HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 75 mg TBBpU KanCyiIu

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceska TBBpaa kancyna ceabpka 75 mg naburarpan erexkcuinat (dabigatran etexilate) (kato me3miar).

3a IIBJIHMSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpaa Kamncymna
Kancynu ¢ G510 Hermpo3padHo Karayde 1 05710 HeMpO3padHo TSUIO C pa3Mep 2

(npubim3utenHo 18 x 6 mm), HAITBIIHEHO C XXBITEHUKABH TiesieTu. KamayeTo e mamMmnoBaHo Che
cuMmBoIa Ha komnaHusta Boehringer Ingelheim, a Tsumoto — ¢ ,,R75.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

[IppBHYHa npeBeHLUs HA BeHO3HH TpoMOoeMOommunu csoutusi (VTE) mpu Bb3pacTHU MalueHTH,
II0JUI0’KEHU Ha IUIAHOBO LISJIOCTHO NPOTE3UpaHe Ha Ta300epeHa cTaBa Wil LSUIOCTHO [IPOTEe3UpaHe
Ha KOJIIHHA CTaBa.

Jleuenue Ha VTE u npeBenuus Ha peruauBupaiy VTE nipu neauatpuyHy NalMeHTH OT paKI1aHETO
1o mox 18-roxumiHa BB3pact.

3a cpo0paszeHu ¢ Bp3pacTTa A030BH (HOpMH BUXKTE TOuKa 4.2.

4.2 /lo3MpoBKa M HAYMH HA MPWJIOKEHHE

2 !031/1[ )OBKaA

Pradaxa xancynu Moe Ja ce W3M0J3Ba IPY Bh3PACTHU U MEUATPUYHHU MAIIMEHTH Ha §-TOJUIIHA
BB3pacT WM [O-TOJIEMH, KOMTO Ca CIIOCOOHHM Ja MOTIbIIAT Karcynure 1eid. Pradaxa oOBUTH rpaHy/in
MOJKE JIa C€ M3ITOJI3Ba TIPH Jieria 1o T 1 2-ToAuIIHa BB3pacT, ako T€ ca CITIOCOOHH JIa MOTIBINAT MEeKa
xpaHa. Pradaxa npax u pa3rBopuTel 3a nepopalieH pa3TBop TpsOBa Ja ce U3M0a3Ba caMo IIPH Jela Ha
BB3pacT mox 1 roguna.

Koraro ce npeMrHaBa OT €Ha JICKAPCTBCHA (bOpMa Ha Ipyra, MOxe Jia € H€O6XO,I[I/IMO Ja c€ IPpOMCHU
Jo3ara. I[03aTa, moCco4dyc€Ha B Ta6nnuaTa 3a 103UpaHC 3a CbOTBCTHATA JICKAPCTBCHA (bopMa, Tpﬂ6Ba Ja

CC MPEAITUCBA CIIOPE€a Bb3pacTTa U TCJIICCHOTO TEIJIO HA ACTCTO.

ITvpeuuna npesenuua na VITE npu opmoneduuna xupypaus

[IpenopbunTenHNUTE 03U JaOUTATPaH ETEKCUIIAT M MPOIBIDKUTEIHOCTTA Ha TEparusITa 3a MbpPBUYHA
npeseHuys Ha VTE npu oproneanyna Xxupyprus ca nokasanu B Tadnuna 1.



Ta6anna 1:

npesennust Ha VTE npu oproneanyHa xupyprus

l'[penopmm 3a T03MPOBKA M MPOAB/IXKUTEJTHOCT HA TEPANUATA 324 IbPBUYHA

HauaJjio Ha
JieYeHNeTo B JeHs Ha
onepaumsTa,

1-4 yaca caen
3aBbpUIBaHe HA

MMopabpxama
a03a,
NMPUI0KEHUETO
Ha KOATO
3amo4Ba B

Ipoab/sKMTEIHOCT
HA NPHUJI0KEHHETO
Ha NOAAbPKAINATA
1032

ITanmenTy Ha WM Haxg 75-roaHUIIHA
BB3pacT

2 Kafcynu oT
75 mg

onepauusiTa I'bPBUS JIeH
caen
onmepauusita
ITanuenTH ciep MIaHOBO 220 mg
NpOTe3UpaHe Ha KOJISIHHA CTaBa naburatpaH 10 m
€TEeKCHUIIAT,
[MarnmenTH cies MIaHOBO e/IHa KarcyJa oT
BEJIHBXK JTHEBHO,
npoTe3upane Ha Tazobenpena craa | 110 mg naburarpan HpHETH 1101
eTeKCHIaT
(dopmara Ha 28-35 num
2 KarcyJim OT
110 mg
Ilpenopvuga ce namansasane na
dozama
[Naruentu ¢ ymepeHo Ob0pevHO
yBpexIaHe (KpeaTHHUHOB KJIMPBHC 150 mg
(CrCL) 30-50 ml/min) Jlaburarpan 10w
e/IHA KATICYJIA OT €TeKCHIIaT (mpote3upane Ha
[TanuenTH, KOUTO MOJy4aBar 75 me na 6}I]/IFaT an BEIHBXK JTHEBHO, | KOJITHHA CTaBa) WM
*
CBITBTCTBAILO BEpallaMuI™, eTeKc%I e P TPHETH 107 28-35 fHu
aMHUOJApOH, XUHUINH ¢opmara Ha (mpote3upane Ha

Tazo0e/IpeHa cTaBa)

*HpI/I ManrueHTU C YMEpPCHO 6’L6pe‘{H0 YBpEKAAHC HAa CHIIBTCTBAILO JICHCHUC C BEPAIlAMUII, BUKTC

CHGLII/IaJ'IHI/I nomyJjangvuu.

" IIpu ABaTa BUAa IMPOTE3UPAHE, aKO HE € OCUTYPEHA XEMOCTa3a, Ha4aJlIoTO Ha JICUCHHUETO TpH6Ba Ja
6’L,E[e OTJIOKEHO. AKO JICUYSHHETO HE € 3alI0YHATO B ACHA Ha onepanusara, To TpH6Ba Ja 3ali0o4He C

2 KarcyJi BEAHBbK JHCBHO.

Ouenka na bvbpeunama ynKkyus npedu u no epeme Ha Je4eHuemo ¢ oabuzampan emekcuiam

[Ipu Bcruky maryieHTH ¥ 0COOEHO B CTap4ecka Bb3pacT (>75 roAnHNn), Thil KaTo OBOPEIHOTO

YBpEXKaaHe MOXKE Jia € YECTO CPCIIaHO B Ta3W BH3pacToOBa I'pyria:

o [Ipenu 3amo4BaHe Ha JICYCHHE C TaOUraTpaH eTeKcuiaT ObOpedHaTa QyHKIMs TpsiOBa aa Ob/e
OIICHEHA Ype3 U3vncisaBaHe Ha kKpearnHuHoBHs KiupbHC (CrCL), 3a 1a ce U3KIIF0YaT MalueHTH ¢

Texxko 0b0peuno yBpexaane (1.e. CrCL <30 ml/min) (Bxk. Touku 4.3, 4.4 u 5.2).

o brOpeunara ¢pynkuus TpsiOBa 1a Oblie OLleHEHa ChILO U MPH CbMHEHHS 32 BIOILABaHE Ha
0b0peuHara GyHKIUS 110 BpeMe Ha JISYeHUETO (HaIp. XUIIOBOJIIEMUS, IEXHUIPATaIus, U TPH
CBITBTCTBAIIA YIIOTpeOa Ha HAKOH JIEKAPCTBEHHU MPOIYKTH).

MeToabT, KONTO TpsAOBa J1a Ce U3IMOII3Ba 3a ollcHKa Ha ObOpeuHaTa Gyukiusa (CrCL B ml/min), e

MmetonbT Ha Cockcroft-Gault.

Ilponycnama 0osa

HpenoquBa CC a CC MPOABJIZKH C OCTAHAJIUTC CKCAHCBHU 103U I[a6I/Il"anaH C€TCKCUJIAT I10 ChIIOTO

BpPEMC Ha ClIcABalus ICH.




He TpH6Ba Ja c¢ npucma HBOﬁHa A034a, 3a 1a C€ KOMIICHCHUPAT NPOIMYCHATUTC UHAWBHUAYAJIHU JO3HU.

Ilpexpamsasane na npuema na ()a6uzampau emexkcuaam

JleuenneTo ¢ naburaTpaH eTeKCHIIAT He TPAOBa Jia ce MpeKbeBa Oe3 JeKapcku chBeT. [lanuenture
TpsiOBa Ja OBAAT MHCTPYKTUPAHHM J]a CE€ CBBPIKAT C JIEKYBALIH JIEKap, aK0 Pa3BUAT CTOMAITHO-YPEBHU
CHUMIITOMH, KaTo JHCIencus (BxXK. Touka 4.8).

Ilpomsana na newenuemo

[IpemuHaBaHe OT JieueHHE C Ja0UTAaTPaH ETEKCUIIAT KbM IMapeHTEpalieH aHTUKOATyJIaHT:
IIpenopruBa ce m34akBane OT 24 daca cie MmociieHaTa J03a Mpean MpeMUHaBaHe OT nadurarpaH
€TeKCHJIaT KbM MapeHTepalieH aHTUKOATyJIaHT (BXK. Touka 4.5).

[IpemMuHaBaHe OT JieueHHE C MApEHTEPaJICH aHTUKOAryJaHT KbM Ja0uraTpaH eTeKCHIaT:
[TapeHTepamTHUAT aHTUKOATYJIAHT TPsIOBA 1 Ce PEKbCHE U I CE 3aIll0UHe Ja0UraTpaH eTeKCHIaT

0-2 yaca nmpenu yaca, Ha3HA4YEH 3a MPHUEMAHETO Ha cJe/BallaTa 71032 OT aJTEPHATUBHOTO JIEKAPCTBEHO
CPEACTBO, WM MPH MIPEKpaTsIBaHe Ha JICYEHHETO, B CIIydall Ha HEIPEKbCHATO JieueHHe (Harp.
HedpakioHupan naTpaBeno3ex xenapud (UFH) (Bx. Touka 4.5).

Cneyuannu nonyaauuu

bvbpeuno yspeacoane

JleuenneTo ¢ naburaTpaH eTEKCHIIAT IPH MAUEHTH C TEKKO ObOpEevHO yBpeXaaHe
(CrCL <30 ml/min) e mpoTHBOIOKa3aHO (BX. TouKa 4.3).

[Ipu nauuentu ¢ ymepeno 666peuno yBpexaane (CrCL 30-50 ml/min) ce npernopbuBa HamalsiBaHE Ha
nmo3ara (Bxk. Tabmuia 1 mo-rope u Touku 4.4 u 5.1).

Cvnvmemeawa ynompeba na naburaTpat eTeKCUIaT U C1abu 00 yMepeHu UHXUOUMopU Ha
P-eruxonpomeuna (P-gp), Hanp. amuooapor, XUuHUOUH uiu 6epanamu

Jlo3ara TpsOBa 1a Ob/le HaMaeHa, KakTo € MOCo4YeHo B Tabmmna 1 (Bxk. cbio Touku 4.4 u 4.5). B To3u
CITy4Yaii, JaOUraTpaH eTeKCUIIAT U TE3U JICKApCTBEHH MPOYKTH TPsiOBa fa ObIaT MPUEMaHH MO €THO U

CBITIO BpeMe.

[Ipu manmenTH ¢ yMepeHo OLOPEYHO YBpPEXKIAaHE U CHITHTCTBAIIO JIEKyBaHH C BeparaMui, 103aTa Ha
JlaburaTpaH eTeKCHIaT TPSOBa Ja ce HaMaiu 10 75 mg AHeBHO (BXK. Touku 4.4 u 4.5).

Cmapuecka ev3pacm

[Ipu manmeHTH B cTapyecka Bb3pacT >75 rOIWHU ce MPETnophiBa HaMasIBaHE Ha 103aTa (BXK.
tabnuua 1 no-rope u Touku 4.4 u 5.1).

Tenecno meano

Mma MHOTO OrpaHUYeH KIMHUYEH OMUT C MPENOopPbUUTETHATA T03UPOBKA MIPHU MALMEHTH C TEIECHO
teryo <50 kg umm >110 kg. Karo ce umar npeBu] HaIMUYHUTE KIMHUYHA U KHHETUYHH JaHHH,
KOpEKIUs Ha J1o3ara He € HeoOxoanuma (BXK. Touka 5.2), HO ce IPEenopbhiBa BHUMATEIHO KIIMHUIHO
HaOmroneHue (Bx. Touka 4.4).

Ilon

He ce nanara xopurupase Ha jo3ata (BxX. Touka 5.2).



THeouampuuna nonynayus

Hsima choTBeTHA yroTpeba Ha JaburatpaH eTeKCHIIaT B IeIMaTpryHaTa IMOMyJIalus 3a OKa3aHueTo
mbpBuyHa npeseHiyst Ha VTE npu narpeHTH, KOUTo ca O MOJJI0KEHH Ha TIAHOBO ISUIOCTHO
MPOTE3UPaHe Ha Ta300eIpeHa CTaBa Wi ISUTOCTHO MPOTE3UPaHE HA KOJISTHHA CTaBa.

JIeuenue na VTE u npeeenyusn na peyuousupawu VITE npu neouampuunu nayuenmu

[Ipu neyenne na VTE npu nexuarpuyHy NalMeHTH JIEUSHUETO TPsIOBa /1a ce 3all04YHe ClIe/1 JIEUCHHUE C
IIAPEHTEPATIEH aHTUKOATYJIaHT B POJABIDKEHHUE HA Hali-Manko 5 auu. [Ipu npeBeHuys Ha
peumauBupainy VTE neueHuero TpsOBa J1a ce 3arovHe Clie]] MPEAX0IHO JICUCHHE.

JaburaTpaH eTeKcHIaT Karncyyu TpsiOBa jia ce mprueMar JiBa IbTH JTHEBHO, €/IHA JI03a CYTPHH U eJHa
J103a Beuep, MPUOIM3UTEIHO TI0 €/THO U ChIIO BpEME BCEKH JieH. IHTepBaTbT MeX Ty JO3UuTe TpsiOBa Jia
€ KOJIKOTO c€ MOKe 1m0-0y1130 10 12 4Jaca.

[IpenopbunTenHaTa n03a JadUraTpad eTeKCHIaT KalcyJd ce Olpe/ielisi Bb3 OCHOBA Ha Bh3pacTTa
TEJIECHOTO TETJIO Ha MAI[HEeHTa, KAKTO € MoKa3aHo B Tabnuia 2. B Tabnuiara ca moka3aHu eIMHAYHUTE
71034, KOUTO TpsiOBa Jla ce Ipuiiarar JiBa I’bTH THEBHO. Jo3aTa TpsiOBa 1a ce Kopurupa cropes
BB3pacTTa U TEJIECHOTO TETJIO C HAMPEIBAHETO HA JICUSHHETO.

Tadauua 2: ExmHnyHa 103a 1a0MratpaH eTeKCHIaT, B MWIATPaMu (mg), ciope/l TeJeCHOTO
Teryio B Kujiorpamu (kg) u Bb3pacTra Ha NalMeHTa B TOJUHY, KOSITO TPsi0Ba aa ce
npuJara iBa NbTH THEBHO

Bb3pacT B ronmaun
11 g0 (12 g0 | 13 1o
<12 | <13 | <14

14 no
<15

15 no
<16

16 no
<17

17 no
<18

8 mo 910 |10 mo
<9 <10 | <11

21 no <26

16 mo <21
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Enna xancyna 110 mg  —

13 no <16
Enna

11 mo <13 KancyJsa
75 mg




O3Haana, 4cC MpPCIopbKa 3a JO3UPOBKATAa HE MOXKC a 6’[)}.16 JaJcHa.

Ouyenka na 6voOpeunama GyuKyus npeou U no epeme Ha J1e4eHuUemo

[Ipenu 3amouBaHe Ha JeUSHUETO TPSAOBA Aa Ce ONMpeIeNd H3UNCIIeHaTa CKOPOCT Ha INIOMEpYJIHA
¢dwunrpanus (eGFR) no ¢popmynarta Schwartz.

JleyenuneTo ¢ jaburatpad eTEKCHIIAT € IPOTHBOIOKA3aHO TIPH TeauaTpuynu namuenTu ¢ eGFR
<50 ml/min/1,73 m? (Bxk. Touka 4.3).

IManmenTn ¢ eGFR >50 ml/min/1,73 m? Tps6Ba na 6baaT IEKyBaHU C 1034 ChIIIacHO Tabnuia 2.
ITo Bpeme Ha jeueHueTo ObOpeuHaTa (GyHKIMS TPsIOBA Ce OICHSIBA MPH ONPEACIICHN KITMHUIHH
CUTYaIluH, KOraTo MMa ChbMHEHUs, 4e ObOpedyHaTa (yHKIIHS MOXKE Ja C€ TIOHWKH WIJIH Ja C€ BIIOIIH
(Harmp. XUNOBOJIEMUS, ICXUIPATAINs, KAKTO U TIPU CHITHTCTBAINA YIIOTpeOa Ha OIpeIeIeHN

JIEKapCTBEHU MPOAYKTH H Ip.).

IIpoovascumennocm na ynompeba

IIpoabmKUTETHOCTTA HA JICYCHUETO TPSIOBA J]a Ce ONpeaeis HHANBUAYATHO B 3aBUCUMOCT OT
OIICHKATa MoJI3a/PUCK.

Ilponycuama 0osa

[IponycHara no3a qaburatpaH eTeKCHIAT MOXKE Ja ce MpreMe 10 6 yaca mpenu cieaBaaTta
npezanucada gpo3a. [Ipu ocraBamu no-manko ot 6 4aca 10 cieJBalys IpueM, IpoIlycHaTaTa 103a He
TpsiOBa Ja ce mprema.

B HukakbB ciaydail He TpsiOBa Aa ce mpremMa JBOWHA 71033, 3a Ja € KOMIIEHCUPAT MPOIyCHATUTE
WHAWBUYAIHUA JO3U.

HDeK'bCG(lHe HA je4yernuemo ¢ 0a6ueampaﬂ emexKkcuiam

JleuenueTo ¢ maburaTpaH eTeKCUIIAT He TPpAOBa Jia ce MpeKbcBa 0e3 KOHCYNTAIUS C JIeKap.
[TarueHTHTE WM OOrPHOKBAILIMTE TH JIMIA TPSAOBA J1a ObAaT HHCTPYKTHPAHH JIa C& CBBPIKAT C
JIEKyBaIlUs JIeKap, aKO MAI[MeHThT pa3BUe CTOMAIIHO-YPEBHUA CUMIITOMH, KaTo TUCTeTiCHs (BXK.
Touka 4.8).

HDOM}ZHCI HA jedyeruenio

HpeMI/IHaBaHe OT JICYCHHUC C lla6I/II‘anaH C€TCKCUJIAT KbM MMapCHTCPAJICH aHTUKOATr'yJIaHT:
HpenoquBa C€ Ia CC€ u34aka 12 gaca CJICA nocjieaHaTa 103a Mpeau IMpeMUHABAHE OT ;[a61/1ranaH
CTCKCUJIAT KbM MAPCHTCPAJICH aHTUKOAT'yJIaHT (B)K. TOYKa 45)

[IpemuHaBaHe OT JIeUeHHE C APEHTEPATICH aHTHKOAr'yJIaHT KbM Ja0UraTpaH eTeKCHIIAaT:
[TapeHTepaTHUAT aHTUKOATYJIAHT TPSOBA J1a CE IPEKBCHE U JIa CE 3aIl04He Ja0UTraTpaH eTeKCUIIaT
0-2 gaca npenu yaca, onpesieicH 3a PUIOKEHUETO Ha MapeHTePATHHIS aHTUKOAryJIaHT, HiTH IPU
MPEeKpaTsABaHe Ha JICUCHUETO, B CIydai Ha HEMPEKbCHATO JieueHue (Harp. HepaKIIMOHUPaH
unTpaBeHo3eH xenapud (UFH) (Bxk. Touka 4.5).

[IpemuHaBaHe OT JIeUeHHE C JaAOUTATPaH €TEKCHIIAT KbM aHTaroHucTr Ha BUTaMuH K (VKA):
[NanuenTure TpsiOBa na 3anouHaT npueM Ha VKA 3 1HM npenn NpeKbcBaHETO Ha Jadurarpan
€TEeKCHUIIaT.

Tpif kKaTo maburaTpaH eTeKcHiIaT MOXKe Ja MMOBJIHAE Ha MEXAYHAPOTHOTO HOPMATU3NPAHO
crotHomeHue (INR), INR e orpasu mo-noope edexkra Ha VKA ezBa cies cnupaHeTo Ha JaduraTpaH
eTekcuiar 3a Hail-manko 2 auu. Jlotorasa, INR croifHocTHTE TpAOBa 1a ce THIKYBaT C BHUMAaHHE.



[IpemunaBane ot neuenne ¢ VKA KbpM 1aburatpas eTeKcuiar:
[Ipuemst Ha VKA Tpsa6Ba na ce npeycranosu. Jlaburarpan eTekcuiiaT MOXe J1a ce TIpuiiara BeHara
oM INR e <2,0.

Hauun Ha IPHUITOKECHUC

To3u nekapcTBEH MPOAYKT € 3a MEPOPATHO IPHII0KEHHE.

Kamncynure morat na ce npreMat cbe uinn 6e3 xpana. Kancynure Tps0Ba aa ce morrbIaT Leiu ¢ yama
BOJIa, 33 Ja C€ YJIECHU AOCTUTAHETO MM J0 CTOMaxa.

[MarnuenTure TpsiOBa 1a ObJAT MHCTPYKTUPAHU JIa HE OTBAPSAT KarcyJara, Thil KaTo TOBa MOXKeE Ja
MOBHIIIM PUCKA OT KbpBeHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIpoTuBomoKa3zaHus

o CBpBX4YYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MM KbM HSIKOE OT IIOMOIITHUTE BEIIECTBRA,

n30poeHu B Touka 6.1

Texko 660peuno yBpexaane (CrCL <30 ml/min) npu Bb3pacTHH NAIIMEHTH

e¢GFR <50 ml/min/1,73 m? npu neMaTpy4Hy MaUeHTH

AKTHBHO KIIMHUYHO 3HAYHMO KbPBEHE

Jle3ust mim ChCTOSTHHE, KOETO CE OTPEAEs KaTO 3HAYMM PUCKOB (PAKTOp 3a TOJIIMO KbpPBEHE.

ToBa MOke /1a BKIIFOUBA HACTOSIIN MJIM CKOPOILIHH CTOMAITHO-UYPEBHH pa3si3BIBaHUs, HATMINE

Ha 3JI0Ka4eCTBEHH HOBOOOpa3yBaHUS C BUCOK PUCK OT KbPBEHE, CKOPOITHO MO3BYHO WIIH

rppOHAYHO HapaHsBaHE, CKOPOIIHA MO3bYHA, TPbOHAYHA MM OYHA XUPYPrUuHa HHTEPBEHLINS,

CKOpOLIHA BbTPEUYEPENHA XEMOpAarusi, U3BECTHU MJIM BEPOSITHU BapUIIM Ha XpaHONPOBOAA,

apTEepUOBEHO3HU MalIpOPMAITUH, ChJIOBH aHEBPH3MHU HITH TOJIEMHU BBTPErpbhOHAUHU WITH

BBTPEMO3BYHHU CHJOBH aHOMAJIHH

o ChIbTCTBANIO JICYEHUE C HAKOU JIPYTH aHTHKOATYJIAHTH, HAIP. HeQpaKIIMOHUPaH XeNapuH
(UFH), xenapuH# ¢ HICKO MOJIEKYJTHO TETJIO (€HOKCanapuH, JalTenapyuH U Ap.), TIPOU3BOIHU
Ha xernapuvHa ((poHAamapuHyKC U JIp.), aHTUKOATYJIaHTH 32 IEPOPAITHO MPHIIIOKeHue (BapdapyH,
puBapokcabaH, anukcadaH  JIp.), OCBEH B crielinuvHM yciaoBus. ToBa ca ciiydyanuTe Ha
NpOMSIHA Ha aHTUKOAryJIaHTHOTO JieueHue (Bxk. Touka 4.2), koraro UFH ce npunara B n1o3u,
HEOOXOMMH 32 MOATbPKAaHE HAa OTBOPEH LIEHTPAJIEH BEHO3CH WM apTepHaJieH KaTeThp, HIIH
korato UFH ce npuara mo BpeMe Ha KaTeThbpHa abialyst Mpy NpeachpIHO MBXKIeHE (BXK.

TOuKa 4.5)

o UepHopoOHO yBpexkaaHe WK YepHOAPOoOHO 3a00IABaHe, 3a KOETO c€ 0YakBa Ja NMa
OTpa)KeHHE BBPXY MPEKHUBIEMOCTTA

o ChIbTCTBALIO JIEYEHUE ChC CIIEAHUTE MOLTHU P-gp MHXMOUTOPHU: KETOKOHA30JI, HUKIIOCIOPHH,

UTPaKOHA30JI, IPOHEAAPOH U KOMOMHAIMATA ¢ (DUKCUPAHHU J03U TJICKAIIPEBUP/THOPESHTACBHP 3a
CHUCTEMHO MPUJIOKeHNE (BXK. TOUKaA 4.5)
. Cobpaednn KIIAIHA TPOTE3H, M3UCKBAIIIA aHTUKOATYJIaHTHO JedeHne (BxK. Touka 5.1)

4.4 ChenuanaHu npeaynpesxaeHus U NpeAnasHyl MePKH NPU ynoTpeda

XCMODaFI/I‘leH PHUCK

Jaburarpan erexkcuiar TpsOBa Ja ce mpuiiara ¢ MOBUIIEHO BHUMAaHHE MIPH ChCTOSHUS C MOBUIIIEH
PHCK OT KbPBEHE HJIH [IPU CHIIBTCTBAILA YIOTpeOa Ha JIeKapCTBEHH MPOAYKTH, TOBIHSBAIIN
XeMocTasaTa 4pe3 MHXHOupaHe Ha TpoMOonuTHaTta arperanus. [lo Bpeme Ha TepanusiTa KbpBeHE
MOXe Ja ce TMOsIBY HaBCsIKbJIe. [Ipy HeodakBaH criaj Ha XeMOTJIOOMHA H/WJIH XeMaTOKPHTA, UITH CITa]
Ha KPbBHOTO HaJIITaHe, TPSAOBA /1a Ce M3BBPIIN MIPETJIE] 32 YCTAaHOBSBAaHE MSCTOTO Ha KbPBEHE.

[Ipu BB3pacTHM MALMEHTH B CIy4au Ha )KMBOTO3aCTpaIlaBallo WM HEKOHTPOJIMPAHO KbPBEHE, KOTaTo
e Heo0Xo Mo OBP30 HeyTpallM3UpaHe Ha aHTHKOATYJIaHTHHUS eeKT Ha JaduraTpaH, Moxe Ja ce
M3M0J13Ba CIIEHU(PUIHOTO HEYTPATIM3UPAILO CPEACTBO naapyuusymad. E¢ukacHocTTa 1
Oe3omacHOCTTa HAa MAApyLM3yMad He ca YyCTAaHOBEHM IPH NMEAUaTPUYHU NanueHTu. [laduratpan Moxe
Ja Ob/Ie OTCTpaHEH MOCPEICTBOM XeMoAuanu3a. [Ipu Bp3pacTHH MalMEeHTH Ca Bb3MOXKHH JIPYTH
OTIIINY KaTO M3IOJI3BaHe Ha MPSACHA Is71a KPBB WM MPSICHO 3aMpa3eHa Mia3Ma, KOHIICHTpaT Ha
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KOaryJiallmoHHU ()akTOpH (aKTHBHPaH WM HEaKTUBUPAH), pekoMOuHaHTeH (pakrop VIla nim
TpOMOOIIMTHA Maca (BXK. ChII0 Touka 4.9).

Ynorpebara Ha HHXHOUTOPY Ha TPOMOOIIMTHATA arperalysi, KaTo KJIOMUIOTPEIl 1 alleTUIICATUITIIOBA
kucenuHa (ASA) uinu HecTepouIHH poTuBoBb3NanuTenHu cpenctea (HCIIBC), kakTo u Hanu4IueTo
Ha e30(arut, TaCTpUT WK racTpoesodareaneH pedayke, yBeJnyaBaT pucka 0T CTOMAIIHO-YPEBHO
(CY) xbpBeHe.

Puckosu hakmopu

Tabnuia 3 060011aBa pakTOpUTE, KOUTO MOTAT Ja MOBHUIIAT XEMOPATrHYHHSI PHCK.

Ta6auna 3: dakTopu, KOMTO MOTaT A2 MOBUIIAT XeMOPATUYHUS PUCK.

PuckoBu ¢aktopu

dapMakoAMHAMUYHY U KHHETHYHH (HaKTOPH Br3pact >75 rogunan
®dakTopu, KOUTO MOBHUILABAT [UIA3MEHUTE HUBA | [ J1aBHU:
Ha aburatpan . Ymepeno ObOpeyHO yBpekKaaHe Mpu
BB3pactHH nanueHTH (30-50 ml/min CrCL)
. Mormuau P-gp uaxuburopu (Bx. Toukn 4.3
n4.5)
. CBBMECTHO TIpHJIaraHe Ha cladu 10

yMmepenu P-gp naxubutopu (Hamp.
aMHOJIapOH, BepanaMuil, XUHUJIUH U
THUKarpesuop, BX. Touka 4.5)

BropocreneHHu:
. Hucko Tenecno terio (<50 kg) npu
BB3PACTHH MAUCHTH
@dapmMakoMHAMUYHY B3aUMOJEHCTBHS (BXK. . ASA n npyru uHXHOUTOPHU HA
To4Ka 4.5) TpOMOOLMTHATA arperawus, KaTo
KJIOIHUJOrpes
. HCIIBC
. SSRI i SNRI
o Jpyru 1eKkapcTBEHU NPOAYKTH, KOUTO
MOTaT Ja HapyIaT XeMocTa3aTa
3abonsBanus / IpOLENypH ¢ 0COOEH . Bpoieny wik npuao0uTH HApyLICHHS HA
XEMOparu4yeH pUuckKk Koarymanusara
o TpombounTonenus Wi GyHKINOHATHA
TpoMOOIMTHH Je(eKTn
. CkoporrHa OHOTICHS MK ToJIsIMa TpaBMa
o bakTepuaneH eHnokapauT
o Esodarur, ractput mim

ractpoe3odareancH peQurykc

ChIuecTByBaT OrpaHUueHH JaHHU MPH Bh3pacTHH nauueHTn <50 kg (Bx. Touka 5.2).

CerpreTBamniata ynorpeda Ha qaburatpad eTekcuiat u P-gp HHXUOUTOpH He € MpoyYBaHa IpH
MeANaTPUYHU MMAllMEHTH, HO MOJKE /Ia YBEJIMYH PHCKa OT KbpBEHE (BXK. Touka 4.5).

Hpednaswu MepKu u osaaosasane Ha XemopazudHus puckK

3a OBJIaAsIBAHC HA YCJIIOXKHCHUA C KbPBCHC BHIKXTC CHIIO TOYKA 4.9,



OueHKa HA CbOmMHoOuiernueno noma/pucx

Hannauero Ha ne3uu, 3abonsiBanus, MpolenypH u/wim papmakoiorndno neuenne (karo HCIIBC,
TpomOotmTHE anTHarperanT, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEITHO YBETUYABAT PHUCKA OT
roJIsIMO KbpPBEHE, M3UCKBAT BHUMATEHA OLIEHKA Ha ChOTHOILEHHETO Mo3a/puck. Jladburarpan
eTeKcuyIaT TpsiOBa Aa ce JaBa caMo aKo I10J13aTa HaJBHIIaBa PUCKA OT KbPBEHE.

HannynanTe KMTMHUYHN JaHHU 32 TEIUATPUYHH NAIMEHTH C PUCKOBU (PAKTOPH, BKIFOUUTEIIHO
NalUeHTH C aKTUBEH MEHUHIHT, eHIealiuT U BhTpeueperneH adcuec (BX. Touka 5.1), ca orpaHUYCHH.
[Ipu TaxuBa nauueHTH AabUraTpaH eTeKcuiaT TpsiOBa Ja ce JaBa caMO aKo OYaKBaHaTa [0JI3a
Ha/IBHIIIABA PUCKA OT KbPBEHE.

Brumamenno kaunuuno nabnooenue

[IpenopbuBa ce BHUMATEIHO HAOIIOCHUE 3a IPU3HALM HAa KbPBEHE WJIM aHEeMHS Ipe3 LEIHsl IEpUuo.]
Ha JIeUeHHe, 0COOCHO aKO PUCKOBUTE (hakTopu ca KoMOMHMpaHu (BxK. Tabnuua 3 no-rope). Tpsosa na
ce BHIMaBa 0COOCHO MHOT'0, KOTaTo JJaburaTpaH eTeKCHIaT ce Npuilara eTHOBPEMEHHO C BeparaMul,
aMHO/IapOH, XMHUAWH WK KIapuTpoMulivH (P-gp naxuburopm) u ocobeHo npu nosiBa Ha KbPBEHE,
Haif-Beye NpH MaUeHTH ¢ HaManeHa 0b0pedyHa GpyHKIus (BX. Touka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOIIOJICHUE 3a MTPU3HAIM HA KbPBEHE TPH MAI[MEHTH, JICKYBaHU
cerpTcTBaImo ¢ HCIIBC (Bx. Touka 4.5).

HpeK”bCGCZHe Ha jleyerHuemo c 0a6uzampau emexkcuaam

[lanuenTHTe, KOUTO Pa3BUAT OcTpa OBOpEUHa HEAOCTATHUHOCT, TPSAOBA Ja MPEYCTAaHOBST IIpUeMa Ha
naburatpaH eTeKcuiar (BX. ChIIo Touka 4.3).

Korato ce mosiBu Te)K0 KbpBEHe, TpIOBa J]a ce MPEKpaTH JCUYSHNETO, Jla Ce M3clie/(Ba IPUIMNHATA 32
KBPBEHETO U MIPH BH3PACTHU MAIMEHTH MOXE J1a c€ 0OMUCITH MPUIIOKEHUE Ha CIeIU(QUIHOTO
HEyTpaTu3npanio cpenctso (uuapynmsymad). EdukacHocTTa M 6€30macHOCTTa HA HAAPYITU3yMal He
ca yCTaHOBEHHW ITPH NeTUaTpUYHY narnueHTH. Jlaburarpan Moxe ja Objie OTCTpaHEH ITOCPEICTBOM
XeMOIaIN3a.

Ynompeba na unxubumopu na npomonnama nomna

Moxe 1a ce 0OMUCIIN IPUIIOKEHNE Ha MHXUOUTOP Ha npoToHHarta nommna (PPI) 3a npesenuums Ha CU
kbpBeHe. [Ipu neanaTpuynn manueHTH TpsiOBa Ja ce ClieBaT MPEMOpPbKUTE, OMTUCAHH B KpaTKaTa
XapaKTepUCTHUKA Ha TIPOJIyKTa Ha ChOTBETHUSI MHXUOUTOP HA TIPOTOHHATA TIOMTIA.

JlabopamopHu KoazyrayuoHHu napamempu

Brnpeku ge To3u eKapcTBEH NPOLYKT MO NPUHIIMIT HE U3UCKBA PYTUHHO MOHUTOPHpaHE Ha
AHTUKOATYJIAIMSITA, ONIPEISISTHETO Ha CBhp3aHaTa ¢ JaburaTpaH aHTUKOATyJIalus MOXe J1a Obae OT
10JI132 33 yCTAaHOBSIBAHE Ha MPEKOMEPHO BUCOKA SKCITO3UIIMS Ha JaburaTpaH Mpyu HaJMdue Ha
JOITBJIHUTEHN PUCKOBH (PaKTOPH.

TpombuHOBOTO Bpeme upe3 pazpexaane (dTT), ekapuroBoTo Bpeme Ha cheupBane (ECT) u
aKTHBUPAHOTO MAPITHAITHO TpoMOortacTuHOBO BpeMe (aPTT) mMorar nma mpemocTaBsT mojie3Ha
UHQOpPMAIHS, HO pe3yNITaTUTe TPIOBA Jla Ce THIKYBAT C MOBUIIEHO BHUMAaHKUE TIOPAIH
BapraOMIIHOCTTA MEXIy TeCTOBeTe (BXK. Touka 5.1).

TecTbT 32 OnpeziesiHe Ha MEX/TyHApOIHOTO HOPMAaJIM3UPaHO choTHOIIeHue (international normalised
ratio, INR) He e Haie)/IeH NIpY MTALIMEHTH Ha JISYeHHUE ¢ TadUraTpaH eTeKCUIIaT U UMa JIOKJIa[BaHH
ciyvau ¢ ¢ammuBo nojoxutenHo nosuineHue Ha INR. 3aTosa INR TtecroBe He TpsOBa 1a ObaaT
NPOBEKAAHU.

TaOnuiia 4 moka3Ba Hali-HHUCKHUTE IPAaroBe Ha KOAryJallMOHHUTE TECTOBE IPY Bh3PACTHU MALUEHTH,
KOUTO MoOraT Jia ObIaT CBbP3aHU C MIOBUIIICH PHCK OT KbpBeHe. CHOTBETHHUTE IPAroBe Npu
MeUATPUIHN TAIUEHTH HEe ca U3BECTHH (BXK. Touka 5.1).



Tabanna 4: Haii-HucKH nparose Ha KOaryJI1aliiOHHHUTE TECTOBE NPH Bb3PACTHU NMAIMEHTH,
KOHUTO MOTaT a 0bAaT CBbP3aHHU ¢ MOBHIIEH PUCK OT KbpPBEHe.

Tect (Hall-HUCKA CTOWHOCT) [Ipar

dTT [ng/ml] >67

ECT [x-rbTH Hax ropHaTa TpaHUIA Hama nanan
Ha HOpMaTa|
aPTT [x-nbTH Hag ropHara rpanuma | >1,3
Ha HOpMarta]
INR He tpsibBa na ce nposexa

yHOTD€6a Ha d)I/I6DI/IHOHI/ITI/I‘lHI/I JICKApCTBCHU MPOAYKTH 3a JCUYCHUEC HA OCTHP UCXCMHUYCH MHCYJIT

Ynorpebara Ha GUOPUHOTUTUYHH JIEKAPCTBEHH MPOJIYKTH 32 JICYEHHETO Ha OCTHP UCXEMHUYECH UHCYIIT
Moke 1a ce 00chau, ako croitHoctuTe Ha dTT, ECT mm aPTT He HagBuimaBat ropHara rpaHuia Ha
nopmata (ULN) cniopen mecTHuTEe pehepeHTHU TPAHHMIIH.

XI/IDVDI‘I/I‘IHI/I ornepanuv 1 UHTCPBCHIITNHU

[Ipu nauueHTH, npreMaiiy 1adUraTpal eTeKCUIIaT, KOUTO ca MOAJI0XKEHN Ha XUPYypriudHa
WHTEPBEHUUS WIM UHBA3UBHHU IIPOLIEIYPH, CBILIECTBYBA PUCK OT KbpBeHe. [1o Tazu npuunHa
XUPYPIUYHUTE UHTEPBEHIIMY MOraT J1a HaJI0KaT BPEMEHHO IPEKpaTsABaHe HA IPUEMAHETO Ha
JaburaTpaH eTeKCHar.

Heo0xomuMo e moBHIIIEHO BHUMaHKE, KOTaTO JICYEHUETO BPEMEHHO Ce MPEKPaTy opaju
MHTEPBEHLUH U C€ IPEeNopbiBa MOHUTOPUPAHE HA aHTUKoarynanusTa. [Ipu nanuenTu ¢ 0b0peyna
HEIOCTAaThYHOCT KIMPBHCHT Ha AaOUraTpaH MOKe J1a MPOABIKHU MO-ABAro (BxK. Touka 5.2). ToBa
TpsiOBa J]a ce B3eMe IpeaBU/ MIpeIn BCsKa Iporienypa. B TakuBa cioyyan KoaryianroHEeH TeCT (BXK.
Touku 4.4 1 5.1) MOXe Jja TOMOTHE Jja C€ ONPEAEIN AajH BCE OIlle MMa HapyIIEHHE Ha XeMOCTasarTa.

Cnewrnu Xupypeuiunu onepavyuu uiu HeomioiHCHu npouedypu

[IpuembT Ha naburarpaH erekcuiar TpsiOBa aa Oblle BpeMEHHO MpeKpaTeH. AKO € He00X0UMO ObP30
HEYTpaJIM3UpaHe Ha aHTUKOAT'YJIAHTHHUS e€(PEeKT, MOXKE J1a Ce M3M0JI3Ba CHeU(PUIHOTO
HEyTpaTU3UpaIno CPeICcTBO Ha madurarpan (Maapynu3ymad) 3a Bb3pacTHH NManueHTy. EdukacHocTTa
1 0€30MacHOCTTa Ha HIapylu3ymMad He ca YCTAHOBEHU NPH NeAUATPUYHU manueHTH. Jlaburarpan
MOKe J1a ObJIe OTCTPAHEH IMOCPEACTBOM XEMOINAITH3A.

[Ipu npeycranoBsiBaHe Ha TepanusiTa ¢ JaOUraTpaH MalMEHTHTE ca U3JI0KEHH Ha TPOMOOTHYEH PUCK,
CBBp3aH C OCHOBHOTO UM 3abossiBaHe. JleueHneTo ¢ jaburarpaH eTeKCuiaT MOXe J1a ce Bb30OHOBU
24 qaca ciief] MPIIIOKEHUE HA HAAPyIH3yMal, ako MAlMeHTHT € KIIMHUYHO CTa0MIIeH U € MTOCTUTHATa
aJIeKBaTHa XeMOCTa3a.

Xupypeuunu onepauuu/uymepeeﬁuuu npu noaocmpu CbCMOAHUA

[IpuembT Ha maburaTpaH erekcuiar TpsiOBa BPeMEHHO Jia ce mpekpatu. [1o Bb3MOXKHOCT,
XUPYpruvHaTa ONepaIus/HHTEPBEHIUS TPSOBa /1a e OTIIOKU JI0 M3MUHABAHETO Ha Hail-manko 12 Jaca
CJIeq IpueMa Ha TocjeiHaTa 103a. AKO XMpYpruyHaTa orepanys He MOXKe Jja ce OTIIOXKH, ChIIECTBYBa
TIOBHIIIEH PUCK OT KbpBeHe. To3u puck TpsOBa J1a ce OIEHHU CIPSMO CIIEIIHOCTTa HA HHTEPBEHIIHATA.

Ilnanosa xupypeuuna onepauus

[Ipu BB3MOXKHOCT, IPUEMBT Ha JabUraTpaH eTeKcuiIaT TpsAOBa J1a ce MpeKpaTH Hail-manko 24 yaca
MIpeIy U3BBPLIBAHETO HA MHBA3MBHA WM XMpYypruuHa npouenypa. Ilpexparsasane npuema Ha
JaburaTpaH eTekcuiar 2-4 THU Ipean XUpyprudHa onepanus TpsoBa 1a ce UMa IpeaBuI MpH
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MalreHTU C MMOBUIICH PUCK OT KbPBCHC HUJIU B cnyqaﬁ Ha rojisiMa onepanus, Ipu KOsATO MOKE 1a €
HCO6XO,Z[I/IM8. II'bJIHA XEMOCTAa3a.

Tabnuna 5 060011aBa MpaBuIIaTa 3a MpeKpaTsBaHe Ha IpUeMa Ipe i HHBAa3UBHH WIIM XUPYPIUIHA

MPOLEAYPH IPH BB3PACTHU MAllUEHTH.

Ta6auua S:  IlpaBuja 3a npekpaTsaBaHe HA IpUeMa NMpeId HHBA3UBHYU WU XUPYPrUYHHA
NMpOoLeAYPH NPH Bb3PACTHU NANHEHTH
br6peuna [Ipubnmzutenexn [IpuembT Ha JaburaTpaH eTekcuiIar TpsOBa Aa ce crpe
GbyHKIHSA MOJTy’KUBOT MIPEIU TJIAHOBA XMPYPrUYHA ONepanus
(CrCL B (uacose) Bucok puck ot xbpBeHe win | CTaHaapTeH pUCK
ml/min) rojsiMa Xupypruusa
orieparus
>80 ~13 2 JTHU TIPEABAPHUTEITHO 24 gaca mpeIBapUTEITHO
>50-<80 ~ 15 2-3 THU IpeABAPUTEIIHO 1-2 1HU peABapUTEIHO
>30-<50 ~18 4 HU TpeaBapUTEITHO 2-3 HYU IpEeABAPUTEITHO
(>48 gaca)

[IpaBwmiata 3a npekparsBaHe Ha MpUeMa MIPEeId HHBA3UBHU WU XUPYPTUYHU TPOIIETypU TIPU
NeIMaTPUYHU MMAUEHTH ca 0000IIeH: B Tabnuma 6.

Ta6amna 6: IlpaBuia 3a npekpaTsaBaHe HA IPHeMAa NpeId HHBA3UBHYU WJIH XHPYPTrHYHH
NMpOoueAYPH NPH NMeANATPUYHU MANMEHTH

brOpeuna dynkmums CriupaHe Ha TaburarpaH Mpey IaHOBa XUPYPrudHa
(eGFR B ml/min/1,73 m?) onepanus

>80 24 4aca npeaBapuUTEIIHO

50 - 80 2 THU TIPEBAPUTEITHO

<50 Te3u manyeHTH He ca MPOoy4YBaHHU (BXK. Touka 4.3).

Cnunanna anecmesust/enudypaiia aLecmesus/Iymoaina nyHKuus

Hpouenyplzl KaTo CIIMHAJIHA aHCCTE3MA U3UCKBAT ITBJIHOIICHHA XEMOCTaTUYHA (I)YHKIII/IS[.

PHCKBT OT ciMHAJNEH WK EMUAYPATIEH XEMAaTOM MOXE J1a C€ MOBHILM P CIIy4yau Ha TPABMATUYHH
VI MHOTOKPATHH IyHKIIMH | TIPH MPOIABIDKUTENHA yIoTpeba Ha enuaypaitan karetpu. Cien
OTCTpaHsBaHE Ha KaTeThp TPAOBa Ja MUHAT Hal-MaJKo 2 4yaca Mpeay MPUI0KESHUETO Ha ITbpBaTa 103a
naburatpaH erekcuiaar. Te3u nauueHTy U3UCKBAT YeCTO HAOJII0JeHNE 32 HEBPOJIIOTUYHY MTPU3HALU U
CHUMIITOMH Ha CIIMHAJIEH WM ENIAYPaJIEH XEMaTOM.

Tocmonepamusna aza

Cren mHBa3WBHATA MPOIISAYPA WK XUPyPTrUIHATA UHTEPBEHITUS JICUCHUETO C Ta0UTaTpaH eTeKCHUiIaT
TpsI0Ba J]a ce TIOTHOBH BE3MOXKHO HAW-CKOPO, TIPH YCIIOBHE Y€ KIIMHUYHATA CUTYyaIlHUs MO3BOJISABA U
VMa aJIeKBaTHa XeMocCTa3a.

Heo0xo0auMo ¢ MoBUIIIEHO BHUMAaHHUE TIPY HAIIMEHTH ¢ PUCK OT KbPBEHE WIIM MAIIMEHTH ¢ PUCK OT
CBPBXEKCIIO3UIIHS, 0COOCHO MallMeHTH ¢ HamalieHa 0bOpedHa GpyHKius (BXK. ChIno Tadumia 3) (BK.
touka 4.4 u 5.1).

[TamuenTy ¢ BUCOK OIIEpATUBEH PUCK OT CMBPTHOCT M C BETPENTHU PUCKOBU (haKTOPH 3a
TpoMO0OEMOOJINYHN CHOUTHS

C’I)H_ICCTBYBaT OrpaHUYCHU NAaHHU 3a eq)HKaCHOCTTa u 0e30macHOCTTa Ha ,Ila6I/Il“anaH CTCKCWJIAT IIpU
TC3U NAIITUCHTH U TOPpaJn TOBA TC TpSI6Ba Ja 6’BI[aT JICKYBAaHH! C MMOBUIICHO BHUMAHUC.
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OHCDaL{I/IH IpHu (bDaKTVDa Ha IUHKaTa Ha 6€,Z[DCHaTa KOCT

Hsima nannu 3a ynotpebara Ha 1aburaTpaH eTeKCUIIAT MPH MAIlMEeHTH, TTO/IJIOKESHN Ha OTlepalysl pu
¢dpakTypa Ha mmiikara Ha 6egpeHara KocT. Cie1oBaTeNHO JEYEHUETO He ce PErnopbyBa.

YepHoapoOHO VBpeXKIaHe

[ManuenTn ¢ noBuimenu yepHoapoOHH eH3umu >2 ULN ca U3KIIFOUEHU OT OCHOBHHUTE U3ITUTBAHMSL.
Hsma HaJim4yeH TepareBTHYCH OIUT 3a Ta3u CyOIomyJaius OT MAlUEHTH U CJICA0BATEIHO MPH Ta3H
nomyJanys yrnorpedara Ha Ja0uraTpan eTeKCUiIaT He ce mpenopbuBa. YepHoqpoOHO YBpeKIaHe HITH
YEpHOAPOOHO 3a00JISBaHE, 32 KOETO CE 0YaKBa JIa UMa OTPaKCHHUE BHPXY MPEKUBIEMOCTTA, ©
MPOTHUBOITOKA3aHO (BXK. Touka 4.3).

BsaumonetictBue ¢ P-gp nuHaVKTOpH

ChIbTCTBAIOTO MPWIIOKEHHE Ha P-gp WHIYKTOPH ce 0uakBa Jia IIOHMKH TUTa3MEHUTE KOHIIEHTPAIUU
Ha naburatpad u TpsAOBa Aa ce n30sraa (BxK. Touku 4.5 u 5.2).

IHarmenTu ¢ auTdochOIHINIEH CHHIPOM

HupexTHo neiictamy nepopainu antukoaryianTd (DOACs), BKIIOUUTETHO 1aburarpaH eTeKCHIIaT,
HE Ce MPEeTophYBAaT MPH MAIMEHTH C aHaMHe3a 3a TpoM003a, KOUTO ca JUArHOCTHUIIMPAHH C
anTudochommnuaeH cuaapoM. [lo-criennanHo mpu TPOWHOTIO3UTHBHY MAIIMEHTH (3a JTyITyCeH
AHTHKOAryJaHT, aH THKapAHOIUIIMHOBY aHTHTEJA M aHTUTeNa cpelly Oera-2-rIuKonpoTerH I),
neuerneto ¢ DOACs moxe 1a Obae CBBP3aHO C MMOBUIICHA YECTOTA Ha MOBTAPALIN C€ TPOMOOTHIHU
CHOWTHS B CPaBHEHHE C TepaNusiTa C aHTarOHUCT Ha BUTamMuH K.

[TamumenTu ¢ aktuBHO oHKOJIOrHYHO 3a0oisiBane (VTE npu neamaTpuysy manueHT)

Nma OrpaHUYCHU TaHHU 3a e(i)I/IKaCHOCTTa 1 0€30I1aCHOCTTa IIpU NEAUATPUIHU MMAITUEHTU C AKTUBHO
OHKOJIOTMYHO 3a00JIIBaHE.

HCZII/IaTDI/I‘IHa nomyJaanusa

[Ipu HaKOM EaUAaTPUYHM NALMEHTH ChC CTPOro crieluduyaHn 3a00I1BaHMsL, HAIIP. TAMEHTH C 0OJIeCT
Ha THHKHTE YepBa, MPH KOUTO MOJKE JIa € 3acerHaTa abcopOuusra, TpsioBa 1a ce 0OMuUCIN
M3I0JI3BAHETO HA AaHTHKOAryJIaHT, KOWTO Ce Mpuiara mapeHTepaiHo.

4.5 B3amMmopeiicTBHe ¢ IPYTrH JeKapcTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe

BsaumonelicTBus ¢ TpaHCOOPTEPH

Jaburarpan erekcuiar e cyocrpar 3a edimykcaus Tpancmoptep P-gp. ChbTCTBAOTO MPHIIOKEHNE
Ha P-gp naxuburopu (Bxk. Tabnuua 7) ce ouaksa Ja I0BeJIe 10 OBUIICHN HUBA Ha IJIa3MeHaTa
KOHILIEHTpalMs Ha Ja0uraTpat.

AXo0 He e IIPeANNCcaHo APYro, € He00OXO0IMMO BHUMATETHO KIMHIUYHO HAaOII0qeHue (CIeeHe 3a
NpU3HAIM Ha KbPBEHE WM aHEMHS), KOraTo Ja0uraTpas ce rpujara eJHOBPEMEHHO ¢ MOIIHU P-gp
uHXUOUTOpH. MOXKe J1a ca HeoOXO MY HaMaNSIBaHUS Ha J103aTa B KOMOMHAIHS ¢ HAKOU P-gp
uHXuOuTOpH (BX. Toukn 4.2,4.3, 4.4 u 5.1).
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Tadauua 7: B3aumogeiicTBUSA ¢ TPAHCIOPTEPH

P-9p unxubumopu

Covnvmemsawjama ynompeda e npomueonokasua (6sc. mouka 4.3)

KeTokonazon Kerokonazon nmosumrasa TotatauTe AUC..o B Ciax CTOWHOCTH Ha TabUraTpan
CBhOTBETHO 2,38 bTH U 2,35 MBTH cie eAMHUYHA nepopainHa 1o3a 400 mg u
CHOTBETHO 2,53 mbTH U 2,49 MBTH CIIe MHOTOKPATHO MEPOPATTHO MPUIIOKEHHE
Ha 400 mg KeTOKOHA30J1 BEAHEK JHEBHO.

Hponenapon [Ipu enHOBpEMEHHO NPUIIOKEHHE Ha AaOUraTpaH eTeKCHiIaT U JpOHEeIapOH
ToTaTHUTE AUC).0 U Cpnax CTOWHOCTH Ha JaOUTaTpaH ce yBeIn4yaBaT CbOTBETHO
0KOJI0 2,4 TbTH ¥ 2,3 TBTH CIIe[] MHOTOKpATHO npuiokenne Ha 400 mg
JIpOHEIapOH JBa IBTH THEBHO M CHOTBETHO OKOJI0 2,1 bTH ¥ 1,9 mbTH Ciien
eanHn4Ha no3a 400 mg.

Wtpaxonazou, B®3 ocHOBa Ha pe3ynraTute in Vitro MOXe Aa ce 04akBa ojg00eH eekT, KakTo ¢
HUKIIOCTIOPUH KETOKOHA30J1.

I'nexanperup / | CeobTeTBaIaTa ynoTpeda Ha Ja0UraTpaH eTeKCHIIAT ¢ KOMOMHAIIMATA C
nuOpeHTacBup | (PMKCHUpaHU J03H HA P-gp MHXHOUTOPHTE TIeKapPeBUP/TUOPEHTACBUD ITOKa3Ba
yBEIMYaBaHE Ha EKCIIO3UIMATA Ha 1a0MraTpaH U MOXe Ja MOBUIIIA PUCKa OT
KbpBEHE.

Cvnvmemeawama ynompeda e ce npenopvusea

Takponumyc In vitro € yCTaHOBEHO, Y€ CTETIEHTAa HA MHXUOUTOPHUS €PEKT Ha TAKPOJINMYC
BBpXY P-gp e nogoOHa Ha Ta3u, HabIr01aBaHa IIPU UTPAKOHA30M U
LUKIOCTIOpUH. ENHOBpEeMEHHOTO NpMIIO)KEeHHE Ha Ja0uraTpaH eTeKCHiIaT ¢
TAKpOJIMMYC HE € MPOYUYEHO KIMHUYHO. BhIipekn ToBa, OorpaHn4eHUTe KIMHUYHU
JIaHHU OT JpyTu P-gp cyOcTpaTh (eBeponuMyc) mpeanoiarar no-ciuabdo
nHXuOupane Ha P-gp oT TakponuMyc, B cpaBHEHHE ¢ HAOJIIOJaBAHOTO MIPH CHITHH
P-gp uaxuburopu.

Heobxooumo e nosuuteno snumanue npu convmcemasaiya ynompeoa (8aic. mouxku 4.2 u 4.4)

Bepanamun Koraro gaburarpan erekcuiar (150 mg) ce npunara eTHOBPEMEHHO C
nepopaiieH Bepanamuil, Crmax 1 AUC Ha gaburaTtpan ce yBequuaBaT, HO
CTETIeHTa Ha Ta3W MPOMSHA € Pa3InYHA B 3aBHCHMOCT OT BPEMETO Ha MTPHEMaHe
u GopmMaTa Ha BeparnamMui (BxK. Touku 4.2 u 4.4).

Haii-roixsMoTo noBHIIIaBaHe Ha €KCIIO3MLMATA HA Ta0uraTpan ce Habro1aBa
IpH ITbpBATa 032 HA BeparaMuI ¢ He3a0aBHO 0CBOOOXKJaBaHe, IIPHeTa eUH
yac npeau npueMa Ha qaduratpa erekcunat (yBenndaBane Ha Cmax OKOJIO
2,8 mptr 1 Ha AUC okono 2,5 nbTH). EdexThT nporpecuBHO HamalsiBa MpH
HpUIOKEHNe Ha opMaTa ¢ yIbKeHO 0ocBoOOk1aBaHe (yBenndaBaHe Ha Cimax
okos1o 1,9 metu 1 Ha AUC okono 1,7 mbTH) WK IpU NPUIIOKEHNE HA
MHOTOKpaTHH 031 Bepanamui (yBenndaBaHe Ha Crax OKOJIO 1,6 TBTH M Ha
AUC oxkomnol,5 mbTH).

He ce nabmonaBa 3Ha4MMO B3aMOJIEHCTBUE, KOTAaTO BeparaMuil ce mpuemMa

2 yaca cnen naburarpas erekcuiar (yBenuuaBaHe Ha Cmax OKoJIO 1,1 mbTH 1 Ha
AUC okoio 1,2 metr). ToBa ce 00sicHsIBa ¢ TBJIHATA a0COpOIIMS HA Ja0UraTpan
clien 2 gaca.

AmMuomapoH Koraro maburatpaH eTeKCHIIAT ce Ipuiiara eIHOBPEMEHHO C €IMHUYHA
nepopaiHa 1o3a 600 mg aMuoIapoH, CTENEHTa U CKOPOCTTa Ha abcopOIus Ha
aMHO/IapOH M Ha akTUBHHS My MeTabonuT DEA 1o chiliecTBO He ce IPOMEHSIT.
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AUC u Cnax Ha JaburaTpad HapacTBaT CHOTBETHO OKOJIO 1,6 mbTh 1 1,5 IBTH.
[Topany nbITHS MOTY)KUBOT HA aMUOJJAPOH BE3MOKHOCTTA 332 B3aMMO/ICHCTBHE
MOXe J]a ChIECTBYBA CEJMHUIIM CIe]] TPEKpaTsIBaHe Ha JICYEHUETO C aMHOJIaPOH
(Bx. Toukn 4.2 u 4.4).

XUHAOAH

XvHUAMH e mpuiiarad karo go3a ot 200 mg Ha Bceku 2 yaca J1o o0mia ;103a

1 000 mg. laGuraTpaH eTeKcHUiar € nmpujarad JBa I'bTH JAHEBHO B
MPOABIDKEHNE Ha 3 MOCIeIOBATEHN JHH, ChC WM 0e3 XUHUAWH Ha TPETHS JeH.
AUC ss 1 Cinax,ss Ha TaOUTATPaH C€ YBEIMYABAT CPEIHO CHOTBETHO 1,53 IBTH U
1,56 IbTH IIpH CHIIBTCTBAILO NPUIOKEHHE HA XMHUAMH (BX. TOUku 4.2 1 4.4).

Knapurpomunun

Korato xnapurpomunus (500 mg 1Ba mbTH JHEBHO) Ce IpUIara 3aeaHo ¢
JlaburaTpaH eTeKCHIAT MPH 3paBu JOOPOBOIIIH, C€ HaOIt01aBa MMOBUIIIABAHE
Ha AUC okoio 1,19 nbtr 1 Ha Cpax 0K0IIO 1,15 rbTH.

Tukarpenop

Koraro enuau4Ha 1032 0T 75 mg naduraTpaH €TeKCHIAT ce Ipuiara
€ITHOBPEMEHHO ¢ HaToBapBamia f03a oT 180 mg tukarpesnop, AUC 1 Chax Ha
JlaburaTpaH ce MmoBHIaBar choTBeTHO 1,73 mbth u 1,95 meTu. Cien
MHOT'OKpPATHU J034 Ha TUKarpenop 90 mg, 1Ba MbTU AHEBHO, YBEIMYABAHETO HA
eKCITO3UIUATa Ha naburatpa e 1,56 mbtu u 1,46 mbTH, CHOTBETHO 32 Crax U
AUC.

CpIIbTCTBALIOTO MPHIIOKEHUE HAa HATOBapBalla Ao3a Tukarpenop 180 mg u
nmaburarpan erekcuinar 110 mg (B crannonapHo cherosiHue) oBumaBa AUC, s
1 Crnax,ss Ha TaOUTaTpat choTBeTHO 1,49 mbTH 1 1,65 BTH B CpaBHEHHE C
JaburaTpaH eTeKCHiaT, Ipuiiaral camocrosaTesnHo. Koraro HaToBapBaia j103a
ot 180 mg Tukarpenop ce naBa 2 yaca ciea npueM Ha 110 mg gaburatpan
eTeKCHIIaT (B CTalfMOHapHO cheTostHKE), MoBUIIaBaHeTO HA AUC s B Ciax Ha
JaburatpaH HaMaisaBa ChbOTBETHO 110 1,27 mbTH 1 1,23 TBTH B CpaBHEHUE C
naburaTpaH eTeKCHIIaT, IPUJIaral CaMOCTOATENHO. TakbB He3acThIIBALI ce
MIPHEM Ce MPENopPbYBa MPH 3aNI0YBAaHE HAa THKATPEIop ¢ HaTOBapBaia 103a.

ChIrbTCTBAIOTO MPHIIOKEHUE Ha 90 mg THKArpesop JBa IbTH JTHEBHO
(mommpprkaria mo3a) U 110 mg maburarpan eTeKCHIAT MMOBUIIABA KOPUTHPAHUTE
AUC, s 1 Cinax,ss Ha TaOUTaTpaH CHO0TBETHO 1,26 bTH U 1,29 IBTH B CpaBHECHHE
C TaburaTpaH eTeKCUIIAT, MPUJIATaH CAMOCTOSITEITHO.

ITo3akonason

[To3akoHa301 chII0 HHXUOMPA B HAKAKBa cTeneH P-gp, HO TOBa He € MPoyYeHO
KIMHAYHO. ETHOBpEeMEHHOTO NpHIIOXKEHHE Ha JaburaTpaH eTeKCHIIaT ¢
[103aKOHAa30J1 HaJlara BHUMATEJIHO IpociesiBaHe.

P-9p unoykmopu

CeropreTBamiara ynorpeda TpsoBa 1a ce n30sraa.

Hanp.
pUQaMITUIINH,
KBIIT
KaHTapHOH,
(Hypericum
perforatum),
KapOama3zenuH
Wi GeHUTONH

ChIIBTCTBALIOTO MMPHIIOKEHUE CE OUAKBa Ja JIOBEJIE 0 IIOHWKaBaHe Ha
KOHIICHTpAIUATa Ha Ta0uTaTpaH.

[IpemenukanusTa ¢ U3ciueABaHUs UHAYKTOP pudaMmuiuH npu go3a 600 mg
BEJHBK JIHEBHO 3a 7 JIHU IIOHMXKaBa 00IaTa MMKOBA KOHIICHTPALIMS Ha
JaburaTpaH u 00maTa eKCIO3UIN ChC ChOTBETHO 65,5% 1 67%.
WenynmpamusaT epekT e TOHWKeH, KOSTO BOJIU JI0 HUBO Ha €KCIIO3UIUS Ha
Jaburarpas, OJIM3K0 10 pedepeHTHAaTa CTORHOCT JI0 JIeH 7 Clie]] CIIUpaHe Ha
nedeHueTo ¢ pudpamnuimH. He e HaO01aBaHO MO-HATATHIIHO [TOBUIIIEHUE HA
OHMOHATUYHOCTTA CIIE] OIlie 7 JHH.

[pomeasznu unxubumopu, Kamo PUMoHaAeup
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Cvnvmemeawama ynompeba He ce npenopbusd

Harmp. Te noenusiBat P-gp (kakTo Kato HHXUOUTOP, Taka U KaTo MHAYKTOp). Te He ca
PUTOHABUD U oW POYYBaHH, IOPAAN KOETO HE Ce MPENOPbUBaT 3a CHIIBTCTBAILO JICUYEHHE C
KOMOWHAITUATE JlaburaTpaH eTeKCHIaT.

My € ApYyTH

MIpOTEa3HU

WHXHOUTOPHU

P-gp cyocmpam

Jurokcun B npoyuBane, poBeieHo ¢ 24 31paBu JOOPOBOIIIIH, TP SHOBPEMEHHOTO
MIPHUJIOKEHHNE Ha JaOUTaTpaH €TeKCUIIAT U IMTOKCUH HE ca HaOJIr01aBaHu
IIPOMEHHU B EKCITO3UIIMATA HA JUT'OKCUH U KIIMHUYHO 3HAYUMHU ITPOMEHU B
SKCIIO3UIMATA Ha JaburaTpaH.

AHTI/IKanVHaHTI/I H JICKAapCTBCHU IIPOAYKTH CPEILY TDOM60LII/ITHa arperanus

JIuncea nian chIIecTBYBa CaMO OIPaHUYEH OIUT ChC CICAHUTE JICUEHHS, KOUTO MOrar Jja MOBUIIIAT
pHCKa OT KbPBEHE, KOTAaTO CE MpUJIaraT ChI'bTCTBAILO C Ja0UraTpaH eTeKCHIIAT: aHTHKOATyJIaHTH,
kato Hedpakimonupan xenapud (UFH), auckomonexynau xenapuau (LMWH) 1 xenapunosu
npou3BoAHHU ((pOHIATAPUHYKC, AE3UPYANH), TPOMOOIUTUYHH JIEKAPCTBEHU MPOILYKTH U aHTarOHUCTH
Ha BuTamuH K, puBapokca®aH WM ApYrH aHTUKOAryJaHTH 32 IEPOPATHO MPUIIOKEHHE (BXK.

TouKa 4.3), WK JEKapCTBEHHU MPOIYKTH cpelly TpoMOonuTHa arperanus, kato GPIIb/Ila petentopau
AQHTarOHWCTH, TUKJIOMHUIUH, IPACyTPell, THKArpesiop, IeKCTpaH 1 CyapUHIHPa3oH (BXK. Touka 4.4).

UFH moxe Ja C¢ Mnpujiara 1npu 103y, HCO6XO,Z[I/IMI/I 3a IOAABPIKAHE Ha MPOXOJUMOCTTA Ha LICHTPAJICH

BEHO3EH WJIM apTepUalieH KaTeThp WM M0 BpeMe Ha KaTeThpHA a0lalys IPH MPEIChPIHO MBKICHE
(Bx. Touka 4.3).
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Tadauua 8: B3anMogeiicTBUS ¢ AHTUKOATYJIAHTH U JIEKAPCTBEHU MPOAYKTH CpeLLy
TPOMOOIMTHA arperamnust

HCIIBC

[Ipunaranure 3a kpatkocpouna aHanre3ust HCIIBC He ce cBbp3BaT ¢ MOBHILIEH
PHCK OT KbpBEHE, KOIraTo ce IpujiaraT ChIIbTCTBAILO C Ja0UraTpaH eTeKCuar.
[Ipu npoxbikuTeNHa ynoTpeda B €1HO KINMHUYHO u3nuTBaHe ¢asa 11,
CpaBHsBAIO JaburaTpaH ¢ BapdapyH 3a MPEBEHIHMS HA WHCYIIT IPH MalMEeHTH
¢ npeackpano mexaeHe (RE-LY), HCIIBC yBennuaBaT pucka oT KbpBEHE C
ok0110 50% KakTo npu JaburaTpaH €TeKCUIIAT, Taka M Ipyu BaphapuH.

Knonuporpen

[Ipu miaau 3apaBu JOOPOBOILN OT MBXXKH MOJ CHITBTCTBAIIOTO MPHIIOKEHNE
Ha naburaTpaH eTeKCHIIaT U KJIOHIOTPEIl He € JIOBEJIO JIO JOIIbIIHUTEIHO
yABIDKaBaHE Ha BPEMETO Ha KalMJSIPHO KbPBEHE B CPABHEHHE C MOHOTEPAITUS
¢ xonuaorpen. Ocsed ToBa AUC: ss M Crax,ss, 1 UBMEPUTETTUTE HA
KoaryJanusTa 3a epekra Ha JaburaTpaH, WM HHXHOUPAHETO Ha
TPOMOOIIMTHATA arperamus KaTo U3MepuTell Ha e)eKTa Ha KIOMUI0Tped, o
CBIIECTBO OCTABAT HEMPOMEHEHHU NP CPaBHSABAaHE HA KOMOMHUPAHOTO
JIeYeHue U ChOTBETHUTE MOHOTepanuu. [Ipu HatoBapsamia n1o3a 300 mg ummn
600 mg kmormuaorpea, AUC: s U Cmaxss HA TaOUraTpaH ce MOBHUIIABAT C OKOJIO
30-40% (Bx. Touka 4.4).

ASA

EnnoBpemenHoTo npuioxkenue Ha ASA u 150 mg naburatpaH eTekcuiaar asa
IIBTH THEBHO MOJKE JIa TIOBHUIIA PUCKA OT BCIKAKBO KbpBeHE OT 12% 10 18% u
24% cwoTtBeTHO mpu A03u 81 mg u 325 mg ASA (Bx. Touka 4.4).

HI/ICKOMOJ'ICKYJ'IHI/I
XCHapuHU
(LMWH)

CoropreTBaniara ynorpeda Ha HuckoMmonekyiaau xenapuau (LMWH), kato
€HOKCalapyH U aburarpaH eTeKCHIIaT, He € CrieuaiHo npoyuBaHa. Cien
MpeMUHaBaHe OT 3-IHEBHO JieueHHe ¢ eHokcanapuH 40 mg s.C. BEIHBXK
JTHEBHO, 24 yaca ciief] ocjaegHaTa 103a €HOKCaapuH, eKCIIO3UIHUATa Ha
naburatpad e Oria Majko MO—HHUCKa, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Clie]
MPIIOKEHUETO CaMO Ha aburatpaH eTekcwiar (equHuaHa 103a 220 mg).
HabmromaBana e no-pucoka antu-FXa/Flla akTHBHOCT cites] MpHUIIOKEeHUE Ha
JaburaTpaH eTeKCHIIAT ¢ MPeIBapUTEITHO JICUEHHE C eHOKCANapHH B CPaBHEHHUE
C JIEYEHHETO caMo ¢ Jadurarpan eTexcuiar. Cunra ce, 4e ToBa Ce AbIKU Ha
NPOJIBIKUTEIIHOCTTA Ha e(heKTa Ha CHOKCAIIApUH Clie]l JISYeHUETo (carry-over
e(eKT) U cIe0BaTeTHO HE € KIIMHUYHO 3HauuMo. OCTaHaINUTE pe3yATaTH OT
AHTHKOAryJalMOHHU U3CJeIBaHNs, CBbP3aHU C JaburaTpaH, HE ca IPOMEHEHU
3HAYMMO OT JICYCHHUETO C EHOKCATIAPHH.
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Jlpyru B3auMOeHCTBUS

Tadauua 9: Jlpyru B3aumoneiicTBus

Cenexmugnu unxubumopu Ha obpamuomo 3axeawane Ha cepomonuna (SSRI) uiu cenexmuehu
UHXUOUmMOpU Ha 0OPAMHOMO 3axeawane Ha cepomonuna u Hopenurnedpuna (SNRI)

SSRI, SNRI SSRI 1 SNRI moBumasar prucka oT KbpBeHE BbB BCHUKH I'PYITH HA JICUEHHUE B
KJIMHUYHO n3nutBaHe ¢asa 1, cpaBHsBaiio qadburarpat ¢ BapdapuH 3a
NpeAoTBpaTsIBaHE HA HHCYJIT IPH NMAIMEHTH ¢ npencbpano MbxkaeHe (RE-LY).

BEWBCMGG, Kounio nosauAaeam CmomawuHomo pH

[ManTompazon | Ilpu eqHOBpeMeHHO HpuiIokeHHe Ha Pradaxa u maHTomnpa3of ce Ha0Jo1aBa
npubnusurentHo 30% namanenne Ha AUC Ha nmaburarpan. [laaTomnpaszon u apyru
WHXUOUTOPH Ha IpoToHHara nomra (PPI) ca npunaranu exHoBpemerHo ¢ Pradaxa
B KJIMHUYHU MIPOYYBAaHUS U CHIIBTCTBAIIOTO JeueHue ¢ PPl He uzrnexna na
HamassiBa epukacHocTTa Ha Pradaxa.

PaHI/ITI/I,Z[I/IH HpI/IJ'IO)KCHI/IeTO Ha paHUTHUIUH 3aC/THO C z[a61/1ranaH CTCKCUJIAaT HE OKa3Ba
KIMHHUYHO 3Ha4YUM e(i)eKT BBPXY CTCIICHTA Ha a6cop6u1/151 Ha z[a61/1ranaH.

B3aumoelicTBusl, cBbp3aHu ¢ META00OIUTHU IIPOdUI Ha TabUraTpal eTeKCWIaT U faburarpad

Jaburatpan etexkcunar u 1aburarpaH He ce METa0OIM3UpaT OT CUcTeMara Ha IuToxpoM P450 u
HSIMAT in Vitro epeKTH BbpXy YoBemkuTe utoxpom P450 ensumu. CrieoBaTenHo, ¢ jadurarpas He
CE 0YaKBaT CBHP3aHH JICKAPCTBEHU B3aUMOACHCTBHSI.

HCZII/IaTDI/I‘IHa nomyJaanusa

[IpoyuBaHusTa 32 B3aUMOJICHCTBHSI ca IPOBEXKIAHN CaMO MPH Bb3PACTHHU.
4.6 DepTUAUTET, OPEMEHHOCT U KbpMeHe

KeHu ¢ geTepoacH MOTCHIIHAI

Kenu c nereposieH noTeHMan TpsaodBa 1a n30srBaT OpeMEeHHOCT 0 BpeMe Ha jiedeHue ¢ Pradaxa.

BpemeHHocT

Wma orpannvenu naHau ot ynorpedara Ha Pradaxa mpu OpeMeHHH XKeHU.
[IpoyuBanusiTa IpH )KUBOTHH IMOKA3BaT PENPOAYKTUBHA TOKCUYHOCT (BK. Touka 5.3). I[loTeHunanHusT
PHCK TIpH XOpa He € U3BECTEH.

Pradaxa He TpsiOBa na ce mpuiiara 1mo BpeMe Ha OpeMEeHHOCT, OCBEH B ClTydail Ha KaTeropruyHa
HEOOXOIUMOCT.

Kopmene

Hsama xnuanmaHN 1aHHN 3a epexra Ha naburaTpaH BbpXY KbpMadyeTara 1o BpeMe Ha KbpMEHE.
Kbpmenero TpsiOBa 1a ce mpeycTaHOBH 10 BpeMe Ha jiedeHue ¢ Pradaxa.

DepTunuTer

Hsima nannu npu xopa.
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[Tpu npoy4BaHus BbPXY )KUBOTHHU € HaOJIIOaBaH €PEeKT BEPXY (epTUIINTETa P KESHCKHUTE MO
(dopmMaTa Ha HamaJsIBaHEe HA OpOs HAa MMIUIAHTAIIMUTE M MOBUILIABAHE HA MIPEAUMILIAHTALMOHHUTE
3aryou npu g03a 70 mg/kg (5-KpaTHOTO HMBO Ha IIa3MEHA €KCITO3UIIM MPH manueHTr). He ca
HaOIr0IaBaH| APYTH eeKTH BBPXY QepTHINTETA MTPH KeHCKUTe. HaMa BimsiHue BhpXY (epTrminnureTa
npu MBxKKuUTe. [Ipn 1031, KOUTO ca TOKCHYHU 3a MakuTe (5- 10 10-KpaTHOTO HUBO Ha IIa3MEHa
SKCIIO3HLIMUS [IPY MAIMEHTH ), TIPH TUTHXOBE U 3alIM ce HaOJII01aBa HaMaJIsiBaHe Ha TEJIECHOTO TErJo U
eMOprodeTarHaTa KHU3HECIIOCOOHOCT, 3a€/IHO C MOBHIIaBaHe Ha (eTaTHuTe Bapranuu. B
NPEHATATHOTO U MOCTHATAIHOTO MPOYYBaHE € HAOJI01aBaHO MOBUIIABaHE HAa (peTaTHaTa CMBPTHOCT
IPH 71034, KOUTO Ca TOKCHYHU 32 MallKuTe (71032, ChOTBETCTBAIIA Ha 4 ITBTH NO-BUCOKO HMBO HA
TUIa3MeHa eKCIIO3UIS OT HAOIF0IaBAaHOTO TIPH MAIIMEHTH).

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padoTa ¢ MAIIUHA

JlaburaTpaH eTeKcHaT He MOBIHUIBA WIIH TIOBJIHSBA TIPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe u
paboTa ¢ MaluHY.

4.8 Hexenanu JekapcTBeHH peaKIU

O060011IeHMEe Ha podwiia Ha OE30I1aCHOCT

JlaburaTpaH eTeKCHIAT € OTICHEH B KIIMHUYHU U3MUTBAHUS TIPU 0010 MPHUOITM3UTEITHO
64 000 marmenTty, ot kouto npudbausuTenHo 35 000 manueHTH ca IeKyBaHU ¢ Ja0uUraTpaH eTeKCUIIaT.

B akTHBHO KOHTpOJIMpaHU M3NUTBAaHKSA 3a ipeBeHIus Ha VTE 6 684 nanuenTu ca JeKyBaHU ChC
150 mg nnm 220 mg naburarpaH eTeKCUIIaT JHEBHO.

Haii-uecTo cpo0maBanuTe ChOUTHS ca ciyyal Ha KbPBEHE, Bh3HUKBAIIH NMPH NMpubau3utenHo 14% ot
narnueHTuTe. YecToTara Ha TOJIEMHUTE XEMOPAruy (BKIIFOYUTEIHO KbPBEHE OT MSCTOTO HA paHaTa) e
no-mayka ot 2%.

B’preKI/I 4e€ € psJiKa 110 4C€CTOoTa IMPU KIIMHUYHU ITPOYYBAHUA, MOXKE Aa HACTBIIN I'OJIIMO HUJIU TEXKKO
KBPBCHEC, KOCTO HE3aBUCHUMO OT MACTOTO Ha Bb3HUKBAHE MOKEC Ja JOBCAC 1O MHBAJIMIU3UPAHC,

JKUBOTO3acTpalnaBaio CbCTOAHUC UIIU JOPU JICTAJICH U3XOM.

CruchbK Ha HEXKEIIAHUTE PCaKIi B TaOIUYEH BU

B tabnuma 10 ca moka3aHu HEXEIIAHUTE PEAKITUH, TPYIHPAHU IO CHCTeMO-opranau kiracose (SOC) u
110 YeCTOTa ¢ U3I0JI3BaHe Ha CJIeJHATa KOHBEHIIMA: MHOTro Yectu (>1/10), yectu (>1/100 mo <1/10),
Hevectu (>1/1 000 mo <1/100), penxu (=1/10 000 xo <1/1 000), maOTO peaxu (<1/10 000); c
HEU3BECTHA YECTOTA (OT HAJIMYHHUTE JaHHHU HE MOXe Jia Objie HalpaBeHa OLICHKaA).

Tadanna 10: Hesxxenanu peakuuun

SOC / Ilpeanouyntad TEPMUH YecToTa
Hapyiiienns Ha KpbBTa U IuMdHATa CUCTEMA
[TonmkeH xeMornoouH Uectn
Anemust Heuectn
IToHMXKEH XEMaTOKPUT Heuectun
TpomOoIUTONIECHUS Penxnu
Heytponenus C Hem3BecTHa YeCTOTa
Arpanynonurosa C HeW3BeCTHA YeCTOTa
Hapymienust Ha uMyHHaTa cucTemMa
JlekapcTBeHa CBPbXUYBCTBUTEIHOCT Heuectn
AHapurakTHYHa peaKIus Penku
AHnrmnoenem Penxu
Yprukapus Penxu
O6pus Penxu
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IIpyputyc

Penxnu

Bponxocnazbem

C HeHn3BecCTHA YeCTOTA

Hapyumienus Ha HepBHaTa cucTeMa

Brrpeuepenna xemoparus Penku
CpI0BH HapyIIEHUS
XemaToMm Heuectn
KpbBoTeuenue ot onepaTuBHaTa paHa Heuectn
Xemoparust Penxu
PecimpatopHu, TphIHN W METHACTUHAIHIA HAPYIICHUS
Enucrakcuc Heuectn
XemodTHusza Penku
CToMalIHo-4YpeBHU HAPYIICHUS
CToManrHo-4peBHa XeMOparus Heuectn
PekTanna xemoparus Heuectu
XemMopoujajaHa XeMoparus Heuectun
Huapus Hewectn
lanene Heuectn
IToBpbiiane Heuectn
CroMarnrHo-4peBHa s13Ba, BKIFOYHTEITHO Penxu
e3odareanna s3Ba
l"actpoe3odarut Penxu
l"actpoesodareanna pedurykcHa 00secT Penku
Ab6momuHamHA 00NTKa Penxu
Jucnerncus Penaxu
Hucharus Penxu
XenaToOMIMapHU HApyIIEHUS
Hapyiena uepHoapoOHa ¢yHKIwst/OTKIOHSHHS Yecrtu
BbB (DYHKI[MOHAJIHUTE Y€PHOAPOOHHU MOKa3aTeIu
[loBuiIeHne Ha aTaHWH aMHHOTpaHCcepas3ara Heuectn
[loBuienue Ha acnapraT aMuHOTpaHcdepasaTa Heuectn
[loBuiieHn YepHOAPOOHU CH3UMH Heuectn
XunepOunpyOnHeMHs Heuectu
Hapymienns Ha KoXaTa ¥ MOJK0XKHATA ThKaH
Koxnu kpbBOM3IUBU Heuectn

Anonenust C HeW3BeCTHA 4eCTOTa
Hapymenns Ha MyCKyJIHO-CKeJIeTHATa CHCTeMa M CheIMHUTEIHATA ThKaH
XemapTposa Heuectn
Hapymienns Ha 660peruTe 1 MUKOYHNUTE IHTHINA
YporeHuTanHa XxeMoparusi, BKIFOUYUTEITHO Heuectn
XeMaTypus
OOuw HapymeHus 1 eeKTH Ha MICTOTO Ha MPUIIOKEHHE
Xemoparus Ha MACTOTO Ha HHKEKTHPaHE Penku
XeMoparus Ha MSICTOTO Ha TIOCTaBsHE HA Penxn
KaTeTbpa
KbpBaB cexper Penxu

HapaHs[BaHm[, OTpaBAHUA U YCJIOXKHCHU S, BBBHUKHAJIN B pE3YyJITaT HA UHTCPBCHIIMU

TpaBmMaTH4yHa XeMoparus Heuectn
[TocTnpouiegypeH xemaTomM Heuectn
[TocTnpouenypHa xemoparus Heuectn
[ToctrponieaypHa cexpenns Hegectn
Cekpenusi OT oniepaTuBHaTa paHa Hewectn
Xemoparusi Ha MACTOTO Ha MHIIU3HSI Penku
[TocTonepaTuBHa aHeMus Penku
Xupypruaeckd ¥ MEIUIIMHCKN THTCPBEHITHH
JpeHax Ha onepaTUBHATa paHa Penxu
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| IToctnponeypex npeHax Penxu

Onucanue Ha I/I36DaHI/I HCXCJIaHW pCaKlnu

Peakuuu HA Kbp6eHe

[Topanu papmakoIOrHIHKUS MEXaHU3bM Ha JICHCTBHE yHoTpeOdaTa Ha Ja0UraTpaH eTeKCHIIAT MOXE Ja
6’1)}16 CB’bpSaHa C ITOBUIIICH pI/ICK oT OKy.HTHO U1 BUOIUMO K’preHe OT KOATO U 1a € ThbKaH UJIn opraH.
[Ipu3HaruTe, CAMITOMUTE U TEKECTTA (BKIFOUUTEIHO U JICTAJICH U3X0]1) BAPUPAT CIOPE MSICTOTO U
CTETeHTa WM 00XBaTa Ha KbPBEHETO W/WIIM aHEMUSITa. B KIMHUYHUTE IPOYYBAHUS MYKO3HOTO
KbpBEHE (HaIp. CTOMAIIHO-YPEBHO, FTCHUTOYPUHAPHO) € HA0JII0IaBaHO MO-YECTO MPH IBJITOCPOUHO
JedeHue ¢ qaburarpaH eTekcuiar, B cpaBHeHHe ¢ siedeHne ¢ VKA. Taka, B TOTbIHEHUE KbM
MOJIXOIAINO KIMHUYHO HAOIIOIeHUE, Ta00paTOPHOTO U3CIIEABAHE HA XEMOTIIOONH/XEMATOKPUT €
IICHHO 3a OTKpI/IBaHe Ha OKy.TITHO K'preHe. PI/ICKT)T oT K'preHe MOXKE Oa C€ ITOBUIIIN HpI/I onpeneneHI/I
IPYIH MalMEHTH, HAIpP. Te3H, KOUTO UMAT YMEPEHO ObOPEYHO YBpEXKIaHEe H/WIIU Ca Ha ChII'BTCTBAIIO
JICUYCHUE, 3acATalll0 XeMOoCTaszara, uiu cuiaHu P-gp naxuburopu (Bk. Touka 4.4 XeMoparuieH puck).
XeMoparuaHUTe YCIOKHEHHUS MOXKE J1a C€ TIPOSBIT KaTo ¢IabocT, 6JIeAHOCT, 3aMastHOCT, TI1aBO0OIIHE
HJin H606$[CHI/IMO HOJIYBaHe, JOUCITHEA 1 HeO6HCHI/IM IIIOK.

Cpo01maBa ce 3a Mo3HaTH YCJIOKHEHHUS C KbPBEHE, KATO KOMIIAPTMEHT CUHIPOM U ocTpa ObOpeyHa
HEJIOCTATHYHOCT TIOPaK XHUITonepdy3ust U CBbp3aHa ¢ aHTUKOATYJIAHTH HepPOTIaTHS NIPH ITAIUEHTH C
npeapasnoiaramy puckoBy GpakTopu, BbB Bpb3Ka ¢ JaduraTpa erekcuinar. CiegoBaTenHo, TpaOBa 1a
CE OTYMTA BEPOSTHOCTTA 32 XEMOpPArus MpH OLIEHKATa Ha ChCTOSHUETO HA BCEKH aHTHUKOATYJIUpPaH
NarueHT. 3a Bb3PacTHU MAUCHTH UMa HAJTMYHO CIISIM(PUIHO HEYTPaTM3UPAIO CPEACTBO 32
JaburatpaH, naapynu3yMao, B cIydail Ha HEKOHTPOJIMPYEMO KbpBeHeE (BXK. Touka 4.9).

Tabmuia 11 nokassa O0post (%) Ha MAIMEHTUTE ¢ KbPBEHE, KaTO HEXeJlaHa JISKAPCTBEHA PEaKIIUs 10
BpPEMCE Ha II€proJia Ha JICUCHHUE B IBETC OCHOBHU KIIMHUYHHA ITPOYYBAHUA 3a ITIOKA3aHUETO ITbPBUYHA

IMPCBCHIIUSA Ha VTE CJICA MPOTE3UPAHC HA Ta306ez[peHa WK KOJIIHHA CTaBa, B 3aBUCHUMOCT OT J03arta.

Tadoauua 11: Bpoii (%) nanuenTH ¢ KbpPBEeHe, KATO HeXKeJIaHA JIeKapCTBeHAa peaKIusi

Haburarpan erekcuiar | [laburarpan erekcunar | EHokcamapun

150 mg 220 mg

N (%) N (%) N (%)
JlekyBaHu manueHTu 1 866 (100,0) 1 825 (100,0) 1 848(100,0)
l'onsiMo KBpBeHE 24 (1,3) 33 (1,8) 27 (1,5)
BcsikakBo kbpBeHE 258 (13,8) 251 (13,8) 247 (13,4)

AZDCIHVJZOL[L{WZOBCI Uu HeymponeHus

ArpaHyJIOLIUTO3a U HEYTPOIIEHHUS ca ChOOILIABAHN MHOTI'O PSIIKO CJIE]] pa3pellaBaHe 3a ynorpeda Ha
nmaburatpad erekcuiar. Tl KaTo HeXXeTaHUTE PeaKINH ca ChOOIIaBaH! P MOCTMAPKETHHTOBOTO
HaOJII0/IeHHE OT MOIMYyJIalKs ¢ HEYyCTaHOBEH pa3Mep, YecToTaTa UM He MOXKe Ja Obae JOCTOBEPHO

OornpeaciacHa. YecroraTa Ha C’BO6H_IaBaHe € U34YKCIIeHa Ha 7 ¢hOUTHS Ha 1 MUJIMOH MauCHTOTrOAMHU 3a
arpanyJjionuro3a u 5 coOntHs Ha 1 MIIIMOH MAaIUEHTOTOAWMHHA 3a HCYTPOIICHH.

HC,Z[I/IaTDI/I‘lHa nonyjganusa

bezomacHocTTa Ha JaburaTpaH eTekcuiaT npu Jiedeanero Ha VTE u npeBeHIws Ha penuauBHpaIIn
VTE npu neauaTpuyHy NalMeHTH € npoydeHa B ase n3nutBanus ¢asa I (DIVERSITY u 1160.108).
0061110 328 neauaTpUYHK MAIMSHTHU ca JISKyBaHH ¢ Aaburarpan eTekcuiar. [lanuenture ca
NOJTyYaBaH aIalTUPAHU CIIOPEJT Bh3PacTTa M TEIIECHOTO TETJIO J03U OT ChoOpa3eHa ¢ Bb3pacTra
JekapcTBeHa GopMa Ha gaduraTpaH eTeKCcuiar.

Karo 1su1o ce ouakBa npouiibT Ha 6€30MaCHOCT IIPH JIelIa Ja € ChIIUAT KaTo IPU Bh3PaCTHH.
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006110 26% 0T nexuaTpuYHHUTE MALUEHTH, JEKyBaHH ¢ nadburarpan erekcuiaT 3a VTE u 3a npeBeHuus
Ha peuuauBupamii VTE, ca momyunny HexXenaHu peakiy.

Cnucwvk Ha Hexceranume peakyuy 6 mabauyer 6uo

B tabnuna 12 ca mokazaHu HeKeJlaHUTE pPEaklUy, YCTAaHOBEHH B ITPOYUBAaHUATA IIpH JieueHue Ha VTE
Y nipeBeHIus Ha peuuaupupaiiy VTE npu neauaTpudHy nanueHTy. Te ca rpynupaHy Mo CUCTEMO-
opraneH kiac (SOC) u 1o yecToTa ¢ U3MOJI3BaHe Ha ClIe[HATa KOHBEHIIUA: MHOTO yectu (>1/10),
yectu (>1/100 no <1/10), mewectu (>1/1 000 mo <1/100), penxu (>1/10 000 mo <1/1 000), mHOTO
penku (<1/10 000), ¢ Heu3BecTHA YecTOTA (OT HAIMYHKUTE JJaHHU HE MOJXKE J1a ObJic HalpaBeHa

OTICHKA).

Ta6auna 12: Hesxenanu peakuuu

YectoTa

SOC / Ilpeanouyntan TepMUH

neyenue Ha VTE u npeBenuus Ha peuuauBupany VTE

IIpU NCAUAaTPUYIHU MAITUCHTH

Hapymienus Ha KpbBTa M AMMQHATa cCCTEMa

Anemus Yectu
[lormkeH xeMornoouH Heuectu
TpomOonuToneHus Yectn
IToHMXKEH XEMAaTOKPUT Heuectu
Heytponenus Heuectn
ArpaHynonurosa C Heu3sBecTHa 4ecToTa
Hapymenns Ha mMyHHaTa cucTema

JlekapcTBeHa CBPbXUYBCTBUTEIHOCT Heuectn
O6puB Yectn
[Ipypuryc Heuectn
AnadunakTiyHa peakuus C HemnsBecTHa yecToTa
AHrHOETEM C Hem3BecTHa 4ecToTa
Yprukapus Yectu
Bponxocnazem C Hen3BecTHa 4ecToTa

Hapymenus Ha HepBHaTa cucTeMa

Brrpeuepenna xemoparus Heuectn
CbI0BH HapyIIEHUS

XemMaTom Yectu

Xemoparust C Heu3BeCTHA YeCTOTa
PecniupaTopHu, rpbAHU U METUACTUHAIHU HAPYIICHUS

Emmcrakcuc Yectu

XemodrH3a Heuectun
CroMantHO-IYpeBHU HAPYIICHHMSI

CToManrHo-4peBHa XeMOparus Heuectn

AOnomuHaiIHa O0JIKa Heuectu

Huapus Yectu

Jucnerncus Yectu

I'anene Yectn

Pexranna xemoparus Heuectn

XeMOpOI/I)_'[aHHa XeMoparusa

C HeHn3BecCTHA YECTOTA

CTOMaIHHO-T-IpeBHa s13Ba, BKIIIOYHUTCIITHO
e3oareaiHa s3Ba

C Hen3BecTHA YecToTa

I"actpoe3odarut Heuectn
l"actpoesodareanna pedurykcHa 0osecT UecTtn
IToBpbiiane Yectu
Jucharus Heuectn

XenatoOuJIMapHU HapyIIeHUs
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Hapymena uepHoapobna C Hem3BecTHa YecTOTa

¢yHkuns/OTKIOHEHHS BbB

(YHKIIMOHATHUTE Y€PHOAPOOHHU

MTOKa3aTeNn

[loBuiieHne Ha anaHuH Heuectn

aMHHOTpaHc(epazaTa

IToBuinenue Ha acnaprat Heuectu

amuHOTpaHchepasaTa

[ToBuiieHn yepHOAPOOHHN EH3UMHU Yectn

XunepouaupyOnHeMHust Heuectn
Hapyuienns Ha Ko)kaTa ¥ IOAKOXKHATa ThKaH

KoxHU KpbBOU3IUBHU Heuectu

Amnornernust Yectu
Hapymienns Ha MyCKyJIHO-CKeJIETHATA CUCTEMA M CheJMHUTEHATA ThKaH

Xemaptpo3sa C Heu3sBecTHa 4ecToTa
Hapymienus Ha 660peruTe i MUKOYHNUTE IHTHINA

YporenutanHa xemoparus, Heuectu

BKJIFOUUTCIIHO XEMATYpPUsL

O6H.[I/I HapymcHus 1 e(l)eKTI/I Ha MsACTOTO HAa NPHUIIOXKCHUC

XeMoparus Ha MSICTOTO Ha C Heu3sBecTHa yecToTa
MHXEKTHpaHe
Xemoparus Ha MICTOTO Ha IIOCTaBsIHE C HeusBecTHa yecToTa

Ha KaTCTbhpa

HapaHSIBaHI/IH, OTpaBsAHUA U YCJIOKHCHU S, BbBBHUKHAJIN B PE3YyJITAT HAa UHTCPBCHIIMN

TpaBMaTuyHa XeMoparus Heuectu

XeMoparus Ha MSICTOTO Ha MHIIU3HSA C HeusBecTHa yecToTa

Peakuuu HA Kbp6eHe

B nBe nznutBanus ¢asa Il npu nmokazanuero neuenne Ha VTE u npeBennust Ha peuuausupam VTE
NpyY IeJUaTpUYHN HaurueHTy oomo 7 nanuenTH (2,1%) ca uManu cb0MTHE HA TOISIMO KbpPBEHE,

5 manmentu (1,5%) ca umanu crOUTHE HA KITMHUIHO 3HAYMMO HETOJISIMO KbPBEHE, a 75 TaIrueHTH
(22,9%) ca umanu crOMTHE Ha HE3HAYUTEIHO KbpBeHe. Karo 1510 yecroraTa Ha chOUTHITA HA
KBbPBEHE € NI0-BHCOKa IpH Bbh3pacTHata rpyna (12 go <18 roaunu: 28,6%), OTKOJIKOTO B IPYNHTE C
MO-MaJIKa BB3pacT (0T paxkaaHeTo 10 <2 roaunu: 23,3%; 2 mo <2 rogunu: 16,2%). ['onsmo wim TexKo
KbpBEHE, HE3aBUCUMO OT MSICTOTO Ha B3HUKBaHE, MOXKeE J1a I0OBE/IE A0 MHBATHAN3UPAHE,
JKUBOTO3aCTpaIlaBallo ChCTOSHUE WITU IOPH JIETAJIEH U3XOJ.

Cpo0I11aBaHe Ha IMOJ03UPAHN HEXKEIAHN DEAKIINHU

Cpo011aBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIUH CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. ToBa 1M03B0OJIsABA Ja MPOABIKH HAOJIOICHHETO Ha ChOTHOIIICHUETO I10J133/PUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3MUCKBA /1a ChHOOIIaBaT BCsAKa
M0JT03UpPaHa HeXKETaHa PeaKiys Ype3 HAIIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

21031/1 HaGI/IFanaH €TCKCWJIAT, HaJIBUIIaBaIllu IMIPEIIOPBUYUTECIITHUTE JO3U, U3JIaraT nmauceHTa Ha
IMOBUIICH PUCK OT KbPBCHE.

HpI/I CBbMHCHHUEC 3a IPCA03UPAHE ITPOBEIKIAHETO HAa KOATYJIAITMOHCH TECT MOXKE J1a IIOMOTHE 3a

ompeesTHe Ha pUCKa OT KbpBeHe (BK. Touka 4.4 u 5.1). Kammbpupan konudectsed dTT tect nmm
mHorokpatHu dTT n3mepBaHus MO3BONSIBAT MTPEIBUKIaHE HA BPEMETO, KOTaTo I1ie¢ ObJaT JOCTUTHATH
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

oTpeJiesieHH HUBa Ha JaburarpaH (BxK. Touka 5.1), chbII0 B ciydaid 4e ca NpeAnpHeTH JObIHUTEIHN
MEpPKH — Halp. JUajn3a.

[IpekomepHaTa aHTUKOATYIIAIUS MOKE J1a H3MCKBA NIPEYCTAaHOBSIBAaHE HA JICUCHHETO C Jaburatpad
eTekcuiatr. Thil KaTo gaburarpan ce eKCKpeTupa IpeIuMHO upe3 Ob0penure, TpsOBa J1a ce MoAIbpKa
JocTarbuHa quypesa. Thil KaTo CBBP3BaHETO C NPOTEMHM € B HUCKA CTENeH, faburaTtpaH Moxe J1a
ObJle TManu3upaH; IMa OTPaHWYEH KIMHUYEH OINT, IEMOHCTPHPAII MT0J13aTa OT TO3H MOJIXOJ B
KJIMHAYHU TIPOy4YBaHus (BXK. TOUKa 5.2).

OBHalISIBaHe Ha YCJIOKHCHUA C KbPBCHC

B cnyuail Ha XeMOparuyHu yCJIOXHEHUS JICUCHHETO ¢ JadurarpaH eTeKCuiaT TpsoBa 1a Obe
MPEyCTaHOBEHO, a MPUYMHATA 32 KbPBEHETO — M3cienBana. [1o mperenka Ha JeKyBaIius Jiekap 1 B
3aBUCHMOCT OT KJIMHUYHATA CUTYyalusl TPsOBa Ja ce IpeAnprueMe MOAX0IAII0 OIBPIKAII0 JICUCHHE,
KaTO XUPypPrUvHa XEMOCTa3a WK 3aMECTBaHE Ha KPBBEH 00EM.

[Tpu BB3pacTHU NMAIMEHTH B CIy4au, KOraTto € Heo0XoauMo Obp30 HeyTpallu3upaHe Ha
AaHTHKOAryJaHTHUs e(eKT Ha 1aburaTpaH, MOXKE J1a ce U3M0JI3Ba CeU()UIHOTO HEYTPATH3UPAILO
cpeacTBo (Muapyuuzymal), KOETO aHTaroHu3upa GpapMakoAMHAMUYHHS eeKT Ha 1aburarpas.
EdukacHocTTa 1 Ge3omacHOCTTa Ha Waapylu3ymMad He ca yCTaHOBEHH IPH TeTUaTPHYHY MaIllHeHTH
(Bk. Touka 4.4).

Moske ma ce mMa MpeaBu I MpHIaraHe Ha KOHIIEHTPATH Ha KOaryJlallMOHHN ()aKTOpH (aKTUBHPAHH WU
HEaKTHBUPAHU) WK pekoMOuHaHTeH dakTop VIla. iMa HAKOM eKcriepUMEHTAIHU JI0Ka3aTeNCcTBa B
MOJKpena Ha poJisiTa Ha TE3H JISKApCTBEHU NPOAYKTH B OOpBIIaHE HA aHTUKOATYJIaHTHHS e(EeKT Ha
naburatpaH, HO JaHHUTE 3a 110J13aTa UM B KIIMHUYHH YCJIOBUS, KAKTO U 32 BB3MOKHHSI PHCK OT
pubayHI TPOMO0EeMOOIN3bM, ca MHOTO OrpaHi4YeHH. KoarynannoHHUTe TeCTOBE MOTaT /1a CTaHaT
HEHAJIeK/THU CIIe]] TPIIOKEHNE Ha MPETOPHYNTETHUTE KOHIIEHTPATH Ha KOAryJIalnoOHHH (DaKTOpH.
Tps0Ba ga ce BHMMaBa IIPU THJIKYBAaHETO Ha Te3U TecToBe. TpsiOBa 1a ce OOMMCIN NPUIIOKEHHE Ha
TpOMOOIIMTHA Maca B CITy4auTe, KOTaTO MMa TPOMOOITUTOTICHHUS MK ca OWITM M3II0JI3BaHU
JIBJITOZIEMCTBAIIN aHTUTPOMOOTHYHH JIEKAPCTBEHU POAYKTH. LsIT0TO cCHMITTOMAaTHYHO JIedeHne
TpsiOBa J1a ce Ipuiiara 1o npereHka Ha JeKapsl.

B 3aBHCHMOCT OT MECTHUTE BE3MOXKHOCTH, TPSIOBA 1a c€ 0OMUCITH KOHCYJITAITUS ChC CIICIIHANCT B
Cllyyall Ha royisiMO KbpPBEHE.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapMakoTepaneBTHYHA TPYIIA: aHTUTPOMOOTUYHU CPEJICTBA, JUPEKTHU TPOMOUHOBH WHXUOUTOPH,
ATC kox: BOIAEO7.

MexaHu3bM Ha IEWCTBUE

JlaburaTpaH eTeKcHiaT € MajKa MOJIEKyJa Mpe/JIeKapCcTBO, KOETO He MoKa3Ba (hapMaKoJIoTHIHA
aktuBHOCT. CJiell IepopaHO MPUIIOKEHUE Ta0UraTpaH eTeKCHIIaT ce abcopOupa 0bp30 U ce
NpeBpbhIIa B 1adUraTpaH upe3 KaTalu3upaHa OT ecTepasa XUAPoir3a B Iia3Mara U B YepHHUS APo0.
JlaburaTpaH e MollleH, KOHKYpeHTeH, 00paTHM, JUPEKTEH TPOMOUHOB HHXUOUTOP U € OCHOBHOTO
BEIIECTBO C aKTUBHO JICHCTBHE B IJIa3Mara.

Tbii KaTo TPOMOMHBT (CEpHHOBA NPOTEa3a) MO3BOJISIBA NPEBPBIIAHETO HA PUOpHHOreHa BbB (GUOPHH
B X0/1a Ha KOaryJlallMOHHATa KacKa/la, NHXUOMPAHETO My IPEA0TBpaTABa 00pa3yBaHETO Ha ChCUPEK.
Jaburatpan naxudupa cBoOOHYS TPOMOUH, GUOPHH-CBBP3aHUSI TPOMOUH M TPOMOWH-UH TyIUpaHaTa
TPOMOOITMTHA arperanms.
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(Da[)MaKOI[I/IHaMI/ILIHI/I e(beKTI/I

In vivo u ex vivo IpOy4YBaHUs [IPU KUBOTHHU JEMOHCTPHPAT aHTHUTPOMOO3HA €PUKACHOCT U
AHTHUKOAryJjJaHTHa aKTUBHOCT Ha )1a61/1ranaH CJIC MHTPAaBCHO3HO ITPUJIOKECHUC U HA Jla6I/IFanaH
€TEeKCHJIAT CJIe]] IEPOPATHO MPUIIOKESHUE TIPU PA3ITHMYHN )KUBOTHHCKH SKCTIEPUMEHTAIHU MOJICITH Ha
TpomOo3a.

ChIzecTByBa OTUETIMBA KOPEIALUs MEXTy TUIa3MeHaTa KOHLIEHTPALUs Ha Ja0uraTpaH U CTEIeHTa Ha
aHTHKoaryJanTHUs edekT, Oasupano Ha ¢asa Il mpoyusanus. Jaduratpan yabikaBa TPOMOMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.

Kamubpupanust xonmudectseH Tect Ha TT upe3 pazpexaane (dTT) nasa orneHka 3a mia3MeHaTa
KOHIICHTpAIHs Ha Ja0UraTpaH, KOsITO MOXe J1a Obe CpaBHEHA C OYaKBAHUTE TUIA3MEHH
KOHIICHTpAIMH Ha nadurarpad. B ciydait ue kanmuOpupanusat dTT TecT mokaxke pe3ynrar 3a
TUTa3MEeHATa KOHIIEHTPAIKS Ha TaduraTpaH, KOWTO € Ha WJIH IO/ TPAaHUIlaTa Ha KOJMYEeCTBEHOTO
oTpesieNisiHe, Cie/(Ba a ce OOMUCIY MPOBEXK/JaHE Ha JIOIBITHUTEITHO U3Cie/IBaHE Ha KOAryJIalusiTa,
Hanpumep TT, ECT wmm aPTT.

ECT moxe Aa OCUTypHu NTUPCKTHA OICHKA Ha aKTUBHOCTTA Ha JUPCKTHUTC TpOM6I/IHOBI/I I/IHXI/I6I/ITOpI/I.

TectbT aPTT € mMPOKO JOCTHIICH U TIOKa3Ba MPUOIM3UTEIHO aHTUKOAryJIaHTHATA HHTEH3UBHOCT,
nocturHara ¢ gaduratpad. Odaue, aPTT TecThT MMa orpaHn4eHa YyBCTBUTEIHOCT U HE € MOIXO0IIII
3a TOYHO KOJIMYECTBEHO ONpEIeIsTHEe Ha aHTHKOAryJIaHTHUS e(heKT, 0COOEHO NPH BHCOKH IIa3MEHU
KOHIICHTpaInK Ha naburatpad. Bernpekn ye Bucoku croitnoct Ha aPTT TpsOBa na ce ThiIKyBar ¢
MIOBULIECHO BHUMAHKE, T€ IIOKA3BaT, Y€ MALUECHTHT € aHTUKOAT'yJIMPaH.

Kato nsimo, Moxe 11a ce mpueme, 4e Te3M MOoKa3aTeld 32 aHTHKOAryJJaHTHA aKTUBHOCT MOTar Jia
OTpa3sIT HUBATA HA JJA0UTaTpaH, KaKTo U Jia MPeJJOCTABIT HACOKH 3a OIIEHKATa Ha PHCKa OT KbpPBEHE,
T.e. Hax 90" mepceHTWI1 Ha Hal-HUCKUTE HUBA Ha Ja0UraTpaH WM KOaryJlalioHeH TecT, KaTo Hail-
HUCKH n3Mepenn ctoiHocTr Ha aPTT (3a mparosete Ha aPTT Bxk. Touka 4.4, Tabnuia 4), Moxe 1a ce
acoIupa ¢ TOBUIIIEH PUCK OT KbPBEHE.

TTvpeuuna npesenyus na VIE npu opmoneduuna xupyp2us

CranuoHapHaTa cpejHa TeOMETPUYHA IIMKOBA IJIa3MEeHa KOHIEHTpauus (ciel AeH 3) Ha jaduraTpas,
u3MepeHa OKoJIo 2 yaca cieq npuioxenue Ha 220 mg gaburatpan erekcuiar, e 70,8 ng/ml, ¢
rpanuny 35,2-162 ng/ml (B uaTEepBana 25-tu-75-ti nepcentmn). CpeiHaTa reoMeTpHYHA Hal-HHCKa
KOHIICHTpAIIUs Ha 1aburatpad, m3MepeHa B Kpas Ha I030BUs WHTEpBa (T.e. 24 gaca ciieq 103a
naburatpad 220 mg), e cpenHo okono 22,0 ng/ml, ¢ rpanuu 13,0-35,7 ng/ml (B unTepBana
25-Tu-75-TH IEPCEHTHIN).

B exHo cnennanHo nmpoy4BaHe caMo MPU MALMEHTH C YMEPEHO OBbOPEUHO yBpexKIaHe

(CrCL 30-50 ml/min), texyBanu ¢ naburatpas erexcunar 150 mg BeqHbX JTHEBHO, CpeAHATA
reoMeTpHYHa Hall-HUCKa KOHIIEHTpaIIYs Ha Ja0uraTpan, U3MepeHa B Kpast Ha JIO30BHsI HHTEPBAJ, €
cpeano 47,5 ng/ml, ¢ rpanunu 29,6-72,2 ng/ml (B unTepBana 25-Tu-75-T NEPCEHTHII).

[Ipn manmenTwn, nexyBanu ¢ 220 mg naburaTpaH eTeKCHIaT BEIHBK JHEBHO 3a npeBeHnwst Ha VTE
cJle/l IpoTe3upaHe Ha Ta300epeHa UK KOJITHHA CTaBa,

. 90-usT IepCeHTHI Ha Hali-HUCKUTE TIa3MEHHU KOHIIGHTpaIK Ha nqaburatpad e 67 ng/ml,
(20-28 gaca cien nmpuemMa Ha IpeUIITHATA 103a) (BXK. Touku 4.4 u 4.9),
. 90-usT nepceHTH Ha Hal-HUCKUTe cToiHOCcTH Ha aPTT (20-28 yaca cnen npuema Ha

npeauIIHaTa 103a) € 51 cexynau, koeto € 1,3 mbTH HaJ ropHaTa rpaHHIla Ha HOpMarTa.

ECT He e u3mepBaHO NpH MALMEHTH, JIeKyBaHu ¢ 220 mg naburarpaH eTeKCUIIaT BEHBXK JHEBHO 32
npeseHuys Ha VTE cnen nporesupane Ha Ta3o00eqpeHa WM KOJISIHHA CTaBa.
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Kinanuna edukacHoCT 1 6€3001aCHOCT

Emmnuuecku npousxoo

He ce Ha6J'IIO)_'[aBaT KIIMHUYHO 3HAYUMU €CTHUYCCKHU PA3JIMKU MCKAY MALIUCHTUTC OT €BpOIICUAHATA
paca, € a(i)pO—aMepI/IKaHCKI/I, JIATUHO-aMCPHUKAHCKU, AMTOHCKU UJIN KUTaNCKHU IpOU3XOA.

Knunuunu npoyusanus evpxy npesenyusma Ha VIE cied npomesupane Ha 201eMu cmasu

[TanmeHTH, TOUTOKEHN Ha MJIAHOBA TOJISIMA OPTOTIEMYHA ONepanys B 2 TOJIeMH PaHIOMHU3HPaHH,
napaseHO-TPYyTOBH, IBOHHO-CIIENH, 103a-TOTBBP>KIaBaIH TPOyUBaHUs (TIPH €THOTO — MPOTE3UPAHE
Ha KOJIIHHATa CTaBa, a Py IPyroTo — Ha Ta3o0eapeHara crapa), moixydasaT 75 mg unu 110 mg
nmaburatpaH eTekcuiar 1-4 gaca cies oneparusita, a ciaex tosa mo 150 wim 220 mg BeIHBXK THEBHO,
MIpH TapaHTHpaHa XxemocTasa, wiu 40 mg eHoKcamapiH B JeHs MPeIn OTepanusra, a ciel TOBa —
BEJHBXK JTHEBHO.

B npoyusanero RE-MODEL (nipore3upane Ha KOJISIHHA CTaBa) JEYEHUETO Npoabinkasa 6-10 aHu, a B
npoyusaneto RE-NOVATE (npore3upaHne Ha Tazobeapenara craa) — 28-35 guu. O0must opoit
JIeKyBaHH MalMeHTH € choTBeTHO 2 076 (kosisiHHa cTaBa) u 3 494 (TazobenpeHa cTasa).

CryeranueTo ot obiiara cMbpTHOCT Hopaaud VTE (BkiarounTtenHo 0enoapodeH eMOoIn3bM
(pulmonary embolism, PE), npokxcumainHa u qucTaiba 1bi0oka BeHo3Ha TpomOo3a (deep vein
thrombosis, DVT) — cuMnToMHa 1M aCUMIITOMHA, yCTAaHOBEHA Ype3 pyTHHHA BeHOTrpadus) 1
CMBPTHOCTTA MOPAIN BCSIKAKBA MPUYMHA MIPEICTABISIBA MbPBUYHATA KpaifHa TOYKa U HA JIBETE
npoyuBanusi. Cruetannero ot rojsim VTE (Bxmrountenno PE u npokcumanen DVT — cumnTomen wiu
aCHMIITOMEH, YCTaHOBEH 4Ype3 pyTUHHA BeHorpadusi) 1 cMbpTHOCT nopaau VTE npexacrasnssa
BTOpPHYHA KpaifHa TOYKa U C€ CYUTA, Y€ UMa MO-TOJISIMO KIIMHUYHO 3HAYCHHE.

Pesynratute oT JiBeTE MpOyYBaHUs [TOKA3BAT, Y€ aHTUTPOMOO3HUAT edekT Ha 220 mg u 150 mg
JaburaTpaH eTeKCHUiaT He OTCTHIIBA CTATHCTUYECKH Ha eHOKCHUIIAPHH o OTHOIIeHne Ha ooutust VTE
u obmara cMbpTHOCT. KpaitHusaT pesynrart 3a cinydaute Ha roisiMm VTE u cmbptHOCT opagu VTE npu
no3a 150 mg e Mayko mo-Jiom, OTKOJIKOTO TpH eHokcamnapuH (tabnuna 13). [Tomo6pu pesynraru ce
HaOroaBat mpu jo3a 220 mg, KbJeTo KpaiiHusT pe3ynrar 3a roisiM VTE e Manko mo-100sp,
OTKOJIKOTO IPH €HOKcanapuH (Tabmuna 13).

KnnandanTE MpoyYBaHus ca MPOBEACHHU MPH MOITyJIAIUs MAMEHTH ChC CPEAHA BB3pacT >65 TOANHN.

Hsima pa3nuku B JaHHATE 32 €PUKACHOCT U O€30IaCHOCT MEXILy MBXKE M )KEHH B KIMHUYHUTE
npoyuBanus Qasa 3.

B uscnenpanarta nomynanus nauvedTd Ha RE-MODEL u RE-NOVATE (5 539 nekyBanu nauneHTn),
51% umar npuapyxkaBaia XurepTonus, 9% umar npuapyxkasamy quadet, 9% umar npuapyxapamio
3a00JIs1BaHe Ha KOopoHapHara aptepus u 20% uMart aHaMHe3a 32 BeHO3Ha HeocTtaTbuHoCT. Huro eqHo
OT Te3u 3a00IABaHus HE TIOKa3Ba Bb3/EHCTBHE BHPXY edexTuTe Ha gadurarpan 3a VTE nmpeBeHnus
WM 9ECTOTAaTa Ha KbpPBEHE.

[annure 3a kpaifHata Touka ,,roisiM VTE u cmepTHOCT opaau VTE® ca XoMOreHHH IO OTHOIIEHUE
Ha IbPBUYHATA KpaiHa TOUKa 3a e(UKAaCHOCT U ca MoKa3aHu B Tabnuna 13.

JlanHuTe 3a KpaifHaTa To4Ka ,,0011a cMbpTHOCT nopazau VTE u cMBbpTHOCT TIOpain BCsKaKBa
NpUYMHA“ ca MoKa3aH! B Tabiuma 14.

JanauTe 32 KpaifHUTE TOYKH ,,yCTAHOBEHU CHOUTHA Ha TOJIIMO KbpBEHE ca IoKa3aHH B Tabnuna 15
H0-J0IIy.
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Tabanna 13: Anaamu3s Ha ciaxyvaute Ha rosM VTE u embpTHOCT mopaan VTE npe3
TepaneBTH4YHaTa (paza Ha npoyuyBanuaTa RE-MODEL n RE-NOVATE npu
opToNeIMYHH ONEpPalUH

WznurBane Haburatpan erexcunar | [laburarpan erekcuiar | EHokcamapuH
220 mg 150 mg 40 mg

RE-NOVATE (Tazo6enpena craa)

Bp. nexyBanu 909 888 917

NalMeHTH

UYecroTa (%) 28 (3,1) 38 (4,3) 36 (3,9)

Koegwumment Ha pucka 0,78 1,09

CHpAMO €HOKCanapuH

95% CI 0,48; 1,27 0,70; 1,70

RE-MODEL (xonsiHO)

Bp. nexyBanu 506 527 511

MAIMEHTH

Yecrota (%) 13 (2,6) 20 (3,8) 18 (3,9)

Koeduuumenr Ha pucka 0.73 1,08

CHPSIMO €HOKCAapvH

95% CI 0,36; 1,47 0,58; 2,01

Ta6anna 14: Anaum3 Ha o0mata cMmbpTHOCT nopagu VTE 1 Ha cMBpTHOCTTA mopaan
BCAKAKBa MPUYMHA Npe3 TepaneBTUYHATA (a3a Ha npoyuBaHusaTa RE-NOVATE
u RE-MODEL npu oproneiuyHu onepanuu

W3nurBane Haburatpan Haburatpan erexcunar | EHokcanapun
€TEeKCHUJIAT 150 mg 40 mg
220 mg
RE-NOVATE (tazo6enpena crasa)
Bp. nexyBanu 880 874 897
HaIyueHTH
UYecrora (%) 53 (6,0) 75 (8,6) 60 (6,7)
Koeduruent Ha 0,9 1,28
pHCKa cpsMo
€HOKcarmapuH
95% CI (0,63; 1,29) (0,93; 1,78)
RE-MODEL (konsiHO)
Bp. nexyBanu 503 526 512
HaIyueHTH
UYecrora (%) 183 (36,4) 213 (40,5) 193 (37,7)
Koeduruent Ha 0,97 1,07
pHCKa cpsMo
€HOKcarmapuH
95% CI (0,82; 1,13) (0,92; 1,25)
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Tadanna 15: Cb0MTHA Ha TOJISIMO KbpPBeHe B 3aBMCHMOCT OT JIe4eHHETO B IPOYYBAHMSA
RE-MODEL n RE-NOVATE, npeacraBeHu nNooTae/IHO

N3nurBane Haburarpan erexcminar | Jlaburatpan erekcunar | EHokcanmapun
220 mg 150 mg 40 mg

RE-NOVATE (Ta3zo0enpena crasa)

Bp. nexyBanu 1146 1163 1154

MAIMEeHTH

CbOuTHs Ha TOISIMO

khpBene (%) 23 (2,0) 15 (1,3) 18 (1,6)

RE-MODEL (xonstHO)

Bp. nexyBanu 679 703 694

NalMeHTH

CpOuTHSs Ha TOISIMO 10 (1,5) 9(1.3) 9(1.3)

KkbpBeHe (%)

Knnanyny n3nuTBaHus 3a OpEBCHIIMATA HA TDOM6OCM60J'II/I3’BM OpHu TalnreHTH CbC ChpACYHHU KIAITHU
IpoTe3u

B usnutBane ¢asa Il naburatpan erekcunar u BappapHuH ca MpoydeHu Ipu oomio 252 maiuenTy,
NpEeTHPIETH HACKOPO XUPYPrUYHa Ollepays 32 HOCTaBsHE Ha MEXaHWYHA Chp/IeUHa Kiiana (T.€. B
paMKuTe Ha HACTOSIIATa UM XOCIIMTAIN3AIINs), KAKTO U TIPU MAIMEHTH, IPETHPIIETHN ONepaIus 3a
MOCTaBAHE HAa MEXaHWYHA ChPJIeYHa KJIara Mpeau oBede oT Tpu Mecena. [losede TpomboemMOonnaam
CcbOUTHS (OCHOBHO MHCYITH M CHMITOMHU/aCUMIITOMHH TPOMOO3H Ha MPOTE3UPAHUTE KIIATIH) U
noBeve ChbOUTHS Ha KbPBEHE ca HaOJII0JaBaHu MPpH Ja0uraTpaH eTeKCHiIaT B CpaBHEHHUE ¢ BapdapuH.
[Ipu manmeHTHTE B paHHUS OCTONEPATUBEH MEPHO/I, TOJISIMOTO KbPBEHE CE € MPOSIBIBAIO OCHOBHO
KaTo XeMOparndeH NepruKapAeH U3IUB, MO-CIEUAIHO TP MalUEHTH, 3allI0YHAIA IPUEM Ha
naburaTpaH eTeKCHIaT CKopo (Ha 3-THs IeH) cile]] XUpypruiHaTa orepanus 3a CMsHa Ha ChpJeyHa
KJana (Bx. Touka 4.3).

HC,Z[I/IaTDI/I‘lHa nonyjganusa

Knunuunu npoyusanus npu npesenyus na VIE cieo npome3upane Ha cojaemu cmaesu

EBpomeiickaTa areHuus 1o JiekapcTBaTa 0cBOOO0KAaBa OT 3aIbJKCHUETO 3a MPEJOCTaBSIHE Ha
PEIYITATUTE OT IMMPOYyYBaHUATA C Pradaxa BbB BCHUKH IMOATPYNH Ha I€AUaTpuIHaTa rnomnyjaanus npu
NpeBeHIHs Ha TPOMOOEMOOIMYHN CHOUTHS 32 MTOKa3aHUEeTO ThpBUYHA nipeBeHnms Ha VTE npu
MaUeHTH, KOUTO ca OMJIIH MOJIIOKEHH Ha MJIaHOBO ISTIOCTHO MPOTE3UpaHe Ha Ta300eaApeHa cTaBa uiu
ISUTOCTHO NIPOTE3UPaHe Ha KOJISTHHA cTaBa (BXK. Touka 4.2 3a nHPOpMAIUs OTHOCHO yIoTpeda B
TIeANATPHTA).
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Jleuenue na VIE u npesenuus Ha peyuousupawu VIE npu neouampuunu nayuenmu

[poyusanero DIVERSITY e nposeneHo, 3a 1a AeMOHCTpUpa eUKacHOCTTa U 0€30MacHOCTTa Ha
JnaburaTpaH eTeKCHIaT B CpaBHEHUE ChC cTannapTHO Jieuenue (standard of care, SOC) na VTE npu
MeANATPUYHU MMALMEHTH OT pakJaHEeTo 10 oA 18-roauiHa Bp3pacT. Criopes nu3aiiHa IpOy4YBaHETO €
OTKPHTO, PaHAOMHU3UPAHO IPOYUBAHE C MapaJelIH! IPYIH 3a JOKa3BaHe Ha HE [0-Majika e(UKacHOCT.
BxmrouenuTe 3a ygacTue NarueHT ca paHAOMHU3UPaHN B ChOTHOIIIEHUE 2:1 1a momydyaBaT cho0pa3eHa
C Bb3pacTTa JieKapcTBeHa Gopma (Karcyiu, OOBUTH TpaHyJId WK NepopalieH pa3TBoOp) Ha Jadurarpan
eTeKcuIarT (C 103H, aAalTHPAHU CIIOPE Bb3pacTTa U TeecHOTO Terio) uiu SOC ¢ HUCKOMOJIEKYTHH
xenapuan (LMWH) nnm antaronuctu Ha ButamuH K (VKA), nim ponmanapunyke (1 manueHT Ha

12 rogunn). [IspBUYHaTa KpaifHa TOYKa € ChCTaBHA KpaifHa TOYKA OT MAIMEHTH C IIBJIHO pa3TBapsHe
Ha TpoMOa, ¢ sinnica Ha peunauBupanio VTE u ¢ nunca vHa cmbpTHOCT, cBbp3aHa ¢ VTE. Kpurepuunte
3a U3KJFOYBaHE BKIIIOYBAT aKTHBEH MEHUHTUT, eHIIe(AIUT U BbTpeuepercH adciec.

O6mmo 267 manuenTu ca panagomuzupanu. OT Tix 176 manueHTy ca JeKyBaHH C Ja0UraTpaH
erekcuiar, a 90 manuent ¢ SOC (1 pangoMu3MpaH MaMEHT He € JIeKyBaH). 168 nauuenTH ca Ha 12
o ox 18 roauuu, 64 manmedTH ca Ha 2 J1o o 12 roauHy, a 35 manyeHTH ca moJj 2-roauiinHa
BB3pAacCT.

Ot pangomusupanure 267 nanuenty §1 nauuentu (45,8%) B rpynata Ha naburatpaH eTeKCUiIaT u

38 manmentu (42,2%) B rpynata Ha SOC oTroBapsT Ha KpUTEPUHUTE 3a ChCTaBHATA IbPBUYHA KpaiiHa
TouKa (ITHJTHO M3YMCTBAaHE Ha TpoMOa, nurca Ha peruanBupair VTE u nmrca Ha CMBPTHOCT, CBbp3aHa
¢ VTE). CpoTBeTHaTa pasirKa B 4eCTOTaTa IoKa3Ba He Mo-Majika e(pukacHOCT Ha naburarpan
erekcuiar B cpapHeHue ¢ SOC. CbBMeCTUMH pe3yNTaTH KaTo 1510 ca HAOJI01aBaHH U B MIOATPYIIUTE:
HSIMa 3HAYUTEITHH Pa3inyus B ehekra OT JCUSHHETO 3a MOATPYIUTE MO Bh3PacT, MoJ, reorpadcka
00JTacT ¥ HaJTMYue Ha ONpPeIe]ICHN PUCKOBU (akTopH. 3a 3-Te pa3IniHu Bb3PaCTOBH CTPATH
CHOTHOILIEHUETO Ha MallMeHTHUTE, MOCTUTHAIIM ITbPBUYHATA KpaiiHa TOUKa 32 €UKACHOCT B IPYNUTE
CHhOTBETHO Ha Jaburatpan erexcunar u SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu nanueHTHTe Ha
BB3PACT OT PaXKAaHETO J10 <2 roguHu, 21/43 (48,8%) n 12/21 (57,1%) npu nanueHTITe Ha BH3pacT 2
10 <12 rogunau u 47/112 (42,0%) u 19/56 (33,9%) npu nanueHTuTe Ha BH3pacT 12 10 <18 roguHu.
[loTBBpAEHN CHOUTHUS HA TONISIMO KbpBEHE ca choOmeHH 3a 4 mauuentu (2,3%) B rpynara Ha
nmaburarpan eTekcuiaT u 2 manuentn (2,2%) B rpynata Ha SOC. HsiMa cTaTUCTHYECKH 3HAYNMa
pasiinka BbB BPEMETO JIO M0sIBa Ha IbPBO CHOUTHE Ha TOJISIMO KbpBEHE. TpUECeT U 0CeM MaIeHTH
(21,6%) B rpynara Ha gadurarpan eTekcuiat u 22 nanuenty (24,4%) B rpynara Ha SOC umar
NOTBBPACHO CHOUTHE HAa KbPBEHE, KATO IPH MOBEUYETO OT TAX TO € KATErOpU3UPaHO KaTo
He3HauuTeHo. KomOuHupaHaTa kpaifHa TO4Ka Ha MOTBBPJICHO CHOMTHE Ha TOJISIMO KbpPBEHE (Major
bleeding event, MBE) unu knuan4Ho 3Ha4nMo Heroisimo (clinically relevant non-major, CRNM)
KbpBEHE (KOraTo MallMeHTUTE ca Ha JieueHHe) ca cboOuieHu 3a 6 (3,4%) mauuenTy B rpymnara Ha
nmadurarpan erexcuiar u 3 (3,3%) manuentu B rpynata Ha SOC.

EnHo OTKpHUTO, MPOCTIEKTUBHO, KOXOPTHO, MHOTOLIEHTPOBO Ipoy4BaHe 3a Oe3zomacHocT daza 1l ¢
exHo pamo (1160.108) e mpoBeneHO 3a orleHKa Ha 6€30IaCHOCTTa Ha JabUTaTpaH eTeKCHIAT IIPH
npeBeHnus Ha peruauBupant VTE npu neanaTpuyHu MaueHTH OT pakaaHeTo 1o noj 18-roaumraa
BB3pacT. [lanrenTn, KOUTo ca ce Hy»KJaelll OT MO-HaTaThIIHO aHTUKOAryJIaHTHO JIEYEHHE IOpan
HaJIMYMe Ha KIMHUYEH PUCKOB (aKTop Ciiel] 3aBbpIIBaHE Ha HAYAIHOTO JieueHHe 3a noTeepiacH VTE
(3a Hafi-manko 3 Meceria) Wi ciien 3apbpinBane Ha npoyuBaneto DIVERSITY, ca BxitoueHu B
npoyuBaHeTo. [logxoadiuTe 3a BKIIIOUBAHE MALMEHTH ca MOIy4YaBaJli aJlaliTUPAaHu CIIOpE]] Bb3pacTTa
Y TEJIECHOTO TETrJIO 103U OT ChoOpa3eHa ¢ Bb3pacTTa JiekapcTBeHa (hopma (Karcysiu, 0OBUTH IpaHyIn
WM TIEPOPAJICH Pa3TBOP) Ha Aa0UraTpaH eTEKCUIIAT 10 SIMMUHUPAHE Ha KIMHUYHUS PUCKOB (hakTop
i 10 MakcumyM 12 mecena. [IspBuyHATE KpaifHH TOYKK Ha Mpoy4YBaHeTo ca penuans Ha VTE,
CHOUTHS Ha TOJSMO WM HE3HAYUTEIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB BPB3Ka C TPOMOOTHIHU
WA TPOMOOEMOOIMYHH chOuTHA) Ha 6 1 12 Mecena. M3xoaure oT chOUTHATA Ca TIOTBBPACHH OT
HE3aBHCHMa, 3aciielieHa KOMHUCHS 32 OIEHKa.

O06m10 214 nanuenTy ca BKIIOYEHH B TpoyuBaHeTo. OT Tsx 162 mauueHTu ca BbB Bb3pacToBa cTpara |
(ot 12 o mox 18 roamnwm), 43 manMeHTy ca BEB Bb3pacToBa cTpata 2 (0T 2 1o nox 12 roauHn) u

9 manueHTH ca BBB BB3pacToBa cTpara 3 (OT paxaaHeTo A0 MoJ 2-roauiiHa Bb3pacT). [1o Bpeme Ha
nepuosa Ha ieuenue 3 manuentu (1,4%) ca pa3Buid IOTBBP/IEH OT KoMucusaTa peruans Ha VIE B
paMkuTe Ha IbpBUTE 12 Mecena ciiesl 3ar04YBaHe Ha JedeHueTo. [IoTBbpAeHN OT KOMHUCHATA CHOUTHSA
Ha KbPBEHE 110 BpeMe Ha Iepro/ia Ha JIedeHHe ca choOmeHn 3a 48 naruentu (22,5%) B paMKuTe Ha
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nepBuTe 12 Mecena. [ToBeueTo chOUTHS Ha KbpBeHE ca He3HauuTenHu. [Ipu 3 nanuentu (1,4%) nma
NOTBBPACHO OT KOMUCHSTA CHbOUTHE Ha TOJISIMO KbpBEHE B paMKuTe Ha mbpBuTe 12 mMecena. [lpu

3 mammentu (1,4%) nma moTBBpAeHO OT KoMucHATa chouTHe Ha CRNM KbpBeHE B paMKUTE HA
mppBuTe 12 Mecena. Hsama cMbpTHE ciiydan 1o BpeMe Ha neproja Ha jedeHue. [lo Bpeme Ha nmepuoaa
Ha neuenue 3 nanuentu (1,4%) ca pa3Buiu mocTTpoMOOTHYEH cCUHIpOM (post-thrombotic syndrome,
PTS) unu ca umanu Bnomasane Ha PTS B pamkute Ha mbpBuTe 12 Mecena.

5.2 ®apmMakoKWHeTHYHH CBONCTBa

Cren mepopaitHo IPUIIOKEHNE JabUraTpaH eTeKCIIaT Obp30 U HAITBIIHO CE MPEBPBINA B JadUraTpaH,
KOHTO € akTHBHATa (hopMa B TuiazMaTa. PasienBaHeTo Ha MpeiekapcTBOTO JJabUTraTpaH eTeKCHiIaT
Yype3 KaTaJu3upaHa OT ecTepasa XUAPOoIn3a J0 aKTUBHOTO BEIIECTBO AadUraTpas € npeodiagaBamara
MeTabonMTHA peakiusi. AOCOIIOTHATa OMOHANMYHOCT Ha JaburarpaH cien NepopaTHo IPUIoKEeHHE
Ha Pradaxa e mpubnusutenHo 6,5%.

Cren nepopaiHO MPHUIIOKEHUE HA 1a0UraTpaH eTeKCUIIAT MPH 34paBu 100POBOJIIIH,
(hapMaKOKMHETUYHHAT MPO(UIT HA TadUraTpaH B IIa3Mara ce XapakTepu3upa ¢ Obp30 HapacTBaHE Ha
TJIa3MEHNTE KOHIIEHTpauy ¢ qocTurane Ha Cmax B pamkute Ha 0,5 u 2,0 gaca e mprioKeHHETO.

AOGcopouus

[IpoyuBane, oleHsBAIIO MOCTONIEPaTUBHATA aOCOPOIHS Ha naburaTpan erexcuiar 1-3 yaca cuen
orepauusi, IEMOHCTPHUPa OTHOCUTENTHO OaBHa abcopOLMs B CpaBHEHHE C Ta3W IPH 31paBU
JOOPOBOJIIIH, MTOKA3BAMKH TUIABEH MTPOQUIT Ha TUIa3MeHaTa KOHIICHTPAIUs BB BpeMeTo 0e3 BUCOKU
MUKOBY TIA3MEHH KOHIIeHTpanuu. [TnKkoBH T1a3MeHH KOHIIEHTPAIIMHU ce JOCTUTAT 6 Jaca ciejy
NPUIOKEHHETO B OCTONEPATUBHUS MIEPHOJ IOPAaH JONpUHACAIIH (PAKTOPH, KaTO HallpUMep
aHecTe3Hsl, CTOMAIIHO-UYPEBHA Mape3a U XUPYyPrudHu ePeKTH, He3aBUCUMO OT MepopaiHaTa
nekapcTBeHa dopma. [Ipyro mpoyduBaHe JeMOHCTpHPA, 4e OaBHA U 3aKbCHIBAINA abcopOnus
0OMKHOBEHO ce HabJro/IaBa caMo B JieHs Ha onepanusra. Ha cnensammre qau abcopOuusita Ha
Jaburatpad e Obp3a U MMKOBH IUIa3MEHU KOHIICHTPALMK Ce JOCTHUraT 2 Jaca clie/l IpUIOKEHHE Ha
JIEKapCTBEHUS IIPOLYKT.

XpaHaTa HE MOBIIHSIBA OMOHATUYHOCTTA HA ):[a6I/II‘anaH C€TCKCHUIaT, HO 3a0aBs BPEMCTO N0 MMKOBUTC
IJIa3MCHH KOHLCHTpAHU C 2 gaca.

Cinax 1 AUC ca nporoplinoHaIHU Ha 103aTa.

bronanu4yHOCTTa Cile]] MepopaTHO MPHIIOKEHUE MOXKE J]a ce TIOBHIIH CheC 75% cies MpriiokeHue Ha
eAMHUYHA J103a U ¢ 37% B CTAallMOHAPHO CHhCTOSIHKE, B CpaBHEHHUE ¢ pedepeHTHATa KancyaHa Gopma,
KOTaTo IMeJeTHTe ce rpremar 6e3 karcynara ot xuripomenosa (HPMC). CnenoBaTennHo 1enocTra Ha
karcynaute oT HPMC Bunaru TpsOBa 1a e 3ama3eHa npy KIMHAYIHA YIIoTpeOa, 3a 1a ce n3derne
HEYMUIILICHOTO MTOBUIIaBaHE HAa OMOHAIMYHOCTTA Ha Jaburatpad eTekcmiar (Bx. Touka 4.2).

Pasnpenenenue

Habmonasa ce cnabo (34-35%), He3aBUCUMO OT KOHIICHTpAIIUSITAa CBbP3BaHE HA JJa0OUTraTpaH ¢
YOBEIIKUTE TUTIa3MeHu npotenHu. O0eMbT Ha pasmpenenenne Ha qaburatpan ot 60-70 | npeBumasa
001K 00eM Ha TEeJICCHUTE TEUHOCTH, KOETO 03HA4aBa, Ue JadurarpaH vMa YMEPEHO ThKaHHO
pasmpe/eiieHue.

Buorpancdhopmarus

MeTabonu3MBbT U eKCKpeLHsITa Ha Ja0UraTpaH ca NpoyyeHr IpH 31paBH MbKe JOOPOBOIILH CIie]
eIMHUYHA MHTPaBEHO3HA [103a Aa0uraTpas, Oeisi3an ¢ painoakTuBeH n3oromn. Cieq HHTpaBeHO3HATA
J103a MPOM3XO0JKalaTa oOT JaduraTpaH paJrioakTUBHOCT C€ eTMMHUHHpA IIIaBHO ¢ ypuHaTa (85%).
®dekanmHaTa eKCKpelnys oTroBapst Ha 6% oT nmpuiokeHnara fo3a. [Jo 168 gaca cien npunoxeHre Ha
J03ata o011aTa paAnoakTUBHOCT c€ Bb3CTAHOBSABA B paMKHTE Ha 88-94% OT mpuiioxeHaTa 103a.
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JaburaTtpan ce moajara Ha KOHIOTalus, IPU KOETo ce 00pa3yBaT (hapMaKkoJIOTHYHO aKTUBHU
aIINIIOKYpoHu M. ChIIECTBYBAT Y€TUPU NO3UIMOHHM H3oMmepa, 1-0, 2-0, 3-0,
4-O-anmmITIIIOKypOHHU]I, BCEKHA OT KOUTO CHhCTABIISIBA TIO-MAIKO OT 10% OT 00II0TO KOJIMYECTBO
nmaburarpas B iazmata. Cienu oT Ipyru MeTabOIUTH ¢ YCTAaHOBSIBAT CaMO ¢ BUCOKOIYBCTBUTEITHA
aHAJIMTUYHU MeTou. JlaburaTpaH ce eIMMUHIpPA TJIaBHO B HEIPOMEHEH BHJI C ypHUHATA C
npubnuzutenaHa ckopoct 100 ml/min, chOTBETCTBAIA HA CKOPOCTTA Ha TJIOMEPYIIHA (QUITpALIHSL.

Enumunupane

[Tna3mMeHuTE KOHIIEHTPAIIMY HA Ja0UraTpaH MoKa3BaT OMEKCIIOHEHIIMANIEH CIIaJl ChC CPEeIeH
TEpPMHHAJICH MOTYKMUBOT 11 9aca mpwu 3/IpaBu MHANBUAN B CTapuecka Bb3pacT. Ciie MHOTOKPAaTHO
npuiiarase ce HaOmo/1aBa TepMUHAJIEH OTYKUBOT 0K0JI0 12-14 yaca. [Toy>KMBOTBT € HE3aBUCHM OT
no3ara. [TonmyXKHBOTHT € yJIbJKEH, ako ObOpeuHaTa GpyHKIHS € HapyllleHa, KaKTo € TOKa3aHo B
tabmuma 16.

CHGLII/IaJ'IHI/I nonyJialnnuu

bvbpeuna nedocmamvunocm

B npoyuBanus ¢aza I exkcriozunusita (AUC) Ha maburatpas ciies mepopaiHo IPUIOKEHHE Ha
JaburaTpaH eTeKcuiaT € IpruOIU3uTETHO 2,7 THTH MTO-BUCOKA MIPH BH3PACTHU TOOPOBOIIIHM C YMEpEeHa
0n0peuna HegoctarbuHOCT (CrCL Mexay 30 u 50 ml/min), oTKoIKOTO NpH TE3u O6e3 ObOpeuHa
HEAO0CTaThYHOCT.

[Tpu manbk Opoit Be3pacTHH A0OpOoBOIIH ¢ Texka ObOpeuna HenocrarbaHOCT (CrCL 10-30 ml/min),
excnozunusTa (AUC) Ha naburarpas e mpuOJIN3UTEeTHO 6 ITBTH MT0-BUCOKA, a TIOIY>KUBOTHT
NPUOTU3UTETHO 2 BT MO-ABJIBI OT HaOJII0JaBaHUTe B TomyJanus 0e3 Ob0peuHa He10CTaThYHOCT
(Bx. Toukn 4.2, 4.3 u 4.4).

Tadanna 16: IlonxykumBoT Ha 00IIMsI Ja0UTAaTPaH NPH 30PABU HHIAUBHUIM M MHAUBUIH C
HapylnieHa 0bOpeyHa PyHKIMUSA

CKopocT Ha rioMepyliapHaTa Cpenen reomerpuueH (gCV%; rpaHuiim)
¢unrpanus (CrCL) MOJTY’KUBOT
[ml/min] [h]
>80 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%;11,7-34,1)
>30-<50 18,4 (18,5%;13,3-23,0)
<30 27,2(15,3%; 21,6-35,0)

JIOTBITHUTEITHO, €KCITO3UIINATA Ha JaburaTpan (Hal-HICKA U TIMKOBA) € OIlEHEHA B €HO
MPOCTIEKTUBHO, OTKPUTO, PAHJIOMU3UPAHO, PapMaKOKHHETUIHO MIPOYYBAHE NIPH MAIUCHTH C HEKJIAITHO
npeacspaHo mbxaeHe (NVAF) ¢ Texko 6p0pedHo yBpexxaaHe (onpeneneHo KaTo KpeaTHHHHOB
kiupbHC [CrCl] 15-30 ml/min), momyyaBamy qaburatpad eTeKcuiaT 75 mg JBa MbTH JTHEBHO.

To3u pesxuM € TOBeII J0 Hal-HUCKa CpeHa reoMeTpruYHa KoHIeHTparus 155 ng/ml (gCV 76,9%),
U3MEpEHA HEMOCPEICTBEHO PEIU MPIIIOKEHNETO Ha CIIE/IBaIlaTa 103a, U 10 MMKOBa CpeaHa
reomerpuyHa koHueHTpausa 202 ng/ml (gCV 70,6%), naMepeHa aBa yaca cliel IPUIOKEHHETO Ha
MocJeTHaTa J103a.

KimpbHCHT Ha aburaTpan 4pe3 XeMoauaan3a € U3CIe/IBaH PpH 7 Bb3PACTHH MAIlUSHTH C TEPMUHATHA
060peuna HegocraTbuHOCT (ESRD), 6€3 npencspano mbxaeHe. uanuzarta € mpoBeeHa ChC

700 ml/min auanu3eH 1eOUT, IPOABIDKATSIIHOCT YSTUPH Yaca U CKOPOCT Ha KpbBHUA TOK 200 ml/min
win 350-390 ml/min. ToBa Boau 10 oTcTpansBaHe cboTBETHO Ha 50% 10 60% OT KOHIIEHTpauaTa Ha
nmaburatpad. KomrmaecTBOTO Ha BEIIECTBOTO, OTCTPAHEHO Upe3 AUaTn3a, € IPOMOPIHOHAIHO Ha
CKOpOCTTa Ha KPBBHHUS TOK, PH CKOPOCT Ha KpbBHUS TOK 10 300 ml/min. AHTHKOAryJIaHTHATA
aKTUBHOCT Ha JladuraTpaH HaMmaJsiBa C HaMaJsiBaHe Ha TUIa3MEeHUTe KoHIeHTparuu u OK/D]]
BpB3KaTa HE € 3acerHaTa oT Mpoleaypara.
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THayuenmu 6 cmapuyecka 8vb3pacm

Crenuduyan hapMaKOKHHETUYHH TTPOyYBaHUs (a3a | mpu maiyieHTn B crapyecka Bh3pacT MoKa3Bat
yBenmaenne oT 40 1o 60% na AUC u moBede oT 25% Ha Ciax B CPABHEHHE ¢ MJIQ/IH MTAIIUCHTH.
EdexThT Ha BB3pacTTa BhpXY KCIO3UIMATA Ha JJa0UraTpaH e MOTBhp/IeH oT poyuBaHeTo RE-LY ¢
oko0110 31% Mmo-BUCOKO HMBO Ha Hal-HUCKATa KOHIEHTPALUs 3a UHAUBUAN =75 TOAUHU U € OKOJIO 22%
MO-HUCKO HUBO HA Hal-HUCKATa KOHUEHTPALUS PU UHAUBUAN <65 TOJUHU B CPABHEHUE C UHIUBUIU
Mexay 65 u 75 ronuau (BX. ToukH 4.2 u 4.4).

YepnoopobHo HapyweHue
He ce HabmoaBa mpomsiHa B €KCTIO3UITUATA HA Ja0UTaTpaH npu 12 BB3pacTHU MAMEHTH C yMepeHa
yepHOApoOHa HenoctaThyHOCT (Child Pugh B) B cpaBHenue ¢ 12 koHTposn (BXk. Touku 4.2 u 4.4).

Tenecno meano

Haif-HrckuTe KOHIIEHTpAITUU Ha naduraTtpan ca okoiio 20% Io-HUCKY MPH BH3PACTHU TAITUEHTH C
testecHo Terio >100 kg B cpaBuenue ¢ 50-100 kg. MuosunctBoTo (80,8%) 0T MHOAUBUIUTE Ca B
kateropusta >50 kg u <100 kg, 6e3 ycraHoBeHa sicHa pa3nuka (BK. Touku 4.2 u 4.4). [Ipu Bp3pacTHH
MAIMEHTH C TeecHO Tersio <50 kg KITMHUYHNUTE JAaHHU ca OTPaHUYCHH.

Ilon
Ekcno3uiiusita Ha akTUBHOTO BELIECTBO B MPOYYBaHUATA 32 IbpBUYHA NpeBeHIMsA Ha VTE e okoio
40% 1o 50% mo-BHCOKa MPH MALMEHTH OT KEHCKH I10JI, HO HE CE MPernophyBa KOPEKIUsI Ha J03aTa.

Emnuuecku I’lDOI/l3X00

Hsma KTMHUYHO 3HAYNMU MCXKAYCTHUYCCKHU pa3jindyud MEXKIY MAMUCHTH OT €BpOIICUIHaTa paca,
MainuceHTH C a(l)pO—aMepI/IKaHCKI/I, JIATUHO-aMCPHUKAHCKHU, ATTOHCKU 1 KHUTaNCKHU nmpousxon mo
OTHOIICHHUEC Ha (bapMaKOKI/IHeTI/IKaTa n (l)apMaKOZ[I/IHaMI/IKaTa Ha ):[a6I/II‘anaH.

Ileduampuuna nonyrayus

[Ipu nepopanHo npuiloKeHNE HAa Aa0UraTpaH eTeKCHiaT, Cliopesl ONpeeNieHNs] B IPOTOKOIIA
aNTOPUTHM 32 J03UpaHe, EKCIO3UIIIATA € B paMKUTE Ha Ta3W, HAOII01aBaHa TPU BB3PACTHH C
DVT/PE. CoopuusiT ananu3 ot hapMakOKHHETHYHH JaHHU oT npoyuBanusta DIVERSITY u
1160.108 mokasBa, 4e CpeAHUTE TEOMETPUYHN Hal-HUCKU eKcro3unuu ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml crotBeTHO 1pu 0 10 <2-roammrHy, 2 10 <12-rogumHu u 12 1o <18-roaunrHu
nenuarpyuyHu namnueHty ¢ VTE.

(Da'pMaKOKI/IHeTI/I"IHI/I B3aPIMO)1€I>iCTBPIH

In vitro poy4YBaHUs 32 B3aMMOJICHCTBUATA HE MOKA3BAT MHXUOWPAHE WM WHIYIIMPAHE Ha TJIaBHUTE
n30eH3UMH Ha IuToxpoM P450. ToBa ce mOTBBpKAaBa OT in Vivo IPOYUYBAHUS C YYACTHETO HA 3/IPABH
JIOOPOBOJIIIN, KOUTO HE TIOKa3BaT B3aMMOJEICTBHE MEX/Ty TOBA JICUEHUE U CIIETHUTE aKTHBHU
BemiectBa: atopBactatud (CYP3A4), nurokcuH (B3anMoneicTBe ¢ TpaHcnopTaus P-gp) u
mukinodenak (CYP2C9).

5.3 IlpeakJMHUYHU AAaHHM 32 0€30MACHOCT

HexnmHuuHuTe 7aHHU HE MOKa3BaT 0COOEH PHUCK 3a XOpa Ha 0a3aTa Ha KOHBEHIIMOHAJTHUTE
(hapMakoJIOrHYHY MTPOYYBAHUS 32 OE30MACHOCT, POYYBAHUS 32 TOKCUYHOCT IMPY MHOTOKPATHO
IIpWJIaraHe ¥ FTEHOTOKCUYHOCT.

Edexrure, HaOnro1aBaHK B IPOYYBaHUITA 32 TOKCHYHOCT MTPU MHOTOKPATHO TPHIIATaHe, Ce JbIDKAT
Ha 3aciiieHus papMakoAMHaMU4eH e(heKT Ha JaburaTpas.

Edexr Bbpxy epTunmnTeTa Npu )KEHCKH KUBOTHH € HaOoAaBaH oA (opmara Ha HaMassiBaHE Ha
Opos Ha UMIUIAHTAIIUKUTE W TIOBUIIABaHE HA MPEeIUMILIAaHTAIOHHKTE 3aryou mpu gpo3a 70 mg/kg
(5-KpaTHOTO HHMBO Ha MJIa3MeHa eKCIIO3UIIMS TpY HaruenTH). [Ipu 1031, KOUTO ca TOKCHYHU 3a
Mmaiikure (5- 10 10-KpaTHOTO HMBO Ha MIa3MEHa EKCIO3ULMS MPH NAMEHTH), IPU TUTHXOBE U 3alLU
ce HaOJII01aBa HAaMAJIIBaHE Ha TEJIECHOTO TEIJIO U JKU3HECIIOCOOHOCTTA Ha (heTyca, 3aeaHO C
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MOBHINIABaHE HA (DeTATHUTE Bapualvi. B mpeHaTaTHUTE U MOCTHATAITHUTE IIPOYYBAHUS €
Ha0II0JaBaHO TIOBHINIaBaHE Ha ()eTaTHATa CMBPTHOCT NIPU 03U, KOUTO ¢4 TOKCHYHU 32 MAUKHUTE
(mo3a, cLOTBETCTBAINA HA 4 ITBTH TTO-BHCOKO HUBO HAa TUIa3MEHa EKCITO3UITHS OT HAOII0aBaHOTO TIPH
MAIAEHTH ).

B exno mpoyuBaHe 3a FOBEHWIHA TOKCHYHOCT IIPH IUIBXOBE OT Nopojaa Wistar CMBPTHOCTTa €
CBBbp3aHa ChC CHOUTHS Ha KbPBEHE MPH MOJOOHH HUBA HAa EKCIIO3HIIUS, IPU KOUTO € HAOII01aBaHO
KBPBEHE TP B3paCTHUTE )KUBOTHH. CUuTa ce, ue KaKTo IPHU Bb3PACTHUTE, TaKa U IIPU MIIAUTE
IUTbXOBE CMBPTHOCTTA € CBbP3aHa ChC 3aCHiIeHaTa (papMaKoJIOTHUHa aKTUBHOCT Ha 1adUraTpaH BbB
BpB3Ka C YIPAKHIBAHETO HA MEXAHUYHH CUJIM [10 BpEME Ha MPUJIATAHETO U TPETUPAHETO. JJaHHHUTE OT
IIPOYYBAHETO 3a FOBEHUJIHA TOKCUYHOCT HE ITOKa3BaT HUTO MTOBUIIEHA YyBCTBUTEIHOCT KbM TOKCUYHU
NPOSIBH, HUTO TOKCUYHOCT, Clie[(pUIHA 32 FOBEHUIHU KUBOTHHU.

JBarocpoyHrTe TOKCHKOIOTHYHY ITPOYYBAHUS NPY TUTHXOBE M MUIIKM HE ITOKA3BaT JaHHU 32
TYMOPOTEHEH IMOTeHIMAall Ha fadurarpas a0 Makcumanau 1o3u 200 mg/kg.

JaburaTpaH, akTHBHATA YacT OT 1a0UTraTpaH eTeKCUIIaT ME3UJIaT, € YCTOWYHB B OKOJIHATA CpPejia.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BeNIECTBA

KancysHo cbabpxumMo
Bunena kucenuna
Apabcka ryma
Xunpomenosa

Humernkon 350

Tanx
XUIPOKCUIIPOITMIILIENTYII03a

ChbcTaB Ha KancyJaTta
Kaparenan

Kanues xnopun
TuTaHOB TUOKCU]T
Xumpomenosa

YepHo IMeYaTHO MACTHIIO
IIemmak

YepeH kene3eH OKCuz
Kanues xunpokcun

6.2 HecnbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha roaHOCT

Bimcrep u 6yTmika

3 roguH"

CJ'IC,Z[ OTBApsHC Ha 6YTI/IJ'IKaTa, JICKAPCTBCHUAT HNPOAYKT TpH6Ba Ja C€ U3I0J13Ba 00 4 MeEcena.
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6.4 Crhenuananm yca0BHS HAa CbXpaHeHHe

baucrep

I[a CC CbXpPaHsABa B OpUTHMHAJIHATA OITAKOBKA, 34 J1a CC MpCAIa3u OT BJjiara.

ByTtuika

[la ce cbxpaHsaBa B OpUTMHAIHATA OMAKOBKa, 3a Ja C€ MPEANa3y OT Biara.
CexpansBaiiTe OyTHiIKaTa ITHTHO 3aTBOPEHA.

6.5 Bwuau cbabpaxaHue HA OMAKOBKATA

Ilepdopupanu amymuHreBr 6IuCTepH ¢ eauHUYHH 103U OT 10 x 1 TBBpAM Kancynu. Beska kaproHeHa
omakoBka cpabpka 10, 30 niau 60 TBBpAM Kancyu.

[lepdopupanu amymuaneBr 6enu Onucrepu ¢ ennHUYHA 4031 oT 10 X 1 TBBpan Kancymu. Beska
KapTOHEHa ONaKoBKa Chabpxka 60 TBBPIU KaICyIH.

ITomumnponuneroBa OyTriika, chabpxaria 60 TBEPIN KaICyJd, C Kalladka Ha BUHT.
He Bcuuky BuOBE ONaKoBKH Morar Aa ObAaT IyCHATH Ha Ia3apa.
6.6 CrnenuanaHu npeana3Hu MepKHU NPH U3XBbPJisiHe U padoTa

[Ipu u3Baxknane Ha Pradaxa xancynu oT GiMcTepHaTa onakoBKa TpsiOBa Aa ce cra3BaT CICIHHUTE
YKa3aHUs;:

Bcsika karicyna TpsOBa j1a ce oT/elns ot oaucTepa no nephopupaHara JHHUS.

donnoTo Ha GiiucTepa TpOBa J1a ce OTJICIH, ClIe/l KOSTO KallcyyaTa MOXe Jla Ce N3BaJIu.
TBbpaUTE Karcyyiu He TPSIOBA 1a ce u30yTBaT Mpe3 OJIMCTEPHOTO POJIHO.

BrnucreproTo ¢onmo TpsidBa 1a ce oTIIenBa caMo KOraTo € HeoOX0AUMO Jia ce IpreMe TBhp/Ia
Karncyna.

[Ipu n3BakgaHe Ha TBBbPAA KalcyJia OT OyTwikara TpsiOBa Jla ce cla3Bar CICIHUTE YKa3aHUs:

o Kamaukara ce oTBaps upe3 HaTHCKAaHE U 3aBbpTaHe.
o Crnen 3BaKJaHe HA Karcyjara oT OyTWIKaTa KalaykaTa BeHara TpsiOBa Jia ce OCTaBH
00paTHO 1 OyTHIIKaTa J]a Ce 3aTBOPH ILTHTHO.

HewunsnonsBanusT nexkapcTBeH NPOLYKT WM OTHaIbYHUTE MaTEpUalld OT HETro TPsiOBa J1a ce U3XBBPIIST
B CbOTBETCTBHE C MECTHUTE U3UCKBAHMSI.

7. NPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Str. 173

55216 Ingelheim am Rhein
T'epmanus
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/08/442/001
EU/1/08/442/002
EU/1/08/442/003
EU/1/08/442/004
EU/1/08/442/017

9. JATA HA TbPBO PA3SPELHIABAHE/IMTIOJHOBSIBAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

[Jara na mepBo pazpemanane: 18 mapt 2008 .

Jata Ha mociemxno noxHoBsiBane: 08 sHyapu 2018 1.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpoOHa nHpOpMans 3a TO3H JEKApPCTBEH MPOAYKT € MPeI0CTaBeHa Ha yebcalita Ha EBponeiickaTta
areHITus 10 JeKapcTBaTa http:// www.ema.europa.eu/.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 110 mg TBBbpAM Kancynu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska tBbpaa xancyna ceabpka 110 mg gaburarpan erekcunar (dabigatran etexilate) (kaTo
ME3HJIaT).

3a IIBJIHMSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpaa Kamncymna

Kamncynu cbe cBETIIOCMHBO HEMPO3PAYHO Karadye U CBETIIOCHHBO HENTPO3PavyHO TSUIO0 ¢ pasmep 1
(mpubnm3urenHo 19 X 7 mm), HATBIHEHO ¢ KBJITEHUKABH NeneTy. Kamnavero e mammnoBaHo cbe
cuMBoIIa Ha kommanusta Boehringer Ingelheim, a tsoTo — ¢ ,,R110%.

4. K/IMHUYHU JAHHHU
4.1 TepaneBTHYHHN MOKA3ZAHUS

[IbpBUYHA TpeBeHITUS HA BeHO3HH TpoMmboeMOomunan crouTusi (VTE) npu Bb3pacTHU MallueHTy,
II0JUI0’KEHU Ha IUIAHOBO LISJIOCTHO NPOTE3UpaHe Ha Ta300epeHa cTaBa Wil LSUIOCTHO [IPOTEe3UpaHe
Ha KOJITHHA CTaBa.

[IpeBeH1¥st HA MO3BUYECH WHCYJIT M CUCTEMEH eMOOITM3bM NIPU BB3PACTHH MAIUCHTH C HEKIIAITHO
npeacspaHo mbxaeHe (NVAF) ¢ enun ninm nosede puckoBu (GakTOpH, KaTo MPeIIecTBal] MO3bUCH
MHCYJIT MJIM TIpexoaHa ucxemuuHa araka (TIA); Bb3pact >75 roguHu; chpaeyHa HEI0CTAThYHOCT
(xmac mo NYHA >II); 3axapen qua0eT; XUMEepTOHMS.

Jleduenue Ha npnO0Ka BeHo3Ha TpoMO03a (DVT) u 6enoapoden embonuzsM (PE), kakTo 1 npeBeHIus
Ha peuuavsy Ha DVT u PE npu Bb3pacTHU NallMEHTH.

Jleuenue va VTE un npesennus Ha peuuausupany VTE npu nequaTpuyHy NaUMeHTH OT PaXKAaHETO
1o mox 18-ronurmrHa BB3pacT.

3a cpo0pa3eHu ¢ Bb3pacTTa 030BH (HOpMH BUKTE TouKa 4.2.

4.2 I[osnpomca N HAYMH HA NPUJTOKECHUEC

gOSH[)OBKa

Pradaxa kancynu Moxe Ja ce M3I0J13Ba IPU Bh3PACTHU U MEeIUATPUYHU HAIIMEHTH Ha 8-TOIHUIIHA
BB3PaCT WM MO-TOJIEMH, KOUTO Ca CIIOCOOHH Jia MOTTBIIAT Karcynute 1einu. Pradaxa oOBuTH rpanyiiu
MOJKE J1a C€ M3I0JI3Ba NpH Jela o 12-rouiinHa Bb3pacT, aKo Te ¢a CIIOCOOHH J1a MOTThIIAT MeKa
xpaHa. Pradaxa npax u pa3TBOpHTEII 3a IIepopajicH pa3TBoOp TpsOBa jJa ce M3I0/I3Ba caMo IIPH Jella Ha
BB3pacT mox 1 roguna.

Koraro ce nmpemMuHaBa OT e/[Ha JieKapCTBEHa (popMa Ha Jpyra, MOXKe Jla € He0OXO0AUMO Jia Ce MPOMEHH

no3ara. Jlozara, nocoueHa B TabnuIaTa 3a J03MpaHe 3a ChOTBETHATA JIeKapcTBeHa Gopma, TpsioBa 1a
ce MpeJIKcBa CIope]] Bb3pacTTa U TEJIECHOTO TETJIO Ha JETETO.
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ITvpeuuna npesenuus na VIE npu opmoneduuna xupypaus

[IpenopbunTenHUTE 03U JaOUTATPaH ETEKCUIIAT M MPOIBIDKUTEIHOCTTA Ha TEparusITa 3a MbpPBUYHA
npesennus Ha VTE npu opronennyna Xxupyprus ca nokasanu B Tabmuma 1.

Tab6anna 1:

npeseHuust Ha VIE npu oproneauyHa Xupyprust

l'[penopmm 3a 103MPOBKaTa U NPOABLJIKUTEC/IHOCT HA TepanusATa 3a IbPpBUYHA

HaI_[I/IGHTI/I, KOHWTO IIOJIy4daBaT
ChIIBTCTBAIIIO BepaHaMI/IJ'I*,
aMHOJapOH, XUHUIWNH

ITanmenTy Ha wiu Hax 75-roguIlHA
Bb3pacT

e/IHa KarcyJa oT
75 mg naduraTpan
eTeKCHIaT

BEJIHBXK JTHEBHO,
TPUETH IO/
¢dopmara Ha

2 Karcyyim OT
75 mg

HavaJjo na Hopabpxama | IpoabikuTesHOCT
JIeYEHUETO B JIeHsI HA | 1034, HA MPUJIOKEHNETO
onepanusTa, NPWIOKEHNETO | HA MOATbpKamaTa
1-4 yaca ciaen Ha KOSATO 1032
3aBBPIIBAHE HA 3amo4yna B
onepanusTa bPBHS IeH
cien
omepanusaTa
ITanmenTy cien mWIaHOBO 220 mg
MpOTe3npaHe Ha KOJISTHHA CTaBa naburaTpaH 10 jurm
[TarmmenTy cnes MIaHOBO €JlHa KarcyJa ot STCKOWIAT,
BEJIHBK JTHEBHO,
mpoTe3upane Ha Tazobenpena craBa | 110 mg naburarpan HpUETH 1101
€TeKCHIIAT (opmata Ha 28-35 uu
2 Kafcynu oT
110 mg
Ilpenopvuea ce namanasane na
dozama
[Naruentu ¢ ymepeno Ob0pevHO
yBpekaaHe (KpeaTHHUHOB KIIUPHHC 150 mg
(CrCL) 30-50 ml/min) Jlaburatpan 10 yrem
ETeKCHIIAT (npore3upane Ha

KOJISTHHA CTaBa) WIH
28-35 nam
(mpore3upaHe Ha
Ta300€eIpeHa cTaBa)

*HpI/I ManrueHTU C YMEpPCHO 6’1;6p6‘{H0 YBpECKAaHC HA ChII'BTCTBALIO JICHCHUC C BEPAIlAMUJI, BUXKTC

CrenuaiHy mOMmyJIaIim.

W nipu nBaTa Buja npore3upaHe, ako He € OCUTYPEeHa XeMOCTa3a, Ha4ajJoTo Ha JICYSHHETO TpsOBa 1a
0bJIe OTIIOKEHO. AKO JICUCHHETO HE € 3all0YHATO B JICHS Ha OIepaIusiTa, TO TpIOBa Ja 3allovHe ¢

2 KarcyJj BEAHDBXK JHEBHO.

Ouyenka na 6voOpeunama QyuKyus npeou U no epeme Ha Je4eHuemo ¢ 0aducamparn emeKkcuiam

[Ipu BcukK MaMeHTH 1 0cOOEHO B cTapyecka Bb3pacT (>75 roquHn), Tbid KaTo ObOpeyHOTO

YBpEKAAHC MOXKE J1a € YCCTO CPCIIAHO B Ta3U Bb3pacCTOBA I'pyIia:

o [Ipenu 3amouBaHe Ha JeueHHe ¢ JaOuraTpad eTekcuiaatr ObOpeunaTa GyHkuus TpsiOBa 1a Obae
OIIEHEHa upe3 u3uncisBaHe Ha kpearnHnHOBHS KimpbHC (CrCL), 3a 1a ce M3KIII0YaT MaueHTH
¢ Texxko 0bOpeuno yBpexaane (T.e. CrCL <30 ml/min) (Bx. Touku 4.3, 4.4 u 5.2).

° brOpeunara ¢yHkIus TpsOBa 1a ObJie OlIEHEHA ChIIIO M MPH ChbMHEHHMS 3a BJIOIIABaHE Ha
O0bOpeuHaTa QyHKUUS 110 BpEME Ha JICUCHUETO (HAIp. XUIIOBOJIEMHS, IEXUAPATALHS, U TIPH
CBITBTCTBAIIIA YIIOTpPeOa Ha HAKOH JIEKAPCTBEHHU MPOYKTH).

MeTtobT, KOMTO TpsIOBa J1a ce U3IMOII3BA 3a olleHKa Ha ObOpeunaTa pyukuus (CrCL B ml/min), e

metoabT Ha Cockcroft-Gault.
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[Iponycuama 0o3sa

HpenoquBa C€ a CC MPOABIKH C OCTAHAIINTE €KCAHEBHU 103U lla6I/II‘anaH C€TCKCHJIAT IO CHhIIOTO
BpEMC Ha CjicABalius JACH.

He tpsa6Ba na ce npuema JqBoiiHa 1032, 3a 1a c€ KOMIIEHCHPAT MPOITyCHATUTE HHIUBUAYAIHU JT03U.

[pexpamseane Ha npuema Ha 0abuzamparn emexKcuiam

JledenueTo ¢ maburaTpaH eTeKcuiaT He TpsAOBa J1a ce MpeKbeBa 0e3 Iekapcku cbBeT. [lannentuTe
TpsOBa J1a ObJIaT MHCTPYKTUPAHH J]a C€ CBBPIKAT C JIEKYBaIIMs JIEKap, aKO Pa3BUAT CTOMAIIHO-YPEBHH
CHUMITTOMH, KaTO TUCTIETICHS (BXK. TOUKa 4.8).

HDOM}ZHCI HA jedyeruenio

[IpemMuHaBaHe OT NeueHHe ¢ qabUraTpaH eTeKCHIAT KbM MapeHTepalieH aHTHKOATyJIaHT:
[IpenoppuBa ce n3uakBaHe OT 24 yaca cie ocjeHara 103a [peay peMruHaBaHe OT Jaburatpas
eTeKCHJIaT KbM NapeHTepajieH aHTUKOAaryJanT (BX. Touka 4.5).

[IpemMuHaBaHe OT JieueHHE C MApEHTEPATICH aHTHKOATyJIaHT KbM Ja0UraTpaH eTeKCHIIAT:
[lapeHTepamHUAT aHTUKOATYJIaHT TPsIOBa J1a ce IPEKbCHE U Ja Ce 3arl0yHe Ja0uraTpaH eTeKCHiaT

0-2 gaca mpeau 4aca, Ha3HAUCH 3a MPUEMAHETO Ha CJIC/IBAIATA J103a OT AITEPHATUBHOTO JIEKAPCTBEHO
CpPEZCTBO, WIU MPH MPEKpaTsBaHe Ha JICYSHUETO, B CIy4ail Ha HeMPEeKbCHATO JieueHue (Harp.
HedpakuroHupan naTpasenosex xenapud (UFH) (Bx. Touka 4.5).

CI’ZGI/[UCZJZHM nonyaauuu

bvbpeuno yspeocoane

JledenueTo ¢ maburaTpaH eTeKCHUIaT MPH MAUEHTH C TEKKO OBOPEUHO yBpeKIaHe
(CrCL <30 ml/min) e mpoTuBONOKa3aHo (BX. Touka 4.3).

[Tpu nanmentu ¢ ymepeno 660peuno yBpexaane (CrCL 30-50 ml/min) ce mpernopbuBa HamalsiBaHE Ha
no3ara (Bxk. Tabmura 1 mo-rope u Touku 4.4 u 5.1).

Cvnvmemesawa ynompeba Ha 0abucampan emekcuIam u ciadu 00 ymepeHu uHXubumopu Ha
P-enuxonpomeuna (P-gp), nanp. amuooapon, XuHuOUH Uiy 8epanamii

Jo3ara Tps0Ba 1a 6b/e HaMaeHa, KakTo € Moco4YeHo B Tabmuua 1 (Bxk. cpiio Touku 4.4 u 4.5). B To3u
CITy4aii, JaburaTpaH eTeKCHIIaT U Te3U JIEKapCTBEHH MPOIYKTH TPsOBa Aa ObIaT MPUEMaHH 0 €HO U

ChIIO BpEME.

[pu nanmenTy ¢ ymepeHo ObOPEYHO YBpEXKIaHE U CHITBTCTBAIIO JIEKYBAaHU C BepaIraMIl, 103aTa Ha
JaburaTpaH eTeKcuaT TpsOBa Jja ce Hamalu 10 75 mg AHeBHO (BX. Touku 4.4 u 4.5).

Cmapuecka év3pacm

[Tpu manmeHTH B cTapyecka Bb3pacT >75 roAnHU ce IpernopbyBa HaMaJIsIBaHe Ha J103aTa (BXK.
tabnuma 1 no-rope u Touku 4.4 u 5.1).

Tenecrno mezno
Mma MHOTO OTpaHWYCH KIIMHUYCH OTHT C MPETOPBhUNTETHATA TO3UPOBKA MIPH IMAIIMEHTH C TEIECHO
teryo <50 kg unmu >110 kg. Karo ce umar npeBu/| HAIMUYHUTE KIMHAYHA U KHHETUYHY JaHHH,

KOPEKIIHsI Ha JI03aTa He € HeoO0XxoauMa (BXK. ToYKa 5.2), HO ce pernopbhbiyBa BHUMATEITHO KIIMHUYHO
HaOmoneHne (BXK. Touka 4.4).
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Ilon
He ce nanara xopurupaHne Ha jo3ata (BX. Touka 5.2).
Tleouampuuna nonyrayus

Hsama croTBeTHA yHOTpe6a Ha ):[a6I/IFanaH CTCKCWJIAT B ICANATpUIHATA ITOITyJIalvs 3a IIOKa3aHUCTO
IIbPBUYHA NPCBCHIMA HA VTE IIpU ManrueHTHU, KOUTO Ca Oounmn IIOJJIOKCHH Ha IIJIaHOBO IISJIOCTHO
IIPOTE3UPAHEC HA Ta306e11peHa CTaBa WJIU OAJIOCTHO MMPOTE3UPAHE HA KOJIIHHA CTaBa.

Ilpesenyus na mo3vuen uncynm u cucmemen emboausvm npu ev3pacmuu nayuenmu c NVAF ¢
eOuH unu nogeue puckosu paxmopu (SPAF)

Jleuenue na DVT u PE, kakmo u npesenyus na peuuoueu na DVT u PE npu ¢v3pacmuu
nauuenmu (DVT/PE)

IIpenoprunTenauTe 1031 naburarpan etexkcuiar npu nokazanusata SPAF, DVT u PE ca mokaszanu B
Tadmmna 2.

Ta6auna 2: Ilpenopbku 3a no3upoBkata npu SPAF, DVT u PE

IIpenopbka 3a 103UpoBKaTa

HpeBeHLII/IH Ha MO3BYCH MHCYJIT U CUCTCMCH

eMOO0IM3bM MIPH BB3PACTHH MAIHEHTH C
NVAF c eaun nnm noBeue puckoBu GakTopu
(SPAF)

300 mg naburaTpaH eTeKCHIAT, IPUEMaHH KaTo eaHa
karicyna ot 150 mg aBa mbTH THEBHO

Jleuenune na DVT u PE, xakto u npeBeHuus
Ha peuunuu Ha DVT u PE npu Bb3pactHu
naruedt (DVT/PE)

300 mg naGuraTpaH eTeKCUIaT, IpUEMaHH KaTo eaHa
karicyna ot 150 mg aBa mbTH THEBHO, Clle] IEYECHUE C
MapeHTEPATICH aHTUKOAryJIaHT B MPOIBIDKEHNE Ha
Hal-MaJko 5 1HU.

Ilpenopvusa ce namanaeane Ha 0ozama

[Tanmentn Ha BB3pacT >80 ToauHN

HaHI/IeHTI/I, KOHMTO IIpUE€MaT CbIIbTCTBAIIO
BCpamaMuil

JueBHa no3a 220 mg naburarpan eTeKcuiar,
IpreMaHa KaTo efHa karncyinia ot 110 mg asa neTi
JTHEBHO

Tpaoea oa ce 06cvou namansagane Ha
odozama

[TanmenTH Ha BB3pacT Mexy 75-80 roauHM

[Naruentu ¢ ymepeHo OBOPEYHO YBpEKIaHE
(CrCL 30-50 ml/min)

[arueHTH ¢ racTpUT, €30(aruT UK
ractpoe3odareaneH pequrykc

Jpyry nanyeHTy ¢ MOBUIIEH PUCK OT
KbpBEHE

TpsidBa na ce u3depe nHeBHa m03a 300 mg min 220 mg
naburarpaH eTekcuiar, Oasupaiku ce Ha
WHMBHIyaJTHATA OIICHKA Ha TPOMOOEMOOIMYHUS PUCK
" pUCKa OT KbPBCHE

3a DVT/PE npenopbkara 3a npuiarade Ha 220 mg gadurarpaH eTeKCuIaT, IpueMaHn KaTo eiHa
karcyna ot 110 mg aBa mbTH IHEBHO, C€ OCHOBABa HA (apMaKOKUHETHYHU U (papMaKkoAWHAMUYIHA
aHAJIM3H U HE € IPOYYBaHa B KIIMHUYHHU ycloBUsl. BukTe no-nomy u touku 4.4, 4.5, 5.1 u 5.2.

B cnyuait Ha HEOHOCHMOCT KbM Ja0UraTpaH €TeKCUIIaT HallMeHTUTe TpsOBa 1a Obaar
WHCTPYKTHPAHU J1a Ce KOHCYJITHPAT BeIHATA C JISKYBaIIHsI CH JIeKap, 3a Jia O'bje MpeInpuero
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MPUEMITBO AITEPHATUBHO JICYCHHUE 32 MPEBEHITNA Ha MO3bUEH HHCYIIT U CUCTEMEH EMOOIIN3bM,
ACOIIMUPAHHU C MPEACHPIHO MBxkeHe, win 32 DVT/PE.

Ouyenka na 6vopeunama GyuKyus npeou U no epeme Ha Je4eHuemo ¢ 0aducamparn emeKkcuiam

[Ipu BcHuKK MaMeHTH 1 0cOOEHO B cTapyecka Bb3pacT (>75 roagunn), Tbid KaTo O6bOpeyHOTO
yBpEKIaHe MOJKE JIa € YeCTO CPEIaHoO B Ta3M Bb3PacToOBa Ipyma:

[Ipenu 3amouBaHe Ha jeueHHUE ¢ AadUraTpaH eTeKcuiar ObopeuHara GyHKIMs TpsiOBa 1a Obe
OLICHEHA Ype3 U3unciisiBane Ha kpeatnanHoBus KiupbHC (CrCL), 3a 1a ce M3KITIoYaT NaueHTH
¢ Texko 0p0peuHo yspexaane (T.e. CrCL <30 ml/min) (Bx. Touku 4.3, 4.4 u 5.2).

brOpeunara GpyHKIms TpsiOBa Aa ObJie OIIEHEHA CHIO M IIPH CHbMHEHUS 32 BIIOLIaBaHE HA
O0b0peuHara GyHKIUS 110 BpeMe Ha JISYeHUETO (HaIp. XUIIOBOJIIEMUS, IEXHUIPATaIus, U TPH
CBHITHTCTBAINA YIIOTpeda Ha HAKOH JIEKAPCTBEHHU MPOIYKTH).

JlomrbITHUTETHY W3UCKBAHIS TIPY TIAITUEHTH C JIEKO J0 YMEPEHO ObOPEUHO YBpEKIaHE U MPH
MalMeHTH Ha Bb3pacT Haj 75 TOJIMHMU:

ITo BpeMe Ha jieueHue ¢ AadUraTpad eTeKcuinar ObopeyHara GyHKIMs TpsiOBa 1a Obie
OIICHSIBaHA HA-MaJIKO €IVH BT TOJIUIIHO WU ITO-YECTO, P HEOOXOIUMOCT, B OIIPEIEIICHN
KIIMHUYHU CUTYallMH, KOTaTO UMa ChbMHEHUS, 4ye OhOpedHaTa QPyHKIUS MOXKE JIa C€ TIOHIKU WA
Ja C€ BJIOIIN (Hanp. XHUIIOBOJIEMUS, AEXUAPAaTallsd, KaKTO U IIPU CBITbTCTBAlla yHOTpe6a Ha
HSIKOM JIEKAPCTBEHU TIPOIYKTH).

MeToabT, KOMTO TpsAOBA J1a Ce U3IOJI3BA 3a OllcHKa Ha ObOpeunara pyHkius (CrCL B ml/min), e
metoasT Ha Cockeroft-Gault.

Ilpoovicumennocm Ha ynompeba

[IpoawsmwxurennocTTa Ha ynorpedara Ha nadburarpan erekcuiat npu nokazanusita SPAF, DVT u PE e
NoKa3aHa B Tabnuna 3

Ta6amna 3: Ilpoabaxutennoct Ha ynorpeba npu SPAF u DVT/PE

IMoka3zanue | IIPoaB/EKATETHOCT HA yIOTpeda

SPAF Jleuennero TpsiOBa 11a € ABIATOCPOUHO.

DVT/PE IIpoabmKUTETHOCTTA HA JICICHUETO TPSIOBA J1a CE ONPEAeIIsT HHINBUIYATHO CIIEI

BHUMATEITHA OIIEHKa Ha I10J13aTa OT JICUEHUETO CIPSIMO PHCKA OT KbPBEHE (BXK.
Touka 4.4).

Kpatkocpouno neuenue (Haii-mMainko 3 mecera) TpsiOBa Jja ce mpoBexX/1a Ipu
HaJIMYMe Ha PEXOJTHU PUCKOBH (pakTopH (Harp. CKOPOLIHA XUPYprUYHa OTepaLus,
TpaBMa, 00e3BIKBAHE), a O-NPOABKUTEIHO JICUEHHE — IIPU TPAHU PUCKOBU
(hakropu win uanonarnyHa DVT wunu PE.

[Iponycuama 0o3sa

[IponycHara 1o3a naburaTpaH eTeKCHIAT MOXKeE Jia ce preMe JI0 6 yaca mpenu cieBaiiara
npennucana go3a. [Ipu mo-manko ot 6 yaca 10 BpeMeTO Ha Clie/IBaIlisi IPUEM, ITPOITyCHATaTa 103a He
TpsiOBa J1a ce mpuema.

He TpH6Ba Ja c¢ npucma HBOﬁHa A034a, 3a 1a C€ KOMIICHCHUPAT NPOIMYCHATUTC UHAWBHUAYAJIHU JO3HU.

Ilpexpamsasane na npuema na 0616112611’7’117(11-! emexkcuaam

JledeHnueTo ¢ naburaTpaH eTeKCHIaT He TPsAOBa Jla ce MPeKbcBa 0e3 JIeKapcKu chBeT. [lannenTuTe
TpsiOBa Ja 0BT MHCTPYKTUPAHH JIa CE€ CBBPKAT C JICKYBAIIH JIEKap, aKO Pa3BUAT CTOMAITHO-YPEBHU
CHUMITTOMH, KaTO TUCTIETICHS (BXK. TOUKa 4.8).
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HDOM}ZHCI HA jedyeruenio

[IpemuHaBaHe OT JIeUeHHE C JaAOUTATPaH ETEKCHIIAT KbM MMapeHTepalieH aHTUKOAaryJIaHT:
[IpenoppuBa ce n3uakBaHe oT 12 yaca cief mocjenHara 103a Mpeay peMuHaBaHe OT Jaburatpas
eTeKCHJIaT KbM MapeHTepajieH aHTUKOAaryJanT (BX. Touka 4.5).

[IpemMuHaBaHe OT JieueHHE C MapEeHTEpalICH aHTHKOAryJIaHT KbM JaOuraTpaH eTeKCHIaT:
[lapeHTepamHUAT aHTUKOATYJIaHT TPsIOBa J1a ce IPEKbCHE U Ja Ce 3aroyHe Ja0uratpaH eTeKCHiIaT

0-2 gaca mpeau 4aca, Ha3HAUCH 3a IPUEMAHETO Ha CJIC/IBAIATA J103a OT AITEPHATUBHOTO JIEKAPCTBEHO
CpPEZCTBO, WU MPH MIPEeKpaTsBaHe Ha JICYEHHETO, B CIydail Ha HEMPEKbCHATO JieueHHe (Harp.
HedpakuroHupan naTpasenosex xenapud (UFH) (Bx. Touka 4.5).

[IpemuHaBaHe OT JIeUeHHE ¢ JaAOUTATPaH €TEeKCHIIAaT KbM aHTaroHucTr Ha BUTaMuH K (VKA):
MowmeHTsT Ha 3anouBaHe Ha VKA Tps6Ba na ce kopurupa cupsimo CrCL kakro ciensa:

. CrCL >50 ml/min, mpuemsbT Ha VKA TpsiOBa na 3amouHe 3 JHU Npean NPEKbCBAHETO HA
naduratpaH eTeKCHiIaT
o CrCL >30-<50 ml/min, npuembT Ha VKA Tpsi0Ba ia 3ani04He 2 AHU NpeId MPEKbCBAHETO HA

JlaburaTpaH eTeKCHUIaT

Toii KaTo naburarpaH eTeKCHIIAT MOJKE J1a MOBJIMsiEe HA MeXIIyHapoAHOTO HOPMAaJU3UpPaHO
crotHomeHue (INR), INR mie orpasu no-nobpe epexra Ha VKA enBa cien crimpaHeTo Ha qadurarpaH
eTeKcuiar 3a Hali-mManko 2 jaHu. Jlotoraea, INR croitHocTHTE TpsOBa Ja ce THIKYBaT C BHUMAaHHE.

IIpemunaBane ot neueHne ¢ VKA kbpM qaburatpan eTekcuiar:
[MpuemsbT HAa VKA TpsaOBa fa ce npeycranoBu. Jlaburarpan eTekcuiiaT MOXKe Jia ce TIpuiiara BeiHara

moM INR e <2,0.

Kapouosepsuo (SPAF)

HaLII/IeHTI/ITe MOrat Ja npoAbJIKAT NprueMa Ha ,I[a6I/IFanaH CTCKCUJIAT 11O BpEMC Ha KapAUOBCP3HO.

Kamemuvpna abrayus na npedcovpono mwvorcoene (SPAF)

Jluncsar JaHHH 3a JCYCHUCTO C ;[a61/1ranaH erexcmat 110 mg ABa I'bTU JHCBHO.

Tepxymanna xoponapna unmepsenyusi (PCI) cve cmenmupaune (SPAF)

[TarueHTH ¢ HEKTAITHO MPEACHPIHO MBXKICHE, KOUTO ca rnoanoxeHu Ha PCI cbe cTeHTHpaHe, Morat
Jia ObJIaT JIGKYBaHHU C Ja0WraTpaH eTeKCHIaT B KOMOMHAIIMS C TPOMOOILIMTHH aHTHATPETaHTH, CIIe]T
KaTo ce IMOCTUTHE XeMocTa3a (Bxk. Touka 5.1).

CI’ZGI/[UCZJZHM nonyaauyuu

Cmapuecka ev3pacm
3a mpoMeHH B Ji03aTa [IPU Ta3H MOITyJIalys BIKTE Tabiauua 2 mo-rope.
THayuenmu c puck om Kvpgene

[TanuenTH ¢ MOBHIIIEH PUCK OT KbpBeHE (Bk. Touku 4.4, 4.5, 5.1 u 5.2) Tps6Ba na 6baaT CTPOTO
KJIMHAYHO MOHUTOPHPAHH (CcJIe/ieHe 3a MPU3HAIM Ha KbpBeHe U aneMusi). KopurupaHne Ha jo3ara
TpsiOBa Jia ObJie peIIeHo 10 YCMOTpPEH e Ha JICKYBaIIus JIeKap, clie]l OlleHKa Ha ChOTHOLICHUETO
N0JI3a/pUCK 32 KOHKPETHHS NMalMeHT (Bk. Tabumna 2 no-rope). Koarymanuonen tect (Bx. Touka 4.4)
MOXe€ J]a TOMOTHE 33 WAECHTH(UIIMpaHe Ha MAIMEHTHTE C TOBUIIEH PUCK OT KbPBEHE, IPUYMHEH OT
NpeKoOMepHa eKCTIO3UIHsl Ha aburarpad. Korato ce ycraHOBH npeKkoMepHa eKCITO3UIINS Ha
naburaTtpas, pY NallMeHTH C BUCOK PHCK OT KbpBEHE, Ce MPENopbhyBa MpUjlarane Ha HaMajeHa J103a
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220 mg, npueMaHa Kato eHa kancyia 110 mg na netu gHEBHO. [Ipy nosiBa Ha KITMHUYHO 3HAYUMO
KbPBEHE JICUEHHETO TPsIOBa Ja e MPEKbCHE.

ITopaau MOBHUIIEHHS PUCK OT CTOMAIITHO-YPEBHO KBPBEHE NP TAIMEHTH C TACTPHUT, €30(aruT HiIn
ractpoesodarnaneH pedurykc MOKe Jia ce OOMHCIHM HaMaJsiBaHe Ha j03aTa (BK. Tabmuia 2 no-rope u
Touka 4.4).

bvbpeuno yspeocoane

JledenueTo ¢ maburaTpaH eTeKCHIaT MPH MAIUEHTH C TEKKO OBOPEUHO yBpeKIaHe
(CrCL <30 ml/min) e mpoTHBOIOKa3aHO (BX. TouKa 4.3).

He e Heob6xommmo Kopurupane Ha 103aTa MpH MAIUeHTH C JIeKo ObOpevHo yBpeKaaHe

(CrCL 50-<80 ml/min). [Tpu nanuentu ¢ ymepena 060peuna HepoctarbaHocT (CrCL 30-50 ml/min),
npenopbUYuTeNHATa 1032 fadburarpan erekcuwiat e cbio 300 mg, npuemanu karo | kancyna 150 mg
JIBa ITbTH JHEBHO. BBIipexku TOBa, MpH NalMEeHTH C BUCOK PHCK OT KbpBEHE TPsOBa J1a ce 00OMUCIN
HamaJsBaHe Ha J03aTa nqaburatpa erekcuiar g0 220 mg, nmprueMaHu Kato eiHa karcyna 110 mg iBa
I'BTU THEBHO (BXK. TOUKHU 4.4 u 5.2). BHMMaTeTHO KIMHUYHO HAOMI0/IEHHE Ce MpenopbyBa Mpu
MaIeHTH ¢ OBLOPEUHO YBpEKIaHE.

Cvnvmemesawa ynompeba Ha 0abucampan emekcuIam u ciadu 00 ymepeHu uHXubumopu Ha
P-eruxonpomeuna (P-gp), Hanp. amuo0apor, XUuHUOUH Uiu 6epanamui

He e He0OX0IMMO KOPUTHpaHe Ha J03aTa IMPY CHITFTCTBAIIO TPUIOKEHHE C aMHOIAPOH MIIH XHHUIHH
(Bk. Touku 4.4, 4.5 u 5.2).

IIpenopbuBa ce HamanABaHe Ha J103aTa MPH MAIUEHTH, KOUTO IPUEMAT ChITHTCTBAIIO BEparaMul (BK.
tabnuia 2 no-rope u Touku 4.4 u 4.5). B TakbB cityyait naburatpaH eTeKCHiIaT U BeparaMul TpsioBa
Jla ce MpHeMar 10 €IHO U ChILO BpeMe.

Tenecno meano

He ce nanara xopurupane Ha Jo3ata (BX. TOUKa 5.2), HO ce IpenopbyBa BHUMATEIHO KIMHUYHO
HaOJIFOJIEHNE TIPH MAIUSHTH ¢ TelecHO Terio <50 kg (Bxk. Touka 4.4).

Ilon

He ce nanara xopurupane Ha jo3ata (BxX. Touka 5.2).

Ileduampuuna nonyrayus

Hsma croTBeTHa ynorpeba Ha JaburaTpaH eTeKCHIaT B eMaTpruyHaTa IMOIyJIalus 3a OKa3aHueTo
NPEBEHIINS Ha HHCYJIT B CUcTeMeH eMOon3bM nipu maruenTu ¢ NVAF.

Jeuenue na VTE u npeeenyusn na peyuousupawu VTE npu neouampuunu nayuenmu

[pu neyenne va VTE npu nenuatpryHy NalMeHTH JICYCHUETO TPsIOBa Jia ce 3all0YHe CIIe]T JICUCHHUE C
MapeHTepaIeH aHTUKOAryJIaHT B IPOIbIKEHUE Ha Hall-manko S5 auu. [Ipu npeBeHuus Ha
permauBupamu VTE neuenneTo TpsOBa aa ce 3amovyHe ciiel] MPeaIXx0IHO JICUCHIE.

JlaburaTpan eTekcuiar KarcyJiy TpsOBa J1a ce MpueMar JBa IIbTH THEBHO, €/IHA 7033 CYTPHUH U €/THA
J103a Beuep, NPUOIM3UTEIHO 0 €IHO U CHIIO BpEMe BCEKH JieH. IHTepBaTbT MeX 1Ly Jo3UTe TpsOBa J1a

€ KOJIKOTO ce Moske IT0-0sm30 10 12 4gaca.

[Ipenoppuntennara qo03a qadburarpaH eTeKCUIaT KarlcyJiu ce Ompeielis Bb3 OCHOBA HA Bh3PacTTa U
TEJIECHOTO TEIJI0 Ha IMal[MeHTa, KaKTO € IMOKa3aHo B Tabnuua 4. B Tabiaumara ca moka3aHy € JUHUYHUTE
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71034, KOUTO TpsiOBa Jla ce Ipuiiarar JiBa I’bTH THEBHO. Jo3aTa TpsiOBa 1a ce Kopurupa cropes
BB3PACTTa U TEJIECHOTO TETJIO C HAIIPEBAHETO Ha JICYCHUETO.

Ta6auna 4: Eaunnyna 103a 1auraTpaH eTeKcuiaaT, B MUJIUTpaMu (mg), criope/ TeJecHOTO
Teryio B Kjiorpamu (kg) u Bp3pacTra Ha MallMEeHTa B TOAUHH, KOSITO TPsi0Ba 1a ce
npujiara JBa NbTH JTHEBHO

Bb3pacT B ronmnun
8 1o 9m0 (1010 |11 1m0 |12 mo | 13 mo |14 mo
<9 <10 | <11 <12 | <13 | <14 <15

15 no
<16

16 no
<17

17 no
<18

KaTo ABe Kancynu 150 mg

71 no <81
unu
61 10 <71 YETHPH KaICylH 75 mg
51 no <61
En 220
=3 mg
2 41 no <51 xato ase Kancymu 110 mg
=
: 185
£ 3110<41 mg
3 KaTo eJlHa Kancyia 75 mg mioc eana kancyna 110 mg
g

26 o <31
%

21 no <26

e werm 10

03Haana, 4C MPCIopbKa 3a JO3UPOBKATAa HE MOXKC a 6’1:,[[6 JaacHa.

Ouyenka na 6vOpeunama yHKyUs npeou U no epeme Ha Je4eHuemo

[penu 3amoyBaHe Ha JIEYSHUETO TPSOBA Ja Ce ONPEACIN H3UKMCICHATa CKOPOCT Ha IIIOMEpYITHA
¢dwunrparus (eGFR) o dpopmynara Schwartz.

JleuenueTo ¢ aburaTpaH ETEKCUIIAT € MPOTHBONOKA3aHO TIPH MeanaTpudHu nauuenTtn ¢ eGFR
<50 ml/min/1,73 m? (Bxk. Touka 4.3).

[Maumentu ¢ eGFR >50 ml/min/1,73 m? Tpsi0Ba ia GbAT JEKYBaHU C 1032 CHIVIACHO Tabuuma 4.
[To Bpeme Ha teueHneTo ObOpeuHaTa GyHKIMS TPOBA Jja ce OICHSBA TP OTPE/ICIICHU KIMHIYHH
CHUTYaIllH, KOTaTo UMa CbMHEHHS, Ye ObOpeuHaTa QyHKIHs MOXKe Jla ce TIOHHMKH WIIH Jia CE BIIOIIN
(Hamp. XMIOBOJIEMHUS, IEXUAPATAIINs, KAKTO M IIPH CHITBTCTBAIIA YIOTpeOa Ha ONpeaeIeHH

JIEKapCTBEHU MPOAYKTH H Ip.).
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[Ipoovsicumennocm na ynompeba

IIpoabmKUTETHOCTTA HA JICICHUETO TPSIOBA J]a Ce ONpeness HHANBUAYATHO B 3aBUCHMOCT OT
OIICHKAaTa MoJ3a/pPUCK.

Ilponycuama 0osa

[IponycHara no3a naburatpaH eTeKCHIAT MOXKE Ja ce preMe 10 6 yaca mpeau cieaBaiaTa
npezanucada go3a. [Ipu ocraBaiu no-mainko ot 6 4aca 10 cieJBalys IpueM, IpoIlycHaTaTa 103a He
TpsiOBa Ja ce mprema.

B HukakbB ciaydail He TpsiOBa Aa ce mpuemMa JBOWHA 71033, 32 Ja € KOMIICHCUPAT MPOIyCHATUTE
WHAWBUYAIHUA JO3U.

HDeK'bCG(lHe HA jevyernuemo ¢ 0a6ueampaﬂ emexKkcuiam

JleuenueTo ¢ maburaTpaH eTeKCUIIAT He TpIOBa Jia ce MpeKbcBa 0e3 KOHCYITAIUS C JIeKap.
[TanuenTHTe WM OOTPHIKBAIIIUTE TH JIUIA TPSAOBA J1a ObIAT MHCTPYKTHPAHH J]a CE CBBPIKAT C
JIEKyBaIlUs JIeKap, aKo MAI[MeHTHT pa3BUe CTOMAITHO-YPEBHUA CUMIITOMH, KaTo TUCTeTnicHus (BK.
Touka 4.8).

HDOM}ZHCI HA jederuenio

HpeMI/IHaBaHe OT JICYCHUC C lla6I/II‘anaH C€TCKCUJIAT KbM MapCHTCPAJICH aHTUKOATr'yJIaHT:
HpenoquBa C€ Ia CC€ u34aka 12 gaca CJICA nocjieaHaTa 103a mpeau MpeMUuHaBaHE OT ;[a61/1ranaH
CTCKCUJIAT KbM MAPCHTCPAJICH aHTUKOAT'yJIaHT (B)K. TOYKa 45)

[IpemuHaBaHe OT JIeUEHHE C APEHTEPAIICH aHTHKOAr'yJIaHT KbM Ja0UraTpaH eTeKCUIIaT:
[TapeHTepaTHUAT aHTUKOATYJIAHT TPSOBA J1a C€ IPEKBCHE U JIa CE 3aI04HE Ja0UTraTpaH eTeKCUIIaT
0-2 gaca npenu yaca, onpesieicH 3a PUIOKEHUETO Ha MapeHTePaTHIS aHTUKOAryJIaHT, HiIH IPU
MPeKpaTsABaHe Ha JICUCHUETO, B CIydai Ha HEMPEKbCHATO JieueHue (Harp. HepaKIIMOHUPaH
unTpaBeHo3eH xenapud (UFH) (Bxk. Touka 4.5).

[IpemuHaBaHe OT JIeUeHHE C JaAOUTATpPaH €TEKCHUIIAT KbM aHTaroHucTr Ha BUTaMuH K (VKA):
[NanuenTure TpsiOBa na 3anouHaT npueM Ha VKA 3 1HM npenn NpeKbcBaHETO Ha Jadurarpan
€TEeKCHIIaT.

Tpif kKaTo maburaTpaH eTeKcuaaT MOXKe Ja MoBiIHsAe Ha MexXIyHapoIHOTO HOPMaTH3UPaHO
crotHomeHue (INR), INR e orpasu mo-moope edexkra Ha VKA ezBa cien cnupaHeTo Ha JaduraTpaH
eTekcuiar 3a Hail-manko 2 aau. Jlotorasa, INR croitHocTuTE TpAOBa 1a ce THIKYBaT C BHUMAaHHE.

IIpemunaBane ot teuenue ¢ VKA xbM gaburaTpan eTeKCHIaT:
[Ipuemst Ha VKA Tpsa6Ba na ce npeycranoBu. Jlaburarpan eTekcuiiaT MOXe J1a ce TIpuiiara BeHara

moM INR e <2,0.

Hauun Ha IPHUITOKECHUC

To3u nekapcTBEH MPOAYKT € 3a MEPOPATHO IPHII0KEHHE.

Kancynure morar a ce npuemar cbe wim 6e3 xpana. Kancynure Tpsa0Ba 1a ce MOTITBINAT 1EH C Jala
BOJIa, 33 Ja C€ YJIECHU AOCTUTAHETO UM J0 CTOMaxa.

[ManmenTure TpsiOBa 1a ObJAT MHCTPYKTUPAHU JIa HE OTBAPSAT KarcyJara, Thil KaTo TOBa MOXeE Ja
MOBHIIIY PUCKA OT KbpBeHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIporuBomokazaHus

o CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT MIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1
o Texko 660peuno yBpexaane (CrCL <30 ml/min) npu Bb3pacTHH NAIIMEHTH
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o e¢GFR <50 ml/min/1,73 m? npu neMaTpu4Hy MaUEeHTH

o AKTHBHO KIIMHUYHO 3HAYHMO KbPBEHE

o Jle3ust wiu ChCTOSIHUE, KOETO CE ONpeies KaTo 3Ha4uM PUCKOB (akTop 3a TOJIIMO KbPBEHE.
ToBa Mo’€ Ja BKIJIFOUBA HACTOSIIY WM CKOPOIIHU CTOMAIIHO-YPEBHU Pa3sI3BABaHUs, HATUUNE
Ha 3JI0KaYeCTBEHH HOBOOOPA3yBaHHUs C BUCOK PUCK OT KbPBEHE, CKOPOIIHO MO3BbYHO HJIIH
rppOHAYHO HapaHsBaHE, CKOPOIITHA MO3bYHA, TPHOHAYHA MM OYHA XUPYPTrUYHA HHTEPBEHIINS,
CKOpOIITHA BBTPEUYEPEIHA XeMOPArusi, U3BECTHN WIIM BEPOSTHHU BAPHUIM HA XPaHOIIPOBO/A,
apTEepUOBEHO3HM MaihOpPMaLlH, CbJJOBU aHEBPU3MHU HITH TOJIEMHU BbTPErpbOHAUYHH WIH
BBTPEMO3bYHHU CHJOBH aHOMAJIUU

o ChIbTCTBALIO JICYEHUE C HAKOU JPYTH aHTHUKOATYJIAHTH, HAIP. HeQPaKIIMOHUPAH XeNapuH
(UFH), xemapuH# ¢ HICKO MOJIEKYJTHO Teryio (€HOKCalapyH, JaidTenapiH U Ap.), IPOU3BOJIHU
Ha xenapuHa ((GoHJanapuHyKC U JIp.), aHTUKOAryJaHTH 3a IEPOPaHO NpuiIokeHue (BapdapuH,
puBapokcadaH, anukcabaH u Ap.), OCBEH B crieun(puuHu ycinoBus. ToBa ca ciaydanTe Ha
MpOMSHA Ha aHTHKOAryJIAaHTHOTO JiedeHne (Bk. Touka 4.2), korato UFH ce mpumnara B 103w,
HEOOXOMMH 3a IOAJbPIKaHE HAa OTBOPEH LIEHTPAJIEH BEHO3CH WIN apTepHaJIeH KaTeThbp, UK
xorato UFH ce mpuiara mo Bpeme Ha KaTeThbpHa abyanust Mpy NPeAChPAHO MBXIEHE (BK.

TouKa 4.5)

o YepHOIpOOHO YBpEKIaHE UITH YEPHOAPOOHO 3a00JIsBaHe, 32 KOETO C€ OYaKBa Jia uMa
OTpaKEHUE BBPXY HMPEKHUBIESMOCTTA

o ChIIBTCTBAIIO JICYCHUE ChC CIASIHUTE MOIIHUA P-gp HHXHMOUTOPH: KETOKOHA30JI, IIMKJIOCTIOPHH,

UTPaKOHA30JI, IPOHEAAPOH U KOMOWHAIMATA ¢ PUKCUPAHU J03U TIIEKAIPEBUP/TUOPEHTACBHP 32
CHUCTEMHO MPWIOKEHUE (BK. TOUKa 4.5)
o CobpeyHu KIATHU MPOTE3U, U3UCKBAIIM aHTUKOATYJIAHTHO JIedeHHe (BK. Touka 5.1)

4.4 CroenuanaHu npeaynpesxaeHust U NpeANa3Hl MEPKH NIPH ynoTpeda

XeMoparnueH puckK

Jaburatpan erexcuiar TpsOBa Aa ce mpujiara ¢ IOBUIIEHO BHUMAHUE NIPU ChCTOSHUS C MIOBHUILECH
PUCK OT KbPBEHE WJIH IIPH CHITHTCTBAINA YIIOTpeda Ha JIEKAPCTBEHH MPOAYKTH, TIOBIHIBAIIN
XeMocTazaTa upe3 HHXHOupaHe Ha TpoMOonuTHaTa arperanus. [lo Bpeme Ha Tepanusta KbpBEHE
MOXe J]a ce MOsIBH HaBCsiKbJe. [Ipy HeouakBaH crag Ha XeMOTJI00MHA W/WIM XeMaTOKPHUTA, WK CIIaj]
Ha KPBBHOTO HaJIsiraHe, TPsIOBa 1a ce M3BBPILIM Nperiie]] 3a yCTaHOBSIBaHE MACTOTO Ha KbPBEHE.

[Ipu BB3pacTHM MALMEHTH B CIy4au Ha )KMBOTO3aCTpaIlaBallo WM HEKOHTPOJIMPAHO KbPBEHE, KOTaTo
€ Heo0Xx0AUMO OBP30 HEyTpaIM3UpaHe HAa aHTUKOATYJIAHTHHUS eeKT Ha JaduraTpaH, MOXe Ja ce
W3M0JI3Ba CIIEIM(PUIHOTO HEYyTPATM3UPAIIO CPEACTBO naapym3yMmad. EukacHocTTa 1
Oe3omacHOCTTa Ha UAApyNH3yMad HE ca YCTAaHOBEHH MPH MEeTUATPUIHN NanueHTu. JJlaburatpan moxe
na 0bJe OTCTpaHeH MOCPEACTBOM XxeMoauanu3sa. [Ipy Bb3pacTHU MalMeHTH ca Bb3MOKHU IPYTH
OTIIINY KaTO M3IOJI3BaHe Ha MPSACHA Is71a KPBB WM MPSICHO 3aMpa3eHa Mia3Ma, KOHIICHTpaT Ha
KOaryJanvoHHU (pakTopy (aKTHBHPAH WM HEAaKTUBUPAH), pekoMOrHaHTeH dakTop VIla um
TpOMOOIIMTHA Maca (BXK. ChIIO0 Touka 4.9).

B knmMHUYHM M3NUTBaHU JabUraTpaH eTeKCHIIAT Ce CBhP3Ba C MO-BUCOKHM HUBA HA TOJISIMO CTOMAIITHO-
ypesHO (CY) xbpBene. [loBuiien puck e HaOMr01aBaH MPY NALMEHTH B CTapYecKa Bb3PacT

(=75 rogunu) npu cxema Ha npuiarane 150 mg nBa nbTH AHEBHO. pyru puckoBu daxropu (BxK.
ChINO TA0JIMIIA 5) BKIIFOUBAT €AHOBPEMEHHO JICUCHUE ¢ MHXUOUTOPH HA TPOMOOIIMTHATA arperamus,
KaTo KJIOMHIOTPEN U alleTHIICATNINIIOBA KucennHa (ASA) nnn HecTepouIHI POTUBOBH3NAINTEIHN
cpeactea (HCIIBC), kakTo u HanmuumeTo Ha e30(aruT, racTpuT Wi ractpoe3ogareaneH pedurykc.
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Puckosu hakmopu

Tabnuia 5 060611aBa (hakTopuTe, KOUTO MOTAT Jla MOBUIIIAT XEMOPATrHYHHSI PHCK.

Tabanpa 5:  dPakropu, KONTO MOTaT Aa MOBUIIAT XeMOPATHYHHUSI PHUCK.

Puckou pakTopu

dapMakoAMHAMUYHHA U KHHETHYHH (DaKTOpH Br3pact 275 ronunu
®dakTopu, KOUTO MOBHUILABAT [UIA3MEHUTE HUBA | [ J1aBHU:
Ha JaduratpaH . Ymepeno 060pedHo yBpeKaaHe mpu
BB3pacTaH nanuerTd (30-50 ml/min CrCL)
. Mormnu P-gp naxuburopu (Bx. Touku 4.3
n4.5)
. CBBMECTHO TIpHJIaraHe Ha ciabu 110

yMmepenu P-gp naxuOuropu (Hamp.
aMHO/IapOH, BepanaMuil, XMHUINH 1
THUKarpesuop, BX. Touka 4.5)

Bropocrenennu:
. Hucko Tenecno terio (<50 kg) npu
BB3PACTHH NALMCHTH
dapMakoAMHAMUYHU B3aUMOJIEHCTBUS (BXK. . ASA ¥ Ipyrd HHXHOUTOPH Ha
Touka 4.5) TPOMOOIIMTHATA arperamus, KaTo
KJIOIHUJOrpes
° HCIIBC
SSRI s SNRI
o Jpyru nexapcTBEHH MPOAYKTH, KOUTO
MOrar Ja HapyIaT XeMOocTa3aTa
3abonsBanus / IpoueaypH ¢ 0CoOeH . Bpoienu wik npuao0HTH HApyLICHHS HA
XEMOparu4eH pucK Koarymanusara
o TpombouuTonenus uim GyHKIUOHATHU

TPOMOOLIUTHH JIeheKTH

CkopornrHa 6GMOTICHS WITH ToJIsIMa TpaBMa
° bakrepuanen ennokapauT

E3odarur, ractput unu

ractpoe3odareaneH pedurykc

CrIlecTBYBaT OrpaHUYCHU JJAHHU TPH Bh3pacTHH nanueHTn <50 kg (Bxk. Touka 5.2).

CoopreTBamniata ynorpeda Ha jaduratpad eTekcuiaar u P-gp nHXuOuTopH He € mpoy4BaHa pH
MeANAaTPUYHU MMAllMEHTH, HO MOJKE /1a YBEJIMYH PHCKa OT KbpBEHE (BXK. Touka 4.5).

[Ipeodnasnu mepku u 061a046aHe HA XeMOPASUYHUSL DUCK

3a oBNajsgBaHEe HA YCIOXKHEHHS C KbPBEHE BIDKTE CHINO TOUka 4.9.

Oyenxa Ha CbOMHOUWEHUEMO HOA3A/PUCK

Hannamero Ha ne3uu, 3a0onsiBanus, MpolenypH u/wim gpapmakoiorndno neuenue (karo HCIIBC,
tpoMOouTHY aHTHarperanT, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEITHO YBEITUYaBaT PUCKA OT
roJIsIMO KbPBEHE, M3MCKBAT BHUMATEIIHA OIIEHKA Ha CHOTHOIIIEHUETO 10JI3a/puck. Jlaburarpan

C€TCKCHJIaT Tp516Ba Ja C€ 1aBa CaMO aKo I10JI3aTa HaJABHIIIaBa pUCKa OT KbPBCHE.

HannyanTe KMTMHUYHN JaHHU 32 TEIUATPUYHH NAIMEHTH C PUCKOBU (PAKTOPH, BKIFOUUTEIIHO
MAIMEHTH C aKTUBEH MEHUHTHT, eHIIeQalliuT U BhTpeueperneH adciec (Bx. Touka 5.1), ca orpaHHYCeHH.
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HpI/I TaKMBa IMAallMCHTHU ;[aﬁnranaH CTCKCHUJIaT TpSI6Ba Ja C€ JaBa CaMO aKO O4YaKBaHaTa I10J13a
HaJBHUIIIaBa PUCKa OT KbPBCHEC.

Brumamenno kaunuuno nabnooenue

[IpenopbuBa ce BHUMATETHO HAOJIOICHUE 3a MTPU3HAIM HA KbPBEHE WK aHEMHS TIPE3 TSIHSI IEPUO/T
Ha JIeYeHHe, 0COOEHO aKO PUCKOBUTE (DaKTOpH ca KOMOMHHUpaHH (BXK. Tabuuia 5 mo-rope). TpsiOsa na
ce BHUMaBa 0cOOEHO MHOT'0, KOTaTo JaduraTpaH eTeKCUIaT ce Ipuiiara eIHOBPEMEHHO C Beparamull,
aMHOIapOH, XMHUIUH WK KIapuTpoMutivH (P-gp HHXHOUTOPH) U 0COOCHO MpH MOsABA HA KbPBEHE,
Haif-Beye MpH MalHeHTH ¢ HaManeHa ObOpedHa GyHKIuUs (BXK. Touka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOIIOJICHUE 3a MTPU3HAIM HA KbPBEHE TPH MAI[MEHTH, JICKYBaHU
ceipTcTBaIno ¢ HCIIBC (Bx. Touka 4.5).

HpeK”bCGCZHe Ha jleyerHuemo c 0a6uzampau emexkcuaam

[TanuenTHTE, KOUTO Pa3BUAT OCTpa OBOpPEUHA HEIOCTATHUHOCT, TPSAOBA J1a IPEYCTAHOBSAT MIPHEMa Ha
JmaburatpaH eTeKcuiaT (BX. ChINo Touka 4.3).

Koraro ce mosiBu TexKo KbpBeHE, TpsiOBa Ja ce MpeKpaTH JCUSHUETO, J1a Ce U3CIIe/IBa TPUYNHATA 32
KBPBEHETO U IIPH BH3PACTHU MALIUCHTH MOXKE J1a C€ O6MI/ICJ'[I/I IIPUIIOKCHUE HA CHCHI/I(i)I/IT-IHOTO
HEyTpaTu3upanio cpenctso (maapynmsymad). EdukacHocTTa M 6€30macHOCTTa HA HAAPYITU3yMal He
ca YCTaHOBEHU MU NeIUaTpUIHH MarueHTy. Jlaburatpan Moxe J1a ObJie OTCTpaHEeH MOCPEACTBOM
XeMOINAIN3a.

Ynompeba na unxubumopu na npomonnama nomna

Mosxe na ce 0OMHUCIIN IPUIIOKEHHE Ha MHXUOUTOP Ha npoToHHara momma (PPI) 3a npesennms nHa CU
kbpBeHe. [Ipu neanaTpuyHy manueHTH TpsiOBa Ja ce ClieBaT MPEMOpPbKUTE, ONTUCAHH B KpaTKaTa
XapaKTepUCTUKA Ha POIYKTa Ha CbOTBETHUS HHXUOUTOP HA IPOTOHHATA IIOMIIA.

JlabopamopHu KoazyrayuoHHu napamempu

Brnpeku ge To3u eKapcTBEH NPOLYKT MO NPUHIIMIT HE U3UCKBA PYTUHHO MOHUTOPHpAaHE Ha
AHTHKOAryJaIusTa, ONpe/eNITHETO Ha CBhp3aHaTa ¢ JaburaTpaH aHTUKOAryJIanus MoXe Jia Objie OT
110J132 3a yCTAaHOBSIBAaHE Ha MPEKOMEPHO BUCOKA EKCIIO3UIMA Ha Ja0uraTpaH pyu HaJTM4ue Ha
JOITBJIHUTEHN PUCKOBH (PaKTOPH.

TpombunoBoTo Bpeme upe3 paszpexaane (dTT), exkapuroBoTo Bpeme Ha cheupBane (ECT) u
aKTUBHPAHOTO MapuuaiHo TpoMoOoracTuHoBo Bpeme (aPTT) morar na mpemocTaBsT mosiesHa
MH(OPMAIH, HO pe3yJiTaTuTe TpAOBa J1a ce THIKYBAaT C TOBUILIEHO BHUMAHHUE NOPaIu
BapHaOMIIHOCTTa MKy TeCTOBETE (BK. ToUKa 5.1).

TecTbT 32 OnpeiesiHe Ha MEX/TyHApOIHOTO HOPMAaJIM3UPaHO choTHOIIeHue (international normalised
ratio, INR) He e HameXxIeH IpY MaLMEeHTH Ha JICYeHUE ¢ 1a0uraTpaH eTeKCUIIaT U UMa JOKJIaIBaHH
cirydau ¢ panmuBo nojoxurenHo nosuiienue Ha INR. 3atosa INR TectoBe He TpsiOBa na Obaar
MPOBEKIAHH.

Ta6J’II/ILIa 6 1okasBa Hali-HUCKUTE IparoBe Ha KOAryJallMOHHUTE TECTOBC IMPU Bb3PpAaCTHU MMAIUCHTH,

KOUTO MoOraT Jia ObJaT CBbP3aHHU C MOBHUIIEH PUCK OT KbpBeHe. ChOTBETHUTE IPAroBe Ipu
MeUaTPUIHN TAIMEHTH HEe ca U3BECTHH (BXK. Touka 5.1).
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Tabanna 6: Haii-HucKkH nMparose Ha KOaryJ1aliiOHHHUTE TECTOBE NPH Bb3PACTHU NMAIUEHTH,
KOHTO MOraT Ja 0bJAaT CBbP3aHH ¢ MOBHIIEH PUCK OT KbpPBEHeE.

Tect (Hail-HUCKa CTOHHOCT) IToxa3anue
[IspBuuna npesenuust Ha | SPAF u DVT/PE
VTE npu opronennysa
oreparus

dTT [ng/ml] >67 >200

ECT [x-rbTH Haj ropHaTa rpaHuIa Hama nannan >3

Ha HOpMarta]

aPTT [x-bTH HajA rOpHaTa TpaHUIlA >1,3 >2

Ha HOpMaTa|

INR He tpsi6Ba na ce He tpsi6Ba na ce nposexaa
IPOBEXK 1A

yHOTDeGa Ha d)I/I6DI/IHOJ'II/ITI/IT-IHI/I JICKAPCTBCHHU IPOAYKTH 3a JICYHCHHUEC HAa OCTHP MCXEMHUYCH MHCYJIT

Ynorpebara Ha GUOPUHOIUTUYHH JIEKAPCTBEHH MPOILYKTH 32 JICYEHHUETO Ha OCTHP UCXEMHUYECH HHCYIIT
Moke 1a ce 00cbau, ako croitHoctuTe Ha dTT, ECT mim aPTT He HagBuiaBat ropHara rpaHuiia Ha
nopmata (ULN) cniopen mecTHHUTEe pehepeHTHU TPaHHMIIH.

XI/IDVDI‘I/I‘IHI/I ornepany 1 UHTCPBCHIITNHU

[Ipu nauueHTH, npreMaiiy 1adUraTpal eTeKCUIIaT, KOUTO ca MOAJI0KEHN Ha XUPpYyprudHa
WHTEPBEHUMS WIM UHBA3UBHHU IIPOLIEIYPH, ChILECTBYBA PUCK OT KbpBeHe. [1o Tazu npuunHa
XUPYPTUUHUTE UHTEPBEHIIMM MOraT J1a HAaJ0KaT BPEMEHHO ITPEKPaTsBaHE HA IPUEMAHETO Ha
JaburaTpaH eTeKCHar.

ITanmmenTHTE MOTAT 12 IPOABIIKAT MpHeMa Ha JaduraTpaH eTeKCHIIAT, KOTaTo ca IMOIOKECHN Ha
KapAHOBep3HO. JIMTICBAT aHHY 3a JIEYEHUETO ¢ nadburaTpan erekcwiaT 110 mg 1Ba MbTH JHEBHO MPU
MAIMEHTH, KOUTO Ca TIOJI0KEHU Ha KaTeThpHA abiallusl Ha IpeChPAHO MBXKACHE (BXK. Touka 4.2).

Heo0xomumo e MoBHIIIEHO BHUMaHUE, KOTaTO JICYEHUETO BPEMEHHO Ce MPEKPaTh Oopaju
MHTEPBEHLUH U CE IPENopbiBa MOHUTOPUPAHE HA aHTUKoarynanusTa. [Ipu nanuenTu ¢ 0b0peyna
HEIOCTAaThYHOCT KIMPBHCHT Ha JaOUraTpaH MOKe J1a MPOABIDKH MO-ABIro (BxK. Touka 5.2). ToBa
TpsiOBa Ja ce B3eMe IpeaBU/ IIpeIn BCsKa Impolienypa. B TakuBa cioyyan KoaryJianuoHeH TeCT (BXK.
Touku 4.4 1 5.1) MOXe Jja TOMOTHE Jja C€ ONPEAENHN AajIH BCE OIlle MMa HapylIeHHE Ha XeMOcTasaTa.

Cnewrnu XupypeuiuHu onepayuu uiu HeomioiCHu npouedypu

[IpuembT Ha naburarpaH erekcuiar TpsiOBa aa ObJlle BpeMEHHO MpeKpaTeH. AKO € He00X0UMO ObP30
HEYTpaJIM3UpaHe Ha aHTUKOATyJIAaHTHHUS e(PeKT, MOKe J1a Ce M3M0/13Ba CIeU(PUIHOTO
HEyTpaTU3UpaIno CPeICcTBO Ha madurarpan (Maapynu3ymad) 3a Bb3pacTHH NManueHTy. EdukacHocTTa
1 0€30MacHOCTTa Ha Uaapylu3ymMad He ca yCTaHOBEHH IPH MeANATPUYHU manueHTH. Jlaburarpan
MOKe J1a ObJIe OTCTPAHEH IMOCPEACTBOM XEMOIUAIIH3A.

[Ipu npeycranoBsiBaHe Ha TepanuiTa ¢ JaOUraTpaH MalMEHTHTE ca U3JI0KEHH Ha TPOMOOTHYEH PUCK,
CBBp3aH C OCHOBHOTO UM 3aboisiBaHe. JleueHneTo ¢ raburarpaH eTeKCuiIaT MOXKe /1a ce Bb300OHOBU
24 qaca cieji MPUIIOKEHUE HA HAAPYNIH3YyMa0, ako MaleHThT € KIIMHUYHO CTa0WIIEH U € TOCTUTHATA
aJIeKBaTHa XeMOCTa3a.

Xupypeuunu onepauuu/uymepeeﬁuuu npu noaocmpu CbCMOAHUA

[IpuembT Ha HaburaTpan eTekcUIar TpsOBa BpeMEHHO J1a ce npekpatu. [lo Bp3MOXKHOCT,
XUPYPruvHaTa ONepalys/MHTEPBEHIMA TPsOBa Ja ce OTIO0XKH O M3MHUHABAHETO HA Hail-Manko 12 yaca
CJIeq IpueMa Ha TocjeiHaTa 103a. AKO XMpYpruyHaTa orepanys He MOXKe Jja ce OTIIOXKH, ChIIIECTBYBa
MOBHUIIIEH PUCK OT KbpBeHE. T03H pHUCK TpsAOBa Jja C€ OLICHHU CIIPSIMO CIIEIIHOCTTAa HA HHTEPBEHLIUSATA.
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Ilnanosa xupypeuuna onepayus

[Ipu BB3MOXHOCT, MPUEMBT Ha JaburaTpaH eTeKcuiar TpsiOBa Ja ce mpeKkpaTH Hai-Manko 24 gaca
MIpeIy U3BBPUIBAHETO HA MHBA3MBHA WM XMpYypruuHa npouenypa. [Ipexparssane npuema Ha
JaburatpaH eTeKkcuiaT 2-4 THUA IpeAn XUpypruyHa ornepauus TpsOBa 1a ce uMa IpeABHI IPH
TIAI[MEHTH C MIOBHUIIIEH PUCK OT KbPBEHE MJIM B CITydail Ha ToJIsIMa OTepaliys, IpH KOATO MOXKE Ja €
HEoOX0MMa IIbJIHA XeMOCTa3a.

Tabnuia 7 060011aBa MpaBuIIaTa 3a MpeKpaTsBaHe Ha IpUeMa Mpe; i HHBAa3UBHH WIIM XUPYPIUIHA
IIPOLIETyPH ITPH BB3PACTHU MMALIMEHTH.

Ta6auna 7: IlpaBuia 3a npekpaTsiBaHe HAa MpUeMa NMpPeAd HHBA3MBHU WJIN XUPYPTrUYHH
NpoueAypH NPU Bb3PACTHU NALMEHTH

brOpeuna [Tpubnuzurenen [IpuembT Ha HabUraTpaH eTeKcuiIaT TpsOBa Aa ce cupe
byHKIHS MOy KHBOT Npe/y TUIAHOBA XUPYPrHYHa OTIepaIus
(CrCL B (vacose) Bucok puck ot kbpBeHe wim | CTaHTapTeH PUCK
ml/min) rojsiMa Xupypruusa
orepanus
>80 ~13 2 THU TIPEABAPHUTEITHO 24 gaca mpeIBapUTEITHO
>50-<80 ~ 15 2-3 THU TIpeABAPUTEITHO 1-2 1HYU peABapUTEITHO
>30-<50 ~18 4 HU IpeaBapUTEITHO 2-3 HYU pEeABAPUTEITHO
(>48 vaca)

[IpaBuiata 3a npekpatsBaHe Ha MPUEMa MPEId HHBA3UBHHU WU XUPYPTrUYHU IPOICIypH TIPU
NeIMaTPUYHU MMAlUEHTH ca 0000IIeH: B Tabnwuma 8.

Ta6auuna 8: IlpaBuia 3a npekpaTsiBaHe HAa MpUeMa NMpPeAd HHBA3MBHU WIN XUPYPTrUYHH
NpoueIypH NPH NeIUATPUYHH AUMEHTH

brOpeuna dynkmums CriupaHe Ha TaburarpaH Mpeny IaHOBa XUPYPrudHa
(eGFR B ml/min/1,73 m?) onepanus

>80 24 4aca npeaBapUTEIHO

50 -80 2 THU NIPEABAPUTEITHO

<50 Te3u manyeHTH He ca MPOoy4YBaHH (BXK. TouKa 4.3).

Cnunanna anecmesust/enudypaiia aLecmesus/Iymoaina nyHKuus

Hpouenyplzl KaTo CIIMHAJIHA aHCCTE3MA U3UCKBAT ITBJIHOLICHHA XEMOCTaTUYHA (1)YHKHI/ISI.

PHCKBT OT ciMHAJNEH WK EMUAYPATIEH XEMaTOM MOXE J1a C€ MOBHILM P CIIy4yau Ha TPABMATUYHH
VI MHOTOKPATHU IyHKIIMH | TIPH MPOABIDKUTENHA yIIOTpeda Ha enumypaitan karetpu. Cien
OTCTpaHsSBaHE Ha KaTeThp TPsAOBa Jja MUHAT Hal-MaJIKoO 2 yaca Mpeau MPUIIOKEHNETO Ha ITbpBaTa J03a
naburatpaH erekcuiaar. Te3u nauueHTy U3UCKBAT YeCTO HaOJII0JeHNE 32 HEBPOJIIOTUYHY MTPU3HALU U
CUMIITOMH Ha CIIUHAJIEH WU EHYPAJIEH XEMaTOM.

Ilocmonepamusna (,deCl

Crnen nHBa3WBHATA MPOIIEypa WITH XUPYPTrUYHATA HHTEPBEHIINSA JIEUEHHETO ¢ JaduraTpaH eTeKCcuiIaT
TpsiOBa Jia ce TMOTHOBH/3aII0YHE Bhb3MOYKHO Hal-CKOPO, TIPY YCJIOBHE Y€ KJIMHUYHATA CUTYAIIUs
II03BOJISIBA U UMa a/ICKBAaTHA XEMOCTa3a.

Heo0x0auMo € MoBHUIIIEHO BHUMAHUE TPY HAIIMEHTH ¢ PUCK OT KbPBEHE WM MAIIMEHTH ¢ PUCK OT
CBPBXEKCIIO3UIIHS, 0COOCHO MalMeHTH ¢ HamalieHa ObOpedHa GpyHKus (BXK. ChINO Tadimia 5) (BK.
touka 4.4 u 5.1).
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TlanmenTH ¢ BUCOK ONIEPATUBEH PUCK OT CMBPTHOCT U C BETPEIHU PUCKOBU (PAKTOPH 3a
TpoMOOEMOOINYHY CHOUTHUS

C’I)H_ICCTByBaT OrpaHUYCHU NAaHHU 3a C(bHKaCHOCTTa u 0e30macHOCTTa Ha z[a61/1ranaH CTCKCUWJIAT IIpU
TC3U NAIIUCHTH U TOPpaJn TOBA TC TpSI6Ba Ja 6’BI[aT JICKYBAaHH! C MMOBUIICHO BHUMAHUC.

OHCDaL{I/IH IpHu (bDaKTVDa Ha IUHKaTa Ha 6€,Z[DCHaTa KOCT

Hsima manHuM 3a ynorpebaTa Ha JaduraTpaH €TEeKCHIAT MPU HMAIlUSHTH, ITOAJIOKCHH Ha OTIEPAIIHsI PH
(bpaktypa Ha muiikara Ha 6eqpeHara Koct. CleIoBaTeNHO JIEUYSHUETO He Ce MPernopbyBa.

YepHoapoOHO VBpeXKXIaHe

[NanuenTu ¢ moBumeHn YepHoApoOHN eH3uMu >2 ULN ca W3KIII04eH! OT OCHOBHUTE U3IUTBAHUSI.
Hsima HannveH TepaneBTHUEH ONMMT 3a Ta3W CyOIOMyays OT MAlMEHTH U CIEA0BATEIIHO PH Ta3u
nomysanus ynorpebara Ha Ja0uraTpal €TeKCHIAT He ce MpenopbuBa. YepHOAPOOHO yBpexkIaHEe WK
4epHOAPOOHO 3a00IIsIBaHE, 32 KOETO CE OYaKBa Jla UMa OTPaKEHHE BbPXY MPEKUBIEMOCTTA, €
NPOTHBOIIOKA3aHO (BXK. Touka 4.3).

Bsaumoneiictsue ¢ P-gp uHaykTOpH

ChIIBTCTBAIIOTO MPIIIOKEHIE Ha P-gp MHIYKTOpY ce 0uakBa /1a MMOHIKH IIA3MEHUTE KOHIICHTPAITIH
Ha jaburaTpaH ¥ TpsiOBa 1a ce u3osrea (Bx. Touku 4.5 u 5.2).

IlanmenTu ¢ aHTI/I(bOC(bOJ'H/IHI/IHeH CHUHJAPOM

HupextHo neiicTBamy nepopannau antukoaryiantu (DOACs), BkitounTenHo qaburarpad eTekcuiar,
HE ce MpenopbyuBaT PH NAlMEHTH C aHaMHe3a 3a TPoM003a, KOUTO €A IMarHOCTHLHPAHU C
anTudochommnuaeH cuaapoM. [lo-criennanHo mpu TPOWHOTO3UTHBHY MAIIMEHTH (32 JTyITyCeH
AHTHUKOAryJIaHT, aHTUKAPAUOIUIIMHOBY aHTUTEIA M aHTUTeNa cpenry Oera-2-rmuKornpoTenH [),
neyerneto ¢ DOACs moxe 1a Ob1e CBBP3aHO C ITOBUIICHA YECTOTa Ha MOBTAPSIIN C€ TPOMOOTHIHU
CHOUTHS B CPAaBHEHHUE C TEpanusiTa C aHTarOHUCT Ha BUTaMHH K.

HNudapkr va muokapna (MM)

B npoyuBaneto RE-LY ¢aza III (SPAF, Bxk. Touka 5.1) o6mara yecrora va UM e 0,82, 0,81 u
0,64%/ronuHa ChOTBETHO 3a jaburaTpan erekcuiaT 110 mg 18a NbTH AHEBHO, JaOUraTpaH €TeKCHIaT
150 mg nBa mbTH JHEBHO W Bap(apuH — yBeJIMUYEHHE B OTHOCUTEIHHUS PUCK 3a qaburatpad oT 29% u
27% B cpaBHeHHe ¢ BapapuH. He3zaBrcHMO OT JIeYeHUETO, HA-BUCOKUAT a0coItoTeH puck ot UM ce
Ha0ITI0/1aBa B CIIEHUTE MOATPYITH, C T0J00EH OTHOCHTENIEH PUCK: MAIUeHTH ¢ npeaniieH UM,
NalMeHTH >65 roJHU ¢ JuadeT WM KOpOHapHa apTepuanHa 0oJiecT, MaeHTH ¢ JIEBOKaMepHa
¢dpakuuns Ha u3TackBane <40% u nauueHTH ¢ ymepeHa 6b0peuna nucyHkuus. B nombinnenue
MO-BUCOK prcK oT UM ce HabmroaBa mpy ManueHTH, IprUeMalin ChIIbTCTBAIO ASA moc
KJIOTIUJOTPEN UIIN KJIOMHUIOTPENl CAMOCTOSATENHO.

B Tpute aktuBHO KOHTpONIMpanu npoyuBanus ¢asa [l 3a DVT/PE ce chobiaBa mo-BrUcoka 4ecToTa
Ha ciryvau Ha UM nipu maneHTuTe, nprueMalin 1aduratpal eTeKCHIIaT, B CpaBHEHUE C T3,
npuemany Bapdapus: 0,4% crnpsimo 0,2% B xpaTtkocpounute npoyusanusi RE-COVER u
RE-COVER II u 0,8% cmpsimo 0,1% B menrocpounoro n3nuteane RE-MEDY. YBenuuenueto e
CTaTHCTUYECKH 3HAYUMO B TOBa mpoyuBane (p=0,022).

B npoyusaneto RE-SONATE, koeto cpaBHsiBa naburarpas eTekcuiar ¢ rianedo, yectorara Ha UM e
0,1% npu nanMeHTUuTe, MpUeMaliy qadurarpad erekcuiar, U 0,2% mpu nalueHTuTe Ha riamneoo.
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[TamumenTu ¢ aktuBHO oHKosornyHo 3aboissiBane (DVT/PE, VTE npu nemaTpyydy HalMeHTH)

He ca ycranoBenu eukacHocTTa U 6€30MaCHOCTTA MPH MAIIMEHTH, CTPAJIAIU OT AKTUBHO
onkosiornuHo 3abonseane u DVT/PE. ma orpanndenu nannu 3a euKacHOCTTa H O€30I1aCHOCTTA
NpY NeJUaTPUYHM HalMEHTH C AaKTUBHO OHKOJIOTMYHO 3a00JIsIBaHe.

HCZII/IaTDI/I‘IHa nomyJaanusa

[Ipu HAKOM EUATPUYHM NALMEHTH ChC CTPOro criequduyan 3a00JIBaHMsI, HAIP. HAUEHTH C 00JIecT
Ha THHKHTE YepBa, MPH KOUTO MOJKE JIa € 3acerHaTa abcopOuusra, TpsioBa 1a ce 0OMuUCIN
M3I0JI3BAHETO HA AaHTHKOAryJIaHT, KOWTO Ce Ipuiara mapeHTepaiHo.

4.5 B3amMmopeiicTBHE ¢ IPYTrHU JeKapcTBEHH MPOAYKTH U APYrH (popMH Ha B3auMojeiicTBHe

BsaumonelicTBus ¢ TpaHCOOPTEPH

Jaburarpan erekcuiar e cyocrpar 3a edimykcaus Tpancmoptep P-gp. ChIbTCTBAOTO MPHIIOKEHNE
Ha P-gp naxuburopu (Bx. Tabnuua 9) ce ouaksa Ja I0BeJIe 10 NOBUIICHH HUBA Ha TJIa3MeHaTa
KOHILIEHTpalMs Ha Ja0uraTpat.

AKo He e IpeAIcaHo Ipyro, € He00X0IMMO BHIMATEIHO KIMHIYHO HaOM0qeHue (CIeeHe 3a
NpU3HAIM Ha KbPBEHE WM aHEMHS), KOraTo Ja0uraTpas ce rpujara eJHOBPEMEHHO ¢ MOIIHU P-gp
uHXUOUTOpH. MOXKe J1a ca HeoOXOIMMY HaMaNSIBaHUS Ha J103aTa B KOMOHMHAIIHS C HAKOU P-gp
nHXuouTOpH (BX. Toukn 4.2, 4.3, 4.4 u 5.1).

Tadauua 9: B3aumoneiicTBus ¢ TpaHCHOPTEPH

P-9p unxubumopu

Cvnvmemeawama ynompeda e npomueonokasHa (8. mouxa 4.3)

Kerokonaszon Keroxonazon nosumasa TotamHUTE AUC).0 B Cinax CTOMHOCTH Ha AaOUraTpan
ch0oTBeTHO 2,38 bTH M 2,35 MbTH cnes eAnHUYHA rtepopaiHa 1o3a 400 mg u
CHOTBETHO 2,53 mbTH U 2,49 MBTH CIIe MHOTOKPATHO MEPOPATTHO MPHUIIOKEHHE
Ha 400 mg KEeTOKOHA30J BEAHBK JHEBHO.

Jponenapox [Ipu enHOBpEeMEHHO NPUIIOKEHHE Ha Aa0UraTpaH eTeKCHiaT U JpOHEIapOH
ToTaTHUTE AUC).0 M Cpnax CTOMHOCTH Ha JaOUTaTpaH ce YBETUYaBaT CHOTBETHO
OKOJIO 2,4 IBTH U 2,3 IBTHU CJIe[] MHOTOKPATHO NpmiiokeHue Ha 400 mg
JPOHENIAPOH /IBa ITH JTHEBHO U CHOTBETHO OKOJIO 2,1 mbTH M 1,9 bTH crHEn
eqmaIHA 1032 400 mg.

HtpakoHasou, Bb3 ocHOBa Ha pe3yJITaTUTE in Vitro MOXe J1a Ce 0YaKkBa MoJ00eH eeKT, KaKTo C
IUKITOCTIOPUH KETOKOHA30J1.

I'mexanpeBup / | CeoprcTBamara ynorpeda Ha JaburarpaH eTeKCHIIaT ¢ KOMOMHALMSTA C
nubpeHTacsup | pukcupanu no3u Ha P-gp HHXMOHUTOpHTE TIIeKapeBUP/ MMOPEHTACBUP TOKa3Ba
yBeIMYaBaHE Ha EKCITO3UIHATA Ha TaduraTpaH ¥ MOXKe Ja IIOBUIIIA PHCKa OT
KBbpBEHE.

Cvnvmemeawama ynompeda e ce npenopvusea

Taxponumyc In vitro € yCTaHOBEHO, Y€ CTETIeHTa Ha HHXHOUTOPHUS e(DeKT Ha TaKpOIUMYC
BBpXY P-gp e monoOHa Ha Ta3u, HabIroAaBaHa PY UTPAKOHA30J U
UKJIOCTIOpUH. ENHOBpeMEHHOTO NpHIIOJKEHNE Ha JaburaTpaH eTeKCHIIaT ¢
TaKpOJIMMYC HE € MPOyUYeHO KIMHIUYHO. BBIipekn ToBa, orpaHuveHUTe KIMHUYHU
JaHHU OT apyru P-gp cyOcTpaTu (eBeponuMyc) npenmnoiarat no-cjaado
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WHXHOHUpaHe Ha P-gp oT TakpoiuMyc, B cpaBHEHUE ¢ HAOJI0JABAHOTO MIPH CHITHH
P-gp uaxuburopu.

Heobxooumo e nosuweno guumanue npu convmemeawa ynompeoa (6xc. mouku 4.2 u 4.4)

Bepamamun

Korarto maburarpan erexcuiat (150 mg) ce mpuiara eTHOBPEMEHHO C
nepopaiieH Bepanamuil, Crmax 1 AUC Ha gaburaTtpan ce yBequuaBaT, HO
CTETIeHTa Ha Ta3W MPOMSHA € Pa3InYHa B 3aBHCHMOCT OT BPEMETO Ha MTPHEMaHe
u GopMaTa Ha BeparnamMui (BxK. Touku 4.2 u 4.4).

Haii-ronsamoro nosuimaBane Ha €KCIO3UIMSITA Ha Ja0UraTpa ce HabI0aaBa
IpH ITbpBAaTa 1032 HA BeparaMuI ¢ He3a0aBHO 0CBOOOXKJaBaHe, IIPHeTa eIUH
yac npeau npueMa Ha qaduratpa erekcunat (yBenndaBane Ha Crmax OKOJIO
2,8 mptr 1 Ha AUC okono 2,5 mbTH). EdexThT nporpecuBHO HamalsiBa pH
HpUIOKEHNe Ha opMaTa ¢ yIbKeHO 0ocBoOOk1aBaHe (yBennuaBaHe Ha Ciax
oxoto 1,9 metu m Ha AUC oxono 1,7 mbTH) Win IpH MPHIOKEHUE Ha
MHOTOKpaTHH 031 Bepanamui (yBenndaBaHe Ha Crax OKOJIO 1,6 TBTH M Ha
AUC oxomno 1,5 mptn).

He ce nabmonaBa 3Ha4MMO B3aMMOJEHCTBHUE, KOTAaTO BEparnaMuil ce mpuemMa

2 yaca cnen naburarpas erekcuiar (yBenuuaBaHe Ha Cmax OKOJIO 1,1 mbTH 1 Ha
AUC okoio 1,2 metr). ToBa ce 00sicHsIBa ¢ TBJIHATA a0COpOIIMS HA Ja0UraTpan
cien 2 gaca.

Amuonapon

Koraro maburatpaH eTeKCHIIAT ce Ipuiiara eIHOBPEMEHHO C €IMHUYHA
nepopanHa go3a 600 mg aMroIapoH, CTENEeHTa U CKOPOCTTa Ha abcopOIus Ha
aMHUOJIapOH M Ha aKTHBHMS My MeTa00auT DEA 1o ¢hIecTBO HE e IPOMEHSIT.
AUC u Cax Ha TaburaTpaH HapacTBaT ChOTBETHO OKOJO 1,6 mbTH U 1,5 mhTH.
Ilopaau nbiarust Noay>KUBOT HA aMUOJAAPOH Bb3MOXKHOCTTA 32 B3aUMO/JICHCTBUE
MOJKE JIa CHIINECTBYBA CSIMUITHU CIIE]T IPEKpATsIBaHE HA JICICHUETO C aMHUOIapOH
(Bk. Toukn 4.2 u 4.4).

XUHAOAH

XvHUAMH e mpuiarad karo go3a ot 200 mg Ha Bceku 2 yaca J1o o0mia ;103a

1 000 mg. laGuraTpaH eTeKcUiar € mpujarad JBa I'bTH JAHEBHO B
MPOABIDKEHNE Ha 3 MOCIeIOBATEHN JHH, ChC WM 0e3 XUHUAWH Ha TPETHS JIeH.
AUC s 1 Crnax,ss Ha JaOUraTpaH ce yBeJIM4aBaT CpeIHO CbOTBETHO 1,53 mbTH U
1,56 IbTH IIpH CHIIBTCTBRAILO NPUIOKEHHE HA XMHUAMH (BX. Touku 4.2 1 4.4).

KitaputpoMunnx

Koraro xmapurpomunys (500 mg 1Ba mbTH AHEBHO) C€ TpUiIara 3aeIHo C
JlaburaTpaH eTeKCHiIaT MPH 3IpaBu JOOPOBOIIIH, C€ HAOIt01aBa MMOBUIIIABAHE
Ha AUC okoio 1,19 nbtr 1 Ha Cpax 0K0JIO 1,15 rBTH.

Tukarpenop

Koraro ennau4Ha 103a 0T 75 mg naduraTpaH €TeKCHIAT ce Ipuiiara
€THOBPEMEHHO ¢ HaToBapBama f03a oT 180 mg tukarpesnop, AUC 1 Cyax Ha
JlaburaTpaH ce MmoBHIaBar choTBeTHO 1,73 mbtr u 1,95 meTu. Cien
MHOT'OKpPAaTHU J034 Ha TUKarpenop 90 mg, 1Ba MbTU AHEBHO, YBEIMYABAHETO HA
EKCITO3UIMATa Ha Jaburarpan € 1,56 mbtu u 1,46 mbTH, COTBETHO 338 Crax U
AUC.

ChIbTCTBAIIOTO IPUIIOKEHUE Ha HATOBapBalla g03a Tukarpenop 180 mg u
nmaburarpan erekcuinar 110 mg (B crannonapHo cherosiHue) oBumaBa AUC, s
U Crnaxss HA Ta0OUTaTpan cboTBETHO 1,49 bTH M 1,65 MBTH B CpaBHEHHE C
JaburaTpaH eTeKCHiaT, mpujlaral caMmocTosTeHo. Koraro HatoBapBaiia /103a
ot 180 mg Tukarpenop ce gaBa 2 yaca cien npueM Ha 110 mg naburatpan
eTeKCHIIaT (B CTalMOHapHO cheTostHKE), moBUIIaBaHeTO HA AUC s 1 Ciax Ha
JaburatpaH HaMaisBa CbOTBETHO 110 1,27 mbTH 1 1,23 IBTH B CpaBHEHUE C
JlaburaTpaH eTeKCHIaT, IPUIaral CaMOCTOSATETHO. TakbB He3aCTHIIBAII CE
MIPUEM ce MPENopHIBa IPHU 3a0YBaHEe HA THKArpeIop ¢ HaTOBapBaIla J103a.

ChIIbTCTBAIOTO MPHIIOKEHUE Ha 90 mg THKArpesop JBa IIbTH JTHEBHO
(mopwpikaiia no3a) U 110 mg naburaTpaH eTeKCHIAT MOBUIIIABA KOPUTHPAHUTE
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AUC, s 1 Crax,ss Ha Taburarpat ¢cboTBeTHO 1,26 bTH U 1,29 IbTH B CpaBHEHHUE
C TaburaTpaH eTeKCUIIAT, MPUJIAraH CaMOCTOSITEITHO.

[Tozakonazon [To3akoHa301 cbII0 HHXUOMPA B HAKaKBa cTeneH P-gp, HO TOBa He € MPOyYeHO
KJIMHAYHO. ETHOBpEeMEHHOTO NpUIIOKeHHEe Ha JaOuraTpaH eTeKCHIIAT C
M103aKOHA30J1 Hajara BHUMATeIHO NPOCIIeAsiBaHe.

P-9p unoykmopu

Cvnvmemesawama ynompeba mpsosa 0a ce u3o526a.

Harp. ChIIBTCTBALIOTO MPHIIOKEHUE CE OUAKBa Ja JIOBEJIE 0 TIOHWKaBaHe Ha

pudaMITUINH, KOHIICHTpAIHITa Ha TaburaTpaH.

KBIIT

KaHTapHuoOH, [IpemenukanusaTa ¢ U3CaCABaHUS HHAYKTOP prudaMIUIMH pH 103a 600 mg

(Hypericum BEJHBK JIHEBHO 3a 7 JIHU IIOHMKaBa 00IIaTa MMKOBA KOHIICHTPALIMS Ha

perforatum), JaburarpaH u 00IaTa eKCIO3UIMs ChC ChOTBETHO 65,5% 1 67%.

KapOaMasenuH WunynmpanmsaT epekT e TOHWKeH, KOSTO BOJIU JI0 HUBO Ha €KCIIO3UIUS Ha

i QEHUTOUH JaduraTtpas, OJIM3KO0 10 pedepeHTHaTa CTOWHOCT JI0 JIeH 7 Clie]] CIupaHe Ha
nedeHueTo ¢ pudamnunmH. He e HabmoaBaHO O-HATATHIIHO [TOBUIIICHUE HA
OMOHAMYHOCTTA cJe] ole 7 JIHU.

Ilpomeasnu uqu6um0pu, Kamo pumornaesup

Cvnvmemeawama ynompeba He ce npenopbusd

Harp. Te moBnusiBat P-gp (kakTo KaTo MHXUOUTOP, Taka U KaTo HHAYKTOp). Te He ca
PUTOHABUD U OWIM IPOYYBaHH, IOPAAN KOETO HE C€ MPETOPbUBAT 3a CHIIBTCTBAILO JICUYSCHHE C
KOMOWHAITUATE JlaburaTpaH eTeKCHIaT.

My C ApYTH

MIpOTEa3HU

WHXUOUTOPH

P-gp cyocmpam

Juroxcun B npoyuBane, mpoBeneHo ¢ 24 3apaBu T0OPOBOIIIH, TIPH €THOBPEMEHHOTO

MIPUIIOKEHNE Ha JaOUTaTpaH eTeKCUIIAT U IMTOKCUH HE ca HaOJF01aBaHu
MIPOMEHH B €KCIIO3UIUATA HA JUTOKCHH U KJIMHUYHO 3HAYHMH ITPOMEHH B
SKCIIO3UIMATA Ha TaburarpaH.

AHTI/IKanVHaHTI/I H JICKAapCTBCHU IIPOAYKTH CPEILY TDOM60L[I/ITHa arperanus

Jlurcea nim chIIecTByBa caMO OIPaHUYEH OIMUT ChC CIEAHNUTE JICUSHHS, KOUTO MOTaT Jja TOBUIIIAT
pHCKa OT KbPBEHE, KOTAaTO CE MpUJIaraT ChI'bTCTBAILO C JabUraTpaH eTeKCHUIIaT: aHTHKOATyJIaHTH,
kato Hedpakauonupan xenapud (UFH), auckomonexynau xenapuan (LMWH) n xenapuaosu
npon3BoHH (PoHIATAPUHYKC, NE3UPYIUH), TPOMOOIUTHYHH JICKAPCTBEHH MTPOJTYKTH U AaHTArOHUCTH
Ha BuTamuH K, puBapokca®aH WM APYrd aHTUKOAryJaHTH 3a IEPOPATHO MPUIIOKEHHE (BIXK.

TouKa 4.3), WK JIeKapCTBEHU NPOIYKTH cpelty TpomOouuTHa arperauusi, karo GPIIb/Illa penentopan
AQHTarOHWCTH, TUKJIOMHUIUH, IPACyTPell, THKArpeiop, 1eKCTpaH u CyapUHINPa3oH (BXK. Touka 4.4).

Ot nannuTe, chOpanu no Bpeme Ha ¢asa Il npoyusane RE-LY (Bx. Touka 5.1), e HabmomaBaHo, ue
CBITBTCTBAIIATA YIIOTpeOa Ha APYTH NEPOPATHH WM TIAPEHTEPATTHA aHTHKOATYJIAHTH TIOBUIIIABA
YecToTaTa Ha rojsIMO KbpPBEHE MPUOIM3UTEIHO 2,5 MBTH, KaKTO NPH JabuTaTpaH eTeKCHIIaT, Taka u
npu BapgapuH, TIaBHO B CUTYalMH, CBEP3aHU C IPEMUHABAHE OT €AMHUS aHTHUKOATYJIAHT KbM JIPYTHUs
(Bx. Touka 4.3). OcBeH TOBa, ChIIBTCTBAIIATA YIIOTPeOa HA AaHTUTPOMOOTHYHH cpeacTBa, ASA nim
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KJIOMHUIOTPEN MPUOTU3UTETIHO YABOSBA YECTOTATa HA TOJISIMO KbPBEHE, KaKTO NP JadurarpaH
eTeKCHJIaT, Taka 1 npu BaphapuH (BXK. Touka 4.4).

UFH moxe aa ce mpwiara Ipu 031, He0OX0IUMH 3a TOIIbPKaHe Ha IPOXOIUMOCTTA Ha IEHTPaJICH
BEHO3CH WJIM apTepUANICH KaTeThp WU 110 BpeMe Ha KaTeThpHa abaliust Py MPeIChPIHO MBK/ICHE

(Bk. Touka 4.3).

Tadauua 10: B3anMogeiicTBUSI ¢ AHTUKOATYJIAHTH U JIEKAPCTBEHU MPOAYKTH CPeLLy
TPOMOOIMTHA arperamnust

HCIIBC

[Ipunaranute 3a kpatkocpouna aHanre3ust HCIIBC He ce cBbp3BaT ¢ MOBHILIEH
PHCK OT KbpBEHE, KOIraTo ce IpujiaraT ChIIbTCTBAILO C Ja0UraTpaH eTeKCcuiar.
[Ipu nponbmxutenna ynotpeda B npoyuBanero RE-LY HCIIBC yBenuuaBat
pHCKa OT KbpBeHE ¢ 0k0si0 50% KakTo mpu gaburaTtpaH eTeKCUIIaT, Taka U Ipu

BapdapuH.

Knonugorpen

[Ipu mnaam 3mpaBu JOOPOBOIIM OT MBIKKH TOJT ChITBTCTBAIIOTO MPHUIIOKEHUE
Ha gaburaTpaH eTeKCWIAT U KJIOMUIOTPEN He € JOBEJIO 10 TOIIBIHUTEITHO
yIbJKaBaHE HAa BPEMETO Ha KaMMJISIPHO KBPBEHE B CPAaBHEHUE C MOHOTEPATIHS
¢ xonuaorpen. Ocsed ToBa AUC: ss M Crax,ss, 1 UBMEPUTETTUTE HA
KoarynanusTa 3a eexTa Ha JaduraTpas, Wi HHXUOUPAHETO Ha
TPOMOOIIMTHATA arperaius KaTo u3MepuTes Ha e)ekra Ha KIIOMHI0TPeJI, 110
CBHINECTBO OCTABAT HEMPOMEHEHH MPU CPaBHSABaHE HA KOMOHMHUPAHOTO
JIEYeHUE U ChOTBETHUTE MOHOTepamnuu. [Ipu HatoBapBamia mo3a 300 mg uimu
600 mg kmonuaorpe, AUC: s U Cmax,ss HA TaOUraTpaH ce MOBHUIIIABAT C OKOJIO
30-40% (Bx. Touka 4.4).

ASA

EnnoBpemenHoTo npuinoxkenue Ha ASA u 150 mg naburatpan eTekcuiar asa
II'BTH JHEBHO MOYKE J1a TIOBUIIM PUCKa OT BCIKAKBO KbpBeHE 0T 12% 10 18% u
24% cwotBeTHO Tipu A03u 81 mg u 325 mg ASA (Bk. Touka 4.4).

Huckomonexynuu
XEIMapuHU
(LMWH)

CempreTBamaTa yrnorpeda Ha HuUCKoMoseky it xenapuau (LMWH), kato
€HOKCalapyH U JaburarpaH eTeKCUIIaT, He € CrieuaiHo npoyuBaHa. Cien
MpeMUHaBaHe OT 3-IHEBHO JieueHHe ¢ eHokcanapuH 40 mg s.c. BEIHBXK
THEBHO, 24 Jaca ciiej1 MociieHaTa 103a eHOKCallapuH, eKCIO3UINATa Ha
naburatpad e Oria Majko MO—HHUCKa, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Clie]
NPUIOKEHHETO caMo Ha JaduraTpaH eTekcuiar (equHu4Ha 103a 220 mg).
HabnromaBana e no-pucoka antu-FXa/Flla akTHBHOCT citesi MpHUIIOKEeHUE Ha
JaburaTpaH eTeKCHIIAT ¢ PEeIBAPUTEITHO JICUEHHE C eHOKCAllapHH B CPAaBHEHHUE
C JISYEHHETO caMo ¢ JaduraTpad erekcuiar. Cunra ce, 4ye ToBa ce JbJDKU Ha
NPOJIBIKUTEIHOCTTA Ha e(heKTa Ha CHOKCAIIApUH Clie]l JISYeHUETo (carry-over
e(eKT) U CIEeI0BATEIHO HE € KIMHIUYHO 3HauuMOo. OCTaHAINUTE Pe3yITaTH OT
AHTUKOATYJIAIIMOHHY U3CIICABAHMS, CBbP3aHH C Ta0UraTpaH, He ca IPOMEHEHU
3HAYUMO OT JICUEHHETO C EHOKCAIapyH.
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Jlpyru B3auMOeHCTBUS

Taoauua 11: Jpyru B3aumonaeiicTBus

Cenexmugnu unxubumopu Ha obpamuomo 3axeawane Ha cepomonuna (SSRI) uau cenexmuehu
UHXUOUMOPU HA 0OPAMHOMO 3axeqauiane Ha cepomonuna u hopenurnedpuna (SNRI)

SSRI, SNRI SSRI 1 SNRI moBumasar prucka oT KbpBeHE BbB BCHUKH I'PYITH HA JICUEHHUE B
npoyusaHeTo RE-LY.

BEWBCMGG, Kounio nosauAaeam CmomawuHomo pH

[Tantonpazon | Ilpu eqHoBpeMeHHO npuioxeHue Ha Pradaxa u manTonpason ce HaOmo1aBa
npubnusurentHo 30% namanenane Ha AUC Ha nmaburarpan. [laaTomnpaszon u apyru
uHXuOUTOpH Ha poToHHara nmommna (PPI) ca npunaranu exnoBpemenHo ¢ Pradaxa
B KJIMHUYHU NPOYYBaHHA U ChIIBTCTBALIOTO JieueHue ¢ PPl He nsrnexna na
HamassiBa epukacHocTTa Ha Pradaxa.

Panutuaua IIpunoxeHneTo Ha paHUTHANH 3a€THO C Ta0uUTaTpaH eTEKCUIaT HE OKa3Ba
KIIMHUYHO 3HAYUM €(DEeKT BEPXY CTENeHTa Ha abcopOIHs Ha Ja0uraTpaH.

Bs3aumoselicTBusl, CBbp3aHu ¢ META00IUTHHS IIpOd I Ha Ja0UraTpad eTeKCWIaT U qaburarpad

Jaburatpan etexcunar u 1aburarpaH He ce METa0OIM3UpaT OT CUcTeMara Ha IuToxpoM P450 u
HAMAT in Vitro eeKTH BbpXy YoBemkuTe quToxpom P450 ensumu. CnenoBaTenHo, ¢ jaburarpas He
C€ OYaKBaT CBbP3aHU JIEKAPCTBEHN B3aNMOICHCTBHSI.

HC,Z[I/IaTDI/I‘lHa nonyjganusa

IIpoyuBaHusATa 32 B3aUMOAEUCTBUS Ca MPOBEXKIAHN CaMO IPU Bb3PaCTHHU.
4.6 DepruauTeT, O)PEeMEHHOCT U KbpPMeHe

KeHu ¢ geTepoaeH MOTCHIIHAI

JKenu c nereposieH noTeHMan TpsoBa 1a n30sreaT OpeMEeHHOCT 0 BpeMe Ha jiedeHue ¢ Pradaxa.

bpemennoct

Wma orpannvenu aHHu OT ynorpedara Ha Pradaxa mpu OpeMeHHH XKeHH.
[IpoyuBanusiTa IpH )KUBOTHHU IMOKA3BaT PENPOAYKTUBHA TOKCUYHOCT (BK. Touka 5.3). I[loTeHunanHusT
PHCK IIpU XOpa HE € U3BECTEH.

Pradaxa He TpsiOBa 1a ce mpuiiara o BpemMe Ha OPEMEHHOCT, OCBEH B ClIyJail Ha KaTeroprHuHa
HEOOXOIUMOCT.

Kbpmene

Hsama xnuanmaHN 1aHHN 3a epexra Ha naburaTpaH BbpXY KbpMadyeTara 1o BpeMe Ha KbpMEHE.
KbpMeneTo TpsOBa f1a ce mpeyCTaHOBH 10 BpeMe Ha JiedeHue ¢ Pradaxa.

DepTunurer
Hsma nannu mpu xopa.

[Tpu npoy4BaHus BEPXY )KUBOTHHU € HaOIr01aBaH e(eKT BhPXY (QEpTHIIUTETA MPH KESHCKUTE 0]
(dopmara Ha HamaisiBaHe Ha OpOsl HA UMILIAHTAIIMUATE U TIOBUINIABAHE HA MPEUMIUIAHTAIIMOHHUTE
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3aryou npu go3a 70 mg/kg (5-KpaTHOTO HMBO Ha IJIa3MeHa eKCIO3UIHs pu nauueHTn). He ca
HaOIroaBaHu APYTH eeKTH BbPXY GepTHaNTEeTa pH KeHckuTe. Hama BiusHue BBpXY epTunureTa
npu MBXKHUTE. [lpn 1031, KOUTO ca TOKCHYHU 32 MakuTe (5- 10 10-KpaTHOTO HMBO Ha TJIa3MEHa
EKCTIO3UITHS ITPH TAIMEHTH ), IPY TUTHXO0BE M 3alIU ce HaOIIt0/[aBa HaMaJlsIBAHE HA TEJIECHOTO TETJI0 1
emOprodeTanHaTa KXU3HECIOCOOHOCT, 3a€IHO C MOBHILIAaBaHe Ha (eTaaHuTe Baprauuu. B
NPEHaTaIHOTO U OCTHATATHOTO NPOYyYBaHe € HaOM0JaBaHo MMOBHUIIABaHE HA (eTaHaTa CMBPTHOCT
TIPY JIO3H, KOWTO Ca TOKCHYHH 338 MallKHTE (71032, ChOTBETCTBAINA HA 4 ITHTH MMO-BUCOKO HUBO HA
TUIa3MeHa eKCIO3UIMS OT HaOII01aBaHOTO MPH MALUEHTH).

4.7 EdexTn BbpXy cnoco0HOCTTA 32 modupaHe u padoTa ¢ MAIIUHA

JlaburaTpaH eTeKCHIAT HE MOBIUSIBA WK TIOBJIHSABA PEHEOPEKUMO CIOCOOHOCTTA 3a modupaHe u
paboTa ¢ MaIlIMHU.

4.8 Hexenann JeKapCTBEHH PeaKINU

O0600menne Ha npoduiia Ha 6E30aCHOCT

JaburaTpan eTekcuiar € OlleHeH B KIMHUYHU U3MUTBAHUS IPU 0010 HPUOIU3UTETHO
64 000 maruenTy, ot kouto npudmu3uTenHo 35 000 nanueHTyr ca JIeKyBaHH ¢ JaburaTtpaH eTeKCHIIaT.

006110 0k0I10 9% OT MaIMEeHTUTE, JIEKYBaHU 3a TUIAHUPAHO MPOTE3UpaHe Ha Ta300eApeHa HITH KOJISTHHA
cTaBa (KpaTKOCPOYHO JieueHue 110 42 aun), 22% OT MalueHTHTe ¢ MPEACHPAHO MBXKIEHE, IEKyBaHH 3a
MIPEBEHIIMS Ha MHCYJIT ¥ CUCTEMEH eMO0IM3bM (IBIrOCPOUYHO JeueHHue /10 3 roauuu), 14% ot
nanuentute, nekyBanu 32 DVT/PE, u 15% ot naumnentute, nexyBanu 3a npeseHus Ha DVT/PE, ca
MOJIYYHIIA HEXKEJIaHU PEaKLUU.

Haii-uecTo cpo0maBanuTe ChOUTHSA ca ciyyal Ha KbPBEHE, Bh3HUKBAIIH NMPH NMpubau3nuTenHo 14% ot
NalUeHTHTE, JEKyBaHH KPaTKOCPOYHO 3a IJIAHUPaHO NPOTE3MpaHe Ha Ta300eapeHa Wir KOJIsHHA
cTaBa, mpu 16,6% OT ManMeHTHTe C MPEACHPIHO MBKIEHE, IEKyBaHH JBITOCPOYHO 32 MPEBEHIINS Ha
WHCYJIT B CUCTEMEH eMOoNu3bM, ¥ 1ipu 14,4% OT Bh3pacTHHUTE MalueHTy, jJekyBanu 3a DVT/PE.
OcBeH TOBa MMa cilyyad Ha KbpBeHe npH 19,4% oT manueHTuTe B U3MUTBAHETO 33 MPEBEHINS Ha
DVT/PE, RE-MEDY (Bb3pacthHu nanuenTtH), ¥ npu 10,5% OT manueHTuTe B N3MUTBAHETO 32
npesennus Ha DVT/PE, RE-SONATE (Bb3pacTHu NaeHTH).

TBif KaTo MOMyJAIMUATE OT MAIIMEHTH, ICKYBaHH 33 TPUTE TIOKA3aHHS, HE Ca CPABHUMU M CHOUTHATA HA
KBbpPBEHE 00XBaIaT HIKOJIKO cucTeMo-opranau kiraca (SOC), B 06001IeHO onMcanne CHONTHATA Ha
TOJISIMO M Ha BCIKAKBO KBPBEHE Ca pasNpeesIeHH CIIOpe]] TOKa3aHUEeTO U ¢a MMOCOoUeHH! B Tabmuiy 13-
17 no-nomny.

B’preKI/I Y€ € C HUCKA 4€CTOTa IIPH KIIMHUYHU MIPOYyUYBAHUA, MOXKE 1a HACTBIIN T'OJIAMO HUJIU TEKKO
KBPBCHE, KOCTO HE3aBUCHUMO OT MACTOTO Ha Bb3HUKBAHC MOXKC 1a JOBCAC N0 UHBAJIUIU3UPAHEC,

JKUBOTO3acTpalnaBaio CbCTOAHUC UIIU JOPU JICTAJICH U3XOMI.

CruchbK Ha HEXKCIIAHUTE PCaKIi B TaOIUYEH BU

B tabmmna 12 ca noka3aHu HeXeJlaHUTE PEaKIMH, YCTAHOBEHU B IPOYYBAHMSITA U TIOCTMAPKETUHTOBU
JIAHHM TIPH MTOKa3aHuATa MbpBUYHa npeBeHIys Ha VTE cien npore3npane Ha Ta3o00eapeHa it
KOJITHHA CTaBa, IPEBEHLMSI HA TPOMOOEMOOIMYEH HHCYIT U CUCTEMEH eMOOJIN3BM IIPH HALUEHTH C
npeachpaHo MbxeHe, tederre Ha DVT/PE u npesentust Ha DVT/PE. Te ca rpynupanu 1o cucTemo-
opraneH knac (SOC) u mo yectora ¢ U3MOJI3BaHE HA ClIeJJHATA KOHBEHIIMS: MHOTO YecTH (>1/10),
yectu (=>1/100 go <1/10), neuectn (=1/1 000 mo <1/100), peaxu (=1/10 000 o <1/1 000), mHOTO
peaxu (<1/10 000); c Hen3BecTHA YecToTa (OT HATMYHUTE JTAaHHHU HE MOXe J1a O'bjie HAallpaBeHa
OTICHKA).
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Tadamna 12: Hesxenanu peakuuun

YecToTa

SOC / Ilpeanountan TepMUH

[IppBUYHA TpeBeHLINS

IIpeBenuus na

Jleuenue Ha

Ha VTE cnen UHCYIJIT U CUCTEMEH DVT/PE u
MPOTE3UpPaHEe HA eMOOJIM3bM ITPH TIPEBEHITUS Ha
TazobepeHa uim TAIUEHTH C DVT/PE
KOJITHHA CTaBa peACHPIHO
MBXKICHE
Hapyiienns Ha KpbBTa U IuMdHATA CUCTEMA
Anemus Heuectn Yectu Heuectn
[TonmxeH xeMoriaoOuH Yectn Heuectn C HeusBecTHA
YecToTa
TpomOoIUTONICHHS Penxu Heuectn Penxnu
IToHM>XEeH XeMaTOKPHUT Heuectn Penxu C HensBecTHA
YecToTa
Heyrponenus C HEeM3BECTHA YECTOTA C HeusBecTHA C HeusBecTHA
YyecToTa YyecToTa
ArpaHynonuTosa C HeW3BeCTHA YeCTOTa C HemsBecTHa C HeusBecTHA
yecToTa YecToTa
Hapymienust Ha uMyHHaTa cucTemMa
JlekapcTBeHa Heuectu Heuectu Heuectu
CBPBHXUYBCTBUTEITHOCT
O6pus Penku Heuectu Heuectu
[Ipyputyc Penku Heuectu Heuectu
AHadrmrakTHaHa peakus Penxu Penxu Penxnu
AHrmnoenem Penxu Penku Penxu
Yprukapus Penxu Penxu Penxnu
Bponxocnazbem C Hen3BECTHA YECTOTA C HeusBecTHA C HeusBecTHA
yecToTa YecToTa
Hapyuienns Ha HepBHaTa cuctema
BobTpedepenna xemoparus | Penxu Heuectu Penxu
CbJI0BY HapyUICHUS
XemaTom Heuectn Heuectn Heuectn
Xemoparust Penku Heuectn Heuectn
KpsBOTeuenue ot Heuectu -
orepaTUBHATA paHa
PecniupatopHu, rpbAHU U METUACTUHAIHU HAPYIICHUS
Enucrakcuc Heuectn Yectn Yectn
XemodrHza Penxu Heuectn Heuectn
CroMantHO-4YpeBHU HAPYIICHHMSI
CromaniHo-4peBHa Heuectn Yectu UecTtn
XeMoparus
AbGpoMmuHanmHa 00JIKa Penkn Yectu Heuectn
Huapust Heuectu Yectu Heuectu
Jucnerncus Penku Yectn Yectn
I'amene Heuectn Yectn Heuectn
Pekranna xemoparus Heuectn Heuectn Yectu
XemMopouajaHa XeMoparus Heuectu Heuectu Heuectu
CroMarnrHo-4peBHa sI3Ba, Penxu Heuectu Heuectu
BKIIFOUUTEITHO e30(areaiHa
sI3Ba
lacrpoeszodarur Penku Heuectn Heuectn
lacrpoesodareanta Penku Heuectn Heuectn

pedurykcHa 6osect
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paHa

IToBprbiiane Heuectn Heuectn Heuectn
Hucharus Penxu Heuectn Penxu
XenaToOMIMapHU HApyIIEHUS
Hapymrena wepaoapo6na Yectu Heuectu Heuectu
¢yHk1ns/OTKIIOHEHNS BBB
(YHKLINOHAIHUTE
YepHOIPOOHY MTOKA3aTENH
IToBuiieHue Ha anaHuH Heuectn Heuectu Heuectu
amuHOTpaHchepasaTa
[ToBuienue Ha acnaprat Heuectn Heuectu Heuectu
aMuHOTpaHc(hepas3aTa
[loBummenn yepHOAPOOHN Heuectu Penxu Heuectu
CH3UMH
XurnepOuupyOnHeMus Heuectn Penku C HeusBecTHA
YECTOTA
Hapymienns Ha KoXaTa ¥ IMOJK0XHATA ThKaH
KoxHU KpbBOU3IUBHU Heuectn Yectu Yectu
Anonenust C Heu3BeCTHA 4YeCcTOTa C HeusBecTHa C HeusBecTHA
YEeCTOTa YECTOTA
Hapymiennst Ha MyCKyJTHO-CKEJIETHATa CHCTEMa 1 CheIMHUTEITHATA ThKaH
XemapTpo3sa | Heuectn | Penxu Heuectu
Hapymenus Ha O0penuTe 1 NTUKOYHUTE IIBTHINA
YporenuTanHa xemoparus, Heuectn Yectu Uectn
BKJTFOUHUTEITHO XEMaTypHUs
0061 HapymieHus ¥ e(heKTH Ha MSICTOTO Ha MPHIIOKEHUE
Xemoparus Ha MSICTOTO Ha Penxu Penxu Penxnu
HWHXEKTUPaHE
Xemoparus Ha MSICTOTO Ha Penkn Penkn Penkn
TTOCTaBsIHE HA KaTeThpa
KbpBasB cexper Penku -
HapansiBanusi, OTpaBsiHUS U YCIIOKHEHHUS, Bb3HUKHAIU B pE3yJITaT Ha
WHTEPBEHITNN
TpaBmaTuyHa XemMoparust Heuectn Penxu Heuectu
Xemoparus Ha MSICTOTO Ha Penxu Penxu Penxu
HMHUU3US
[TocTopouenypen xemaroM Heuectu - -
IToctnpouenypna Heuectu -
XeMOoparus
[TocTonepaTuBHa aHeMus Penxu - -
[TocTopouenypHa cexkpernus Heuectu - -
Cekpenust OT oliepaTUBHATA Heuectn - -

XI/IpprI/ILICCKI/I 1 MCUIIMHCKN MHTCPBCHIIUN

JlpeHax Ha onepaTvBHaTa Penku - -
paHa
IToctnponierypex npeHax Penxu - -
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Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKlnu

Peaxyuu na kvpsene

[lopanu papmMakoIOrnYHUsl MEXaHU3bM Ha JIeiicTBUE yHoTpedaTa Ha 1aduraTpal eTeKCHIaT MOXKe J1a
ObJic CBbp3aHa C TIOBHUILEH PUCK OT OKYJITHO WJIM BUIUMO KbPBEHE OT KOSITO U /1 € ThKaH WJIM OPTraH.
IIpu3HanmTe, CHMITOMUTE B TEKECTTa (BKIIOYUTEITHO M JIETAJICH U3XO0]) BapupaT CIIOPea MICTOTO U
CTEIIEeHTa WM 00XBaTa Ha KbPBEHETO H/WIK aHEMUSTA. B KIIMHUYHHUTE POyYBaHUS MYKO3HOTO
KbPBEHE (Halp. CTOMAIIHO-YPEBHO, TEHUTOYPHHAPHO) € HAOJII0AaBaHO M0-YECTO MPH ABITOCPOUHO
JeYeHHe ¢ qaburatpad eTeKCWIaT, B cpaBHeHue ¢ eueHne ¢ VKA. Taka, B TombpiiHEHHE KbM
MIOJIXOJISIIO KIIMHAYHO HAOII0JICHNE, 1a00paTOPHOTO U3CIIEIBAHE HA XEMOTIIOOMH/XEeMaTOKPUT €
LIEHHO 33 OTKPUBAHE Ha OKYJITHO KbPBEHE. PUCKBT OT KbpBEHE MOXKE Jja C€ TIOBUIIH NIPH ONPEIEIIEHU
IpyIy MAlUEeHTH, HaTIp. Te31, KOUTO HMaT YMEPeHO ObOPEUHO YBpEXKIaHEe /UK ca Ha CHITbTCTBAIIIO
JIeUeHHE, 3acATaIo XeMOoCTa3ara, Hiu CUITHU P-gp naxubutopu (Bxk. Touka 4.4 XeMoparinueH prckK).
XeMOparuuyHUTe YCIOKHEHHSI MOXKeE Ja ce MPOSBAT KaTo c1adocT, OJeTHOCT, 3aMasiHOCT, TJ1aBO00IIHE
WIN HeOOSCHUMO IOIyBaHe, JUCITHES] U HEOOSCHUM IIOK.

Cro011aBa ce 3a O3HATH YCIOXKHEHHSI C KbPBEHE, KATO KOMIAPTMEHT CHHAPOM U ocTpa ObOpeuHa
HEJOCTATHYHOCT MOPATH XUNONEepy3Hs U CBbP3aHa C AHTUKOAryJIaHTH He(YPOTIATHs MPU MAIUSHTH C
npezpasnoiaramny puckoBu GpakTopu, BbB Bpb3Ka ¢ qJadurarpan erekcuiar. CiieoBaTeiHo, TpaoBa 1a
Ce OTYMTa BEPOATHOCTTA 3a XEMOpPArus MpH OIICHKaTa Ha ChCTOSTHUETO Ha BCEKHM aHTUKOATYJINpaH
MaIMeHT. 3a Bh3PaCTHU MAIMEHTH UMa HAIMYHO CHeNH(PUIHO HEYTPATM3UPAI0 CPEIICTBO 3a
nmadburarpaH, uuapynu3ymad, B crydail Ha HEKOHTPOJIMPYEeMO KbpBeHE (BXK. Touka 4.9).

Ivpeuuna npesenyus na VIE npu opmoneduuna xupypaus
Tabmuia 13 noka3sa O0post (%) Ha MAIMEHTUTE ¢ KbPBEHE, KaTO HEXeJlaHa JIEKAPCTBEHA PEeaKIIus 10
BpEME Ha IIEpHUOJa HA JICUCHHE B IBET€ OCHOBHU KIIMHWYHU IIPOy4BaHUs 3a npeBeHuus Ha VIE, B

3aBUCUMOCT OT Jo03ata.

Tadoauua 13: Bpoii (%) nanuenTH ¢ KbpBeHe, KATO HeXKeJIaHA JIeKapCTBeHA peakiusi

JHaburarpan erexkcuiar | [laburarpan erekcuiar | EHokcamapun

150 mg BequBk qHEBHO | 220 Mg BEIHBXK JTHEBHO

N (%) N (%) N (%)
JlexyBaHu maneHTH 1 866(100,0) 1 825(100,0) 1 848 (100,0)
l'onsiMo KBpBeHE 24 (1,3) 33 (1,8) 27 (1,5)
BesikakBo KbpBEHE 258(13,8) 251(13,8) 247(13,4)

Ipesenyus na mo3vyeHn uHcynm u cucmemen emooauzvbm npu evspacmuu nayuenmu ¢ NVAF ¢ eoun
U noseye puckosu haxkmopu

Ta6J’II/IL[a 14 moka3Ba CHLOUTHATA HA KBPBCHE, pas3lpcACJICHNU KaTO CHOUTHS Ha TOISIMO U HA BCSIKAKBO
KBPBCHE B OCHOBHOTO IIPOYYBAHEC, U3CJICABAIIO TPECBCHIHUATA HA TpOM60€M60J'II/I‘{eH HUHCYJT U
CHCTEMEH eMOOITM3EM IIpU MauEeHTU C NPCACHPAHO MBKJICHE.
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Tadamna 14: CbrOMTHS HA KbPBeHe B IPOYyYBaHe, H3CJIeBANI0 NPeBeHIUsATa HA
TPOoMO0eMO0JIMYeH HHCYJIT H CHCTeMeH eM0OO0JIN3bM NPH NALHEHTH ¢ MPeIChPIAHO

MBbIKIeHe
Jlaburatpan etekcunar |/laburaTpaH eTekcuiar Bapdapun
110 mg aBa nbTH 150 mg aBa nbTH
JTHEBHO JTHEBHO
PanmomMusupany narueHTH 6015 6076 6022
TonssMo xkbpBeHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BbTpeuepenHo KppBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)
CY xbpBeHe 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHe ¢ jgeTaaeH u3xon 26 (0,22%) 30 (0,25%) 42 (0,36%)
Maiko KbpBEHE 1566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BcesikakBo kbpBeHe 1759 (14,78%) 1 997 (16,60%) 2169 (18,39%)

B parmomusupaHo npoydBaHe, Mpy MAIUEHTUTE, MpUeMain nadurarpan etexkcuiar 110 mg na mbTH
nHeBHO wiH 150 mg 1Ba TbTH THEBHO € CHIECTBYBAJ 3HAYUTENHO MO-HUCHK PUCK OT
KHBOTO3aCTPAIIABAIIO KEPBEHE U BTPEUEPEIHO KbPBEHE B CPAaBHEHHUE C TE3H, IpUeMain BapdapuH
[p <0,05]. U npu nBeTE KOHLIEHTPALMK HA Ja0UraTpaH €TeKCUIaT € UMalo U CTAaTHCTHYECKH 3HAYNMO
NO-HHCKa 00112 yecToTa Ha KbpBeHe. [1pu manuentuTe, npueManu pangomusrpano 110 mg
naburaTpaH eTeKCHIIaT JBa bTH JHEBHO € ChIECTBYBa 3HAUYUTEIHO MO-HUCHK PUCK OT TOJISIMO
KbpBEHE B cpaBHEHHE C Bap(apuH (koepunueHT Ha pucka 0,81 [p=0,0027]). [Ipu nauuenrture,
npueMaiu paanomusupano 150 mg naburatpaH erekcuiar ABa MTH THEBHO € ChIIECTBYBAJ
3HAYUTENIHO MMO-ToJIsiM puck oT CY kbpBeHe B cpaBHeHHE ¢ BapdapuH (KkoehHuIMeHT Ha pucka 1,48
[p=0,0005]). To3u edekT e HabMOAaBAH ITTABHO NP MALUEHTH >75 TOAUHH.

Knuanynara nmonsa ot naburarpaH 1o OTHOIIEHHE Ha MPEBEHIUATA Ha MHCYIT U CHCTEMEH
eMOO0JIM3bM U IOHWKEHHUAT PUCK OT uHTpakpanuaina xemoparus (ICH) B cpaBHeHue ¢ BapdapuH ce
3ama3BaT MPH OTIEITHHUTE MOATPYIH, Hanp. ObOPEYHO YBpeXkaaHe, Bb3PacT, ChIIbTCTRAILA YIOTpeda Ha
JIEKapCTBEHH NMPOAYKTH KaTo Hamp. aHTUTpoMOoTHIN min P-gp uaxuburtopu. JJokaro Hikoun
MOJITPYTIH TAIIMEHTH Cca C TIOBHIIEH PUCK OT TOISIMO KbPBEHE, KOTaTO ca JIEKyBaHH C aHTHKOATyJIaHT,
MIOBUIIICHUST PUCK OT KbPBEHE TP JaduraTpan eTekcuiar € cBbp3aH cb¢ CU KbpBeHE, 0ONKHOBEHO
HaOIro1aBaHa npe3 IbpBUTE 3-6 Mecela ciie] 3al0YBaHe Ha JICYCHUETO ¢ JaburaTpaH eTeKCHar.

Jleuenue na DVT u PE, xaxmo u npesenyus na peyuousu na DVT u PE npu 8v3pacmuu nayuenmu
(DVT/PE)

B tabnuna 15 ca mocodenu chOUTHS Ha KbpBeHe OT 00001IeHuTe ocHOBHU npoyuBanus RE-COVER u
RE-COVER II, B kouto ce n3nursa jeueHuero Ha DVT u PE. B cOopauTe npoyuyBanus, cbOUTHSTA
Ha ’bPBUYHUTE KPaiHU TOUKHU 3a 0€30MacHOCT ,,lOJIIMO KbPBEHE, TOJISIMO WJIM KIIMHUYHO 3HAYUMO
KbPBEHE M BCSIKAKBO KbPBEHE'* ca 3HAYMTEITHO [TO-MAIIKO B CpaBHEHHE C Bap(aprH NPU HOMHHAIHO
anda HuBO 5%.

59



Tabanna 15: CbrouTHsa Ha kKbpBeHe B npoyyBannsaTa RE-COVER n RE-COVER 11, B kounro ce
u3nuTBa jJedyennero Ha DVT u PE

JHaburarpan erexcuiar Bapdapun Koedwumnment na
150 mg nBa meTH pHUCKa CIIpsAMO
JTHEBHO BapdapuH
(95% CI)
ITanuenTy, BKIIOYEHU B 2 456 2462
aHajm3a Ha 0€30MMacHOCTTa
Cw0uTHS Ha TOJISIMO KEPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)
Bbrpeuepernto 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
KbpPBEHE
l'onsimo CY kbpBeHe 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
JKuBotozactparasaiio 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE
Ch0uTHS HA TOISIMO 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)

KbPBEHE/KIMHUYHO 3HAYUMO
KbpBEHE

BcesikakBo KbpBEHE

354 (14,4%)

503 (20,4%)

0,67 (0,59; 0,77)

Bceskakso CY kbppBeHE

70 (2,9%)

55 (2.2%)

1,27 (0,90; 1,82)

CpOuTHsiTa Ha KBPBEHE MIPH ABETE JICUSHHSI Ca OTYUTAHU OT IIBPBUS MPHEM Ha JaOUraTpaH eTeKCHaT
win BapdapuH ciell IpekpaTsBaHe Ha IapeHTepaIHaTa Tepanus (IIepuoj caMo Ha IepopaIHo

neuenne). ToBa BKIIIOYBA BCUYKH ChOUTHS Ha KbPBEHE, Bh3HUKHAIM 10 BpeMe Ha Teparusira ¢
JaburatpaH eTeKcuiaaT. BKiroueHH ca BCHYKH ChOUTHS Ha KbPBEHE, BB3HUKHAIIM 110 BpeMe Ha
TepanusTa ¢ BapQaprH, OCBEH OHE3U, KOUTO ca Bh3HUKHAJIM 10 BpeMe Ha TIepro/ia, B KOUTO ce
3acTHIBAT JICYEHUETO ¢ Bap(apyH 1 MapeHTepaTHaTa Teparnms.

B tabauua 16 ca mocoueHu JaHHU 3a CHOUTHS Ha KbpPBEHE B OCHOBHOTO npoyuBaHe RE-MEDY, B
KoeTo ce m3nuTBa npesenuusaTa Ha DVT u PE. Hsaxou cs0uTHs Ha KbpBeHE (CHOUTHS Ha TOISIMO
kbpBeHe (MBE)/knuanuno 3naunmMo kbpBeHe (CRBE); BcakakBo KbpBeHE) ca 3HAUUTEITHO TO-MAJIKO
Ipy HOMUHAITHO ainda HUBO 5% MpH ManueHTH, NpueMain Ja0uraTpaH eTeKCHiaT, B CpaBHEHHUE C

TEe3H, IpueMaiy BapdapuH.

Tabanna 16: CnOouTHA Ha KbpBeHe B npoyuBaHe RE-MEDY, B koeTo ce H3NTUTBa NpeBEeHIUSITA

Ha DVT u PE
JlaburaTpan eTexcuiaar Bapdapun Koeduuuent Ha
150 mg nBa mpTH pHUCKa CIIpsAMO
JTHEBHO BapdapuH
(95% noBepuTeneH
MHTEpBa)
JlekyBaHu manueHTu 1430 1426
Cp0uTHs Ha TOJISIMO KEPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
Brrpeuepenno 2 (0,1%) 4 (0,3%) He moxe na 6b1e
KbpBEHE n34yuciaen™*
l'onsamo CY xbpBeHe 4 (0,3%) 8 (0,5%) He moxe na 6bae
n3uucien®
JKuBoro3zacTtparaBamio 1 (0,1%) 3(0,2%) He moxe na 6b1e
KbpBEHE n3yucien*
CoOHTHS HA TOJIIMO 80 (5,6%) 145 (10,2%) 0,55 (0,41, 0,72)

KbPBEHE/KIIMHUYIHO 3HAYNMO
KbpBEHE

Bceskako KbpPBCHC

278 (19,4%)

373 (26,2%)

0,71 (0,61; 0,83)
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| BesikakBo CU kbpBeHe | 45 (3,1%) | 32 (2,2%) | 1,39(0,87; 2,20)

*KP He Moxe 1a ObJic M3UMCIICH TIOPaJIX JIMIICAaTa Ha ChOUTHE B KOSATO U JIa € KOXOpTa/JIeYeHHE

B tabnuua 17 ca mocoueHu JaHHU 3a CHOMTHA Ha KbpBeHE B 0CHOBHOTO npoyuBaHe RE-SONATE, B
koeTo ce u3nurBa npesennuata Ha DVT u PE. Yecrorara Ha komOunanusata MBE/CRBE u Ha
BCSIKAKBO KbPBEHE € 3HAYUTEIIHO MO-MaJIKa TP HOMUHAITHO ajida HUBO 5% NpHU MalMeHTH, IpUeMalld
iane0o, B CpaBHEHHUE € TE€3H, IPUEMaH Ja0UraTpaH eTeKCcuiar.

Ta6auna 17: CnOutnda Ha KbpBeHe B npoyuBaHe RE-SONATE, B koeTo ce H3MuTBa
npesennusaTa Ha DVT u PE

Jlaburatpan eTexcuiat [Tname6o Koeduruenr Ha
150 mg nBa meTH pHCcKa crpsMo
JTHEBHO iane6o
(95% nomepurenex
WHTEpPBaN)
JlexyBaHu manueHTH 684 659
CbOuTHS Ha TOISIMO KbPBEHE 2 (0,3%) 0 He moxe na
Obje n3uncieH *
Brrpeuepemnto 0 0 He moxe na
KbpBEHE Obae uzuncieH *
lNomssmo CY kbpBeHe 2 (0,3%) 0 He moxe na
Obje n3uncieH *
’KuBoTozacrpamaBario 0 0 He moxe na
KbpBEHE Obae uzuncieH *
Cp0uTHS Ha TOIIMO 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KbPBEHE/KIIMHUYIHO 3HAYNMO
KbpBEHE
BcsikakBo kbpBeHE 72 (10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
BcesikakBo CY kbpBeHe 5(0,7%) 2 (0,3%) 2,38 (0,46; 12,27)

*KP He Moxe 1a ObJie M3UMCIICH TIOPaIH JINIICaTa Ha ChOUTHE MPHU KOETO U JIa € OT JICUCHUATA

AZD(,IHVJZOMMWIOS’CI U Heymponerusi

ArpaHyIonHTO3a ¥ HEYTPOIIEHHUS ca ChOOIIaBaHW MHOTO PSIIKO CJIE]] pa3peliaBaHe 3a yrnorpeda Ha
JaburarpaH erekcuiar. Tl KaTo HeXeJaHUTE PEaKI|K ca ChOOMaBaHu TP MOCTMAPKETHHTOBOTO
HAOIIOJICHHE OT IMOITYJIAIMs C HEYCTAHOBEH pa3Mep, YeCTOTaTa UM He MOXKeE J1a ObJIe IOCTOBEPHO
onpexaeneHa. YectoraTa Ha ChOOIIABaHE € H3YHUCIICHA HAa 7 ChOMTHSA Ha 1 MHJIMOH NMAI[MEHTOTOUHY 3a
arpanyJjionuro3a u 5 cuOutnst Ha 1 MHITHOH MAIUECHTOTOAWMHU 3a HCYTPOIICHHS.

HCZII/IaTDI/I‘IHa nomyJaanusa

BezonacHoctTa Ha maburarpan erekcuiaT npu jedenuero Ha VTE 1 npeBeHnuns Ha penuanBUpaIin
VTE npu neauatpuyHy NalMeHTH € npoydeHa B ase u3nutBanus ¢asa I (DIVERSITY u 1160.108).
O6mo 328 neauaTpuIHM MAIIMEHTH Ca JICKyBaHU C nadurarpan eTekcuiar. [lanuenture ca
NOJIy4aBajlM alalTHPaHU CIIOpe] Bb3PacTTa M TEJIECHOTO TETJIO 03U OT ChoOpa3eHa ¢ Bb3pacTra
JekapcTBeHa GopMa Ha gaduraTpaH eTeKcuiar.

Karo 1su1o ce ouakBa npo¢uiibT Ha 6€30MaCHOCT IIPH JIC1Ia Ja € ChIIUAT KaTo IPU Bh3PaCcTHH.

0061110 26% OT NMeAMaTPUUHUTE MALMEHTH, JICKYBaHHU ¢ JaduraTpan erekcuiar 3a VTE u 3a npeBeHIus
Ha peuuauBupaiiu VTE, ca nomy4uiivi HexXellaH! peaKivu.

Cnucwk na nesceranume peakyuu 6 maobauyen 6uo

B tabauna 18 ca mokazaHu HeKellaHUTE peaklMy, yCTAaHOBEHH B MIPOYUBaHUATA NIpH JieueHue Ha VTE
U npeBeHIus Ha pennausupaniy VTE npu neguatpuyny nanueHTy. Te ca rpynupaHu 0 CHCTEMO-
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opraneH kiac (SOC) u 1o yecToTa ¢ U3MOJI3BaHE Ha ClIe[HATa KOHBEHIIHA: MHOTO Yectu (>1/10),
yectu (>1/100 no <1/10), meuectu (>1/1 000 mo <1/100), penxu (>1/10 000 mo <1/1 000), MmHOTO
penku (<1/10 000), ¢ Heu3BecTHA YecTOTa (OT HAIMYHKUTE JJaHHU HE MOJXKE J1a ObJic HalpaBeHa

OTICHKA).

Tadauua 18: Hexenanu peakunu

YecToTa

SOC / Ilpeanountan TepMUH

nedenue Ha VTE n npeBeHnus Ha pernuausupamy VITE

IIpU NCAUAaTPUYIHUA MAITUCHTH

Hapymienus Ha KpbBTa M AMMQHATa cCCTEMa

Anemus Yectu
IToHmkeH XeMorI001H Heuectn
TpombonuToneHus Yectn
IToHMXKEH XEMAaTOKPUT Heuectu
Heytponenus Heuectn
Arpanynonurosa C Heu3sBecTHa 4ecToTa
Hapynienns Ha IMyHHaTa CUCTEMa

JlekapcTBeHa CBPbXUYBCTBUTEIHOCT Heuectn
O6puB Yectn
[Ipypuryc Heuwectn
AnadunakTiyHa peakuus C HemnsBecTHa yecToTa
AHrHOETEM C Hem3BecTHa 4ecToTa
Yprukapus Yectu
Bponxocmazpm C Hem3BecTHa 4eCTOTa

Hapymienus Ha HepBHaTa cucTeMa

Brrpeuepenna xemoparus Heuectn
CpI0BH HapyIIEHUS

XemMaTom Yectu

Xemoparust C Heu3BeCTHA YeCTOTa
PecniupaTopHu, rpbAHU U METUACTUHAIHU HAPYIICHUS

Enuncrakcuc YecTtn

XemodrHza Heuectun
CroMantHO-4YpeBHU HAPYIICHHMSI

CToManrHo-4peBHa XeMOparus Heuectn

Ab6pomMuHanHa 0oIKa Heuectn

Huapus Yectu

Jucnerncus Yectu

TI'agene Yectn

Pexranna xemoparus Heuectn

XeMOpOI/I)_'[aHHa XeMoparusa

C HeHn3BecCTHA YECTOTA

CTOMaIHHO-T-IpeBHa s13Ba, BKIIIOYHUTCIITHO
e3oareaiHa s3Ba

C Hen3BecTHA YecToTa

I"actpoe3odarut Heuwectn
l"actpoesodareanna pedurykcHa 00secT UecTtn
IToBpbiiane Yectu
Jucharus Heuectn

XemnaToOMIMapHU HApyIIEHUs

Hapymena yeproapobna
¢ynkuns/OTKIOHEHHS BbB
(YHKIIMOHATHUTE Y€PHOAPOOHHU
MOKa3aTenu

C Heu3BeCTHA YeCTOTa

IToBuIlICHHE HA aTaHUH
amuHOTpaHchepasaTa

Heuectn
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IToBuienue Ha acnaprat Heuectu

aMHHOTpaHc(epazaTa

[ToBuiienu yepHOAPOOHHN EH3UMHU Yectu

XunepOunpyOnHeMHus Heuectu
Hapymenns Ha KokaTa ¥ MOJIKO)KHATA ThKaH

Koxnu kpbBOM3IUBU Heuectn

Anonenus Yectu
Hapynienns Ha MyCKyJIHO-CKEJIETHATA CUCTEMA M ChE€AMHUTENHATA ThKaH

XemapTposa C Hem3BecTHa YecToTa
Hapymienns Ha 660peruTe 1 MUKOYHNUTE IHTHINA

YporeHuranHa xeMoparus, Heuectn

BKJIFOUUTCIIHO XCMATYpUL

OO61u HapyieHus ¥ e(heKTH Ha MSICTOTO Ha MPHIIOKEHUE

XeMoparus Ha MSCTOTO Ha C HeusBecTHa yecToTa
WH)KEKTUpaHe
XeMoparust Ha MSICTOTO Ha TIOCTaBsIHE C Heu3sBecTHa yecToTa

Ha KaTreThpa

HapaHSIBaHI/IH, OTpaBAHUA U YCJIOKHCHHU S, BBSBHUKHAJIN B pPE3YyJITaT HA UHTCPBCHIINU

TpaBmMaTH4yHa XemMoparus Heuectn

XeMoparI/m Ha MACTOTO HAa MHIIM3UA C HeHM3BECTHA YECTOTA

Peaxyuu na kvpsene

B nBe nznutBanus ¢asa Il npu nokasanuero nedyenne Ha VTE u npeBennust Ha peuuausupamy VTE
NpY TIeJUaTPUYHK NanyeHTn o61mo 7 naruenTs (2,1%) ca uManu cb0MTHE Ha TONISMO KbpBEHE,

5 manmentu (1,5%) ca umanu crOUTHE HA KITMHUIHO 3HAYMMO HETOJISIMO KbPBEHE, a 75 TaIrueHTH
(22,9%) ca nmanu chOMTHE HA HE3HAYUTEIHO KbpBeHe. KaTo 115110 yecToTaTa Ha CHOUTHSITA Ha
KbpBEHE € T0-BHUCOKa IpH Mo-Bb3pacTHarta rpymna (12 mo <18 rogunan: 28,6%), OTKOIKOTO B TPYIHUTE C
MOo-MaJika Bb3pact (0T paxkaanero a0 <2 roawawn: 23,3%; 2 no <12 roguan: 16,2%). L'onssmo wmm
TEXKO KbpPBEHE, HE3aBUCUMO OT MACTOTO Ha Bb3HUKBAHE, MOXKE J1a I0BE/E 0 UHBAINIU3UPAHE,
JKUBOTO3aCTpaIIaBallo ChCTOSHUE UITU IOPH JIETAIEH U3XOJ.

C'I)O6H_IaBaH€ Ha IMoa03HupaHn HEXKCIIaHU PCAKITUNA

CpoOI11aBaHeTO Ha MTOI03UPAHH HEXKEIIAHN PEaKIUK ClIe]l paspelaBaHe 3a ynoTpeda Ha JIeKapCTBeHHUS
HPOJYKT € BaxkHO. ToBa M03BOJIsIBA J1a MIPOIBIKU HAOJIFOICHUETO HA ChOTHOIICHHETO MOJI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATTUCTH CE U3UCKBA J]a ChOOIIABAT BCsKa
M0JI03UPaHa HeXellaHa peakiys Ype3 HallMOHAIHA CHCTEMa 3a ChOOIIaBaHe, IIOCOYEHA B

Ilpunoxenue V

4.9 Ilpeno3upane

I[OBI/I z[a61/1ranaH CTCKCWJIAT, HaJIBUIIIaBaIlU IIPCIIOPBUYUTCIIHUTEC NJO3U, U3JIaraT malucHTa Ha
IMMOBUILICH PUCK OT KbpPBCHEC.

[Ipu cbMHEHME 3a NIpelo3upaHe IPOBEXKAAHETO HA KOAryJIallMOHEH TECT MOXeE Ja IOMOTHE 3a
oTpeJieIisiHe Ha pUCKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). KanuOpupan xonmuectsen dTT Tect unm
mHorokpatau dTT u3MepBaHus TO3BOJISBAT MIPEBIDKIAHE HA BPEMETO, KOTATO I1ie OBIaT TOCTUTHATH
oTpezieNIeHN HMBa Ha JaburaTpaH (BX. Touka 5.1), ChIIO B ciiydail ue ca MpearpueTy JOMbIHUTETHI
MEpPKH — Halp. JUajin3a.

[IpekomepHaTa aHTUKOATYITAIUS MOKE J1a H3UCKBA NIPEYCTAaHOBSIBAHE HA JICUCHHETO C Jaburatpad
eTekcrwiat. Thil KaTo Jaburarpan ce eKCKpeTupa npeJnMHO upe3 Ob0OperuTe, TpsioBa Jia ce Mo IbpiKa
JocTarbuHa quypesa. Thil KaTo CBBP3BaHETO C NPOTEMHH € B HUCKA CTENeH, faburaTtpaH Moxe J1a
ObJIc IUaTM3upaH; UMa OTpaHNueH KIIMHUYCH OITUT, IEMOHCTPUPAIIL [T0J13aTa OT TO3H IMOIXO0/ B
KITMHUYHYU TIPOYYBaHMs (BXK. TOUKa 5.2).
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OBJ'IaI[HBaHC Ha YCJIOXKXKHCHHA C KbPBCHEC

B cnyuait Ha XeMOparuHu YCIOKHEHUS JICUCHUETO ¢ JadurarpaH eTeKCUIaT TpsioBa 1a Obie
MPEYCTaHOBEHO, a IPUYMHATA 32 KbPBEHETO — U3cieBana. [1o mpereHka Ha JeKyBallus JieKkap U B
3aBUCHMOCT OT KJIMHUYHATA CUTYyarus TpsiOBa fa ce mpeArnpueMe moaxo/ IS0 TOIEPKAII0 JICUCHHE,
KaTo XUPypPruvHa XeMOCTa3a WK 3aMEeCTBaHe Ha KPbBEH 00EM.

[Ipu BB3pacTHH NMAIUEHTH B CIIy4au, KOTATO € HEOOX0IMMO OBbP30 HEyTpaIH3UpaHe Ha
aHTHUKOAryJIaHTHUs e(eKT Ha JaduraTpaH, MOXe Jia Ce U3M0J3Ba ClEM(PUIHOTO Hey TPaTH3UPAIIOo
cpeacTBo (Maapyiu3ymad), KOeTo aHTaroHu3upa hapMakoIMHaAMUYHKUS e(PeKT Ha Ja0urparaH.
EdukacHocTTa M Oe30macHOCTTa Ha AAPYNU3yMad HE ca YCTAHOBEHH IPH MEANATPUYHU AIIUEHTH
(Bk. Touka 4.4).

Moxe na ce Ma MpeBUA Npuilarane Ha KOHLEHTPATH Ha KOAaryJIaluoHHH (pakTopH (aKTHBUPAHU HIIH
HEaKTHBUPaHHU) WK pekoMOnHaHTeH ¢akTop VIla. iMa HAKOM eKcliepuMEHTaIHU 10KAa3aTeNICTBa B
MOJIKpeTia Ha poJisiTa Ha Te3H JICKApCTBEHU MPOJYKTH B OOpBIIaHEe Ha aHTUKOATYJIaHTHHS e(eKT Ha
naduratpaH, HO JaHHUTE 3a 10J13aTa UM B KIIMHUYHM YCJIOBUS, KAKTO U 32 BE3MOXKHHSI PHCK OT
pubayna TpomO0eMO0IM3bM, ca MHOTO orpaHnueHd. KoarynanmoHHUTE TECTOBE MOTAT Jla CTaHAT
HEHAJIeK/THU CIIE]] TPIIOKEHNE Ha MPETNOPHYNTETHUTE KOHIIEHTPATH Ha KOaryJIalnoOHHH (DaKTOpH.
Tpsa0Ba m1a ce BHIMaBa IPH THJIKYBAHETO Ha Te3H TecToBe. TpsOBa 1a ce 0OMHUCITH MPIITOKEHHE Ha
TpoMOOLIMTHA Maca B CIIy4auTe, KOTaTo MMa TPOMOOILIMTOIICHHUS MJIH ca OWIIM M3II0JI3BaHU
JIBJITOJIEMCTBAIIN aHTUTPOMOOTHYHH JIEKAPCTBEHU POAYKTH. L[sIT0TO cCHMITTOMAaTHYHO JIedeHne
Tpsi0Ba J1a ce Ipuilara 1o INpeleHKa Ha JeKapsl.

B 3aBHCHUMOCT OT MeCTHUTE Bb3MOKHOCTH, TPSAOBA J1a c& OOMUCIIN KOHCYATALUS ChC CIIEIMAINCT B
Cly4ail Ha roJIsIMO KbpPBEHE.

5. ®APMAKOJIOTUUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOJCTBA

dapMakoTepaneBTUUHA TPYIIa: aHTUTPOMOOTHUYHHU CPEACTBA, JUPEKTHH TPOMOUHOBH HHXUOUTOPH,
ATC xox: BO1AEO7.

MexaHus3bM Ha JIENCTBUE

Jaburatpan eTekcuiar € Majka MOJIEKyJia MpeJIeKapCcTBO, KOETO HE MOoKa3Ba (hapMaKoJIOTHIHa
aktuBHOCT. CJiel IepOpaHO MPUIIOKEHUE Ta0UTraTpaH eTeKCHIIaT ce abcopOupa 0bp30 U ce
NpeBpbhIIa B JaOUraTpaH upe3 Katalu3upaHa OT ecTepasa XHIpoin3a B Iia3Mara | B YepHUs Ipo0.
JaburaTtpaH e MoIIeH, KOHKYpeHTEeH, 00paTHM, IUPEKTEH TPOMONHOB MHXUOUTOP U € OCHOBHOTO
BEIIECTBO C aKTUBHO JICHCTBHE B IJIa3Mara.

Tbit kKaTo TPOMOMHBT (CEPUHOBA NPOTEa3a) MO3BOJIABA PEBPbBILAHETO Ha pUOpHUHOTEHA BBB (PHOPHH
B X0/1a Ha KOAryJallMOHHATa KacKa/la, THXUOMPAHETO My MPEN0TBpaTsaBa 00pa3yBaHETO Ha ChbCUPEK.
Haburatpan naxubupa cBoOoIHUS TPOMOUH, GUOPHH-CBBP3aHUS TPOMOUH U TPOMOMH-UHyLIUpaHaTa
TPOMOOITMTHA arperamms.

(Da[)MaKOI[I/IHaMI/ILIHI/I e(beKTI/I

In vivo M ex vivo IpOy4YBaHHs TIPU KUBOTHH JIEMOHCTPUPAT aHTUTPOMOO3HA e(PUKACHOCT U
aHTHKOAryJjaHTHa aKTUBHOCT Ha aburarpaH cjell HHTPaBEHO3HO MIPUJIOKEHUE U Ha Ja0UraTpaH
eTeKCHJIAT Clie/l IepOPaTHO NPUIIOKEHNE TP Pa3JIMUHHU )KUBOTUHCKH €KCIIEPUMEHTATHI MOJIENIN Ha
TpoMOo03a.
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ChIzecTByBa OTUETIMBA KOPEIALUs MEX/Ty TUIa3MeHaTa KOHIEHTPALMs Ha JaduraTpaH U CTeIeHTa Ha
aHTHKoaryJanTHUs edekT, Oasupano Ha ¢asa Il mpoyusanus. Jaduratpan yabinkaBa TPOMOMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.

KamuGpupanust xonmnvectseH Tect Ha TT upe3 paspexxnane (dTT) maBa oneHka 3a ruia3MeHata
KOHIICHTpAIl¥sI Ha Ja0urarpaH, KOsITO MOXe Jia Objie CpaBHEHA C OYaKBAHUTE TUIa3MEHH
KOHIICHTpAIy Ha nadurarpad. B ciydait ue kanmuOpupanusat dTT TecT mokaxke pe3ynrar 3a
TUTa3MEeHATa KOHIIEHTPAIKS Ha TaduraTpaH, KOWTO € Ha WM IO/ TPAaHUIlaTa Ha KOJTUYEeCTBEHOTO
orpezieNisiHe, ciIe/lBa a ce OOMUCIN MPOBEX/IaHe Ha JIOIBIIHUTEITHO U3CIIeIBaHEe HAa KOaryJalusTa,
Hanpumep TT, ECT wmm aPTT.

ECT moxe Aa OCUTypUu NTUPCKTHA OICHKA Ha aKTUBHOCTTA Ha JUPCKTHUTC TpOM6I/IHOBI/I I/IHXI/I6I/ITOpI/I.

TectsT aPTT e mupoko 1ocThIEH U TTOKa3Ba MPUOIN3UTETHO AaHTUKOATYJIaHTHATa WHTEH3UBHOCT,
nocturHara ¢ gaduratpad. Odaue, aPTT TecThT MMa orpaHn4eHa YyBCTBUTEIHOCT U HE € MOIXO0ISIII
3a TOYHO KOJIMYECTBEHO ONpEEIIsIHEe Ha aHTUKOAryJaHTHUS e(heKT, 0COOEHO MPU BUCOKH IJIa3MEHU
KOHIICHTpaIlK Ha naburatpad. Bernpeku ye Bucoku croitHocti Ha aPTT TpsiOBa aa ce ThiKyBar ¢
MIOBULIEHO BHUMAHKE, T€ IIOKA3BaT, Y€ MALUECHTHT € aHTUKOAT'yJIUPaH.

Kato nsino, Moxe 11a ce mpueme, 4e Te3M MOoKa3aTeld 32 aHTHKOAryJJaHTHA aKTUBHOCT MOTar Jia
OTpa3sIT HUBATA HA JJa0UTaTpaH, KaKTo U Jia MPEJJOCTABIT HACOKH 3a OIIEHKATa Ha PHCKA OT KbpPBEHE,
T.e. HaJ 90" mepceHTWI1 Ha Hall-HUCKUTE HUBA HA Ja0UraTpaH WM KOaryJlalioHeH TecT, KaTo Hail-
HUCKH n3MepeHu ctoiHocTr Ha aPTT (3a mparosete Ha aPTT Bxk. Touka 4.4, Tabnuia 6), Moxe Ja ce
acoIupa ¢ TIOBUIIIEH PUCK OT KbPBEHE.

TTvpeuuna npesenyus na VITE npu opmoneouuna xupyp2us

CraimoHapHarta cpejiHa reOMeTpUYHa IMMKOBA TIa3MeHa KOHIIEHTpauus (cliea eH 3) Ha gadurarpas,
u3MepeHa OKoJIo 2 yaca cieq npuioxenue Ha 220 mg gaburatpan erekcuiar, € 70,8 ng/ml, ¢
rpanuny 35,2-162 ng/ml (B uaTepBana 25-tu-75-tu nepcenTrn). CpeaHaTa reoMeTpruyHa Hai-HHCKa
KOHIICHTpAIUs Ha 1aburatpaH, m3MepeHa B Kpas Ha I030BUs WHTEpBa (T.e. 24 gaca ciies 103a
naburatpad 220 mg), e cpenHo okono 22,0 ng/ml, ¢ rpanuu 13,0-35,7 ng/ml (B unTepBana
25-tu-75-TH IEPCEHTHI).

B exno cnenmanHo mpoy4yBaHe caMmo MU NalUEHTH C yMEPEHO ObOPEUYHO yBpEKIaHe

(CrCL 30-50 ml/min), texyBanu ¢ naburatpas erexcunar 150 mg BeqHbX JTHEBHO, CpeAHATA
reoMeTpHYHa Hall-HUCKa KOHIIEHTpaIIYs Ha Ja0uraTpaH, U3MepeHa B Kpast Ha JIO30BHsI HHTEPBAJ, €
cpenno 47,5 ng/ml, ¢ rpanuim 29,6-72,2 ng/ml (B uHTEpBana 25-Tu-75-T NEPCEHTHIT).

[Tpu mammenTy, ekyBanu ¢ 220 mg naburatpaH eTekcuiaT BeJHBK JHEBHO 3a npeBeHnyst Ha VTE
cJlell IpoTe3upaHe Ha Ta300epeHa UK KOJITHHA CTaBa,

. 90-usT MIepCeHTHI Ha Hali-HUCKUTE TUIa3MEHHU KOHIICHTpaIK Ha nqaburatpad e 67 ng/ml,
(20-28 gaca cien mpyuema Ha IpeUIITHATA 103a) (BXK. Toukn 4.4 u 4.9),
o 90-msT IepceHTHN Ha Hai-HUCKUTe cToiHOCTH HA aPTT (20-28 waca cien mpuema Ha

npeauIiHara ;[03a) e Sl CCKYHIH, KOCTO € 1,3 II'pTHU HAJ rOpHATa rpaHulla HA HOpMATa.

ECT He e u3mepBaHO NpH MALMEHTH, JIeKyBaHu ¢ 220 mg naburarpaH eTeKCUIIaT BEJHBX JHEBHO 32
npeseHuys Ha VTE cnen nporesupane Ha Ta3o0eapeHa WM KOJISIHHA CTaBa.

Ilpesenyus Ha MO3bYUEH UHCYIM U cUcemer emOoauszvbm npu evspacmuu nayueumu ¢ NVAF ¢ edun
uau nogeue puckosu chaxmopu (SPAF)

CranmonapHara cpeJiHa reOMeTpHUYHa MMKOBA TJTa3MeHa KOHIIEHTPAaIns Ha JaburaTpaH, n3MepeHa
OKO0JI0 2 yaca cieq npuiarane Ha 150 mg naburarpan erekcuiat, € 175 ng/ml, ¢ rpanuum

117-275 ng/ml (B untepBana 25-tu-75-t1 nepcentuin). CpenHara reoOMEeTpUYHA Hall-HUCKA
KOHIICHTpAaI¥s Ha Ja0uraTpaH, M3MepeHa CyTpHH B Kpasi Ha J030Bus HHTepBai (T.e. 12 gaca cnen
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BeuepHaTa Jo3a gaburarpan 150 mg), e cpeano oxono 91,0 ng/ml, ¢ rpanumm 61,0-143 ng/ml (B
MHTEpBaa 25-Tu-75-TH MEPCEHTHI).

ITpu marmentn ¢ NVAF, nexyBanu 3a IpeBeHINS Ha MHCYAT U CUCTEMEH eMO0n3bM che 150 mg
JaduraTpaH eTeKCUIIaT JBa 'bTH JHEBHO,

o 90-msIT IepCeHTHIT HAa N3MEPEHNTE Hali-HUCKHY IJIa3MEHH KOHIIEHTPAIlMHN Ha Ja0uraTpan
(10-16 yaca cien mprema Ha mpeauInHaTa 103a) € okoso 200 ng/ml,
. Haif-Huckute croriHoctute Ha ECT (10-16 yaca ciiex nmprema Ha MpeIuIHaTa 103a), TOBUIIECHH

MpUOIU3UTENTHO 3 IHTH HAJl TOPHATA TpaHHUIla Ha HOpMaTa, C€ OTHACST 110 HaOmronaBanus 90-tu
nepceHTw1 Ha yabmkasane Ha ECT ot 103 cekynan,

. Hal-HUCKHU cToHOCTH Ha aPTT, moBeye oT 2 mbTH HaJ rOpHATA TpaHUIIA HA HOpMAaTa
(ympmxaBane Ha aPTT c okono 80 cekynam), (10-16 gaca cnen nmpreMa Ha NMpeAUIITHATA 1032)
ca otpazenn Ha 90-ust IEPCEHTHIT OT HAOIOACHHUETO.

Jlevernue na DVT u PE, kakmo u npesenyus na peyuousu na DVT u PE npu év3pacmuu nayuenmu

(DVT/PE)

[Ipu nauuentu, nexysanu 3a DVT u PE cbe 150 mg gaburatpan eTekcuiar ABa IbTH JTHEBHO,
CpeaHaTa reOMEeTpUYHA Hail-HICKa KOHLIEHTpalus Ha Jaduratpat, uamepena 10-16 vaca cien npuem
Ha J103a, B Kpas Ha JI030BMs MHTEpBaJ (T.c. 12 Jyaca ciie; BeuepHara j103a JadurarpaH eTeKCUIaT

150 mg), e 59,7 ng/ml, ¢ rpanuu 38,6-94,5 ng/ml (B uaTepBana ot 25-tu A0 75-TH nepceHtwn). [lpu
neuennero Ha DVT u PE ¢ naburatpan erexcunar 150 mg n1Ba mbTH AHEBHO

. 90-msIT IEPCEHTHIT HA U3MEPEHUTE Hall-HUCKHY II1a3MEHH KOHIIEHTPAIlMN Ha Ja0urarpan
(10-16 gaca cien mpyuemMa Ha IPEIUIIIHATA J103a) € OKOJI0 146 ng/ml,
° Haii-Huckute croitHoctute Ha ECT (10-16 yaca cien npremMa Ha MpeuIIHAaTa 103a), TOBUIIIEHU

MPUOTUZUTENTHO 2,3 MBTH CIPSIMO HAYATHUTE CTOMHOCTH, CE OTHACAT A0 HaOropaBanus 90-tu
nepceHTw Ha yabkasane Ha ECT ot 74 cexyHamn

. 90-msiT epceHTIIT Ha Hai-HUCKYU cToitHocTH Ha aPTT (10-16 yaca cien npuema Ha
MpeanITHATA 103a) € 62 CeKyHIH, KOeTOo € 1,8 MbTH CTOMHOCTTAa Ha U3XO0JHO HUBO.

Hsma nannu 3a dpapmMakoknHeTHKATa IPY MALMEHTH, JIEKYBaHH 3a MpeBeHIMs Ha peuuanBupama DVT
u PE cbe 150 mg naGuratpan eTekcuiar ABa IbTH THEBHO.

Kinanuna edukacHoCcT 1 6€3001aCHOCT

Emmnuuecku npousxoo

He ce HabmroiaBaT KIIMHUYHO 3HAYMMH €THHYECKU Pa3IIUKU MEX/y MAIUSHTUTE OT €BpOIEeHIHATA
paca, ¢ appo-aMEepPHUKaHCKH, JaTHHO-aMEPUKAHCKH, SITIOHCKH MJIM KUTAMCKH ITPOU3XO/I.

Knunuunu npoyusanus evpxy npesenyusma Ha VIE cied npomesupane Ha 201eMu cmasu

[TanmeHTH, TOUIOKEHN Ha MJIAHOBA TOJISIMA OPTOTIEMYHA ONepanys B 2 TOJIEMH PaHIOMHU3HPAHH,
napajeHO-TPYTOBH, IBOHHO-CIIENH, 103a-TOTBBP>KIaBaIH TPOyUBaHUs (TIPH €THOTO — MPOTE3UPAHE
Ha KOJIIHHATa CTaBa, a Py IPyroTo — Ha Ta3o0eapeHara crapa), noixydasaT 75 mg unn 110 mg
nmaburatpaH eTekcuiar 1-4 gaca ciep oneparusTa, a ciaex tosa mo 150 wim 220 mg BeIHBX THEBHO,
MIpH TapaHTHpaHa XxemocTasa, wiu 40 mg eHoKcamapiH B JIeHs MIPeIn ONepanuara, a cie TOBa —
BEJHBXK THEBHO.

B npoyusanero RE-MODEL (nipore3upane Ha KOJISIHHA CTaBa) JEYEHUETO Npoabinkasa 6-10 aHu, a B
npoyusanetro RE-NOVATE (npore3upaHne Ha Tazobeapenara craa) — 28-35 guu. O0must Opoit
JIeKyBaHH MalMeHTH € choTBeTHO 2 076 (kossiHHa cTaBa) u 3 494 (TazobenpeHa cTasa).

CrpueranneTo ot odmara cmbpTHOCT nopaau VTE (BkimtounTenHo 6enoapoden embonuzbm (PE),
MPOKCHMAaJTHA U IMCTalIHA AbI00Ka BeHo3Ha TpoMbo3a (DVT) — cumnTomMHa Wi acCHMITOMHa,
yCTaHOBEHA Ype3 PyTHHHA BeHorpadus) U CMBPTHOCTTA MIOPaJH BCIKAKBA IPUUMHA IPEACTaBIISABA
IbpBUYHATA KpailHa TOYKa M Ha JBeTe npoyuBanusi. Crueranuero ot roysiM VTE (Bxmrountenno PE n
npokcuManeH DVT — cHMIITOMEH WM aCHMIITOMEH, YCTAaHOBEH Upe3 pyTHHHA BeHorpadus) u
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cMbpTHOCT nopanu VTE npencrasisBa BTOpu4Ha KpaiiHa TOUKa M €€ CUNTA, Y€ UMa MO-TOJISIMO
KIIMHUYHO 3HAYCHHE.

Pesynrarute oT JiBeTe MpoydBaHUs [MOKA3BAT, Y€ aHTUTPOMOO3HUAT edekT Ha 220 mg u 150 mg
JaburaTpaH eTeKCHUiaT He OTCTHIIBA CTATHCTUYECKH Ha eHOKCHUIIAPHH 10 OTHOIIeHne Ha ooutust VTE
u obmara cMbpTHOCT. KpaitHusaT pesynrat 3a ciyuaute Ha roisiM VTE u embptHOCT mopaau VTE npu
no3a 150 mg e Manko mo-Jiom, OTKOJIKOTO NpH eHokcamnapuH (Tadnuua 19). [ono6pu pesynrartu ce
HaOroaBat npu jo3a 220 mg, KbJeTo KpaitHusT pe3ynrar 3a roisiM VTE e Manko mo-100sp,
OTKOJIKOTO IPH €HOKcanapuH (Tabimna 19).

KnnandanTE MpoyYBaHMs ca MPOBEACHHU MPH MOITyJIAIs MAMEeHTH ChC CPEAHA BB3pacT >65 TOANHH.

Hsima pa3nuku B JaHHATE 32 €PUKACHOCT U O€30I1aCHOCT MEXILy MBXKE M )KEHH B KIIMHUYHUTE
npoyuBanus Qasa 3.

B uscnenpanara nomynanus nauredTd Ha RE-MODEL u RE-NOVATE (5 539 nekyBanu nauneHTn),
51% umar npuapyxasaia XUrepronus, 9% umar npuapysxasami 1uadet, 9% umar npuapyKaBario
3a00JIsiBaHe Ha KopoHapHara aptepus u 20% uMar aHaMHe3a 32 BeHO3Ha HeocTtaTbuHocT. Huro eqHo
OT Te3u 3a00IIBaHus HE TIOKa3Ba Bb3/EHCTBHE BEPXY edekTuTe Ha gadurarpan 3a VTE npeBeHnus
WM YECTOTaTa Ha KbpPBEHE.

JannuTe 3a kpaitHaTa Touka ,,rosiiM VTE u cmbpTHOCT nopajan VTE® ca XoMOreHHU 110 OTHOLIIEHUE
Ha MbPBUYHATA KpaliHa TOYKA 32 €(pUKACHOCT U ca IMoKa3aHu B Tabnwuma 19.

JlanuuTe 3a KpaiHaTa ToYKa ,,0011a cMbpTHOCT opazau VTE u cMBbpTHOCT HIOpain BCsKaKkBa
NpUYMHA“ ca moka3aHu B Tabuuma 20.

JlaHHKTE 33 KpalHUTE TOYKH ,,yCTAHOBEHH CHOMTHS Ha rOJIIMO KbpBEHe” ca Ioka3aHH B Tabiuia 21
O-JT0JTy .

Ta6auua 19: Anaau3 Ha ciayyaute Ha roasaM VTE u embpTHOCT mopaau VTE npe3
TepaneBTH4YHaTa (pa3a Ha npoyuBanuaTa RE-MODEL u RE-NOVATE npu
opTONeIMYHH ONepPaluH

N3nurBane Haburarpan erexcuiar | laburarpan erexkcuiar| EHokcanapux
220 mg BeTHDBK 150 mg BemHBK 40 mg
JTHEBHO JTHEBHO
RE-NOVATE (Ta3zo0enpena crasa)
Bp. nexyBaHu nanueHTu 909 888 917
Yecrota (%) 28 (3,1) 38 (4,3) 36 (3,9)
Koeduuuenr Ha pucka 0.78 1,09
CHpsAMO €HOKCanapuH
95% CI 0,48; 1,27 0,70; 1,70
RE-MODEL (xomnstH0)
Bp. nexyBanu nanueHTH 506 527 511
UYecroTa (%) 13 (2,6) 20 (3,8) 18 (3,5)
Koeduuuenr Ha pucka 0.73 1,08
CHpsAMO €HOKCanapuH
95% CI 0,36; 1,47 0,58; 2,01




Tabanna 20: Anaum3 Ha o0mata cMbpTHOCT Mopagu VTE 1 Ha cMBpTHOCTTA mopaan

BCAKAKBa NPHUYMHA Npe3 TepaneBTHYHATA (ha3a Ha npoyuBaHusaTa RE-NOVATE

u RE-MODEL npu oproneiuyHu onepanuu

UznurBane Haburatpan erekcunar | Jlaburarpan erekcuiar | EHokcanapun

220 mg BenHBXK AHEBHO | 150 mg BeIHBX 40 mg
JTHEBHO

RE-NOVATE (ta3o6enpeHa crasa)

Bp. nexyBanu nanueHTH 880 874 897

Yecrora (%) 53 (6,0) 75 (8,6) 60 (6,7)

Koedunuent Ha pucka 0,9 1,28

CIPSIMO €HOKCATIApUH

95% CI (0,63; 1,29) (0,93; 1,78)

RE-MODEL (konsiHO)

Bp. nexyBanu nanueHTH 503 526 512

Yecrora (%) 183 (36,4) 213 (40,5) 193 (37,7)

Koedunuent Ha pucka 0,97 1,07

CHpsIMO €HOKCAapHH

95% CI (0,82; 1,13) (0,92; 1,25)

Tadoauua 21: CbOuTHSA HA T0JSIMO KbPBeHE B 3aBUCUMOCT OT JIeYeHUETO B MPOYUYBaAHUS
RE-MODEL n RE-NOVATE, npeacraBeHu nNooTae/HO.

N3nurBane Haburarpan erexcuinar | Jlaburatpan erekcunat| Enokcanmapun

220 mg BegHbXK AHEBHO| 150 mg BeaHBK 40 mg
JTHEBHO

RE-NOVATE (Tazo6enpena craa)

bp. nekyBaHu nauveHTn 1 146 1163 1154

Cu0uTHS HA TOIIMO

kbpBene (%) 23 (2,0) 15(1,3) 18 (1,6)

RE-MODEL (kxonsiHO)

Bp. nexyBanu nanueHTu 679 703 694

Cp0uTHS HA TOIIMO

khpBene (%) 10 (1,5) 9(1,3) 9(1,3)

Ilpesenyus na Mo3vuen UHCYIm U cUcHemeHn emboIU3 LM npu 8b3pAadcnHu nayueHmu ¢ NVAF ¢ eoun
uiu noseve puckosu éakmopu

Knuanyanre 1anHm 32 ehUKACHOCTTA Ha Ja0UraTpaH eTeKCUIIaT ca pe3ynTar ot npoyusaHeto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyITHIIEHTPOBO, MYJITHHAIIHOHAJIHO,
PaHIOMHU3UPAaHO MapaJIeNHO CIIAIO U3MUTBAHE ¢ ABe 103U gadburarpan erekcmiat (110 mg u 150 mg
JIBa ITbTH JHEBHO) B CPAaBHEHHE C OTKPUT NPHEM Ha Bap(haprH NpH MALUEHTH C MPEICHPAHO MBKICHE
C YMEpEeH JI0 BUCOK PUCK OT HHCYJT U cHcTeMeH eMOonn3bM. [IbpBUYHaTA 11€7 Ha TPOYYBAHETO € J1a
OTIpeJIeNIN 1l 1aduraTpaH eTeKCUIIaT OTCThIIBA Ha Bap(apHrH NPy MOHKABAHETO Ha CHOUTHATA HA
ChCTaBHATa KpaiiHa TOYKa ,,MHCYJIT U cucTeMeH eMOonu3bM . ChIIO Taka € aHAIM3UPaHO U
CTaTHCTUYECKOTO MPEBB3XOICTBO.

B npoyusaneto RE-LY ca pannomusupanu o6uio 18 113 nauuenTn Ha cpeana Bb3pact 71,5 ronuau u
cpeaen CHADS; c6op 2,1. [Tonynarusita ot namuedTn € 64% ot Mbxku 11oj1, 70% 0T eBporenicH
npousxon u 16% ot azuarcku npousxo. [Ipu mamuenTure, paHIOMU3UpPaH 1a TToTy4daBaT BaphapuH,
CpPeIHUSAT MPOLEHT Ha BpemeTo B TepaneBTudeH 00xBaT (TTR) (INR 2-3) e 64,4% (meauana Ha TTR
67%).

[IpoyuBanero RE-LY mokasBa, ue gaburarpan eTekcuiar npH go3a 110 mg 1Ba mbTH AHEBHO He
OTCTBIIBA Ha eeKTa OT BaphapuH MIPH NPEBEHINS HA HHCYJT U CUCTEMEH eMOOIM3bM IPH MALEHTH
C TIPEACHPAHO MBXJIEHE, ¢ oHmKeH puck ot ICH, 00110 kbpBeHe U rosiMo KbpBeHe. J{o3aTa 150 mg
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JIBa TTBTH JTHEBHO MOHIMKaBa 3HAYMMO PUCKA OT UCXEMUYEH U XeMOparuueH HHCYIIT, ChI0Ba CMBPT,
ICH u 006110 kbpBeHe B cpaBHeHHE ¢ BapdapuH. UecToTaTa Ha TOJISIMO KbPBEHE TIPU Ta3u J103a €
cpaBHMMa ¢ Bap(dapuH. YecToTaTa Ha MHOKapACH HH(APKT € JIEKO IOBHIIICHA ITPH JadurarpaH
erekcwiar 110 mg nBa bty JHEBHO U 150 mg 1Ba MbTH JJHEBHO B CpaBHEHHUE ¢ BapdapuH
(roedunmenT Ha pucka 1,29; p=0,0929 u xoeunuent Ha pucka 1,27; p=0,1240, croTBeTHO). C
notoOpsBaHe Ha npociieasBaHeTo Ha INR, HaOmro1aBaHUTE MOJI3H OT TAOWTaTpaH €TEKCHUIIAT B
cpaBHEHUE ¢ Bap(hapuH OTCIadBar.

Tabnuuu 22-24 noka3Bat HOAPOOHO KITIOYOBUTE PE3YIITATH B IsIaTa MOMYJIals:

Ta6auna 22: AHaJW3 HA TBPBOTO CHOMTHE - HHCYJIT WJIH CHCTeMeH eM00IU3bM (TbPBUYHA
KpaiiHa TO4YKa) 110 BpeMe HA Mmepuoaa Ha npoy4yBaHe Ha RE-LY.

Jaburarpan erekcuiar | JlaburaTtpan eTekcuiart Bapdapun
110 mg nBa meTH 150 mg nBa meTH
JTHEBHO JTHEBHO
Pangomusupanu 6015 6 076 6 022
MaIMEeHTH
Wncynt w/unu cucremex
eMO0JIN3bM
UYecroTa (%) 183 (1,54) 135 (1,12) 203 (1,72)
Koedunment Ha 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
pucka c/y
Bapdapus (95%
CI)
[IpeBB3X0ACTBO p=0,2721 p=0,0001
p-CTOMHOCT

% ce oTHacs 10 roguvniHaTra 4€CToTa Ha crOuTHATA
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Tabanna 23: AHaJIM3 HA MBPBOTO CHOMTHE HA HCXEeMUYeH MJIN XeMOparuieH HHCYJIT N0 BpeMe
Ha nmepuoaa Ha npoy4Bane Ha RE-LY.

Haburarpan erexkcuiar | Jlaburarpan erekcuiar Bapdapun
110 mg nBa mbTH 150 mg nBa meTH
JTHEBHO JTHEBHO
Pangomusupanu 6015 6076 6 022
MAIUCHTH
Wncynt
Yecrorta (%) 171 (1,44) 123 (1,02) 187 (1,59)
Koedurment ma 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
pucka c/y
Bapdapus (95%
CDh
p-CTOWHOCT 0,3553 0,0001
CucreMeH eMOOJIN3BM
Yecrorta (%) 15 (0,13) 13 (0,11) 21 (0,18)
Koedumnuent na 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
pucka c/y
Bapdapus (95%
CDh
p-CTOMHOCT 0,3099 0,1582
HcxemuueH HHCYJIT
UYecroTa (%) 152 (1,28) 104 (0,86) 134 (1,14)
Koedumnuent na 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
pucka c/y
Bapdaput (95%
CD
p-CTOMHOCT 0,3138 0,0351
XeMoparuueH UHCYIT
UYecroTa (%) 14 (0,12) 12 (0,10) 45 (0,38)

Koedwumnment Ha
pucka c/y
Bapdapus (95%
CI)

0,31 (0,17; 0,56)

0,26 (0,14; 0,49)

p-CTOMHOCT

0,0001

<0,0001

% ce oTHacs 10 roguvniHaTa 4€CToTa Ha cnOuTHATA
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Tabanna 24: AHaJIM3 HA CMBPTHOCTTA M0 BCSIKAKBA IPUYMHA M HA CHPAEYHOCHA0BATA
CMBPTHOCT 10 BpeMe Ha Nepuoja Ha npoy4saHne Ha RE-LY.

Haburarpan erexkcuiar | Jlaburarpan erekcuiar Bapdapun
110 mg nBa mbTH 150 mg nBa meTH
JTHEBHO JTHEBHO
Pangomusupanu 6015 6076 6 022
MAIMEHTH
CMBPTHOCT 1O BCSIKaKBa
MpUIMHA
Yecrora (%) 446 (3,75) 438 (3,64) 487 (4,13)
Koedunment Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pucka c/y
BapdapuH
(95% CI)
p-CTOWHOCT 0,1308 0,0517
CboBa CMBPTHOCT
Yecrorta (%) 289 (2,43) 274 (2,28) 317 (2,69)
Koedunment Ha 0,90 (0,77; 1,06) 0,85 (0,72; 0,99)
pucka c/y
Bapdapus (95%
CDh
p-CTOWHOCT 0,2081 0,0430

% ce oTHAcs 10 TOJUIIIHATA YECTOTA HAa CHOUTHIATA

Tabnuiu 25-26 noka3Bar pe3yJITaTUTE OT IbPBUYHATA KpaiiHa TOUKa 3a €()UKacHOCT U 6€30MacHOCT B

CHOTBETHHUTE CyOIOIMyIanu:

3a ObpBUYHATA KpaﬁHa TOYKa ,,MHCYJIT U CUCTCMCH eMOOoIu3bM  HE ca I/I)_ICHTI/Iq)I/ILII/IpaHI/I noarpymnu

(T.e. BB3pACT, TEIJIO, 110JI, ObOpeuHa QYHKI[HS, €THUUECKA IPUHAJICHKHOCT U JP.) C Pa3JInYCH
KOS(UIIMEHT Ha PUCKA B CpaBHEHHUE ¢ Bap(apuH.

Ta6auna 25: Koeduuuent Ha pucka u 95% CI 3a uncyar/cucreMeH eM00JU3BM MO MOATPYIH

Kpaitna Touka JaburaTpan eTexcuiaar Jaburatpan erexcunar
110 mg nBa mbTH AHEBHO C/y 150 mg nBa mbTH JHEBHO C/y
BapdapuH Bapdapux
Bu3pacT (roguan)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<u <75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
=75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30<u <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50<u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mppBUYHATA KpaliHa TOYKA ,,[OJSIMO KbPBEHE™ MMa B3aMMOJACHCTBHE HA e)eKTa OT JICUEHUETO U
Bb3pacTTa. OTHOCUTETHHUAT PUCK OT KbPBEHE C Ja0UraTpaH B CpaBHEHHE C Bap(apHH ce yBeInuaBa ¢
BBb3pacTTa. OTHOCUTETHHAT PUCK € HAali-BHCOK NPHY MAIMEeHTH >75 ronuuu. ChITbTCTBAIIATa yHOTpeoa
Ha aHTUTPOMOOTHYHU cpeAcTBa, ASA WU KIONUAOTPEN NPUOIN3UTETHO YBOSIBA YECTOTATa Ha
MBE, kakTo nmpu gaburatpas eTeKcuiat, Taka 1 npu Bap¢apuH. Hsiama 3HaunMo B3anMoJieiicTBue Ha
TepaneBTHYHUTE eeKTH Mpu NoArpynure 1o 6p0peuna pyukius u CHADS, pesynrar.
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Tabanna 26: Koeduuuent na pucka u 95% CI 3a cb0uTHS HA TOIIMO KbPBEHe 110 MOATPYIH

Kpaiina Touka Jaburarpan erexkcuiar [aburarpan erekcunat
110 mg nBa mbTH THEBHO C/y 150 mg nBa mbTH THEBHO C/y
BapdapuH BapdapuH
Br3pact (roguamn)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<wu <75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
>75 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30<u <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynorpeba Ha ASA 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Ynorpeba Ha KIOIHIOTPEI 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (0v120CpOYHO, MyAMUyeHmposo npoovidiceHue Ha USNUMEaHemo Ha jleyeHuemo ¢
oabueampan npu nAyUeHmuy ¢ NPedcbLPOHO Mbicoene, Koumo ca 3asvpuuay usnumsanemo RE-LY)

[ponwmxennero Ha nanutBaneto RE-LY (RELY-ABLE) ocurypsia nombsiiautenna naopmarms 3a
0e30IMmacHOCTTa IPU KOXOPTA MAUEHTH, KOUTO Ca MPOIBIIKIIIN J1a IpUeMaT JaburaTpaH eTeKCHUiar, B
chIlaTa J103a, onpezeneHa B u3nursaneTo RE-LY. 3a uznuteanero RELY-ABLE ca uz6panun
MalMeHTH, KOUTO 1I0 BPEMETO HA MOcJieHaTa UM Bu3uTa oT uanurBaHeto RE-LY He ca npexbcHanu
JICYCHHUETO 32 MOCTOSHHO. BKIIIOUEHHTE MAMEHTH ca MPOIBIKWIN Aa IPUEMAT ChIllaTa ABOMHO-CIIANA
Jl03a nadburaTpaH eTeKCcHuiar, paHaoMusupaHno onpeaenena B RE-LY, 3a npocneasiBane no 43 mecena
cinen RE-LY (o610 cpenno npociensBane RE-LY + RELY-ABLE, 4,5 rogunn). [TonGpanu ca

5 897 manmeHTH, KOUTO TpeAcTaBisaBaT 49% OT MaeHTUTE MbPBOHAYAIHO, PAHIOMHU3UPAHO
ompeJiesieHH Ja mpuemar gadburarpas erekcuiat B RE-LY u 86% ot u3bpanute nauueHTy B
RELY-ABLE.

ITo Bpeme Ha mombiHUTETHUTE 2,5 TonuHu Ha tedeHne B RELY-ABLE, ¢ MmakcnMamHa eKCITo3uIus
Haja 6 ronuau (o6ma excriosuius B RE-LY + RELY-ABLE), npodurbst Ha 6e30macHOCT Ha
JaburaTpaH eTeKCHIIaT B JBJITOCPOYCH TUIaH € MOTBBPACH 3a JBETE U3NMTBAHU 103 110 mg n1Ba nbTH
nmHeBHO U 150 mg nBa reTH AHEBHO. He ca HabmroiaBaHn HOBH HAXOJKH, CBBP3aHU C 6€301MacHOCTTA.
YecroTara Ha M3XOAHU CHOUTHSI, BKIIFOUUTEIIHO I'OJISIMO KbPBEHE U IPYTH CHOMTHS Ha KbPBEHE,
CHLOTBETCTBA Ha Ta3u, HaOmoAaBaHa B RE-LY.

ﬂaHHu Om HeUuHmepeeHYUOHAJIHU NPOYy46arHusl

[Ipu enno HennTepBeHMoHaIHO npoyuBane (GLORIA-AF), npocnekTuBHO ca chOpanu (BB BTOpaTa
My (a3a) JaHHU 3a Oe30MacHOCTTa U €(PEeKTUBHOCTTA IIPU HOBOJMArHOCTUIMpaHH nanueHT ¢ NVAF
Ha JaburaTpaH eTeKCHiaT B peasiH ycinoBus. [IpoyuBanero BkimouBa 4 859 nauueHTr Ha gaduraTpan
erekcuiar (55% nexyBanu cbe 150 mg aBa nbTH 1HEBHO, 43% nexyBanu cbe 110 mg aBa mbTH
JTHEBHO, 2% JeKyBaHU ChC 75 mg ABa IbTH MHEBHO). [lanmeHTHTE ca pOCiensBaHu B IPOIBIIKECHUE
Ha 2 rogunan. Cpenaute CHADS; u HAS-BLED ckopoge ca crotBeTHO 1,9 11 1,2. CpenHoTo Bpeme Ha
MIPOCIIEIBAHE 110 BpeMe Ha Tepanusara € 18,3 Mecena. ['onsiMo kbpBeHe € Bb3HUKHANIO npH 0,97 Ha
100 maruenToronuan. MiMa choO0IIeHNS 3a )KUBOTO3acTpariasaio kepeere mpu 0,46 Ha

100 maruenToronnan, BrTpeuepenta xemoparus mpu 0,17 #Ha 100 manueHAToroJuHu ¥ CTOMAIITHO-
uypeBHO KbpBeHe npu 0,60 Ha 100 maupenTorogunu. MucynT e Bp3HuKHaAN npu 0,65 Ha

100 mareHTOroIUHM.

OcBeH TOBa B €JHO HEMHTEPBEHLIMOHAIHO NpoyuBaHe [Graham DIJ et al., Circulation.
2015;131:157-164] npu nioeeue ot 134 000 nanuenTtu B crapuecka Be3pacT ¢ NVAF B CbrenuHeHuTe
maTH (qompuHecyo 3a moseue ot 37 500 marueHTOroAMHA BpeMe Ha IPOCIeIsIBaHe ¢ MPUIOKEHUE Ha
Tepamnusi) nadurarpan etekcuiaT (84% OT manueHTUTe ca JiIeKyBanu ¢he 150 mg 1Ba mbTH JHEBHO,
16% OT manueHTUTe ca JeKyBaHHu CbC 75 mg ABa IbTH THEBHO) CE€ CBBP3BA C MOHMKEH PUCK OT
ncxemuieH nHCynT (koedunuent Ha pucka 0,80, 95% mosepurenen uatepsai [CI] 0,67-0,96),

72



BbTpeuepenHa xemoparus (koeguuuent Ha pucka 0,34, CI (0,26-0,46) 1 cMbpTHOCT (KOS(DUIIMEHT Ha
pucka 0,86, C1 0,77-0,96) u yBeanyeH pucCK OT CTOMALITHO-YPEBHO KbpBeHE (KOe(UIIMEHT Ha PUCKa
1,28, CI 1,14-1,44) B cpaBHeHHe ¢ BapdapuH. He e oTKkpuTa pa3iiuKa 1o OTHOIIEHHE Ha TOJISIMO
kbpBeHe (koeduiment Ha pucka 0,97, CI 0,88-1,07).

Te3u HaOIrOAEHNS B PEaHN YCJIOBHS OTBBPKIABAT yCTAaHOBEHHS MPOQHI Ha 0€30MacHOCT U
e(UKacHOCT 3a TaburarpaH eTeKCUIIaT IPU TOBa IMoKa3aHue B npoyuBaHero RE-LY.

Hayuenmu, xoumo ca 6unu noodnodceHu Ha nepkymanna koponapua unmepgenyus (PCI) cvc
cmenmupane

[IpocnekTHBHO, paHIOMU3UPAHO, OTKPUTO MPOYUBAHE ChC 3acieneHu kpaitnu Touku (PROBE)

(daza I1Ib) 3a oneHka Ha JBO¥HA Tepamnus ¢ gaduratpan erekcuiar (110 mg v 150 mg 1Ba mbTH
JTHEBHO) TUTIOC KIIOMIMOTPEN Wi TUKarpesop (antaronuct Ha P2Y 12) B cpaBHeHHE ¢ TpoiiHA Tepanus
¢ Bapdaput (kopurupana kbM INR 2,0-3,0) mtoc kionuaorpen uin Tukarpenop u ASA, e mpoBeieHo
npu 2 725 maumMeHTy ¢ HeKJIaHO NPeAChPAHO MBKICHE, KOUTO ca omm noutoxkern Ha PCI cbe
crearupane (RE-DUAL PCI). [larmenture ca paHIoMHU3UpaHy 3a ABOMHA Tepanus ¢ Ja0uraTpan
erekcuiar 110 mg nBa mbTH AHEBHO, IBOWHA Tepanus ¢ nadburarpan erekcwiat 150 mg 1Ba mbTH
JHEBHO WJIM TpoiiHa Tepamnus ¢ BaphapuH. [lanmenTu B crapuecka Bb3pact u3BbH CAILLl (Ha BB3pacT
>80 roguHu 3a BCUYKHU cTpaHu, >70 roanHu 3a SIMoHNs) ca pa3npeaeseHn Ha CIydaeH MPUHIUT KbM
rpynara Ha JIBOIHa Tepanus ¢ naduratpan erekcmiaT 110 mg wimm KbM rpynaTa Ha TPOMHA Teparus ¢
Bapdapun. [IppBryHaTa KpaifHa TOUKa € KOMOMHUpaHa KpaiHa TOUKa ,,CbOUTHS Ha TOJISIMO KbpBEHE
Ha 0a3ara Ha neduHunms Ha ISTH win cbOuTHE HA KIMHUYHO 3HAYMMO HETOJISIMO KbpPBEHE .

YecToTara Ha IbpBUYHATa KpaiiHa Touka e 15,4% (151 nauuenTn) B rpynaTa Ha JBOWHA TEpamus ¢
naburatpad erexcunat 110 mg cripsimo 26,9% (264 manuenTH) B rpynara Ha TpoiiHa Tepamusi ¢
Bapdapun (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a ne mo-manka eduxacuoct u P <0,0001 3a
npeBb3xocTBO) 1 20,2% (154 nanueHTH) B rpynaTa Ha JIBOWHA TEparus ¢ Ja0uraTpaH eTeKCHUiIaT
150 mg, B cpaBHeHue ¢ 25,7% (196 nanuenTH) B ChOTBETHATA IPyIIa 3a TPOMHA Tepanus ¢ BappaprH
(KP 0,72; 95% CI 0,58; 0,88; P <0,0001 3a He mo-Majka epukacHocT 1 P=0,002 3a npeBb3X0ICTBO).
Karo gacT ot onucarenHus aHanu3, YecToTara Ha ChOMTHA Ha TOJIIMO KbpPBEHE MPU TPOMOOIN3a IpH
uHdapkT Ha Muokapza (Thrombolysis In Myocardial Infarction, TIMI) e mo-Hucka 1 B 1BETE TPYIU Ha
JIBOWHA Tepanus ¢ 1aburaTpaH eTeKCUIIaT, OTKOJIKOTO B rpylara Ha TpoiHa Tepamnus ¢ BapdapuH:

14 cr0utns (1,4%) B rpynara Ha IBOIHa Tepanus ¢ nadburatpan erexcmiaT 110 mg, B cpaBHEHHE C

37 cvburus (3,8%) B rpynara Ha Tpoiina tepanus ¢ Bapdapus (KP 0,37; 95% CI 0,20; 0,68; P=0,002)
u 16 ceburtns (2,1%) B rpynata Ha JBOMHA Tepanus ¢ gadurarpan erekcuiar 150 mg, B cpaBHEHHE C
30 cuouTus (3,9%) B choTBEeTHATA Irpyna Ha TpoitHa Tepanus ¢ Bapdapun (KP 0,51; 95% CI 0,28;
0,93; P=0,03). 1 nBere rpymnu Ha IBOIHA Tepalus ¢ JabUTaTpaH eTeKCIIAT UMAT TO-HUCKH YEeCTOTH
Ha BBTpEUeperiHa XeMoparus, OTKOJIKOTO ChOTBETHATA IpyIla Ha TPOHHA Tepanus ¢ BappapuH:

3 cuoutus (0,3%) B rpynara Ha aBoiHa Tepamnus ¢ gaburatpan erekcmwiat 110 mg, B cpaBHEHHE ¢

10 cx6uTHs (1,0%) B rpymara Ha TpoitHa Tepanus ¢ Bapdapus (KP 0,30; 95% CI 0,08; 1,07; P=0,06) u
1 cvoOuTHe (0,1%) B rpynaTa Ha qBOHHA Tepanus ¢ fadurarpan erekcwiat 150 mg, B cpaBHEHHE C

8 cooutus (1,0%) B choTBeTHaTa rpyna Ha TpoitHa Tepanus ¢ Bapdapus (KP 0,12; 95% CI 0,02; 0,98;
P=0,047). UecroraTa Ha chOUTHATA OT KOMOWHMpaHAaTa KpaiiHa TOYKa 332 ePUKACHOCT ,,CMBPT,
TpoMOoeMOonYHN CHOUTHUS (MHPAPKT Ha MHUOKap/a, HHCYIT WM CUCTEMEH eMOOIN3bM) HITH
HeIJIaHWpaHa peBacKyjIapu3anus”’ KOMOMHUPAHO B IBETE IPYIIM Ha IBOIHA Tepanusi ¢ JaduraTpan
ETeKCHJIAT € C He Mo-Majika e(UKacHOCT OT Ta3M B TpyIaTa Ha TPOifHa Tepamnus ¢ BapaprH
(cvotBetHO 13,7% cupsmo 13,4%; KP 1,04; 95% CI: 0,84; 1,29; P=0,0047 3a He mo-Maika
edpukacHoct). Hama cTaTucTdeckn pa3iuKy B MHIMBULYaJHUTE KOMIOHEHTH Ha KpaHUTE TOUKH 32
e(pUKACHOCT MEXJTY KOSITO M J]a OMIIO OT TPYIIUTE HA JBOIHA Teparnus ¢ JaburatpaH eTeKCHiIaT u
rpyrnara Ha TpOoiHa Teparnus ¢ BappapuH.

[IpoyuBaHeTo Mmoka3Ba, 4e ABOWHATA TEpAIHs C Ja0UTraTpaH eTEKCUIIAT U aHTaroHucT Ha P2Y 12
3HAYUTEJIHO MTOHIKABa PUCKA OT KbPBEHE, B CpaBHEHUE ¢ TPOHHATA Tepalus ¢ BapdapuH, ¢ He
no-mMaika epukacHOCT 32 KOMOMHHMpaHaTa KpaifHa To4Ka ,,TpOMOOEeMOOITNYHN CHOUTHS TIPU
MAIMEHTH C MPEACHPIHO MBXKJIEHe, KouTo ca Omnm nmomoxenn Ha PCI cbe cTreHTHpaHe.
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Jlevernue na DVT u PE npu ev3pacmuu nayuenmu (neuenue na DVT/PE)

EdukacHocTTa 1 6€30mMacHOCTTa ca MPOYYBAaHHU B JIBE MHOTOIIEHTPOBH, PAHJJOMU3UPaHH, JBOHHO-
CJIeTIM, IPOYYBAHMS C TIOBTApIIO ce euenne u napanennu rpynu RE-COVER u RE-COVER 1. B
TE3W MPOyYBaHMA Ce CpaBHsABa nadburarpan erekcunat (150 mg nBa mpTH AHEBHO) ¢ BapdapuH (LeneBa
croitnoct Ha INR 2,0-3,0) npu naunentu ¢ octpa DVT w/unu PE. OcHoBHaTa 1ien Ha Te3u
IPOYYBAHUS € J1a C€ ONpe/IeN Al JaduraTpaH eTeKCHiIaT NMa He M0-Majka e(UKacHOCT OT
Bap(dapuH npu HamasiBaHe CHbOUTHATA HA TBPBUYHATA KpaiiHa TOUKa, KOSATO MPEJCTABISIBA
KOMOMHanuATa OT pequauBupaina cumnromarnyia DVT n/unu PE, 1 Ha cBBp3aHUTE CMBPTHU Clly4dan
B PAMKHUTE Ha 6-MeCeYHUs MePHO/] Ha JICUEHHE.

B c6opnure npoyuBanust RE-COVER u RE-COVER 11 06110 5 153 nanueHTs ca paHAOMU3UPaHA U
5 107 ca nexkyBaHH.

[IpoapmxuTeTHOCTTA Ha JIeYeHHETO ¢ (huKcupaHa jo03a qaburarpat e 174,0 mau Oe3 mpociensBaHe Ha
koarynanusta. [Ipu nmaruenTure, paHIOMU3UPaHHU 32 TIPUEM Ha BapdapuH, MeluaHaTa Ha BpEMETO B
tepaneBTrdeH uHTEpBa (INR 2,0 1o 3,0) e 60,6%.

W3nurBanusra IIOKa3Bart, 4€ JICYCHUECTO C ;[a6nranaH erexcunar 150 mg ABa I'bTU JHCBHO € HEC

M0-MaJIKo €(hUKACHO OT JICUEHUETO ¢ BapdapuH (rpaHMIia 3a He nmo-Majka eurkacHoct 3a RE-COVER
u RE-COVER 1I: 3,6% 3a pa3;iuka B pucka u 2,75 3a KOe(UIIUSHT Ha PUCKA).
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Tabanna 27: AHaJIM3 HA TBPBUYHATA M BTOPHYHHUTE KpaiiHu To4ku 3a epukacHocT (VTE ce
cbetou oT DVT u/mnm PE) no kpas Ha nepnoaa ciie Je4eHHeTo B COOPHUTE
npoyuBanuss RE-COVER u RE-COVER 11

Jlaburarpan erekcunat
150 mg aBa IbTH THEBHO Bapgapun
JlekyBaHM MaIUEHTH 2553 2554
PeunnuBupang
cumnromatnueH VTE n 68 (2,7%) 62 (2,4%)
cBbp3aHa ¢ VIE cMbppT
Koedwumment Ha pucka
crpsiMo BaphapuH 1,09
(95% noBeputeneH (0,77; 1,54)
WHTEpBaN)
Bropuunu kpaiinu
TOYKH 32 e(PUKaCHOCT
PeunnuBupang
cumnromatuieH VTE u 109 (4,3%) 104 (4,1%)
CMBPT I10 BCSKaKBa
MpUYUHA
o
93% nosepurercH 3,52; 5,13 3,34, 4,91
HMHTEPBAJ
Cumnromarnuna DVT 45 (1,8%) 39 (1,5%)
o
93% nosepurereH 1,29; 2,35 1,09; 2,08
WHTEPBAJ
CumnroMatndeH PE 27 (1,1%) 26 (1,0%)
o
93% nosepurercH 0,70; 1,54 0,67; 1,49
HHTEPBaJ
Cebp3ana ¢ VTE cMbpt 4 (0,2%) 3 (0,1%)
o
9% noseputesen 0,04; 0,40 0,02; 0,34
HMHTEPBAJ
CMBPT 10 BCSIKaKBa 51 (2,0%) 52 (2,0%)
MpUYUHA
o
95% noBeputeneH 1.49: 2.62 1,52: 2,66
HMHTEPBAJI

Ipesenyus na peyuousupawa DVT u PE npu év3pacmuu (npesenyus na DVIT/PE)

JIBe pangoMu3MpaHy, IBOHHO-CIIENTU MPOYYBAHUS C TIAPATIETTHU TPYIH ca IPOBEACHU IIPH MAIHEHTH C
npeaxoHa aHTHKoaryjaanTHa tepanus. B npoyusanero RE-MEDY, konTponupaHno ¢ BapdapuH, ca
BKJIFOUEHH NMAIMEHTH, PEIXOIHO JIEKYBaHH B IPOJABIDKEHNE Ha 3 10 12 Mecena, KOUTO ce HyXJasAT OT
JIOTTBTHATETHO aHTUKOATYJIAaHTHO JIEYeHHe, a mane0o-koHTponrpanoTo npoyuyBaHe RE-SONATE
BKJIIOYBA MAlMEHTH, IPEIXOAHO JIEKYBaHH B IPobIDKEeHHE Ha 6 1o 18 Mecena ¢ HHXHOUTOPH Ha
BuTamuH K.

Lenra Ha npoyuBanero RE-MEDY e na ce cpaBHsT 6e30macHOCTTa U €(pUKaCHOCTTA Ha TIEPOPAITHUS
naburatpad erexcuiar (150 mg aBa mbTH THEBHO) ¢ Bapdaput (1enesa ctoiHocT Ha INR 2,0-3,0)
IIPH IPOAB/DKUTEITHO JICYUCHHE M IPEBEHIIMS Ha peruauBupaiia cumnromaruuda DVT w/unu PE.
O6mmo 2 866 manueHTy ca paHAOMHU3UpaHu u 2 856 ca jJeKkyBaHu. [IpoabIKUTETHOCTTA HA JICICHUETO
¢ naburarpaH eTekcuiaT Bapupa oT 6 1o 36 mecena (Mmeauana - 534,0 nuu). [lpu nanuenTure,

paHIOMU3UPaHU Ha JieueHHe ¢ BappapuH, MeIuaHaTa Ha BpEMETo B TepaneBTiuueH auana3zon (INR
2,0-3,0) e 64,9%.

RE-MEDY mnoka3Ba, ue iedeHueTo ¢ gadburarpan erekcwiat 150 mg aBa MbTH THEBHO € HE [TO-MaJIKO
edpukacHo ot BapdapuH (rpaHuIia 3a He TIO-MaiKa euKacHocT: 2,85 3a KoepuIUeHT Ha prcka u 2,8 3a
pasiuKa B PUCKa).
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Tabanna 28: AHaan3 HA TBPBHYHHMTE U BTOPHYHUTE KpaiiHU TO4YKH 3a epukacHocT (VTE ce
cberou oT DVT u/unm PE) 1o kpas Ha nepuoaa cjie Je4eHHEeTO B IPOYYBaHETO

RE-MEDY
Haburatpan erexcunar Bapdapun
150 mg nBa mpTH
JTHEBHO

JlekyBaHu manueHTu 1430 1426
Permnusupant cumnromatuyed VIE u
CBbP3aHa EVTE CMBPT 26 (1,8%) 18 (1,3%)
Koedumuent Ha pucka cpsmo
Bap(apun 0 715’-4 ; 64
(95% noBepuTeneH MHTEPBAI) (0,78;2,64)
HE M0-MaJIKa e(UKaCHOCT 2,85
[larueHTH, NpY KOUTO € BH3HUKHAJIO

22 17
cromuTHe KpM 18" mecern
Kymynatusen puck ksM 18-ust mecen

1,7 1,4
(%)
Pasnuka B pucka cripsimo Bapdapua

0,4
(%)
95% moBepuTeIeH HHTEPBAT
HE M0-MaJika e(h)UKaCHOCT 2,8
Bropuunu kpaiiHu TOUKH 3a
e(uKacHOCT
Penunusupain cumnromatuued VTE u 42 (2,9%) 36 (2,5%)
CMBPT 110 BCIKAKBa MPHUHHA
95% noBEepUTENIEH HHTEPBAI 2,12; 3,95 1,77; 3,48
Cumnromatnuna DVT 17 (1,2%) 13 (0,9%)
95% moBepuTEIeH HHTEPBAI 0,69; 1,90 0,49; 1,55
CumnromaruieH PE 10 (0,7%) 5 (0,4%)
95% noBepUTENIeH HHTEPBAI 0,34; 1,28 0,11;0,82
Cebp3ana ¢ VTE cmbpt 1 (0,1%) 1(0,1%)
95% noBepUTENIEH HHTEPBAI 0,00; 0,39 0,00; 0,39
CMBPT 10 BCSKAKBa PUYMHA 17 (1,2%) 19 (1,3%)
95% moBepuTENIeH HHTEPBAT 0,69; 1,90 0,80; 2,07

Lenta nHa npoyuBanero RE-SONATE e na ce olieHr npeBb3X0ACTBOTO HA Na0UraTpaH eTeKCHIaT
crpsiMo TuIane0o Npy MpeBeHIusATa Ha peuuauBupany cumnromatiaar DVT w/unu PE npu
MAalUEHTH, IPEMUHAIU IPeIXoHo JeueHue oT 6 10 18 mecena ¢ VKA. IlnanupanoTo jgedenue e
nmaburatpan erekcuiat 150 mg qBa TbTH THEBHO B MPOIBIDKEHHE HA 6 Mecela, 6e3 He0OX0IUMOCT OT
HaOJII0IeHHE.

[IpoyuBanero RE-SONATE noxka3za npeBb3xX0ACTBO Ha 1aburarpaH eTeKCHIaT CpaMo ianedo mo
OTHOLICHUE MPEBEHIMTA Ha ChOUTHS ¢ peunanBupany cumnroMatnaan DVT/PE, BkmounTtenHo
CMBPT 0 HEOOSICHIMH MPUYUHH, C TIOHM)KEHNE Ha pucKa oT 5,6% mo 0,4% (nHamansBaHe Ha
OTHOCUTENHHA pUcK 92% Ga3upaHo Ha KoeUIIMeHTa Ha pUCKa) IO BpeMe Ha MepHo/Ia Ha JIeUCHUE
(p <0,0001). Bcuuku BTOpMYHYU aHAIN3U M aHAJTM3U HA YyBCTBUTEITHOCTTA Ha IbPBUYHATA KpaliHa
TOYKA M Ha BCHYKW BTOPUYHHU KPaHN TOYKHM MOKa3BaT MPEBH3XOACTBO HA JadWTraTpaH eTeKCcuiIaT
CIpsiMo TIaneoo.

[IpoyuBanero BkiItouBa 12-MeceyHO NpociesBaHe 3a HaO0AeHue ciiel] Kpas Ha jieueHuero. Cien
IpEeKpaTsBaHe Ha IPUJIAraHeTo Ha U3MUTBAHOTO JIEKApPCTBO €PEKTHT Ce 3ala3Ba 10 Kpas Ha Iepuoja
Ha [poclieisBaHe, KOeTO MoKa3Ba MoAabpkaHe Ha eeKTa OT MbPBOHAYATHOTO JIeueHHe ¢ JaburatpaH
erekcuiiat. He e HabnronaBan pebayna edext. B kpas Ha nmpocnensBanero croutusita ¢ VIE npu
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NalnyueHTHTe, JeKyBaHH ¢ fadburarpan erekcmiat e 6,9% crapsmo 10,7% B rpynata Ha mianedo
(roedunment Ha pucka 0,61 (95% CI 0,42; 0,88) p=0,0082).

Ta6anna 29: AHaJau3 HA NBPBUYHATA M BTOPUYHHUTE Kpaiinu Touku 3a eppuxacHocT (VTE ce
cberou oT DVT n/unm PE) no kpas Ha neproga cjie Je4eHHeTO B IPOYYBAHETO
RE-SONATE.

Jlaburatpan eTexcuiar ITnare60
150 mg aBa IbTU THEBHO

JlexyBaHm manueHTH 681 662
PeunnuBupang
cumnromatndeH VTE u 3 (0,4%) 37 (5,6%)
CBBP3aHa C HETO0 CMBPT
Koedumuenr Ha pucka
cpsMo manedo 0,08
(95% noBeputeneH (0,02; 0,25)
WHTEpPBaN)
P-CTOMHOCT 3a <0,0001
MIPEBH3X0JICTBO
Bropuunn kpaiinu
TOYKH 32 e(UKACHOCT
Penunusupain
cumnromatuueH VTE u 3(0.4%) 37 (5,6%)
CMBPT I10 BCSIKaKBa
MpUYHHA
o
93% noseputenen 0,09; 1,28 3.97: 7,62
WHTEPBAJ
Cumnromatuuna DVT 2 (0,3%) 23 (3,5%)
o
93% nosepurercH 0,04; 1,06 221;5,17
WHTEPBAJ
Cumnromatuyed PE 1 (0,1%) 14 (2,1%)
o
95% noBepurteneH 0,00: 0,82 1,16: 3,52
HMHTEPBAJ
Ceopzana ¢ VITE cmbpt 0(0) 0(0)
o
95% noBeputeneH 0,00, 0,54 0,00: 0,56
WHTEPBAJ
CMBpPT 110 HEOOSACHUMHU 0(0) 2 (0,3%)
MIPUYUHU
o
95% noBeputeneH 0,00; 0,54 0,04: 1,09
HMHTEPBAJ
CMBpT 1O BCAKaKBa 0(0) 2 (0,3%)
MpUYUHA
o
95% noBeputeneH 0,00; 0,54 0,04: 1,09
HMHTEPBAJ

Knunuynu usnumeanus 3a npeserHyuima Ha mpOM60€M60ﬂM3'bM npu nayuernmu CvC C‘bl)()ellHM KAanrnu
npomes3u

B usnutBane ¢asa Il naburatpan etekcunar u BappapHuH ca MpoydeHu pu oomio 252 maruenTy,
NpEeTHPIIETH HACKOPO XUPYPIrUYHa ONepalys 3a IOCTaBIHE Ha MEXaHWYHA Chp/IeYHa Kiiana (T.€. B
paMKuTe Ha HACTOSIIATa UM XOCIIMTAIN3aIINs), KAKTO U TIPU MAIUEHTH, IPETHPIIETHN ONepaIus 3a
MOCTaBAHE HAa MEXaHWYHA ChpPJIEYHa KJIara Mpeau 1oBede oT Tpu Mecena. [losede TpomboemMOonnaam
CcbOUTHS (OCHOBHO MHCYJTH U CHMITOMHU/aCUMIITOMHH TPOMOO3H Ha MPOTE3UPAHHUTE KIIATIH) 1
noBeve ChbOUTHS Ha KbPBEHE ca HaOJII0JaBaHu MpH Ja0UraTpaH eTeKCHiIaT B CpaBHEHHUE ¢ BaphapuH.
[Ipu manmeHTHTE B paHHUS OCTONEPATUBEH MEPHO/I, TOJISIMOTO KbPBEHE CE € MPOSIBIBAIO OCHOBHO

77



KaTO XeMOparuyieH MnepruKapieH U3JuB, NO-CIIEHATHO MPH NAlMEeHTH, 3alI0YHAIN IPUEeM Ha
naburaTpaH eTeKCHIaT CKopo (Ha 3-THs IeH) ciiel] XUpypPruiHaTa orepanus 3a CMsIHa Ha ChpAeyHa
KJana (Bx. Touka 4.3).

Tleduampuuna nonviayus

Knunuunu npoyusanus npu npesenyusma na VIE cied npomesupaune na 2oiemu cmasuy
[pesenyus Ha MO3bYEH UHCYAM U CUCTEMEH emDOoaU3bM npu ev3pacmuu nayuenmu ¢ NVAF ¢ eoun
WU nogeue puckosu haxmopu

EBpomneiickaTa areHnys mo jgekapcTBaTa 0cBOOOXKJaBa OT 33AbDKEHUETO 3a IPEOCTaBsIHE Ha
pe3yaTaruTe ot npoyuBaHusiTa ¢ Pradaxa BbB BCHUKM HOATPYNH Ha NeAMATPUYHATA Oy 3a
MOKa3aHMETO MbpBUYHA NpeBeHIus Ha VTE mpu manueHTn, KOUTO ca 01K TOUI0KEH! Ha IIIIAaHOBO
ISUTOCTHO TIPOTE3MpaHe Ha Ta300e/[peHa CTaBa I ISIOCTHO MPOTe3NpaHe Ha KOJISIHHA CTaBa U
MOKa3aHUETO MPEBEHIMS HA MO3bUEH UHCYNT U CUCTEMEH eMOoIn3bM npu nauueHTn ¢ NVAF (Bx.
Touka 4.2 3a uHpopManus OTHOCHO yHoTpeda B IeAUaTPUATA).

Jlevenue na VTE u npesenyus na peyuousupawu VITE npu neouampuunu nayuenmu

[Ipoyusanero DIVERSITY e npoBeneHo, 3a a JeMOHCTpUpa eUKacCHOCTTa U O€30MacHOCTTa Ha
JaburaTpaH eTeKCHIaT B CpaBHEHUE ChC cTannapTHO Jieuenue (standard of care, SOC) na VTE npu
MeANATPUYHU MMALMEHTH OT pakJaHeTo 10 oA 18-roauiHa Bp3pacT. Criopes nu3aiHa IpOy4YBaHETO €
OTKPHWTO, PAHJOMH3MPAHO IPOYYBaHE C MapajeslHy TPYIH 32 T0Ka3BaHe Ha HE MO-Masika e()UKaCHOCT.
BxmrouenuTe 3a ygacTue NarMeHT ca paHAOMHU3UPAaHN B ChOTHOIIIEHHUE 2:1 1a momy4yaBaT cho0pa3eHa
C Bb3pacTTa JIeKapcTBeHa Gopma (Karcyiu, 0OOBUTH TpaHyJId WK NepopalieH pa3TBoOp) Ha Jadurarpan
eTeKcuIaT (C 103H, aAalTHPAHU CIIOPE Bb3pacTTa U TeecHOTO Teriio) uiu SOC ¢ HUCKOMOJIEKYTHH
xenapuan (LMWH) nnm antaronuctu Ha ButamuH K (VKA), nim ponmanapunyke (1 manueHT Ha

12 roguan). [IspBrYHaTa KpaifHa TOYKa € ChCTaBHA KpaifHa TOYKA OT MAIUEHTH C IIBJIHO pa3TBapsHe
Ha TpoMOa, ¢ sinnica Ha peunauBupanio VTE u ¢ nunca vHa cmbpTHOCT, cBbp3aHa ¢ VTE. Kpurepuunte
3a U3KJFOYBaHE BKIIIOYBAT aKTHBEH MEHUHTUT, eHIIe(AIUT U BbTpeueperneH adciec.

O6mo 267 manuenTH ca pangomusupanu. OT Tiax 176 manueHTy ca JeKyBaHU ¢ JabUraTpaH
erekcuiar, a 90 manuent ¢ SOC (1 pangoMu3MpaH MaMEHT He € JIeKyBaH). 168 nauuenTH ca Ha 12
o mox 18 roauuu, 64 manmeHTH ca Ha 2 J1o o 12 roauHy, a 35 manyeHTH ca moJj 2-roauinHa
BB3pAacCT.

Ot panpomusupanute 267 nanuentu 81 manuenTu (45,8%) B rpynarta Ha gaburatpa eTEKCHIAT U

38 manmentu (42,2%) B rpynata Ha SOC oTroBapsT Ha KpUTEPUHUTE 3a ChCTaBHATA IbPBUYHA KpaiiHa
TouKa (ITHJTHO M3YMCTBAaHE Ha TpoMOa, urca Ha peruanBupam VTE u nmumnca Ha CMBPTHOCT, CBbp3aHa
¢ VTE). CpoTBeTHaTa pasiyKa B 4eCTOTaTa IoKa3Ba He Mo-Majka e(pukacHOCT Ha naburatpan
erekcuiar B cpapHeHue ¢ SOC. CbBMeCTUMH Pe3yNTaTH KaTo 1510 ca HAOJI01aBaHH U B IOATPYIIUTE:
HSIMa 3HAYUTEITHH Pa3inyus B eheKTa OT JCUSHUETO 3a MOATPYIIUTE MO Bh3PaCT, 10, Teorpadcka
00JIacT ¥ HaJIMYUe Ha OTPE/ICIICHN PUCKOBU (akTopH. 3a 3-Te pa3IniH! Bb3PaCTOBH CTPATH
CHOTHOILIEHUETO Ha MAallMEHTHUTE, TOCTUTHAIIM ITbPBUYHATA KpaiiHa TOUKa 32 €UKACHOCT B IPYIUTE
CHOTBETHO Ha naduratpan erekcmwinat u SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu nanueHTuTe Ha
BB3PACT OT PaXKAaHeTo N0 <2 roauHu, 21/43 (48,8%) n 12/21 (57,1%) npu nanueHTUTe Ha Bb3pacT 2
1o <12 roqunau 1 47/112 (42,0%) u 19/56 (33,9%) npu nanuentute Ha Bh3pact 12 1o <18 roguHu.
[loTBBpAeHN CHOUTHS HA TOMISIMO KbpBEHE ca choOLeHH 3a 4 mauuenTtu (2,3%) B rpynara Ha
nmaburaTpaH etekcuiat u 2 nanuentu (2,2%) B rpynara Ha SOC. HsiMa craTucTHuecky 3HaYnMa
pasiinka BbB BPEMETO JIO M0sIBa Ha ITPBO CHOUTHE Ha TOJISIMO KbpBEHE. TpUIECeT U 0CeM MaIeHTH
(21,6%) B rpynara Ha gaburarpan eTekcuiat u 22 nanuenty (24,4%) B rpynara Ha SOC umar
MOTBBPACHO CHhOUTHE HAa KbPBEHE, KATO MPH IMOBEYETO OT TAX TO € KATErOpU3UPaHO KaTo
HesHauuTeHo. KomOuHMpaHaTa kpaifHa TO4Ka Ha MOTBBPJICHO CHOMTHE Ha TOJISIMO KbpPBEHE (Major
bleeding event, MBE) wnu knimangHO 3HaunMo Heronsamo (clinically relevant non-major, CRNM)
KbpBEHE (KOraTo MalMeHTUTE ca Ha JieueHHe) ca cboOuieHu 3a 6 (3,4%) mauuenTy B rpymnara Ha
nmadurarpan etexcuiar u 3 (3,3%) manuentu B rpynata Ha SOC.

EnHO OTKpHTO, MPOCIIEKTHBHO, KOXOPTHO, MHOTOIIEHTPOBO MpOoy4BaHe 3a Oe3omnacHocT ¢a3a 1l ¢
exHo pamo (1160.108) e mpoBeaeHo 3a orleHka Ha 6€30IacHOCTTa Ha JaOUTaTpaH €TeKCIIIAT IIPH
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npeBeHnus Ha peruausrpany VTE npu neauaTpuyH NalMeHTH OT pakJaHeTo 10 oA 18-roauniHa
BB3pacT. [lanrenT, KOUTo ca ce Hy»KJaelll OT MO-HaTaThIIHO aHTUKOAryJIaHTHO JIEYEHHE IOpan
HaJM49He Ha KIIMHWYEH PUCKOB (PaKTOp Ciiel 3aBbpIIBaHE HA HAYAIHOTO JedeHne 3a moTBspacH VIE
(3a Hafi-manko 3 Meceria) Win ciien 3apbpinBane Ha npoyuBaneto DIVERSITY, ca BkitoueHu B
npoyuBaHeTo. [logxoadiuTe 3a BKIIOUBAHE MALMEHTH ca MOIy4YaBaJli aJlaliTUPAaHu CIIOpE]] Bb3pacTTa
Y TEJIECHOTO TETJIO 03H OT ChoOpa3eHa ¢ Bb3pacTTa JiekapcTBeHa (opma (Karcysim, 0OBUTH IpaHyIn
WY TIEpOpAJICH Pa3TBOp) Ha TabUTaTpaH eTeKCHIIAT JI0 SIMMUHUAPAHE Ha KIMHUYHUS PUCKOB (GakTop
WK 10 MakcuMyM 12 mecena. [IbpBuyHNTE KpailHU TOUKM Ha MPOy4YBaHETO ca peuuaus Ha VTE,
CHOUTHS Ha TOJSMO WM HE3HAYUTEIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB BPB3Ka C TPOMOOTHYHU
WA TPOMOOEeMOOIMYHH chOuTHA) Ha 6 1 12 Mecena. M3xoaure oT ChOUTHATA Ca IOTBBPACHH OT
HE3aBHCHMa, 3aciielieHa KOMHUCHS 32 OIEHKA.

O06m10 214 nanuenTy ca BKIIOYEHH B ipoyuBaHeTo. OT Tsx 162 mauueHTu ca BbB Bb3pacToBa cTpara |
(ot 12 o mox 18 roannm), 43 marpeHTy ca BbB Bb3pacToBa cTpata 2 (oT 2 1o nox 12 roanHn) u

9 manueHTH ca BBB BB3pacToBa cTpara 3 (0T paxaaHeTo A0 MoJ 2-roauiiHa Bb3pacT). [1o Bpeme Ha
nepuoja Ha nedenue 3 nauueHTtH (1,4%) ca pa3Bwin NOTBBPIAEH OT KomucusiTa peuuans Ha VTE B
paMkuTe Ha IbpBUTE 12 Mecema ciies1 3ano4yBane Ha jiedeHneTo. [1oTBbpaeHrn OT KOMUCHATA CHOUTHS
Ha KbPBEHE 110 BpeMe Ha Iepro/ia Ha JIedeHHe ca choOmeHn 3a 48 naruentu (22,5%) B paMKuTe Ha
mepBuTe 12 Mecena. [ToBeueTo chOuTHS Ha KbpBeHE ca He3HaunTenHu. [Ipu 3 nanuentu (1,4%) nma
NOTBBPACHO OT KOMUCHSTA CHOUTHE Ha TOJISIMO KbpBEHE B paMKuTe Ha mbpBuTe 12 Mecena. [lpu

3 manmenTu (1,4%) nma moTBBPAEHO OT Komucuara cboutie Ha CRNM kbpBeHe B paMKHUTE Ha
mppBuTe 12 Mecena. Hsama cMbpTHE ciiydan 1o BpeMe Ha neproja Ha jieueHnue. [lo Bpeme Ha meproaa
Ha neuenue 3 nanuentu (1,4%) ca pa3Buiy mocTTpoMOOTHYEH CUHIPOM (post-thrombotic syndrome,
PTS) nnu ca nmanu BnomasaHe Ha PTS B pamkuTe Ha mbpBUTE 12 Mecena.

5.2 ®apmMakoKWHETHYHH CBOJCTBa

Crnen mepopaitHO IPUIIOKEHHE JaburaTpad eTekcruiaTr Obp30 U HAITBITHO Ce TIPEBPHINa B JabUraTpas,
KOHTO e akTHBHAaTa (hopMma B ruta3MaTa. PasienBaneTo Ha PeIIeKapcTBOTO TaOUTaTpaH eTeKCHUIIAT
Yype3 KaTaJu3upaHa OT ecTepasa XuAPOoIu3a 0 aKTUBHOTO BEIIECTBO Aa0UraTpaH € npeodiaiaBamaTa
MeTabonMTHA peakiusi. AOCOTIOTHATa OMOHANMYHOCT Ha JaburarpaH cien NepopaTHo IPUIoKEeHHE
Ha Pradaxa e mpubnusutenao 6,5%.

Cren nepopaiHO MPHUIIOKEHUE HA 1a0UraTpaH eTeKCUIIAT MPH 34paBu 100POBOJIIIH,
(hapMaKOKMHETHUHUAT NPOoQHI Ha 1aburaTpaH B IJIa3Mara ce Xapakrepusupa ¢ Obp30 HapacTBaHe Ha
MJIa3MEHNTE KOHIIEHTpAuy ¢ qocTurane Ha Cmax B pamkute Ha 0,5 u 2,0 gaca e mprioKeHHETO.

AOGcopouus

[IpoyuBane, oleHsBAIIO MOCTONIEPaTUBHATA aOCOPOIHS Ha naburaTpan erexcuiar 1-3 yaca cuen
orepauus, JeMOHCTPUPa OTHOCUTETHO OaBHa abcopOLuMs B CpaBHEHHE C Ta3W IPH 3IpaBU
JIOOPOBOJIIIH, MTOKA3BAWKH TUIABEH MTPOQHIT HA TIa3MEHATa KOHIICHTPAIUsI BbB BpeMeTo 0e3 BUCOKU
MUKOBY TIA3MEHH KOHIIeHTpanuu. [TnKkoBH T1a3MeHH KOHIIEHTPAIIMHU ce JOCTUTAT 6 Jaca ciejy
NPUIOKEHHETO B IOCTONEPATUBHUS MEPHOJ IOPaIH JONpUHACAIIH (HAKTOPH, KaTO HallpUMeEp
a”ecre3usi, CU napesa u Xupypruyiu eeKTH, He3aBUCUMO OT IepopaiHaTa jJeKapcTBeHa Gopma.
Hpyro npoyuBane JeMOHCTpUpa, 4e OaBHA 1 3aKbCHABAIA aOcopOIMs OOMKHOBEHO ce HabIi01aBa
camo B JIeHd Ha onepauusiTta. Ha cnenpamure n1au abcopOuusara Ha jaburarpas € Obp3a U MUKOBU
TUTa3MEHH KOHLEHTPALMY Ce JOCTHUTaT 2 4aca cje]] MPHIOKEHUE Ha JIEKAPCTBEHUS IPOIYKT.

XpaHaTa HE MOBJIMsIBAa OMOHAITMYHOCTTA Ha IIa6I/IFanaH C€TCKCHUJIaT, HO 3a0aBs BPEMETO OO0 MMKOBUTE
IJIa3MCHH KOHLCHTpAU € 2 gaca.

Cinax 1 AUC ca pornopIinoOHaTHH Ha J103aTa.

BuonannyHOCTTA Cien IepopaTHO MPUIIOKEHUE MOXKE J1a Ce MOBUIIHU Che 75% ciie mpuiioKeHrne Ha
eAMHUYHA J103a U ¢ 37% B CTAallMOHAPHO CHhCTOSIHKME, B CpaBHEHHUE ¢ pedepeHTHATa KancyaHa Gopma,
KOTaTo TeJIeTUTe ce mpueMat 0e3 kamncyinara ot xunpomenoza (HPMC). CnenoBatenHo 1ei10cTTa Ha
karicynute o HPMC Bunaru tps6Ba Ja e 3anaseHa npu KIMHAYHA yIoTpeda, 3a a ce u30erHe
HEYMUIIUICHOTO MTOBUIIaBaHE HAa OMOHAIMYHOCTTA Ha JaburaTrpad eTekcmiar (Bx. Touka 4.2).
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Pasnpenenenue

Ha6umonasa ce cna6o (34-35%), He3aBUCHMMO OT KOHIIEHTpAI[MATa CBhP3BaHe Ha Ja0urarpaH ¢
YOBEIIKUTE TUTIa3MeHu npotenHu. O0eMbT Ha paslpenenenue Ha qaburatpan ot 60-70 | npeBumasa
oOmust 00eM Ha TeJIECHUTE TEYHOCTH, KOETO 03HAYaBa, Y€ Jadurarpad vMa YMEpPEeHO ThKaHHO
pasnpeeneHue.

BI/IOTDaHC(bODMaI_II/IH

MeTaboM3MbT U eKCKpeLnsATa Ha Ja0uraTpaH ca IpOoyYeHH IIPH 3PaBH MBbKE JOOPOBOJIIH CIIe]
eJIMHIYHA WHTPAaBEHO3HA J103a HaburaTpaH, Oemnsi3aH ¢ paauoakTuBeH n3oTorl. Cie HHTpaBeHO3HATa
J103a MPOM3XO0’KaIaTa oT JaduraTpaH paJrioakTHBHOCT C€ eTMMHUHIpA TIaBHO ¢ ypuHata (85%).
®dekanmHaTa eKCKpenys oTroBapst Ha 6% oT nmpuitokeHnara fo3a. [Jo 168 gaca cien npuoxkeHre Ha
Jro3aTa o0mara palnoOakKTUBHOCT CE Bh3CTAaHOBSABA B paMKHUTe Ha 88-94% OT mpmitokeHaTa J03a.
Jlaburarpan ce mojyrara Ha KOHIOTAIUs, IIPU KOETO ce 00pa3yBar (apMaKOIOTHYHO aKTUBHU
anuIrToKyporuan. ChIECTBYBAT YETHPH O3UITMOHAN H3omepa, 1-0, 2-0, 3-0,
4-O-aIuIrIIIoKypOHHU]T, BCEKH OT KOUTO ChCTaBIIsBa O-MalIKO OT 10% OT 00IIOTO KOJIHYECTBO
nmaburarpad B rmazmata. Ciiem ot ApyTry METa0OJIUTH CE YCTAaHOBSIBAT CAaMO C BUCOKOYYBCTBUTEITHU
aHAJIMTUYHU MeToau. JlaburarpaH ce eIMMUHUPA TJIaBHO B HEMPOMEHEH BHUJ C ypUHATa ¢
npubnu3uTenana ckopoct 100 ml/min, chOTBETCTBAIIA HA CKOPOCTTA HA TJIOMEPYITHA (QUITPAIIHSL.

EnumMunupane

[Ina3mMeHuTE KOHLIEHTPALMU HA Ja0UraTpaH NOKa3BaT OMEKCIOHEHIIMANICH CIIaJl ChC CPEeIeH
TEpMHHAJIEH MOJTYKUBOT 11 gaca mpu 3/IpaBu MHAWBHUIY B CTapyecka Bb3pacT. Ciie MHOTOKPAaTHO
npujiarane ce HaOJoaBa TEPMHUHAJIEH MTOTY>KUBOT OKoso 12-14 gaca. [1oxyXKHBOTHT € HE3aBUCUM OT
no3ara. [lomyXUBOTHT € yabIDKeH, ako Obp0pednara GyHKIHS € HapyIIeHa, KaKTo € IIOKa3aHo B
tabmmua 30.

CrernyaiHy momnyJaiun

bvbpeuna nedocmamvunocm

B npoyuBanus daza I ekcriozunmsita (AUC) Ha qaburaTpan ciejl mepopaiHo NPUIIOKEHHE Ha
naburatpaH eTeKCHIaT € MPUOIM3UTENHO 2,7 MBTU O-BUCOKA NIPU BB3PACTHU TOOPOBOJIIIM C yMEpPEHA
0b0peuna HegoctarbuHOCT (CrCL Mexay 30 u 50 ml/min), oTkoJKOTO NpHU Te3u O6e3 ObOpeuHa
HEJIOCTAaThYHOCT.

[Ipu manbk Opoii Be3pacTHH J0OpoBOILH ¢ Texkka ObOpeuna HenoctarbuHOCT (CrCL 10-30 ml/min),
excriozumusTa (AUC) Ha maburatpaH € NpHUOJIM3UTEIHO 6 TBTH MO-BUCOKA, a TIOMY>KUBOTHT
MPHUOTM3UTETHO 2 IIBTH MO-ABJIBI OT HAOJIOJaBaHKUTE B TOMYyJIalus 0e3 ObOpeuHa HeJOCTaThUYHOCT
(Bk. Touku 4.2, 4.3 u 4.4).

Tadauna 30: Iloay:kuBOT Ha o0LIMs Ja0UTAaTPaH NPH 3APABU UHIAUBUIM ¥ MHAUBUIHU C
HapylmeHa 0bOpedHa PyHKIMS.

CKOP;;E?;EL?I(%}YCHS) Hata Cpenen reomerpudet (gCV%; rpaHulin) MOTyKUBOT
[ml/min] [b]
>80 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2 (15,3%; 21,6-35,0)

I[OH’BJ'IHI/ITCJ'IHO, CKCIIO3HMIIMATA Ha ,Ila6I/Il"anaH (Haﬁ—HHCKa n HI/IKOBa) € OIICHCHA B €JTHO
IMPOCIICKTUBHO, OTKPUTO, PAHAOMHU3UPAHO, (1)apMaKOKI/IHeTI/I‘-IHO MMPpOYy4YBAHC MPU MMAOIUCHTU C HCKJIAITHO
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npeacspaHo mbxaeHe (NVAF) ¢ Texko 6p0pedHo yBpexxaaHe (onpeneneHo KaTo KpeaTHHHHOB
kiupbHC [CrCl] 15-30 ml/min), mosryyaBamy qaburatpas eTeKcuiaaT 75 mg aBa MbTU THEBHO.
To3u pesxuM € T0BeII J0 Hal-HUCKa CpeiHa reoMeTpruYHa KoHIeHTparus 155 ng/ml (gCV 76,9%),
M3MEepeHa HEMOCPEICTBEHO MPeIH MPIIIOKEHNETO Ha CIIe/IBaIaTa 103a, U 10 MMKOBa CpeaHa
reomerpuyHa koHueHTpausa 202 ng/ml (gCV 70,6%), n3MepeHa Ba yaca ciie MPUIOKEHUETO Ha
MocJeIHaTa J103a.

KnupbHCBT Ha maburarpaH upe3 XeMoIuann3a € U3CJIeABaH NpH 7 Bb3PacTHH MALMEHTH C TEPMUHAIIHA
0b0peuna negocrarpuHOCT (ESRD), 6e3 npencspano mbxaeHe. Juanusara e mpoBeneHa cbe

700 ml/min auanu3eH AeOUT, IPOABIDKATSIIHOCT YSTUPH Yaca U CKOPOCT Ha KpbBHUSA TOK 200 ml/min
wi 350-390 ml/min. ToBa Boau 10 oTcTpaHsiBaHe chOTBETHO Ha 50% 10 60% OT KOHIEHTpaLUsITa Ha
naburatpad. KonmdecTBOTO Ha BEMIECTBOTO, OTCTPAHEHO Upe3 AUajin3a, € MPONOPIHOHATIHO Ha
CKOpOCTTa Ha KPBBHUS TOK, IPH CKOPOCT Ha KpbBHUS TOK 0 300 ml/min. AHTHKOAryJIaHTHATA
AKTHBHOCT Ha Ja0uraTpaH HamassiBa ¢ HaMaJsIBaHe Ha TUIa3MEHUTE KoHIeHTparuu u OK/D]]
BpB3KaTa He € 3acerHara oT npoueaypara.

Mennanara vHa CrCL B RE-LY e 68,4 ml/min. [Tourn monosunata (45,8%) ot manmentute B RE-LY
umat CrCL >50-<80 ml/min. ITanuentute ¢ 0b0peuHo yBpexnane B ymepeHa creneH (CrCL mexmy
30 u 50 ml/min) umat cpeano 2,29 nety U 1,81 mBTH MO-BUCOKA TUTa3MEHA KOHIICHTPAIIHS, ChOTBETHO
MIPeId U CJIel IPUEM Ha J103aTa Ha Ja0duraTpaH, B CpaBHEHHE C HAallMEeHTH 0e3 ObOPEeUHO yBpeXkKIaHe
(CrCL >80 ml/min).

Menunanara va CrCl B mpoyuBaneto RE-COVER e 100,4 ml/min. ITpu 21,7% oT nanueHTuTe € numaio
0n0peuHo yBpexane B neka crerneH (CrCl >50-<80 ml/min) u npu 4,5% oT 11X — 6BOpedHO
yBpexaane B ymepeHa creneH (CrCl mexxay 30 u 50 ml/min). I[Tauuenture ¢ 650pedHO yBpeKIaHe B
JieKa U yMepeHa CTelleH ca MMall B CTAlJMOHAPHO ChCTOSHUE ChbOTBETHO cpeaHo 1,8 mbtu u 3,6 mbTH
MO-BUCOKH IJIA3MEHU KOHIIEHTPAIIUH MTPEIH MPUIOKEHUE Ha Jl03aTa TaduraTpaH B CpaBHEHHUE C
narertute ¢ CrCl >80 ml/min. Cxoauu croiinoctu Ha CrCl ca ycranosenun B RE-COVER 11.

Menauanara va CrCl B mpoyuBanusita RE-MEDY u RE-SONATE e cworBeTHO 99,0 ml/min u
99,7 ml/min. IIpu 22,9% u 22,5% ot nauuentute ctornoctute Ha CrCl ca >50-<80 ml/min, a npu
4,1% u 4,8% ot Tsx CrCl e mexxay 30 u 50 ml/min B npoyuBanusata RE-MEDY u RE-SONATE.

Hayuenmu 6 cmapuecka 6v3pacm

Crenuduyan hapMaKOKHHETUYHH TIPOyYBaHUs (a3a | mpu manueHTy B crapyecka Bh3pacT MoKa3BaT
yBenuuenue oT 40 1o 60% na AUC u noeye oT 25% Ha Ciax B CpPABHEHHE C MJIa/IM MALIUEHTH.
EdexTsT Ha BBb3pacTTa BhpXY KCIO3UIMATA Ha JJa0UraTpaH e MOTBhp/IeH oT poyuBaHeTo RE-LY ¢
okou10 31% 1Mmo-BHCOKO HMBO Ha Hal-HUCKATa KOHIICHTPAINS 32 HHAUBUIN =75 TOMUHA U ¢ OKOJI0 22%
MO-HUCKO HWBO Ha Hal-HUCKATa KOHIIGHTPANUS IPH WHAUBHUIN <65 TOJWHU B CpAaBHEHHUE C WHAUBUIU
Mexay 65 u 75 ronuau (BX. ToUukH 4.2 u 4.4).

YepnoOpobHo HapyweHue
He ce nabmonaBa nmpomsiHa B €KCIIO3UIMATA HA 1adUraTpaH npu 12 Bb3pacTHU NALMEHTH C yMEpeHa
yepHOApoOHa HenoctaThyHOCT (Child Pugh B) B cpaBHenue ¢ 12 koHTposn (BXk. Touku 4.2 u 4.4).

Tenecrno meano

Haif-HrckuTe KOHIIEHTpAITMU Ha qaduraTtpan ca okojio 20% Imo-HUCKY MPU BH3PACTHU TAITUEHTH C
tenecHo terio >100 kg B cpaBuenue ¢ 50-100 kg. Muo3unctoTo (80,8%) OT MHAUBUAWTE Ca B
kateropusra >50 kg u <100 kg, 6e3 ycraHoBeHa sicHa pa3nuka (BxK. Touku 4.2 u 4.4). [Ipu Bp3pacTHH
MAIMEHTH C TeecHO Tersio <50 kg KITMHUYHNUTE JAaHHU ca OTPaHUYCHH.

Lon

Excrno3unusra Ha akTHBHOTO BELIECTBO B POYYBaHUATa 3a bpBHYHA NpeBeHnus Ha VTE e okorno
40% mo 50% mo-BHCOKa MPH MALMEHTH OT KEHCKH I10JI, HO HE CE MPernophyBa KOPEKIUsI Ha J03aTa.
IIpu marueHTUTE ¢ MPEACHPIHO MBXKICHE, TAIIMSHTUTE OT KEHCKH IT0JI ca uMaiu cpeaHo 30%
MO-BUCOKM CTOMHOCTH Ha Hali-HUCKA M OCT-I030Ba KOHIeHTpanus. He ce n3nckBa kopekus Ha
no3arta (Bx. Touka 4.2).

81



Emnuvecku npousxoo

Hsma KIMHUYHO 3HAYMMHU MEXTYETHUUECKHU Pa3inyuus MEX]ly allUeHTH OT €BpOIlenIHaTa paca,
MAIMEHTH ¢ appo-aMepUKAHCKH, JTaTHHO-aMEPUKAHCKH, STTOHCKHM U KAUTAHCKHU MPOU3XO0JT IO
OTHOIIIEHUE Ha (DapMaKOKMHETHKATa U (papMaKkoAUHAMUKATA HA Ja0uraTpaH.

Ileduampuuna nonyarayus

[Ipu nmepopaitHo MpHIIOKEHUE HA Ja0UTaTpaH ETEKCUIIAT, CIIOPE]] ONPE/ICIICHUs B TIPOTOKOJIA
ITOPUTHM 32 JIO3UpaHe, EKCITO3UIMATA € B paMKUTE Ha Ta3W, HAOJF01aBaHa TIPU BH3PACTHU C
DVT/PE. CoopuusT anaiu3 ot hapMakOKHHETHYHH NaHHU oT npoyuBanusta DIVERSITY u
1160.108 moka3Ba, 4e CpeJHUTE T€OMETPUYHN HAl-HUCKU eKcno3ummu ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml crotBeTHO 1pu 0 10 <2-roammrHy, 2 10 <12-rogumHu 1 12 1o <18-roaunIHu
nenuarpyuyHu namnueHTy ¢ VTE.

(Da'pMaKOKI/IHeTI/I"IHI/I B3aPIMO)1€I>iCTBPIH

In vitro poyYBaHUs 32 B3aMMOJICHCTBUATA HE MOKA3BAT MHXUOWPAHE WM WHIYIIMPAHE Ha TJIaBHUTE
n30eH3uMH Ha uToxpoM P450. ToBa ce mOTBBpKAaBa OT in Vivo IPOYUYBAHUS C YYaCTHETO HA 3/IPABH
JI0OpOBOIILIM, KOUTO HE TIOKA3BaT B3aMMO/ICHCTBHE MEXy TOBA JICUEHHUE U CICAHUTE aKTHBHU
BemiectBa: atopBactatud (CYP3A4), nurokcuH (B3anMoneicTBe ¢ TpancnopTaus P-gp) u
mukiodenak (CYP2C9).

5.3 IlpeakJMHUYHU AAHHM 32 0€30MACHOCT

Hexnuanaaure JaHHHU HC IIOKa3BaT ocobeH PHUCK 3a XOpa Ha OasaTa Ha KOHBCHIIMOHAJIHUTEC
(bapMaKOJ'IOFI/I'-IHI/I MMpoOy4BaHUs 34 6e3OHaCHOCT, Mpoy4YBaHUA 3@ TOKCUYHOCT IIPU MHOT'OKPATHO
nmpujiarane 1 reHOTOKCUYHOCT.

Edexrure, HaOnronaBaH B IPOYYBAHUTA 32 TOKCHYHOCT MIPU MHOTOKPATHO MpHJIAraHe, ce IbKaT
Ha 3acuiieHus papmakogrHaMHUYeH eeKT Ha JaburarpaH.

Edexr BbpXy epTrnnTeTa NPH )KEHCKU )XUBOTHH € HAOII0JaBaH 1o (hpopMaTa Ha HaMallsIBaHE Ha
Opos Ha UMIUIAHTAIIMKTE U MIOBUIIIABAHE HA MPEAUMIUIAHTAIMOHHUTE 3aryou npu go03a 70 mg/kg
(5-kpaTHOTO HUBO Ha ITA3MEHA EKCITO3UITHS TIPH ManueHTn). [lpu 1031, KOUTO ca TOKCUYHH 3a
Matikute (5- 70 10-KpaTHOTO HUBO Ha IIa3MeHa €KCIIO3UITUS TPH MAIUEHTH ), IPY TUTHXOBE U 3aiIH
ce Ha0JIr0/1aBa HaMaIIsIBaHE Ha TEJIECHOTO TETJIO M KU3HECTIOCOOHOCTTa Ha (DeTyca, 3ae/IHO C
MOBHILIABaHe Ha (heTAIHUTE Bapualyy. B mpeHaTaJIHUTEe U MOCTHATAIHUTE MPOYYBAHUS €
Ha0JII0/JaBaHO MOBHIIIABaHE Ha ()eTalHaTa CMBPTHOCT IPHU J03H, KOUTO Ca TOKCHYHH 32 MAUKHUTE
(mo3a, croTBeTCTBAIA HA 4 THTH MTO-BUCOKO HUBO HA TUIa3MEHA €KCIO3UIIHS OT HAOII0IaBaHOTO MPU
MAIAEHTH ).

B CIHO NPOYYBAHC 3a FOBCHUJIHA TOKCUYHOCT IIPU IIJIBXOBE OT MOpOaa Wistar CMBPTHOCTTA €
CBBbp3aHa CbC CHOUTHS Ha KbpPBCHC IIpH HO,Z[O6HI/I HHUBA Ha EKCNIO3UllyA, IIPpU KOUTO € Ha6J'IIO,Z[aBaHO
KBPBECHE IIPH BB3PACTHUTE ) KUBOTHH. Cuura C€, UC€ KAKTO ITPpU BB3PAaCTHUTE, TaKa U IIPpHU MJIaJIUTE
IIJIBXOBE CMBPTHOCTTA € CBbpP3aHa ChC 3aCUJICHATa (bapMaKOHOFI/ILIHa AKTUBHOCT Ha ;[a61/1ranaH BLB
BPB3Ka C YIIPAXKHABAHCTO HA MCXAaHUYHU CHUJIU 11O BPEME HaA IMMPUJIAraHeTO U TPECTUPAHECTO. I[aHHI/ITe oT
IIPOYYBAHETO 3a FOBECHUJIHA TOKCUYHOCT HE ITOKa3BaT HUTO MOBUIIECHA YYBCTBUTCIHOCT KbM TOKCUYHHA
IIpoABU, HUTO TOKCUYHOCT, CHe]_II/I(i)I/I‘IHa 3a OBCHUJIHHU )KUBOTHH.

JIBATOCPOYHNTE TOKCHKOJIIOTHYHH ITPOYYBAHMS TIPH ITHXOBE M MHUIIIKK HE TIOKA3BaT JaHHM 32
TYMOPOT'€HEH IOTEHIMAJl Ha JaburaTpaH 10 MakcuManHu qo3u 200 mg/kg.

I[aﬁnranaH, aKTHUBHaTa 4acT OT ;[a61/1ranaH CTCKCHUJIaT MC3MJIaT, € YCTOﬁqHB B OKOJIHAaTa Ccpcaa.
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6. DOAPMAIIEBTUYHU JAHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BElIECTBA

KancynHo cpabpxuMo
Bunena xucenuna
ApabOcka ryma
Xumpomenosa

Humerukon 350

Tank
XHUIPOKCUIIPOIMIILIENTYII03a

CbcTaB Ha Karcynara
Kaparenan

Kanues xnopun
TutaHoB n1HOKCUA
MuauroxkapmMusd
Xumpomenosa

YepHO 1TIe4aTHO MACTHUIIO
Iemmak

UepeH xene3eH OKCU
Kanues xunpokcun

6.2 HecbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha rogHOCT

Bancrep u Oyruiaka

3 ronuHU
Cren oTBapsiHe Ha OyTHIIKaTa, JEKapCTBEHUT MPOAYKT TPAOBa Jla ce M3MoII3Ba 10 4 Mecena.
6.4 Crhenuananm ycaoBHs HAa ChbXpaHeHHe

baucrep

lla CC€ CbXpaHsiaBa B OpUT'MHAIHATa OITaKOBKaA, 3a Jia C€ Mpearia3su OT Bjara.

bytunka

[la ce cbxpaHsaBa B OpUTMHAIHATA OMAKOBKa, 3a Ja C€ MPEAIa3y OT Blara.
CoxpaHnsiBaiiTe OyTHIIKaTa IUIBTHO 3aTBOPEHA.
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6.5 Buau chabpkaHue HA OMMAKOBKATA

Ilepdopupanu amymuHreBr 6IuCTepH ¢ equHUYHH 103U oT 10 x 1 TBBpAM Karcynu. Besika kapTroHeHa
omnakoBka ceappxka 10, 30 wim 60 TBEpAM KaTCyiu.

I'pynoBa onakoBka, chabpxaiia 3 onakoBku oT 60 x 1 TBbpau xancynu (180 TBbpan kancynm). Beska
MHIMBUIyaliHa OTIAaKOBKa Ha TPyINOBaTa OMaKOBKa ChAbpika 6 meppoprupaHu aTyMUHHEBHU OHcTepa ¢
enquHUYHA 1031 0T 10 X 1 TBHpAM Karcyu.

I'pynoBa onakoBka, chabpxaia 2 onakoBku oT 50 x 1 TBbpau xancynu (100 TBepan kancynm). Beska
MHIMBU/IyaliHa OTIAaKOBKa Ha TPyINOBaTa OIAaKOBKa ChAbpiKa 5 meppoprupanu aTyMUHHEBHU OJHcTepa ¢
enquHUYHA 1031 0T 10 X 1 TBHpAM Kancymu.

[lepdpopupanu amymuaneBr 6enu Onucrepu ¢ ennHUYHA 1031 oT 10 X 1 TBBpan Kancymu. Beska
KapTOHEHa ONaKoBKa Chabpxka 60 TBBPIU KaICyIH.

[MonumnponuneHoBa OyTHiIKa, Chabpkaiia 60 TBbPIU KalCyiH, C Kalauyka Ha BUHT.
He Bcuuky BuOBE ONaKoBKH Morar Aa ObAaT IyCHATH Ha Ia3apa.
6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH U3XBbPJIsiHEe U padoTa

[Ipu u3Baxknane Ha Pradaxa xarcynu oT GiMcTepHaTa OMakoBKa TPsOBA Ja ce Cria3BaT CIICHHUTE
yKa3aHUs:

Bceska kancyna TpsiOBa aa ce otaens ot Onuctepa mno nepdopupaHara JMHUA.

®onnoto Ha OnmcTepa TpsiOBa J1a ce OTIIEIH, CIIEA KOETO KarcyJjara MoXe Ja ce 3BajIH.
TBBpAnTE Karcyau He TpsOBa J1a ce u30yTBaT npe3 OIMCTepHOTO (OIHO.

Bbrucreprnoro donmo TpsOBa Aa ce oTenBa caMo KOrato € Heo0X0IMMO J1a Ce pUeMe TBbpAa
KarcyJa.

HpI/I H3BAXKJIAaHC HAa TBbpPJA Karicyja OT 6YTI/IJ'IKaTa TpH6Ba Ja C¢ Ccla3BaT CJIICAHUTC YKa3aHUs:

o Kamaukara ce oTBaps 4pe3 HaTHCKAaHE U 3aBbpTaHe.
o Crnen n3BaKIaHe Ha Karcyjara oT OyTWIIKaTa KalaykaTa BeJHara TpsOBa Jia ce MoCTaBU
obpaTHO 1 OyTHIIKaTa J]a Ce 3aTBOPH ILTHTHO.

Hewnsnon3panusr JICKAPCTBCH NMPOAYKT WJIN OTHAABYHUTC MATCPUAJIN OT HETO TpH6Ba Aa CC U3XBBPJAT
B CbOTBCTCTBHUEC C MCCTHHUTC U3NMCKBaHMU.

7. IHNPUTEXATEJI HA PASPEHIEHUETO 3A YIHHOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHLIEHHUETO 3A YIIOTPEBA

EU/1/08/442/005
EU/1/08/442/006
EU/1/08/442/007
EU/1/08/442/008
EU/1/08/442/014
EU/1/08/442/015
EU/1/08/442/018

84



9. JATA HA ITbPBO PA3ZPEIIABAHE/TIOJHOBSIBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ara Ha mepBo pazpemanane: 18 mapt 2008 .
Hata Ha nocieano nonnossBane: 08 ssHyapu 2018 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoGua uHopMalKs 3a TO3M JEKAPCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcalita Ha EBporneiickara
areHnus 1o jexkapcraata http://www.ema.europa.eu/.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 150 mg TBBpaM Karcyau

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska tBbpaa xancyna ceabpka 150 mg maburarpan erekcunart (dabigatran etexilate) (kato
ME3HJIaT).

3a IIBJIHHSA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpaa Kamncymna

Karicynu cbe cBETI0CMHBO HENMPO3PAYHO Karade U 0510 HENmpo3paydHo TsuIo ¢ pazmep 0
(mpubnm3urenHo 22 X 8 mm), HATBIHEHO C JXBJITEHWKaBU NeJeTu. Kamnavero e maMoBaHo cbe
cuMBoIa Ha kommanusta Boehringer Ingelheim, a tsoTo — ¢ ,,R150%.

4. K/IMHUYHU JAHHHU
4.1 TepaneBTHYHHN MOKA3ZAHUS

[IpeBeH1¥st HA MO3BUCH WHCYJIT U CUCTEMEH eMOOITM3bM NIPU BB3PACTHH MMAIUCHTH C HEKIIAITHO
npeacspaHo mbxieHe (NVAF) ¢ enuH nim noseve puckoBr (GakTOPH, KaTo MPEIIISCTBAI] MO3bUCH
MHCYJIT I IIpexoaHa ucxemuuna araka (TIA); Bp3pact > 75 roanHu; chbpAeyHa HEAOCTATHYHOCT
(xmac mo NYHA >I1); 3axapen qua0et; XUNIEpTOHMS.

Jledenue Ha npndoka BeHo3Ha TpoMOo3a (DVT) u 6enoapoden embonuzsm (PE), kakTo 1 mpeBeHIus
Ha peuuansyd Ha DVT u PE npu Be3pacTHM NaliMeHTH.

Jleuenue Ha BeHO3HU TpoMOoemOonyunu csoutus (VTE) u npesenuus Ha peuuanBupamu VTE npu
neuaTpUYHH MAUeHTH OT PaXXIaHeTo 10 1o 18-roaumiHa Be3pacT.

3a cpo0Opa3eHu ¢ Bb3pacTTa 1030BH (HOpMH BHKTE TOUKA 4.2.

4.2 I[osnpomca 1 HAYMH HA NPUJTOKECHUEC

gOSH[)OBKa

Pradaxa karncynu Moxe Ja ce M3I0/13Ba IIPU Bh3PACTHU M MEIUATPHUUHHN HAIIMEHTH Ha 8-TOUIIHA
BB3PaCT WM MO-TOJIEMH, KOUTO Ca CIIOCOOHH Jia MOTIhIIAT Karcynure 1enu. Pradaxa o0BuTH rpanyiu
MOJKe JIa Ce M3MO0JI3Ba NpH Jena o 12-rouinHa Bb3pacT, ako Te ca CIOCOOHU J1a MOTIThIIAT MeKa
xpaHa. Pradaxa npax u pa3TBopuTeII 3a epopajieH pa3TBop TpsOBa Ja ce M3I0J13Ba caMO IIPH Jelia Ha
BB3pacT mox 1 roamHa.

Koraro ce npemuHaBa OT e/lHa JiekapcTBeHa popMa Ha Jpyra, MOXKe Jia € He0OXO0AUMO Jia Ce MPOMEHH

no3ara. Jlozara, nocoueHa B TabiuiaTa 3a J03MpaHe 3a ChOTBETHATA JIeKapcTBeHa Gopma, TpsioBa 1a
Ce IPEIKCBa CIIOpe]] Bb3pacTTa U TEJIECHOTO TETJIO Ha JAETETO.
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Ilpesenyus na mozvuen uncyim u cucmemen emoonusvm npu ev3pacmuu nauyuenmu ¢ NVAF ¢

eoun uau nogeue puckosu paxmopu (SPAF)

Jleuenue na DVT u PE, kakmo u npesenyusa na peyuoueu na DVT u PE npu év3pacmuu

nayuenmu (DVT/PE)

[Ipenopbunrennute no3u gadurarpan erekcwiat npu nokasanusita SPAF, DVT u PE ca nokaszanu B
tabmuma 1.

Tab6anna 1:

IIpenopbku 3a no3uposkara npu SPAF, DVT u PE

l'[penopmca 3a 103MpoBKaTa

[IpeBeHIMA HA MO3BYEH UHCYIT U CUCTEMEH
eMOOJTM3bM IPU BB3PACTHH MALEHTH C
NVAF c eaus nnm noBeue puckoBU GakTopu
(SPAF)

300 mg naburatpaH eTeKCUIaT, IpUEeMaHHu KaTo eaHa
karicyna ot 150 mg aBa mbTH THEBHO

Jleuenune na DVT u PE, xakto u npeBeHuus
Ha peuuansu Ha DVT u PE npu Be3pacTan
naruenT (DVT/PE)

300 mg naburatpaH eTeKCHIaT, IPUEMaHHu KaTo eHa
Karcysna ot 150 mg ABa IbTU JHEBHO, e JICYCHHUE C
TapeHTepaIeH aHTUKOATYJIAHT B MMPOIBIDKCHHUE Ha
Hal-MaJjKo 5 JHH.

Ilpenopvusa ce namanssane na oozama

[Tanmentn Ha BB3pacT >80 ToAUHN

HaHI/IeHTI/I, KOHMTO ITpUE€MaT ChbIIbTCTBAIIO
BCpamaMuil

HueBHa no3a 220 mg nadburatpaH eTeKCuiar,
npueMaHna kKaro enHa karcynia ot 110 mg nBa meTu
JTHEBHO

Tpaoea 0a ce 06cvou namansagane Ha
odozama

[TanmenTH Ha BB3pacT Mexy 75-80 roauHM

[TanmenTH ¢ ymepeHo OHLOPEUHO YBpEKTaHE
(CrCL 30-50 ml/min)

IMaruenTH ¢ racTpur, e30haruT Win
ractpoe3odareancH pedurykc

Jpyru nanuyeHTy ¢ MOBUIIEH PUCK OT
KbpPBEHE

TpsidBa na ce u3depe nHeBHa mo3a 300 mg mwin 220 mg
naburarpaH erekcuiar, 6a3upaiky ce Ha
WHIWBUAyalTHaTa OL[EHKA Ha TPOMOOEMOOINYHHUS PUCK
U PUCKa OT KbPBEHE

3a DVT/PE npenopbkara 3a npunarade Ha 220 mg naduratpaH eTeKcuiart, IprueMaHy KaTo egHa
karicyna ot 110 mg fiBa mbTH THEBHO, C€ OCHOBaBa Ha ()apMaKOKUHETHYHU U (papMaKkoAWHAMUYIHA
aHAJIM3H U HE € IPOYYBaHa B KIIMHUYHHU ycloBUsl. Bukte no-nomy u touku 4.4, 4.5, 5.1 u 5.2.

B ciyuaii HAa HEMOHOCUMOCT KbM )1a6HranaH €TEKCHUJIaT IMallUEHTUTE Tp$I6Ba na Obpaar
WHCTPYKTHPAHU J1a C€ KOHCYNTHPAT BeIHara C JISKYBaIllHUs CH JIeKap, 3a 1a Obae Mpeanpruero
MPUEMITBO AITEPHATUBHO JICYCHHUE 32 MPEBEHITNA Ha MO3bUEH MHCYIIT U CUCTEMEH EMOOJIN3bM,
ACOLIMUPAHU C MPEACHPAHO MK eHe, niu 32 DVT/PE.

Ouenka na 6vbpeunama ynKyus npedu u no epeme Ha JedeHuemo ¢ oabuzampan emekcuiam

[Ipu Bcruky marnyieHTy ¥ 0COOEHO B CTapuecka Bb3pacT (>75 roanHNn), Thil KaTo OBOPEIHOTO
YBpEKAaHE MOJKE J1a € UECTO CPELIaHO B Ta3W Bb3pacToBa rpyma:

IIpenu 3amouBane Ha JeUeHHE ¢ JaburaTpaH eTekcmwiat Op0pednara GyHKIms TpsOBa ga Obae
OLIEHEHA Ype3 M3UHUCIsiBaHe Ha KpeaTuHHHOBHA KiupbHC (CrCL), 3a 1a ce u3KirouaT naueHTH
¢ Texko 0s0peuno yBpexaane (T.e. CrCL <30 ml/min) (Bx. Touku 4.3, 4.4 u 5.2).
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. brOpeunara ¢pyukius TpsOBa Jia ObJie OIlEHEHa ChINO U MPU ChbMHEHHS 32 BIIOIIABaHE HA
O0bOpeuHaTa QyHKUUS 110 BpEME Ha JICUCHUETO (HAIp. XUIIOBOJIEMHS, IEXUAPATALHS, U TIPH
CBITBTCTBAIIA YIIOTpeOa Ha HAKOH JIEKAPCTBEHHU MPOIYKTH).

JlombTHUTETHY W3UCKBAHIS TIPY TIAITUEHTH C JIEKO 0 YMEPEHO OBOPEUHO YBpEkKAaHE U IIPU

MAI[MEHTH Ha BB3PacT HaJ[ 75 TOIUHU:

. ITo BpeMe Ha JieueHue ¢ JadUrarpad erekcuiar ObopeuHara QyHKIMs TpsiOBa 1a Obe
OIICHSIBaHA HA-MaJIKO €WH BT TOJIUIIIHO WU IT0-YECTO, P HEOOXOIUMOCT, B OIPEIEIICHN
KIIMHUYHU CUTyallluu, KOraTO UMa CbMHCHU, Y€ 6L6peqHaTa q)yHKHI/ISI MOXE a C€ ITOHMXU NN
Jla ce BIIOIIH (HAIp. XUITOBOJIEMUs], JeXUApATAIIHS, KAKTO U IIPH ChITBTCTBAIIA yIOTpeOa Ha
HSIKOM JIEKAPCTBEHU TIPOIYKTH).

MeToabT, KONTO TpsAOBa J1a Ce U3IMOII3Ba 3a olicHKa Ha ObOpeuHaTa Gyukiusa (CrCL B ml/min), e
meToabT Ha Cockcroft-Gault.

Ilpoovicumennocm Ha ynompeba

[IpoawsmxurennocTTa Ha ynorpedara Ha gadurarpas erekcunat npu nokasanusita SPAF, DVT u PE e
II0Ka3aHa B Tabiuua 2.

Ta6mmna 2:  Ilpoabiaxutennoct Ha ynorpeba npu SPAF u DVT/PE

IMoka3zanue | IIpPoaBEKATETHOCT HA yIOTpeda

SPAF Jleuenueto TpsOBa Aa € IBATOCPOUHO.

DVT/PE [IpoabKUTETHOCTTA Ha JICUCHHETO TPSAOBA J1a ce ONpeess HHIUBUAYAITHO CIIE]
BHHMMATEJTHA OIICHKA Ha M0JI3aTa OT JICYCHHETO CIPSIMO PUCKA OT KbPBEHE (BK.
Touka 4.4).

KparkocpouHo neuenue (Haii-maiko 3 Mecena) TpsaOBa Ja ce MpoBexk/a MpH
HaJIMYMe Ha PEXOIHN PUCKOBHU (PaKTOpH (HaImp. CKOPOLIHA XUPYprUYHa OTepaLusl,
TpaBMa, 00e3/IBMKBaHE), a MO-MIPOABIDKUTEIHO JICUCHUE — IIPH TPAHN PUCKOBU
¢axropu wim unuonarnyaa DVT unu PE.

Ilponycnama 0osa

[IponycHara 1o3a naburaTpaH eTeKCHIAT MOXKe Jia ce MpreMe 10 6 yaca mpenu cieaBaiaTa
npeanucana go3a. [Ipu mo-manko ot 6 yaca 10 BpEMETO Ha CIEBAIIMS IIPUEM, IPOIycHATaTa 1032 HE
TpsiOBa Ja ce mprema.

He TpH6Ba Ja c¢ npucma HBOﬁHa [034a, 3a 1a C€ KOMIICHCHUPAT NPOMYCHATUTC UHAWBHUIYaJIHU JO3HU.

Ilpexpamsasane na npuema na 0616112611’7’117(11-! emexkcuaam

JleuenneTo ¢ aburaTpaH eTeKCUIIaT He TpIOBa Jia ce MpeKbcBa 0e3 JIeKapcku chBeT. [lanuenTure
TpsiOBa Ja OBAAT MHCTPYKTUPAHHM J]a CE€ CBBPKAT C JIEKYBAIIH JIEKap, aK0 Pa3BUAT CTOMAITHO-YPEBHU
CHUMIITOMH, KaTo JHCIencus (BxXK. Touka 4.8).

Ilpomsana na newenuemo

[IpemuHaBaHe OT JieueHHE C JaOUTATPaH ETEKCUIIAT KbM MTaPEHTEPaJICH aHTUKOAryJIaHT:
IIpenopruBa ce m34akBane OT 12 gaca cien mociieHaTa 103a Mpean MpeMUHaBaHe OT nadurarpaH
€TeKCHJIaT KbM MapeHTepalieH aHTUKOATyJIaHT (BXK. Touka 4.5).

[IpemuHaBaHe OT JIeUeHNE C TAPEHTEPAIICH aHTHKOATYJIaHT KbM JJa0UTaTpaH eTeKCUIIAT:
[TapenTepamHUAT aHTUKOAryJIaHT TPSOBaA J1a ce IPEKbCHE U JIa CE 3al0YHe Ja0UTaTpaH eTeKCUIaT

0-2 gaca npeau 4aca, Ha3HA4CH 34 MPUEMAHCTO Ha CJIC[Ballara 103a OT aJITCPHATUBHOTO JICKAPCTBCHO
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CpPEACTBO, WM MPH NIPEKpaTsBaHe Ha JICYUEHUETO, B CIy4Yall Ha HEPEKbCHATO JieueHHe (Harp.
HepakuroHupan naTpasenosex xenapud (UFH) (Bx. Touka 4.5).

[IpemuHaBaHe OT JIeUeHHE C JaAOUTATPaH €TEeKCHIIAT KbM aHTaroHucTH Ha BUTaMuH K (VKA):
MowmenTsT Ha 3anouBaHe Ha VKA Tps6Ba na ce kopurupa cupsimo CrCL kakro ciensa:

. CrCL >50 ml/min, npuembT Ha VKA TpsOBa na 3amouHe 3 JHU Npean NPEKbCBAHETO HA
naburatpaH eTeKCHiIaT
o CrCL >30-<50 ml/min, npuembT Ha VKA Tpsi0Ba ia 3ani04He 2 AHU NpeId MPEKbCBAHETO HA

JlaburaTpaH eTeKCHUiIaT

Toii kKaTo naburarpaH eTeKCHIIaT MOKE J1a TOBJIMsie HA MeXIIyHapOIHOTO HOPMAaJIM3UPaHO
crotHomeHue (INR), INR mie orpasu no-nobpe epexra Ha VKA enpa cien cimpaHeTo Ha qadurarpaH
eTeKkcuiar 3a Hali-mManko 2 jaHu. Jlotoraea, INR croitHocTHTE TpsOBa Ja ce THIKYBaT C BHUMaHHE.

IIpemunaBane ot neueHne ¢ VKA kbpM gaburatpan eTekcuiar:
[Mpuemsbt Ha VKA TpsaOBa fa ce npeycranoBu. Jlaburarpan eTekcuiiaT MOXKe Jia ce TIpuiiara BeiHara

moM INR e <2,0.

Kapouosepsuo (SPAF)

HaLII/IeHTI/ITe MOrat Ja npoAbJIKAT NprueMa Ha ,I[a6I/IFanaH CTCKCUJIAT 11O BpEMC Ha KapAUOBCP3HO.

Kamemuvpua abrayus na npedcvpono mwvacoene (SPAF)

IIpu marmenTH Ha JIedeHue ¢ qaburarpad erekcwiar 150 mg ABa IbTH THEBHO MOJXKE Ja CE IIPOBEJIE
KareTbpHa a0dmanys. He ce Haymara mpekbCcBaHe Ha JISUEHUETO C JaburaTpaH eTekcuiar (BixK.
Touka 5.1).

Hepxymanna koponapna unmepsenyus (PCI) cvc cmenmupane (SPAF)

[TanueHTH ¢ HEKIAITHO MPENCHPIHO MBXKEHE, KOUTO ca rmoanoxeHun Ha PCI cbe cTeHTHpane, Morar
Jia ObJaT JIEKYBaHU C Ja0WraTpaH eTeKCHIaT B KOMOMHAIIMS C TPOMOOILIUTHH aHTHATPETaHTH, CJIe]T
KaTo Ce TOCTUTHE XeMocTa3a (BX. Touka 5.1).

Cneyuannu nonyaauuu

Cmapuecka év3pacm
3a mpoMeHH B J103aTa MPH Ta3W MOITyJIaIus BIKTe Tadnuna 1 mo-rope.
Tayuenmu c puck om KvpeeHe

[TarmeHTH ¢ OBHIIIEH PUCK OT KbpBeHE (BX. Touku 4.4, 4.5, 5.1 u 5.2) Tps6Ba na 6BAaT CTPOTO
KJIMHAYHO MOHUTOPHpPaHH (CJe/eHe 3a MpU3Haly Ha KbpBeHe 1 aneMusi). Kopurupane Ha no3ara
TpsiOBa J1a ObJie pelIeHo 0 YCMOTPEHHE Ha JIEKyBaIlIus JIeKap, clie/l OLleHKa Ha ChOTHOLICHUETO
110J133/PUCK 3a KOHKPETHHS ManueHT (BxK. Taduuia 1 no-rope). Koarymanuonen tect (Bxk. Touka 4.4)
MOXe€ J]a TOMOTHE 33 WAECHTH(UIIMpaHe Ha MAMEHTHTE C TOBUIIEH PUCK OT KbPBEHE, IPUYMHEH OT
NpeKOMEepHa eKCo3uIus Ha qaburarpad. Korato ce ycraHOBM npekoMepHa eKCIIO3ULUS Ha
JaburaTpas, Y MAMEHTH C BUCOK PHCK OT KbPBEHE, CE MPETophUBa IPHIarane Ha HaMajeHa 1032
220 mg, mpueMana kato enHa Kancyia 110 mg nBa ety gHEBHO. [IpH mosiBa Ha KITMHIYHO 3HAYUMO
KbPBEHE JICUSHUETO TPsIOBaA Ja e MPEKbCHE.

[Topanyu moBUIIEHNST PUCK OT CTOMAIITHO-YPEBHO KbPBEHE MPH MAIUEHTH C TaCTPUT, €30(haruT Win

ractpoesodaruaneH pedurykc MOKe Jia ce OOMHCIIM HaMassiBaHe Ha jo3aTa (BK. Tabmuna 1 no-rope u
Touka 4.4).
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bvbpeuno yspeocoane

JledenueTo ¢ maburaTpaH eTeKCHIaT MPH MAIMEHTH C TEKKO OBOPEUHO yBpeKaaHe
(CrCL <30 ml/min) e mpoTHBOIOKa3aHO (BX. Touka 4.3).

He e HeoOxoaumo KopurupaHne Ha Jj03aTta IpH NalKdeHTH C JIEKO ObOpEeUHO yBpeKaaHe

(CrCL 50-<80 ml/min). [Tpu narnuentu ¢ ymepena 060peuna HepoctarbaHocT (CrCL 30-50 ml/min),
npenopbUYuTeNIHATa 1032 fadburarpan erekcuwiat e cbio 300 mg, npuemanu karo 1 kancyna 150 mg
JIBa ITbTH AHEBHO. BBIipeku TOBa, MpH NalMeHTH C BUCOK PHCK OT KbpBEHE TPsOBa J1a ce 00OMUCIN
HaMaJIABaHe Ha Jlo3aTa qaburarpan erekcuiar 1o 220 mg, mpuemMaHu Kato enHa karncyna 110 mg nsa
I'BTH JHEBHO (BX. TOUKHK 4.4 1 5.2). BHUMAaTeTHO KIMHUYHO HAOIIOIEHHE Ce TPEnopbyuBa Mpu
MaIeHTH ¢ OBLOPEYHO YBpEKIaHE.

Cvnvmcmeawa ynompeba Ha 0abueampan emexcuiam u ciadu 00 ymepenu unxuoumopu Ha
P-enuxonpomeuna (P-gp), Hanp. amuo0apor, XUuHUOUH uiu 6epanamu

He e He0OX0[MMO KOpPHUTHpaHe Ha J03aTa IMPH ChITBTCTBAIIO MPHUIOKEHHE C aMUOIAPOH MITH XUHUIHH
(Bk. Touku 4.4, 4.5 u 5.2).

IIpenopbuBa ce HamanABaHe Ha J103aTa MPH MAUEHTH, KOUTO IIPUEMAT ChITBTCTBAIIO BEparaMul (BK.
tabnuna 1 no-rope u Touku 4.4 u 4.5). B TakbB cityyait naburatpaH eTeKCUIIaT U BeparaMul TpsioBa
Jla ce MpHeMar 10 €IHO U ChILO BpeMe.

Tenecrno meeno

He ce nanara xopurupane Ha go3ata (BX. TOUKa 5.2), HO ce Ipenopb4Ba BHUMATEIHO KIMHUYHO
HaOJIFOJIEHNE TIPH MAIUeHTH ¢ TelecHo Terio <50 kg (Bxk. Touka 4.4).

Ilon
He ce nanara xopurupase Ha jo3ata (BX. Touka 5.2).
Tleouampuuna nonyrayus

Hsma croTBeTHa ynorpeba Ha qaburaTpaH eTeKCHIaT B IeMaTpruyHaTa IMOIyJIalus 3a MOKa3aHueTo
NpEeBEHIIMsI Ha MHCYJIT U CUcTeMeH eMOonu3bpM npu nanuentu ¢ NVAF.

Jleuenue na VIE u npesenuus na peyuousupawu VIE npu neouampuunu nayuenmu

[Ipu neyenne va VTE npu nenuatpruyHy NalMeHTH JICYSHUETO TPsIOBa Jia ce 3all0vYHe CIIe]T JICUCHHUE C
MapeHTepaseH aHTUKOAryJaHT B MPOAbJDKEHUE Ha Hal-Maiko S5 aau. [Ipu npeBeHus Ha
peunauBupamy VTE nedenuero TpsiOBa na ce 3a1049HE e/ IPEeAX0HO JICUeHHeE.

JlaburaTpaHn eTekcHiIaT KarncyJyu TpsOBa fla ce mpreMar JBa IbTH JHEBHO, €IHA 71034 CYTPUH U €THA
Jl03a Beuep, MPUOIM3UTETHO TI0 €IHO U ChIIO BpeMe BCEKH JieH. IHTepBaIrbT MeX 1y 103UTe TPsiOBa 1a
€ KOJIKOTO Ce MOKe I10-011130 10 12 4Jaca.

IIpenoprunTenHaTa g03a 1adurarpal eTeKCHUIaT KaICyJIn ce ONpeAeIia Bb3 OCHOBA Ha BH3pacTTa U
TEJIECHOTO TErJI0 Ha Mal[MeHTa, KaKTO € MOKa3aHo B Tabiuna 3. B Tabiaumara ca moka3aHyu € JHHAYHUTE
JTO31, KOUTO TPsIOBa /1a ce Impuiiarar JiBa I’bTH JHEBHO. Jlo3aTa TpsiOBa 1a ce KOpUTrupa Cropes
BB3PACTTa U TEIECHOTO TETJIO C HAMPEABAHETO HA JICUCHUETO.
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Tadauua 3: Enunuyna 103a 1a0UratpaH eTeKCWIaT, B MWIATpaMu (mg), cropes TeJJecCHOTO
Teryio B Kiiorpamu (kg) m Bb3pacTra Ha NalMEeHTA B TOAUHH, KOSITO TPsi0Ba Aa ce
npujara iBa NbTH JHEBHO

Bb3pacT B ronmnun

8 1o 910 (10 x0 |11 m0 |12 o |13 mo (14 mo |15 m0 |16 no |17 mo
<9 <10 | <11 <12 | <13 | <14 | <15 | <16 | <17 | <18
>81 300 mg
KaTo ABe Kancyiu 150 mg
71 no <81 i
61 10 <71 YETUPH Karcynu 75 mg
51 no <61
E]
= 41710<51 220 mg
= Karo nBe Karcynu 110 mg
£ 185
2 3110 <41 ms
3 KaTo eJlHa Kancyia 75 mg mioc efana kancyna 110 mg
=
5]
=

%
21 no <26

16 mo <21

13 mo <16

Enna
11 mo <13 KancyJsa
75 mg

03Haana, 4C MpPCropbKa 3a JO3UPOBKATAa HE MOXKC a 6’1:,[[6 JaacHa.

Ouyenka nHa 6vOpeunama yHKyUs npeou U no 8peme Ha Je4eHuemo

[penu 3amoyBaHe Ha JIEYSHUETO TPSOBA J1a CE ONPEIETH H3UUCICHATa CKOPOCT Ha IIIOMEpYJTHA
¢dwunrparus (eGFR) o dopmynara Schwartz.

JleueHueTo ¢ 1aburaTtpaH eTeKCUIAT € NPOTHBOIIOKA3aHO IIPU HeauaTpudHy namueHTu ¢ eGFR
<50 ml/min/1,73 m? (Bxk. Touka 4.3).

[Maumentu ¢ eGFR >50 ml/min/1,73 m* Tpsi0Ba ia GbaT JEKYBaHU C 1032 CHIVIACHO Tabuuma 3.
[To Bpeme Ha teyeHneTo ObOpeuHaTa GyHKIMS TPOBa Jja ce OICHsBA TP OTPE/ICIICHU KIMHIYHH
CHUTYyaIll1, KOTaTo UMa CbMHEHUsI, 4e ObOpeuHaTa (yHKIMS MOXKeE JIa Ce IOHMKHU MU J1a C€ BIIOIIN

(Harmp. XUNoOBOJIEMUS, IEXUIPATALIMs, KAKTO U TIPU CHITHTCTBAINA YIIOTpeOa Ha OIpeIeeHA
JIEKapCTBEHU MPOAYKTH H Ip.).
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IIpoovsicumennocm na ynompeba

ITpoABIDKUTEIHOCTTA HA JICYEHHETO TPsIOBa J1a ce ONpe/ielisi HHMBUIYATHO B 3aBUCHMOCT OT
OIIEHKaTa MOJ3a/PUCK.

Ilponycnama doza

[IponycHara no3a naburatpaH eTeKCHIAT MOXKE Jia ce preMe 10 6 yaca mpenu cieaBaiaTa
npeanucana go3a. [lpu ocraBamiy mo-mManko oT 6 yaca 10 cleABalys IPUEM, TPOITycHaTaTa 103a He
TpsiOBa Ja ce mprema.

B HuKaxbB cinyyail He TpsOBa /1a ce mpreMa JBOIHA 033, 32 /1a c€ KOMIIEHCHPAT MPOITyCHATHTE
WHJUBUYAIIHU JO3H.

Ilpexvcsane Ha neuenuemo c 0a6u2ampau emexkcuaam

JleuenueTo ¢ JabUraTpaH eTEKCUIAT He TPIOBa Jla ce MPEKbCBa 0€3 KOHCYITAIUS C JeKap.
TTarrieHTHTE WK OOTPHKBAIIMTE TH JIMIIA TPSAOBA 1a OBIAT MHCTPYKTHPAHH J1a CE€ CBBPIKAT C
JICKYBAIIIUs JIEKAp, aKO MAIUEHTHT Pa3BUe CTOMAITHO-YPEBHU CUMIITOMH, KaTO TUCTICTICHS (BIK.
Touka 4.8).

Ilpomsana na newenuemo

HpeMI/IHaBaHe OT JICYCHHUEC C 11a61/1ranaH C€TCKCUJIAT KbM MapCHTCPAJICH aHTUKOATr'yJIaHT:
IpenopbuBa ce 1a ce u3vaka 12 yaca cie[ mocieHaTa 103a Mpeay NpeMrHaBaHe OT JaduraTpan
eTeKCHUJIaT KbM MapeHTePaliCH aHTUKOAryaaHT (BXK. Touka 4.5).

[IpemMuHaBaHe OT JieueHHe C MapeHTepalieH aHTHKOAryJIaHT KbM JJa0uraTpaH eTeKCHIIAT:
[TapeHTepamHUAT aHTUKOATYIAHT TPSIOBaA Ja ce MPEKbCHE U 1A CE 3aIll0YHe JaOUraTpaH eTeKCHIaT
0-2 gyaca npenu yaca, onpezesieH 3a IPUIIOKEHUETO Ha MapeHTEePaTHU aHTUKOAryJIanT, Wid Ipu
npeKpaTsBaHe Ha JICYSHHETO, B CIy4all Ha HeMPEeKbCHATO JieueHue (Hanp. HehpaKInOHUpaH
naTpaBeHo3eH xenapud (UFH) (Bx. Touka 4.5).

[IpemMuHaBane OT JeueHHe ¢ JaburaTpaH eTeKCuiaaT KbM aHTaronuctu Ha ButamMuH K (VKA):
[TarmenTure Tps6Ba na 3amoyHat npuem Ha VKA 3 nHu npean mpeKkbCBaHETO Ha Ja0UraTpaH
eTeKCuJIar.

Toii KaTO 1aburaTpaH eTeKCUIIaT MOXKE J1a MOBIIMsie Ha MeXIIyHapoAHOTO HOPMaJIM3UPaHO
crotHomeHue (INR), INR e orpasu mo-moope edexra Ha VKA ezpa cies ciupaHeTo Ha JaduraTpaH
eTeKkcuiar 3a Hali-mManko 2 jauau. Jlotoraea, INR croifHocTHTE TpsIOBa Ja ce THIKYBaT C BHUMAaHHE.

IIpemunaBane ot neuenne ¢ VKA kbpM nqaburatpan eTekcuiar:
[MpuemsbT Ha VKA TpsiOBa na ce npeycranopu. JlaburarpaH eTekCHIIaT MOXe Jia ce TIpuiiara BeiHara

moM INR e <2,0.

HauuH Ha npunoxxeHue

To3zu 1ekapcTBEH MPOAYKT € 3a MEPOPATHO MPHUIIOKEHHE.

Kancynure morar ia ce npuemar cbe win 6e3 xpana. Kancynure Tpsa0Ba fa ce IMOTTbIIAT 1M C Jara
BO/Ia, 3a J[a CE YJIECHH JOCTUTAaHETO UM JI0 CTOMaxa.

[NanuenTure TpsiOBa 1a ObAAT MHCTPYKTHUPAHU J1a HE OTBAPSAT KarcyJara, Thil KaTo TOBa MOXeE Aa
MOBHIIIM PUCKa OT KbpBeHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIporuBomokazaHusi

o CBpBXUyBCTBUTETHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HIKOE OT MIOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1

o Texko 660peuno yBpexnane (CrCL <30 ml/min) npu Bb3pacTHH NAIMEHTH

o e¢GFR <50 ml/min/1,73 m? npu neuaTpu4Hy MaUeHTH
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o AKTHBHO KIIMHUYHO 3HAYHMO KbPBEHE

o Jle3ust uinu chCTOSIHUE, KOETO CE ONpPEes KaTo 3Ha4uM PUCKOB (akTop 3a ToJIIMO KbPBEHE.
ToBa Mo’e€ Ja BKIIFOUBA HACTOSIIY WM CKOPOIIHU CTOMAIIHO-YPEBHU pa3sI3BABaHUs, HATUUNE
Ha 3JI0KaYeCTBEHH HOBOOOPA3yBaHHUs C BUCOK PUCK OT KbPBEHE, CKOPOIIHO MO3BbYHO HIIH
rphOHAYHO HapaHsIBaHE, CKOPOIITHA MO3bYHA, IPHOHAYHA HITM OYHA XUPYPTrUYHA HHTEPBEHIINS,
CKOpOIITHA BBTPEUEPEIHA XeMOPArusl, U3BECTHN WIIM BEPOSTHHU BapHUIM HAa XPAaHOIIPOBO/A,
apTEepUOBEHO3HM MalihOpPMaLlH, CbJJOBU aHEBPU3MHU HITH TOJIEMHU BbTPErpbOHAUYHH WIH
BBTPEMO3bYHHU CHJOBH aHOMAJIUU

o ChIbTCTBALIO JIEYEHUE C HAKOU JIPYTH aHTUKOATYJIAHTH, HAIP. HeQPaKIIMOHUPAH XeNapuH
(UFH), xemapuH# ¢ HICKO MOJIEKYJIHO Teryio (€HOKCalapyH, JaNTenapiH U Ap.), IPOU3BOIHU
Ha xenapuHa ((oHJanapuHyKC U JIp.), aHTUKOATyJaHTH 3a IEPOPaIHO MpUiIokeHue (BapdapuH,
puBapokcabaH, anukcabaH u Ap.), OCBEH B cienuuIHH ycioBus. ToBa ca ciaydyanTe Ha
MpOMSHA Ha aHTHKOAryJIAHTHOTO JiedeHne (Bk. Touka 4.2), korato UFH ce mpunara B 1034,
HEOOXOMMH 3a IOAJbPIKaHE HAa OTBOPEH LIEHTPAJIEH BEHO3CH WIN apTepHaJIeH KaTeThbp, UK
xorato UFH ce mpuara mo Bpeme Ha KaTeTbpHa a0yanust Ipy NPeACHPAHO MBKICHE (BXK.

TouKa 4.5)

o YepHOIpOOHO YBpEKIaHE UITH YEPHOAPOOHO 3a00JIsBaHe, 32 KOSTO C€ OYaKBa Jia uMa
OTpakKEHUE BBPXY HPEKHUBIESMOCTTA

o ChIIBTCTBAIIO JICUCHUE ChC CIACIHUTE MOIIHUA P-gp HHXHMOUTOPH: KETOKOHA30JI, [IMKJIOCTIOPHH,

UTPaKOHA30JI, IPOHEAAPOH U KOMOWHAIMATA ¢ PUKCUPAHU 03U TIIEKAPEBHP/TUOPEHTACBHP 32
CHUCTEMHO NMPWIOKEHUE (BXK. TOUKa 4.5)
o CopieyHn KIIATHY MIPOTE3U, M3UCKBAIIM aHTUKOATYJIAHTHO JIedeHHe (BK. Touka 5.1)

4.4 CroenuanaHu npeaynpesxaeHus U NpeANa3Hil MEPKH NIPH ynoTpeda

XeMoparnueH pucK

Jaburatpan etexcuiar TpsAOBa Ja ce rmpujara ¢ IOBUIIEHO BHUMAaHUE NIPU ChCTOSHUS C MIOBUILECH
PUCK OT KbPBEHE WY IIPY CHITFTCTBAINA YIIOTpeOa Ha JIEKAPCTBEHH MPOAYKTH, TIOBIHIBAIIN
XeMocTasaTa upe3 HHXHOupaHe Ha TpoMOonuTHaTa arperanus. [lo Bpeme Ha Tepanusta KbpBeHE
MOXe J]a ce MOsIBU HaBCsiKbJIe. [Ipy HeouakBaH crag Ha XeMOTJI00MHA H/WIH XeMaTOKPHUTA, WX CIIaj]
Ha KPBbBHOTO HaJIsIraHe, TPsiOBa /1a ce M3BBPIIM Iperie]] 3a yCTaHOBIBaHE MACTOTO Ha KbPBEHE.

[Ipu BB3pacTHM MALMEHTH B CIy4au Ha )KMBOTO3aCTpaIlaBalo WM HEKOHTPOJIMPAHO KbPBEHE, KOTaTo
€ Heo0Xx0ArMO OBP30 HEyTpaIM3UpaHe HAa aHTUKOATYJIaHTHUSA eeKT Ha JaduraTpaH, MOXe Ja ce
U3I0JI13Ba CIIEIN(HIHOTO HEYTPATH3UPAIIO CpeAcTBO naapynn3ymad. Edukacnoctra n
Oe3omacHOCTTa Ha MAApYNH3yMad HE ca YCTAaHOBEHH NPH MEeTUATPUIHN NanueHTu. JJaburatpan moxe
Ja 0bJie OTCTpaHEeH MOCPEACTBOM XeMoauanu3a. [Ipyu Bb3pacTHH MalMeHTH ca Bb3MOXKHU JIPYTH
OTIIIMY KaTO M3IOJI3BaHe Ha MPSACHA IsJ1a KPBB WM MPSICHO 3aMpa3eHa Mia3Ma, KOHIIEHTpaT Ha
KOaryJanuoHHU (pakTopy (aKTHBHPAH WM HEaKTUBUpaH), pekoMOrHaHTeH dakTtop VIla mm
TpomMOounTHa Maca (BX. ChIIO TouKa 4.9).

B xiIMHWYHY U3MUTBAHUS TabUraTpaH eTeKCHiIaT ce CBhP3Ba C NO-BUCOKH HHUBA HA TOJISIMO CTOMAIITHO-
uypeBHO (CYH) kbpBeHe. [loBumieH puck e HaOMOIaBaH NMpY MAIMEHTH B CTapuecka Bh3pacT

(=75 rogunu) npu cxema Ha npuiarane 150 mg nBa nbTH AHEBHO. [Ipyru puckoBu daxkTopu (BxK.
ChINO TabJynIa 4) BKIFOYBAT €AHOBPEMEHHO JICUCHUE ¢ MHXUOUTOPH Ha TPOMOOIIMTHATA arperamus,
KaTo KJIOMHIOTPEN U alleTHIICATNINIOBa KucennHa (ASA) nnn HecTepouIHI TPOTUBOBH3NAINTEIHN
cpeactsa (HCIIBC), kakTo 1 HamuumeTo Ha e30()arut, racTpUT Wil ractpoesodareancH pedurykc.
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Puckosu hakmopu

Tabnuia 4 060611aBa hakTOpUTEe, KOUTO MOTAT J]a MOBHIIAT XEMOPATrHYHHSI PHCK.

Tabanna 4: dPakTopu, KONTO MOTaT Aa MOBUIIAT XeMOPATHYHHUSI PHUCK.

PuckoB daktop

dapMakoAMHAMUYHHA U KHHETHYHH (DaKTOpH Bo3pact 275 ronunu
®dakTopu, KOUTO MOBHUILABAT [UIA3MEHUTE HUBA | [ J1aBHU:
Ha JaduratpaH . YmepeHno 060pedHo yBpekaaHe mpu
BB3pacTaH nanuerTd (30-50 ml/min CrCL)
. Mormnu P-gp naxuburopu (Bx. Touku 4.3
n4.5)
. CBBMECTHO TIpHJIaraHe Ha ciabu 110

yMmepenu P-gp naxuOuropu (Hamp.
aMHO/IapOH, BepanamMuil, XUHUIUH U
THUKarpesuop, BX. Touka 4.5)

Bropocrenennu:
. Hucko Tenecno terso (<50 kg) npu
BB3PACTHH NALMCHTH
dapMakoAMHAMUYHU B3aUMOJIEHCTBUS (BXK. . ASA ¥ Ipyrd HHXHOUTOPH Ha
Touka 4.5) TPOMOOIIMTHATA arperamus, KaTo
KJIOIHUJOrpes
° HCIIBC
SSRI s SNRI
o Jpyru eKkapcTBEHN MPOAYKTH, KOUTO
MOrar Ja HapyIaT XeMOocTa3aTa
3abonsBanus / IPOLETyPH ¢ 0COOEH . Bpoienu wik npuao0HTH HApyLICHHS HA
XEMOparu4eH pucK Koarymanusara
o TpombouuTonenus uim GyHKIUOHATHU

TPOMOOLIUTHH JIeheKTH

CkopornrHa 6GMOTICHS WITH ToJIsIMa TpaBMa
° bakrepuanen ennokapauT

E3odarur, ractput unu

ractpoe3odareaneH pedurykc

ChIiecTBYBaT OrpaHUYEHH JJAHHU MPH Bh3pacTHH nanueHTn <50 kg (Bxk. Touka 5.2).

CeropreTBaniaTa ynorpeda Ha Jaduratpad eTekcuiar u P-gp nHXxuOuTopu He € mpoy4BaHa pH
MeANAaTPUYHU MTAlMEeHTH, HO MOXKEe J1a YBEJIMYH PHCKa OT KbpBEHE (BXK. ToukKa 4.5).

[Ipeonasnu mepku u 061a0516aHe HA XeMOPASUYHUSL DUCK

3a oBNajsgBaHEe HA YCIOXKHEHHS C KbPBEHE BIDKTE CHINO TOUka 4.9.

Oyenxa Ha CbOMHOUWEHUEMO HOA3A/PUCK

Hannuuero Ha ne3uu, 3a0onsBanus, Mpoleaypyu u/mnn papmaroiorndno neuenue (karo HCIIBC,
tpoMOouTHY aHTHarperanT, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEITHO YBEITUYaBaT PUCKA OT
roJIsIMO KbPBEHE, M3MCKBAT BHUMATEIHA OllEHKA Ha ChOTHOIICHUETO moJi3a/puck. Jlaburarpan

CTCKCHUJIaT Tp$[6Ba Ja C€ IaBa caMO aKo I10JI3aTa HaABHIIIaBa pUCKa OT KbPBCHE.

HannyanTe KMTMHUYHN JaHHU 32 TEIUATPUYHH NAIMEHTH C PUCKOBU (PAKTOPH, BKIFOUUTEIIHO
MAIMEHTH C aKTUBEH MEHUHTHT, eHIIeQalliuT U BhTpeueperneH adciec (Bx. Touka 5.1), ca orpaHHYCeHH.
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HpI/I TaKHBa IMAalIUCHTHU ;[aﬁnranaH CTCKCHUJIaT TpSI6Ba Ja C€ aaBa CaMO aKO O4aKBaHaTa I10J13a
HaJBHUIIIaBa PUCKa OT KbPBCHEC.

Brumamenno kaunuuno nabnooenue

[IpenopbuBa ce BHUMATEITHO HAOIIOIEHHUE 3a MIPU3HAIM HA KbPBEHE WIIM aHEMHS MTPEe3 eI IePHO;T
Ha JIeYeHHEe, 0COOEHO aKO PUCKOBHUTE (DakTOpH ca KOMOMHHUpaHu (BXK. Tabnuia 4 no-rope). TpsOsa na
ce BHUMaBa 0cOOEHO MHOT'0, KOTaTo JaduraTpaH eTeKCUIaT ce Ipuiiara eIHOBPEMEHHO C Beparamull,
aMUOJIapOH, XUHHUIUH WU KiaputpoMuinH (P-gp mHXUOUTOpH) 11 0COOCHO TIpH TOsIBa HA KbPBEHE,
Haif-Beye NpH MalreHTH ¢ HaManeHa 0b0peyHa GyHKIus (BXk. ToUka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOIIOJICHUE 3a MTPU3HAIM HA KbPBEHE TPH MAI[MEHTH, JICKYBaHU
ceipTcTBaIno ¢ HCIIBC (Bx. Touka 4.5).

HpeK”bCGCZHe Ha jleyerHuemo c 0a6uzampau emexkcuaam

[TanuenTHTEe, KOUTO PA3BUAT OCTpa OBOpPEUHA HEOCTATHYHOCT, TPSAOBA JIa IPEYCTAHOBAT MpPHEMa Ha
JmaburatpaH eTeKcuiaT (BX. ChINo Touka 4.3).

Koraro ce mosiBu TexKo KbpBeHE, TpsiOBa Ja ce MpeKpaTH JCUSHUETO, J1a Ce U3CIIe/IBa TPUYNHATA 32
KBPBEHETO U IIPH Bb3PACTHU MALIUCHTH MOXKE J1a C€ ooMuciIn MIPUIIOKCHUE HA CHCHI/I(i)I/I‘IHOTO
HEYTpaJIM3UpaIo cpeacTBo (naapyuusymad). EpukacHocTTa n 0€301acHOCTTa Ha HIAPyIU3yMad He
ca YCTaHOBEHU MU NeIUaTpUIHH MarueHTy. Jlaburatpan Moxe J1a ObJie OTCTpaHEeH MOCPEACTBOM
XeMOINAIN3a.

Ynompeba na unxubumopu na npomonnama nomna

Moxe na ce 0OMHUCIIN IPUIIOKEHNE Ha MHXUOUTOP Ha npoToHHara nomma (PPI) 3a npesennms Ha CU
kbpBeHe. [Ipu neanaTpuyHy manueHTH TpsiOBa Ja ce ClieBaT MPEMOpPbKUTE, ONTUCAHH B KpaTKaTa
XapaKTepUCTUKA Ha POIYKTa Ha CHOTBETHUS HHXUOUTOP HA IPOTOHHATA IIOMIIA.

JlabopamopHu KoazyrayuoHHu napamempu

Brnpeku ge To3u eKapCTBEH NPOLYKT MO HPUHIIMIT HE U3UCKBA PYTUHHO MOHUTOPHPAHE Ha
AHTHKOAryJaIusTa, ONpe/eNITHETO Ha CBhp3aHaTa ¢ JaburaTpaH aHTUKOAryJIanus MoXe Jia Objie OT
10J132 33 yCTAHOBSIBAaHE Ha MMPEKOMEPHO BUCOKA EKCIIO3UIMA Ha Ja0uraTpaH pyu HaTM4ue Ha
JOITBJIHUTEHN PUCKOBU (PaKTOPH.

TpombunoBoTo Bpeme upe3 paszpexaane (dTT), exkapuroBoTo Bpeme Ha cheupBane (ECT) u
aKTUBHPAHOTO MapuuaiHo TpoMoOoracTuHoBo Bpeme (aPTT) morar na mpemocTaBsT mosiesHa
MHpOpMAIH, HO pe3yJITaTuTe TPAOBa [1a C€ THIKYBAT C IOBUILIEHO BHUMaHHUE NOPaIu
BapHaOMITHOCTTa MEXKITy TECTOBETE (BK. Touka 5.1).

TecTbT 32 OnpeiesiHe Ha MEX/TyHApOIHOTO HOPMAaJIM3UPaHO choTHOIIeHue (international normalised
ratio, INR) He e HajexIeH IpK MALMEHTH Ha JICYSHHUE ¢ JaduraTpaH €TeKCUIaT U uMa JOKJIaIBaHH
cirydau ¢ panmuBo nojoxurenHo nosuiienue Ha INR. 3atosa INR TectoBe He TpsiOBa na Obaar
MPOBEKIAHH.
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Tabnuia 5 moka3Ba Hali-HUCKHUTE NParoBe Ha KOAryJallMOHHUTE TECTOBE IPY Bh3PACTHU MMAIUEHTH,
KOUTO MoraT Jia ObIaT CBbP3aHU C MIOBUIIICH PHCK OT KbpBeHe. ChOTBETHHUTE IIPAroBe NMpu
MeUATPUIHN TIAIMEHTH HEe ca U3BECTHH (BXK. Touka 5.1).

Ta6amna 5:  Hali-HUCKYM parosBe Ha KOaryJalHOHHUTE TeCTOBE IPU Bb3PACTHH NMALMEHTH,
KOHMTO MOraT 1a 0bJaT CBbP3aHHU ¢ MOBHIIEH PUCK OT KbpPBEHe.

Tect (Hail-HUCKA CTOHHOCT) ITokazanue
SPAF u DVT/PE
dTT [ng/ml] >200
ECT [x-rbTH Haj ropHaTa IpaHuIla Ha HOpMaTa| >3
aPTT [x-pTH HajJ rOpHATa TpaHMIIA HA HOpMaTa] >2
INR He tpsi6Ba na ce npoBexaa

yHOTDeGa Ha d)I/I6DI/IHOJ'II/ITI/IT-IHI/I JICKAPCTBCHHU IPOAYKTH 3a JICHCHHUEC HAa OCTHP MCXEMHUYCH MHCYJIT

Ynorpebara Ha GUOPUHOIUTUYHY JIEKAPCTBEHU HMPOIYKTH 32 JICUEHUETO Ha OCTBP UCXEMHUYEH HHCYJIT
Moxe Ja ce 00cbau, ako croiiHoctute Ha dTT, ECT nnn aPTT He HagBuInaBaT ropHaTa rpaHHLa Ha
Hopmata (ULN) cniopen mecTHHUTE pehepeHTHN TPaHHIIH.

XI/IDVDFI/ILIHI/I onepanv 1 HHTCPBCHIIMN

HpI/I ManMeHTH, NpueMaIlin Zla6I/II'anaH €TCKCUJIAaT, KOUTO Ca IMOJJIOKEHU Ha XUPYPruiHa
WHTEPBEHITUS WM MHBa3UBHU MPOLIEAYPH, CHIIECTBYBA PUCK OT KbpBeHe. [1o Ta3u npuunHa
XUPYPrudHUTE UHTCPBCHUI WU MOraT Jia HAJIOKAT BPEMCHHO IMPEKPATABAHE HAa IPUEMAHETO HA
JlaburaTpaH eTeKCHarT.

[lanuenTuTe MOraT 1a MPOABIKAT IIpUeMa Ha 1aburaTpaH eTeKCHIIAT, KOraTo ca MOJIOKEeHH Ha
KapanoBep3no. He ce Haymara mpekbcBaHe Ha JiedeHneTo ¢ naburatpan erekcmiaat (150 mg nBa mbTH
JHEBHO) IPH MallMEHTH, TIOJUIOKEHH Ha KaTeThpHA alnalusl Ha MPeIChPAHO MBXKACHE (BXK.

Touka 4.2).

Heo0xomumo e moBHIIEHO BHUMaHHUE, KOTaTO JISYEHUETO BPEMEHHO Ce TIPEKPATH ITOPaIH
MHTEPBEHLUH U CE IPENopbiBa MOHUTOPUPAHE HA aHTUKoarynanusTa. [Ipu nanuenTu ¢ 0b0peyna
HEIOCTAaThYHOCT KIMPBHCHT Ha JaOUraTpaH MOKe J1a MPOABIDKH MO-ABIro (BxK. Touka 5.2). ToBa
TpsiOBa Jja ce B3eMe MpeaBU/ IIpeIn BCsKa mporeaypa. B TakuBa ciyyan KoaryJiauoHeH TeCT (BXK.
Touku 4.4 1 5.1) MOXe J]a TOMOTHE Jja C€ ONPEAEIN AajIH BCE Ollle MMa HapyIIEHHE Ha XeMOCTasarTa.

Cnewrnu XupypeuiuHu onepayuu uiu HeomioiCHu npouedypu

[IpuembT Ha maburatpaH erekcuiar TpsiOBa Aa Oblle BpeMEHHO MpeKpaTeH. AKO € He00X0UMO ObP30
HEYTpaJIM3UpaHe Ha aHTUKOAT'yJIAaHTHHUS ePEeKT, MOXKE J1a Ce M3I0JI3Ba CHeU(PUIHOTO
HEyTpaTU3UpaIno CPeICcTBO Ha madurarpan (Maapynu3ymad) 3a Bb3pacTHH NManueHTy. EdukacHocTTa
1 0€301MacHOCTTa Ha Uaapylu3ymMad He ca yCTaHOBSHH NPH NeAMAaTPUYHU manueHTH. Jlaburarpan
MOKe J1a ObJIe OTCTPAHEH IMOCPEACTBOM XEMOIUAIIH3A.

[Ipu npeycranoBsiBaHe Ha TepanusiTa ¢ JaOUraTpaH MalMEHTHTE ca U3JI0KEHH Ha TPOMOOTHYEH PUCK,
CBBP3aH C OCHOBHOTO UM 3aboisiBaHe. JleueHneTo ¢ jaburarpaH eTeKcuiIaT MOXe /1a ce Bb30OHOBU
24 qaca cief] MPIIIOKEHUE HA HAAPyIH3yMal, ako MAMeHTHT € KIMHUYHO CTa0MIIeH U € MTOCTUTHATa
aJIeKBaTHa XeMOCTa3a.

Xupypeuunu onepauuu/uymepeeﬁuuu npu noaocmpu CbCMOAHUA

[IpuembT Ha maburaTtpaH erekcuiar TpsiOBa BPeMEHHO Jia ce mpekpatu. [1o Bb3MOXKHOCT,
XUpPYprUvHaTa ONepaIus/HHTEPBEHIUS TPSOBa /1a e OTIIOKU JI0 M3MUHABAHETO Ha Hail-manko 12 Jaca
CJIeq IpueMa Ha TocjeiHaTa 103a. AKO XMpYpruyHaTa orepanys He MOXKe Jja ce OTIIOXKH, ChIIIECTBYBa
TIOBHIIIEH PUCK OT KbpBeHEe. To3u prCK TpsAOBa J1a ce OLIEHU CIPSMO CIIEIIHOCTTa HA HHTEPBEHIIUATA.
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Ilnanosa xupypeuuna onepayus

[Ipu BB3MOXKHOCT, MPHEMBT Ha JaburatpaH eTekcuiar TpsOBa Ja ce mpeKkpaTH Hai-Manko 24 gaca
MIpeIy U3BBPUIBAHETO HA MHBA3MBHA WM XMpYypruuHa npouenypa. [Ipexparssane npuema Ha
JaburatpaH eTeKkcuiaT 2-4 THUA IpeAn XUpypruyHa ornepanus TpsOBa 1a ce uMa npeaBH IPH
TIAIMEeHTH C MIOBHUIIIEH PUCK OT KbPBEHE HJIM B CITy4Yail Ha TOJIsIMa OTepalys, P KOSATO MOXKE Ja €
HEoOX0MMa IIbJIHA XeMOCTa3a.

Tabnuia 6 060011aBa MpaBWIIaTa 3a MPEKpaTsABaHe Ha TpUeMa ITPe i HHBAa3UBHH WIIM XUPYPIUIHA
IIPOLIETyPH ITPU BB3PACTHU MMALIMEHTH.

Ta6auna 6: [IpaBuia 3a npekpaTsiBaHe Ha MPUeMA NpeaH HHBA3MBHU WUJIH XUPYPrUuYHH
NpoleIypH NPH Bb3PACTHH MAIMEHTH
brOpeuna [Tpubnuzurenen [IpuembT Ha HabUraTpaH eTeKcuiIaT TpsOBa Aa ce cupe
byHKIHS MOy KHBOT npe/v TUIAHOBA XUPYPrUdHa Orepanus
(CrCL B (vacose) Bucok puck ot kbpBeHe wim | CTaHTapTeH PUCK
ml/min) rojsiMa Xupypruusa
orepanus
>80 ~13 2 THU TIPEABAPHUTEITHO 24 gaca mpeIBapUTEITHO
>50-<80 ~ 15 2-3 THU TIpeABAPUTEITHO 1-2 1HYU peABapUTEITHO
>30-<50 ~18 4 HU IpeaBapUTEITHO 2-3 HYU IpEeABAPUTEITHO
(>48 vaca)

[IpaBuiiata 3a npekparsBaHe Ha MpUeMa MPEeId HHBA3UBHU WK XUPYPrUYHU IPOICIyPU TIPU
NeIMaTPUYHU MMAUEHTH ca 0000IIeH: B Tabnuma 7.

Ta6auna 7: IlpaBuia 3a npekpaTrsiBaHe Ha IPUeMa NPeId HHBA3UBHU WJIH XUPYPrUYHH
NMpoueAyPH NPHU MeAUATPUYHH MANHEHTH

brOpeuna dynkmums CriupaHe Ha TaburarpaH Mpey IIaHOBa XUPYPrudHa
(eGFR B ml/min/1,73 m?) onepanus

>80 24 4aca npeaBapUTEIHO

50 -80 2 THU NIPEABAPUTEITHO

<50 Te3u manyeHTH He ca MPOoy4YBaHH (BXK. TouKa 4.3).

Cnunanna anecmesust/enuoypaina aLecmesus/Iymoaina nyHKuus

Hpouenyplzl KaTo CIIMHAJIHA aHCCTE3MA U3UCKBAT ITBJIHOIICHHA XEMOCTaTUYHA (I)YHKIII/IS[.

PHCKBT OT ciMHAJNEH WK EMUAYPATIEH XEMaTOM MOXE J1a C€ MOBHILM P CIIy4yau Ha TPABMATUYHH
VI MHOTOKPATHU IyHKIIMH | TIPH MPOABIDKUTENHA yIIOTpeda Ha enumypaitan karetpu. Cien
OTCTpaHsSBaHE Ha KaTeThp TPsOBa Ja MUHAT Hal-MaJIKO 2 Yaca Ipeau MPIIOKEHNETO Ha ITbpBaTa J03a
naburatpaH erekcuiaar. Te3u nauueHTy U3UCKBAT YeCTO HaOJII0JeHNE 32 HEBPOJIIOTUYHY MTPU3HALU U
CUMIITOMH Ha CIIUHAJIEH WU EHYPAJIEH XEMaTOM.

Ilocmonepamuena d)as'a

Crnen nHBa3WBHATA MPOIIEypa WITH XUPYPTrUYHATA HHTEPBEHIINSA JICUEHHETO ¢ JaburarpaH eTeKcuiar
TpsiOBa Jia ce TMOTHOBH/3aII0YHE Bhb3MOYKHO Hal-CKOPO, TIPY YCJIOBHE Y€ KJIMHUYHATA CUTYAIIUs
II03BOJISIBA U UMa a/ICKBAaTHA XEMOCTa3a.

HCO6XOZII/IMO € MMOBHUIICHO BHUMAaHHWE MIPH MAIMUCHTH C PUCK OT KbPBCHE WJIN MAIIUCHTH C PUCK OT

CBPBXEKCIIO3UIIHS, 0OCOOCHO MallMeHTH ¢ HamalieHa 0bOpedHa GpyHKius (BXK. ChIo Tadumma 4) (BxK.
touka 4.4 u 5.1).
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TlanmenTH ¢ BUCOK ONIEPATUBEH PUCK OT CMBPTHOCT U C BETPEIHU PUCKOBU (PAKTOPH 3a
TpoMOOEMOOINYHY CHOUTHUS

C’I)H_ICCTBYBaT OrpaHUYCHU NAaHHU 3a eq)HKaCHOCTTa u 0e30MacHOCTTa Ha ,Ila6I/Il“anaH CTCKCWJIAT IIpU
TC3U NAIIUCHTH U TOPpaJn TOBA TC TpSI6Ba Ja 6’BI[aT JICKYBAaHH! C MMOBUIICHO BHUMAHUC.

YepHOapoOHO YBpEKIAHE

ITarmmenTn ¢ moBumeHN YepHOAPOOHN eH3uMu >2 ULN ca H3KITF0UeHN OT OCHOBHUTE M3ITUTBAHUS.
Hsma Haim4yeH TepareBTHYCH OIUT 3a Ta3u CyOIomyJaius OT MAlUEHTH U CJICA0BATEIIHO MPH Ta3H
TMIOITyJIaNUs YIIoTpedarTa Ha JaburaTpaH eTeKCHIIaT He ce MpernopbyBa. YepHOpoOHO YBpEKIaHE UK
4epHOPOOHO 3200sIBaHe, 32 KOETO CE€ 0YaKBa Ja UMa OTPAKEHUE BHPXY MPEKUBIEMOCTTA, €
MPOTHUBOITOKA3aHo (BXK. Touka 4.3).

BsaumonetictBue ¢ P-gp nuHgyKTOpH

ChIbTCTBAaLIOTO NPHIIOKEHHE Ha P-gp MHAYKTOpH ce 0yakBa J1a MOHMKH [UIa3MEHUTE KOHLEHTPAaLuU
Ha naburatpad u TpsAOBa Aa ce n30sraa (BxK. Touku 4.5 u 5.2).

IMaumentu ¢ anTudocHOININIEH CHHIPOM

HupextHo neiicTBamy nepopannau antukoaryiantu (DOACs), BkitounTenHo qaburarpad eTekcuiar,
HE ce MpernopbyuBaT MPH NAIMEHTH C aHaMHEe3a 3a TPoM003a, KOUTO ca IMarHOCTHIIMPAHU C
antudochomunuaer cuaapom. [lo--cnennanHo npu TPORHONO3UTUBHY NMALIMEHTH (32 JTyIMyCceH
AHTHKOAryJaHT, aH THKapAHOIUIIMHOBH aHTHTEJA M aHTUTeNa cpelly Oera-2-rmuKonpoTerH I),
neuerneto ¢ DOACs Moxe 1a Objie CBBP3aHO C MOBHIIICHA YECTOTA Ha MOBTAPSIIHN C€ TPOMOOTUIHU
CHOUTHS B CPAaBHEHHUE C TEpaIusATa C aHTAarOHUCT Ha BUTaMuH K.

HMudapkr Ha muokapna (MM)

B npoyusaneto RE-LY ¢a3a III (SPAF, Bx. Touka 5.1) o6mata gectora na UM e 0,82, 0,81 u
0,64%/ronuHa cHOTBETHO 3a naduraTpaH erekcuiar 110 mg 1Ba MBTH AHEBHO, TAOUTATPaH €TEKCHIIAT
150 mg nBa IbTH JHEBHO M Bap(aprH — YBEJIUYCHNUE B OTHOCUTEIIHUS PUCK 3a qadurarpat oT 29% u
27% B cpaBHeHHE ¢ BapdapuH. He3aBrucuMO OT Jie4eHHETO, Hal-BUCOKUAT abcoioTeH puck ot UM ce
HaOII0/1aBa B CIIETHUTE MOATPYITH, C TI0JOOEH OTHOCUTENICH PUCK: MAIUEHTH ¢ peaniieH UM,
MAIeHTH >65 TOIUHYU C TUa0eT WK KOPOHApHA apTepraHa 00JIeCT, MAMEHTH ¢ JIeBOKaMepHa
(bpaknus Ha u3TackBane <40% u nanueHTH ¢ yMmepena 0n0peuna qucyHkims. B nombinenune
1o-BUCOK puck ot UM ce Habio1aBa pu ManyueHTH, MprueManiy ChrbTcTBamo ASA mioc
KIIOTIAJIOTPEN WITH KJIOTHIOTPEIT CAMOCTOSATEHO.

B tpute akTuBHO KOHTpOsIMpanu npoyuBanus ¢asa Il 3a DVT/PE ce cpobuiaBa mo-BiUcoKa 4ecToTa
Ha cirydau Ha UM npu manpenTure, nprueMaliy 1aduratpal eTeKCuiaT, B CpaBHEHUE C Te3H,
npuemany Bapdapun: 0,4% crnpsmo 0,2% B kpatkocpounute npoyusanusi RE-COVER u
RE-COVER II n 0,8% cnpsimo 0,1% B nenrocpounoro n3nureane RE-MEDY. YBenuuenueto e
CTaTUCTUYECKH 3HAYMMO B TOBa npoyuBane (p=0,022).

B npoyuBanero RE-SONATE, xoeto cpaBHsiBa gJaburarpan eTeKcuiIar ¢ miamnedo, yecrorata Ha UM e
0,1% mpu mauueHTUTe, NpUeMaliy qaduratpa erexkcunar, u 0,2% mnpu nauveHTrTe Ha maneo.

ITamumenTu ¢ akTuBHO oHKOJOTHYHO 3a0oisBane (DVT/PE, VTE nipu neauaTpyudyHy HALUEHTH)

He ca ycranoBenu edukacHocTTa M 0€3011aCHOCTTA MPH NALIMEHTH, CTPAJAId OT aKTUBHO
onkosiornuHo 3abonsBane u DVT/PE. Nma orpanudenu JaHHu 3a eUKacHOCTTa U 0€30MaCHOCTTA
IIpyu NCAUAaTPUYHU MAHUECHTU C AKTUBHO OHKOJIOTUYHO 3a00JIABaHe.
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HCI{I/IaTDI/I‘lHa nonyjganusa

[pu HsKOW TIEUATPUYHH NAIIMEHTH ChC CTPOTO crieluuIHN 3a00JIIBaHsI, HAIP. AIIUEHTH C OOJIeCT
Ha THHKHTE YepBa, PH KOUTO MOXKE JIa € 3acerHara abcopOuusiTa, TpsioBa j1a ce 0OMHCIH
M3I0JI3BAaHETO Ha aHTUKOATyJIaHT, KOWTO ce Mpujiara napeHTepaHo.

4.5 B3amMmopeiicTBHe ¢ IPYTrH JeKapcTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe

BsaumonelicTBuUs ¢ TpaHCOOPTEPH

Jaburarpan erekcuiar e cyocrpar 3a ediaykcaus Tpancmnoptep P-gp. ChbTCTBAOTO MPHIIOKEHNE
Ha P-gp naxuburopu (Bxk. Tabnuna §) ce ouaksa J1a I0BeJIe 10 OBUIICHN HUBA Ha IJIa3MeHaTa
KOHIICHTpAITUs Ha 1a0uraTpaH.

AKO HE € IPeIITICaHo IPYyro, € He0OX0MMO BHUMATEITHO KIMHIHYHO HAOI0IeHHE (CIIeeHE 3a
MIPHU3HAIA HA KbPBEHE WJIM aHEMUsI), KOraTo Ja0UraTpaH ce Mmpuiiara eJHOBPEMEHHO ¢ MOIIIHU P-gp
uHXUOUTOPH. MOXKe J1a ca HeoOXOMMH HaMaJIIBaHUs Ha J103aTa B KOMOMHALMS C HIKOU P-gp
uHxuOuTOpH (BXK. Touku 4.2, 4.3, 4.4 u 5.1).

Ta6auna 8: B3aumopeiicTBUA ¢ TPaHCIOpTEPH

P-gp unxubumopu

Cvnvmemesawama ynompeda e npomueonokasHa (8. mouxa 4.3)

KeTokonazon Kerokonazon nmoBumrasa TotatauTe AUC..o B Ciax CTOWHOCTH Ha TabUraTpan
CHOTBETHO 2,38 mbTH U 2,35 HTH Clie]] eAMHIYHA TiepopaiHa qo03a 400 mg u
CBHOTBETHO 2,53 mbTH U 2,49 IBTH CII€A MHOTOKPATHO MEPOPATTHO MPUIIOKEHHE
Ha 400 mg KeTOKOHA30J BEAHBK JHEBHO.

Hponenapon [Ipu eqHOBpEMEHHO MPUIIOKEHNE Ha JabUraTpaH eTeKcuiaT u APOHEapOH
TOTATHATE AUC ..o 1 Cimax CTOMHOCTH Ha Ta0UTaTpaH Ce YBEINIaBaT CHOTBETHO
OKOJIO 2,4 IBTH U 2,3 IbTHU CJIe[] MHOTOKPATHO npuiokeHue Ha 400 mg
JIpOHEIAPOH JBa IBTH THEBHO M CHOTBETHO OKOJI0 2,1 bTH 1 1,9 mbTH Cciien
equamgHA 1032 400 mg.

Htpaxonazoun, B®3 ocHOBa Ha pe3ynraTute in Vitro MOXe Aa ce 04akBa mojo0eH eekT, KakTo ¢
LUKJIOCIIOPUH KETOKOHA301J1.

I'nexanpeup / | CebreTBamara ynorpeda Ha JaburarpaH eTeKCHIIaT ¢ KOMOMHAIMSITA C
nuOpeHTacsup | pukcupanu no3u Ha P-gp nHXUOUTOpHTE IIIeKanpeBup/MMOPEHTACBHUP ITOKa3Ba
yBeJIM4aBaHe Ha €KCIIO3ULMATA Ha 1aduraTpaH U MOKe J1a MOBHILIH PHCKa OT
KBbpBEHE.

Cvnvmemeawama ynompeba He ce npenopbusd

Taxponumyc In vitro € yCTaHOBEHO, Y€ CTETIEHTa HAa HHXUOUTOPHHSA €PEKT Ha TAKPOINMYC
BBpXY P-gp e nogoOHa Ha Ta3u, HabIroHaBaHa IPU UTPAKOHA30J U
UKJIOCTIOpUH. ENHOBpeMEHHOTO NpHIIOJKEHNE Ha JaburaTpaH eTeKCHIIaT ¢
TAKpOJIMMYC HE € MPOyUYeHO KIMHUYHO. Bhrpeku ToBa, orpaHn4eHUTe KIMHUIHU
JaHHU OT apyru P-gp cyOcTpaTu (eBeponuMyc) npennoiarar no-ciaado
WHXUOHUpaHe Ha P-gp oT TakposuMyc, B cpaBHEHUE ¢ HAOJIOJABAHOTO MIPH CHITHH
P-gp naxubuTopy.

Heobxooumo e nosuweno guumanue npu convmemeawa ynompeoa (8xc. mouku 4.2 u 4.4)

Bepamammn Korato maburarpan erexcuiat (150 mg) ce mpumara eTHOBPEMEHHO C
nepopasieH BeparmamMmii, Cmax 1 AUC Ha naburaTpas ce yBeamdaBar, HO
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CTETIEHTAa Ha Ta3y MMPOMSHA € pa3InyHa B 3aBHCUMOCT OT BPEMETO Ha ITpHEMaHe
u GopmMaTa Ha BepanaMui (BxK. Touku 4.2 u 4.4).

Haii-ronsMoTo moBuiaBane Ha eKCIO3UIMSITA HA Ja0UraTpa ce HaOIo1aBa
IpU ITbpBaTa J103a Ha Bepanamui ¢ He3a0aBHO 0cBOOOKAaBaHe, MPUETA €AUH
yac npeau npuema Ha qaduratpa erekcunat (yBenndaBane Ha Cmax OKOJIO
2,8 mbtr 1 Ha AUC okono 2,5 meTH). EdexThT nporpecrBHO HamalsiBa mnpH
npuiIokeHne Ha Gopmarta ¢ yasmKeHo ocBoOOkIaBane (yBennuaBaHe Ha Cuax
okoo 1,9 metu 1 Ha AUC okono 1,7 mbTH) WM IpU NPUIIOKEHNE HA
MHOTOKpAaTHH J03W BeparmaMuJ (yBenudaBaHe Ha Cmax OKOJIO 1,6 THTH U Ha
AUC oxkomnol,5 meTH).

He ce nabmonaBa 3Ha4MMO B3anMOJEHCTBUE, KOTAaTO BEparaMuil ce mpuemMa

2 gaca cien qaburatpan erekcmiar (yBennyaBaHe Ha Cmax 0K0JI0 1,1 1hTH 1 Ha
AUC okomno 1,2 metr). ToBa ce 00scHsBa ¢ mbiIHATa abcopOLuMs Ha JadUraTpan
clien 2 gaca.

AMunonapoH

KoraTto maburarpan eTekcuiIaT ce mpuiara e THOBPEMEHHO ¢ eIUHUIHA
nepopaiHa 1o3a 600 mg aMruoIapoH, CTENEHTAa W CKOPOCTTa Ha abcopOtus Ha
aMUOJIapOH U Ha akTHBHHS My MeTaboiautT DEA 1o chIecTBO HE ce IPOMEHSIT.
AUC u Cax Ha TaburaTpaH HapacTBaT ChOTBETHO OKOJO 1,6 mbTH ¥ 1,5 mhTH.
Ilopaau qBATHS TIOTY>KHUBOT Ha aMHUOIapOH BH3MOXKHOCTTA 32 B3aMMO/ICHCTBHE
MO>K€ J1a ChILIECTBYBA CEAMUIIM CIIE]l IPEKPATSIBAaHE HA JIEYCHUETO C aMUOIapOH
(Bk. Toukn 4.2 u 4.4).

XUHUIUH

XVHUAMH € mpuiarad kato go3a ot 200 mg Ha Bceku 2 gaca 10 o6mia 103a

1 000 mg. /laburaTpad eTeKCWIAT € TIpIIarad IBa T JHEBHO B
NPOIBIDKCHUE Ha 3 TIOCIIEAOBATEIHU IHH, ChC WM 0€3 XUHUIMH Ha TPETHUS JIeH.
AUC, s 1 Crnax,ss Ha JaOUraTpaH ce yBeJIn4aBaT CpeIHO ChbOTBETHO 1,53 mbTH U
1,56 mbTH IIpH CHI'PTCTBAIIO MPUIIOKEHNE HA XUHHUJIWH (BXK. TOUkH 4.2 u 4.4).

Kitaputpomunyx

Koraro xmapurpomunya (500 mg 1Ba mbTH AHEBHO) C€ TpUiIara 3aeIHo C
naburaTpaH eTeKCHIaT NPy 3ApaBH JOOPOBOIILH, ce HAOJI01aBa TOBUILIABAHE
Ha AUC okoyo 1,19 bt ¥ Ha Cax OKOJIO 1,15 IBTH.

Tuxarpenop

Korato emnandHa 1032 oT 75 mg maduraTpaH €TEKCHIIAT Ce Impujara
€IHOBPEMEHHO ¢ HaToBapBaa f03a ot 180 mg tukarpenop, AUC u Crax Ha
JaburaTtpaH ce MoBHIIABaT ChOTBETHO 1,73 mbTH 1 1,95 mptu. Cien
MHOTOKpAaTHH J03H Ha TUKarpenop 90 mg, nBa mTH JHEBHO, YBEIMYABAHETO HA
EKCITO3UIMATa Ha Jaburarpan € 1,56 mbtu u 1,46 mbTH, CHOTBETHO 338 Crax U
AUC.

ChIrpTCTBAIOTO MPHIIOKEHUE HAa HATOBapBaina jJ03a Tukarpenop 180 mg u
naburatpan erexcunat 110 mg (B cranuonapHo cberossHue) noBumasa AUC
U Craxss HA Ta0OUTaTpan cboTBETHO 1,49 bTH M 1,65 MBTH B CpaBHEHHE C
JaburaTpaH eTeKcuiart, mpujaral camocTosaTenHo. Koraro HaroBapsaiia n103a
ot 180 mg Tukarpenop ce naBa 2 yaca ciea npueM Ha 110 mg gaburatpan
€TeKCWIIaT (B CTAIMOHAPHO cheTosiHKE), oBUIIaBaHETO HA AUC, s 11 Ciax Ha
JlaburaTtpaH HamaysiBa CbOTBETHO /10 1,27 mbTu U 1,23 IHTH B CpaBHEHHE C
JaburaTtpaH eTeKcuiaT, Iprujlaral CaMOCTOSATENHO. TakbB HE3aCThIIBAII] Ce
MIPUEM CE MPENOPBYBA NP 3aII0YBAHE HA TUKATrpPEJIop ¢ HATOBapBalla 103a.

CrIrpTCTBAIOTO MpHIIOKEeHNE Ha 90 mg THKarpenop ABa IbTH JTHEBHO
(mopmwpikamia no3a) U 110 mg naburaTpaH eTeKCHIAT MOBUIIABA KOPUTHPAHUTE
AUC, s 1 Crax,ss Ha TaOUTaTpa cChoTBETHO 1,26 bTH U 1,29 HTH B CpaBHEHUE
C 1aburaTpaH €TeKCHIIAT, MPUJIaraH CaMOCTOSITEITHO.

ITozakonazon

[To3akoHa301 chIIO MHXKUOHPA B HIKAKBa cTETNeH P-gp, HO TOBa He € MPOyYeHO
KJIMHUYHO. EMHOBpeMEHHOTO NpnilojkeHne Ha Ja0uraTpaH eTeKCHiaT ¢
M103aKOHA30J1 Hajara BHUMATeIHO NpOoCIeAsiBaHe.
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P-9p unoyxkmopu

CeropreTBamiara ynorpeda TpsoBa 1a ce n30sraa.

Harmp. ChITBTCTBAIIOTO MPHUIIOKEHUE CE OYAKBA Ja JIOBEJIE 10 TIOHWKaBaHEe Ha

pubaMIUIKH, KOHIICHTpAIUATa Ha Ta0uTaTpaH.

KBIIT

KaHTapHOH, [IpemenukanusTa ¢ U3ciaeABaHUs UHAYKTOP pudaMuiuH npu go3a 600 mg

(Hypericum BEJIHHK THEBHO 32 7 THU MTOHIKaBa 00IaTa MUKOBAa KOHIICHTPAITUS Ha

perforatum), JaburaTtpad u o0miaTa eKCIo3uIHs ChC ChOTBETHO 65,5% 1 67%.

KapOaMasenuH Wenynupamusat eQeKT e MOHMKEH, KOSTO BOJIU JI0 HIUBO Ha €KCIIO3UIUS Ha

i (PEHUTOUH nmaburarpas, OJmM3Ko J10 pedepeHTHaTa CTOHHOCT 10 JieH 7 Clie]] CIMpaHe Ha
JedeHueTo ¢ pudamnuimH. He e HaO01aBaHO MO-HATATHIIHO [TOBUIIIEHUE HA
OHMOHATHYHOCTTA CIIE] OIIie 7 JHH.

[pomeasnu unxubumopu, Kamo pUMoHasup

Cvnvmemeawama ynompeda e ce npenopvusea

Harmp. Te moBnusiBat P-gp (kakTo KaTo MHXUOUTOP, Taka U KaTo HHAYKTOp). Te He ca
PUTOHABUD U OWITM IPOYYBaHM, TOPAIN KOETO HE CE MPEMOPBYUBAT 33 CHITBTCTBAIIO JICYEHHUE C
KOMOWHaIMUTE JaburaTpaH eTeKCHar.

My C ApYTH

MpOTea3Hu

WHXUOUTOPH

P-gp cybcmpam

Juroxcun B npoyuBane, mpoBeneHo ¢ 24 3apaBu T0OpOBOIIIH, TIPH €THOBPEMEHHOTO

IMPUIIOKCHHUE HA )1a61/1ranaH C€TCKCHJIaT U JUTOKCHH HE Ca HaGHIO]IaBaHI/I
IMPOMCHU B CKCITIO3ULIMATA HA JUT'OKCHUH U KIIMHAYHO 3HAYUMU [TPOMCHU B
CKCIIO3MIIMATA Ha z[a61/1ranaH.

AHTHKO&FVJI&HTI/I 1 JICKAPCTBCHU IIPOAYKTH CPEILY TDOMGOHI/ITHa arperamnms

Jlurcea niam chIecTByBa caMO OIPaHUYEH OIMUT ChC CIEAHNUTE JICUCHHS, KOUTO MOTaT Jja TOBUIIIAT
pPHCKa OT KbPBEHE, KOTaTO Ce MPHJIaraT ChIIbTCTBAINO C Aa0uUTraTpaH eTeKCHIIaT: aHTHUKOATryJIaHTH,
kato Hedpakauonupan xenapud (UFH), auckomonexynau xenapuan (LMWH) n xenapuaosu
npou3BoAHHM (PoHIATAPUHYKC, JE3UPYINH), TPOMOOIUTHYHH JIEKapCTBEHH MTPOAYKTH U aHTAarOHUCTH
Ha BUTamMuH K, puBapokcabaH WM Apyry aHTUKOATYJIAHTH 32 TIEPOPATHO MPHIIOKEHNE (BXK.

TouKa 4.3), Wi JIeKapCTBEHH MPOIYKTH cpelty TpomOouuTHa arperauus, karo GPIIb/I1la penenropau
AQHTarOHUCTH, TUKJIOMUNH, IPacyrpesl, THKarpeaop, AeKCTpaH U CyJIPUHIUPA30H (BXK. Touka 4.4).

Ot nannuTe, chOpanu no BpeMme Ha ¢asa Il npoyusane RE-LY (Bx. Touka 5.1), e HabmonaBaHo, ue
CBITBTCTBAILATA yIOTpeOa Ha APYTH NepOPaTHH WM TAPSHTEPAIHN aHTHKOATYJIAHTH TIOBUIIIABA
YecToTaTa Ha rojsIMO KbpPBEHE MPUOIM3UTENHO 2,5 MBTH, KaKTO NPH JaburaTpaH eTeKCHIIaT, Taka u
npu BapdapyH, TI1aBHO B CUTYalllH, CBbP3aHU C MPEMUHABAHE OT €AMHUS aHTUKOATYJIaHT KbM JIPYTHs
(Bx. Touka 4.3). OcBeH TOBa, ChIIBTCTBALLATA YIIOTPEeOa HA aHTUTPOMOOTHYHHM cpeacTBa, ASA uiu
KJIOMHUIOTPEN MPUOIU3UTETIHO YABOSBA YECTOTATa HA FOJISIMO KbPBEHE, KaKTO NP JadurarpaH
eTeKCHJIAT, Taka ¥ pu BaphapuH (BXk. Touka 4.4).

UFH moxe Ja c¢ npujara mnpu a03u, HCO6XO,Z[I/IMI/I 3a NOAABPIKAHEC Ha MPOXOJUMOCTTA HAa ICHTPAJICH

BEHO3EH WJIM apTepUalieH KaTeThp WM M0 BpeMe Ha KaTeThpHa a0lalys NPy MPeIChPIHO MBKICHE
(Bk. Touka 4.3).
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Tadmuua 9: B3anMogeiicTBUS ¢ AHTUKOATYJIAHTH U JIEKAPCTBEHU MPOAYKTH CPeLLy
TPOMOOIIUTHA arperamus

HCIIBC

IIpunaranure 3a kpatkocpouna aHanresuss HCIIBC He ce cBbp3BaT ¢ MOBUIIEH
PHCK OT KbpBEHE, KOIraTo ce IpujiaraT ChIIbTCTBAIIO C Ja0UraTpaH eTeKCuar.
[Ipu npoapmxuTenHa ynorpeda B mpoyuBaneto RE-LY HCIIBC yBennuaBar
pHCKa OT KbpBeHE ¢ 0kosio 50% KakTo mpu gaburatpaH eTeKCUIaT, Taka U Ipu

BapdapuH.

Knonuporpen

[Ipu miaau 3apaBu JOOPOBOILN OT MBXXKH MOJ CHITBTCTBAIIOTO MPHIIOKEHNE
Ha naburaTpaH eTeKCHIIaT U KIIOMUOTPEIl He € JIOBEJIO JIO JIOMBIHUTEIHO
yABIDKaBaHEe Ha BPEMETO Ha KaMJSIPHO KbPBEHE B CPABHEHHUE C MOHOTEPAITUS
¢ xonuaorpen. Ocsed ToBa AUC: ss M Crax,ss, 1 UBMEPUTETTUTE HA
KoaryJanusTa 3a epekra Ha JaburaTpaH, WM HHXHOUPAHETO Ha
TPOMOOIIMTHATA arperaiys KaTo U3MepuTell Ha e)eKTa Ha KIOMUI0Tped, o
CBIIECTBO OCTABAT HEMPOMEHEHH TIPH CPaBHSABaHE HA KOMOMHUPAHOTO
JIeYeHue U ChOTBETHUTE MOHOTepanuu. [Ipu HatoBapsamia n1o3a 300 mg ummn
600 mg kmormuaorpea, AUC: s U Cmaxss HA TaOUraTpaH ce MOBHUIIABAT C OKOJIO
30-40% (Bx. Touka 4.4).

ASA

EnnoBpemenHoTo npuioxkenue Ha ASA u 150 mg naburatpaH eTekcuiaar asa
IIBTH THEBHO MOJKE J1a TTIOBHUIIIH PUCKA OT BCIKAKBO KbpBeHE OT 12% 10 18% u
24% cwoTtBeTHO mpu A03u 81 mg u 325 mg ASA (Bx. Touka 4.4).

HI/ICKOMOJ'ICKYJ'IHI/I
XCHapuHU
(LMWH)

CoropreTBaniara ynorpeda Ha HuckoMmonekyiaau xenapuau (LMWH), kato
€HOKCalapHuH U JaburaTpaH eTeKCUIIaT, He € CrieuaiHo npoyuBaHa. Cien
MpeMUHaBaHe OT 3-IHEBHO JieueHHe ¢ eHokcanapuH 40 mg s.C. BEIHBXK
JTHEBHO, 24 yaca ciief] ocjaefHaTa 103a €HOKCcanapuH, eKCIO3UIHITa Ha
naburatpad e Oria Majko MO—HHUCKa, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Clie]
MPIIOKEHUETO CaMO Ha laburaTrpaH eTekcwiar (equHuaHa 103a 220 mg).
HabmromaBana e no-pucoka antu-FXa/Flla akTHBHOCT cites] MpHUIIOKEeHUE Ha
JaburaTpaH eTeKCHIIAT ¢ PEeIBAPUTEITHO JICUEHUE C eHOKCAIlapHH B CPaBHEHHUE
C JIEYEHHETO caMo ¢ Jadurarpan eTexcuiar. Cunra ce, 4e ToBa Ce AbIKU Ha
MPOIBLIDKUTETHOCTTA Ha €(heKTa Ha EHOKCATlapHH CIIe] JICUSHUETO (carry-over
e(eKT) U cIe0BaTeTHO HE € KIIMHUYHO 3HauuMo. OCTaHaINUTE pe3yATaTH OT
AHTHKOAryJalvOHHHU U3CIIe/IBaHMs, CBbP3aHM ¢ JaburarpaH, He ca IPOMEHEH!
3HAYMMO OT JICYCHHUETO C EHOKCATIAPHH.

JIpyru B3auMOJIeCTBUS

Taoauua 10: Jpyru B3aumonaeiicTBus

Cenexmugnu unxubumopu Ha obpamuomo 3axeawiane Ha cepomonuna (SSRI) uiu cenexmuehu

uqu6um0pu Ha 06pamH0m0 3axeauiane Ha cepomoHuHa u Hopenuued)puHa (SNR])

SSRI, SNRI SSRI 1 SNRI moBumasar prucka oT KbpBeHE BbB BCHUKH I'PYITH HA JICUEHHUE B
npoyuBaHeTo RE-LY.

BEWBCMGG, Kounio nosauAaeam CmomawuHomo pH

[Mantonpazon | [lpu eqHOBpeMeHHO NpuioxeHue Ha Pradaxa u manTonpason ce Habmo1aBa
npubnusurentHo 30% namanenane Ha AUC Ha maburarpan. [laaTomnpaszon u apyru
uHXUOUTOpH Ha mpoToHHara nmommna (PPI) ca mpunaranu exnoBpemMenHo ¢ Pradaxa
B KJIMHUYHU MPOYYBAHHS U CHITBTCTBAIIOTO JieueHue ¢ PPl He nsrnexaa na
HamassiBa epukacHocTTa Ha Pradaxa.

Panutuava IIpunokeHneTo Ha paHUTHANH 3a€THO C Ta0uUTaTpaH eTEKCHUIaT HE OKa3Ba
KIIMHUYHO 3HAYUM €(DEeKT BbpPXY CTeNeHTa Ha abcopOnus Ha Ta0uraTpaH.
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B3aHMOZL€I>'ICTBPI$I, CBBP3aHHU C META0OJUTHHS HDOd)I/IJ'I Ha ;[a61/1ranaH CTCKCHUJIAaT U z[a61/1ranaH

JlaburaTpaH eTekcuiar u 1aburarpaH He ce MEeTa0OIM3UpaT OT CHCTeMara Ha IIuToxpoM P450 u
HSIMAT in Vitro epeKTH BbpXy YoBemkuTe utoxpom P450 ensumu. CriesjoBaTenHo, ¢ jadurarpaH He
C€ 0YaKBaT CBHP3aHH JICKAPCTBEHU B3aUMOACHCTBHSI.

HCZII/IaTDI/I‘IHa nomyJaanusa

[IpoyuBaHusTa 32 B3aUMOJICHCTBUS ca IPOBEXKIAHN CaMO NPH Bb3PACTHHU.
4.6 @DepTUAUTET, OPEMEHHOCT U KbpMeHe

XKenu ¢ nerepojieH IOTEHIIAAI

Kenu ¢ ACTCPOACH MOTCHIHAIT TpSI6Ba Ja HM305rBaT 6p€M€HHOCT 10 BpEMC Ha JICUCHUC C Pradaxa.

BpemeHHocT

Wma orpannvenu naHHu oT ynorpedara Ha Pradaxa nmpu OpeMeHHH XKeHu.
[Ipoy4uBaHusATa P )KUBOTHH MTOKA3BAT PEIIPOAYKTHBHA TOKCHYHOCT (BXK. ToUKa 5.3). [loTeHnmamamsT
PHICK TIpH XOpa He € U3BECTEH.

Pradaxa He TpsiOBa aa ce mpuiara 1o BpeMe Ha OpeMEHHOCT, OCBEH B Cllyuail Ha KaTeropruyHa
HEOOXOIUMOCT.

Kopmene

Hsama xnuanmaHN 1aHHN 3a epexra Ha naburaTpaH BbpXYy KbpMadyeTara 1o BpeMe Ha KbpMEHeE.
Kbpmenero Tpsi0Ba 1a ce npeycTaHoBH 110 BpeMe Ha jedenue ¢ Pradaxa.

DepTunuTer

Hsima nannu npu xopa.

[Tpu npoy4BaHus BbPXY )KUBOTHHU € HaOJIIOaBaH €PEeKT BEPXY (epTUIINTETa P KESHCKHUTE MO
(dopmaTa Ha HamaJIsIBaHEe HA OpOS Ha MUMIUIAHTAIIMUTE ¥ OBUILIABAHE HA MTPEANMILIAHTALMOHHUTE
3aryou npu g03a 70 mg/kg (5-KpaTHOTO HMBO Ha IIa3MEHA €KCITO3UIIM MPH manueHTr). He ca
HaOIr0IaBaH| APYTH eeKTH BBPXY QepTHINTETA TPH KeHCKUTe. HaMa BimsiHue BhpXY (epTrnTeTa
npu MbxKKuTe. [Ipn 1031, KouTo ca TokCHYHH 3a MakuTe (5- 10 10-KpaTHOTO HUBO Ha IIA3MEHa
SKCIIO3MIIUSI [IPH MAIMEHTH ), TIPH TUTBXOBE U 3ail1i ce Ha0JII01aBa HaMaJIsIBaHE HA TEJIECHOTO TErJI0 U
eMOprodeTarHaTa KHU3HECIOCOOHOCT, 3a€/IHO C MOBHIIaBaHe Ha (eTaTHuTe Bapranuu. B
NPEHATATHOTO U MOCTHATAIHOTO NPOYYBaHEe € HaOJII01aBaHO MOBUINIABaHE HA (peTaHaTa CMBPTHOCT
IPH JI034, KOUTO Ca TOKCHYHH 32 MallKuTe (71032, CbOTBETCTBAIIA Ha 4 ITBTH NO-BUCOKO HMBO HA
TUIa3MeHa eKCIIO3UIUS OT HAOIF0IaBAaHOTO TIPH MAIIMEHTH).

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padoTa ¢ MAIIUHA

JlaburaTpaH eTeKcHiIaT He MOBIHIBA WX TIOBJIHSBA TIPEHEOPEKUMO CIIOCOOHOCTTA 32 modupaHe u
paboTa ¢ MaluHY.

4.8 Hexenanu JekapcTBeHH peaKIU

O0600111eHMEe Ha podwiia Ha OE30I1aCHOCT

Jlaburarpan eTekcuiar € OlleHeH B KIIMHUYHU U3MUTBAHUS IIPH 0010 MTPHOIM3UTETHO
64 000 marenTH, ot Kouto npudbausutenaso 35 000 nauueHTy ca JeKyBaHU ¢ JaburaTtpaH eTeKCHIaT.
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006110 22% OT ManUMeHTHTE C MPEACHPIHO MBXK/ICHE, JICKYBaHU 3a IPEBEHIUS HA UHCYIT U CUCTEMEH
eM00IH3bM (IBIATOCPOYHO JiedeHue 10 3 roauHu), 14% ot naruentute, nexkyanu 3a DVT/PE, u 15%
OT TIAIMEHTHUTE, JIeKyBaHHt 3a npeeHius Ha DVT/PE, ca nony4nin HexxelnaHu peakiium.

Haii-yecto cpobiiaBanuTe cCbOMTHS ca Cilydyad Ha KbpPBEHE, Bb3HUKBAIIM NpH nprOimmn3utenHo 16,6%
OT MAIMEHTHUTE C MPEICHPIHO MBKIECHE, JIEKYBaHU ABITOCPOYHO 32 MPEBEHLUS HA HHCYIT U
CUCTEMEH eMOOoN3bM, U 1pH 14,4% OT BB3pacTHUTE NMalueHTH, JiekyBanu 3a DVT/PE. Oceen ToBa
uMa citydad Ha KbpBeHe npu 19,4% ot nauueHTuTe B n3nuTBaHeTo 3a npeseHnus Ha DVT/PE, RE-
MEDY (BB3pactHu nauueHTH), v npu 10,5% oT maumeHTuTe B U3NUTBAHETO 3a MPEBEHINS Ha
DVT/PE, RE-SONATE(Bb3pacTHU MALUEHTH ).

TBif KaTo MOMyJAIMUATE OT MAIIMEHTH, ICKYBaHH 33 TPUTE TIOKA3aHMS, HE Ca CPABHUMU U CHOUTHATA HA
KBbpPBEHE 00XBaIaT HIKOJIKO cucTeMo-opranau kiraca (SOC), B 06001IeHO onMcanne CHONTHATa Ha
TOJISIMO U Ha BCAKAKBO KBPBEHE Ca Pa3IpelielieHH CIIope]| MOKa3aHUEeTO U ca MIOCOYeHH B Tabiuiu 12-

15 mo-nomny.

B’preKI/I Y€ € C HUCKA 4€CTOTa IIPH KIIMHUYHU MIPOYyUYBAHUA, MOXKE 1a HACTBIIN T'OJIAMO HUJIU TEKKO
KBPBCHEC, KOCTO HE3aBUCHUMO OT MACTOTO Ha Bb3HUKBAHC MOXKC 1a JOBCAC N0 MHBAJIMJU3UPAHEC,
JKUBOTO3acCTpalnaBaiio CbCTOAHUC WU JOPU JICTAJICH U3XOMA.

CHOuceK Ha HEXKEJIAHUTE PEAKIINYU B TAOJINYEH BUI

B tabmmma 11 ca noka3aHu HeXelaHUTE PEaKINH, yCTAHOBEHU B IPOYYBAHUATA U TIOCTMapKETUHTOBU
JTAHHM [IPH MTOKA3aHUATa MPEBEHIIUS HA TPOMOOEMOOINYEeH HHCYIT U CHCTEMEH eMOOIN3bM MpH
NalKEeHTH C MPeIChPAHO MbxkaeHe, tedennue Ha DVT/PE u npesenuus na DVT/PE. Te ca rpynupanu
no cucremo-opraeH kiac (SOC) 1 1o YecToTa ¢ U3MO0JI3BaHe Ha ClieIHATa KOHBEHLHSI: MHOT'O YECTH
(>1/10), wectn (=1/100 mo <1/10), meuectn (=1/1 000 o <1/100), pexxn (=1/10 000 zo <1/1 000),
MmHoro penaku (<1/10 000); ¢ Hen3BecTHA YecTOTa (OT HATMYHUTE JAHHW HEe MOXe Ja ObJic HalpaBeHa

OIICHKA).

Ta6auna 11: Hesxenanu peakuuun

YectoTa

SOC / Ilpeanouyntan TepMUH

IIpeBeHLIs HAa UHCYIT U

Jleuenne va DVT/PE u npeBennus

CHCTEMEH eMOOIH3bM Ha DVT/PE
[IpU OaIUEeHTH C
MIPEACHPAHO MBKICHE
Hapymenns Ha KpbBTa ¥ TUMQHATA CUCTEMA
Anemust Uectun Heuectn
[ToHmkeH xeMorIoouH Heuectu C HeW3BeCTHA 4eCTOTa
TpomOoIuTONIEHHUS Heuectn Penxu
IToHMXKEH XEMAaTOKPUT Penku C Hem3BecTHa 4eCTOTa
Heyrponenus C Heu3BeCTHA YeCcTOTa C HeW3BeCTHA 4eCTOTa
Arpanynonurosa C Heu3BeCTHA 4eCcTOTa C HeunsBecTHa yecToTa
Hapymienns Ha iMyHHaTa cuctema
JlekapcTBeHa Heuectu Heuectn
CBPBXYYBCTBUTEIHOCT
O6pus Heuectn Heuectn
[Ipypuryc Heuectn Heuectn
AHadrmrakTHaHa peakus Penxu Penxnu
Aurnoenem Penxu Penxnu
Yprukapus Penku Penxu
Bponxocnazem C Hem3BecTHa YecToTa C Hem3BecTHa 4eCcToTa

HapyuieHnust Ha HepBHaTa cucTeMa
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BbTpedepenna xemoparus Heuectu Penxu
CbJI0BY HapyUICHUS

XemaTtoM Heuectu Heuectn

Xemoparust Heuectu Heuectn
PecnimparopHu, TpBIHN U METUACTUHAITHI HAPYIICHUS

Enucrakcuc Yectu Yectu

XemodTHusza Heuectu Heuectn
CToMalIHO-4YpeBHU HAPYIICHUS

CtoMantHo-4peBHA XEMOPATrHus Yectu Yectu

AoOnomMuHaiIHa OOJIKA Yectn Heuectn

Huapus Yectn Heuwectn

Jucnerncus Yectn Yectn

lanene Uectn Heuectn

Pexranna xemoparus Heuectu Yectu

XemopoujajaHa XeMoparus Heuectu Heuectn

CromanrHo-4peBHa sI3Ba, Heuectu Heuectn

BKIIFOUUTEITHO e30(areaiHa

sI3Ba

l'acrpoesodarur Heuectn Heuectu

lacrpoesodareanna pedurykcHa Heuectu Heuectn

Oonect

IToBpbiiane Heuectu Heuectn

Jucharus Heuectn Penxu
XenaToOMIMapHU HApyIIEHUS

Hapymena yepHogpoOHa Heuectu Heuectn

¢yHkns/OTKIIOHEHNS BBB

(YHKITOHATHUTE

YepHOIPOOHU MTOKA3aTENH

[ToBuieHUE Ha anaHUH Heuectu Heuectn

amuHOoTpaHchepaszaTa

IToBunienue Ha acriaprar Heuectu Heuectn

aMUHOTpaHc(hepas3aTa

[oBuiienn yepHOAPOOHU Penku Heuectn

CH3UMH

XunepOunpyOnHeMHus Penku C Hem3BecTHa 4eCTOTa
Hapymienus Ha KoxaTa ¥ MOJK0KHATA ThKaH

KoxHM KphBOM3INBH Yectu Yectu

Anonenuys C HeM3BECTHA YECTOTA C HeM3BECTHA YECTOTA
Hapymienust Ha MyCKyJTHO-CKeJIETHaTa CHCTEMAa U CheIMHUTEITHATA ThKaH

XemapTposa | Penxu | Heuectn
Hapymenus Ha O0penuTe 1 NTUKOYHUTE ITHTHINA

YporeHnuTanHa xemoparus, Yectr YecTtn

BKJTFOUHUTEITHO XEMaTypHUs
O061u HapymeHus ¥ eheKTH Ha MSICTOTO Ha MPHIIOKEHUE

Xemoparus Ha MSICTOTO Ha Penkn Penkn

HWHXEKTUPaHE

Xemoparus Ha MSICTOTO Ha Penxu Penxu

ITOCTAaBAHC Ha KaTCThpa

HapaHSIBaHI/IH, OTpaBsAHUA U YCJIOKHCHU S, BbBHUKHAJIN B PE3YyJITAT HAa UHTCPBCHIIMU

TpaBMaTI/I‘IHa XeMoparus

Penkxn

Heuectu

Xemoparus Ha MACTOTO Ha
VHUU3HS

Penxu

Penxu
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Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKlnu

Peaxyuu na kvpsene

[lopanu papmMakoIOrnYHUsl MEXaHU3bM Ha JIeiicTBUE yHoTpedaTa Ha 1aduraTpal eTeKCHIaT MOXKe J1a
ObJic CBbp3aHa C TIOBHUILEH PUCK OT OKYJITHO WJIM BUIUMO KbPBEHE OT KOSITO U /1 € ThKaH WJIM OPTraH.
IIpu3HanmTe, CHMITOMUTE B TEKECTTa (BKIIOYUTEIIHO U JIETAJICH U3XO0) BapupaT CIIOpPea MICTOTO U
CTEIIEeHTa WM 00XBaTa Ha KbPBEHETO H/WIK aHEMUSTA. B KIIMHUYHHUTE POyYBaHUS MYKO3HOTO
KbPBEHE (Halp. CTOMAIIHO-YPEBHO, TEHUTOYPHHAPHO) € HAOJII0AaBaHO M0-YECTO MPH ABITOCPOUHO
JieyeHue ¢ jaburaTpaH eTekcuiar, B cpapHeHue ¢ jeueHue ¢ VKA. Taka, B 1oblIHEHUE KbM
HOAXOAAIIO KIMHUYHO HAOJI0ICHNE, TaO0paTOPHOTO N3CIIEABAHE HA XEMOTTIOONH/XeMaTOKPUT €
LIEHHO 33 OTKPUBAHE Ha OKYJITHO KbPBEHE. PUCKBT OT KbpBEHE MOXKE Jja C€ TIOBUIIH NIPH ONPEIEIIEHU
IpyIy MalUEeHTH, HATIp. Te3U, KOUTO HMaT YMEpeHO ObOPEUHO YBpEXkKIaHe U/UITK ca Ha ChITbTCTBAIIIO
JIeUeHHE, 3acATaIo XeMOoCTa3ara, Hiu CUITHU P-gp naxubutopu (Bxk. Touka 4.4 XeMoparinueH prckK).
XeMOparuuyHUTe YCIOKHEHHSI MOXKeE Ja ce MPOSBAT KaTo c1adocT, OJeTHOCT, 3aMasiHOCT, TJ1aBO00IIHE
WIN HeOOSCHUMO IOIyBaHe, JUCITHES 1 HEOOSCHUM IIOK.

Cro011aBa ce 3a O3HATH YCIOXKHEHHSI C KbPBEHE, KATO KOMIAPTMEHT CHHAPOM U ocTpa ObOpeuHa
HEJOCTATHYHOCT MOPATH XUNONEepy3Hs U CBbP3aHa C AHTUKOAryJIaHTH He(YPOTIATHs MPU MAIUSHTH C
npezpasnoiaramny puckoBu GpakTopu, BbB Bph3Ka ¢ qadurarpan erekcuiar. CiieoBaTeHo, TpsaoBa 1a
Ce OTYMTa BEPOATHOCTTA 3a XEMOpPArus MpH OIICHKaTa Ha ChCTOSTHUETO Ha BCEKHM aHTUKOATYJINpaH
MaIMeHT. 3a Bh3PaCTHU MAIMEHTH UMa HAIMYHO CHeNH(PUIHO HEYTPATM3UPAI0 CPEIICTBO 3a
nmaburarpaH, uuapynu3ymad, B crydail Ha HEKOHTPOJIIMPYEMO KbpBeHE (BXK. TOUka 4.9).

Ipesenyus na uncyam u cucmemen emOOIUIbM NPU 6LIPACHU NAYUEHMU C HEKTIANHO NPe0CcHPOHO
MvaHcOeHe ¢ eOur unu nogede puckosu gaxmopu (SPAF)

Tabmnuia 12 noka3sa CbOUTHATA HA KbPBEHE, pa3peIeICHN KaTo ChOUTHUS Ha IOJISIMO U Ha BCAKAKBO
KbpPBEHE B OCHOBHOTO IPOYYBaHE, U3CIIE[BAIIO PEBEHIUATA HA TPOMOOEMOOIINYEeH HHCYIT U
CUCTEMEH eMOOJIM3bM IPH MAIUSHTHU C MPEACHPIHO MBXKJICHE.

Tabanna 12: CbO0MTHS HA KbPBEeHe B IPOYyYBaHe, H3CJIeBall0 NPeBeHIUsITa HA
TPOoMO0eMO0JIMYeH HHCYJIT M CHCTeMeH eMOO0JIN3bM NPH NAIUEHTH ¢ MPeAChPAHO

MbiKI€eHe
Jlaburarpan erekcunar | Jlaburarpan erekcunar Bapdapun
110 mg nBa mpTH 150 mg nBa mbTH
JTHEBHO JTHEBHO
PannomMusupanu nanueHTH 6015 6076 6022
T'omsamo KBpBEHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BbTpeuepento KbpBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)
CU xwppBeHE 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBene ¢ neranen 26 (0,22%) 30 (0,25%) 42 (0,36%)
U3X0J
Maiko KbpBeHE 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BcesikakBo KbpBEHE 1 759 (14,78%) 1 997 (16,60%) 2169 (18,39%)

B pangomusupaHo npoyuBaHe, Ipy MalUeHTUTE, IpHeMany gadurarpan erekcunat 110 mg aBa nbTH
nHeBHO wiH 150 mg 1Ba TbTH THEBHO € CHIECTBYBAJ 3HAYUTENHO MO-HUCHK PUCK OT
JKHUBOTO3aCTPAIIABAIIO KbPBEHE M BHTPEUEPEITHO KbPBEHE B CPABHEHHUE C TE3H, PpUEMaly BapdaprH
[p <0,05]. U npu nBeTe KOHLEHTpAMU HA Ja0UraTpaH €TeKCUIaT € UMaJlo M CTATHCTHYECKH 3HAYHMO
No-HHCKa 001a yectoTa Ha KbpBeHe. [1pu manuentute, npueManu pangomusupano 110 mg
maburaTpaH eTeKCHiaT JBa ITbTH JHEBHO € CHIIECTBYBAJ 3HAYNUTENHO IMO-HUCHK PUCK OT TOJISIMO
KbPBEHE B cpaBHeHHE ¢ BapdapuH (koepunuenT Ha pucka 0,81 [p=0,0027]). [Ipu nauuenture,
npuemMany pangoMusupado 150 mg naburaTpaH eTeKcHiaTr ABa IbTH THEBHO € ChLIECTBYBAJ
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3HAYUTENHO MO-ToJsM puck oT CY kbpBeHe B cpaBHeHHE ¢ BaphapuH (KoepuireHT Ha pucka 1,48
[p=0,0005]). To3u edekr e HaOIrOAABAH TJIABHO IIPH MAIUEHTH >75 TOAUHU.

KimuuyHata mossa oT naburaTpaH 0 OTHOIIIEHUE Ha IPEBEHIIMATA HA HHCYJT U CUCTEMEH
eMO0O0JIM3bM U IOHWKEHHUAT PUCK OT uHTpakpanuaina xemoparus (ICH) B cpaBHeHue ¢ BapdhapuH ce
3ara3BaT [py OTACITHHUTE NOATrPYIH, Harp. ObOPEUHO YBpEkKAaHe, Bh3PacT, ChIIBTCTBAINA yIoTpeOa Ha
JIEKapPCTBEHU MPOIYKTH KaTO HArp. aHTUTpoMOoTHIH win P-gp maxuburopu. [lokaro Hiaxou
MOATPYIIN TIAITUEHTH Ca C MIOBUIIEH PUCK OT TOIIMO KbPBEHE, KOTaTo Ca JICKYBaHU C aHTUKOATYJIaHT,

MOBULICHUAT PUCK OT KbPBCHC IIPU ;[aﬁnranaH CTCKCUJIAT € CBBbP3aH CbC C4 KBPBCHC, OOUKHOBEHO
Ha6n}0z[aBaHa pe3 NbPBUTC 3-6 MeEcea CJICA 3al10YBaHC HA JICUCHUCTO C z[a61/1ranaH CTCKCHUJIAT.

Jleuenue na DVT u PE, xaxmo u npesenyus na peyuousu na DVT u PE npu 6v3pacmuu nayuenmu

(DVT/PE)

B tabnuna 13 ca mocodenu chOUTHS Ha KbpBeHe OT 00001IeHuTe ocHoBHU npoyuBanus RE-COVER u

RE-COVER II, B kouto ce n3nursa jeuennero Ha DVT u PE. B cOopauTe npoyyBanus, cbOUTHSATA
Ha ’bPBUYHUTE KPaiiHU TOUKHU 3a 0€30MacHOCT ,,FOJIIMO KbPBEHE, TOJISIMO WII KIIMHUYHO 3HAYUMO
KbPBEHE M BCSIKAKBO KbPBEHE'* ca 3HAYMTEIHO [TO-MAITKO B CpaBHEHHE C Bap(aprH PU HOMHHAIHO

anda auBo 5%.

Taéanuna 13: CnouTHa Ha kKbpBeHe B npoyyBannaTa RE-COVER u RE-COVER 11, B kouro ce
usnurTea jeyeHuero Ha DVT u PE

Haburatpan erexcunar Bapdapun Koeduuuent Ha
150 mg aBa IbTH pHUCKa CIIpsMO
JTHEBHO BapdapuH
(95% CI)
ITanuenTy, BKIIOYEHH B 2456 2462
aHajmM3a Ha 0€30IMacHOCTTA
Cw0uTHS Ha TOJISIMO KbPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)
Brrpeuepenno kppBeHe 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
lNonsimo CY kbpBeHe 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
JKusoTo3acTpaiaBaiio 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE
CoOuTHS HA TOJIIMO 109 (4,4%) 189 (7,7%) 0,56 (0,45;0,71)
KbPBEHE/KITMHUYHO 3HAYHMO
KbpBEHE
BesikakBo KbpBEHE 354 (14,4%) 503 (20,4%) 0,67 (0,59; 0,77)
BceskakBo CY kbpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90; 1,82)

CrOuTHsITa HA KbPBEHE MIPH JBETE JICYSHHsI Ca OTYUTAHU OT ITBPBUS MPHEM Ha Ja0uraTpaH eTeKCHaT
win BapgapuH cieq NpeKpaTsBaHe Ha NapeHTepaIHaTa Tepanus (Iepruoj caMo Ha IepopaitHo

neuyenne). ToBa BKIIOYBA BCUYKH CHOUTHS Ha KbPBEHE, BE3HUKHAIM 10 BpEMe Ha Tepamnusira ¢
nmaburarpaH eTekcuiar. BkitoueHn ca BCHUKH ChOUTHS Ha KbpBEHE, Bh3HUKHAJH 110 BpeMe Ha
TepanusTa ¢ Bap(aprH, OCBEH OHE3U, KOUTO ca Bh3HUKHAJIH 10 BpeMe Ha TIeprojia, B KOUTO ce

3aCThIIBAT JJCYCHUCTO C Bap(l)apI/IH U NapCHTCpaiHaTa TCparus.

107




B tabnuua 14 ca mocoueHu JaHHU 3a CHOUTHS Ha KbpPBEHE B OCHOBHOTO npoyuBaHe RE-MEDY, B
KoeTo ce m3nutBa npeeHnusata Ha DVT u PE. Hakou cpOuTHs Ha KbpBeHE (CHOUTHS Ha TOJISIMO
kbpBeHe (MBE)/knuan4no 3HaunMo kbpBeHe (CRBE); BcsikakBo KbpBeHE) ca 3HAYUTEITHO TTO-MAJIKO
MIpY HOMHHATHO ayiha HUBO 5% TP MaMeHTH, TPHEeMali JaburaTpaH eTeKCHiIaT, B CPaBHEHHE C

Te3H, IpueMau BappapuH.

Ta6auna 14: CnouTHA Ha KbpBeHe B npoyuBaHe RE-MEDY, B koeTo ce H3MUTBa NpeBeHIUATA

Ha DVT u PE
Jaburarpan Bapdapun Koedunuent na
erexcmiat 150 mg nBa pHCKa CTIPSIMO
I'BTH JTHEBHO Baphapux
(95% noBeputenen
WHTEpBaN)
JlexyBaHM MaIMEHTH 1430 1426
Cw0uTHS Ha TOJISIMO KEPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
Borpeuepenno kppBeHe 2 (0,1%) 4 (0,3%) He moxe na 6b1e
u34ucien™®
lomssmo CY xbpBeHE 4 (0,3%) 8 (0,5%) He Moxe na 6b11e
n34yucieH™*
JKuBortozactpamiaBaiio 1 (0,1%) 3 (0,2%) He moxe na 6b1e
KbpBEHE uz4ucien™®
Cp0uTHS HA TOIIMO 80 (5,6%) 145 (10,2%) 0,55(0,41,0,72)

KbPBEHE/KIMHUYHO 3HAYUMO
KbpBEHE

BcsikakBo KbpBeHE

278 (19,4%)

373 (26,2%)

0,71 (0,61; 0,83)

Bceskakso CY kbpBeHe

45 (3,1%)

32(2,2%)

1,39 (0,87 2,20)

*KP He Moxke Ja 61;)1e HU3YHUCJICH IOpaJy Jiuricata Ha CHLOUTHE B KOSITO U Ja € KOXOpTa/J'Ie‘lGHHC

B tabmmna 15 ca mocodenu naHHU 3a CHOUTHA Ha KbpBEHE B OCHOBHOTO npoyuBaHe RE-SONATE, B
koeTo ce m3nuTBa npeeHnusaTa Ha DVT u PE. Yecrorara Ha komOunanusta MBE/CRBE u Ha
BCSKaKBO KbPBEHE € 3HAYMTEITHO MO-MaJIKa ITPH HOMHUHAIHO aia HUBO 5% Npu NalMeHTH, pUeMalu
m1are6o, B CpaBHEHHUE C TE3H, IPUEMAITH Ta0UTaTpaH eTeKCHIIaT.
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Tabanna 15: CnrouTHs Ha kKbpBeHe B npoyuBane RE-SONATE, B koeto ce nanurea
npesenuusita Ha DVT u PE

Jaburarpan [Tnamnebo Koedumnuent na
erekcunat 150 mg nBa PpHCKa CIPsMO
I'BTU THEBHO ane0o
(95% noBepuTeneH
WHTEpBaN)
JlexyBaHu maneHTH 684 659
CbOuTHSs Ha TOISIMO KbPBEHE 2 (0,3%) 0 He moxe na
ObJle U34HCIIeH
*
BrTrpeuepenHo kbpBeHe 0 0 He moxe na
ObJle N34HCIICH
*
lonsimo CY kbpBeHe 2 (0,3%) 0 He moxe na
ObJIe U3UYUCIIEH
*
J’KuBoTozacrpamaBario 0 0 He moxe na
KbpBEHE 0bJe N3YHCIICH
*
Cp0uTHS HA TOIIMO 36 (5,3%) 13 (2,0%) 2,69 (1,43;5,07)
KbpBEHE/KITMHUYHO 3HAYNMO
KbpBEHE
BcsikakBo kbpBeHE 72 (10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
BcesikakBo CU kbpBeHe 5(0,7%) 2 (0,3%) 2,38 (0,46; 12,27)

*KP He Moxe 1a ObJic M3UMCIICH TIOPaJIY JIMIICAaTa Ha ChOUTHE MPU KOETO U JIa € OT JICUCHUATA

AZD(,IHVJZOMMWIOS’CI U Heymponerus

ArpaHyIIONMTO3a ¥ HEYTPOIICHUS ca ChOOIIaBaHU MHOTO PSJIKO CJIE]] pa3pellaBaHe 3a yrnorpeda Ha
JaburarpaH erekcuiar. Tl KaTo HeXeJaHUTE PeaKIIiK ca ChOOIaBaHU TP TIOCTMAPKETHHTOBOTO
HaAOJI0JICHNE OT MMOITYJIAlKs C HEYCTAaHOBEH pa3Mep, YecToTaTa UM He MOKe /1a ObJIe TOCTOBEPHO

onpezaeneHa. YectoraTa Ha ChOOIIABaHE € 3YHUCIICHA HAa 7 ChOMTHSA Ha 1 MIJIMOH NMAI[MEHTOTOIMHY 3a

arpanyJjionuro3a u 5 ceOuTHs HA 1 MUIIMOH NaUMCHTOTOAWHUA 3a HCYTPOIICHH.

HCZII/IaTDI/I‘IHa nomyJaanusa

BezomacHoctTa Ha qaburarpan erekcuiart npu jiedueHnero Ha VTE 1 npeBeHIus Ha peruIuBUPaIi
VTE npu neuaTpuyHy MalMeHTH € ipoydeHa B e n3nuTBanus ¢asza 11 (DIVERSITY u 1160.108).
00610 328 nenuaTpUYHM MAIUSHTH ca JISKyBaHH ¢ Jadurarpan etexcuiar. [lanuenTture ca
MOJTy4YaBaJIH aJalTUPAHH CIIOPE Bh3pPacTTa M TEJIECHOTO TErJI0 J03U OT ChOOpa3eHa C Bb3pacTTa
nekapcTBeHa opma Ha qaburaTpaH eTeKCHIaT.

Karo II5J10 CE€ OYaKBa HpO(i)I/IJTLT Ha 0e30MacHOCT Ipu aenua Ja € CbIIUAT KaTO MPU Bb3PACTHH.

0061110 26% OT NMeaUaTpUUHUTE MALMEHTH, JICKYBaHHU ¢ qaduraTpan erekcuiar 3a VTE u 3a npeBeHius
Ha perauBupainy VTE, ca momydnny HexxenaHu peaKiii.

Cnucwvk Ha Hexceianume peakyuy 6 mabaiuyer 6uo

B Tabauna 16 ca mokasaHu HeKeJlaHUTE PEaKIMU, yCTAHOBEHH B POYYBaHUsATA IpH JieueHre Ha VTE
Y TIpeBeHIus Ha peuuauupaii VTE npu neauaTpyudHu nanueHTy. Te ca rpynupanu Mo CUCTEMO-
opraneH knac (SOC) u 1o yectora ¢ U3NOJI3BaHE HA ClIeJJHATa KOHBEHIIN: MHOTO YecTH (>1/10),
yectu (>1/100 no <1/10), meuectu (>1/1 000 mo <1/100), penxu (>1/10 000 mo <1/1 000), MmHOTO
peaku (<1/10 000), ¢ Hew3BecTHa YeCTOTa (OT HAIMYHUTE JaHHU HE MOXKe Jla ObJie HarpaBeHa
OTICHKA).
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Tadauua 16: Hexenanu peakunu

YecToTa

SOC / Ilpeanountan TepMUH

nedenue Ha VTE u npeseHnus Ha penuausupamy VTE

IpU NCJUAaTPUIHHN NMMAITMCHTH

Hapymienus Ha KpbBTa M TMMQHATA cCHcTEMa

AHeMmus Yectn
[ToHmkeH XeMorI001H Heuectn
TpomOouuToneHus Yectu
IToHMXEH XEMaTOKPUT Heuectu
Heyrponenus Heuectu
ArpaHyJonuTosa C Heu3BecTHa 4ecToTa

Hapymienus Ha »MyHHaTa cuctemMa

JlekapcTBeHa CBPbXUYBCTBUTEIHOCT Heuectn

O6puB Yectn

[Ipyputyc Heuectu

AHaduIakTHYHA peaKius C HeW3BeCTHA YeCTOTa

Anruoenem C HeW3BeCTHA 4eCTOTa

Yprukapus Yectu

Bbponxocnazem C HeW3BeCTHA YeCTOTa
Hapyuienust Ha HepBHATa cucTema

Brrpeuepenna xemoparus Heuectn
CbJI0BY HapyUICHUS

XemaToM Yectu

XeMmoparug C Hem3BecTHa YeCTOTa
PecniupatopHu, rpbAHU U METUACTUHAIHY HAPYIICHUS

Enucrakcuc UecTtn

XemodTHza Heuectn
CroMantHO-IpeBHU HAPYIICHHMSI

CtoManrHo-4peBHA XEMOPAarus Heuectn

Ab6pomMuHanHa 0osIKa Heuectn

Huapus Yectu

Hucnencus Yectu

lanene Yectu

Pekranna xemoparus Heuectn

XeMOpOI/I)_'[aHHa XeMoparusa

C HeHn3BecCTHA YECTOTA

CroMarHo-4peBHa 513Ba, BKIIFOYUTEITHO
e3oareaiHa s3Ba

C HeHn3BecCTHA YECTOTA

l'acrpoesodarur Heuectu
I"actpoesodareanna pedurykcHa 0osecT Uectn
[ToBpbiiane Yectu
Jucharus Heuectn

XemnaToOMIMapHU HApyIIEHUs

Hapymrena wepaoapo6nua
¢ynkuns/OTKIOHEHHS BbB
(YHKIIMOHATHUTE Y€PHOAPOOHHU
MoKa3arenu

C HeusBecTHA YyecToTa

[ToBuiieHue Ha anaHuH Heuectn
aMHHOTpaHc(epazaTa

IToBuinenue Ha acnaprat Heuectu
amuHOTpaHchepasaTa

[ToBuiieHn yepHOAPOOHHN EH3UMHU YecTn
XunepouaupyOnHeMust Heuectn
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HapymeHmI Ha KOXKaTa " IMOAKOXKHAaTa ThKaH

Ko>xnu kpbBOM3IUBU Heuectu

Anonenust UecTtn
Hapymiennst Ha MyCKyJTHO-CKEJIETHATa CHCTEMA U CheIMHUTEITHATA ThKaH

XemapTposa C HeW3BeCTHA YeCTOTa
Hapymienus Ha 660peruTe ¥ MUKOYHNUTE IHTHINA

YporeHuranHa xeMoparus, Heuectn

BKJIFOUUTCIIHO XCMATYpUL

OO61u HapymeHus ¥ e(heKTH Ha MSICTOTO Ha MPHIIOKEHUE

XeMoparus Ha MSCTOTO Ha C HeusBecTHa yecToTa
WH)KEKTHUpaHe
XemMoparust Ha MSICTOTO Ha TIOCTaBsIHE C Heu3sBecTHa yecToTa

Ha KaTreThpa

HapaHSIBaHI/IH, OTpaBAHUA U YCJIOKHCHU S, BBSBHUKHAJIN B pE3YyJITaT HA MHTCPBCHIINU

TpaBmMaTH4yHa XemMoparus Heuectn

XeMoparI/m Ha MACTOTO HAa MHIIM3UA C HeHM3BECTHA YECTOTA

Peaxyuu na kvpsene

B nBe nznutBanus ¢asa Il npu nokasanueto neuenne Ha VTE u npesennust Ha peuuausupamy VTE
NpY TeJUaTPUIHH NanyeHTn o61o 7 narmenTs (2,1%) ca Manu cb0UTHE Ha TONISMO KbpBEHE,

5 marentu (1,5%) ca umanu crOUTHE Ha KIMHUYHO 3HAYUMO HETOJISIMO KbPBEHE, a 75 MaIlMeHTH
(22,9%) ca umanu chOMTHE HAa HE3HAYUTEITHO KbpBeHE. KaTo 1151510 yecToTaTa Ha CHOUTHSITA Ha
KbpBEHE € T0-BHUCOKa IpH Mo-Bb3pacTHarta rpymna (12 mo <18 rogunan: 28,6%), OTKOIKOTO B TPYIHUTE C
Mo-MaJika Bb3pact (0T paxkaanero a0 <2 roawawn: 23,3%; 2 no <12 roguan: 16,2%). I'onssmo wmm
TEXKO KbPBEHE, HE3aBUCUMO OT MACTOTO HAa Bb3HUKBAHE, MOXKE J1a I0BE/E 10 UHBAINIU3UPAHE,
JKUBOTO3aCTpaIIaBaIlo ChCTOSHUE WITH IOPH JIETAIECH U3XOJ.

C'I)O6H_IaBaH€ Ha IMoaA03HupaHn HEXKCIIaHU PCAKITUNA

CpoOI11aBaHETO Ha TOI03UPAHH HEKEIAHU PEAKIUK CJIe]] paspeliaBaHe 3a ynotpeda Ha JeKapCTBEHHUS
NPOIYKT € BaxkHO. TOBa MO3BOJISABA 1A TIPOIBIKU HAOIOICHUETO Ha ChOTHOIICHUETO TOI3a/pUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATTHCTH CE U3UCKBA J]a ChOOIIABAT BCsKa
M0JI03UPaHa HeXellaHa Peakius uype3 HallMOHAIHA CHCTEMa 3a ChOOIIaBaHe, IIOCOYEHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

I[OBI/I z[a61/1ranaH CTCKCWJIAT, HaJIBUIIIaBAIlU IIPCIIOPBUYUTCIIHUTEC NJO3U, U3JIaraT malucHTa Ha
IMMOBUILICH PUCK OT KbpPBCHE.

[Ipu cbMHEHHME 3a NIpelo3UpaHe IPOBEXKAAHETO HA KOAryJIallMOHEH TECT MOXeE Ja IIOMOTHE 3a
oTpeJieIisiHe Ha pUCKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). KanuOpupan xonmuectsen dTT Tect unm
mHorokpatau dTT u3MepBaHus TO3BOJISBAT MIPEBIDKIAHE HA BPEMETO, KOTATO I1ie OBIaT TOCTUTHATH
oTIpezieNIeHN HMBA Ha JlaburaTpaH (BX. To4ka 5.1), ChIIO B ciiydail ue ca MpearnpueTy JOMbIHUTETHI
MEpPKH — Halp. JUajin3a.

[IpekomepHaTa aHTUKOATYIJIAIUS MOKE J1a H3UCKBA NIPEYCTAaHOBSIBAHE HA JICUCHHUETO C Jaburatpad
erekcuiar. Tpil KaTo gaburarpan ce eKCKpeTupa NpeAnuMHO upe3 Ob0penure, TpsiOBa J1a ce MoAIbpKa
JocTarbuHa quypesa. Thil KaTo CBBP3BaHETO C NPOTEMHHM € B HUCKA CTEIeH, JaburaTtpaH MoXxe J1a
ObJIc IUaTM3upaH; UMa OTpaHNueH KIIMHUYCH OITUT, IEMOHCTPUPAIIL [T0J13aTa OT TO3H IMOIXO0/ B
KITMHUYHYU TIPOYYBaHMS (BXK. TOUKa 5.2).
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OBJ'Ia,Z[SIBaHe Ha YCJIOKHCHUSA C KbpPBCHC

B ciydaii Ha XeMoparuuHu ycI0KHEHUS JICUSHHETO ¢ TaburaTpaH eTeKcuiaT TpsoBa na ob/e
IPEyCTaHOBEHO, a IPUYMHATA 32 KbPBEHETO — M3clie/BaHa. [10 mpeleHKa Ha JISKyBallus JeKap U B
3aBUCHMOCT OT KJIIMHWYHATA CUTYalus TPIOBa Ja ce IpeanpreMe NOAXOASIIO MOIbPIKAIIO JIeYEHHE,
KaTO XMPYPrHYHa XeMOCTa3a WM 3aMECTBaHE Ha KPHBEH 00eM.

[Ipu BB3pacTHY MAIUEHTH B CIIy4au, KOTATO € HEOOXO0IMMO OBbP30 HEyTpaIH3UpaHe Ha
AHTUKOAryJaHTHUA e(eKT Ha JaburarpaH, MOXKe Ja Ce M3M0J3Ba CIeNU(PUIHOTO HEYyTPAITU3HPAIIO
cpeacTBo (Maapyiu3ymad), KOeTo aHTaroHu3upa hapMakoIMHaAMUYHUS e(PEeKT Ha Ja0UraTpaH.
EdukacHocTTa 1 6€30MacHOCTTa Ha HAAPYHU3YyMad He ca YCTAHOBEHH MPH MEAMATPHUUHHU HAIIUEHTH
(Bk. Touka 4.4).

Moske ma ce mMa MpeaBu/ MpHIaraHe Ha KOHIIEHTPATH Ha KOaryJlallmoHHN ()aKTOpH (aKTUBHPAHH WU
HEaKTHBUPaHH) WK pekoMOnHaHTeH ¢aktop VIla. Ma HAKOM eKcliepuMeHTaIHU TOKa3aTeNICTBa B
MOJKpera Ha poJIsiTa Ha TE3H JISKApCTBEHU NPOAYKTH B OOpBLIaHE Ha aHTUKOATYJIaHTHHS €(EeKT Ha
nJaburaTtpaH, HO TJaHHUTE 32 T0J13aTa UM B KIIMHIUYHHU YCJIOBHUS, KAKTO U 32 Bb3MOXKHHUS PUCK OT
pubayna Tpom60eMO0IM3bM, ca MHOTO orpaHnueHd. KoarynamoHHUTE TECTOBE MOTAT Jja CTaHAT
HEHAJISKIHU clie]l TPUIOKEHHE Ha MPENOPhUUTEIHUTE KOHLIEHTPATH Ha KOAryJIallMOHHH (pakTopH.
Tps0Ba 1a ce BHIMaBa IPH THJIKYBAHETO Ha Te€3H TecToBe. TpsAOBa 1a ce 0OMHUCITH MPIIIOKEHUE Ha
TPOMOOIIMTHA Maca B CIydauTe, KOTaTo NMa TPOMOOIIMTONICHHS WK ca OWJIM W3TIOJI3BaHH
IBIro/eiicTBAIN aHTUTPOMOOTHYHH JIEKapCTBEHHU NMPOAYKTH. L{su10TO cuMnToMaTudHo jeyeHne
Tpsi0Ba J1a ce Ipuilara 1o INpeleHKa Ha JeKapsl.

B 3aBUCHMOCT OT MECTHUTE BE3MOKHOCTH, TPsIOBa Ja c€ OOMUCIIN KOHCYJITAIUS ChC CICIUAINCT B
Cllyuall Ha royisiMO KbpPBEHE.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapMakoTepaneBTHYHA TPYIIA: aHTUTPOMOOTUYHU CPEJICTBA, JUPEKTHU TPOMOUHOBH WHXUOUTOPH,
ATC xox: BOIAEQO7.

MexaHu3bM Ha IEWCTBUE

JlaburarpaH eTeKCHIIaT € MaJIka MOJIEKyJIa IIPeJIeKapcTBO, KOETO He MOKa3Ba (papMaKoJIOTndHa
akTuBHOCT. Cliesi mepopaliHO NPUIIOXKEHHE Aa0uraTpaH eTekcuiar ce abcopobupa 0bp30 U ce
HpEeBpbIIa B JabUraTpan upe3 KaTaln3upaHa OT ecTepasa XUIPOoJIH3a B IIa3MaTa U B UepHHS APOO.
Jlaburatpan e MollleH, KOHKYpeHTeH, 00paTHM, JUPEKTEH TPOMOUHOB MHXUOUTOP U € OCHOBHOTO
BEIIECTBO C aKTUBHO JICHCTBHE B IJIa3Mara.

Tbii KaTo TPOMOMHBT (CEpHHOBA NPOTEa3a) MO3BOJISBA NPEBPBIIAHETO HA PUOpHHOreHa BbB (GUOPHH
B X0JIa Ha KOaryJlallMOHHATa KacKa/la, ”HXMOMPAHETO My MPEJOTBpATIBa 00Pa3yBaHETO HA ChCUPEK.
Haburatpan naxubupa cBoOOIHHUS TPOMOUH, GUOPHH-CBBP3aHUS TPOMOUH U TPOMOMH-UHyLIUpaHaTa
TpoMOOLIMTHA arperamus.

(DaDMaKOJII/IHaMI/I‘IHI/I ed’)eKTI/I

In vivo u ex vivo IpOy4YBaHUs [IPU KUBOTHU JJEMOHCTPHPAT aHTUTPOMOO3HA €(PUKACHOCT U
AHTHUKOAryJaHTHa aKTUBHOCT Ha ZIaGI/IFanaH CJIC MHTPABCHO3HO ITPUJIOKECHUE U HA Jla6I/H‘anaH
€TEeKCHJIAT CJIe]] IEPOPATHO MPUIIOKESHUE TIPU PA3ITMYHN )KUBOTHHCKH SKCTIEPUMEHTAIHU MOJICITH Ha
TpomOo3a.

CTJHICCTBYBa OTUYCTIIMBA KOpE1ausd MEXIY IJIa3MEHaTa KOHIICHTPAaA Ha )1a61/1ranaH " CTCIICHTA Ha

aHTHKoaryjganTHus edekT, Oasupano Ha ¢asa Il mpoyusanus. Jaduratpan yabikaBa TPOMOMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.
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KanuGpupanusat konmmuectBer Tect Ha TT upe3 paspexnane (dTT) naBa oneHka 3a miuasmeHaTta
KOHIICHTpAIMS Ha JaburaTpaH, KOsITO MOXe Jia ObJie cpaBHEHA ¢ OYaKBAHUTE IIa3MEHU
KOHIICHTpAIMY Ha Aaduratpad. B cimyyaii ue kanmmOpupanust dTT Tect mokaxe pesynrar 3a
TUIa3MeHaTa KOHLIEHTPaLus Ha 1aduraTpaH, KOWTO € Ha WM M0J] TPaHUIIaTa Ha KOJMYECTBEHOTO
oTIpeJieIisiHe, ClIeABa Aa ce OOMHUCIH NMPOBEXaHe Ha JOIBIHUTEIHO U3ClIeBaHE HA KOAryalusiTa,
Hanpumep TT, ECT wmm aPTT.

ECT moxe Aa OCUTypHu NUPCKTHA OICHKA Ha aKTUBHOCTTA Ha JUPCKTHUTC TpOM6I/IHOBI/I I/IHXI/I6I/ITOpI/I.

TectbT aPTT € mMPOKO JOCTHIIEH U TIOKa3Ba MPUOIM3UTEIHO AHTUKOAryJaHTHATA HHTEH3UBHOCT,
nocturHara ¢ gaduratpad. O6ade, aPTT TecThT nMa orpaHn4eHa YyBCTBUTEIHOCT U HE € MOIXO0IAIII
3a TOYHO KOJIMYECTBEHO OMpEIeIsTHe Ha aHTHKOAryJIaHTHUS e(heKT, 0COOEHO NPH BHCOKH IIa3MEHU
KOHIICHTpAIIMU Ha gadurarpa. Bernpeku ye Bucoku croitHoctu Ha aPTT TpsiOBa 1a ce ThIKyBaT ¢
MOBULIEHO BHUMAHKE, T€ IIOKA3BaT, Y€ MNALUCHTHT € aHTUKOAT'yJIMPaH.

Kato nsino, Moxxe 11a ce mpueme, 4e Te3M MOoKa3aTeld 32 aHTUKOAryJJaHTHA aKTUBHOCT MOTar Jia
OTpa3sIT HUBATA HA Ja0UraTpaH, KakTo U Jia MPEJOCTaBAT HACOKH 3a OLIEHKATa Ha PHCKa OT KbPBEHE,
T.e. Hax 90" mepceHTWI Ha Hal-HUCKUTE HUBA HA Ja0UraTpaH WK KOaryJlalloHeH TecT, KaTo Hail-
HUCKH n3Mepenn ctoiHocTr Ha aPTT (3a mparosete Ha aPTT Bxk. Touka 4.4, Tabnuia 5), Moxe aa ce
acoIupa ¢ TOBUIIIEH PUCK OT KbPBEHE.

Ilpesenyus na Mo3v4en UHCYIm U cucmemer_emoonuzvm npu evspacmuu nayuenmu ¢ NVAF ¢ eoun
wiu noseye puckosu pakmopu (SPAF)

CranuoHapHaTa cpeiHa FreOMEeTpUYHa MMKOBa IJIa3MeHa KOHLEHTpaLys Ha Ja0uraTpaH, n3MepeHa
0KO0JI0 2 "Yaca cies] mpuiarane Ha 150 mg naburarpan erekcuiat, € 175 ng/ml, ¢ rpanunm

117-275 ng/ml (B unTepBana 25-tu-75-tu nepcenti). CpellHara reOMETPUYHA Hal-HUCKA
KOHILIEHTpalMs Ha Ja0uraTpa, U3MepeHa CyTprH B Kpasi Ha 1030BUs MHTEepBal (T.e. 12 vaca cieq
BeuepHaTa J103a gadburarpan 150 mg), e cpeano okoso 91,0 ng/ml, ¢ rpanunu 61,0-143 ng/ml (B
WHTEpBaia 25-TU-75-TH IEPCEHTHN).

[Tpu manmentu ¢ NVAF, nekyBanu 3a npeBeHLUs] HA HHCYJT U CUCTEMEH eMO0n3bM cbe 150 mg
JaburaTpaH eTeKCHUiIaT Ba IbTH JTHEBHO,

J 90-usIT IepCEHTHI Ha N3MEPEHNUTE HAH-HUCKH TUTa3MEHHU KOHIICHTPAIK Ha JaduraTpaH
(10-16 gaca cien mpuema Ha peUIIHATA J103a) € okoi0 200 ng/ml,
. Haii-uuckute croitHoctute Ha ECT (10-16 waca cien nmpruema Ha MpeIuIIHaTa /103a), TOBUIIEHU

NpUOTU3UTETHO 3 BT HaJl TOpHATa ITpaHrla Ha HOpMaTa, ce OTHACAT 10 HabronaBanus 90-tu
nepceHTm Ha ynbokaBane Ha ECT ot 103 cekynmm,

o Hail-Hucku ctoitHoctr Ha aPTT, moBeue oT 2 mbTH HaJl rOpHATA IPAHULIA HA HOpMATa
(ympmxaBane Ha aPTT c okomno 80 cekynan), (10-16 gaca cinen mpueMa Ha MpeAnITHATA 1032)
ca oTpa3eHH Ha 90-Ms HEpCEHTHIT OT HaOJIOJICHUETO.

Jlevernue na DVT u PE, kakmo u npesenyus na peyuousu na DVT u PE npu éb3pacmuu nayuenmu

(DVT/PE)

IIpu maruenTy, nekyBann 3a DVT u PE c¢bc 150 mg naburarpan eTekcuiar sa rbTH JHEBHO,
cpenHaTa reoMeTpUYHa Hall-HUCKA KOHIICHTpallusl Ha jadurarpan, nusmeperna 10-16 yaca cien npuem
Ha J103a, B Kpasl Ha JI030BUsI MHTEpBa (T.e. 12 9yaca ciiej BeuepHara J03a JadurarpaH eTeKCUIaT

150 mg), e 59,7 ng/ml, ¢ rpanuim 38,6-94,5 ng/ml (B uHTepBana ot 25-tu 10 75-TH nepceHtwn). [Ipu
nedgernetro Ha DVT u PE ¢ naburatpan erexcwiar 150 mg aBa mbTH JHEBHO

. 90-MsIT IEPCEHTHIT HA U3MEPEHUTE Hal-HUCKH I1JIa3MEHH KOHIIEHTPAI[MH Ha Ja0urarpaH
(10-16 yaca ciien mprema Ha MpeIUIIHATA 103a) € oKoo 146 ng/ml,
° Haii-Huckute croitHoctute Ha ECT (10-16 yaca cien npremMa Ha MpeIuIIHaTa 103a), TOBUIIIEHU

MPUOINUZUTENTHO 2,3 MBTH CIPSIMO HAYATHUTE CTOMHOCTH, C€ OTHACAT J0 HaOmrogaBanus 90-tu
nepceHTm Ha yabokaBane Ha ECT ot 74 cexynnu
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o 90-msT epceHTHI Ha Hal-HUCKH cToitHOCTH Ha aPTT (10-16 yaca cnen mpuema Ha
NpeaMIIHaTa 103a) € 62 ceKyHIu, KOeTo € 1,8 mbTH CTOMHOCTTa Ha U3XOJHO HHBO.

Hsma nannu 3a hapMakOKMHETHKATA MPH MMALMEHTH, JICKYBaHHU 3a IPEBEHIUS Ha penuausupaiia DVT
u PE cbc 150 mg maburarpan eTekcwiaTt aBa IbTH THEBHO.

Kinanuna edukacHoCT M 6€3001aCHOCT

Emnuyecxu npousxoo

He ce naGirogaBaT KIIMHAYHO 3HAYMMH €THHYECKH PA3IMKA MEXKTy MAIIMEHTUTE OT €BPOIICHIHATA
paca, ¢ appo-aMepPHUKaHCKH, TaTHHO-aMEPUKAHCKH, STTOHCKH WM KUTAUCKH ITPOU3XO/.

Ilpesenyus na Mo3vuen UHCYIM U cUCHIeMeH emboIU3 LM npu 8b3pAadcnHu nayueHmu ¢ NVAF ¢ edun
uiu noseve puckosu éakmopu

Knuanyaure nanHu 3a euKacHOCTTa Ha Ja0UraTpaH €TeKCUIaT ca pe3ysTar ot npoyusaHeto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyITHIIEHTPOBO, MYJITHHAIITHOHAJIHO,
PaHIOMHU3UPAaHO MapaJIEHO CIIAIO U3MUTBAHE ¢ ABe 103U gadburarpan erekcmiat (110 mg u 150 mg
JIBa ITbTH JHEBHO) B CPaBHEHHE C OTKPUT MPHEM Ha Bap(apuH NpH MALUEHTH C PEICHPAHO MBKICHE
C YMEpEeH JI0 BUCOK PUCK OT HHCYJT U cHcTeMeH eMOonn3bM. [IbpBUYHATA 11€7 Ha TPOYYBAHETO € J1a
OTIpEJIeIN JIAJIK TadUTaTpaH eTeKCUIIAT OTCTHIIBA Ha Bap(aprH NpH MOHMKABAHETO HA CHOUTHATA HA
ChCTaBHATa KpaiiHa TOYKa ,,MHCYJIT U CUcTeMeH eMOonu3bM . ChIIO Taka € aHAIM3UPaHO U
CTaTHCTUYECKOTO MPEBB3XOICTBO.

B npoyusaneto RE-LY ca pannomusupanu obuio 18 113 nauuenTn Ha cpeana Bb3pacT 71,5 ronuau n
cpenes CHADS; c6op 2,1. [lonynamusra ot naruertu e 64% ot Mmbxku non, 70% oT eBporienicH
npousxon u 16% ot azuarcku npousxox. [lpu manuenTrre, paHIOMU3UpPaHH 1a IOTy4yaBaT BaphapuH,
CPeIHUSAT MPOLEHT Ha BpemeTo B TeparneBTndeH 00xBaT (TTR) (INR 2-3) e 64,4% (meanana Ha TTR
67%).

IIpoyuBanero RE-LY moxka3Ba, ue maburarpan eTexcuiar npu go3a 110 mg aBa mpTH THEBHO HE
OTCTBIIBA Ha eeKTa OT BaphapuH MIPH NPEBEHINS HA UHCYJIT U CUCTEMEH eMOOIM3bM IPH MALEHTH
C TIPEACHPAHO MBXJIeHE, ¢ ToHmKeH puck ot ICH, 0010 kbpBeHe 1 rosiMo KbpBeHe. Jlo3aTa 150 mg
JIBa TTbTH JTHEBHO MOHIKaBa 3HAYMMO PHCKa OT UCXEMUYEH W XeMOparnieH UHCYIT, ChA0Ba CMbBPT,
ICH u o0mo kppBeHe B cpaBHEHHE ¢ BapdapuH. YecToTaTa Ha rojsiMO KbPBEHE NP Ta3H /1032 €
cpaBHUMa C BapdapuH. YectoraTa Ha MUOKapAeH MH(APKT € JIEKO MOBUIICHA NP Ja0uraTpad
erekcuiar 110 mg nBa mbTH gHEBHO U 150 mg 1Ba MHTH JTHEBHO B CpaBHEHHE C Bap(aprH
(xoedunmenT Ha pucka 1,29; p=0,0929 u koepunuent Ha pucka 1,27; p=0,1240, cborBeTHO). C
nojoOpsiBaHe Ha rpociieasBaneTo Ha INR, HaGmogaBannTe Moa3u OT JaburaTpaH eTeKCUiaT B
cpaBHeHHE ¢ Bap(apHH 0TCIadBar.
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Tabmuuu 17-19 noka3sat nogpoOHO KITIOYOBUTE PE3YIITATH B IsUIaTa MOMYJIalys:

Taéauua 17: AHaau3 HA NBPBOTO CHOMTHE - HHCYJIT WJIH CHCTeMeH eM00Iu3bM (TbPBUYHA
KpaiiHa TO4YKa) [0 BpeMe Ha nepuoaa Ha npoyusane Ha RE-LY.

Jlaburarpan erekcuiar Jlaburarpan erekcunar Bapdapun
110 mg aBa mptH qHEBHO | 150 mg aBa IHTH THEBHO
Pangomusupanu 6015 6076 6 022
ManyeHTH
Wucynr w/unm
CHUCTEMEH eMOOIH3BEM
UecroTa (%) 183 (1,54) 135 (1,12) 203 (1,72)

Koedwumnuent na
pucka c/y
Bapdapus (95%
CDh

0,89 (0,73; 1,09)

0,65 (0,52; 0,81)

IIpeBb3x0ACTBO
p-CTOMHOCT

p=0,2721

p=0,0001

% ce oTHacs 10 roguvniHaTa 4€CToTa Ha cnOuTHATA

Taﬁ.lmua 18: Amnajau3 Ha IBPBOTO ChbOMTHE HA HCXeMUYEH MJIN XeMoparu4iceH HHCYJIT 11O BpeMe

HA nmepuojaa Ha npoy4Bane Ha RE-LY.

Haburarpan erexcuiar | Jlaburarpan eTexcuiar Bapdapun
110 mg nBa mbTH 150 mg nBa mbTH
JTHEBHO JTHEBHO
Pangomusupanu 6015 6 076 6 022
MaIMEHTH
WHcynt
Yecrorta (%) 171 (1,44) 123 (1,02) 187 (1,59)
Koedumnuent na 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
pucka c/y
Bapdapus (95%
CDh
p-CTOMHOCT 0,3553 0,0001
CucreMeH eMOOJIN3BM
Yecrora (%) 15 (0,13) 13 (0,11) 21(0,18)
Koedunment Ha 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
pucka c/y
Bapdapus (95%
CD
p-CTOMHOCT 0,3099 0,1582
VcxemuueH HHCYT
Yecrora (%) 152 (1,28) 104 (0,86) 134 (1,14)
Koedunment Ha 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
pucka c/y
Bapdapus (95%
CI)
p-CTOWHOCT 0,3138 0,0351
XemoparuueH HHCYIT
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UYecroTa (%)

14 (0,12)

12 (0,10)

45 (0,38)

Koedumnuent na
pucka c/y
Bapdaput (95%
CI)

0,31 (0,17; 0,56)

0,26 (0,14; 0,49)

p-CTOMHOCT

0,0001

<0,0001

% ce oTHacs 10 roguvniHaTa 4€CToTa Ha cnOuTHATA

Tadanna 19: AHaJM3 HA CMBPTHOCTTA M0 BCSIKAKBA MIPUYHHA M HA CHPAEYHOCHA0BATA

CMBPTHOCT 10 BpeMe Ha NeproJa Ha npoy4saHne Ha RE-LY.

Haburarpan erexcuiar | Jlaburarpan eTekcuiar Bapdapun
110 mg aBa nbTH 150 mg aBa nbTH
JTHEBHO JTHEBHO
Pangomusupanu 6015 6 076 6 022
MaIMEHTH
CMBPTHOCT 1O BCSIKaKBa
MpUYIMHA
Yecrora (%) 446 (3,75) 438 (3,64) 487 (4,13)
Koedunment Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pucka c/y
BapdapuH
(95% CI)
p-CTOWHOCT 0,1308 0,0517
CbioBa CMBPTHOCT
Yecrorta (%) 289 (2,43) 274 (2,28) 317 (2,69)
Koedunment Ha 0,90 (0,77; 1,06) 0,85 (0,72; 0,99)
pucka c/y
Bapdapus (95%
CI)
p-CTOWHOCT 0,2081 0,0430

% ce oTHAcCs 10 TOJUIIIHATA YECTOTA HAa CHOUTHATA

Tabmuiu 20-21 moka3Bar pe3yJITaTUTe OT IbPBUYHATA KpaiiHa TOUKa 3a e(UKacHOCT U 0€301acHOCT B

CHOTBETHHUTE CyOIOIMyIanu:

3a ObpBUYHATA KpaﬁHa TOYKaA ,,MHCYJIT U CUCTCMCH eMOOoIU3bM ™ HE ca I/I,Z[CHTI/I(I)I/ILII/IpaHI/I noarpymnu

(T.e. BB3pACT, TEIJIO, 10JI, ObOpeuHa QYHKI[HMS, €THUUECKA IPUHAJICHKHOCT U JP.) C Pa3InYCH
KOe(UIIMEeHT Ha PUCKa B CpaBHEHHE C Bap(apuH.

Ta6auuna 20: Koeduuuent Ha pucka u 95% CI 3a uncyar/cucreMeH eM00JIU3BM MO MOATPYIH

Kpaiina Touxa JaburaTpan eTexcuiar JlaburaTpaHn eTexcuiaar
110 mg nBa mbTH AHEBHO C/y 150 mg nBa mbTH AHEBHO C/y
BapdapuH BapdapuH
Br3pact (roguam)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<u <75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
=15 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30<u <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50<u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)
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3a mppBUYHATaA KpaliHa TOYKa ,,[OJISIMO KbPBEHE  MMa B3aMMOJACHCTBHE HA eeKTa OT JICUEHUETO U
Bb3pacTTa. OTHOCUTETHHUAT PUCK OT KbPBEHE C JaOUraTpaH B CpaBHEHHE C Bap(apHH ce yBeIryaBa ¢
BBb3pacTTa. OTHOCUTETHHAT PUCK € HAal-BHCOK NPHY MAIMEeHTH >75 ronuHu. ChITbTCTBAIIATa yHOTpeOa
Ha aHTUTPOMOOTHYHH CpenicTBa, ASA WIH KIOMUIOTPEN MPUOIIM3UTEITHO YIBOSBA YeCTOTaTa Ha
MBE, kakTto npu gaburatpan eTeKcuiat, Taka v npu Bapgdapud. Hsama 3HaunMo B3anmoeiicTBue Ha
TepaneBTHYHUTE eeKTH MpU HoArpynure no 6p0peuna pynkuus u CHADS; pesynrar.

Ta6anna 21: Koeduuuent na pucka u 95% CI 3a cb0uTHSA HA TOJIIMO KbpPBEHe 110 MOATPYIH

Kpaiina Touka

Jlaburatpan eTexcuiar
110 mg nBa mbTH THEBHO C/y

BapdapuH

Jlaburatpan eTexcuiar
150 mg nBa mMbTH THEBHO C/y

BapdapuH

Br3pact (roguamn)

<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)

65<u <75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)

>75 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)

>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)

CrCL(ml/min)

30<um <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)

50<m <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)

>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)

Ynorpeba Ha ASA 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)

Ynorpeba Ha KIOMUIOTpen

0,89 (0,55; 1,45)

0,92 (0,57; 1,48)

RELY-ABLE (0vreocpouno, Myamuyenmpogo npoO0bidiceHue Ha U3NUmeaHemo Ha 1e4eHuemo ¢
oabueampan npu nAyUeHmu ¢ NPedcvLPOHO Mbicoene, Koumo ca 3asvpuuay usnumsanemo RE-LY)

[ponwmxennero Ha nanutBaneto RE-LY (RELY-ABLE) ocurypsiBa nombsiautenna naGopMmarms 3a
0e3omacHOCTTa MPU KOXOPTa MAaLMEHTH, KOUTO ca MPOIBIDKIIN 12 IpUeMaT 1aburarpaH eTeKCHIIaT, B
chIlaTa J103a, onpezaeneHa B n3nursaneto RE-LY. 3a uznutBanero RELY-ABLE ca u36pann
MalKeHTH, KOUTO TI0 BPEMETO Ha TMOCJIeIHaTa UM BU3uTa OT u3nurBaHeto RE-LY He ca npexbcHanu
JIYEHUETO 32 TIOCTOSHHO. BKIIFoueHNTE ManueHTy ca NpoabJKIIIN 1a IPUEMaT ChIllaTa ABOWHO-CIIANa
J103a JaburaTpaH eTeKcuiaT, pangoMu3upaHo onpenenena B RE-LY, 3a npocneassane 1o 43 mecena
cinen RE-LY (o6mro cpento npociensBane RE-LY + RELY-ABLE, 4,5 rogunn). [TonGpanu ca

5 897 manmeHTH, KOUTO TpeAcTaBiaBaT 49% OT MalMeHTHTE THPBOHAYAIHO, PAHIOMHU3UPAHO
ompejeneHu aa npuemar gaburarpas erekcuinar B RE-LY u 86% ot u3bpanuTe nanueHTy B
RELY-ABLE.

ITo Bpeme Ha mompiHUTETHUTE 2,5 TonuHu Ha iedeHne B RELY-ABLE, ¢ MmakcnMamHa eKCITo3uIns
Haja 6 ronuHu (00ma ekcrio3uius B RE-LY + RELY-ABLE), npodunsT Ha 6e30macHOCT Ha
JaburaTpaH eTeKCHIaT B ABJITOCPOUEH IJIaH € MOTBBP/CH 32 ABEeTe N3NUTBaHu 103 110 mg n1Ba mbTH
nHeBHO U 150 mg nBa meTH gHEBHO. He ca HabmomaBaHn HOBH HAXOJKH, CBBP3aHU C 0€301MacHOCTTA.
YecToTaTa Ha U3XOAHU CHOUTHS, BKIIOUMUTEIHO rOJISIMO KbPBEHE U IPYTU CHOUTHS HA KbPBEHE,
CHLOTBETCTBA Ha Ta3W, HaOmonaBaHa B RE-LY.
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,ZZGHHM OMm HEUHMEPBEHYUOHAJIHU NPOYY6AHUA

[Ipu enno HenHTepBeHMOHATHO npoyuBaHe (GLORIA-AF), npocniekTiBHO ca chOpaHu (BB BTOpaTa
My (aza) JaHHU 3a Oe30MacHOCTTa U €(PEeKTUBHOCTTA IIPU HOBOJMArHOCTUIMpaHu nanueHT ¢ NVAF
Ha JladuraTpaH eTeKCWIaT B peasiHu yciosus. [IpoyuBanero BrirouBa 4 859 nanueHnTu Ha qaburarpan
erekcuiar (55% nexyBanu cbe 150 mg aBa mbTH 1HEBHO, 43% nexkyBanu cbe 110 mg aBa mbTH
JTHEBHO, 2% JeKyBaHU ChC 75 mg ABa IbTH THEBHO). [lanmeHTHTE Ca pOCIensIBaHu B TIPOIBIIKEHUE
Ha 2 ronunu. Cpeguute CHADS; u HAS-BLED ckopose ca crotBeTHO 1,9 1 1,2. CpenHoTo BpeMe Ha
npocieasBaHe o BpeMe Ha Tepanusrta e 18,3mecena. ['onsamMo kbpBeHe € Bb3HUKHANO npu 0,97 Ha
100 nmaruenToronuan. MiMa choO0IeHNS 3a )KUBOTO3acTpaiasaiio kepeere mpu 0,46 Ha

100 nmaruenToroanan, BeTpeuepenHa xemoparus mmpu 0,17 #a 100 manueHToroJuHu ¥ CTOMAITHO-
uypeBHO KbpBeHe npu 0,60 Ha 100 mauuenTorogunu. MucynT e Bp3HuKHaN npu 0,65 Ha

100 mareHTOroIuHM.

OcBeH TOBa B €JHO HEMHTEPBEHLIMOHAIHO NpoyuBaHe [Graham DIJ et al., Circulation.
2015;131:157-164] npu noeeue ot 134 000 nanuentu B crapuecka Bb3pacT ¢ NVAF B CbrenuHeHnuTe
maTy (JompuHecyo 3a moseue ot 37 500 marueHTOroAMHA BpeMe Ha IPOCeIsBaHe ¢ MPUIOKEHUE Ha
Tepanus) aburarpan erekcuiar (84% OT manueHTuTe ca JjeKyBaHu cbe 150 mg aBa MbTH AHEBHO,
16% OT manueHTUTe ca JeKyBaHHu CbC 75 mg ABa IbTH THEBHO) CE€ CBBP3BA C MOHMKEH PUCK OT
ncxemMuieH nHCyNT (koedunueHnt Ha pucka 0,80, 95% mosepurenen uatepsai [CI] 0,67-0,96),
BBTpedepenHa xemoparus (koedunment na pucka 0,34, CI (0,26-0,46) 1 cMbpTHOCT (KOEPHUIIMEHT Ha
pucka 0,86, CI1 0,77-0,96) u yBeauyeH pucK OT CTOMALIHO-YPEBHO KbpBeHE (KOe(UIIMEHT Ha PUCKa
1,28, CI 1,14-1,44) B cpaBHeHHe ¢ BapdapuH. He e oTKkpuTa pa3iiuka 1o OTHOIEHHE Ha TOJISIMO
kbpBeHe (koeduiment Ha pucka 0,97, CI 0,88-1,07).

Te3u HaOarOIEHNSI B PEANHU YCJIOBHS NOTBBPIKIABAT yCTAHOBEHHS NPOQuI Ha 0€30MacHOCT U
e(UKacHOCT 3a TabUraTpaH eTeKCUIIaT IIPH TOBa MoKa3aHue B npoyuBaHero RE-LY.

Hayuenmu, noonooicenu Ha kamemvpra abaayus npu IPEOCcbLPOHO MbICOeHe

[IpoBenieHO € MPOCTIEKTUBHO, PAaHIOMHU3UPAHO, OTKPUTO, MHOTOLIEHTPOBO, N3CIIEIOBATEIICKO
NpOyYBaHE ChC 3aciieneHa, IeHTPaJIHO yCTaHOBeHa olleHKa Ha kpariHara Touka (RE-CIRCUIT) npu
704 manmeHTH Ha YCTaHOBEHO aHTUKOAryJaHTHO JIedeHHe. B poy4yBaHeTo € cpaBHEHO
HEIMPEKHCHATOTO JICUSHHE ¢ maduraTpan eTekcuiaTt 150 mg 1Ba MbTH JHEBHO ¢ HEMTPEKHCHATOTO
JieYeHHne C Kopurupana Bb3 ocHoBa Ha INR 103a Bapdapus npu kaTeTbpHa adianus Ha
MapOKCU3MAaIHO WX NEPCUCTHPAIIO NPEACHPIHO MBxKeHe. OT 704-Te BKIIOUeHH nanueHTH, 317 ca
MOJIJIOKESHH Ha abjalus Ha MPeJAChPIHOTO MBXKICHE IPU HEMPEKbCHATO JIeUeHHE ¢ qadburarpas, a 318
ca MMoJUTOKEHH Ha a0Jialusl Ha MPeJICHPAHOTO MBXKACHE MPH HEMPEKbCHATO JieueHue ¢ Bapdapun. Ha
BCHYKHM IALIMEHTH € HalpaBeHa TpaHce3ogareanHa exokapauorpadus (TEE) npenu karerspHarta
abnanus. OCHOBHUSAT pe3ynrTaT (yCTaHOBEHO rojisiMO KbpBeHe criopes] kpurepunte Ha ISTH) HacThiBa
npu 5 (1,6%) manmeHTH B rpynara Ha JedeHue ¢ qaburarpas erekcuiar u npu 22 (6,9%) manneHTH B
rpymnara Ha JieueHue ¢ BapdapuH (pasiuka B pucka —5,3%; 95% CI —8,4, —2,2; P=0,0009). Hama
cbOUTHE Ha UHCYJIT/CHCTEMEH eMOOIM3bM/ipexoiHa ncxemuyuna araka (TIA) (komOuHMpaHO) B
paMoOTO Ha JICUEHHUETO ¢ JaburarpaH eTekcwiat u uMa exao croutue (TIA) B pamoTo Ha JiedeHHE C
BapdapHH OT BpeMeTo Ha abyanusita 1 1o 8 cenmuuu cien adnanusara. ToBa n3ciaeq0BaTeNcKo
NpOy4BaHe MOKa3a, ye JaduraTpaH eTeKCUIIaT € CBbP3aH ChC 3HAUUTEITHO HaMaIsIBaHEe Ha YyecToTaTa
Ha MBE B cpaBHeHue ¢ kopurupana Bb3 ocHoBa Ha INR mo3a Bapdapus B yciioBusTa Ha abarus.

Hayuenmu, xoumo ca 6unu noodnodiceHy Ha nepkymanna koponapua unmepgenyus (PCI) cve
cmenmupane

[IpocniekTHBHO, paHIOMU3HUPAHO, OTKPUTO MPOYUBAaHE ChC 3acieneHu kpaitau Touku (PROBE)

(daza I1Ib) 3a oueHka Ha 1BoiiHA Tepamnus ¢ gadurarpas erekcuiar (110 mg unu 150 mg 1Ba mbTH
JTHEBHO) TUTIOC KJIOMTUAOTPEI WIH TUKarpenop (antaronuct Ha P2Y 12) B cpaBHEHHE ¢ TPOWHA TEparus
¢ Bapdapud (kopurupana ksM INR 2,0-3,0) mitoc Kironmuaorpesn win Tukarpenop u ASA, e mpoBeaeHO
npu 2 725 maumMeHTy ¢ HEKJIaHO NPEeAChPAHO MBKIEHE, KOUTO ca oum nouoxkern Ha PCI cbe
crearupane (RE-DUAL PCI). [larmenture ca paHIoMHU3UpaHy 3a ABOMHA Tepanus ¢ Ja0uraTpan
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erekcuiar 110 mg nBa mbTH AHEBHO, IBOWHA Tepanus ¢ nadburarpan erekcwiat 150 mg 1Ba mbTH
JHEBHO WJIM TpoiiHa Tepamus ¢ Bapdapun. [lanuenTtu B crapuecka Bb3pactT u3BbH CAILLl (Ha BB3pacT
>80 roguHu 3a BCUYKHU cTpaHu, >70 roanHu 3a SIMoHNA) ca pa3npeaesieHy Ha CIydaeH MPUHIUT KbM
rpynara Ha JBOIHa Tepanus ¢ nadburatpan erexcmiaT 110 mg uiu KpM rpymnara Ha TPOWHA Tepanus ¢
Bapdapun. [IppBryHaTa KpaifHa TOUKa € KOMOMHUpaHa KpaiHa TOUKa ,,CbOUTHS Ha TOJISIMO KbpBEHE
Ha Oa3ara Ha nedununms Ha ISTH wim chOuTHE HAa KIMHUYHO 3HAYMMO HETOJIIMO KbpPBEHE .

YecToTara Ha IbpBUYHATA KpaiiHa Touka € 15,4% (151 nauueHTn) B rpynaTa Ha IBOMHA Teparus ¢
naburatpad erexcunat 110 mg cripsimo 26,9% (264 manuenTH) B rpynara Ha TpoiiHa Tepamus ¢
Bapdapun (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a ne mo-manka eduxacuoct u P <0,0001 3a
npeBb3xo1cTBO) 1 20,2% (154 nanueHTH) B rpynaTa Ha JIBOWHA TEparus ¢ JadurarpaH eTeKCuiatT
150 mg, B cpaBHeHue ¢ 25,7% (196 nanuenTH) B ChOTBETHATA IPyIIa 3a TPOMHA Tepanus ¢ BappaprH
(KP 0,72; 95% CI 0,58; 0,88; P <0,0001 3a He mo-Majka edukacHocT u P=0,002 3a npeBb3X0ICTRO).
Karo gacT oT onucarenHus aHanu3, 4ecToTaTa Ha ChOUTHS Ha TOJISIMO KbpPBEHE MPH TPOMOOIH3a Ipr
uHdapkT Ha Muokapza (Thrombolysis In Myocardial Infarction, TIMI) e mo-Hucka 1 B 1BETE TPYIU Ha
JIBOWHA Tepanus ¢ 1aburaTpaH eTeKCUIaT, OTKOJIKOTO B Ipylara Ha TpolHa Tepanus ¢ BapdapuH:

14 cwourus (1,4%) B rpynara Ha jaBoiiHa Tepanus ¢ naburatpan erexcunar 110 mg, B cpaBHeHue ¢

37 cvburus (3,8%) B rpynara Ha Tpoiina tepanus ¢ Bapgapus (KP 0,37; 95% CI 0,20; 0,68; P=0,002)
u 16 cebutns (2,1%) B rpynaTa Ha JBOWHA Tepanus ¢ gadurarpan erekcuinat 150 mg, B cpaBHEHHE C
30 coouTus (3,9%) B choTBETHATA Irpyna Ha TpoitHa Tepamnus ¢ Bapdapun (KP 0,51; 95% CI 0,28;
0,93; P=0,03). 1 nBetre rpymnu Ha IBOIHA Tepalus ¢ JabUTaTpaH eTEKCIIAT UMAT TO-HUCKH YECTOTH
Ha BBTpEUeperiHa XeMoparus, OTKOJIKOTO ChbOTBETHATA IpyIla Ha TPOHA Tepanus ¢ BappapuH:

3 ceoutus (0,3%) B rpymnara Ha qBoiHa Tepamnus ¢ qaburatpan erekcmiat 110 mg, B cpaBHEHHE ¢

10 couTHs (1,0%) B rpynata Ha TpoitHa Tepanus ¢ Bapdapun (KP 0,30; 95% CI 0,08; 1,07; P=0,06) u
1 cvoOuTHe (0,1%) B rpynaTa Ha qBOHHA Tepanus ¢ fadurarpan erekcwiat 150 mg, B cpaBHEHHE C

8 cooutus (1,0%) B choTBeTHaTa rpyna Ha TpoitHa Tepanus ¢ Bapdapus (KP 0,12; 95% CI 0,02; 0,98;
P=0,047). UectoTara Ha crOHuTHATA OT KOMOMHUpaHaTa KpaiHa TOYKa 3a e(puKacHOCT ,,CMBPT,
TPOMOOEMOOIMYHU CHOUTHS (MH(PAPKT HA MHOKAP/1a, HHCYJIT UIIK CUCTEMEH eMOO0JIN3bM) HITH
HeIJIaHWpaHa peBacKyjapu3anus”’ KOMOMHUPAHO B IBETE IPYIIM Ha JBOIHA Tepanusi ¢ JaduraTpan
eTeKCHJIAT € C He MOo-Majika e()MKacHOCT OT Ta3| B Tpylara Ha TpOiHa Teparus ¢ Bapdapux
(cvotBetHO 13,7% cupsamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29; P=0,0047 3a He mo-Majka
edpuxacHoct). Hama cTaTucTudecku pa3iuKy B MHIMBULYaJHUTE KOMIOHEHTH Ha KpaHUTE TOUKH 32
e(pUKaCHOCT MEKAY KOSATO U Ja OMII0 OT TPYIIUTE Ha ABOMHA Tepanus ¢ JaburatpaH eTeKCuiiaT u
rpyrnara Ha TpOoiHa Teparnus ¢ BappapuH.

[IpoyuBaHeTo 1mokasBa, 4e ABOWHATA TEPAIHs C Ja0UTraTpaH eTEeKCHIIAT U aHTaroHucT Ha P2Y 12
3HAYUTEIJIHO MMOHIKABa PUCKA OT KbPBEHE, B CpaBHEHUE ¢ TPOHHATa Tepalus ¢ BapdapuH, ¢ He
no-mMajka e(UKacHOCT 32 KOMOMHHMpaHaTa KpaiHa To4Ka ,,TpOMO0eMOOITNYHHN CHOUTHS TIPU
MAIMEeHTH C MPEACHPIHO MBXKJIEHE, KouTo ca omnu nmoanoxeHu Ha PCI cbe cTeHTHpaHe.

Jlewenue na DVT u PE npu ev3pacmuu nayuenmu (nevenue na DVT/PE)

EduxacHocTTa 1 0€30macHOCTTa ca MPOYYBaHHU B IB€ MHOTOLIEHTPOBH, PAaHJOMHU3UPAHH, ABOHHO-
CJIeTIM, IPOYYBAHMS C TIOBTApIIO ce euenne u napanennu rpynu RE-COVER u RE-COVER 1I. B
TE3W MPOyYBaHMA Ce CpaBHsABa nadburarpan erekcunat (150 mg nBa mpTH AHEBHO) ¢ BapdapuH (LeneBa
croitnoct Ha INR 2,0-3,0) mpu naunentu ¢ ocrpa DVT w/unu PE. OcHoBHaTa 1en Ha Te3u
IPOYYBAHUS € J1a C€ ONpeJIeNH Ay JaduraTpaH eTeKCHIaT NMa He M0-Majka e(UKacHOCT OT
BapdapuH npu HamalnsBaHe CHhOUTHATA HA TbPBUYHATA KpaifHa TOYKa, KOSTO MPEJICTABISIBA
KoMOMHanusATa oT penuauBupaia cumnromarnyia DVT w/vnm PE, u Ha cBbp3aHnTe CMBPTHHU Clly4yan
B PAaMKHUTE Ha 6-MeCeYHHs ePHO/] Ha JICUEHHE.

B coopuute mpoyuBanuss RE-COVER u RE-COVER 11 06110 5 153 nanueHTs ca paHAOMU3UPaHA U
5107 ca nexkyBaHu.

[IpoabikUTETHOCTTA Ha JIeYeHHETO ¢ (huKcHUpaHa f03a gadurarpad e 174,0 quu Oe3 mpocieasiBaHe Ha

koarynanusta. [Ipu nmanuenTure, paHIOMU3UPaHU 3a IPUEM Ha BapdapuH, MeluaHaTa Ha BpEMETO B
tepanesTrdeH uaTEpBa (INR 2,0 1o 3,0) e 60,6%.
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M3nuTBaHMATA MOKA3BAT, Ue JICUCHHETO ¢ Jaburatpan erekcuiat 150 mg 1Ba TbTH JTHEBHO € HE T0-
MaJiko e(h)MKacHO OT JieueHUeTO ¢ BapdhapuH (TpaHuIia 3a He mo-Majka epuracHocT 3a RE-COVER u
RE-COVER 1I: 3,6% 3a paznuka B pucka u 2,75 3a KOeHUITUEHT Ha pHUCKa)

Tabanna 22: AHaJIN3 HA TBPBUYHATA M BTOPHYHHUTE KpaiiHu To4ku 3a epukacHocT (VTE ce
chetou oT DVT u/unu PE) no kpas Ha nepuoaa cJjie JedeHHeTO B COOPHUTE
npoyuBanuss RE-COVER u RE-COVER 11

Jaburarpan erekcunar
150 mg aBa IbTH THEBHO Bapdapun
JlexyBaHu nanueHTH 2553 2 554
Penunusupain u
cumnromatrueH VTE u 68 (2,7%) 62 (2,4%)
cebp3aHa ¢ VTE cuppT
Koeduuumenr Ha pucka
crpsiMo BaphapuH 1,09
(95% nosepurenen 0,77; 1,54)
WHTEpBaJ)
Bropuunu kpaiinu
TOYKH 32 e(PUKACHOCT
Penmnusupain
cumnromatuueH VTE u
109 (4,3%) 104 (4,1%)
CMBPT 1O BCSIKAKBa
MPUIHHA
o
93% noseputenen 3,52, 5,13 334,491
WHTEpBaJ
Cumnromarnuna DVT 45 (1,8%) 39 (1,5%)
o
93% noseputenen 1,29; 2,35 1,09; 2,08
WHTEpBaJ
Cumnromarnuen PE 27 (1,1%) 26 (1,0%)
o
93% noseputenen 0,70; 1,54 0,67; 1,49
WHTEpBaJ
Cebp3ana ¢ VTE cmbpT 4(0,2%) 3 (0,1%)
0,
93% nosepurercH 0,04; 0,40 0,02; 0,34
WHTEpBaJ
CMBPT 10 BCAKAKBA 51 (2,0%) 52 (2,0%)
MpPUYIHHA
0,
93% nosepurereH 1,49; 2,62 1,52; 2,66
WHTEPBaJ

Ilpesenyus na peyuousupawa DVT u PE npu ev3pacmuu (npesenyus ha DVI/PE)

JIBe paHAOMU3MpPaHH, IBOHHO-CIIENIU POYYBAHMS C MApaJIeTHU TPy ca IPOBEACHU IIPH NAIEHTH C
npeaxoHa aHTUKoarynantHa tepanus. B npoyusanero RE-MEDY, koHTposmpaHo ¢ BapdapuH, ca
BKJIFOUEHH MAIUEHTH, TIPEIXOIHO JIEKyBaHH B MTPOBIDKeHNE Ha 3 1o 12 Mecena, KOUTO ce HYKJIasiT OT
JOITBJTHUTEIHO aHTHKOAryJIaHTHO JIeYeHue, a mane6o-konTponupanoTo npoyusaie RE-SONATE
BKJTFOYBA TAIMECHTH, MTPEIXOTHO JICKYBaHHU B POABIKeHHE Ha 6 10 18 Mecera ¢ HHXUOUTOpH Ha
BuTamuH K.

Lenra na npoyuBanero RE-MEDY e na ce cpaBHsT 6e30nacHOCTTa U €(pUKacCHOCTTa Ha NEpOpaTHUS
nmaburarpan erexcuiar (150 mg aBa meTH qHEBHO) ¢ BapdapuH (meneBa ctoiHocT Ha INR 2,0-3,0)
IIPH IPOAB/DKUTEIHO JICUCHHE U IPEBEHIIMS Ha peruanBupaiia cumnromaruuda DVT w/unu PE.
O06m1o 2 866 manmeHTn ca paHAoOMHU3Hpany 1 2 856 ca nexyBaHu. [IpoabIKUTEIHOCTTA HA JICUCHUETO
¢ 1aburaTpaH eTeKCHIIaT Bapupa oT 6 10 36 Mecena (Meauana - 534,0 nuu). [1pu nanueHrTure,
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paHIOMU3UPaHU Ha JIeueHHe ¢ BappapuH, MeJuaHaTa Ha BpEMETo B TepaneBTiuueH auana3zon (INR
2,0-3,0) e 64,9%.

RE-MEDY moka3Ba, 4e jedeHneTo ¢ naburarpan etekcuiar 150 mg q1Ba mbTH THEBHO € HE TIO-MaJIKO
eukacHoO OT BapdapuH (TpaHHIa 32 He IMO-MajKa eUKacHOCT: 2,85 3a Koe(UIIMEHT Ha prucKa u 2,8 3a
pasiuKa B pUCKa).

Tabanna 23: AHaJn3 HA TBPBHYHHMTE U BTOPHYHUTE KpaiiHu TO4YkH 3a epukacHocT (VTE ce
cberou oT DVT n/unm PE) no kpas Ha neproga cjieg Je4eHHeTO B IPOYYBAHETO

RE-MEDY
Jaburatpan erexcunar Bapdapun
150 mg nBa meTH
JTHEBHO

JlekyBaHu manueHTu 1430 1426
PeunnuBupany cumnromatuueH VTE u
CBBbp3aHa (I:) VTE cmbpT 26 (1,8%) 18 (1,3%)
Koedunment Ha pucka cripsiMo
BapapuH 0 713’-4 ; 64
(95% noBepuTeneH HHTEPBAI) (0.78; 2,64)
HE Mo-MaJIka e)UKaCHOCT 2,85
[larueHTH, IPY KOUTO € BH3HUKHAIIO

22 17
cpouTue kpM 18" Mecent
Kymynatusen puck ksM 18-ust mecen

1,7 1,4
(%)
Pasnuka B pucka cripsimo Bapdapua

0,4
(%)
95% moBepuTEIeH HHTEPBAI
HE MMo-MaJIka e()UKaCHOCT 2,8
BTopuunu KpaiHM TOYKM 3a
e(uKacHOCT
Peunnusupany cumnromaruueH VTE u 42 (2,9%) 36 (2,5%)
CMBPT 110 BCSIKAKBa MPHUYHHA
95% moBepuTEIeH HHTEPBAT 2,12;3,95 1,77; 3,48
Cumnromatnuna DVT 17 (1,2%) 13 (0,9%)
95% noBepUTENIEH HHTEPBAI 0,69; 1,90 0,49; 1,55
CumnromarnieH PE 10 (0,7%) 5(0,4%)
95% moBepuTEIIeH HHTEPBAI 0,34; 1,28 0,11; 0,82
Cebpzana ¢ VTE cmbpt 1 (0,1%) 1(0,1%)
95% noBEepUTENIEH HHTEPBAI 0,00; 0,39 0,00; 0,39
CMBPT 110 BCAKAKBa NPUYKHA 17 (1,2%) 19 (1,3%)
95% moBepuTEIeH HHTEPBAI 0,69; 1,90 0,80; 2,07

Lenta na npoyuBanero RE-SONATE e aa ce olieHu npeBb3X0ACTBOTO HA Ta0UraTpaH eTeKCIIaT
crpsiMo Tuiane0o npyu NpeBeHuusITa Ha peunauBrpamy cumnromMatiayau DVT w/unu PE npu
MAIMeHTH, IPEMUHAIN TTpeaxoiHo JeueHue oT 6 1o 18 mecena ¢ VKA. Ilnanupanoro nedenue e
naburatpad erexkcuiaat 150 mg 1Ba mbTH JHEBHO B NPOIBIDKEHHE Ha 6 Mecela, 63 He0OXOJUMOCT OT
HaOIro1eHHe.

[poyuanero RE-SONATE noka3za npeBb3X0/ICTBO Ha TabUTAaTpaH €TEKCHIIAT CIIPSIMO IU1aredo mo
OTHOLICHUE MPEBEHIMTA Ha ChOUTHS ¢ peunanBupany cumnromatnaan DVT/PE, BkmounTenHo
CMBPT 10 HEOOSICHUMH TTPUYHHH, C TIOHW)KEHNE Ha prcka oT 5,6% no 0,4% (nHamansBaHe Ha
OTHOCHUTEIHM pUCK 92% OazupaHo Ha Koe(UIIMEHTA HA PUCKA) 10 BPpeMe Ha Iepro/ia Ha JICUCHHE
(p <0,0001). Bcuuku BTOpMYHYM aHAIN3U M aHAJTU3U HA YyBCTBUTEITHOCTTA HAa IbPBUYHATA KpaliHa
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TOYKA ¥ HAa BCUYKU BTOPHYHU KPAHU TOYKH MOKA3BaT NPEBH3XOICTBO Ha Ta0UraTpaH eTeKCHIaT
crpsimMo 1ianeoo.

[IpoyuBaneTo BKimouBa 12-MecedHO TpocnesBaHe 3a HaOMoeHHE ciiel Kpast Ha jeueHnero. Crex
npeKpaTsBaHe Ha MPUJIaraHeTo Ha U3MUTBAHOTO JIEKApCTBO €EeKTHT Ce 3ama3Ba J0 Kpas Ha nepuoja
Ha MpocJieAsBaHe, KOETO MOKa3Ba MoAabpkaHe Ha eekTa OT IbPBOHAYAIHOTO JICUeHHE ¢ JaburarpaH
erexcuiar. He e HaOnronaBan pebaynn edekt. B kpas Ha npociensBaneTo choutusta ¢ VIE mpu
NalKueHTHTe, JeKyBaHH ¢ Jaburarpan erekcuwiat e 6,9% crapsmo 10,7% B rpynata Ha mianedo
(roedunment Ha pucka 0,61 (95% CI 0,42; 0,88) p=0,0082).

Ta6anna 24: AHaJN3 HA NBPBUYHATA M BTOPUYHHTE Kpaiinu Touku 3a eppuxacHocT (VTE ce

cberou oT DVT n/unm PE) no kpas Ha neproga cjiesy Je4eHHeTO B IPOYYBAHETO
RE-SONATE.

Jaburatpan erexcunar [Tnane6o
150 mg aBa IbTU JTHEBHO

JlexyBaHM manueHTH 681 662
PeunnuBupang
cumnromatndeH VTE u 3 (0,4%) 37 (5,6%)
CBBp3aHa C HET0 CMBPT
Koegwumment Ha pucka
cpsMo 1anedo 0,08
(95% noBeputeneH (0,02; 0,25)
WHTEpBaN)
p-CTOHHOCT 3a <0,0001
MPEBB3XOICTBO
Bropruunu kpaiinu
TOYKH 32 €(UKACHOCT
PeunnuBupang
cumnromatuueH VTE u 3(0.4%) 37 (5,6%)
CMBPT I10 BCSIKaKBa
MPUYMHA
o
95% noBeputeneH 0,09: 1,28 3.97: 7,62
HHTEpBAJ
Cumnromatuuna DVT 2 (0,3%) 23 (3,5%)
o
95% noseputencH 0,04: 1,06 2.21:5.17
HHTEpBAJ
Cumnromatuyen PE 1 (0,1%) 14 (2,1%)
o
93% nosepurercH 0,00; 0,82 1,16; 3,52
HMHTEPBaJ
Cspp3ana ¢ VTE cMbpT 0 (0) 0 (0)
o
93% noseputenen 0,00; 0,54 0,00; 0,56
HMHTEPBAJ
CMBpPT 110 HEOOSCHUMHU 0(0) 2 (0,3%)
MPUIMHA
o
93% noseputenen 0,00; 0,54 0,04; 1,09
HMHTEPBAJ
CMBPT 10 BCSIKaKBa 0(0) 2 (0,3%)
MPUYHHA
o
93% noseputenen 0,00; 0,54 0,04; 1,09
HMHTEPBAJ
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Knuanyny n3nuTBaHus 3a OpEBCHIIMATA HA TDOM6OCM60J'II/I3’BM OpHu HTalnreHTH CbC ChpACYHHU KIAITHU
npoTe3u

B usnutBane ¢asa Il naburatpan erekcunar u BappapuH ca MpoydeHu pu oomio 252 maiuenTy,
NpEeTHPIIETH HACKOPO XUPYPIrUYHa ONepalys 3a IOCTaBIHE Ha MEXaHWYHA Chp/IeUHa Kiiana (T.€. B
paMKHTE Ha HACTOSIATa UM XOCIIUTAIN3ALH), KAKTO U TP MallUeHTH, IPETHPIIEIIH Omepanus 3a
MOCTaBAHE Ha MEXaHWYHA ChPJ/IEYHA KJIama Ipeayr IoBeye oT Tpu Mecena. [loede TpomboemMOomnaam
CcbOUTHS (OCHOBHO MHCYJTH U CHMITOMHU/aCUMIITOMHH TPOMOO3H Ha MPOTE3UPAHUTE KIIATIH) 1
noBeve ChbOUTHS Ha KbPBEHE ca HaOJII0JaBaHu MPH Ja0uraTpaH eTeKCHiIaT B CpaBHEHUE ¢ BapdapuH.
[Ipu manmeHTHTE B paHHUS OCTONIEPATUBEH MEPHO/I, TOJIIMOTO KbPBEHE CE € TMPOSBABAIO OCHOBHO
KaTo XeMOparnieH NepuKapAeH U3JINB, MO-CIEUATHO MIPH MAIMEHTH, 3alT0YHAIN IPUEM Ha
naburaTpaH eTeKCHIaT CKopo (Ha 3-THs IeH) ciie]] XUpypruiHaTa orepanus 3a CMsHa Ha ChpJeyHa
KJana (Bx. Touka 4.3).

Tleduampuyuna nonviayus

Ilpesenyus na Mo3vuen UHCYIm u cucmemer_emoonuzvm npu evspacmuu nayuenmu ¢ NVAF ¢ eoun
WU nogeyue puckosu haxmopu

EBporneiickaTa areHuus 10 JiekapcTBaTa 0CBOOOKAaBa OT 3aIbJKEHUETO 3a [IPEJOCTABSHE Ha
pe3yaTaTuTe OT Ipoy4yBaHusATa ¢ Pradaxa BB BCHYKH MOATPYIH HA TIeINATPUYHATA TIOITyJIAIH 32
MOKa3aHUETO MPEBEHIUS HA MO3bUEH MHCYNT U CUCTEMEH eMOoIn3bM npu nauueHTn ¢ NVAF (Bx.
Touka 4.2 3a uH(pOopMaIs OTHOCHO YyHOTpeOa B TIEIUATPHSATA).

Jleuenue na VIE u npesenuus Ha peyuousupawu VIE npu neouampuunu nayuenmu

[Ipoyusanero DIVERSITY e npoBeneHo, 3a 1a AeMOHCTpUpa eUKacHOCTTa U 0€30MacHOCTTa Ha
JaburaTpaH eTeKCHIaT B CpaBHEHUE ChC cTannapTHO Jieuenue (standard of care, SOC) na VTE npu
MeANATPUYHY MMALMEHTH OT pakJaHEeTo 10 o 18-roauiHa Bp3pacT. Criope] nu3aiHa IpOy4YBaHETO €
OTKpPHUTO, PAaHJOMHU3MPAHO MIPOYUYBAHE C MapajIeIHU TPYIIH 32 JT0Ka3BaHE Ha HE MO-MaJika e(h)UKaCHOCT.
BxmrouenuTe 3a ygacTue NarMeHTy ca paHAOMHU3UPaHN B ChOTHOIIIEHHUE 2:1 1a momydyaBaT cho0pa3eHa
C Bb3pacTTa JieKapcTBeHa Gopma (Karcyiu, OOBUTH TpaHyId WK NIepopalieH pa3TBOp) Ha Aadurarpan
eTeKcuIaT (C 103H, aAalTHPAHU CIIOPE Bb3pacTTa U TeecHOTO Teriio) uiu SOC ¢ HUCKOMOJIEKYTHH
xenapuan (LMWH) nnm antaronuctu Ha Butamud K (VKA), nim ponmanapunyke (1 manueHT Ha

12 ronunnm). [IppBUYHaTa KpaiiHa TOUKa € ChCTaBHA KpaifHa TOYKa OT MALMEHTH C IIBJIHO pa3TBapsiHe
Ha TpoMOa, ¢ sinnica Ha peuuauBupanio VTE u ¢ nunca vHa cmbpTHOCT, cBbp3aHa ¢ VTE. Kpurepuunte
3a M3KJIIOUBAHE BKJIIOYBAT aKTHBEH MEHHHIHUT, CHIIC(QaAIUT U BbTpedepeneH aociiec. OO0

267 naruenTy ca paggomMusupann. Ot Tsax 176 manueHTy ca JIeKyBaH| ¢ JaburaTpaH eTeKCHIaT, a

90 marmentu ¢ SOC (1 paHgOMU3UpaH MALMEHT HE € JeKyBaH). 168 manuenTty ca Ha 12 10 mox

18 romuaun, 64 maruenTH ca Ha 2 10 nof 12 roguam, a 35 manueHTy ca 1o 2-TOUIITHA Bh3PacT.

Ot panpomusupanute 267 nanuentu 81 manmentn (45,8%) B rpynaTa Ha JaburaTpan eTeKCHIaT U

38 manmentu (42,2%) B rpynaTta Ha SOC oTroBapsAT Ha KpUTEPUHUTE 3a ChCTaBHATA IbPBUYHA KpaiiHa
ToYKa (II'BJIHO U3UYMCTBaHE Ha TpoMOa, unca Ha peunauBupan] VTE u numca Ha CMBPTHOCT, CBbp3aHa
¢ VTE). CpoTBeTHaTa pasirKa B 4eCTOTaTa MoKa3Ba He Mo-Majka e(ukacHOCT Ha naburarpan
erekcuiar B cpapHeHue ¢ SOC. CbBMECTUMH Pe3yNTaTH KaTo 1510 ca HAOJI01aBaHH U B MOATPYIIUTE:
HSIMa 3HAUYMTENTHH pa3inuus B eheKTa OT JCUSHUETO 3a MOATPYNUTE MO BB3PacT, 10, reorpadcka
00JIacT ¥ HaJIMYUe Ha OTPeEICIICHN PUCKOBU (akTopu. 3a 3-Te pa3IniHu Bb3PAaCTOBH CTPATH
CHOTHOIIIEHHETO Ha MAaIlMEHTHTE, MOCTUTHAIIM IThPBUYHATA KpaifHa TOYKa 33 €)UKACHOCT B IPYIUTE
CHhOTBETHO Ha Jaburatpan erexcunar u SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu nanueHTHTe Ha
BB3PACT OT PAXKIAHETO JI0 <2 rojuHu, 21/43 (48,8%) n 12/21 (57,1%) npu nanyeHTuTe Ha Bh3pacT 2
10 <12 roquan u 47/112 (42,0%) u 19/56 (33,9%) npu nanmeHTuTe Ha Bh3pact 12 no <18 roauHu.
[loTBBpAEHN CHOUTHS HA TONSIMO KbpBEHE ca choOmeHH 3a 4 mauuentu (2,3%) B rpynara Ha
nmaburarpaH erekcuiar v 2 naruentu (2,2%) B rpynarta Ha SOC. Hsima craTUCTHUYECKH 3HAYUMa
pasiinka BbB BPEMETO JIO M0sIBa Ha ITPBO CHOUTHE Ha TOJISIMO KbpBEHE. TpUIECeT U 0CeM MaIeHTH
(21,6%) B rpynaTa Ha maburarpan eTekcwiat u 22 nanuentu (24,4%) B rpynara Ha SOC umar
NOTBBPACHO CHOMTHE HAa KbPBEHE, KaTO IPH MOBEYETO OT TAX TO € KATErOpU3UPaHO KaTo
He3HauuTeHo. KomOuHMpaHaTa kpaifHa TO4Ka Ha MOTBBPJICHO CHOMTHE Ha TOJISIMO KbpPBEHE (Major
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bleeding event, MBE) wnu kiman4HO 3Ha4nMo Heroisamo (clinically relevant non-major, CRNM)
KbpBeHEe (KOTaTo MalMeHTHTE ca Ha JICYeHHE) ca ChoOIIeHu 3a 6 (3,4%) manuenTy B rpymaTa Ha
nmadurarpan erexcuiar u 3 (3,3%) manuentu B rpynata Ha SOC.

EnHo OTKpHUTO, MPOCTIEKTUBHO, KOXOPTHO, MHOTOLIEHTPOBO Ipoy4BaHe 3a Oe3zomacHocT daza 1l ¢
enno pamo (1160.108) e mpoBeneHo 3a OlleHKa Ha 6€30MIaCHOCTTa Ha JadUraTpaH eTeKCUIIaT MpH
npeBeHnus Ha peruauBupant VTE npu neanaTpuyHu MaueHTH OT pakaaHeTo 1o noj 18-roaumrHa
BB3pacT. [lanrenTn, KOUTo ca ce Hy»KJaelll OT MO-HaTaThIIHO aHTUKOAryJIaHTHO JIEYEHHE IOpan
HaJIM4Me Ha KIMHUYEH PUCKOB (aKTop Cliel] 3aBbpIIBaHE Ha HAYAIHOTO JieueHne 3a noTBbpleH VTE
(3a Hai-manko 3 Meceria) Win ciien 3apbpinBane Ha npoyuBaneto DIVERSITY, ca BxitoueHu B
npoyuBaHeTo. [logxoasmuTe 3a BKIIIOYBaHE MAMEHTH ca TIOIy4YaBalli aIaliTUPAHU CIIOPE]T Bh3pacTTa
Y TEJIECHOTO TETJIO JO3H OT ChoOpa3eHa ¢ Bb3pacTTa JiekapcTBeHa (hopma (Karcysiu, 0OBUTH IpaHyIn
WM TIEPOPAJICH Pa3TBOP) Ha Aa0UraTpaH eTEKCUIIAT 10 SIMMUHUPAHE Ha KIMHUYHUS PUCKOB (hakTop
i 10 MakcumyM 12 mecena. [IspBuyHHTE KpaifHH TOYKK Ha Mpoy4YBaHeTo ca peruans Ha VTE,
CHOUTHS Ha TOJISIMO WJIM HE3HAYUTEIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB Bpb3Ka C TPOMOOTHYHU
WK TpoMOOeMOOTMYH chOouTHsA) Ha 6 1 12 Mecena. M3xoauTte oT chOUTHATA Ca TOTBBPCHH OT
HE3aBHCHMa, 3aciielieHa KOMHUCHS 32 OIEHKa.

O06m10 214 nanuenTy ca BKIIOUEHH B ipoyuBaHeTo. OT Tsx 162 mauneHTu ca BbB Bb3pacToBa cTpara |
(ot 12 no mox 18 roaunm), 43 nmanyeHTH ca BbB Bb3pacToBa crpara 2 (0T 2 a0 nox 12 rogunn) u

9 marnmeHTH ca BBB BB3pacToBa cTpara 3 (0T paxkaaHeTo A0 MoJ 2-roauiiHa Be3pacT). [1o Bpeme Ha
nepuosa Ha ieueHue 3 manuentu (1,4%) ca pa3Bui MOTBBP/IEH OT KoMucusaTa peruans Ha VIE B
paMkuTe Ha IbpBUTE 12 Mecena ciies1 3ar0YBaHe Ha Je4eHueTo. [IoTBbpAeHN OT KOMHUCHATA CHOUTHSA
Ha KbPBEHE 110 BpeMe Ha Iepro/ia Ha JIedeHHe ca choOmeHn 3a 48 namuentu (22,5%) B paMKuTe Ha
nspBuTe 12 Mecerna. [loBeueTo chOUTHS Ha KbpBeHE ca He3HaunTenHU. [Ipu 3 mammentn (1,4%) nma
NOTBBPACHO OT KOMUCHSTA CHbOUTHE Ha TOJISIMO KbpBEHE B paMKuTe Ha mbpBuTe 12 mMecemna. [lpu

3 nanmenTH (1,4%) nma noTBBpIIEHO OT KoMucusATa choutie Ha CRNM KkbpBeHe B paMKUTE Ha
mppBuTe 12 Mecena. Hsama cMbpTHH ciiydan 1o BpeMe Ha nieproja Ha jedenue. [1o Bpeme Ha mepuoga
Ha Jieuenue 3 nanuentu (1,4%) ca pa3Buiiu mocTTpoMOOTHYCH CHHAPOM (post-thrombotic syndrome,
PTS) nnu ca umanu Bnomasane Ha PTS B pamkute Ha mbpBuTe 12 Mecena.

5.2 ®apmakoKkMHETHYHHU CBOWCTBA

Crnen mepopaitHO IPUIIOKEHHE JaburaTpaH eTekcuiaT Obp30 U HAITBITHO Ce IPEBPHINA B Ta0UTaTpaH,
KOHTO € akTHBHaTa (hopMma B TuiazMaTa. PasienBaHeTo Ha MpeieKapcTBOTO JJaburaTpaH eTeKCHiIaT
ype3 KaTaau3upaHa OT ecTepasa XUApOoJin3a 0 aKTUBHOTO BEIIECTBO Jadurarpan e npeobianasamiara
MeTaboynTHA peakius. AOCOMIOTHATa OMOHATMYHOCT Ha JaburarpaH cie NepopaTHo IPUI0KESHHIE
Ha Pradaxa e mpubmmsutenHo 6,5%.

Cren mepopaiiHo MPUIIOKEHNE Ha Ja0UTaTpaH eTEKCUiIaT IMpHU 3IpaBy JOOPOBOJIIIH,
(hapMaKOKMHETUYHHAT PO HA TadUraTpaH B IIa3Mara ce Xxapakrepusupa ¢ Obp30 HapacTBaHE Ha
TJIa3MEHUTE KOHIIEHTpAuy ¢ qocTurane Ha Cmax B pamkute Ha 0,5 u 2,0 gaca e mprioKeHHETO.

AOGcopbuus

[IpoyuBane, oleHsBAIIIO MOCTONIEPaTUBHATA a0COPOIHS Ha aburaTpaH erexcuiar 1-3 aca cuen
orepauusi, JEeMOHCTPHUPa OTHOCUTETHO OaBHa abcopOLuMs B CpaBHEHHE C Ta3W IPH 31paBU
JI00pOBOIILIH, TOKa3BalKK TUIABEH PO Ha TUIa3MEHaTa KOHLEHTPALUs BbB BpeMETO 0€3 BUCOKU
MUKOBY TUIA3MEHN KOHIIeHTpanuu. [TnKkoBH T1a3MeHH KOHIIEHTPAIIMHU Ce JOCTUTAT 6 Jaca ciejy
IMPUIJIIOKECHUCTO B ITOCTOIICPATUBHUA IIEPUO ITOPpAaN JOIIPHUHACAIITN q)aKTOpI/I, KaTO HalipumMep
a”ecre3usi, CU napesa u Xupypruyiu eeKTH, He3aBUCUMO OT IepopaHaTa JeKapcTBeHa Gopma.
Hpyro npoyuBane JeMOHCTpUpa, 4e OaBHA 1 3aKbCHABAIA aOcopOIMs OOMKHOBEHO ce HabIi01aBa
camo B JieHs Ha onepanusta. Ha cinenpamure qHM abcopOIrusTa Ha jadurarpan € 0bp3a ¥ MUKOBU
TUTa3MEHH KOHLEHTPAIMK Ce JOCTHUTaT 2 4aca cje]] IPUJIOKEHUE Ha JIEKAPCTBEHUS POIYKT.

XpaHaTa HC ITOBJIMsABA 6I/IOHaJ'II/I'~IHOCTTa Ha IIa6I/II'anaH C€TCKCHUJIaT, HO 3a0aBs BPEMETO OO0 MMKOBUTE
TJIa3MEHU KOHIICHTpPAINH ¢ 2 Jaca.

Cinax 1 AUC ca pornopIinoHaTHH Ha J103aTa.
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BuonannyHOCTTa Ciel IepOopaTHO MPUIIOKEHHUE MOXKE JIa Ce MOBHUINHU Che 75% ciie mpuiiokeHre Ha
eAMHUYHA J103a U ¢ 37% B CTAllMOHAPHO CHhCTOSIHKE, B CpaBHEHHUE ¢ pedepeHTHATa KancyaHa Gopma,
KoraTo TeJIeTUTe ce mpuemat 0e3 kamncymnata ot xumnpomenoza (HPMC). CnenoBaTtenHo 1ei10cTTa Ha
karicynute oT HPMC Bunaru Tps6Ba Ja e 3araszeHa npu KIMHAYHA ynoTpeda, 3a /1a ce n30erne
HEYMUIIUIEHOTO MTOBUIIIABaHe HAa OMOHATMYHOCTTA Ha JaburarpaH erekcuiar (Bxk. Touka 4.2).

Pasnpenenenue

Ha6uonaBa ce cna6o (34-35%), He3aBUCHUMO OT KOHIIGHTpAI[MATa CBhP3BaHe Ha Ja0urarpaH ¢
YOBENIKHTE IIa3MeHH npoterHd. O0eMbT Ha pasnpezencHue Ha gadurarpan ot 60-70 1 npesumiaBa
o0must 00eM Ha TeJIECHUTE TEYHOCTH, KOETO 03HauaBa, 4e JaduraTpaH uMa yMEepeHO ThKaHHO
pasnpeeneHue.

BI/IOTDaHC(bODMaI_II/IH

MeTabonu3MBbT U eKCKpEHsITa Ha Ja0UraTpan ca MpoydyeHr TPy 3IpaBH MbiKe JOOPOBOJIIHN CIIe]
e/IMHUYHA UHTPABEHO3HA /1032 AaburaTpaH, Oessi3an ¢ panoakTuBeH n30torn. Cre HHTpaBeHO3HATA
J103a TIPOM3XO0XKIaIaTa OT JaburaTpaH paJuoakTHBHOCT Ce eJIMMUHKpPA IIaBHO ¢ ypuHara (85%).
®dekanHaTa eKCKpenys oTroBapst Ha 6% oT nmpuiokeHnara fo3a. [Jo 168 gaca cien npunoxxeHre Ha
Jto3aTa o0IaTa paJioakKTUBHOCT C€ Bh3CTaHOBSBA B paMKHUTE Ha 88-94% oT mpuiiokeHaTa J103a.
JlaburaTpaH ce mojjiara Ha KOHIOTAIUs, IPU KOETO ce 00pa3yBaT (HapMaKkoJIOTHUYHO aKTHBHU
armuInToKypoHuau. ChIecTBYBaT Y€THPY NO3UIMOHHH n3omepa, 1-0, 2-0, 3-0,
4-O-anmuITIIIOKypOHHU]I, BCEKH OT KOUTO CHhCTABIISIBA TIO-MAIKO OT 10% OT 00II0TO KOJIMYECTBO
naburatpad B riazmata. Cie i OT APyrd METabOIUTH CE YCTAHOBSIBAT CAMO C BUCOKOUYBCTBUTEITHH
AHAJTUTUYIHU MeToTu. JlaburaTpaH ce eMMUHHIpA IIABHO B HEMPOMEHEH BHJI C YPUHATA C
npubm3uTenta ckopoct 100 ml/min, chOTBETCTBAILIA HA CKOPOCTTA Ha TIIOMEPYJIHA (QUIITPALIHSL.

Enumunupane

[TnasMeHUTE KOHIICHTPAIIMK Ha Ja0UraTpaH Moka3BaT OMEKCIIOHEHIIMAJICH CIal ChC CPEICH
TEPMHHAJICH MOTYKUBOT 11 Yaca mpwu 3/IpaBu MHIAVBHUAN B CTap4ecka Bb3pacT. Ciiel MHOTOKPATHO
npujiaraHe ce HaOJtojaBa TEPMUHAJICH MOTY)KUBOT OKOJIO 12-14 vaca. [1o1yXKHBOTHT € HE3aBUCUM OT
no3arta. [1oayKUBOTHT € yAbIDKEH, ako ObOpeyHaTa QyHKIMS € HapyIlIeHa, KaKTO € MOKa3aHo B
Tabnuna 25.

Crernyaisy onyJaiun

bvbpeuna nedocmamvunocm

B npoyuBanus daza I ekcriozunmsta (AUC) Ha gaduraTpas cie| epopaiHo NPUIIOKEHHE Ha
JaburaTpaH eTeKcuiaT € MpruOIU3uTETHO 2,7 HTH MTO-BUCOKA PU BH3PACTHHU TOOPOBOIIIN C YMEpEHa
0b0peuna HegoctarbuHOCT (CrCL Mexay 30 u 50 ml/min), oTKoIKOTO NpHU Te3u O6e3 ObOpeuHa
HEIOCTaThYHOCT.

[Ipu mansk Opoii Be3pacTHH A0OpOBOIIH ¢ TexKka 0bOpeuna HenoctarbuHOCT (CrCL 10-30 ml/min),
excnozunusTa (AUC) Ha naburarpa e mpuOIM3UTETHO 6 ITBTH M0-BUCOKA, & TOITYKUBOTHT
MPHUOTM3UTETHO 2 IIBTH MO-ABJIBI OT HAOJIOJaBaHKUTE B TOMYyJIalus 0e3 ObOpeuHa HeJOCTaThYHOCT
(Bx. Toukn 4.2, 4.3 u 4.4).

Tadauua 25: Iloay:kMBOT HA 00LIMSA JA0UTraTPaH NPH 3APABH UHIMBUIH M UHIUBUIHU C
HapyuieHa 0bOpeyHa PyHKIMUSA

Crop ;;?]f;a;i(:vl(eé)rygi})mam Cpenen reomerpuueH (gCV%; TpaHuIy) MOTYKHBOT
[ml/min] [h]
>80 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%; 11,7-34,1)
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>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2(15,3%; 21,6-35,0)

JIOBITHHUTEINHO, eKCIIO3UIINATA Ha Jadurarpan (Hali-HUCKa M TUKOBA) € OLICHEHA B €JTHO
MPOCTIEKTUBHO, OTKPUTO, PAHJIOMU3UPAHO, PapMaKOKHHETUIHO MIPOYYBAHE TIPH MAIUCHTH C HEKJIAITHO
npeacspaHo mbxaeHe (NVAF) ¢ Texko 6p0pedHo yBpexxaaHe (onpeneneHo KaTo KpeaTHHHHOB
kiupbHC [CrCl] 15-30 ml/min), mosryyaBamy faburatpaH eTeKcuiaaT 75 mg aBa MbTU THEBHO.

To3u pesxuM € T0BeII J0 Hal-HUCKa CpeHa reoMeTprudHa KoHIeHTparus 155 ng/ml (gCV 76,9%),
M3MEepeHa HEMOCPEICTBEHO MPEIH MPIIIOKEHNETO Ha CIIe/IBaIaTa 103a, U 10 MMKOBa CpeaHa
reomerpuyHa koHueHTpausa 202 ng/ml (gCV 70,6%), n3Mepena 1Ba yaca ciiea MPUIOKEHUETO Ha
HocjegHara J1o3a.

KnupbHCBT Ha maburarpaH upe3 XeMoIuanu3a € U3CJIeABaH NpH 7 Bb3PacTHH MALMEHTH C TEPMUHATHA
0b0peuna negocrarbuHoCT (ESRD), 6e3 npencspano mbxaeHe. Juanusara e mpoBeneHa cbe

700 ml/min auanu3eH AeOUT, IPOABIDKUTSIIHOCT YETUPH Yaca U CKOPOCT Ha KpbBHUA TOK 200 ml/min
win 350-390 ml/min. ToBa Boau 10 oTcTpansBaHe cbOTBETHO Ha 50% 10 60% OT KOHIEHTpaLusITa Ha
naburatpad. KonmdecTBOTO Ha BEIIECTBOTO, OTCTPAHEHO Ype3 AUajin3a, € MPONOPIHOHATIHO Ha
CKOpOCTTa Ha KPBBHUS TOK, IIPH CKOPOCT Ha KpbBHUS TOK 710 300 ml/min. AHTHKOAryJIaHTHATA
aKTHUBHOCT Ha JaburaTpaH HamallsiBa ¢ HaMaJsiBaHE Ha Tula3MeHuTe KoHIeHTpaun 1 OK/d]]
BpB3KaTa He € 3acerHara oT npoueaypara.

Menunanara va CrCL B RE-LY e 68,4 ml/min. [Tourn monosunata (45,8%) ot manmentute B RE-LY
umat CrCL >50-<80 ml/min. [Tanuentute ¢ 0b0peuHo yBpexnane B ymepeHa creneH (CrCL mexmy
30-50 ml/min) umar cpemao 2,29 nbtr 1 1,81 TBTH NO-BUCOKA M1a3MeHa KOHIIEHTPAIHsl, ChOTBETHO
MIpeId U CJIe] IPUEM Ha J1o3aTa Ha 1a0uraTpaH, B CpaBHEHHE C HAllMEHTH 0e3 ObOPEeUHO yBpexkaaHe
(CrCL >80 ml/min).

Menunanara va CrCl B mpoyuBaneto RE-COVER e 100,4 ml/min. ITpu 21,7% oT nanueHTiTe € nMaio
0B0peuHo yBpexaane B neka crerneH (CrCl >50-<80 ml/min) u npu 4,5% oT 11X — 6BOpedHO
yBpexxaane B ymepeHa creneH (CrCl mexxay 30 u 50 ml/min). I[Tauuenture ¢ 650pedHo yBpeKIaHe B
JieKa ¥ yMepEeHa CTEIEH ca MMaJId B CTAIlMOHAPHO ChCTOSHUE CHOTBETHO cpeHo 1,8 mbTH u 3,6 mbTH
MO-BUCOKH IJIA3MEHU KOHIIEHTPAIIUH MTPEIH MIPUIOKEHUE Ha Jl03aTa TaduraTpaH B CpaBHEHHUE C
narertute ¢ CrCl >80 ml/min. Cxomnu ctoinoctu Ha CrCl ca ycranosenn B RE-COVER 11.

Menauanara va CrCl B mpoyuBanusita RE-MEDY u RE-SONATE e cworBeTHO 99,0 ml/min u
99,7 ml/min. IIpu 22,9% u 22,5% ot nauuentute crornoctute Ha CrCl ca >50-<80 ml/min, a npu
4,1% u 4,8% ot Tsx CrCl e mexxay 30 u 50 ml/min B npoyuBanusata RE-MEDY u RE-SONATE.

Hayuenmu 6 cmapuecka 6v3pacm

Crenudnyan hapMaKOKHHETUYHH ITPOyYBaHUs ¢a3a | mpu mayeHTy B cTapuecka Bb3pacT MoKa3Bat
yBenuuenue oT 40 1o 60% na AUC u noeye oT 25% Ha Ciax B CpPABHEHHE C MJIa/IM MALIUEHTH.
EdexThT Ha BBb3pacTTa BhpXY KCIIO3UIMATA Ha JJa0UraTpaH € MOTBbp/eH oT poyuBaHeTo RE-LY ¢
oko0110 31% Mmo-BUCOKO HMBO Ha Hal-HUCKATa KOHIEHTPALUs 3a UHAUBUAN =75 TOAUHU U € OKOJI0 22%
MO-HUCKO HUBO HA Hal-HUCKATa KOHUEHTPALMS PU UHAUBUAN <65 TOJUHU B CPaBHEHUE C UHIUBUIU
Mexay 65 u 75 ronuau (BX. ToukH 4.2 u 4.4).

YepnoopobHo HapyweHue
He ce HabmoaBa mpomsiHa B €KCIIO3UITUATA HA Ja0UTaTpan npu 12 BB3pacTHU MAIMEHTH ¢ yMepeHa
yepHOApoOHa HenoctaThyHOCT (Child Pugh B) B cpaBHenue ¢ 12 koHTposn (BXk. Touku 4.2 u 4.4).

Tenecrno meano

Haif-HrckuTe KOHIIEHTpAITMU Ha naduraTtpan ca okojio 20% Imo-HUCKY MPH BH3PACTHU TMAITUEHTH C
testecHo Teriio >100 kg B cpaBuenue ¢ 50-100 kg. Muosunacteoto (80,8%) 0T MHOAUBUIUTE ca B
kateropusra >50 kg u <100 kg, 6e3 ycraHoBeHa sicHa pa3nuka (BX. Touku 4.2 u 4.4). [Ipu Be3pacTHH
MAIMEHTH C TeecHO Teryio <50 kg KITMHUYHNUTE JAaHHU ca OTPaHUYCHH.
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Ton

IIpu nanueHTUTE C NPEACHPIHO MBXKACHE, MAIUEHTUTE OT KEHCKHU I0JI ca uMaiu cpeaHo 30%
MO-BUCOKHM CTOMHOCTH Ha Hali-HUCKA U MIOCT-/1030Ba KOHLIEHTpalus. He ce n3nuckBa KOpeKIus Ha
no3arta (Bx. Touka 4.2).

Emnuvecku npousxoo

Hsma KIMHUYHO 3HAYMMHU MEXYETHUUECKHU Pa3inyuus MEX]1y allUeHTH OT €BpOIlenIHaTa paca,
MAIUEHTH C aQpo-aMepPUKAHCKH, JTaTUHO-aMEPUKAHCKH, ITTOHCKH U KATAHCKU MPOU3XO0JI IO
OTHOIIICHUE Ha (DapMaKOKMHETHKATa U (papMaKoIMHAMUKATA Ha Ja0UTaTpaH.

Ileduampuuna nonyrayus

[Ipu nepopanHo NpuiIoKeHUE HAa Aa0UraTpaH eTeKCHIaT, CIIope]l ONpeaesIeHHs] B IPOTOKOIA
ANTOPUTHM 32 JI03UpaHe eKCIIO3UIUATA, € B paMKHTE Ha Ta3W, HAOJII01aBaHaTa MPHU BH3PACTHH C
DVT/PE. CoopuusT ananu3 ot hapMakOKHHETHYHH JaHHU oT npoyuBanusta DIVERSITY u
1160.108 mokasBa, 4e CpeAHUTE TEOMETPUIHN Hal-HUCKU eKcro3unuu ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml crotBeTHO 1pu 0 10 <2-roammrHy, 2 10 <12-rogumHu u 12 1o <18-roaunIHu
nenuarpyuyHu namnueHty ¢ VTE.

(DaDMaKOKI/IHCTI/I‘-IHI/I B3aHMO,Z[eI>iCTBPIH

In vitro poy4YBaHUs 32 B3aMMOJICHCTBUATA HE MOKA3BAT MHXUOWPAHE WM WHIYIIMPAHE Ha TJIaBHUTE
n30eH3UMH Ha iuToxpoM P450. ToBa ce mOTBBpKAaBa OT in Vivo IPOYUYBAHUS C yYACTHETO HA 3/IPABH
JIOOPOBOJIIIN, KOUTO HE TIOKa3BaT B3aUMO/IEHICTBHE MEX/Ty TOBA JICYEHUE U CIETHUTE aKTUBHU
BemiectBa: atopBactatud (CYP3A4), nurokcuH (B3anMoneicTBe ¢ TpaHcnopTaus P-gp) u
mukinodenak (CYP2C9).

5.3 IlpenkJIuMHUYHHM JAHHU 32 0€30MACHOCT

HexnnHuuHuTE 7aHHUM HE MOKa3BaT 0COOEH PHUCK 3a XOpa Ha 0a3ara Ha KOHBEHIIMOHAJHUTE
(hapMaKkoJIOTHYHY MTPOYYBAHUS 32 OE30MACHOCT, POYYBAHUS 32 TOKCUYIHOCT IMPA MHOTOKPATHO
IIpWJIaraHe ¥ FTEHOTOKCUYHOCT.

Edexrure, HaOnro1aBaH B IPOYYBAHUTA 32 TOKCHYHOCT MIPU MHOTOKPATHO MpHJIaraHe, ce IbKaT
Ha 3aciiieHus papMakoAMHaMU4eH e(heKT Ha JaburaTpas.

Edexr Bbpxy depTunmuTeTa nmpu >KEHCKH KUBOTHH € HaOoAaBaH oA opMara Ha HaMassiBaHE Ha
Opos Ha UMIUIAHTAIIUKUTE W TIOBUIIIABAaHE HA MPEeIUMILIAaHTAIMOHHKTE 3aryou mpu go3a 70 mg/kg
(5-KpaTHOTO HHMBO Ha MJIa3MeHa eKCIIO3UIIMS TpY HanuenTH). [Ipu 1031, KOUTO ca TOKCHYHU 32
Mmaiikure (5- 10 10-KpaTHOTO HMBO Ha IIa3MEHa EKCIO3UIMS IIPH NAlUEHTH ), IPU TIBXO0BE U 3alLU
ce HaOJIIO1aBa HAaMAJIIBaHE Ha TEJIECHOTO TEIJI0 U JKU3HECIIOCOOHOCTTa Ha (heTyca, 3aeaHO C
NOBHUIIIaBaHe HA ()eTATHUTE Bapuallii. B npeHaTamHuTe ¥ NOCTHATAIHUTE TIPOYYBaHUS €
HaOJII01aBaHO MOBHUILABaHE Ha (heTaHaTa CMBPTHOCT MIPHU 03U, KOUTO €A TOKCHYHH 32 MaliKUTE
(mo3a, cpoTBETCTBAIIA HA 4 ITBTH MO-BUCOKO HUBO Ha IUIa3MEHa €KCIIO3HILIUS OT HAOII0AaBaHOTO MPH
MAIAEHTH ).

B enHO npoyuBaHe 3a IOBEHUIIHA TOKCHYHOCT MPH IUTHXOBE OT mopoaa Wistar cMbpTHOCTTA €
CBBbp3aHa ChC CHOUTHS Ha KbPBEHE MPH MOJO0HN HUBA HAa EKCIIO3HIIUS, IPU KOUTO € HAOII01aBaHO
KBbPBEHE TP B3paCTHUTE )KUBOTHH. CuuTa ce, ue KaKTo IPU Bb3PACTHUTE, TaKa U IIPU MIIAUTE
IUTbXOBE CMBPTHOCTTA € CBBbP3aHa ChC 3acHiIeHaTa (papMaKoIOrniyHa aKTUBHOCT Ha 1adUraTpaH BbB
BpB3Ka C YIPAKHIBAHETO HA MEXAHUYHHU CHJIM [10 BPEME HA MPUJIATAaHETO U TPETUPAHETO. J[aHHHUTE OT
IIPOYYBAHETO 3a FOBEHUIHA TOKCUYHOCT HE IT0Ka3BaT HUTO MTOBUIIEHA YyBCTBUTEIHOCT KbM TOKCUYHU
NPOSIBH, HUTO TOKCUYHOCT, Clie[(pUIHA 32 FOBEHUIHN KUBOTHHU.

JBarocpoyHrTe TOKCHKOIOTHYHY MTPOYYBAHUS IPU TUTHXOBE M MUIIIKK HE ITOKA3BaT JaHHU 32
TYMOPOTEHEH IMOTeHIMAall Ha jadurarpas Ao Makcumanau 1o03u 200 mg/kg.

JaburaTpaH, akTHBHATA YacT OT 1a0UTraTpaH eTeKCUIIaT ME3MJIaT, € yCTOWYHB B OKOJIHATA Cpejia.
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6. ODAPMAIIEBTUYHUA JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

KancysHo cbabpxkumMo
Bunena kucenuna
Apabcka ryma
Xunpomenosa

Humernkon 350

Tanx
XUIPOKCUIIPOITMIILIENTYII03a

CneraB Ha KarcyJiata
Kaparenan

Kanues xnopun
TuTaHoB THMOKCH]T
Hunuroxkapmun
Xunpomenosa

UepHo ne4aTHO MACTHIIO
[ennax

YepeH Kene3eH OKCUJI
Kanuer xugpokcun

6.2 HecbBmMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha roaHOCT

BHI/ICTCD )41 6VTI/IJ'IKa

3 ronuHU
Cnen oTBapsiHe Ha OyTHIIKATa, JEKAPCTBEHUSAT MPOAYKT TPIOBa Jla ce M3MoI3Ba J0 4 Mecena.
6.4 Crhenuananm yca0BHS HAa CbXpaHeHHe

baucrep

I[a CC CbXpPaHsABa B OpUTMHAJIHATA OITAaKOBKA, 3a Jia CC pCaAIa3u OT BJjara.

bytunka

Jla ce cbxpaHsiBa B OpUTMHAJIHATA ONIAKOBKA, 3a /1a CE IPEIa3y OT BJlara.
CexpansBaiiTe OyTHiIKaTa ITHTHO 3aTBOPEHA.

6.5 Buau chabp:kaHue HA OMAKOBKATA

[lepdopupann anymunneBu oimcTepu ¢ equHUYHM 1034 oT 10 X 1 TBBpAN Kancynu. Beska kaproneHa
omakoBka cpabpka 10, 30 niau 60 TBBpIAM Kancyu.

I'pymoBa omakoBka, chabpkama 3 onakoBku oT 60 x 1 TBepau karcymu (180 TBepau Karcymnn). Beska
WHJIMBUJIyallHa OTIAKOBKA Ha TPYIIOBAaTa OIAKOBKA ChAbpKa 6 meppoprupanu amyMUHHEBH OJHcTepa ¢
eaAnHUYHY 1034 oT 10 X 1 TBBpAM Kamncymu.
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I'pynoBa onakoBka, chabpxaia 2 onakoBku oT 50 x 1 TBbpau xancynu (100 TBepan kancynm). Beska
MHIMBU/IyaliHa OTIAaKOBKa Ha TPyNOBaTa OMAaKOBKa ChAbpiKa 5 mepoprpaHu aTyMHUHUEBH OnHcTepa ¢
enquHUYHA 1037 0T 10 X 1 TBHpAM Karcyu.

Ilepdpopupanu amymuaneBr 6enu Onucrepu ¢ ennHUYHA 1031 oT 10 X 1 TBBpan Kancymu. Begka
KapTOHEHa ONaKoBKa Chabpxka 60 TBBPIU KaICyIH.

ITomumnponuneroBa OyTwiika, chabpxaria 60 TBEPIN KaINCyJd, C Kalladka Ha BUHT.
He Bcuuky BHOBE ONaKOBKH Morar Aa ObAaT IyCHATH Ha Ia3apa.
6.6 CrnenuajaHu npeana3Hu MepKHU NPH U3XBbPJisiHe U padoTa

IIpu u3Bakaane Ha Pradaxa karcysiu ot OJUCTepHAaTa OMaKOBKa TPsiOBA Jla Ce CIa3BaT CICAHHUTE
yKa3aHus:

Bcsika karicyna TpssOBa ja ce oTaelns oT orctepa no nephopupaHara JHHUSL.

donnoTo Ha GiiMcTepa TpOBa J1a ce OTJICTH, ClIe/l KOSTO KallcyyaTa MOXe Jia Ce N3BaJIu.
TBbpauTE Karcyyin He TPSIOBA 1a ce u30yTBaT Mpe3 OJIMCTEPHOTO POJIHO.

BbriucrepHoTo ¢onmo TpsiOBa 1a ce oTIenBa caMo KOraTto € HeoOX0AUMO Jia ce prueMe TBhp/Ia
Karncyna.

HpI/I H3BAXKJIAaHC HA TBbpJA Karicyja OT 6YTI/IJ'IKaTa TpH6Ba Ja C¢ Cla3BaT CJIICAHUTC YKa3aHUs:

o Kanaukata ce oTBaps upe3 HaTUCKAaHE U 3aBbPTAHE.
. Crnen n3BaKJaHe HA Karcyjara oT OyTWIIKaTa KalaykaTa BeJHara TpsiOBa Jia ce IOCTaBH
o0paTHO 1 OyTHITIKATa Jla ce 3aTBOPH ILTBTHO.

Hewnsnon3panusr JICKAPCTBCH NMPOAYKT WJIN OTHAABYHUTC MATCPUAJIN OT HETO TpH6Ba Aa CC U3XBBPJAT
B CbOTBCTCTBHUEC C MCCTHHUTC U3UMCKBaHMU.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEHLIEHHUETO 3A YIIOTPEBA

EU/1/08/442/009
EU/1/08/442/010
EU/1/08/442/011
EU/1/08/442/012
EU/1/08/442/013
EU/1/08/442/016
EU/1/08/442/019

9. JATA HA TbPBO PA3PEIIABAHE/TIOJHOBSBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jara Ha mppBo pazpemanane: 18 mapt 2008 .
Hata Ha nocienno nonnossBane: 08 ssHyapu 2018 1.
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10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

IToxpoGHa uHpOpMaLKs 3a TO3M JICKApPCTBEH MPOAYKT € NMPEeI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHnus no jexkapcraata http://www.ema.europa.eu/.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 20 mg oOBHUTH TpaHyIH
Pradaxa 30 mg oOBHTH TpaHyIH
Pradaxa 40 mg oOBUTH rpaHyIH
Pradaxa 50 mg oOBUTH rpaHyH
Pradaxa 110 mg oOBuTH Tpanyu
Pradaxa 150 mg oGBuTH Tpanynu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesixo camre cpappika 20 mg naburatpan erekcuiar mox ¢popMaTta Ha OOBUTH TpaHysd (KaTo
ME3HJIaT).

Bcesiko camte cpappka 30 mg naburarpan erekcuiar noj ¢popmara Ha OOBUTH TPaHy I (KaTo
ME3HJIaT).

Bcesiko camie cbabpika 40 mg naburarpan eTekcuiart rmoj popmara Ha OOBUTH TpaHyIH (KaTo
ME3HJIaT).

Bcesko camte cpappika 50 mg naburarpas erekcuiar noj ¢popmara Ha OOBUTH TpaHy I (KaTo
ME3HJIaT).

Bcesiko camie cbappka 110 mg qaburarpan eTekcuiar noja opmara Ha OOBUTH TpaHyIiu (KaTo
ME3HJIaT).

Bcesiko camie cbppka 150 mg gaburarpan eTekcuiar noja opmara Ha OOBUTH TpaHyIu (KaTo
ME3HJIaT).

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
OO6BUTH TpaHyITH

KbnTeHnkaBu 0OBUTH TpaHyJIH.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Jleaenue Ha BeHo3HH TpoMOoeMOomunu csoutns (VTE) u npesennns Ha peruanBupamy VTE npu
MeUATPUIHHN TAIMEHTH OT PaKIaHEeTO 110 Moy 18 roauimHa Bb3pacrT.

3a cpo0pa3eHu ¢ Bb3pacTTa 030BH (HOpMH BUKTE TouKa 4.2.

4.2 /l0o3upoOBKa M HAYMH HA MPUJIOKEHHE

2 !031/1[ )OBKaA

Pradaxa oOBUTH rpaHysTl MOXe JIa C€ U3II0JI3BA MPH Jiela 1Mo 12-roauliHa Bb3pacT, ako Te ca
CIOCOOHH J1a I'bATAT MeKa XpaHa. Pradaxa karcyyin Moske J1a ce M3IMO0JI3BaT PH Bb3PACTHH U
MeUATPUIHHU TAIMEHTH Ha 8-TOAMIIHA BB3PACT WIIH MO-TOJIEMH, KOUTO ca CIIOCOOHHM J]a TIOTIThIIAT
karicynute menu. Pradaxa mpax u pa3TBOpHUTEN 3a TIepOpajieH pa3TBOp TPSAOBaA Jla Ce U3IOJI3BA CAMO
MIpH JIelia Ha Bh3pacT nox 1 ronuHa.

Koraro ce nmpemuHaBa OT e/[Ha JieKapcTBEHa (popMa Ha Jpyra, MOKe Jla € He0OXO0AUMO Jia Ce MPOMEHH

Jo3ara. I[03aTa, moCco4dcHa B Ta6nnuaTa 3a 103UpPaHC 3a CbOTBCTHATA JICKAPCTBCHA (l)opMa, TpH6Ba Ja
CC MPEAITUCBA CIIOPE€a Bb3pacTTa U TCJIICCHOTO TEIJIO HA A€TCTO.
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IIpu nedyenue Ha VTE npu neauaTpuvHy MalUMeHTH JICYEHHETO TPsOBa Jja ce 3aroyuHe ciel] JISUCHHE C
MapEHTEPAJIEH AHTUKOArYJIaHT B IIPOJIbIKEHNUE HA Hall-Malko 5 nHU. [Ipu npeBeHnys Ha
permuauBupamu VTE neuenneTo TpsaOBa 1a ce 3amodHe ciiel] MPeaIXx0IHo JICUCHHE.

Haburatpan etexcunatr oOBUTH IpaHyJiu TpsiOBa 1a ce npueMa ABa IbTH THEBHO, €HA 1032 CYTPHH U
€/IHa J103a Beuep, NPUOIU3UTEIHO 110 €HO U CHLIO BpeMe BCeKH JieH. IHTepBanbT MeKay 103UTe
TpsiOBa Jia € KOJIIKOTO ce MOXe 1o-0m30 1o 12 Jaca

IIpen p UUT a Jio3a Jaburatpan aT OOBUTH I'paHyJIU Ce ONpeIens Bb3 OCHOBA Ha
BB3pac TEJIECHOTO TETJI0 Ha MAaIMeHTa, KAKTO € TIOKa3aHo B aJITOPUTHMA 3a JO3UPAHE B
ST%10500051 1 2. B Tabn I/II_[I/I MMOKa3aHu €MMHUIHUTE T03U, KOUTO TPSIOBA J1a ce IpriaraT 1Ba IbTH
nmHeBHO. Jlo3aTta TpsOBa 1a pnr pa criope] Bb3pacTTa U TeJIECHOTO TErJI0 ¢ HAIIPEABAHETO Ha

HHHHHHHH

Tabampa 1: EnxmaudHa 1o3a 1aduratpad eTeKCWJIAT, B MIWINTPaMu (mg), 32 MaMeHTH Ha
Bb3pacT noj 2,5 roquHu. /[03aTa 3aBUCH OT TeJIECHOTO TerJ10 B Kuiorpamu (kg) u
Bb3pPacTTa Ha MAlMEHTa B Mecelll UJIM FOAMHU - TPA0BA J1a ce Mpujara Asa nbTH
JAHEBHO.

Bn3pact B Mecenu Bon3pacTt B roauHu

Omo {1130 {3130 (410 |Sa0 (610 (870 | 910 (1030 |11 10 | 1m0 (1,510 | 2 1o
<1 <3 <4 <5 <6 <8 <9 <10 <11 <12 <1,5 <2 <2,5

13 no <16 ///%/%/////////% 100 100 110 140
x 11 1o <13 ////%/%////% 70 80 80 80 100 100
q 911 <11 ///%/%% 50 60 | 60 60 70 70 80 80
: 71:[0 <9 //// 40 50 | 50 | 50 | 60 60 60 60 60 70

W
qa 5 no <7 20 | 20 | 40 | 40 | 40 [ 40 | S50 | 50

140 | 180

110 | 140

OO

7

4 10 <5 % 20 | 20 | 20 | 20 / 40 ///////////%////////;
310 <4 20 /////%///////////%////////%
2503 ///%/%///////%///////////%////////

H;[y a TaJIeH! MOIXOSIIHN M6HLII/I T PA3INYHUTE BUIOB
MOJTy4YaT eAUHIYHUTE TO3H, IPETIOPhYaHN B TAOIHUIIAT JII/IpHBM)KHl/IcaI/I

IPYTH KO M61/IH aIum.

20: Enno came 20 mg 80: Ise camera 40 mg

40: Enno camre 40 mg 100: /e camrera 50 mg

50: Exno came 50 mg 110: Egno came 110 mg

60: /e camera 30 mg 140: Enno camre 30 mg mimroc eHo carie
110 mg

70: Enno came 30 mg ritoc eano came 40 mg  180: Exno came 30 mg mitoc eqHo
camre 150 mg

% 03Haana, Uc NpernopbKa 3a 1O3UPOBKATA HEC MOXKE [1a 6’L,I[e JaJCHa.
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MoYyBa eT
¢ us (eGFR) o ¢popmyn
c eKC HaTpu
ml/min/1,73 m* ( Ka 4.3)
ml/min/ m 703 6



ITo Bpeme Ha eyeHnero ObOpeuHara GpyHKIHS TPsIOBa Ja ce OLCHsIBA IIPH ONPEAEICHH KIMHUYHH
CUTYyalluH, KOraTo MMa CbMHEHHS, 4e Ob0OpedHara GyHKIHS MOXKe Jja C€ TIOHM)KH WM J]a C€ BIIOIIH
(Hamp. XUTIOBOJIEMHS, ICXHUIpATAINsl, KAKTO U TIPU CHITBTCTBAIIA yIIOTpeda Ha ONpe/IelIeHH
JIEKapCTBEHHU MPOJYKTH H AP.).

Ilpoovicumennocm Ha ynompeba

[TpoabKUTEIHOCTTA HA JICYCHUETO TPSIOBA J1a e ONpEeess MHIUBUIYAIHO B 3aBHCUMOCT OT
OIIEHKaTa MOJI3a/PUCK.

Ilponycnama doza

[IponycHara 1o3a jaburaTpaH eTeKCHIaT MOXKe Jia ce IpueMe 10 6 Jaca npenu ciejBalnaTa
npeanucana go3a. [lpu ocraBamy mo-mManko oT 6 yaca 10 cleABalys IPUEM, TPOITyCHaTaTa 103a He
TpsiOBa J1a ce mpuema.

B HuKakbB cinyuail He TpAOBa /1a ce mpueMa JBOIHA 7033, 3a /1a C€ KOMIIEHCUPAT MPOITyCHATHTE
MHIMBUAYaTHH J034. AKO J103aTa € MpreTa caMo YaCTUYHO, He TPSIOBa Jla ce MPaBsIT ONUTH Ja ce
NPUJIOXKH BTOPA /1032 10 CHILIOTO BpeMeE M CileJBaliaTa g03a TpsOBa 1a ce npueme cropes rpaduka,
npuOmmM3uTenHo 12 Jaca mo-KbCHO.

HDeK'bCG(lHe HA jevyernuemo c 0a6ueampaﬂ emexKkcuiam

JleuenneTo ¢ naburaTpaH eTeKCUIIAT He TPSIOBa Jia ce peKbcBa 0e3 KOHCYIITAIUS C JeKap.
OOrprKkBaUTe NAMEHTUTE JTUIA TPSAOBa Ja ObIaT HHCTPYKTUPAHHU Ja CE CBBPXKAT C JICKYBaIIHSs
JIeKap, aKko JIEKyBAaHOTO JIETE Pa3BUe CTOMAIITHO-YPEBHU CHMIITOMH, KaTo JUcHerncus (Bxk. Touka 4.8).

Ilpomsana na newenuemo

[IpemMuHaBaHe OT NeueHne ¢ qabUraTpaH eTeKCHIAT KbM MapeHTepalieH aHTHKOATyJIaHT:
[IpemopbuBa ce ia ce n34aka 12 yaca cires1 mocjaeqHara J103a npeay MpeMuHaBaHe OT Ja0uraTpaH
eTeKCHJIaT KbM NapeHTepajieH aHTUKOAaryJanT (BX. Touka 4.5).

[IpemMuHaBaHe OT NeueHHE C MApEHTEPATICH aHTHKOAryJIaHT KbM Ja0UraTpaH eTeKCHIIAT:
[lapeHTepamHUAT aHTUKOATYJIaHT TPsIOBa J1a ce MPEKbCHE U Ja Ce 3aroyHe JaduraTpaH eTeKCHiIaT
0-2 yaca npenu yaca, onpezesieH 3a NPUIIOKEHUETO Ha MapeHTEePaTHUS aHTUKOAryJIaHT, Wi Ipu
npeKpaTsBaHe Ha JICYSHHETO, B cIy4all Ha HeMPEeKbCHATO JieueHue (Hanp. HehpaKInOHUpaH
naTpaBeHos3eH xenapud (UFH) (Bx. Touka 4.5).

[IpemuHaBaHe OT JIeUeHHE ¢ JAOUTATpPaH €TEeKCHIIAaT KbM aHTaroHucTH Ha BUTaMuH K (VKA):
[TarmenTure Tps6Ba na 3amoyHat npuem Ha VKA 3 nHuM npean MpeKbCBaHETO HA Ja0UTaTpan
€TEeKCHIIaT.

Toii KaTo 1aburarpaH eTeKCHUIIAT MOKE J1a MOBIIMSIE HA MEXIyHAPOAHOTO HOPMaTM3UPAHO
crotHomeHue (INR), INR e orpasu mo-mo0pe edexra Ha VKA ezBa cies criupaHeTo Ha JaduraTpaH
eTekcuiar 3a Hail-manko 2 auu. Jlotorasa, INR croitHocTuTE TpsAOBa 1a ce THIKYBaT C BHUMAaHHE.

IIpemunaBane ot neueHne ¢ VKA xbpM gaburatpan erekcuiar:
[MpuemsbT Ha VKA TpsOBa na ce npeycranopu. Jlaburarpan eTekCUIIaT MOXe JIa ce TIpuiiara BeiHara

moM INR e <2,0.

HauuH Ha npunoxxeHue

To3u JICKAPCTBCH MPOAYKT € 3a IICPOPATIHO IMTPUIIOKCHHUC.

[Ipenu npuemane 0OBUTUTE IpaHy/IM TPAOBA Ja CE CMECST C XpaHa U Jla ce U3I0JI3BaT caMo C S0BJIKOB
COK WJIM C MEKUTE XpaHH, [IOCOUYEHH B yKa3zaHMATA 3a ynoTpeda. Cies cMecBaHe ¢ XpaHa WK S0BIKOB
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COK, JIEKapCTBEHHAT NPOIYKT TPsIOBa Aa ce MpuiIoxku B pamkute Ha 30 MunyTu. OOBUTUTE TPaHyJIU HE
€a CbBMECTUMM C MIISIKO WJIM MJIEUYHU MPOTYyKTH.

To3u s1lekapcTBEH MIPOAYKT He TpsiOBa J1a ce Ipuilara CbC COH/IU 3a XpaHEHe.

[HonpoOuu ykazaHus 3a yrorpedaTa Ha TO3M JIEKapCTBEH NMPOAYKT ca IafeHH B ,,YKa3aHHA 32
ynorpeba‘““ B TUCTOBKATA.

4.3 IIporuBomokaszaHus

o CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT MIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1

o eGFR <50 ml/min/1,73 m? npu neMaTpy4Hy MaUEeHTH

o AKTUBHO KIIMHUYHO 3HAYUMO KbpBEHE

J Jle3nst WM ChCTOSIHUE, KOETO €€ ONpEeesis KaTo 3HAYUM PHCKOB (DaKTOP 3a TOJIIMO KbPBEHE.

ToBa MOke /1a BKIIFOUBA HACTOSIIN MJIM CKOPOILTHH CTOMAITHO-UYPEBHH pa3si3BIBaHUs, HATMINE
Ha 3JI0Ka4eCTBEHH HOBOOOPA3yBaHMUs C BUCOK PHCK OT KbPBEHE, CKOPOITHO MO3BbYHO HIIH
rppOHAYHO HapaHsBaHE, CKOPOITHA MO3bYHA, TPHOHAYHA MM OYHA XUPYPTrUYHA HHTCPBEHIINS,
CKOpOLIHA BbTPEUYEPEIIHA XEMOpAarusi, U3BECTHU MJIM BEPOSITHU BapUIM Ha XpaHOIPOBOAA,
apTEepUOBEHO3HU MalihOpPMaLlH, CbJJOBU aHEBPU3MHU HITH TOJIEMHU BbTPErpbOHAUYHH WK
BBTPEMO3bUHH ChJIOBH aHOMAITUH

o ChIbTCTBAIIO JIeYEHUE C HAKOU JIPYTH aHTUKOATYJIAaHTH, HAIP. HepakIMOHUPaH XenapuH
(UFH), xenaprH# ¢ HICKO MOJIEKYJTHO TETJIO (€HOKCanapuH, JaJITeNapyuH U Ap.), TIPOU3BOJIHU
Ha xenapuHa ((oHJanapuHyKC U JIp.), aHTUKOAryJaHTH 3a IEPOPaHO MpUiIokeHue (BapdapuH,
puBapokcabaH, anukcadaH  JIp.), OCBEH B crieliuuIHM yciaoBus. ToBa ca cliydyanuTe Ha
MPOMSIHA Ha aHTHKOATyJIAHTHOTO JiedeHne (Bk. Touka 4.2) wim korato UFH ce nmpunara B 103w,
HEOOXOMMH 32 IMOATbPIKaHEe HAa OTBOPEH LIEHTPaJIeH BEHO3EH WK apTepHalieH KaTeThp (BiK.

Touka 4.5).

o YepHOIpOOHO YBpEKIaHE UITH YEPHOAPOOHO 3a00JIsBaHE, 32 KOSTO C€ OYaKBa Jia uMa
OTpaKEHUE BBPXY HMPEKHUBIESMOCTTA

o ChIIBTCTBAIIO JICYCHUE ChC CIASIHUTE MOIIHUA P-gp HHXHOUTOPH: KETOKOHA30JI, IIMKJIOCTIOPHH,

UTPaKOHA30JI, IPOHEAAPOH U KOMOWHAIMATA ¢ GPUKCUPAHU J03U TIIEKANPEeBHP/TUOPEHTACBHP 32
CHUCTEMHO MPUJIOKEHUE (BK. TOUKa 4.5)
o ChbpieyHy KIIAITHU MPOTE3H, U3UCKBAIIM aHTUKOATyJIAHTHO JIedeHHe (BK. Touka 5.1)

4.4 CroenuanaHu npeaynpesxaeHus U NpeANa3Hil MEPKH NIPH ynoTpeda

XeMoparnueH pucK

Jaburatpan erexcuiar TpsOBa Aa ce mpujiara ¢ IOBUILIEHO BHUMAHUE NIPU ChCTOSHUS C MIOBHUILECH
PUCK OT KbPBEHE WJIH IIPH CHITHTCTBAINA YIIOTpeda Ha JIEKAPCTBEHH MPOAYKTH, TIOBIHIBAIIN
XeMocTasaTa upe3 HHXHOupaHe Ha TpoMOonuTHaTa arperanus. [lo Bpeme Ha Tepanusta KbpBeHE
MOXe J]a ce MOsIBH HaBCsiKbJe. [Ipy HeouakBaH crag Ha XeMOTJI00MHA H/WIM XeMaTOKPHUTA, WK CIIaj]
Ha KPBBHOTO HaJsiraHe, TPSIOBa Aa ce M3BBPLIM NpEryie]l 3a YyCTaHOBSIBAHE MSICTOTO Ha KbPBEHE.

EduxacHoctTa 1 0e30macHOCTTa Ha CIEUM(PUIHOTO HEYTPAIN3HUPALIO CPEICTBO HAApyLH3yMao,
NpUJIaraHo Mpy Bb3PACTHU MALMEHTH B CIy4ad Ha )KMBOTO3aCTPAIIaBaIl0 WM HEKOHTPOJIUPAHO
KBbPBEHE, KOTAaTO € He00X0IMMO Obp30 HEeyTpali3upaHe Ha aHTHKOAryJIaHTHUS e(DeKT Ha JaduraTpan
HE ca YCTaHOBEHHU IIPH TeJIMATPUIHU ManueHTH. Jlaburarpan Moxe Ja ObJie OTCTpaHEH MOCPEICTBOM
xemoauanm3sa. [Ipy Bb3pacTHH NalMEHTH ca Bb3MOXKHH APYTH OMLMH KaTO U3IOJ3BaHE Ha MpPsICHA
sU1a KPBB W MIPSICHO 3aMpa3eHa Mjia3Ma, KOHIEHTPAT Ha KoaryJaluoHHU (pakTopH (aKTHBHPaH WK
HEaKTUBUPaH), pekoMOnHaHTeH ¢akrop VIla mim TpombornuTHa Maca (BX. ChIIo Touka 4.9).

Ynorpebara Ha MHXHOUTOPH HA TPOMOOIIMTHATA arperalys, KaTo KIOMHIOTPEN U alleTHIICATHIIAIOBA
kucenuHa (ASA) wim Hectepouaau npotuBoBh3nanuTean cpeactsa (HCIIBC), kakTo i HATHIHeTo
Ha e30(arut, TaCTPUT WK TacTpoe3odareaiieH pedayke, yBelnvyaBaT pucka 0T CTOMAITHO-YPEBHO
(CY) xbpBeHe.

135



Puckosu hakmopu

Tabnuia 3 060011aBa hakTopuTe, KOUTO MOTAT Ja MOBUIIIAT XEMOPArHYHHSI PHCK.

Tabanna 3: PuckoBu pakTOpH, KOUTO MOTaT Aa MOBUIIAT XeMOPATHYHHUSI PUCK.

PuckoB daktop
®akTopu, KOUTO MOBUILIABAT [JIa3MEHUTE HUBA | [JaBHU:

Ha JaduratpaH . Mormnu P-gp uaxuburopu (Bx. Touku 4.3
n4.5)
. CbBMecTHO npuilarae Ha cinalu 110

ymepenu P-gp naxubutopu (Hamp.
aMHOJapOH, BeparaMuil, XUHUIUH U
TUKarpenop, BX. Touka 4.5)

dapMakoAMHAMUYHU B3aUMOJIEHCTBUS (BXK. . ASA ¥ Ipyrd UHXHOUTOPH Ha
TouKa 4.5) TPOMOOLIMTHATA arperamus, KaTo
KJIOTHIOTPET
HCIIBC

° SSRI mimm SNRI
Jlpyru iekapCTBEHH MPOIYKTH, KOUTO
MOTAaT JIa HapyIIaT XeMocTas3ara

3abonsaBanus / IpoUesypu ¢ 0CoOeH [ Bponenu winu npuaobuty HapyIeHus Ha
XEMOparun4eH prucK KoaryJjanusra
. TpomOouuTonenus UM GpyHKIMOHATHH
TPOMOOIIUTHY JiePeKTH
. CkoporrHa 6GMOTICHS WITH ToJIsiMa TpaBMa
bakrepuainen ennokapauT
. E3odarur, ractput unu

ractpoe3odareancH peQurykc

CerpreTBaniata ynorpeda Ha qaburatpa eTekcuiar u P-gp HHXUOUTOpH He € MpoyYBaHa IpH
MeANAaTPUYHU MMAllMEHTH, HO MOJKE /Ia YBEJIMYH PHCKa OT KbpBEHE (BXK. ToukKa 4.5).

[Ipeonasnu mepku u 061a0516aHe HA XeMOPASUYHUSL DUCK

3a OBJIaASABAHC HA YCIIOXKHCHUS C KbpBCHC BUIKTC CHIIO TOYKA 4.9,
OueHKCl HA CbOMHOoueHuemo n0ﬂ3a/pu01<

Hannunero Ha ne3uu, 3a0omnsBanus, npouerypH u/mim gpapmaxoiorundao neuenue (karo HCIIBC,
TpomOomTHE anTHarperanT, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEITHO YBETMYABAT PHUCKA OT
roJIsIMO KbPBEHE, M3MCKBAT BHUMATEIHA OllEHKA Ha ChOTHOIICHUETO 1moJi3a/puck. Jlaburarpan
eTeKcuyIaT TpsiOBa Ja ce JaBa caMo aKo I10JI3aTa HaJBHILIABa PUCKA OT KbPBEHE.

HannmuyanTe KITMHITYHA JaHHU 3a N€AUaTPpUYIHU MalUCHTU C PUCKOBU Q)aKTOpI/I, BKJIFOYUTCIIHO
NainuMeHTHU C aKTUBCH MCHUHTUT, CH].[C(baJ'H/IT U BBTPCUCPCIICH a6cuec (B)K. TOYKa 5. 1), Ca OrpaHUYCHH.
HpI/I TaKHMBa MMAallUCHTHU ;[a61/1ranaH CTCKCHUJIaT TpH6Ba Ja C€ JaBa CaMO aKO O4YaKBaHaTa I10J13a
HaJBHUIIIaBa pUCKa OT KbPBCHE.

Brumamenno kaunuyHo Habaooenue
[IpenopbuBa ce BHUMATEIIHO HAOJIIOICHHUE 3a IPU3HALIM HA KbPBEHE WIIM aHEMHSI [TPE3 LEJIUS IIEPHO.T

Ha JICYeHHE, 0COOEHO aKO PHUCKOBUTE (hakTOpu ca KoMOMHMpaHu (BxK. Tabnuua 3 no-rope). Tpsosa na
ce BHUMaBa 0cOOEHO MHOT'0, KOTaTo JaduraTpaH eTeKCUIaT ce Ipuiiara eIHOBPEMEHHO C Beparamull,
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aMHOapOH, XMHUAWH UM KIapuTpoMulivH (P-gp naxnburopmn) u ocobeHo nmpu nosiBa Ha KbPBEHE,
Haif-Beye NpH MaUeHTH ¢ HaManeHa 0b0pedyHa GpyHKIus (BX. Touka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOIIOJICHUE 3a MTPU3HAIM HA KbPBEHE TPH MAI[MEHTH, JICKYBaHU
cerpTcTBaIno ¢ HCIIBC (Bx. Touka 4.5).

HpeK'bCG(lHe HdA 1e4yerHuemo c da6ueampaﬂ emekKkcuaam

HaLII/IeHTI/ITC, KOHMTO pa3BUAT OCTpa 6L6peqHa HCAOCTAaTBb4YHOCT, TpSI6Ba Ja IpCyCTAHOBAT IIpHUCMa Ha
;[a61/1ranaH CTCKCHJIAT.

Korato ce nosiBu TeKK0 KbpBeHe, TpA0Ba J1a ce IPEKpaTH JEUCHUETO U Jja ce U3Ccie/[Ba IPUUNHATA 3a
kbpBeHeTo. EdukacHocTTa 1 6e30macHOCTTa Ha Ceun(UIHOTO HEYTPAIU3UPALIO CPEACTBO Ha
naburatpad (uaapyiu3ymad) He ca yCTAaHOBEHH TPH MeMaTPUYHU MalueHTy. Jlaburatpan Moxe na
OB/l OTCTpaHEH IIOCPEJCTBOM XEMOIUAIIN3A.

Jlabopamopnu koazynrayuonnu napamempu

Brnpeku ge To3u eKapCTBEH NPOLYKT MO NPUHIIMIT HE U3UCKBA PYTUHHO MOHUTOPHpAaHE Ha
aHTHKOAryJjanusTa, orpeaesiTHETO Ha CBhp3aHaTa ¢ Jadurarpal aHTUKOAryJanus Moxe aa Obae oT
10JI132 33 yCTAaHOBSIBAHE Ha MPEKOMEPHO BUCOKA SKCITO3UIIMS Ha JaburaTpaH pyu HATMYUE Ha
JIOIIBITHUTEITHA PUCKOBH (DaKTOPH.

TpombuHOBOTO Bpeme upe3 pazpexaane (dTT), ekapuroBoTo Bpeme Ha cheupBane (ECT) u
aKTHBUPAHOTO MAPITHAITHO TpoMOortacTuHOBO BpeMe (aPTT) morar nma mpemocTaBsT mojie3Ha
UHQOpPMAIHS, HO pe3yJITaTUTE TPSIOBA J]a Ce THIKYBAT C IIOBUIIEHO BHUMAaHHE TIOPAIH
BapraOMIIHOCTTa MEXIy TeCTOBeTe (BXK. Touka 5.1).

TecTbT 32 onpeAessiHe Ha MEXIyHapOIHOTO HOPMAaJIM3UpaHo choTHoIIeHHe (international normalised
ratio, INR) He e HajiexIeH ITpU MAIIMEHTH Ha JICYCHHUE C TJa0UraTpaH eTeKCUIIaT U UMa JIOKJIa[BaHH
ciaydau ¢ ¢ammuBo nonoxkutenHo mosumieHue Ha INR. 3aTtoBa INR TecToBe He TpsiOBa ma Obaat
NPOBEXKAAHU.

Hait-auckure ImparoBe€ Ha KOoaryJjJallMOHHUTE TECTOBEC IPU N€AUATPUYIHU IMMAIIUECHTH, KOUTO MOrar Jia
6’I>,E[aT CBBbpP3aHU C TOBUIICH PUCK OT KbPBCHC, HC Ca U3BCCTHU.

yHOTDe6a Ha d)I/I6DI/IHO.]'II/ITI/I‘IHI/I JICKAPCTBCHU NMPOAYKTH 3a JCYCHUEC HA OCTHP UCXCMHUYCH UHCYIIT

Ynorpebara Ha GUOPUHOIUTUYHH JIEKAPCTBEHH MPOILYKTH 32 JICYEHHUETO Ha OCTHP UCXEMHUYECH HHCYIIT
Moke 1a ce 00cbau, ako croitHoctuTe Ha dTT, ECT mim aPTT He HagBuimaBat ropHara rpaHuia Ha
Hopmata (ULN) cnopen mecTaHHuTE pehepeHTHN TPAHUIIN.

XI/IDVDI‘I/I‘IHI/I ornepanyv 1 UHTCPBCHIITNHU

HpI/I ManrueHTU, NprueMaliun z[a61/1r aTpaH €TCKCUWJIAT, KOUTO Ca IMMOJIOKCHU Ha XUPYPruiHa
HWHTCPBCHIUA WU MHBA3UBHU MMPOLCAYPH, CBIICCTBYBA PUCK OT KbPBCHC. ITo Ta3m npuirHa
XUPYPrUuiHUTEC UHTCPBCHIMU MOraT J1a HAJIOKAT BPEMCHHO IMPEKPATABAHEC HAa IIPUEMAHETO Ha
;[a61/1ranaH CTCKCHJIAT.

Heo0xoauMo € moBHUIIIEHO BHUMAHUE, KOTATO JICYCHUETO BPEMEHHO CE IMPEKPATH Hopaan
WHTEPBEHIINH U CE MPENOPHhUBa MOHUTOPUPAHe Ha aHTUKoaryamnusTa. [lpu nanuentu ¢ 6p0pedna
HEIOCTAaThYHOCT KIMPBHCHT Ha AaOUraTpaH MOKe J1a MPOABIDKH MO-ABIro (BxX. Touka 5.2). Tosa
Tpsi0Ba J1a ce B3eMe IIPEBU/ Ipeiu BCsKa polieypa. B TakuBa ciryyan koarysaaluoHeH TecT (BixX.
Touku 4.4 1 5.1) MOXe ja TOMOTHE J1a ce OTPEAETH JTAIH BCe Ollle Ma HapylIeHHe Ha XeMOCTa3ara.

Crnewnu xupyp2uuHu onepayui Uil HeomaoACHU npoyeoypu

[IpuembT Ha JaburaTtpaH eTekcuiaT TpIOBa BPEMEHHO Jia ce IPEeKpaTH.
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EduxacHoctTa 1 0e30omacHOCTTa Ha CEUU(UIHOTO HEYTPATU3UPALO CPEACTBO Ha JaduraTpad
(upapyunsymal) He ca YCTaHOBEHH NPH MeAUaTPUUHU nanuenTy. Jladurarpan Moxe 1a Obae
OTCTPaHEH IIOCPEJCTBOM XEMOIUAIIN3a.

Xupypauunu onepayuu/unmepeeHyuu npu HOOOCMPU CbCIMOSIHUS

IIpuembT Ha maburaTpaH eTekcuiar TpsiOBa BPEMEHHO Jia ce mpekpatu. [1o Bb3MOXKHOCT,
XUPYPruvHaTa ONepalys/MHTEPBEHIHA TPsOBa Ja ce OTI0XKH JO M3MHUHABAHETO HA Hail-Manko 12 yaca
clle] IpueMa Ha IocjeiHaTa 103a. AKO XUpYpruyHara onepanys He MOXKe Jja c€ OTIIOXKH, ChIECTBYBa
TIOBHIIIEH PUCK OT KbpBeHE. 1031 prcK TpsOBa Ja ce OIEHHU CIPSMO CIIEIIHOCTTAa HA MHTEPBEHIINATA.

Ilnanosa xupypeuuna onepayus

[Ipu BB3MOXKHOCT, MPHEMBT Ha JaburaTpaH eTekcuiar TpsOBa Ja ce mpeKkpaTH Hai-Manko 24 gaca
MIpeIy U3BBPLIBAHETO HA MHBA3MBHA WIIM XMpYypruuHa npouenypa. IlpexparsaBane npuema Ha
JaburatpaH eTeKkcuiaT 2-4 JHUA NpeArd XUpypruyHa onepauus TpsiOBa 1a ce UMa IpeABH IPH
TIAI[MEHTH C MIOBHUIIIEH PUCK OT KbPBEHE JIM B CITydail Ha TOJIsIMa OTepalys, IpH KOSATO MOXKE Ja €
HEoOX0MMa IIbJIHA XeMOCTa3a.

[IpaBuiiata 3a npekparsBaHe Ha MpUeMa MPEeId HHBA3UBHU WM XUPYPrUYHU IPOICIypU TIPU
MeUATPUIHN TAIUEHTH ca 0000IeH: B Ta0HIIa 4.

Ta6auua 4: IlpaBuJa 3a npekpaTsaBaHe Ha IpUeMa NMpeId HHBA3UBHYU WU XUPYPrUYHH
NpoueAypH NpHU NeAUATPUYHU MANMEHTH

BbrOpeuna GpyHKIus CriupaHe Ha aburarpaH npeny IIaHoBa XUPYPrudHa
(eGFR B ml/min/1,73 m?) onepanus

>80 24 gaca mpeIBapUTEITHO

50— 80 2 THU NIPEABAPUTEITHO

<50 Tes3u manueHTH He ca MPOoy4YBaHH (BXK. Touka 4.3).

Cnunanna aHecme3uﬂ/enu0VpaﬂHa auecmesuﬂ/ﬂwvz6am-ta NYHKUUA

HpOI_IC,Z[ypI/I KaTo CIIMHaJIHA aHCCTE3MA U3UCKBAT ITBJIHOLICHHA XEMOCTaTUYHA (bYHKHHH.

PuckbT OT ciMHATNEH Wi eMUAYypajieH XeMaToOM MOXKE J1a Ce MTOBHUINY Y CIIydand Ha TPaBMATHYHH
WJIN MHOTOKPATHH IIYHKIMH U TIPH MPOABIDKUTENHA YIOTpeOa Ha enumypaitu karetpu. Cien
OTCTpaHsSBaHE Ha KaTeThp TPsOBa Ja MUHAT Hal-MaJIKO 2 Yaca Ipeau MPIIOKEHNETO Ha ITbpBaTa J03a
nmaburaTtpaH erekcuiar. Te3u manueHTH U3UCKBAT YecTo HaOII0AeHNE 32 HEBPOJIIOTUYHH MTPU3HALIN U
CUMIITOMH Ha CIIMHAJIEH WU EHYPAJIEH XEMaTOM.

Creoonepamusna asza

Cren uHBa3MBHATA NPOLEAYPa WM XUPYPTUYHATA WHTEPBEHLUS JICUEHUETO C TaburarpaH eTeKCHiIaT
TpsiOBa Jia ce MOTHOBH/3aII0YHE Bhb3MOYKHO Hal-CKOPO, TIPY YCJIOBHE Y€ KJIMHUYHATA CUTYaIIHs
II03BOJIABA M Ma aJIeKBaTHA XeMOCTa3a.

Heobxoaumo e moBUIIeHO BHUMaHKE TPY TAIIMEHTH C PUCK OT KbPBEHE WIIM MAIIMEHTH C PUCK OT
CBpBbxeKcno3unus (Bx. Tadbauia 3) (Bx. Touka 4.4 u 5.1).

TlanmenTH ¢ BUCOK ONIEPATUBEH PUCK OT CMBPTHOCT U C BETPELIHU PUCKOBHU (aKTOpH 3a
TpoMOOEMOOINYHY CHOUTHUS

C’I)H_ICCTBYBaT OrpaHUYCHU NAaHHU 3a eq)HKaCHOCTTa u 0e30macHOCTTa Ha ,Ila6I/Il"anaH CTCKCWJIAT IIpU
TE3U NMAIIUCHTH U ITOpaJn TOBaA TC Tp$[6Ba Ja 6’bZIaT JICKYBaHH C IMOBUIICHO BHUMAaHUC.
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YepHOapoOHO YBpEKIAHE

[ManuenTr ¢ noBUIeHH YepHOAPOOHH eH3uMu >2 ULN ca U3KIIFOUEHH OT OCHOBHHUTE U3ITUTBAHMS.
Hsma Haim4yeH TepareBTHYCH OMUT 3a Ta3u CyOIomyJaius OT MAlUEHTH U CJICA0BATEIHO MPH Ta3H
TMIOITyJIaNKsl YIIoTpedarTa Ha JaburaTpaH eTeKCHiIaT He ce MpernopbyBa. YepHOpoOHO YBpEKIaHE UK
YepHOAPOOHO 3a00JIsIBaHE, 32 KOSTO CE 0YaKBa JIa UMa OTPaXKEHHUE BHPXY MPEKUBIEMOCTTA, €
MPOTHUBOITOKA3aHo (BXK. Touka 4.3).

BsaumonetictBue ¢ P-gp nuHgyKTOpH

ChIbTCTBAIOTO MPWIIOKEHHE Ha P-gp HHIYKTOPH ce 0uakBa Jia IOHMKH TUTa3MEHUTE KOHIIEHTPAIUU
Ha naburatpad u TpsAOBa Aa ce n30srea (BxK. Touku 4.5 u 5.2).

TTamuenTu ¢ anTudoCcHONUIUIEH CUHIPOM

HdupexTHo neiictamy nepopainu antukoaryianTd (DOACs), BKIIOUUTETHO 1aburarpaH eTeKCHIIaT,
HE C€ MPEeTophYBAaT MPH MAIMeHTH C aHaMHe3a 3a TpoM003a, KOUTO ca JUArHOCTHUIIMPAHH C
antudochomunuaer curapom. [lo-crenuanHo npu TPONHONO3UTHBHY ALMEHTH (32 JIyIyCEeH
AHTHKOAryJaHT, aH THKapAUOIUIIMHOBH aHTUTEJA M aHTUTeNa cpelry Oera-2-rIuKonpoTerH I),
neuerneto ¢ DOACs Moxe 1a Objie CBBP3aHO C MOBHIIICHA YECTOTA Ha MOBTAPSIIHN C€ TPOMOOTUIHU
CHOWTHS B CPAaBHEHHE C TepaNMsiITa C aHTarOHUCT Ha BUTaMuH K.

ITammenTy ¢ aKTUBHO OHKOJIOTHYIHO 3a00J1s1BaHe

HNma OrpaHUYCHU NAaHHU 3a e(i)I/IKaCHOCTTa 1 0e30IMacHOCTTa pUu NCAUATPpUIHU MAIIUCHTU C AKTUBHO
OHKOJIOTMYHO 3a00JIIBaHE.

MmHoro CHeHI/Id)I/IT-IHa neavuaTpudHa ImomyjJanus

[pu HsKOW TIEUATPUYHH NAIIMEHTH ChC CTPOTO crieluuIHN 3a00JIIBaHMsI, HAIP. IAIIUEHTH C OOJIeCT
Ha THHKHTE YepBa, IPH KOUTO MOJKE JIa € 3acerHaTa abcopOuusra, TpsioBa 1a ce 0OMuUCIN
M3II0JI3BAHETO HAa aHTHKOAryJIaHT, KOMTO ce Mpuiara napeHTepaiHo.

4.5 B3amMmopeiicTBHE ¢ IPYTrH JeKapcTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe

Hpoy‘{BaHI/I}ITa 3a BSaHMOHeﬁCTBHH Ca MpPOBCXKJAaHU CaMO ITPpU Bb3PACTHU.

B3auMoelcTBus ¢ TpaHCIOPTEPH

Jaburarpan erekcuiar e cyocrpar 3a edimykcaus Tpancnoptep P-gp. ChbTCTBAOTO MPHIIOKEHNE
Ha P-gp naxubutopu (Bx. Tabnuia 5) ce odyakBa Ja JOBE/E 10 MOBUIIICHN HIBA Ha TUTa3MEHaTa
KOHILIEHTpalMs Ha Ja0uraTpat.

AKO He € IIPeNNUCaHo JIpyro, € Heo0X0AUMO BHUMATEJIHO KJIMHUYHO HaOroieHue (clieieHe 3a

NpU3HAIM Ha KbPBEHE WM aHEMHS), KOraTo Ja0uraTpas ce rpujara eJHOBPEMEHHO ¢ MOIIHU P-gp
uHXubuTOpH. Brokre chio Touku 4.3, 4.4 u 5.1.
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Tadauua S:  B3aumogeiicTBUSA ¢ TPAHCNIOPTEPH

P-9p unxubumopu

Covnvmemsawjama ynompeda e npomueonokasua (6sc. mouka 4.3)

KeTokonazon Kerokonazon nmosumrasa TotatauTe AUC..o B Ciax CTOWHOCTH Ha TabUraTpan
CBhOTBETHO 2,38 bTH U 2,35 MBTH cie eAMHUYHA nepopainHa 1o3a 400 mg u
CHOTBETHO 2,53 mbTH U 2,49 MBTH CIIe MHOTOKPATHO MEPOPATTHO MPUIIOKEHHE
Ha 400 mg KeTOKOHA30J1 BEAHEK JHEBHO.

Hponenapon [Ipu enHOBpEMEHHO NPUIIOKEHHE Ha AaOUraTpaH eTeKCHiIaT U JpOHEeIapOH
ToTaTHUTE AUC).0 U Cpnax CTOWHOCTH Ha JaOUTaTpaH ce yBeIn4yaBaT CbOTBETHO
0KOJI0 2,4 TbTH ¥ 2,3 TBTH CIIe[] MHOTOKpATHO npuiokenne Ha 400 mg
JIpOHEIapOH JBa IBTH THEBHO M CHOTBETHO OKOJI0 2,1 bTH ¥ 1,9 mbTH Ciien
eanHn4Ha no3a 400 mg.

Wtpaxonazoun, B®3 ocHOBa Ha pe3ynraTute in Vitro MOXe Aa ce 04akBa ojg00eH eekT, KakTo ¢
HUKIIOCTIOPUH KETOKOHA30J1.

I'nexanperup / | CeobTeTBaIaTa ynoTpeda Ha Ja0UraTpaH eTeKCHIIAT ¢ KOMOMHAIIMATA C
nuOpeHTacBup | (PMKCHUpaHU J03H HA P-gp MHXHOUTOpHTE TIeKanpeBUp/MTUOPEHTACBUD ITOKa3Ba
yBEIMYaBaHE Ha EKCIIO3UIMATA Ha 1a0MraTpaH U MOXe Ja MOBUIIIA PUCKa OT
KbpBEHE.

Cvnvmemeawama ynompeda e ce npenopvusea

Takponumyc In vitro € yCTaHOBEHO, Y€ CTETIEHTAa HA MHXUOUTOPHUS €PEKT Ha TAKPOJINMYC
BBpXY P-gp e nogoOHa Ha Ta3u, HabIr01aBaHa MPU UTPAKOHA30J U
LUKIOCTIOpUH. ENHOBpEeMEHHOTO NpMIIO)KEeHHE Ha Ja0uraTpaH eTeKCHiIaT ¢
TAKpOJIMMYC HE € MPOYUYEHO KIMHUYHO. BhIipekn ToBa, OrpaHn4eHUTe KIMHUYHU
JIaHHU OT JpyTu P-gp cyOcTpaTh (eBeponuMyc) mpeanoiarar no-ciuabdo
nHXuOupane Ha P-gp oT TakponaumMyc, B cpaBHEHHE ¢ HAOJIIOJaBAHOTO MIPH CHITHH
P-gp uaxuburopu.

Heobxooumo e nosuuteno enumanue npu convmemeauia ynompeda (8oic. mouxa 4.4)

Bepanamun Koraro gaburatpan erexcuiar (150 mg) ce npunara eTHOBPEMEHHO C
nepopaiieH Bepanamuil, Crmax 1 AUC Ha gaburaTtpan ce yBequuaBaT, HO
CTETIeHTa Ha Ta3W MPOMSHA € Pa3InYHA B 3aBHCHMOCT OT BPEMETO Ha MTPHEMaHe
u GopmMata Ha BeparmaMu (BX. Touka 4.4).

Haii-roisMoTo noBHIIaBaHe Ha €KCIIO3MIMATA HA TaburaTpan ce Habro1aBa
IIpU IIbpBaTa J103a Ha BepanaMuil ¢ He3a0aBHO 0CBOOOKAaBaHe, IPUETA €AUH
yac npeau npueMa Ha qaduratpa erekcunat (yBenndaBane Ha Cmax OKOJIO
2,8 mptr 1 Ha AUC okono 2,5 nbTH). EdexThT nporpecuBHO HamalsiBa MpH
MpuJIoKeHue Ha (hopMmaTa ¢ yIBIDKEHO 0CBOOOk1aBaHe (yBennyaBaHe Ha Crax
okoso 1,9 meti 1 Ha AUC okono 1,7 mbTH) WK IpU NPUIIOKEHNE HA
MHOTOKpaTHH 031 Bepanamui (yBenndaBaHe Ha Crax OKOJIO 1,6 TBTH M Ha
AUC oxomno 1,5 mp1n).

He ce nabmonaBa 3Ha4MMO B3aMOJEHCTBUE, KOTAaTO BEparaMuil ce mpuemMa

2 yaca cnen gaburarpas erekcuiar (yBenuuaBaHe Ha Cmax OKoJIO 1,1 mbTH 1 Ha
AUC okoio 1,2 metr). ToBa ce 00sicHsIBa ¢ TBJIHATA a0COpOIIMS HA Ja0UraTpan
clien 2 gaca.

AmMuomapoH Koraro maburatpaH eTeKCHIIAT ce Ipuiiara eIHOBPEMEHHO C €IMHUYHA
nepopaiHa 1o3a 600 mg aMuoIapoH, CTENEHTa U CKOPOCTTa Ha abcopOIus Ha
aMHO/IapOH M Ha akTUBHHS My MeTabonuT DEA 1o chiliecTBO He ce IPOMEHSIT.
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AUC u Cnax Ha JaburaTpad HapacTBaT CHOTBETHO OKOJIO 1,6 mbTh 1 1,5 IBTH.
[Topany nbITHS MOTY)KUBOT HA aMUOJIAPOH BB3MOXHOCTTA 33 B3aMMOJICHCTBIE
MOXe J]a ChIECTBYBA CEJMHUIIM CIe]] TPEKpaTsIBaHe Ha JICYEHUETO C aMHOJIaPOH
(Bk. Touka 4.4).

XUHAOAH

XvHUAMH e mpuiiarad karo go3a ot 200 mg Ha Bceku 2 yaca J1o o0mia ;103a

1 000 mg. laGuraTpaH eTeKcHUiar € nmpujarad JBa I'bTH JAHEBHO B
MPOABIDKEHNE Ha 3 MOCIeI0BATEIHN JHH, ChC WM 0e3 XUHUAWH Ha TPETHS JIeH.
AUC ss 1 Cinax,ss Ha TaOUTATPaH C€ YBEIMYABAT CPEIHO CHOTBETHO 1,53 IBTH U
1,56 mbTH IIpH CHIIBTCTBAILO NPUIOKEHHE HA XMHUAMH (BXK. Touka 4.4).

Knapurpomunun

Korato xnapurpomunus (500 mg 18a mbTH JHEBHO) CE MpUIIara 3aeaHo ¢
JlaburaTpaH eTeKCHIAT MPH 3paBu JOOPOBOIIIH, C€ HaOIt01aBa MMOBUIIIABAHE
Ha AUC okoio 1,19 nbtr 1 Ha Cpax 0K0IIO 1,15 rbTH.

Tukarpenop

Koraro ennaudHa 103a 0T 75 mg naduraTpaH €TeKCHIAT ce Tpuiara
eITHOBPEMEHHO ¢ HaToBapBamia g03a oT 180 mg tukarpesnop, AUC 1 Chax Ha
JlaburaTpaH ce MmoBHIaBar choTBeTHO 1,73 mbth u 1,95 meTu. Cien
MHOT'OKpPATHU J034 Ha TUKarpenop 90 mg, 1Ba MbTU AHEBHO, YBEIMYABAHETO HA
eKCITO3uIMATa Ha jaburarpas e 1,56 mbtu u 1,46 mbTH, CHOTBETHO 33 Crax U
AUC.

ChIIbTCTBALIOTO NMPHIIOKEHUE HA HATOBapBalla Ao3a Tukarpenop 180 mg u
nmaburarpan erekcuinar 110 mg (B crannonapHo cherosiHue) oBumaBa AUC, s
1 Crnax,ss Ha TaOUTaTpat choTBeTHO 1,49 mbTH 1 1,65 BTH B CpaBHEHHE C
JaburaTpaH eTeKCHiaT, Ipuiaral camocroaresiHo. Koraro HaToBapBaiia j103a
ot 180 mg Tukarpenop ce naBa 2 yaca ciea npueM Ha 110 mg gaburatpan
eTeKCHIIaT (B CTalfMOHapHO cheTostHKE), MoBUIIaBaHeTO HA AUC s B Ciax Ha
JaburatpaH HaMamsBa CbOTBETHO 110 1,27 mbTH 1 1,23 IBTH B CpaBHEHUE C
naduratpaH eTeKCHIIaT, IPUJIaral CaMOCTOSTENHO. TakbB He3acThIIBALL Ce
MIPHEM Ce MPENopPbYBa MPH 3aNI0YBAaHE HAa THKATPEIop ¢ HaTOBapBaia 103a.

ChIrbTCTBAIOTO MPHIIOKEHUE Ha 90 mg THKArpesop JBa IbTH JTHEBHO
(mommpprkaria mo3a) U 110 mg maburarpan eTeKCHIAT MMOBUIIABA KOPUTHPAHUTE
AUC, s 11 Cinax,ss Ha TaOUTaTpat CH0TBETHO 1,26 bTH U 1,29 IBTH B CpaBHECHHE
C TaburaTpaH eTeKCUIIAT, MPUJIATaH CAMOCTOSITEITHO.

ITo3akonason

[To3akoHa301 chII0 HHXUOMPA B HAKAKBa cTeneH P-gp, HO TOBa He € MPoyYeHO
KIMHAYHO. ETHOBpEeMEHHOTO NpUIIOKeHHEe Ha JaOuraTpaH eTeKCHIAT C
[103aKOHA30J1 HaJlara BHUMATeJIHO IIpocie/siBaHe.

P-9p unoykmopu

CeropreTBamiara ynorpeda TpsoBa 1a ce n30sraa.

Hanp.
pUQaMITUIINH,
KBIIT
KaHTapHOH,
(Hypericum
perforatum),
KapOama3zenuH
Wi GeHUTONH

ChIIBTCTBALIOTO MMPHIIOKEHUE CE OUAKBa Ja JIOBEJIE 0 IIOHWKaBaHe Ha
KOHIICHTpAITUsITa Ha TaduraTpaH.

[IpemenukanusTa ¢ U3ciueABaHUs UHAYKTOP pudaMmuiuH npu go3a 600 mg
BEJHBK JIHEBHO 3a 7 JIHU IIOHMXKaBa 00IaTa MMKOBA KOHIICHTPALIMS Ha
JaburaTtpaH u 00maTa eKCIO3UIMs ChC ChOTBETHO 65,5% 1 67%.
WenynmpanmsaT eQekT e TOHWKEeH, KOSTO BOJIU JI0 HUBO Ha €KCIIO3UIUS Ha
Jaburarpas, OJIM3K0 10 pedepeHTHAaTa CTORHOCT JI0 JIeH 7 Clie]] CIIUpaHe Ha
nedeHueTo ¢ pudpamnuimH. He e HaO01aBaHO MO-HATATHIIHO [TOBUIIIEHUE HA
OMOHATUYHOCTTA CIIE] Ol 7 JHH.
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Ilpomeasnu uqu6um0pu, Kamo pumornaeup

Cvnvmemesawama ynompeba e ce npenopvusd

Harmp. Te noenusiBat P-gp (kakTo Kato HHXUOUTOP, Taka U KaTo MHAYKTOp). Te He ca
PUTOHABUD U OMITM IPOYYBaHH, TOPAJAN KOETO HE C€ MPEMOPBYUBAT 33 CHITBTCTBAIIO JICYEHHUE C
KOMOWHAITUNATE JlaburaTpaH eTeKCHIarT.

My ¢ ApYyTH

MpOTea3Hu

WHXHOUTOPHU

P-gp cybcmpam

I[I/IFOKCI/IH B Mpoy4BaHC, MPOBCACHO C 24 3ApaBu ,E[O6p0BOJ'IL[I/I, npu €AHOBPEMEHHOTO
IIPUIIOKCHHUE HA )1a61/1ranaH C€TCKCHJIaT U JUTOKCHH HE Ca HaGHIO]IaBaHI/I
IIPOMEHHU B CKCITO3UIIMATA HA JUT'OKCUH U KIIMHUYHO 3HAYMMHU ITPOMEHU B
CKCIIO3MIMATA Ha Z[a6I/IFanaH.

AHTI/IKOEIFV.HaHTI/I 1 JICKAapCTBCHU IIPOAYKTH CPEILY TDOM6OHI/ITHa arperamnms

JIuncea nian chIIecTByBa CaMO OIPaHUYEH OIUT ChC CICAHNUTE JICUEHHS, KOUTO MOrat Jja MOBUIIIAT
pHCKa OT KbPBEHE, KOTaTO Ce MPHJIaraT ChIIbTCTBAINO C Aa0uUraTpaH eTeKCHIIaT: aHTHUKOATryJIaHTH,
kato Hedpakuonupan xenapud (UFH), auckomonexymau xenapuau (LMWH) n xenapunosu
npou3BoAHM (PoHIATAPUHYKC, E3UPYIUH), TPOMOOTUTHYHH JIEKapCTBEHH MTPOAYKTH U aHTAarOHUCTH
Ha BuTamuH K, puBapokca®aH WM APYrd aHTUKOAryJaHTH 3a IEPOPATHO MPUIOKEHHE (BIXK.

Touka 4.3), WK JEKapCTBEHHU MPOIYKTH cpelly TpoMOoiuTHa arperanus, kato GPIIb/Illa perenropau
AQHTaroOHUCTH, TUKJIONUNH, IPacyrpesl, THKarpeaop, AeKCTpaH U CyJIPUHIUPA30H (BXK. Touka 4.4).

UFH moxe aa ce mpwiara Ipu 031, He00XO0IUMH 3a MOIIbPKaHe Ha TIPOXOIUMOCTTA Ha IIEHTpaJICH
BEHO3CH WJIU apTePUAICH KaTeThp (BXK. Touka 4.3).
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Tadauua 6: B3anMogeiicTBUS ¢ AHTUKOATYJIAHTH U JIEKAPCTBEHU MPOAYKTH CpeLLy
TPOMOOIMTHA arperamnust

HCIIBC

[Ipunaranure 3a kpatkocpouna aHanre3ust HCIIBC He ce cBbp3BaT ¢ MOBHILIEH
PHCK OT KbpBEHE, KOIraTo ce IpujiaraT ChIIbTCTBAILO C Ja0UraTpaH eTeKCuar.
[Ipu nponbmxkuTenHa ynoTpeda B €qHO KNMHUYHO u3nuTBaHe daza 11,
CpaBHSIBAIILO JadburaTpaH ¢ BaphapyH 3a MPEBEHIUSA Ha HHCYJIT MPH MallUECHTH
¢ npeackpano mexaeHe (RE-LY), HCIIBC yBennuaBaT pucka oT KbpBEHE C
oko110 50% KakTo npu JaburaTpaH eTeKCUIIaT, Taka M Ipu BaphapuH.

Knonuporpen

[Ipu miaau 3apaBu JOOPOBOILN OT MBXXKH MOJ CHITBTCTBAIIOTO MPHIIOKEHNE
Ha naburaTpaH eTeKCHIIaT U KIIOMUOTPEIl He € JIOBEJIO JIO JIOMBIHUTEIHO
yABIDKaBaHE Ha BPEMETO Ha KalMJSIPHO KbPBEHE B CPABHEHHE C MOHOTEPAITUS
¢ xionuaorpen. Ocsed ToBa AUC: ss M Crax,ss, 1 UBMEPUTETTUTE HA
KoaryJanusTa 3a epekra Ha JaburaTpaH, WM HHXHOUPAHETO Ha
TPOMOOIIMTHATA arperaiys KaTo U3MepuTell Ha e)eKTa Ha KIOMUI0Tped, o
CBIIECTBO OCTABAT HEMPOMEHEHHU NP CPaBHSABAaHE HA KOMOMHUPAHOTO
JieYeHue U ChOTBETHUTE MOHOTepanuu. [Ipu HatoBapgamia n1o3a 300 mg ummn
600 mg kmormuaorpea, AUC: s U Cmaxss HA TaOUraTpaH ce MOBHUIIABAT C OKOJIO
30-40% (Bx. Touka 4.4).

ASA

EnnoBpemenHoTo npuioxkenue Ha ASA u 150 mg naburatpaH eTekcuiaar asa
IIBTH THEBHO MOJKE J1a TIOBUIIIM PUCKA OT BCIKAKBO KbpBeHE OT 12% mo 18% u
24% cwoTtBeTHO mpu A03u 81 mg u 325 mg ASA (Bx. Touka 4.4).

HI/ICKOMOJ'ICKYJ'IHI/I
XCHapuHU
(LMWH)

CoropreTBaniara ynorpeda Ha HuckoMmonekyiaau xenapuau (LMWH), kato
€HOKCalapyH U aburarpaH eTeKCHIIaT, He € CrieuaiHo npoyuBaHa. Cien
MpeMUHaBaHe OT 3-IHEBHO JieueHHe ¢ eHokcanapuH 40 mg s.C. BEIHBXK
JTHEBHO, 24 yaca ciief] ocjaefHaTa 103a €HOKCcanapuH, eKCIO3UIHITa Ha
naburatpad e Oria Majko MO—HHUCKa, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Clie]
MPIIOKEHUETO CaMO Ha aburatpaH eTekcwiar (equHuaHa 103a 220 mg).
HabnronaBana e no-pucoka antu-FXa/Flla akTHBHOCT cites] MpHUIIOKEeHUE Ha
JaburaTpaH eTeKCHIIAT ¢ PEeIBAPUTEITHO JICUEHUE C eHOKCAIlapHH B CPaBHEHHUE
C JIEYEHHETO caMo ¢ Jadurarpan eTexcuiar. Cunra ce, 4e ToBa Ce AbIKU Ha
NPOJIBIKATEIHOCTTA Ha e(heKTa Ha CHOKCAIIApUH clie]l JIeYeHHETo (carry-over
e(eKT) U cIe0BaTeTHO HE € KIIMHUYHO 3HauuMo. OCTaHaINUTE pe3yATaTH OT
AHTHKOAryJalvOHHHU U3CIIe/IBaHMs, CBbP3aHM ¢ JaburarpaH, He ca IPOMEHEH!
3HAYMMO OT JICYCHHUETO C EHOKCATIAPHH.
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Jlpyru B3auMOeHCTBUS

Tadoauua 7: Jpyru B3aumonaeiicTBus

Cenexmugnu uHxubumopu Ha obpamuomo 3axeawiane Ha cepomonuna (SSRI) uiu cenexmuehu
UHXUOUMOPU HA 0OPAMHOMO 3axeqauiane Ha cepomonuna u hopenurnedpuna (SNRI)

SSRI, SNRI SSRI 1 SNRI moBumasar prucka oT KbpBeHE BbB BCHUKH I'PYITH HA JICUEHHUE B
KJIMHUYHO n3nutBane ¢asa I, cpaBHsBaio qadburarpat ¢ BapdapuH 3a
NpeAoTBpaTsIBaHE HA HHCYJIT IPH NMAIMEHTH ¢ npencbpano MbxkaeHe (RE-LY).

BEWBCMGG, Kounio nosauAaeam CmomawuHomo pH

[ManTompazon | Ilpu eqHOBpeMeHHO HpuiIokeHHe Ha Pradaxa u maHTomnpa3of ce Ha0Jo1aBa
npubnauszurentHo 30% namanerne va AUC Ha maburarpan. [lanTonpason u qpyru
WHXUOUTOPH Ha poToHHara nomria (PPI) ca nmpunaranu enHoBpemenHo ¢ Pradaxa
B KJIMHUYHU MIPOYYBAaHUS U CHIIBTCTBAIIOTO JeueHue ¢ PPl He uzrnexna na
HamassiBa epukacHocTTa Ha Pradaxa.

PaHI/ITI/I,Z[I/IH HpI/IJ'IO)KCHI/ICTO Ha paHUTHUIWH 3aCTHO C ):[a6I/IFanaH CTCKCHUJIAaT HE OKa3Ba
KIMHHUYHO 3Ha4YUM e(i)eKT BBPXY CTCIICHTA Ha a6cop6u1/151 Ha z[a61/1ranaH.

BSaHMOHeﬁCTBHH, CBBP3aHHU C METa00IUTHHMS HDOd)I/I.H Ha )IaGI/IFaTDaH CTCKCHUJIAaT U 11a6MranaH

Jaburatpan etexkcunar u 1aburarpaH He ce METa0OIM3UpaT OT CUcTeMara Ha IuToxpoM P450 u
HSIMAT in Vitro epeKTH BbpXy YoBemkuTe utoxpom P450 ensumu. CriesjoBaTenHo, ¢ jaburarpaH He
CE 0YaKBaT CBbP3aHU JIEKAPCTBEHU B3aNMOICHCTBUS.

4.6 DepTUAUTET, OPEeMEHHOCT U KbpMeHe

KeHu ¢ geTepoacH MOTCHIIHAI

Kenu c nereposeH noTeHMan TpsodBa 1a n30sreaT OpeMEeHHOCT 0 BpeMe Ha JiedeHue ¢ Pradaxa.

bpemennoct

Wma orpannvenu aHHu OT ynorpedara Ha Pradaxa mpu OpeMeHHH XKeHH.
[IpoyuBanusTa IIpH )KUBOTHHU MOKA3BaT PENPOAYKTUBHA TOKCUYHOCT (BK. Touka 5.3). [loTeHunanHusT
PHUCK IIPU XOPa HE € U3BECTEH.

Pradaxa He TpsiOBa 1a ce mpwuiara rmo BpemMe Ha OpEMEHHOCT, OCBEH B ClIy4ail Ha KaTeroprHyHa
HEOOXOIUMOCT.

Kopmene

Hsama xnmuanaHN 1aHHN 3a epexra Ha naburaTpaH BbPXYy KbpMayeTara 1o BpeMe Ha KbpMEHE.
KbpMeneTo TpsOBa f1a ce mpeyCTaHOBH 10 BpeMe Ha JiedeHue ¢ Pradaxa.

DepTunuTer

Hsima nannu npu xopa.

[Tpu npoy4BaHus BEPXY )KUBOTHHU € HaOIr01aBaH e(eKT BhPXY (QEpTHIIUTETA MPH KEHCKUTE 0]
(dopmara Ha HamaisiBaHEe Ha OpOs Ha UMIUIAHTALMKTE U TIOBUILIABAHE HA MTPEJUMIUIAHTALIMOHHUTE
3aryou npu go3a 70 mg/kg (5-KpaTHOTO HMBO Ha IJIa3MeHa eKCIO3UIHs pu nauueHTn). He ca
HaOIr0IaBaH| APYTH eEeKTH BBPXY QepTHINTETA MTPH KeHCKUTe. HaMa BimsiHue BhpXY (epTrmnuTeTa
MIPU MBXKHUTE (BXK. Touka 5.3).
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4.7 EdexTn BbpXy cnoco0HOCTTA 32 oupaHe u padoTa ¢ MAIIUHA

JlaburaTpaH eTeKcHiaT He MOBIUSIBA WK TIOBJIHABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe u
paboTa ¢ MalvHY.

4.8 Hexenanu JekapcTBeHH peaKINU

O06006111eHMEe Ha podiia Ha OE30I1aCHOCT

Jaburarpan eTekcuiar € OlleHeH B KIIMHUYHU U3MUTBAHUS IIPH 0010 MTPHOIM3UTETHO

64 000 mauenTtH, ot Kouto npudausuTenHo 35 000 mauueHTyu ca JeKyBaHU ¢ JaburatpaH
eTekcuiar.be3onacHocTTa Ha JaduraTpan eTekcuiar npu JedeHnero Ha VTE u npeBeHIust Ha
petmauBupantyd VTE npu nexuaTpuyHy NalMeHTH € MpoydeHa B e u3nurBanus ¢asa I11
(DIVERSITY u 1160.108). O6m1o 328 neauaTpuiHy NalMEeHTH ca JIEKYBaHU C Ta0UraTpaH eTeKCHIaT.
[NanuenTuTe ca noxy4aBany alauTHPAaHU CIIOPE] BB3PACTTa M TEIIECHOTO TETJIO A03U OT choOpaseHa ¢
BB3pacTTa JIeKapcTBeHa (popma Ha 1aburaTpaH eTeKcHuiaT.

Karo I51J10 CE€ OYaKBa HpO(l)I/IJ'I’LT Ha 0e30macHOCT Inpu aena a € CbUIUAT KaTO MIPU BB3PACTHH.

0061110 26% OT NMeaMaTPUUHUTE MALMEHTH, JICKYBaHHU ¢ qaduraTpan erekcuiar 3a VTE u 3a npeBeHIus
Ha perauBupainy VTE, ca momydnnm HexxenaHu peaKiii.

CHOuceK Ha HEXXEJIAHNTE PEAKIINHU B TAOIWYEH BUI

B tabimia 8 ca nmokazaHu HeXXEIaHHUTE PEaKIMU, YCTAHOBEHU B MPOy4YBaHUATA pH JiedeHne Ha VTE u
npeBeHIus Ha peuyausupaiiy VTE npu neauaTpudau nanuenTy. Te ca rpynupaHu o CUCTEMO-
opraneH kiac (SOC) u 1o yectora ¢ U3MOJI3BAHE HA ClIeJJHATA KOHBEHIIMS: MHOTO YecTH (>1/10),
yectu (>1/100 no <1/10), meuectu (>1/1 000 mo <1/100), penxu (>1/10 000 mo <1/1 000), MmHOTO
penku (<1/10 000), ¢ Heu3BecTHA YecTOTa (OT HAIMYHKUTE JaHHU HE MOJXKE J1a ObJic HalpaBeHa
OTICHKA).

Tadauua 8: Hexenanu peakunu

YecroTa
SOC / [Ipeanountan TepMUH nedenue Ha VTE u npeseHnus Ha penuausupamy VITE
MIPH NEANATPUYHU MAIIMEHTH

Hapymienus Ha KpbBTa M AMMQHATa cCCTEMa

AHemus Yectu

[ToHmxeH XeMorIo0uH Heuectn

TpomObonuToneHus Yectn

IToHMXKEH XEMAaTOKPUT Heuectu

Heytponenus Heuectn

ArpaHynonurosa C Heu3sBecTHa 4ecToTa
Hapymienns Ha IMyHHaTa CUCTEMA

JlekapcTBeHa CBPbXUYBCTBUTEIHOCT Heuectn

O6puB Yectn

[Ipypuryc Heuectn

AnadunakTiyHa peakuus C HemnsBecTHa yecToTa

AHrHOETEM C Hem3BecTHa 4ecToTa

Yprukapus Yectu

Bponxocnazem C Hem3BecTHa YeCTOTa
Hapymenus Ha HepBHaTa cuctemMa

Brrpeuepenna xemoparus Heuectn

CbI0BH HapyIIeHUS
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XemMaTom Yectu
Xemoparust C Heu3BeCTHA YeCTOTa
PecniupaTopHu, rpbAHU U METUACTUHAIHU HAPYIICHUS
Emmcrakcuc Yectu
XemodrH3a Heuectun
CroMantHO-IYpeBHU HAPYIICHHMSI
CToManrHo-4peBHa XeMOparus Heuectn
AbGpoMuHanIHa O0JIKa Heuectn
Huapus Yectu
Jucnerncus Yectu
I'anene Yectn
Pexranna xemoparus Heuectn

XeMOpOI/I)_'[aHHa XeMoparusa

C HeHn3BecCTHA YeCTOTA

CTOMaIHHO-T-IpeBHa s13Ba, BKIIIOYHUTCIITHO
e3oareaiHa s3Ba

C Hen3BecTHA YecToTa

I"actpoe3odarut Heuectn
l"actpoesodareanna pedurykcHa 00secT UecTtn
IToBpbiiane Yectu
Jucharus Heuectn

XenaroOuJIMapHU HapyIIeHUs

Hapymena yeproapobna
¢yHk1ns/OTKIIOHEHNS BBB
(YHKITMOHATHUTE Y€PHOAPOOHHU

C Heu3BecCTHA YeCTOTa

IIOKAa3aTelIn
IloBumrenue Ha aaHuH Heuectn
amuHOoTpaHchepaszaTa
IToBuinenue Ha acnaprat Heuectu
aMUHOTpaHc(hepas3aTa
[loBuiieHn YepHOAPOOHU CH3UMH Yectn
XunepOunpyOnHeMHus Heuectu

Hapymienns Ha KoXaTa ¥ MOJK0XKHATA ThKaH
Ko>xnu kpbBOM3IUBU Heuectn
Anonenus Yectn

HapymeHI/m Ha MYCKYJIHO-CKCJICTHATA CUCTECMA U CbCAMHUTCIIHATA ThKaH

XemapTposa

C HeusBecTHA YyecToTa

Hapymienns Ha 660peruTe i MUKOYHNUTE IHTHINA

ypOFeHI/ITaJ'IHa XeMoparus,
BKJIFOUUTCIIHO XCMATYpUL

Heuectn

O061u HapymieHus ¥ e(heKTH Ha MSICTOTO Ha MPHIIOKEHUE

Xemoparus Ha MACTOTO Ha
MHXEKTHPaHe

C HensBecTHA yecToTa

Xemoparusi Ha MSCTOTO Ha MOCTaBsIHE
Ha KaTeThpa

C Heu3BeCTHA YeCTOTa

HapaHSIBaHI/IH, OTpaBAHUA U YCJIOKHCHU S, BBSBHUKHAJIN B pE3YyJITaT HA UHTCPBCHIINU

TpaBMaTI/I‘IHa XeMoparus

Heuectn

XCMOpaFI/IH Ha MACTOTO HAa MHIIM3UA

C Heu3BeCTHA YeCTOTa
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Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Peaxyuu na kvpsene

IMopanu papmakorornyHUsS MEXaHU3bM Ha JIEHCTBHE yroTpedaTa Ha JaOUTaTpaH eTEKCHIIAT MOXeE Jia
ObJle CBBbp3aHa C IMOBUIIICH PUCK OT OKYJITHO WJIM BUJUMO KbPBEHE OT KOSITO U JIa € ThKaH WIH OpPTaH.
IIpusHanmTe, CHMIITOMHUTE W TEXKECTTA (BKIIOYUTEITHO U JIETATICH U3XO0) BapupaT CIIOpPea MICTOTO U
CTETIeHTa WM 00XBaTa Ha KbPBEHETO W/UIIM aHEMHUATA. B KIIMHUYHHUTE IPOYYBAHUSI MYKO3HOTO
KbpBEHE (HaIlp. CTOMAIIIHO-YPEBHO, FTCHUTOYPUHAPHO) € HA0JII0IaBAHO MO-YECTO MPH IBITOCPOYHO
JIeYeHNe ¢ qaburarpaH eTeKcuiar, B cpaBHeHue ¢ iedenue ¢ VKA. Taka, B TombIIHEHNE KbM
noaAXoaAIo0TO KIIMHUYHO HaGHIOlIeHI/Ie 3a OTKPUBAHE HA OKYJITHO KbpPBCHE OT 3HAYCHUC € U
1a00paTOPHOTO M3CIIEABAHE HA XEMOTIO0MH/XEMATOKPUT € IIEHHO 32 OTKPUBAHE Ha OKYJITHO KbPBEHE.
PucksT oT KBbpPBEHE MOXKE 1a CC IMOBUIIH IIPU ONPCACIICHU I'PYIIN MMAIIUCHTH, HAIIPp. TE3U, KOUTO UMAT
yMepeHo ObOpPEeUHO yBPEXKAaHe U/UIIK ca Ha ChITbTCTBAILO JICUCHHUE, 3aCATalIl0 XEMOCTa3ara, Uil
cwiau P-gp naxubOuTopu (BxkK. Touka 4.4 XeMoparnieH puck). XeMOparu4HUTe YCIOKHEHUS MOXKE J1a
Ce TMPOSIBAT KaTo CIIad0CT, OJIETHOCT, 3aMastHOCT, TJIABOOOIIHE WK HEOOSICHIMO TIO/{yBaHe, JIUCITHES ’
HEOOSICHIM IIIOK.

Cpo01maBa ce 3a Mo3HaTH YCJIOKHEHHUS C KbPBEHE, KATO KOMIIAPTMEHT CUHIPOM U ocTpa 0bOpeyHa
HEJIOCTATHYHOCT TIOPaIK XHUITonepdy3ust U CBbp3aHa ¢ aHTHKOATYJIAHTH HeQpOTIaTHSs NIPH ITAITUEHTH C
npezpasnoiaramny puckoBu GpakTopu, BbB Bpb3Ka ¢ Jaburatpan erekcuiar. CiieioBaTeHo, TpaOBa 1a
CE OTYMTA BEPOSTHOCTTA 3a XEMOpPArus MpHu OLIEHKATa Ha ChCTOSHUETO HA BCEKM aHTHUKOATYJIUpPaH
MALAEHT.

B nBe uanuTBanus daza Il 3a mokazanuero neyenne Ha VTE u npeBennus Ha peruauBupamu VTE
NpyY NeJUaTpUYHN HaureHTy oomo 7 nanuenTH (2,1%) ca uManu cb0UTHE HA TOISIMO KbPBEHE,

5 manmentu (1,5%) ca umanu crOUTHE HA KITMHUYHO 3HAYMMO HETOJISIMO KbPBEHE, a 75 TaIrueHTH
(22,9%) ca nmanu crOMTHE HAa HE3HAYNTENHO KbpBeHe. Karo ms11o yectorara Ha chbOMTHATA HA
KBbPBEHE € M0-BHCOKa IPpH No-Bb3pacTHaTa rpymna (12 mo <18 roxunu: 28,6%), OTKOJIKOTO B IPyNHUTE C
Mo-MaJika Bb3pacT (0T paxkaaHeTo 1o <2 roaunu: 23,3%; 2 mo <12 roguan: 16,2%). I'onsamo nnmn
TEXKO KbpPBEHE, HE3aBUCUMO OT MACTOTO Ha Bh3HUKBAaHE, MOXeE J1a TOBE/IE 0 MHBAININ3UPAHE,
JKUBOTO3aCTpaIlaBallo ChCTOSHUE UITU IOPH JIETAIEH U3XOJ.

Cpo0I11aBaHe Ha IMOA03UPAHN HEXKEIAHN DEAKIINHU

C’BO6H_IaBaH€TO Ha NIOAO03UPAHU HEKECIIAHNU PCAKIIUU CJICT pa3pCllaBaHe 3a yHOTpe6a Ha JICKApCTBCHUSA
IMPOAYKT € BaXXHO. Tora no3BossBa Ja IpOABbJIKA Ha6JHO]IeHI/IeTO Ha CbOTHOIICHHUECTO HOH3a/pI/ICK 3a
JICKapCTBECHUA ITPOAYKT. Or MECIUIIHHCKUTEC CIICOUaJINCTHU CEC NU3HMCKBA da C’I)O6HIaBaT BCsKa
MoJ03MpaHa HEXKCJIaHa pCaKrd 4Ype3 HAllMOHAJIHA CUCTEMA 3a CT>O6H.[aBaHC, IIOCOYCHA B

Ilpunoxenue V.
4.9 Ilpeno3upane

21031/1 )1a61/1ranaH €TCKCWJIAT, Ha/IBUIIaBaIlln IMTPEIIOPBUYNUTECIITHUTE JO3U, U3JIaraT nmafuceHTa Ha
IMMOBUILICH PUCK OT KbpPBCHE.

[Ipu cemMHEHHE 32 TTpe03upaHe MPOBEKIAHETO HAa KOATyJIAllMOHEH TECT MOJKE J1a IOMOTHE 32
ompeesTHE Ha pUCKa OT KbpBeHE (BK. Touka 4.4 u 5.1). Kammbpupan konudectsed dTT tect nmm
mHorokpatHu dTT n3mepBaHus MO3BONISIBAT MTPEIBUXKIaHE HA BPEMETO, KOTATO Iiie ObJaT JOCTUTHATH
oTIpe/IelICHN HUBA Ha aduraTpaH (BX. Todka 5.1), ChIIO B CiIydail e ca IpearpueTH TOTbIHATETHI
MEpKH — Harp. Auaan3a.

[IpexoMepHaTa aHTHKOATYJIAIMS MOJKE J1a M3MCKBA IIPEYCTAHOBSBAaHE Ha JICYCHHETO C JaduraTpan
eTekcuiat. T'hil KaTo JaburaTpaH ce eKCKpeTupa npeJnMHoO upe3 Ob0peruTe, TpsioBa Jia ce moAIbpiKa
JocraThuHa quypesa. Thit KaTo CBbP3BaHETO C MPOTEHHU € B HUCKA CTENEH, JaduratpaH MOXe Jia
ObJie TMaIu3upaH; Ma OTPaHWYeH KIMHUYCH OIUT, IEMOHCTPHUPAIIL [T0JI13aTa OT TO3H IOJIXO0/ B
KITMHUYHYU TIPOYYBaHMs (BXK. TOUKa 5.2).
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OBJ'Ia,Z[SIBaHe Ha YCJIOKHCHUSA C KbpPBCHC

B ciydaii Ha XeMOparuuHu yCIOXHEHUS JISUSHHETO C JaburaTpaH eTeKCHiIaT TpsaoBa na obe
MIPEyCTAaHOBEHO, a MPUYMHATA 3a KbpBEHETO — n3cienBaHa. [1o npeneHka Ha JeKyBalus Jekap U B
3aBHCUMOCT OT KJIMHUYHATA CUTyalus TpsAOBa Aa ce mpeanprueMe IOAXO0 IS0 MOIBPKAIIO JIeUSHHUE,
KaTO XMPypriuyHa XeMOCTa3a Wik 3aMECTBaHE Ha KPhBEH 00eM.

Moxe na ce Ma MpeBUA Npuilarane Ha KOHLEHTPAaTH Ha KOAaryJIaluoHHH (pakTopH (aKTHBUPAHU HIIH
HEaKTHBUPaHU) WK pekoMOuHaHTeH dakTop VIla. iMa HAKOM eKCliepUMEHTAIHU JI0Ka3aTeNCTBa B
MOJIKpeTia Ha poJisiTa Ha Te3H JICKApCTBEHU NPOJYKTH B OOpBIIaHE Ha aHTUKOATYJIaHTHHS e(eKT Ha
nJaburatpaH, HO JaHHHUTE 3a 110J13aTa UM B KIIMHUYHH YCJIOBUS, KAKTO U 32 BB3MOKHHSI PHCK OT
pubayHI TPOMO0EeMOOIN3bM, ca MHOTO OrpaHi4YeHH. KoarynannoHHUTE TeCTOBE MOTaT /1a CTaHaT
HEHAJIeXK/THU CIIe]] TPIIOKEHNE Ha MPETNOPHUNTETHUTE KOHIIEHTPATH Ha KOaryJIalnoOHHH (DaKTOpH.
Tps0Ba ga ce BHMMaBa IPU THJIKYBAaHETO Ha Te3U TecToBe. TpsiOBa 1a ce 0OOMHCIN NPUIIOKEHHE Ha
TpoMOOLIMTHA Maca B CIIy4auTe, KOTaTo MMa TPOMOOILIMTOIICHHUS M ca OWIIM M3II0JI3BaHU
JIBJITOJIEMCTBAIIN aHTUTPOMOOTHYHH JIEKAPCTBEHU POAYKTH. L[sIT0TO cCHMITTOMAaTHYHO JIedeHre
TpsiOBa J1a ce Ipuiiara 1o npeleHkKa Ha JeKapsl.

B 3aBUCHMOCT OT MECTHUTE BB3MOKHOCTH, TPIOBa Ja c€ OOMUCIN KOHCYJITAIUS ChC CIEIUAJINCT B
Cly4ail Ha roJIsIMO KbpPBEHE.

5. ®APMAKOJIOTUUYHU CBOMCTBA

5.1 dapmakogHHAMHYHH CBOJCTBA

dapMakoTepaneBTHUHA TPYIIa: aHTUTPOMOOTHUYHHU CPEICTBA, JUPEKTHH TPOMOUHOBH HHXUOUTOPH,
ATC xox: BO1AEQO7.

MexaHu3bM Ha JIENCTBUE

JaburaTpan eTekcuiar € Majka MOJIEKyJa MpeJIeKapCcTBO, KOETO HE MOoKa3Ba (hapMaKoJIOTHIHa
aktuBHOCT. CJiell IepopaHO MPUIIOKEHUE Ja0UraTpaH eTeKCHIIaT ce abcopOupa Obp30 U ce
NpeBpbhIIa B 1abUraTpaH upe3 KaTalu3upaHa OT ecTepasa X|Ipoin3a B IIa3Mara U B YepHHUs Ipo0.
JaburaTtpaH e MoIIeH, KOHKYpeHTEeH, 00paTHM, IUPEKTEH TPOMONHOB MHXUOUTOP U € OCHOBHOTO
BEIIECTBO C aKTHBHO JICHCTBUE B IJla3MaTa.

Tbit kKaTo TPOMOMHBT (CEPHUHOBA IIPOTEa3a) MO3BOJIABA PEBPbIAHETO Ha pUOpHUHOTEHA BBB (PHOPHH
B X0/1a Ha KOaryJJallMOHHATa KacKa/la, THXUOMPAaHETO My IPEN0TBpaTsaBa 00pa3yBaHETO Ha ChCUPEK.
Jaburatpan naxuoupa cBoOOIHYS TPOMOUH, GUOPHH-CBBP3aHUS TPOMOUH M TPOMOWH-UH TyIUpaHaTa
TPOMOOITMTHA arperamms.

(Da[)MaKOI[I/IHaMI/ILIHI/I e(beKTI/I

In vivo u ex vivo mpoyuBaHHs NIPY )KUBOTHU JEMOHCTPUPAT aHTUTPOMOO3HA e(hUKacHOCT U
aHTHKOAryJjaHTHa aKTUBHOCT Ha aburarpaH cjell HHTPaBEHO3HO MIPUJIOKEHUE U Ha Ja0UraTpaH
ETeKCHJIAT CIIe/l IEPOPaTHO MPHIIOKEHHE TIPH PA3JINYHU )KUBOTUHCKH EKCTIEPUMEHTAITHA MOJIEITH Ha
TpoMO03a.

CrpIiecTByBa OTYETIIMBA KOPENAIUs MEXKIY TUTa3MEeHaTa KOHIIEHTpaIus Ha JaburaTpad v CTETIeHTa Ha
aHTHUKoarynantHus edekT, Oba3zupano Ha ¢a3a Il mpoyusanus. JaburaTpan yabkaBa TPOMOMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.

KanuOpupanust konndectseH TecT Ha TT upe3 paspexaane (dTT) maBa oneHka 3a mia3MeHata
KOHIICHTpAIMs Ha Ja0uraTpaH, KOsITO MOXe Jia ObJie CPaBHEHA C OYaKBAHUTE IIa3MEHH
KOHIICHTpaIlnK Ha naduratpad. B cmyuaii ue kanuOpupanusatT dTT Tect mokaxke pe3yirar 3a
I1a3sM€HaTa KOHIOCHTpaluud Ha Ha6HFanaH, KOMTO € Ha WUJIN o4 rpaHrIaTa Ha KOJIMYECTBEHOTO
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oTIpeJieIIsiHe, ClleiBa Aa ce OOMHUCIH MPOBEXJaHe Ha JOIBIHUTEIIHO U3CJICABAHE HA KOArYIalusTa,
Hanpumep TT, ECT wm aPTT.

ECT Moke 1a ocurypu TUpEKTHA OIICHKA Ha aKTUBHOCTTA HA JUPEKTHUTE TPOMOMHOBU HHXHUOUTOPH.

TectbT aPTT e mupoko TOCTHIIEH U TTOKa3Ba MPUOIN3UTEIIHO AaHTUKOATYJIaHTHATA MHTCH3UBHOCT,
nmocturHara ¢ maburarpan. O6ade, aPTT TecThT MMa orpaHUYEeHA YYBCTBUTEITHOCT M HE € ITOIXO/ISIIII
32 TOYHO KOJMYECTBEHO OIPE/ICIsTHE HA aHTUKOATYJIAHTHUS €EeKT, 0COOCHO MPH BUCOKH ILIa3MEHH
KOHIICHTpaIllK Ha naburatpaH. Bernpeku e Bucoku croitHocT Ha aPTT TpsiOBa na ce ThiIKyBar ¢
MOBUIIIEHO BHUMAHUE, T€ NMOKA3BaT, Y€ MAIMEHTHT € aHTUKOATyJIUPaH.

Karo 10, MOKE a CC IMPUEMC, € TC3U ITOKA3aTCIIN 3a aHTUKOAl'yJIaHTHA aKTUBHOCT MOTaT J1a
OTpa3daAT HUBAaTa Ha )1a61/1ranaH, KaKTO M aa MpEAOCTaBAT HACOKHU 3a OILCHKAaTa Ha pUCKa OT KbpPBCHE.

Kinanuna edukacHoCcT 1 6€3001aCHOCT

[Ipoyusanero DIVERSITY e npoBeneHo, 3a a JeMOHCTpUpPa eUKacCHOCTTa U 0€30MacHOCTTa Ha
JaburaTpaH eTeKCHIaT B CpaBHEHUE ChC cTaHaapTHO JieueHue (standard of care, SOC) na VTE npu
neuaTpUYHH MAlMeHTH OT paxaaHeTo 10 nox 18-rogumna Be3pact. Criopen An3aiiHa MPOYYBAHETO €
OTKPHUTO, PAHJOMH3MPAHO IPOYYBaHE C MapajeslHy TPYIH 32 T0Ka3BaHe Ha HE MO-Masika e()UKaCHOCT.
BxirrouenuTe 3a ygacTre MalMeHTH ca paHAOMHU3UPAHH B ChOTHOIIEHHUE 2:1 Aa momy4yaBaT cho0pa3eHa
C Bb3pacTTa JieKapcTBeHa Gopma (Karcyiu, 0OOBUTH T'paHyJI WK NepopalieH pa3TBOp) Ha Ja0UraTpan
eTeKCcHiIaT (C I03H, aIalTUPaHu CIIOPE Bb3pacTTa U TeecHOTOo Terio) win SOC ¢ HICKOMOJIEKYTHH
xenapuan (LMWH) nnm antaronuctu Ha ButamuH K (VKA), nim ponmanapunyke (1 manueHT Ha

12 ronunn). [IppBUYHaTa KpaiiHa TOUKa € ChCTaBHA KpaiHa TOUKA OT MALMEHTH C IIBJIHO pa3TBapsiHe
Ha TpoMOa, ¢ sinnica Ha peuuauBupamio VTE u ¢ nunca Ha cmbpTHOCT, cBbp3aHa ¢ VTE. Kpurepuunte
3a U3KJFOYBaHE BKIIFOYBAT aKTHBEH MEHUHTUT, eHIIe(AIUT U BhTpeuepercH adciec.

O6mo 267 nanuenTu ca pangomuzupanu. OT Tix 176 manueHTy ca JeKyBaHU ¢ nabUraTpaH
erekcuiart, a 90 mauent ¢ SOC (1 pangoMu3MpaH MaMEHT He € JIeKyBaH). 168 nauuenTn ca Ha 12
o nox 18 ropgunau, 64 nanyedTH ca Ha 2 10 oA 12 rogunu, a 35 manueHTH ca moJ 2-roauiiHa
BB3pAacCT.

Ot pangomuzupanure 267 nanuenty, 81 manuentu (45,8%) B rpynara Ha JaOuraTpaH eTeKcHiIaT U
38 manmentu (42,2%) B rpynata Ha SOC oTroBapsT Ha KPUTEPUHTE 32 ChCTaBHATa IbPBUYHA KpaiiHa
TouKa (ITHJTHO M3YMCTBAaHE Ha TpoMOa, nurca Ha peruanBupai VTE u nmrca Ha CMBPTHOCT, CBbp3aHa
¢ VTE). CpoTBeTHaTa pasiyKa B 4eCTOTaTa IIOKa3Ba He Mo-Majika e(hpukacHOCT Ha naburarpan
erekcwiat B cpaBHeHue ¢ SOC. CbBMECTUMH PE3yNITaTH KaTo IsUT0 ca HAOJI0AaBaHH U B MIOATPYIIUTE:
HSIMa 3HAYUTEITHH Pa3inyius B ehekra OT JCUSHHETO 3a MOATPYIUTE MO BB3PacT, Mo, reorpadcka
00JIacT ¥ HaJIMYUe Ha OTIPEJ/ICIICHN PUCKOBU (akTopu. 3a 3-Te pa3IniH{ Bb3PAaCTOBH CTPATH
CHOTHOILIEHHETO Ha MallMEHTHUTE, MOCTUTHAIIM ITbPBUYHATA KpaifHa TOUKa 3a e(UKaCHOCT B IPyNUTE
chOTBEeTHO Ha naburatpan erexcunar u SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu narnpeHTHTe Ha
BB3PACT OT PaXKAaHeTo N0 <2 rogunu, 21/43 (48,8%) n 12/21 (57,1%) npu nanueHTITe Ha Bh3pacT 2
no <12 roquau u 47/112 (42,0%) u 19/56 (33,9%) npu nanuentute Ha Bh3pacT 12 1o <18 roguHu.
[loTBBpAEHN CHOUTHUS HA TONSIMO KbpBEHE ca choOmeHH 3a 4 mauuentu (2,3%) B rpynara Ha
nmaburaTpaH erekcuiat u 2 nanuenTtu (2,2%) B rpynara Ha SOC. HsiMa craTucTHuecky 3HaYnMa
pa3nrkKa BbB BPEMETO /0 MOsiBa Ha IbPBO CHOUTHE Ha FOJIAMO KbpBEHE. TpUAECeT U OCeM MalMeHTH
(21,6%) B rpynara Ha gadurarpan eTekcuiar u 22 nanuenty (24,4%) B rpynara Ha SOC umar
MOTBBPACHO ChOUTHE HAa KbPBEHE, KATO MPH IMOBEYETO OT TAX TO € KATErOpU3UPaHO KaTo
He3HauuTenHo. KomOuHupaHaTa KpaifHa TOYKa Ha MOTBBPJICHO CHOUTHE Ha TOJISIMO KbpPBEHE (major
bleeding event, MBE) wnu kimangHO 3Ha4nMo Herossamo (clinically relevant non-major, CRNM)
KbpBEHE (KOTraTo MaIlueHTUTe ca Ha JiedeHne) ca choomenn 3a 6 (3,4%) manweHTH B rpymara Ha
nmadurarpan etexcuiart u 3 (3,3%) manuentu B rpynata Ha SOC.

EnHO OTKpHTO, MPOCIIEKTUBHO, KOXOPTHO, MHOTOIIEHTPOBO MpOy4YBaHe 3a Oe3omnacHocT ¢a3a 1l ¢
exHo pamo (1160.108) e mpoBeaeHO 3a orleHKa Ha 6€30IacHOCTTa Ha JaOUTaTpaH €TEKCIIIAT IIPH
npeBeHIus Ha peruauBupain VTE npu neauaTpuyHu MalydeHTH 0T pakIaHeTo 10 noxa 18-roauiiHa
BB3pact. [larmenT, KOUTO ca ce HyXKJaelld OT MO-HATaTHIIIHO aHTUKOATYJIAHTHO JICYCHHUE TIOPaIH
HaJM49He Ha KIIMHWYEH PUCKOB (PaKTOp Ciiel 3aBbPIIBaHE HA HAYATHOTO JedeHne 3a moTBspacH VIE
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(3a Haii-manko 3 Mecena) WM cien 3aBbpiuBade Ha npoyuBaneto DIVERSITY, ca Bkmouenu B
npoyuBaHeTo. [logxoadiuTe 3a BKIIOUBAHE MALIMEHTH ca MOIy4YaBaJlid aJlaliTUPAaHu CIIOpE]l Bb3pacTTa
Y TEJIECHOTO TETJIO JIO3H OT ChoOpa3eHa ¢ Bh3pacTTa JiekapcTBeHa (opma (Karcysim, 0OBUTH IpaHyIH
WY TIEpOpAaJICH Pa3TBOP) Ha TaOUTaTpaH €TEKCUIIAT JI0 SIMMUHUAPAHE Ha KIIMHUYHUS PUCKOB (GaKTop
WK 10 MakcuMyM 12 mecena. [IbspBuyHHTE KpailHU TOUKM Ha MPOy4YBaHETO ca peuuaus Ha VTE,
CHOUTHS Ha TOJSMO WM HE3HAYUTEIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB BPBb3Ka C TPOMOOTHIHU
WA TPOMOOEMOOIMYHH chOuTHA) Ha 6 1 12 Mecena. M3xoaute oT chOUTHATA Ca TIOTBBPACHH OT
HE3aBHCUMa, 3acJICIIeHa KOMUCHS 3a OLICHKA.

O06m10 214 nanuenTy ca BKIIOYEHH B ipoyuBaHeTo. OT Tsx 162 mauueHTu ca BbB Bb3pacToBa cTpara |
(ot 12 o mox 18 roannm), 43 manpeHTy ca BbB Bb3pacToBa crpata 2 (0T 2 1o mox 12 roannn) u

9 manmeHTH ca BBB BB3pacToBa cTpara 3 (OT paxkaaHeTo A0 MoJ 2-roauiiHa Be3pacT). [1o Bpeme Ha
nepuoja Ha nedenue 3 nauueHty (1,4%) ca pa3Bwin MOTBBPAEH OT KomucusiTa peunans Ha VTE B
pamMKuTe Ha IbpBUTE 12 Mecena cies1 3arouBane Ha jJedeHueTo. [loTBbpAeHr OT KOMUCHSTA CHOUTHS
Ha KbPBEHE 110 BpeMe Ha Iepro/ia Ha JIedeHHe ca choOmeHn 3a 48 naruentu (22,5%) B paMKuTe Ha
mepBuTe 12 Mecena. [ToBeueTo chOuTHS Ha KbpBeHE ca He3HaunTenHu. [Ipu 3 nanuentu (1,4%) nma
NOTBBPACHO OT KOMHUCHSTAa CHOUTHE HA TOJISIMO KbpBEHE B paMKuTe Ha mbpBuTe 12 Mecena. [lpu

3 manmenTu (1,4%) nma moTBBPAEHO OT Komucuara cboutie Ha CRNM kbpBeHe B paMKHUTE Ha
nbppBUTE 12 Mecena. Hama cMbpTHE ciiyyan 1o BpeMe Ha nepuoja Ha jedeHue. [lo BpeMe Ha nepuoaa
Ha neuenue 3 nanuentu (1,4%) ca pa3Buiy mocTTpoMOOTHYEH CUHIPOM (post-thrombotic syndrome,
PTS) nnu ca nmanu BnomasaHe Ha PTS B pamkuTe Ha mbpBHTE 12 Mecena.

5.2 ®apmMakoKWHeTHYHH CBOJCTBa

IIpu nepopaliHO pHUITOKEHHUE HA JabUTaTpaH eTEKCHIAT CIIOPE] ONPEIEICHHUS B TPOTOKOIA
ITOPUTHM 32 JI03UpaHe, EKCIO3UIMITA € B pAMKUTE Ha Ta3W, HAOJFO1aBaHa TIPU BH3PACTHU C
DVT/PE. Coopuust ananu3 oT papMakoKMHETHUHH JaHHU OT npoyuBaHuiara DIVERSITY u 1160.108
MOKa3Ba, Y€ CPEIHUTE T€OMETPUYHN Hal-HUCKHU excno3unuu ca 53,9 ng/ml, 63,0 ng/ml u 99,1 ng/ml
croTBeTHO TipH 0 10 <2-roawmmrHu, 2 10 <12-rogwumrau u 12 10 <18-roaumTHu NeAHATPUIHY TAITMCHTH
¢ VTE.

Onum npu 8v3pacniiu

AOGcopouus

AbGcoitoTHaTa OMOHANMYHOCT Ha JaduraTpaH ciel] epopaiHo npuiokeHue Ha Pradaxa kamncynu e
npubau3uTenHo 6,5%.

Cren mepopaiiHo MPUIIOKEHNE Ha Ja0UTaTpaH eTEKCUiIaT IMpHU 3IpaBy JOOPOBOJIIIH,
(hapMaKOKMHETHUHUAT NpOoQHI Ha 1aburaTpaH B IJIa3Mara ce Xapakrepusupa ¢ Obp30 HapacTBaHe Ha
MJIa3MEHNTE KOHIIEHTpauH ¢ qocturane Ha Cmax B pamkute Ha 0,5 u 2,0 gaca ciies mprioKeHHETO.
[IpoyuBane, oleHsBAIIIO MOCTONIEPaTUBHATA aOCOPOIHS Ha aburaTpaH erexcuiar 1-3 aca cuen
orepanus, JIeMOHCTPUPa OTHOCUTETHO OaBHa abcopOLMs B CpaBHEHHE C Ta3W IPH 3paBU
JI00pOBOIILIH, ITOKa3BalKK TUIaBEeH MO Ha TUIa3MEHaTa KOHLIEHTPALUs BbB BpeMeTO 0e3 BUCOKU
MUKOBY TUIA3MEHN KOHIIeHTpanuu. [TnKkoBH T1a3MeHH KOHIIEHTPAIIMHU ce JOCTUTAT 6 Jaca ciejy
NPUIOKEHHETO B IOCTONEPATUBHUS MEPHOJ IOPaIH JONpUHACAIIH (HAKTOPH, KaTO HAllpUMeEp
a”ecre3usi, CU nape3a u Xupypruyiu eeKTH, He3aBUCUMO OT IepopaiHaTa JeKapcTBeHa Gopma.
Hpyro npoyuBane JeMOHCTpUpa, 4e OaBHA 1 3aKbCHABAIA aOCOpOIMs OOMKHOBEHO ce HabIt01aBa
camo B JieHs Ha onepanusaTa. Ha cienpamure qHU abcopOIusiTa Ha jadurarpan € 0bp3a U MUKOBH
TUTa3MEHHU KOHLEHTPAIMK Ce JOCTHUTaT 2 4aca cje]] MPUIOKEHUE Ha JIEKAPCTBEHUS POIYKT.

XpaHarta He MMOB/IHsIBa OMOHAIIMYHOCTTA Ha Ja0UraTpaH €TeKCUIIaT, HO 3a0aBsi BpEMETO JI0 JIOCTUTaHEe
Ha MUKOBHTE TNIA3MEHHU KOHIIEHTpanuu ¢ 2 Jaca. Pradaxa oOBuTH rpaHynu He TpsOBa Jia ce mpuiiara ¢

MJISIKO MJIM MJIEYHH TPOIYKTH (BXK. TOUKa 4.5).

Cinax 1 AUC ca pornopIinoHaTHH Ha J103aTa.
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Pasnpenenenue

IIpu BB3pacTaU ce HabmIoMaBa ciabo (34-35%), He3aBUCUMO OT KOHIISHTpAIHITa CBhp3BaHE Ha
JlaburaTpaH ¢ YOBEIIKUTE MIa3MeHH nporenHu. O0eMbT Ha pasmnpeaeiienue Ha qadburarpad ot 60-70 1
MIPEeBHIIaBA 00K 00EM Ha TEIECHUTE TEYHOCTH, KOSTO O3HAYaBa, 4e TaburaTpaH uMa yMepeHO
THKaHHO pa3mnperiesieHue.

BI/IOTDaHC(bODMaI_II/IH

Cren mepopaitHo IPUIIOKEHNE JabUraTpaH eTeKCIIaT Obp30 U HAITBIIHO CE MPEBPBINA B JadUraTpaH,
KOHTO e akTHBHaTa (hopMa B TuIazMaTa. PasienBaHeTo Ha MpeIeKapcTBOTO TaOUTaTpaH eTEKCHUIIAT
ype3 KaTaau3upaHa OT ecTepasa XUApOoJin3a 10 aKTUBHOTO BEIIECTBO Jadurarpan e nmpeobiamaBamiara
MeTabOoJUTHA PEAKITHSI.

MeTabonu3MBbT U eKCKpelusaTa Ha Ja0uraTpaH ca IpOYyYeHH TIPH 3[IPaBH MBbXKe JOOPOBOIIIH CIIE/
eJIMHUYHA WHTPAaBEHO3HA J103a JaburatpaH, Oeisa3aH ¢ paanoakTuBeH n3oTorl. Ciesl MHTpaBeHO3HATa
J103a IPOM3XOKIamaTa oT JaburaTpan paarnoakKTHBHOCT C€ SIMMIHIPA TJIaBHO ¢ ypuHaTa (85%).
®dekanHaTa eKCcKpelus oTroBaps Ha 6% oT npusoxkeHara go3a. o 168 yaca cnen npuioxkeHue Ha
Jo3ara o0miara pauoakTHBHOCT C€ Bh3CTAaHOBABA B paMKuTe Ha 88-94% oT mpmitokeHaTa J03a.
JlaburarpaH ce mojyiara Ha KOHIOTallks, IIPU KOETO ce 00pa3yBar (hapMaKOoJIOrMUHO aKTHBHU
armuInIIoKypoHuau. ChIecTBYBaT Y€THPY MO3UIMOHHH n3omepa, 1-0, 2-0, 3-0,
4-O-aIuIIrIIIOKypOHHU]T, BCEKH OT KOUTO ChCTaBIIsIBa IO-MalIKO OT 10% OT 00IIOTO KOJIHYECTBO
nmaburarpad B iazmata. Cienu oT Ipyru METabOIUTH ¢ YCTAaHOBSIBAT CaMO ¢ BUCOKOIYBCTBUTEITHA
aHATUTHYHA MeToau. JlaburaTpan ce eTMMUHUpA TIABHO B HEIIPOMEHEH BHJI C ypUHATA C
npubmm3uTenHa ckopoct 100 ml/min, chOTBETCTBAIA HA CKOPOCTTA HA TIIOMEPYITHA (DUIITPAIIHSL.

EnumMunupane

[Ina3mMeHuTE KOHLIEHTPALMK HA Ja0UraTpaH NOKa3BaT OMEKCIOHEHIIMANIEH CIIaJl ChC CPEeIeH
TEpPMHHAJICH MOTYKMBOT 11 9aca mpwu 3/IpaBu HHANBUAN B CTapuyecKa Bb3pacT. Ciie MHOTOKPAaTHO
npujiaraie ce HabJroaBa TEPMHUHAJIEH MOTY>KUBOT OKoso 12-14 vaca. [1oqyXKHBOTHT € HE3aBUCUM OT
no3ara. [TomyXMBOTHT € yaBIDKEH, ako ObOpeuHaTa (QyHKIHS € HapylleHa, KaKTo € ITOKa3aHo B
tabmuna 9.

CHGLII/IaJ'IHI/I nonyJiannuu

bvopeuna nedocmamvunocm

B npoyuBanus ¢aza I exciozumusita (AUC) Ha maburatpas cies mepopaiHo IpUIoKEeHHE Ha
naburaTpaH eTeKCHIaT € MPUOIM3UTENHO 2,7 MBTU MO-BUCOKA NIPU BB3PACTHU TOOPOBOJIIIM C yMEpPEHa
0n0peuna HegoctarbuHOCT (CrCL Mexay 30 u 50 ml/min), oTKoIKOTO NpH TE3u O6e3 ObOpeuHa
HEJIOCTAaThYHOCT.

[Ipu mansk Opoii Be3pacTHH A0OpOBOIIH ¢ Texka 0bOpeuna HenoctarbuHOCT (CrCL 10-30 ml/min),
excriozumusTa (AUC) Ha maburarpaH € NprUOJIM3UTEIHO 6 THTH TO-BUCOKA, a TIONY>KUBOTHT
NPUOTU3UTETHO 2 BT MO-ABJIBI OT HAOII0JaBaHUTE B TomyJanus 0e3 0pOpeuHa HeA0CTaThYHOCT
(Bk. Touku 4.3 u 4.4).

Tadauua 9: Iloay:kMBOT HA 00IIMSA JA0UTraTPaH NPH 3APABH UHIMBUIH M UHIMBHUIHU C
HapymeHa 0bOpedHa GpyHKIMS (Bb3PACTHH).

CKOP;;T]:;aELZM(%?’CHS’HaTa CpeneH reomeTpuieH (gC}Y%; TPaHMIIN) [TOTYKUBOT
[ml/min] [h]
>80 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2(15,3%; 21,6-35,0)
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JonbIHUTENHO, eKCIO3MIHATA Ha Ja0uraTpaH (Hali-HUCKa M IMKOBA) € OLEHEHA B €JJHO
MPOCTIEKTUBHO, OTKPUTO, PAHJIOMU3UPAHO, PapMaKOKHHETUIHO MTPOYYBAHE TIPH MAIUCHTH C HEKIIAITHO
npeackpaHo mbxieHe (NVAF) ¢ Texko 0b0pedHo yBpexaane (omnpeIeneHo KaTo KpeaTHHHHOB
kiupbHC [CrCl] 15-30 ml/min), mosryyaBamy qaburatpad eTeKcuiaaT 75 mg aBa MbTU THEBHO.

To3u pexxuM e TOBEI J0 Hall-HUCKa CpeiHa reoMeTpuyHa KoHIeHTparus 155 ng/ml (gCV 76,9%),
M3MEepeHa HEMOCPEICTBEHO MPEIH MPIIIOKEHNETO Ha CIIe/IBaIaTa 103a, U 10 MMKOBa CpeHa
reomerpuyHa koHueHTpausa 202 ng/ml (gCV 70,6%), n3MepeHa Ba yaca ciie IPUIOKEHUETO Ha
MocJeIHaTa J103a.

KinpbHCHT Ha abUraTpan 4pe3 XeMoauaan3a € U3caeIBaH npu 7 MalMeHTH ¢ TePMUHAIHA OBOpeUHa
HepoctarbyHOCT (ESRD), 6e3 npencepano mexaene. Juanmsara e nposeneHa cbe 700 ml/min
JIMAJIM3EH AeOUT, MPOIB/DKUTEIHOCT YETUPH Yaca ¥ CKOPOCT Ha KpbBHUS TOK 200 ml/min uiu
350-390 ml/min. ToBa Bosu 110 oTcTpaHsBaHe choTBETHO HA 50% 10 60% OT KOHIIEHTpaIHaTa Ha
nmaburarpad. KoianuecTBOTO Ha BEIIECTBOTO, OTCTPAHEHO YPE3 AUAIH3a, € MPONOPIIMOHAIHO Ha
CKOpPOCTTa Ha KPBBHUS TOK, IPHU CKOPOCT HA KPBBHUA TOK 110 300 ml/min. AHTHKOAaryIaHTHATa
AKTHBHOCT Ha Jla0MraTpaH HamasisBa ¢ HaMajsiBaHe Ha IUIa3MEeHUTE KOoHLeHTparuu u GK/D]]
BpB3KaTa HE € 3aCerHaTa OT MPOoIeaypara.

Yeprnodpobmo yepesicdane
He ce nabmoaBa mpomsiHa B €KCTIO3UITUATA HA Ja0UTaTpan npu 12 BB3pacTHU MANMEHTH C yMepeHa
yepHoapoOHa HepoctaThuHOCT (Child Pugh B) B cpaBHenue ¢ 12 koHTposn (BX. Touka 4.4).

Ion

ITanmenTu *eHu ¢ NpeachPAHO MBXKAeHE ca uManu cpeaHo 30% mo-BUCOKM CTOMHOCTH Ha Haii-
HUCKaTa KOHLIEHTPAIUs U Ha KOHILIEHTpalUsTa Clell IpueM Ha Jo3ata. He ce mpenopbuBa KOpEKIIus
Ha J1o3aTa (BX. Touka 4.2).

Emnuvecku npousxoo

Hsama KIMHUYHO 3HAYMMHU MEXIYETHUUECKHN pa3inunsd MEeX1y MallMeHTH OT eBpoIlenaHaTa paca,
MAIMEHTH ¢ appo-aMepUKAHCKH, JTaTHHO-aMEPUKAHCKH, ATMTOHCKH U KATANHCKHU MPOMU3XO0I 10
OTHOIIIEHHE Ha (DapMaKOKMHETHKATa U papMaKkoIUHAMUKATA HA Ja0uTraTpaH.

dapMakOKMHETHYHU B3aUMOJIEUCTBUS

In vitro poy4BaHus 3a B3aMMOJICHCTBUATA HE TIOKAa3BaT MHXUOWPAHE WM UHAYIIMPAHE HA TJIABHUTE
M30€H3UMH Ha IUTOXpoM P450. ToBa ce mOTBBpKAaBa OT in Vivo IPOYIBAHUS C YIACTHETO Ha 3pPaBH
JIOOPOBOIIITIN, KOUTO HE TTOKa3BaT B3aUMOCHCTBUE MEXK Ty TOBA JICUCHHE U CICTHATE aKTUBHU
BemiectBa: atopBactatud (CYP3A4), nurokcuH (B3anMoeicTBUE ¢ TpaHCTIOpTHHS P-gp) u
mukiodenak (CYP2C9).

5.3 IlpeakJIuMHUYHM JAHHU 32 0€30MACHOCT

Hexnuanaaure JaHHHU HC ITIOKa3BaT ocobeH PHUCK 3a XOpa Ha Oasara Ha KOHBCHIIMOHAJITHUTC
(bapMaKOJ'IOFI/ILIHI/I MMpOoy4BaHUs 34 6C3OHaCHOCT, Mpoy4YBaHUA 3@ TOKCUYHOCT IIPU MHOT'OKPATHO
npujiarane 1 reHOTOKCUYIHOCT.

Edexrure, HaOnro1aBaHK B IPOYYBAHUITA 32 TOKCHYHOCT MTPU MHOTOKPATHO TPHIIATaHe, Ce JbIDKAT
Ha 3acuieHus (papmMakoarHaMu4eH eQeKT Ha Jaburarpas.

EdexT Bppxy depTrnurera npu )KEHCKU JKUBOTHH € HaOIItojaBaH 1o (hjopMara Ha HamassiBaHE Ha
Opos Ha MMIUIAHTALIMKUTE U NIOBUIIABaHE HA NPeIMMILIaHTAMOHHUTE 3aryou mpu go3a 70 mg/kg
(5-KpaTHOTO HMBO HAa IJIA3MEHA EKCIO3UIMA NPH MaueHT). [Ipu 1031, KOUTO ca TOKCUYHU 3a
Mmaiikute (5- 70 10-KpaTHOTO HMBO Ha IJIa3MEHa eKCIIO3UITUS TIPU MAllUEeHTH ), IPY TUTHXO0BE U 3aiIH
ce HaOJIIO1aBa HAMAJIIBaHE Ha TEJIECHOTO TEIJIO U JKU3HECIIOCOOHOCTTa Ha (heTyca, 3aeaHO C
NOBHUIIIaBaHE HAa (eTATHUTE Bapualyuy. B npeHaTamHuTe ¥ NOCTHATAIHUTE IPOYYBaHUS €
Ha0JIF0/IaBaHO MOBHINABaHE Ha (heTaHaTa CMBPTHOCT MPHU JI03U, KOUTO Ca TOKCHYHY 32 MaKHTE
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(mo3a, croTBeTCTBAIA HA 4 THTH MTO-BUCOKO HUBO HA TUIa3MEHA €KCIO3UIIHS OT HAOII0IaBaHOTO MPU
MAICHTH ).

B enHO npoy4BaHe 3a FOBEHUIIHA TOKCHYHOCT IIPH ILIBX0BE OT mopoaa Wistar cMbpTHOCTTA €
CBBbp3aHa ChC CHOUTHUS Ha KbPBEHE MPU MOA00HN HUBA HAa €KCIIO3UITHUS, IPH KOUTO € HaOII0aBaHo
KBPBEHETO TPU BB3PACTHUTE XKUBOTHH. CUNTA CE, Y€ KaKTO MPH BH3PACTHUTE, TaKa U MPH MIIATTATE
ITBXOBE CMBPTHOCTTA € CBBbP3aHa ChC 3acuiieHaTa papMaKoJIOTUYHA aKTUBHOCT Ha Ta0urarpaH BHB
BpPB3Ka C YIPaXHIBAHETO HA MEXaHWYHH CHJIH IO BpEME Ha MIPUJIATaHEeTO U TpeTupaHero. /laHauTe ot
MIPOYYIBAHETO 32 FOBEHUTHA TOKCHYHOCT HE ITOKa3BaT HUTO MOBUIIICHA TyBCTBUTEITHOCT KbM TOKCHUIHHU
MIPOSIBU, HUTO TOKCUYHOCT, CHeM(HUYHA 32 FOBSHIJIHHU KUBOTHH.

JIbArOCPOYHNTE TOKCUKOJIOTHYHH MPOYYBAHHS NP IIHXOBE M MUIIKK HE MOKA3BaT JaHHM 32
TYMOPOT'€HEH IOTEHIMAJl Ha JaburaTpaH 10 MakcuManHu qo3u 200 mg/kg.

I[a61/1ranaH, aKTHBHaTa 4acT OT ):[a6I/IFanaH CTCKCHUJIaT ME3uJ1aT, € YCTOI;’ILII/IB B OKOJIHATa Cpcaa.

6. DOAPMAIEBTUYHHU JAHHHAU
6.1 ChouchLK Ha HOMOIIHHUTE BEIECTBA
Bunena xucenuna

ApabOcka ryma

Xumpomenosa

Humerukon 350

Tank

XUIPOKCUIIPOITMIILIENTYII03a

6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roguHu

Cnen IObPBOHAYAJIHO OTBAPAHEC HA TOD6I/IT-IKaTa OT AIYMHHHEBO d)O.HI/IO

Crnen oTBapsiHe Ha TOPOMYKATA OT ATyMHHUEBO (POJIHO, ChABPIKAIIa calierata ¢ 0OBUTH TPaHyIH U
CyIINTET, IEKAPCTBEHUSAT MPOTYKT TPsiOBa J1a ce M3IT0JI3BA B paMKUTE Ha 6 Mecera.

CJ'IC,I[ IObPBOHAYAJIHO OTBAPAHEC HA CAllICTO

OTBOpeHOTO cali€ HE MOXKE 1a C€ CbXpaHsABa U TpS[6Ba Ja CC€ U3I10JI3Ba He3a0aBHO CJIC OTBApsHE.

Cien mpuroTBsiHe

Crnier cMecBaHe ¢ XpaHa HITH SIOBJIKOB COK, JISKAPCTBEHUST MPOYKT TPSAOBA J1a ce€ IPUIIOKHU B PAMKUTE
Ha 30 MUHYTH CJI€]] CMECBAHETO UM.

6.4 CrhenuanaHm yca0BHs HAa CbXpaHeHHe

TopOuukara oT alyMHHUEBO (OJIHO, ChIIbpPIKAIIA callleTaTa ¢ OOBUTH TPAHYIH, TPSOBA Jia c€ OTBOPHU
CaMo HETOCPEACTBEHO e ynoTpeda Ha MbPBOTO callle, 3a Jja Ce IpeAnas3y OT Biiara.
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CJ'IC,I[ OTBApsHC Ha TOp6I/ILIKaTa OT AJIYMHWHHCBO (1)0.]'[1/10 WHIAUBUAYAJTHUTEC CalllCTa Tpﬂ6Ba Ja ce
CbXpaHABAT HCOTBOPCHU 1O MOMCHTA HCIOCPCACTBCHO MTPEAN yHOTpe6aTa UM, 3a 1a CC MpeaAnasiaT oT
BJIara.

6.5 Buau cbabpxaHue HA OMMAKOBKATA

TopOuuka ot ayMuHHEBO (0JIHO, B KOSTO ca momectenu 60 cpedpuctu caimrera ot PET/AI/LDPE,
ChIbpKAIM OOBUTHU TpanHyu, U equd cymmren (¢ Hagnue “DO NOT EAT” [,,JA HE CE
MO JIbIIA]), Brnrountenno mukrorpama u “SILICA GEL” [,,CUJIMKATEJI“)).

6.6 CrnenuajaHu npeana3Hu MepKHU NPH U3XBbPJisiHe U padoTa

Hewsnon3sanust JICKaApPCTBECH NMPOAYKT WM OTHAABYHUTE MAaTCPpUAJIN OT HETO Tp$I6Ba Ja C€ U3XBBPJIAT
B CbOTBCTCTBHUEC C MCCTHHUTC U3UMCKBaHMU.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/08/442/025
EU/1/08/442/026
EU/1/08/442/027
EU/1/08/442/028
EU/1/08/442/029
EU/1/08/442/030

9. JATA HA I'bPBO PA3PEIIABAHE/TIOJJHOBSBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jara Ha mepBo pazpemanane: 18 mapt 2008 .

Hata Ha nocienno nonnossBane: 08 sHyapu 2018 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IToapoGua uHpOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEeI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIus 1o Jekapcreata http://www.ema.europa.eu/.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 6,25 mg/ml mpax u pa3TBOPUTE 3a IEPOPaAICH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ml ot pekoHCTHTYHpaHUs TIEpOpaAICH Pa3TBOP ChABPKA 6,25 mg naduraTpaH eTeKCHIIAT
(dabigatran etexilate) (karo me3umiar).

3a IIBJIHUSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax u pazTBOpUTEIN 32 IEPOPAJIEH Pa3TBOP

KomnoHeHTH 3a peKOHCTUTYMpPaHe Ha MePOPaIHUs pa3TBOP:
[IpaxbT 32 mepopaineH pa3TBOP € XKbJITCHUKABOOSIL.
PastBOpuTENAT € OUCTBP, OE31BETEH Pa3TBOP.

Cykpano3zaTa Ha rpax e 0s1a 1o ouTH Osa.

4. K/IMHUYHU JAHHHU
4.1 TepaneBTHYHHN MOKAZAHUS

Jleaenue Ha BeHo3HH TpoMOoeMOomuHu csoutns (VTE) u npesennns Ha peruanBupamy VTE npu
MEeANATPUYHU MMALMEHTH OT pakJaHETO /10 o7 18-roaniHa Bb3pacT.

3a cb00pa3eHu ¢ Bh3pacTTa 1030BH (HOpMU BUKTE TOUKA 4.2.

Pradaxa npax 1 pa3TBopuTeN 3a EepopajeH pa3TBOp He TpsOBa a ce U3MOI3Ba IIPH NAlMEeHTH Ha
BB3pacT | Win moBede rOANHU.

4.2 /lo3MpoBKa M HAYMH HA MPWJIOKEHHE

2 !031/1[ )OBKaA

Pradaxa mpax u pa3TBopuTEIN 3a IEPOPAJICH pa3TBOP TPsIOBa J1a Ce M3MOJI3Ba CaMo MPH Jelia Ha
BB3pacT o 1 roguHa. Pradaxa oOBUTH IpaHy M MOXKE Ja C€ M3I0JI3Ba IIPH Jela 1o 12-rouiinHa
BB3pacT, aKo T€ ca CIIOCOOHH Jia MOTIhIIAT MeKa XpaHa. Pradaxa karncynu Moxe Ja ce u3Moi3Ba pu
BB3PACTHU U MMEUATPUYHU TAIIMEHTH Ha 8-TOUIITHA BH3PACT WIX MO-TOJIEMHU, KOUTO ¢a CIIOCOOHU Ja
MOTIIBIIAT KATICYTUTE IIEITH.

Korato ce mpeMuHaBa oT eiHa JekapcTBeHa (opMa Ha Apyra, MOXKe Ja ¢ He0OXOIUMO J1a Ce IPOMEHHU
noszata. Jlozata, mocodeHa B TabJIMIIaTa 3a [03UPaHe 3a ChOTBETHATA JIeKapcTBeHa (popma, TpsiOBa 1a
Ce MpEeJIKCBa CIope/] Bh3pacTTa U TEJIECHOTO TETJIO Ha JETETO.

[Ipu nevenne Ha VTE npu neauaTpudHy ManueHTH JIEYEHNETO TPAOBa /1a ce 3all0YHE CJell JICUCHHE C
MapeHTepaseH aHTUKOATyJIaHT B MPOJAbJDKEHUE Ha Hal-Maiko S5 aau. [Ipu npeBeHys Ha
peunauBupamy VTE nedenuero TpsiOBa 1a ce 3a104HE Clie IPeAXO0HO JICUeHHeE.

Jaburarpan erekcuiar nepopasieH pa3TBop TpsAOBa Jia ce MpremMa JBa IIbTH THEBHO, €/IHa 1033 CYTPHH

W eJIHa J103a Beuep, MPUOIM3UTEIHO 0 €HO U ChIIIO BpeMe BCEKH JeH. IHTepBaIbT MEXKIY H03UTE
TpsIOBa J1a € KOJIKOTO ce MOXe 1mo-0m30 10 12 Jaca.
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[IpenopbunTennara q03a qaburarpaH eTeKCUiIaT MepopajgeH pa3TBOp ce ONpeelis Bh3 OCHOBA Ha
BB3pacTTa U TEJIECHOTO TETJI0 Ha MalieHTa, KaKTo € IMoKa3aHo B Tabnuna 1. B TabiuiaTa ca nokasanu
€IUHUYIHUAT ¢ J1034, KOUTO TPsIOBa Jia ce mpuJiaraT [Ba IbTH AHEBHO. [lo3aTa TpsOBa ja ce Kopurupa
CIIOpEJ] Bh3pacTTa U TEJIECHOTO TEIJIO C HAIIPEJBAHETO HA JIEYEHUETO.

Tabmmpa 1: Exuaugn a 103a 1aduraTpaH eTeKCWJIAT B MIIINJIMTPH (ml) ciopex TexecHOTO
Teryio B Kujorpamu (kg) u Bp3pacTra Ha MalMeHTa B Mecell, KOATo TpsidBa 1a ce
NMpuJIara 1sa NbTH JHEBHO

Bu3pacTt B Mmecenn

1no|2n0|3m0|410|5m0|6nm0 10 no|11 xo
<11 | <12

13 no <16 /////////%////%
i1 20 <13 /////%//% 10|11 m1
ot || | | | ] 9 ml |9 mi
s | Sl | 8 mi

5 no <7 S3ml [3ml|{4ml|4ml|5ml|5ml|{5ml|{5ml|6ml|6ml|6ml|7ml

4p0<5 | 2ml [3ml|3ml|4ml|4ml /%

3 1o <4 2ml |2ml|3ml|3ml|3ml f/%///%
// // /// %
2,5 10 <3 2ml |[2ml|{2ml|2ml|3ml

Os3HavaBa, 4ye MpernopbKa 3a J03UPOBKATa HE MOXKeE J1a Ob/Ie AajieHa.

TeaecHo rerJo [kel

ITepopanen

2 3 4 5 6 7 8 9 | 10 | 11
pastBop [ml]

Chabpika
AABUIATPAN | 15 5, | 1g 75 | 2500 | 31,25 | 37,50 | 43,75 | 50,00 | 56,25 | 62,50 | 68,75 | 75,00
eTeKCUJIaT

[mg]

He tps6Ba a ce nmpeBuIIaBa MakCUMaJIHATa /103a, IIOCOUCHA B TabnuIiarta 3a go3upane 3a Pradaxa
nepopasneH pa3TBop (BXK. ChIIO ToUKa 5.3).

Ouyenka na 6voOpeunama QyuKyus npeou U no epeme Ha J1e4eHuUemo

[Ipenu 3amouBane Ha JeYEHUETO TPSIOBA Aa ce ONMpeesId H3UMCIIeHaTa CKOPOCT Ha INIOMEpYyJIHA
¢unrpanus (eGFR) no popmynata Schwartz.

JleuenueTo ¢ gaburaTpaH eTeKCHIaT € IPOTUBONOKA3aHOo HpH NeauaTpuyuny namuent ¢ eGFR
<50 ml/min/1,73 m? (Bx. Touka 4.3).

IManmenTn ¢ eGFR >50 ml/min/1,73 m? Tpa6Ba na 6baaT JIeKyBaHU C 103a CHIIAacHO Tabmuna 1.

ITo Bpeme Ha nedeHneTo ObOpeuHaTa pyHKIES TPSOBa Ja ce OIECHABA MTPH ONPEACIICHN KITHHUIHI
CUTYyalluH, KOraTo MMa CbMHEHUs, ue ObOpedyHaTa (GyHKIIHMs MOXKE Ja C€ TIOHWKH WJIH Jia C€ BJIOIIH
(Harmp. XUNoBOJIEMUS, IEXUIPATAIMs, KAKTO U TIPU ChITHTCTBAINA YIIOTpeOa Ha OINpeIeIeHN
JIEKapPCTBEHU TPOJYKTH H JIp.).
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[Ipoovsicumennocm na ynompeba

IIpoabmKUTETHOCTTA HA JICICHUETO TPSIOBA J]a Ce ONpeness HHANBUAYATHO B 3aBUCHMOCT OT
OIICHKAaTa MoJ3a/pPUCK.

Ilponycnama 0osa

[IponycHara 1o3a naburaTpaH eTeKCHIAT MOXKe Jia ce IpreMe J10 6 yaca mpeay cieaBalaTa
npezanucada go3a. [Ipu ocraBaiu no-mainko ot 6 4aca 10 cieJBalys IpueM, IpoIlycHaTaTa 103a He
TpsiOBa Ja ce mprema.

B HukakbB ciaydail He TpsiOBa Aa ce mpuemMa JBOWHA 71033, 32 Ja € KOMIICHCUPAT MPOIyCHATUTE
WHAMBHTyaJTHU JTO3U. AKO J103aTa € MPHeTa cCaMO YaCTUYHO, HE TPSAOBa J1a ce MpaBsT ONUTH Ja ce
IPUJIOXKU BTOPA /1032 110 CBIOTO BpEME M ClleBalliaTa 103a Tps0Ba 1a ce npueme cropes rpaduxa,
npubIu3UTEeNHO 12 yaca mo-KbCHO.

Ilpexvcsane na neuenuemo c 0a6u2ampau emexkcuaam

JleuenneTo ¢ naburaTpaH eTeKCHaT He TpAOBa Jia ce MpeKbcBa O6e3 KoHcynTanus ¢ jJekap. Jlunara,
ToJIaraly TPUXKH 3a MAlMeHTUTE TPOBa Jja ObJJaT MHCTPYKTHPAHH Ja Ce CBBPXKAT C JICKYBaIIUs
JIeKap, ako JIEKyBaHOTO JIETE€ Pa3BUE CTOMAIIHO-YPEBHU CHMIITOMH, KaTo JUCTencus (BxX. Touka 4.8).

Ilpomsana na newenuemo

[IpemuHaBaHe OT JieueHHE C JaOUTATPaH ETEKCUIIAT KbM IMapeHTEpalieH aHTUKOAryJIaHT:
[IpenopbuBa ce na ce uzyaka 12 yaca cien mocjiaegHaTa J103a Mpeand MpeMUHABaHe OT Ha0uraTpaH
eTeKCHIaT KbM MapeHTEePaTICH aHTUKOATyJIaHT (BK. ToUKa 4.5).

[IpemuHaBaHe OT JIeUeHNE C TAPESHTEPATICH aHTUKOATYJIaHT KbM JTa0UTaTpaH eTeKCUIIAT:
[TapeHTepaHUAT aHTUKOATYJIAHT TPSIOBA Jia Ce MIPEKbCHE U JIa CE 3al04He Ja0urarpaH eTeKCUIarT
0-2 yaca npenu 4aca, ONpeIeIIeH 3a IPUIOKEHHETO Ha ApEHTEPATHHUS aHTUKOATYJIAHT, WA [TPH
MIpeKpaTsABaHe Ha JICUSHUETO, B CIy4ail Ha HEMPEKbCHATO JieUeHUe (HaIp. HepaKIIMOHUPaH
unTpaBeHo3eH xenapud (UFH) (Bxk. Touka 4.5).

[IpemMuHaBane OT JeueHHe ¢ JaOUraTpaH eTeKCuiaaT KbM aHTaronuctu Ha ButamMuH K (VKA):
[NanuenTure TpsiOBa na 3anouHaT npueM Ha VKA 3 nHM npean NpeKbcBaHETO Ha Ja0UraTpan
eTeKCHIaT.

Tbi KaTO 1abUTaTpaH €TEKCUIIAT MOJKE JIa TOBIIUSIE HA MEXTyHAPOJHOTO HOPMAIIM3UPAHO
cpotHomeHue (INR), INR mie orpasu no-nodpe epexra Ha VKA enBa cien ciupaHeTo Ha 1adburarpan
eTeKcuiar 3a Hali-mManko 2 jaHu. Jlotoraea, INR croitHocTHTE TpsIOBa Ja ce THIKYBaT C BHUMaHHE.

[IpemunaBane ot neuenne ¢ VKA KbM 1aburatpat eTeKcuiar:
[Ipuemst Ha VKA Tpsa6Ba na ce npeycranoBu. Jlaburarpan eTekcuiiaT MOKe Jla ce IIpuiiara BejHara

oM INR e <2,0.

Hauun Ha IPHUITOKECHUC

To3u JiekapcTBEH NPOIYKT € 32 NMEPOPATHO MPHIIOKEHHUE.

VYkazanusita 3a ynotpebda TpsoBa Ja ce cieasar cCTpukTHO. [TogpoOHu ykazaHus 3a IPUTOTBSHETO Ha
NepOpaITHHSI Pa3TBOP U MPHUIIOKESHUETO C J03UpalliaTa MumerTa ca JaJIeH! B ,,Y Ka3aHus 3a yrnorpeba‘“ B
JUCTOBKATA.

Pradaxa nepopanen pa3rBop TpsOBa jia ce MPUTOTBH OT METUIIMHCKH CTieNianucT. JInmara, monaramm

TPYKU MOYKE CaMU J1a TIPUTOTBAT TIEPOPATHUS Pa3TBOP, aKO JIEKYBAIIHAT JIEKap MpeleH:, e TOBa €
YMECTHO.
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AKO aHTHKOAryJIaHTHOTO JICUCHHE € 3all0YHaTO B OONHUIA U TPsiOBa 1a Ob/ie TPOIBIDKEHO Clie

U3IMCBAHETO, BB3MOYKHH Ca CJIETHUTE OINLINU:

o JIEYESHUETO J1a NpoIbJbkK ¢ Pradaxa npax u paspeanTen 3a nepopaieH pa3TBOp, ako MOXKe Ja ce
OCUTYPHU €KCAHEBHO IMPUTOTBAHE HA IIEPOPATHUA pa3TBOP OT MEAUITMHCKA CIICTUAJIUCT UIIN
JIMIE, TIOJIATalllo TPHKHM 3a MAMeHTa. YKa3aHUsTa 33 yIoTpeda U MO-CIeHaIHO yCIOBHATA HA
ChXpaHEHHE Ha TOTOBHSI [IEpOpaJIeH pa3TBOP TPsOBa BUHATH JIa C€ CIIeABAT CTPUKTHO.

. JIYEHUETO Ja MPOoABIKY ¢ Pradaxa o6BuTH rpanynn

o JIEUCHUETO /12 IIPOJIBIDKU ChC CTAHAAPTHO JIEUEHUE

Cnen npurotssiie Pradaxa nepopaiieH pa3tBop € OUCTbp Oe3lBETEH 10 OUCTHD JKbITCHUKAB Pa3TBOP.
pH Ha rotoBus nepopaiieH pa3TBoOp € npuOIu3uTeNHO 2,1.

ITepopamausT pa3TBOp HE TPsIOBA J1a CE CMeCBa C MIIAKO, APYTH HAMUTKY WA XpaHa.

Hpe,Z[OCTaBeHI/ITe A03upaliu murneTu HE Ca CbBMECTUMU CbC COHAU 3a XPAaHCHC. HCpOpaJ'IHI/ISIT pa3TBOp
HC TpSIGBa Jia ¢€ npujiara CbC COHIU 3a XpaHCHE.

4.3 IIporuBomokazaHus

o CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT MIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1

o e¢GFR <50 ml/min/1,73 m? npu neMaTpu4Hy MaUEeHTH

o AKTUBHO KIMHUYHO 3HAYUMO KbpBEHE

J Jle3nst WM ChCTOSIHUE, KOETO €€ ONpPEest KaTo 3HAYUM PHCKOB (DPaKTOP 3a TOJIIMO KbPBEHE.

ToBa Mo’ke a BKIJIFOUBA HACTOSIIY WIN CKOPOIIHU CTOMAIIHO-YPEBHU Pa3sI3BABaHUs, HATUUNE
Ha 3JI0Ka4eCTBEHH HOBOOOPA3yBaHHUs C BUCOK PUCK OT KbPBEHE, CKOPOIIHO MO3BbYHO HIIH
rphOHAYHO HapaHsBaHE, CKOPOITHA MO3bYHA, IPHEOHAYHA WITH OYHA XHUPYPTrUYHA HHTEPBEHIINS,
CKOpOIITHA BBTPEUEPEIHA XeMOPATrHsi, U3BECTHN MIIM BEPOSTHHU BapHUIM HA XPAaHOIIPOBO/A,
apTEepUOBEHO3HM MaihOpPMaLlH, CbJJOBU aHEBPU3MHU HITH TOJIEMHU BbTPErpbOHAUYHH WIH
BBTPEMO3BYHHU CHJOBH aHOMAJIHH

o ChIpTCTBALIO JIEYEHUE C HAKOU JPYTH aHTHUKOATYJIAaHTH, HAIP. HeQPaKIIMOHUPAH XENapuH
(UFH), xemapuHu ¢ HICKO MOJIEKYJIHO TerJio (€HOKCalapyH, JaNTemapiH U Ap.), IPOU3BOTHU
Ha xenapuHa ((oHJanapuHyKC U JIp.), aHTUKOAryJaHTH 3a IEPOPaHO MpUiIokeHue (BapdapuH,
puBapokcadaH, anukcabaH u Ap.), OCBEH B crieunpuuHu ycinoBus. ToBa ca ciayvyanTe Ha
MPOMSIHA Ha aHTHKOATyJIAHTHOTO JiedeHne (Bk. Touka 4.2) wim korato UFH ce nmpunara B 103w,
HEOOXOMMH 32 IMOATbPIKaHe HAa OTBOPEH LICHTPaJIeH BEHO3EH WK apTepHalieH KaTeThp (BiK.

Touka 4.5).

o YepHOAPOOHO YBpEXKIAHE WK YEPHOIPOOHO 3a00IsIBaHe, 32 KOETO CE OUaKBa Jia MMa
OTPaKEHHE BBPXY MPEKUBIEMOCTTA

o ChIBTCTBAIIO JICYCHHE ChC CIICAHUTE MOIITHU P-gp HHXHOUTOPU: KETOKOHA30JI, IIMKIOCIOPHH,

UTPaKOHA30JI, IPOHEAAPOH U KOMOMHAIMATA ¢ (DUKCUPAHU 03U TJICKaIIPEBUP/THOPESHTACBHP 3a
CHUCTEMHO MPUIOKEHUE (BXK. TOUKa 4.5)
o CobpeyHy KIIAITHU MPOTE3H, U3UCKBAIIM aHTUKOATyJIAHTHO JiedeHue (BK. Touka 5.1)

4.4 ChenuanaHu npeaynpesxaeHus U NpeAnasHu MePKH NPU ynoTpeda

XCMODaFI/I‘leH PHUCK

Jaburatpan erexcuiar TpsOBa Aa ce mpujiara ¢ IOBUILIEHO BHUMAHUE NIPU ChCTOSHUS C MIOBHUILECH
PHCK OT KbPBEHE HJIH [IPU CHIIBTCTBAILA YIOTpeOa Ha JIEKapCTBEHH MIPOAYKTH, TIOBIHSBAIIN
XeMocTasaTa upe3 HHXHOupaHe Ha TpoMOonuTHaTa arperanus. [lo Bpeme Ha Tepanusta KbpBEHE
MOXe Ja ce TMOsIBY HaBCsIKbJIe. [Ipy HeodakBaH criaj Ha XeMOTJIOOMHA H/MJIH XeMaTOKPHTA, WITH CITa]|
Ha KPBBHOTO HaJsiraHe, TPsiOBa a ce M3BBPLIM MpEries 3a yCTaHOBSIBAHE MICTOTO Ha KbPBEHE.

EdukacHoctTa 1 6€30MacHOCTTa Ha CISHU(PUUHOTO HEYTPATM3UPAIIIO CPEACTBO HAaPyLIM3yMao,
MIPHUJIATaHO MPY BB3PACTHH MAI[USHTH B CIIy4ad Ha )KUBOTO3aCTpaIlaBailo Wil HEKOHTPOIUPAHO
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KBbPBEHE, KOTaTO € He00X0IMMO Obp30 HEyTpaIH3UpaHe Ha aHTUKOAryJaHTHUS e()eKT Ha gaduratpan
HE ca YCTaHOBEHH NPH NeANaTpUIHU nanuenTH. Jadurarpan Mmoxe a 0bJe OTCTpaHEH NOCPEICTBOM
xeMmoauanm3sa. [Ipu Bb3pacTHH NalMeHTH ca Bh3MOXHH JAPYTH OIMIIMHU KaTo U3IMON3BaHe Ha MPsICHA
1512 KPBB WU MPSICHO 3aMpa3eHa Ijia3Ma, KOHIIEHTPAT Ha KoaryJanuoHHU (akTopH (aKTHBHPAH WIN
HeaKTHBUPaH), pekomMOnHaHTeH dakrop VIla mim tpomOonuTHa Maca (BXK. ChIIO Touka 4.9).

Ynorpebara Ha MHXHOUTOPH HA TPOMOOIIMTHATA arperamus, KaTo KIOMHIOTPEN U alleTHICATUIIAIOBA
kucennaa (ASA) niu Hectepounuau npotuBoBb3nanurenau cpeactsa (HCIIBC), kakTo u HannuueTo
Ha e30(arut, racTput Wik racrpoezodareancH pedurykc, yBearudaBaT pUcka OT CTOMAIIHO-YPEBHO
(CY) xbpBeHe.

Puckosu hakmopu

Tabnuia 2 060011aBa hakTopuTe, KOUTO MOTAT Jia MOBHIIAT XEMOPATrHYHHSI PHCK.

Tabamna 2: PuckoBu GakTOpH, KOUTO MOTaT Aa MOBUIIAT XeMOPATHYHHUSI PUCK.

PuckoB daktop
®dakTopu, KOUTO MOBHUILABAT [UIA3MEHUTE HUBA | [ J1aBHU:
Ha JaduratpaH . Mormuau P-gp uaxuburopu (Bx. Toukn 4.3
n4.5)
. ChbBMecTHO npuiiarane Ha cinalu 110
ymepenu P-gp naxubutopu (Hamp.
aMHO/IapOH, BepanaMuil, XMHUINH U
TUKarpenop, BX. Touka 4.5)
dapMakoAMHAMUYHU B3aUMOJIEHCTBUS (BIXK. . ASA ¥ Apyrd UHXHOUTOPH Ha
TOuKa 4.5) TPOMOOIIMTHATA arperamus, KaTo
KJIOTIHJIOT pet
° HCIIBC
SSRI s SNRI
. JlpyTH JeKapCTBEHU MPOAYKTH, KOUTO
MOTarT Jia HapylaT XeMocTa3ara
3abonsBanus / IpoUeypu ¢ 0CoOeH [ Bponenu winu npuaobuty HapyIeHus Ha
XEMOParu4deH puck KoaryJanusra
. TpomOouuToneHus UM GpyHKIMOHATIHH
TPOMOOIIUTHY JiePeKTH
. CkoporrHa 6GMOTICHs WITH ToJIsiMa TpaBMa
bakrepuainen ennokapauT
. E3odarur, ractput unu
ractpoe3odareancH peQurykc

CerpreTBamniata ynorpeda Ha qaburatpaH eTekcuiar u P-gp HHXUOUTOpH He € MpoyYBaHa IpH
MeANAaTPUYHU MMAllMEHTH, HO MOJKE /Ia YBEJIMYH PHCKa OT KbpBEHE (BXK. ToukKa 4.5).

[Ipeonasnu mepku u 061a0516aHe HA XeMOPASUYHUSL DUCK

3a oBNIaJABaHE HA YCIOKHEHUS C KbPBEHE BHXKTE CBINO TOUKa 4.9.

Oyenka na cobOMHOULEHUENO NOA3A/PUCK

Hanuuuero Ha nesuu, 3a6onsBaHus, mpoueaypu u/umm dpapmakonorudso jnedenue (karo HCIIBC,
tpoMOouTHY aHTHarperanT, SSRI u SNRI, Bx. Touka 4.5), KOUTO 3HAYUTEITHO YBEITUYaBAT PUCKA OT

roJIsIMO KbPBEHE, H3MCKBAT BHUMATEIIHA OLICHKA Ha ChOTHOIIEHUETO 1oJI3a/puck. Jlaburarpan
ETeKCHJIaT TPsIOBaA J1a Ce JaBa caMO aKo IM0J13aTa HaJ[BUIIIaBa PUCKA OT KbPBEHE.
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HannynanTe KTMHUYHN JaHHU 32 TIeIUATPUYHH NAMEHTH C PUCKOBU (PAKTOPH, BKIFOUUTEIIHO
NalUEHTH C aKTUBEH MEHUHTHT, eHIEeQalluT U BhTpeuepeneH adcuec (BX. Touka 5.1), ca orpaHHYCHH.
[Ipu TakuBa nauueHTH AabUraTpaH eTeKcusaT TpsiOBa Ja ce JaBa caMO aKo OYaKBaHaTa [0JI3a
Ha/IBHIIIABA PUCKA OT KbPBEHE.

Brumamenno kaunuyHo Habaooenue

[IpenopbuBa ce BHUMATETHO HAOIIOJCHUE 32 IPU3HALM HA KbPBEHE MM aHEMHSA IIPe3 LEIHsl IEpUo.]
Ha JICYeHHE, 0COOEHO aKO PHUCKOBUTE (hakTOpu ca KoMOMHMpaHu (BxK. Tabiuua 2 no-rope). Tpsaosa na
ce BHIMaBa 0COOCHO MHOT'0, KOTaTo JJaburaTpaH eTeKCHIaT ce Ipuilara eTHOBPEMEHHO ¢ BeparaMul,
aMHUOJIapOH, XMHHUIUH WU KiapuTpoMuninH (P-gp maXnbuTOpr) 11 0cO6EHO TpH MOsIBa HA KbPBEHE,
Haif-Beye NpH MalUeHTH ¢ HaManeHa 0b0pedyHa GyHKIus (BX. Touka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOIIOJICHUE 3a MTPU3HAIM HA KbPBEHE TPH MAI[MEHTH, JICKYBaHU
cerpTcTBaIno ¢ HCIIBC (Bx. Touka 4.5).

Hpe’('bCG(lHe HdA j1eyerHuemo c da6ueampaﬂ emekKkcuiam

HaLII/IeHTI/ITC, KOHMTO pa3BUAT OCTpa 6L6peqHa HCAOCTAaTBbYHOCT, TpSI6Ba Ja IpCyCTAHOBAT IIpHUEMa Ha
;[a61/1ranaH CTCKCHJIAT.

Korato ce nosiBu TeK0 KbpBeHe, TpsA0Ba J1a ce NPEeKpaTH JIEUSHNUETO U Jia ce U3cieBa IPUUNHATA 3a
kbpBeHeTo. EdukacHocTTa 1 6e30macHOCTTa Ha Ceun(UIHOTO HEYTPAIU3UPALIO CPEACTBO Ha
naburatpad (uaapyiu3ymad) He ca yCTAaHOBEHH TIPH MeMaTPUYHHU MalueHTy. Jlaburatpan Moxe na
OB/l OTCTpaHEH IIOCPEJCTBOM XEMOIUAIIN3A.

Jlabopamopnu koazynrayuonnu napamempu

Bripeku de To3u JIeKapCTBEH MPOJIYKT MO MPUHIIMIT HE U3UCKBA PYTHHHO MOHUTOPHpAHE Ha
aHTHKOAryJjanusTa, orpeaesiTHETO Ha CBhp3aHaTa ¢ Jadurarpal aHTUKOAryJanus Moxe aa Obae oT
10JI132 33 yCTAaHOBSIBAHE Ha MPEKOMEPHO BUCOKA SKCITO3UIIMS Ha JaburaTpaH pyu HATMYUE Ha
JOTIBITHUTEITHA PUCKOBH (DaKTOPH.

TpombuHOBOTO Bpeme upe3 pazpexaane (dTT), ekapuroBoTo Bpeme Ha cheupBane (ECT) u
AaKTUBHPAHOTO MapuuanHo TpomOormiactuaoBo BpeMe (aPTT) moraT na npenocTapst nojie3Ha
UHQOpPMAIHS, HO pe3yNTaTuTe TPAOBa J]a ce THIKYBAT C MOBUIIEHO BHUMAaHKUE TIOPAIH
BapraOMIIHOCTTA MEXIy TeCTOBeTe (BXK. Touka 5.1).

TecTbT 32 onpeAessiHe Ha MEXIYHApOIHOTO HOPMAaJIM3UPaHo choTHOIIeHHe (international normalised
ratio, INR) He e HaiexIeH ITpY MAIMEHTH Ha JICYCHHUE C Ja0UraTpaH eTeKCUIIaT U UMa JIOKJIa[BaHH
ciydau ¢ ¢anupo nojoxutenHo nopuineHue Ha INR. 3aTosa INR tecrore He TpsiOBa 1a Obaat
NPOBEKAAHU.

Hait-auckure ImparoBe€ Ha KOoaryJallMOHHUTE TECTOBEC IIPU NNEAUATPUYHU IMALIUEHTH, KOUTO MOrar Jia
6’I>,E[aT CBBbpP3aHU C TOBUIICH PUCK OT KbPBCHC, HC Ca U3BCCTHU.

yHOTDe6a Ha d)I/I6DI/IHOJH/ITI/IT-IHI/I JICKAPCTBCHHU IIPOAYKTH 3a JICYHCHHUEC HA OCTHP MCXEMHUYCH MHCYJIT

Ynorpebara Ha GUOPUHOTUTUYHH JIEKAPCTBEHHU MPOLYKTH 32 JICYEHHUETO Ha OCTHP UCXEMHUYECH HHCYIIT
Moe 1a ce 00cbau, ako croitHoctuTe Ha dTT, ECT mim aPTT He HagBuimaBat ropHara rpaHuia Ha
Hopmata (ULN) cnopen mecTHHTE pehepeHTHH TPaHHIIH.

XI/IDVDI‘I/I‘IHI/I ornepany 1 UHTCPBCHIITNHU

[Ipu manmenTH, npueManu JadUraTpad eTeKCUIIAT, KOUTO A MOJUI0KEHH Ha XUPYPTrUYHa
WHTEPBEHITUS WM MHBa3UBHU MPOLIEAYPH, CHIECTBYBA PUCK OT KbpBeHE. 1o Ta3u npuunHa
XUPYPrudHUTE UHTCPBCHI MU MOraT Jia HAJIOKAT BPEMCHHO IMPEKPATABAHE HAa IPUEMAHETO Ha
JlaburaTpaH eTeKCHIaT.
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Heobxoaumo e moBUIIEHO BHUMAHUE, KOTATO JICYSHHETO BPEMEHHO Ce MPEKPaTH TopaIn
WHTEPBEHIIUH U CE MPENOPhYBa MOHUTOPUPAHE Ha aHTUKoAryamusTa. [lpu nanuentu ¢ 6p0peuHa
HEJI0CTaTHYHOCT KIIMPBHHCHT HA JaOUTATpaH MOXKE J1a TPOIBIDKA MO-IBJITO (BXK. Touka 5.2). ToBa
TpsIOBa Aa ce B3eMe IPEIBUII IPEIN BCSIKa Ipolieaypa. B TakuBa cirydan KoaryJaalmoHEeH TecT (BK.
Touku 4.4 1 5.1) MOXe J]a IOMOTHE J1a C€ ONPEAeIH JIAIH BCe Olle NMa HapyIlIeHUe Ha XeMOCTa3ara.

Cnewnu Xupypeuiunu onepayuu uiu HeomioiCHu npouedvpu

[IpuembT Ha HabUraTpaH eTeKcHiaT TpsOBa BPEMEHHO J1a ce IPEKPaTH.
EdukacHocTTa 1 6e30macHOCTTa Ha CIENU(UIHOTO HEYTPATH3UPAIIO CPEICTBO Ha NaburaTpaH
(umapyunsymal) He ca yCTaHOBEHH MPH NeANaTPpUYHH nanueHTy. Jlaburarpan Moxe 1a Obae

OTCTPAHCH IMOCPEACTBOM XEMOaAUAIN3A.

Xupypauunu onepayuu/unmepeeHyuu npu HOOOCMPU CbCIMOSIHUS

IIpuembT Ha maburaTtpaH erekcuiar TpsiOBa BPEMEHHO Ja ce mpekpatu. [1o Bb3MOXKHOCT,
XUPYPruvHaTa Onepalys/MHTEPBEHIHS TPsOBa Ja ce OTI0XKH JO M3MHUHABAHETO HA Hail-Manko 12 yaca
clle] IpueMa Ha IocjeiHaTa 103a. AKO XUpYpruyHara onepanys He MOXKe Jja c€ OTIIOXKH, ChIECTBYBa
TIOBHIIIEH PUCK OT KbpBeHE. 1031 prcK TpsOBa Ja ce OIEHHU CIPSAMO CIIEIIHOCTTa HA MHTEPBEHIINATA.

Ilnanosa xupypeuuna onepayus

[Ipu BB3MOXKHOCT, MPUEMBT Ha JaburaTpaH eTeKcuiar TpsOBa Ja ce mpeKkpaTH Hai-Mainko 24 gaca
MIpeIy U3BBPLIBAHETO HA MHBA3MBHA WIIM XMpYypruuHa npouenypa. Ilpexparsasane npuema Ha
JaburatpaH eTekcuiaT 2-4 JHUA IpeArd XUpypruyHa onepauus TpsOBa 1a ce uMa IpeaABH IPH
TIAIMEHTH C TIOBHUIIIEH PHUCK OT KbPBEHE M B CITydail Ha ToJsIMa OTepaliys, IpH KOATO MOXKE Ja €
HEo0X01Ma IIbJIHa XEMOCTa3a.

IIpaBunara 3a npekparsiBaHe Ha NpremMa IPear MTHBa3UBHU WM XUPYPTUYHHU NPOLELYPH 32
MeUATPUIHN TAIUEHTH ca 0000IeHn B Ta0bImIa 3.

Ta6amna 3: IlpaBuia 3a npekpaTsBaHe Ha MpHeMa NpeId HHBA3UBHHU WJIH XHPYPIrHYHH
NpoueaAypH NpHU NeAUATPUYHU MANMEHTH

BbrOpeuna GpyHKIus CriupaHe Ha aburarpaH npeny IIaHoBa XUPYpPrudHa
(eGFR B ml/min/1,73 m?) onepanus

>80 24 gaca mpeIBapUTEITHO

50 —-80 2 THU NIpEABAPUTEITHO

<50 Tes3u manueHTH He ca MPOy4YBaHH (BXK. Touka 4.3).

Cnunanna aHecme3uﬂ/enu0VpaﬂHa auecmesuﬂ/ﬂwvz6am-ta NYHKUUA

HpOI_IC,Z[ypI/I KaTo CIIMHaJIHA aHCCTE3MA U3UCKBAT ITBJIHOLICHHA XEMOCTaTUYHA (bYHKHHH.

PuckbT OT ciiHaNICH MIn CIIUAYpPAJICH XEMAaTOM MOXKE [a CC IMOBUIIH IIPU ClIydan Ha TPaBMaTHYHU
WJIM MHOTOKPAaTHU ITYHKIUHW W MIPU ITPOABILKUTCIIHA yHOTpC6a Ha CIMAypalHu KaTCTpU. CJ'IG,Z[
OTCTPAHABAHC HA KATCTHP TpH6Ba Ja MUHaT Haii-MaJko 2 Jaca npeau NpuaIoXKXCHUECTO HaA IbpBAaTa 1034
lla6I/II‘anaH erekcuiat. Te3n ITaIIMCHTH U3UCKBAT YE€CTO Ha6.HIOIIeHI/Ie 3a HCBPOJIOTUYHHU IMPU3HAIHU U
CUMIITOMU Ha CIIMHAJICH WJIU CTIUAYPAJICH XEMATOM.

Creoonepamusna asza

Cren uHBa3MBHATA NPOLEAYPa WM XUPYPTUYHATA WHTEPBEHLUS JICUEHUETO C TaburarpaH eTeKCUIaT
TpsiOBa Jia ce MOIHOBH/3aII0YHE Bhb3MOYKHO Hal-CKOPO, TIPY YCIIOBHE Y€ KIMHAYHATA CUTYaIIHs
II03BOJIABA M Ma aJIeKBaTHA XeMOCTa3a.
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Heo6xonumo e moBHIIeHO BHUMaHKE MPH MALMEHTH C PUCK OT KbPBEHE MJIHM MALIMEHTH C PUCK OT
CBpBXeKcno3uuus (Bx. Tabnuua 2) (Bxk. Touka 4.4 u 5.1).

HaHI/IeHTI/I C BUCOK OIIEPATHUBCH PUCK OT CMBPTHOCT U C BBTPCIIIHHU PUCKOBHU d)aKTODI/I 3a
TpoMOOEMOOINYHN CHONTHS

CrIlecTByBaT OrpaHUYCHH JJAHHU 32 e(h)UKACHOCTTA M 0€301IaCHOCTTA Ha JabUTaTpaH eTeKCHIIaT MpU
TE3W MAIEeHTH 1 MOPajii TOBa T€ TPAOBa Ja ObJaT JEKyBaHH C TIOBUIIICHO BHUMAHHE.

YepHoapoOHO VBpeXKIaHe

[NanuenTu ¢ noBuieHu YepHoApoOHH eH3uMu >2 ULN ca W3KIII04eH! OT OCHOBHUTE U3ITUTBAHUSI.
Hsima HanudeH TeparneBTHYEH OIHT 32 Ta3W CyOITOIyaIs OT MAMEHTH U CIICJ0BATEIHO MPH Ta3u
nomyanys ynorpebara Ha Ja0uraTpal eTeKCHIAT He ce MpenopbuBa. YepHOAPOOHO yBpexKIaHe WK
4epHOAPOOHO 3a00JIsIBaHe, 32 KOETO CE OYaKBa J1a UMa OTPaKeHHE BBPXY NPEKUBIEMOCTTA, €
NPOTHBOIIOKA3aHO (BXK. Touka 4.3).

BsaumonetictBue ¢ P-gp nuHgyKTOpH

ChIIBTCTBAIIOTO MPIIIOKEHIE HA P-gp MHIYKTOpY ce 0uakBa J1a MMOHIKH IIA3MEHUTE KOHIICHTPAITHH
Ha JaburaTpaH U TpsOBa 1a ce u3osarea (Bx. Touku 4.5 u 5.2).

TTamuenTu ¢ anTud@OoCcHONUIUIEH CUHIPOM

JupektHo nefictBamu nepopanau antukoaryianta (DOACs), BKitounTenHo qaburarpad eTekcuiar,
HE C€ MPEerophYBAT MPH MAIUSHTH C aHaAMHe3a 3a TpoM003a, KOUTO Ca JUArHOCTHIIMPAHH C
aatudochommuaeH cuaapoM. [lo-crieruanHo mpu TPOWHOIIO3UTUBHY MAIMEHTH (32 JIYITyCeH
AHTUKOATrYyJIaHT, aHTHUKAPIUOIMIIMHOBY aHTUTEJIA M aHTUTeNIa cpelly Oera-2-rIMKonpoTenH 1),
nedenueto ¢ DOACs moxe n1a Objie CBBP3aHO C MOBUIIICHA Y€CTOTa Ha MOBTAPSAIIN C€ TPOMOOTHYHU
CHOUTHS B CpaBHEHHE C TEpANHATa C AHTaTOHUCT HA BUTaMuH K.

TTanueHTH ¢ aKTUBHO OHKOJIOTMYHO 3a00J1IBaHe

Nma OrpaHUYCHHU TaHHU 3a e(i)I/IKaCHOCTTa 1 0€30I1aCHOCTTa IIpU NEAUATPUYIHU MAITUECHTU C AKTUBHO
OHKOJIOTMYHO 3a00JIIBaHE.

MHoro CHeHI/Id)I/IT-IHa neavuaTpudHa IomyjJaanus

[Ipu HsKOM EaAUAaTPUYHM NALMEHTH ChC CTPOro crieludpuyHn 3a00ABaHMsL, HAIIP. HAMEHTH C 0OJIeCT
Ha THHKHTE YepBa, MPH KOUTO MOJKE JIa € 3acerHaTa abcopOuusra, TpsioBa 1a ce 0OMuUCIN
U3I0JI3BaHETO HA aHTUKOAr'yJIaHT, KOWTO Ce Ipuiara napeHTepasHo.

4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHM NPOAYKTH M APYTrH (POpMH Ha B3auMojeiicTBHe

Hpoy‘{BaHH}I 3a B3aHMO,I[CI>iCTBHHTa Ca MpPOBCXKJAaHU CaMO ITPpHU Bb3PACTHU.

B3auMoielicTBYs ¢ TpaHCIOPTEPH

Haburatpan erexcunar e cyoctpat 3a equrykcHus Tpancmnoptep P-gp. ChIbTCTBaIOTO NPUIIOKEHHE
Ha P-gp naxubutopu (Bx. Tabnuna 4) ce odyakBa Ja JOBEJIE 10 MOBUIIICHN HIBA HA TUTa3MEHaTa
KOHIICHTpAITUs Ha Ta0uraTpaH.

Axo HE € OpeaAnucaHo aApyro, € HCO6XO,Z[I/IMO BHUMATCIHO KIIMHUYHO Ha6J'IIO,I[GHI/IC (CJ'IC,I[GHC 3a

MpU3HAIN HA KbPBEHE MM aHEMHs ), KOraTo JaburaTpaH ce mpuiiara eJHOBPEMEHHO ¢ MOIIHU P-gp
nHXuouTOpH. BrxTe chimo Touku 4.3, 4.4 u 5.1.
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Tadauua 4: B3aumogeiicTBUA ¢ TPAHCNIOPTEPH

P-9p unxubumopu

Covnvmemsawjama ynompeda e npomueonokasua (6sc. mouka 4.3)

KeTokonazon Kerokonazon nmosumrasa TotatauTe AUC..o B Ciax CTOMHOCTH Ha Ta0UTaTpan
CBhOTBETHO 2,38 bTH U 2,35 MBTH cie eAMHUYHA nepopainHa 1o3a 400 mg u
CHOTBETHO 2,53 mbTH U 2,49 MBTH CIIe MHOTOKPATHO MEPOPATTHO MPUIIOKEHHE
Ha 400 mg KeTOKOHA30J1 BEAHEK JHEBHO.

Hponenapon [Ipu enHOBpEMEHHO NPUIIOKEHHUE HA Aa0UraTpaH eTeKCHIaT U JPOHEAapOH
ToTaTHUTE AUC).0 U Cpnax CTOWHOCTH Ha JaOUTaTpaH ce yBeIn4yaBaT CbOTBETHO
0KOJI0 2,4 TbTH ¥ 2,3 TBTH CIIe[] MHOTOKpATHO npuiokenne Ha 400 mg
JIpOHEIapOH JBa IBTH THEBHO M CHOTBETHO OKOJI0 2,1 bTH ¥ 1,9 mbTH Ciien
eanHn4Ha no3a 400 mg.

Wtpaxonazoun, B®3 ocHOBa Ha pe3ynraTute in Vitro MOXe Aa ce 04akBa ojg00eH eekT, KakTo ¢
HUKIIOCTIOPUH KETOKOHA30J1.

I'nexanperup / | CeobTeTBaIaTa ynoTpeda Ha Ja0UraTpaH eTeKCHIIAT ¢ KOMOMHAIIMATA C
nuOpeHTacBup | (PMKCHUpaHU J03H HA P-gp nHXHOUTOpHTE TIeKanpeBUp/MTUOPSHTACBUD ITOKa3Ba
yBEIMYaBaHE Ha EKCIIO3UIMATA Ha 1a0MraTpaH U MOXe Ja MOBUIIIA PUCKa OT
KbpBEHE.

Cvnvmemeawama ynompeda e ce npenopvusea

Takponumyc In vitro € yCTaHOBEHO, Y€ CTETIEHTAa HA MHXUOUTOPHUS €PEKT Ha TAKPOJINMYC
BBpXY P-gp e nogoOHa Ha Ta3u, HabIr01aBaHa MPU UTPAKOHA30J U
LUKIOCTIOpUH. ENHOBpEeMEHHOTO NpMIIO)KEeHHE Ha Ja0uraTpaH eTeKCHiIaT ¢
TAKpOJIMMYC HE € MPOYUYEHO KIMHUYHO. BhIipekn ToBa, OrpaHn4eHUTe KIMHUYHU
JIaHHU OT JpyTu P-gp cyOcTpaTh (eBeponuMyc) mpeanoiarar no-ciuabdo
nHXuOupane Ha P-gp oT TakponaumMyc, B cpaBHEHHE ¢ HAOJIIOJaBAHOTO MIPH CHITHH
P-gp uaxuburopu.

Heobxooumo e nosuuteno enumanue npu convmemeauia ynompeda (8oic. mouxa 4.4)

Bepanamun Koraro gaburarpan erekcuiar (150 mg) ce npunara eTHOBPEMEHHO C
nepopaiieH Bepanamuil, Crmax 1 AUC Ha gaburaTtpan ce yBequuaBaT, HO
CTETIeHTa Ha Ta3W MPOMSHA € Pa3InYHA B 3aBHCHMOCT OT BPEMETO Ha MTPHEMaHe
u GopmMata Ha BeparmaMu (BX. Touka 4.4).

Haii-ronsaMoro nopuiaBane Ha €KCIO3UIMATA HA JaburaTpaH ce HabJoaaBa
IIpU IIbpBaTa J103a Ha BepanaMuil ¢ He3a0aBHO 0CBOOOKAaBaHe, IPUETA €AUH
yac npeau npueMa Ha qaduratpa erekcunat (yBenndaBane Ha Cmax OKOJIO
2,8 mptr 1 Ha AUC okono 2,5 nbTH). EdexThT nporpecuBHO HamalsiBa MpH
npuIokeHue Ha opMmaTa ¢ yasmKeHo ocBoOOkIaBane (yBennuaBaHe Ha Ciax
okoso 1,9 meti 1 Ha AUC okono 1,7 mbTH) WK IpU NPUIIOKEHNE HA
MHOTOKpaTHH 031 Bepanamui (yBenndaBaHe Ha Crax OKOJIO 1,6 TBTH M Ha
AUC oxomno 1,5 mp1n).

He ce nabmonaBa 3Ha4MMO B3anMOJEHCTBUE, KOTAaTO BepariaMmuil ce mpuemMa

2 yaca cnen gaburarpas erekcuiar (yBenuuaBaHe Ha Cmax OKoJIO 1,1 mbTH 1 Ha
AUC okoio 1,2 metr). ToBa ce 00sicHsIBa ¢ TBJIHATA a0COpOIIMS HA Ja0UraTpan
clien 2 gaca.

AmMuomapoH Koraro maburatpaH eTeKCHIIAT ce Ipuiiara eIHOBPEMEHHO C €IMHUYHA
nepopanHa m1o3a 600 mg aMuoIapoH, CTENEHTa W CKOPOCTTa Ha abcopOus Ha
aMHO/IapOH M Ha akTUBHHS My MeTabonuT DEA 1o chiliecTBO He ce IPOMEHSIT.
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AUC u Cnax Ha JaburaTpad HapacTBaT CHOTBETHO OKOJIO 1,6 mbTh 1 1,5 IBTH.
[Topany bITHS MOTY)KUBOT HA aMHOJAPOH BE3MOKHOCTTA 332 B3aMMOICHCTBUE
MOXe J]a ChIECTBYBA CEJMHUIIM CIe]] TPEKpaTsIBaHe Ha JICYEHUETO C aMHOJIaPOH
(Bk. Touka 4.4).

XUHAOAH

XvHUAMH e mpuiiarad karo go3a ot 200 mg Ha Bceku 2 yaca J1o o0mia ;103a

1 000 mg. laGuraTpaH eTeKcHUiar € nmpujarad JBa I'bTH JAHEBHO B
MPOABIDKEHNE Ha 3 MOCIeIOBATEHN JHH, ChC WM 0e3 XUHUAWH Ha TPETHS JIeH.
AUC ss 1 Cinax,ss Ha TaOUTATPaH C€ YBEIMYABAT CPEIHO CHOTBETHO 1,53 IBTH U
1,56 mbTH IIpH CHIIBTCTBAILO NPUIOKEHHE HA XMHUAMH (BXK. Touka 4.4).

Knapurpomunun

Korato xnapurpomunus (500 mg 1Ba mbTH JHEBHO) CE NpUIara 3ae¢aHo ¢
JlaburaTpaH eTeKCHIAT MPH 3paBu JOOPOBOIIIH, C€ HaOIt01aBa MMOBUIIIABAHE
Ha AUC okoio 1,19 nbtr 1 Ha Cpax 0K0IIO 1,15 rbTH.

Tukarpenop

Koraro ennaudHa 103a 0T 75 mg naduraTpaH €TeKCHIAT ce Tpuiara
€ITHOBPEMEHHO ¢ HaToBapBama f03a oT 180 mg tuxarpenop, AUC 1 Chax Ha
JlaburaTpaH ce MmoBHIaBar choTBeTHO 1,73 mbth u 1,95 meTu. Cien
MHOT'OKpPATHU J034 Ha TUKarpenop 90 mg, 1Ba MbTU AHEBHO, YBEIMYABAHETO HA
eKCITO3uIMATa Ha jaburarpas e 1,56 mbtu u 1,46 mbTH, CHOTBETHO 33 Crax U
AUC.

CpIIbTCTBALIOTO NMPHIIOKEHUE HAa HATOBapBalla Ao3a Tukarpenop 180 mg u
nmaburarpan erekcuinar 110 mg (B crannonapHo cherosiHue) oBumaBa AUC, s
1 Crnax,ss Ha TaOUTaTpat choTBeTHO 1,49 mbTH 1 1,65 BTH B CpaBHEHHE C
JaduraTpaH eTeKCHiaT, Ipuiiaral camocrosaTesnHo. Koraro HaToBapBaiia 103a
ot 180 mg Tukarpenop ce naBa 2 yaca ciea npueM Ha 110 mg gaburatpan
eTeKCHIIaT (B CTalfMOHapHO cheTostHKE), MoBUIIaBaHeTO HA AUC s B Ciax Ha
JaburatpaH HaMamsBa CbOTBETHO 110 1,27 mbTH 1 1,23 IBTH B CpaBHEHUE C
naduratpaH eTeKCHIIaT, IpUJIaral cCaMoCTOSTeNIHO. TakbB He3acThIIBALL CE
MIPHEM Ce MPENopPbYBa MPH 3aNI0YBAaHE HAa THKATPEIop ¢ HaTOBapBaia 103a.

ChIrbTCTBAIOTO MPHIIOKEHUE Ha 90 mg THKArpesop JBa IbTH JTHEBHO
(mommpprkaria mo3a) U 110 mg maburarpan eTeKCHIAT MMOBUIIABA KOPUTHPAHUTE
AUC, s 11 Cinax,ss Ha TaOuTaTpat ChoTBETHO 1,26 bTH U 1,29 IBTH B CpaBHECHHE
C TaburaTpaH eTeKCUIIAT, MPUJIATaH CAMOCTOSITEITHO.

ITo3akonason

[To3akoHa301 chII0 HHXUOMPA B HAKAKBa cTeneH P-gp, HO TOBa He € MPoyYeHO
KIMHAYHO. ETHOBpEeMEHHOTO NpUIIOKeHHEe Ha JaOuraTpaH eTeKCHIAT C
[103aK0Ha30J1 HaJlara BHUMATeJIHO IIpocie/siBaHe.

P-9p unoykmopu

Cvnvmemsawama ynompeba mpsosa 0a ce u3o526a.

Hanp.
pUQaMITUIINH,
KBIIT
KaHTapHOH,
(Hypericum
perforatum),
KapOama3zenuH
Wi GeHUTONH

ChIIBTCTBALIOTO MMPHIIOKEHUE CE OUAKBa Ja JIOBEJIE 0 IIOHWKaBaHe Ha
KOHIICHTpAITUATa Ha TaduraTpaH.

[IpemenukanusTa ¢ U3ciueABaHUs UHAYKTOP pudaMmuiuH npu go3a 600 mg
BEJHBK JIHEBHO 3a 7 JIHU IIOHMXKaBa 00IaTa MMKOBA KOHIICHTPALIMS Ha
JaburaTtpaH u 00maTa eKCIO3UIMs ChC ChOTBETHO 65,5% 1 67%.
WenynmpanmsaT eQekT e TOHWKEeH, KOSTO BOJIU JI0 HUBO Ha €KCIIO3UIUS Ha
Jaburarpas, OJIM3K0 10 pedepeHTHAaTa CTORHOCT JI0 JIeH 7 Clie]] CIIUpaHe Ha
nedeHueTo ¢ pudpamnuimH. He e HaO01aBaHO MO-HATATHIIHO [TOBUIIIEHUE HA
OHMOHATUYHOCTTA CIIE] OIlie 7 JHH.

[pomeasznu unxubumopu, Kamo PUMoHaAeup
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Cvnvmemeawama ynompeba He ce npenopvbysd

Harmp. Te noenusiBat P-gp (kakTo Kato HHXUOUTOP, Taka U KaTo MHAYKTOp). Te He ca
PUTOHABUD U OWIM POYYBaHU, IOPAAN KOETO HE Ce MPETOPbUBAT 3a CHIIBTCTBAILIO JICUYCHHE C
KOMOWHAITUATE JlaburaTpaH eTeKCHIaT.

My € ApYyTH

MIpOTEa3HU

WHXHOUTOPHU

P-gp cyocmpam

Jurokcun B npoyuBane, poBeieHo ¢ 24 31paBu JOOPOBOIIIIH, TP SHOBPEMEHHOTO
MIPHUJIOKEHHNE Ha JaOUTaTpaH €TeKCUIIAT U IMTOKCUH HE ca HaOJIr01aBaHu
IIPOMEHHU B EKCITO3UIMATA HA JUT'OKCHUH U KIIMHUYHO 3HAYMMHU ITPOMEHU B
SKCIIO3UIMATA Ha JaburaTpaH.

AHTHKOAryJIaHTH U JIEKapCTBEHU IPOAYKTH CPELLY TPOMOOLIMTHA arperamus

JIuncea nian chIIecTBYBa CaMO OIPaHUYEH OIUT ChC CICAHUTE JICUEHHS, KOUTO MOrar Jja MOBUIIIAT
pHCKa OT KbPBEHE, KOTaTO CE MpUJIaraT ChII'bTCTBAILO C JabUraTpaH €TeKCHUIIAT: aHTHKOATyJIaHTH,
kato Hedpakimonupan xenapud (UFH), auckomonexynau xenapuau (LMWH) 1 xenapunosu
npou3BoAHHU ((pOHIATAPUHYKC, AE3UPYANH), TPOMOOIUTUYHH JIEKAPCTBEHU MPOILYKTH U aHTarOHUCTH
Ha BuTamuH K, puBapokca®aH Win APYry aHTUKOAryJaHTH 32 IEPOPATHO MPUIIOKEHHE (BIXK.

Touka 4.3), WK JEKapCTBEHHU MPOIYKTH cpelly TpoMOoiuTHa arperanus, kato GPIIb/Illa perenropau
AQHTarOHWCTH, TUKJIOMHUIUH, IPACyTPell, THKArpesiop, IeKCTpaH 1 CyapUHIHPa3oH (BXK. Touka 4.4).

UFH moxe na ce npuiara rnpu /1031, He0OXOIMMH 3a MOIIbpKaHe Ha MPOXOIUMOCTTA Ha IIEHTPAJICH
BEHO3CH WJIU apTePUAICH KaTeThp (BXK. Touka 4.3).
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Tadauua S5:  B3anMogeiicTBUS ¢ AHTUKOATYJIAHTH U JIEKAPCTBEHU NMPOAYKTH CpeLLy
TPOMOOIMTHA arperamnust

HCIIBC

[Ipunaranure 3a kpatkocpouna aHanre3ust HCIIBC He ce cBbp3BaT ¢ MOBHILIEH
PHCK OT KbpBEHE, KOIraTo ce IpujiaraT ChIIbTCTBAILO C Ja0UraTpaH eTeKCuar.
[Ipu npoxbkuTeNHA YyHIOTpeba B €IHO KIIMHUYHO u3nuTBaHe ¢asa II,
CpaBHSIBAIILO JadburaTpaH ¢ BaphapyH 3a MPEBEHIUSA Ha HHCYJIT MPH MallUECHTH
¢ npeackpano mexaeHe (RE-LY), HCIIBC yBennuaBaT pucka oT KbpBEHE C
oko0110 50% KakTo npu JaburaTpaH €TeKCUIIAT, Taka M Ipu BaphapuH.

Knonuporpen

[Ipu miaau 3apaBu JOOPOBOILN OT MBXXKH MOJ CHITBTCTBAIIOTO MPHIIOKEHNE
Ha naburaTpaH eTeKCHIIaT U KIIOMUOTPEIl He € JIOBEJIO JIO JIOMBIHUTEIHO
yABIDKaBaHE Ha BPEMETO Ha KalMJSIPHO KbPBEHE B CPABHEHHE C MOHOTEPAITUS
¢ xonuaorpen. Ocsed ToBa AUC: ss M Crax,ss, 1 UBMEPUTETTUTE HA
KoaryJanusTa 3a epekra Ha JaburaTpaH, WM HHXHOUPAHETO Ha
TPOMOOIIMTHATA arperaiys KaTo U3MepuTell Ha e)eKTa Ha KIOMUI0Tped, o
CBIIECTBO OCTABAT HEMPOMEHEHHU NP CPaBHSABAaHE HA KOMOMHUPAHOTO
JieYeHue U ChOTBETHUTE MOHOTepanuu. [Ipu HatoBapsamia n1o3a 300 mg ummn
600 mg kmormuaorpea, AUC: s U Cmaxss HA TaOUraTpaH ce MOBHUIIABAT C OKOJIO
30-40% (Bx. Touka 4.4).

ASA

EnnoBpemenHoTo npuioxkenue Ha ASA u 150 mg naburatpaH eTekcuiaar asa
IIBTH THEBHO MOJKE /1 TIOBUIIIM PUCKA OT BCAKAKBO KbpBeHE OT 12% mo 18% u
24% cwoTtBeTHO mpu A03u 81 mg u 325 mg ASA (Bx. Touka 4.4).

HI/ICKOMOJ'ICKYJ'IHI/I
XCHapuHU
(LMWH)

CoropreTBaniara ynorpeda Ha HuckoMmonekyiaau xenapuau (LMWH), kato
€HOKCalapyH U aburarpaH eTeKCHIIaT, He € CrieuaiHo npoyuBaHa. Cien
MpeMUHaBaHe OT 3-IHEBHO JieueHHe ¢ eHokcanapuH 40 mg s.C. BEIHBXK
JTHEBHO, 24 yaca ciief] ocjaefHaTa 103a €HOKCcanapuH, eKCIO3UIHITa Ha
naburatpad e Oria Majko MO—HHUCKa, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Clie]
MPIIOKEHUETO CaMO Ha aburatpaH eTekcwiar (equHuaHa 103a 220 mg).
HabmtonaBana e no-pucoka antu-FXa/Flla akTHBHOCT cites] MpHUIIOKEeHUE Ha
JaburaTpaH eTeKCHIIAT ¢ PEeIBAPUTEITHO JICUEHUE C eHOKCAIlapHH B CPaBHEHHUE
C JIEYEHHETO caMo ¢ Jadurarpan eTexcuiar. Cunra ce, 4e ToBa Ce AbIKU Ha
NPOJIBIKUTEIIHOCTTA Ha e(eKTa Ha CHOKCAIIapUH clie]l JIeYeHHeTo (carry-over
e(eKT) U cIe0BaTeTHO HE € KIIMHUYHO 3HauuMo. OCTaHaINUTE pe3yATaTH OT
AHTHKOAryJalvOHHHU U3CIIe/IBaHMs, CBbP3aHM ¢ JaburarpaH, He ca IPOMEHEH!
3HAYMMO OT JICYCHHUETO C EHOKCATIAPHH.
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Jlpyru B3auMOeHCTBUS

Tadoauua 6: Jlpyru B3aumonaeiicTBus

CenexmusHu unxubumopu Ha 0bpamuomo 3axeawane Ha cepomonuna (SSRI) wiu cenexmuehu
UHXUOUMOPU HA 0OPAMHOMO 3axeqauiane Ha cepomonuna u hopenurnedpuna (SNRI)

SSRI, SNRI SSRI 1 SNRI moBumasar prucka oT KbpBeHE BbB BCHUKH I'PYITH HA JICUEHHUE B
KJIMHUYHO n3nutBaHe ¢asa 1, cpaBHsBaio qadburarpat ¢ BapdapuH 3a
NpeAoTBpaTsIBaHE HA HHCYJIT IPH NMAIMEHTH ¢ npencbpano MbxkaeHe (RE-LY).

BEWBCMGG, Kounio nosauAaeam CmomawuHomo pH

[ManTompazon | Ilpu eqHOBpeMeHHO HpuiIokeHHe Ha Pradaxa u maHTomnpa3of ce Ha0Jo1aBa
npubnusurentHo 30% namanenne Ha AUC Ha maburarpan. [lanTonpason u qpyru
WHXUOUTOPH Ha poToHHara nomria (PPI) ca nmpunaranu enHoBpemenHo ¢ Pradaxa
B KJIMHUYHU MIPOYYBAaHUS U CHIIBTCTBAIIOTO JeueHue ¢ PPl He uzrnexna na
HamassiBa epukacHocTTa Ha Pradaxa.

PaHI/ITI/I,Z[I/IH HpI/IJ'IO)KCHI/ICTO Ha paHUTHUIUH 3aCTHO C z[a6nranaH C€TCKCUJIAaT HE OKa3Ba
KIMHHUYHO 3Ha4YUM e(i)eKT BBPXY CTCIICHTA Ha a6cop6u1/151 Ha z[a61/1ranaH.

BSaHMOHeﬁCTBHH, CBBP3aHHU C METa00IUTHHMS HDOd)I/I.H Ha )IaGI/IFaTDaH CTCKCHUJIAaT U 11a6MranaH

JaburatpaHn eTekcunar u 1aburarpat He ce MeTaboIM3upar oT cucTemMara Ha HuToxpoM P450 u
HSIMAT in Vitro epeKTH BbpXy YoBemkuTe utoxpom P450 ensumu. CriesjoBaTenHo, ¢ jaburarpaH He
CE 0YaKBaT CBHP3aHH JICKAPCTBEHU B3aUMOACHCTBHSI.

4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

Pradaxa npax u pa3TBOpuTEN 3a IEpOpalieH pa3TBOP € IpeaAHa3HaueH 3a yrnorpeda npu Aena Ha
BB3pacT nox 12 mecena. Mupopmanusita 3a OpeMEHHOCT U KbpMEHE HiMa Aa ObAe IpUIoKUMa MpU
Ta3u rpyma marueHTu.

4.7 EdexTn BbpXy cnoco0HOCTTA 32 oupaHe u padora ¢ MAIIUHA

JlaburarpaH eTeKCHIaT IIpax U pa3TBOPUTEI 3a IepopalieH Pa3TBOP € MpeAHa3Ha4YeH 3a yrnorpeda npu
Jena Ha Be3pacT nox 12 meceua. MupopmanusaTa B Ta3u TOUKa HAMA J1a ObJIe IPUIIOKHUMA TIPH Ta3u
rpyIa IanueHTH.

4.8 Hexenann JeKapCcTBEHH PeaKINU

O0600mmenne Ha npoduiia Ha 6E30MaCHOCT

JlaburaTpaH eTeKcHuiar € OlleHeH B KIMHWYHU U3MUTBAHUS IPU 0010 IPUOIU3UTETHO

64 000 maruenTy, ot kKouto npudmu3uTenHo 35 000 nanueHTyr ca JIeKyBaHH ¢ JaburaTtpaH eTeKCHIIaT.
bezomacHocTTa Ha JaburaTpaH eTeKcwiaT npu Jiedennero Ha VTE u npeBeHIws Ha penuauBHpaIIn
VTE npu neauatpuyHy NalMeHTH € npoydeHa B aBe n3nutBanus ¢asa I (DIVERSITY u 1160.108).
O6mmo 328 neauaTpuIHM MANMEHTH Ca JICKYBaHU C nadurarpan eTekcuiar. [lanuenture ca
NOJTyYaBaH aIallTUPAHU CIIOPEJT Bh3PacTTa M TEJIECHOTO TETIIO JI03U OT ChoOpa3eHa ¢ Bb3pacTra
JiekapcTBeHa GopMa Ha JaduraTpaH eTeKcuiar.

Karo 1su1o ce ouakBa npouiibT Ha 6€30MaCHOCT IIPH JIelIa Ja € ChIIUAT KaTo IPU Bh3PaCTHH.

006110 26% 0T nexuaTpuYHHUTE MALUEHTH, JEKyBaHH ¢ nadburarpan erekcuiat 3a VTE u 3a npeBeHuus
Ha peuuausupaiiu VTE, ca nomy4uiiv HexXellaH! peakiyu.
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CruchbK Ha HEXKEIIAHUTE PCaAKII B TaOIUYEH BU

B tabnmia 7 ca mokazaHu HEXKEJTaHWTE PEaKlMi, YCTAHOBEHH B MPOy4YBaHUATA pH Jiedenne Ha VTE u
npeBeHIus Ha peuuausupaiiy VTE npu neauaTpudau nanuenTy. Te ca rpynupanu Mo CUCTEMO-
opraneH kiac (SOC) u 1o yecToTa ¢ U3MOJI3BaHe Ha ClIeJIHATa KOHBEHIHS: MHOTO yectd (>1/10),
yectu (=>1/100 go <1/10), neuectn (=1/1 000 mo <1/100), peaxu (=1/10 000 o <1/1 000), mHOTO
penku (<1/10 000), ¢ Hem3BecTHA YecTOTa (OT HAIMYHKUTE JJaHHU HE MOJXKE J1a ObJic HalpaBeHa

OIICHKA).

Tadéauna 7: Hesxenanu peakuuu

YectoTa

SOC / Ilpeamnouyntan TEpMUH

neyenue Ha VTE u npeBenuus Ha peuuauBupany VTE

IpU NCAUAaTPUYIHU MAITUCHTH

Hapymienus Ha KpbBTa M AMMQHATA cCCTEMa

Anemus Yectn
ITonuxeH xeMorIo0uH Heuectn
TpomOonuToneHus Yectn
[ToHnxeH XeMaToOKpuT Heuectn
Heytponenus Heuectn
Arpanynonurosa C HeHM3BECTHA YECTOTa

Hapyuiennst Ha UMyHHaTa cucTemMa

JlekapcTBeHa CBPbXUYBCTBUTEIHOCT Heuectn

O6pus Yectn

[Ipyputyc Heuectn

AHapuIakTHYHA peaKIus C Hem3BecTHa 4eCcTOTa

AHrnoemem C HeW3BeCTHA YeCTOTa

Yprukapus Yectu

Bponxocnazbem C Heu3BeCTHA YeCcToTa
Hapyuienust Ha HepBHATa cucTemMa

BobTpedepenna xemoparus Heuectn
CpI0BH HapyIIEHUS

XematoMm Uectu

Xemoparust C HeusBeCTHA YeCcToTa
PecniupatopHu, rpbAHU U METUACTUHAIHU HAPYIICHUS

Enucrakcuc Yectu

XemodrH3a Heuectn
CToMaIIHO-4YpeBHU HAPYIICHUS

CToManrHo-4peBHa XeMOparus Heuectun

AOnomuHaTHA O0TKA Heuectu

Huapus Yectu

Jucnerncus Yectu

lanene Uectu

Pexranna xemoparus Heuectn

XeMopouJaHa XeMoparus

C Hen3BecTHA YecToTa

CTOMaIHHO-T-IpeBHa s13Ba, BKIIFOUYHUTCIITHO
e3odareanna s3Ba

C HensBecTHA YecToTa

l"actpoe3odarut Heuectn
Iacrpoesodareanta pedurykcHa 00JecT Yectn
IToBpbiane Yectu
Jucharus Heuectn

XenaroOuJIMapHU HapyLIeHUs

Hapymena yeproapobna
¢yHk1ns/OTKIIOHEHNS BBB

C Heu3BecCTHA YeCTOTa
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(YHKITMOHATHUTE Y€PHOAPOOHHU

MOKa3aTeNn

[ToBuieHue Ha anaHuH Heuectu

amuHOTpaHchepasaTa

IToBuinenue Ha acnaprat Heuectu

aMuHOTpaHc(hepas3aTa

[ToBuiieHn yepHOAPOOHHN EH3UMHU Yectu

XunepOunpyOnHeMHus Heuectu
Hapymenns Ha KokaTa ¥ MOJIKO)KHATA ThKaH

Koxnu kpbBOM3IUBU Heuectu

Anonenust UecTtn
Hapymenns Ha MyCKyJIHO-CKeJIeTHATa CHCTeMa M CheIMHUTEIHATA ThKaH

XeMmapTposa C Hem3BecTHa YeCTOTa
Hapymienus Ha 660peruTe i MUKOYHNUTE THTHINA

YporeHuranHa xeMoparus, Heuectn

BKJIFOUUTCIIHO XCMATYpUL

OO61u HapyeHus ¥ e(heKTH Ha MSICTOTO Ha MPHIIOKEHUE

XeMoparus Ha MSCTOTO Ha C HeusBecTHa yecToTa
WH)KEKTHUpaHe
XeMoparust Ha MSICTOTO Ha TIOCTaBsIHE C Heu3sBecTHa yecToTa

Ha KaTeThpa

HapaHSIBaHI/IH, OTpaBAHUA U YCJIOKHCHU S, BBSBHUKHAJIN B PE3YyJITaT HA UHTCPBCHIINU

TpaBmMaTH4yHa XemMoparus Heuectn

XeMoparI/m Ha MACTOTO HAa MHIIM3UA C HeHM3BECTHA YECTOTA

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIINu

Peakuuu HA Kbp6eHe

[lopanu papmMakonOrnYHUsl MEXaHW3bM Ha JIeiicTBUE yHoTpedaTa Ha 1aduraTpal eTeKCHIaT MOXe J1a
ObJic CBBbp3aHa C TIOBUILEH PUCK OT OKYJITHO WJIM BUJIMMO KbPBEHE OT KOSITO U /1a € ThKaH WJIM OPraH.
IIpusHanuTe, CHMITOMHUTE W TEXKECTTA (BKIIOYUTEITHO ¥ JIETAICH U3XO0) BapupaT CIIOpea MICTOTO U
CTENEHTa WK 00XBaTa Ha KBpPBEHETO W/Wny aneMusTa. B KiimHNYHNATE IIpOoy4YBaHUA MYKO3HOTO
KbPBEHE (HaIp. CTOMAIIHO-YPEBHO, TEHUTOYPHHAPHO) € HAOJII0AaBaHO MI0-YECTO MPH ABITOCPOUHO
JeyeHne ¢ JaburaTpad eTeKcuiar, B cpapHeHue ¢ JieueHne ¢ VKA. Taka, B JombIHEHHE KbM
HOAXOAAIIO KIMHUYHO HAOJIOICHNE, TaO0paTOPHOTO N3CIIEABAHE HA XEMOTTIOONH/XeMaTOKPUT €
LIEHHO 33 OTKPUBAHE Ha OKYJITHO KbPBEHE. PUCKBT OT KbpBEHE MOXKE Jja C€ TIOBUIIH NIPH ONPEIEIIEHU
rpyNy MalUeHTH, HaTp. Te€31, KOUTO HMaT YMEPEeHO ObOPEUHO YBpEXkKIaHe W/UIK ca Ha CHITbTCTBAILIO
JIeUeHHE, 3acATaIo XeMOoCcTa3ara, Hiu CUIIHU P-gp naxubutopu (Bxk. Touka 4.4 XeMopariuueH puckK).
XeMOparnuyHHUTe yCIO0KHEHUSI MOXKeE J1a Ce TPOSIBST KaTo cinadocT, 6J1eTHOCT, 3aMasiHOCT, II1aBo0oIIHe
WIN HeOOSCHUMO IOTyBaHe, JUCITHESI U HEOOSCHUM IIOK.

Crnob1aBa ce 3a 103HATU YCJIOKHEHHUS C KbPBEHE, KATO KOMIIAPTMEHT CUHJIPOM U ocTpa 0bOpeyHa
HEIOCTAaThYHOCT HOPaaH XUIIonepdy3ust U CBbp3aHa ¢ aHTUKOATYJIAHTH He(poIaTHs Py IMalUeHTH C
npeapasnoiaramny puckoBy GpakTopy, BbB Bpb3Ka ¢ JaduraTpa erekcuinar. CiegoBaTenHo, TpaOBa 1a
Ce OTYMTa BEPOSTHOCTTA 32 XEMOparus MpH OLlEHKaTa Ha ChCTOSHUETO Ha BCEKHM aHTHUKOATYJTUPaH
MaIHEHT.

B nBe usnutBanus dasa Il 3a nokazanuero nedenne Ha VTE u npeBennus Ha peruauBupaid VTE
NpY TIeJUaTPUYHH NanyeHTn oo1mo 7 narmenTs (2,1%) ca uManu cb0MTHE Ha TONISIMO KbpBEHE,

5 marentu (1,5%) ca umanu crOUTHE Ha KIMHUYHO 3HAYUMO HETOJISIMO KbPBEHE, a 75 MaIlMeHTH
(22,9%) ca umanu crOMTHE Ha HE3HAYUTEITHO KbpBeHe. Karo 1510 yecrorata Ha chOUTHITA HA
KbpBEHE € TI0-BUCOKa IpH Mo-Bb3pacTHarta rpymna (12 mo <18 rogunan: 28,6%), OTKOIKOTO B TPYIHUTE C
Mo-MaJiKa BB3pacT (0T pakaaHeTo 1o <2 roaunu: 23,3%; 2 mo <12 rogunu: 16,2%). l'onsamo unu
TEXKKO KbpPBEHE, HE3aBUCUMO OT MACTOTO Ha Bb3HUKBAHE, MOXKE J]a I0OBE/IE 10 UHBAJIUAU3UPAHE,
’KHBOTO3aCTPAIIABAIIO ChCTOSHUE WM JIOPH JIETAJICH U3XO/I.
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C'I)O6H_IaBaH€ Ha IMoa03HupaHn HEXKCIIaHU PCAKITUNA

CpoOI11aBaHeTO Ha MOI03UPAHH HEXKEJIAHU PEaKI|K ClIe]l pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHHUS
NPOIYKT € BaxkHO. TOBa MO3BOJISBA Ja TIPOIBIKH HAOIOICHUETO Ha ChOTHOIICHUETO TOI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIMIMHCKHUTE CIICIHATHCTH CE H3UCKBA J]a ChOOIIABAT BCSIKA
M0JI03UPaHa HeXellaHa Peakius Yype3 HallMOHAIHA CHCTeMa 3a ChOOIIaBaHe, IIOCOYEHA B

IIpunoxenue V.

4.9 Ilpeno3upane

I[OSI/I z[a6nranaH CTCKCWJIAT, Ha/IBUIIIaBaIllU MMPCIIOPBUYUTCIIHUTEC NJO3U, U3JIaraT malfucCHTa Ha
IMOBUIICH PUCK OT KbPBCHE.

IIpu ceMHEHME 32 TpEeI03UpaHe MPOBEKIAHETO HA KOATyJIallMOHEH TECT MOJKE J1a IOMOTHE 32
oTpeJieIisiHe Ha pUCKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). KanuOpupan xonmuectBen dTT Tect unm
mHorokpatau dTT u3mepBaHus TO3BOJISBAT MPEBIDKAAHE HA BPEMETO, KOTATO I1le 0BT JOCTUTHATH
oTpeJiesieH! HUBa Ha JaburarpaH (BxK. Touka 5.1), chbII0 B ciydaid 4e ca NpeAnpHeTH JObIHUTEIHN
MEpPKH — Harp. JUajin3a.

[IpexomepHaTa aHTHKOATYJIAHMI MOXKE a U3UCKBA IIPEYCTAHOBABAHE Ha JICYEHUETO C TaduraTpaH
erekcuiar. T'pil KaTo gaburarpan ce eKCKpeTupa npeAnuMHO upe3 Ob0penure, TpsiOBa J1a ce MoAIbpKa
JoctaThuHa nuypesa. Thit KaTo CBBP3BAHETO C MPOTEHHHM € B HICKA CTENeH, Jaburarpal Moxe Ja
ObJle TManu3upaH; IMa OTPaHWYEH KIIMHUYEH OIUT, IEMOHCTPHPAII M0J13aTa OT TO3H MOIXOJ B
KJIMHAYHU TIPOy4YBaHus (BXK. TOUKa 5.2).

OBHalISIBaHe Ha YCJIOKHCHUA C KbPBCHC

B cnyuait Ha XeMOparuyHu yCIOXHEHUS JICUCHHETO ¢ JadurarpaH eTeKCuIaT TpsOoBa 1a Oble
MPEyCTaHOBEHO, a MPUYMHATA 32 KbPBEHETO — M3cienBana. [1o mpereHka Ha JeKyBaIius Jiekap 1 B
3aBUCUMOCT OT KJIMHUYHATA CUTYyaITUs TPIOBa Jla Ce MpeaIpreMe MOIXO IS0 O IBPKAIIO JICUCHIE,
KaTO XUPypPrUvHa XEMOCTa3a WK 3aMECTBaHE Ha KPBBEH 00EM.

Moske ma ce mMa IpeaBu/ MpHIaraHe Ha KOHIIEHTPATH Ha KOaryJlallmoHHN ()aKTOpH (aKTUBHPAHH WU
HEaKTHBUPaHHU) WK pekoMOnHaHTeH ¢akTop VIla. iMa HAKOM eKcliepuMEHTaIHU 10Ka3aTeNICTBa B
MOJKperia Ha poJIsiTa Ha TE3H JISKApCTBEHU NPOAYKTH B OOpBIIaHE Ha aHTUKOATYJIaHTHHS e(EeKT Ha
JaburaTtpaH, HO TJaHHUTE 32 TI0J3aTa UM B KITMHIUYHH YCJIOBHS, KAKTO U 32 Bb3MOYKHHUS PUCK OT
pubayHa TpoMO0eMOOIM3BM, ca MHOTO orpaHrueHH. KoarynaioHHHTEe TECTOBE MOTAT Jla CTaHAaT
HEHAJICKIHU clie]l TPUIOKEHHE Ha MPENOPhUYUTEIHUTE KOHLIEHTPATH Ha KOAryJIallMOHHH (pakTopH.
Tps0Ba Ja ce BHUMAaBa MPHU THIKYBAaHETO Ha Te3U TecToBe. TpsiOBa Jla ce OOMHCIIH NPUIIOKEHHE Ha
TpOoMOOIIMTHA Maca B CITy4auTe, KOTaTo MMa TPOMOOITUTOTICHHUS MK ca OWIT M3II0JI3BaHU
IBIro/eiicTBAIN aHTUTPOMOOTHYHH JIEKapCTBEHHU MPOAYKTH. L{s510TO cuMnToMaTudHo jeyeHne
TpsiOBa J1a ce Ipuiiara 1o npereHka Ha JeKapsl.

B 3aBucuMocCT OT MecTHUTE BB3MOXHOCTH, Tpﬂ6Ba Ja ce obomucIu KOHCYJITallus CbC CIICHUAINCT B
cnyqaﬁ Ha rojisiMoO KbpBCHE.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

®dapMakoTepaneBTHYHA TPYIIA: aHTUTPOMOOTUYHHU CPEJICTBA, JUPEKTHU TPOMOUHOBH WHXUOUTOPH,
ATC xox: BO1AEO7.

MexaHu3bM Ha IEWCTBUE

JlaburaTpaH eTeKcHIIaT € MajKa MOJIEKyJa MpeJJIeKapCcTBO, KOETO He MoKa3Ba (hapMakoJIoTHIHA
aktuBHOCT. CJiell IepopaHO MPUIIOKEHUE Ta0UTraTpaH eTeKCHIIaT ce abcopOupa Obp30 U ce
NpeBpbhIIa B 1abUraTpaH upe3 KaTalu3upaHa OT ecTepasa XUIpoin3a B IJIa3Mara U B YepHHUs Ipo0.
JlaburaTpaH e MollleH, KOHKYpeHTeH, 00paTHM, JUPEKTEH TPOMOUHOB HHXUOUTOP U € OCHOBHOTO
BEIIECTBO C aKTUBHO JICHCTBHE B IJIa3Mara.

Tbii KaTO TPOMOMHBT (CEpHHOBA IPOTEa3a) MO3BOJISBA NPEBPBIIAHETO HA PUOpHHOreHa BbB (GUOPHH
B X0/1a Ha KOaryJJallMOHHATa KacKa/la, THXUOMPAaHETO My IPEN0TBpaTsaBa 00pa3yBaHETO Ha ChCUPEK.
Jaburatpan naxudupa cBoOOHYS TPOMOUH, GUOPHH-CBBP3aHUSI TPOMOUH ¥ TPOMOWH-UH TyIUpaHaTa
TpOoMOOLIMTHA arperamus.

(DaDMaKOJII/IHaMI/I‘IHI/I ed’)eKTI/I

In vivo u ex vivo IpoydYBaHuUs IPH )KUBOTHU IEMOHCTPHPAT aHTHTPOMOO3HA €PUKACHOCT H
AHTHUKOAryJjJaHTHa aKTUBHOCT Ha )1a61/1ranaH CJIC MHTPAaBCHO3HO ITPUJIOKECHUEC U Ha Jla6I/IFanaH
€TEeKCHJIAT CJIe]] IEPOPATHO MPUIIOKCHUE NIPU PA3THYHH )KUBOTHHCKH €KCTIEPUMEHTAIHN MOJICITH Ha
TpomOo3a.

CrpIiecTByBa OTYETIIMBA KOPENAIUs MEXKIY TUTa3MEeHaTa KOHIIEHTpaIus Ha JaburaTpad v CTETIeHTa Ha
aHTHUKoarynantHus edekT, ba3zupano Ha ¢a3a Il mpoyusanus. JaburaTpan yabkaBa TPOMOMHOBOTO
Bpeme (TT), ECT, xakro u aPTT.

KanuOpupanust konndectseH TecT Ha TT upe3 paspexaane (dTT) maBa oneHka 3a mia3MeHata
KOHIIEHTpaIMs Ha Ja0uraTpaH, KOsITO MOXe J1a ObJie cpaBHEHA ¢ OYaKBaHUTE IIa3MEHU
KOHIICHTpaIlnK Ha naburatpad. B cmyuaii ue kanuOpupanusat dTT Tect mokake pe3yirar 3a
I1a3sMe€HaTa KOHIOCHTpaluud Ha IIaGI/IFanaH, KOMTO € Ha WA o4 rpaHrIaTa Ha KOJIMYECTBEHOTO
oTIpefielisiHe, ClleiBa Aa ce OOMUCIH MIPOBEXJaHE HAa AOIBIHUTEIIHO U3CIIEABAHE HA KOAryIalusiTa,
Hanpumep TT, ECT wm aPTT.

ECT Mosxe a ocurypu TUPEKTHA OICHKAa Ha aKTHBHOCTTA HA JUPEKTHUTE TPOMOWHOBU HHXHUOUTOPH.

TectsT aPTT e mupoko 1oCcThIEH U TTOKa3Ba MPUOIN3UTETHO AHTUKOATYJIaHTHATa WMHTEH3UBHOCT,
nmocturHara ¢ maburarpan. O6ade, aPTT TecThT MMa orpaHNYEHA YYBCTBUTEITHOCT M HE € ITOIXO/ISIIII
3a TOYHO KOJIMYECTBEHO ONpEEIsIHE Ha aHTUKOAryJaHTHUS e(heKT, 0COOEHO MPU BUCOKH IJIa3MEHU
KOHILIEHTpalMU Ha gaduratpa. Bernpeku ye Bucoku croitHoctu Ha aPTT TpsiOBa na ce ThIKyBaT ¢
MIOBUIIEHO BHUMAHME, T€ IOKA3BAaT, Y€ NALMEHTHT € aHTUKOATyJIUPaH.

Karo 410, MOKE a CC€ IMPUEMCE, U€ TC3U ITOKA3aTCJIIN 3a aHTUKOATr'yJIaHTHA aKTUBHOCT MOraT J1a
OTpa3AaAT HUBATa Ha )1a61/1ranaH, KaKTO U Ja NpEA0CTaBAT HACOKHU 3a OLICHKATa Ha PpUCKa OT KbPBCHCE.
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Kinanuna edukacHoCT 1 6€3001aCHOCT

[poyusanero DIVERSITY e npoBeneHo, 3a a JeMOHCTpUpa eUKacCHOCTTa U O€30MacHOCTTa Ha
JnaburaTpaH eTeKCHIaT B CpaBHEHUE ChC cTannapTHO Jieuenue (standard of care, SOC) na VTE npu
MeANATPUYHU MMALMEHTH OT pakJIaHETo 10 oA 18-roauiHa Bp3pacT. Criopes nu3aiHa IpOy4YBaHETO €
OTKPHTO, PaHAOMHU3UPAHO IPOYUBAHE C MapaJelIH! IPYIH 3a JOKa3BaHe Ha HE [0-Majika e(UKacHOCT.
BxmrouenuTe 3a ygacTue NarueHT ca paHAOMHU3UPaHN B ChOTHOIIIEHUE 2:1 1a momydyaBaT cho0pa3eHa
C Bb3pacTTa JiekapcTBeHa Gopma (Karcyu, 0OOBUTH T'paHyJIi UM NepopalieH pa3TBOp) Ha Ja0UraTpan
eTeKcuIarT (C 103H, aAalTHPAHU CIIOPE Bb3pacTTa U TeecHOTO Terio) uiu SOC ¢ HUCKOMOJIEKYTHH
xenapuan (LMWH) nnm antaronuctu Ha ButamuH K (VKA), nim donmanapunyke (1 manueHT Ha

12 roguan). [IspBUUHaTa KpaifHa TOYKA € ChCTaBHA KpaifHa TOYKa OT MAIlMEHTH C MIBJIHO pa3TBapsHe
Ha TpoMOa, ¢ sinnica Ha peunauBupanio VTE u ¢ nunca vHa cmbpTHOCT, cBbp3aHa ¢ VTE. Kpurepuunte
3a U3KJFOYBaHE BKIIIOYBAT aKTHBEH MEHUHTUT, eHIIe(AIUT U BbTpeuepercH adciec.

O6mo 267 mannenTu ca panagomuzupanu. OT Tix 176 manueHTy ca JeKyBaHU ¢ naburaTpaH
erekcuiar, a 90 manuent ¢ SOC (1 pangoMu3MpaH MaMEHT He € JIeKyBaH). 168 nauuenTH ca Ha 12
o ox 18 roauuu, 64 manmedTH ca Ha 2 J1o o 12 roauHy, a 35 manyeHTH ca moJj 2-roauiinHa
BB3pAacT.

Ot panpomusupanute 267 nanuentu,81 manuenTn (45,8%) B rpynarta Ha qaburatpa €TeKCHIAT U

38 manmentu (42,2%) B rpynata Ha SOC oTroBapsT Ha KpUTEPUHUTE 3a ChCTaBHATA IbPBUYHA KpaiiHa
TouKa (ITHJTHO M3YMCTBaHE Ha TpoMOa, Jurca Ha peruanBupam VTE u nmumnca Ha CMBPTHOCT, CBbp3aHa
¢ VTE). CpoTBeTHaTa pasiyKa B 4eCTOTaTa IoKa3Ba He Mo-Majka e(pukacHOCT Ha naburatpan
erekcuiar B cpapHeHue ¢ SOC. CbBMeCTUMH pe3yNTaTH KaTo 1510 ca HAOJI01aBaHH U B MIOATPYIIUTE:
HSIMa 3HAYUTEITHH Pa3inyus B eheKTa OT JCUSHUETO 3a MOATPYIIUTE MO Bh3PACT, 1O, Teorpadcka
00JIacT ¥ HaJIMYUe Ha OTPE/ICIICHN PUCKOBU (akTopH. 3a 3-Te pa3IniH! Bb3PaCTOBH CTPATH
CHOTHOILIEHUETO Ha MallMeHTHUTE, MOCTUTHAIIM ITbPBUYHATA KpaiiHa TOUKa 32 €UKACHOCT B IPYNUTE
CHOTBETHO Ha naburatpan erekcunat u SOC, e 13/22 (59,1%) u 7/13 (53,8%) npu nanueHTuTe HA
BB3PACT OT PaXKAaHeTo N0 <2 roauHu, 21/43 (48,8%) n 12/21 (57,1%) npu nanueHTUTe Ha Bh3pacT 2
10 <12 rogunau u 47/112 (42,0%) u 19/56 (33,9%) npu nanueHTuTe Ha BH3pacT 12 10 <18 roguHu.
[loTBBpAeHN CHOUTHS HA TONISIMO KbpBEHE ca choOmeHH 3a 4 mauuentu (2,3%) B rpynara Ha
nmaburarpan eTekcwiaT u 2 manuentn (2,2%) B rpynarta Ha SOC. HsiMa cTaTUCTHYECKH 3HAYNMA
pasiinka BbB BPEMETO JIO M0sIBa Ha IbPBO CHOUTHE Ha TOJISIMO KbpBEHE. TpUECeT U 0CeM MaIeHTH
(21,6%) B rpynara Ha gaburarpan eTekcuiar u 22 nanuenty (24,4%) B rpynara Ha SOC umat
NOTBBPACHO CHOUTHE HAa KbPBEHE, KaTO IPH MOBEYETO OT TAX TO € KATErOpU3UPaHO KaTo
He3HauuTeHo. KomOuHupaHaTa kpaifHa TO4Ka Ha MOTBBPJICHO CHOMTHE Ha TOJISIMO KbpPBEHE (Major
bleeding event, MBE) wnu knmmangHO 3HaunMo Heromismo (clinically relevant non-major, CRNM)
KbpBEHE (KOraTo MallMeHTUTE ca Ha JieueHHe) ca cboOuieHu 3a 6 (3,4%) mauuenTy B rpymnara Ha
nmadurarpan erexcuiar u 3 (3,3%) manuentu B rpynata Ha SOC.

EnHo OTKpHUTO, IPOCTIEKTUBHO, KOXOPTHO, MHOTOLIEHTPOBO Ipoy4BaHe 3a OezomnacHocT daza 1l ¢
exHo pamo (1160.108) e mpoBeaeHo 3a orleHka Ha 6€30IacHOCTTa Ha JaOUTaTpaH €TeKCIIIAT IIPH
npeBeHnus Ha peruauBupant VTE npu neanaTpuyHu MaueHTH OT pakaaHeTo 1o noj 18-roaumraa
BB3pacT. [lalrenTn, KOUTo ca ce Hy>KJaesln OT I0-HaTaThIIHO aHTUKOAryJIaHTHO JIEYEHHE TOpaaH
HaJIM4Me Ha KIMHUYEH PUCKOB (aKToOp Clie 3aBbpLIBaHE Ha HAYAIHOTO JeyeHue 3a noTeepaeH VIE
(3a Hafi-manko 3 Meceria) Wi ciien 3apbpinBane Ha npoyuBaneto DIVERSITY, ca BxitoueHu B
npoyuBaHeTo. [logxoadiuTe 3a BKJIIOUBAaHE MALMEHTH ca TOIy4YaBalld alaliTUPaHy CIIOpe]] Bb3pacTTa
Y TEJIECHOTO TETJIO 03H OT ChoOpa3eHa ¢ Bb3pacTTa JiekapcTBeHa (opma (Karcysiu, 0OBUTH IpaHyIH
WM TIEPOPAJICH Pa3TBOP) Ha Aa0UraTpaH eTEKCUIIAT 10 SIMMUHUPAHE Ha KIMHUYHUS PUCKOB (hakTop
i 10 MakcumyM 12 mecena. [IppBrYHATE KpaifHn TOYKK Ha Mpoy4dBaHeTo ca penuans Ha VTE,
CHOUTHS Ha TOJSMO WM HE3HAYUTEIHO KbPBEHE U CMBPTHOCT (001112 ¥ BBB BPB3Ka C TPOMOOTHIHU
WA TPOMOOEMOOIMYHH chOuTHA) Ha 6 1 12 Mecena. M3xoaure oT chOUTHATA Ca TIOTBBPACHH OT
HE3aBHCHMa, 3aciielieHa KOMHUCHS 32 OIEHKA.

O06m10 214 nanuenTy ca BKIIOYEHH B ipoyuBaHeTo. OT Tsx 162 mauueHTu ca BbB Bb3pacToBa cTpara |
(ot 12 no mox 18 roaunm), 43 manyeHTH ca BbB Bb3pacToBa crpara 2 (0T 2 10 nox 12 rogunn) u

9 marnmeHTH ca BBB BB3pacToBa cTpara 3 (0T paxkaaHeTo A0 Moj 2-roauiiHa Be3pacT). [1o Bpeme Ha
nepuosia Ha ieuenue 3 manuentu (1,4%) ca pa3Buiii OTBBP/IH OT KoMucusaTa peruans Ha VIE B
paMkuTe Ha IbpBUTE 12 Mecena ciiesl 3ar04YBaHe Ha JedeHueTo. [IoTBbpAeHN OT KOMHUCHATA CHOUTHSA
Ha KbPBEHE 110 BpeMe Ha Iepro/ia Ha JedeHne ca choomeHu 3a 48 nmaruentu (22,5%) B paMKuTe Ha
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nepBuTe 12 Mecena. [ToBeueTo chOUTHS Ha KbpBeHE ca He3HauuTenHu. [Ipu 3 nanuentu (1,4%) nma
NOTBBPACHO OT KOMUCHSTA CHbOUTHE Ha TOJISIMO KbpBEHE B paMKuTe Ha mbpBuTe 12 mMecena. [lpu

3 mammentu (1,4%) nma oTBBpAeHO OT KoMHUcHsTa chOnTHe Ha CRNM KbpBEeHE B paMKHUTE HA
mppBuTe 12 Mecena. Hsama cMbpTHE ciiydan 1o BpeMe Ha neproja Ha jedeHnue. [lo Bpeme Ha nmeproaa
Ha neuenue 3 nanuentu (1,4%) ca pa3Buiu mocTTpoMOOTHYEH cCUHIpOM (post-thrombotic syndrome,
PTS) nnu ca umanu Bnomasane Ha PTS B pamkute Ha nbpBuTe 12 Mecena.

5.2 ®apmMakoKWHeTHYHH CBOJCTBA

[Ipu nmepopanHo MpuiIoKeHNE Ha Ja0UTaTpaH eTeKCHIIAT CIIOPE ONPEIEIeHUs B IPOTOKOIIA
aNTOPUTHM 32 JI03UpaHe eKCIIO3UIUATa € Orila B paMKUTE Ha HAaOI0jaBaHaTa Mpyu Bb3PacTHU C
DVT/PE. COopHust aHanu3 oT papMakoKMHETHUHH JaHHU OT npoyuBaHuiara DIVERSITY u 1160.108
MOKa3Ba, ue CPEIHUTE T€OMETPUYHN HAH-HUCKHU eKcno3uimu ca ommm 53,9 ng/ml, 63,0 ng/ml u

99,1 ng/ml crotBeTHO Mpu 0 10 <2-roauiiny, 2 10 <12-rogumzu u 12 10 <18-roauiiHu
neauatpuyHu nauueHTu ¢ VTE.

Onum npu 8b3pacniiu

AOGcopouus

AOcomoTHaTa OMOHAIMYHOCT Ha Ja0uraTpad cjel IepopaiHo npuioxeHue Ha Pradaxa kancyu e
npubau3uTenHo 6,5%.

Cren mepopaiiHo MPUIIOKEHNE Ha Ja0uTaTpaH eTEKCUiIaT MpHU 3IpaBy JOOPOBOJIIIH,
(hapMaKOKMHETHUHUAT NpOoQHII Ha 1aburaTpaH B IJIa3Mara ce Xapakrepusupa ¢ Obp30 HapacTBaHe Ha
IJIa3MEHUTE KOHUEHTpaluu ¢ Jocturane Ha Cmax B pamkute Ha 0,5 u 2,0 yaca ciell mpuiioKeHHUETO.
[IpoyuBane, oleHsBAIIO MOCTONIEPaTUBHATA aOCOPOIHS Ha naburaTpan erexcuiar 1-3 aca cuen
oreparys, JEMOHCTpHpa OTHOCUTETHO OaBHa abcopOIMs B CpaBHEHUE C Ta3u MPH 3APaBU
JI00pOBOIILIH, TOKAa3BalKK TUIABEH PO Ha TUIa3MEHaTa KOHLEHTPALUs BbB BpeMeTo 0e3 BUCOKU
MUKOBY TUIA3MEHN KOHIIeHTpanuu. [TnKoBH TU1a3MeHH KOHIIEHTPAIIMHU Ce JOCTUTAT 6 Jaca ciejy
IMPUIIOKECHUETO B IIOCTONICPATUBHUA IIEPHUO/ ITOPpAIN JOIIPHUHACAIITN q)aKTOpI/I, KaTO HallpuMep
a”ecre3usi, CU napesa u Xupypruyiu eeKTH, He3aBUCUMO OT IepopaHaTa JeKapcTBeHa Gopma.
Jpyro npoyuBaHe IeMOHCTpHpa, 4e OaBHA U 3aKbCHsABAIIA aOCOpOLIMs OOMKHOBEHO ce Ha0I0aaBa
camo B JieHs Ha onepanusaTa. Ha cienpamure qHu abcopOIusiTa Ha jadurarpan € 0bp3a ¥ MUKOBU
TUTa3MEHH KOHLEHTPAIMY Ce JOCTHUTaT 2 4aca cje]] MPUJIOKEHUE Ha JIEKAPCTBEHUS POIYKT.

XpaHaTa He MOBIUsIBA OMOHATMYHOCTTA Ha JaOUraTpaH eTeKCHiaT, Ho 3a0aBsi BpEMETO JI0 TTMKOBUTE
TUTa3MeHH KOHIIEHTpaImu ¢ 2 yaca. Pradaxa oOBuTH rpaHyin He TpsOBa Ja ce Mpujiara ¢ MIISIKO WIH

MJIEYHHU NPOIYKTH (BXK. TOUKa 4.5).

Cinax 1 AUC ca pornopIinoHaTHH Ha J103aTa.

Pasnpenenenue

[Ipu BB3pacTHU ce HabronaBa cnabo (34-35%), He3aBUCUMO OT KOHIICHTPALUAITa CBbP3BAaHE Ha
naburaTpaH ¢ YOBEIIKUTE TUIa3MeHH npoTenHu. O0eMbT Ha pasnpeneneHue Ha qaduratpat ot 60-70 1
IpeBHIIaBa 00N 00eM Ha TeJIeCHUTE TeYHOCTH, KOETO 03HAYaBa, e JaburarpaH vMa yMepeHO
TBHKaHHO pa3IpeiesICHHE.

Buorpancdhopmarus

CJ'IC,[[ NepopaaIHO NPUIIOKECHUC z[a61/1ranaH CTCKCHUJIaT 6’Bp30 1 HAITBJIHO CC IMMPEBPbBIIIA B ,Z[a6I/IFanaH,
KOMTO ¢ akTUBHATAa (bopMa B IIJIa3Mara. PaBHCHBaHeTO Ha NpeAJICKaAapCTBOTO ;[a61/1ranaH CTCKCHUJIaT
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Upe3 KaTaJlu3upaHa OT €CTCpa3a XuapoJjm3a 10 aKTUBHOTO BEIICCTBO ;[a61/1ranaH € npeo6naﬂaBamaTa
MeTab0IuTHA peaKkuus.

MeTabonu3MbT U €KCKpeLUsATa Ha Ja0uraTpaH ca IpOyYeHH IIPH 3IPaBH MbKe JOOPOBOJIIH CIIe]
eIMHUYHA UHTPABEHO3HA /1032 AaburaTpaH, Oessi3an ¢ paanoakTuBeH n30torn. Cre HHTpaBeHO3HATA
J103a TIPOM3XO0XKIAIlIaTa OT JaburaTpaH paJuoaKTHBHOCT Ce eTMMUHKpPA INIaBHO ¢ ypuHata (85%).
®dekamHaTa eKCKpenus oTroBapst Ha 6% oT nmpuitokeHnara fo3a. [Jo 168 gaca cien npuoxkeHre Ha
Jl03ata o01ara paJn0akTUBHOCT CE BH3CTAHOBSBA B paMKHUTe Ha 88-94% OT mpriioxkeHara J103a.
JlaburaTpaH ce mojsara Ha KOHIOTAIUs, IPU KOETO ce 00pa3yBaT (HapMakoJIOTHUYHO aKTHBHU
anuIroKyporuan. ChIECTBYBAT YETHPHU MO3UITMOHHN n3omepa, 1-0, 2-0, 3-0,
4-O-anmITIIIOKypOHHU]I, BCEKHA OT KOUTO ChCTABIISIBA TIO-MAIKO OT 10% OT 00II0TO KOJIMYECTBO
naburatpad B miazMata. Cieau oT Apyrd MeTabOIUTH CE YCTAHOBSIBAT CAMO ¢ BUCOKOUYBCTBUTEITHH
aHAJIMTUYHU MeToau. [laburarpan ce eIMMUHUPA TJIaBHO B HEIIPOMEHEH BHUJ C ypUHATa ¢
npubnusuTenana ckopoct 100 ml/min, chOTBETCTBAIA HA CKOPOCTTA HA TIIOMEPYITHA (QUITPAIIHSL.

Enumunupane

[1na3mMeHuTE KOHLIEHTPALMK HA Ja0UraTpaH NOKa3BaT OMEKCIOHEHIIMANICH CIIaJl ChC CPEeIeH
TEpPMMHAJIEH MTOJTY>)KUBOT 11 9aca mpu 3/IpaBu HHAWBHUIN B CTapyecKa Bb3pacT. Ciie MHOTOKPAaTHO
npujiaraie ce HabJroJaBa TEPMUHAJIEH MOTY>KUBOT OKOJIo 12-14 vaca. [1oqyXHBOTHT € HE3aBUCUM OT
no3ara. [lomyXUBOTHT € yabDKeH, ako Obp0pednara GyHKIHS € HapyIIeHa, KaKTo € IOKa3aHo B
tabnuna 8.

CrernyaniHy monyJaiun

bvbpeuna nedocmamvunocm

B npoyuBanus daza I ekcriozunmsta (AUC) Ha gaduraTpas ciei epopaiHo NPUIIOKEHHE Ha
JaburaTpaH eTeKcuiaT € MpruOIU3uTETHO 2,7 THTH MTO-BUCOKA MPU BH3PACTHHU TOOPOBOIIIN C YMEpEHa
0b0peuna negoctarbuHOCT (CrCL Mexay 30 u 50 ml/min), oTkoaKOTO NpHU TE3u O6e3 ObOpeuHa
HEJIOCTaThYHOCT.

[Ipu manbk Opoii Be3pacTHH A0OpOBOIIH ¢ TexKka 0bOpeuna HenoctarbuHOCT (CrCL 10-30 ml/min),
excnozunusTa (AUC) Ha naburarpa e mpuOIM3UTEHO 6 ITBTH [0-BUCOKA, a TIOITY>KUBOTHT
MPHUOTM3UTETHO 2 IIBTH MO-ABJIBI OT HAOJIIOJaBaHKUTE B HOMYyJIalus 0e3 ObOpeuHa HeJOCTaThYHOCT
(Bk. Touku 4.3 u 4.4).

Tadoauua 8: Iloay:kMBOT HA 00K TA0UTraTPaH MPH 3APABH UHIAMBUIH M UHIUBUIHU C
HapylnleHa 0bL0peyHa pyHKIMSA (Bb3PACTHH).

CKOP;;E?;EL?I(%}YCHS) Hata Cpenen reomerpuyet (gCV%; rpaHuln) MOTyKUBOT
[ml/min] [b]
>80 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2(15,3%; 21,6-35,0)

JonbIHUTENHO, eKCIIO3MIHATA Ha Ja0uraTpaH (Hali-HUCKa M IIMKOBA) € OLCHEHA B €THO
NPOCTIEKTUBHO, OTKPUTO, PAHAOMHU3UPAHO, PapMaKOKHHETUYHO NIPOYYBAHE NPH MALUESHTH C HEKJIAITHO
npeackpaHo mbxieHe (NVAF) ¢ Texko 0b0pedHo yBpexaaHe (omnpeIeneHo KaTo KpeaTHHHHOB
kiupbHC [CrCl] 15-30 ml/min), mosryyaBamy faburatpal eTeKkcuiaT 75 mg JBa MbTH JTHEBHO.

To3zu pexxuM e JoBeN A0 Hal-HUCKa cpellHa reoMeTpuyHa KoHueHTpanus 155 ng/ml (gCV 76,9%),
U3MepeHa HeIOCPEACTBEHO Mpeiu IPUIIOAKEHUETO Ha ClIe/iBalllaTa J103a, ¥ O IIMKOBa cpeliHa
reomerpruHa KoHneHTparusa 202 ng/ml (gCV 70,6%), n3amepeHa JBa yaca clie/i IPUIOKEHUETO Ha
MocJeIHaTa J103a.
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KimmpbHCHT Ha aburaTpaH ype3 XeMoAuaan3a € U3CIe/IBaH MpH 7 MalueHTH ¢ TepMUHaTHA OBOpedHa
HepoctarbyHOCT (ESRD), 6e3 npencepano mexaene. Juanmsara e nposeneHa cbe 700 ml/min
JIMAJIM3EH JAeOUT, MPOIB/DKUTEIHOCT YETHPH Yaca ¥ CKOPOCT Ha KpbBHUS TOK 200 ml/min uiiu
350-390 ml/min. ToBa Bo/ /10 OTCTpaHsiBaHEe chOTBETHO Ha 50% 10 60% OT KOHIIEHTpaIHATa Ha
nmaburarpad. KoianuecTBOTO Ha BEIIECTBOTO, OTCTPAHEHO YPE3 AUAH3a, € MPONOPIIMOHAIHO Ha
CKOpPOCTTa Ha KPBBHUS TOK, IPHU CKOPOCT Ha KPBBHUA TOK 110 300 ml/min. AHTHKOAaryjIaHTHATa
AKTHBHOCT Ha Ja0uraTpaH HamaJsBa ¢ HaMajsiBaHe Ha TUIa3MEHUTE KOoHLeHTpauu u GK/D]]
BpB3KaTa HE € 3aCerHaTa OT MPOoIeypara.

Yeprnodpobro yepesicdane
He ce nabmoaBa mpomsiHa B €KCTIO3UITUATA HA Ja0UTaTpan npu 12 BB3pacTHU MAlMEHTH C yMepeHa
yepHoApoOHa HepoctaThyHOCT (Child Pugh B) B cpaBHenue ¢ 12 koHTposn (BX. Touka 4.4).

Llon

[Ipu naupeHTHTE € NPEACHPAHO MBKICHE, MALMEHTUTE OT KEHCKH M0JI ca uManu cpeano 30%
MO-BUCOKM CTOMHOCTH Ha Hali-HUCKa U MOCTI030Ba KOHLeHTpauus. He ce mpenopbuBa Kopekus Ha
no3arta (Bx. Touka 4.2).

Emnuvecku npousxoo

Hsma KIMHUYHO 3HAYMMHU MEXIYETHUUECKHU Pa3inyuus MEX]ly allUeHTH OT €BpOIlenIHaTa paca,
MAIMEHTH ¢ appo-aMepUKAHCKH, JTaTHHO-aMEPUKAHCKH, AMTOHCKH U KATANHCKHU MPOMU3XO0 10
OTHOIIIEHUE Ha (DapMaKOKMHETHKATa U PapMaKoIMHAMUKATA Ha Ja0uUTaTpaH.

dapMakOKMHETUYHU B3aUMOJIEUCTBUS

In vitro poy4BaHus 3a B3aMMOJICHCTBUATA HE TIOKAa3BaT MHXUOWPAHE WK UHAYIIMPAHE HA TJIABHUTE
M30€H3UMH Ha IUTOXpoM P450. ToBa ce mMOTBBpKAaBa OT in Vivo IPOYIBAHUS C YIACTHETO Ha 3pPaBH
JI0OPOBOJILIM, KOUTO HE TIOKAa3BaT B3aUMOJICHCTBHE MKy TOBA JICUCHUE M CIICIHUTE aKTUBHU
BemiectBa: atopBactatud (CYP3A4), nurokcuH (B3auMoeicTBUE ¢ TpaHCTIOpTHHS P-gp) u
mukiodenak (CYP2C9).

5.3 IlpenkJIMHUYHM JAHHU 32 0€30MACHOCT

Hexnuanaaure JaHHHU HC ITOKa3BaT ocobeH PHUCK 3a XOpa Ha Oa3zara Ha KOHBCHIIMOHAJITHUTC
(bapMaKOJ'IOFI/I'-IHI/I MMpoOy4BaHUs 34 6C3OHaCHOCT, Mpoy4YBaHUA 3@ TOKCUYHOCT IIPU MHOT'OKPATHO
npujarane 1 rcHOTOKCUYIHOCT.

Edexrure, HaOnro1aBaHK B IPOYYBAHUTA 32 TOKCHYHOCT ITPU MHOTOKPATHO TPHIIATaHe, Ce JbIDKAT
Ha 3acuiieHus papmMakoarHaMu4eH eQeKT Ha Jaburarpas.

Edexr BbpxXy QepTrnuTeTa Mpu )KeHCKHU XKUBOTHH € HaOIIto1aBaH 1o (hjopMara Ha HamassiBaHE Ha
Opos Ha UMIUIAHTALIMKUTE W NTOBUIIABaHE HA NPeIMMILIaHTAMOHHKTE 3aryou mpu go3a 70 mg/kg
(5-KpaTHOTO HMBO HAa MJIA3MEHA EKCIIO3ULMS NPH MaueHTH). [Ipu 1031, KOUTO ca TOKCHYHU 3a
Mmaiikute (5- 70 10-KpaTHOTO HUBO Ha MJIa3MeHa €KCIIO3UITUS TIPH TAllMEHTH ), TIPY TUTHXOBE U 3aiIu
ce HabJ101aBa HaMalsIBaHEe Ha TEJIECHOTO TETJIO U )KU3HECIIOCOOHOCTTA Ha (eTyca, 3aeTHO C
NOBHUIIIaBaHE HAa (peTAHUTE Bapualyuy. B npeHaTamHuTe 1 NOCTHATAIHUTE IPOYYBaHUS €
Ha0JIF0/IaBaHO MOBHINIABaHE Ha (heTatHaTa CMBPTHOCT MPHU JI03U, KOUTO Ca TOKCHYHY 32 MaWKHUTE
(mo3a, croTBeTCTBAIA HA 4 THTH MTO-BUCOKO HUBO HA TUIa3MEHA €KCIO3UIHS OT HAa0JII0ITaBaHOTO MPHU
MAIEHTH ).

B enHO npoy4BaHe 3a IOBEHUIIHA TOKCHYHOCT IIPH IUTBX0BE OT mopoaa Wistar cMmbpTHOCTTA €
CBBbp3aHa ChC CHOMTHS Ha KbPBEHE MPU MOA00HN HUBA HAa €KCIIO3UITHS, IPH KOUTO € HaOI0aBaHo
KBPBEHETO MPU BB3PACTHUTE )XKUBOTHH. CUNTA CE, Y€ KaKTO MPH BH3PACTHUTE, TaKa U MTPH MIIATATE
ITHXOBE CMBPTHOCTTA € CBBhP3aHa ChC 3acHiieHaTa papMaKoJIOTHYHA aKTUBHOCT Ha Ta0uraTpaH BHB
BpPB3Ka C YIPXHIBAHETO HA MEXaHUYHH CHJIH IO BpEME Ha NIPUJIATaHEeTO U TpeTupaHero. /laHHuTe oT
MPOYYBAHETO 3a FOBEHUIHA TOKCUYHOCT HE MMOKa3BaT HUTO MOBUIIIEHA YyBCTBUTEIHOCT KbM TOKCUYHU
MIPOSIBH, HUTO TOKCUYHOCT, CTICII(pUIHA 32 FOBEHUITHHU JKHBOTHU.
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JABArocpoyHuTEe TOKCUKOJIOTUYHU NPOYUYBAHUS NP TUTHXOBE U MUILIKY HE IMOKA3BaT JAHHU 3a
TYMOPOI'€HEH IOTEHIMAJl Ha JadburaTpaH 10 MakcuManiu 1031 200 mg/kg. [Ipu 1031, MpeBHIaBaIy
MaKCHMaJTHATa MPETIOPHhUNTETHA 1032 ITPH MAIMCHTH Ha BB3pacT o 1 roamHa, MOXKe J1a uMa
HaJM4Me Ha HaJ IOIyCTHUMHTE HUBA Ha ME3WIIATECH €CTEP, KOUTO CE€ CUMTA 32 MyTareHeH, opaau
HEroBarta CTpYyKTypa.

I[a61/1ranaH, aKTHBHaTa 4acT OT ):[a6I/IFanaH CTCKCHUJIaT ME3UJ1aT, € YCTOI;’ILII/IB B OKOJIHATa Cpcaa.

6. ODAPMAIIEBTUYHHU JAHHHU
6.1 Choucnbk Ha NOMOIIHHUTE BElIECTBA
Pradaxa npax 3a nepopanen pasmeop

Manuron
XUIPOKCUIIPOIMIILIENTYII03a

Paszmeopumen 3a Pradaxa nepopanen pazmeop
BuHena kucenvuna

XImopoBoAOpOIHA KHCETHHA (3a Kopekius Ha pH)
IIpeuncrena Bona

Cykpanosa na npax
Cyxkpainosa

6.2 HecbBmMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha roaHOCT
3 roguH"

CJ'IC,[[ ObPBOHAYAJIHO OTBAPAHEC HA TOD6I/ILIKaTa OT aTIYMHMHHEBO d)OJ'II/IO

Cren oTBapsiHe HA TOPOMYKATA OT AlyMUHHEBO (DOJIHO, ChABPIKAIIA callleTaTa ¢ IMpax 3a MnepopayieH
Pa3TBOP U CYIIUTEI, JIEKAPCTBEHUT NMPOYKT TPsIOBA Jla ce M3II0JI3Ba B paMKHUTE Ha 4 Mecera.

Cren nspBOHAYAIHO OTBApSIHE HA CAIIETO C MPax 3a IepopajieH pa3TBop

OTBOpeHOTO CalllC HC MOXKC 1a CC ChbXpaHABa U TpH6Ba Ja C€ U3I10J13Ba He3a0aBHO CJIC OTBApsHC.

Cien mpuroTBsiHe

Cren xato Oblie IPUTOTBEH, NEPOPATHUST Pa3TBOP B OyTHIIKAaTa MOKe J1a ObJie ChXpaHsBaH 3a 2 yaca
nont 25°C unm 3a 18 gaca mpu 2-8°C (xianmiHuK). byTuinkuTe TpsOBa /1a ce ChXpaHsIBaT U3MPaBEHH.

6.4 Crhenuananm yca0BHS HAa CbXpaHeHHe

To3u nexapcTBeH MPOAYKT TPSOBA /1a ce ChXpaHsIBa Taka, e OyTHIKaTa BHB BCSAKA MHIMBHTyJTHA
OITaKOBKa 3a MPUTOTBSHE J1a Ob/Ie N3IIpaBeHa.

TopOuukara oT aryMHHHEBO (DOJTHO, ChABPIKAILIA CAllIeTaTa C paxa 3a MepopajieH pa3TBop, TpsOBa 1a
Ce OTBOPH CaMO HEMOCPEICTBEHO TPeu yrnoTpeda Ha IMbPBOTO callle, 3a Ja ce Mpe/Ias3u OT Biara.
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Cne;[ OTBApsAHC HAa TOPUYKATa OT A IYMUHUCBO (bOJ'II/IO HUHAUBUAYAJTHUTEC CalllCTa Tpﬂ6Ba Ja ce
CbXpPaHABAT HCOTBOPCHU 10 BPEMECTO HCIMOCPEACTBCHO MPCAN yHOTpe6aTa UM, 3a a CC MpeAna3AaT OT
BJIara.

3a yCIIoBUSATa HA ChbXpaHEHHUE CJIe]l IPUTOTBSHE U MFPBOHAYAIHO OTBAPSHE HA JICKAPCTBEHUS MPOTYKT
BIDKTE TOUKa 6.3.

6.5 Buau cbabpkaHue HA OMMAKOBKATA

Pradaxa npax u pa3TBopuTEl 32 MepopalieH pa3TBOP ce JIOCcTaBs 1Mo GopMara Ha HIKOJIKO

KOMIIOHEHTA 32 MMPUTOTBSHE, BKIIOYEHN B KOMIUIEKTa, KOMTO ChIbpKa:

. 1 kapToHeHa KyTus, Chabpikama Pradaxa mpax 3a mepopaieH pa3TBop
30 camera ot PET/AI/LDPE ca onakoBanu B eiHa TOpOWYKa OT alyMHHHEBO (OO, KOSTO
cpabpika cbiio cymuten (¢ Haamuc “DO NOT EAT” [,,AA HE CE IIOT'JIBIIA®]),
BKitounTenHo nukrorpama u “SILICA GEL” [,,CUJIMKATEJI*]). Besiko camie chappixka
180,4 mg mpax 3a mepopasieH pa3TBop.

o 30 KapTOHEHH KyTUH, HApUYaHH ,,AHANBUAYaATHH OIIAKOBKH 3a IPUTOTBSIHE .
Bcesika onakoBka chibpika eaHo 0suto came ot PET/AIW/LDPE cbe 70 mg cykpaiosa Ha mpax,
enHa OyTWIKa OT TBMHO CTBKJIO ¢ Kanauka Ha BUHT oT PP/HDPE, csaspxama 28 ml
pa3TBOPHUTEI 3a IPUTOTBSAHE Ha MTEpOpajieH pa3TBop, ABe Aozupamy nunetd (12 ml) u eaun
ajzanrep 3a OyTUiIKaTa.

OnakoBaHWUTE 3a€HO AO3MPAILH UIIETH U aJalTepbT ca MEIULIMHCKH U3/IEIHSL.
Ha no3upamara numera 12 ml e orrevarana ckana ot 0 1o 12 ml ¢ rpagyupanu aenenus ot 0,25 ml.

6.6 CrnenuajaHu npeana3Hu MepKH NMPH U3XBHPJIsiHEe U padoTa

ITonpo6HM yka3zaHuUs 3a MPUTOTBSIHETO Ha TIEPOPATTHUS PA3TBOP U MPIIIOKEHUETO C JO3UpaIaTa
MUTIeTa ca NaJIeHH B ,,YKa3aHus 3a YyIoTpeda“ B JIMCTOBKATA.

Crie1 MPUTOTBSIHE TIEPOPATHHUST Pa3TBOP € OUCTHP Oe31BETEH /10 OUCTHP KBJITCHUKAB Pa3TBOP.
HewunsnonsBanusT nexkapcTBeH NPOLYKT WM OTHaIbYHUTE MaTEpUalld OT HETro TpsiOBa J1a ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE M3UCKBAHUSI.

7. MNPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH

Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/031

9. JATA HA T'bPBO PAZPEIIABAHE/TIOJHOBSABAHE HA PASPELLIEHUETO 3A

YIIOTPEBA

[ara Ha mbpBO paspemasane: 18 mapt 2008 .
[Hara na nocnenno nonHosiBaHe: 08 suyapu 2018 .
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10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[TonpoGua uHoOpMaLKs 3a TO3M JEKAPCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcalita Ha EBporneiickara
areHnus 1o jexkapcraata http://www.ema.europa.eu/.
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HPUJIOKEHUE 11

MNPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXKJIABAHE HA ITAPTUIHN

YCJOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUA U UBUCKBAHUSA HA
PABPEHIEHUETO 3A YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A. TIPOU3BOJIUTEJIM), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA TTAPTUAN

HwMme u aapec Ha nnpousBoauTena(uTe), oTroBOopeH(HK) 3a ocBoOOkAaBaHe Ha naptuaure Pradaxa
KaIICyJiu:

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

Boehringer Ingelheim France
100-104 avenue de France
75013 Paris

Dpa"uus

Hwme u aapec Ha npousBomrens(ure), oTroBopeH(HK) 3a ocBoOO0k1aBaHe Ha napruaure Pradaxa
OOBHUTH I'DaHVIN:

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

Hwme u agpec Ha npousBoauTeisi(nre), OTTOBOPEH(HM) 32 0cBOOOKIaBaHe Ha nmapruante Pradaxa mpax
M Pa3TBOPUTEI 3a EpOpaIeH pPa3TBOD:

Catalent Germany Schorndorf GmbH

Steinbeisstr. 1 und 2

73614 Schorndorf

T'epmanus

IlevaTHaTa JTUCTOBKA HA JIGKAPCTBEHHUS MIPOIYKT TPAOBA J1a ChABPKA UMETO U ajipeca Ha
MPOU3BOIUTENS, OTTOBOPEH 3a OCBOOOXKIABAHETO HA ChOTBETHATA MAPTH/IA.

b. YCJIOBHMA NWIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUST IPOAYKT C€ OTIIyCKa I10 JIEKAPCKO IPEANUCAHUE.

B. JPYI'U YCJIOBUS U UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoauyHu aKTyaJau3upaHu aokjaaau 3a 6ezonacuoct (ITA/IbB)

M3uckpanusTa 3a nogasane Ha [TAJIb 3a To31 TeKapCTBEH MPOAYKT ca MMOCOYEHHU B CITUCHKA C
pedepentaute natu Ha EBponeiickus cbto3 (EURD crmcbk), npensuaes B wi. 1078, air. 7 ot

Hupextusa 2001/83/EQO, 1 BbB BCUUKH CIIABAIIN aKTyJIM3aLIH, ITyOJIMKYBaHH HA €BPONICHCKHS
yeOmopTa 3a IeKapcTBa.
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I'.  YCJI0OBUA UJIN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tps6Ba na n3BbpIBa H3MCKBAHUTE IEHHOCTH U
JeMCTBUS, CBBP3aHH C TIPOCiIesIBaHe Ha JeKapcTBeHaTa 0€30MacHOCT, mocoueHH B ogoopenus 1Y P,
npenactased B Moy 1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo W BbB BCHUKH CIIEBAIINA 0100pEHH
akTyanu3anuu Ha [TYP.

Axryanusupas [1YP tps6Ba na ce mogasa:

e 110 MCKaHe Ha EBporeiickara areHius mo JiekapcTBara;

e BHHArW, KOTaTo Ce M3MEHS CHCTEMAaTa 3a yrpaBlieHne Ha prUcKa, 0COOCHO B pe3yiITaT Ha
MoJjiydyaBaHe Ha HOBa MH(GOPMAIIHS, KOSTO MOJXKE Ja JOBE/IE 10 3HAYUMHU MPOMEHHU B
CHOTHOIIIEHUETO I0JI3a/PUCK, WITU CIIE/] IOCTUTAHEe Ha BayKEH eTall (BbB BPh3Ka C MPOCIE/IIBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT WU CBEXK/IaHE Ha PUCKA 0 MUHUMYM).

L I[OH'LJ'[H]/[TC.TI]—[I/I MEPKH 3a CBEXKIAHE HA PUCKA 10 MUHUMYM

3a BCAKO OT TepaneBTUIHUTE MoKazanus, [IPY TpsadBa na npemocraBu 00ydnTENIEeH AKeT,
NpeaHa3HavYeH 3a BCUYKH JIEKapH, 332 KOUTO Cce Mperoara, ue me npeanucsat/usnonssar Pradaxa.
OOyunTEeTHUAT MAKET € MPeJHa3HauYeH 3a MOBUILIABaHe HA BHUMAHUETO KbM IOTEHLMATHHS PHCK OT
KbPBEHE 10 BpeMe Ha Tepanusra ¢ Pradaxa u npejocraBsiHe Ha pPHKOBOJICTBO 32 YIPABJICHUETO Ha
TO3U PHUCK.

IIPY Tpsa6Ba ga cpriacyBa ChbabpKaHUETO U (hopMaTa Ha OOyUMTEIHUS MaTepHall, 3ae/IHO C TUTaHa 32
KOMYHHUKAaIHs, CbC ChOTBETHHUS HAIIMOHAJIEH PETYJIATOPEH OpTaH, MPEAN 1a Pa3lpoCTPaHu
oOyuntenHus naket. OOyUUTEIHUAT NAKeT 32 BCHUKU TepalleBTHYHH MOKa3aHus TpsiOBa na Obae
TOTOB 3a Pa3lPOCTPAHEHUE IIPEAH IyCKAHETO Ha [1a3apa B IbPKaBa-YICHKA.

OOy4HuTEeTHHAT MAKET 3a JIEKapH TPsIOBa a ChIAbpKa:

e Kparka xapakTepucTHKa Ha MPOIYKTa
PwKroBOICTBA 32 ITpeINHUCBAIINS JIEKap
Curnanun KapTu Ha ManyveHTa
3aabIKUTEITHO 00yUnUTETHO BHIeo 3a Pradaxa mpax u pa3TBOPHUTEIN 3a MepopajieH pa3TBOP
CrienianHa TexHHYecKka oMo 1o tenedoHa 3a Pradaxa npax u pa3rBopuTen 3a nepopajieH
pasTBOp

PBKOBOAICTBOTO 32 TIpeANMCBAIIUs JieKap TpsOBa Jia ChAbpiKa cieHaTa KIo4oBa nHGopMmanus 3a
Oe3omacHOCTTa:
e [logpoOHa nHpOpMAIH 3a NOMYyJAUUTE C IOTEHHAIHO M0-BUCOK PUCK OT KbpBEHE
e udopmanus 3a ekapcTBEHUTE MPOAYKTH, KOUTO €A POTUBOINIOKA3aHU HIIM KOUTO TpsiOBa 1a
ce MpuJIarar ¢ MOBUIIIEHO BHUMAaHHE TIOPaJI MOBUIIIEH PUCK OT KbPBEHE H/HJIH MTOBUIIICHA
eKCITO3UIHs Ha Jaburarpan
o [IpoTuBoNOKa3aHKe TPH MAIKEHTH ChC CHPACYHN KITAITHH MTPOTE3H, N3UCKBAIIH
AHTHKOAryJaHTHO JICYeHHUE
e TaGuunu 3a mo3upane 3a pa3muuHUTE JiekapcTBeHu dpopmu (camo 3a VTE npu nenuarpuunu
HalKeHTH)
e [Ipenopska 3a n3MepBane Ha ObOpeuHaTa GyHKIUSL
e [Ipenopbku 3a HaMalIsIBaHE Ha J103aTa MPH PUCKOBH IOIYJIALMHK (CaMo 3a TIOKa3aHHsI IPpU
BB3PACTHH)
e Mepku, B ciIyyau Ha IPEJO3UPAHE
e Vrorpeba Ha KOAryJIallMOHHHU TECTOBE U MHTEPIPETALIUATA UM
e Ue Ha BCHYKM MallMCHTH/O0TPHKBAIIH JIHIIA TPsIOBa ja ce peaocTaBn CUTrHaIIHA KapTa Ha
NalyeHTa U J1a ce 00CHAN CIIEAHOTO:
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* [Ipu3Hauym Wi CHMIITOMH Ha KbPBEHE M KOTa J]a C€ NOTHPCH KOHCYITAIHS C METUIINHCKA
CHELUAINUCT
= 3HaueHHWETO Ha MPUIBPIKAHETO KbM JICYEHUETO
= Heo0XxoanMOCTTa MAIEHTHT J1a HOCH BUHATH ChC ceOe cu cBosita CHUTrHAIHA KapTa
= HeoOxoanMmocTTa Aa HHPOPMUPA METUIIMHCKUTE CIEIUAIMCTH 32 BCHUKH JIEKAPCTBA, KOUTO
NaNUEeHTHT IPHEeMa B MOMEHTA
= HeobxoaumMocTTa Aa HHGOPMUPA MEAMIIMHCKUTE CIIELUAINCTH, Ye npuemar Pradaxa B
Clly4ai, 4e Ha TMaleHTa My IPEACTOH OIepaIys I HHBa3WBHA IPOLEypa
o UMucrpykiust kak na ce npreMa Pradaxa
e [Ipenopwka, ye BCHYKH MaIlMEHTH/OOTPHKBAIIH JIMIA HA TTeIMaTPUIHN TTAllMSHTH, ITPHJIaraiy
Pradaxa mpax u pa3TBopuTeN 3a EpopasieH pa3TBOp TPAOBa Ja ObJaT MHCTPYKTHPAHH OTHOCHO
NPUTOTBSIHETO U JIO3MPOBKATA HA TIEPOPATTHHS Pa3TBOP.

OcBeH TOBa, BbB BCSIKa OIIAKOBKa Ha JIeKapcTBEeHUsI MpoaykKT, [IPY TpsOBa na ocurypu u curnansa
KapTa Ha MalMeHTa, TEKCThT Ha KOATO ce chabpxka B IIpunoxenne I11.

OOy4nTETHOTO BUICO B ENIEKTPOHEH (JOPMAT 3a MPUTOTBSIHE U JO3UPAaHE HAa IEPOPAITHUS Pa3TBOP
TpsOBa J1a ChABpPKA BaxkHA HH(POpMAIHA 32 CIEIHOTO:
e [IpurorssiHe Ha nepopayHUA pa3TBOP
e [IpunoxeHune Ha MPUTOTBEHMS TIEPOPAJICH PA3TBOP M MIPAaBUIIHA YIOTpeOa Ha MEAULIMHCKUTE
W3JIENNS
e CpxpaHeHHE U U3XBBPIISTHE HA IPUTOTBEHHS IEPOpaieH pa3TBOp
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HNPUJIOKEHHUE I11

JAHHU BbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTUS 3A BJIMCTEP 3a 75 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 75 mg TBBpIU Karncyiau
naburatpaH eTeKCuiiaT

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska TBBpaa Kancyna ceabpka 75 mg qaburatpad eTekcuiar (KaTo Me3niar).

‘ 3. CIIUCBK HA TIOMOIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

TBBPAA Kalcya

10 x 1 TBBpAM KaIncCyau
30 x 1 TBBpAM KalNCyIu
60 x 1 TBBpAN KaICyIu

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MLIA) HA BBBEXJIAHE

[TorneimaiiTe Kancynara Lisiia, 1a He Ce JbBYE WIN pa3dyIlBa.
ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

[IepopaniHo npuiIoKeHueE.

OmnakoBKaTa ChAbpKa CUTHAJIHA KapTa Ha MaIHeHTa.

Ortnxenere

Otnenere

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA TELIA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [IC1a.
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‘ 7. JAPYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHABa B OpUTMHAJIHATA OITAKOBKA, 34 J1a CC MpCAIa3u OT BJjara.

10. CHELUAJIHU HNPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/001 10 x 1 TBBpAM Kancyiu
EU/1/08/442/002 30 x 1 TBBpaAM KaIcyJau
EU/1/08/442/003 60 x 1 TBbpaAU KaIcyJau
EU/1/08/442/017 60 x 1 TBbpAM Kancynu

13. HAPTHUAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIHOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 75 mg karcyiu

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKoJI C BKIFOUEH YHUKAJICH UACHTU(DUKATOD
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18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 3A 75 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 75 mg TBBpIU Karncyiau
naburatpaH eTeKCuiiaT

2. HUME HA ITPUTEXATEJISI HA PASPEHHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (J1oro)

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITapT. Ne

|5.  JIPYIO

' Otnenere
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MHWUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BEJIMTE BJINCTEPU N
JIEHTH

BJIUCTEP 3A 75 mg

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Pradaxa 75 mg TBBpIU Kancyiau
JlaburaTpaH eTeKCUiIaT

2. NME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (Jioro)

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITapt. Ne

|5.  JPYTO

& Ortrenere
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JAHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA

CI'bBBAEMA KYTUA U ETUKET 3A BYTUJIKA 3a 75 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 75 mg TBBpIU Karcyiau
JlaburaTpaH eTeKCUIaT

2. OBSBSABAHE HA AKTUBHOTO(MTE) BEHIIECTBO(A)

Bcsika TBBEpAa Kamncyina cpabpka 75 mg madurarpaH eTekcuiaaT (KaTo Me3wIar).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TBBpJa KarcyJia
60 TBBpAM Karcyiu

5. HAYUH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JIAHE

I'pnTaiite Kancymnara 1sia, Ja He ce IbBYE WIN Pa3yuyIBa.
ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

IIepopanHo npunoxenue

OnakoBKaTa ChJbpKa CUTHAJIHA KapTa Ha MalUeHTa.

6. CHELHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TIOCEI'A HA IELNA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a JICLa.

‘ 7. APYI'U CHELHUAJIHUA HPEAYIIPEXKJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
Crnen oTBapsiHe JIEKapCTBOTO TPsiOBa Ja ce M3Mmoi3Ba 10 4 Mecera.

9. CHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

C’BXpaHﬂBafITe 6yTI/IHKaTa IIBTHO 3aTBOPCHA. I[a CC ChbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 34 1a CC
npeamnasy OT BJjiara.
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10. CHELUAJIHU NPEAIIAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UWJIHN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/004

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 75 mg karicyiu (IIPHIOKKAMO CaMO 3a Cr'bBaeMara KyTHs, HE € IPUI0KHUMO 33 STHKEeTa Ha
OyTHiKara)

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJ1 ¢ BKIIOYCH YHUKAIECH HICHTUPHUKATOP (MTPHUI0KUMO CaMo 32 Cr'bBaeMara KyTHs,
HE € MPUJIOKUMO 32 €THKETa Ha OyTHIIKATa)

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

(HpI/IJ'IO)KI/IMO CaMoO 3a CIrbBa€MaTa KyTHs, HC € IPUJIIOKUMO 3a CTUKCTA Ha 6YTI/IJ'IKaTa)
PC

SN
NN
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JAHHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTUS 3A BJIMCTEP 3a 110 mg

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

Pradaxa 110 mg TBBpAM Karcynu
naduratpaH eTeKCuiIaT

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska tBbpaa kancyna ceabpka 110 mg gaburarpan eTekcuiat (KaTo Me3war).

‘ 3. CIIUCBK HA IIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

TBBPAA Kalcya

10 x 1 TBBpAM KaTnCyIu
30 x 1 TBBpAM KaNcCyau
60 x 1 TBBpAM Kancyau

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEX/JIAHE

[ormpinaiiTe Kancymnara Lsia, 1a He Ce AbBYE WK pa3dyIBa.
ITpexn ynorpeba mpoyereTe JIMCTOBKATA.

[IepopanHo npuoXeHue.

OnakoBKaTa ChAbpKa CUTHAJIHA KapTa Ha MaIHeHTa.

Otnenere

OTtenere

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT INIPOAYKT TPSJABBA
JA CE CBbXPAHABA HA MSCTO JAJIEYE OT NIOTJVIEJA U TOCEI'A HA TELIA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 3a JeTa.
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‘ 7. JAPYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B OpUTMHAJIHATA OITAKOBKA, 34 Jia CC pCaAIa3u OT BJjara.

10. CHELUAJIHU HNPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/005 10 x 1 TBBpAM Kancyiu
EU/1/08/442/006 30 x 1 TBBpAM KaIcyJau
EU/1/08/442/007 60 x 1 TBbpaAN KarcyJau
EU/1/08/442/018 60 x 1 TBbpAM Kancynu

13. HAPTHUAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIHOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 110 mg kancyJu

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD
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18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA

I'PYIIOBA OITAKOBKA OT 180 (3 OITAKOBKH OT 60 TBBbPIU KAIICYJIN) — BE3 BLUE
BOX - TBbPIU KAIICYJIHN 110 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 110 mg TBBbpAM Kancynu
naduratpaH eTeKCuiaT

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska tBbpaa kancyna ceabpka 110 mg gaburarpan eTekcuiar (KaTo Me3wiar).

‘ 3. CIIUCBK HA IOMOIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TBBpJIa Karcyma
60 x 1 TBppau Kancynau. KoMnoHeHT Ha IrpynoBa onakoBKa, HE ce MpoaBa OTIEIHO.

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MLIA) HA BBBEX/JIAHE

ITormpiiaiiTe kancymnara 1s1a, Ja HE ce IbBUE WU pa3uyIBa.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.

TlepopanHo npuiioxeHue

OrmnakoBKaTa ChIbpKa CUTHAIHA KapTa Ha MAlUEHTA.

Otnenere

OTtenere

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HIOTJVIEJA U TIOCEI'A HA IELTA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeTa.
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‘ 7. JAPYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHABa B OpUTMHAJIHATA OITAKOBKA, 34 J1a CC MpCAIa3u OT BJjara.

10. CHELUAJIHU HNPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/014

13. HAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 110 mg kancynu

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BAHJIEPOJI HA TPYIIOBA OITAKOBKA OT 180 (3 OITAKOBKH OT 60 TBbPIU
KAIICYJIN) OBBUTHU B IPO3PAYHO ®0OJINO — BKJIIIOYUTEJHO BLUE BOX -
TBBPIU KAIICYJIN 110 mg

‘ 1. HUME HA JIEKAPCTBEHUS ITPOJAYKT

Pradaxa 110 mg TBBbpAM Kancynu
JlaburaTpaH eTeKCHUIaT

2. OBSABSABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcesika TBbpaa kancyna cpappxka 110 mg naburatpan erekcunar (KaTo ME3Har).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

TBBpJa KarcyJia
I'pynoBa onakoBka: 180 (3 onakoBku ot 60 X 1) TBEpAM KaICYJIH.

5. HAYUH HA ITPUJIOKEHUE U II'BT(MLLIA) HA BBBEXK/IAHE

[ormpiuaiiTe Kancymnara Lsia, 1a He Ce AbBYE WK pa3dyIBa.
ITpenn ynotpeba mpoyereTe JIMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NIOTJVIEJA U TOCEI'A HA TELIA

I[a CC CbXpaHABa Ha MACTO, HCAJOCTBIIHO 3a [ICLa.

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

)Ia CC€ ChbXpaHsiBa B OpUT'MHAJIHATa OITaKOBKaA, 3a Jia C€ MpEaria3su OT Bjiara.
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10.

CHELHUAJIHU ITPEJAITIA3ZHU MEPKU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/08/442/014

13.

IHAPTUJAEH HOMEP

ITapt. Ne

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

Pradaxa 110 mg kancyJu

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH HIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
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JAHHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA

I'PYIIOBA OITAKOBKA OT 100 (2 OITAKOBKH OT 50 TBBPJIU KAIICYJIN) — BE3 BLUE
BOX - TBbPIU KAIICYJIHN 110 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 110 mg TBBbpAM Kancynu
naduratpaH eTeKCuiaT

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska tBbpaa kancyna ceabpka 110 mg gaburarpan eTekcuiar (KaTo Me3wiar).

‘ 3. CIIUCBK HA IOMOIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TBBpJA Kapcylia
50 x 1 TBBpau Karcyau. KOMIIOHEHT Ha rpymoBa OMaKoBKa, HE Ce MPOoJiaBa OT/IEITHO.

5. HAYUH HA ITPUJIIOKEHUE U ITbT(MLIA) HA BBBEX/JIAHE

ITormpiiaiiTe kancymnara 1s1a, Ja HE ce IbBUE WU pa3uyIBa.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.

TlepopanHo npuiioxeHue

OrmnakoBKaTa ChIbpKa CUTHAIHA KapTa Ha MAlUEHTA.

Otnenere

OTtenere

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

199



‘ 7. JAPYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHABa B OpUTMHAJIHATA OITAKOBKA, 34 J1a CC MpCAIa3u OT BJjara.

10. CHELUAJIHU HNPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/015

13. HAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 110 mg kancynu

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BAHJAEPOJI HA TPYIIOBA OITAKOBKA OT 100 (2 OITAKOBKH OT 50 TBbPIU
KAIICYJIN) OBBUTHU B IPO3PAYHO ®0OJINO — BKJIIIOYUTEJHO BLUE BOX -
TBBPIU KAIICYJIN 110 mg

‘ 1. HUME HA JIEKAPCTBEHUS ITPOJAYKT

Pradaxa 110 mg TBBbpAM Kancynu
JlaburaTpaH eTeKCHUIaT

2. OBSABSABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcesika TBbpaa kancyna cpappxka 110 mg naburatpan erekcunar (KaTo ME3Har).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

TBBpJa KarcyJia
I'pynosa onakoBka: 100 (2 onakoBku ot 50 X 1) TBBpAM KaICyJIH.

5. HAYUH HA ITPUJIOKEHUE U II'BT(MLLIA) HA BBBEXK/IAHE

[ormpiuaiiTe Kancymnara Lsia, 1a He Ce AbBYE WK pa3dyIBa.
ITpenn ynotpeba mpoyereTe JIMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NIOTJVIEJA U TOCEI'A HA TELIA

I[a CC CbXpaHABa Ha MACTO, HCAJOCTBIIHO 3a [ICLa.

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

)Ia CC€ ChbXpaHsiBa B OpUT'MHAJIHATa OITaKOBKaA, 3a Jia C€ MpEaria3su OT Bjiara.
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10.

CHELHUAJIHU ITPEJAITIA3ZHU MEPKU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/08/442/015

13.

ITAPTUJEH HOMEP HA

ITapt. Ne

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

Pradaxa 110 mg kancyJu

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH HIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJMCTEP 3A 110 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 110 mg TBBbpAM Kancynu
naburatpaH eTeKCuiiaT

2. HUME HA ITPUTEXATEJISI HA PASPEHHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (J1oro)

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITapT. Ne

|5.  JIPYIO

' Otnenere
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MHWUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BEJIMTE BJINCTEPU N
JIEHTH

BJIUCTEP 3A 110 mg

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Pradaxa 110 mg TBBbpAM Kancynu
JlaburaTpaH eTeKCUiIaT

2. NME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (Jioro)

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITapt. Ne

|5.  JPYTO

& Ortrenere
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JAHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA

CI'BBAEMA KYTUA U ETUKET 3A BYTUJIKA 3a 110 mg

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Pradaxa 110 mg TBBbpAM Kancynu
JlaburaTpaH eTeKCUIaT

2. OBSBSABAHE HA AKTUBHOTOMTE) BEHIECTBO/A

Bcesika 1BBpaa kancyna cpappxa 110 mg naburatpan erekcunar (KaTo ME3Har).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBpJa KarcyJia
60 TBBpAM Karcyiu

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEX/JIAHE

[TormeuiaiiTe KancynaTa 1sia, 1a He c€ IbBYE WK pa3dyIBa.
ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

IIepopanHo npunoxenue

OnakoBKaTa ChJbpKa CUTHAJIHA KapTa Ha MalUeHTa.

6. CHELHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U TIOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a JICLa.

‘ 7. APYI'U CHELHUAJIHUA HPEAYIIPEXKJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TT'OJHOCT

T'onen no:
Crnen oTBapsiHe JIEKapcTBOTO TPsiOBa Ja ce M3Moi3Ba 10 4 Meceria.

9. CHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

C’BXpaHﬂBafITe 6yTI/IHKaTa IIBTHO 3aTBOPCHA. I[a CC ChbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 34 1a CC
npeamnasy OT BJjiara.
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10. CHELUAJIHU NPEAIIAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/008

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 110 mg kancynu (IpUI0XKHUMO caMo 3a CrbBaeMaTa KyTHs, He € MPUIOKHMO 3a €TUKETa Ha
OyTHiKara)

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJ1 ¢ BKIIOYCH YHUKAIECH HICHTUPHUKATOP (MTPHUI0KUMO CaMo 32 Cr'bBaeMara KyTHs,
HE € MPUJIOKUMO 32 €THKETa Ha OyTHIIKATa)

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

(IpUIIOKUMO caMo 3a crbBaeMaTa KyTHs, He € MIPUII0KHUMO 32 €THKeTa Ha OyTHiIKaTa)
PC
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JAHHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KYTUS 3A BJIMCTEP 3a 150 mg

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

Pradaxa 150 mg TBBpaM Karcyau
JaburaTpaH eTeKCHIaT

2. OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska TBbpaa kancyna ceabpka 150 mg gaburarpan eTekcuiat (KaTo Me3WaT).

‘ 3. CIIUCBK HA IIOMOIIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

TBBPAA Kalcya

10 x 1 TBBpAM KaTnCyIu
30 x 1 TBBpAM KaNcCyau
60 x 1 TBBpAM Kancyau

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEX/JIAHE

[ormpinaiiTe Kancymnara Lsia, 1a He Ce AbBYE WK pa3dyIBa.
ITpexn ynorpeba mpoyereTe JIMCTOBKATA.

[IepopanHo npuoXeHue.

OnakoBKaTa ChAbpXKa CUTHAJIHA KapTa Ha MalHeHTa.

Otnenere

OTtenere

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT INIPOAYKT TPSJABBA
JA CE CBbXPAHABA HA MSCTO JAJIEYE OT NIOTJVIEJA U TOCEI'A HA TELIA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 3a JeTa.
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‘ 7. JAPYI'U CHEHUAJIHU HPEAYIPEXIEHUS, AKO E HEOBXO/JINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B OpUTMHAJIHATA OITAKOBKA, 34 Jia CC pCaAIa3u OT BJjara.

10. CHELUAJIHU HNPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/009 10 x 1 TBBpAM Kancyiu
EU/1/08/442/010 30 x 1 TBBpAM KaIcyJau
EU/1/08/442/011 60 x 1 TBbpaAM KaIcyJau
EU/1/08/442/019 60 x 1 TBbpAM Kancyiu

13. HAPTHUAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIHOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 150 mg kancyJu

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD
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18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

I'PYIIOBA OITAKOBKA OT 180 (3 OITAKOBKH OT 60 TBBPIU KAIICYJIN) — BE3 BLUE
BOX- TBbPAU KAIICYJIN 150 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 150 mg TBBbpAM Kancynu
naduratpaH eTeKCuiaT

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska tBbpaa kancyna ceabpka 150 mg gaburarpan eTekcuiat (KaTo Me3war).

‘ 3. CIIUCBK HA IOMOIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TBBpJIa Karcyma
60 x 1 TBppau Kancynau. KoMnoHeHT Ha IrpynoBa onakoBKa, HE ce MpoaBa OTIEIHO.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MLIA) HA BBBEX/JIAHE

[TormeuiaiiTe KancynaTa 1sia, 1a He ¢€ IbBYE WM pa3dyIBa.
[Ipenun ynotpeba npoyerere IMCTOBKATA.

IIepopanno npunoxeHue

OmnakoBKaTa ChJbpKa CUTHAJIHA KapTa Ha MalUeHTa.

Otnenere

OTtenere

6. CHELHUAJIHO NPEAYHPEXIEHUE, YE JIEKAPCTBEHUSAT TPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT INOTJVIEJA U TOCEI'A HA IELHA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeTa.
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‘ 7. JAPYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B OpUTMHAJIHATA OITAKOBKA, 34 Jia CC pCaAIa3u OT BJjara.

10. CHELUAJIHU HNPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/012

13. HAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 150 mg kancynu

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BAHJIEPOJI HA TPYIIOBA OITAKOBKA OT 180 (3 OITAKOBKH OT 60 TBbPIU
KAIICYJIN) OBBUTHU B IIPO3PAYHO ®0OJINO — BKJIIOYUTEJIIHO BLUE BOX-
TBBPIU KAIICYJIHN 150 mg

‘ 1. HUME HA JIEKAPCTBEHUS ITPOJAYKT

Pradaxa 150 mg TBBbpAM Kancynu
JlaburaTpaH eTeKCHUIaT

2. OBSBSABAHE HA AKTUBHOTO(MTE) BEHIIECTBO(A)

Bcsika TBEpAa Kancyna ceabpika Ha 150 mg qaburaTpan eTekcuiiat (KaTo MEe3Wiar).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

TBBpJa KarcyJia
I'pynoBa onakoBka: 180 (3 onakoBku ot 60 X 1) TBEpAM KaICYJIH.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEX/JIAHE

[ormpiuaiiTe Kancymnara Lsia, 1a He Ce AbBYE WK pa3dyIBa.
ITpenn ynotpeba mpoyereTe JIMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHABA HA MSICTO JAJIEYE OT NIOTJVIEJA U TOCEI'A HA TELIA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

)Ia CC€ ChbXpaHsABa B OpUTMHAJIHATa OITAKOBKA, 3a Jia CE€ MpEaIia3su OT BJjiara.
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10.

CHELHUAJIHU ITPEJAITIA3ZHU MEPKU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/08/442/012

13.

IHAPTUJAEH HOMEP

ITapt. Ne

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

Pradaxa 150 mg kancyJu

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH HIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

I'PYIIOBA OITAKOBKA OT 100 (2 OITAKOBKH OT 50 TBBbPIU KAIICYJIN) — BE3 BLUE
BOX- TBbPAU KAIICYJIN 150 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 150 mg TBBbpAM Kancynu
naduratpaH eTeKCuiaT

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska TBbpaa kancyna ceabpka 150 mg gaburarpan eTekcuiat (KaTo Me3niar).

‘ 3. CIIUCBK HA IOMOIIHUTE BELLIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TBBpJIa Karcyma
50 x 1 TBBpau Kancynu. KoMIOHEHT Ha rpymnoBa OnakoBKa, HE C€ MpoJaBa OTIEIHO.

5. HAYMYH HA ITPUJIOKEHUE U ITBT(MLIA) HA BbBEX/JIAHE

[TormeuiaiiTe KancynaTa 1sia, 1a He ¢€ IbBYE WM pa3dyIBa.
[Ipenun ynotpeba npoyerere IMCTOBKATA.

IIepopanno npunoxeHue

OmnakoBKaTa ChJbpKa CUTHAJIHA KapTa Ha MalUeHTa.

Otnenere

OTtenere

6. CHELHUAJIHO NPEAYHPEXIEHUE, YE JIEKAPCTBEHUSAT TPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT INOTJVIEJA U TOCEI'A HA IELHA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeTa.
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‘ 7. JAPYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B OpUTMHAJIHATA OITAKOBKA, 34 Jia CC pCaAIa3u OT BJjara.

10. CHELUAJIHU HNPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/016

13. HAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 150 mg kancynu

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BAHJIEPOJI HA TPYIIOBA OITAKOBKA OT 100 (2 OITAKOBKH OT 50 TBbPIU
KAIICYJIN) OBBUTHU B IPO3PAYHO ®0OJINO — BKJIIIOYUTEJHO BLUE BOX -
TBBPIU KAIICYJIHN 150 mg

‘ 1. HUME HA JIEKAPCTBEHUS ITPOJAYKT

Pradaxa 150 mg TBBbpAM Kancynu
JlaburaTpaH eTeKCHUIaT

2. OBSBSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika TBBbpaa kancyna cpabppxa 150 mg naburatpan erekcuiar (KaTo ME3Hiar).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

TBBpJa KarcyJia
I'pynosa onakoBka: 100 (2 onakoBku ot 50 X 1) TBBpAM KaICyJIH.

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEX/JIAHE

[ormpiuaiiTe Kancymnara Lsia, 1a He Ce AbBYE WK pa3dyIBa.
ITpenn ynotpeba mpoyereTe JIMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NNOTJIEJA U TOCEI'A HA TELIA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

)Ia CC€ CbXpaHsABa B OpUT'MHAJIHATA OITAKOBKA, 3a Jia C€ MpEaIia3su OT BJjiara.
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10.

CHELHUAJIHU ITPEJAITIA3ZHU MEPKU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/08/442/016

13.

IHAPTUJAEH HOMEP

ITapt. Ne

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAMJIOBA A3BYKA

Pradaxa 150 mg kancyJu

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH HIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP 3A 150 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 150 mg TBBbpAM Kancynu
naburatpaH eTeKCuiiaT

2. HUME HA ITPUTEXATEJISI HA PASPEHHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (J1oro)

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITapT. Ne

|5.  JIPYIO

' Otnenere
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MHWUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BEJIMTE BJINCTEPU N
JIEHTH

BJUCTEP 3A 150 mg

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Pradaxa 150 mg TBBpAM Kancynu
JlaburaTpaH eTeKCUiIaT

2. NME HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (Jioro)

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITapt. Ne

|5.  JPYTO

& Ortrenere
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JAHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA

CI'BBAEMA KYTUSA U ETUKET 3A BYTUJIKA 3a 150 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 150 mg TBBbpAM Kancynu
JlaburaTpaH eTeKCUIaT

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika TBBpaa kancyna cpappxa 150 mg naburatpan erekcuiar (KaTo ME3Hiar).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

TBBpJa KarcyJia
60 TBBpAM Karcyiu

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEX/JIAHE

[TormeuiaiiTe KancynaTa 1sia, 1a He c€ IbBYE WK pa3dyIBa.
ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

IIepopanHo npunoxenue

OnakoBKaTa ChJbpKa CUTHAJIHA KapTa Ha MalUeHTa.

6. CHELHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U TIOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a JICLa.

‘ 7. APYI'U CHEHUAJIHU HPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
Crnen oTBapsiHe JIEKapcTBOTO TPsiOBa Ja ce M3Moi3Ba 10 4 Meceria.

9. CHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

C’BXpaHﬂBaﬁTe 6YTI/IHKaTa IIBTHO 3aTBOPCHA. I[a CC CbXpPaHsBa B OpUTMHAJIHATaA OIIAKOBKa, 3a Aa CC
npeamnasy OT BJjiara.
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10. CHELUAJIHU NPEAIIAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/013

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Pradaxa 150 mg kancymnu (IpUI0XKHUMO caMo 3a CrbBaeMaTa KyTHs, He € MPUIOKHMO 3a €TUKETa Ha
OyTHiKara)

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJ1 ¢ BKIIOYCH YHUKAIECH HICHTUPHUKATOP (MTPHUI0KUMO CaMo 32 Cr'bBaeMara KyTHs,
HE € MPUJIOKUMO 32 €THKETa Ha OyTHIIKATa)

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

(HpI/IJ'IO)KI/IMO CaMO 3a CIrbBa€MaTa KyTHs, HC € IPUJIIOKUMO 3a CTUKCTA Ha 6YTI/IJ'IKaTa)
PC

SN
NN
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JAHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA U
MEXINHHATA OITAKOBKA

CI'BBAEMA KYTUSA U TOPBUYKA OT AIYMUHUEBO ®OJINO 3A OBBUTUTE
I'PAHYJIN

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 20 mg oOBHTH TpaHyIH
Pradaxa 30 mg oOBUTH rpaHyIH
Pradaxa 40 mg oOBUTH rpaHyIH
Pradaxa 50 mg oOBUTH rpaHyIH
Pradaxa 110 mg o6BuTH Tpanyd
Pradaxa 150 mg oOBUTH TpanyIn
JnaburatpaH eTeKCUiIaT

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesixo camre chabpika 20 mg qaburatpan erekcuiar mox oopMaTa Ha OOBUTH IpaHyd (KaTo
ME3HJIAT).

Besixo camre chabppika 30 mg maburarpan erekcuiar mox oopmaTa Ha OOBUTH TpaHyd (KaTo
ME3HJIAT).

Besiko camie cbabpika 40 mg padurarpaH eTekcuiar moj gopmMara Ha OOBUTH TpaHyd (KaTo
ME3WJIAT).

Besixo camre chabppika S0 mg maburarpan erekcuiar moxa oopmaTta Ha OOBUTH TpaHyd (KaTo
ME3HJIaT).

Besiko camie cpabpika 110 mg gaburarpan eTekcuiar noja hopmara Ha OOBUTH TPaHyJd (KaTo
ME3HJIaT).

Besixo camre chaspika 150 mg maburatpan eTekcuiiaT moj popmara Ha OOBUTH TpaHyIH (KaTo
ME3HJIAT).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

OOBUTH TpaHyIn
60 camrera ¢ 0OOBUTH TpaHyIn

5. HAYUH HA ITPUJIOKEHUE U ITbT(MLIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JIMCTOBKATA.
IlepopanHo npuiioxeHue
OmnakoBKaTa ChIbp)Ka CHTHAJIHA KapTa Ha MAIFeHTa | JUCTOBKA HAa MECTHUS €3UK.

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA TELIA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.
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‘ 7. APYI'U CHEHUAJIHU HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:

Crnen oTBapsiHe JIEKapcTBOTO TPsIOBa Ja ce M3I0JI3Ba B PAMKHTE Ha 6 Mecela.
CobxpaHsBaiiTe calierara 3aTBOPEHH 10 MPUIIOKEHUETO UM.

Crenr cMecBaHe ¢ MeKa XpaHa WK S0BJIKOB COK, Jia C€ U3I10JI3Ba B paMKuTe Ha 30 MUHYTH.

9. CIIEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

TopOuukata OT aTlyMHHHEBO (POJIHO, ChABPIKaIla camierara ¢ Pradaxa oOBUTH IpaHy/iu, TpsOBa Ja ce
OTBOPH CaMO HETOCPEJICTBEHO MPeIU yIoTpeda Ha MbPBOTO callle, 3a Ja ce MPe/a3y OT Biara.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU U3XBBPJIISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/025 60 x Pradaxa 20 mg oOBHUTH rpaHyIH
EU/1/08/442/026 60 x Pradaxa 30 mg oOBuTH rpaHyIH
EU/1/08/442/027 60 x Pradaxa 40 mg oOBuTH rpaHyIH
EU/1/08/442/028 60 x Pradaxa 50 mg oOBHUTH rpaHyH
EU/1/08/442/029 60 x Pradaxa 110 mg oOBUTH rpanyIn
EU/1/08/442/030 60 x Pradaxa 150 mg 0OBuTH rpanyin

13. HNAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA
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16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Pradaxa 20 mg oOBUTH rpaHysH
Pradaxa 30 mg oOBUTH rpaHysIH
Pradaxa 40 mg oOBUTH rpaHyIH
Pradaxa 50 mg oOBUTH rpaHyIH
Pradaxa 110 mg oOBUTH TpanyIn
Pradaxa 150 mg o6BUTH TpaHyn

‘ 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

CAULIE 3A OBBUTUTE I'PAHYJIN

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 20 mg oOBUTH rpaHysIH
Pradaxa 30 mg oOBUTH rpaHyIH
Pradaxa 40 mg oOBUTH rpaHyIH
Pradaxa 50 mg oOBUTH rpaHyIH
Pradaxa 110 mg oOBuTH Tpanyind
Pradaxa 150 mg o6BuTH Tpanyd
JaburaTpaH eTeKCUiIaT

2. NME HA ITIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim (Jioro)

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITapt. Ne

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BBHIIHA KYTHS - 30 OITAKOBKH 3A ITPUT'OTBAHE — C BLUE BOX - ITPAX 1
PA3TBOPUTEJI 3A IIEPOPAJIEH PA3TBOP

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 6,25 mg/ml npax u pa3TBOpPHUTEI 32 IEPOPAJIICH PA3TBOP
KoMIIeKT ¢ KOMIOHEHTHTE 32 IPUTOTBAHE Ha JIEKAPCTBEHUS POIYKT
JlaburaTpaH eTeKCUIaT

2. OBSBSABAHE HA AKTUBHOTO(MTE) BEHIIECTBO(A)

Bceku ml ot roToBHs NepopajieH pa3TBOp Chabpxka 6,25 mg nadburarpaH erekcuiar (KaTo Me3uiar).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ipax 1 pasTBOPUTEII 3a IEPOPAJICH pa3sTBOP

Pradaxa mpax u pa3TBOpHTEIN 3a IEPOPaJICH Pa3TBOP Ce I0CTaBs o1 hopMaTa Ha HIKOJIKO
KOMIIOHEHTA 32 IIPUTOTBIHE, BKIFOYCHH B KOMIUIEKT, KOMUTO ChIBpKA:
e 1 kapToHeHa KyTus, ChIbpikaia Pradaxa npax 3a nmepopaieH pa3TBop:
30 carmera oT afyMHHHEBO ()OJIHO ca ONTAKOBAHHU B €JJHa TOPOUYKA OT allyMUHHEBO (oIno,
KOATO ChIbpika chino cymuren (¢ Haanuc “DO NOT EAT” [,,JIA HE CE ITOI'JTBIIIA*],
BKitounTenHo nukrorpama u “SILICA GEL” [,,CUJIMKAT'EJI*]);
e 30 KapTOHEHM OIAKOBKH, HAPUYAHH ,,MHIMBHIyaJTHH OIIAKOBKH 3a TPUTOTBSAHE", ChIABPIKAIIIH:
Enno came cwe cykpanosa (70 mg).
Enna OyTtmika c pasrBoputen (28 ml).
Enun aganrep 3a nuneTa 3a OyThiIKaTa.
JBe nosupamy nurety 12 ml.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEX/JIAHE

IIpeau ynorpeda npouerere JUCTOBKATA.

IIepopanno npunoxenue
OnakoBKaTa ChIbpKa CUTHAJIHA KapTa Ha NalMeHTa | JUCTOBKA HA MECTHUS €3HK.

6. CHELHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U TIOCEI'A HA IELA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.

‘ 7. APYI'U CHEHUAJIHU HPEAYIIPEXKXJIEHUS, AKO E HEOBXOJINUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

Crien oTBapsiHe Ha TOpOMYKATa OT ATyMHHHEBO (DOJIHO, ChABpIKaIIa camrerara ¢ Pradaxa mpax 3a
HepopaieH pa3TBOP U CYIIHUTEI, JEKapCTBOTO TPsIOBA Ja Ce M3I0JI3Ba B PAMKHUTE Ha 4 Mecera.
ChbxpaHsBaiiTe camierara 3aTBOPEHH JI0 MPUIOKESHUETO UM.

Crnen xaTo OB MPUTOTBEH, IEPOPATHISIT PA3TBOP B OyTHIIKATa MOKe Ja OBbJe ChXpaHsIBaH 3a 2 Jaca
nont 25°C unm 3a 18 yaca nipu 2-8°C (XJIaIUITHYK).

‘ 9. CHELHUAJIHA YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B U3IIPABCHO IMOJIOKCHHUC — a CC BKIIIOYM MMUKTOTIPaMa 3a CbXpPaHCHUC B U3IIPABCHO
ITOJIOKCHHUE

10. CHELUAJIHU NPEAIIAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HMME U AJAPEC HA ITIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/031

13. HAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. MH®OPMAIIMSA HA BPAMJIOBA A3BBYKA

Pradaxa mpax u pa3TBopuTeIN 32 IEPOpaIeH pa3TBOP

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoj ¢ BKJIIOYEH YHUKAIECH HACHTU(UKATOD
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18. YHUKAJIEH WJIEHTUHPUKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BBTPEIIHA KYTUSA - UTHAUBUJAYAJHA OITAKOBKA 3A ITPUT'OTBSHE 3A
ITEPOPAJIEH PA3TBOP — BE3 BLUE BOX

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa 6,25 mg/ml npax u pa3TBOpPHUTEIN 32 IEPOPAIICH PA3TBOP
WNupuBuayaiHa omakoBKa 3a MPUTOTBSHE

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcexu ml ot roToBHs nepopajieH pa3TBOp Chabpxka 6,25 mg nadburarpaH erekcuiar (KaTo Me3uiar).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Impax 1 pa3TBOPUTEII 3a ICPOPAJICH Pa3TBOP

Bcesika uHIMBUIyaHa OMaKOBKa 32 MPUTOTBSIHE ChIbpKAa:
e EnHo camie cbe cykpanosa (70 mg).
e Epnna OyTuika c pazrBoputen (28 ml).
e Enun amanTep 3a munera 3a OyTHIIKATa.
e JIBe no3upamum nuneru 12 ml.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

ITpeau ynorpe6a npoyerere JIMCTOBKATA.

[IepopanHo mpunoxxeHue

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U IOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.

‘ 7. APYI'U CHEHUAJIHA HPEAYIIPEXKXJIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

Crnen kato Objie IPUTOTBEH, IEPOPATHUAT Pa3TBOP B OYTHIIKATa MOXKE J1a ObJle ChXpaHsIBaH 3a 2 yaca
o 25°C wmu 3a 18 gaca npu 2-8°C (XIJTaquTHAK).
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‘ 9. CHELHUAJIHA YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsABa B U3IIPABCHO IMOJIOKCHUC — a CC BKIIIOYM MUKTOTI'PaMa 3a CbXpPaHCHUC B U3IIPABCHO
ITOJIOKCHHUE

10. CHELUAJIHU NPEAIIAZHUA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIHN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/031

‘ 13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIMSA HA BPAMJIOBA A3BBYKA

‘ 17. YHUKAJIEH WIEHTUO®PUKATOP — IBYU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH WJIEHTUHPUKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA

BbBTPEHIHA KYTHUS — PRADAXA IIPAX 3A IIEPOPAJIEH PA3TBOP — BE3 BLUE BOX

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa mpax 3a mepopaieH pa3TBop
JaburaTpaH eTeKCHIaT

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceku ml ot rotoBust epopaiieH pa3TBop ChIbpka 6,25 mg gaburarpaH eTeKcuiar (KaTo Me3uIar).

‘ 3. CIIUCBK HA IIOMOIIIHUTE BELLIECTBA

‘ 4. JIJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

npax 3a nepopajieH pa3TBop

Coabpxa 30 camera ¢ Pradaxa npax 3a nepopaieH pa3tBop u enut cymuren (¢ Haanuc “DO NOT
EAT” [,,J1A HE CE ITIOTJIBIIIA*], Bxmounrtenno muktorpama u “SILICA GEL” [,,CUJIMKATEJI*]),
OIIaKOBaHU B TOPOMYKA OT alTyMHHHEBO (POIHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

ITpeau ynorpe6a npoyerere JIMCTOBKATA.

[IepopanHo mpunoxxeHue

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U TIOCEI'A HA IELTA

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeTia.

‘ 7. APYI'U CHEIUAJIHU HNPEAYIIPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:
Crnen oTBapsiHe Ha TOpOMYKATa OT alyMHHHEBO (OJIHO, ChbpiKallla caiieTara ¢ Pradaxa npax 3a

MEPOPAJICH PA3TBOP U CYLIUTEII, JICKAPCTBOTO TpH6Ba Ja C€ U3M0JI3Ba B pAMKHUTC Ha 4 Mecena.
C’LXpaHﬂBaﬁTe camierara 3aTBOPCHU 10 NPUITOKCHUECTO UM.
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9. CHELHUAJIHA YCJIOBUSI HA CbXPAHEHUE

Topa JICKApCTBO HC U3HCKBA CIICIHUAJIHU YCIIOBUA HAa ChbXPAaHCHUC.

10. CHELOUAJIHU NPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJIA HA PASPEIIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/031

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. MH®OPMAIIMSA HA BPAMJIOBA A3BBYKA

‘ 17. YHUKAJIEH WIEHTUO®PUKATOP — IBYU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH WJIEHTUHPUKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

TOPBUYKA OT AIYMHUHHUEBO ®OJINO — PRADAXA TTPAX 3A IIEPOPAJIEH
PA3TBOP

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Pradaxa mpax 3a mepopaieH pa3TBop
JlaburaTpaH eTeKCUIaT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ipax 3a nepopajiCH pa3TBoOp

30 camera cvc 180,4 mg Pradaxa mpax 3a nepopaiieH pa3TBop
1 cymmmren (c mHagnuc “DO NOT EAT” [,,JA HE CE I[IOI'JITBIILIA®], BKIIOUHTETHO MUKTOTpaMa
“SILICA GEL” [,,CUJIMKAT'EJI“])

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BbBEX/JIAHE

IIpean ynorpe6a npoyerere JIMCTOBKATA.

6. CIHEHUAJIHO MPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT INIPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NIOTJVIEJA U TOCEI'A HA TELIA

Ja ce cpxpansBa Ha MSICTO, HEJOCTHITHO 3a JeTa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

Crient oTBapsiHe Ha TOPOMYKATa OT ATyMHHHEBO (oiro, chbpikalna camerara ¢ Pradaxa npax 3a
HiepopaieH pa3TBOP U CYILIHTEI, JEKapCTBOTO TPsiOBa Ja ce M3II0JI3Ba B PaMKHUTE Ha 4 Mecela.
CobXxpaHsBaiTe camierara 3aTBOPEHH J0 MPUIOKEHUETO UM.

9. CHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

Topa JICKApCTBO HC U3HCKBA CIICIHUAJIHU YCIIOBUA HAa ChbXPAaHCHUC.
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10.

CHELHUAJIHU ITPEJAITIA3ZHU MEPKU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

| 12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

| 13.

IHAPTUJAEH HOMEP

ITapT. Ne

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

HH®OPMAIIMS HA BPAJIOBA A3BYKA

YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/

YHUKAJIEH WIEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CbAbPKXA IBPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA C PA3TBOPUTEJI 3A IEPOPAJIEH PA3TBOP

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

PastBoputen 3a Pradaxa 6,25 mg/ml nepopanen pa3rBop

2. OBSBSABAHE HA AKTUBHOTO(MTE) BEHIIECTBO(A)

Enna Oytmika cpappika 28 ml pasrBopuTen.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Pa3TBOPUTEII 3a IIEPOPAJIEH PA3TBOP

5. HAYUH HA ITPUJIOKEHUE U ITbT(MLIA) HA BbBEX/JIAHE

[Ipenu ynoTpeba rpoyerere JIMCTOBKATA.

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEAA U TIOCEI'A HA IELNA

Ja ce cpxpansBa Ha MSICTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEINUAJIHU HNPEAYIIPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:

Crnen xaTo OBJe MPUTOTBEH, IEPOPATHIT PAa3TBOP B OyTHIIKATa MOXKe Ja ObJle ChbXpaHsBaH 3a 2 Jaca
nont 25°C unm 3a 18 gaca mpu 2-8°C (xianmiHuK). byTunkuTe TpsOBa /1a ce ChXpaHsIBaT W3MPaBEHH.

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsaBa B M3MPaBEHO MOJIOKEHHE — JIa C€ BKIIFOYHM MUKTOrpama 3a ChbXpaHeHHE B U3IPABEHO
MOJIOXKEHUE
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10.

CHELHUAJIHU ITPEJAITIA3ZHU MEPKU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12.

HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/08/442/031

13.

IHAPTUJAEH HOMEP

ITapt. Ne

| 14.

HAYUH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

I[aTa 1 4YacC Ha MPUTOTBAHEC!

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

| 17.

YHUKAJIEH WIEHTUH®UKATOP — IBYU3MEPEH BAPKO/

| 18.

YHUKAJIEH WIEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JIA CbABPXKXAT MAJIKUTE EAUHUYHU
II'bPBUYHHU OITAKOBKH

CAIIE - PRADAXA IIPAX 3A IIEPOPAJIEH PA3TBOP

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U ITbT(MLIA) HA BBBEK/IAHE

Pradaxa 180,4 mg mpax 3a nepopajieH pa3TBop

2. HAYUH HA ITPUJIOKEHHUE

[Ipenu ynoTpeba rpoyerere JIMCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

4. IHAPTUJAEH HOMEP

ITapT. Ne

‘ 5. CBbABbP/KAHUE KATO MACA, OBEM WJIHU EJUHULIN

| 6. JIPYTO
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MUHHUMYM JAHHU, KOUTO TPABBA JIA CbABPXKXAT MAJIKUTE EAUHUYHU
II'bPBUYHHU OITAKOBKH

CAUIE — CYKPAJIO3A 3A IIEPOPAJIEH PA3TBOP

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U ITbT(MLIA) HA BBBEK/IAHE

70 mg cykpaino3sa 3a Pradaxa nepopaneH pa3TBop

2. HAYUH HA ITPUJIOKEHHUE

[Ipenu ynoTpeba rpoyerere JIMCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

4. IHAPTUJAEH HOMEP

ITapT. Ne

‘ 5. CBbABbP/KAHUE KATO MACA, OBEM WJIHU EJUHULIN

| 6. JIPYTO
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b. IUCTOBKA

239



JIncroBka: HH(popMaLUs 32 MAHEHTA

Pradaxa 75 mg TBbpAU KancyJaun
naburarpan erekcuiar (dabigatran etexilate)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, MPeIM 1a 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,

ThH KaTO TS ChABPKA BaxkHa 32 Bac nndgopmanus.

- 3amasere Ta3u JIUCTOBKAa. MoJKe /1a ce HaJIO0XkH J1a sl IPOUYETETE OTHOBO.

- AKO UMate HAKaKBH JONBIHUTEIIHA BBIPOCH, onuTaiTe Bamus nexkap uin GapmarieBT.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIH, He3aBUCHMO Y€ PU3HAINTE Ha TAXHOTO 3a00JsiBaHe ca chIuTe KaTo BammuTe.

- AKo ToNTyunTe HSIKaKBU HEXKEJaH! peakiny, yBejomere Bammst nekap unu hapmanest. Toa
BKJIFOYBA U BCUYKH Bb3MOXXHH HEXKCJIIaHU p€aKIINU, HCOIMUCAaHU B Ta3U JIMCTOBKA. Bmxre
TouKa 4.

KakBo CbAbpPiKa Tadu JIJMCTOBKaA

Kakso npencrasisBa Pradaxa u 3a kKakBo ce n3nosnssa
Kakso TpsiOBa na 3Haere, npeau na npuemere Pradaxa

Kak na nmpuemare Pradaxa

BB3MOKHU HEKENTaHU PEaKIUH

Kak na cpxpansiBate Pradaxa

C'b)l'Bp)KaHI/Ie Ha OIIaKOBKaTa U JOITBJIHUTCIHA HHq)OpMaIIHS[

AN

1. Kakgpo npeacrasiasisa Pradaxa u 3a kakBo ce H3110/13Ba

Pradaxa chabpprka akTUBHOTO BEIIECTBO Ja0MraTpaH €TEKCUIIAT U MPUHAJICKH KbM IpyIia JIEKapcTBa,
Hape4YeHH aHTUKOAryJaHTH. Toi O6J0Kupa AeHCTBUETO Ha BEIIECTBO B OPraHN3Ma, KOETO y4acTBa B
o0pa3yBaHETO Ha KPHBHH CHCUPEITH.

Pradaxa ce n3nonssa IIpyu Bb3paCTHU 3a:

- npeaoTBpaTsABaAHC HA O6paBYBaHCTO Ha KPbBHU CbCUPCHIU BbB BEHUTC CJIC IIPOTC3UPAHE HA
KOJISIHHA WU Ta3o6ezlpeHa CcTaBa.

Pradaxa ce u3nosn3Ba mnpu jena 3a:

- pa3TBapsiHe Ha Beue 00pa3yBaiu ce KPbBHH ChCHPEIU U MTPEIOTBpATIBAHE HAa IOBTOPHOTO UM
obpasyBaHe.

2. KaxBo TpadBa na 3Haete, npeau aa npuemere Pradaxa
He npuemaiite Pradaxa

- aKo CTe aJlepruYHU KbM JIa0UraTpaH eTeKCUIIAT WITH HAKOS OT OCTAHAJIMTE ChCTaBKH HA TOBA
JeKapcTBo (M30pOeHH B TOUKa 6).

- aKo UMaTe CHITHO MOHMmKeHa Ob0peuHa QyHKIHS.

- aKo B MOMEHTa UMAaTe KbPBCHE.

- ako uMmare 3a00JIsIBaHe Ha OpraH B TAJIOTO, KOETO YBEIMYaBa PUCKa OT CEPHO3HO KbPBEHE
(Hamp., croMalIHa si3Ba, HapaHsBaHE WM KbPBEHE B MO3bKa, CKOPOLIIHA ONEpalisi Ha MO3bKa
WJTH OYUTE).

- ako npu Bac nMa rmoBwuIeHa CKIIOHHOCT KbM KbPBEHE, KOSITO MOXKE JIa € BPOJICHA, C HEM3BECTEH
MPOM3XOJl MJIH Ja C€ IBJDKU Ha IIprUeMa Ha IPYTH JIeKapCTBa.

240



aKo MmpueMare JISKapCTBa 3a MPeJ0TBPATsIBaHe Ha 00pa3yBaHETO HA KPHBHH ChCUpEIH (HAmp.,
BapdapuH, puBapokcadaH, anukcabaH WM XeMapyH), OCBEH MPH MPOMSHA Ha
AHTHUKOAryJaHTHOTO JICUCHHUE, JOKATO Bu e nocrasen KaTCThp BB BEHA UJIN apTCPU, KOMTO ce
MIPOMHMBA C XETapHH, 3a Jia TO MOAIbP/Ka OTBOPEH HITH B CIIy4ail KOraro, 3a J1a C€ Bh3CTaHOBH
ChPACYHUAT Bu puTHM 710 HOpMAaJIeH, ce MpHiiara eHa mpoleaypa, HapeueHa KaTeThpHa
abnanus Ha NpeAChPIHO MBXK/ICHE.

aKO MMaTe CHJIHO MOHIKEHA YEePHOAPOOHA (PYHKIIMS WM YePHOIPOOHO 3a00IIsIBaHEe, KOCTO €
BB3MOXKHO J1a MPHYUHHA CMBPT.

aKo MpueMaTe KeTOKOHA30J HITH HTPAKOHA30JI TIEpOPaITHO, JISKApCTBA 3a JICUYCHHE HA ThOUYHN
HHPEKIINH.

aKo mpreMare TepopajeH IUKIOCITOPHH, JIEKAPCTBO, IPEANA3BaIl0 OT OTXBBPIIAHE HA OpPraH
CJIe/l TPAaHCTIIAHTAIHS.

aKo MpreMare JIPOHeIapOH, JIEKapCTBO, U3IOI3BAHO 3a JICUCHHE Ha HAPYIIEH ChPAeYeH PUTHM.
aKo mpuemMare KOMOMHHPAaH MPOAYKT OT TJIEKAIIPEeBUP U MUOPEHTACBUD — AaHTUBUPYCHO
JICKapCTBO, U3MOJI3BAHO 3a JieueHue Ha xermatut C.

ako Bu e moctaBeHa U3KyCTBEHA ChpJCUYHA KJIamna, P KOETO Ce Halara HempeKbCHATO
paspekIaHe Ha KPBBTA.

IIpenynpesxnenust u npeanasHu MepKH

I'oBopere ¢ Bamus siekap, npeau aa npuemere Pradaxa. Moxe ChIIo J1a Ce HAJIOXKH Jia TOBOPHUTE C
Bamus nekap mo BpeMe Ha JIEUEHUETO C TOBA JICKAPCTBO, aKO YCETUTE CUMIITOMH WK ako Bu
MIPECTON XUPYPrU4Ha OIeparusl.

TpﬂﬁBa Ja KaKeTe Ha Bamun JIEKap, ako UMaTe Uik CTC UMaJIN HAKAaKBU 0O0JIECTHU CHCTOSHUS UITN
3a60J’I$IBaHI/I$I, 0CO0EHO HIKOE OT BKIIFOUCHUTE B CIICAHUS CIIMCBK:

ako npu Bac uMa MoBHIIIEH PUCK OT KbpBEHE, KATO:

® aKO HaCKOPO CT€ UMaJIl KbPBEHE.

= aKO XUpYprudHo Bu e B3eTa mpoba OT TesecHa ThKaH 3a u3clieiBaHe (OUOTCHs) B TIOCIICAHUS

Mecell.

® aKO CT€ MMaJIM CEpPHO3HO HapaHsIBaHE (HAIp. KOCTHA (paKTypa, HapaHsIBaHE Ha TaBaTa WK
HSIKAKBO HapaHsBaHe, H3UCKBALIO XUPYPrUYHO JICUCHHE).

® aKO CTpajate OT Bb3MaJeHUe Ha XPaHOIIPOBOJIA UIIH CTOMAaXa.

® aKO MMaTe MpoOJIeMH C BPBLIaHE Ha CTOMAILEH COK B XPaHOIPOBO/A.

® aKO MpHeMaTe JEeKapcTBa, KOUTO MOTaT Jia MOBHILAT PUCKA OT KbpBeHe. Buwxre ,,pyru
nmekapcrBa 1 Pradaxa® mo-moiry.

® aKO MpHEeMaTe MPOTHBOBB3IMAIHTEIHY JIEKAPCTBA, KaTo TUKIOpeHaK, HOynpodeH,
MUPOKCHKAM.

® aKO UMaTe WHQEKIHS Ha ChpIEeTo (OaKTepruaeH eHI0KapIUT).

® aKO 3HaeTe, Ye uMaTe HaMayleHa ObOpevHa QYHKIUS WIIH aKo CTpasiaTe OT AeXHpaTalus
(cuMOTOMHTE BKIIIOUBAT XKaXKAa M OTJIENISTHE HA HAMAJIEHO KOJIMYECTBO ThMHO OLIBETEHA
(KOHLEHTpUpaHa)ypruHa/yprHa, B KOSITO UMa IIsHA).

® aKO CTE HaJ 75 TOJUHM.

® aKO CT€ Bb3pacTeH manueHT u texxute 50 kg mnmm no-manko.

= caMo aKo C€ M3MO0JI3Ba IPH Jlela: aKo JeTeTO MMa HH(EKUUs OKOJIO WIH B MO3bKa.

aKo cTe uMani HH(GAPKT WK aKo TpH Bac ca ycTaHOBEHH ChCTOSIHUS, KOUTO IMOBHINIABAT PUCKA
OT UH(}APKT.

aKo UMaTe YEpPHOIPOOHO 3a00JIsIBaHE, KOETO € CBBP3aHO C [IPOMEHU B KPbBHUTE TeCTOBE. B
TO3HM CiIydail ynotpedara Ha TOBa JIEKapCTBO HE Ce MPErnopbyBa.

BuumagaiiTe oco0eHo MHOT0 npHu ynoTpedata Ha Pradaxa

axo Bu NpeaACTOU orecpanus:
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B To3u cityuaii Pradaxa Tpsi6Ba na ce crpe BpeMEeHHO Mopaiy YBEJINYEH PUCK OT KbPBEHE 110
BpEMe Ha ¥ MaJIKO clie/l onepanusiTa. MHoro e BaxxHo Jia npuemMete Pradaxa npenu u cien
oTepaIysITa TOYHO BB BPEMETO, YKa3aHo OT Bamms nekap.

aKo OrepalusITa BKIIOUBA IIOCTABSIHE HAa KATEThP WM HHXXEKLMUS B TpbOHAUYHUS CTHIO (Hamp. 3a
enuaypajiHa WM CIIMHAIIHA aHeCTe3Us I 3a o0JIeKyaBaHe Ha O0JIKaTa):
" MHOTO € BayKHO Jia mpueMete Pradaxa npenu u ciieJi onepanysta TOYHO BbB BPEMETO,
yKa3aHo oT Bamms nexap.
* TpsiOBa He3a0aBHO Jla KaxkeTe Ha Bamms nekap, ako yceTuTe U3TPhIIBaHE WM CJIa0OCT B
KpakaTta ujin HpO6HeMI/I C y€pBaTa WU IMMKOYHUA MEXYDP CJIC/ Kpasd Ha aHCCTE3UATA,
3aII0TO ca HEOOXOANMH CIIEIIHU TPIKU.

aKo MaJHeTe WK Ce HapaHWUTE M0 BpEeMe Ha JIeUeHHe, 0COOCHO aKo CH yJIapHuTe riaBaTa, MOJI,
MOTHPCETE CIENIHA MEIMIIMHCKA oMol Moske J1a ce Halloxu Ja Bu npernena jiekap, Thil KaTo
MO>K€ JIa CTE C MOBUIIEH PUCK OT KbPBEHE.

aKo 3HaeTe, ye nMare 3a0oJsiBaHe, HApeUeHO aHTU(OCHOIUIHUICH CHHIPOM (HapylIeHHe Ha
MMYHHATa CHUCTeMa, KOETO IPUYMHSIBA MOBHULIEH PUCK OT 00pa3yBaHe HAa KPBBHHU ChCHUPELN),
KaxeTe Ha Bamms nexap, KOHTO Iie B3eMe pelIeHre 32 He0OXOAMMOCTTa OT MPOMSIHA Ha
JIEYCHUETO.

Jpyru nekapcrBa u Pradaxa

TpsOBa 1a kaxere Ha Bamms nexap wim GapMmanesT, ako puemMare, HaCKOpO CTe PUEMAalTH WA €
BB3MOKHO J1a ipuemate qpyru jekapctsa. [lo-cnennaiHo, TpsidOBa 1a kaxkere Ha Bamms Jiekap,
Npeau Aa 3anmo4HeTe Aa npuemare Pradaxa, ako npuemare eHO OT JieKapcTBaTa, M30POeHH 1O-

JlexapcTBa, KOUTO HAMAIABAT CHCUPBAHETO HAa KPBBTa (Hanp. Bapaput, GEeHNPOKYMOH,
alleHOKYMapoJl, XelapuH, KJIONUI0IPel, Ipacyrpe, TUKarpenop, puBapokcadaH,
aleTWICAINIIIOBA KUCEIINHA)

JlexapcTBa 3a JieueHHe Ha FBOMYHN HHPEKIUH (HAIp. KETOKOHA30J1, HTPAKOHA30J1), OCBEH aKo
T€ ce HaHACST CaMo BbPXY KOXKaTa

JlexapcTBa 3a JieueHHE Ha HapyIlIeH ChbpAEUEH PUTHM (HAIp. aMUOJAPOH, IPOHEAPOH,
XUHUAWH, BeparaMu).

AKo mpreMarTe JIeKapcTBa, ChABbPKAIY aMUOAAPOH, XMHUAWH MM BepanaMull, Bamusr nexap
Moxe 1a Bu xake 1a m3nonsBate HamanieHa 103a Pradaxa B 3aBuCHMOCT OT 3a00J1IBaHETO, 3a
koeTo Bu e nmpeanucan. Bmkre Touka 3.

JlexapcTBa 3a npenna3zBaHe 0T OPraHHO OTXBBPIISHE CJie]l TPAaHCIUIaHTauus (Hamp. TaKpoJIMMYC,
LIUKJIOCIIOPUH)

KomOuHMpaH npoayKT OT TiieKanpeBUp ¥ MUOPEHTACBHUDP (AHTUBUPYCHO JIEKAPCTBO, U3IOI3BAHO
3a eyenue Ha xenatut C)

[IpoTHBOBB3NATIUTENHHN CPECTBA U OOJIKOYCIIOKOSIBALIH JIEKapCTBa (HAIp. aleTHIICAIULINIOBA
KucenuHa, noynpodeH, TKIo(eHaK)

JKBaT KaHTapuOH, paCTUTEITHO JIEKAPCTBO 32 JIEUeHUE Ha Jepechs

JlexapcTBa 3a JieueHHe Ha JIeIpechs, HAPEUEH! CEJIEKTHBHU MHXUOUTOPH Ha OOpaTHOTO
3axBalllaHe Ha CEPOTOHHMHA WJIM HHXUOUTOPH Ha 0OPAaTHOTO 3aXBalllaHEe Ha CEPOTOHNH-
HOpenuHePpUH

Pudamnuuumn nim KI1apuTpOMHULKH (JBa aHTHOMOTHKA)

AnTtuBupycHu nexapcrsa cpenty CIIMH (aamp. putonasup)

Onpeenenu iekapcTBa 3a JIeUeHUe Ha enuiericust (Harp. kapoamasenuH, QEHUTONH )

BpemeHnHOCT M KbpMeHe

Edexture Ha Pradaxa BbpXy OpeMEHHOCTTa M HEPOJICHOTO JIETe He ca U3BecTHU. Bue He TpsOBa aa
npueMare ToBa JIEKapCTBO, aKo cTe OpeMeHHa, OCBEeH ako Bammsat nexap Bu kaxe, ue e Ge3omacHo 1a
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ro TpaBUTE. AKO CTE JK€Ha B AeTepOIHA BB3PACT, TpAOBa 1a n30sreate 3a0peMeHsBaHe, JOKATO
npuemare Pradaxa.

Bue He TpsOBa 1a KbpMHUTE, T0KaTO IpuemaTe Pradaxa.
lopupane u padoTa ¢ MAIIUHUA

He ca u3Becthu edpexrute Ha Pradaxa BppXy cnocoGHOCTTa 3a modupaHe Wik padoTa ¢ MalllHU.

3. Kaxk na npuemarte Pradaxa
Pradaxa karncynu Moke Ja ce M3I0JI3BaT IPY Bh3PACTHU M Jella Ha 8-TOAMIIHA Bb3PACT HJIH 10~
TOJIEMH, KOUTO Ca CIIOCOOHHM Jja ThJITAT Karcynure nenau. ChIiecTByBaT U IPyTH, ChOOPa3eHH C

BB3pPACTTa 1030BU (bOpMI/I 3a JICYCHHUEC Ha Ac1a I10oa 8—FO,I[I/IIIIH8. BB3pPacT.

Bunaru npuemaiite ToBa JI€KapcTBO TOYHO KakTo Bu e kazanm Bammst jiekap. AKO HE CT€ CUTYpHHU 3a
Hello, nonuTtaiire Bamus nekap.

IIpuemaiite Pradaxa chriacHo npenopbKuTe MPH CJIeTHUTE 32001ABAHUSA:

IIpenoTBparsiBane Ha 00pa3yBaHETO HA KPHBHU CHCUPELM ClIEe]l IPOTE3UPAHE HA KOJSHHA WU
Ta3o0epeHa crasa

[Ipenopbunrennara no3a € 220 mg BeAHb K JHEBHO (IpHeTH Kato 2 Karcyiau ot 110 mg).

Axo 0b0peuHaTa Bu (pyHKIHA € HAMAaJIeHA TIOBEYE OT HAOJIOBUHA WM CTE Ha Bb3PACT 75 roAuHU
WM MoBeYe, IpernopranTenHara g103a ¢ 150 mg Beqnb:k AHEBHO (TTPUETH KaTO 2 KaTCyJid OT 75 mg).

AKO nipreMaTe JISKapCcTBa, ChIbprKaIld aMHUOJAPOH, XHHUIWH UJIH BepanaMuJl, IpernopbuynuTeIHaTa
no3a e 150 mg BeAHBbK THEBHO (TIpUETH KaTo 2 KarcCyiu oT 75 mg).

AKO npreMare JIeKapcTBa, ChbAbPAKAIIN BepanaMui, 1 pyHknuaTa Ha Bammre 6b0penn e
HaMaJleHa IT0BeYe OT HAIlOJIOBHHA, TPsiOBa 1a Ob/IeTe JISKYBaHH C HaMaseHa 103a ot 75 mg Pradaxa,
3all0TO PUCKBT BU OT KbpBEHE MOXKE J1a € TOBUILIECH.

W npu nBaTa Buaa npore3upaHe He TPsiOBa /1a ce 3allouBa JICUCHUE, ako ce HaOJltoJaBa KbPBEHE OT
MSICTOTO Ha orepanuara. AKO JeUeHHEeTO HE MOJKE J1a 3alI0YHE B JICHS CJIE]] ONepalusiTa, IPUeMbT

Tpﬂ6Ba Ja 3all04He C 2 KarcyJii BEAHBbK JHCBHO.

Cneo npome3upane Ha KoJjiAHHama cmaea

Tps6Ba na 3armounete neveHue ¢ Pradaxa B pamkute Ha 1-4 yaca ciel NpUKIIOYBAHE HA OTIEPAIHsITa C
nmpueM Ha enHa karcyna. Cien ToBa Bue TpsiOBa na mprueMare JABe KarCyJiM BEIHBXK JTHEBHO 3a 001110
10 mguu.

Cneo npome3suparie Ha masobedpenama cmasa

Tpsi6Ba na 3amounete jeueHue ¢ Pradaxa B pamkute Ha 1-4 yaca cjiel NpUKIIIOYBAHE HA OMeparusTa ¢
npueM Ha eqHa Karcyna. Cien ToBa Bue TpsOBa 1a nmpuemMate J1Be KarcyJiu BeIHBXK JHEBHO 3a 0010
28-35 muu.

Jledenue 3a pPa3TBapAHC Ha BCUC 06D3,3VB8.HI/I C€ KPBbBHHU CHCHUPCIH U TPEAOTBPATABAHEC HA TIOBTOPHOTO
M O6Da3VBaHe Opu acna

Pradaxa Tpsi0Ba a ce mpreMa jBa ITbTH JTHEBHO, €/IHA J103a CYTPHH U €lIHa J103a Bevep,
MPHUOIM3UTEITHO TI0 €JHO U CHIIIO BpeMe BCEKH JIeH. IHTepBaIbT MEeXKIy J03UTE TPSAOBA J1a € KOJIKOTO
ce Moe 110-01m30 10 12 gaca.
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IIpenoppunTennara 103a 3aBUCH OT Bb3PACTTA U TEJIECHOTO TErI0. BammsT iekap 1ie onpeaenu
TOYHATa J103a. BammsaT nexkap MoXke Ja KOpUTHpa J03aTa C HallPeIBaHETO Ha JICYEHUETO.
IIponbemxaBaiiTe 1a M3M0I3BATE BCUUKH JIPYTH JIEKAPCTBA, OCBEH ako BamwusT jiekap He Bu kaxe na

CIIPETC a U3MO0JI3BATC HAKOU OT TAX.

Enunnana nosa Pradaxa, kosito TpsiOBa /1a ce jaBa JiBa ITbTH JTHEBHO, B MIJTUTPaMU (Mg), CIIOpe/T

TCJICCHOTO TCIJIO B KUJIOTpaMH (kg) 1 Bb3paCTTa Ha MallMUCHTA B TOJAUHU:

B'b3p aCT B roAMHA

Karto nBe Karcynu 150 mg

71 no <81
unu
61 10 <71 YETHPH KaICylH 75 mg
51 o <61
E‘J 220
= mg
= 41 no <51 xaTo ase Kancymu 110 mg
=
: 185
g 31 o <41 mg
3 KaTo eHa Karcyia 75 mg noc eana karcyna 110 mg
g

26 no <31
21 mo <26

16 no <21
Enna xarcyna 110 mg

o %

13 no <16

11 go <13
75 mg

7

| O3nauaga, ue npenopbKa 3a 103MPOBKATA HE MOXKeE 1a ObIe AajIeHa.

Kak na npuemare Pradaxa

Pradaxa moxe na ce npuema cbe wim 0e3 xpana. Karicynara TpsiOBa ja ce morirpina Isijia, ¢ Jama
BOJIa, 32 J]a C€ OCUTYPH JOCTUTAHETO i 10 cToMaxa. He uynere, He ApBUETE Karcysara U He BaJeTe

MEJIETUTE OT Karcyiara, Thi KaTO TOBa MOXKE Ja MMOBHUILN PUCKA OT KbPBEHE.
HHcTpyknuu 3a oTBapsiHe Ha OJIMCTEpHTE

CrnenmHara mUKTOrpaMa Mmoka3Ba Kak Jia u3Bajgure karncynure Pradaxa ot Gimcrepa:
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Ortnenete yacT OT GiMCTEpa, ChAbPIKAILA KarcyJia, o nepgoprupaHara JUHHSA.

,’
Otnenere Gonroro Ha OnucTepa U U3BaAETE KallCysara.
o He u30yTBaiiTe kancynure npe3 OJIMCTEPHOTO QOIHO.
o He otnensaiite OnuctepHOTO (HOIMO MPEIBAPUTETHO, IPEIH 1a C€ HAJIOXKHU Ja PUeMeTe
KalcyJara.

HHcTpykuuu 3a OyTHIKATa

. Harucnere u 3aBbpTeTE, 32 1a OTBOPUTE OyTHIIKATA.
o Crnen kaTo W3BaANTE Karcysara u cre mpuenn Bamara 1o3a, mocraBere Kanadkara oOpaTHO Ha
OyTWJIKaTa W TUIBTHO S 3aTBOPETE.

IIpoMsiHA HA AaHTHKOATYJIAHTHOTO JieYeHue

He npomenstiite Bamero anTrkoarysiaHTHO JeueHHe 0e3 KOHKPETHO yKa3zaHue oT Bamus nexap.

AKoO cTe pHeJIM MoBe4ye OT HeoOXxoauMaTa 103a Pradaxa

[IpuemMbT Ha MpeKaseHo rojsma /103a OT TOBa JIEKAPCTBO MOBHIIIABA PUCKA OT KbpBeHE. CBBPIKETE Ce C
Bamus nexkap He3abaBHO, aKO CT€ PUEIH TBHPJIE MHOTO Kancyiu. ViMa Ha pa3noioxeHne
BB3MOXXHOCTH 32 CIIEU(PHUYHO JICUEHHE.

AKo cTe nponycHaJu aa npuemere Pradaxa

[penorBparsiBane Ha 06pa3yBaHETO HA KPbBHHU ChbCUPELH CJie]l NPOTE3UPaHe HA KOJISIHHA HIIH
Tazo0e/ipeHa cTaBa

[ponwmkere na npuemare Bammre ocTaBany qHeBHY 031 Pradaxa mo chImoTo Bpeme Ha CiieBatust

JCH.
He B3emaiite L[BOfIHa 11034, 3a 1a KOMIICHCHUPATC IIPOoIlyCcHaTaTa 103a.

Jleuenue 3a pa3TBapsHe HAa Beue 00pa3yBall ce KPbBHU ChbCUPELH M IPEAOTBPATIBAHE HA HIOBTOPHOTO
UM o0pasyBaHe IIpH Jena

IIpomycHara 103a MOXe Ja ce IpueMe 10 6 Jaca Impey BPeMeTo 3a IIPUEM Ha clie[BaIiara 103a.
IIponycHara f03a He TpsOBa Aa ce MpHeMa, aKo OCTaBaIOTO BPEMe JI0 ClIeaBaIiaTa J103a € Io-Majako
oT 6 Jaca.

He B3emaiiTe qBOifHA /1032, 33 Ja KOMIICHCHpATE MPOITycHaTaTa 103a.

AKo cTe cipesu npueMa Ha Pradaxa

[Ipuemaiite Pradaxa TouHo kakto Bu e nmpennucano. He cniupaiite nmpruema Ha TOBa JieKapcTBO, 0€3
Hall-Hampe/| 1a CTe TOBOPHIIN ¢ Bamus nekap, 3amoro puckbT OT 00pa3yBaHe Ha KPBBEH ChCHPEK
MOJKeE J1a C€ YBEJINYH, aKO CIIPETE JICUCHUETO TBHPAE paHo. CBbpikeTe ce ¢ Bamms nekap, ako umare
JIOIIO XpaHOCMMIIaHe cief mpueM Ha Pradaxa.
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AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKapCTBO, MIONUTalTe
Bamms nekap nnu ¢apmanesT.

4. Bb3MOKHHM HeKeTaH! peakun

Kakto Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja IPECAU3BHUKA HEXKCIIaHN PCAKINU, BBIIPEKH Y€ HE
BCCKMU I'M I1OJTy4aBa.

Pradaxa meficTBa BBpXy Iporeca Ha KpbBOCHCHUPBAHE, TOPAIH KOETO IIOBEYETO HEXKETTAHU PEAKINH Ca
CBBP3aHM C MPOSIBU KaTo 00pa3yBaHe Ha CHHUHH WIN KbpBeHE. MOKe J1a HACTBITU TOJISIMO HITH TEXKKO
KBPBEHE - TOBA Ca Hall-CEPMO3HNUTE HEKEIAHN PEAKIIMH U HE3aBUCUMO OT MSICTOTO HA BH3HUKBAHE,
MOTaT Jia I0BeJaT 10 UHBAIUAU3UPAHE, KUBOTO3ACTPALIaBALIO ChCTOSIHUE UM JOPU CMBPT. B Hikon
CJIy4yau TOBAa KbPBEHE MOXKE J1a HE € BUIAUMO.

Axo nipu Bac ce mosiBu KbpBeHE, KOETO HE CIIHpa CaMO HITH aKO UMaTe MPHU3HAIM HA IIPEKOMEPHO
KbpBeHE (M3KIIIOUUTENHA ¢1a00CT, yMOpa, OJICAHOCT, 3aMasHOCT, TJIaBOOOJIME UK HEOOSICHUM OTOK),
He3a0aBHO ce MochBeTBaliTe ¢ Bamms nekap. Bammsat nekap moxe na perm ga Bu HaGmoaBa
MO-CTPOTO HJIH JIa TIPOMEHH JIeueHHeTo Bu.

Tps0Ba He3abaBHO /1a KaxeTe Ha Bamms nekap, ako yceTuTe cepro3Ha alepruyHa peaxius, KosTo
MIPUYUHSABA 3aTPyIHEHO JUINAHE WU 3aMaiiBaHe.

Bb3MoxHUTE HEXXETIAaHH PEaKIIH ca M30POSHH MO-A0IY, KaTO ca TPYNUPaHH 110 TOBA KOJIKO YECTO ce
TOSIBSIBAT.

HDC}IOTBDaTﬂBaHe Ha 06DaSVBaHeTO HAa KPBBHU CBCUPCIIN CJIC ITPOTEC3UPAHEC HA KOJIITHHA UJIN
Ta300epeHa crasa

Yectu (Mmorat na 3acersat no 1 Ha 10 gymm):
- Cra/i Ha HUBOTO HA XEMOTJIOOMHA B KPHBTa (BEMIECTBOTO B UEPBEHUTE KPHBHU KIIETKH)
- OTKJIOHEHHS B pe3yJITaTUTE OT JTaOOPaTOPHUTE U3CIeABAHHUS Ha YePHOAPOOHATA (PYHKIHS

Heuectu (Morat ma 3acersat go 1 Ha 100 gymmm):

- KbpPBEHE MOXKE J]a BR3HUKHE OT HOCa, B CTOMaxa WX YepBaTa, OT MIeHUCa/BarnHaTa Win
MUKOYHUTE ITHTHUINA (BKIFOYUTEIHO KPBB B ypPUHATA, KOSITO OLBETSABA ypUHATA B PO30BO MIIH
YepBEHO), OT XEMOPOUJIU, OT PEKTyMa, TI0J] KOXKaTa, B CTaBa, OT WU Clie/l HapaHsIBaHe, WIH CIIe]T
orepanus

- oOpa3yBaHe Ha KPHBOHACSIAHE WM CUHUHU CIIE/I OTIepalysTa

- KPBB B U3NPAKHEHUATA, YCTAHOBEHA Upe3 JIaA00PaTOPEeH TeCT

- cnaj B Oposi Ha YepBEHUTE KPBBHU KIETKH

- HaMaJIsIBaHE Ha MPOIIEHTA HA KPHBHUTE KIIETKH

- aJlepruyHa peaKius

- IIOBPBIIAHE

- YECTO U3XO0XK/IaHEe Ha KAIllaBU WU BOJHUCTH U3ITPAKHEHUS

- rajieHe

- CeKpelysl OT paHaTa (OT/IesSHE Ha TEYHOCT OT ONlepaTHBHATA paHa)

- MOBHIIIEHN Y€PHOAPOOHHU CH3UMH

- MOXKBJITSBAHE HAa KOXKATa WK OIOTO HAa OYUTE, MPUYMHEHO OT YEPHOIPOOHH MTPOOIEMU HITH
npo0JeMu ¢ KpbBTa

Penxu (morar ga 3acernar jo 1 Ha 1 000 mymmm):

- KbpPBEHE

- KBpPBEHE MOXKE J1a BE3HUKHE B MO3bKa, OT XUPYPTrUUEH pa3pe3, OT MACTOTO Ha MOCTABSIHE HA
WHXEKIIAS WU OT MSACTOTO Ha IIOCTABsHE HAa KaTEThp BHB BEHA

- OTHEJSIHE HA KPBbBEHUCTA TEUHOCT OT MSICTOTO Ha MOCTABSIHE HA BEHO3EH KaTeThp

- W3KaIUITHE Ha KPBB WM KbPBaBa Xpavka
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- craz B 6post Ha TPOMOOIUTUTE B KPBBTA

- craj B Opos Ha YEPBEHUTE KPBBHH KICTKH CJICH OTIePAIUs

- CECpPUO3HAa AJICPrudHa p€aKkius, KOATO NPpUYNHABA 3aTPYAHCHO AUIIAHE U 3aMaiBaHe

- CCPUO3HAa aJICPrudHa pCaKkiusa, KOATO NPpUINHABA ITOYBAaHEC HA JIMIETO WJIN I'bPJIOTO

- KOXKEH OOpHB B PE3yJITAT Ha aJIepPrUYHA PEaKI[ys, U3sABIBAII CE KATO ThMHOYCPBCHH,
HAJIUTHATH, CHPOSIIN THITKH

- BHE3aITHa IMMPOMsAHA B IBE€TA U BUJla HA KOXKaTa

- ChpOeK

- s3Ba HA CTOMAxa MK yepBaTa (BKIFOUUTETHO SI3Ba HA XPAHOIIPOBO/IA)

- BB3MAICHUE Ha XPaHOIIPOBOIa M CTOMaxa

- BPBIIaHE HAa CTOMAIITHA COKOBE B XpaHOIIPOBO/IA

- 0oJiKa B KOpeMa WJIH CTOMAaxa

- JIOIIO XPaHOCMHUJIAHE

- 3aTPY/JHEHO 'bJTAHE

- OTJICISTHEe HA TEYHOCT OT paHaTa

- OTJICISTHE HA TEYHOCT OT paHaTa Cie]| oreparus

C Heu3BecTHa YeCTOTa (OT HATMYHUTE JaHHHU HE MOXKe Jla Ob/ie HalpaBeHa OlleHKa Ha YecToTara)

- 3aTPyAHEHO JUIIAHE WU XPUIITCHE

- HaMaJsiBaHe Ha OpOs WIIM JOPH JIMIICA Ha Oeii KpBBHH KJIETKH (KOUTO TIoMaraT B 6opbara ¢
UH(EKIUNTE)

- Kocomaj

JleueHme 3a pa3TBapsHE Ha BEUC 06D213VB2UH/I CC€ KPBbBHHU CHCHUPCIIN U IPEAOTBPATABAHC HA TIOBTOPHOTO
M O6Da3VBaHC Opu acna

Yectu (Morat na 3acersat no 1 Ha 10 gymm):

- cnaj B Oposi Ha YepBEHUTE KPBBHU KIETKH

- cnaji B Oposi Ha TPOMOOIIUTHTE B KPHBTA

- KOXKEH OOpHB B Pe3yJITaT Ha aIepTUYHA PEAKITUS, U3SBSIBAII CE KAaTO ThMHOUYEPBEHH,
HAJUTHATH, CHPOSIIN THITKU

- BHE3aITHA MPOMSIHA B I[BETA U BUJA HA KOXKaTa

- o0Opa3yBaHe Ha KpbBOHACSIaHE

- KbPBEHE OT HOCA

- BPBII[aHE HAa CTOMAIITHUA COKOBE B XPaHOIPOBO/Ia

- MOBPBIIIaHE

- rajicHe

- YECTO U3XOXKIAHE HA KalllaBU WJIM BOAHUCTHU U3IIPAXKHCHUA

- JIOIIO XPaHOCMUJIAHE

- KOcoTa,|

- MOBHIIIEHU Y€PHOAPOOHHU CH3UMH

Heuectu (Morar ga 3acernar jo 1 va 100 gymm):

- HaMmaJsiBaHe Ha Opos Ha OeN KPhBHH KJIETKU (KOUTO rmomarart B 6op6ara ¢ UHQEKIUUTe)

- KbpPBEHE MOKE J1a BE3HUKHE B CTOMaxa WM 4epBaTa, OT MO3bKa, OT peKTyMa, OT
NIeHKCa/BaruHaTa Wik MUKOYHHUTE MbTHIA (BKIIOUYUTEIHO KPBB B YpUHATA, KOSITO OL[BETSBA
yprHaTa B pO30BO HJIM YE€PBEHO), WIIH MO/ KOXKaTa

- Cra/i Ha HUBOTO HA XEMOTJIOOMHA B KPHBTa (BEMIECTBOTO B UEPBEHUTE KPHBHU KIIETKH)

- HaMaJIIBaHE Ha NPOLIEHTAa Ha KPbBHUTE KIETKU

- cepbex

- M3KaIUISTHE Ha KPBB WIM KbpBaBa Xpadka

- 0onka B KOpeMa MJIM CTOMaxa

- BB3MAJIEHHE Ha XPAHOIPOBOJA U CTOMaxa

- alepruyHa peaxius

- 3aTpyIHEHO T'hJITaHE

- MOXBJITABAHE HA KOXKaTa MM OSUI0TO HA OYMTE, IPUIMHEHO OT YePHOAPOOHH MpobIeMu I
npoOJeMu ¢ KpbBTa
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C HeusBecTHa yecToTa (OT HATMYHUTE JaHHHU HE MOKe J1a ObJie HallpaBeHa OIIEeHKa Ha YeCTOTaTa)

- nvrica Ha 6eu KpbBHU KIIETKH (KOMTO roMarat B 6opbata ¢ nHpeKIunTe)

- CeprOo3Ha aJieprUYHa PeaKlys, KOSITO MPUYNHABA 3aTPYJHEHO IWIIaHE WIN 3aMaiiBaHe

- CEpHO3Ha aJIEprUYHa Peaklys, KOSITO IPUYMHABA [TOyBaHE Ha JINLETO WIH I'bPIIOTO

- 3aTpyIHEHO AMIIAHE WM XPUIITCHE

- KbpPBEHE

- KBPBEHE MOKE J1a BE3HUKHE B CTaBa MJIM OT TpaBMa, OT XUPYpPrUUeH pa3pes, OT MICTOTO Ha
MOCTaBAHE Ha MHKEKIUS UM OT MICTOTO Ha ITOCTaBsIHE HA KaTEThP BbB BEHA

- KbpPBEHE MOKE J]a BE3HUKHE OT XEMOPOUIH

- A3Ba HA CTOMAaxa WU yepBaTa (BK/IIOUUTEIHO S3Ba HA XPaHOIIPOBOA)

- OTKJIOHEHHS B pe3yJITaTUTE OT J1a0OPaTOPHUTE U3CIIeABAaHHUS Ha YePHOAPOOHATA (PYHKIHS

Chol01maBaHe HA HesKeJIAHU pPeakIuu

AKO MONTyyHTe HIKaKBU HEXEJIaHH JICKApCTBEHN peakiy, yBeaomere Bamus nexap unu gpapmanesnT.

ToBa BKIIOYBA BCUYKH B3MOYKHHM HEOIMCAaHH B Ta3M JIMCTOBKA HEXENaHU peakuuu. Moxere chlIo 1a

CHhOOIINTE HEXETIAHN PEaKIH JUPEKTHO Ype3 HAIlMOHAHATA CUCTEMA 33 ChOOIIaBaHe, MOCOYeHa B

[punoxenue V. Karo cro0maBare HexenaHU PEaKLUK, MOXKETe J1a 1aIeTe CBOsI IPUHOC 32

NoJy4aBaHe Ha MoBeue HH(opManus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBare Pradaxa

Ja ce cpxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JIela.

He u3non3Baiite ToBa 1eKapcTBO Ciie]] CPOKa Ha TOAHOCT, OTOEIIs3aH BbPXY KaPTOHEHATa ONAaKOBKa,

omctepa wim OyTtuikara cien ,,l'omen 10:“. CpoKbsT Ha TOMHOCT OTTOBaps Ha MOCICTHUS ACH OT

MOCOUYCHHS Mecell.

brucrep: Jla ce cbxpaHsiBa B OpUTHHATIHATA OMIAKOBKA, 32 J]a Ce MpeJa3y OT Biara.

Byrunka: Crex oTBapsiHe JIeKapCTBOTO TpsAOBa Ja ce n3noinspa a0 4 mecena. CbxpaHsBaiite OyTunkara
IUTBTHO 3aTBOpeHa. Jla ce chbxpaHsBa B OpUTHHAIHATA OMIAKOBKA, 3a J]a C€ Mpeana3y OT
BJIara.

He u3xBbpisiite nexkapcTBara B KaHanuzauusta. [lonuraiite Bamms ¢papmaneBT Kak J1a H3XBbPIIATE

JIeKapcTBaTa, KOUTO Beue He M3IMoJI3BaTe. Te3u MEepKH e CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpejia.

6. Chbabp:kaHHe HA ONMAKOBKATA U JOMBbJIHUTETHA HHOpManus

Kakgo cbabp:ka Pradaxa

- AKTHBHO BemIecTBO: qaburarpat. Beska TBBpaa Kamcysa cChabpika 75 mg nadurarpan
eTeKcwIaT (KaTo Me3uar).

- Jpyru chcTaBky: BUHEHA KHCEINMHA, apadcKa ryMa, XUIIpoMeno3a, TMMeTUKoH 350, Tank u
XHUAPOKCHUITPOITMILIETYII03a.

- KancynaTa ChbAbpPiKa KaparéHaH, KaJJuCB XJIOpUJ, TUTAHOB JUOKCU U XUIIPOMEJI034a.

- LIepHOTO I€YaTHO MaCTHUJIO ChAbprKa MICJJIAK, YEPECH KEJIC3CH OKCU U KAJTUEB XUIPOKCHU/I.
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Kak n3ruexxna Pradaxa n kakBo chIbp:Ka OIIaKOBKATA

Pradaxa 75 mg ca TBbpaAM Kancynu (mpubau3uTenaHo 18 x 6 mm) ¢ 65510 Hempo3payHo Kanave u 0510
Herpo3pauHo Ts10. Jlororo Ha komnanusita Boehringer Ingelheim e oTreyarano Ha kanadero, a Ha
TSJIOTO Ha TBBpJIaTa Karcyia € oTredaran kop ,,R75%.

ToBa nekapcTBO ce npesyiara B onakoBky, ceabpkany 10 x 1, 30 x 1 unu 60 x 1 TBbpAM Karicynu B
armymMuHueBH niepdopupanu onuctepu ¢ enquHnYHN 103u. OcBeH ToBa Pradaxa ce mpejyiara u B
OTIAaKOBKH, Chabpkauy 60 X 1 TBEpIM Karcyau B alyMUHUEBH NiepdopupaHu Oenu GJmcTepu ¢
€AVMHUYHU JI03U.

ToBa jieKapcTBO ce IpejyIara ChIlo B MOJIMIPOIMICHOBH (IIJIaCTMACOBH) OYTHIIKH ¢ 60 TBBpAM
KarcyJiu.

He Bcruky BHJIOBE OMAKOBKH MOTaT Jia ObAaT IyCHATH HA Ma3apa.
IIpuTe:xaTes HAa pa3pelIeHNETO 32 yOTpPeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

IIpousBoguTen

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

u
Boehringer Ingelheim France
100-104 avenue de France

75013 Paris
Opanuus
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3a JOII'BJIHUTCIIHA I/IH(i)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsA, CBbPKETC CC C JIOKAJTHUSA
MNpEeACTABUTECI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V T¢l/Tel: +32
27733311

buarapus
bropunrep Unrenxaiim PLIB I'Mm6X 1 Ko KI' —
KJIOH bparapus

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EALGoo
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V Tél/Tel: +32
27733311

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co
KGorganizacna zlozka

Tel: +421 2 5810 1211



Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvnpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom (Northern Ireland)
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

I[aTa Ha IMOCJECIHO MpepasrjeckaaHne Ha JIMCTOBKaTa

[Honpobna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponeiickata

areHITus 10 JeKapcTBaTa http:// www.ema.europa.eu/.
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JIncroBka: HH(popMaLUs 32 MAHEHTA

Pradaxa 110 mg TBLpAN KancyJim
naburatpaH erekcuiar (dabigatran etexilate)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, MPeIM 1a 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,
ThH KaTO TS ChABPKA BaxkHa 32 Bac nndopmanus.

- 3amasere Ta3u JIUCTOBKA. MoJKe /1a ce HaJO0XkH J1a sl IPOUYETETE OTHOBO.

- AKO UMare HAKAKBH JIOIBJIHUTEIHA BBIIPOCH, TonuTaiTe Bamus exkap uin papmarieBT.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeId, He3aBUCHMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JIsBaHe ca chlIuTe KaTto Bammre.

- AKO ToNTyunTe HIKAKBU HEXXEJIaH! peakin, yBejomere Bammst nekap unn hapmanest. ToBa
BKJIFOYBA U BCUYKH Bb3MOXXHH HEXKCJIIaHU p€aKIINU, HCOIMUCAaHU B Ta3U JIMCTOBKA. Bmxre
TouKa 4.

KakBo cbabp:xa Ta3u JIMCTOBKA

Kaxkso npencrasnsiBa Pradaxa u 3a kakBo ce M3noa3Ba
Kaxkso Tps6Ba na 3Haere, npeau na npuemere Pradaxa

Kak na mpuemare Pradaxa

BB3MOoXHE HEeXKETaHU PEaKIInH

Kak na cexpansBare Pradaxa

ChpIbprkaHre Ha OIMAKOBKATA U JIOMIBIHATEITHA HHGOPMAIIHS

SN A LN

1. Kakso npeacraBasasa Pradaxa u 3a kakBo ce H3M0JI3Ba

Pradaxa chappika akTHBHOTO BEIIECTBO JaOWraTpaH €TeKCUIAT U IPUHAIICKH KbM IpyIia JIeKapCcTBa,
HapedeHW aHTHKoaryaaHTu. Toi 6J0kupa AeHCTBHETO Ha BELIECTBO B OPraHU3Ma, KOETO y4acTBa B
o0pa3yBaHETO Ha KPHBHU CHCUPEITH.

Pradaxa ce n3nonssa IIpyu Bb3paCTHU 3a:

- MpesIoTBpaTsIBaHe Ha 00pa3yBaHETO Ha KPHbBHH ChCUPEIM BbB BEHUTE CJIe]| IPOTE3NpaHe Ha
KOJISTHHA WJIM Ta300epeHa cTaBa.

- MIpeIoTBpaTsIBaHEe Ha KPHBHU CHCHPEIN B MO3bKa (MHCYIIT) U APYTH KPHbBOHOCHU CHJIOBE B
TSAJIOTO, aKO UMaTe (opMa Ha HEPaBHOMEPEH CHPJIEUCH PUTHM, HapeueHa HEKJIAITHO MPEACHPAHO

MBKACHE U IIOHE OLIC €JUH PUCKOB (l)aKTOp.

- JICYCHUC Ha KPHBHU CbCUPCIH BbB BEHUTC HAa KpaKaTa U Oenurte HpO6OBe, KaKTO H 3a
npeaoTBpaTdBaHC HAa TIOBTOPHOTO UM 06pa3yBaHe.

Pradaxa ce u3nonsea npu jena 3a:

- pa3TBapsiHe Ha Beue 00pa3yBasi ce KPbBHU ChCHPELN U NIPEJOTBPATBAHE HA TOBTOPHOTO UM

obpasyBaHe.

2. KaxBo TpsioBa na 3naere, npeau aa npuemere Pradaxa

He npuemaiite Pradaxa

- aKO CTC aJICPIr'UMYHU KbM )Ia6I/IFanaH C€TCKCUJIaT NUJIN HJAKOS OT OCTAaHAJINTE CbCTABKH Ha TOBA
JeKapcTBO (M30pOeHH B TOUKA 6).

- aKO MMaTe CHITHO MTOHIKeHa ObOpevHa (yHKIHS.
- aKO B MOMEHTA UMaTe KbpPBEHE.
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aKo uMaTte 3a00JsIBaHEe Ha OpPTaH B TAJIOTO, KOETO YBEJIMUaBa PUCKA OT CEPUO3HO KbPBEHE
(Hamp., croMalHa s38a, HapaHsIBaHE WIKM KbPBEHE B MO3bKa, CKOPOIIHA OTEepaIis Ha MO3bKa
WJTH OYUTE).

ako npu Bac nMa rmoBuIleHa CKIIOHHOCT KbM KbPBEHE, KOSITO MOXKE JIa € BPOJICHa, C HEM3BECTEH
HPOU3XO0J1 MJIH J1a C€ IbJDKU Ha MpHUeMa Ha JIPYTH JIeKapCTBa.

aKo TpHeMare JIeKapcTBa 3a IpeJoTBpaTsBaHe Ha 00pa3yBaHETO HAa KPBBHU ChCUPELH (HATP.,
BapdapuH, puBapokcadaH, anukcabaH WM XerapyH), OCBEH IPH POMSHA Ha
AQHTUKOATyJaHTHOTO JIeYeHHE, T0KaTo By € mocTaBeH KaTeThp BbB BEHA WM apTepHsi, KOUTO ce
IPOMUBA C XETIapHH, 3a Ja T0 NOAIbPKa OTBOPEH HJIM B CIy4ail Korato, 3a J1a c€ Bb3CTaHOBH
CBPJICYHUAT By puTHM 710 HOpMaJIeH, ce Mpujiara eJHa nporeaypa, HapeueHa KaTeThbpHa
a0JaIus Ha IPEACHPIHO MBXKICHE.

aKO MMaTe CHJIHO MOHMKEHA YePHOIPOOHA (PYHKIUS WM YEPHOAPOOHO 3a00sIBaHe, KOETO €
BB3MOXHO Jia IPpUYUHU CMBPT.

aKo MpreMare KETOKOHA30JI MITH HTPAKOHA30JI TIEpOPaITHO, JIKApCTBa 3a JICYCHUE HA IbOUYHU
WHpEKINH.

aKo TMpHeMare repopajeH IUKIOCIIOPHH, JEKapCTBO, MPEANa3Balio OT OTXBBPIISHE Ha OpraH
CJIe/] TPaHCIUIAHTAIHS.

aKo mpueMare JApoHeIapoH, JIEKapCcTBO, U3IMOI3BAHO 3a JICUCHNE Ha HApYLICH ChPAEUYEH PUTHM.
aKo mpremMare KOMOMHUPAH MPOIYKT OT TJICKAIIPEBUP U MMOPEHTACBUP — AHTHBUPYCHO
JIeKapCTBO, U3IIOJI3BaHO 3a JieueHue Ha xermatut C.

ako Bu e mocraBeHa U3KycTBEHa ChpIeUHA KJIala, IPH KOETO Ce Halara HempeKbCHATO
paspexiaHe Ha KpbBTA.

Hpezlyrlpeﬁcz]emm U NpEANasHu MEPKHA

T'oBopere ¢ Bammus nekap, npeau ga npuemere Pradaxa. Mose chIo 1a ce HaJ0XH /1a TOBOPUTE €
Bamms nexkap no BpeMe Ha JICUEHUETO C TOBA JIEKAPCTBO, AKO YCETUTE CUMIITOMH WK ako Bu
IIPEICTON XUPYPrU4HA ONEPALIHSL.

TpaodBa 1a kaxeTe Ha Bamms Jekap, ako MaTe WK CT€ UMM HIKAKBH OOJIECTHU CHCTOSHHS WITH
3a00JIIBaHUs, 0COOCHO HAKOE OT BKIIIOUEHUTE B CIICAHUS CIIUCHK:

ako mpu Bac nMa moBHILIEH pUCK OT KbpBEHE, KATO:

® aKO HACKOPO CTE MMaJli KbPBEHE.

= ak0 XUpyprudHo Bu e B3eTa mpoOa OT TesnecHa ThKaH 3a u3cienBaHe (OUorncus) B HOCIEAHUS

MECeIL.

® aKO CTE€ MMaJIM CEpPHUO3HO HapaHsIBaHe (Halp. KOCTHA (paKkTypa, HapaHsBaHE Ha TaBaTa Wi
HSKaKBO HapaHsABaHE, M3UCKBAIIO XUPYPTUIHO JIEICHHE).

® aKO CTpajare OT Bb3MaJeHUE Ha XPaHOIIPOBOJA WM CTOMAaxa.

® aKO UMaTe MPOOJIEMH C BphIllaHE Ha CTOMAIIIEH COK B XPaHOIPOBO/IA.

® aKO MpHEMaTe JIEKapcTBa, KOMTO MOTarT Jia MOBUIIIAT prCKa OT KbpBeHe. Buxre ,,Jlpyru
nekapctBa u Pradaxa® mo-momy.

® aKO MpHeMaTe MPOTHBOBB3MAIUTEIHH JIEKapCTBa, KaTo IUKIopeHakK, noynpodeH,
MAPOKCHKAM.

® aKO UMaTe WHEKIH Ha ChbpLETo (OaKTepruaneH eHI0KapIuT).

® aKO 3HaeTe, Ye uMaTe HaMmaneHa ObOpedHa (GYHKLUS UM aKO CTPaJaTe OT ACXHUIpaTalus
(cuMrmTOMHTE BKITIOUBAT XKaXK/Ja M OTAEISTHE HA HAMAJIEHO KOJIMYECTBO ThMHO OIIBETEHA
(KOHIIEHTpUpaHa) ypUHa/ypyUHa, B KOATO UMa TIsTHA).

" aKO CT€ HaJ 75 TOOUHH.

® aKO CT€ BB3pacTeH manueHT u Texxute S0 kg i nmo-mainko.

® CaMO aKo Ce M3MOJ3Ba IPH Jela: ako JIeTeTO NMa WH(EKIINS OKOJIO WK B MO3bKa.

aKo cTe MMasd MH(PAPKT WK ako npHu Bac ca ycTaHOBEHH CHCTOSHUS, KOUTO MOBHUILIABAT PUCKA
oT nH(aPKT.

aKo MMaTe YepHOAPOOHO 3a00IIsIBaHE, KOETO € CBBP3aHO C MPOMEHH B KPBBHUTE TeCTOBE. B
TO3M Clly4ail yrorpebara Ha TOBa JISKAPCTBO HE CE NPENOPhYBA.
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BuaumasgaiiTe oco6eno MHoro npu ynorpedéara Ha Pradaxa

- ako Bu nipeacTou onepanus:
B to3u ciyuaii Pradaxa TpsiOBa ia ce cripe BpeMeHHO TIOpay yBEIUYEH PUCK OT KbPBEHE 110
BpeMe Ha M MaJIKO cJie]l orepanusTa. MHOTO € BaXKHO ja npuemere Pradaxa npenu u cien
ornepanuara TOYHO BbB BPEMETO, YKa3aHo OT Baius Jiekap.

- aKo OrepalusITa BKIIOUBA IIOCTABSIHE HAa KATEThP WM HHXXEKLUS B TpbOHAUYHUS CTHIO (Hamp. 3a
enuaypagHa Wiv CIMHAIHA aHEeCTe3Ns WK 3a 00JeKJYaBaHe Ha 00JKaTa):
" MHOTO € BayKHO Jia ipueMete Pradaxa npeau u ciieJ] onepanusTa TOYHO BEB BPEMETO,
yKa3aHo oT Bamms nexap.
= TpsOBa He3a0aBHO J1a Ka)KeTe Ha Bammms jiekap, ako yceTUTe U3TPhIIBaHE WK CIab0CT B
KpakaTta uJin HpO6HeMI/I C y€pBaTa WU IMMKOYHUA MEXYDP CJIC/ Kpasd Ha aHCCTE3UATA,
3aI]0TO ca HEOOXOIUMH CHEIIHH TPHKH.

- aKO MaJHETE WJIN C€ HApPAaHUTE 110 BpEME HaA JICHCHUC, 0COOEHO aKo cH yYAapuTe riiaBata, MOJId,
MOTBPCCTE CIICIIHA MCAUIIMHCKA ITOMOILI. Moske na ce HaJIoXKH Ja Bu npericaa Jgekap, Thil KaTo
MOIXKE [1a CTC C TIOBUIIICH PUCK OT KbPBCHC.

- aKo 3HaeTe, e uMaTe 3a00JsIBaHe, HapedeHo aHTHhochoIMIHIeH CHHIPOM (HapyllIieHHue Ha
MMYHHAaTa CHUCTEMa, KOETO IIPUUMHSIBA MOBHUIIEH PUCK OT 00pa3yBaHe HA KPBBHHU ChCHUPELH),
Kaxere Ha Barus nexap, KOHTO 11ie B3eMe pelieHue 3a He0OX0MMOCTTa OT IPOMSIHA Ha
JICUYCHHUETO.

Jpyru nexapcrBa u Pradaxa

TpsOBa 1a kaxere Ha Bamms nexap wim GapMmanesT, ako premMare, HaCKOpO CTe PUEMAaITH WA €
BB3MOXHO JIa IpreMaTe ApyrH jJekapcrea. Ilo-cnenuanHo, TpsadBa 1a Kaxere Ha Bammus jgekap,
Npeau Aa 3amo4HeTe Aa npueMare Pradaxa, ako npuemare e{HO 0T JieKapcTBaTa, H30POEHH II0-
H0JTY:

- JlekapcTBa, KOUTO HAMAIABAT CHCUPBAHETO HAa KPBBTa (Hanp. BapdapuH, GEeHNPOKYMOH,
aIreHOKyMapoJI, XeMapyH, KIOMUAOTPEN, IPacyrpesl, THKarpeIop, puBapokcadaH,
aleTUICANUIIIIOBA KUCETMHA)

- JlexapcTBa 3a JieueHHe Ha FBOMYHYN HHPEKIUH (HaIp. KETOKOHA30J1, HTPAKOHA30J1), OCBEH aKo
T€ Ce HaHACIT CaMO BBPXY KOXKaTa

- JlexapcTBa 3a eueHne Ha HApYIIEH ChPIEYeH PUTHM (HAIpP. aMHOJapOH, JPOHEIaPOH,
XUHUAWH, BeparaMu).

AKO TipreMaTe JIeKapcTBa, ChIbPKAIIM aMHOAAPOH, XMHUUH WM Bepanamml, Bammusar nekap
Moxe na Bu kaxe na u3non3Bare HaMmaneHa o3a Pradaxa B 3aBucuMocT ot 3a00JIs1BaHETO, 32
koeto Bu e npennucan. BuxTre Touka 3.

- JlexapcTBa 3a npenna3zBaHe 0T OPraHHO OTXBBPIISHE CJie]l TPAaHCIUIaHTauus (Hamp. TaKpoJIMMYC,
LIUKJIOCIIOPUH)

- KomOunmnpan npoayKT OT riieKanpeBUp U MUOpEeHTacBUpP (AHTUBUPYCHO JIEKapCTBO, U3IIOI3BAHO
3a neyenue Ha xenatut C)

- [IpoTHBOBB3NAIMTEIIHN CPEACTBA U OONKOYCIIOKOSBAIIIN JEKapCTBa (HaIp. alleTHIICAUITIIOBA
KucenHa, noynpodeH, TkIodeHak)

- JKBaT KaHTapuOH, paCTUTEITHO JIEKAPCTBO 32 JIEYEHUE Ha JIeNpPechs

- JlexapcTBa 3a nedueHNe Ha JENPECHs, HAPEUCHH CEJICKTUBHA NHXUOUTOPH Ha 0OpaTHOTO
3axBalllaHe Ha CePOTOHHMHA MM MHXUOUTOPH Ha 00pPaTHOTO 3aXBalllaHe Ha CEPOTOHWH-
HOpenuHePpuH

- Pudamnuuun nim KI1apuTpoOMHULIKH (JBa aHTHOMOTHKA)

- AnTtuBupycHu nexapcrsa cpenry CIIMH (aamp. putonaBup)

- Onpeenenu eKkapcTBa 3a JIeUeHUe Ha enutericust (Harp. kapoamasenuH, QeHUTONH )

254



BpemeHHOCT M KbpMeHe

Edexture Ha Pradaxa BbpXy OpeMEeHHOCTTa M HEPOJICHOTO JIETe He ca U3BecTHU. Bue He TpsOBa aa
npreMare ToBa JIEKapCTBO, aKo cTe OpeMeHHa, OCBeH ako Bammst nekap Bu kaxe, ge e 6e30macHo 1a
ro TpaBUTE. AKO CTE JK€Ha B A€TepOIHA BB3PACT, TPAOBa 1a n30sreate 3a0peMeHsBaHe, JOKATO
npuemare Pradaxa.

Bue ne Tps6Ba 1a kppMuTe, gokaTo npuemate Pradaxa.

Ilopupane u padoTa ¢ MAIIIUHU

He ca u3Bectnu edexrute Ha Pradaxa BppXy cnocoGHOCTTa 3a modupaHe Wik padoTa ¢ MallHHU.

3. Kak na npuemare Pradaxa
Pradaxa xamcynu Moxke J1a ce M3I0JI3Ba IPH BH3PACTHH U Jiella Ha 8-TOANIIHA BB3PAcT HIH HO-
roJIeMH, KOUTO ca CIIOCOOHU J1a T'hJITAT Kancynure nend. ChLiecTBYBAaT U APYTH, ChbOOpa3eHu C

BB3pPAaCTTa 1030BU (bOpMI/I 3a JICYCHHUEC Ha Ac1a I1oa 8—FO,I[I/IIIIH8. BB3pPacT.

Bunaru npuemaiite ToBa I€KapcTBO TOYHO KakTo Bu e kazanm Bammst jiekap. AKO HE CT€ CUTYpHHU 3a
Hello, nonuTtaiire Bamus nekap.

IIpuemaiite Pradaxa chriacHo npenopbKUTe MPH CJIeTHUTE 32001ABAHUS:

IIpenoTBparsBane Ha 00pa3yBaHETO HA KPHBHU CHCUPELM CIIE] IPOTE3UPAHE HA KOJISTHHA WU
Ta3o0epeHa crasa

[Ipenopbunrennara no3a € 220 mg BeAHb XK AHEBHO (TIpHeTH Kato 2 Karcyiau ot 110 mg).

Axo 0b0peuHaTa Bu (pyHKIHA € HAMAaJIeHA TIOBEYE OT HAMOJIOBUHA WIIW CTE Ha Bb3PacT 75 roAuHu
WJIM ToBeYe, IpenopbrunTenHara 103a ¢ 150 mg BegHb:k THeBHO (IPUETH KATO 2 Karcysu oT 75 mg).

AKO TipremMaTe JeKapcTBa, ChIbPKAIIN aMHOJAPOH, XHHUIUH WU BepanaMuJi, IpernopbunuTeTHaTa
no3a e 150 mg BeHbK THEBHO (IPHETH KAaTo 2 Karcyiau oT 75 mg).

AKo miprieMaTe JIeKapcTBa, ChAbPIKAIIHN BepanaMui, i pyHknusta Ha BammuTe 660penu e
HaMaJleHa ToBeYe OT HANOJOBUHA, TPsiOBa Jia ObjieTe IeKyBaHH ¢ HaMayieHa J103a oT 75 mg Pradaxa,
3al]0TO PUCKBT BU OT KbpBEHE MOXKeE J]a € TIOBHUILIECH.

W npu nBaTa Buzsa nporesupaHe He TpsiOBa /1a ce 3aro4Ba JeUeHUE, ako ce HabJlt0jaBa KbPBEHE OT
MSICTOTO Ha olepanuara. AKO JEUEHHUETO HE MOXKE Ja 3aII0YHE B IEHS CJIE]] ONepalusiTa, IpUeMbT

Tpﬂ6Ba Ja 3all04He C 2 KarcyJid BEAHBbK JTHCBHO.

Cneo npome3updaHe Ha KOJARRama cnaed

Tps6Ba na 3amouneTe nedeHne ¢ Pradaxa B pamkure Ha 1-4 gaca cien MpUKIIOYBAHE HA OTEPAIUsiTa C
nmpueM Ha eqHa Karcyna. Cien ToBa Bue TpssOBa 1a npuemMate J1Be KaIcyJiu BeIHBK JHEBHO 3a 00110
10 guu.

Cneod npomesupane Ha mazobedpenama cmasa

Tps6Ba na 3amounete neveHue ¢ Pradaxa B pamkute Ha 1-4 yaca cien NpUKITIOYBAHE HA OTEpaIHsITa C
npueM Ha eqHa Karcyna. Cien ToBa Bue TpsOBa 1a nmpuemMate J1Be KarcyJiu BeIHBXK JHEBHO 32 00II0
28-35 muu.
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IIpenorBparsiBaHe Ha 3anyIIBaHE HA KPbBOHOCEH ChJL B MO3bKa WJIH TsUIOTO OT KPBBEH CHCHUPEK,
0o0pasyBaH BCJIEACTBUE HA HAPYIIEH ChbPJIEYEH PUTEHM, U JIEUEHHNE HA KPbBHU ChCUPELM BB BEHUTE HA
KpakaTta u 0ennre Ipo0oBe, BKIFOYUTEIHO IIPEAOTBPATIBAHE HAa IIOBTOPHOTO MM OOpa3yBaHe

[Ipenoppuntennara no3a e 300 mg, npueTH Kato e1Ha KancyJja or 150 mg 1Ba MbTH JTHEBHO.

Axo cte Ha 80 rogHM MU NMO-BH3PACTHM, ITpETIOpbUYNTENHATa 1032 € 220 mg, MPUETH KaTo eHA
Kancysaa ot 110 mg 1Ba mbTH THEBHO.

AKo nprieMaTe JeKapCcTBEHH MPOAYKTH, ChIbPKAIIN BepanaMuJ, Tps0Ba 1a ObJIeTe JIeKyBaHH C
HamasieHa 1o3a ot 220 mg Pradaxa, mpuetn karo eqna kancyJa ot 110 mg n18a nbTH 1HEBHO,
3al10TO PUCKBT BH OT KbpBEHE MOXKeE J1a € TIOBHUILIECH.

Axo ipu Bac uma noTeHIMaJIHO MO-BUMCOK PUCK OT KbpBeHe, Bamusar nekap Mmoxe 1a pem j1a Bu
npeanuiue go3a ot 220 mg, NpueTH KaTto egHa KamcyJa ot 110 mg xBa mbTH JIHEBHO.

Mosxe 1a TpoaBJDKUTE Aa pHeMaTe TOBa JIEKapCTBO, KOTATO e Hajara ChpaeyHusIT Bu puThM 1a ce
BB3CTAHOBH JI0 HOPMAJICH Ype3 €/IHa NpoIlelypa, HapeueHa kapauosepauno. [Ipuemaiite Pradaxa Taka,
KakTo Bu e kazan Bamust nekap.

AKO B KPbBOHOCEH Cb/Jl € [I0CTaBEHO MEAULIMHCKO U3/1eI1e (CTEHT), 3a 1a TO MOJIbpKa OTBOPEH, Upe3
IIpoLEeypa, HapeueHa IIEPKYyTAHHA KOPOHAPHA UHTEPBEHLUA CbC CTEHTUPAHE, 11[€ MOXKE Ja Ce
nekysate ¢ Pradaxa, xorato nekapst Bu nperienn, e Beue € IOCTHIHATO HOPMAJTHO HUBO HA KOHTPOI
Ha ChCHUPBaHETO Ha KpbBTa. [Ipnemaiite Pradaxa taka, kakto Bu e xa3an Bammsar nekap.

JleueHue 3a pa3TBapsiHe Ha Beue 00pa3yBaJIM c€ KPbBHU ChCHUPELM U IPENOTBPATIBAHE HA HOBTOPHOTO
1M o0Opa3yBaHe Opy aerna

Pradaxa Tpsi0Ba a ce mpuema jiBa IbTH JHEBHO, €/IHA /1032 CYTPHH U €]IHA J103a Bedep,
MPHUOJIM3UTEITHO 110 €HO M ChIIO BpeMe BCEKH JIeH. MIHTepBaIbT MEXKIY A03UTE TPAOBA J1a € KOJIKOTO
ce Moe 110-01m30 10 12 gaca.

HpeHOp’BLII/ITCJ'IHaTa J103a 3aBUCH OT BB3PACTTa U TCIICCHOTO TCIJIO. Bammsr JICKap HI¢ onmpeacin
TOYHaTa J03a. Bammsar JICKap MOXKE aa KOpurvupa go3ara ¢ Halip€aBaHETO Ha JICYECHUECTO.
Hpom,nmaBaﬁTe Ja U3M0JI3BAaTC BCUYKU APYTU JICKApCTBA, OCBCH aKO Bammsar JICKap HE Bu kaxe Ja
CIIPETC a U3MO0JI3BATC HAKOU OT TAX.

Enunnyna nosa Pradaxa, kosito TpsiOBa fa ce jaBa JiBa MTH JHEBHO, B MIJIUTpaMu (Mg), CIopeT
TEJIECHOTO TerJIo B Kuiiorpamu (kg) v Bp3pacTTa Ha MalyeHTa B TOIUHH:

B'b3paCT B rOAMHHU

8 mo 910 |10 m0 (11 1m0 |12 no |13 mo |14 no |15 mo (16 mo |17 mo
<9 <10 | <11 <12 |[<13 | <14 |<I5 | <16 | <17 | <18

>81 / 300 mg
= 7110<81 Karto 1Be Kancynau 150 mg
v uau
2 6110<71 YETUPH Kancyau 75 mg
2
S 260 mg
§ 51 10 <61 Kato exHa Kamncyia 110 miﬂ H;IIOC exna karicyna 150 mg
-5}
= enHa kancyia 110 mg mnroc aBe kamncyiu 75 mg

220 mg
41 10 <51 Karto nBe Karcynu 110 mg
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185 mg
KaTo eJlHa Kancyia 75 mg mioc eana kancyna 110 mg

31 oo <41

26 no <31

7

21 mo <26

i

O3Haana, 4cC MpPCIopbKa 3a JO3UPOBKATA HC MOXKC a 6’[),1'[6 JanacHa.

Kak na npuemate Pradaxa

Pradaxa moxe na ce mpuema cbe nin 6e3 xpana. Kancynara tpsi6Ba ga ce morirpiua msia, ¢ gama
BOJa, 32 J]a C€ OCUTYPH JOCTUTaHETo i 10 ctomaxa. He uymnere, He npBUeTE KarcynaTa U HE BaJieTe
MeJIeTUTE OT Karcysara, Thi KaTo TOBa MOXKE Ja IMMOBHUIIN PHUCKA OT KbPBEHE.

HNHcTpyknuu 3a oTBapsiHe Ha OJIMCTEpHTE

Crnenmnara MUKTOTpaMa IMoKa3Ba Kak Jia u3Bagute karncynute Pradaxa ot Gimcrepa:

Otnenere yact ot OnHcTepa, ChIIbpIKaIla Karcyna, 1mo nepopupanara JIAHUSL.

>
Otnenere Gonmoro Ha OnHcTepa U U3BAIETE KaIlCyJara.
o He u30yTBaiiTe kancynure npe3 OJIMCTEPHOTO QOIHO.
o He otnenBaiite 61ucTepHOTO (GOITHO MPEABAPUTEITHO, IPEIU 1A CE HAJIOXKH J1a IPUEMETe
KarcyJara.

HHcTpyknnu 3a OyTHiIKaTa

. Hartucuere u 3aBbpTeTE, 32 1a OTBOPUTE OyTHUIIKATA.

. Crnen kaTo M3BaAMTE KarcyJara U cte nmpuenu BamaTa 103a, mocraBere Karmaykara oOpaTHO Ha
OyTniKaTa M IUTBTHO 51 3aTBOPETE.

HpOMﬂHa Ha AaHTUKOATYJAHTHOTO JICY€HUE

He HpOMeHHﬁTC Bamero AHTUKOATr'yJIaHTHO JICYCHUC 0e3 KOHKPCTHO yKa3aHUuC OT Bamms JICKap.
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AKo cTe mpuesu noBeye oT HeoOxoaumaTa 103a Pradaxa

[IpuemMbT Ha MpeKaseHo rojsMa /103a OT TOBa JIEKAPCTBO MOBHINIABA PUCKA OT KbpBeHE. CBBPIKETE ce C
Bamus iekap He3abaBHO, aKO CT€ IPUETH TBHPJIE MHOTO Karncyiau. ViMa Ha pa3nonoxeHue
BB3MOXKHOCTH 32 CHIEIU(PUIHO JICUCHUE.

AKo cTe nponycHau a1a npuemere Pradaxa

HDCHOTBDaTﬂBaHe Ha OGDaSVBaHeTO HAa KPBBHHU CBCUPCIIN CJICA ITPOTC3UPAHEC HA KOJISTHHA UJIN
Ta300€eIpenHa cTaBa

Ipoawmkete na npuemate Bammre ocTaBamniy AHEBHU 1031 Pradaxa mo chImoTo BpeMe Ha CIeABaIIHs
JIEH.

He B3emaiite qBOMHA 1034, 3a JIa KOMIIEHCHPATE MPOIyCHATATa 1034,

Ynorpeba npu Be3pacTHU: IIpenoTBparsiBaHe Ha 3alyIIBaHE HA KPbBOHOCEH ChJ B MO3bKa MJIH
TSJIOTO OT KPBBEH CHLCUPEK, 00pa3yBaH BCIEACTBHE HA HAPYIIEH ChPJIEUYEH PUTHM, U JICUEHUE HA
KPBbBHH ChCUPELM BbB BEHUTE Ha KpaKaTa U OeauTe Apo0oBe, BKIIOYNUTEIHO IPEAOTBPATIBAHE HA
IIOBTOPHOTO UM 00pa3yBaHe

Ynorpeba mpu gena: Jleuenue 3a pa3TBapsHe Ha Beye 00pa3yBaIH Cc€ KPBBHHA CHCUPELN U
[pENOTBPATIBAaHE HA IOBTOPHOTO UM 00pa3yBaHe

[IpomycHara j103a MOXe J1a ce mpreMe Jo 6 yaca Impeid BpeMeTo 3a MPHeM Ha clie/iBaiaTa J103a.
[IpomycHara g03a He TpsOBa Ja ce mpreMa, ako 0CTaBaIl0TO BpeMe JI0 CiieIBaliara 03a € I0-Majiko
oT 6 yaca.

He B3emaiiTe nBoiiHa 1032, 32 Jja KOMIIEHCHpATE MMPOITyCHATAaTA J103a.

AKko cte cnipesn npueMa Ha Pradaxa

[Ipuemaiite Pradaxa Touno xakto Bu e npeanucano. He cnimpaiite npuema Ha ToBa JiekapcTBo, 63
Hali-Hampe[ J1a CTe TOBOPWIIN ¢ Bamms siekap, 3amoTo pucksT OT 00pa3yBaHe Ha KPBBEH ChCHPEK
MOXe€ J]a C€ YBEJINYH, aKO CIIpeTe JICUEHUETo TBbpAe paHo. CBbprkeTe ce ¢ Bamus siekap, ako umare
JIOIIO XpaHOCMUIIAHE ciel pueM Ha Pradaxa.

AKO UMare HIKaKBH JOMBIHUTEITHA BBIIPOCH, CBBP3aHHM C YIIOTpebaTa Ha TOBa JIEKAPCTBO, TOMUTANTE
Bamms nekap nnu dapmanesT.

4. Bb3MOKHHU HeKeJTaHU pPeakuuu

Kakto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja IPECAU3BHUKA HEXKCIIAaHN PCAKINU, BBIIPEKH Y€ HE
BCCKM I'l [10JTy4aBa.

Pradaxa nmeficTBa BbpXy mporeca Ha KpbBOChCHUPBAHE, IOPAJH KOETO MOBEYETO HEXKEJIaH! PEeaKkiy ca
CBBP3aHM C MPOSIBU KaTo 00pa3yBaHe Ha CHHUHH WM KbpBeHE. MOKe J1a HACTBITU TOJISIMO HITH TEXKO
KBPBEHE - TOBA Ca Hall-CEPMO3HNUTE HEIKEIAHN PEAKIIMH U HE3aBUCUMO OT MSCTOTO Ha Bb3HUKBAHE,
MOraT J1a I0BeAaT A0 HHBAINAU3UPaHe, )KUBOTO3aCTpalIaBalllo ChbCTOSHUE WU 10pU CMBPT. B HAKon
CJIy4au TOBAa KbPBEHE MOXKE J1a HE € BUIUMO.

Axo ripu Bac ce nosiBu KbpBeHe, KOETO HE CIIMpa caMo MM aKo UMaTe MPU3HALM Ha IPEKOMEPHO
KbpBeHE (M3KIII0YUTEIHA ¢1adoCT, yMopa, OJIeIHOCT, 3aMasHOCT, II1aBO0OJIME UIH HEOOSICHUM OTOK),
He3a0aBHO ce MmochBeTBaiTe ¢ Bamus nekap. Bamusr siekap Moxe na pemu na Bu HabmoaBa
MO-CTPOT'0 MJIH Jia MPOMEHH JieueHneTo Bu.

Tps0Ba He3abaBHO /1a KaxxeTe Ha Bamms nekap, ako yCceTuTe cepro3Ha alepruyHa peaxius, KosTo
MPUYUHSBA 3aTPyAHEHO JUINIAHE WK 3aMaiiBaHe.

258



Bb3MoxxHHTE HEexXenaHU pCaKknuu ca I/I36pOCHI/I IMo-A0J1y, KaTo Ca rpynrpaHy 110 TOBa KOJIKO Y€CTO CC
osABsABAT.

HDC}IOTBD&THB&HC Ha O6Da3VBaHeTO HAa KPBbBHU CBCUPCIIN CJICA ITPOTC3UPAHC HA KOJIITHHA UJIU
Tazo0eapeHa crasa

Yectu (Morat na 3acersat no 1 Ha 10 gymm):
- CIa/i HAa HUBOTO HA XEMOTJIO0MHA B KPBBTA (BEIIECTBOTO B YEPBEHUTE KPHBHH KIIETKH)
- OTKJIOHCHHS B PE3YJITATUTE OT JIAOOPATOPHUTE M3CIEABAHMS HA YePHOApOOHATA PYHKIIUS

Heuectu (morat na 3acersat g0 1 Ha 100 gymmm):

- KbPBEHE MOXKE J]a BR3HUKHE OT HOCAa, B CTOMaxa WX YepBaTa, OT MeHUCa/BarnHaTa Win
IIUKOYHUTEC ITbTHUILA (BKJ’IIO‘H/ITC.HHO KPbB B YpUHATa, KOATO OLUBETSABA YpUHATA B PO30BO UJIHU
YepBEHO), OT XEMOPOUJIU, OT PEKTyMa, TI0J] KOXKaTa, B CTaBa, OT WU Clie/l HapaHsIBaHe, WIH CIIe]T
orepauus

- oOpa3yBaHe Ha KPHBOHACSIAHE WM CUHUHU CIIE/I OTIepalysTa

- KPBB B U3NPAKHEHUSTA, YCTAHOBEHA Upe3 JTa00paTOpPEeH TeCT

- crnaji B Opos Ha YepBEHUTE KPHBHU KIIETKH

- HaMaJIsIBAHE Ha MPOIIEHTA HA KPHBHUTE KIIETKH

- aJlepruyHa peaKius

- IIOBPBIIAHE

- YECTO M3X0XK/IaHE HA KAIlIaBU WU BOJHUCTH U3ITPAKHEHUS

- rajicHe

- CEeKpelysi OT paHaTa (OT/IENsSHE Ha TEYHOCT OT OllepaTHBHATA paHa)

- MOBHUIIIEHU YePHOAPOOHH EH3UMHU

- MOXKBJITSBAHE HAa KOXKATa WK O5IOTO Ha OYUTE, MPUYMHEHO OT YEPHOIPOOHH MTPOOIEMU HITH
npo0JeMu ¢ KpbBTa

Penxu (morar ga 3acernar no 1 Ha 1 000 mymmm):

- KBpPBCHE

- KBpPBEHE MOXKE JIa BE3HUKHE B MO3bKa, OT XUPYPTHUEH pa3pe3, OT MACTOTO Ha TIOCTABSHE HA
MHXEKINS WU OT MACTOTO Ha MIOCTABSIHE HAa KaTeThp BbB BEHA

- OTJEJSIHE HA KPBbBEHUCTA TEUHOCT OT MSICTOTO Ha MOCTABSIHE HA BEHO3EH KaTeThpP

- W3KaIUISTHE HAa KPBB WM KbPBaBa XpavKka

- cnaji B Opos Ha TPOMOOIIUTHTE B KPHBTa

- crniaji B Opos Ha YepBEHUTE KPBBHU KJIETKH CJIE]] OIepaIns

- CepHo3Ha aJIepTUYHa PEAKITUS, KOSTO MIPUIHUHSIBA 3aTPYIHEHO TUIIAHE W 3aMaiiBaHe

- CepHo3Ha aJIepTUYHa PEAKITUS, KOSTO MPUIHHSIBA TIOTyBaHEe Ha JIUIIETO WX I'bPJIOTO

- KOXEH 0OpHB B pE3yJITaT Ha AJIEPTUYHA PEAKIIHs, N3SBSIBAIIl CE KATO TEMHOYEPBEHH,
HAJUTHATH, CHPOSIITN ITBITKH

- BHE3aITHa MIPOMSHA B I[BETA U BHJA HAa KOXKaTa

- ChpOeK

- s3Ba Ha CTOMAaxa WJIM YepBara (BKJIFOUUTEITHO S3Ba Ha XPaHOIIPOBO/IA)

- BB3MAJICHAE HA XPAaHOTIPOBOIA U CTOMaxa

- BPBIIIAHE HAa CTOMAILIHA COKOBE B XpaHOMNPOBOAA

- 0o0JIKa B KOpeMa MM CTOMaxa

- JIOTIIO XPaHOCMHUJIAHE

- 3aTPYAHEHO T'BJITAaHE

- OTHEJSIHE HAa TEUHOCT OT paHaTa

- OTHETISTHE HA TEYHOCT OT PaHaTa CJIe ONePaIHst

C Heu3BecTHa YeCTOTa (OT HATMYHUTE JJAHHHU HE MOXe J1a O'b/ie HalpaBeHa OlleHKa Ha YeCTOTaTa)

- 3aTPYyAHEHO JUIIAHE WU XPUIITCHE

- HamaJIssBaHe Ha OpOs WM JOPH JIMIIca Ha Oeli KPhbBHH KJIETKU (KOMTO romarat B Oopbarta ¢
UHQEKIUNTE)

- KOocomaj
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HDG,Z[OTBDaTSIBaHC Ha 3allylBaHC Ha KPBbBOHOCEH ChJ B MO3BbKa WIH TAJIOTO OT KPbBCH CHCHUPCK,

O6DaBVBaH BCJICACTBUEC HA HAPYIICH CHPACYCH PUTHEM

Yectu (Mmorart na 3acersat no 1 Ha 10 gymm):

KbPBEHE MOJKE J1a BB3HUKHE OT HOCa, B CTOMaxa MJIM YepBara, OT IeHHca/BarnHaTa uin
NUKOYHNUTE MIBTHIIA (BKIIOYUTEIHO KPBB B ypUHATA, KOSITO OL[BETSABA YPHHATA B PO30BO HIIH
YEPBEHO), WX TIOJT KOJKaTa

crnaj B Oposi Ha YePBEHUTE KPBbBHU KIIETKU

0onKa B KOpeMa WJIM CTOMaxa

JIOIIO XpPaHOCMUJIAHE

YEeCTO M3X0XK/IaHe Ha KalllaB! WM BOJHUCTH MU3MPaKHEHUS

rajicHe

Heuectu (Morat na 3acersat g0 1 Ha 100 gymmm):

KbpPBEHE

KBPBEHE MOKE J1a BB3HUKHE OT XEMOPOUIH, OT PEKTyMa MM B MO3bKa

obpasyBaHe Ha KPHBOHACSIIAHE

M3KalUIsTHE Ha KPBB WIKM KbPBaBa Xpadka

crnaj B Oposi Ha TPOMOOLIUTUTE B KPBBTA

Cra/i Ha HUBOTO HA XEMOTJIOOMHA B KPBBTa (BEMIECTBOTO B UEPBEHUTE KPHBHU KIIETKH)
ajepruyHa peaxius

BHE3aIlHa IPOMsIHA B [[BETA U BUJA Ha KOXaTa

chpoex

s3Ba HA CTOMaxa WJIM YepBara (BKJIIOUMTEITHO S3Ba Ha XPaHOIIPOBOA)

BB3MAJICHUE Ha XPAHOIPOBOJIA M CTOMaxa

BPBIIAHE HAa CTOMAIIIHU COKOBE B XpaHOIIPOBOIa

MOBPBIIIaHE

3aTpyIHEHO T'hITaHE

OTKJIOHEHHS B pe3yJTaTUTE OT JTaOOPaTOPHUTE U3CIIeABAaHHUS Ha YePHOAPOOHATA (PYHKIHS

Penxu (Morar ma 3acernat mo 1 Ha 1 000 gymmm):

KbPBEHE MOJKE J]a Bb3HUKHE B CTaBa, OT XUPYPrHYEH pa3pes, OT HapaHsIBaHEe, OT MACTOTO Ha
NIOCTaBsTHE Ha MHKEKLUS WM OT MSCTOTO Ha IIOCTaBsIHE HA KaTEThp BbB BEHA

CCPHUO3HAa AJICPrudHa p€aKkius, KOATO NPpUYNHABA 3aTPYAHCHO AUIIAHE U 3aMaiiBaHe
CepHO3HA aJIepruiHa Peakiysi, KOsSTO MPUYMHSBA IT0IyBaHe Ha JIUIETO WIIH I'bPIIOTO

KOYKeH OOpHB B pe3yJITaT Ha aJiepruvHa PeaKiys, H3SBsBalll Ce KaTO ThMHOYEPBEHH,
HaJWUrHaTtu, C’bp65[HII/I II'BITKHU

HaMaJIsIBaHC Ha IMPOLCHTa HAa KPBBHUTE KIICTKU

HOBUIICHU YEPHOIPOOHH CH3UMH

MMOXXBATSIBAHE HA KOYKAaTa MIIA OSJIOTO Ha O4YHUTE, MPUIUHEHO OT T-IepHO‘ZIpO6HI/I HpO6HeMH HJIN
npoOJeMu ¢ KpbBTa

C HeHM3BECTHA YECTOTA (OT HaJIMYHUTC JaHHHU HC MOXKE Oa 6’5}16 HaIllpaBCHa OLICHKA Ha I-IeCTOTaTa,)

3aTPyIHEHO JAMIIAHE UM XPUIITCHE
HaMaJIsIBaHe Ha Opos WM JIOPH JIMIca Ha Oei KPhBHU KIIETKH (KOUTO ImoMaraT B bopOara ¢
MH(EKIUNTE)

KOCOIIas

ITo BpeMe Ha KIIMHUYHO MMPOYYBaHE, CIIydanTe Ha Bh3HUKBaHE Ha MH(APKT HA MUOKap/ia pU
npuiokeHue Ha Pradaxa ca Ouim 4rciIeHO MoBeYe, OTKOJIKOTO MPH MpUiIokeHue Ha Bapdapus. Kato
15710, Y€CTOTaTa Ha Bh3HUKBAHE € Oniia HUCKA.
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Jledenue Ha KPBbBHHU CHCHUPECINH BB BCHUTC Ha KpaKaTa 1 oenuTe I[DO6OBC, BKJIIOYHUTCIIHO

OpeaoTBpaTaABaHC HA IOBTOPHOTO UM O6DaSVBaHG

Yectu (Mmorart na 3acersat no 1 Ha 10 gymm):

KbPBEHE MOJKE /12 Bb3HUKHE OT HOCa, B CTOMaxa HJIM YepBaTa, OT peKTyMa, OT IIeHHCca/BaruHaTa
WIN TMKOYHUTE IBTUIIA (BKIIIOYUTEIHO KPBB B YPHHATA, KOSITO OLIBETSIBA YpHUHATa B PO30BO
WJIA 9YepPBEHO), MK TI0J] KOXKaTa

JIOLIO XpaHOCMHUJIaHE

Heuectu (morat na 3acersat g0 1 Ha 100 gymmm):

KbpBEHE

KbPBEHE MOJXKE J1a Bb3HUKHE B CTaBa WM OT TPaBMa

KBPBEHE MOXKE 1a Bb3HUKHE OT XEMOPOUIU

cnaj B Oposi Ha YepBEHUTE KPBBHU KIETKH

oOpa3yBaHe Ha KPbBOHACSIAHE

W3KalUISTHEe HA KPBB WM KbPBaBa Xpayka

aJlepruyHa peaKims

BHE3alHa MPOMsHA B [[BETA U BHJIA HA KOXaTa

ChpOeK

s3Ba Ha CTOMaxa WJIM YepBara (BKIIOYHTEITHO SI3Ba Ha XPaHOIPOBO/IA)
BB3MAJICHUE Ha XPAHOIIPOBOIa M CTOMaxa

BPBIIIaHE HA CTOMAIITHA COKOBE B XPaHOIPOBOIA

rajieHe

MOBPBIIAHE

0o0JiKa B KOpeMa WIIM CTOMaxa

YEeCTO U3X0XK/IAaHE Ha KAIIABU WITH BOAHUCTH U3MPAKHCHHUS
OTKJIOHEHHMS B PE3YJTATUTE OT JJaOOPAaTOPHHUTE M3CIIEIBAHNS Ha YePHOAPOOHATA (PYHKITHSI
MOBHIIIEHU Y€PHOAPOOHHU CH3UMH

Penxu (Morar ma 3acernat no 1 Ha 1 000 gymmm):

KBPBEHE MOXKE JIa BE3HUKHE OT XHPYPTUUCH pa3pe3, OT MACTOTO Ha MOCTABSIHE HA WHKEKIIHS
WJIH OT MSICTOTO Ha TIOCTaBsSHE Ha KaTEThp BbB BEHATA, HIIK OT MO3bKa

cnaj B Opos Ha TPOMOOIIUTHTE B KPHBTa

CepHo3Ha aJlepruyHa PEaAKITUs, KOSTO MPUIHHSIBA 3aTPYIHEHO ITUTIAHE WA 3aMaiiBaHe
CepHO3Ha aJIepruyHa peakys, KOsTO MPUUUHSIBA OyBaHE Ha JIMLETO WU I'bPJIOTO

KOXEH 0OpHB B pE3yJITAaT HA AJIEPTUYHA PEAKIIHs, N3SBSIBAIIl CE KATO TBMHOYEPBEHH,
HAJUTHATH, CHPOSIIU TBITKK

3aTpyIHEHO T'hITaHE

C HewsBecTHA YecTOTa (OT HAIMYHUTE JAaHHHW HE MOXKe /1a ObJIe HAaITpaBeHa OICHKA Ha YeCTOTAaTa)

3aTpyIHEHO AWIIAHE WM XPUTITEHE

craJl Ha HUBOTO Ha XeMOTJIOOMHA B KPbBTa (BEIIECTBOTO B UEPBEHUTE KPBbBHH KIICTKH)
HaMaJIsIBaHE Ha MPOIIEHTAa Ha KPBBHUTE KICTKH

HamaJIssBaHe Ha OpOs WM JOPH JIMIIca Ha Oelr KPhbBHH KJIETKU (KOMTO romarat B Oopbarta ¢
MH(EKIUNTE)

MOXBJITABAHE HA KOXKaTa MM OSUI0TO HAa OYMTE, IPUIMHEHO OT YePHOAPOOHH MpobIeMH Ui
npoOJeMu ¢ KpbBTa

KOcoTmaJ

B mporpaMara Ha npoy4yBaHeTo, Clly4anTe Ha Bb3HHKBaHE Ha MH(PAPKT HA MUOKap/a NP MPHIIOKEHNE
Ha Pradaxa ca Omnm moBede, OTKOJIKOTO NIpH NpuJIoKeHue Ha BapdapuH. Karo msmo, vectorara Ha
BBb3HHMKBaHe ¢ Omia Hucka. He ce HaGmonaBa qucbanance B 4eCcToTaTa Ha Bb3HUKBaHE Ha HH(APKT Ha
MHUOKapJia IPH NalMEeHTHTE, JIEKYBaHH C 1abUraTpaH, B CpaBHEHHE C MALMEHTHUTE, JIEKYBaHH C
1aneoo.
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Jledenue 3a PpPa3TBapAHC Ha BEUC 06D3,3VB8.HI/I C€ KPBbBHHU CHCHUPCIH U TPEAOTBPATABAHEC HA TIOBTOPHOTO
M O6Da3VBaHC Opu acna

Yectu (Mmorart na 3acersat no 1 Ha 10 gymm):

- crnaji B Opos Ha YePBEHUTE KPHBHU KIIETKH

- cnaji B Oposi Ha TPOMOOIIUTHTE B KPHBTa

- KOXKCEH 06pI/IB B pE3yJITaT Ha aJICpTrUiHa pe€aKlus, N3sABABalll C€ KaTO TbMHOYCPBCHU,
HAQJIUTHATH, CHPOSIIY ITBITKA

- BHE3aITHA TIPOMSIHA B I[BETa U BUJa HA KOXKaTa

- obpasyBaHe Ha KPHBOHACSIIAHE

- KbpPBEHE OT HOCA

- BPBII[aHE HA CTOMAIITHUA COKOBE B XPaHOIPOBO/Ia

- MOBPBILIAHE

- rajicHe

- YECTO M3X0XK/IaHE HA KAIIaBU WU BOJHUCTH U3ITPAKHEHUS

- JIOIIO XPaHOCMUJIAHE

- KOCoTa/|

- MOBUIIIEHU YE€PHOAPOOHU CH3UMH

Heuectu (morat na 3acersat g0 1 Ha 100 gymmm):

- HamaJsBaHe Ha Opos Ha OeN KPhBHH KJIETKU (KOUTO rmomarat B 6op6ara ¢ UHQEKIUUTe)

- KbPBEHE MOJKE /12 Bb3HUKHE B CTOMaxa MJIM YepBaTa, OT MO3bKa, OT PeKTyMa, OT
NIEHHCa/BaruHaTa Wi MIKOYHHTE MTBTHINA (BKIFOUUTETHO KPBB B ypUHATA, KOSITO OI[BETSBA
yprHaTa B pO30BO HJIM YE€PBEHO), WIIH MO KOXKaTa

- craJl Ha HUBOTO Ha XeMOTJIOOMHA B KPbBTa (BEIIECTBOTO B UEPBEHUTE KPBbBHHU KIICTKH)

- HaMaJsIBaHE Ha MPOLIEHTa Ha KPBBHUTE KIIETKH

- cepbex

- W3KalUIsTHEe Ha KPBB WIH KbpBaBa Xpadyka

- 0onka B KOpeMa MJIM CTOMaxa

- BB3MAJICHNE Ha XPAHOIPOBOA M CTOMaxa

- alepruyHa peaxius

- 3aTPyAHEHO T'bJITAHE

- MOXBJITABAHE HA KOXKaTa MM OSUI0TO HA OYMTE, IPUIMHEHO OT YePHOAPOOHH MpoOIeMH Ui
npoOJeMu ¢ KpbBTa

C HeusBecTHa yecToTa (OT HAJTMYHUTE JaHHHU HE MOJKe J1a ObJie HallpaBeHa OLIeHKa Ha 4eCTOTaTa)

- nvrica Ha 6eu KpbBHU KIIETKH (KOMTO roMarat B 6opbata ¢ nHpeKIunTe)

- CepHOo3Ha aJiepTUYHA PeaKlys, KOSTO MPUYNHABA 3aTPYJHEHO IWIIaHE WIN 3aMaiiBaHe

- CEpHUO3HAa aJlepTUYHA PEaKLNA, KOSITO NIPUYMHABA [TOyBaHE Ha JINLETO WIH I'bPIIOTO

- 3aTpyIHEHO AWIIAHE WM XPUTITEHE

- KbpPBEHE

- KBPBEHE MOKE J1a BE3HUKHE B CTaBa UJIM OT TpaBMa, OT XUPYpPrUUeH pa3pes, OT MICTOTO Ha
MOCTaBAHE Ha MHKEKIUS UM OT MCTOTO Ha ITOCTAaBsIHE HA KAaTETHP BbB BEHA

- KbpPBEHE MOXKE J]a BB3HUKHE OT XeMOPOUAH

- A3Ba HA CTOMaxa MM yepBaTa (BKIIOUYUTEIHO S3Ba HA XPaHOIIPOBOIA)

- OTKJIOHEHHS B pe3yJITaTUTE OT JTa0OPaTOPHUTE U3CIIeIBAHHUS HA YePHOAPOOHATA (PYHKIHS

Chol01aBaHe Ha HesKeJIAHU PeakIuu

AKO MONTyyHTe HIKaKBU HEXEJIaHH JICKApCTBEHN peakiy, yBeaomere Bamus nexap unu gpapmanesnT.
ToBa BK/II0YBa BCUYKH BH3MOKHH HEOIMMCAHHU B Ta3H JIMCTOBKA HEKEIaHU pCaKkou. Moxete CBIIIO Ja
ChOOIIUTE HEXKENAaHHU PEeaKIMy JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32 ChOOIIaBaHe, IIOCOYCHA B
[punoxenue V. Karo crobmaBare HexxelaHU PEaKLUK, MOXETe J1a 1aIeTe CBOsI IPUHOC 3a
NoJy4aBaHe Ha oBeue HHpopManus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na coxpansiBare Pradaxa

Jla ce cpxpaHsiBa Ha MsICTO, HEJIOCTBIIHO 32 JeLa.

He u3non3Baiite ToBa 1eKapcTBO Ciie]] CPOKa HAa TOAHOCT, OTOEIIs3aH BbPXY KaPTOHEHATa ONAaKOBKa,

onmucrepa wiu Oytunkara cien ,,l'ogen 10:“. CpokbT Ha TOJHOCT OTrOBaps Ha MOCIETHUS ACH OT

IIOCOUYCHUS MECeLl.

Brucrep: la ce chbxpaHsiBa B OpUrnHaIHATa ONAKOBKA, 32 Ja Ce Mpeanasy OT Bjara.

byTtunka: Cnex oTBapsiHe JIeKapcTBOTO TpsiOBa Aa ce m3noi3Ba 10 4 mecera. CrxpaHsaBaiiTe OyTHiIKaTa
IUTBTHO 3aTBOpeHa. Jla ce chbxpaHsBa B OpUTHHAJIHATA OMIAKOBKA, 3a J]a C€ Mpeana3y OT
BJara.

He u3xBbposiite nexkapcTBara B KananuzauusaTa. [lonuraiite Bamms ¢papmaneBT Kak 1a H3XBbPIATE

JieKapcTBaTa, KOMTO Bede He U3Moi3BaTe. Te3n MepKH e CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpeja.

6. Chabp:kaHue Ha OIAKOBKATA M JONNBJIHUTEIHA HHpoOpManms

Kakgo cbabpaxa Pradaxa

- AKTHBHO BemiecTBO: qaburarpas. Beska TBepaa kamncymna ceabpika 110 mg qaburatpan
eTeKcuaT (KaTo ME3WIar).

- Jpyru cbcTaBKY: BUHEHA KMCENMHA, apabcka ryMa, XUIIpoMeIno3a, TMMeTHKoH 350, Tank u
XHUAPOKCHUITPOITMILIETYII03a.

- Karncynara chabpika kapareHaH, KaJlueB XJIOPUJI, TATAHOB IMOKCHUJ], UHAUTOKapMHUH U
XHUIIPOMETIO3a.

- UepHOTO MeYaTHO MacTUIIO ChABbPAKA LIEUIAK, YUSPEH KEJIE3EH OKCUJL U KalIUeB XUAPOKCUIL.
Kak nm3ruexxna Pradaxa n kakBo chIbp:ka OIIaKOBKATA

Pradaxa 110 mg ca TBbpau Kancyiu (mpubnu3utenHo 19 x 7 mm) cbC CBETJIOCHHBO HETIPO3pavyHO
Karaye U CBETIIOCHHBO HETpo3pavHo Tsu10. JloroTo Ha kommnanusita Boehringer Ingelheim e
OTIEYaTaHO Ha KalayveTo, a Ha TSAJI0TO Ha TBbpJaTa KarcyJla e oTrnevyaTtad kon ,,R110%.

ToBa nekapcTBO ce npeyiara B onakoBky, ceabpkaniy 10 x 1, 30 x 1 i 60 x 1 TBBpAM Kancynu,
TpyIIOBa OMAKOBKA, ChAbpKaIa 3 onakoBku ot 60 x 1 TBepau karncymnu (180 TBEpAM KarCyiu) uiu
rpyIHoOBa OMMAaKOBKa, ChAbprKamia 2 onakoBku oT 50 x 1 TBepau kancymu (100 TBbpauM Karcynn) B
alyMHHUEBH niepdopupanu 6nuctepu ¢ equHn4HU 103u. OcBeH ToBa Pradaxa ce mpemuara u B
OTIaKOBKH, Chabpkauy 60 X 1 TBEpIM Karcyau B alyMUHUEBH NiepopupaHu Oenu GJImcTepu ¢
eAMHUYHH JTO3H.

ToBa jekapcTBO ce IpejyIara ChIIo B MOJIHIPOIMICHOBH (IJIACTMACOBH) OYTWIIKH ¢ 60 TBBpAH
KarcyJIu.

He Bcuuky BuOBE ONaKOBKH MOTrar ja ObAaT MyCHATH Ha Masapa.
IIpuTexaTes Ha pa3pelIeHHETO 32 YOTpeda

Boehringer Ingelheim International GmbH

Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus
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IIpouszBoguren

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

I/I
Boehringer Ingelheim France
100-104 avenue de France

75013 Paris
®paHuus
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3a JOII'BJIHUTCIIHA I/IH(i)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsA, CBbPKETC CC C JIOKAJTHUSA
MNpEeACTABUTECI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V T¢l/Tel: +32
27733311

buarapus
bropunrep Unrenxaiim PLIB I'Mm6X 1 Ko KI' —
KJIOH bparapus

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EALGoo
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V Tél/Tel: +32
27733311

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organiza¢na zlozka

Tel: +421 2 5810 1211



Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvnpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom (Northern Ireland)
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

I[aTa Ha IMOCJECIHO MpepasrjeckaaHne Ha JIMCTOBKaTa

[Honpobna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponeiickata

areHITus 10 JeKapcTBaTa http:// www.ema.europa.eu/.
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JIncroBka: HH(popMaLUs 32 MAHEHTA

Pradaxa 150 mg TBbLpAM KancyJau
nmaburatpan erekcuiat (dabigatran etexilate)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, MPeIM 1a 3all04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBO,
ThH KaTO TS ChABPKA BaxkHa 32 Bac nndopmanus.

- 3amasere Ta3u JIUCTOBKA. MoJKe /1a ce HaJO0XkH J1a sl IPOUYETETE OTHOBO.

- AKO UMare HAKAKBH JIOIBJIHUTEIHA BBIIPOCH, TonuTaiTe Bamus exkap uin papmarieBT.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeId, He3aBUCHMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JIsBaHe ca chlIuTe KaTto Bammre.

- AKO ToNTyunTe HIKAKBU HEXXEJIaH! peakin, yBejomere Bammst nekap unn hapmanest. ToBa
BKJIFOYBA U BCUYKH Bb3MOXXHH HEXKCJIIaHU p€aKIINU, HCOIMUCAaHU B Ta3U JIMCTOBKA. Bmxre
TouKa 4.

KakBo cbabp:xa Ta3u JIMCTOBKA

Kaxkso npencrasnsiBa Pradaxa u 3a kakBo ce u3noa3Ba
Kaxkso Tps6Ba na 3Haere, npeau na npuemere Pradaxa

Kak na mpuemare Pradaxa

BB3MOoXHE HEeXKETaHU PEaKIInH

Kak na cexpansBare Pradaxa

ChpIbprkaHre Ha OIMAKOBKATA U JIOMIBIHATEITHA HHGOPMAIIHS

SN A LN

1. Kakso npeacraBasasa Pradaxa u 3a kakBo ce H3M0JI3Ba

Pradaxa chapprka akTUBHOTO BEIIECTBO Ja0MraTpaH €TeKCHIAT U NPUHAIICKH KbM IpyIia JIeKapCcTBa,
HapedeHW aHTHKoaryaaHTu. Toi 6J0kupa AeHCTBHETO Ha BELIECTBO B OPraHU3Ma, KOETO y4acTBa B
o0pa3yBaHETO Ha KPHBHU CHCUPEITH.

Pradaxa ce n3nonssa IIpyu Bb3paCTHU 3a:

- MIpeIoTBpaTsIBaHEe Ha KPHBHH CHCHPEIM B MO3bKa (MHCYJIT) U APYTH KPHBOHOCHHU CHJIOBE B
TSJIOTO, aKO UMaTe (opMa Ha HEPaBHOMEPEH ChPJCUEH PUTHM, HapeueHa HEKIIAITHO NPEeACHPAHO
MB3KACHE U TIOHE OIlle eJ1H PUCKOB (hakTop.

- JICYHCHUEC Ha KPHbBHU CbCUPEIU BbB BEHUTC Ha KpaKaTa U Oenurte )IpO6OBC, KakKToO 1 3a
npeaoTBpaTdBaHC HAa IOBTOPHOTO UM o6pa3yBaHe.

Pradaxa ce u3nosn3Ba mnpu jena 3a:

- pasTBapsHe Ha Beue 00pa3yBaiiu ce KPhbBHU ChCHUPEIU U MTPEIOTBPATIBAHE HA TIOBTOPHOTO UM
obpasyBaHe.

2. KaxBo TpsioBa na 3naere, npeau aa npuemere Pradaxa
He npuemaiite Pradaxa

- aKo CTe aJIepruYHK KbM Ja0UraTpaH eTeKCUIIAT WIIM HSIKOS OT OCTAaHAJIUTE ChCTABKU HA TOBA
JekapcTBo (M30poeHH B TOUKa 6).

- aKO MMaTe CHITHO MOHIKeHa 0hOpedHa (yHKIHS.

- aKO B MOMEHTA UMaTe KbpPBEHE.

- aKko MMare 3a00JIsIBaHe Ha OPIaH B TSUIOTO, KOETO YBEIMYaBa PUCKA OT CEPUO3HO KbPBEHE
(Harp., cToMaIHa si3Ba, HapaHsBaHE WX KbPBEHE B MO3bKa, CKOPOIIIHA OTepalysi Ha MO3bKa
WJTH OYUTE).
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ako npu Bac nMa noBwuiieHa CKIIOHHOCT KbM KbpBeHe. AKo npu Bac mMa noBwuiieHa CKIIOHHOCT
KbM KbPBEHE, KOSITO MOXE JIa € BPOJIeHa, C HEM3BECTECH MTPOU3XO/I HITH J1a CE JIBJKH Ha TIPUEM
Ha JIPYTH JISKapCTBa.

aKo MpueMare JeKapcTBa 3a MpeA0TBPaTsIBaHe Ha 00pa3yBaHETO Ha KPhBHHU ChCUPEL (HAIp.,
BapdapuH, puBapokcadaH, anukcabaH WK XeTapyH), OCBEH IPHU MPOMsIHA Ha
AHTUKOATyJAaHTHOTO JICYCHHE, JIOKaTo BH € mocTaBeH KaTeThp BHB BEHA WU apTepusl, KOWTO ce
IIPOMUBA C XCIAaPHH, 3a Jia ro MOAIbpKa OTBOPESH MJIM B CIIydai KOraro, 3a Ja ce€ Bh3CTaHOBU
ChPJCYHUAT Bu puTHM 10 HOpMaJIeH, ce Ipuiiara eHa npolle1ypa, HapeueHa KaTeThpHa
abJamus Ha IPeChPIHO MBKICHE.

aKO MMaTe CHJIHO MOHIKEHA YePHOAPOOHA (PYHKIIMS WK YePHOAPOOHO 3a00IsIBaHe, KOCTO €
BB3MOXKHO J1a IPUYMHHA CMBPT.

aKo ImpueMare KeTOKOHA30J1 WM UTPAKOHA30JI MEPOPAITHO, JIEKAPCTBA 32 JICYCHUE Ha 'bOUYHU
HHPEKIINH.

aKo MpueMare nepopajeH MUKIOCIIOPHH, JISKapCTBO, MPEANa3Ballo OT OTXBbPJISHE Ha OpraH
CJIe] TPAHCTUTAHTAIIUA.

aKo mpuemare JApOHeIapOH, JIEKapCTBO, U3MOJI3BAHO 32 JICUCHHUE HA HAPYIIIEH ChPJICYCH PUTHM.
aKo rmpuemMare KOMOMHUPAH MPOAYKT OT IIEKAIIPEBUP U MMOPEHTACBUP — AaHTUBUPYCHO
JIEKapCTBO, M3MOI3BAHO 32 JieueHue Ha XenaTut C.

ako Bu e mocraBeHa M3KyCTBEHA ChpJIe4HA Kilarma, IpU KOETO Ce Hajara HelpeKbCHATO
pa3pekaaHe Ha KPbBTa.

IIpenynpesxaenust u npeanasHu MepPKH

T'oBopete ¢ Bamms nekap, npeau na npuemere Pradaxa. Mosxe chIIo J1a ce HaJ0XH Jia TOBOPHTE C
Bamus nekap no BpeMe Ha JISYEHHETO ¢ TOBA JIEKAPCTBO, aKO YCETUTE CUMIITOMM MM ako Bu
MIPEJICTON XUPYPTrUYIHA OTeparysl.

TpaodBa 1a kaxeTe Ha Bamms Jekap, ako UMaTe WK CT€ UMM HIKAKBH OOJIECTHU CHCTOSHHS WITH
3a00JsIBaHuUs], 0COOEHO HSIKOE OT BKIIOUEHHUTE B CIEHHUS CIIUCHK:

ako npu Bac nMa MoBHIIIEH pUCK OT KbpBEHE, KATO:

® aKO HACKOPO CTE UMaJIl KbPBEHE.

= ak0 XUpyprudHo Bu e B3eTa mpoOa OT TesecHa ThKaH 3a u3cienBaHe (OUorncus) B HOCIEAHUS

Mecell.

® aKO CT€ MMaJIM CEpPHO3HO HapaHsIBaHE (HaIp. KOCTHA (paKTypa, HapaHsIBaHE Ha IaBaTa UK
HSIKAKBO HapaHsBaHe, U3UCKBAILO XUPYPIHYHO JICUCHHE).

® aKO CTpajate OT Bh3MaJeHUe Ha XPaHOIIPOBOJIA WIIH CTOMAaXa.

® aKO MMaTe MPOOJIeMH C BPBIIaHEe Ha CTOMAIIIEH COK B XPaHOIIPOBO/IA.

® aKO MpHeMaTe JEeKapcTBa, KOUTO MOTaT Jia MOBHILAT PUCKA OT KbpBeHe. Buwxre ,,Jpyru
nmekapcrsa 1 Pradaxa® mo-moiry.

® aKO TMpUEMaTe MPOTHBOBB3MAIUTEIHH JIEKapCTBa, KaTo AukiodeHak, noynpodeH,
MUPOKCHKAM.

® aKO UMaTe WHEKIH Ha ChbpUETO (OaKTepruaneH eHI0KapIuT).

® aKO 3HaeTe, Ye UMaTe HaMayleHa ObOpevHa QYHKIUS WIIH aKO CTpasiaTe OT AeXHpaTalus
(cuMOTOMHTE BKITIOYBAT KaXK/1a M OTJEIITHE HA HAMAJIEHO KOJIMYECTBO ThMHO OLIBETEHA
(KOHLIEHTpHpaHa) ypUHa/ypuHa, B KOATO UMa TIsTHA).

® aKO CTE HaJ 75 TOJUHM.

® aKO CT€ BB3pacTeH manueHT u Texxute 50 kg i nmo-mainko.

= caMo aKo C€ M3MO0JI3Ba IPH Jlela: aKo JeTeTO MMa HH(EKUUs OKOJIO WIH B MO3bKa.

aKo cTe uMasl HHGAPKT MU aKko MpH Bac ca ycTaHOBEHH ChCTOSIHUS, KOUTO ITOBHUINABAT PUCKA
OT UH(}APKT.

aKo MMaTe YepHOAPOOHO 3a00IIsIBaHe, KOETO € CBBP3aHO C MPOMEHH B KPBBHUTE TeCTOBE. B
TO3M ciy4ail ynmorpebara Ha TOBA JIEKAPCTBO HE CE IPETIOPHUBA.
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BuaumagaiiTe oco6eHo MHOro npu ynorpedara Ha Pradaxa

- ako Bu nipeacrou onepanus:
B To3u ciryuait Pradaxa TpsiOBa na ce cripe BpeMEHHO MOpaJivd YBEJINYEH PUCK OT KbPBEHE 110
BpEeMe Ha ¥ MaJIKO clie/l onepanusTa. MHoro e BaxxHo Jia npuemMete Pradaxa npenu u cien
olepanusITa TOUHO BbB BPEMETO, yKa3aHo oT Bamus nekap.

- aKo OIepalusITa BKIIOUBA IIOCTABIHE HAa KATEThP WM HHXXEKLUS B TpbOHAUYHUS CTHIO (Hamp. 3a
enuaypajiHa WK CIIMHAJIHA aHeCTe3Us i 3a o0JIeKyaBaHe Ha O0JIKaTa):
" MHOTO € BaXKHO Jia mpueMete Pradaxa mpenu u ciieji onepanusTa TOYHO BEB BPEMETO,
yKa3aHo oT Bamms sekap.
* TpsiOBa He3a0aBHO Jla KaxkeTe Ha Bamms nekap, ako yceTuTe U3TPbIIBaHE WM CJIa0OCT B
KpakaTta uJin HpO6HeMI/I C y€pBaTa WU IMMKOYHUA MEXYDP CJIC/ Kpasd Ha aHCCTE3UATA,
3aII0TO ca HEOOXOAMMH CIIEIIHU TPIKU.

- aKo MMaJIHETE WIK Ce HapaHUTE M0 BpEME Ha JICUeHHEe, 0COOCHO aKo CH yAapHUTe TliaBaTa, MOJIA,
MOTHPCETE CIENIHA MEIMIIMHCKA oMol Moske J1a ce Halloxu Ja Bu npernena jiekap, Thil KaTo
MOJK€ JIa CTE C MOBUIIEH PUCK OT KbPBEHE.

- aKo 3HaeTe, 4ye nmare 3a0oJiBaHe, HApeuUeHO aHTU(HOCHOIUIUICH CHHIPOM (HapylIeHHe Ha
MMYyHHAaTa CHCTeMa, KOETO MPUYMHSIBA MMOBUIIIEH PUCK OT 00pazyBaHe Ha KPHBHH CHCHUPEIH),
KaxeTe Ha Bamms nexap, KOHTO 1ie B3eMe pelIeHre 32 HE0OXOAMMOCTTa OT MPOMSIHA Ha
JICYEHUETO.

Jpyru nekapcrBa u Pradaxa

Tps0Ba 1a kaxere Ha Bamms nexap wim GapmanesT, ako puemMare, HaCKOpO CTe PUEMalTi WU €
BB3MOXHO Jla IpreMate Apyru jgekapcrsa. Ilo-cnenuanHo, TpadBa 1a KaxeTe Ha Bammus jekap,
Npeau Aa 3anmo4HeTe Aa npuemare Pradaxa, ako npuemare eHO OT JieKapcTBaTa, M30POeHH 10-
H0JTY:

- JlexapcTBa, KOUTO HAMAIABAT CHCUPBAHETO HA KPbBTa (Hamp. BapdapuH, GEeHIPOKYMOH,
alleHOKYMapoJl, XelapHH, KJIOMUAO0TPel, IPacyrpe, THKarpenop, puBapokcadaH,
aIeTUIICANUITIIIOBA KHUCEITNHA)

- JlexapcTBa 3a JieueHHe Ha FBOMYHN HHPEKIUH (HAaIp. KETOKOHA30]1, UTPAaKOHA30J1), OCBEH aKo
T€ C€ HaHACST CaMO BbPXY KOXKaTa

- JlekapcTBa 3a JieueHUe Ha HApYIIIEH ChpJCUeH PUTHM (HAIp. aMUOJIAPOH, IPOHEIAPOH,
XUHUIUH, BEparmaMm).

AKo mpreMarTe JIeKapcTBa, ChABbpPXKAIM Bepanamui, Bamuar nexkap moxe na Bu kaxe na
U3M0JI3BaTe HamMajeHa J1o3a Pradaxa B 3aBHCHMOCT OT 3a00JIsIBaHETO, 32 KOeTo Bu e npenmnucan.
Bmxre Touka 3.

- JlexapcTBa 3a npenna3zBaHe 0T OPraHHO OTXBBPIISHE CJie]l TPAaHCIUIaHTaus (Hamp. TaKpoJIMMYC,
IIUKIIOCTIOPUH)

- KomOuHMpaH mpoayKT OT TiieKanpeBrp 1 MUOpPeHTacBUpP (AHTUBUPYCHO JIEKapCTBO, U3IOI3BAHO
3a neyenue Ha xenatut C)

- [IpoTHBOBB3NATIUTENHHN CPECTBA U OOJIKOYCIIOKOSIBALIM JIEKaPCTBa (HAIp. aleTHIICAIULIMIOBA
KucenHa, noynpodeH, TkIodeHak)

- JKBAT KaHTapUOH, PACTUTEITHO JIEKAPCTBO 32 JISYEHUE Ha JISTIPECHs

- JlexapcTBa 3a JieueHHE Ha JeNpects, HAPEUCHU CEeJICKTUBHU HHXUOUTOPH Ha OOpaTHOTO
3axBalllaHe Ha CePOTOHHMHA MM MHXUOUTOPH Ha 00paTHOTO 3aXBalllaHe Ha CEPOTOHUH-
HOpenuHePpUH

- Pudamnuuun nim KI1apuTpoOMHULIKH (JBa aHTHOMOTHKA)

- AnTtuBupycuu nekapctsa cpeuty CIIMH (namp. putoHaBup)

- Onpeenenu iekapcTBa 3a JIeUeHUe Ha enuiericust (Hamp. kapoamasenuH, QEHUTONH )

269



BpemeHHOCT M KbpMeHe

Edexture Ha Pradaxa BbpXy OpeMEeHHOCTTa M HEPOJICHOTO JIETe He ca U3BecTHU. Bue He TpsOBa aa
npreMarte ToBa JIEKapCTBO, aKo cTe OpeMeHHa, OCBeH ako Bammsr nekap Bu kaxe, ge e 6e30macHo 1a
ro TpaBUTE. AKO CTE JK€Ha B AeTepOIHA BB3PACT, TpAOBa 1a n30sreate 3a0peMeHsBaHe, JOKATO
npuemare Pradaxa.

Bue ne Tps6Ba 1a kppMuTe, gokaTo npuemate Pradaxa.

Ilopupane u padoTa ¢ MAIIIUHU

He ca u3Bectnu edpextute Ha Pradaxa BppXy cnocoOHOCTTa 3a modupaHe Wi padoTa ¢ MallllHU.

3. Kak na npuemare Pradaxa

Pradaxa karncysnu Moke Ja ce M3I0JI3BaT IPY Bh3PACTHU M Jelia Ha 8-TOAMIIIHA Bb3PACT HJIH 10~
TOJIEMH, KOUTO Ca CIIOCOOHHM JIa ThJITAT Karcyiute 1einu. ChIlecTByBaT U IPYTH, ChOOPa3eHU C
BB3pacTTa J030BU (GOPMHU 3a JISUCHHE Ha JeTla [0 8-TOAMIIHA Bh3PacT.

Bunaru npuemaiite ToBa I€KapcTBO TOYHO KakTo Bu € kazan BammsT ekap. AKo HE CT€ CUTYpHH 32
Hello, nonuTtaiire Bamus nekap.

IIpuemaiite Pradaxa chriacHo npenopbKUTe MPH CJIeTHUTE 32001ABAHUS:
IIpenoTBpaTsBaHe HA 3aMylIBaHE HA KPbBOHOCEH ChJ B MO3bKA WU TSIIOTO OT KPBBEH ChCHPEK,

O6Da3VBaH BCJICACTBUC HA HAPVYIICH CHPJACUYCH PUTHM, 1 JICHCHHUEC HA KPbBHHU CHbCUPCIIM BbB BCHUTC HA
KpakaTta u O0ennre Ipo0oBe, BKIFOYUTEIHO IIPEAOTBPATIBAHE HAa IIOBTOPHOTO MM OOpa3yBaHe

[Ipenoppuntennara no3a e 300 mg, npueTH Karo enHa Kancyia oT 150 mg a1Ba MbTH THEBHO.

Ako cte Ha 80 rogHM 1M NMO-BB3PACTHM, IIPENOphUYUTENHATA 1032 € 220 mg, IPUETH KAaTO eAHA
Kancysaa ot 110 mg 1Ba mbTH THEBHO.

AKo mpreMaTe JieKapCTBEHH MPOAYKTH, ChIbP:KAILIU BepanaMuJi, Tps0Ba 1a ObieTe JeKyBaHH C
HamajieHa 1o3a oT 220 mg Pradaxa, mpueru karo eaHa kamcy.ja ot 110 mg ABa NbTH JHEBHO,
3aI10TO PUCKBT BU OT KbpBEHE MOXKeE J1a € TOBHUIIIEH.

Axo npu Bac uMa noTeHuMa HO MO-BHCOK PUCK OT KbpBeHe, Bamusar nekap Moxe Aa pemu 1a Bu
npeanuine go3a ot 220 mg, mpueTH Kato eana kamncyJsa ot 110 mg 1Ba NbTH THEBHO.

Mosxe aa MpoabIKUTE Aa IPUEMaTE TOBA JIEKAPCTBO, KOTraTo CE Hajara CbpAeuHUAT Bu puTeM na ce
BB3CTAHOBH JI0 HOPMAJIEH Upe3 €/1HA MPOIIETypa, HapeueHa KapJUOBEP3NO0 UIIH Upe3 NMpoLeaypa,
HapedeHa KaTeThpHa abiainus Ha pechbpAHO MBbxeHe. [Ipuemaiite Pradaxa taka, kakro Bu e kazan
Bamust nekap.

AKO B KPbBOHOCEH Cb/Jl € I0CTaBEHO MEAMLIMHCKO U3/1eIHe (CTEHT), 3a 1a TO IOJIbpKa OTBOPEH, Upe3
IpolLeypa, HapeueHa IepKyTaHHa KOPOHAPHA UHTEPBEHIINUS ChC CTEHTUPAHE, 111 MOXKE J1a ce
nexyBate ¢ Pradaxa, xoraTo nekapsat Bu npenenu, ue Beue € HOCTUTHATO HOPMAJIHO HUBO HA KOHTPOJ
Ha ChCHUPBaHETO Ha KpbBTa. [Ipnemaiite Pradaxa taka, kakto Bu e ka3an Bammsar nekap.

Jledenue 3a pPa3TBapAHC Ha BCUC 06D3,3VB8.HI/I C€ KPBbBHHU CHCHUPCIH U TPEAOTBPATABAHEC HA TIOBTOPHOTO
M O6Da3VBaHe Opu acna

Pradaxa Tpsi0Ba a ce nmpueMa JiBa I'bTH JHEBHO, €/IHA J103a CYTPHUH U €[IHa J103a Beuep,
MPHUOIM3UTEITHO TI0 €JHO U CHIIIO BpeMe BCEKH JIeH. IHTepBaIbT MEeXKIy J03UTE TPSAOBA J1a € KOJIKOTO
ce Moe 110-01m30 10 12 gaca.
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IIpenoppunrenHaTa 403a 3aBUCH OT Bb3pacTTa U TEJIECHOTO TerIo0. Bamusar nekap e onpenenu
TOYHATa J103a. BamusaT gexap MOXKe 1a KOpUrupa J103ara ¢ HallpeIBaHEeTO Ha JIEYEHUETO.
IIponbemxaBaiiTe 1a M3M0I3BATE BCUUKH JIPYTH JIEKAPCTBA, OCBEH ako BamwusT jiekap He Bu kaxe na

CIIPETE Aa U3MOJI3BAaTC HAKOU OT TAX.

Enunuana nosa Pradaxa, kosito TpsiOBa j1a ce 1aBa iBa MbTH THEBHO, B MUJIUTPaMu (mg), Criope;

TEJIECHOTO TerJIo B Kuiorpamu (kg) v Bb3pacTTa Ha MallMeHTa B TOJUHU::

Bb3pacr B rogunu
910 (10 m0 (11 1m0 |12 mo | 13 mo
<10 | <11 <12 | <13 | <14 <15

14 no |15 no

16 no
<17

17 no
<18

>3 300 mg

71 no <81

Karto nBe Karcynu 150 mg

unu
61 10 <71 YETUPH Kancyau 75 mg
51 o <61

E‘J 220

= mg

= 41 no <51 xaTo ase Kancymu 110 mg

=

: 185

g 31 o <41 mg

3 KaTo eHa Karcyia 75 mg noc eana karcyna 110 mg

g

26 no <31
21 mo <26

16 mo <21
Enna xarcyna 110 mg
13 no <16

1120 <13 jsm-‘fg %///////

D

| O3nauaga, ue npenopbKa 3a 103MPOBKATA HE MOXKeE 1a Obe AajIeHa.

Kak na npuemare Pradaxa

Pradaxa moxe na ce npuema cbe wim 0e3 xpana. Karicynara TpsiOBa ja ce morirpina Isijia, ¢ Jama
BO/JIa, 32 JIa C€ OCUT'YPH JOCTHI'AaHETO i 10 cromaxa. He uynere, He 1bBUeTE KalncyyiaTta U HE BaJieTe

NEJIETUTE OT KallcyJiaTa, TBU KaTO TOBA MOXKE Ja IIOBHUIIX pHUCKa OT KbPBCHE.
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HHcTpyknuu 3a oTBapsiHe Ha OJIMCTEpHTE

CrneHaTta MUKTOrpama IoKas3Ba Kak Jia u3Baaure karcynute Pradaxa ot Omucrepa:

Ortnenete yacT OT GuMCTEpa, ChAbPIKAILA KarcyJia, o nepgopupaHara JUHHSA.

>
Otneriere GonroTo Ha OaKCcTEepa U U3BaJIETE KarlcyJsaTa.
. He u30yTBaiiTe Kancynure npe3 0JIMCTEPHOTO (OJIHO.
. He otnenBaiite 6mucTepHOTO OO NMPEABAPUTEITHO, IIPEIU J1a CE HAJIOKH J1a TIPUEMETE
KamcyJnara.

HHcTpyknuu 3a OyTHiIKaTa

o Hatucuere u 3aBbpTeTe, 3a 1a OTBOpHUTE OyTHIIKATA.

o Cren kato u3BaUTe KarcyyaTa u cte npuenu Bamiara 103a, mocTaBere Karmaykara oOpaTHO Ha
OyTMIKaTa M TUIBTHO 5 3aTBOPETE.

IIpoMsiHA HA AaHTHKOATYJIAHTHOTO JIeYeHue

He npomenstiite Bamero anTukoarysiaHTHO JeueHne 0e3 KOHKPETHO yKa3zaHue oT Bamus nexap.

AKo cTe mpue/iu nmoBeye oT HeoOxoaumaTa n103a Pradaxa

[IpuemMbT Ha IpeKaseHo rojsma /103a OT TOBa JIEKAPCTBO MOBHIIABA PHUCKA OT KbpBeHE. CBBPIKETE Cce C

Bamus nekap He3abaBHO, aKO CT€ IPUEIH TBHPJIE MHOTO Kancyiu. ViMa Ha pa3nooxeHue

BB3MOXHOCTH 32 CIIEU(PUIHO JICUeHHE.

AKo cTe npomycHaJu aa npuemere Pradaxa

[IpomycHara no3a Moe J1a ce mprueMe J0 6 yaca Ipeu BpeEMETO 3a IIPUEM Ha cIIe/IBallaTa o3a.

IIpomrycnara mo3a He TpsiOBa Jja ce mpreMa, ako OCTaBaIIOTO BpEMeE JI0 Cie/Baliara 103a € Mo-Majlko

ot 6 yaca.

He B3emaliTe nBoiiHa 03a, 3a Jja KOMIIEHCHpATE MPOITyCHATaTa J103a.

AKko cte cnipesau npuema Ha Pradaxa

[Ipuemaiite Pradaxa Touno kakto Bu e npeanucano. He cnmpaiite npuema Ha ToBa JiekapcTBo, 63

Hal-Hampe 1a cTe TOBOPIIIH ¢ Bamms jgekap, 3aoTo pucKbT OT 00pa3yBaHe Ha KPBBEH ChCHPEK

MOJKE /1a CE€ YBEJIMUH, aKO CIIPETe JISYEHNETO TBBbp/E paHo. CBbpikeTe ce ¢ Bammus nekap, ako umate

JIOHIO XpaHOCMMJIAHE CJIC IPHUEM Ha Pradaxa.

AKO UMare HIKaKBH JOMBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, TOMUTANTE
Bamms nekap nnu ¢apmanesT.
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4. Bb3MOKHHM HeKeTaH! peakuu

KakTo Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE a IPECAU3BHUKA HEXKCIIAaHN PCAKINU, BBIIPEKH Y€ HE
BCCKM I'l [10JTy4aBa.

Pradaxa nmeficTBa BbpXyY mporeca Ha KpbBOChCHUPBAHE, IOPAIH KOETO MOBEUETO HEXKEJAaH! PEaKiH ca
CBBP3aHHU C MPOSIBU KaTO 00pa3yBaHe Ha CHHUHH WIN KbpBeHe. MoKe J1a HACTBITU TOJISIMO HITH TEXKKO
KBPBEHE - TOBA Ca Hall-CEPMO3HNUTE HEIKEIAHN PEAKIIMH U HE3aBUCUMO OT MSCTOTO HA Bb3HUKBAHE,
MoOraT J1a I0BeAaT A0 HHBAINAU3UPAHE, )KUBOTO3aCTPAIIaBaIllo ChbCTOSHUE WU I0pH CMBPT. B HAKON
CJIyyau TOBAa KbPBEHE MOXKE J1a HE € BUIAUMO.

Axo ripu Bac ce nosiBu KbpBeHe, KOETO HE CIIMpa caMo MM aKo UMaTe MPU3HALM Ha IPEKOMEPHO
KbpBeHEe (M3KIIIOYMTEIHA ¢1adoCcT, yMopa, OJIeIHOCT, 3aMasHOCT, II1aBO0OJIME U HEOOSICHUM OTOK),
He3a0aBHO ce MmochBeTBaiiTe ¢ Bammus nexap. Bammsit iekap Moske na pemu na Bu HaOmonasa
MO-CTPOT'0 MJIH Jia IPOMEHH JieueHneTo Bu.

Tpsa6Ba He3abaBHO /1a KaxkeTe Ha Bamms nekap, ako yCeTuTe cepro3Ha alepruyHa peaxius, KosTo
MIPUYUHSABA 3aTPyIHEHO JUINAHE WU 3aMaiiBaHe.

Bb3MoxHUTE HEXXETIAaHHU PEaKINH ca M30POSHH MO-A0IY, KaTO ca TPyHHpPaHH 110 TOBA KOJIKO YECTO Ce
MOSIBSIBAT.

IIpenoTBpaTsBaHe Ha 3a0yIIIBaHE Ha KPBBOHOCEH ChJl B MO3BbKa MIIH TSJIOTO OT KPBBEH ChCHPEK,
O6Da3VBaH BCJICACTBUEC HA HAPYIICH CHPACYCH PUTHM

Yecru (Morar ga 3acersar a0 1 Ha 10 qymm):

- KbpPBEHE MOJKE J]a Bb3HUKHE OT HOCa, B CTOMaxa WX YepBaTa, OT [IEHUCa/BarnHaTa Uin
MAKOYHUTE ITBTUIIA (BKIIOYUTEIHO KPHB B ypUHATA, KOSITO OI[BETSABA YPUHATA B PO30BO MJIH
YEPBEHO), WIH TI0]] KOJKaTa

- craj B Oposi Ha YepBEHUTE KPHBHU KIETKH

- 0oJka B KOpeMa HIJIH cToMaxa

- JIOIIO XPAaHOCMUJIAHE

- YECTO U3XO0XK/IAHE Ha KAIllABU UM BOJAHUCTU U3NPAXKHEHUS

- rajieHe

Heuectu (Morar ga 3acernar g0 1 Ha 100 gymmm):

- KbpPBEHE

- KBPBEHE MOXKE J1a BE3HUKHE OT XEMOPOHIH, OT PEKTyMa I B MO3bKa

- oOpa3yBaHe Ha KpbBOHACSIaHE

- W3KaIUISTHE Ha KPBB WM KbPBaBa Xpavka

- crnaj B Oposi Ha TPOMOOIIUTHTE B KPbBTa

- CIa/i Ha HUBOTO HA XEMOTJIO0MHA B KPBBTA (BEIIECTBOTO B YSPBEHHUTE KPHBHH KIICTKH)
- ajiepruyHa peaxius

- BHE3aITHa IIPOMSHA B I[BETA U BHJAa HAa KOXKaTa

- ChpOeK

- s3Ba Ha CTOMAaxa WJIM YepBara (BKJIFOUUTEITHO S3Ba Ha XPaHOIIPOBO/IA)

- BB3MAJICHUE HA XPAaHOIIPOBOIA U CTOMaxa

- BpBIIIAHE HAa CTOMAIITHA COKOBE B XpaHOIIPOBOIA

- MOBPBIIIaHE

- 3aTpyIHEHO T'hJITaHE

- OTKJIOHCHHS B PE3YJITATUTE OT JIAOOPATOPHUTE M3CIICABAHMS HA YePHOAPOOHATA (PYHKIIKS

Penxu (morar ga 3acernar jo 1 Ha 1 000 mymmm):

- KBpPBEHE MOXKE J1a BE3HHUKHE B CTaBa, OT XHPYyPTUUCH pa3pe3, OT HapaHsBaHe, OT MACTOTO Ha
MOCTaBSIHE HA MHXKEKITUS WIIH OT MSCTOTO Ha IMOCTAaBSHE HA KaTeThP BHB BEHA

- CepHO3Ha aJlepruyHa peakius, KOsTO MPUUHUHSIBA 3aTPYJHEHO TUIIaHEe WK 3aMaiiBaHe

- CepHo3Ha aJIepTUYHa PEAKITUS, KOSTO MPUIHHSIBA TIOyBaHEe Ha JIUIIETO WX I'bPIIOTO
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- KOYKeH OOpHB B pe3yJITaT Ha aJiepruiHa PeaKiys, H3IBsBalll Ce KaTo ThMHOYEPBEHH,
HaJIUTHATH, ChPOSIIIH ITBIKH

- HaMaJIsiBaHEe Ha MPOIIEHTA Ha KPhBHUTE KICTKH

- HOBUIIICHU YSPHOIPOOHH CH3UMH

- HOXXBJITSBAHE HA KOXKaTa MM OsUIOTO Ha OYMTE, MPUYMHEHO OT YEPHOIPOOHH IPOOIEMHU HITH
npo0JeMu ¢ KpbBTa

C Heu3BecTHA YecTOTa (OT HAJTMYHUTE JJAHHHU HE MOXe Jla O'b/ie HalpaBeHa OllEHKa Ha YeCTOTaTa)

- 3aTPYyAHEHO JUIIAHE WU XPUIITCHE

- HaMaJsiBaHe Ha OpOs WIIM JOPH JIMIICA Ha Oei KpBBHH KJIETKH (KOUTO TIoMaraT B 6opbara ¢
UH(EKIUNTE)

- Kocomaj

[To BpeMe Ha KJIMHUYHO MPOYYBaHE, CIy4auTe Ha Bh3HUKBaHE HAa MH(PAPKT Ha MUOKapJIa MPH
npuinoxxeHne Ha Pradaxa ca Ouiu 4rciIeHO MoBeye, OTKOJIKOTO MPH NMpUiIokeHue Ha Bapdapus. Kato
1510, YeCTOTaTa Ha Bh3HUKBaHE € OMia HUCKA.

Jledenue Ha KPBBHHU CHCHUPCIM BbB BCHUTC Ha KpaKaTa 1 oenuTe ,Z[DO6OB€, BKJIIOYHUTCIIHO
OpeaoTBpaTaBaHC HAa TIOBTOPHOTO UM O6DaSVBaH€

Yectu (Morat na 3acersat no 1 Ha 10 gymm):

- KbPBEHE MOJKE /12 Bb3HUKHE OT HOCa, B CTOMaxa HJIM YepBaTa, OT peKTyMa, OT IIeHHCca/BaruHaTa
WJIY TTMKOYHUTE IBTHUINA (BKIIOYUTEIHO KPHB B YPHHATA, KOATO OIBETSBA YpUHATA B PO30BO
WJIH YePBEHO), MK TI0J] KOXKaTa

- JIOIIO XpaHOCMUJIAHE

Heuectu (morat na 3acersat g0 1 Ha 100 gymmm):

- KbpPBEHE

- KbpPBEHE MOXKE J]a Bh3HUKHE B CTaBa WU OT TpaBMa

- KBPBEHE MOXKEC 1a Bb3HUKHE OT XEMOPOUIU

- cnaj B Oposi Ha YepBEHUTE KPBBHU KIETKH

- oOpa3yBaHe Ha KpbBOHACSIaHE

- W3KAaIUITHE HA KPBB WM KbPBaBa Xpayka

- ajiepruyHa peaxius

- BHE3aITHA MIPOMSIHA B I[BETa U BUJa HA KOXKaTa

- ChpOeK

- s3Ba HA CTOMAaxa MM yepBaTa (BKIFOUUTETHO S3Ba HA XPaHOIIPOBO/IA)
- BB3MAJICHUE Ha XPAHOIPOBO/A M CTOMAaxa

- BPBII[aHE HAa CTOMAIIIHUA COKOBE B XpaHOIPOBO/Ia

- rajicHe

- IIOBPBIIAHE

- 0oJKa B KOpeMa HITH CTOMaxa

- YECTO M3X0XK/IaHE HA KAIlIaBU WU BOJHUCTH U3ITPAKHEHUS

- OTKJIOHCHHS B PE3YJITATUTE OT JIAOOPATOPHUTE M3CIICABAHMS HA YePHOAPOOHATA (PYHKIIHS
- MOBUIIIEHU YEPHOAPOOHU CH3UMH

Penxu (Morar ma 3acernat mo 1 Ha 1 000 gymmm):

- KbPBEHE MOJKE J1a Bb3HUKHE OT XMPYPIHUCH pa3pe3, OT MICTOTO Ha MOCTABSIHE HA MHKCKIUS
WJIH OT MSICTOTO Ha TIOCTaBsSHE Ha KaTEThp BbB BEHATA, HIIK OT MO3bKa

- crniaj B Oposi Ha TPOMOOIIUTHTE B KPbBTa

- CepUO3Ha aJIeprUYHa PEaKIys, KOSITO MPUYMHSBA 3aTPYIHEHO AUIIIAHE WK 3aMaliBaHe

- CEpHO3HA aJIEPTUYHA PEaKIIHs, KOSTO MPUYHMHSBA [TOyBaHE Ha JIMLIETO WIH I'bPIIOTO

- KOXE€H 0OpHB B PE3yJITAT HA AIEPTUYHA PEaKIlHs, U3pa3sBall ce B ThMHOYEPBEHH, HAJAUTHATH,
CHPOSITH IOy THHH

- 3aTPyIHEHO I'bJITaHE
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C Heu3BecTHa YeCTOTa (OT HATMYHUTE JJAHHHU HE MOXe J1a Ob/ie HalpaBeHa OlleHKa Ha 4ecToTara)

- 3aTPyTHEHO JHINAHE WM XPUTITCHE

- Cra/i Ha HUBOTO HA XEMOTJIOOMHA B KPHBTA (BEMIECTBOTO B UEPBEHUTE KPHBHU KIIETKH)

- HaMaJIIBaHEe Ha MPOLICHTAa Ha KPbBHUTE KJICTKH

- HaMaJIsIBaHe Ha Opos WM JIOPH JIMIca Ha Oei KPhBHU KIIETKH (KOUTO ImoMaraT B bopOara ¢
MH(EKIUNTE)

- MOKBJITSBAHE HAa KOXKATa WK OSUIOTO HAa OYUTE, MPUUMHEHO OT YEPHOIPOOHH ITPOOIEMHU HITH
npo0JeMu ¢ KpbBTa

- KOocomas

B mporpamara Ha npoy4yBaHeTo, Clly4anTe Ha Bb3HHKBaHE Ha MH(PAPKT HA MUOKapa NIPH MPHIIOKEHNE
Ha Pradaxa ca 6uau moBeye, OTKOJIKOTO MPH NMPUIIOKEHHE Ha BapdapuH. Kato 1510, uecrorata Ha
BB3HHMKBaHe ¢ Omna Hrucka. He ce HabmoqaBa aricOaiane B UeCTOTaTa Ha Bh3HUKBAaHE Ha HH(APKT Ha
MI/IOKap}Ia HpI/I ITaITMCHTHUTEC, HeKyBaHI/I C )1a61/1ranaH, B CpaBHeHI/Ie C ITaITMCHTHUTC, HeKyBaHI/I C
mane6o.

JleueHme 3a pa3TBapsHE Ha BEUC 06D33VBaHI/I CC€ KPBbBHHU CHCHUPCIIN U TPEAOTBPATABAHEC HA TIOBTOPHOTO
M O6Da3VBaHC Opu acna

Yectu (Morar na 3acersat no 1 Ha 10 gymm):

- cnaj B Oposi Ha YepBEHUTE KPBBHU KIETKH

- cnaji B Opos Ha TPOMOOIIUTHTE B KPHBTa

- KOXKEH OOpHB B pPe3yJITaT Ha aJIeprUIHa PEAKITHS, U3SBIBAI CE KAaTO ThMHOUYEPBEHH,
HAJUTHATH, CHPOSIIN THITKU

- BHE3aITHA MIPOMSIHA B I[BETa U BUJa HA KOXKaTa

- oOpa3yBaHe Ha KpbBOHACSIaHE

- KbPBEHE OT HOCA

- BpbIIIaHE HAa CTOMAIIIHA COKOBE B XPaHOITPOBO/Ia

- MOBPBIIIaHE

- rajicHe

- YECTO U3XO0XKIAHE HAa KalllaBU WJIM BOAHUCTHU U3IPAXKHCHUA

- JIOIIO XPaHOCMUJIAHE

- KOCOTIa]]

- MOBHIIIEHU Y€PHOAPOOHHU CH3UMH

Heuectu (Morar ga 3acernar g0 1 Ha 100 gymmm):

- HaMmaJsiBaHe Ha Opos Ha OeN KPhBHH KJIETKU (KOUTO rmomarat B 6opbara ¢ UHQEKIUUTe)

- KbpPBEHE MOKE J1a Bh3HUKHE B CTOMaxa WM 4epBaTa, OT MO3bKa, OT PeKTyMa, OT
NIeHKCa/BarnHaTa Wik MMKOYHUTE IBTHIA (BKIIOUMTEIHO KPbB B ypUHATA, KOSITO OL[BETSABA
yprHaTa B pO30BO HJIM YE€PBEHO), WJIH MO KOXKaTa

- Cra/i Ha HUBOTO HA XEMOTJIOOMHA B KPHBTa (BEMIECTBOTO B UEPBEHUTE KPHBHU KIIETKH)

- HaMaJIIBaHE Ha NPOLIEHTAa Ha KPbBHUTE KIETKU

- ChpOeK

- M3KaIUISTHE HAa KPbB WM KbpPBaBa Xpadka

- 0onka B KOpeMa MJIM CTOMaxa

- BB3MAJIEHHE Ha XPAHOMIPOBOJA M CTOMaxa

- alepruyHa peaxius

- 3aTpyIHEHO T'hJITaHE

- MOXBJITABAHE HA KOXKaTa MM OSUI0TO HA OYMTE, IPUIMHEHO OT YePHOAPOOHH MPpobIeMH I
npo0JeMu ¢ KpbBTa

C HeusBecTHa yecToTa (OT HATMYHUTE JaHHHU HE MOJKe J1a ObJie HallpaBeHa OIIEHKa Ha 4eCTOoTara)
- nurica Ha 6eny KpbBHU KIIETKH (KOMTO oMaraT B 6opOaTa ¢ nH(pEKIunTe)

- CepUO3Ha aJlepruYHa PEaKIus, KOsITO MPUYNHSBA 3aTPYTHEHO TUIAHe UK 3aMaliBaHe

- CEpUO3Ha aJlepruYHa Peakius, KOsITO MPUYNHSIBA NIOyBaHE Ha JIUIIETO WU T'bPIIOTO

- 3aTPyAHEHO AWIIAHE UIH XPUIITEHE

- KbpBEHE

275



- KbpPBEHE MOXKE J1a Bb3HUKHE B CTaBa WK OT TPaBMa, OT XUPYPTUUEH pa3pe3, OT MSICTOTO Ha
MOCTaBSIHE Ha MHXKEKIUS WU OT MSICTOTO Ha IMOCTABSIHE HA KAaTEThP BbB BEHA

- KBPBEHE MOXXE J1a BE3HUKHE OT XEMOPOUIH

- s3Ba Ha CTOMaxa WJIHM YepBara (BKIIOUMTENHO S3Ba Ha XPaHOIIPOBOA)

- OTKJIOHCHHS B PE3YJITATUTE OT JIAOOPATOPHUTE M3CIEABAHMS HA YePHOApOOHATA PYHKIIUS

Cho01aBaHe HA HesKeJIAHU PeakIuu

AKO TIONTy4YHUTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKIny, yBeaoMere Bamms nexap win hapMmaienT.
ToBa BKJIIOUBA BCUUKH Bb3MOXKHH HEOITMCAHU B Ta3 JIMCTOBKA HEXKETAaHU peakiuu. MoxeTe chllo 1a
CHOOIINTE HEXKENAH! PeaKIUy AUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 32 ChOOIIaBaHe, I0COYeHa B
IIpunoxenue V. Kato cr001aBaTe HexeIaHu pEakiny, MOXKETE J1a TaJIeTe CBOS TIPUHOC 3a
NoJy4aBaHe Ha oBeue HH(popManus OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBare Pradaxa

[a ce cpxpaHsaBa Ha MSICTO, HEJJOCTHITHO 32 JIETa.

He u3non3Baiite ToBa IeKapcTBO Ciie]] CPOKa HAa TOAHOCT, OTOEIIs3aH BbPXY KaPTOHEHATa ONAaKOBKa,

omctepa wim OyTtuikara cien ,,l'omen 10:“. CpokbsT Ha TOMHOCT OTTOBaps Ha MOCICTHUS ACH OT

MOCOYEHUS MECEII.

bructep: /la ce cpxpaHsiBa B OpurHHaHaTa OMAKOBKA, 3a JIa C€ TPEe/a3y OT Bara.

ByTtunka: Criex oTBapsiHe JieKapCcTBOTO TpsIOBa Ja ce u3noinsBa a0 4 mecena. CbxpaHsBaiite OyTunkara
IUTBTHO 3aTBOpeHa. Jla ce chbxpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a J]a C€ Mpeana3y OT
BJIara.

He u3xBbpisiiTe nekapcTBara B KaHanu3zanusra. [lonuraiite Bamms gpapmaneBT Kak 1a U3XBbPIATE

JIeKapcTBaTa, KOUTO Bede He M3Moi3Bare. Te3r MEepKH IIe CIIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpefa.

6. Chabp:kaHue Ha ONIAKOBKATA M JOINBJIHUTETHA HHpOpManms

Kakgo cbabpika Pradaxa

- AKTHBHO BemIecTBO: qaburarpat. Beska TBepaa kancymna ceabpika 150 mg qaburarpan
eTeKkcuaT (KaTo Me3WIar).

- Jpyru chcTaBky: BUHEHA KHCEIMHA, apadcKa ryMa, XUIIPpoMeno3a, TMMeTUKoH 350, Tank u
XHUAPOKCHUITPOITMILENYII03a.

- Karncynara cbabpika kapareHaH, KajJueB XJIOpUJI, TATAHOB JIMOKCHU, UHAUTOKapMUH U
XHUIIPOMETIO3a.

- UepHOTO MEYaTHO MACTHIIO CHIBPIKA MIENJIAK, YePEH KeJIe3eH OKCHI M KaJTUEB XUIAPOKCHUI.
Kak n3ruexxna Pradaxa n kakBo chIbp:Ka OIIaKOBKATA

Pradaxa 150 mg ca TBBpau Kancyiu (mpubimm3nuTenHo 22 X § mm) chC CBETIIOCHHBO HEMPO3pavyHO
Karaue u 0s10 HerpospauHo Tsu10. Jlororo Ha komnanusita Boehringer Ingelheim e orneuatano Ha
Karauero, a Ha TSUIOTO Ha TBbpJaTa KarcyJa € oTrneyaTas koa ,,R150%.

ToBa nekapcTBoO ce npeyiara B onakoBky, ceabpkany 10 x 1, 30 x 1 wim 60 x 1 TBBpAM Kancynu,
TpyIIOBa OMAKOBKA, ChAbpKaia 3 onakoBku ot 60 x 1 TBepau kancynu (180 TBEpaAM KarCyin) uiu

rpyIHoOBa OMMAaKOBKa, ChAbprkamia 2 onakoBku oT 50 x 1 TBepau kancymu (100 TBBpauM Karcynn) B
alyMuHUEBH nepdopupanu 6muctepu ¢ equHn4HU 103U. OcBeH ToBa Pradaxa ce mpeara u B
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OTIaKOBKH, Chabpkauy 60 X 1 TBEpIU Karcyau B alyMUHUEBH NiepdhopupaHu Oenu GmcTepu ¢
€AVMHUYHU JIO3U.

ToBa jieKapcTBO ce IpeyIara ChIlo B MOJIMIPONUICHOBH (IIJIaCTMACOBH) OYTHIIKH ¢ 60 TBBpAM
KarcyJiu.

He Bcuuku BUIOBE ONTAaKOBKK MOraT Ja ObJaT IMyCHATH Ha Ha3apa.
IIpuTe:kaTesa Ha pa3pelIeHHETO 32 yNOTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

IIpouszBoguren

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

u
Boehringer Ingelheim France
100-104 avenue de France

75013 Paris
®paHuus
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3a JOII'BJIHUTCIIHA I/IH(i)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsA, CBbPKETC CC C JIOKAJTHUSA
MNpEeACTABUTECI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V T¢l/Tel: +32
27733311

buarapus
bropunrep Unrenxaiim PLIB I'Mm6X 1 Ko KI' —
KJIOH bparapus

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EALGoo
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V Tél/Tel: +32
27733311

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organiza¢na zlozka

Tel: +421 2 5810 1211



Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvnpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom (Northern Ireland)
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

I[aTa Ha IMOCJECIHO MpepasrjeckaaHne Ha JIMCTOBKaTa

[Honpobna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponeiickata

areHITus 10 JeKapcTBaTa http:// www.ema.europa.eu/.
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JIncroBka: HH(popMaLUs 32 MAHEHTA

Pradaxa 20 mg o0BUTH TpaHy.JIH
Pradaxa 30 mg o0BUTH rpaHy./Iu
Pradaxa 40 mg o0BUTH rpaHyJin
Pradaxa 50 mg o0BUTH rpany/in
Pradaxa 110 mg o6BuTH rpaHyIu
Pradaxa 150 mg o6BuTH rpaHyIn
nmaburarpan erekcunar (dabigatran etexilate)

IIpoyeTeTe BHMMATEIHO LSJIATA JIMCTOBKA, Npeau aeTeTo Bu 1a 3ano4yHe Ja npuemMa TOBa

JIEKAPCTBO, Thil KaTO TA ChABLP:Ka BaxHa 3a Bac undopmanus.

- 3amaszere Ta3u IUCTOBKA. MOXe /1a ce HAOXKH J1a 5T TPOYETETE OTHOBO.

- AKO UMare HIKaKBH JIOITBIHUTEITHA BBIIPOCH, MOMUTANTE JieKapst uiu (papmarieBTa Ha Barrero
JIeTe.

- ToBa JiekapcTBO € Tpeanucano TnIHo Ha Bamero mere. He ro mpeoTcThIBaiiTe Ha IpyTH XO0pa.
To Moxe 1a UM HaBpeH, HE3aBUCUMO Y€ MIPU3HAIMTE Ha TAXHOTO 3a00JIIBaHE ca CHIIUTE KAaTO
Te3u Ha Bamero mere.

- Axo nmereto Bu monyun HIKaKBY HEXEIIAHW PEaKIIUU, YBEIOMETE JIeKapst WiIn hapMarieBTa Ha
Bamrero nere. ToBa BKITF0OUBa M BCUYKHA BE3MOXKHU HEXKEIIAHU PEAKITHHN, HEOTTMCAHU B Ta3H
JIMCTOBKA. BiokTe Touka 4.

KakBo CbAbpPiKa Ta3du JJUCTOBKaA

Kakso npencrasnsiBa Pradaxa u 3a kakBo ce U3M0I3Ba

KakBo Tpsi0Ba jia 3Haere, nmpeau gereto Bu na npueme Pradaxa
Kak na mpuemare Pradaxa

BB3MOXHHN HEXEeTaH! peakun

Kak na cpxpansiBate Pradaxa

CL)IBp)I(aHI/Ie Ha OIIaKOBKaTa U JOITBJIHUTCIHA HHq)OpMaHI/ISI

AN

1. Kakgpo npeacrasiasisa Pradaxa u 3a kakBo ce H3110/13Ba

Pradaxa chabppska akTUBHOTO BEIIECTBO Ja0MraTpaH €TEKCUIIAT U MPUHAUICKH KbM IpyIia JIEKapcTBa,
HapeyYeHH aHTUKOAryJaHTH. Toi O6J0Kupa AeHCTBUETO Ha BEIIECTBO B OPraHN3Ma, KOETO y4acTBa B
o0pa3yBaHETO Ha KPHBHH CHCUPEITH.

Pradaxa ce u3nosea npu jienia 3a pa3rBapsHe Ha Bede 00pa3yBalld ce KPbBHU ChCHPEIU H 32
NpeZ0TBpaTsIBaHe Ha TOBTOPHOTO UM 00pa3yBaHe.

2. KaxBo TpsoBa na 3Haete, npeau Aerero Bu n1a npueme Pradaxa
He uznon3saiite Pradaxa

- aKo JiereTo Bu e anepriuyHo KbM JaduraTpaH eTeKCHIIAT UK HAKOS OT OCTaHAUTE ChCTABKH Ha
TOBA JIEKapcTBO (M30pOEHH B TOUKA 6).

- ako JereTo Bu nMa cruiiHO nmoHmxkeHa 0b0peyHa QyHKIusI.

- ako JiereTo Bu B MOMeHTa UMa KbpBEHE.

- ako Jereto Bu nma 3a0omnsBaHe Ha OpraH B TSUIOTO, KOETO YBEJINYaBa PUCKA OT CEPUO3HO
KbpBEHE (Harp., CTOMAlllHa 53Ba, HapaHsIBaHe WIN KbPBEHE B MO3bKa, CKOPOIIIHA ONepalys Ha
MO3BbKa WU OYUTE).

- aKko JeteTo By nMa noBuieHa TEHASHLUS KbM KbPBEHE, KOSITO MOKE JIa € BpojIeHa, C
HEHM3BECTEH MIPOU3XO0/1 WM MPUYMHEHA OT JPYTH JIEKapCTBa.
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- ako Ha JieteTo Bu ce maBaT nexapcTBa 3a IpeAoTBpaTsABaHe Ha 00pa3yBaHETO Ha KPbBHU
cbeupend (Hamp., BapdapuH, puBapokcadaH, aniukcadaH WK XeNaphH), OCBEH P MPOMsHA Ha
AHTHKOATyJIAHTHOTO JICYSHHE, MM IOKaTO My € TIOCTaBEH KaTeThp BbB BEHA MM apTepus,
KOMTO ce MpoMuBa ¢ XeIapuH, 3a J1a ro HoJAbpxka OTBOPEH.

- ako JereTo Bu nMa critHO moHMKeHa yepHoapoOHa GyHKIMA WK YepHOApOoOHO 3a00sBaHe,
KOETO € Bb3MOXHO Ja IPUUUHHU CMBPT.

- aKo Ha JISTEeTO BU C€ 1aBaT KETOKOHA30JI UJIM UTPAKOHA30JI IIEPOPAIHO, JIEKAPCTBa 3a JICUECHHE
Ha rbOMYHU HHPEKIHH.

- aKo Ha feteto Bu ce gaBa nmepopaneH HUKIOCTIOPHH, JIEKApCTBO, MPEATNA3BAIlo OT OTXBBPIIIHE
Ha OpraH ciie/l TpaHCIUIaHTaLus.

- ako Ha Jierero Bu ce naBa npoHenapoH, JIeKapcTBO, U3I0/I3BAHO 3a JIEUEHNE Ha HapyLIeH
CBHPJEYEH PUTHM.

- aKo Ha feteTo Bu ce 1aBa KOMOMHMpPaH MPOAYKT OT TJIEKAIIPEBUP U MUOPEHTACBUP —
AHTHUBUPYCHO JIEKapCTBO, U3I10JI3BaHO 3a JieueHue Ha xenatut C.

- aKo Ha JIeTeTo By e mocraBeHa M3KyCTBEHA ChpieUHa KIIama, IPX KOETO ce Hajlara
HEMPEKbCHATO pa3pexkIaHe Ha KPBBTA.

IIpenynpesxnenust ¥ npeanasHu MepKH

I'oBoperte ¢ nexapst Ha gerero Bu, mpean na my magete Pradaxa. Moske cbIo Ja ce HaJIOXH /1a
TOBOPHUTE C JIeKaps Ha AeTeTo Bu 1o BpeMe Ha JIeYeHUeTo ¢ TOBa JISKapCTBO, aKko JeTeTo Bu nonyun
CUMIITOMH WJIH aKO MY NPEACTOHN XUPyprUyHa Onepanusl.

TpsoBa 1a kaxkeTe Ha Jekapsi Ha KeTeTo Bu, ako mereto Bu nma wim € mMano HIKaKBH 0OJIECTHH
CBCTOSIHHS MU 3a00/IsIBaHUs, 0COOEHO HAKOE OT BKIIOUYEHUTE B CIAEIHUS CIIUCHK:

- aKo mpu jieteto Bu nMa MoBHINIEH PUCK OT KbPBEHE, KaTo:

= aKo JieTeTo Bu Hackopo e MMaso KbpBeHe.

® aKo Ha AeTeTo Bu xupypruuHo e B3eta npoOa OT TesiecHa ThKaH 3a u3cienBaHe (Ouorcusi) B

MIOCIIEJTHHS Mecell.

= ako JieTeTo Bu e mMaiio ceprno3Ho HapaHsBaHe (Harp. KocTHa QpakTypa, HapaHsBaHe Ha
rilaBaTa WM HAKaKBO HapaHsSBaHE, N3UCKBAILO XUPYPTUUHO JICUCHHUE).

= aKko zeTeTo Bu cTpana oT Bp3naneHue Ha XpaHOIPOBOa WIIM CTOMaxa.

= ako jieTeTo Bu uma npo6iieMu ¢ BphIllaHe Ha CTOMAIICH COK B XPaHOIIPOBO/IA.

= ako zeteTo Bu monyyaBa JiekapcTBa, KOMTO MOTaT Jia MOBUIIAT PUCKa OT KbpBeHe. Buxre
»Apyru nekapcrBa u Pradaxa‘ mo-moiy.

® aKO Ha JIeTeTo Bu ce laBat NpOoTHBOBB3MAIHUTEIHY JIEKAPCTBA, KaTo TUKIO(peHaK, noynpodeH,
MTUPOKCHKAM.

= ako netero Bu nMa uHdekius Ha chpreTo (0akTepralieH eHI0KapIuT).

® aKO 3HaeTe, 4ye JieTeTo Bu nMa HamaneHa Ob0pevHa QyHKIMS WK aKko jJeTeTo Bu ctpana ot
nexuuparaiys (CHMITOMHUTE BKITFOUBAT XKaXK1a U OTJICNITHE HA HAMAJIEHO KOJTMYECTBO ThMHO
olLBeTeHa (KOHICHTPUPaHa)/TIeHeCTa YPHUHa).

= aKko eTeTo Bu uMa nHQEKIMs OKOIO UM B MO3BKA.

- ako fgereto Bu e umano nH}papKT nim ako npu eteto Bu ca ycTaHOBEHHM ChCTOSHUS, KOUTO
MOBHUIIIABAT PUCKA OT UH(APKT.

- aKo iereto Bu nma uepHOApOOHO 3a00isBaHe, KOETO € CBBP3aHO C IPOMEHH B KPHBHUTE
TectoBe. B TO3u cnyyaii ynmorpebara Ha TOBa JIEKapcTBO HE C€ MPENopbyBa.

BuumagaiiTe 0oco0eH0 MHOT0 npHU ynoTpedaTa Ha Pradaxa
- ako Ha gerero Bu My npezacrou onepanus:
B To3u ciryuait Pradaxa TpsiOBa na ce cripe BpeMEHHO MopaJiv YBEJINYEH PUCK OT KbPBEHE 110

BpEMe Ha U MAJIKO Clie/ onepanusita. MHOTO € BakHO Jia naBare Pradaxa mpenu u cien
orepaIusaTa TOYHO BB BPEMETO, YKa3aHo OT Jiekaps Ha Barreto gere.
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- aKo OlepalusaTa BKIFOYBA MTOCTABSHE HAa KaTeThp WM WHKEKIHS B TPHOHAYHHS CTHIIO Ha
neTeto Bu (Hamp. 3a enuypaiHa Wiy CIIMHAITHA aHEeCTEe3Us K 3a o0JIeKJaBaHe Ha OoKaTa):
" MHOI'O € Ba)XXHO Jia JaBare Pradaxa npeau u ciej onepanusata TOYHO BbB BPEMETO,
yKa3zaHO OT Jiekaps Ha Bamero nere.
* TpsOBa Ia KaxeTe He3a0aBHO Ha Jekaps Ha Bamrero nete, ako nereto Bu u3nurea
W3TPBIIBaHE WK CIIA00CT B KpaKaTa WK MPOOJIEMH ¢ YepBaTa UM MUKOYHHUS MEXY]P
CJIeq Kpasi Ha aHeCTE3HATa, 3aII0TO ca HEOOXOJMMH CIEIIHN TPHKH.

- aKko JereTo By mamHe WM ce HapaH! 10 BpeMe Ha JISYeHHe, 0COOCHO aKo CH yAapH IiaBara,
MOJISI, TIOThPCETE CIENTHA METUITMHCKA moMoTT. Moske J1a ce Halloxku fneTeTo Bu ma 0b1e
MperieaHo OT JieKap, Thid KaTo MOXKE Jia € C IMOBHUIIIEH PUCK OT KbPBEHE.

- aKo 3HaeTe, ue JieTeTo Bu mma 3abonsBane, HapeyeHo aHTH(OCHOTUHICH CHHIPOM
(HapymieHre Ha UMyHHaTa CHCTeMa, KOETO IIPUYHHSBA ITOBHUIIIEH PUCK OT 00pa3yBaHe Ha
KPBBHHU ChCHPEIIN), KAXKETE Ha JIeKapsl Ha JieTeTo Bu, KOHTO 1ie B3eMe pelieHue 3a
HEOOXOMMOCTTA OT NMPOMSHA Ha JICYCHHUETO.

JApyru nexapcrBa u Pradaxa

TpsabBa ma kaxxeTe Ha Jiekaps win dapMareBTa Ha Aeteto Bu, ako Ha gerero Bu ce maBar min
HAacKopo ca Omnu AaBaHu qpyru jgekapcersa. Ilo-cnenuanHo, Tpa0Ba Aa KajkeTe Ha JeKapsl HA
aerero Bu, npenu nerero Bu na 3anoune na npuema Pradaxa, ako To npuemMa egHo oT
JIeKapCcTBaTa, H30POCHM I10-10J1Y:

- JlexapcTBa, KOUTO HAMAIABAT CHCUPBAHETO HAa KPBBTa (Hanp. Bapdaput, GEeHNPOKYMOH,
alleHOKYMapoJl, XelapHH, KJIOMUAO0TPel, IPacyrpe, THKarpenop, puBapokcadaH,
aIeTHIICAININIIOBA KUCEIIMHA)

- JlexapcTBa 3a eyeHne Ha reOMYHN HH(EKINK (HaIp. KETOKOHA30J1, NTPAKOHA30IT), OCBEH aKO
T€ c€ HaHACST CaMO BbPXY KOXKaTa

- JlexapcTBa 3a JIeYeHHE Ha HAPYIICH ChPJICUCH PUTHM (HAIp. aMHOAPOH, JPOHEIAPOH,
XUHHUIMH, Bepanamm).

- JlekapcTBa 3a mpeana3zBaHe OT OPraHHO OTXBBPIISIHE Clie]l TPaHCIUTaHTauus (Hamlp. TaKpoJIUMYC,
IIUKIIOCTIOPHUH)

- KomOuHMpaH mpoayKT OT TiieKanpeBrp 1 MUOpPeHTacBUpP (AHTUBUPYCHO JIEKapCTBO, U3IOI3BAHO
3a neyenue Ha xenatut C)

- [IpoTHBOBB3NAIUTENHHN CPECTBA U OOJIKOYCIIOKOSIBALIM JIEKapCTBa (HAMp. aleTHIICAIULIMIOBA
KHcenHa, noynpodeH, TMKIo(eHaK)

- JKBaT KaHTapUOH, PACTUTEITHO JIEKAPCTBO 32 JIeYEHUE Ha JISTIPECHs

- JlexapcTBa 3a JieueHHE Ha JeNpects, HAPEUCHU CEeJICKTUBHU MHXUOUTOPH HAa OOPaTHOTO
3axBalllaHe Ha CePOTOHHMHA MM MHXUOUTOPH Ha 00paTHOTO 3aXBalllaHe Ha CEPOTOHUH-
HOpenuHePpUH

- Pudamnuuumn nim KI1apuTpOMHULKH (IBa aHTHOMOTHKA)

- AnTtuBupycHu nekapctsa cpeuty CIIMH (namp. putoHaBup)

- Onpeenenu iekapcTBa 3a JIeUeHUe Ha enuiericust (Hamp. kapoamasenuH, QEHUTONH )

Pradaxa c xpaHa u HATIMTKH

He cmecBaiite Pradaxa 00BUTH IpaHyi ¢ MIISIKO WJTH C MEKH XPaHH, KOUTO ChIbPIKAT MIICUHH
npoaykTH. M3mon3BaiiTe ToBa JIeKapcTBO caMo C SOBIKOB COK WIIM €HA OT MEKUTE XPaHH, IIOCOUYEHH B
yKa3aHMATA 3a yIoTpeda B Kpasi Ha JINCTOBKATA.

BpemeHHOCT M KbpMeHe

ToBa JilekapcTBO € NpeHa3HAYeHO Jla ce U3II0JI3Ba IIpu Jiena o 12-roauiiHa Bb3pact.

WNudopmarusita 3a OpeMEHHOCT U KbpPMEHE MOXKeE J1a He € IPWIIOKIMa MpH JeueHneTo Ha BameTo
JeTe.
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Edexrure na Pradaxa Bppxy OpeMEeHHOCTTa M JETETO NPEeAr Ja Ce POAM He ca 3BecTHH. bpemeHHa
JKeHa He TpsOBa Jja MpreMa TOBa JIEKapCcTBO, OCBEH aKo JICKapAT M He M Kaxke, ye € 0e30macHo /1a To
npaBu. JKeHa B ieTepo/iHa BB3pacT TpsiOBa Jia u30sTBa 3a0peMeHsIBaHe, JokaTo nprueMa Pradaxa.
Kspmenero TpsiOBa 1a ce mpeycTaHoBH 10 BpeMe Ha jedenue ¢ Pradaxa.

Hlodupane u padoTa ¢ MAIIUHU

He ca u3Becthu edpexrute Ha Pradaxa BbpXy cnocoOHOCTTa 3a modupaHe uik padoTa ¢ MalliHH.

3. Kak na npuemare Pradaxa

Pradaxa oOBUTH TpaHysTl MOKE JIa c€ U3MOI3BA IIPH Jelia 1MoJ1 |1 2-roAuIIHa Bh3pPacT, ako Te ca
MocoOHM Jia IbITaT MeKa XpaHa. ChIIeCTBYBaT U IPYTH, ChOOPa3eHH C Bb3PacTTa 1030BU GOpPMH 32
neyeHne Ha 6ebera o 12-mMeceuHa Bb3pacT U Jela Ha 8-TOIUIIHA Bb3pacT U MO-TOJIEMH.

Bunaru ;[aBaﬁTe TOBaA JICKAPpCTBO TOYHO KAKTO Bu e kazan JICKApAT HAa ACTCTO Bu. Axo He cTe CUTYPHHA

3a HEIIO, IIOIUTANTE JICKaps Ha ACTCTO Bu.

Pradaxa Tpsi0Ba a ce mpueMa jBa I'bTH JHEBHO, €/IHA J103a CYTPHH U €lIHa J103a Beuep,
MPHUOIM3UTEITHO TI0 €JHO U CHIIIO BpeMe BCEKH JIeH. IHTepBaIbT MEeXKIy J03UTE TPSAOBA J1a € KOJIKOTO
ce MOKe 110-01130 10 12 gaca

IIpenopprunTennara g03a 3aBUCU OT B’b3paCTTa U TEJIECHOTO Tero. JlekapsT 0 Bu e
ompeneny ToYHaTa 103a 3a Baiiero nere criope ,E[ ‘b3pac HOTO TeT. o Bu.
JlekapsT Ha gereTto Bu Moxe 1a kopur p 11 B XO07Ia Ha Jiey 0. Jler BI/I p 6 a ja
MPOABIDKABA J]a U3M0I3BA BCHUKH JPYTH pCTBa, OCBEH aKo neKap;[T Ha 11 0 Bu e Bu xaxe ma

CIIPETC a U3MO0JI3BATC HAKOU OT TAX

Enunnuna no3a Pradaxa, kosto TpsiOBa 1a ce AaBa JBa IIbTH JHEBHO, B MUJIUTPaMu (mMg), 3a MalUueHTH

a Bb3pact nog 2,5 rogunu. [lozaTta 3aBUCH OT TEJIIECHOTO TerJio B Kuuorpamu (kg) u Bb3pactra Ha
MAIeHTa B MECEIIH WIIA TOJMHHU:

Bb3pacTt B Mecenn Bb3pacT B rogunun
Omo {110 {3130 |[4m0 |Sn0 (610 (830 |90 1000 (11130 | 1m0 (1,500 | 2 1o

<l | <3| <4 |<5|<6|<8|<9|<10]| <11 |<12|<15

<2 | <25

21 10 <26 ///%/%/////////%///////////% 140 | 180
16 n0 <21 ///%/%/////////%//////// 110 | 110 | 140
13 10 <16 ///%/%/////////% 80 | 100 | 100 | 110 | 140
¥ 11 10<13 ///%/%/////// 70 80 | 80 | 80 | 100 | 100
E9u0<11 // /% /% % 50 60 | 60 | 60 | 70 | 70 [ 80 | 80
; 7 10 <9 // // 40 50 [ 50 | 50 | 60 | 60 | 60 | 60 | 60
410<5 20 20 | 20 | 20 40 ///////////%////////

3 10<4

2,5 no <3

ERBBE /////%///////////%////////
///%/%///////%///////////%////////
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[lo-gony ca nageHu MOAXOASIM KOMOWHALIMY OT Pa3InYHUTE BUIOBE callleTa, 3a Ja ce
NOJIy4aT eIMHUYHNTE O3, IPETNOpbhuaHy B Tabmuara 3a jo3upane. Bp3MoxxHu ca u
JPYTH KOMOHHAIVH.

20: Eqno came 20 mg 80: e camera 40 mg

40: Enno camre 40 mg 100: /e camrera 50 mg

50: Exno camre 50 mg 110: Exgno came 110 mg

60: [Ise camera 30 mg 140: Exno came 30 mg mitoc eqHo caiie
110 mg

70: Enno came 30 mg ritoc eano came 40 mg  180: Exno came 30 mg mitoc egqHo
camre 150 mg

| | O3nauaga, ue npenopska 3a 103MPOBKATA He MOXKE J1a ObJIe a/CHA.

Ennnnuna nosa Pradaxa, kosito TpsiOBa 11a ce 1aBa J1Ba ITbTH JHEBHO, B MHJIMTpaMH (mg), 3a MAHUEHTH
Ha BB3pacT 2,5 roxunu J0 <12 rogunu. /lozaTta 3aBHCH OT TEJIECHOTO TerJo B kKuiorpamu (kg) u
BB3pacTTa Ha MalMeHTa B TOAMHHU:
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AKO CcTe JaJIM moBede oT HeoOXxoanMara ao03a Pradaxa

[IpuemMbT Ha MpeKaseHo rojsimMa 103a OT TOBa JIEKAPCTBO MOBHINIABA PHCKa OT KbpBeHE. CBBpIKETE ce
He3a0aBHO C JieKaps Ha JieTeTo By, ako cTe jganu TBbpje MHOTO OT Hero. Mma Ha pa3noyioxeHne
BB3MOXKHOCTH 32 CHIEIU(PUIHO JICUCHUE.

AKo cTe NMponmyCHaJ/IM 1a najaeTe Pradaxa Ha geteTto cu

[Ipomrycuara m03a MoXe J1a ce Jajie 10 6 4aca mpeau BpeMeTo Ha clie/iBaiiaTa.

[IponycHara o3a He TpsiOBa J1a ce MpueMa, ako OCTaBal[OTO BPeMe JI0 CIIe/IBAIaTa JI03a € T0-MaJKo
oT 6 "aca.

He naBaiite nBoiiHa 103a, 32 JlJa KOMIIEHCHUPATE MPOIyCcHATATa 1034,

AKO j103aTa € mpreTa caMo 4aCTHYHO, HE IPaBeTe OMUTH Jia 1aJeTe BTopa J103a 110 ChIOTO BpEME.
[aiite cnenpaiiara g03a cropes rpaduka, npuOIu3uTeHo 12 yaca mo-KbCHO.

AKko cte cupeau aa aasare Pradaxa

Hasaiite Pradaxa TouHo kakto e npennucano. He cnupaiite na naBare ToBa JiekapcTBo, Oe3 Hali-
Harpez /a CTe TOBOPUJIM C JieKapsl Ha AeTeTo By, 3a110To pucKbT OT 00pa3yBaHe Ha KPbBEH ChCUPEK
MOJKE J1a c€ YBEJIMYH, aKO JICUCHHETO Ob/Ie CIIPSHO TBBpAE paHo. CBBbpKETE ce C JIeKaps Ha f1eTeTo Bu,
ako JiereTo Bu mMa nomio XxpaHocMuiiaHe cief| naBane Ha Pradaxa.

AKO UMare HSKaKBH JOMBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOTUTANTE
nekaps uiu (hapManeBTa Ha JeteTo Bu.

4. BBb3MOKHU HeKeJTaHU pPeakuuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOKE [1a IPCAU3BUKA HCIKCIIAHU PCAKIINU, BBIIPCKH Y€ HE
BCCKM I'l [10JTy4aBa.

Pradaxa ﬂeﬁCTBa BBPXY Ipoueca Ha KPbBOCBCUPBAHEC, ITOPAAU KOCTO IMOBCUCTO HEKCIIAHNU PCAKIINU Ca
CBBpP3aHU C IPOSABU KATO 06pa3yBaHe Ha CUHUHU WUJIK KBPBCHC. Moxe Ja HaCTBIIU I'OJISIMO WM TCXKKO
KBpPBEHE - TOBa Ca Haﬁ-CepHOSHHTe HEXKECJIaH! p€aKIU U HE3aBUCHUMO OT MACTOTO HAa Bb3HHUKBAHC,
Morat Aa J0BE€AaT A0 MHBAJIMJU3UPAHEC, ) KUBOTO3aCTpallaBao CbCTOAHUC UIIU JOPHU CMBPT. B Hsxon
CJIydau TOBa KbPBCHC MOXKE Jia HC € BUIUMO.

Ako nipu erero Bu ce nosiBu KbpBEHE, KOETO HE CIIMpa caMo WK ako AeTeTo Bu nMa npusHany Ha
NPEKOMEPHO KbpBEHE (M3KIIIOYHUTENHA c1ab0CT, yMOpa, OJIEAHOCT, 3aMasiHOCT, TJIaBOOOJINE HITH
HEOOsSICHIUM OTOK), He3a0aBHO ce MOCHBETBANTE € JeKkaps Ha nereTo Bu. Jlekapst Ha nereto Bu moxe
Jla peln Ja HabmronaBa eTeto Bu no-ctporo nim Aa NpoMeHH JICUEHUETO.

TpHGBa He3a0aBHO Ja KaKCTC Ha JICKapsA Ha ACTCTO BI/I, aKoO A€TCTO Bu IOJIy4Yu CCpHUO3HA aJICPIrUiHa
p€aKknuys, KOATO NPpUYUHABA 3aTPYAHCHO AUIIAHE U 3aMaiBaHe.

Bb3MoxkHHTE HEeXXenaHU pCaKknuu ca I/I36pOGHI/I IMO-A0J1Yy, KaTo Ca rpylnrpaHy 110 TOBa KOJIKO 4€CTO CC
IIOsABsABAT.

Yecru (Morar ga 3acersar a0 1 Ha 10 qymm):

- craj B Oposi Ha YePBEHUTE KPHBHU KIETKH

- crnaj B Oposi Ha TPOMOOIIUTHTE B KPbBTa

- KOXEH 0OpHB B pE3yJITaT HA AJIEPTUYHA PEAKIIHs, N3SBSIBAIIl CE KATO THMHOYEPBEHH,
HAQJIUTHATH, CHPOSIIY ITBITKA

- BHE3aITHa IIPOMSHA B I[BETA U BHJAa HAa KOXKaTa

- obpasyBaHe Ha KPHBOHACSIIAHE

- KbpPBEHE OT HOCA

- BpBIIIAaHE HAa CTOMAIITHA COKOBE B XPaHOTIPOBOIA
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- MOBPBILIAHE
- rajcHe

- YeCTO M3XO0XKTaHE Ha KAIllaBH WU BOJTHHUCTH U3MPAKHEHUS
- JIOTIIO XPaHOCMHUJIAHE

- KocomaJ

- MOBUIIIEHU YE€PHOAPOOHU CH3UMH

Heuectu (Morar ga 3acernar g0 1 Ha 100 gymmm):

- HaMmaJsiBaHe Ha Opos Ha Oenu KPbBHU KJIETKU (KOUTO rmomarat B 6opbara ¢ HHQEKIUnTe)

- KbPBEHE MOXE J1a Bb3HHKHE B CTOMaxa MM YepBaTa, OT MO3bKa, OT pEKTyMa, OT
MIEHHCa/BarnHaTa WiM MMKOYHHUTE THTHUINA (BKIFOUUTEITHO KPBB B ypUHATA, KOSITO OI[BETSBA
ypuHaTa B pO30BO WJIM YE€PBEHO), MM MOJ KOXKaTa

- Cra/i Ha HUBOTO HA XEMOTJIOOMHA B KPHBTa (BEMIECTBOTO B UEPBEHUTE KPHBHU KIIETKH)

- HaMaJsIBaHE Ha NMPOIIEHTA HA KPHBHUTE KIIETKH

- ChpOeK

- M3KalUIsTHE Ha KPBB WM KbPBaBa Xpadyka

- 0oJka B KOpeMa HIJIM cToMaxa

- BB3NAJICHUE Ha XPAaHOIPOBO/IAa M1 CTOMaxa

- aJlepruyHa peaxuus

- 3aTpyIHEHO T'hJITaHE

- MOXBJITSABAHE HA KOXKATa MK OSUIOTO HA OYHTE, TPUIMHEHO OT YEPHOPOOHU MPOOIeMH HITH
npo0JeMu ¢ KpbBTa

C Hem3BecTHA 4ecTOTa (OT HAIMYHUTE JJAHHU HE MOXe Ja ObJie HalpaBeHa OLCHKA Ha YeCTOTaTa)

- nurica Ha 6enM KpbBHU KIIETKH (KOMTO oMaraT B 6opOaTa ¢ MH(pEKIuHTe)

- CepHO3Ha aJlepruyHa PEaKLysl, KOsITO MPUYMHABA 3aTPyIHEHO JUILIAHE WM 3aMaliBaHe

- CEpHO3Ha aJlepruYHa Peakius, KOsITO MPUYNHSIBA NIOyBaHE Ha JIUIIETO WU T'bPIIOTO

- 3aTPyHEHO JIUIIAHE HIIH XPUIITEHE

- KbpBEHE

- KbPBEHE MOJXKE J1a Bb3HUKHE B CTaBa WIIA OT TPaBMa, OT XUPYPTUYEH pa3pes, OT MICTOTO Ha
TIOCTaBSIHE Ha WHXKEKIUS WM OT MSICTOTO Ha IOCTaBSHE HA KAaTEThP BhB BEHA

- KbPBEHE MOJKE /12 Bb3HUKHE OT XEMOPOH U

- A3Ba HA CTOMaxa MM yepBaTa (BKIIOUUTETHO SI3Ba HA XPaHOIIPOBOIA)

- OTKJIOHEHHS B PE3yJITATUTE OT JIA0OPATOPHHUTE M3CIICIBAHHUS HA YePHOAPOOHATA PYHKITHSI

Cpol0maBaHe Ha HesKeJIAHM PeaKIiu

Axo ACTETO Bu MIOJIYy4YH HAKAKBU HEXKCJIAHU JICKAPCTBCHU pC€aKIU, YBEAOMCETE Bamms JICKap Ujin
Q)apMaueBT. ToBa Bk/II0YBa BCUYKH BH3MOKHHM HEOITMCAHHU B Ta3H JINCTOBKA HEKEIaHU PEaKIu.
Moxete ChIIO J1a ChOOIIUTE HEXKEJIAHH PEAKLIMU TUPEKTHO Ype3 HAllMOHAJIHATa CUCTEMA 3a
cho0ImaBane, mocoyena B [Ipunoskenue V. Kato cro0maBare He)xenaH! PeakIny, MOXKETe Jia JajieTe
CBOSI IPUHOC 3 TI0JTyYaBaHe Ha MOBeYe HH(OpMANNs OTHOCHO 0€30MacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpansibate Pradaxa

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.

He usmnosn3paiite TOBa JIEKapCTBO CJIE CPOKA HA FOJHOCT, OTOEIS3aH BbPXY KapTOHEHATa OITaKOBKa
cien ,,l'oneH n1o:“. CpoKbT Ha TOTHOCT OTTOBAPS HA MOCIEAHUS JCH OT ITOCOYCHUS MECETl.

TopOuukara oT aryMHHUEBO (OJHO, ChIIbpKaIa camerara ¢ Pradaxa oOBUTH rpaHynu He TpOBa 1a
ce OTBaps eIy Ja ce 3all0vHe J1a ce M3MO0II3Ba, 32 J1a Ce MpeArnasu OT Biara.

Crier MbpBOTO OTBapsiHE HA TOPOMYKATA OT alyMHHUEBO (POJIMO, ChIAbPIKAIIlA CallleTaTa C OOBUTH

TpaHyli M CYyIINTEN, JIEKApCTBOTO TPSIOBA [1a C€ M3I0JI3Ba B paMKuTe Ha 6 Meceria. OTBOPEHOTO carlie
HE MOJKE JIa ce ChXpaHsBa U Tpsi0Ba /1a ce U3M0JI3Ba He3a0aBHO Clle]] OTBApsIHE.
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He PIBXB’BpJISIfITC JICKapCTBAaTa B KaHAJIU3alUATAa. [TonmraiiTe Bamms (bapMaueBT KaK J1a U3XBBPIIATC
JICKapCTBAaTa, KOUTO BCYUC HC U3IIOJI3BATC. Te3u MCPKHU IIC CTIOMOTHAT 34 OIla3BAHC HA OKOJIHATa Cpeaa.

6. Chabp:kaHue Ha ONIAKOBKATA M JONBJIHUTETHA HHpoOpManms
Kakgpo cbabpaxa Pradaxa

- AKTHBHO BelecTBo: qaburarpas. Besiko camnre Pradaxa 20 mg oOBUTH rpaHyIn ChIbpikKa
o0OBuTH Tpanynu ¢ 20 mg naburaTpaH eTekcuiar (KaTo Me3ujar).

- AKTHBHO BemiecTBo: naburarpas. Besko camre Pradaxa 30 mg oOBUTH TpaHyJIn ChABPKA
o0BuTH rpanynu ¢ 30 mg gaburaTpaH eTekcuiar (KaTo Me3uiar).

- AKTHBHO BemiecTBo: naburarpas. Besko camre Pradaxa 40 mg oOBUTH TpaHyJIH ChABPKA
o0ButH Tpanynu ¢ 40 mg naburatpaH erekcuiar (KaTo Me3uyar).

- AKTHBHO BelecTBO: qaburatpas. Besiko camnre Pradaxa 50 mg oOBuTH rpaHyn, ChIbpKa
o0BuTH rpanynu ¢ 50 mg gaburaTpaH eTekcuiar (KaTo Me3uiar).

- AKTHBHO BemiecTBo: qaburarpas. Besko came 110 mg Pradaxa o6ButH rpanyiu chabpika
o0BuTH rpanynu cbe 110 mg gaburarpan eTekcuiar (KaTo ME3uIar).

- AKTHBHO BelecTBO: naburarpat. Besko came Pradaxa 150 mg oOBUTH TpaHyu ChIBpKa
o0BuTH TpaHynH cbe 150 mg naburaTpan eTekcuiaaT (KaTo ME3HaT).

- Jpyru cbcTaBKy: BUHEHA KMCENIMHA, apabcka ryMa, XUIpoMeno3a, TMMeTHKoH 350, Tank u
XHUAPOKCHUITPOITMILENYII03a.

Kak n3rue:xxga Pradaxa n kakBo chIbp:ka ONaKOBKAaTa
Camrerara ¢ Pradaxa oOBUTH rpaHyH ChIBPKAT KBJITEHUKABU OOBUTHU TPAHYJIH.

Bcesika omakoBKka OT TOBa JIEKapCTBO ChABP)Ka TOPOMYKA OT ATyMHUHHEBO (DOJTHO, KOSITO CHIBpPKA

60 cpeOpucTH camera ot arymMuHreBo ¢onmo ¢ Pradaxa o0BuTH rpanynu u cymmren (¢ Hagmuce “DO
NOT EAT” [,,AA HE CE ITOT'JTBIIA*], Bxatountenno nukrorpama u “SILICA GEL”
[,,CUJTUKATEJT“)).

IIpuTexaTen Ha pa3pelIeHHETO 32 YHOTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

IIpousBoguTen
Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein
T'epmanus
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3a JOII'BJIHUTCIIHA I/IH(i)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsA, CBbPKETC CC C JIOKAJTHUSA
NpeACTABUTCII HA MPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V T¢l/Tel: +32
27733311

buarapus
bropunrep Unrenxaiim PLIB I'Mm6X 1 Ko KI' —
KJIOH bparapus

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co. KG
Eesti filiaal

Tel: +372 612 8000

EALGoo
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva

Boehringer Ingelheim RCV GmbH & Co. KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V Tél/Tel: +32
27733311

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co. KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organiza¢na zlozka

Tel: +421 2 5810 1211



Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvnpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom (Northern Ireland)
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

I[aTa Ha IMOCJCIHO NMpepasrjec;kaane Ha JIMCTOBKaTa

[Honpobna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponeiickata

areHnus no jexkapcraata http://www.ema.europa.eu/.
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Yxka3zanus 3a ynorpebda

He npunaraiite Pradaxa o0BUTH Ipanyin
® CbC CIPUHUOBKHU WJIM COHJIM 32 XpPAHECHE
® C JIpyro, OCBEH C MeKa XpaHa WU S0BJIKOB COK, KAKTO € TIOCOYEHO MO-A0TY

[Ipunaraiire Pradaxa oOBuTH IpaHyJii ¢ MEKH XpaHH WIK C SOBJIKOB COK. YKa3aHHATA ca JaJCHH I10-
J0J1y B A) 3a MEKHM XpaHH U b) 3a 10BJIKOB COK.

HpI/IFOTBeHOTO JICKapCTBO TpSI6Ba Ja CC JaBa IpCau XpaHCHUATA, 3a 1da € CUT'YPHO, UC NMALIUCHTHT LIC
npueMe 1siata a03a.

JlaBaiiTe MPUTOTBEHOTO JICKAPCTBO HA MAIlMEHTA BEAHATa WU B paMKuTe Ha 30 MUHYTH CIe[
cMmecBaHeTo. He ngaBaiite TOBa 1eKapCcTBO, aKO € OMIIO CMECEHO C XpaHa WK SOBIKOB COK 3a ITOBEYE OT

30 MuHYTH.

B cnyqaﬁ 4cC HC 6’5,[[6 MpueTa 1sjaaTta 103a OT IPUTOTBEHOTO JICKAPCTBO, HE ﬂaBaﬁTe BTOpa 034, a
Hn34yakanTe J0 BPEMCTO 34 IpUCM Ha CJICABAIaTa 103a.

A) Ilpunazane na Pradaxa obsumu 2panynu c meKu Xxpanu

[Ipenu na 6b1e cMeceHa ¢ OOBUTHTE TPpaHyJIH, XpaHaTa TPIOBa J]a € ChC cTaifHa TeMIlepaTypa.
JlekapcTBOTO TpsiOBa Jia ce TpuIIara ¢ eJJHa OT CJISJIHUTE MEKH XPaHH:

e Hamaukanu MOpKOBU

e SI0BIKOBO MIOpe (32 MPHIIOKEHHUE C AOBIKOB COK, BUKTE b)

e Hamaukan Oanan
He u3non3paiite MeKu XpaHu, KOUTO ChABPKAT MICYHHU MPOAYKTH.

Crprka | — [IpuroTBere yama uiiy Kynmadka

° Curnere JABC YaCHU JIBXXUYKH MCKa
XpaHa B MaJIKa 4Jallla Uik Kylnm4ka.

Crpuka 2 — B3emere camero(tara)

e [Ipu mbpBOHAYATIHO OTBapsHE OTBOPETE
cpebpuctara TOpOUYIKa OT ATyMHHHEBO
(oo, KaTo OTPEKETE TOPHATA YACT C
HoxHK. TopOudKara OT aTlyMUHHEBO
dhommo ceappka 60 cpedbpuctu camera
(JTeKapCTBOTO) U €TMH CYIITUTEIN C
naamuc “DO NOT EAT” (,,1A HE CE
[TOI'JTBIIA®), BKIIIOYUTETHO
nukrorpama u “SILICA GEL”
(,CUITUKATEJT).

291



e He oTBapsiiTe u He moOrIbIIANTE
CBIBPIKAHUETO HA CYIIHATEIS.

NOrTbLANTE
CYLUUTENSA

e Bsemere HeoOxoanMus Opoii camera ¢
Pradaxa oOBuTH rpaHy/iu, criope
npeanucaHara J103a.

o (CioxeTe caierara, KOUTO HAMa Jia ce
W3I0JI3BaT, 00paTHO B TOpOUYKATa OT
AITyMUHHEBO (OJIHO.

Crpnka 3 — OtBopeTe camero(Tara)

e Bsewmere cairero, chabpikaiio Pradaxa
00BUTH I'paHyJIH.

e [lorymnaiite camero B Macara, 3a J1a
MOKE€ ChIBPKAHUETO J1a TIaIHE B
JIOJIHATA YacT Ha CaIleTo.

e JlpbXKTe callleTo U3MPABEHO.

e OTBoOpeTe camero, KaTo OTPEKETE
ropHaTa 4acT ¢ HOXKHIIN.

Crpnka 4 — M3cunere ChIbp)KaHUETO Ha cameTo(TaTa)

e l3cunere UAI0TO ChIIbPKAHUE HA
CalleTo B MajKaTa yalla Win
KyIu4KaTa ¢ MeKaTa XpaHa.

e [loBropere cTenku 3 u 4, ako €
HEO0XOIMMO TTOBEYE OT €JHO callle.
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Crpnka 5 — Pa30bpkaiiTe Mekata XpaHa, 3a 1a CMeCuTe OOBUTHTE IPaHyJIH.

e Pa3z0ObpkaiiTe MeKaTa XpaHa C TbKHIIATA
3a XpaHeHe, 3a Jla cMecuTe 100pe
00BUTHTE TPAHYIH C MEKaTa XpaHa.

Crpnka 6 —/laliTe MeKkaTa XpaHa.

e JlaliTe MeKkaTa XpaHa, CMECEHA C
0OBHTHTE TPaHyJIH, HA MAIUCHTA
BeJ(HAra, KaTo M3I10JI3BaTe JILKUIATA 3a
XpaHEHE.

e VYBepere ce, ue BCUUKaTa MeKa XpaHa ¢
H3sICHA.

b) Ilpunooscernue na Pradaxa obeumu 2panynu c 10v1K08 COK

Crpnka 1 — IIpenu ciieqBamiaTta CThIIKA MPUTOTBETE Yallla SOBIKOB COK

Crpuka 2 — B3emere camero(tara)

e [Ipu mbpBOHAYATHO OTBApSHE OTBOPETE
cpebpucrata TopOUYKa OT AlyMUHHEBO
($omnro, KaTo OTPEKETE TOPHATA YACT C
HoxHIK. TopOHudKara OT aTlyMUHHEBO
¢donmo ceabpxka 60 cpedpuctu camiera
(JTeKapCTBOTO) U €IMH CYIITUTEIN C
Hagmuc “DO NOT EAT” (,,JIA HE CE
[MOI'JTBIIA®), BKIIIOYUTETHO
nukrorpama u “SILICA GEL”
(,CUITUKATEJT).

e He oTBapsiiTe U HE MOTTbIIANTE
ChIBPKaHUETO Ha CYLIUTEIS.

NOrNbLANTE
CYWWUTENA
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e Bsemere HeoOxoanMus Opoii cameTa ¢
Pradaxa oOBuTH rpanymu, criopes
npeanucaHara J103a.

e (CroxerTe caierara, KOUTO HAMA J1a ce
W3II0N3BaT, 00paTHO B TOPOUYKATA OT
ATyMHUHHEBO (OJIHO.

Crpnka 3 —OtBopere camero(TaTa)

e Bsewmere camero, ceappikamio Pradaxa
00BUTH I'paHyIIH.

e [Jorymnaiire camero B MacaTa, 3a Aa
MOJKE ChIBPKAHUETO JIa TaJHE B
JIOJTHATa 4acT Ha CalleTo.

e JlpbXKTe callleTo U3MPABEHO.

e OrtBoperTe caieTo, KaTo OTPekKeTe
rOpHAaTa 4acT C HOKHIIH.

Crpnka 4 — [aiite Pradaxa o0BUTH TpaHyH ¢ IOBJIKOB COK

e JlaiiTe IsI0TO KOJTUYECTBO OOBUTH IPaHyJIH HAPABO OT CALIETO WM C MOMOIITA Ha JIbKHIIA
3a XpaHEHe B ycTaTa Ha JIETEeTO U JlaiiTe Ha JITETO Ja e SOBIKOB COK, KOJIKOTO My €
HEOOXO0/IMO, 3a Jia TIOT'bJIHE OOBUTUTE TPAHYJIH.

e IIpoBepere ycraTta Ha JIETETO, 3a JIa CE€ YBEPUTE, Y€ ISUIOTO KOJINIECTBO OOBUTH TPAHYIIH €
MOI'BJIHATO.

e [lo u36op: Ako cre cmecuin Pradaxa oOBUTH IpaHyJid B Yaliara ¢ sObJIKOB COK, 3aIlIOYHETE C
MaJIKO KOJIMYECTBO SIOBJIKOB COK (KOETO AeTeTo Bu MoXe Jja n3Iue HaITbJIHO) U CE YBEpeTe, e
[SUTOTO KOJIMYECTBO OOBUTH TPAHYJIU € IPUETO. AKO OOBUTHTE TPAHYIIH ca TOJICITHAIH I10
CTCHUTE Ha yalara, 100aBeTe MajKo KOJIMYEeCTBO SIOBJIKOB COK M OTHOBO JIaiTe Ha JETETO Aa
nue. [loBrapsiiTe ToBa, JOKAaTO MO CTEHUTE HA YallaTa HAMA OCTAHAJIN TOJICTHAIIN IPaHyJIH.
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JIncroBka: HH(popMaLUs 32 MAHEHTA

Pradaxa 6,25 mg/ml npax 4 pa3TBOpuUTeJI 32 EPOPaJIieH Pa3TBOP
naburarpan erekcuiar (dabigatran etexilate)

IIpouyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, Mpeau AeTeTo BH 1a 3anmoyHe 1a npueMa ToBa

JIEKapCTBO, Thil KaTo TS ChABbP:KAa BaxkHa 32 Bac nndgopmanus.

- 3amasere Ta3u JIUCTOBKA. MoJKe 1a ce HaJO0XkH J1a sl IPOUYETETE OTHOBO.

- AKO UMaTe HAKaKBH JOMTBIHUTETHN BBIIPOCH, TIONTUTANTE JIeKaps Wi apmareBTa Ha Bamrero
JieTe.

- ToBa nekapcTBO € mpeanucano JMYHo Ha Bamero nere. He ro npeotcrhnBaiiTe Ha Ipyru xopa.
To Mo’ke 1a UM HaBpeIH, HE3aBUCUMO Ye MIPU3HAINTE Ha TAXHOTO 3a00JIBaHe ca ChIINUTE KAaTO
Te3u Ha Bamero gere.

- Axko nereto Bu mosryuun HAKaKBH HEXXEJIaHU PEaKLUH, yBEJOMETE JeKaps Win (apMaleBTa Ha
Bamreto gere. ToBa BKiIr0UBa ¥ BCHUKH Bb3MOXHH HEXEJIaHU PEAKIUH, HEONIHCAHU B Ta3H
nmucToBKa. BrkTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kaxso mpencraBnsBa Pradaxa u 3a KakBo ce M3IT0I3Ba

Kakso Tpsa6Ba na 3Haere, npeau nerero Bu na npueme Pradaxa
Kak na nmpuemare Pradaxa

BB3MoXHE HEeXKETaHU PEaKINH

Kak na cpxpansBare Pradaxa

ChappikaHre Ha ONAKOBKATa U JAOMBJIIHUTENIHA HHPOPMATIUS

AU

1. Kakso npeacraBisasa Pradaxa u 3a kakBo ce H3M0JI3Ba

Pradaxa chappika akTHBHOTO BEIIECTBO JaOWraTpaH €TEKCUIAT U IPUHAIICKH KbM IpyIia JIeKapCcTBa,
HapeUYeHH aHTUKOAryJaHTH. Tol OJoKupa JelCTBUETO Ha BEIIECTBO B OPraHU3Ma, KOETO y4acTBa B
o0pa3yBaHETO Ha KPHBHU ChCUPEITH.

Pradaxa ce n3nonssa IIpu A€1a 3a pa3TBApsIHC HA BEUC 06pa3yBanH CC HAa KPBbBHU CHCUPCLIU U
npeaoTBpaTdBaHC HAa TIOBTOPHOTO UM o6pa3yBaHe.

Pradaxa npax u pa3TBOpHUTEI 3a MEepopalicH pa3TBOp He TPsOBa Ja ce U3I0JI3Ba MPH JIela Ha Bh3pacT
1 unu moBeve TOANHH.

2. Kakgo Tps0Ba na 3Haete, npeau aetero Bu na npueme Pradaxa
He n3nonseaiite Pradaxa

- aKko JeteTo Bu e anepruyHo KbM AaOUraTpaH €TeKCHIIaT WM HAKOS OT OCTAaHAJIUTE ChbCTABKH Ha
TOBA JIeKapcTBO (M30pOEHH B TOUKA 6).
- aKko JereTo Bu uMa critHO moHmkeHa 0b0peyHa QyHKIusI.

- aKo zieTeTo Bu B MOMeHTa NMa KbpBEHE.

- ako JereTo Bu nma 3a0ois1BaHe Ha OpraH B TSUIOTO, KOETO YBEJINYaBa PUCKA OT CEPUO3HO
KbpBeHE (Harp., CTOMaIlTHa S3Ba, HApaHIBaHE WM KbPBEHE B MO3bKa, CKOPOIITHA OTepaIys Ha
MO3bKa W OUUTE).

- aKo JieTeTo By MMa noBuIlIeHa TEHJAEHINA KbM KbPBEHE, KOSITO MOXKE JIa € BPOJIEHa, C
HEW3BECTEH MPOU3XO]l WM IPUINHEHA OT APYTH JIEKAPCTBA.

- aKko Ha JieteTo Bu ce maBaT nekapcTBa 3a IpeAoTBpaTsABaHe Ha 00pa3yBaHETO Ha KPbBHU
cbeupend (Harp., BapdapuH, puBapokcadaH, anukcadaH WK XeNapuH), OCBEH IPU MPOMsHA Ha
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AHTHKOAryJaHTHOTO JICYCHUE, WK I0KaTO MY € TIOCTaBEeH KaTeThp BbB BEHA WM apTepus,
KOMTO ce MpOMUBa ¢ XEHapHH, 3a J1a T NOJAbpXKa OTBOPEH.

- aKo 7eTeTo Bu nMa CHITHO TTOHIKEHA YepHOAPOOHA (GYHKITHS WIIH YepHOIPOOHO 3200 BaHe,
KOETO € Bb3MOXKHO J]a TPUINHU CMBPT.

- aKo Ha JIETETO B C€ 1aBaT KETOKOHA30J1 MJIM UTPAKOHA30JI IIEPOPAIIHO, JIEKapCTBa 32 JICUSHHE
Ha FbOMYHU HHPEKIHH.

- aKo Ha feteTo Bu ce maBa mepopaieH NUKIOCTIOPHH, JIEKaPCTBO, MPEATA3BaIlo OT OTXBBPIITHE
Ha OpraH clie/l TpaHCIUIaHTalusI.

- aKko Ha JieteTo Bu ce maBa ApoHenapoH, JIeKapcTBO, H3MOI3BAHO 3a JICYeHNE Ha HApYLIEeH
CBpJICYCH PUTHM.

- aKo Ha feteTo Bu ce 1aBa KOMOMHMpPaH MPOAYKT OT TJIEKAIIPEBUP U MUOPEHTACBUP —
AHTHUBUPYCHO JIEKapCTBO, M3II0JI3BaHO 3a JieueHue Ha xernaTut C.

- aKo Ha feteTo Bu e mocrtaBeHa M3KyCTBEHA ChpedHa KIIara, IPH KOETO ce Haylara
HETPEKbCHATO pa3pexkiaHe Ha KPBBTA.

IIpenynpesxnenust ¥ npeanasHu MepKH

T'oBopere ¢ nekaps Ha aereto Bu, npean na my nagere Pradaxa. Mose chIIo a ce HaJOXH Aa
TOBOPHTE C JIEKaps Ha AeTeTo By 1o Bpeme Ha JIeUeHHETOo ¢ TOBA JIEKApCTBO, ako AeTeTo Bu momyun
CHUMIITOMH WIH aKO My NPEACTON XUPypruyHa orneparusi.

TpsaodBa 12 KaxKeTe HA JieKaps Ha aeTeTo Bu, ako nereto Bu nma nimu € nmano HsIkakBu OOJIECTHH
CBCTOSIHUS WU 3a00JIsIBaHMs, 0COOCHO HSIKOE OT BK/IIOUEHUTE B CICIHUS CIIHUCHK:

- aKko mpu aereto Bu nma noBuIIeH pUCK OT KbPBEHE, KaTo:

= aKko zeTeTo Bu Hackopo e MMajo KbpBEHe.

" aKO Ha JIeTeTo Bu xupyprudno e B3era mpoda oT TelecHa ThKaH 3a u3cieaBane (Ouorcus) B

MIOCIICJTHHS Mecell.

= ako zeTeTo Bu e nMaio ceprno3Ho HapaHsBaHe (Halp. KOCTHa (hpaKkTypa, HapaHsSBaHE Ha
rjiaBaTa UM HAKAKBO HapaHABAHE, U3MCKBAIIO XUPYPIruiHO HequI/Ie).

®= aKko JieTeTo Bu cTpasa oT Bh3naneHue Ha XpaHOIPOBO/Ia WITH CTOMAaxa.

= ako zneteTo Bu uma npoOieMu ¢ BpbllaHe Ha CTOMAIIeH COK B XPaHOIIPOBO/A.

= ako meteTo Bu nmosydaBa JiekapcTBa, KOUTO MOTAT Jia MOBUIIIAT PUCKa OT KbpBeHe. Brkre
,,JApyru nekapcTtBa u Pradaxa‘ mo-moamy.

® aKO Ha AeTeTo Bu ce nmaBat npoTHBOBB3MAINTEIIHY JIEKAPCTBA, KaTo IUKIO(peHaK, nOynpodeH,
MTUPOKCHKAM.

= ako jieTeTo Bu uma uHdeknus Ha chpIieTo (0akTeprualieH eHI0KapIuT).

® aKO 3HaeTe, 4e JereTo Bu nMa HamanieHa Ob0pedHa QyHKIHS WK aKko jJeTeTo Bu ctpana ot
aexuaparanys (CHMOTOMHUTE BKIIOUBAT XKaXKAa U OT/IENIIHE HA HAMAJIEHO KOJIMYECTBO ThMHO
olBeTeHa (KOHIICHTpUpPaHa)/TICHeCTa YPHHA).

= aKo JeTeTo Bu nMa uHbeKIusa 0KojI0 WM B MO3bKa.

- ako nereto Bu e nMaio uHQpapKT WK ako Mpu IeTeTo Bu ca yCTaHOBEHHU CHCTOSIHUS, KOUTO
MOBHILIABAT PUCKA OT UH(APKT.

- aKo JieTeto Bu uma uepHOApoOHO 3a00isBaHe, KOETO € CBBP3aHO C IPOMEHH B KPHBHUTE
TecToBe. B TO3M ciydaii ynorpebaTa Ha TOBa JIEKApCTBO HE C€ MPENOPBHYBA.

BuaumagaiiTe oco6eno MHoro npu ynorpedéara Ha Pradaxa

- aKo Ha geteto Bu My npeacron oneparusi:
B To3u cityuaii Pradaxa Tpsi6Ba na ce cnpe BpeMEeHHO Mopaiy YBEJINYEH PUCK OT KbPBEHE 110
BpeMe Ha ¥ MaJIKO cliesl onepanusita. MHOro e BaxHo Ja naBare Pradaxa npeau u cien

olepalusiTa TOYHO BbB BPEMETO, YKa3aHO OT Jiekaps Ha Barmero gere.

- aKo OIepalusITa BKIIOUBA IIOCTaBIHE HA KaTEThp MM WHXKEKLUS B IPHOHAUYHUS CTHIO Ha
neteto Bu (Hamp. 3a enutypaiHa WK CIMHATHA aHECTEe3Us MK 3a O0JIeKJaBaHe Ha O0JKaTa):
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" MHOTO € BayKHO J1a 1aBate Pradaxa npenu u cies onepanusita TOYHO BbB BPEMETO,
yKa3aHo OT Jiekapsl Ha Bamero nere.

= TpsOBa na KaxxeTe He3a0aBHO Ha JieKaps Ha Bamrero nete, ako nereto Bu m3nurea
M3TPBIIBaHE WM CIAa00CT B KpaKaTa WK IPOoOJIeMH ¢ YepBaTa Wil MHKOYHHUS MEXYP
ClJIe/l Kpasi Ha aHeCTe3MsATa, 3alI0TO ca HEOOXOAMMU CIICIIHU TPHXKH.

- ako nmerero Bu majgHe mim ce HapaHU 110 BpEME Ha JICUCHUEC, 0COOEHO aKo cHU yaapu rijiaBarta,
MOJI, HOTHPCETC CIICIIHA MCAUITMHCKA ITOMOIII. Moxe Ja C€ HaJIOXKH JCTCTO Bu Ja 6’L,I[e
nperieaano oT JCkap, TBH KaTO MOXe Ja € C MMOBHUIICH PUCK OT KbPBCHC.

- aKo 3HaeTe, ue JieTeto Bu mma 3abossBane, HapeyeHo aHTU(OCHOTUHIICH CHHIPOM
(HapylIeHHe Ha UIMYHHATa CHCTEMa, KOeTO MPUYMHSBA MOBHUILEH PUCK OT 00pa3yBaHe Ha
KPBBHH CHCUPEIN), KAKETE Ha JIeKaps Ha JeTeTo By, KOHTO 11e B3eMe pelieHne 3a
HE00XOUMOCTTa OT IIPOMSIHA Ha JIEUCHUETO.

JApyru nexapcrBa u Pradaxa

Tps6Ba na kaxere Ha Jiekaps win dapmaineBTa Ha neTeto Bu, ako Ha gereto Bu ce naBat nnn
HacKopo ca Omm gaBaHu apyru jgekapcetsa. [lo-cnenuanno, TpsiOBa Aa Ka:KkeTe Ha JieKaps HA
nerero Bu, npeau nerero Bu 1a 3anoune na npuema Pradaxa, ako To npuema eiHo ot
JieKapcTBaTa, H30POEeHH MO-10.IY:

- JlexapcTBa, KONTO HaMaJIsIBAT ChCHPBAHETO HAa KpBBTA (Hamp. BapdapuH, (peHITPOKyMOH,
aIleHOKYMapoJl, XeIapyH, KIIOMUAO0TPEI, IPacyTrpelt, THKarpeiop, puBapokcadaH,
aleTUICANTMIIIIOBA KUCETNHA)

- JlexapcTBa 3a JleueHHe Ha FBOMYHN HHGEKIUH (HAaIp. KETOKOHA30]1, UTPAKOHA30J1), OCBEH aKo
T€ Ce HaHACIT CaMO BBPXY KOXKaTa

- JlexapcTBa 3a IeyeHne Ha HapYIIEH ChP/IEYeH PUTHM (HAIpP. aMHOJapOH, JPOHEIaPOH,
XUHUAWH, BeparaMu).

- JlexapcTBa 3a mpeana3BaHe OT OPraHHO OTXBBPIISHE Ciel TPAaHCIUIAaHTAMs (Hamp. TaKpOIUMYyC,
LIUKJIOCIIOPUH)

- KomOunmnpan npoayKT OT rieKanpeBup 1 NUOpeHTacBUp (AHTUBUPYCHO JIEKapCTBO, U3IOI3BAHO
3a neyenue Ha xenatut C)

- [IpoTHBOBB3NAIMTENHN CPEACTBA U OONKOYCIIOKOSBAIIIN JIEKapCTBa (HAIp. alleTHIICAUITIIOBA
KucenuHa, n0ynpodeH, AMKIo(eHaK)

- JKBaT KaHTapuOH, paCTUTEITHO JIEKAPCTBO 32 JIEYEHUE Ha JIeNpechs

- JlekapcTBa 3a JieueHHEe Ha JCNPecHs, HApEUCHU CEIEKTUBHUA MHXUOUTOPU Ha 0OpaTHOTO
3axBalllaHe Ha CePOTOHHMHA MM MHXUOUTOPH Ha 00paTHOTO 3aXBalllaHe Ha CEPOTOHUH-
HOpenuHePpuH

- Pudamnuiun nim KI1apuTpoOMHIIKH (J]Ba aHTHOMOTHKA)

- AnTtuBupycHu nexapcrsa cpenry CIIMH (aamp. putonasup)

- Omnpenenenu nexapcTBa 3a JIeUeHUe Ha enuiiencus (Hamp. kapbamasenut, GEHUTONH )

bpeMeHHOCT M KbpMeHe

ToBa nekapcTBO € MpeHa3HaAvYeHO 3a ynorpeda npu ena Ha Be3pact mox 12 mecena. Madopmanusra
3a OpeMEHHOCT U KbpMeHe HsMa fa Obje MpuiIoKuMa IpH JIedeHHueTo Ha BameTo nere.

lo¢pupane u padoTa ¢ MAIIUHUA

ToBa jiekapcTBO € IMpeaHa3HavYeHo 3a yrnorpeda npu Jaelia Ha Bb3pacT mox 12 mecena. Mudopmanusra
3a modupane u pabora ¢ MaITMHA HAMA J1a ObJIe IPUIIOKKAMA TIPH JICYSHHETO Ha Barero nere.
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3. Kak na npuemare Pradaxa

Pradaxa npax u pa3TBopuTel 3a MepopajeH pa3TBoOp TpsiOBa Jia ce U3MOJ3Ba caMo TIPH Jela Ha
BB3pacT 1o 1 roguHa. ChIECTBYBAT U IPYTH, ChOOpa3eHH ¢ Bb3pacTTa JI030BH OPMH 3a JieueHHe Ha
Jiela ¥ IOHOIIM Ha BB3pacT 1 rorHA U MO-TOJIEMH.

Bunaru naBaiite ToBa JiekapcTBO TOYHO KakTo Bu e ka3an nekapsaT Ha gereto Bu. Ako HE cTe cUrypHH
3a Hello, MONUTaNTe JIeKaps Ha JeTeTo Bu.

Pradaxa Tpsi0Ba a ce mpreMa jBa I'bTH JHEBHO, €/IHA J103a CYTPHH U €llHa J103a Bevep,

MPUOIUZUTEITHO IO €AHO U CHINO BpeMe BCEKHU JeH. IHTepBaIbT MEXKIY TO3UTE TPsiOBa J1a € KOJIKOTO

ce Moe 110-01m30 10 12 4gaca.

IIpenopbunTenHaTa 103a 3aBUCH OT Bb3pacTTa U TeJleCHOTO Tero. Jlekapar Ha nerero Bu mie
ompeneny ToYHaTa 103a 3a Baiiero nere cnopen Bb3pacTTa U TEIECHOTO TETJI0 Ha AeTeTo Bu.

.HeKap}IT Ha JC€TCTO Bu moxe Ja KOpurupa 103ata B

CIIPETC a U3MO0JI3BATC HAKOU OT TAX.

xoJ1a Ha ieueHunero. [lerero Bu TpsiOBa na
MPOIBIDKABA JIa M3II0JI3Ba BCUYKH JPYTH JIEKapCTBa, OCBEH aKo JIEKapAT Ha aeTeTo Bu He Bu kaxe na

Envanun a no3a Pradaxa, xosiTo TpsiOBa J1a ce qaBa JiBa IbTH JHEBHO, B MUIMINTpH (ml), criopesn
TEJIECHOTO Terio B Kuitorpamu (Kg) v Bb3pacTra Ha MalMeHTa B MECEIIN:

Bn3pact B Mmecenu

13 10 <16 ///////%////%/////
11 10 <13 /////%//% S
y Y /////% o ml|9ml
; 7 10 <9 %%% Sl |8 ml
S 4n0<s | 2ml |3ml|3ml|[4ml|4ml / /%
3q0<4 | 2ml [2ml|3ml|3ml 3ml /%///%
2510<3 | 2ml |2ml|2ml|2ml|3ml ///%%/ %/ %/ /%

Os3HavaBa, 4ye TpernopbKa 3a J03UPOBKaTa HE MOXKeE J1a Ob/Ie AajieHa.

ITepopanen

2 3 4 5 6 7 8 9 10 11 12
pastBop [ml]
Cohabpaxa
AABUIATPAN | 15 5, | 1g 75 | 2500 | 31,25 | 37,50 | 43,75 | 50,00 | 56,25 | 62,50 | 68,75 | 75,00
€TeKCUJIaT
[mg]
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Yxa3zanus 3a NpUroTBsiHe U npuiarane Ha Pradaxa nepopaJien pa3tBop

Pradaxa nepopasieH pa3TBop ce npurotss oT Pradaxa mpax, nojciaauten (CyKpanos3a) 1 pa3TBOPUTEI.
IMpuara ce ¢ go3upalia MUIeTa B ycrara Ha aereto. Pradaxa mepopasien pa3tBop He TpsiOBa 1a ce
CMEeCBa C MJISIKO, IPYTH HAMMUTKY WA XPaHa.

IloapoOHu yka3aHusi 32 NPUTOTBSIHETO HA MEPOPAJIHHUS PA3TBOP U MPUJIOKEHHETO €
J03UpALIATA MUIETa ca JaJeHHu B ,,YKa3aHHud 32 ynorpeda“ B Kpas Ha JIMCTOBKAaTa.

YkazaHusaTa 3a ynorpeda chIbp>KaT BCHIKA HEOOXOIUMH CTHITKH 32 MPABUITHOTO IIPUTOTBSHE HA TOBA
JIEKapCTBO ¥ MPUJIOKEHUETO MY TIPH MMaruenTa. ToBa JIekapCcTBO TpsIOBa 1a Cce MPUTOTBH OT JIeKap,
MEMIIMHCKA cecTpa wiu GapMmaneBT. Henmpodecrnonanau nuiia, moiaraiy TpyukKd MoraT Jia
MPUTOTBAT TIEPOPATHHSI PA3TBOP, AKO MEIUIIMHCKUSAT CTICIIHAIACT MIPEIICHH, Y€ TOBA € yMECTHO. B
TaKbB CJIy4al TpsIOBa Jia ce CJIeBaT BCHYKH CTBIIKK OT YKa3aHHsITa 3a yrnoTpeoa.

Axo Bammwst nekap, MeIuImHCKa cecTpa win (papmareBT Bu e gan nmpuroTBeHus mepopaiieH pa3TBop,
MoJIs, clieiBaiTe cThiku 11-22 oT yka3aHusTa 3a ynorpeoda.

HpOMﬂHa Ha AaHTUKOAryJaHTHOTO JIeYeHUue

He nmpomensiiTe aHTHKOATyJTAHTHOTO JICYCHHUE HA JETETO CH 0€3 KOHKPETHO YKa3aHHUE OT JICKaps Ha
nerero Bu.

AKoO cTe JaJM IoBeYe 0T HeoOxoanMaTa 03a Pradaxa

HpI/IeM’LT Ha INPCKAJICHO rojigsMa 1034 OT TOBA JICKAPCTBO MOBUIIIABA PUCKA OT KbPBCHC. CB’Lp)KeTe ce
He3a0aBHO C JICKaps Ha ACTCTO BI/I, aKoO CTC JaJI1 TBbPAC MHOT'O OT HErO. Hma Ha PAa3MI0JJIO0KCHUC
BB3MOXKHOCTH 3a CHeHI/Iq)I/I‘IHO JICUCHUC.

AKo cTe mponycHaJm 1a nagere Pradaxa Ha nerero cu

IIpomycHara g03a MOXe Ja ce Jajae 10 6 yaca Mpean BpeMeTo Ha clieBaIiara.

[Ipomrycuara m103a He TpsOBa Ja ce mpreMa, ako 0CTaBallOTO BpEMe JI0 Cie/Baliara 103a € Mo-Mallko
oT 6 Jaca.

He nasaiite qBoifHa /1032, 3a Ja KOMIICHCHpATE MPOITycHaTaTa 103a.

AKo J103aTa € mpueTa caMo YaCTUYHO, HE MPaBEeTe OMUTH J1a JaJeTe BTOpa J103a MO ChLIOTO BpEME.
Jaiite cnenBamiara go3a cnopen rpaduka, IpuOIu3uTeHO 12 yaca mo-KbCHO.

Ako cte cnipesn aa nasare Pradaxa

[agaiite Pradaxa TouHo kakTo € npeanucano. He cnimpaiite 1a naBaTe ToBa JiekapcTBo, Oe3 Hail-
HaIpe] /1a CTe TOBOPWJIM C JIeKaps Ha JieTeTo By, 3amoTo puckbsT OT 00pazyBaHe Ha KPHBEH ChCHPEK
MOXe J]a C€ YBEJINYH, aKO JIeYUeHHEeTO ObJe CpsiHO TBBpAE paHo. CBBpIKETE ce ¢ eKaps Ha eTeTo Bu,

aKo a€TeTo Bu nma npomo XpaHOCMUIIAHE CJICA JaBaHC Ha Pradaxa.

AKO UMaTe HSIKaKBU JIOIBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKapCTBO, MIONUTalTe
nexapst uiau (apManeBTa Ha JeteTo Bu.
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4. Bb3MOKHHM HeKeTaHU peakuu

KakTo Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE a IPECAU3BHUKA HEXKCIIAaHN PCAKINU, BBIIPEKH Y€ HE
BCCKM I'l [10JTy4aBa.

Pradaxa nmeficTBa BbpXyY mporeca Ha KpbBOChCHUPBAHE, IOPAIH KOETO MOBEUETO HEXKEJAaH! PEaKiH ca
CBBP3aHH C MPOSIBU KaTO 00pa3yBaHe Ha CHHUHH WM KbpBeHe. MojKe /1a HaCTHITH TOJIIMO HITH TEXKO
KBPBEHE - TOBA Ca Hall-CEPMO3HNUTE HEIKEIAHN PEAKIIMH U HE3aBUCUMO OT MSCTOTO HA Bb3HUKBAHE,
MOraT J1a I0BeAaT A0 HHBAINAU3UpPaHe, )KUBOTO3aCTpallaBallo ChbCTOSHUE WU I0pU CMBPT. B HAKon
CJIy4au TOBAa KbPBEHE MOXKE J1a HE € BUIAUMO.

Axo mipu geteTo Bu ce mosiBM KbpBEHE, KOETO HE CIIMpa camMo MJIM ako JeTeTo Bu nMa npusHauy Ha
NPEKOMEPHO KbpBEeHE (M3KIIIOYHTENHA cI1ab0CT, yMOpa, OJIEAHOCT, 3aMasiHOCT, TJIABOOOJIHE HITH
HEOOSICHIM OTOK), He3a0aBHO c€ ITOCHBETBANTE C Jiekaps Ha AeteTto Bu. JIekapsT Ha nereto Bu Mmoxe
Jia pemy na Habmronasa 1eteto Bu mo-ctporo wim aa npoMeHH JIeUeHHETO.

Tps6Ba HE3a0aBHO /1a K)KETE Ha JIeKaps Ha AeTeTo By, ako gereto Bu mosydn cepro3Ha ajlepriudna
peakius, KOSITO MPUUMHSBA 3aTPYJHEHO JUIIaHE WK 3aMaliBaHe.

Bb3MoxHUTE HEXXETIAaHHU PEaKIH ca M30POSHH MO-A0IY, KaTO ca TPYNUPaHH 110 TOBA KOJIKO YECTO Ce
MOSIBSIBAT.

Yectu (Morart na 3acersat no 1 Ha 10 gymm):

- cnaj B Oposi Ha YepBEHUTE KPBBHU KIETKH

- cnaji B Opos Ha TPOMOOIIUTHTE B KPHBTa

- KOXEH 0OpHB B pE3yJITAaT Ha AIePTUYHA PEaKIHsl, N3SBSIBAIIl CE KATO TBMHOYEPBEHH,
HAJUTHATH, CHPOSIIN THITKU

- BHE3aITHa IMPOMsAHA B IBE€TA U BUJIa HA KOXKaTa

- oOpa3yBaHe Ha KpbBOHACSIaHE

- KbPBEHE OT HOCA

- BpbIIIaHE HAa CTOMAIIIHA COKOBE B XPaHOIIPOBO/Ia

- MOBPBIIIaHE

- rajicHe

- YECTO U3XO0XKIAHE HA KalllaBU WX BOAHUCTU U3IIPAXKHCHUA

- JIOIIO XPaHOCMUJIAHE

- KOCOTIa]|

- MOBHIIIEHN Y€PHOAPOOHHU CH3UMH

Heuectu (Morar ga 3acernar g0 1 Ha 100 gymm):

- HaMmaJsiBaHe Ha Opos Ha Oel KPhbBHH KJIETKU (KOUTO rmomarat B 6op6ara ¢ HUHQEKIUUTe)

- KbpPBEHE MOKE J]a B3HUKHE B CTOMaxa WJIM YepBaTra, OT MO3bKa, OT PeKTyMa, OT
NeHKCa/BaruHaTa Wik MUKOYHHUTE MbTHIIA (BKIIOUYUTEIHO KPBB B ypUHATA, KOSITO OL[BETSBA
ypuHaTa B pO30BO WJIM YE€PBEHO), MM MOJ KOXKaTa

- Cra/i Ha HUBOTO HA XEMOTJIOOMHA B KPBBTa (BEIMIECTBOTO B UEPBEHUTE KPHBHU KIIETKH)

- HaMaJIIBaHE Ha MPOLIEHTa Ha KPbBHUTE KJIETKU

- ChpOeK

- M3KaIUISTHE Ha KPBB WIM KbpBaBa Xpadka

- 0oJka B KOpeMa HIJIH cToMaxa

- BB3MAJIEHHE Ha XPaHOIPOBOJA M CTOMaxa

- ajepruyHa peaxius

- 3aTpyIHEHO T'hJITaHE

- MOXBJTABAHE HA KOXKaTa MM OSUI0TO HA OYMTE, IPUIMHEHO OT YepPHOAPOOHH pobIeMH I
npobjeMu ¢ KpbBTa

C HewsBecTHA YecTOTa (OT HAUIMYHUTE JTAHHW HEe MOXKe J1a OblIe HaITpaBeHa OICHKA Ha YeCTOTAaTa)

- nurica Ha 6eny KpbBHU KIIETKH (KOMTO oMaraT B 6opOaTa ¢ nH(pEKIuuTe)
- CepUO3Ha aJlepruYHa PEaKIus, KOsTO MPUYNHSBA 3aTPYTHEHO TUIIAHe WK 3aMaliBaHe
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- CEpHO3HAa aJIepruyHa peaKkus, KOsITO MIPUUUHSIBA TIOTyBaHE Ha JIULETO WU I'bPJIOTO

- 3aTPYyAHEHO JUIIAHE UM XPUIITCHE

- KBpPBCHE

- KBpPBEHE MOXKE JIa BE3HUKHE B CTaBa WJIA OT TPaBMa, OT XUPYPTHUUEH pa3pe3, OT MSICTOTO Ha
MOCTaBSIHE HA MHXKEKIUS WU OT MSICTOTO Ha ITOCTABSIHE HA KAaTEThP BbB BEHA

- KbpPBEHE MOXKE J1a Bb3HUKHE OT XEMOPOUIU

- s3Ba Ha CTOMaxa WJIM YepBara (BKJIIOUMTEITHO S3Ba Ha XPaHOIIPOBOA)

- OTKJIOHCHHS B PE3YJITATUTE OT JIAOOPATOPHUTE M3CIEABAHMS HA YePHOApOOHATA PYHKIIUS

Chol01aBaHe HA HelKeJIAHU PeakIuu

Axo ACTETO Bu MIOJIYy4YHM HAKAKBU HEXKCJIAHU JICKAPCTBCHHU pC€aKIU, YBEAOMCETE Bamms JICKap Uiin
¢apmaneBT. ToBa BKIII0UBAa BCHUKK BH3MOKHU HEONHCAHU B Ta3H JIUCTOBKA HEKEJIAHU PEAKLIUH.
MoskeTe ChIIOo Aa ChOOIINTE HEeKEJIAHW PEaKIny JUPEKTHO Upe3 HallMOHAIHATa CHCTeMa 32
cho0ImaBane, mocoyena B [Ipunoskenue V. Kato cro0miaBare He)KeTaH! PeaKIuy, MOXKETe Ja JajieTe
CBOS IPUHOC 3a [0JyyaBaHe Ha MoBeve HH(POpMaIHs OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Pradaxa

[a ce cpxpaHsaBa Ha MACTO, HEJOCTBIIHO 32 AcLA.

ToBa 1ekapcTBO € MPUTOTBEHO OT TPH KOMITOHEHTA, KOUTO MOTaT J1a UMaT pa3IndHu CPOKOBE Ha
ronHocT. He npuroTssiite 1 N3M013BalTe TOBA JIEKAPCTBO CJE] HAall-KpaTKUs CPOK HA FOJHOCT,
oTOemsI3aH BbPXY BHHITHATA KAPTOHEHA OTIAKOBKA ciexn ,,l omeH 10:“. O0bpHETE BHIMaHUE, e
OTJICIIHATE KOMIIOHEHTH MOTaT J1a UMaT CPOK Ha FOJTHOCT, KOMTO M3THYa NO-KbCHO. CpOKBT Ha

TOAHOCT OTroBaps HAa MOCJICAHHUA JCH OT IIOCOYCHUSA MCCLII.

lla CC CbXpaHsiBa Taka, 4c 6YTI/IHKaTa BbB BCiAKa MHAMBUAYaAJIHA OIIAKOBKA 3a MPUTOTBAHE Aa 6TJIIC
H3IpaBCHaA.

Crnen oTBapsiHe Ha TOpOMYKATa OT alyMHHHEBO (DOJIMO, ChABpKaIIa camerara ¢ Pradaxa mpax 3a
nepopasieH pa3TBOp U CYIIUTEN, JIEKapCTBOTO TPsiOBa Jla ce M3MOJI3Ba B paMKUTE Ha 4 Mecela.
OTBOPEHOTO callle He MOXe Jla Ce ChXpaHsABa U TPsOBa Jja ce M3I0J13Ba He3a0aBHO Clie/l OTBApSHE.
Cren xato Oblie IPUTOTBEH, NEPOPATHHUST Pa3TBOP B OyTHIIKAaTa MOKE /1a Ob/Ie ChXpaHsIBaH /10

18 vaca npu 2-8°C (XJIaJUIIHUK) WIH, aKO € HE00X0IUMO, J10 2 yaca MpH CTaiiHa TeMmIeparypa
(20-25°C). bytunkure Tpg0Ba 1a ce ChXpaHABaT H3MPABEHHU.

He u3xBbpisiite nexkapcTBara B KaHanuzauusta. [lonuraiite Bamms gpapmaneBT Kak J1a H3XBbPIATE
JIeKapcTBaTa, KOMTO Bedue He U3IoiI3Bare. Te3u MepKH 11ie CIIOMOTHAT 32 Olla3BaHe Ha OKOJIHATa cpeja.
6. Chabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HHpOpManms

Kakgo cbabp:ka Pradaxa

- AKTHBHO BeIlleCTBO: qadburarpad. Bceku ml oT roToBuUs IiepopajieH pa3TBop Chabpxa 6,25 mg
JaburaTtpaH eTekcuiar (KaTo Me3ujar).

- Hpyru ceeraBku Ha Pradaxa npax 3a nepopaiieH pa3TBOp: MaHUTOJ U
XHUAPOKCHUITPOITMILETYII03a.

- PastBopurensit 3a Pradaxa nepopaiieH pa3TBop Chbpika BAHEHA KHCEINHA, XJIOPOBOJIOPOIHA
KrcenuHa (3a kopekuus Ha pH) u npeuncrena Boaa.

- CaieraTa ChC CyKpaio3a ChabpKaT CyKpaiosa.
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Kak n3ruexxna Pradaxa n kakBo chIbp:Ka OIIaKOBKATA

Pradaxa npax u pa3TBOpuTEN 32 MEpopaleH pa3TBOP ce npeiara noj GpopMaTta Ha KOMIUIEKT,
CBABPIKAILL CIETHUTE HAKOIKO KOMIIOHEHTA 3a MPUTOTBSIHE:

1 kapToHeHa KyTHs, ChIIbpxaina Pradaxa mpax 3a mepopaiieH pa3TBop.

30 camera OT afyMHHHEBO (DOIIHO ca ONIAKOBAHHU B €JJHa TOPOUYKA OT allyMUHHEBO (poIno,
KOSTO ChABpKa cbiio cymuTen (¢ Haamuc “DO NOT EAT” [,,JA HE CE ITOT'JTBIIA®],
BorrounTenHo mukTorpama u “SILICA GEL” [,,CUJIMKAT'EJI*]). Besko care cpabpika
180,4 mg npax 3a nepopajeH pa3TBop. Pradaxa npax 3a nepopajeH pa3TBOp € KbJITCHUKABOOSI
npax.

30 KapTOHEHH KYTHH, HApUYaHH ,,MHANBHUIyJTHU ONTAaKOBKHU 3a TIPUTOTBSHE .,

Bcesika onakoBka chabppxka €IHO OsUI0 calle OT aTyMHHHEBO (onro che 70 mg cykpanosa Ha
npax (Osu1 10 TouTH 05T ITpax), eJHa CTHKJICHA OYTHIIKA OT ThMHO CTHKIIO C Kallayka Ha BUHT,
chabpikamia 28 ml pazrBoputen (OUCTBpP, OE31BETEH Pa3TBOP) 3a MPUTOTBSHE HA TIEPOpPaJICH
pasTBop, nBe mo3upamu numetd (12 ml) u equn amanrtep 3a OyTHUIKaTA.

OnakoBaHWUTE 3a€HO AO3MPAILM TUIIETH U aJalTepbT ca MEIULIMHCKH U3/1EIHSL.
Ha Bcsika no3upama nunera 12 ml e ornewarana ckana ot 0 go 12 ml ¢ rpagyupanu feneHus ot
0,25 ml.

IIpuTexaTen Ha pa3pelIeHHETO 32 YHOTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

IIpoussoaureJ

Catalent Germany Schorndorf GmbH
Steinbeisstr. 1 und 2

73614 Schorndorf

T'epmanus
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3a JOIIBJIHUTCIIHA HH(bOpMaHHSI OTHOCHO TOBa JICKapCTBO, MOJIsA, CBbPKETC CC C JIOKAJTHUSA
MNpEeACTABUTECI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V T¢l/Tel: +32
27733311

buarapus
bropunrep Unrenxaiim PLIB I'Mm6X 1 Ko KI' —
KJIOH bparapus

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co. KG
Eesti filiaal

Tel: +372 612 8000

EALGoo
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva

Boehringer Ingelheim RCV GmbH & Co. KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V Tél/Tel: +32
27733311

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co. KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organiza¢na zlozka

Tel: +421 2 5810 1211



Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvnpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom (Northern Ireland)
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

I[aTa Ha IMOCJECIHO MpepasrjeckaaHne Ha JIMCTOBKaTa

[Honpobna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponeiickata

areHITus 10 JeKapcTBaTa http:// www.ema.europa.eu/.
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Yka3zanus 3a ynorpeda

Pradaxa 6,25 mg/ml npax u pa3TBopuTeJ 3a
nepopaJieH pa3TBop

IIpeaun ynorpeda npoyereTe yKazaHUuATA

L

[

L
|

ITomyunnm cTe KOMITIEKT 3a MPUTOTBSHE HA TIEPOPAICH Pa3TBOP, KOWTO Chabpika 30 omaKkoBKH 3a
MIPUTOTBSIHE U €]THA TOPOWYKA OT aTyMUHHEBO (posmo, chabpixkaiia 30 cpedpuctu camera. Enxxo
CpeOpHCTO callle ChAbPKA )KBITEHUKABOOSIT TIpax (JIEKapCTBOTO) 3a MPUTOTBSIHE HA TIEPOPaJICH
pa3tBop. TopOuukara oT aryMuHHEBO (HOJIMO ChabPiKa Chiio cymuTel (¢ Haamue “DO NOT EAT”
[,,AdA HE CE ITOI'JTBIIA®], Bxmountento muktorpama u “SILICA GEL” [,,CUJIMKAT'EJI]), 3a na
Ta3u JIEKapCTBOTO CyXO.

YkazaHusaTa 3a ynorpeda chIbp>KaT BCHIKA HEOOXOAMMHY CTHITKH 32 MPABIIIHOTO MIPUTOTBSHE HA
NepopasiHusl Pa3TBOP U MPHUIIOKEHUETO MY NpH nanueHTa. [lepopaiHusT pa3TBop TpsaOBa 1a ce
NPUTOTBH OT JIEKap, MEIUIMHCKA cecTpa uiK (apmanesT. Hernpodecrnonaaan oOrprKBally Juma
MOTaT J1a IPUTOTBAT IEPOPATHHUS PA3TBOP, aKO JIEKYBAIIHAT JIEKap MpPEIeHH, e TOBa € yMECTHO.
Tps0Ba Aa ce cieaBaT BCHUKH CTHIIKM OT yKa3aHHATA 3a ynoTpeda. Ako Bammsrt nekap, MeTuIMHCKA
cecTpa win GapMmaueBT Bu e nan npuroTseHus nepopaieH pa3TBop, MoJis, cieABaite cTbiku 11-22.

Moske 1a chXpaHsBaTe NPUTOTBEHHUS IIEPOPAJICH Pa3TBOP 3a 2 yaca MpH cTaiiHa TeMIlepaTypa Wi 3a
18 yaca B xnaawiHuK. [laBaiite 1o aBe 103U HA JIEH, KATO HHTEPBAIBT MEX/IY JT03UTE TPSIOBA Ja €
KOJIKOTO c€ MOKe 110-0ym30 10 12 ygaca.

Heo0xoqumu MaTepuaJiv 32 IPUTOTBsSIHE HA JIEKAPCTBOTO

3a a MPUTrOTBUTE JIEKAPCTBOTO ca Bu HEOOXOAMMHM CIICTHUTE MaTEPUaIH, KOUTO Ca BKIIIOUECHH BHB
BCSIKA OT UHIMBHUIYATHUTE ONTAKOBKH 3a TPUTOTBSHE:

Byrunka, ceabpikaiia 28 ml paztBopuren.
Apnanrep 3a nurnera.

bsino (cykpanosa) caie, ChbpIKaIio IMoJICIaIUTeNl.
2 nosupaniy nurnerty (12 ml).

owe e

>

W3xBbpieTe qo3upaliara mumnera ciiell ynorpeda (Ts € caMmo 3a eIHOKpaTHa ynorpeoa).
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3a 1a MPUTrOTBUTE JIEKAPCTBOTO ca Bu HEOOXOAMMHM CIICTHUTE JOITBIIHUTEIIHA MaTepHalid, KOUTO HE ca
BKITFOUCHH BHB BCAKA OT UHIMBUIYAITHUTE ONTAKOBKH 32 TPUTOTBSHE!

.. Cpebpucro (madburaTpaH €TeKCHUIaT) callle, ChAbPIKAIIO MPax (JIEKapCTBOTO), [IOMECTEHO B
TOpOMYKaTa OT ATyMUHHEBO (POIIHO.

E. Hosxunuu (He ca mpegocTaBeHn).

XK. [Mucanka (He € mpeaocTaBeHa).

‘Vk\[ Cywwuren (c Hagnuc “DO NOT EAT”,
] BKNOUYMUTENHO nukTorpama u “SILICA GEL”)

x 30 x1

He usnonseauTe cywuTens (cunukaren)
3a NpUroTBsiHE Ha NepopanHus pasTBop.

Ipenynpe:xnenust 1 MpeaAna3’Hu MepKu

IIpenn mpuroTBsiHe HA JIeKAPCTBOTO NMpoYeTeTe BCUMYKH NPeayNpeskKAeHUs] U Mpeana3sHl MepKH.

& Ipeaynpexaenus

e (CwxpansBaiiTe MPUTrOTBEHUS NIEPOpajICH pa3TBOp B OyTmiikaTa 10 18 yaca B XJIaqMITHHMK TIpU
2°C nmo 8°C. IlepopaiHHAT pa3TBOP MOXKeE Ja OBbJI€ ChXpaHIBaH 3a MAKCUMYM 2 yaca npu
cTaiiHa Temnepatypa (20°C no 25°C).

e 1I3xBBpIeTe HEU3NOI3BAHUS TIEPOPAJICH Pa3TBOP OCTAHAN B OyTHIIKaTa 10 Oe30MmaceH HauuH
cien 18 uaca.

e He nmpurotssiite nepopaHus Pa3TBOP C APyTa TEUHOCT, pa3JIUYHA OT MPEIOCTaBEHU
pa3TBOpHTEN B KOMIUICKTA.

e He cMmecBaiite nepopaiHus pa3TBOP C MIISIKO, APYTH HATIUTKH, aJJallTUPAHO MIISKO 3a Oebera
WM KaKBaTO U JIa € JIpyra XpaHa.

e He u3non3BaiiTe KaKBOTO | Jia € IPYTO MPHUCIIOCOOIEHUE 32 OTMEPBAHE, Pa3IMYHO OT
JIO3UPAIINTE MTUIETH, TIPEAOCTABSHH B KOMIUICKTA, 3a J1a OTMEpBATe U JAaBare J03ara OT TOBa
JIEKapCTBO.

e He 3aromsiiTe nepopaiHus pa3TBop.
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IlpennazHu Mepku

3a ma ce n3berHe 1aBaHETO Ha ITO-Majka /1032 OT JIEKapCTBOTO, TPsiOBA J]a ce yBEpHUTe, Y€ CTe
M3CHUIAJIH ISUIOTO ChABPKAHUE OT CPEOPUCTOTO calle (JIEKapCTBOTO) B OyTHIIKATa C
pa3TBOPUTEIS.

BranmarenHo HammbIHETE HO3MpalaTa MuneTa 10 Mpeaniucanara go3a. [lpean npunoxxenue
IIPOBEpETE J03aTa.

UuTepBarbT MeXIy IPUEMHUTE HA TOBA JIEKAPCTBO TPsIOBA J1a € KOJIKOTO ce MOXKe T0-0JIn30 J10
12 ygaca.

AKO 110 HIKaKBa IPUYMHA € TIPOITyCcHAaTa 7033, IPOIycHAaTaTa 1032 MOXe Ja ce IIpueMe 110

6 Jyaca mpenu cienBamiaTa q03a 1o rpaduk.

AKo mpomycHara /103a He MOXKe J1a Objie TipueTta 10 6 yaca npeau clieBaiiara J103a o
rpaduk, MporycHeTe MpreMa Ha J103aTa U MPHIIOKETE clie/IBallaTa /103a CIope]] MpeITHCAHNS
rpaduxk.

He npunaraiite 1BoiiHa 1034, 3a J1a KOMIEHCUpAaTe €AHa NPOITyCHATa 032 HIIH 03a, OT KOSTO
HE € MPHUETO IIT0TO KOJIMIECTBO.

He n3nonssaiite cCoHnM 3a XpaHEHE.

IIpurorBeTe mepopaaHus pa3TBop

CJ103keTe eqHO cpedpuCTO calle

(maduraTpaH eTeKCHJaT) B eIHA
HHIMBHAYATHA ONIAKOBKA 32 .
MPUTOTBSIHE

\
A. Cnoxere 1o 1 cpebpucto caire ot \\\\ ’ ‘
‘ﬁf

TOpOMYKaTa OT alyMUHHEBO (pOJINO BBB > 4

BCsIKa OT MHJUBU/yaJIHUTE OIIAKOBKH 3a /
IIPUTOTBSIHE. -

—
b. TopOuukaTa chIbpika CymuTel (¢ —
Haanuc “DO NOT EAT” [,,JJ1A HE CE
TTOTJTBIIA*], BKIIOYUTEITHO TUKTOTpamMa
u “SILICA GEL” [,,CUJIMKATEJI*]) cbe
CHJIMKAre, 3a J1a 1Ma3u JIEKapCTBOTO CYXO.

He u3non3Baiite cymurens npu
NPHUTOTBAHETO HA NMEPOPATHUS PA3TBOP.

B. IIpenu Bcsika ynoTpeba ce yBepeTe, de
BCsKa MHAMBUAYaJIHA OIIaKOBKa 3a
NPUTOTBSIHE ChABPXKA: 1 OyTHIIKa,

1 cpebpucro (maburarpan erekcuiar)
came, 1 6sut0 (cykpanosa) camme, 1 aganrep
u 2 nosupaiuy nunetu (12 ml).

AKo Bb3HaMepsaABaTe 1a NbTyBaTe,
yBeperte ce, 4ye cTe u3nbJannau Crpnka 1
npeav NbTyBaHETO, 32 1a MOKE€ BCUIKH
034 Aa 0bAAT Aa/ieHHU N0 BpeMe Ha
IbTYBAHETO.

3a 1a He ce CJIYYH TaKa, Y€ 1a

NPUTOTBHUTE MepopajeH pa3Bop oe3
JIEKApCTBO, MpenopbyYBa ce Aa
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OKOMILJIEKTOBaTE BCHYKH
WHIUBUYAJHA ONAKOBKH 32
NPHUTOTBSIHE C MO eIHO CPEeGPUCTO calre
oIl 10 BPEMETO, KOraTo MPUTOTBSATE
MBPBaTa /1032 OT HOB KOMILIEKT Ha
NepopaHus pa3TBoOp.

2 IIpurorsere OyTHIKATA

I'. U3Banmere OyTHikarta ¢ pa3TBOPUTENS OT
WHAWUBHUIYAIHATA OITAKOBKA 32
NPUTOTBSIHE.

. OTBOpeTe OyTHiIKaTa B U3MPABEHO
MOJIOXKEHHUE, KaTO HATUCHETE 3al[UTeHaTa
OT Jielia Karavkara HaJoIy 1
€/IHOBPEMEHHO C TOBa 5 3aBbPTHUTE B
MMOCOKa 00paTHa Ha YaCOBHUKOBATA
CTpeJIKa.

E. OcraBere oTBOpeHaTa OyTHiIKa Ha
Mmacara.

3 OTBOpeTe cpedpucToTO (TAOUTraTPaH
€TEeKCUJIAT) calle

A. B3emere cpedpucroro (1adurarpan
€TEeKCUJIAT) callie, ChAbPIKAIIo Mpaxa
(J1exapcTBOTO).

b. Ilotynaiite cpedpucroTo caiie B
Macara, 3a J1a MOXe ChJIbPKaHUETO JIa
naJiHe B JIOJIHATA YacT Ha CpeOpPHCTOTO
caiue.

B. IpbxTe cpebpHrcToTO calle U3MpaBeHo.
I'. OtBOpeTe cpedpucToTO carire, KaTo
OTpEXKETe TOpHATa YacT C HOXKUIIH.

4 HM3cunere CbABPKAHUETO HA
cpedpUCTOTO caie

A. XBaHeTe U CTHCHETE CpeOPUCTOTO carire
Taka, 4e Jia ce o0pasyBa KpbI'bJI OTBOP.

b. BaumaTenHno uscumnere UsaoTo
ChABPKAHUE HA CPEOPHUCTOTO care
(;lexapceTBOTO) B OyTHIIKATa, KATO
NOTYTIBATE CAIIETO, IOKATO C€ M3MPa3HH.

A 3a ga ce m30erne JaBaHeTO Ha MO-
MaJjiKa J103a 0T JIEKapCcTBOTO, TPSAOBA 1a
ce YBepHUTe, Ye CTe H3CHTATH HSJIOTO
CLII])I))K&HI/IG OT calIeTo B 6yTI/IJIKaTa C
pa3TBOPHUTEIS.
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5 OTtBOpeTe 0s1JI0TO (CHC CyKpaJi03a)
caie

A. Bzemere 05110TO (ChC CyKpaso3a) caiile,
CHIBPIKALIO MOJICIIaUTEIL.

b. Ilotymaiite 6s10TO came B Macata, 3a
Jla MOXKE ChABPIKAHUETO J1a TaTHE B
JI0JTHATa YacT Ha OsUIOTO carle.

B. [IpbxTe 0510TO caie u3mpaBeHo.

I'. OTBOpeTe OsTOTO calile, KaTo OTPEKETE
TOPHATA YacT C HOKUIIH.

6 H3zcunere chAbpPKaHHETO HA OSJI0TO
came

A. XBaHeTe ¥ CTHCHETE OsI0TO callle Taka,
ye J1a ce 00pa3yBa KpbI'bJ OTBOP.

b. BunMmaTeHoO u3cumneTe msajioTo
ChIIbpIKaHUe Ha OsUTOTO care (¢
MOJICIIaIuTeN) B OyTHIIKaTa, KaTo
MOTYIBATE CAIIeTO, JOKATO CE U3IPa3HHU.

7 Bkapaiite agantepa

A. TloctaBeTe oTBOpeHara OyTHiIKa Ha
MacaTa, ApBKTe OyTHIIKaTa C eqHa pbhKa ’
HATHCHETE aJlanTepa 3a MUIeTaTa HaBbTPe
B OTBOpa Ha OyTWiIKaTa c apyraTa pbKa.

A YBepeTe ce, 4e aJanTepbT € BKapaH
M3ISIJI0 B I'bPJIOTO HA Oy THIIKATA,
J0KATO He MOzKe TMoBeYe 12 BJje3e Mo-
HaBBTpe.

8 3aTBOpeTe OYyTHIKATA U 3aMUIIETe
JaTaTa M 4aca BbPXY eTHKeTa

o

~——
A. 3arBoperte 100pe OyTHIKaTA C =
Karmaukara (3aBUiTe KarmaykaTa rmo mnocoxa -

Ha YaCOBHHKOBATA CTPEJIKA).

b. YBepere ce, ue kamaukaTa e 700pe
3aBHTa, 32 J1a ce 30erHe pa3IuBaHe Ha
JIEKapCTBOTO.

B. 3anmmere nartara u yaca BbpXy €THKETa
Ha OyTuikara cpemty ,,/lata n yac Ha
MIPUTOTBSHE: .

Oata u yac Ha npuroTesiHe:
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9 Pa3kiaTtere OyTnikara, 3a 1a ce
Pa3TBOPH JIEKApCTBOTO

A. Pa3kiartere eHepruuHO OyTHIIKAaTa 3a
Hall-MaJko 2 MUHYTH, 32 J1a MOXe PasxraTere
JIEKapCTBOTO Ha Mpax Ja ce pa3TBOPHU B
pa3tBopuTens. M3non3Baiite XpOHOMETHD
WM YaCOBHUK, 32 J1a 3ace4eTe 2 MUHYTH.

A AKo paskJjamare OyTHJIKATa M0-MaJIKO
OT 2 MUHYTH, IPAXbT B OyTHJIKATA
MO:Ke 1a He ce Pa3TBOPH HANTLJHO H
TOBA MO’Ke /1a I0Be/ie 10 IpHeM Ha I0-
MaJIKa /1032 0T JIEKapCTBOTO.

10  H3yakaiiTe 1 MuHyTa

A. N3zdakaiiTe Hail-Maiako 1 MUHyTa cien
paskianane Ha OyTHJIKaTa, 3a Jla U34e3Hat
MOBEYETO BB3AYITHN MEXypUeTa.
M3nosn3BaiiTe XpOHOMETHP WM YACOBHUK,
3a ;a 3aceuere 1 MUHYTA.

b. IlpoBepere nanu npaxbT B OyTHIIKATa
U3ISUI0 Ce € Pa3TBOpMII. AKO HE ce €
pa3TBOPUIL, POAbJKABANTE Ja
paskaniare OyTHIKaTa, JOKaTo MPaxbT
(JlekapcTBOTO) B pa3TBOpa Ce Pa3TBOPHU.

A AKko He m34akarte 1 MUHYyTa cief
pa3KjaliaHe Ha OyTWIKATA, B
NEePOopATHHUS Pa3TBOP MOKe 1a MMa
BB3AYIIHN MexypueTa. ToBa Moxke na
Bu nonpeyn 1a orMepuTe M 1a 1agere
TOYHATA /1032 OT JIEeKapCTBOTO.

HanbJaHeTe 1o3upamara numnera

11 IIpoBepere mpeanucaHara 103a

Bammusr nexap me Bu kaxke kakBo KonmuecTBo (103a) Pradaxa nepopainen pa3tBop aa gaBate Ha
JIETEeTO CH B MIITUIIUTPH (ml).

C TeueHue Ha BpPEMCETO, 103aTa OT TOBA JICKAPCTBO 1IC€ CC IIPOMCHA B 3aBUCUMOCT OT Bb3pacTTa U

TEJIECHOTO TETJI0 Ha JeTeTo By, Thil kaTo mereto Bu pacre. AKo He cTe CUTYPHH B HEIIIO,
nonuraiTe Bamus nexkap uiu GpapMarieBT.

310



12  HambJjaHere po3upamara mumera ¢
BB3YX

WsBanere npasHara 12 ml go3upara nunera u
u3abpraiTe OyTasoTo J0 MOJOBUHATA, 33 /1a
HAITBJIHUTE JI03Mpaliara mumnera cbe 7 ml
BB3IYX.

13  3axpemnere qo3upamara nunera u
BKapaiiTe Bb3AyX B OyTHJIKATA

A. 3akperiere npasHaTa Jo3Upaniara numnera
BBPXY afanrtepa, JoKaTo yCEeTHUTE, ue €
HaMECTeHa U He MOXKe J1a Biie3e I10-
HaBBTpE.

b. BuumarenHo u 6aBHO HaTUCHETE OYTaJIOTO
HaBBTPE, 3a J1a BKapaTe Bb3ayxa B
OyTmikara.

A BrkapsaneTo Ha Bb3AyX B OyTHJIKATA
nomara a ce uz0ersat npooJiemmu,
CBBP3aHM C MOJYYABAHETO HA HUCKO
HajAraHe B OyTHJIKaTa, 0c00€HO NP
no-rojieMu (=6 ml) o6emu.

14  HambJiaHere 1o3MpamaTa Mumera

A. OOGBpHeTE To3MpaliaTa murera ¢
OyTHiKaTa HaJOMIy.

b. Kato nppxwure ¢ eana pbka OyTuikara
U pe3epBoapa Ha 3aKperieHara Ha Hes
JI03Mpalla Murera, ¢ Jipyrara pbka
u3IbpHaiTe OyTasoTo 10 TOYHUS 00eM
J03a.

B. Coperte, korato ropHusIT pb0 Ha
OyTanoTo CTUTHE A0 JeNuTeNHaTa YepTa,
KOSITO OTTOBAapsi HAa TOYHUS 00eM [103a.
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15  IIpoBepere go3upamiara numera 3a
HAJIH4He HAa Bb3IyX

A. Ako B fo3upaliiata numnera uma
MeXypueTa Bb31lyX, IOTYIalTe 1Mo KopIyca
Ha J03upaIara mumneTa, 3a 1a u3oyrare
MexypyeTa Bb3AyX Harope.

b. Hatucuere 6aBHO OyTanoTo, J0KaTo
OTCTPaHUTE BCUYKUA MEXypUeTa Bb3AyX.

B. IIpoBepere, 3a 1a ce yBepure, 4ye Jo3aTta
€ TIpaBWIHA. AKO HE €, IphITHETe OyTaIoTo
Ha3aJl, J0KaTO U3TETJINTE MpeANrcaHaTa
Ji03a.

A OcTaBsiHeTO Ha MeXypueTa Bb31yX B
J03UpALIATA MUIeTa MOXKe 1a 1oBee
10 IpHeMAaHe HAa M0-MaJIKa /1032 0T
JIEKAPCTBOTO.

16  H3Bajgere go3upamaTa mumera

A. Kato gppknTe go3upainara murera 3a
pe3epBoapa, 3a J1a u30erHere NpoMsiHa Ha
obeMa J03a 110 HEBHUMAHHUE, IOCTABETE
OyTtmikara oOpaTHO Ha Macara.

b. Karo nmbppxute mo3uparniara numera 3a
pe3epBoapa, U3IbpIIaiTe s OT ajganTepa Ha
OyTuikaTta.

B. VBepere ce, ue qo3upaiata numneTa Bce
OllIE € IThJIHA C MPaBUIIHATA J1034.

3abenesicka: Ilozunusara Ha OyTagoTo
MOJKE J1a € pa3JindHa OT Ta3u Ha
WITIOCTPALHATA.

I[Ipunoxere mepopajHusi pa3TBoOp
17 TlocTaBeTe 1eTE€TO B MOAXOASAIIO
MOJIOKEHH e

IlocTaBere AeTeTo M3NpaBeHo, 3a 1a My JaieTe
HepopaHusl pa3TBop
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18  Ilpuioskere mepopajaHHMs pa3TBOp

TpsabBa n1a ganere HeoOXoaUMara 032 Ha
JIeTeTo B paMKuTe Ha 10 MEUHYTH OT
HaIThJIBAHETO Ha J03UpallaTa MUIeTa.

JlaBaiiTe mo ABe 1031 HA JIEH, KATO
HHTEPBATBT MEXKIY T03UTE TPIOBaA 1a e
KOJIKOTO ce MO:Ke m0-0,1130 10 12 Jaca.

A. IlocTaBeTe no3upaniaTa MUIeTa B
ycTara Ha JISTeTO Taka, 4€ BbPXbT Jia €
030 110 BBTpENTHATA cTpaHa Ha Oy3ara.
Bb. BuumarenHno u 0aBHO HaTHCHETE
OyTaynoTo, 3a J1a AaJIeTe JOCTAThUHO BpeMe
Ha JICTETO Ja TTbTHE Pa3TBOpA.

A He naBaiiTe nepopajHusi pa3TBop, aKko
e OMJ1 ChbXpaHsIBaH MOBeve OT 2 yaca
NpH cTailHA TeMIepaTypa.

A H3xBbpaeTe nepopaanusi pa3TBop, aKo
e OMJ1 CbXpaHsIBaH MOBeve OT 2 yaca
NPH CTaiiHAa TeMIeparypa.

A He chxpansiBaiiTe nepopajanus
Pa3TBOP B 103UpAalNaTa MUIeTAa.

19  3arTBoperte OyTHJIKATA U U3XBBHPJeTE
M3M0JI3BaHATA 103UPAalla MUIeTa

A. OcraBere ajanrtepa 3a MUIeTa B
OyTuikarta.

b. IloctaBere 0OpaTHO Kamaukara 1
3aTBOpeTe OyTHIIKATa J00pe.

3abenesicka: YBepere ce, ye agantepbT 3a
MUIeTa € BKapaH M3IsUI0, 32 J1a MOXKeTe Ja
3aTBOpHUTE A0Ope OyTHIIKaTa.

B. 13xBbpaeTe u3noi3BaHaTa go3upania
MUTIeTA.

I'. Axo HsIMa na mpuiaraTe apyra 103a oT
chinarta OyTHUIIKa, MPOIBIKETE HATIPABO
KBbM CTBIKA 22, 32 1a U3XBBPIIUTE
OyTuikara.
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CoxpaHsiBaHe WM U3XBBPJIsiHE HA MEPOPATHUS Pa3TBOP

20  CobxpansBaiiTe OyTHJIKaTa B
XJAJUJIHUK JOKATO 10i1e BpeMe 3a
NpuJarale Ha BTopara /103a

BC,Z[HaI‘ a CJIOKCTC 3aTBOPCHATA 6yTI/IJ'H(a,
ChAbpiKalla JICKapCTBOTO, B XJIaAWUJIIHUKA B
H3IIPABCHO ITOJIOKCHUEC.

JlaBaiiTe 1o /1B 1031 Ha JIeH, KaTO HHTEPBAIBT
MEX]Ty JI03UTE TPsIOBa Ja € KOJIKOTO CE MOXKE
mo-0smm30 1o 12 gaca. M3noinsBsatite
TIepOpaHsI pa3TBOP B paMKHTE Ha 18 yaca u
U3XBBpJeTe OyTHiKaTa cief 18 yaca uimm cien
KaTo JajieTe BTopaTa J103a.

& HHTepBAIBT MEXKAY A03UTE OT TOBA
JIEKApPCTBO TPAOBA /12 € KOJIKOTO ce
MoO:Kxe mo-01m30 10 12 gaca.

A ByTuakara c JiekapcTBOTO MO3Ke 12
0bae cbxpansiBaHa 10 18 yaca B
xaagnIHnka. U3xpbpiiere OyTuikara
cjen 18 yaca uim ciaen kaTo aajgere
BTOpPATa 1033, JOPH aKO B Hesl UMa
0CTaHaJI NepopaJjieH pa3TBop.

21 IIpuitoxkere BTOPaTa n03a

AKO IPUTOTBEHOTO JIEKAPCTBO Ce U3M0J13Ba
3a BTOPH ITbT, 0K0JI0 12 Yaca no-KbCcHO,
ceBaiiTe CJeJHUTE CTHIIKHU:

A. N3Banere OyTuikara c JIEKapCTBOTO OT
XJIQJAUTHUKA.

b. Ako Ha geTeTo He My XapecBa
CTY/ICHOTO JIEKAPCTBO, MOXKE J[a OCTABUTE
OyTHIIKaTa C IepopajeH pa3TBOp Ha CTaiiHa
Temreparypa aa ce 3aromiu. Cien kato
ObJIc N3BAJICH OT XJIAJIWITHUKA, TPSOBA 1a
JazeTe nepopaiHusi pa3TBOp B paMKHUTE Ha
2 4Jaca.

A He u3nosnzBaiiTe MUKPOBBJIHOBA
¢ypHa, Tona Boga uiam apyru
YCTPOIiCTBA 32 3aTOILISHE.

B. OtBopere OyTumiikara.
I'. B3emete BTOpara 103upalia muIeTa.

A Bcsika mo3mpaiia numera e camo 3a
eTHOKpaTHAa ynoTrpeoda.
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. IlosTopete crbonkm 11 10 19, 32 na
MPUIIOKUTE BTOPATa 703a Ha JIETETO.

22 HM3xBbBpiere U3NOJA3BaHUTE
MaTepuaJIM U OyTHiIKaTa

A. V3xBBpisiiiTe BCUUKH NTPa3HU
M3II0JI3BaHU JJO3UPALIY [TUIETH U IIPa3HU
calera.

A H3xBBpJieTe 103UpaIIATA MUTIETA CIIe]
ynoTrpeba (T € caMo 3a eTHOKpPaTHA
ynortpeoa).

b. Korato npukitounte ¢ NpuiaraneTo Ha
J103aTa WIN aKO JEKApCTBOTO € U3BBH
cpoka 3a yrnotpeba (2 yaca npu craiiHa
TeMmreparypa wiv 18 Jaca B XJIaJUITHUK),
M3XBBPJIETE 3aTBOPEHATa OyTHITKA.
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CUTI'HAJIHA KAPTA HA TAIHUEHTA [3a Pradaxa 75 mg / 110 mg / 150 mg kancymnu]

Pradaxa® xancymu
JlaburaTpaH eTeKCUIaT

e Ta3u kapra Tps0Ba BUHArH J1a Obje ¢ Bac/nuiiero, mojaramio rpuxu
e VBepere ce, Y€ U3I0JI3BaTe aKTyaTHATa BEPCHS
[xxxx 20xx]
[71oro Ha Boehringer Ingelheim]

YBakaemu nauneHTn/.]mua, moJiaraiiy rpusky 3a neAMaTpuiHu nanuueHTu,

Bammsr nekap/nekapar Ha geteto Bu e npeanucan nedenue ¢ Pradaxa®. 3a 6e3onacHara ynorpeba Ha
Pradaxa®, moust, 00bpHETE BHUMAHKE HA Ta3K BaKHa MH(GOPMALKS B IMCTOBKATA.

Tbit KaTo Ta3u CUTHAJIHA KapTa Ha MallMeHTa ChIbpika BaykHa nH(opMalius 3a Barrero
JieueHue/IeueHUETo Ha fieTeTo Bu, Ta3u kapra TpssiOBa BuHaru na Ob1e y Bac/nerero Bu, 3a na
MH(pOPMHUPA METULMHCKUTE CIIENUATUCTH 3a TpuemMa Ha Pradaxa®.

[71oro Ha Pradaxa]

Hudopmanusi 32 NaNHEHTHTE/TUNATA, MOIATALNIA TPHKHA 32 MeIAATPUYHH AIHEHTH OTHOCHO
Pradaxa®

3a Bamiero nedenune/neuennero Ha netero Bu

e Pradaxa® paspexna kpbBra. Tol ce M3M0/3Ba 3a JICYEHNE HA BEYE CHUIECTBYBANIN KPHBHU
ChCUPEIU WM 3a TIPEIOTBpATsIBaHe Ha 00pa3yBaHETO HA OMACHU KPHBHHU ChCHPEIIH.

e Crenpaiite ykasanusta Ha Bamms nekap/nexaps Ha gereto Bu, nokato npuemare/nerero Bu
npuema Pradaxa®. Hukora He npormyckaiite 103a u He cnimpaiite npuema Ha Pradaxa®, mpean
Jla ce KOHCYJITUparte Hai-Hanpen ¢ Bammus jgekap/nekaps Ha nereto Bu.

*  Hudopmupaiite Bammus nexap/nexaps Ha geteto Bu 3a BcHuku JiekapcTBa, KOUTO
Bue/Bamiero nere npriemare/ipueMa B MOMEHTA.

»  Uudpopmupaiite Bamms nekap/iexaps Ha neteto Bu 3a ynorpe6ara na Pradaxa® npeau
BCAKAKBa XUPYypruiecka Win Jpyra MHBa3WBHA MpoLEeTypa.

e Pradaxa® kancysm Moke Ja ce IpuemMar ¢bc uin 0e3 xpana. Karncynara tpsosa ja ce
NOTIIBIIA 1514, ¢ Yaina Boja. Kancymnara He TpsiOBa Aa ce Yyl WK AbBYE U MEJIETUTE HE
TpsiOBa Jja ce M3BAXKAAT OT KaIlcyJiaTa.

Kora tpsi6Ba 12 noThpcuTe MEAUIIMHCKA TOMOIL

» Tlpuembt Ha Pradaxa® moxe 1a noBumm pucka ot kepsere. ['oBopere ¢ Baius nekap/nekaps
Ha feteto Bu He3abaBHO, ako Moiy4nTe/neTeTo Bu noayun npu3Hay ¥ CHMITOMH Ha
KBbPBEHE KaTo: MolyBaHe, JUCKoM(opT, HeoOnJaiiHa OosKa uiu riaaBodosue, 3amaiiBase,
OnenHOCT, c1ab0CT, HeOOMYaiiHa CHHUHA, KbPBEHE OT HOCA, KbPBAIIM BEHIIM, HEOOMYaiiHO
MPOABIDKATETHO KBPBAIIH MOPSI3BAHMS, HApyIIEeHa MEHCTPYaIlUs MM BarHAIHO KbPBEHE,
KPBB B YPHHATa, KOSITO MOKE J1a ObJie po30Ba WK KagsiBa, YepBEHU/YEPHH U3IPAKHEHUS,
M3KalUIsTHE Ha KPBB, OBPBLIAHE HAa KPBB WU 10100HAa HA CMIISTHO Kade Matepusl.

e B cnyuail Ha najaHe WM HapaHsBaHe, 0COOCHO aKo ce yJaapy IiaBaTa, CIelHo TpsOBa 1a ce
MOTHPCH MEAUIIMHCKA TOMOIIL.

» He cnupaiite npuema Ha Pradaxa®, 6e3 na cre roBopuiu ¢ Bauust iekap/iexaps Ha JETETO
Bu, ako nomyuunTe/nerero Bu monyuu KucennHu B cTOMaxa, rajieHe, OBPhIIaHe, CTOMAIIEH
JuckoM$opT, ToAyBaHe WK 00JIKa B TOPHATA yacT Ha CTOMaxa.

Hudopmanust 32 MeTHIMHCKHUTE CIIENHAIUCTH 0THOCHO Pradaxa®
e Pradaxa® e aHTHKOAIyJIaHT 32 IEPOPATHO NPUIIOKEHHE (IUPEKTEH TPOMOMHOB HHXUOUTOD).

*  Moske na ce Hanoxku npueMbT Ha Pradaxa® nia ce crpe npey XUpYpruyecky Win Apyru
WHBA3MBHU TPOIIETypH.
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e B ciyuaii Ha rosiMo KbpBeHe npueMsT Ha Pradaxa® tpsioBa na ce cripe He3abaBHo.

* 3a BB3PACTHU MALMEHTH € HAIMYHO CHENU(UIHO HEYTPAIU3UPALIO CPEICTBO
(umapynnzymab). EdukacHocTTa M G€30MMacHOCTTa Ha CICUPUIHOTO HEYTPATU3UPAIIIO
CPEACTBO UAAPYLM3YyMal He ca yCTaHOBEHH NPH NEeIUaTPUUHH MAMEeHTH. 3a IOAPOOHOCTH U
JIONBJTHUTEIHY CHBETH KaK J1a HEYTPaIM3UpaTe aHTUKOAryanoHnus eext Ha Pradaxa®,
MoJis1, BIKTe KpatkaTa xapakTepucTuka Ha npoaykra Ha Pradaxa® u mpapynusyma0.

e Pradaxa® ce enumuHupa rIaBHO upe3 GBLOpeLMTE; TPSIOBA 1 CE MOUIbPKA aIEKBATHA
nuypesa. Pradaxa® moske 1a ce auanusupa.

Mouist, monbJIHeTe Ta3W CeKIMs WK oMoJieTe Bamus Jiekap/iiekapsi Ha nerero Bu na ro
HATNIPABH.

Nupopmanus 3a nauueHTa

Mme Ha nmanyenTa

[lata Ha paxnaHe

Iloka3zanue 3a NPUITOKCHUEC Ha aHTUKOAT'yJIaHTHA TCparus

Jlo3a Ha Pradaxa®
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CUI'HAJIHA KAPTA HA TAHUEHTA

Pradaxa® o6BHTH rpaHyH
JlaburaTpaH eTeKCUIaT

e Ta3zu kapta TpsgOBa BUHATH Jia OBbJIE C JIHMIIETO, [TOJIATaII0 TPUKU HITU MAaleHTa
e VBepere ce, ue U3ION3BATE aKTyaHATa BEPCHs
[xxxx 20xx]
[71oro Ha Boehringer Ingelheim]

YBakaeMn poguTeIN/X0pPa, KOUTO ce TPUKUTE 32 1eTeTO,

JlexapsT Ha neteto Bu e npennmcan neyenre ¢ Pradaxa®. 3a Gezonachara ynorpeba Ha Pradaxa®,
MOJIs, 0ObpHETE BHUMAaHHUE Ha Ta3u BakKHA MH(POpPMAIIHS B JIHCTOBKATA.

Tbit KaTo Ta3u CUTHAJIHA KapTa Ha MallMEeHTa ChIbpiKa BaykHa MH(OpPMAIIKS 32 JICYCHHETO Ha JIETETO
Bu, Ta3u xkapta TpsiOBa BuHaru na 0wae ¢ Bac umu ¢ merero By, 3a 1a nuaHpOpMUpa METUIIMHCKUTE
CIIeNMaNUCTH 3a mpuema Ha Pradaxa®.

[71oro Ha Pradaxa]
Wudopmanust 32 IMNATA, NOJIATAIM TPHKH 32 MeIUATPUYHH NANUEHTH 0THOCHO Pradaxa®

3a neuenuero Ha aeTeTo Bu

e Pradaxa® paspexna kpbBra. Toli ce U3M0/3Ba 32 JICYEHUE HA BEYE CHUIECTBYBAIIN KPbBHU
ChCUPEIU WM 3a TIPEIOTBpATsIBaHe Ha 00pa3yBaHETO HA OMACHU KPHBHHU ChCHPEIIH.

o CrenBalite yKazaHusTa Ha JeKaps Ha 1eTeTo Bu 3a ynorpe6ara na Pradaxa®. Bunarn
npuiIaraite npeanucaHara 103a, HIKora He MIPOIyCKaiTe 103a UM He CIiupaiTe yrnorpedaTa
Ha Pradaxa®, npeau 1a ce KOHCyITUpaTe Hali-HAaNpe] ¢ JeKaps Ha IeTeTo Bu.

e HWudopmupaiite nexaps Ha neteto Bu 3a Bcuuku nekapcTsa, kouto Bamiero gere npuema B
MOMEHTA.

e Undpopmupaiite nexaps na nereto Bu 3a ynorpebara na Pradaxa® npenu Besikaksa
XUpypryuyecKka Win Apyra MHBa3UBHA NPOLEAYpa.

e Pradaxa® oOBuTH rpaHyu TpsOBa 1a Ce MpUiara ¢ MeKa XpaHa Wi ¢ A0BJIKOB COK, CIIOPE]
yKazaHHUsATA 3a yrnorpeda B ucToBKaTa. He m3non3BaiiTe MEKH XpaHu, KOUTO ChABPKAT
miteuny nipoayktu. He npunaraiite Pradaxa® o0BuTH rpaHy/iu ChC CIPUHIOBKU WJIH COHJIU 3
XpaHEeHe.

Kora Tps6Ba 1a moThpcUTEe MEAUIIMHCKA TTOMOIII

e IIpuembt Ha Pradaxa® Mose 1a OBUIIM pHCKA OT KbpBeHe. I 0BOpeTe ¢ ekaps Ha aeteto Bu
He3a0aBHO, aKo JeTeTo By 1moyiyun HIKaKBH MIPU3HALIM M CUMIITOMH Ha KbPBEHE KaTo:
notyBaHe, AuCKoM(opT, HeoOnuaitHa OoJKa WM TIaBo0oue, 3aMaliBaHe, OJIeTHOCT, CIIaboCT,
HeoOM4YaliHa CHHHUHA, KbPBEHE OT HOCA, KBPBSAIIH BEHIIN, HEOOMYAHO TPOIBIDKUTEITHO
KbPBSIIN OPSA3BAHUS, HAPYIIICHA MEHCTPYyAaIl¥sl UM BariHAJIHO KbPBEHE, KPbB B YPHHATA,
KOSITO MOJKe Jia ObJie p0o30Ba WK KadsiBa, YePBEHN/YSPHU H3NPAKHEHUS, U3KANUITHE Ha KPBB,
MOBPBIIIaHE HAa KPBB WK TOJJO0OHA HAa CMIISTHO Kade MaTepHsl.

e Ako aerero Bu nmajHe wim ce HapaHH, 0COOCHO aKO CH yapH IjiaBara, CIeIIHO MOThPCeTe
MEIUIMHCKA ITOMOIII.

e He cnmpaiite na naBare Pradaxa®, 6e3 1a cTe roBopuiin ¢ Jekaps Ha aeTeto Bu, ako gereto
Bu mosryun KucelMHU B CTOMaxa, rajieHe, IoBpbllaHe, CTOMAIICH JUCKoM(OPT, 1o yBaHe
win 00JIKa B TOpHATA YacT Ha CTOMaxa.

Hudopmanust 32 MeTHIMHCKHUTE CIIEIHAIUCTH 0THOCHO Pradaxa®
e Pradaxa® e aHTHKOAIyJIaHT 32 IEPOPATHO NPUIIOKEHHE (IUPEKTEH TPOMOMHOB HHXUOUTOD).
*  Moske na ce Hanoxu npueMbT Ha Pradaxa® nia ce crpe npey XUpYpruyecky Win Apyru

WHBa3UBHU MPOLIEAYPH.
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e B ciyuaii Ha roasmMo kbpBeHe npuemsT Ha Pradaxa® tpsabBa ma ce crpe He3a0aBHO.
e Pradaxa® ce enumuHupa raBHO upe3 ObOpeMTe; TPAGBA A Ce MOAAbPKA aJeKBaTHA
nnypesa. Pradaxa® Moxe na ce nuanusupa. BikTe KpaTkata XapakTepPUCTHKA Ha IIPOIYKTA.

MO.IIH, NON'bJIHETE Ta3u CEKIUA UJIN MOMOJIETE JIEKaps HA A€TEeTO Bu naro HaIlpaBH.

HNupopmanus 3a nauueHTa

HMme Ha nmanmenTa

[ata Ha paxnaHe

ITokazanue 3a MpUIIOKEHNE Ha aHTUKOATyJIaHTHA TEPaIus

Jlo3a Ha Pradaxa®
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CUTI'HAJIHA KAPTA HA TAIUEHTA

Pradaxa® mpax u pa3TBOPHUTEI 3a TIEPOPATIEH PA3TBOP
JMaburaTpaH eTeKCUiIaT

e Ta3zu kapra TpsOBa BHHATH Jia O'bJIE C JIUIIETO, IOJIATaI0 TPUKH
e VBepere ce, ue U3ION3BATE aKTyaHATa BEPCHs
[xxxx 20xx]
[71oro Ha Boehringer Ingelheim]

YBakaeMn poguTeIN/X0pPa, KOUTO ce IPUKUTE 32 1eTeTO,

JlexapsT Ha nereto Bu e npennmcan nedenre ¢ Pradaxa®. 3a Gezonacnara ynorpeba na Pradaxa®,
MOJIs, 00bpHETE BHUMaHUE Ha BA)KHATA MH(POPMAIIHS B JINCTOBKATA M yKa3aHUATA 32 yHnorpeoa.

Tbit KaTo Ta3u CUTHAJIHA KapTa Ha MallMEeHTa ChIbpiKa BaykHa MH(OpPMAIIKS 32 JICYCHHETO Ha JIETETO
BI/I, MOJIs, HOCETEC A C Bac Bcexu IIbT, 3a J1a I/IH(i)OpMI/IpaTe MCIUIMUHCKUTE CIICIUAIMCTH 3a ITpUeMa Ha
Pradaxa®.

[71oro Ha Pradaxa]
Wudopmanust 32 IMNATA, NOJIATAIM TPHKH 32 MeIUATPUYHH NANUEHTH 0THOCHO Pradaxa®

3a neuenuero Ha aeTeTo Bu

e Pradaxa® paspexna kpbBra. Toli ce U3M0/3Ba 3a JICYEHNE HA BEYE CHUIECTBYBAIIU KPbBHU
ChCUPEIU WM 3a TIPEIOTBpATsIBaHe Ha 00pa3yBaHETO HA OMACHU KPHBHHU ChCHPEIIH.

o CrenBalite yKazaHusTa Ha JeKaps Ha 1eTeTo Bu 3a ynorpe6ara na Pradaxa®. Bunarn
npuiIaraite npeanucaHara 103a, HIKOra He MPOIyCKaiiTe 103a U He crupaiite ynorpedara Ha
Pradaxa®, npenu 1a ce KOHCY/ITHpaTe Hali-HaIpes ¢ JIeKapsl Ha JIETeTo Bu.

e HWudopmupaiite nexaps Ha neteto Bu 3a Bcuuku nekapcTsa, kouto Bamiero gere npuema B
MOMEHTA.

e Undopmupaiite nexaps Ha nereto Bu 3a ynorpebara na Pradaxa® npenu Besikaksa
XUpypruyecka Win Apyra MHBasuBHA NMPOLEAypa.

e Pradaxa® nepopasen pa3TBop TpsAGBa Ja ce TPUTOTBH OT JIEKAPS, MEIUIIMHCKATA CECTPA HIIU
(apmaneBTa Ha neteto Bu. Bue moxe na npurotssite Pradaxa® mepopainen pasteop, ako
JIEKapsT Ha eTeTo Bu nperieny, 4e ToBa € yMECTHO. 3a MPHIIOKEHUE CIEABANTE CTPUKTHO
yKkazaHuATa 3a ynorpeda. He npunaraiite Pradaxa nepopaieH pa3TBop ¢hC COHIH 32 XpaHEHE.

Kora tpsi6Ba 12 noThpcuTe MEAUIIMHCKA TOMOIL

e TIpuembt Ha Pradaxa® mMoxe 112 noBumM pucka ot KbpBeHe. ['0BopeTe ¢ siekaps Ha jeTeto Bu
He3a0aBHO, ako JieTeTo By noyun HIKaKBH MPU3HAIM U CHMIITOMH Ha KbPBEHE KaTO:
noayBaHe, AMcKoM(opT, HeoOnUaiiHa 6oika WM rinaBoOosme, 3amMaiiBaHe, OJIeIHOCT, C1adoCT,
HeoOHMyaiiHa CHHIHA, KbPBEHE OT HOCA, KbPBAIIN BEHIIM, HEOOMYAHHO MPOABIKUTETHO
KBPBSILIY MOPSI3BAHMS, BATHHAIIHO KbPBEHE, KPBB B YpUHATA, KOSTO MOXe Ja ObJe PO30Ba WIN
ka(siBa, YepBEHU/YEPHH U3IPAKHEHUS, NU3KAIUISTHE HA KPBB, OBPBIIAHE HAa KPBB MU
noJ00Ha Ha CMIISTHO Kade MaTepusl.

e Ako nerero Bu magne nim ce HapaHH, 0COOEHO aKo CH y/apH IJlaBara, CIEIIHO ITOThPCeTe
MEIUIHCKA TIOMOLI.

e He cnupaiite na naBare Pradaxa®, 6e3 na cTe TOBOpHIIH C JieKaps Ha jieTeTo Bu, ako gerero
Bu nony4n KucenrHM B cTOMaxa, rajieHe, OBPhIIaHe, CTOMAIIEH JUCKOM(OPT, ITOTyBaHe
win 00JIka B rOpHATa YyacT Ha CTOMaxa.

Hudopmanust 32 MeTHIMHCKHUTE CIIEIHAIUCTH 0THOCHO Pradaxa®
e Pradaxa® e aHTHKOAIyJIaHT 32 IEPOPATHO NPUIIOKEHHE (IUPEKTEH TPOMOMHOB HHXUOUTOD).
e Moske na ce Hanoxku npueMbT Ha Pradaxa® na ce crpe npey XUPYPrudecky Wid ApyTru

WHBa3UBHU MPOLIEAYPH.
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e B ciyuaii Ha roasmMo kbpBeHe npuemsT Ha Pradaxa® tpsabBa ma ce crpe He3a0aBHO.
e Pradaxa® ce enumuHupa raBHO upe3 ObOpeMTe; TPAGBA A Ce MOAAbPKA aJeKBaTHA
nnypesa. Pradaxa® Moxe na ce nuanusupa. BikTe KpaTkata XapakTepPUCTHKA Ha IIPOJYKTA.

MO.IIH, NON'bJIHETE Ta3u CEKIUA UJIN MOMOJIETE JIEKaps HA A€TEeTO Bu naro HaIlpaBH.

HNupopmanus 3a nauueHTa

HMme Ha nmanmenTa

[ata Ha paxnaHe

ITokazanue 3a MpUIIOKEHNE Ha aHTUKOATyJIaHTHA TEPaIus

Jlo3a Ha Pradaxa®
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