KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

1. NME HA JIEKAPCTBEHHUA ITPOAYKT

Kcanupsra 15 mg dunmMupanu tadbneTku
Xanirva 15 mg film-coated tablets

2. KAYECTBEH U KO/IMYECTBEH CbHCTAB

Besika punmupana tabnetka ceabpka |5 mg puBapokcaban (rivaroxaban).

[ToMOLIHO BELUCCTBO ¢ U3BCCTHO AEHCTBUC
Beska dunMupana tabnetka cpaspxa 162,5 mg naktosa (KaTo MOHOXUAPAT).
3a mbAHKMA CIHCHK Ha NMOMOUIHUTC BELWICCTBA BHXKTE TOUka 6.1,

3. JJEKAPCTBEHA ®OPMA

PdunmupaHa TabacTka.

UepBeHH, KPBINIH, JBOHHOH3MBKHANN, pUAMHpaHH TabNeTKH (C ApHONAH3INTENCH AHaMeTsDp 9,5 mm) ¢
BATBOHATO pencdHO o3HaucHUC " 15" OT cHaTa ¢cTpaHa U I3k OT JpPYraTa.

4. KIAHUHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3IAHUA

Bvspacmuni
[IpodunakTika Ha HHCYAT U CUCTEMCH CMOOIM3BM PH BB3PACTHH MALUHCHTH C HEKJIAMHO

MPEACHPAHO MBXACHC € €AHMH HJIH MOBCYE PUCKOBH (DAKTOPH, KATO 3aCTOHHA CHP/ICUYHA
HEIOCTATBYHOCT, XUIICPTOHUS, Bb3pacT = 75 roAvHM, 3aXxapcH aAuader, npealccTBall KHCYIT UK
[PCXOAECH HCXCMHUUCH MPHUCTBIIL.

JleucHue Ha abaOOKa BeHo3Ha TpoMOo3a (/IBT) u 0enoapobdbcH embonmsbm (bE) v npodunaxkTuka Ha
peunansupaium BT u BE npu Bb3pacTHH. (BK. Touka 4.4 33 XCMOAHHAMUYHO HECTAOUITHU MALUCHTH

¢ bE.)

lHeouampuuna nonyiayus

JleucHne Ha BcHO3Ha TpoMmboeMOonus (BTE) u npeanorepaTtsapaHe Ha peunauB Ha BTE nipu geua u
IOHOWIN HA BB3pacT noa 18 roaunu H ¢ terno ot 30 kg no 50 kg cnea node 5 1HU NbpPBOHAYATHO
MAPCHTEPATIHO AaHTUKOATrYAalHOHHO JICUCHHC.

4.2 JIo3UpOBKa U HAUKH HA NIPUJIOKEHHE

Lo3upoBKa

lipodhiniarmuxa na uncyam u cucmesen evoaU3b;M HPU 8B3PACHIH
[IpeniopbhuntenHara ao3a ¢ 20 mg eAMH NbT THEBHO, KOCTO NPCACTABIABA U NPCIOPBUYUTC/IHATA
MaKCHUMAaJlHa J03a.

Jledcnuero ¢ Kcadupra TpabBa 1a c¢ npoab/AKaBa B JBIATOCPOUEH MIaH, KOraTo nosns3ara o
NPOPHIAKTHKATA HA HHCYAT B CUCTEMCH €MOONIN3BM HAABHILIABA PUCKA OT KbPBEHC (BK.



AKo Obae nponycHara HAKOA A03a, NaLUHEHTbT TpsadBa Aa npueMe KcaHHpsa He3abaBHO U Ha
CleJBallHs ACH Aa NPOABLJKM C TIPUCMa CAMH BT AHEBHO, ChracHO npenopbkute. He Tpsdea na ce
npyeMa ABOIHA 1033 B ChLUHA JICH 32 KOMIICHCHPAHC Ha IIpoIycHaTaTa 4034,

feuenue na BT, nevenue na BE u npohuraxmuxa na peyuousupawyu /{BT u BE npu gv3pacminu
[IpenopbunTCIHATA A03a 3@ HAYAJIHO JicdeHHe Ha ocTpH JIBT uau bE ¢ 15 mg aBa neTH AHEBHO npe3
NbPBUTC TPH CEAMULUMH, [1I0CHEABaHA OT J03a 0T 20 mg BCAHBXK QHEBHO 34 MPOABDKABALLIOTO JICUCHHE
1 npoduaakTuka Ha peuvavsupaiiu JIBT u bE.

TpsabBa Ja cc UMa NpeaBKa KPaTKOCPOYHA Tepanns (Hail-mManko 3 Meccua) npy nauvenTu ¢ BT nnu
BE, npoBokupaHu OT roICMH OPCXOAHH PUCKOBH GakTOpH (T.C. CKOPOUIHA rofsMa ofiepalusa HIK
TpaBma). ITo-npoab/kUTEIHA Tepanus TpaOBa Ja ¢C MMa NPEABRUA NPH MALMEHTH C NPOBOKUPAHH
JIBT nnu BE, HecBbp3anu ¢ roacMu npexoaHu puckosu gaktopy, Henposokupany ABT unu bE unp
aHamHc3a 3a pecuuausupawu BT unu bE.

Koraro € nokaszana no-npoab/HKUTCAHA npodrnakTuka Ha peuuavsupawmn BT u bBE (cnen
3aBbPLUBAHC HA NOHE 6-MeceuHa Tepanus 3a /IBT unn BE), npenopwuntenunara ngo3a € 10 mg Beaubx
aHeBHO. [Ipy mauueHTH, NpH KOMTO CC CMATA, Y€ PUCKBT OT peurausupaluy IBT unu bE e Bucok,
KATO TC3M C YCIOXKHCHH ChITBTCTBALLM 3aD0IsABakYs, HAX KOHUTO ca pa3BHIKN peunavBupamu /BT unu
BE npu no-npoabmxkurtenta npodunaktuka ¢ Kcannppa 10 mg seanbK AHCBHO, TpAOBA J1a C& UMa
npeasua npucM Ha Kcanupsa 20 mg BCIHBK AHEBHO.

[Tpoab/HKMTCIHOCTTA Ha TepanusTa TPAOBa Aa CC ONPEAC/H U go3aTa Aa ce n3depe HHANBUIYANHO
clie] BHHMATC/IHA OlICHKA HA CHOTHOLUCHUCTO MEXKAY M03aTa OT JICUCHHUCTO H PHCKa OT KbPBCHC (BXK.

Touka 4.4).

[lcpuon ot BpecMe CXeMa Ha NpUIaraHe O6ma auesHa no3a
JIedenne u npodpunakruka | e 1-21 |5 mg jBa 0bTH AHCBHO | 30 mg
Ha peunansupaw IBT M| Ot Jlen 22 natatsk 20 mg Beaubx aHeBHo |20 mg
bE
[IpodniakTrka Ha Cnen 3aBbpiuBaHe Ha 10 mg BeaHBxk AHCBHO | 10 mg unu 20 mg
veunausupawn ABT v bE |Hau-manko 6-mcceuHa und 20 mg BCAHBXK

tepanud 3a JIBT nnu BE | nHeBHO

Ako BBB (pazarta Ha seucHue ¢ 15 mg aBa by JHCBHO (AcH | - 21) ce NMponycHE CAHH NPHCM,
NauHCHTLT TPAOGBa He3abasHO Na npueme Kcanupga, 3a 1a ce ocurypu o010 HPUCTO KONHUYECTBO OT
30 mg Kcauupsa 3a caus AcH. B mogoben cnyyait Moxe ga 6baat npuetu asc Tabinetkn ot 15 mg
HaBeOHBXK. [TauneHTHT TpAOGRA Ja NPOABLIKU PEAOBHHUA NMPUEM Ha 15 mg ABa NBTH JHEBHO Ha
CJICABALIMSA ACH, KAKTO € NMPENOPbYaHO.

AKo BbB (pa3aTa Ha NgUeHNE ¢ CAUH NPUEM Ha ACH CC MIPONYCHC CAUH MPHEM, MALMCHTHLT TpSOBa
He3abaBHO na npueme KcanupBa v TpAOBa na npoABIDKN PEOOBHHSA NPHUCM BCAHDLK JHEBHO HA
CrneABallnA JICH, KAaKTO ¢ npenopbyado. He TpabBa na ce v3non3ea ABOMHA 4034 B pAMKUHTC €AHWH H
ChILM JICH, 3a Ja cC KOMIICHCHpa NponycHaTata J03a.

Jeuenue na BTE u npoduiraxmura na peyudueu va BTE npu oeya u wonouiy

Jlewenunero ¢ KcaHupBa npu acua ¥ 1OHOIIM Ha Bb3pacT noj 18 roauHu tpabdBa aa 3anovHe Hail-Mako
5 DHY ciaeq HadyadHO NapCHTEPANHO aHTMKOAryJJaHTHO JICUCHHUC (BXK. TOUKa 5.1).

Ho3ara 3a Acua 4 KHOIUM ¢& U3YMCAABA Ha Ha3ara Ha TCNCCHOTO TErNO.
- TenecHo terno ot 30 go 50 kg:
penopbyBa ce €AHOKpaTHA AHCBHA J03a 15 mg pusapokcadaH. ToBa ¢ MakcHMalHaTt
no3a.
- Tenccno terno 50 kg unu noeeuc:
NpEenopbYBa cC €AHOKpaTHA AHCBHA n03a 20 mg pueapokcadban. Tora ¢ Makcum
11034.




- 3a nalKCHTH € TEJNCCHO Terno no-manko ot 30 kg BukTe KpaTkata XxapakTepHCTHKa Ha
[MPOAYKTa HAa pHBApOKCaDaH rpaHy/y 3a nepopanHa CyCNncH3us,

Ternoto Ha peTeTo TpAOBA 4a c€ NPOCNCAABA U A03aTa Aa CC Npcpa3rickaa pcaoBHo. ToBa ¢
HeoOXOAMMO, 33 Ja C€ rapaHTHpa, u¢ ce MoAIbpKa TepaneBTHYHa 1o03a. Kopekuus Ha nosara tpadsa
Ja CC MpaBH CaMO Bb3 OCHOBA HA MPOMEHH B TEJIECHOTO TErJo.

JIeucuueto TpaAbBa aa ObAC NPOABLNKEHO 34 Hak-Manko 3 Meceua npu Acua v IHOWH. JICYeHHeTo
MOXKe Aa OpAc yABDKCHO A0 12 Mcccua, KoraTo € KIMHNYHO HeoDXxoaumo. JIuncear naHHu npy acua B
MOJAKPCIA HA HAMAJIIBAHC HA J03aTa cield 6-MecedHOo neyeHHe. CHOTHOLICHHETO MOJI3a-PHCK Ha
[NpOAL/IKABAHC HA TepanuaTa cnel 3 Meceua TpAdBa ga 0bac OUCHEHO Ha MHANBHAYalIHa Da3a, KaTo cc
¥IMa NPCABHA PHCKA OT peuUMaMBHpalla TpoMOO3a cnpsaMo MOTCHUMANHHS PHCK OT KBPBEHC.

AKO cc NponycHC CAKMH NpHEM, NPoNycHaTata 103a Tpa0Ba Aa ¢C B3EMC BL3MOXHO HaH-CKOPO CIIE
KaTo cc 3abenekKH Mporycka, Ho CaMo B ChIliHa ACH. AKO TOBa HE € Bb3MMKHO, MALMEHTHT TpAOBa Aa
NMPONYCHC 103aTa U A3 NPOIb/KH ChC CIC/ABAlATA 1033, KaKTO ¢ npeanvcado. [laumentsT He TpaOBa
Ja B3CMa JIBC JIO3M, 3a 1a KOMIICHCHpa NponycHarara 103a.

ITpevunasarne om aevenne ¢ anmaconucmi na sumavun K (ABK) xem Keanupsa
- [lpodnnakTHKa Ha HHCYJIT H CHCTEMHA eMOONHA!
ABK Tpabpa ga ce cnpart v Ja ce 3arnouHe JICUCHHUETO ¢ puBapokcabaH, KoraTo
Me:xnynapoanoro HopManusupano crotHouicHue (International Normalised Ratio, INR) e
< 3,0.
- Jleuenue Ha JIBT, bE v npodunakTika Ha peunaneu npu se3pactid v ncucHyve Ha BTE u
MpodUIakTHKa Ha PCLUUBHAM NPU MNEAHATPHYHHN MALMEHTH:
ABK 1ps0Ba na cc cnpat ¥ na ce 3anoyHe ACUCHUMCTO ¢ puBapokcaban, xorato INR ¢ < 2.5.
[Tpu npemunasane ot neucHue ¢ ABK kuMm neuenne ¢ Kcaunpea croiiHocTrTe HAa MexxayHapoaHOTO
Hopmanuiupako cvotHouicHue (International Normalised Ratio, INR) uie 6paaT panimupo nmoBuUICHH
cnen npueMa Ha Kcanupea. INR He ¢ BannacH napaMcTbp 3a H3IMEPBAHC HA ABTHKOAryJ/laHTHaTa
akTHBHOCT Ha KcaHHpBa U c/1eJOBATCAHO HC TpA0Ba Aa CC U3M0JI3Ba {BXK. TOYKA 4.5).

Ipemunasarne om aeyenue ¢ Keanupea kvvm anmaeonucmu na eumamvun K (ABK)

MMa BCpOSITHOCT aHTHKOArynauvsaTa aa ObAC HEaCKBaTHA B X0/1a Ha MPCMHUHABAHCTO OT JICYCHHE ¢
Kcannpsa kbM ABK. Tpabsa ga ce ocUrypu fpoabIKUTENHE aACKBATHA AHTHKOATryIaLlHs npy
NMpeMHHABAHC KbM AITCPHATHBCH aHTHKoarynadr. TpsadBa ga ce orbenexku, ue Kcannpsa Moxe aa
o0yc/IOBH NOBHIUCHHU CTOMHOCTH Ha INR.

[Mpu nauueHTH, rpemuHasaiy ot acucHuce ¢ Kcanupsa koM ABK, ABK TtpsaOBa 1a ce npucmar
napancnHo jo gocturane Ha INR = 2,0, IIpes nepeute 1Ba 1HK OT NMPEXOAHUS ICPHO TpaOBa aa cc
npujiara ctasHaaprHata Hauanua aoza ABK, cnea koeto no3ara Ha ABK 1pabBa na e cnopea
peayatatute 3a INR. JokaTo naudcHTute npuemar caHospemcHHo Kcauupsa n ABK, INR ue TpabBa
Ja CC U3CHeaBa No-paHo oT 24 Jaca ciiea NpeaxoAHaTta 403a, a caMmo HCnocpeACTBEHO MpPCau
craeasautara no3a Kcanupsa. Cieg kato ce npcycTaHoBY NpucMa Ha Kcanupsa, INR moxce na ce
H3CIICABA M PE3YATATHTE Aa Ca HAACKAHH NMOHE 24 vaca 1€/l NPHUEMa Ha NTOCACIHATA 103a (BXK. TOUYKH

45u35.2).

[lequaTpHyHH NAUKUCHTH:

Jcnara, kouto npecMuHaBat oT Kcanuppa koM ABK, Tpsabra na npoasnxkart na npuemat KcaHupsa 3a
48 uaca cnen nbpearta 103a ABK. Cnena 2 aHn Ha € IHOBPEMEHHO NIPUJIOKCHHUE TpAOBa 1a cc Hanpasu
M3CACABAHC U Aa ce nonyyat pesyiarature 3a INR, npeau cneasamarta noza Kcannpsa no cxemara.
[IpenopsuBa cec cAHOBPEMCHHOTO NpuaoxcHUe Ha Kcanupsa 1 ABK na npogsixu, aoxato INR ¢
>2,0. UlomM kato npueMsbT Ha KcaHupBa € npeycraHoBeH, INR Moke aa ce u3cneasa v ga ce noJiyyar
HaAeXJIHU pe3yaTart 24 yaca cacj MpUeMa Ha nocacaHaTa go3a (Bx. No-rope n touka 4.3).

IIpemunasane om nevenue ¢ napenmepainu aumuxoacyaanmu kem Keanupsa
[Tpy BB3paCTHHU W NEAHATPUYHM MAUMECHTH, KOMTO B MOMCHTA IMOy4YaBaT NapeHTCpall
AHTHKOAI'yJIAHTH, MPEYCTAHOBABAHCTO HA NAPCHTEPANHHUA aHTHKOATYJIaHT U 3aMOYB
Kcanupsa TpsibBa ga ce ocbuiecTBAT 0 10 2 Yaca Opcad MOMCHTA 3a CICABALIOTO I



[PUIIOKCHHE HA MAPCHTEPAITHMSA JICKAPCTBCH NMPOAYKT (HAMp. HHCKOMOJIEKYJ/ICH XE€MIAPHH) HITH B
MOMCHTA Ha CIMPAHE HA NPOABIHKHUTEIHOTO MPUIIOKEHNC HAa NAPCHTEPATIHHSA JCKAPCTBCH NMPOAYKT
(Hanp. MHTPaBCHO3EH HehpakLMOHHUPAH XEMapUH ).

[Tpemunasane om nevenue ¢ Kcanupsa KoM HAPeHMEPATHU AHMUROARYIAHMU
[IpeycraHoBeTe npueMa Ha KcanupBa v NpuUnoKeTe NbpBaTa JA03a OT MapCHTCPAIHHA aHTHKOAry1aHT
B MOMCHTAa, Korato TpsbBa aa cc npuemMe cnenpawara n1o03a KcaHupsa.

CricumajiHy nonyJJauuu

bvopeuno yepexcoane

Bs3pacTHH:

OrpaHM4eHUTC KAMHUYHH JaHHH OT HAlHCHTH C TEXKO OBOpPEYHO yBpekaaHe (KPCATHHUHOB KIMPBHC
15 — 29 ml/min) noka3Bar, Yc NNa3MCHHUTC KOHLICHTPALYHK Ha pHBapokcabaH ca 3HAUYHUTEHO
nosuilicHH. [To Tazn npuunHa KcanupBa TpaOBa ga cc nNpuiaara BHUMATENHO NMPU TC3W NauucHTH. He
ce NpcnopbuBa ynorpedara Npu NalMEHTH ¢ KPCATUHUHOB KNUPBHC < 15 ml/min (Bx. Touku 4.4 1

3.2).

[Ipu nauueHTH ¢ yMepcHO OB0OpCcUHO yBpe#KaAaHE (KpeaTHHUHOB KNUPBHC 30 ~ 49 mi/min) unu ¢
TEXKO OBLOpCUYHO YBpeKIaHe (KpCaTHHHHOB KIHPBHC 15 — 29 ml/min) ca BannaHH cacaHure
MPEMOPBKHU 3a JO3UPAHE:

- 3a npo@unakTHKAa Ha HHCYAT H CHCTCMEH CMOOIHM3BM IPH NaUUEHTH ¢ HEKJIAMHO NPEACBPAHO
MBbKJICHC TIPEMNOPBUMTEIHATA 4032 € |5 mg BEAHBK AHEBHO (BXK. TOYKa 5.2).

- 3a ncucHuc Ha JIBT, neyenue Ha BE m npodunaxktrka va peunausupaiu BT v bE:
nanueHTUTE Tpsabpa Aa 6baat nexkysaHu ¢ 15 mg aABa MbTH AHCBHO IPC3 IBPBUTE 3 CCAMHIIN.
Cien ToBa, KOrato npenopbUYMTenHara ao3a ¢ 20 mg cauH NbT JHEBHO, TpaOBa ga ce 00OMUCIH
HaMaJIAiBaHe Ha 1o3arta oT 20 mg BCAHBK AHCBHO Ha |5 mg cOHH NIbT AHEBHO, AKO OLCHCHHUAT
PUCK OT KbPBEHC 3a MALMCHTA HAAXBBPA pucka oT peuransupawy JBT n BE. [Ipenopnkara
3a ynoTpebara Ha 15 mg cc ocHOBaBa Ha PAapMAKOKMHCTHYHO MOJENIHPAHE U HE € NIPOYyyBaHa
[pH TC3U KJIMHUYHH YCA0BUSA (BXK. TOUKK 4.4, 5.1 n 5.2).
Koraro npenopburTentara ao3a € 10 mg equH neT ZHEBHO, HE C€ Hajara T4 na 6nje
KOPUTHMPAaHa.

He ce nanara Kopekuus Ha J103ata npH MalHUCcHTH ¢ JICKO ObOpedHO yBpexaaHe (KPCAaTHHUHOB
knrpbHC 50 — 80 ml/min) (Bx. Touka 5.2).

[TequaTpuyHa nonynauuA:

- Jleua M IHOWIM € JIEKA CTCNCH Ha OBOpCcYHO yBpexaaHe (CKOPOCT Ha MNIOMEPY/THA QUATpALUS
50 — 80 ml/min/1,73 m°): HC ce Hanara KOPEeKLMs Ha Jo3ara, Ha 6a3aTa HA AAHHHU MIPH
BB3PACTHH H OrPaHHYCHH JaHHH MPH NECAUaTPUYHH MAUMEHTH (BXK. TOUKa 5.2).

- Jleua K 1oHOUIM ¢ YMEPCHA WK TCXKA CTCIICH Ha ObOpedHO yBpe)aaHe (CKOPOCT Ha
rnoMepynHa puntpauus < 50 ml/min/1,73 m-): Kcannpea He ce npenopbuBa, Thil KaTo JIMMCBAT
KJIUHHYHH JaHHH (BXK. TOUKa 4.4).

Yepnoopobro yepescodare

KcanupBa € NpoTUBONOKAa3aH NPH MALHUCHTH ¢ 4epHOApoOHO 3a0onsBaHe, CBBP3aHO ¢ KOAryJonaTys u
KJIMHHUYHO 3HAYMM PUCK OT KbPBCHC, BKIKOMUATENHO nauxMeHTH ¢ uuposa ¢ Child Pugh B u C (Bx.
TO4YKHN 4.3 ¥ 5.2). JIMNCBAT KNMHUYHH JAHHM [IPH Acla ¢ YCPHOAPOOHO yBPCIKIAHE.

HHonvaayus 6 cmapuecka ev3pacm
be3 kKopexkiiusa Ha f103aTa (BXK. TOUKa 5.2).

Teaecno me2ao
bes KopeKuMs Ha 103aTa 3a Bb3PacTHH (BXK. TOYKA 5.2).
[Ipy neanaTpryHM NAUKEHTH A03aTa C¢ Orpeaens CapsiMo TCIACCHOTO TETJIO.




Iloa
bes kopextunsa Ha no3ata (BK. TO4YKa 5.2).

Hayuenmu, nod10xceHt HA KAPOUOBEP3UO

[IpuembT Ha KcaHupBa MOXe 212 3aMI0YHC HIH Ja NPOAb/DKH [IPH NAUHEHTH, IIPH KOUTO MOXKC Ja €
HCODXOANMO KapAHOBCP3HO.

[Ipn kapaAKOBEP31O HACOUBAHO OT TpaHcesogparcanta exokapavorpapua (TEE) npu nauneHTH, KOUTO
He ca OWIIH JIeKYBaHH ¢ aHTHKOAKYJIaHTH, eueHueTo ¢ Kcanupra TpabBa na 3ano4He HaHu-Manko 4
yaca npeay KapJAUOBCP3HOTO, 3a 43 CC rapaHTHpa aAcKBaTHA aHTUKOArynauusa (BkK. Touku 5.1 u 5.2).
[Ipyn BCHYKHM NAIUCHTH, NpEIN KapAHOBEP3NO TPAOBa [1a C€ NOTBPCH NOTBBPXKACHHUE, Y€ MALHCHTBT €
npucia Kcanuppa, kakto ¢ npeanucaHo. [py B3eMaHe Ha pCLICHHUC 34 3aMIOYBAHC Ha TCPAINs U
ONPC/CIAHC HAa NPOALMKHUTEIHOCTTA o, TpAOBA 1a C€ HMAT NPeJBK/ YCTAHOBCHHTE NPCHOPBHKH OT
PBKOBOACTBATA 3a AHTHKOArYJIAHTHO JICYEHHE TIPH MALIMCHTH, NMOJNMKEHY Ha KapIHOBCP3HO.

Hayuenmu ¢ Hek1anuo npeocvpoHo Mbocoene, koo nooaexcam na LHHKH (neprymanna xoponapua
HHMEPBeHYUA) C NOCHIAGANE HA CMIETN

MMa orpaHHuCH ONUT 110 OTHOWIEHUE Ha HamaneHa A03a 15 mg BeansxK AHesHO (MK 10 mg Kcanupsa
BeJHBLXK JHCBHO 33 MAUNCHTH ¢ YMCPCHO TCKKO OBbOpEUHO yBpexKaaHe (KpeaTUHNHOB KIIHPBHC

30 — 49 ml/min)), B nonbiHeHue KkbM P2Y |12 uuxudburopa 3a |2 Meceua MakCHMyM, NPH MaUHEHTH C
HEKJIAMHO NPEACHPAHC MBXJICHC, KOMTO CC HYXAAAT OT NEepopaliHa aHTHKOATyJIaHTHA Teparnug U ca
ounu nopnoxenu Ha [IKH ¢ noctaBsHe Ha cTeHT (BXK. TO4kn 4.4 u 3.1).

HHeouampuuna nonyrayun

be3onacHocTTa M cPMKACHOCTTA HA pUBapokcabaH npH acua Ha Bb3pact O A0 < |18 roaMHHU He ca
YCTAHOBEHH [PH NOKA3aHUETO NPOQPHNIAKTHKA HA HHCY/IT M CHCTEMHA ¢MO0JINA MPpH MallHEHTH C
HCKJIAMHO NPEACHPAHO MBXACHE. JInncBat aaHHu. 110 Tasu nmpyuyunHa TOM He CC NpenopbYBa 34
yrnorpcOa npu aeua noa 18-roguina Be3pacT ApN APYTH NOKa3aHUA OCBCH jieucHHe Ha BTE w
npoduirakTHKa Ha peunausy Ha BTE.

HayuB Ha npHIOKCHHUE

Bwv3pacmnu

Kcanupsa ¢ 3a nepopaiHo NPHITOXKCHHE.

Tabnctkure TpsbBa Aa cc NpUCMAT ¢ XpaHa (BX. TOYKa 5.2).

Pazmpowasane na mabiaremxunie

[Tpu nauxcHTH, KOUTO HC MOTAT /1a NOTTBUIAT TabneTkuTe LUCaH, TabneTkata Kcanupsa MoXce aa ce¢
HAaTPOILUH K CMECH C BOAA WK A0BJKOBO NIOPC HCHOCPCACTBCHO NPCau ynoTpeda M Aa ce NPHIIOKH
nepopanno. Cnea npucMaHe Ha HatpouieHa Tabnerka Kcanupsa ot 15 mg, no3ata tpadsa aa dnac
MocncaBaHa He3abaBHO OT XpaHa.

HarpoweHaTta Tabnerka KcaHupBa MOKe a ¢€ npuiiara Chiio M Upe3 CTOMAIIHA COHOA (BXK. TOUKH 5.2

H 6.0).

Heya w onouiut ¢ meaao om 30 kg oo 30 kg

Kcanupsa ¢ 3a nepopaiHo NPHIOXKEHHUE.

[TauucHTBT TpaOBa Aa ObAEC MOCHBETBAH Aa MOIJIbLLA TadneTKara ¢ TeHHocT. Ta TpadBa cBLO Aa ¢
npHeMa ¢ Xxpada {Bxk. Touka 5.2). Tabnetkure TpsbBa ga ce NnpHEMAT Npe3 MHTCPBAT MTPHONIH3HUTENHO
24 yaca.

B cnyuait 4¢ MatlMCHTHT M3MUIKOC BE/AHAra 103aTa MIIH MOBBLPHC B pAMKHUTC Ha 30 MUHYTH Clic
MPUIOKEHUC Ha Jlo3aTa, Tp10Ba Ja ce Jaac HOBa Jo3a. AKO 00aue MalHCHTHT [OBBPHCE MoBeyc ot 30
MHHYTH CJICZ [IPHCMa, 103aTa HC TpAOBa Ja ce Npuiara OTHOBO KM CNeaBalllata no3a TpadBa jga ce
B3EMEC [10 CXCMATa.

Tabnerkara He TpAOBa Oa ce pa3aens NpH ONUT Aa ce HabaBH 4acT OT Ao3aTa B TableTkara.

Pasmpowasane na mad.temrunie




ITpy narpeHTy, KOMTO HC MOTAT Aa Noriablar TadNCTKUTC LeaH, Tpa0Ba Aa ce n3noJi3Ba
puBapokcadaH rpaHy/y 3a NCpopanHa CycrcH3HA.

AKO nepopaiHaTa CyCRneH31s HC ¢ Ha Pa3MOoN0KCHUC BCAHAra, KOraTo ¢ M3nucaxsa go3a 15 mg
puBapokcadaH, T4 Moxe Aa Obac HabaBcHa, KaTo CC pa3TPOLH Tad/JCTKa 15 Mg U €€ CMCCH € BOJIA HITH
A0BAKOBO MIOPC HEMOCPEACTBCHO NPEAN YNOTPCDA U CC NPHITOKH NMEPOPANHO.

Pa3Tpoiuenara TabneTka MOXE a ¢¢ NPHIIATa 4pe3 Ha3oracTpaliHa HIK CTOMAaIllHa COHMA 32 XPAHCHC
(BX. TOYKHM 3.2 U 6.6).

4.3 TIpoTHBONMOKA3AHHA

CBpBX4YBCTBUTE/IROCT KbM aKTHBHOTO BCUICCTBO M KbM HAKOC OT MNOMOLIHHTC BCIUCCTBA,
H3DpPOCHH B TOUKa 0.1.

AKTHUBHO, KJINHHYHO 3HA4YMMO KhPBCHC.

Jle3us unu ChCTOAHME, aKo OBIC CYCTCHO, YC MPCACTABNSABA 3HAYMM PHCK 3a roJaMo KbpscHe. Tosa
MOJKE 13 BKJIKOUBA HACTOSALIAa HAH CKOPOLIHA TAaCTPOUHTCCTHHAIIHA A3Ba, HAIHYHE HA 3/1I0KAYECTBEHH
HEOMA3MH € BUCOK PHCK 33 KbPBCHC, CKOPOLIHO HAPaHABAHC HA TMaBHHA HIIH IPbOHAYHHMS MO3BK,
CKOPOILIHA ONCpalivs Ha IMaBHHUA MO3bBK, IPhOHAYHHUA MO3BK HIIM OYHTC, CKOPOLLIHA BhTpEUCpPenHa
XeMopards, H3BCCTHH WM CYCNICKTHH ¢30¢arcaniu BapuuHy, apTcpoOBCHO3HU ManopMaLi, ChbAOBH
AHEBPH3MH HIIH FOJICMK HHTPACNMHANHHU UK HHTpauepcOpaivy cbA0BH aHOMAIIHH.

ENHOBPCMEHHOTO JICYEHHC ¢ APYTH aHTHKOArYJIaHTH, Hanp. Hegpakuuouupad xenapuH (HOX),
HHCKOMOJCKYJIHM XCMApHHH (€HOKCANapHH, AanTcnapud H Ap.), NPOM3BOAHH Ha XCrapyHa
(doHganapuHyKc U Ap.), IEPOPATHM aHTUKOAry1aHTH (BapgapHH, 1abHraTpan eTekcunar, anukcaban
v JIp.), OCBEH MPH COCUMBUYHHN 0OCTOATCICTBA 32 CMAHA HA NICYCHHUCTO C aHTHKOAryJIaHT (BXK. TOUKa
4.2) nnu korato HO X cc npunara B 1031, HCOOXOAHMH 3a MOAABPKAHCTO HA OTBOPECH LICHTPAJICH
BCHO3EH HJIM apTCpPHUANICH KaTCThbp (BXK. TOUKA 4.5).

YepnoapobHo 3abonsaBaHe, CBbP3aHO C KOAryIONAaTHA U KIMHHYHO 3HAYUM PHCK OT KbpPBEHE,
BKIOYHTENHO NalucHTH ¢ uupo3a ¢ Child Pugh B n C (Bx. Touka 5.2).

bBpeMeHHOCT U KbpMCHE (BK. TOuKa 4.6).
4.4 CrHenmualHy npeayipeieHus H NpeanaiHy MepKH NpPH ynorpeda

ﬂpenopht{ﬂa CC KJIHHHUYHO HHGHHJ,IICHHC, CbOTBCTCTBALLUO Ha MPOBCK I1dHATA dHTHKOATYJIALIUA B X044
Ha OCIHA [ICPpHOA Hd JICHCHHC.

PUCK OT XeMOparus

KakTo M ¢ Apyru aHTHKOArynaHTH, NaLUCHTUTE, KouTo npueMat Kcaunpsa, TpsadBa 1a ce HabOmoaaBaT
BHAMATCIHO 33 NPH3HALH Ha KbpBcHC. [IpenopbuBa ce ynotpedara ¢ NOBHILICHO BHUMAHHC NPH
CBHCTOSTHHSA C MOBHIIEH PHCK 3a XxeMoparus. [Ipunoxenncro Ha Kcanmpsa TpsOBa aa ce npeycTaHOBM
[Py 110fBa Ha TEXKa XeMoparus (8x. Touka 4.9).

B KNMHWYHHATE NIPOYYBAHMA JIMITABHYHO KBPBCHC (T.C. OT HOCA, BCHIUHTC, CTOMALUHO-YPCBHUSA TPAKT,
[MMKOUHO-TIONIOBHSA TPAKT, BKIOUYUTCIHO a0DHOPMHO BarMHAJIHO W/ YBCIAHYCHO MEHCTPYATHO
KbPBCHC) M aHEMHA c¢ Hab1i04aBaT NO-UCCTO NPU JABATOCPOYHO JICHCHHC C pUBAapOKCcadaH B
cpasHcHHC ¢ nedyeHue ¢ ABK. 1o 1a3u npuunHa, B 1ONBAHCHHC KbM aACKBATHOTO KIIMHHYHO
HabnwoacHYe, 1abopaTopHO KU3C/ICABAHC HA XCMOTNIoOMHA/XeMaTOKpUTa B1 MOrno Aa 0bae oT nos3a 3a
OTKPHMBAHC Ha OKYJTHO KBPBEHC M 34 ONPCAC/AAHEC HA KIMHUYHATA 3HAYUMOCT Ha ABHO KBPBEHE, 110
NpeLeHKA CIIOpE Ciiy4as.

YCIOXKHEHHUA H AHCMUA CJIC HAUAJIOTO Ha JICUYCHHUETO (BXK. TOUKa 4.8).




an BRCAKO HCHISICHEHO NMOHHKABAHC HA XCMOTMOOHHA KITH KPBBHOTO HAJIATAHC T'[JHﬁBEl Hd CC ThbpPCH
H3TOYHHK Hd KLPBCHC.

BbnpekH 4e¢ JICHCHUCTO ¢ pUBapOKcalaH He U3HCKBA PYTHHHO MPOCIEAABAHC Ha CKCMO3HULIMATA,
HUBATa Ha puBapokcadaH, H3MEPCHHU C KAJIMOPUpaH TCCT 34 KOJIMYCCTBCHO OMNMpeC/AHE Ha
aHTHQakTop Xa, Morat Aa 6b/IaT MOJIC3HU B M3BBHPCAHH CHTYALHH, KOTAaTO JAHHUTE 3a EKCNO3HUMATA
Ha puBapoxcabaH MOXKC /1a IOMOTHAT 33 B3CMaHC Ha MHGOPMUPAHH KJIMHHUYHHU PCUICHHUSA, HATIP.
NPCAO3MPAHE U COCUIHA XUPYPTrud (BxkK. Touka 5.1 n 5.2).

[lcayiaTpryuHa nonyjaalung

Mma orpaHMueHH NaHHH NIpU ACLA C MO3bBYHA BCHO3HA M CHHYCOBA TpoM003a, KOMTO HMAT HH(PEKUMA
Ha [{HC (Bxk. Touka 5.1). PUCKBT OT KbpBCHE TpsibBa Aa 0BAC BHUMATEIHO OUCHEH IIPEAU U [10 BPCME
Ha TepanuaTa ¢ puBapokcabaH.

brOpeuHOo yBpeKAAHC

[IpH BB3paCTHH NAUMCHTH C TEXKKO OBOPCUHO yBpexKaaHe (KpcaTHHHHOB KIMPBHC < 30 ml/min) ¢
Bb3MOXKHO [1a3MSHUTC HMBA Ha pHBapokcabaH ja 0baaT 3HAYUTENHO NOBUILCHHM (CpeaHo 1,6 nbTH),
KOCTO MO¢ J1a AOBEAC A0 MOBHUICH PUCK OT KbpBeHe. Kcanupsa TpadBa a ce npunara BHUMAaTENHO
MPY NAUHECHTH C KPEaTHHUHOB KIHPBHC 15 — 29 ml/min. He ce npenopwusa ynorpedarta npu
NALMCHTY C KPEATHHHHOB KIHPBHC < |5 ml/min (k. Touku 4.2 1 5.2).

KcannpBa TpadBa 1a cc npunara BHUMATC/IHO NIPH NALUCHTH ¢ OBOPEYHO YBPCIKAAHC, MI0JTY4aBallH
eIHOBPCMEHHO APYTH JIEKapCTBA, KOUTO MOBHILIABAT IUIA3MEHHTE KOHLUCHTPALKHU Ha pUBAPOKCaDaH
{BK. TouKa 4.5).

KcanupBa HC C€ npenopbyBa Npu ACUA ¥ YOHOLIM ¢ YMEPCHA HJIH TC)KKa CTEINCH Ha OBpOpedHo
yBpexaaHe (CKOPOCT Ha riioMepynHa ¢untpauus < 50 mi/min/1,73 m®), Thit KaTO NUIICBAT KIHHHYHH

JAAHHH.

B3auMoAENCTBUC C APYIH ACKAPCTBEHH NPOAYKTH

He¢ ce npenoppuBa ynorpebaTta Ha KcaHHpBa NpH NaUHCHTH, KOUTO NOJYYaBaT €AHOBPCMEHHO
CUCTEMHO JICUEHHC € a30JI0BH AaHTUMHKOTHLHM (KaTo KETOKOHA30J1, HTPAKOHA30J1, BOPHKOHA30J1 H
nocakoHazon) unu HIV-npoteaznu uaxnduropu (Hanp. puToHaBup). Teln akTUBHM BCLICCTBA ca
MoLIHN nHXxHouTOopHu Ha CYP3A4 u Ha P-gp ¥ no T1a3y npuurdHa MOraT Ja MOBUIIAT MuaiMeHaTa
KOHIICHTpaLHs Ha puBapokcadal 10 KNHHUYHO 3HaAYHMMO HUBO (CpeAHO 2,6 MbTH), KOETO MOXKE A3
JOBCJIC 10 NOBULIEH PHCK OT KbPBEHC JIMNCBAT KIMHUYHH AAHHH NPH AcHa, 0ay4YaBallH
CBITBTCTBAILO CHCTEMHO JICYCHUC CHC CHITHM MHXUOHTOPH, KakTo Ha CYP 3A4, taka u Ha P-gp (Bx.
TOuKa 4.5).

HcobxoaumMo € BHUMaHHE [IPH NAUMCHTH, KOUTO CIHOBPCMEHHO Ca Ha JICUEHHC C JICKAPCTBEHHU
NPONYKTH, KOUTO MMOBJIHABAT XCMOCTa3ata, KaTO HECTEPOUIHH NMPOTHBOBL3IAJIMTC/IHY CPEACTBA
(HCIIBC), aucTtHncanuunaoBa KHCEJIMHA U HHXHOMTOpH Ha TpOMOOLIMTHATA arperauydsa Hiu
CCIIEKTHBHN HHXNOUTOPH Ha 00paTHOTO 3axBallaHe Ha CCPOTOHMHA (selective serotonin reuptake
mhibitors, SSRI) u usxuburopu Ha 0OPaTHOTO 3aXBaUIaKC Ha CCPOTOHMHA U HOPENMUHC(pHHA
(scrotonin norepinephrine rcuptake inhibitors, SNRI). [Ipy nauHenTHTe € pHCK 32 YIUCPO3HO
CTOMALIHO-YPEBHO 3ab0NABAHE MOXKE 1A CC MOMHUCIIH 33 NOAXOAALIO0 NTPOPHIAKTHUHO JICUCHHE (BiK.
TO4YKa 4.5).

Hpyry pUckoBH GAKTOPH 34 KbPBCHC
KakTo ¥ ¢ Apyru aHTHTPOMOOTHYHH CpEeACTBa, pUBAPOKCA0aH HE CC MPEnopbyBa PY [TALMCHTH C
[NOBULLICH PUCK OT KBPBECHE, KaTO:

- BPOJICHH MU NPUIOOMTH HAPYLIEHHSA B KPBBOCHCHPBAHECTO

- HCKOHTPOJUPAHA TCXKKa apTCPHAIHA XUIICPTOHUSA

- ApYro CTOMaNIHO-4YPCBHO 3a0onsaBaHe O€3 aKTHBHO pa3aA3BABAHE, KOCTO MOTCHILHUANHO MOXKC A4
JNOBEAC A0 YCIOXKHEHMA ¢ KbPBCHE (HAMp. BHIMNATMTCIHO 3a00/19BaHC HA Y€pBaTa, ¢30(aruT, rac
1 racrpoesodarcanta peaykcHa 00JecT)

- ChJOBA PETHHOIATHA

- OpPOHXHMEKTA3UKU KM AHAMHE3a 3a KbpBeHe B Denus npod




[MaunecHTH ¢ pakoBO 3ad0aaBaHE

[TauneHTHTE CBC 3T0KAUCCTBCHO 3a00MABaHE MOKC CAHOBPEMCHHO 1a €A M30XCHH M Ha MTO-BHCOK
PUCK OT KbPBECHE M TpoM003a. MHAMBUAYanHATA non3a 0T aHTHTPOMOOTHYHOTO Ne4eHHe TpsadBa 1a ce
OPCLCHU CIIPSAMO PHCKA OT KbPBECHE OPU MALMCHTH ¢ aKTHBHO PAaKOBO 3a00JIABaHE B 3aBUCHMOCT OT
NOKaLMATa HA TyYMOpa, aHTUHEOMNACTHYHATa TCpanus U cTagud ra 3abonssadero. Tymopnre,
Pa3Moj0KCHH B CTOMAIIHO-YPCBHHSA WM MHKOYHO-TTOJIOBHA TPAKT, Ca CBbP3aHU C [OBHLLICH PHCK OT
KbpPBEHE 10 BPCMC Ha TepalnuaTa ¢ puBapokcaban. [Ipy mauMeHTH ChC 3JI0KAYCCTBEHH
HOBOOOpa3yBaHHUA C BUCOK PHCK OT KLPBCHE, ynoTpedaTta Ha puBapokcadaH ¢ MPOTHBONOKAa3aHa (BX.
Toyka 4.3).

[lanyicHTH € KJanHy NpoTe3x

Pupapokcaban ne tpabBa aa ce u3nossiea 3a TpoMOONpPOPUIAKTHKA (IPH NALMEHTH, KOHTO HACKOPO Ca
NPCMHHAIY TPAaHCKATEThPHA CMsHA Ha aopTHata knana (TAVR). bezonacnocrtra 1t epukacHocTTa Ha
pUBapoKcabaH HE ¢a MPOYUCHH MPH NAUHCHTH ChC CBPACYHO KJIAMHO NPOTC3IUPAHE; MO Ta3H NPHUYHHA,
HsIMa JaHHM B MO/IKpena Ha TOBa, Y€ PUBAPOKCA0aH OCHIYPsABa aACKBaTHA aHTHKOATyNalHA B Ta3H
nonynauus nauueHTH. JlcucHueto ¢ KcaHupsa He cc nNpenopsHBa Mpy TE3H MALMEHTH.

[TauueHTH ¢ AHTUHOCHONUITHACH CHHAPOM

JIMpeKTHO AcHCcTBaIIH rnepopaiaHy aHTHKoarynaiti (DOACs), BKIUMTENHO pHBapoKcabaH, HE ¢
NPCnopbLYBaT P NALKEHTY C aHAMHC3a 3a TpoMD03a, KOUTO €a IHArHOCTUUUPAHH C
aHTHQochonunuacH cuaapoM. [lo-cricumanyo npy TPOHHOMO3ZUTHBHH MMALUMCHTH (3a YNyCCH
AHTHKOAryJaHT, aHTHKapAHOJIMIIMHOBH aHTHUTENNa K aHTHTENA cpelty Oeta-2-rnuxonporcuH ),
neucHueTo ¢ DOACSs moxe aa Obp4¢ CBbpP3aHO ¢ NOBHUICHA YCCTOTA Ha NOBTAPALIH € TPOMOOTHUYHH
CbOHTHA B CPABHEHUE ¢ TCPANUATA C AHTArOHUCT Ha BUTaMHH K.

[lauMeHTH ¢ HCKNANHO NPCACHLPAHO MbXAcHE, KonTo nognexar Ha [IKH ¢ noctaBsaHe Ha CTCHT
HanuyHy ca KIMHHYHY JAHHK, [HOJIY4CHHU OT HHTCPBEHLIMOHAHO NPOYYBAaHE, C OCHOBHA LICT
Wi3caeaBaHe Ha 0€30MacHOCTTA NPH MALMCHTH ¢ HCKNAMHO NPCACHPIHO MBAKICHE, KOUTO ¢a OMu
nognoxenu Ha [NKH ¢ noctapane Ha cTeHT. JJaHHUTC 33 € pUKACHOCTTA NPH Ta3H Nonyjatuus ca
orpaHuucHH (BX, Touke 4.2 1 5.1). Jluncear gaHHM 3a TAKUBA NMALICHTH C AaHAMHE3A 34
HHCYAT/MPEXOICH HeXeMuucH npuctsn (ITAUIT).

XceMOAMHAMHUYHO HECTAOMIHH NaUHCHTH ¢ BE MK nalMCHTH, KOUTO C€ HYXAAT OT TPOMOONIU3a HH
bcnoapobHa eMOONEKTOMUS.

KcaHupBa He CC MpenopbyBa KaTo aJTCpHATHUBA HA HCPAKLHOHUPAHUS XCTIAPUH NPH NALHEHTH €
6cnoapoden cMOONIH3IBM, KOHTO Ca XCMOJAHMHAMMYHO HECTaONIHH MK Ha KOHTO MOXC J1a CC HAIIPaBH
TpoMOonu3a unu denoapobHa embockToMus, Thit KaTo Oe3onacHocTTa M eprkacHocTTa Ha KcaHupgaa

HC Ca YCTAHOBCHH IIPpH TC3H KJIIHHHYHH CHTYJdUHH.

CnuHanHa/enHaypaliHa aHCCTC3UA UAH TYHKUIUS

Korato ce H3no/izpa HEBpPOAKCHAIHA AHCCTE3UR (CNHMHAHA/CNINAYPATHA AHCCTC3UA) HIIH
CMIMHAMHA/ENMUAypanHa NYHKUHMS, MALNCHTUTE, TPCTHPAHH ¢ aHTUTPOMOOTHYHH CPEACTBA 3a
[IPCBCHIMA Ha TPOMOOEMOOIMYHY YCIIOXKHEHMS, Ca NOANOKCHHM HA PUCK OT NMOSBA Ha CITMAYPAJICH
MU CIIHHAJICH XCMaTOM, KOHTO MOXKC J1a I0BEAC A0 ABATOCPOYHa MM TpaiRa napanuia. To3u pUcK
MOC J1a C€ MOBHLIM OT NOCTONEpPAaTHBHATA yNnoTpcOda Ha BBBCHKAALL €NMAYPAJICH KATETHP HJIIH
¢HOBpPEMEHHATa ynoTpeba Ha ICKAapCTBCHHU NPOAYKTH, MOBIUABAUIM XeMOocTa3aTta. PHCKBT MOXE aa
CC MOBHILM CHLIO TAKA U OT TPABMATUYHA UK MHOTOKPaTHA CIIHUAYPanHa Wik CIIMHAJIHA [TYHKLNA.
[TanueHTUTC TpAOBA 4eCTO Aa OBAAT MPOCHCAABAHM 3a IPU3IHALIM M CUMITTOMH HA HEBPONOTUYHO
YBpPCKAAHE (HANp. U3TPBIBAHC HIIM ¢NaloCT B KpaKaTa, AUCKOMGOPT B YCPBATA UITH MHUKOYHUSA
MCXYp). AKO ObJ€ KOHCTaTHpaH HEBPOIOTHYEH ACPHUUMT, ca HCOOXOIUMM CICUIHO AHArHOCTULHPAHC
v neucHHe. [Ipcay HeBpoakCHAIHa MHTCPBEHLMA, JICKApAT TPAOBA Ja NPEUCHH CBOTHOLLUCHHETO
MC1Y NOTEHLUMANHATA [0J3a U PHCKA NPH NALKMCHTH HAa aHTUKOAryJaHTHa TCpanud MK NatlUCHTH,
KOUTO 1lic OBbAAT NOANOKCHH HAa AaHTUKOAryJ/JlaHTHA Tepanus, 3a tpombonpodunakruka. Hama
KIHHHYCH ONUT ¢ ynorpedarta Ha 15 mg win 20 mg pueapokcadaH B TE3H CUTYalMU.

3a HaMansABaHC Ha MOTEHUHANHUA PUCK OT KBPBEHE, CBBP3aHO ¢ CAHOBPEMCHHOTO NIpyJiar
puBapokcabaH M HCBpoaKcHalHA (ENMUAYpaaHa /CIMHANHA) aHCCTC3Ms MM CITMHAJIHA MYH l§, |




Ha CNKAYPANICH KaTEThP MM TyMOanHa NyHKUHA CC U3BbLPUIBA HAH-100pe, KOraTo aHTHKOAryJIaHTHHS
¢CKT Ha puBapokcabaH ce OLSHABA KATO HUCHK. BBNPCKH TOBA, TOYHOTO BPEME 3a IOCTHIaHE HA
J0CTATHLYHO HHCBK AHTHKOArYJaHTCH €(EeKT 3a BCEKK NALHCHT HE € M3BECTHO H TpAOBa na Obae
MPCUCHCHO CMPAMO CHEWIHOCTTAa Ha AMAarHOCTHYHATA NPOLICAYpa. 3a OTCTPAHABAHETO HA CIMAYPanHUs
KaTCThP U Bb3 OCHOBA Ha 00LIKTE (PAPMAKOKMHCTHUHH XapaKTCPUCTHKH, NIOHE 2X TI0YKHUBOTA, T.C.
Hai-manko 18 vaca npyn Mnaan Bp3pacTHH NAUMEHTH HIH 26 yaca npy nauHeHTH B CTapycCKa
Bh3pacT, TPAOBa [1a ca MUHANH CNER MOCNICAHOTO NPHJIOKCHUC Ha puBapokcadaH (Bx. Touka 5.2).Cnea
OTCTPAHSABAHCTO HA KATETHpa, TPSAOBa Ja U3MHHAT Hak-MaJIKo 6 yaca npeay IpUIoKeHHE Ha
C/IC/BAlLATA 1032 pHBApPOKCabaH.

[Tpu nossa HA TpaBMAaTH4HA NMYHKIHA, IPUA0XKCHHUCTO Ha pHBapokcabaH TpsaOBa 1a 0bae OTIIONKCHO ¢
24 yaca.

JIuncBat JaHHM OTHOCHO MOAXOLALLIOTO BPEME 3a NOCTABAHC HIIH OTCTpPaHABAHE HA HEBPOAKCHAJICH
KaTeThp MPH JCLia, NOKATO ca Ha JICUeHHUE ¢ puBapokcadaH. B TakuBa cnydau, IpeyCcTaHOBETE
MPUICKCHHUCTO Ha pUBapokcabaH ¥ OOMUCIETE MPUIOKCHHUE HA KPATKOJICHCTBAILL IapEHTEpaJICH
AHTHUKOAryJiaHT.

[IpcnopbkH 3a AO3UPAHETO NPEAH U CAET HHBA3UBHH NMPOLCAYPH H XUPYPIrHYHH HHTEPBEHUHM,
paiiM4Hy OT NJIAHOBO CTABHO MPOTE3MpaHe Ha Ta3obeapcHaTa WM Ha KONMgHHATA CTaBa

AKO cC Hanara npoBCKAaHE Ha MHBA3UBHA NNPOLECAYPA WK XUpYpruuna HHTepBcHLMA, Kcannpsa 15
mg Tpsabea na Obac CpsH MO BB3MOMKHOCT MOHC 24 yaca nNpeir HHTEPBEHIMATA H Bb3 OCHOBA Ha
KIMHHUYHATa NPCUCHKA Ha JICKYBalIXA JCKap. AKO NpoUcaypara HEC MoXKe 1a Ob/e OTnoxeHa, TpAOBa
A3 CC NPCUCHH MOBHILICHHUAT PUCK OT KbPBEHE CIIPAMO CNCIUHOCTTA Ha HHTEPBEHIIHATA.

[IppcmbT Ha KcaHnpea TpsadBRa aa ce Bb30OHOBH BB3MOKHO HAN-CKOPO c/ied HHBA3HBHATA NMPOLICAYypa
HJIM XHpYPryu4HaTa HHTCPBCHLMA, ak0 KMTMHUYHATA CHTYALMS [T03BOJIABA H € [IOCTUTHATA a/ICKBATHA
XCMOCTa3a, KAKTO ¢ ONPCAS/ASHO OT JICKYBALIUA Jekap (B, To4Ka 5.2).

[Tonynauns B cTap4ecka Bb3pacT
C yBCIIHYABAHCTO HA BB3PACTTa MOXE JIa CE YBENMYM PUCKDBT OT XCMOparus (Bx. TOUKH 5.2).

JcpMaToONOrMuHA peakumm

[lo BpcMe Ha MOCTMapKeTHHIOBO HaOIKICHHUC BLB Bpb3Ka ¢ ynorpcbara Ha puBapokcadaH cc
chOOLABA 332 CCPHO3HH KOXXHH PEaKI{My, BKIIOUYHUTCIHO CHHAPOM Ha Stevens-Johnson/ToxcuuHa
cnuacpmManHia Hekpoansa 1 DRESS cunapowm (8. Touka 4.8). Msrnexaa, ye NauueHTUTe ca
M3JI0MCHU Ha HAaH-TOJISIM PUCK OT TE3H peaKliMK B HAYaNOTO Ha TCpanuaATa: B IOBCHETO CAy4aH
HaA4aNoTo Ha pcaxiUHATa Ce NMPOSABABA NpPE3 MLPBUTE CCAMUUM OT ncucHUETo. PuBapokcaban Tpsbsa aa
CC MPCYCTAHOBH MPH IIbPBA I10Ba HAa TEXBK KOXEH oOpHB (Hanp. pa3npocTpaHaBalll ce, HHTEH3HBCH
H/WTH CBBP3aH ¢ 00pa3yBaHETO HAa MEXYPH) HJIHM APYF IPHU3HAK HA CBPbXYYyBCTBHTENHOCT, CBBP3aH C
AC3MH Ha NHUTABHLATA.

[lomouiny BCUICCTRA

Kcanupsa 15 mg ¢baBbpKa 1aKTO3a U HATPHH.

[[aupcHTHTE C pCAKK HAaCIEACTBEHM NPOOIEMH HA MUIAKTO3HA HENOHOCUMOCT, TBIICH JIAKTA3CH
AeUINT UK [KKO30-rajakTo3Ha MajiabcopOums, He TpabBa aa npueMar TO3H JIEKapCTBCH IPOAYKT.
Tora nekapcTBO ChaAbPKA MO-MaAIKO OT | mmol Hatpuit (23 mg) B kancyna, Taka 4e Ha NpaKTHKaA €
,,0C3 HAaTpHUI*.

4.5 BiaumogelicTBHe ¢ APYrd JJeKAPCTBEHH NPOAYKTH M ApYrd opMu HA B3AUMOACHCTBHE

(O0XBaTHT HA B3aUMOACUCTBUATA NPH MIEJHATPHYHATA TOMYJAUHA HE € U3BECTEH. JOMynocoUeHHTC
AAHHM 33 B3aMMOACHCTBHATA, IOJYUCHH [IPK Bb3PAaCcTHH, M [IpCAYNpexIeHHATa B TouKa 4.4 Tpadsa Aa
CC MMaT NPCABHA NPH NNEANATPHUYHATA NOMYJIALHSA.

Uuxundntopu Ha CYP3A4 u P-gp e

EnHOBPCMCHROTO NpHIIOKEHNE HA puBapokcadaH H keTokoHason (400 mg eauH NbT JHEBHO) o
!
putoHaBup (600 mg nBa NbTH JHEBHO) BOAK 10 2,6 NbTH / 2,5 nbTH no-BUcoxa cpeaHa AUC g\;‘*
pusapokcadan 1 1.7 npt / 1,6 nbTH nM0-BHCOKa CpeAHa Cpmax CbC 3HAYUTCIHO NTOBULLIABAHE )
hd

q)ﬂpMHKDﬂHHﬂMH‘{HHTC E[lJeKTH, KOCTO MOXKC dd JOBCIAC JO NOBHUICH PHCK OT KbPBCHC. [To



MpHYMHA HE CC NMpcnopbyBa ynorpcdara Ha KcanupBa npy nauneHTH, KOUTO MOnyyaBat
CAHOBPCMEHHO CUCTCMHO JIEYCHHUE C a30/10BH aHTUMHKOTHLH KaTO KCTOKOHA30/1, UTPAKOHA3011,
BOPHMKOHA30.1 1 nocakoHazon, wik ¢ HIV-niporecazun nnxuouropu. Te3n akTHBHH BCUICCTBA CA MOUIHH
naxubuTopu Ha CYP3A4 n P-gp (Bk. Touka 4.4).

OuakBa c¢ aKTHBHH BELICCTBA, KOUTO CUJTHO MHXHOUPAT CaMO €IMH OT MBTHINATA Ha CIHMHHHPAHC Ha
puBapokcadaH unu CYP3A4 nnu P-gp na noBHILIAT B [10-MAJIKa CTEMCH (J1a3MECHUTE KOHUCHTPALKH
Ha puBapokcaban. Hanpumep, knaputpomuuud (500 mg nsa msTH JHCBHO), KOHTO CC NPHEMa 3a
cuiicH urxuouTop Ha CYP3A4 n ymepeH urxuOurop Ha P-gp, Boau 10 NOBUILIABAHC HA CpeHATa
AUC nHa pusapokcadan ¢ 1,5 nbTH M Ha Chux — € 1,4 0bTH. B3aUMOACHCTBHETO C KNAPHTPOMHLIMH
BCPOATHO HE € KJIMHUYHO 3HAYUMO MPH [OBCUCTO MALUCHTH, HO MOXKC 4a OBAE NOTCHUHAIHO 3HAYHUMO
[Py BUCOKOPHCKOBH MALUCHTH. (3a nauueHTH ¢ 6p0pcyuHO yBpexkaaHe: BxX. Touka 4.4).

Epntpomutiut (500 mg tpu mbTH AHEBHO), KOHTO nHxHOKpa ymepcHo CYP3A4 u P-gp, soan 10 1,3
mbTH noBuiueHre Ha cpeaHata AUC u Cy,y Ha puBapokcadaH. B3auMOAEeHCTBHETO ¢ CPUTPOMHULIMH
BEPOSATHO HE ¢ KJIMHUYHO 3Ha4YMMO [PH MOBCYCTO MaUMCHTH, HO MOXE A3 Ob/1e MOTCHUHAIHO 3HAYHUMO
1IPH BUCOKOPHCKOBH NALHEHTH.

[Ipu nuua ¢ neko 666peuHo yBpexaanc cputpoMuuuH (500 mg Tpn nbTH AHEBHO) BOAH A0 1,8-
KpaTHO noBuumaBaHe Ha cpeguata AUC Ha puBapokcadaH H 1,6 bTH MoBHIEHHE HA Ciux B
CpaBHCHHE ¢ HHAMBHAM ¢ HOpManHa 6bv0pceuna pyHkuMa. Ilpu nuna ¢ ymepeno 0p0peyHO yspexaaHe
CPUTPOMHLHKH ¢ a0Be¢a A0 2,0 nbTH noBuuicHue Ha cpeanata AUC na pusapokcaban v 1,6 obTH
MOBUIIEHHE HA Cmax B CPABHCHHC C HHAHBHIN ¢ HopMasiHa 6bOpeuHa pyHkuua. EQekTsbT Ha
EPUTPOMHLMH € AAUTUBEH KbM TO3H Ha OLOpCUHOTO yBpeKAaHE (BXK. TOYKa 4.4).

MdnykonHa3oia (400 mg earH NbT AHCBHO), KOUTO CE CMATA 3a yMepeH nHxuoutop Ha CYP3 A4, Boau
0 nosuiiaBaHc ¢ 1,4 msTH Ha cpeanata AUC Ha pusapokcadaH o 1,3 nbTH Ha cpeanara Chax.
B3anmMoacHCTBHCTO ¢ (PIIYKOHA301 BEPOATHO HC € KIIMHUYHO 3HAYUMO [IPH MMOBEYETO MNALUMEHTH, HO
MOXKC Ja OB/JC NOTCHLMAIHO 3HAYHMO NMPHU BUCOKOPHCKOBH MaUMERTH. (3a MauueHTH ¢ OBOPEUYHO
YBPCHIAHC: BIDK TOUYKA 4.4).

KaTto ce uMart npcaBya OrpaHHYCHUTE KIIHHHYHH JaHHH ¢ APOHEAApPOH, CAHOBPCMCHHOTO
NPHNOXKEHUE ¢ pUBapokcabaH TpadBa na cc n3bdsarea.

AHTHKOArYJIAHTH

Cnea KoMOHHHMpPaHO NMPHIOKCHKC HA €HOKcAanapHH (eAHOKpaTHa Jo3a oT 40 mg) v puBapokcadaH
(enHoxpaTHa n03a oT 10 mg) ¢ HabmogaBaH aIMTHBEH CPCKT BbPXY aKTHBHOCTTA Ha anTr(dakTop Xa,
0C3 HUKAKBM JOMBJIHUTENHH ¢QCKTH 10 OTHOLICHHUE Ha KoaryflauuoHHNUTE TecToBe (PT, aPTT).
ExokcanapuH HC ¢ nOBNuAA (papMakOKHHCTHKATA Ha puBapoKcabaH.

[Topanu NOBHIUICHHUA PHCK OT KbPBCHE € HCOOXOIMMO BHUMAHHE [IPH MALMEHTH, KOHTO Ca Ha
CAHOBPEMECHHO JICUCHHUE C IPYrH aHTUKOArynaHTH (BX. Toukn 4.3 n 4.4).

HCIIBC/urxuburopy Ha TpoMOOUMTHATA arperauus
He ¢ HabmogaBaHo KAMHUYHO 3HAUYUMO YABLMKABAHE HA BPCMETO Ha KbPBCHE A €AHOBPEMCHHO
NMPUNOXCHUE Ha pusapokcadan (15 mg) u 300 mg nanpokceH. Beripeky ToBa € Bb3MOXKHO 1a HMa
NMALMCHTH € MO-H3pa3cH dhapMaKkoIHHAMHYCH OTIOBOP.

He ca HabniogaBaHy KJIMHHYHO 3HAYUMH (PApPMAKOKHHCTHYHH WM (papMaKkOIMHAMHUYHH
B3aHMOACHCTBHSA MPH CHOBPCMECHHO MPUAOXKCHHE HA puBapokcadad 1 500 mg auctuncaanuniona
KHCCJIMHA.

Knonugorpen (300 mg naganHa 103a, DOCACABAaHA OT 75 mg noaabpxala A03a) HE ¢ MoKasan
(apMaKOKHHETHYHO B3aUMO/CHCTBHE ¢ pUBapokcadaH (15 mg), no ¢ HabnoaaBaHO 3HAYHMO
VABHKABAHE Ha BPCMETO Ha KbpPBCHE NPH ¢AHA NOArpYyIa NaluMEHTH, KOCTO HE € KOPCNHpano ¢
arpcralifsaTa Ha TpoMOoUMTHTC, HUBaTa Ha P-cenexktnr wnu GPIIb/Illa peuenTopure.
HeobxoamuMo ¢ BHUMaHKME MIPH NALHEKTH, KOUTO €AHOBpeMcHHO ca nickyBanu ¢ HCIIBC
( BKMIOUMTENMHO alCTHICATHIKIOBA KHCEIMHA) U HEXHOUTOPH Ha TpOMOOLMTHATA arperauus,
TE3H JICKAPCTBEHH NMPOAYKTH OOMKHOBEHO MOBUILABAT PUCKA OT KBPBCHC (BXK. TOYKa 4.4).

SSRI/SNRI
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KakTo npu Apyru aHTHKOAryJIaHTH MOXC A CBUICCTBYBA BB3IMOKHOCT NMALMEHTHTE 42 Ca ¢ MOBUIICH
PHCK OT KbPBEHEC B c/lyual Ha cbibTcTBawa ynotpedba cbc SSRI nnu SNRI nopann edexrta M Bbpxy
TPOMOOLIMTHTE, 3a KONTO cc cbobwasa. [Ipn cerbTeTBala ynoTpeda B KJIMHUYHATA NPOrpaMa ¢
puBapokcadaH, BbB BCHUKH FPYIH Ha JICYCHUE c€ HalII0AaBa YHCIIEHO [0-BHCOKA YE€CTOTA Ha FOJIAM
HJTM HCTOJIAM KJIMHUYHO 3HAYUM KPBBOU3JINUB.

Bapdapun
[IpeMuHaBaHEeTO OT JicueHHE ¢ aHTaroHucTa Ha BuTamul K sapdapun (INR 2,0 no 3,0) kem neucHuc ¢

pusapokcaban (20 mg) nnu ot pusapoxcadan (20 mg) keM Bappapun (INR 2,0 g0 3,0) nosuiuasa
ChOTHOLIEHHCTO npoTpoMOnHOBO BpeMe/INR (Neoplastin) noseye ot aiuTHBHO (BB3MOXHO € /1a ce
HaOmoaasat oTacAHM cToiHOCTH Ha INR ngo 12), noxato epekTHTC Mo oTHowicHUC Ha aPTT,
HHXUOMPAHCTO HAa AKTHBHOCTTA Ha3 (PAKTOp Xa M MOTCHUHAJIA Ha CHAOTCHHKA TPOMOHH ca aiuTHBHY.
[Tpu skenaHuce ga ce miciaeasat papMakoiuHaMMyHUTE eheKTH Ha puBapokKcabaH B rnepuoja Ha
CMAHATa Ha TepaluaTa MOraT a3 C€ H3MO0JI3BaT NOKA3aTC/IH KaTo aKTHBHOCT Ha aHTH-pakTop Xa, PiICT
1 Heptest, MOHCXC TE3M TCCTOBC HE CC NOBANABAT OT BapdaprH. Ha yeTBBpTHS ACH cac nocneaHaTa
no3a Bapdaput, Bcuyku nokasatenu (Bxa. PT, aPTT, nuxnOnpanc Ha akTHBHOCTTa Ha QakTop Xa u
ETP) orpa3saBar ¢AMHCTBCHO c(pcKTa HAa pUBapoKcadaH.

[Ipu skcnaHue fa ce u3cncaBar gapMakoanHaMH4YHHTE cdeKTH Ha Bap(apHH B fIcpHOa Ha CMAHA Ha
TCpanuATa MOXC aa c¢¢ u3noniea n3mepsaHeTo Ha INR npu Ciouen Ba puBapokcadau (24 daca crnen
NPEAXOAHUS fIPUEM HA pHUBApoKcabaH), Thi KaTO TO3M NOKa3aTell CE MMOBIUsABA B MUHMMANHA CTCICH
OT puBapokcadaH B Ta3d BPCMEBa TOYKA.

Hc e nabmogaBaHo GpapMakOKHHETHYHO B3aUMOJICHCTBHE MCKAY BapdapHuH U puBapokcadaH.

Huayxropyn Ha CYP3A4

EfHOBPEMCHHOTO NPHIOXKCHHC HA prBapokcabad U MouiHus HHAYKTOp HAa CYP3A4 pudamnuuuz
BoaH j0 okono 50% noHnxkaBaHe Ha cpeadata AUC 3a puBapokcadbaH ¢ ycnopeaHo HaMallsiBaHC Ha
(apMakoAHHAMHYHHUTC MYy cpekTn. EqHoBpeMeHHaTa ynoTpeda Ha puBapokcadaH ¢ Apyri MOLLHU
uHayktopd Ha CYP3 A4 (nHanp. ¢ennTonn, kapbamazenuH, gerodapOHTAT MM KBJIT KAHTAPHOH
(Hypericum perforatum)) Cb10 MOXC A4 JOBCAC N0 HAMAJICHM JIa3MEHU KOHLCHTpPALHH Ha
priBapokcabaH. 3aToBa TpAOBa aa cc H30ArBa CAHOBPEMCHHOTO NpUJIAraHe Ha MOUHH MHIYKTOPH Ha
CYP3A4, ocseH ako naillMCHTBT HE CC CJICAH BHUMATE/IHO 3a 06enc3n H CHMMTOMH Ha TpoM0o3a.

Jpyru cbIbTCTBAIIN TEPANIHN

He ca HaOnoaBaHu KIMHUYHO 3HAYUMU PapMAKOKHHCTUYHH UK GPapMaKoAMHAMHYHH
B3aHMOACHCTBHA IPH CAHOBPEMCHHO MIPHIOKCHUC Ha pUBapokcabaH U Muasonam (cydbcTpar Ha
CYP3A4), nurokcun (cydctpat Ha P-gp), atopeactaTHH (cyOocTtpat Ha CYP3A4 v P-gp) nnu
oMenpazon (MHXHOUTOp Ha MpOoTOHHATA nomra). PuBapoxcadaH HUTO HHXHOMpPA, HATO MHAYLHPA
HSIKOS OT OCHOBHHUTE U30¢gopMmu HA CYP, nanpumep CYP3 A4,

JlabopaTopHHU 10Ka3aTeIH
KoarynannoHsute napamctpu (Hanp. PT, aPTT, HepTcest) cc nosauaBar cnope o4akBaHHATa C OTNC]
Ha MEXaHU3Ma Ha JAcHCTBUC Ha puBapokcadaH (Bxk. Touka 5.1).

4.6 @epruiuTer, OPeMEeHHOCT H KEpPMeEHe

bpeMcHHOCT
besonacHocTTa M ebMKacHOCTTA Ha puBapokcabaH npu OpeMCHHH KCHH HE ca YCTAHOBCHH.
IIpoyuBaBMATA NPH XHUBOTHHM MOKA3BaT PCNPOAYKTUBHA TOKCHYHOCT (BX. Touka 5.3). Ilopann
MOTCHUMATHATA PCIIPOAYKTHUBHA TOKCHYHOCT, MMPUCHILUUA PUCK OT KbPBCHE M JAHHHUTC, MOKa3BaIlH, 4C
puBapokcabaH npeMHHaBa pe3 mialcHrarta, Kcanupsa ¢ NpoTHBONOKa3aH N0 BPCME Ha OpeMCHHOCT
(BK. TOuKa 4.3).

XKenute ¢ geteposeH noreHuHan TpAadBa ga u3barear na 3abpeMeHsBaT 10 BpEMC Ha JICUCHUETO C
prBapokcabaH.

KbpmMmeHe
BczonacuocTTa H ¢pMKACHOCTTAa Ha pUBapOKCcabaH NpU KbPMCLIHN KEHH HE Ca YCTAHOBEHM.
[IpoyuBaHusTa NpH *KUBOTHH MOKa3BaT, 4¢ pUBapokcadbaH ce cekpeTHpa B MisikoTo. Ilo ta
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KcanupBa ¢ npoTHBOITOKA3aH B IepHoa Ha KbpMcHe (Bxk. Touka 4.3). Tpsabsa na cc B3eMe peieHuc
AANH a C¢ NPEyCTaHOBU KBPMEHCTO HIIH J1a €€ [IPCYCTAHOBH/ 1A HC CC NIPHIIOKH TCPAUATA.

OepTHANTCT
He ca npoBexkaaHu KOHKPCTHH HPOYYBAHHUA C pHBapOoKcadaH npH xopa 3a OLIEHKA Ha €QCKTHTE 110

OTHOWIEHHC Ha drepTrHnnTera. [Ipy CAHO NPOYUBAHC M0 OTHOLIEHHC HA HEPTHIIMTETA IIPH MBKKH H
KEHCKH [MTBXOBC HE ca HabniogapaHu ehekTH (BXK. TOUKA 5.3).

4.7 EdexkTn BLpxXxy cnoco0HOCTTA 32 110 HpaHe H padoTa ¢ MALIHHH

PuBapokcabaH MoBaUsBa B MaJiKa CTCNEH CcrocoOrOCTTa 3a WwodupaHe 1 padora ¢ MatuHK. MMa
CEOOLIEHMSA 33 HCXKCIAHH PCAKLIMY, KATO CMHKOM (4CCTOTA: HEYECTH) M 3aMasHOCT (YecToTa: YecTH)
(Bxk. Touka 4.8). [TauneHTHTE, MPH KOUTO CC Pa3BUAT TE3M HCHKENAHM PEAKUMHU, HE TpssOBRa aAa wodupat

HJIKM pabOTAT C MallIMHH.
4.8 Hexe1aHH 1€eKAPCTBEHH peaKLHH
PciiomMe Ha npodgmina 2a 6e301acHOCT

belonacHOCTTa Ha pMBapokcadaH € MpoyucHa B TPUHAAECCT OCHOBHHU KIIMHUYHHU NpoyusaHud ¢asa |1l
(Bx. Tabnuua 1).

Obwo 69 608 BR3paCTHH NALIMEHTH B ACBCTHAAECCT NpoyusaHus ¢asa lll u 488 neanaTpnyHu
nauMcHTH B IBE Npoy4uBanus ¢aza Il u asc npoyuBanus ¢asa Il ca c ekcnosuimsa Ha puBapokcadaH.

TaGsauua 1: Bpoi Npoy4yeHH NANHEHTH, 001MA THEBHA 1032 U MAKCHMAJTHA TIPOABLIKHTENHOCT
HA JIEUEHHETO NPH NPOYYBAHHA NPH BL3PACTHU U NMeaHaTpHuHy nanueHTy ¢gpasa 111

[lokazaHue bpoii O0wma nHeBHA MarkcuMaIHa
NAIMEHTH™ | n03a NPOALIKHTEIHOCT
HA JeYEeHHEeTO

[Ipodrnakrika Ha BCHO3CH 6 097 10 mg 39 anm
Tpomboembonu3IbM (BTE) npu
BbL3PACTHH MMAUMCHTH, MOJIOKCHH
Ha [UIAHOBO CTABHO IIPOTCIMPAHC HA
Ta300CAPCHATA HAH HA KONSHHATA
CTaBA

[TpodunakTika va BTE nips 3997 10 mg 39 nuu
HCXHPYPrHYHH MALHCHTH

JlcucHHe Ha ABAOOKA BEHO3HA 6 790 Hen 1 -21: 30 mg 21 Mecena
rpombo3a (JIBT), Genoapoden Jen 22 M ciiea ToBA:
embOonuIbM (bBE) s npodnnaktuka 20 mg

Ha PCUHAHBH Crnen Han-Manko 6

seeear 10 mg nn

20 mg
JIcucnue va BTE v npodgunaktuka | 329 Hos3a, KopurupaHa 12 mecena
Ha peunansH Ha BTE np CNOPC TCACCHOTO
HOBOPOJCHHW HA TCPMHHA H aCLA HA TCFJ10, 33 HOCTUTAHC HA
Bb3pacT noa |8 roanHu cien CKCIIO3HUHA KAaTO Tassil,
3aMOUBAHC HA CTAH,1apTHO HaOno1aBaHa npu
AHTHKOAryJJAHTHO JICHCHHUC Bb3PACTHH, JICKYBAHH

3a JIBT ¢ 20 mg
pHBAPOKCadaH CAMH
BT JIHCBHO
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[TpodriakTHKa HA HHCYNT # 7750 20 mg 41 meceua
CHCTCMCH CMOOJIH3BM (IpH
NALKCHTH C HCKAATTHO NPCACHPIAHO
MBKACHC
[MpodinakTika Ha 10,225 5 mg nan 10 mg 31 mecena
aTCpOTPOMOOTHUHH CHOHTHS NPH CbOTBECTHO,
rratichTi cact OKC [IPHIOKCHH
CAHOBPCMCHHO MK
3ac1Ho ¢ ACK, i
¢ ACK mtoc
KJAOUWAOIPCA WK
[IpodunakTka Ha 18.244 5 mg., NPHIOKCHH 47 mecela
aTCPOTPOMOOTHUHHN CHOUTHS NIpH CAHOBPEMCHHO C
nauHcHTH ¢ KAb/ITADb ACK unn 10 mg
CaMOCTOSATCITHO
3 256** S mg, TPHAOKCHH 42 mecela
CTHOBPCMCHHO C
ACK

*[TauncHTH, KOUTO ca OHIM CKCITOHUPAHH Ha MOHC €Ha J03a puBapokcadan

**Ot npoyusadcto VOYAGER PAD

Hafi-uecTo cho0liaBaHUTC HOXKENAHY PeakKLUy NpU NAaUMEHTH, KOUTO NMONYyYaBaT puBapokcadan, ca
OnnH xeMoparui (BxkK. Touka 4.4 u ,,Onucanve Ha U30paHH HEXCNaHW peakurn™ no-gony) (Tabnuua
2). Hai-uecto chobiaBaHUTE XCMOPArvu ca enuctakcuc (4,5%) U KbpBeHE B CTOMALIHO-4PEBHHS

TPakT (3,8%).

Tadanua 2: Yecrora HAa CHLOMTHATA HA KbpBeHe™ H aHEMHUA NMPH NAUHEHTH € €KCIIOIHIIHA HA
PHBAPOKCA0aH B 3aBLPIUUJINTE NPOYYBAHUA NPH BHIPACTHU H NTeAHATPUYHH NALHEHTH

dasa Il

ITokazanue

BcaKkaKbB THII KbpBEHe

AHEeMMUS

[Ipodunaktuka na BTE npu Bb3pacTHH
MAaLMCHTH, MOJJIOKEHHN Ha MJIAHOBO
CTABHO MPOTE3HpaHe Ha Ta3zobcapeHaTa
MM Ha KOJIAHHATA CTaBa

0.8% OT NAaUHCHTHUTC

5,9% OT NMauMeHTHUTE

[lpodnnaktuxa ra BTE npwn
HCXMPYPrHUYHHU NALMCHTH

12,6% OoT nauMCHTHTC

2.1% oT mMauMCHTUTC

Neuenue Ha JIBT, BE n npodunakTuka
Ha pCLUMIUBH

23% oT NalUcCHTHTE

1,6% OT NanucHTHUTC

i JIcuenne Ha BTE v npodunakTuka Ha
pcuuarey Ha BTE npu HOpoACHM OKOMO

';laTaTta Ha TCPMHHA, U Jclla Ha Bb3pact

oA 18 rogMHH cnea 3anouBaHe Ha

' CTaHJapTHO aHTHKOATYJIAHTHO JICUEHHE

39.5% OT NauUMCHTHTC

4,6% OoT naueHTUTE

i [lpo¢umnaxkTuka Ha MHCYAT W cucTeMed |28 Ha 100 2,5 Ha 100 nauMcHTOroAMHH
| eMOOIN3BM [PH [MAUMCHTH C HCKNAMHO | NALUMCHTOrOAHHHK
[MpCcACHPAHO MBXKACHC
| [TpopunakTrka Ha 22 Ha 100 1,4 na 100
- aTepOTPOMOOTHYHH CHOMTHSA NMPH NaOUCHTONOLNHH [MaUHEHTOrOANHH
nauucHTH cnea OKC
[MpodunakTHka Ha 6,7 na 100 0,15 na 100
aTCPOTPOMOOTHYHH CHOUTHA NMPH NalCHTOrOXNHH [AUMEHTOrOAHH

naunenTu ¢ KAB/ITAD
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8,38 Ha 100 0,74 na 100
MalMCHTOrOIMHIN MallMCHTOrOIMHK***

* Bcuukm ¢cbOuTHSA Ha KbPBCHC OT BCHYKH IPOYYBAHHA C pHBBpDKCHﬁﬂH Ccd CBﬁpHHH, JOKJI4/IBAHH H

OLICHCHH.
** B npoyusancto COMPASS ce HaOmo1aBa HUCKaA 4ECTOTA HAa AaHCMUSA, ThH KAaTO € MPHIIOKCH
CCJICKTHBCH IMOJAX0/ 38 CbOMPAHC HA HCKC/IAHU CBOUTHS.
*#% [IpuimoxkeH ¢ CEJICKTUBEH MO/IX0/1 32 ChOUpPAHE HEKEIAHU CHOUTHS

“ Ot npoyuBaHeto VOYAGER PAD

COUCHK HA HEKEJIAHU PCAKLMHK B TA0JIMUCH BHJL
YecToTuTe HA HEKCIIAHUTE PCaKLUKM, CBbP3aHU C pUBAPOKCA0aH, PHU Bb3PACTHU U MCAMATPHUYHH
MalMeHTH ca 00600ucHn B Tadbauua 3 no-a0Jy no cucreMo-opraiiu kiacose (nmo MedDRA) u no

HCCTOTA.

B 3aBUCHMOCT OT 4e€CTOTATA TE CE ONPECIAC/AT KATO:

MHOro 4dectu (= 1/10)

yecTtd (= 1/100 1o < 1/10)

Heuecty (= 1/1 000 no < 1/100)

peaku (= 1/10 000 go < 1/1 000)

mHoro peaku (< 1/10 000)

C HCHU3BECTHA YCCTOTA (OT HAJIMYHHUTEC JAHHHW HC MOXKE JIa ObJIC HAlIpaBCHA OLICHKA).

Tadoauua 3: BcHukH HeKeJIaHH PpeaKUHH,CbOOLIEeHH NMPH Bb3PACTHH NAUHEHTH B KJIHHHYHH
HinurBaHua ¢gasza Il uaun npu nocrmapkeTHHroBa ynorpeda™ u B ise npoyusanusi gpasa Il u
ABe npoyuBauus ¢asza lll npu neauarpHyHu NAUHEHTH

HecToTAa

YectH HevecTH Peaxn MHuoro peaku C nen3BecTHA

HapyumieHnunsi Ha KpbBTA H JIHM@HATA CHCTEMA

AHemus (BKIIL. TpomOouMTO3a
CbOTBETHH (BKJI. MOBHIIIABAHC
nabopaTopHH Ha Opos Ha
[napamMcTpH) TpombouuTHTEe)”,
TPOMOOLIMTOICHHUSI

HapyuieHuss HAa MMYHHATA CHCTEeMA

AnepruyHa AHadHIAKTHYHH
peaKiLus, pCaKIIHH,
aJIcpru4cH BKJIKOYMTEITHO
JICPMATHT, aHauIaKTHYEH
AHTHOCICM M 10K

aJIepruycH OTOK

HapyuieHust Ha HepBHATa CHCTEMA

3aMasHOCT, Mo3bUCH U

rJ1aBO000JIHE BbTPCUYEPEIICH
KPBbBOH3JIMB,
CHHKOII

HapyuieHust Ha ouuTe

(OucH KpbBOU3JINB
( BKJL.
KOHOHKTHBAJICH
KPBBOH3JINB)
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YecTH

HevecTH

Peaxn

MHoro peaku

C HeH3BeCTHA
YyecTora

Cobpae4yHHn HAPYUICHHSA

Taxukapaus

Cb/10BH HApYLIEHUS

XHUITOTOHUA,
XEMAaTOM

PecnnMpaToOpHH, 'PBAHH H MeIHACTHHAJIHH HAPYLIEHHS

Enucrakcuc,
XCMOIITH3HC

Eo3nHoduiHa
MHCBMOHHS

CroMalIHO-YpeBHU HAPYIUEHUS

KbpBeHE OT
BCHIIMTC,
CTOMAIIIHO-
4YpCBHUS TPAKT
(BKJI. pEKTAJIHO
KbPBCHE),
CTOMAUIHO-4YPCBHH
u a0JOMHUHAJIIHH
OOJIKH, JIUCIICIICHS,
rajcHe, 3anek’,
JHApHA,
MoBpbIllaHe”

CyxoTa B ycTara

XenaroOHJIMaApHH HAPYLUIEHUs

[loBuiiaBane Ha Uepuoapobuo JKbnrenuua,
TPAaHCAMHHA3HTC YBPEK/IAHC, [[oBHIICHH
[MOBHIICH CTOMHOCTH HA
OMIMpyOUH, KOHKOTHUPAHUS
[MOBHUILICHA OMJIUPYOMH (CBC
asIKaJiHa MM 0e3
¢ocdarasa B C/THOBPCMCHHO
KpbBTa’, [MOBULIABAHE HA
nosuiena GGTA ALT),
X0JIeCcTasa,
XEIaTuT
(BKJIFOUHUTEIIHO
XCMaToUEC/1yJIapHO
YBPCIKJIAHC)

HapyuieHdsi HAa KOKAaTa M MOIK0KHATA ThKAH

CbupOeK (BKII.
HCYECTH CJIy4yaH Ha
reHCpaJIM3UpaH
CbpOCK), OOpHUB,
CKXHMO3H, KOXKHH
H MOJAKOKHH
KPBbBOH3JIUBH

Yprukapus

CuHapoM Ha
Stevens-
Johnson/Tokcuu
Ha CNMJCpMaIHa
HEKpOJIH3a,

DRESS cunapom

Hapymeuuﬂ HAa MYCKYJ/IHO-CKe€JIETHATA CHCTEMA H CBC/IHHHTE/IHATA TbKAH
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YectH HevecTn Penxnu MHoro peaku C Heu3BeCcTHA
HecTOoTAa
boJika B Xemaprpo3sa KpbBOH3JIMB B KommnaprMeHT
KpaHHULINTE" MYCKY.JI CHH/IPOM B
pe3yJiTar Ha
KbPBCHE
Hapymienuss Ha Ob0peuHTe H NHKOYHHTE NbTHLIA
KbpBeHe ot bs0OpecuHa
YPOTrCHUTAIHUA HEJ10CTATbYHOCT/
TPaKT (BKIL. ocTpa ObOpeyHa
XeMaTypHs HCAOCTATbYHOCT
MeHoparus®), B pC3yJITaT Ha
OBOpCUHO KbpPBEHE,
YBPCKIAAHE (BKIIL. JIOCTAThYHA J1a
[IOBHMILICHHE Ha pe/In3BHKa
KpeaTHHUHA U xunonepdysus,
[NIOBHLICHHE Ha AHTHKOAryJIaHT-
ypesTa B KpbBTa) CBbp3aHa
HeponaTus

O0mu HapylIeHHUsI U epeKTH HA MACTOTO HA NPHJIOKEHHE

[loBHIICHA Hepasnonoxenue Jlokanusupan
TeMmrepartypa’, (BKIL. OTOK"
nepudepeH oTok, NPHJIOIIABAHC)
[IOHMXKEHA 00111a
CHJIA M
CHEPIruYHOCT (BKII.
yMopa U acTEHHS)

U3caenBaHus

[Tosumena LDH?",
[MOBULICHA

numnasza’,
[IOBHIIICHA

amMuIa3za’

J
Hﬂpﬂllflﬂﬂﬂl‘lﬂ, OTPABSAHHA H VCITO0KHECHHA, BbJHHKHAJIH B pe3y/itTaT HA HHTEPBCHUHH

KbpBeHe cnel CbaoBa
HSKaKBa nceBoaHeBpusma’ |
npoueaypa (BKII
OCTONCPATUBHA
aHCMHS M KbPBCHE
OT paHa),
KOHTY3H4,
CeKpelus oT paHu’

A: HaGmogaBanu npu npodpunaktuka Ha BTE npu B3pacTHH MauMeHTH, MOAJIOKCHH Ha MJIAHOBO
CTABHO MPOTEC3MPAHC HA Ta300€¢/ApCHATA WJIM KOJISIHHATA CTaBa

B: nabmoaaBanu npwu sedcuue Ha JIBT, bE wnu npodunaktuka Ha peuuMBH, KATO MHOI'O YCCTH MY
KEHH < 55 IOJIMHH

C: nHa00/1aBaHM KaTO HEYECTH NPH NPOPHIAKTHKA HA aTEPOTPOMOOTHYHH CHOUTHA NPH 1A
cnen OKC (cinea nepkyraHHa KOpOHaApHA MHTEPBEHIINA )
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* [IpunoxcH € npeaABapUTCIHO ONMPCACICH CENCKTHBCH MOAX0 3a CbOMpaHE HA HEXKCIIAHM ChOUTHA
B n30panu npoyusanua ¢aza lll. Hectorara na HexenanuTe peakun HE € YBCIIHYCHA U HE C
YCTAHOBCHA HOBA HCKEJlaHa pcaKLUMs CICK aHAJIKM3 Ha TC3KW NPOyUBaHus.

Onucanue Ha ©30paHy HEKCAAHU peaKUUy

[Topaau ¢papMakonorHyHUA My MCXaHH3IBM Ha ACHCTBHE, YIOTpeOdaTa Ha pUBapoKcadaH MOXe aa Obae
CBBbP3aHa C MOBHILCH PHCK 3d OKYJITHO UK ABHO KBPBCHE OT BCAKA ThKAaH WM Oprad, KocTo OH Morio
Ja JOBCAE J0 NOCTXeMoparuuHa anemua. [lpusHauuTe, CHMITOMUTE U TEXCCTTA (BKIIOYHTEITHO
haTasicH M3X0) LIC 3aBUCAT OT NOKATHU3anMaTa M CTCNEHTA UM 00eMa Ha KbPBCHETO H/MIIH
aHeMuaTa. (BX. Touka 4.9 , [loBeaeHue npu kbpBcHE ). B KTHHHYHHTC OPOYYBAHHS NHTABHYHO
KbPBCHC (T.€. OT HOCA, BEHUMUTE, CTOMAILIHO-4YPEBHUA TPAKT, MUKOYO-NOJOBHA TPAKT, BKIKOYHTCIHO
aOHOPMHO BarMHaMHO KIIH YBCIIMYCHO MEHCTPYAJIHO KBPBCHE) M aHEMHA C¢ HADMI0AaBaT MO-4CCTO
MPH ABATOCPOYHO NieucHUE ¢ puBapokcaban B cpasHCcHKE ¢ neucHHe ¢ ABK. Ilo Ta3u nprunna, B
AOIMBAHEHUC KBM aJ€KBATHOTO KIMHUYHO HAOIOAEHWE, NabopaTOpHO H3C/ICIBAHE Ha
xeMoraobHHa/xematokpHTa 61 Moro ga 6be OT noJ3a 32 OTKPHBAHE HA OKY/NTHO KBPBCHE H 3a
ONpPeAC/ISHC Ha KNIMHHYHATA 3HAYUMOCT Ha SIBHO KBPBCHC, [0 NPCLCHKA CIIopeN ciiyyast. Be3MOKHO ¢
PUCKBT OT KBPBCHC 11a OBJIC MOBHIIEH MPH ONPEAC/ICHN [PYIH NAaLUCHTH, HAIPUMEDP MALKCHTH C
HCKOHTPOJINpPaHa TCXKKA apTepHaliHa XMIIEPTOHUSA H/WJIH HA ChITBTCTRALIA TEpAIus, KOATO MOBNHIBA
xeMocTasarta (k. touxa 4.4 | Puck ot xemoparusa'‘). Bb3aM0oXkHO ¢ MCHCTPYaJIHOTO KBPBEHC 4a € I10-
CUNTHO W/HIIH fI0-NPOABIKUTENIHO. XCMOPAariyHUTE YCIIOKHEHU MOraT J1a ¢€ NpoaBAT Kato ¢nabocT,
ONCaHOCT, 3aMasiHOCT, M1aeo0osvMe WK HeoOACHMMH OTOLH, AMCITHCA U HCOOACHUM uIoK. KaTto
pc3yNITaT OT AHEMHATA B HAKOHM C/iydyan ca HabnwogaBaHU CHMIITOMH Ha Chp/lIeYHa HCXEMHS, KaTo
Ooka B IbpAUTE UM CTCHOKApAHSL.

Hma cboOLICHHA 3a H3BCCTHH YCAOXKHCHHUS B PE3YJITAT HA TEXKKO KbPBEHE, KATO KOMIIAPTMCHT
CHHAPOM M OBOpCUHA HCAOCTATHLYHOCT B PCIYITAT Ha XUnonepdy3ua M aHTHKOAry1aHT-CBBP3aHa
HcdponaTHs NpH M3M0M3BaHC Ha puBapokcaban. [1o Tazu npuyHHA BCPOSATHOCTTA OT KBPBCHE TPsiOBa
[a ¢¢ MMa MpeaBUJI NPH MPCLCHKATa Ha CBCTOSHUETO HA BCCKHU NALMCHT, KOMTO € NOAJIOWCH Ha
AHTHKOATyJIZaHTHO JICYCHHUE.

I [cauaTpyyHa OONYIIALHs

Hevenue na BTE u npodnctacmura na peyuousu na BTE

Ouenkara Ha 6¢30nMacHOCTTA NMPU Jclia B KHOLIK ¢ 6a3MpaHa Ha JAHHUTE OTHOCHO OC30MMacHOCTTA OT
JABC OTKPUTH aKTUBHO KOHTPONHpaHH npoyueanus dasa Il u eauno - ¢gaza lll npu neanarpuynu
MaUMEHTH OT PaXKAAHCTO 10 Bb3pacT noa 18 roguuu. OTKpUTHATA, CBBP3aHH ¢ 0€30MacHOCTTA, B
MOBEUCTO CNy4an ca nogobHu Mexay puBapokcabaH ¥ KoMmapaTopa npH pasjlIHYHUTC NEAHATPUYHH
Bb3pacToBH rpynu. O6iio npodhunsT Ha besonacHocT nNpH 412-1¢ neua U WHOLLK, ICKYBaHU C
puBapokcabad, ¢ nonodeH Ha To3u, HabAOAaBAH TIPH Bb3pAacTHATA NOMYN3UMS U CbBMCCTHUM [IPH
Bb3PACTOBUTC MOATPYNH, BEIIPEKH Y€ OLIEHKATA ¢ OTPAHHUUCHA OT MaJIKUA OPOH NMailueHTH.

[Tpy neauatpu4BKTE NAUMEHTH, r1apodonue (MHoro yectH, 16,7%), nosuilieHa TeMnepatypa ( MHOIO
ucctH, 11,7%), enucrakcuc (MHoro uccty, | 1,2%), noBpsliane (MHOro yccty, 10,7%), Taxukapans
(dectH, 1,5%), nosuiaBaHe Ha OunupyouHa (uccty, 1,5%) 1 noBuILCH KOHIOTHpaH OUIMpyOHUH
(ncuecty, 0,7%) ca chobuaBaHHU NO-YCCTO B CPABHEHHC € Bb3pacTHHTC. CbBMCCTHMA C Bb3pacTHATA
MOoMynauns MeHoparus ¢ HadbntoaasaHa rnpu 6,6% (4CCTH) OT IOHOLIKTC OT XKEHCKH 104 CJICA MCHaApXC.
TpombouuTonecHUATA, KAaKTO ¢ HabMIOAABAHO 10 BPEMC HA NOCTMAPKCTHHIOBHA OMHT IIPH
Bb3pacTHaTa fonynaumsi, e yecrta (4,6%) npu neanarpuyHUTE KIMHHYHA 11poyUuBaHusa. HexenaHuTe
JICKapCTBCHH PEAKL{HAH [IPpH MCANATPHYHHUTC NALUCHTH ca NPESAUMHO JICKH 10 YMEPEHH I10 TEXKCCT.

Cbo0111aBaHe HA MOA03MPAaHY HEXEIAHH PCAKLHK

Cv001aBaHCTO HA NOAO3UPAHK HCXKEIAHM PCAKLIMU CIed pa3pellaBaHe 3a yroTpeba Ha nexapCcTBeHuUs
NPOAYKT € BaKHO. ToBa MO3BOJIABA A3 MPOABIKK HAONIOACHUETO HA CHOTHOUICHHETO MOI3a/pUCK 34
NCKAPCTBEHUA MPOAYKT. OT MEAMUHUHCKUTC CINCLHAIMCTH CC H3UCKBA 1a ChOOIaBaT BCAKA
noJA03HpaHa HeKeNaHa peakuus uypes M3nsnHuTenHa areHuMs 1o nekapereara yi. ,,Jdamsan ['pyes”

Ne 8, 1303 Codus, Ten.: +35 928903417, yebeaiiT: www.bda.bg.

4.9 Ilpenozupaue
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[Ipy BL3pacTHH MMa CHLOOLLEHHS 3a PCAKM Cllydau Ha npenosupace 10 1 960 mg. B ciyyan Ha
rnpeao3upaHe, NauMeHTHT TpsOBa aa Objae HabMoAaBaH BHUMATCIIHO 32 YC/IOKHCHHUA, CBBP3aHH €
KbPBCHE HMJIH APYrH HOKCIAHH peakuuu (BK. Touka ,[losenenne npu kbpseuc™). iMa orpannucHu
HaJMMYHK JaHHH npy acua. [Topaau orpanndenara abcopduus ce ovyakBa eeKT Ha HacHIaHE 6C3
JOIMMBAHKUTCIIHO MOBHULIABAHE HA CPCAHATA IUIA3MCHA €KCIO3HUUA NPH CYNIPATCPAncBTHYHH A03HM
pusapokcadan ot 50 mg UM No-BUCOKHU NpH BL3PACTHH, 00a4C IMNCBAT JaHHM MPH
CynpaTcpanesTU4HH A03HM NIPH Acua.

CblLUcCTBYBA CIEUHMHUHO HEYTPAIK3UPAILO CPEACTBO (aHACKCaHCT anda) cpeity
dbapMakoAHHAMHYHKA ¢HEKT HAa pUBApPOKCcalaH NpH Bb3PACTHHU, HO HE € YCTAHOBCHO MPH AcUa (BK.
KpaTKaTa XapaKTepHCTHKA HA MIPOAYKTA, ChObpaKalll aHAeKcaHET anda).

B cny4yau Ha npcao3dpale Ha pHBapokcaban MOXC Ja c€ UMa NPCABH H3NOM3BAHCTO HA aKTHBCH
BBLIJICH 34 HaMansaBaHe Ha abcopbuusTa.

[loBca¢HUE IPH KBPBCHE

AKO 1IpH MAlIMEHT Ha JICYEHHUE C prBapoKcadaH ce pa3Bye CBbP3aHO ¢ KbPBEHE YCIOKHEHHC,
C/IeABaALIMAT IPUEM Ha puBapokcabaH TpsAOBa Aa cC OTI0KH MM NICUEHHETO TPsAOBA Aa ce MPCKPATH,
ako ¢ HeoOxoaumo. Pusapokcaban MMa monyxKUBOT OT OKOIO 5 A0 |3 yaca npu BB3pacTHH.
[To1y>XHMBOTBHT NPH ACLA, H3MKMCJACH C W3MOI3BAHC HA NOMYJTAaUHOHHH (PapMaKOKHHETHYIHH {PK)
MOAXOAH 3a MOACNAHUPAHE, € NO-KPATHK (BX. TOUKA 5.2).

[ToBeacHneTo TpabBa Ja € MFHAMBHAYAJIH3UPAHO B 3aBUCHMOCT OT TEXECTTa W JIOKATH3a1MATa Ha
KpbLBOU3NHUBA. MO)Ke [1a ce M3MOA3Ba NOAX0AAMWO CHMIITOMAaTUYHO JIEYEHNE, KAaTO HAMp. MCXaHUYHA
koMnpecHs (Harp. MpH TEKBK CIHMCTAKCUC), XUPYPrUuHa XeMOoCTas3a ¢ NpolcAypH 3a yCTaHOBABAHE Ha
KOHTPON Hall KbPBCHCTO, 3aMecTBaHE Ha obemMa B MCPKH 3a MoAabpKaHEe Ha XCMOIMHAMMKATA,
npeJIMBAHE HA KPLBHH NPOAYKTH (CPUTPOLUUTCH KOHUEHTPAT MIIH MPACHO 3aMpa3CcHa ria3Ma B
3aBUCUMOCT OT aCOLMUPAHATA aHCMHUA KJIH KOAryJsoMaTHs) UK TPOMOOLHTH.

AKO KBPBCHETO HC MOKe Ja ObAc OBAaASHO C FOPCMOCOYEHNTE MCPKH, TpaOBa Ja ce 00Chau
[IPHUIAraHCTO WK Ha cneunUIHO HCYTPATH3HPaLo CPEACTBO 3a MHHXHOMTOP Ha dakTop Xa
(aHackcaHeT anda), KOCTo aHTaronn3npa gapmMakoaMHaMHUYHKA cPEKT Ha pUBApPOKCa0aH, HIIH Ha
crnelHHYHO POKOAry/TaHTHO CPCACTBO, KATO KOHLICHTPAT Ha npoTpomOuHoBHA KoMmeke (PCC),
aKTHBUpPAaH KOHLICHTPAT Ha mpoTpomOuHoBHA Komiicke (APCC) nnn pexombnnanteH daktop Vlla (r-
FVIla). KsM MOMcHTa 0baue KIMBHYHHAT OIMUT OT NPUIATAHETO HA TE3M JICKApCTBEHH NPOAYKTH NPH
Bb3PAaCTHH MALKCHTH W NPH Jeua, NoJy4yaBallld puBapokcadaH, ¢ MHoro orpanuded. I[penoprkara ce
OCHOBAaBA M Ha OrpaHHYCHH HEKITHHHYHH JaHHM. Moxe ga ce 0OMHUCIH MOBTOPHOTO NpHIIaraHe Ha
pekomOrHaHTeH dakTop VIla n no3ara tpsadsa aa cc THTpHpPaA B 3aBUCHMOCT OT HAMANABAHCTO Ha
KBbPBCHCTO, B 3aBMCHMOCT OT B3MOXHOCTTA Ha MACTO, B CJIy4aH Ha MaCHBHO KbpPBCHE, TPAOBa Ja ¢
0OMHCN KOHCYNTALHS ChC CHCLMANUCT MO KoarynauMoHHY HapylICHUS (BX. TOYKa 3.1).

He c¢ ouakBa npoTamMuH cyadar v BUTaMHH K [1a MOBAMSIBAaT aHTUKOAryJIaHTHATa aKTHBHOCT Ha
puBapokcabaH. OnUTHT C TPAHCKCAMOBA KUCEIHHA € OTPAHUUCH M JTHIICBA TAKbB ¢ AMHHOKANPOHOBA
KHMCCJIHHA H anpOTHHHH TMPH Bb3PACTHH, NOJyyaBally puBapokcadbad. Hama onut ot ynorpebara Ha
TC3M CPCACTRA NPH Acila, NoJyyaBaly pusapokcadal. Hama HHTO Hay4yHH A0KA3aTC/ICTBA 3a
OnaronpUAaTHO NOBAUABAHE, HUTO OMUT OT U3MOI3BAHCTO HA CHCTCMHHUS XEMOCTaTHK JA€3MOIPCCHH
[pU MALKEHTH, NoAy4YaBalty pupapokcabdban. Ilopaau BHCOKaTa CTCNIIEH HA CBBP3BAHC C NJIA3MCHUTC
MIPOTCHHY HC €€ 0O4aKBa pUBapoKcadaH Ja MOXe Ja ObAc OTAENCH YPE3 AHANH3A.

5. ®APMAKOJIOHYHH CBOUCTBA
5.1 @apMakoAHHAMHYHH CBOHCTRA

dapmakoTepaneBTHYHA rpyna: AHTUTPOMOO3HH CpPC/CTBA, AMPCKTHH HHXHOHTOPH Ha (pakTop Xa,
ATC koa: BO1AFOI.

Mexanu3bM Ha JEHCTBUC
PusapokcabaH € BHCOKOCENEKTHBCH JUPEKTEH MHXMONTOD Ha pakTop Xa ¢ nepopanHa OHo
MuxubupaHeTo Ha (pakTop Xa NPCKBLCBA BLTPEIUHNAA U BhHILEH TbT HA KOArynaluMoHHAaTa K
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KOCTO HHXHOHpa KakTO (hopMUpPAHCTO HA TPOMOUH, Taka H 00palyBaHeTo Ha TpoMmOH. PuBapokcaban
He MHXMOMpa TpoMOKMHa (axTuBupaH ¢daxktop 1) 1 He ca RabGnwaaBaHH c¢eKTH BLpXY TPOMOOLUHTHTE,

(dapMakoJIMHAMHYHH CHEKTH

[Ipu xopa ¢ HabMoJaBaHO 3aBMCUMO OT A03aTta MHXxubupane Ha gaktop Xa. [lporpomMbHHOBOTO BpeMe
(PT) cc nosnugBa 10303aBUCHMO OT pUBApOKCcadaH B TACHA BPBH3KA € IUVIA3MEHNUTE KOHLUCHTPALHH
(r=0,98), ako 3a TecTa ce winonsea Neoplastin, [pyru pcarentv 6uxa aanm apyru pe3yJiTaTu.
Otyutaneto Ha PT Tpabea na craBa B cekyHau, noHcexke INR ¢ kanubpupaso v BannaupaHo 3a
KyMapyuHOBH IMPOJAYKTH U HC MOXKC 112 CC MIPUJIAra 3a JpYyrH aHTHKOAaryJ/JaHTH.

[lpu nauueHTH, nonydapauiyd pusapokcadat 3a neucuue Ha /IBT u bE u npodunaktuka Ha peruamsmy,
nepceHtuante 5/95 sa PT (Neoplastin) 2 - 4 yaca cnea npreMa Ha tabneTkarta (T.¢. KbM MOMCHTA Ha
MaKcuMascH e¢dekT) 3a 15 mg pueapokcabaH /1Ba ObTH AHCBHO ca B rpaHUUUTC OT 17 1o 32 cekynau,
a 3a 20 mg puBapokcadbaH BCIHBXK AHCBHO OT 15 ao 30 cexkynau. Ilo Bpeme Ha Hal-HHCKaTa
KoHUcHTpauud (8 - 16 yaca cnea npreMa Ha rabnerkara) nepceHTunutTe 5/95 3a 15 mg asa nuTH
AHEBHO ca B rpaHUIUTE OT 14 10 24 cexkyHaH, a 3a 20 mg Beausxk aHeBHo (18 - 30 4aca cnen npucma
Ha TabscTkara) or 13 no 20 cekynan.

[py nayuMeHTHUTC C HCKIAMHO NPSACHPAHO MBXKIACHC, [101y4aBally puBapokcadaH 3a NpoPpuiaKkTuKa
Ha HHCYJIT H CHCTEMEH eMOon3bM, nepecHTunute 5/95 3a PT (Neoplastin) 1 - 4 yaca cnen npydema Ha
TabseTKaTa (T.€. Mo BPCMETO Ha MAKCHMANHHA C(PEKT) IPH NALMEHTUTE, ICKYRaHH ¢ 20 mg CAHH MbT
AHCBHO, Bapupat oT 14 1o 40 cekyHau U OpH NAUKEHTH ¢ yMepeHO OLOpCUHO yBpECKAAHE, JICKYBAHH C
15 mg cauH nsT AHEBHO, OT 1 no 50 cexkyuau. 1o Bpeme Ha Han-HMCKAaTa KOHUEHTpauusa (16 — 36
4aca cJIcJ IpreMa Ha TalJIcTKaTa) IICpCEHTHINTE 5/95 npu naureHTUTE, NeKyBaHH ¢ 20 mg caMH NbT
JHCBHO, Ca B rpaHuUUTE OT 12 10 26 CEKYHAH, a MPH NAUMNEHTHTE ¢ YMEPCHO OBOPCUYHO YBpCKIAHE,
JCKYBaHHU € |5 mg eMH ObT AHCBHO, OT 12 10 26 cekyHam.

B k1HMBHKO-(apMaKkoIoriuHo Npoy4YBaHe Ha 0OpaTUMHTC NIPOMCHH BBB (pPapMaKOJIMHAMHKATA Ha
puBapokcadaH npu 3apaBM B3pacTHU J00poBOILN (N=22), ¢ oucHABAH ¢PEeKTHT HA EAMHUYHH 03U
(50 IU/kg) Ha nBa pa3nnyHyd THITA KOHLUEHTpaT Ha npotpoMOuHoBHa kKoMiuteke (PCC), 3-daxkropcH
KOHLEHTpaT Ha npoTpoMOuHoBHA Komiuieke (gaktopu II, [X n X) n 4-dakTopcH KOHLUCHTPAT Ha
npotpoMOHHoBHUA KoMmmneke (paktopu I, VII, IX u X). 3-¢pakTOpHHAT KOHUCHTPAT Ha
[POTPOMOHHOBHSA KOMIUIEKC € NOHMMX W CPCAHNTE CTOHHOCTH Ha IPOTPOMOHHOBOTO BPCME Ha
Ncoplastin ¢ npuOausurento 1,0 cekynaa B pamkute Ha 30 MUHYTH, B CPABHCHUE C [IOHWKaBaHe OT
NpUOMNU3UTCIHO 3,5 ceKkyHAN HabMAaBaHO ¢ 4-(haKTOpPHUA KOHUSHTPAT Ha NpOTpOMOMHOBHS
KOMIIJICKC. 33 CpaBHCHUE, 3-DakTOPHUAT KOHLCHTPAT HA NPOTPOMOUHOBHUA KOMIUICKC ¢ UMA [10-
ronsm U 0o-0sp3 obil ehcKT BbpXy 00paTUMHUTC NPOMCHH B CHAOTCHHOTO 0Opa3yBaHC Ha TPOMOMH OT
4-(haKTOpPHUSA KOHUCHTPAT Ha NPOTPOMONHOBHA KOMIUIEKC (BXx. TOUKa 4.9).

AKTUBUpPAHOTO Napuuanuo TpomdonmactuHoso Bpeme (aPTT) u HepTest chiilo ca yABIKEHH B
3aBUCHMOCT OT A03aT4, HO M3I0J3BAHCTO UM 33 OLICHKA Ha JapMaKOJAMHAMMYHUA CPEKT Ha
puBapokcadaH He ce npenopbuBa. Hama HeodxoauMocT OT HabkOACHHC HA KOArynauHoOHUTC
[apaMcTpH MO BPCME HA JICYEHNCTO ¢ PHBAPOKCcabaH B KIIMHUYHATA NIPAKTUKA. BBIpeKky TOBA, ako
CK/AMHUYHO NOKA3aHo, HUBATa Ha pUBapokcabaH Morat Aa 0bAaT U3MEPBAHH ¢ KanuOpUpaHu
KOJHYCCTBCHHU TCCTOBC 3a aHTH(aAKTOp Xa (BX. TouKa 3.2).

[lcapnarpuuHa oornynaius

AnanuybT Ha PT (pearcHT - HeonnacTuH), aPTT 1 aHTH-Xa (¢ kanubpUpaH KOJHUYCCTBCH TCCT)
[I0Ka3Ba TACHA BPBb3Ka ¢ MJIA3SMCHHUTC KOHUCHTPAUWU NpH Aclia. Bpb3kata My aHTH-Xa U
MUIAa3MCHHUTC KOHLUEHTPALMM ¢ TMHEHa ¢ HakIoH OnK3o 1o 1. Morar 1a B53HUKHAT HHAMBHAYANHH
HCCHOTBCTCTBHS C MO-BUCOKH UNH MO-HUCKH AHTH-Xa CTOWHOCTH, B CPABHCHUC ChC ChOTBETHHUTC
[171a3MCHHU KOHLCHTpalKu. Hama HeoOXoauMoCT 0T HaOMI0ICHUE HA KOAaryalBOHHHUTC NapaMeTpH no
BPCME Ha KJIMHUYHO JicyeHne ¢ puBapokcadbad. Bee nak, ako ¢ KIIMHUYHO MOKa3aHO, KOHUEHTPAUMHUTE
Ha puBapokcaban Morar 1a 6p4aT U3MEPBaHH ¢ KATHOpHPaHH KOJIMYESCTBEHH TECTOBE 3a aHTH-paKTOp
Xa B mcg/l (Bx. Tabnuna |13 B Toyka 5.2 33 nMana3zoHMTE HA HADJ101aBAHUTE TIA3MEHH
KOHLICHTpAaUMK Ha puBapokcabau npu aeua). JlosHara rpaHuua Ha KOJHYECTBCHUTC ONPCACIAHUSA

MJIa3MCHHUTC KOHLUCHTPAHOHH Hd pHBﬂpDKCﬂﬁﬂH [TpH OCUA. He ¢ YCTAHOBCH IIpar 34 C[bH
CBGHTHH, CBbpP3dHH C Oc30omacHocCTTA.

19



Kaunnynra ¢hMKacHOCT M 0C3011aCHOCT

[TpodunakTHka HA HHCYJT H CHCTEMEH CMOOIU3IBM MPH NANMCHTH ¢ HCKJIANHO NPCACHPAHO MBXK/CHE
KnuHuyHaTa nporpaMa ¢ prBapokcadaH ¢ IlaHUpaHa ¢ e Aa AEMOHCTpHUpa e(pHKAaCHOCTTA Ha
prBapokcabaH 3a Npo(MIaKTHKA HA MHCYAT U CUCTEMEH ¢MOOJIH3BbM NIPH NALHCHTH C HEKJIAMHO
MPEACBPAHO MbXJICHE.

[Ipn ocvoBHoOTO ABOkHO chano nopoyuBaHe ROCKET AF 14 264 nauuedTn ca pasnpeneneHu aa
noay4asar uiu pusapokcadaH 20 mg BeIHBXK NHEBHO (15 mg BEIHBXK JJTHCBHO NPH NAIIUCHTH C
KpeaTHHHHOB KIMPBHC 30 — 49 ml/min) unu sapdapud ¢ Tutprpane Ha no3ata 10 INR 2,5
(TepanicBTHYHH rpaHHumM 2,0 no 3,0). McavaHHata npoab/HKATESIIHOCT Ha POBEACHOTO JICHCHUE € 19
Mecela, a od1aTa nNpoab/HKUTEAHOCT ¢ A0 41 Mecena.

34,9% OT NAaUMEHTHUTE €A JICKYBAaHH ¢ auCTHICAIHMUMIOBA KHceanHa K | 1,4% ca nekysanu ¢ kaac 111
AHTHAPUTMHYHO CPEACTBO, BKIKOYHTEIHO aMHOJAPOH.

PupapokcabaH € ¢ He no-Malika epeKTUBHOCT OT Bap(apyH 3a NbPBUYHATA CHCTABHA KpaiHa TOUKA 32
HHCYAT K cncTeMeRr eMbonnibsm ni3ebH LIHC. B nonynauusra no nporokon Ha ACYCHUE HHCYNT WIH
CUCTCMCH cMbonn3bM ce Habnroaasar npu 188 naunenTn Ha puBapokcadar (1,71% nHa roanna) v npu
241 nHa BapdapuH (2,16% Ha roauna) (KP 0,79; I 95%, 0,66 - 0,96; P<0,001 3a ne no-masika
epekTuBHOCT). OT BCHUYKH PaHAOMHM3HPaHH MMAUKEHTH, KOUTO ca aHaiv3upany 1o [TT, nbpBuyHy
CHOMTHSA CC pa3BUBAT Npu 269 Ha puBapokcabad (2,12% Ha roauna) v 306 Ha Bapgapun (2,42% Ha
roasiHa) {KP 0,88; 95% /1M, 0,74 - 1,03; P<0,001 3a He no-manka edpektneHocT; P=0,117 3a
MPEBB3XOJACTBO). PE3yNTATHUTC 3a BTOPUUHUTC KPaWHH TOYKH, KAKTO €a U3C/ICABAHU B HEpapXxHUucCH
nopsaabk B I'TT ananuza, ca nokasanu Ha Tabnuua 4.

Cpen nauMcHTUTE B rpynata Ha BapdapuH INR cToHOCTHTC ca B rpaHHUNTC Ha TEpalleBTHUHHA
auana3oH (2,0 po 3,0) cpeano 55% ot BpeMeTo (MeauaHa 58%, MHTEpKBApTHIICH AvanaszoH 43 10 71).
EdekThT Ha pHuBapokcabaH He cc pa3nudaBa Ha HUBO ueHTpanHo TTR (Bpeme B Tapreten INR
nuanaioH 2,0 - 3,0) npu kBapTHUIKUTE ¢ ¢aAHaksB pa3Mmep (P=0,74 3a B3aumonciicTeue). B Hal-ropHus
KBApTHI MO OTHOLICHME HA LICHTBpa KoechuuncHTsT Ha PHck (KP) 3a pusapokcaban cnpsamo
apgaprH ¢ 0,74 (95% 1A, 0,49 - 1,12).

YecToTata Ha OCHOBHUTE PC3YATATH 3@ OC30MACHOCT (rOICMH M HCPOJEMH KJIMHHYHO 3HAYUMMU
KpPBbBOM3AUBH) ca MOJA00HHU 3a ABCTE TEPANCBTUUHM rpynd (BxkK. Tabmauua 3).

Tabanna 4: Pesyararu 3a epuxkacuocr ot dasa [l ROCKET AF

 INMpoyysana nonyaauua (ITT anann3 na epMKACHOCTTA MPH NAUHEHTH ¢ HEKJIANHO
npeacnLpIHO MbKIACHE

| TepanesTH4HAa 1034

Pusapokcabaun 20 mg Bapdapuu TurpHpan

KP (95% JH) p-

eIMH 0BT JHEBHO ‘ilﬂ INR 2,5 CTOMHOCT, TeCT 32
(15 mg BeaHBX (TepaneBTUYHH NPeBB3X0ACTBO
AHEBHO NPH rpaunuu 2,0 no 3,0)
MAUHECHTH ¢ YMEPEHO
OLOpeuHo
yBpexKiaHe)
UecToTa HA YecToTa HA
couTHeTO (100 ceOuTHETO (100
NAIMEHTO-NrOAHHH)  MNAUHEHTO-IOJAHWHH)
HucynT v cuctemen 269 (2,12) 306 (2,42) 0.88
embonu3sM u3BbBH LIHC (0,74 — 1,03)
5 0,117
HucynT, cucTeMEH 572 (4,51) 609 (4,.81) 0,94
emOon3BM H3BBH LIHC 1 (0,84 — 1,05)
- CbAOBA CMBPT |
Hucynr, cucremMen 659 (5,24) 709 (5,63)

eMbonu3IbM N3BbH LIHC
Cb0BA CMDBPT
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|
" - Hucynar 253 (1,99) 281 (2,22) 0,90
(0,76 — 1,07)
0,221
- CucteMcH cMOONHIBM 20(0,16) 27(0,21) 0,74
H38bH LIHC | (0,42 — 1,32)
0,308
- UHdapkT Ha MHOKapaa 0,91
| 130 (1,02) 142 (1,11) (0,72 -1,16)
0,464
TaGauua S: Peayaratu 3a 6ezonacHoct o1 ¢aia Il ROCKET AF
[Ipoyusana nonyaauus | [laquenTH ¢ HeKIaNMHO NPeACHPAHO MbXKIeHe |
TepaneBTHYHA 1032 ' PuBapokcaban Bapdapun TuTpupas I KP (95% AN) p-
20 mg eauH NbT no INR 2,5 - CTOHHOCT
auneBHO (15 mg BeaHBXK| (TEpANICBTHYHH
AHEBHO NpH nauHeHTH | rpanuuy 2,0 ao 3,0)
C yMepeHo 0bOpeuHo
YBpexjaaHe) |
' HecToTa HA CHOMTHETO | HecTOTa Ha CHOMTHETO |
(100 nauueHTO- (100 nanuenTo-
5 - FOAMHH) FOJAHHH) o
| ['onemu 1 HETrONCMH 1,475 1,449 1,03
' KJIMHHAYHO 3HAYUMH (14.91) (14,52) (0,96 — 1,11) |
" KpPBBOM3IMBH 0,442 |
- T'oncmu KPBBOU3NUBY 395 386 1,04
(3,60) (3,45) - (0,90 - 1,20)
. 0,576 |
- CMBpT B pe3ynTar Ha - 27 35 (0,48) 0,50 |
KbpBCHC™ (0,24) (0,31 —0,79)
0,003
- KbpBeHC OT KpuTHYeH 91 133 (1,18) | 0,69
opran* (0,82) - (0,53 -0.91)
| 0,007 i
- VIHTpakpaHuancH 55 84 (0,74) | 0,67 |
KPbhBOHU3IHB™ (0,49) -~ (0,47-093)
| 0,019
- Cnapg Ha f 305 254 (2,26) 1,22
XCMOrnobouHa™* ' (2,77) (1,03 —1,44)
0,019 |
- KpwbBonpenusaHe Ha 2 183 149 (1,32) | 1,25
UM MTOBCYUC (1,65) (1,01 - 1,55)
CAUHHLH | 0,044
CPHTPOUUTH WIH
" HeroneMu KTHHHMHO ] 185 1_.,_1_5_ l_( 1 1,3-7-’-)' - 1,04
IHAYHUMH KPBBOH3JIUBH (11,80) (0,96 -1,13)
| | 0,345
CMBPTHOCT 1O BCAKAKBH | 208 250 (2,21) |
NPHYHHH (1,87) |
a) [Tonynauus, n3nuTBaHa 0 OTHOLUCHHUC Ha OE30MACHOCT, Ha JICYCHHUE
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* HoMHHAaNHO 3HAMHMH

B nonbaHeHue kbM npoy4dBaneto $aza 111 ROCKET AF, ¢ nposeacHo NpoCcneKTUBHO,
NOCTMAPKETUHIOBO, HEMHTEPBSHUHAHAIHO, OTBOPCHO KOXOPTHO NpoyyBaHe ¢ ¢aRo paMo (XANTUS)
¢ OCHOBCH H3X0/I, BKIIIOYBaIL TPOMOOECMOONHYHY CBOUTHA U roJIAMO KbpBeHe. 6 704 nauueHTa ¢
HEKJIAMHO NPCACHPAHO MBXKACHC Ca OMIM BKIKUCHH 32 NPOQHIAKTHKA Ha HHCYJIT H ¢MOOJIHA H3BBH
ueHrpanHara HepBHa cucteMa (LULHC) npu peanuw yecnosusa. Cpeannte pesynraty Ha CHADS2 ca
ounn 1,9 u va HAS-BLED ca 6unu 2,0 npu XANTUS, B cpaBHEHHUC CBhC CPCAHUTE PE3YIITATH HA
CHADS2 u HAS-BLED ot 3,5 n 2,8 ceorBeTHO npu ROCKET AF. ['onamo xbpBcHE ¢ HabMrogaBaHo
npu 2,1 cnyuas 3a 100 nauuenTo-roandu. Choburara ce 3a datancH xpbpBon3nuB npu 0,2 cnyyas 3a

| 00 nauMeHTO-rOoAUHHU W BhTpeUucpencd KpbBou3nuB npu 0,4 cayyast 3a 100 natHeHTO-roANHH.
Hucynr nnu embonus n3esH LIHC ca perucrpupanu npu 0,8 cnyuas 3a 100 nagMeHTO-TOAHHH.

Te3u HabGmoacHUs B peanHH YCAOBHUSA €a B CBOTBCTCTBUC € YCTAHOBCHHS NpodHil Ha O¢30NaCHOCT MpH

TOBd ITOKA3dHHWC,

B nocTMapKeTHHIOBO HCHMHTEPBCHIHOHANHO NMpoy4BaHe npu noseyc ot 162 000 nauncHTH OT YeTHPH
ABP/KABM puBapokcadbaH ¢ npeAnucad 3a npoguIakTHKA Ha HHCYIIT M CHCTEMHA eMDoHd npH
NAUHCHTY ¢ HCKJTAMTHO NPEAChPAHO MBXACHE. YecToTara Ha ¢chOuTHATA 3a HexeMUUcH UHeyAT ¢ 0,70
(95% C1 0,44 - 1,13) 3a 100 nauucHTOrOAMHK. KBpBEHE, KOCTO BOAM OO0 XOCNIHUTAIN3ALINA, HACTHINEBA C
yecToTa Ha curouTHATa Ha 100 naymenToroaunu 0,43 (95% Cl1 0,31 — 0,59) 3a BeTpeUCperieH
kpsBou3nus, 1,04 (95% C1 0,65 — 1,66) 3a cromaliHo-4peBHO KbpBCHE, 0,41 (95% CI1 0,31 —0,53) 3a
yporcHUTanHo kbpBeHe H 0,40 (95% C1 0,25 - 0,65) 3a aApyro kbpBeHE.

[lauycHTH, DOANOMKCHU HA KAPAUOBEP3HO

[IpocnekTMBRHO, PARAOMHU3ZUPAHO, OTBOPCHO, MHOFOLEHTPOBO, €KCIIOPATOPHO NPOYYBAHE ChC
3aCJICTICHA OLICHKA Ha KpaiHaTa Touka (X-VERT) ¢ mposeacHo npu 1 504 naunenty (HEneKyBauu
AOCCra ¢ MEPOPATIHH aHTHKOAryJIaHTH H JICKYBAHH IPCABAPHTENHO) C HEKIANHO IPCACEPAHO
MBKJICHE TJITAHHPAHO 33 KapJAHOBCP3HO, 32 Ja Ce HanpaBH CPaBHCHHC MEXAY pHBapokcabaH H
aganTupana nosa ABK (panzomunsupano 2:1), 3a npcBeHLMA Ha ChPACYHOCHA0BU ChOHUTHAL.
M3non3saHu ca cTpaTeruy ¢ MOMOLITa Ha HacouBaHe ype3 TEE (1-5 aHHu npeaBapuTC/IHO JICYCHUE)
WJIM KOHBEHIUHOHATHO KApAHOBCP3U0 (HAK-MaJIKO TPH CEAMHLM MNPEABAPHTEITHO JEUCHUC).
[IspBUUYHUTE pC3YATATH 32 €PUKACHOCT (BCHYKH MHCYATH, NPEX0AHa HCXEMHUYHA aTaKa, CUCTCMCH
cMbonn3IbM Heerbp3al ¢ LIHC, nugapkT Ha muokapaa (MH) 4 cbpACYHOCH10BA CMBPT) Ca cC
noasuau npu 5 (0,5%) nauMeHTH B rpynaTa Ha puBapokcadad (n=978) u 5 (1,0%) nauucHTa B
rpynata Ha ABK (n=492; RR 0,50; 95% CI 0,15-1,73; mognpuunpana ITT-nonynaums). OcHOBHHAT
pe3ynTart 3a 0c3onacHocT (MaCMBHO KbPBCHE) ¢e ¢ nossua nnpu 6 (0,6%) u 4 (0,8%) nauuenTy B
rpynuTe Ha puBapokcaban (n=988) 1 ABK (n=499) cxotBetHO, (RR 0,76; 95% C1 0,21-2,67;
Oc3onacHa nonyjauKa). ToBa eKCniopaTOPHO NPOYUBAHC € [1I0KA3aN0 CPaBHHUMA €PUKACHOCT U
6e3011aCHOCT MCXKY IPYIUTC HA IcdcHUC ¢ puBapokcaban 1 ABK B ycnoeuaTa Ha kapaHOBEP3HO.

[TauMcHTH ¢ HCKNANHO NPEACHPAHO MBXACHE, KOUTO noanexkat Ha [1KH ¢ nocraBaHe HA CTEHT
M3BbpuicHO ¢ paHAOMH3HPAaHO, OTKPUTO, MHOTOUCHTPOBO nNpoyuBaHe (PIONEER AF-PCI)c 2 124
NALHMCHTH ¢ HCK/IAHO NPCAChPAHO MBXACHE, KOUTO ¢a ounu noanoxeHu Ha [IKH, ¢ nocrasaHe Ha
CTEHT 3a MbPBHYHO ATCPOCKACPOTHUHHO 3a009BaHC, 33 CPABHABAHC HAa 0€30NaCHOCTTA HA ABE CXEMH
Ha puBapokcabad 1 egHa VK A-cxceMa, [TaumcHTUTE ca OMIIK pasnpele/eHy Ha CIY4acH NPHHIAI
1:1:1 3a 061ia 12-meceyna repanus. [TaurcHTH ¢ aHamHc3a 3a HHCynT und [THUII ca uskinoueuu.
['pyna | nonyyaea puBapokcabaH BeAHBXK AHEBHO |5 mg (10 mg BeAHBXK AHCBHO NPH NALHEHTH C
KpeaTHHHHOB KIUPBHC 30 —49 ml/min) mmroc P2Y 12 uaxuburop. I'pyna 2 nonyyasa 2,5 mg
pusapokcabaH ABa MbTH AHEBHO 3aenHo ¢ JITAC (ABOHHA Tepanua ¢ aHTHTPOMOOLIMTHH CPEACTBA,
HanpuMep Konugorpen 75 mg (unu 3amectBauina P2Y 12 uHxudurtop) nnoc HUCKa 103a
atieTuncanuuunoa kucenuHa (ACK) 3a 1, 6 nnu 12 meceua, nocacasana oT puBapokcadan 15 mg
(unu 10 mg 3a nauueHTH ¢ KpeaTHHHUHOB KAUMpBHC 30 - 49 ml/min) BeHBXK AHEBHO, [UTKIC HUC

Kopurupana ao3a VKA, nnioc Hucka mo3a ACK.

[InpBrYHATA KpaliHA TOYKA 33 OC30MACHOCT, KIMHHYHO 3HAYHMHTE CYYad Ha KBPBCHC, C
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yyacTuuus B rpyna |, rpyna 2 u rpyna 3, p
(HR 0,59; 95% C10,47-0,76; p<0,001 1 HR 0,63; 95% CI 0,50-0,80; p<0,001, pecnckTun
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BropnuHaTa KpaitHa To4ka (ChCTaBEHa OT ChPACUYHO-CbAOBH chOuTHA CC cMbpT, MU nn uncynr), €
HaOaonasana npyu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yyacTtHuum B rpyna |, rpyna 2 v rpyna 3,
CLOTBECTHO. BeAKa OT cXxeMHUTE Ha pyMBapokcadaH Moka3Ba 3HAYKUTCIIHO HAMANSABAHE HA KNMHHUYHO
3HAYHMHTC CJIyYaH Ha KbPBCHE, B cpaBHEHME ¢ VKA-CcXeMaTa Nnpy NatUCcHTH ¢ HEKJIAIHO MIPEACHPIAHRO
MBbXIACHE, KONTo ca ovnu noanoxenu Ha [TIKH ¢ nocrasaHe Ha CTCHT.

Ocuosuara e Ha PIONEER AF-PCI ¢ onicHka Ha 6e3onacHoctTa. JJaHHUTE OTHOCHO ¢HKACHOCTTA
(BKANOYHTCIHO TPOMOOCMOONHYHH ABJICHM ) IPH Ta3H MONYyJaUMs ¢a OrpaHH4YCHH.

Jewenne na BT, BE u npoghuraxmuxa na peyuoueuparyu BT 1 bE

KnuHuyHaTa nporpama ¢ pueapokcadaH € miaHupaHa ¢ uen Aa ACMOHCTPHpPa ¢(PHKAaCHOCTTa Ha
pUBapokcadaH MpH HAYATHOTO M MPOABDKUTENHOTO jedcHUC Ha ocTpu JIBT u BE n npodunakrrkara
HAa PCUHIAKBH.

Haza 12 800 nauucHTH ca npoydeHH B YUeTUPH PAHAOMM3UPAaHH, KOHTPOJIMPaHH KJIMHUYHH
npoy4sanus ¢aia Il (Einstein DVT, Einsten PE, Einstcin Extension n Einstein Choice) u
NOILJIHUTEIHO € NPOBEACH NpcABapuTeaHO AehruHUpaH cOOpeH ananu3 Ha rnpoy4yBaHuara Einstein
DVT wm Einsten PE. Obiara koMOMHHUpaHa NPOABIHKUTEIHOCT HA JICUCHHETO 3a BCHYKH NPOYYBaHUA €
oo 21 Mcceua.

B npoyusancTto Einstein DVT 3 449 nauuentH ¢ ocrpa BT ca npoyuckwy 3a neyenuero Ha JIBT u 3a
npodunaktuka Ha peunausupawy JIBT v BE (mauuenrture cbe cumnromatvueH bl ca n3kmouenn ot
ToBa npoyusaHc). [TpoabmKHTENHOCTTA Ha edeHHETO € 3, 6 unu 12 Mcceua B 3aBHCHMOCT OT
KJIMHUYHATA NPCUCHKA Ha U3Caea0BaTels.

3a neyeHUCTO Npe3 mupBUTe 3 cenmund Ha octpa BT ca npunaranu 15 mg puBapokcaban nBa mbTH
nHeBHO. Cnen ToBa IEYeHHETO Npoabakagpa ¢ 200 mg puBapokcabaH ¢IHH IbT AHEBHO.

B npoyusaHeTto Einsten PE 4 832 naunentu ¢ octbp bE ca npoyucHu 3a ncyenvero Ha bE 1 3a
npodunakTuka Ha pcunaueupawm JIBT u BE. [Ipoasmkutennoctra Ha icueHHETO € 3,0 nam 12
MECCLIa B 3aBHCHMOCT OT KJIMHHMYHATA [PELEHKA Ha H3CICAOBATCAA.

3a neucHueto Ha ocThp BE npe3 neprute 3 cenmuuM ca npunarany 15 mg pusapokcadaH JBa [TETH
nHeBHO. Cnca ToBa JICUCHUCTO Npoasixkasa ¢ 20 mg pusapokcaban ¢aAHH LT JHEBHO.

1 npu nBcte npoyueauus Einstein DVT u Einsten PE ¢cpaBHHUTCNHOTO JICYCHAC BKIIIOYBA
CHOKCANapHH B NPOABLMKCHHUC Ha MOHE 5 JHU B KOMOHHALLMA ¢ aHTArOHUCT Ha BUTaMuH K 10
nocTuraic Ha ctoHHocT 3a PT/INR B TepanceTu4HuTe rpaduuu (= 2,0). JlcucHHeTo NpoabKaBa €
AHTArOHHUCT Ha BUTaMHH K, KaTo 103aTta My ¢ Takapa, 4c ctoiHocTuTe 3a PT/INR nacas
TCPArCBTUYHHUTC rpannuy ot 2,0 go 3,0.

B npoyuBaHneTo Einstein Extension 1 197 naunentu ¢ JIBT nnu BE ca npoyuenu 3a npodgunaktika Ha
pecunaneupawiun JABT v BE. [lpoatmxkyrenHocTTa Ha edeHUETO 00XBalla AOMBIRUTENHU 6 110

12 Mccena npH MAKMCHTH, KOUTO €a IPCMHHANM KYPC Ha JCYCHHUC OT 6 20 12 Mecena Ha BEHO3CH
TpoMO0oCcMO0AM3BM B 3aBUCUMOCT OT KJIMHHYHATa NpeueHKa Ha nicacaosarens. CpaBHsBa cc
pHBapoKcabaH mg BCHbLX AHEBHO ¢ nnauedo.

[Tpoyusanusta Einstecin DVT, PE u Extension usnonssat ¢iHH M CbLUM NpeABAPUTENHO ACPHHUPAHH
MBPBHYHM H BTOPUYHH pe3yaTatH 3a epukacHOCT. [IbpBHYHHAT PCIYATAT 32 ¢PUKACHOCT €
CHMITOMATUYCH peuMansrpail BeHoscH Tpomboembonusem (BTE), nedunupan kato ¢bCcTaBeH OT
peunausupawia JIBT unu neraneH unu HenetaneH bE. BTOpHYHHMAT pe3yaTaT 3a ¢pUKACHOCT ce
AcpHUHEpa KaTo CbhYCTaHue oT peuravBupama /IBT, nenerancu bk v cMBpTHOCT HE3ABMCHMO OT
[IpHYUHATA.

B npoyusanc Einstcin Choice 3 396 nanuentu ¢ notebpacHa cumnromatiyda JIBT w/unu BE, kouTo
ca 3aBBPIIMIH 6 10 |12-MeceqyHo aHTHKOAryJaHTHO JICYEHHUC, ca NPOYYCHHM 3a NPOoPHIAKTHKA HA
datancH bE v Heparanuu cumnromarnuny [IBT u bBE. [lauucHTiTe ¢ TOKa3aHKE 38 NPOAL/DKY
AHTHKOAry/JaHTHO JICHEHHUE ¢ TCPANICBTHUHA 4032 ¢a U3KJIKDUCHH OT [MPOYYBAHETO.

[TpoABMKUTCIHOCTTA Ha JICYEHMETO € A0 12 Mecela B 3aBUCMMOCT OT JaraTa Ha HHAUBHAY
paHjaomuidpanc (Meanana: 351 guu). Puapokcaban 20 mg BCAHBXK AHCBHO ¥ pHBapOKCa Hﬁ AN
BCAHBK JHCBHO ca cpaBHCHH ¢bC 100 mg aueTHACANULIMIIOBA KHCEIHMHA BEAHBK AHCBHO. '
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[TopBHYHHAT pe3ynTar 3a ¢PUKACHOCT € CUMITTOMATHUCH PELIMANBHPALL BEHO3CH TPOMOOCMOOIHIBM
(BTE), nedunupan ka1o cMccuuara ot peunausupaita BT unn ¢atancH vinm nedaranen bE.

B npoyusancTo Einstein DVT (Bx. Tabnuua 5) cc nokasea, 4c puBapokcadaH ¢ ¢ HC Mo-Majka
cpekTBHOCT 0T cHokcanapuH/ABK 3a nmbpBuuHMs pesynrtat 3a eukacHocT (p < 0,0001 (teer 3a ne
no-mMajka ¢dhekTuBHOCT)); Kocpuunent Ha Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 {TccT 32
NpcBb3X0ACTeO)). [lpeasapuTenHo AcprHHpPaHATa HETHA KJIMHHUYHA 1032 (TbPBHYCH PE3yITaT 33
c(MKaCHOCT MII0C KpbBoHu3nuaK) cc ceobwana ¢ KP 0,67 ((95% JH: 0,47 - 0,95), nomunanna p
ctoitHocT p = (,027) B non3a Ha puBapokcadaH. INR cToiHOCTHTC ca B TCpaneBTHYHHS JHATIA30H
cpeaHo 60,3% oT BpeMETO NpH CpeaHa NPOABIKUTCIHOCT Ha eucHHeTo oT 189 adu, v 55,4%, 60,1%
1 62,8% 0T BpEMCTO NPU IPYINTE C NMJIAHHPAHO JICYEHHE C MPOIBIKHUTEIHOCT CHOTBCTHO 3, 6 M 12
mecciia. B rpynarta Ha cHokcanapuH/ABK HsiMa AcHa BpPB3Ka MEXKAY HABOTO Ha CPCAHOTO LCHTPAHO
TTR (Bpemc B Taprered INR ananasos 2,0 - 3,0) npu TcpTHANTE C CAHAKBB Pa3MEP K 4ECTOTATa Ha
pecunauBrpauute BTE (p = 0,932 3a g3anmoneiicteic). B Hal-ropHyus TCPTHI 110 OTHOLLICHHE Ha
ueHthpa Koeduuneutst Ha Puck (KP) npu pusapokcaban cnpsamo Bapgapus ¢ 0,69 (95% AH: 0,35 -

1,35).

YectoTHTe 332 MBPBUUHMSA PCIYATAT 3a 0€30HACHOCT (roJIeMH MM KIHHUYHO 3HAYUMK HETONIEMH
KPBBOWIIIHBH), KAKTO H 3a BTOPHYHHA PE3yATAT 3a 6€30MacHOCT (F0AeMH KPLBOU3JIMBH), €A CXOAHH 33

ABETC TCPANICBTHYHH I'PYHH.

Tabanua 6: Pesyararu 3a epukacuoct u Gezomacnocrt ot ¢asa 1l Einstein DVT

IIpoy4yBaHa nmony.aauus 3 449 nauMeHTH CHC CHMINITOMATHYHA OCTPA ABLJI0OKA BEHO3HA
TpoM0Oo03a
Jlo3a u npoabakuTeaHOCT Ha | PuBapoxcadan® Enokcanapun/ABKP®
JICYEeHHNETO 3, 6 uan 12 Mecena 3, 6 nan 12 mecena
N=1 731 N=1 718
CUMOTOMATUYUCH 36 51
peunauBupaw; BTE* (2,1%) (3,0%)
- CuMNTOMATHYCH 20 18
peunauBupam bE (1,2%) (1,0%)
- CuMnToOMaTH4YHA 14 28
pcunausypaita BT (0,8%) (1,6%)
- CumnromaTtHdHH bE H l 0
BT (0,1%)
- aranen BE/cMbpT, 4 6
kbaeto bE He moxe na | (0,2%) (0,3%)
OBRc H3KMOUCH
["onsMoO MNH KIIMHUYIHO 139 138
3HAYHMMO HCTOJIIMO KbPBEHC (8,1%) (8,1%)
["'oncMu KpbBOU3IIUBH 14 20
(0,8%) (1,2%)
o PuBapokcadan 15 mg aBa 0bTH AHEBHO 3a 3 CEAMHULY, IOCAEABAHO OT 20 mg cAMH

[T AHCBHO
0}

EnokcanapuH 3a Haii-Malko 5 JIHH, 3aCThIICH U nocneasad oT ABK

* p < 0,0001 (He no-manka ¢hHKAaCHOCT MO OTHOLUCHHE Ha NpcasapuTenyo onpeiaeneH KP 2,0);

KP: 0,680 (0,443 - 1,042), p = 0,076 (npepb3X0ACTBO)

B npoyusancTo Einstein PE (Bx. Tabnuua 6) € aAcMOHCTpHpaHo, 4e puBapokcadaH € ¢ He 10-Majika
cukacHocT oT eHokcanapuH/ABK 3a nepBuunus pesynrar 3a epukacnoct (p=0,0026 (1ccT 3a He no-
manka edhukacHoct); KP: 1,123 (0,749 - 1,684)). [Ipcasaputento aedpHHUpaHATA HETHA KJIIMHAYHA
Mos3a (MbpBHYEH PE3ynTaT 3a CPHKACHOCT IJIKOC MOJEMHA KpbBOU3NKBH) ce ¢cbobwasa ¢ KP ot 0,849

((95% AH: 0,633 - 1,139), HomuHanHa p ctoiiHocT p = 0,275). INR cTofirocTHTE ca B Tepan -
AMana3ol cpeaHo 63% OT BpeMETO NpH CpeaHAa MPOALIKUATENHOCT HA JICYEHUETO OT 215 1
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peupauBupawinte BTE (p = 0,082 3a s3aumoacicTeuc). B van-ropuus tepumia 1o oOTHOLCHHUC Ha
uentbpa Kochuunenrst Ha Puck (KP) npu pusapokcaba cripsamo Bapgaput ¢ 0,642 (95% AU: 0,277

- 1,484).

UecTOTHUTC 3a MbPBUUYHHA PC3YATAT 3a OC30MACHOCT (IOMCMH HITH KIHHHYHO 3HAYMMH HCTOJIEMH
KPBBOH3AYBHU) Ca MAJIKO MO-HUCKH B Ipynara Ha jiedcHHe ¢ puBapokcabdan (10,3% (249/2 412)) B
CPaBHCHHC C rpynara Ha JeucHue ¢ eHokcanapuu/ABK (11,4% (274/2 405)). UectoTaTa 3a BTOPUYHHSA

pe3ynTart 3a 0e30nacHoCT (rosieM KpbBOHUIMBH) € NO-HUCKA B rpynara Ha puBapokcaban (1,1% (26/2
412)) B cpaBHeHUC ¢ rpymnara Ha chokcanapud/ABK (2,2% (5272 405)) ¢ KP 0,493 (95% JU: 0,308 -

0,789).

Ta6nuna 7: Pesynratu 3a epuxkacnoct u 6esonacHoct oT $a3a Il Einstein PE

IIpoyuBaHa momyJ1auHs 4 832 nanuenuTH ¢ ocTpa cumnromaruina bE
J103a H NPOABLJKHTENHOCT Ha | PuBapokcadan® Enoxcanapun/ABKP®
NeYeHHeTo 3,6 nan 12 mecena 3,6 uan 12 Mecena
N=2,419 N=2,413
CuMnToMaTHYCH 50 44
pcunauBupaml BTE* (2,1%) (1,8%)
- CHMNTOMATHYCH 23 20
pcunavBupallt bt (1,0%) (0,8%)
- CuMmnromaTuvHa 18 17
pcunamBupauia JiBT (0,7%) (0,7%)
- Cumnromartuydem BE m ( 2
BT (<0,1%)
- ®araned bE/cMmuprT, 11 7
kpaeT0o BE He moxe 1a | (0,59%) (0,3%)
OBAE MIKJIIOHCH
["onamMo MM KIHHUYHO 249 274
3HAYHMO HCTOJIAMO KbPBEHC (10,3%) (11,4%)
["osicMH KPBBOM3ITHBH 26 52
(1,1%) (2,2%)
@ Pusapokcadan 15 mg aBa mbTH JHCBHO 3a 3 CEAMHLH, IOCACABAHO OT 20 mg CAHH N'bT JHCBHO
6) EHokcanapui 3a Hal-MaNKo 5 OHH, 3aCTBICH U nocicaeaH ot ABK
* p < 0,0026 (He no-manka eQprKacCHOCT f10 OTHOLLCHHUE Ha nipcaBapuTenHo onpeacned KP or 2,0);

KP: 1,123 (0,749 - 1,684)

[IpoBcaeH ¢ npeapapuTelaHo Achunupan obobuIeH ananus Ha pe3yarata ot npoyusanvaTa Einstein

DVT u PE (Bx. Tabnuna 8).

Tabauua 8: Pesyararn 3a epukacHocT u dezonacHoct or coopen aHaau3s Ha ¢a3sa 111 Einstein

DVT u PE

[IpoyuBana nony.aanus

8 281 nauwuentn ¢ ocrtpu cumnromatuyuu JIBT nau bE

n3kmouu bE

Jlo3a 1 npoALKHTeTHOCT HA | PuBapokcagan® Enoxcanapuu/ABKY
JeYyeHneTo 3,6 unun 12 mecena 3, 6 nan 12 Mmecenta
N=4,150 N=4,131
CUMNTOMATHYCH 86 95
peuuauBupauy BTE* (2,1%) (2,3%)
- CUMOTOMATHYCH 43 38
pcuvauBupan bE (1,0%) (0,9%)
- CyMnOToMaTH4YHA 32 45
peunauerpawa BT (0,8%) (1,1%)
- CumnTomatuyHy bE ¢ | 2
BT (<0,1%) {<0,1%)
- @artaneH BE/embpt, npu | 15 13
KOSATO HC MOXE Ja CC (0,4%) (0,3%)
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[‘oncMHU MIIH KITHHHUYHO 38% 412

3HAYHMMH HETrOJICMH (9,4%) {10,0%)

KPbBOH3JIMBH

["oneMH KpBBOH3IHBU 40 72
(1,0%) (1,7%)

¥ PupapokcabaH 15 mg nga nbTH AHEBHO 3a 3 CCAMHUIMN, NOCACABAHO 0T 20 mg ¢IH IIbT JIHCBHO
®)  EHOKcanapHH 3a Hai-MaJIko 5 AHH, 3acThIICH U nocieaBad or ABK
*  p<0,0001 (Hc no-Manka cpHMKacCHOCT MO OTHOLICHHUE Ha npcaBapuTenHo onpeaenck KP ot 1,75);

KP: 0,886 (0,661 - 1,186)

[Ipeasaputento AehUHUPAHATa HCTHA KIMHUYHA 1107132 (ITbPBUYUCH PC3YJITAT 33 CPUKACHOCT IIIHOC
rojacMH KPbBOH3IINBY) HA cOOpHMA aHanm3 ce cbobwasa ¢ KP ot 0,771 ((95% AH: 0,614 - 0,967),
HOMHKHamNHa p ctoiHocT p = (0,0244).

B npoyusaneTo Einstcin Extension (Bx. Tabnuua 8) pusapokcabaH npeBb3xoxaa rmaucdo no
OTHOUICHHC Ha ITBPBHYHHTE M BTOPUUHUTE PE3YATATH 3a €PUKACHOCT. 3a TbPBUUHUS pe3yaTaT 3a
Oc30MacHOCT (roJICMH KPBBOM3IHBH ) C€ YCTAHOBABA HE3HAYMMO YHCJIEHO [10-BHCOKA YCCTOTA IMpH
NaUHCHTHUTE Ha JICYCHHe ¢ prBapokcabaH 20 mg ¢AMH BT Ha ACH B CpaBHEHHE ¢ mauebo.
BropuuHHAT pe3ynTar 3a 6€30nacHOCT (FroJEMH HIH KITHHHYHO 3HaYHMH HCTOICMH KPBBOH3HBH)
MOKa3Ba Mo-BHCOKHU YCCTOTH (IPH MALIMEHTUTE, JICKYBAHH ¢ pnBapokcaban 20 mg eauH 0bT AHCBHO, B
CpaBHCHHC C I1aucho.

Tabanua 9: Pesyaratu 3a ebpukacHocT H 0e3onacHoct oT ¢paza 11l Einstein Extension

IIpoyusana nonyaanus 1 197 nauHeHTH ca NPOABL/IKHIIHN JIeHeHHEeTO H
NPOQHUIAKTHKATA 32 peRHIUBHPALIL BEHO3EH
TpOMDd0eMOOIH3IBM
Jo03a # npoas/KuTEAHOCT HA | PuBapokcaban® Il1aueto
J1e4eHHeTo 6 nau 12 mecenia 6 nan 12 mecena
N=602 N=594
CuMNOTOMaTHUCH 8 42
pcumauBupaw BTE* (1,3%) (7,1%)
- CuMnOTOMAaTHUCH 2 i3
peurauBHpail bE (0,3%) (2,2%)
- CyMnITOMaTHuHA 5 31
peunauenpawa ABT (0,8%) (5,2%)
- MarancH bE/cmbpT, ipu | | l
KOATO HC MOXKC 1a C¢ (0,2%) (0,2%)
H3KmoYH bE
["oncmy KpHBOHU3IHUBH 4 0
(0,7%) {0,0%)
KaudH4yHO 3HAaUMMU HerojaemMu | 32 7
KPbBOH3JIMBH (5,4%) (1,2%)

a) Pusapokcaban 20 mg eauH nbT AHEBHO

* p < 0,0001 (npesb3xoacteo), KP: 0,185 (0,087 - 0,393)

B npoyuBanero Einstcin Choice (k. Tabnuua 10) puBapokcadad 20 mg n 10 mg npesb3xoxaa
100 mg aneTUnCaTULMIOBAa KUCEHIMHA 110 OTHOLICHHE HA MBPBUYHMSA PC3YATAT 3a €(PUKACHOCT.
OCHOBHHUAT pe3yaTaT 3a 6€30nacHoOCT {CbONTHA HA roJaM KPBLBOW3IHUB) € CXOACH NPH NALUCHTUTE,
nckyBaHu ¢ puBapokcaban 20 mg v 10 mg Beansx AHEBHO B cpaBHeHHe ¢bC 100 mg
ALCTUICATTMIIMIIOBA KHMCENTHHA.

Tabauua 10: Peayntatu 3a epukacHocT H HezonacHocT oT da3a 111 Einstein Choice
[Ipoyusana 3 396 ca npoabKHIAH NPOPHIAKTHKATA 33 pelHAHBUPAIN B
nOnyJiauHa TPOMO0OO0EMDOTHIBM
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TepaneeTHYHA A034

PuBapokcaban
20 mg BeAHBK

AHEBHO
N=1 107

PuBapokcaban 10 mg

BeAHbLXK THEBHO
N=1 127

ASA 100 mg
BCAHDbAK JHCBHO
N=1 131

MenHaHa Ha
NPOABMKHUTCIHOCTTA Ha
JICUCHHUCTO

349 [189-362] ann

353 [190-362] anm

350 [186-362] nuu

rOJISIM KPBBOH3IUB
(HCTHA KJIMHHUYHA
non3a)

(MHTCPKBAPTHIICH
NHAMa3oH)
- CnmntomatHucH | 17 13 50
pecunansupaw | (1,5%)* (1,2%)** (4,4%)
BTE
- CumnTomarnucH | 6 6 19
pcunausupam; | (0,5%) (0,5%) (1,7%)
bE
- CumnromaTnyHa | 9 8 30
pcuuauBHpawa | (0,8%) (0,7%) (2,7%)
JABT
- ®artancH bE/ 2 0 2
CMBPT, NPH (0,2%) (0,2%)
KOATO HC MOXC
Aa CC H3KJIIOUHM
BE
CuMnToMaTHycH 19 18 56
pcunauBupaul BTE, (1,7%) (1,6%) (5,0%)
HHpApKT Ha MUOKApAa,
MHCYNT UJIH CHCTEMCH
cM00H3BM H3BBH LIHC
["oncMK KpBLBOU3ITHBYH 6 3 3
(0,5%) (0,4%) (0,3%)
KAUHHUYHO 3HAYUMH 30 22 20
HCTOJICMH KpbBOU3AWBH | (2,7) (2,0) (1,8)
CuMnrToMaTUUCH 23 17 53
peunausupaul BTE wnn | (2,1%)+ (1,5%)++ (4,7%)

* p<0,001(npecBb3xoacTBo) pusapokcaban 20 mg Beausx AHesHo cnpamo ACK 100 mg Beanpx
aHeeHo: HR=0,34 (0.20-0,59)
** p<(,001 (npeeb3x0acTBO) pHBapokcadan 10 mg Beanbx AneBHO cnpamo ACK 100 mg Beanpx
nHeBHo, HR=0,26 (0,14-0,47)

+ puBapoxkcaban 20 mg Beguwx queBHo cnpsamo ACK 100 mg seanwx ancesuo, HR=0,44 (0,27-0,71),

p=0,0009 (HomHHanHa)

++ puBapokcaban |0 mg Beanbk nHeBHo crpsaMo ACK 100 mg secanbx auesno; HR=0,32 (0,18-
0,55), p<0,0001 (HOMHHanHa)

B nonwancHue kbM nporpamara EINSTEIN daza 111, e nposeacHo npocnekTHBHO,
HCHHTCPBCHLUHNOHAJTHO, OTBOPEHO KOXOPTHO npoyysaHe (XALIA) ¢ ucHTpanuinpana OlCHKa,
pkarouBaul peunaneupan] BTE, roasmo kepeeHe ¥ cMbpT. 5 142 naumenra ¢ octpa BT ca
BK/KUYCHH 3a Npoy4BaHe 0£30NacHOCTTa Ha puBapokcadaH B ABANOCPOUYCH IUIaH B CPABHEHHE CbC

CTAaHJAPTHATA AaHTHKOATY/IAHTHa TCPAlus B KJIMHUYHATA IpakTHKA. CTOHHOCTHUTE HA rOJISMO KbPBEHC,
peuransupait BTE v Bcuuky ciiyuad Ha CMBPT 3a pusapokcaban ca 6unu ceotBetO 0,7%, 1,4% 3o~

CTOMHOCTH 3a IPYNHPAHE H& N3MEPBAHUTE OCHOBHH XapaKTCPUCTHKH, HO BBIIPCKH TOBA OCT
OTK/IOHCHHS MOXC /1a MOBAUAAT Ha pe3yatatute. Kopurupanure KP 3a rofisMo KepBeHE,

.I""'
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peunansupaill BTE u Bcuuku cnydan Ha cMbpT ca Onnm csotBeTHO 0,77 (95% C1 0,40 - 1,50), 0,91
(95% C1 0,54 - 1,54) n 0,51 (95% C1 0,24 - 1,07).

Tesu pe3ynTaTH NpUH NAaUUCHTH, KOUTO ca OMIM HaOnwaaBaHH NpH pealHK YCIOBHS, Ca B
ChOTBETCTBHEC ¢ YCTAHOBCHHUSA NMpogu Ha 6€30MacHOCT MPH TOBA MT0OKA3aHHE.

B nocTMapKeTHHIOBO HCHHTCPBCHUMOHAIHO npoy4BaHe npu nosede ot 40 000 nauncHTr 0€3
aHaMHe3a 3a pak, OT YCTHPH JbPKaBH, pUBApOKCcabaH ¢ NpcanyucaH 3a JEYEHUE HIlK NPOdHIITAKTHKA Ha
JIBT u BE. YecToTrata Ha cubuTHaTa Ha 100 nauMeHTOrOAKRHHM 32 CUMIOTOMATUYHW/ KINIHHKYHO 3HAYNMH
BTE/rpoMGoembonuunn cubrtus, BOAEUIH A0 XOCNHTaNN3aLH, € B AnanasoHn ot 0,64 (95% (]

0,40 - 0,97) 3a O6¢caHcHoTo Kpancteo go 2,30 (95% C1 2,11 — 2,51) 3a I'epmanus. Knpeene, koeto
BOJIM JO XOCMHTANIH3AUMA, HACTHIIBA ¢ YyecToTa Ha crOHTHATA Ha 100 naumeHroroauny 0,31 (95% C1
0,23 — 0,42) 3a BbTpcucpencH KpbBou3aua, 0,89 (95% CI 0,67 — 1,17) 3a cToMaliHO-4pEeBHO KbPBCHE,
0,44 (95% C1 0,26 - 0,74) 3a yporeuntansao kopecHe 4 0,41 (95% CI1 0,31 - 0,54) 3a npyro KepBeHe.

|lcanaTtpuyHa nonynanus

Sevenue na BTE u npodhuraxmuxa na peyuousu na BTE npu neouampuyunu nayueHmu

Obwo 727 neua ¢ norebpack octsp BTE, ot kouTo 528 nonyunian puBapokcadaH, ca MpoyyYcHH B 6
OTBOPCHH, MHOTOUCHTPOBH NNEAHAaTPUUHH IIpoy4BaHus. Jlo3HpoBKaTa, KOPHrHpaHa Cropc TCIECHOTO
TCrJ10, IPH NALKEHTH OT Pa)KIaHETO A0 Bb3pacT noA |8 roarHy, € 1osena A0 eKCro3uLms Ha
pHBapokcadaH, nojobHa Ha HabIoaaBaHaTa NPH Bb3pacTHH nauucHTH ¢ BT, nexkyBanm ¢
puBapokcaban 20 mg ¢IMH BT AHEBHO, KAKTO ¢ MOTRBPACHO B NpoyuBaHeto dasa 111 (Bxk. Touka 5.2).

[Tpoyusanero EINSTEIN Junior da3za III e panaoMusupaHo, akTHBHO KOHTPOJIHPEHO, OTBOPEHO,
MHOIOLICHTPORO KIHHHYHO npoyyBaHe npu 500 neanatpuyHy MaUHEHTH (Ha BB3PacT OT paXkAaHETO
no < 18 roguny) ¢ notebpicH ocTthp BTE.

Mmano e 276 acua Ha Bb3pact 12 no < 18 roannn, 101 acua Ha Bu3pact 6 no < 12 rognuu, 69 aeua Ha
Bb3pacT 2 A0 < 6 roaAUHU U 54 ncua Ha Bb3pacT < 2 roJAHHH,

MUnaoekcnuar BTE ¢ knacuguiupan xkato eano ot cacaunte:; BTE BoB Bpb3Ka ¢ UCHTpaNEH BEHO3EH
kaTeThp (UBK-BTE; 90/335 nauneutu B rpynara Ha puBapoxcadan, 37/165 nauveHT B rpynara Ha
CPaBHUTEITHO JICUCHHUC), ucpebpanHa BCHO3HA ¥ cHHycoBa Tpombo3a (LIBCT; 74/335 mauvcHTH B
rpynara Ha puBapokcabau, 43/165 nauMeHTH B IpynaTa Ha CPABHHUTENHO JICUCHUC) H BCHUKH JPYIH,
skmountendo JBT v BE (we-LIBK-BTE; 171/335 nausicHTH B rpynaTta Ha puBapokcabaH, 85/165
falMEHTH B TPyNaTa Ha CpaBHHTENHO neucHHc). Hait-uceTo npeacraBenara HHACKCHA TpoMO03a fIpH
ncua Ha Be3pact 12 1o < 18 roguuu ¢ He-IIBK-BTE npu 211 (76,4%); npn acua Ha Bb3pact 6 g0 < 12
FOJMHH U Ha BB3pacT 2 10 < 6 roauny — LIBCT, cvoTBeTHO npy 48 (47,5%) n 35 (50,7%); 1 npu aeua
Ha Bb3pacT < 2 roauuu - LIBK-BTE npu 37 (68,5%). He ¢ nmano geua < 6 meceua ¢ LIBCT B rpynara
Ha puBapokcabaH. 22 ot nauucHTHTE ¢ [[BCT ca umanu nudexumns ra [HTHC (13 nmauucuTH B rpynara
Ha puBapoxkcabaH H Y NauMcHTH B rpynaTa Ha CPAaBHUTC/IHO AEYECHUE).

BTE ¢ npeaM3BHKAaR OT NOCTOSAHHHM, MPEXOIHH HJH M OT ABCTE — [IOCTOSIHHYU U NIPCXOAHH PHCKOBH
daxTopu npu 438 (87,6%) acua.

[TauneHTHTE ca NONYYHIA MbPBOHAYAIHO JCUCHHUC ¢ TCPANICBTHYHYU A03H HEQPAKLIHOHUPAH XENapHH
(HOX), xemapud ¢ HUcKO MoJickyJIHO Tero (XHMT), wnu doHaanapuHyKe 3a HaH-Majiko 5 OJHK K ca
paHaoMuiupany 2:1 ga nony4yaBaTr MIH 403U PUBApPOKCadaH, KOPUIHpaHH CIPSIMO TCJIICCHOTO TETNO,
WM CPABHHUTENHHU ICKApCTBa B MPyInaTa Ha CpaBHUTCIHO neueHue (xenapuuu, ABK) 3a 3-mcceuen
NCPHOJ Ha JICUCHUC B OCHOBHOTO npoy4BaHe {1 mccen npu acua < 2 roaunu ¢ HIBK-BTE). B kpas na
NCpHOAAa Ha JIEYCHUC B OCHOBHOTO MPOYYBAHE AHATHOCTHYHOTO 0Opa3HO U3C/ICABAHC, HAIIPABEHO Ha
H3XO/JHO HHBO, € HallpaBCHO MOBTOPHO, aKO € OMJIO KIIHHUYHO NPHI0KUMO. JlcucHHeTO B
[IPOYYBAHETO € MOXKeEN0 Aa ObAC COPAHO B TO3H MOMCHT WJIH MO MpeileHKa Ha HMicneaosarens na dObae
npoAb/DKEeHO 001110 33 Ao 12 meccua (npu neua < 2 roaunu ¢ LIBK-BTE — g0 3 meceua).

[TbpBUYHHUAT pe3yaTaT 3a ¢PUKACHOCT € cuMATOMaTHYCH peuuanBupall BTE. [IepsuunuaT pes

33 OC30MaCHOCT € KOMOUHAIKMATA OT rOJsAM KPBBOW3IUB H KJIMHUYHO 3HAYUM HC-FOJISIM KPBBO
(K3HI'K). Bepuk pesyarard 3a e(MKacHOCT M 6€30NaCHOCT €a MPOBREPEHH H HOTBLP/ACHH LIEH
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OT HC3aBUCHMA KOMHMCHSL, 3ac/IENICHA 3a ONIPCAC/ICHOTO NicucHHE. PelynraTure 3a ¢PHUKacHOCT U
0c30nacHOCT ca nokazanu B Taonnuu 11 n 12 no-pouay.

Cwuourua Ha peupauerpam BTE ca Bb3HMKHaNY B rpynara Ha ne4deHue ¢ puBapokcaban npu 4 o1 335
MTalMCHTH W B I'PyNaTa Ha CPaBHUTEIIHO JICHCHUC NIpH 5 oT 165 naunenTn. KomOHHauusaTa OT rojiam
kpuBou3nne v K3HI'K e noxnaaeana npu 10 ot 329 nauncHtH (3%), nekyBaHu ¢ piuBapoxcadaH U npH
3 ot 162 naumenty (1,9%), nexkyBaHu ¢ komnaparopa. HeTHa knMHHYHA 11071332 (CUMIITOMATHYCH
peunansupam BTE mioc ¢cbOMTHR HA rOAsM KPbBOM3JIHB) € CHOOIIICHA B IpyaTa Ha JICYCHHUC ¢
pusapokcadan npH 4 ot 335 nauueHTH U B rpynaTta Ha CpaBHUTENHO JiedeHue npH 7 oT 165 nauueHTy.
HopManuiupate Ha TPOMOOTUUHOTO 0OpCMCHRBAHE [IPH NMOBTOPHOTO 00Opa3HO H3CICABAHE €
Bb3HUKHANO npHu 128 ot 335 naumedTH Ha ncucHuUe ¢ puBapokcadan u np 43 ot 165 mauvcHTH B
rpyrnara Ha CpPaBHHUTENHO JicueHHe. Te3n HaXoAKH KaTo LAJIO0 ca MOA00HH CPEA Bb3PACTOBKTE IPYIIH.
B rpynara Ha puBapokcaban € umano 119 (36,2%) aeua ¢ HIKakKBO KbpPBEHE, Bh3HHKHAJIO [IPH
JICYCHUCTO, & B Ipyrnara Ha CpaBHUTEIHO AcUYCRUC ¢ nMano 45 (27,8%) neua.

Taoauua 11: Peayaraty 3a edpuKacHOCT B Kpasi H2 OCHOBHHSA NMePHOA HA JIeHeHHe

CrnOurTHe Pusapoxcaban Komnapartop
N=335* N=165*
Peunansupawt BTE 4 5
(IMbPBHYCH pe3ynTar 3a (1,2%; 95% C10,4% — 3,0%) | (3,0%; 95% CI1 1,2% - 6,6%)
C(PUKACHOCT)
Kombunauus: 5 6
CHMNTOMATUYEH (1,5%; 95% CI 0,6% —3,4%) | (3,6%; 95% CI 1,6% —- 7,6%)

pcunanBupau BTE +
ACHMMNTOMATHYHO BJIOLLIABAHE
[IpH NTOBTOPHOTO 0Opa3HO

H3CC/BaHE

KoMmOunHauus: 21 19

CUMITTOMATHYEH (6,3%: 95% C14,0% —9,2%) | (11,5%; 95% CI 7,3% —
peurauBupaws BTE + 17,4%)

ACHMIITOMATHYHO BJIOLIABAHE
+ 0¢3 NpoMaHa npu
NOBTOPHOTO 00pa3Ho

N3CJICIBAHC

Hopmanuiznpane npn 128 43

[NOBTOPHOTO 00pa3HO (38.2%: 95% CI 33,0% - (26,1%; 95% CI 19,8% -
HU3CIIC/IBAHC 43,5%) 33,0%)

KomMmOuHauus: 4 7

CUMIITOMATHUCH (1,2%; 95% CI] 0,4% - 3,0%) (4,2%: 95% CI 2,0% - 8,4%)

pcunarsrpat BTE + ronsam
KPBBOWU3MUB (HETHA KJIIMHHYHA

[10a34a)
datancH nau HedatascH | l
OcnoapobcH cMOOIN3BM (0,3%: 95% C1 0,0% — 1,6%) | (0,6%; 95% CI1 0,0% — 3,1%)

*FAS= nwncH Habop 3a adanus (full analysis sct), BCHUKH aena, KOMTO ca OMIM paHAOMH3HPAKH

Tabauna 12: Pesyararu 3a 6e30NaCHOCT B KPag Ha OCHOBHHA NepHOA Ha JieHeHHE

Pusapokcaban N=329* Komnapatop N=162*
KomOuHauusA: TonsaMm 10 3
KpbBou3nue + K3HI'K (3,0%; 95% CI 1,6% - 5,5%) (1,9%:; 95% C1 0,5% - 5,3%)
(I'bpBHYCH PC3YNTAT 3a
0e301acHOCT)
[‘onsiM KpBBOH3IHB 0 2

(0,0%; 95% C1 0,0% - 1,1%) (1,2%; 95% C1 0,2% - 4,3

29




HskakBO KbpBEHC, 119 (36,2%) 45 (27,8%)
BbL3HUKHAJIO MPH ICHCHHUCTO

*SAF= nabop 3a aHanu3 Ha Oe3onacHocTTa (safety analysis set), BCHUKHM acUa, KOUTO ca OHIIK
PaHAOMH3IMPAHK U Ca MOJYYHITH Hail-Manko | 103a OT H3NHTBAHOTO JICKAPCTBO

[IpodunsT Ha epHKacHOCT M BE30NACHOCT HA PUBAPOKCalaH € B rojiaMa CTCreH NnoJ00CH MeXay
neauaTpuuHata nonynauusa ¢ BTE n Bb3pacthaTta nonynauus ¢ JIBT/bE, Benipexu ToBa, 1ensT Ha
YYACTHULUKTE C HAKAKBO KbPBEHE € N0-BUCOK B neavaTpruynata nonynauus ¢ BTE B cpaBHeHHC ¢
Bb3pacTHaTta nonynaums c JIBT/bE.

[TaumeHTH ¢ BHCOKOPUCKOB TPOAHONO3IUTUBEH aHTUHOCHONUNMHACH CHHIPOM

B cnoHcopupaHo OT H3C/CAOBATENS, PAHAOMUIMPAHO, OTBOPEHO MHOIOLIEHTPOBO MPOYYBAHC ChC
3aCJ/ICTICHA OLICHKA Ha KpalHWTE TOUKH, puBapoxcadaH ¢ cpaBHEH ¢ BapdapHH NpH NalHeHTH C
aHaMHe3a 3a TpoM003a, TMarHOCTHLMPAHH ¢ aHTHGHOCPONUIIHACH CHHIAPOM H C BUCOK PHCK OT
TPOMOOCMOOIMUHM CLOUTHS (OJIOXKHUTCIHM MMPH BCUHYIKHUTC 3 aHTUPOCHOIHUITHIHH TCCTA: JIYITYCCH
AHTHKOAryJaHT, aHTHKapAHOJNUITMHOBH aHTHTCIAa M aHTHTENa cpelly OeTta-2-rnukonpoteuH ).
[IpoyuBaHCTO € NPCKpPaTEHO MPEXACBPEMEHHO ClIe BKJIKOYBaHeTO Ha 120 nauneHTH nopaau TBbpIC
MHOT0 CBOMTHSA CPCA NAUMCHTUTC B rpynarta Ha puapokcaba. CpeanoTo npociaeasaBaHe ¢ 569 nuu.
59 nauMcHTH ca paHAOMH3HMpaHu HA puBapokcadad 20 mg (15 mg 3a mauMcHTH ¢ KPCATHHUHOB
knupbHC (CrCl) < 50 ml/min) u 61 Ha Bapdapun (INR 2,0 - 3,0). TpomboeMdOIHUHH CBOHTHSA CC
nposABABAT npu 12 % OT nauMeHTUTE, pAHIOMH3IUPAaHH HA pHBapokcadaH (4 HCXEMHYHH HHCYNITA U 3
MHOKapauy uHdapkra). He ca croblaBanu ¢oOMTUA NpY NALUKCHTH, PAHAOMH3HPAHH Ha Bap(apHH.
MacHBHO KbpBCHC ce Habmiogara npu 4-ma naureHTH (7%) OT rpyrnara Ha puBapoxcadaH H nipy 2-Ma
nmaucHTH (3%) oT rpynarta Ha BapdapHH.

[lecapaTrpryda Oonyaalng

EsponiciickaTa arcHUMA M0 NICKapCcTBaTa OCBODOKRARA OT 3aABIDKCHHUETO 32 NIPCAOCTABAHE Ha
PE3YJTATUTE OT NPOYYBAHUATA C PHBAPOKCA0aH BbB BCHYKH MOArPYNH Ha NCAMATPHYHATA NIONYJIaLMNA
npu npodunakTyka Ha TpomOoeMOoINYHN chOKUTHA (BXK. TOUKa 4.2 3a HHPOPMALIHA OTHOCHO

ynotpebda B neauaTpmaTa).

5.2 ®apMAKOKHHETHYHH CBOHCTBA

Abcopbis

Cneapatata uHdopmanus ¢ Oazrpana Ha JaHHW, NOJYYCHU NPH BL3PACTHH.
Pupapokcabas cc abcopbupa OBp30, KaTO MAKCMMAaNHUTC KOHUEHTpaUnH (Cmax) ce AocTurar 2 - 4 gaca
cned npycMa Ha tabieTkarta.

[Tepopannara abcopOuus Ha puBapokcabaH € NOYTH TBNIHA U NCpopaniHaTa OMOHANMYHOCT € BUCOKA
(80 - 100%) 3a noza ot 2,5 mg u 10 mg, npuera Kato TadJACTKa, HC3ABUCUMO Jany NMPHCMEBT € Ha
rnajJHo M clied XxpaHeHe. [IpueMsT Ha pyuBapokcadaH ¢ xpaHa He noBansBa AUC Hian Cpay npH
no3ute 2,35 mg v 10 mg.

[Topaan HaMmajicHaTa CTENCH Ha abcopOuus ¢ onpeaencHa nepopanHa duoHanuuuocT oT 66% 3a
Tabnerka 20 mg npuerta Ha raaado. [py npuceM Ha TabneTKH puBapokcadan 20 mg ¢ xpaHa c¢
HabmonaeaT nopuwcHUA Ha cpeaHata AUC ¢ 39% B cpaBHCHHE ¢ npUeM Ha TabNETKHTE Ha INajaHo,
KOETO FOBOPH 3a f104TH MbhJHA abcopOlLusa M BUCOKA NEpopaiHa OMOHAIHYHOCT. puBapokcaban 15 mg
u 20 mg TpadBa aa ce npucMa ¢ xpaHa (BxK. Touka 4.2).

(PDapMaKOKMHETHKATA Ha pPUBApOKCabaH € MoYTH NMHENHA A0 OKON0 15 mg ¢aMH NBT HA JAEH NpH
rnpueM Ha raaaHo. Cnepg npueM Ha xpaHa purapokcadad Tabnetku 10 mg, 15 mg 1 20 mg noxasea
MPONOPLHOHAIHOCT Ha Ao3ata. [Ipu no-sucoku g1o3u puBapoxcadban Moxka3sa OrpaHUuCHa OT
pa3TBOPHUMOCTTA abcopOuus ¢ HaMancHa OMOHATHYHOCT M HAMAJIABAHC HA CTCIIEHTa Ha abcopOumATa
py NMOBKLIABAHC HA J03aTa.

dapmakokMHeTHYHATA BapUabHIHOCT HA pUBapOKCcabaH ¢ yMEPEHa ¢ BAPUMpPaHE MEXIY OTHE
nauneHTH (CV%) B naTepBana ot 30% ao 40%..

AbGcopbumaTa Ha puBapokcadaH 3aBHCH OT MACTOTO HA HCMOBOTO OCBODOXKNABAHE B CTO
ypesHHA TpakT. Chobasa ce 3a 29% u 56% namaneHue Ha AUC 1 Crax B CpaBHEHUC C agl

KOraTo rpaHysjiaT pyBapokcabaH ce o0cB0o00XKaaBa B IPOKCHMAIIHUTC OTAECAH HA TBHKHTC
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Excno3uuuaTa cc HaMansea JOMBIHUTENHO, KOraTo puBapokcadaH cc ocsod0X1aBa B JUCTAITHUTC
OTACAH HA TBHKHUTC YCPBa MM BBB Bb3X0AAWOTO Acdeno 4epBo. [To ta3u npuunHa tpadBa j1a ce
1304rBa NPHNOKCHNETO Ha pUBapoKkcadaH AUCTANHO OT CTOMAxa, ThH KATO TOBA MOXKE Na TIOBCAE 10
HamasncHa abcopbuusa H CbOTBETHO CBBP3aHa CKCNO3HLIKMA HAa pHBapoKcadaH.

buonannuHoctTa (AUC 1 Cha) € 6una cpasHimMa npu 20 mg pyBapokcadas, NpHIoXKeH MEpPoOpaHo
KaTO HaTpolucHa TabncTka, pazMeceHa B S0BIKOBO MKOPE, HIAH CYCIICHAHPAaHa BbE BOJA H NPHJIOKEHA
Npec3 CTOMAllHA COHAA, MOCICABAHO OT TEYHA XpaHa, B CPABHCHUC ¢ usnara tabnetka. Karo ce nma
npcABHA NMPCABHANMMUA, MPOMIOPUHOHAIECH HA 103aTa PapMakOKHHCTUYCH MpogH Ha pUBapoKcabaH,
PC3YATATHUTC 3a OKOHAJIMYHOCTTA OT TOBA NPOYUYBAHC BCPOATHO €A MPUIIOKHUMHU 33 [IOHHKABAHE Ha
AO3UTC HA pUBApOKCalaH.

[eduampuvna nonyaayust

JlcuiaTta ca nojgyyuny puBapokcadad Tabnerka UnH nepopanHa CyCHeH3Hs [0 BpCME Ha WK
HEMOCPCACTBCHO CIICA XpaHCHE MM MIPHEM Ha XpaHa U ¢ oOMUaitHa NnopLUs TEUHOCT, 3a Ja ¢
rapaHTHpa HaaeX/HO Jo3UpaHe npu Acua. Kakto npu Be3pacTHUTC, puBapokcadbaH ce abcopbupa
BCAHAra cic/1 NepopanHo NPUIOKCHUE MOA opMaTta Ha TabACTKA WK rpaHy/iu 3a epopaliHa
cycrneHs3us rnpu acuara. He ¢ HabnropaBaHa pasnyuKa HUTO B CKOPOCTTA, HUTO B CTENEHTA HA
abcopOuMsa MCxkAY JiekapcTBeHUTC QOPMH TabNIETKa M IPaHyIIM 3a riepopanyda cycnensus. Jiuncear
OK gaHHW Caca HHTPABCHO3HO NPHUIOKECHHE NPU AELa, Taka 4yc abcomoTHata OMOHAJIMYHOCT Ha
pUBAPOKCa0aH 1pH Acla ¢ HCU3BECTHA. Y CTAHOBEHO € HAMAISBAHC HA OTHOCHUTENHATA ODUOHANUYHOCT
MnpH MOBHILABAILM c¢ 103K (B mg/kg TenecHo Terno), npeanonarauo OrpaHu4YeHHs Ha abcopOumsTa
MPH MO-BUCOKH J03H, JOPH MIPpH MNPHEM 3aCIAHO ¢ XpaHa.

Kcanupra 15 mg tabnerku Tpsadsa na ce npueMa npy XpaHEHE UM ¢ XpaHa (BX. To4Yka 4.2).

PasnpeaciacHue
CBBP3BAHCTO € [JIA3MEHHUTE MPOTCHHU MPH BB3PACTHH € BUCOKO, 0K0JI0 92% 10 95%, Kato
CCPYMHHUAT anbyMHUH € OCHOBHATA CBbp3Ballia ¢ppakuys. OOCMBT Ha pa3IPCAC/ICHHE € YMEPEH C Vs

npudnnsnteano S0 nurpa.

Heouampuuna nonyaayus

JInnceaT JaHHH 3a CBbP3BAHETO HA pHBapoKcabaH ¢ NIa3MCHUTE NMPOTCUHHU, CIICUH(PHUYHHM 3a Aea.
JIlunceat ®OK gaHHu crnea MHTPABEHO3HO MPUIOKECHUC Ha pHBapokcabaH npu acua. ObeMbT Ha
Pa3NpPCAC/ICHUC B CTALMOHAPHO CBCTOSTHUE (VSS), H3UUC/ICH 4pe3 nonynauuodHo PK Moaenupane
npu Acta (Bb3pacTos ananasod 0 1o < 18 roanHu) caca nepopanHo NpuaoKeHue Ha puBapokcadaH,
3aBHCH OT TCACCHOTO TCTIO M MOKE Ja ObJIC ONMCAH ¢ allOMCTPUYHA PYHKUHKA, CBC CPEAHA CTOMHOCT
113 ] npu nnua ¢ tenecHo terno 82,8 kg.

brotpanchopmaums 1 eMMHHUpPAHE
[Ipy Bb3pacTHH, OKOJIO 2/3 OT NpuUOKEHaATa 103a pUBapokcadaH cc nojnara Ha MCTabOMUTHO
pa3rpaXKJiaHe, CC KOCTO NOJOBHHATA CC CIMMUHHpPA npe3 0b0peunTe, a apyrarta NoJ0BHHA — C
dekanuute. [locneanara 1/3 oT npunoxeHaTta Jo3a ce HITBYBA YPe3 AMPCKTHA ObOpedHa excKpeuus
KaTO HCIIPOMCHCHO aKTHMBHO BEILECTBO B YPHHATA, I'NTABHO YpPC3 aKkTHBHA ObOpeUYHa cexpeuy.
Pusapoxkcabasx c¢ merabonmninpa upe3z CYP3A4, CYP2J2 n CYP-He3aBHCHMH MCXaHH3MH.
Pa3rpaxnaHeTo Upe3 OKMCIEHUC HAa MOP(POIIMHOHOBHA PAAHKAN B XHIPOIU3aTa HA AMHUAHHUTE BPB3KH
Ca OCHOBHUTC MpouccH Ha OroTpaHchopMauuda. Ot in vifro H3CNEABAHHA ¢ U3BECTHO, Ye
puBapokcabaH ¢ cyOcTpaT Ha TpaHcnopTHUTE NpoTeUHHU P-gp (P-rnukonportcud) v Berp (nporenH Ha
PE3UCTCHTHOCT HA PaK Ha rnpJara).

HenpoMmcHeHHAT puBapokcafaH € Haif-BaXKHHMAT KOMIIOHCHT B HOBCLIKATA I1a3Ma, 0¢3 1a MMa apyru
OCHOBHH WJIH aKTHBHH LUPKYJIMpaLM METabOIUTH. ChC CUCTCMCH KUpBHC 0Kono 10 Vh
pyBapoKcabaH MOXC Aa ce KMacH(pPHLIHpA KaTO BCIICCTBO C HUCHK KNHpbHC. (e HHTPaBEHO3HO
MPUIOKCHUC Ha 1033 0T | mg CNMMHUHALMOHHUSAT NMOAYKUBOT ¢ 0KoNo 4,5 yaca. (e nepopanHo
MPHIOKCHHUC CIMMHHUPAHETO ¢TABA TIUMUTHPAHO OT CTENCHTA Ha abcopbuns. Enumunupanero Ha
pUBApOKCa0aH OT IUIa3MaTa HacTBIIBA ¢ TEPMHHANCH NOMYXKHBOT OT 3 A0 Y uaca npu Mnaau HHIUB
u ot 11 po 13 4yaca npy nauneHTH B CTAPUYECKA BB3PAaCT.

Heouampuuna nonyiayus
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Jlnncear gaHHM 3a McTabonn3IMa, cricungHudy 3a geua. Jluncear OK gaHuM cael HHTPaBCHO3HO
NpyuaokKeHUe Ha puBapokcaban npu geua. KmspsHaesT (CL), v34dnciicH upes nonyaaunodHo OK
MOZEJIMpaHe Npu acua (BbipacTtos AuanasoH (0 no < 18 roanun) ciica nepopanHo NpUIokKCHAC Ha
pusapokcadaH, 3aBUCH OT TEJIECHOTO TCIJIO0 M MOXKE Aa ObJIC ONUCAH ¢ aNOMETPUUHA PYHKUMS, ChC
cpelnHa cTOHHOCT 8 I/4ac 3a nuue ¢ tenccHo terno 82,8 kg, CpecanuTe rcoMeTpUYHA CTOMHOCTH 32
MOJYKHBOTA Ha aucnosnuus (t1/2), n3uncnesu ypes nonynaurodHo OK moaenupaHe, HaManaBar ¢
HaMaJIABAHETO Ha Bb3pacTta U Bapupart oT 4,2 yaca npy IHOWY 10 npuOAH3HTENHO 3 Yaca npy aeua
Ha BB3pacT 2-12 roauuu v ce noHwkasart 10 1,9 1 1,6 yaca, ch0TBCTHO npy Acua Ha Bb3pact (,5-< 2
roAMHYA 1 No-MasikH ot 0.5 roguHu.

CneuymanHy nonyiaanmy

lHoa

[Ipu BB3pacTHH HE Ca YCTAHOBEHW KIMHHYHO 3HAYMMH Pa3/IMKN BbB (apMaKOKUHETUKATA U
dbapMakoAMHAMKHKATA MEXNY NMaUUCHTH OT MBXKKH M XKCHCKH 1o, EAUH ¢KCIopaToOpeH aHalIN3 He
MoKa3Ba 3HAYUMHU PA3IUYKA B €KCMO3HLMATA HA PHBApPOKCA0aH MOXKAY ACLAa OT MBXKKH H XKCHCKH MO

Tayuenmu 6 cmapuecka evzpacn

[[aumMeHTHTE B CTAPUYCCKA BB3PACT MOKA3BAT NO-BHCOKU MIAa3MCHH KOHUCHTPAIMHU B CPABHCHUE C MO-
MJIaJMTE NALKCHTH CbC CpeaHH CTOMHOCTH Ha AUC okono 1,5 nbTH no-BUCOKH, OCHOBHO nopaau
HaMaJieHus (npuBujacH) oo U 0B0peucH KnupbHC. He ce Hanara kopckiuus Ha jo3ara.

Pazruunu kamezopuu 6 3a6UCUMOCH! OM MEIA0MO

[Tpyu BB3pacTHH NPCKOMEPHH OTKIMOHCHMS B TenecHoTo Terno (< 50 kg nnu > 120 kg) umart camo
MaJIKO BJIMSHHUC BbPXY TUIA3MEHHTE KOHIUICHTPALKMH HA puBapokcadal (nmo-manko ot 25%). He ce
Hanara Kopekuvs Ha no3ara.

[Ipu acua, puBapokcaban cec go3Upa Ha Da3aTa Ha TCJIECHOTO TErJO. EAUH CKCIIOPAaTOPCH aHAIH3 HE
[IOKa3Ba 3HAYUMO BJIMAHHE HA MTOAHOPMCHOTO TEIJIO HIIH 3ATIbCTABAHCTO BbPXY €KCIO3MLIMATA HA
pHBapokcabaH npu acua.

Mesicoyemnuuecku paziuuus

He ca yCTaHOBCHY KNMHMHHUYHO 3HAYMMM MCKAYETHHYECKH Pa3avuvsa NpH NALHEHTH OT CBPOTICHIHATA,
appo-aMEPHUKAHCKATA, JIATHHOAMEPHKAHCKATA, ANNOHCKATA M KUTAHCKATA IPyIY 1O OTHOLICHHE HA
papMaKOKHHCTHKATa H apMaKOAHMHAMHKATA Ha pHBapOKcadaH.

Eavd ekcruiopatopcH aHaNU3 HE MMOKa3Ba 3HAYMMH MEKIYETHHYCCKH Pa3UYUA B €KCIO3HUMATA HA
puBapokcadaH MpH J1cua OT ANOHCKATA, KHTAHCKATa M a3MaTcKaTta rpyny u3BbH AnoHus u Kutad B
CPaBHEHME ChC CHOTBCTHATA OOLIA [1CAHATPHUYHA MOMyNaLKs.

YeproopoGro yepeacoane

Bb3pacTHH NAUMEHTH C LUPO3a H JEKO YCPHOAPOOHO yBpexaanc (knac A no Child Pugh) nposssaBar
caM0 MUHHUMAJIHU NPOMCHH BLB papMakokuHeTHKaTa (cpeaHo 1,2 nbri nosuiiieHuce Ha AUC nHa
pHBAapOKcadaH), KOCTO € NOYTH CPABHHMO CBbC CHOTBETHATA UM KOHTPOJIHA I'PYIA 3JApaBH HHAHBHAU,
[Tpn maumeHTH ¢ UHPO3a N YMEPEHO UepHoapodHo yBpexaane (knac B no Child Pugh), cpcanara
AUC Ha puBapokcadaH € 3HaUMTETHO NOBHLICHA (2,3 TbTH) B CPABHEHHNE CHC 3APABH JO0OPOBOJILIH.
AUC Ha HecBbp3aHaTta ¢ppakums ce nopuinaea 2,6 nbTH. IIpu T¢31 NauMeHTH UMA M HAMANCHO
OLOpeUHO CNHMUHUPAHE HA pUBapoKcabaH, noaodHO Ha TOBA MpPH AUMEHTH ¢ YMCPCHO OBOPCUHO
yBpexKaane. HamMa 1aHHHM OT MalMEeHTH ¢ TCKKO YSPHOAPOOHO YBPCHKIAAHE.

MuxnbupaHETO HAa aKTHBHOCTTA Ha hakTop Xa MpH NAUMCHTH ¢ YMCPEHO YepHOAPODOHO YBpCKAaHE €
MOBULISHO 2,6 NBTH B CpaBHEHHE ChC 3aApaBu godporomin; PT cuuio ¢ yabmkeHo — 2,1 nbTH.
[launeHTHTE ¢ YMEPEHO YEPHOAPOOHO YBPCXKAAHE €A MO-UYYBCTBUTEIIHM KBM pHUBapoKcadaH, KoeTo
BOAM A0 MO-CTpbMHO PK/PD CHOTHOIICHHE Mex Ay KOHIICHTpauusTa u PT.

PupapoxcadaH ¢ NpOTHBONOKA3aH MPH MALKUCHTH ¢ YepHOAPOOHO 3abonsAaBaHe, CBBP3aHO C
KOary/IonaTis 4 KIMHAYHO 3HAYMM PHCK OT KbPBEHE, BKIIOUHTCAHO fTRUMEHTH ¢ uupo3a ¢ Child Pugh

B u C {(BX. Touka 4.3).
JIMcBaT KIIMHWUYHY JAHHU IIPH Jeua ¢ YCPHOAPOOHO YBPEKIaHC.

32




Bvopeuno yepearcoane

[Tpn BB3pacTHH CC HAOIIO/EBA CC YBEIMUCHHC HA CKCIIO3ULMATA HA pUBapoKcadaH yCropeaHo ¢
HamanaBaHe Ha ObOpedHaTa QYHKUMA, M3MEPCHA Ype3 KPCATUHHHOBHSA KIUPBHC. [IpH HHAMBHIM C
ncKo (KpeaTHHHHOB KNUpbHC 50 — 80 ml/min), ymepeHo (kpcaTHHHHOB KaupbHC 30 — 49 ml/min) u
TEXKO (KpCATMHHHOB KITUPBHC 15 — 29 ml/min) Ob0peuHo yBpeKAaHE MIA3MCHUTE KOHUCHTPallMKM Ha
puBapokcaban (AUC) ca ceotBeTtHO 1,4; 1,5 M 1,6 nbTH no-BUCcOKH. CHOTBCTHOTO 3aCH/IBAHE HA
¢apMakoMHAMHYHUTC CHEKTH € No-u3pa3eHo. [1py HHAMBHAHK C JIEKO, YMCPCHO M TEXKO OBOpedHO
YBPCIKAAHE LAJIOCTHOTO HHXHOHpaHE HAa aKTUBHOCTTA Ha (akTop Xa ¢ ¢cboTBeTHO 1,5; 1,9 1 2,0 npTH
NO-CHIHO B CPABHCHHC CBC 34paBu 100poBonun; PT cbmo ¢ yasmkeno — cooreetdo 1,3; 2.2 2.4
nbTH. HAMa JaHHM OT NAaLMEHTH ¢ KPCATHHUHOB KAHPBHC <15 ml/min.

[Topagu BMCOKATa CTEINEH HA CRBP3BAHE C MIA3MCHUTE IIPOTCHHU HE ¢e 0YaKBa pUBapoKcadaH fa
MOXe Aa ObAe OTACACH upe3 Auanusa.

Hec ce npenopbuBa ynotpeda nipy NauxcHTH ¢ KPCATUHHHOB KIMpBHC <15 ml/min. PuBapokcaban
TpsAbBa Ja c¢ U3MOJ38a BHUMATCIIHO MPH MAUHCHTH ¢ KPEATHHUHOB KIHMPBHC 15 — 29 ml/min (8.
TOouKa 4.4).

JInncBaT KIHMHUYHY JaHHH OPK AcLA Ha | roauHa WIM NMO-TOJICMH C YMEPEHA WM TEKKa CTCIICH Ha
6B6pcuHO yBpekaaHe (CKOPOCT Ha rioMepyiHa puarpanus < 50 ml/min/1,73 m?).

PapMaKOKHHETHYHY JAHHH I1PH [MALUHEHTH

[Ipn naumeHTH, nony4dasaiiy pusapokcadan 3a nedenue Ha octpa apiboka sevosda Tpomboia (JBT)
20 mg cAMH I'bT AHCBHO, CPpEAHATA FrCOMETPUYHA KOHUEHTpauus (90% nporioscH uurepean) 2 - 4
qyaca U 0KoJ0 24 yaca cneJ npyUcM Ha a03a (MprOMU3NTENHO NPCACTABIABALLIM MaKCUMa/IHaTa H
MHHHMANHATa KOHUCHTPAUUKU [1IpC3 BpEME Ha 1030BUA UHTEPBAIN) € CHOTBCTHO 215 (22 - 535) n 32 (6-

239) mcg/l.

[Tpy ncanarpuunu naupedTd ¢ ocTbp BTE, nonyyapaiiv pusapokcaban ripy no3a, KopurupaHa
CIPAMO TEASCHOTO TErJI0, BOACUIA A0 SKCNO3uuMs, noA0OHA Ha Ta3W NpH Bb3pacTHU nanucHTH ¢ JIBT,
MoJyyaBallll JHEBHA 1034 20 mg ¢IMH BT ZAHCBHO, CpeAHaTa rcOMETPHYHA CTOHHOCT Ha
KOHUCHTpAUUMHUTS {MHTCpBAN 90%), NOAYUYCHU [IPY BPEMCBUTC HHTCPBAJIM HAa B3CMAHE Ha NMpodUTE,
APC/ICTABNABALLIM NPUOTUZUTCIIHO MAKCUMAJTHUTE

U MUHHUMAaJHUTC KOHLCHTPALIMH 110 BpEME Ha N030BHs HHTCpPBAs, ca 0600LIcHu B Tabnnua 13.

Tadaunua 13: O600wena crarucTka (cpeana croiHOCT (90% uHTepBa/)) HA NAAIMEHHTE
KOHUEHTPALUUH HA PUBAPOKCADAH B CTAUMOHAPHO CbeTORHHE (mcg/l) ciopen pexxuma Ha
N03HpAHE H Bb3pPacTTa

BpemeBu

MHTEpPBAIU

BEIHDBK N 12 <18 N [6-<12

NHEeBHO roAMHU rOAHHHK

2.5-4 yaca

ciacn 171 | 241.5 24 | 229.7

NpujtaraHe (105-484) (91,5-777)

20-24 yaca 151 | 20,6 24 | 159

C/ICR MPUIAraHe (5,69-66.5) (3,42-45.5)

ABA NIBTH N 6-<12 N 2-<6 0,5-<2

THEBHO rOAHHH roJJHHH rOIHHH

2.5-4yacacnen | 36 | 1454 38 | 171.8 n.c.

TIpUJIaraHe (46,0-343) (70,7-438)

10-16 yaca 33 | 26,0 37 1222 10,7

CJICA npHIaraHe (7,99-94.9) (0,25-127) (n.c.-

n.c.)

TPU ILTH N 2-<6ropmiu | N | Ot 0,5 -<2

JHEBHO paxKaaHeTo - roayMHU
< 2 roaAuHMN
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-< 0,5
roaAHHH
0,5-3yacacnca | 5 164,7 25 [ 111,2 13 1143 12 | 108,0
npuUnaraHe (108-283) (22,9-320) (22,9- (19,2-320)
346)
7-8 yaca cien 3 33,2 23 | 18,7 12 1214 11 | 16,1
pUiaaraHe (18,7-99,7) (10,1-36.5) (10,5- (1,03-33,6)
65,6)

n.c. = He ¢ u3uucacHo (not calculated)
CroiHocTy 1oj J0JHaTa FpaHHLA Ha KonHUucCcTBCHO onpeacisHe (lower limit of quantification,

LLOQ) ca 3amecrenn ¢ 1/2 LLOQ 3a u3uncnenuero Ha ctatucTHcTHKaTa (LLOQ = 0,5 mcg/l).

Bpbika hapMaKOKMHETHKA-QAapMAKOAMHAMMKA

Bpuikarta ¢papmakokmHeTHka-papMakogiHamuka (PK/PD) mexay nnazMeHata KOHUCHTpaLUMs Ha
puBapoKcabaH M HAKOIKO papMaKkoJAHRAaMHYHKN KpailHM To4KH (MHXHOHpaHe Ha akTop Xa, PT, aPTT,
Heptest) e npoyycHa caen npuiarade Ha ypoK AManasol ot 1034 (5 — 30 mg ABa nbTH Ha ACH).
Bpb3kara Mexay KOHUEHTPAaUMATA Ha PUBAPOKCA0AaH M aKTHBHOCTTA Ha (pakTop Xa Hal-100pe ce
onucea ¢ ERmaxR moaen. [1o otHowieHue Ha PT MOACABT HA JIMHECHHO MPCCUYAHE ONMCBA JAHHUTC
00HMKHOBCHO no-go0pe. HakionbsT Ha KpuBaTa Bapyupa 3HAUYNTENHO B 3aBUCHMOCT OT PazIHUYHHUTC
u3noaseaHu PT pcarenTtH. [lpu n3nonisanc Ha Neoplastin PT, PT Ha u3xoaHO HUBO ¢ 0kosio 13 s, a
HaKIOHBT 0K0JIO 3 o 4 s/( 100 mukporpama/l). Pezyarature ot ananuza Ha PK/PD ot dasza Il u 1] ca
CXO/JHHU C JAHHUTC, YCTAHOBCHM NPH 3APABH HHIUBH/IH,

[ leanaTpyuysa nonyaalug

beionacHocTTa M ¢pUKACHOCTTA HE Ca YCTAHOBEHHM MPH fIOKA3aHUETO NPOQUIAKTHKA HAa HHCYIT KU
CACTCMHA €MOOJIHS NPU NMAUMCHTH € HEKJIAMHO NIPEACHPAHO MBXKICHEC IPY Aelia U IOHOIUH Ha BB3pacT
10 18 roauHm.

5.3 IlpeakanHW4Hu JaHHH 32 De3onmacHoOCT

HexkNMHUAYHUTE JaHHU HE NOKa3BaT 0CO0CH pPUCK 3a Xopa Ha Da3ara Ha KOHBEHUHOHAIHUTE
(hapMaKOIOTUYHMU U3NUTBaHHA 3a 0€30IIaCHOCT, TOKCHYHOCT [PH € AHOKPATHO NMPHITOKEHHUE,
(OTOTOKCHYHOCT, ITCHOTOKCHYHOCT, KAHLCPOrCHEH MOTCHUMAN H KOBCHU/IHA TOKCHYHOCT.

EdckTrTe, HabNMoAaBaHU IPH U3MUTBAHUATA 32 TOKCHYHOCT NIPYM MHOTOKPAaTHO NPHIIOKEHKE, Ca
CBBP3aHY OCHOBHO ChC 3aCHNCHATA (papMaKOAMHAMHYHA aKTUBHOCT Ha puBapokcadan. [1pu nasxose
ca HaOrotaBaHK MOBHLLICHM 1a3McHU HHBA Ha IgG u [gA nmpH HUBA HA CKCOO3WLIMS, CHOTBETCTBALLU
Ha KJIMHHYHHTC.

[Ipn nnbxoBe He ca HabNoaaBaHU ePEKTH BbPXY GEPTHIMTETA NPH MBXXKHTE UITH KEHCKUTE
JKHBOTHH. M3nnTBaHKATA NPH )KUBOTHH ITOKA3BAT PEpoOayKTHBHA TOKCHUYHOCT, CBhP3aHa C
(apMaKOJOrHYHHA MCXaHU3bM HA JIEMCTBUC HA pUBApOKCcabaH (Harp. XCMOPAaruyHH yCJIOXKHCHUA ).
[Ipy nna3sMeHy HUBA, CBOTBETCTBALLM HA KIMHUYHHUTE, ¢a HabmroaaBaHK eMOpHO-(PCTANTHA TOKCHYHOCT
(nocTHMNNaHTalUMOHHA 3aryba, 3afaBeHO/CTUMYAUpPAHO OCHDULIMPAHC, MHOXKECTBCHU OIean
X€IaTaJIHK METHA) U NMOBHUUICHA YECTOTA HA HAl-4eCTO CPCLIAHUTEC MangpopMalMH, KaKTo U
[1alCHTAapHU npoMmcHu. [lpu npe- ¥ MoCTHAaTaNHO U3NHTBAHE Ha LIBX0OBE € Hab/IoaaBaHa HaMaJICHA
BUTAIHOCT HA MOXOJCHUETO OPH 103, TOKCUYHH 32 MalKUTC.

PusapokcabaH ¢ M3CIeaABaH NpH BEHUITHM ITLXOBE NMPH NPOABIKHATCIHOCT HA JICYCHACTO 10 3
MECcLa, C Ha4ano OoT NOCTHATANCH ACH 4, KOCTO MOKa3Ba MOBHUUICHHUC Ha MNEPUMHCYIaAPHA XCMOPars,

KOSTO HE € 3aBMCHMa OT Ao03ata. He ¢ vabiogaBaHo qoKa3aTencTBo 3a crneuudpyuHa TapreTHa OpraHHa
TOKCHYHOCT.

6. OAPMAILEBTUYHH JAHHHU

6.1 CnucbkK HA NOMOIIIHHTE BelllecTBA
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Aopo na mao.iemrama
JlakTo3a MOHOXHApAT
MuKpOKpHUCTaIHA LCyno3a
KpockapMenosa HaTpuH
XHUIIpoMenosa

Hatpues naypuncyngar
Marue3sHneB cTeapar

DurM060 ROKPUMIIE
XHIIpoMEnosa

Tutranos auokcua (E171)
Maxkporon

Xenesen oxcun, uepBeH (E172)

6.2 HecbBMeCTHMOCTH

Henmpunoxumo

6.3 Cpok Ha roaHocTt

2 TOOWHH.

6.4 ChneuuanHu ycJIOBHS HA CHXPAHEHHE

To3u neKapCcTBCH NMPOAYKT HE U3KUCKBA CIICHHAIHN YCOBHA Ha ChbXPaHCHHE.
6.5 Buau coabpxKanue HA ONMAKOBKATA

dunmMupaHute TabneTku ca onakosalu B PVC/Alu bancrepu.

Pasmep na onaxoskara: 10, 14, 28, 30, 42, 50, 98 1 100 ¢punmupanu tadneTkH
He BcHYKH BHIOBH OMAKOBKH MOrarT J1a ObJaT NyCHATH B npoaaxoa.

6.6 Crneuuannu NpeInasHd MepKH NPH HIXBLPJsiHe H padora

HcH3non3BaHHAT JICKAPCTBEH NPOAYKT WM OTNAIBUHHTC MaTCPHAIM OT HETO TpA0Ba 1a ce U3XBBPIAT
B CbOTBETCTBHC C MCCTHHUTE H3UCKBAaHHA.

PazrpouiapaHe Ha TA0NCTKH

TabneTkute pHBapokcabad MOraT aa cc pa3Tpoluar 1 ga c¢ cycnenaupar s 50 ml Boaa u 1a ce
MPHIAraT Npe3 Ha3oracTpalHa COHAA WM CTOMALLHA COHA 3a XpaHeHE clIe]l MOTBbPKAABAHE HA
CTOMAIIHOTO rnocrassiie Ha conjara. Ciaca toBa tppbara TpsadBa Aa ce mpoMue ¢ BojAa. T'pH KaTo
abcopbLHATa HAa pHBapokcabaH 3aBUCH OT MACTOTO Ha OCBOOOXKA1aBaHE Ha AKTHBHOTO BCUICCTBO,
NMPUIOKEHUETO HA pyMBapokcabaH ANCTaTHO KbM cTOMaxa Tpa0Ba Aa cc H304rBa, TbHM KaTO TOBA MOXKC
Ja JOoBeae A0 HamancHa abcopOuMs K O TO3H HaYMH HaMalCHA CKCIIO3MLIHS Ha aKTUBHO BEUISCTBO.
Cneca npuaoKeHHETO Ha HATPOLLEH puBapokcabad 15 mg rabnetka, 1o3aTa TpabBa He3abaBHO na Obac
MOCJAEABaHa OT CHTCPATHO XPAHEHE.

7. INPUTEXATEJI HA PASPELUEHHUETO 3A YIIOTPEBA

Zentiva K.s.

U kabeclovny 130,
Dolni Mécholupy

102 37, Prague 10
Yeika penybnrka
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8. HOMEP(A) HA PASPELLIEHHETO 3A YIIOTPEBA

Per. No: 20200043

9. JATA HA ITBbPBO PA3ZPEIIABAHE/TIOJJTHOBABAHE HA PASPEUHIEHUETO 3A
YIIOTPEDBA

Jlata Ha nepBO paspewiasanc: 12.03.2020r.
arta Ha NoCJIeAHO MOAHOBABAHE:

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

14,12.2023 1.

36




