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Habaxu6 110 Mg TBBPAN KalICyJTH L_{gﬂtj{)_f’::mﬁ Ne .. / Crerretenrnpanneets

Dabahib 110 mg hard capsules

2, KAYECTBEH A KOJIMMECTBEH ChCTAB

Bceska TBbpAa Kancyna ceaepxa 110 mg naburatpan erexcunar (kato Me3unar) (dabigatran etexilate)
(as mestilate).

3a MMbJAHMA CNIUCHLK HA TTOMOILIHUTE BellleCTBa BHXCTe Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

CHHM TBBPIK KancyJiy ¢ pasMep 1, ceaspxaiiy moury 6enu ao 61e00 sKBITH NENETH.

4. K/IMHHUYHHA JAHHH

4.1 TepanesTHYHH NOKA3AHHA

[TbpBHYHa NpeseHMs Ha BeHO3HH TpoMboeMbonuunu cuOnTHsA (BTE) npu BB3pacTHH NALMEHTH,
MOAJIOKEHH Ha IIIaHOBO LIANIOCTHO NMPOTe3npaHe Ha TazobeApeHa cTaBa WM LSJIOCTHO MPOTE3HUPAHE Ha

KOJIAHHa CTABA.

[IpeBeHLHA HA MO3BUYEH HHCYJIT H CUCTEMEH eMOOIH3BM NPH BE3PACTHH MALMEHTH ¢ HEKJIAITHO
npeackpaHo MbxaeHe (HKIIM) ¢ eaun uinu noeeye puckoBH GakTopH, KaTo NMpealecTBaly MO3b4YeH
HHCY/IT WM MPEXOJHO HapYIICHHE HA MO3bYHOTO KpbBooOpainenue (IIHMK); Bw3pacrt >75 roauHu;
CbpAevHa HeNOCTaTRYHOCT (Knac o NYHA >II); saxapen auaber; xuneproHus.

Jleuenue Ha nBGoKa BeHO3HA TpoMbo3a (JIBT) 1 Genoapoben embonnanM (BE), KakTo M npeBeHLMs Ha
peunausy Ha JIBT u PE npH Br3pacTHH naLHEeHTH.

Jleyenne Ha BTE u npeBeHums Ha peunpusupaiy BTE npu neauaTpHyYHU NALMEHTH OT PAXIAHETO O
nox 18-roaMiitHa BB3pacT.

3a ¢bobpa3eHu ¢ BB3pacTTa A030BH (POPMHM BIDKTE TOUKa 4.2,

4.2 JI03HpOBKAa H HAYHH HA NPHJIOKEHHE

Ho3upoBka

Habaxub Moxe ia ce H3MON3Ba NPH BH3PACTHH U MENHMATPUHHH MALUEHTH Ha 8-TONMIIHA B
MO-rojIeMH, KOUTO Ca CIIOCOOHM Ja NOTTbINAT KanCyIHTe LieNH.

KoraTo ce npeMuHaBa OT €AHA JIEKAPCTBEHA (OpMa Ha APyra, MOXKe [1a € HeoOXoauM
posarta. [lozara, moco4eHa B TabJKLIaTa 3@ JO3HpAHE 32 CHOTBETHATA JIEKAPCTBEHA (b
MpeinucBa Bb3 OCHOBA HA TEJIECHOTO TErJIO M BH3PACTTA HA IETETO.



[IpenopbunTeHHTE 103K JaOHraTPaH ETEKCHMAT U MPOXLDKUTETHOCTTA HA TEPANMATA 33
ITbpBHYHA MpeBeHIMA HA BTE mpu oproneauuna Xxupyprig ca nokasanu B Tabnuua 1.

Tabnuna 1: IIpenopLkH 33 A03HPOBKATA H HNPOALDKATEIHOCT HA TEPANHSTA 32
TbpBHYHA npesennnn Ha BTE npr oproneanuna xapyprus

il

Hagano Ha Hopgbppxkama | Ipoancxarensoct
JIe9I€HHETO B ZeHd HA | 2034, | HA OPRICKEHHETO
ONepANHATA, NPHJIOKEHHETO | HA NOATLPKAMATA
1-4 uaca caen HA KOATO 4038
| 3aBbLpmIBAHE HA 32M04BA B
OINE¢PANHATA DbLPBHA JeH -
chen
OHEPARMATA
[TaimenTy cnen IwiaHoBo 220 mg
NMPOTE3HpaHE Ha KOJISHHA CTABA AabuTaTpaH 10 e
TlaumeHTH cien MIaHOBO | enna kancysma ot CTCKCHIIAT, o ]
npoTe3npaHe Ha Tazobenperna craga | 110 mg naburarpan BEAHBK JHEBHO,
CTEKCHIaT ITPHETH 10N ' 28-35
¢opMara Ha =5 1M |
2 KaIcyJH OT
| _ _ | _ _ 110 mg
Upenopnysa ce RAMAARRAHE HA .
deiama
[TanenTH ¢ yMepeHo 6B0peuno
YBpeXaHe (KpeaTHHHHOB KIIHPBHC | 150 mg ,
(CrCL) 30-50 mI/min) AaburaTpa 10 nau
o — — eTeKcHuaaT (nporesupaHe Ha
[TaipeHTH, KOHUTO MOTy4YaBaT %Hﬂ Kanr;ﬁyna oT BEAHBXK JHEBHO, | KOJIMHHA CTaBa) HIIH
CHITBTCTBAINO BEpanaMHn®, mg /laburaTpaH NpHETH MO 28-35 mHuU
AMHONApOH, XHHHIHH CreKcinat ¢opmara Ha (npotesupane Ha
[MaimenTH Ha WK HaJ 75-roqMinHa 2 Kancymi oT | Tasobezpena cTasa)
BB3PACT 75 mg
—_— -

*IIpu NALHEHTH C ymepeﬂo_ 5’55]}8’-]]10_. ynpexnaﬂ_e Ha CBITBTCTBALLO JICYCHHE C Bepan_amm, BIDKTE
CrieHaJIHH MOy IALHH.

H npH niBaTa BUAa MpOTE3HpaHe, AKO HE € OCHTYPEHa XEMOCTa3a, HAUA0TO Ha JICYEHHETO TpaOBa

Aa Gpe OTNOXKEHO. AKO JISYEHHETO HE € 3all0MHATO B JIeHA Ha onepalmATa, TO TpAdBa Na
3AII0YHE ¢ 2 KalCyJiM BEIHBLK JHEBHO.

QOuenxa na bvbpeunama @ynxyun npedu u no speme na sevenuemo ¢ dabuzampaw emexcwiam

I1pu BerkH malpieHTH 4 0cobeHo B cTapyecka BB3pact (>75 romunn), Thi kaTo 656peunoTo

yBpeKaaHe MOXKe Ia € YeCTO CPELIaHO B TA3H Bb3PacToBa Ipyra;

. [1pemn 3anovBane Ha neveHHe ¢ naburaTpaH eTekcwiat 6s6peunaTa GpyHKuMs Tpa6Ea a
OBbae oueHeHa Ype3 HITHCIABAHE HA KPeATHHHHOBHA KTHpBHC (CrCL), 3a a ce Makmouar

MALHeHTH C TeXKO ObOpeuno yBpexnate (T.e. CrCL <30 m)/min) (Bx. Touxw 4.3,
5.2).




MeToneT, KoiiTo TpabBa Aa ce W3MON3Ba 3a oueHka Ha 6L6peunara ¢pynxums (CrCL B mUmin), e
MeTonsT Ha Cockeroft-Gault,

lIponycnama doza

IlpenoperBa ce 1a Ce MPOAB/IKH C OCTAHAIINTE eXKeJHEBHH A03M NabHraTpaH eTeKCHIaT 110 CHIIOTO
BpEM€E Ha C/IeIBAUIHS JEH.

He Tpa6Ba na ce npuema mBoitHa 11033, 32 Ja c€ KOMIIEHCHPAT POITYCHATHTE HHAMBHAYAIHH O3H.

lIpexpamasane na npuema na Oabuzampar emexcunam

Jlewennero ¢ mabMraTpa eTekCHnart He TpsAGea 1a ce npexnscpa 663 nexkapek cpBer. IalmenTaTe
Tpa6Ba na 6bAAT HHCTPYKTHPAHH Jia C& CBBPXKAT C JIEKyBAIMA JIEKap, aKO Pa3BUAT CTOMAIIHO-YPEBHH
CHMITTOMH, KaTo JUCTIeNcud (BxK. Touka 4.8).

IIpomana na neuenuemo

IIpemMuHaBaHe OT JieueHHe ¢ abHraTpaH eTeKCHIAT KbM MapeHTepaIcH aHTHKoaryaasT: IIpenoprusa ce
M3YaKBaHe OT 24 yaca ciel Noc/ieAHaTa [03a [IPeIH NPEMHUHABAHE OT naburaTpaH eTeKCHIaT KbM
NapeHTEpaNeH AHTHUKOAIYJIaHT (BXK. ToUKa 4.5).

IIpemMuHaBase oT ieueHHe C NapeHTEPAICH AaHTHKOAIY/JIAHT KbM JabHTaTpaH eTeKCHJIAT:
[TapeHrepanHusT aHTHKOArYIaHT TPAGBA A1a Ce MIPEKBCHE H J1a ce 3amoYHe AabHTaTpaH eTeKCHIaT

0-2 yaca npeau 4aca, HA3HAYCH 32 MPHEMAHETO HA CNIEJBALIATA 1034 OT ATTEPHATHBHOTO JIEKapCTBEHO
CPEACTBO, HITH IIPH NPEKPaTABAHE HA JICYCHHETO, B CITyHait Ha HEMpeKbCHATO JICYSHHe (Hanp.
He(paKLHOHHUpaH HHTpaBeHo3eH xenapud (HOUBX) (Bx. Touka 4.5).

Creyuaanu nonyiayuu

bvbpeuno yspesxcoane

JleueHHeTo ¢ NaOAraTpaH eTeKCHNIAT NPH MAIHeHTH ¢ Texxo 6s6peqno yspexaane (CrCL <30 ml/min) e
IPOTHBOMNOKa3aHo (BX. TOKa 4.3).

[1pn naumenTn ¢ ymepeno 6x6peuno yspexaane (CrCL 30-50 mi/min) ce npenopsyea HaMansBaHe Ha
no3ata (BX. TabnMua 1 no-rope u Touxu 4.4 u 5.1).

Cwvnvmemsawya ynompeba na 0abuzampan emexcuram u caabu 0o ymepenu urnxubumopu na P-
2nuxonpomeuna (P-gp), Hanp. aMuodapoH, XuHUOUH Wiy 6ePanamus

Hozara TpaGea na 6bae HamaneHa, KAKTO € NocoyueHo B Tabmuna 1 (8. ChINO TOUKH 4.4 1 4.5). B To3u
CiTy4yaH, 1aOHTaTpaH eTeKCHIAT H TE€3H JIEKaPCTBeHH MPOAYKTH TPAORa 8 G1aaT IPHEMAHH T10 €IHO U
CBILIO BpEME.

I1pu naumeHTH ¢ yMepeHO GBOPEYHO YBpeXaaHe H CHITBTCTBALIO JIEKYBAHHM C BepanaMuwi, A03aTa Ha
naburaTpaH eTeKcuiaT TpaOBa fa ce Hamamm 10 75 mg AHeBHO (BX. ToukM 4.4 1 4.5).

Cmapuecka sv3pacm

I1pn naupeHTH B CTApYECKa BB3PACT >75 rOAMHH Ce MPEOPBLYBa HAMANABAHE HA
no-rope H Touxku 4.4 u 5.1).

Tenecno me2no




Hma MHOTO OrpaHH4eH KIMHHUYCH ONUT C MPENOPBHYUTETHATA JOIMPOBKA MPH MTALMEHTH ¢ TENECHO TEIJIO
<50 kg wnm >110 kg. Kato ce uMaT npeasu HaTHYHUTE KIMHUYHH U KHHETHYHH JAHHH, KOPEKIMA Ha
[03aTa He € HeoOxoauMa (BXK. Touka 5.2), HO ce NMpenophYBa BHUMATEIHO KIHHHYHO HabmoneHue (Bx.

Touka 4.4).

Hon

He ce Hanara xopurupaHe Ha fo3ara (BX. TOYKa 5.2).

Ileduampuuna nonyrayun

Hsama crotBeTHA YNoTpeba Ha naburarpaH eTekcHNAaT B NeAUaTPHYHATA NOMYAAUHS 38 MOKA3aHHETO
TEpBHYHA IMpeBeHIMA Ha BTE npu naumenT!, KOMTO ca GHIM NOI0XKEHH Ha IUTAHOBO HAJIOCTHO
[MpoTe3upaHe Ha Ta300epeHa cTaBa WM LIIOCTHO NMPOTE3HpaHe Ha KONSHHA CTaBa.
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IIpenoprurTenHuTe A03M AaOHraTpaH eTeKCHI
Tabnuua 2.

Tabnuua 2: IlpenopbKH 32 JO3HPOBKATA
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aT npu nokaszaHMaTa SPAF, JIBT u BE ca nokazauu B

npe SPAF, BT = BE

[IpeBeHLMA HA MO3BYEH HHCYIT B CHCTEMEH
eMOOJIH3EM NIPH BB3PACTHH MAaLMEHTH C
HKIIM ¢ eaun wiu nopede pucKoOBH

dakxropu (SPAF)

Ilpenopsbia 33 103HPOBKATA

300 mg paburaTpaH erexcHaT, MpUEMAaHH KATO SXHA
kancyaa oT 150 mg aBa MbTH AHEBHO

JleyeHue Ha ABT u ]::;E, KAKTO M [TPEBEHIHA
Ha peuuauBy Ha JIBT u PE npu Be3pacTHH
naudenTd (JIBT/BE)

300 mg naburaTpaH eTeKCH/IAT, IIPHEMAaHH KATO eHA
Karicysa ot 150 mg nsa meTH AHEBHO, CIEH JIEYEHHE C
nMapeHTepaieH AHTHKOAryJIAHT B MMPOAB/DKEHHE Ha
Hal-MaJKko 5 OHH.

[TaixneHTH Ha BBR3pacT >80 roguHu

JHeBHa nosa 220 mgﬁ-ﬁmmaﬂ €TEKCHIIAT,

ITaLMeHTH, KOUTO MpHEMAT CHITHTCTBAILLO
BEpanaMui

—| npHeMaHa kaTo egHa Karcyna ot 110 mg aea reTH
OHEBHO

Ipabsa oa ce oOCHOK HAMANREGAHE HA
Qozgmag

[aunenTy Ha Bmpacf MEXTY 75-80 romuum

ITarmeHTH C ymepe?c: 6£6petm; yBpexaaHe
(CrCL 30-50 ml/min)

[laumeHTH ¢ racTpwr, e:so«bam_'r WIH
racrpoesogareaneH pediyke

TpaGea na ce u3bepe nHesHa 103a 300 mg wim 220 mg
nabHraTpaH eTekcuiar, 6asHpaiiku ce Ha

WHAWBHIYA/THATA OLCHKA Ha TPOMOOEeMOOIHIHIS PHCK
H PHCKA OT KbpBEHE

Apyr1 nauMeHTy ¢ NOBUIIEH PHCK OT
KBPBEHE

3a ,I[BT/BETpenﬂpLKaT_a 34 MPHJIaraHe Ha ng ,uaﬁnr_;[pan mErmar, MpHEM

karicyna ot 110 mg nBa ITETH IHEBHO, Ce OCHOBABA HA (PAPMAKOKMHETHIHH H hapNa NUHA




B ciryyaif Ha HEMOHOCHMOCT KbM NaOHraTpaH eTeKCHIAT nalMeHTuTe TpA0Ba fa ObaaT HHCTPYKTHPaHH
1a Ce KOHCYATHPAT BeHAra C JEeKyBaiua CH JieKkap, 3a Aa Obae nNpeanpHeTo NPHEMIHBO AITEPHATHBHO
JICHEHME 33 NIPEBEHLMA HA MO3BYEH HHCYJIT H CHCTEMEH eMOOIHM3BM, ACOLIMMPAHH C PEACHPIHO
MBXAeHe, WIH 3a [IBT/BE.

Oyenxa na bvbpeunama Qyuxyus npedu U no epeme Ha Aevenuemo ¢ dabuzampan_emexcuiam

[Ipu BCHUKH MAKMEHTH ¥ 0COOCHO B cTap4ecka Bb3pacT (75 rogMuH), Thi KaTo 6E0peYHOTO YBpeXKIaHe
MOJKE IIa € YECTO CPEIIaHO B TA3H BB3PACTOBA IpyTIa:

e [lpenu 3amousaHe Ha nedyeHHe ¢ naburaTpaH erexcuwnar OpOpeuHara QpyHxuKa TpAOBa fa Obae
OLICHEHA Ype3 M3YHCIABAHE Ha KpeaTUHHHOBHA KIMPBHC (CrCL), 3a na ¢ce H3KMOMAT NalHeHTH ¢
Texko 6B0peyHo yspexaane (1.e. CrCL <30 ml/min) (8x. Touxu 4.3, 4.4 u 5.2).

e buOpednara ¢pyHximMa TpaOBa na 6bae oleHeHa ChIUO M IIPH CHMHEHMA 34 BICUIABAHE Ha
OBOpeyHaTa GpyHKIHS MO BpeMe Ha ledeHHeTo (HaNp. XUNOBOJIEMHA, ASXUAPATALAA, ¥ NIPH
CHITHTCTBALNA YNOTpeba Ha HAKOU NEKAPCTBEHH IIPOAYKTH).

JONBJIHHTETHH H3UCKBaHUA IIPH MTALMEHTH C JIEKO JI0 YMEPEHO OBOpeyuHo YBpeKIaHe H ITPH NALHEHTH
Ha BB3pacT Haf 75 rOaUHH:

e [Ilo BpeMe Ha nedeHMe ¢ naburaTpaH erekcunar 6r0peunara GpyHkimg TpaGBa na 6nae oneHsBaHa
Hali-MaJIKO €4MH ITbT MOAHINHO MM MO-4eCTO, NMPH HEOOXOAHMOCT, B ONpeAesieHH KIHHHYHH
CHTYAlldH, KOraTO HMa CbMHEHUs, 4¢ On0peuHaTa QyHKINMsS MOXKe 1A ¢e MOHKDKH HITH /1a € BIIOLIH
(Hammp. XHIIOBOJIEMHA, AeXMApaTalys, KakTO H IPY CHITHTCTBAIIA YNOTpeba Ha HAKOM JICKapCTBEHH
NPOAYKTH).

MetoasT, KOiTO TpsabBa Aa ce U3MONIzBa 3a oueHka Ha 66s0peunara pyuxums (CrCL B ml/min), e
mMeToAsT Ha Cockcroft-Gault.

IIpodvaxcumennocm na ynompeba

[IpoABDKHTENHOCTTA Ha yrioTpebaTa Ha naburaTpaH erekcwiat npu nokasaHuata KATIM, JIBT u BE e
noxasaHa B Tabnuria 3

Tabanna 3: IIpoamkHrennsocTt Ha ynotpeba npn KAIIM u IBT/BE

Mokaszanue IlpoabxaTennocT HA ynorpeba

r A .

SPAF JleueHuero TpsOBa Aa € ABATOCPOYHO.

IABT/BE [IpoARDKHTENHOCTTA Ha JiedeHHeTO TPAORA J1a e onpeaens HHAMBUIYATHO CIICA
BHUMATEJTHA OLICHKA Ha I10/13aTa OT JICYEHHETO CHPAMO PHCKA OT KbpBEHE (BXK.
TouKa 4.4).

KpatkocpouHo neuenne (Hali-Maiko 3 mecena) Tpabsa aa ce mpoBexaa NpH
HaJTHYHE Ha NPEXONHH PHCKOBH (aKTOpH (HAIp. CKOPOIIHA XHPYPriuyHa OIepartis,
TpasMa, 00e3BHXKBANE), 4 M0-MPOTBJDKHTEIHO JICUSHHE — NIPH TPaMHM PHCKOBH
¢axropu unm uauonaruusa JBT uau BE.

{Iponycnama o03a

IlporrycHaTa 03a AaOHraTpaH eTeKCHIaT MOXKe Ja ce MpHeMe 1o 6 Yaca npeau cnens&mam DeAITHCaHa
nosa. [1pu no-mManxo or 6 yaca A0 BpeMeTO Ha ClIEABALIMA [TPUEM, MPOMYCHATATA 03¢ INEIRACE
pUeMa.

He TpsabBa na ce npuema apoiiHa 1034, 3a Ja ce KOMIIEHCHPAT IIPOMYCHATHTE MHIHE

o

N
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llpexpamasane na npuema Ha oabuzamparn emexcuram “a
{

&



JleyeHueTo ¢ qaburaTpaH ereKkcwiaT He TpsabOBa aa ce MpeKbeBa Hes nekapckH cbBer. ITaieHTHTE
Tps0Ba na ObJaT HHCTPYKTHPAHH /18 C& CBBPIKAT C JIEKyBAIHs JICKAP, aKO PA3BHAT CTOMANIHO-YPEEHH
CHMITTOMH, KaTo aucrericud (Bx. Touka 4.8).

Ipomana na nevenuemo

[IpeMHHaBaHe OT JICUEHHE ¢ JabHIraTpaH €TEKCHIAT KbM NMAPECHTEPATIeH aHTAKOATYJIaHT:
IIpenopruBa ce H34akBaHe 0T 12 4aca cien nocieaHaTa 103a Npeay MpeMHHaBase oT Jaburarpan
€TEKCHIAT KbM IapEHTepalieH aHTHKOAryJIaHT {BX. TouKa 4.5).

IIpemunaBaHe OT JIEUCHHE C NTAPEHTEPANCH AHTHKOArYJIAHT KbM Ja0HraTpaH €TEKCHIIAT;
llapeHTepalHHAT aHTHKOAryJIaHT TPsA0Ba Na ce MpeKbCHE H Ja Ce 3aN04YHe JaOUTaTpaH eTeKCHIAT

0-2 yaca npey Yaca, Ha3HAYEH 3a IPUEMAHETO Ha CJIEABALIATA 034 OT ANTEPHATHBHOTO JIEKAPCTBEHO
CPEACTBO, WIH IIPH NPEKpaTABaHEe Ha JICUCHHETO, B CIy4ad Ha HEMPEKbCHATO JIeUeHHe (Harp.
HedpakLHoHUpaH HHTpaBeHo3¢eH XenapuH (HOHUBX) (sx. Touka 4.5).

IIpeMiHaBaHe OT neveHKe ¢ abHraTpaH eTeKCHNIAT KbM AHTaroHHCTH Ha BuTaMHH K (ABK):
MomeHTBT Ha 3anousane Ha ABK Tpsaba na ce xopurupa cripamo CrCL kakro cneaga:
e CrCL 250 ml/min, npueMsT Ha ABK Tpsa6Ba na 3amouHe 3 QHU IpeaM NMPeKbCBAHETO HA
naburarpaH eTeKCHIaT
¢ CrCL 230-<50 ml/min, npuemsT Ha ABK TpsaGBa fa 3ano4me 2 MHH Opeay MPeKbCBAHETO Ha
naburarpaH eTeKCHIAT

T'pH kaTo naburarpan eTekcHAAT MOJKe Ja HOBIHAe Ha MEeXIyHAPOIHOTO HOPMATH3UPAHO
ceoTHoweHue (INR), INR me otpasu no-nobpe edexra na ABK enra cien crpadeTo Ha maburatpas
€TEKCHIIAT 3a Ha-Manko 2 muu. Jlotorasa, INR croitHocTHTe Tpa6Ba 1a C€ THIKYBAT ¢ BHHMaHHE.

[Ipemunasase ot geuenne ¢ ABK kM paburarpan eTekcuiar:

Ilpnemst Ha ABK Tpabea na ce npeyctanoBH. JlaburatpaH eTekCHIaT MOXE Ja C€ IIPHJIara BeIHAra
oM INR e <2.0.

Kapduoeepszuo (KAIIM)

[TarmeHTHTe MOraT Aa MPOAB/DKAT NPHEMa Ha NabUraTpaH eTeKCHIIAT 110 BPEME Ha KapAHOBEP3HO.

Kamemvpna abrayus na npedcepono mvucoene (KAIIM)

JIMTICBAT JaHHM 33 JICYEHHETO ¢ JaburaTpad erekcHaar 110 mg 1pa WHTH JHEBHO.

llepxymanna xoponapna unmepsenyus (IIKH) cvc cmenmupane (KAIIM)

[IarMeHTH ¢ HeKIamHO MPEACHPAHO MBXACHE, KOUTO ¢a MoyioxeHs Ha ITKH ¢be CTeHTHpAaHE, MOraT Ja
ObOaT ekyBaHu ¢ NabUraTpaH eTeKCHAaT B KOMOUHALNSA ¢ TPOMOOIMTHY aHTHAIPETaHTH, ClIeH KaTO ce
MOCTHIHE XeMOcTa3a (BXk. To4Ka 5.1).

Cneyuannu nonyiayuu
Cmapuecka sv3pacm
3a IPOMEHH B A03ATa MPH Ta3H NOMyNalMd BroKTe Tabmina 2 no-rope.

Ilayuenmu c puck om xvpeene

ITareHTH ¢ OBHINEH PHCK OT KbPBEHE (BiK. ToukM 4.4, 4.5, 5.1 1 5.2) Tpa6B .
K/IMHUYHO MOHHTOPHPAHH (ClIeieHe 3a PH3HAIM Ha KBPBEHE H aHeMHs). Kopy P e H&:‘,uﬁaamf[ph
fla Op1¢ peLeHo 10 yCMOTPEHME Ha JIEKYBAIIMA JIEKap, CJIe/l OHEHKA Ha CHOTHO e €TO M0M38/piC a
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KOHKpEeTHHA NauneHT (BX. Tabiuua 2 no-rope). Koarynaumuones tect (Bx. To4ka 4.4) Moxe Oa IOMOrHe
32 WICHTHQHULUMPAHE Ha NAIIHEHTHTE C MOBHINEH PHCK OT KbPBEHE, IPUYMHEH OT NPEKOMEpPHA
€KCIO3HLIMA Ha faburaTpan. Korato ce yCTaHOBH NpeKOMEpHa eKCIIO3UIA Ha JaGHraTpaH, pu
MALMeHTH ¢ BUCOK PHCK OT KBPBCHE, C€ MPENOophYBa NpWiaraHe Ha HamaileHa qo3a 220 mg, npuemaHa
KaTo eHa Kancyna 110 mg aa meTH AHeBHo. [IpH nodBa Ha KIMHMYHO 3HATHMO KLPBEHE JICUEHHETO

TpaOBa [a ce MpeKbCHeE.

[lopanu MOBHIIEHHMA PHCK OT CTOMAIIHO-YPEBHO KbPBEHE IIPH NALMEHTH C FAaCTPHT, €30(hariT Wi
racTpoesodarvaneH pediykc Moxe Ja ce 0OMHCIIM HaManABaHe Ha /103aTa (Bxk. TabiHlia 2 no-rope u
TOYKA 4.4).

bvbpeuno yspeoscoane

JleyeHHeTO ¢ NabMraTpaH eTeKCHIAT IPH NALHEHTH ¢ Texxko O6peuro yepexnane (CrCL <30 m/min) e
IIPOTHBONOKA3aHO (BXK. TOuKa 4.3).

He e He00x0MMO KOPHTHpaHe Ha A03aTa IIPH MALMEHTH ¢ Niexo 616pedHo yBpeskaaHe

(CrCL 50-<80 mV/min). IIpu nauxenTH ¢ ymepeHa 650peuna neaoctarsusoct (CrCL 30-50 ml/min),
MpenopryMTENHATa 1032 AaburaTpaH eTexcuar e csmo 300 mg, npuemanu xato 1 kancyna 150 mg nsa
ITBTH JHEBHO. Bbnpeku ToBa, IpH NalHeHTH ¢ BUCOK PHCK OT KbpBeHe TpAbBa Aa ce oOMHCITH
HamajsABaHe Ha 03aTa Aa0HraTpaH eTeKcHiIaT no 220 mg, MpHEMaHH KATO eAHa Kancyna 110 mg asa
MBTH AHEBHO (BK. TOYKH 4.4 1 5.2). BHUMATETHO KIHHHYHO HabnoaeHHe Ce IpenopbaBa NMPH NALMEHTH

¢ OpOpeuHo yBpexaaHe.

Cvnemcmeawya ynompeba na dabuzampan emexcunam u caabu 0o ymepenu unxubumopu na P-
anuxonpomeuna (P-gp), Hanp. amuoOapow, Xunudun unu sepanamus

He ¢ HeoOX0AMMO KOpUTHpaHe Ha 103aTa NPH CHITFTCTBALIO MPUIOKEHHE ¢ AMHONAPOH WIH XUHHIMH
(Bx. Touku 4.4, 4.5 1 5.2).

[Ipenoprusa ce HaMansBaHe Ha JO3ATA MPH NALMEHTH, KOMTO MPHEMAT CHITETCTBAILO BepanaMui (Bx.
Tabirla 2 no-rope ¥ To4kH 4.4 1 4.5). B TakbB ciydaii 1aGHraTpaH €TEKCANAT M BEpAIIaMMIT TpsOBa Aa
C€ IpUEeMAT IO €XHO H CBINOC BpeME.

Tenecrno meano

He ce Hanara KopurupaHe Ha Jo3ara (BX. TOUKA 5.2), HO CE IPETOPHYBA BHUMATEIHO KTHHHIHO
Hab/moneHKe NPH NALHEHTH C TENeCHO Terno <50 kg (Bx. Touka 4.4).

fion
He ce Hanara xopurupane Ha no3ara (Bx. Touxa 5.2).
[Teouampuyuna nonynayus

Hama cboTBeTHa ynoTpeba Ha 1aGHraTpaH eTEKCHIAT B NEMATPHYHATA NIOMYJIALMA 34 I0KA3aHHETO
MPCBEHIIMA Ha HHCYIIT H CHCTeMEH eMOOIH3BM NpH nauueHTH ¢ HKTIM.,

Jeuenue na BTE u npesenuun na peyuousupasuiu BTE npu neduampuunu nauue

I1pu neverne Ha BTE npu neuaTpHYHKM NAUMEHTH JICUSHHETO TPAGBA [1a Ce 3aM09He ¢
MapeHTepaleH AaHTHKOAryJIaHT B MPOAB/DKCHHE Ha Hak-MaJIko 5 qHH, [Ipu npepeHLMS/f
BTE nevennero tpa6Ba fa ce 3anoqne clie]| MPEAXOIHO JICYEHHE.
AAGEraTpan eTeKCHJIAT KAICY M TPEGBA A2 ce NPHEMAT ABA WLTH JHEBHO, CJTHS
¢/IHA N03a Bedep, MPUOIM3HTENTHO 110 €HO H CHINO BpeMe BCeKH AcH. MHTepBarsT MYNE
Aa € KOJIKOTO c€ MOxe no-01u30 10 12 yaca.



[IpenopbunTenHara 103a AaGHTaTpaH eTEKCHIAT KAICY/IH Ce ONpeelis Bh3 OCHOBA Ha TEJECHOTO TErjIo
M BB3pacTTa Ha MallMEHTa, KAKTO € MOKa3aHo B Tabmuua 4. Jlo3ara TpaGBa Ja ce KOPHTHPA CTIOpeL
TEJASCHOTO TEIJIO M BB3PACTTA C HAITPEABAHETO HA JICUEHUETO.

3a KOMOMHALIMHTE TEJIECHO TErJIO M BB3pacT, KOHTO HE Ca MOCOYCHH B TabMnaTa 3a f03HpaHe, He MOraT
Na ObpaaT XaleHH MpenophLKA 3a JO3UPAHE.

Tabnana 4: Eausuunsa g o6me 1HeBHE 103H JaGHraTPaH eTEKCHJIAT, B MEJHIPaMH (mg), cnopen
T€JIECHOTO TErJ10 B KHJIOrpamMu (Kg) m Rp3pacTTa HA NANHEHTA B rOAHHH

| Kom6Guuanns TEJIECHO TerJI0 /BhIPAcT Eanenuas n03a B mg | O6Gma JHeBHA 1033 B

Tenecno Tersio B kg | Bu3pacr B rogunn . mg
11 mo <13 | 8 10<9 _ 75 _ 150 _ |
13 mo <16_ | 8no<l11 110 i 1220
16 o <21 8 1o <14 ] 110 1220 ] ]
21 1o <26 8 1o <16 150 _ 300 )
26 10 <31 | 8 no <18 _J150 300
31 o <41 | 8 no <18 |85 1370 ]
41 no <51 | 8 10 <18 [ 220 - l440 __]
31 mo <61 1 8m0<18 1260 1520 _
6ln0<71 8 10 <18 _1300 _ _ | 600
71 mo <81 _ 8 mo <18 _ 300 . 600 |
>81 _ | 10 o <18 300 1600 _

EAMHWYHU A03H, H3HCKBAIIH KOMOHHAIIMH OT MIOBeYe OT eHA Karcyna:

300 mg: Ise karncymu 150 mg

WIH YETHPH Kancynu 75 mg
260 mg: enHa kancyna 110 mg wnoc exna 150 mg
WK exHa Kancyna 110 mg nimoc ase 75 mg

220 mg: Karo ase Kancysu 110 mg

185 mg: KaTo e/lHa Kancyaa 75 mg mmoc eaqna 110 mg

150 mg: KaTo eaHa kancyia 150 mg

WJIH IBe Kancyqis 75 mg

Oyenxa na bvbpeunama Qyrnxyun npedu u no epeme na reverueno

IIpenn 3anoyBaHe Ha JieYeHMETO TPAGBA 1A Ce ONPEAE/H HAYUCIICHATA CKOPOCT Ha TIIOMEpYJTHA
¢rrrpauns (MCI'O) no popmynara Schwartz (METOABT, H3NON3BAH 3a OLICHKA HA KPEATHHHMHA, TpaOBa
na 6bae NOTBLPAEH OT MeCTHA lafopaTopus).

JleueHneTo ¢ AabHUraTpaH eTeKCHIAT € MPOTHBOTOKA3AHO MIPH NEMATPUYHH NaipeHTH ¢ nCT'P
<50 ml/min/1,73 m2 (Bx. Touka 4.3).

NMaupentr ¢ 1CI'P 250 mVmin/1,73 m? Tpabea na 6b0aT NexyBany ¢ 1038 CHIIACHO TabIMUA 4.
[lo Bpeme Ha nedenuero 6BOpedHaTa yHKINMA TPAOBA Ja Ce OLUCHABA NIPH ONpPeeCHH KITHHWYHH

CHTyalliH, KOraTO HMa ChbMHEHHA, 4¢ OB0peuHaTa QYHKIMA MOXKE Aa Ce NOHIDKH MITH 1A Ce BIIOIMH
(Hamp. XUNOBO/IEMHA, NEXHUIPATALIMA, KAKTO H IPH CHITBTCTBALIA YTIOTpeSa Ha ONpeaeNeHH JTeKapCTECHH

NPOAYKTH H Ap.).

lIpoovaxcumennocm na ynompeba

[Ipons/DKkKTENHOCTTA Ha JIedeHHETO TPAGBA Na ce onpexes HHIWBHIYAITHO B 3aBHC
Ios3a/pHcK.

Ilponycrhama do3a




lIpomycHara mo3a qabMrarpaH eTeKCHIAT MOXKE Aa ce rpHeMe 10 6 uaca npeau ceJBallaTa OpeamHCcaHa
no3a. l1py ocraBaiy no-Manko OT 6 yaca A0 cleABALIHS NpHeM, NPOIYCHATATA 1034 He TpAGBa Ja ce
IIpueMa.

B HuKakbB cyyai He TPAOBA Na ce npHeMa ABoliHAa 033, 3a & Ce KOMITEHCHPAT HPOITyCHATHTE
MHAWBHIYAIHHM JO3H.

Ilpexvceane na nevenuemo c dabuzampan emexcuiam

JleueHueTo ¢ naburarpaH eTeKCHIAT He TpAOBa Na ce npeknepa Ge3 KOHCY TaLus ¢ aekap. [TatmeHTHTe

W OOrpIDKBALIMTE TH JIMLA TPAOBa Aa OLAAT MHCTPYKTHPAHH [a C€ CBBPXKAT C JIEKYBALIHA JIEKAp, KO
NaMEHTHT pa3BUe CTOMALTHO-YPEBHH CHMIITOMH, KaTo JUCHENCHA (BX. Touka 4.8).

Ilpomana na aeyeruemo

HpemunnapaHe ot nevueHHe ¢ abHraTpaH eTeKCHIaT KbM NAPEHTEPAICH AHTHKOAl'Y IAHT:
[Ipenopbusa ce a ce u34aKa 12 4aca cien nocieaHaTa 1032 NpeH NPEeMHHABAHE OT AabuTaTpaH
€TeKCH/IAT KbM MapEeHTEPalieH aHTUKOaryaHT (BXK. Touka 4.5).

IIpeMHHaBaHe OT Jie4EHHME C NapeHTEPaleH aHTHKOATY/IaHT KbM Ja0HraTpaH eTeKCHIAT:
[lapeHTepanHiaT aHTHKOAry/IAHT TPAOBA Aa Ce MpeKbCHE H Oa ce 3anodHe naburaTpaH erekcunar 0-2
Yaca MpeH Yaca, onpeeneH 38 NPWIOKEHHETO Ha NapeHTCPATHHA aHTHKOArYJIAHT, WM IIPH
MPEKPATABAHE Ha JICUCHHETO, B CIy4al HA HEMPEKBLCHATO JICYCHHE (Hanp. HepaKIMOHHPaH
HHTpaseHo3eH xenaprH (HOHUBX) (Bx. Touxa 4.5).

IIpemunaBane oT AeueHHe ¢ fabHraTpaH eTEKCWIAT KbM AHTArOHKHCTH Ha BuTamuH K (ABK):
IlarpreHTrTe TpsiOBa Na 3anouHaT npuem Ha ABK 3 mHM npean npexscBaHeTo Ha NaGHraTpaH eTeKCHIAT.
T'nii kaTo RaburaTpas eTeKCUIaT MOXe Ja MOBAMAE Ha MeXAyHAPOAHOTO HOPMATH3HPAHO
cboTHOLIEHHE (INR), INR e otpasu no-nobpe edexra Ha ABK enpa cnex cniupanero Ha naburaTpaH
CTEKCHJIAT 3a Hai-Manko 2 AHH. Jlotoraea, INR croitHocTiTe Tpa6Pa 18 Ce THAKYBAT ¢ BHUMaHME.

[Ipemunasane ot neuenue ¢ ABK kM nabGuratpan erekcunar:
IIpremsbT Ha ABK Tpatea na ce mpeycranoBu. JlaGuraTpaH eTeKCHIAT MOXE Jia CE MpHIara BegHara
moM INR e <2.0.

HaunH Ha npunoxkeHHe

To3u nekapcTBeH MPOAYKT € 33 NEPOPATHO NPHIIOKECHHE,
Kancynure Morat fa ce ripueMar cbe Wi Oe3 xpana. Karcynure Tpa68a fa ce norreloaT Leim ¢ damma

BOJA, 33 a C€ YJIECHU NOCTHTAHETO UM A0 CTOMAXA.
[lanmenture Tpabea na 6B0aT HHCTPYKTHpAHM Ja HE OTBAPAT KANCYJara, ThH KaTO TOBA MOXKE XA
NOBHILIH PHCKA OT KEPBEHE (BAK. TOYKH 5.2 1 6.6).

[IpH neAMaTpUYHH MALMEHTH NOX 8-rOAMIIHA BH3PACT WIM NPH BH3PACTHH MALMEHTH, KOUTO HMAT
NpobJieMH ¢ MONTBIIAHETO HIIH HE 3HAAT KaK Aa Aa NMONTHINAT, Ha Na3apa ¢a HAIMMHM JPYTH NOIX0ASIIH
34 BB3pPAcTTa JIEKapcTBeHH GOPMH, KATO:

- MaburaTpan erekcunat oGBHTH rpaHy/IH MOXe Ja C€ H3NOI3BAT NPH Aena nox 12-rogumsa
Bb3pacT, aKO Te ¢a CIIOCOOHH Aa MOTTHIAT MEKA XpaHa.

- JlaburaTpaH eTexCHIAT IIpax ¥ Pa3TBOPHTE 3a MEPOpalieH pasTBop TpA6Ba aa ce u3
IIpY Zera Ha Be3pacT nox 1 roguHa.

4.3 IporaBonokazanan

H30poeHM B Touka 6.1
. Texxo Obbpeuro yBpexnane (CrCL <30 ml/min) npu BB3pacTHH NalMeHTH



. HCI'® <50 ml/min/1,73 m? npu neauaTpHYHH NAlHEHTH
° AKTHBHO KITHHMYHO 3HAMHMO KbPBEHE

. Jle3na M CECTOSHHE, KOETO Ce OMPEAE/iA KATO 3HAYHAM PHCKOB (PaKTOp 34 roJIIMO KhpPBEHE.
Toea MoO)ke Aa BKIIOYBA HACTOSALMM MITH CKOPOLIHHM CTOMAITHO-UPEBHH PA3I3BABAHHS, HATHYME
Ha VIOKAYECTBEHH HOBOOOPAa3yBaHHA C BHCOK PHCK OT KbPBEHE, CKOPOIIIHO MO3BYHO HITH
rpeOHaYHO HapaHABaHe, CKOPOLIHAa MO3bYHA, PHOHAMHA WIH OUYHA XUPYPIrHIHA HHTEPBEHIHS,
CKOpOIIIHA BETpEeUEpErHa XeMOparua, H3BECTHH HIIH BEpOATHH BapHLid Ha XpaHOMPOBO/Ia,
apTePHOBEHO3HM Man(popMalliK, ChAOBH aHEBPH3IMH WIH rojieMH BETPerps0HaAYHHM WIH
BbTPEMO3bYHY CHACBH AHOMATHH

° CBIBTCTBALLIO IEYCHHE C HAKOM APYIH AHTHKOATYJIAHTH, HAIp. HeQpaKLMOHHPAH XenapHH
(HOX), xerniapuHH ¢ HHCKO MOJIEKYJIHO TervIO (€HOKCATIApHH, JATTENApHH M Ap.), IPOH3BOIHM
Ha xenapuHa (GoHIanapHHYKC M Ap.), AHTHKOArYJIaHTH 33 NEPOPATTHO NPHIOKeHHe (BapdapHH,
puBapokcabaH, anukcabaH v ap.), ocBeH B cieMudHK yeiioBua. ToBa ca ClIyJadTe Ha
NMpoMAHa Ha aHTHKOAryJIAHTHOTO JieueHHe (Bx. Touka 4.2), xoraro HOX ce npunara B 1o3m,
HeOOXOMHMH 32 MOJUIEPIKAHE HA OTBOPEH LICHTPAalICH BEHO3EH HITH apTePHAICH KATETHD, H/IH
korato HPX ce nmpwiara nmo BpeMe Ha KareTbpHa abialud MpH NPEAChPIHO MBANCHE (BK.
TOYKa 4.5)

° YeproapobHo yBpexxaaHe Wi sepHoApoOHO 3a60BaHe, 3a KOETO Ce OYAKBA 714 HMa
OTpaKeHHE BBPXY MPEKHUBAEMOCTTA

. CBHITBTCTBALLO JICYEHHE CHC CCAHHUTE MOIIHH P-gp HHXMOMTOPH: KeTOKOHA30, IMKAOCTIOPHH,
HTPAaKOHA301, IPOHEAapOH H KOMOHHAUMATA ¢ PUKCHPAHM JO3H [VIEKAIIPEBHP/ THOPEHTACBHD 34
CHCTEMHO MpPWIoKEeHHE (BX. TOUKaA 4.5)

o CrpaeyHH KJIanHy IpOTe3x, H3HCKBANIM AHTUKOATYJIAHTHO Jieuenne (BkK. Touxa 5.1)
44 CneunajHm DpeaynpexIeHHAs H NpeANa3HA MEPKH npH ynorpeba

XeMOparuicH pucK

Haburarpan erekcunat Tps6Ba Aa ce nmpuwiara ¢ NOBHINEHO BHUMAHKE MPH CHCTOSHHS C IOBHINCH
PHCK OT KBPBEHE HIM IPH CBHITBTCTBAIA YIOTpeOa Ha JIEKAPCTBEHH MPOXYKTH, MORTHABALIH
XeMOCTasaTa ypes HHXuOHpaHe Ha TpombolmTHaTa arperaus. [To BpeMe Ha TepanmMaTa KEpPBEHe
MOJX(e JIa C¢ MOABH HaBCAKb/C. [IpH HeodaksaH cnaj Ha xeMOrnoOHHA H/HITH XEMATOKPHTA, HJIH CIiaj
Ha KPBBHOTO HajdraHe, Tpabpa ja ce W3BBLPIIM Nperiiell 3a YCTAHOBIBAHE MACTOTO HAa KhPBEHE,

[Ipy BB3paCTHH NALKEHTH B CITyYaH Ha XKUBOTO3ACTPAIABAIIO HIH HEKOHTPOIHMPAHO KbpBEHE, KOraTo
e HeobxoauMO 630 HEYTPATH3HpaHe Ha AHTHKOATYJIRHTHHA ¢eKT Ha AaburarpaH, MOXke Jia ce

H3M10/13Ba CTICUHPUIHOTO HEYTPATU3HPAIIO CPEACTBO HAApyLH3yMab.

E¢uxacHocTTa M He30MacHoCTTa Ha HAapyLM3yMal He Ca YCTAHOBEHH IIPH NeTHATPHYHH NaLMeHTH.
Haburarpan Moxe na OBae OTCTpaHeH OCpeACTBOM XeMoauanu3a. IIpH Bp3pacTHH NAlMeHTH ca
BB3MOXKHHU APYTH ONUMH KATO KH3IMOJI3BAHE HA MPACHA LsU1a KPbB HJIH MPACHO 3aMpa3eHa fU1a3Ma,
KOHLEHTPAT Ha KOAryJalMOHHU (aKTOpH (aKTHBHpPaH WIH HEAKTHBMpPaH), peKOMOHHaHTeH ¢aKTop
Vlila unu TpoMOoLTHA Maca (BxK. CBIIO TOuKa 4.9).

B KIMHHYHH H3IMTBAHMA AabHraTpaH eTeKCHIAT Ce CBBP3Ba ¢ NI0-BHCOKM HHBA Ha rOJIIMO CTOMAIITHO-
ypeBHO (CY) xppBeHe. [TopHineH puck e HaGMONABAH MPH NMAIMEHTH B CTAPYECKA BH3PacT

(=75 roovHu) pu cxeMa Ha npriarade 150 mg aBa meTH AHEBHO. JIpyTH pucKOBH (akxTopH (BX.
CHILO TAOMHIIA 5) BKITIOYBAT €JHOBPEMEHHO JICHeHHE C MHHXHOHTOPH Ha TpoMGOLIMTHATA arperalpid,
KaTO KAOIMHMAOTPEN H aLCTHICATHIIMIOBA KHCeNHHA (ACK) WIH HECTePOHIHH ITPOTHBOBB3NATHTETHH

Pucxoeu haxmopu

Tabnuua 5 0606wasa paxTopuTe, KOUTO MOraT 2 IOBHINAT XEMOPArHIHHA PHCK.




Tabanna 5: @axTopH, KOHTO MOTAT JA NOBHIMAT XeEMOPArHYHAS PHCK.

PHCKOBH daxTopH

DapMakoOMHaAMUYHHA H KHHETHYHM (aKTOpH Bs3apacr >75 roauHu
DaKTOpH, KOMTO ITOBHINARAT IUIA3MEHHMTE HHBa | 1 JIaBHU:
Ha 1a0WraTpas * YMepero 060pedHO yBpeKaAaHe IpH

BB3pacTHH naureHTH (30-50 ml/min CrCL)

. Monmu P-gp waxuduropu (Bx. Touxu 4.3
H4.5)

. CBBMECTHO NpHJIaraHe Ha cyiabu 1o
yMmepeHH P-gp paxuburopu (Hanp.
aMMOJIapOH, BepanaMWi, XUHHJIHH U
TUKarpenop, BX. Touka 4.5)

BmpocTeneHHH:
° Hucko renecho Terno (<50 kg) npu
BB3PACTHH NALMEHTH

GapMakoTHHAMHUYHH B3aUMOICHCTBHA (BX. . ACK w gpyru HHXMOHTOPH Ha
TO4Ka 4.5) TpOMOOITMTHATA arperais, KaTo
KIOTIAOIPEIT
HCIIBC
SSRI win SNRI

. JApyru nekapcTBeHH NPOAYKTH, KOUTO
MOTaT Ja HApYIIAaT XeMOCTa3aTa

3aboisBaHMs / npoueaypH ¢ 0cobeH . Bponenn uwnH npunoOHTH HapylleHHd Ha
XEMOpAaru4ieH pUCK KOaryialuara
° TpombouuroneHna unu QyHKITHOHAIHN
TPOMOOIUTHH AedeKTH
o CkopolrHa OHOINCHS WIH FolIaMa TPpaBMa
. bakrepuaneH eHIoKapauT
. Ezodarut, ractpar mnu
ractpoesodareanicH pediykc

CoLIeCTBYBAT OTPaHMYEHHM JaHHU ITPH BB3PACTHH NMauueHTH <50 kg (BK. TOuka 5.2).

CerreTcTRalIATa yrIoTpe6a Ha naburaTpaH eTeKcwiat U P-gp HHXUOHTOPH He € Ipoy4BaHa IIpH
NeAHATPHYHHU NALMEHTH, HO MOXE Ja YBEIIHYH PHCKa OT KbpBeHE (BXK. Touka 4.5).

Ilpeonasnu mepru u 081A0ABAHE HA XEMOPAZUYHUR DUCK

3a OBIAafABAaHE HA YCIIOXKHEHHS ¢ KEPBEHE BIDKTE CHILO TOYKaA 4.9.

Oyenxa Ha CoOMHOUIEHUEMO NOA3W DUCK

Hanuvuero Ha s1e3un, 3abongpanus, MpoueRypH W/HWIH hapMakoaorvdHo jJedenue (kato HCIIBC,
TpoMOouuTHH anTHarperanTH, SSRI u SNRI, Bx. Touka 4.5), KOHTO 3HAUMTENTHO YBEIHYABAT PHCKA OT
FOJIIMO KBEPBEHES, H3HCKBAT BHEMATEIIHA OLCHKA Ha ChOTHOMICHHETO NMo3a/prck. Jlaburarpan

€TEKCHJIAT TPAOBa f1a Ce Z1aBa caMO aKO I10J13aTa HAZTBHINABA PHCKA OT KEPBEHE.

HanuyunTe KNMHAYHM NaHHK 33 IEIHATPHYHH TIANMEHTH C PHCKOBH (aKTOPH, BKITIOTHTET % ‘3@‘ WAR o ’7.?\\..‘

MalUeHTH ¢ AKTUBEH MEHHHTHT, eHIealuT H BETpedepeneH abcuec (Bxk. Touka 5.1), ca o /; ARV e, 2 '*-,.A\\
[Ipu TakuBa nmauMeHTH qabUraTpaH eTeKCHIAT Tpa6Ba fa ce JaBa caMo aKO OYaKBaHaTa rimed | i_g‘jm" ; o fﬁ ]%
HaIBHILABA PUCKA OT KbPBEHE. 3:':: R L‘% '-', W ;‘* .
B f- : I r‘ i) ; .
Buumamenno xnunuvno nabmodenue i >



[IpenopbuBa ce BHUMAaTeHO HabmMoAEHHE 3a MPH3HALM Ha KbPBCHE WIH aHeMHA NIpe3 LSTHA NEPHOA
Ha NedeHHe, 0COGEHO aKo pHckoruTe GAaKTOPH ca KoMOuHMparu (Bx. Tabmila 5 mo-rope). Tpabpa na
ce BHMMaBa OCODEHO MHOTO, KOraTo JabMraTpaH eTeKCHIAT Ce MPHJIara eAHOBPEMEHHO C BEPATIaMul,
aMHOJApPOH, XMHHIMH WIH KIapUTpOMHULIUH (P-gp uHxubuTopH) u 0cobeHo Impu NnosBa Ha KbPBEHE,
Hali-Be4¢ NpH NalMEeHTH ¢ HamaneHa Obp0peuHa ¢pyHKiMA (BX. To4Ka 4.5).

IIpenoprupa ce BHUMATEHO HAOMOACHHE 32 IIPH3HALIM HA KbPBEHE MPH NAIMEHTH, JIEKYBAHH
coirbreTBaio ¢ HCIIBC (Bx. Touka 4.5).

IIpexvceane Ha neyenuemo ¢ oabuzampan emexcuiam

[TaumenTHTe, KOUTO pa3sBUAT OcTpa OBOpevHa HeAOCTATHUHOCT, TPAOBA Ja IPEyCTAHOBAT NPHEMA Ha
naburaTpaH eTeKCHIaT (BXK. ChIIO ToUKa 4.3).

Koraro ce nosABH TE€XKKO KbPBEHE, TpAOBa Aa ce MpeKpaTH JCHEHHETO, Ja ¢e H3CIeABa MPHYHHATA 33
KBPBEHETO H TPH BB3PACTHH IMALMEHTH MOXE J1a ¢ OOMMCIIH MMPHIOKEHHE Ha CIICIMPHIHOTO
HEYTpaIH3UpaLlo cpeacTeo (HaapyumsyMal). E¢uxacHoctTa 1 6e3onacHocTra Ha HaapyuusyMab He
¢a YCTaHOBCHH NPH NequaTpH4HH natMeHTH. aburarpan Moxe 1a Ob4€ OTCTpaHeH NOCPEACTBOM
XeMOIHATH3a.

Ynompeba na ukxubumopu na npomorrama nomMna

Moxe na ce oOMHCIH mpuIoKeHHe Ha HHXHOUTOP Ha npoTouHaTa nomna (PPI) 3a npesexigis Ha CU
KkbpBeHe. [Ipn neauaTpHYHM manmeHTH TpabBa fa ce cieABaT MPeNnophKHTE, OMMMCAHM B KPaTKaTa
XapaKTepHCTHKA Ha MPOAYKTa Ha CHOTBETHHA UHXHOUTOP Ha MPOTOHHATA MOMIIA.

Jlabopamopuu xoazyrayuonnu napamempu

BoIpeky ye TO3H NEKapCTBEH IMPOAYKT 1O MPHUHLMIT HE M3KCKBA PYTHHHO MOHHTOPHpPaHe Ha
AHTHKOArynaluuiaTa, OnpeaesIAHETO Ha CBBP3aHaTa ¢ JaburaTpaH aHTHKOAaryIalMa Moxke Ja 6bae ot
[10J134 33 YCTARHOBSBAHE Ha MIPEKOMEPHO BHCOKa EKCIIO3HIMA Ha NaOUraTpaH NpH HaJAWIHe Ha
AOITBJIHUTEIHH PHCKOBH (akTopH.

TpomMOHHOBOTO BpeMe upe3 paspexxaaHe (TBP), ekaproBoTo BpeMe Ha crcHpBaHe (EBC)
aKTHBHPAHOTO MMapLManHo TpoMOoriacTuHOBO BpeMe (aPTT) Morar na mpeaocTaBsT nojesHa
HH(pOpMalLHa, HO pe3yTaTHTe TpAOBa Na Ce THIIKYBAT ¢ NIOBHIICHO BHHMAHKE ITOpaaH
BapHAOMITHOCTTA MEKAY TecToBeTe (BXK. To4uka 5.1). TecTsT 3a OMnpeAe/aHe HA MEXKTYHAPOIHOTO
HOPMATH3HPAHO CHOTHOLIEHHE (international normalised ratio, INR) He e HanexneH rpH NalMeHTH Ha
JIeYCHHE ¢ NaOUraTpaH eTeKCHIAT M KMa JOKIAJBaHM CTy4aH ¢ GaJlInBO NOJOKHUTEHO TIOBHIICHHE
Ha INR. 3aToBa INR TectoBe He TpaOBa na 6BaaT NpoBexNaHH.

Tabnuua 6 nokaspa Half-HHCKHTE NIPAroBe HA KOaryNaljAOHHMTE TECTOBE MPH BH3PACTHH NALHEHTH,
KOMTO MOTaT Jia OBbJAT CBBbP3aHH C MOBHIIEH PUCK OT KbpBeHe. He ca H3BECTHH CHLOTBETHHTE MPAroBe
IMPH NeAUaTpHYHH NaUMeHTH (BK. TouKa 5.1).

Tabaana 6: Haili-HrCKH nparose HA KOATYJIAIHOHHHATE TeCTOBE NPH BH3PACTHH NALHEHTH,
KOHTO MOTAT Ja ObJaT CBbLp3aHH C NOBHIIEH PHCK OT KhPBeHE.

| Tect (Hali-HHCka CTOHHOCT) _ B [loxazanue
[Tepsuuna npepenida Ha | KATIM u IBT/BE
BTE mpu oproneauuna
T . | onepaims 1 —
TBP [ng/ml] | >67_ ___ 1>200 SR 119 5 N
EBC [x-IT5TH HaZ MOpHATA rpaHHIEA HaMa nanum >3 ‘
Ha HOpMaTa] _ 1 _ |
aPTB [x-mbTH Haa ropHaTa rpanvna | >1,3 >2
Ha HOopMaTa] [ _ ]




INR He TpaGpa na ce He TpaBa na ce npbaema

|_ItpoBexaa _ _ .
Ynorpeba Ha GHOpHHONHTIHYIHN JIEKAPCTBEHH IMPOAYKTH 32 JICYEHHE HA OCThD HCXEMHYEH HHCYAT

Ynorpebara Ha QHOPHHOIUTHYHH NEKAPCTBEHH MPOAYKTH 38 JICUEHHETO HA OCTBP HCXEeMHYEH HHCYNT
MOXe Ja ce 00¢haH, ako croifHocTHTe Ha TBP, EBC wiu aPTB He HaaBHIIAapaT ropHaTa rpaHMLA HA
HopMata (ULN) cnopen mectHuTe pedepeHTHH IpaHHIM.

XUPYPryudHHU ONepaly ¥ HHTEPBEHLIHH

[Tpu nauyeHTH, MpueMalmy AabHraTpaH eTeKCHIAT, KOHTO ¢a MOJTOMNEHH HA XMPYpPruyHa
HHTCPBCHIMMA WIH HHBa3HBHH MPOLS/YPH, CHIIECTBYBA PHCK OT KbpBeHe. [1o Tasu npuamna
XUPYPTUTHHTE HHTCPBEHLIMH MOTAT Jd HAJIOXKAT BPEMEHHO MPEKPaTABaHE Ha MPHEMAHETO HA
naburaTpaH eTeKCHIaT.

[laipseHTHTE MOTaT I3 MPOJXWDKAT NMpUeMa Ha JabHraTpaH eTeKCHNAT, KOraTo ¢a MOIOKEHH Ha
KapaxHoBep3Ho. JIMNCBAT AaHHM 34 IeYeHHeTO ¢ naburarpan etekcunar 110 mg 18a METH AHEBHO NpH
MaLHEeHTH, KOUTO Ca NOUI0KEHH Ha KaTeThpHA abNallMa Ha NIpeAchpAHO MbxKACHE (Bx. TOuKa 4.2).

HeobxoquMo € nosMiIeHo BHUMaHKe, KOraTo JICYEHHETO BPEeMEHHO ¢e MPeKpaTy Nopaau
MHTEpBEHLIMH H C€ NMPENIOPBYBAa MOHHTOPHpaHe Ha aHTHKoaryaauusTa. [Tpu nauvenT ¢ 656pedna
HEOCTaTHPYHOCT KIHUPHHCET Ha JabUraTpaH Moxe Aia MPOXB/DKH NO-TWIT0 (BXK. Touka 5.2). Toea

Tps0Ba Aa ce B3eMe MPEIBHI ITPpeH BCAKa Nponeqypa. B Takupa ciryyan koaryialmHoHeH TecT (B,
TOUKH 4.4 1 5.1) MOXe 1a NIOMOTHE Jia C¢ OIpeeH AalH BCE OLIE HMa HAPYIIeHHE Ha XEMOCTa3arTa.

Crewnu xupypeusnu onepayuy wiu HeOMioHCHU npoyedypu

IlpremMsT Ha naburaTpan eTekcuar Tpabea na Obae BPEMEHHO NMpeKpaTeH. AKO € HeoBXoaUMo G1p30
HEYTpalH3NpaHe Ha AHTHKOATY/aHTHUA edeKT, MOXKe Ja ce H3MOI3Ba cnelHpUUHOoTO
HEYTPaTH3MpaIlo CPEACTBO Ha AaburaTpaH (aapyumsyMat) 3a Be3pacTHM nalumenTd. EdukacHocTTa
M De30MacHOCTTa Ha WAapyLM3yMab He ca YCTAHOBEHH IIPH NEAMATPHYHY MalidenTH. JJabHrarpas
MOXe Ja OBAe oTCTpaHeH MOCPEACTBOM XeMOAHAIH3A.

[1pu npeycTaHOBsBaHE HA TEpAIKATa C NAOHTATPaH NALMEHTHTE Ca HANOKEHH Ha TPOMGOTHYEH PHCK,
CBBP3aH ¢ OCHOBHOTO UM 3a0oiaBaHe. JleweHneTo ¢ xaOUTATpaH eTeKCHIAT MOXKE 1a Ce Bh30OHOBH
24 yaca ciiel IpWIOKEHHE Ha HAapyuM3yMal, ako MAIMEHTET € KIMHHYHO CTaOH/IEH M € IIOCTHIHATA

aJICKBATHA XEMOCTaz4a.

AUpYp2uNHY ONEPAYRU/ UHMEPBERYUU BPU ROOOCIPY CHCMORHUA

[TpueMBbT Ha nabHuraTpaH erekciaT TpAGBA BpeMEHHO a ce mpekpatu. 1o BB3MOKHOCT,
XHPYPruYHAaTa onepals/dHTepBeHIHA TpA0Ba 1a ce OTN0XKH [0 H3MMHABAHETO Ha Hali-Manxo 12 yaca
Clleq MpHeMa Ha Moc/eHaTa 1032. AKO XMpypPruyHaTa onepaLHs He MOXe Ja Ce OTIIOXKH, ChIeCTBYBa
[TOBHIUEH PHCK OT KbpBEHe. 103H pHCK TPAOBa fla e OLEHH CNIPIAMO CIELIHOCTTA HA HHTEePBEHILMATA.

lInanoea xupypzuuna onepayus

I1py BB3MOXKHOCT, MPHEMET Ha NabHTaTpaH eTekcHIaT TpaOBa a ce IMpeKpaTH Hal-Manko 24
Npean UIBHPIIBAHETO HA HHBA3WBHA WIH XHPYPruuHa npoueaypa. [Ipexparasane mpuema
naburarpas erexcwiaT 2-4 MHH MpelH XHPYPruuHa onepaums Tpa6Ba 1a ce HMa NPENBHA
NALMEHTH C NTOBHIIICH PHCK OT KbPBEHE HJIH B CiTy4al Ha rojisMa OTiepalMs, MpH KOSTO M
HeoOXOAMMa ITBJTHA XEMOCTAa3A.




NMPOUEAYPH MPH BE3PACTHH NALMEHTH.

Tabnuna 7: Ilpasrna 32 npeKpaTaBaHe HA NPHEMA NPe]H HHBAHBHEE HAH XHPYPTrHIHE
NpOoNeAYPH NPH BHIPACTHH NRAKHEHTH

brbpeunHa [Tpubnuzurenex IIpueMbT Ha AaduraTpaH erexcuiaT TpAOBA Aa ce cope
OYHKLHMA MOTY>KHBOT _ Mpeu IUIAHOBA XHPYPI'MYHA ONICpaliis
(CrCL B (1acose) Bucok puck or kbpBeHe Wi | CtaHpapTeH pHck
ml/min) ro/siMa XHpyprua4dHa
oncparma B
280 _ ~ 13 2 IHH NpeaBAPHTEIHO l 24 Haca npeBapHTEITHO
>50-<80 ~15 | 2-3 puu npeasapuTenHo | 1-2 qHM npeaBapHTETHO |
>30-<50 ~ 18 4 NHW TIpeaBapUTEIIHO 2-3 IHW NpeABApHTEITHO
- — {>48 1aca)

[Ipapunara 3a npexpatsBaHe Ha MpHEMa NpeJH HHBA3HBHM WIH XHUPYPIHMHH DpOLEYPH HpH
neJHaTPUYHH NalMeHTH ca 00o0imeH: B Tabmima 8.

TaGuuua 8: IlpaBnaa 3a npekpaTaBane HA IPHEMA NpPeJH HHBAIHBHY HJIR XHPYPrHuHH
NPONEAYPH NPR NeAHATPHYHE NANBEHTH

brOpeuna pyHKLMA | Crivpane Ha nabGuraTpaH nmpeau IIAHOBA XHPYPruyuHa
_(uCTI'® B ml/min/1,73 onepalus . _

>80 . 24 yaca NpeBAPHTETHO .

X0-80 | 2 IHH NPEeABAPHTENHO _ __ |
| <50 Te3u naiHeHTH He ca mpoyuBaHy (BX. TouKa 4.3).

Cnunanna anecmesus/enudypania auecmes W/ AyMOaING nYRKYUA

[pouenypH xaTo CIMHATHA AHECTE3HA HI3UCKBAT ITBIHOLICHHA XeMOCTATHYHA (YHKIIHA.

PUCKBT OT CIIHHANIEH W eMTHIYPAICH XEMATOM MOKe [ ce MOBMIUM IIPH C/Tydal Ha TPABMATHYHH HIH

MHOIOKPATHH ITyHKIIMH H ITPH NPOJBIDKUTENHA yIioTpeda Ha enmuaypatHH kateTpH. Cien
OTCTpaHsABaHE Ha KATEThp TPAOBA Na MHHAT HaM-MaIKo 2 Yaca ITpeaH MPHIOKEHHETO HA ITHPBATA 034

naburatpaH erekcuiat. Te3n DAaIMEHTH W3HCKBAT MECTO HAOMONSHHE 3a HEBPOJIOTHYHM MPH3HALM H
CHMIITOMH Ha CITHHAJICH WIM eIMMAYpAJICH XEMATOM.

Hocmonepamusena paza

Cnen wHBa3MBHATA MPOLESAYPA HIM XHPYPrHUHATA HHTEPBEHLIMA JIEYEHHETO ¢ NAGHraTpaH eTeKCHIAT
TpAOBa fia Ce NOAHOBH/3aNOIHE BEIMOXHO Half-CKOPO, IIPH YC/IOBHE Y€ KIHHHYHATA CHTYaLMA
NO3BOJIABA M UMA a[IEKBATHA XEMOCTA3a.

Heobxomumo e nosMineHo BHHMaHKE NPH MALIMEHTH C PUCK OT KbPBEHE HIIH NALHEHTH ¢ PHCK OT
CBPBXCKCNO3MIMA, 0CODEHO MALMEHTH ¢ HaManeHa 650peuna GyHKiHs (Bik. cbmo Tabmina 5) (Bik.
Touka 4.4 1 5.1).

ITaIMeHTH ¢ BUCOK OMEPATHBEH PHCK OT CMBPTHOCT H C BETPELIHH PUCKOBY HAKTODH 34

TpoMO0oeMOONNYHH cHOMTHA

ChILeCTBYBAT OrpaHMuEHN JAHHH 33 e(pUKACHOCTTA K 6€30NacHOCTTa Ha JaburaTpaH ete
TC3H NMALMEHTH H Nopaay ToBa Te TpAOBa ga ObAaT JIEKYBaHH ¢ MTOBHIICHO BHHMAHHE.

One H Ha InuMKara Ha OepeHaTa KOCT




Hsma nannym 3a ynotpebara Ha fabHraTpan eTekcUar IpH NAIMEHTH, NOWIOKEHH HA OTICpALUS TTPH
dhpaxTypa Ha IKHAKATa HA GegpeHaTta KocT. ClneoBaTENHO JICUEHHETO HE Ce IPENophyBa.

YepHoapoOHo yBpexaase

[TatpeHTH ¢ noBuinenn YepHoApOoOHH eH3uMH >2 ULN ca M3KTIOUEHH 0T OCHOBHHMTE H3TTHUTBAHMA.
HsiMa HanH4eH TepaneBTHYEH OIHT 38 Ta3H CyOnomyalya OT NALMEHTH H CJISAOBATE/HO MPH Ta3H
nomynauus ynorpebara Ha naburaTpaH €TeKCHIAT He ce npenopbusa. YepHoapobGHO yBpeKaaHe WK
yepHoApo6HO 3ab0iMBaHeE, 32 KOETO Ce O4aKBa 1a MMa OTPaXKEHHE BBPXY IMPEKHBACMOCTTA, €
NPOTHBONOKA3aHo (BX. Touka 4.3).

BaaumoneiicreHe ¢ P-gp HHOYKTODH

ChIBTCTBAILOTO NPUIOKEHHE HA P-gp HHIYKTOPH ce 04aKBa Aa MOHIDKH IUIA3MEHHTE KOHLICHTPAIMH
Ha JaburaTpaH U TpaOBa aa ce u3barea (Bx. ToukH 4.5 1 5.2).

[laumeHTH ¢ aHTH)OCPHOIUIIUACH CHHAPOM

AMpexTHO aeHcTBamM nepopantu aHTHkoarynanT (JJIITAK), skmounrenro qaburaTtpaH €reKCHIIAT,
He C¢ NPEnoOpbYBAT NPH NALMCHTH ¢ AHAMHE3a 3a TpoM003a, KOUTO ¢a IHArHOCTHLIHPAHH C
aHTHGOCPOJIMIHACH CHHIPOM. [Io-cneLmanHo NpH TPOHHONO3HTHBHY NAUMEHTH (34 JIYITyCeH
aHTHKOAryJIaHT, aHTUKapAHOMHUITMHOBH AHTHTENIA U AHTHTeNA cpelly 6eta-2-rmkonpotenH I),
nedenuero ¢ JAIIAK Moxe Ja Obae CBBEP3aHO C MOBHIIEHA YeCTOTa Ha MOBTAPAIIH ¢€ TPOMOOTHYHH
CHOMTHUA B CPaBHEHME C TEPAITUATA ¢ AHTATOHKMCT Ha BHTamuH K.

Hugapkr Ha muokapzaa (UM)

B npoyusanero RE-LY ¢a3sa III (KAIIM, mx. Touka 5.1) obmara yecrora Ha UM e 0,82, 0,81 u
0,64%/romiHa cLOTBETHO 3a naburarpaH erekcunar 110 mg aBsa ruTH HERHO, FAOHTATPaH €TEKCWIAT
150 mg aBa MeTH AHEBHO H Bap(apHH — YBENHYEHHE B OTHOCUTEIHHKS PHCK 3a NaburaTpaH ot 29% u
2'7% B cpasHenue ¢ BapdapuH. He3aBHcHMO ot nteuenneTo, Haili-sucokuar abcomoren prck ot UM ce
HafmonaBsa B ClIeAHHTE NOATPYTIH, ¢ MOAOOEH OTHOCHTENEH PHCK: NALMEHTH ¢ npeuineH VM,
ManyeHTH 265 rofuHK ¢ IMabeT WK KOpoHapHa apTepuanHa 601ecT, MAHMEHTH ¢ JIEBOKAMEPHA
(bpakims Ha H3TIackBaHe <40% M naupeHTH ¢ yMepeHa 6u0peuna ypuchynxums. B qonbiHenme
no-sHcok puck o1 UM ce Habmonaea npyu naimeHTH, npuemManM ceirbreramo ACK rmmoc
KJIOMHAOTPEN WIH KIOMHAOTPE CRMOCTOATEHO.

B TpHuTe aKTHBHO KOHTpOIHMpaHH mpoy4BaHua ¢asa Il 3a JIBT/BE ce cpobimapa Mo-BUCOKA 4€CTOTa
Ha cayyad HA IM nipu naumenTHTe, NMpHeMalmy faburaTpad eTEKCHIAT, B CPABHEHHE C TE3H,
npueMalny eapdapun: 0,4% cnpamo 0,2% B kpaTkocpouruTe npoyusanns RE-COVER H
RE-COVER II 4 0,8% cnipamo 0,1% B menrocpousoro m3nureane RE-MEDY. VBennueHHeTO €
CTAaTUCTHYECKH 3HAYHMO B TOBA ITpoyuBaHe (p=0,022).

B npoyusasero RE-SONATE, koero cpasHaBa naburaTpaH eTekcuiat ¢ wiane6o, decrorara Ha UM e
0,1% npu naumenTHTE, MpHEMalnM naburaTpaH erexcwiar, u 0,2% IIpH MalMeHTHTe Ha Ianeto.

llaumeHTy ¢ akTHBHO OHKOMOTHYHO 3abonasane (JIBT/BE, BTE rpu neMaTpHYHM NALHEHTH)

He ca ycraHoBeHH eHKacHOCTTa U 6€30MACHOCTTA MPH NALMEHTH, CTPaIallld OT aKTHBHO
oHkonoru4Ho 3abomnssane U JIBT/BE. IMa orpaHudeHH qaHHM 3a ebukacHOCTTa U Ge3
pH NeOHATPUYHM MALHEHTH ¢ AKTUBHO OHKOJIOrHMYHO 3a00/IaBaHeE.

lleAuaTpUYHA DOIYIALHS
IIpy HIKOM NeMaTPHYHH NAIMEHTH CBC CTPOro CNEMHUGHUIHHE 3a009BaHNS, HAAP. I



Ha TBHKHTE YepBa, NPH KOHTO MOKe Jia € 3acerHara abcopbimsara, TpaOBa aa ce 0OMHCIH
H3IONI3BAHETO HA aHTHKOAryJIaHT, KOMTO ce Mpuiiara napeHTepaHo.

4.5 DBsanmoaelicTBHE ¢ APYIH JJeKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aRMoaelcTBHE

BaanMoneMCcTBHSA ¢ TPAHCIIOPTEPH

JaburaTpan erekcunart e cydcTpar 3a edurykcHms Tpascnoprep P-gp. ChpTerBailioTo MpHIoKeHHe
Ha P-gp uixubdburopu (Bk. Tabmiia 9) ce ouaksa ga JOBene A0 MOBUILEHH HHBA HA IU1a3MEHATA

KOHLICHTpalus Ha gaburarpaH.

AKO He € IIPEANNCaHO IpYTo, € HeODXO0MMO BHUMATENHO KIHHHYHO HabmoneHKe (CneneHe 3a
[MPU3HALM Ha KEPBEHE HIM aHEMMA), KOraro qaburaTpaH ce nmpHiara eXHOBpPEMEHHO ¢ MOLIHH P-gp
MHXHOHTOpH. MOKe 1a ca HeoOXOAMMH HaMAIBAHHA HA 103aTa B KOMOMHAIIMA ¢ HAKOH P-gp
HHXHOUTOPH (BXK. ToukH 4.2,4.3,44 u 5.1).

Tabnnua 9: BianmogelicTBA™ ¢ TpancnoprepH

P-gp unxubumopu

— —_— — —_—

Cenvmemeawama ynompeba e npomugonokazua (6. moyxa 4.3)

KetoxoHaz301

JlpoxenapoH

KeTokoHazon nosumasa ToTaTHHTE AUC). H Cimax CTORHOCTH Ha AabMraTpaH
CHOTBETHO 2,38 ITbTH M 2,35 ITETH clleAl eAMHHYHA riepopaina ao3a 400 mg u
CBOTBETHO 2,53 MBTH H 2,49 ITLTH Cl1e] MHOTOKPATHO NEPOPAITHO NIPHIOKEHHE
Ha 400 mg KeTOKOHA30)1 BeAHRK QHEBHO.

[Ipy exHOBpEMEHHO NPHIOKEHHE Ha NaOHIaTpaH eTeKCHAAT H APOHEAapOoH
ToTaTHATE AUCo 0 ¥ Crmax CTOAHOCTH Ha aOMraTpaH ce yBe/IH4aBaT CHOTBETHO |
OKoJO 2,4 METH H 2,3 ITHTH CJIeA MHOTOKPaTHO npuioxenHe Ha 400 mg

APOHEJApOH ABA ITETH AHEBHO M CHOTBETHO OKO/IO 2,1 MbTH K 1,9 meTH cnten

eaMHHYHa 1033 400 mg. _

Hrpakonaszon,
| IMKJIOCIOPHH

-

B3 ocHOBa Ha pesysTaTTe in vitro MOXe 1a ce 04aKBa NOAOOEH eeKT, KAKTO ¢ |
KETOKOHA3011.

['nexanpesup /
NMHOpPEHTACBUP

CropTeTBalIaTa ynoTpeda Ha qabMraTpaH eTeKCHIAT ¢ KOMOMHauMsTa ¢
¢ukcHpanu xo3u Ha P-gp uHxubHTOpHTE rNekanpesrp/MMOPEeHTACBHD NOKA3Ba
yBE/A4ABAHE HA CKCIIO3HLMATA Ha JaburaTpaH M MOXeE Ja NOBHIIM PHCKA OT
KbpPBEHE. l

Cvnemcemsawiama ynompeba ne ce npenopvyea

Taxponumyc

| P-gp HEXHOUTODH.

| TAKPOJIMMYC HE € NPOoY4eHO KIMHHYHO. BHIIpeKkH TORA, OrpaHMMEHHTE KIHHHYHH

In vitro e yCTaHOBEHO, Y€ CTeneHTa HA HHXHOMTOpHHSA edekT HE_TTIR[JOJIHM)(C \
BEpXY P-gp e mogobHa Ha Ta3n, HabmonaeaHa NpU HTPAKOHA30M U
LMKIOCTIOpHH. ETHOBpEMEHHOTO NPHIIOKCHHE HA Aa0MTaTpaH €TEeKCHIAT ¢

naHHm ot apyrH P-gp cyberpatu (eBepomamMyc) nmpeanonarar no-crnabo |
MHXHOHpaHe Ha P-gp OT TAKpONUMYC, B CPABHEHHE ¢ HAOMIOAABAHOTO NMPH CHITHH




Heobxooumo e nosuwueno snumanue npu Convmemeauya _mampeﬁa (6oic. mouxu 4.2 u 4.4)

Bepanamm

Koraro naburarpan eTeKCIIAT (150 mg) ce npmara €AHOBPEMEHHO ¢
nepopajieH BepanamMui, Cmax 4 AUC Ha gabHraTpaH ce yBelIHYaBar, HO
CTEMeHTA HA Ta3W MPOMAHA € PalIMYHA B 3aBHCHMOCT OT BPEMETO Ha IPHEMaHE
H ¢opmara Ha BepanaMiI (Bx. Touku 4.2 1 4.4).

Haii-ronamoTo nosuInaBaHe Ha €KCIIO3HLMATA Ha faburaTpaH ce Habmonasa
MpH MHPBATa 4034 Ha BEpanaMmui ¢ He3abaBHO OCBOOOXKAaBaHe, PHETA eAHH |
yac NMpeau mpHeMa Ha AaburaTpaH eTekcuiar (yBeiHdaBaHe Ha Cpax OKOJIO
2,8 meTH ¥ Ha AUC okono 2,5 mbTH). EdekThT MPOrpecHBHO HAMANABA NIPH
MPHIOXKEHHE Ha (popMaTa ¢ YAWDKECHO OcBoOOKNaBaHe (yBelHUaBaHe Ha Cuay
okos10 1,9 neTH 1 Ha AUC okoito 1,7 METH) WIH NPH NPHAOKESHHE Ha
MHOTOKPAaTHH A03H BeparnaMui (yeeanwdaBaHe Ha Cpax OKOJTO 1,6 ITHTH H HA
AUC oxono 1,5 metH).

He ce Habmonasa 3HauMMO B3aUMOeHCTBIE, KOTATO BEPAITAMHIII C€ ITPHEMa
2 uaca cien naburarpal erekcunar (yepeauvaBaHe Ha Crax 0KOMO 1,1 meTH M Ha |
AUC okono 1,2 mbtH). ToBa ce 06acHABa ¢ MhiIHaTa abcopOLmd Ha AaburaTpaH
clien 2 yaca. . _ _

AMHOJapOH

Korato naburatpan eTekcHnarT ce npuiara €JHOBPEMEHHO ¢ eJHHUYHA
nepopaiHa xo3a 600 mg aMHozapoH, creneHTa U CKOPOCTTa Ha abcopOrms Ha
aMHOAAPOH M HA aKTHBHHA My MeTaboHT DEA 1o chIecTBO HE ¢e MPOMEHAT.,
AUC 4 Cuax Ha naburaTpaH HapacTBAT CHOTBETHO OKOJIO 1,6 TBTH 11 1,5 meTH.
[Iopaau ABATHA NHOMYXHUBOT HA AMHOAAPOH BE3MOMXKHOCTTA 33 B3aMMOACHCTBHE
MOXe [a CHLIESCTBYBA CeAMHIM Clie/l MPEKPATABAHE HA NCYCHHETO ¢ aMHOJAPOH

(Bx. Touku 4.2 1 4.4). _

XUHHIVH

1,56 MbTH NPY CHTBTCTBAIIO MPHICKECHHE Ha XHHHIMH (BXK. TOUKH 4.2 1 4.4).

- KnaputpoMuumH

- Tukarpenop

XHMHUIHYH e ITprwiarad karo no3a ot 200 mg Ha Bceku 2 yaca no obma no3a

1 000 mg. JaburaTpaH eTeKCHIAT € NMPUIAraH JBa METH JHEBHO B
NPOAB/DKEHHE Ha 3 MOC/IEAOBATEHU AHH, CHC WU 6e3 XHHHANH Ha TPETHS ACH.
AUC 55 ¥ Craxss Ha JaBHraTpaH ce yBeIMYaBaT CPEAHO CHOTBETHO 1,53 TbTH U

Koraro knapyurpomuiuH (500 mg aBa rsTH JHEBHO) Ce MPHIAra 3aeaHO C
AaburaTpaH eTeKCWIAT NPH 3APaBH AOOPOBOJILH, ce Habmonasa MOBHITABAHE

| Ha AUC okono 1,19 mbTH ¥ Ha Crax 0KOJ10 1,15 me1H.

| Koraro eIMHKWYHA 103a OT 75 mg naﬁnra'rpaﬂ ETEKCHIIAT Ce l‘lpHJIaI‘a
€ZHOBPEMEHHO ¢ HaTopappaila ao3a ot 180 mg Tukarpenop, AUC u Cpax Ha
AabHraTpaH ce MoBHIIABaT CHOTBETHO 1,73 metv ¥ 1,95 metu. Cnen
MHOTOKPATHH JI03H Ha THKarpesnop 90 mg, 1Ba mbTH AHEBHO, YBEJHYABAHETO Ha
eKCMo3HLMATa Ha naburaTpaH € 1,56 rbTH ¥ 1,46 mbTH, CHOTBETHO 338 Cgx U
AUC,

CBITbTCTBALLOTO MPWIOMKEHHE HA HATOBAPBAINA A03a THKarpenop 180 mg u
naburarpaH erexcunar 110 mg (B craunoHapHo cbeTosHHe) nopumasa AUC,
M Cuax,s Ha Ja6HraTpaH chotBeTHO 1,49 rbTH 1 1,65 MLTH B cpaBHEHHE ¢ |
naburaTtpaH eTeKCHIaT, IPHIaraH caMocToATeNHO. KoraTo HaToBapBama fo3a
ot 180 mg THKarpenop ce napa 2 yaca cnen npreM Ha 110 mg naGuraTpan
CTEeKCHJIAT (B CTALHOHAPHO CHCTOAHME), MoBHINABaHETO Ha AUC o # Coax Ha
nabvraTpad HaMaasBa CHOTBETHO H0 1,27 metv 1 1,23 METH B cpaBHEHHME ¢
naburaTpaH eTekcHIaT, PHIAraH CAMOCTOSTENHO. Takbs He3acThIBAI Ce

NpHEM C€ NpenopryBa NPH 3an0ouBaHe Ha THKAIPENIOp C HATOBapBalna 03—z




AUC s ¥ Craxss Ha 1a0HTaTpaH CHOTBETHO 1,26 TBTH M 1,29 TETH B CpaBHEHHE
¢ Ja0HraTpaH eTEeKCUIIAT, MPHIAraH CAMOCTOSTEITHO.

[lozakoHa3zon [IozaxoHason ch1O MHXMOHpa B HAKAKBA CTelleH P-gp, HO TOBA He € IMPOYYeHO
KITHHAYHO. ENHOBPEMEHHOTO MPWIOKEHHUE Ha Ja0HTaTpaH €TeKCHIAT C
103aKOHA30J1 HAIAIra BHHMATEHO IIPOCICAABAHE.

T I

P-gp unoyxmopu

Coenvmcemsawama ynompeba mpabea 0a ce uzbazsa.

Harmp. ChirsTCTBAINOTO NPHIOKEHHE C€ 09AKBA Aa AOBEME IO MOHMWKABaHe Ha

prdaMITILIHH, KOHIICHTpaLMATA Ha naburaTpaH.

XCBJIT '

KAHTAPHOH, [IpeMeaMxalMaTa ¢ H3CNEeABAHMA HHAYKTOP pudaMITHIMH ITpH ao3a 600 mg

(Hypericum BEAHEX MHEBHO 34 7 JHM NOHIDKABA 00ILIATa MHKOBA KOHLCHTPALKA Ha

perforatum), naburarpaH ¥ obara ekcro3tia CbC ChOTBETHO 65,5% 1 67%.

kapbaMazenuH Nuaymmpaimuar epekT € NOHIDKEH, KOeTO BOAH A0 HMBO HA €KCIO3HILIMA Ha

I (peHHTOHH Aaburarpas, 6nu3ko o pedepeHTHATA CTOHHOCT M0 JIeH 7 CJIe]| CIIMpaHe Ha
neyeHHeTo ¢ pudpamMnuimH. He € HabmoaaBaHo Mo-HATATHITHO NOBUIEHHE HA
OHOHANTHYHOCTTA CJIeA ome 7 AHH. ]

IIpomeaznu unxubumopu, XKamo pUMoOHGBUD

Convmemeawyama ynompeba He ce npenopvbuea

Hamp. Te nopnusasaT P-gp (KakTo kaT0 HHXHOHTOP, TAKa U KATO UHIAYKTOp). Te He ca
PHTOHABHP U OHK MpoyyYBaHH, NIOPaAM KOETO HE C€ MPENOPBYBAT 33 CHITBTCTBALIO JICUEHHE C
KoMOHHalLuTe | JaOHraTrpaH ereKcunar.

MYy ¢ ApYTH

POTea3HH

MHXHOHTOPH

P-gp cybempam

JUroxcuH B NpoyvBaHe, npoaeneﬁa ¢ 24 3npaBu noﬁpono.lm;[,- IIpH emmspemennmr

NpHIOXKEHHE Ha NaDUIraTpaH eTeKCHIAT H JMTOKCHH HE ca HabmonasaHu
IIPOMEHH B €KCIOZHULIMATA HA IUMTOKCHH M KITHHHYHO 3HAYHMH IIPOMEHH B

| eKCMO3ULHATA Ha naburaTpaH.

AHTUKOArYJIaHTH M JICKADCTBEHH NMPOIAYKTH cpelly TpoMOOLMTHA arperaipis

JIMIICBa WIH CHIIECTBYBA CAMO OTpaHMY4€H OIUT ChC CACAHKTE JICIEHHA, KOMTO MOTaT Aa ITOBMINAT
PHCKa OT KbpBEHE, KOraTo Ce MPHJIAraT CHITETCTBAIIO ¢ Aa0HTraTpaH eTeKCHIAT: AHTHKOATYJIAHTH,
KaTo HepakuHoHUpaH xenapuH (HOX), Huckomonexyiau xenapuau (HMX) # xenapHHOBH
POH3BOAHH ((POHAAMAPHHYKC, ACIHPYAHH), TPOMOOIUTHIHH JICKAPCTBEHH ITPOXYKTH H AHTATOHHCTH
Ha BuTamMHH K, pUBapokcabaH WM APYrd aHTHKOAryJaHTH 3a NEPOPATHO MPHIOKEHHE (BXK.

TOYKA 4.3), WIIH JICKAPCTBEHH MPOIYKTH cpellry TpoMGoumTHa arperaums, kato GPIIb/IMIa penenropru
aHTArOHMCTH, THKJIOIHAWH, NTPAcyTrpeJi, THKArpeJiop, AeKCTpaH U CyIpHHIIHPa3cH (BXK. TouKa 4.4).

Ot naHHHTe, ChOpaHy o BpeMe Ha ¢asa Il npoyusane RE-LY (k. Touxa 5.1), e HabmogasaHo,.
CBITBTCTBALIATA YNOTpe6a Ha JPYTH NEPOPATHH WIH NApeHTEPATHH AHTHKOATY/IAHTH IIOB '
YeCTOTaTa Ha roNAMO KbpBEeHe NMPHOIH3UTENHO 2,5 TBTH, KAKTO NpH AabHraTpaH eTekc




KIIOMHIOTPe MPHOMM3UTE/IHO YABOABA MeCTOTATa Ha FO/AMO KbPBEHE, KAKTO IMpH RaGuraTpaH
€TCKCHJIAT, TAKA H NpH BapdhapuH (BK. Touka 4.4).

H®X moxe na ce npunara npu N034, HEOOXOMMMH 3a MOLTBPKAHE HA TIPOXOAMMOCTTA HA LieHTpaNeH
BCHO3CH WIH apTepHANICH KATETEP WIH 110 BpeMe Ha KaTeThpHa abmaims NpH MpeaChPaHO MEXICHE
(BX. TOUKa 4.3).

Ta6nuna 10: BaaumonelicTBHS ¢ AHTHKOATY.IAHTH H JIEKAPCTBEHH NPOAYKTH cpemy
TpomMOONMRATHA arperanns

B

HCIIBC

Knonuﬁrpen

Hpm;‘amn‘e; KPaTKOCPOYHa anaresns HCTIBC ge ce cnﬁana:r C MOBUINEH
PHCK OT KbPBEHE, KOI'aTO Ce NPHIAraT CHITETCTBAMIO ¢ Ja0HTraTpaH eTeKCHIAT.

I1pn mpoasmkuTenHa ynotpeba B mpoyusatero RE-LY HCIIBC ysemasar
PHCKa OT KbPBEHE ¢ 0k0s10 50% KaKTo IMpu JabUTaTpaH €TEKCHNAT, TAKA H IpH

Ipu Minamm 3apasu ROGPOBOMIM OT MEXKKH [0 CHITBTCTBAIOTO MPHIOKEHHE
Ha JaOHraTpaH eTEKCHIAT U KIOIMHAOTPEN He € JIOBEJNO A0 AOMBIHHTEIHO
YAB/DKABAHE Ha BPEMETO Ha KANWIAPHO KbPBEHE B CPABHEHHE ¢ MOHOTEPAITHA
¢ xomuaorpen. OcseH 10Ba AUC, s H Cruax 35, H HIMEPHTEJIHTE Ha
Koary/aluaTa 3a epexra Ha JabUraTpaH, WIH HHXHOHPAHeTO Ha
TPOMOOLIHTHATA arperaris KaTo H3IMEpHTe! Ha e)eKTa Ha KIOMHAOTPeJ, 110
CHUIECTBO OCTABAT HEMPOMEHEHH NIPH CPaBHABaHe Ha KOMOHHHPAHOTO
JICHEHHEe H CHOTBETHUTE MOHOTeparmuH. [Ipu HatoBapBaina gosa 300 mg win
600 mg xnormuporpes, AUC: s ¥ Craxss Ha Ta6HTaTpaH ce NOBHINABAT ¢ OKOJIO

30-40% (Bak. TOuKa 4.4).

ACK

Ensospemennoro npurokerue Ha ACK u 150 mg Haﬁnra—TpaH eTeKCHIAT ABa
TBTH AHCBHO MOXKE J]a MOBMILIH PHCKA OT BCAKAKBO KBbpBeHe OT 12% 10 18% u

| 24% cpoTBeTHO Npy 1031 81 mg 1 325 mg ACK (Bx. Touka 4.4).

anxomonexyn_ﬂn
xenapuHi (HMX)

ChirsTcTBaNATa YNoTpe6a Ha HUCKOMOJIEKY THY Xenapuau (HMX), kato
CHOKCAIapHH K Ja0MraTpaH eTeKCHIaT, He € CIELMATHO Mpoy4BaHa. Cren
MpEeMHUHABaHE OT 3-AHEBHO JIe4eHHe ¢ eHoKcanapuH 40 mg s.c. BeANBXK
IHEBHO, 24 yaca cJieq Moc/IeAHaTa K034 €HOKCAllapHH, ¢KCIIO3HLIMATE Ha
naburatpaH e 611a MATKO MO—HMCKA, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO ClieH
NPWIOXKEHUETO CAMO Ha JaOHTaTpaH eTeKCHAAT (€HHIYHA 1034 220 mg).
Habmoznasawa e no-sucoka anmu-FXa/Flla akTHBHOCT CJTe/l IPWIOKEHHE Ha |
NaGUraTpaH €TeKCHIAT C MPeABAPHTEIHO JIEYEHHE C EHOKCANIAPHH B CpaBHEHHeE
C JICYCHHUETO CaMo ¢ AaburaTpaH erekcwiar. CaHTa ce, 4e TOBA Ce JB/DKH Ha
MPOABL/DKHTETHOCTTA HA (PeKTa HA eHOKCAllapHH CIIeq JISUeHHeTo (carry-over |
€()EeKT) H CIIEAOBATENHO HE € KIHHUIHO 3HAUHMO. OCTAHATHMTE pe3yIITaTH OT

| @HTHKOAryJIaLIMOHHH H3C/ICABAHHA, CBEP3aHH ¢ NabHrarpaH, He ca MPOMEHEHH
3HAYHMO OT JIEYUEHHETO C CHOKCANAPHH. _ _ _J




H B3aBuMOaelicTBHA

Tabanna 11: [dpyra B3armoaeiicTBag

Cenexmusnu unxubumopu na obpamuomo 3axeayane na cepomonuna (SSRI) wiu cerexmuanu
unxubumopu na obpamuomo saxsaware na cepomonura u vopenunedpuna (SNRI)

SSRI, SNRI SSRI 1 SNRI nosmmasar pPHCKa OT Kbpa_eue BEB BCHYKH I'PYIH HA JIEMEHHE B
npoyusanero RE-LY. _ _ |

Bewjecmea, xoumo nogaunseam cmomauromo pH

_—q

[Tanronpason | ITpn emHoBpeMeHHO mpunomkenre Ha Jabaxub u manTonpazon ce Habmoaapa

npubnusmuTenHo 30% unamanenue Ha AUC na gaGurarpas. Ilanronpason U Apyru

MHXHUOHTOPH Ha nporonHarta nommna (UIIT) ca npunarasy eHOBPEMEHHO C

Habaxub B xMTHHUYHH MPOYYBAHHA H CHITETCTBAINOTO Jiedenue ¢ UTTII ne

- M3rnexas 1a HaMajsBa egHxacHocTTa Ha Jlabaxu®. _ L
PasuuTHIMH IIpHIOKEHHETO Ha paHMTHAMH 3a€HO C Aa0HTaTpaH €TeKCHIAT He OKa3Ba

KIHHHYHO 3HAYMM eeKT BBPXY CTeneHTa Ha abcopbims Ha qaburaTpaH.

BiauMoneHcTBHA, CBBP3AHH ¢ MeTAOONTHTHHA Npodun Ha NaburaTpaH eTexcuiat ¥ naburaTpas

HaburatpaH eTeKCHAAT M NabUraTpaH He ce MeTabONH3MPAT OT CHCTEMATa Ha IIMTOXpoM P450 1 HaMaT
in vitro ¢peKTH BbpXy 4oBELIKHTe IUTOXpoM P450 ensumu. CriegoBarenHo, ¢ abHraTpaH He ce
OYaKBaT CRBP3aHH JICKAPCTBEHH B3aMMOIeNCTBHS.

llenuaTpuyHa NONyaalHA

IIpoyuBanmsTa 3a B3aHMOJCHCTBHA Ca MPOBEKIAHH CaMO IIPH BE3PACTHH.

4.6 PepTHIHTET, GpeMEeHHOCT H KBEpPMeEHe

JKeHH ¢ IETePOIEH NTOTEHIIHAI

JKeHH ¢ IeTepoAeH NOTeHIHan Tpabsa na u3GATBAT OPEeMEHHOCT IO BpeMe Ha siedenHe ¢ Jabaxuo.

bpemeHHOCT

HMa orpaHHyeHH AaHHH ot ymoTpefaTa Ha Jabaxu6 rpu 6peMeHHH sKkeHM.
[Ipoy4BaHHATA MPH KHBOTHH NOKA3BAT PENPONAYKTHBHA TOKCHYHOCT (BK. To4ka 5.3). [oremmanuusr
PHCK ITPH XOpa HE € H3BECTEH.

Jabaxub ne Tpabsa na ce npunara no Bpeme Ha GPeMEHHOCT, OCBEH B CJTydali Ha KATeropu<Ha
HeoOXoauMMOCT.

KbpMeHe

HsiMa kIMHWYHH NaHHH 38 edexTa Ha NaGUTaTpaH BBPXY KbPMAYETATA 1O BpeMe Ha KbPMEHe.
KspmeneTo TpabBa na ce NpeycTaHOBH MO BpeMe Ha eueHHe ¢ Jabaxuo.

DEepPTHIHTET

Hsama naHHM ripu xopa.




[1pu npoy4yBaHHA BBPXY XHBOTHH € HabmonasaH ebeKT BBpXy (epTiiHTeTa NMPH KEHCKUTE N0
(popmaTa Ha Hama/ABaKHe Ha 6pos Ha HMIUTAHTALMHTE M IIOBMINIABAHE Ha MPEAMMILIAHTALIMOHHHITE
3ary6u mpu ao3a 70 mg/kg (5-kpaTHOTO HHBO Ha IUTA3MEHa EKCIIO3MIMS MpH nawmentH). He ca

HaOmIoiaBaHy APYTH eeKTH BbpXY (epTIIHTETA NPH XxkeHckuTe, HaMa BiuaHHe BBpXY depTimTeTa
IMpH MBKKHTE. [IpH 103K, KOHTO ca TOKCHYHM 3a MatikuTe (5- 1o 10-KpaTHOTO HHBO Ha MJIa3MeHa

€KCMO3HLMA NPpH NalMeHTH), ITPH IUTbXOBE M 3aiiI ce HabmoaBa HAaMANABAHE HA TEIECHOTO TEIO U
eMOpHO(eTATHATA XH3IHECTIOCOOHOCT, 3a€/IHO C NIOBHINABaHE Ha (eTANHHTE BapHalMH. B npenatamioro
H MOCTHATATHOTO MPOY4BaHe € HAOMOAABAHO NOBHINABAHE Ha (heTATHATA CMBPTHOCT ITPH J03H, KOHTO
Ca TOKCHYHH 332 MaHKHTe (11033, CLOTBETCTBALIA HA 4 ITbTH MO-BHCOKO HHBO HA MUIA3MEHA EKCIIO3HLIMS OT
HA0MOAABAHOTO NPH NAIHEHTH).

4.7 EdexTn Bbpxy cnocobHocTTa 38 modHpaHe B paboTa ¢ MAIIHAN

JlaburarpaH eTeKCHIIAT He TIOBIHMABA HITH MTOBIHABA IPEeHEGPERHIMO CIIOCOOHOCTTA 34 modHpaHe U
paboTa ¢ MalIHHM.

4.8 Hexe/1aHH JeKAPCTBERH PeaAKIHA

Q6o6uieHue Ha npoduia Ha 6e30macHOCT

JlaburaTpaH eTeKCHWIaT e OLCHEH B KIWHWYHH H3NUTBAHHUS MPH 0610 MpHOIM3HTENHO
64 000 naumenTH, oT koKTO MpUGIM3HTENHO 35 000 HALMEHTH ca JIEKYBAHH C nabHraTpaH eTeKCHIAaT.

Obio okomno 9% ot nauKeHTHTe, IEKyBaHH 32 IUIAHMPAHO IPOTE3HPAHE Ha Ta306eAPEHA WIH KOASHHA
cTasa (KpaTKOCPOUHO NedeHHe 10 42 qHH), 22% OT NALMEHTHTE ¢ NPEACHPIHO MBXK/IEHE, JIEKYBaHH 3a
MPEBEHLHA HA HHCYJIT H CHCTEMEH eMOOIM3EM (TIMOCPOdHO JIeueHne 40 3 roqunawm), 14% or
NauHeHTHTe, NeKyBaHH 3a JIBT/BE, u 15% or naumenrdre, nexypanu 3a npeseHumsa Ha JIBT/BE, ca

MOTYHMMITH HEXKENaHH PeaKiiH.

Haii-uecto cho0maBaHHTe CHOMTHA Ca ClTy4aH Ha KbpBEHe, BB3HHKBAIIH MPH MpUOTH3HTEHO 14% oT
MALMEHTUTE, JICKYBaHH KpaTKOCPOYHO 32 IUTAHAPAHO NPOTe3HpaHe Ha Ta3o0eapeHa WiH KOJITHHA CTaBa,
npy 16,6% oT naumeHTHTe ¢ MPEACHPAHO MBKIEHE, JIEKYBAHH JHITOCPOYHO 38 PEBEHLMA HA HHCYJIT H
CHCTEMEH eMOOIM3BM, K NTpH 14,4% OT BB3pacTHUTE NallMeHTH, fekyeann 3a JIBT/BE. Ocben ToBa MMa
CiTyH4aH Ha KbpBeHe npH 19,4% o1 naupenTuTe B M3mHMTBaHeTO 34 npepeHums Ha J[BT/BE, RE-MEDY
(BB3PACTHH MALMEHTH), H 1ipy 10,5% oT nalmeHTHTe B M3MMTBAHETO 32 npeBerIms Ha IBT/BE, RE-
SONATE (»B3pacTHM NaLHEHTH).

T'sH xaTo nonyaUUUTE OT NAIMEHTH, JISKYBaHH 3a TPHUTE NOKA3aHNUA, HE Ca CPABHAMH M CHOHMTHATA Ha
KbPBEHE OOXBALIAT HAKOIKO CHCTEMO-OpraHHH kinacose (SOC), B 06061eH0 onucaHve ChOHTHATA Ha
rOJIAMO M Ha BCAKAKBO KBPBEHE Ca pasNpeesIEHH CIIOpe] MOKA3aHHETO H ¢a NMocoYeHH B Tabmmm 13- 17

1no-goJTy.
Brnpeky 4e e ¢ HHCKa 4eCTOoTa MPH KIIHHWYHH [IPOYYBAHMA, MOXKE [ HACTBITH FONSAMO WTH TEXKO

KBPBCHE, KOCTO HE3ABHCHMO OT MACTOTO Ha BE3HHKBAHE MOXKE N1a noBeae o HHBAIIMIH3HpAHC,
HKHBOTO3ACTPALIABALIIO CBCTOAHUE WIH AOPH JICTAJIEH H3X0A.

Couchk Ha HeXeJIAHWTE PeakLIH B Ta0IHueH BHA

B TaGnuuia 12 ca nokasaHu HexeNnaHHTe PeaKLMH, YCTAHOBEHH B NPOYBAHHATA H TIOCTMAPEETHHIOE
AaHHH NpPH NOKA3AHKUATA IMbpBHIHA MpeseH1Nis Ha BTE cnen nporesupane na TazoGenpeys Hﬁﬁ‘ "
CTaBa, MPEBEHLIHA Ha TPOMOOEMOONIHYEH HHCYIIT H CHCTEMEH eMOOITH3BM ITPH NalHe / i:' ){eﬁm

MBbKIeHE, nedenne Ha JIBT/BE u npeseraums va JIBT/BE. Te ca rpyrmmpanu no cnc'reu pTahe 'p?nc v,
(SOC) 4 no yecToTa C M3MON3BaHE HA CICAHATA KOHBEHI[HA: MHOT'O YeCTH (=1/10), ge " £ Héﬂga’fﬁgr
<1/10), neuectr (21/1 000 o <1/100), peaxn (>1/10 000 mo <1/1 000), MHOrO peaku (X ' :

s NG
PONDGY g
HEM3BECTHA HeCTOTa (OT HATHYHHTE NAHHH He MOXe /1a Ghe HanpabeHa OLeHKa).

ZA




Tabnana 12: Hexesann peaknux

YecToTa '
SOC / IIpennourras TepMMH [IbpBHYHA ITpeBEHLMA [IpeBeH1as Ha Jlevenue Ha
Ha BTE cnen MHCYJIT H CHCTEMEH JHABT/BE n
MPOTE3HpaHe Ha eMOOmM3EM ITpH IpeBeHLUs Ha
TazobenpeHa win ALAEHTH C IBT/BE
KOJIIHHA CTaBa [PEACHPAHO
| MBXKICHE ]
HapylieHHd Ha KpHBTa H JIAM(QHATA CHCTEMa _‘
AHeMHSA HeuecTH Yectn Heuectn
[Noxkern xemornobun Yectn Heuectn C HeH3BeCTHa
| YeCTOTA
TpomboLmTONeHHA ____ Penxu HedectH Peaxu 4]
[ToHyokeH XxeMaTOKpHT HeuectH Penku C Heu3BeCTHA
— HecToTa
Heytponenus C HeMsBecTHA YECTOTa C Hem3BecTHA | C HemsBecTHa
_ 4eCTOTA 4eCToTa
ArpaHynourTo3a C HeW3BeCcTHA YECTOTA C HeM3BeCTHA C Heu3BeCTHa
_ . YyecToTa __4YecToTa
| HapymeHHs Ha HMyHHaTa CHCTEMa _ ) ]
JlekapcTBeHa Hevectn Hevectn Hevectn
CBPBXIYBCTBHTEIHOCT _ _ __
Ob6pus Penxu | HeuectH |  HeuectH
__Tlpypuryc 1 Penxu Heuectn HeuecTH
AHaQUIAKTHYHA PCAKIHS Penxu Penxu | Penku ]
AHruoeneMm . _ Penxn _ Penkn Penxsu
Y pTHKapus 1 Penku Peaxu Peaxu
bpoHxocnazem C HeM3BeCTHA 4ecToTa | C HeusBecTHa C HeHu3BeCTHA
_ | YecToTa yecTora |
HapyiieHust Ha HEpBHATA CHCTEMA
| BruTpevepenHa XxeMoparus 1 __Penxu Hevectn [ ___ Penxm
| CpioBY HapyluieHHs _
| XeMaToM HeuecTtu HeuecTH Hedectn
Xemoparus Penxu Heuectn HegectH
KpbBOTEUueHue ot HeuectH - |
OnepaTHBHATA paHa _ . ‘
PecnupaTOpHH, IPbAHH H MEIHACTHHATTHH HAPYIICHHA
ENHCTAKCHC . __Heuectn ‘ Hectn YecTH
XeModTH3a 1 Penikn HeuvecTH | Heuectn |
CTOMAIIHO-YPEBHH HAPYINEHHA ) |
CromMaiuHo-upeBHa Heuectn Yectu YecTn
| XeMoparus ) _ 1 _
| AGgoMuHanHa 6oika __ Penxn _Yectu Hevectn
| Jlnapus ] 1 Hegectu YectH | Heuectn
Aucnencus |  Pemxkm | Yectn _ Yectn
["anene Heuectn L YectH Heuectn
PekranHa xemoparus |  Heuectn _ Hevectn | YectH
XEeMOpOHIAIHA XEMO Heuectn HeuectH
CmMELTIHo-;peBHa aai?,‘m__ﬂ _]F-’enm 1 Hewectn
BKJIOYMTEJIHO e30dareaiHa
| f3Ba | _ _
['acTpoesodarur ____ Penxu | HeuecTH
['acTpoesodareanna Penxu Heuectn
pediykcHa bonect _ _ .




XHUPYPriieCKH H METMLIMHCKH HHTEPBEHLHH

[ToBpbinane __Heuectn Heuectn Heuectn.
Jncdarus Penku HeuecTH Peaxn
| XenaToOWNHApHH HAPYIICHHS . _
Hapyiena yepaonpoGHa Yectu Heuectn Heuectn
QYHKLM/OTKNIOHSHHA BHB
($YHKLHOHATHHATE
YepHOAPOOHH MMOKA3aTEIH . | .
[losMilieHUE Ha ajlaHMH HedectH Heuyectn Hevectn
aMMHOTpaHcepasara . |
[loBuiieHMe Ha acraprar HeuectH HeuecTu Heuectu
aMHHOTpaHcdepasara | . [ _
[ToBHiIEeHH YepHOAPOOHH Heuectn Penxu Heuecrn
€H3HMH _ |
Xunepounupybunemus Heuectn Penxu C Heu3BeCTHA -I
. _ | - . — Hccrota
HapymieHra Ha KOXATa M MOJKOXKHATA ThKAH 1
KOXHH KPHBOH3/IMBH | _ HewecTH Hecrn Yectn ]
Anoneuus C HeH3BeCTHA YecToTa C HensBecTHA C HeusBecTHA
_ . YeCTOTa | gectoTa
HapyiueHHs Ha MyCKYTHO-CKEJICTHATA CHCTEMA H CheIMHUTE/IHATA THKAH }
XeMapTposa ] Heuectu | Penxu Heuectn
HapyuieHna Ha Ob0peLTe W MMKOYHMTE IThTHIIA _ |
YporeHuTaiHa XeMoparusd, Heuectu Yectu Yectu
BKJTIOUHTENIHO XeMAaTypHs
OO0y HapyIUCHUA H e()eKTH Ha MACTOTO Ha MPHIOKEHHE :l:
XeMoparus Ha MACTOTO Ha Peaxu Peaxu Penxu
HIDKeKTHpaHe ) _ _ [
XeMoparus Ha MACTOTO Ha Penxu Penku Penku
MOCTABSAHE HAa KaTeThpa _ _
Kxpeas cexper [ Pemwn | - _
HapausBanus, OTpaBsiHHA H YCJI0XKHEHHA, BB3HMKHAIIH B Pe3yJITaT Ha |
UHTEPBEHLIMH _ . _
TpaBMaTHUHA XeMOparusa _Heuectn f Penkn HedectH
XeMmoparus Ha MACTOTO Ha Penxu Penxu Penxu
HHLM3HUA ] _ |
[locTnpouenyper xeMaTom ___Heuectn _- - |
[TocTnpouenypra Hevectn -
XeMoparus __ _ _
TlocronepaTHBHa aHeMHA L Peaxu _ - | -
[locTrpouenypHa cekpemus | __Heuyectu | - -
Cexpeuus OT oneparuBHATA Heuectu - -
aHa _— —— —

JlpeHaxx Ha orepaTHBHATA Penxu
paHa : _—
| IlocTnpouexypeH apeHax ___Penxn




Onucanue Ha W30paH HEKCIIAHH PEAKLIHN

Peaxyuu na xvpeene

[lopaau papMakonornuHus MEXaHU3BM Ha aelicTBue ynorpebara Ha Aa0MraTpaH €TeKCHIAT MOXKe
na Obpze CBbp3aHa ¢ MOBHIIEH PUCK OT OKYJITHO HJIM BUAMMO KBbPBEHE OT KOSTO M 14 € ThKAaH WK
oprad. [Ipu3Hauvre, cCHMITTOMATE U TeXecTTa (BKIIIOUMTEHO U JISTAJICH H3XO0X) BAPHPAT CIIOpe.
MACTOTO M CTEIICHTA WIH 00XBaTa HA KbPBEHETO H/HIH aHEMHATAE. B KIMHWYMHUTE NpOyUYBaHHA
MYKO3HOTO KBpBeHeE (Halp. CTOMaIHO-YPEBHO, ICHHUTOYPUHAPHO) € HabmoaaBaHO MO-4YeCTO IPH
IBITOCPOYHO JieueHHe ¢ JabHraTpaH eTeKCHIAT, B cpaBHeHue ¢ JieueHne ¢ ABK. Taka, B
OOITHJIHEHME KBM TOOXOIAIIO KIMHMYHO HabmoaeHue, 1abopaTopHOTO H3CIeABaHe Ha
XeMOrnoOHH/XeMaTOKPHT € LIEHHO 338 OTKPHBAHE HA OKYJITHO KbpBeHE. PHCKBT OT XbPBEHE MOXKE
[la C€ MOBMIIH IIPH OMPEEJCHHN IPYTIH NALMEHTH, HAIP. Te3H, KOMTO MMAT yMepeHo Ox0peuHo
YBpEKAAHE U/AIH Ca Ha CBITHTCTBAINQ JIEYEHHe, 3acaTallo0 XeMOCTA3aTa, IiH cCHiIHH P-gp
HHXHOHUTOPH (BXK. TO'Ka 4.4 XeMoparuyeH puck). XeMOpParndHHuTe YCIOKHEHHS MOXKE Ja Ce
[MPOABAT KaTC C1abocT, 616 THOCT, 3aMasHOCT, IN1IaBobonNe WIH HEOOSCHHMO NOAYBAHE, JUCITHES H
HeOOACHMM IIOK.

Cpob1aBa ce 3a [IO3HATH YCJIOKHEHUS ¢ KbPBEHE, KATO KOMIIAPTMEHT CHHAPOM H ocTpa Os6peura
HEJOCTaTHYHOCT NOPagH XHIIOoNepdy3usa U CBHP3aHa ¢ AHTHKOATYJIRHTH HeponaTHs P NALMEHTH
¢ Npeapasroiaraimy puckoBH ¢akTopH, BEB BPB3Ka ¢ AaOHraTpaH erekcunar. CleaoBaTeHo,
TpsbBa ia ce OTYMTa BEPOATHOCTTA 38 XEMOpPArus IIPH OLICHKATA HA ChCTOAHMETO Ha BCEKH
aHTMKOArynupaH NMaluMeHT. 3a Bh3PaCTHH MALMCHTH HMa HATHIHO CHCLM(pUIHO HEYTPaTH3HPAIIO
CpeAcTBO 3a faburarpaH, Hapyumsymad, B ciyuali Ha HSKOHTPOJIMPYEMO KbpBeHe (Bx. TOUKa 4.9).

ITvpeuuna npesenyus wa BTE npu opmonedwyna xupypzusn
Tabnuna 13 nokasea 6pos (%) Ha NALMEHTUTE C KBEPBEHE, KATO HEXEIaHa JIEKAPCTBEHA PeaKiMA 110
BpeMe Ha Nepyoaa Ha JIEYeHHE B IBETe OCHOBHH KIMHHWYHM ITPOyUBaHMA 34 NMpeBeHLmA Ha BTE, B

3aBHCHMOCT OT 103aT4.

Tabnena 13: Bpoit (%) DanEeATH ¢ KbpBeHEe, KATO HEKEJIAHA JEeKADCTBeHA pPeaKnas

Haburarpan erekcunar | Jaburarpan erekcunar | EHokcamapun

150 mg Beaupxk AHEBHO | 220 mg BeOHBXK AHEBHO

N (%) ] N (%) N (%)
JIexyBaHH IALHEHTH 1 866(100,0) 1 825(100,0) 1 848 (100,0)
["onamo KbpBeHe 24 (1,3) 33 (1,8) 27(1,5)
BCAKAKBO KEPBEHE | 258(13,8) | 251(13,8) | 247(13,4)

TIpeseryun Ha MO3bYEH UHCYAM U CUCMEMEN eMOOUZBM NpU 8v3pacmyy nayuernmu ¢ HKIIM ¢
eOuUH Wil hogeve puckoeu gaxmopu

Tabnuua 14 noka3sa ceOMTHATA Ha KbPBEHE, Pa3NPENCICHH KATO CHOMTHA Ha r'oJIsAMO M Ha
BCAKZKBO KbPBEHEC B OCHOBHOTO MPOYYBAHE, H3C/IC/IBAIO IIPEBEHIMATA Ha TpoMOoeMbomMueH
HHCYJIT H CHCTEMCH eMOOIH3bM MPH NALMEHTH ¢ NMPSACHPIAHO MBXACHE.

Tabanua 14: Cpb6HTHS Ha KbpBeBe B NPOYYBAHE, H3CJAEABAINO NPEBEHIHANTA HR
TpomMboembo/IAIeH HHCYAT H CHCTeMeH eM00JIEIEM IPH NANHEHATH

NpeACHPAHO MbIKACHE



PanpoMu3HpaH NauMeHTH
I'onamo kLpeeHe

B1TpeuepenHo KbpBeHe
CY xnpBeHe
KBpBeHE C JIETAICH H3X0A

Masko KBpBEHE

BcsakakBo KbpBeHe

1=

| Haburatpan erekcunar |aburatpad etekcunar
110 mg npa reTH 150 mg xBa reTH
__JTHEBHO JAHEBHO
_ 6015 J 6 076
| 347 (2,92%) 409 (3,40%)
27 (0,23%) 39 (0,32%)
134 (1,13%) | 192 (1,60%)
_26(0,22%) _30(0,25%)
1566 (13,16%) 1 787 (14,85%)

1 759 (14,78%)

| 1997 (16,60%)

B paHaoMH3HpaHO NpoyviBaHe, MPH MALMEHTHTE, IPHEMATH AaburaTpaH erexcunar 110 mg fpa
ITBTH JHEBHO MK 150 mg 1Ba METH JHEBHO € CHINECTBYBAN 3HAYHTEJIHO NO-HUCHK PHCK OT
’KHBOTO3ACTpAalIaBaING KEPBEHE H BETPEUEPEITHO KbPBEHE B CPABHEHHE C TE3H, IIPHEMAITH
BapdapuH [p <0,05]. Y npu apete KOHLEHTpALUK HA JAOHTaTpaH eTEKCHIAT € HMAJIO U
CTATHCTHYECCKH 3HAYMMO IO-HMCKA 00I0a YecToTa Ha KbpBeHe. [IpH naiMeHTHTe, MpHueMat
paHgomu3upaHo 110 mg naburaTtpan erexcuiar ABa TETH JHEBHO € CHIECTBYBAT 3HAYHTENHO [10-
HHCBK PHCK OT ro/iiMO KbpBEHE B CpaBHEHHe ¢ Bap(apuH (koeduimenT Ha pucka 0,81
[p=0,0027]). 1ipu naumeHTHTE, NMpHeManu panaoMusupano 150 mg gabHraTpak eTekcHIaT Aga
ITBTH AHEBHO € CHUIECCTBYBAT 3HAYHTENHO M0-ronaM puck ot CY kepseHe B cpasHeHMe ¢ BapdapuH
(koeuumeHT Ha pucka 1,48 [p=0,0005]). Tosu edekr e HaGmonaBaH rIaBHO [PK NAIMEHTH >75

FOAUHM.

KiunnynaTta rmonsa ot qaburaTpaH no oTHOWICHHE HA MPEBEHIMATA Ha HHCYIIT H CHCTEMEH
eMOOM3BM H NOHIDKEHHAT PUCK OT HHTpaKpaHHaIHa xeMoparus (MKX) B cpasHeHue ¢

BapdapuH ce

3ana3Bart [PH OTACIHATE NMOATPYIH, Harp. 650pevHo yBpexaaHe, BE3pacT, CBIIBTCTBAINA ynoTpeba
Ha JICKApCTBCHH MPOAYKTH KATO HAMP. aHTHTpoMOOoTHIM WM P-gp maxubuTopn. Jokaro HAKOU

MOArPYMNH NAalMEHTH Ca C IIOBHLIEH PHCK OT rolIAMO KhLPBEHE, KOraTo ¢a JIEKYBAHH ¢

AHTHKOAryJaHT, TOBHIICHHAT PHCK OT KbPBEHE MPH JabUTaTpaH eTeKCHIaT € cabp3aH cbe CU
KbpBEHE, OOMKHOBEHO HaO/IONABAHA Mpe3 ITLPBUTE 3-6 Mecena el 3aN0YBaHE HA JICYEHHETO C

JaburaTpaH €TeKcHnar.

Jlevenue na [{BT u BE, xaxmo u npeeenyus na peyuousu na JJBT u BE npu ev3pacmuu nayuenmu

(IBT/BE)

B Tabmuua 15 ca nocoyenn cubumHa Ha KbpBeHe oT 0606menuTe 0CHOBHH npoyuBaHua RE-COVER
H RE-COVER I, B xouTO ce u3miTBa nedennero Ha JIBT u BE. B c6opHuTe NpoyuBaHus,

CBLOMTHSATS

Ha TbPBUYHHTE KPaHHH TOYKH 3a 6€30MACHOCT ,,MOIAMO KBPBEHE, FOAMO HIH KIIHHHTHO 3HAYHMO
KBPBEHE H BCAKAKBO KbPBEHE™ €4 3SHAYMTEIHO MO-MAIKO B CPABHEHHE ¢ BapdapuH MPH HOMMHATHO

anda HUBO 5%.

Tabanna 15: Cu6uTeg Ha KbpBene B npoyassunsTa RE-COVER s RE-COVER 11, B xouTo
ce H3NuTBA jJedeHneTo BHa /BT n BE

N o ._I[aﬁm*aﬂ:;rl eTeKCHIIAT | B&p-(.l)aplﬂ-l | KO&(bT-I].ﬂfIEHI' HA
150 mg aBa oeTH PHCKA CIIPAMO
IHEBHO Bappapuy.——-
_ . _ _ | _ L (95%X1). \AG 17 P

[TaLMeHTH, BKIIOYEHH B 2 456 2 462 D — < \\
aHa/M3a Ha 6€30macHoCTTA _ _ _ /S o 4] %
CpOMTHS HAa ronaMo KbpeeHe | 24 (1,0%) 40 (1,6%) [ 0,6 [@]5 ."* 2

EARE e



BbTpeuepenHo 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
KbpBEHE _
["onamo CH K'BPBEHB _ _10(0,4%) 12 (0,5%) 0,83 (0,36; 1,93
X HUBOTO3aCTpaIIABALIO 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE |

C6UTHS Ha FOAMO [ 109 (4,4%) 189(7,7%) | 0,56 (0,45; 0,71)

KBPBEHE/KTHHHYHO 3HAYHMO

KbPBEHE _

| BesixakBo KEpBeHe | 354(144%) |  503(20,4%) 0,67 (0,59, 0,77)

Besakakso CU xepBeHe ___70(2,9%) 4 5522%) | 1,27(0,90; 1,82)

CrOMTHATA HA KbPBEHE NPH ABETE JICUEHHA Ca OTYHTARHM OT THPBUA IPHEM Ha faburaTpaH
ETEeKCHJIAT WIH BapdapHH cliell MpeKpaTaBaHe Ha MAPeHTepaIHaTa Teparmis (TIEPHOA CaMOo Ha
nepopaiHo JeyeHue). Toa BKMOYBE BCHYKH CHOHTHA HA KbpBeHe, Bh3HHKHAIIH 110 BpeMe Ha
TepanuAaTa ¢ JabUraTpaH eTeKCHIaT. BmodeHH ca BCHYKH ChOHTHA Ha KbPBEHE, BE3HUKHAIH T10
BpeMe Ha TepanuiaTa ¢ Bap(apHH, OCBEH OHE3H, KOMTO €& BR3HHKHAJIM 110 BPEME Ha IIEPHOAA, B
KOHTO C¢ 3aCTBIIBAT JICYCHHUETO C BAP(APHH U NApeHTEPATHATA TEpaIH.

B Tabsmua 16 ca mocoueHu JaHHH 3a cHOHTHS HA KbPBEHE B OCHOBHOTO npoydsaHe RE-MEDY, B
KOCTO ¢ M3IHTBa NpeBeHIMATa Ha JIBT u BE. Hskou ¢ubutna Ha xbpBene (CuOMTHA HA romaMo
kepBeHe (CI'K)/wmmaHo 3HaunMo KepeeHe (K3K); BcakakBo KbpBEHE) ¢a 3HAUHUTENHO 110~
MaJIKO TP HOMHHATHO ay1pa HHBO 5% IIpH NalMeHTH, TIpHeMainH NaburaTpaH eTeKCWIAT, B
CPABHEHME C TE3H, MpUeMaliK BapdapHH.

Tabnrua 16: CubaTes Ha kbpBere B npoyusane RE-MEDY, B xoeTo ce R3nHETBa
npepeHnuarTs 5a BT m BE

Haburarpau erekcunar Bapdapun KoedmmeHT Ha
150 mg npa eTH PHCKA CIIPAMO
JTHEBHO BapdapuH
(95% norepureneH
- | HHTEPBAN)
JlekyBpaHH NALMEHTH 1430 | 1 426
Cu6uTHs HA ronsaMo kepeere | 13 (0,9%) 25(1,8%) | 0,54 (0,25;1,16)
BrTpedepenHo 2 (0, 1%) 4 (0,3%) He moxe na Onae
KbPBEHE _ | 1 wm3uncneH*
IlNonamo CY kupBeHe 4 (0,3%) 8 (0,5%) He Moxe na 6bae
. 1 | H34HcieH"
JKuBorozacTpamasaino 1 (0,1%) 3 (0,2%) [ He mMoxe na6eae |
KbPBEHE | 1L H34HCIIeH®
CrbuTHs Ha roIaMo 80 (5,6%) 145 (10,2%) 0,55(0,41, 0,72)
KbPBEHE/KIIMHHYHO 3HAYMMO
KBPBEHE . ]
BeAxkakBo KbpBeHe 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
Beskakpo CY xnpeeHe 45 (3,1%) | 32 (2,2% 0) | 1,39 (0,87, 220) |

*KP e Moxe [a b€ H3UHCIEH MOpaJH JIMTICATa Ha CHOMTHE B KOATO H 1A € mxop'rafneqeﬁue




Tabauna 17: CubuThRA Ha KbpBene B npoyunane RE-SONATE, B xoeTo ce
H3nHTBA npesennugTa HA /BT n BE

HMaburarpan erexcunar [Inaue6o KoeduimeHT Ha
150 mg aBa rbTH PHCKA CIIPAMO
ITHEBHO ' rwanebo |
(95% nosepurenen
_ MHTEpBaJ)
JIeKyBaHH NALMEHTH ‘ 684 659 |
Co0uTHA HA NONAMO KBPBEHE 2 (0,3%) 0 He Moxe na
_ | Opae u3uucner *
BrrpeuepenHo 0 0 He Mmoxe na
KbpBEHE . o _ Obae u3gmcnen *
IN'onamo CY xupeenHe 2 (0,3%) 0 He Moxe na
| 6pae H3umcaeH *
JKHMBOTO3aCTpAILIABALIIO 0 0 He moxe na ‘
KbPBEHE . Obae u3umcnen *
Cr0OutHg Ha rojiaMo 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KbpPBEHE/KIIHHUMHO 3HAUUMO
KbpBEHE
| BCAKaKBO KbpBEHE _ 72 (10,5%) | 40 (6,1%) 1,77 (1,20; 2,61)
BesakakBo CY xupBeHe | 3 (0,7%) | 2 (0,3%) ‘ 2,38 (0,46, 12,27)

*KP He Moxe na ObAe H3umMCIIeH Nopaiy IMIcaTa Ha CHOMTHE NPH KOETO U J1a € OT NIeYeHUATA

A2panyroyumo3sa u Heymponenus

ArpaHyJIOLIMTO3a H HEYTPONEHHs ca ChoOMaBaHH MHOTO PAKO CJie]] paspeluaBaHe 3a ynorpeba Ha
paburarpaH eTekCiiaT. Thil KaTo HexenaHHTE peakilHy ¢a ChoOMABaHM ITPH NOCTMAPKETHHTIOBOTO
HaboneHHe OT MOMyJIalMA ¢ HEYCTAHOBEH pasMep, YEeCTOTATA HM He MOXE Aa 6blie AOCTOBEPHO
onpeaeneHa. Yectotara Ha cro0iaBane € H39KMcIeHa Ha 7 chOHTUA HAa | MMTHOH MAUMEHTOTOMMHH 33
arpaHyoLMTo3a H 5 CHOMTHA Ha | MIIMOH NALMEeHTOrOTMHH 33 HEYTPOMEHHA,

[leauaTpudsa nomynaips

bezonacHocTTa Ha naburaTpaH eTekchnaT npH jeucHHeTo Ha BTE M NpeBeHLMs Ha peLiHAMBHpAIIH
BTE mpu neapaTpyiHH NauMEHTH € npoy4eHa B e m3nureaHus dasza III (DIVERSITY u
1160.108). O6uo 328 neaMaTpuyHK NalMeHTH ca JISKYBaHH ¢ faburaTpaH erekcunar. IlaipeHTHTe
Ca NoTy4aBa/ld afalTHPaHH CTIOPE BB3pacTTa M TEICCHOTO TErIo A03M OT ChOOpa3eHa ¢ Bb3pacTTa
JeKapcTBeHa opMa Ha nabHraTpaH ereKCHIaT.

Kato usno ce ouaksa mpogunst Ha 6e30NacHOCT MM A€wa Aa € CHLIUAT KATO MPH Bh3PACTHH.

0610 26% OT neaHaTpHHHUTE MALMEHTH, JIEKyBaHM ¢ faburaTpa erexcunar 3a BTE u 3a
npeseHIMA Ha peuauBupainy BTE, ca nomyyiimu Hexenanu peakimu.

Cnucvk Ha nexceranume peaxyuu 8 mabuuier eud

B Tabnuua 18 ca noxasanu HexkeNaHHTE peaki(M, YCTAHOBEHH B NIPOYYBAHMATA NIPH Jeye
BTE w npesexuus Ha peuyausupainy BTE mpu neauarpuunn naumenTu. Te ca
cucreMo- opradeH Kiac (SOC) u no uecToTa ¢ W3NOA3BaHE HA CICAHATA KOHBEHLS:
(21/10), yectnn (21/100 no <1/10), newectu (>1/1 000 mo <1/100), pemxu (>1/10 000
MHOro peaki (<1/10 000), c Heu3BecTHA YecTOTa (OT HAIMYHMTE NAHHH HE MOXKE 1
HallpaBeHa OLIEHKA).




TaOnuna 18: HexxenaHn peaknun

YecroTa

SOC / Ilpennouurad TepMHH

neuyenue Ha BTE u nperexuma Ha peryameupainy BTE
NpH NEIHATPUIHM NAIUEHTH

| Hapyienid Ha KppBTa M TAM(PHATa CHCTEMA

AHeMHA _ YectH
[TorkeH xeMornobHH _ ____Hegectn L
_TpomOormToneHus UHectu
[ToHIDKEH XEMATOKPUT ) ___Heuectr .
| HeyTtponenus HeuecTH _
ArpaHyJIOLHTO3a C HeH3BECTHa YeCTOTa _
Hapymienus Ha HMyHHATa CHCTEMA . .
JIeKapCTBEHA CBPBXYYBCTBHTEIHOCT Hedectn
O6pus YectH
[IpypuTyc HeuectH n
AHadHJIAKTHYHA PeaKlys ) C HeH3BECTHA YecToTa
AHIHoeIeM C HeM3BeCTHA 4ecToTa _
YpTHUKapHs | Yectn _
bponxocnazsm C HeH3BECTHA YeCTOTa |
HapyineHus Ha HEpBHATA CHCTEMA i
Brrpeuepernna xemoparus 1 Heuectn B
ChIOBH HapyIICHUS . ]
XeMaToM . YecTi
XeMoparus ____ C HensBecTHa 4YecTOTa

PecnupaTopHH, IPBAHHK H MeTHACTHHAITHH HAPYIICHHSA

EnycTakcuc . . YecTH

i XeMo¢TH3a . Heuectn _

CTOMaLIHO-YPEBHH HAPYIICHHA

| CToMamHo-4peBHA XeMOPArHs Hegectn .
AbnoMuHamma 6onka _ Hewectw

| napus — — Jectu —
Aducriencus . YecTH
['anene . Hectu
PekTaHa xeMoparus . . Hedectn _
XeMOpPOHIAIHA XeMOparus __ C yeuspecTHa YecTOTa

CroMalno-gypeBHa A3Ba, BKIFOUHTEITHO
e3ogareanHa 13pa

C HeM3BeCTHA YecTOoTa

¢ YHKIMOHATHUTE HepHOAPOOHH

lacTpoesogarur _ Hewectn
I"actpoe3ogareanya pedurykcHa Gonect . Yectn
L Ilosppmiane _ . Yectn L |
[ucparus . Heyectw ]
XenaToOWIMAapHH HapyLIeHus _ o
Hapymena ueproapoGHa C Heu3BecTHa YeCTOTA
¢yHKUMA/OTKIOHEHHSA BHB

[IOKAa3aTeny _
[TosHImeHHe Ha aJlaHUH

| _amsmorpanciepasara

[ToBuineHue Ha acnapraT
aMMHOTpaHC(epasaTa

| Moeumern q4epHOAPOGHY eH3uMi




A

XunepSuinpy6uHeMus Heuectn _‘
HapyirieHns Ha KOXaTa H MOAKOMHATA TEKaH B
KoXHH KpBBOHIITHBH HeuectH
Asonerus YectH _ l
_HapyuieHnd Ha MyCKYJIHO-CKEJIETHATA CUCTEMA H CHE/IMHUTEITHATA THKaH
XemapTposa C HeU3BECTHA YeCTOTA _I

Hapyiuenus na 6u0perre 1 MHKOYHUTE THTHIIA
Y poreHuTalIHa XeMOparus, HeuecTn
___BKIIIOYMTENTHO XEeMaTypus

| Ob1m HapyliCHHWA H e_(pem Ha MACTOTO Ha MPHJIOXKCHHUC

XeMoparus Ha MACTOTO Ha C HeM3BeCTHA YeCTOTa

HHIDKCKTHpaHe
XeMoparus Ha MACTOTO Ha [TOCTaBIHe C HeH3BeCTHa YecTOTA
H& KaTeThpa
| HapaHaBaHHA, OTpaBAHHS H YCIOXHECHHS, BESHUKHAITH B PE3YJITAT Ha HHTEPBEHIMH

TpaBMaTHYHa XeMOparus Hevectn
XeMoparus Ha MACTOTO Ha HHLM3HA C HeH3BECTHA YeCTOTa

Pearyuu na xvpeene

B npe uarmreanus ¢asa Il npu nokasanuero neverne Ha BTE 1 npeBeHIMa HA pelidaMBMpaIy
BTE npu neauatpyuvHu naiMenTi obmoe 7 nauueHtH (2,1%) ca mMam cxOMTHE Ha roIsaMo
KbpBeHe, 5 nauMeHTH (1,5%) ca uMamd ChOUTHE Ha KTMHUYHO 3HAYHMMO HETOJIAMO KBpBEHE, a 75
nauueHTH (22,9%) ca umManu crbuTHE Ha HE3HAMHTENIHO KBpBeHe. KaTo nsio 4ecrorara Ha
ChOUTHATA Ha KbPBCHE € O-BHCOKA MPH ITo-Bbh3pacTHata rpyna (12 no <18 romumm: 28,6%),
OTKOJIKOTO B I'PYIIHTE C MMO-MATKA B3pacT (OT PAXAAHETO A0 <2 roaunu: 23,3%; 2 no <12
roavuu: 16,2%). 'onamo MM TeXKO KbpBEeHe, HE3aBHCHMO OT MACTOTO Ha BB3HMKBaHE, MOXKe J1a
ooBeae A0 HHBATHAM3HPAHE, )KMBOTO3aCTPALIABALIO CHCTOAHHE WIH JOPH JIETAIEH H3XO/.

Crobuiasane Ha DOJO3HPAHN HEXKENAHH PEAKIHH

Copol1aBaHeTo Ha NONO3HPAHH HEXKEJIAHH peakiluy cjle]] paspelLapaHe 3a ynorpeba Ha JIeKapCTBEeHMs
NPOXYKT € BakHO. ToBa 1o3soi4aBa Ja MPOIELIDKHA HAOMIOAEHHETO HA ChOTHOLISHHETO NOA3a/pHCK 38
JIEKapCTBEHHUA TPOAYKT. OT MEIMIMHCKHUTE CIIELHAIKCTY C€ H3HCKBA a ChoOIIaBaT BCaka

NoA03HpaHa HeXKeNlaHa peaKkuma Jpes:

M3nbnHUTENHA areHLHA 10 NeKapCTRaTa
yi. ,,JlamaH I'pyes” Ne 8
1303 Codus

buarapus
Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpenozupane

Jo3u naburarpaH eTekcUIaT, HAABHIABAIY IIPENIOPHEUYUTEHUTE AO3H, U3NIAraT NalMeHTa Ha
MNOBHILEH PHCK OT KbpPBEHE.

u:t [
[Ipu cbMHEHHE 3a PeIO3HPaHE MPOBEXAAHETO HA KOAryJIALMOHEH TECT MOXKE J1a TOMOY e}ga /‘;“L—E\ %\\

OTIpe/ie/IAHe Ha PHCKA OT KbpBeHe (BK. Touka 4.4 1 5.1). Kanubpupau konmuectsen THRIAeCT
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onpenefieHH HUBA Ha JaburaTpas (BX. Touka 5.1), ¢BIIo B Cimyyait ue ca MpeanpHeET
MEPKH — HaIp. JHaATH3a.



IIpekoMepHaTa aHTHKOAryaliia MOKE J1a M3UCKBa [TPEYCTAHOBIBAHE HA JICYEHHETO ¢ AabHTaTpaH
eTekcwiart. Tsif kaTo Aa0HraTpaH ce eKCKkpeTHpa MpeauMHO dpe3 Os0peuuTe, TpaOBa aa ce moaabpxka
AOCTaThb4HA JUype3a. ThH KaTo CBBP3BAHETO ¢ MPOTEHHHM € B HUCKA CTeNneH, aburaTpan Moxe na
Obae IMAIH3UPAH; HMA OTPAHHYCH KIIMHMYEH ONUT, AEMOHCTPHpAaL) NoA3aTa OT TO3H NOAXOA B
KJIMHHYHM MpOy4YBaHHA (BK. TOUKa 5.2).

OraaggBaHe HA YCNOXKHEHUT ¢ KbDBEHE

B cayuaii Ha xeMOparH4HH YCI0XKHEHMUA JIeYeHHETO ¢ JaburaTpan eTekcHnaart Tpabsa xa 6nae
NpeyCTaHOBEHO, a MPHYHMHATA 3a KbPBEHETO — H3ciieaBaHa. [1o npeneHka Ha JTeKyBalllMA JICKAp H B
3aBMCMMOCT OT KJTHHHYHATA CHTyallHd TpsAOBa Ja ¢ NMpeAlipHeMe MOAXOAAIN0 NOANBPKAINO JIEYCHHE,
KaTO XMUPYypPrAYHa XeMOCTA3a HIH 3aMeCTBAHE Ha KPBBEH 00eM.

[Tpy BB3pacTHH MALMEHTH B C/Iy4aH, KOrato € Heobxoanmo O0bp30 HeyTpaJH3UpaHe Ha
aHTHKOaryJaHTHUs edeKT Ha JaburarpaH, MOXKe 1a ¢¢ K3MO/3Ba CHCLMGHYHOTO HEYTPaaH3NpaIlo
cpeacTBO (Maapyusymal), koero aararonHsupa dapMakoauHaMuaHHa edeKT Ha aaburarpan.
EdukacHOCTTa M 6€30MaCHOCTTA HA HAAPYIM3yMad He ca YCTAaHOBCHH MPH NeAHATPHMHH NAHHEHTH
(BX. TOUKa 4.4).

Moke ga ce MMa npeABUA NPANAraHe Ha KOHLIEHTPATH Ha KOAaryJIaudOHHH GaKkTOPH (AKTHBHPAHH HIH
HEAKTHBUPAaHH) WK pekoMOMHaHTeH QakTop VIla. UMa HAKOH €KCIIEPHMEHTAIIHH JOKA3ATE/ICTBA B
[NOJKpena Ha poJifTa Ha Te3H JISKAPCTBEHH NPOAYKTH B 0OpbIaHe Ha AaHTHKOAI'yJIAHTHHA e(DEeKT Ha
DaburatpaH, HO JAHHHUTE 34 MOJI3aTa HM B KIIHHHYHH YCIOBHSA, KAKTO H 33 Bh3MOXXHHA PUCK OT
pubayHa TpoM60eMOONHIBEM, Ca MHOIO OTpaHHM4EeHH. KoarynallMOHHHTE TECTOBE MOTAT 14 CTaHAT
HEHANSKAHH Ce]l TPUWIOKEHHE Ha MPETIOPBbYMTEHHTE KOHLICHTPATH HA KOAryJIalMOHHH (PaKTOPH.
TpaOra na ce BHHMMAaBA NMPH THIKYBAaHETO Ha Te3M TecToBe. TpaORa na ce 0OMHCIH NMPHIOKEHAES HA
TpoMOOLIMTHA MAaca B CITY4AKHTE, KOraTo HMa TPOMOOLHTONIEHHS WIH ¢ca OHWJIM H3NOJI3BaHH
ABArOAEHCTBAIM AHTHTPOMOOTHYHH 1eKapCTBEHH MPOAYKTH. LIanoTo CHMITTOMARTHYHO TIeYeHHE
TPsAOBa Aa ce MpHUara no npeLeHxa Ha Jekapi.

B 3aBHCHMOCT OT MECTHUTE BB3MOXHOCTH, TpAOBA J1a ¢ OOMHCIIH KOHCYITAIMA CBC CIEHHATMCT B
ClTyyai Ha rosiMO KbpBEHE.

5. GOAPMAKOJIOI'HYHH CBOHCTBA

5.1 dapmaxkonuHAMHAYHHA CBOHCTBA

(DapMaxoTEparneBTHYHA Ipyna: aHTHTPOMOOTHYHM CPEACTBa, AUPCKTHH TPOMOHHOBH HHXHOHTOPH,
ATC xon: BO1AEO7.

MexaHu3bpM Ha JelcTBHE

HaburarpaH eTekcUnaT € Majika MOJICKYJIa IPEAJICKAPCTBO, KOETO He NoKa3Ba papMakoIorHiHa
aKTUBHOCT. CJiell MepopaTHO NPHIcKEHHE Ja0HTaTpaH eTeKchnar ce abcopbupa OBp30 H ce

NpeBphia B JaOHTraTpaH 4pe3 KATAIM3HpaHa OT ecTepa3a XHIPONH3a B IUIA3MATa H B UePHHS JApoD.
JlaburarpaH e MOILNEH, KOHKYPESHTEH, OOpaTHM, AUPEKTEH TPOMOHHOB HHXHOHTOP H € OCHOBHOTQ
BELIECTBO ¢ aKTHBHO ACHCTBHE B IUIa3MaTa. 2 &‘r"fﬁ f‘:o X
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MHIyUHpaHaTa TPOMOOLIMTHA arperaims.

DapMakoIHMHAMHYHH edeKTH

In vivo " ex vivo IpOYUBaHHA [IPH XXHBOTHH AEMOHCTPHPAT AHTHTPOMOO3HA eHKACHOCT H
AHTHKOAryJIAHTHA aKTHBHOCT Ha JaOHraTpaH clieX HHTPaBEeHO3HO MPHIOXKEHHE M Ha aaburaTpaH
CTEKCHIAT ClIel NIEPOPAITHO MPHIOKEHHE NPH Pa3NHYHH )KHBOTHHCKH €KCTICPHUMEHTATHM MOIEITH
Ha Tpombo3a.

CBIUECTBYBA OTUYSTIHBA KOpEaLMsa MEeX/ly IUIa3MeHaTa KOHLICHTPalHA Ha Ja0HTaTpaH M CTeIeHTa
HA aHTHKOATY/IAHTHHA eQeKT, 6asupaHo Ha daza Il npoyusanus. Jaburatpas yawnkana
TpoMOHHOBOTO BpeMe {TB), EBC, xakro u aPTT.

KanubpupaHHaT koMuecTBeH TecT Ha 1B upes paspexknane (TBP) naBa orenHka 3a ra3smMeHara
KOHLCHTpAaLMA Ha abHraTpaH, KOsSTo MoXe aa Obae CpaBHEHA ¢ OUAKBAHUTE IUIA3MEHH
KOHLISHTpALMH Ha naburatpad. B cioydaii ye kamuGpupanuat TBP tect nokake pe3yIrar 3a
rUla3MeHaTa KOHLIEHTpalua Ha AaburaTpaH, KoHTO ¢ Ha WIH oA IPaHHLIATE HA KOMHYECTBEHOTO
onpexeike, cineasa Aa ce 0OMHUCIH ITPOBEKAAHE Ha NOMIHUTENHO H3CNEABAHE Ha KOAry/alisTa,
Hanpumep TB, EBC wiu aPTT.

EBC MoOXe a OCHTYpH IUPEKTHA OLIEHKA Ha AKTHBHOCTTA HA JHPEKTHUTE TPOMOHHOBH HHXHOHTOPH.

TecTsT aPTT € IHPOKO JOCTBHIEH H NMOKA3Ba MPUOIM3KNTENHO AHTHKOAI'YJIANTHATAE HHTEH3HUBHOCT,
nocTurHaTa ¢ gaburarpas. Obaue, aPTT TecThT HMa OrpaHndeHa YyBCTBHTENHOCT H HE €
MOAXONALI 338 TOYHO KOJIMUESCTBEHO ONpE/IeNiTHE Ha AHTHKOAryaHTHHA edekT, 0cobeHo npH
BMCOKH IUIa3MEHH KOHUCHTpalLMM Ha naburatpaH. Benpexu ue Bucoku crofinocTd Ha aPTT Tpabea
Aa ce THIKYBAT C [MOBHLICHO BHHMAaHHKE, Te M0KA3BAT, Y¢ NALMEHTHT € aHTHKOAT'YJIMPaH.

Kato 1amo, MoXxe aa ce mpHeMe, 4e Te3H NOKA3ATEH 33 aHTHKOAryJIaHTHA AKTHBHOCT MOFaT Aa
OTpa3aT HUBATA HA NAOHTATPaH, KAKTO H Ja MPEAOCTABAT HACOKH 34 OLICHKATA HA PHCKA OT
KbpBeHe, T.€. Hal 90™ nepceHTHN Ha Hal-HHCKUTE HUBA Ha JaOHraTpaH WIH KOAryJalMOHEH TecT,
KaTo Hai- HMCKH H3MepeHH cTOHHOCTH Ha aPTT (3a nmparomere Ha aPTT Bx. Touka 4.4, Tabnuia
6), MOXe [1a C€ acOLMMpa C NOBUINEH PHCK OT KbPBEHE.

Ilvpeuuna npeeenyusn wa BTE npu opmoneduyna xupypzus

CraunoHapHaTa cpelHa FeOMETPHYHA [TMKOBA IUIa3MEeHa KOHLIEHTparus (cnea el 3) Ha
naburaTpaH, U3MepeHa OKo/o 2 Jaca clef npwioxkeHHe Ha 220 mg naburarpaH erekcuiar, e 70,8
ng/ml, ¢ rpasMuM 35,2-162 ng/ml (B MHTEpBaNa 25-T1-75-TH NepceHTHNT). CpeaHATa reOMETPHYHA
Hali-HMCKA KOHLICHTpalMA Ha JaburaTpaH, U3MepeHa B Kpas Ha JO30BHA MHTepBal (T.e. 24 yaca
crien go3a aaburatpad 220 mg), € cpemno okono 22,0 ng/ml, ¢ rpasmu 13,0-35,7 ng/ml (&
HHTEpBaIa 25-TH-75-TH NIEPCEHTIUT).

B enHO crieupanHo mpoy4YBaHe CAMO IMpH NMALMEHTH ¢ YMEpeHO OBOpeuHo yBpexaane

(CrCL 30-50 ml/min), nexyBanu ¢ naburatpaH erexcanar 150 mg BeaHbk THEBHO, CpeaHATA
FeOMEeTpHIHA HAH-HMCKA KOHLICHTPALMA Ha JaburaTpaH, H3MepeHa B Kpad Ha JO30BHSA MHTEPBAJI, &
cpeano 47,5 ng/ml, ¢ rpanmm 29,6-72,2 ng/ml (B vaTEpBana 25-Tu-75-TH nepceHTHIL).

Ilpy naumenTy, nexysanH ¢ 220 mg naﬁma'rpaﬂ €TEKCHIIAT BEIHEXK JHEBHO 38 NpeBeH1n Ha BTE-

CJIefl MpOTE3UpaHe Ha Taz00eapeHa MITH KOJITHHA CTaBa, " \;\q no =

. 90-HAT MepceHTHN Ha Hali-HUCKHTE IUIA3MEeHH KOHLCHTPALMH Ha 1a6HTaTpaH € ¢
ng/ml, (20-28 gaca cnen nprHeMa Ha NpeaUITHATA 71033) (BX. TOUKH 4.4 U 4.9),

. 90-vAT NepceHTI HA HaH-HHUCKHTe cToMHOCTH Ha aPTT (20-28 uaca cren npué
Ha NpeaAMITHATA A033) € 51 cexyHnamM, koero ¢ 1,3 IMHTH Hax ropHaTa rpaHHLA




HOpMATA.

EBC He e u3MepBaHO NpH NaLKWEHTH, JJeKyBaHH ¢ 220 mg naburarpaH eTeKCHNAT BEAHBXK JHEBHO 3a
npepeHIMs Ha BTE crien nporesupane Ha Tazo0empena WiH KONSHHA CTaBa.

llpeeenyus na mozvuen uncynsm u cucmemen emboruzem npu ew3pacmuu nayuexsmu ¢ HKIIM ¢

eoun uau nogeye pucxosu paxmopu (KAIIM)

CrauMoHapHaTa Cpe/lHa reOMETPHYHA [MMKOBA IUIa3MEeHa KOHLICHTpalmMs Ha NaburaTpat, H3sMepeHa
OKOJNIO 2 yaca cliea npuiarade Ha 150 mg naGuratpan erekcunar, € 175 ng/ml, ¢ rpaHyM

117-275 ng/ml (B uxTeprana 25-1u-75-Ti nepcenTin). CpeaHara reoMeTpUYHa Hali-HHCKa
KOHLICHTpaLMA Ha faOHraTpaH, H3MEpPCeHA CYTPHH B Kpad Ha J030BHA MHTepBai (T.e. 12 uaca cnen
BeyepHaTa 1o3a naburatpax 150 mg), e cpenso okono 91,0 ng/ml, ¢ rpasuim 61,0-143 ng/ml (»
MHTEpBaJIa 25-TH-75-TH NEPCEHTHI).

[Tpv nauueHTn ¢ HKIIM, nekypaHu 3a npeBeHUHs HA MHCYAT U CHCTEMEH eMbBonM3kM ¢be 150 mg
naburatpaH eTeKCHaT JBa MbTH JHEBHO,

. 90-HAT NEpPCEHTU Ha U3IMEPEHHTE HaH-HUCKM I1a3MEHH KOHLUEHTPaLVH Ha
naburarpad (10-16 yaca cnen npueMa Ha npeavInHaTa o3a) € okojo 200 ng/ml,
* HaH-HHCKHTe cTolHOCTHTE Ha EBC (10-16 uaca cien mpueMa Ha npeaMiLHAaTa 4032), NOBHILICHH

MpUONM3HTENHO 3 MBTU HAJl FOPHATA rPaHHLIA Ha HOPMATa, Ce OTHACcAT A0 HabmoaasaHus 90-
TH nepceHTHN Ha yabnkaBaHe Ha EBC or 103 cexyHau,

* Hal-HUCKH cTolHOCTH Ha aPTT, nosede or 2 mMbTH HaJ ropHaTa MpaHKLIA Ha HOPMATA
(vawpxapaHe Ha aPTT ¢ okono 80 cexynan), (10-16 yaca cnen npueMa Ha npeAKIIHATA
Nn03a) ca oTpaseHH Ha 90-ua nEepCceHTH OT HAOMOAECHHETO.

Jleuenue na J{BT u BE, xaxmo u npesenyus na peyudueu na JIBT u BE npu ev3pacmuu nayuennmu
({IBT/bE)

[1pn naumenTy, nexysanu 3a JIBT u BE cbc 150 mg naburarpan etexcunar ABa ITbTH JHEBHO,
CpeaHaTa reOMETpHYHA HaM-HHCKA KOHIIEHTpauus Ha xaburaTpaH, uamepena 10-16 yaca cien
NPHEM Ha 1034, B Kpad Ha A030BHA HHTepBai (T.e. 12 4aca ciieq BeyepHaTa 038 qabHraTpaH
erekcunar 150 mg), e 59,7 ng/ml, ¢ rpanmim 38,6-94,5 ng/ml (B uHTepBana or 25-tu Ao 75-m
nepceHTHN). [Ipy nesermero Ha JIBT u BE ¢ na6urarpan erexcunar 150 mg nBa mbTH AHeBHO 90-
HAT MEPCEeHTH/1 HA H3MEPEHHTE HAW-HMCKH IU1a3MEHM KOHLIEHTpalvHM Ha qaburatpad (10-16 yaca
Cllel MpUeMa Ha MpeAMIIHATa 103a) € OKOIo 146 ng/ml,

. HaK-HUCKHUTe CTOMHOCTHTE HAa EBC (10-16 4aca cinen npreMa Ha npeaMIIIHATa 1038),
NOBHALIEHH NPHOMU3HTENHO 2,3 MBTH CIIPAMO HAYATHHTE CTONHOCTH, C€ OTHACAT JI0
HaOonapakua 90-Tv nepceHTHN HA yaspkaBane Ha EBC or 74 cexynau

. 90-uaT nepceHTHN Ha Hali-HIUCKH croliHocTu Ha aPTT (10-16 yaca cien npueMa
Ha NMpeOHIIHATA J03a) € 62 CeKYHAM, KoeTo € 1,8 mbTH cTOMHOCTTA Ha M3XOIHO
HHRBO,

Hsama nanHy 3a (papMakOKMHETHKATA NPH NALMEHTH, JIEKYBAaHH 34 IPEBEHLMA Ha PeUMANBHpAIIa
HABT u BE cuc 150 mg aaburaTpan eTekcHIaT OBa METH AHEBHO.

Knunuyha epHkacHOCT H 6€30m8CHOCT

Emnuvecxu npouzxoo

He ce nabmonasar KIHHHYHO 3HAHMMH €THHYECKH PANTHKH MEXKIY MALMEHTHTE OT €
paca, ¢ appo-aMEPHKAHCKH, JIATHHO-8MEPHKAHCKH, STIOHCKH WIH KHTalCKH NPOM3XO0




Knunuunu npoyueauus evpxy npesenyusma na BTE caed npomezupane nHa 201eMu cmasu

[laimeHTH, NOANOKEHN HA TUIAHOBA IO/1IMa OPTOTICAHYHA ONepalLHs B 2 rojieMy paHIOMH3HPaHH,
napanejHo-TPYNoBH, ABOHHO-CJICIH, A03a-MOTBLPXAABALIH MPOYYBAHHA (IPH €HOTO —
MPOTE3UpaHe Ha KOJIAHHATA CTaBa, a PH APYTOTO — Ha TasobeaApeHaTa cTasa), NoMyqaBar 75 mg
win 110 mg naburatpan erekcunar 1-4 qaca cnen onepauHaTa, a ¢iel To8a mo 150 wiu 220 mg
BEAHbXK JHEBHO, MPH rapaHTHpaHa XeMocTa3a, WIH 40 mg eHOKCalapiH B ACHS NPEIH ONEepAaLmaTa,
a Cliell TOBa — BEAHBK JHEBHO.

B npoyupaHeTro RE-MODEL (npotesupane Ha KonsHHA cTaBa) JIeUEHHUETO NIPOAB/DKABA 6-10 IHH, a
B npoyusaHeTo RE-NOVATE (nporesupane Ha Tazobeapenata crasa) — 28-35 gum. O6mmat 6poli
JIEKYBaHH MallMeHTH € ChOTBETHO 2 (76 (kongHHA cTaBa) U 3 494 (TazobeapeHa craBa).

CrueraHuero oT obimara cMepTHOCT nopaau BTE (ekmouuTenHo Gemonpoben emGomussmM, BE),
NPOKCHMAJIHA M JUCTaTHA ABN0OKA BeHO3HA TpoMOo3a (JIBT) — cMMITTOMHA MJTM aCHMITTOMHA,
YCTARHOBEHA 4pe3 PYTHHHA BEHOrpadua) H CMBPTHOCTTA TTOPaJH BCAKAKBA NMPHUKHA [IPECTABIIBA
ITHpBHYHATA KpalHa TOYKa K Ha BeTe npoy4paHui. Crueranmero ot romaM BTE (skmounrento BE
¥ npokchmalicH JIBT — cHMITTOMEH WM aCHMITTOMEH, YCTAHOBEH Ype3 pyTHHHA BeHOrpaui) U
cMbpTHOCT nopag BTE npencrasnssa BropudHa KpaiHa TOYKA H Ce CHHTA, Y€ HMA ITO-rOJIIMO
KNHHUMHO 3HAYEHHE.

Pe3yJTaTHTE OT JIBETE NPOYIBAHMA NOKA3BAT, Y€ aHTUTPOMOO3HMAT edext Ha 220 mg 1 150 mg
AaburarpaH €TeKCHIAT He OTCTHITBA CTATHCTHYECKH HA €HOKCHIIAPHH I10 OTHONIEHHE Ha ob1ms
BTE u obwara cvbpTHOCT. KpaiinuaT pesyarar 3a cirysaure Ha roisM BTE u cMBpTHOCT nopaau
BTE npu gosa 150 mg e Manko no-yom, OTKOMKOTO Mpu eHokcanapuk (tabmuug 17). [ogobpu
pesynaTaTH ce HaGmonasar npH Ao3a 220 mg, kpaeTo KpaliuusT pesynrar 3a ronsMm BTE e manxo
Mo-100Bp, OTKOIKOTO IIPH eHOKcanapHH (Tabmuua 19).

KNnHHHYHMTE NPpoyYBaHUs ca MPOBEACHU ITPH MOIMYJIALMA NALKEHTH ChC CPEIHA BE3PACT >65 roJuHu.

HsaMa pasjiMKH B TaHHHTE 3a €PHKACHOCT H 6€30MAaCHOCT MEXKIY MBXKE M )KeHH B KIMHHYIHIATE
npoy4BaHua dasza 3.

B nacneasanara nomynaipis naupenTd HA RE-MODEL u RE-NOVATE (5 539 nexypasu

NauueHTH), J1% HUMaT npuApyXasatia XHNepToHnd, 9% umar npuapyxasait auaber, 9% uMmar
MPHAPYKaBatlo 3aboisBaHe Ha KOPOHAPHATA apTepua H 20% HMAT aHaMHe3a 3a BEHO3HA
HEJOCTATBYHOCT. HUTO €HO OT Te3u 3abongaBaHua He NOKa3Ba BB3AelcTBNE BEPXY ediekTHTe Ha
naburarpad 3a BTE npeBenims wiv 4ecToTaTa Ha KbpPBEHE.

JlaHHuTe 3a kpaiiHaTa To49Ka ,.,ronaM BTE u cmepTHOCT opagu BTE“ ca xoMOreHHH o
OTHOLICHHE HAa IThpPBHYHATA KpaiiHa Touka 3a e(HUKACHOCT M ¢a NoKa3aHH B Tabnuua 19.

JaHHuTe 3a KpaiiHaTa To4Ka ,,061a cMbpTHOCT nopaay BTE u ¢CMBPTHOCT NOpaH BCAKAKBA
NPHYKHA™ ca NMoKa3aHH B Tabrmna 20.

JIaHHHTE 38 KpaifHHTe TOYKH ,,yCTAHOBEHH CHOMTHSA Ha rOJISAMO KbPBeHe” ca MOKA3aHHM B TaGauLa
21 no-gomny.

Tabaana 19: Ananus na crysante ua ronsm BTE u cmupTROCT nopaan BTE npes
TepaneBTHIHATA $a3a Ha npoyuBanEaTR RE-MODEL m RE-NOVATE
NPH OPTONCAHIHH ONEPALHH

H3nuTBane HaburarpaH erekchiar I Haburarpan erexkcunar
I _ 220 mg _ 150 mg ]

RE-NOVATE (Tazofesapena crapa) . _

bp. nexyBanu T 909 888
nauMeHTH J L -




Yecrora (%) 28 (3,1) 38 (4,3) 36 (3,9
KoeduLMeHT Ha pHCKa 0.78 1.09
CINIpAMO CHOKCAIIApHH _ _
95% CI 0,48; 1,27 | 0,70; 1,70
RE-MODEL (xonsHo) |
Bp. nexyeaHu 506 527 | 511
TAIHCHTH _ .
Uecrota (%) | 13 (2,6) 20 (3,8) 18 (3,5)
KoepuitueHT Ha pHCKa

0,73 1,08
COpAMO EHOKCAIIapHH |
95% CI | 0,36; 1,47 0,58; 2,01 |

Tabanug 20: Anaaus aa obmara cMbprrOCcT Nopags BTE B Ha ¢CMBPTHOCTTA NOPAAH BCAKAKBA
NPHYHHA Npe3 TEPANEBTHINATS Ppa3a Ha npoyusaHusTa RE-NOVATE u RE-MODEL npn

OpPTONCIHYHH ONICPANHH

H3nursane Haburarpan HaburarpaH eTekcwiar [TEExcanapm{
eTEKCHIAT 150 mg 40 mg
220mg |
RE-NOVATE (Tasobenpena crasa) .
bp. neKkyBaHM 880 874 897
NALHEHTH _ . | - |
Yecrora (%) 53 (6,0) 75 (8,6) | 60(6,7)
KoedHumeHT Ha 0,9 1,28 |
PHCKa CIIPAMO
CHOKCANApHH
| 95% CI (0,63; 1,29) (0,93; 1,78) | -~
RE-MODEL (konsHo) .
bp. nexyBanu 503 526 512
NAIHEHTH | .
| Yecrora (%) 183(36,4) | 213 (40,5) _ 193 (37,7)
KoeduimenT Ha 0,97 1,07
PHCKA CIIpAMO
€HOKCANapHH L .
95% CI__ 1 (0821,13) (0,92; 1,25) 1

Tabauna 21: Cp6ETHE Ha roISMO KbPBEHE B 3ABECHMOCT OT JICY€HHETO B
npoyusanus RE-MODEL s RE-NOVATE, npeacraBenn nooraemo

H3maTBaHe
.

220 mg

| ﬂaﬁmamé-n €TEeKCHIIAT ,[[aﬁ_m'arpaﬂ €TEKCHJIAT
150 mg

RE-NOVATE (TazobenpeHa crasa)

EHoxcanapEH
40 mg

bp. nexysaHu
NaifHeHTH
CnOuTHA Ha ronaMo

KbpBeHe (%)

1 146

1163

23 (2,0)

15(1,3)

RE-MODEL (konsH0)

bp. 1exyBaHH
MALUHEHTH

679

1154

- |

18 (1,6)

703

CuuTHA Ha roJIIMO
 KbpBene (%)

ol

10 (1,5)

9(1,3)




Ilpesenyus na Mo3vYen UHCYIM u cucmemen emboruzvm npu evzpacmnuu nayuenmu ¢ HKITM ¢ eoun

Wiy noeeie PUcCKosu paxmopu

KnunuuHKTe AaHHH 3a eUKAcHOCTTaA Ha Aa0HraTpaH eTeKCHIAT ¢a pe3yiTar ot npoy4uraneTro RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyITHIIEHTPOBO, MYJITHHALIHOHANTHO,
paHAOMM3HPAHO IIapajelIHO /IO H3MUTBAHE ¢ ABe 1034 AaburaTtpaH erexcunar (110 mg u 150 mg
ABa ITbTH JHEBHO) B CPABHEHME C OTKPUT IMPHEM Ha BapdapHH IMPH NALHEHTH ¢ MPEACHPAHO MBXACHE
C YMEpPEH 0 BUCOK PHCK OT HHCYJIT H CUCTEMEH eMOomM3bM. [IbpBrvHAaTa LIeN Ha MMPOYYBAHETO € A4
onpeneny Jany naburaTpaH €TeKCWIAT OTCTHIBA HA BapdapHH IMpH NOHHXKABAHETO HA CHOMTHATA Ha
CBCTaBHATA KpaiHa TOYKA ,,MHHCYAT ¥ CHCTeMEH eMOOMH3IBM ™. Chio Taka € aHaTH3HPaHoO H

CTAaTUCTHUHICCKOTO MNPCBB3XOACTBO.

B npoyusanero RE-LY ca panaomusupanu obmo 18 113 naumeHTH Ha cpeHa BB3pacT 71,5 roaunu u
cpeaeH CHADS?2 c6op 2,1. [lomynaumsara or nauueHTH € 64% o1 MBXKKH non, 70% OT eBponeHaeH
npouzxoA H 16% ot azuarcku npouzxoa. IIpu naupeHTHTE, pAHAOMH3HUPAHH Ja NOJTy4aBaT BapdapHH,
CPEOHMAT NPOLEHT Ha BpeMeTo B TepaneBTHueH 0bxBatT (BTO) (INR 2-3) e 64,4% (Mennana Ha BTO

67%).

[IpoyuyBanero RE-LY noka3ea, ue naburarpaH erekcwiar npH Ao3a 110 mg aBa ITbTH JHEBHO He
OTCTHIBA Ha edekTa oT BapdapHH NPH NPEBEHLMS Ha MHCYJIT H CHCTEMEH eMO0/I3BM IPH NaLMeHTH
C IPEACHPAHO MBKICHE, ¢ NMOHKDKEH pHCk oT UKX, 0b1mo kepBeHe U ronaMo kepsene. Jozara 150
mgABa METH JHERHO MOHIKABA 3HAYMMO PHCKA OT HCXEMMYEH H XEMOparuyeH HHCYJIT, Ch/I0OBA CMBPT,
HMKX u 06110 xbpBeHe B cpaBHeHNe ¢ BapgapuH. HecToTara Ha roIiMoO KbPBEHE MPH Ta3H /1034 €
cpaBHHMa ¢ BapdapuH. YecToTaTa Ha MHOKAPACSH HH(APKT € JICKO NOBHINEHA IMPH naGurarpaH
erexkcunar 110 mg asa nbTH AHEeBHO U 150 mg fBa TbTH AHEBHO B CpaBHEeHHE ¢ BapdapHH
(xoedpmipreHT Ha pucka 1,29; p=0,0929 u koedpuumenT Ha pucka 1,27; p=0,1240, croreerso). C
noxobpsasaxe Ha npocnenapadero Ha INR, HabmoaapaHuTe NOM3M OT JaOHTATPAH ETEKCHIAT B
CpaBHEHHE C BapgapHH OTCIa0bBaT.

Tabnuiwm 22-24 noka3sat noApoOHO KIMOYOBHTE PE3YJITATH B LAIATA MTOMYJIALHA:

Tabnana 22: AAasA3 Ha OLPBOTO CHLONTHE - HACYAT HJIH cHCTeMeH eMO0IEILM (DTLPBHYHA
Kpa#Ha TOYK2) N0 BpeMe HA Nepuoaa Ba nmpoyusane Ha RE-LY.

Haburatpan erekcmnar | [daburartpal erexcuaar Bapdapun
110 mg ABa mbTH 150 mg nBa reTH
ITHEBHO AHEBHO _
PannoMu3#pans 6015 6 076 6 022
NAITACHTA |
HucynT w/WiH CHCTeEMEH
eMOONH3BM .
Yecrora (%) 183 (1,54) 135 (1,12) 203 (1,72)
KoepuumenT Ha 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
puckKa cfy
BapdapuH (95%
CD)
[IpeBB3xoacTBO p=0,2721 p=0,0001
_p-CTOHHOCT

% ce oTHACH JO FOAMIIHATA YeCTOTa Ha CEOMTHUSTA

Tabanana 23: ARaIA3 HR TLPBOTO CHLOETHE HA HCXEMHYEH HIIH XEMOPATHYCH HACYJIT N0 Bpeue

Ha nepHoAa ua npoy4Bane Hs RE-LY.

IabHraTpaH eTeKCHIAT
110 mg npa mbTH
AHEBHO

Haburarpan eTeKCHIaT
150 mg nBa mpTH
JHCBHO




PanaoMusHpaHu 6 015 6 076 6 022
NalMeHTH
HHCYT
Yectora (%) B} 171 (1,44) 123 (1,02) | 187 (1,59)
KoednuneHT Ha 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
pHCKa c/y
BaphapuH (95%
CI)
_p-CTORHOCT 0,3553 0,0001
CucteMeH eMOONHIBEM
YecToTa (%) 13 (0,13) 13 (0,11) 21 (0,18)
KoepHuumeHT Ha 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
pHCKa C/Y
BapgapuH (95%
Cl) I
_p-cTOMHOCT 0,3099 0,1582
HcxeMudeH HHCYIT _
YHecroTta (%) 152 (1,28) 104 (0,86) 134 (1,14) ]
KoeduieHT Ha 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
PHUCKa C/y
Bap¢apuH (95%
Cl)
_p-CTOHHOCT 0,3138 0,0351
XeMoparn4eH HHCYJIT
Yectora (%) 14 (0,12) 12 (0,10) | 45 (0,38)
KoeduuyeHT Ha 0,31 (0,17; 0,56) 0,26 (0,14, 0,49)
PHCKa ¢/y
papdapuH (95%
) _
_p-CTOMHOCT 0,0001 <(,0001 _

% ce OTHACH IO MOAMIIHATA YeCTOTAa Ha CHLOMTHATA -

Tabauna 24: Asad3 H CMBPTHOCTTR 0 BCAKAKBA NPHIHHA H HA CHPAeYHOCHAOBATS
CMbPTHOCT N0 BpeMe HA NepRroAa Ha npoyuaBane na RE-LY.

llaburatpan erekcunar | Jlaburatpas erexcmnar | Bapdapuu
110 mg apa meTH 150 mg aBa obpTH
AHEBHO THEBHO
Panxomusupann 6 015 6 076 6022
NAaLHUECHTH
CMBPTHOCT 110 BCAKAKBA I
npHYKHHA
Yecrora (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoeduuueHT Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pPHCKa c/y
BapdapHH
 (95% CI) | _
_p-CToRHOCT ___ 10,1308 0,0517 |
ChIO0Ba CMBPTHOCT }
Yecrota (%) 289 (2,43) 274 (2,28) 1317 (2,6%9) _
KoeduiuieHT Ha 0,90 (0,77, 1,06) 0,85 (0,72; 0,99)
pHCKa c/y
BapdapuH (95%
CD _
| p-CTOHHOCT 10,2081 0,0430 I

% ce oTHacs 40 rogMINHATa 4eCTOTA Ha chOuTHSATA




Tabnuim 25-26 noxaseat pe3yaTaTUTe OT ITBPBUYHATA KpaiHa TOuKa 3a ¢(MKACHOCT U 6€30MacHOCT B

CBOTBETHHTE CYOITONYJIALHH!

3a MLPBRUYHATA KpaitHa TOUYKA ,,MHCYIT U CHCTeMEH eMOONM3BM™ He ca HACHTH(MLMPAaHU [TOATPYTIH

(T.e. BB3pACT, TErao, noj, Os6pedna GyHKIMA, eTHHYSCKA NPHHALICKHOCT U Ap.) ¢ pa3iHieH
KOE(PHULIMECHT HAa PUCKA B CPABHCHHE ¢ BapgapHH.

Tadauna 25: Koepunuent Ha pucka u 95% (I 3a aacyar/cacreMen eMOONH3BM 10 NOATPYIH

Kpadina To4Ka JlaburaTpan eTexchnar Haburatpad eTekCHIaT
110 mg nBa mTH JHEBHO C/Y 150 mg nBa 1IreTH OHEBHO C/Y
Bap(dapHH Bapdapun

BaipacT (roauHH)

<65 1,10 (0,64, 1.87) 0,51 (0,26; 0,98)

65<u <73 0,86 (0,62; 1,19) 0,67 (0,47, 0,95)

=735 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)

>80 0,68 (0,44, 1,05) 0,67 (0,44; 1,02)

CrCL(ml/min)

30<n <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)

30< u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)

>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a NHLPBUHYHATA KpaliHA TOYKA ,I0JAMO KbpBeHe* HMa BiauMoneiicTBHE HA edeKTa OT
JIEYEHHETO H Bh3PACTTa. OTHOCHTEIHHAT PHCK OT KbhpBeHe ¢ JAOHraTpan B CPABHEHHE C

Bap@papHH C¢ YBEJHIABA ¢ BB3pacTra. OTHOCHTEHHAT PHCK € Hafi-BHCOK IPH NAIHEHTH 275
rogaHd. CrrbTcTBAIATA YOOTPeOa HA aHTHTPOMGOTHYHE cpedcTBa, ACK nnn xnonuporpen
npHOJIH3ATENHO YABosIBA YecToTaTa HA CI'K, kakTo Npn Aa0HraTpan eTeKCHIAT, TAKA H NIPH

Bapdapuu. HaMa 3HAYHMO B3aHMOACHCTBHE HA TepaneBTHYHHTE epeKTH NPH NOATPYIHTE HO
0b6peuna pynknus u CHADS2 pesyirar.

Tabanna 26: Koepuanuenr na puacka a1 95% CI 3a ¢cp0uTHE HA r0/IIMO KbPBeHe HO NOATPYNH

Kpataa Touxa Haburarpar eTekcunar Haburarpan eTekcunar
110 mg apa wpTH THEBHO C/Y 150 mg nBa IrBTH OHEBHO C/Y
BapdapHH BappapuH
BoapacT (roguun)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65< | <75 0,71 (0,56; 0,89) 0,82 (0,66, 1,03)
>735 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30< 1 <50 1,02 (0,79; 1,32) 0,94 (0,73, 1,22)
50< 1 <80 0,75 (0,61, 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Ynorpe6a Ha ACK 0,84 (0,69, 1,03) 0,97 (0,79; 1,18)
Yrnorpeba Ha KI0mMAOOrpeN 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (0vnazocpouno, Mynmuyenmpogo npooviicerue Ha usnumeaHemo Ha JeYeHuemo ¢

Oabueampan npu nGYuUeRMmu ¢ nPeOCbPOHO MBICOEHE, KOUMO Ca 3asbpuiunu usnumeanemo RE-LY)
[Ipoasiokenuero Ha msnuTBaneTo RE-LY (RELY-ABLE) ocHrypsaea QJombIHHTEIHA HHGOpMAITII 3a

6€30MacHOCTTa P KOXOPTA NALMEHTH, KOMTO ¢a MPOXBJUKHIIHN Ja IIpHeMaTr AaburaTpas eTek
Chiara 103a, onpeneneHa B m3nuTeaHeTo RE-LY. 3a uarmirsanero RELY-ABLE ca u3 39f T

TEYEHUETO 3a MOCTOAHHO. BKmoYeHHTe NalMeHTH ca NPOXb/DKWITH A4 IIPHEMAT ChIE
A03a JabHraTpad eTeKCHIAT, paHAOMI3HpaHo onpeaencHa B RE-LY, 3a mpocnenssdf
cinen RE-LY (o6mo cpenHo mpocnenasane RE-LY + RELY-ABLE, 4,5 roausu).




5 897 naupeHTH, KOHTO MPEACTABIABAT 49% OT NALMEHTHTE TBPBOHAYATHO, PAHAOMH3UPAHO
onpeaeneHy aa npueMar naburarpan erexcunar B RE-LY u 86% ot usbpanvre naieHTH B
RELY-ABLE.

[Io BpeMe Ha JombJIHMTENHHTE 2,5 roguHu Ha nedeHMe B RELY-ABLE, ¢ MakcHManHa eKcno3uips
Hax 6 romnH (06ma excroanima B RE-LY + RELY-ABLE), npodurst Ha 6e3onacHocT Ha
RabHraTpaH eTeKCHIAT B IWINOCPOYEH IUIaH € MOTRBPACH 32 JBETe H3MTBaHM fo3d |10 mg aBa mbTH
AHeBHO ¥ 150 mg nsa meTH AHEBHO. He ca HaOmoaaBaHn HOBH HAXOIKH, CBBP3aHH ¢ 6e30NacHOCTTA.
Yecrorara Ha U3XOAHH CHOMTHA, BKJIOYMTE/HO FOIAMO KEPBEHE U APYTH CHOHTHA HA KLPBEHE,
CBOTBETCTBA Ha Ta3H, Hab/monasaHa B RE-LY.

Lannu om neunmepeenyuonannu npoyuearus

I1pu easo HeMHTEpBEeHLUMOHRAIHO npoyusaHe (GLORIA-AF), mpocnexTHBHO ca chOpanH (BLB Bropara
MY (a3za) naHHH 3a 6e30MacHOCTTA M €eKTHBHOCTTA NMPH HOBOAMATHOCTHLHpaHH naimeHTd ¢ HKIIM
Ha fabHraTpaH eTeKCHIAT B peaiHH ycrosua. [IpoyusaHero Bxmoura 4 859 naumeHTH Ha qaburaTpan
erekcwiar (55% nexyBaHH ¢b¢ 150 mg nBa MbTH MHEBHO, 43% JekyBaHH che 110 mg aBa mbTH
JHEBHO, 2% NeKyBaHH CBC 75 mg NBa MbTH JHEBHO). [TaleHTHTE Ca MPOC/IeAsBaHM B MPOTHDKEHHE
Ha 2 roaunu. Cpeannre CHADS2 u HAS-BLED ckopose ca cxoretHo 1,9 1 1,2. CpeIHOTO Bpeme
HalIpoCIeAdBaHe o BpeMe Ha TepanuaTa € 18,3 meceua. I'osaMo kbpBeHe € BL3HukHANO npH 0,97 Ha
100 nauxenToroaniy. Mma crobmenna 3a xuBoTO3acTpaImasamo kspeeHe npu 0,46 Ha

100 nauneHToroaMHu, BeTpeucpernHa xemoparus npu 0,17 Ha 100 naEeHTOrOAMHM B CTOMAIIIHO-
yperHO kbpBeHe mpu 0,60 Ha 100 maxmenToroansu. UHCy T € BB3HMKHAT npH 0,65 Ha

100 naiMeHTOroAuHH. |

OcBeH TOBA B ©/IHO HEHHTEPBEHLMOHAITHO NPOyBaHe NpH rosede ot 134 000 naumeHTH B cTapyecKa
BB3pacT ¢ HKIIM B CrequHeHnTe maTH (AonpuHecso 3a noseye or 37 500 nauMeHTOroAMHN BpeMe
Ha NpocieqABaHe C NPHIOKSHHE Ha Tepanud) Jaburarpan erexcunar (84% oT mauueHTHTE Ca
NeKyBaHH Cb¢ 150 mg nBa MeTH JHEBHO, 16% OT maLMeHTHTE ca JIEKyBaHH ChC 75 mg ABa ITbTH
JHEBHO) C€ CBBP3Ba ¢ MOHIKEH PHCK OT HCXEMHYEH HHCYNT (Koe(HIMeHT Ha pHcka 0,80, 95%
nosepureneH uHTepsai [CI] 0,67-0,96), srTpeyepenHa xeMoparus (koedrimeHT Ha prcka 0,34, CI
(0,26-0,46) u cMbpTHOCT (KOeuImHeHT Ha pucka 0,86, CI 0,77-0,96) u yBeHYeH PHCK OT CTOMAIIHO-
YpEBHO KbpBeHE (KoepHLUMEHT Ha pucka 1,28, CI 1,14-1,44) B cpaHeHue ¢ BapdapuH. He e oTkpHTa
pa3/IHka [0 OTHOLIEHHE Ha IoIAMO KbpBeHe (xoeduimenT Ha pucka 0,97, CI 0,88-1,07).

Te3u HabmoneHus B peanHH yCIOBHA MOTBBPKAABAT YCTAHOBEHUS PO Ha 6e30MacHOCT
eHKacHOCT 3a nabHraTpaH eTekCHIaT NpH TOBA MOKa3aHHe B poyupaHeTro RE-LY.

Iayuenmu, xoumo ca buau nooRoIICERU KA neEpKYmMarKa kxoponapra unmepeernyus (TIKH) cue
cmexnmupane

[IpocnexTHBHO, paHIOMH3HPAHO, OTKPHTO NMPOYUBAHE ChHC 3ac/IeNeHN kpaithu Toaxu (PROBE)
(Paza IIIb) 3a oueHka Ha ABoliHa Teparmua ¢ naGurarpan erexcunar (110 mg wmm 150 mg aBa meTH

IHEBHO) IUNOC KIONHAOIPEIT WM THKArpenop (aHTaroHHCT Ha P2Y'12) B cpasHeHHe ¢ TpoiiHa Tepanus
¢ Bapdapun (kopurupaHa keM INR 2,0-3,0) mmoc kromigorpen wiu Tuxarpesnop  ACK, e npoeeaeHo
npy 2 725 nauyeHT! ¢ HEKJIAMHO MPEACHPAHO MEXACHE, KOMTO ca 6l noanoxeny ua [TKU cbe
crentHpane (RE-DUAL PCI). [TaumeHTHTS Ca paHIOMH3HpaHH 3a JBOMHA Tepanus ¢ JabHraTpaH
erexcwiat 110 mg asa meTH AHEBHO, ABOMHA Teparmsa ¢ naburarpas erexcunar 150 mg aBa meTH
AHEBHO WM TPOHHA Tepanud ¢ Bapgapun. IlaunenTu B crapuecka Bp3pact w3ebu CAIL{ (Ha BB3pact
280 ronHHM 3a BCHYKH CTpaHH, 270 rofuHH 3a SINOHAA) ¢a pasnpeie/ICHA Ha CTYYacH IPHHLUMI KbM
rpynaTa Ha IBOHHa Teparus ¢ JaburaTpa etexcunart 110 mg Wil KbM Ipynara Ha TPoiiHa Tepas

O
-- "-'--_L'

Bapdapu. ITsppryHaTa KpaiHa TOUka € KOMOHHUMpaHa kpalfHa TouKa ,,CHLOMTHS Ha ronIMe’s LRRAHE)
Ha 6a3aTa Ha neduHnIMA Ha ISTH unu ch6uTHE HA KIMHHYHO 3HAYMMO HEroJIIMO Kbppt _q‘ff‘?" ”f‘ff'%\

Hectorata Ha mepBHYHATA KpaiiHa Touka e 15,4% (151 naumenTH) B rpynara Ha xBoiffity

T

nabwratpat etekcuiar 110 mg cnpamo 26,9% (264 naumenTH) B rpynaTa Ha Tpolinalieps



Bapdapus (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 za se no-Manka epuxacuoct u P <0,0001 3a
MpeBB3X0ACTBO) H 20,2% (154 manuenTH) B rpynara Ha ABOIHA Tepamnus ¢ JabHraTpaH eTeKCHIAT

150 mg, B cpaBHenue ¢ 235,7% (196 namuenT) B CHOTBETHATA IPYyNa 3a TPOkHA Teparmis ¢ BapdapHH
(KP 0,72, 95% CI1 0,58; 0,88; P <0,0001 3a He mo-Manka edukacHocT # P=0,002 3a npesn3xoncTso).
Kato yacT oT OnmcaTeIHHA aHAIH3, YeCTOTaTa Ha ChOUTHA Ha roIIMO KbPBEHE ITPH TPOMOOIH3a IIPH
uHpapkT Ha Muokapaa (Thrombolysis In Myocardial Infarction, TIMI) e no-HMcKa u B ABETE IPYIIH Ha
JBOMHA Tepanus ¢ JabHUraTpaH eTeKCHNIAT, OTKOJIKOTO B IPYNaTa Ha TPOiHA Tepanus ¢ Bapdapun:

14 cubutua (1,4%) B rpynara Ha gBO¥HA Tepamms ¢ naburatpax etexcanar 110 mg, B cpaBHECHHE ¢

37 cuburus (3,8%) B rpynara Ha Tpoiiaa Teparma ¢ Bapdapun (KP 0,37; 95% CI 0,20; 0,68; P=0,002)
1 16 cuburns (2,1%) B rpymata Ha nBoiina Tepamia ¢ qaburarpan erekcwiar 150 mg, B cpaBHeHME C
30 cnbutud (3,9%) B chOTBETHATA rpyna Ha TpoiiHa Tepamid ¢ Bapdapun (KP 0,51; 95% CI 0,28;
0,93; P=0,03). K nsete rpyu Ha ABOHA Teparmms ¢ Ja0UraTpaH €TEKCHUIAT MMAT IT0-HHUCKH Y€CTOTH
Ha BBTpevepernHa XeMOparni, OTKOJIKOTO CHOTBETHATA IPYTIa HA TPOifHa Tepanus ¢ papdapuH:

3 cubuTaa (0,3%) B rpynaTa Ha JBOMHA TepanuA ¢ Aqaburarpa erekcwiar 110 mg, B cpaBrenue ¢

10 crOHTHA (1,0%) B rpynara Ha Tpo¥na Tepamus ¢ Bapdapun (KP 0,30; 95% CI 0,08; 1,07; P=0,06) n
I cuburre (0,1%) B rpynara Ha qBofiHa Tepanus ¢ naburarTpad etekcuiar 150 mg, B cpaBHeHME ¢

8 crburna (1,0%) B cboTBeTHATA rpyna Ha TpoiiHa Tepanus ¢ Bapdapux (KP 0,12; 95% CI 0,02; 0,98;
P=0,047). YecroTara Ha cEOMTHATA OT KOMOMHMpaHaTa KpaiHa TOYKA 33 eHKACHOCT ,,CMBPT,
TpomMboembomMyHM cBOHTUA (MH(ApKT Ha MHOKApAAa, HHCYAT HIIH CHCTEMEH eMOONM3BM) HITH
HEIUTaHMpaHa peBacKyjiapu3alud KOMOHHHMpaHO B ABETE IPYITH Ha ABoiHA Tepamis ¢ fabHraTpad
ETEKCHJIAT € C He NT0-MaJlka e(pHKacCHOCT OT Ta3H B IpyIaTa Ha TpoliHa TepammHi ¢ BapdapuH
(cvorBeTHO 13,7% cpamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29; P=0,0047 3a He no-Majika
epuxacHocT). HiMa cTaTMCTHYECKH pa3IMKH B HHIAMBHIYATHHTE KOMIIOHEHTH HA KpaliHMTe TOUKH 32
e(PHKACHOCT MEKIY KOATO M a 6110 oT rpynuTe Ha ABOMHHA Tepanus ¢ AaburaTpaH eTeKCHIar u
rpynara Ha TpOHHA Teparms ¢ BapdapHH.

[IpoyuBaHeTo MOKa3Ba, Ye ABOMHATA Tepanus ¢ Ja0HraTpaH €TeKCHIIaT M aHTaroHuMcer Ha P2Y 12
3HAYUTEITHO MOHIKABA PHCKA OT KBPBEHE, B CpaBHEHHME C TPOHMHATa TepanmuAa ¢ BaphapHH, ¢ HE
[O-MaJIka €(PUKACHOCT 3a KOMOHHMpaHaTa KpaifHa Touka ,,TpoMO0eMOONHYHN CHOUTHA® TIpH
MaLHCHTH C IPESICBPAHO MBKICHE, KOMTO ¢a 61wd noanoxenu Ha [TKH cbe creHTHpaHe.

Jlevenue na /BT u BE npu ev3pacmuu nayuenmu (revenue na JJBT/BE)

E¢nkacHocTTa H 6€30MaCHOCTTA ca [MPOYYBAHH B IB€ MHOTOLICHTPOBH, PAHAOMH3HPaHH, JBOHHO-
CIICIH, MPOYYIBaHHA € MOBTAPAIIO Ce JiedeHHe ¥ napaneaau rpymi RE-COVER u RE-COVER 1. B
Te3H NPOYYBaHUA ce cpaBHABA AaGHraTpad etexcwiar (150 mg xea meTH AHEBHO) ¢ BapdapuH (Lenepa
croiiHoct Ha INR 2,0-3,0) npu namumenTu ¢ ocrpa /IBT w/unu BE. OcHOBHaTa Len Ha Te3u
NpOy4YBaHKA € Aa Ce ONpeaeiH AaaH JaburaTpaH €TeKCWIAT HMa He No-MaJika e(pHKacHOCT OT
Bap(dapuH Npx HaMaJIABaHe CHOMTHSITA Ha ITBPBHUYHATA KpaiiHa TOYKA, KOATO IPeCTABNISBA
KOMOHHalHsTa OT pelHuBHpaina camMiToMaTiaHa JIBT u/unu BE, M Ha cBBpP3aHHTEe CMBPTHH CITYUaK
B PAMKHTE Ha 6-MEeCeUHWA [IEPHOJ] Ha JIeYCHHE.

B coopHute npoyusanua RE-COVER n RE-COVER II 060 5 153 naumenTs ca paHAOMH3HpPaHH |
5 107 ca nexypaHH.

IIpoAB/KUTENHOCTTA Ha JledeHueTo ¢ PHKCHpaHa fo3a Aaburatpan e 174,0 nxu Ge3 npociensBaHe Ha
Koarynaimara. 11py nauMeHTHTe, paHZOMH3IHMPAHH 3a IIPHEM HA BapdapHH, MEIHAHATA HA BPEMETO B
TepaneBTHYEH UHTEpBaI (INR 2,0 1o 3,0) e 60,6%.

M3nuTBaHKATA MOKA3BAT, Y€ ICICHUETO ¢ NaGHraTpas eTeKCHIatr 150 mg ABa msTv OHEBHQCHE -, .-
MO-MAaAKO eQUKACHO OT ICYEHHETO ¢ BaphapHH (rpaHMua 3a He MO-Malka epHKaACHOCT
1 RE-COVER II: 3,6% 3a pasnuka B pucka H 2,75 3a kOS()HUHEHT HA PHUCKA).

Tabauna 27: AHANH3 Ha THPBHYHATE H BTOPHYHHATE KPAHHHA TOUKH 33 edrKac
cbeToH oT [IBT u/unm BE) 10 kxpas Ha mepHoaa c/iefl JleYenHeTo B COOPHHTE



npoyupainsa RE-COVER a RE-COVER 11

HaOHraTpan eTexcHaaT Bapdaprn
150 mg 1Ba TLTH AHEBHO _
JIeKyBaHu nauMeHTH 23553 2 554
Peuyaueupain 68 (2,7%) 62 (2,4%)
cumnroMatuyeH BTE u
cepp3aHac BTEcmepr |
KoeduimeHT Ha pHCKa 1,09
crpaMo BapgapuH (0,77; 1,54)
(95% mosepurenex
uHTepBa)
Bropyuny kpaiiHu
TOYKH 33 €PUKACHOCT
Peausupain 109 (4,3%) 104 (4,1%)
cumrromaTHieH BTE 1
CMBPT I10 BCAKAKBa
MpUYHHA
95% posepHuTeNcH 3,52; 5,13 3,34, 4,91
HHTEpBa _
Cumnromatuuna BT | 45 (1,8%) 39 (1,5%)
95% noeepurencH 1,29; 2,35 1,09:; 2,08
MHTEpBAN |
CumrrromaTiueH BE 27 (1,1%) 26 (1,0%)
95% noeepureneH 0,70; 1,54 0,67; 1,49
MHTEPBAT
Cespsana c BTE cmspt 4 (0,2%) 3(0,1%)
95% noBepuTeNieH 0,04; 0,40 0,02; 0,34
HHTEpBAJI
CMBPT 10 BCAKAKBA 51 (2,0%) 52 (2,0%)
IpHYMHA
95% noBepUTeNeH 1,49; 2,62 | 1,52; 2,66
MHTEPBA

IIpesenyun na peyuousuparya IIBT u bE npu ev3pacmnu (npesenyur na J{BT/BE)

JBe paHAOMHU3IHPAHH, JBOHHO-CIIEITH NPOYYBAHHSA C IApaJIe/IHy Py ¢a NPOBEAECHH ITPH IAIIHEHTH C
NpeaxoaHa aHTHKoaryanTHa repanud. B npoyusanero RE-MEDY, koHTponupaso ¢ BapdapuH, ca
BKJIIOUEHH NMALHEHTH, MPEAXOAHO JIEKYRAHHU B IIPOABDKEHHE HA 3 00 12 Mecena, KOUTO Ce HYKAAAT OT
OOITBIIHUTEHO AHTHKOATYJIAHTHO JIeUeHHE, a rutanebo-koHrponupasoro npoyusaHe RE-SONATE
BIUTIOYBA NALIMEHTH, [IpeAX0AHO JIEKYBaHHU B NpoAb/LKeHHE Ha 6 10 18 Mecena ¢ HHXUOMTOPH Ha
puTaMuH K.

Llesrra Ha npoyusanetro RE-MEDY e na ce cpaBHAT 6e30nmacHOCTTa ¥ e()HKACHOCTTA HA [IEpOPATHHA
naburartpas erexcunar (150 mg aea meTH AHEBHO) ¢ BapdapuH {(uenesa cToiHocT Ha INR 2,0-3,0)
NpH NPOABLKHTEIHO JIEYEHUE U MPEBEHLIMA Ha peupauBuapama cumrrromatiyHa JIBT w/unu BE.
Obmo 2 866 maumeHTH ca paHAOMH3IMPAHH H 2 856 ca nexyBaHH. [IpoqBDKHTENHOCTTA HA JICICHHAETO
¢ naburarpaH eTekcuiar Bapupa ot 6 0o 36 Mecena (MeamnaHa - 534,0 nuu). Ilpu nammeHTHTE,
pPaHAOMHM3HpAaHH Ha JIeYeHHE ¢ BapdapHH, MEAHAHATA HA BPEMETO B TEPAIIEBTHYCH
2,0-3,0) e 64,9%.




pa3ikKa B PHUCKa),

Tabnuna 28: AHAJIH3 HA NbPBHYHHTE H BTOPHYHHTE KPaliHAE TOUKH 38 epukacHoCcT (BTE ce
cweron ot ABT u/unn BE) 10 kpas Ha nepHoja cief] JieueHHETO B IPOYIBAHETO

RE-MEDY
HaburaTpaH eTeKCHIaT Bapdapuu
150 mg nBa meTH
| AHEBHO
JIeKyBaHH NaLMEHTH _ 1430 1 426
PeunausHpaln CHMIITOMATHYEH 26 (1,8%) 18 (1,3%)
BTE u cepp3ana ¢ BTE cmupt |
KoedHIIHEHT Ha PHCKa CIIPAMO 1,44
BapdapHH (0,78; 2,64)
(95% moBepHTeNEeH HHTEPBAT) |
HE NO-MAJIKa ePUKaCHOCT 2,85
[IaiHeHTH, IIPH KOHTO € 22 17
BB3HHUKHAJIO
cpOHTHE KbM 1814 Mecel]
KyMmynatieeH puck KbM 18-us 1,7 1,4
mecell (%)
Pasznuka B pucka crpamo 0,4
BapdapuH
(%)
95% IOBEpHTEIICH HHTEPBAJI
HE M0-Mallka ePUKACHOCT 2,8 |
BTOpHYHH KpaHHH TOYKH 3a
e(PHKACHOCT
PelmayBupaln CHMIITOMAaTHYEH 42 (2,9%) 36 (2,5%)
BTE # ¢cMBPT 00 BCAKAKBA
NpPHYHHE |
95% mOoBEpHUTENICH HHTEpBaA 2,12; 3,95 1,77; 3,48
CumrroMaTHyHa JIBT 17 (1,2%) 13 (0,9%)
95% noBepHTENICH MHTEpBA 0,69; 1,90 0,49; 1,55
CumnromaTuacH bE 10 (0,7%) 3 (0,4%)
95% noBEpHTEIIEH HHTCPBAJI 0,34; 1,28 0,11, 0,82
Cesp3aHa ¢ BTE cmupr 1(0,1%) 1 (0,1%) |
95% noBepuTeneH HHTEpBaN 0,00; 0,39 0,00; 0,39
CMEpPT HO BCAKAKBA IIPHYMUHA 17 (1,2%) 19 (1,3%)
95% noBepHTENICH HHTEPBA 0,69; 1,90 0,80,207

[lenra Ha npoyuBaHeTo RE-SONATE € na ce oileHH NPEeBB3XOACTBOTO Ha AACHIraTpaH eTeKCHIaT
CNpsAMO IUTaLe00 MpHU NpeBeHLMATA Ha pelmauBupamy cuMirroMaTiulH /BT w/win BE nipH
MallHeHTH, MPeMUHANIM NPEIXOAHO JedeHue oT 6 1o 18 mecena ¢ ABK. IlnanupaHoTo nevenue e
naburatpax erekcwiar 150 mg aBa rbTH JHEBHO B MPOAB/DKEHHE HA 6 Mecela, 6e3 HeOOXOAMMOCT OT

HaOmoneHue.

IIpoyusaneto RE-SONATE nokasa npesbs3xoacTBO Ha fabMraTpaH erekcanar crpsaMo miauebo no
OTHOLLICHHE NIPCBCHLIMATA HA CHOUTHA ¢ pepauBUApaind cumMnroMaTHulad JIBT/BE, skmountenso

CMBPT N0 HEOOACHHUME PUYMHY, ¢ NIOHIDKEHHE HAa pHUCKa oT 5,6% 1o 0,4% (HaManspaHe |
OTHOCHTEJTHUS PHCK 92% Ga3upaHo Ha KOe(HIMEHTA Ha PHCKA) 11O BpEMe Ha TIEPHORA HY/fgaeni
(p <0,0001). BcHuxs BTOPHYHU aHAIH3HA U aHAJIM3H HA 9yBCTBHTEJHOCTTA HA IThPE cp
TOYKa H HAa BCHYKH BTOPHYHH KpalfHU TOYKH MOKA3BaT NMPEBb3XOACTBO HA Aa0HTaTpat

cnpaMo ianebo.

by YN




[IpoyuBaneTo BKmouBa 12-MecedHo npocnensaBaHe 3a Habmoaenue ciell kpad Ha jgedeHuero. Cnen
NnpeKpaTABaHe HA NPHJIAraHeTO Ha M3IMTBAHOTO JIEKAPCTBO €(PEKTHT CC 3ana3Ba 4O Kpas Ha nepHoja
Ha MPOCJeadaBaHe, KOETO NMOKA3BA NOAAbPKAHE HA e(eKTa OT MPBOHAYANHOTO JICUCHHE ¢ JabHraTpaH
ertekcwiar. He e HabmonaBaH pebayna edekr. B kpas Ha npocnengeaHeTo csbutrara ¢ BTE npu
MalMEeHTHTE, IEKYBaHH ¢ naburarpan erekciuiar € 6,9% cropamo 10,7% B rpynara Ha mwnane6o
(xoetpuumeHT Ha pucka 0,61 (95% CI 0,42; 0,88) p=0,0082).

Tabanna 29: AR/ IH3 HA OLPBHYHATA H BTOPHYHNETE KpadaA ToO9KkH 3a eduxacHocT (BTE ce

cbeToH OT JIBT m/unn BE) A0 xpag Ba nepuoaa ciefl Jie9€¢HHEETO B IPOYIBAHETO

RE-SONATE.
Jaburarpan erexcuiaar ILnanebo
150 mg ABa OBLTH AHEBHO
JIeKyBaHH MalMEHTH 681 662
PeuauMeupain 3 (0,4%) 37 (5,6%)
cumrroMatuueH BTE u
CBBp3aHa ¢ HETO CMBPT
KoeduimeHT Ha pHcKka 0,08
cripaMo rutauebo (0,02; 0,25)
(95% nosepurenex
urTepsan)
pP-CTOMHOCT 34 <0,0001
MPEBB3XOJACTBO
BropuuHy kpaliuu
TOYKH 38 ePHKACHOCT 1
PeunauBHpal 3 (0,4%) 37 (5,6%)
cumnromatuuer BTE u
CMBPT IO BCAKAKBA
NMpHYUHA
95% noBepuTeNeH 0,09; 1,28 3,97; 7,62
MHTEPBAT l -
CumnroMaTHyHa JIBT 2 (0,3%) 23 (3,5%) ]
95% nosepHUTe/ICH 0,04; 1,06 2.21: 5,17
MHTEpBa
CumrrromatieH BE 1 (0,1%) 14 (2,1%)
95% mosepuTenieH 0,00; 0,82 1,16; 3,52
HHTEpBa
Ceop3ana ¢ BTE cMupT 0(0) 0(0)
95% nosepuTeneH 0,00, 0,54 0,00; 0,56
MHTEPBAT
CMBpPT N0 HEOOKCHHMH 0 (0) 2 (0,3%)
PHYMHH
95% nosepuTeiieH 0,00; 0,54 0,04; 1,09
HHTEpBa
CMBPT NO BCAKAKBA 0(0) 2(0,3%)
NpHYHHA |
95% nosepurenen 0,00; 0,54 0,04; 1,09
MHTEpBaN
Knunuynu usnumeanun 3a npeeeHyuama na mpomooembonuzsm ny

npome3su




paMKHTe Ha HACTOSIATA UM XOCIIHTATH3AIMA), KAKTO H NMPK NALMEHTH, NPEThPIIEIH ONepalMi 3a
MOCTaBAHE HA MEXAHWYHA ChpAEcYHA KJIalna IMpeaH NoBede OT TpH Mecela. Ilopeue TpoMbGoembommaim
CHOHTHA (OCHOBHO MHCYNTH H CHMITTOMHH/aCHMITTOMHH TPOMGO3H Ha NPOTE3HPAHHTE KIIAIH) H
noseye CHOMTHA Ha KbpBEHE ca HabmonapanH npH JabUraTpad eTeKCHIAT B CpaBHEHHE ¢ BappapHH.
[Ipu maiMeHTHTE B paHHHMSA NOCTONEPATUBEH IEPHOA, MO/IAMOTO KbpPBEHE Ce € MPOABABATIO OCHOBHO
KaTO XeMOparuyeH NepHKApACH WIJIUB, NO-CNELMATHO NP NALMEHTH, 3aM0YHAIM NNPHEM Ha
naburarpaH erexcHnar ckopo (Ha 3-Tus A¢H) cliel XMPYPrHYHATA ONepalMa 3a CMSHA Ha ChpIedYHa
knana (BxK. Touka 4.3).

Ileouampuura nonyaayun

Knunuunu npoyueanus npu npesenyusma na BTE cred npome3upare Ha 203emMu cmasu
IIpesenyua na Mo3vuen uncyam u cucmemen emboruIvm npu evapacmuu nayuesmu ¢ HKIIM ¢ edun

UlU ROBEYE DUCKOBU anmogu

EBporreiickaTa areHLMs 10 1€KapCTBaTa OCBOO0XKAABA OT 3aAB/DKCHHETO 3a IPEAOCTAaBIHE Ha
pe3yaraTire OoT npoy4yBaHuaTa ¢ [[abaxud BuB BCHYKH NOATPYIHM HAa HEXHATPHYHATA MOy 1AM 34
NoKa3aHKWeTo MbpBHUYHA rpeeHIMs HAa BTE npy naumeRTH, KOUTO ca OMIH NMOLIOAKEHH Ha IUTaHOBO
LIAJIOCTHO MpOTE3UpaHe Ha TasobeapeHa craBa WM LUIOCTHO MPOTE3HpaHe Ha KOJISHHA CTapa H
MOKA3aHUETO ITPEBCHLIMA HA MO3bYEH UHCYNIT H CHCTeMEH eMbonu3bM mpu naueHTH ¢ HKIIM (B:x.

Touka 4.2 3a HHPOpMALMA OTHOCHO YIIOTpeba B NEAHATPHATA).

Jlevenue na BI'E u npesenyun ua peyudusupawu BTE npu neQuampuynu nayuenmu

[Ipoyusanero DIVERSITY e nposexneno, 3a n1a neMoHCcTpHpa e(pHKACHOCTTA B 0€30aCHOCTTa Ha
naburaTpaH erekcunar B cpaBHeHHe ¢b¢ cTaHzapTHO neueHue (CJI) na BTE npu neguaTpuanu
MalHEHTH OT paxAaHeTo a0 nox 18-rogumnua Bu3pact. Criopea Au3aiiHa MPOY4BaHETO €

OTKPHTO, paHAOMH3HPAHO NPOYUBaHe ¢ MapajieJIHH rPYIH 3a JOKA3BAHE Ha HE I10-MAaJIKa e(pHKACHOCT.
BknoyeHHTE 38 y4acTHe MalMEHTH ca paHAOMH3HpaHH B CHOTHOWIECHKE 2] Aa moxydaBaT cho0paszeHa
C BB3PacTTa JeKapcTBeHa GopMa (Kanicyam, OOBHTH IrpaHyIIH HIH NIEPOpaieH pa3TBop) Ha naburarpan
€TEKCHIIAT (C J03H, aJalTTHPaHH CIIOPe Bh3pacTTa ¥ TeleCHOTO Tero) uiH CJI ¢ HHCKOMOJIEKY/THH
xenapuiu (HMX) wiu anraronucti Ha BuTaMuH K (ABK), wiu donnanapunyke (1 naipeHT Ha

12 rogunn). [IsperIHaTA KpakHa TOUKA € ChCTaBHA KpalHa TOUKA OT MAlMEeHTH C ITHIHO pa3TBapiHe
Ha TpoMO4, ¢ nunca Ha perauBHpamo BTE u ¢ nunca Ha cMbpTHOCT, ¢BEp3aHa ¢ BTE. Kpurepuure
33 M3KTIOYBAHE BKITIOYBAT AKTHBEH MEHMHTHUT, eHLedaluT U BETpedeperneH abclec.

Obuwio 267 naupenTH ca pangoMusapady. Ot Tax 176 nauMeHTH ca IeKyBaHH ¢ aafurarpas
eTeKCHIAT, a4 90 maumenTty ¢ CJI (1 paHaoMu3MpaH NALMEHT He € JieKyBaH). 168 maimenTH ca Ha 12

no nox 18 roguaM, 64 naumMeHTH ca Ha 2 70 moA 12 roavuy, a 35 naiMeHTH ca noj 2-roaHIIHA
Bb3pact.

Ot panaomusupanuTe 267 naumeHTd 81 naruentu (45,8%) B rpynara Ha naGMraTpaH eTeKcuIaT U

38 naumeHTtH (42,2%) B rpynara Ha CJI oTroBapaT Ha KpUTEPHMTE 34 CHCTABHATA ITHPBHYHA KpaiiHa
TOYKa (IThJIHO H3YHCTBaHE Ha TPOMOa, Jiurca Ha peuauBupait BTE 1 unca Ha CMBPTHOCT, CBBp3aHA
¢ BTE). CroTBeTHaTa pasnuka B 4eCcToTaTa NOKa3Ba HE NO-MaNKa e(PHKaCHOCT Ha AabHuraTpaH
eTekCWwiaT B cpaBHeHHe ¢ CJ1. ChBMECTHMH pe3ynTaTH KaTo LANo ca HabmoJaBaHu H B IOATPYIIMTE:
HAMA 3HAYHUTEIIHH PA3THIMNA B edexTa OT ISYCHHETO 3a NMOATPYIHTE NO BH3PACT, M0, reorpadceka
0bNIacT K HAJIMYME HA ONpPEIC/ICHH PHCKOBH (akTopH. 3a 3-Te pasiHIHH B3PACTOBH CTPATH
CBOTHOIICHHETO HA NALMEHTHTE, IIOCTHTHAIIM ITbPBHYHATA KpaliHa TOUKa 3a eHKACHOCT B rpynuTe
CHOTBETHO Ha faburatpaH erexcuiaT B CJL, e 13/22 (59,1%) u 7/13 (53,8%) npu natmeHTHTE HA
BB3PAcT OT paXkKaaHeTo g0 <2 roauHH, 21/43 (48,8%) u 12/21 (57,1%) npy naumeHTHTE HA BL3pacT 2
0 <12 roaunn u 47/112 (42,0%) u 19/56 (33,9%) npu naumenTHTe Ha BB3pact 12 1o <18 romms.

naburaTpaH eTexcunat ¥ 2 nauueHTH (2,2%) B rpynara na CJI. Hama cTaTHcTHYECKH 3 tmi)r’"'—_ “"“_
pa3inka BB BpPEMETO 0 MOSBa Ha MhPBO CHOMTHE Ha ro/LiMo KbpBeHe. Tpuaecer REN
(21,6%) B rpynara Ha faburaTpaH erexcwiat u 22 naumeHTtH (24,4%) B rpynata Ha C
MOTBBPEHO CBOMTHE Ha KBPBEHE, KAaTO IPH MOBEYETO OT TAX TO € KATErOpH3UPAHO




HesHauuTenHOo. KomOuHMpanaTa kpatina Touka Ha noTBbpAeHo ¢xduTHe Ha roiasMo kepBeHe (CI'K)
WIH KITHHUYHO 3HaYMMO HeroJiaMo KepeeHe (K3HK) (xorato nalpieHTHTE ca Ha JICYEHHE) ca
cpo0mmenu 3a 6 (3,4%) naipeHTH B rpymnara Ha gaburarpaH erekcuiar U 3 (3,3%) naupeHTH B
rpynata Ha CJI.

EnHo OTKpHTO, MMPOCNIEKTHBHO, KOXOPTHO, MHOTOLICHTPOBO MpOy4BaHe 3a 6ezonackoct ¢aza Il ¢
eano paMo (1160.108) e mpoBeaeHo 3a olieHKa Ha 6€30MaCHOCTTA HA Aa0MraTpaH eTeKCWIAaT
npunpepeHUUs Ha perpauesupam BTE npu neaMaTpyuyHu NawmeHTH 0T paxxaaseTo o nox 18-
roguilHa BE3pacT. IlaumMeHTH, KOUTO Ca Ce HYXKAAENH OT NO-HATATHIIHO AHTHKOATYJIAHTHO JIEYeHHE
NopagHHATHYME HA KIMHHYEH PHCKOB (PAKTOP Cliel 3aBBpIIBAHE HA HAYANHOTO JICHEHHE 34 NIOTBBPACH
BTE (3a Haii-Manko 3 Mecena) WiM cief 3asbpiiBaHe Ha npoy4usasero DIVERSITY, ca pxwnoieHu B
npoy4BaHeTo. [Ioaxoasinure 3a BKIIOYBAHE NMALHEHTH ca NOTy4aBalii aJaTHpaHH CrIopel BB3pacTrTa
H TeJIECHOTO TErJIO A03H OT ChoOpa3eHa ¢ Bp3pacTTa JIeKapcTBeHa ¢opma (kancyym, 0OBHTH rpaHyIIH
KM flepopaleH pa3TBop) Ha JaOHraTpaH €TeKCHIAT A0 €JIMMHHUPAHE HA KIMHHYHHA PUCKOB (haKTop
KK 00 MakCEMyM 12 mMecena. [IspBuvHITE KpaliHH TOYKH Ha NMpoy4YBaHeTo ¢a peuuaue Ha BTE,
CHOUTHA Ha FOJIAMO HIH HE3HAUYMTE/IHO KbpBeHe H CMEPTHOCT (00IIa ¥ BBB BPB3Ka C TPOMOOTHIHH
M TpoMOboeMOoIIHN ¢HEOHTHA) Ha 6 B 12 Meceua. UaxoauTe oT CHOHTHATA ca NOTBBPACHH OT
HE3aBHCHMA, 3acieneHa KOMHCHA 3a OLICHKA.

O6mo 214 nauneHTH ¢a BKIOMEHH B Mpoy4dBaHeTo. Ot TaX 162 naumMeHTH ca BbB BH3pacToBa cTpata 1
(ot 12 no moxa 18 rogunwm), 43 NauMeHTH ca BbB Bb3pacToBa cTpaTa 2 (0T 2 10 nmoA 12 roaunx) n

O naiMeHTH ca BBB Bb3pacTOBa ¢TpaTa 3 (OT paXZaHeTo 40 noA 2-roauinHa Bu3pacT). Ilo BpeMe Ha
riepuoaa Ha jieyeHue 3 nammeHTH (1,4%) ca passiiIH NOTBBPIAECH OT KOMHUCHATA peLMAKB Ha BTE B
paMKHTE Ha ITbpBUTE 12 Mecela cnell 3ano4BaHe Ha nedeHueTo. [IoTBbpAeHH OT KOMUCHATA CHORTHA
Ha KBPBECHE NO BPEME HA MEpHOAA HA jiedeHHe ca cholmenH 3a 48 nauuenTH (22,5%) B paMxuTe Ha
mepBuTe 12 Mecena. [ToBewero crOuTHA Ha KbpBEHE ca He3HauMTeNHK. [Ipu 3 naumenTy (1,4%) HMa
MOTBBPACHO OT KOMHCHATA CHOMTHE Ha FOIAMO KbPBEHE B paMKHTE Ha mbpBHTE 12 Mecena. [lpn

3 naueHTH (1,4%) nuMa norepaeHO oT koMHucKATa cEOMTHE Ha K3HI'K B paMkuTe Ha

mepBHTE 12 Mecena. Hama CMBPTHH CiTy4ad IO BpeMe Ha nepHofa Ha nevenue. [1o BpeMe Ha nepuoga
Ha nieyenue 3 naumeHTH (1,4%) ca pa3wiu noctrpoMboruuer cuapoM (1ITC) uu ca umanu
Bioniasade Ha [1TC B pamkure Ha mepBHTE 12 Mecena.

52 PapMAKOKHHETHYHH CBOHCTBA

Cnen nepopajiHo npuiokeHue naburaTpaH eTexcunaTt 6bp30 U HAITRIHO C€ NMPEeBpbia B aduraTpas,
KOHTO e akTHBHATa dopMa B IU1asMaTa. Pa3lienBaHeTo Ha NpeaieKapcTBOTO Ja0UTaTpaH €TeKCWIAT
ypes KaTAIH3UpaHa OT ecTepasa XMAPOIN3a A0 aKTHBHOTO BEIECTBO AaburaTpaH e mpeodnagasamara
meTabonuTHa peakimi. A6comoTHaTa OHOHANMYHOCT HA HaOHraTpaH clen mepopaTHo MPHIOKEHHE
Ha [labaxub e nmpubnuzurenHo 6,5%.

Cien nepopajiHO NMPWIOKEHHE Ha naburaTpaH eTeKCHIAT IMpH 34paBH J0OpoBOILH,
hapMaKOKHHETUIHMAT Npodui Ha JaburaTpaH B IU1a3MaTa ce XapakTepu3upa ¢ O6p30 HapacTBaHe Ha
IUIa3MEeHHUTE KOHLICHTpALMH ¢ JocTUraHe Ha Cmax B paMKkuTe Ha 0,5 u 2,0 yaca ciiea NpyuIoxKeHHeTo.

AbcopOums
ITIpoyuBane, oueHsBaIO NOCTONEpaTUBHATa abcopOLms HA JaburaTpaH eTexcHaar 1-3 4aca cnen
orepauus, AeMOHCTpHpa OTHOCHTENHO OaBHa abcopOLMa B cpaBHEHHE C Ta3H IIPH 3/PaBH
nobpoBOIILM, NOKA3BANKH IUIABEH MPOGHII Ha I1a3MEHATA KOHLICHTpALMs BB BpeMeTO €3 BUCOKH
MHKOBH TUTa3MEHH KOHUEHTpaluH. ITHKOBH Ina3MeHH KOHLEHTPAIMH e JOCTHTAT 6 4aca cien
MPWIOXKECHHETO B NOCTONEPATUBHUA NEPHOA NOPaaM JONPHHACAIIA QaKTOPH, KATO HAIPUMEP
anecre3nd, CH napesa ¥ XUPYprudHH eexTH, He3aBUCHMO OT NEePOpATHATA JEKAPCTBEHA dopMa.
Hpyro npoy4ysaHe AJeMOHCTpUpa, Ye 6aBHA M 3aKbCHABAINA a0cOopOIMA OOMKHOBEHO ce Had

caMmo B iIeHA Ha onepaumara. Ha cneapamyre aHH abcopOumara Ha gaburaTpas € 6Bp3a
IU1a3MEeHH KOHLICHTPAllHK Ce JOCTHraT 2 yaca CJIel [IPIIOKEHHe Ha JTeKAPCTBEHUA PO

XpaHaTa He NMOBIUABA OMOHATHIHOCTTA HAa JaOMraTpaH eTeKCHIaT, Ho 3a0aBg BpeM
IUTA3MEHH KOHLEHTpALIHH ¢ 2 yaca.



Cmax 1 AUC ca nponopIiiHOHaIHH Ha 103aTa.

bHOHANIHYHOCTTA CJle/l IEPOPATHO MPHIIOKEHHE MOXKE J1a Ce MOBHINM CB¢ 75% Cliel MPHIOKEHHE Ha
€/IHHMYHA 71038 H ¢ 37% B CTALMOHAPHO CHCTOSHHE, B CPABHEHHE ¢ pedepeHTHATA KancyiHa hopMa,
KOraTo Mej1eTHTe ce mpueMat Oe3 Karncynara ot xunpomMenosa (Hydroxypropyl methylcellulose,
HPMC). CnexoBarenHo uenocrra Ha kancynure or HPMC sunaru Tps6ea Ja e 3anaseHa npu
KIIHHMYHA yriorpeba, 3a na ce w3berse HeyMMIIIEHOTO [IOBHINABAHE HA CHOHATHUHOCTTA Ha
naburarpaH erexcmiart (BX. Touxa 4.2).

PasnpeneneHue

Habmonaea ce cnabo (34-35%), He3aBUCHMO OT KOHIIEHTpALMATA CBbLP3BaHe HA HaOHTaTPaH C
HOBEUIKHTE IUTa3MeHH poTenHl. O0eMBT Ha pasnipenesieHue Ha naburarpan ot 60-70 1 npesmmana
oOMA 00eM Ha TENIECHHTE TEYHOCTH, KOETO 03Ha4aBa, ue JaburaTtpaH HMa yMEpeHO THKAHHO
pasmpeae/icHHE.

buorpancdopmauns

MeTaboM3MBT M eKCKpeLHATa Ha JaOUTaTpaH ca MPOyHEeHH MPH 3APABH MbIKe ao0poBonLM caen
€IMHHHA HHTPABCHO3HA 1032 faburaTpan, GenssaH ¢ paaHoaKTHBEH M3oTomn. Cliell HHTpaBeHO3HATA
71032 IPOU3XOXKAAINATa OT AaOUTATPaH paJHOAKTHBHOCT Ce eIMMHHHPA INIaBHO ¢ ypuHaTa (85%).
DexaHaTa eKCKpeLHd 0Trosaps Ha 6% oT npuioxeHarta go3a. o 168 gaca cnex npunoxkerHue Ha
A03aTa 00LHATa PAAHOAKTHBHOCT C€ BB3CTAHOBSABA B paMKuTe Ha 88-94% OT NpuiIoxKeHaTa 1034,
JlaburaTpaH ce nojiara Ha KOHIOTaLyHA, PN KOeTo ce 06pasyeaT hapMakoJOrHIHO aKTHBHM
alITTIOKypoHHH. ChINeCTBYBAT YETHPH NO3HLIMOHHH H3oMepa, 1-0, 2-0, 3-0,
4-O-aLITIOKYPOHHA, BCEKH OT KOHTO CHCTARIABA MO-MAIKO OT 10% oT 0BLIOTO KOTHYECTRO
naburatpad B riasmara. Ciean oT ApyrH MeTaGOHTH Ce YCTAHOBABAT CAMO C BHCOKOYYBCTBUTETHH
AHAIIHTHYHM METOAH. JlaburaTpaH ce eTHMHHMpA [JIABHO B HEIIPOMEHEH B C YPHHATA C

npubH3HTENnHa ckopoct 100 ml/min, choTBeTCTBAIA HA CKOPOCTTA Ha IIIOMEpYITHA ¢dbwrTpaums.

EnvMuHHpaHe

[InasmMeHHTE KOHIIEHTPALMH Ha NalHraTpan NOKa3BaT GHEKCIOHEHLMA/IEH CIIaJ ChC CPe/ieH
TepMHHAJIEH NOYXXHBOT 1] 9aca MpH 3ApaBH HHIMBHMIH B CTapdecka BB3pacT. Clex MHOMOKPATHO
MpWiaraHe ce HaboNaBa TEPMUHAIIEH NOIYXKHUBOT 0KoJO 12-14 yaca. [ToNy>XKHUBOTET € HE3ABHCHM OT
no3ata. | 1omyXXHMBOTBT € yab/DkeH, ako 6b0pedHara GyHKIHM € HapyIIeHa, KAKTO € MOKA3aHO B
Tabnuna 30.

CroeLManHy nomyJIalMy
bvbpeuna nedocmamvunocm

B npoyusanng ¢asa I ekcnosummmsara (AUC) Ha naGuraTpas ciiell nepopaitHoO MPHIOKEHHE Ha
AabHraTpaH €TeKCUNAT € MPHOMMIHTENHO 2,7 IThTH MO-BUCOKA NPH BEIPACTHH JOOPOBOJILM C yMEpeHa
616peuna HegocrarhaHoCT (CrCL Mexay 30 u 50 ml/min), oTkonkoTo npu Te3u Ge3 610peuna
HEAOCTATHYIHOCT.

I1pn Mambk Opo# BB3pacTHH noGpoBomIM ¢ Texkka 6x6peuna neaocraTsaHoct (CrCL 10-30 ml/min),
excnosuumaTa (AUC) Ha raburatpan € npHOIHM3HTETHO 6 ITbTH NO-BHCOKA, 8 NOTY)KHBOTBT
NPHONM3HTETHO 2 MHTH NO-ABITET OT HAOMOAABAHKTE B NOMyNaUHA Ge3 GB6peuHa HeIOCTATHYHOCT
(BXx. TOUKH 4.2, 4.3 u 4.4).

Tabauna 30: HoxyxnBoT Ha 061AA AAGHIrATPAH NPH 3APABH AHAHBHH B AHAHB
HapymieHa 0n0peuna pynxknus.




CxopocT Ha rjioMepynapHaTa Cpenen reomerprten (gCV%; rparann)
¢anrpanas (CrCL) HOJMYXKHBOT
[ml/min] [h]
>80 _ 13,4 (25,7%; 11,0-21,6)
>50-<80 _15,3(42,7%; 11,7-34,1)
>30-<50 _ 18,4 (18,5%; 13,3-23,0)
<30 27,2 (15,3%; 21,6-35,0)

JIOMbAHKUTETHO, EKCITO3ULMATA Ha AaOHraTpaH (Hali-HUCKa M ITHKOBA) € OLICHEHA B €/THO
MPOCHEKTHBHO, OTKPHTO, PAHAOMH3HPAHO, (PapMaKOKHHETHIHO NMPOYYBAHE ITPH NALMEHTH ¢ HEKIAITHO
npeackpaHo MbxaeHe (HKIIM) ¢ Texko 6s6pedno yBpexaane (onmpeaeneHo KaTo KpeaTHHHHOB
knupbHe [CrCl] 15-30 mU/min), momy4aBamu naburatpan erexcunar 75 mg Ba IrTH JHEBHO.

To3u pexxuM e J1oBesT 10 Hall-HUCKA Cpe/lHa rTeOMETPHYHA KOHUeHTpauus 155 ng/ml (gCV 76,9%),
M3MEPEHa HEMOCPEACTBEHO NMPEAH MPIIOKEHHETO Ha ClIeIBALIATA K038, H IO MKOBA CPeHA
reoMeTpH4Ha koHueHTpaura 202 ng/ml (gCV 70,6%), usmepeHa Apa 4aca cJie/ PHIOKESHHETO Ha
MOCASOHATA 1034,

KiHpBHCBT Ha Ja6UTaTpaH Ypes XeMOAMATH3a € H3C/ISABAH NPH 7 BH3PACTHH NALMEHTH C TepMHHATHA
ObOpeuna HepoctarbunocT (TBH), Ge3 npeacspano Mrxaene. Juamusara e MpoBeaeHa Che

700 ml/min guanu3eH neOHT, MPOIBDKUTENHOCT YETHPH HACa H CKOPOCT Ha KPhBHHA Tok 200 mi/min
unu 350-390 ml/min. Tosa pomu xo orcTpaHaBane choTBETHO HA 50% 10 60% OT KOHIIEHTPALMATA HA
naburarpas. KonHyecTBOTO Ha BEIECTBOTO, OTCTPAHEHO YpPe3 NHAJH3A, € NPOIIOPLIHOHAIHO Ha
CKOPOCTTa Ha KPBBHHA TOK, IIPH CKOPOCT Ha KpbBHMA TOoK 10 300 ml/min. AnTHKoarynaHTHaTa
aKTMBHOCT Ha Aa0HWraTpaH HaMassBa ¢ HaMalABaHe HA TUIA3MEHHTe KoHHUeHTpapm ¥ OK/D ][
BpH3K4Ta HE € 3aCErHaTa OT NpoLeRypara.

Mennanata Ha CrCL B RE-LY e 68,4 ml/min. ITours monosuHara (45,8%) or naimeHTuTe B RE-LY
umar CrCL >50-<80 ml/min. [TaunentuTe ¢ 6s6pedno yBpexaane B ymepena crene (CrCL Mexy
30 1 50 ml/min) umar cpeano 2,29 neTH U 1,81 THTH NO-BHCOKA M1a3MEHa KOHLIEHTPALMS, CHOTBETHO
peaM M CNel MpUEM Ha JI03aTa Ha Ja0MraTpaH, B CpaBHEHHE ¢ NauMeHTH 6e3 Gu0pedno yBpexIaHe
(CrCL >80 mV/min).

Meauanara Ha CrCl B npoyusanero RE-COVER e 100,4 ml/min. Tpu 21,7% OT NaumeHTHTE & HMAJIO
656peuHo yBpexnane B eka creneH (CrCl >50-<80 ml/min) u npu 4,5% or Tax — 6n6peqno

yBpexknane B ymepeHa creneH (CrCl mexay 30 u 50 ml/min). IaupenTute ¢ 6u0peuHo yspexxnaHe B
JICKa H YMEpCHA CTENCEH Ca HMaJIH B CTALIMOHAPHO CBCTOSHHE CHOTBETHO cpeaHo 1,8 METH 1 3,6 meTH

MO-BHCOKH IJIA3MEHH KOHLIEHTPAUWH [IPeIH MPHIOKEHHE Ha 103aTa Ja0MraTpaH B CpaBHEHHE C
nauueHTHre ¢ CrCl >80 ml/min. Cxonuau croiinoct Ha CrCl ca yeranoserns B RE-COVER 11.

Meawuauara Ha CrCl 8 npoyuBanuata RE-MEDY u RE-SONATE e crorserno 99,0 mi/min u
99,7 mU/min. ITpu 22,9% u 22,5% ot naumenTute crodinocture Ha CrCl ca >50-<80 ml/min, a pH
4,1% u 4,8% ot 1ax CrCl e mexay 30 u 50 ml/min B npoyusasmsta RE-MEDY u RE-SONATE.

Ilayuenmu 6 cmapuecka eév3pacm

Cnempduany papMakoKHHETHHH poy4Banus $asa [ MpH napeHTH B cTapyecka BB3pacT [OKA3BAT
yBeanuenne ot 40 1o 60% Ha AUC u noeede or 25% Ha Cmax B cpaBHeHHE ¢ MJIAIH NAlUEHTH.
EdexThT Ha BB3pacTTa BEPXY €KCNO3HLMATA Ha HabHTaTpaH € MOTRBPAEH OT npoyusakero RE-LY ¢
0KoJ0 31% no-BHCOKO HMBO Ha Half-HHCKATA KOHLECHTpalUHUs 38 HHIUBMIY >75 FOMHHH H ¢ OKOIO 22%
NO-HUCKO HHBO Ha Hall-HHCKAaTa KOHIIEHTPALHA [IPH HHAMBUAHK <65 roAHMHH B CpDABHEHHE C K i
MEXIyY 65 B 75 rogunH (Bx. TOUKH 4.2 H 4.4). :

HepHoopobro napyuenue




uepHoApoOHA HenocTaThuHOCT (Child Pugh B) B cpaBHeHne ¢ 12 kouTponu (BK. ToukH 4.2 1 4.4).

Tenecrno mezno

Haii-HUCKHTE KOHLIEHTpalu Ha Zaburarpat ca okono 20% no-HUCKH IMpH BB3PACTHH MALMEHTH C
TenecHo Terno >100 kg B cpasHenne ¢ 50-100 kg. MHosuucTBOTO (80,8%) OT MHAMBUAUTE ca B
kateropuara =50 kg u <100 kg, 6e3 ycTaHOReHa AcHA pa3nuka (BX. 104Kk 4.2 ¥ 4.4). [IpH Be3pacTHH
MalHEHTH ¢ TeJIeCHO Terto <50 kg KIHHMYHWTE NaHHHW Ca OrPAHHYECHH.

{ion

Excrnio3zuumaTa Ha aKTHBHOTO BEILIECTBO B MPOYYBAaHMATA 32 [TbpBHYHA nmpeseHUMA Ha BTE e okono
40% no 50% no-BHCOKA IpH NAUMEHTH OT >KEHCKH I0JI, HO He Ce MpenopbhyYBa KOPeKiMs Ha 03aTa.
[IpH naupeHTHTE C MPeACEPAHO MBXKACHE, MALMECHTHTE OT XKEHCKH NI0J ¢a HMAIH cpeaHo 30%
MO-BHCOKH CTOMHOCTH Ha Hali-HMCKA U NOCT-A030Ba KOHLeHTpalka. He ce H3HCKBa KOpeKLHA Ha
no3ata (BXK. Touka 4.2).

Emnuvecxku npousxoo

Hama xIHHMYHO 3HATHMH MEXYETHHHECKH PaziHuMs MeKIy NALMEHTH OT €BpONeHHATA paca,
MaLMEeHTH ¢ aPpo-aMEePHKAHCKH, JIATHHO-aAMEPUKAHCKH, STIOHCKH H KHTAHCKH IPOU3XOL N0
OTHOLIEHHE Ha (apMaKOKHHETHKATA H (papMaKOOHUHAMHKATA Ha naburaTpas.

{leduampuuna nonvaayus

IIpu mepopanHo MpUIcKeHHe Ha JabUTaTpaH eTEKCHIAT, CIIOPEA ONpeaeeHus B MPOTOKOIAa
aJITOPHTHM 32 A03HPaHe, CKCTIIO3HLIMATA € B PAMKHUTE Ha Ta3H, HabmoaaBaHa NMPH BH3PACTHH C
ABT/BE. Co0pHHAT aHams oT ¢papMaKOKHHETHIHM AaHHH OT npoy4usanuata DIVERSITY u
1160.108 nokassa, qe CpelHHTE reOMETPHYHH Hali-HHCKM eKCro3uImMu ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml croTBeTHO NpE 0 K0 <2-roavioHH, 2 10 <12-rogumeM ¥ 12 no <18-roguMmmm
negHAaTpUYHM natmeHTH ¢ BTE.

QapMAKOKHHETHYHH B3auMOoaeHCTBHA

In vitro MpoyuBaHKA 3a B3aHMOAEHCTBUATA He ITOKA3BAT HHXHOHpaHE WIH HHAYLIMpaHe Ha TTIaBHHTE
H30€H3HMH Ha UHTOXpoM P450. Tosa ce noTeepkaasa ot in vivo NMpoyUBaHMS ¢ YYACTHETO Ha 3paBH
100pOBO/ILIM, KOMTO HE NOKA3BAT B3AHMOAEHCTBHE MEX/Y TOBA JICUCHHE H CJICTHUTE AKTHBHH
BeltecTBa: aTopsactaTHH (CYP3A4), murokcun (B3anMoaelicrere ¢ TpaHcnoptHus P-gp) u
nuxinodperak (CYP2C9).

53 [lpeaxnuBMYHH JaHHH 33 6e3omacHOCT
HexnmaHuaHMTE TaHHH He NOKAa3BaT 0cOo0eH pHCK 3a Xopa Ha 6a3aTa Ha KOHBEHIHOHATHHMTE
(hapMaKoIOrHYHH MPOYIBaHHA 38 6€30MACHOCT, IPOYMBAHNA 38 TOKCHYHOCT IIPH MHOTOKPATHO

[PUIAraHe ¥ FreHOTOKCHIHOCT.

Edexrure, Hab/onaBany B MPOYYBAHHUATA 33 TOKCHUHOCT ITPH MHOFOKPATHO TIPHJIAraHe, Ce ABDKAT
Ha 3aCHiIeHHS dapMakoauHAMHYEeH e()eKT Ha JabUTraTpaH.

Edekr pppxy depTrnnreTa ipu JKEHCKH KUBOTHHA € HabMoAaBaH MOA GOpMATa Ha HAMATE ;lﬁ,_
6post Ha HMIUIAHTALIMKTE ¥ NOBHIIABAHE HA [IPEAMMILIAHTALMOHHHATE 3aryGH TIpH %032 @gfk/g- -
(5-KpaTHOTO HHBO Ha IUIa3MEHA CKCIIO3HMLIMA NpH nauMesTH). [Tpu 1031, KOUTO ca ToK | 3
MaikuTe (5- 10 10-KpaTHOTO HHBO Ha IUIa3MeHa €KCTIO3HLMA MPM MALMEHTH ), NIPH
ce Habmo/aRa HaMAJISBAHE Ha TEECHOTO TEINIO H XKH3HECTOCOGHOCTTa Ha deTyca, 3ae




NOBHIIABAaHE Ha (peTaTHHTE BapHalMK., B npeHaTaNnHATE ¥ OCTHATATHUTE MPOYYBAHUS €
Ha0JIF0ZaBaHO MIOBHIIIABAHE HA (eTaTHaTa CMBPTHOCT IIPH JO3H, KOHTO ¢a TOKCHYHH 3a Malikure
(1032, CHOTBETCTRAIA HA 4 NBETH 110-BHCOKO HUBO Ha IU1a3MeHa eKCNO3HIHMA 0T HabIoAaBaHoTO MpH
NIAlMEHTH ).

B eaHo mpoy4BaHe 3a I0BEHW/IHA TOKCHYHOCT MPH ILTEXOBE OT Mopoxaa Wistar cMBpTHOCTTA €
CBbp3aHa ChC CHOUTHUA Ha KbPBEHE NPH NOACOHH HHBA Ha& €KCITO3HILIMA, MPH KOHTO € HaOMmoAaBaHO
KbPBEHE I[1PH BB3PACTHHTE )XMBOTHH. CUHTA Ce, Ye KAKTO IPH BB3PAaCTHHTE, TAKa X IIPH MIANHTE
[UTbXOB€ CMBPTHOCTTA € CBBP3aHa ChC 3aCHICHaTa PapMakoIOrMYHa AKTHBHOCT Ha Ja0MraTpaHd BhB
BPB3KaA ¢ YIIPAKHABAHETO HA MEXAHHYHH CHIIH IO BPEME Ha NMPUIATAHETO B TpeTHpaHeTo. JJaHHHuTe OT
NPOYYBAHETO 3a IOBEHWIHA TOKCHYHOCT HE TI0KA3BaT HHTO MOBHINEHA YYBCTBHTE/IHOCT KbM TOKCHYIHH
IPOSABH, HUTO TOKCHYHOCT, CreLMdHYHA 32 KOBEHWIHH KHBOTHH.

HABIrOCPOYHHTE TOKCHKOMOIHYHH MPOYYBAHHA NPH IUTbXOBE W MHIIIKH HE IIOKA3BAT JaHHU 3a
TYMOPOT€HEH MOTEHIHAN Ha Jaburarpas 1o MakcHManHH xo3u 200 mg/kg.

Jlaburarpan, akTHBHaTa YacT OT JabUraTpaH eTEKCHIAT ME3WIAT, € YCTOWYHMB B OKOJTHATA Cpe/ia.

6. PAPMAIIEBTHYHH JAHHHA

6.1 CpoHchbk HA MOMOIIHHATE BeINEeCTBA
Kancyau oT XHaApOKCHITPOTMIMETHIILICTYI03a

KancyaHo cbabpKuMo
BHHeHa kucenuHa
Apabcka ryma
Xumpomenosa 2910

HumetuxkoH 350
Tank

XHAPOKCHITPOITWILIEAYIO3a

KancysHa obsuBka
Kaparenas

Kanmuer xnopun
Turanos auokcenn (E-171)

Xunpomenosa 2910
FD&C cunno 2/HaaurokapmuH (E-132)

6.2 HeChLBMECTHMOCTH
Henmpunoxumo

6.3 Cpox na roasoct

2 TOAMHU
6.4 Coenuajnm yc10BHS HA ChIPAHCHHE

Ha ce cvpxpanasa nog 30°C.




Jla ce chXpaHsABa B OPHTMHAIHATA ONAKOBKA, 32 Ja C€ Npearnasy OT BJlara.

6.5 Buau chABpPKAHHE HA ONAKOBKATA
1 x 10, 3 x 10 wmm 6 x 10 TBBpan kancyiu B nepdopupanu aryMHHHeBH/ OPA-ALU-PVC 6iucrepn.

He BcHUKH BHIOBE ONTAKOBKH MOTAT Aa OBJaT MyCHATH B Impojaskoa.

6.6 Crnenmannu npeana3BEH MEPKH NPH H3XBLPJIAHE

IIpu uspaxnade Ha JJabaxub kancyms or 6imucTepHara onakoBKa TpabBa fa ce Cria3BaT C/IEAHHUTE
yKa3aHMA:

Bceaxa kancyna TpaOsa aa ce oraens or 6aucrepa no nepdopHpaHaTa JIHHMA.

Donuoto Ha Gimmcrepa TpaOBa fa ce OTAEIM, Clle KOESTO KalCyJIara MOXKE [a ¢e H3BaJH.
TebpauTe Kancynu He TpAOBa 1a ce H30YTBAT npe3 OmHcTepHOTO GOTHO.

bmacreproTo donHo Tpsabpa a ce oTnensa caMo KOTAToO € HeoOXO0MMMO J1a ce NnpHeMe
TBHPAA Kancyja.

Heu3non3paHHAT J1eKAPCTBEH MPOAYKT WM OTHAXBYHHTE MATEPHAIM OT Hero TpabBa aa ce
H3XBLP/IAT B CHOTBETCTBHE ¢ MECTHHUTE H3HCKBAHMA.

7. IIPUTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH

Schlossplatz 1

8502 Lannach

ABCTpHS

8. HOMEP(A) HA PABPEIIIEHHUETO 3A YTIOTPEBA

Perucrpatmonen Ne 20230050

9. JATA HA ITHPBO PAZPEIMIABAHETIOOJHOBSABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jata Ha mepBO paspemasade: 07.03.2023
JlaTta Ha noclIenHO NOAHOBABAHE:

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA

02/2024




