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1. HME HA JIEKAPCTBEHUA MPOAYKT
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Bozenran Akopa 62,5 mg ¢puamMupanu TabneTkH
Bosentan Accord 62,5 mg film-coated tablets
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2. KAYECTBEH M KOJIMUECTBEH ChCTAB e |

Beska ¢puiMupaHna Tabnetka cbabpika 62,5 mg Go3enran (bosentan) kato MoHoxuapat (monohydrate).
Beska punmupana Tabnerka cbabpxa 125 mg 6o3enran (bosentan) kato MmoHoxuzapat (monohydrate).

3a MBJIHHUA CITHCHK HA MOMOIIHHUTE BEIIECTBa BHIKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunMupana tabnerka.

bosenTan Akopa 62,5 mg ¢puaMHupaHH TablneTKH

CaetnoopaHxeBH, Kpbriid (6,2 mm B JuamMeThp), ABOHHOU3NBKHAMH (HUIMHpaHH TabneTkH, ¢ BIILOHATO
penedHo o3HaueHue ,,1B1” oT exHarta cTpaHa.

bosenran Axopa 125 mg ¢pmnMupanu tabnetku ¢

CeeTyioopamkeBy, enuncoBHaHH (11 mm ABDKMHA ¥ S mm IUMPHHA), NBOWHOM3MIBKHAIM (PHAMHpPAHH
TabsieTkH, ¢ BUTbOHaTO penedHo o3navenue ,,IB2” ot enHara crpana.

4. K/JIMHHYHHU JAHHH

4.1 TepaneBTHYHH NOKA3IAHHSA

Jleuenue Ha OenonpobHa aprepuanna xuneprouus (BAX) 3a nonobpsapane Ha GU3HUECKHA KaNIALIMTET U
CHMINITOMATHKATA MPH NauueHTH ¢ pyHkuronaneH knac I mo C30. C nokazaHa eMKacHOCT MpH:

. [TeperuHa (MAHONATHYHA M HacJeacTBeHa) OenoapoOHa apTepHanHa XHNepTOHUs

® BenoapoGHa aprepuaina XMIIepPTOHHA, BTOPHYHA Ha clulepoaepMHs, 6e3 3HaYMMO HHTEePCTHLHAIHO
6enonpobHo 3abonsBaHe

. benoapo6Ha aprepHanHa XHIIEPTOHHS, CBbP3aHa ¢ BPOJAEHH CHCTEMHO-0€10ApOOHH I'bHTOBE H

(dusnonorus Ha AifseHMeHrep.

JlokazaHo € W W3BeCTHO noaodpeHHe Mpu nauueHTH ¢ 6enoapobHa apTepUaiHa XHNePTOHUS QYHKLHOHAIEH
wiac Il mo C30 (Bx. Touka 5.1).

BozeHran AKOp,El € MMOKa3aH ChIl0 H 3a HaMaJ1ABaHe Ha GPOH Ha HOBOIIOABHIIH C€ YJIUEPaLHH MO NMPBLCTHUTE NMPH
MauHeHTH CbC CUCTEMHA CKJIEPOSEI., KAaKTO H B X0J4a Ha 3360HHBEH6T0 OT AUrvTanHa a3BeHa GOHCCT (BPDK TOYKa
5.1).

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

HauuH Ha npunoxeHue

TabGnerkute ce mpueMaT npes ycrata CyTpUH M Beuep, CbC WK Oe3 XxpaHa. OUIMHpaHHTE T,
Ja ce MOrabIIaT ¢ BOAA.

,HO3HQOBK&




[TynMoHanHa apTepHATHA XHIIEPTOHHA

Jleyenneto TpaOBa Aa Ob/ie HA3HAYABAHO W MPOCNEAABAHO CaMO OT JIEKAp ¢ ONHUT B eyeHHeTo Ha BAX. B
onakoBKaTa € BKoyeHa CurHaiia KapTa Ha [TaiKeHTa, IpeaocTaedlila saxHa HHbopmalus 3a GezonacHocT,
¢ KOATO maiMeHTHTe TPAOBA [a ca 3aMo3HaTH NPean H 1o BpeMe Ha nedeHHe ¢ bosentan Akopn.

Bwapacmnu

Ilpu BB3pacTHH MalFeHTH, NedenreTo ¢ bosentan Akopx TpaOBa na 3anouHe ¢ ao3a oT 62,5 mg nBa BTH
JAHEBHO 3a 4 ceAMHLM, KOATO CJie/l TOBA ¢€ NOBHILABA JO MOJAbpIKallaTa 103a oT 125 mg nBa MbTH AHEBHO.
CohiuMre npenopbKH Ce OTHACAT 3a MOBTOPHOTO BKJAKOYBaHe Ha bozeHTan Akopa ciliell MpeKhCBaHe Ha
NeYeHHeTO (BXK. TOuKa 4.4).

Heduampuuna nonyrayus

[MeaMaTpHyHH (papMaKOKMHETHYHH AaHHH NOKA3BAaT, Y€ CPEeJHUTE [UT1a3MeHH KOHLEHTpalHH Ha 603¢HTaH npu
zeua ¢ BAX Ha Bn3pact or 1 A0 15 roayHu ca NoO-HHCKM, OTKOJMKOTO MPH BB3PACTHH MALMEHTH M He ce
NOBHINABAT NpH MOBMIIABAHE Ha Ao3aTa Ha bolenran Axopa Haa 2 mg/kg TenecHO Terno WiH npH
NOBHIIABAHE HA YECTOTaTa HAa NpWiaraHe OT ABa IMETH AHEBHO Ha TPH NBTH JHEBHO (BXK. Touka 5.2).
INopumaBaHero Ha A03aTa WIM YeCTOTTa Ha MpHIaraHe BepOATHO HAMA Aa AOBEAE N0 AOMBIHHTENHA
KIHHKHYHA 1034,

B33 ocHOBa Ha Te3H papMakOKMHETHYHH pe3yJITaTH, KOraTo c€ H3Nnomssa npH feua ¢ BAX, Ha sb3pacr ot 1
roiMHa Harope, NpenopeYKTEIHATA HAYaJIHa H MOAMbpIKallla 1034 € caenosaTenHo 2 mg/kg cyTpHH H Beyep.

IIpun HoBOpozeHH ¢ mepcucTHpama OGenonpobua xunepronus Ha Hosopopenoro (ITBXH), momsara or
Go3eHTaH He ¢ 6Mi1a JOKa3aHA NPH CTAaHAAPTHOTO NeueHHe. [IpenopLKu 3a N03MPOBKATa He Morat na Obaat
JaneHH (B Toukk 5.1 1 5.2).

Jleuenue 6 cayuaii Ha KnunuiHO snowasane na BAX

B ciyuait Ha KnMHHYHO BOLIaBaHe (HanpHMep, HAMANABAaHE Ha pa3CTOAHHETO NoHe ¢ 10% npH 6-MUHYTHHSA
TECT ¢ XOACHE, B CPABHEHHE ¢ H3C/ICABAHETO NMPEAM NEYEHHETO), BHIPEKH NMOHE 8-CEAMMYHOTO NEYEHHE ¢
6o3eHTaH (TapreTHa no3a Hali-Manko 4 ceaMHLM), TPAOBa fa ce MHMCIHM 3a allTepHATHBHA Tepanus. Benpekn
TOBA, HAKOH MALMEHTH, KOUTO caen 8-ceqMHYHO neveHue ¢ 603eHTaH He ¢a NoKa3ald OTroBOp, MOTAT Ja ce
MOBTHAAT OnaronpHaTHO cneA oile 4 1o 8 ceMHLIM NedeHHe.

B cnyuaii Ha KLCHO KIHHMYHO BJIOLIABaHe, BBIpekU JievyeHHeTo ¢ Go3eHTad (T.€., cliel HAKOIKO MECeUHO
neveHne), TpA6Ba 1a ce HaMpaBH NPeoLIeHKa Ha neveHHeTo. HAKOH NaiHeHTH ¢ He3aJ0BOTMTENEH OTTOBOP Ha
125 mg Go3eHTaH nBa MBTH AHEBHO MOTAaT JNIEKO Ja NoAOOPAT CBos (JM3HHECKM KallalMTeT NPH NOBHIIABAHE
Ha Ao2ata go 250 mg ABa mbTH AHeBHO, TpaAbGBa Na ce HaNMpaBH BHHMATE/THA OLIEHKA HA MON3a/PHCK, KaTo ce
HMa NIpeARH], Y€ HepHOAPOOHATa TOKCHUHOCT € A0303aBHCHMA (BXK. To4kH 4.4 1 5.1).

Cnupane na nevenuemo

OnuTeT ¢ pAskoTo cnupaHe Ha GozeHran mpu mammentdH ¢ BAX e orpanmueH. He ca naGmiopasanu
JOKA3aTenCTBa 3a ocThp pebayHn. Bee mak, 32 na ce mpemoTBpaTH BLAMOXKHATA MOSBA HA YBPEKAALIO
KIMHHYHO BIICIIaBaHe MOpaiH noTeHunanHus pebGayHa edexr, TpabBa Ja ce MHCAH 3a MOCTENEHHO
HaMansBaHe Ha 1o3aTa (HaManABaHe A03aTa HAaNOMOBHHE 3a 3 10 7 AuK). 3a NepHOkA HA CIIMPAHE Ha JIEYEHHETO
c€ NpenopLYBa HHTEH3UBHO NPOC/eAABAHE.

AKO € B3eTO pellicHHe 1a ¢¢ NPeKpaTH JedeHHeTo ¢ 6o3eHTaH, ToBa TpAGBA Na CTaHe NOCTENeHHO, IOKATO Ce
BBBEIK/Ia AITEPHATHBHATA TEpamus.

CucremHa CKII€pO3a B X044 Ha NHIHTATHA A3BEHA Gonect

Jleyennero Moxe Aa Obe 3anovHATO M HaGMIONAaBaHO CAMO OT JIEKAP ¢ OfHT B JieueH
CKIIEPO3a.

B onakoBkata e BrmodeHa CurHanxa Kapra Ha DNAallHEHTa, NOpeRocTaBdllla BaXKHa
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GCBOHaCHOCT, C KOATO MauHeHTHTE TpﬂGBa Aa Ca 3ano3HaTH npeayd U no BpeMe Ha JICYCHHE ¢ bozenTan AKOle.

BrapacThu

Heaennero ¢ bozenray Axopa TpaGea aa 3anouHe ¢ 1o3a ot no 62,5 mg nBa TETH AHEBHO B NPOAB/DKEHHE Ha
4 ceIMHLH, KaTO CJIe/] TOBA AO34TA C€ YBEMHYH JI0 AOCTHIaHe Ha NOANbPrKaIlaTa Jo3a OT 1o 125 mg nsa mbTH
OHeBHO. CBHIIHMTE NPETIOPBKH ¢e OTHACAT 33 NMOBTOPHOTO BKIOYBAHE Ha Go3eHTaH cnel NPEKbCBaHe Ha
neueHneTo (BX. Touka 4.4).

OnMTET OT KOHTPOTMPAHH KIMHUYHH NPOYYBaHHA TIPH TE3M NOKA3aHHUA € OrPaHHYeH IO NPOAB/DKUTENHOCT
oT 6 meceuia (B, Touka 5.1).

TToBnHABaHETO Ha MAlMEHTa OT JICYEHUETO M HeoBXOMMMOCTTa OT TMpOAB/KABAHE HA TepamHsTa TpsOsa
PENOBHO Ja C€ MoinaraT Ha npelieHKa. TpabBa Ja ce npaBM BHHMATeNHAa OLIEHKA Ha CHLOTHOLIEHHETO
NON3a/PHCK, KATO Ce OTHHTa YyepHOAPoOHATA TOKCUYHOCT Ha Go3eHTaH (BXK. TOUkH 4.4 1 4.8).

Henuarpuyna nomynamnys
Hama wHgopmanus 3a epHKacHOCTTa M 0€30MacHOCTTa NPH NauHeHTH noA 18 roaui[a Bb3pacT.

Hama ungopmanus 3a apmMakoKnHeTHKaTa Ha $03CHTaH NpH MankK Aena ¢ Toea 3abonsBaHe.

Creumaniy Nomynaiumu

Yepnoopobro yepescdane

Bo3eHTaH e MpOTHBONOKA3aH NPH NALMEHTH ¢ YMEpeHa 0 TexKa CTENeH Ha YepHoaApoOHa AHCOYHKIMA (BXK.
Toukd 4.3, 44 u 5.2). Ilpu nauveHTH ¢ nexka crencH Ha 4YepHoApoOHO yBpexAaHe He € HeoOXOoAuMo
kopurupaHe Ha go3ara (1.e. Child-Pugh xnac A) (Bxk. Tovka 5.2).

Bvbpeuno yspesicoarne

ITpu nanmenTu ¢ Ge6peuHo yBpelKIaHe He ce Hajlara KOpurupaHe Ha nosata. He ce Hanara kopuripase Ha
J103aTa 1TpH NalMeHTH, NOAIeXKalOH Ha Aranu3a (BXkK. Touka 5.2).

Cmapuecka sv3pacm
He ce panara kopurupaHe Ha 403aTa NP MAUKHEHTH Ha BB3PACcT Hal 65 rOOHHU.

4.3 IlpornBonoxkasanus

. CBpBX4YBCTBMTETHOCT KbM aKTHBHOTO BELIECTBO H/IM KBM HAKOE OT IIOMOIUHHTE BeLlecTsa, H3OpoeHH
B TOYKa 6.1
. YMepeHo 10 TexKo HepHoapoOHO yepexaane, T.e. Child-Pugh knac B unn C (8. Touka 5.2)

HM3xonHn cToliHOCTH Ha YepHoApoOHHTE aMHHOTpancdepasy, T.€., aCHapTaT aMMHOTpaHcde3a
(ACAT) w/nnu ananvn amuHOTpaHCchepasa (AJIAT), no-Bucoku oT 3 X ropHaTa rpaHUIa Ha HOpMATa
(I'TH; px. Touka 4.4)
. EnnoppeMenHa ynorpeba Ha HHKJIOCTIOPHH A (BK. Touka 4.5)
BbpemenHocT (BXK. Touku 4.4 1 4.6)

JKeHH ¢ ieTepojieH NOTEHLINAN, KOWTO HE M3NON2BAT HANEH/IHH METOAM 33 KOHTpauenuus (Bx.
Toukd 4.4, 4.5 1 4.6)

4.4 Cnengangs npeAyupexIeHns A NPeANa3EA MepKH NpH ynorpeba

EdrkacHocTTa Ha Go3eHTaH npu nauxeHTH ¢ Texka BAX He e foKa3aHa. AKO KIIMHHYHOTO
B/IolIaBa (BXK. To4Ka 4.2), Tpa6Ba Aa ce 0OCHAH NMPEMUHABaHE KbM Tepaid, Npenophysang
Ha 3abonsBaHeTo (HanpUMep, eNnoTpPOCTEHON).

He e ycranoeen 6anaHcsT nonsa/puck ot 603eHTaH npw nauneHTH ¢ BAX 1 dyHkunoHafe
Knacupukanuara Ha C30.



Jlewennero ¢ 6o3eHTaH pabea Aa 6bAC 3aNOYHATO, CAMO KO CHCTEMHOTO CHCTONTMYHO KPBBHO HATAraHe €
no-sucoko ot 85 mmHg,.

He e mokazano, ye GoleHTaH uMa GraronpuaTeH edeKT BbPXY 3apacTBaHETO Ha CHLICCTBYBALUM JHTHTATHH
A3BH,

YeproapobHa $pyHKUMA

Cebp3aHoTO ¢ 003¢HTaH MOBHLIABAaHEe HA YepHONpoOHMTe aMWHOTpaHC(epasH, T.€., aclapTaT H AIaHHH
amuHotpaHcdepas (ACAT w/unu AJIAT), e nozozaBucuMo. IlpoMeHHTE B 4epHOAPOOHHTE €H3HMH THITHYHO
BBL3HUKBAT NMpe3 MbpPBUTE 26 CEAMHLIM OT NIE4EHHETO, HO MOT'AaT Jja Ce NMOABAT H Ha MO-KBCEH eTan (BX. TO4Ka
4.8). Te3u noxauBaHus MOXE Ja C€ AbDKAT YACTHYHO HA KOHKYPEHTHOTO NMOTHCKAaHE HAa ENMHMMHALIMATA HA
ATEHHUTE COJIH OT XEMaTONMTHTE, HO BEPOATHO BHE BB3IHMKBAHETO HA YepHOApoOHaTta AuchyHKUMA ca
BKJTIOYEHH M OPYTH MEXaHH3IMH, KOUTO HE ca HAI'BJIHO YCTAHOBSHH. He e M3KIOYeHa akyMyhaluaTa Ha
603¢HTaH B XeMaTOLHTHTE, BOAEIA O LIUTONH3A C BEIMOXKHO TEKKO YBpeKHaHe Ha YepHHA Apol, KakTo H
HMYHOJIOTHYEH MeXaHH3BM. ChofllaBa ce 3a peAKd Clyvyad Ha aBTOMMYHEH XEMaTHT ¢ JIATEHTHOCT OT
HAKOAKO Mecelia N0 TOAMHHM. PHCKET oT d4epHonpoGHa IMC(YHKUHS MOXKe Aa ce MOBHIOW H [pPH
€AHOBPEMEHHOTO NpHeMaHe ¢ 603¢HTaH Ha JIEKAPCTBEHU MPOAYKTH, KOHTO ca HHXMOWTOpH Ha eKCIIOpTHaTa
TIOMITA 32 JUTHYHH CONH, Hanpumep, pHdaMIHLMH, ITHOCHKIAMHUA H NMKIOCHOPHH A (BX. ToukH 4.3 u 4.5),
HO JaHHHTE 33 TOBa Ca OrpaHHYeHH.

Hupara na vepnoapoGuute aMuHoTpancdepasn Tpaéea Aa GbaaT H3CIEABAHH NpeAH 3aN0YBAHE HA
JIeYeHHETO H CJieJi TOBA HA HHTEPBAJIH OT €IHH Mecell, JOKATO JeUeHHETO Npoab/kaBa. OcBeH T0BA,
HHBATA HA YepROAPOGHATE aMEHOTpancdepa3n TpabGsa Aa GbJaaT H3cAeaBaHH 2 CeAMHIH CJ1e BCAKO
NOKAYBAHE HA J03aTa.

Hpenopbky B ciayuaii Ha nopamenH AJIAT/ACAT

Husa ma ACAT/AJIAT IIpenopbka 3a JieeHAe H Npoc/ieIABaHe

>3u<s xITH PesymrareT TpaGBa fa GbAe NOTBBPIACH ¢ BTOPO 4epHOAPOOHO H3CIeaBaHe;
aKo ¢ NOTEBpAEH, TpsAOBa Aa ce B3eMe pelueHHe Ha HHAWBUIYANEH TIPUHLIUI
JaTH JICYEHHETO Aa MPOARDKM MO BE3MOXKHOCT C HaMaleHa fo3a Oo3eHTaH
WIH Jia ce cripe npwiaraHeTo My (8. Touka 4.2). [Ipocnenssanero Ha HHBaTa
Ha aMHHOTpaHcdepa3HTe TpaGBa 5a NMPOABIKH Hal-Manko Ha BCeKH 2
CeAMMUH. AKO HHBAaTAa HAa AMHHOTpaHcepasHTe ce BbPHAT AC CTOHHOCTHTE
nipeay JieueHuero, TpAGBa Aa ce 00ChaN NPOIBIKABAHETO MITH MOBTOPHOTO
BK/IIOYBaHe Ha 603eHTaH TabneTkH, CHIIACHO ONMCAHHTE TIO-HOMY YCIOBHA.

>5u<8xITH PeaynraTeT Tpabea na Gbje NOTBEPAEH C BTOPO YepHOAPOOHO H3CICOBAHE;
8KO € NOTBBPAEH, JedeHHeTo TpsOea Na ObAe CnpaHO M HMBATa Ha
amuHoTpaHcdepasuTe a ce npocieaBaT Hali-MaJKO Ha BCeKM 2 CeIMHIUM.
AKO HHMBaTa Ha aMHHOTpaHc(epasuTe ce BBPHAT AC CTOHHOCTHTE MpenH
neveHueTo, TpAdea na ce ODCHAM TIOBTOPHOTO BKIIIOUMBAHEe Ha OO3¢HTaM
TabJIeTKH, CBIJIACHO OTHCAHHTE MO-AOJY YCAOBHA.

> 8 xITH Jleuennero TpaGea na GbAe CIpSHO W MOBTOPHO BKIIOYBaHe Ha Go3eHTaH
TabNeTKy ce M3KTIOUBA.

B caywali Ha cBBLp3aHA ¢ JedYeHHET0 KIHAHYHA CHMIOTOMATHKA Ha 4YepHOApoGHA yBpena RAM
ABTOHMYHEH XEeNATHT, T.€. FaAcHe, IOBPBIIAHE, TeMilepaTypa, 0o/ka B KOpeMa, KBITEeHUIA, HeobuJaitHa
OTITYCHATOCT HUIIH YMOPSeMOCT, rpHNonoJofeH CHHAPOM (apTpanrud, MHAITHA, TEMNeparypa), JieueHneTo
TpabBa 1a 6bae CIPARO H Ja He ce 00¢HLKAA NOBTOPHO BKI0UBaHe HA Bo3entan Axopa.

Ilosmopno exnousane na nevenuemo

[MoBTOpHO BKIIIOUBAHE HA JIeUEHHETO ¢ §o3eHTaH TabneTKH TpaGea a ce o0ChHKIa, CaMo aKa

TIO/I3H OT NedYeHHeTo ¢ Gos3eHTaH TabneTkH HAJBHIDABAT NOTEHLHATHHTE PHCKOBE H K

depHOnpoOHUTE aMHHOTpaHCGEpasH ca B PAMKMTE HAa CTOHHOCTHTE Iipend JedeHuero, [Tt

MHEHHETO Ha Xenartonor. [TosTopHoTO BIITKOUBaHE TpAGRaA Aa cneaBa yxa3aHHATA, H3GpOeH

B To3m cayuail mEBaTa Ha aMHEHOTpaHc)epa3sHTe TpAGBA Aa (bAAT H3CAEABAHM
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NOBTOPHOTO BKJINYBaHe, CJie] TOBA OTHOBO Cjej oule 2 ceAMHOH H NO-HATATHK CNOpeA TOpRHTE
OpenopbKA.
I'TH =T'opHa rpaHiUa Ha HOpMaTa

KoHuenTpaurs Ha XxeMornoGus

JleueHuero ¢ 603eHTaH € OMJI0 CRBP3aHO C A0303aBHCHMO NMOHMMKEHHE HA KOHLIEHTPAUHATa Ha XeMOT00HHa
(ex. Touka 4.8). [lpu mnauebo KOHTPOMHPAHH NPOYYBAHWA, CBBP3aHOTO ¢ OO3EHTAH NOHIKEHHE Ha
KOHLIEHTpaLHMATa Ha XeMornoOuHa He ce € 3agmi1bodaBaio, H ce € CTalHIW3Hpano clied mupBuTe 4—12
CeAMHULM Ot JteveHHeTo. [IpenopryBa ce KOHUEHTPALMATA Ha XeMOTIOOHH Aa ce M3CNeABa NPelH 3anoysaHe
Ha NIEYCHHETO, BCEKH Mecell Mpe3 IMEPBHTe 4 Mecella, clen KOeTo BeAHBK Ha TPH Mecela. AKO BB3HHKHE
KIHHAYHO 3HAYMMO MOHIDKEHHE Ha XeMornoOMHOBaTa KOHUEHTpaLys, TpaOBa Ja ce HanpaBH OOMBLIHHTEIHA
OLEHKAa M H3C/IeBaHe 33 YCTAHOBABAHE Ha NpPHYHHATA H HeoOXoAMMOCTTa OT clieuMduyHo sNedeHue. B
mepHoJa el IycKaHe Ha Masapa, ce cboOIuaBa 3a ClfydaH Ha aHeMMA, KOATO M3HCKBA BJIMBAHE HA UepBEHH
KPBBHH KJIETKH (BXK. TOUKa 4.8),

Kenu ¢ feTepogeH NOTEHUMAN

Teit karo 6o3eHTaH TabNeTKH MOraT Ja HANMpaBaT XOPMOHATHHTE KOHTPAUEITHBH Hee(eKTHBHH, U KaToO Ce&

B3eMe NpeBH/, PHCKA OT BiioLlaBaHe Ha 6enoapoOHaTa XHIIepTOHUA NP GpeMEHHOCT, KAKTO H TepaTOr¢HHHTE

eexTH, HAOMONABAHHM ITPH KHBOTHH:

. Jleyenuero ¢ 6o3eHTaH He TpAOBa Aa OBbAE 3aN0UBAHO NMPH XKEHH C JETEPOINEH NOTEHLHAIL, OCBEH aKo T
He H3MOM3BaT HAJeXKHA KOHTpALENLMA H Pe3yNTaThT OT TecTa 3a GpeMeHHOCT Mpean JEIeHHETO He e

OTPHLIATENEH.

. XOpMOHAITHHTE KOHTPALIE[TTHEH He MOTaT g OBAAT eAHHCTBEH KOHTpALENTHEEH MeTO/ O BpeME Ha
TeyeHHe ¢ GO3IeHTAH.

. [To BpeMe Ha JIeYEHHETO Ce NPENOPBUBA A2 Ce NPABAT SKEMECSUHH TECTOBE 3a OPeMEeHHOCT ¢ LN PAaHHO

OTKpuBaHe Ha GpeMeHHOCTTa.

3a mombaHMTENHE HHQOPMALIHA BIDKTE TOYKH 4.5 1 4.6.

Benoapofna BeHookry3ueHa Gonect

Hma cpobweHna 3a cayuad Ha OenmoapobeH oTok mpH ynorpefaTta Ha Ba30QMNaTaTopH (raBHO
NPOCTAUUKIIMHHK) OT NnauueHTH ¢ Genoapobra BeHookTy3HBHA Gonect. CleaoBaTeNHO, aKo NPH JIEYEHHETO ¢
Do3eHTaH Ha nammeHTH ¢ GenoapoOHa apTepHaHa XHIEPTOHHA Ce MOABAT NpU3HauM Ha GenoapobeH OTOK,
TpabBa fa ce HMa NMpeABMA BH3MOXKHOCTTA 3a CBBbp3aHa BEHOOKITy3HBHa OonecT. B mocTMapkeTHMHIoBHA
NEPHO € HMaIO peaxH cboOLeHHA 3a GenoapobeH OTOK MpH NALKEeHTH, IeKyBaHH ¢ 603eHTaH, IPH KOWUTO €
HMano chbMHeHHs 3a GenoapobHa BeHOOKTy3HBHA Honect.

IMaunenty ¢ SenoapobHa apTepHaHa XHNEPTOHHA H ChIOBTCTRAINA JECBOKAMEPHA HEAOCTATHBYHOCT

He ¢ npoBexxaano crneuudmndHo mpoyuBaHe NpH pauveHTH ¢ Oemoapo6Ha XHUNEPTOHHA H CBHITBTCTBALLA
nepokamepHa AuchyHkuys. Brapexn ToBa, 1 611 nauuenTtn (ot kouro 804 ca nonyvasanu 6o3entad 1 807 ca
nonaydaBanH mranebo) ¢ Texka XpoHu4Ha cepAeuHa HeaocraTbuHocT (XCH) ca nexypaHH ¢BC CpelnHa
NPOOBDKHTENHOCT OT 1,5 roausu B mwiauebo KOHTponMpaHo npoyusane (npoy4saHe AC-052-301/302
[ENABLE | & 2}). B ToBa npoy4yBaHe HMa MOBHINEHA YECTOTA Ha XOCIHTAIM3ALMHTE, AB/DKANIH Ce Ha
XPOHHYHATA CHPACYHA HEAOCTATHYHOCT, NPE3 IbPBUTE 4—8 CEMHLIA OT JeYEHHETO ¢ BO3EHTaH, KOETO MOXKE
Ja € B pe3ynTaT OT 3aApbiKKaTa Ha TEYHOCTH. B ToBa mpoyyBaHe 3aJpBiKKATA HA TEYHOCTH Ce MPOABABA C
PaHHO HaJfaBaHE HA TErfO, MOHMKEHA KOHUEHTPALHA HA XeMOIIoOHH H No-4ecTa MosBa Ha OTOLM IO
kpakaTa. B kpas Ha npoyuBaHeTO He € YCTaHOBEHa pa3/iHKa B YeCTOTATA HA XOCIHTaM3aLMHTe BLB BPb3Ka
ChC CbpAeYHaTa HENOCTATHYHOCT, HUTO B CMBLPTHOCTTa MEXIY NAlMEHTHTe, NpHeMald 0OQ3eHTs
nnauebo. CnenoBartenHo, MpenopbyBa ce NauHeHTHTe fa GbAaT Npocne aBaHH 3a NMpHIHALM 34
TEYHOCTH (HanmpuMep HaanaBaHe Ha Teryo), ocobeHo aKko cTpajaT OT CHIBTCTBALIA f
AHchyHKUHA. AKO TAKMBA NIPH3HALM CE NMOABAT, Ce NPENnopbUBa a ce 3ano4He JeueHHe /Ay
C€ NOBHILIK A033TA HA IPUEMaHHTE OUypeTHUH. [IpH nalMeHTH ¢ AaHHH 3a 3aApmKKa Ha T4
¢ aMypeTHid Tpabpa na ce o6chIM Npeay 3anoypaHe Ha JieyeHHeTo ¢ G03eHTaH,
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BenonpoGHa aprepuanHa XuneproHus., cebp3aHa ¢ HIV undekuus

OnuTeT OT KIHHMYHHTE Npoy4BaHuA ¢ ynotpeba na GoseHTaH mpu nauweHTH ¢ GenoapobHa apTepuanHa
XHNepToHuA, cBbp3aHa ¢ HIV uHdekuwus, neKypaHH ¢ AHTHPETPOBHUDYCHH JIEKADCTBEHH NPOMYKTH, €
orpanuyeH (Bx. Touxa 5.1). IIpoyusane BppxXy B3aHMOACHCTBUATA Mexy OO3EHTAH H IONMHABUP+PHTOHABHD
NpH 3paBH XOpa MOKa3sa MOBHIUGHY IUTa3MEHM KOHLEHTpaLMM Ha Go3eHTaH, ¢ MakCHMAaTHH HUBA Mpe3
mBpBHTE 4 JHY Ha eyeHue (Bx. Touka 4.5). [Ipu 3anousaHe Ha nevexue ¢ 603eHTaH NpH NMALMEHTH, KOUTO ce
HYXJafAT OT PHTOHABMP-aKTHBHPAaHW NpPOTea3sHW HHXWOUTOPH, MOHOCHMOCTTA Ha mauMeHTta kbM GozeHTaH
Tpa0OBa BHHMATEJIHO Aa C€ CJICAY, KaTo ce 00bpHe ocobeHo ¢yHKUMOHATHY TecToBe. [I0BHIIEHUAT PHCK OT
YepHOAPoOHA TOKCHYHOCT M XEMATOJOTHYHHTE CTPAHWYHHM e(EeKTH He MOTaT Aa ObJaT W3KIOYEHH MpU
KomMOHHHpaHa ynorpeba Ha GO3eHTaH ¢ aHTHPETPOBHPYCHH Jiekapctea. [lopany nmoreHuuana 3a TakuBa
B3aMMOMEHCTRHA, CBBP3aHH ¢ HHAYLmpada edekr Ha GozeHtaHa Bepxy CYP450 (Bx. Touka 4.5), koHto
MOXe Ja okaxe edexT BEpXy e(MKacHOCTTa Ha AaHTHPETPOBHPYCHATA TEPANus, Te3H NALHEHTH Cbilo Tpadsa
Ja 6wJar npocneaABaHH BHUMATENHO 110 oTHowexrue Ha HIV undekumara.

benoapobua apTepHanHa XMIEPTOHMS BCISCTEHE HA XpOoHHUHa o0GeTpykTHBHA Genonpobua 6onect (XOBB)

be3onacHOCTTa M MOHOCMMOCTTAa Ha G03€HTaH ca NPOYYEHH MPH eKCIUIOPATOPHO, HEKOHTpoaHpaHo 12-
ceaMU4HO npoyusaHe npH 11 mauuenTu ¢ 6enonpobua xunepronus scneacteue Ha Texkka XOBb (11 crenen
no kracuukauuata GOLD). HabnogapauH ca nopxieHa MUHYTHA BEHTHIALMA H MOHIKESHO KUCIOPOAHO
HacHIIaHe, KaTo Hali-4ecToTO HexXenaHo cubHTHe ¢ Owia AucTHes, KOATO € OT3ByYaBaiia cel CIIUPaHeTo Ha
6o3eHTaH.

EnnobpemenHa ynorpeba ¢ Apyru JCKapCTBEHH NPOAYKTH

EnHoBpeMeHHaTa ynotpe6a Ha 603eHTaH H LMKJIOCNIOPHH A e NPOTHBOMNOKa3aHa (Bx. ToukH 4.3 u 4.5).
EnxoBpemenHaTa ynotpefa Ha 603eHTaH ¢ rubeHK1aMH, GIyKOHA30I B pudaMNHIHH He ce Npenopbyea.
3a nopeye NoApoGHOCTH BK. To4Ka 4.5.

ENHOBpeMeHHOTO NpHAcKeHHe Ha Go3eHTaH xakTo ¢ HHxHOHTOp Ha CYP3 A4, Taka B ¢ MHXHOHTOp Ha
CYP2C9, tpabea na ce n3barsa (Bx. TouKa 4.5).

Hatpuii

To3u nekapcTBeH MPOAYKT CHABP:KA Mo-Manko ot 1 mmol Harpuii (23 mg) Ha fo3a, T.e MOXe Aa ce Kaye, 4e
NIPAKTHYECKH HE ChABPIKA HATPHIA.

4.5 BaanmopelicTBHe ¢ APYrH JeKAPCTBEHH NPOJYKTH H APYrH OpPMH HA B3IAHMOAEHCTBHE

bosenran e HHOyxTOop Ha uutoxpoMm P4530 (CYP) maoenszumure CYP2C9 u CYP3A4. Hanuure in vitro
npennonarar H HHaykuua Ha CYP2C19. CnepopatenHo, [U1asMeHHTe KOHLEHTPALIMH HA BElIECTBATa, KOUTO
ce MeTaboJTM3UPAT OT Te3H H30EH3IHMH, LIe GBAT NOHWKEHH NIPH €AHOBPEMEHHOTO rpunarasde Ha Go3eHTaH.
Tpabea na ce HMa mpeABMI BBLIMOMHOCTTA A2 Ce MPOMEHH e(eKTHBHOCTTA Ha NEKAPCTBEHUTE NPOAYKTH,
KOHTO ce MeTa0OoMu31UpaT OT Te3H M20eH2HMH. Moske 1a ce HaloKH KOPHIHpaHe Ha J03aTa Ha Te3H NPoAYKTH
CNex 3aMoyBaHe, MIPOMAHA Ha 103aTa KITH CIHPAHE HA CHITBTCTRALIOTO JledeHHe ¢ O03eHTaH.

BozenrtaH ce metabonmusupa ot CYP2C9 u CYP3A4. ITotuckaHeTo Ha Te3H M30€H3MMH MOXE Aa MOBHIIH
IUTa3MeHaTa KOHUEHTpalna Ha 6o3eHTaH (BiKTe KeTokoHason). He e npoy4yeHo BInsHHeTO Ha HHXHOHTOpUTE
Ha CYP2C9 Bbpxy koHuUeHTpauHHTe Ha Oo3zeHTaH. KoMGuHaumaTa Tpabea na 6epne H3MON3BaHA ¢ MOBHILEHO
BHHMaHHE,

Daykonazon u opyeu unxubumopu na CYP2C9 u CYP344: EnHoBpeMeHHOTO pHyarane ¢ ¢
notucka rnasHo CYP2CY, no a0 u3BectHa creneH u CYP3 A4, Moxe na Aosene 00 rons
TUIA3MEHHUTE KOHLEHTpauMK Ha GozeHran. KomOuHaimsaTa He ce npenopbusa. [lo ching
NPENoppYBa €NHOBPEMEHHOTO TpHiaraHe Ha Oo3eHTaH KakTO ¢ MOLUEH HHXHOHTOp
KeTOKOHA30/1, HTPAKOHA30/1 WIH PHTOHABHP), Taka K ¢ uHxubutop Ha CYP2C9 (kato BOop
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Luxnocnopun A: EnHoBpeMeHHOTO npiiarate Ha 603¢HTaH ¢ WHIUIOCTIOPHH A (MHXHOWTOP Ha KaJIIIMHERPHH)
€ NPOTHBOMOKA3aHo (8. Touka 4.3). [Ipy eaAHOBPEMEHHOTO NMpHIaraHe, HAYaTHUTE NIA3MEHH KOHUEHTpaLuH
Ha OoseHTaH ca npubnusurenHo 30-METH NO-BHCOKH OT Te3W, M3MEPEHM cnel 603€HTaH, NPHIOKEH
camocToATeNHO. [IpH cTalMOHapHO CBCTOSHUE, TUTa3MEHUTE KOHUEHTPaluK Ha 603eHTaH ca 3- 10 4-I16TH 1o-
BHCOKH OT T€3H, U3MepeHH ciiel 603eHTaH, NPIoKeH caMocToATeNHO. MeXaHM3MBT Ha TOBa B3auMoeiicTeHe
€ Hali-BepoATHO MHXHOHpaHe OT CTpaHa HA LMKIOCTIOPHHA Ha MEJHHPAHOTO OT TPAHCIIOPTHHTE MPOTEHHH
noemane Ha Oo3eHTaH oT xemarouuTure. KoHneHTpauunTe Ha uuxnocnopud A (cy6erpar Ha CYP3A4) e
KpbBTa HamaaBaT ApHOnu3uTento ¢ 50%. ToBa Hal-BepoATHO ce ABWDKH Ha WHAYKUMATa Ha CYP3A4 or
cTpaHa Ha 6o3eHTaH.

Taxporumye, cuporumyc: ENHOBpEMEHHOTO NpHaraHe Ha TAKPONHMYC WIH CHPOMHMYC ¢ (O3eHTaH He e
U3CNeABaHO MPU XOpa, HO MO aHAIOrHA ¢ eJHOBPEMEHHOTO NPHNAaraHe ¢ LHKIOCHOPHHE A, eJHOBPEMEHHOTO
MpHIAraHe Ha TaKpONUMYC HIH CHponuMyc ¢ GoseHTan MoXe Jia JIOBelle N0 MOBMILABAHE Ha IUIa3MeHHTE
KOHLEHTpauuu Ha Go3eHraH. CohbObTCTBAILOTO NevyeHue c (O3eHTaH MOXKE [Aa HAMAIH IUTa3MEHHTE
KOHUEHTpaluu Ha TakponuMyc H cuponumyc. IMopagn Toma, eaHoBpeMeHHaTa ynotpeba Ha Go3eHTaH H
TaKpOJHMYC WIIH CHPOJTHMYC He ce mpenopsyBa. IlauMeHTHTe, MPH KOHTO KOMGMHALMATA € HANOMHTE/HA,
TpsAGBa a O'BAAT MpOCIeJABAHH BHUMATEHO 3 HEXEIaHH peakuMy, CBbp3aHu ¢ 003¢HTaH, H 3a MTa3MeHHUTe
KOHLIEHTPalUHH Ha TAKPOITHMYC H CHPOJIHMYC.

Iubenrramud: EAHOBpeMEHHOTO NpHiarase ¢ 603eHTaH 125 mg Apa MTH JHEBHO B NPOOB/DKEHHE Ha 5 IHH
MOHWKABA IUIA3MEHWTe KOHLEHTpalMH Ha riauGenxnamup (cyberpar Ha CYP3A4) ¢ 40%, ¢ BB3MOXHO
3HAYUTEIIHO HAMAJIABAHE Ha XMMOTIMKeMHYHHA edekT. IlnasMennTe koHUeHTpauMH Ha 603¢HTaH CHINO ce
noxHwxasat ¢ 29%. OcBeR TOBa NMpH NaLMEHTHTE, NOAyJYaBalld kOMOWHKHpaHa Tepanus, ce HaGmoxara no-
rojsaMa 4ecToTa Ha NOBHWIABAHE Ha aMHHOTpaHcdepasure. Kakro rnubeHKnaMHIBT, Taka U GO3€HTaHBT
NOTHCKAT €KCMOPTHATA MOMMA Ha O KITLYHHTE CONMH, Koero OH Momo Aa OOACHH MOBHUIEHHTE
amuHoTpaHcgepasy, Tazu xomMBuHaIMa He Tpabpa na ce u3nonsea. HaMa HanWyHKM AaHHHM 3a JIEKAPCTBEHHTE
B3aUMOAEHCTBHA ¢ ApyruTe cyadaHwypeiiHi npenapary.

Pugpamnuyun: Tlpu 9 3apaBu nanueHTa, eAHOBPEMEHHOTO TIPHIaraHe B MpOALKEHWe Ha 7 AHH Ha Oo3eHTaH
125 mg nBa IreTH AHEBHO ¢ pupammuuuH, MoeH HHAyKTop Ha CYP2CY u CYP3 A4, noHrkapa fa3sMeHHTe
KOHHeHTpauuK Ha 6o3eHTaH ¢ 58%, KaTo B OTAENEH CTy4ait TOBa MOHHKaBaHe O MOTJIO [1a AOCTHIHE TIOYTH
90%. B pe3ynTar Ha TOBA C€ OYAaKBA 3HAYMTENHO HamaneH edekT Ha 6O3eHTaH NPH eIHOBPEMEHHOTO MY
npunaraie ¢ pudpamnuiiH. EnHoBpeMeHHOTO npruiaraHe Ha pudaMnudlMH H 603eHTaH He Ce MPEnopbYBa.
Jluncear nanau 3a npyrute uHAYKTopH Ha CYP3A4, HanpuMep kapGamasenuH, ¢penobapOuTal, GeHHTOHH H
MBJIT KAHTAPHOH, HO TAXHOTO €AHOBPEMEHHO fIpHaraHe ce O4aKBa Aa AOBe/Je 10 HAaMAIIBAHE Ha CHCTEMHATa
excno3uuma Ha 6o3entad. He Moxke aa Obae M3KIOYEHO KIMHAYHO 3HAYHMO HaMaliBaHe Ha e(HKACHOCTTA.

Jlonunasup + pumonasup (u Opyeu pumonasup-noocuneru npomeasnu umxubumopu): EXHOBpeMEHHOTO
npunarade Ha 6o3eHTaH 125 mg nBa MbTH JHEBHO H orTHHABHP + puToHaBHp 400 + 100 mg aBsa MbTH JHEBHO
332 9,5 pHHE Opw 3apaBH AOGPOBONLM BOJH A0 HAuYa/HH MAA3MEHH KOHLEHTpauMH Ha GO3¢HTaH, KOHTO ca
NpHONH3HTENHO 48-TTETH NMO-BUCOKH OT H3MEPEHHTE Cllel CaMOCTOATENHO NPHIOKeHHe Ha Go3eHTaH. B nen
9, W1a3MEeHHTE KOHLEHTPALWH Ha 603eHTaH ca NPHOJIH3HTENHO 5 ITETH MO-BHCOKH OT TE3H MPH CAMOCTOSTENHO
npunoxeHne Ha 6o3enTad. Huxubupanero oT cTpada Ha PUTOHABMP HA MEWHPAHOTO OT TPAHCTIOPTHUTE
TIPOTEHHH NPOHHKBaHe Ha Oo3eHTaH B xenatountHTe W Ha CYP3A4, BoAeiwo o peayuupaHe Ha KAHPBHCE Ha
0o3eHTaH, Hali-BepOATHO NPHYHHABA TOBa B3auMoaelicreie. Korato ce npunara eqHOBpEMEHHO ¢ TIONHHABHD
+ PUTOHABHP WM JPYTH PHTOHABHP-NMOACHICHH NPOTEa3sHH HHXHOWTODH, NMOHOCHMOCTTA Ha NMALMEHTa KbM
GozenTad TpAGBA 1a Ce CIEAH.

Cnen enHoBpeMeHHOTO npwnaraHe Ha §o3eHTaH 3a 9,5 JHW IUIA3MEHHTE €KCNO3HLHMH HA JIONMHABHD H
PHTOHABHp HaMa/sBaT B0 KIHHWYHO He3HaudMa creneH (c npubmusutrenne 14% u 17%, cvorBeTrHO).
HesapucuMo oT ToBa MBiHA HHAYKLMA Ha 603eHTad Moxe 1a He Obe AOCTHIHATA H MOC/ISABAILO MOHIDKAaBAHE
Ha NpoTeazHHTE KHXHOHTOPU He MOXe Ja ce w3kmo4Hd. [Ipenopbusa ce nomxonamo npocneaspase Ha HIV
Tepanuara. ITomoGHM edekTH MoraT Ia Ce OYaKBaT M TPH JAPYrH PHTOHABUP-IIOJC
UHXHOMTOPY (BXK. TOUKA 4.4).




XEITaTOTOKCHYHOCT Ha HEBHUPANHH, KOATO MOXKeE /12 C¢ aKyMYJIHpa ¢ XeNaTOTOKCHYHOCTTa Ha GO3eHTaH, TasH
KOMOMHALMA HE CE NPEnopbYBa.

Xopmonannu xonmpayenmusu: EanoepeMeHHoTO npwiarane Ha OosewTaH 125 mg nBa mbTH AHEBHO B
NPOAb/DKEHHE Ha 7 JHM ¢ €QMHHYMHA [1032 NEPOpPANCH KOHTPALNTHB, ChAbPXall HOPETHCTEPOH 1 mgt
35 MukporpaMa eTHHHJI ecTpaaMofi, Hamanapa Iviowrra noa kpusata (AUC — Area Under the Curve) Ha
HOPETHCTEPOH H €THHHWI €CTpajHON, ChOTBETHO ¢ 14% u 31%. Ho HamansBaHeTo Ha €KCHO3HUMATA NMpPH
OTOCNHHATE TALMEHTH € CLOTBeTHO 10 56% u 66%. CnenoBatenHo, CaMOCTOATENHO MPHIOKEHH
KOHTpAlieITHBY HA OCHOBAaTa HAa XOPMOHH, HE3aBHCHMO OT ITbTS HM Ha BBBeXJIaHe (T.e. IIEPOPaaHH,
HIDKEKIHOHHH, TPAHCASPMATHH WIH MMIUIRHTHPYEMH JICKapCTBEHH QOPMH), HE CE& CUMTAT 33 HaAeKIHH
METOAM 3a KOHTpauenuus (BK. ToUkH 4.4 1 4.6).

Bapgapun: EapoBpeMenHoTo npunarade ¢ 6osenrad 500 mg ABa NbTH OHEBHO B NPONB/DKEHUE Ha 6 HU
NIOHWKaBa [U1a3MEHHTE KOHLIEHTPAlMH KaKTo Ha S-BapdapuH (cyberpar Ha CYP2C9), Taka u Ha R-Bapdapun
(cyberpar Ha CYP3A4), cvorBetHO ¢ 29% M ¢ 38%. KnuHHMHUAT onHT ¢ KOMOMHHUpaHOTO MpuiaraHe Ha
Go3enTaH u Bapdapun npn nauueHTH ¢ BAX He ¢ 1oBeN OO KIHHUYHO 3HAYMMHE POMEHH B MexryHapoaHus
HopManu3upaH koedruneHt (INR - International Normalized Ratio) unu B nosara Ha Bap¢apuHa (H3X0qHa
cpewty KpaifHa Touka Ha mpoy4saHus). OCBEH TOBA, YECTOTATA HAa MPOMEHHTE B A03aTa Ha BapdapuHa 1o
BpeMe Ha TIpoyMBaHMATa, AbDKaula ce Ha npoMeHd B INR wiM Ha HexenaHH peakuMH, € CXOAHA NPH
nauHeHTHTe, nomy4asawy 6o3enran uinn ruauebo. He ce Hanara kopexumns Ha jo3aTta Ha BapdapuHa HIH Ha
Ipyrd mogoOHH OpajHM aHTHKOAryNaHTHH CpeACTBa NPH 3ano4BaHe Ha JieyeHHe ¢ GoseHTaH, HO ce
npenopr4ea HHTeH3HBHO npocneassane Ha INR, ocofeHo B HaYanoTo Ha edeHuero ¢ 603eHTaH H B MepHoaa
Ha THTPHPaHO NOBHWILIABAHE Ha J03aTa.

Cumeacmamun: EqHOBpeMEHHOTO npuiaraye ¢ 6o3eHTaH 125 mg ABa MbTH AHEBHO B MPONBIKEHHE HA 5 THU
NOHXABA IU1a3MEHUTE KOHLCHTpauMH Ha cuMpBacTaTHH (cybcTpat Ha CYP3A4) M Ha HeroBMs axkTHBEH
MeTabonuT B-XHAPOKCH KHCeMHHA, ChOTBETHO ¢ 34% 1 ¢ 46%. IInasMeHuTe KOHLIEHTpaUHK HA Go3eHTaH He
ce MOBIHABAT OT CHITETCTBAIIOTO JIEYEHHE ChC CHMBACTATHH, TpabBa Aa ce UMa MpeABHA MpocieAdBaHe Ha
HHBATa Ha XOJIECTEPO/Ia ¥ MOCNEABALIO KOPUTHPaHE Ha J03aTa.

Kemoxonason: EqHOBpeMEHHOTO NpHNIarane B NpoAb/DkeHUe Ha 6 nau Ha 6o3eHTan 62,5 mg Ba ITbTH THEBHO
¢ KETOKOHa3oM, MolueH HHxubutop Ha CYP3A4, noeuuaBa mnasMEHMTEe KOHLEHTpanuM Ha Oo3eHTaH
npuOnu3nTenHo 2 neTy. CunTa ce, 4e € HeoOXOAMMO J1a ce KOpHTHpa fo3ara Ha 6o3eHTaH. Benpekn 4e He e
JOKA3aHO B in vivo NIpoyuBaHHA, OACOHO MOBHINABaHE Ha IIa3MEHHTE KOHLIEHTpaLKH Ha 603¢HTaH ce 04aKBa
H ¢ Apyrure MOIIHH yHXHONTOpH Ha CY P3 A4 (kaTo UTpakoHas3os M pHTOHaBHp). He3aBHCHMO OT TOBA, NPH
koMOuHupate ¢ uHxHbuTop Ha CYP3 A4, npu naumentyre, cnabu metabonuzaropu Ha CYP2C9, uMa pHek ot
MOBHIIABAHE HA IU1A3MEHHTE KOHLICHTPALHH Ha 503€HTaH B [10-BUCOKA CTEIEH, KOETO Ia AOBEE A0 BE3MOKHH
BPEAHH HEXKEJIaHH PeaKLIuH,

Enonpocmenon: OrpaHHUeHHTe JaHHH, MOMyUeHH OT nipoy4eaHe (AC-052-356 [BREATHE-3]), npu koero
10 nepnaTpHYHH MALMEHTH ca IpHeMany koMOuHauHaTa OT 6O3€HTaH U €MONPOCTEHO COYAT, Y€ KaKTO Cllel
IpHeM KakTO Ha €OMHHYHO, Taka M Cjlell MHOroKpaTHO A034paHe, CTOHHOCTMTE H2 MaKCHMalHaTa
konueHTpauud (Cmax) ¥ Ha rutonnTa nox kpuearta (Area Under the Curve (AUC)) 3a 603eHTaH ca noaoOH#! npu
NAUHEHTHTE CBC HIH 0e3 MOCTOAHHO BIMBAHE Ha enonpocTeHoN (BXK. Touka 5.1).

Cundenagpun: EXHOBpeMEHHOTO npiutaraHe Ha Oo3entad 125 mg qBa MBTH ZTHEBHO (CTALMOHAPHO MNIA3MEHO
HHBO) U cHnaeHadua 80 mg Tpu MeTH AHEBHO (NPH CTALMOHAPHO TUIA3MEHO HUEBO), B POAL/DKEHHE Ha 6
JHH MpH 3ApaBd 1o6poBonuy, Boau ao 63% namanaeake Ha AUC npu cinmeHadun v 50% yBenuyeHHe Ha
AUC npu 6ozenran. [Ipenopbuba ce NOBHLIEHO BHUMAaHHE [1PH eJHOBPEMEHHO NPHIOKEHHE.

Huzoxcun: ENHOBpEMEHHOTO MpWiiaraHe B NpoAbDKkeHHe Ha 7 AU Ha 6oseHTan 500 mg ABa ITETH AHEBHO ©
JWTOKCHMH HamanaBa ruiomkra nop kpueata (Area Under the Curve (AUC)), MaxcumanHars
MUHAMaRHATA (Cmin) KOHLIEHTPAMA Ha JUTOKCHHA, CBOTBETHO A0 12%, 9% u 23%. Mexg
B3aHMOJIEHCTBHE MOXe Ja Obje HHOYKUHA Ha P-raukonporerHa. Manko 8epoATHO € TOB#
na Obae OT KIMHAYHA 3HAYHMOCT.
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noenngea excno3duuaTa (AUC u Cpex) Ha O03eHTaH unH MeTabonuTHTE My.

[leanaTpHyHA MOMYNALHA
IlpoyuBaHuA 3a B3anMOAeHCTEHA Ca NPOBEASHH CaMO NPH BE3PACTHM.

4.6 depraanATeT, GpeMEHHOCT H KbpMeHE

bpemeHHoCcT

[Tpoy4BaHKATA NIPH KMBOTHH Ca MOKA3aH PEMpPOIYKTHBHA TOKCHYHOCT (TEpPaTOreHHOCT, eMOPHOTOKCHYHOCT,
BK. Togyka 5.3). Hama HanmexxnmHa wH(opmanua 3a ynotpebara Ha GozeHraH npH OpeMeHHM XKEHH.
INoTeHuHanHKAT PHCK IPY XOpaTa BCe OLIe He € H3BecTeH, boseHTan e npoTHBONMOKa3aH Npy GpeMEHHOCT (BX.
Touka 4.3).

Kenn € ACTePONEH NOTSHIIHAN

Ipenn zanoyrane Ha JieyeHHe ¢ 0O3EHTaH NpPH XKEHH C AETepoJeH MOoTeHUHan, Tpabpa ma ce mpoBepH
OTCBCTBHETO HA OPEMEHHOCT, Ja ce JafaT NOAXOIALIH ChBETH OTHOCHO HaASKIHH METOAH 32 KOHTpalenuus,
1 TpaGBa a Ce 3aMovHEe NPUIaraHeTo Ha MOAXOA1IA KOHTpaLenius. [TaliMeHTHTe | IeKapHTe, IIpeANHCBALIH
NevyeHneTo, TpA0RA 1a 3HAAT, Ye OPAIH BE3MOXKHH (PapMaKOKMHETHUHH B3aUMOJeHCTBHA, GO3ECHTaH MOXKE Ja
Hanpasi Hee()eKTHBHH XOPMOHATHHTE KOHTpallenTHBH (Bxk. Touka 4.5). ITopanu ToBa, JKeHHUTE ¢ AeTepoleH
NOTeHUHAT He TpAOBa [1a M3TION3BAT XOPMOHAIHH KOHTPALENTHEH (B TOBA YHCIO NIEPOPANTHH, HIDKEKLIMOHHH,
TpaHCAePMATHH HITH NoA GopMaTa Ha HMILIAHTATH) KaTO eNHHCTBEH METO/l Ha KOHTPALISNLIM, 4 1a H3[oI3saT
AOMBJIHHTENICH WIH AITEPHATHBEH HAAEKICH METOZ Ha KOHTpaLenLusA, AKO CHIISCTBYBaT konebaHua 3a ToBa
KaKbB CBBET [a ce Jaje Ha KOHKpeTeH MauleHT, TpaOea Ja My ce NMpenopb4a KOHCYNTALKMS ¢ THHEKOJOT.
[Topaau chiLECTBYBaIATa BEPOATHOCT 38 HEYCNEX TIPH NPHIAraHETO Ha XOPMOHAIIHA KOHTPAleTILMA 110 BpeMe
Ha JIeueHHeTo ¢ 003EHTaH U KAaTO ce MMAa MPeABU PUCKa OT TEXKO BiolaBaHe Ha OenogpobHata XunepToHus
npH 6peMeHHOCT, 110 BpeMe Ha JiedeHHeTo ¢ 603eHTaH ce mpenopbyBa a ce MPaBAT XKEMECEUHH TECTOBE 34
6peMeHHOCT ¢ LieN paHHO OTKpHBaHe Ha GPEMEHHOCTTA.

Knpmene

JaHHu oT choblleHue 3a KIHHHYEH CTyvall OnMCBar HATHUMETO Ha Go3eHTraH B HHUCKA KOHLEHTPAUHA B
KkbpMara. Hama nocrareuno umrdopmauna 3a edekrure Ha 6o3eHTaH BbpXy KbpMaueto. He moxe na Onne
H3KIFOYEH PHCK 33 KbpMaueTo. KbpMeHeTo He ce npenopbysa N0 BpeMe Ha JieueHHe ¢ §o3eHTaH.

DeprrnuTeT

IpoyuBaHHATa NPH JKUBOTHH €a MOKAZATH TeCTHKYNAPHH edekTH (B, Tovka 5.3). [IpH KnHEHYMHO NpOyYBaHe,
H3CNeABalO ePeKTHTE Ha GO3¢HTaH BBPXY TECTHKYNapHaTa (pyHKUHA NMPH NALUMEHTH OT MbXKH Non ¢ bAX,
mecTHMa ot 24 yuacTHuiM (25%) ca MMallil HAMaNeHa KOHLGHTpAUMA Ha criepMaTo3oMauTe ¢ noHe 50% ot
U3XOAHOTO HHBO cnel 6-MeceyHo nedeHue ¢ Go3eHTaH. B1z ocHoBa Ha Te3u HAXOAKH H NPEAKIHHHYHHTE
JaHHH, He MOKE Ja ce M3KIIOUH, Ye DO3eHTaH MOXe Ja UMa YRpexKaalll edeKT BepXy criepMaToreHesara npu
MBkeTe. He MoXke a ce H3KTIOUH XBbATOCPOYHO BIIHAHHE BBPXY (hepTHUTeTa Cief eueHue ¢ 003eHTaH MpH
Jelia OT MBXKH TIOJT.

4.7 EdexTa BLPXY cioco0HOCTTA 3a WojHpaHe H padoTa ¢ MALTHHM

He ca nposeskaann cneundHYHH NPoy4YBaHUs 32 OLEHKA Ha npekus edekT Ha 603eHTaH BBPXY cnocobHocTTa
3a modgupane ¥ pabota c MaIKHHK. Boipeku ToBa, 603eHTaH MOXe Ja IPHYMHH XHIIOTOHHA, ChC 3aMAasHOCT,
3aMBIIEHO 3pEHHE WIH CHHKOIL, KOHTO GHXa MOTIIH 2 MOBIHSAT cnocoGHoCTTa 32 modwupare uau pabora ¢
MalvHH.

4.8 Hexenand JeKkapcTBeHH PeakuuH

B 20 nnaue6o-KoHTpONHpaHH NpOYyYBaHMA, NPOBEAECHH IIPH Pa3IH4YHH TEPANEBTHYHH MO
NALHEHTH ca npuemaid 6o3eHTad B AHeBHa Bo3a ot 100 mg no 2000 mg 1 1 838 n
wianebo. CpenHata NMPOIBIDKHTENHOCT Ha NedeHuero e Ouna 45 ceamuun. Hexena
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peakunu ca AepHHUPAHK KATO CHOMTHA, KOWTO BE3HHKBAT NpM Haki-Manko 1% oT npuemaiunte 603eHTaH
MALMEHTH W ¢ YecToTa noke 0,5% no-rongMa OT Ta3HW Ha nNpueMalnHTe mnauebo maumeHtH. HaH-uecture
HeXeNaHH IeKapcTBeHH peaki ca rnasobonne (11,5%), oTok/3anpsxka Ha TeyHocTH (13,2%), abHOpMHM
H3CJeABaHHA 32 uepHOnpobHa (yukuua (10,9%) v aHeMus/noHmkeH xeMornobuH (9,9%).

Jleyuenwero ¢ GozeHran e OO CBBp3aHO ¢ J[0303aBHCHMO TOBHIIABaHe Ha 4epHoapobHHTE
amMuHoTpaHcdepasy ¥ MOHWKABAKE HA KOHLIEHTPAIIMATA Ha XeMorIo0KHa (BK. Touka 4.4).

HexenaHure nexapcTBeHM peakuuy, Habmonapand B 20 mnane60 KOHTPONHpaHH TpPOYUYBAHHA H B
MOCTMAPKETHHTOBHSL OTNUT ¢ 6O3CHTaH ¢a CTeneHyBaHH IO YeCTOTA, KATO € H3MOJI3BaHa CIISAHATa KOHBEHLIMA:
MHOro YecTH (>1/10); yectu (= 17100 go < 1/10); Heuectw ( = 1/1 000 mo < 1/100); peaxu (= 1/10 000 po <
1/1 000); muoro peaxu (< 1/10 000); ¢ Heu3BecTHa HecTOTA (OT HAIMMHHTE JaHHH HE MOXKe Aa Obae HanpaBeHa
OLICHKA).

Bbe BCAKO rpynHpaHe B 3aBUCHMOCT OT HECTOTATA, HEXC/IAHHTE JIEKAPCTBEHH PEaKknHH C¢ mﬁposna"r B
HU3XOAAI pel MO OTHOLUEHHE Ha TAXHATA CCPUO3HOCT. He ca nabmonasany KIHHUYHO 3HAYHMH PadivKH B

HEXECNNAHUTE TEKApCTBCHH PEAKLIWH MEXXTY obwara Gaza NaHHHU H o,qupenHTe NMOKa3aHHA.

HApYLISHHA

CHcTtemo-opranen Kaac YecroTa Hexenann peaknun
Hapyumrenus Ha kpeBTa ¥ YecTy A HeMHA, NOHWKEH XeMOTIo0HH (BXK. Touka 4.4)
AuMHaTa CHCTEMA C HeH3BeCTHA AHeMHs HWIH TTOHHKABaHe Ha XeMOonIoOHHa, KOeTo
4ecToTa TIOHAKOra HaJlara MpelHBaHe Ha YEPBEHH KPLEHH
KieTku!
Heuectn TpomGouuronenus'
Heuectn HeyTponeHns, NeBKONEHHs!
Hapymwenus Ha nMyHHaTa Yect Peakuuu Ha CBpBLXYYBCTBHTENHOCT (BKIIOUBALIH
CHCTEMa IEpMaTHT, chpbex win obpus)’
Penxu Anadbwiakcus WM aHruoeaem’
HapyieHus Ha HepBHAaTa Mhnoro vectn TnasoGonue’
CHCTeMa Yectr Cunkon**
ChpaeyHH HapYLICHHS YecTn Hannutauuu™ *
CnaoBy HapylIeHHS Yectn 3auepBsiBaHe
YecTH Xunoronus"*
PecniMpaTOpHH, rPBAHH H Yectn Hasanna xonrectus!
ME/IHACTHHANIHY HapyImeHKs
CroMaIHo-4pepH HecTu T'actpoezodareanna pednyxcHa Gonect

Hapus

Xenato-6unuapHi
HapylueHHs

MHoro yectn

AGHOPMHH uepHOAPOOHH PyHKLIMOHAIHK TECTOBE
{BK. Touka 4.4)

Heuectn

[ToBuIIeHH aMHHOTpaHC(Eepa3H, CBBP3AHH C XEMNaTHT
(BIIIIOYHTENHO BBb3MOXKHO 0BOCTpAHE Ha nozeskam
XEMATHT) WHIH KbaTeHHua' (Bxk. Touxa 4.4)

Penku

Livpoza Ha uepHus apob, yepHoapobna
HEJIOCTATEYHOCT, ABTOMMYHEH XeNaTHT

Hapyuwienus Ha KoxaTa U
NOJKOMHATA ThKAH

YecTH

Epurem

O6umu HapyimeHHs U edexTH
Ha MACTOTO Ha MPH/ICKEHUE

MHoro gyectd

OrTOK, 3aIpBKKa HA TEUHOCTH’

HapymeHus Ha OKOTO

C Hen3BecTHa
YecToTa

3aMBIIIEHO 3peHKe

KOHTPOJIHPAHH JAHHH OT KMTHHHYHO MpOYYBaHe,

2Peaxiyn Ha CBPBXYYBCTBHTENHOCT ¢a CholieHn npu 9,9% ot naimenTHTe ¢ GozeHTan H mpH 9,1% oT 1
I'nasoGonne & crobIeHO npk 11,5% ot naunenTHTe ¢ 603eHTaH M npH 9,8% o1 naunenTHTE ¢ rnane6o.
*Tean BunOBE peaKumm cIo MOXe A ca CBBP3EHH ¢ MOANEKAIo 3abonapane.
3Orok unu 38/PLIKKA Ha TEYHOCTH ¢ chobuieH npy 13,2% ot naunexTuTe ¢ Gosenran u npu 10,9% ot nal
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B nocT-MapKeTHHIOBHA NMEPHOA ca ChoOLIeHH peaKn cydad Ha HeoOACHHMa LMpOo3a Ha YepHHA Apob cnen
HOPOAB/DKMTENHO NledeHHe ¢ G0O3eHTaH NpM MALHEHTH ¢ MHOXKECTBO CHITHTCTBALIM 3a00NABaHMSA H TEPAITHH ©
NekapcTBeHH cpeacTea. MMa chiio peakm choOLeRHs 3a YepHOApPOOHA HELOCTATBYHOCT K aBTOHMYHEH
XEMAaTHT ¢ JAaTeHTHOCT OT HAKOJKO Mecelia 10 roadHH. Tesd c¢hoGllleHHMA NOACHIBAT 3HAYSHHETO HA
CTPUKTHOTO CNIA3BaHE Ha EXKEMECEYHOTO NPOC/eIIBaHe Ha 4epHOApOSHUTE GyHKUNH, ZOKATO TPae Je4EHHETO
¢ GoseHTaH {BK. TOUKA 4.4)

TNepuaTpyyHa DOMYIALHA

Hexonmponupanu kaunusnu npoy4eanun npu NeOUampuyHu nayuenmu

TipodureT Ha Ge30NacHOCT MPH MBPBOTO OTBOPEHO HEKOHTPOIHPAHO NEAMATPHYHO NPOYUBAHE NPOBEACHO C
dbunmupanu Tabnerkn (BREATHE-3: n = 19, MeanaHa Ha pw3pactra 10 rogusu [auanazox 3-15 roguH],
6o3enTas 2 mg/kg nBa NETH OHEBHO, NPOABDKHTEIHOCT Ha JedyeHHe 12 ceamuim) e nonobeH Ha To3M,
Ha0mofaBaH Npy OCHOBHM TIpOYYBaHHA MpH Bb3pacTHH nauueHTH ¢ BAX. IIpn BREATHE-3, Haii-4ecTHTe
HeXXeJIaHH peakUuH ca 3adepeasade (21%), rnasobonue 1 abHopMHH 4epHOOPOGHH PYHKUMOHAIHH TECTOBE
(16% Bcaka).

C6opeH aHaNH3 HA HEKOHTPOJIHPaHH MEeJHATPHYHH NIPOY4YBaHMs, npoBeneHn npd BAX c GoseHrtan 32 mg
aucneprupawy ce Tabnerkn (FUTURE 1/2, FUTURE 3/TIpoabsmxenre) Bxmodea obwo 100 aeua nexysanu
¢ 6o3enTan 2 mg/kg nBa meTH AHeBHO (n = 33), 2 mg/kg Tpu meTH aHeBHO (n = 31), ik 4 mg/kg nBa HTH
nHeBHO (n = 36). [Ipu BKIIOUBAHETO, WIECTHMa NALMENTH ca GHIH Ha BB3pacT MexAY 3 Mecella U | roaMHa,
15 neua ca OwiM Ha BB3pacT MeXAy | ¥ moa 2 roguHd U 79 ca 6uay Ha BB3pacT MexIy 2 H 12 roauHn.
MeguaHaTa Ha TIPOABLDKHTETHOCT Ha NedeHue ¢ Gua 71,8 ceqmuum (nuanasol 0,4—258 ceamunn).

[IpodmreT Ha Ge3zonacHOCT npH To3H cOOpeH aHaNW3 Ha HEKOHTDPONMPAHH NeAHATPHYHHM MPOY4BAHHA €
nopoGeH Ha TO3M, HaG/IOJaBaH NPH OCHOBHHTE M3NHTBAHKA MPH BB3PacTHH NMauneHTH ¢ BAX, ¢ mnoqenye
Ha YH(pEKUHHTe, KOHTO ca ChOOIIEHH MO-4eCTO, OTKOAKOTO NpH Be3pacTHHTE (69,0% crpamo 41,3%).
Pasnukara B 4ecrorara Ha WHGEKUMMTE MOXe OTHacTH Ja ce ABIDKM Ha NO-roiaMaTa MelHaHa Ha
NPOAB/DKMTETHOCT HA EKCTIO3ZHUMATA B MeauaTpHuHara rpyna (Meadana 71,8 ceaMHLIH) B CpaBHEHHE C
BB3pacTHUTe (Mennana 17,4 ceamuum). Haii-uecTure HexenmaHu cbOMTHA ca uHQEKUMH Ha TOpHHTE
AuXaTenHH mbTHA (25%), 6enonpobya (aprepranya) xunepronua (20%), nazodapuurut (17%), nupekcua
(15%), nospemane (13%), 6porxur (10%), kopemHa 6onxka (10%) u nuapua (10%). Hama sHauuma paznuka
B UECTOTATA HA HEKETAHUTE ChOMTHS [IPH MaLMEeHTUTe Haj ¥ oA 2 roJMILHa BB3pacT; ToBa obaue ce Hazupa
caMo Ha 21 mena nog 2 rogHHY, BKIIOYHTENHO 6 NauHeHTy Mexay 3 Mecelia ¥ | roguxa. Hexenany cuburus
Ha 4epHOApOOHH HapyllleHWs H aHeMMdA/HaManeH XeMOrno6HH ca HaCTBNWIH ChOTBETHO npu 9% 1 5% ot
TAl[HEeHTHTE.

[Ipn pannoMusupano ruaue6o-kOHTPOIHMpaHo NpoyUBake, npoeeaeHo npy naunenTH ¢ [IBXH (FUTURE-4),
obulo 13 HoBOpoAeHu ca OWIIH NeKYBaHH ¢ AHcneprypamy ce Tabnerkd 603eHTaH ¢ Jo3a 2 mg/kg ABa MBTH
AHeeHo (8 naupenTn ca 6wnn Ha nnaueGo). MeauaHata Ha NPOABJDKHTENIHOCT Ha JiedeHWE ¢ GoseTaH H
mnanebo e 6una, ceorBeTHo, 4,5 Auu (gwanaszod 0,5-10,0 gue) u 4,0 e (quanazod 2,5-6,5 puw). Haii-
YeCTHTe HexkellaHH ChOWTHA NPH MALMEHTH, JieKyBaHH ¢ 603eHTaH ¥ niauebo, ca Ouny ChOTBETHO aHEMHA WIH
HamanteH xemornoOuH (7 M 2 maumeHTH), reHepanuzdpa efem (3 ¢ 0 nauueHTH) ¥ nospeitade (2 1 0
TIAUHEHTH ).

JlaopaToOpHH OTKIQHEHHA

Omxnonenusn 6 veproOpobHUmMe U3CREOBANUR

Ilo Bpeme Ha KIMHMYHATa NporpamMa, JO303aBUCHMHKTE NMOBHILCHHS HAa YepHOAPOOHUTE aMHHOTpaHchepasu
KaTO LIAI0 ¢a Bb3HAKBAIM Mpe3 NbPEUTE 26 CeIMHUM OT JIeUeHHETO, OOHKHOBEHO CA CE PA3BHBAH NOCTENMEHHO

HpPo3a KU 4epHOAPOOHa HETOCTATBYHOC.

MexaHH3MBET Ha TO3H CcTpaHHuYeH edeKT ¢ HeaceH. Te3H NOBHUIEHHS Ha AMMHOTpaH
NpPeoRoAEAT CNOHTAHHO NPH NPOABJIKABaHE Ha JIEHEHHETO ¢ NoaabpikKallla no3a 603e
Ha J03aTa, HO MOXKE Ja Ce HAJIOKH NMpPEeKbCBaHe HITH CNIYpaHe Ha JIEYEHHETO (BAK. TOUK;
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B 20-te ofenuHenn mniane6o-kOHTPO/IMpAaHH NPOYy4YBAHHMSA, TOBMIABAHE Ha  YEpHOAPOOHHTE
aMunorpancdepa3u > 3 X ropHata rpanuna Ha Hopmata (ITH) e Habmopaasano npu 11,2% ot npuemauriTe
603eHTaH NauMeHTH, B cpaBHeHME ¢ 2,4% oT npuemauiyTe miauebo naumenTy. [Topuasane no > § xTTH e
HaGniogaBano npu 3,6% ot nalmeHTuTe, JeKyeaHu ¢ Goszenran 4 0,4% or npueMamyTe ianebo NaMeHTH.
[MosniasaHeTo Ha aMHHOTpaHcdepazHuTe € 6UAo CBBP3aHo ¢ NOBHINaBaHe Ha OWnHpyOuHa (> 2 x ITH) Ges
OaHHH 3a OunuapHa obctpyxius npu 0,2% (5 nauwenTH) npuemaniy 6o03zeHTaH ¥ 0,3% (6 nauueHTH)
rnpHemainy niauebo.

Tpu c6ophrs aHamu3 na 100 peua c BAX or HexoHTponupaHuTe neamarpuyru npoyysanus FUTURE 1/2 u
FUTURE 3/Ipoabmxenne ca HabmogasaHH MOBKIUGHH YepHOApoOHU aMuHoTpaHchepasu > 3 x [TH npu
2% oT nauMeHTHTE.

I[Tpu npoyusanero FUTURE-4, simousamo 13 nosopoaenn ¢ TIBXH, nexysanu ¢ 6o3eHran 2 mg/kg asa
TbTH AHEBHO 3a no-Manko or 10 aum (auanason 0,5-10,0 aHu), HAMA cnhyvyad Ha 4YepHOZPOOHH
amuHoTpancdepasy > 3 x I'TH no Bpeme Ha neueHHeTo, HO €AHH CITy4yal Ha XeNATHT e HacThOun 3 AHH cren
Kpas Ha JiedyeHHeTo ¢ 603eHTaH.

Xemoznobun

IMpu nnane6o-KOHTPOTHPaHH NPOYYBAHHUA NPH BH3PacTHH, MOHMKABAHE HA KOHLGHTPALIMATA HA XeMOroOHHa
nox 10 g/d! or HauanoTo Ha npoyuBaHeTo € cHobMEeHo mpH 8,0% oOT npHeMauyTe 6O3eHTAH NALHEHTH H NPH
3,9% oT npuemMalnuTe mnaueto nauMeHTH (BxK. TouKa 4.4).

Ipu c6oprna ananus Ha 100 peua ¢ BAX oT HexoHTponupanuTe neguatpuynu npoyusanvs FUTURE 1/2 u
FUTURE 3/TIponsmkenue, e cho01eHo NOHWKaBaHe Ha KOHIEHTPALMATA Ha XEMOTI00MHA Ha H3XOAHO HHBO
Jo nog 10 g/dl npu 10,0% ot naunenture. He ¢ umano novmxkasase noa 8 g/dl.

IIpu npoyusanero FUTURE-4, 6 ot 13 nexysanu ¢ 6o3enrad HoBopoaeHu ¢ [IBXH ca momyuunu nonwxasane
Ha XeMornobHHa oT peepeHTHHA AHANIA30H Ha HAXOAHO HMBO JO NOJ AOJHATA TPAHMLAa HA HOPMATa N0 BpeMe
HA JIEYEHHETO.

CrobuiaBaHe Ha MOJO3WPAHU HEKEIAHH PEAKLHY

CrofiasaHeTo Ha NMOJO3MPaHU HEKENAHM PeakUUM Cliell paspellaBaHe 3a ynorpeba Ha JNeKapCTBEHHUA
nponyKT € BaxHO. Toea Mo3BOAfBR Aa NMpPOABLIKH HaGNIONEHHETO HAa CHOTHOIUEHHETO MON3a/PHCK 32
JIeKapcTBeHHA NpomykT. OT MeaULHMHCKHTE CIIELHATMCTH Ce M3HCKBA [a ChOOLUABAT BCSAKA MOLO3HPAHA
HeXKellaHa peaKuus upe3 HaMOHANHATA CHCTEMA 33 chobuuaBane:

H3nbanUTEHa areHUHs N0 NeKapcTBaTa
ya. ,,Jdamau ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiitT: www.bda.bg

4.9 TIpenosapane

BoszentaH e npuiaran B eAMHM4Ha xo3a 0o 2400 mg npu 3apaBd Huausuad W Ao 2000 mg Ha aeH B
TIPOABIEHHE Ha 2 Mecella NP NMalKeHTH cbe 3aboigeaHe, pasnuyHo oT HenoapoGHa xunepronud. Haii-
HECTaTa HeyKellaHa NeKapcTBeHa peakimsa e Guna riiasobonue ¢ ieka 10 yMepeHa HHTEH3UBHOCT.

lonsamoTo npepo3upade MoXe fia JOBeE IO CHITHO H3pa3eHa XMIIOTOHUA, H3UCKBALLA NONIBPKALIA MEPKH 34
CBPACYHOCHAOBATA CHCTEMA. B NOCTMAapKETHHIOBHA TIEPHOA, ce Cho0LIaBa 3a €IHH CTy4all Ha nenosnpane
¢ 10 000 mg GosenTan, npHeT OT €AHH I0HOMA, Toll € MMa CUMIOTOMM Ha TrafgHe, OBPhLIAHE

BHEHE Ha CBAT, [IOTEHE, 3aMBINICHO BIKAaHe. BB3CTaHOBMN ce € HanmbiHo caen 24
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5. ®APMAKOJIOTHYHM CBOMCTBA
5.1 QapmaxkoquHAMHYHH CBoiicTBa
dapmakorepaneBTiuHa rpyna: Jdpyrd antuxuneprensusuu nekaperea, ATC xoa: CO2KX01

MexaHu3sM Ha neficTRHE

Bo3enTaH € ABOEH €HAOTENHH peuenTopeH aHTaroHHeT (EPA) ¢ apuHHTET KaKTO KBM €HROTENHH A, Taka H
kM B (ETa u ETg) peuenropure. BozeHTaH HaMansBa Kakro 6enoapoSHOTO, TAKAa H CHCTEMHOTO ChAOBO
CHIPOTHBIIEHHE, KOSTO BOAM [0 NMOBHLIEH ChPAeyYeH neduT, 6e3 Ia ce NoBHINaBa ChPACYHATA YeCTOTa.

HespoxopmonsT eHnotenun-1 (ET-1) e enun ot Hal-MOLIHMTE M3BECTHM Ba3OKOHCTpUKTOpH. Tol mMoxe aa
noeeme po Gubposa, kwieTsyHa nponudepauus, chpaedHa XHNEpTpodHA U peMOAENHpaHe, KaTo MOXE Aa
IPHYHHM Y BB3NaneHue. Tean eeKTH ce OChLECTBABAT MOCPEACTBOM CBBP3BaHETO Ha eHjoTeNHHa ¢ ETan
ETs pelienropHTe, pasfioNiodkeHH B KJIETKHTE Ha €HAOTeNMyMa M TIiajkaTa MYyCKynaTypa Ha ChAOBETE.
Konuenrpauuute Ha ET-1 B ThKaHKHTE H IUTa3MaTa ce NOBHIUABAT IPH HAKOH CHPICYHOCHIOBH pa3cTpolicTBa
1 3a00/19BaHMA Ha CHETUHUTEHATA ThKaH, B TOBa YHCI0 BAX, ckneponepmud, ocTpa M XpOHHYHA ChpIedHa
HEJOCTaTBLHHOCT, MCXEMHMS Ha MHOKAap[a, CHCTEMHA XHNEPTOHMA H aTepockiiepoza, KOETO Npexnosiara
narorennara pois Ha ET-1 npu Te3u 3a6ongsanus. IIpy BAX H ¢bpoevHa HENOCTATBMHOCT, B OTCHCTBHETO
Ha EHJAOTENHH pEeUenTOpeH aHTArOHW3IBM, NMOBUIUEHMTEe KOHUeHTpauud Ha ET-1 ca cuwiHO cBBp3aHy ¢
TEXECTTA M TIPOrHO3aTa Ha Te3H 3a00MaBaHus.

Bozenran ce xoHKypupa 3a cesp3BaHero ¢ ET-1 u apyrure ET nentram, kakro 3a ETa, Taka u 3a ETs
peLerrropuTe, ¢ Masiko no-BHCok aduHuTeT 32 ET A peuentopure (Ki = 4,1-43 nanomona), orkonkoro 3a ETs
peuenTopure {Ki = 38-730 HanoMona). BozenTaH e cneunduded antaronuct Ha ET penerrropuTe W He ce
CEBP3Ba C APYrH peLenTopy.

EduxacHoct

MKusomuncru modenu

B xuBOTHHCKH MoJenH Ha GenoapobHa XMNEpPTOHHA, XPOHHYHOTO NEPOPANHO NPUIOKeHHe Ha GozeHTaH
HamassBa §enoapoGHOTO ChAOBO CHNPOTHBAECHHE H 1aBa o0pateH X0 Ha XKnepTpoduara Ha SemonpobuuTe
CB/IOBE H JISICHATa KaMepa Ha chpueTo. B xxuBoTHHCKH Monenu Ha GenonpobHa ¢pubposa, 603eHTaH HaMansasa
OT/1araHeTo Ha KonareH B Genure apobose.

Eghuxacnocm npu ev3pacmuu nayuenmu ¢ 6e100pobra apmepuanna xunepmonus

TlpoBeneHn ca nBe paHIOMH3HPAHM, ABOHHO-CACIH, MyNTHLIEHTPOBH, I1aLEe00 KOHTPONHPaHH NPOYYBAHKA C
32 (npoyueane AC-052-351) u 213 (npoyusane AC-052-352 [BREATHE-1]) ep3pacTHu nauuenTt ¢ BAX
M-IV ¢ynxuuonanen xnac no C30 (mepBuuna Genonpobua xuneproHusa unu GenoapobHa XMNEPTOHHMS,
BTOPHYHA MNIaBHO Ha ckiepoaepMus). Cnen 4 cenmuum na 6o3eHTaH 62,5 mg 1Ba MBTH AHEBHO, W3CICABAHATA
RNoAgBpXalla 033 NPH Te3H npoy4usaHud € 125 mg asa nbTH aHeBHO npu AC-052-351, 125 mg apa nuTH
AHeBHO M 250 mg npa nmeTH AHeBHO npu AC-052-352.

bosenTan e fo6aBeH KBM TekyulaTa Teparus Ha ALUMEHTHTE, KOATO 6K MoTJla Aa BKIKOYBa KOMOHHALMA OT
aHTHKOAry/laHTH, BA3OAWIATATOPK (HanpHmMep, ONOKEpH Ha KaNLHEBHTE KaHANK), AUYPETHLH, KHCIOPOA H
IIUTOKCHH, HO He U enonpocreHon. KoHTponara e matie6o mmoc TeKylara Tepanms.

ITppBHunaTa kpakiHa TOUKA B Kpad Ha BCAKO MPOYYBAHE € MPOMAHATA B M3MHHATOTO Pa3CTOAHHE cnen 6-
MHHYTHO XoJeHe Ha 12-Ta cenMMLa NPH MPBOTO Npoy4BaHe W Ha 16-Ta ceMHUA NMPH BTOPOTO NMPOy4BaHe.
M npu apere npoyusaums, neveHHeTo ¢ Go3eHTaH BOOW JI0 3HAYMTENHO TMMOBMILABAHE HA (PH3MUECKHS
kanatyreT. [1naueGo-xopurupaHoTo yBeTHYaBaHe HA W3MHHATOTO PAa3CTOSAHHE B CPaBHEHHE C HAYANOTO €
¢boTBETHO 76 MeTpa (p = 0,02; t-rect) 1 44 meTpa (p = 0,0002; Mann-Whitney U tect)
TO4YKA B Kpad HA BCAKO Mpoyuysaye. Paznvkure Mexay Asere rpyn#, 125 mg asa n

ITBTH HA IEH, HE €4 CTATHCTHYCCKH 3HAYHMH, HO HMa TeHASHLMS KbM NOACOpABaHe H
B Irpynara, npieMaiua 250 mg aga ITETH THEBHO.
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[logofpeHHETO B H3MHHATOTO PA3CTOSHKE CE YCTAHOBABA Cliel 4 CeIMHLIM JIeUeHHe, CTaBa ChBCEM SBHO Clle]]
8 ceaMMuM nedeHHe W ce MOAABPXKA 40 28-Ta ceMHUA IPH ABOMHO-CIANIOTO leYeHHE B eAHa MOArpyna ort
MONyNaUMATE HA NAUHEHTHUTE,

B perpocnexTHBEH aHAIM3 HA DECNOHOEHTHTE, Bb3 OCHOBA HAa NPOMEHHTE B H3MHHATOTO pPascTOAHHE,
¢yHxumoHanHna kiac no C30 U gucnHesTa npu 95 nauneHTa, paHaoMu3HpaHu Ha 6o3eHTaH 125 mg npa meTH
JIHEBHO B TU1anefo KOHTPONKHPaHHUTE NPOYYBaHHs, € YCTAHOBEHO, Ye Ha §-Ta ceqMuna 66 NalMeHTH ca IManH
nonoGpeHue, 22 ca 6unu crabunusupann H 7 ca ce sromwid. Ot 22-Ta nanpenTH, crablin3upany Ha 8-Ta
ceamuua, 6 ca uMani nopobpenne Ha 12/16-Ta ceamuLla H 4 ca ce BIOIUWAY, B CpaBHEHHE ¢ HavanoTo. Or 7
MalHEeHTH, KOUTO ca 6KnK BiIolleHH Ha 8-Ta ceaMuua, 3 ca ce nomxobpunk Ha 12/16-ta ceamuua 4 4 ca ce
BNIOLLHJIK, B CPaBHEHHE ¢ HAYAJIOTO.

Camo B ITBPBOTO MPOYYBAHE € NMpaBeHa OLIEHKa Ha MHBA3MBHHUTE XEMOOHHAMHYHH napaMeTpH. JleuehHero ¢
GoseHTaH € AOBENO A0 3HAYMTEHO YBE/NH4YABAHE HAa CHPACYHHA HHIEKC, CBBP3aHO CBC 3HAYHTENIHO
HaManABaHe Ha OenoapobHOTO apTepuanHo HanAraHe, 6enogpoGHOTC CHAOBO CHNPOTHRIIEHHE H CPEXHOTO
Ha/siraHe B AACHOTO TIpeNCHpAME.

[Ipn neuenwero c GoseHtraH e HabmopaBaHa peAykuus B cAMmromatiukara Ha BAX. Hscnensanero Ha
JUCTIHEATA MO BpeMe Ha TecTOBeTe ¢ XOJeHe Nokaspa noaoSpenue npH npueMaiure 6o3eHTaH nauueHTH. B
Hayanoro Ha npoyusaHe AC-052-352, 92% ot 213 nmaumentn ca ¢ ¢ynxumoHaneH kiac I, cnopen
wiacubukaunaTa Ha C30 u 8% ca ¢ dpyHkupoHanen knac IV. Jledernuero ¢ GoseHTaH BomH A0 noaoGpasaHe
Ha QyrxuHoHaNHKHA Kiac no C30 npu 42,4% ot naunenture (rwanebo 30,4%). Kato nano, npoMeHuTe BBB
dynkuronanHua xirac no C30 mo BpeMe Ha OBeTe MPOYYBAaHHS Ca 3HAYMTENHO NO-Jo0pH MpPH NPHEMALIMTE
003eHTaH MaLMEHTH, B CPaBHEHMe ¢ npdeMamyTe miaueto nanueHTty. JledeHueTo ¢ 603eHTaH ce CBBP3Ra ChC
3HAUHTE/IHO HaMaJIfBaHe CTENeHTa Ha KIMHMYHOTO BAOLIaBaHe, B cpaBHeHHe ¢ rauebo, Ha 28-Ta cenmuua
(10,7% cpewmy 37,1%, cvoreertHo; p = 0,0015).

Ilpu panpome3Hparo, NBOHHO-CNANO, MHOTOLIEHTPOBO, Mauefo KoHTponupaHo mpoyueaHe (AC-052-364
[EARLY]), 185 naumenTtu ¢ 6enonpobHa aprepuanHa xunepronus gyakuponaned kinac Il mo C30 (cpexHo
435 merpa, M3MHHATH 32 6 MUHYTH Ha M3XOAHO HHBO) ca Npuemanu 6ozeHTaH 62,5 mg nsa IThTH JHEBHO B
MpOALDKEHHE Ha 4 CEIMMIIM, clie]] KOEeTO ca NPeMHHANM Ha 125 mg ABa wbTH AHEeBHO (n = 93) nnv miauebo
(n = 92) B npoab/keHUe Ha 6 MeceLia. BrmoueHUTe nateHTd ¢ 6enoapobHa apTepHaiHA XHIIEPTOHHA ca
Ownn HenekyBaHH (n = 156) win ca GWiK Ha MOcTOSHHA fo3a cungeHadun (n = 29). [IpBHYHHTE CBCTABHU
KpaifHH TOYKH ¢a NPOLEHTHHTE MPOMEHH OT H3XOAHO HUBO Ha GenoapobHoro ceaoeo cenporuenenye (BCC)
M MPOMSHATA CIPSAMO H3XOJHOTO HUBO Ha H3MHWHATO Pa3CTOAHHE 338 6 MHHYTH Ha LIECTHA MeCell, CPaBHEHH C
mnatebo. TabnuuaTa mo-n0My HIIOCTPHPA aHANIM3A HA NPEABAPUTENHO OIPE/Ie/IeHHA POTOKOJI.

BCC (dyn.sec/cm?) Xogene 6 munytn, Paicroanue (m)
IMnaueto (n =88) | Bosenran (n=80) TTnaueto (n=91) | Gosenran (n=86)
HsxonHo HuBO 802 (365) 851 (535) 431 (92) 443 (83)
BL); cpexno (SD)
ITpomsana cripaMo 128 (465) -69 (475) -8 (79 11 (74)
BL; cpeano SD
Edekr ot nevenne -22,6% 19
95% nosepHTenHa -34, -10 -4, 42
rpaHHua
-CTORHOCT < 0,0001 0,0758

BCC= 6emoapofHo chIOBO ChIpoTHRIEHHE; SD = cTaHAapTHO OTKIOHEHHE.

Jleuenueto ¢ Go3eHTaH ce CBBP3Ba C HAMANEHHE HA YECTOTaTa Ha KIHHHYHO BJIOWIABAHE, OTIPEAENICHO KAaTO
CHCTABEHO OT APOrpecHs Ha CHMITTOMHTE, XocnHTanwsalusa nopaau BAX u cMBpT, B cpaBHeHHe ¢ manebo
(nponopUHOHANHO HaMasleHHE Ha pucka 77%, 95% noseputenen uuTepsan U] 20% - 94%

G03eHTaH, M TPH XOCTIMTAH3ALHH B rpynarta Ha miaueGo. [Ipn Beaka rpyna Ha nedyenve .?
ClyuaH Ha CMbPT Npe3 WECTTe MECELa Ha OBOHHO-CNENHA NEPHO Ha NPOYYUBAHETO, IT
Ja ce HalpaBH 3aKITIOUeHHE 32 IPEKHBAEMOCTTA,
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JbArocpodHu AaHHU ca C0paHH OT BCHMKH 173 nalneHTH, KOWTO ca JIEKyBaHH ¢ 003¢HTaH B KOHTpPOIHpaHaTa
(asa u/uny ca MPEMHHATH OT Walie60 Ha O03eHTaH N0 BpeMe Ha OTBOPEHOTO NPOABDKEHHE HA IPOYUYBAHETO
EARLY. CpenHata NpoRB/DKHTETHOCT HA EKCTIO3HLMA Ha JieueHue ¢ GosenTaH e 6una 3,6 + 1,8 ronuns (ao
6,1 ronunu), xato 73% OT NMauMeHTHTE ca NeKyBaHH Hal-Manko 3 roaMeu M 62% - Hali-Manko 4 roguHH.
[ammenTHTe GMXa MO Aa MOMy4aT AONBIHHTENHO NledyeHHe 3a BAX, KaKkTo ce H3HCKBa B OTBOPEHOTO
MPOALIDKEHHE Ha MpoyuBaHeTo. [To-ronaMara 4acT OT nauHeHTHTE ¢a JHATHOCTHIHPAHH C HAMONATHYHA HITH
Hacnencreerda BAX (61%). Karo uano, 78% ot nauneHTHTe ca npoxbmxiin ¢ GynkuHonaneH kiac Il cnopen
wnacH}uxaumaTa Ha C30. Ouenxure Ha Kaplan-Meier 3a npexusaeMocT ca crotBeTHO 90% 1 85% Ha 3= u
4~=roQMHa OT 3arlo4BaHe Ha eueHueTo. B chinuTe BpeMeBU ToukH, 88% u 79% OT nauMeHTHTE MPONBLKHIH
6e3 nowaraHe Ha BAX {onpemeneno Karo CMBPT, MO BCAKAKBA NPHYHHA, TPaHCIUIaHTaums Ha Osn apob,
aTpHanHa CeNTOCTOMMS WM 3aN04MBaHE HAa WHTPABEHO3HO M/IH MOAKOXKHO MPOCTAHOHIHO JIeYeHHE).
CpaBHHTENHMAT MPUHOC Ha MPeAXOKAAMOTO NedeHHe ¢ miauebo B ABOMHO-cnsnaTa (asza u Ha ApYrH
JIeKapcTBa, 3aNOYHATH 110 BpeMe Ha (pasata Ha OTBODEHO NPOALLKEHHE Ha NPOYUYBAaHETO, HE € H3BECTEH.

B npocnexTHBHO, MYNTHLIEHTPOBO, PaHAOMH3HPAHO, MBOIHO-cIANO, MWauefo KOHTPONHpPAHO NMpOyYRaHE
(AC-052-405 [BREATHE-5]) naudenture ¢ BAX, ¢ynkuuonanen wiac III mo C30 u dusuonorus Ha
AiizeHMeHrep, CBEbp3aHa C BpOAEHO CEpAcUHO 3a00sBaHe, ca npueManH 6o3enTtal 62,5 mg 1Ba METH AHCBHO
3a 4 ceqMuuM, crnea xkoero 125 mg aBa eTH AHEBHO 3a owle 12 ceamunm (n = 37, ot kouto 31 ca umanu
MpeauMHO JACHO-NAB ABYMocoueH IrbHT). OCHOBHATA UEN € fAa ce JoKake, ye OO3eHTaH He BIOLIaBa
xunokcemuarTa. Cnep 16 cenMuum, B rpynara Ha 003¢HTaH CpelHATa KHCNIOPOAHA CaTypalKi ce € NMOBHIIHIA
¢ 1,0% (95% CI - 0,7%- 2,8%), B cpaBHeHHe ¢ rpynara Ha rutanebo (n = 17 nauMeHTH), KOETO NOKa3Ba, 4e
foseHTaH He BnOIWIaBRa Xumokcemusta. CpepHoto OenompobHO CHAOBO CHIPOTHBIGHHE € HAMAIEHO
3HAYMTENHO B rpynata Ha 603eHTaH (ka0 npeobnanasaumar edext e HabmoaaBaH B cybrpynara OT nauHeHTH
¢ ABOHHO Haco4yBalll HWHTpakapavaieH WEHT). Ciaen 16 ceamuuM, cpeAHoTo Mauebo-KopHrHpaHo
NOBHINABAHE Ha W3MUHATOTO pa3CTOAHHME ¢ XOAeHe 3a 6 MHHYTH € 53 Mertpa (p = 0,0079), koero nokassa
nonoBpsABaHe Ha KanauMTeTa 3a ynpaxueHdd. JIBafecer U ulecT MAUMEHTH ca NMPOIB/LKWIM A2 NOMYyYaBaT
6o3eHTan no BpeMe Ha 24-ceaMmuyHara ¢aza Ha orsopeHo npoabkeHue (AC-052-409) Ha npoyuBaHETO
BREATHE-5 (cpensa nponeIUKHTENHOCT Ha NieveHHeTo = 24,4 + 2.0 ceiMHL#) H KaTO UAN0 edHKACHOCTTA e
Ouna noambpoKaHa.

OrpopeHo, HecpaBHHTENHO npoyuBaHe (AC-052-362 [BREATHE-4]) e npoBeneHo mpu 16 maumHeHTH ¢
6enoppobHa aprepuanHa xunepToHus, ¢yHxkuyoHaneH xnac Il mo C30, cevpsana ¢ HIV undexuus.
TaupenTure ca nonyyasany Ho3eHTaH 62,5 mg qBa METH AHEBHO 3a 4 ceaMHLH, ciel koeto 125 mg aBa meTH
IdeBHo oue 12 ceamuun. Cnen 16-ceaMHYHO TeYeHHE € OTHETEHO 3HAYHTENHO noJo6GpeHHe B KalauHTeTa 3a
YNpaKHEHHS, B CpaBHEHHE C HAYANHHUTE CTOHHOCTH: CPeJHOTO MOBHIUABAHE MPH 6~-MHHYTHHA TECT C XOACHE
e 91,4 metpa, B cpaBHeHHe ¢ 332,6 meTpa cpeiHM HavyanHH cToiHOCTH (p < 0,001). He morar ga 6naar
HanpaBeHH CBIIECTBEHH M3BONM OTHOCHO ¢ekTHTe Ha Oo03eHTaH BBpXy e(eKTHBHOCTTA Ha
AHTHPETPOBHPYCHATA Tepanus (Bxk. TOUKa 4.4).

Hama npoy4yBaHHs, KOWTO fAa AOKa3eaT OnaronpusTHH e(eKkrV BbPXYy MPEKUBAEMOCTTA MPH JEHEHHE C
603enTan. Brnpekn ToBa, JBArOCPOMHHAT BUTAIEH CTATYC € BOKYMEHTHPaH NpH BeHYKHTE 235 nauueHTH,
Nexypahu ¢ 603eHTaH NpH ABeTe OCHOBHH IUTaLe6o koHTponupanu npoyusaHua (AC-052-351 u AC-052-352)
WWIH TeXHWTEe JBe HEKOHTPONHpaHH, OTBOPEHH MpoIBIDKeHHA. CpeiHara NPOABMKUTENHOCT HA
eKenosuLMATa Ha Do3enTa e 1,9 roqunu £ 0,7 roausyu (MuH.: 0,1 roauua; Makc.: 3,3 roIMHN) U MALHEHTHTE
ca HabmopaasanH cpeaHo 2,0 £ 0,6 roaHy. BOMIMHCTBOTO OT NALMEHTHTE CA AHATHOCTHLIMPAHH C MbPBHYHA
6enonpobra xuneprodus (72%) n ¢ Il dynxkumonanen knac no C30 (84%). B Tasu ofwa momynaums,
OLCHKHTE Ha npexuBieMocTTa no Kaplan-Meier ca 93% u 84%, crorBeTHo | M 2 roguHu cnep 3anovBaHe Ha
nedenuero ¢ 603eHTaH. OUEHKUTE Ha NPEXXHBASMOCTTA Ca NO-HHCKH B MOArPYNATa OT NalHeHTH ¢ 6enoapobua
apTepHaliHa XMIEPTOHHA, BTOPHYHA Ha CHCTEMHA ckiepo3a. OLUeHKHTe MOXE [a ca [TOBTHAHK OT 3al04YBAHETO
Ha JICUEHKE C enonpocTeHol npy 43/235 nauuedTy.

Hpoyusanus, npogsedenu npu deya c 6en00pobra apmepuaTHa Xunepmonus
BREATHE-3 (AC-052-356)
QunmupanuTe Tabnetkn $o3eHTaH ca OLEHABAHH B OTBOPEHO, HEKOHTPOIMPAHO
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criopex knacuuxanusata Ha C30 (n = 15 nauuenTy, 79%) wmu kiac 11 (n = 4 naupenty, 21%) sa WxoaHOTO
uue0. [lanueHTHTE ca pasaeNieHd HA TP IPYIH, B 3aBHCHMMOCT OT TEJIECHOTO TEIJ10, H MM € NpHIaraH 603¢HTaH
npubnusuTento 2 mg/kg ABa MBTH AHEBHO, B MPOoAB/DKeHKE Ha 12 cenMuu. [TonoBHHATa OT NALMEHTHTE OT
BCAKA rpyna Bede ca GHIM NeKyBaHH UHTPaBEHO3HO ¢ EMONPOCTEHOJ, KaTo A03aTa Ha enonpoCcTeHoMa HE €
NpOMeHAHa NO BpeMe Ha NMPOY4BAHETO.

XeMonHHamHKaTa € wW3cnensaHa npH 17 nanueHta. CpeaHOTO NOBHILABAHE HA CHPACYHHA HHAEKC OT
HaYaANoTo Ha Npoyusanero ¢ 0,5 L/min./m?, HamansasaneTo Ha cpeaHoTo GenoapofHO ApTepHAITHO HATATAHE e
cpeaso 8 mmHg, a namanssanero Ha BCC e cpenno 389 dyn-sec-sm. Teau nogobpenus Ha xeMOAHHAMHKATA
OT HAa4aIOoTO Ha TMPOYHYBAHETO C¢a CXOAHHM ChC HIH 0e3 eNHOBPEMEHHOTO MpPWIATraHe Ha enomnpoCTEHON.
TIpomennTe B napaMeTpHTe Ha TecTa ¢ HaTOBapBaHe Ha 12-Ta ceIMHLIa OT HAYAIOTO Ha TIPOYYBAHETO €8 MHOTO
HECHT'YPHH H HE Ca 3HaYMMH.

FUTURE 1/2 (AC-052-365/AC-052-367)

FUTURE | e oTBOpeHO, HEKOHTPOIMPAHO NpOyYBaHe, MPOBEJEHO C pasTBOpPHMH TabneTkH Go3eHTaH,
NpHIOKEHH ¢ NOAXBPKala 032 4 mg/kg nea mMeTH AHEBHO Ha 36 nauMeHTH Ha BB3pacT or 2 Jo 11 roaunu.
Tosa npoyuBane € Cb34aACHO MPeAHMHO KaTo (PapMakoKWHETHYHO npoy4BaHe (B. Touka 5.2). Ha naxoaHoTo
HHEO, MAUHEHTHTE ca HMaIH HouonaTiyHa (31 naumenTn [86%]) unu dpamuina (5 naupentu [14%]) BAX u
¢dynkunonanen knac II, ciopen wiacuuxaumara Ha C30 (n = 23, 64%) unu xnac I (n = 13, 36%). IIpn
npoyusatero FUTURE 1, Mennasdata Ha eKCo3HLMA Ha MpOY4YBaHOTO nedeHHe e Omna 13,1 cepmuum
(nuanazon: 8,4 mo 21,1). 33 or Te3u nauneHTH Ca NONYYHIH NPOALDKHTEIHO edeHHe ¢ AHCNeprupal ce
Tabnerkn Go3eHTaH ¢ no3a 4 mg/kg nBa nkTH AHeBHO no Bpeme Ha FUTURE 2 nekoHTponupaHa Qasa Ha
NPOIB/DKCHIE ¢ MEIMAHA HA NPOABDKHTENHOCT Ha LAOCTHOTO NeveHne 2,3 roavnu (ouanaszon: 0,2 go 5,0
roovHH). Ha maxoanoro Hueo npu FUTURE 1, 9 naunenTd ca npuemany enonpocTeHon. 9 nauMeHTH ca
3amoYHanH 3a npbse NbT bBAX-cneumpHyHO neyenue no BpeMe Ha npoy4BaHeto. OueHkara no Kaplan-Meier
3a snouwaBane Ha BAX Oe3 cwvlutnsa (cMbpT, TpaHcniaHTauus Ha 6471 Apob MM xocnuTanu3auug 3a
snomaeade Ha BAX) cien 2 ronunu ¢ 78,9%. LsnoctHaTa onierka 3a oba npexaeaemoct no Kaplan-Meier
Ha 2 ronuHu € 91,2%.

FUTURE 3 (AC-052-373)

Ilpu ToBa OTBOpPEHO, PAHAOMH3MPAHO MPOYUBAHE C AHCIIEprupauy ce Tabnetkn 6o3eHTaH 32 mg, 64 Aewa cue
crabmwina BAX Ha BL3pacT or 3 Mecena g0 11 roauuy ca SHIM paHIOMH3HPAaHH Ha 24 CEAMHLM NEUSHHE C
6o3enTan 2 mg/kg npa nbTH AHeBHO (n = 33) Wik 2 mg/kg Tpu mbTH AHeBHO (n = 31). 43 (67,2%) ca Gunu Ha
Bb3pacT or=> 2 po 11 rogunu, 15 (23,4%) ca 6uwnn Mexay 1 U 2 ronueu, | 6 (9,4%) ca SuwnH Mexkzy 3 meceua
u | roguna. IIpoyuBaneTo e ch3aafeHO MPeayMHO KaTo GapMakOKHHETHYHO Npoy4saHe (Bxk. Touka 5.2). u
KpaiHHTe TOYKH HA eMKACHOCT ca caMo excrutopatopsd. Etnonornsra va BAX, cnopen knachdHkauuara
Dana Point, srnrousa naHonatiuia BAX (46%), nacneacreena BAX (3%), BAX cnen kopexTiBHa CHpACYHA
untepeeHuna (38%) u BAX npu Bposeno cepneuno 3aGonspaHe, CBBP3aHa CbC CHCTEMHO-IYJIMOHATHH
IIBHTOBE, BIUTIOUHTENHO chHApoMa Ha Eisenmenger (13%). [TaumenTure ca ¢ pyHkunoHaneH knac I, cnopex
racugukaunsra Ha C30 (n = 19, 29 %), xknac II (n =27, 42%) unn knac III (n = 18, 28%) npu 3anouBase Ha
npoyusaHata Tepanus. IIpH 3anousane Ha NPOY4BaHETO, MALMEHTHTE Ca NEKyBaHH ¢ JekapcTea 32 BAX (Haii-
4yecTo caMo ¢ HHxuOHTOp Ha docdonuecrepasa Thn 5 [cunpenapun}[35,9%], camo ¢ Gosenrad [10,9%] u ¢
xoMOHHaMA OT Go3eHTaH, WionpocT H cunneHadgun [10,9%]) u ca nponbmxuIy Tepanuara cH 3a BAX no
BpEMe Ha MpOy4BAHETO.

Ipu 3anouBaHe Ha MpPOY4YBAHETO, MO-MAJKO OT MOACBHHATA yyacTBalui naumeHTH (45,3% = 29/64) ca
npHemany camo GozeHTaH 6e3 oa e koMOHHUpaH ¢ Apyro nekapcTeo 3a BAX. 40,6% (26/64) ca ocTaHanu Ha
MOHOTepanu ¢ 603¢HTaH 1Mo BpeMe Ha 24-Te CeIMHIH Ha [POYYBAHOTO JieueHHe 63 1a Moyyar BIoLIaBaHe
Ha BAX. AHaNH35T BKIIIOUBALL LANATA NOMynauua (64 MalUeHTH) NOKa3Ra, Ye Mo-rojiAMaTa YaCT ¢a OCTAHAIH
noHe ctabunHM (1.€., 6e3 B/oLIaBaHE) Bb3 OCHOBA HAa HeNMeJHAaTPHYHO crieiiuduiHa OLeHKa Ha PyHKIHOHANEH
Knac, cnopen knacupukaumsara Ha C30 (97% npa rmeTH AHeBHO, 100% TpH MbTH AHEBHO) K 06ULaTa KIHHHYHA
OlleHKa Ha nekapute (94% npa NbTH AHEBHO, 93% TpPH NMBTH OHEBHO) MO BpeMe Ha MepHoAa Ha JIeHeHHe.
Ouenxkara no Kaplan-Meier 3a Bnomasane Ha BAX 6e3 nexenanu cs6uTHA (CMBPT, TPAHCILL

Ipob wiM xocnHTanMzauuA 3apaau BnomasaHe Ha BAX) cnen 24 cepmui ¢ CHOTBETHO 9
I'PYTHTE ABA ITETH JHEBHO M TPH ITETH JIHEBHO.
Hama pasam 3a KIMHHYHA TION3a NPH NpWiaraHe Ha 2 mg/kg Tpu ETH JHEBHO B CPABHE)
I'bTH AHEBHO.
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Ipoyvsane, npogedeno npu nosopoderu ¢ nepcucmupawya 6ero0pobHa XunepmoHus Ha HOEOPOOEHOMO
(THIXH):

FUTURE 4 (AC-052-391)

Tosa e ABoiiHOCAANO, TWIaLIE6O-KOHTPONHPaHO, PAHIOMH3HPAHO MPOY4BaHE NPH AOHOCEHH H HEJOHOCEHH
HOBOpoJeHH (recTalHoHHa BB3pacT 36-42 cepmuum) ¢ IITIXH. IlanneHTHTe cbe cyGonTHManeH OTroBOp Ha
HHXaMaTopeH asoTeH oxcHA (INO), ppnpekH HaH-Manko 4 yaca NPOAB/DKHTENHO JIEYESHHE, €4 JIEKYBAHH ¢
aucneprupaund ce tabnerkn Gosenran 2 mg/kg ABa mbTH AHeBHO (N = 13) wiu wiauebo (N = 8) nocpeacTBoM
Ha30TacTpaiHa COHAA, KaTo NONBJHHTEHA Tepanks kM iNO 10 MBIHOTO npeycTaHoBiBaHe Ha INO wim ao
Heycrex Ha NedeHHueTo (ofipefleleHo KaTo HeoOXOMHMOCT OT eKCTpaKkoprnopanHa MeMOpaHHa OKCHTeHAL(Hs
{EKMQO] wnu 3anovsaHe Ha aTTepHATHBEH ITyIMOHAJICH Ba30AWNATATOP) H 3a He MOBeue OT 14 nHH,

Menuanarta Ha €KCMO3MIYA HA NPOYYBAHOTO Jiedeuue € 4,5 auu (auanazon: 0,5-10,0) B rpynata ¢ 603eHTay
4 4,0 oHu (auanason: 2,5-6,5) B rpynara ¢ nnaue6o.

Pesynrature He NOKa3BaT JOMBIHHTEIHA NOI2a OT O3EHTAH NPH Ta3H MOy MALH:

» MeauaHaTta Ha BpeMe A0 IBNHOTO NpeycTaHoeaBane HA iINO e 3,7 nuu (95% noeepurennu rpaunuy [CLs)
1,17; 6,95) ¢ GozenTan u 2,9 ouu (95% CLs 1,26; 4,23} ¢ nnauebo (p = 0,34).

* CpeHOTO Bpeme 10 IIBJIHOTO NMpeycTaHOBABAHE Ha MeXxaHu4HaTa BeHTHiauus ¢ 10,8 num (95% CLs 3,21;
12,21 nuu) ¢ Gozenran u 8,6 nHu (95% CLs 3,71; 9,66 axHu) ¢ nnaneto (p = 0,24).

* EquH nauMeHT B rpynara ¢ 0o3eHTad e wMan HeycrniewHo JyieueHue (Hyxxaa or EKMO, onpepeneno no
MPOTOKON), KOETo € o0aeeno Ha $azaTa Ha NOBHLIABALIKTE € CTOWHOCTH HA WHAEKCA HAa OKCHIeHALMA B
pamkuTe Ha 8 yaca crieq ITepBaTa 4034 OT MPOYHYBAHOTO JIeKapcTEO. TO3H NALMEHT ce € BE3CTAHOBWI B PAMKHTE
Ha 60-1HEBHHA IEPHO]] Ha TIPOCNIEAABaHe.

Kombunayus c enonpocmenon

KomOuHalmara Ha 603eHTaH 1 €MONPOCTEHON € H3cneapaHa B ABe npoy4Banua: AC-052-355 (BREATHE-2)
u AC-052-356 (BREATHE-3). AC-052-355 e MynTHUEHTPORO, PAHNOMH3MPAHO, JIBOHHO-CIANG, MAPATETHO
rpynoBo npoy4eaHe Ha Go3eHTaH cpewy minaue6o npu 33 mauueHTH © Texka BAX, KOMTO ca nomyyHapanu
CBITBTCTBAINA Tepamnus ¢ enonpocteHon. AC-052-356 e oTBopeHo, HEKOHTpoNHpaHo npoy4rane; 10 ot 19-Te
NEAMATPHYHH MalMeHTa ca OMAM Ha CHITHTCTBAINA Tepanis ¢ G03eHTaH H eNONPOCTEHON MO BpeMe Ha 12-
ceaMHUHOTO npoyueaHe. [IpodursT Ha OezonacHocT 3a koMOHMHAIIMATA HE CE € PasMuaBall OT OUAKBAaHHA
npoduil 3a BCEKH €NHH OT KOMIIOHEHTHTe H KOMOHHHpaHaTa Tepanua € MoHacsHa pobpe OT gelara M OT
Bb3pacTHHTe. KnHHK4YHATA 107133 OT KOMOMHALMATA HE € JAoKa3aHa.

Cucmemna cxneposa ¢ Ouzumania azéena bonecm

TIpoBeneHH ca ABe paHAOMU3HPAHH, NBOHHO CIIENH, MYATHLEHTPOBH, r1auebo KOHTPOAHpaHH NpOYYBaHHA
pbpxy 122 aymm (npoyusane AC-052-401 [RAPIDS-1]) n eepxy 190 ayum (mpoy4sanHe AC-052-331
[RAPIDS-2]) B akTHBHA BB3pACT, CTPaJallH OT CHCTEMHA CKJIEPO3a M AMIHTaIHA a3BeHa Gonect (WM B Xoza
Ha IHrMTAIHA A3B¢HA CONECT, WM ¢ aHAMHe3a 3a JAWIKWTalHa f3BeHa GosiecT npe3 npeaxojHaTa roAdHa). B
npoyuysaHero AC-052-331, nauneHTure € TpAbBano na UMaTr Hal-MaJikO €1HA HOBOMNOABWIA Ce JUrHTAIHA
A3Ba, a cpep ApeTe NMpoyusadua obmo 85% oT nauMeHTdTe AMrHTATHA A3BeHa Oonect € 6mna B X0 KbM
n3xogHuA moMeHT. Crea npunarade Ha Ho3eHTaH no 62,5 mg n8a TbTH AHEBHO B [IPOIBLIDKEHHE HA 4 CEIMHLIH,
MoAIbpIKallATa 1033, U3cNeIBaHa B paMKUTE M Ha JBeTe npoyuysaHus e 6una nmo 125 mg ABa MbTH AHEBHO.
ITpopsmxiTeHOCTTa Ha ABOHHO-CNANOTO JleveHHe € Ouna 16 ceqmuuy npy npoyusarero AC-052-401 u 24
CeJIMHILIH NpH Tipoyusakero AC-052-331.

MOoHOBOTO JIEHEHHE HAa CHCTEMHATa CKIEp03a H HAa AWFUTATHHTE A3BH ca OWNIM paspelueHu, ako ca SWiH
MOCTOAHHH B MPOABDKEHHE HA MUHHMYM | Mecel nmpeau 3anoyBaHe Ha SIeYeHHeTO H Npe3 UesiHA CpOK Ha
ABOHHO-CIIENUTE NPOYYBAHUA.

BpofAT Ha HOBWTE JMIHTATHH A3BH OT H3XOJHHS MOMEHT Ha FMpOYYBAHETO A0 KPas My e NpHeT 3a OCHOBeH
KpHTepHH U NpH JBeTe NMpoyuysaHud. JleueHneTo ¢ 603eHTaH € A0BENO A0 NO-Manko Ha Opoli HOBOMOABIIH ce
JUIHTAIHH A3BY NMPE3 IEPHOAA HA NpHIaraHe Ha JIeYeHHEeTO B CpaBHEHHMe ¢ iauebo rpynara. B
AC-052-401, B cpoka Ha 16-ceIMHUYHOTO ABOWHO-CNATNIO AEUEHHE, MAUHEHTHTE B IPYIRLe
Go3eHTaH, ca pa3sBWIH cpedHO 1,4 HOBOMOABHIY C¢ TUTHTATHH A3BH, CIIPAMO 2,7 HOBOIOS 7t

#3BH B U1anebo rpynara (p = 0,0042). B npoyusanero AC-052-331, B cpoka Ha 24-c4
CIANC JIeYeHHe, CHOTBETHUTE CTOHHOCTH ca 1,9 cnipaMo 2,7 HOBONMOSABIIM Ce AMrHTan
H B nBere npoy4BaHHa NpH NAUMEHTHTE JIEKyBaHH ¢ 6O3€HTaH € UMaJlo NO-ManKa Bepqy

18




MHO’ECTBEHH HOBOTIOABWIH C& AHTHTAIHH A3BH B MePHONA Ha NPOYYBaHUATA, KATO BPEMETO, KOETO ¢ Omwio
HeoOX0JHMMO 32 BE3HHKBAHE HA BCAKA CIe[BAIA HOBOTIOABHIA CE& AUTHTANHA A3Ba NPH TaKWBa NaUMEHTH €
6110 NO-ABITO, B CPAaBHEHHE C BPEMETO M3HCKBALLO Ce MPH NeKypaHuTe ¢ nnanebo. EdexreT Ha GozeHTaH 3a
HaManfaBaHe Ha Opos Ha HOBOMOABWIMTE C€ AWTHTAIHHM S3BH € OWJI MO-CHNHO FMpOABEH TPH MAalMeHTH ¢
MHOXECTBEHH THTHTATHH S3BH.

l'Ipu HHMTQ €0HO OT ABETC TNPOYUYBAHHA HE € HaOmomaBaHo BnWAHHE Ha OGo3eHTaH BBPXY BpPEMETO 3a
3a3dpaBABaHE HA JHTHTANMHHTE A3BH.

5.2 DapmakoKMHETHYHH CBOiicTBA

PapmakokiHeTHKaTa Ha 603eHTaH e JOKyMEHTHpaHa IJIaBHO MPH 30paBH HHAMBHAH. OrpaHHueHHTe AAHHH
TIPH [ALAEHTHTE OKA3BAT, Y€ eKCIO3HULMATA Ha 603eHTaH NpH Bb3pacTHH nauneHTd ¢ BAX e npubnuzurento
2 TBTH NO-TONAMO, OTKO/KOTO MPH 30paBH Bb3PaCTHH HHIHBUIH.

Ilpu 3apasu HEAMBIOM, papMakOKHHETHKAaTa Ha GO3eHTaH e 1030- ¥ BpeMe3aBrcuMa, KutHpBHCBT M 00eMBT
Ha pasfnpelcneHHe HAMaABAT C MOBHILIABAHE HAa WHTPaBEHO3HHTE NO3H W HapacTBar c Bpemeto. Cnen
MEPOPATHO MPILUTOKEHHE, CHCTEMHATA eKCIIO3HLIHA € IPONOPLIHOHAIHA Ha Ao3aTa o 500 mg. ITpn mo-Bucoku
OpaHK A03H, Cmax 1 AUC ce MoBHIIABAT MO-c1a60, a He MPONOPLUOHAITHO Ha 03aTA.

Abcopbums

Tlpu 3npaBy HHOKHBUIH, aOcomOTHaTa OHOHANHYHOCT Ha 603eHTaH € NpHbausuTentHo 50% n He ce NOBAMsABa
OT XpaHaTa. MakcHMaTHHTE TUTA3MEeHH KOHLIEHTPaLlMA ce BOCTHraT 3a 3—5 yaca.

Pasnpenenenue

Bo3seHTaH ce CBLp3Ba BEB BHCOKA cTeneH (> 98%) ¢ mnasmeHHTe NpoTeHHH, rMaBHO ¢ anbymuHa. BosenTan He
TIPOHHKBA B EPHUTPOLIUTHTE.

Crnen nuTpaBeHo3Ha 1032 oT 250 mg e ycTaHOReH 06eM Ha pasnpegenenue {Vs) oT okono 18 nutpa.

BbuorpaHchopMauna ¥ enuMHHMpaHe

Crnen eqMHMYHA MHTpaBeHO3Ha 103a OT 250 mg, oceoboxnaranero € 8,2 L/h. TepMHHANHHAT NOTYXKHBOT Ha
eluMHBKpane (112) € 5,4 yaca.

Ipn MHOrOKpaTHO AO3HpaHe, MTa3MEHUTE KOHUEHTPAlMK Ha §o3eHTaH HaMaJIaBatr nocreneHHo ao 50-65%
OT Te3W, HaOMOJaBaHM NpH MPHIAraHETO Ha eMHWMHA 103a. TOBA HAMANABaHE BEPOATHO CE€ AB/DKH Ha
AaBTOHMHAYKLMA Ha MeTaGonusnpalyTe YepHoApoOHH en3umu. CTalHOHaPHH TUIa3MEHH HHBA CE JOCTHrarT B
paMKuTe Ha 3—5 AHM.

BoseHTaH ce eMMMMHHpAa MOCPEACTBOM MUIBYHA eKCKpeuus, ciell MeraGonmsupaHe B 4epHHs npo6 ot
n30ensuMuTe Ha nuroxpom P450, CYP2C9 u CYP3A4. [To-manko ot 3% ot npunoxeHaTa nepopaika jo3a
ce OTKpPHBA B YPHHATA.

Bozentan o6pasyBa Tpu MerabonuTa, KaTo caMo €0UH OT TAX e $hapMakoNorHYHO akTuBeH. To3u MetabonuT
C¢ €KCKPETHpA [VIABHO B HEMPOMEHEH BHI Npe3 xUTbukara. [IpH BB3pacTHM MALMEHTH, H3NAraHeTo Ha
AKTHBHHA MeTaDONHT € N0-roIsMo, OTKOJIKOTO NMPH 3ApaBH HEAHBHAH. [IpH NatiueHTH ¢ JaHHH 3a HAlIMMHE Ha
XO0JIeCTa3a, H3J1araHeTo Ha aKTHBHHA MeTaboUT MOKe /18 € MOBUILEHO.

bozenran ¢ nuaykrop Ha CYP2C9 u CYP3 A4, kato e BB3MOXKHO na € HHIYKTOp ¢bio Ha CYP2
TTUKONpPOTEHHA. In vitro, 603€HTaH NOTHCKA KCIIOPTHATA TIOMITA HA JKITBYHUTE COMTH B XENaToL|

Hanunte in vitro noka3ssart, ye 603€HTaH HAMAa 3HAYMM HHXMOHTOpEH edeKT BBpPXY H3CIIENBS

Ha CYP (CYP1AZ2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). [Topaau ToBa He ce oyakea Go3e
MIa3MEHHTe KOHIEHTPALHH Ha JIEKAPCTBEHHTE NMPOIYKTH, MeTaboNnu3HpaHi OT TE3H H30eH3
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(DapMaKoxuﬂe'mka MpH COCHHATHH NMOMYIAlHH

Bv3 ocHOBa Ha M3chaenBaHHA OOXBAaT Ha BCAKA NPOMEHINIHEA, MpPH BBL3PACTHATA NONYNAaLHUd HEC C€ O4aKBa
cpapMaxoxuﬂe'mKaTa Ha 6o3eHTaH fa Gb¢ NOBIHAHA B 3HAYHTENIHA CTENEH OT nona, TCNeCHOTO TCrno, pacara
HIH Bb3pacTra.

Ieduampuuna nonyrayun

QrapMakOKMHETHKATA € MpoyyeHa MpH NeJHATPHYHH MauHeHTH B 4 KIMHH4HH npoyusanns (BREATHE-3,
FUTURE 1, FUTURE-3 u FUTURE-4, ex. To4ka 5.1). [lopagu orpaHndYeHHTe AaHHH NpH Jela mnox 2-
rOAMINHA BBH3PacT, (APMAKOKHHETHKATA OCTaBa HENOCTATHYHO XapaKTepH3HpaHa B Ta3H BBL3pacToBa
KaTerop4.

Ipoyuranero AC-052-356 (BREATHE-3) ouenspa ¢papMakOKHHETHKATA IPH €AHOKPATHO H MHOTOKPaTHO
nepopanHo ao3npane Ha buiMHpaHaTa Tabnerka 603enTan npu 19 gena Ha pp3pact ot 3 no 15 roaunu ¢ BAX,
TIPM KOMTO JIO3UTE ca OMpelelIsHH Bb3 OCHOBA Ha TeNecHOTo Terno ¢ 2 mg/kg nsa meTi anerHo. IIpu ToBa
NpOYUBaHe, €KCMO3WIMATA Ha (O3¢HTAH HAMANABA ¢ BPEMETO MO HAYHH, CHOTBETCTBAL HA M3BECTHMTE
ABTOMHIYKIMOHHW CRoOMCTBA Ha Gosenrtana. Cpennure crodiHocTH Ha AUC (CV%) 3a OozentaH npu
NeANaTPHYHU NAUHEHTH, JeKysauH ¢ 31,25, 62,5 wiu 125 mg nBa ITbTH JHEBHO, ca ChOTBETHO 3 496 (49), 5
428 (79), u 6 124 (27) ng-h/ml, u ca no-uucku or croiinocrra 8 149 (47) ng-h/ml, HaGmoaasaHa npu
BB3pacTHH nateHTH ¢ BAX, nomyvaBamu 125 mg npa nmbTu gHeeHo. Ilpu cTaGuaHO nnasMeHO HMBO,
CHCTEMHHTE eKCMO3ULIHM TIPU [eIHaTPHYHH NMauueHTH, Texamu 10-20 kg, 20-40 kg u > 40 kg, ¢ cs0TBETHO
43%, 67% u 75% OT CHCTEMHATA eKCMO3UIMA IPK BE3IPACTHH.

Ilpn npoyueapane AC-052-365 (FUTURE 1) npu 36 neua ¢ BAX Ha pp3pact 2-11 rogutn ca npHioxeHu
aucneprupamy ce tabnerky. He e Habmoaasana 1030Ba NPONOPLHOHANHOCT NPOTNIOPLUHOHATHOCT, Thif K4aTO
nasmMeHuTe koHueHTpauuy # AUC Ha 603eHTaH B CTAMOHAPHO CHCTOAHUE ¢ NOACOHH NPH NEPOpaNTHH 03U
ot 2 w4 mg/kg. (AUC:: 3,577 ng-h/ml u 3,371 ng-h/ml cwotBeTHO ¢ 2 mg/kg n8a neTH fHeBHo U 4 mg/kg nBa
nbTH JHEBHO). CpenHaTa eKCno3Uing Ha 603eHTaH NpH Te3U NEAHATPHYHH NAlHEHTH € OKOJI0 NOJICBHHATA OT
eKCTIO3HULUATA NIPH BBE3PACTHH NALKEeHTH NPy MOATbEpXKaIaTa o3a ot 125 mg nea ety AHeBHO(4 mg/kg ABa
ITHTH AHEBHO HIH 2 mg/kg TpH MBTH AHEBHO), HO MOKa3Ba LIMPOKQ TPHIIOKPHBAHE ¢ €KCTIO3HUMATA NpPH
BB3PAcTHH.

B npoyusaneto AC-052-373 [FUTURE 3] ¢ usnon3eaHe Ha aucnepripaiiy ce TabneTky, eKCno3uuuaTa Ha
603eHTaH NpH NalUMeHTH, NexyBaHW ¢ 2 mg/kg NBa MBTH AHEBHO € CPaBHUMA C Ta3u NPH NPOYYBAaHETO
FUTURE 1. Ilpu usnoctHata nomynauua (p = 31), 2 mg/kg nBa NbTH OHEBHO ca JOBENH OO AHEBHA
excriosnuus 8,535 ng-h/ml; AUC: e 4,268 ng-h/mi (CV: 61%). Ilpn nauiMeHTH Ha BB3pacT MexXIy 3 MeceLia H
2 rogunH, AHesHaTa excnosuuud € 7,879 ng-h/ml; AUC: e 3,939 ng-h/ml (CV: 72%). [lpu nauueHTH Ha
BB3pacT MexIy 3 Meceua M | roguna (n=2), AUC:¢ 5,914 ng-h/ml (CV: 85%) ¥ npn nanueHTH Ha BB3IpacT
mexay 1 u 2 rogubn (n=7), AUC:e 3,507 ng-h/ml (CV: 70%). Tlpx naumenTy Hag 2 roasHu {n = 22) 1HeBHATA
excno3uuma € 8,820 ng-h/ml; AUCre 4,410 ng-h/m] (CV: 58%). Ilpinaranero na 6o3enrtan 2 mg/kg Tpu meTH
JHEBHO He € MOBHILIIO eKCIO3HLMATA, NHeBHATA excno3uumd € 7,275 ng-h/ml (CV: 83%, n =27).

B3 ocHora Ha naxopkvTe npy npoy4sasanuara BREATHE-3, FUTURE 1 u FUTURE 3, usrnexaa, ye
€KCTIO3HLMATA Ha GO3EHTaH JOCTHIA IUIATO MPH NO-HUCKH O3 NPH NeIHaTPUYHU TIALHEHTH, OTKOJIKOTO
TpH BB3PACTHH H, Y€ 403K Hax 2 mg/kg ABa IMBTH THEBHO He BOAAT J0 NMO-FoNIsIMa eKCTIo31LMA Ha GoleHTaH
NP NEAHATPHYHUTE ALHEHTY.

ITpu npoyusanero AC-052-391 [FUTURE 4], npoBeaeHo npH HOBOPOLEHH, KOHIUEHTpaLuuuTe Ha 603eHTaH ca
ce nopMiLapaiy 6aBHO M HENPEKBLCHATO Npe3 ITBPBHA N030B HHTEPBAN, KOSTO € ZOBENO IO HHCKA eKCIO3HIMA
(AUCo-12 8 uana kppB: 164 ng-h/ml, n = 11). B craunodapxoto ceerosnue AUC:e 6,165 ng-h/ml (CV: 133%,
n = 7), KoeTo e NogoGHO Ha eKCIO3HLMATA, HAGMIOAaBaHa NPH BB3PACTHH nauneHTH ¢ BAX, xourto

He ca u3BecTHH nociefuudTe OT TE3H HAXOAKH MO OTHOLICHHE HA XEMAaTOTOKCH
eIHOBpEMeHHaTa ynoTpe6a Ha MHTPaBEHO3€H CMOTPOCTEHON He OKa3BaT 3HaY
¢dapMaxoxuHeTHKATa Ha Go3eHTaHa.
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Yeproopobro yepexcoane

Ipu manueHTH ¢ Jieko yBpeneHa yepuoapobua ¢gynkuma (Child-Pugh knac A), He ca HabGnronaBaHN 3HAYMEMH
NpOMEHH BBB (hapMakoKMHeTHKaTa. CrauuoHapHoTO cheTosnHe Ha AUC 3a GoszeHTal € ¢ 9% no-BHCOKO H
AUC 3a aktuBaua Metabonut, Ro 48-5033, e ¢ 33% mo-BHCOKO NPH MAUMEHTHTE C JIEKO 4YepHOApoOHO
yBpexAaHe, OTKOJIKOTO MpH 34paBH Ao0pOBOIILIM.

BnusuueTo Ha yMepeHo yBpeneHa vepHoapobua dyHkuma (Child-Pugh knac B) pppxy dhapMakoKHHeTHKaTa
Ha Go3eHTaH # HeroeWsa mepeuueH meraGonut Ro 48-5033 e u3cnensad npH mpoyuBaHe, BKIIOMBAING 5
nanyeHTn ¢ GenoapobHa xKUNepTOHuA, CBbp3aHa ¢ nopranHa xunepronus | Child-Pugh wiac B uepnonpoGHo
yBpexxaare M 3 naumeHTH ¢ BAX, cBnp3aHa ¢ Opyri NpUUYMHH ¥ HOpMaiHa 4epHoApoGHa ¢yuxuwda. [Tpu
naient ¢ Child-Pugh kimac B uepHompofuo yepexmane, cpeanata (95% CI) AUC B craumoHapHo
cheroaHMe Ha Gozenrtan e 360 (212-613) ng.h/ml, T.e., 4,7 mbTH mo-BHcoka K cpeaHara (95% CI) AUC Ha
akTueHHA Metabomut Ro 48-5033 e 106 (58,4-192) ng.h/mL, T.e., 12,4 TBTH MO-BHCOKA, OTKONKOTO NPH
MALMEHTH C HOpMaTHa YepHoapoOHa ¢yHkIua (6o3eHTaH: cpenna croduocT [95% CI] AUC : 76,1 [9,07-638]
ng.h/ml; Ro 48-5033: cpemna croiinoet [95% CI] AUC 8,57 [1,28-57,2] ng.h/ml). Bonpeku orpanuveHus
Opoil Ha BKMOYEHHTE MAlMEHTH M BHCOKaTa BapHaOWIHOCT, Te3H JaHHM MOKA3BaT MOAMEPTAHO MOBHUIEHA
EKCTNIO3MLMS Ha 603eHTaH H HEroBHA MbpBHYeH MeTabonuT Ro 48-5033 npu naimeHTH ¢ yMepeHo yBpeneHa
yepHoapobHa dyHkuusa (Child-Pugh knac B).

(dapMaKkoKHHETHKaTa Ha 603eHTaH He € MPoy4YeHa NpPH MALMEHTH ¢ YepHOAPOGHO yBpexxaaHe ot kiac C no
Child-Pugh. BozeHTan e IpOTHBOMOKA3aH MPH NMALKEHTH € YMEPEHO JI0 TEXKO YepHOAPOOHO yRpeKaaHe, T.e.
Child-Pugh xnac B unu C (Bx. Touka 4.3).

Bvbpeuno yapeocdane

Ipr naumenTuTe ¢ TeOXKO OBLOpeuHO yBpexnaHe (KpeaTHHHHOB KIHPBHC 15-30 ml/min.), nnasmenwre
KOHUEHTpauuH Ha Oo3eHTaH HamanaBar ¢ npubausurenHo 10%. [ImasMeHWTe KOHLEHTpalHH Ha
MeTaloNnuTHTE Ha $O3€HTaH Ce MOBHILABAT OKONO 2 TBTH MPH TE3H NALKMEHTH, B CPABHEHHE ¢ NalHEHTHTE ©
HopManHa Ob6peuna pyHkima. [Tpy nammenTure ¢ 6p0peuHO YBpeXknaHe He ce Hajlara KOPEKIIHA Ha X03aTa.
Hsama cnenuduyieH KIMBYYEH ONMAT NpH NalMEHTHTE, NOANSKAIIH Ha Adanu3a. [Topanu pu3HKOXHMHYHUTE
CBOICTBa M RHCOKATA CTETIEH Ha CBHP3BaHe C MPOTEHHHTE, He Ce OYaKBa AMANH3aTa Aa OTCTpPaHH Go3eHTaHa
OT KpbBoOOpaLIeHHETO B 3HAYHTETHA CTENEH (BK. TouKa 4.2).

5.3 IlpeaxinHHAYHM JaHBEH 33 Ge3omacHoCT

2-rOAMIIHO NMPOYyYBaHe Ha KAPLUMHOr¢HHOCTTA MPH MHLUKM NOKA3Ba MOBHINEHA 4€CTOTa Ha KOMOMHHMpaHu
XEMaToLeTylapHH aJeHOMH H KapUHHOMH NPH MEXKH, HO He H MPH KEHCKH MHIIKH, NpPH IUIa3MeHH
KOHUCHTPaLMH OT OKono 2 A0 4 MBTH HAajABHILABALNM MNA3MEHHTE KOHLEHTPAlLHM, AOCTHTAaHH IpH
TEpaneBTHYHHM A03H NpH xopa. [Ipu nirbxose, NepopanHoTo npuiaraHe Ha 603eHTaH 3a NepUoA OT 2 TOAMHH
MPHYKHABA MAJIKO, 3HAYHMO MMOBHINABAHE Ha YECTOTATa HA KOMOMHHpaHHTe GONUKYAOKIETbYHH AREHOMH M
KaplHHOMH Ha LIUTOBHAHATA JKJ1€3a P MBKKH, HO HE H PH XEHCKH ILTBXOBE, ITPH NJIa3MEHH KOHLIEHTPaLHH
0T OKONO 9 10 14 rbTH HAIBHLUABAIIH [UTA3MEHHTE KOHUEHTPALKH, JOCTHTaHH TIPH TePaneBTHYHHA JO3H TpH
xopa. TecToBere 3a réeHOTOKCHUHOCT NpH GoseHTaH ca oTpunarenny. MMa nokasarenctsa 3a ek gucbananc
Ha THPEOHIHHWTE XOPMOHH, NPHUHHEH OT Go3eHTaHa nmpH Wrexore. Ho HaAMa nokasaTencrea 3a MOBMAMABAHE
(YHKUHKTE HA LIUTOBHIHATA %UTe3a (THPOKCHH, THPEOHI-CTHMYTHpauy XOpMOH) ot 603eHTaH npH xopa.

He € u3secteH edexTsT Ha 6O3¢HTAH BLPXY MHTOXOHApHATHATa PYHKUHA.

Hokazano e, ye 6o3eHTaH e TepaTOreHeH NpH IUTBXOBE MPH IUTA3MEHH HHBA, NMO-BUCOKH OT 1,5 mBTH
NJasMeHHTe KOHLEHTpalldi, OOCTHraHH NpH TepaneBTHYHW A03H NpH Xopa. TeparoreHHure egekTH,
BIJTIOYBALIH MandopMaLliy Ha IJ1aBaTa M JIMLETO, H Ha FONEMHTE ChIOBe, ca J0303aBUCHMH. [Ip
BHZa Ha MandopmaumuKTe, HabaronasaHy npH apyrute ET penenTopHH aHTarOHHCTH H MHLIK
Ha ET, ceuperencrpar 3a edekt Ha knaca MenukameHTH. I1pu sxeHH ¢ OeTepoAcH MOTEHLH
B3€MAT MONXOJALIH NPENra3Hy MepkH (B, ToukH 4.3, 4.4 1 4.6).

PassuTHeTo Ha TecTHKynapHa TyOynHa atpodua W HapyuleH depTwamrer ca G CBBp3
NPHJIOXKEHHE Ha €HAOTEHH-PELIENITOPHH aHTATOHKCTH NPH [PHRaYH.
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TTpu npoyuBanus Ha GepTHINTETA NPH MBXKH M )KEHCKH IUTBXOBE, He ca HabmoaaBanu edekTH BBpXY 6pod,
MOABHKHOCTTA H HH3HECMOCOOHOCTTa Ha CMEPMATO30HANTE HITH BbpPXY cnocobHOCTTA 3a YH(TOCBaHE WIIH
depriivTeTa, NPH €KCIIO3UIMH, HAJBHIIABAIIH CHOTBETHO 21 H 43 MBTH 04AKBaHOTO TEPANEBTHYHO HUBO NIPH
XOpa, HHTO ¢ HMAaJI0 M HeXeNaHW ©(eKTH BbPXY Pa3BUTHETO HA NPEAMMIUIAHTALMOHHHA eMOPHOH WIH
HMILUIaHTALHATA.

Jlexo MOBHIIEHA 4eCTOTAa Ha TeCTHKYyJapHa TyOynHa arpodus ¢ HabniomaBaHa NpH TUTBXOBE, HAa KOHTO €
npHiaraH nepopanHo OoseHTaH mnpH HHcka fdo3a oT 125 mg/kg/nen (okomo 4 MBTH MakcHMAallHaTa
MpenopbyHTENHa 1032 npu xopa [MITJX] u Hafi-HuckaTa M3UTBaHa 1032) B NPOJL/DKEHHE HA JBE FOJHHM,
HO He M npu BUcoka go3a ot 1 500 mg/kg/nen (oxono 50 metH MITIX) B npoabnkeHre Ha 6 meceua. Ipu
NPOYH4BAaHE 3a TOKCMYHOCT MPH IOBEHHJIHM IUTBXOBE, KbAETO IUTEXOBETE ¢a NeKyBanu ot HeH 4 post partum fo
BL3pACTHM, € HabMoJaBaHO HaManeHO aGCONMIOTHO TErNo HA TECTHCHTE M enMAMAWMA W HamaneH 6poil Ha
CNEpMATO30HAH B enuAuanmMa cnen npekbepaHeto. NOAEL e 6ui chorBetHo 21 v (B llen 21 post partum)
u 2,3 weTH (HeH 69 post partum) TepaneBTHYHATA €KCIIO3ZHLHA NTPH XOpa.

Bbnpeku ToBa, He ca YCTaHOBeHH e()eKTH BbpPXy OOLIOTO pa3BHTHE, pPacTeXd, CCH3OPHHTE, KOTHHTHBHHTE
(YHKIMH H penpoAyKTHBHHTE CNOCOOHOCTH NpH 7 (MBIKKH KHBOTHH) H 19 (PKEHCKH XHBOTHH) ITBTH
TepaneBTHYHATA eKCTIo3HUHs npu xopa Ha JeH 21 post partum. T1pu rp3pacthu ([eH 69 post partum) He ca
YCTaHOBEHH HHKAakBY edekrH Ha GozeHTan npu 1,3 (MBXKKH XHBOTHH) H 2,6 (3KEHCKM >KHBOTHH) IBTH
TepaneBTHYHATA eKCIIO3HUHA NpH Aena ¢ BAX.

6. ©APMAINEBTHYHH JAHHU

6.1 CnHcbK HA TOMONIHHTE BEINECTBA

Anpo ua Tabnerkara;

IlapeBuvHO HHLUECTE
[NpexxenaTHHH3HpaHC HHINECTE
Harpues HuiuecTeH riukonat (Tun A)
[MosKnoH

MarHesues creapat

OHIMOBO NOKpHTHE:
Xunpomenosa

Tpuauetun

Tank

Turanos puokcua (E171)
Xent xkeneseH oxcug (E172)
UepeeH xenesen okeua (E172)
6.2 HecbBMeCTHMOCTH
Henprnoxumo.

6.3 Cpox HA roaHocT

3 roauHu

6.4 ChnenpanHu YCJIOBHHA HA CHXpPAHEHHE

Brucrepu oPA/AlW/PVC/Alu
To3u nexapcTBeH NPOQYKT HE H3HCKBA CTIEHANIHH YCIOBHSA HA ChXPaHEHUE,

Bancrepu PVC/PE/PVDC//Alu
Ja He ce cpxpansapa Hag 30°C.
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6.5 BuaHcpaALpKAHAE HA ONAKOBKATA

bosentan Axopa 62,5 mg ¢unMupasm TabneTkn
bnuctepu oPA/AIWPVC//Alu win PVAC/PE/PVC//Alu, chabpxaruu 14, 56 wnu 112 punmupany tabnerky.

bo3enran Axopn 125 mg dunMupanyn tabnetku

Bmucrepu oPA/AIWPVC/Alu umn PVAC/PE/PVC/Alu, chaspikaus 56, 112 win 120 punmupanu
TabnerTxu.

He BcHukH BHAOBE onmakoBKH Morat Ja Obaat mycHaTH B npoaaxGa.

6.6 CpoenHaJHH HpeJNa3AH MEPXH NPH BIXBLPIARE

Hama crienpanHe H3HCKBaHHA 33 H3XBBLPJISHE.

7. IPHTEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z 0.0.,

ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,

Tommna

8. HOMEP(A) HA PABPENIEHHETO 3A YIIOTPEEA

20150396

20150397

9. JATA HA IIBPBO PA3PEITABAHE/MOJHOBABAHE HA PA3PEINIEHHETO 3A
YIIOTPEBA

Jara Ha mbpBO paspemuaBaHe: 17 Hoemspu 2015 r.

Jara Ha nocneaHo nongHosaBaxe: 27 cenremepu 2021 r.

10. JATA HA AKTYA/M3HAPAHE HA TEKCTA

Maii 2026 r.
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