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1. NUME HA JIEKAPCTBEHMUS ITPOAYKT | g

K 9 / . \9 .s’
bozenTan Akopa 62,5 mg ¢punMupaHu TabneTku jﬂ'_l __ aj ‘? C'/ 3 ,Z.
Bosentan Accord 62,5 mg film-coated tablets o ; .2

Bosentan Akopz 125 mg GpuinMupany TabneTky
Bosentan Accord 125 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH CHCTAB

Bceska dunmupana tabnerka cbabpxka 62,5 mg 6o3eHran (bosentan) kato MoHoxuapart (monohydrate).
Bceska dpunmupana tabnerka cbabpka 125 mg 6o3eHran (bosentan) kato MoHoxuapat (monohydrate).

3a MbJIHUSA CITUCHK HA MOMOIIHUTE BelllecTBa BHKTE TOouKa 6.1,

3. JEKAPCTBEHA ®OPMA

®unmupaHa TabieTka.

bo3entan Akopa 62,5 mg ¢punmupanu TabieTkH

CaeTyioopamkeBH, Kpbrii (6,2 mm B AuaMeThp), ABOMHOM3IIBKHAIM (WIMHpPaHU TabJIeTKH, ¢ BJUTBOHATO
penedHo o3HavyeHue ,,IB1” ot eqHara cTpaHa.

bo3zenTan Akopa 125 mg ¢punmupanu TabieTku ¢

CeernoopamkeBy, enuncoBuaHd (11 mm abmkMHa W 5 mm WMPWHA), ABOHHOM3ITBKHAIW (UIMHPAHH
Tabnerku, ¢ BTbOHATO penedHo o3Hayenue ,,IB2” ot eanara crpana.

4. KJIVMHWUYHH JAHHU

4.1 TepaneBTHYHH NOKAZAHHS

Jleuenune Ha OenoapobHa aprepuanta xuneproHus (bAX) 3a nonobpsaBaHe Ha GU3HUECKHUS KAllaLUTET U
CHUMITTOMAaTHKaTa npu nauueHTH ¢ pyHkuuonaneH kiac Il no C30. C noka3aHa epukacHOCT MNpH:

® [TbpBuyHa (MAMOMaTUYHA U HacsieACTBeHa) 6enoapodbHa apTepraiHa XHIepTOHHSA

® BenonpobHa aprepuaiHa XUIEPTOHUSA, BTOPUYHA Ha CKJIepoAaepMHsl, 0€3 3HaYMMO HHTEPCTHLIHATTHO
6enoapobHO 3abonsaBaHe

3 benoapobHa aprepuanHa XUNnepToOHUs, CBbP3aHa C BPOAEHH CHCTEMHO-0€JI0ApOOHH LI'HTOBE H

(puznosorus Ha AN3EHMEHTeP.

Jloka3zaHo € U U3BECTHO NoJA0OpPEHHE NMPH nalMeHTH ¢ 0enoapoOHa apTepUHaiHa XUNEPTOHUSA (PYHKLIMOHAIEH
knac Il no C30 (Bx. Touka 5.1).

bo3eHnTaH Akopj e rnoka3aH ChllO Y 32 HamaliaBaHe Ha Opos Ha HOBOIOSIBUIIM C€ YJILIEPALIMH I10 IPBCTUTE TPH
MalMeHTH CbC CHCTEMHA CKJIep03a, KAKTO U B X0/1a Ha 3a00/IIBAHETO OT JAUTUTAJIHA A3BeHA OosecT (BHXK TOYKa

>.1).

4.2 Jlo3upoBKAa H HAYHH HA NMPHJIOKEHHE

HauyuH Ha MNMPpHJIOKCHHE

Tabnerkure ce npueMar npe3 ycrata CyTpPUH U Beuep, CbC WIIH 0€3 XpaHa. (I)HHMH]JRHHTQ Taﬂne:rrcn 'rpﬂﬁﬁa
Jia ce MorbpLuar ¢ Boja. X/ T

Jlo3upoBKa




[TynMoHanHa aprepyHaiHa XUNePTOHUS

JleuenueTo Tpadea na 6bae Ha3HAYaBAHO M MPOCACAABAHO CAMO OT JIEKAp C ONuUT B JiedeHHeTo Ha BAX. B
ONAaKOBKAaTa € BKIHUeHa CHrHATHA KapTa Ha MALMEHTA, NPEeAOCTaBiAllla BaxkHa HHpopMauua 3a 6e30MacHoCT,
C KOATO NALMEHTUTE TpAOBa A2 ¢a 3ano3HaTH NPeaH ¥ NO Bpeme Ha JeyeHue ¢ boseHTaH AKOpA.

Byv3pacmuu
[Ipu Bw3pacTHH nayMeHTH, NeueHUeTO ¢ bozeHTan Akopa Tpabea ma 3anodHe ¢ A03a OT 62,5 mg 1Ba NETH

IOHEBHO 3a 4 ceaAMHLM, KOATO clie]] TOBA C€ MoBHIlLaBa A0 NMOAAbPXAaLaTa A03a oT 125 mg aBa MbTH AHEBHO.
CopilMTe NPENoOpbKH €€ OTHACAT 34 MOBTOPHOTO BKMOUYBaHe Ha boseHraH AxOpa cied NpEeKbCBaHE Ha
NeYeHUETO (BXK. TOuKa 4.4).

Ileduampuuna nonyaayus

[leamarpuunm PpapMaKOKMHETHYHH AAHHH [TOKA3BaT, Y€ CPEAHHTE [L1a3MEeHH KOHLIEHTPALIHH Ha DO3€HTaH TIPH
neua ¢ bAX Ha BB3pacT OT 1 10 15 roaMHM ca NoO-HMCKHM, OTKOIKOTO MPH BH3PACTHH NMAalHEHTH U He ce
[IOBMIIABAT NPH MOBHLIABaHEe Ha A03aTa Ha boszeHtan Akopa Haa 2 mg/kg TenecHo Terno WIH npu
MOBUIIABAHEC HA YECTOTATA HA MpWIaraHe OT XBa NMBTH AHEBHO Ha TPHU NMBTH OHEBHO (BXK. TOouka 5.2).
[loBuimaBaHeTo Ha J103aTa WJIH YECTOTTa HA IPUIAraHE BEpPOATHO HAMa Ja AOBeAe OO AOIIBIHHUTENHA
K/IHHHYHA [107134.

B13 ocHOBa Ha Te3H (PapMaKOKMHETHUHH pe3yJ/ITaTH, KOTaTo ce M3Moa3Ba Mpu Aeua ¢ bAX, Ha Bs3pacr ot |
roayHa Harope, NpenopbrYHTEIHATA HAaYalHa M NMOAAbpaKaIla 1034 € CeJ0BAaTeNHO 2 mg/Kg CYTpHH U Beuep.

IIpy HOBOpoAeHH ¢ mnepcucTHpamia OenogpobHa xuneproHus Ha HoBopojaeHoTo (IIBXH), nonsara or
6o3eHTaH He ¢ Ouna foKkazaHa Py CTaHZAPTHOTO JAeuyeHHe. [Ipenopbku 3a A03HMpoBKkaTa HE Morar Aa osaarT
AaneHH (BX TOYKH 5.1 1 5.2).

Jevenue ¢ cayuati Ha xnunuuno enowiasane na bAX

B ciry4ail Ha KIMHHYHO BJIOLIABaHe (HanpuMep, HAMAIABAHE Ha Pa3CcTOAHUETO NoHe ¢ 10% npu 6-MUHYTHHA
TECT C XOACHE, B CPABHEHUE C H3CNEABAHETO MpPEIH JIEYEHUETO), BBLITPEKH NOHE 8-CEAMHYHOTO JieYEHHE C
Oo3eHTaH (TapretHa nosa Haif-Manko 4 cenMuuu), TpOBa Ja ce MHCJIH 3a aJITEPHATUBHA Tepanusi. Benpexu
TOBA, HAKOM MAallMeHTH, KOUTO cnel 8-ceaMHYHO NeueHHe ¢ 003¢HTaH He ca M0Ka3ald OTroBop, MOTAT Ja ce
[OBJIMAAT ONaronpuATHO cien oue 4 1o 8 ceAMHULM JIeUEHHUeE.

B cnydyailt Ha KBCHO KJIHHHYHO BAOLLIABAHE, BBIIPEKH JICYEHHETO ¢ DO3€HTaH (T.€., CNeA HAKONKO MECEYHO
nevyeHue), TpabBa Aa ce HanpaBK NpeoLeHKa Ha leyeHHeTo. Hiakon nauyeHTH ¢ He3aA0BOIMTENEH OTIOBOP Ha
125 mg 6o3eHTaH ABa NBTH AHEBHO MOraT JIEKO Aa nOZoOpAT CBOA (PH3MYECKH KaNnal{TeT MPH MTOBHINABaHE
Ha no3arta a0 250 mg aBa neTH AHEBHO. TpslBa na ce Hanpasu BHUMATEHA OLICHKA Ha NMoJ3a/pHCK, KaTo ce
HUMa NpeaBH], Y€ YepHOAPOOHATa TOKCHYHOCT € A0303aBUCHMA (BXK. TOUKH 4.4 1 5.1).

Cnupane HQ Aeyenuemo

OnureT ¢ pA3k0TO cnMpaHe Ha Oo3eHTaH npH nauueHTH ¢ BAX e orpannuyeH. He ca HaOmonasaHu
JAOKa3aTe/CcTBa 3a ocThp pebaynn. Bece nak, 3a ga ce NpenoTBpaTH BB3MOXKHATA MOABA HA YBPEKAALLO
KUIHHHYHO BJOILIABaHe NOpaad MNOTCHUManHHA pebayHn edekt, TpaOea ga ce MHCAM 33 NOCTENEHHO
HaMasBaHE Ha 103aTa (HaMaJIaBaHe [03aTa HanoJjJoBMHA 3a 3 10 7 [HH). 3a nepHoa HA CNUPaHE Ha JICUEHHETO
ce NpenopbryYBa KHTEH3WBHO NPOC/IeAsBaHe.

AKO € B3€TO pelleHHe Aa c€ NPEKpaTH jieueHUueTo ¢ 603eHTaH, ToBa TpadBa Aa ¢TaHe NOCTENEeHHO, AOKATO ¢
BBBEXKA ANTEPHATHBHATA TepanuA.
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6e30MaCHOCT, ¢ KOATO MAUMEHTHUTE TpAGBA Aa ca 3a1I03HATH IPE/IM M N0 BpEME Ha JieyeHHe ¢ bozeHTan Axopa.

BripacTHy
Jleuenuero ¢ BoleHTan Akopa TpaOBa Aa 3anovHe ¢ A03a oT no 62,5 mg ABa NbTH AHCBHO B MPOAB/DKCHHUE Ha

4 ceMHLH, KATO CJICK TOBA [03aTa CE YBE/IHYH OO AOCTHIaHe HA NOAABbpXKALIATA A03a OT o 125 mg ABa MBTH
aHeBHO. CBUIMTE NPENOPBKY Ce OTHACAT 3a NMOBTOPHOTO BKIOYBAHE HA 0O3¢HTaH Ciell NpeKbCBAHE Ha
neyeHHeTo (BxK. Touka 4.4).

ONHUTET OT KOHTPOJHPAHK KIIMHAYHKM NMPOYYBaHHWA IPH TE3H NOKA3aHHA € OTPaHHYEH JI0 MPOXBKHTETHOCT
oT 6 Mecena (Bx. Touka 5.1).

[MoBiusABAHETO Ha MAUHEHTA OT JIEYEHHETO M HeoOX0AMMOCTTa OT MPOAL/DKABAHE Ha Tepanuata Tpadsa
PEOBHO Ja Ce MOMIAraT Ha mpeueHka. Tpabea na ce MpaBH BHMMArelHa OLGHKA Ha CBLOTHOLIEHHETO
MoJ3a/pHCK, KATO CE OTHMTA YepPHOAPOOHATa TOKCHYHOCT Ha 003eHTaH (BX. Touku 4.4 U 4.8).

[leauaTpydHa NOMynalws
Hama undopmauus 3a ehHKacHOCTTa ¥ 0€30MacHOCTTa NpH NaLUKeHTH noa 18 roauiuHa BB3pacT.

Hama nrdopManus 3a papMakoKMHETHKATa Ha 603¢HTaH MPH MAJIKH €La ¢ ToBa 3abonsgBaHe.

CrneuManyy noyjdanMy

Ueprodpobro yspecoane

BO3EHTaH € NPOTHBONOKA3aH MPH NALKHEHTH C YMEpeHa A0 TEXKa CTeNneH Ha YyepHoapoOHa auchyHKums (BK.
Touku 4.3, 4.4 u 5.2). [Ipy nauveHTH ¢ Jieka CTENeH Ha 4epHOAPOOHO yBpeKIaHE HE € HeoOXOAMMO
xopurupane Ha go3ara (T.e. Child-Pugh xnac A) (Bx. Touka 3.2).

bvbpeuno yapeacoane

Mpu nauueHTH ¢ OBOpEYHO YBpEXaaHe He ce Hanara KOpHrupase Ha nosara. He ce Hanara KOpurupaHe Ha
[03aTa NPH NALHSHTH, MOJIeXKallH Ha AHanu3a (BX. TouKa 5.2).

Cmapuecka ev3pacm
He ce Hanara KOpHrBpaHe Ha J03aTa MPH MALMeHTH Ha BB3pacT Hall 65 roauHu.

4.3 IlporuBomoka3zaHHs

. CBpBXYYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO HAH KbM HAKOE OT MOMOILHHTE BELIECTBA, H30pOeHH
B TO4Ka 6.1
. YMepeHo [I0 TeKKO uepHoApoOHO yBpexxaaHe, T.e. Child-Pugh knac B wnu C (Bx. Touka 5.2)

W3X0HH CTOMHOCTH Ha YepHOAPOOHHTE aMHHOTpaHchepasy, T.€., acrnapraT aMHHOTpaHCcdesa

(ACAT) u/wiu anauud amuHoTpaHcdepasa (AJIAT), no-BHCOKH OT 3 X ropHaTa rpaHHLIa HA HOpMaTa
(ITH; Bx. To4ka 4.4)

J EanospemMenna ynoTpefa Ha UMKJIOCTIOPHH A (B3X. TOUKa 4.3)
. bpemeHHOCT (BX. TOUKH 4.4 1 4.6)
. JKeHH ¢ AeTepOeH MOTEHUMAN, KOUTO He H3MOI3BAT HAJEXKAHH METOAM 32 KOHTPALIETILIAA (BX.

rouku 4.4, 4.5 u 4.6)

44 Coenugajaunr npeaynpexieHus H OpeANasHH MEPKH NPH ynoTpeda

EdrxacHOCTTa Ha 603€HTaH NpH nauueHTH ¢ Texxka BAX He € noka3aHna. AKO KIIMHHUHOTC @W’m'jﬁ ce
BiowaBa (BK. To4Yka 4.2), TpabBa na ce 0OChIH NpeMHHABAHE KbM TepanHs, Mpenop gﬂa,aa*?“}RKaf& fpaza
Ha 3a6o/sBaHeTO (HAPHUMEP, ENONPOCTEHON). _ ;ﬁ -_#;';;e_;;;;“-\._ SN
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He e ycraHoBeH 6anaHchT noasa/puck ot GozeHTaH NpH natueHTH ¢ BAX 1 dyHKIL eH Kjjac, chyppen .

knacupukamusaTa Ha C30.
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JledenuneTo ¢ GozenTaH pabdea na 6vae 3amo4yHaTo, caMo aKO CHCTEMHOTO CHCTOIMYHO KPBBHO HAIAraHe €
no-sHcoko ot 85 mmHg.

He ¢ noka3aHo, ye 603eHTan uMa GaaronpuiaTeH eexT BbpXY 3apacTBAHETO HA CHLISCTBYBAIUH JUTHTANHH
A3BH.

YepHoapoOHa ¢pyHKIHA

Cpbp3aHoTO ¢ 603eHTAH NMOBHIIABAHE HA YEpPHOAPOOHMTE aMHMHOTpaHcdepasH, T.e., acmapTaT M alaHuH
amuHoTtpaHchepasn (ACAT w/unu AJIAT), e no3ozaBucHMo. [IpomMeHHTe B Y€PHOAPOOHHTE €H3HMH THITHYHO
BBH3HHMKBAT NIPE3 MLPBUTE 26 CEAMHLM OT JICYEHHETO, HO MOTAT Ja C¢ NOABAT K Ha MO-KBCEH eTam (BX. TOUKa
4.8). Te3u noxkayBaHHWA MOXKe Aa C€ Ab/DKAT YaCTHYHO Ha KOHKYPEHTHOTO MOTHCKAHE HA CIIMMHHAUUATA Ha
TBYHHTE COJIH OT XENaTOLMTHTE, HO BEPOATHO BHB BBH3HMKBAHETO Ha HepHoApoOHaTa AHCHYHKLHA ca
BIJTIOUEHH H APYI'H MEXaHW3MH, KOHUTO He ca HalBJHO YCTaHOBeHW. He e m3kmoueHa akyMynauuara Ha
603eHTaH B XEMATOLMTHTE, BOJAECLIA A0 LMTOIH3a ¢ Bh3MOXHO TEXKO YBpPeXJaHe Ha YECpHUA ApoD, KakTo H
MMYHOJIOTHUEH MexaHH3bM. CroblaBa ce 3a peAKH Ciy4ad Ha aBTOMMYHEH XeNaTHT ¢ MaTEeHTHOCT OT
HIKOJKO Mecella OO0 roAuHH. PUCKET oT depHoapobHa auchyHKUMA MOMXKE ha C€ MNOBHIIKM H NpH
eIHOBPEMEHHOTO NpHeMaHe ¢ GO3eHTaH Ha JIEKapCTBEHH NPOLYKTH, KOMTO ¢a HHXHOUTOPH Ha eKCNOpPTHATA
OMIIA 32 XTHYHY COJIH, HanpuMep, pudaMIHIMH, rMHCEHKIaMU U LIMKIOCNOpHH A (BX. Touk# 4.3 | 4.5),
HO JaHHHTE 3a TOBA Ca OTPaHUYEHHU.

Hapata Ha wepHoapobGunTe aMuHoTpancdepaln Tpadea na OLAAT H3CIeABAHH NPEAH 3aN0YBAHE HA
JAed9eHHETO K CJe/] TOBA HA HATEPBAJH OT €AHH Mecel, JOKATO JieYeHReTO NPoABL/kaBa. OcBen TOBa,
HRBATA HA YepHOAPOGHHTe aMuHOTpaHcepasn TpabBa Ja 6bIaT H3CAEABAHH 2 CEAMHNH ¢J1¢]l BCAKO
DOKavYBaHe HA A03aTA.

IIpenopsku B cayuaii Ha nopumenn AJIAT/ACAT

Hursa na ACAT/AJAT IIpenopbKH 32 JeUeHHE H NpoceAaBaHe

>3u<5 xITH PesynTarsT Tpabsa aa 6bJe MOTBBPACH ¢ BTOPO UEPHOAPOOHO H3CIEIBaHE,
AKO € NOTBLPJAEH, TPAOBa Ja C€ B3EME pPELICHHE HA HHAWBUAYANSH NPHHLIHI
O0anH JIe4EHHETO Aa MPOABKHA [0 BH3IMOXKHOCT ¢ HamasleHa 103a 003eHTaH
MJIH [1a Ce CTIpe npunaraHeTo My (Bx. Touka 4.2). IlpocneasaBaHeTo Ha HHBATa
Ha aMHMHOTpaHncdepazute TpaOBa na NPOAB/DKMA Hal-MajikO Ha BCEKH 2
ceqMHMLU. AKO HUBAaTa Ha aMHUHOTpaHcdepas3uTe ce BhpHAT A0 CTOHHOCTHTE
npeayd neyeHUeTo, TpsAOGBa Aa ce o6ChIAX NPOABIDKABAHETO WIH NMOBTOPHOTO
BIJTIOYBAHE HA 003eHTaH TabNeTKH, ChIr/IaCHO OMUCAHHUTE MO-J0Jy YCIOBHA.

>5u<8xITH PesyntatsT Tpsa6Ba ga 6bae NOTBBPACH C BTOPO 4EPHOAPOOHO H3C/ICHBAHE,
aKo € NOTBLPJEeH, JieueHHero TpaAGBa na ObAe COpPAHO M HHBaTa Ha
aMHHOTpaHcdepa3uTe Ja ¢e npocieAsBaT Hal-MaJKo Ha BCEKH 2 CeJIMHLIH.
AXO HMBaTa Ha aMHUHOTpaHC(]epa3uTe ce BbpPHAT A0 CTOHHOCTHTE Npenu
neyeHnero, TpaGea jJa ce oOCHAM NMOBTOPHOTO BKIOUBaHe Ha Oo03eHTaH
TabneTKH, ChrIacHO ONMUCAHHTE NO-J0MY YCIOBHA.

>8xITH JleyenneTo TpsabGea Aa GbAe CNpAHO M MOBTOPHO BKIOYBAHE HA OO3€HTaH
TabIeTKH C& H3KTIOUBA.

B cayuaii HA CBLp3aHA ¢ JIeYeHHETO KJIHHHYHA CHMIOTOMATHKA HA YepPHOAPOOHA yBpeaa HJIH
ABTOHMYHEH XeNnaTHT, T.€. raacHe, fNoBpbiIaHe, TeMIepaTypa, Goaka B KOpeMa, XBJITEHHLA, HeoOHYaiHa
OTITYCHRTOCT WM YMOPSEMOCT, rpunonofnobeH cHHAPOM (apTpanrus, MUANTHA, TEMIIEpaTypa), Jie1enneTo
TpalBa aa Gnae copsaHO M 1a He ce 06cHXAA NOBTOPHO BKAKYBAHE HA Bo3enTan AKopa.

-‘F—.___,.. ————

Iloemopro exmoueane Ha KeYeHuemo
[ToBTOpHO BK/TIOUYBaHE Ha JeyeHHeTo ¢ 6o3eHTaH TabneTku Tpadea na ce oOCkK A, CaMo
AON3H OT JieueHHeTo ¢ OoszeHTaH TableTKH HAABMUIABAT MOTCHLUHANHHTE PHCKOBE

yepHOAPOOHHTE aMHHOTpaHcdepa3H ca B paMKHTE Ha CTOHHOCTHTE TIPEIH JIEYEHHETO.
MHEHHeTO Ha xenatosor. [ToBTopHOTO BKIIOUBaHE TPAOBa Ja CleABa YKa3aHHATA, H30pO

/

B To3m cayuaii mmBara Ha aMHHoTpaHcpepasure Tpabsa ga ObAaTr H3C/IEABaN no 3 n*‘ﬁ cnen1 Sy
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NOBTOPHOTO BKIAKYBaHE, CJI€A TOBaR OTHOBO dJiea olOoe 2 ceAMHIIH H NMO-HATATHK Cnopeal ropHHATC
npenopeKH.

I'TH = I'opHa rpaHyLia Ha HOpMaTa

Koxnuenrpannd Ha xeMor1oOuH

JleueHHeTO ¢ O03eHTaH € OMIIO CBBP3aHO C A0303aBUCHMO MOHIKEHHE HAa KOHIIEHTpAalHATa Ha XeMOrJIoOHHa
(Bx. Touka 4.8). Ilpn nnauebo KOHTPOJHPAHH MNPOYYBAHHA, CBBLP3aHOTO ¢ OO3EHTAH MNOHWDKEHHE Ha
KOHLIEHTpaLMATa Ha XeMmornobuHa He ce € 3aabi0o4aBano, U ce € CcTabHnu3Mpano cnen nbpeure 4-—12
CEOMMLUM OT jieueHueTo. [Ipenopbusa ¢e KOHLEHTpaLMATA Ha XeMOTrJIOOUH 114 ¢Ce U3CneaBa Npelax 3arnoyBaHe
HA JICUCHHUETO, BCCKH MeECEU Ipe3 NupBUTE 4 Mecella, CEd KOeTO BeIHBXK Ha TpH Meceua. AKO Bb3HHKHE
KIMHHYHO 3HAYHMO MOHIKEHHE Ha XeMOIrI0OMHOBaTa KOHLIEHTpalya, TpsAOBa a ce HallpaBK JOMBIHHUTENHA
OUCHKA M H3CNCHBAHE 33 YCTAHOBABAHE Ha NMpUYMHATA U HeoOdxomumoctTra OT cneuMduyHO nedeHue. B
nepHoaa ciel MyCKaHe Ha rnasapa, ce cbo0llapa 3a cilydyad Ha aHEMHUA, KOATO H3HCKBA BIIMBAHE HA YEPREHH
KPBbBHH KIETKH (BX. TO4Ka 4.8).

J{EHH ¢ geTeponeH NOTEHUHA

Toit kato 603eHTaH TaONETKH MOraT Aa HanpaBAT XOPMOHAJIHHTE KOHTpaUeNTHBH Hee(eKTHMBHH, H KaTO ce
B3€M€ NPEABHI PHCKA OT BiOLIaBaHe Ha BenoapoOHaTa XHIepToHUs npyu SpeMeHHOCT, KAKTO H TEPATOT€HHHTE
e(eKTH, HaOMIOIABAHH IPH XKUBOTHH:

. JleuenueTo ¢ 603eHTaH He TpabBa na Obae 3anouBaHO MPH KEHH ¢ ASTEPOAESH NMOTEHIMAN, OCBEH aKO T¢
HE U3MOJI3BAT HaZEKAHA KOHTPpAUETLMA U PEe3YJITAThT OT TECTA 3a OPEMEHHOCT IPEaH NICYCHHETO HE €
OTpHILIATEJIEH.

° XOpMOHAJTHWUTE KOHTPALCTITHBH HE MOrar Aa ObJar eIHHCTBEH KOHTpalLleNTHBEH METOA O BpeMe Ha
nevyeHue ¢ O03eHTAH.

* [1o BpeMe Ha JIEYEHHETO Ce MPENOPHUBA 1A CE NMPABAT EXKEMECEYHH TECTOBE 3a 6PEMEHHOCT € LIEJ pAHHO

OTKpHBaHe Ha OpeMeHHOCTTA.

33 AOMBLJIHHATEIHA HHPOPMALIMA BIDKTE TOYKH 4.5 u 4.6.

benoapobHa BeHOOKITY3HBHE HonecT

HMMa cpobiienns 3a ciaydam Ha OenoapobeH OTOoK npH ynorpedara Ha BazoAWnaTaTOpH (rIaBHO
NPOCTALMIJIMHH) OT nauueHTH ¢ 6enoapobna BeHOOKITY3MBHA Oonect. CneaoBaTeNiHO, aKO TPH JIEYEHHETO ¢

6o3eHTaH Ha nauueHTH ¢ HenoapobHa aprepyHanHa XUMEPTOHUA Ce NOABAT NpU3HALKM Ha OenoapobeH OToK,
TpaOBa Aa ce MMa NpelBHA BBL3MOXKHOCTTA 33 CBBp3aHa BEHOOKIY3HBHA OonecT. B NmoCTMapKeTHHrOBHMA

NepUoa € UMao pellku choO1eHHs 3a OenoapodeH OTOK NPH NallHEHTH, JIEKYBaHH ¢ DO3eHTAaH, NTPH KOUTO €
HMaNio CbMHeHMA 3a OenoapobHa BeHOOKTY3UuBHA 6onecT.

HauueHTH ¢ 6enoapobHa aprepranya XUNnepTOHHS U ChITETCTBALLA IEBOKAMEPHA HEAOCTATHLYHOCT

He e nposexaaHo cneud$pHUHO MpOy4YBaHE NMpH NaUHECHTH ¢ GenoapoOHa XHNEPTOHMA M CBHIBTCTBALIA
neBokamepHa aucyHkims. Bunpeku Tosa, | 611 naunentu (ot xouro 804 ca noyyaBanu 6o3enrad u 807 ca
noxyyasand riauedo) ¢ TeXXKa XpoHHYHA cbpAevHa HepocTaThUHOCT (XCH) ca nekyBaHH CBbC CcpeaHa
NpOoAB/DKMTENHOCT OT 1,5 roauHu B rnauedo koHTponupaHo npoyusaHe (mpoyusaHe AC-052-301/302
[ENABLE 1 & 2]). B ToBa npoyuBaHe MMa MOBHILIEHA YECTOTA HAa XOCMHTAIW3ALIMHMTE, NB/DKALIH ce Ha
XPOHMYHATA ChpACYHA HEAOCTATBYHOCT, Npe3 MbpBUTE 4—8 CeAMHLM OT JeUeHHUETO ¢ HO3eHTaH, KOETO MOXKE
Ia € B pesyaTar OT 3aJpBXKKaTa Ha TeYHOCTH. B TOBa MpoyuBaHe 3apbKKATA Ha TEYHOCTH €€ MPOABABA C
pPaHHO HaJJaBaHE Ha TErJO, MOHMKEHA KOHLEHTpPALMA H& XEMOIVIOOHH M MO-4€CTa MOABA HA OTOLM IO
KpakaTa. B kpas Ha Npoy4BaHETO HE € YCTAHOBEHA PA3/iMKa B YeCTOTATA HA XOCIMHTANH3ALKMUTE BbB BPB3Ka
ChC CBPIACUYHATA HENOCTATBYHOCT, HHUTO B CMBPTHOCTTa MEXAY IMALMECHTUTE, npnemamfﬁ“ﬁ?aa'y%r‘\ﬁw
rutanebo. CnenoBaTesniHo, NPENopBYBa Ce NalueHTUTe Aa ObJaT NpocieASBaHH 3a NpHU3 9

TEYHOCTH (HANpUMEP HAANABAHE Ha TEro), OCODEHO aKO CTPajaT OT CBIBTCTB
auchyHKHA. AKO TAKMBA ITPU3HALIM C€ MOSBAT, CE MPENOpbYBA Ja ce 3aloYHe JIeYeH
ce NOBUILM J034Ta HA MPHEMaHUTE ARy peTHLM. IIpy nallHeHTH ¢ AaHHU 3a 3aApbKKa H

C AMYpPCTHLH TPHGBB. 1a ce obchau Mnpeay 3ano4BaHe Ha JICHCHHUCETO C 0o3eHTaH.
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BenoapobHa aprepyallHa XMIepTOHHA, cBbp3aHa ¢ HIV undexuns

ONUTET OT KIMHUYHHATE MpoyuBaHusa ¢ ynorpeba Ha OoseHTaH npu nauueHTH ¢ OenogpoOHa apTepHanHa
XUMepToHus, cBbp3aHa ¢ HIV uHdekuus, neKyBaHH C AHTHPETPOBHPYCHH JIEKAPCTBEHH IIPOAYKTH, €
orpaHdyeH (BxK. Touka 5.1). IIpoyusaHe BbpXY B3aMMOACHCTBUATA MEXK/Y O03€HTaH # JIOMTHHABHP+PHTOHABHD
MpH 3ApaBH XOpa MOKa3Ba NOBHINCHH TUIa3MEeHU KOHLUEHTpauWH Ha 0O3eHTaH, ¢ MAaKCHMAIHM HHBa Ipe3
ITEPBHUTE 4 THH Ha nedyeHHe (Bxk, Touka 4.5). [Ipu 3anousane Ha neyeHue ¢ 603eHTaH NPH MALHEHTH, KOHTO Ce
HY)KJJaiT OT PUTOHABHP-aKTHMBUPAHH MPOTEa3HW WHXHUOHUTOPH, MOHOCHMOCTTA HA TAHKEHTa KbM 0O03eHTaH
TpaOBa BHUMATENIHO [a ce cliedH, KaTo ce obbpHe ocobeHo PyHKUMOHANHH TecTOoBE. [10BHILIEHUAT pHCK OT
yepHOAPOOHA TOKCHUHOCT H XE€MATOJIOTMYHHUTE CTPaHHM4HHM eekTd He MoraT ga ObAar M3KIIOYEHH MpH
koMOMHHpaHa ynorpeba Ha 0o3eHTaH C aHTHPETpOBHpPYCHH JekapcTea. Ilopagy noreHuxana 3a Takupa
B3aMMOAENCTBUA, CBbpP3aHH ¢ MHAyLUMpaluus epexkT Ha Oo3eHTaHa BrpXy CYP450 (Bx. Touka 4.5), KOHTO
MOXKE JIa OKaXKe €(eKT BbpXYy €(PMKACHOCTTa Ha aHTHPETPOBHPYCHATA TEPANHKA, TE3H MNALUKUEHTH ChLIO TpaOBa
na 6paar npocieaABaHH BHUMATENHO no oTHoLIeHHe Ha HIV undexumsra.

benoapobHa aprepHaiHa XMNIEPTOHUA BCNSACTBHE HA XPOHUYHA 0O0cTpYKTUBHE DenoapobHa donect (XObBD)

be3onmacHOCTTA M TMOHOCHMOCTTa Ha 00O3€HTaH ca MPOYYEHH NPH EKCIUIOPATOPHO, HEKOHTponupaHo 12-
ceAMHYHO npoyuBaHe npH 11 mauuenTn ¢ 6enoapobHa xunepronus scneacteue Ha texkka XObb (11l crenen
no knacupukauuara GOLD). Habmopasasny ca rosuileHa MHHYTHa BEHTHJIAUHA Y MOHHXKEHO KHCIIOPOIHO
HacHIIlaHe, KaTO Hali-4eCTOTO HEeXKeNaHo ¢hbuTHe € OHIa JUCITHEs, KOATO € OT3BY4YaBa/Ia Cle/l CIIMPaHeTo Ha
O03eHTaH.

EanoBpeMeHHa ynotpeda ¢ Apyry NeKApPCTBEHH MPOAVKTH

EnnoBpeMeHHaTta ynotpeba Ha 003¢HTaH H UMKIOCTIOPUH A € NPOTUBOMNOKa3aHa (BxK. TOYKH 4.3 n 4.5).
EnHoBpemeHHara ynoTpe®a Ha 603eHTaH ¢ rnmubeHKIaMu, PIyKoHa30 U pudaMIHLUKHH He ce NpernopbyBa.
3a noBedye MogpoOHOCTH BXk. TOUKA 4.5,

EaHoBpeMeHHOTO NMpHAOKEHHE Ha 603eHTaH KakTo ¢ MHHXHOHTOp HA CYP3 A4, Taka u ¢ HHXHOHUTOD HA
CYP2C9, Tpabsa na ce u3darsa (Bx. Touka 4.5).

Hatpuii

To3u nekapcTBeH MPOAYKT ChABMKA MO-MaaKo oT 1 mmol Hatpuii (23 mg) ra no3a, T.€ MOXe Aa ce Kade, ye
MPaKTUYECCKU HE ChObPIKA HATPHH.

4.5 B3aumopaeilicTBHE C APYFH JIECKAPCTBEHH NPOAYKTH H APYrH pOpMH HA B3aHMoJelicTBHE

Bozentan e unaykrop Ha uuroxpoM P450 (CYP) msoeHsumure CYP2C9 n CYP3A4. Jlaunure in vitro
npearnonarat ¥ MHHAOYKUuA Ha CYP2C19. Cnenoparenso, njia3sMeHUTE KOHLIEHTPaLMH Ha BelllecTBaTa, KOHTO
ce MeTaboJIM3UPAT OT TE3H HU30EH3UMH, Lie ObAaT MOHWKEHH [IPH €AHOBPEMEHHOTO Npujiarade Ha O03€eHTaH.
Tpabea na ce uma NMpeaBUI BH3IMOKHOCTTA Aa c€ NMPOMEHHU e(eKTUBHOCTTA HA JIEKApCTBEHHUTE IMPOAYKTH,
KOHMTO ce MeTabOoIM3HpaT OT Te3U H30CH3UMH. MO)Ke Ja Ce HAJIOKHM KOPUTHPAaHE Ha A03aTa HA TE3H NPOAYKTH
CJie]l 3ano9YBaHe, MPOMAHA Ha A03aTa UK CMIHPaHEe Ha CHITBTCTBALLIOTO JIeHEHHUE ¢ O03EHTaH.

Bozenran ce merabonnsupa or CYP2C9 u CYP3A4. [ToTHCKaHeTO Ha Te3R M30€H3HMHM MOXKE 71a NOBHILH
[UIa3MEHATa KOHLIEHTpaUUa Ha 603¢HTaH { BHJKTE KETOKOHAa301). He € npoy4eHo BAMAHHETO Ha HHXUOKUTOPHTE
Ha CYP2C9 pbpXxy KOHUEHTpanuKTe Ha 603eHTad. KomOnHauuara tpabra na 6bpae M3non3BaHa ¢ NOBHILECHO
BHHMAaHHe.

notucka riaBHo CYP2C9, HO a0 u3BeCTHA CTENeH U CYP3 A4, MOXe Oa noseaec A fgg
[U1a3MEHHTE KOHLEHTpauuK Ha Go3enraH. KombGuHaumsaTa e ce npenopbusa. I1 9"‘1,}1{‘
p _H&'{ :

KETOKOHA30J1, UTPAKOHA30J1 WIH PUTOHABHP), Taka U ¢ HHXHOUTOp Ha CYP2C9 (kago Bd Hmaasoj})
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Lluxnocnopun A: ENHOBPEMEHHOTO NpiiaraHe Ha 603eHTaH ¢ LMKITOCTIOPHH A (nHXHGHTOP Ha KANLMHEBPHH)
e NPOTHBONOKAa3aHO (BX. Touka 4.3). IIpH eAHOBPEMEHHOTO NPWIAraHe, HAUATHHUTE [IA3MCHH KOHLEHTPALHH
Ha Goszentan ca npubausurenHo 30-nBTH MO-BHCOKM OT TE3W, M3IMEPCHH CJICH 603eHTaH, MPUIIOKEH
camocTosTenHo. [1pu cTauMOHapHO CHCTOAHHE, IUTa3MEHUTE KOHLUCHTPaLkH Ha 6o03eHTaH ca 3- 10 4-NBTH NO-
BHCOKM OT Te3H, H3MEPEHH cliel 603eHTaH, NPUIIOKEH CAMOCTOATENHO. MeXaHu3MBT Ha TOBA B3aHMOAEHCTBHE
& Hali-BePOATHO MHXHOHpaHe OT CTPaHa Ha LMKIOCIOPHHA HA MEJWHPAHOTO OT TPAHCHOPTHHTE NPOTEHHH
HoeMaHe Ha 6o3eHTaH oT xemarouuTHTe. KOHLEHTpALMHTE Ha LHKIOCMOPHH A (cy6bcTpaTr Ha CYP3A4) B
KpbBTa HamMatasaT NpubmusurenHo ¢ 50%. Toa Hal-BEPOATHO Ce JB/DKH HA MHIYKIMATA Ha CYP3A4 ot
crpaHa Ha HO3eHTaH.

Taxponumyc, cupoaumyc: ENHOBPEMEHHOTO NpWIaraHe Ha TakpolUMYC WJIH CHPOJHMYC € 603eHTaH He €
M3CITENBAHO MPH XOPa, HO MO aHAN0THA ¢ EAHOBPEMEHHOTO Mpuilarade ¢ UMKIOCNIIOpHH A, eJHOBPEMEHHOTO
npuiaraHe Ha TAKPOIMMYC WM CHpOAMMYC ¢ Go3eHTaH MOXe [a AOBEA€ N0 MOBHINABAHE HA MUTA3MEHHTC
KOHLieHTpalMd Ha OGoseHTaH. CHNBTCTBAILOTO JICHUEHHE C fo3eHTaH MOXKe Ja HaMmany I[1a3MEHUTE
KOHLEHTpAlMH Ha TaKpoluMyc W cupoinumyc. Ilopanu TOBa, €AHOBPEMEHHATA ynorpeba Ha GO3¢HTaH W
TAKPOIIMMYC HIIH CHPOJMMYC He ce npenopbupa. ITauHeHTHTE, MPH KOHTO KOMOMHALHATA € HANOXKHUTENHA,
Tpa6Ba Na 6bAaT MPoC/eNSBaHH BHUMATENTHO 33 HEXE/AHH PEAKLWH, CBBP3aHH C 003eHTaH, U 3a NJ1a3MECHHTE
KOHLICHTPAallMH Ha TAKPOIHMYC H CHPOJIMMYC.

Tnubenxnamud; EqHOBpeMeHHOTO nMpunarade ¢ 6o3eHTa 125 mg iba MbTH AHEBHO B NPOABL/DKEHHE Ha S AHH
OHIDKABA TUIa3MEHHTe KOHLEHTpaLuu Ha rimbedxnamun (cyberpar Ha CYP3A4) ¢ 40%, ¢ BB3MOXHO
IHAUYMTETHO HaMaNABaHe Ha XunornukeMudyHHa edekr. [lnasMeHuTe KOHLEHTpAUMH Ha 003€HTaH CBILO C€
noHKkasar ¢ 29%. OcBeH TOBa MMPH MALMEHTHUTE, NMOMyYaBallld KoMOHHUpaHa Tepanws, ce Habmopasa rno-
roNIAMa YecToTa Ha MOBMINABaHe Ha amuHoTpaHcdepasute. KakTto raMbGeHKIaMUABT, Taka H OO3CHTaHBT
MOTHCKAT €KCTIOPTHaTA MOMMAa Ha JUIbYHMTE CONIM, KOeTo OH MOorno Ja oOACHA TNOBUUICHHTE
amuHoTpaHchepasu. Tazu koMGHHauMa He TpAbBa na ce H3MoI3Ba. HsaMa HaJiIHYHH JaHHH 32 JIEKApCTBEHHTE
B3aMMOJENCTBHSA ¢ APYrUTe CyNpaHWTYpEeHHH MNpernapaTy.

Pugpamnuyun: Tlpy 9 3ApaBH NMalMEHTa, EHOBPEMEHHOTO NPHAArale B MPOXB/DKEHHE HA 7 nuwn Ha 603¢HTaH
125 mg ABa MBTH JHEBHO ¢ pHGaMIHLIUH, MOLIEH HHIYKTOP Ha CYP2C9 n CYP3A4, noHukaBa nia3sMeHUTE
KOHLIEHTPallMy Ha Go3eHTaH ¢ 58%, KaTo B OTAENEH CTy4al TOBA MOHIDKABAHE 6H MOTJIO Aa JAOCTUIHE TIOYTH
90%. B pesy/iTaT Ha TOBa C€ O4aKBa 3HAYHTEIHO HAMalCH e(peXT Ha 0o3eHTaH NMpH €IHOBPEMEHHOTO MY
punaraie ¢ pugaMnuuyH. EAHOBPEMEHHOTO NpHIaraHe Ha pudaMUUMH U 603€HTaH HE CE MpenophUBa.
JIAncBaT AaHHM 32 ApyruTe HHAyKTOpH Ha CYP3 A4, nanpumep kapbamasenuH, denobapbuTan, GeHHTOHH H
CBIT KAHTAPHOH, HO TAXHOTO €HOBPEMEHHO NMpuUlaraHe ce o4aKkpa a JOBEAE 0 HAMANABAHE Ha CUCTEMHATA
excro3uuud Ha 6ozenrad. He Moxe 1a 6bae H3KITIOYEHO KIMHHYHO 3HAYHMO HaMalIgBaHE Ha e(pUKACHOCTTA.

Jonunasup + pumonasup (u Opyau pumoHaBuUp-nOOCUREHU NpOMeasHu unxubumopu): EJHOBPEMEHHOTO
npunarate Ha 603eHTaH 125 mg ABa MbTH AHEBHO K JIONWHABUP + PHTOHABHD 400 + 100 mg ABa MbTH AHEBHO
3a 9,5 [JHM npH 3ApaBu JoOpoBONUM BOAH AO HAa4alHM MJIA3MCHH KOHLIEHTpallnM Ha 0o3eHTaH, KOHTO Ca
NpUGAM3UTETHO 48-ITBTH NMO-BHCOKM OT M3MEPEHHUTE ClE CAMOCTOATETHO NMPHUIIOKCHUC Ha 6oseHTaH. B neH
9. Ia3MEHKTE KOHLICHTPaLKH Ha 60o3eHTaH ca NPUOIM3UTETHO 5 ITETH M0-BUCOKH OT TE3H MPH CAMOCTOATEIHO
npwioskenue Ha Goszentan. MHxuGupaneTo OT CTpaHa Ha PUTOHaBHp Ha MEQMHPAHOTO OT TPAHCHOPTHHTC
MpOTEeMHH MPOHUKBaHE Ha OO3€HTaH B XeMaTOLUTHTe U Ha CYP3 A4, sogeuro A0 peayuHpaHe Ha KITMPBHCA Ha
603¢HTaH, Hali-BEePOATHO NPHYHHABA TOBA B3akMoJekcTBYe. Korato ce npunara ¢ 1HOBPEMEHHO C JIONMHABHUD
+ PUTOHABHp WIH OPYrH PUTOHABHP-TIORCHICHH NPOTEa3HH HHXHOHTOPH, MOHOCHMOCTTA Ha NALHEHTA KbM
603eHTaH TpAOBa Aa ce CIean.

Crnen eIHOBPEMEHHOTO mnpiiaraHe Ha Go3eHTad 3a 9,5 NHH NNa3MEHWTE €KCMNO3HLHH HA JIONHMHABKP M
PUTOHABUp HaMansgBaT R0 KIMHWYHO HE3HAUHWMa CTCTeH (c mpubnusurenno 14% wu 17%, CHOTBETHO).
He3aBHCHMO OT TOBA ITBJIHA MHAYKLMA HAa 603¢HTaH MOXe /1a He Ob/ie AOCTHUTHATA H NMOCJICABAILIO [TOHWKAaBaHE
Ha TIPOTEA3HWTe HHXUOWTOPH He MOXe Aa ce H3KMouH. Ilpenopbusa ce NOAXOAAINO NPOCICAABAHE Ha HIV
teparmusTa. [lomoOHH ebeKTH MOraT Ja Ce OHaKBaT H MpPH Jpyr PHTOHABMD-TIOACHIEHH NMpojeasHy

uHxubuTopH (BXK. TOUKa 4.4). Y/ N
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HAa NPYTM HATMYHH AHTHPETPOBUPYCHH JIEKApCTBA, MOPalM JIHMNCA HA JIAHHH. [Topaay- hordgpTanara
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XCIATOTOKCHYHOCT Ha HEBHPAITHMH, KOATO MOXKE Aa Ce aKyMyJIHpa ¢ XeMaTOTOKCHYHOCTTa Ha 0O3€HTaH, Tasu
KOMOMHaUMA He ce NpenopLyBa.

Xopmonannu xoumpayenmueu. ENHOBpEMEHHOTO nmpHaarade Ha 6o3enTad 125 m g ABa IMMbTH OHEBHO B
POAL/DKEHME HA 7 JHH C €QUHMYHA 1033 NEPOPaIeH KOHTPALENTHB, ChABPMAL HOPETHCTEPOH | mg+
35 MHKporpamMa eTHHW1 €CTPaJiMoN, HamalsBa Iuioutra non kpusata (AUC — Area Under the Curve) na
HOPCTHCTEPOH H CTHHUI €CTPanuol, ChOTBETHO ¢ 14% u 31%. Ho HaManiBaHeTo Ha eKCHO3MUHMATA NpH
OTACHHHTE MaUKEHTH € CBOTBETHO J0 56% W 66%. CnenoeatenHo, CaMOCTOATENHO MPHIOKEHH
KOHTPALENMTHBY Ha OCHOBAaTA Ha XOPMOHM, HE3aBHCHMO OT MbTA MM Ha BBBEXHaHE (T.e. NMEPOPATHH,
HIDKCKUHOHHH, TPAHCAEPMAITHH MJIM UMIUIAHTHPYEMH JICKapCTBEHW (OPMH), HE C€ CUHTAT 33 HANEHIHM
METOIH 34 KOHTpaLENLUA (BXK. TOYKH 4.4 1 4.6).

Bapgapun: EnnospemMeHHOTO npunarave ¢ 6osenran 500 mg 4Ba MbTH NHEBHO B MPOAB/DKEHHE HA 6 OHH
[OHIDKABA IUTA3SMECHHTE KOHUCHTPaLKK KakTo Ha S-sapdapuH (cybctpar Ha CYP2C9), Taka u Ha R-apdapun
(cybcrpar Ha CYP3A4), crotBerno ¢ 29% u ¢ 38%. KnHHHUHMAT onuT ¢ KOMOMHHMPAHOTO NpHJIaraHe Ha
6o3eHTaH M BapdapuH npy nauuenTH ¢ BAX He e JOBeN A0 KIMHUYHO 3HAYUMH NpOMeHH B MexayHapoaHus
HopManusupaH koepuuueHT (INR - International Normalized Ratio) wiu B nozara Ha BapdapuHa (M3X04Ha
Cpelly KpaHHa TOUKA Ha Mpoy4BaHud). OCBEH TOBA, HYECTOTATa Ha MPOMEHMTE B J03aTa Ha BaphapHHa Mo
BpeMe Ha Npoy4BaHWATA, Ab/Kalla ¢¢ Ha npoMeHH B INR Wnm Ha HexenaHH peakuuu, € CXOAHA TPH
MAUMEHTHTE, rosry4asatiiy 6o3enTan WM wiaue6o. He ce Hanara kopekuus Ha no3aTa Ha BapdaprHHa HIM Ha
Ipyrd nofoOHH OpalHM AHTHMKOATYJIAHTHH CPEACTBA NpPH 3aNOYBaHE Ha JIEYEHHE ¢ OO3EHTaH, HO Ce
MpENOopeBa HATCH3HBHO Npocneassane Ha INR, ocobeHo B HauanoTo Ha nedeHHeTO ¢ GO3EHTaH M B MEpHONA
Ha THTPUPAHO MMOBUILIABAHE Ha [034aTa.

Cumsacmamun. EgnoBpeMeHHOTO npuiarake ¢ 603eHTal 125 mg 1Ba METH HEBHO B [IPOABJKCHHE Ha 5 AHH
NOHWXKaBa TUIAa3SMCHHTE KOHUEHTpauMd Ha cHMBACTaTvH (cybctpar Ha CYP3A4) U Ha HEroBHA aKTHBEH
MeTaOONUT B-XUAPOKCH KHCEIHHA, CHOTBETHO ¢ 34% H ¢ 46%. [TnazMennTe KOHLIEHTpaurH Ha 603eHTaH He
CE MOBIMABAT OT CRIBTCTBALIOTO JICUCHHE ChC CMMBAcTaTUH. Tpabea Ja ce uMa npeaBUa IpocieasBaHe Ha
HHBAaTa Ha XOJIECTEPO/A Y OC/IEABAINO KOPHIrMpaHe Ha 103aTa.

Kemoxonazon: ENHOBpeMEHHOTO NpuJiaraxe B NpoIb/KeHHe Ha 6 IHK Ha 603eHTaH 62,5 mg xpa METH IHEBHO
C KETOKOHA30J, MolleH HHXHOuTOp Ha CYP3A4, nosumnaea riasMeHHTe KOHLEHTPaLUMH Ha GO3EHTAH
npuGauznTeHo 2 mbTH, CuMTa Ce, Ye € Heo6X0aUMO Aa Ce KopHrupa J03aTa Ha B03EHTaH. Bonpekn ye He €
MOKa3aHO B In Vivo NpOy4BaHus, NOAOGHO NOBHINABAHE Ha IUIA3MEHHUTE KOHLIEHTPALMH HA 6O3EHTAH Ce OYaKBa
K ¢ ipyrute MOLIHH HHXuGHTOpK Ha CYP3 A4 (xato uTpakoHaszon win putoHaeup). Hesasrcumo ot ToBa, pH
KoMOuHHpaHe ¢ HHXU6UTOp Ha CYP3 A4, npH nauneHTHTE, CNat meradosausatopu Ha CYP2C9, uma puck ot
NOBHIIABAHE HA MJTA3MEHHTE KOHLICHTPALIMH Ha 003¢HTaH B NO-BUCOKA CTENEH, KOETO Aa JOBEE 0 Bb3IMOKHH
BpPEOHH HEXETaHH PeakluH,

Enonpocmenon: OrpaHndeHHTe JaHHH, NOMYYEHH OT npoy4BaHe (AC-052-356 [BREATHE-3]), npu xoero
10 neAMaTpHYHHU NMALMEHTH Ca MPUEMaNH KOMOHHALIMATA OT GO3eHTaH U CMOTIPOCTEHOJ COYAT, Y€ KAaKTO Clle]]
NPpUCM KaKTO Ha C€AWHHYHO, TaKa M Clied MHOTOKPaTHO JO03HpaHe, CTOMHOCTUTE HAa MAKCUMAIHATA
koHUeHTpauus (Cmax) ¥ Ha [UTOIITA NOA KpUBaTa (Area Under the Curve (AUQ)) 3a Go3enTaH ca nono6uu pH
MALHEHTHTE CBC HITH 0e3 MOCTOAHHO BAMBAHE Ha €MONPOCTEHON (BX. TOuka 5.1).

Cundenagpun: ENHOBPEMEHHOTO NpHUiaraHe Ha 603eHTaH 125 mg aBa IThTH HHEBHO (cTauMOHapHO MIA3MEHO
HHBO) U cHnaeHadun 80 mg Tpy TBTH AHEBHO (NP CTALMOHAPHO NIa3MEHO HUBO), B NpOALJDKEHHE Ha 6
AHH NPY 30paBH 206poBoaLH, Boau a0 63% namanseane Ha AUC npu cunmeHadun u 50% yBenHueHue Ha
AUC npH 603enTaH. [Ipenoppuba ce NOBHIWEHO BHHMaHHE NPH €AHOBPEMEHHO TIPUIOKEHHE.

L{uzoxcun: ENHOBPEMEHHOTO NMpHUiIaraHe B NPOAL/DKEHHE Ha 7 IHK Ha 6o3eHTan 500 mg ABa ITbTH AHEBHO C

JIMTOKCHH HaMajsea ruiomra noa kpueara (Area Under the Curve (AUC)), makcumannata (Cmax) H

MHUHMMAITHATA (Cmin) KOHLIEHTPAUWA HA JUTOKCHHA, CHOTBETHO J0 12%, 9% 1 23%. M@)EﬂHHBkW Ha-TOBA
< AT o

B3auMoJeHCTBHe MOXe na Obje HHAYKUMA Ha P-rMKonpoTeHHa. Manko BEpOsATHO e Hg BIUMOZE €TBHE

Aa 6bJe OT KITHHHYHA 3HAYHMOCT. ﬂ"; :‘";*é N
Taoaragpun: BozenraH (125 mg 1Ba NBTH IHEBHO) NOHHXXABA CHCTEMHATA EKCIIO3H utﬁ nanadus (40 mg
BEAHBK AHEBHO) € 42% H HeroBata Cax ¢ 27% clle MHOTOKPATHO €IHOBPEMEHHO NP HP@.\H‘&T@M@M HE -
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noBausaBa eKCro3HLMATa (AUC u Cmax) Ha 603eHTaH unk MeTaboTHTHTE MYy.

[leanaTpyyHa ronmynauus
[IpoyuBaHus 32 B3aUMOASHCTBUA Ca NMPOBEAESHY CaMO NPH BB3PACTHH.

4.6 DepTHAHTET, OpeMEenHOCT H KbpMene

BpeMeHHOCT

[IpoyuBaHKATaA NPH XKHBOTHH Ca MOKA3&IM PeNpOAYKTHBHA TOKCHYHOCT (TEPATOre HHOCT, eMOPHOTOKCHUYHOCT,
BX. Touka J5.3). Hama Hamexnna uHbopMauMsa 3a ynorpebara Ha GO3eHTaH NpH OpPEMEHHH >KEHHM.
[loTeHUMATHUAT PUCK MPH XOpaTa BCE OLIE He € u3BecTeH. bo3eHTaH e NpoTHBOMOKa3aH Ipy GPEMEHHOCT (BiK.
TouKa 4.3).

JKeHH ¢ neTepoleH NOTEHLHA

[Ipeau 3anousaHe Ha JieueHHe ¢ GO3EHTaH MPH XKEHH C AETEpOdeH MOTEHLMaN, TpAbBa Ja ce mposepw
OTCBHCTBHETO HA OPEMEHHOCT, Aa ce JafaT NOAXOMAIH CHBETH OTHOCHO HAAEXKIHH METOIH 33 KOHTpaLerLn,
H TPAOBa Aa ce 3anoYHe NPUIaraHeTo Ha MoAXoA1a KOHTpauenuus. [TauieHTHTe ¥ NekapuTe, NpeAMMCBaLly
NIEYSHHUETO, TPAOBA [a 3HAAT, Ye NMopaau BB3MOXHH (PapMaKOKHHETHYHH B3aUMOAeHCTBUA, 603¢HTaH MOXKe J1a
HafnpasH HeeEeKTHBHH XOPMOHATHHTE KOHTpaLenTHBY (Bx. Touka 4.5). [lopaau ToBa, skeHHTE ¢ IeTEpOIEH
MOTeHLHaN He TPAOBa Aa H3MON3BaT XOPMOHAHH KOHTPALICNTTHEH (B TOBA YHCIO NEPOPaIHH, HIDKEKIHOHHH,
TpaHCAePMAaTHH WITH NIOA (popMaTa HA MMIUIAHTATH) KaTO €AMHCTBEH METOJ HA KOHTPALIEILIMA, A 713 H3TI0I3BAT
OOTBJIHUTEICH I &IITCPHATHBEH HANSKICH METO Ha KOHTpaUENLMA. AKO CbUIECTBYBAT KoJiebaHus 3a TOBa
KaKbB CHBET 1a C€ JaA¢ Ha KOHKDETEH MallMeHT, Tpsa0Ba Aa My ce npenopbya KOHCYATALMA ¢ THHEKOJOT.
[lopany ceiecTBYBalaTa BEPOSTHOCT 32 HEYCNEX NPH NPHJIaraHeTo Ha XOPMOHA/IHA KOHTPALETIIHA 10 BpeMe
Ha JICYCHHETO ¢ 003eHTaH M KATO Ce MMa NpeIBHA PHCKA OT TEKKO BAOLUaBaHe Ha 6elofpo6HATa XHIEPTOHHA
npu GpeMEeHHOCT, N0 BpeMe Ha JeueHUeTo ¢ 603eHTaH ce NMPENopbYBa Aa ce NPaBAT SKEMECEUHH TECTOBE 3a
OpEMEHHOCT ¢ LieN paHHO OTKPHBaHe Ha GpeMeHHOCTTA.,

KbpMeHe

JlaHHH OT cboOlIeHHe 3a KIHHUYEH CiTydali OMMCBAT HAJMYHETO HAa 6O3€HTaH B HHCKA KOHLEHTpALMA B
kbpMaTa. Hama aocrarpuno HHpopMmaumsa 3a edekTHTe Ha 6o3eHTaH BbPXy KbpMauero. He moxe aa 6bae
H3KJIIOYEH PHCK 32 KbpMaveTo. KbpMeHETO He ce MpenopbyBa [0 BpeMe Ha jieueHHe ¢ 603eHTaH.

DdepTHANTET

[Ipoy4BaHHsATa IPH XKMBOTHH Ca NOKA3aJU TECTHKYNAapHH eexTH (BK. Touka 5.3). [pH KIMHHYHO MpoyYBaHe,
H3CaeABaLlo epekTure Ha OO3EHTaH BBPXY TECTHKY/IapHATA PYHKIMSA NPH MALMEHTH OT MBXKKH o ¢ BAX,
lIeCTUMA OT 24 y4acTHHLH (25%) ca MMald HamaneHa KOHLEHTpaLtsa Ha criepMaTo3ouauTe ¢ moxe 50% or
H3XOQHOTO HUBO cnell 6-MeceuHo neyenue ¢ 6o3eHTaH. Bb3 OCHOBA Ha Te€3M HAXOIKH M IMpPeAKIMHHYHYUTE
AaHHHM, He MOXKe Ja c€ M3KIIIOUH, Ye DO3eHTaH MOXe ia HMa yBpexall eeKT BLPXY CHepMaTOreHe3ara npy
MBbkeTe. He Moxe ia ce M3KITIOH TBrOCPOYHO BIHAHHE BBPXY GepTHAMTETA Cllell JiedeH e ¢ G03€HTaH NpH
AeUa OT MBAKKH MOJI.

4.7 EdexkTH BHpXY cnocobHocTTA 32 IodHpane u paboTa ¢ MAmINHA
He ca npoeexnanu cnielndyyny NpoyyBaHHs 3a OLIEHKA Ha NPeKH eekT Ha 603eHTaH BLPXY CNOCOGHOCTTA

3a WogupaHe U pabora ¢ MalWHHU. Benpekn ToBa, 603eHTaH MOXKE J1a IPHYHHHU XMITOTOHHA, ChC 3aMasHOCT,

3aMBIJICHO 3peHHE WIIM CHHKOI, KOUTO OMXa MOIJIH Aa MOBIHAAT cniocoOHOCTTA 3a modupane WM paﬁﬂTa v
MALLIHHH, -

4.8 HexenaHR JeKAPCTBEHH peaKlHy

B 20 nnaue6o-koHTpOIHpaHH pOyyYBaHHUs, POBEJSHH NPH PasIHYHH TePaneBTHYHH T
DALMEHTH ca fIpHemany 6o3cHTaH B aHeBHa go3a ot 100 mg a0 2000 mg u 1 838 n
nnaucbo. CpenHara npOIBDKMTENHOCT Ha JieueHHeTo € 6una 45 ceomuum. Heske
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Peakuyi ca JepUHHUpaHH KaTo chOMTHA, KOMTO BB3HMKBAT NMpH Hali-Manko 1% or npuemainure 6o3eHTaH
NaUuHEHTH H ¢ yectoTa NoHe 0,5% no-ronama or Tasn Ha npdeMauiure mianedo nauwedtu. Hafi-yecTure
HeXeNlaHH JICKApCTBECHH peakiluH ca riasobonue (11,5%), otok/3aapexka Ha TeunocTH (13,2%), aGHOpMHHM
H3CAeABaHUA 3a YepHOoApoOHa pyHkunsa (10,9%) 1 aHeMHUa/MOHKEH XeMornoouH (9,9%).

Jleuenneto ¢ OoseHtaH e Omno CBBP3aHO C JO303aBUCMMO TMOBHLUABAHE Ha UYEPHOAPOBHHTE
aMHHOTpaHCcGepa3H U NMOHIKABAHE HA KOHLIEHTpaLMATa Ha XeMornobuHa (BK. Touka 4.4).

HexxenannTte nexkapcTBeHM peakuud, Habmoxapand B 20 mnaue6o KOHTPOIMpPAHM HpPOYYBaHHS H B
MOCTMAPKETHHIOBHA OITHT ¢ D03€HTAH Ca CTENEHyBaHH MO YECTOTA, KATO € H3MOJI3BaHA ClIeAHATAa KOHBEHLIUS,
MHOro yectH (>1/10); yectu (= 1/100 no < 1/10); Hewectu ( = 1/1 000 oo < 1/100); peaxu (> 1/10 000 no <
1/1 000); muoro peaxu (< 1/10 000); ¢ Hen3BecTHa HecTOTa (OT HATMYHUTE JAHHH HE MOXe 114 6bJl¢ HanpaBeHa
OLICHKa).

BbB BCAKO rpyndpaHe B 3aBUCHMOCT OT YECTOTAaTa, HEeXEeNaHHWTe JIEKAPCTBEHM peakuuu ce H3bpossaTr B
HU3XOAAL PeA MO OTHOLUEHHE Ha TAXHATA CepHO3HOCT. He ca HabniofaBaHH KMWHUYHO 3HAYMMH Pa3/IHKU B
HEXETAHHTE JICKApCTBEHH peakumy MExXIy obilata 6a3a naHHH H ON0OPEHHTE MOKA3AHHUS.

CHCTeMO-OprasHeH Kaac YecToTa Hexenanu peaknun
HapyiueHusa Ha xpbBTa U YectH IAHEMHS, MOHWKEH XeMOTrJIOOHH (BX. TOuKa 4.4)
nuMQHaTa CHCTEMA C HeM3pecTHa AHeMHs WIH NTOHWXKABaHE HA XEMOTIO0OMHA, KOeTO
4yecToTa NOHAKOTra Hajlara npeuBaHe Ha YepBeHH KPBBHU
KJIETKH'
HeuecTy TpomGouuroneuus’
Heuectu Heytponenus, feBkoneHus’
HapywmeHus Ha UMyHHAaTa YectH Peakuyu Ha CBPBEXYYBCTBUTENHOCT (BIUIHOYBAIIH
cHCTEMA JepPMaTHT, CbpOek HITH 00pHB)°
Penku AHadHNaKcHa Wity aHrnoenem’
Hapyenus #a HepBHaTa MHOro yectu I'nasoBonue’
CHCTEMa YecTH Cunkon'-?
CbpreuHu HapylieHHs YecTH [lannurauuu'-*
CbaoBH HapyIICHHAA YecTu JauepBaBaHe
Yectu Xunotoxua':*
PecniupaTOpHH, rpbAHH U Yectu Hazanna xourectus’
MEMACTHHAIHU HapyHIeHHs
CToMawHO-YpeBHH YecTH ["acrpoesodareanta pedurykcHa donecr
HapyIeHHd Jnapus
Xenaro-OunuapHu MHoOro yectu ABGHOPMHH YepHOAPOOHHU (PYHKIIMOHAIHH TECTOBE
HapyLIeHHA (BX. TOuKa 4.4)
Heuectn [ToBumuenyu amMmuHOTpaHcdepa3H, CBEP3aHH C XENAaTHT
(BRIIIOYMTENHO BB3MOXKHO 000CTpsAHE Ha MO IeKaIl
XEMAaTHT) WHIH XBeaTeHUua' (BX. Touka 4.4)
Penku [{#po3a Ha uepHua Apob, yepHOAPOOHA
HEJIOCTATHLYHOCT', ABTOUMYHEH XEHATHT
Hapyiuenus Ha Koxkara u Yectu Epurem
[IOAKOKHATa ThKaH
O6un HapyeHus U eekTH | MHOro yectu OTOK, 33pBXKKA HA TEUHOCTH’
Ha MJICTOTO Ha NPHJIOKEHHUE
HapyuieHHus Ha OKOTO C HEM3BECTHA 3aMBIJIEHO 3peHue
YeCTOTA
! Manun, MOMY4EHH OT MOCTMAPKETHHIOBUSA OMKUT, YECTOTHUTE C& OCHOBABAT HA CTATHCTHYECKOTO MOJENUpaHe Hﬂ’-ﬂ,nmﬁﬂ fig R
KOHTPOMKPAHH AAHHHU OT KJIMHHHYHO NPOY4BaHe. t‘" ----- *’%* :
?PeakumH Ha CBPBX4YBCTBUTENHOCT Ca Chobmenu npx 9,9% ot nauneHTHTE ¢ GodenTtan m npH 9,1% ot n €0 ‘}'. |

*I'nasoGonue e chobweHo npu 11,5% ot naunenrnre ¢ 6ozenrad ¥ npy 9,8% oT nauunenTure ¢ rnauedo
*Tesn Bugose peakliiH ChIO MOXKE A ¢& CBBP3aHy ¢ roAnexanio 3adonapane,
*OTOK HIIM 3a0pBXKa HA TEYHOCTH € ChobIleH npu 13,2% ot nauneHTure ¢ 6o3eHTan ¥ mpu 10,9% ot i
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B mocT-MapkeTHHIroBHsA NMEPHOA ca ChOOLIEHH peaKH cIyvyan Ha HeoDACHHMA LMpOo3a Ha YepHus apob ciefn
NPOABIDKHUTEIHO JICYSHHE ¢ DO3EHTAH NPH NMALMEHTH ¢ MHOMKECTBO ChITBTCTBALM 3a60NIBaHHA H TEPAIKH C
NIeKapCTBeHH cpeacTBa. FiMa ¢biio peakd chodlieHHsA 3a 4YEepHOApPOOHA HEAOCTATHYHOCT H aBTOMMYHEH
XEMAaTHT C JATEHTHOCT OT HAKOJNKO Meceua OO0 IoguHu. Tesu CpolueHHAs MOACHABAT 3HAYCHHETO HAa
CTPHKTHOTO CMa3BaHe Ha €XXeMECEYHOTO NpOocCieiiBaHe Ha YEPHOAPOOHUTE PYHKLMU, JOKATO TPAE JICYEHHETO
¢ 6o3enTaH (BXK. Touka 4.4)

[leguaTpuyHa nomynanus

Hexonmponuparu xaunuynu npoyyeanus Npu neOuampuiiy NayueHmy

[IpopuasT Ha 6€30MaCHOCT NPH MBPBOTO OTBOPEHO HEKOHTPOJIKPAHO NEJHUATPHYHO NPOYUBAHE IPOBEACHO C
¢unmupann rabnerkn (BREATHE-3: n = 19, meauana Ha Bb3pactra 10 rogunn [auanazon 3-15 rOAUHHU],
Ooszentan 2 mg/kg nBa MBTH AHEBHO; NMPOLB/DKMTENHOCT Ha neyeHne 12 ceaMMuUH) e nogobeH Ha TO3M,
HaOmoAaBaH 1IpH OCHOBHH MPOYYBaHUs NMpH Bb3pacTHH nauneHTH ¢ BAX. [Ipy BREATHE-3, uaii-uecture
HEXEMaHH peakUMH ca 3aucpeaBane (21%), rnaBodonue U abHOPMHH HepHOOPOOHH GYHKIHOHANHH TECTOBE
(16% BCaka).

COopeH aHanu3 Ha HEKOHTPOJMPAHH MEANATPHUHH MPOY4YBAHUA, NpoBeAeHu npu BAX ¢ Gosexran 32 mg
nucneprapaum ce Tabnerku (FUTURE 1/2, FUTURE 3/TIpoxsmkenue) skmousa o6wo 100 gena nexysaHu
¢ Oosenrad 2 mg/kg nBa meTH AHeBHO (n = 33), 2 mg/kg Tpu nbru axnesHO (n = 31), win 4 mg/kg nBa nbTH
JHeBHO (n = 36). [Ipu BnOUBaHETO, lIEeCTHMA MALMEHTH ca OWIW HA BB3pacT Mexay 3 Meceua U | roauHa,
15 meua ca OunM Ha BB3pacT MexAy | u noa 2 roauHy M 79 ca GUNH Ha BB3pacT MeXAY 2 U 12 roguuH.
MeanaHaTa Ha NPOABLJKMTEIHOCT Ha neueHHe € 6una 71,8 ceamuum (ananasox 0,4-258 ceamuun).

IlpodursT Ha GesonacHoCT NpH TO3M cOOpeH aHANU3 Ha HEKOHTPOJAMpAHH MEAMATPUYHH MPOYYBAHHS €
nonofex Ha To3H, HabmonaBaH MPY OCHOBHHUTE U3NHUTBAHUS NPH BH3PaCTHH nauMeHTH ¢ BAX, ¢ uakmouenue
Ha HHQEKUMHTE, KOMTO c& ChOOLIEHM MO-4eCTO, OTKONKOTO NpH BB3pacTHHTE (69,0% copamo 41,3%).
Paznukata B 4eCcTOTaTa Ha WHQPEKUMHTE MOXE OTYACTH Ja C€ JB/DKM Ha MO-TO/IIMATa MEAMAaHa Ha
MPOAB/DKUTEIIHOCT HA CKCIIO3WLMATA B MEAHATPHYHATA rpyna (Meauana 71,8 ceaMMuM) B CpaBHEHHE C
BB3pacTHHTE (MeauaHa 17,4 ceamuuu). Haii-uecTute HexkenaHu cbOMTHS ca MHOEKUMM HA TODHHUTE
auxarenHy nmerawa (25%), 6enoapobHa (aprepranna) xuneproHus (20%), Hasobapuurut (17%), nHpekcus
(15%), nosprinane (13%), Gponxur (10%), kopemHa Sonka (10%) u auapus (10%). Hama 3HauuMa pasnuka
B YECTOTATa HA HEXKEJIAHUTE CHOMUTHS NPH NALMEHTHUTE Ha/ M NMOJ 2 FroAMIUHA Bb3pacT; ToBa obaue ce GasHpa
caM0 Ha 21 aena noa 2 roAMHH, BKIKOYKTENTHO 6 nanHeHTH Mexny 3 mecena ¥ 1 roauna. Hexxenanu ¢cnouTHS

Ha 4¢pHOAPOOHH HapylleHHs ¥ aHEeMHA/HaManeH XeMOrNOOMH ca HACTBNWIAM CHOTBETHO NMpH 9% M 5% ot
MALMEHTHTE.

[Ipy paHaomMH3MpaHo naaLebo-KOHTPONTMpPaHO Npoy4BaHe, nposeaeHo npH nauueHtH ¢ IIBXH (FUTURE-4),
obuo 13 HoBOpOAeHH ca OMNTH NEKYBaHH ¢ JUCNIEPryUpaliM ce Tabnetku 6o3eHTaH ¢ fo3a 2 mg/kg OBa MbTH
OHeBHO (8 nmauMeHTH ca 6MnM Ha raue6o). MemuaHara Ha NpOAB/DKUTENHOCT Ha JIEYEHHE ¢ 0o3eraH H
wauedo e 6wia, croTBeTHO, 4,5 AHK (awnanaszon 0,5-10,0 ouu) u 4,0 auu (quanason 2,5-6,5 auu). Haii-
YECTHTE HEXKENaHNU ChOHTHSA MPH MaLMEeHTH, IeKyBaHH ¢ 603eHTaH H rutauebo, ca GHTH ChOTBETHO aHeMUS HITH
HaMaJleH XeMorJIoOMH (7 M 2 mauueHTH), reHepanusupaH efeMm (3 u 0 nauWeHTu) ¥ noepomade (2 u 0
MAaUHeHTH).

JlabopaTOpHH OTKIOHEHHS

Omxnonenus 8 YepHoOpobrume U3Cneo8anus

[lo Bpeme Ha KTMHHYHATA NpOrpaMa, 10303aBHCHMHTE IOBMILCHHS HA YepHOAPOOHHTE aMHHOTpaHchepasu
KaTO UAJIO Ca Bb3HHKBAJIH NPE3 MMbPBUTE 26 CEAMHULIM OT JIeYEHHETO, 0OOMKHOBEHO Ca Ce Pa3BUBAJIA TIOCTONEHHO
U ca OwiH rnaBHO acMMITOMHH. [T0 BpeMe Ha NMOCT-MapKETHHIOBHS MEPHOL €A cwﬁmerm pemm cqua;i Hﬂ

LHpo3a H YyepHOIpOOHa HEAOCTATHYHOC., /,: S I . A
AN 1o " N
; ’:"‘. hi.{'ﬂ" l& : \ Lﬁ; 'ﬁ
MexaHH3MbT Ha TO3H CTPaHH4YeH edekT € HesceH. Te3H NOBUILEHHS HAa AMHHOTpaHd a('ﬁ‘rre “Mbrh'c gat:! cé' ]
NpPeonoIeAT CMIOHTAHHO NPH MNPOAB/IXKAaBaHE Ha JICYEHHETO C NMOAALPKaLua J03a 603e QJ;L‘Q;H;_‘_ 157 ﬂﬂaﬂe :

Ha [03aTa, HO MOXe 1a C& HaJIOXKH MpeKbCBaHe WIIH CIIMpaHe Ha JeYyeHHeTO (BXK. TOUKA ¥
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B 20-re ofeauHenn nnane6o-koHTpoaupanu NPOYYBaHHA, MOBHIUABAHE HAa  4YepHOAPOOHUTE
aMHHOTpaHC(epasK > 3 X ropHaTa rpaHuua Ha HOpMATa (ITH) e nabmonasano npw 11,2% ot npuematguTe
003eHTaH NaUMeHTH, B cpaBHeHue ¢ 2,4% oT fpueMalnuTe nnauebo naumeHtH. Ioumaeane no > 8 x [TH e
HaOmonasaHo npu 3,6% OT nanueHTHTE, JeKyBaHH ¢ 0o3eHTaH u 0,4% or npHemalTe M1aLe6o NalHedTy.
[losuiaraneTo Ha aMuHOTpaHChepazuTe e GHITO CBBP3aHO C noBHIIaBaHe Ha OwMHMpyGuHa (> 2 x [TH) Ge3
JaHHW 3a OWnnapHa ofcTpykums mpu 0,2% (5 maumenTH) npuemaily 6osentrad u 0,3% (6 mauuenTH)
npHeMalH niauedbo.

[Ipu c6oprua ananmu3 Ha 100 neua ¢ BAX ot HEKOHTPOJIHPAHHTE neaAuaTprUyHH npoyusaHus FUTURE 1/2 u
FUTURE 3/Tlpoasmkenue ca HabGmoaaBaHH NOBULIEHM YepHORPOOHHU aMuHOTpaHChepasu > 3 x [TH npH
2% OT nauMeHTHTeE.

IIpu npoy4yeanero FUTURE-4, sxmousamo 13 HoBoponenu ¢ IbXH, nexysanu ¢ Gosenran 2 mg/kg nma
fISTH QHEBHO 3a mno-manko oTr 10 aum (muanazon 0,5-10,0 auu), Hama CjlydaH Ha 4epHOAPOoOHHM
amuHoTpaHcthepasu > 3 X I'TH no Bpeme Ha nevenuero, Ho emuH CJTy4aH Ha XEMATHT € HACTBITHI 3 HH cliel
Kpas Ha JIeYeHHETO ¢ 603eHTaH.

Xemoz2nobun

I1pu wiaue6o-koHTpoAHpaHy NpoyuBaHHd npu BBb3PAaCTHH, MOHWKABAHE HA KOHLIEHTPALMATA Ha XeMOTJI06MHa
nog 10 g/dl or HauanoTo Ha npoyuBaHeTo € ChoBIIEHO rnpu 8,0% oT npueMaluurTe 603eHTAH NALKMEHTH U TIpH
3,9% ot npuemainuTe wiaueo nauueHTH (BX. TouKa 4.4).

I1Ipu cOopHus aHanu3 na 100 zeua ¢ BAX ot HCKOHTPOIHpaHHUTE neanaTpHyHu npoyusaHua FUTURE 1/2 u
FUTURE 3/TIponsiokeHrue, € cho6LIeHO MOHIDKABAHE Ha KOHUEHTpALIUATA Ha XeMOITOOHHA Ha H3XOMHO HUBO
fo nox 10 g/dl npu 10,0% ot nauwenrure. He e uMano nonmxasane noxa 8 g/dl.

[Ipu npoyusanero FUTURE-4, 6 ot 13 neKyBaHH ¢ 603eHTaH HoBopoaeHH ¢ [IBXH ca NOJIYYWIH NOHWXABAHE

Ha XEMOTNIOOHHA OT pe)ePEeHTHHUA JUAIa30H Ha H3XOAHO HHBO O MO NOAHATA rPaHHLIA HA HOPMATA IO BPEME
HA JIEYEHHETO.

CrobmasaHe Ha NMOJO3HPAHH HEXKENIAHH PEAKLIHH

Cpo0aBaHeT0 Ha MOMO3MPaHH HEXKENAHH PeaKkuMH CICA paspelnaBaHe 3a ynorpeba Ha nekapcTBeHHS
MPOAYKT € BakHO. ToBa MmoO3BO/IABA Ja MPOARMKH HAGMIONEHHETO HA CHOTHOLIEHHETO NON3a/PUCK 34
JICKAPCTBEHUA MPOAYKT. OT MEAMUMHCKHTE CIIEUHANMCTH Ce M3HCKBA a ChOOGLIABAT BCAKA [ToA03HpaHa
HEXCJIaHa peaKLHUg Ype3 HallHOHAJIHATA CHCTEMA 34 ¢hobLIaBaune:

N3nsnnuTenna areHuus no nexapcreara
ya. ,Jamsan ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenosunpane

bosentan e npunaran B eauHHuHa no3a mo 2400 Mg NpH 34paBH MHIWBHIAH M Ao 2000 mg Ha neH B
NPOAB/UKEHHE Ha 2 MeceLld NpH MalHeHTH Che 3ab0MsBaHe, pasiMuHO OT GenonpobHa xunepronus. Haii-
HeCTATa HEKETaHa JIeKapCTBeHA peakiius e 6unia riapobonue ¢ jieka 10 yMepeHa MHTEeH3HBHOCT.

I'onamoTo npenosHpaHe Moxke 1a ZOBEJE A0 CHITHO H3pa3cHa XUIIOTOHHA, H3UCKBAILLA NOIIBPKALUH MEPKH 3a
CbPIOCHHOCHAOBATA CHCTEMa. B nocTMapkeTHHrosus nepuon, ce chob1aBa 3a eHH ciryyait Ha Npeno3upane
¢ 10 000 mg Gosentan, npuer ot eaun roHowa. Tol € MMa CHMIITOMH Ha rajeHe, NoBpPhH ﬁiedmw%m,x
BHCHE HA CBAT, IOTEHE, 3aMBINICHO BHXKAaHe. Bb3cTaHoBMI ce € HanmiaHO cien 2 Ye¢ '(}.Mgghq |\

HOAABPKAHE HAa KPBBHOTO HanAraxe. 3abenesxka: 603€HTaH He ce OTCTPaHABa Upe3 XeMyIuE : |
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5. ®APMAKOJOTHYHY CBOMCTBA

3.1 <(PapmakoaHHAMHYHE CBONCTEA

DapmakoTepaneBTHYHA rpyna: Jpyru aHTHXHNEPTeH3UBHH Nekapetea, ATC koa; CO2KX01

MexaHH3LM Ha aeicTBHE

bo3zeHTaH e nBOCH eHpOTENHH peuenTopeH aHTaroHHCT (EPA) ¢ abMHHTET KAKTO KbM EHIOTEIHH A, Taka H
kbM B (ETa u ETg) peuenrropure. BozeHTan HamansBa kakTo 6enoapoGHOTO, Taka W CHCTEMHOTO CHOOBO
ChbAPOTHBJICHHE, KOETO BOOH O MOBHIICH ChpAeYeH AeOHT, 6e3 fa ce noBHIaBa CLpAECYHATA YECTOTA.

HeBpoxopMoHBT eHroTenuH-1 (ET-1) e eanH OT Hali-MOLLMKTE H3BECTHH BA30KOHCTPHKTOpU. ToH MOxe Aa
foBene no ¢pudbposa, kierbuHa nponudepaund, ChpAeuHa XHNEPTPOodHA M peMOLENHpaHe, KATO Moxe Aa
NPHYHHHU H Be3NaneHue. Te3u edexTH ce ocwlIeCTBABAT MOCPEACTBOM CBBLP3BAHETO HA €HIOTeNHHA ¢ ETa U
ETs peuenropure, pasnonoxeHH B KIETKMTE HAa €HAOTEIHYMAa M NAfKaTa MYCKYJIaTypa Ha CBbIOBETE.
Konuenrpauuure Ha ET-1 B ToKaHHTE U NZIa3MaTa ce MOBUILABAT NIPH HAKOH ChPAEYHOCHAOBH pPa3CTpOKCTBa
H 3300/11BaHNA Ha CbeAMHHTENIHATA ThKaH, B ToBa 4ucio BAX, ckieponepMus, octpa 1 XPOHHYHA ChpIEYHA
HENOCTATBYHOCT, HCXEMHA Ha MHOKapAa, CHCTEMHA XHIEPTOHHA M aTepOCKIepO3a, KOETO NpPERnoara
naroreHHata pois Ha ET-1 npu Te3u 3a6onsasanua. [lpu BAX u cbhpaeuHa HEJOCTATEYHOCT, B OTCHCTBUETO
Ha CHIOTCIHMH PELENTOpeH aHTarOHW3bM, MOBHLIEHHTE KOHUueHTpauud Ha ET-1 ca cunHO cBBp3aHM ¢
TEXECTTA U TIPOTHO3aTa Ha Te3H 3a00/1aBaHM.

boseHTaH Ce KOHKypHpa 3a cBbp3BaHeTo ¢ ET-1 u apyrure ET nenTHam, xakto 3a ETa, Taka u 3a ETg
PELENTOPHTE, ¢ MAIKO NO-BUCOK aduuuTeT 3a ETA penerrropure (Ki= 4,143 HanoMona), oTkokoTo 3a ETs
peuenropure (Ki= 38-730 nanomona). Bosenran e cneunduuen avraroudct Ha ET PELIENTOPHTE H HE Ce
CBBP3Ba C APYrH PELIEITTOPH.

EdukacHocT

Kusomuncrxu mooenu

B kHBOTHHCKM Mopenu Ha GenoapobGHa XHMNEPTOHHA, XPOHHYHOTO NEpOPaTHO NPUIOXKEHHE Ha O03eHTaH
HamansaBa 6e10apo6GHOTO CHAOBO CHIIPOTHBIICHHE M AaBa 0BpaTeH Xox Ha XureprpodpusaTa Ha GenoapoCHuTe
CBAOBE H JUICHAaTa KaMepa Ha CbpueTo. B xuBoTHHCKH Moaenun Ha GenoapoGHa ¢ubpo3a, 6o3eHTaH HaMasBa
OTNIAaraHeTO Ha KoJareH B fennte apoboBe.

Edpuxacnocm npu ev3pacmuu nayuenmu ¢ 6eno00pobra apmepuania Xunepmonus

[1poBenenu ca aBe paHAOMH3HPaHH, ABOUHO-CIIETNH, My/ITHLEHTPOBH, ILTaLE50 KOHTPOJIMPAHHA NPOYUBAHHS C
32 (npoyusane AC-052-351) u 213 (npoyusane AC-052-352 [(BREATHE-1]) Bp3pacTeu nauuent ¢ BAX
HI-1V dynxunonanen xnac no C30 (mbpeuuna 6GenoapobHa XMNEpPTOHHS WM benonpobua xunepronus,
BTOpH'Ha INIABHO Ha cKkilepoAepMun). Cien 4 ceaMuLH Ha 6o3eHTaH 62,5 mg ABa ITbTH JHEBHO, H3C/1eABAHATA
MOAABPKALLA 1032 NPH TE3H NpoyuBaHHaA € 125 mg aBa muTH gHeBHO npu AC-052-351, 125 mg aBa moTH
AHEBHO H 250 mg apa nmeTH AHeBHO npu AC-052-352.

bo3senraH e nobaseH KbM TekyInaTa Tepanys Ha MaLMEHTHTE, KOATO 61 MOI/IA 43 BKIIOYEA KOMOHHALUA OT
AHTHKOAry/laHTH, Ba30AUNATATOPH (HanpuMep, O0KEpH Ha KaJIMEBUTE KAaHANH), DUy PETHLIM, KHCJIOPOA U
AUTOKCHH, HO HE H enonpocTeHon. KonTponara e nnaue6o mnioc Tekyilara Tepanus.

[TepBuyHaTa KpaiiHa TOYKA B Kpas Ha BCAKO MPOYYBAHE € NPOMAHATA B M3MHHATOTO pa3cTosaHue cien 6-
MHHYTHO XOA€He Ha 12-Ta CeAMHULA NPH MEPBOTO APOyYBaHe M Ha 16-Ta ceqMHLA npH BTOPOTO MPOYYBAHe.
M npw psete npoyuBaHMA, JieueHMETO ¢ GO3€HTaH BOAH OO 3HAUMTETHO HOBHHI&B/?;HC:E{%-‘;&[% KHA
Kanauurer. Iliane60-kopurupaHoTo yseauyaBaHe Ha H3MMHATOTO Pa3CTOSHHE B C HéHpe-© Ha!@io:ro._p
CHOTBETHO 76 MeTpa (p = 0,02; t-Tect) u 44 Metpa (p = 0,0002; Mann-Whitney U te lga’%a HYHA

TOYKA B Kpas Ha BCAKO NpoyyBaHe. Pasnukute Mexay Asete rpymH, 125 mg isa mjre Ha aeR #°250 m Ti8a
“'-'._Z-_ '---.. ] A |
[TETH Ha JICH, HE Ca CTATHCTHYECKH 3HAYHMH, HO MMa TEeHAECHUHUSA KBM NoJo0psBaHe é}l SHISCKIA KOMIALMTET
B rpynara, npuemaita 250 mg nBa MpTH JHEBHO. Vo VB RERRT T
ﬂ;i’:;:“--. ) N HP_LH":
14 NGl




[TonoGpenneTo B H3MHHATOTO PA3CTOAHHE CE YCTAHOBABA CIeH 4 CeIMULIM JIEHEHHE, CTABA ChBCEM ABHO CIel
8 CEAMHLH JICYEHHE H C€ MOANBPXKA A0 28-Ta ceAMHLIA NPH ABOUHO-CIANIOTO fICYEHHE B €1HA noarpyna ort
NOMyalMATa Ha NALMCHTHTE.

B peTpocreKTHBEH aHAIIH3 Ha PECIOHACHTHUTE, Bb3 OCHOBA Ha NPOMEHHTE B H3MHHATOTO Pa3CTOAHUE,
byHKUHOHANHKA Ki1ac no C30 u nucnHesTa npy 95 nauyenTa, paHAOMH3UPaHH Ha 6o3eHTaH 125 mg ABa ITHTH
AHEBHO B IUTaled0 KOHTPONHPAHHTE NPOYYBAHUs, € YCTAHOBEHO, e Ha 8-Ta ceaAMULUA 66 MALMEHTH ca UMATIH
nonobpenue, 22 ca 6w crabunusupanu U 7 ca ce Bnomwwm. Ot 22-Ta nalHeHTH, cTabMTH3HpaHy Ha 8-Ta
CeAMHIIA, 6 ca uMany noaodpeHHe Ha 12/16-Ta cegMHLIA K 4 ca Ce BIOLIWIH, B CpaBHEHHE ¢ Ha4anoTo. Ot 7
MALHEHTH, KOUTO ca OWIK BIOWEHH Ha 8-Ta ceamuua, 3 ca ce noxobpwiu Ha 12/16-Ta ceamuua 4 4 ca ce
BJIOLIIMNH, B CPABHEHHE ¢ HAYAJIOTO.

CaMo B ITbPBOTO NPOYHYBAHE € MPABEHA OLICHKA HA UHBA3UBHHUTE XeMOIHHAMMYHH napamerpu. JleyeHnero ¢
GO3eHTaH e MOBENO [0 3HAYMTEAHO YBENHUYaBaHE HA CHLPACUHHS WHAEKC, CBBP3aHO CBhC 3HAUMTENHO
HamaJsBaHe Ha 0enoapoGHOTO apTepHATHO HamAraHe, 6ea0APOBHOTO CHAOBO CHIIPOTHBIEHHE H CPEAHOTO
HAJIATaHE B JACHOTO NpeACHpIHE.

Hpwn neuenuero ¢ Go3eHTaH ¢ HaGmogasaHa peaykuHa B cHMITToMarHkaTa Ha BAX. MscrensaHero Ha
AMCIIHEATA MO BPEME Ha TECTOBETE ¢ XOMEHE Moka3pa nNoAobpeHne NpH npueMaluMTe 603eHTaH NauHeHTH. B
HayanoTo Ha npoyusaHe AC-052-352, 92% or 213 nauventu ca ¢ ¢yHkumoHaneH kiac III, cnopen
knacnuxaunara Ha C30 u 8% ca ¢ pyHxumoHaneH xnac V. Jleuenuero ¢ 603eHTaH BOOH A0 noxoOpaBane
Ha pyHkumonanHus knac no C30 npH 42,4% OT MAaUMEHTHTE (rutauebo 30,4%). Kato usano, npoMeHuTe BHB
byskunonanaua knac no C30 no BpeMe Ha [BETE MPOYUBAHHS C2 3HAYUTEITHO no-nodpu npu npHeMaiuTe
0O3eHTaH NaUKEHTH, B CPaBHEHHE ¢ MpHeMamuTe Uiaue6o nauueHTH. JleueHHeTo ¢ 603eHTaH ce CBBbP3Ba CbC
SHAYHTCTHO HaMaiBaHe CTENMEHTa Ha KIHHHYHOTO BAOLLABaHe, B CpaBHeHHE ¢ mutaue6o, Ha 28-Ta ceaqMHIa
(10,7% cpewy 37,1%, cvotBeTHO; p = 0,0015).

[Ipu panpomusupaHo, ABOHHO-CNANG, MHOFOLEHTPOBO, IUIaLedo KOHTpONMHpaHOo mnpoyusaHe (AC-052-364
[EARLY]), 185 naumentu c Genoapobua aprepuanHa XMNepTOHuUs pyukumonanen knac I no C30 (cpenHo
435 MeTpa, H3MHHATH 332 6 MMHYTH Ha M3XOOHO HHBO) ca npueMatH 0o3eHTaH 62,5 mg ABa TbTH AHEBHO B
NPpOABIDKEHHE HA 4 CEAMHLH, CJ1e]] KOETO ca MPEeMHHAH Ha 125 mg aBa neTH areBHO (n = 93) Wiy wiane6o
(n = 92) B npoabmkeHne Ha 6 mecela. BriioueHuTe nauueHTH ¢ GenoapoGHa apTepyasiHa XUNEPTOHHA Ca
OnnH HenekyBanu (n = 156) WM ca 6MNM HA MOCTOSHHA AO3a cunaenapun (n = 29). ITspBUUHHUTE CHCTABHH
KpaHHH TOUKH Ca MPOUEHTHHTE MPOMEHH OT UZXOAHO HUBO Ha 6€I0APOGHOTO CHAOBO cenpoTtHBacHUe (bCC)
H NMpOMAHATA CIIPAMO H3XOAHOTO HMBO HA H3MHHATO Pa3CTOAHHE 32 6 MUHYTH HA LIECTHA MECEL, CPABHEHH C
niaue6o. Tabnuuara no-a0iTy HAIOCTPHPA AHAIK3A HA NPEABAPHTENHO ONPENEIIeHHUS IPOTOKOI.

BCC (dyn.sec/em?) Xonene 6 munyTn, Pascronune (m)
[Inanebo (n =88) | bosenran (n=§0) [Inaue6o (n=91) | BoseHraH (n=86)
H3xonHo HUBO 802 (365) 851 (535) 431 (92) 443 (83)
(BL); cpeaso (SD)
[IpoMsaua cnipamo 128 (465) -69 (475) -8 (79) 11 (74)
BL; cpeano SD
EdexT ot neueHue -22,6% 19
95% nmosepurenHa -34, -10 -4, 42
rpaHHua
| p-CTOHHOCT <0,0001 0,0758

bCC= benoapobHo cb10BO chNpoTHBIEHHE; SD = CTAHIapPTHO OTKIOHEHHE.

JleueHHeTo ¢ Go3eHTaH ce CBBP3Ba C HAMAIEHHE HA YECTOTATA HA KIHHHYHO BJIOLIABAHE, OTIPEAENEHO KATO
CBHCTaBEHO OT MPOrpeCHsl HA CHMIITOMHTE, XOCTIMTATH3aUuA nopangH BAX u cMBpT, B ¢ H |
(MponopuHoHANHO HamaneHue Ha pucka 77%, 95% noeepureneH uxrepsan [JJHU] 2 n;%‘?ﬂlﬂ_ﬂa 5114).
EgexTsT OT sieveHHeTo € npocaeaeH upes nofoGpeHHe B KOMIOHEHTHTE Ha Tp pecust ﬁ@ﬁg_ﬂﬁﬁﬂme.
HaGnronaBanu ca eiHa xocnuranMsaums, Jb/DKAlIA e HA BIOLWIaBaHe Ha BA E“ r{;ﬂmﬁé-bﬁﬁy’gaﬁi C
Go3eHTaH, U TPH XOCIMTANM3ALUM B rpynaTa Ha nuiaue6o. [IpH Besaka rpyna Ha Jjie e@x&:&u&ﬁm&g&mn éNvH
C/Tyual Ha CMBPT Npe3 WECTTe MeCeLa Ha ABOAHHO-CIIeNH NEPHOA Ha TIPOYYBaH ,glépamiom HE MOXe

3
1a Ce HaMpaBH 3aK/IIOUEHHE 33 NPEXUBAEMOCTTA. W
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e
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HAbiarocpo4ynu qaHHH ca cbOpaHu oT Becuuku 173 nauMeHTH, KOMTO ¢a JIKyBaHH ¢ 603¢HTaH B KOHTPOJIHpaHaTa
¢a3a W/ HIH ca NPEMHUHANH 0T ru1aledo Ha 003¢HTaH Mo BpeMe Ha OTBOPEHOTO NPOABIDKEHHE HA MPOYYBAHETO
EARLY. CpenHara npoAB/DKHTENHOCT Ha €KCMO3HLIMA HA jietdeHue ¢ 603¢eHTaH ¢ 6una 3,6 £+ 1,8 roaunu (o
6,1 rogunn), kKato 73% OT NAUMEHTHTE Ca NEKYBAHHW HAH-MAanko 3 roavHH H 62% - Hali-Manko 4 roauHH.
[TaumenTuTe OMxa MOIIM Aa MONMyvyaT AONBLJIHUTENHO JieueHHe 3a BAX, KakTo ce H3HCKBA B OTBOPEHOTO
NpoabIKEHUE Ha nmMpoyuBaHeTo. [1o-roasaMara yact oT NauMeHTUTE ca AMATrHOCTHIIMPAHH ¢ HOHOMATHYHA HIIH
HacneacTseHa bAX (61%). Kato uano, 78% ot nauuenTure ca npoabmxunu ¢ dyHkunoRaneH kiaac 1l ciopen
knacudpuxanuara Ha C30. Ouenkure Ha Kaplan-Meier 32 npexuBaeMocT ca ¢hoTBETHO 90% 1 85% Ha 3™
4==roAHHA OT 3aMno4YBaHE Ha JieYeHueTo. B culunTe BpeMesn TOUkH, 88% u 79% or naumeHTHTE NpOAB/IDKHAHN
Oe3 miomaBaHe Ha bAX (onpeneneHo Kato CMBPT, NO BCAKAKBA MPHYHHA, TPAHCIUIAHTALMg Ha Oan apod,
aTpHaiHa CENTOCTOMHA WIH 3alO4YBaHE Ha HMHTPABCHO3HO WIH INOAKOXKHO [IPOCTAHOHAHO JIYEHHE).
CpaBHUTEIHHAT NPHHOC HA TIPEAXOXAALIOTO JiedeHHe ¢ Iunauebo B ABoiiHO-cafnara ¢aza M Ha ApYyru
JIEKapCTBa, 3aMI0YHATH 10 BpeMe Ha (a3aTa Ha OTBOPEHO NPOABJDKEHHUE Ha NPOYYBAHETO, HE € H3BECTEH.

B npocnekTHBHO, MYITHLEHTPOBO, PaHAOMM3HUPAHO, ABOHHO-CIANO, Mnaauebo KOHTPOAUpAHO MPOYUBAHE
(AC-052-405 [BREATHE-5]) nauuenture ¢ BAX, ¢pynkuwonaned xnac Il mo C30 n ¢usuonmorus Ha
AN3eHMeHrep, CBbp3aHa ¢ BpOACHO ChpaeyHO 3abongpaHe, ca npHeManu 6o3eHtad 62,5 mg ABa MeTH JHEBHO
3a 4 ceaMuuM, cnea koero 125 mg aea mbTH OHEBHO 3a owe 12 ceamuu (n = 37, ot kourto 31 ca umanu
NpeAUMHO JACHO-JSIB ABYNocoder WHHT). OCHOBHATA UEN € Ja ce JoKaxke, ye Oo3eHTaH HE BJIOLIABA
xunoxkcemudara. Cien 16 cegmuny, B rpynara Ha 603¢HTaH cpeaHaTa KHCIOPOIHA CaTypalts ce € MOBHIIWIA
¢ 1,0% (95% CI - 0,7%- 2,8%), B cpaBHeHHe ¢ rpynara Ha ruauebo (n = 17 nammeHTH), KOETO NMOKA3Ba, Ye
Oo3eHTaH He BioOwWaBa XurokcemusTa. CpeaHoro OenoapobHO CHAOBO CEBOPOTHBIAECHHE € HAMAIEHO
3HAYUTENHO B rpynara Ha 603eHTaH (karo npeobnagasaiuaT edekT € HabnoaaBaH B CyOrpynaTa OT NaLUEHTH
C ABOHHO HA4co4YBalWl HWHTpakapavaieH IIeHT). Cnen 16 ceaMuud, CpegHOTO IUIaLe00-KOPHTHPaHO
MOBHUIABaHE Ha U3MHHATOTO Pa3CTOAHHE ¢ XoAcHE 3a 6 MHUHYTH € 53 merpa (p = 0,0079), koeTo nokasea
MoAOOpABAHE HA KANAUMTETA 3a yNpakHeHudA. J[BajeceT H LIECT MALMEHTH ¢a MPOAL/DKHIM Aa NONy4YasaT
Oo3eHTan no BpeMe Ha 24-cenmuuHata ¢aza Ha oTBOpeHO npoab/vkeHHe (AC-052-409) Ha npoyusaHeTo
BREATHE-5 (cpeaHa npoasIkUTENHOCT Ha JleueHHeTo = 24,4 + 2,0 ceAMHLIH) H KATO LANO e(pHKACHOCTTA €
Ouna noaabpskaHa.

OtBopeno, HecpaBHHTENHO mnpoyuBaHe (AC-052-362 [BREATHE-4]) e nposeneHo npu 16 naumeHTH
benoapoOHa aprepuanHa xuneproHusa, ¢yHkuumoHaneH knac III mo C30, ceepzana ¢ HIV uHdbexnms.
[TaumenTuTe ca nonyyasanu 6o3eHTaH 62,5 mg 1Ba MbTH AHEBHO 3a 4 ceMHUUH, ¢liel KoeTo 125 mg ABa meTH
aHeBHO omle 12 ceamuum. Cnen 16-ceAMHYHO IEYSHHE € OTYETEHO 3HaYHTENIHO Noao0peHHe B KaNaluHTeTa 3a
YINPaKHCHHA, B CPABHEHME ¢ HAYAIHHTE CTOMHOCTH: CPEIHOTO NOBUILUABAHE NPH 6-MHHYTHHA TECT C XOAEHE
e 91,4 Merpa, B cpaBHeHMe ¢ 332,6 Merpa cpeaHH HadaaHM ctoitHocTH (p < 0,001). He mMorar na 6vaar
HanpaBe€HH CBUWIECTBEHH U3BOAM OTHOCHO edekrure Ha O0o03eHTaH BBpPXY e(PeKTHBHOCTTA Ha
aHTUPETPOBHPYCHATA TepanHa (BxK. Touka 4.4).

Hsma npoyuBaHHsa, KOHTO Aa AokKa3BaT OnmaronpuaTHH edeKTH BBPXY NPEKUBAEMOCTTA NPH JICHEHHE C
Oo3eHTaH. Bbnpeku TOBa, XBJITOCPOYHHAT BUTANEH CTATYC € AOKYMEHTHPAH TIPH BCHYKHTE 235 nallueHTH,
NIEKYBaHH ¢ 603eHTaH NpH ABEeTe OCHOBHH IU1aLedo KoHTponupaHu npoyusaHus (AC-052-351 u AC-052-352)
W/HWIH TEXHUTE [BEe HEKOHTPONUpAHH, OTBOPEHH NpOAB/DKEHHSA. CpelHaTa NPOXL/DKHTEAHOCT Ha
eKCTIo3uLuATa Ha Oo3eHTaH € 1,9 rogunu £ 0,7 rogunu (MuH.: 0,1 roauHa; Make.: 3,3 roAUHH) ¥ NALMEHTHTE
ca HaOmogaBanu ¢cpeaHo 2,0 + 0,6 roavHu. BoaIIUHCTBOTO OT NalMeHTUTE Ca THArHOCTHUHPAHH C MbPBUYHA
benoapoduna xunepronus (72%) u c Il dyuxummonanen knac no C30 (84%). B Tasu obwa nomynauums,
OLICHKHTE Ha npexusgeMocrra no Kaplan-Meier ca 93% u 84%, ¢roTBeTHO | M 2 rogMHH cnex 3anoyBaKe Ha
neyeHHeTo ¢ Ho3eHTaH. OLICHKHTE Ha [IpeKUBAEMOCTTA Ca N0-HUCKHU B NOATpYNaTa OT NauueHTH ¢ Genoapobua
apTepHallHa XMIIEPTOHHA, BTOPUYHA HA CHCTEMHA CKJlepo3a. OLEHKUTE MOXKE Ja ca ITOBIHAHH OT 3allOYBaHETO
Ha JIEYeHHEe ¢ eNOnpoCTeHON npu 43/235 nanyeHTH.

IIpoyysanus, npogsedenu npu oeya ¢ 6enoopobrna apmepuaina XunepmoHus ,-{i" ':'t;_:ﬁﬁ-““;' i ;-\
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neguaTpuyHy nauMeHTa ¢ BAX na pp3pact ot 3 10 15 roausu. Tosa npoyyBaH eaqa}:lanéﬁo npegnym KATO
¢apMaKOKMHETHYHO Npoy4BaHe (B, Touka 5.2). [launenTHTe ca MManu NBPBHYUH 6\encgp§6ﬁw’xnnepmﬂm
(10 naumenra) wiu BAX, cepp3ana ¢ BpoaeHo cbpaeuHo 3abonapane (9 naumenN )‘.il dlkatmoHaneH’Knac 11,
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cnopea knacH@ukawuara Ha C30 (n = 15 nauuentu, 79%) wim knac I (n = 4 NauHeHTH, 2 1%) Ha H3XOOHOTO
HUBO. [TauMeHTHTE Ca pa3nesieHH Ha TPH TPYIIH, B 3aBHCHMOCT OT TENECHOTO TerJio, H UM € Npuiarad 003eHTaH
npuOausuTenno 2 mg/kg ABa MbTH AHEBHO, B NPOABDKEHUE Ha 12 cenMui. ITONOBMHATA OT NMALHCHTUTE OT
BCAKA rpyra Bede ca OWIH IeKyBaHH HHTPABEHO3HO C €MONPOCTEHON, KATO A03aTa Ha EMONPOCTEHOJIA HE €
MPOMEHSHA 110 BpEME Ha NPOoy4BaHeTo.

XeMOJIHHaMMKaTa € W3cnaeaBaHa npu 17 mauMenta. CpeqHOTO MOBHIIABaHe Ha CBbPACYHHA HHOEKC OT
Havanoto Ha npoyusaHeto € 0,5 L/min./m?, HamanssaHeTo Ha cpexHOTO 6enonpobHo apTeprasHoO HalAraHe e
cpeaHo 8 mmHg, a Hamanasanero Ha BCC e cpenno 389 dyn-sec-sm, Tesu noaoOpeHHsa Ha XeMOAMHAMUKATA
OT HA9alloTo Ha MpOYHBAHETO Ca CXOAHHM CBC WM 0e3 €IHOBPEMEHHOTO NPUIAraHe Ha E€MONPOCTEHOMN.
[IpomenuTe B MapaMeTpHTE HA TECTA C HATOBApPBaHE Ha 12-Ta CeIMHIIA OT HAYANOTO Ha NPOYYBAHETO ¢& MHOIO
HECHTYPHHU H HE Ca 3HAYHMH.

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

FUTURE 1 e oTBOpeHO, HEKOHTPONMPaHO NpOyuBaHe, NIPOBEJCHO ¢ pa3TBOpPHMM TabiieTkn Go3eHTaH,
[PUIOKCHH ¢ noAnBpXawa no3a 4 mg/kg ABa MbTH AHEBHO Ha 36 nauMeHTH Ha BB3pacT ot 2 7o 11 roauHy.
ToBa npoy4BaHe € CH3A3ACHO NPEAHMHO KATO (apmMakoKHHETHHHO Npoy4BaHe (Bxk. TouKa 5.2), Ha usxonanoTo
HHBO, NAUNCHTHTE Ca UManK nauonaTryHa (31 naumentu [86%)]) win damunna (5 nmaunentn [14%]) BAX u
byuxunonanen knac II, cnopen xnacudukaumsta Ha C30 (n = 23, 64%) ru knac III (n = 13, 36%). Ipu
npoyusanero FUTURE 1, mennanata Ha ekCno3uUMs Ha NpOy4BAHOTO feYeHHE e GHAa 13,1 cenmuum
(ananasox: 8,4 1o 21,1). 33 oT Te3u naumeHTH ca MOSY4HIH APOAB/DKUTEITHO JICYEHHE ¢ JUCTIEPrHpALLH ce
Tabnetkn 6o3eHTaH ¢ Ao3a 4 mg/kg ABa METH AHEBHO MO BpeMe Ha FUTURE 2 HekoHTponupaHa ¢asa Ha
MPOABIDKEHHE C MCIHAHA HA NMPOAB/KHUTENHOCT HAa LANOCTHOTO JieueHue 2,3 roaunu (auanazon: 0,2 no 5,0
roauin). Ha u3xonroro uuBo nmpu FUTURE 1, 9 nauueHTH ca NMPHEMAaNH €NONpPoOCTEeHON. 9 malMeHTH ca
3ano4HanH 3a npse weT bAX-cneumduyno neyeHue no speme Ha npoyusaneto. OleHKaTa NG Kaplan-Meier
3a BrowasaHe Ha bAX 0e3 cubutua (CMbpPT, TpaHCnnaHTaLMA Ha 64 Apo® WM XOCTHTARH3aLMA 3a
BrowasaHe Ha BAX) cnen 2 ronunu e 78,9%. 1lanoctHara onenka 3a o6ma npexxupaeMoct no Kaplan-Meier
Ha 2 roauHy € 91,2%.

FUTURE 3 (AC-052-373)

I'1py ToBa oTBOpEHO, paHAOMH3HPaHO NPOYYBAHE ¢ aucneprupaiiy ce tabnerku 6ozeHran 32 mg, 64 neua cue
crabunua BAX Ha Bp3pacT ot 3 meceua a0 11 roguHu ca 6unH pPaHAOMH3HPaHHU Ha 24 cCeAMULM JIeYSHYUeE C
0o3enTan 2 mg/kg ABa METH AHEBHO (N = 33) MK 2 mg/kg Tpy nbTH AHeBHO (n = 31). 43 (67,2%) ca 61N Ha
BB3pacT 0T > 2 110 11 romunn, 15 (23,4%) ca 6win Mexay 1 u 2 roaHHm, 1 6 (9,4%) ca 6unn Mexay 3 mecela
u 1 roguna. IIpoyusaHeTo € Ch3gafieHO NPeaUMHO KaTo (hapMaKOKMHETHYHO MpoY4uBaHe (BXK. To4ka 5.2). H
KpalHHTe TOYKH Ha e(PMKACHOCT ca caMo eKcruiopatopHu. Etvonorusra Ha bAX, cniopen wiacuduxaimsTa
Dana Point, Bioniousa uauonatuyna BAX (46%), HacneacteeHa BAX (3%), BAX cnen xopekTHBHa ChpAeYHa
HHTCpBEHUHA (38%) u BAX npu Bpomeno cupmeuno 3abonssade, CBbp3aHa CbC CHCTEMHO-NYJIMOHAIHH
IbHTOBE, BIVIIOYHTEIHO CHHApOMa Ha Eisenmenger (13%). ITauuenture ca ¢ ¢pyHkunonanen xiac I, CIIOPEII
kiacugukauusTa Ha C30 (n = 19, 29 %), knac II (n = 27, 42%) unn xnac 111 (n = 18, 28%) npu 3anoyBaHe Ha
npoyiBakaTa Tepanui. [IpH 3anoysaHe Ha poOYYBAHETO, NALMEHTHTE Ca IEKYBaHH C nekapctpa 3a BAX (nHaii-
4ECTO caMo ¢ HHXHOHTOp Ha docoamecTepasa THr 5 [cunaenadun][35,9%], camo ¢ Gosenran [10,9%] u ¢
koMOHHalMs OT 603€HTaH, WIONPOCT H cHAeHA(IT [10,9%]) » ca npoawsmxuiu Tepanuara cu 3a BAX no
BpEME Ha MPOYYBAHETO.

Ilpn 3anoyeaHe Ha MPOYUYBAHETO, MO-MAJKO OT IIOJIOBMHATA ydacTBau(d mnaupeHTH (45,3% = 29/64) ca
npuemany caMo 6o3eHTaH 6e3 fla € koMGHHUpaH ¢ ApYro NekapeTso 3a BAX., 40,6% (26/64) ca ocTananu Ha
MOHOTepanus ¢ 603eHTaH 1o BpeMe Ha 24-Te CeIMULIM HA NIPOYYBAHOTO JieueHHe Ge3 1a MOJTYYAT BJIOILIABAHE
Ha bAX. AHanu3bT BIUIIOUBAN] LsIaTa nomynaiua (64 nauHeHTH) NOKa3Ba, Ye NO-ro/ISMAaTa YacT ca OCTAHATH
oHe CTabWIHK (T.€., 63 BolIaBaHe) BL3 OCHOBA Ha HENEAHATPHYHO cneur(puyHa oneHKa Ha GyHKIMOHaneH
knac, cnopen wiacHukauusra Ha C30 (97% nsa nbTH axesHO, 100% Tpu mbTI AHEBHO) M 00111aTa KITHHHYHA
OLICHKA Ha fiekapure (94% nBa MbTH AHEBHO, 93% TPHM MBTH AHEBHO) IO BpEMeE Ha nepyoas ﬁ@ﬁﬁ,{g&,g@ﬁﬁe‘. |
Ouenkara o Kaplan-Meier 3a Browapasie Ha BAX Ges Hexxenauu cbGHTHS (CMBPT, TpaHc faufaumn&%m :
ApoO HITH XOCTIMTANM3AUMA 3apajy BIOLIABAHE Ha bAX) cnen 24 ceaMHUM € CBOTBETH ) éjh@/% Hﬁg§7% | & x. -
FPYNHTE ABA MBTH AHEBHO H TPH ITBTH JHEBHO. l/ ST Ay
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Hsama naunn 3a wIMHHYHA OJ13a NPH NpHIaraHe Ha 2 mg/kg TpH MbTH JHEBHO B CpaBH \l;lﬁj, C 2mg/kg,@&
ITBTH JHEBHO., VTR gy
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IIpoyusane, npogedeHo npu HOBOpPOOeHU ¢ nepcucmupawya 6er00pobHa XUnepmonus HA HOBOPOOEHOMO
(TIIIXH):

FUTURE 4 (AC-052-391)

Toea e npoiHoCHANO, TWIAUE00-KOHTPOJIHPAHO, PAHIOMH3UPAHO MPOYYBAHE NPH JAOHOCEHH H HEAOHOCEHH
HOBOpOACHH (recrauroHHa Bb3pacT 36-42 ceamuuu) ¢ [IIIXH. [Tauuenture cbre cybonTuManeH oTropop Ha
HMHXanaTopeH a3oTeH OKcHA (INO), penpexu Haii-manko 4 4aca NMPOAB/DKHTENHO JICHEHHE, ca JIEKYBaHM C
AMCTIeprupatuH ce TadneTku 6o3enran 2 mg/kg asa et AHesHO (N = 13) unm nnanebo (N = 8) nocpencrteom
Ha3oracTpajiHa COHJa, KaTo JOITL/IHUTENHA TepanHsa KuM iINO 10 ImbiH0TO npeycTaHoBaBaHe Ha iNO Wil 10
HEYCIeX Ha JieueHHeTo (OMpeAe/ieHO KaTo HeoOXOAHMOCT OT eKCTPaKOopHopaiHa MeMOpaHHAa OKCHI€HALHA
[EKMO] nnn 3anousade Ha anTepHATHBEH MTyJIMOHAJIEH Ba30OJMIATATOP) M 33 He NoBeYe OT 14 aHH.

MennaHata Ha eKCIO3ULMA Ha NPOYYBAHOTO JieweHHe € 4,5 aHu (auanason: 0,5-10,0) B rpynara ¢ 6o3exnran
1 4,0 auu (qHanasoH: 2,5-6,5) B rpynara ¢ maue6o.

Pesynrarnte He noka3sar AOITBJIHUTENHA MON3a OT OO3CHTAH NPH TA3H MOMyJallHA:

* MeananaTa Ha BpeMe DO MBJHOTO npeycranossBade Ha iNO e 3,7 nuu (95% noeepurennu rpanuim [CLs]
1,17; 6,95) c 60o3eHTaH 1 2,9 guu (95% CLs 1,26; 4,23) c mnaueto (p = 0,34).

« CpeaHoTo BpeMe A0 MBJIHOTO NMpPEeYCTAHOBABaAHE Ha MeXaHW4YHaTa BeHTHaalHA ¢ 10,8 nuu (95% CLs 3,21;
12,21 nuu) ¢ 6o3enrad 1 8,6 oguu (95% CLs 3,71; 9,66 nun) ¢ mnauedo (p = 0,24).

 EnuH nanMeHt B rpynara ¢ 6o3eHTraH e umai HeycrniemHo jeudeHde (Hyxzaa ot EKMO, onpeneneno no
[IPOTOKOM), KOEeTO ¢ 00aBeHO Ha 6a3aTa Ha NMOBHIUABALIMTE Ce CTOMHOCTH HA HHAEKCA HA OKCHIECHALMA B
paMKHTE Ha 8 4aca cJie]] TbpBaTa A03a OT IPOYYBAHOTO JiekapcTBO. TO3M MaMEHT ce € Bh3CTAHOBW B PAMKHTE
Ha 60-IHEeBHHA NEPHOL HA NPOCNEAIBaHe.

Kombunayusa ¢ enonpocmeron

KomOnHauusTa Ha 603€HTaH M emonpoCTeHON € H3cneasaHa B Be npoyusannsa: AC-052-355 (BREATHE-2)
1 AC-052-356 (BREATHE-3). AC-052-355 € MyATHUEHTPOBO, pAaHAOMH3HPAHO, ABOHHO-CIIANO, APATeNHO
rpymnoBo npoyysaHe Ha Oo3eHTaH cpeuty raue6o npu 33 nauueHTH ¢ Texkka BAX, xouTo ca nonyyasanu
CBIIBTCTBALLA Tepanui ¢ enonpocTeHot. AC-052-356 € 0TBOpEeHO, HEKOHTPOJIUpaHO npoyusane; 10 oT 19-Te
neJHaTpUYHKM NalMeHTa ca OWiIM Ha CHITBTCTBALA Tepanus ¢ 003eHTaH M ENONPOCTEHON MO BpeMe Ha 12-
CeOAMHYHOTO rpoy4saHe. [IpopunbsT Ha 0¢30macHOCT 3a KOMOWHALMATA HE Ce € pa3Ii4aBall OT OYAKBAHHA
Npodua 3a BCEKH €AHH OT KOMIIOHEHTUTe H KOMOHHMpaHaTa TepanMi € noHacsHa aAo0pe OT Aeuara U Or
BB3pacTHHUTE. KiTMHMYHATA NOA3a 0T KOMOUHALMATA HE € IOKA3aHA.

Cucmemua cxreposa ¢ ouzumanna a3sena bonecm

[IpoBenenu ca npe paHAOMH3MPAHU, OBOHHO CAEMH, MYJTHLEHTPOBH, I1aeb0 KOHTPOJIHUPAHH NPOY4YBaHHA
BepXxy 122 aymu (npoyusaHe AC-052-401 [RAPIDS-1]) u Bepxy 190 mymwu (npoyusane AC-052-331
[RAPIDS-2]) B akTHBHa BB3PacT, CTpaAauld OT CUCTEMHA CKJIEpO3a M JHTHTAHA a3BeHa Gosiect (Mau B X044
Ha AWrdTanHa s3peHa OosiecT, Wi ¢ aHaMHe3a 3a AWIHTalIHA A3BeHa 6oJlecT npes npeaxoaHara roauHa). B
npoy4BaHeTo AC-052-331, nauneHture ¢ TpaOBaso Aa WMaT Hali-Manko eaHa HOBOMOMBW/A Ce€ AUCMTANHA
S3Ba, @ cpel apeTe npoyuBaHusa oOwo 85% oT nauueHTHTE OMrHTaliHA 93B€HA OONECT € OHNa B X0 KbM
M3XO0AHHA MOMEHT. Cie npuaaratde Ha 603eHTaH o 62,5 mg 1Ba MbTH AHEBHO B NPOIBIDKEHHE HA 4 Ce MUY,
noaabpKALIaTa 4033, H3C/AEABaHA B paMKMTE U Ha JABeTe Npoy4BaHHa € Ouna no 125 mg ABa IrbTH JHEBHO.
IIponbKUTENTHOCTTa HA IBOMHO-CIIANOTO JieueHue ¢ Ouna 16 ceamuny npu nmpoyueaHeto AC-052-401 u 24
ceaMuUHM npu npoyusaHero AC-052-331.

(DOHOBOTO JICYCHHE HA CHCTEMHATA CKJIEPO3a W HA OMTHTATHWTE A3BH ca OWIM paspelleHH, ako ca OWiH
MOCTOAHHH B NpOAB/DKEHHE HA MHHHMYM | Mecell npeaM 3anoyBaHe Ha JICYCHUETO M Mpe3 LENHd CPOK Ha
IBOHHO-CJIENIUTE NIPOYYBaHHUA.

bpoAT Ha HOBUTE AMTMTAIHM A3BU OT M3XOAHHA MOMEHT Ha IMPOYUBAHETO NO Kpas MY € NPHET 33 OCHOBEH
KPHTEPHH H MpPH ABeTe npoy4uBaHud. JledeHueTo ¢ 603eHTaH € AOBENO A0 No-Manko Ha Opoii HOBONOSBYIY Ce

AC-052-401, B cpoka Ha 16-CeOMHYHOTO HBOMHO-CNANO JNe4YeHHE, NMALWEHTHTE B
003€eHTaH, ¢a pa3sBHJIH cpeﬂﬂo I,4 HOBOTIOABWIH C€ AUTHTANIHH A3BH, CIIPAMO 2,7 HOBOI

CJIAMO NeYeHHe, ChOTBETHHTE CTOMHOCTH ca 1,9 cnipamo 2, 7 HOBOHOHBHJIH ce OHIuTal 3 n_., (g "=“-ﬁ ﬁ"@ﬂ
M B nsete npoyysaHus rpy NauWEHTUTE JieKyBaHH ¢ 003eHTaH € HMaIo MO-MATKa Bep _‘ cT Hate nonmﬁ /
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MHOKECTBEHH HOBONOSBUAH C€ AUMMTANHM A3BH B NEPHOZA Ha NPOYYBAHUATA, KATO BpEMETO, KoeTo € 6o
HeoOXOMMMO 3a BB3HMKBAHE Ha BCAKa Clensallla HOBOTOABWIIA CE AMIUTANIHA A3Ba IPH TaKkUBa MaLMEHTH €
OHI0 NMO-ABLJII0, B CPABHEHHE C BPEMETO U3NCKBALIO ¢e npH nekyBaHuTe ¢ wanebo. EdexkrsT Ha 6o3eHTan 3a
HaMalABaHe Ha Opos HAa HOBOMOSABWINTE C€ OWUIHTAJNHH A3BH € OHJI MO-CHIHO MPOABEH MPH NAalHEHTH C
MHOKECTBEHH JUIHTAHH A3BU.

[Ipn HHUTO €mHO OT ABETe NpOY4YBaHHA He € HalnoaaBaHO BAMsAHHE Ha OO3EHTAH BBPXY BpPEMETO 3a
3a3APABABAHE HA IUTUTAIHHUTE A3BH.

52 PapMaKOKHHETHYHH CBOHCTBA

dapmakoxnuHeTHKaTa Ha 603eHTaH € JOKyMEHTHpaHa IJIaBHO MpH 34paBH HHAMBHIAH. OTrpaHHYEHHTE JaHHH
MpH NALMEHTHTE MOKA3BaT, Ye €KCHO3MLMATa Ha 603eHTaH MPH Bb3pacTHH naureHTH ¢ BAX e npubnusurento
2 ITbTH NO-TOIAMO, OTKOJIKOTO [IpY 3ApaBU BB3PACTHH MHIHBHIH.

ITpn 3apaBy HHAMBKUOM, PapMaKOKHHETHKATA Ha 60O3€HTaH € J030- U BpeMe3aBUCHMa. KIIHPBHCLT H 06EMEBT
HA pasnpeicficHHe HAMAaIABAT ¢ MOBHMILIABAHE HAa MHTPABCHO3HHTE J03W M HapacTBaT ¢ Bpemeto. Ciaen
MEPOPATHO NPHIICKEHHE, CHCTEMHATa EKCIIO3HLMA € NpornopLiMoHanta Ha no3sata 40 500 mg. Ilpu no-sHcoku
opaiHi A03H, Cmax i AUC ce noBuwuasar no-cnado, a He NponopuUHOHaIHO Ha A03aTa.

Abcopbiius

[1pu 3apaBu uHAMBUAM, abcomoTHaTa OHoHanMUHOCT Ha 6o3eHTaH ¢ npHbausurenHo 50% M He ce NoBJKHABaA
OT XpaHaTta. MakCHMAaIHATE MIa3MEHH KOHLICHTPALMK €€ AOCTHraT 3a 3—-5 4aca.

PaznpeneneHue

Bo3eHTaH ce CBbpP3Ba BB BUCOKa creneH (> 98%) ¢ rasMeHuTe NpOTeHHH, INIaBHO ¢ anbyMuHa. bozeHTaH He
NPOHHKBA B EPUTPOLIUTHTE.

Cnen vHTpaBeHo3Ha fo3a oT 250 mg e ycraHoBeH 06em Ha pasnpeneneHue (Vss) oT okoso 18 nutpa.

buorpanchopMalua U ETUMHHHAPAHE

Cnep equunuHa MHTpaBeHO3HA 03a oT 250 mg, ocBoboxknasanero € 8,2 L/h. TepMHUHANHUAT NOMY>KHBOT HA
erUMUHUpaHe (112) € 5,4 yaca.

[Ipn MHOroxpaTHO JA03MpaHe, TUTa3MEHHTE KOHLIGHTpauuu Ha 603eHTaH HaManaBatT nocreneHHo 1o 50-65%
OT Te3W, HaGMmoOJaBaHH [pH MPHIAraHeTo Ha €AMHU4YHA N03a. T0oBa HaMmalfiBaHE BEPOATHO C€ ABJUKHM Ha
aBTOHHAYKUMA Ha MeTabosu3vpauure yepHoapoOHM eH3uMiu. CTauMOHapHHU IL1a3MEHH HHMBA CE JOCTHIAT B
paMKMTE Ha 3—5 JHH.

BoleHTaH ¢e €MMHHHpPA NOCPEACTBOM XKIBYHA EKCKpeLHs, cnel MerabonusupaHe B 4HepHHsA Apod ot
u3oeH3uMHUTe Ha nuToxpoM P450, CYP2C9 n CYP3 A4, Tlo-manko ot 3% oT npwioxkeHaTa nepopajiHa g03a

Ce OTKpHBA B YPUHATA.

BoseHTaH obpasyBa TpH MeTaGonKTa, KATO CaMo €IUH OT TAX € (apMaKoJIOrH4HO aKTHBEH. To3n MeTabonuT
Ce eKCKpeTHpa IJIaBHO B HETIPOMEHEH BHWJ npe3 dUrbykaTa. [Ipy BB3pacTHH NAUMEHTH, M3/1araHeTO Ha
aAKTUBHUSA META0O0JHT € MO-ToJIAMO, OTKOJIKOTO NpH 30paBd HHAUBKAY. [Ipy nauweHTH ¢ JaHHH 38 HAJIHYHE HA
XoJlecTasa, H3araHeTo Ha akTUBHUA MeTadOMT MOXKe Ja € MOBULLEHO.

Bosentan e uaaykrop Ha CYP2C9 u CYP3 A4, kaTo € B3MOXKHO Aa € HHAYKTOp cbiuo Ha CYP2(C19. P-
rJIMKONIpOTEHHA. In vitro, ©03eHTaH NOTHCKA EKCNIOPTHATA MTOMITA Ha KABYHHTE COJIH B xenam/ﬂﬁmn\&y
P 0¥ e

o 2
;p %
JlaunuTe in vitro nokasear, 4e 603eHTaH HAMa 3HAYMM HHXUOUTOpEH ePEKT BBPXY H3C IIBHH/H : H%w‘
Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). [Topaau Tosa He ce ouakBa G(j3guTa .D:a; }n_g,_ asa
UIa3MEHUTE KOHIIEHTPAlIMH Ha JIEKAPCTBEHHTE NPOAYKTH, METADOIH3UPAHH OT TE3H H3 rH:; w«w G
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QapMaKOKHHETHKA OPH CNCLUATIHHA NONYIALMH

B®3 ocHOBa Ha M3cnenBaHUA OoOXBaT Ha BCAKAa NPOMEHJIMBA, NPH BL3pacTHATa IOMYJAaLHg He Ce OYaKsa
¢apMaxkokuHeTHKATa Ha 603¢HTaH Aa OBbAe NOBAKHAHA B 3HAYMTENHA CTENEH OT N0J1a, TENECHOTO TErO, pacaTa
HJIA BB3pPacTTa.

IHeouampuunua nonynayus

DapMaKOKHMHETHKATA € TIpOyYeHa NpH NeIHaTPUYHH nauueHTH B 4 knuHuuHM nipoyuyBanusa (BREATHE-3,
FUTURE 1, FUTURE-3 u FUTURE-4, Bx. Touka 5.1). [Topagu orpaHuuyeHuTe NaHHU NpH deua noj 2-
rOAVILIHA BB3PaAcT, (PapMAaKOKHMHETHKATa OCTABaA HEAOCTATHYHO XapaKTepu3WpaHa B Ta3H Bb3pPACTOBA
KaTeropus.

[IpoyuBanero AC-052-356 (BREATHE-3) oueHfaBa ¢apMaKOKHHETHKATA NPH €HOKPATHO H MHOT'OKPATHO
NepoOpaHO A03HpaHe Ha pwiMupaHaTa Tabnerka 60o3¢HTaH npu 19 geua Ha BB3pacT ot 3 go 15 ronunn ¢ BAX,
NPH KOUTO JO3MUTE Ca ONPEAC/ISHH BB3 OCHOBA HA TENECHOTO Terno ¢ 2 mg/kg apa ImbTH ZHEBHO. [IpH TORA
POYYBaHE, SKCHNO3HMUHMATA Ha OO3CHTAH HAMAJIABA ¢ BPEMETO IO HAYHH, CHOTBETCTBAall H3 H3BECTHHTE
aBTOMHAYKUMOHHH cBOHCTBA Ha OoseHraHa. Cpepnute croiiHocTH Ha AUC (CV%) 3a 603eHTaH npH
neAUaTPHUYHK NMalMEeHTH, JekyBanuM ¢ 31,23, 62,5 win 125 mg nsa mbTH IHEBHO, ca CbOTBETHO 3 496 (49), 5
428 (79), u 6 124 (27) ng-h/ml, u ca mo-Hucku ot croiHoctTa 8 149 (47) ng-h/ml, Habnonasana npu
BE3PacTHH nauMeHTd ¢ bAX, nonyyasamu 125 mg aea metu gHeBHo. Ilpu crabunHo nmnasMeHo HuBO,
CHCTEMHHTE SKCTIO3HLIMH NMPH NEAHATPUUHHM NAUMeHTH, Texaiu 10-20 kg, 2040 kg u > 40 kg, ¢ cnoTBeTHO
43%, 67% u 75% OT cUCTEeMHATa €KCIO3HULUS NPU BB3PACTHU.

IIpu npoyusasane AC-052-365 (FUTURE 1) npu 36 neua ¢ BAX Ha BB3pacT 2-11 roanHu ca npuioxeHu
aucneprupai ce tabnerku. He € HabaoaasaHa 1030Ba NpONOPLMOHAITHOCT NMPOTIOPLIMOHATHOCT, ThH KaToO
rasMeHuTe kKoHUeHTpauu H AUC Ha 603¢HTaH B CTaUHOHAPHO CBCTOAHHUE ca NOAOOHH NPH NePOPATHY 03U
or 2 n 4 mg/kg. (AUC:: 3,577 ng-h/ml u 3,371 ng-h/ml cborBeTHO ¢ 2 mg/kg nRa meTu AHeBHO U 4 mg/kg npa
NbTH AHeBHO). CpenHara ekcno3uius Ha 603eHTaH NpH Te3d NeAHaTPUUYHH NALHEHTH € OKOJIO NMOJIOBHHATA OT
€KCITO3HLMATA NPH BH3PACTHH NAUMEHTH IPH NOAABpKaLaTa 1032 OT 125 mg aBa mbTH AHeBHO(4 mg/kg nsa
MBTH JHeBHO WIH 2 mg/kg TpM MbTH AHEBHO), HO TMOKa3Ba IIHPOKO NPHMOKPHBaHE C eKCIO3MLIMATA NpH
BBL3PacTHH.

B npoyusanero AC-052-373 [FUTURE 3] ¢ u3non3BaHe Ha JUCMEPryupaiy ce TabjaeTKH, EKCIo3MLUATa Ha
0o3eHTaH NpPH NAUMEHTH, JIEKYBaHH ¢ 2 mg/kg ABa NMBTH OHEBHO € CPaBHHMA C Ta3d NIpH MPOYYBAHETO
FUTURE 1. Ilpu uanocrHara nonmynauusa (n = 31), 2 mg/kg nBa mbTH OHEBHO ¢a JOBENH A0 AHEBHA
excno3uuud 8,535 ng-h/ml; AUC:e 4,268 ng-h/ml (CV: 61%). [Ipu naureHTH Ha BB3pacT MEXAY 3 Mecela K
2 roavHu, AHeBHaTa exkcno3uuug € 7,879 ng-h/ml; AUC:e 3,939 ng-h/ml (CV: 72%). [Ipn nauueHTH Ha
Bb3pacT Mexay 3 Meceua M 1 roguna (n=2), AUC-e 5,914 ng-h/ml (CV: 85%) 1 npu nauneHT™ Ha BB3pacT
mexay |1 u 2 rogudu (n=7), AUC:e 3,507 ng-h/ml (CV: 70%). ITpu naunenTy Hax 2 rogusd (n = 22) AHeBHATa
ekcno3nuud € 8,820 ng-h/ml; AUC:e 4,410 ng-h/ml (CV: 58%). Ilpunaranero Ha 6o3enTan 2 mg/kg Tpu mbTH
JHEBHO HE € MOBHILUNO €KCMO3ULUATA, AHEBHATA eKcno3uums € 7,275 ng-h/ml (CV: 83%, n =27).

B13 ocHoBa Ha HaxoakHTe npu npoyqeasaHrata BREATHE-3, FUTURE 1 u FUTURE 3, usrnexaa, ue
€KCIIO3MLHATA HAa O03€HTaH JOCTHra [1aTO NPH NMO-HUCKH J03H TPH NMeAHaTPUUHH MalHeHTH, OTKONKOTO
NPH BB3PAcTHH H, Y€ A03H Hax 2 mg/kg ABa METH AHEBHO HE BOAAT A0 MO-TOJIAMA EKCMO3HLMA Ha O03¢HTaH
MPH NeIUATPHHHUTE NAUMCHTH.

[Tpu npoyusaneTo AC-052-391 [FUTURE 4], nposeaeHo npy HOBOPOAEHH, KOHLIEHTPaLIHKTE Ha 0O3€HTaH ca
ce NMOBHUILABaKY HaBHO H HEMPEKBCHATO [IPE3 ITBPBHA A030B HHTEPBAJI, KOETO € IOBEJIO A0 HHCKA €KCIIO3HLIHMA
(AUCo-12 8 nsina kpbB: 164 ng-h/ml, n = 11). B craunonapsaoro cecrosHue AUC:e 6,165 ng-h/ml (CV: 133%,
n = 7), KoeTo ¢ NnonoOHO Ha €KCHO3ULIHATA, HaOMIOAaBaHa NPH BB3PACTHH NMaUHEeHTH ¢ bA X, KOHTO noJy4apar
125 mg ABa rbTH JHEBHO, KATO CE B3€Me 0] BHUMaHHe ChOTHOLIEHHETO Ha pmnpenenel-me Kp’bB/JIJ]aBM& 0,6.

¢apMakOkHHeTHKaTa Ha D03eHTaHa.
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Yeproopobro yapesicoane

[Tpu mauMeHTH ¢ JIeKo yBpeaeHa yepHoapobHa ¢yHkums (Child-Pugh knac A), He ca HabnmoaaBaHH 3HAYHMH
PpOMEHH BHB (apMaKOKHHeTHKaTa. CTauuoHapHOTO ¢herosHUe Ha AUC 3a 6o3eHTad € ¢ 9% no-BHCOKO H
AUC 3a axktuBaua Metabomaut, Ro 48-5033, e ¢ 33% no-BHCOKO MpH MALMEHTHTE C JIEKO 4YepHOAPOOHO
YBpPEXKAaHe, OTKOJIKOTO NPH 3ApaBH A0OPOBOILA.

Bnuauuero Ha ymepeHO yBpeaeHa uepHoApoOHa pyHkuusa (Child-Pugh knac B) Bepxy dapmakokuHeTHKaTa
Ha 003eHTaH ¥ HeroBus mepBHYeH MetTabomur Ro 48-5033 e uscnensaH mpu mpoyuBaHe, BKITIOYBALIO
faudeHTH ¢ 6enoApoOHa XHUNEPTOHHA, CBBbp3aHa ¢ noptaiHa xuneprodua u Child-Pugh knac B uepHoapobno
yBpex/aaHe U 3 manMeHTd ¢ bAX, cBBp3aHa ¢ Apyrd NpHYUHH H HOpMafaHa yepHoapoOHa ¢yHkuus. [lpu
naudedTH ¢ Child-Pugh knac B uephnoapofHo yspexnane, cpeaHata (95% CI) AUC B craumoHapHo
cheTogHHe Ha 6o3eHTaH € 360 (212-613) ng.h/ml, T.e., 4,7 mbTH no-Bucoka U cpeanata (95% CI) AUC Ha
axTUBHUY Metabomut Ro 48-5033 e 106 (58,4-192) ng.h/mL, t1.e., 12,4 npTH NO-BUCOKA, OTKOJKOTO IPH
MaLMeHTH ¢ HOpManHa YepuoapobHa pyHkuus (6oseHTaH: cpeaxa croliHocT [95% CI] AUC : 76,1 [9,07-638]
ng.h/ml; Ro 48-5033: cpenna croitnoct [95% CI] AUC 8,57 [1,28-57,2] ng.h/ml). Benpeku orpannyeHus
Gpoli HA BKJIIOMEHHUTE NMALMEHTH U BHCOKAaTa BapHalWIHOCT, T€3H JaHHH MOKAa3BAT MOAYCPTAHO MOBHILEHA
EKCMO3MIIMA Ha 603eHTaH H HErOBHA MMbpBHYSH MeTabonuT Ro 48-5033 npu nauMeHTH ¢ yMEPEHO yBpeaeHa
yepHoApoOHa GyHKuuA (Child-Pugh knac B).

dapMaKkOKHHETHKATa Ha 603eHTaH He e NpoyyYeHa NpH MalMKeHTH ¢ yepHoapobHO yBpexaaHe ot Kirac C 1o

Child-Pugh. Bo3eHTaH e NMpoTHBOMOKA3aH NPU NMaLWEHTH C YMEPEHO O TEXKKO YepHOAPOOHO yBpexIaHe, T.€.
Child-Pugh knac B nin C (B, Touka 4.3).

bvbpeuno ygpesicoane

[Tpy naumenture ¢ TeXKO OBLOpeuHo yBpexnaHe (KpeaTHHHHOB KIHpBHC 15-30 ml/min.), nmnasMenure
KOHLEHTpauMu Ha Oo3eHraH Hamanasar c npubnusurenHo 10%. IlnasmMeHwTe KOHNEHTpalu Ha
metabonuTuTe Ha 603€eHTaH ce MOBHIIABAT OKOJO 2 ITBTH IPH TE3U MALKUECHTH, B CpaBHEHHE C MaLUEHTHTE C
HopManHa On0peuna ¢yHkims. [Ipu nauuenTure ¢ 6OpeyuHO yBpeXkKAaHe HE Ce Hallara KOPEeKIlUsa Ha 103aTa.
Hsma cnendryeH KIMHHYEH ONUT NPH NaUMEHTHTE, NMOANIEXKAlUM Ha AHann3a. [lopaan QU3HMKOXHMHYHHTE
CBOMCTBA H BUCOKATa CTENEH Ha CBBP3BAHE ¢ MPOTEHHHTE, HE C€ OYaKBa AManM3aTta Ja OTCTpaHu Go3eHTaHa
OT XpbBOOOpalIEeHHETO B 3HAUWTE/IHA CTENEH (BX. To4kKa 4.2).

53 Ilpegxkn1ABHYHH JAHHH 3a 0e30HACHOCT

2-TOAMITHO MPOYYBAHE HA KAapLMHOTEHHOCTTa NMpPH MHUIIKA NOKA3BA MOBHIIEHA YECTOTA HA KOMOMHHpaHU
XENaToUeNy/JapHH aACHOMH M KAapLUWHOMH NpPH MBXKKH, HO HE U MPH XEHCKM MHUIUKH, NpPH UIa3MEHH
KOHLIEHTPAUHH OT OKOJIO 2 A0 4 MbTH HAJBHIIABAIUM TUIA3MEHHTE KOHLEHTPALWH, NOCTUraHH IIpH
TeparneBTHYHH J03H NpH Xopa. [Ipk mibxoBe, nepopanHoTo npuiaraHe Ha 603€HTaH 3a NMEPHOA OT 2 rOAHHH
NPUYHMHABA MAJKO, 3HAUMMO MOBHILIABAHE HA YECTOTara Ha KOMOMHHpaHUTE QOTHKYIOKNCTHYHH AICHOMH U
KapUMHOMH HA IHTOBUIHATA AJ1€3a IMPH MBXKH, HO HE K TTPH )KEHCKH TUTBXOBE, MPH NJa3MEHH KOHLIEHTPaLHH
OT OKONo 9 10 14 TpTH HAABHILABAIIH IUVIA3MEHUTE KOHLIEHTPALHH, AOCTHIaHH IPH TEpaneBTHYHH N031 NpU
xopa. TecToBeTe 3a reHOTOKCHYHOCT NpH Go3eHTaH ca oTpuuaTenHy. MMa nokasarencTsa 3a jiek qucbanane
HA TUPEOHIHHWTE XOPMOHH, MPHYHHEH OoT Go3¢HTaHa NpH Tbxose. Ho HiaMa AokasaTesicTBa 3a MOBJIHABAHE
G YHKUHMTE HA IMTOBHAHATA 3J1€3a (THPOKCHH, THPEOUA-CTHMYJIHPALI XOPMOH) OT DO3EHTaH MpPH X0pa.

He e u3BecreH edeKTbT Ha 603€HTaH BbPXY MUTOXOHAPHATHATA PYHKLIHA.

HMoka3zaHo €, ye §03eHTaH € TEPATOreéHEH NPHUH IUTBXOBE NpPU IUTa3SMCHH HUBA, MNMO-BUCOKH OT 1,5 meTH
[U1a3MEHHTE KOHLICHTPALM{, AOCTHraHU NpH TEpPaneBTHYHH OO3U MPH XOopa. TeparorennuTe edekry,
BKJTIOYBAIIH MaihopMallMK Ha raBaTa U IMLETO, H Ha I'OJIEMHTE ChAOBE, Ca A0303aBHCHMH. [IpunnkuTe BBHB

B3eMaT MOAXOASIIM NpeaAnasHy MEPKH (BxK. Toukd 4.3, 4.4 1 4.6).

PaseuTHeTO Ha TecTHKYNapHa TyOynHa atpodus U HapylueH (epTunMreT ca OuIH
NPUIOKEHHE HA €HAOTETHH-PELENTOPHU AHTATOHUCTH NPH I'PU3AYH.
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[1pu npoyuBaHus Ha PepTHIMTETA NPH MBXKH H )KEHCKH IUTbXOBE, He ca HabmoaaBaHH edeKTH BhpXy Opod,
MOABMKHOCTTA U XKH3HECMOCOOHOCTTA HA CNIEPMATO3OHAMTE WIH BBPXY CMOCOOHOCTTA 32 uudTOCBaHE WIH
depTiHTETa, NPH EKCMNO3ULIMH, HABHILABALLH CHOTBETHO 21 M 43 MbTH OYAKBAHOTO TEPANIEBTHYHO HUBO NpH
X0pa, HUTO € UMAJI0O U HeXeNaHH €(PEeKTH BbpPXY Pa3sBUTHETO Ha NPEAWMIUIAHTALMOHHUA eMOpHOH HIH
HUMIUIAHTALIMATA.

Jlexo moBHIIEHa 4eCTOTa Ha TecTHKYhapHa TyOynHa atpodus e HabmonaBaHa NpH IUTHXOBE, HA KOMTO €
npunarad nepopaiHo 6o3eHTaH npH HHUcKa no3a oT 125 mg/kg/nen (okono 4 IMBTH MaKCUMATHATa
NpPENopBYHTENHA A03a NpH Xopa [MITAX] u Hali-HuckaTa u3nuTeaHa [103a) B MPOALIDKEHHE HA JABE TOAHHH,
HO He M npu BUcoKa ao3a oT 1 500 mg/kg/nen (okono 50 nvtu MITJIX) B npoabimkexne Ha 6 meceua. [Ipu
NPOYYBaHe 32 TOKCHYHOCT NpPH KOBEHWJIHH TUTbXOBE, KbAETO IUTBXOBETE ca AeKyBaHu OT eH 4 post partum no
BB3PACTHH, € HabIoAaBaHO HaMaJleHO aOCOMIOTHO TErJIO Ha TECTHCHTE M CMHAMAKMMA K HaMasieH 6poil Ha
CrepMaTo30MAM B enuanauMa cien npexecsaneto. NOAEL e 6un crorBetro 21 moTHt (B [eH 21 post partum)
1 2,3 neTH ([led 69 post partum) TepaneBTHYHATa €KCIIO3ULMA NIPH XOpa.

Brnpeku ToBa, HE Ca YCTAHOBEHH e(dEeKTH BBPXY OOLIOTO pa3BUTHE, pacTeka, CEHIOPHUTE, KOTHHTUBHHUTE
GYHKIMY H PENPOAYKTHBHUTE CIIOCOOHOCTH mpu 7 (MBXKH XXHBOTHH) H 19 (GKEHCKM XMBOTHH) IMbTH
TepaneBTHYHATA EKCMO3KLMA 1py Xopa Ha leH 21 post partum. Ilpu Bv3pacthu (Ien 69 post partum) ne ca
YCTAHOBEHH HHUKaKBH edekrtH Ha Go3eHTaH npH 1,3 (MBKKH XHMBOTHH) W 2,6 (OKEHCKH >KHBOTHH) ITHTH
TepaneBTUYHATA eKCIIO3ULIMA nMpM geua ¢ bBAX.

6. ©OAPMAIEBTHYHHA JTAHHU

6.1 CoHchbK HA NOMOINHHUTE BEIIECTBA

Anpo Ha TabnerkaTa:

LlapeBUYHO HMILIECTE
[IpexxenaruHA3HpPaHO HULIECTE
HarpHer HHIIECTEH radkoar (Tim A)
[Tosuaon

MarsdesuesB ¢creapar

PUIMOBO [TOKPUTHE:
XHUIpoMernosa

TprnaneTHH

Tank

Turanoe quokcun (E171)
KT xeneszed okeua (E172)
YepseH xeneseH okeun (E172)

6.2 HecpBMecTEMOCTH
Hermpunoxumo.,

6.3 Cpok Ha roaHoCT
3 roaAuHH

6.4 CnenuanHu ycji0BHA HA ChXpAHEHHE

Bnucrepu oPA/AIW/PVC//Alu
To3H nexkapCTBeH NPOAYKT HE U3HCKBA CIIELIMAJIHH YCJIOBUA HA ChXpaHEHUE.

bnucrepu PVC/PE/PVDC//Alu
Ha He ce ¢pxpansapa Han 30°C.
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6.5 Buauchabpxande HA ONAKOBKATA

BosenTan Akopa 62,5 mg ¢punmupanu Tabnerku
bnucrepn oPA/AIW/PVC//Alu unu PVAC/PE/PVC//Alu, coabpxainu 14, 56 wnu 112 punmupann tabneTkH.

bozenTad Axopa 125 mg pwimupanu TabsieTku

bnucrepu oPA/AlW/PVC//Alu wnu PVAC/PE/PVC/Alu, cuabpxamu 56, 112 unu 120 ¢unmupanu
Tabnerku.

He BcHUKH BHZIOBE OMAKOBKH MOrar Aa ObJaT MyCHaTH B npogaxoa.

6.6 ChnenuajnH NpeaNaznH MEPKH NPH H3XBLPJISHE

HeuznoaspauuaT JACKApPCTBCH APOAYKT HIIH OTNAABYHHTEC MAaTCPHAJIHN OT HEro T'pHﬁB& Aa CC HAXBLPJIAT B
CHOTBETCTBHE C MECTHHTC H3UCKBaHHA.

7. NPHTEXATEJI HA PASPEIIIEHHUETO 3A YIIOTPEBA
Accord Healthcare Polska Sp. z 0.0,
ul. Tasmowa 7,

02-677, Warszawa, Mazowieckie,
Ilonwa

8. HOMEP(A) HA PAIPEIIEHUETO 3A YIIOTPEBA

20150396
20150397

9. JATA HA I'HPBO PAPEHIABAHE/TIOJHOBSIBAHE HA PA3ZPEILIEHUETO 3A
YIIOTPEBA

Jara Ha mepBO paspeluaBaHe: 17 HoeMpu 2015 T.
laTra Ha mocnenHo noaHosaBaHe: 27 cenrremspu 2021 r.

10, JATA HA AKTYAJIM3UPAHE HA TEKCTA

HOuu 2026 r.
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