1. HAMMEHOBAHME HA JJEKAPCTBEHUMS IMPOAYKT

L2076 0973

Unepra3zun 125 mg ¢puamMupanu TabneTku | | —
Ipertazin 125 mg film-coated tablets ; ors 11 -02-

—

2. KOJMHAYECTBEH U KAYECTBEH CBCTAB

Beska dpunmupana tabnetka cpabpka 125 mg 603enTaH (kato MoHOXHapaT) (bosentan (as
monohydrate)).

3a nbJIEH CIUCHK HA MOMOILIHUTE BelllecTBa, BHXK TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka (Tabnerka).

OpanxeBo-0enu, eJTMNCOBUAHH, PUIMHUPAaHH Ta0neTKH, NpuobausuTenHo |1 mm abmkuHa, 5,1 mm
IMpHHA U 4,2 mm aebenuHa.

4. KJIMHHUHYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

Jleuenue Ha OenoapobOHa aprepuanna xuneprouus (bAX) 3a nonodpsBaHe Ha GU3HUYECKHSA KanauMTeT
M CUMIITOMaTHKaTa npy nauueHTH ¢ pynkumnonaneH kiac Il no C30. EdexkTuBHOCTTA € 10Ka3aHa

MpH:
& [TbpBHYHA (MAMONATHYHA U HACJIEACTBEHA) OenoApoOHa apTepHaiHa XUIEePTOHHS
& benonpoOHa aprepranHa XUNepTOHUS BTOPUYHA Ha CKiepoaepMus 0e3 3HaYUMO
HHTEPCTHLIMATHO 0enoapoOHO 3a0osBaHe
» benoapoOHa apTepuanHa XHNepTOHUS, CBbP3aHa C BPOAEHH CUCTEMHO-0€10ApOOHH LIBHTOBE

U GU3HONOrUsa Ha AH3EHMEHTep

HaGnronaBaHu ca M HAKOH NoA0OpeHMs NPH NalMeHTH ¢ 0eoapoOHa apTepraiHa XHUIEPTOHMUS,
dyHkumoHaneH knac no C30 11 (Bxk. Touka 5.1).

Mnepra3uH € NoKa3eH ChbILO 3a HamasisBaHe Ha OpOs Ha HOBOMOSABHIIH C€ JHTHTAJIHH A3BH MPH
MalMeHTH CbC CHCTEMHA CKJIEPO3a, KAKTO U B X0/1a Ha 3a00/11BaHETO OT JaKTHJIHA A3BeHa OoJiecT (BK.

TO4YKa 5.1).
4.2 J1o3MpoBKa H HAYHH HA NMPHJIOKEHHE
HayuH Ha NpHIOKEHHE

Tabnerkure ce npuemar npe3 ycrara CyTpUH M Beuep, CbC UM 0e3 XxpaHa. DuaMHUpaHUTe TaONETKH
TpsAOBa Ja ce NoreJiHaT ¢ BoJa.

Jo3upoBka

benoapobHa aprepHaiHa XHIIEPTOHUS
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3a 6e30NMacHOCTTA, ¢ KOATO NalHeHTHTE TpAOBa Aa 6bAAT 3aM03HATH NMPEAU H NO BPEME Ha JICUEHUETO
c O03eHTaH.

Bwipacmuu

[Npu BB3pacTHH NALKEHTH, JeveHHeTo ¢ UneperasuH TpabBa faa ce 3anouHe ¢ fo3a ot 62,5 mg /Ba
TbTH JHEBHO B MPOAB/DKEHUE HAa 4 ceAMHLIM, KOSTO CIEA TOBA e MOBHIIAaBAa A0 NOAABPAKALIa 1034 OT
125 mg apa mbTH AHEBHO. CHIIMTE MPENOPBKH C€ OTHACHT 34 NOBTOPHOTO BKIIOUBaHEe Ha MnepTasuH
Clel NPeKbCBaHEe Ha JICYCHHETO (BXK. TOUuKa 4.4).

lecuampuyna nonyarayus
[MeanaTpuunnTe PapMaKOKMHETHUYHH JaHHH NOKA3BaT, Y€ IUIA3MEHHTE KOHLICHTPaUMH 603€HTaH NpH

nena ¢ OenoapobHa apTepHANIHA XHITEPTOHMA HA BB3pacT oT 1 roauHu a0 15 roauHH ca OWM cpeaHo
[MO-HHCKH, OTKOJKOTO NPH Bb3PACTHH MALHEHTH H HE Ca ¢ MOBULUNMIM ¢ MOBHILABAHE HA 034Ta Ha
Hneprasun Haa 2 mg/kg TenecHo Terao UK MPH YBEIHYaBaHE HA YeCTOTA Ha A03aTa OT JBa ITbTH
JAHEBHO 710 TPH ITbTH AHEBHO (BXK. TO4Ka 5.2). [ToBHMIIABAHETO Ha A03aTa WM YECTOTATA Ha [PHEM Ha
J03aTa BEPOATHO HAMA Ra ROBEE 4O AOIMBIHHTEIHH KIHHHYHH NON3H.

B13 ocHOBa Ha Te3u GapMakOKHHETUUYHHU Pe3yJITATH, KOraTo CE fipwiara npH geua ¢ Senoapobua
APTEPHANTHA XHIIEPTOHHUA HA BB3PACT | roaxHa U NMo-rojIeMH, NPENOPbLYBAHATA HAYAIHA U
noaAbpxaiiia o3a ¢ 2 mg/kg CyTpHH U Beuep.

[pu HOBOpOAeHH ¢ nepcucTHpalia 6enoapobHa xuneprouusa Ha HosopoaeHoTo (PPHN), edexreT o1
6o3eHTaH He € AOKA3aH NPH CTaAHAAPTHO NojiaraHe Ha MEAHLIMECKHK rpykd. He MoraT fia ce HanpaBsT
NpenophKH 3a JOIUPOBKATA (BX. TOUKH 5.1 1 5.2).

Jevenue 8 cryuait Ha kaunuuno enowasane na bAX

B ciyuail Ha KJIMHHYHO BJIOLLIAaBaHe (HanmpHMep, HaMansBaHe Ha pascTosHHeETo noHe ¢ 10% rpu 6-
MHHYTHHA TE€CT C XOACHE, B CPABHECHUE C H3CIICABAHETO NPEH JICUCHHETO), BBIIPEKH [TOHE 8-
ceIMHYHOTO neueHHe ¢ Unepra3un (TaprerHa J03a Hail-Manko 4 ceAMMLN), TpAaOBa na ce MHCIH 33
aTepHaTHBHA Tepanusa. Bee nak, HAKOW MaLyeHTH, KOUTO cnel 8-ceaAMUYHO nedyenne ¢ neprasul He
Ca MoOKAa3anH OTTOBOP, MOTAT Aa Ce NOBNUAAT ONaronpuaTHoO ciel owe 4 1o 8 ceaMuum neveHue.

B ciryuaii Ha KbCHO KJIHHHYHO BJIOLABaHE, BLIIPEKH NeueHHeTo ¢ MneprasuH (T.e., ciea HAKONKO
MECEYHO JIEUCHHE), TPAOBA Aa c€ HanpaBH NPEOLIEHKA Ha JleyeHueTo. Hakou nanyeHTH ¢
HE3a40BOJIMTENIEH OTTOBOp Ha 125 mg Hinepra3uH aBa MbTH AHEBHO MOTAT JIEKO Aa NOAOOPAT CBOS

¢H3HUecKH KanaLMTeT NpH NOBHILABAaHE Ha Ao3ara A0 250 mg aea meTH AHeBHO. Tpabsa na ce
HanpaBH BHHUMATEJIHA OLICHKA Ha MOo13a/PHCK, KaTO ce HMa NMpeABHa, Y€ YepHoApoOHaTa TOKCHYHOCT €

noso3aBucHmMa (Bx. ToukM 4.4 n 5.1).

Hpexpam&aue HQ AevyeHuemao

OnureT ¢ pA3KoTO crinpaHe Ha MnepraiuH npu nauueHTH ¢ bAX e orpannuen. He ca rabnronaBanu
JIOKA3aTeJICTBA 3a OCThD pebayHa. Bee nak, 3a Aa ce nMpeAOTBPaTH Bb3MOXKHATA MOABA HA YBPEXKAaLIO
KJIHHHYHO BJIOHIABAHE NOpaaH NOTeHRHANHAA pebayHa edekT, TpadBa ga ce MHCIH 38 MOCTENEHHO
HaMaJIABaHe Ha Ao3ara (HaMangBaHe N03aTa HaNoJOBHHA 3a 3 o 7 AHM). 3a nepHOAa HA CIIHPAHE Ha
JICYEHHETO Ce MPENOopbYBa HHTCH3IUBHO NPOCACAIBaHe. AKO € B3€TO PCHIEHHE Na ce MpeKpaTH
neveHunero ¢ UneprasuH, Toa TpaOBa na CTaHE NMOCTENEHHO, JOKATO C€ BbBEX/1a AJITePHATHBHATA
Tepanus.

CHcreMHa ckiepo3a NMpH NEPCHCTHPALNA JAKTHWIHA A3BeHA GonecT

Jleyennero Tpabea na ObAe 3an0YHATO H HAOMIOAABAHO CaMO OT JIEKap C OITHT B JICYEHHUETO Ha
CHCTEMHA CKIICpOo3a.
B onakoBkaTa e BKJIIOYEH CHHaJIHA KapTa 3a NalueHTa, MPeJoCcCTaBdlla BaxkHa HHPOPM
6e30nmacHOCTTA, ¢ KOATO NMalMEeHTHTE TpaOBa Aa ObaaT 3an03HATH NMPEAU H 110 BpEME Ha
603eHTaH.




Bwapacmnu

Jleuennero ¢ Unepra3uH TpabBa Aa ce 3ano4He ¢ Ao3a or 62,5 mg ABa IMbTH AHEBHO B NPOABIDKCHHE
Ha 4 ceaMHLIM 4 CJieA TOBA C€ YBEIHYaBa A0 AOCTHUraHEe Ha noaabpxKawma a03a ot 125 mg asa meTH
IHEeBHO. CBILHUTE NPENOPLKH C& OTHACAT 33 MOBTOPHOTO BKIIIOUBaHe HA UneprazvH cnej rpeKbCeBaHe
Ha JleyeHHeTo (BXK. Touka 4.4).

ONMUTLT OT KOHTPONUPAHH KJIMHHMHH MPOYUBAHHA TIPH TE3H MOKA3aHHUA € OrpaHHyYeH a0
NMPOABLKATETHOCT OT 6 MeceLa (BaK. TouKa 3.1).

PeakiaTa Ha NORIHABaHE HAa MALIMEHTA OT JIEUEHHETO H HEOOXOAUMOCTTa OT NMPOAL/DKABaHE Ha
TepanuaTa TpAOBa peIOBHO Ja ce NojiaraT Ha npeleHKa. Tpa0pa aa ce npaBH BHUMAaTENHA OLEHKA Ha
ChOTHOLUEHHETO NMONR3a/PUCK, KaTO CE OTYHTA HePHOAPOOHATA TOKCHYHOCT Ha O0o3eHTaHa (BXK. TOYKH

4.4 u4.8).

Heduampuyna nonysayus

Hama nanHu 32 6e30macHoCTTa M epeKTHBHOCTTA HA JICYEHHUETO MPH NALMEHTH HA Bb3pacT nox 18
rogvHd. Hama HanuuHK dpapMakOKMHETHYHH faHHM 3a niepra3vH MpUd MAKH jella ¢ ToBa
3abonsBaHe.

CneunanHy nomynaliuH

Ueprnoopobuo yspeacoane

Hnepra3uvH € NpOTHBONOKA3AaH [IPH MMALIHEHTH C YMEPEHA 10 TEXKa yepHoApoOHa auchyHKUMA (BHXK
ToukH 4.3, 4.4 n 5.2). [Ipn nauueHTH ¢ neko YeproapodHo yBpexaaHe (T.e. Child-Pugh knac A) He e
HeODX0IMMO KOpUTHpaHe Ha 1034aTa (BXkK. TOUKa 5.2).

Bvbpeuno yspeosicoane

[1pu naipenTH ¢ 6BL0pevHO YBpeXKaaHe He Ce Hallara KOpuripaHe Ha gosara. He ce Hanara
KOPUrdpaHe Ha J03aTa NPH TALMEHTH, TIOAIEKAIIH Ha QHaIH3a (BXK. ToUuka 5.2).

Cmapuecka 8v3pacm

He ce nanara KOPCKLUHA Ha Ao3arta 1NMpH NNautHCHTR HA BBE3pacT Hal 65 roauHy.

4.3 IlpormBOonokaszanus

° CBpBXUYYBCTBHTEIHOCT KbM AKTUBHOTO BELIECTBO WIH KbM HAKOE OT MOMOUIHHTE BELLECCTBA,
H30poeHH B TOUKa 6.1

YMepeHo 10 Texkko yepHoapobOHO yBpekaane, 1.€. Chiid-Pugh xnac B win C (BX. Touka 5.2)
® Ba3oBH cTOHHOCTH Ha YepHOAPOOHHUTE aMUHOTpaHCepasH, T.€., aCNapTaT aMHHOTpaHCc(epasa
(AST) n/ wnn ananuH amuHoTpaHcdepasa (ALT), mo-ronaMo ot 3 X Haz ropHaTa HOpMaJlHa
rpasuua (I'TH; Bx. Touka 4.4)

EaHOBpEeMEHEH NPUEM Ha LHKJIOCIIOPHH A (BIDK TOYKA 4.5)

bpeMeHHOCT (BX. TOHYKH 4.4 H 4.6).

JeHM ¢ neTepoAeH NMOTEHLMAN, KOUTO HE H3MON3BAT HAZEXKAHH METOH 3a KOHTpaLenLus (BxK.
ToukH 4.4, 4.5 1 4.6)

44 Cuoeunannu npeaynpexacRHy B NPeANAIEH MEPKH OPH NpHEM

EdukacHocTra Ha UneprasuH npH nauMeHTH ¢ TexkKa BAX He € nokaszaHa. AKo KIHH
CBCTOSHHE ce BiouaBa (Bxk. Touka 4.2), Tpabpa na ce o6CchAN NpeMHHABAHE KBM Tep
NnpenopbyBaHa 3a Texkkara dasa Ha 3a0onaBaHeTO (HANPHMED, ENONPOCTEHON).
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He e ycranoseH GanaHchT non3a/puck ot 6o3edTaH npu naueHTH ¢ bAX 1 ¢pyHKiMHOHaneH Knac,
cnopea knacugukaunara Ha C30,

Hneprasun TpadBa 1a ce rMpUueMa caMo aKO CHCTEMHOTO CHCTOMHYHO KPBBHO HANAraHE € No-BUCOKO
oT 85 mmHg.

He e moxazano, ye MneprasuH HMa OnaronpHaTeH 034paBHTENCH ePeKT BLPXY ChLIECTBYBALIH
AAKTWIHH A3BH.

YepHoaobpHa GpyHKIMA

Cpbp3aHoTO ¢ 603€HTaH MOBHIABaHe Ha YepHOAPOOHHTE aMHHOTpaHcdepasH, T.c., aCnapTar H
anaHMH aMHHoTpaHcdepasu (AST wmwim ALT), e nozo3aBucumo. [IpoMeruTe B yepHoapobuuTe
€H3UMH OOMKHOBEHO Bb3HMKBAT Mpe3 MbPBHUTE 16 CeAMHULM OT NeYEHHETO (BxkK. Touka 4.8). Tesun
NOKaYBaHHUA MOXE J1a C€ ABJDKAT YACTHYHO Ha KOHKYPEHTHOTO MOTHCKAHE Ha EIMMHHALIMATA Ha
AUTBYHHTE COJIK OT XEMAaTOUUTHUTE, HO BEPOSATHO BbB BH3HHKBAHETO HAa YepHOAPOOHATE TUCHYHKLIMA
ca BK/IIOYEHH M JIPYrH MEXAHM3IMH, KOHTO HE Ca HAITLIHO yCTaHOBEHHU. He € H3KkmoueHa
aKyMyJiaLiMATa Ha 603eHTaH B XENATOLMTHTE, BOACLIA A0 UHTONH3a C BE3MOKHO TEXKKO YBPEXKIAHE HA
YyepHHus Apod, KAKTO H HMYHOJIOrHYeH MeXaHH3bM. Crof1aBa ¢ 3a peIKH Ciiy4ad Ha aBTOMMYHEH
XENaTHT C JJATEHTHOCT OT HAKONKO Mecella 40 rOAMHH. PHCKBT oT yepHoApoOHA AUCHYHKLIMA MOXKE ia
ce MOBHILUK H NPH €AHOBPEMEHHOTO NMpUeMaHe ¢ 003eHTaH Ha JIEKAPCTBEHH NMPOAYKTH, KOUTO ca
MHXHOHTOPH Ha EKCMOPTHATa NOMIA 32 XTLYHH COMH, HanpuMep, pudamMnuLMH, NTHOEHKIaAMH]I H
UHKAOCNOPHH A (BX. TOUKH 4.3 M 4.5), HO JAHHHWTE 33 TOBA Ca OrPAHHYCHH.

HuBara Ha YyepHOoAPOOHHTE TPAHCAMHEA3HE TPpEOBa A2 ce HIMEPBAT NpeAH 32N0YBAHE HA
JEYECHHETO, A CJIe]] TOBA HA BCEKH eHH Mecel, 32 CpoKa Ha JedenneTro ¢ Hnepraszan. Ocsen
TOBA, HHBATA HA YepHOAPOOHHTE TPAHCAMHHAZH TPHAOBA 1a ce H3MepBAT 2 CeAMHIH CJie]l BCIKO
YBeJIHYICHHE HA N03ATA.

IIpenopbka B cayusii na nopumasane Ha ALT / ACAT

Huns na ALT/AST  IlpenopnhkH 3a NedeHne B OpocieaaBaHe
>3un<5xULN PesynraTsT TpabBa na 6bae NOoTBBPACH ¢ BTOPO 4epHOAPOOHO HaceABaHE;
aKo € NOTBBPACHO, TpAOBA 1a ce pelny, Ha HHAXBHAYANHa 6a3a, AJaaM aa ce
NPOALIDKH MO BE3MOKHOCT ¢ HaManeHa Ao3a MneprasuH niu ga ce cnpe
npwiaraHero Ha Mneprasus (BkK. TouKka 4.2). [IpocnensBaHeTO HAa HUBATA Ha
aMuHoTpaHcdepasure TpabBa 1a NPOALIDKH Hal-MaJlkO HA BCEKH 2 CEAMHLH.
AKO HMBaTa HA aMHHOTpaHC(pEpa3UTE ¢€ BLPHAT A0 CTOMHOCTHTE NpeaH
neyeHHeTo, TpaOBa na ce 06cHIN NPOABDKABAHETO WIIH MOBTOPHOTO
BK/IIOYBaHe Ha UnepTa3uH, criopel OTTHCAHHTE NO-AO0JTY YCIIOBHA.
>5and <8 x ULN PesyntarsT TpaOBa aAa 6bAe NOTBLPAEH C BTOPO YEPHOAPOOHO H3CneBaHE;
aKo € NOoTBLPACHO, JicdeHHEeTo TpaOBa ja ce crpe U HUBATA Ha
aMHHOTpaHCepa3uTe aa ce NpocieAsaBaT Haill-Malko Ha BCEKH 2 CEIMHULIM.
AKO HMBaTa Ha aMMHOTpaHC(epa3uTe ce BLPHAT A0 CTORHOCTHTE Mpeau
neYeHHeTo, Tpadsa na ce 06CHAM NOBTOPHOTO BKIIOUBaHe Ha MnepTasuH,
CriopeA ONMHCAHHTE MO-A0MY YCIOBHA.
>8 x ULN JleueHuero TpabBa na 6bvAe NpekpaTeHo 6e3 fia ce 0OCHKAA NOBTOPHO
BKTIOuBaHe Ha UneptasuH.

B cayuaii na ¢cBLp3aHa ¢ JIeIeHHETO KIHHHYAA CHMOTOMATHKA HA 9ePHOAPOOHO YBpexKAaHe
ABTOHMYHEH XCNATHT, T.€, rajicHe, NOBPhillaHe, TEMIIEPATYpPa, 00JIKa B KOpeMa, KbITEHHLS

HeoOHuuaiiHa OTIIYCHATOCT WM YMOPSEMOCT, rpunonoaoben CHHAPOM (apTpanrug, /-/: NEHUAR lo )
TEMIIepaTypa), JedeHHeTo TPubBa 1a 61ae cnpano i A2 He ce ofchkKAa HOBTOPHO Ak “
Hnepra3nn.




[Toemopro gxniovgane Ha aeyenuemo

[TosTOopHO BKIIOUBAHE Ha NeueHUeTo ¢ Unepra3un Tpsbaa aa ce 06cHxkaa, caMo ako NOTEHLUHATHHTE
NOJ3H OT YepHOAPOOHKTE aMHHOTpaHCHEPas3H €A B PAMKHTE Ha CTOMHOCTHTE MpPEaH JICYEHHETO.
[IpenopbUMTENHO € MHEHUETO Ha xenaronor. [loBTOpHOTO BKUTIOUBAHE TPAOBa Aa ClieABA YKa3aHHATA,
n30poeHH B Touka 4.2.

B To3H coryval HRBATA HA AMHHOTpaHcepajsuTe TpabdBa Aa ObAAT H3CJIEABRHA 10 3 AHH CJIe]
NOBTOPHOTO BKJIIYBAHE, ¢J1e] TOBA OTHOBO CJjle]l ome 2 ceAMHIH H HO-HATATHLK CHOPEeA FOpHHTE
OpenopbLKH.

(I'TH) =I'opna rpasuua Ha HOpMa

KoBueHTpauuy Ha XeMOr1o0HH

Jleuenuero ¢ 6o3eHTaH € O6MNO CBBP3aHO € A0303aBUCHMO MOHMKEHHE HA KOHLIEHTPALMATE Ha
xemornioOHHa (BXk. Touka 4.8). [Ipu mnaue6o koHTpOIHPaHH NpOy4YBaHHUA, CBBP3aHOTO ¢ H03eHTaH
NOHWKEHHE Ha KOHLICHTPaLMATA Ha XeMornoduHa He ce e 3anpadouaBalo, a ce e crabunusupano cnen
nupBUTE 4—12 ceaMULM OT NleueHHeTo. [IpenopbuBa ce KOHLIEHTpALUATa Ha XeMOoIUIoOMHa 2a ce
H3CIIeZIBa TIPEAH 3anouBaHe Ha ICYEHUETO, BCEKH MeceLl Npe3 ITbpBUTE 4 Mecela, Clel KOETO BeAHbXK
H& TPH Mecella. AKO Pb3HHKHE KIIHHHYHO 3HAYMHMO MOHWKEHHE Ha XEMOTITOOHHOBATA KOHLICHTpallM,
TpaOBa Aa c¢ HaMpaBK JOMbJHUTE/THA OLICHKa U U3C/IEABAHE 38 YCTAHOBABAHE HA PUYHHATA H
HeoBX0AMMOCTTa OT CreLMpHYRO TeyeHue, B nepuoaa cien myckaHe Ha nasapa, ce cbo011aBa 3a
CJIyyas Ha aHEMHA, KOSTO H3HCKBA BIIMBAHE HA YEPBEHH KPbBHH KIIETKH (BK. TO4Ka 4.8).

JKeHHU ¢ ferepoicH MOTeHIMAT

Toit kaTo Unepra3suH MOXKE Ja HanpaBH XOPMOHATHHTE KOHTPALUCITTUBH HEEDEKTUBHH, OCBEH TOBA

ChIIECTBYBA PHCK OT BjiomiaBaHe Ha GenoapobHaTa XHNEPTOHHA NPH OPEMEHHOCT, KaKTO H

TepaTOr¢HHHUTE eeKTH, HabMmonaBaHH TIPH XKHBOTHH:

o JleueHuero ¢ UnepraszuH He TpaOBa Aa Obae 3arOYBAHO NPH XKEHH € JETEPOAEH NOTEHLUHAT,
OCBEH aKO T¢ HE M3MOJI3BAT HANEXK/AHA KOHTPALICTILIMA H PE3YJITaThT OT TECTA 3a OPEMEHHOCT
npeaun JIEUEeHHUETO HE € OTPHLATENEH.

. XOpMOHANTHUTE KOHTPALIEITTHBH He MOraT Ja ObA4aT €AMHCTBEH KOHTPALIENTTHBEH METOX NO
BpeMe Ha jieueHHe ¢ Hneprasun.
° [To BpeMe Ha fieYeHHE Ce NPEeNnoOpbYBa Aa CE NPasAT €XKEMECCUHH TECTOBE 3a OPEMEHHOCT ¢ Len

pPaHHO OTKpPHBaHE Ha OPEMEHHOCTTA.

3a MOITEITHUTEHA HHQOpMaLIMs BHXKTE TOUYKH 4.5 1 4.6.

benoapobHa BeHOOKTy3MBHA GonecT

Hma cnhoOieHus 3a cnydan Ha 6enoapolbeH oTok npu ynorpedara Ha Ba304WIaTaToOpH (IN1aBHO
NPOCTALMKIMHU) OT NalMeHTH ¢ 6enoapobHa BeHOOKITy3HBHA Oonect. CleRoBATENIHO, aKO MPH
neyeHHeTo ¢ UneprasuH Ha nauueHTH ¢ HenoapodHa apTepUaiHa XHIIEPTOHUA C€ MOABAT NMPH3HALM Ha
benoapoben oTok, TpAORa Aa ce HMa NpeaBU BB3MOXKHOCTTA 338 CBBP3aHa BEHOOKITY3MBHA Oosect. B
NOCTMapPKETHHIOBHR NEPHOM € UMAJIO peaKkH chodiieHns 3a 6enoapobeH OTOK NPH NALMEHTH,
neKyBaHH ¢ Unepra3zuH, MpH KOKTO € UMAano ChMHEHHS 3a OenoapobHa BeHOOKTy3iBHa Oonecr.

[TaumentH ¢ 6enonpodHa apTepyUalHa XUNEPTOHUA ChC CHITETCTBALIA JIGBOKAMEPHA HENOCTATBYHOCT

He e npoBexaaHo cneun¢UUHO NPOY4YBaHe NPH nauueHT! ¢ 6enoapodHa XMNEPTOHHUA M CHITHTCTBALLA
nesokamepHa auchynxkuus. Obaue | 611 naupentu (or kouro 804 ca nonyyasanu 6ozeHTaH n 807 ca

noy4aBaid niauedo) ¢ Texka XpoHHUHa chpaeyHa HeaocTaTbYHOCT (XCH) ca nekyBe '
NPOABDKHUTENHOCT OT 1,5 roauHM B nanebo KOHTPOJIHPAHO MPpoyUuBaHe (NpoyuBaHe Ak
[ENABLE 1 & 2]). B ToBa nmpoyusaHe {iMa MOBHIIIEHA Y€CTOTa HAa XOCIUTAIN3a LM ,
Ha XpOHWYHATA CHPACYHA HEAOCTATBYHOCT, Mpe3 MbPBUTE 4—8 CeAMULIM OT JieUeHU cﬁ W
KOETO MOXKE 4 € B PE3Y/ITAT OT 3aAPbXKKAaTa Ha TEHHOCTH. B TOBa NMpoyuBaHe 3aApHKERTE

/
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TEYHOCTH C€ NPOABABA C PaHHO HaJJaBaHE Ha TerJio, NOHMWKEHAa KOHLUEHTpailug Ha XeMOorjob1Ha U no-
yecTaTa NojsBa Ha OTOLM N0 KpakaTa. B kpas Ha npoy4BaHETO HE € YCTAaHOBEHA pa3/iuKa B YECTOTaTa
Ha XOCNHTATH3ALHKTE BbB BPb3Ka CbC ChpPAEYHATa HEAOCTATRYHOCT, HHTO B CMBPTHOCTTa MEXIY
nalHeHTHTE, MpUeMany 6o3eHTal MK nhauebo. CnenopaTenHo, NpenopbYBa ce NnalHeRTHTE Na ObAaT
MpOC/IeAMBaHK 3a NMPH3HALM 33 33/1PbXKKa HA TEYHOCTH (HanpHMep HaIaBaHe Ha Teriao), ocobeHo ako
CTPajaT OT CHITBTCTBALILA TEXKKA CHCTOIHA AUCRYHKLHA. AKO TAKHBA ITPH3HALIK CE NOABAT, Ce
[MPENOpPBUBA Ja C€ 3aN0YHE ICUSCHUE ¢ JUYPETHIIHN HITH Ja CE NMOBHIIH J03aTa Ha TPHEMaHHTe
auypeTHIM. [1py nauueHTH ¢ JaHHH 3a 3aAPBHXKA Ha TEHHOCTH, JICUEHHETO ¢ AMYPETHLH TpabBa aa ce
ofchbaM npeax 3ano4ysaHe Ha JedeHHeTo ¢ Uneprasun.

benoapobHa aprepHanHa XUNEPTOHUA, CBBp3aHa ¢ HIV nHpexumus

OnUTHT OT KJIHHHYHHTE Npoy4BaHus ¢ ynorpeba Ha Unepra3nr npyu naumeHTH ¢ 6enogpobua
apTepHaiHa XHnepronud, cebup3ana ¢ HIV uHdpekuus, TeKyBaHH ¢ aHTUPETPOBHPYCHHU JIEKAPCTBEHH
NPOAYKTH, € orpaHuycH (Bxk. Touka 3.1). [Ipoyusane Bbpxy B3auMoachcTBHATA MEXKY 6O3EHTAH H
NONMUHABHUP+PUTOHABHP TMPH 3paBH XOpa NMOKa3ea MOBUINCHH TUIa3MEHH KOHUCHTPAUMH Ha 603€eHTaH,
¢ MAKCHMAJIHH HUBa Npe3 ITHPBUTE 4 AHH Ha JieyeHue ( BXK. Touka 4.5). [IpH 3anoysaHe Ha neyeHHe ¢
Hnepra3uH npy NaLMEHTH, KOUTO C€ HY)KAAAT OT PHTOHABUP-AKTHBHPAHH NMPOTEA3HU HHXHOUTOPH,
MOHOCHMOCTTA Ha NalMeHTa xbM UneprasuH TpabBa BHUMATENHO 1A ce ClieaM, XaTo ce 00BpHe
ocobeHO BHMMAHHE, B HAYAJIOTO Ha BbBeXxAamara ¢asza, Ha pucKa OT XHIIOTOHHA K Ha YepHoapoOHUTe
GYHKUMOHATHH TecTOBE. [IOBHILEHHST PHCK OT YePHOAPOOHA TOKCHYHOCT H XEMATOJIOTHYHHTE
CTpaHWYHH e(peKTH He MoraT Aa OBaaT U3KIIUYeHH NpH koMOHHHpaHa ynorpeda Ha 603eHTaH ¢
aHTHPETPOBHpYCHH JiekapcTea. [Topaau moTeHunana 3a TaxnBa B3aMMOISHCTBUS, CBBP3aHHU C
HHaynMpamua edext Ha 603eHTaHa BupXy CYP450 (Bx. Touka 4.5), koliTo MOXKE Ia oxaxe edekT
BLPXY e()HKACHOCTTA Ha AHTHPETPOBHPYCHATA Tepanus, Te3H MalUMeHTH cbllo Tpabea 1a Ovaar
NpocneasBaHH BHUMATENHO no oTHoLueHHue Ha HIV ungekuusra.

benoapobHa XUnepToHHA BCISACTBHE HA XpOHHYHA ofcTpykrieHa 6enoapobua 6onect (XOFBE)

bezomacHocTT2 B NTOHOCHMOCTTA Ha DO3EHTaH ¢a NPOYYEHH NPU EKCTUIOPATOPHO, HEKOHTPOAUPAHO
12-ceamMuyHO npoy4Bane npH 1 1 nauneHTn ¢ 6enoapodbHa xuneproHns BCaeacTBHe Ha Texkka XObb
(III crenen no knacupukaumara GOLD). HabmonapaHu ca noBuieHa MHHYTHA BEHTHJIALHSA U
NOHKEHO KUCIOPOJHO HACHIaHE, KaTO Hali-4ecToTO HexenaHo cbOMTHe e O1na QUCTIHEA, KOATO €
OT3BY4YaBana cjiell CIUpaHeTo Ha DO3eHTaH.

EnHorpeMerHa ynorpeba ¢ Apyru JeKapcTBEeHH NPOIYKTH

EnnospeMenHaTta ynorpeda Ha MneprazuH H LUKIOCNIOPHH A € MPOTHBONOKAa3aHa (BxkK. TOUKH 4.3 K
4.3).

EnnoppemMeHHaTa ynorpeba Ha Uneprasun ¢ rmubeHKiaMua, quIykoHazon u pudaMIHLMH He Ce
rpenopbuBa. 3a nopeye NoAPoOHOCTH BIDK TOUKA 4.5.

EnHoBpeMeHHOTO npwiaraHe Ha UneprasuH, kakro ¢ HHXubuTop Ha CYP3 A4, Taka U ¢ HHXHOHTOp Ha
CYP2C9 tpsabBa na ce u3barea (BxK. Touxa 4.5).

4.5 BsammoaeiicTBHE ¢ APYIrH NeKAPCTBEHA NPOAYKTH H APYrd GOpMH HA B3aHMOAeHCTBHE

bozeHTaH € HHAYKTOp HAa LMTOXpOM P450 (CYP) uzoensumure CYP2CY9 u CYP3A4. lansute un
eumpo npeanonarat H HHAYKUHA Ha CYP2C19. Cneposaresino, riasMeHHTE KOHLIEHTPaLUHH Ha
BELUECTBATA, KOUTO ce METaDONMUIUPAT OT TE3H H30SGH3UMH, LIe ObJAT NOHWXKEHH NpH
eIHOBpeMeHHOTO npuwiaraHe Ha UneprasuH. TpabBa na ce uMa npeaBHA Bb3MOKHOCTTA
NpoMeHH €(PeKTUBHOCTTA HA JIEKAPCTBEHUTE NMPOAYKTH, KOWTO C€ MeTadoNH3HUpaT OT
Moxke na ce HaJIOXKHM KOpHrHpaHe Ha J03aTa Ha Te3d MPOAYKTH clief 3anouBaHe, npo
WY CIIHPAaHE Ha CBITLTCTBALIOTO JeyeHUe ¢ UnepraszuH.




Bosenran ce Metabonuzupa ot CYP2C9 u CYP3A4. UuxubupaHeTo Ha TE3M U30CH3UMHU MOXE A4
VBEJIMUH KOHLEHTpaUMATa Ha 603¢HTaH B IU1a3MaTa (BHOK KeTokoHason). Bauauuero Ha CYP2C9
MHXHOMTOPH BBPXY KOHLEHTpaUHATa Ha 003eHTaH He € npoy4deHo. Taszu kombuuaims Tpadsa ga ce
M3N0JI3BA C MOBHILICHO BHHMAHME,

Dayxonazon u opyzu uuxubumopu va CYP2C9 u CYP3A4: EqHOBpEMEHHOTO NpUaraHe ¢
¢aykoHason, koiro norucka rnasHo CYP2C9, Ho no msectHa creneH 1 CYP3 A4, moxe na aosene
AO TONSMO MNOBULIABAHE HA IUTA3MECHHTE KOHLICHTPAaLMH Ha Oo3eHTaH. KoMOKHHaumATa He ce
npenopbkuBa. [1o crinara npUuKHa HE Ce NpenopbyBa ¢AHOBPEMEHHOTO Npunarade Ha UneprazuH
KakTo ¢ MouieH HHxuOuTOp Ha CYP3 A4 (kaTo KeTOKOHA30/1, HTPAKOHA30/1 MJIH PUTOHABHP), TAKA KU C
uexubuTop Ha CYP2C9 (kaTo BOPHKOHA30M).

L{uxnocnopun A: EnHoBpeMeHHOTO npuiaraHe Ha Mineprasul ¢ UMKIOCNOpHH A (MHXHOUTOp Ha
KaNMHEBPHH) € APOTHRONOKAa3ano (BxK. Touxa 4.3). IIpu enHoBpeMEHHOTO NMpHUiarane, HaYaIHHUTE
(1a3MEHH KOHLIeHTpaLuM# Ha 603eHTaH ca npubau3nTenHo 30-ITbTH MO-BHCOKH OT Te3H, H3IMEPEHH
cnen 603eHTaH, NPHIOKEH CAMOCTOATENHO. IIpH CTALIMOHAPHO CLCTOSHHE, TUTA3MEHHTE
KOHLIEHTpALWH Ha 603eHTaH ca 3- 10 4-MBTH NO-BHCOKH OT TE3H, H3MEPEHH clied 603EHTaH, NPWIOXKEH
CAMOCTOATENHO. MeXaHH3MBT Ha TOBa B3aUMOJIEHCTBHE € Hal-BEPOATHO HHXHOMPAHE OT CTpaHa Ha
LUKJIOCTIOPHHA Ha MEAMHUPAHOTO OT TPAHCNIOPTHHUTE NMPOTEHWHH NoeMaHe Ha H03eHTaH oT
xenatoLuTHTe. KOHUEHTpaLunuTe Ha WHKaocnopud A (cybctpar Ha CYP3A4) B kpEBTa HAMANABAT
npubnusurenHo ¢ 50%. Topa Hal-BepOATHO ce TWDKH Ha HHAYKUKMATa HA CYP3A4 oT cTpaHa Ha
6o3eHTaH.

Taxponumyc, cuporumyc: EAHOBPEMEHHOTO NpWIaraHe Ha TaKpONUMYC WK CHponuMyc ¢ UneprasuH
HE € M3CJISABAHO MPH XOpa, HO MO aHAJIOTHA C €AHOBPEMEHHOTO NpUaraHe ¢ HMKIOCTIOPHH A,

€ JHOBPEMEHHOTO NpHJIaraHe Ha TaKPOJHUMYC HNH cHpoIMMycC ¢ Mineprasux Moxe na nosene 1o
NOBHILIABAHE Ha MJIa3MEHMTE KOHLIeHTpalMu Ha 6o3eHTaH. CebTCTRALOTO JieueHHe ¢ UneprasuH
MOJKe J1a HaMaJIH IUIa3MEeHHTE KOHIIEHTPallMKi Ha TaKpoJuMYyc U cHponuMmyc. Ilopaau ToBa,
eAHOBpeM¢HHaTa ynorpeba Ha UneprasHH ¥ TAaKpONHMYC HNH CHPOIMMYC HE ¢€ MPEenopbyBa.
[laipeHTHTE, MPH KOUTO KOMOHHALIMATA € HAIOXKWTENHa, TpaOBa na 6baaT npocneasBalM
BHUMATE/THO 3a HEXKEJIAHH PeaKiiH, CBBP3aHH ¢ Unepra3uH, ¥ 3a Ia3MEeHHTE KOHLICHTPAaLHH Ha

TAKPOMHMYC H CHPOIHMYC.

Iubenxnamud: EnHoBpeMeHHOTO npriarane ¢ 6o3eHrad 125 mg aABa mbTH AHEBHO B NPOAB/DKCHHE

Ha 5 IHK NOHWKABA IUIA3MEHHTE KOHLIEHTpalMH Ha raubeHknaMui (cyocrpar Ha CYP3A4) ¢ 40%, ¢
BB3MO)KHO 3HAUMTETHO HAMANIABAHE HA XHNOrNMHKeMHYHHS €QeKT. InazMeHHTe KOHLEHTpallMH Ha

003eHTaH ChilO ce MoHKaBaT ¢ 29%. OcBeH TORa NPpU NAUMEHTUTE, NOJTyYaBallld KOMOMHHpaHa
Teparnus, ce HabMoaaBa No-rojigMa YeCTOTa Ha NOBHUILIABAHE Ha aMHHOTpaHcdepasuTe. Kakro
rMUOEHKIIAaMHALT, Taka ¥ 003eHTaHbT MOTHCKAT €KCIIOPTHATA NOMINA Ha KITBYHUTE CONM, KOETO Ou
MOTNO Aa 00ACHH NoBHILeHUTEe aMBrHOTpaHChepa3n. Tasn komMOuHaLHA He Tpabga Aa ce u3non3ea.
Hsama Hanmu4yHM JaHHH 33 JIEKapCTBEHHUTE BIaMMOJIEHCTBHA C APYrdTe cyl(aHWIypeiiHd npenapary.

Pughamnuyun: npu 9 3apapH NalMEeHTH eJHOBPEMEHHOTO NPHIAraHe B NPOAbL/DKCHHE Ha 7 JHH Ha
OoszenTaH 125 mg aBa MbTH AHEBHO ¢ pudamMnyLuH, MoLleH HHAYKTOp Ha CYP2C9 u CYP3A4,
NOHIDKABRA IUIA3MEHUTE KOHUEHTpaLMH Ha O03eHTaH ¢ 58%, KaTo B OTAeNeH cny4ai ToBa ITOHKKaBaHE
On Morno ga gocturHe nmoutu 90%. B peaynTar Ha TOBa ce OYaKBa 3HAYMTENHO HaMalleH eJeKT Ha
003eHTaH NpH €AHOBPEMEHHOTO MY NpHiaraHe ¢ prgaMnuiuvH. EQHOBPEMEHHOTO NpUiaraHe Ha
pHpamnuuud 1 UneprasuH He ce npenopbusa. JIMNCBaT gasHHK 3a Apyrure HHOYKTOpH Ha CYP3A4,
Hanpumep kapbamaszenuH, dpeHodbapOrTan, PEHUTOUH H XKBJIT KAHTAPHOH, HO TAXHOTO €IHOBPEMEHHO
NpWarane ce o4akaa Aa A0BEAE A0 HAaMaNABaHE Ha CUCTEMHATa eKkcno3uumns Ha 6o3enTad. He Moxe
Ia Obe H3KIIOYEHO KITHHHUYHO 3HAYHMO HamManssaHe Ha e(PpHKacHOCTTA.

Jlonunasup + pumonasup (u Opy2u ycunenu ¢ pumoHRaeup NPOMeasHu UHXUoumopu):
EnnoBpemeHHOTO npunaraHe Ha 603eHTaH 125 mg ABa METH AHEBHO H JIONUHABHP
100 mg ara weTH AHEBHO 3a 9,5 AHM NpH 3apaBH ACOPOBOJILM BOAH A0 HAYAJIHH IUI
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KOHLIEHTPAaUHH Ha 003€HTaH, KOHTO ca MPHOIM3HTENHO 48-ITbTH NO-BHCOKH OT U3MEPEHMTE Clic
CAMOCTOATENTHO NMpHIIOKEHHE Ha Do3eHTaH. B aeH 9 miasMeHnTe KOHUEHTpalMH Ha OO3€HTaH ca
NpUOAM3IUTENHO 5 ITHTH MO-BUCOKH OT Te3H IPH CAMOCTOATENHO MPWIOKEHHE Ha 003¢HTaH.
MuxubupaHeTo OT CTpaHa Ha PUTOHABHP HA MEAMMPAHOTO OT TPAHCIIOPTHHUTE NPOTEHHH NIPOHHKBAHE
Ha 603eHTaH B XenatoumMTHTe H HA CYP3 A4, Bostemo 40 peaQyuMpaHe Ha KIHpbHCA Ha 603¢eHTaH, Hail-
BEPOATHO MPAYHUHABA TOBa B3aUMoaeHcTBre. KoraTo ce npuiara eTHOBPEMEHHO ¢ JIOMUHABHP +
PUTOHABHP WIH APYTH PHTOHABUP-NOACWICHH MPOTEa3HH HHXHOHUTOPH, MOHOCUMOCTTA Ha NallHeHTa
kM HUneprasznld Tpadsa aa ce cneau.

Cnen enHOBPEMEHHOTO MpHiaraHe Ha 003eHTaH 3a 9,5 IHH MIa3MEHUTE CKCIIO3ULIMH Ha JIONHHABHUD H
PUTOHABHpP HAMAIABAT 0 KIHHHYHO HE3HAYHMa cTeneH (¢ npubnusurento 14% u 17%, ¢b0TBETHO).
He3aBucHMO OT TOBa MJIHA HHAYKLIHMA HA 003eHTaH MOe Ja He Oble AOCTHIHATA U NOCAeABALLO
[IOHWKaBAHE Ha MPOTEa3HHTE HHXHOHWTOPH He MOXKe Ja ce H3KmouH. [Ipenopbuba ce noaxoasimo
npociaeassaHe Ha HIV Tepanusra. [TlonobHu edextu Morar na ce 04aKkBaT ¥ NPU APYTH PHTOHABUP-
NMOACKICHH NMPOTEa3HH HHXHOUTOPH (BX. TO4Ka 4.4).

[pyeu anmupemposupycrnu nexapcmed: He MOTAT Aa C€ HanpaeaT CrieUMPUIHH NMPENOPHKH MO
OTHOLUCHHUE Ha APYTH HAJIHMHH aHTHPETPOBHPYCHH JIEKAPCTBa, NMOPaAH JKnca Ha naHHH. [lopaan
NOAMEPTAHATA XEMATOTOKCHYHOCT HA HEBHPAIIHH, KOATO MOJXE J1a Ce aKyMYJIHpa C
XEMNaTOTOKCUYHOCTTa Ha 003eHTaH, Ta3H KOMOMHALIMA He ce NPEenopLYBa.

Xopmonannu xonmpayenmueu: EQHOBpEMEHHOTO nNpHunaraHe Ha 6o3eHTan 125 mg ABa MbTH AHEBHO B
NpoaAB/DKEHHE Ha 7 THM C €IHHHUYHA [103a NepopaieH KOHTPaleNnTHB, ChAbPKALLl HOpETUCTEPOH | mg
+ eTUHUN ecTpagunon 35 g, Hamansasa wiowgra noa kpusata (AUC — Area Under the Curve) Ha
HOPETHCTEPOH H ETHHHI €CTPaauoIl, CEOTBETHO ¢ 14% u 31%. Ho HamansgpaHeTo Ha ekCnO3ULIMATA
NMPH OTIACTHUTE NALMEHTH € CHOTBETHO 0 56% n 66%. CneaosarenHo, caMOCTOSTENHO NPUIOKEHH
KOHTPALCIITHBYA Ha OCHOBATa Ha XOPMOHH, HE3ABHCHMO OT IThTA KM Ha BbBeXAaHE (T.e. NepOpalTHH,
MHXKEKLIHOHHH, TPAHCACPMAIHH WIH HMIUIAHTHPYEMH JIEKapCTBEHH (POPMH), HE Ce CYWTAT 33
HaJEXJAHH METOAH 3a KOHTpauenuud (BxK. ToUkH 4.4 U 4.6).

Bapghapun: EnHoppeMeHHOTO Npuyiarane ¢ 6o3enrad 500 mg aga IreTH JHEBHO B MPOABIDKEHKE Ha 6
JHW MOHWIKABA IUVIA3MEHUTE KOHLICHTPalMH KaKTo Ha S-BapdapuH (cyOctpar Ha CYP2C9), Taka H Ha
R-BapdapuHn (cyberpar Ha CYP3A4), cvotBeTHO € 29% M ¢ 38%. KAHHHYHHMAT ONMT ¢
KOMOMHMpPAHOTO nNpuiaraHe Ha 0o3eHTaH W BapdapuH npH nauMeHTH ¢ BAX He € noBen 10 KITHHHYHO
3HAYHMH NpoMeHd B MexxayHapoaHus HopManusupal koepuuueHT (INR - International Normalized
Ratio) wiM B no3aTa Ha BapdapHHa (B HA4HaNOTO Cpellly Kpasd Ha KNMHUMHUTE npoy4BaHus). OcBeH
TOB&, YECTOTaTa Ha MPOMEHHUTE B A03aTa Ha Bap(apHHAa N0 BpeMe Ha NPOYYBAHUATA, THIKALLA ¢€ Ha
npoMeHH B INR HIH Ha HEXENaHH pEakLHH, € CXOHA NPH NAUMEHTHTE, Nnonyuyapaliy So3eHTaH WIH
nnauebo. He ce Hanara kopexuus Ha Ao3aTa Ha BapdapyHa HIH Ha JApYTH NOJOOHH OpaTHH
AHTHKOAryJIaHTHH CPEACTBA IPH 3aMo4YBaHe Ha ieyeHHe ¢ O03EHTaH, HO € NpenopbYBa HHTEH3UBHO
npociaeassade Ha INR, ocobeHo B Hayanoro Ha nedeHHETO H B IEPHO/IA HA NOKAYBAHE HA J03aTa.

Cumsacmamun: EnHOBpeMEHHOTO fipwiarase ¢ 003eHTad 125 mg aBa MbTH AHEBHO B MPOABIDKEHHE
Ha 5 AHM NMOHWKABA INAMEHWTE KOHLUEHTpalLu#d Ha cHMBacTaTHH (cyOcTpar Ha CYP3A4) v Ha
HETOBHSA aKTHBECH METa00NMMT B-XHAPOKCH KHCENHHA, ChOTBETHO C 34% u ¢ 46%. IlnasMennre
KOHLCHTpAlMK Ha O03¢HTaH HE Ce NOBJIKUABAT OT CHITETCTBALLIOTO JIEYEHHE ChC CHMBACTATHH. Tpabpa
Ja ce HMa NpeABHI NPOCNCASBAHE HA HUBATA HA XONIECTEPO.1a H NOCAEABALIO KOPUTHpaHe Ha J03aTa.

Kemokonazon: EAHOBpEMEHHOTO NpHiaralHe B NpoaAb/DKEHHE Ha 6 1M Ha 6o3eHTaH 62,5 mg ABa MBTH
OHEBHO C KETOKOHA30/1, MOLleH MHXHOHTOp HAa CYP3 A4, nopriasa ra3MeHHTE KOHLIEHTPALMK Ha

Oo3eHTaH npudnu3uTenHo 2 nbT. He ce cumra, 4e e HeoOxoauMo za ce KopHurupa nosara
Hnepra3uH. Bonpeky, ye He € J0Ka3aHO ¢ NPOYYBAHHA WH 8460, MOJOOHO MOBHIIABAHE
IVIa3MCHHUTE KOHLICHTpaLMH Ha 603€HTaH ce OMaKBa H C APYIrHTe MOUIHK HHXHOHTOD
(kaTo UTpaKOHa30/1 WiH puToHaBHp). Ho korato ce koMOuHMpa ¢ HHXuOUTOp HA CY
naimeHTHTE, cnabu merabonuzaropu Ha CYP2C9, ima pHCK OT NnoBHINaBaHE HA T
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KOHLIEHTpALIMHY Ha O03€HTaH B N0-BHCOKA CTENEH, KOETO Aa JOBEE 10 BE3MOXKHM BPeAHH HEXEIAHH
PEaKLHH.

Enonpocmenon; OrpaHHueHn faHHH, noiryyeHH ot nmpoy4ysane (AC-052-356 [BREATHE-3]), B koero
10 neanaTpUYHH NALMEHTH Ca NOJY4ABAIH KOMOHHALUMATA OT OO3CHTAH H CMONMPOCTEHON COYAT, 4Ye
KaKTo cjiel NpHeM Ha €IHHHYHA, Taka U ¢jie]] MHOTOKPAaTHH A03H, cToHHOCTHTEe Cmax 1 AUC Ha
603eHTaH ca CXOJHH NPH MaLMEHTH HA WIH Oe3 HerpeKbCHATaA HH(QY3HA Ha eNonpocTeHo (BXK. TOYKA
5.1).

Cundenaghur. EnHOBpeMEHHOTO npunarane Ha 603eHTan 125 mg aBa meTH aHeBHO (6€3 U3MEHEHHA )
¢be crnaeHadun 80 mg TpH mBpTH Ha AeH (0e3 H3MEHEHHA ), B MPOABIXKEHHE Ha 6 NHH, NTPH 3pasH
pobposonuy, soau A0 HaManenue ¢ 63% B AUC Ha cunaenadun H yeennuapane ¢ 50% 8 AUC Ha
6o3enTaH. IIpenoprusa Ce Aa ce NoAXOKAa BHHMATETHO NPH Ha3HayaBaHe Ha €AHOBPEMEHEH ITPHEM.

Taoanagun: 6o3enran (125 mg apa mbTH AHEBHO) NOHMKABA CHCTEMHATA €KCNO3ULIMA Ha Taganadu
(40 mg BeaHBXK AHEBHO) € 42% H HeroBaTa Cmax ¢ 27% cnea MHOMOKPATHO €JHOBPEMEHHO NpUaraHe.
Tananagun He nopaussa excrno3uumsaTa (AUC U Cmax) Ha O03eHTaH WIH MeTabOTUTUTE MYy.

Jlueoxcun: EnHOBpeMeHHOTO npunaraHe Ha 6o3enTaH 500 mg B npoas/DkeHUe Ha 7 HH, ABa MBTH
IHEBHO, 3aeqHo ¢ nUrokcud, HaMaiaea AUC, Cmax v Cmin Ha AUTOKCHH CHOTBETHO ¢ 12%, 9%
23%. MexaHH3MbT 3a TOBa B3aHMOASHCTBHE MOXKE J1a C€ ABJIXM Ha HHIYLMpaHeTo Ha P-
rIIMKonpoTerH. Toa B3auMoacicTBrE € ¢1abo BEpOATHO a HMa KIIMHHYHA 3HAYHUMOCT.

[leanarpyuHa nomynauus
[IpoyuBanHs Ha B3aMMOJCHCTBHATA Ca NMPOBEKAAHO CaAMO MMPHU Bb3PACTHH.

4.6 @epruanTeT, OpEeMEHHOCT H KbPMEHE

bpeMeHHOCT

[IpoyuBauusaTa NpH XKMUBOTHH Ca NMOKA3AIH PENPOIYKTHBHA TOKCHYHOCT {T€paTOr€HHOCT,
eMOPHOTOKCHYHOCT, BK. TOouKa 5.3). Hima HanexxaHa HHPopmalina 3a ynotpedara Ha Uneprasun npu
OpeMeHHU keHH. [TOTCHUMaNHUAT PHCK NPH XOpaTa BCE Ollle He ¢ u3BecTeH. UneprasuH ¢
NPOTHBONOKA3€eH P OpeMeHHOCT (BXK. TOuka 4.3).

JXXeHH ¢ aerepoaeH noTeHuHan

IIpenu 3anouBaHe Ha neyeHHe ¢ Mnepra3uH npH xkeHH ChC AETEPOAEH NOTEHLMAN TpAOBa Aa ce
NMpOBEPH, Y€ He € HatHLe OpeMeHHocT, TpAOBa na ce AanaT NoAXOAAIIH ChbBETH OTHOCHO HANCKIHHK
METOH 38 KOHTpALIENLKA, KaTo TpAORA Aa ce 3anoyHe H MPWIAraHeTo Ha NOAXOAALLa KOHTpaLenums.
[laumeHTUTE U ICKAPUTE, MPSANIKCBALIHY ICHCHUETO, TPAOBA Na 3HAAT, Ye NMOPaan Bb3MOKHH
(dbapMaKOKMHETHYHH B3auMoneiicTeus, UneprazvH Moxke 12 HanpaBH Hee(DEKTHBHH XOPMOHATHHUTE
KOHTpaLernTUBH (BX. ToukKa 4.5). [lopaay TOBa, )KEHHTE C AeTEPOAEH NOTEHUMAaR He Tp=OBa na
M3MI0T3BaT XOPMOHATHUTE KOHTPALICTTUBH (B TOBA YHCJIO NMEPOpaNHy, HHKCKLIMOHHH, TPaHCASPMAaIHH
UNH oA ¢opmara Ha UMILIAHTATH) KATO €MHCTBEH METOA Ha KOHTpALICTILIMHA, a 18 W3NOJI3BaT
NOITBIHUTENICH WIH ATTEPHATHBEH HAJCKICH METO/l Ha KOHTpaLenuus, AKO ChILICCTBYBA CbMHEHHE
OTHOCHO TOB&, KAKEB CBHBET Ja C€ Jajle Ha KOHKPETEH NauMeHT, TpabBa 1a My ce npenopnya
KOHCYJITAalMA ¢ TRHeKonor. [lopaaH celliecTByBallaTa BEPOATHOCT OT HEYCMEX OT MPHIAraHeTo Ha
XOpMOHAJIHAa KOHTPALCTILIMA 110 BpeMe Ha jieycHre ¢ neprasuB M KaTo ce uMa MpeABHA PUCKBT OT
TEKKO BIomIaBaHe Ha benoapodHaTa XUNepTOHHA MPH OPEMEHHOCT, NO BPEME Ha JICYCHH
HneprasuH ce npenopbuBa Aa ce MpasaT eXeMECEUHH TeCTOBE 38 OPEMEHHOCT ¢ LIS P
Ha OpeMeHHOCTTA.
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Knpmene

HanHM oT cboOLleHHe Ha CTyvait ONMUCBAT HATHYKME HAa DO3EHTAaH B KbpMAaTa C HUCKA KOHICHTPAlIHS.
HMma HepocraThuHa HHPOpMAaLMA 3a epexkTUTe HA Ho3eHTaH NpH KbpMadeTa. He Moxe na ce M3knmouu
pHCK 3a KppMaueTata. He ce npenopbuBa aa ce KbpPMH MO BpeMe Ha ieueHue ¢ Uneprasun.

DepTUANTET

[IpoyuBaHHATa NPH XHBOTHH Ca NOKA3AJIH TECTHKYJIApHH edekTH (BXK. TouKa 5.3). [IpH kKnuHN4HO
npoyuBaHe, U3cneaBailo edekrure Ha 603eHTaH BbPXY TECTHKY/apHATA (PYHKLIMA MPH NALHEHTH OT
MBXKM noJ1 ¢ BAX, mect ot 24-te cybexra (25%) ca nmokasann HamMaleHa KOHLICHTPAifisa Ha
criepMato3onauTe (1noHe 30%) B CpaBHEHME ¢ H3XOAHOTO HUBO cliea 6 Mecela JeueHue ¢ D03eHTaH.
B13 0CHOBA Ha T€3H HAXOJKH H MIPEAKIHHHYHHTE JAHHH, HE MOXKE Ja c€ H3KIIOUYH, e D03eHTaH MOXKe
1a UMa yBpexaaln eeKT BbpXy ClepMaToreHe3ara nNpu Mbxkere. He Moxe Aa ce M3KMOUH
IBIArOCPOYHO BIHAHHUE BbBPXY PepTHIMTETA Clieq ieueHHe ¢ 603eHTaH npy Aeua OT MBbXKKH NOJ.

4.7 EdexTn BbpxYy cnocobrocTTa 32 modupade H pabora ¢c Mmamnnn

He ca nposexaaHy cneuu@uyHY NpOYYBAHHA 32 OLICHKA Ha fpekus edexT Ha UneprazuH BupXy
cnocoOHoCTTa 32 WogHpaHe U paboTa ¢ MauIHHK. BBripekH ToBa, HneprasHH MOXe Aa IPpHYHHH
XHIIOTOHHA, CBC 3aMagHOCT, 3aMBITICHO 3PCHUE MM CHHKOII, KOMTO OMXa MOIJIH Aa MOBIHAAT
cnocoOHOCTTA 3a WodupaHe Wi pabora ¢ MalllMHH.

4.8 Hexenanu NeKAPCTBEHHA PeAKIHH

[Ipy 20 ruiane60 KOHTPONKPAHHU NIPOYYBAHHA, MPOBEACHH MPH Pa3IMYHM TEPANieBTHYHH NOKA3aAHKU,
obmo 2486 nauueHTH ca npHeMmanu 6o3eHTaH B AHeBHA ao3a ot 100 mg no 2000 mg u 1838 naumenTy
ca npHemanu mnauebo. CpenHara NpoABDKUTEIHOCT Ha JieueHHeTo € 6uia 45 ceamuun. Hexxenauure
JCKAPCTBEHH PEakiiMM ce AehHHUPAT KAaTO CHOMTHA, KOMTO BB3HMKBAT NPH Hali-Mako 1% ot
npuemaiETe SO3€HTaH MALMEHTH H ¢ YecTora noHe 0,5% no-rofsma oT Ta3H Ha PHEMAILHTE
wiauebo nauneHTH. Hafi-uecTure HeXenanu NeKapCTBCHH peakLiMH ca rinasodonue (11,5%),
OTOK/3apBbaKKa Ha Te4HOCTH (13,2%), abHOpMHH H3cneaBaHuA 3a dyepHOoApoOHa PyHkuma (10,9%) u
AHCMHA/TIOHWXKEH XeMOoTrno0uH (9,9%).

Jleuennero ¢ 603¢HTAH € OO0 CBBP3aHO C JO0303aBHCHMO TIOBHILIIABAHE HA YePHOAPOOHMTE
aMHUHOTpaHCepa3u v NOHIKABAHE HA KOHLICHTpaUHMATA Ha XeMOrIo0OHHa (BXK. Touka 4.4).

Hexenanute nekapcTBeHH peakuuu, HabmoaasaHy B 20 ruiaued0 KOHTPONMPAHH NPOYYBAHHA U NPH
NOCTMAPKETHHIOBHA ONMHT ¢ 603€HTAH Ca CTENEHYBAHH 1O YECTOTA KATO CE H3MOJ3Ba ClieAHaTa
KOHBEeHLMA: MHOro YecTd (= 1/10); wectn (=1 / 100 go <1/10); neuectu (> 1 / 1,000 no <1/100); peaxn
(= 1/10 000 go <1/ 1,000); muoro peaxn (<1 / 10,000); ¢ HeuzBecTHA YecTOTA (OT HANHYHUTE HAHHH
HE MOXe fa Obae HanpaseHa OLIEHKA ).

B1B BCAKO rpynupase B 3aBUCHMOCT OT YECTOTATA, HEXKETIAHUTE JIEKAPCTREHH peaklMu ce u3bpossar
B HH3XOJAIIl pea M0 OTHOLUIEHHE Ha TAXHATA cepuo3HocT. He ca HabniogaBaHM KNTHHHYHO 3HAYHMH
Pa3z/IMKH B HEXKEJIAHKTE JICKAPCTBEHH peaklMu Mexay obuara 6aza naHHu ¥ 0A06peHnTe NOKAa3aHHA.

Cucremuo-opraHeH KJac YectoTa | Hexeslana peakius
Hapyluenns Ha kpeBTa H Yectu AHEMHA, MOHHKEH XEMOINTOOHH
JTHUM(pHATa CUCTEeMA (BX TOUKa 4.4) _

C HEH3BECTHA YecToTa AHeMHA WIH NMOHMHBAKE,: ¥/} i '

XeMOrJ100HHa, KoF
Hanara npenuBgf

KPBBHH KII€ o 40
Heuectn TpomGouurondhiim\ 555
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Heuecs HeyTponeHwus, neBKONeHHs'
HapyieHus Ha UMyHHaTa Yectn | Peakuuu Ha
CHCTEMA CBPBLXYYBCTBHTEJIHOCT
(BUTIOYBALUIM ACPMATHT, ChpOExK U
o6pus)’
Peaku AHadWiakcHs WHIH aHTHOEAEM
HapyiueHns Ha HepBHATa MHoOTO 4ecTH 'maroGonue’
CHCTEMA Yectv Cunxon’*
HapyuieHHs Ha O4HTE C HeH3BECTHA YECTOTA 3aMBIIICHO 3PEHHE
CoppaeyHH HapyLeHHs Hectu CobpueGuene'
CbII0BH HapyLIEHKA YectH 3auepBaBaHe
YectH ] Xunoroxus'*
PecniipaTopHM, rpbAHH U YectH 3anyiisaHe Ha Hoca'
MEAMACTUHAIHH HApYLICHHS
CToMalIHO-4YpeBHH Yectn ["acTpoesodareanHa pepnykcHa
HApYIEeHHUA Oonect
| [inapus
Xenaro-OMnuapHu MHoro uecTu AOHOPMHH YepHOAPOOHH
HapyUICHHA (YHKLMOHATHH TECTOBE
| {(Bk. TOuKa 4.4)
Heuectu ITopnmenu amuHOTpaHChepasH,
CBBP3aHH C XENaTHT
(BKIIOUMTENHO BB3MOXKHO
0boCTpAHE Ha NMOTEXKALI
XenaTHT) WHIH *KbaTeHHual (Bx.
TOYKa 4.4)
Penkwu [{npo3a Ha yepHHs Apod,
Y€ pHOAPOOHA HEAOCTATHYHOCT
ABTOMMYHEH XEIMATHT
HapyieHus Ha koxaTta U Yectn Epurema
NOJKOXHATA ThKaH
O6uu HapyleHus M eekt | MHOTO YecTH [ Orox, 3aTBPXKAHE HA TEYHOCTH®
HA MACTOTO Ha NPWIOXKEHHE

| JaHHH, MOTyYeHH OT MOCTMAPKETHUHIOBHR ONKT, YECTOTHTE C€ OCHOBABAT HA CTATHCTUYECKOTO
MOAEenupaHe Ha rialeto-KOHTPOIMPAHH JJAHHH OT KIHHHYHO NpOYYBaHe.

PeakLiMi Ha CBPBXYYBCTBHTENHOCT ca ChoOIIeHH npu 9,9% ot nauueHTHTe ¢ 6o3eHTan u nipu 9,1%
OT NaUMEHTHTE ¢ Mauedo.

TnaBoGonue e crobmeno npH 11,5% or naunenture ¢ 6o3enTan U npH 9,83% o1 nauBeHTHTE C
ruianebo.

“Te3u BHAOBE peakUMH CHLIO MOKE J1a Ca CBBhP3aHK ¢ MOMNEKALLO 3a60NsBaHe.

> OTOK WIH 3aApBKKa Ha TEYHOCTH € chobiueH npH 13,2% or nauuenTute ¢ 6o3entan u npu 10,9% ot
MaLHeHTHTE ¢ ruianedo.

[To BpeMe Ha NOCT-MapKETHHIOBHA NEPHOA ca ChOOILIEHH peaKHU CiTy4Yan Ha HeOOSCHHMA LIHPO3a Ha
yepHHA Apod cnen NpoALLKHTENHO leYeHHe ¢ MnepraznH npH naliMeHTH ¢ MHOXKECTBO
NpUApyxXasaiiy 3abonaBaHMs H TEPANHH C JIEKapCTBEHH cpeacTea. Mma chio peaku cboOlieHHA 3a
4YepHOAPOOHA HEAOCTATBYHOCT H ABTOUMYHEH XEMATHT C TaTEHTEH NEPHOX OT HAKONKO MEcela 10
roAMHM. Tesu crOoOECHHA MOACKWIBAT 3HAYEHHETO HA CTPHKTHOTO CIA3BaHE HA eXKEMECEHYHOTO
MPOCACAABAHE HA YCPHOAPOOHHKTE PyHKLIHH, KOKATO Tpae AeueHneTo ¢ UneprasuH (Bxk. TO
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[leaAHaTpHUHA TOMYIAMHA

HBKOE!@J’IE&H KIHHHAYHH NPOYYUBAHHA INDH NMNCAHATPHYHH NAIIMCHTH

Hexoxnmponupanu xaunuiiu npoyyeanun npu neQuampuystu nayuenmu.

[TpoduneT Ba 6€30MaCHOCT NMPU IEPBOTO OTBOPEHO HEKOHTPONUPAHO NEAHATPHIHO NPOYyYBaHe
nposeacHo ¢ dunmupanu tabnerkd (BREATHE-3: n = 19, Meauana Ha Bu3pacTTa 10 rogyuu
[aanazon 3-15 roagnnm], 603enTad 2 mg/kg nBa IMbTH AHEBHO; MPOAB/DKHTETHOCT Ha NeueHue 12
CeAMMILIM) e Noa00eH Ha To3H, HabMmoAaBaH MPH OCHOBHM MPOYYBAHHA NPH BB3PACTHH NMALHEHTH C
BAX. [Ipu BREATHE-3, Hali-uecTHTE HEXKENaHU peakliMK ¢a 3auepsiBaHe (21%), rnasobonue u
abHOpMHH veprOaAPOOHH pyHKIHOHANHH TecToBe (16% BCAKa).

COopeH aHAIH3 HA HEKOHTPOJIHPaHH NeAHaTPHYHH NPOY4YBaHKUA, npoBeaeHH npu BAX ¢ 603enran 32
mg nucneprupauy ce Tabnerxku (FUTURE 1/2, FUTURE 3/IIpoawikenne) Baousa o6uo 100 geua
nexyBaHH ¢ 603¢HTaH 2 mg/kg aBa muTH AHeBHO (n = 33), 2 mg/kg Tpu e AHEeBHO (n = 31), Wwin 4
mg/kg npa meTH AHeBHO (n = 36). [Ipu BKIIOUBaHETO, LIECTHMA NALUEHTH ca GIUTH Ha PB3PacT MEX/y
3 Meceua ¥ 1 roauHa, 15 neua ca 6unm Ha BB3pacT Mexay | ¥ moa 2 roaMHu ¥ 79 ca 6unn Ha BL3pacT
Mexay 2 ¥ 12 roapuHu. MeauaHaTa Ha NPOABL/DKHTENHOCT Ha JieyeHne € 6una 71,8 ceamuiiu
(nmanasoH 0,4-258 ceaMuim).

[Ipod@rsT Ha Oe3onacHOCT NpH TO3H cOOpEeH aHATH3 HA HEKOHTPOJIMPAHH TCAUATPHYHH NMPOYYBaHHS
e noaobeH Ha To3H, HabJIOAaBaH NPH OCHOBHUTE U3NHUTBAHHA NPH BbL3pacTHHU nauMeHTH ¢ bAX, ¢
H3KITIOYCHHE HR HHPEKIIMHUTE, KOHTO €a ChOOLIEHH MO-4YE€CTO, OTKOJKOTO NMpH BL3pacTHHTE (69,0%
cnpamo 41,3%). Paznukarta B yecToTara Ha HHPEKLMHTE MOXKE OTYACTH Aa € ABJDKH Ha MTO-rojigMara
MEIMaHa HA MPOAB/DKUTENHOCT HA EKCNIO3ULIMATA B NeAHaTpH4HaTa rpyna (MeauaHa 71,8 ceamMuuM) B
CpaBHEHHE C Bb3pacTHHTE (MeaHaHa 17,4 ceamuun). Hall-yecTHTe HexxelaHH ChOMTHS ca HHPEKLIHH
Ha FOPHHTE AUXATENHHU mbTHLLA (25%), Genoapobua (aprepuanya) xunepronus (20%), HazodapHUHTHT
(17%), nupexcusa (15%), nosprmane (13%), 6pouxur (10%), kopemHa 6oska (10%) v anapus (10%).
HsMa 3HauMMa pa3nyKa B YECTOTATA HA HeXeJlaHHTe ChOMTHA MPH NAaLMEHTHTE Had H MOA 2 roAMIIHA
BB3pacT, ToBa obaue ce Ha3upa camo Ha 21 felia nox 2 roAvHY, BKIIOYHTENHO 6 NaLMEHTH Mexay 3
mMecelia H 1 ronuHa. Hexxenanu crOuTHSA Ha YyepHOAPOOHH HapylICHKA H aHEMHA/HaMaJIeH
XeMOrjno0UH ca HaCTBIWIH CHOTBETHO NpH 9% u 5% ot naumeHTHTe..

[Ipu paHaoMH3HpPaHO MALE00-KOHTPOIHPaHO NpOoYyYBaHe, NMpoBeaeHo npy nauneHTH ¢ [IBXH
(FUTURE-4), obmio 13 HoBOpoaeHH ca OMIU nekyBaHH ¢ AMcnieprupauiy ce Tabnerku 6o3eHTaH ¢
ao3a 2 mg/kg aea ITbTH AHEBHO (8 mauMeHTH ca O Ha mnanebo). MeaunaHaTa Ha NPOXBDKHTENHOCT
Ha 1edeHne ¢ GosetaH H auedo e 6una, cboTBeTHO, 4,5 AHK (auanason 0,5-10,0 auu) n 4,0 nuu
(ananazon 2,5-6,5 auu). Haii-yecture Hexenanu chOMTHA NpH NallMeHTHTE, NEKYBaHH ¢ 603eHTaH U
anedo, ca OMIH CbOTBETHO AHEMHA MM HAMAJICH XeMoro6uH (7 M 2 nalMeHTH), reHepanu3upaH
eaem (3 1 0 nauueHTH) M nOBpbUIAHE (2 H O MalLHEHTH).

JlabopaTopHH OTKIOHEHHS OT HOpMATA

OmxnoHenus 6 ¥eproopobrume U3CI08aHUA

[lo BpeMe Ha KIMHHYHATA NPOrpamMa, A0303aBHCHMHTE [TIOBHIIEHHA HA YEePHOAPOOHHUTE
aMHUHOTpaHc(epa3H OOMKHOBEHO Ca Bb3HUKBAIH NMpe3 MbPBHTE 26 CEAMHLH OT JIEYEHHETO,
OOMKHOBEHO Ca CE pa3sBHBAJIM NOCTERNESHHO U ¢a OHIH NTaBHO acCHMITOMHH. [To BpeMe Ha nocT-
MapKETHHIOBHA NEPHOA ¢a ChODILIEHH PelIKH CTyuaH Ha LHMPO3a U HEJOCTATBYHOCT Ha YepHHS pob

(N

MexaHH3MBT Ha TO3H CTPAHHUEH ekt HE € AceH. ToBa NoBHILABaHe HAa aMHHOTpaHC (R
14 ce MPeoAosiee CIIOHTaAHHO, KaTo JICYCHHETO NMPOLBJDKABA ¢ noaabpxKalia n03a Unepfas
HaMalIABaHE Ha 103aTa, HO MOXe aa 6bae HeoOX0AUMO NPEKBLCBAHE WIH CIIHpAHE HEy )
TOuKa 4.4).
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[Tpu 20-Te 0beauHeHH mMauedo KORTPOIMPAHH MPOYYBAHUSA, NOBUIIABAHETO HA YEPHOAPOOHUTE
amuHoTpaHcdepasu > 3 x [TH e nabmoaasato npu 11,2% ot npuemamuTe 603¢HTaH NaLKEHTH, B
cpaBHeHMe ¢ 2,4% ot npuemalnnTe mauebo nauneHTy. [losuiuapane 1o > 8 x I'TH e Habmonasano
np4 3,6% oT nauMeHTUTE, TeKyBaHHu ¢ 6o3enTaH H 0,4% ot mpuemMalire nnatedo nalueHTH.
[ToBHiaBaHeTo Ha aMHHOTpaHcdepa3uTe € OII0 CBBP3aHO C MMOBHHIABAHE HAa OWIHPYOHHa (> 2 X
I'TH) 6e3 nanuu 3a OunuapHa obcTpykuma npy 0,2% (5 nauneHTH) npreMaiuy 6ozenran 1 0,3% (6
MaLMEHTH) npueMalin niauedo.

[Tpn coopHua ananus Ha 100 geua ¢ bAX or HekOHTponHpaHuTe neauaTpuunH npoyyBsaHus FUTURE
1/2 1 FUTURE 3/Ilpoasmxenue ca HabmoaaBaHH NMOBULIEHH YepHOAPoOHH aMuHOoTpaHCcdepasu = 3 X
['TH npu 2% ot nauMeHTHTE.

[Ipu npoyueanero FUTURE-4, sxmousawo 13 HoropoaeHu ¢ [1bXH, nexysanu ¢ 6o3enran 2 mg/kg
ABa ITHTH AHEBHO 3a no-Manko ot 10 auu (aManazon 0,5-10,0 anu), HaMa Crydad Ha YepHOAPOOHH
amuHOTpaHcdepaszu > 3 X I'TH no BpeMe Ha NeUeHHETO, HO €IMH CTy4aii Ha XeNaTUT € HACTLAW 3
IOHH cJiell Kpas Ha JieueHUeTo ¢ 603eHTaH.

Xemoznobun

[Tpu mnanebo-KOHTPONHPaAHHU NPOYYBAHKA NPH BH3PACTHHU, NOHWKABAHE HA KOHLICHTpaLMATa HA
xemornobuna noa 10 g/dl or HauanoTo Ha Npoy4BaHETO € cLrodeHo npH §,0% ot npueMatuyre
Bo3eHTaH nauHeHTH H NpY 3,9% ot npueMallxTe wianebo nauneHTH (BX. To4ka 4.4).

[Ipu c6opuus ananus Ha 100 acua ¢ BAX oT HekoHTpOonHpaHuTe neavaTpyaHM npoyysanus FUTURE
1/2 n FUTURE 3/IIpoammxerne, € CrOOUICHO NOHIKABAHE HAa KOHLICHTPALUATA Ha XeMornobOHHa Ha
u3xoaHo HuBo ao nox 10 g/dl npu 10,0% ot nauuenrure. He ¢ nmano noumxapane noa 8 g/dl.

[1pn npoyuBanero FUTURE-4, 6 or 13 nekysanu ¢ 6o3enrad HoropoaeH ¢ [IBXH ca nonyuunu
NOHMKABAHE Ha XeMOrnmoOHHa OT pedepeHTHUA AMana30H Ha H3XOAHO HHBO A0 nof AOJNIHATA IPaHKLIA
Ha HOpPMATA NO BpEME Ha JIEUCHHUETO.

CrobinaBane Ha MoAO3UPAHH HEXKENAHH peakiiy
Crob1maBaHeTo Ha NMOAO3HPAHH HEXKENAHH PeaKLMK CIeR pa3peliaBaHe 3a ynorpeda Ha NeKapCTBeHHA

NPOAYKT € BaxkHO. TOBa NO3BONSRA A2 NPOABIHKH HaOMOACHUETO HA CHOTHOIICHHETO TOJN34/PHCK 3a
NneKapcTBeHHUs NMpoayKT. OT MEAHLMHCKHTE CINELHAIHCTH CE H3UCKBA J1a ChoOIIAaBaT BCAKA

NORO3UPAHA HEXeNaHa peakuya upe3 ManbaHWTeIHa areHIIHA MO JieKapeTBaTa, V. ,,JiaMsaH [ pyes™
Ne 8, 1303 Codmus, Ten.: +359 28903417, yebeadiT: www.bda.bg.

4.9 IIpeaosupane

boseHTaH € mpunaraH B eAMHHYHA a03a 20 2400 mg npu 3apau vHaAHBUAK K A0 2000 mg Ha geH B
NpoALDKEHHE Ha 2 MeceLla NPH NaLUMeHTH ¢be 3abongapane, pasnnuno ot 6enoapobHa XunepToHH.
Hali-yectaTa HeXeNMaHa nekapcTaeHa peakuma ¢ Owna rnasoboMe ¢ neka 1o yMepeHa HHTEH3HBHOCT.

I'onaMoTo Npeao3upaHe MOXKE Aa A0BEAE A0 CHIHO H3pa3eHa XMITIOTOHHA, U3UCKBALLa AKTHBHA
NOAKpena Ha ChbPACHHOCHAORATA CHCTEMA. B nepuoaa cnen nyckaHe Ha nasapa, ce cbobuiapa 3a et
cmyuaii Ha nipego3upane ¢ 10 000 mg Mneprasus, npHer oT eguH OHOWA. ToH € vMan CUMITOMH Ha
rajicHe, NOBpblLaHe, XUIIOTOHHUA, BHEHE Ha CBAT, NMOTEHE, 3aMbIIIEHO BIDKAaHEe., Br3cTaHOBUN Ce €
HAITBJHO ¢lie 24 yaca ¢ MEpKH 3a NMoAXbpAKAHE HA KPBBHOTO HajndraHe. 3adenexka: 603eHTaHbT HE ¢
OTCTPAHABA YPE3 XCMOJHANIH3A.
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5, @OAPMAKOJIOrHYHHN CBOUCTBA

5.1 OapMakoaHARAMHYHH CBOHCTBA

dapMaxoTepanesTHYHa rpyna: Apyrd aHrMxunepreH3usHU nekapersa, ATX koa: CO02KX01

MexaHnu3bM Ha AeHCTBHE

bo3enTaH € ABOCH €HAOTE/IMH peuenTOpeH aHTaroHucT (EPA) ¢ adUHHMTET KakKTO KBM €HAOTENHH A,
Taka H KeM B (ETA u ETB) peuerrropure. bozeHTraH HamMangpa Kakto 0enoapobHoTo, Taka H
CHCTEMHOTO CBAOBO CBIPOTHRICHHE, KOETO BOAM A0 MOBMLICH CHpAcUeH nebuT, 63 Aa ce nosumaBa
ChpPACYHATA YECTOTA.

HespoxopMonsT eHaoTenun-1 (ET-1) e eaun o Hal-MOIIHATE H3BECTHU Ba30KOHCTPUKTOPH. Toii
MOXe Aa noseae a0 ¢ubposa, kierpyuHa nponudepalius, cbpaeuHa xuneprpodus U peMoenupaHe,
KATO MOX€E J1a IPHYHHH U BB3MaJIeHHE. Te3H ePEKTH ce OCBIRECTBABAT MOCPEACTBOM CBBLP3BAHETO HA
eHaotrennHa ¢ ETA n ETB peuienropute, pasnonoxeny B KIETKATE Ha €eHAOTEIHYMA M FIafKara
MYCKYyJlaTypa Ha cbJoBeTe. KoHueHTpaumure Ha ET-1 B ThKaHHTE M I1a3mMarta ce roBHILIABAT NPH
HAKOH CHPACYHOCHIAOBH pascTpoiicTBa 1 3ab019BaHUA Ha CHeAMHMTENHATA THKaH, B ToBa Yucao BAX,
CKIIEPOAECPMHA, OCTPa H XPOHUYHA ChPACYHA HEAOCTATBYHOCT, HICXEMHA HA MHOKap/Aa, CHCTEMHA
XHIESPTOHHS M aTEPOCKIEpPO3a, KOSTO npeanonara naroreHHara pois Ha ET-1 npu Te3u 3abonssanus.
[Ipu BAX 4 cbpaeyHa HEAOCTATEHHOCT, B OTCHCTBHETO HA €HAOTENHH PELISNITOPEH AHTANOHH3BM,
noBUIIeHMTE KOHUEHTpauuu Ha ET-1 ca cHnHO CBBp3aHU ¢ TeXKeCTTa H NMPOrHo3aTa Ha Te3H
3a60/IABAHHS.

bo3enTan ce KOHKYpHpa 3a cebp3BaHeTo ¢ ET-1 u apyrure ET nenrruan, kakro 3a ETA, Taka n 3a
ETB peuernrropure, ¢ Manko no-sBUcokK apuuurer 3a ETA peuenropute (Ki = 4,1-43 raHoMona),
otkonkoTo 3a ETB peuenropure (Ki = 38-730 HaHomona). bo3eHTaH e cneundHyeH aHTArTOHHCT Ha
ET peuenTopure ¥ He ce CBBEP3BA C JPYTH PELEITOPH.

MHK&CHOGT

Mooenu na scusomnu

Mozenu Ha xHBOTHH Ha 6enoapoOHa XUNEPTOHHA NOKA3BAT, Y€ XPOHHYHOTO NMEPOPATHO NPHIOXKEHHE
Ha 603eHTaH HaManaBa 6enoapobHOTO CHAOBO CHIIPOTHRIIEHHE H AaBa OOpaTeH XoA Ha
XHNepTpodHATa Ha OeToAPOOHHUTE CHAOBE U AACHATA KaMepa Ha cbpueto. [Ipn Moaenu Ha >KHBOTHH
Ha benoapobHa ¢pubposa, 603eHTaH HaMaJIABA OTIArAHETO Ha KojareH B Oenure Apobose.

Egurxacnocm npu ev3pacmuu nayuenmu ¢ be100pobna apmepuania XunepmoHus

IlpoBeneHH ca ABe paHAOMH3HPAHH, JBORHO-CIENH, MyATHLEHTPOBH, I1aLe60 KOHTPOIHPAaHH
npoy4yBaHus ¢ 32 (mpoyuBaHe AC-052-351) u 213 (npoyusane AC-052-352 [BREATHE-1])
Bb3pacTHH nauueHTH ¢ BAX III-1V ¢dynkunonanen knac no C30 (mspBuyHa OenoapobHa
XMNEPTOHHUA WU OenopobHa XHNepTOHHA, BTOPHYHA ITIABHO Ha cKiepoaepMus). Criex 4 ceAMHLM Ha
Go3eHTaH 62,5 mg aBa ITbTH JHEBHO, H3C/EIBAHATA NOAABPIKALLA 1032 NPH Te3H NpoyuBaHus e 125
mg ABa IMbTH AHeBHO nNpH AC-052-351, 125 mg asa weTH AHeBHO H 250 mg ABa MLTH AHEBHO NpH
AC-052-352.

boszenTaH ¢ nobapeH KbM TeKylllaTa TEpanus Ha NAUMEHTHTE, KOATO OM MOTra Ja BKITIOYBRa
KOMOMHALIUA OT aHTHKOAryJIaHTH, Ba30AWIaTaToOpH (HanpHMep, O10KepH Ha KAJILIMEBHTE KAHAJIH),

Tepanu4.

ITspBHuHaTa KpaiiHa TOYKA B Kpasd Ha BCAKO NPOYYBAHE € NPOMAHATA B K3BMHHATOTO P
6-MMHYTHO XOZ€He Ha 12-Ta cegMHLIa NPpY MBLPBOTO NMPOYYBAHE H HA |6-Ta ceamuLa Np
npoyusaHe. Y npn asere npoyuBaHus, JeueHHETO ¢ OO3CHTAH BOAH 0 3HAYMTEIHO MOB
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bu3nyeckns kanauyreT. [LiaueGo-KOPHrHpaHoOTO YBEIHYaBaHE HA H3MHMHATOTO Pa3CTOSHHE B
CpaBHEHHE ¢ HA4YaI0TO € ChOTBEeTHO 76 Metpa (p = 0,02; t-Tect) M 44 metpa (p = 0,0002; Mann-
Whitney U tecT) KaTO mppBHYHa KpaiiHa TOYKa B Kpas Ha BCAKO NpoyuBaHe. PaznukuTe Mexay aABeTe
rpyny, 125 mg nsa mbTH Ha aeH U 250 mg aBa ITbTH H& ACH, HE Ca CTATHCTHYECKH 3HAYHUMH, HO HMa
TEHAEHLHMA KbM noaodpasane Ha PU3MYECKHA KaNauMTeT B rpynara, npuemMaia 250 mg asa meTH
JIHEBHO.

[TogoOpeHueTo B H3MMHATOTO PA3CTOAHUE CE€ YCTAHOBABA Clie]l 4 CEAMHLIM JICYECHHE, CTABa ChBCEM
ABHO cniell 8 ceAMMLIN ICYCHHE M ¢ Nnoaabpxa Ao 28-Ta ceaAMHLIA MPH ABOHHO-CIANOTO NEUEHHE B

CAHa noarpyna oT noIynaunniaTa Ha IallHeHTHTE.

B peTpocnexTMBEH aHATTH3 Ha PECTIOHAEHTHTE, B3 OCHOBA Ha NMPOMEHHTE B H3MHHATOTO Pa3CTOAHHE,
byukmponanHua knac no C30 u aucnHesaTa npy 95 nauHeHTa, paHIOMH3IHpaHH Ha 003eHTaH 125 mg
NBa ITHTH AHERHO B IUIalLe00 KOHTPOJIMpPaHHUTE MPOYYBAHHUs, € YCTAHOBEHO, Y€ Ha 8-Ta ceamuua 66
NaUHEeHTH ca HManu noaobpexue, 22 ca 6unu crabunusupany u 7 ca ce pnomwiy. Ot 22-ta
nauMenTH, crabuaMsupaHy Ha 8-ta cenmuua, 6 ca uManu noaodpeHue Ha 12/16-ta ceamuua 1 4 ca ce
BIIOLIMIH, B CpaBHEHHE ¢ HadanoTo. OT 7 nauueHTH, KOUTO ¢a Owin BiIOLICHH HA 8-Ta ceaMuLa, 3 ca
ce nonoopunm Ha 12/16-Tta ceamunia U 4 ca ce BIOMIWIH, B CPABHEHHE ¢ HAYANOTO.

CaMoO B MbPBOTO NMPOYUBAHE € NPAaBEHA OLCHKA HA HHBA3SUBHUTE XeMOIUHAMHUYHH NapaMeTpH.
Jleuennero ¢ 603eHTaH € JOBEJIO IO 3HAYHTENHO YBEIMYaBaHe Ha ChpIeYHMA HHIEKC, CRBP3aHO CBC
3HAYMTENIHO HamansBaHe Ha HenoapobHOTO apTepuanHo HandraHe, 6enoapobHOTO CHAOBO
CBhIIPOTHB/ICHHE H CPEHOTO HaAraHe B JACHOTO MpeAChpAKE.

[Ipu neyenneTo ¢ ODo3eHTaH € HabmoaaBaHa peayKLHS B CHMITTOMATHKATA Ha OenoapoOHaTa
apTepHaiHa XMIepToHua. M3cneaBaHeTo Ha AMCNHENTA MO BPEME HA TECTOBETE C XOA€HE MOKA3Ba
noaodpeHue npu npuemalurre 0o03eHTaH nauueHTH. B Hayanoro Ha npoyusane AC-052-352, 92% ot
213 nauueHTH ca c pyHkuuoHaneH knac I, cnopen knacunguxaumsra Ha C30 n 8% cac
¢yHkumonanex xnac I'V. JleueHnero ¢ 603eHTaH BOAH A0 noAocOpsaBaHe HA (PYHKLIMOHAIHHSA KJ1ac MO
C30 npu 42,4% ot naupenture (ruaueto 30,4%). Karo uano, npomeHuTe BbB (PYHKLMOHATHHA KI1ac
no C30 no BpeMe HA ABETE NMPOYUYBAHHUSR €a 3HAYHTEINIHO NO-A00PH NPpH nNpHeMaluuTe 603¢HTaH
NalLHEHTH, B CpaBHEHHE C NMpHeMaluTe raledo naiueHTH. JleueHHeTo ¢ HO3¢HTAH CE CBBP3BA CHC
3HAQYUTENHO HAMAJIABAHE CTENEHTA HA KIMHHYHOTO BJIOLIABAHE, B CpaBHEHHe ¢ niauedo, Ha 28-Ta
ceamuua (10,7% cpewry 37,1%, crorBerHO; p = 0,0015).

[Ipu paHAOMM3KPAHO, ABOWHO-CJIANO, MHOTOLIEHTPOBO, Iu1anebo koHTponupaHo npoyusaHe (AC-052-
364 [EARLY]), 185 naument ¢ BAX ¢pyHkunoHanes knac Il no C30 (cpeauo 435 Merpa, n3MMHATH
33 6 MHHYTH Ha H3XOXHO HHBO) ca nomyuwiu Ho3zenraH 62,5 mg ABa ITbTH AHEBHO B NPOABIDKCHHE HA
4 ceaAMHLIM, cllel] KOETO ¢a NpeMHHAIH Ha 125 mg aBa nmbTH AHEBHO (n = 93) wnH rwiauebo (n =92) B
NpOoABb/DKEHHE Ha 6 Mecella. BkmoueHHuTe nauueHTH ¢ 6enoapobHa apTepraiHa XHIIEPTOHHA ca OWH
HenekyBaHM (n = 156) unu ca 6unu Ha nocTodHHA n03a ciaeHadun (n = 29). [IspBUMHHTE CHCTABHH
KpaiHH TOUKM Ca NMPOLEHTHHTE NNPOMEHH OT H3X0JHO HUBO Ha 6enoapoOHOTO ChAOBO CBHIIPOTHRICHHE
(bCC) 4 npoMsHaTa cipasMO H3XORZHOTO HHBO HAa H3MHHATO pa3cTosHueE 3a 6 MHHYTH HA 1IEeCTHA
Mecell, CpaBHEHH ¢ manedbo. TabnuuaTta no-4oay UIKOCTPHpA aHATM3A Ha NMPEABAPUTENIHO

OnpeesieHUs NMPOTOKON.

CC (dyn.sec/cmS5) E:cmnmm, H3IMHHATA NEmA 38 6
ale6o (n=88) lBosemaH (n=80) ane6o (n=91) |[Bosexran  (n=86)
lg,asa (BL); cpemo (SD) 802 (365) I_SSI (535) 431 (92) AT~
[TpoMana cnpsMo Gazata BL; 128 (465) 69 (475) 8 (79) @ZV' L7
Pe3yarar o1 TeYCHHUETO '—22.6% 19
195% CL —34, —10 -4, 42
P-CTOMHOCT < 0.0001 0.0758

JAI" — nosepurenta rpaniua: bCC= beaoapoOHo cea0BO CHNPOTHBNICHHE ; SD =
OTKJIOHEHME
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JleveHueTo ¢ 603eHTaH CE CBBP3Ba ¢ HAMAJICHHE Ha 4ECTOTaTa Ha KITHHHYHO BJIOLIABAHE, OTIPEAENCHO
KaTO MPOrpecHs Ha CHMITTOMHTE, XOCTIMTanu3auma nopaad bAX u cMspT B cpaBHEHHE ¢ mianebo
(NpONOpUMOHANHO HAMAJICHWE Ha pUCKA 77%, 95% aosepureneH unreppan [[AH] 20 - 94%, p =
0,0114). EdexrsT OT NeYeHHETO € NpoCieaeH Ype3 NogodpeHHe B KOMNOHEHTHTE Ha IIPOrpecHs Ha
cuMmnromure. HabmonaeaHy ca enHa XOCNMTaNM3aliya, Ib/DKalla ce Ha BiaolnaBane Ha BAX B
rpynara, JicKyBaHa ¢ H03¢HTaH, H TP XOCNIHTANIM3alMy B rpynara Ha rnauebo. [Ipu Besika rpyna Ha
JeveHue € HabmoaaBaH eAHH CiTy4dail Ha CMBPT NpeE3 WECTTE MECELd Ha JBOWHO-CNIENNA NEPHOJ Ha
MPOY4BAHETO, MOPAIH KOETO HEe MOJXKE JIa C€ HAMPARH 3aKIIOMEHHE 3a NMPEXXHBAEMOCTTA.

JaHHHU 33 NPOOL/DKUTENICH NEPHO OT BpeMe ca chbpanu ot BecvukuTe 173 manueHTH, KOKTO Ca
NeKyBaHH ¢ D03€HTaH B KOHTpOJIMpaHaTa ¢asa H/WiM ca NpeMHHANH 0T mauedo Ha 6o3eHTan no
BpeMe Ha OTBOPEHOTO Npoab/DkeHHe Ha rpoyuBaHeTo EARLY. Cpeanara npoab/DKHTENHOCT Ha
eKCTIO3HLHA Ha JieueHHe ¢ Oo3eHTaH e Ouna 3,6 + 1,8 roannwm (ao 6,1 roauum), kato 73% ot
MallMeHTHTE Cca JIEKYBaHH Hal-MalKko 3 roquHu 1 62% - vaii-mManko 4 roavi. ITanvenrure 61uxa
MOIJIH Aa NOJYy4YaT JOIMBIHHTENHO JeueHuUe 3a BAX, KaKTO ¢€ U3UCKBA B OTBOPEHOTO NMPOABIDKEHHE
Ha npoyusaHeTo. [lo-ronsaMara 4acT OT NauMEHTHTE Ca AUAarHOCTHLIMPAHHU C HAHONATHYHA WITH
HacneactseHa BAX (61%). Karo usano, 78% ot nauueHTHTE ca NpOoABLIDKUIM ¢ (PYHKIHOHANEH Kiac 1]
cnopea Knacipukaumara Ha C30. Ouenkure Ha Kaplan-Meier 3a npexuBaemoct ca cboTBeTHO 90% M
85% Ha 3TaTa U 4TaTa roiMHEA OT 3aNO4YBAaHE HA JIeueHHUETO. B chiilHTe BpeMeBH ToukH, 88% H 79% ot
NaLMEeHTUTE MPOAB/DKWIM Oe3 BnowasaHe Ha BAX (onpeaeneHo KaTo CMBPT,NO BCAKAKBA NMPHYHHA,
TpaHCIUIaHTalMs Ha 021 Apo0, arpHaiHa CENTOCTOMHSA HIIHM 3aN10YBaHE HA HHTPABEHO3HO WIH
NOAKOXHO IMPOCTAHCHAHO NeucHHe ). CpaBHMTEHHUS NMPHHOC Ha NPEAXOKAALLOTO JeueHHUe ¢ ruiaunedbo
B Ha JBoiiHO-cnsnara ¢ala U Ha APYTH JIEKapCTBa, 3aMOMHATH NO BpeMe Ha (a3aTa Ha OTBOPEHO
NMPOALILKEHHE HA NPOYUYBAHETO HE € M3BECTEH.

B npocrexTUBHO, MyJATHLCHTPOBRO, PAHIOMHU3HPAHO, ABOHHO-CIIANO, IIauedo KOHTPOJIHPAHO
npoyusaHe (AC-052-405 [BREATHE-5]) nauuenture ¢ BAX, ¢pynkuuonanen kiuac 111 no C30 u
dbu3Knonorua Ha AH3eHMEHrep, CABP3aHA C BPOACHO ChpAeHHO 3a0onaBaHe, ca Noy4aBanH 603eHTaH
62,5 mg aABa ITbTH AHEBHO 3a 4 CeAMULIH, CNea KoeTo 125 mg ABa MbTH AHEBHO 34 olle 12 ceaMHIH (n
= 37, ot korTO 31 ca HMaJH NpeAXMHO AECEHO KBM JIABO ABYMNOCOUEH INBHT). OCHOBHATA Lien € Ja ce
nokaxe, ye 603eHTaH He Bhowasa xunokcemunara. Cnex 16 ceqMuiy, B rpynara Ha 603eHTaH
cpeaHaTa KUCIOpOoAHa caTypaiua ce noruwaea ¢ 1,0% (95% CI - 0,7%- 2,8%), B cpaBHeHMHe ¢
rpynara Ha riauedo (n = 17), koeto noka3sea, ye 603eHTaH He BiolIaBa XUnokceMuaTa. CpeaHoTo
6esioapoOHO CbAOBO CHIIPOTHRIICHUE € HAMAJICHO 3HAYHTENHO B rpynarta Ha 603eHTaH (KaTo
npeobnanapauaT edekr ¢ HabmonaBaH B cyOrpynara ot NalfHeHTH € JIBOHHO HACOYBAI
MHTpakapauaieH WHHT). Cnex 16 ceaMHUH, CpeaHOTO MIIALeO0-KOPHTHPaHO NOBHILIABAHE HA
H3MHHATOTO Pa3CTOAHHE C XoA€eHe 3a 6 MUHYTH € 53 MeTpa (p = 0,0079), xoeTo noxassa nogodbpasaHe
Ha KanauureTa 3a ynpakHeHud. Jlsaaecer U LIECT NALMEHTH ¢a NPOABDKHIIH 1A NMoJTy4aBaT 603eHTaH
no BpeMe Ha 24-ceamuuHaTa (pa3za Ha OTBOpeHO mpogbikeHHe (AC-052-409) Ha npoyuBaHeTO
BREATHE-5 (cpeaHa NpOALJIKHTEIHOCT Ha ICHCHHETO = 24,4 £+ 2.0 ceAMHLIM) M KaTO LANO
epukacHocTTa € OMla NoANLPIKAHA.

OtBopeHo, HecpaBHUTENHO npoyuBaHe (AC-052-362 [BREATHE-4]) e nposeaeHo npu 16 nauueHTH
cbAX, dynxumonanen knac I no C30, cebpsana ¢ HIV uudekums. [Maunentire ca nomyuasanu
Oo3eHTaH 62,5 mg ABa MbTH AHEBHO 33 4 ceAMULIM, ¢nea koeTo 125 mg aBa mvTH AHEeBHO olie 12
ceaMHLUM. Cnen 16-ceaAMHYHO NieYeHHE € OTHETEHO 3HAYHTENHO NOXOOPCHHE B KANALIMTETA 32
YIPaXHCHUA, B CPABHEHHE C HAYATHUTE CTOHHOCTH: CPEIHOTO NOBUILIABAHE MPH 6-MUHYTHHS TECT C
xoaeHe € 91,4 meTpa, B cpaBHeHHE ¢ 332,6 meTpa cpeaHu Ha4danHH cToifHocTH (p < 0,001). He Morat
na 6baaT HaNpaBeHH CHUIECTBEHH H3BOIH OTHOCHO edekTHUTE Ha 003€HTaH BBPXY €(PEKTHBHOCTTA Ha
AaHTHPETPOBHPYCHATa Tepanus (BxX. ToUKa 4.4). CEHUAS £
HsaMa npoy4yBaHHS, KOMTO A8 A0Ka3BaT OJIaronpUATHHTE ePEeKTH BBPXY NPEKHBACMC Y 3 HpY 0
neueHue ¢ UneprasuH. Ho ABAroCpoOdHHAT BUTANIEH CTATYC € JOKYMEHTHPAH NpH BCHWIYTE 2.3
NaLuHeHTH, JeKyBaHH ¢ 603eHTaH npu ABETE€ OCHOBHH IUiaLeb0 KOHTPOIHpaHH NpoyYpaE ﬁ 1A AR
351 u AC-052-352) Wiy TEXHUTE IB€ HEKOHTPOJIUPAHH, OTBOPEHH NMPOILIDKEHHS. e TR e |
NPOALIDKMTENHOCT HA €KCIIO3HLIMATE Ha 6o3eHTaH € 1,9 roannu = 0,7 roguuu (MuH.: ), Brdauis= -
H'-.
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MaKc.: 3,3 roJJHHH) K NAUMEHTHTE ca HabmonasaHK cpeaHo 2,0 + 0,6 roguau. BoMIKMHCTBOTO OT
NaLMEHTHTE Ca JKArHOCTHLIMpaHH ¢ NbpBHYHA SenoapoOHa xuneproHHs (72%) u ¢ Il pyHkuHoRaneH
xinac o C30 (84%). B Tasu odma nonmynanus, OUCHKMTE Ha npexxuBgeMocTTa o Kaplan-Meier ca
93% u 84%, croTBeTHO | K 2 roguHHM cliel 3anoOYBAHE HA JleueHHETO ¢ 603eHTaH, OLEeHKHTE Ha
MPEXXUBAEMOCTTA C€a NMO-HUCKH B MOArPynara OT NauseHTH ¢ bAX, BTOpHYHA HA CUCTEMHA CKIEPO3a.
OueHkHTE MOXKE Ja €4 NOBIMAHH OT 3aIIOYBAHETO HA JIEUYCHHE ¢ eNonpocTeHon npH 43/235 nauneHTH.

lipoyvueanus, nposedenu npu oeya ¢ bAX

BREATHE-3 (AC-052-356)

MunmupanHTe TabneTku 603eHTaH ca OLCHABAHH B OTBOPEHO, HEKOHTPOAHPAHO NpOyYBaHe npH 19
neAUaTpU4HHU naureHTH ¢ BAX Ha Bv3pacT ot 3 10 15 roaunu. Tosa npoyuBaHe € Cb3JaACHO
NpeaIMMHO KaTo (HapMaKOKHHETHYHO NMpoy4YBaHe (Bx. Touka J.2). [laumeHTHTE ca HMaJIH MbPBUYHA
6enoapodbHa xunepronuns (10 naumenra) win bAX, cebp3aHa ¢ BpoAeHO ChpaeyHo 3abossBane (9
nalMeHTH) ¥ pyHkuMoHaleH knac Il, cnopen kiacudukaumara Ha C30 (n = 15, 79%) win knac 111 (n
= 4, 21%) na u3xoaHoT1o HUBO. [lalmeHTHTE Ca pa3acfieHn Ha TPH IPYNH, B 3aBHCHMOCT OT TENSCHOTO
TETrNO, U KM ¢ npuiarad 6o3eHraH npubausurenHo 2 mg/kg ABa MbTH IHEBHO, B MPOAB/DKEHHUE HA 12
ceaMHuM. [TonoBrHHaTa OT NALMEHTHTE OT BCAKA Irpyna Bede ca OUIH JIeKyBaHH HHTPABEHO3HO ¢
EMOTIPOCTEHO, KATO AO34Ta HA €NOTIPOCTEHONA HE € IPOMEHRHA 10 BpeMe Ha NMPOYYBaHETO.
XeMOHHAMHUKATA € W3cnensaHa npu 17 naumeHTa. CpeIHOTO NOBHILABAHE HA CHPAEYHHA HHAEKC OT
HAYaJI0TO Ha npoyusaHero ¢ 0,5 I/min./m?, vamanspaneTo Ha cpeaHoTO HenoAPO6GHO apTEpHATHO
HanaraHve e cpeaHo 8 mmHg, a Hamanasanero Ha BCC e cpeano 389 dyn-sec-sm™. Te3u nonobpenns
Ha XeMOJAHHAMHMKATa OT HAYAJIOTO Ha MPOYYBAHETO Ca CXORHH CbC KK (€3 eAHOBPEMEHHOTO
NpHIarale Ha enonpocteHon. IIpoMeHuTE B NapaMeTpUTE Ha T€CTa ¢ HATOBapBaHe Ha |2-Ta cenMHLIIa
OT HAYAJIOTO Ha IPOYUYBAHETO ¢a MHOIO HECUI'YPHHU U HE ¢a 3HAYHMH.

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

FUTURE 1 e otBOpeHO, HEKOHTPOIMPAHO NMPOYHBAHE, ITPOBEACHO C PA3TBOPHUMH TalbsieTKH O03€HTaH,
NPUICKEHH C NOAABPXKAILa 1033 4 mg/kg ABa IMLTH AHEBHO Ha 36 MauMeHTH Ha BB3pacT oT 2 Ao 11
ronMHy. ToBa NpOy4BaHe € Chb3AaACHO NPEAUMHO KaTo (apMakOKHMHETHYHO MpOoy4BaHe (BXK. TOYKa
5.2). Ha H3x01HOTO HHUBO, MaUHEHTHTE ca MManH uavonaTuyHa (31 nauuerntu [86%)]) win ¢amunna (5
nauueHTH [14%]) BAX n dpynxumonanen knac I, cniopen xnacugukauusTa Ha C30 (n = 23, 64%)
wid knac III (n = 13, 36%). [1pu npoyusanero FUTURE 1, MeanaHaTa Ha eKCro3HLMg Ha
IpOy4BaHOTO JieueHHe e Ouna 13,1 ceamuuu (anana3sol: 8,4 no 21,1). 33 or Te3u naumeHTH ca
MONYYHIKR NPOAWDKHTENHO JICYECHHE ¢ IUCcTieprupally ce Tabnerku 6o3eHTaH ¢ 1o3a 4 mg/kg npa
mbTH AHEBHO 1O BpeMe Ha FUTURE 2 HekoHTponupaHna ¢a3a Ha Npoab/DKeHHE ¢ MeaMaHa Ha
MPOABL/DKUATENHOCT Ha LIJIOCTHOTO JigueHHe 2,3 roanuu (auanasod: 0,2 go 5,0 roqunn). Ha
waxoanotTo HUBO Npy FUTURE 1, 9 nauneHTH ca npueMany enonpocTeHoN. 9 naluueHTH ca
3afOYHAJH 38 TIPBB ITHT bAX-crieLM@HYHO JieueHHe 110 BpeMe Ha npoy4Banero. Ouenkara no Kaplan-
Meier 3a Bnowasase Ha bAX 6¢3 cvOuTHa (CMBPT, TPaHCIUIAHTALMA Ha 041 Apob WK
XocnHTanu3aluA 3a snomasaie Ha bAX) cnen 2 ronuHy e 78,9%. LlanocTHaTa olleHKa 3a o01a
npexusaemoct no Kaplan-Meier Ha 2 roaunu € 91,2%.

FUTURE 3 (AC-052-373)
[Tpu TOBa OTBOPEHO, PAHIOMH3IHPAHO MPOYUBaHE ¢ AHCNieprypain ce Tabnerku 6o3eHrax 32 mg, 64
neua ¢ve crabnnra bAX Ha Be3pacT oT 3 Meceula a0 11 roausu ca SWiM panaoMH3HMpaHH Ha 24
ceaMHLM JeueHHe ¢ Oo3enTaH 2 mg/kg aBa meTH AHEBHO (n = 33) i 2 mg/kg Tpu MbTH JHEBHO (N =
31). 43 (67,2%) ca 6mnu Ha BBL3pacT oT > 2 go 11 roaunn, 15 (23,4%) ca 6unu Mexay | 1 2 rooHHu, 1
6 (9,4%) ca 6unu Mexnay 3 Meceua u | roguHa. [IpoyuBaHeTo € Ch3AaAEHO NPEAHMHO KATO
(hapMaKOKMHETHYHO NpoyuBaHe (BXK. TOUKa 5.2). H KpaHHHUTE TOUKH Ha €PHKACHOCT ¢a C
ekcriopatopHy. ETnonorusTa Ha BAX, cnopen knacugukauusara Dana Point, Bxmod
bAX (46%), HacnencreeHa bAX (3%), bAX cnel KOpEeKTHBHA ChpACYHA KHTEPBEH
bA Xnpu BpoeHO ChpAEYHO 3a0019BaHE CBBP3aHA CHC CHCTEMHO-ITYJIMOHANIHH IUb
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3aM0YRaHe Ha NpoyuBaHaTa tepanui. [Ipn 3anousaHe Ha MPOYYBAHETO, NALIMEHTHTE Ca JIEKYBAHH C
nekapcrea 3a BAX (Hali-uecto camo ¢ nHXUOUTOp Ha Pocoamectepasa TN 5 [cunaeHapun][35,9%],
camo ¢ 6o3eHTaH [10,9%] u ¢ komOnMHauMs oT 603eHTaH, HIONPOCT U cunaeHadun npu 10,9% ot
flaliMEHTHTE) H Ca NPOABDKIIH TEPanHATa CH 3a BAX no BpeMe Ha NMpoy4BaHETO.

INpu 3anouBaHe Ha MPOYYBAHETO, MO-MAJIKO OT NMOJIOBHHATA Y4YacTBallH nauMeHTH (45,3% = [29/64])
ca mpHeMand caMmo 6o3eHTaH 6e3 na ¢ komOuHuUpaH ¢ apyro JexkapeTeo 3a bAX. 40,6% (26/64) ca
OCTAHAIKH HA MOHOTepanus ¢ 603eHTaH No BpeMe Ha 24-Te CeAMMLUM Ha TTPOYYBAHOTO NieyeHHe 6e3 na
nojay4ar BnoluaBaHe Ha bAX. AHanu3bT BKIIOYBALL LAsIaTa nomynauus (64 naumenTH) noxkassa, 4ye
NO-roJIAMaTa 4acT ¢a OCTaHalH noHe cTabuiHHU (T.€., 6e3 BiouIaBaHe) Bb3 OCHOBA Ha HEMEAHATPUUHO
cneunduuna olieHka Ha PpyHKIHOHANEH Khac, cniopen knackuduxauuara Ha C30 (97% asa nbTH
aHesHo, 100% Tpy mbTH AHEBHO) # OOLATa KIMHHYHA OLICHKa Ha JekapuTe (94% nBa mbTH ZHEBHO,
93% TpH ITETH AHEBHO) MO BpeMe Ha nepuoaa Ha neyeHne. Ouenkara no Kaplan-Meier 3a Bnomasane
Ha BAX 0e3 HexenaHu cbOMTHA (CMBPT, TpaHCIUIAHTALMA Ha Oss apod WK xocnwranwsaums 3apany
BiomaBaHe Ha BAX) cnea 24 ceaMHLIM € cbOTBETHO 96,9% n 96.7% B rpynure nBa MbTH JHEBHO H
TPH ITBTH AHEBHO.

Hsama navHH 3a KITHHHYHA NON3a NpH npunarade Ha 2 mg/kg Tpu MbTH AHEBHO B cpaBHeHHUe ¢ 2 mg/kg
ABa TbTH AHEBHO.

Ilpoyusane, npoeedeno npu Ho80poOeHY ¢ nepcucmupaya benoopobra xunepmonus Ha
nogsopoderomo (IIIIXH).

FUTURE 4 (AC-052-391)

Tora e apoitHOCHANO, IWIALEO0-KOHTPONMPAHO, PAHAOMH3IHPAHO NPOYUYBAHE NPH AOHOCEHH H
HEJOHOCEHH HOBOPOACHH (recrauMoHHa Be3pacT 36-42 ceamuu) ¢ IIIXH. [Tanentrte cBe
cyCOITHMAJIEH OTTOBOP Ha HHXaNaTopeH a3oTeH okcua (iINO), spnpeku Hali-Manko 4 yaca
NPOABDKUTENHO JICYEHHE, A JICKYBAHH ¢ JUCTICPrHpalltd ce TabneTku 6o3eHTan 2 mg/kg ABa mbTH
aHeBHo (N = 13) win miaue6o (N = 8) nocpeacTsoM Ha3zoracTpaiiHa COHAA, KaTo AOITbJIHHTENHA
Tepania kbM iNO 1o meHOTO npeycraHoBsBaHe Ha INO Wi A0 HeycnexX Ha JIeYeHHeTO (OMnpeaesieHo
KaTo HeoOXOAMMOCT OT eKcTpakopnopanHa MeMOpaHHa okcureraums [ EKMO] wnu 3anousaHe Ha
aNTCPHATHBEH IMYJIMOHANICH Ba30WIATATOP) U 3a He noseue ot 14 aum.

MenunaHaTa Ha €KCNO3HIHUE Ha MPOYYBAHOTO JieueHHe ¢ 4,5 nuu (aranason: 0,5-10,0) B rpynara c
6o3enran u 4,0 nHu (AMana3oH: 2,5-6,5) B rpynara ¢ wianebo.

PesynraTuTe He NOKA3BAT AOMBAHUTEIHA 10432 0T O03€HTaH TpH Ta3H NMOMyalM:

. MenuaHara Ha BpeMe A0 MBJIHOTO npeycTaHoBABaHe Ha INO e 3,7 auu (95% nosepurenuu
rpaiuu [CLs] 1,17; 6,95) ¢ 6o3enran 1 2,9 anu (95% CLs 1,26; 4,23) ¢ mnaue6o (p = 0,34).

. CpeaHoTo BpeMe A0 MBJIHOTO NPEYCTAHOBABAHE HA MeXxaHHYHaTa BeHTHIaumA ¢ 10,8 nuun (95%
CLs 3,21; 12,21 auu) c 603eHTaH H 8,6 auu (95% CLs 3,71; 9,66 nuu) ¢ mnauedo (p = 0,24).

. EnuH nauueHT B rpynarta ¢ 603¢HTaH € HMal HeyCnelHo JeveHue (Hyxaa or EKMO,
onpeaeneHo 1o NpoTOKON), KOeTo € 00ABeHO Ha Ha3zaTa Ha NOBUILABAIIMTE ¢ CTORHOCTH HA HHICKCa
Ha OKCHUTCHALIMS B PAMKHMTE Ha 8 yaca cJiell MbpBaTa A03a OT MPOYYBAHOTO NEKApCTBO. TO3M MaLMEeHT
Ce € BLICTAHOBWI B paMKHTe Ha 60-1HEBHHUA NEpHOI HA NMPOCICAIBAHE.

Kombunayus c enonpocmenon
KomOuHauusaTa Ha 603eHTaH H enoNpoCTEHON € H3caenBaHa B ABe npoyupanna: AC-052-355
(BREATHE-2) u AC-052-356 (BREATHE-3). AC-052-355 € MyNITHUEHTPORBO, paHAOMH3IUPAHO,
ABOUHO-CNANO, NapanenHo rpyrnoro npoyusane Ha 003¢HTaH cpelly rwianebo npu 33 nalueHTH ¢
T&KKa bAX, KoHTO ca NoAyuaBany CbIbTCTBALLA TEpanus ¢ enonpocreHon. AC-052-356 ¢ oteopeHo,
HEKOHTPOJIMpaHo fnpoyusaune; 10 ot 19-Te neanaTpuuHy nanyMeHTa ca OWIK Ha CBITBTCTBALLA TEeparnus
¢ 603eHTaH K enonpoCTEHON No BpeMe Ha 12-cenmuiHOTO NpoyusaHe. IpodrwreT Ha 6e3onacHoCT 3a
KOMOMHALIMATA HE CE € PalIHYABA OT OUAKBAHMS MMPOPHUN 32 BCEKH €AHH OT KOMITIOHE Iy
koMOMHHpaHaTa Teparnug € noHacaHa AoOpe OT AeudTa K OT Be3pacTHUTE. KNHHHUHA
KOMOHHAaMATA He € J0Ka3aHa.
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Cucmemna cxreposa ¢ oucumania azeena bonecm

[IpoBenenu ca e paHAOMH3UPAHH, ABOHHO CIIENH, MYJTHLIEHTPOBH, Mauedo KOHTPOIIHpPaHH
npoyuysanus BepXy 122 aymu (mpoyusaHe AC-052-401 [RAPIDS-1]) n Bupxy 190 aymu (npoyurane
AC-052-331 [RAPIDS-2]) B akTHBHA Bb3PAcT, CTPaAalll¥ OT CHCTEMHA CKJIEPO3a H QUIHTAIHA A3BEHA
Gonect (MK B XOAa HAa AMTHTaNHA 23BeHa OONECT, WM ¢ aHaMHE3a 3a AWTHTaJIHA A3BeHa Oonect npes
npeaxogHara roauHa). B npoyusanero AC-052-331, nauneHTrTe € TpaOBAIO N8 MMAT Hal-MaNKo
€lHa HOBOIMOSABHNIA C& JIUTHTANIHA A3B4, & CpEeA ZBETE NMPOoyuBaHHA 0010 85% ot naumeHTHTe
AMruranda s3peHa oomnecr e Ouna B X0 KbM H3XOAHHA MOMEHT. Cnea npwiarane Ha O03eHTaH no 62,5
mg OBa MbTH AHEBHO B MPOIL/DKECHHUE HA 4 CEIMHLIM, MOIBPXKALLATA 038, H3CIEABAHA B PAMKHUTE H
Ha ABeTE npoy4YBadus e Ouna no 125 mg asa meTH AHEBHO. [IpoARIDKHTENHOCTTA Ha ABOIHO-CANOTO
neyeHHne ¢ ouna 16 cenmuuy npu npoyusaHetro AC-052-401 u 24 ceamuun npH npoyuBaHeTo AC-
052-331.

(DOHOBOTO NIEYCHHE HAa CUCTEMHATA CKIIEPO3a H HA JHITHTAJIHHTE A3BH Ca OWH pa3pelieHH, ako ca
OWiH NOCTOAHHM B NMPOAB/DKEHHE HA MUHHMYM | Mecell npeay 3ano4yBaHe Ha JICMEHHUETO H Npe3 Lenus
CPOK Ha ABOHHO-CJICNIUTE MPOYYBAHUA.

bposT Ha HOBHATE AWIKTAIHH A3BH OT H3XOJHHA MOMEHT Ha MPOYUBAHETO 0 Kpas My € TMPHET 3a
OCHOBEH KPHTEPHH U NpH ABeTe npoy4saHud. JleueHuero ¢ H03eHTaH € JOBEIO A0 NO-MAIKO Ha 6poit
HOBOMOABHNH C€ AUIHTATHH 43BH Npe3 NEPHOIa HA NMPIIAraHe Ha NIeYeHHETo B CpaBHeHHe ¢ ruialebo
rpynata. B npoyusaHero AC-052-401, B cpoka Ha 16-CeAMHMYHOTO JBOHHO-CIANO NICYEHHE,
NauMEHTHTE B rpynara, JeKyBaHa ¢ 003eHTaH, ca Pa3sBWIH CpeaHO |,4 HOBONOABHAH C€ JUTHTAIHH
SI3BH, CIIPAMO 2,7 HOBOMOABHIIM C€ AUTHTANIHH 13BH B ruialedo rpynara (p = 0,0042). B npoyupaHeTo
AC-052-331, B cpoka Ha 24-ce AMUUHOTO ABOHHO-CIIANO JIeUeHHE, ChOTBETHHTE CTOHHOCTH ca 1,9
CpsAMO 2,7 HOBOMOABHIIH Ce AUTHTaNHH A3BH, (p = 0,0351). K B ABeTe MpoyUBAHUA NPH NALKEHTHTE
neKkypaHM ¢ Go3eHTaH € HMano NO-MAaJiKa BEPOSTHOCT Jia e MNOABAT MHOXECTBEHH HOBONOABHIIH Ce
JAWUTHTAJIHHA A3BH B TIEPHOJA HA NTPOYYBAHHUATA, KATO BPEMETO, KOETO € Ouno Heobxoanmo 3a
Bb3HHKBAHE Ha BCAKA CNEABALLA HOBOIOSBWIA C€ AUIHTA/IHA A3Ba NPH TaKHBa NalHEHTH € OUJ10 no-
ABJIrO, B CpaBHEHHE C BPEMETO U3HUCKBALLIO C€ NpH JIeKyBaHuTe ¢ aunedo. EdextsT Ha 603eHTaH 32
HaMmangBaHe Ha Opod Ha HOBOMNOABWINTE C€ AMTHTANIHH A3BH € OHUI NMO-CHAHO NPOSBEH NPH NMalHEHTH
¢ MHOXXECTBCHM JUTUTAITHH A3BH.

[1pu HMTO €AHO OT JBETE NpoyuBaHUs He € HabmoaasaH edekT Ha 603eHTaH BBPXY BpPEMETO 3a
3a3JpapABaHE HA JUIHTATHUTE A3BU.

5.2 ©PapMaKOKHHETHYHH CBOHCTBA

(DapMmakokHHeTHKaTa Ha 603¢HTaH e JOKyMeHTHpaHa ITIaBHO NMPH 3ApaBH HHAMBHAK. OrpaHHUEHHTE
AaHHH NMPH MALHCHTHTE MOKA3BaT, Y€ €KCIIO3MUHATa Ha O03€HTaH NpH BH3pACTHH NaMeHTH ¢ BAX e
NMPUONHIUTENHO 2 ITBTH NO-TOMAMO, OTKONKOTO NMPH 3APAaBH BE3PAaCTHH HHAMBUIIH.

I1pu 3apaBr MHAWBKAM, PapMAKOKHHETHKATA Ha 603EHTaH e 1030~ H BpeMe3aBHCHMA. KTHpBHCBT M
00eMBT Ha pa3npeac/IEHUE HAMANABAT ¢ TOBHLIABAHE HA HHTPABEHO3HWTE N03H W HAPACTBAT C
BpeMeto. Ciieq NepopaiHO NPUIIOKEHHE, CHCTEMHATA KCMO3HLIMA € MPOMOPLUMOHANIHA HA 103aT2 A0
500 mg. I'lpu no-pucokn opanuu ao3u, Cmax u AUC ce nosmuaBar no-cnao, a He NPONOPIHOHATHO
Ha A03aTa.

Abcopbuns
Ilpn 3apaBu HHAMBKAM, abconoTHATA OHOHANUYHOCT Ha 603eHTaH € NpHbaIM3KTeNnHO 50%

MOBJIMABA OT XpaHaTa. MakKCHMAaNHHTE NIA3MEHH KOHUEHTPALUMH ce 0CTHraT 3a 3—5 4ac

Pasnpenenenne
bo3eHTaH ce CBBp3Ba B rosigMa crene (> 98%) ¢ nna3zMeHHTe NPOTEHHH, IVIABHO C al

bo3eHTaH He MPOHHKBA B EPUTPOLIUTHTE.
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Cnen uHTpaBeHo3Ha n03a o1 250 mg e ycraHoeH obem Ha pasnpenenenne (Vss) ot okosno 18 nurpa.

buotpancdopmalug H eIMMUHALWA
Cnen eqJHHHYHA UHTPABEHO3HA A03a OT 250 mg, oceoboxaasaneto e 8,2 ’h. TepMuHanHuAT

MOTYKHBOT Ha eTUMHHaLMA (11/2) e 5,4 vaca.

[Ipu MHOrOKpaTHO A03HpaHe, IMIA3MEHUTE KOHLICHTPALMH Ha 003eHTaH HaMaIABaT MOCTENEHHO A0
50—65% ot Te3u, HabmOAABaHU NIPH NPHIATAHETO HA CAMHMYHA J03a. ToBa HaMangBaHe BEPOATHO ce
ABJDKWA Ha aBTOMHIYKUHA Ha MeTtabonu3upaiyre 4yepHoaApoOHH eH3uMH. CTallHOHAPHH NJ1a3MEHH
HHBA C€ JOCTHUraT B paMKHTE Ha 3—5 JHH.

bo3eHTaH ce enMMHHHPa NOCPEACTBOM NUTEYHA CKCKPELHA, e meTabonH3upane B yepHua apod or
H30eH3UMHTE Ha LHTOXpOM P450, CYP2C9 n CYP3A4. [lo-mManko ot 3% ot npunoxeHara nepopanHa

1034 Ce OTKPHBA B YPUHATA.

Bo3enTaH oOpa3yBa Tpu MeTaboNHTa, KATO CAMO €AMH OT TAX € (PapMaKOJNIOTHYHO aKTHBEH. 103M
METAOO/THT C€ EKCKPETUPA ITABHO B HENPOMEHEH B/ NMpe3 AUTbuKara. IIpy Bb3pacTHH NMALMEHTH,
H3JIAraHETO Ha aKTUBHHA METABOMHT € NO-roNaMo, OTKONKOTO MpH 3apaBy uHAUBKAHK. [IpH nauneHTH
C JAHHH 3a HAJTH4YME Ha XOJeCTas3a, M3NTaraHeTo Ha aKkTHBHHA MeTa00IMT MOXKe 1a € MOBHIICHO.

bo3enraH e uHaykTOp HAa CYP2C9 n CYP3 A4, kaTo € Br3MOXKHO Ja € HHOYKTOop cbilo Ha CYP2C19 i
Ha P-rnukonporeuHa. Hu sumpo, 603eHTaH MOTHCKA EKCNOPTHATA NOMIIA Ha MUTBYHHTE COJH B

XENAaTOUMTHH KYJITYPH.

HaHuuTe un 6umpo nNokaspar, 4¢ 603eHTaH HAMA 3HAYUM HHXHOUTOpPEH €eKT BBPXY H3CIEABAHUTE
n3oeH3MMH Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). [lopagu ToBa He ce ovaKBa
Go3eHTaH A4 NOBHUIIABA MIA3MEHUTE KOHLIGHTPALIHM HA JIEKAPCTBEHUTE MPOLYKTH, MeTab0oNH3HpaHH
OT T€3H H30CH3UMH.

dapMaKOKHHETHKA NPH CNENMATIHY MOMYJIAIHH

B1b3 ocHOBa Ha M3cheaBaHKA 00XBAT HA BCAKA NPOMEHIHBA, PH Bb3pacTHATA MOITy/1aliUd He Ce
oyakpa (papMakOKHHETHKaTa Ha 603eHTaH Ja ObJie NORIHMAHA B 3HAUMTENIHA CTENMEH OT Noja,
TEeJIECHOTO TErJI0, pacaTta WIH Bb3pacTTa.

Ilecouampuuna nonyaayus
QapMaKOKHHETHKATa € MIPpoyYeHa MPpH NeIHATPHUYHH NAUHEHTH B 4 KIHHUUYHH MIPOYUBAHUA

(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4, Bx. Touka 5.1). [lopann orpaHuvueHHTE JaHHH
MpH JeuAa NoA 2-rojMILHA Bb3pacT, PapMaKOKHHETHKATa OCTaBa HEAOCTATHYHO XapaKTepHU3HpaHa B
Ta3y BB3PacTOBa KATETOPHS.

[IpoyuBanero AC-052-356 (BREATHE-3) ouenasa dpapMakOKHHETHKATA NIPH €AHOKPATHO M
MHOTOKpPaTHO NepOpaHO R03HpaHe Ha PruiMHpaHaTa Tabnerka Oo3eHTaH npu 19 neua Ha BB3pacT OT
3 no 15 ronunn ¢ BAX (BAX), npu KOHTO 103MTE ca Onpeae/sHU Bb3 OCHOBA HA TEJIECHOTO TETJIO € 2
mg/kg ABa mbTH AHEBHO. [IpH TOBa NMpoyuBaHe, EKCIO3KMLHATA Ha O03eHTaH HaMaJIaBa C BpeMeTo Mo
HAYHMH, CbOTBETCTBALL HA H3BECTHHTE ABTOMHAYKLMOHHH CBOHCTBA Ha 603eHTaHa. CpeAHHTe
cToUHOCTH Ha AUC (CV%) 3a 603eHTaH NpH neAMaTpHYHH NMALMEHTH, JeKyBaHH ¢ 31,25, 62,5 nin
125 mg nBa NbTK RAHEBHO, ca CHOTBETHO 3 496 (49), 5 428 (79), u 6 124 (27) ng-h/ml, 1 ca no-HUCKH
ot croifHoctTa 8 149 (47) ng-h/ml, HabnronaBana npu BB3pacTHH nauueHTH ¢ BAX, nomy4agns
mg ABa ITBTH AHEBHO. JIpH cTabunHO Iia3MeHO HHBO, CHCTEMHHTE €KCMNO3ULIMK NPH neauap
nauneHrTH, Texawn 10-20 kg, 2040 kg n > 40 kg, € cborBeTHO 43%, 67% 1 75% oT /-:- :
CKCNO3HLHMA NPH BB3PACTHU. -

[1pu npoyupane AC-052-365 (FUTURE 1) npu 36 neua ¢ BAX Ha Be3pacTt o1 2 no 1
NpUIIOKEeHH Aucnieprupamy ce Tabnerku. He e HabnionasaHa 1030Ba NPONOPLIMOHATHY
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naasMeHUTe KOHLUCHTpaurH ¥ AUC Ha 603eHTaH B CTALIHOHAPHO CLCTOSHHE €a NOAO0OHH MpH
nepopanHHi no3u ot 2 U 4 mg/kg, (AUCt: 3,577 ng-h/ml u 3,371 ng-h/ml cvorBeTHO ¢ 2 mg/kg nBa
muTH AHeBHO M 4 mg/kg nBa meTh AHeBHO). CpeaHaTa ekeno3ruyg Ha 603eHTaH MpH Te3u
NneAHaTPHYHH NMALHEHTH € OKO0 NOJOBHHATA OT €KCNO3HLIMATA [IPH Bb3PACTHH MALIMEHTH NPH
NOLAbPAKALIATA K032 OT 125 mg ABa MbTH AHEBHO, HO MOKA3Ba WHPOKO NPHUIIOKPHBAHE C
€KCIIO3HMLIMATA PH Bb3PACTHH.

B npoyusanero AC-052-373 (FUTURE 3) ¢ u3non3saHe Ha gucnepryupaiiy ce Tabnerky,
eKCMOo3HLMATA Ha 003eHTaH NPH NALMEHTH, JIeKyBaHH ¢ 2 mg/kg 1pa MbTH AHEBHO € CPaBHHMA C Ta3M
npu npoyusaHero FUTURE 1. Ilpn usnoctHara nomynauus (n = 31), 2 mg/kg a8a mbTH AHEBHO ca
HOBENH A0 AHeBHA excno3nums 8,535 ng-h/ml; AUCt e 4,268 ng-h/ml (CV: 61%). Ilpu nauneHTHn Ha
BB3pacT MeXAy 3 Meceua H 2 roauHu, AHeBHaTa excno3uumsa e 7,879 ng-h/ml; AUCr e 3,939 ng-h/ml
(CV: 72%). I1pu naumeHTH Ha BB3pacT Mexay 3 Meceua # 1 roausa (n=2), AUCt e 5,914 ng-h/mi
(CV: 85%) ¥ npH nauMeHTH Ha Bb3pacT Mexkay 1 U 2 roaunu (n=7), AUCt e 3,507 ng-h/ml (CV:
70%). Ilpu naunenTH Han 2 roauny (n = 22) aHeBHata excnosuuua € 8,820 ng-h/ml; AUCt e 4,410
ng-h/ml (CV: 58%). [Ipunaranero Ha 6o3enran 2 mg/kg Tpy IMLTH THEBHO HE € MOBUILIHIIO
EKCIO3HIHNATA, AHEBHATA eKCro3HLMsA € 7,275 ng-h/ml (CV: 83%, n =27).

B13 ocHoBa Ha HaxojakuTe npu npoyuBaBaHuaTa BREATHE-3, FUTURE 1 u FUTURE 3, usraexnaa,
ye eKcno3vuMaTa Ha 603eHTaH JOCTHra MIATO NPH MO-HACKH JO3H NPH NeAHATPHYHH NALMEHTH,
OTKOJIKOTO INPH NpH BL3PaCTHH H, 4He 1034 Haa 2 me/kg nBa meTH AHeBHO (4 mg/kg nBa MLTH JHEBHO
K 2 mg/kg TpH ITBTH JHEBHO) HE BOAAT AO HO-TOJIAMA €KCIO3HLHMA Ha 003EHTaH npu
NEeAHATPHUUHHTE MALIMCHTH.

[TIpu npoyusasero AC-052-391 (FUTURE 4), nposeaeHo npy HOBOPOAECHM, KOHLIEHTPALIUHTE HA
603eHTaH ca ce NoBHLIaBaNM 6aBHO W HEMPEKBLCHATO Mpe3 MBPBUA A030B HHTEPBAJI, KOETO € JIOBEJIO 10
Hucka ekcriozHums (AUCO-12 B usna kpbB: 164 ng-h/ml, n = 11). B craumonapHoTo cheTosHne AUCT
e 6,165 ng-h/ml (CV: 133%, n = 7), koeTo € nonobHO Ha excno3uIUATa, HabMONaBaHA NPH BH3PACTHH
nauueHTH ¢ bAX, kouT0o nonmyyaear 125 mg aea mbTH AHEBHO, KATO CE B3eMe M0 BHHMaHHe
CBLOTHOLLIEHHETO Ha pasnpeaeneHue Kpue/tuiazma 0,6.

He ca u3BecTHH nocAeqUUMTE OT T€3H HAXOAKH MO OTHOLLEHHE HA XeNATOTOKCHYHOCTTA. [1oaLT M
€IHOBpeMEHHa ynoTpeda Ha HHTPAaBEHO3€EH eMONPOCTEHO HE OKa3BaT 3HaUYMTeNeH eeKT BhpXY
dapmMakokuHeTHKaTa Ha 603eHTaHa.

Yepnoopobro yepeoicoane

[Ipn naunenTH ¢ nexo yBpeaeHa yepHoapobHa gpyrkuma (Child-Pugh xnac A), He ca Habnionapanu
3HAYUMH NIPOMEHH BBB apMakOKuHeTHkaTa. CralpoHapHoTo cbeTosiHne Ha AUC 3a Go3eHTaH € ¢
9% no-sHcoxo u AUC 3a akTuBHHA MeTabonuTt, Ro 48-5033, e ¢ 33% no-Bucoko npu naigeHTHTE ©

JIEKO 4epHOAPOOHO yBpexIaHe, OTKONKOTO NPH 3apaBk A00POBOIILH.

E¢dexTsT Ha yMepeHO yBpeaeHa yepHoaApobHa ¢yHkims (Child-Pugh xnac B) Bupxy
papmMakokHHeTHKaTa Ha 603€HTaH U HeroBua bpH4eH MeTabonut Ro 48-5033 e u3cnensan npu
Npoy4BaHe, BKIIOYBALIO 5 MaLHeHTH ¢ OenoapobHa XUINepTOHUS, CBbP3aHa ¢ NMOPTAIHA XHNEPTOHHA H
Child-Pugh knac B yeproapobHo yBpexaase u 3 naipreHTd ¢ BAX, cBBp3aHa ¢ Apyry NnpUYKHH U
HopManHa yepHoaApoOHa ¢yHkuma. [Tpu naunenTn ¢ Child-Pugh knac B yepHoapoGHO yBpexcnane,
cpeaHara (95% Cl) AUC B craunonapHo cxcrosHue Ha 6o3enTan e 360 (212-613) ng.h/ml, T.e., 4,7
ITETH NO-BHCOKa H cpeanata (95% CI) AUC na axrusans merabonut Ro 48-5033 e 106 (58,4-192)
ng.h/ml, 1.e., 12,4 nx1v NO-BHCOKA, OTKOJKOTO NPU NALIMEHTH ¢ HOPMAJIHA YepHOAPOOHA QYHKLMSA
(bosenTan: cpenna crofioct [95% CI) AUC : 76,1 [9,07-638] ng.l/ml; Ro 48-5033: cpeana ¢t
[95% CI] AUC 8,57 [1,28-57,2] ng.h/ml). Benpeku orpannuenns Opoif Ha BKAIOYEHHTE
BHCOKaTa BApHaOHIIHOCT, Te3H AaHHM MOKA3BAT NOAYEPTAHO NOBHIIEHA EKCMO3HIIMA Ha
HerosHs TbpBHYeH MeTabosuT Ro 48-5033 npu naumeHTH ¢ yMepeHo yBpeaeHa YepH

dyHxuus (Child-Pugh knac B).
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®apMakOKHHETHKATa Ha 0O3eHTaH HE € MPOYYeHa NpH NALMEeHTH ¢ YeproApoOHO yepexkaane Child-
Pugh knac. Unepra3siH € NpOTHBONOKA3aH NMPH NALMEHTH ¢ YMEPEHO 10 TEKKO YEPHOAPOOHO
yBpexxaaHe, T.€. Child-Pugh xnac B unu C (Bx. Touka 4.3).

bvbpeuro yapesxoane

[1pn naumeHTHTE C TEXKO OBOpeyHO yBpeKaaHe (KpeaTHHHMHOB KIUpHHC 1 5-30 ml/min.), nnasmenure
KOHLIEHTpaUMH Ha 6o3eHTaH HaManaBaT ¢ npubnusurenHo 10%. InasMeHHTe KOHUEHTPALIHK Ha
MeTaboNUTHTE HA DO3EHTaHa Ce NOBHILABAT OKOJIO 2 ITHTH IMPH TE€3H MALMEHTH, B CPaBHEHME C
naLMeHTHTe ¢ HopManHa 0s0peuHa pyrkuma. [lpn naumenTHTe ¢ 650peyuHO YBpexAaHe He ce Halara
KOpEKLMA Ha no3ata. HaMa cneuMuyeH KiIHHHYEH OdT NMPH MaUKeHTHTE, MOAEKALH HA JHATTH3A.
Iopaau pu3sHkOXUMHYHHMTE CBONCTBA H BUCOKATA CTEMEH HA CBBP3BAHE C NPOTEHHHTE, HE CE 04aKBa
AManu3aTa a OTCTpaHu 603eHTaHa OT KPBROOOPAILIEHHETO B 3HAUYMTENHA CTeneH (BXK. Touka 4.2).

5.3 IlpeaxknHHBYHH JaHHH 32 6e3onacHoCcT

2-roJMIIHO NPOyUYBaHe Ha KAPLUMHOTEHHOCTTA NPH MHULIKH NOKA3Ba MOBHUIEHA 4E€CTOTA HA
KOMOHHHpaHH XeNnaToUCTYJIaPHH a€HOMH H KAPLIMHOMH NMPH MBXKKH, HO HE H NPH )KEHCKH MHILKH,
MPpH TUTA3MEHH KOHLEHTPALMHK OT OKONO 2 10 4 MBTH HaABHILABALIIH TUIA3MEHHTE KOHIIEHTPALHH,
AOCTHraHHW NPH TEPATICBTHYHH A03H NpH xopa. [1pH mibXxoBe, nepopanHoTo npunarase Ha 603eHTaH
33 NEPHOJ OT 2 FOMHH MPHYHHABA MaJIKO, 3HAYHMO MOBHIIABAHE HAa YECTOTATa Ha KOMOHHMpaHHTe
(PONTHKYNOKIETHYHH ANCHOMH H KAPLMHOMM Ha IMHTOBHAHATA UTe3a NMPH MBXKH, HO HE H NPH )KEHCKH
IUTbXOBE, NPH MAAIMEHH KOHLIEHTPaLMK OT OKON0 9 A0 14 mbTH HaABHINIABAINH TUIA3MEHHTE
KOHLUEHTPaUHK, AOCTHIAHH NPH TEPaneBTHYHH JO3H NMpH Xopa. TecToBeTe 3a reHOTOKCHYHOCT NMPH
Oo3enTan ca orpuuarensy. HMMa noxasarencrsa 3a nek Auc6anaHc Ha THPEOHAHHTE XOPMOHH,
NpH4YHHEH oT Oo3eHTaHa rpu Isxose. Ho HaMa foka3aTencTBa 3a NORIHABAHE QYHKLIHHUTE HA
LLIUTOBHIHATA Xk1€3a (THPOKCHH, THPCOMA-CTUMYJIMpAaLl, XOPMOH) OT H03eHTaHa MPH Xopa.

He e m3pecten edexTsT Ha 603eHTAHA BBPXY MMUTOXOHAPHATHATA (DYHKIHA.

Jloka3zaHo e, ye 603eHTAHBT € TEpaTOreHeH NPH ILTHXOBE NIPH IUTa3MEHH HWBA, MIO-BMCOKH OT 1,5 MBTH
IU1a3MEeHHTe KOHLIEHTPalMH, NOCTHIAHH IIPH TEpaneBTHYHH 0034 npH xopa. TeparorenHuTe edexr,
BKJIIOUYBALIHM Maa(OpMallii Ha riiaBaTa H JIMUETO, H Ha FOJIEMHTE ChAOBE, Ca 10303aBHCHMHM.
[TpunykuTe BB BUAA HA MapopMaLMuTe, HabmonasaHk npH apyrure ET penenmopHM aHTarOHMCTH
H MHILKHTE ¢ nehuuT Ha ET, ceuaerencTsa 3a edpekT Ha knaca MeaukaMeHTH. TIpH KeHH ¢
AeTEpOAEH MOTeHLMAT TpAOBa Aa ce B3eMaT NOAXOAAM NPeANa3HH MepkH (BXK. ToukH 4.3, 4.4 1 4.6).

Pa3BHTHETO Ha TeCTHKYNapHa TyOynaHa aTpodus u HapymieH GepTHIHTET ca GWIH CBBP3aHK C
XPOHHYHO NMPHAOKEHHE Ha CHIOTEIMH-PELCTITOPHH AHTATOHHCTH NMPH IPH3AYH.

ITpu npoyuBaHHA Ha (PEPTHIHTETA IPH MBKKH H KEHCKH ILTBXOBE He ca HaOmogaBaHH e)eKTH BbpPXY
Opos, NOABHXHOCTTA H KH3HECTTOCOOHOCTTA Ha CNEPMATO30MANTE WIH BLPXY CMOCOOHOCTTA 3a
YH(PTOCBaHE HNH GEPTWIMTET, MPH SKCNO3HLMH, HAABHIIABALIH CHOTBETHO 21 H 43 MBLTH OYAKBAHOTO
TepaneBTUYHO HUBO NPH XOPa, HUTO € HMAJI0 H HeXelaHH eekTH BbpXY pa3BUTHETO Ha
NpeAUMIVIaHTALIHOHHHA eMOPHOH WIK HMILIaHTalHUATA.

Jleko nMoBHIIIEHa YeCTOTa Ha TECTHKY1apHa TyOynHa atpodua ¢ HabmonaBaHa NpH rMIBXOBE, HA KOWUTO
€ NMpHaarad nepopaaHo 603eHTaH npH HUCKA 1032 oT 125 mg/kg/neH (okono 4 M-TH MAKCHMATHATA
npenopb4HTe/IHa A03a npu xopa [MILJIX] 1 Hafi-HnckaTa M3nKMTBaHA 1038) B MPOABJDKEHHE HA JBE
rOQMHM, HO HE U NP BHCOKA 11032 oT 1500 mg/kg/nen (oxono 50 nutv MITAX) B npoasmieHue Ha 6
meceua. IIpu mpoyusaHe 3a TOKCHYHOCT MPH IOBEHWIHM IUTbXOBE, KBAETO ILTEXOBETE Ca Jie
JeH 4 post partum 10 BB3PACTHH, € HAOMOAABAHO HAMAIEHO a0COMOTHO Teryio Ha Te
enuaMarUMa B HamaneHd Opoi Ha CriepMaTO30HH B eMHAWIHMA CAIEA NPEeKbCBAHETO.
cboTBeTHO 21 mroTH (B IeH 21 post partum) w 2,3 momi (Hen 69 post partum) Tepan
€KCMO3HLHUA NMPH XOopa.

BbnpekH ToBa, HE Ca YCTAHOBEHH €(PEKTH BBpPXY OOLIIOTO pa3sBHTHE, PACTEXKA, CEH30 S ECIC A -5_'
KOTHHTHBHHTE ()YHKIIMH H PENPOLYKTHBHHTE CIOCOOHOCTH NMPH 7 (MbKKM momu}\ 1’,9 (axeucun T
/%-/7 e H {'}_.:”'f.,-_.'
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’KHBOTHH ) ITETH TepaneBTHYHATA €KCNIO3HLKA NMPH Xopa Ha JleH 21 post partum. I1pu sn3pactH ([leH
69 post partum) He ca yCTAHOBEHH HHKAKBK eekTH Ha 603eHTaH npH 1,3 (MBKKH XKHBOTHH) M 2,6
{(KE€HCKH )KHBOTHH) IThTH TCPANECBTHYHATA ¢KCMO3MLMA NpH Jeua ¢ bAX.

6. GAPMAILEBTHYHMHN JAHHH
6.1 Chnachbk HAa NOMOIHHTE BeIICCTBA

Slnpo Ha TabneTkara:

[IpexenaTHHU3NpaHO HapeBHYHO HUwecte T 1500
[Moeuaon (E1201)

HaTtpues HHILIECTEH ITTHKOJIAT

Marnesuen creapat (E572)

@unMupalle NOKpUTHE:
Xunpomenosa (E464)

Turanos nuokcun (E171)

XKenesen okeun, kit (E172)

Kenezen okenp, uepseH (E172)

Tpuanerus (E1518)

6.2 HechBMECTHAMOCTH

Henpunoxumo.

6.3 Cpox HA rogHOCT

36 Meceua

6.4 ChoenuajaHu MepKH NPHA CbXpPAHCHHE
He ce u3uckBar cneLManHi MEpKH.

6.5 BuHA # cLALPKARHE HA ONAKOBKATA

Hneprasun 125 mg dunmupann rabnerkn PVC / PCTFE / anymunHeBH OnucTepH, ChabpKaLlU S6 u
112 pnnmupanu TabneTky.

He BcuuyKW BHAOBE ONAKOBKH MOraT Ra ObJaT ITycHaTH B npoaax0a.

6.6 Cpoenuannn npeANa3HH MEePKH OPH Ac¢nOoHEpaHe H ynorpeba

Heu3non3saHUAT MEANLIMHCKH TIPOAYKT HIH OTNaTbYHUTE MaTePHANU OT Hero TpadBa aa ce
H3XBBPJIAT B CHOTBETCTBUE C MECTHHTE HOPMATHBHHU H3HCKBaHHAL.

7. IIPATEXATEJI HA PAJPEHIEHHUETO 3A YIIOTPEDBA

Zentiva k.s.

U kabelovny 130,
Dolni Mé&cholupy
102 37, Prague 10
Yewxka penmybnuka
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8. HOMEPA HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne: 20160413

9. JATA HA ITHPBO PABPEHNIABAHE/ IIOAHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mepBO pa3peinapane: 08.12.2016r.
Iara Ha nogHosaABaHe: 11.12.2020 r.

10. JATA HA AKTYAJIMIHUPAHE HA TEKCTA
25.08.2025 .
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