KPATKA XAPAKT EPHCTHKA HA JIJEKAPCTBEHHUSA NPOAYKT



1. HAHUMEHOBAHME HA JIEKAPCTBEHHUSA NTPOAYKT

Unepraszun 125 mg puamupanu tabieTku &,('0 /69 (7/’?

Ipertazin 125 mg film-coated tablets : '
EAYOS 07 -07- 075

2.  KOJMYECTBEH M KAYECTBEH ChCTAB N

Beska dunmupana rabnerka cbabpxka 125 mg 603eHTan (kato MoHoxuapar) (bosentan (as
monohydrate)).

3a MbJIEH CIUCBK HA NOMOLIHHUTE BELIIECTBA, BUK TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

®unmupana Tabnerka (Tabnerka).

OpanxeBo-0eiu, eJIMNCOBUAHH, PUAMHpaHH TabneTku, npubausurenHo | 1 mm avipkuHa, 5,1 mm
luMpHvHa ¥ 4,2 mm jebeuHa.

4. KJIUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA

Jleuenne Ha OenoapobHa aprepuanna xuneprouus (bAX) 3a nogoOpsaBane Ha PU3HUYECKHUS KanauMUTeT
H CUMITTOMaTHKaTa npu nauueHTH ¢ pyukunonanen kiac Il no C30. E¢ekTuBHOCTTA € 10Ka3aHa

[pH:
® [TbpBHYHA (MAMONATHYHA W HacliecTBEHA) Oen101podHa apTepHaiHa XHITEPTOHHS
» benoapobHa aprepHaliHa XMIIEPTOHHSA BTOPUYHA Ha CKIepoaepMHus 6e3 3HaUYMMOo
UHTEpCTHLHANTHO OenoapobHo 3abonsBane
@ benoapoOHa aprepuaiHa XUNEpPTOHHUA, CBbp3aHa ¢ BPOJAEHH CHCTEMHO-0€/10/1pOOHH 1IBHTOBE

H PU3HONOrHA Ha AH3EHMEHTep

HabGmonaBaHu ca M HAKOH NOAOOPEHHSA NPH NaUMEHTH ¢ 0es1oipoOHa apTepHaiHa XHITIEPTOHMS,
¢yukunonaneH knac no C30 II (Bx. Touka 5.1).

Mnepra3uH € nokaseH Cbllo 3a HaMajisBaHe Ha Opos Ha HOBOTIOABWJIK C€ JIMTMTAJIHH A3BH MNPH
MalHEHTH CbC CHCTEMHA CKJIEpO3a, KAKTO M B X0/1a Ha 3a00/19BaHETO OT AAaKTHJIHA A3BeHa OonecT (BK.
Touka 5.1).

4.2 Jlo3HpoBKa H HAYHH HA NPHJIOKEHHE
HauyuH Ha NPHIIOKEHHE

TabneTkure ce npuemar npes ycrara CyTpHH H Beuep, cbC HIIH 6e3 xpaHa. DuaMupanuTe TabneTku
TpaAOBa J1a ce NOrbJIHAT C BOJA.

Jlo3upoBka

benoapobHa apTepuaiHa XMNepTOHUs *ﬁ‘\\»\“ %

X/ A5

A
Jleuennero TpabBa Aa ObJe Ha3HA4YaBaHO H NMPOCJIEASBAHO €JMHCTBEHO OT JieKap gL '@l ,_ '.'f:'. 13,8 !. \
Ha BAX. B onakoBkara e BKJIIOUEH CHIHA/IHA KapTa 3a NalMeHTa, rnpeocTassiila gageg ‘u ool ’: ‘

; #



3a 0e30MacHOCTTa, C KOATO NauMeHTHTe TpabBa na 6LAAT 3aN03HATH NPEAH H MO BpeMe Ha JIEYEHHETO
¢ D0O3eHTaH.

Bv3ipacmuu
[Tpy BB3pacTHH NauMeHTH, eueHHeTo ¢ UneperasnH Tpabpa aa ce 3anoyHe ¢ ao3a ot 62,5 mg npa

ITbTH JHEBHO 8 NMPOAL/HKCHHE Ha 4 CEAMMLH, KOATO CNIEZ TOBA CE MOBHLIARA A0 NOAAbpKAaLIA 4038 OT
125 mg aBa mbTH AHEeBHO. ChIUTE NPENOPHLKU C€ OTHACAT 38 MTOBTOPHOTO BKIOYBaHE Ha HneprasuH
cned NPEKbCBAHE HA NEYCHHUETO (BXK. Touka 4.4).

lleduampuuna nonyaayus

[leanaTpHuyHHTE PapMaKOKHHETHUYHH JAHHH NOKA3BAT, Y€ FUIA3MEHHTE KOHLUEHTpaLUuKK D03eHTaH nNpH
neua ¢ 6enoapobHa apTepHanHa XHNEPTOHUA Ha BB3PacT OT | roauHu a0 15 roauHu ca 6unu cpeaHo
NO-HUCKH, OTKOJIKOTO [PH Bb3PaCTHHU NAUMEHTH M HE Ca C€ NOBUILWIH ¢ NOBHILIABAHE Ha A03aTa Ha
Hneprasud Haa 2 mg/kg TenecHo Terno Wi NpH YBEIHYABAHE Ha YECTOTA Ha JI03aTa OT ABa MTbTH
AHEBHO A0 TPH ITbTH AHEBHO (BXK. TO4Ka 5.2). [loBHIIABAHETO HAa A03aTa WIK YECTOTATA HA NPHEM Ha
A03aTa BEPOATHO HAMA Aa A0BeJE A0 JOIMBIHUTETHH KTHHHYHH TOJ3H.

B13 ocHOBa Ha Te3H GapMAaKOKHHETHYHH PE3YJITaTH, KOraTo ce rnpuaara npH aeua ¢ benoapobra
apTepUaNHa XMIICPTOHUA Ha Bb3PACT | roaMHa M NO-TONEMH, NPenopbYBaHaTa HavaaHa U
noaaAbpxailla 203a € 2 mg/kg CyTpHH H Beuep.

[Tpn HOBOpOAEHH ¢ nepcUcTHpailna 6croapobHa XuneproHua Ha HosopoaeHoTo (PPHN), edexThT OT
H03eHTaH He € J0KAa3aH NPH CTAHJAPTHO NoNaraHe Ha MEAMUMHCKAM rpyxu. He Morart Ja ce HanpaBsT
NpenopLKY 3a 103UpoBKaTa (BX. TOUKH 5.1 U 5.2).

Jeuenue 6 cayvat na kKtunuuHo érowasare na bAX

B cnyuaif Ha KTUHHYHO BAOLUABaHE (HaNpUMeEp, HAaMaNABaHEe Ha pa3cTOAHNHETO NnoHe ¢ 10% npy 6-
MHHYTHHA TECT C XO/leHe, B CPaBHEHHE C H3CNEABAHETO IpeaH JICYCHHETO), BbIIPEKH NoHe 8-
ceAMUYHOTO JieueHHe ¢ inepra3un (TapreTHa Ao3a Hal-Manko 4 ceaMHiM), Tpabsa na ce MUCIH 3a
aNTepHaTHBHA Tepanyd. Bee nak, HAKOM NaUMEHTH, KOHTO clel 8-ceaAMHUYHO eyeHure ¢ Mnepra3uH He
ca nmokasajiy OTroBop, MOTaT /1a ce NOBNUAAT HaronpuaTHo cnea oule 4 10 8 ceAMULIH eteHHe.

B ciyuait Ha KCHO KJIMHMMHO BIIOLLABAHE, BHNpeKH NeuyeHHeTo ¢ UneprasuH (T.€., Cel HAKONKO
MECEYHO JieYeHHe), TpaOBa aa ce HanmpaBH NMpeoueHKa Ha nedeHHeTo. Hakou naumeHTH ¢
HE3a0BOJIHTENEH OTTOROP Ha 125 mg Mnepra3zun aABa MbTH AHEBHO MOTaT JIeKo Aa noaodpsaT cBos
¢H3IMYECKH KaNaLMTET NPH NTOBHLIABAHE Ha ao3aTa A0 250 mg asa mbTH AxeBHo. Tpabea na ce
HanpaBH BHHMATENHA OLICHKA Ha MOA3a/PUCK, KaTo C& HMa NPEABHUA, Y€ YepHOApoOHaTa TOKCHYHOCT €
710303aBHCHMA (BXK. TOMKH 4.4 1 5.1).

Hpexpameane HQ JeHenuemo

OnuTsT ¢ pA3KOTO cnHpaHe Ha Uneprasux npu naumenTH ¢ bAX e orpaHiueH. He ca HabnmoaaBanu
NOKA3ATeNICTBA 33 ocTbp pebayHa. Bee nak, 3a na ce npeAOTBPaTH BL3IMOXKHATA TTOABA HA YBPEXKAALIO
KJIHHHYHO BOLaBaHe Nopaau noTeHuHanHus pebayHn edekr, Tpabea 1a ce MHCIH 34 NOCTENEHHO
HamansBaHe Ha A03aTa (HaMaNsaBaHE A03aTa HaNoJIOBHHA 33 3 10 7 AHK). 3a NnepHOAa Ha CNHpaHe Ha
JIEYEHHETO Ce MPENOPBYBA MHTCH3IHBHO NPOC/IEAABAHE. AKO € B3€TO pelieHHe Aa ce NPpeKpaTH
neueHueTo ¢ Uneprasusx, ToBa TpabBa a cTaHe NMOCTENEHHO, AOKATO Ce BbBEX/a allTEpHaTUBHAaTa
Tepanus.

CHcTeMHa CKNCPO3a NPH NEPCHCTHPAalia NaKTHNHA A3BEHA fonect

JleyeHueTo TpaOBa aa 6bae 3aMOYHATO U HAOMIOJABAHO CAMO OT JIEKApP C ONMT B JICUEHHS
CHCTEMHAa CKJICpO3a.
B onakoBkaTa € BKJIIOYEH CHIHAJIHA KApTa 38 NalMeHTd, (TIpeAocTaBslla BaxkHa HHOopME
He30nacHOCTTA, C KOATO NMauMeHTHTE TPAOBa 1a ObAaT 3ano3HATH NPEaH H N0 BPEME
H6o3eHTaH.



Bvipacmuu
Jleuenuero ¢ Unepraznn tpabsa aa ce 3anouHe ¢ Ao3a ot 62,5 mg Ba IMbTH AHEBHO B NMPOAB/DKEHHE

Ha 4 CeJIMHLIM W Clle]l TOBA Ce YBEJIMYaBa 0 JOCTHIaHe Ha NoAIbpKalia 4033 oT 125 mg nBa mbTH
AHeBHO. ChLIHMTE NPENOPBKH ¢€ OTHACAT 3a NOBTOPHOTO BKIIOUBaHE Ha MnepTa3zuH cnea npexbseBaHe
Ha JIeYeHHeTO (BXK. TouKa 4.4).

OnMTHLT OT KOHTPONHPAHH KIIHHHYHH NMPOYYBAHHS IMPH TE3U NOKa3aHHKA € OrpaHHueH 10
NPOABLKHTENTHOCT OT 6 Meceua (BX. Touka 3.1).

Peakuuata Ha NOBNHsABAHE HA MALMEHTA OT JIEUEHHETO H HEOOXOMHMOCTTA OT NPOAL/DKABAHE Ha
TepanHaTa TpadBa peaOBHO Aa Ce MOAJ1araT Ha NpeucHKa. Tpabea na ce npaBH BHUMATEHA OLICHKA Ha
CBLOTHOLLIEHHETO NON3a/PHCK, KATO e OTYHTA HepHoApoOHaTa TOKCHYHOCT Ha 003eHTaHa (BX. TOYKH
4.4 n4.3).

Ileduampuuna nonynayus
HaMa nanuHM 3a 6e30nacHOCTTE U €peKTHBHOCTTA HA JIEYEHHETO NPH NaLMEHTH Ha Bb3pacT noa 18

roguHy. Hama nanuyau papMakOKHHETHYHH NaHHH 33 MnepTasuH npu Mank aeua c ToBa
3abonsBaHe.

CneusanHy nomyaaumH

Yeprodpobro yapescoane

Hnepra3zuH € NnpoTHBONOKA3aH NPH NaLHEHTH ¢ YMEPEHa 0 TeXKa YepHoApoOHa AMCHYHKMS (BHX
TouKkH 4.3, 4.4 n 5.2). [Ipn naumenTH ¢ Neko yepHoapodHo yapexaaHe (T.e. Child-Pugh knac A) e e
HeOOX0AMMO KOpHIrHupaHe Ha Ao3aTa (BXK. Touka 5.2).

bvbpeuno yepexcoarne

[Tpu naumeHTH ¢ 6BOpEUHO yBpeXKaaHe He ¢¢ Hanara KopHrupase Ha nosara. He ce Hanara
KOpPMrupaHe Ha J03aTa NPH MaUHeHTH, NOANeKAaUIM Ha anannu3a (BX. Touka 5.2).

Cmapuecxa &b3pacm

He ce nanara KopexiMs Ha 703aTa NPH NaLMEeHTH Ha Bb3pacT Haj 65 roauHy.

4.3 HpoTEBONOKaA3aHES

. CBpPBXUYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO MITH KBM HAKOE OT NOMOLIHUTE BELLECTBE,

H30poeHH B TO4Ka 6.1

YMepeHo A0 Texko uepHoapoOHOo yBpexaate, T.e. Child-Pugh xnac B win C (Bx. Touka 5.2)

° Ba3oBH cToiHOCTH HA YepHOAPOOHHTe aMHHOTpaHChepasH, T.€., acnapTaT aMHHoTpaHcqepasa
(AST) u/ unu anannH amuHoTpaHcdepasa (ALT), no-ronsMo oT 3 X Haa ropHaTa HopManHa
rpaiuua (I'TH; Bx. Touka 4.4)

° EnxoBpemMeHEH nMpHEeM Ha LIMKIOCNOPHH A (BHX TouKa 4.5)

bpeMeHHoCT (BXK. TOUKH 4.4 U 4.6).

° XKeHn ¢ AeTepoACH NOTEHUMAN, KOUTO HE H3MON3BAT HANCKAHH METOH 38 KOHTpaLEeNUHS (BX.
TOuKH 4.4, 4.5 1 4.6)

4.4 CpoenHaNHE NpelynpekIcHRNS B NPeANA3ZHA MEPKH IPA NPHEM




E¢uxkacHoctra Ha Unepra3nH npH nauueHdTH ¢ Texka bAX He € noka3aHa. AKO KIHHHYHOTO
CBHCTOSHHE C€ BNOLLABA (BXK. TOYKa 4.2), TpabBa a ce 0OCHAW NpeMHUHABAHE KbM TEpanus,
npenopbHBaHa 3a Texkkara ¢a3a Ha 3abonsapaHeTo (HaNpUMeEp, eNoPOCTEHON).

He e ycranoreH OanaHcsT nonsa/puck ot 6o3eHTaH npu nauueHTH ¢ bAX 1 dynkunoHanen knac,
cnopen knacuuxaunaTa Ha C30.

HUnepra3zun TpabBa na ce npremMa caMO aKO CHCTEMHOTO CHCTOJIHYHO KPBBHO HANIATaHE € No-BHCOKO
ot 85 mmHg.

He e nokazaHo, yve Unepra3nn uMa GnaronpusareH o3apasuteneH egekT BbpPXY ChLIECTBYBALIH
AAKTHIHH A3BH.

YepHonoOpHa dyHKIMNA

Cebp3aHoTO ¢ 603€HTaH NOBHILABAHE HAa YEPHOAPOOHHTE aMUHOTpaHc(epasy, T.e., acrapTar H
anaHvH aMmuHoTpaHcoepasn (AST wwunu ALT), e nozozaeucumo. IpomenHTe B yepHOAPOOHHTE
¢H3MMH OOMKHOBEHO BL3HHMKBAT Npe3 ITbpBUTE 16 ceAMHLM OT JIEYEHHETO (BXK. Touka 4.8). Te3n
MOKAYBaHUA MOXeE J1a C€ ABXKAT YACTHYHO Ha KOHKYPEHTHOTO NMOTHCKAHE HA eTHMHHALIMATA Ha
NUTBYHHTE COJM OT XENAaTOLMTHTE, HO BEPOATHO BLB BL3HHKBAHETO Ha YepHoapoOHaTa aHChyHKUMA
ca BKJIIOMEHH M IpPYTH MEXaHW3IMH, KOMTO He Ca Hamb/HO ycTaHoBeHH. He e u3kmouena
aKyMynaumaTa Ha 603eHTaH B X€NaTOLUMTHTE, BOAELLA A0 LUMTOH3A C Bb3MOXKHO TEHKKO YBPEXKIAHE HA
YepHHA APOO, KAKTO U HMYHOJIOTHYEH MEXaHH3bM. PHCKBLT oT depHOApOoOHa AHCRYHKLHA MOXe Ja ce
MOBHLIH M MPH €IHOBPEMEHHOTO NpHeMaHe ¢ D03eHTaH Ha IEKApCTBEHH NMPOAYKTH, KOKTO ca
HHXHOMTOPH Ha eKCNIOPTHATA NOMAA 34 XJTbYHH COJIH, HAaNpUMep, pudaMnULUH, IMUOEHKIaMHA U
LUMKIOCNIOPHH A (BX. TOUKK 4.3 U 4.5), HO JaHHHWTE 3a TOBA Ca OTPAHHYEHH.

HuBaTa na wepnoapobanTe TpancaMunasn Tpa6Ba 1a ce H3MepBAaT Npean 3aN09YBAHE HA
JIeYeHHETO, & CJle] TOBA HA BCEKH ¢AHH Mecel, 38 CPpoxa HA NedenHeTo ¢ Hueprazna. Ocsen
TOBA, HHBATA HR YepPHOAPOOHETE TPAHCAMEHAZE TPpROBA 12 ce H3MEPBAT 2 CeAMHIH CJ1eX BCAKO
yBe/TH9¢HHE HA J03ATA.

Ilpenopbku B cayusil Ha nopamanane Ha ALT / ACAT

HnBa Ba ALT/AST  IlpenopuKkn 3a JieneHHe B OpOc/ieASBane
>3 unu<35xULN PeaynrarsT TpabBa na Obae NoTBBLPAEH € BTOPO HEPHOAPOOHO H3C/ICABAHE,
aKo € MOTBBLPAECHO, TPAOBa Aa ce pellH, Ha MHAWBUAYaATHA 6a3a, AanH na ce
NPOABILKH NO Bb3MOXKHOCT ¢ HaManeHa 103a UneprasuH unu aa ce cnpe
npunaraHeto Ha UneprasuH (Bx. Touka 4.2). [IpocneasBaHeTo Ha HWBATa Ha
aMuHOTpaHchepazuTe TpAORA A NPOXB/DKH Hali-MANIKO HA BCEKH 2 CEAMMLIM.
AKO HHMBATa Ha aMHHOTpaHcdepasdTe ce BbPHAT 10 CTORHOCTHTE Npeax
neyeHueTo, TpabBa aa ce 00CHAN MPOXB/DKABAHETO WIH MOBTOPHOTO
BK/IOUBaHe Ha UnepTra3uH, crnoped ONUCAHWTE NMO-A0ITY YCIOBKA.
>5and <8 x ULN PeayntateT TpabBa na Obae NOTBBPAEH C BTOPO YEPHOAPOOHO HicneaBaHe;
ako e NOTBLPAEHO, NeveHdeTo TpAOBa Na ce crnpe U HHBATA Ha
aMHUHOTpaHc(epa3nTe Aa CE NPOC/IEAABAT HAH-MANKO HA BCEKH 2 CEAMHLH.
AKO HHBaTa Ha aMHHOTpaHCcdepa3HTe ce BbPHAT A0 CTOHHOCTHTE MPEAH
neyeHHeTo, TpAbBa Aa ce 06CHAH NOBTOPHOTO BKIIIOYBaHE HA UnepTaiun,
CNOpeA OMHCAHKTE NO-A0TY YCNOBHS.
>8 x ULN Jleuenuero Tpabea aa 6bae npexpareHo He3 aa ce obcrxaa NOs
BKJIIOYBaHE HA UnepTasuH. 693\\5” no
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B c1y4aii Ha ¢BbP3aHA € JIE9€HAETO KIBHHYHA CHMOTOMATHKA HA uepHOApob
raaeHe, NOBpPBLUAHE, TEMIIEPATYpa, 60Ka B KOpeMa, XbITeHnla, Heobnyaliva




YMOPAEMOCT, PUNONOACOEH CHHIPOM (apTpaIria, MHAJITHA, TEMNEPaTYpa), JedenHeTo TpubBa A
Obae copaHo H Ja He ce o6chKIA HOBTOPHO BKIWYBaHe Ha Hnepraszun.

IoemopHo sxaloveane Ha 1eyenuemo

[ToBTOpHO BKJIKOYBaHE Ha NedeHHeTO ¢ Unepra3usl Tpabsa na ce oOCHKAa, CAMO aKO NMNOTEHUHANHHTE
NOA3d OT YepHOAPOOHHTE AMHHOTPaHCepasy ca B paMKHTE Ha CTOMHOCTHTE NPEIH JICUCHHETO.
[penopsunTenHo € MHEeHHeTO Ha xenatonor. [loBropHoTO BKNIOYBaHE TPAOBA Aa CleBa YKA3aHUATA,
H3OpoeHH B Touka 4.2,

B To3H coryqail BHBATA Ha AMHHOTpaHcepa3nTe TPpuOBA A2 ObIAT H3CNEABAHA 10 3 AHH CJie
NOBTOPHOTO BKJIWYBAHE, CJ1e]l TOBA OTHOBO CJlex ome 2 CeAMHIH H NO-HATATHK COOpEe] ropHHATE
npenophLKH.

(I'TH) =I'opHa rpasHIa Ha HOpMA

KoHue M Ha XeMOraoOHH

JleuexneTo ¢ 603eHTaH € HUNO CBBP3AHO ¢ A0303aBUCHMO NMOHHIXEHHE HA KOHLIEHTpaLUATa Ha
xemornobuna (Bx. Touka 4.8). [1pu mnauebo KOHTPONHpaHH NPOY4BaHHS, CBRP3AHOTO ¢ HO3EHTaH
NOHKXXEHHEe HA KOHUEHTpaLMATa Ha XemornobuHa He ce e 3anpnboyaBao, a ce e crabiuiuinpano caea
mbpBHTE 4—12 ceaMuLM OT neveHuneTo. Ilpenoprusa ce KOHUEHTpALMATa Ha XeMOTr100HHa aa ce
W3CNEABA NPEAH 3aM0YBAHE HA JICHEHHETO, BCEKH MECELL Npe3 MbpBHTE 4 Mecella, CIIEA KOETO BEAHBXK
H& TPH MeceLia. AKO Bb3HHKHE KITHHHYHO 3HAYHMO MOHUIKEHHE HA XeMOrnoOHHOBATA KOHLUEHTPALIKA,
TpAOBA 21a ce HANpPaBH AOIMLIHHTENHA OLICHKA M H3CIeABaHe 3a YCTAHOBABAHE HA NMPHYHHATA U
HeoOXoAUMOCTTa 0T crielimpHUHO NeyeHue. B nepuoaa caen myckaHe Ha nasapa, ce cboOl1aBa 3a
CIY4aH Ha aHeMHA, KOATO H3WCKBA BIIHBAHE HA YEPBEHH KPBbBHH KJIETKH (BXK. TOYKa 4.8).

XKeHu ¢ nerepoaeH NOTeHUMA

Toii kaTo UneprassH MoXe Aa HanNpaBX XOPMOHATHHTE KOHTPALIENTTHBH HEE(PEKTHBHH, OCBEH TOBA

CBILIECTBYB& PHCK OT BNIOILaBaHe Ha HenoapoOHaTa XUNepTOHHs NpH OPEMEHHOCT, KaKTO H

TepaToreHHUTe edekTH, HabnoaaBaHU NPH KHBOTHH:

. Jleuenuero ¢ UnepraznH He Tpabea na 6bac 3anNOUBAHO NPH XXEHH C AETEPOAEH NOTECHUMAN,
OCBEH aKO T€ HE W3NOJI3BaT HANECKAHA KOHTPALIENLHA H Pe3Y/ITaThT OT TeCTa 3a OpeMeHHoCT
Npeay NeUeHHETO He € OTPHLIATEIICH.

* XOpMOHATHHTE KOHTPALIEITTHBH He MOraT Aa 04T €IMHCTBEH KOHTPALENTHBEH METOA NO
BpeM¢E Ha nedyeHue ¢ UneprazuH.
° [lo BpeMe Ha neveHKHe ce MPENopbHBa Aa e MPABAT EXXEMECEUHH TECTORE 38 OPEMEHHOCT C Lien

pPaHHO OTKpUBaHe Ha OpeMEHHOCTTA.

3a AOMBLAHHTENHE KHPOPMALIME BYOKTE TOUKH 4.5 U 4.6.

benoppofHa peHookTy3uBHa Oojiect

Ama cvobiuesing 3a cnyqan Ha GenoapobeH oTok npu ynotpedaTa Ha Ba30AHNATaTOPH (TNaBHO
NPOCTALMK/IMHH) OT nauxeHTH ¢ 6enoapobHa BeHoOk/Ty3uBHa fonect. CneaoBaTeNIHO, aKO IPH
nevyenueTo ¢ UnepraznH Ha nauueHTH ¢ HenoapobHa apTepuantHa XUNepTOHHS Ce NOABAT NPH3HALIA Ha
SenoapobeH oTok, TpaOBa Na ce MMa MpeaABHA BB3MOXHOCTTA 38 CBbP3aHa BEHOOKITy3HBHaA bonecr. B
NOCTMAPKETHHIOBHA NEPHOA € HMANO peakH cboOLueHHs 38 6enoapobeH 0TOK NpH MaUKEeHTH,
JeKyBaHH ¢ UnepTa3uH, npy KOUTO € HMANo CbMHEHHA 3a 6enoapobHa BEHOOKTY3WBHA bonecT.

[TaunenTy ¢ HenoapobHa aprepHanHa XUNEPTOHNSE ChC CHIBTCTBALIA JICBOKAMEPHA HE

He e npoBexnaHo cneuupHyHO NMpOyUYBaHe NPH NauHeHTH ¢ benoapodbHa xunepTo
nepokamepHa AuchyHkuma. Obaue 1 611 naumentn (ot kouro 804 ca nosmyyasan
nonyyaeany riaucto) ¢ Texka XpoHMUuHa cbpaeuHa HepocTaTbuHOCT (XCH) ca
NPOABJDKHTENHOCT OT 1,5 roaHHu B Iaunebo KoHTponnpaHo npoyusaHe (npoyy
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(ENABLE 1 & 2]). B Toea npoyuBaHe ¥Ma NOBHILIEHA HECTOTA HA XOCTTHTATH3ALMHUTE, Jb/DKALIM Ce
HA XpOHUYHATA CbpAe4Ha HEAOCTATBYHOCT, NPe3 MbpBUTE 4-8 ceaAMHLIM OT NeueHHeTo ¢ 603eHTaH,
KOETO MOKE I8 € B pe3yJITaT OT 3a/IpHKKaTa Ha TeHHOCTH. B ToBa npoyuBaHe 3aAphXKATa Ha
TEUHOCTH C€ MPOABABA C PAHHO HALIABAHE HA TErJ10, MOHMXKEHA KOHLUEHTpaLHa Ha XxeMOornoOKHa U Nno-
yecTaTa NnosBa Ha OTOUH NO Kpakara. B kpad Ha mpoy4BaHETO He € YCTAHOBEHA PalIHKa B HECTOTaTA
Ha XOCNHTANM3ALMHTE BbB BPb3Ka ChC ChPACYHATA HEAOCTATLHHOCT, HUTO B CMBPTHOCTTa MEXAY
MaLMeHTHTE, NprueMany 6osenTan WM mnauebo. CnepoBarenHo, npenoprysa ce nauMeHTHTe aa 6baar
MPOCJICAABAHM 33 NMPU3HALM 38 3a7PbXKKA Ha TeYHOCTH (HanpHMep HaaJaBaHe Ha Teryio), ocoOEHO aKo
CTPAJaT OT ChITbTCTBALLA TEXKKA CUCTONHA AHCHYHKUMA. AKO TaKHBA MPH3HALIM CE NOABAT, CE
MPENOPBbYBA A8 Ce 3aNO4HE JICUCHHE C AHYPETHLIH WIH Aa Ce MOBHULIM N03aTa Ha NMPHEMAHHTE
auypetruM. [Ipn nanvMeHTH ¢ JaHHH 32 38J]pHKKA HA TEYHOCTH, JICYEHHETO C AMYpeTHLH TpabRa aa ce
oOcpan nNpeau 3anousaHe Ha nederueto ¢ Uneprasux.

benoapobHa apTepHaiHa xuneproHus, cebp3ada ¢ HIV nudexuns

OnUTBLT OT KIHHHYHHTE NPOyYBaHHUA ¢ yroTpeda Ha MneprazuH npn nauneHTH ¢ 6enoapobHa
apTepHaHa XHNepToHnA, cBbpiaHa ¢ HIV undexins, nexyBaHH ¢ aBHTHPETPOBHPYCHH JIEKAPCTBEHH
NPOAYKTH, € orpaHMueH (Bx. Touka 5.1). [IpoyuBaHe BepXy B3auMoaeHcTsHaTa MeXIY DO3€HTaH K
JIONHHABUP+PHTOHABYP NPH 3APAaBH XOpa NOKa3Ba MOBHLIEHH IJIa3MEHH KOHLEHTpaUHH Ha Bo3eHTaH,
C MAKCHMMAJIHH HHBA Npe3 TbPBUTE 4 NTHH Ha neveHHe ( Bx. Touka 4.5). [lpx 3anouBaHe Ha neueHHUe ¢
Unepra3suH NpH NaUHEHTH, KOUTO C€ HY)KOAAT OT PHTOHABHP-AKTUBHPAHH NpOTEa3HH HHXHOUTOPH,
NOHOCHMOCTTA Ha nauMeHTa KbM Unepraznn TpabBa BHHMATENIHO Aa CE CACAH, KATO Ce OOBPHE
ocobeHO BHHMaHHE, B HAYAIOTO Ha BbBExKAawaTa $asa, Ha pHCKa OT XMNOTOHUA H Ha yepHoapoOHuUTe
GYHKUMOHANHH TecToBE. [10BHIUEHUAT pUCK OT YepHOAPOOHA TOKCHYHOCT H XEMATOOTHUHHTE
CTpaHH4YHH eeKTH He MoraT fa ObaaT U3KMIOYEeHH NpH koMOHHUpaHa ynoTpeba Ha 603eHTaH ¢
aHTUPETPOBUPYCHH NekapcTra. [1opaan noTeHuMana 3a TakMBa B3AUMOACHCTBHUS, CBLP3aHH ¢
BHAyuHpawns edexT Ha 6o3zeHtaHa BbpXy CYP450 (Bx. Touka 4.5), KOATO MOXKe N1a okaxe edekT
BbPXY €HKACHOCTTA HA AHTHPETPOBHPYCHATA TePaIkA, TE3X NMALMEHTH CBIUO TpsOra aa ObvaaT
NpocneasBaHH BHHMATENHO NO oTHowEHHWE Ha HIV nHpekumaTa.

benoapobna XxHnepToHHUa BCIEACTBHE HA XpoHuuHa 00CcTpyKTHBHA Benoapobna Sonect (XObb)

be3onacHOCTTA H MOHOCHMOCTTA Ha DO3€HTaH ca MPOYYEHH MPH eKCIUIOPATOPHO, HEKOHTPOIHPAHO
12-ceamuuHO npoyyBaxe npu 1 1 nayueHTH ¢ HenoapobHa xunepTroHus BcneacTe Ha Texka XObb
(Il crenex no knacndpukaunsara GOLD). HabmonasaHH ca nosuilieHa MUHYTHAa BEHTHUNALHA H
NOHHXEHO KMCNOPOJHO HACHLIIAHE, KATO HAH-4ECTOTO HexXeiaHo chbOHMTHE e Oina AHCMHEs, KOATO €
OT3Byuapana cjej cnupaHero Ha 603eHTaH.

EnnoBpemeHHa ynoTpeba ¢ Apyru ekapcTBeHH NPOAYKTH

EnnoBpeMenHaTta ynorpeba Ha MneprasvH M UMKIOCNOpHH A € NpOTHBOIOKA3aHa (BXK. TOUKH 4.3 H
4.5).

EnHospeMeHHaTa ynotpeba Ha UneprasuH ¢ rnnbeHiiiamua, ¢iryKoHa3on U pHdaMIKUHE HE ce
npenopby4Ba. 3a nopeue noaApodHOCTH BIXK TouKa 4.5.

EanoepeMeHHoTO npHnarate Ha MneprasuH, kakto ¢ mHxubuTop Ha CYP3 A4, Taka u ¢ HHXHOUTOp Ha
CYP2C9 Ttpsabsa na ce H3bsrea (Bx. Touka 4.5).

4.5 BiaamopeificTBHe ¢ APYIH JAeKAPCTBEHH NPOAYKTH H APYrH GOpMHE Ha B3aHMOAeNcTBHE

BELECTBATA, KOHTO ¢¢ MeTAOONMU3HPAT OT TEIH HIOECH3UMMU, 11e HbaaT NOHMKEH
eAHOBpeMEeHHOTO npuiarase Ha Uneprasun. Tpabsa na ce Wma npeaBHA Bb3MO
NMPOMEHH €PEKTHBHOCTTA HA JICKAPCTBEHUTE NPOYKTH, KOUTO ¢¢ MeTabonu3uy
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Moxe jta ce HaNoXH KOPUIrHpaHe Ha J403aTa Ha Te3W MPOAYKTH CJie]l 3ano4ysaHe, NpoMAHa Ha 103aTa
WJIH CTIHPAHE Ha CBITLTCTRALLOTO JieueHHe ¢ MnepTa3suH.

bozentan ce metabonusupa or CYP2C9 u CYP3A4. UHxuOupaHeTo Ha TE3H H30EHIUMH MOXe J1a
YBENHUH KOHLIEHTpalMATa Ha 603eHTaH B Ita3MaTa (BHXK KetokoHazon). Bauaunuero na CYP2C9
HHXUOHUTOPH BBPXY KOHLIEHTpaUHATa Ha 603eHTaH He € npoy4eHo. Ta3n komOuHauMs Tpadea na ce
M3fI0N3B8 C NOBHIIIEHO BHHMAHHE.

Dayxonazon u opyzu unxubumopu na CYP2C9 u CYP3A4: EnHOBPEMEHHOTO NpUnaraHe ¢
¢nykona3on, koiTo notucka raasHo CYP2C9, Ho no n3pectHa crened 1 CYP3A4, moxe na noseae
A0 TONAMO NOBHILABAHE HA TUIA3MEHHUTE KOHUCHTpauMK Ha 6o3entaH. KomOuHauuaTa He ce
npenopbuBa. [1o cuilaTa NpU4HHA HE ce NpenophyBa €HOBPEMEHHOTO MpuiaraHe Ha Hneprasuu
KakTo ¢ MoueH HHXuouTOp Ha CYP3 A4 (KaTo K€TOKOHA30/, MTPAKOHA30 U/IH PHTOHABHUP), TAKA U C
uHxubuTOp Ha CYP2CY (kaTo BOpHKOHA30M).

Huxnocnopun A: EnHoBpeMeHHOTO npwiaraHe Ha Mneprazui ¢ LHKIOCNOPHH A (MHXHOHTOp Ha
KaJILUMHEBPHH) € MPOTHBONOKA3aHO (BX. Touka 4.3). [IpH eAHOBpEMEHHOTO NpHIAraHe, HAYaTHHTE
IUTA3MEHH KOHLEHTpalUMH Ha 603eHTaH ca npubnnznrento 30-mbTH NO-BHCOKH OT TE3H, HIMEPEHHU
cnen 603eHTaH, MPUNOXKeH caMocToaTenHo. [1pn cTaunoHapHO CbCTOAHKE, ITA3MEHUTE
KOHLIEHTpaUHUH Ha 603eHTaH ca 3- 10 4-TLTH MO-BUCOKH OT TE3H, HIMEPERH cnea Oo3eHTaH, NPUIoXKeH
CaMOCTOATENHO. MexaHH3MBT Ha TOBA B3aUMOAEHCTBHE € Hall-BepOATHO MHXHMOUpaHe OT cTpaHa Ha
LHMKIOCNOPHHA Ha MEAHHPAHOTO OT TPAHCNIOPTHHUTE NPOTEHHH NOEMaHe Ha 603eHTaH OT
xenatouuture. KoHueHTpauuuTe Ha uukinocnoput A (cyberpat Ha CYP3A4) B xpbBTa HAManssar
npubausuTento ¢ 50%. Tosa Hait-BeposTHO ce AbkH HAa HHAYKUMATa H& CYP3 A4 ot cTpaHa Ha
Ho3eHTan.

Taxponumyc, cupoaumyc: EAHOBPEMEHHOTO NpHJIAraHe Ha TaKpoJIMMYC M cuponumyc ¢ MnepraiuH
He € U3CIEJBaHO NPH X0pa, HO NO AHAJIOTHA ¢ €AHOBPEMEHHOTO NpUNaraHe ¢ LHKIOCIIOPHH A,
€HOBPEMEHHOTO NMpUIaraHe Ha TAKPOJIHMYC WIH CHPOJSHMYC ¢ MnepTasHH MOXKe Aa XOBEAE RO
NOBULLIABAHE HA IU1a3MEHHTE KOHLUEHTpaLUHH Ha 6o3eHTaH. CHITBTCTBALLOTO eueHHe ¢ Unepra3uH
MOXK€ 18 HaMa/H I1a3MEHUTE KOHUEHTPAUMH Ha TAKPOIUMYC H CHponKkMyc. [lopaau Toea,
eaHoBpeMeHHaTa ynotpeba Ha Uneprasni H TRKPOJIHMYC HIIH CHPOJIMMYC HE C€ MpENnopbYBa.
[TaneHTHTE, NPH KOWTO KOMOHHALMATA € HAJIOKHTENHA, TpadBa fa ObAaT npocneasBaHH
BHHMATETHO 38 HEXENAHH PCAKUMH, CBBbP3aHu ¢ MnepTasuy, W 3a NMNa3sMERHTE KOHLIEHTPAaLMM Ha

TAKPONIMMYC H CHPONHMYC.

Iubenxnamuo.: EnHoBpeMeHHOTO npuiarade ¢ 603entad 125 mg ABa NbTH JHEBHO B MPOJAB/LKEHHE
Ha 5 AHM NOHKKARA TU1a3MEHHTE KOHLUEHTpalHHK Ha rnubenknamMun (cybcrpar Ha CYP3A4) ¢ 40%, ¢
Bb3MOXHO 3HAYHUTENTHO HAMANIABAHE HA XHNONIHKEMHYHHA ediekT, [Lna3zmMeHHTe KOHLIEHTPALHH Ha
603eHTaH CBLIO ce NOoHKaBaT ¢ 29%. OcseH TOBa NpH MalLMEHTUTE, NOTyYaBalllH KOMOUHKpaRa
Tepanus, ce Habnoaasa no-rongaMa YecToTa Ha NoBHILABaHe Ha aMHHoTpaHcdepasuTe. Kakro
rnubeHKNIaMHIOBT, TAKE U 603EHTAHBT NOTHCKAT EKCTIOPTHATA MOMNA HA HUThYHHUTE COMH, KOeTo OH
MOTN10 Ja OOACHH NOBHILEHUTE aMHHOTpaHcdepa3n. Tazn komOuHatmMa He TpadBa Aa ce U3non3ea.
Hama HanHuHH JaHHH 32 NeKapCTBEHHTE B3aHMOAEHCTBHA ¢ APYTHTe cyadaHWIypeliHd npenapaTH.

Pugpavnuyun: npn 9 3n1pasy NaUHEHTH €AHOBPEMEHHOTO TMIpHWIaraHe B MpoAb/DKEHHE HA 7 IHH Ha
6o3eHTan 125 mg aABa MbTH AHEBHO ¢ pudaMnUUKH, MoweH HHAYKTOp HAa CYP2C9 n CYP3 A4,
MOHHXKABA IU1a3MEHHUTE KOHLEHTpaLUMH Ha 603eHTaH ¢ 58%, KaTo B OTAENEH CiTy4ai TOBA NOHHXaBaHe
6u morno aa aocturie noytu 90%. B pesyarar Ha TOBa c€ O4aKBa 3HAYHTENTHO HaManeH edekT Ha
6o3eHTaH NpY €AHOBPEMEHHOTO MY NpHiaraHe ¢ pudaMnHuUnH. EAHOBpEMEHHOTO NpYAAF ..-5 i
pudamnuuuH ¥ UneprasuH He ce npenopbysa. JIMNCBAaT JAHHH 38 APYTHTE HHAYK T d
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Jonunasup + pumonasup (u Opyeu ycwienu ¢ pumoHasup NPOMeaziu unxubumopu):
EaHoBpeMeHHOTO npunaraHe Ha 603eHTal 125 mg aABa MbTH AHEBHO H JTONHHABHP + putoHasup 400 +
100 mg aBa mbTH AHEBHO 32 9,5 AHM NnpH 3apaBy A0OPOBOILM BOAH A0 HAYATHH TUTa3MEHH
KOHUEHTpALMH Ha DO3€HTaH, KOHTO ca NPHONU3HTENHO 48-TbTH MO-BHCOKH OT H3IMEPEHHTE Cliel
CAMOCTOSTENTHO NpHIOKEHKHE Ha 6o3eHTaH. B aeH 9 mazMeHHTe KOHUEHTpaUHH Ha O03eHTaH ca
NPUOIM3UTENTHO 5 TBTH MTO-BHCOKH OT TE3U NPH CAMOCTOATEIHO NIPWIOKECHHE Ha 003€eHTaH.
HuxnOupaHeTo OT CTpaHa Ha PHTOHABHDP H8 MEAMHPAHOTO OT TPAHCNIOPTHHTE NPOTCHHH NMPOHHKBAHE
Ha 6o03eHTaH B XenatouutHTe U Ha CYP3 A4, BozeLlo Ao pegyuspaHe Ha KidpbHca Ha H03eHTaH, Hall-
BEPOATHO NMPHUYHHABA TOBA B3aUMoeicTBHe. KoraTo ce npHnara €XHOBPEMEHHO C NOMHHABHP +
PUTOHABHP WIH APYTH PUTOHABHP-NIOACKHIEHH NPOTEasHH HHXHOHTOPH, MOHOCHMOCTTA Ha NAallHeHTa
kbM Uneprasun Tpabpa na ce cneam.

Cnen eaHOBpeMEHHOTO npunarade Ha 603eHTaH 3a 9,5 NHH NIA3MEHUTE EKCNO3HLKH HA IONHHABUP H
PUTOHABUP HAMANABAT A0 KIMHHYHO He3HauudMa creneH (¢ npubnausurento 14% u 1 7%, cpoTBETHO).
He3asMcHMO OT TOBa ITbJIHA HHAYKLUMA Ha D03eHTaH MOXe Aa He 6be AOCTHIHATA W NOCAeABallO
NOHIKABAHE Ha NMPOTea3HUTe HHXHOUTOPH He MOoXe Na ce W3KMo4H. [IpenopbuBa ce noaxoaaLo
npocnensaBaHe Ha HIV Tepanuara. [tonobuu edextn Morar 1a ce 0O4akBaT U NpU ApYTd PHTOHABHUP-
NOJACKIEHH NpoTea3sHH HHXHOKUTOPH (BXK. TOUKA 4.4).

Hpyau anmupemposupycru 1exapcmsa: He MOTaT Aa Ce HANPABAT CTIELMPHUYHH NPENOPHKH MO
OTHOUHIEHHE HA APYTH HANHYHH AHTHPETPOBUPYCHH IEKAPCTBA, NIOpajH MNca Ha naHHM. [Topaau
NOAYEPTAHATA XEMAaTOTOKCHUHOCT HA HEBUPAIIHH, KOATO MOXKE Aa C€ aKyMYJIMpa C
XeNaTOTOKCHYHOCTTA Ha 603¢HTaH, Ta3U KOMOHHALIMS HE Ce IpenopbYBA.

Xopmonannu xonmpayenmueu: EqAHOBpEMEHHOTO nNpuarade Ha 603eHTaH 125 mg nBa mbTH NHEBHO B
NPOAL/DKEHHE HA 7 AHH C €AHHHYHA J03a NepOopAaIEH KOHTPALIEITTHB, ChAbpXKalll HOPETUCTEPOH | mg
+ eTHHWUN ecTpagron 35 ug, Hamansaea riowra noa kpueara (AUC — Area Under the Curve) Ha
HOPETHCTEPOH W €THHWI €CTPaaroi, ChOTBETHO € 14% 1 31%. Ho HamanssaHeTo Ha EKCNIO3MLMATA
NpH OTAEIHHTE NMalMHEHTH € COTBETHO A0 56% H 66%. CnenosarenHo, CAaMOCTOATENHO MPHUIOKEHH
KOHTPALIEMTHBK HAa OCHOBATa Ha XOPMOHH, HE2ABHCHMO OT ITHTA HM Ha BbBEXKAAHE (T.€. IEPOPaNHH,
WHXXEKLHMOHHH, TPaHCAEPMA/IHH H/TH UMIUTAHTHPYEMM JIEKApCTBEHH GOPMH), HE Ce CUHTAT 34
HAZeXIHH METOAM 3a KOHTpauenuHs (BxK. ToukH 4.4 1 4.6).

Bapghapun: EnnospeMenHoTo npunaraxe ¢ 6o3enran 500 mg asa mbTH JHEBHO B NPOABIDKEHHE Ha 6
AHH NOHKXKABA TUIA3MEHHUTE KOHLEHTpaLMH KakTo Ha S-BapgapuH (cybctpar Ha CYP2(C9), Taka u Ha
R-BapdapuH (cyberpar Ha CYP3A4), cvorBeTHO ¢ 29% 1 ¢ 38%. KNnMHHUYHHAT onuT ¢
koMGHHMpaHOTO npuiiarade Ha 603eHTan W BapdapHH NpH nauHeHTH ¢ BAX He € AoBea A0 KITHHHYHO
3HaYMMH NMPOMEHH B MexayHapoaHua HopmanuiupaH koepuumeHT (INR - International Normalized
Ratio) wiu B 003aTa Ha BapgapyHa (B HAYaJlOTO CpeLLy Kpas Ha KITWHHYHHUTE Npoy4YBaHus). OcBeH
TOBA, YECTOTaTa Ha NPOMEHHTE B J03aTa Ha BapapHHa NO BpeMe Ha NPOYYBAHHATA, AWDKALIA CE Ha
npoMeHH B INR Win Ha HexxenaHu peakuMH, € CXOHA MPK NALKMEHTHTE, Nonyyvasaluy 603eHTaH WK
rwaue6o. He ce Hanara kopekis Ha Ko3ara Ha BapdapHHa HIH Ha ApYFrH NoJ00HH OpaIHH
AHTUKOATYNAaHTHH CPEACTBA NPH 3aN04YBaHE Ha jleucHUE ¢ H03E€HTaH, HO CE MPENOpPbUYBA HHTEH3IUBHO
npocneassade Ha INR, ocobeHo B HAMAIOTO Ha JleMeHHeTO H B NEpHOAA Ha NOKaYBaHe Ha J03aTa.

Cumeacmamuy: EAHOBpEMEHHOTO nipunaraHe ¢ 603¢HTaH 125 mg ABa MbTH AHEBHO B MPOAB/DKEHHE
Ha 5 1HHM MOHWKABRA IUTA3MEHHTE KOHLUCHTpaLMH Ha cHMBacTaTHH (cydcTpar Ha CYP3A4) v na
HEroBHA aKTHBEH MeTabonuT B-XnapokcH KHcenHHa, CboTBETHO ¢ 34% u ¢ 46%. IlnasMenuTe
KOHLICHTPALIHH Ha OO3CHTAH HE CE MOBUABAT OT ChITBTCTBALIOTO JIEYEHHE CBC CHMBACTATHH. Tpabaa
71a ce UMa IpeABM] NpoCieadiBaHe Ha HHBATA Ha XONecTeposia 1 NnocieaBallo KOPHUIHp

Kemoxonazon: EqHOBpEMEHHOTO NPHJIATaHE B MPOABLKEHHE Ha 6 JHH Ha 003e
AHEBHO ¢ KETOKOHAa30/1, MollieH HHXUOuTop Ha CYP3A4, noBuiuaBa niia3MeHHUTe
603eHTan npubnusnTenHo 2 mbTH. He ce cunTa, ue ¢ HeoOXOAMMO Aa ce KOpHIH
Hnepra3uH. BunpekH, ye He e NOKa3aHO C NPOYYBAHHUA UH U0, NOAOOHO NOBULI
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IUTa3MEHHTE KOHLIEHTPALMK Ha O03€HTaH ce OuaKsa M ¢ Apyrure MOWHH HHXHOuTOpH Ha CYP3 A4
(xaTo MTPAaKOKA30J1 WiH pHToHaBHp). Ho korato ce xomOHHHpa ¢ nHXHOHTOp Ha CYP3 A4, npu
naluueHTHTe, cnabu Merabonnzaropu Ha CYP2C9, uma pHCK OT NMoBHLLAaBaHE Ha TUIA3MEHHTE
KOHLIEHTPALIMKA Ha 603¢HTaH B NO-BHCOKA CTEMEH, KOETO A8 A0BEAE A0 BB3MOXKHH BPEIHH HEXEIaHH

pEaKkLMH. .

Enonpocmenon: OrpaHnyeHn JaHHH, nonyyeld ot npoy4usaHe (AC-052-356 [BREATHE-3]), B koeto
10 neanaTpHUHH NALIMEHTH Ca NOAYYaBAIH KOMOUHALMATA OT HO3EHTAH H EMONPOCTEHON COYAT, Ue
KaKTo cnej MpHeM Ha eHHHYHA, TaKa U CJIeA MHOTOKPaTHH 103H, crofiHocTHTe Cmax u AUC na
003eHTaH ca CXOQHH TPH TIALHEHTH Ha WiH Oe3 HenpekbcHATa HH(Y3HA HA €eNONPOCTEHON (BX. TOYKa
5.1).

Cundenagun: ETHOBpeMEHHOTO npunaraHe Ha 6o3eHTad 125 mg aBa meTH JHEBHO (6€3 H3MeHEeHHA)
¢be cunaesadun 80 mg TpH MbTH Ha AeH (6e3 H3MeHeHH ), B NPOABDKEHHE Ha 6 IHHM, NPH 3ApaBH
Ao0poBoOnLK, BoaK A0 HaManeHHe ¢ 63% B AUC Ha cunaeHagun 1 ysenuyasane ¢ 50% s AUC Ha
6o3eHTaH. [IpenopeyuBa ce na ¢€ NOAXOXKAA BHHMATENHO [IPH HAZHAYABAHE HA €AHOBPEMEHECH NPHEM.

Taoanragpun: 603enTad (125 mg nBa MTH AHEBHO) NOHWXKABA CUCTEMHATA €KCTIO3ULMA Ha Taganagun
(40 mg peqHb)K AHEBHO) ¢ 42% W HeroBaTa Cmux ¢ 27% cnea MHOFOXPATHO €AHOBPEMEHHO NPHWIATAHE.
Tananadun He nosanaea ekcno3uumaTa (AUC 1 Cmax) Ha 603eHTaH WK MeTabonuTHTe My.

Hueoxcun; EnHOBpeMEeHHOTO npuiaraHe Ha 6o3eHTan 500 mg B npoob/DKEHHE HA 7 AHH, 1BA TLTH
AHEBHO, 3aeAHO ¢ AUroKcHH, HamManaea AUC, Cmax u Cmin Ha AUrokcHH cpoTBeTHO ¢ 12%, 9% 1
23%. MexaHH3IMDBT 33 TOBA B3aHMOACHCTBHE MOXKE /1a Ce AbJDKH Ha HHIYLHpaHeTo Ha P-
rAKKONnpoTerdH. ToBa B3auMoeiicTBHe e c1abo BEpOSTHO A8 UMa KIIMHHYHA 3HAUYHMOCT.

[leanaTpyyHa nomynaums
[TpoyuBaHus Ha B3aUMOAEHCTBUATA Ca NMPOBEXKIAHO CAMO MPH BL3PacTHH.

4.6 DepTHIMTeT, GpeMEeHBOCT H KbPMeHe

bpemMenHoCT

[TpoyuBaHMATa NPH )KHBOTHHU Ca MOKA3AIH PENMPOAYKTHBHE TOKCHYHOCT (TEPaTONeHHOCT,
eMOPHOTOKCHYHOCT, BXK. Touka 5.3). Hama HagexxaHa Hrpopmaunus 3a ynorpedara Ha Hneprasun npu
OpeMeHHH xxeHH. [ToTeHUIHANHUAT PHCK NPH XOparTa Bee oule He e u3BecTed. Mneprazun ¢
MPOTHBONOKA3CH NpH OpeMEHHOCT (BXK. TO4Ka 4.3).

A(eHH ¢ AeTepoeH NOTeHUHAN

[Tpean 3ano4Bane Ha neyeHHe ¢ ineprainH npu xeHH cbe RETepoAcH NnoTeHuMan Tpadbsa na ce
[POBEPH, Y€ HE € HanHile OpeMeHHOCT, TpAOBA Aa ce AasaT MOAXOAAILH CHBETH OTHOCHO HafeXKAHH
METOIH 38 KOHTpaLenuMs, KaTo TpAOBa Ja ce 3anoyYyHe W NPUNAraHeTo Ha NOAXOAMALLA KOHTpALENLMA.
[NauneHTHTE U NEeKapHUTe, NPEANHCBALUH NeYeHHETO, TpAOBa na 3HadAT, ye Nopaan BL3IMOXKHH
¢dbapMakOKHHETHYHH B3auMoaelicTBuA, Mneprasun mMoxe 1a HanpasH HeepeKTHBHH XOPMOHAIHHTE
KOHTpaLenTHBH (BX. Touka 4.5). [lopaau Tosa, eHHTE ¢ IeTepoAcH NoTeHHan He TpsaOBa na
W3MON3BAT XOPMOHANHHKTE KOHTPALIENITHBH (B TOBA HHC/O NEPOPATHH, HHKEKUKOHHHW, TPaHCACPMaTHH
Wnu noj ¢popmaTa Ha HMILIAHTATH) KATO €AMHCTBEH METOJ Ha KOHTpALEINLUHs, a A8 U3N0A3BaT
AOITBIHHTENEH WM ATTEPHATHBEH HANAEKACH METOA Ha KOHTpaUenums. AKO ChlUleCTBYBE CbMHEHHE
OTHOCHO TOBA, KAKLB CHBET J1a CE /1a/1¢ HAa KOHKPETEeH MauymeHT, TpAbBa aa My ce nmpenopsb
KOHCYJITAUMA ¢ ruHekonor. [lopaau cbliecTByBallaTa BEPOATHOCT OT HEYCNIEX OT I
XOPMOHa/IHAa KOHTpaLenims rno speMe Ha neveHHe ¢ Mneprasni M karo ce uma n
TEXKO BnowasaHe Ha GenoapobHaTa XHNEPTOHHS NMpU OpEeMEHHOCT, 10 BPEME H
Mneprasnk ce npenopbyBa a e NpaBsT eXXEMECEHHH TECTOBE 38 OPeMEHHOCT
Ha OpeMeHHOCTTA.
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KnpMmene

JaHHH oT ¢chOOLIEHHE Ha CTydali ONKMCBAT HATHYKME Ha D03¢HTaH B KbPMAaTa ¢ HUCKA KOHLIEHTpAaLHA.
Hma HepocTaTbyHa HHPOpMaums 3a edexTHTe Ha Go3eHTaH nMpH KppMadeTa. He Moxe na ce H3kmoun
pHcK 3a KbpmaueTaTa. He ce npenopbusa Aa ce KbpPMH N0 BpeMe Ha sieueHHe ¢ Mneprazuy.

QepTUIHTET

[IpoyuBaHHATa NPH XKHUBOTHH Ca NOKA3ANIH TECTHKYNApHH edekTH (Bxk. Touxa 5.3). [IpH KIHHHUYHO
NpoyuBaHe, uicienpaino epexkrure Ha 603¢HTaH BbPXY TECTHKYAApHATA (PYHKLMA [IPH NALIHEHTH OT
MBKKH non ¢ bAX, mect ot 24-Te cybekra (25%) ca nokaszany HaManeHa KOHLCHTPALHA Ha
cnepmarosonante (noHe 50%) B cpaBHEHHE ¢ MIXOAHOTO HUBO ciiea 6 Mecewa neyeHue ¢ Ho3eHTaH.
B13 0CHOBA Ha Te3H HAXOAKH M MPEAKIMHUYHHTE JaHHH, HE MOXeE Aa Ce HIKTIOUH, Yye 603¢HTaH MOoXe
[a MMa yBpexaall edexT BLpXy criepMaToreHe3ara npH Muxere. He Moxe aa ce u3kmouu
ABLJATOCPOYHO BIIHAHKE BbPXY (epTHAHTETa CAeA NeveHHe ¢ 603eHTaH NpH Aena OT MBXXKH fo.

4.7 EédexTa Bbpxy cnocofnocrra 32 modrpane H pabora ¢ Mamunn

He ca nporexxaanu cnelnpyyHU NPOYyUBAHMA 3a OLICHKA Ha NpeKkHA edexT Ha UnepTasuH BupXy
cnocobHOCTTA 3a WwodHpaHe H pabota ¢ MawIMHK. Bunpeky ToBa, Unepraznd moxe ga NnpUYHHK
XHNOTOHHUS, CHC 3aMATHOCT, 3AMBIVICHO 3PEHHE WIH CHHKON, KOUTO OHXA MOTJIH Aa NOBANSAT
cnocoOHOCTTA 32 WodHpaHe WK padoTa ¢ MaLIHHH.

4.8 Hemxenanmn JeKaPCTBEHNE PCAKIHNE

[Mpy 20 nnauebo KOHTPOIUPaHH NPOYHBAHKMA, NPOBEACHH IPH Pa3IHYHH TepaneBTHYHH NOKa3aHHA,
060 2486 nauneHTH ca npueman 603eHTaH B AHeBHa A03a ot 100 mg a0 2000 mg v 1838 naunenTH
ca npuemanu mnauedo. CpeaHata NPOAWDKHTEAHOCT Ha ReYeHHeTOo € Orna 45 ceamuuu. Hexenaxnure
NEeKAPCTBEHH peaKUHH ce neHHHpaT KaTo ChbOUTHA, KOMTO Bb3HHMKBAT NpH Halt-manke 1% ot
npueMalllMTe 603eHTaH NaLMEHTH H ¢ YecToTa noHe 0,5% no-ronsiMa OT Ta3M Ha MPUEMALIIUTE
nauefo nauneHTy. Hall-uecTure HeXenaHu neKkapcTBeHN peakunu ca rnasobonnme (11,5%),
OTOK/3aipbKKa Ha Te4HOCTH (13,2%), abHOpMHH H3cneaBaHHA 3a vepHoapoOHa ¢ynkums (10,9%) u
aHeMHA/TIOHIDKEH XeMoriobuH (9,9%).

Jleuennero ¢ 603eHTaH € OMI0 CBBbP32HO ¢ A03038BHCHMO MOBHLIABAHE Ha YePHOAPOOHHTE
aMHHOTpaHCepa3H H NOHWKABAHE HA KOHLIEHTPALMATA Ha XeMorIoOHHa (BX. Touka 4.4).

Hexenandre nekapcTseHH peakuuu, Habmonasanu B 20 nnanedo KOHTpOJUpaHH NPOYUBaHHA H NPH
NOCTMAPKETHHIOBHSA ONHT ¢ 603eHTaH ca CTeNeHyBaHM N0 YECTOTAa KaTo Ce H3NOJ/3Ba clejHaTa
KOHBEHLIMA: MHOrO 4ecTH (= 1/10); wectu (=1 / 100 no <1/10); Heuectu (= 1/ 1,000 ao <1/100); peaxu
(= 1/10 000 no <1/ 1,000); mHorO peaku (<1 / 10,000); ¢ HeuseecTHa yecToTa (OT HANHYHHTE AaHHU
He MOxe na Obe HanpaseHa OLIeHKa).

BB BcAKO rpynHpaHe B 3aBUCMMOCT OT YECTOTATa, HEXENIaHUTE JISKAPCTBEHHU PeaKiMK ce H3dposasar
B HM3XO/l1i PEA MO OTHOIEHHE Ha TAXHATA cepHo3HOCT. He ca HabmonaBaHn KIHHHYHO 3HAUHMH
Pa3zAKH B HEXKEJIAHHUTE JIEKAPCTBEHH peakuMy Mexay obuiara 6a3a naHHH B 0A00pEHHUTE NOKA3aHHA.

CHCTeMRO-OpraHeH KAac YecToTa Hexenana peaknas

HapyuieHns Ha KpbBTa M Yecu AHeMHA, NOHHXKEH
nuMdpHaTa cCHCTEMA (Bx TOUKa 4.4)

C Hen3BecTHa YecToTa AHEMHS HIH §
XeMOro0nH{
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Heuectn TpomGounToneHus'
HeuecTH Heytponenus, sieBkonenys’
HapyiileHus Ha HMyHHATa Yectn Peakuuu Ha
CHCTEMA CBPBLXYYBCTBHTETHOCT
(BKJTIOYBALLIH AEPMATHT, CbpOex U
oOpuB)
Penxu Anadunakcus Wiwim anrmoeieM!’
Hapyuienus Ha HepBHaTa MHoro yecTs [nasoGonue’
CHCTEMA YecTH Cusnkon'*
Hapywenus Ha ouuTe C HeH3BECTHA YECTOTA 3aMBITIEHO 3PEHHE
ChpaeyHH HapyLueHHs YecTH Cupuebnene'*
CbaoBH HapyLIeHHA YecTH 3auepesaBaHe
Yectu Xunorouus'*
PecnupaTopHu, rpbAHH H Yectn 3anyiusake Ha Hoca'
MEIHaCTHHANTHH HapYLIEeHHA
CroMaluHO-4YpERHH Yectu [CacTpoesodareanta pedaykcHa
HapyLIeHNs bonect
Huapus
Xenato-OHIHapHH MHoro uecTd AOHOPMHH YepHOApOOHH
Hapy1lIeHHA (YHKLHOHAIHH TECTOBE

(B3K. TOYKa 4.4)

HeyecTn

[ToBuwieHH aMHHOTpaHC(EpasH,
CBBbP3aHH C XEMATHT
(BKNIOYMTENTHO BB3MOXKHO
ofocTpaHe Ha NoATexalil
XeNnaTHT) WK XbnTeHuual (Bx.
To4ka 4.4)

Penxu

Linposa Ha yepHus apobd,
YepHOApPOoOHa HEAOCTATHYHOCT'

HapyuieHna Ha xoxkaTta U
NOAKOXKHATA ThKaH

YecTH

Epurema

O6uy HapyuieHHs ¥ edeKkTH
Ha MACTOTO HA MPUJIOXKEHHE

MHoro uectH

OT0K, 3aaLpKaHe Ha TEYHOCTH'

IJ_IE.HHH, IMOJTYUCHH OT NOCTMAPKCTHHIOBHA OINHT, HCCTOTHTE C€ OCHOBABAT HA CTATHCTHYHECKOTO

MOAEJHpaHe Ha N1aue00-KOHTPONHPaHH JaHHH OT KIHHUYHO NpoyuBaHe.
‘PeakLiHi Ha CBPBXYYBCTBHTEJIHOCT ca chobuieHH npH 9,9% ot naunenTHTe ¢ 603eHTan ¥ npu 9,1%

OT NaLMeHTHTE ¢ ruanedo.

‘Tnaso6onve e cbobuero npu 11,5% ot naunenTure ¢ 603eHTaH ¥ npu 9,8% OT NAUMEHTHTE C

ruiauedo.

*Tesn BHIOBE peakLmK CHILO MOXKE Ja ca CBLP3aHH ¢ Noanexaino 3abonssaxe.
5 OTOK WIH 3a/IpbKKa Ha TEUHOCTH e chobuteH npu 13,2% ot nauneHTHTe ¢ 603¢eHTaH H npy 10,9% ot

nauMeHTuTe ¢ rauebo.

I[To BpeMe Ha NOCT-MapPKETHHIOBHA NEPHOA ca CHOOLLUEHH PEOKH CTy4aH Ha HEOOACHHMA UMPO3a Ha
yepHHa Apod cnea npoaLDKUTENHO NeveHre ¢ Mnepra3vK npH nauMeHTH ¢ MHOXECTRO
NPHAPYXABALIH 3a00NaBaHusA U TEPANHH c iekapcTBeHH cpeacTsa. Mma cuiio peaxu cpobienna 3a
yepHOApoOHa HeaoCTAThYHOCT. Te3H choblueHHs NOACHABAT 3HAYEHHETO HAa CTPHMKTHOTO CNAa3BaHE Ha
€XEMECEUHOTO NPOCIIEAABAHE Ha YepHOApoOHHTE PYHKLUMH, JOKATO Tpae e4eHHeTo ¢ Uneprasuu

(Bx. TouKka 4.4)

[leawaTpHuHa NOMyNaLUKs

HEKDHTQOJ'I_HP&HH KIHHUYHH NPOYUBAHHA INPH NEJHATPHYHH NALUHCHTH

Hexonmponupanu Kiunuunu npoyueanun npu neouampuytny nayuenmu.
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[TpodmrsT Ha 6€30NacHOCT NMPH MbPBOTO OTBOPEHO HEKOHTPOJIHPAHO NEAHATPHYHO NPOYUBAHE
nposeaeHo ¢ puamupann Tabnerk (BREATHE-3: n = 19, Meanana Ha Bb3pactra 10 ronuuu
[anana3zon 3-15 roaunu], 603eHTaH 2 mg/kg ABa MbTH AHEBHO; MPOABL/DKHTETHOCT Ha JieueHHe 12
CceNMHLIN) e noaobeH Ha To3u, HabnonasaH NpH OCHOBHHU NPOYYBAHHUA NPH Bb3PaCTHH NMALIUEHTH C
BAX. lIpu BREATHE-3, naii-yecTume He)XenaHH peakuMu ca auepsapaHe (21%), rnasobonue #
aGHopMHH depHOAPOOHKW dyHKIMOHANHH TecTOBE {16% BCAka).

C6opeH aHaNK3 HA HEKOHTPOJIHPaHH NEAHATPHYHH NPOYYBaHHA, nposeacHH npu BAX ¢ 6o3eHTaH 32
mg aucneprupaiiy ce Tabnerku (FUTURE 1/2, FUTURE 3/TIpoatmxeHne) smousa oowo 100 neua
nexysanu ¢ 603eHTal 2 mg/kg npa mbTH aHeBHO (n = 33), 2 mg/kg Tpyu mbTH AHEBHO (n =31), win 4
mg/kg aBa meTH aHeBHO (n = 36). Ipu BknlouBaHeTO, IECTHMA NALMEHTH ca 6K Ha BB3PACT MEXKAY
3 mecenia M | roguHa, 15 zeua ca 6mnn Ha BB3pacT Mexay 1 ¥ noa 2 roauHu K 79 ca 6MnH Ha BB3pacT
Mexay 2 ¥ 12 ronunu. MenuasaTa Ha NPOAB/DKMTENHOCT Ha neyeHue € 6una 71,8 ceamuum
(auanazon 0,4—258 ceamuin).

[MpodwrsT Ha 6e30nacHOCT NpH TO3H cOOpPEH aHANH3 HA HEKOHTPONHPAKHK NEANATPHUHH MPOYUBAHHS
e noaobeH Ha To3H, HabJIIOJaBAH IPH OCHOBHUTE W3NUTBAHUA MPH BL3IPACTHH NnauMeHTH ¢ bAX, ¢
H3KJTIOMEHHE HA HH(EeKLMHTE, KOHTO ca ChODLIECHH NO-4€CTO, OTKONKOTO NpH BbapacTHHTE (69,0%
cnpaMo 41,3%). Paznukara B yecToTaTa Ha HHPEKLIHKUTE MOXKE OTUACTH 114 C€ Ab/DKH Ha NO-roisMaTa
MeJHaHa Ha NPOXLDKHTEIHOCT Ha €KCMNO3UIIMATA B NeAHaTpHYHaTa rpyna (MeanaHa 71,8 cenmMuum) B
cpaBHeHHe ¢ Bb3pacTHHTe (MeanaHa 17,4 ceamuun). Hali-uyecture Hexenanu chbMTHA ca HHpEKLMH
Ha FOpPHHTE AuXaTeNnHW nbTHLa (25%), 6enoapobua (aprepuanna) xunepronus (20%), Ha30QapHHTUT
(17%), nupekcua (15%), nospuuane (13%), bporxur (10%), kopemna 6onka (10%) n auapua (10%).
Hama 3HauMMa paziivKa B YECTOTATa HA HEXKETAHHTE ChOMTHA NpH NALMEHTHTE HAJ H NOA 2 IrOAHILIHA
Bb3pacT, ToBa obaue ce 6a3upa caMo Ha 21 aeua noa 2 roAHHH, BIJTIOYHTENHO 6 NALKHEHTH MeXy 3
meceua H | roansa. Hexxenanu cbOMTHA Ha YepHOXPOOHH HApPYLUCHUA H aHEMHA/HaMaJleH
XeMOTJIOOUH ¢a HaCTLIWIHU CHLOTBETHO MpH 9% u 5% OT NnauMeHTHTE.

[1pn panaOMH3HpaHOo MNaileb0-KORTPONHPaHO NPOYy4BaHe, NposeiaeHo MpH nauneHTH ¢ IIBXH
(FUTURE-4), o610 13 HoBOpoaeHH ca Onnu NEeKyBaHH ¢ AMCRepryupaluy ce TabieTkn 603eHTaH ¢
no3a 2 mg/kg npa mbTH AHeBHO (8 nauneHTH ca 6UnKu Ha nnauebo). MeanaHaTa Ha NPOABLIDKHTETHOCT
Ha JiedyeHne ¢ 603eraH v ruiauedo e 6una, cLoTBeTHO, 4,5 18K (aHanaszoH 0,5-10,0 nun) 1 4,0 nHK
(nnanason 2,5-6,5 nuu). Halt-uecTHTe HexenaHd CLOMTHA NPH NALUMEHTHTE, ICKYBaHH ¢ DO3CHTAH U
nnauebo, ca 6WIU CHLOTBETHO aHEMHA WIH HamaneH XeMoroOuH (7 ¥ 2 nauMeHTH), reHepanH3IMpaH
eaeM (3 1 0 nauneHTH) ¥ noBpbluaHe (2 U 0 NAUHEHTH).

JlabopaTopHi OTKNOHEHHA OT HOPMATA

Omxnoxerus 8 YepHoOpobrUmMeE UICNEOBaHUA

[To Bpeme HAa KNMHHYHATA NPOrpama, 40303aBHCUMHTE NMOBHIUCHHS Ha YepHOApOOHHTE
aMHHOTpaHCchepa3n OOUKHOBEHO ¢a BE3HHKBAJIM Npe3 MbPBHTE 26 CEAMHLIM OT JICYEHHETO,
0OHKHOBEHO ca Ce pa3BHBAaJIH MOCTENEHHO H ca OUNH rmaBHO aCHMNTOMHH. [1o Bpeme Ha noct-
MAPKETHHIORHSA TIEPHOJ Ca ChOOLLEHH PeAKH CllytiaH Ha LIMpo3a H HeJOCTATBYHOCT Ha YEPHHR Apod

MexaHn3MBT Ha TO3H CTpaHHYeH e(eKT He € AceH. TOBa NOBUILIABAHE HA aMHHOTpaHCepa3HTE MOXKe
Aa ce Mpeoaoliee CNOHTAHHO, KaTo ICYEHHETO NPOAL/DKABa C noAabpxalla no3a Hneprasun, unu cnen
HaMaIABaHE HA A038Ta, HO MOXe Aa Obae HeoOX0AHUMO NpEKbCBAHE WIH CIUPAHE Ha JICUCHHETO (BXK.
TouKa 4.4).

[Mpu 20-Te o6enuHeHH nauebo KOHTPOIHPAHH MPOY4BAHHS, NMOBHILABAHETO HA YePHQRPER _‘E‘l’
amuHoTpaHchepasn > 3 x ITH e nabmonasaso npu 11,2% oT npuemainte 603eHTAH RRIMENTL
cpaBHEHHE ¢ 2,4% oT npuemalyTe 1uiauebo naunenTv. [losnwasane no > 8 x [TH Hab lexgag
npu 3,6% OT nauMeHTHTE, NeKyBaHH ¢ 6o3eHTan 1 0,4% oT npHeMaluuTe raneds ﬂ.’ AT

[TosHinaBaHeTO Ha aMHHOTpaHChepa3HTe € IO CBLP3aHO ¢ NOBMLIABAHE Ha O g 5K

-

AT
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I'TH) 6e3 nanHu 3a Ounnapra obcTpykums npH 0,2% (5 naumentH) npHemaiu 6o3enrad u 0,3% (6
MAaLKEHTH) NpUeMali raueto.

[1pu c6opuna ananus Ha 100 neua ¢ BAX ot HekoHTponupaHuTe neadaTpHuHK rMpoyyuraHds FUTURE
1/2 1 FUTURE 3/TipoawnkeHue ca HaOmoaaBaHH NOBHIIEHH YepHOAPOOHH aMuHOoTpaHchepasH > 3 X
['TH npu 2% ot nauxeHTHTE.

[pu npoyuranero FUTURE-4, BxmouBawo 13 HoBopoaeHu ¢ [IBXH, nexyBann ¢ 6o3eHTan 2 mg/kg
JBa& ITbTH JHEBHO 3a no-mManko ot 10 auu (nuanaszox 0,5-10,0 aun), HAMa ciryyaun Ha YepHOApOOHH
aMHHoTpaHchepasu 2 3 x I'TH no BpemMe Ha leUeHHETO, HO €IMH CiTy4yai Ha XEMaTHT € HACTBLIKI 3
JHH CNeA Kpas Ha JIe4YeHHeTo ¢ GO3eHTaH.

Xemoenobun

[Tpn nnauebo-kOHTPONHpaHH NPOYYBaHHS PH BL3PACTHU, MOHHXKABAHE HA KOHLEHTPALIMATA Ha
xemornobuna noa 10 g/dl or HauanoTo Ha npoyusatero ¢ cbobweHo npu 8,0% or npueMawuTe
6o03eHTaH NauMeHTH K NpH 3,9% ot npuemauyTe auedo nauueHTH (BXx. Touka 4.4).

[1pn c6bopuusa ananus Ha 100 peua ¢ BAX or HekOHTponKpaHuTe neaHaTpuuHy npoyysaHus FUTURE
1/2 1 FUTURE 3/Tlpoawiokenne, € cbo0L1€HO MOHWKABaHE Ha KOHLIEHTPALMATA Ha XeMOorjioOuHa Ha
n3xonHo HuBo ao noa 10 g/dl npu 10,0% ot nauuenture. He e umano noHmwkaeane noa 8 g/dl.

I1pn npoyueanero FUTURE-4, 6 ot 13 nexysanm ¢ 603eHTan HoBopoaeHu ¢ IIBXH ca nomyunnu
NOHKWKABaHE Ha XeMornobuHa ot pedepeHTHHA AHANa30H Ha M3XOAHO HUBO A0 MOA JOJTHATA MPAHHLIA
Ha HOpPMATa MO BPeMe Ha JIEYEHHETO.

CoobiiaBaHe Ha MOAOIMPAHH HEXEJIAHH PEeaKLMH
Cwo01apaHeTo Ha NOAO3UPAHH HEXKENAHH peakliHM CJie/l pa3pellaBaHe 3a ynorpeda Ha TeKApCTBEHHA

NpoAYKT € BakHo, ToBa Mo3BONABA Na NPOAL/DKH HAOMIOAEHHETO Ha CHLOTHOUIEHHETO NOJ3a/PHUCK 38
JIEKApCTBEHHA NMPOAYKT. OT MEAHLIMHCKHTE CICLIMANHCTH C& H3UCKBA Aa ChoOIABaT BCAKA
NOAO3HpaH2 HEXKENaHA peakliua Ype3 MambnHHUTENHA arcHIMA MO JiekapeTeaTa, ya. . JlamaH ['pyes”
Ne 8, 1303 Codmna, Ten.: +359 28903417, yebeaitr: www.bda.bg.

4.9 Ilpenozdpane

bo3lenTan e npwiarald 8 eAMHHYHa o3a Ao 2400 mg npu 3apasn HHaAUBHAH H a0 2000 mg Ha aeH B
NPOAB/DKCHHE Ha 2 Mecella MPH MaLMEHTH Cbe 3afonaBaHe, pasnuyHo ot 6enoapobHa XHNEpTOHUA.
Hali-uecTara HexelaHa eKapCTBEHA peakums ¢ Onna rnapobonue ¢ 1eka 40 yMepeHa HHTCH3IUBHOCT.,

I"onaMoTO Npeao3upaHe MOXKE 1a 10BEAE A0 CHIHO H3pa3eHa XHMOTOHHA, H3HCKBAILA AKTHBHA
MoAKpena Ha ChPACHHOCHAOBATA CHCTEMA. B nepuona cnen nmyckane Ha nasapa, ce crob11asa 3a euH
cnyuail Ha npeaosupane ¢ 10 000 mg Uneprasun, npuer ot eaHH 1oHowna. Tol e HMan CUMITTOMH Ha
rajeHe, NOBPbillaHe, XHNOTOHHMA, BHEHE Ha CBAT, NOTEHE, 3aMbIICHO BibkAaHe. BractaHoBW ce e
HaITBJTHO ClieA 24 Yaca ¢ MEPKH 3a NOAABPIKAHE HA KPHBHOTO HanaraHe. 3abenexkka: HO3EHTAHEBT HE ce
OTCTPaHABA YPe3 XEMOAHAITH3A..

5. G®APMAKOJIOT'MYHH CBOHCTBA
5.1 @DapMakoIABRAMHAYRH cBOlicTBA

(dapMakoTepanesTH4YHa rpyna: Apyry¥ aHTUXHIIEPTEH3HBHY JieKapeTea, ATX koa:

MexaHHIBsM Ha JeHCTBHE

14




Bo3seHTaH € RBOeH eHAOTeNNH peuenTopeH aHTaroHueT (EPA) ¢ apuHMTET KaKTO KbM €HAOTENHH A,
taka U kbM B (ETA n ETB) peuenropure. boseHTan HaManasa kakto 6enoapobHOTO, Taka B
CHCTEMHOTO ChAOBO CHIIPOTHBIIEHHE, KOETO BOJAH OO NOBHLUEH ChpacueH aeduT, be3 na ce nopHLuaBa
CbpAe4HaTa 4ecToTa.

HespoxopmonbT enaorenni-1 (ET-1) e eauH oT Hali-MOILHUTE W3BECTHH BA30OKOHCTPHKTOPH. Toi
MOXe aa aoeene o ¢pubpo3a, KieThyHa Nponudepanys, CbpaedHa XHNepTpodHa U peMoaenHpaHe,
KaTo MOXKe Jia MPHYMHH H Bb3najicHue. Te3u edexTu ce OChILECTRIBAT NOCPEACTBOM CRBP3IBAHETO HA
ennorensiHa ¢ ETA n ETB peuenrropure, pasnonoxkeHH B KJIETKHTE Ha EHAOTENMYMA M [N1a1KaTa
MYCKYyJiaTypa Ha cbhaoBeTe. KonueHtpaunnre Ha ET-1 B ThbkaHHTE H IU1a3MaTa Ce NOBHILABAT NPH
HAIKOH ChPACYHOCHAOBH pasCTpoicTRa U 3abonaBaHMsA Ha Cb€AHHHUTE/IHATA ThKaH, B TOBA YHCIO BAX,
CKJIEPOAEPMHSA, OCTPA H XPOHHUYHA ChpACHHA HEAOCTATHYHOCT, HCXEMHS Ha MHOKAapJa, CHCTEMHA
XHNEPTOHHA H aTEPOCKIIEPO3a, KOETO Npeanoara naroreHHara pons Ha ET-1 npu Te3u 2abongpaHus.
IIpn BAX # cbpAcuYHa HEAOCTATHYHOCT, B OTCHCTBUETO HA €HAOTENHH PELENTTOPEH AHTArOHH3bM,
NMOBHIUEHHTE KOHLUEHTpauMH Ha ET-1 ca CWIHO CBBP38aHK € TEXKECTTAa M MPOrHo3aTa Ha Te3H
3a00/IABaHKA.

BoseHTaH ce KOHKypHpa 3a cBbp3BaHeTo ¢ ET-1 u apyrure ET nentian, kakto 3a ETA, Taka H 3a
ETB peuentopute, ¢ Manko no-Bucok apunurer 3a ETA peuenropure (Ki = 4,1-43 HanoMona),
otkonkoro 3a ETB peuerropure (Ki = 38-730 HaHOoMoONa). BosenraH e cneuudHyeH aHTArOHUCT Ha
ET peuenropuTe U He ce CBBLP3BA C APYTH PELENTOPH.

HKACHOCT

Mooenu na scueomnu

Mozaenu Ha xXHMBOTHH Ha 6enoapobHa XMIIEPTOHHA NOKA3BAT, Y€ XPOHUUHOTO NEPOPAITHO NMPHIIOKEHHE
Ha 603eHTaH HaManaea 6e10aApoOHOTO ChAOBO CLITPOTUBICHUE H AaBa 00paTeH X0/ Ha
xHneprpoduaTa Ha GenoapoOHUTE CHAOBE M AACHATA KaMepa Ha cbpueTo. [IpH MoaenH Ha )KHBOTHH
Ha Genoapobua ¢pubpo3sa, Go3eHTaH HaMansABa OTNAraHeTo Ha KonareH B 6enure apodose.

Eguxacnocm npu ev3pacmuu nayuenmu ¢ 6e100pobra apmepuania xunepmorus

[TpoBeaeHH ca ABe paHAOMH3UPAHH, ABOAHO-CNENH, MYJITHLIEHTPOBH, ILTaLe60 KOHTPOJIHPAHH
npoyusasms ¢ 32 (npoy4saHe AC-052-351) u 213 (npoyuBane AC-052-352 [BREATHE-1})
Bb3pacTHH nauneHTn ¢ BAX III-1V ¢pynkumonanen knac no C30 (mepBHuHa Oenoapobua
XHNepTOHHA WK OenoapoOHa XHNEPTOHHA, BTOPHYHA MNAaBHO Ha ckaepoaepMus). Cnen 4 ceaMHUH Ha
6o3eHTaH 62,5 mg nBa ITbTH AHEBHO, H3C/IEABAKATA NOAALPKAIUA 1032 NPH TE3H NPoyyBaHUA € 125
mg ABa ITbTH AHEeBHO npH AC-052-351, 125 mg nsa mb1H aHeBHO U 250 mg nBa ITbTH AHEBHO NPH
AC-052-352.

BosenTaH e 106aBeH KbM TEKYLLATa TEpalHA Ha MALUEHTHTE, KOATO OM MOra aa BKIIOYBa
KOMOMHALIHA OT aHTHKOAryJIaHTH, Ba30QIATATOPH (HANMPHUMEP, OJIOKEpH Ha KANLIMEBHTE KAHAMH),
AWYPETHLIH, KHCIIOPOA H AUIOKCHH, HO He ¥ enonpocteHon. KoHtpomsT € mnauedo nmoc Tekymara

Tepanus.

[ThpBHuHaTa KpaHiHa TOYKa B Kpas Ha BCAKO NPOY4RaHe € NPOMAHATA B HIMMHATOTO Pa3CTOSHHE Cex
6-MHHYTHO X0I€He Ha 12-Ta ceAMHMLA NPH NBPBOTO MPOYUBAHE H HA 16-Ta CEOMHLIA TPH BTOPOTO
npoyuBaHe. H npu nsere npoyuBaHui, ne4eHHeTo ¢ 603¢HTaH BOJH AO 3HAYHTEIHO NMOBHILIABAHE HA
¢u3nyeckna xanauureT. [LnaueGo-kOopHrupaHoTO yBE/IHUABAHE HA H3IMHHATOTO PA3CTOAHHE B
CpaBHEHME C HAYANOTO € CHOTBETHO 76 MeTpa (p = 0,02; t-recT) H 44 MeTpa (p = 0,0002; Mann-
Whitney U TecT) kaTo mbpBHYHA KpaiiHa TOUKA B Kpas Ha BCAKO npoyusaHe. Painukure
rpynH, 125 mg asa nbTy Ha AeH U 250 mg ABa MBTH HA ACH, HE CA CTATHCTHYECKH 3
TEHICHUMA KbM NoaoOpaBaHe Ha (PU3HUECKHA KANALMTET B IpynaTa, npyemaina
JHEBHO.

15



[TonobpeHHeTo B H3MHUHATOTO PA3CTOAHUE CE YCTAHOBABA ¢/eA 4 CEAMUIUM NeUeHHUE, CTABA CHBCEM
ABHO clel 8 CeIMULIM JIeUEHHE U ce NMoAIBbpAKa A0 28-Ta ceaMHUAa NPH ABOHHO-CNAINOTO JIEYEHHE B
¢AHa NOArpymna ot NOMynalMaTa Ha NaLlMEHTHTE.

B peTpocnekTHBEH aHANH3 Ha PECNOHACHTHTE, Bb3 OCHOBA Ha MPOMEHHTE B HIMHHATOTO Pa3CTOSHHE,
¢ynkunoHanHug knac no C30 n aucnHedTa npu 95 naumeHTa, paHAOMU3IMpaHHU Ha O6o3zeHTaH 125 mg
ABa TLTH AHEBHO B Mnauebo KOHTPORHPAHHTE NPOYUBAHKA, € YCTAHOBEHO, Ye Ha 8-Ta ceaMuLa 66
NauydeHTH ca uManu nonobpenne, 22 ca 6wy crabunusupann H 7 ca ce nowniy. Or 22-ta
nalMeHTH, ctabunniaupany Ha 8-ta cenMuia, 6 ca Manu nogobpenue Ha 12/16-ta ceamuua u 4 ca ce
BNOILWIM, B cpaBHEHMe ¢ HayanoTo. Ot 7 nauueHTH, KOMTO ca OWIM BIOLIEHH Ha 8-Ta ceamuLia, 3 ca
ce noaoObpunu Ba 12/16-Ta ceqMuua U 4 ca ce BNOLIWIH, B CPABHEHHE C HAYAJIOTO.

CaMo B MLPBOTO MpOYUBaHe € NpaBeHa OLleHKa HAa HHBASHBHHTE XeMOJHHAMHYHH NapaMeTpH.
JleyeHHeTo ¢ GO3EHTaH € AOBEO 10 3HAYHTENTHO YBENHYABaHe HA ChPACYHHA HHIEKC, CBbP3aHO ChC
IHAYMTENTHO HaMaIABaHe Ha HenoapobHoTo aprepHanHo HanaraHe, 6enoapobHOTO CLAOBO
CBINIPOTHBIICHHE H CPEAHOTO HANIAMAHE B AACHOTO NPEAChPAHE.

[1pu neuenuero c 603eHTaH € HabnmoaaBaHa peAyKUHs B CHMITTOMATUKATa Ha benoapobHara
apTrepyanHa XuneproHus. UicneaBaHeTo Ha AUCNTHEATA MO BPEME HA TECTOBETE C XOACHE NOKA3BA
ionodpenme npu npuemaliyre 603¢eHTaH NauMeHTH. B HauanoTo Ha npoyuBane AC-052-352, 92% ot
213 nauneHTH ca ¢ pyHkuHoHaneH knac 111, copen knacugpuxkaunara Ha C30 n 8% cac
dbyHkuuonaneH knac V. Jleyennero ¢ 6o3eHTad Boau no nogodpapaHe Ha PYHKLIMOHAHHA KJIAC Mo
C30 npu 42,4% ot nauuentuTe (nauebo 30,4%). Kato usno, npoMeHHTe BbB PYHKIMOHANHHS KIac
no C30 no BpeMe Ha ABeTe NPOYUBAHHA Ca 3HAYMTEHO NO-J00pH NpH npuemaluTe 603eHTaH
NatHEHTH, B CpaBHEHHE ¢ NpHeMallHTe ranebo nauneHTH. JledyeHneTo ¢ 603eHTaH ce CBBP3BA CbC
3HAYMTETHO HAMAJIABAHE CTENEHTa HA KIIHHWYHOTO BNIOWIABAHE, B CpaBHEHUE ¢ rnauebo, Ha 28-Ta
ceaMmuua (10,7% cpewy 37,1%, cvorBetHo; p = 0,0015).

[1pn paHAOMH3UPAHO, ABOHHO-CSNO, MHOTOLEHTPORO, Mnauebo KoHTponupaHo npoyusane (AC-052-
364 [EARLY]), 185 naunentu ¢ BAX ¢yHxkunonanen knac 1l no C30 (cpegno 435 MeTpa, H3MHHATH
3a 6 MHHYTH Ha W3XOAHO HHBO) ca noayuunu 603eHraH 62,5 mg ABa MbTH AHEBHO B NPOABKEHHE HA
4 ceaMHLM, ClIE] KOETO ca NpeMHHANM Ha 125 mg asa meTH AHEBHO (n = 93) unu naauedo (n =92) B
NpoAb/DKEHHE Ha 6 Mecella. BkmoueHHTe naumeHTH ¢ SenogpodbHa aprepHanHa XMNEPTOHHA ¢a Ounu
HelleKyBaHH (n = 156) win ca 6MaM Ha NOCTOAHHA 1033 cwiaeHadun (n = 29). [1bpBHYHHTE CLCTABHH
KpaliHH TOUKH Ca NMPOLEHTHUTE NMPOMEHH OT HIXOJHO HHBO Ha BenoapobHOTO CHAOBO CHNPOTHBJICHHE
(BCC) n npomaHaTa CIPAMO H3XOAHOTO HHBO HA H3MHHATO pa3cTOAHHE 3a 6 MUHYTH Ha WECTHA
Mecell, cpaBHeHHM ¢ uianebo. Tabanuara no-A40ay WIIOCTpHpa @HANIW3A Ha MPEABAPHTEIHO
onpeaeSIeHUA NMPOTOKO.

BCC (dyn.sec/cmS) HCTAHIHS, HIMHHATA Nema 3a 6
Mnauebo (n=88) [Bosenran (n=80) [nauebo (n=91) [BosexTau (n=86)
ba3ia (BL); cpeano (SD) 802 (365) 51 (535) k3l (92) 443 (83)
[TpomaHa cripamo Oasata BL; |128 (465) 169 (475) -8 (79) 11 (74)
Pe3yATaT OT JICUCHHETO —22.6% 19
95% CL —34, -10 -4, 42
P-crolinocT < (0.0001 0.0758

HI" — noseputenHa rpaknua: bCC= benoapobno cbaoso cuipoTurnenue ; SD = craHaapTHO
OTKJIOHEHHE

JleueHunero ¢ 603eHTaH ce CBbpP3Ba C HAMANIEHHE HA YECTOTAaTa Ha KITHHHYHO BIOLLIaBaHe
KaTo NpOrpecHs Ha CHMNTOMMTE, XOCNUTANK3auua nopaad BAX U cMbpT B cpaBHeH
(nponopuHOHaNHoO HamMaaeHue Ha pucka 77%, 95% nosepurenen wutepsan ([A] 2
0,0114). EQexTsbT OT NE4EHHETO € NpOCiIeneH Ype3 NnoaodpeHre B KOMIIOHEHTHTE
cuMirromuTe. Habnionasanu ca €aHa XOCIMTaNH3aLMA, b/DKallla ¢ Ha BloIaBa
rpynara, n1eKybaHa ¢ 603eHTaH, B TPH XOCITUTAIN3aUMH B rpynarta Ha iauebo. [1

16




neuenue ¢ HabmonasaH eqMH cayyali Ha CMBPT NMpe3 LECTTE Mecella Ha ABOWHO-CNIENNS NepHOA Ha
NPOYYBAHETO, MOPAAH KOSTO HE MOXE A CE HallpaBH 3RKTIOYCHHE 38 [TPEKHBACMOCTTA.

JlaHHH 3a NPOIB/KHTENIEH NEPHOA OT BpeMe ca cbbpaHn oT BcHukuTe 173 nauueHTH, KOUTO ca
nekyBaHH ¢ 003eHTaH B KOHTpOAHpaHaTa ¢a3a W/Hnu ca npeMHHanu ot inauebo Ha 6o3eHTaH no
BpeMe Ha OTBOPEHOTO NpoawbkeHHe Ha npoyuyBaHeTo EARLY. CpeaHata npoaALDKHTEIHOCT Ha
EKCMO3HLMA Ha NeueHHe ¢ 603eHTaH e Owna 3,6 + 1,8 ronunu (no 6,1 roamunn), karo 73% ot
MALMEHTUTE Ca JeKyBaHn Hafi-Manko 3 roauHu u 62% - Hai-Manko 4 roguHu. [lauuedTure 6uxa
MOTJTH J1a NOMY4aT AOMWIHHTEIHO JIe4eHHe 3a BAX, KaKTO € H3UCKBA B OTBOPEHOTO NMPOALIKEHHE
Ha nNpoy4BaneTo. [To-roaamara 4acT OT NAUHEHTHTE Ca AMArHOCTHLIMPAHH ¢ WANONATHYHA WM
HacneacTseHa BAX (61%). Karo uano, 78% or naumMeHTHTE Ca NPOILIDKHAH ¢ PyHKIHORaneH khac 1l
cnopen knacHpukaumusTa Ha C30. OueHkure Ha Kaplan-Meier 3a nipexuBiaeMocT ca ¢boTBeTHO 90% M
85% Ha 3TaTa ¥ 4TaTa roaHHa oT 3arnovBaHe Ha JieuerueTo. B chiuuTe BpeMeBu ToukH, 88% n 79% or
MALMEHTHTE NPOARLKHAN Oe3 BnowapaHe Ha BA X (onpeaeneHo KaTo CMBPT,NO BCAKAKBA NMPUYHHA,
TPaHCIUIRHTALMA Ha 6an apob, aTpHanHa CENTOCTOMHA HJIH 3aN0YBAHE HA HHTPABEHO3HO HITH
MOAKOXKHO MPOCTAHOWIHO JIevyeHHEe). CPaBHHUTEIHHMA NMPHHOC HA NMPEAXOXKAAWOTO JAeyeHHue ¢ iauedo
B Ha ABOAHO-cnanara (asa ¥ Ha ApYrH IeKapCTBa, 3aMO4YHaTH MO BpeMe Ha ¢alaTa Ha OTBOPEHO
NPOABDKECHHUE Ha ITPOYUBAHETO HE € U3BECTEH.

B npocnexTHBHO, MyNTHUCHTPOBO, PAHIOMH3INPAHO, RBOMHO-CNAMO, NMnauedO KOHTPONHPAHO
npoy4BaHe (AC-052-405 [BREATHE-5]) naunenture ¢ BAX, dpyHkunonanen kiac 111 no C30 n
du3nonorns Ha AlzeHMeHrep, CBbP3aHa ¢ BpOAEeHO chpaeuHo 3abonsisaHe, ca noyuasany 603eHTaH
62,5 mg aBa ITHTH AHEBHO 38 4 CeAMHLM, cnen koeTo 125 mg ABa NbTH AHEBHO 3a owle 12 ceaMuuH (n
= 37, oT KOUTO 31 ca HMAJIH NPEAHMHO AECEHO KM NABO ABYNOCOYEH IWBHT). OCHOBHATA LiEN € Ja ce
nokaxe, ye 0o3eHTaH He BiowIaBa XunokcemusTa. Cnea 16 ceamMuuy, B rpynara Ha 603eHTan
CpelHAaTa KHCIOpoAHa catypauus ce nosuwmasa ¢ 1,0% (95% CI - 0,7%- 2,8%), B cpaBHeHHE C
rpynarta Ha miauebo (n = 17), koeTo nokassa, ye 603eHTaH He BNOoLIABA XHNoKceMHuaTa. CpeHOTO
benoapobHO CHAOBO CHIPOTHRIEHHE € HAMAICHO 3HAYHTENHO B rpynara Ha 603eHTaH (Kato
npeobnanapalinaT edext e HaboaasaH B cybrpynara OT nauMeHTH ¢ ABOAHO HACOUYBall|
MHTpaKapAuaneH WHHT). Cnexn 16 ceaMHLM, cpeAHOTO nnauebo-KOpHripaHo NOBHILABAHE Ha
M3MHHATOTO Pa3CTOAHKE ¢ XoaeHe 3a 6 muHyTH € 53 metpa (p = 0,0079), koeTo nokassa noaocOpsABaHe
Ha KAMALIMTETA 33 YNpaKHeHUs. JBaJeceT U 1eCT NalKEHTH ¢ NPOALDKKIH Aa nomy4aBat 603eHTaH
no BpeMe Ha 24-ceaMuuHaTa ¢aza Ha OTBOpeHO npoabkeHHe (AC-052-409) Ha npoyuBaHeTo
BREATHE-S (cpeana npoamwDKUTENIHOCT HA NeYeHHETO = 24,4 + 2,0 ceaAMHLIM) W KaTO Lo
edukacHocTTa € OWIa noaaAbLpKaHA.

OrBopeno, HecpasuuTeNnHO npoyuBaHe (AC-052-362 [BREATHE-4]) e npoeeaeHo npu 16 nauneHTH
cbAX, dynkunonanen knac 111 mo C30, cebp3ana ¢ HIV undexkuns. [launenture ca nony4yasanu
fo3eHTaH 62,5 mg ABa MbTH AHEBHO 3a 4 CEeAMHLIM, cael KoeTo 125 mg asa NbTH AHEBHO oue |2
cenMuui. Cnea 16-ceAMHUUYHO NIedeHHE € OTYETEHO 3HAYMTENiHO NoAoOpeHHe B Kanau{reTa 3a
YNPaXXHEHH, B CPABHEHHE ¢ HAYAJTHUTE CTOHHOCTU: CPETHOTO NOBHLIABAHE MPH 6-MUHYTHHS TECT C
xoneHe € 91,4 merpa, B cpaBHeHne ¢ 332,6 MeTpa cpeaHH HavanH# ctoiHocTH (p < 0,001). He Morat
na 6upar HanpaBeHH ChILECTBEHH M3BOJH OTHOCHO edeKTHTE Ha HO3eHTaH BLpXY €(DEeKTHBHOCTTA Ha
aHTHPETPOBHPYCHATA TEpanus (Bx. Touka 4.4).
Hama npoyusaHus, KOMTO Aa A0KA3BAT O1aronpuATHUTE ePEKTH BHPXY MPEKUBAEMOCTTA NPH
neveHue ¢ UneprazuH. HO ALJAroCpOYHHAT BHTAIEH CTATYC € AOKYMEHTHPAH MPH BCHUYKHTE 235
MalMEeHTH, JIEKYBaHH ¢ 603€HTaH NpH ABeTe OCHOBHM IU1aLeb0 KoHTponUupauu npoyusanus (AC-052-
351 n AC-052-352) W/nnu TeXHHTE IBE HEKOHTPONHPAHH, OTBOPEHH Npoab/DKeHUA, CpeaHara
MPOABLDKHTENHOCT HA eKCNno3unyATa Ha 6o3enTtal ¢ 1,9 roauud = 0,7 roausu (MuH.: 0,1 roauHa;
Maxc.: 3,3 roaMHH) 1 nauMeHTUTe ca Habmopaasany cpeano 2,0 + 0,6 roanHH. bOMIHHCTBOTO.O]
NailMeHTHTEe ca JHArHOCTHLUMPaHH ¢ mMbpBUuHA 6enoapobra xunepTonus (72%) u c Il /"T\-‘--.
Z AP
xnac no C30 (84%). B tazn obwma nonynaums, OUCHKUTE HA NPEKHBAEMOCTTA (10 SpDn a1y,
93% u 84%, cLoTBETHO | M 2 FOAHHHM C/IEL 3aNOUuBaHe Ha JieHeHHeTOo ¢ 6o3eHTaH. [ *i’ R
peXXHBAEMOCTTA CA NO-HKUCKH B NOArpynaTa oT nauueHTH ¢ BAX, BTOpHYHa Ha e =

Y Ilr‘-:l
OI.ICHKHTE MOKC [a ca NOB/IHAHH OT 3alOYBAaHETO Ha JICHEHHE C CNONPOCTEHON !
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Ilpoyusanur, npoeedenu npu deya ¢ bAX

BREATHE-3 (AC-052-356)

OunmupaHuTe TabneTkn 603¢HTAH Ca OLEHABAHH B OTBOPEHO, HEKOHTPOJHPAHO NPOYYBAHE NPH 19
neauaTpuyHy nauueHTH ¢ BAX Ha Bb3pact oT 3 10 15 roaudH. Toea npoyyBaHe € Cb3AaJEHO
NPCAUMHO KAaTO (papMaKOKMHETHUHO NMpoyuBaHe (BxkK. ToMKa 5.2). [auuneHTHre ca HManK MepPBHYHA
SenoapobHa xunepronua (10 nauneHTa) i BAX, casp2aHa ¢ BpoaeHO cbpaeuHo 3abonsasane (9
naluneHTH) U PpyHKkuKHoHaneH knac I, cnopea knacudukaumsta va C30 (n = 15, 79%) unu knac Il (n
=4, 21%) Ha ¥3xoaHoTO HHBO. [TauMeHTHTE ca pa3acicHH Ha TPH IPYIH, 8 3aBUCUMOCT OT TEJICCHOTO
TETNO, H UM € nipunaraH 603eHTaH npubnuanrenHo 2 mg/kg ABa MbTH AHEBHO, B MPOABILDKEHUE Ha 12
cenMuuUH. [TonoBHHaTa OT NALHEHTHTE OT BCAKa rpyna Beye ca OWiH JleKyBaHK HHTPaBEHO3HO ¢
enonpoCTEeHO, KATO J03aTa HA EMONPOCTEHONA HE € NPOMEHAHA 110 BPEME Ha NPOYYBAHETO.
XeMoanHAMHUKATA € HaceaBaHa npu | 7 nauneHTa. CpeaAHOTO NMOBHIIaBAHE HA ChPAEYHHS HHIAEKC OT
HAYAIOTO Ha npoyusaneTo ¢ 0,5 /'min./m?, HaManaBaHeTo Ha cpeaHoTo GenoapobHO apTepHaTHO
HanaraHe e cpeado 8 mmHg, a Hamanssanero Ha BCC e cpeano 389 dyn-sec'sm™. Tesu nopoGpenns
Ha XeMOJHHAMHKATa OT HAYaJ0TO Ha NPOYYBAHETO Ca CXOAHH CBC HIH 6e3 eAHOBPEMEHHOTO
npuiaraHe Ha enonpocTeHo. [IpoMenuTe B napamMeTpuTe Ha TECTA ¢ HATOBApBaHE Ha 12-Ta ceaMHLA
OT HAYANOTO Ha MPOYYBAHETO C4 MHOTO HECHIYPHH H HE Ca 3HAYHMM.

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

FUTURE 1 e oTBOpeHO, HEKOHTPOIMPAHO NPOYYBaHE, MPOBEACHO ¢ pa3TBOPHMH TabneTkyu 603eHTaH,
NPWIOKEHH ¢ NoAabpsKaila no3a 4 mg/kg nsa msTH AHEBHO Ha 36 MaLHEeHTH Ha BB3pacT oT 2 10 11
roauHy. Toea npoy4BaHe e Ch34aJeHO NPeAMMHO KaTo PapMaKOKHHETHYHO NPOYy4YBaHe (BX. TOUKA
5.2). Ha n3X0oRHOTO HHBO, NaLlHeHTHTE ca UManu uauonaTuyHa (31 naunerT [86%]) mwnu dpamunHa (5
nauseHTH [14%]) BAX v ¢dyakumMoHaneH knac I, cnopen knacudpukauuara Ha C30 (n = 23, 64%)
wnn kac I (n = 13, 36%). ITpu npoyusarero FUTURE 1, Meananata Ha eKCcnio3uuuns Ha
npoy4BaHoTO JieueHHe € 6una 13,1 ceamuum (auanazos: 8,4 go 21,1). 33 ot Te3u nauMeHTH ca
NOMYYWIH NPOIBDKHTENHO JICYEHHE ¢ AUcnieprupaluy ce Tabnerku 6o3eHTaH ¢ no3a 4 mg/kg npa
nbTH AHeBHO 1o BpeMe Ha FUTURE 2 nexonTponupana ¢asa Ha NpoaLDKEHME ¢ MEAHAHA Ha
NPOABDKHTENHOCT Ha WAJIOCTHOTO JeueHHe 2,3 roauuu (ananasod: 0,2 no 5,0 ronunu). Ha
maxoanoto HUBO fipn FUTURE 1, 9 nauxenTy ca npuemany enonpocTeHon. 9 nauMeHTH ca
3aMoYHasH 3a NpbB MbT bAX-cneundpr4HO NeyeHue Mo BpeMe Ha npoyusanero. Ouenkarta rno Kaplan-
Meier 3a BnowasaHe Ha bAX 6e3 cxOuTHA (CMBPT, TpaHcLIanTauma Ha 61 apob win
XOCITHTANH3auMs 3a paowasaHe Ha BAX) caen 2 roauau e 78,9%. LlanocTHaTa oLieHKa 3a ofilia
npexuBseMocT no Kaplan-Meier Ha 2 roaunu ¢ 91,2%.

FUTURE 3 (AC-052-373)
[1pH TOBa OTBOPEHO, PAHAOMH3HPAHO MPOYyUYBaHe ¢ Aucneprupaim ce Tabnerky 6o3zeHran 32 mg, 64
neua ¢be crabnHa BAX Ha Bb3pacT oT 3 Meceua 10 11 roanns ca Ounn paHaOMHU3HUpaLu Ha 24
ceaMHLUH nedeHHe ¢ 6o3eHTran 2 mg/kg ABa mbTH AHEBHO (n = 33) wiH 2 mg/kg TpH TbTH AHEBHO (n =
31). 43 (67,2%) ca 6unu Ha pb3pacT OT > 2 0o 11 roaunH, 15 (23,4%) ca 6unm Mexay 1 ¥ 2 rogusu, U
6 (9,4%) ca 6mnm Mexay 3 meceua H | roauHa. [1poy4yBaHeTo € Ch3aaACHO NPEAHMHO KaTo
dbapMakOKHHETUUHO NpoyuBaHe (BX. TOUMKA 5.2). H KpaHHHTE TOMKH Ha e(PHKACHOCT ca CaMo
ekcruiopatopHd. ETHonorusata Ha BAX, cnopea knacudpukaumsra Dana Point, BKIIOYBA MAMONATHYHA
BAX (46%), Hacnencteena bAX (3%), BAX cnea KopexTHBHA chpaeyHa HHTepBeHUHA (38%) ¢
BAXnpu BponeHo chpackHO 3ab0/BaHe CRbP3aHA ChC CUCTEMHO-TTYIMOHANIHH LTLHTOBE,
BKTIOYHTEJIHO cHHApOoMa Ha Eisenmenger (13%). [lauvenTtuTe ca ¢ pyHkuUMOHaNeH knac |, cnopen
kiacudukaumaTa Ha C30 (n = 19, 29 %), knac Il (n =27, 42%) wnu knac 111 (n = 18, 28%)
3aMO4YBaHe Ha MpoyuBaHaTa Tepanud. I1py 23anousaHe Ha NPOYYBAHETO, MALMEHTHTE Ca JER
nexapcTsa 3a BAX (Hali-uecto caMo ¢ HHXHOUTOP Ha docdoarecTepasa THN 5 [c
camo ¢ 603erTaH [10,9%)] 4 ¢ koMOHHaLMA OT HO3eHTaH, HIONPOCT H cUiAeHa(Hn f
NaUMEHTHTE) K Ca MTPOTBDKHIH TepandaTa ¢u 3a bAX no BpeMe Ha NPOYUYBAHETO.
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[Tpu 3anouBaHe Ha MpOYYBaHETO, 0-MAJIKO OT MOJIOBUHATA y4acTBaLlH MauMHeHTH (45,3% = [29/64])
ca npueMany camo Ho3eHTaHd 6e3 aa e komOUHHpaH ¢ apyro nekapeTeo 3a bAX. 40,6% (26/64) ca
OCTaHaIK Ha MOHOTepanus ¢ 603eHTaH Mo BpeMe Ha 24-Te CeaMHLIM Ha NPOYYBAHOTO JicyeHue He3 na
nojiyyat snouianave Ha bAX. AHanH3wT BKIIOUYBALL LAaTa nomyaaumd (64 nauMeHTH) NOKa3pa, ye
No-roISMATa YacT Ca OCTaHANM NoHe cTablIHK (T.¢., 6e3 BnollaBaHe) Bb3 OCHOBA HA HEMNEIHATPHYNHO
crieundUyHa OUeHKA Ha PYHKLUMOHANEH Knac, cniopea kiacudukauuaTa Ha C30 (97% apa mbTH
aHesHO, 100% TpH mbTH AHEBHO) W o61naTa KNIHHAYHA OLleHKA HAa nekapuTe (94% aBa MbTH JHEBHO,
93% TpH ITETU AHEBHO) NO BpeMe Ha nepHoaa Ha nedeHHe. OueHkara no Kaplan-Meier 3a Briouzarane
Ha BAX 6e3 HexenaHd cbOUTHA (CMBPT, TpaHCIUIAHTALMA Ha S Spod MIH XOCNHTATH3ALKA 3apaH
BiowasaHe Ha bAX) cnena 24 ceaMuuy e cLOTBETHO 96,9% 1 96.7% B rpynuTe ABA ITETH OHEBHO H
TPH ITbTH AHEBHO.

HaMa xaHHu 3a KTMHHYHA MOA3a NpH npuiharaHde Ha 2 mg/kg Tpy MbTH AHEBHO B cpaBHeHHeE ¢ 2 mg/kg
ABa ITbTH JAHEBHO.

IIpoyueane, npogedeno npu HOBOPOOEHU ¢ nepcucmupawya benroopobra xunepmonus Ha
nosopooenomo (I11IXH):

FUTURE 4 (AC-052-391)

Toea e aBofiHOCRANO, NNALEO0-KOHTPOIHPAHO, PAHAOMH3UPAHO NPOYUYBAHE MPH JIOHOCEHH H
HEAOHOCEHH HOBOPOJeHH (recTallMOHHa BB3pacT 36-42 ceamuun) ¢ [TIIXH. ITaumenTHTe CBC
cybonTumaneH OTTroBop Ha HHXanaTopeH a3oteH okcua (INO), sbnpeku Hadi-Manko 4 vaca
NPOABDKHTENHO JICUEHUE, Ca IEKYBaHU C JUCNeprupailH ce Tabnerku 6o3eHran 2 mg/kg ABa MLTH
nHeBHO (N = 13) win nnauedo (N = 8) nocpeacTEOM HA30racTpaiHa COHAA, KaTo AOIMKIHHTE/IHA
TepanHa KbM iNQO 10 MIHOTO npeycraHoBaBaHe HA INO WM 10 Heycnex Ha JeueHHETO (OnpeaeseHo
KaTo HeOOXOAMMOCT OT eKcTpakopnopaiHa MemBpanHa okcureHaumns [EKMO] unu 3anousaHe Ha
aNTepPHATHBEH ITYJIMOHANEH Ba3OJAWIATATOP) M 3a He roBeye OT 14 aHHu.

Menuanata Ha €KCMO3MLMA HA NPOYYBAHOTO edeHHe € 4,5 aHH (auana3oH: 0,5—-10,0) B rpynara ¢
603enTaH M 4,0 AH4 (AMana3oH: 2,5—6,5) B rpynara ¢ ruiauebo.

PezynraTHTe He NOKAa3paT AOMBJIHUTEHA NoA3a oT 0O3eHTaH NPH Ta3H NOMyJaLMA:

. MenunanaTa Ha BpeMe 0 MWIHOTO ApeycraHoBaBaHe Ha INO e 3,7 nun (95% noBepHTENHH
rpanuuH [CLs] 1,17; 6,95) ¢ 603enTan u 2,9 anu (95% CLs 1,26; 4,23) ¢ mauebo (p = 0,34).

. CpeaHoTo BpeMe A0 IMLJIHOTO NPEyCTAHOBABAHE HA MeXaHH4YHATa BeHTHnauus € 10,8 nuu (95%
CLs 3,21; 12,21 aum) ¢ 6o3eHTaH 1 8,6 anun (95% CLs 3,71; 9,66 nHn) ¢ nnauebo (p = 0,24).

. EavH nauneHT B rpynaTa ¢ 603eHTaH e uMan HeycneuHo neyeHre (Hy>xna ot EKMO,
ONMPEACACHO 11O NPOTOKON), KOETO € 00aBeHO Ha 6a3aTa Ha NOBHILIABALIMTE C€ CTOHHOCTH Ha HHAEKCA
Ha OKCHreHalMs B paMKHTe Ha 8 yaca cnea mbpBaTa A03a OT NPOY4YBAHOTO JIEKAPCTBO. TO3U MaLMEHT
ce e Bh3CTAHOBWI B paMKHTE Ha 60-aHeBHHA NepHOA Ha NpOCeaiBaHE.

Kombunayus ¢ enonpocmenon

KomOuHauuaTa Ha 603eHTaH ¥ €NonpoOCTEHON € U3c/ieABaHa 8 aBe npoy4saHua: AC-052-355
(BREATHE-2) n AC-052-356 (BREATHE-3). AC-052-355 ¢ MynTHLEHTPOBO, PAHAOMH3HPAHO,
IBOHHO-CNANO, NapaleNHO MPYNOBO NMpoy4yBaHe Ha 603¢HTaH cpeuy ruauedo npu 33 nauxeHT™ ¢
Texka BAX, KOWTO ca nomyyasan ChITBTCTBALLA Tepanus ¢ enonpoctedon. AC-052-356 e orBopeHo,
HEKOHTPOJIHpaHO npoyusane; 10 o1 19-T¢ neadaTpHyYHU NalKeHTa ca OWIH Ha CBITLTCTRALLA Tepalus
¢ 603eHTaR K enoNpoCcTeEHON MO BpeMe Ha 12-ceamMu4HOTO Npoy4uBane. [IpodwrsT Ha 6e30nacHOCT 3a
KOMOMHALMATE He Ce € pa3fIM4aBaj OT O4aKBaHHA Npodun 3a BCEKH €AMH OT KOMNOHEHTHTE U
KOMOHHHpAHATa TEpanuA € noHacsHa Aobpe OT Aeuata H OT Bb3pacTHHTe. KIMHHYHATA nonsa ot
KOMOMHaLMATA HE € A0KA3aHA.

Cucmemra cxieposa ¢ ouzsumanna s3eena borecm
[IpoBeneHH ca ABe paHAOMH3WPAHH, ABOHHO CIIENH, MYJITHUEHTPOBH, 1aueH0 KOHTPOIHWPaHs— .
npoyuBaHus Bbpxy 122 aywn (npoyuysane AC-052-401 [RAPIDS-1]) v eupxy 190 ny Am >
AC-052-331 [RAPIDS-2]) B akTHBHa BB3pacT, CTpaaalll¥ OT CHCTEMHA CKIEpO3a U 4
fonect (MK B XORa Ha AUIHTATHA A3BEeHa OonecT, WIH C AHAMHE3a 38 IMrMTANHA A
npeaxoaHaTa roadHa). B npoyusadero AC-052-331, nauventure e Tpabpano na
¢/lHa HOBOMOABWIIA Ce JMIHTANHA 1384, a cpel ABeTe npoyyBaHus obuto 85% or né
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AWrHTANHA f3BeHa 6onect € 6Wia B Xxoa KbM H3XOAHHA MOMEHT. Cnea npwiaraie Ha 603eHTaH no 62,5
mg ABa ITbTH JHEBHO B NPOOBDKCHHE Ha 4 CCOMHLIM, NOATbLPKALIATA 1034, H3C/IEABAHA B PAMKHTE H
Ha ABeTe npoyuBaHus € Owna no 125 mg ABa meTH AHEBHO. [IpoabIXKUTENHOCTTA HA ABOHHO-CIIANOTO
neyexne e Ouna 16 ceaMuun npu npoy4ypanero AC-052-401 u 24 ceamuuu npu npoyusaHeTo AC-
052-331.

DOHOBOTO JieueHHe Ha CHCTEMHATA CKNEPO3a H Ha AUTHTATHUTE 93BH ca OWIH pa3pelleHH, aKo ca
OWIH NOCTOSHHYU B NPOALDKEHHE HA MHHUMYM | Mecell npey 3anoyBaHe Ha IEHEHHETO H Mpe3 LeNTHS
CPOK Ha ABOMHO-C/IENMHTE NPOYUBaAHHA.

BpoAaT Ha HOBUMTE AMTHTANHH A3BH OT H3XOAHHA MOMEHT Ha MPOYYBAHETO [0 Kpas MY € NPHET 3a
OCHOBEH KPHTEPHH U NpH ABETE NPOY4BaHHA. JleueHHETO ¢ HO3EHTaH € JoBeNo 1O No-Manko Ha Opoi
HOBOTIOABWJIH C€ JHTHTAIHH R3BH Npe3 NEPHOAA Ha MPHIIAraHe Ha NEUEHHETO B CpaBHEHHeE ¢ rutauebo
rpynata. B npoyusanero AC-052-401, B cpoka Ha 16-ce AMHUHOTO ABOWHO-CIIANO JICUCHHE,
NAUHEHTHTE B Ipynara, jeKysaHa ¢ 603eHTaH, ca pa3sBWIH CpeAHO 1,4 HOBONOABWIH CE€ AUTMTAITHH
A3BH, CIPAMO 2,7 HOBONIOABIIIH Ce JUIHTAIHH 93BH B U1auebo rpynara (p = 0,0042). B npoyusanero
AC-052-331, B cpoka Ha 24-CeAMUUHOTO ABOHHO-CNAMNO JeYEeHHE, CbOTBETHUTE CTOMHOCTH ca 1,9
CAIPAMO 2,7 HOBONORBWIH Ce AHTHTANHH A3BH, (p = 0,0351). H B ABETE NpOYUBaHKS NTPH NALIMEHTHTE
NIEKYBaHH ¢ HO3eHTaH € HMaNo NMO-Manka BEPOATHOCT Aa ce NOABAT MHOXXECTBEHH HOBONOSBWIH Ce
AWTHTAIHH S3BHM B NEPHOAA HA NPOYYBAHUATA, KATO BPEMETO, KoeTo ¢ O1no Heobxoaumo 3a
Bb3HHKBAHE HA BCAKA CJIC/1BAlLA HOBOMOABWIA CE AUTHTA/IHA A3Ba [IPH TAKHBA NaLHEHTH € 6Wno no-
ABAro, B CpaBHEHHE C BPEMETO U3HCKBALLO ce NpHU neKypaHuTe ¢ mnauebo. EdexTsT Ha 603eHTaH 3a
HaMaJigBaHe Ha Opos Ha HOBOMOABWIMTE C€ JHMHTATHH A38H € OUN NO-CHIHO NMPOABEH MPH NALUHEHTH
C MHOXECTBCHH JUIHTATHH A3BH.

[Tpx HHTO eaHO OT ABeTe npoyuBaHus He e HabmoaaraH edekT Ha 603eHTaH BbLPXY BPEMETO 3a
3a3ApaBABaHe Ha JWUTUTAIIHKTE A3BH.

5.2 ®apMaKOKHHCTRYHE cBOHCTBA

PapmakokHHeTHKaTa Ha 603eHTaH € JOKYMEHTHpaHa IIIaBHO NPH 34paByd HHAWBHAN. OrpaHHYECHHTE
NAHHH NPH NMalMEHTHTE MOKA3BAaT, Y€ eKCNno3uLHATa Ha 603eHTaH Npy Bb3pacTHH nauHeHT ¢ bAX e
NPROJHIUTENHO 2 MLTH NO-TONSMO, OTKONKOTO MPH 3ApaBH BbL3PACTHR HHAUBHAM.

[Tpu 3apaBu UHAUBHAK, PpapMaKOKHHETHKATA HA OO3EHTAH € H030- U BpeMe3aBHCHMa. KNHpBHCET K
o6eMbT Ha pasnpeae/iCHHE HAMAIABAT C MOBHIIIABAHE HA HHTPABEHO3HHTE /1034 Y HAPacTBaT ¢
BpemeTo. Cnea nepopajHo NPUIOKEHHE, CHCTEMHATA EKCITO3HLIHA € NPONOPLHOHANIHA Ha fi03aTa A0
500 mg. [Tpn no-BHcokH opanHu Ao3u, Cmax u AUC ce noBuilaBat no-cnabo, a He NPONOPLHOHAIHO
Ha IO34TA.

Abcopbuns
[Tpu 3apasu HHAMBHAK, abcomoTHaTa SHoHaNHYHOCT Ha 6o3eHTaH e npubausuTesHo 50% u He ce

NOBNHABA OT XpaHaTa. MakCUMANHHTE I1a3MEeHH KOHLIEHTPALlMK c€ AOCTHraT 3a 3-5 4yaca.

PaznpeaeneHue
bo3enraH ce cBbp3Ba B rostAMa creneH (> 98%) ¢ rasMeHHTe NPOTEHHHU, IIABHO C a0yMHHa.

bo3eHTaH He NPOHUKBA B EPHUTPOLIUTHTE.

Crnen uHTpaBeHO3Ha 103a OT 250 mg ¢ ycraHoBeH 06eM Ha pasnpeneneHue (Vss) ot okono 18 nurpa.

-

buotpatcdopMm W €IHMMHE
Cnen eAMHH4YHa HHTPaBeHO3Ha 1034 oT 250 mg, ocroboxknasadero ¢ 8,2 I/h. Tepm
NONYKHBOT Ha enMMHHaLMA (t1/2) e 5,4 vaca.
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[TpH MHOTOKPaTHO A03HpaHe, NNa3MEHHTE KOHUEHTPALMH Ha 003¢HTaH HaMalnaBaT NOCTENEHHO 10
50-65% ot Te3u, HabnroaaBaHH NPH NMPUNAraHeTo Ha eAMHHUYHA A038. TOBa HAMAJIABAHE BEPOATHO Ce
ABJDKHM Ha ABTOHHIOYKUHS HAa MeTabonusupalure YyepHoaApoOHH eH3uMH. CTallMOHAPHH TU1a3MEHH
HHBA C€ AOCTHraT B paMKHTe Ha 3-5 OHH.

Bo3eHTaH ce eTHMHUHHIPA NOCPEACTBOM XKJTbYHA €KCKpeLHs, ciel MeTaboau3ipaHe B HEPHUA Apod OT
H30oeH3uMHTEe Ha LuToxpoM P450, CYP2C9 u CYP3A4. ITo-manko ot 3% oT npunokeHara repopaiHa
1038 C€ OTKPHBa B YPHHATa.

Bozenran oOpa3zypa Tpu MeTabonuTa, KaTo caMo €HH OT TAX € $apMaKoNOrHiyHO aKTUBEH, TO3M
MeTaboNMUT ce EKCKpeTHpa rNaBHO B HEMPOMEHEH BHA Npe3 »UrbukaTta. [IpH Bb3IpaCTHH NaLUMEHTH,
M3/1araHeTo Ha AKTUBHHA METabOUT € NO-rojiiMO, OTKOJIKOTO NPH 3ApaBd HHAUBHAM. [Tpu nauneHTH
C JaHHH 3a HAJIHYHE HA X0JIECTa3a, HITAraHeTO Ha AKTHBHHA MeTaboNHT MOXe 18 € NMOBHILEHO.

Bo3enran e HHAYKTOp HA CYP2CY9 n CYP3 A4, kaTo e BL3MOXHO fa e uHAyKkTop cbio Ha CYP2C19
Ha P-rnukonporeuHa. Hu eumpo, 603€HTaH NOTHCKA EKCIIOPTHATA 11OMNa Ha XUTHUYHHUTE COJH B

XEMATOLMTHH KYITTYPH.

JlaHHWTe un umMpOo NOKa3BaT, 4e 603eHTaH HAMA 3HAYHM HHXHOHTOpEH eeKT BEPXY HIC/ICABAHHTE
uioeHanMH Ha CYP (CYP1 A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). [lopaan ToRa HE ce O4YaKBa
§03eHTaH Aa NOBHILABA IUVIA3MEHHTE KOHLIEHTPALMH Ha JICKAPCTBEHHTE MPOXYKTH, META0ONH3NPaHH
OT TE€3H H30EH3HMH.

DapMaKOKHHETHKA MPH CAELIHANHH TOMyJIalHH

B13 ocHOBa Ha HaclieBaHMA OOXBAT HA BCAKA MPOMEHIIHBA, NMPH Bb3pacTHATA MOIMyJ1alUs He Ce
oyaksa ¢apMakOKHHETHKaTa Ha 603eHTaH na Obae NORIHAHA B 3HAYMTE/IHA CTENEH OT NOJA,
TENECHOTO TerJIO, pacaTa WM Bb3PacTTa.

Ilecuampuuna nonynayus

PapMaKOKHHETHKATA € NpOYUEHa NPH NeAHaTPHYHH NALHEHTH B 4 KNIHHHYHH NPOYYBaHHUA
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4, Bx. Touka 5.1). [lopaau orpaHH4YeHHTE JaHHK
MpyW Aeua noja 2-roAWIIHA Bb3pacT, (PapMAKOKHHETHKATA OCTAaBa HEOCTAaTLYHO XapaKTEpPH3HpaHa B
Ta3H BL3PAcTOBA KaTErOpHs.

[Tpoyueanero AC-052-356 (BREATHE-3) ouensasa ¢papMakOKHHETHKATA NIPH €1HOKPATHO H
MHOTOKPAaTHO MEPOpaltHO A03UpaHe Ha punmupaHaTa Tabnerxa 603eHTaH npH 19 reua Ha BBL3pAcT OT
3 no 15 roannn ¢ BAX (BAX), npy KOKHTO AO3KTE Ca ONpEAEISHH Bb3 OCHOBA Ha TENECHOTO TErO € 2
mg/kg asa mbTH AHEBHO. [IpH ToBa Mpoyu4BaHe, excrno3uLMaTa Ha H03eHTaH HaMANsABa ¢ BPEMETO NO
HAYMH, CbOTBETCTBAUI HA H3BECTHHTE ABTOMHAYKUHOHHH CBOiCTBA HA Do3eHTaHa. CpeaHHTe
croifnocTn Ha AUC (CV%) 3a 603eHTaR npH neaHaTpH4HKN NALHUEHTH, JIEKYBaHH ¢ 31,25, 62,5 nu
125 mg npa mMbTH AHEBHO, ca ChOTBETHO 3 496 (49), 5 428 (79), n 6 124 (27) ng-h/ml, u ca no-HKuCkH
or crofiHocTTa 8 149 (47) ng-h/ml, Habmonarana npu Bb3pacTHK nauyeHTH ¢ BAX, nonyyasamu 125
mg ABa MbTH AHeBHO. I1pH cTabunHoO Mna3sMeHo HUBO, CHCTEMHHUTE €KCINIO3HLIMM NPH NEAHATPHYHH
nauneHTy, Texawy 10-20 kg, 2040 kg n > 40 kg, ¢ cvorBeTHO 43%, 67% 1 75% oT cHcTeMHaTa
eKCMO3KULIMA NIPH BL3PACTHH.

IMpn npoyuBane AC-052-365 (FUTURE 1) npu 36 aeua ¢ BAX Ha Bb3pact oT 2 ao 11 roauuns ca
NpHAOKEeHH aucneprupatiy ce Tabnetku. He e HabmonasaHa no3oea nponopUMOHATTHOCT, ThH KaTo
wia3MeHHTe KoHuUeHTpaLi H AUC Ha 6o3eHTaH B CTALIMOHAPHO CBCTOAHHE Ca NOACOHY BpH—
nepopainy no3m o1 2 ¥ 4 mg/kg. (AUCt: 3,577 ng-h/ml n 3,371 ng-h/ml crorBeTHO A A
MbTH AHEBHO M 4 mg/kg ABa NbTH AHEBHO). CpeaHaTa eKcno3uuxa Ha 603eHTaH My T
eIMATPUHHH NALIMEHTH € OKONO MONOBHHATA OT EKCMOSHLMSTA MPK BH3PACTHH I aes
noaabpkalaTa 203a ot 125 mg aABa NbTH AHEBHO, HO NOKAa38a LIHPOKO NMPHIIOKPNE -
€KCMO3HLIHATA NPH Bb3PACTHH.
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B npoyusaneto AC-052-373 (FUTURE 3) ¢ u3non3saHe Ha ZUCIICPryupay ce Tabaerkuy,
EKCIO3MIIMATA Ha D03eHTaH NPy NaLMEHTH, JieKyBaHH ¢ 2 mg/kg ABa ITETH JHEBHO € CPaBHUMA C Ta3M
npu npoyusaHero FUTURE 1. [Ipn uanoctHaTta nomynauns (n = 31), 2 mg/kg npa ImbTH AHEBHO Ca
JA0BeNH A0 AHeBHa ekcno3uuma 8,535 ng-h/ml; AUCt e 4,268 ng-h/ml (CV: 61%). [1pn nauseHTH Ha
BBL3PACT MEKIY 3 MeceLa M 2 roaAvHM, AHeBHATa ekcnolunug e 7,879 ng-h/ml; AUCr e 3,939 ng-h/ml
(CV: 72%). TIpy nauMeHTH Ha BbL3pacT Mexay 3 meceua 4 |1 roauna (n=2), AUCzt e 5,914 ng-h/ml
(CV: 85%) 4 npn naumMeHTH Ha Bb3pacT Mexay | u 2 rogunn (n=7), AUCr e 3,507 ng-h/ml (CV:
70%). Ilpu naineHTH Hax 2 roguuy (n = 22) aHeBHaTa ekcrnio3vuus e 8,820 ng-h/ml; AUCt e 4,410
ng-h/ml (CV: 58%). [Ipunarasero Ha 603eHTaH 2 mg/kg TpH MbTH AHEBHO HE € NOBHLUKIO
€KCMO3HLMATA, AHeBHATA ekcno3uuuma e 7,275 ng-h/ml (CV: 83%, n = 27).

B13 ocHoBa Ha Haxoakute npu npoyusaeanksta BREATHE-3, FUTURE 1 n FUTURE 3, uarnexaa,
ye eKCro3uUMATa Ha 603eHTaH JOCTUra IUIaTO MpH MO-HHCKH AO3H MPH NEAHATPUYHH NALMEHTH,
OTKONKOTO MPH NPH Bb3PAacTHH U, Ye 1031 Haja 2 mg/kg apa mbT aHeBHO (4 me/kg ABA MTH JHEBHO
win 2 mg/kg TpH MbTH AHEBHO) HE BOAAT [0 NO-roJIfMa EKCNO3ULiMg Ka 603eHTaH [pH
neAHATPHYHHUTE NALMEHTH.

[Tpu npoyusanero AC-052-39]1 (FUTURE 4), nposeaeHO MpH HOBOPOAEHH, KOHUEHTPALIHHUTE Ha
Oo3eHTaH ca ce noBUWABAIH OABHO M HENPEKLCHATO NPE3 MBPBHUA 1030B HHTEPBAJ, KOETO € 0BENO 10
Hucka excno3nuua (AUCO-12 B uana xpoe: 164 ng-h/mi, n = 11). B craumonapHoto cucrosnue AUCt
e 6,165 ng-h/ml (CV: 133%, n = 7), koeto e noaobHO Ha excno3HuMATa, HabmoaaBaHa MPH Bb3PACTHH
nauneHTH ¢ BAX, KoMTO nonyuasar 125 mg aBa mMbTH JHEBHO, KATO CE B3EME MO BHUMAaHHE
CHOTHOLLEHHETO Ha pa3npenesieHUe Kpba/uiazMa 0,6.

He ca u3BecCTHH NocneaHLMTE OT Te3X HAXOAKH MO OTHOLUEHHE Ha XenaToTokcHuHocTTa. [1ombT U
eAHOBpeMeHHA ynoTpeda Ha HHTP&BEHO3€EH eMONPOCTEHO HE OKA3BAT 3HAYMTENICH €exT BLpXY
(apMakOKHHETHKATa Ha 6O3eHTaHa.

Yeprnoopobro yepesicoane

[pu naumeHTH ¢ eKko yBpeaeHa yepHoapoOHa ¢pyHkums (Child-Pugh knac A), He ca Habnionapanu
3HAYHMH NIPOMEHH BbB dapMaxokHHeTHKaTa, CTaLHOHAPHOTO ¢heTosHHE Ha AUC 3a 6o3eHTaH € ¢

9% no-Bucoko U AUC 3a akTuBHHAS MeTabonuT, Ro 48-5033, ¢ ¢ 33% no-BuCOKO fIpH NALIMEHTHTE C

JIEKO 4epHOAPOOHO yBpexaaHe, OTKOJKOTO NPH 3ApaBH A0OPOBONLM.

EdexTsT Ha ymMepeHo yBpeaeHa yepHoapobHa ¢yHkums (Child-Pugh knac B) Bbpxy
dapmakoKkuHeTnKaTa Ha 603eHTaH B HeroBus ITbpBHYeH MeTabonut Ro 48-5033 e nacaeasad npu
Npoy4BaHe, BKJIKOYBALILO 5 nauveHTH ¢ GenoapobHa XHNEPTOHHA, CBBbP3aHa C NMOPTATHA XHIIEPTOHKHS H
Child-Pugh knac B ueproapodHo yepexaane v 3 nauveHTH ¢ BAX, cBbp3aHa ¢ ApYrH NMPHUYKMHH H
HopMaJiHa YepHoApobHa ¢yHkuua. [Tpu naumenmn ¢ Child-Pugh knac B weprnoapodno yspexnane,
cpeaHata (95% CI) AUC B craunoHapHO cbeToAHME Ha 603¢eHTaH ¢ 360 (212-613) ng.h/ml, 1., 4,7
NMbTH No-BHCOKA U cpeaHata (95% C1) AUC Ha axTuBHHA MeTabonnt Ro 48-5033 e 106 (58,4-192)
ng.h/ml, T.e., 12,4 NbTH NO-BUCOKA, OTKONKOTO NMPH NALHEHTH ¢ HOPMaTHa YepHOApoOHa PyHKUMS
(6ozenTaH: cpeaHa ctoliHocT [95% CI] AUC : 76,1 [9,07-638] ng.l/ml; Ro 48-5033: cpenHa cTolHOCT
[95% CI] AUC 8,57 [1,28-57,2] ng.h/ml). Benpeku orpatvueHHs 6poii Ha BKIIOYEHHTE NMALHEHTH H
BHcOKaTa BapHaGHIHOCT, TE3H JaHHHU MOKA3BAT NOAYEPTAHO NMOBHILIEHA EKCNO3HLIMA Ha DO3€HTaH H
HeroBHs mbpBHucH MeTabonut Ro 48-5033 npu nauueHTH ¢ yMepeHo yBpeieHa uepHoaApobHa
¢yuxuus (Child-Pugh xnac B).

QapmakoKHHeTHKaTa Ha 603eHTaH HE € MPOyYeHa NPH NMAaUMUEHTH ¢ YepHoApoOHO yepexaaHe Child-
Pugh knac. UneprasuH e npoTHBONOKA3aH MPH NALHKEHTH C YMEPEHO 0 TEXKO YepHoApoOHO
yBpexaaHe, T.e. Child-Pugh knac B win C (Bx. Touka 4.3).

brvbpeuno yspexcoane
[Npn naumeHTHTE ¢ TEXKKO OBLOPEUHO yBpexaaHe (KpeaTHHHHOB KIHpBHC 15-30 ml/

KOHLIEHTpaumH Ha 6o3eHTal HaManapat ¢ npubausurento 10%. [Inazmenure koHU
MeTabonuTUTe Ha 603eHTaHa ce MOBHILABAT OKOJO 2 ITHTH NPH TE3U NALHEHTH, B C
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nauneHTHTE ¢ HopmanHa OLbpeuna dpyukuma. [Ipu nauneHTuTe ¢ 6BLO6peyHO yBpeXaaHe He ce Hanara
KOpeKUMa Ha ao3ata. Hama cneundurueH KIHHHYEH ONUT MPH NALIMEHTHTE, NOANEXKALH HA AHATH3A.
[Mopaan PU3MKOXKMHYHHUTE CBOUCTBA H BHCOKATA CTENEH HA CBBbP3BAHE C MPOTEHHHUTE, HE CE O4AKBa
RHANIH3ATA A2 OTCTpaHH 603eHTaHa OT KpbBOOOpalleHHETO B 3HAYWTEJIHA CTENEH (BX. TOuKa 4.2).

5.3 [NpeaknuuauuHH AaHHH 38 Be3onmacHocT

2-roJHUIHO NPOYYBAHE Ha KAPLUMHONEHHOCTTA NMPH MHULIKH NOKAa3Ba MOBHIIEHA YECTOTa HA
KOMOHHHMpaHH XenaToueaylapHi aA1eHOMH ¥ KAPLMHOMH NPH MbXKH, HO HE 1 MPH )KEHCKH MULUIKH,
NpH IUIa3MEHH KOHLICHTPALMH OT OKOJIO 2 A0 4 MbTH HA/JIBHINABALIH TUIA3MEHHTE KOHUEHTPALHH,
AOCTHIaHH NpPH TepaneBTHYHH J03H NpH Xopa. [IpH rsxoee, nepopanHoTo npuiarane Ha 6o3eHTaH
3a IEPHOA OT 2 rOAHWHHW NPHYHHABA MAJTKO, 3HAYHMO NOBUIIABAHE Ha YeCTOTaTa HA KOMOWHHpaHHUTe
GONHUKYJIOKIETLYHH aACHOMH H KAPUHHOMH Ha LIIUTOBHAHATA XJ1€38 MPH MBXKKH, HO HE H NPH XKECHCKH
[UTBXOBE, MPH IU1a3MEHH KOHLEHTPALMH OT OKONO 9 10 14 msTH HAABHILABALIM MU183MEHHTE
KOHILIEHTPALIHH, JOCTHIAHH NPH TEPaNeBTHYHH Q03K NIPH X0pa. TecToBeTe 3a NeHOTOKCHYHOCT MpH
Bo3eHTaH ca oTpHMuUaTenHd. UMa qokasarencTsa 3a nek gucOanaHc Ha THPEOHAHHTE XOPMOHM,
npuuuHeH oT 003eHTaHa nNpu rbxoee. Ho HAMa noka3aTencTea 3a NOBIHABAHE PYHKUMHTE HA
LIMTOBHAHATA XkJ1e3a (THPOKCHH, THPEOMA-CTUMYJIHpalll XOPMOH) OT 603eHTaHa NMpH Xopa.

He e u3BecTeH edekTbT Ha 603€HTAHA BEPXY MHTOXOHAPHANHATE (PyHKLIMA.

JlokasaHo €, ye 603eHTaHbT € TEPATOTCHEH NPH TUTbXOBE NPH NU1a3MEHH HUBA, N0-BUCOKH OT 1,5 MbTH
IUIa3MEHNTE KOHLIEHTPALIMH, AOCTUIaHH NMPH TEPaneBTHYHH AO3H NPU Xopa. TepaToreHHHTE €(eKTH,
BKJIIOYBALIHA Man(OpMaliiH Ha IJIaBaTa H JIMLETO, ¥ Ha FONIEMHUTE CbROBE, Ca NO303aBHCHMH.
[TpunukuTe BBB BUAa Ha MandopMmauuuTe, HabmoaasaHu npyu Apyrure ET peuernropHH aHTaroHHCTH
H MHIIKKTE ¢ AehuiuT Ha ET, cBuaerencTea 3a edeKT Ha kiaca MeAWKAMEHTH. [1IpH XeHH ¢
neTepoAeH NOTeHUMAN TPAOBA A2 ce B3eMaT NOAXOAALUM NMpeAna3HH MEpKH (BX. ToukH 4.3, 4.4 n 4.6).

Pa3BuTHETO Ha TeCTUKYJIApHA TYOY/IHA aTpodus H HapyllueH pepTHIHTET ca OWIH CBBP3aHH C
XPOHHYHO NMPWIOKEHHE HA CHAOTENIHH-PEUENTOPHH aHTATOHHCTH NMPH IPH3auH.

[1px npoyuyBaHHs Ha PEPTHIHMTETA FIPH MBXKKH H XKEHCKH ILTEXOBE HE ca HabmonasaHH e(eKTH BEpXY
Opog, NOABHKHOCTTA H XHIHECNIOCOOHOCTTA HAa CICPMATO3OHANTE UH BBPXY CMOCOOHOCTTA 3a
yrdToCcBaHE HIH PEPTHIHTET, MPH €KCMO3HLUNMH, HAABULIABALH CHOTBETHO 21 H 43 MBTH OYAKBAHOTO
TEPaneBTHYHO HHUBO NPH XOPa, HUTO € HMAJIO M HEXeNaHH e(PEeKTH BLpPXY Pa3BHTHETO Ha
npeAHMITIAHTALHOHHHA eMOPHOH UNH MMILNAHTaLMATA.

Jlexo NOBMILIEHA YECTOTA Ha TECTUKYJIapHa TyOynHa arpodus ¢ HabmoaaBaHa MpH MUTHLXOBE, HA KOHTO
€ npunaraH nepopajiHo 603eHTaH npM HUCKA fo3a oT 125 mg/kg/neH (okono 4 MbTH MakcHMaNHaTa
Npenopb4YMTENHA K03a npH xopa [MITAX] # na#i-HHCcKkaTa H3NHTBAHA f03a) B IPOALIDKEHHE HA 1BE
rOMHH, HO He M npH BHcoka Jo3a ot 1500 mg/kg/nex (okono 50 my™v MILAX) 8 npoawkeHHE Ha 6
mecena. IIpH npoy4sane 3a TOKCHYHOCT NPH IOBEHWIHM [UTBXOBE, KbETO [UTHXOBETE Ca JIEKYBaHH OT
HeH 4 post partum po BB3pacTHH, € HabaroaapaHO HaManeHo abCOIOTHO TErJi0 HA TECTHCHTE U
enHaAnINMa H HamaneH Opoif Ha cnepMaTo30MaH B enUAnaHMa ciiel npexbeBaHeTo. NOAEL e 6un
cboTBeTHO 21 nuTH (B JleH 21 post partum) v 2,3 vt (Jled 69 post partum) repaneBTHYHATA
€KCIIO3HLHA PH XOpa.

Bbnipexu TOBa, He ca YCTAHOBEHH €(peKTH BLPXY ODLIOTO pa3BHTHE, PACTEKA, CCHIOPHHTE,
KOTHUTUBHHTE QYHKUHH H PENpOAYKTUBHUTE CMOCOOHOCTH NMpH 7 (MBXKKH XXMBOTHH) H 19 (OKEHCKH
’KHBOTHH) ITbTH TEPANCBTHYHATA €KCNO3MLMA NPH xopa Ra JleH 21 post partum. [1py Bp3pacTiy ([en
69 post partum) He ca yCTAHOBEHH HUKAKBH eekTH Ha Oo3eHTaH NpH 1,3 (MBXKKH XXHBOTHH) H 2,6
{(3E€HCKM KHBOTHH) IMBTH TEpPANeBTHYHATA EKCNO3KLIMSA NTPH Acua ¢ bBAX,
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6. P®APMAIEBTHYHH JAHHH

6.1 Cunachk HAa DOMOIMHHTE BeIleCTBA

Anpo Ha TabneTkara:

[IpexenaTHHU3HPAHO UapeBUUHO HHULIeCTe THN 1500
[Tosunon (E1201)

HatpueB HULIeCTEeH rMHKONAT

Marnesnes creapart (E572)

OWIMHPALIO TTOKPHTHE:
Xumnpomenosa (E464)

TuranoB auoxcua (E171)
XKenezeH okcua, »buiart (E172)

XenezeH okcng, uepseH (E172)
Tpuauernu (E1518)

6.2 HecbBMECTEMOCTH

HenpuioxuMmo.

6.3 Cpok na roasoct

36 Meceua

6.4 ChnennajHE ME¢pPKH OPH ChXpaHeHHe
He ce u3nckBaTt cnetaiHi MEpKH.

6.5 BuaucbLALPXKAHHE HR ONAKOBKATA

Uneprazun 125 mg punmupann tabnetku PVC / PCTFE / anymunuesH 6aucreps, cbabpaxaiy 56 u
112 pruamupanu Tabnerxu.

He BCHYKH BHOOBE ONMAKOBKH MOI'aT a4 6baar ITYCHATH B I'IpO,IIEDKﬁ&.

6.6 ChnennanHH DpeANA3HH MEPKH NPH JeNOHAPAHE B YynoTpeba

Heun3non3saHUAT MEOHUMHCKH NPOAYKT WK OTNAgbYHHTE MaTEPHAIH OT Hero TpadBa aa ce
H3XBBPAT B ChOTBETCTBHE C MECTHHTE HOPMATHBHH W3HCKBAHUA.

7. TNPUTEXATEJI HA PABPELIIEHHETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mé&cholupy

102 37, Prague 10

Yeika perybauka

8. HOMEPA HA PAZPEHIEHHETO 3A YIIOTPEBA

Per. Ne: 20160413
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9. JATA HA ITHPBO PA3PEIIIABAHE/ TIOJHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jara Ha mbpBO pa3peinasane: 08.12.2016r.
JlaTa Ha noaHopseane: 11.12.2020 r.

10. JATA HA AKTYAJIMSUPAHE HA TEKCTA
19.12.2024 r.
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