MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUS TPOAYKT
Tracleer 62,5 mg ¢punmupanu TabneTkn

Tracleer 125 mg ¢punmupanu TadneTkn

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tracleer 62,5 mg dpunmupanu TadieTku
Bcesika punmupana tabnerka chabpika 62,5 mg 603enTan (bosentan) (kaTo MOHOXHUJIPAT).

Tracleer 125 mg ¢puimMupanu TabneTku
Bcesika punmupana tabnetrka crabpika 125 mg 6o3enran (bosentan) (KaTo MOHOXUAPAT).

IIoMoOMIHO BENIECTBO € U3BECTHO JEHCTBUE
ToBa jekapcTBO ChABPKA MO-Mako 0T 1 mmol Hatpuii (23 mg) Ha TabneTKa, T.€. MOXKE Jla Ce Kaxe,
Ye MPAKTUYECKU HE ChIbPIKa HATPUH.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmvupana TabneTka (TabIeTKH):
Tracleer 62,5 mg dpunmupanu TadieTku

OpanxeBo-0enu, KpbIIv, JBOHHOU3IIBKHAIH, QHUIMHPAHN TaOJIETKH, ¢ BATHOHATO penedHo
o3HayeHue “62,5” oT eqHATa CTpaHa.

Tracleer 125 mg dbunMupanu TabaeTku
OpanxeBo-0enu, OBaJIHH, IBOMHOM3IIBKHAIHN, QUIMHUpPaHU TaOJIETKH, C BIUILOHATO pesieHO
o3HayeHue “125” oT enHarta CTpaHa.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Jleuenne Ha G6enoapoOHa aprepuanHa xuneptonus (BAX) 3a mogoOpsiBaHe Ha Pr3NUECKHs KanaluTeT
W cUMITOMAaThKaTa rpu nanuenTu ¢ pyaknuonaieH kiac 11 mo C30. C nokazana euKacHOCT MPH:

. [TepBUYHa (MAKMONATHYHA U HACIEACTBEHA) OenoIpoOHa apTepraiHa XHIIEPTOHUS

o BenonpoOHa apTepraiiHa XUIEPTOHUS, BTOPUYHA Ha CKIIEpPOAepMUsi, 0e3 3HAUMMO
WHTEPCTHUINAITHO 0eNoIpoOHO 3a00sBaHe

. Benoapobua apTepuanHa XHIEepTOHS, CBbp3aHa ¢ BPOJICHU CHCTEMHO-0€710IpOOHH IITEHTOBE U

¢usnonorus Ha Aii3eHMEHTeD.

Jloka3zaHo e ¥ W3BECTHO NMOJOOPEHUE IPU MALMEHTH ¢ Oeopo0Ha apTepruaiHa XUIIEPTOHHS
¢ynkunonanes knac I mo C30 (Bx. Touka 5.1).

Tracleer e mokazaH ChIIO ¥ 32 HAMaJIIBaHEe Ha OPOsi HA HOBOTIOSIBIIIN C€ IMTUTAITHY yIepaliy 110
BbpXa Ha MPBCTUTE NPH MALUEHTH CHC CUCTEMHA CKIIEPO3a U CHIIECTBYBAIHN YJEPALlUH 110 BbpXa Ha
npbcTuTe (BMXK Todka 5.1).



4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

Hauwn Ha npunoxxeHue

TabneTkute TpsiOBa Aa ce MpueMar Ipe3 ycraTa CyTpUH U Be4ep, ChC WiIn 0e3 xpaHa. PunMupanuTe
TaOJIEeTKH TpsOBa 11a Ce TIOT'BJIHAT C BOJA.

ITanmenTruTe TpsOBa 1a OBAAT MMOCHBETBAHH JIa HE MTOTIBINAT JCCUKAHTa, KOUTO ce HaMHupa B OeIuTe
OYTHIJIKH OT TIOJIMETHIICH C BUCOKA TUTBTHOCT.

2031/1[30131(3

BCJ'IOIIDO6H3 apTepuaJidHa XUICPTOHHUA

Jleuenuero TpsaOBa na Ob/e HA3HAYABAHO M MPOCIICIIBAHO CaMO OT JIEKap C OIHT B JICUCHUETO Ha
BAX.

B onakoBkaTta ¢ BkitoueHa CUTHaTHA KapTa Ha MAIlUeHTa, MPEA0CTaBsIa BaXHa HHGOpMAIUS 3a
0e301macHOCT, C KOATO MAIlMeHTHTE TPSOBa /1a ca 3all03HATH MPEAH U TI0 BpeMe Ha JieueHune ¢ Tracleer.

Bwspacmuu
[Tpu BB3pacTHM manueHTy JeueHunero ¢ Tracleer TpsaOBa fa 3amousa ¢ 103a OT 62,5 mg aBa MbTH

JTHEBHO 32 4 ceIMHUILIM, KOSITO CJIE] TOBA CE MOBUIIABA 10 MOAAbprKaIlaTa 103a ot 125 mg nBa nbTH
nHEeBHO. ChIIMTE TPENOPHKU C€ OTHACAT 3a IIOBTOPHOTO BKIIFOUBaHEe Ha Tracleer ciien mpekbcBaHe Ha
JedeHueTo (Bxk. Touka 4.4).

Teduampuuna nonyrayus

[leguatprunu GpapMakKOKMHETHYHH JJAHHH [TOKA3BAaT, Y€ CPEAHHUTE TUIa3MEHU KOHIICHTPALIUY Ha
0o3enran npu jaena ¢ BAX Ha Bb3pact ot 1 10 15 roauHu ca Mo-HUCKH, OTKOJIKOTO MPH Bb3PaCTHH
MAIMEeHTH U HE Ce TIOBUIIIaBaT MPH MOBUIIABaHe Ha fo03arta Ha Tracleer Han 2 mg/kg TemecHo Termo
WJIU TIpY TIOBUIIIABAaHE HA YECTOTATa Ha MpHUJIaraHe OT JABa IIHTH THEBHO HA TPU IIBTH THEBHO (BIK.
Touka 5.2). [loBuiaBaneTo Ha Jj03aTa WIKM YECTOTTA Ha MPUJIaraHne BEPOsITHO HsAMA Ja TOBEJE /10
JIOITBJIHUTEIHA KIMHUYHA I10/134.

B®3 ocHOBa Ha Te3u (hapMaKOKMHETUYHH Pe3yJITaTh, KOraTo ce M3M0j13Ba npu aena ¢ BAX , Ha
BB3pAcCT OT | roJInHa HAarope, MpenopbYNTEeIHATa HadalHa U o IbpiKaia no3a e 2 mg/kg cytpus u
BEUEep.

[Tpu HOBOpOJIeHN C TIepcucTupalia 6enoapoOHa xunepronus: Ha HoBopojeroto (IIBXH), monzara ot
0o3eHTaH He e Omla JoKa3aHa Ipy CTaHAApTHOTO JedeHue. [Ipenopbku 3a 103MpoBKaTa HE MOrarT Ja
O0paat nagenu (BxK Touku 5.1 u 5.2).

Jleuenue 6 cnyuaii Ha kKiuHuyHo enouiaeane Ha bAX

B ciyyaii Ha KIMHUYHO BiOIIaBaHe (HaNpuUMep, HaMalsiBaHe Ha pa3cTosHueTo noHe ¢ 10% mnpu 6-
MHUHYTHHS TECT C XO/ICHE, B CPAaBHEHHUE C U3CIICABAHETO MPEH JICUEHHETO), BEIIPEKHU TTOHE §-
CeIMUYHOTO JieyeHue ¢ Tracleer (TapreTHa n03a Hail-Malko 4 ceAMHUIN), TPsIOBa 1a ce MUCIIH 32
aNTepHATHBHA Tepamus. Bee mak, HIKOW MallMeHTH, KOUTO ciiel| 8-ceIMHYHO JieueHne ¢ Tracleer He ca
MOKA3aJId OTTOBOP, MOTAT Ja Ce MOBJIUSAT OIaronpHATHO ciief omle 4 10 8 CeIMUIH JeUCHHE.

B cnyuaii Ha KbCHO KITMHUYHO BJIOIIaBaHe, BIPEKH JeueHneTo ¢ Tracleer (T.e., ciiel HIKOJIKO
MECEYHO JIeYeHHUe), TpsiOBa Jia ce HalpaBH MPEOIIEHKA Ha JiedeHneTo. Hiakon maruenTu ¢
HE3aJJ0BOJIMTEJICH OTTOBOP Ha 125 mg Tracleer qBa mbTH THEBHO MOTAT JIEKO J1a OJ00PST CBOS
(GU3MYECKH KalaluTeT MPH MMOBHUIlIaBaHe Ha go3ata 10 250 mg aBa mbTH 1HEBHO. TpsOBa na ce
HaIpaBH BHUMAaTEIHA OIIEHKA Ha I10JI33/pUCK, KaTO Ce MMa MPEIABUI, Y€ YePHOPOOHATA TOKCUIHOCT €
no3o03aBucuMa (BK. Toukn 4.4 u 5.1).



Cnupane Ha jieyerHuemo

OmuTsT ¢ psA3KoTO crupade Ha Tracleer mpu marmenT ¢ BAX e orpanmder. He ca HaGmrogaBanu
JIOKa3aTesICTBa 3a OCcThp pedayHn. Bee mak, 3a 1a ce mpeIoTBpaT Bh3MOKHATA MOSIBA HA YBPEXKIAIIO
KJIIMHUYHO BJIOIIABAHE IMOPAIU MOTCHIMATHUS pebayH T eeKT, TpSAOBa Ja ce MUCIH 3a TIOCTEIICHHO
HaMaJIsIBaHe Ha J03aTa (HaMajsBaHe J03aTa HAIMOJIOBHMHA 3a 3 710 7 MHM). 3a Meprojia Ha CIIUpaHe Ha
JICUCHHUETO CE MPEropbUBa MHTEH3UBHO NpOCTeIsiBaHe. AKO € B3€TO pEIlIcHHE J1a ce IPEKPaTH
nedenueto ¢ Tracleer, ToBa TpsiOBa 1a CTaHE MOCTENICHHO, IOKATO CE BHBEXK/Ia aITCPHATUBHATA
Tepanusl.

CucreMHa CKJIEpPO3a B X0a HA JUTHTAIHA sI3BEHA 00JIECT

Jleuenunero Moke 1a Ob1Ie 3aIIOYHATO M HAOIIOJaBaHO CaMo OT JIeKap IMPHUTEKABaII OIAT B JICUCHUETO
Ha CHCTEMHA CKJIepOo3a.

B onakoBkara e BkiitoueHa CHrHaJIHA KapTa Ha MMalMeHTa, IPe0CTaBsAIla BakHa HHQopManus 3a
0€30IMacHOCT, C KOATO MAIMCHTHUTE TPsOBa J1a ca 3arl03HATH MMPEH U TI0 BpeMe Ha JieueHue ¢ Tracleer.

Bvspacmnu
Jleuenueto c Tracleer TpsiOBa aa 3amoyne ¢ f03a OT M0 62,5 mg Ba IHTH THEBHO B MIPOJBIDKCHUE Ha

4 ceaMuIM, KaTo CJEl TOBA 103aTa C€ YBEJIMYM A0 AOCTUraHe Ha MOAABPKALLATa 103a OT 1o 125 mg
JBa IbTH AHEBHO. ChIIHUTE MPETOPHKHU CE OTHACAT 3a MOBTOPHOTO BKJIIOUBaHe Ha Tracleer ciex
MPEKbCBAHE Ha JICYCHUETO (BK. Touka 4.4).

OnuThT OT KOHTPOJIMPAHU KIIMHUYHY IPOYIBAHUS MPH TOBA TIOKA3aHUE € OTPAHUYCH JI0
MPOIBIDKUTETHOCT OT 6 Mecena (BxK. Touka 5.1).

PeaknusiTa Ha MOBNMsIBAHE HA TTAIIMEHTA OT JICUCHUETO U HEOOXOIUMOCTTA OT TPObIKABaHE HA
TepanusTa TpsOBa PEIOBHO Ja Ce MojyIarar Ha npereHka. Tps0Ba /1a ce IpaB BHUMATEIHA OL[CHKa Ha
CHOTHOILIEHHETO T0JI3a/PUCK, KATO CE OTYUTA YEPHOIPOOHATa TOKCHYHOCT Ha O03eHTaHa (BXK.

ToYKH 4.4 u 4.8).

Heduampuuna nonyirayus
Hsama nannum 3a 6e30macHOCT 1 e(hPUKACHOCT TIpH MaruenTy oy 18-roquniaa Be3pact. Hiama
nHpopMarms 3a papMakokuHeTHKara Ha Tracleer mpu Mayku fieria ¢ ToBa 3a00JsIBaHE.

CrernmanHu MoIyJIalnn

Yeproopobno yspedxcoane

Tracleer e mpoTHBONIOKA3aH NPH MAIMEHTH C YMEPEHa JI0 TeXKKa YepHOAPOOHA TUCHYHKIHS (BXK.
Touku 4.3, 4.4 u 5.2). Ilpn nanmenTH ¢ nexo 4yepHoApoOHo yBpexaaHe (T.e. Child-Pugh kiac A) He e
HE0O0XO0MMO KOpUTHpaHe Ha J03aTta (BX. Touka 5.2).

bvopeuno yepescoane

IIpn manmenTn ¢ 6p0peyHO yBpeXKIaHE HE Ce Hajlara KOpurupaHe Ha fgo3ara. He ce Hamara
KOpUTHpPAaHE Ha /103aTa NpU MalUeHTH, MOUIeKALIN Ha Juaiu3a (BXK. Touka 5.2).

Cmapuecka 6v3pacm
He ce nanara kopurupase Ha 103aTa py MallMEHTH HA BB3pacT Haja 65 FOIUHU.

4.3 IIpoTuBOMOKA3aAHUA

o CBpBXUYBCTBHTETHOCT KbM aKTHBHOTO BEIIECTBO WJIM KBbM HSKOE OT NOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1
. YMepeHo 110 TeXKOo 4epHoapoOHO yBpexkaaHe, T.e. Child-Pugh xnac B nnm C (Bxk. Touka 5.2)



o OCHOBHH CTOMHOCTH Ha YEPHOAPOOHUTE aMHHOTpaHC(epasu, T.e., acmapTaT aMHHOTpaHc(he3a
(ACAT) w/unu ananuH amuHoTpaHchepasza (AJIAT), mo-BuCOKH OT 3 X ropHara rpaHMiia Ha
Hopmara (I'TH; Bx. Touka 4.4)

. EnnoBpemenHa yroTpeba Ha MUKIIOCTIOPHH A (BX. ToUKa 4.5)
. Bpemennoct (Bk. Touku 4.4 u 4.6)
o JKenwu ¢ nerepojicH NOTEHIINAI, KOUTO HE M3MOI3BAT HAJCKIHA METOU 32 KOHTpalenus (Bx.

Touku 4.4, 4.5 u 4.6)
4.4 ChneuuajaHu mpeaynpesaeHus U Npeana3sHy MepKH NP4 ynorpeda

Eduxacnoctra Ha Tracleer npu manuentu ¢ Texxka BAX He e mokazana. AKO KINHHUYHOTO ChCTOSIHUE
ce Biomana (BX. Touka 4.2), TpsOBa Aa ce 00Chau MpeMUHAaBaHEe KbM TepaItus, IPemopbuBaHa 3a
Texkara (paza Ha 3a00JIBaHETO (HAIPUMEp, ETIOITPOCTEHOIT).

He e ycranoBen 6ananchT nomn3za/puck ot 0o3eHTan npu nanuenty ¢ BAX [ pyHkimonanen kiac,
cnopen knacudukanusita Ha C30.

Tracleer TpsiOBa 1a Ob/I€ 3aMIOYHAT, CAMO aKO CHCTEMHOTO CUCTOJUYHO KPhBHO HAJISITAHE € MTO-BUCOKO
ot 85 mmHg.

He e noxazano, ge Tracleer mma GnaronpuareH eQeKT BbPXY 3apacTBAHETO Ha CHIIECTBYBAIIN
JUTHTAJIHU SI3BU.

YepuoapobHa hyHKIIUS

CBBp3aHoTO ¢ O03eHTaH MOBHILIABAHE Ha YEPHOAPOOHNUTE aMUHOTpaHcdepasH, T.e., acmapTaT 1
amaanH amuHOTpaHchepasn (ACAT w/mmu AJIAT), e mo3o3aBucumo. [IpomennTe B uepHOAPOOHUTE
€H3UMH OOMKHOBEHO BBH3HHMKBAT TPe3 TbPBUTE 26 CEAMUIIM OT JIeYeHUeTo (Bk. Touka 4.8). Te3n
MOKaYBaHMS MOXKeE Ja Ce JbJDKAT YACTUYHO HAa KOHKYPEHTHOTO MOTHCKaHE Ha SIIMMHUHALMSTA Ha
JITBYHUTE COJIM OT XENATOLUTHUTE, HO BEPOSTHO BbB B3HUKBAHETO HA YEPHOAPOOHATA TUCHYHKIHS
ca BKJIFOYCHHU U APYTH MEXaHU3MHM, KOUTO HE Ca HAIIBJIHO YCTaHOBEHHU. He e u3KiIroueHo KyMmyiupaHe
Ha 0O3EHTaH B XEMaTOIMTUTE, BOACIIO /IO IMTOIN3a C Bh3MOKHO TEXKKO YBPEKIaHE Ha YEPHHS APO0,
KaKTO U UIMyHOJIOTHYEH MexaHu3bM. ChoO1IaBa ce 3a peIKu ciydad Ha aBTOUMYHEH XEIaTHT C
JIATEHTHOCT OT HSKOJIKO Mecela /10 TOAMHHU. PUCKBT OT YepHOApOOHa AUChHYHKINSI MOXKE /1a Ce
MIOBHUIIIN ¥ NIPH €THOBPEMEHHOTO NpUeMaHe ¢ 003eHTaH Ha JIEKapCTBEHH MTPOJAYKTH, KOUTO ca
WHXUOUTOPH Ha EKCIIOPTHATA MOMIIA 32 KIIBUHH COJIH, HapUMep, pUuGaMIUINH, TIHOCHKIAMHU]] 1
nuKIocopuH A (Bxk. Touku 4.3 u 4.5), HO JaHHWUTE 32 TOBA Ca OTPaHUUYEHHU.

HuBaTta Ha yepHOoaApOOHMTE aMUMHOTPaHCc(epa3n TPAOBA 1a ObAAT U3CJIEABAHY NIPeIH 3aNI0UBAHE
HA JICYEHHETO U CJIeJ TOBAa HA HHTEPBAIHN OT €IMH Mecell JOKATO NPOAbJIKABA JICYCHHETO ¢
Tracleer. OcBen ToBa, HUBaTa Ha YepPHOAPOOHMTE aMHHOTpaHcpepa3n TpsidBa 1a ObaAT
U3CJIeABAHM 2 CeIMHIU cjle]] BCSIKO MOKaYBaHe Ha 103aTa.

IIpenopbku B cavuaii Ha mosuieHn AJIAT / ACAT

Husa na ACAT / AJIAT IIpenopbku 3a JeUyeHUe U MPOCaeasiBaHe

>3u<5xITH PesynrarsT TpsiOBa na Ob/ie TOTBBPJIEH C BTOPO YEPHOIPOOHO
M3CIIe/IBaHE; aKo € MOTBBP/ICHO, TPsIOBa Ja ce perrn, Ha
VHAWBHIyallHA 0a3a, Jai J1a Ce MPOIBIDKH MO0 BE3MOXKHOCT C
HamasieHa ji03a Tracleer nim na ce cpe npunaranero Ha Tracleer (Bxk.
touka 4.2). [IpocnensBaneTo Ha HUBaTa HA aMHHOTpPaHCPepazuTe
TpsiOBa JTa MPOIBIKHA HA-MaJIKO Ha BCEKH 2 CEAMUITH. AKO HUBaTa Ha
amMuHOTpaHc(hepasuTe ce BbpHAT JI0 CTOMHOCTHTE TPEAX JICYCHUETO,
TpsiOBa Ja ce OOMHUCIIM IPOABIKABAHETO MIIM TOBTOPHOTO BKIIIOYBAHE
Ha Tracleer, criopes onMcaHuTe MO-A0JY YCIOBHSI.

>5u<8xITH Pe3ynraTsT TpsiOBa ga OBbE MOTBHPACH C BTOPO YEPHOAPOOHO
W3CIIe/IBaHE; aKo € MOTBBP/CHO, JIEUEHUETO TPSOBa J1a ce cupe U
HUBaTa Ha aMUHOTpaHc(hepa3uTe Ja ce mpociiesBaT Hali-Mallko Ha
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BCEKH 2 ceaMUITA. AKO HUBaTa Ha aMHHOTpaHCEpa3uTe ce BbpHAT 10
CTOHHOCTHTE MPEN JICUCHUETO, TPSIOBa Jia ce OOMUCIH TOBTOPHOTO
BKItOUBaHe Ha Tracleer, criope OnuCcaHUTE MMO-1I0JTy YCIOBUSL.

>8xITH Jleuennero TpsiOBa ma OblIe CIIPSHO U Ja HE ce 00CHkKAa IIOBTOPHO
BKIItOUBaHe Ha Tracleer.

B cayuaii Ha cBbp3aHa ¢ JieYeHHeTO KIMHUYHA CHMIITOMATHKA HA YePHOAPOOHA yBpeaa Uiu
ABTOMMYHEH XeNaTHT, T.C. TaJIcHe, IOBPbILaHe, TeMIIepaTypa, 00JIKa B KOpeMa, KbITCHHIIA,
HeoOWYaiiHa OTITYCHATOCT WJIK YMOPSIEMOCT, TPUIIONIO00CH CUHIPOM (apTpairus, MHAITHs,
TEeMIIEpaTypa), Je4eHHueTo TPAOBa 1a 0b/e CIPAHO U 12 He ce 00ChK/1a MOBTOPHO BKJIIOYBaHE HA
Tracleer.

IlosmopHo exoygane na ieyenuemo

IToBTOpHO BKIIIOUBaHE Ha JedeHHeTO ¢ Tracleer TpsiOBa ma ce 0OCHKIA, caMO aKO TTOTCHITHATHATE
TMOJI3U OT JIeueHUeTo ¢ Tracleer HaBUIIABAT MOTEHIIMATHUTE PUCKOBE U KOTaTO HUBATa Ha
YepHOIPOOHHUTE aMUHOTpaHC(hEepa3u ca B PAMKHUTE Ha CTOMHOCTHUTE TIPS JICYCHUETO.
[TpenopbUYUTETHO € MHEHHETO Ha XemnaTosor. [IOBTOPHOTO BKIIFOYBAHE TPsOBA Ja Clie/IBa YKa3aHUATA,
n30poeHH B Touka 4.2. B T031 caiy4yaii HUBaTa Ha aMUHOTpPaHc(pepa3uTe TpsidoBa Aa ObAAT
H3CJIeIBAHM /10 3 THH cJie]l IOBTOPHOTO BKJIIOUBaHe, cjie]] TOBA OTHOBO CJie/ ollle 2 ceIMULU U
MO-HATATBK CIIOPE] FTOPHUTE NMPENOPbKH.

I'TH = ropna rpanuna Ha HopMara

KoHreHTpanus Ha XeMOrIo0nH

JledenueTo ¢ 003eHTaH € OMJIO CBBP3aHO ¢ JJ0303aBUCUMO IMOHKEHUE Ha KOHIICHTPAIUATA Ha
xemoryoouHa (BXK. Touka 4.8). [Ipu mnanedo KOHTpONIUpaHH MPOyYBaHUs, CBBP3aHOTO ¢ O03EHTaH
MOHKEHUE Ha KOHIICHTPALIMATA Ha XeMOTJIOOMHA HE CE € 33/IhJI00YaBAJIO, a Ce € CTAOMIM3UPAIIO CIIC
nbpBUTE 4—12 ceaMUIM OT JedeHueTo. [IpenopbuBa ce KOHIEHTpaIUsATa Ha XeMOIJIO0MHA Ja ¢e
M3cJIe/IBa MpeIu 3ar0YBaHe Ha JICUSHHETO, BCEKH MECeIl ITpe3 MbPBUTE 4 Mecera, Ciell KOeTO BEIHBXK
Ha Tpu Mecena. AKO Bb3HUKHE KIMHHYHO 3HAYMMO TIOHM)KEHHE Ha XEMOTJIOOMHOBATA KOHIIEHTPAITHS,
TpsiOBa Jla ce HAIPaBH JONBJIHUTEIHA OI[CHKA M U3CJICIBAHE 32 YCTAHOBSIBAHE HA MPUYMHATA U
HEOOXOJMMOCTTA OT CHEIU(PUYHO JieueHre. B mocTMapKkeTHHTOBHS MTEPHOJ] ca ChOOIIEHH CITydau Ha
aHeMMUs, U3UCKBAIla TpaHC(y3HUs Ha YepBEHU KPBBHU KJIETKH (BXK. Touka 4.8).

Kenu ¢ gereposieH DOTeHITHAI

Toii kaTo Tracleer Moke a HaNpaBU XOPMOHATTHATE KOHTPAICITUBY Hee()EKTUBHH, OCBEH TOBA
CBILECTBYBA PHCK OT BIIOIIaBaHe Ha OenojpoOHaTa XUIIEPTOHUS TP OPEMEHHOCT, KaKTO U
TepaTOreHHUTE ePeKTH, HAOIIOAaBaH! IIPH )KUBOTHU:

L4 Jleuenwnero ¢ Tracleer He TpH6Ba Ja 6”[:,[[8 3al10YBaHO IIPH KCHU C ACTCPOACH INOTCHIINA, OCBEH
AKO TC€ HC M3MO0JI3BAT HAACKAHA KOHTpAUCIIUA U pE3YJITATHT OT TECTa 3a 6peMeHHOCT npeau
JICYCHUCTO HE € OTPULIATCJICH.

° XOopMOHAJTHUTE KOHTPALISITUBY HE MOTaT Jia ObIaT €IMHCTBEH KOHTPALICIITUBEH METOT 10
BpeMe Ha yieuenue ¢ Tracleer.
° ITo BpeMe Ha nedeHue ce mpernophiBa Ja ce MPABT eKEMECEYHH TECTOBE 32 OPEMEHHOCT C TIElT

paHHO OTKpHBaHE Ha OPEMEHHOCTTA.
3a gombaHKUTENIHA HHPOPMALUS BUXKTE TOUKH 4.5 1 4.6.

BenonpobHa BEHOOKITY3UBHA 6omecT

NwMa cpoOmieHus 3a ciiydau Ha 0elo[poOeH OTOK IPH yroTpedara Ha Ba30{MIaTaTopH (TJIaBHO
MPOCTAIUKJIMHK) OT MAIMEHTH ¢ OeT0apoOHa BEHOOKTy3uBHA O60secT. ClieToBaTEIHO, aKO MPH
nedenueTo ¢ Tracleer Ha manuenT ¢ BAX ce mosBsT npu3HaIy Ha 6e0IpOOEH OTOK, TPsOBaA J1a ce
¥Ma MpeABUI Bh3MOXKHOCTTA 32 CBbp3aHa BEHOOKITY3HBHA 00JecT. B OCTMapKEeTHHTOBUS IEPUOJT €




MMaJIo PeAKH ChOOIICHHS 3a 0eT0APOOCH OTOK IPH MAIlUEHTH, JIEKyBaHu ¢ Tracleer, mpu KOUTO €
MMaJjio CbMHEHUS 3a 0e10po0Ha BEHOOKITY3UBHA OOJIECT.

[TanyeHTH ¢ 6CJ'IOI[DO6H3 apTepruaIHa XUNICPTOHUA M ChIIBTCTBAIIA JCBOKaAMCPHA HCAOCTATHYHOCT

He e mpoBexxgano cnennuyHO MpoyYBaHe MPH MANMEHTH ¢ 0eT0IpoOHa XUIIEPTOHUS U ChITHTCTBAIIA
nesokamepHa aucynknua. Obaue 1 611 manuentu (ot xouto 804 ca momywaBanu 603eHTan u 807 ca
MOJTy4JaBaly IIanedo) ¢ TexXKa XpOHWYIHA chpAedHa HegocTtaThuHOCT (XCH) ca nexyBaHU che cpeHa
MPOABIDKUTEHOCT OT 1,5 ToanHN B TIaneb0-KoHTpoarpaHo npoyuBaHe (mpoyuBane AC-052-301/302
[ENABLE 1 & 2]). B ToBa nmpoy4BaHe Ma MOBUIIIEHA YECTOTA HAa XOCIIUTATN3AIUUTE, ABJDKAIIHN Ce
Ha XCH, npe3 mbpBuTe 4-8 ceAMUIM OT JIEYEHUETO C,003€HTAaH KOETO MOXKE J1a € B Pe3yNTaT OT
3aIpBKKaTa Ha TEYHOCTH. B TOBa mpoydYBaHe 3aApHKKAaTa Ha TEYHOCTH C€ TPOSBSIBA C pAaHHO
Ha/JaBaHe Ha TETJI0, MOHWKEHA KOHIIEHTPAIMs Ha XeMOTJIOOMHA 1 TI0-UecTaTa MosiBa Ha OTOLH IO
Kpakara. B kpas Ha mpoy4BaHeTO HE € ycTaHOBEHA Pa3JiMKa B YECTOTaTa Ha XOCHHUTAIN3ANH BbB
BPB3Ka ChC ChpJedHaTa HeJOCTaTbYHOCT, HUTO B CMBPTHOCTTA MEXKAY HMAIIMEHTHUTE, JIEKYBaHH C
0o3enTan i miarne6o. CiaemoBareTHo, IPETIOPHUBA e MAIMEHTUTE Aa OBAAT MPOCIEAIBaHN 3a
MIPU3HAIHM 32 33IPBKKA Ha TEYHOCTH (HampuMep HaJlaBaHe Ha TEerjo), 0cOOEHO aKo cTpajar oT
CBHITBTCTBAIIA TEXKKA CUCTONHA TUCPYHKIHA. AKO TaKMBa MIPHU3HAIN CE MOSBSAT, C€ TIPETIOphyBa Ja ce
3aroyvHe JeueHue ¢ ANy PETUIN HITH JIa Ce TTOBHINY J03aTa Ha MprueMaHuTe nuypetuny. [lpu manuenTn
C IaHHH 32 33/IpPbXKKa HA TEYHOCTH, JICUSHUETO C TUYPETHUIIM TPAOBa Ja ce 00CHIU MPEIH 3amouBaHe
Ha neueHueto ¢ Tracleer.

Benonpobua aprepuanna xunepronus, cebp3ana ¢ HIV nadexknuus

OnuThT OT KIMHUYHUTE MIPOyYBaHuUs ¢ yrnorpeda Ha Tracleer mpu manmenTu ¢ 6emonpoOHa
apTepuaiHa XUIepToHus, cebp3ana ¢ HIV undekuus, 1eKyBaHN ¢ aHTUPETPOBUPYCHH JIEKAPCTBEHU
MPOAYKTH, € OrpaHuyeH (BxK. Touka 5.1). [[poyuBaHe BbpXy B3aUMOACUCTBHATA MEXKITY OO3EHTaH U
JIOTIMHABUP+PUTOHABUP MPH 3APABU MHIMBUIM ITOKA3Ba MOBUILEHH MIa3MEHU KOHIEHTPAIlUN Ha
003eHTaH, c MAKCHMAJTHU HUBA MIpe3 TbpBUTE 4 MHU Ha JedeHue ( Bxk. Touka 4.5). [lpu 3amouBane Ha
neuenue ¢ Tracleer mpu ManMeHTH, KOUTO C€ HYKAAAT OT pUTOHABUP-aKTUBUPAHH IPOTECA3HU
WHXUOUTOPH, TOHOCUMOCTTA Ha NanueHTa KbM Tracleer TpsiOBa BHUMATEITHO J1a CE CIIEH, KaTo ce
00bpHE 0cOOEHO BHUMaHHUE, B HAYaJIOTO Ha BhBEXJamara ¢asa, Ha pUcKa OT XUIIOTOHHS U Ha
YepHOAPOOHHUTE (PYHKIIMOHATTHH TecToBe. [[0BUIIEH IBATOCPOYEH PUCK OT YePHOAPOOHA TOKCHYHOCT
1 XEMaTOJIOTHYHHU HEeXEeTaHU e(heKTH He MOraT Jia ObJaT U3KIIIOUSHH ITPU KOMOMHUPaHa yroTpeda Ha
003eHTaH C aHTUPETPOBUPYCHU JIEKapCTBEHU NpOAyKTU. [lopaan noTeHnana 3a TakuBa
B3aUMOJICHCTBUS, CBbP3aHH ¢ MHAYLUpaiius edekt Ha 6o3eHTaHa BbpXy CYP450 (Bx. Touka 4.5),
KOMTO MOKe Jla OKake eeKT BbpXY e(prKkacHOCTTa Ha aHTUPETPOBUPYCHATA Teparusl, Te3U MallUeHTH
ChIIO TPsIOBA Jla OBbAAT NPOCIIEAsIBAHN BHUMATEIIHO 110 oTHOIIeHue Ha HIV undekmusra.

BbenoapoOHa apTepuajiHa XMIIEPTOHMS BCJIEACTBHE HA XpOHUYHA 06CTDVKTI/IBHa 6CJIOILDO6H3 0oJiecT

(XObb)

beszomacHocTTa M MOHOCMMOCTTA Ha O03€HTaH ca MPOYYSHH MTPH €KCIUIOPATOPHO, HEKOHTPOIUPAHO
12-cenmuuHO npoyuBane npH 11 nanuenTn ¢ 6enoapodHa XUIepToHHs BesieacTBUe Ha Texkka XObb
(III crenen mo xnacupuranusra GOLD). HabmronaBanu ca moBuiiieHa MUHYTHA BEHTHIIAIUS U
MTOHIKEHO KHUCIOPOIHO HACHIaHe, KATO HAl-U4eCTOTO HEXellaHO ChOUTHE € Oriia TUCITHES, KOSTO €
OT3ByYaBasa cJie]] CIIMPAHETO Ha OO3CHTaH.

EnnoBpeMeHHa yriorpeda ¢ Ipyry JIEKAPCTBEHU IPOJAYKTH

EnnoBpemenHata ynorpeba Ha Tracleer 1 IUKIOCIIOPUH A € IPOTHBOIIOKa3aHa (BX. TOUkH 4.3 u 4.5).

EnnoBpemennara ynorpeba Ha Tracleer ¢ rmmbenknamug, ¢irykoHazon ¥ pudaMIuLnH He ce
npenopbyBa. 3a IoBeve NOAPOOHOCTH BXK. TOUKa 4.5.

EnnoBpemennoro npuinarane Ha Tracleer, kakro ¢ naxuoutop Ha CYP3 A4, Taka u ¢ vHXMOUTOp Ha
CYP2C9 tpsbBa na ce n3bsaraa (Bx. Touka 4.5).



4.5 B3aumopeiicTBHe ¢ APYIrH JeKAPCTBEHU NMPOAYKTH U APYru (popMH HA B3anMoOAelCcTBHE

Boszenran e nanykrop Ha uuroxpoMm P450 (CYP) nzoensumure CYP2C9 u CYP3A4. lannute un
sumpo npennonarat u naaykmus Ha CYP2C19. CriegoBatenHo, m1a3MeHUTE KOHIIEHTPAIUY Ha
BEIIIECTBATa, KOUTO CE€ METa0OIN3UPAT OT TE€3U U30€H3UMH, 1€ ObJAT MOHMKEHU NIPH
eIHOBpEeMEeHHOTO Npuiiarane Ha Tracleer. TpsaOBa na ce uMa npenBua Bb3MOXKHOCTTA J1a € TIPOMEHH
e(eKTUBHOCTTA HA JICKAPCTBEHUTE MIPOAYKTH, KOUTO C€ METa0OIM3UpaT OT Te3H n30eH3uMu. Moxe na
Ce HaJIOXKU KOPUTHpaHe Ha J03aTa Ha Te3U NPOLYKTH CIIe/ 3all0YBaHe, IPOMSIHA Ha 03aTa WiH
CIHpaHe Ha ChITBTCTBAIIOTO JieueHue ¢ Tracleer.

bozentan ce merabommzupa or CYP2C9 u CYP3A4. [ToTuckaneTo Ha T€3W H30CH3UMH MOXKE Ja
MOBHUIIIN TJIa3MEeHAaTa KOHIEHTpalus Ha 003eHTaH (BUKTE KeTOKOHa30J). He € mpoy4eHo BIMSIHUETO
Ha naxuouropure Ha CYP2C9 BbpXy KOHIEHTpanuuTe Ha 603eHTaH. KomOuHanusra TpsoBa 1a 0bae
M3I0JI3BaHa C MIOBUILIEHO BHUMAaHHUE.

@nyxonaszon u opyeu urxubumopu na CYP2C9 u CYP3A4: eqHOBPEMEHHOTO NpUjIaraHe ¢
¢dykoHa3zo, koiito motrcka riaBHo CYP2C9, Ho no m3BecTHa cTenieH u CYP3A4, moxe na nosene
JI0 TOJIIMO TIOBHUIIIABaHE HA MJIa3MEHUTE KOHIICHTpaIMy Ha 0o3eHTaH. KomOnHanumsTa He ce
npenopbyBa. [1o chiara npuyrHa HE ce IPENopPhyUBa SAHOBPEMEHHOTO Npuiarade Ha Tracleer kakTo
¢ morieH naxuouTop Ha CYP3 A4 (kaTo KeTOKOHA30J1, UTPAKOHA30JI WIIM PUTOHABHP), TaKa U C
naxuouTop Ha CYP2C9 (kaTo BOpHKOHA30M).

Cyclosporine A: eTHOBpEeMEHHOTO Npuiiarane Ha Tracleer ¢ ukiIocnopud A (MHXUOUTOD Ha
KaJIIUHEBPUH) € IPOTUBOIIOKa3aHo (Bxk. Touka 4.3). [Ipu efHOBpeMEHHOTO NpuiIaraHe, HayaIHUTE
IUTa3MEHH KOHIIEHTpaluy Ha 003eHTaH ca NpuOIM3UTENHO 30-IIbTH [10-BUCOKHU OT T€3U, U3MEPEHU
cien; 003eHTaH, IPUIOKEH caMocTosTeNnHO. [Ipu cranoHapHO ChCTOsSIHUE, TIIA3MEHUTE
KOHILIEHTpalMX Ha 003eHTaH ca 3- 10 4-II'bTH NO-BUCOKH OT TE3H, U3MEPEHH cJiel] 003eHTaH, IPHIIOKECH
caMoCTOsTeTHO. MeXaHM3MBT Ha TOBa B3aMMOJICHCTBUE € Hali-BEpOSTHO MHXUOUpPaHE OT CTpaHa Ha
[UKJIOCTIOpUHA HAa MEAUUPAHOTO OT TPAHCTIOPTHHUTE MPOTCHHU MOeMaHe Ha 003eHTaH OT
xenarorurure. Konuentpanuure Ha mukiocnopuH A (cyoctpar Ha CYP3A4) B kpbBTa HaMansiBat
npubnauzutenHo ¢ 50%. ToBa Hali-BeposATHO ce AbKU HAa nHAyKuusaTa Ha CYP3A4 ot cTtpana Ha
003eHTaH.

Takponumyc, cuporumyc: eTHOBPEMEHHOTO IpWIaraHe Ha TaKpOJIMMYC WK cupoiumyc ¢ Tracleer He
€ M3CJIEIBAHO MIPH X0pa, HO M0 aHAJIOTHA C €IHOBPEMEHHOTO MPHJIaraHe ¢ [UKIJIOCIIOPHH A,
€IHOBPEMEHHOTO IIpUJIaraHe Ha TaKpOJIUMYC WM cuponumyc ¢ Tracleer moke a noBene 1o
MOBHUIIIaBaHE HA TJIA3MEHUTE KOHIIEHTpaluy Ha 6o3eHTaH. ChIIbTCTBAILOTO JeueHue ¢ Tracleer moxe
Jla HaMaJIy MIa3MeHUTe KOHIIEHTPaIuK Ha TaKpoJIuMyc U cuponumyc. [lopanu ToBa, eqHOBpeMeHHaTa
ynoTpeba Ha Tracleer u TakpOJIMMYC MM CHUPOJUMYC HE ce TpenopbyBa. [laiuenTure, mpu KOUTO
KOMOMHAanusATa € HaJOKUTENHA, TPsOBa Jja ObJaT NpocieIBaHd BHUMATEIIHO 32 HEXEJIaHW PEaKIUH,
cBbp3anu ¢ Tracleer, u 3a mIa3MeHUTE KOHIIEHTPAIIMK HA TAKPOIMMYC U CHPOJIIHMYC.

Tubenxnamud: eMTHOBPEMEHHOTO NpuilaraHe ¢ 0o3eHTaH 125 mg n1Ba MbTH JHEBHO B MPOIBIDKEHUE
Ha 5 JHM MTOHMXAaBa IUIa3MEHUTE KOHIeHTpaIlu Ha riaubenkaamun (cyocrpar Ha CYP3A4) ¢ 40%, c
BB3MO)KHO 3HAYUTEIIHO HAMAJISIBAHE HA XUMTOTTIMKeMUYHUS eekT. [I1a3mMennTe KOHIIEHTpaluy Ha
003eHTaH chIIo ce MoHKaBar ¢ 29%. OcBeH ToBa NPH NaUEHTHUTE, OTyYaBal KOMOMHUPaHa
Teparnus, ce Ha0JIr0/1aBa Mo-ToJIsIMa YeCTOTa Ha IMIOBUIIIaBaHe Ha aMHHOTpaHcdepasute. Kakto
MIHOSHKIIAMHUIBT, TaKa ¥ 003CHTAHBT MOTUCKAT SKCIIOPTHATA IIOMIIA Ha YKIIbYHHUTE COJIH, KOSTO OU
MOTJIO J]a 00SICHY MOBUIIIEHUTE aMHHOTpaHCchepasn. Tazu KoMOUHAIMS He TPsIOBa Jja ce M3IO0JI3BA.
Hsama HanmyHu naHHM 32 JEKapCTBEHUTE B3aMMOJCHCTBUS C IPYrUTe CyahaHMITypeHHH penapaTH.

Pugpamnuyun: nipu 9 31paBu manyeHTa €THOBPEMEHHOTO IIpUJIaraHe B MPOIBbJDKEHNE Ha 7 THU Ha
0o3enTan 125 mg nBa mbTH AHEBHO ¢ prudamnuuyH, MomeH nHaykrop Ha CYP2C9 u CYP3A4,
MOHM>)KaBa TJIa3MEHUTE KOHIIEHTpaly Ha 003eHTaH ¢ 58%, KaTo B OTJeNEeH Cilydail ToBa MOHM)KaBaHe
6u mMorJyio ga gocturde nmoutu 90%. B pe3yarar Ha TOBa ce 04aKBa 3HAYUTEIIHO HAMaJIeH ePEKT Ha
003eHTaH NpU €THOBPEMEHHOTO My Mpuiarane ¢ pudammunua. EAHOBpeMEeHHOTO npuiiarane Ha



pudamnunub U Tracleer He ce npenopbuBa. JIMIICBAT HaHHH 3a aApyrute HHAyKTopH Ha CYP3A4,
Hanpumep kapbamaszenuH, penobapouTa, EeHUTOUH U KBIT KAHTAPUOH, HO TAXHOTO SHOBPEMEHHO
NpujIarale ce o4akBa Jia 0BeAe A0 HaMallsiBaHEe HA CUCTEMHaTa eKCIOo3uIusl Ha 0o3eHTaH. He moxe
Jia ObJIC U3KITFOUCHO KJIMHUYHO 3HAYMMO HaMallsiBaHe Ha e(hUKaCHOCTTA.

Jlonunasup + pumonasup (u Opyeu pumonasup-nooCuieH npomeasHu UHXUOUMopu):
€HOBPEMECHHOTO puiiaraHe Ha 003eHTaH 125 mg Ba MbTH AHEBHO U JONMHABUD + putoHaBup 400 +
100 mg nBa mbTH JHEBHO 32 9,5 THM NpH 3ApaBH AOOPOBOJIM BOAU 10 HAYAIHU IJIa3MEHU
KOHIICHTpAITMH Ha 003¢HTaH, KOUTO Ca MIPHOIU3UTETHO 48-ITHTH TI0-BUCOKH OT U3MEPEHUTE CIIe
CaMOCTOSITEITHO MPUJIOKEHHE Ha 603¢HTaH. B 1eH 9, mia3MeHnTe KOHIIEHTpAK Ha 003eHTaH ca
MPHOIM3UTETTHO 5 ITHTH MTO-BUCOKHU OT T€3H IPU CAMOCTOSTEITHO MPHIIO’KEHNE Ha OO3eHTaH.
NuxubupaHeTo OT CTpaHa Ha PUTOHABUD HA MEIIMUPAHOTO OT TPAHCIIOPTHHUTE IPOTCUHU IPOHUKBAHE
Ha 0o3eHTaH B xenaronurure U Ha CYP3A4, Bogenio 1o penyuupaHe Ha KIMpbHCa Ha 0O3eHTaH,
Hall-BEepOsTHO MPUYMHABA TOBa B3auMoJieiicTBue. KoraTto ce mpunara e THOBpEMEHHO C JIOMUHABHP +
PUTOHABUD WJIH JPYTH PUTOHABHP-TIOACHICHH MPOTEa3HN HHXUOUTOPH, IOHOCHMOCTTA Ha TAI[UeHTa
kbM Tracleer TpsiOBa na ce ciaenm.

Cren emHOBPEeMEHHOTO TIpUIIarane Ha 003eHTaH 3a 9,5 THH TUIa3MEHHUTE SKCIIO3UIMHU Ha JIOMHHABUP U
PUTOHABUP HAMAJISBAT J0 KJIMHHYHO He3HAYMMAa CTereH (¢ npubiausutento 14% u 17%, chOTBETHO).
HesaBucuMo oT TOBa IbJIHA HHAYKIUS HAa O03€HTaH MOKe J1a He O'b/ie IOCTUTHATA U TTOCIIEIBAIIO0
MOHM)KaBaHE Ha MPOTEa3HUTE NHXUOUTOPH HE MOXKE J1a ce u3KiIroun. [IpernoppuBa ce moaxoasmo
npocnenssane Ha HIV tepammsra. [logoOuu edextn Morar qa ce o4akBat U P IPYTH
PUTOHABUP-TIOJICHIICHU IPOTEa3HA HHXUOUTOPH (BK. Touka 4.4).

Lpyau anmupempogupychu 1exapcmea.; He MOTaT Jla c€ HaIPaBAT CleUU(pUIHN TPEHOpPhKU 110
OTHOIIIEHUE Ha JPYTH HAIMYHUA aHTHPETPOBUPYCHHU JIEKapCTBa, MOpay JuIca Ha AaHHu. [lopagu
noyepTaHaTa XernaToTOKCHYHOCT Ha HEBUPAIMH, KOSTO MOXKE /1a C€ aKyMYJIMpa €
XeMaTOTOKCHUYHOCTTa Ha 003€HTaH, Ta3h KOMOMHALUS HE Ce MIPEropbyBa.

Xopmonannu xonmpayenmugy: eTHOBPEMEHHOTO NIpUIarane Ha 6o3eHTaH 125 mg ABa IbTH THEBHO B
NPOABIDKEHUE Ha 7 IHU ¢ €IMHUYHA 1033 IepopalieH KOHTPALENTHB, ChAbPrKalll HOpEeTUCTEpoH 1 mg
+ eTuHUN ectpanuon 35 ug, Hamansasa mwiomra nog kpusara (AUC — Area Under the Curve) Ha
HOPETHUCTEPOH U €TUHWI €CTPaAro, ChOTBETHO ¢ 14% u 31%. Ho HamansBaHeTO Ha EKCTIO3UIIHTA
MIPH OT/IETHUTE TAlIUEHTH € ChOTBETHO A0 56% 1 66%. CnenoBaTenHo, CaMOCTOSITETHO PUIOKEHH
KOHTpALENTHBY Ha OCHOBATa Ha XOPMOHH, HE3aBHUCHUMO OT IIBTS UM Ha BbBEKAAHE (T.€. IEPOPAIHY,
WHXKEKIIMOHHH, TPaHCIepMallHA WM UMIUTAHTHPYEMH JIEKapCTBEHU POPMH), HE CE CUHTAT 32
HaJISKTHA METO/IH 32 KOHTpanenuus (BxK. Touku 4.4 u 4.6).

Bapgapun: ennoBpemenHoTo npuiarane ¢ 6o3erran 500 mg jBa MbTH THEBHO B IPOAB/DKEHUE HA

6 IHU TIOHM>KaBa IUIa3MEHUTE KOHLIEHTpaUKu KakTo Ha S-BapdapuH (cyoctpat Ha CYP2C9), Taka u
Ha R-Bapdapun (cydctpar Ha CYP3A4), ceorBetHO € 29% 1 ¢ 38%. KinnHuunust onut ¢
KOMOWHHMPAHOTO MpuiiaraHe Ha 003eHTaH U BapdapuH npu nanueHtd ¢ BAX He e 0Ben 0 KIIMHUYHO
3HAYMMU NMPOMEHH B MexTyHapoaHo HopMmanu3upano ckotHomienue (INR - International Normalized
Ratio) miu B no3ara Ha Bap¢daprHa (M3X0AHO HUBO CIIPSIMO Kpas Ha KJIMHUYHUTE npoyuBaHusi). OcBeH
TOBA, YECTOTATA HA TIPOMEHUTE B JI03aTa Ha Bap(haprHa Mo BpeMe Ha MPOYyYBaHUITA, IbIDKAIIA Ce Ha
npomenu B INR wim Ha HexXenaHu peakIiy, € CXOJIHA ITPH NalUeHTUTE, odyJYaBay 003eHTaH HiTH
riane6o. He ce Hamara kopekius Ha 1o3ata Ha BapdaprHa Wik Ha JPyTd MOJI00HH OpaJIHU
AQHTHUKOAryJaHTHHU CPEJCTBa IPH 3all04BaHe Ha JieueHHe ¢ 003EHTaH, HO ce MPENopbhYBa HHTEH3UBHO
npocrnensBane Ha INR, ocoOeHO B HAUaJIoTO Ha JICYEHHETO U B MIEPHO/Ia Ha TIOKAYBaHE Ha J103aTa.

Cumeacmamun: €THOBPEMEHHOTO NpUiIarane ¢ 6o3eHTan 125 mg nBa mbTH AHEBHO B MPOIbBIDKEHHIE
Ha 5 THY TIOHIDKABa IUIAa3MEHHUTE KOHIICHTpaIuu Ha cuMBacTatH (cyoctpat Ha CYP3A4) u Ha
HETOBHS aKTUBEH META0ONUT -XUAPOKCH KUCETUHA, ChOTBETHO € 34% u ¢ 46%. [Inasmenute
KOHIIEHTpAIK Ha 003E€HTaH He Ce MOBIHABAT OT CHITBTCTBAIIOTO JIEYEHHE ChC CUMBAcTaTuH. TpsiOBa
Jla ce UMa MpeABU IPOCIIeAsBaHE Ha HUBATa HA XOJIECTEPOJIA U MOCIIEABAIL0 KOPUTHPAHE Ha J103aTa.



Kemoxonazon: eTHOBpEeMEHHOTO MpHJIaraHe B MPOIbIDKEHUE Ha 6 THU HA 003eHTaH 62,5 mg nBa MbTH
JTHEBHO C KETOKOHa30JI, MotieH naxuoutop Ha CYP3 A4, nmopuimasa mia3MeHUTE KOHIICHTPAITUN Ha
003eHTaH npubIM3UTENHO 2 bTU. He ce cunta, ye € HeoOX0IUMO J1a ce Kopurupa ao3ara Ha Tracleer.
Brrpeku ue He € 10Ka3aHo ¢ MPOYUBAHUS UH 6160, TOJOOHO MOBHUILABAHE HA TUIA3MEHHUTE
KOHIIEHTpaIiu Ha 003EHTaH ce O4YaKBa M ¢ Apyrute Moman naxuouropu Ha CYP3A4 (kato
WUTpaKoOHA30J Wik puToHaBup). Ho korato ce komOuuupa ¢ naxuoutop Ha CYP3A4, mpu manueHTure,
cnabu meradbonuzatopu Ha CYP2C9, nma puck OT MoBHIlIaBaHE HA TUIA3MEHUTE KOHIICHTPAIIMU Ha
003eHTaH B MO-BUCOKA CTETEH, KOETO J1a IOBEZIe 10 Bh3MOXKHI BPEIHU HEXKENaH! PEaKIINH.

Enonpocmenon: orpanndenurte naHuu, nonydeHu ot npoyusane (AC-052-356 [BREATHE-3]), npu
koeto 10 menquaTpuyHu NANKMEHTH ca MpUeMalii KOMOWHANKATa OT O03€HTaH U €NOMPOCTEHO COYar,
Ye KaKTo cjel] IpUeM Ha eIMHNYHA, TaKa ¥ Ha MHOTO JI03H, CTOWHOCTHTE Ha MAKCUMAaIHATA
koHueHTpaus (Cmax) ¥ Ha miommra mox kpusarta (AUC — Area Under the Curve) 3a 603eHTaH ca
NMoJOOHM NP MALUEHTUTE ChC MU 03 IIOCTOSIHHO BIMBAaHE HA €MONPOCTEHOM (BXK. Touka 5.1).

Cundenagun.: eTHOBPEMEHHOTO TpriTaraHe Ha 603eHTad 125 mg 1Ba MbTH AHEBHO (CTAI[MOHAPHO
TU1a3MeHo HKBO) U cwineHadun 80 mg Tpu MbTH JHEBHO (IPU CTAIMOHAPHO IIAa3MEHO HUBO),
IpUIaraHyd €THOBPEMEHHO B IIPOABIDKEHNE Ha 6 JHU IPH 31paBU 10OpOBOIILIH, BoAH 10 63%
HamassiBane Ha AUC npu cungenadpun u 50% ysenndyenue Ha AUC npu 0o3enras. [lpu
€IHOBPEMEHHOTO UM TpHJIaraHe ce MpernopbyBa MOBUIICHO BHUMAaHUE.

Taoanagun: 603entan (125 mg nBa IbTH AHEBHO) MMOHIKABA CHCTEMHATa €KCIIO3UIIHS Ha Taaamagu
(40 mg Benubx AHEBHO) € 42% U Cpax ¢ 27% cjiel MHOTOKPATHO €HOBPEMEHHO IMpHJIaraHe.
Tananadun He noenusiBa ekcrno3uusaTa (AUC 1 Cmax) Ha 003€HTaH WM META0OJIUTHTE MY .

Jlueokcun.: eMTHOBPEMEHHOTO TIpUJIaraHe Ha AUTOKCHH ¢ 603eHTaH 500 mg 1Ba MHTH JHEBHO B
MPOABIDKCHUE Ha 7 THU HaMaisBa muiomnta moja kpusata (AUC — Area Under the Curve),
MakcUMaTHATA (Cmax) 1 MUHUMATHATA (Crmin) KOHIIEHTPAIIMS HA JUTOKCHHA, CBOTBETHO 10 12%, 9% u
23%. MexaHU3MBT Ha TOBa B3aUMOJIeiicTBUE MOKe 1a Ob/ie MHAYKUUs Ha P-rimkonporenna. Hama
BEPOSATHOCT TOBA B3aMMOJCHUCTBHUE J1a ObJIC OT KIIMHUYHA 3HAYUMOCT.

[lemaTpryna momyJIamus
[IpoyuBaHus 3a B3aMMOJIEHCTBUATA Ca TIPOBEXKAHN CaMO ITPH BH3PACTHH.

4.6 @eprTuanrTet, )peMEHHOCT U KbpMeHe

BpemeHnHoct

[IpoyuBaHuUsTa IPH )KUBOTHHU TTOKa3BaT PENPOAYKTHBHA TOKCHYHOCT (TEPaTOTeHHOCT,
eMOPHOTOKCUYHOCT; BXK. Touka 5.3). Hsama HagexHa nHpOpManus 3a ynorpebaTa Ha Tracleer mpu
OpemMeHHU xeHH. [[OTEeHIIMATHUAT PUCK MPH XOpaTa Bce olie He e u3BecTeH. Tracleer e
MIPOTUBOIIOKA3€H TP OpeMEHHOCT (BXK. TouKa 4.3).

Kenu ¢ gereposieH DOTeHITHAI

IIpenu 3armouBane Ha nedeHue ¢ Tracleer nmpu >keHU ChC 3ama3eH AESTEPOICH MOTEHIMA TPSOBa J1a ce
MIPOBEPH, Y€ HE € HAIHIC OpeMEHHOCT, TPsIOBa [1a Ce MaaaT MOIXO SN CHbBETH OTHOCHO HACKTHU
METO/IY 3a KOHTPAILICIIIIKs, KaTO TPsOBa J1a Ce 3all0YHEe U MPUIIaraHeToO Ha MOIXOINa KOHTPAIICIIIUS.
[TanuenTrTe U NEeKapuTe, NPEANUCBAIIY JICYCHUETO, TPSAOBA J1a 3HAST, Y€ MOPaH Bb3MOKHH
(hapMaKOKMHETHYHHU B3auMoIeicTBHs, Tracleer Moxe na HanpaBu Hee(DEKTHBHU XOPMOHAJTHUTE
KOHTparenTuBH (BX. Touka 4.5). [Topaau ToBa, ’KEHUTE ¢ IETEPOCH MOTESHIINAT HE TPsOBa Aa
M3II0JI3BAT XOPMOHATHUTE KOHTPAIICNITUBY (B TOBA YHCIIO TIEPOPAITHA, MH)KEKIIMOHHH, TPAaHCISPMAITHU
e o1 hoopMaTa Ha UMILIAHTATH) KaTO €IMHCTBEH METOJI Ha KOHTPAIICTIIUS, a J]a U3II0JI3BaT
JIOTBJTHATEIICH WJTM AITEPHATUBEH HAJCSKICH METO HAa KOHTpAIENHsi. AKO CHITICCTBYBa CbMHECHHE
OTHOCHO TOBa, KaKbB CHBET JIa C€ Ja/Ie Ha KOHKPETEH MaIlUeHT, TPSOBa Ja My Ce Tpernopbhya
KOHCyJTalus ¢ ruHeKonor. [lopanu chiiecTByBaiiaTa BEPOATHOCT OT HEYCIEX OT MPUIIAraHeTo Ha
XOpPMOHAJIHA KOHTPAIISIIHS 110 BpeMe Ha jeueHue ¢ Tracleer u kaTo ce uMa MPEeaBU] PUCKBT OT
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TEXKKO BJIOIIABaHE Ha OeNoApoOHaTa XUIIEPTOHUS TPU OPEMEHHOCT, TI0 BpeMe Ha JICUSHHETO C
Tracleer ce mpenopbyBa Ja ce MPABAT KEMECEYHU TECTOBE 32 OPEMEHHOCT C Ie]l pAHHO OTKPHUBaHE
Ha OpEeMEHHOCTTA.

Kspmene

JlanHM OT cHOOIIICHUE HA CITyYaii ONMCBAT HAIMYKE HA 003EHTaH B KbpMaTa C HUCKa KOHIICHTPAIHSL.
Mma HemocTarpuHa nHGOpManus 3a epeKTUTe Ha O03CHTaH MPH KbpMadeTa. He Moke 1a ce M3KII0In
pHCK 3a kppMaueTaTa. He ce mpenopsyBa Ja ce KbpMH 10 BpeMe Ha niedeHue ¢ Tracleer.

deprunurer

[IpoyuBaHusiTa IPHU JKUBOTHU Ca MOKA3aJIU TSCTUKYJIApHU ePeKkTH (BxK. Touka 5.3). [Ipu ximHu4IHO
Mpoy4BaHe, u3cieaBailo eeKTuTe Ha 003CHTaH BbPXY TECTUKYIapHaTa (YYHKIUS [IPH MAIUESHTH OT
MBXKKH 11011 ¢ BAX, mectnma ot 24 yuactauim (25%) ca uMany HaMalieHa KOHIIEHTPaIus Ha
cniepmaro3onu ¢ more 50% oT U3XOJHOTO HUBO cliel 6-MecedHO JieueHne ¢ 0o3eHTaH. B3 ocHoBa Ha
TE3M HAXOJAKH M MPEIKINHUYHUTE JaHHH, HE MOXKE Ja C€ U3KIII0YH, Y¢ 003CHTaH MOXKE Jla MMa
yBpexIail eekT BbpXy cliepMaToreHe3ara npu Mmxere. He Modxxe J1a ce U3KITF0UH IBITOCPOYHO
BJIMSIHUE BHPXY (epTHIIUTETA CIe] JieueHHe ¢ O03CHTaH MU JIela OT MBXKKH TOJI.

4.7 EdexTn BbpXy ciocod0HOCTTA 32 IorpaHe u padoTa ¢ MAIINHA

He ca npoBexnanu cennuyHN MIPOyYBaHUS 32 OL[CHKA Ha Mpekus epekT Ha Tracleer BbpXy
CIOCOOHOCTTA 3a modupane U padoTa ¢ MauHu. Bernpeku ToBa, Tracleer Moke 1a IpUYUHH
XHIIOTOHHS, ChC 3aMastHOCT, 3aMBIJICHO 3pEHHE HIH CHHKOII, KOUTO OMXa MOTJIN J1a OBJIHSAAT
CrocoOHOCTTA 3a Mo UpaHe WK padoTa ¢ MAITHHH.

4.8 Hexenanu JeKapcTBeHH peaKINU

[Tpu 20 urare60 KOHTPOTUPAHHU IPOYIBAHHS, TPOBEACHU IPU PA3IMIHHA TEPAIIEBTUYHN TIOKa3aHS,
001110 2 486 manueHTH ca npuemMany 0o3eHTaH B JHeBHa J103a oT 100 mg 10 2 000 mg u 1 838
MaIMeHTH ca MpueMaiy miane6o. CpeHaTa IpoIbIDKUTETHOCT Ha JieueHHeTo € Owa 45 ceiMUI.
Hesxxenanurte jgekapCTBEHU peakiiuu ce Ae(UHUPAT KaTo ChOUTHS, KOUTO Bb3HUKBAT MPHU HAW-MaJIKO
1% ot npuemammuTe 003€HTaH NaIMEeHTH U ¢ Yectota noHe 0,5% mo-roisiMa oT Ta3u Ha MPUEeMAaIINTe
rutane6o narenTy. Haii-uectuTe HexenaHu JIeKapcTBeHU peaknuu ca riiaBodomnue (11,5%),
OTOK/3aapbkKa Ha TeyHocTH (13,2%), abHopMHM n3cneaBanus 3a yepHoapoOHa dyukuus (10,9%) u
aHEeMUSI/TIOHMXKEH xeMoryioouH (9,9%).

JleuenneTo ¢ 603eHTaH € OMIIO CBBP3aHO C J10303aBUCHMO ITOBHIIABAHE HA YEPHOIPOOHUTE
aMHHOTpaHc(epas3y U MOHKaBaHe HAa KOHIEHTPALUITa Ha XeMOornoOuHa (Bx. Touka 4.4).

Hesxenanure nekapcTBeHH peakiiuy, HaOmoqaBanu B 20 rurane0o KOHTPOIHPAaHU MPOYYBAHUS U TIPH
MOCTMAapPKETHHTOBUS OMHUT ¢ OO3EHTAH ca CTEMEHYBAHU M0 YeCTOTa KaTo Ce M3IMO0J3Ba Clie/HATA
KOHBEHIMS: MHOTO uecTH (> 1/10); wectu (> 1/100 no < 1/10); veuectu (> 1/1 000 mo < 1/100); peaxu
(> 1/10 000 no < 1/1 000); muoro peaku (< 1/10 000); ¢ Hen3BecTHa YecTOTa (OT HATMYHUTE JaHHHU HE
MOJKe J1a ObJIc HallpaBeHa OIICHKA).

B®B Besko IpymnupaHe€ B 3aBUCUMOCT OT 4ECTOTaTa, HEXCIIAHUTE JICKAPCTBEHU PEAKIIUU CE I/I36p0$IBaT
B HU3XOJAMI pC/] IO OTHOIICHUC HA TAXHATa CCPUO3HOCT. He ca Ha6J'IIO,I[aBaHI/I KIMHHUYHO 3HAaYMMHU
Pa3JIMKU B HCXKCIIAHUTC JICKAPCTBCHU PCAKIIUU MCKIAY 06H_IaTa 0aza JaHHHU 1 0,[[06peHI/ITC IIOKa3aHHs.

CucremMo-opraHaa YecToTa Hesxesann peakuuu
Kjaacuukanus
Hapymienus Ha kpbBTa U Yectu AnHeMus, MIOHMKEH XEMOTJIOONH

nuMdHATa cucTeMa (Bx. Touka 4.4)
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C Heu3BecTHA YECTOTA

AHeMuUst WK TIOHMKABAHE Ha
XEMOTJIOOUHA, KOETO TIOHSKOTa
Hajara rnpejuBaHe Ha YEPBEHU
KPBBHHU KJIETKH'

Heuectn TpomGouuTonenus'
Heuectn Heyrponenus, neBkonenus’
Hapyuienust Ha uMyHHaTa Yectu Peaknuu Ha
cuctema CBPBXUYYBCTBUTEITHOCT
(BKIJTIOYBAILY IEPMATHT, CHPOEK
uim 06puB)’
Penxu AHnadwrakcus u/unm
anruoenem’
Hapymenus Ha HepBHaTa MHoro gyectu I'nasoGonue’
cucreMa Yectn Cunkon*
Hapyiienus Ha ounte C Heu3BeCTHA YeCToTa 3ambriieHo 3penue’
Chbp/euny HapyLIIeHHs Yectu [Manmuraiun' 4
CbI10BU HApyIICHUS Yecrtu 3auepBsBaHe
Yectn Xunoronus'
Pecnuparopuu, rpbaHu U Yectun Haszanna konrectus'
MeIMACTHHAIHU HapyIICHHS
CromManiHo-4peBHH Hapymenus |Yectu lactpoesogareanna pedaykcHa

bosect
Huapus

Xenaro-OunuapHu HapyIIeHUs

MpHuoro yectu

AOHOPMHH YepHOAPOOHH
(yHKIMOHAIHYU TECTOBE (BXK.
Touka 4.4)

Heuectn

[ToBumenn amuHOTpaHChEpasH,
CBBP3aHH C XEMaTUT
(BKITIOYHUTEITHO BH3MOKHO
00ocCTpsIHE Ha MOAJIEKALL
XETIATHT) /M KbITEHHUIA!
(Bx. Touka 4.4)

Penku

Hupo3za Ha uepaus qpoo,
4epHOAPOOHA HEJOCTATHYHOCT',
ABTOMMYHEH XEMaTUT

Hapymenus Ha koxxara u
MOJIKOKHATa ThKaH

Yectn

Epurem

OO0 HapymeHus ¥ epeKTH Ha
MSICTOTO Ha TIPUJIOKEHHE

MHoro uectn

OTOK, 3aIpbiKKaA Ha TeLIHOCTI/I5

1

1ane00-KOHTPOIMPAHH JAHHN OT KIMHUYHO IIPOyYBaHE.

iareoo.

iareoo.

JlaHHU, MOTy4YeHU OT TIOCTMAPKETHHTOBHUS OIIUT, YeCTOTHTE CE OCHOBABAT HA CTATUCTHYECKOTO MOJEIMPAHE Ha
Peakiin Ha CBPBXYYBCTBHTEIHOCT ca ChOOMIEHHU TpH 9,9% 0T manueHTuTe ¢ 6o3eHTaH u npHu 9,1% oT mauueHTuTE C
['maBoGomue e chobiieno mpu 11,5% ot manueHtuTe ¢ 603eHTaH u pHu 9,8% OT MaMEHTUTE ¢ MmIanedo.

Te3u BUIOBE PEAKIHH CHIIIO MOKE JIa Ca CBBP3aHH C TOAJICKAIIO0 3a00IIBaHE.
OTOK WITH 33phKKa Ha TEYHOCTH € ChoOIeH npu 13,2% oT manueHTuTe ¢ 603¢HTan U npu 10,9% 0T MalMeHTHTE C

ITo BpeMe Ha MOCT-MapKETUHTOBUS NIEPUOJT Ca CHOOIICHH PEJIKH CIIy4ard Ha HeOOsICHUMA IIMpOo3a Ha
yepHUs Apo0 Clie ] MPOIBIDKUTEITHO JieueHue ¢ Tracleer mpu manueHTH ¢ MHOXKECTBO MPUAPYKABAIIH
3a00JIaBaHus M TEPAIHU C JIEKapCTBEHU cpecTBa. FiMa chIo peiku ChOOIIeHUs 32 YepHOAPOOHA
HEJOCTATHYHOCT U ABTOMMYHEH XENaTUT C JATEHTHOCT OT HAKOJKO Mecela A0 roguHu. Te3u
CHOOIIEHHUS TIOJICHIIBAT 3HAYEHUETO Ha CTPUKTHOTO CIa3BaHE Ha €XEMECEUHOTO MPOCIIe/IBaHe Ha
yepHOAPOOHUTE (DYHKIUH, JOKATO Tpae jJedeHueTo ¢ Tracleer (Bx. Touka 4.4)
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IlenuaTpuyHa momyJamnus

HeKOHmpOJZMpaHM KIUHUYHU npoy46eanusl npu neauamputmu nayuermu

[IpodmrbT Ha 6€30M1aCHOCT IPU IBPBOTO OTBOPEHO HEKOHTPOJIMPAHO NEIUATPUYHO IPOYIBaHE
nposenero ¢ punmupanu tadbetkn (BREATHE-3: n = 19, mennana Ha Be3pactTa 10 roguHu
[nnanazon 3-15 rogunu], 603eHTan 2 mg/kg aBa MbTH THEBHO; NTPOIBIKUTETHOCT HA JICUCHHE

12 cepmurn) e mogo0eH Ha TO3W, HAOII0JaBaH MPH OCHOBHHU MPOYYBAHMUS IIPH Bb3PACTHH MAI[UEHTH C
BAX. Ilpu BREATHE-3, Haii-uecTuTe He)xenaH! peakiuu ca 3adepBaBane (21%), rmaBobomnue u
aOHOpMHH 4epHOAPOOHM (yHKUIMOHAIHU TecToBe (16% Beska).

COopeH aHanu3 Ha HEKOHTPOJIMPAHU MEeANaTPUYHU PoyuBaHus, poseaenu npu BAX c 6o3eHTan
32 mg aucneprupanu ce tTadbnetku (FUTURE 1/2, FUTURE 3/IIpoabmkenne) BKIOYBA 0010

100 mema nexyBanu ¢ 603eHTaH 2 mg/kg nBa mpTH AHEBHO (n = 33), 2 mg/kg Tpu BT AHEBHO
(n=31), umn 4 mg/kg nBa meTH AHEBHO (N = 36). [Ipn BKIIIOUBaHETO, IIIECTHMA TTALIMEHTH ca OWIIN Ha
BB3pacT Mexay 3 Mecena u 1 rogmHa, 15 nema ca 6mim Ha BB3pacT Mexay | u mox 2 roquau u 79 ca
Own Ha BB3pacT Mexay 2 U 12 rogunu. MenuaHnaTta Ha IPOABDKUTEIIHOCT Ha JISUCHUE ¢ Onta

71,8 cenmunm (quanazon 0,4-258 ceamuiim).

[TpodunbT Ha Ge30MaCHOCT PH TO3H COOPEH aHAIN3 Ha HEKOHTPOJIMPAHH MTEAUATPUYHH [IPOYUBAHUS
€ moo0eH Ha TO3H, HAaOJIr0IaBaH IIPU OCHOBHUTE W3MUTBAHUS IIPH Bb3pacTHU nauueHTu ¢ BAX, ¢
M3KIII0UYEHHE Ha HHPEKIMNUTE, KOUTO ca ChOOIIEHH [T0-4€CTO, OTKOIKOTO Ipu Bb3pacTtHUTE (69,0%
copsimo 41,3%). Paznukata B yecToTara Ha HHPEKIUUTE MOYKE OTYACTH JIa C€ JBJDKH Ha MO-ToJIsIMaTa
MeJIaHa Ha MPOIBJLKUTETHOCT Ha EKCIIO3UIUATA B NIeAnaTpuyHaTa rpyna (Meauana 71,8 ceqmuiin) B
CpaBHEHHUE C Bb3pacTHHTE (MeauaHa 17,4 ceamunn). Hali-uectuTe HexenaHu chOUTHS ca MHQEKIIUU
Ha FTOPHUTE JuXaTeaHu npruma (25%), 6enoapobua (aprepuanna) xunepronus (20%), HazohapuHIuT
(17%), mupexcus (15%), mospwirane (13%), 6ponxur (10%), kopemna 6omnka (10%) u quapus (10%).
Hsima 3HaunMa pasinka B 4eCTOTaTa Ha HEXKEJIAaHUTE ChOUTHS IIPH NALMEHTUTE Haj U MOA 2 TOAUIIHA
BB3pacT; ToBa obaue ce 6a3upa camo Ha 21 nena mox 2 TOAWHY, BKIIOYUTEIHO 6 TAMEHTH MEXKIY 3
Mmecena u 1 roguHa. Hexxenanu chOUTHSI HA YepHOPOOHH HAPYIICHHS M aHEMHS/HaMaJleH
XeMOTJIOOWH ca HACTBIIIIN CHOTBETHO TIpH 9% 1 5% OT maIrueHTuTe.

[Tpu parmomMu3upaHo mIane60-KOHTPOINPAHO MPOYIBaHe, PoBeaeHO npH nanueHTn ¢ [IBXH
(FUTURE-4), 06110 13 HOBOpO/IeHH ca OWIIY JIEKYBaHH C JUCIIEPTHPAIH ce TaOJIeTKH 003eHTaH C
no3a 2 mg/kg nBa mbTH JHEBHO (8 MalMeHTH ca Owiu Ha iane6o). Menuanara Ha POAb/DKUTEITHOCT
Ha JIeueHHe ¢ 003eTaH U mianedo ¢ Oma, cboTBeTHO, 4,5 aHM (muanaszoH 0,5-10,0 xaw) 1 4,0 THH
(mmnamnazoH 2,5—-6,5 nau). Haif-yectnTe HeXellaHu ChbONTHS TIPH MAIUSHTH, JIKYBaHU ¢ 003€HTaH U
tane6o, ca OMIIM CHOTBETHO aHEMHUS MITM HaMalleH XeMOTJI00uH (7 ¥ 2 MallMeHTH), TeHepaln3upaH
eaem (3 u 0 marenTn) u noBpbinane (2 u 0 manueHTH).

JIabopaTopHU OTKIOHEHHUS

Ominonenus 8 4epHOOpoOOHUME U3CIe08AHUSL

ITo BpeMe Ha KIIMHUYHATA MPOTPaMa, 10303aBUCHMHUTE OBHUILIEHHS HA YEPHOPOOHNTE
aMHHOTpaHc(hepa3n 0OOMKHOBEHO ca Bb3HUKBAJIH MIPE3 MbPBUTE 26 CEAMHLIU OT JICUEHUETO,
O0OMKHOBEHO ca ce pa3BUBAJIHU MMOCTENEHHO U ca OWIM TJIaBHO acuMNTOMHU. [1o Bpeme Ha mocT-
MapKETHHTOBHS MTEPHOJ Ca ChOOIIEHH PEIKH CIIydan Ha [P03a U HEAOCTATHYHOCT Ha YEPHUS PO

MexaHU3MBT Ha TO3M CTPAaHHYEH €EKT He € sICeH. ToBa IMOBUIIaBaHEe Ha aMUHOTpaHC(epa3uTe MOXKe
Jla ce Mpeojiojiee CIIOHTaHHO, KaTo JISYEHWETO MPOAbKaBa ¢ MoJyIbpikaiia go3a Tracleer, wum cien
HaMmalsBaHe Ha J[03aTa, HO MOXe Ja Obje HeoOXO0AMMO MPEKbCBaHE WM CIIMpaHe Ha JICYEHHETO (BK.
Touka 4.4).

ITpu 20-Te obenuHeHn 1T1a1e00 KOHTPOIUPAHU MPOYIBAHMS, TOBUIIIABAHETO HA YEPHOIPOOHHTE
amuHotpancgepasu > 3 x [TH e nabmogasano npu 11,2% ot npuemanure 603¢HTaH NAMEHTH, B
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cpaBHeHHe ¢ 2,4% oT npuemamnure miare6o nanueHTy. [lopumasane 1o > 8 x [TH e HabmogaBaHo
nipu 3,6% oT nmanueHTuTe, iekyBanu ¢ 6o3enTaH u 0,4% oT mpuemanuTe mianedo manueHTH.
[NoBuimaBaHeTo Ha aMHHOTpPaHC(epa3uTe € OWII0 CBbP3aHO ¢ TIOBUIIABaHE HA OMIHpyOUHA

(=2 x I'TH) 6e3 nannam 3a 6mnnapra odctpykius npu 0,2% (5 manueHTn) npuemMamy 603eHTaH u
0,3% (6 marMeHTH) mpreMaIy rmiamneoo.

[Tpu cOopuus ananu3z va 100 nena ¢ BAX ot HekoHnTponupanure neauatpuynu npoyusanus FUTURE
1/2 u FUTURE 3/Ilpoabmkenue ca HaOIr01aBaHU IOBHINICHU YEPHOAPOOHN aMUHOTpaHcdepasu > 3 x
I'TH mpu 2% ot naruenTure.

IIpu mpoyusanero FUTURE-4, BxmtouBamo 13 noBopoaenu ¢ IIBXH, nexyBanu ¢ 603enrtan 2 mg/kg
JIBa THTH AHEBHO 3a mo-Manko oT 10 qum (guamaszon 0,5-10,0 qam), HIMa ciTy4an Ha YePHOAPOOHHU
amuHOTpaHchepasu > 3 x I'TH no Bpeme Ha JledeHreTo, HO €NH CIIy4aid Ha XENMaTUT € HaCTBITHI 3
JTHH CJIeJ] Kpasl Ha JIeueHHeTo ¢ O03eHTaH.

Xemoznobun

[Ipu mnane60-KOHTPOIMPAHU POYUYBAHUS MPH Bb3PACTHH, OHWKaBaHEe HAa KOHIIGHTpaluATa Ha
xemorsiobuHa nmox 10 g/dl ot HauanoTo Ha MPOYYBAHETO € ChOoOIIEeHO IpH 8,0% OT mpUeMaIuTe
003eHTaH nauueHTy 1 npu 3,9% ot npueMarure niaanedo nanueHTy (Bx. Touka 4.4).

[Tpu cOopuus ananu3 Ha 100 nena ¢ BAX oT HEeKOHTpOJIMPaAHUTE IEAUATPUIHH TPOYUBAHUS
FUTURE 1/2 u FUTURE 3/IIpoapmxenne, € ChOOIIEHO MOHMKaBaHe Ha KOHIIEHTPAIIHsITa Ha
xeMoryoornHa Ha n3xoHo HuBO 110 mox 10 g/dl mpu 10,0% ot manmentute. He e nmano nmonmxaBane
mox 8 g/dl.

[Tpu mpoyuBaneto FUTURE-4, 6 ot 13 nekyBanu ¢ 6o3entan HoBopoaenu ¢ [IbXH ca nmomxyunnn
MOHM)KaBaHEe HA XEMOTJIO0MHA OT peepeHTHUS TUana3oH Ha U3XO0JHO HUBO JI0 IO/ JI0JTHATa IpaHHLa
Ha HOpMarTa I10 BpeM€e Ha JICUCHUETO.

Cro01aBane Ha MMOJI03MPAHN HEXKEJIAaHH PEaAKIIUK

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEeaKIUy CJIe]] pa3pellaBaHe 3a ynoTpeOda Ha JIeKapCTBEHUs
NPOAYKT € BakHO. ToBa 1o3BosIsABa Aa NPOIBIDKH HAOIIOACHUETO Ha ChOTHOLICHUETO T0JI3a/PHUCK 3a
JIeKapcTBEHUS NMPOAYKT. OT MEIULMHCKUTE CIICUATIICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
[I0JJ03MpaHa HeXellaHa PeaKiysl Ype3 HallMOHAJIHATA CUCTeMa 33 ChOOIIaBaHe B:

W3nbiaHUTENHA areH1us 1o JeKapcTBara

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

BosenTan e npunaran B equHnuHa 103a A0 2 400 mg npu 3apasu unauBuay u o 2 000 mg Ha aeH B
MPOJB/DKCHUE Ha 2 Mecella MPH MalUEeHTH ChC 3a00IIsIBaHe, PA3JInYHO OT O0€I0JpOOHA XUITEPTOHUS.
Haii-dyectaTa HexxenaHa JeKapCcTBEHA peaknus € Ouina riaBoOoIne ¢ JeKa 10 yMepeHa HHTEH3UBHOCT.

l'onstmoTo mpemo3upane MoXe J1a I0BEE 0 CHITHO M3pa3eHa XUITOTOHUS, N3UCKBAIa aKTHBHA
MOJIKpena Ha ChpJeYHOCHA0BATa cucTeMa. B mepuopa cien myckaHne Ha rmasapa, ce choOIaBa 3a eJluH
ciydaii Ha ipego3upane ¢ 10 000 mg Tracleer, nmpuet oT enuH roHoIIA. Toli € IMaT CHMIITOMH Ha
rajicHe, MOBPBIIIaHe, XUIIOTOHWSI, BUCHE HA CBST, IOTEHE, 3aMbBIJICHO BIDKIaHE. BB3CTaHOBHII ce €
HaITBJIHO ciien 24 Jaca ¢ MEpKH 3a MOoUIbp)KaHe Ha KPBBHOTO HajsraHe. 3abenexka: 003eHTaHbT HE Ce
OTCTpaHABA UPE3 XEMOIUATU3A.
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5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMUYHH CBONCTBA
®apmMakoTepaneBTHYHA TPyIIa: APYTH aHTUXHIepTeH3uBHA tekapeTBa, ATC kox: C02KX01

MexaHu3bpM Ha JIEHCTBUE

BozenTan e nBoeH eHmoTenuH perentopeH aHTaroHucT (EPA) ¢ aguHATET KaKTO KBM SHIOTEIHH A,
taka 1 KbM B (ETa u ETg) peuentopute. bo3entan HamansiBa kakTo 06e10ApoOHOTO, Taka U
CHCTEMHOTO CHJIOBO CBHIIPOTHBIICHHE, KOSTO BOJH JI0 TIOBHUILIEH ChpAcUeH AeOUT, Oe3 1a ce MOBUIIaBa
ChpJeYHATa YECTOTa.

Hespoxopmonst ennorenus-1 (ET-1) e eaun oT Haii-MOILTHUTE U3BECTHH Ba30KOHCTPUKTOPH. Toi
MOXe 11a foBene 10 Gudpo3a, KIeThrIHa mpondepans, ChpaedHa XUEepTpohrs U PeMOISITHpaHe,
KaTo MOXe€ Ja IPUYMHY U Bb3NajeHue. Te3u eheKTH ce OChLIECTBABAT I0OCPEICTBOM CBBP3BAHETO Ha
ennorenuHa ¢ ETa u ETg penentopute, pa3noyioxKeHU B KIETKUTE HA €HAOTENMyMa U IJ1aiKaTa
MycKynarypa Ha ceaoBete. Konuentpanuure Ha ET-1 B ThbKaHWTE U IU1a3MaTa ce OBULIABAT IPU
HSKOU ChPICYHOCHIOBH Pa3CTPOICTBA 1 3a00JIBaHUs HAa CheIMHUTETHATA ThKaH, B ToBa 4rciio BAX,
CKJIEpO/IEpMHUS, OCTpa U XPOHUYHA ChPJIE€YHA HEOCTATHYHOCT, UCXEMUS HAa MUOKap/1a, CHCTEMHA
XHIIEPTOHUS M aTepOCKIIepO3a, KOETo Mpemnonara natorensara pois Ha ET-1 npu te3u 3abonsBaHus.
IIpu BAX u cbhpliedyHa HENOCTATHYHOCT, B OTCHCTBUETO HA €HAOTEINH PELENTOPEH AHTarOHU3bM,
MOBHILIEHUTE KoHIeHTpaluu Ha ET-1 ca cuiiHO CBBbp3aHu € TeKECTTa U MPOrHO3aTa Ha Te3U
3a00JIsIBaHUSI.

Bozenrtan ce koHKypupa 3a cebp3BaneTo ¢ ET-1 u npyrure ET nentunu, kakto 3a ETa, Taka u 3a ETg
pEIenTOpUTe, ¢ MaJIKO Mo-BUCcOK adunuteT 3a ETA penienropure (Ki = 4,1-43 HaHOMOJIA), OTKOJIKOTO
3a ETg penentopute (K; = 38-730 nHanomona). bo3enran e crerugpuyien anraronuct Ha ET
PEIENTOPUTE U HE CE CBHP3BA C JPYTH PELETOPH.

EdukacHoct

Mooenu na sorcusomnu

Mojenu Ha )KUBOTHH Ha 0€10pOo0Ha XUIIEPTOHUS ITOKA3BAaT, Y€ XPOHUYHOTO MEPOPATHO HPUIOKCHHE
Ha 003eHTaH HamassBa 6eN0JPOOHOTO CHIOBO CHIPOTURIICHHUE U J1aBa 0OpaTeH X0 Ha
xunepTpousaTa Ha 6enoAPOOHHUTE CHIOBE U AICHATA Kamepa Ha chpieTo. [Ipy MoeNn Ha )KUBOTHU
Ha OesopoOHa (hudpo3a, 603EHTaH HAMAJIsIBA OTJIAraHETO Ha KOJIAreH B OeyuTe Ipo0oBe.

Edbuxacnocm npu évspacmuu nayuenmu ¢ 6e100pooHa apmepuania XunepmoHus.

[TpoBeneHu ca qBe paHOMU3UPAHH, ABOHHO-CIIETIH, MYJITHIICHTPOBH, IIAe00 KOHTPOIUPAHH
npoyuBanus ¢ 32 (mpoyuBane AC-052-351) u 213 (mpoyuBane AC-052-352 [BREATHE-1])
Bb3pacTHH nauueHTu ¢ BAX III-IV ¢ynkuuonanen xiac no C30 (mppBuuHa 6enoapoOHa
XUIIEPTOHMS WK OestoipoOHa XUIIEPTOHMS, BTOPUYHA IJIaBHO Ha ckieponepmusi). Cien 4 ceamuy Ha
6o3eHTaH 62.5 mg Ba IbTH AHEBHO, M3CIIEABaHATA TIOJABPIKAIIA J103a IIPH TE€3U MPOYYBAHUS €

125 mg aBa mptu gHeBHO npu AC-052-351, 125 mg nBa nbTu AHEeBHO U 250 mg ABa MbTU JHEBHO MpU
AC-052-352.

BbosenTan € o6aBeH KbM TEKyIaTa TepaIys Ha TMAIMEHTUTE, KOSTO OM MOTJIa J]a BKITIOYBa
KOMOWHAIIMS OT aHTHKOATYJIAHTH, Ba30IMJIATATOPH (HApUMep, OJIOKEPH Ha KAIIIIUEBUTE KaHATH ),
JUYPETHIIN, KACIOPOA U AUTOKCHH, HO HE M enonpocTeHo 1. KOHTpoIbT € miianebo Iioc TeKyiaTa
Tepanmusi.

[IppBHYHATA KpaifHa TOUKa B Kpasi Ha BCSAKO MPOYUYBAHE € MPOMsIHATa B U3MHUHATOTO PAa3CTOSIHUE CIIe]
6-MUHYTHO XOJIeHe Ha 12-Ta ceMuIIa IpU TBPBOTO MPOYUYBaHE U HA 16-Ta ceaMuIIa mpyu BTOPOTO
npoy4sane. M nipu 1BeTe Mpoy4BaHUs, JCUSHHETO C OO3EHTAaH BOJU JI0 3HAYHUTEITHO TIOBUIIIABAHE HA
¢uznueckus kanagureT. [Inane®o-KopurupanoTo yBenuuaBaHe Ha U3MUHATOTO Pa3CTOSHHUE B
CpaBHEHHE C Ha4aJoTo € ChoTBETHO 76 MeTpa (p = 0,02; t-tect) u 44 metpa (p = 0,0002;
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Mann-Whitney U TecT) kaTo IbpBUYHA KpaliHa TOYKA B Kpasi Ha BCAKO IpoyuBaHe. Pasmukure Mexay

nIBeTe TpymH, 125 mg nBa mbTH Ha neH 1 250 mg aBa MbTH HA JICH, HE Ca CTATHCTHYCCKH 3HAYUMH, HO

UMa TeHJICHIIHMS KbM NoI00psiBaHe Ha (PU3NUECKHsI KalalUTeT B rpynara, npuemaina 250 mg aBa mbTH
JTHEBHO.

ITomobpenneTo B MI3MHUHATOTO Pa3CTOSHIUE C€ YCTAHOBSIBA Ciel 4 CeMMUIIN JICUeHHE, CTaBa ChBCEM
SIBHO CJIE/ 8 CEAMMUIIH JICUCHHUE U CE MOAIBPKa 10 28-Ta CeAMUIIA PU ABOUHOCISNIOTO JICUCHUE B
e/lHa MOATPYTIA OT IMOITYJIalKATa Ha TTAI[HeHTHUTE.

B peTpocnekTHBEeH aHAIN3 HA PECIIOHICHTHUTE, Bh3 OCHOBA HAa MPOMEHUTE B H3MHHATOTO Pa3CTOSHHE,
¢ynkunonannus kinac nmo C30 u nucnHesTa npu 95 manuenTa, paHAOMHU3UpaHy Ha 603eHTaH 125 mg
JIBa THTH JHEBHO B I1arie00 KOHTPOIMPAHUTE IPOYYBAHIS, € YCTAHOBEHO, Ue Ha 8-Ta ceaMuIia

66 MaIKeHTH ca UMaii IoJJo0penue, 22 ca Ounu ctadwiHu u 7 ca ce Bromwi. OT 22-Ta ManueHTH,
crabunu3upanu Ha 8-Ta cenMuIia, 6 ca uManu nonoopenue Ha 12/16-ta cenmunia u 4 ca ce BIOIIWIIH,
B cpaBHEHHE ¢ HayajoTo. OT 7 marueHTH, KOUTO ca OFIIN BJIOIIEH! Ha 8-Ta ceaMMIIa, 3 ca ce
nogoOprin Ha 12/16-Ta cenMuia u 4 ca ce BIOIINWIN, B CPABHEHHE ¢ HAYAIIOTO.

Camo B TbPBOTO MPOYYBaHE € MPaBCHA OIIEHKA HAa HHBA3UBHHUTE XEMOJMHAMUYIHH MTapaMETPH.
Jleyenuero ¢ 6O3EHTaH € JJOBEJIO JI0 3HAYUTEIHO YBEINYaBaHEe HA ChPACYHHUS HHICKC, CBBP3aHO ChC
3HAYUTEITHO HaMaJIIBaHEe Ha OeJIOAPOOHOTO apTePUATHO HAJISTraHe, 0eIoAPOOHOTO ChIOBO
CBIIPOTHUBIICHHUE U CPEIHOTO HAJSATaHe B ASICHOTO MPEACHPIHE.

[Tpu neuenuero ¢ 603eHTaH € HabMIOIaBaHa peAyKuus B cumnroMatikara Ha BAX. W3cnensanero Ha
JICTIHESITa TI0 BpEMe Ha TECTOBETE C XOJIeHE NI0Ka3Ba MOA00peHHe IPH ITpreMaIiuTe 603eHTaH
nanueHTH. B Haganoro Ha npoyuBane AC-052-352, 92% ot 213 nauuenTtu ca ¢ QyHKIMOHAICH

kiaac I, cnopen kinacudukanusra Ha C30 u 8% ca ¢ pynkuunonanex kiac V. Jleuenunero ¢ 603eHTaH
BOJIM 70 Io100psiBaHe Ha ¢pyHKIMoHaIHUA Kiac mo C30 npu 42,4% ot narentute (tiamnebo 30,4%).
Karto 1o, npomenute BbB (hyHknmnonanaus kiac mo C30 mo Bpeme Ha JBETE MPOyUBaHUsI ca
3HAYUTEJIHO M0-100pH IIpU IpUeMaluTe 003eHTaH NAlMeHTH, B CPaBHEHHUE C IPHEMAIIUTe [1anedo
nanueHTH. Jleuennero ¢ 603eHTaH ce CBHP3Ba ChC 3HAUNUTEITHO HAMAaJIsIBAHE CTEIICHTAa HA KIIMHUYHOTO
BJIOIIIABaHE, B CpaBHEHUE C Iuiaiedo, Ha 28-ta ceamuria (10,7% cpeury 37,1%, ChOTBETHO;

p =0,0015).

[Ipyu panHIOMU3KMPAHO, IBOWHOCIIAIO, MHOTOLIEHTPOBO, Mane60-KorTposupano npoyusane (AG-052-
364 [EARLY]), 185 nauuentu ¢ 6enoapodHa apTepuanna XunepTonus GpyHnkuuonaien kiac I mo C30
(cpenno 435 MeTpa, U3MUHATH 32 6 MUHYTH Ha U3XOJIHO HUBO) ca MONy4Yriid 003eHTaH 62,5 mg aBa
ITBTH JIHEBHO B MPOJIbIDKCHIE HA 4 CEIMUIIH, CIIE/l KOETO ca MpeMuHay Ha 125 mg /Ba IbTH JTHEBHO
(n=93) wiu wianebo (n = 92) B npoab/vkeHue Ha 6 Mecela. BrirouenuTe nanuenTy ¢ 6eoapooHa
apTepuasHa XunepToHus ca owm Henexysanu (N = 156) wu ca Guu Ha ocTosHAA 1032
cungenadun (n=29) . [TbpBUYHUTE CHCTABHU KPAiHU TOYKH Ca IPOLEHTHUTE TIPOMEHH OT U3XOIHO
HHBO Ha 6enospoOHOTO Ch10BO chipoTuBieHue (BCC) 1 mpoMsHATa CIIPSIMO U3XOIHOTO HUBO Ha
M3MHHATO Pa3CTOSHUE 3a 6 MUHYTH Ha IIECTHS MECEll, CpaBHEHH C ruane6o. Tabnumara mo-10y
WIKOCTPUPA aHaJIu3a Ha MPEJBAPUTEIHO ONPEIEIEH s IPOTOKOIL.

BCC (dyn.sec/cm®) XogneHe 6 MunyTH, Pasctosiaue (M)

[Inane6o (n =88) |bozentan (n=80) |Ilnmaune6o (n=91) |bosenTan (n=86)
W3xoaH0 HUBO 802 (365) 851 (535) 431 (92) 443 (83)
(BL); cpenno (SD)
IIpomsina cpsimo 128 (465) 69 (475) 8(79) 11 (74)
BL; cpenno SD
Edextn ot 22,6% 19
JIeueHHe
95% nosepuTenHa 34,10 4,42
rpaHuIa
p-CTOWHOCT <0,0001 0,0758

JI' = noseputenna rpanuna; bCC= 6emoapo0HO ChI0BO ChIPOTHUBIEHUE; SD = cTaHIAPTHO OTKIOHEHUE.
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JledenueTo c 003eHTaH ce CBbP3Ba C HAMAJICHHE Ha YeCTOTaTa Ha KIIMHUYHO BJIOIIaBaHE, OMPENEICHO
KaTo ChCTaBEHO OT MPOTPECHs Ha CHMITTOMHTE, XocTHTanm3anus mopaan bAX u cMbpT, B cpaBHEHHE
¢ Tiane6o (MpomopIMOHATHO HaMalleHue Ha pucka 77%, 95% nosepurenen untepsain [[1] 20 - 94%,
p =0,0114). EQekTsT 0T 1eueHneTo e npocieieH Yype3 NoA00peHre B KOMIIOHEHTUTE Ha MIPOTrpecus
Ha cumnTomute. HaOmrogaBaHu ca eqHa XOCIATAIM3AIs, Ib/DKaIa ce Ha Biomasade Ha BAX B
rpymara, JJeKyBaHa ¢ 003eHTaH, ¥ TPU XOCTIUTAIN3alKH B rpynara Ha miane6o. [lpu Besika rpyna Ha
JiedyeHHe € HabJIoaBaH €MH CIy4yail Ha CMBPT Mpe3 HIECTTEe Mecela Ha IBOMHO-CIICTH IEpUo]] Ha
MPOYYBaHETO, TOPAIN KOETO HE MOJKE /Ia CE HANPABH 3aKITIOUEHHUE 32 MPEKUBSIEMOCTTA.

JaHHu 3a MPOABIDKUTENCH MEPHOJ OT BpeMe ca chOpaHu OT BcHYKUTe 173 manueHTu, KOuTo ca
JeKyBaHU ¢ 003eHTaH B KOHTpoJMpaHara ¢a3a 1/iim ca MpeMHHAIH OT Iuiane6o Ha 003eHTaH 1o
BpeMe Ha OTBOPEHOTO MpoabKeHHe Ha mpoyuBaHeTo EARLY. CpenHaTta mpoabpKUTETHOCT HA
SKCTIO3HITUS Ha JiedeHue ¢ 0o3eHTaH ¢ ouna 3,6 £ 1,8 ronuau (10 6,1 roguam), karo 73% ot
NAalMEHTUTE ca JIEKyBaHU Hal-MaJKo 3 ToauHu U 62% - Hali-Manko 4 roaunu. [lanuenture Ouxa
MOTJIW J1a TIOJTy4YaT JOMBIHUTENHO jtedeHue 3a BAX, KakTo ce H31CKBa B OTBOPEHOTO MPOIbIKEHHE
Ha poy4BaHeTo. [lo-romsMaTa 4yacT OT MAIUEHTHUTE Ca AUATHOCTUIIUPAHU C UIUOTIATHIHA WITH
HacnexactBeHa BAX (61%). Karo usno, 78% oT mauueHTuTe ca MpoABIKIIN ¢ GYHKIHUOHAJIEH KIIac
II cnopen knacugukarusata Ha C30. Onenkute Ha Kaplan-Meier 3a npexUBIEMOCT ca ChOTBETHO
90% u 85% na 3" u 4™ ronrHa OT 3aII0YBaHE HA JieueHUEeTo. B chiuTe BpemeBu Touku, 88% u
79% OT manMeHTUTE NPOabKIIIN Oe3 Biomasane Ha BAX (onmpeneneHo KaTo CMbPT,I0 BCSIKaKBa
NPUYKHA, TPAHCIUIAHTAIMA Ha OsUT APO0, aTpuaiHa CeNTOCTOMUS MU 3all0YBaHe HA HHTPABEHO3HO
WM TIOAKOKHO MPOCTaHOUAHO JieueHue). CpaBHUTEITHUS IPUHOC HA IPEAXO0KAAIIOTO JICUCHHE C
rrane0o B Ha IBOMHO-cIsANaTa (pa3a u Ha IPyTH JEKapCTBa, 3all0YHATH TI0 BpeMe Ha ¢a3aTa Ha
OTBOPEHO MPOIBIDKEHNE HA POYYBAHETO HE € M3BECTEH.

B npocniekTiBHO, MyNITHIICHTPOBO, PAaHIOMHU3UPAHO, TBOWHOCIIAIIO, TUTAIe00-KOHTPOIUPAHO
npoyuBane (AC-052-405 [BREATHE-5]) mantuenture ¢ BAX, dynkiuonanen kiac Il mo C30 u
¢usmnonorus Ha Aii3eHMeHrep, CBbp3aHa C BPOJCHO ChbpACYHO 3a00s1BaHe, ca MoIy4aBaid 003eHTaH
62,5 mg nBa MTU AHEBHO 3a 4 CEAMMUIIH, ciea KoeTo 125 mg nBa mbTH AHEBHO 3a orle 12 cenmuin (n
=37, ot xouto 31 ca MMaM IPETUMHO JIeCEHO KbM JISIBO JABYIIOCOYEH IIBHT). OCHOBHATA IIETI € J1a Ce
JIOKaxe, 4e 003eHTaH He BiomaBa xunokcemusita. Cien 16 ceqmuny, B rpynaTta Ha 003eHTaH
cpemHarta KuciopoaHa carypamus ce mosumiasa ¢ 1,0% (95% CI — 0,7%- 2,8%), B cpaBHEHUE C
rpynara Ha mane6o (n = 17), koeto mokaspa, 4e 003eHTaH He BIoIIaBa XUMokceMusaTa. CpeHOTOo
0eroIpoOHO CHIOBO CHIIPOTUBIICHHE € HAMaJICHO 3HAYUTETHO B TpyIaTa Ha 003eHTaH (KaTo
npeoOagaBanuaT eQeKT e HabIoAaBaH B cyOrpynaTa oT MallueHTH ¢ JBOWHO HACOYBAIIL
WHTpakapanaieH meHT). Crex 16 ceaMunn, CpeHOTO TUIANe00-KOPUTHPAHO TIOBHUIIIABAHE HA
M3MUHATOTO Pa3CTOSIHUE C XoJieHe 3a 6 MuHyTH € 53 Metpa (p = 0,0079), koeTo mokasBa mogoOpsiBaHe
Ha KaralureTa 3a yrnpaxHeHus. J[BajeceT U 1IecT MAlMeHTH ca MPOIbIDKUITH J1a TToTydYaBaT 003eHTaH
1o Bpeme Ha 24-cenqMuyuHara ¢asa Ha 0TBOopeHo npoabinkeHue (AC-052-409) Ha npoy4BaHeTo
BREATHE-5 (cpemna mpoabDKUTETHOCT Ha JiedeHueTo = 24,4 + 2.0 ceIMHIIN) U KaTO IISUI0
e(rkacHOCTTa € OWIIa MoIbpIKaHa.

OtBopeHo, HecpaBHUTENHO poyuBane (AC-052-362 [BREATHE-4]) e npoBeneno mpu 16 namueHTn
¢ OenoapoOHa aprepuanHa xunepTonus, pyunkuuonanex kiuac 111 mo C30, cebp3ana ¢ HIV undexius.
[NanuenTure ca noxy4aBanu 603eHTaH 62,5 mg 1Ba MbTH JHEBHO 3a 4 ceMUIIM, ciiesl kKoeto 125 mg
IiBa TH AHEBHO omie 12 cemqmurin. Cnexn 16-ceMMUYIHO JICUCHHE € OTYETCHO 3HAYUTEITHO MOI00peHue
B KaIlaluTeTa 3a ynpaKHEeHUs], B CPaBHEHHNE C HAYATHUTE CTOMHOCTH: CPETHOTO TIOBUIIIABAHE MTPH
6-MUHYTHUS TeCT ¢ xoieHe € 91,4 MeTpa, B cpaBHeHHe ¢ 332,6 MeTpa CpelHU HaYaJIHU CTOMHOCTH

(p <0,001). He morar na 6baaT HalIpaBeHH CHILECTBEHN N3BOIN OTHOCHO eeKTnuTe Ha 003EHTaH
BBPXY €(DEeKTHBHOCTTA Ha aHTHPETPOBUPYCHATA Tepanus (BX. Touka 4.4).

Hsima nmpoyuBanusi, KOUTO /1a T0Ka3BaT OJIAarONPHUATHUTE ePEKTH BbPXY MPEKUBIEMOCTTA IIPH
neuenue ¢ Tracleer. Ho IbITOCPOYHHAT BUTAICH CTATYC € JOKYMEHTHPAH MIPU BCHUKUTE

235 manueHTH, JIeKyBaH! ¢ 603€HTaH IpH ABETE OCHOBHH IIJIaie00 KOHTPOINPAHH IPOYYBAHUS
(AC-052-351 u AC-052-352) u/unu TeXxHuTe JBE HEKOHTPOJIMPAHHU, OTBOPEHH MPOIBILKECHUSI.
CpemnaTa IpoabKUTEIIHOCT Ha eKCIIo3UIuATa Ha 603eHTaH € 1,9 roguau + 0,7 ronuau (MuH.:
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0,1 roguHa; Makc.: 3,3 TOAWHM) U MAIUSHTUTE ca HAOMoqaBaHu cpenHo 2,0 + 0,6 ToauHM.
BoAmMHCTBOTO OT MalMEHTHTE Ca TUArHOCTUIIMPAHU C MbPBUYHA Oe10poOHa xurnepToHus (72%) u ¢
1T dpysaxmuonanen kiaac mo C30 (84%). B Ta3u o6ma nomynarus, OIleHKUTE Ha MPEKUBSIEMOCTTA T10
Kaplan-Meier ca 93% u 84%, choTBeTHO 1 ¥ 2 TOAMHM Clle]] 3aTI0YBaHE HA JICYCHUETO ¢ OO3EHTaH.
OIEHKUTE Ha TIPEKUBAEMOCTTA Ca MO-HUCKHU B TIOATPYIATa OT MallUEHTH ¢ OEN0IpoOHa apTepraiHa
XUIEPTOHUS, BTOPUYHA Ha CHCTEMHA CKiiepo3a. OIEeHKNUTE MOXKe J1a ca TTOBIUSHHU OT 3alI0YBAaHETO Ha
JIeYCHHE C SITONPOCTEHOI TIpH 43/235 manueHTH.

Ipoyusanus, nposederu npu deya ¢ 6e100pobHA apMePUaAIHa XUnepmoHnus

BREATHE-3 (AC-052-356)

Ounmupanute TabaeTKu O03EHTaH ca OLEHSIBAHN B OTBOPEHO, HEKOHTPOJIMPAHO MTPOYUYBaHE TPU

19 nepnarpryann manueHTn ¢ BAX Ha Bb3pacT ot 3 1o 15 roguan. ToBa mpoyduBaHe € Ch3a/IeHO
MPEeTUMHO KaTo (papMaKOKMHETHIHO TIpoyyBaHe (BX. Touka 5.2). [larmenTrre ca nmanu mbpBHYHA
6enoapoOHa xunepronus (10 mauuenta) nin BAX, cBbp3aHa ¢ BpoJIeHO ChPSUHO 3a00IIBaHe

(9 marmentn) u pyHxmoHaneH knac I, cnopen knacudukarusara vHa C30 (n = 15, 79%) nnu knac 111
(n=4, 21%) na u3xonHoTO HUBO. [laneHTUTE Ca pa3iesieH! Ha TPH I'PYIIH, B 3aBUCUMOCT OT
TEJIECHOTO TETJIO, U UM € Mpuiiaran 603eHTaH npuoiImu3nTenHo 2 mg/kg 1Ba MbTH JHEBHO, B
npoab/okeHue Ha 12 ceamuiiy. [TonoBruHAaTa OT MAIMEHTHTE OT BCSAKA IPYIa Bede ca OUIH JICKyBaHH
MHTPABEHO3HO C EMOIPOCTEHOI, KaTO 103aTa Ha €NONPOCTEHOIa He € IIPOMEHSIHA TI0 BpeMe Ha
POYYBAHETO.

XemoauHaMuKata € uzcieasana npu 17 nanuenta. CpeTHOTO MOBUIIIABAHE HA CHPJCYHHS HHIIEKC OT
Ha4aI0To Ha npoy4sanero € 0,5 1/min./m?, HaMaIABaHETO HA CPEAHOTO GETOIPOOHO APTEPUATHO
Haysrane € cpeano 8 mmHg, a namanssaneto Ha BCC e cpenno 389 dyn-sec-sm™. Te3u nmogobpenus
Ha XeMOJWHAMHKATA OT HAYAJIOTO Ha TIPOYYBAHETO Ca CXOJHH ChC MU 0€3 €THOBPEMEHHOTO
npujarase Ha emnonpocteHos. [I[poMeHnTe B mapaMeTpuTe Ha TecTa ¢ HaToBapBaHe Ha 12-Ta ceamuna
OT HayaJIOTO Ha MPOYYBAHETO Ca MHOTO HECUT'YPHH U HE Ca 3HAYMMHU.

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

FUTURE 1 e oTBOpeHO0, HEKOHTPOIUPAHO MIPOYIBAHE, IIPOBEICHO C PA3TBOPUMH TaOJIETKH O03€HTaH,
MIPHUIIOKEHU ¢ TTOIbpoKamia 1o3a 4 mg/kg nBa mbTH JHEBHO Ha 36 MAIMEHTH Ha BB3PacT OT 2 JI0

11 roguan. ToBa mpoy4BaHe € Ch31aICHO MPEAUMHO KaTo (hapMaKOKHMHETHYHO MPOyYBaHe (BXK. TOUKA
5.2). Ha u3X0IHOTO HHBO, MAIMEHTHUTE ca nMaiy uauonatudna (31 nmamuentn [86%]) wim dpamuHa
(5 marmmentu [14%]) BAX u pynkumonanen knac 11, cmopen kinacugukarusta Ha C30 (n = 23, 64%)
i kiac [II (n = 13, 36%). [1pu npoyuBanero FUTURE 1, menuanara Ha eKcrio3uius Ha
Mpoy4BaHOTO JieueHue ¢ o6mna 13,1 cemmunu (muamaszon: 8,4 mo 21,1). 33 oT Te3u marueHT ca
MOJTYYMITHA TIPOIBIDKUTEITHO JISYSHNE C TUCTIEpTHpalIn ce TadeTku 003eHTaH ¢ no3a 4 mg/kg nBa
mbTH 1HeBHO 110 BpeMe Ha FUTURE 2 nexoHTponmpaHa $aza Ha IpoIbJDKEHUE ¢ MeIaHa Ha
MPOIBIDKUTEITHOCT Ha ISIIOCTHOTO Jedenue 2,3 roaunu (nuamnaszon: 0,2 g0 5,0 roguan). Ha
uzxoanoto HuBo npu FUTURE 1, 9 nanueHTH ca npueMai enonpocTeHoN. 9 nauueHTu ca
3armovYHaiy 3a npeB T bAX-crenuduvHo neueHre no BpeMe Ha npoyusaneto. OneHkaTa 1mo
Kaplan-Meier 3a BiomaBane Ha BAX 6e3 cb0uTHS (CMBPT, TpaHCIIAHTAIMS Ha OsT Ipo0 mitn
xocuuTanu3anus 3a Biomasane Ha BAX) cien 2 rogunu e 78,9%. LsimocTHaTa orieHka 3a o01a
npexusseMoct 1o Kaplan-Meier na 2 rogunu e 91,2%.

FUTURE 3 (AC-052-373)

IIpu TOBa OTBOPEHO, PAHIOMHU3UPAHO NMPOYUIBAHE C IUCIICPTUPAITHN ce Ta0IeTKH 603¢HTaH 32 mg,

64 nena cbe ctabmnHa BAX Ha Bb3pacT oT 3 Mecena a0 11 roguHu ca OmiIn paHAOMU3HUPAHU HA

24 cenmuum nedeHue ¢ 6o3entad 2 mg/kg nea bt AHEBHO (n = 33) uiu 2 mg/Kg Tpu IbTH THEBHO
(n=31). 43 (67,2%) ca 6unum Ha BB3pacT oT > 2 10 11 roaunwu, 15 (23,4%) ca Ounu mexay 1 u

2 ronuHy, U 6 (9,4%) ca Ounm mMexny 3 Mecena u 1 roauHa. [IpoydyBaHeTo € ch3AaIeHO MTPEIUMHO
KaTo (hapMaKOKHMHETHYHO MpOoyYBaHe (BXK. TOUKa 5.2). U KpallHUTE TOYKH Ha e(h)UKACHOCT ca caMo
excruioparopuu. EtTnonorusra va BAX, cnopen knacudukanusra Dana Point, BkiIrouBa uauonaTuyHa
BAX (46%), nacnencteena bAX (3%), BAX cnen kopekTuBHa chpieuna natepseruus (38%) u BAX,
IIPY BPOJIEHO ChPJIEYHO 3a00IsABaHe, CBbp3aHa ChC CUCTEMHO-ITYJIMOHAIHHU IIBHTOBE, BKIIOUUTETHO
cunapoma Ha Eisenmenger (13%). [TauuenTture ca ¢ GpyHkimoHaaeH kiac I, copen kiacudukamnusra
Ha C30 (n =19, 29 %), xmac Il (n = 27, 42%) nmu xnac 11 (n = 18, 28%) npu 3anouBane Ha
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npoyuBaHaTa Tepanus. [lpy 3amouBaHe Ha MPOYYBAHETO, MAIIMEHTUTE Ca JICKYBaHU C JICKapCTBa 3a
BAX (mait-uecto camo ¢ uaxubuTOp Ha hochoauecrepasa tum 5 [cumuenadu] [35,9%], camo ¢
6o3enran [10,9%] 1 c komOnHaNKA OT O03eHTaH, mionpocT U cuineHadpwmn [10,9%]) u ca
MPOIBIKUIN TepanuaTa cu 3a BAX no Bpeme Ha poy4yBaHEToO.

[Ipu 3anouyBane Ha MPOYUBAHETO, TO-MAJIKO OT ITOJIOBMHATA ydacTBamy nanueHTH (45,3% [29/64]) ca
mpreMaiy caMmo 0o3eHTaH 0e3 a € KoMOMHHpaH ¢ Apyro JekapcTBo 3a BAX. 40,6% (26/64) ca
ocTaHalll Ha MOHOTepanus ¢ 003eHTaH Mo BpeMe Ha 24-Te ceIMUIIM Ha MPOYYBAHOTO JieueHne Oe3 1a
moirydaT Biomasane Ha BAX. AHamu3bT BKITFOUBAI IU1aTa Momyianus (64 manneHTH) mokas3Ba, ue
MTO-TOJIIMATa YacT ca OCTaHAIM ITOHE CTaOWIHH (T.€., 0e3 BIIOIIaBaHe) Bb3 OCHOBA Ha HETICAMATPHUIHO
crierguIHa OlleHKa Ha (PyHKIIMOHAJICH Kiiac, criopea kinacudukanusata Ha C30 (97% aBa nbTH
nmHeBHO, 100% Tpu ITbTH JHEBHO) M 00IIaTa KIIMHUYHA OlleHKa Ha nekapure (94% nBa bTH JTHEBHO,
93% Tpu bTH JHEBHO) 10 BpeMe Ha reproza Ha iedenne. Onenkara mo Kaplan-Meier 3a BiiomaBane
Ha BAX 0e3 HexenaHu ChOUTHS (CMBPT, TPAHCIUIAHTAIIMS Ha OsUT IPOO WIIM XOCTIUTAIH3AIIHS 3apajIu
BiomagaHe Ha BAX) cinen 24 cenmuiu € choTBeTHO 96,9% 1 96.7% B rpynuTe 1Ba IbTH JHEBHO U
TPH ITBTH THEBHO.

Hsma nannu 3a KITMHAYHA 0132 IPY Ipuiiarade Ha 2 mg/kg Tpu mbTH AHEBHO B cpaBHeHue ¢ 2 mg/kg
JIBa ITbTH JHEBHO.

Ilpoyusane, npogedero npu H08opodenu ¢ nepcucmupauia 6er00podHA XUnepmoHus Ha
Hosopodenomo (IIBXH):

FUTURE 4 (AC-052-391)

ToBa e qBOHHOCIIAIO, TIAe00-KOHTPOJIIMPAHO, PAHIOMU3UPAHO MPOYUBAHE IPH JOHOCEHH U
HEJIOHOCEHU HOBOPOJCHH (TecTanmoHHa Bh3pacT 36-42 cenmunn) ¢ IIBXH. [Tanuentute cbe
cyOoITHMaseH OTTOBOP Ha MHXanaTtopeH azoteH okcu (iNO), BbIpekn Hall-Manko 4 yaca
MPOABIDKUTEIHO JISYCHNE, ca JIEKYBaHHU C TUCIIEPTHpAIX ce TadieTk 0o3eHTaH 2 mg/kg nBa mbTH
naeBHO (N = 13) nim manie6o (N = 8) mocpencTBoM Ha3oracTpaiHa COHJa, KaTo NOMBIHUTEIHA
tepanust kKbM iNO 10 bJIHOTO TipeycTaHoBsiBaHe Ha iNO HiIH JI0 HeycreX Ha JICUSHHETO (OIpeIeieHO
KaTo HEOOXOJMMOCT OT eKCTpakopropaiHa MemopanHa okcureHauus [EKMO] nnu 3anouBane Ha
aJITEpPHATHBEH ITyJIMOHAJICH Ba30JUJIaTaTOpP) U 3a He roseye oT 14 nHu.

Menunanara Ha €KCITO3UIMS Ha IPOYYBaHOTO JieueHue e 4,5 nau (nuana3os: 0,5-10,0) B rpynara ¢
6o3enTan u 4,0 nau (AnamnazoH: 2,5—6,5) B rpymara c miame6o.

PC3YJ'ITaTI/ITe HEC IIOKa3BaT JAOIIBJIHUTECIIHA I10J13a OT 0o03eHTan IIpU Ta3u MOITyJialus:

° Menunanara Ha Bpeme JI0 ITBIHOTO TipeycTtanoBsiBaHe Ha iNO e 3,7 gau (95% noBeputenHu
rpanuiy [CLs] 1,17; 6,95) c 603enTan u 2,9 quu (95% CLs 1,26; 4,23) ¢ mnane6o (p = 0,34).

° CpenHoTO BpeMe 10 ITBIIHOTO MPEYCTaHOBSIBaHEe Ha MexaHnuHaTa BeHTwianus € 10,8 mau (95%
CLs 3,21; 12,21 nan) c 603entan u 8,6 aau (95% CLs 3,71; 9,66 nun) ¢ iane6o (p = 0,24).

o EnnH manueHT B rpynara ¢ 603¢HTaH € UMajl HeycrenrHo Jiedenue (Hyxna ot EKMO,

OTIpeICJICHO IO MTPOTOKOJ), KOETO € 00SIBEHO Ha 0a3aTa Ha MOBHUIIIABANIUTE C€ CTOHHOCTH Ha
MHJIEKCa Ha OKCHI'eHAIIMs B PAMKHUTE Ha 8 yaca CJie]] MbpBaTa J03a OT IPOYYBaHOTO JIEKAPCTRO.
To3u malueHT ce € Bb3CTAHOBHII B paMKKTE Ha 60-THEBHMS NIEPHOJ HA IIPOCIICsBaHE.

KOM6MHCII/;M}Z C enonpocmeHol

KombunanusTa Ha 603€HTaH U SMTONPOCTEHON € u3ciaenBana B ape nmpoyuBanus: AC-052-355
(BREATHE-2) u AC-052-356 (BREATHE-3). AC-052-355 € MynTHIIEHTPOBO, PAaHIOMH3HPAHO,
JIBOMHOCIIATIO, MTapaJIeTHO TPYIIOBO pOyYBaHe Ha OO3EHTaH cpellly Iiaredo mpu 33 marueHTy ¢
Texkka BAX, KoUTO ca moTydaBali ChITbTCTBAIIA Tepamus ¢ enonpocteHos. AC-052-356 e oTBopeHo,
HEKOHTPOJMPaHO npoyuBane; 10 ot 19-Te neauaTpuyHu MarueHTa ca OWin Ha ChITbTCTBAIA TePATTHs
¢ 003eHTaH U eNoIPOCTEHOI 0 BpeMe Ha 12-cenMuyHOTO nipoyuBaHe. [IpoduabT Ha Ge30macHOCT 3a
KOM6I/IHaHI/I$[Ta HE C€ € pas3jin4yaBall OT OUaKBaHHA HpO(i)I/I.H 34 BCCKN €AUH OT KOMIIOHCHTUTE U
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KOMOMHHpaHaTa Tepallus € IOHACsHa T00pe OT JelaTa U OT Bb3pacTHUTe. KiMHUYHATA 110133 OT
KOMOHMHAIMATA HE € JOKa3aHa.

Cucmemna CKeposa ¢ oucumanna s36ena bonecm

[IpoBenenu ca 1Be paHIOMU3UPAHH, JBOWHO CICIH, MYJITULIEHTPOBH, I1a1le00 KOHTPOJIUPAHU
npoyusanus npu 122 (mpoyuBane AC-052-401 [RAPIDS-1]) u mpu 190 (mpoyusane AC-052-331
[RAPIDS-2]) BB3pacTHr AIMEHTH ChC CHCTEMHA CKIIEpPO3a W TUTHTAITHA s3BeHa OoiecT (WK B X012
Ha JUTHTaHA s3BeHa 00JIECT, MM C aHaMHEe3a 3a TUTMTallHa s3BeHa 00JIecT Ipe3 MpeIxoaHaTa
roauna). B npoyuBanero AC-052-331, manuieHTTe € TpAOBasio Ja MMaT Hai-MaJlko eIHa
HOBOIIOSIBUJIA C€ AMTHTAIIHA 13Ba, a CPeJl ABETe MPOYyUBaHus 0010 85% OT manMeHTuTe JUruTaaHa
s3BeHa 0oJiecT e Omiia B X0/l KbM M3X0AHUs MoMeHT. Ciies; mpuinarane Ha 003eHTaH 1o 62,5 mg nBa
'BTH THEBHO B MPOABKEHNE Ha 4 CeIMUIIM, TOATbPIKaIIaTa 1033, H3clelBaHa B PaMKUTE U Ha JABETE
npoy4BaHus € ouna mo 125 mg nBa mbTH AHEBHO. [IpOABIKUTETHOCTTA HAa ABOMHOCISTIOTO JICUEHHUE €
omna 16 ceqmury ipu npoyuBaneTo AC-052-401 u 24 cenmurn pu npoyusanero AC-052-331.

@DOoHOBOTO JICUCHUE HAa CHCTEMHATa CKJIep0o3a U Ha AUTUTAIHUTE SI3BU ca OMIIM pa3pelleHu, ako ca
OWIIM ITOCTOSIHHY B IPOABJDKEHUE HA MUHUMYM 1 Mecel peay 3aroyBaHe Ha JIEYCHUETO U Npe3 Lenust
CPOK Ha ABOMHO-CJIETIUTE [IPOYIBAHUS.

BpOSIT Ha HOBUTC OUTUTAJIHU A3BU OT U3XOAHOTO HMBO Ha MPOYYBAHETO 10 KpaﬁHaTa MYy TOYKa €
IPUET 32 OCHOBEH KPUTEPHUI U PH ABeTe NpoyuBaHus. JIedeHneTo ¢ 603eHTaH € JOBENIO 10 MO-MajlKo
Ha Opoif HOBOTIOSIBIIIN C€ AWTHTAIIHY SI3BH TIPE3 NepHoia Ha MpHUiiaraHe Ha JCYSHUETO B CPaBHEHHUE C
wiane6o. B nmpoyuBaneto AC-052-401, B cpoka Ha 16-CEIMUYHOTO ABOWHOCIIATIO JICUCHUE,
NAalMEHTHUTE B IPyIaTa, JeKyBaHa ¢ 003€HTaH, ca Pa3BUIM CPeaHO 1,4 HOBOMOSIBUIIM C€ TUTUTAITHU
SI3BH, CITPSIMO 2,7 HOBOIIOSIBIIIH C€ IUTHTAIHH s3BH B Iare6o rpynara (p = 0,0042). B mpoyuBaneTo
AC-052-331, B cpoka Ha 24-CEIMUYHOTO IBOMHOCIISITIO JICUCHUE, ChOTBETHUTE CTOMHOCTH Ca

1,9 cipsiMo 2,7 HOBONIOSABUIIH ce AUTUTaNIHU 513BH, (p = 0,0351). U B nBeTe npoyuBanus npu
MalMEHTHUTE JICKYBaHU ¢ O03CHTaH € UMAaJIO I0-MaJjKa BEPOSTHOCT Ja CE MOSIBIT MHO>KECTBEHU
HOBOITIOSABHUJIM C€ AUTUTAJIHU SA3BU B IICPUOJA HA MPOYUYBAHUATA, KATO BPEMETO, KOCTO € 6I/IJ10
HEOOXOIMMO 32 Bh3HUKBAHE Ha BCSKA CJIE/IBAIla HOBOIIOSBUIIA CE AUTHTAIIHA sSI3Ba MTPU TaKHUBA
NalUeHTH € OWIIO MO-ABJIr0, B CPABHEHHE C BPEMETO M3UCKBAILO CE MPH JIEKYBaHHUTE ¢ I1anedo.
EdexTpT Ha 003€HTaH 3a HaMaJsIBaHE Ha OpOsl HA HOBOTIOSIBUIINTE CE€ TUTUTAIIHM SI3BU € OMJI I10-CUITHO
IIPOABCH ITPU MaIUCHTU C MHOXKECTBCHU AUTUTAIHU A3BU.

ITpu HUTO €AHO OT ABETE MPOyYBaHMA He € HaOt0JaBaH eeKT Ha O03eHTaH BbPXY BPEMETO 32
3a3/paBsiBaHE HA JUTUTAITHUTE S3BU.

5.2 ®apmakOKMHETHYHH CBOWCTBA

dapmakoknHeTHKaTa Ha 003eHTaH € JJOKyMEHTHPaHa IIIaBHO MPHU 3ApaBu WHAUBUAN. OrpaHUuCHHUTE
JaHHU NPH NALUEHTUTE TI0KA3BaT, Y€ eKCIO3UIMATa Ha O03EHTaH NP Bh3pacTHU nanueHT ¢ bAX e
OPUOTU3UTETHO 2 TBTH MO-TOJIIMO, OTKOJIKOTO IIPH 3[JpaBH Bb3PacTHU WHAWBUAH.

[Ipu 3apaBu nHAMBHUAM, apMaKOKWHETHKATa HAa O03€HTaH € 1030- ¥ BpeMe3aBucuMa. KilmpbHCBT 1
00eMbT Ha paslpeesieHle HaMaJIsIBaT ¢ OBUIIABAaHE HA HMHTPABEHO3HUTE 03U U HApacTBaT C
BpemMeTo. Ciiest nepopaiHo IPUIIOKEHUE, CUCTEMHATa €KCIIO3UIMS € IIPONOPLIMOHAIHA Ha 103aTa 10

500 mg. IIpu mo-Bucoku opaytan 1031, Cmax 1 AUC ce moBummaBat mo-ciabo, a He MpOormopIIoHaTHO
Ha Ji03aTa.

AOGcopOrus

[Ipu 3apaBu nHAMBHAM, aOCOTIOTHATa OMOHATTMYHOCT Ha O0o3eHTaH e npubiam3urenHo 50% u He ce
MOBIIMSABA OT XpaHaTa. MakCUMaHUTE MJIa3MEeHH KOHIIEHTPAINH Ce TOCTHTaT 3a 3—5 Jaca.

Pasnpenenenue
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BozenTan ce cBbp3Ba B romsma cremneH (> 98%) ¢ mia3MeHnTe IpoTenHH, TIIaBHO C aTOyMUHA.
Bo3eHTaH He POHUKBA B EPUTPOIUTHUTE.

Cunien nHTpaBeHO3Ha /1032 oT 250 mg e ycraHoBeH 00eM Ha pasnpenencuue (V) oT okono 18 nutpa.

Buorpancdhopmarliis U eTMMHAHALUS

Crnen equHAYHA HHTPAaBeHO3HA /1032 oT 250 mg, oceoboxknaBaneTo e 8,2 I/h. TepmunanauAT
MOTy>KUBOT Ha enmuMuHaImA (ti2) e 5,4 Jaca.

[Tpu MHOTOKpPATHO JI03UpaHe, MIa3MEHUTE KOHIICHTPAIK Ha 003CHTaH HaMaJIsBaT MIOCTETICHHO 10
50-65% ot Te3u, HaOIrOaBaHU NIPU NIPHUJIAraHETO Ha eUHIYHA 103a. ToBa HaMasiBaHE BEPOSTHO Ce
JUBJKY Ha aBTOWHAYKIIMS HA METa0OIM3UPALTUTE YePHOAPOOHH eH3uMU. CTallMOHAPHU TJIa3MEHU
HUBA CE JIOCTUTAT B PAMKHTE Ha 3—5 IHU.

boseHTaH ce emMMHUHNpPA TIOCPEACTBOM KITbYHA SKCKPEIHSI, CIIC] META0O0IM3UPaHEe B USPHUS IPOO OT
nzoenzumuTe Ha nutoxpom P450, CYP2C9 u CYP3A4. [To-manko oT 3% OT mpuiIoskeHara rnepopaisHa
J103a ce OTKpUBA B ypUHATA.

Bozenran o6pa3yBa Tpu MeTabONIKTa, KATO CAMO €TUH OT TsIX € (hapMaKOJIOTHYHO aKTHBEH. To3u
MeTaboJIUT ce eKCKpEeTUpa ITIaBHO B HEIIPOMEHEH BUJI Mpe3 JkIIbukata. [Ipu Bb3pacTHU MallueHTH,
M3JIaraHeTO Ha aKTHBHHUA METaOONHT € MO-TOJISIMO, OTKOJIKOTO TPH 3ApaBu MHAUBUAW. [Ipu mamuenTn
C IaHHHM 32 HaJM4YHME Ha XO0JIeCTa3a, N3J1araHeTo Ha aKTUBHUS META0OJIUT MOJKE J1a € TIOBUIIICHO.

Bbozenran e naaykrop Ha CYP2C9 u CYP3A4, kato e Bp3MOXHO 12 € HHAYKTOop cbito Ha CYP2C19 u
Ha P-rmuxonporenHa. Mu éumpo, 603€HTaH MOTHCKA EKCIIOPTHATA [TOMIIA HA )KITBYHUTE COJIHU B
XCMAaTOUMUTHU KYJITYpPHU.

JannuTte un gumpo mokas3Bar, 4e 003eHTaH HsIMa 3HAYNM HHXHOUTOpPEH e(DeKT BhPXY U3CIICABAHUTE
n3zoensumu Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). [lopaau ToBa HE ce oYakBa
003€HTaH Jia OBHIIIABA TJIA3MEHUTE KOHIICHTPAIMY Ha JIEKAPCTBEHUTE TPOIYKTH, META0OIM3UPaHU
OT TE3U U30CH3UMH.

dapMaKOKMHETHKA IPHU CIICIIHATHY ITOMYIAINH

B3 ocHoBa Ha H3CJICABaHUA 00XBaT Ha BCSKA MMPOMCHJIMBA, ITPU Bb3paCTHATA MOITyJIallvA HE CC
O4YaKBa q)apMaKOKI/IHeTI/IKaTa Ha 003eHTaH Ja 61))16 IMOBJIMsIHA B 3HAYUTECIIHA CTCIICH OT II0JIa,
TCJIECHOTO TETJIO, pacaTa Uik Bb3pacTTa.

Tleouampuuna nonynayus

dapMaKkOKHHETHKATA € IPOyUYeHa MPH MEeAUATPUYHH MAllMEeHTH B 4 KIIMHUYHA TTPOYYBaHUS
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4; Bx. Touka 5.1). [lopagu orpannueHunTe JaHHA
IIpH Je1ia o1 2-TOJIUIIHA Bb3PacT, (papMaKOKHHETHKATa OCTaBa HEIOCTAThUYHO XapaKTepU3UpaHa B
Ta3|u Bb3PacTOBa KAaTETOPHUSL.

[poyusanero AC-052-356 (BREATHE-3) oniensiBa (hapMakoKHHETHKATA TIPU €THOKPATHO U
MHOTOKPATHO MEPOPATIHO JA03UpaHe Ha (puiIMHUpaHara TabieTka 6o3eHTaH npu 19 nera Ha Bb3pacT OT
3 1o 15 rogunu ¢ BAX, npu KOUTO 03UTE Ca ONpeIesITHE Bb3 OCHOBA Ha TeJIECHOTO Teryio ¢ 2 mg/kg
IBa TbTH AHEBHO. [IpH ToBa mpoyuBaHe, EKCIIO3UIMATA Ha 003EHTaH HAMaJIBa C BPEMETO M0 HAYHH,
CHOTBETCTBAIIl HA U3BECTHUTE aBTOWHIYKITMOHHY CBOKWCTBA Ha Oo3eHTaHa. CpeTHUTE CTOWHOCTH Ha
AUC (CV%) 3a Oo3eHTaH Npu NeJuaTpUYHK NalueHTH, JIeKyBanu ¢ 31,25, 62,5 unu 125 mg nBa nbtH
JTHEBHO, ca ChOTBETHO 3 496 (49), 5 428 (79), u 6 124 (27) ng h/ml, 1 ca mO-HUCKH OT CTOMHOCTTA

8 149 (47) ng h/ml, nabnroxaBana nmpu Bb3pacTHU naiueHTd ¢ BAX, nonyuasaiu 125 mg aBa mbTH
nHeBHO. [lpy cTaOnitHO MiIa3MeHo HUBO, CUCTEMHHTE €KCTIO3HUIINY TPY TIeINaTPUIHH MAIlUeHTH,
texamu 10-20 kg, 20-40 kg u > 40 kg, e croTBeTHO 43%, 67% 1 75% OT CUCTEeMHATa EKCIIO3UIUS
NIPY BB3PACTHH.
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IIpu mpoyusane AC-052-365 (FUTURE 1) npu 36 aema ¢ BAX Ha BB3pacT oT 2 10 11 ronuam ca
MPUIOKEHH JUcTIeprupaiiy ce TabneTku. He e HaOmogaBana 1030Ba IpOMOPIHOHATHOCT, Thid KaToO
razMennTe KonueHTpauuu 1 AUC Ha 003€HTaH B CTallMOHAPHO CHhCTOSIHUE ca MOJTO00HH MPH
nepopanuu no3u ot 2 1 4 mg/kg. (AUC:: 3,577 ng h/ml u 3,371 ng h/ml ckotBeTHO € 2 mg/kg nBa
IpTH JHEBHO U 4 mg/kg nBa mpTH qHEBHO). CpeaHaTa eKCIo3uIus Ha O03eHTaH MIPH Te3U
NeIMaTPUYHH MAIIMESHTH € OKOJIO MOJIOBUHATA OT EKCIIO3UIIUATA MPU BH3PACTHHU MAIUCHTH MPH
noJbpKaara 103a ot 125 mg 18a mbTH JHEBHO, HO MOKA3Ba IIMPOKO MPUTIOKPHBAHE C
€KCIO3ULUATA IPU Bb3PacTHHU.

B npoyusanero AC-052-373 (FUTURE 3) ¢ u3non3Bane Ha JUCIEPTUPAIy ce TaOJICTKH,
EKCITO3UIUATA Ha O03EHTaH MPH MAIlUCHTH, JICKyBaHU ¢ 2 mg/kg 1Ba MbTH THEBHO € CPAaBHHUMA C Ta3H
npu npoyuBaneTo FUTURE 1. Ilpu msmoctHata monysamus (n = 31), 2 mg/kg 1Ba mpTH THEBHO ca
JoBelu J10 nHeBHa excrozunus 8 535 ng h/ml; AUC: e 4 268 ng h/ml (CV: 61%). [Tpu naruentu Ha
BB3pacT MKy 3 Mecena u 2 ToAuHH, JHeBHaTa excnozuiyst € 7 879 ng h/ml; AUC: e 3 939 ng h/ml
(CV: 72%). I1pu nanuenTu Ha Bb3pacT Mexay 3 mecena u 1 roguna (n = 2) AUC: e 5 914 ng h/ml
(CV: 85%) u ipu marerTy Ha BB3pacT mexay 1 u 2 roguan (n = 7) AUC: e 3 507 ng-h/ml (CV:
70%). llpu manmenTn Hax 2 ronuHu (n = 22) naeBHaTta excno3unus € 8 820 ng-h/ml; AUC: e

4,410 ng h/ml (CV: 58%). [Ipunaranero Ha 6o3eHTan 2 mg/Kg Tpy IbTH JTHEBHO HE € MIOBUIIIHJIIO
EKCIIO3UIUATa; THeBHATa ekcro3ulys ¢ 7 275 ng h/ml (CV: 83%, n=27).

B®3 ocnoBa Ha Haxoakute npu npoyusaBanuiata BREATHE-3, FUTURE 1 u FUTURE 3, uzrnexna,
Ye CKCIIo3uluATa Ha 603CHTaH A0CTHUIa IJIATO IPX NO-HUCKHU OO3U IIPU NCAUATPUIHU MalUCHTH,
OTKOJIKOTO TIpY TPY BB3PACTHU |, Y€ 103K Haj 2 mg/kg nBa mbTH AHEBHO (4 mg/kg nBa MbTH JHEBHO
w 2 mg/kg Tpu bTH THEBHO) HE BOAST JI0 MO-TOJIsIMA €KCITO3UIIHSI Ha OO3EHTaH MPHU
NEAUATPUYHUTEC MMallUCHTHU.

ITpu mpoyuBaneto AC-052-391 (FUTURE 4), npoBeneHo pu HOBOPOJCHH, KOHIICHTPAIIUUATE HA
003eHTaH ca ce TMOBHIIaBaJId 0aBHO M HEMPEKbCHATO NPE3 IbPBHS J030B HHTEPBaAJ, KOETO € JIOBEJIO JI0
aucka excro3unus (AUCo.12 B msma kpbB: 164 ng-h/ml, n = 11). B cranmmonapuoro cecrostane AUC: e
6 165 ng-h/ml (CV: 133%, n = 7), koeTo € 1mo100HO Ha SKCIIO3UIMATA, HAOIF01aBaHa IPU Bh3PACTHU
nauueHty ¢ bAX, kouto nomyyaBat 125 mg n1Ba mbTU AHEBHO, KATO CE B3EME I10J] BHUMAaHUE
CHOTHOIIIEHUETO Ha pa3mpezeneHne KpbB/miazma 0,6.

He ca u3BecTHU NOCIEIUIIUTE OT TE€3M HAXOJKH [0 OTHOIICHUE Ha XeMaTOTOKCUYHOCTTA. [1obT 1
€IHOBPEMCHHA YIOTpeOa Ha HHTPABEHO3EH CMOMPOCTEHO HE OKA3BaT 3HAYMTENCH €EKT BHPXY
(hapMakOKMHETHKATa Ha OO3EeHTaHa.

Yeproopobno yspedxcoane

ITpu nmanumenTy ¢ jeko yBpenena uepHonpodra gpynknus (Child-Pugh knac A), He ca HabIr0oHaBaHU
3HaYMMHU IPOMEHH BB PapMakoknHeTnkaTta. CrtannoHapHoto cherosiune Ha AUC 3a 6o3eHTaH € ¢
9% mo-Bucoko u AUC 3a aktuBHUSA MeTabomuT, Ro 48-5033, e ¢ 33% mo-BUCOKO MpH MAIUEHTHUTE C
JIEKO YepHOIPOOHO YBPEKIaHE, OTKOIKOTO IIPHU 3/IpaBU JOOPOBOJIIIH.

EdexTsT Ha ymepeHo yBpenena uepHoapoona ¢pynkuus (Child-Pugh kinac B) Bepxy
(dapMakoKHHETHKATa Ha O03€HTaH M HeroBHs MbpBUUEH MeTabonuT Ro 48-5033 e nscnensan npu
NpOyYBaHe, BKIIIOYBALIO 5 MallMeHTH ¢ OenoapoOHa XUIIEPTOHHMS, CBbP3aHa C MOPTaIHa XUIIEPTOHUS U
Child-Pugh xiac B yepHoapoGHo yBpexkaane u 3 nauuentu ¢ BAX, cebp3ana ¢ Apyru IpUYMHU U
HOpMaJiHa YepHoapoOHa Gyukiwys. [Tpu naruentu ¢ Child-Pugh knac B uepHoapoOHO yBpexaaHe,
cpennata (95% CI) AUC B cranroHapHO ¢hCTOsiHUE Ha 003eHTaH € 360 (212-613) ng.h/ml, t.e., 4,7
bTH MO-BUCOKA U cpenHaTa (95% CI) AUC Ha aktuBHUS metabonut Ro 48-5033 e 106 (58,4—192)
ng h/ml, T.e., 12,4 IbTH MO-BUCOKA, OTKOJIKOTO MPY MALMEHTH C HOPMAaJIHA YEPHOAPOOHA (PYHKIIHS
(603enTan: cpenna croiiHoct [95% CI] AUC: 76,1 [9,07-638] ng h/ml; Ro 48-5033: cpeana cToiHOCT
[95% CI] AUC 8,57 [1,28-57,2] ng h/ml). Benpeku orpanndenus: Opoil Ha BKIIOYEHNUTE MALUEHTH U
BUCOKAaTa BapHaOMITHOCT, TE3H AaHHU MOKa3BaT MOJUYEPTAaHO TOBUILIEHA EKCIO3UIMS HAa O03€HTaH U
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HeroBus mbpBHYeH MeTaboIuT Ro 48-5033 mpu marueHTn ¢ yMepeHo yBpeIeHa YepHOApoOHA
¢yukius (Child-Pugh kiacB).

dapmakokHHETHKATa HAa 003CHTaH HE € MPOYyYeHa MPH NAIMEHTH ¢ YepHOAPOOHO YBPEKIaHE
Child-Pugh xmac. Tracleer e mpoTrBomOKa3aH MpH MAUEHTH C YMEPEHO 10 TEXKKO YePHOIPOOHO
yBpexaane, T.e. Child-Pugh kmac B wnu C (Bx. Touka 4.3).

bvopeuno yepesicoane

IIpn manmenTHTE C TEXKO OBOpPEdHO yBpexkaane (KpeaTHHUHOB KIupBhHC 15-30 ml/min.), mmazmenuTe
KOHIICHTpAIMK Ha 003eHTaH HamMaisaBat ¢ mpuoau3nuTesHo 10%. [T1a3MeHnTe KOHIIEHTpAuK Ha
MeTabOoNIUTUTE HAa OO3CHTaHA Ce TIOBUIIIABAT OKOJIO 2 BTH MPU TE3H MAIUCHTH, B CPABHEHUE C
MAIMeHTHTe ¢ HopMaHa 0b0peyHa pyuknus. [Ipn manuenTuTe ¢ 6p0pevYHO YBpEKIaHe HE Ce Hajara
KOpEeKIvsl Ha jo3ata. HaMa cienuduyueH KIMHUYEH ONUT TP MAIMSHTUTE, TIOJIICKAIIN Ha TUANIN3A.
INopaau GU3MKOXUMUYHUTE CBONCTBA M BUCOKATa CTEIICH HA CBBP3BaHE C MPOTEUHUTE, HE CC OYaKBa
Jaan3ara aa OTCTPaHW 003¢HTaHa OT KPHBOOOPAIICHUETO B 3HAYUTEIIHA CTEIeH (BXK. Touka 4.2).

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

2-roAMIIHO MPOYYBaHE Ha KAPUHUHOTCHHOCTTA MIPY MUILIKH ITOKa3Ba [IOBHUIIEHA YECTOTA Ha
KOMOWHHMpaHH XeNaToleTyTapHy alcHOMH U KapLUUHOMHU [TPHU MBKKH, HO HE U TIPH KEHCKU MHUIIKH,
MIpU TUIa3MEHHU KOHLEHTPAIMK OT OKOJIO 2 /10 4 MbTH HaIBUIIABAILY TJTA3MEHUTE KOHIEHTPAIUH,
JOCTUTaHH MIPY TEPANEeBTHYHM A03U IPpH Xopa. IIpu mibxoBe, nepopalHOTO NpuiIarane Ha 603eHTaH
3a mepuoj OT 2 FTOJMHU NPUYUHSIBA MAJIKO, 3HAYMMO MOBUIIIABAHE HA YECTOTaTa HA KOMOMHUPAHHUTE
(ONMKYIOKIETHYHH aCHOMHU M KapIIMHOMH Ha IIMTOBUAHATA XKJIe3a IPU MBKKH, HO HE U TIPU KEHCKH
IUTbXOBE, IPU IJIa3MEHU KOHICHTPALUK OT OKOJIO 9 10 14 mbTH HaABUINABAIIY IJIA3MEHUTE
KOHLIEHTPALMH, TOCTUTaHH IPU TEPANIEBTUYHH 031 IPH Xopa. TecToBeTe 3a TeHOTOKCUYHOCT IPU
0o3eHTaH ca oTpuLaTenHu. MiMa noka3arescTsa 3a JeK qucOaaHCc Ha THPEOUTHUTE XOPMOHH,
NpUYMHEH OT 003eHTaHa MpH IurbXoBe. Ho HsiMa moka3aresncTsa 3a MoBIUsSBaHe GYHKIUUTE HA
IIMTOBUIHATA KJI€3a (TUPOKCHH, TUPEOHI-CTUMYIJINPAL] XOPMOH) OT O03€HTaHa MpH XOpa.

He e u3Becten edekThbT Ha 003eHTaHA BBPXY MUTOXOHIpHUATHATA (DYyHKIIUS.

Joka3zaHo e, ye 003eHTaHBT € TEPATOTEeHEH MPH ILTHXOBE MPH IIa3MEHH HUBA, TI0-BUCOKH OT 1.5 mbTH
IIa3MEHHUTE KOHIICHTPAIIWH, IOCTUTAHH [TPH TEPAIIEBTUYHHU J03U NIpU Xopa. TepaToreHHUTE ePeKTH,
BKITFOYBAIIHM MAI(OPMAIIUY Ha TJIaBaTa M JUIETO, U HA TOJIEMUTE CHIOBE, Ca J0303aBUCHUMHU.
[TpunukuTe BBHB BUIIA HA MandopManunuTe, HadmonaBanu npu npyrure ET penentopHr aHTaroHUCTH
u mutkute ¢ aepuut Ha ET, cBumeTencTBa 3a epekT Ha Kiiaca MeJAukaMeHTH. [1pu skeHu ¢
JISTEPOJICH TIOTEHIMA TPSAOBA J1a Ce B3eMAT HOJXO/ISIIH MPEANa3Hu MepkH (Bxk. Touku 4.3, 4.4 u 4.6).

PazBuTHeTO Ha TecTHKyNapHa TyOyliHa aTpodus U HapylieH QEepTUIINTET ca OMITH CBBP3aHU C
XPOHUYHO NMPHIIOKEHUE HA CHJI0TENIMH-PELIENTOPHU aHTATOHUCTH TIPU TPU3aYH.

ITpu npoyuBaHust Ha PePTUIMTETA IPU MBXKKH U )KEHCKH IUTBXOBE , HE ca HAaOIro1aBaH!u e(eKTH
BBPXY OpOsi, MOABMKHOCTTA U )KU3HECTIOCOOHOCTTA Ha CIIEPMATO30HMIUTE W BEPXY CIIOCOOHOCTTA 32
yndTocBaHe UM QEepPTUINTET, IPH EKCIO3ULIUH, Ha/IBUILIABAILM CHOTBETHO 21 U 43 IbTH 04aKBaHOTO
TEpaneBTHYHO HUBO IIPU XOpa, HUTO € UMAJIO U HeXKeJIaHU e(peKTH BbpPXY Pa3BUTHETO HA
MPEeIUMIUTAHTAI[IOHHUS €eMOPHOH M UMITIAHTALHATA.

Jlexo moBuIIeHa YeCTOTa HA TECTUKYJapHa TYOyIHa aTpodus € HaOIltoJaBaHa MPH ITHXOBE, HA KOUTO
€ TpuJIaraH rnmepopaiHo 003eHTaH MpH HKCKa f03a oT 125 mg/kg/nen (0kono 4 mbTH MaKCUMaJTHATA
npenopbrYuTeNHa q03a pu xopa [MIIIX] n Hali-HuCKaTa U3MUTBaHA 103a) B IPOABIDKEHUE HA JBE
TOJIMHU, HO HE U MpH BHUcoka 1032 ot 1 500 mg/kg/nen (okono 50 metu MI1/1X) B mpoxbmkenue Ha 6
Mmecera. [Ipu nmpoyuBaHe 3a TOKCUYHOCT MPHU FOBEHITHH ILTHXOBE, KBJIETO TUIHXOBETE Ca JICKYBaHU OT
JeH 4 post partum o Bb3pacTHH, € HAOIIO1aBaHO HAMAJIEHO a0COIIIOTHO TETJIO Ha TECTUCUTE U
enuauMMa 1 HamaJieH Opoii Ha CIiepMaTo30M/Id B enuauauMa ciiesl npekbcBaneto. NOAEL e oun
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crotBeTHO 21 reTH (B [eH 21 post partum) u 2,3 et ([en 69 post partum) TepaneBTHIHATA
EKCIIO3HITUS TIPH XOPa.

Brnpeku ToBa, HE ca yCTaHOBEHU €()EKTH BbPXY OOIIOTO pa3BUTHE, PACTEKA, CCH3OPHHUTE,
KOTHUTHBHUTE (PYHKIINU U PETPOTyKTUBHUTE CIOCOOHOCTH TpH 7 (MBKKH )KUBOTHH) U 19 ((KEHCKH
’KHBOTHH) ITBTH TE€PAICBTUYHATA eKCIIO3UIH pu Xopa Ha [eHn 21 post partum. Tlpu Be3pactau ([en
69 post partum) He ca yCTaHOBCHH HUKakBU e(hekTu Ha 003eHTaH nipu 1,3 (MBKKH )KUBOTHHU) 1 2,6
(’KEHCKH >KMBOTHH ) ITHTH TeparleBTUYHATA CKCITO3UIINS TIpH 1eria ¢ bAX.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 CHouchbk Ha IOMOILIHHUTE BelIeCTBA

Snpo Ha Tabnerkara:

IlapeBuuHO HUIIECTE
IIpexenaTnHU3UPaHO HUILLIECTE
Harpues Hummecren ravkonat (Tum A)
IToBugon

I'muneponos nubexeHat

Maruesues creapar

PUIMOBO OKPUTHE:
Xunpomenosa

I'muueposnioB Tpuauerat

Tank

Turanos auokcun (E171)
Kenezen oxcun, xbat (E172)
Keneszen oxcun, gepsen (E172)
Erunuenynosa

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogHOCT

4 roguun

3a GenutTe OYTHIIKK OT TIOJMMETHIIEH C BUCOKA ITBTHOCT — J1a ce U3nou3Ba 1o 30 Jau ciexn
IEPBOHAYATTHOTO OTBAPSIHE.

6.4 CrhnenuanaHM ycI0BHS HA CbXpaHeHHe

3a PVC/PE/PVDC/anymunueBuTe 0aucTepu:
[a ce cpxpansBa npu remnepatypa nox 25°C.

3a 6enmuTe OYTWIKY OT TTOJIMETUJICH C BUCOKA IUTBTHOCT:

To3u eKapcTBEH NPOAYKT HE U3MCKBA CIICIUAIHN YCIOBUS Ha ChbXPaHCHHE,

3a yclioBusiTa Ha CbXPaHEHUE CIIe/T IbPBOHAYAIIHO OTBAPSIHE HA JIEKAPCTBEHUS MPOAYKT BUKTE TOUKA
6.3.

6.5 Bwuau cbabpikaHue Ha ONMAKOBKATA
Tracleer 62,5 mg dbunmupanu TabieTKH

PVC/PE/PVDC/anymunneBu OaucTepy, Chabpxany 14 GuamMupany TaOIeTKY.
OnaxoBkute chabpxar 14, 56 unu 112 punmupanu tabiaeTku.
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benu OyTHIKY OT MOMMETHIICH ¢ BUCOKA TUTBTHOCT C JIGCUKAHT CYITUIIMEB JIUOKCHJI T'ell, ChIbPKAIITH
56 dbunmmupanu TabIeTKH
OnakoBKUTE ChIBPKAT 56 PUIMUPaHU TaOJICTKH.

Tracleer 125 mg ¢punmupanu TadneTkn
PVC/PE/PVDC/anymunneBu 6nmctepu, Chappxamni 14 ¢pummupanu Ta0neTKy.
OrmakoBKUTE ChABPKAT 56 win 112 dumMupanu TabIeTKH.

benu OyTHIKK OT OJIMETUICH C BUCOKA ITHTHOCT C IECUKAHT CUJIMIIMEB JTUOKCHUJI eI, ChIIbPIKAIIN
56 dhunmMupanu TabIeTKH
OImakoBKUTE ChABPIKAT 56 prMHupaHu TabISTKH.

He Bcruku BHIOBE OMAKOBKHM MOTAT Ja ObJAT IyCHATH B Mpoaaxoa.
6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa
Hsma criernuainy U3UCKBaHUS TIPU U3XBBPIISHE.

Hewnsnomn3panust JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tpﬂ6Ba ha CC U3XBBPJIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PASPEIIEHUETO 3A YIIOTPEBA
Tracleer 62.5 mg drmiMupanu TabIETKH

EU/1/02/220/001

EU/1/02/220/002

EU/1/02/220/003
EU/1/02/220/007

Tracleer 125 mg dbuiMupadu TabJIETKH
EU/1/02/220/004
EU/1/02/220/005
EU/1/02/220/008

9. JATA HA II'bPBO PAZPEIIABAHE/IIOJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

[ata Ha mepBOTO paspemenue: 15 mait 2002 r.

Hata Ha nocneano noanoBsBane: 20 anpun 2012 1.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

09/2025
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IToapoOHa uHoOpMaLKs 3a TO3M JICKapCTBEH MPOIYKT € MPpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHIIMs 110 jJeKapcTBaTa https://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 32 mg aucneprupaiy ce TabIeTKu

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika nucniepruparia ce TabneTka cpappka 32 mg 6o3edran (bosentan) (kaTo MOHOXHIPAT).

IToMOIIIHO BEIIECTBO C U3BECTHO ACHCTBUE

Bcesika nucnieprupariia ce Tadnerka chabpka 3,7 mg acnapram (E951).

ToBa nexkapcTBO ChabpIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKe /1a Ce Kaxe,
Ye MIPAKTUYECKU HE ChIbPrKa HaTPUH.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Hucneprupaia ce TabneTka (TabIeTKN):

bneno-xbntu 1o noutn 6enu ¢ popMa Ha AeTeNMHA TaONeTKHU, pa3/IeiieH! Ha KBaIpaTh OT eJHaTa
CTpaHa, ¢ BIUIbOHATO pesieHO 03HadYeHue “32” oT ApyraTa crpaHa. Jlucneprupainara ce TabiaeTka
MOJKE J1a ce pa3/iesld Ha YETUPH PAaBHHU YaCTH.

4. K/IHMHWUYHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

Jledaenue Ha GemonpoOHa aprepuanHa xuneprorns (bAX) 3a momgobpsBane Ha (HU3UUECKUS KANAIIUTET
W cUMITOMAaThKaTa rpu nanuentu ¢ pyaknuonaieH kiac 11 mo C30. C nokazana euKacHOCT MPH:

. [TepBUYHa (MAMONATHYHA W HACIEACTBEHA) OenoIpoOHa apTepraiHa XHIIEPTOHUS

o BenonpoOHa apTepraiHa XUIEPTOHUS, BTOPUYHA Ha CKIIEpPOAepMUsi, 0e3 3HAYMMO
WHTEPCTHUINAITHO 0eNoIpoOHO 3a00sBaHe

. BenompoOHa apTepraiHa XUIEPTOHUS, CBbP3aHa C BPOJICHU CHCTEMHO-0€J10IpOOHH IITBHTOBE U

¢uznonorus Ha AW3eHMEHTep.

Jloka3aHo € ¥ U3BECTHO MO00OpEHNEe IIPH MAlUeHTH ¢ 0eopoOHa apTepuaiHa XUMepTOHUS
¢ynkunonanes kiac Il mo C30 (Bx. Touka 5.1).

Tracleer e moka3aH ChIIO ¥ 32 HAMaJIsIBaHe Ha OPOsi HA HOBOTIOSIBIIIN C€ IMTUTAITHH yIepaliy 110
BbPXa Ha MPBCTUTE NPH MALMEHTH ChC CUCTEMHA CKIIEPO3a U CHIIECTBYBAIHN YJIEPALlUH 110 BbpXa Ha
npbCTUTE (BHOK TOUKa 5.1).

4.2 /lo3MpoOBKa M HAYMH HA MPUJIOKEHHE

HauuH Ha npunoxxenue

TaOnerkuTe TpsAOBa Ja ce mpueMar npe3 ycrara CyTpUH U Beuep, ChC MM 0e3 XpaHa.

PaztBopumuTe TabaeTKH TPSIOBA 1A Ce CIIOXKAT B JIHKHIIA C MAJIKO BOJa M TEYHOCTTA J1a ce pa30bpKa, 3a J1a
ce YJIECHH Pa3TBapsHETO Mpeu morabpiane. Orie Majako Boja TpsiOBa a ce 100aBU B JILXKHIIATA U J1A CE
MOT'BJIHE OT MAIMEHTa, 32 J]a CE OCUTYPH ITBIHOTO MTPHEeMaHe Ha JEKapCTBOTO. AKO € Bh3MOXKHO, TpOBa /1a
Ce M3IHE Yallia BOJa, 3a J1a € CUTYPHO, Y€ ISUIOTO KOJUIECTBO JIEKAPCTBO € MOTBIHATO. AKO €
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HE00XO0IMMO, JHCTIEpripanara ce TabjaeTka MoXKe Ja ce pa3JieNid KaTo ce CUYIH 10 MPOTEeKEHHE Ha
JUHUUTE, U3PI3aHN Ha TIOBBPXHOCTTA (BXK. TOUKA 6.6).

Jucneprupainara TadyieTka € mpoydeHa caMo Ipu NeauaTpuyHy nanueHTn. CpaBHEHUE Ha
OMOHATMYHOCTTAa MEXAY AUCTIEPTUPAIIH ceTabIeTKH 1 (PUIMHUpaHH TaOJIETKH HApaBEeHO MPH BB3PACTHU
MAIMEHTH NIOKa3Ba MO-HUCKA SKCIIO3UIHS Ha 0O3CHTaH MPH JTUCTIEPTUPAIINTE Ce TAONETKH (BXK. TOUKa
5.2). llopanu ToBa, ynoTpebara UM MPU BB3PACTHH TPsIOBa Ja € OTPaHUYH CaMo J0 MAI[UCHTH, KOUTO HE
MOTarT Jia IpueMar (QrIMHApaHu TabJICTKH.

2031/1[30131(3

BCJ'IOI[DOGHa apTeépuaiHa XUIICPTOHUA

JledenueTo TpsOBa a ObJc HA3HAYABAHO U MPOCIICASIBAHO CAMO OT JIEKap C OIHT B JICYCHUETO Ha
BAX.

B omakoBkara ¢ BkimroueHa CHTHaJIHA KapTa Ha TaIlUeHTa, MPEA0CTaBsAIIa BayKHA HHGOPMAITHS 3a
0€30MMacHOCT, C KOATO MAIlMEHTUTE TPsOBA J1a ca 3arll03HATH MPEAH U 10 BpeMe Ha JieueHue ¢ Tracleer.

Bwspacmuu
[Tpu BB3pacTHM manueHTy JeueHuneto ¢ Tracleer TpsaOBa Aa 3amousa ¢ 103a oT 62,5 mg aBa MbTH

JTHEBHO 32 4 CEeJMUIIM, KOSTO CJIC]] TOBA CE MOBHILIABA JIO MOAbprKaIiara 03a ot 125 mg aBa mbTH
nHeBHO. ChIMTE MPEMOPBKU Ce OTHACST 3a TIOBTOPHOTO BKITtOUBaHe Ha Tracleer cien mpekbcBaHe Ha
JiedeHueTo (BK. Touka 4.4).

Teduampuuna nonyrayus

[legmaTprunu papMakOKWHETHYHH JTAHHU ITOKA3BAT, Y€ CPEAHHUTE TUTa3MEHN KOHIICHTPAIUU Ha
0o3enran npu jaena ¢ BAX Ha Bb3pact ot 1 10 15 roauHu ca Mo-HUCKH, OTKOJIKOTO MPH Bb3PaCTHH
MAIMCHTH U HE Ce TIOBUIIIABAT MIPH MOBUILIABaHe Ha j03ara Ha Tracleer Hax 2 mg/kg TenecHo Terio
WM TIPH TTOBUINIABaHE Ha JI030BaTa YECTOTTA OT JIBa THTH JHEBHO Ha TPH ITBTH THEBHO (BIK.

Touka 5.2). [loBuIiaBaHeTO Ha /103aTa WM JJO30BaTa YECTOTTA BEPOSITHO HsIMA Jia TOBEIE 10
MOITBLIHUTEIHA KIIMHUYHA T10J134.

BB3 ocHOBa Ha Te3u (papMaKOKUHETHYHH PE3yJITaTH KOTaTo ce U3IoI3Ba mpH Jiera ¢ BAX Ha Bb3pacT
ot 1 roguHa Harope, MPenopbYNTEIIHATA HauaIHA U MO IbpIKalla 103a € 2 mg/kg CyTpuH U Beuep..

[Tpu HOBOpOIEHY ¢ TIepcucTHpalia oenonpobdHa xunepronus Ha HoBopoaeHoto ([IBXH), momsara ot
0o3eHTaH He € Omla Mmoka3aHa Mpu CTaHAApTHOTO JedeHue. [Ipenopbku 3a 103upoBKaTa HE MoraT Jia
O0baat nageru(Bx Touku 5.1 u 5.2).

Jleuenue 6 cnyuaii Ha kiunuyHo enowasane na bAX

B citydaii Ha KIMHUYHO BiOIIaBaHe (HallpUMep, HaMallsiBaHe Ha pa3cTosiHueTo noHe ¢ 10% mpu 6-
MHUHYTHHS TECT C XO/ICHE, B CPAaBHEHHUE C U3CJICABAHETO MPEIH JICUEHHETO), BRIIPEKHU TTOHE §-
ceIMUYHOTO JiedeHue ¢ Tracleer (TapreTHa 103a Hail-Mallko 4 ceZIMHIIN), TPSIOBa J1a ce MUCIIH 32
anTepHaTHBHA Tepamnus. Bee mak, HIKOW MallMeHTH, KOUTO ciiel 8-ceqMUYHO JieueHne ¢ Tracleer He ca
MOKa3alil OTTOBOP, MOTaT Ja Ce MOBJIUSAAT OJIATONPHUSATHO ciiel o1e 4 10 § ceAMULH JICUCHHE.

B citydaii Ha KbCHO KIIMHUYHO BIIOLIaBaHe, BbIpEKH JieueHneto ¢ Tracleer (T.e., ciea HAKOIKO
MECEYHO JICUCHHE), TPsIOBa Ja ce HAaIlPpaBH MIPEOLICHKA Ha JIeueHneTo. Hakoun mannueHTu ¢
HE3a/10BOJIMTENIeH OTroBop Ha 125 mg Tracleer aBa mbTH THEBHO MOTAT JIEKO 2 OAOOPST CBOS
(u3MUecKy KarnanuTeT MpH NOBUIIaBaHe Ha J1o3arta 10 250 mg 1Ba mbTH JHEBHO. TpsaOBa aa ce
HaIrpaBy BHUMATeJHA OIICHKA Ha I110J13a /PHCK, KaTO Ce MMa MPEABH]I, Y€ YepHOAPOOHATa TOKCHYHOCT €
no3o03aBucuMa (BK. Toukn 4.4 u 5.1).
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Cnupane Ha jieyerHuemo

OmuTsT ¢ psA3KoTO crupade Ha Tracleer mpu marmenT ¢ BAX e orpanmder. He ca HaGmrogaBanu
JIOKa3aTesICTBa 3a OCcThp pedayHn. Bee mak, 3a 1a ce mpeIoTBpaT Bh3MOKHATA MOSIBA HA YBPEXKIAIIO
KJIIMHUYHO BJIOIIABAHE IMOPAIU MOTCHIMATHUS pebayH T eeKT, TpSAOBa Ja ce MUCIH 3a TIOCTEIICHHO
HaMaJsIBaHe Ha J03aTa (HaMajsBaHe J03aTa HAIOJIOBHMHA 3a 3 710 7 MHM). 3a Iepro/ia Ha CITUpaHe Ha
JICUCHHUETO CE MPEropbUBa MHTEH3UBHO NpOCTeIsiBaHe. AKO € B3€TO pEIlIcHHE J1a ce IPEKPaTH
nedenueto ¢ Tracleer, ToBa TpsiOBa 1a CTaHE MOCTENICHHO, IOKATO CE BHBEXK/Ia aITCPHATUBHATA
Tepanusl.

CucreMHa CKJIEpPO3a B X0a HA JUTHTAIHA sI3BEHA 00JIECT

Jleuenunero Moke 1a Ob1Ie 3aIIOYHATO M HAOIIOJaBaHO CaMo OT JIeKap IMPHUTEKABaII OIAT B JICUCHUETO
Ha CHCTEMHA CKJIepOo3a.

B onakoBkara e BkiitoueHa CHrHaJIHA KapTa Ha MMalMeHTa, IPe0CTaBsAIla BakHa HHQopManus 3a
0€30IMacHOCT, C KOATO MAIMCHTHUTE TPsOBa J1a ca 3arl03HATH MMPEH U TI0 BpeMe Ha JieueHue ¢ Tracleer.

Bvspacmnu
Jleuenueto c Tracleer TpsiOBa aa 3amoyne ¢ f03a OT M0 62,5 mg Ba IHTH THEBHO B MIPOJBIDKCHUE Ha

4 ceaMuIM, KaTo CJEl TOBA 103aTa C€ YBEJIMYM A0 AOCTUraHe Ha MOAABPKALLATa 103a OT 1o 125 mg
JBa IbTH AHEBHO. ChIIHUTE MPETOPHKHU CE OTHACAT 3a MOBTOPHOTO BKJIIOUBaHe Ha Tracleer ciex
MPEKbCBAHE Ha JICYCHUETO (BK. Touka 4.4).

OnuThT ¢ KOHTPOIUPAHY KJIMHUYHHU MPOYYBAHUS NIPU TOBA MTOKA3aHHUE € OTPaHUYUECH JI0
MPOIBIDKUTETHOCT OT 6 Mecena (BxK. Touka 5.1).

PeaknusiTa Ha OBNIMsIBaHE HA MAIMEHTA OT JICYCHUETO U HEOOXOMMOCTTA OT MPOIbDKaBaHe Ha
TepanusATa TpsiOBa peJJOBHO Ja ce MojyiaraT Ha npeueHka. TpsOBa aa ce npaBu BHUMATEIIHA OLCHKA Ha
CHOTHOILIEHHETO TMOJI3a/PUCK, KaTO Ce OTYMTA YePHOIPOOHATa TOKCUYHOCT Ha O03eHTaHa (BK. TOUKH
4.4u4.8).

Heduampuuna nonyirayus
Hsama nannum 3a 6e30macHOCT 1 e(hPUKACHOCT TIpH MaruenTy oy 18-roquniaa Be3pact. Hiama
nHpopMarms 3a papMakokuHeTHKara Ha Tracleer mpu Mayku fieria ¢ ToBa 3a00JsIBaHE.

CrernmanHu MoIyJIalnn

Yeproopobno yspedxcoane

Tracleer e mpoTHBONIOKA3aH NPH MAIMEHTH C YMEPEHa JI0 TeXKKa YepHOAPOOHA TUCHYHKIHS (BXK.
Touku 4.3, 4.4 u 5.2). IIpn nanmeHTH ¢ JIeKo 4YepHOAPOOHO yBpexaaHe (T.e., Child-Pugh kimac A) ve e
HE0O0XO0MMO KOpUTHpaHe Ha J03aTta (BX. Touka 5.2).

bvopeuno yepescoane

IIpn manmenTn ¢ 6p0peyHO yBpeXKIaHE HE Ce Hajlara KOpurupaHe Ha fgo3ara. He ce Hamara
KOpUTHpPAaHE Ha /103aTa NpU MalUeHTH, MOUIeKALIN Ha Juaiu3a (BXK. Touka 5.2).

Cmapuecka 6v3pacm
He ce nanara kopurupase Ha 103aTa py MallMEHTH HA BB3pacT Haja 65 FOIUHU.

4.3 IIpoTuBOMOKA3aAHUA

o CBpBXUYBCTBHTETHOCT KbM aKTHBHOTO BEIIECTBO WJIM KBbM HSKOE OT NOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1
. YMepeHo 110 TeXKOo 4epHoapoOHO yBpexkaaHe, T.e. Child-Pugh xnac B nnm C (Bxk. Touka 5.2)
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o OCHOBHH CTOMHOCTH Ha YEPHOAPOOHUTE aMHHOTpaHC(epasu, T.e., acmapTaT aMHHOTpaHc(he3a
(ACAT) w/unu ananuH amuHoTpaHchepasza (AJIAT), mo-BuCOKH OT 3 X ropHara rpaHMiia Ha
Hopmara (I'TH; Bx. Touka 4.4)

. EnnoBpemenHa yroTpeba Ha MUKIIOCTIOPHH A (BX. ToUKa 4.5)
. Bpemennoct (Bk. Touku 4.4 u 4.6)
o JKenwu ¢ nerepojicH NOTEHIINAI, KOUTO HE M3MOI3BAT HAJCKIHA METOU 32 KOHTpalenus (Bx.

Touku 4.4, 4.5 u 4.6)
4.4 ChneuuajaHu mpeaynpesaeHus U Npeana3sHy MepKH NP4 ynorpeda

Eduxacnoctra Ha Tracleer npu manuentu ¢ Texxka BAX He e mokazana. AKO KINHHUYHOTO ChCTOSIHUE
ce Biomana (BX. Touka 4.2), TpsOBa Aa ce 00Chau MpeMUHAaBaHEe KbM TepaItus, IPemopbuBaHa 3a
Texkara (paza Ha 3a00JIBaHETO (HAIPUMEp, ETIOITPOCTEHOIT).

He e ycranoBen 6ananchT nomn3za/puck ot 0o3eHTan npu nanuenty ¢ BAX [ pyHkimonanen kiac,
cnopen knacudukanusita Ha C30.

Tracleer TpsiOBa 1a Ob/I€ 3aMIOYHAT, CAMO aKO CHCTEMHOTO CUCTOJUYHO KPhBHO HAJISITAHE € MTO-BUCOKO
ot 85 mmHg.

He e noxazano, ge Tracleer mma GnaronpuareH eQeKT BbPXY 3apacTBAHETO Ha CHIIECTBYBAIIN
JUTHTAJIHU SI3BU.

YepuoapobHa hyHKIIUS

CBBp3aHoTO ¢ O03eHTaH MOBHILIABAHE Ha YEPHOAPOOHNUTE aMUHOTpaHcdepasH, T.e., acmapTaT 1
amaanH amuHOTpaHchepasn (ACAT w/mmu AJIAT), e mo3o3aBucumo. [IpomennTe B uepHOAPOOHUTE
€H3UMH OOMKHOBEHO BBH3HHMKBAT TPe3 TbPBUTE 26 CEAMUIIM OT JIeYeHUeTo (Bk. Touka 4.8). Te3n
MOKaYBaHMS MOXKeE Ja Ce JbJDKAT YACTUYHO HAa KOHKYPEHTHOTO MOTHCKaHE Ha SIIMMHUHALMSTA Ha
JITBYHUTE COJIM OT XENATOLUTHUTE, HO BEPOSTHO BbB B3HUKBAHETO HA YEPHOAPOOHATA TUCHYHKIHS
ca BKJIFOYCHHU U APYTH MEXaHU3MHM, KOUTO HE Ca HAIIBJIHO YCTaHOBEHHU. He e u3KiIroueHo KyMmyiupaHe
Ha 0O3EHTaH B XEMaTOIMTUTE, BOACIIO /IO IMTOIN3a C Bh3MOKHO TEXKKO YBPEKIaHE Ha YEPHHS APO0,
KaKTO U UIMyHOJIOTHYEH MexaHu3bM. ChoO1IaBa ce 3a peIKu ciydad Ha aBTOUMYHEH XEIaTHT C
JIATEHTHOCT OT HSKOJIKO Mecela JI0 TOAMHHU. PUCKBT OT yepHOApOoOHa AUCchHYHKINS MOXKE /1a ce
MIOBHUIIIN ¥ NIPH €THOBPEMEHHOTO NpUeMaHe ¢ 003eHTaH Ha JIEKapCTBEHH MTPOJAYKTH, KOUTO ca
WHXUOUTOPH Ha EKCIIOPTHATA MOMIIA 32 KIIBUHH COJIH, HapUMep, pUuGaMIUINH, TIHOCHKIAMHU]] 1
nuKIocopuH A (Bxk. Touku 4.3 u 4.5), HO JaHHWUTE 32 TOBA Ca OTPaHUUYEHHU.

HuBaTta Ha yepHOoaApOOHMTE aMUMHOTPaHCc(epa3n TPAOBA 1a ObAAT U3CJIEABAHY NIPeIH 3aNI0UBAHE
HA JICYEHHETO U CJIeJ TOBAa HA HHTEPBAIHN OT €IMH Mecell JOKATO NPOAbJIKABA JICYCHHETO ¢
Tracleer. OcBen ToBa, HUBaTa Ha YepPHOAPOOHMTE aMUHOTpaHchepa3n TpsidBa 1a 6baAT
U3CJIeABAHM 2 CeIMHIU cjle]] BCSIKO MOKaYBaHe Ha 103aTa.

IIpenopbku B cavuaii Ha mosuieHn AJIAT / ACAT

Husa na ACAT / AJIAT IIpenopbku 3a JeUyeHUe U MPOCaeasiBaHe

>3u<5xITH PesynrarsT TpsiOBa na Ob/ie TOTBBPJIEH C BTOPO YEPHOIPOOHO
H3CJIe/IBaHE; aKo € MMOTBBPICHO, TPsIOBa Ja ce pelllk Ha MHIUBUIyalHa
0a3a 1anu Ja ce MPOABIKY 10 Bh3MOXKHOCT C HamMaJieHa J103a
Tracleer, nnu na ce cnpe nedennero ¢ Tracleer (Bxk. Touka 4.2).
[IpociensBaneTo Ha HUBAaTa HAa aMUHOTpaHC(epasuTe TpsOBa Ja
MIPOIBIDKHA Hal-MaJIKO Ha BCEKH 2 CEaIMUITA. AKO HUBaTa Ha
amMuHOTpaHc(hepasuTe ce BbpHAT JI0 CTOMHOCTHTE TPEAX JICYCHUETO,
TpsiOBa Ja ce OOMHUCIIM IPOABIKABAHETO MIIM TOBTOPHOTO BKIIIOYBAHE
Ha Tracleer, criopes onMcaHUTE MO-0J1y YCIOBHSL.

>5u<8xITH Pe3ynraTsT TpsiOBa ga OBbE MOTBHPACH C BTOPO YEPHOAPOOHO
H3CJIe/IBAHE; aKO € MOTBHPJICHO, JICUCHUETO TPSAOBA J1a ce Ccupe U
HUBaTa Ha aMUHOTpaHc(hepa3uTe Ja ce mpociiesBaT Hali-Mallko Ha
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BCEKH 2 ceaMUITd. AKO HUBaTa Ha aMHHOTpaHC(Epa3uTe ce BbpHAT 10
CTOHHOCTHTE MPEN JICUCHUETO, TPSIOBa Jia ce OOMUCIH TOBTOPHOTO
BKItOUBaHe Ha Tracleer, criope OnuCcaHUTE MMO-1I0JTy YCIOBUSL.

>8xITH Jleuennero TpsiOBa ma OblIe CIIPSHO U Ja HE ce 00CHkKAa IIOBTOPHO
BKIItOUBaHe Ha Tracleer.

B cayuaii Ha cBbp3aHa ¢ JieYeHHeTO KIMHUYHA CHMIITOMATHKA HA YePHOAPOOHA yBpeaa Uiu
ABTOMMYHEH XeNaTHT, T.C. TaJIcHe, IOBPbILaHe, TeMIIepaTypa, 00JIKa B KOpeMa, KbITCHHIIA,
HeoOWYaiiHa OTITYCHATOCT WJIK YMOPSIEMOCT, TPUIIONIO00CH CUHIPOM (apTpairus, MHAITHs,
TEeMIIEpaTypa), Je4eHHueTo TPAOBa 1a 0b/e CIPAHO U 12 He ce 00ChK/1a MOBTOPHO BKJIIOYBaHE HA
Tracleer.

IlosmopHo exuoygane na ieyenuemo

[MoBTOpHO BKIIOYBaHE Ha JieueHueTo ¢ Tracleer TpsiOBa 1a ce 00CHKAA, CAMO aKO MOTCHIUAITHHUTE
TMOJI3U OT JIeueHUeTo ¢ Tracleer HaBUIIABAT MOTEHIIMATHUTE PUCKOBE U KOTaTO HUBATa Ha
YepHOJAPOOHUTE aMUHOTpaHC(Eepasu ca B pAMKHUTE Ha CTOHHOCTUTE MPE/IH JICUYCHUETO.
[IpenopbunTENHO € MHEHHETO Ha XemnaTojor. [IoBTOpHOTO BKIIIOYBaHE TPsIOBa Ja clie/iBa YKa3aHUSATA,
n30poeHH B Touka 4.2. B T03H caiy4yaii HUBaTa Ha aMMHOTpPaHc(pepa3uTe TpsidoBa Aa ObAAT
H3CJIeIBAHM /10 3 THM cJie]l IOBTOPHOTO BKJIIOUBaHe, CJie]] TOBA OTHOBO CJIe/ Ollle 2 ceIMUIU U
MO-HATATBK CIIOPE] FTOPHUTE NMPENOPHKH.

I'TH = ropna rpanuua Ha HOpMara

KoHneHTpaius Ha XeMorinooud

JleuenneTo ¢ 603eHTaH € OMII0 CBBP3aHO C 0303aBUCHMO ITOHMKEHUE HAa KOHLICHTPALMTA Ha
xemoryioOnHa (Bxk. Touka 4.8). [Ipu miane6o KOHTPOJIMPaHHU IPOYYBaHUS, CBBP3aHOTO ¢ 0O3CHTaH
TIOHW)KEHUE Ha KOHIICHTPAIMATA Ha XeMOTJIOOMHA He ce € 3aab1004YaBao, a ce € CTa0MIN3UPaIIO Cie]]
mppBuTE 4—12 ceqmuIy ot nedeHueTo. [IpenoppuBa ce KOHIIEHTpaIUATa HA XEMOTIIO0MHA Ja ce
M3CIeBa MIPEU 3all0YBaHe Ha JEUSHUETO, BCEKU Mecel] IIpe3 IbPBUTE 4 Mecela, Cie] KOETO BEeIHBK
Ha Tpu Meceua. AKO BBb3HHKHE KIMHUYHO 3HAYMMO MMOHIKEHHUE HA XGMOFHOGHHOBaTa KOHUCHTpalus,
TpsiOBa J1a ce HaIlpaBU JOIBIHUTENHA OLIEHKA U U3CJICABAHE 32 YCTAHOBSABAHE HA MPUYUHATA U
HEO0XOIUMOCTTA OT clelM(UIHO JeueHne. B mocTMapKkeTHHIOBUS IEPHOJL Ca CHOOIIEHHU ClTydau Ha
aHeMus1, M3UCKBaIla TpaHcy3usl Ha YepBEeHU KPHBHH KJIETKHU (BXK. Touka 4.8).

JKenu ¢ eTepoieH NOTEHIHAI

Toii kaTo Tracleer Moke a HanpaBU XOPMOHATTHATE KOHTPAICTITUBY Hee()EKTUBHH, OCBEH TOBA
CBILECTBYBA PHUCK OT BIIOIIABaHe Ha OenopoOHaTa XUIEePTOHUS TP OPEMEHHOCT, KaKTO U
TepaTOreHHUTE ePeKTH, HAOIIOAaBaH! IIPH )KUBOTHU:

. Jleuennero ¢ Tracleer He TpsiOBa 1a O'b/ie 3a1I0YBAHO IIPH JKEHU C JETEPOJICH IOTEHIMAN, OCBEH
aKo Te He M3II0JI3BAT HaJIe)K/IHA KOHTPALICTIIHS M PE3yNTaThT OT TecTa 32 OpPEeMEHHOCT Ipein
JICYCHUETO HE € OTPULIATEINICH

o XOpMOHAJIHUTE KOHTPALICTITHBY HE MOTaT A2 ObJIaT €IMHCTBEH KOHTPALEIITUBEH METO/I 110
BpeMe Ha jeueHue ¢ Tracleer
o [To Bpeme Ha JieueHHE ce MPEenopbyBa J1a e MPaBSIT SKEMECECUHH TECTOBE 32 OPEMEHHOCT C el

paHHO OTKpHBaHE Ha OPEMEHHOCTTa
3a JOBIHATENHA HHPOPMALTUS BHXKTE TOUKH 4.5 1 4.6.

BCJ'IO,Z[DO6Ha BCHOOKJIY3WMBHA Oolect

MMma choOl1eHus 3a ciiydan Ha 0ej10Ipo0CH OTOK IIpH yroTpedara Ha Ba30MIaTaTopH (TJIaBHO
MPOCTAIMKJIMHU) OT MalMeHTH ¢ 00 JpoOHa BEHOOKITy3uBHA O0osect. CleoBaTeIHo, ako MpH
nedenueto ¢ Tracleer Ha maruenT ¢ BAX ce mosBsT npu3HaIy Ha 6e0IpOOeH OTOK, TPsOBa J1a ce
nMa Ipe€aBuJ] Bb3MOXKXHOCTTA 3a CBbp3aHa BEHOOKITY3BHA GOHGCT. B IMOCTMApPKETUHI'OBHA IEPUOL €
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MMaJIo PeAKH ChOOIICHHS 3a 0eT0APOOCH OTOK IPH MAIlUEHTH, JIEKyBaHu ¢ Tracleer, mpu KOUTO €
MMaJjio CbMHEHUS 3a 0e10po0Ha BEHOOKITY3UBHA OOJIECT.

[TanyeHTH ¢ 6CJ'IOI[DO6H3 apTepruaIHa XUNICPTOHUA M ChIIBTCTBAIIA JCBOKaAMCPHA HCAOCTATHYHOCT

He e mpoBexxgano cnennuyHO MpoyYBaHe MPH MANMEHTH ¢ 0eT0IpoOHa XUIIEPTOHUS U ChITHTCTBAIIA
nesokamepHa aucynknua. Obaue 1 611 manuentu (ot kouto 804 ca momyuaBanu 6o3eHtan u 807 ca
MOJTy4JaBaly IIanedo) ¢ TexXKa XpOHWYIHA chpAedHa HegocTtaThuHOCT (XCH) ca nexyBaHU che cpeHa
MPOABIDKUTEHOCT OT 1,5 ToanHN B TIaneb0-KoHTpoarpaHo npoyuBaHe (mpoyuBane AC-052-301/302
[ENABLE 1 & 2]). B ToBa nmpoy4BaHe Ma MOBUIIIEHA YECTOTA HAa XOCIIUTATN3AIUUTE, ABJDKAIIHN Ce
Ha XCH, npe3 mbpBuTe 4—8 CEAMUIIM OT JICUCHUETO ¢ OO3EHTaH, KOETO MOXKE J1a € B PE3yJITaT OT
3aIpBKKaTa Ha TEYHOCTH. B TOBa mpoydYBaHe 3aApHKKAaTa Ha TEYHOCTH C€ TPOSBSIBA C pAaHHO
Ha/JaBaHe Ha TETJI0, MOHWKEHA KOHIIEHTPAIMs Ha XeMOTJIOOMHA 1 TI0-UecTaTa MosiBa Ha OTOLH IO
Kpakara. B kpas Ha mpoy4BaHeTO HE € ycTaHOBEHA Pa3JiMKa B YECTOTaTa Ha XOCHHUTAIN3ANH BbB
BPB3Ka ChC ChpJedHaTa HeJOCTaTbYHOCT, HUTO B CMBPTHOCTTA MEXKAY HMAIIMEHTHUTE, JIEKYBaHH C
0o3enTan i miarne6o. CiaemoBareTHo, IPETIOPHUBA e MAIMEHTUTE Aa OBAAT MPOCIEAIBaHN 3a
MIPU3HAIHM 32 33IPBKKA Ha TEYHOCTH (HampuMep HaJlaBaHe Ha TEerjo), 0cOOEHO aKo cTpajar oT
CBHITBTCTBAIIA TEXKKA CUCTONHA TUCPYHKIHA. AKO TaKMBa MIPHU3HAIN CE MOSBSAT, C€ TIPETIOphyBa Ja ce
3aroyvHe JeueHue ¢ ANy PETUIN HITH JIa Ce TTOBHINY J03aTa Ha MprueMaHuTe nuypetuny. [lpu manuenTn
C IaHHH 32 33/IpPbXKKa HA TEYHOCTH, JICUSHUETO C TUYPETHUIIM TPAOBa Ja ce 00CHIU MPEIH 3amouBaHe
Ha neueHueto ¢ Tracleer.

Benonpobua aprepuanna xunepronus, cebp3ana ¢ HIV nadexknuus

OnuThT OT KIMHUYHUTE MIPOyYBaHuUs ¢ yrnorpeda Ha Tracleer mpu manmenTu ¢ 6emonpoOHa
apTepuaiHa XUIepToHus, cebp3ana ¢ HIV undekuus, 1eKyBaHN ¢ aHTUPETPOBUPYCHH JIEKAPCTBEHU
NPOAYKTH, € OrpaHuyeH (Bxk. Touka 5.1). [I[poyuBaHe BbpXy B3aUMOACHUCTBHATA MEXK Ly OO3EHTaH U
JIONTMHABUP+PUTOHABHP TIPH 3]paBU HHIAMBU/M [TOKa3Ba MOBUIICHH IJIA3MEHU KOHIICHTPALMH Ha
003eHTaH C MaKCHMaJTHH HUBA TIpe3 IbpBUTE 4 JHM Ha JieueHne (BK. Touka 4.5). [Ipu 3anouBane Ha
neuenue ¢ Tracleer mpu ManMeHTH, KOUTO C€ HYKAAAT OT pUTOHABUP-aKTUBUPAHH IPOTECA3HU
WHXUOUTOPH, TOHOCUMOCTTA Ha TanueHTa KbM Tracleer TpsiOBa BHUMATEITHO J1a ce CIIEAH KaTo ce
00bpHE 0cOOEHO BHUMaHHUE, B HAYaJIOTO Ha BhBEXJamara ¢asa, Ha pUcKa OT XUIIOTOHHS U Ha
YepHOAPOOHHUTE (PYHKIIMOHATTHH TecToBe. [[0BUIIEH IBATOCPOYEH PUCK OT YePHOAPOOHA TOKCHYHOCT
1 XEMaTOJIOTHYHHU HEeXEeTaHU e(heKTH He MOraT Jia ObJaT U3KIIIOUSHH ITPU KOMOMHUPaHa yroTpeda Ha
003eHTaH C aHTUPETPOBUPYCHU JIEKapCTBEHU NpOAyKTU. [lopaan noTeHnana 3a TakuBa
B3aUMOJICHCTBUS, CBBP3aHH ¢ MHAYLUpaiuus edekt Ha 6o3eHTana Bbpxy CYP450 (Bx. Touka 4.5),
KOMTO MOKe Jla OKake eeKT BbpXY e(prKkacHOCTTa Ha aHTUPETPOBUPYCHATA Teparusl, Te3U MallUeHTH
ChIIO TPsIOBA Jla OBbAAT NPOCIIEAsIBAHN BHUMATEIIHO 110 oTHOIIeHue Ha HIV undekmusra.

BbenoapoOHa apTepuajiHa XMIIEPTOHMS BCJIEACTBHE HA XpOHUYHA 06CTDVKTI/IBHa 6CJIOILDO6H3 0oJiecT

(XObb)

beszomacHocTTa M MOHOCMMOCTTA Ha O03€HTaH ca MPOYYSHH MTPH €KCIUIOPATOPHO, HEKOHTPOIUPAHO
12-cenmuuHO npoyuBane npu 11 manmeHTH ¢ 6enopodHa XUepToHus BeyeAcTBUe Ha Texka XOb
(III crenen mo xnacupuranusra GOLD). HabmronaBanu ca moBuiiieHa MUHYTHA BEHTHIIAIUS U
MOHIKEHO KHUCIOPOIHO HACHIIaHEe KaTO Hall-4eCTOTO HEeXKENaHO ChOUTHE € Onia AUCITHEs, KOSITO €
OT3ByYaBasa cJie]] CIIMPAHETO Ha OO3CHTaH.

EnnoBpeMeHHa yriorpeda ¢ Ipyry JIEKAPCTBEHU IPOJAYKTH

EnnoBpemennata ynorpeba Ha Tracleer v HUKIOCIIOpHH A € IPOTHBOIIOKa3aHa (BXK. TOUkH 4.3 u 4.5).

EnnoBpemennara ynorpeba Ha Tracleer ¢ rmmbenknamug, ¢irykoHazon ¥ pudaMIuLnH He ce
npenopbyBa. 3a IoBeve NOAPOOHOCTH BXK. TOUKa 4.5.

Ennospemennoro npunarane Ha Tracleer, kakro ¢ uaxuburop Ha CYP3 A4, Taka u ¢ uHXuOUTOp HA
CYP2C9 tpsbBa na ce nzdsraa (Bx. Touka 4.5).

32



IToMonTHO BEIIECTBO

Tracleer 32 mg qucneprupaiu ce TabJSTKU ChIbPKAT U3TOYHUK Ha PeHmIananuH (Acnapram —
E951). Tora Mmoxe fa Ob/ie BPEIHO 32 HHAUBUIN C (PCHUIKETOHYpUs. JIMTICBAT KAKTO KIMHUYHY, TaKa
Y HEeKJIMHUYHY JaHHHM 32 yIoTpedara Ha acrapTaM IMpH KbpMadeTa rmox 12-ceniMuyHa Bb3pacT.

4.5 Bs3amMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHH NMPOAYKTH M APYTrH (JOpMH Ha B3aNMo/eiicTBHe

BbozenTan e naaykrop Ha nutoxpom P450 (CYP) msoenznmute CYP2C9 u CYP3A4. [lannure In vitro
npeanonarat u uaAykiusa Ha CYP2C19. CnenoBaTenHo, mia3MeHUTE KOHIICHTPAIIMU Ha BEIIECTBATa,
KOUTO CE METa0OIM3UPAT OT T€3U U30CH3UMH, Iie ObJAT TOHWKCHH TP €AHOBPEMEHHOTO TIpUJIaraHe
Ha Tracleer. Tps0Ba ma ce mMa mpeaBU BE3MOKHOCTTA Ja ¢ POMEHH e(PeKTHUBHOCTTA HA
JICKaPCTBEHUTE MPOYKTH, KOUTO CE METAO0OIM3UPAT OT Te3H N30SH3UMHU. MOXKe J1a Ce HaJIOKHU
KOpPUTHpaHE Ha 103aTa Ha TE3U MPOIyKTH CJIE]T 3alI0YBaHE, MPOMSHA Ha 103aTa WK CIIUpPaHe Ha
CBOBTCTBAIIOTO JieueHue ¢ Tracleer.

BozenTan ce metabonuzupa or CYP2C9 u CYP3A4. [lotuckanero Ha Te3U U30€H3UMHU MOXeE J1a
HOBUIIH TUIa3MEHAaTa KOHIIEHTPALusl Ha 003eHTaH (BIKTE KETOKOHA301). He e mpoydeHo BIusHHETO
Ha naxuouropute Ha CYP2C9 BBpXy KOHIIEHTpanuuTe Ha 603eHTaH. KomOuHanusTa TpsioBa 1a Obae
M3M0JI3BaHa C MIOBUILICHO BHUMaHHE.

@nyxonaszon u opyeu unxubumopu Ha CYP2C9 u CYP3A4: eqTHOBPEMEHHOTO NpUjIaraHe ¢
¢ykoHa3oi1, koiito notucka riaBuo CYP2C9, Ho no u3BectHa crenieH u CYP3A4, moxe na noBene
JI0 TOJISIMO TIOBHUIIIaBaHE HA MJIa3MEHUTE KOHIIEHTpaluy Ha 6o3eHTaH. KomOnHanusTa He ce
npenopbyBa. [lo ceiara npuurHa He ce MpenopbyYBa €AHOBPEMEHHOTO NpuiiaraHe Ha Tracleer kakTo
¢ momieH naxuouTop Ha CYP3 A4 (kaTo KeTOKOHA30:1, UTPAKOHA30JI MIIM PUTOHABHP), TaKa U C
naxubuTop Ha CYP2C9 (kaTto BOpHKOHA30M).

Cyclosporine A: emHOBpeMeHHOTO TipuiaraHe Ha Tracleer ¢ ukiociopud A (MHXHOUTOp Ha
KaJLIMHEBPUH) € MPOTHBONOKa3aHo (BXK. Touka 4.3). [Ipu exHOBpEeMEHHOTO NpuiIarane, Ha4aaHUuTe
TUTa3MEHH KOHIIGHTpAIMK Ha O03eHTaH ca MpuOIH3UTENHO 30-TbTH MMO0-BUCOKHU OT T€3U, H3MEPEHU
ciesi 003eHTaH, MPUIIOKEH caMoCTOATeNHO. [Ipy cTaloHapHO ChCTOSHIE, TNIA3MEHUTE
KOHIICHTpAI[MK Ha 003€HTaH ca 3- 10 4-IIbTH NIO-BUCOKH OT TE3U, U3MEPEHU clie]] 003CHTaH, PUIIOKEH
CaMOCTOSTETHO. MeXaHU3MBbT Ha TOBa B3aMMOJICHCTBUE € Hali-BEpOSITHO MHXUOUpPaHE OT CTpaHa Ha
LUKJIOCTIOPMHA HAa MEAUUPAHOTO OT TPAHCIIOPTHUTE MPOTEHHH NMOEMaHe Ha 003€HTaH OT
xenatouuTtnte. Konuentpauunte Ha nukiaocnopuHA (cyocrpar Ha CYP3A4) B kpbBTa HamassiBat
npubnusurenHo 50%. ToBa Hali-BeposITHO ce nb/bku Ha nHAYKIMATa Ha CYP3A4 ot cTpana Ha
003eHTaH.

Taxpoaumyc, cuporumyc: €THOBPEMEHHOTO NPUIIaraHe Ha TaKpoJIuMyc WK cuponumyc ¢ Tracleer e
€ M3CIIeIBaHO NP X0pa, HO 110 aHAJIOTHUS C €IHOBPEMEHHOTO MPUJIaraHe ¢ HUKJIOCIIOPUH A,
€IHOBPEMEHHOTO MPUJIaraHe Ha TaKpOJIMMYC WK cupoiauMyc ¢ Tracleer moxe 1a nosene 10
MOBHUIIIaBaHE Ha TNIA3MEHUTE KOHIIEHTpalMy Ha 0o3eHTaH. ChIIbTCTBAIOTO JeueHue ¢ Tracleer Mmoxke
Jla HaMaJTi IJ1a3MEHUTE KOHLEHTPALU Ha TAKPOJIUMYC U cuponumyc. [lopaan ToBa, eAHOBpeMeHHATa
ynoTpeba Ha Tracleer 1 TakpOJIMMYC MM CUPOJIUMYC HE ce IpenopbuBa. [lanmenture, npu KOUTO
KOM6I/IHaHI/I$[Ta € HAJIOXKUTCJIHA, TpSI6Ba Ja 6’[3)13"[‘ IpocCiiCaAdBaH BHUMATCIIHO 3a HEKCIIaHNU pCaKu,
cBbp3anu ¢ Tracleer, 1 3a mIa3MeHUTE KOHIIEHTPAIIMU HA TAKPOIMUMYC U CHPOJIIHUMYC.

I'nubenknamuod: eTHOBPEMEHHOTO Tpuiiarade ¢ 603eHTad 125 mg 1Ba MbTH AHEBHO B MPOIBIDKEHUE
Ha 5 JHM NMOHWXKaBa IJIA3MEHUTE KOHICHTpaluK Ha riudenkaamu (cyocrpar Ha CYP3A4) ¢ 40%, ¢
BBH3MOXKHO 3HAYUTEIHO HaMaJIsiBaHE Ha XUIOTIMKeMUYHUs eekT. [InasMeHnTe KOHIeHTpaluy Ha
003eHTaH chIIO ce NoHMKaBar ¢ 29%. OcBeH ToBa IpH NalMEHTUTE, NOTy4YaBalld KOMOMHUpaHa
Tepanusl, ce HabJr0/1aBa MO-roJIsIMa YeCTOTa Ha MTOBHIIABaHEe Ha aMHHOTpaHcdepasure. KakTo
IIMOCHKIAMUABT, TaKa U 003€HTaHbT OTHCKAT EKCIIOPTHATA ITOMIIA HA )KIITBYHHUTE COJIH, KOETO OH
MOTJIO Ja 00SICHH MOBUIIEHUTE aMUHOTpaHcepasu. Tazu komOuHaMA He TpsAOBa Jja ce U3M0JI3Ba.
Hsima Hanu4YHM JaHHM 32 JIEKapCTBEHUTE B3aMMOJICHCTBUS C JpyruTe Cyl(aHmIypeitHn npenaparu.
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Pugamnuyun: nipu 9 31paBu NanyeHTa eTHOBPEMEHHOTO TIPUJIAraHe B MPOJIBIDKCHUE HA 7 JHU Ha
0o3eHTaH 125 mg aBa MbTH JHEBHO ¢ pudamuuiivH, MoieH nuaykrop Ha CYP2C9 u CYP3A4,
MOHIKABA TIA3MEHUTE KOHIIEHTpAIUK Ha 003eHTaH ¢ 58%, KaTo B OT/CIICH ClTydaii TOBa MOHMKaBaHE
6u moryio na nocturae moutu 90%. B pe3ynTar Ha TOBa ce 04aKBa 3HAYUTEIHO HAMAJICH €PEKT Ha
003eHTaH NPU eTHOBPEMEHHOTO MY NpHJarane ¢ pudaMnunyH. EJHOBpEMEHHOTO NIpUiarane Ha
pudamnummH u Tracleer He ce mpenoppuBa. JIuncBat nanHM 3a npyrure HHAyKTopH Ha CYP3A4,
HanpuMep kapbamazenuH, peHo0apOuTa, PEHUTOMH U KBJIT KAHTAPUOH, HO TAXHOTO STHOBPEMEHHO
MpUJIaraHe ce OYakBa Jia ToBee 10 HaMallsiBaHe Ha CHCTEMHATa eKCIO3uIHsl Ha 0o3eHTaH. He Moxe
Ja ObJie M3KITIOYCHO KITMHUYHO 3HAYMMO HaMallsiBaHe Ha e(hUKaCHOCTTA.

Jlonunasup+pumonasup (u Opyau pumoHasup- NOOCUIEHU NPOMEA3HU UHXUOUMOPU):
€IHOBPEMEHHOTO IpriiaraHe Ha 603eHTaH 125 mg /1Ba MbTH JHEBHO | JIOMTWHABUP+PUTOHABUD
400+100 mg nBa mhTH THEBHO 3a 9,5 MHU TIpH 3apaBHU JOOPOBOIIIM BOJH 10 HAYAITHH TJIa3MEHU
KOHIIEHTpaIMK Ha 003E€HTaH, KOUTO ca MPUOIU3UTEIHO 48-IbTH MO-BUCOKU OT H3MEPEHUTE ClIe]
CaMOCTOSITETTHO MpHIIoKeHne Ha 6o3eHTaH. Ha neH 9, miiazMeHnTe KOHIEHTpauuu Ha O03eHTaH ca
NPUOTU3UTETHO 5 TBTH MO-BUCOKHU OT T€3U MPH CAMOCTOSTEITHO PUIIOKEHNE Ha O03EHTaH.
NuxubupaHeTo OT CTpaHa Ha PUTOHABUP HA MEIUUPAHOTO OT TPAHCIOPTHHUTE IPOTEHHHU IPOHUKBAHE
Ha 603eHTaH B xemarorutute u Ha CYP3A4, Bogemo 1o pexynupaHe Ha KIUpbhHCA HA O03EHTaH,
Hali-BEpOATHO IPUUYMHABA TOBA B3aumojelcTrre. Koraro ce mpunara €etTHOBpPEMEHHO C
JIOTTMHABUP+PUTOHABHP WM APYTH PUTOHABUP-TIOACUICHH MPOTEa3HN MHXHUOUTOPH, TOHOCHMOCTTA
Ha manueHTa kpM Tracleer TpsiOBa na ce cienu.

Cren enHOBpEMEHHOTO IpHJIaraHe Ha 003eHTaH 3a 9,5 THM IUIa3MEHHUTE EKCIIO3ULIMHU Ha JIONMHABUP U
PUTOHABUD HaMaJISBaT A0 KIMHUYHO HE3HAYMMa creneH (¢ npubnausurentHo 14% u 17%, cbOTBETHO).
He3zaBucumo oT TOBa IbjIHAa MHAYKIHKS Ha O03E€HTaH MOXKE 1a He ObJie JOCTUrHATA U IOCJIEABAIIO
MOHW)KaBaHe Ha MPOTea3HUTe MHXUOUTOPH HE MOXKE J1a ce U3kKiIroun. [IpernopbuBa ce moaxoasio
npocnenssane Ha HIV tepanusra. [TonoOHu edexT Morar a ce o4akBaT U IPH JPYTH PUTOHABHP-
MOJICHJICHH TIPOTEa3HH HHXUOUTOPH (BXK. Touka 4.4).

pyau anmupemposupycru 1exapcmea.; He MOTaT Jia ce HaIlpaBAT crieqU(pUIHA TPENOpPbKU 110
OTHOIIICHWE HA JPYTY HATMYHUA aHTHPETPOBUPYCHH JIEKApCTBa, IIOpajIu Tumca Ha naHHu. [lopamu
MoTyepTaHaTa XermaToTOKCHYHOCT Ha HEBUPAITHH, KOSTO MOKE JIa C€ aKyMYJIUpa C
XEMaTOTOKCUYHOCTTAa Ha 003€HTaH, Ta3u KOMOUHAIIMS HE Ce MPENopbyBa.

Xopmounannu koumpayenmusu: eTHOBPEMEHHOTO MpUIarane Ha 003eHTaH 125 mg 1Ba MbTH THEBHO B
MIPOIBIDKEHNE HA 7 THU C €IMHUYHA J03a MepopajieH KOHTPAIICTITUB, ChAbPKAIl HOPETUCTEPOH 1 mg
+ eTuHWI ecTpaauron 35 meg, HamasBa miomira o kpueara (AUC — Area Under the Curve) Ha
HOPETUCTEPOH U €TUHUI €CTPaAUo, CbOTBETHO ¢ 14% u 31%. Ho HamansBaHETO Ha EKCHO3ULIUATA
MIPU OTAEIHUTE NALKUEHTU € CbOTBETHO 110 56% u 66%. CieqoBaTesHO, CAMOCTOSITEIHO IPUIIOKEHU
KOHTpAaIleNTUBU Ha OCHOBATa Ha XOPMOHHU, HE3aBUCUMO OT ITHTS UM Ha BhBEXKIaHE (T.€. IEPOPaTHH,
WHXEKIINOHHU, TPAHCIEPMATHH WJIH UMILTAHTUPYEMH JIEKapCTBEHU POPMH), HE C€ CUUTAT 3a
HAJEKIHA METOU 32 KOHTpanenuus (Bx. ToUku 4.4 u 4.6).

Bapgapun: ennoBpemeHHOTO npuiiarade ¢ 6o3enrad 500 mg 1Ba IbTH JHEBHO B NPOIBJDKEHUE HA 6
JTHY TIOHIDKaBa IJIa3MEHHUTE KOHIICHTpAIMH KakTo Ha S-Bapdapun (cybcrpar Ha CYP2C9), Taka 1 Ha
R-Bapdapun (cyoctpar nHa CYP3A4), crorBetHO € 29% 1 ¢ 38%. KnMHUYIHHUAT onuT C
KOMOWMHHPAHOTO MpuijiaraHe Ha 003eHTaH U BapdapuH npu nauuentu ¢ BAX He e 0Ben 10 KIMHUYHO
3HaYMMHU IPOMEHH B MexnyHapoaHo HopManu3upaHo ckoTHoenue (INR - International Normalized
Ratio) wim B to3ara Ha BapdaprHa (U3X0IHO HUBO CIIPSIMO Kpasi Ha KJIMHUYHUTE ipoy4Banusi). OcBeH
TOBA, YECTOTATa Ha TIPOMEHHTE B JI03aTa Ha Bap(haprHa Mo BpeMe Ha MPOYYBaHUITA, IbIDKAIIA Ce Ha
npomenu B INR uim Ha HeXXenaHu peakyH, € CXOHa IIPH NalMeHTHUTe, NodyvYaBaiy 003eHTaH Ui
iane6o. He ce Hamara kopekius Ha Jto3ara Ha BapdapruHa Wi Ha JPYTH MOJ00HN OpaTHU
AHTHKOAryJIaHTHHU CPEJICTBA TPH 3aI0YBaHe Ha JieueHHe ¢ 003CHTaH, HO ce MPENophYBa HHTEH3UBHO
npocnenssane Ha INR, ocoOeHo B HauaJI0TO Ha JICYUEHUETO U B MIEPUO/Ia HA IIOKAUYBaHE HA J103aTa.
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Cumsacmamun: eTHOBPEMEHHOTO TIpHIarane ¢ 6o3eHran 125 mg ABa IbTH THEBHO B IPOIBIIKCHUE
Ha 5 THY TIOHIDKAaBa IUIAa3MEHHUTE KOHIICHTpaIuu Ha cuMBacTatuH (cyoctpar Ha CYP3A4) u Ha
HETOBHS aKTUBEH META00NIUT B-XUIPOKCH KHUCEIUHA, CbOTBETHO € 34% u c¢46%. Ilnazmenure
KOHIICHTpAIMK Ha 0O3EHTaH HE CE MOBIHUIBAT OT ChITBTCTBALIOTO JICYCHUE ChC CUMBACTATHH. TpsOBa
Jla ce MMa MpeIBUA MpociielsiBaHe Ha HUBATa Ha X0JIeCTeposa U MOoCceIBallo KOpUrupaHe Ha J03aTa.

Kemoxonazon: emTHOBpeMEHHOTO MpHUIIaTaHe B MPOABIDKEHNE Ha 6 THU Ha 003eHTaH 62,5 mg Ba IbTH
JTHEBHO C KETOKOHA30J1, MolleH naxuourop Ha CYP3A4, moBumasa mia3MeHUTe KOHLIEHTPAIUN Ha
0o3eHTaH npubIM3UTENHO 2 bTU. He ce cunta, ye e HeoOX0IUMO J1a ce Kopurupa go3ara Ha Tracleer.
Brnpeku ge He € J0Ka3aHOo C MPOYYBAHUS UH 8UE0, IOJOOHO OBHIIIAaBaHE HA TUTA3MEHUTE
KOHIIEHTpalMK Ha O03EHTaH ce 0YakBa U ¢ ApyruTe Moy naxuoutopu Ha CYP3A4 (kato
UTpaKOHa30J Wi puToHaBup). Ho korato ce komOnHupa ¢ naxubutop Ha CYP3 A4, npu mauuenture,
cinabu metabommzaropu Ha CYP2C9, nMma pucK OT TIOBHINIABaHE HA TIA3MEHUTE KOHIICHTPAIINH Ha
003eHTaH B MO-BUCOKA CTETEH, KOETO J1a IOBEIEe 10 Bh3MOXKHI BPEIHU HEXKENaH! PEaKIINH.

Enonpocmenon: orpanndeHnuTe JaHHU, OAy4eHH oT mpoyusane (AC-052-356, BREATHE-3), npu
koeto 10 nenquaTpuyHM NALKMEHTH ca IpUeMaii KOMOMHaNKATa OT O03EHTaH U €NONPOCTEHO COYar,
Y€ KaKTO CJICA ITPUEM Ha €IMHUYHA, TaKa 1 Ha MHOT'O 103U, CTOMHOCTHUTE HAa MaKCHMaJIHaTa
koHueHTpaus (Cmax) ¥ Ha iommTa mox kpusarta (AUC — Area Under the Curve) 3a 603eHTaH ca
MoT00HY TIPY MAIMEHTUTE ChC WK 0€3 TMTOCTOSHHO BIMBAaHE Ha €TMOMPOCTEHOI (BXK. Touka 5.1).

Cundenaghun: eTHOBPEMEHHOTO TIpWIarane Ha 603eHTaH 125 mg ABa MbTH THEBHO (CTAMOHAPHO
TUTa3MeHO HUBO) U crneHadmt 80 mg Tpu MBTH THEBHO (IIPU CTAIIMOHAPHO TIa3MEHO HUBO),
NpUIaraHy €JHOBPEMEHHO B IIPOABIDKEHUE Ha 6 JHU IPH 3IpaBU JOOPOBOIIH, BOIH 10 63%
namansiane Ha AUC 3a cunenadun u 50% yeenudenue Ha AUC 3a 603eHTan. [Ipy e THOBpEMEHHOTO
UM IpujiaradHe ce rperopbyBa MOBUIICHO BHUMAHUC.

Taoanagun: 6o3eHtan (125 mg nBa IbTH JHEBHO) MOHMKABA CCTEMHATA SKCIIO3UITUS Ha Tajaaaagul
(40 mg Benubk AHEBHO) € 42% U Cax ¢ 27% cie1 MHOTOKPaTHO €THOBPEMEHHO IIpHUJIaraHe.
Tamanadun vHe moBmusBaekcmo3uusaTa (AUC 1 Cpnax) Ha 003€HTaH WM METa0OTUTHTE MY.

Jlueokcun.: eMTHOBPEMEHHOTO NIpUJIaraHe Ha JUTrOKCHH ¢ 003eHTaH 500 mg 1Ba IbTU JHEBHO B
MpOAbIDKeHNE Ha 7 THU HaMansBa muromta o kpuBata (AUC — Area Under the Curve),
MakCUMATHATA (Cmax) 1 MEHUMATHATA (Crnin) KOHIIGHTpAIMS HA TUTOKCHHA, ChOTBETHO 10 12%, 9% u
23%. MexaHu3MBbT Ha TOBA B3aUMOJICHCTBHE MOXKeE Ja 0Bbae HHIYKIMS Ha P-rmukonporenna. Hama
BEPOSATHOCT TOBA B3aMMOJCHUCTBHUE J1a ObJIC OT KIMHUYHA 3HAYUMOCT.

IlegpnaTpruHa monyJiamus

[IpoyuBaHus 3a B3aMMOJCHCTBUATA Ca MIPOBEKIAHN CaMO NPU Bb3PaCcTHHU.
4.6 dDepTUaAUTET, O)PEMEHHOCT U KbpMeHe

BpemenHoct

[IpoyuBaHwusiTa MPH )KUBOTHU MTOKA3BaT PENPOAYKTUBHA TOKCUYHOCT (TEPATOr€HHOCT,
eMOPHOTOKCHYHOCT; BXK. Touka 5.3). Hsama HapexnHa nHpopManus 3a ynorpedaTa Ha Tracleer npu
OpemeHHU xeHU. [IoTeHIMATHUAT PUCK NPH XOpaTa Bee olie He € u3BecTeH. Tracleer e
MIPOTUBOIIOKA3€H IIPpHU OpeMeHHOCT (BX. TouKa 4.3).

KeHu ¢ geTepoaeH NOTCHIHAI

IIpenu 3amouBane Ha jeueHue ¢ Tracleer npu sKeHHU ChC 3ama3eH JACTEPOICH MOTEHIMA TPSAOBa J1a ce
MIPOBEpPH, Y€ HE € HaJIHIle OPEMEHHOCT, TpAOBa Ja ce AajaaT MOAXOSAIIN ChBETH OTHOCHO HA/ICHKTHU
METO/IY 3a KOHTpAILICIIIIKs, KaTO TPsIOBa J1a Ce 3all0YHe U MPUIIaraHeToO Ha MOIXOINA KOHTPAIICIIIUS.
[TanimeHTHTE U JIEKApUTE, IPEIMUCBAIIY JICUSHUETO, TPSIOBA 1a 3HAAT, Y€ TOPaal Bb3MOXKHH
(hapMaKOKHHETUYHHU B3auMOIeHCTBUS, Tracleer Moxe na HarpaBu Hee(heKTUBHU XOPMOHAITHUTE
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KOHTparenTuBH (BX. Touka 4.5). [Topaau ToBa, ’KEHUTE ¢ IETEPOCH MOTESHIINAT HE TPSOBa 1a
W3M0JI3BAT XOPMOHATHUTE KOHTPAIICTITHRHY (B TOBA YKCIIO MIEPOPATHU, HHKEKIIMOHHH, TPAHCIEPMAITHU
wim o hoopMaTa Ha UMILIAHTATH) KaTO SAMHCTBEH METOJI Ha KOHTPAIICTIIUS, a Jla U3I0JI3BaT
JIOITBTHUTEIICH WM AITEPHATUBCH HAJICKICH METOJ] Ha KOHTpAIeIUs. AKO ChIIIECTBYBa ChMHEHHE
OTHOCHO TOBa, KAKBB CHBET JIa Ce JaJic Ha KOHKPETEH MaIMueHT, TPsOBa Jia My ce Impernopbya
KOHCYJITaIMs ¢ THHEKoJIor. [Topanu chiiecTByBaIiaTa BEpOsSTHOCT OT HEYCIEX OT MPUJIAaraHeTo Ha
XOpPMOHAJHA KOHTpAIIEIHS [0 BpeMe Ha JeueHue ¢ Tracleer u kaTo ce MMa MpeBU PUCKBT OT
TEXKO BJIOIIaBaHE Ha OeJIoApoOHaTa XUTIEPTOHUS IIPH OPEMEHHOCT, TI0 BpeMe Ha JICUSHHUETO C
Tracleer ce mpenopwyBa Ja ce MPABAT KEMECEUHU TECTOBE 32 OPEMEHHOCT C Ie]T PAHHO OTKPUBaHE
Ha OpEeMEHHOCTTA.

Kspmene

JlanHu OT chOOIIICHUE HA CITyYaid ONIMCBAT HAIMYKME HA 003EHTaH B KbpMaTa C HUCKa KOHIICHTPAIHSL.
Mma HemocTarpuHa nHGOpMaNus 3a epeKTUTe Ha O03CHTaH MPH KbpMadeTa. He Moke 1a ce N3KII0In
pHCK 3a KbpMaueTaTa. He ce mpenopsuBa Ja ce KbpMH 110 BpeMe Ha JieueHue ¢ Tracleer.

DepTUInTeT

[TpoyuBaHusiTa MPY )KUBOTHH Ca MOKA3aIK TECTUKYJIapHU eQekTH (BXK. Touka 5.3). [Ipu kaumHu4HO
Npoy4BaHe, U3ceaBaIlo epeKTUTE Ha O03EHTaH BHPXY TECTUKYyIapHaTa GYHKIUS MPU MallueHTH OT
MBKKHU 1011 ¢ BAX, mectuma ot 24 yuyactaunu (25%) ca uMann HaMaJieHa KOHLIEHTpalus Ha
cniepmaro3ouiu ¢ more 50% OT U3XOAHOTO HUBO ClIeA 6-MeCceyHo JieueHue ¢ 003eHTaH. B3 ocHOBa Ha
TE3W HaXOAKH U MPEIKIMHUYHUTE JaHHHU, HE MOKE JIa ce U3KIII0YH, 4e OO3EHTaH MOXKe J1a IMa
yBpexIall eQeKT BbpXy cliepMaToreHe3ara npu Mexere. He Moske 1a ce U3KII0UN IBITOCPOYHO
BJIIMSHUE BBPXY (epTHIIUTETA ciel JieueHHe ¢ 003eHTaH MU Aela OT MBKKHU TOJI.

4.7 EdexTn BbpXy cniocodHOCTTA 32 moupaHe u padoTa ¢ MAIINHA

He ca npoBexnanu crennuyHN IPOyUYBaHUS 32 OI[CHKa Ha Mpekus epekT Ha Tracleer BbpXy
CIoCOOHOCTTA 3a 1o upane U padoTa ¢ MaluHu. Bernpeku ToBa, Tracleer Moke 1a pUUUHH
XHUIIOTOHHS, ChC 3aMastHOCT,3aMbBITICHO 3pEHUE WM CHHKOII, KOUTO OMXa MOTJIN J1a TOBJIHSSAT
CIocoOHOCTTA 3a Mo UpaHe WK padoTa ¢ MAITHHH.

4.8 Hexenanu JekapcTBeHH peakuuu

[Tpu 20 1urare6o KOHTPOIUPAHU IPOYUBAHMS, TPOBEACHU NIPU PA3INYHH TEPAIIEBTUYHU TIOKa3aHUS,
001110 2 486 manueHTH ca npuemMay 003eHTaH B JHeBHa J103a oT 100 mg 10 2 000 mg u 1 838
MaIMeHTH ca MpueMaiy miane6o. CperHaTa IpoIbIDKUTETHOCT Ha JieueHHeTo e Oma 45 ce MU,
Hesxxenanurte jgekapCTBEHU peakiiuu ce Ae(UHUPAT KaTo ChOUTHS, KOUTO Bb3HUKBAT MPHU HAW-MaJIKO
1% ot npuemammuTe 003€HTaH NaIMEeHTH U ¢ Yectota none 0,5% mo-roisiMa oT Ta3u Ha MPUEeMAaIIITe
rutane6o naruenTy. Haii-uectuTe HexenaHu JIeKapcTBeHU peaknuu ca riiaBodomnwme (11,5%),
OTOK/3apbkKa Ha TeyHocTH (13,2%), abHopMHM n3cneaBanus Ha yepHoapoOHaTa ¢pynkuus (10,9%)
Y aHEeMHUSI/TIOHMKEH XeMOorI00uH (9,9%).

JleuenneTo ¢ 603eHTaH € OMIIO CBBP3aHO C J10303aBUCHMO ITOBHIIABAHE HA YEPHOIPOOHUTE
aMuHOTpaHc(epas3y U MOHKaBaHe HA KOHIEHTPALUATa Ha XeMOTJIOOUH (BX. ToUKa 4.4).

HesxenanuTe jgekapcTBEHH peakinuu, HabmroaaBadu B 20 mianedo KOHTPOIUPAHH TPOYUBAHUS U TIPU
MOCTMAapKETHHTOBUS OMUT ¢ O03EHTAaH, ca CTeNIEHYBaHH 0 YECTOTA KAaTO CE U3IMOJ3Ba ClieIHATA
KOHBEHIMS: MHOTO uecTH (>1/10); wectu (>1/100 no <1/10); newectu (=1/1 000 mo <1/100); penku
(>1/10 000 mo <1/1 000); muoro peaxu (<1/10 000); ¢ Heu3BecTHa YecTOTa (OT HATMYHHUTE JAHHHU HE
MOJKe J1a ObJIec HallpaBeHa OIICHKA).

[Tpu Besiko TpyIupaHe B 3aBUCHMOCT OT YECTOTATa, HEXKENAHUTE JICKAPCTBEHH PEaKIUK ce N30posBaT
B HU3XOJISILI e 110 OTHOLIEHKE Ha TsIXHaTa cepro3HocT. He ca HaOmoqaBaHy KIIMHUYHO 3HAYUMHU

Pa3JIMKU B HEXKCIIAHUTC JICKAPCTBCHU PCAKIIUU MCKIAY 06maTa 0aza JaHHHU 1 0,[[06peHI/ITC IIOKa3aHHs.
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CucreMo-oprania Yecrora He:xenanu peakuuu
Kjaacupukanus
Hapymenus Ha kpbBTa U Yectn AHeMus1, TOHMKEH XeMOTJI0O0NH

muMpHATa cucTeMa

(Bk. Touka 4.4)

C HeusBeCTHA YecToTa

AHeMust WK MOHMKABAHE Ha
XEMOTJIOOMHA, KOETO TIOHSKOTa
HaJiara peJuBaHe Ha YEPBEHN
KPBBHHU KJIETKH'

Heuectn TpomGouuTonenus'
Heuectn Heyrponenus, neBkonenus’
Hapyuienust Ha uMyHHaTa Yectun Peakuuu Ha
cucremMa CBPBXUYYBCTBUTEITHOCT
(BKIJTIOUBAILY IEPMATHT, CHpOEK
uiu 06puB)?
Penxu Anadunakcus u/uinm
anruoenem’
Hapyuienus Ha HepBHaTa MHoro gyectu I'nasoGonue’
cucreMa Yectn Cunkomn’*
Hapyienus Ha ounte C Heu3BeCcTHA YeCcToTa 3ambriieHo 3penue’
Chbp/IcUHH HApYIICHUS Yectu IManmuranpu ' *
CbI10BU HapyIICHUS Yectu 3auepBsBaHe
Yectu Xunoronus" *
Pecnuparopuu, rpbaHu U Yectun Haszanna konrectus'
MeIMACTUHATHN HapYIICHUS
CromManrHo-4peBHH Hapymenus |Yectu lactpoesogareanna pedaykcHa

Gonect
Huapus

Xenaro-OuanapHu HapyIeHus

MHoro uectn

AOGHOPMHH YepHOIPOOHH
(yHKIIMOHAIHYU TECTOBE (BXK.
Touka 4.4)

Heuectn

[ToBumenn amuHOTpaHChEpasw,
CBBP3aHH C XCMaTUT
(BKITIOYHUTEITHO BH3MOKHO
000CTpsIHE Ha TTOJJIeKAIT
XEIATHT) W/UIIU KbITEHHIA'!
(Bx. Touka 4.4)

Penxu

upo3sa Ha yepHus qPpo0,
4epHOAPOOHA HEOCTATHYHOCT',
ABTOMMYHCH XCIIATUT

Hapyienus Ha koxara u
MOJKOYKHATA ThKaH

Yect

Epurem

OO0y HapymeHus u e)eKTH Ha

MHoro uectu

OTOK, 3apbiKKa Ha Te‘lHOCTI/I5

MSICTOTO Ha IMPUIIOKCHHUEC
1

I[aHHI/I, TMOJY4Y€HHU OT IMMOCTMAPKETUHI'OBUS OMIUT, YECTOTUTE C€ OCHOBABAT HAa CTATUCTUYCCKOTO MOJICIIMPAHE HA
HHaIIe60-KOHTpOJII/IpaHPI JaHHU OT KIIMHUYHO POYYBaHE.

iareoo.

wianedo.
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Peakiin Ha CBPBXYYBCTBHTEIHOCT ca ChOOMIEHU TpH 9,9% 0T manueHTuTe ¢ 6o3eHTaH u npu 9,1% oT mauueHTUuTE C

I'maBoGomue e chobiieHo mpu 11,5% ot manueHtuTe ¢ 603eHTaH u pH 9,8% OT MaMEHTUTE ¢ MmIanedo.
Te3u BUIOBE PEAKIHK CHIIIO MOYKE JIa Ca CBBP3aHH C TOAJICKAIIO0 3a00IABaHE.
OTOK WITH 33pHKKa Ha TEYHOCTH € ChoOIeH npu 13,2% oT manueHTuTe ¢ 603¢HTan U mpu 10,9% 0T malueHTHTe C




[To BpeMe Ha MOCT-MapKETUHTOBHS TIEPHOJL ca ChOOIICHH PEJIKH CIy4an Ha HEOOsSCHIMA ITMPO3a Ha
yepHUs Apo0 cliell POoIbIDKUTENTHO JieueHue ¢ Tracleer mpu ManueHTH ¢ MHOXKECTBO PUAPYKABAIITH
3a00J1aBaHus U TEPAINUH C JIeKapCTBEHH cpeacTBa. MiMa chIio penku choOIIeHNs 32 YepHOAPOOHA
HEJ0CTAaThYHOCT M aBTOMMYHEH XCIATUT C JATCHTHOCT OT HAKOJIKO Mecelia 0 ToauHu. Te3u
CHOOIICHHUS TIOICUIIBAT 3HAYCHUETO HA CTPUKTHOTO CMIa3BaHE Ha eXeMeCeqHHs rpaduK 3a KOHTPOI Ha
yepHOApoOHaTa (GYHKITHS, TOKATO Tpae eueHneTo ¢ Tracleer (Bxk. Touka 4.4)

Ilennarpuyna momyJianus

HeKOHmpOJZMpaHM KIUHUYHU npoy46eanusl npu neauamputmu nayuermu

IIpodupT Ha 6€30MAaCHOCT MPH MPH MEPBOTO OTBOPEHO HEKOHTPOIMPAHO MEAUATPUIHO MTPOYIBAHE
nposeneno ¢ punmupanu tadbmetkn (BREATHE-3: n = 19, cpeana Bp3pact 10 ronuau [auamna3od 3—
15 rogunu], 603eHTan 2 mg/kg qBa MBTH THEBHO; MPOABIDKUTEITHOCT Ha JICUCHHE 12 CeIMUIIN) ©
mo100CH Ha TO3U, Ha0JII0IaBaH MPU OCHOBHH MIPOYYBaHUS MPU Bb3pacTHU manueHTn ¢ bAX. TIpu
BREATHE-3, Haii-decTute HexxelnaHU peakinnu ca 3auepssBane (21%), rmaBobonue u abHOpMHH
yepHOAPpoOHH (hyHKUHOHANHU TecToBe (16% Beska).

C6opeH aHanu3 HAa HEKOHTPOJIMPAHU MeTHATPHIHHU POYyIBaHUs, IpoBeaeHU pu BAX ¢ 603eHTaH
32 mg aucneprupamu ce tadbnetku (FUTURE 1/2, FUTURE 3/IIpoabmkenne) BKIOYBA 0010

100 meua nexyBanu ¢ 603eHTaH 2 mg/kg nBa mbTH aHeBHO (n = 33), 2 mg/kg TpH IbTH AHEBHO
(n=31), umu 4 mg/kg nBa mbTH AHEBHO (n = 36). [Ipu BKJIFOUBaHETO, NICCT MAIIMEHTH ca OWIIN Ha
BB3pacT MexIy 3 Mecena u | roguna, 15 nena ca Owin Ha Bb3pacT Mexay 1 u mon 2 roauHu U 79 ca
Own Ha BB3pacT Mexay 2 U 12 rogunu. MenuaHnaTta Ha IPOABDKUTEIIHOCT Ha JISUCHUE ¢ Onta

71,8 cemmunn (nuamazon 0,4—258 cenMuin).

ITpodunbT Ha Ge30MaCHOCT HAa TO3W KOMOMHMPAH aHaIW3 HAa HEKOHTPOJIMPAHU EUAaTPUIHN
NPOYYBaHUs € MOJOOCH Ha TO3M HAOI0/JaBaH MPY M3MUTBAHHUATA C OCHOBHO 3HAYEHHUE IIPH BH3PACTHU
nanueHTn ¢ BAX, ¢ nskimodenne Ha HHPEKIUHUTE, KOUTO €A ChOOIIEHH MO-9eCTO, OTKOIKOTO MPHU
BB3pacTHHTE (69,0% vs 41,3%). PaznukaTa B yecToTara Ha MHPEKIUUTE MOXKE YACTHYHO J1a CE TBIKU
Ha MO-IbJraTa MeMaHa Ha NPOIBJDKUTEIHOCT Ha eKCIIO3UIMATA B [IeAMaTpUIHaTa Ipyna (MeanaHa
71,8 cenMuIn), B CpaBHEHHUE ¢ Bh3pacTHU (MenuaHa 17,4 cenqmunm). Hali-uectuTe HexenaH! peakiiuu
ca nH(EKINH Ha TOPHUTE AUXaTeiaHy mbTuma (25%), 0enoapobna (aprepuansa) xunepronus (20%),
Hazodapunrut (17%), mupexcus (15%), noppbinane (13%), Opouxur (10%), kopemHua 6oska (10%) u
nuapus (10%). Hama 3Haunma pasiika B 4ecToTaTa Ha HEXKEIAHUTE Peakluy MKy NalleHTUTe Haj
Y TI0]] 2 TO/MIITHA Bb3PacT, KaTo TOBa ce 0a3upa camo Ha 21 jerna noj 2 TOAUHH, BKIOYUTEITHO

6 mauueHTH Mexay 3 Mecena U 1 ronuHa. Hexenanu nposiBu Ha 4epHOAPOOHM HApYLICHUS U
aHeMHs/HaMaJIeH XeMOIJIOOMH ca HACTBIIMIN ChOTBETHO NpU 9% u 5% OT manueHTHre.

IIpu panomusupaHo mIane6o-KOHTPOIUPAHO NMPOyUBaHe, MpoBeaeHo npu nanuentu ¢ [IBXH
(FUTURE-4), o610 13 HOBOpOIeH! ca OMITN JISKYBaHU C JUCTIEPTUPAIH Ce TaOJIeTKH O03EHTaH B
n03a oT 2 mg/kg nBa mbTH AHEBHO (8 MAallMEHTH ca OWJIK Ha TuTane0o). MeauaHnara Ha
MPOJB/DKUTEITHOCT Ha JIeYeHHe ¢ 003eTaH U mianedo e Ouia, CbOTBETHO, 4,5 aHu (auana3oH 0,5—
10,0 mam) u 4,0 qau (mHTEpBaN 2,5-6,5 nHu). Haif-dyectuTe HeXellaH! TPOSIBY TIPH MTAIUEHTHTE
JIeKyBaHU ¢ OO3€HTaH | Iu1anedo ca OWiH, ChOTBETHO, aHEMUS MIIM HaMmaJieH XxeMorioouH (7 u

2 manueHTH), reHepanusupan eneM (3 u 0 manueHTH) U noBpbiane (2 u 0 manuenTy).

.Ha6ODaTODHI/I OTKJIOHCHHUA

OmknoHenus: 8 YepHoOpPoOHUMe U3CA0B8AHUS

[lo BpeMe Ha KIMHUYHATA IPOTPaMa, 10303aBUCHMHUTE MTOBUIIABAHUS HA YEPHOIPOOHUTE
amMuHOTpaHc(hepa3u OOMKHOBEHO ca Bh3HUKBAIH MPE3 IBPBUTE 26 CEIMUIIM OT JICUYEHHETO,
O0OMKHOBEHO ca ce pa3BUBAJIU MMOCTENEHHO U ca OWIM TJIaBHO acuMNTOMHU. [1o Bpeme Ha mocT-
MapKETUHIOBHUS TIEPHOJ ca ChOOILICHH PEAKH CIIydau Ha [IMPO3a U HEAOCTaTbYHOCT Ha YepHUSI P00
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MexaHu3MbT Ha TO3U CTpaHUYeH eeKT He ¢ siceH. ToBa MoBHIIaBaHe HA aAMUHOTpaHC(epa3uTe Moxe
Jla ce Tpeojioee CMOHTAHHO, KaTo JICUSHUETO MPOIb/DKaBa ¢ MoaabpKaiia mo3a Tracleer, wmu cien
HaMaJsiBaHE Ha J103aTa, HO MOXKE Ja Obae HeOOXOAUMO MPEKHhCBAHE WM CIIHUpAHe Ha JICUEHHETO (BK.
Touka 4.4).

[Tpu 20-Te 0OeuHeHM TUTale00 KOHTPOJIUPAHU POYYBAHHMS, TOBUIIIABAHETO HA YSPHOAPOOHUTE
amuHoTpaHchepasu > 3 x ['TH e madmronaBano mipu 11,2% oT npuemaiiute 003¢HTaH NAIlMCHTH, B
cpasrenue ¢ 2,4% ot nmpuemMarniure ranedo nanueHT. [loumenns go > 8 x I'TH e nabmogaBano
nipu 3,6% OT marueHTuTe, JeKyBanu ¢ 6o3enTan u 0,4% OT npuemaiuTe mianedo MaueHTH.
[NoBumenusTa Ha aMUHOTpaHCchepa3uTe ca OMIM CBhP3aHH C TIOBUIIABaHE HA OMIMpyOUHA

(=22 x I'TH) 6e3 nannu 3a 6unmnapua ooctpykuus npu 0,2% (5 nauneHTH) npueMany 003eHTaH U
0,3% (6 manMeHTH) mpreMaIy miamneoo.

IIpu xomOuHMpanusaT anamm3 Ha 100 gera ¢ BAX 0T HEKOHTPOIUPAHU METUATPUIHN TPOYUBAHUS
FUTURE 1/2 u FUTURE 3/IIponbmxeHue ca HaOIr01aBaHN TIOBUIIICHH YSPHOIPOOHH
amuHoTpancgepasu > 3 x [TH npu 2% ot nauuenrture.

ITpu mpoyuBaneto FUTURE-4 BxmtouBamo 13 HoBoponenu ¢ [I6XH nexkyBanu ¢ 6o3enran 2 mg/kg
JIBAIIbTH JHEBHO 3a TO-MaJiko oT 10 muu (quanazon 0,5-10,0 qHM) HAMa cliydau Ha 4YepHOPOOHU
amuHOTpaHchepasu > 3 x I'TH no Bpeme Ha JledeHreTo, HO €AMH CIIy4ail Ha XEMaTUT € HaCTBITHI 3
JTHH CJIeJ] Kpasl Ha JIeYeHHeTo ¢ O03eHTaH.

Xemoznobun

IIpu mutane6o0-KOHTPOIMPAHU MPOYUYBAHUS MpPHU BB3PACTHHU, IMOHIKABaHE HA KOHIEHTpalUsATa Ha
xemorsiobuna oy 10 g/dl.oT HayamoTo Ha NPOYYBAHETO € ChOOIIEHO Tpu 8% OT MPUEMAIIUTE
003¢HTaH NaKueHTy u pu 3.9% oT npueMalmTe mianedo nanueHT (BxK. Touka 4.4).

[Tpu komOmEUpanusT aHamm3 Ha 100 gema ¢ BAX oT HEKOHTPOIHPaHH MEANATPUYHU MPOYIBAHUS
FUTURE 1/2 u FUTURE 3/IIpoapmxenne, € ChOOIIEHO MOHMKaBaHEe Ha M3XO0IHATA KOHIIEHTPAIUS
Ha xemorso6uH j10 o 10 g/dl mpu 10,0% ot manmentute. He e mmano nmonnxasane mox 8 g/dl.

ITpu mpoyuBanero FUTURE-4, 6 ot 13 nekyBanu ¢ 6o3entan HoBopoaenu ¢ [IbXH ca n3nuranu
MOHM)KaBaHE Ha XeMOIJI00MHA OT peepeHTHHs TUana3oH Py U3XO0IHO HUBO JI0 O[] JI0JTHATA
rpaHMLIa Ha HOpMaTa 110 BpeMe Ha JISYEHUETO.

Cro01aBane Ha MOJI03MPAHU HEXKEJIAaHH PEaAKIIUH

CpoO11aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEeaKIUK CJIe]] pa3peliaBaHe 3a ynoTpeOda Ha JIeKapCTBEHUS
HPOJYKT € BayKHO. ToBa M03BOJISIBA 1a MPOABIIKY HAOIIOICHUETO Ha ChOTHOLIEHHETO 10J13a/pUCK 32
JIeKapCTBEHUS NMPOAYKT. OT MEAULMHCKUTE CIICIUATICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
[I0JJ03MpaHa HeXellaHa PeaKlysl Ype3 HallMOHAJIHATA CUCTeMa 33 ChOOIIaBaHe B:

W3npnHATENHA areHnus 1o JIeKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

bosenran e npunaran B eanHnyHa f03a 10 2 400 mg npu 3apasu nHauBuAK 1 10 2 000 mg Ha JieH B
NPOABIDKCHUE Ha 2 Mecela IPY MalMeHTH Che 3a00JsIBaHe, pa3InyHo OT 0eoapoOHa XUIIEPTOHHMS.
Haii-yecraTa HexkenaHa JeKapcTBeHa peakuus € Ouia riiaBo0oJIHe ¢ Jieka 10 yMepeHa HHTEH3UBHOCT.

I'omsimoTo TIpeo3upane MOXKe Ja TOBEE A0 CHIIHO M3pa3eHa XUIOTOHHS, U3MCKBaIIla aKTHBHA
MOJIKpena Ha ChpJeYHOCHA0BaTa cucTeMa. B meproza cien mykaHe Ha mas3apa, ce choOIaBa 3a eInH
ciydaii Ha ipego3upane ¢ 10 000 mg Tracleer, npueT oT enuH roHoIIa. Toli € ©IMad CHMIITOMH Ha
rajicHe, MOBPbILIaHe, XUIIOTOHMSI, BUCHE HA CBSIT, IOTEHE, 3aMbIJICHO BIDKJIaHE. Bh3cTaHOBUI ce €
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HaITBJIHO ciiela 24 Jaca ¢ MEpKH 3a IMOoIbp)KaHe Ha KPBBHOTO HajsTaHe. 3abenexka: 003¢HTaHBT HE Ce
OTCTpaHsBa Ype3 XeMOTHAIH3A.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMUYHH CBONCTBA
®apMakoTepaneBTHYHA TPyIIa: APYTH aHTUXHUIepTeH3uBHA tekapcTBa, ATC kox: C02KX01

MexaHu3bM Ha JIEHCTBUE

Boszenran e aBoeH enpoTenuH penentope aHtaroHucT (EPA) ¢ ahuHUTET KaKTO KbM €HIOTENUH A,
taka 1 KbM B (ETa u ETg) peuentopute. bo3entan HamansiBa kakTo 06e10ApoOHOTO, Taka U
CHCTEMHOTO ChJIOBO CHIIPOTHBICHHUE, KOETO BOIM 10 IIOBUILEH ChpACUeH AeOuT, Oe3 1a ce MOBUIIaBa
CBhpJECYHATA YECTOTA.

HespoxopmonsT ennorenus-1 (ET-1) e enuH OT Hali-MOITHUTE N3BECTHU Ba30KOHCTPHUKTOPH. Tol
MOJKe Ja foBene o (pudposa, KieThuHa mponrdepanys, CbpAedHa XUIepTpohus u peMoJieTnpane,
KaTo MOXe Jia MPUYMHU U Bb3NajieHne. Te3u eheKTH ce OChUIECTBABAT TOCPEICTBOM CBBP3BAHETO Ha
ennorenuna ¢ ETa u ETg penientopute, pa3noyioxKeHU B KIETKUTE HA €HAOTENMyMa U IJ1aIKaTa
MycKynarypa Ha ceaoBete. Konuentpanuure Ha ET-1 B ThbKaHUTE U IU1a3MaTa ce OBULIABAT IPU
HSIKOM CHPJICYHOCHAOBH Pa3CTPONCTBA U 3a00JsIBaHUs Ha CheMHUTENHATA THKaH, B TOBA yuciio bAX,
CKJIEpO/IEpMHUS, OCTpa U XPOHUYHA ChPJIE€YHA HEOCTATHYHOCT, UCXEMUS HAa MUOKap/1a, CHCTEMHA
XUTEPTOHUS U aTepPOCKIIepo3a, KOETo Mperoara natoreanara pois Ha ET-1 npu Te3u 3a0onsaBanus.
IIpu BAX u cbhpliedyHa HENOCTATHYHOCT, B OTCHCTBUETO HA €HAOTEINH PELENTOPEH aHTarOHU3bM,
MOBHILIEHUTe KoHIeHTparuu Ha ET-1 ca cuiiHO cBBbp3aHU € TEKECTTa U MPOTrHO3aTa Ha Te3U
3a00JIsIBaHUSI.

bozenTtan ce koukypupa 3a cebp3BaneTo ¢ ET-1 u npyrure ET nentunu, kakto 3a ETa, Taka u 3a ETs
perenTopure, ¢ Majko mo-sucok adpunuret 3a ETa penentopure (Ki = 4,1-43 HaHOMOJIa), OTKOJIKOTO
3a ETg penenrropute (K; = 38—730 manomorna). bo3enran e cienuduyen antaroauct Ha ET
PELEnTOpUTE U HE CE€ CBBP3BA C APYT'H PELENTOPH.

Edukacuoct
Mooenu na sxcusomnu

Mopenu Ha )KUBOTHHU Ha OeNoApOOHA XUITEPTOHHS TIOKa3BaT, Ye XPOHUYHOTO EPOPAITHO TPHIIaraHe
Ha 003eHTaH HamasBa 6enoJpoOHOTO CHIOBO CHIPOTUBIICHHUE U J1aBa 0OpaTeH X0 Ha
xunepTpodusaTa Ha OenogpoOHNUTE CHOBE U AsCHATa Kamepa Ha chpieTo. [Ipy Moaenn Ha )KUBOTHU
Ha 6enoapobHa ¢pubpo3a, 003eHTaH HaMalsBa OTIIATAaHETO Ha KOJIareH B OenunTe TpoOoBe.

Edhuxacnocm npu év3pacmuu nayuenmu ¢ 6e100pooHa apmepuanria XunepmoHus.

[IpoBenenu ca 1Be paHIOMU3UPAHH, IBOWHO-CIIETH, MYJITULIEHTPOBH, IJIae00 KOHTPOIUPAHH
npoyuBanus ¢ 32 (mpoyuBane AC-052-351) u 213 (mpoyusane AC-052-352 [BREATHE-1])
Bb3pactHH nanueHT ¢ BAX -1V ¢pynkunonanen kinac mo C30 (mppBruHa 6enoipodHa
XUIEPTOHMS MK OestoipoOHa XUIIEPTOHMS, BTOPUYHA IJIaBHO Ha ckieponepmusi). Ciien 4 ceamMuy Ha
0o3eHTaH 62,5 mg 1Ba MbTH AHEBHO, M3CIIEABAHATA TIOJABPIKAIIA J103a IIPH TE€3U MPOYYBAHUS €

125 mg nBa metu qHeBHO npu AC-052-351, 125 mg aBa mptH mHEBHO U 250 mg 1Ba IBTU JHEBHO TIPH
AC-052-352.

BozenTan e 7o6aBeH KbM TEKyIIaTa T€panys Ha MAMEHTHTE, KOSTO OM MOTJIa J]a BKIIIOYBA
KOMOWHAIIMS OT aHTHKOATYJIAaHTH, Ba30AHIaTaTOpH (HanpuMmep, OJIOKepH Ha KAII[UEBUTE KaHAIN),
JUYPETHULIH, KUCJIOPOA U IUTOKCHH, HO HE M enoIpocTeHod. KoHTporbT e mianebo mitoc Tekymara
Tepanusl.
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[IppBUYHATA KpaifHa TOYKA B Kpasi Ha BCSAKO MPOYYBAHE € MMPOMSIHATA B U3BMUHATOTO Pa3CTOSIHUAE CIIE]T
6-MUHYTHO XOJIcHe Ha 12-Ta ceIMUIIA IPU ITBPBOTO MPOYYBAHE U HA 16-Ta ceMHuIIa IPU BTOPOTO
npoyuBaHe. M mpu qBeTe MpoydBaHus , ICYCHUETO ¢ 003CHTAaH BOJIU J0 3HAYMTEITHO MOBUIIIABAHE HA
¢dusndeckus kamanureT. [Inanedo-KOpUrupaHoTo yBeUYaBaHe HAa H3MUHATOTO Pa3CTOsSTHHE B
CpaBHEHHE C HA9aJI0TO € ChboTBETHO 76 MeTpa (p = 0,02; t-TecT) 1 44 meTpa (p = 0,0002; Mann-
Whitney U tecT) kaTo mbpBUYHA KpaifHa TOYKA B Kpas Ha BCSIKO MPOYYBaHe. Pa3nukure Mexy nBeTe
rpynu: 125 mg nBa mbTH Ha AeH ¥ 250 mg 1Ba IBTH HA JIcH, HE ca CTATHCTHYECKH 3HAYMMH, HO UMa
TEHACHINS KbM NOA00psABaHe Ha (PU3NUECKHs KalaluTeT B Tpymnara, npuemamnia 250 mg 1Ba IbTH
JTHEBHO.

ITomoOpenneTo B MI3MHUHATOTO Pa3CTOSHUE C€ YCTAHOBSIBA Ciiel 4 CeAMMUIIN JICUeHHE, CTaBa ChBCEM
SIBHO CJIEH 8 CEAMMUIIH JICUCHHUE U CE MOAIBPKa 10 28-Ta CeAMUIIA MPU ABOUHOCISNIOTO JICUCHUE B
€lHa TIOJIrpyIa OT MOMyJaIUsITa Ha MAllHeHTHUTE.

B perpocniekTrBeH aHaIn3 Ha PECIIOHACHTUTE, Bb3 OCHOBA Ha IPOMEHUTE B U3MHUHATOTO PAa3CTOSIHUE,
¢ynkunonanuus knac mo C30 u nucnHesTa npu 95 nanuenTa, paHAOMHU3UpaHy Ha 603eHTaH 125 mg
JIBa I'bTH AHEBHO B IJIAle00 KOHTPOJIMPAHUTE IPOYUBaHUs, € YCTAHOBEHO, Y€ Ha §-Ta ceaMuLa

66 manKueHTH ca UMalli oJo0penue, 22 ca 6w ctabwiHu 1 7 ca ce Brommwmm. OT 22-Ta MmanueHTH,
cTabunu3upany Ha 8-Ta cenMulia, 6 ca uManu noxoOpenue Ha 12/16-ta cenmuiia u 4 ca ce BIOIIWIIH,
B CpaBHEeHHUE ¢ HadayoTo. OT 7 manueHTH, KOUTO ca OWITK BIIOLICHU Ha 8-Ta ceMuIla, 3 ca ce
nonoOpmim Ha 12/16-Ta ceqmunia 1 4 ca ce BIOIIWIN, B CPAaBHEHHE C HAYaJIOTO.

Camo B IIBbPBOTO MPOYUBAHE € IIpaBC€HA OLICHKA Ha MHBA3UBHUTC XECMOAWMHAMUYHU TapaMETpU.
Jleuenunero ¢ 6O3€HTaH € JJOBEJIO /10 3HAUYUTEIHO YBEINYaBaHE HA ChPACYHUS HHIIEKC, CBBP3aHO ChC
3HAYUTEITHO HaMalsiBaHe Ha 0eIoApoOHOTO apTepraiHo HalsTane, 0e10poOHOTO ChIOBO
CBIIPOTHUBIICHHUE M CPEHOTO HAJSITaHE B ASCHOTO MpPEACHPIKE.

[Ipu neuenueTo c O03eHTaH € HaOMO1aBaHa peAyKIHA B cuMnTomaTrkara Ha bAX. U3cneaBanero Ha
JCTIHESITa TI0 BpeMe Ha TECTOBETE C XOJIeHE NIOKa3Ba MOA00pEHHeE IPH ITpreMaIiuTe 603eHTaH
nanueHTy. B Hauanoto Ha npoyusane AC-052-352, 92% ot 213 nmanuenTu ca ¢ QyHKIMOHATICH

kiac III, cnopen xkinacudukanusra Ha C30 u 8% ca ¢ pynkunonanes kiac V. Jleuenunero ¢ 603eHTaH
BO/IM 10 Ioio0psiBaHe Ha ¢pyHKHoHaHUS Kiac mo C30 npu 42,4% ot manumentute (twiamnedo 30,4%).
Karo 1smo, npomenute BbB hyHknmnonanaus kiac mo C30 mo Bpeme Ha JBETE MPOyUBaHUs ca
3HAYUTEJIHO M0-100pH MpU IIpHUeMaluTe 003eHTaH NAlMEeHTH, B CPaBHEHHUE C IpHEMAIIUTe M1anedo
nanueHTH. Jleuennero ¢ 003eHTaH ce CBHP3Ba ChC 3HAUNTENTHO HAMAJISIBAHE CTEIICHTA HA KIIMHUYHOTO
BJIOIIIABaHE, B CpaBHEHUE C Iuiaiedo, Ha 28-ta ceamuria (10,7% cpeury 37,1%, CbOTBETHO;

p =0,0015).

[Ipu paHIOMU3MPAHO, JBOWHOCIIAIIO, MHOTOLIEHTPOBO, IUIaeb0-KoHTponupano npoyusane (AG—-052-
364 [EARLY]), 185 nauuentu ¢ 6enoapodHa apTepranna XunepTonus GpyHnkuuonaien kiac I mo C30
(cpenno 435 MeTpa, U3MUHATH 32 6 MUHYTH Ha U3XOJIHO HUBO) ca MONy4Yriid 003eHTaH 62,5 mg aBa
BT JIHEBHO B MPOIb/DKCHUE HA 4 CEMHUIIH, CJIe]l KOSTO ca MPEeMHHAIN Ha 125 mg jBa MbTH JTHEBHO
(n=93) nu wraue6o (n = 92) B npoabvkeHre Ha 6 Mecela. BkirouenuTe nanuedTy ¢ 6enoapobHa
apTepualHa XUrepToHus ca 6w Hedaexyanu (N=156) umu ca 6uu Ha MOCTOSHHA 1034
cunaenadun (n=29) . [TbpBUYHKTE CHCTABHU KPAiHH TOYKH Ca IPOLIEHTHUTE TIPOMEHH OT U3XOIHO
HUBO Ha 0eJ10/Ipo0HOTO ¢h10BO chipoTuBieHue (BCC) u npomsiHaTa CIpsIMO U3XOAHOTO HUBO Ha
U3MHHATO PA3CTOSHHE 32 6 MHHYTH Ha LISCTHsI MECell, CpPaBHEHHU ¢ 1uianedo. Tabnaunara mo-mgoiy
WIIOCTPYPA aHAaJIM3a Ha MPEBAPUTEITHO ONPEIEICHHUS MPOTOKOIL.

BCC (dyn.sec/cm®) XoneHe 6 MunyTH, Pasctosiaue (M)
[Inane6o (n =88) |bozentan (n=80) |Ilmane6o (n=91) |bosenTan (n=86)
M3xoqH0 HUBO 802 (365) 851 (535) 431 (92) 443 (83)
(BL); cpenno (SD)
[MpomsiHa cripsiMo 128 (465) 69 (475) 8(79) 11 (74)
BL; cpenno SD
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Edexru ot 22,6% 19
JeUCHUE

95% moBepuTeITHA 34,10 4,42
rpaHuIa
p-CTOMHOCT <0,0001 0,0758

JT" = noBepurenna rpanuia; bCC = 6enogpoOHO ChI0BO CHIIPOTHBIEHUE; SD = CTaHIApTHO OTKIOHEHHE.

JledenueTo ¢ 603eHTaH ce CBbP3Ba C HAMAJCHHNE Ha YeCTOTaTa Ha KIMHUYHO BJIOIIaBaHE, OTIPENEICHO
KaTo ChCTaBEHO OT MPOTpPEecUsi Ha CUMIITOMUTE, XocnuTanu3anus nopaau bAX u cMbpT, B cpaBHEHHE
¢ Tiane6o (MpomopIMOHATHO HaMalleHue Ha pucka 77%, 95% nosepurenen untepsain [[1] 20 - 94%,
p =0,0114). EbexTsT OT ISYCHUETO € TIPOCIICACH Upe3 Mo00peHne B KOMITOHEHTHTE Ha TIPOTPECHS
Ha cumntomute. HabnromaBaHu ca efHa XOCIIUMTAIN3aIus, IbJDKAIIA Ce Ha BiolaBaHe Ha BAX B
rpynara, JiekyBaHa ¢ 003€HTaH, ¥ TPH XOCITUTAIU3aIluH B rpynaTa Ha 1uane6o. [Ipu Beska rpyna Ha
JiedeHue e HaOIItoJaBaH eIuH CIy4ail Ha CMBPT Mpe3 IIeCTTe Mecela Ha ABOWHO-CIIETIHS IEPHUOT Ha
MPOYYBaHETO, TOPAIN KOETO HE MOJKE /Ia CE HAIPAaBH 3aKIIOUYEHHUE 32 MPEKUBSIEMOCTTA.

JaHHu 32 MPOABIDKUTENCH MEPHOJ OT BpeMe ca chOpaHu OT BCHUYKUTE 173 manueHTH, KOUTo ca
JeKyBaHU ¢ 003eHTaH B KOHTpoIHpaHara ¢a3a 1/iim ca MpeMHHAIH OT IUiane6o Ha 003eHTaH 1o
BpeMe Ha OTBOPEHOTO NpoabkeHrueHa nmpoyuBaneto EARLY. CpenHarta npoabKUTETHOCT Ha
SKCTIO3HITUS Ha JiedeHue ¢ 6o3eHTaH ¢ Omna 3,6 £ 1,8 ronuau (10 6,1 rogunam), karo 73% ot
MAIMCHTUTE Ca JICKYBaHU Hail-Majko 3 ronuHu u 62% Haii-mMainko 4 ronunu. [TanuenTure 6uxa MOriu
Jla TIOJTyYaT AOMBIIHUTEIHO JeueHue 3a BAX, KakTo ce M3MCKBa MPe3 0TBOPEHOTO MPOIBIDKEHUE Ha
npoyuBaHeTo. [lo-romsimMara 9acT OT MaMEHTUTE Ca TUATHOCTUIIMPAHH C MAUOTATUIHA WITH
Hacnencteena BAX (61%). Karo usiio, 78% OT nanMeHTUTe ca IpoabJDKWIN ¢ PyHKIMOHaIeH Kiac 11
cniopen kinacudukanuata Ha C30. Onenkute Ha Kaplan-Meier 3a npexxuBseMocT ca cCboTBETHO 90% u
85% na 3 ™™ 1 4 ™" ronuHa OT 3an04YBaHe Ha jJedeHueTo. B cpuure BpemeBu Touky, 88% u 79% ot
MalMEeHTHTE HE ca UMal BiomaBaHe Ha BAX (ompezaeneHo KaTo CMBPT MO BCSKaKBa MPUYHMHA,
TpaHCIUIAaHTalUs Ha Osu1 Apo0, aTpuaiHa CENTOCTOMMS HITH 3all0YBaHe HA MHTPABEHOCHO HIIH
MOJIKOKHO TIPOCTAHOUTHO JeueHue ). OTHOCUTETHUAT MIPUHOC Ha MPEIX0KIAIIOTO JIeUeHHe ¢ TuIanedo
0 BpeMe Ha JBOWHO-cisAMNara ¢aza u Ha JPYTH JIEKapCTBa, 3alI0YHATH 110 BpeMe Ha yAbbkeHaTa (asa
Ha OTBOPEHOTO MPOYYBaHE HE € U3BECTEH.

B npocrniekTiBHO, MyNITUIICHTPOBO, PaHIOMHU3UPAHO, TBOWHOCIIAIIO, TUTAIe00-KOHTPOIUPAHO
npoyusane (AC-052-405 [BREATHE-5]) matmentute ¢ BAX, dpynkimonanen knac Il mo C30 u
¢usnosiorus Ha AW3EHMEHTep, CBbp3aHa ¢ BPOJCHO ChPACYHO 3a00JIsBaHe, ca MojIydaBaii 003eHTaH
62,5 mg aBa IbTH JHEBHO 32 4 CEAMMIIU, clie] KoeTo 125 mg nBa mbTH THEBHO 3a ome 12 cemmuiu (n
=37, ot xouto 31 ca uMaiM IpeJUMHO JIeCEH-IISB JBOWHO HacouBaml IIpHT). OCHOBHATA IIEII € J1a Ce
JIOKaxe, 4e 003eHTaH He BiomaBa xunokcemusita. Cien 16 ceqmuny, B rpynaTta Ha 003eHTaH
cpeaHaTa KHCIopoaHa caTypauus ce nosumana ¢ 1,0% (95% CI — 0,7%- 2,8%), B cpaBHeHue ¢
rpynara Ha manebo (n = 17), koeto mokaspa, 4e 003eHTaH He BIoIIaBa XunokceMmusta. CpeHOTO
6e1101poOHO CHAOBO CHIIPOTUBJICHUE € HAMAJICHO 3HAYUTEITHO B Tpymara Ha 003eHTaH (KaTo
npeobaaapanuaT eekT e HaOroAaBaH B CyOrpynara OT HallMeHTH ¢ IBOMHO HacOuBall]
WHTpakapanaieH meHT). Crex 16 ceaMunn, CpeHOTO TUIANe00-KOPUTHPAHO TIOBHUIIIABAHE HA
M3MHUHATOTO Pa3CTOSHUE C XO7eHe 3a 6 MuHyTH € 53 Metpa (p = 0,0079), koeTo moka3Ba mogo0psBaHe
Ha KalmamuTeTa 3a YIpaKHeHU. J{BajeceT u MeCT NalMeHTH ¢a PO IBIDKIIIH J1a TToJTydaBaT 003eHTaH
1o BpeMe Ha 24-cenMuuHaTa (aza Ha oTBOpeHo npoabimkerue (AC-052-409) na npoyyBaHeTo
BREATHE-5 (cpenna mpoabDKATETHOCT Ha jiedeHneTo = 24,4 + 2,0 ceAMUITN) U KaTo 151710
e(rkacHOCTTa € OWIia mOTbPIKaHa.

OTtBoOpeHo, HecpaBHUTeNHO poyuBaHe (AC-052-362 [BREATHE-4]) e nposexeno npu 16 manmenTn
¢ OenoznpobHa aprepuanna xuneptonus, ¢pynkunonaneH kiac Il mo C30, cepp3ana ¢ HIV undekuns.
[NanuenTure ca noxy4aBanu 603eHTaH 62,5 mg 1Ba MbTH JHEBHO 3a 4 ceIMUIIM, cliesl koeto 125 mg
IiBa TTH AHEBHO omie 12 cemqmurin. Chexn 16-ceMMUYIHO JICUCHHE € OTYETEHO 3HAYUTEITHO MOI00peHue
B KallallUTeTa 3a yNPaKHEHUs, B CPaBHEHHE C HAYAIHUTE CTOMHOCTH: CPENHO MMOBHUIIABaHE NP 6-
MUHYTHUS TECT C XOJIEHE Ha pa3cTosHue oT 91,4 metpa, B cpaBHeHHE ¢ 332,6 MeTpa CpeHN HAaYaITHU
croiiroct (p <0,001). He morar ja Ob1aT HalpaBeHH ChIIECTBEHU M3BOIU OTHOCHO eheKTHTEe Ha
003eHTaH BbpPXY €pEeKTUBHOCTTA Ha aHTHPETPOBUPYCHATA Tepanus.(BXK. Touka 4.4).
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Hsma nmpoyuBanwusi, KOUTO Jia JIOKa3BaT OJIarONpUsITHUTE eeKTH OT JieueHueto ¢ Tracleer BEpxy
MPEeKUBIEMOCTTa. HO TBITOCPOYHUSAT BUTAICH CTATYC € JOKYMEHTHPAH PU BCUUKHUTE 235 MaIUeHTH,
JISKyBaHU ¢ OO3CHTaH MPH JIBETE OCHOBHHU IUTaNe00 KoHTpoaupanu npoyuBanus (AC-052-351 u AC-
052-352) n/unm TeXHUTE ABE HEKOHTPOIMPAHU, OTBOPEHH MPOoAbIbKeHUA. CpenHara
MPOJABIDKUTEITHOCT Ha eKCIo3UIMATa Ha 003eHTaH € 1,9 rogunu * 0,7 ronunu; (MuH.: 0,1 roguHmy;
Makc.: 3,3 TOJUHH| ¥ MalUeHTUTe ca Habmonasanu cpeano 2,0 + 0,6 roquau. bonmuHCTBOTO OT
MAIMEHTHTE Ca JUArHOCTUIIMPAHU KaTo IbpBUYHA OenoipoOHa xumnepToHus (72%) u QyHKIHOHaIeH
kiac Il mo C30 (84%). B Ta3u o6ma nomynaus, olleHKUTe Ha mpexkussiemocTTa o Kaplan-Meier ca
93% u 84%, choTBeTHO 1 M 2 TOOMHM CIIE] 3al0YBaHe Ha JeueHHeTo ¢ 0o3enTan. OeHKUTE Ha
MIPEKUBIEMOCTTA Ca MMO-HUCKU B TIOATPYIIaTa OT MAlMEeHTH ¢ OeoIpoOHa apTepraiHa XUIIEPTOHHUS,
BTOpWYHA HAa CHCTEMHA cKiiepo3a. OIEHKUTe MOJKE /1a ca MOBIHUSIHU OT 3all0YBaHETO Ha JIEYSHNE C
ernonpocteHon npu 43/235 nanueHTy.

IIposedenu npoyusanus npu deya ¢ 6e100pobHa apmepuanria Xunepmonus

BREATHE-3 (AC-052-356)

OunmupanuTe TabaeTKu O03EHTaH ca OLEHIBAHU B OTBOPEHO, HEKOHTPOJIMPAHO MIPOYUYBAHE IIPU

19 nepnatpuunn manuedTa ¢ BAX Ha Bp3pact ot 3 1o 15 roguan. ToBa npoyuyBaHe € Ch3AaIeHO
NperMHO KaTo(hapMaKOKHHETHYHO Npoy4uBaHe (BK. Touka 5.2). [lanmenTuTe ca nMaiu mbpBUYHA
oemonpobHa xunepronus (10 marmenTn) mm BAX, cBbp3aHa ¢ BpOJeHO CHPAEYHO 3a00sIBaHE

(9 maunentn) u pynkuuonanex knac I, cnopen knacudpukanuara va C30 (n = 15, 79%) nnu knac 111
(n =4, 21%) na u3xonHo HuBO. [lanmenTHTEe ca OMIM pa3/ieieH! Ha TPH TPYITH, B 3aBUCHMOCT OT
TEJIECHOTO TETJIO U I03UpaHu ¢ 003eHTaH MpHOIU3UTENHO 2 mg/kg nBa MBTH THEBHO B MPOJBIKCHIE
Ha 12 cenmunu. [lonoBuHAaTa OT HaLMEHTUTE OT BCSAKA rPyIa Bede ca OMIIHM JIeKyBaHU HHTPABEHO3HO C
€II0IIPOCTEHO, KaTO 103aTa Ha €I0IPOCTEHOA HE € IIPOMEHSIHA I10 BPEME Ha NIPOYYBAHETO.
XemoauHaMuKarta € uzcieasana npu 17 nanuenta. CpeTHOTO MOBUIIIABAHE HA CHPJCYHHS HHIIEKC OT
Ha4aI0To Ha mpoy4sanero € 0,5 1/min./m?, HaMaIABaHETO HAa CPEAHOTO GETOIPOOHO APTEPUATHO
Haysrane € cpeano 8 mmHg, a namanssanero Ha BCC e cpenno 389 dyn-sec-sm™. Te3u nmogobpenus
Ha XeMOJWHAMHKATA OT HAYaJIOTO Ha TIPOYYBAHETO Ca CXOJHH ChC MU 0€3 €THOBPEMEHHOTO
npujarase Ha emnonpocteHos. [I[poMennTe B mapaMeTpuTe Ha TecTa C HaToBapBaHe Ha 12-Ta ceamuia
OT HayaJIOTO Ha MPOYYBAHETO Ca MHOTO HECUT'YPHH U HE Ca 3HAYMMHU.

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

FUTURE 1 e oTBOpeHO, HEKOHTPOJIUPAHO MPOYUYBAHE MPOBEIEHO C JUCIIEPTHPALIH C€ TaOICTKH
003eHTaH NPUIIOKEHH B TIOJUTbprKaIia no3a 4 mg/kg nBa mbTr AHEBHO Ha 36 MAIMEHTH Ha BB3pPacT OT
2 no 11 rogunau. ToBa npoy4BaHe € Ch31aJICHO IPESIUMHO KaTo (hapMaKOKHMHETUYHO MPOYYBaHE (BXK.
Touka 5.2). Ha u3Xx0AHOTO HUBO, MAIlMEHTUTe ca uMaiy unuornatndnaa (31 manuenTu [86%)) nin
¢damunna (5 manuenra [14%]) BAX u ¢pynkunonanex kiac I, cnopen knacudpukanusara nva C30

(n =23, 64%) nnu knac III (n = 13, 36%). [Ipu npoyuBanero FUTURE 1, menuanara Ha eKcrio3uius
Ha npoyd4BaHoTo jJeueHue e 13,1 ceamunm (uanaszon: 8,4 no 21,1). 33 or Te3u manueHTH ca
MOJTYYHITH TIPOIBIDKUTETHO JISYSHHE C TUcTieprupaiuce Tabnetku 0o3eHTaH B 1o3a 4 mg/kg nBa meTu
nuesHo 1o Bpeme Ha FUTURE 2 HekoHnTponupaHa (a3a Ha Ipoab/DKEHUE MeiaHa Ha
MPOIBIDKUTEITHOCT Ha ISIIOCTHOTO Jedenue 2,3 roaunu (nuamnaszon: 0,2 g0 5,0 roguan). Ha
u3xoanoto HuBo npu FUTURE 1, 9 nanuenTH ca npueMai enomnpocTeHoN. 9 maluenTu ca
3armovHaiy 3a npbB T bAX-crenuduyHo 1eueHre no Bpeme Ha npoyusanero. OneHkara mo Kaplan-
Meier 3a Biiomasane Ha BAX Bb3 0CHOBa Ha JIMIICa HA HEXEJIAaHU CHOUTHUS (CMBPT, TPAaHCIIAHTAIINS
Ha 051 1po0 wiu XocnuTanu3anys 3a Biomasane Ha bAX) cien 2 roguaum e 78,9%. Lsmoctaara
OIIeHKa 3a 00m1a npexxuBseMoct 1o Kaplan-Meier Ha 2 ronuau e 91,2%.

FUTURE 3 (AC-052-373)

[Ipu ToBa OTBOPEHO, PAHAOMHU3UPAHO IPOYUYBAHE C JUCTIEPTUpaIU ce TabaeTKu 003eHTaH 32 mg,
64 nena cbe ctabmnHa BAX Ha Bb3pacT oT 3 Mecena a0 11 roguHu ca OmiIn paHAOMU3HUPAHU HA

24 cenmuum nedeHue ¢ 6o3entad 2 mg/kg nea bt AHEBHO (n = 33) uiu 2 mg/Kg Tpu IbTH THEBHO
(n=31). 43 (67,2%) ca 6unu Ha BB3pact oT > 2 10 11 roaunu, 15 (23,4%) ca Owmm mexay 1 u

2 ronuHy, U 6 (9,4%) ca Ounm Mexny 3 Mecena u 1 roauHa. [IpoydyBaHeTo € ch3Aa/IEeHO MTPETUMHO
KaTo (hapMaKOKHMHETHYHO MPOyYBaHe (BXK. TOUKa 5.2). U KpalHUTE TOYKH Ha e()UKACHOCT ca caMo
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excrutoparopuu. Etnonorusra va BAX, cnopen knacudukanusta Dana Point, BKiItouBa naponatnisa
BAX (46%), nacnencreena bAX (3%), BAX cnen kopektuBHa chpaeuna uaTtepBeHnns (38%) u BAX,
TIPH BPOJICHO ChPJIeUHO 3a00IIsBaHe, CBbP3aHa ChC CHCTEMHO-ITYIMOHAPHH IITHHTOBE, BKIIFOUHUTEITHO
cuaapoma Ha Eisenmenger (13%). [lanmentuTe ca ¢ pynkunonaneH kiac I, cnopen kmacuduxarmsra
Ha C30 (n =19, 29 %), xnac Il (n =27, 42%) wnu xnac 111 (n = 18, 28%) npu 3amouBaHe Ha
npoy4BaHaTa Tepanus. [Ipu 3amouBaHe Ha MPOYYBaHETO, MALIMEHTUTE Ca JIEKYBaHH C JIEKapCTBa 3a
BAX (mait-yecto camo ¢ nHXuOUTOP Ha ochoauecrepaza tun 5 [cunaenaduin][35,9%], camo ¢
6o3enran [10,9%] 1 ¢ komOnHaNKA OT O03eHTaH, mionpocT U cuineHadpwmn [10,9%]) u ca
npoabkuian bAX TepanusTa cu 1o BpeMe Ha MPOYYBAHETO.

[Ipu 3amouyBane Ha MPOYYBAHETO, TO-MAJIKO OT ITOJIOBMHATA ydacTBamy nanueHTH (45,3% [29/64]) ca
npueMaiy camo 0o3eHTaH 0e3 Ja € komOuHupad ¢ Apyro BAX-nekapcrso. 40,6% (26/64) ca octananu
Ha 003€HTaH MOHOTEpAIU Mo BpeMe Ha 24-Te ceIMHLIM Ha MPOYYBAHOTO JIeUeHHe Oe3 J1a U3MUTBAT
BiomaBaHe Ha bAX. AHanu3bT BKIIIOYBAI Is1aTa momynanus (64 manueHTa) mokassa, 4e 1mo-
rojsiMaTa 4acT ca OCTaHaJi OHEe cTaOWIHU (T.€., 0e3 BlIomIaBaHe) Bb3 OCHOBA Ha HEMIEAUATPHYHO
crierguyIHa OlleHKa Ha (PyHKIIMOHAJICH Kiiac, criopea kiacudukanusata Ha C30 (97% aBa nbTH
nHeBHO, 100% Tpu mbTH AHEBHO) U 00IIaTa KIMHUYHA OLEHKa Ha JekapuTe (94% aBa mbTH AHEBHO,
93% Tpu IbTH AHEBHO) 110 BpeMe Ha jiedeOHus nepuoa. Onenkara no Kaplan-Meier 3a Biomasane Ha
BAX BB3 0OCHOBa Ha JIUIICA HA HEXKEJIAHU ChOUTHSI (CMBPT, TPAHCIUIAHTAIUS Ha OsUT ApO0 WitH
XOCIUTaIM3alus 3apaau piomasane Ha BAX) cien 24 ceamuiu € ¢cb0TBeTHO 96,9% 1 96.7% B
TPYIHTE JIBA TbTH JHEBHO U TPH ITBTH THEBHO.

Hsma nanHu 3a HUKaKBa KIMHAYHA 107132 ¢ 2 mg/kg Tpu TbTH JHEBHO B cpaBHeHHE ¢ 2 mg/kg nBa
'BTH THEBHO JI03MpaHe.

Ilpoyusane, npogedero npu H08opodenu ¢ nepcucmupauia 6er00podHA XUnepmoHus Ha
Hosopodenomo (IIBXH):

FUTURE 4 (AC-052-391)

ToBa nBoHOCTANO, M1a1e00-KOHTPOIUPAHO, PAHAOMH3UPAHO MPOYYBaHE PH TOHOCEHHU H
HEJIOHOCEHU HOBOPOJICHH (TecTanmoHHa Bh3pacT 36—42 cenvunn) ¢ [IBXH. [amuentute cbe
cybonTHMareH OTTOBOp Ha MHXanaTopeH a3oreH okuc (iINO) BeIpeku Hal-maiko 4 yaca
MPOABIDKUTEITHO JISUSHUE ca JIEKyBaHH C JAUCIIeprupaiy cetabietku 0o3enTan 2 mg/kg nBa mptu
qaeHO (N = 13) nim mmanie6o (N = 8) mocpencTBOM Ha3oracTpaliHa COHJIa KaTo JOIBIHHTEIIHA
teparmusg KbM iNO 110 TBITHOTO TipeycTaHoBsiBaHe Ha iNO WK 10 HeyCIeX Ha JISYUeHUETO (OIpeIeNieHO
KaTo HEOOXOMMOCT OT eKCTpa-KopropairHa Mmemopanaa okcureHarus [ EKMO] unu 3amouBane Ha
aJTePHATHUBEH MMyJIMOHAPEH Ba30AMIaTATOP) U 3a HE moBeue oT 14 qHu.

Menunanara Ha €KCITO3UIMS Ha IPOYYBaHOTO JieueHue e 4,5 nau (nuanazon: 0,5-10,0) B rpynara ¢
0o3enran u 4,0 1au (nuana3oH: 2,5-6,5) B rpymnara ¢ mianeoo.

PC3YJ'ITaTI/ITe HEC IIOKa3BaT AOIIBJIHUTCIIHA I10J13a OT 0o03eHTan IIpU Ta3u MOITyJIalus:

. MenuanaTta Ha BpeMe 110 IbJIHOTO npeycraHopsiBane Ha iNO e 3,7 nuu (95% noBeputennu
rpanuiy [CLs] 1,17; 6,95) ¢ 603enrtan u 2,9 auu (95% CLs 1,26; 4,23) ¢ tiane6o (p = 0,34).

. CpenHOTO BpeMe 10 ITBJTHOTO IpeyCTaHOBsIBaHe Ha MexaHnyHata BenTwianust e 10,8 aau (95%
CLs 3,21; 12,21 nun) ¢ 603enran u 8,6 aau (95% CLs 3,71; 9,66 nuun) ¢ uiane6o (p = 0,24).

o EnuH nanueHT B rpynata ¢ 003eHTaH € UMajl HeycnemHo Jieuenue (Hyxaa or EKMO

OTIpeIeNICHO IO MTPOTOKOM), KOETO € YCTAHOBEHO Ha 0a3aTa Ha MOBHIIIEHUTE CTOWHOCTH Ha
MHJIEKCa HA OKCUTEHAIIMs B paMKHUTE Ha § Yaca ciel IbpBaTa 103a OT MPOYYBAHOTO JIEKAPCTBO.
To3u marueHT ce € Bh3CTAaHOBWII B paMKUTE Ha 60-THEBHIS MIEPUO HA TIPOCIIEIBaHE.

Kombunayus ¢ enonpocmenon
Kombunanusta Ha 003eHTaH U €IONPOCTEHON € u3cieaBana B 1Be npoyuBanus: AC-052-355

(BREATHE-2) u AC-052-356 (BREATHE-3). AC-052-355 € MynTHIIEHTPOBO, PaHIOMH3UPAHO,
JIBOMHOCIIATIIO, MapajieIHO IPYIIOBO IPOyYBaHe Ha 003eHTaH cpelily Ianedo mpu 33 marueHTy ¢
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Texkka BAX, KOUTO ca IoTydaBalii ChITBTCTBAIA Tepamus ¢ enonpocteHos. AC-052-356 € oTBOpeHoO,
HEKOHTpoJIMpaHo mpoyuBane; 10 ot 19-Te meauaTpuIHY MAMEHTA ca OMIIM HA CHITBTCTBAIIA TEPATTHIS
¢ 003eHTaH U eNOIPOCTEHOI 10 BpeMe Ha 12-cenMuyHOTO TipoyuBaHe. [Ipoduinbt Ha Oe30macHOCT 3a
KOMOMHAIIMATA HE CE€ € pa3jinyaBall OT OYaKBaHUS PO 32 BCEKH €AMH OT KOMIIOHCHTHUTE U
KOMOWHHMpaHaTa Tepamnusl ¢ IoHacsHa ToOpe OT JieraTta U OT Bb3pacTHUTe. KiIMHUYHATA 1oi3a OT
KOMOHMHAIMATA HE € I0Ka3aHa.

Cucmemna ckiepo3a ¢ Oucumania a3eena o6oiecm

[TpoBeneHu ca ABE paHIOMHU3UPAHH, ABOMHHO CIIETH, MyJITHIEHTPOBH, IJ1aie00 KOHTPOIUPaHH
npoyusanus npu 122 (mpoyuBane AC-052-401 [RAPIDS-1]) u mpu 190 (mpoyusane AC-052-331
[RAPIDS-2]) BB3pacTHr AIMEHTH ChC CHCTEMHA CKIIEpO3a U TUTHTANTHA s3BeHa OoecT (WK B X012
Ha TUTWTaHA si3BeHa 0O0JIECT, WM C aHaMHe3a 3a TUTUTallHa s3BeHa 0oJiecT Ipe3 MpeaxoaHaTa
roauna). B npoyuBanero AC-052-331, manuenTture e TpaOBasio Ja MMaT Hai-MaJiko eIHa
HOBOIIOSIBIJIA CE€ AMTMTANIHA 53Ba, a CPeJl ABETe MPOydBaHus 0010 85% OT manueHTuTe JUruTaaHa
s3BeHa 0oJecT e Omiia B X0/ KbM M3X0AHUs MoMeHT. Ciieq; mpuinarane Ha 003eHTaH 1o 62,5 mg nBa
'BTH THEBHO B MPOABIDKEHNE HA 4 CeIMUIIM, TOAIbpIKaIIaTa 03a, U3cleIBaHa B PAMKUTE U Ha JBETE
mpoy4uBaHus e Omna mo 125 mg nBa bty AHEBHO. [[poabmKUTETHOCTTa HA TBOMHOCIISIIOTO JICYSHIE €
ouna 16 cemmury pu npoyuBaneTo AC-052-401, u 24 cemmuru npu npoyusaneto AC-052-331.

@DOoHOBOTO JICUCHUE HAa CHCTEMHATa CKJIep0o3a U Ha AUTUTAIHUTE SI3BU ca OMIIM pa3pelleHu, ako ca
OWJIM ITOCTOSIHHY B IPOABJDKEHUE HA MUHUMYM 1 Mecel peay 3aroyBaHe Ha JIEYCHUETO U Ipe3 Leust
CPOK Ha JIBOMHO-CIIEIIUTE IIPOYYBAHHUS.

BbposT Ha HOBUTE AMTUTANHY SI3BH OT U3XOAHOTO HUBO Ha MMPOYYBAHETO 10 KpaiiHaTa My TOUYKa €
IPUET 32 OCHOBEH KPUTEPHUI U PH ABeTe NpoyuBaHus. JIedeHneTo ¢ 603eHTaH € JOBENO 10 MO-MajKo
Ha Opoif HOBOTIOSIBIIIN C€ AUTHTAIIHY SI3BH IPE3 NEpHoia Ha MpHUiiaraHe Ha JCYSHUETO B CPaBHEHHE C
iane6o. B nmpoyuBaneto AC-052-401, B cpoka Ha 16-CEIMUYHOTO ABOWHOCIIATIO JICUCHUE,
NAalMEHTHUTE B IPyIaTa, JeKyBaHa ¢ 003€HTaH, ca Pa3BUIM CPeaHO 1,4 HOBONOSIBUIIM C€ TUTUTAITHU
SI3BH, CITPSIMO 2,7 HOBOIIOSIBUIIM C€ IUTHTATHHM s13BH B Iiane0o rpynara (p = 0,0042). B npoyuBaneTo
AC-052-331, B cpoka Ha 24-CEAMUIHOTO IBOMHOCIISIIIO JICU€HNEe, ChOTBETHUTE CTOMHOCTH ca 1,9
crpsiMo 2,7 HoBomosBIIH ce nquratanau s38u (p = 0,0351). U B aBeTe nmpoydBaHus Mpy HAlMEHTUTE
JIeKyBaHH ¢ 003€HTaH € UMaJIo I0-MaJjKa BEPOSTHOCT Aa CE MOSBIAT MHOXKECTBEHH HOBOIIOSIBUJIH C€
JUTUTAITHH SI3BU B IEPHOJIa HA TIPOYYBAHUITA, KATO BPEMETO, KOETO € OMII0 HEOOXO MO 32
BBH3HUKBAHE Ha BCSKa CIIE/IBAIlla HOBOIIOSBIIIA CE IUTUTANIHA A3Ba [IPY TAKMBA NALMEHTH € OMIIO MO-
IBJITO, B CPAaBHEHUE C BPEMETO M3HMCKBAILO CE MPH JIeKyBaHuTe ¢ manedo. EdexTsT Ha 603eHTaH 3a
HamaJsBaHe Ha OpOs Ha HOBOTIOSIBUIINTE CE€ IMTUTAIIHH S13BU € OWJI IIO-CHUITHO MIPOSIBEH NP TMALUEHTH
C MHO>KECTBEHU JTUTUTAIIHH SI3BH.

[Tpu HUTO €AHO OT JBETE NPOYYBAHUS HE € HAOI01aBaH eeKT Ha OO3CHTaH BbPXY BPEMETO 3a
3a37paBsiBaHe Ha JUTUTATHUTE SI3BU.

5.2 ®apmakOKMHETHYHH CBOWCTBA

(DapMaKOKI/IHCTI/IKaTa Ha 0O3€HTaH ¢ JAOKYMCHTHPAHA I'IaBHO IIPU 3/IpaBU UHAWBUIU. OI‘paHI/I‘{eHI/ITe
JaHHU ITPU MaUCHTUTC MMOKA3BaT, Y€ CKCIIO3UIHATA HA 0o3eHTaH 1IpU Bb3paCTHU MAIUCHTH C BAX e
HpI/I6.HI/131/ITeHHO 2 IbTH I10-TroJIIMa, OTKOJIKOTO ITPpU 3[IpaByu Bb3paCTHU WHAUBU/IN.

[Ipu 3apaBu nHAMBHAM, apMaKOKUHETHKATa HAa O03€HTaH € 1030- 1 BpeMe3aBucuMa. KilmpbsHCHT 1
00eMbT Ha paslpe/ie/IeHue HaMaJIsBaT ¢ IIOBUIIIABAaHE HA HHTPABEHO3HUTE 03U U HapacTBaT C
BpemMeTo. Ciiest nepopaiHo IPUIIOKEHUE, CUCTEMHATa €KCIIO3UIMS € IPOIIOPLIMOHAIHA Ha 103aTa 10
500 mg. [Ipu no-Bucoku nepopaiinu 1034, Cmax 1 AUC ce moBumasar no-ciabo, a He
MIPOMOPIIMOHAIHO Ha J]03aTa.

AOGcopOuus
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[pwu 31paBu uHAMBUIM, a0COTIOTHATA OMOHATTMYHOCT Ha Oo3eHTaH e mpubm3utenHo 50% u He ce
MOBJIHSIBA OT XpaHaTa. MakCHMAaITHUTE TIa3MEHN KOHIICHTPAIIMH Ce IOCTUTAT 3a 3—5 Jaca.

PasnpeneneHue

BozenTan ce cBbp3Ba B romsima cremneH (> 98%) ¢ mia3MeHnTe IpOTeHHH, TIIaBHO C aTOyMUHA.
Bo3eHTaH He TPOHUKBA B CPUTPOIIMTHUTE.

Crnen naTpaBeHO3HA /1032 OT 250 mg e ycTaHoBeH o0eM Ha pasnpeaenenue (Vss) oT okono 18 mutpa.

BI/IOTDaHCd)ODMaHI/IH " CIIMMHHAIA

Crnen eqMHMYHA MHTPABEHO3HA J103a oT 250 mg, ocBobokmaBaneTo ¢ 8,2 1/h. TepMuHamHUAT
MOJTY’KUBOT Ha enuMuHanus (ti2) e 5,4 gaca.

IIpu MHOTOKpATHO O3UpPaHe, MIa3MEHUTE KOHIIEHTPAIMH Ha 003eHTaH HaMaJsIBaT MOCTENEHHO 10
50-65% ot Te3u, HaOJIOJaBaHU IPU NIPUJIAraHETO Ha eMHUYHA J103a. ToOBa HaMaJsIBAHE BEPOSITHO CE
IBJDKU Ha aBTOWHAYKIUA HAa METa0OIH3UpaINTe YepHOAPpOOHN eH3nMU. CTanlnOHApHY TIa3MEHI
HUBA C€ JOCTUTaT B paMKHUTE HA 3—5 AHMU.

bo3eHTaH ce enMMUHUpA IOCPEICTBOM JKIIbUHA EKCKpeLus, cliel MeTaboIu3upaHe B YepHUs Ipo0 OT
n3oenzumute Ha nutoxpom P450, CYP2C9 u CYP3A4. [To-manko ot 3% OT mpujiokeHaTa opajiHa
J103a c€ OTKpUBA B ypUHATa.

BozenTan oOpasyBa Tpu MeTabOINTA, KATO CAaMO EHH OT TAX € (hapMaKOoJIOTHIHO aKThBeH. To3n
MeTaboJIHNT ce eKCKpeTHpa IJIaBHO B HEIIPOMEHEH BHJ Ipe3 JKIbukaTa. [Ipy Bb3pacTHU MalyeHTHy,
HU3J1araHeTo Ha aKTUBHUSA MCT36OHI/IT € MO-T0JIIMO, OTKOJIKOTO IIPH 3ApaBU UHAUBUIU. HpI/I NanueHTU
C JaHHU 3a HAaJIMYME Ha X0JIECTa3a, U3JIaraHeTO Ha aKTUBHUS METa00INUT MOXKeE J1a € TIOBHIICHO.

bozentan e unaykrop Ha CYP2C9 u CYP3 A4, kaTo € Bp3MOXKHO a € uHAyKTop cbifo Ha CYP2C19 u
Ha P-riukonporenna. Mu eumpo, 003eHTaH MOTHCKA EKCIIOPTHATA [TOMITA Ha KJIBYHUTE COJIU B
XETMaTOIUTHA KYJITypH.

Jannute un 6umpo MOKa3Bar, 4e 003CHTaH HsIMa 3HAYMM UHXHUOUTOPEH eEKT BbPXY U3CIICABAHUTE
nzoensumu Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). [lopaau ToBa He ce oyakBa
003eHTaH Jia TOBHIIABA TJIA3MEHUTE KOHIIEHTPAIMY Ha JIEKAPCTBEHUTE TPOILYKTH, METAO0OIH3UpaHU
OT TE€3HW M30CH3NMH.

CpasHenne Ha hopmure

[Mpu papmakoKHHETHYHO KpbhcTocaHo npoyusane (AC-052-116), 16 3npaBu Bb3pacTHU HHAMBUIM Ca
nomyumim 62,5 mg 603eHTaH moxa popmara Ha 62,5 mg dpunmupaHa TadbneTka wim 64 mg 603eHTaH
nof gopmata Ha 32 mg aucneprupaia ce Tadserka. Ciel ISUeHHETOo ¢ TUCIeprupalara ce
TabJIeTKa, CKCIIO3MIIMATA Ha O03CHTaH ¢ OWJIa I0-HUCKA OT Ta3M ¢ (uiIMHpaHaTa TadjaeTKa
(croTHOMICHHE Ha cpemante TeoMeTpudan 32 AUCo.. 0,87 [90% CI: 0,78, 0,97]). Tmax 1 t12 HA
003eHTaH He ca MOBIUSIHHA 3HAYUMO OT opmara.

(DaDMaKOKI/IHeTI/IKa OpH CriCvaJIHy MOy JIalilun

B3 ocHoBa Ha H3CICABaHUsA 00XBaT Ha BCSIKA IMPOMCHJIMBA, ITPU Bb3paCTHATA MOITyJIalluAa HE CC
O4YaKBa (bapMaKOKI/IHeTI/IKaTa Ha 003eHTaH Ja 6’BI[€ IIOBJIMAHA B 3HAYUTCIIHA CTCIICH OT I10J1a,
TEJIECHOTO TETJIO, pacaTa Uik Bb3pacTTa.

Ileduampuuna nonynayus
PapMaKkOKHHETHKATA € IPOy4YeHa MPH MEeANaTPUUHH MalleHTH B 4 KIIMHUYHY TPOYYBaHUS
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4; Bx. Touka 5.1). [lopaau orpannueHnTe JaHHA
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NIPY Jiela MMoJ| 2-TOTUIITHA Bh3pAacT, (hapMakOKHHETHKATa OCTaBa HEOCTATHYHO XapaKTepU3upaHa B
Ta3W Bh3pPacToBa KaTeTOpHsI.

[MpoyuBaneto AC-052-356 (BREATHE-3) onensiBa ¢papmMakoKMHETHKATA IPH €AHOKPATHO
MHOTOKPATHO TIepOpaTHO J03upaHe Ha prmMupaHaTa TadiaeTka 603eHTaH mpu 19 mema Ha Bb3pacT OT
3 o 15 roguan manpienTn ¢ BAX, mpu KOUTO JO3UTE ca OMPENCTHH Bh3 OCHOBA HA TEJICCHOTO TETJIO0
¢ 2 mg/kg nBa mpTH 1HEBHO. [Ipy TOBa MpoyyBaHe eKCHO3UIMSITA HA OO3EHTaH HAMAJIsIBa C BPEMETO
M0 HA4YWH, CHOTBETCTBAII HA N3BECTHUTE aBTOMHIYKIIMOHHU CBOWCTBA Ha Oo3eHTaHa. CpegHnTe
croiiHoct HAa AUC (CV%) 3a 603eHTaH NpH MeuaTpudHy HalueHTH, JeKyBaHu ¢ 31,25, 62,5 nnn
125 mg nBa mpTH AHEBHO, ca CbOTBETHO 3 496 (49), 5 428 (79), u 6 124 (27) ng-h/ml, u ca no-HuCKH
ot croitHocTTa 8 149 (47) ng-h/ml, HaOnroaBaHa npu Bh3pacTHU nanueHTy ¢ BAX, nonxyyaBamu

125 mg nBa mpTH nHEBHO. [Ipy cTabUiTHO TITa3MEHO HUBO, CHCTEMHATA €KCITO3UIIHS TTPH MTEAHaTPUIHN
nanueHTH, Texamy 10-20 kg, 2040 kg u > 40 kg, e crorBeTHO 43%, 67% U 75% OT cucTeMHaTa
€KCIO3ULUS IIPH BH3PACTHH.

IIpu mpoyusaBanero AC-052-365 (FUTURE 1), na 36 neua ¢ BAX na BB3pact ot 2 nol1 rogunam ¢
BAX ca npunokenu aucrnieprupaiiy tabiaetku. He e HabnronaBaHa 1030Ba MPONOPLUHUOHAITHOCT KaTo
cTaOWUITHUTE TUIa3MEeHU KOHIeHTpanuy Ha 003eHTaH 1 AUCs ca mogoOHM Tipy IEPOPaTHH JO3H OT 2 H
4 mg/kg (AUC:: 3 577 ng h/ml u 3 371 ng h/ml croTBeTHO ¢ 2 mg/kg aBa mbTH nHEBHO U 4 mg/kg nBa
IbTH JHEBHO). CpeHaTa eKCro3unys Ha 003eHTaH MpU Te3H MeANaTPUIHU MAIMEHTH € OKOJIO
MIOJIOBHHATA OT €KCIIO3UIHUATA IIPH Bb3PACTHH MAIlEHTH TP MOAIbpIKalia 103a ot 125 mg 1Ba mbTH
JTHEBHO, HO TIOKa3Ba MIMPOKO MPUMIOKPUBAHE C HAXOJIKUTE MIPH BH3PACTHH.

[Tpu mpoyuBaneto AC-052-373 (FUTURE 3), koeTo mpumnara aucrieprupariy ce TabaeTk,
EKCIO3UIUATA Ha OO3CHTaH MPH MAMEeHTH, JIeKyBaHu ¢ 2 mg/kg 1Ba IbTH THEBHO € CpaBHEHA C Ta3u
npu npoyusaneto FUTURE 1. Ilpu usnoctrara nomynanwms (n = 31), 2 mg/kg n1Ba mbTH JHEBHO €
uMaJia 3a pe3yaTar gHeBHa excro3uius oT 8 535 ng-h/ml; AUC: e 4 268 ng-h/ml (CV: 61%). IIpu
MalMeHTH Ha Bh3pacT MeXIy 3 Mecena 1 2 TOJMHU THeBHATa ekcrio3unus € 7 879 ng-h/ml; AUC: e
3 939 ng-h/ml (CV: 72%). Ilpn nanuenT Ha Bb3pacT Mexay 3 mecena u 1 roquna (n = 2) AUC: e
5914 ng-h/ml (CV: 85%) u npu nauueHTH Ha Bb3pacT Mexny | u 2 ronunu (n =7) AUC: e

3 507 ng-h/ml (CV: 70%). [Ipu nanmenTu Haj 2 roaunu (n = 22) qHeBHATa excnosuius € 8 820
ng-h/ml; AUC: e 4,410 ng-h/ml (CV: 58%). lozupoBkara Ha 603eHTaH oT 2 mg/kg Tpu mbTH JHEBHO
HE € MMOBUIIIMJIA SKCIIO3UIUATA; THEBHATA ekcro3ulus ¢ 7,275 ng-h/ml (CV: 83%, n =27).

Bb3 ocHoBa Ha Haxonkute npu npoyusaBanusaTa BREATHE-3 FUTURE 1 u FUTURE 3, usrnexna,
Ye eKCIO3HIIMATa Ha 003eHTaH JOCTHUTa TUIATO TIPH MTO-HUCKH JIO3U TPH MEeANATPUYHH MMAIlUCHTH,
OTKOJIKOTO TIPH BB3PAacTHH U, 4Ye 71031 Hal 2 mg/kg nBa mbTu mHEBHO (4 mg/Kg 1Ba MbTH JHEBHO WIIN
2 mg/kg Tpu 'bTU THEBHO) HE BOAAT JI0 MO-TOJISIMA €KCIIO3ULHUS Ha O03EHTaH NpH MeANATPUIHUTE
MaIMEHTH.

ITpu npoyuBanero AC-052-391 (FUTURE 4) npoBeneHo npu HOBOPOJEHH, KOHLIEHTPALIUUTE HA
003eHTaH ca 0aBHO U NPOIBIDKUTETHO OBUIIABAHH NPE3 IIbPBHSI J030B MHTEPBAJI, KOETO € JOBENO JI0
Hucka ekcro3uuusi (AUC. 2 B msa kpbB: 164 ng-h/m, n = 11). B craunonapnoto cwcrosiaue, AUC: e
6 165 ng-h/ml (CV: 133%, n = 7), koeTo € 1mo100HO Ha SKCIIO3UIMATA, HAOJF01aBaHa IIPU Bh3PACTHU
nanueHTy ¢ bAX, kouto moy4asat 125 mg nBa mbTH JHEBHO, KaTO CE B3€ME 110 BHUMaHHUE
CHOTHOILIEHHETO Ha pa3nperesneHne Ha Kpbs/mia3ma 0,6.

He ca u3Bectnu IOCJICAUIIUTE OT TE3HM HAXOAKH II0 OTHOINCHHUEC HAa XCIIATOTOKCHYHOCTTA. IloasT B
CAHOBPCMCHHA yHOTpeGa Ha MHTPABCHO3CH CIIOIIPOCTCHOJ HC OKa3BaAT 3HAYUTCIICH e(i)eKT BBPXY
(bapMaKOKI/IHCTI/IKaTa Ha 003eHTaHa.

Yeprnodpobuo yepesicoane

[Ipu nauuenTu c nexo yBpeneHa yepHoapobna ¢pynkuus (Child-Pugh knac A), He ca HaOmogaBaHu
3HaYMMH [IPOMEHH BbB (papmakokuHeTnkara. CtanuoHapHoTo cheTostHre Ha AUC 3a 603eHTaH € ¢
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9% mo-ucoko 1 AUC 3a aktuBHHA MeTaboiuT, Ro 48-5033, € ¢ 33% 1mo-BHCOKO IpH MAIIUEHTUTE C
JICKO YEPHOAPOOHO YBpPEXKAaHE, OTKOIKOTO MPH 3IPaBH JOOPOBOIIIH.

EdexTsT Ha ymMepeHo yBpeaena uepnonpoona ¢pyukuus (Child-Pugh knac B) Bepxy
(apMakokrHeTHKaTa Ha O03€HTaH U HErOBHUs IbpBUUEH MeTaboauT Ro 48-5033 e uscnensan mpu
IpOyYBaHe, BKIIOYBAIIO 5 MAIMEHTH ¢ 0erno1poOHa XUIIEPTOHUS, CBbP3aHa C IOPTAIHA XUIICPTOHHS U
Child-Pugh xac B gepronpo6uo yBpexxnane u 3 marmentn ¢ bAX, cBbp3aHa ¢ Apyry IPUIAHA U
HopMasnHa yepHoapoOHa ¢pyHkuus. [Ipu manuentu ¢ Child-Pugh knac B yepHoapoOHO yBpexkaane,
cpennata (95% CI) AUC B cranrioHapHO chCTOsiHUE Ha Oo3eHTaH ¢ 360 (212-613) ng h/ml, T.¢.,

4,7 metr o-Bucoka u cpegHara (95% CI) AUC na aktuBHus MeTabomut Ro 48-5033 e 106 (58.4—
192) ng h/ml, T.e., 12,4 mbTH MO-BUCOKA, OTKOJIKOTO MPH NAUEHTH C HOpMalTHa YePHOAPOOHA
¢ynkuus (6o3eHTaH: cpeana croiiHoct [95% CI] AUC : 76,1 [9,07-638] ng h/ml; Ro 48-5033: cpenna
croiiHocT [95% CI] AUC 8,57 [1,28-57,2] ng h/ml). Beripexu orpanndenust 6poii Ha BKIIFOUEHUTE
HAalMeHTH U BUCOKATa BAPHAOMITHOCT, Te3M TaHHU ITOKA3BaT MOYSPTAHO MOBHIIEHA EKCIIO3UIHUS Ha
003eHTaH 1 HeroBHs MbpBUUEH MeTaboauT Ro 48-5033 npu manueHT ¢ yMepeHo yBpeaeHa
yepHoapoOHa Qynkuus (Child-Pugh kmacB).

®dapMakoKHHETHKATa Ha 003€HTaH HE € MPOyYeHa NPU MAIMeHTH ¢ YepHoIpoOHO yBpexaane Child-
Pugh. Tracleer e mpoTrBOTIOKa3aH MPH MAIUEHTH C YMEPEHO 10 TEXKKO YEPHOAPOOHO yBpEeXKAaHe, T.€.
Child-Pugh xnac B nnu C (Bxk. Touka 4.3).

bvopeuno yepescoarne

[Tpu mammenTrTe ¢ TeXKO OBOpPEeUHO yBpexkaaHe (KpeaTHHHHOB KiIuphHC 15-30 ml/min.), mma3menure
KOHILIEHTpalMy Ha 003eHTaH HaMansaBaT ¢ npubnausurentHo 10%. [Ina3smennTe KOHLEHTpanuy Ha
METa0O0JIUTUTE Ha 0O3EHTaHa ce TIOBUIIABAT OKOJIO 2 IIHTH IIPH TE3H MAIMEHTH, B CPABHEHUE C
MalMeHTHTe ¢ HopMaiHa 0b0peuna GyHnkums. [Ipu manuenTHTe ¢ OHOPEUHO yBpEKIaHE HE CE HaIara
KOopekuus Ha fo3ara. Hama cenuduyeH KMMHUYEH ONUT NPH NALUEHTHTE, MOAJIeKAaIN Ha TUaTN3a.
[Mopanu pU3NKOXMMUYHUTE CBOMCTBA U BHCOKATa CTEIICH Ha CBbP3BaHE C MPOTEHHHTE, HE CE OYaKBa
JMaJin3ara Jia OTCTpaHu 0O3eHTaHa OT KPhBOOOPAIICHUETO B 3HAYUTEIHA CTereH (BXK. Touka 4.2).

5.3 IIpeakJMHMYHU JaHHH 32 0€30MaCHOCT

2-rOAMIIHO NPOYYBAaHE HA KAPLUUHOTEHHOCTTA MPU MUIIKU ITOKa3Ba MOBUILEHA YECTOTA HA
KOMOWHHPaHU XeTaToIeNyJapHy aJIcHOMH U KapIIMHOMH MTPH MBXKKH, HO HE U TIPH JKEHCKU MUIIKH,
MIPH TJIA3MEHU KOHIICHTPAIIUU OT OKOJIO 2 110 4 IIHTH HAJIBUINIABAIIY TUIa3MEHUTE KOHIICHTPAIINH,
JIOCTUTAHH MIPH TEPANIEBTUYHH 103U TIpU Xopa. [Ipu mrbxoBe, nepopaiHoTo npuiiaraHe Ha 003eHTaH
3a MepHoJ OT 2 TOJAWHU NPUYHHSBA MAJIKO, 3HAYMMO TIOBUIIIABAHE HA YECTOTaTa HAa KOMOWHUPAHUTE
(OJMKYJIOKICThYHH aJICHOMH M KapIIMHOMH Ha IIIUTOBUIHATA JKJIE3a IPU MBIKKH, HO HE U TIPH KEHCKH
IUTHXOBE, TIPH IJIA3MEHU KOHIIEHTPAIMH OT OK0JI0 9 10 14 mbTH Ha/IBHUINIABAIIN TUIA3MEHUTE
KOHLIEHTPAlH, JOCTUTaHU IIPU TEPANIEBTUYHU 103U MPHU X0pa. TecToBeTe 3a FeHOTOKCUYHOCT NpHU
0o3eHTaH ca oTpunaTenHu. Mima nmokasartencTa 3a Jiek qucbaiaHc Ha THPEOUTHUTE XOPMOHH,
MPUYUHEH OT 003¢HTaHa Npu IIbXoBe. Ho HsiMa joka3arescTea 3a MoBNIHUsIBaHe QYHKIIMUTE HA
MIUTOBUIHATA JKJIe3a (TUPOKCHH, THPEOUI-CTUMYITUPAII] XOPMOH) OT O03€HTaHa IPH XOpa.

He e uzBecten edekThT Ha 003eHTaHA BHPXY MHTOXOH/IpHATHATA (DYHKITHS.

Jloka3zaHo e, ye 003eHTaHBT € TEPATOTSHEH MPH ILTHXOBE MPH IJIa3MEHU HUBA, TI0-BUCOKH OT 1,5 mbTH
IJIa3MEHHUTE KOHIICHTPALIUH, IOCTUTAHH [TPH TEPAIIEBTUYHHU 03U IIpU Xopa. TepaToreHHUTE ePEeKTH,
BKJIFOYBAIIHM MapOpMaIiiy Ha IJIaBaTa U JUIETO, U Ha FOJIEMHUTE ChJIOBE, Ca J0303aBUCHUMHU.
[Ipunukure BHB BUa Ha Majidopmarnuute, HaOmronasanu npu apyrute ET perientopHu aHTaroHUCTH
u mutkute ¢ nepurut Ha ET, cBunerencTsa 3a eekT Ha Kilaca MeaukameHTH. [lpu sxeHu ¢
JISTEPOJICH TIOTEHIMA TPSAOBA J1a Ce B3eMaT MOIXO/ISIIHU MPEANa3Hu MEPKH (BXK. Touku 4.3, 4.4 u 4.6).

Pa3ButHeTo Ha TecTHKYyIapHa TyOynapHa aTpodus U HapyLIeH GepTHINTET ca OUIK CBbP3aHH C
XPOHUYHO MPHJIOKEHUE HA €HJAO0TENINH PEHENTOPHA aHTArOHUCTH TPU TPU3AYH.
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IIpu npoyuBanus Ha GepTUINTETA IPH MBKKHU M KEHCKH ITHXOBE , HE ca HabmoaaBanu eeKTn
BBPXY OpOs, MOABIKHOCTTA M KU3HECTIOCOOHOCTTA HAa CLIEPMATO30MIUTE, TIPY EKCTIO3HIINH,
HaJBHILABAIIN CHOTBETHO 21 1 43 MBTH 0YaKBAaHOTO TEPANIEBTUYHO HUBO IPU XOpa, HUTO BBPXY
CHOCOOHOCTTA 32 YU(PTOCBaHE WIH (EPTUIINTET , HE € UMAJIO U HeXeJaH! e(PeKTH BEPXY Pa3BUTUETO
Ha TPeANMITIAHTAIIMOHHNS eMOPHOH WIIA UMILIAHTAIHATA.

Jlexo moBuIlIeHa YecTOTa Ha TOSIBA HA TECTUKYJIapHa TyOynapHa aTpodus e Ha0mogaBana Ipu
TUTHXOBE, Ha KOWTO € JIaBaH opayieH 003eHTaH B HUCKH 1031 oT 125 mg/kg/nen (oxono 4 mptr
MaKCHUMaJTHaTa MperophaBana 1o3a mpu xopa [MITJIX] n Hali-HUCKHATE TECTBAHU JT03H) B
NPOABIDKCHUE Ha IBE TOMHH, HO He Tipu BUCOKH OoT 1 500 mg/kg/nen (okono 50 mepti MITJIX) B
npoabIDKeHne Ha 6 Mecena. [Ipu npoyyBane Ha TOKCHYHOCT TPH MOAPACTBAILIH ITbX0BE, KbAETO
IUTbXOBETE ca JIEKyBaHH OT JleH 4 post partum 1o Bb3pacTHH, ca HAOJIIOAaBaHU HaMajeHU aOCOIIOTHU
Terja Ha TeCTHCUTE U eMUAWANMA 1 HamMaJieH Opoli Ha CliepMaTo30UAY B EMUANANMA CIIe]
npekbeBaneTo. NOAEL e oun cworBetHo 21 bt (B [en 21 post partum) u 2,3 et ([en 69 post
partum) TepaneBTUYHATA EKCIO3UIM [IPU XOpa.

Brwnpeku ToBa, He ca ycTaHOBEHH e(DEeKTH BHPXY OOIIOTO Pa3BUTHUE, PACTEXK, CEH30PHH, KOTHUTUBHH
(GYHKIINH 1 PETIPOAYKTHBHO MOBeAeHNE TIpH 7 (MBXKKH) U 19 ()KEHCKH) ITBTH TepaleBTHIHATA
ekcrio3uys mpu xopa B Jen 21 post partum. llpu Be3pactau (den 69 post partum) He ca yCTAaHOBEHU
HUKaKBU eekTH Ha 603eHTaH rpu 1,3 (MBXKKH) U 2,6 (KEHCKH) ITBTU TePareBTHYHATA SKCTIO3ULIHS
nipu nena ¢ bAX.

6. DAPMAIEBTUYHHU JAHHU
6.1 ChnucbK HAa IOMOILIHUTE BeleCTBA
[emyno3a, MUKpOKpHUCTaIHA

Kammmer xuaporenendocdar, 6e3BoaeH
Kpockapmenosa Harpuit

Cunuies TUOKCHU], KOJIOUIEH 0e3BOAeH
Bunena kucennna

Ecenuus Tytu-®Opytu

Acnapram (E951)

Anecyndam xanui

Marnesues creapar

6.2 HecbBmMecTuMoOCTH
Henpunoxumo.

6.3 Cpox Ha rogHOCT

5 roguHu

OcrtaHanuTe 4acTH OT pa3/esieHaTa AucIeprupania ce TabjaeTka Morar ia ce CbXpaHsT Ha cTaifHa
TeMIeparypa u TpsiOBa Jja ce M3MOa3BaT B paMKHTE Ha 7 JTHU.

6.4 CrhenuanaHM ycI0BHS HA CbXpaHeHHe

a ce cexpanssa mox 25°C.

6.5 Buau cbabpkaHue Ha ONMAKOBKATA

AnyMUHUH/aTyMUHHEBH, 3allIMTeHH OT jaena (peel-push) Oaucrepu, KOUTO Chabpxat 14 Aucreprupaniiu

ce TabJIeTKH.
OnakoBKUTE ChABPKAT 56 AUCTIEPTUPAITH C€ TaOIETKH.
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6.6 CrhenuajJHU MpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa
Hucneprupamara ce TabieTka ce ChbIbpkKa B 3alIUTEH OT Jiela OJIucTep.

Bcesika nucnieprupariiia ce TabieTka MOXKe Ja c€ pa3TBOPH BB BOJIA M JIa CTaHE TEYHO JIEKapCTBO Upe3
npuOaBsSHETO HA Ta0JIETKAaTa KbM MAJIKO KOJMYECTBO BOJIA B JILXKHIIA, U3IOJ3BANKH JOCTATHYHO BOJIA 32
MMOKPHUBAHETO Ha Is1aTa Tabnerka. KoraTo TabneTkara ce pa3TBOpH HATBIHO AaiTe TEYHOCTTA Ha
MaIeHTa.

AKo e HeoOX0JMMO, AUCTIeprupanara ce TadleTka MoXKe J1a ce pas/ielid, KaTo ce CUyIH M0 MPOTeKEeHUEe
Ha JIMHUUTE, U3PI3aHN Ha TOBFPXHOCTTA. XBaHETE Ta0NeTKaTa MeXIy Majiena 1 mokasajera, TOCTaBeH!
BBPXY BCSIKa OT JIBETE CTPAHM Ha €JIHA OT JIMHUUTE, 00bpHATA HArope, U CUyIneTe TabjaeTKaTa mo
MPOTEKEHUETO Ha IMHUATA (BHKTE (DUTYpaTa MO-A0dY).

N

OcrananuTe 4acTH OT pa3jelieHara AuCIeprupaia ce TabjaeTka Morar Ja ce ChXpaHsT Ha CTaifHa

TeMIieparypa u TpsOBa Jia ce U3MOoJI3BaT B PaMKHUTE Ha 7 JIHHU.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/02/220/006

9. JATA HA ITBbPBO PABPEIIABAHE/IIOIHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Hata Ha mppBOTO paspemenue: 15 mait 2002 r.

[ata Ha mocnenHo nmoxHosiBaHe: 20 ampun 2012 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

09/2025

ITonpoOHua nHpOpManus 3a TO3H JEKapPCTBEH MPOIYKT € MpelocTaBeHa Ha yeOcaliTa Ha EBpomneiickara
areHIys 110 JieKapcTBaTa https://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

MMPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHMUA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. NPOU3BOIUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HMe m agpec Ha MpOW3BOAUTENS, OTTOBOPEH 3a OCB060)K,I[aBaHCTO Ha NapTHANUTC

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

Ileyarnara IMCTOBKA Ha JIEKAPCTBEHUS MMPOAYKT TPsiOBa Jja ChABPIKAa UMETO U aapeca Ha
MIPOM3BOANTENSI, OTTOBOPEH 32 OCBOOOXKIABAHETO HAa CHOTBETHATA APTH/IA.

b. YCJIOBUs NN OI'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa [0 OrPaHUYEHO JeKapcko npeanucanue (Bx. [punoxenne I:
KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2)

B. JAPYI'M YCJIOBUS N UBNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

° IlepuoAUYHM AKTYAJU3MPAHM J0KJIaaAu 32 Oe3onacHocT (ITAJIB)

W3uckBanusra 3a nogaBane Ha [TAJIB 3a To3u NIpOAYKT, BKIOYUTEIHO TOKIAAH 32 BIUSHUETO BHPXY
yepHUs Apo0, ca MOCOYEHHU B CIHCHKa ¢ pedepeHTHuTe nat Ha Epponeiickus cpio3 (EURD crmcpk),
npensuaeH B wi. 1078, an. 7 ot dupextusa 2001/83/EO, 1 BbB BCHUKH CIICBAIIM aKTyaIU3allUH,
myOJIMKyBaHH Ha €BPOTICHCKHS yeOImopTal 3a JeKapCcTBa.

. YciaoBus NWJin Or'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

° I1;1an 3a ynnpasjaenue Ha pucka (ITYP)

[TputexxaTenst Ha paspewieHrero 3a yrnorpeda (IIPY) tpsoOBa na u3BbpIIBa H3UCKBAHUTE JEHHOCTH U
JIECTBUS, CBBP3aHU C TIPOCIIe/siBaHe Ha JIeKapcTBeHaTa 6e301acHOCT, MocoueHH B 0700penus [1YP,
npezcraBed B Moayn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCUUKH CIIE/IBAIIH 0JJ00pEHH
akTyanu3auuu Ha [TYP.

Axrtyanusupas [IYP TpsiOBa na ce moxasa:

o 1o uckaHe Ha EBpornelickara areHIys 1o JeKapcTBara;

o BUHAI'H, KOTaTO C€ M3MEHS CHCTEeMara 3a yIpaBJIeHHEe Ha PHCKa, 0COOCHO B pe3yiTaT Ha
NoJy4aBaHe Ha HOBa HH(OPMaIIUs, KOSITO MOXKeE J1a JIOBeJIe 10 3HAYHMH MPOMEHH B
CHOTHOIIEHHUETO T10J13a/pUCK, HIIH CIIe]l TOCTHI'aHe Ha Ba)KEH eTall (BbB BPb3Ka C IPOCIIE/IIBaHEe
Ha JIeKapCTBEHaTa 0€30MacHOCT WM CBEXJIaHe Ha PHCKA 1O MHHUMYM).

L JlombJHNTEIHN MEPKH 32 CBEXK/IAHE HA PHCKA 10 MUHUMYM

[Iporpamara 3a 00y4eHue ce cheton oT CUTHAIHA KapTa Ha MalMeHTa, KOATO TOH TpsiOBa Ja HOCH ChC
cebe cu. Obmara 1ien Ha CUrHaJIHATa KapTa Ha MAIUeHTa € 1a 00pa30Ba MalMeHTUTe OTHOCHO BayKHA
uHpopMaIms 3a 0€30IaCHOCT, C KOSITO Te TPsIOBa Ja ca 3al03HATH IPEJAM U 110 BpEeMe Ha JICYCHHE C
Tracleer.

CurHajHaTa KapTa Ha maucHTa, IIpe€aoCTaB€Ha KaTO 4acCT OT OIMaKOBKAaTa Ha MpPOAYKTa, MMa 3a 1eJI:

o Jla YIICCHU 3all03HABAHETO HA MAI[UEHTUTE C HEOOXOAMMOCTTA OT PEIOBHU KPhBHU H3CIICIBAHUS
3a 4YepHOApoOHaTa (YHKITHSL.
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Ja nHpopMHpa MALMEHTHTE 3a HYXK/AaTa Ja ce u305rBa OpeMEHHOCT U /1a Ce OCUTYPHU
M3M0JI3BAHETO HAa €(PEKTUBHU KOHTPALETITUBHU MEPKU.
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA
KYTHUA C 14,56 U 112 TABJIETKHN

KAPTOHEHA OITAKOBKA/BJIMCTEPU

| 1. NME HA JJEKAPCTBEHUA NTPOAYKT

Tracleer 62,5 mg punmupanu TadneTku

0o03eHTaH

| 2. OBSABABAHE HA AKTUBHOTO BELIIECTBO

Bceska ¢punvupana tabnetka cpabpika 62,5 mg 603eHTaH (KaTo MOHOXHIIPAT).

| 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

14 punmupanu TabneTKkn
56 ¢puiMupanu TabICTKH
112 ¢unmmupanu TabraeTkn

[5.  HAYMH HA NPUJIOKEHUE U MBT(UILA) HA BLBEK/IAHE

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

| 7. APYI'U CHEHUAJIHM NPEAYHPEXJIEHUA, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CHELUAJIHU YCJIOBHUSI HA CbXPAHEHUE

[a ce cexpanssa mox 25 °C.
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10.

CIIEIIMAJIHU ITPEAITAZHU MEPKH I1PU NU3XBBHPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKHMBA

[11.

NME N AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEGA

EU/1/02/220/001
EU/1/02/220/002
EU/1/02/220/003

[13.

HAPTUJAEH HOMEP

[MapTuna:

[14.

HAYMH HA OTIITYCKAHE

15.

YKA3AHHA 3A YIIOTPEBA

16.

WH®OPMAIIMS HA BPAMJIOBA A3BYKA

Tracleer 62,5 mg

| 17.

YHUKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH HAEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA
KYTUA C 56 U 112 TABJIETKN

KAPTOHEHA OITAKOBKA/BJIMCTEPU

| 1. NME HA JJEKAPCTBEHUA NTPOAYKT

Tracleer 125 mg ¢punmupanu TadneTkn

0o03eHTaH

| 2. OBSABABAHE HA AKTUBHOTO BELIIECTBO

Bcesika punmupana tabnetrka cpabpika 125 mg 603eHTaH (KaTo MOHOXHUJIPAT).

| 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

56 ¢puiMupanu TabICTKH
112 ¢punmupanu tabiaeTku

[5.  HAYMH HA NPWJIOKEHUE U NbT(MILIA) HA BbBEKJIAHE

IlepopaiiHo npuIIOKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

(7. JPYT'M COEHMAJHM OPEJYIPEKJIEHUS, AKO E HEOBXOJMMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 9. CIHEHMAJIHHU YCJIOBUS HA CbXPAHEHUE

[a ce cpxpansiBa nox 25 °C.
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10.

CIIEIIMAJIHU ITPEAITAZHU MEPKH I1PU NU3XBBHPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKHMBA

[11.

NME N AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEGA

EU/1/02/220/004
EU/1/02/220/005

113.

HAPTUJAEH HOMEP

[MapTuna:

[14.

HAYMH HA OTIITYCKAHE

15.

YKA3AHUSA 3A YIIOTPEBA

16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Tracleer 125 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/{

JByn3mepeH 0apKoa ¢ BKJIIOYECH YHUKAIEH HACHTU(DHUKATOD

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA
KYTUA C 56 TABJIETKHN

KAPTOHEHA OITAKOBKA/BJIMCTEPU

| 1. NME HA JJEKAPCTBEHUA NTPOAYKT

Tracleer 32 mg aucnieprupamy ce TabIeTKu

0o03eHTaH

| 2. OBSABABAHE HA AKTUBHOTO BELIIECTBO

Bcesika nucnieprupariia ce TabneTka chabpka 32 mg 003eHTaH (KaTO MOHOXHUAPAT).

| 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Acnaptam (E951), 3a nonbiaauTeHA HHPOPMALIUS BHXKTE JIUCTOBKATA
Acnaptam (E951) moxe na Ob1e BpezieH 3a xopa ¢ PeHUIKETOHYPUS

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

56 paztBopumu Tabnetku (14 x 4)

[5.  HAYMH HA NPUJIOKEHUE U MBT(UILA) HA BLBEK/IAHE

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

| 7. APYI'U CHEHUAJIHM NPEAYHPEXJIEHUA, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CHELUAJIHU YCJIOBHUSI HA CbXPAHEHUE

[a ce cpxpansiBa nox 25 °C.
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10.

CIIEIIMAJIHU ITPEAITAZHU MEPKH I1PU NU3XBBHPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKHMBA

[11.

NME N AJIPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[12.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEGA

EU/1/02/220/006

[13.

IHAPTUJAEH HOMEP

[Taptuna:

14

HAYMH HA OTITYCKAHE

15.

YKA3AHUSA 3A YIHOTPEBA

16.

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Tracleer 32 mg

| 17.

YHUKAJIEH HAEHTH®UKATOP — IBYU3MEPEH BAPKO/|

JByu3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

| 18.

YHUKAJIEH HIEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA
KYTUA C 56 TABJIETKH

ETUKET HA KAPTOHEHA OITAKOBKA U BYTWIKA/BYTUJIKH

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 62,5 mg ¢punmupanu TabneTkn

Oo3eHTaH

| 2. OBSBABAHE HA AKTUBHOTOMTE) BEIECTBO(A)

Besika punmmupana Tabnerka chabpika 62,5 mg 003eHTaH (KaTO MOHOXUIPAT).

| 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B ETHA OITAKOBKA

56 ¢puiMupanu TabJICTKH

[5.  HAYMH HA OPWIOKEHUE U ObT(MILA) HA BLBEXKJAHE

IlepopaiiHo npuIIOKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

7. JPYI'Ml CHEHMAJHM OPEJAYIPEKJIEHUS, AKO E HEOBXOJIMMO

I[a HE CC NOTJIbIA CYyIIHUTCIIAT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
Ha ce uznonssa 10 30 gHU cies] MbPBOHAYATIHOTO OTBApPSHE.

Jara Ha oTBapsHe:

| 9. CIHEHMAJIHHU YCJIOBUS HA CbXPAHEHUE
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10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT TX,
AKO CE U3BUCKBAT TAKHUBA

11. HMME U AAPEC HA ITPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/02/220/007

| 13. TAPTHMIAEH HOMEP

[Taptuna:

| 14. HAYMH HA OTIIYCKAHE

| 15.  YKA3AHWS 3A YIIOTPEBA

16. WH®OPMAIIAA HA BPAMJIOBA A3BBYKA (OTHACS CE CAMO 3A
KAPTOHEHATA OITAKOBKA)

Tracleer 62,5 mg

17. YHHUKAJIEH MJEHTUPUKATOP — IBYU3MEPEH BAPKO/l (OTHACH CE
CAMO 3A KAPTOHEHATA OITAKOBKA)

JByn3mepeH 0apKoj ¢ BKJIOYECH YHUKAIEH HACHTU(DHUKATOD

18. YHHUKAJIEH UAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA (OTHACH CE
CAMO 3A KAPTOHEHATA OITAKOBKA)

PC
SN
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA
KYTHUA C 56 TABJIETKA

ETUKET HA KAPTOHEHA OITAKOBKA U BYTUJIKA/BY TUJIKHA

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 125 mg ¢punmupanu tabiaeTku

0o03eHTaH

(2. OBSIBIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 125 mg 603eHTaH (KaTo MOHOXHIPAT).

[3. CIUCBHK HA HOMOUIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

56 ¢punmupanu TabIeTKH

[5.  HAYMH HA MPUJIOKEHUE U MBT(MILA) HA BLBEXKJAHE

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

| 7. APYI'U CHEHUAJIHM NPEAYHPEXJIEHUA, AKO E HEOBXOJINUMO

[a He ce nmorrpia CymmuTeNsT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA TTOAHOCT

I'omen no:
Ha ce uznonssa 10 30 gHU cnes MbPBOHAYATIHOTO OTBApPSHE.

Jara Ha oTBapsHe:

| 9. CHELHUAJIHU YCJIOBHUS HA CbXPAHEHUE
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10. CHEHLUWAJIHU NPEAITA3HU MEPKU ITPU U3XBBPJISSHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPHUAJIM OT THAX,
AKO CE U3UCKBAT TAKHBA

| 11. HMME M AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

| 12. HOMEP(A) HA PABPEIHIEHHUETO 3A YIIOTPEBA

EU/1/02/220/008

| 13. TAPTHMJEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

15. YKA3AHUA 3A YIIOTPEBA

16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA (OTHACSI CE CAMO 3A
KAPTOHEHATA OITAKOBKA)

Tracleer 125 mg

17. YHHUKAJIEH UAEHTUO®UKATOP — IBYU3MEPEH BAPKO/l (OTHACS CE
CAMO 3A KAPTOHEHATA OITAKOBKA)

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

18. YHHUKAJIEH UIEHTUPUKATOP — JAHHMU 3A YETEHE OT XOPA (OTHACH CE
CAMO 3A KAPTOHEHATA OITAKOBKA)

PC
SN
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MUHHUMYM JJAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE
BJIUCTEPHU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 62,5 mg TabneTku

Oo3eHTaH

| 2. HUME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4.  TIAPTHJEH HOMEP

Lot

5.  JPYIO
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MUHHUMYM JJAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE
BJIUCTEPHU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 125 mg tabnerku

Oo3eHTaH

| 2. HUME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4.  TIAPTHJEH HOMEP

Lot

5.  JPYIO
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MUHHUMYM JJAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE
BJIUCTEPHU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 32 mg aucneprupaiy ce TabIeTKu

Oo3eHTaH

| 2. HUME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4.  TIAPTHJEH HOMEP

Lot

5.  JPYIO
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CUT'HAJIHA KAPTA HA ITAIUEHTA

CUT'HAJIHA KAPTA HA TAIIMEHTA

IIpenna ctpaHa)

Baxxnu npeaynpexaeHusi OTHOCHO 0€30MACHOCTTA HA MAUMEHTHUTe,
npuemaim Tracleer (003eHTaH)

B Ta3um kapra ce chabpika BaxkHa nHpopMarums 3a Tracleer. Mousi, mpouerere
BHUMAaTETHO Ta3M KapTa, Ipe/u Jia 3arovyHeTe edyeHue ¢ Tracleer.

Bamiero nme:

HpeZ[HI/ICBaHI JICKap:

Axo nMarte BeIIpocH OTHOCHO Tracleer, momuraiite Bammis nekap.

Janssen-Cilag International NV

(3agHa cTpana)

Kountpauenuus
Ilom3Bate au /HpI/IeMaTe JI1 KOHTpalCITUBU B MoMeHTa?
0 a [1He

Axo ,,J1a”, 3anuiiere UMeHaTa UM TYK:

3aHeceTe Ta3u KapTa Ha Bamus JICKap WKW TMHEKOJIOT IpU CJIEABAIIOTO CH MMOCCUHICHUC 1
TOH e Bu moceBeTBa JaJIkn € HYKHO Ja npujarate JOMbJIHUTCIIHN WIH aJITCPHATHUBHU
MCTOAH 34 KOHTpalCIus.

(BprpemHa ctpana 1)
AKO cTe ’KeHa B JIeTepPoiHA Bb3PACT, PoYeTeTe BHUMATETHO
Ta3u CTpaHUIa

Bpemennocr

Tracleer Moxe a yBpeau pa3BUTHETO Ha IIoAa. Ilopany ToBa He TpaOBa la mpuemare
Tracleer, ako cre OpeMeHHa, a OCBEH TOBa He TpsiOBa Jja 3a0peMeHsBaTe, JOKaTo
npuemate Tracleer.

Hemo IOBEYEC, aKO CTpaaaTe OoT 6enoz(p06Ha XUNCPTOHU, HACTHIIBAHCTO Ha 6peMCHHOCT
MOXKE J1a BJIOIIH TCKKO CUMIITOMUTE HA BAIICTO 3a0oisBaHe. AKO noao3upare, 4e MOxe
Ja CTC 6peMeHHa, yBEAOMETEC Bammus JICKap WM r'MHEKOJIOT.

Kourpanenuus

[Ipenna3BaneTo oT 3a0peMeHsBaHEe Ha 0a3aTa Ha XOPMOHH, HAIPHMEp ITEPOPaTHA
KOHTPAIICTITUBY WK TaOJETKH MPOTHUB 3a0pEeMEHSIBaHE, XOPMOHAITHI WH)XEKIINH,
HMMIUTAHTATH W IDTACTUPH 32 KOXKa 3a Mpe/ia3BaHe 0T OPEMEHHOCT He MOTaT Ha/ICXKTHO
JIa TIPeTOTBPATAT 3a0peMeHsABaHe MPH KeHH, KonTo B3eMaT Tracleer. TpsoBa na
n3Mo3BaTe 6apuepeH MEeTo/I 3a pe/na3Bane ot 3a0peMeHsIBaHe, HallpuMep
npe3epBaTuB, quadparmMa Ui BarmHaidHa rb0a, B OMBIHEHNE KbM HSIKOH OT TOCOUYEHUTE
BHJIOBE XOPMOHAIIHU CPEJICTBA 3a Tpe/rna3BaHe oT 3ad0peMensaBane. HempeMeHHO TpsiOBa
J1a 00CHANUTE BCUYKU BH3HUKHAJM BBIIpocH ¢ Bammwist nekap wiu ruaekosor. [TombaHeTte
mopoOHaTa nHpOpManus Ha I'bpOa Ha Ta3u KapTa U s 3aHeceTe Ha Bamus nekap wim
THHEKOJIOT TPU CJIEIBALIOTO MOCEIICHHUE.

Hpezm 3anouBaHe Ha JieueHueTo ¢ Tracleer u Bcexu Mecel], 10KaTo Tpac JICYCHUETO,
Tpi[6Ba Jla IIpaBUTE TCCT 3a 6p€M€HHOCT, JAOpH 1 Aa MUCJIIUTE, Y€ HE CTC 6p€M€HHa.

I[aTa Ha I'bPBUA MCCCUCH TCCT!

(BpTpemHa cTpaHa 2)
KpbBHU H3ciieABaHus HA YepPHOAPOOHATa QyHKIUSA

YCTaHOBEHO €, 4e HAKOM OT MalMeHTHTe, pueMany Tracleer, IMaT OTKJIOHEHHS B
YepHOAPOOHHTE PyHKIMOHATHH Hoka3aTeld. [1o Bpeme Ha stedenunero ¢ Tracleer Bamusr
nekap e By Ha3HauaBa peJOBHO KPBBHU M3CIICIBAHNS 32 OTKPUBAHE Ha IPOMEHH B
yepHOapoOHATa (QYHKIIHS.

He 3a6paBsiiTe 1a mnpaBuTe BCEKH Mecell KPbBHUTE M3CJI€BAHUS HA
YepHoApoGHaTa PyHKIM. [[Be ceIMUIN cJIe/ yBeInYaBaHe Ha 103aTa IIe ce
HANPAaBH JONbJIHUTEIHO U3CJIeBaHE.

I[aTa Ha IbPBOTO MECCYHO U3CJICABAHEC:

I'paduk Ha Bammre exxeMecedHn 4epHOAPOOHN U3CIIEBAHUS:

[Janyapy [J mait L] cennremBpH

U deBpyapu L[] roHn [l okToMBpH

L] mapt ] ronmun [l HoemBpH
L anpui L aBrycr [l nexemBpH_
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b. IUCTOBKA
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JlncroBka: undopManus Ha NOTpedUTENA

Tracleer 62,5 mg ¢puavupann TadJeTKH
Tracleer 125 mg ¢puavmupann TadjaeTKn
0o3enTan (bosentan)

IIpoyeTeTe BHMMATEIHO USLJIATA JIMCTOBKA, IIPEeIU 12 3alI0YHETe 12 IpHeMaTe TOBA JIEeKapCTBO,

Thil KaTO TH ChAbPKA BaxHa 3a Bac undgopmaums.

- 3amasere Ta3uW JUCTOBKA. MOXe /1a ce HAIOXKH Ja S MPOYETETE OTHOBO.

- Axo uMare HIKaKBHU JOIBJIIHUTEIHU BBIIPOCH, TIONUTAlTe Barms nekap win hapMaiesT.

- Toa nekapcTBO € npennucaHo JnyHo Ha Bac. He ro mpeorcThnBaiite Ha npyru xopa. To Moxe aa
UM HaBpE/I¥, HE3aBUCUMO Y€ MPHU3HAIUTE Ha TAXHOTO 3a00JIsBaHE ca ChIUTE Kato Bamure.

- Axo momyunTe HIKAKBH HEXETIAaHW Peakiuy, yBempomere Bammms nexap wim ¢papmamneBt. Tosa
BKJIFOYBA U BCUYKHU BH3MOKHU HEXKEJIAHU PEAKI[UHU, HEOMTMCAHU B Ta3U JUCTOBKA. BuxTe
TOuKa 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakgo npencrapnsBa Tracleer u 3a KakBo ce U3MOI3Ba
Kakso TpsiOBa ma 3Haere, npenu aa mpuemere Tracleer

Kak na npuemare Tracleer

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak nma cexpansiBate Tracleer

ChbabppkaHue Ha ONIaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

AN

1. Kakso npeacrasasia Tracleer u 3a KakBo ce U3I0J13BA

Tabnerkute Tracleer chabpkaT 603eHTaH, KOWTO OJOKHUpPA ECTECTBEHUS! XOPMOH, HApe4eH CHIOTETUH-
1 (ET-1), npuumnHsiBam cTecHsBaHE Ha KPbBOHOCHHUTE ChI0Be. Taka Tracleer Boam 10 pasmmpsiBaHe
Ha KPbBOHOCHUTE CBHOBE U MPUHAJIEKN KbM IpyIa JIEKapcTBa, HApEUeHHU “€HI0TENUH peleNTOPHU
aHTaroHWCTH .

Tracleer ce u3nos3Ba 3a Je4eHUE Ha:

. Benoapoona aprepuanna xunepronus (bAX): BAX e 3a0onsBane ChC CHITHO CTECHSIBAHE Ha
KPBBOHOCHHTE CBHIOBE B OeTHTE APOOOBE, BOJEIIO /10 BUCOKO KPHBHO HAJISTaHE B
KPBHBOHOCHHTE CHJIOBE Ha OenuTe qpoboBe (0eI0apoOHUTE apTepHH), KOUTO HOCIT KPBB OT
chbpLeTo KbM Oenute qpobose. ToBa HaysiraHe HaMaJIIBa KOJMYECTBOTO KMUCIOPOA, KOETO MOXKE
Jla BJIe3€ B KPbBTA B OeyinTe IpoOOBE, 3aTpyAHIBalKH (pu3nueckaTa akTHBHOCT. Tracleer
pasimmpsBa 6e10ApOOHHUTE apTEepPHH, KaTo [0 TO3HM HAYWH yJICCHSBA U3TIACKBAHETO HA KPHBTA
OT CHpIETO Ipe3 TsX. ToBa NOHMKaBa KPBBHOTO HaJsIraHe U 00JIeK4aBa CHMITOMHUTE.

Tracleer ce uznon3ea 3a jgeyenne Ha nanueHT ¢ BAX xiac 11 3a mogoOpsiBane Ha pu3MIeCKus
KaramureT (CrmocoOHOCTTA 3a 3BBPINBAHE HA (PU3UYECKA aKTHBHOCT) M HA CUMIITOMUTE. ,,Kitacht”
0TpassiBa CEPUO3HOCTTa Ha Oosectra: ,kiac I1I” o3HauaBa n3pa3eHo OrpaHHUUYeHUE Ha (hU3HMUECKaTa
akTHBHOCT. HabmroaBano € u3BecTHO mogoopenue u npu namuent ¢ BAX kiac I1. ,,Kiac 117
O3Ha4aBa JICKO OorpaHn4YeHue Ha Pusndeckara akTuBHOCT. bAX, 3a kosTO e mokazaHn Tracleer, moxe ga
Obe:

. mbpBUYHA (0€3 HACHTHPHUIIMpaHa TPHYMHA WU QaMUITHA);

° NPUYUHEHA OT CKIIepoAepMus (HapedeHa Olle CUCTEMHA CKJIEp03a, 3a00IIBaHe, TP KOETO UMa
HEeOoOMYaeH pacTeX Ha ChEeMHNUTEIHATA ThKaH, IOJIbprKaIlla KoXKaTta U IpYTUTe OPraHn);

° NPUYHHEHA OT KOHICHUTAHH (BPOJIEHH) ChPJIEYHH JeQEKTH C ITHHTOBE (MATOJIOTUIHU

OTBOPH ), IPUYMHSBAIIYM HEOOMYACH IMOTOK HA KPBBTA MPE3 ChPLETO U OeauTe ApoOoBe.
o JIdruTanHu yJianepanun mo BbpXa Ha NPbCTUTE: (PaHU MO MPBCTUTE HA PBIETE U KpaKaTa)

IpU BH3PACTHU MAIMEHTH, CTPAIAIIN OT 3a00JIsIBaHe, HApEUeHO CKiepoaepmus. Tracleer
HamaJaBa Oposi Ha HOBOIIOSIBIJIUTE C€ SI3BH I10 MPBCTUTE HA PHILIETE U KpaKaTa.
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2. Kakso TpsdBa 1a 3Haere, npeaun na npuemete Tracleer

He npuemaiite Tracleer

® aKo CTe AJIePIrHYHU KbM 003€HTaH WU KbM HAKOS OT OCTAHAJIUTE ChCTAaBKU Ha TOBA JICKAPCTBO
(n30poeHH B TOUKa 6).

e aKo HMAaTe YepPHOAPOOHHU MP00JIeMH (ITOCHBETBANTE CE ChC CBOS JICKap)

. aKo cTe OpeMeHHA WJIM OHXTe MOIJIa Ja 3a0peMeHeeTe, Thil KaTO HE MU3II0I3BaTe HANACHKTHN
KOHTpalEeNTHBHA MeToIu. Mo, mpoueTeTe HHpOpMaIusiTa, 03ariaBeHa ,,KoHTpanenTuBHu
cpencrtBa“ u ,,J{pyru nexkapcrsa u Tracleer™

o aKo mpueMaTe MUKJIOCIOPHH A (JICKapCTBO, U3IOJI3BAHO CIIC]] TPAHCILIAHTAIUS HITH 32
JIeUCHHE Ha TICOPHA3HC)

Axo HIKOE OT TOPHUTE CC OTHACA 10 Bac, KaxxeTe Ha Bammus JICKap.

Ipenynpesxaenust U NpeanasHu MePKH
N3caensanus, kouto Bamuar nexkap me Bu HasHa4yu npeau JeyeHNeTo

. KPBBHU H3CIIEIBaHUsI C 1IeJ1 TPOBEpKa Ha YyepHoApoOHaTa Bu ¢yHkuums
. KPBBHU H3CIIEIBaHMsL, 32 1 c€ TIPOBEPH 32 aHEeMUs (HUCHK XEMOTJIOOMH)
o TECT 3a OPEMEHHOCT, aKO CTE JKEHA C JATEPO/IeH MOTEHIHAT

[Ipu HAKOW OT MaNMEeHTHUTe, IpueMalny Tracleer, ca yCTaHOBEHH OTKJIIOHEHHUS B YEPHOIPOOHHTE
(YHKIIMOHATHY TIOKa3aTeNN 1 aHeMUS (HUCHK XeMOTIIOOHH).

HN3cnenBanus, kouro Bamusar gexap me Bu Ha3HauM 110 BpeMe Ha JieYeHUETO
ITo Bpeme Ha neuenmnero ¢ Tracleer Bammsar nekap me By HazHadaBa pelOBHE KPHBHU U3CIICABAHUS
3a yCTaHOBSIBAHE HA MIPOMEHH B YepHOIPOOHATa ()YHKIIHSI 1 HUBOTO Ha XEMOTJIOOMHA.

OTHOCHO BCHYKH M3CJIEBaHII, MOJISI BikTe CHTHATHATa KapTa Ha MaIeHTa (BbTpe B OITAKOBKaTa Ha
Tracleer Tabnerku). BaxxHo € 1a mpoBexIaTe Te3U PeIOBHU KPbBHU M3CIICABAHMS, JOKATO IPUEMATe
Tracleer. CrBeTBamMe Bu 1a 3amucBare gatara Ha Bamreto mocienHo usciaeaBaHe, KakTo U Ha
CJIeNIBaIlOTO M3cienBaHe (monuTaiTe Bamms nekap 3a narata) B CurHaiiHaTa KapTa Ha NAIMeHTa, 3a
Jla He 3a0paBuTe KOTa TPAOBA /1a HAIIPABUTE CIIEABAIOTO H3CIIEABaHE.

KpbBHM u3cieaBaHusi 32 YepHOAPOoOHAa QpyHKIMS
Tesu n3cnenBaHus 1€ ce NPaBsIT BCEKU Mecell, J0KaTo Tpae jedeHueTo ¢ Tracleer. [IBe ceamuiu cien
IIOBHUIIIABAHE HA J103aTa I1[€ CE HAIIPABU JOIIbIHUTEIHO U3CIIEIBAHE.

Kp'bBHI/I H3CJICABAHUA 34 aHEMUSA
Te3n H3CJICABAHUA IIC CC IMPABAT BCCKU MECCI] ITPE3 IIbPBUTC 4 MEcCfCla Ha JICUCHHUE, CJIC] TOBA HA
BCEKU 3 Mecena, TBU KaTo MNAalUuCeHTUTEC, IIpUCMallIu Tracleer Mmoxe Ja pa3BUAT aHCMUA.

Axo PEIYITATUTE OT TE3U U3CIICABAHUA Ca U3BbH I'PaHMIIMTEC HA HOPpMATa, Bamusr JICKap MOXKE aa
peuin Ja HaMaJivu J03aTa WIK [a CIpPe JICUCHUCTO C Tracleer u Ja HallpaByu JOIIBJIHUTCIIHU
H3CJICABAaHUs, 3a 1a YCTAHOBU IIpUYnHATa.

Jlena u roHOIIHN
Tracleer He ce mpenopbyUBa NpyU NeIUATPUYHH MTAIUEHTH ChC CUCTEMHA CKJIEp03a M HaJIMYHA
JIUTUTAIHA s13BeHa 00j1ecT. Moutst, BUXKTe ChIlo Touka 3 ,,Kak ma npuemare Tracleer®.

JApyrn nexkapcrBa u Tracleer

Nudopmupaiite Bamms nexap nin papmareBT, ako preMaTte WiId HaCKOPO CTe MPHeMalH IPyTH

JIeKapCTBa, BKIIOYUTEHO U JIEKapCTBa, OTIyCcKaHu 0e3 perenta. OcoOeHO BaKHO € 13 YBEIOMUTE

CBOs JIEKap, ako Ipuemare:

o LUKJIOCTIOPUH A (JIEKapCTBO, U3IION3BAHO ClIE/ TPAHCIUIAHTAIMSA U 3a JICYCHUE Ha IICOPUA3uC),
KOHTO He TpsOBa J1a ce u3noi3Ba 3aeaHo ¢ Tracleer.
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o CUPOJIMMYC HJTH TAKPOJIUMYC, KOUTO Ca JICKapCTBa, U3MOI3BaHU CIIE/ TPAHCIUTAHTAIUS, Thi
KaTto yrnorpebara UM 3aeaHo ¢ Tracleer He ce mpenopbyBa.

. rOeHKIaMu] (JICKapCTBO 3a quadeT), pudaMIuivH (JISKapcTBO 3a TyOepKyIo3a), (pirykoHas3oun
(;1ekapcTBO cpenry rbONYHN MHQEKITNH), KETOKOHA30JI (JIEKapCTBO, HM3MOI3BAHO 32 JIEUEHUETO
Ha cuHpoM Ha KymmuHr) niu HeBupanuH (Jiekapctso 3a HIV), Thil kaTo Te3u JiekapcTBa
ynoTpebata um 3aeHo ¢ Tracleer He ce mpenopbyBa.

L APYyru JICKApCTBa 3a JICUCHUEC Ha HIV HH(pCKHHH, KOHMTO MOraT Ja Hajlarat CricuaJIHO
IIpocCIICAABAHE, aKO CE€ U3IO0JI3BAT 3a€IHO C Tracleer.
L XOPMOHAJIHH KOHTPAILCIITUBU, KOUTO HE Ca e(i)I/IKaCHI/I KaTO €AMHCTBEH METOI 3a KOHTPALCIIIMA,

nmokato npuemate Tracleer. Berpe B onakoBkaTa Ha Tracleer TabneTku 1e HaMepUTe
CurnajiHaTa KapTa Ha MAaIMeHTa, KOSITO TPsOBa BHUMATEITHO JIa IpoueTeTe. Bammsar iekap
W/WJIA THHEKOJIOT IIe YCTAaHOBU KaKbB METO/] 332 KOHTPAIICTIIINS € ITOAX0/Is1I 3a Bac.

o JPYTH JICKapCTBa 3a JIeYeHHE Ha 0eT0ApoOHa XUTIEPTOHMS — CHITZICHADHUIT U Taganadul.
o Bap¢apuH (IPOTUBOCHCUPBAIIO CPEICTBO).
o CHUMBAacCTaTHH (M3IOJI3BaH 3a JICUCHHE HA TIOBUIIIEHH HUBA HA XOJECTEPOJT B KPHBTA -

XUTIEPXOJIECTEPOIICMHS ).

lo¢upane u pa6oTa ¢ MAIIUHHA

Tracleer He MOBNIMsBA MM IOBIUSBA TIPEHEOPEKMMO CIIOCOOHOCTTA 32 modupaHe u paboTa C
mamuHu. Tracleer ob6ade Moxke Aa IPUYMHU XUMOTOHMS (TIOHMKaBaHE Ha KPbBHOTO HAJSITAHE), OT
KOETO MOJKETe Jla ce ITOYYBCTBATE 3aMasHU U J]a OKaXe BJIUSHUE BbPXY 3PEHUETO U CHOCOOHOCTTA 3a
modupaHe U paboTa ¢ MaIMHU. AKO Ce UyBCTBAaTe 3aMasiHU WX 3peHHETO By e 3ambrieHo, 1okaro
npuemarte Tracleer, He modupaiite u He paboTeTe ¢ MHCTPYMEHTH WIIA MAIIUHU.

7KeHu B 1eTepoaHa Bb3pacT
HE npuewmaiite Tracleer, ako cTe OpeMeHHa WM TUIaHUpaTe OPEeMEHHOCT.

TecToBe 32 GpeMeHHOCT

Tracleer Mmoxke n1a yBpenu HepoaeHUTe Oe0eTa, 3aueHaTH Mpey 3all0YBaHeTO WK 110 BpeMe Ha
JIeYeHHEeTO. AKO CTe )KeHa, KOATo OM Moriia Ja 3abpemeHee, Bamusr iekap e morcka Ja HarpaBuTe
TecT 3a OPEeMEHHOCT, MPe/I Ja 3arovHeTe Aa npueMare Tracleer 1 penoBHO, I0KATO MpUeMare
Tracleer.

KoutpauentuBHM cpeacTBa

AKO uMa BepOsSITHOCT Jja 3a0peMeHeeTe, U3MOI3BaiiTe HAZACKICH METO/I 3a TIpeANa3BaHe OT
3a0peMeHsBaHe (KOHTpaLeIus), 10kato npuemare Tracleer. Bammust jgekap wiu runekonor iie Bu
MperopbrYa HAASKIHA KOHTPAIENTHBHA METO/TH, ToKaTo puemate Tracleer.

Toii kaTo Tracleer Moske 1a HaNPaBU XOPMOHAITHATE KOHTPAIENITUBY (HApUMEp NepopaltHH,
WH)XEKLIMOHHH, UMIUIAHTAHTH WJIH TUTACTHPH 33 KOXKaTa) Hee()EeKTUBHHU, TO3H METOA, IPUIIOKEH
CaMOCTOSITETIHO, He € HajxexaeH. Ilopaau ToBa, ako U3M0II3BaTe XOPMOHATIHA KOHTPALENTHBY, TPsIOBa
3ae/lHO C TOBA J]a Ipuiiarate U OapuepeH MeTox (HanpuMep >KeHCKH KOHIOM, quadparma,
KOHTpalenTHBHA rbONYKa Wi Bammst napTHeop TpsiOBa Aa M3M0iI3Ba KOHI0M). BhTpe B onakoBkarta
Ha Tracleer Tabnerku me Hamepute CUTHAIHA KapTa Ha MAUEHTa, KOSTO TPsiOBa J1a MOBIHUTE U J1a S
3aHeceTe Ha Bamms siekap py cae1BanioTo MOCEIEHHE, 3a 1a MOYKE BauAT jiekap WM THHEKOJIOT
Jla IPELCHU AU CE€ HY>KIaeTe OT JONBJIHUTEIHU WX AJITEPHATUBHU HAJECKIHU METOIU 32
KoHTpauenuus. [IpenopbuBa ce BCeKH Mecell a NpaBUTe TeCT 32 OpPeMEHHOCT, IOKAaTo IIpremMare
Tracleer u ako cTe B AeTepoiHa Bb3pacT.

VBenomere BeaHara Bamms nekap, ako 3a0peMeHeeTe 1o Bpeme Ha npuema Ha Tracleer mim
TUTaHUpaTe OPEMEHHOCT B OJTM3KO Obele.

KbpMmene

Tracleer npemuHaBa B kbpmara. [IpenoppuBa ce 1a npekpaTuTe KbpMEHETo, ako Bu Ob1ie npeanvcan
Tracleer, Thil KaTO HE € U3BECTHO JaIH HaJUM4MeTo Ha Tracleer B kbpMara MOXKe Jla HaBpEIH Ha
Bamero 6e0e. I'oBopere ¢ Bamus sekap 3a Tosa.
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DepTUanTeT
Axo cte MBx U mpuemMate Tracleer, BB3MOXKHO € TOBa JIEKapCTBO J1a HaMaiu Opost Ha Bammre

CIIepMaToO30MUaH. He moxe ma ce H3KJII0YH, Y€ TOBAa MOXKC [1a C€ OTpa3u Ha crocobnoctra Bu Ja uMaTe
neua. IloceBeTBaiite ce ¢ Bamus JICKap, aKO UMATC BBIIPOCHU WJIM MPUTCCHCHHUA BB BPBb3Ka C TOBA.

Tracleer cbabpxa HATPUI
ToBa nexkapcTBO ChabpIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKe /1a Ce Kaxe,
Ye [IPAKTUYECKU HE ChIbPrKa HaTPUH.

3. Kak na npuemare Tracleer

Jleuenneto c Tracleer TpsiOBa 1a ce 3amouyBa 1 HaOMIOJaBa caMo OT JIeKap C OMHUT B JICUCHUETO Ha
BAX unu Ha cucteMHa ckiiepo3a. Bunaru nmpuemaiite ToBa JeKapcTBO, TOUHO KakTo Bu e kazan
BammsT nexkap. AKo He cTe CHTYpHH B HEIO, MONUTaiTe Bamms nexap wim dhapMariesT.

Tracleer ¢ XxpaHa U HAMTKHA
Tracleer moke ma ce mpruema cbe WM 6e3 XpaHa.

IIpenopbunTe/iHA 1032

Brn3pacTtan

JleueHnneTo Npu BB3pacTHUTE OOMKHOBEHO 3arouBa ¢ 703a OT 62,5 mg 1Ba bTH JHEBHO (CYTpUH H
Bedep) npe3 MbpBUTE 4 CeIMUIH, ClIe]l KOeTo 0OMKHOBEHO Bamusat nekap me Bu mocsBeTBa na
npreMarte Tabnerka ot 125 mg qBa MbTH THEBHO B 3aBIHCHMOCT OT TOBA Kak pearupare Ha Tracleer.

Jeua v roHomM

IIpenoprkara 3a no3upane npu gena e camo 3a bAX. [Ipu nena Ha Bp3pact 1 roguHa v o-rojaeMu
nedeHueTo ¢ Tracleer oOMKHOBEHO 3amoyBa ¢ 2 mg Ha kg TemecHo Teryio JBa MbTH JHEBHO (CYTPHUH U
Bedep). BamusaT nekap e Bu mocbBeTBa OTHOCHO 103MPOBKATA.

OO6wpHete BHUMaHue, ye Tracleer ce npeanara u nox ¢popmara Ha pa3TBopuMa Tabierka ot 32 mg,
KOSITO MOJKE J1a YJIECHH NPaBHIIHOTO JTO3UPAHE 32 Aela U MALUEHTH ¢ HUCKO TEJIECHO TETJIO WM 3a
TaKWBa, 32 KOUTO € TPYJHO JIa MPerIbInaT GuiMupanuTe TabieTKy.

Axo Bu ce crpyBa, ue epexrsT Ha Tracleer e TBBpe cuileH Wi TBBPAE Cllad, TOBOPETE ChC CBOS
nekap, 3a Ja pasbepete Aanu qo3ata Bu TpsiOBa aa ce mpoMeHH.

Kaxk na npuemare Tracleer
TabnerkuTe TpsiOBa 1a ce nmpuemar (CyTpUH U Beuep), KaTo ce I'BITAT ¢ BoJia. TabneTkuTe Moxe Ja ce
npueMar cbc MM 0e3 XpaHa.

AKo cTe npuesiu noBeye oT HeoOxoaumarta no3a Tracleer
Axo npuemMere oBeue TabJIeTKH, OTKOJIKOTO By € ka3aHo, He3a0aBHO ce CBBPKETE ChC CBOS JICKap.

AKo cTe mponmycHaJim 1a npuemere Tracleer

Axo 3abpasute na npuemere Tracleer, B3emeTe go3ara BeHara, oM Ce CETUTE, CIIE/l TOBA
NPOJBIDKETE JIa MpreMaTe TabeTKuTe B 00MuaitHoTo Bpeme. He B3emaiite nBoiiHa J103a, 3a J1a
KOMIIEHCHpATe HPOIyCHATHTE TaOJIETKH.

AKko cte cnpesau npuema Ha Tracleer:

BuesanHoTo ciupane Ha nedenuero ¢ Tracleer Moxke 1a noBenie o BiomaBaHe Ha Bammre
cumnromu. He crimpaiite npuema Ha Tracleer, ocBen ako Bamusr siekap He Bu kaxke. Bammst nexap
Moske 1a Bu HazHaum HamassiBaHe Ha [103aTa 3a HAKOJIKO JHH, TIPEAH ITBJIHOTO CIIMPaHe Ha JICYCHHUETO.

AKO UMaTe HAKAKBHU JIOMBJIHUTEIHHA BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBA JICKAPCTBO, MOMUTANTE
Barmus siekap win GpapMarieBT.
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4. Bb3MOKHN HeKeJTaHU PeaKIun

Kakro Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIAHU PEaKIIUH, BBIIPEKHU Y€ HE
BCCKH T'U IOJIy4aBa.

Haii-cepno3nute HexkenaHu peakiuu Ha Tracleer ca

o OTkJI0HEHUS B UepHOApOoOHAaTa (PYHKIMSA, KOUTO MOTAT Jia 3acerHar noseue ot 1 Ha 10 qymm

) AHeMmus (HACKa CTOWHOCT Ha XEMOTJIOOMH B KPBBTA), KOSITO MOXe Jia 3acerHe 1o 1 Ha 10 gymm.
AHeMusiTa MOKE MTOHSIKOTA JIa HaJlara KPbBOIIPEIUBaHE

CrotinocTuTe Ha Bammre 4epHOAPOOHN M KPBBHHU ITOKA3aTEIH ITIe c€ HAOII0aaBaT 1o BpeMe Ha

nedenueTo ¢ Tracleer (BrxTe Touka 2). BaxkHo € 1a mpaBuUTE Te3U M3CIEABAHYS CIIOPE] MPETIOPHKUTE

Ha Bamus nekap.

[Mpu3nanure Ha HapymeHa GyHKIUSA Ha YepHUS JpO0 BKIFOYBAT:

rajieHe (TI03WBH 32 TIOBPBIAHE)

MOBpBIIAHE

Tpecka (BHCOKa TeMIlepaTypa)

0oika B ctoMaxa (Kopema)

KBITCHHIA (TTOXKBATABAHE Ha KOXKAaTa WITH OSITOTO HA OYUTE)

TBHMHO OIIBETSIBaHE HA YpUHATA

ChpOeX Ha KOXKaTa

JIeTaprusl Wik ymMopa (HeoOndaitHa yMOPSEMOCT WIIH U3TOIICHHE)
TPHUTIONIOA00CH CHHAPOM (CTaBHU M MYCKYJIHH OOJIKH C TeMIIepaTypa)

AKo 3a0enexuTe HIKOM OT Te3W MPHU3HAIN, Ka)KeTe He3a0aBHO Ha Bamus jexap.
Hpyru HexxenaHu peakuuu
MHoro 4yecTu (Morar Ja 3acerHaT nmoBeve ot eaAuH Ha 10 xymm):

° I'maBoOone
° Ortok (TmoryBaHe Ha KpakaTa U TJIe3€HUTE WIH JPYTH MPU3HALM 32 33pHKKa Ha TEUHOCTH)

Yectu (Morar jga 3acersar a0 equ Ha 10 gymm):

3auepBsBaHe Ha KOXKaTa

Peaknyn Ha CBpBXYYBCTBHTEITHOCT (BKIFOUBAIIN Bh3MANCHUE, ChpOek 1 OOPHUB HA KOXKATA)
I"actpoesodareanna pedrykcHa OonecT (BpbliaHe Ha KUCEIIMHU OT CTOMaxa B XPaHOIIPOBOIA)
Huapus

CuHKOT (IPUTIAIBK)

CrpriebueHe (yCKOpeHa WM HEpaBHOMEPHA Chp/ieuHa JEHHOCT)

Hucko kpbBHO HansArane

3amyIieH Hoc

HeuecTu (Morar na 3acersar a0 exux Ha 100 gymm):

o TpomOouunTonenus (HUCHK Opoi TPOMOOIIUTH)
o Heyrponenus/neBkonenus (HUCHK Opoii Oenn KpbBHH KIETKH)
o [loBuiieHn cTOMHOCTH Ha YepPHOAPOOHUTE (PYHKIMOHAIHY ITOKA3aTeH C XeNaTuT (Bb3NaJeHue

Ha YepHUs Jpo0), BKIFOUYUTEITHO BB3MOXKHO 000CTpSIHE Ha CHIIECTBYBAII XCTIATHT H/HITH
KBITEHUIIA (TIOXBITIBAHE HA KOXKATa WK OSJIOTO HA OUYHTE)

75



Penxu (Morar ma 3acerrat 10 equH Ha 1 000 gymm):

. Anadwmrakcus (reHepaim3upaHa ajJepruaHa peakins), aHrnoeaeM (0TOK, Hal-4eCcTo OKOJIO0
OYUTE, YCTHUTE, €3UKa WU I'bPJIOTO)
. Lupo3za (oOpasyBane Ha pBOIM) Ha YEPHUS P00, YepHOAPOOHA HEAOCTATHYHOCT (CEPHO3HO

HapyIleHHEe Ha YepHOApOoOHaTa (DYHKIINS), ABTOMMYHEH XeMaTHT (Bh3MaJICHHE Ha YepHHS APO0,
MPUYUHEHO OT COOCTBEHATA 3aIIMTHA CHCTEMa Ha OPraHU3Ma, aTaKyBalla YepHOAPOOHUTE KIIETKH),
KOHTO MOJKE J1a Ce MOSBYU IOPY HIKOJIKO MECera J0 TOAWHH CIIe]] 3all0YBaHe Ha JIEYCHHETO.

Cpo0m1aBa ce ChITo 3a 3aMBITICHO 3PCHHE ¢ HEM3BECTHA YECTOTA (0T HATMIHHUTE JaHHH HE MOXKE Ja
OBbJIe HalpaBeHa OIICHKA).

Hexeanu peakuuu npu Jeua v OHOIIU
Hexemnanute peakum, chO0IIEHN PH JIe11a, IeKyBaHu ¢ Tracleer, ca chImTe KaTo TE3W MpH
BB3pPACTHUTE.

Cpo01aBaHe HA HeKeJIaHU pPeaKIuu

AKO MoNTyunTe HAKaKBU HEXEJIaHU JICKApPCTBEHU Peakiyy, yBeaomere Bamus nexap uinm hapMaresr.
ToBa BKJIFOUBa BCHYKH Bb3MO)KHH HEOTIHCAHH B Ta3H JINCTOBKA HEXKEJIaHU peaklnu. MoxkeTe ChIo Ja
CHOOLINTE HEXEJAHU PEAKLMK AUPEKTHO Ype3 HAlMOHAIHATA CUCTEMa 33 ChOOIIIaBaHe B:
W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebOcanT: www.bda.bg

Kato cpobmiaBate HexxelaHu peakiiy, MOKETe Ja AaJieTe CBOsI MPUHOC 3a MoJy4YaBaHe Ha TIOBeYe
WHQOpMAIUSI OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKapCTBO.

5. Kak na cbxpansiBate Tracleer
ChxpaHsBaiiTe TOBa JIEKAPCTBO HAa MACTO, HEJOCTHITHO 32 JIETIa.

He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOEIsI3aH BhPXY ONAaKOBKaTa U OJIMCTepa
cien ,,l'omen no:“.

3a GenutTe OYTHIIKY OT TIOJMMETHIIEH C BUCOKA ITBTHOCT — J1a ce U3nou3Ba 1o 30 qau cien
IEPBOHAYATTHOTO OTBAPSIHE.

3a 6nucrepute or PVC/PE/PVDC/anymunuii:
CoxpansBaiite mpu Temiepatypa o 25°C.

3a Oenute 6YTI/IJ'IKI/I OT IMOJUETUJICH C BUCOKA IINIBTHOCT:
To3u JICKApPCTBCH NPOAYKT HC M3HMCKBaA CIICHHUAIHN YCJIOBUA 3a ChbXPaHCHUC.

He HBXB’LpHﬂﬁTC JICKApCTBATA B KaHAJIM3aluATa Uin B KOHTeﬁHepa 3a JOMAIllHU OTIIaaAbIIN.
Ilonuraiite Bamms Q)apMaueBT KakK J1a U3XBBPJIATE JICKAPCTBATa, KOUTO BEYC HC U3IIOJI3BATC.
Tesn MCPKH 1I€ CIIOMOrHaT 3a OIla3BaHC Ha OKOJIHATa cpeaa.

6. Chabp:xkaHue HA ONIAKOBKATA M TONbJIHUTETHA HHpopManus

Kaxkso cpabp:ka Tracleer

- Tracleer 62,5 mg ¢puimMupanu TadJeTKH: aKTHBHOTO BEIIECTBO € 003eHTaH KaTO MOHOXHPAT.
Bceska Tabnerka cpabppika 62,5 mg 603eHTaH (KaTO MOHOXUAPAT).

- Tracleer 125 mg ¢punmupanu TadJeTKU: aKTHBHOTO BEMIECTBO € 003€HTaH KaTO MOHOXH/IPAT.

Bceska Tabnerka cpabpka 125 mg 603eHTaH (KaTO MOHOXHIPAT).
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- JIpyrure chbCTaBKH B SIPOTO Ha TaOJIETKATa ca: TAPEBUYHO HUIIECTE, TPEXKETATHHUIUPAHO
HUIIIECTE, HATPUEB HUIIECTEH MIMKOJAT (THIT A), IIOBUIOH, TIIUIIEPOJIOB AUOSXCHAT H
MarHe3ueB creapar. @UJIMOBOTO MOKPUTHE ChIbPKA: XUIPOMEN03a, TIIUIEPOJIOB TPHAIICTAT,
Tank, TuTaHoB nuokcun (E171), xbuat sxenesen okcun (E172), uepsen xenesen okeun (E172) u
STHIIIICTYJI03a.

Kax usraexna Tracleer u KakBo ChbAbpPKA ONAKOBKATA
Tracleer 62.5 mg duaMupany TaONETKH:

Tracleer 62,5 mg ¢punmupanu TaOIETKH ca OPaHKEBO-0€NN, KPBIIK GUIMHPAHH TaONETKH, C
BITHOHATO penedHO O3HaUeHue “62,5” OT emHaTa CTpaHa.

Baucrepu ot PVC/PE/PVDC/anymunnii, ceabspxamy 14 ¢puavupann tadaerku. OnakoBkaTa
ceabpka 14, 56 nnmm 112 dunmupanu rabnerku (Tracleer 62,5 mg dhunvupanu TabIeTKH).

Besn OyTHIIKH OT MOJIMETHJIEH ¢ BUCOKA MIIBTHOCT CHC CYLIUTEJ CUJIHKATEN, ChIAbPKALIHA
56 ¢unmupanu tabnetku. OmakoBKUTE ChIbpKaT 56 ¢punmupanu tabnerku (Tracleer 62,5 mg
¢dbunMupaHu TabIETKH).

/[a He ce morrpia CymmuTeNsT.

Tracleer 125 mg ¢punMupanu TabaeTKu:
Tracleer 125 mg ¢punMupanu TabieTKu ca OpaHKeBO-0eH, OBATHU (PIIIMUPAHU TaOIETKH, C
BINIHOHATO penedHO o3HaueHue “125” oT eqHara cTpaHa.

Baucrepu ot PVC/PE/PVDC/anymunuii, ceaspkamy 14 ¢puavupanu taéaerku. OnmakoBkaTa
ceabpka 56 win 112 punmupanu tadnerku (Tracleer 125 mg ¢unmupanu tadbnetkn).

Beau OyTHIIKM OT MOJIHETHIIEH € BUCOKA INIBTHOCT ChC CYIINTEN CHINKATe], ChIbPIKaIH
56 ¢unmupanu tabnetku. OmakoBKUTE ChIbpKAT 56 dhunmupanu tabnerku (Tracleer 125 mg
¢bunmupanu TabIeTKN).

Jla He ce MOrTbIIa CYIIUTEIT.

He Bcuuku BUIOBE OMAKOBKH MOTaT jJa ObJIAT MyCHATH B IPOAaK0a.

IIpuTexkaTes HA pa3pelIeHUETO 32 yOTpeda:
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaure:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

3a JOITBJIHUTCIIHA I/IH(i)OpMaIII/ISI OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETE CE C JIOKAJTHUA
MNPpEACTABUTCII HA IPUTCIKATCIIA HAa pa3pClICHUCTO 3a yHOTpe6a.

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com

Bbarapus Luxembourg/Luxemburg
»KoHCHH & JxoHCHH brarapus” EOO/J] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 6494 11
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Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

EAlhada

Janssen-Cilag ®appokevtikn Movorpoéomnn

AE.B.E.
TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858

janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich

Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska

Janssen-Cilag Polska Sp. z 0.0.

Tel.: +48 22 237 60 00

Portugal

Janssen-Cilag Farmacéutica, Lda.

Tel: +351 214 368 600

Romaénia

Johnson & Johnson Romania SRL

Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com



Kvmpog Sverige

Bapvapoc Xattnmavayng Ato Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

JlaTa Ha moc/1eIHO Mpepa3riexaane Ha gucroBkara: 09/2025

ITonpoOHa mH(pOpManHs 3a TOBaA JIEKApCTBO € IpeJ0cTaBeHa Ha yeOcaiita Ha EBporeiickaTa areHIus
IO JIeKapcTBara: https://www.ema.europa.eu.
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JlncroBka: undopManus Ha NOTpedUTENA

Tracleer 32 mg qucneprupamm ce TadJIeTKH
0o3enTaH (bosentan)

IIpoyeTere BHMMATEIHO USIJIATA JMCTOBKA, IIPeAU 1A 3all0YHeTe A pueMaTte TOBa JIEeKapCTBO,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amasere Ta3uW JUCTOBKA. MOXe /la ce HAIOXKH Ja S MPOYETETE OTHOBO.

- AKO nMaTe HSKaKBU JAOIBIHUTEITHH BBIPOCH, MoNUTalTe Bammst gekap uinu papMareBT.

- Toa nekapcTBO € npennucaHo JnyHo Ha Bac. He ro nmpeorcThnBaiite Ha npyru xopa. To Mmoxe aa
UM HaBpeH, HE3aBHUCUMO Y€ TIPU3HALNTE HA TAXHOTO 3a00JIsBaHe ca ChIIUTE KaTo BammuTe.

- Axo momyunTe HSIKAKBH HEXETIaHW Peakiuy, yBempomere Bammms nexap wim ¢papmaneBt. Tosa
BKJIFOUBA M BCHUKH BB3MOYKHHU HEKEJIaHU PeaKlMi, HEOMMCAHU B Ta3u JIMCTOBKa. Brkre
TouKa 4.

KakBo cbabpika_Ta3u JUCTOBKA

Kakgo npencrapnsBa Tracleer u 3a KakBo ce U3M0OI3Ba
Kakso TpsiOBa ma 3Haere, npenu aa mpuemere Tracleer

Kak na npuemare Tracleer

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak nma cexpansiBate Tracleer

ChbabppkaHue Ha ONIaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

AN

1. Kakso npeacrasasia Tracleer u 3a KakBo ce U3I0J13BA

Tabnerkute Tracleer chabpkaT 603eHTaH, KOWTO OJOKHUpPA ECTECTBEHUS! XOPMOH, HApe4eH CHIOTETUH-
1 (ET-1), npuumnHsiBam cTecHsBaHE Ha KPbBOHOCHHUTE ChI0Be. Taka Tracleer Boam 10 pasmmpsiBaHe
Ha KPbBOHOCHUTE CBHOBE U MPUHAJIEKN KbM IpyIa JIEKapcTBa, HApEUeHHU “€HI0TENUH peleNTOPHU
aHTaroHWCTH .

Tracleer ce u3nos3Ba 3a Je4eHUE Ha:

. Benoapoona aprepuanna xunepronus (bAX): BAX e 3a0onsBane ChC CHITHO CTECHSIBAHE Ha
KPBBOHOCHHTE CBHIOBE B OeTHTE APOOOBE, BOJEIIO /10 BUCOKO KPHBHO HAJISTaHE B
KPBHBOHOCHHTE CHJIOBE Ha OenuTe qpoboBe (0eI0apoOHUTE apTepHH), KOUTO HOCIT KPBB OT
chbpLeTo KbM Oenute qpobose. ToBa HaysiraHe HaMaJIIBa KOJMYECTBOTO KMUCIOPOA, KOETO MOXKE
Jla BJIe3€ B KPbBTA B OeyinTe IpoOOBE, 3aTpyAHIBalKH (pu3nueckaTa akTHBHOCT. Tracleer
pasimmpsBa 6e10ApOOHHUTE apTEepPHH, KaTo [0 TO3HM HAYWH yJICCHSBA U3TIACKBAHETO HA KPHBTA
OT CHpIETO Ipe3 TsX. ToBa NOHMKaBa KPBBHOTO HaJsIraHe U 00JIeK4aBa CHMITOMHUTE.

Tracleer ce uznon3ea 3a jgeyenne Ha nanueHT ¢ BAX xiac 11 3a mogoOpsiBane Ha pu3MIeCKus

KarmanuTeT (CrIocoOHOCTTA 32 U3BBPIIIBaHE HA PU3NIECKa aKTUBHOCT) U Ha cUMITOMHTE. ,,KIachT”

oTpa3siBa CEpUO3HOCTTA Ha OojectTa: ,,kinac I1I” o3HayaBa n3paBeHO orpaHmueHNe HA pU3NIecKara

aktuBHOCT. HaOmionaBano € nu3BecTHO nopoOpenue u npu namuentu ¢ BAX kiac I1. ,,Kiac 117

O3Ha4aBa JICKO OorpaHn4YeHue Ha Pusndeckara akTuBHOCT. bAX, 3a kosTO e mokazaHn Tracleer, moxe ga

oBae:

° mbpBUYHA (0€3 uaeHTHPUIMPaHa TPUYNHA WU (paMHITHA);

° MPUYUHEHA OT CKJIepoaepMusl (HapeUueHa OIlle CUCTEMHa CKJIepo3a, 3a00JIsiBaHe, IPHU KOSTO UMa
HEeOOWYaeH PacTek HA ChEMHHUTEIHATA ThKaH, TIOJIbPIKaIlla KoXKaTa U IPYTUTe OPraHu);

° MPUYUHEHA OT KOHT'€HUTAIHU (BPOJICHHN) ChPJICYHH Ae(PEKTH C IIFHTOBE (TIATOJIOTUIHH
OTBOPH ), IPUIMHSBAIIY HEOOMYACH ITOTOK Ha KPBBTA MPeE3 ChPLETO U OenuTe ApoOoBe.

o JIMruTanaHu yJiuepauuy o BbpXa Ha NpbeTUTe: (PaHH IO NIPBHCTUTE HAa PBLETE U KpakaTa)

IpY BH3PACTHU MAMEHTH, CTPAIAIIN OT 3a00JIsIBaHE, HApEUeHO CKiIepoaepmus. Tracleer
HamaJsiBa Oposi Ha HOBOIIOSIBUIIMTE CE SI3BH 110 MPBCTUTE HA PBIIETE U KpaKara.
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2. Kakso TpsdBa 1a 3Haere, npeaun na npuemete Tracleer

He npuemaiite Tracleer

o aKo CTe AJIEPIrUHYHA KbM 003€HTaH WU KbM HAKOS OT OCTAHAJIUTE ChCTAaBKU Ha TOBA
JIEKapCTBO (M30pOCHM B TOUKA 6).

. aKo MMaTe 4YepHOAPOOHU NMPodJIeMH (TTIOCEBETBAITE ce ChC CBOS JIeKap)

. aKo cTe OpeMeHHA WJIM OHXTe MOIJIa Ja 3a0peMeHeeTe, Thil KaTO HE MU3II0I3BaTe HANACHKTHN

KOHTpalEeNTHBHA MeToIu. Mo, mpoueTeTe HHpOpMaIusiTa, 03ariaBeHa ,,KoHTpanenTuBHu
cpencrtBa“ u ,,J{pyru nexkapcrsa u Tracleer™

o aKo mpueMaTe MUKJIOCIOPHH A (JICKapCTBO, U3IOJI3BAHO CIIC]] TPAHCILIAHTAIUS HITH 32
JIeUCHHE Ha TICOPHA3HC)

Axo HIKOE OT TOPHUTE CC OTHACA 10 Bac, KaxxeTe Ha Bammus JICKap.

Ipenynpesxaenust U NpeanasHu MePKH
N3caensanus, kouto Bamuar nexkap me Bu HasHa4yu npeau JeyeHNeTo

. KPBBHU H3CIIEIBaHUsI C 1IeJ1 TPOBEpKa Ha YyepHoApoOHaTa Bu ¢yHkuums
. KPBBHU H3CIIEIBaHMsL, 32 1 c€ TIPOBEPH 32 aHEeMUs (HUCHK XEMOTJIOOMH)
o TECT 3a OPEMEHHOCT, aKO CTE JKEHA C JATEPO/IeH MOTEHIHAT

[Ipu HAKOW OT MaNMEeHTHUTe, IpueMalny Tracleer, ca yCTaHOBEHH OTKJIIOHEHHUS B YEPHOIPOOHHTE
(YHKIIMOHATHY TIOKa3aTeNN 1 aHeMUS (HUCHK XeMOTIIOOHH).

HN3cnenBanus, kouro Bamusar gexap me Bu Ha3HauM 110 BpeMe Ha JieYeHUETO
ITo Bpeme Ha neuenmnero ¢ Tracleer Bammsar nekap me By HazHadaBa pelOBHE KPHBHU U3CIICABAHUS
3a yCTaHOBSIBAHE HA MIPOMEHH B YepHOIPOOHATa ()YHKIIHSI 1 HUBOTO Ha XEMOTJIOOMHA.

OTHOCHO BCHYKH W3CIIEABaHUS, MOJIS BIKTe CHIHAIHATa KapTaTa Ha MalueHTa (BbTpe B ONIAKOBKaTa
Ha Tracleer Tabnerkn). BaxkHo e na mpoBexxare Te3u peJOBHU KPbBHH U3CIICABAHUS, JOKATO
npuemare Tracleer. CrBeTBame Bu na 3amucBare natara Ha BamreTo mociieiHo U3cieiBane, KakTo 1
Ha CJIEeBAILOTO U3cieaBaHe (monuraiire Bamms nekap 3a qarata) B CurHagHara KapTa Ha IalUeHTa,
3a 1a He 3a0paBuTe Kora TpsiOBa /1a HaIpaBUTE CJIEABAILOTO U3CIIEBAHE.

KpbBHM u3cieaBaHusi 32 YepHOAPOoOHAa QpyHKIMS
Tesu n3cnenBaHus 1€ ce NPaBsIT BCEKU Mecell, J0KaTo Tpae jedeHueTo ¢ Tracleer. [IBe ceamuiu cien
IIOBHUIIIABAHE HA J103aTa I1[€ CE HAIIPABU JOIIbIHUTEIHO U3CIIEIBAHE.

Kp'bBHI/I H3CJICABAHUA 34 aHEMUSA
Te3n H3CJICABAHUA IIC CC IMPABAT BCCKU MECCI] ITPE3 IIbPBUTC 4 MEcCfCla Ha JICUCHHUE, CJIC] TOBA HA
BCEKU 3 Mecena, TBU KaTo MNAalMCHTUTE IpUeMallnu Tracleer moxe Ja pa3BUAT aHCMUS.

AKO Te3u u3clie[iBaHus ca M3BbH IPaHUILIMTE Ha HOpMaTa, Bammst gexap Mosxe /1a pelu J1a Hamain
J03arta WK Aa cupe jgedeHuero ¢ Tracleer n 1a HanpaBu TOITBJIHUTEIHN U3CIIEABAHUS, 32 14 YCTAHOBH
MIPUYMHATA.

Jlena u roHOIIHN
Tracleer He ce mpenopbyUBa NpyU NeIUATPUYHH MTAIUEHTH ChC CUCTEMHA CKJIEp03a M HaJIMYHA
JIUTUTAIHA s13BeHa 00j1ecT. Moutst, BUXKTe ChIlo Touka 3 ,,Kak ma npuemare Tracleer®.

Apyru gexkapcrea u Tracleer

Wndopmupaiite Bammst nexap uinu papManeBT, ako IpHeMaTe WiIH HACKOPO CTe MIpUeMalli IpyTu

JIeKapCTBa, BKIIOUUTEIHO H JIEKapCTBa, OTIycKaHu Oe3 perenta. OCOOCHO BaXKHO € 1a YBEZOMUTE

CBOsl JIEKAp, aKo IpUeMare:

. LUKJIOCIIOPUH A (JIEKapCTBO, U3II0JI3BAHO CJIE/l TPAHCIUIAHTALIMA U 32 JICUEHUE Ha IICOPUA3UC),
KOITO He TpsiOBa 1a ce u3non3Ba 3aeaHo ¢ Tracleer.
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o CHPOJIUMYC WIH TaKPOJIUMYC, KOUTO Ca JICKApCTBa, U3MOI3BAHHU CIIe/ TPAHCIIAHTAIMS, Thi KaTo
yrnoTpebara uM 3aeHo ¢ Tracleer He ce mpernopbyBa.

. rOeHKIaMu] (JICKapCTBO 3a quadeT), pudaMIuivH (JISKapcTBO 3a TyOepKyIo3a), (pirykoHas3oun
(;1ekapcTBO cpenry rbONYHN MHQEKITNH), KETOKOHA30JI (JIEKapCTBO, HM3MOI3BAHO 32 JIEUEHUETO
Ha cuHapoM Ha Kymmar) unu neBupanus (JiekapctBo Ha HIV), Thit kato ynorpebara Ha Te3u
nekapcTBa 3aeaHo ¢ Tracleer He ce mpenopbuBa.

L APYyru JICKApCTBa 3a JICUCHUEC Ha HIV HH(pCKHHH, KOHMTO MOraT Ja Hajlarat CricuaJIHO
IIpocCIICAABAHE, aKO CE€ U3IO0JI3BAT 3a€IHO C Tracleer.
L XOPMOHAJIHH KOHTPAILCIITUBU, KOUTO HE Ca e(i)I/IKaCHI/I KaTO €AMHCTBEH METOI 3a KOHTPALCIIIMA,

nmokato npuemate Tracleer. Berpe B onakoBkata Ha Tracleer TabneTku e Hamepute CUrHaJIHA
KapTa Ha MalMeHTa, KOATO TPsIOBa BHUMATEIHO Jla MpoYeTeTe. Bammsar jiekap u/mim rThHEeKoJIOoT
IIe YCTAaHOBHU KaKbB METOJ 32 KOHTPAIIEIIH € ToIXo sl 3a Bac.

o JPYTH JICKapCTBa 3a JIeYeHHE Ha 0eT0ApoOHa XUTIEPTOHMS — CHITZICHADHUIT U Taganadul.
o Bap¢apuH (IPOTUBOCHCUPBAIIO CPEICTBO).
o CHUMBAacTaTHH (M3IOJI3BaH 3a JICUCHHE HA TIOBUIIICHH HUBA HA XOJECTEPOIT B KPHBTA-

XUTIEPXOJIECTEPOIICMHS ).

Ilopupane u n3M0J13BaHe HA MALLIUHU

Tracleer He MOBNIMsBA MM IOBIUSBA TIPEHEOPEKMMO CIIOCOOHOCTTA 32 modupaHe u paboTa C
mamuHu. Tracleer ob6ade Moxke Aa IPUYMHU XUMOTOHMS (TIOHMKaBaHE Ha KPbBHOTO HAJSITAHE), OT
KOETO MOJKETe Jla ce ITOYYBCTBATE 3aMasHU U J]a OKaXe BJIUSHUE BbPXY 3PEHUETO U CHOCOOHOCTTA 3a
modupane 1 padora ¢ MalIMHU. AKO ce YyBCTBAaTe 3aMasiHU WJIM 3peHHeTO Bu e 3aMbriieHo, 10KaTo
npuemarte Tracleer, He modupaiite u He paboTeTe ¢ MHCTPYMEHTH WIIA MAIIUHU.

7KeHu B 1eTepoaHa Bb3pacT
HE npuewmaiite Tracleer, ako cTe OpeMeHHa WM TUIaHUpaTe OPEeMEHHOCT.

TecToBe 32 GpeMeHHOCT

Tracleer Mmoxke n1a yBpenu HepoaeHUTe Oe0eTa, 3aueHaTH Mpey 3all0YBaHeTO WK 110 BpeMe Ha
JIeYeHHEeTO. AKO CTe )KeHa, KOATo OM Moriia Ja 3abpemeHee, Bamusr iekap e morcka Ja HarpaBuTe
TecT 3a OPEeMEHHOCT, MPe/I Ja 3arovHeTe Aa npueMare Tracleer 1 penoBHO, I0KATO MpUeMare
Tracleer.

KoutpauentuBHM cpeacTBa

AKO uMa BepOsSITHOCT Jja 3a0peMeHeeTe, U3MOI3BaiiTe HAZACKICH METO/I 3a TIpeANa3BaHe OT
3a0peMeHsBaHe (KOHTpaLeIus), 10kato npuemare Tracleer. Bammust jgekap wiu runekonor iie Bu
MperopbYa HAJSKIHA KOHTPAIlENTHBHA METOH, TokaTo npuemate Tracleer. Twit kato Tracleer moxxe
Jla HalpaBU XOPMOHATTHUTE KOHTPAIENTHBH (HApUMep NepOpaTHH, MHXEKIIMOHHN, UMILTAHTaHTH
WY TUIACTHPH 32 KOXKaTa) Hee(eKTUBHU, TO3U METOI, IPUIIOKEH CAMOCTOSITETHO, HE € HaJIeXK/ICH.
INopaau ToBa, ako M3MOI3BATE XOPMOHAIHH KOHTPAIlENTHBH, TPIOBa 3a€HO C TOBA JIa IIpuiiaraTe u
OapuepeH MeTo/ (HarpuMep KEHCKH KOHJIOM, aradparMa, KOHTpalenTuBHa rr0nyKa i Bammst
NapTHHOP TPsIOBA Ja U3IO3Ba KOHIOM). BbTpe B onakoBkara Ha Tracleer TabneTku 1ie HaMepuTe
CurnanHa KapTa Ha MalueHTa, KosTo TpA0Ba /1a IOMIBJIHUTE U Jia S 3aHeceTe Ha Bammms nexap npu
CJIEIBAILIOTO MOCEHICHHE, 3a J]a MOKe Baluar nexap uin rHHEKOJIOT Ja MPELEHU Jall ¢e HYKIaeTe
OT IOI'BJIHUTEIHYU WIN aITEPHATUBHU HAJEXKIHA METOIM 3a KOHTpauenuus. IIpenopbuBa ce Bceku
Mecell Jia TIpaBUTe TeCT 3a OpEMEHHOCT, JokaTo npuemare Tracleer u ako cte B IeTepOHA BH3PACT.

VYBenomere Begnara Bamms nekap, ako 3abpemeneeTe 1o BpeMe Ha nnpueMa Ha Tracleer uiu
TUTaHUpaTe OPEMEHHOCT B OJIM3KO ObJele.

Kbpmene

Tracleer npemuHaBa B kbpMaTa. [IpenopsuBa ce Ja npekpaTute KbpMEHETO, ako Bu Obj1e npeanucan
Tracleer, Thit KaTO HE € U3BECTHO JaH HaJU4KMeTo Ha Tracleer B kbpMara MOXKeE Jla HABpEAH Ha
Bamero 6e6e. ['oBopere ¢ Bammus siexap 3a ToBa.
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DepTUanTET

Axo cte MBx U mpuemMate Tracleer, BB3MOXKHO € TOBa JIEKapCTBO J1a HaMaiu Opost Ha Bammre
cnepmaro3ouan. He Moxe aa ce M3KITI0UH, Y€ TOBa MOXKeE Jla c€ OTpa3u Ha criocoOHocTTa By 1a umare
neua. [loceBerBaiiTe ce ¢ Bamus nexap, ako UMaTe BBIIPOCU WUJIM MPUTECHEHUSI BB BPh3Ka C TOBA.

Tracleer cbabp:ka acmapTaM M HaTPUi

ToBa nexapcTBO chAbprka 3,7 mg acrapraM BbB BCSIKa AUCIIEpPTUpalia ce Tadierka. AcapTamMmbT €
M3TOYHUK Ha QeHmnanannd. Moxe na Bu nHaBpenu, ako umare penmnkeronypus (PKY), psako
TeHEeTUYHO 3a00JIsIBaHe, IPU KOETO Ce HATPYIBa (PeHUIIATaHUH, Thi KaTO OPraHU3MbT HE MOXKE JIa TO
OTJIEJIsI IPABHITHO.

ToBa nexkapcTBO ChabpIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKe /1a Ce Kaxe,
Ye NMPaKTUYECKH HE ChAbp)Ka HATPUH.

3. Kaxk na npuemare Tracleer

Jleaenueto c Tracleer TpsOBa na ce 3amo4Ba u HabIIOaBa caMO OT JIEKap C ONHUT B JICYCHUETO Ha
BAX unu Ha cucteMHa ckiiepo3a. Bunaru mpuemaiite ToBa JieKapcTBO, TOUHO KakTo Bu e kazan
Bammsit nexap. AKo He CTe CUTYpHH B HElllo, monuTaire Bamms nekap winu hapMaresr.

Tracleer ¢ XxpaHa U HAIIUTKHA
Tracleer Mmoxe na ce mpueMa chC WK 0€3 XpaHa.

IIpenopbunTe/iHa 1032

Bn3pacTtHun

JledenueTo pu BB3pacTHUTE OOMKHOBEHO 3aro4Ba ¢ 1032 OT 62,5 mg aABa IbTH JHEBHO (CYTPHH U
Beuep) npe3 IbpBUTE 4 CEMHULIH, Clie]] KOeTO OOMKHOBeHO Bamusit nekap e Bu mockBeTBa na
B3eMaTe Tabierka oT 125 mg aBa MbTH THEBHO B 3aBUCUMOCT OT TOBa Kak pearupate Ha Tracleer.

Jleua u roHOIIHN

IIpenoprkara 3a no3upane npu gena e camo 3a bAX. [Ipu nena Ha Bp3pact 1 roguHa v o-rojaemMu
neuyenneto ¢ Tracleer oOMKHOBEHO 3amo4Ba ¢ 2 mg Ha kg TeJecHo Terio Ba MbTH AHEBHO (CYTpUH U
Beuep). Bammsr nekap me Bu mocbkBeTBa OTHOCHO 103MPOBKATA.

AKo e HeoOX0IMO, AMCTIeprupaniara ce TabieTka MoXe J1a ce pa3/eliy 1Mo MPOTEKEHUETO Ha
pa3enuTeNHUTE YePTH Ha YETUPH PABHU YaCTH.

Axo Bu ce cTpyBa, ue epektsT Ha Tracleer e TBbp/ie CHIIEH HITH TBBPJIE ClIad, TOBOPETE ChC CBOS
nekap, 3a Ja pasbepete ganu no3ata Bu TpsiOBa aa ce mpoMeHH.

Kaxk na npuemare Tracleer
TabnerkuTe TpsOBa 1a ce nmpueMat (CyTpHH U Bedep), KaTo ce I'bATAT C Boja. TabieTkuTe MoXKe Ja ce
npreMar cb¢ Wi 0e3 XpaHa.

Jucneprupaiiara ce TabieTKa ce ChbpiKa B 3al[UTEH OT Jiela OImcTep.

3a Ja U3BaJIMTC AUCIICprupaliara ce TabeTKa:

—(2
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1.  Pa3menere uHAMBUIyanHATa OIMCTEpHA KyXHHA 1O MepPOpaIHuTe.
2. Ortsenere MOKPUBAIIKS CIIOM.
3.  U3Oyraiite JeKapcTBOTO mpe3 GOIHOTO.

Besika qucnieprupaina ce tTadbnetka Tracleer Moxke J1a ce pa3TBOPH BBB BOJIA | J1a CTAHE TEYHO
JIEKapCTBO. 32 J]a MPUTOTBUTE TEYHO JICKAPCTBO, 00aBeTe TabIETKaTa KbM MAITKO BOJIA B JIHKUIIA.
CrnoskeTe TOCTaThUHO BOJA TaKa, Ue Jia MOKpue Isuiata Tadserka. OcraBere 3a OKOJIO €/IHa MUHYTa,
JIoKaTo TabJeTKara ce pa3TBOPH HAITBIHO M TOTraBa MOT'BIIHETE Isi1aTa TeuHocT. [Ipubasere omre
MaJIKO BOJIa B JTLXKHIIATA U ITOT'BIHETE I[sJIaTa TEYHOCT, 32 Jla CTE CUTYPHHU, Y€ ISUIOTO KOJTUYECTBO
JIEKapCTBO € MPUETO. AKO € Bh3MOXKHO, U3IUITE Yallla BOJa Ja CTe CUTYPHH, Y€ ISTIOTO KOITUYECTBO
JIEKapCTBO € MPUETO.

AKo e HeoOX0ANMO, UCIeprupanara ce TabjaeTka MoXe Ja ce pa3zieny, KaTo ce CUyIH 1o
NPOTEXEHUE Ha JINHUNTE, U3PSI3aHN Ha IOBBPXHOCTTA. XBaHETe TabJeTKaTa Mex 1y najiena u
MOKA3aJIella, MOCTaBEHHN BbPXY BCSIKA OT JIBETE CTPAHM Ha e{Ha OT JIMHUHTE, 00bpPHATA HAarope, u
cuymeTe TabJIeTKaTa 1Mo MPOTEKEHNETO Ha JIMHUATA (BUKTE (hUTypara mo-1omy).

"

AKoO cTe pueJHn MoBeve oT HeoOxoanMmaTa g03a Tracleer
AKko npueMeTe nosede TadJIEeTKH, OTKOIKOTO BU € ka3aHo, He3a0aBHO ce CBBPKETE ChC CBOS JIEKap.

AKo cTe mponycHaJu 1a npuemete Tracleer

Axo 3a0paBute na nmpuemere Tracleer, B3emeTe 103aTa BeAHAra I{OM C€ CETHTE, CIIE]] TOBA
MPOABIDKETE J1a IpreMaTe TablleTkuTe B oOmuaitHoTo Bpeme. He B3emaiiTe nBoifHa 103a, 32 /1a
KOMITEHCHpATe MPOIyCHATHTE TAOJIETKH.

AKko cte cupesau npuema Ha Tracleer

BuezannoTo crimpane Ha ieueHnero ¢ Tracleer Moke Jia joBese 70 BiomaBane Ha BammTe
cumnromu. He crimpaiite npuema Ha Tracleer, ocBen ako Bamwsr siekap He Bu kaxke. Bammsit nekap
Mo’Ke 1a Bu Ha3HauM HamalsiBaHE Ha [103aTa 3a HAKOJIKO JHH IIPEIH IBIHOTO CIIMPAHE Ha JIEUYEHHUETO.

AKO uMaTe HAKaKBH JIOMBIHUTEIHHA BBIIPOCH, CBBP3aHHU C YIIOTpedaTa Ha TOBa JIEKapCTBO, TOMUTANTE
Bamus nekap nim ¢papmanesT.

4. Bb3MOKHH HeKeJTaHU peakuuuun

Kakro Bcuuku siekapctBa, Tracleer Moxe Ja Ipen3BHKA HEXKEJIAHHN PEAKIIMU, BBIPEKHU Ue HE BCEKH TH
HOJIy4aBa.

Haii-cepuosnute Hexenanu peakuuu Ha Tracleer ca

o OTxII0HEHUs B YepHOApOOHaTa (GPyHKIMA, KOUTO MOraT Ja 3acerHar nosede ot 1 Ha 10 gymm

. AHemus (HHCKa CTOMHOCT Ha XeMOTJIOOMH B KPBBTa), KOSITO MOJKe Ja 3acerne a0 1 Ha 10 gymm.
AHeMusiTa MOXe MTOHSIKOTa J1a Hajlara KpbBOIIPETUBaHE

Croiinoctute Ha Bammure yepHOpOOHH 1 KPBBHU MTOKA3aTeNHIIE ce HAOI01aBaT Mo BpeMe Ha

neuenueto ¢ Tracleer (BrkTe TOUKa 2). BaxkHO € J1a MpaBHUTE Te3W M3CIeNBaHUs CIIOPE]] PETIOPHKUTE

Ha Bamms nexap.

[Mpu3HanurTe Ha HapynieHa QYHKIUS HA YepHUS P00 BKIFOYBAT:
. rajieHe (MOo3WBH 3a TIOBPBIIAHE)
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MOBpPBILAHE
BTpHCaHe (BHCOKa TeMIeparypa)

0ojka B cToMaxa (Kopema)

KBATEHUIA (TIOKBJITBAHE Ha KOXKaTa U Osi1aTa yacT Ha OYHUTeE)
TBMHO OL[BETEHA ypUHA

cbpOexX Mo KoXKaTa

JeTaprusi uin ymopa (HeoOnvaliHa yMOPSIeMOCT MJIH W3TOLICHHUE)
rpunonoo0eH cuHapoM (0oJIKa B CTABUTE M MYCKYJIUTE C BTPUCAHE)

AKo 3a0enexuTe HIKOM OT Te3H MpHU3HAIH, yBeAoMeTe He3a0aBHO Bamus nekap.

Hpyru HexxenaHu peakuuu
MHoro 4yecTn (Morar Ja 3acerHar nmoBede ot eauH Ha 10 gymm):

o I'maBoGonme
. Ortok (rmoyBaHe Ha KpakaTa U TJIe3eHUTE WK JpYTH NPU3HALM 32 33JphKKa Ha TEUHOCTH)

YecTu (Morar fa 3acertat 10 equH Ha 10 gymm):

3adepBsBaHe Ha KOXKaTa

Peakuu Ha CBpBXUYBCTBUTEIHOCT (BKJIIOYBAIIM Bh3MAIEHHE, ChPOSK 1 0OpPHB Ha KOXKATa)
I'actpoesodareanna pedaykcHa Oomect (BpblIaHe Ha KUCEITMHHA OT CTOMaxa B XPaHOTIPOBOIA)
Huapus

Cunkorn (mpUmagbK)

CropuebueHe (yuecTeHa WM HEpaBHOMEPHA ChplICYHA JCHHOCT)

Hucko kpbBHO HaysiraHe

3amy1iieH HOC

HeuecTu (Morat na 3acerHat a0 exun Ha 100 gymm):

o TpomboumnTonenus (HUCHK Opoi TPOMOOITUTH)
o Heyrponenus/neBkonenus: (HUCHK Opoii Oenn KpbBHU KIETKH)
o [ToBuIIeHN CTOWHOCTH Ha YepHOAPOOHUTE (PYHKIIMOHATHH [TOKA3ATEIH C XEIaTHT

(BB3MaNICHNE HAa YePHUS AP00), BKIFOUUTEIHO BE3MOXKHO 00OCTPSIHE Ha CBILECTBYBAII XCTIATHT
W/WIIK KBJITEHANA (IOXKBITABAHE HA KOXKATa MITH OSUIOTO HA OYHTE)

Penxu (Mmorar ma 3acersar a0 equ Ha 1 000 xymm):

o Awnaduakcus (reHepalu3rpaHa ajeprayHa peakius), aHruoeieM (0TOK, Hai-4ecTo OKOJIO
OYHTE, YCTHHUTE, €3UKA WIIH I'bPIIOTO)
o [{upo3a (0OpazyBaHe Ha PHOIM) HA YSPHHS APOO, YePHOAPOOHA HEOCTATHUYHOCT (CEPUO3HO

HapylIeHHEe Ha YepHOApOoOHaTa (DYHKIHMS), ABTOMMYHEH XeMaTHUT (Bh3MaJIeHHe Ha YepHHS APO0,
NPUYMHEHO OT cOOCTBEHATAa 3alUTHA CUCTEMa Ha OpraHu3Ma, aTaKyBalla YepHOAPOOHHUTE
KJIETKHM), KOUTO MOXE J1a Ce MOSIBU IOPY HIKOJIKO MEcela 10 TOAWHU Clie]] 3aIl0YBaHe Ha
JICYEHUETO.

CpoOmraBa ce ChII0 3a 3aMbBIJICHO 3pEHUE C HEM3BECTHA YeCcTOTa (OT HATMYHHUTE JAaHHHU HE MOXKE Jla
ObJlle HampaBeHa OIEHKA).

Hexenanu peakuuu npu ena v OHOIIU
Hexenanute peakiuu, ChOOIECHH MPH JIelia, JeKyBaHu ¢ Tracleer, ca ChIIMTe KaTO TE3U MPU
Bb3PaCTHUTE.

Cho01aBaHe HA HesKeJIAHH pPeakIuu
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AKO TOITyunTe HIKAKBU HEXKEJTaHH JICKApPCTBEHU PEakiliy, yBejaoMere Bamus nekap viu hapMaresr.
ToBa BKJIFOYBA BCHYKH Bh3MOXKHH HEOITUCAHU B Ta3H JICTOBKA HEXENaHU peakiuu. MoxeTe ChIo J1a
CHOOLINTE HEeXETIAaHU PEeaKMH AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChOOIIaBaHe B:
W3nbpmHATENHA areHnus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

Karo choOmaBare HexXeNaH! peakiiy, MOXKETe Ja JaJieTe CBOS MPUHOC 32 MMOJyYaBaHe Ha TOBeYe
nH(OpMAITUS OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na coxpansiBate Tracleer
CpxpaHsBaiiTe TOBa JIEKapCTBO Ha MACTO, HEAOCTHITHO 3a Jella.

He u3non3BaiiTe ToBa JIEKapCcTBO Clie]] CPOKA HA TOHOCT, OTOENA3aH BhPXY ONAKOBKaTa U OiucTepa
cien ,,l'omen no:“.

CoxpansBaiite npu Temmepatypa nox 25°C.

OcraHanuTe 4acTH OT pa3/esieHaTa AUCIeprupania ce tTabjaeTka Morar Jia ce CbXpaHsIT Ha CTaifHa
TeMIeparypa u TpsOBa Jia ce U3MOJI3BaT B pAMKHTE Ha 7 JIHU.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEpPaA 3a JOMAIIHU OTHaAbIIH.
[lommratite Bamms dapmarieBT Kak Aa U3XBBPIATE JEKapCTBaTa, KOUTO Bede HE M3IOJI3BaTe.
Te3u MepkH 1€ CHOMOTHAT 3a OMa3BaHE HAa OKOJIHATA Cpeaa.

6. Cpabp:kaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHpopMauus
Kaxkso cpabp:ka Tracleer

- AKTHBHOTO BEIIECTBO € 003eHTaH KaTo MOHOXMApaT. Besika nucneprupaiua ce Tadnerka Chabpka
32 mg 603eHTaH (KaTo MOHOXHJIPAT).

- Jpyrute cbcTaBKU ca MUKPOKPUCTAIHA 11€ITyJ103a, KaJllKeB XuaporeneHdpocdar 6e3B0EH,
KpOCKapMeno3a HaTpuil, KOJIOUIeH 0€3BOJICH CHIIMIINEB IUOKCHU/I, BUHEHA KUCEIIMHA, €CEHIIHS
Tytu-®pytu, acmapram (E951, monst mpouetere fonbIHUTENTHA HHDOPMAIUS Ha Kpas Ha TOYKa
2), kanues anecyidam, MarHe3ueB creapar.

Kaxk m3rie:xkna Tracleer 1 KakBO CbIbpKa ONAKOBKATA

Hucneprupainure ce Tadbnetku Tracleer 32 mg ca 0yie0-XbITH 10 TOUYTH Oenu, ¢ hopMa Ha
JICTeNINHA, pa3jie/icHH Ha KBaJpaTH OT eJIHATa CTPaHa U ¢ BIUTbOHATO penedHo o3HadeHue “32” ot
JpyraTa cTpaHa.

SamuTenu ot aena (peel-push) 6imucTepu, KOUTO ChABPKAT 14 TUCHIEPrUpaly Ce TaOJICeTKHU;
KapTOHEHATa OTaKOBKa ChABPKA 56 NUCIIEPrUpaIIy ce Ta0IeTKH.

IMpuTexaTes HA pa3pelIecHHETO 3a YIOTpeoa:
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaure:
Janssen Pharmaceutica NV
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Turnhoutseweg 30
B-2340 Beerse
benrus

3a momreTHATETHA WHPOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATHS

NPE/ICTABUTEN Ha PUTEKATENSI Ha Pa3pelIeHHETOo 3a yrnoTpeoa.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 6494 11
janssen@jacbe.jnj.com

Bbbuarapus

»JkoHCHH & JxoHCHH bearapus” EOOJ]
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E\LGda

Janssen-Cilag ®appokevtikn Movorpoéomnn
A.EB.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 6494 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 43176 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Roménia
Johnson & Johnson Roméania SRL
Tel: +40 21 207 1800



Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvmpog

BopvéPog Xoatinmoavayng Atd
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JaTa Ha mocjienHO mpepa3riexaane Ha aucroBkara: 09/2025

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPEA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus
o nexapcrpara: https://www.ema.europa.eu.
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HPUJIOKEHUE IV

HAYYHH 3AK/IIOYEHUSA 1 OCHOBAHUS 3A ITIPOMSHA HA YCJIOBUATA HA
PASPEIIEHUSATA 3A YIIOTPEBA
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Hayqlm 3aK/II0OYCHUA

[pensun ouenbunus nokian Ha PRAC otHocHo [TAIB 3a 603¢HTaH, HAYYHUTE 3aKIIFOUCHUSI Ha
PRAC ca, kakTo ciensa:

C ories Ha HATMYHUTE JJAHHU 32 aBTOMMYHEH XEMAaTHT OT KIMHUYHH U3MUTBAHUS, TUTEPATypaTa,
CIIOHTAaHHU CHOOIICHMUS, BKIIOYBAIIY B HIKOM CITy4YaH TSCHA BpEMEBa Bpbh3Ka, OTIIYMsIBaHE Ha
peakiusTa Mpy NPeyCTAHOBSIBAHE Ha MPUIOKEHUETO Ha JICKAPCTBEHUS TIPOYKT /WM MOBTOPHA
MOsIBa HA PeaKIUATa Clie/l Bb30OHOBABAHETO My, TOKIanuukbT Ha PRAC cuwnta, 4e mpuinHHO-
CJICJICTBEHA BPh3Ka MKy OO3CHTaH M aBTOMMYHEH XEIaTUT Hall-MaJIKOTO € Bh3MOXKHO JIa
chiectByBa. JloknaauuksT Ha PRAC 3akirodaBa, ue npoayKToBara HHGopMaIysl Ha IPOJTYKTUTE,
ChIOBpKAIIH 003eHTaH, TPsOBa Aa OBAC CHOTBETHO H3MEHEHA.

Crnen karo pasriiena npenopbkara Ha PRAC, CMHP ce chriacsiBa ¢ o0IUTE HAYYHH 3aKJIFOUCHUS U
OoCHOBaHMATA 3a Ipernopbkara Ha PRAC.

OcHoBaHusI 32 MPOMSIHATA HA YCJIOBUSATA HA pa3pelieHUeTo(sITa) 32 ynoTpeda
BB3 ocHOBa Ha Hay4HHTE 3aKiroueHus 3a 6o3eHTaH CHMP cumnTta, 4e ChOTHOMIEHUETO MMOI3a/PUCK 32
JICKapCTBEHUA(UTE) POAYKT(H), ChabpKai(K) O03CHTaH, € HEIPOMEHEHO C MPEUIOKCHUTE IPOMEHHU

B TIPOJIyKTOBaTa HH(OpMAaIus.

CHMP npenopbuBa MpoMsiHa Ha YCIOBHUATA Ha pa3pelieHueTo(s1Ta) 3a ynorpeoa.
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