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KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUSA MPOAYKT
Tracleer 62,5 mg ¢punmupanu TabIeTKH

Tracleer 125 mg punmupanu TabaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tracleer 62,5 mg dbunmupanu TabIeTKH
Bcesika punmupana tabnerka crabpika 62,5 mg 6o3enTan (bosentan) (KaTo MOHOXHUJIPAT).

Tracleer 125 mg dhunMupanu TabaeTku
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 CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

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

OpanxeBo-0enu, KpbIIv, JBOHHOU3BKHAIH, QHUIMHPAHN TaOJIETKH, ¢ BATHOHATO penedHo
o3HayeHue “62,5” oT eqHATa CTpaHa.

Tracleer 125 mg ¢unmupanu TabaeTku
OpanxeBo-0enu, OBaJIHH, IBOMHOM3IIBKHAIIN, (QUIMHUpPaHU TaOJIETKH, C BIUILOHATO pesieHO
o3HayeHue “125” oT enHarta CTpaHa.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTUYHU NOKA3AHUSA

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

° [IbpBHUYHa (MAMONIATHYHA U HACJICACTBEHA) 0€10Apo0Ha apTepUaiHa XUIIEPTOHUS

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

. Benoapobua apTepuanHa XHIEepTOHNS, CBbp3aHa ¢ BPOJICHU CHCTEMHO-0€710IpOOHHN 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 CHIIECTBYBAIHY YJEPALIMH 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
TaOJEeTKH 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 TpsiOBa qa ObIe Ha3HAYABAHO M MPOCIIEASBAHO CaMO OT JIeKap C ONHUT B JICUCHUETO HA
BAX.

B omakoBkarta e BxitoyeHa CUrHaiiHa KapTa Ha NalueHTa, MpeIocTaBsIna BakHa HHPOpMaIus 3a
0€30IMacHOCT, C KOATO MAIlMEHTUTE TPsIOBa Ja ca 3al03HaTH MIPEIX U 110 BpeMe Ha JieueHue ¢ Tracleer.

Bwspacmuu
[Tpu BB3pacTHU manueHTy JeueHunero ¢ Tracleer TpsOBa 1a 3amousa ¢ g03a 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 (Bx. Touka 4.4).

Teduampuuna nonyrayus

[leguatprunu GpapMakKOKMHETHYHH JJAHHH [TOKA3BAaT, Y€ CPEAHHUTE TUIa3MEHU KOHIICHTPALIUY Ha
0o3enrtan npu jaena ¢ BAX Ha Bb3pact ot 1 10 15 roauHu ca Mo-HUCKH, OTKOJIKOTO MPH Bb3PaCTHH
MIAIMEeHTH U HE Ce TIOBUIIIaBaT MPH MOBUIIIABaHe Ha fo03ata Ha Tracleer Hanx 2 mg/kg TemecHo Termo
WM TIPH [TOBMIIIABAHE HA Y€CTOTAaTa Ha MpHIIaraHe OT JBa IbTH JHEBHO HA TPH IIBTH THEBHO (BXK.
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 Omila 10Ka3aHa Ipu 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, HaMalsBaHe Ha pa3cTosHueTo noHe ¢ 10% mnpu 6-
MHHYTHHS TECT C XOJICHE, B CPAaBHEHHUE C M3CIIECABAHETO TP JICYSHUETO), BBIIPEKH TTOHE 8-
CeIMUYHOTO JieueHue ¢ Tracleer (TapreTHa n03a Hail-Malko 4 ceAMHUIN), TPsIOBa 1a ce MUCIIH 32
aNTepHATHBHA Tepamus. Bee mak, HIKOW MalMeHTH, 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 manueHTn ¢
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 MPEABUI, Y€ YePHOAPOOHATA TOKCHYHOCT €
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 peOayH 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 NpOCIeIsiBaHe. AKO € B3ETO pellicHHe Jia ce IPeKpaTu
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€30MacHOCT, ¢ KOSITO MAI[MeHTHTE TPsOBA Ja ca 3aM03HATH MPEIH U 110 BpeMe Ha jeucHue ¢ Tracleer.

Bvspacmnu
Jleuenneto c Tracleer TpsiOBa aa 3amoyne ¢ f03a oT 1o 62,5 mg ABa TbTH THEBHO B MPOABIKCHUE Ha

4 ceaMuIM, KaTo CJEl TOBA 103aTa C€ YBEJIMYM A0 AOCTUTaHE Ha MOAAbpKallaTa A03a oT no 125 mg
JBa IbTH AHEBHO. ChIIHUTE MPETOPHKHU CE OTHACAT 3a MOBTOPHOTO BKJIIOUBaHe Ha Tracleer ciex
NpEeKbCBaHE Ha JICYCHUETO (BXK. ToUKa 4.4).

OnuThT OT KOHTPOJIMPAHY KIMHUYHH IIPOYYBAHUS IIPU TOBA IIOKa3aHUE € OTPaHIIEH JI0
HPOIBIDKUTEITHOCT OT 6 Mecena (BkK. Touka 5.1).

PeaknusiTa Ha MOBNMsIBAHE HA TTAIIMEHTA OT JICUCHUETO U HEOOXOIUMOCTTA OT TPObIKABaHE HA
TepanusTa TpsOBa PEIOBHO Ja ce MojyIarar Ha nperenka. Tpsa0Ba 1a ce IpaBd BHUMATEIHA OLICHKA Ha
CHOTHOILIEHHETO T0JI3a/PUCK, KATO CE OTYUTA YEPHOIPOOHATa TOKCHYHOCT Ha O03eHTaHa (BXK.

ToYKH 4.4 u 4.8).

Heduampuuna nonyirayus
Hsama nannun 3a 6e30macHOCT 1 e(PUKACHOCT TIpH MaruenTy 1oy 18-roxuniaa Be3pact. Hiama
nH(popMarus 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 yBpexnaHe (1.e. Child-Pugh kiac A) He e
HEo0X0IMMO KOpUTHpaHe Ha jio3ara (BXK. Touka 5.2).

bvopeuno yepescoane

IIpn manmenTn ¢ 6p0peyHO yBpeXKIaHE HE Ce Hajlara KOpurupaHe Ha fgo3ara. He ce Hamara
KOpHTHpaHe Ha 103aTa NPH NMalMeHTH, TOJIeKAIIN Ha Truainun3a (BK. Touka 5.2).

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

4.3 IIpoTuBOomOKAa3aHUS

o CBpBXUYBCTBHTETHOCT KbM aKTHBHOTO BEIIECTBO WJIM KBbM HSKOE OT NOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1
. YMepeHo 10 TeKKO YyepHOApoOHO yBpexaane, T.e. Child-Pugh knac B wiu C (Bxk. Touka 5.2)



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

. EnHoBpemenHa ymotpeda Ha MUKJIOCTIOpUH 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 mpeaynpesxaeHus U NpeAna3Hyd 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 nomn3a/puck ot 0o3eHTaH npu nauuenty ¢ BAX [ pyHkimoHanen kiac,
cnopen knacudukanusita Ha C30.

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

He e noxazano, ge Tracleer mma OaronpusaTeH eQeKT BbPXY 3apacTBaHETO Ha CHIIECTBYBAIIH
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 Mpe3 MbPBUTE 26 CEAMUIIM OT JIeUeHUeTo (BK. Touka 4.8). Te3n
MOKaYBaHMS MOXKeE Ja Ce JbJDKAT YACTUYHO HAa KOHKYPEHTHOTO MOTHCKaHE Ha SIIMMHUHALMSTA Ha
KITBYHUTE COJIM OT XEMAaTOLUTUTE, HO BEPOSTHO BHB BE3HUKBAHETO HA YEPHOAPOOHATA TUCHYHKIHS
ca BKJIIOYCHU U IPYTH MEXaHNW3MH, KOUTO HE ca HAITBJIHO YCTaHOBeHH. He e m3kioueHa
aKyMyJanusiTa Ha 003eHTaH B XeMaTOLUTHTE, BOJICIIA JI0 IIMTOJIN3a C Bb3MOXKHO TEXKKO YBPEK/IaHE Ha
4epHus Jpo0, KaKTO ¥ UIMYHOJIOTHYEH MEXaHU3bM. PHCKBT OT YepHOIpoOHa AMCYHKINS MOXKE 1a ce
HOBUIIH U ITPY €THOBPEMEHHOTO NPUEMaHe C 003eHTaH Ha JIEKapCTBEHH MPOIYKTH, KOUTO ca
WHXUOUTOPH Ha EKCIIOPTHATA MOMIIA 32 KII'BUHH COJIH, HapUMep, pUGaMIUINH, TTHOCHKIAMHU]] 1
nukiIocnopuH A (Bx. Touku 4.3 u 4.5), HO JaHHWUTE 32 TOBA Ca OTPaHUYEHH.

HuBaTta Ha yepHOoaApOOHMTE aMMHOTPaHCc(epa3u TPAOBa 1a ObAAT U3CJIEABAHU NPeIH 3aN0UBAHE
HA JICYEHHETO U CJIe] TOBAa HA HHTEPBAIHN OT €IMH Mecell JOKATO NPOAbJIKABA JICYCHHETO €
Tracleer. OcBeH ToBa, HUBaTa Ha YePHOAPOOHUTEe aMUHOTPaHcdepasu TpsidBa 1a ObAAT
U3CJIeABAHM 2 CeIMHIU cjle]] BCSIKO MOKaYBaHe Ha /103aTa.

IIpenopnLku B caviaii Ha nosuienu AJIAT / ACAT

Husa na ACAT / AJIAT IIpenopbku 3a JieueHne U NMpPOCIeasiBaHe

>3u<5xITH PesynrareT TpsiOBa a Obie MOTBBPACH C BTOPO YEPHOAPOOHO
U3CIIeIBAHE; aKo € MOTBBPICHO, TPsIOBa J1a ce pelir, Ha
WHAWMBUAyallHa 6a3a, Jaju Ja e MPOABIDKH 10 BE3MOXKHOCT €
Hamanena no3a Tracleer nim na ce cpe npunaranero Ha Tracleer (Bx.
touka 4.2). [IpocnensBaHero Ha HUBaTa Ha aMUHOTpaHcdepasure
TpsIOBa JTa MPOIBIDKHA HA-MaJIKO Ha BCEKH 2 CEaMUITH. AKO HUBaTa Ha
aMuHOTpaHc(epa3nuTe ce BbPHAT JI0 CTOWHOCTHTE MPETU JICUSHUETO,
TpsOBa a ce OOMHCIIN NPOIBIDKABAHETO WIIM IOBTOPHOTO BKJIIOYBAHE
Ha Tracleer, criopes onMcaHuTe MO-A0JY YCIOBHS.

>5u<8xITH PesynrareT TpsiOBa 1a Obie MOTBBPACH C BTOPO YEPHOAPOOHO
W3CIIe/IBaHE; aKo € MOTBLPJICHO, JIEUSHHETO TPSIOBA Ja ce Crpe u
HUBaTa Ha aMHUHOTpaHc(hepasuTe Ja ce Mpocie/sIBaT Hali-Mallko Ha
BCEKH 2 ceaMHuIY. AKO HHBaTa Ha aMUHOTpaHcdepasure ce BbpHAT A0
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CTOHHOCTHTE MPEU JICUCHUETO, TPSIOBa Jia ce OOMUCIH TOBTOPHOTO
BKItOUBaHe Ha Tracleer, criope]] onvicaHUTE TTO-JIONY YCIOBHSL.

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

B cayuaii Ha cBbp3aHa ¢ JieYeHHeTO KIMHUYHA CHMIITOMATHKA Ha YepHOAPOOHa yBpeaa, T.c€.
rajieHe, IIOBpBIIaHe, TeMIIepaTypa, 00Jika B KOpeMa, XbITCHULa, HeoOWYaiHa OTITyCHATOCT UIH
YMOPSEMOCT, TPUIIONOJ00€H CHHAPOM (apTpairus, MUAITHSI, TEMIIepaTypa), JJedeHueTo TpsadBa 1a
0b/e CIPSIHO M 12 He ce 00ChK1a MOBTOPHO BKJIIOYBaHe Ha Tracleer.

IlosmopHo exniousane na nevenuemo

[ToBTOpHO BKIIIOUBaHE Ha JeueHHETO ¢ Tracleer TpsiOBa Aa ce 00CHKAA, CAMO aKO MOTEHIIMATHUTE
HOJI3M OT JiedeHueTo ¢ Tracleer HaaBHUIIABAT MOTEHIIMATHATE PUCKOBE U KOTaTO HUBATa Ha
YepHOIPOOHHUTE aMHHOTpaHC(epasy ca B pAMKHUTE Ha CTOHHOCTHTE MPEAN JICUCHUETO.
[IpenopbuMTEIHO € MHEHHETO Ha XernaTouor. [[0BTOpHOTO BKIIOUYBaHE TPsIOBA Jia Clie/IBa YKa3aHUATA,
n30poenu B Touka 4.2. B To3u ciayyaii HUBaTa Ha amuHoTpaHncdepasuTe TpsadBa 1a ObAAT
U3CJIeIBAHHU 10 3 THM cJ1e] MOBTOPHOTO BKJIIOYBaHe, CJ1e]] TOBA OTHOBO CJIe/ olle 2 ceAMUIU U
M0-HATATBK CIOPe] FOPHUTE NMPEeNnopbKH.

I'TH = ropna rpanuua Ha HopMara

KoHneHnTpalus Ha XeMorinooud

JledenueTo ¢ 603eHTaH € OWJI0 CBBP3aHO C J0303aBUCHMO MMOHIKEHHE Ha KOHIICHTPAIUATA Ha
xemoryioOnHa (Bxk. Touka 4.8). [Ipu miane6o KOHTPOJIMPaHHU IPOYYBaHUS, CBEP3aHOTO ¢ 0O3CHTaH
MOHWKEHUE Ha KOHIICHTPALIMATA Ha XeMOTJIOOMHA HE CE € 33/IhJI00YaBAIIO, a CE € CTAOMIM3UPAIIO CIIe]
mppBuTE 4—12 ceqmuIy ot nedeHueTo. [IpenoppuBa ce KOHIIEHTpaIUATa HA XEMOTJIO0MHA Ja ce
n3cienBa Mpeau 3aroyBaHe Ha JICYEHHETO, BCEKHU Mecell ITpe3 MbpPBUTE 4 Mecela, el KOeTO BEeIHBX
Ha Tpu Mecela. AKO BB3HHKHE KIMHUYHO 3HAYMMO MMOHIDKEHHE Ha XGMOFJIO6I/IHOBaTa KOHUCHTpauus,
Tps0Ba Jja ce HaNpaBU JOMBIHUTENHA OIIEHKA 1 U3CIIE/IBAHE 332 yCTAHOBSIBaHE HA IPUYMHATA 1
HEOOXOJMMOCTTA OT CHEIU(UIHO JedeHne. B mocTMapKkeTHHTOBHS EPHOJ ca ChOOIIEHHU CITydal Ha
aHeMWUsl, M3HUCKBaIla TpaHcy3us Ha YepPBEHN KPhBHU KICTKH (BXK. Touka 4.8).

JKenu ¢ eTepoieH MOTEHIHAI

Toii kaTo Tracleer Moke a HaNpaBU XOPMOHATTHATE KOHTPAICTITUBY Hee()EKTUBHH, OCBEH TOBA
CBILECTBYBA PHUCK OT BIIOIIABaHe Ha Oeopo0HaTa XUIEPTOHUS TP OPEMEHHOCT, KaKTO U
TepaTOreHHUTE ePEeKTH, HAOIIOaBaHU MIPH KUBOTHU:

. Jleuennero ¢ Tracleer He TpsiOBa 1a O'b/i€ 3a1I0YBAHO IIPH JKEHU C JETEPO/ICH IOTEHIHAN, OCBEH
aKo Te He M3II0JI3BAT HaJIe)K/IHA KOHTPALICTIIHS M PE3yNTaThT OT TecTa 32 OpPEeMEHHOCT Ipen
JICYCHUETO HE € OTPULIATEIICH.

. XOpMOHAIHUTE KOHTPALIEITHBH HE MOTAT Jia ObJIaT €MHCTBEH KOHTPAIICITUBEH METO IO
BpeMe Ha jieueHue ¢ Tracleer.
o ITo Bpeme Ha JiedeHHe ce MPEernopbyBa Aa Ce MPABST eKEMECEYH! TECTOBE 32 OPEMEHHOCT C Ll

PaHHO OTKpUBaHE Ha OPEMEHHOCTTA.
3a JOBIHATENHA HHPOPMALTUS BHXKTE TOUKH 4.5 1 4.6.

BCJ'IO,Z[DO6Ha BCHOOKJIY3WBHA Oolect

MMa choOl1ieHus 3a ciiydan Ha 0e10Ipo0eH OTOK IIpH yroTpedara Ha Ba30MIaTaTopH (TJIaBHO
MPOCTAIMKIIMHU) OT MalMeHTH ¢ 00 JpoOHa BEHOOKITy3uBHA Oosect. CleoBaTeIHo, ako MpH
nedenueTo ¢ Tracleer Ha maruenTn ¢ BAX ce mosBsT npu3HaIy Ha 6e0IpOOEH OTOK, TPsOBa J1a ce
nMa Ipe€aBuJl Bb3MOXKXHOCTTA 3a CBbpP3aHa BEHOOKITY3BHA 6OJ'IeCT. B IMOCTMApPKETUHI'OBHA IEPUOL €
MMAJIO PeIKU ChOOIIeHHS 3a 0eToIpOOeH OTOK IPH MAIlMEeHTH, JIeKyBaHU ¢ Tracleer, mpu kouTo e
MMaJIo CbMHEHUS 3a 0enoapoOHa BEHOOKITY3HBHA OOJIECT.




TlanuenTr ¢ 6en0apoOHA apTepHaIHA XUIIEPTOHUS M ChITBTCTBAIIA JIEBOKAMEPHA HEAOCTATHYHOCT

He e npoBexxaano cnennuaHo Mpoy4BaHe MpH MaUeHTH ¢ 0enoIpoOdHa XUTIEPTOHHS U ChITBTCTBALIA
neBokamepHa aucynknua. Obaue 1 611 manuentu (ot xouto 804 ca momywaBanu 603eHTan u 807 ca
MOJTy4YaBalId I1anedo0) ¢ TexXKa XpOHUYIHA chpAedHa HeqoctaThbuHOCT (XCH) ca nexyBaHU chC cpenHa
HPOIBDKUTEHOCT OT 1,5 rognHu B miaie6o-KOHTpompaHo npoy4sane (nmpoyusane AC-052-301/302
[ENABLE 1 & 2]). B ToBa nmpoy4BaHe Ma MOBUIIIEHA YECTOTA HAa XOCIIUTATN3AUUTE, JBJKAIHU Ce
Ha XCH, npe3 mbpBuTe 4-8 ceIMUIM OT JICYSHUETO C,003C€HTAaH KOSTO MOXKE JIa € B Pe3yJITaT OT
3aIpBKKaTa Ha TEYHOCTH. B TOBa mpoydYBaHe 3aApHKKaTa Ha TEYHOCTH C€ TPOSBSIBA C paHHO
Ha/JaBaHe Ha TErJI0, MOHWKEHA KOHIIEHTpAIMs Ha XeMOTJIOOMHA 1 TI0-UecTaTa MosiBa Ha OTOLH 10
Kpakara. B kpas Ha mpoy4BaHeTO HE € ycTaHOBEHA Pa3iiMKa B YECTOTaTa Ha XOCHHUTAIN3AIH BbB
BpPB3Ka ChC ChpJedHaTa HeJOCTaTbYHOCT, HUTO B CMBPTHOCTTA MEXKAY HMAIIMEHTHUTE, JIEKYBaHH C
0o3eHTaH Wiy miane6o. CinenoBaTeHo, IPENOpbhYBa Ce MALMEHTHTE 1a ObIAT MPOCIEAsIBaHH 32
MPU3HAIHM 32 33IPBKKA Ha TEYHOCTH (HampuMep HaJaBaHe Ha Terjo), 0cOOEHO aKo cTpajar oT
CBHITBTCTBAIIA TEKKA CUCTONHA TUCPYHKIHA. AKO TaKWBa MIPHU3HAIIN CE MOSBAT, C€ TIPETIOphyBa Ja ce
3arovHe JedeHne ¢ AMYPETUIH WK JIa Ce MOBHIIH /103aTa Ha TpUeMaHuTe quypetuiu. [Ipu manuenTn
C IaHHH 32 33/IpPbXKKa HA TEYHOCTH, JICUSHUETO C TUYPETHUIIM TPAOBa Ja ce 00CHIU MPEIH 3aouBaHe
Ha JiederneTo ¢ Tracleer.

Benonpobua aprepuanna xunepronus, cebp3ana ¢ HIV nndekuus

OnuThT OT KIMHUYHUTE MIPOyYBaHuUs ¢ yrnorpeda Ha Tracleer mpu narmentu ¢ 6emoapoOHa
apTepuaiHa XUIepToHus, cBbp3ana ¢ HIV undekuus, nekyBaHu ¢ aHTUPETPOBUPYCHH JICKAPCTBEHU
MPOAYKTH, € OrpaHuyeH (Bxk. Touka 5.1). [[poyuBaHe BbpXy B3aUMOACUCTBHATA MEXKLYy OO3EHTaH U
JIONMTMHABHP+PUTOHABHP NIPU 3paBU MHAUBUIY [T0Ka3Ba MOBULICHHU IJIa3MEHN KOHLICHTPALUH Ha
003eHTaH, c MAKCHMAJTHU HUBA MIpe3 TbpBUTE 4 THU Ha JedeHue ( Bxk. Touka 4.5). Ilpu 3amouBane Ha
neuenue ¢ Tracleer mpu ManMeHTH, KOUTO C€ HYKAAAT OT pUTOHABUP-aKTUBUPAHH IPOTECA3HU
WHXUOUTOPH, TOHOCUMOCTTA Ha NanueHTa KbM Tracleer TpsiOBa BHUMATEIIHO a CE CIEH, KaTo ce
00BpHE 0COOCHO BHIIMAHKE, B HAYAJIOTO Ha BhBeX/amiara (aza, Ha pUCKa OT XUTIOTOHHS U Ha
4epHOAPOOHNUTE (PYHKIIMOHATHU TecToBe. [[OBUILIEH JBATOCPOUYEH PUCK OT YepHOAPOOHA TOKCHYHOCT
Y XEMAaTOJIOTHYHH HeXKeNaHu e(heKTH He MoraT Jia ObJIaT M3KII0UYEeHHU NMpr KoMOMHHUpaHa yrnorpeba Ha
003eHTaH C aHTUPETPOBUPYCHU JIEKapCTBEHN NPOAyKTH. [lopaan noTeHnana 3a TakuBa
B3aMMO/ICICTBHUS, CBBP3aHU ¢ HHAYyLMpaIius epekT Ha 0o3eHTana Bpxy CYP450 (Bk. Touka 4.5),
KOMTO MOKe J1a OKaXke eeKT BbpXY e(pUKacHOCTTa Ha aHTHPETPOBUPYCHATA TEpaNHs, Te3U NallueHTH
CBHIIO TPsAOBaA Aa ObAAT NpOCIe s IBaHN BHUMAaTENHO 110 oTHoweHne Ha HIV undexuusra.

benoapoOHa apTeprajiHa XMIIEPTOHMS BCJIEACTBHE HA XpOHUYHA 06CTDVKTI/IBHa 6CJIOILDO6H3 0oJiecT

(XObb)

Bbe3omnacHocTTa M MOHOCUMOCTTA Ha 003€HTaH ca MPOYYCHH MIPH EKCIIOPATOPHO, HEKOHTPOJIUPAHO
12-cenmuuno npoyusane npu 11 manuenTu ¢ 6enoapoOHa XUIIEpTOHUS BelencTBre Ha Texxka XOBb
(III crenen mo xnacupukanusara GOLD). HabmronaBanu ca moBuiiieHa MUHYTHA BEHTHIIAIUS U
TTOHIKEHO KHUCIOPOAHO HACHIaHe, KaTO HAl-ueCTOTO HeXKellaHO ChONTHE € Ouiia TUCITHEs, KOSTO €
OT3ByuaBaJa Cje]l CMpPaHeTO Ha OO3CHTaH.

EnnoBpeMeHHa yriorpeba ¢ Ipyry JIEKAPCTBEHU IPOJAYKTH

EnnoBpemenHaTa ynorpeba Ha Tracleer u HUKIOCIIOpUH A € IPOTHBOIIOKa3aHa (BXk. TOUkH 4.3 u 4.5).

EnnoBpemennara ynorpe6a Ha Tracleer ¢ rimmbenknamu, GirykoHa3oln v pudaMIuIuH He ce
MperopbrYBa. 3a MmoBede MoJpOOHOCTH BXK. TouKa 4.5.

EnnoBpemennoro npunarane Ha Tracleer, kakto ¢ naxubutop Ha CYP3A4, Taka u ¢ muHXUOUTOp Ha
CYP2C9 TpsibBa na ce n3bdsraa (Bx. Touka 4.5).



4.5 BzaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMu HA B3auMo/elicTBHE

Boszenran e nanykrop Ha uuroxpoMm P450 (CYP) nzoensumure CYP2C9 u CYP3A4. lannute un
seumpo npennonarat u unaykuua Ha CYP2C19. CnenosarenHo, rmiia3MeHUTE KOHIICHTPAIIMK Ha
BEIecTBaTa, KOUTO C€ META0OIM3HPAT OT TE€3W U30CH3UMH, IIe ObaT MOHIKEHHU MTPU
eIHOBPEMEHHOTO npriarane Ha Tracleer. TpsOBa ma ce Ma peaBUA BE3MOKHOCTTA Ja C€ TIPOMEHH
e(eKTUBHOCTTA Ha JIEKAPCTBEHUTE MPOAYKTH, KOUTO ce METa0OIM3UpAaT OT Te3H n30eH3uMH. Moxke aa
ce HaJIOKM KOPUTHPaHEe Ha J103aTa Ha Te3W MPOIYKTH CJie]l 3all0YBaHe, IPOMIHA Ha J103aTa WIH
CIUpaHe Ha ChITBTCTBAMIOTO JiedeHue ¢ Tracleer.

Boszenran ce metabonmzupa ot CYP2C9 u CYP3A4. [ToTuckaHneTo Ha Te3U U30CH3UMH MOXKE Ja
MOBHIIIY IUIA3MEHATa KOHIEHTpalys Ha 003eHTaH (BI)KTE KETOKOHa3011). He e mpoy4yeHo BIUsIHUETO
Ha uaxuouropure Ha CYP2C9 Bbpxy KOHIEHTpanuuTe Ha 603eHTaH. KomOuHanusra TpsaoBa ga 0bae
M3II0JI3BaHAa C TIOBUIIEHO BHUMAHHUE.

@nyxonaszon u opyeu unxubumopu Ha CYP2C9 u CYP3A4: eqTHOBPEMEHHOTO NpUjIaraHe ¢
¢ykoHa3oi1, koiito notrcka riaBHo CYP2C9, Ho no ussectHa crened u CYP3 A4, moxe na 1oBene
JI0 TOJIIMO TOBHUIIIABaHE HA MJIa3MEHUTE KOHIICHTpaIMy Ha 0o3eHTaH. KomOnHanumsTa He ce
npernopbuBa. [1o chlata npuyrHa HE ce MPENOpPhUBa eJHOBPEMEHHOTO npuiiaraHe Ha Tracleer kakTo
¢ morieH naxuouTop Ha CYP3 A4 (kaTo KeTOKOHA30J1, UTPAKOHA30JI WIIK PUTOHABHP), TAKa U C
uaxuouTop Ha CYP2C9 (kaTto BOpHKOHA30M).

Cyclosporine A: ennoBpemMenHoTO mpuiarane Ha Tracleer ¢ ukIocmopu A (MHXHOUTOP HA
KaJLIMHEBPUH) € MPOTHUBONOKa3aHo (BX. Touka 4.3). [Ipu exHOBpEeMEHHOTO NpuIarane, Ha4aaHUuTe
IUTa3MEHH KOHIIEHTpaluy Ha 003eHTaH ca NpuOIM3UTeNnHO 30-ITbTH [10-BUCOKHU OT T€3U, U3MEPEHU
cien; 003eHTaH, IPUIOKEH caMocTosTeNnHO. [Ipu cranoHapHO ChCTOsSIHUE, TIIA3MEHUTE
KOHIICHTpAIMK Ha 003eHTaH ca 3- 10 4-I'bTH NIO-BUCOKH OT TE3U, U3MEPEHU clie]] 003eHTaH, IPUII0KCH
caMoCTOsTeTHO. MeXaHM3MBT Ha TOBa B3aMMOJICHCTBUE € Hali-BEpOSTHO MHXUOUpaHE OT CTpaHa Ha
[UKJIOCTIOpUHA HAa MEAUUPAHOTO OT TPAHCTIOPTHHUTE MPOTCHHU MOeMaHe Ha 003eHTaH OT
xenarorurute. Konnentparmunre Ha mukinociopuH A (cyocrpar Ha CYP3A4) B kpbBTa HaMassBaT
npubnuzutenHo ¢ 50%. ToBa Hali-BeposATHO ce AbKU HAa nHAyKuusaTa Ha CYP3A4 ot cTtpana Ha
003eHTaH.

Takponumyc, cuporumyc: eTHOBPEMEHHOTO IpWIaraHe Ha TaKpOJIMMYC WK cupoiumyc ¢ Tracleer He
€ M3CIIeIBaHO IPU X0pa, HO 110 aHAJIOTHUS C €IHOBPEMEHHOTO NpUJIaraHe ¢ HUKIOCTIOPUH A,
€/IHOBPEMEHHOTO IpUJIaraHe Ha TaKpoJIMMYyC Wi cuponumyc ¢ Tracleer Moxxe 1a toBene 10
MOBHUIIIaBaHE HA TJIA3MEHUTE KOHIIEHTpaluy Ha 6o3eHTaH. ChIIbTCTBAILOTO JeueHue ¢ Tracleer moxe
Jla HaMaJIi IJ1a3MEHUTE KOHLEHTPALU Ha TAKpOJIMMYC U cuponumyc. [lopaau ToBa, eqHOBpeMEeHHATa
ynoTpeba Ha Tracleer u TakpOJIMMYC MM CHUPOIUMYC HE ce TpenopbuBa. [laluenTure, mpu KOUTO
KOMOWHAIUATA € HaJIOKUTENTHA, TPsIOBa Jia ObJaT NpOCiIeIBAaHH BHUMATEITHO 32 HeXKEJIaHH PEaKIUH,
cBbp3anu ¢ Tracleer, u 3a ma3MeHUTE KOHLEHTPALMU HA TAKPOIUMYC U CUPOJIHMYC.

Tubenknamud: eqHOBPEMEHHOTO NpuiiaraHe ¢ 603eHTaH 125 mg 1Ba MbTH JHEBHO B MPOIBIDKEHNE
Ha 5 JHM MTOHMXAaBa IUIa3MEeHUTe KOHIeHTpalu Ha riaunbenknamun (cyocrpar Ha CYP3A4) ¢ 40%, c
BBH3MOXKHO 3HAYUTEIHO HaMaJIsiBaHE Ha XUIOTIMKeMUYHUs eekT. [I1asMeHnTe KOHLIEeHTpaury Ha
003eHTaH chIIo ce MoHKaBar ¢ 29%. OcBeH ToBa NPH NalMEHTHUTE, OTyYaBald KOMOMHUPaHA
Tepanusl, ce HabJr0/1aBa IMO-ToJIsIMa YeCTOTa Ha MTOBHIIABaHe Ha aMHHOTpaHcdepasure. KakTo
IMOCHKIAMUABT, Taka U O03€HTaHbT NOTHCKAT EKCIIOPTHATA TTOMIIA Ha XIIBUYHHUTE COJIU, KOETO OU
MOTJIO J]a 00SICHY MOBUIIIEHUTE aMHHOTpaHchepaszn. Tazu KoMOUHAIMS He TPsIOBa J]a ce M3IOJI3BA.
Hsima Hanu4YHM TaHHM 32 JIEKapCTBEHUTE B3aMMOJICHCTBUS C JpyruTe Cyl(aHmIypeitH npenaparu.

Pugamnuyun: npn 9 31paBu nauneHTa eIHOBPEMEHHOTO NpHJIaraHe B IPOABIDKEHUE HA 7 HU Ha
0o3eHTaH 125 mg nBa mbTH AHEBHO ¢ prdamnumnmH, MomeH nHaykrop Ha CYP2C9 u CYP3 A4,
MOHM)KaBa TJIa3MEHUTE KOHIIEHTpay Ha 0o3eHTaH ¢ 58%, KaTo B OTJeNeH Cilydaii ToBa MOHM)KaBaHe
6u moruio na nocturde nouru 90%. B pesynTar Ha ToBa ce 0uaKkBa 3HAYUTEIHO HaMalleH eeKT Ha
003eHTaH NpU €IHOBPEMEHHOTO My Npuiarade ¢ pudammunua. EAHOBpeMEeHHOTO npuiiarane Ha
pudammunmH u Tracleer He ce nmpenopbuBa. Jluncear ganHu 3a apyrure uHAYKTopr Ha CYP3 A4,



Hanpumep kapbamaszenuH, penodapouTal, EeHUTOUH U KBIT KAHTAPUOH, HO TAXHOTO €JTHOBPEMEHHO
MIpUjIaraHe ce OYakBa Jja I0BelIe 0 HaMaJsiBaHEe Ha CUCTEMHATa eKCIo3uIus Ha 6o3eHTaH. He moke
Jia ObJIe U3KIIFOUCHO KJIMHUYHO 3HAYMMO HaMallsiBaHe Ha e(hUKaCHOCTTA.

Jlonunasup + pumonasup (1 Opyeu pumonasup-nooCuieHy nPOmMeasHu UHXUOUmMopu):
€IHOBPEMEHHOTO Mpujiarane Ha 6o3eHTaH 125 mg nBa mbTH AHEBHO M JonuHABUD + putoHaBup 400 +
100 mg aBa MbTH THEBHO 32 9,5 THU MpH 37jpaBU JOOPOBOJIIN BOM J0 HAYATTHH TUIA3MEHH
KOHIICHTpAITMH Ha 003€HTaH, KOUTO Ca MIPUOIU3UTETHO 48-ITETH TI0-BUCOKH OT U3MEPEHUTE CIIeI
CaMOCTOSITEITHO MPUJIOKEHHE Ha 603¢HTaH. B e 9, mia3MeHnTe KOHIIEHTpAK Ha 003eHTaH ca
NPUOTU3UTETHO 5 TBTH MO-BUCOKHU OT TE3U MPU CAMOCTOATETHO NPUIIOKEHHE Ha OO3EHTaH.
HNuxubrpaneTo OT cTpaHa HAa pUTOHABHP HA MEIUUPAHOTO OT TPAHCIIOPTHUTE IPOTEHMHU POHUKBAHE
Ha 0o3eHTaH B xenarouurure U Ha CYP3A4, Bogenio 10 penyuupane Ha KIUpbHCa Ha 0O3€HTaH,
Hall-BepOSITHO MPUYMHSBA TOBA B3anMoeiicTBre. Koraro ce mpuiara e THOBpeMEHHO C JIOMMHABUD +
PUTOHABUD WJIH JPYTH PUTOHABHP-TIOACHICHH MPOTEa3HNU HHXUOUTOPH, TOHOCHMOCTTA Ha MAI[UeHTa
kbM Tracleer TpsiOBa na ce cienm.

Cren emHOBPEeMEHHOTO TIpUIIarane Ha 003eHTaH 3a 9,5 THM TUIa3MEHHUTE SKCIIO3UINMHU Ha JIOMHHABUP U
PUTOHABUP HAMAJISBAT J0 KJIMHUYHO HEe3HAYMMAa CTereH (¢ npubiausutento 14% u 17%, chOTBETHO).
He3zaBucumMo oT TOBa IbjIHAa MHAYKIMS Ha OO3€HTaH MOXKE 1a He ObJie JOCTUrHATA U HOCIIEABAIIO
MOHM)KaBaHE Ha MPOTEa3HUTE HHXUOUTOPH HE MOXKE J1a ce u3kiIroun. [Ipernoppusa ce moaxoasmo
npocnenssane Ha HIV tepamumsra. [logoO6uu edextn Morar qa ce o4akBat U P JPYTH
PUTOHABUP-TIOICUIICHU TPOTE€a3HH UHXUOUTOPH (BXK. Touka 4.4).

Lpyau anmupempogupychu 1exapcmea.; He MOTaT Jla c€ HaIlPaBAT ClIeUU(pUIHN TPEHOPBKU 10
OTHOLICHHE HA APYTH HAJIMYHU aHTUPETPOBUPYCHH JIEKApCTBa, OPaay Jurca Ha naHHu. [lopagu
noyepTaHaTa XernaToTOKCHYHOCT Ha HEBUPAIHH, KOATO MOJKE /1a C€ aKyMyJIupa ¢
XeMaTOTOKCUYHOCTTA Ha 003€HTaH, Ta3u KOMOWHALIUS HE ce MPernopbyBa.

Xopmounannu koumpayenmusu: eTHOBPEMEHHOTO MpUiIarane Ha 003eHTaH 125 mg nBa MbTH THEBHO B
MPOIBDKCHNE HA 7 THU C €IMHUYHA J03a IepopajieH KOHTPAICIITUB, ChAbPKAIl HOPETUCTEPOH 1 Mg
+ etuHWI ecTpaanon 35 Ug, HamansBa iomra o kpusara (AUC — Area Under the Curve) Ha
HOPETUCTEPOH U €TUHUI €CTPaAUo, CbOTBETHO ¢ 14% u 31%. Ho HamansBaHETO Ha EKCHO3ULIUATA
MIPH OT/IETHUTE TAlIUEHTH € ChOTBETHO A0 56% 1 66%. CnenoBaTenHo, CaMOCTOSITETHO PUIOKEHH
KOHTpAaIleNTHUBU Ha OCHOBATa Ha XOPMOHH, HE3aBUCHMO OT ITHTS UM Ha BhBEXKIaHE (T.€. IEPOpaTHH,
WH)XEKIINOHHU, TPAHCIEPMATHH WJIH UMILUTAHTUPYEMH JIEKapCTBEHU POPMH), HE C€ CUUTAT 3a
HaJISKTHA METO/IH 32 KOHTpanenuus (Bx. Touku 4.4 u 4.6).

Bapgapun: ennoBpemenHoTo npuiiarane ¢ 6o3eHran 500 mg jBa MbTH THEBHO B IPOAB/DKEHUE HA

6 qHY MMOHMIKABA TIA3MEHUTE KOHIIEHTPAIIMU KakTo Ha S-BapdapuH (cyocrpar Ha CYP2C9), Taka u
Ha R-Bapdapun (cyoctpar Ha CYP3A4), cvorBetHO € 29% 1 ¢ 38%. KinnHuunust onut ¢
KOMOMHUPAHOTO Npuiiarane Ha 003eHTaH 1 BapdapuH 1npu nanuenTn ¢ BAX He e 1oBel 10 KIMHUYHO
3HAYMMH MPOMEHH B Mex1yHapoaHo Hopmani3upano crotHomeHue (INR - International Normalized
Ratio) nim B n03aTa Ha BapdapuHa (M3X0JHO HUBO CHPSIMO Kpasi Ha KIIMHUYHHUTE IpoyuBaHus). OcBeH
TOBa, YECTOTATa Ha IPOMEHHTE B J103aTa Ha BaphaprHa Mo BpeMe Ha MPOy4BaHUATa, IbJDKALIA Ce Ha
npomenu B INR wim Ha HexXeNaHu peakIiiy, € CXOJIHa MTPH NalUeHTHUTEe, odyYaBaiy 003eHTaH HiTH
iane6o. He ce Hamara kopekius Ha Jto3ara Ha BapdapruHa Wi Ha JPYTH MOJ00HN OpaTHU
AQHTHUKOAryJaHTHHU CPEJCTBa IPH 3all04BaHe Ha JieueHHe ¢ 003€HTaH, HO ce MPENopbhYBa HHTEH3UBHO
npocnensBade Ha INR, ocoOeHO B HAUaJI0TO Ha JICYEHHETO U B MIEPHO/Ia HA IIOKAYBaHE Ha J103aTa.

Cumeacmamun: €THOBPEMEHHOTO NIpUiIarane ¢ 0o3eHTan 125 mg qBa mbTH AHEBHO B MPOIBIDKEHHE
Ha 5 THM MMOHM)KaBa IJIa3MEHUTe KOHIIEHTpauu Ha cumBacTaTuH (cyoctpatr Ha CYP3A4) u Ha
HETOBHS aKTUBEH META0ONIUT -XUAPOKCH KUCETUHA, ChOTBETHO € 34% u ¢ 46%. [Inasmenute
KOHIIEHTpAIK Ha 003E€HTaH He Ce MOBIHABAT OT CHITBTCTBAIIOTO JIEYEHHE ChC CUMBAcTaThH. TpsiOBa
Jla ce UMa MpeBUJ [Ipociie/isiBaHe Ha HUBATa Ha X0JIECTEpOJa U MOCeBalllo KOPUIpaHe Ha J03aTa.



Kemoxonazon: eTHOBpEeMEHHOTO MpHJIaraHe B MPOIbIDKEHUE Ha 6 THU HA 003eHTaH 62,5 mg nBa MbTH
JTHEBHO C KETOKOHa30JI, MotieH naxuoutop Ha CYP3 A4, nmopumasa mia3MeHUTE KOHIICHTPAIIUN 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 003€HTaH ce O4YaKBa M ¢ Apyrute Moman naxuouropu Ha CYP3A4 (xato
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! PEaKIIHH.

Enonpocmenon: orpaHuYeHUTE JaHHHU, TOTy4eHH OT npoyuBaHe (AC-052-356 [BREATHE-3]), npu
koeto 10 menquaTpuyHu NANKMEHTH ca MpUeMalii KOMOWHANKATa OT O03€HTaH U €NOMPOCTEHO COYar,
4e KaKTo cjel IpueM Ha eIMHNYHA, TaKa ¥ Ha MHOTO JI03H, CTOWHOCTUTE Ha MaKCUMaJTHATa
koHueHTpaus (Cmax) ¥ Ha mommra mox kpusata (AUC — Area Under the Curve) 3a 603eHTaH ca
N0J00HH MPH MAIMSHTUTE ChC WK 0€3 MOCTOSHHO BIMBAHE HA €MOMPOCTEHON (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 Bemubxk qHEBHO) € 42% U Cmax € 27% clte1 MHOTOKPATHO €HOBPEMEHHO TPUIIaraHe.
Tananadun He noenusiBa excno3uusita (AUC 1 Cimax) Ha 003€HTaH WM META0OIUTHTE MY .

Jlueokcun.: eMTHOBPEMEHHOTO TIpUJIaraHe Ha AUTOKCHH ¢ 603eHTaH 500 mg 1Ba MHTH JHEBHO B
NpoabDKEHNE Ha 7 IHU HamautsaBa mioira moxa kpusara (AUC — Area Under the Curve),
MakcuManHaTa (Cmax) 1 MUHUMATHATA (Cmin) KOHIIEHTPAIIHMS HA JUTOKCHHA, ChOTBETHO 10 12%, 9% u
23%. MexaHU3MBT Ha TOBa B3aUMoOJIeiicTBUE MOKe 1a Obie MHAYKLUs Ha P-rimkonporenna. Hama
BEPOSTHOCT TOBA B3aMMO/ICHCTBUE 1a OBb/Ie OT KIMHUYHA 3HAYUMOCT.

[lemaTpryna momyJIamus
[IpoyuBaHus 3a B3aMMOJIEHCTBUATA Ca TIPOBEXK/IAHN CaMO ITPH Bb3PACTHH.

4.6 @epTHAUTET, )PEMEHHOCT H 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 TPH XOpaTa Bce olle He e u3BecTeH. Tracleer e
NPOTHUBOIIOKA3eH IPH 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 J1a 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
(hapMaKOKMHETUYHHU B3auMOIeicTBUs, Tracleer Moxe a HanpaBu Hee(DEKTUBHU XOPMOHATHUTE
KOHTpalenTueu (Bxk. Touka 4.5). [Topaau ToBa, )KEHUTE ¢ AETEPOJICH MMOTSHIIMAJ HE TPsIOBa J1a
M3II0JI3BAT XOPMOHATHUTE KOHTPAIICNITUBY (B TOBA YHCIIO TIEPOPAITHA, MH)KEKIIMOHHH, TPAaHCISPMAITHU
i o1 hoopMaTa Ha UMILIAHTATH) KaTO €AMHCTBEH METOJI HAa KOHTPAIICTIIUS, a J]a U3I0JI3BaT
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
KOHCyJTauus ¢ TuHeKounor. [lopanu chiiecTByBaiiaTa BEPOATHOCT OT HEYCIEX OT MPUIIAraHeTo Ha
XOpPMOHAJIHA KOHTpAIIEHIHs 110 BpeMe Ha jeueHue ¢ Tracleer v kaTo ce ©Ma MPeIBU PUCKBT OT
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TEXKKO BJIOIIABaHE Ha OeNoApoOHaTa XUIIEPTOHUS TPU OPEMEHHOCT, TI0 BpeMe Ha JICUSHHETO C
Tracleer ce npemnopbuBa 1a ce MPaBsT €KEMECEUHH TECTOBE 32 OPEMEHHOCT C I1eJI PAHHO OTKPHUBAHE
Ha OpEeMEHHOCTTA.

Kspmene

JlanHM OT cHOOIIICHUE HA CITyYaid ONKMCBAT HAIMYKE HAa 003EHTaH B KbpMaTa ¢ HUCKa KOHIICHTPAITHS.
Mma HemocTarbuHa nHGOpMaNus 3a epeKTUTe Ha O03EHTaH IPH KbpMadeTa. He Moxke 1a ce M3KIIoIu
pHCK 3a KbpMaueTaTa. He ce mpemnopsuBa 1a ce KbpMH 110 BpeMe Ha JieueHue ¢ Tracleer.

deprunurer

[IpoyuBaHusiTa IPHU JKUBOTHU Ca MOKA3aJIU TSCTUKYJIApHU ePeKkTH (BxK. Touka 5.3). [Ipu ximHu4IHO
Mpoy4BaHe, u3cieaBaio eheKTuTe Ha 003CHTaH BbPXY TECTUKYIapHaTa (DYHKIUS MIPH MAIUECHTH OT
MBXKH 11011 ¢ BAX, mectnMa ot 24 yuactauim (25%) ca uMany HaMaleHa KOHIIEHTPaIus Ha
cniepmaro3onu ¢ more 50% oT U3XOJHOTO HUBO cliel 6-MecedHO JieueHne ¢ 6o3eHTaH. B3 ocHOBa Ha
TE3M HAXOJAKH W MPEIKINHUYHUTE JaHHH, HE MOXKE Jla CC U3KIII0YH, Y¢ 003CHTaH MOXE Jla UMa
yBpexIail eQekT BbpXy criepMaToreHe3ara npu Mexere. He Moske 1a ce U3KITF0YU IbITOCPOYHO
BJIMSIHUE BHPXY (epTHIIUTETA CIe] ieueHHe ¢ O03CHTaH MU JIela OT MBKKHU TOJI.

4.7 EdexTtn BbpXy cioco0HOCTTa 32 modupaHe 1 padoTa ¢ MANIUHH

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 HIIM CHHKOII, KOUTO OMXa MOTJIU J1a MOBJIHSAT
CrocoOHOCTTA 3a Mo UpaHe WK padoTa ¢ MAITHHH.

4.8 Hexenanu JjeKapcTBeHH peaKuu

[Tpu 20 urare60 KOHTPOTUPAHHU IPOYIBAHHS, TPOBEACHU IPU PA3IMIHHA TEPAIIEBTUYHN TIOKa3aHS,
001110 2 486 manueHTH ca npuemMalii 003eHTaH B JHeBHa /103a oT 100 mg o 2 000 mg u 1 838
MaIMeHTH ca pueMaiy miane6o. CpeHaTa IpoIbIDKUTETHOCT Ha JieueHHeTo e Owa 45 ceiMuIi.
Hesxxenanure jgekapCTBEHU peakiiuu ce Ae(UHUPAT KaTo ChOUTHUS, KOUTO Bb3HUKBAT MPHU HAW-MaJIKO
1% ot npuemammuTe 003€HTaH NAIMEHTH U ¢ Yectota moHe 0,5% mo-roisiMa oT Ta3u Ha MPUEeMAaIITe
rutane6o naruenTy. Haii-uectuTe HexenaHu JIeKapcTBeHU peaknuu ca riaBodonwme (11,5%),
OTOK/3aapbkKa Ha TeyHocTH (13,2%), abHopMHM n3cneaBanus 3a yepHoapoOHa dyukuus (10,9%) u
aHEeMUSI/TIOHMXKEH xeMoryioouH (9,9%).

Jleuenuero ¢ 603eHTaH € OMIIO CBBP3aHO C 10303aBHCUMO MTOBHIIIABAaHE HA YSPHOAPOOHHUTE
amMuHOTpaHchepasy 1 MOHWKaBaHEe Ha KOHIIEHTPAIMATA Ha XeMorioouHa (BK. Touka 4.4).

Hesxenanure nekapcTBeHH peakiuy, HaOmogaBanu B 20 ruiane0o KOHTPOIHPAaHU POYYBAHUS U TIPH
MOCTMAapPKETHHTOBUS OMKT ¢ OO3EHTAH ca CTEMEHYBAHH 0 YeCTOTa KaTo Ce M3IMOJI3Ba ClIeHATA
KOHBEHIMS: MHOTO uecTH (> 1/10); uectu (> 1/100 no < 1/10); veuectu (> 1/1 000 mo < 1/100); peaxu
(> 1/10 000 mo < 1/1 000); muoro peaxu (< 1/10 000); ¢ Hen3BecTHA YecTOTa (OT HANMYHNATE JAHHU HE
MOJKe J1a ObJlc 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 O,E[O6p€HI/IT€ IIOKa3aHMs.

CucremMo-opranaa YecroTa Hesxesann peakuuu
Kjaacuukanus

Hapymienus Ha kpbBTa U Yectun AHeMmusi, TOHIKEH XEMOTIIO0NH
nuMdHATa cucTeMa (Bx. Touka 4.4)
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C HeHu3BecTHA YECTOTA

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

Heuectn TpomGomTOneHus*
Heuectn Heyrponenus, neBkoneHus’
Hapyuienust Ha uMyHHaTa Yectu Peaknuu Ha
cuctema CBPBXUYYBCTBUTEITHOCT
(BKIJTIOYBAILY IEPMATHT, ChPOEK
UM 00puB)?
Penxu AHnadwrakcus u/unm
anruoesiem’
Hapymenus Ha HepBHaTa MHoro gyectu I'maBo6onue®
cucrema Yectn Cunkon™ *
Hapyiienus Ha ounte C Heu3BeCTHA YeCToTa 3aMBIIIEHO 3peHne’
Chbp/euny HapyLIIeHHs Yectu [Manmuraruu® 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
XETATHT) W/ KbJITEHHUIAt
(Bx. Touka 4.4)

Penku

Hupo3za Ha uepaus qpoo,
4EpHOAPOOHA HEOCTATHYHOCT

Hapymenus Ha koxxara u
MOJIKOYXKHATA ThKaH

Yectn

Epurem

OO0uwm HapymeHus U epeKTH Ha

MHoro uectn

OTOK, 3aIpbiKKaA Ha Te"IHOCTI/I5

MSICTOTO Ha IMPUJIIOKCHUC
1

Z[aHHI/I, TMOJIy4Y€HU OT MOCTMAPKECTUHTOBUA ONUT, YECTOTUTE CE€ OCHOBABAT HA CTATUCTUYCCKOTO MOACIMPAHE HA
HHaHeGO-KOHTpOHHpaHH JaHHU OT KJIMHUYHO IPOYYBAHE.

iareoo.

mianedo.

Peaxiuu Ha CBPhXUyBCTBUTEIHOCT ca ChOOIIeHH pu 9,9% 0T manueHTuTe ¢ 6o3eHTan u mpu 9,1% OT manueHTuTe ¢

I'maBoGomue e chobiieno mpu 11,5% ot manueHtute ¢ 603eHTan u pH 9,8% OT MaMEHTUTE ¢ MmIanedo.
Te3u BUIOBE peakIiy CHIIO MOXKE JIa ca CBBP3aHH C TOJISKAIIO0 3a00IIIBaHE.
OTOK WITH 33pHKKa Ha TEYHOCTH € choOmIeH npH 13,2% ot marmenTute ¢ 603eHTad u npu 10,9% ot nanueHTHTE C

ITo BpeMe Ha MOCT-MapKETUHIOBUS IIEPUOJI Ca ChOOIICHH PEJIKH CITy4and Ha HeOOsCHUMA IIMpOo3a Ha
yepHUs Apo0 Clie]] MPOIBIDKUTEITHO JieueHue ¢ Tracleer mpu manueHTH ¢ MHOXKECTBO MPUAPYKABAIIH
3a00J1aBaHuUs ¥ TEPAIHU C JIEKAPCTBEHU CpeCcTBa. ViMa chIo penku ChoOIEeHus 32 Y4epHOAPOOHA
HEJ0CTATHIHOCT. Te3u ChOOIEHHS OICHIBAT 3HAUCHUETO HA CTPUKTHOTO CITa3BaHe Ha
€XKEeMeCEeYHOTO MPOCIIe/IBaHe Ha YePHOAPOOHNTE (PYHKIINH, TIOKATO Tpae JiedeHunero ¢ Tracleer (Bx.

Touka 4.4)
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IlenuaTpuyHa momyJamnus

HeKOHmpOJZMpaHM KIUHUYHU npoy46eanusl npu neauamputmu nayuermu

[MpodrreT Ha 6e30MACHOCT NPH TEPBOTO OTBOPEHO HEKOHTPOJIMPAHO METUATPUIHO IIPOYIBAHE
mposeaeHo ¢ puamupanu tradnerku (BREATHE-3: n = 19, meaunana Ha Bb3pactra 10 rogunu
[nnanazon 3-15 rogunu], 603eHTan 2 mg/kg ABa MBTH IHEBHO; NTPOIBIKUTETHOCT HA JICUCHHE

12 cenmuny) e moJ00CH Ha TO3W, HAOIIOaBaH TIPU OCHOBHH MPOYYBaHUS IIPH BH3PACTHH MAIUEHTH C
BAX. Ilpu BREATHE-3, Haii-uecTute He)XXeTaHH peakiiu ca 3auepBsBane (21%), rmaBobomnue u
aOHOpMHH 4epHOAPOOHM (yHKUIMOHAIHU TecToBe (16% Beska).

COopeH aHaM3 Ha HEKOHTPOJIMPAHU MEIMATPUYHHU MTPOYyUBaHuUs, poBeaeHu npu BAX ¢ 603eHTaH
32 mg aucneprupanu ce tadbnetku (FUTURE 1/2, FUTURE 3/IIpoabmkenne) BKIOYBA 00IIO

100 nema exkyBanu ¢ 603entan 2 mg/kg aa meTu aHeBHO (N = 33), 2 Mg/KQ Tpu MbTH THEBHO

(n =31), unmm 4 mg/kg aBa meTH gHeBHO (N = 36). IIpu BKIIFOYBAHETO, MIECTHMA MTAIIMEHTH ca OHIN Ha
BB3pacT Mexay 3 Mecena u 1 roguHa, 15 nema ca 6wim Ha BB3pact Mexay | u mox 2 roguau u 79 ca
Own Ha BB3pacT Mexay 2 u 12 rogunu. MenuaHnaTa Ha IPOIBIDKUTEIIHOCT Ha JieueHue ¢ Oua

71,8 cenmunu (muanazon 0,4-258 cenqmurin).

[TpodmrbT HAa Ge30MaCHOCT MPU TO3H COOPEH aHAIN3 HA HEKOHTPOJIUPAHH NMETUATPUIHH IPOYIBAHUS
¢ mo00eH Ha TO3H, HAOII0JaBaH NPH OCHOBHHUTE W3MHUTBAHUS IIPU BB3pACTHHU marmeHTu ¢ BAX, ¢
U3KIIF0UYEHHE Ha HHPEKIMNUTE, KOUTO ca ChOOIIEHH [T0-4€CTO, OTKOIKOTO Ipu Bb3pacTHUTE (69,0%
copsimo 41,3%). Paznukata B yecToTara Ha HHPEKIUUTE MOYKE OTYACTH JIa CE ABJDKH HA MO-ToJIsIMaTa
Me/IMaHa Ha MIPOABIDKUTEITHOCT Ha eKCTIO3UIMITA B IeANaTpUYHaTa rpyna (Meauana 71,8 ceqmuin) B
CpaBHEHUE C Bb3pacTHUTE (MenuaHa 17,4 ceamunn). Hali-uectuTe HexenaHu chOUTHS ca MH(OEKIIUU
Ha FOPHUTE JuXaTeaHu npruma (25%), 6enoapodua (aprepuanna) xunepronus (20%), HazodapuHrut
(17%), mupexcust (15%), moBpwinane (13%), 6porxut (10%), kopemna 6omxka (10%) u muapus (10%).
Hsma 3HaunMa pasnuka B yectoTara Ha HeKEJIaHUTE ChbOUTHS NIPU MAIMEHTUTE HaJ U 1OJ 2 TOAMIIHA
BB3pacT; ToBa obaue ce 6a3upa camo Ha 21 Jena noj 2 roJMHH, BKIIIOYHTEIHO 6 MAIMEHTH MEXAY 3
Mmecena u 1 roguna. Hexxenanu chOUTHSI HA YepHOPOOHH HAPYIICHHS M aHEMHS/HaMaJleH
XeMOTJIOOWH ca HACTBIIIIN CHOTBETHO TIpH 9% 1 5% OT maIrueHTuTe.

[Tpu parmomMu3upaHo 1m1ane60-KOHTPOINPAHO MPOYyIBaHe, PoBeaeHO npH manueHTn ¢ [IBXH
(FUTURE-4), 061110 13 HOBOpOICHY ca OMITH JIEKYBaHH C AUCIIEPTUPAIIH Ce TabaeTKH O03€HTaH ¢
no3a 2 mg/kg nBa mbTH JHEBHO (8 MalMEeHTH ca Owin Ha iane6o). Meauanara Ha MPOAb/KUTEITHOCT
Ha JieueHHe ¢ 003eTaH U mianedo ¢ Oma, cboTBeTHO, 4,5 aaM (nuanaszoH 0,5-10,0 xaw) 1 4,0 THH
(mmanaszon 2,5-6,5 muu). Haii-uectute HeXelnaHu ChOUTHS TIPH MAIMCHTH, JIEKYBaHH C 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

Omxnonenus 8 4epHOOpoOOHUME U3Ce08aAHUSL

ITo BpeMe Ha KIIMHUYHATA MPOTPaMa, 10303aBUCHMHUTE OBHUILIEHHS HA YEPHOPOOHNTE
aMHHOTpaHc(hepa3n 0OOMKHOBEHO ca Bb3HUKBAJIH MIPE3 MbPBUTE 26 CEAMHLIU OT JICUEHUETO,
OOMKHOBEHO ca ce pa3BUBAJIU MOCTEIICHHO U ca OMJIM TJIaBHO acuMOTOMHU. [lo Bpeme Ha mocr-
MapKETUHTOBHUSI TIEPHOJL ca ChOOIIEHH PEIKH CITy4au Ha IIMPO3a U HEJAOCTATHYHOCT Ha YEPHUS IPpod

MexaHu3MbT Ha TO3U CTpaHHYeH eeKT He e siceH. ToBa MmoBHIIaBaHe HA AMUHOTpaHC(epasuTe Moxe
Jla ce mpeojoJiee CIIOHTAHHO, KaTo JICYSHUETO MPOJIbIDKaBa ¢ MOoIbpikama ao3a Tracleer, wim cien
HaMmaJIsIBaHe Ha J103aTa, HO MOJKe Jia ObJie HE00X0JMMO MPEKbCBAHE WM CIIUpPAHE Ha JICYCHHETO (BXK.
Touka 4.4).

ITpu 20-Te obenuHeHN TUTa1Ie00 KOHTPOJIUPAHU MPOYIBAHMS, TOBUIIABAHETO HA YEPHOIPOOHHTE
amuHotpancgepasu > 3 x [TH e mabmogasano npu 11,2% ot npuemanure 603¢HTaH NAaLUEHTH, B
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cpaBHeHHe ¢ 2,4% oT nmpuemamuTe mianebo nanueHTy. [ToBumasane g0 > 8 x [TH e HabmoaaBano
nipu 3,6% oT nmanueHTuTe, iekyBanu ¢ 6o3enTaH u 0,4% oT mpuemanuTe mianedo manueHTH.
[NoBuimaBaHeTo Ha aMHHOTPaHC(epa3uTe ¢ OUIIO CBBP3aHO C TIOBUIIABAHE HA OMITUPYyOHHA

(> 2 x I'TH) 6e3 nannu 3a ounmuapua ooctpykus mpu 0,2% (5 nanueHTH) npuemMary 003¢HTaH U
0,3% (6 marMeHTH) mpreMaIy rmiamneoo.

[Tpu coopuus ananu3 Ha 100 nena ¢ BAX ot HekoHTponupanute neauatpuynu npoyusanus FUTURE
1/2 u FUTURE 3/Ilpoabmkenue ca HaOIr01aBaHK MOBHINICHU YSPHOAPOOHN aMUHOTpaHCc(epasu > 3 x
I'TH mpu 2% ot naruenture.

ITpu npoyusanero FUTURE-4, Bkirousamio 13 HoBopoaenu ¢ [IBXH, nekyBanu ¢ 603entan 2 mg/kg
JIBa ITbTH JHEBHO 32 Mo-Manko ot 10 auu (quanazon 0,5-10,0 nau), HIMa cydan Ha YepHOAPOOHH
amuHOTpanchepasu > 3 x [TH no BpeMe Ha JIeUeHUETO, HO €IMH CIy4ail Ha XeMaTUT € HACTBITHI 3
JTHY CJIC/T Kpasi Ha JICYEHUETO ¢ 0O3CHTAH.

Xemoznobun

[Ipu mnane60-KOHTPOIMPAHU MPOYUBAHUS MPH Bb3PACTHH, TOHWKaBaHEe HAa KOHIIGHTpalKATa Ha
xemorsiobuHa nmox 10 g/dl ot HavanoTo Ha MPOYYBAHETO € ChOOIIeHO pH 8,0% OT mpHeMaIuTe
003eHTaH NalUeHTH U npu 3,9% OT npuemaInuTe mianedo maueHTH (Bx. Touka 4.4).

[Tpu cOopuus ananu3 Ha 100 nena ¢ BAX oT HeKOHTpOJIMPaHUTE IEANATPUIHH MPOYUBAHHS
FUTURE 1/2 u FUTURE 3/Ilpogsmkenue, € cboOIIEHO IOHMKaBaHe Ha KOHIIEHTpaIUsATa 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 nomyunmn
MOHW)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
HPOIYKT € BayKHO. ToBa M03BOJIsIBA /1a IPOABIDKY HAOIIOICHUETO HAa CHOTHOLIEHHETO T10J13a/PUCK 32
JIeKapcTBEHUS MPOAYKT. OT MEAULMHCKUTE CIIEUATIICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
HO/I03MpaHa HEeXEJIaHA PeaKlys uype3 HaI[MOHAIHATa CUCTEeMa 3a ChOOIIaBaHe B!

M3mbenHUTEHA areHIus 1Mo JIeKapcTBaTa

yiL. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

Bozenran e npunaran B equHnYHA 1032 710 2 400 mg npu 3apasu uaauBuan 1 o 2 000 mg Ha neH B
MPOIBIDKEHHE Ha 2 Mecela IIPH MAIMEeHTH ChC 3a00JIsIBaHe, PA3IUIHO OT OeI0poOHa XUITEPTOHHUS.
Haii-dyectaTa HexxenaHa JeKapCcTBEHA peaknus € Ouia ri1aBodore ¢ JieKa 10 yMEepeHa MHTEH3UBHOCT.

T'onsimoTo mpemo3upane MoXe J1a I0BEE O CHITHO M3pa3eHa XUITOTOHUS, N3UCKBAIla aKTHBHA
MOJIKpena Ha ChpJCYHOCHA0BATA cucTeMa. B mepuoja cien myckane Ha mas3apa, ce ChoOIaBa 3a eInH
ciy4vaii Ha ipepo3upane ¢ 10 000 mg Tracleer, npuet oT enuH roHoIIa. Toli € IMaa CHMIITOMH Ha
rajicHe, MOBPBIIaHe, XUIIOTOHWSI, BUCHE HA CBAT, IOTEHE, 3aMBIJICHO BIDKIaHE. BB3CTaHOBHII CE €
HaITBJIHO ciiel 24 Jaca ¢ MEpPKH 3a MOUTbpKaHe Ha KPBBHOTO HaJIsTaHe. 3a0eiexka: 003eHTaHbT HE Ce
OTCTpaHSBA UPE3 XEMOIUATU3A.
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5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMUYHH CBOCTBA
®apmMakoTepaneBTHYHA TPyIa: APYTH aHTuXxunepren3uan jgekapersa, ATC kox: C02KXO01

MexaHu3bpM Ha JIEHCTBUE

Bozenran e qBoeH eHpoTenuH perentopeH aHTaroHucT (EPA) ¢ ahuHATET KaKTO KBM SHIOTEIHH A,
taka 1 KbM B (ETa 1 ETg) peuentopute. bo3entan HamansBa kakTo 06e10ApoOHOTO, Taka U
CHCTEMHOTO CHJIOBO CBHIIPOTHBIICHHE, KOETO BOJH JI0 TIOBHUILIEH ChpcUeH AeOuT, Oe3 1a ce MOBHIIaBa
ChpJIeYHATA YECTOTa.

HeBpoxopmonbT enotenun-1 (ET-1) e equH OT Haii-MOIIHUTE W3BECTHH Ba30KOHCTPUKTOPH. Toit
MOXe 11a foBene 10 Gudpo3a, KIeThrIHa mpondepans, ChpaedHa XUepTpohrs U peMOIeIHpaHe,
KaTo MOXe€ Ja IPUYMHY U Bb3NajieHue. Te3u eheKTH ce OChLIECTBABAT IOCPEICTBOM CBBP3BAHETO Ha
ennorenuHa ¢ ETa u ETg penientopute, pa3noyiokeHU B KIETKUTE HA €HAOTEIMyMa U IJ1aiKaTa
MycKynarypa Ha cpaoBete. Konuentpanuure Ha ET-1 B ThbKaHUTE U IU1a3MaTa ce OBULIABAT IIPU
HSIKOU ChPICYHOCHIOBH Pa3CTPOICTBA U 3a00JIBaHUS Ha CheIMHUTEHATA ThKaH, B ToBa yiciio BAX,
CKIICPOACpMH, OCTPA U XPOHHUYHA ChpAC€UHAa HCAOCTATBbYHOCT, UCXEMUI HA MUOKap/Jaa, CUCTCMHA
XHIIEPTOHUS M aTepOCKIIepO3a, KOETo Mpernoara 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 cuitHO cBBbp3aHu € TeKECTTa U MPOrHO3aTa Ha Te3U
3a00JIsIBaHUSI.

BbozenTan ce koHkypupa 3a cBbp3BaneTo ¢ ET-1 u apyrute ET nentuam, kakto 3a ETa, Taka u 3a ETg
penienTopute, ¢ MajJko no-Bucok apunurter 3a ETa peuenropute (Ki = 4,1-43 HaHOMOI1a), OTKOJIKOTO
3a ETg penentopute (Ki = 38-730 nHanomona). bo3enran e crerugpuyien anraronuct va ET
PELIEITOPHUTE U HE C€ CBBP3Ba C IPYTH PELETTOPH.

EdukacHoct

Mooenu na sorcusomnu

Moenu Ha )KUBOTHH Ha 0€J10pOOHA XUIIEPTOHUS ITOKA3BAT, Y€ XPOHUYHOTO MEPOPATHO PUIOKCHHE
Ha 003eHTaH HamassBa 6eN0JPOOHOTO CHIOBO CHIPOTURIICHHUE U J1aBa 0OpaTeH X0 Ha
xunepTpousaTa Ha 6enoAPOOHHUTE CHIOBE U JAsICHATA Kamepa Ha chpiieTo. [Ipu MoJiesin Ha )KUBOTHH
Ha OesopooHa (hudpo3a, 003CHTaH HAMAJIsBA OTIATAaHETO HA KOJIareH B OeyuTe Ipo0OBe.

Eguxacnocm npu év3pacmuu nayueHmu ¢ 6e100pooHa apmepuaiia Xunepmonust

[TpoBeneHu ca 1Be paHOMU3UPAHH, ABOHHO-CIIETH, MyJITHIICHTPOBH, IIAIIe00 KOHTPOIUPAHH
npoyuBanus ¢ 32 (npoyusane AC-052-351) u 213 (npoyuBane AC-052-352 [BREATHE-1])
Bb3pacTHH nauueHTu ¢ BAX -1V dynkunonanen xiac mo C30 (mppBuyHa 6enoapoOHa
XHIIEPTOHMS MM O0enoipoOHa XUIIEPTOHUS, BTOPUYHA TIIaBHO Ha ckiiepoaepmust). Crex 4 ceaMuIy Ha
0o3eHTaH 62.5 mg Ba MbTH AHEBHO, M3CII€ABaHATA MO AbPIKalIla J103a MPH T€3U MPOYYBaHUS €

125 mg nBa et qHeBHO Tipu AC-052-351, 125 mg nBa meTu nHEBHO 1 250 mg ABa TBTH THEBHO MIPH
AC-052-352.

Bbo3enTaH e 700aBeH KbM TEKyIllaTa TEPAIUs Ha MAIUEHTUTE, KOSTO OM MOTJIa Jja BKIIFOUBa
KOMOWHAIIMS OT aHTHKOATYJIAHTH, Ba30IMJIATATOPHU (HApuMep, OJIOKEPH Ha KAJIIUEBUTE KaHAIH ),
JUYPETHIIN, KACIOPOA U AUTOKCHH, HO HE M enoNnpocTeHo 1. KOHTpoIbT € mianebo Ioc TeKyiaTa
Tepanmusi.

IIppBHYHATA KpaiiHA TOYKA B Kpasi Ha BCAKO MPOYYBAHE € MPOMSIHATA B U3MHUHATOTO PA3CTOSIHUE CIIC]T
6-MHHYTHO XO7ieHe Ha 12-Ta ceJMHIIa TPH IBPBOTO NMPOYYBaHe U Ha 16-Ta ceqMuIa P BTOPOTO
npoy4sane. M nipu 1BeTe Mpoy4BaHUs, JCUSHHETO C OO3EHTAaH BOJU JI0 3HAYHUTEITHO TIOBUIIIABAHE HA
¢busnueckus kananureT. [Inanedo-KOpUrupaHoTo yBeIUUaBaHe HA U3MUHATOTO Pa3CTOSHUE B
CpaBHEHHUE C Ha4aJIoOTO € choTBeTHO 76 MeTpa (p = 0,02; t-rect) u 44 metpa (p = 0,0002;
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Mann-Whitney U TecT) kaTo mbpBHYHA KpaliHa TOYKA B Kpasi Ha BCAKO IpoyuBaHe. Pasmukure Mexay

nBeTe TpymH, 125 mg nBa mbTH Ha AeH 1 250 mg aBa MTH HA JICH, HE Ca CTATUCTHYCCKH 3HAYUMH, HO

UMa TeHJICHIIMS 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 C€ MOAIBPKa 10 28-Ta CeAMUIIA PU ABOMHOCIANOTO JICUCHUE B
eJlHa MMOATPYTA OT MOIYJIalKATa Ha TTAI[HeHTHUTE.

B peTpocnekTHBEeH aHAIN3 HA PECIIOHICHTHUTE, Bh3 OCHOBA HAa MPOMEHUTE B H3MHHATOTO Pa3CTOSHHE,
¢ynkunonannus kinac mo C30 u nucnHesTa npu 95 nmanueHTa, paHAOMHU3UpaHu Ha 603eHTaH 125 mg
JIBa THTH JHEBHO B I1arie00 KOHTPOIMPAHUTE IPOYUYBaHMUS, € YCTAHOBEHO, Ue Ha §-Ta ceaMuIla

66 manueHTH ca uMai noJoopenue, 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 cenmuiia u 4 ca ce BIOIIWIIH,
B cpaBHEHHWE ¢ Ha4ajmoTo. OT 7 manueHTH, KOUTO ca OFITH BJIOIIEH! Ha 8-Ta ceaMuIIa, 3 ca ce
nogoOprin Ha 12/16-Ta cenMuiia u 4 ca ce BIOIINWIN, B CPABHEHHE ¢ HAYAIIOTO.

Camo B TbPBOTO MMPOYYBaHE € MPaBeHa OIIEHKA HAa HHBA3UBHUTE XEMOJHHAMUYIHH MTapaMETpPH.
Jleyenuero ¢ 6O3EHTaH € JJOBEJIO JI0 3HAYUTEIHO YBEINYaBaHE Ha ChPACYHHUS HHICKC, CBP3aHO ChC
3HAYUTEITHO HaMaJIIBaHEe Ha OeJIOAPOOHOTO apTePUATHO HAJISTraHe, 0eIoAPOOHOTO ChIOBO
CBIIPOTHUBIICHHUE U CPEIHOTO HAJSATaHe B AICHOTO MPEACHPIHE.

[Tpu neuenuero ¢ 603eHTaH € HabMIOIaBaHa peAyKuus B cumnromatiukara Ha BAX. Uscnensanero Ha
JCTIHESITa TI0 BpeMe Ha TECTOBETE C XOJIeHe MI0Ka3Ba MoA00peHHE IPH MTpreMaIiuTe 603eHTaH
nanueHTy. B Haganoro Ha npoyuBane AC-052-352, 92% ot 213 nauuenTtu ca ¢ QyHKIMOHAICH

kiaac III, cnopen xinacudukanusra Ha C30 u 8% ca ¢ pyHkumonanex kiac V. Jleuenunero ¢ 603eHTaH
BOJIM 70 Io100psiBaHe Ha ¢pyHKIMoHaIHUA Kiac mo C30 npu 42,4% ot naruentute (tiamnebo 30,4%).
Karto 1o, npomenute BbB pyHknmonanaus kiac mo C30 mo Bpeme Ha JBETe MPOydBaHUs ca
3HAYUTEJIHO M0-A00pH IIPU NpHeMaIiuTe 003€HTaH NallMeHTH, B CPAaBHEHHE ¢ IPHEMAIIUTE Iu1aneo
nanueHTH. Jledennero ¢ 603eHTaH ce CBHP3Ba ChC 3HAYUTEITHO HAMAaJSIBAHE CTEIICHTAa HA KIIMHUYHOTO
BJIOIIIABaHE, B CpaBHEHUE C Iuiaiedo, Ha 28-Ta ceamuria (10,7% cpeury 37,1%, CbOTBETHO;

p = 0,0015).

[Ipy paHIOMU3HUPAHO, ABOWHOCIIATIO, MHOTOLIEHTPOBO, MIAe60-KOHTponupano npoyusane (AC-052-

364 [EARLY]), 185 mauuentu ¢ 6enoapobHa apTepraiHa XUepTonus GpyHkuuonanes kiac II o

C30 (cpenno 435 metpa, U3MHHATH 32 6 MUHYTH Ha U3XOAHO HUBO) Ca NOJXy4YMiIH 003eHTaH 62,5 mg
JIBa TbTH JHEBHO B MPOJIBJIKEHNE Ha 4 CEIMUITH, CJIeJl KOETO ca MpeMHUHAIN Ha 125 mg aBa MbTH

nqHeBHO (N = 93) wim miane6o (n = 92) B npoabiokeHue Ha 6 Mecena. BriTroueHUTe ManyueHTH ¢
OenonpoOHa apTepHalHa XUIIEPTOHHS ca Onny HeneKyBanu (N = 156) uiam ca Guiy Ha NOCTOSHHA

no3a cunpenapui (n = 29). [IbpBUYHNUTE CHCTABHU KPAWHU TOYKHU €A TIPOLIEHTHUTE IPOMEHH OT

W3XO0JTHO HUBO Ha 6enoipoObHOTO ch110BO chipotuBieHne (bCC) n nmpomsHaTa CripsMo U3XOIHOTO
HUBO Ha U3MUHATO Pa3CTOSHHE 32 6 MHHYTH Ha IIECTHS Mecell, CpaBHeHH ¢ Tuiane6o. Tabmunara mo-
JTOJTy WTFOCTpHpA aHAJIN3a Ha TIPEABAPUTEITHO ONPEAETICHHUS TPOTOKOIT.

BCC (dyn.sec/cm®) XoneHe 6 MuHyTH, Pasctosiaue (M)

[Tnane6o (n =88) | Bbozenran (n=80) |Ilmaunedo (n=91) |bo3zenran (n=86)
W3X01HO HUBO 802 (365) 851 (535) 431 (92) 443 (83)
(BL); cpenro (SD)
[Ipomsiaa cipsimo 128 (465) 69 (475) 8 (79) 11 (74)
BL; cpenno SD
Edextn ot 22,6% 19
JICYCHHUE
95% noBepuTenHa 34,10 4,42
rpaHuIa
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| p-croiiroct | <0,0001 0,0758

A" = noBepurenna rpanunia; bCC= 6enoxpoOHO cba0BO chpoTUBIICHNE; SD = cTaHIAPTHO OTKIOHEHHE.

JledenuneTo ¢ 603eHTaH ce CBBbP3Ba C HAMAJICHHE Ha YeCTOTaTa Ha KJIMHUYHO BJIOIIABAHE, OTIPENEIICHO
KaTO ChCTaBEHO OT MPOTPECHS HA CUMIITOMUTE, XocTuTanu3anus mopaan BAX u cMbpT, B cCpaBHEHUE
¢ Tiane6o (MpormopIMOHATHO HamMalieHue Ha pucka 77%, 95% nosepurenen untepsain [] 20 - 94%,
p =0,0114). EbeKkThT OT JICUECHUETO € MPOCICACH Upe3 MOA00PEHHE B KOMIIOHCHTHUTE Ha IIPOrPECHs
Ha cuMmnTomure. HaOmrogaBaHu ca eqHa XOCIATAIM3AIs, Ib/DKAaIIa ce Ha BiomasadHe Ha BAX B
rpynara, JiekyBaHa ¢ 003€HTaH, ¥ TP XOCIUTAIU3allu B rpynaTa Ha ruiane6o. [Ipu Beska rpymna Ha
JiedeHne e HaOIItoJaBaH eIuH CIy4ail Ha CMBPT Mpe3 IIeCTTe Mecela Ha JBOWHO-CIIETIHS IEPHUOT Ha
MPOYYBaHETO, TOPAIN KOETO HE MOJKE /Ia CE HAIPABH 3aKITIOUEHHUE 32 MPEKUBSIEMOCTTA.

JlaHHu 32 MPOABIKUTENEH MEPHOJ OT BpeMe ca chOpaHu OT BcHUYKUTE 173 manueHTu, KOUTo ca
JeKyBaHU ¢ 603eHTaH B KOHTporpaHarta ¢aza 1/iim ca MpeMHHAIH OT 1uiarne0o Ha 003eHTaH 1Mo
BpeMe Ha OTBOPEHOTO Mpoab/uKkeHHe Ha mpoyuBaneTo EARLY. CpennaTa npobKUTEHOCT Ha
EKCITO3HUIUS Ha jJIeueHHe ¢ 003eHTaH e omia 3,6 + 1,8 romunu (o 6,1 roauuu), kato 73% ot
MAIMCHTUTE Ca JICKYBaHU Hai-MajIko 3 ronuuu u 62% - Hali-Manko 4 rogunu. [lanuentuTe Ouxa
MOTJIH [Ia TIOJTy9aT JOIBIIHUTETHO jedeHne 3a BAX, kakTo ce n3nckBa B OTBOPEHOTO MPOABIKEHUE
Ha poy4BaHeTo. [lo-romsMaTa 4yacT OT MAIUEHTHUTE Ca JUATHOCTUIIUPAHU C UIUOTIATHYHA WITH
HacnencteeHa BAX (61%). Karo uso, 78% oOT nanMeHTUTe ca MpOAbDKUIH ¢ (PYHKIIMOHAJICH KJTac
Il copen knacugukarusata Ha C30. Onenkute Ha Kaplan-Meier 3a Npe:xuBIeMOCT ca ChOTBETHO
90% u 85% na 3" u 4™™ roguHa OT 3alI04YBaHE HA JIeYeHHETOo. B chiuTe BpemeBu ToukH, 88% u
79% ot mareHTuTe MPOIBIDKIITN Oe3 BromaBaHe Ha bAX (ompeeneHo KaTo CMBbPT,IIO BCIKAKBA
NPUYKHA, TPAHCIUIAHTAIMA Ha OsUT APO0, aTpuaiHa CeNTOCTOMUS MU 3alI0YBaHe HA HHTPABEHO3HO
WM TTOJIKOKHO TPOCTaHOHTHO JeueHue). CpaBHUTEITHHS MTPUHOC HA TIPEIX0KIAIIOTO JeUeHHE C
rrane6o B Ha IBOMHO-cIsANaTa (pasa v Ha IPyTH JeKapCTBa, 3all0YHATH IO BpeMe Ha ¢a3aTta Ha
OTBOPEHO MPOIBIDKEHUE Ha MTPOYYBAHETO HE € U3BECTEH.

B nmpocnekTuBHO, MyJITHIIEHTPOBO, PAHAOMU3UPAHO, IBOMHOCIIAINO, I1ale00-KOHTPOIUPAHO
npoyuBane (AC-052-405 [BREATHE-5]) nauuenture ¢ BAX, dynkiumonanen kiac I mo C30 u
¢dusmnonorus Ha Aif3eHMeHrep, CBbp3aHa C BPOJCHO ChpACYHO 3a00Js1BaHe, ca MoIy4aBaid 003eHTaH
62,5 mg n1Ba bTH JHEBHO 32 4 CEAMMIIU, cliea KoeTo 125 mg nBa mbTH THEBHO 3a ome 12 cemmury (n
= 37, ot xouto 31 ca UManK NpeANMHO AECEHO KbM JIIBO ABYNOCOUEH IIbHT). OCHOBHATA LIEI € J1a ce
JIOKaxe, 4e 003eHTaH He BiomaBa xunokcemusita. Cien 16 ceqmuny, B rpynaTta Ha 003eHTaH
cpeaHaTa KHCIOopoaHa caTypauus ce nosumana ¢ 1,0% (95% CI - 0,7%- 2,8%), B cpaBHeHue ¢
rpynara Ha miare6o (N = 17), koeto nokassa, 4e 003eHTaH He BJONIaBa XUIOKceMusiTa. CpeHOTO
0enoJpoOHO CHIOBO CHIIPOTHBIICHHE € HAMAJICHO 3HAYMTENIHO B TpyIaTa Ha 003eHTaH (KaTo
npeoOagaBanuaT eQekT e HaboAaBaH B cyOrpynaTa oT MallueHTH ¢ JBOWHO HACOYBAIIL
MHTpaKapAuaieH woHT). Cien 16 cenMuny, cperHoTo miane0o-KOpUrupaHo NOBUIIaBaHE HA
M3MHUHATOTO Pa3CTOSHUE C XO7ieHe 3a 6 MuHyTH € 53 Metpa (p = 0,0079), koeTo moka3Ba mogo0psBaHe
Ha KamaiyreTa 3a yrnpaxxHeHus. [IBajiecet U mecT MalueHTH ca IPOIbIDKIIN J1a TIoJTydaBaT 003eHTaH
1o Bpeme Ha 24-ceqmuunara (asza Ha oTBopeHo npoabinkeHue (AC-052-409) Ha mpoydYBaHETO
BREATHE-5 (cpeana mpoasmkuTenHocT Ha aedennero = 24,4 + 2,0 cemMuIin) u KaTo 15110
e(rkacHOCTTa € OWIIa MoIbpIKaHa.

OtBopeHo, HecpaBHHUTENTHO MpoyuBaHe (AC-052-362 [BREATHE-4]) e nposeneHo npu 16 nanueHTH
¢ OenoznpobHa aprepuanHa xunepronus, GpyakunonaneH kiac Il mo C30, cepp3ana ¢ HIV undexuus.
[NanuenTure ca noxy4aBanu 603eHTaH 62,5 mg 1Ba IBTH JHEBHO 3a 4 ceAMUIH, clies KoeTo 125 mg
IIBa TTH AHEBHO omie 12 cemqmurin. Cnexn 16-cemMUYIHO JIEUCHHE € OTYETCHO 3HAYUTEITHO MOI00peHue
B KallalluTeTa 3a yNPaKHEHUs, B CPaBHEHHUE C HAYAIIHUTE CTOMHOCTH: CPEHOTO MOBHUIIIABAHE MIPH
6-MuHYTHUS TecT ¢ XoleHe € 91,4 meTpa, B cpaBHeHue ¢ 332,6 MeTpa CpeAHM HaYaJIHU CTOHHOCTH

(p <0,001). He morar ma 6b1aT HalIpaBEHU CHIECTBEHN W3BOIN OTHOCHO e(heKTHTE Ha OO3EHTaH
BbpXY €EKTUBHOCTTA HA AHTUPETPOBHPYCHATa Tepanus (BxK. Touka 4.4).

Hsima npoyuBanwMsi, KOUTO J1a JIOKa3BaT OJIArONPHUITHUTE ePEKTH BHPXY MPESIKUBIEMOCTTA IIPH

neuenue ¢ Tracleer. Ho IbITOCPOYHHAT BUTANIEH CTATYC € JOKYMEHTHPAH NPU BCHUKUTE
235 nauuenHTy, JeKyBaHu ¢ 003eHTaH MU ABETE OCHOBHHU ILIale00 KOHTPOIUPAHU POYUBAHUS
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(AC-052-351 u AC-052-352) u/wiu TeXHUTE ABE HEKOHTPOJIUPAHH, OTBOPEHHU TIPOIBIIKEHHS.
CpenHata IpoIbDKATETHOCT Ha SKCITO3UIUATa Ha 603eHTan ¢ 1,9 romgunu + 0,7 ronuuu (MuH.

0,1 ronuHa; Makc.: 3,3 TOAMHM) U MAIUSHTUTE ca HaOmogaBaHu cpenHo 2,0 + 0,6 roaunm.
BoNIMHCTBOTO OT MAIMEHTHUTE Ca JHArHOCTUIIMPAHH C MbPBUYHA OenoapodHa xuneptouus (72%) u ¢
1T dpysxmuonanen kiaac mo C30 (84%). B Ta3u o0mia nomynaus, OIeHKUTE Ha TPEKUBIEMOCTTA 110
Kaplan-Meier ca 93% u 84%, cboTBeTHO 1 M 2 TOJMHU CJIe/T 3aTI0YBaHE Ha JICUCHUETO ¢ OO3CHTaH.
OIECHKUTE Ha IPSKUBSIECMOCTTA Ca MIO-HUCKU B MOATPYyIaTa OT MaIlUueHTH ¢ 0eI0poOHa apTepraiHa
XUIEPTOHHUS, BTOPUYHA HA CHCTEMHA CKiiepo3a. OIEHKUTE MOXKE JIa ca TIOBJIHSHYU OT 3all0YBAHETO Ha
JICUEHHUE C eONpoCTeHo I npH 43/235 narueHTu.

IIpoyusanus, nposedenu npu deya ¢ 6e100pobHaA apmepuaIHa Xunepmonus

BREATHE-3 (AC-052-356)

Ounmupanute TabaeTKu O03€HTaH ca OLEHIBAHN B OTBOPEHO, HEKOHTPOJIMPAHO MIPOYUYBaHE TIPU

19 nepmatpuuny nanpienTy ¢ BAX Ha BB3pact ot 3 o 15 romunn. ToBa nmpoy4BaHe € Ch3/1aJICHO
NpEeAUMHO KaTo (hapMaKOKHHETHYHO Mpoy4uBaHe (BX. Touka 5.2). [lanuenture ca uMaiy mbpBUYHA
oenonpobHa xunepronus (10 manuenTa) wim BAX, cBbp3aHa ¢ BpOJIEHO ChPJICUHO 3a00JIIBaHe

(9 naupentyn) u Gpyunkuronanex kinac I, cnopen knacudukanumsra va C30 (n = 15, 79%) wu knac 11
(n =4, 21%) Ha u3xoxHOTO HKBO. [lanMeHTUTE ca pa3aeeH: Ha TPU IPYIH, B 3aBUCHMOCT OT
TEJIECHOTO TETJIO, U UM € MpuiIaran 603eHTaH npuoiImu3nTenHo 2 mg/kg 1Ba mbTH JHEBHO, B
npoabinkenre Ha 12 cexmuity. [lomoBruHATA OT MAlMEHTHTE OT BCSAKA TPYIIa Bede ca O JIEKyBaHH
WHTPABEHO3HO C €TIOMPOCTEHOII, KaTo J103aTa Ha eTONPOCTEHOIIA HE € IPOMEHSIHA TI0 BpeMe Ha
MPOYYBaHETO.

XemoauHaMuKata € uzcneaBana npu 17 manuenta. CpeJHOTO MOBUIIIABAHE HA CHPCYHUS HHACKC OT
HAyYaI0ToO Ha mpoyusaneto ¢ 0,5 I/min./m?, namanssaneTo Ha cpeaHOTO GEITOAPOOHO apTEPHATHO
Haysrane e cpenno 8 mmHg, a namanasanero Ha BCC e cpenno 389 dyn-sec-sm™. Te3u nogo6penus
Ha XeMOJMHAMHKATA OT HAYaJIO0TO Ha POYYBAaHETO ca CXOJHH ChC MK 0€3 €THOBPEMEHHOTO
npujiarane Ha emnonpocteHol. [I[poMeHnTe B mapaMeTpuTe Ha TecTa ¢ HaToBapBaHe Ha 12-Ta ceamuia
OT HAYaJIOTO HA IPOYYBAHETO Ca MHOTO HECUTYPHHU U HE Ca 3HAYNMH.

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

FUTURE 1 e oTBOpeHO, HEKOHTPOJIUPAHO NPOYUBAHE, IPOBEACHO C Pa3TBOPUMH TalJIeTKu O03€HTaH,
MIPWJIOKEHU ¢ TOJIbprKalia /103a 4 mg/kg nBa mbTH JHEBHO Ha 36 MAIMEHTH Ha BB3PacT OT 2 JI0

11 rogunu. ToBa mpoy4BaHe € Ch3JaJIEHO PEAUMHO KaTo apMaKOKWHETUYHO MMPOYyYBaHe (BXK. TOUKa
5.2). Ha u3X0IHOTO HHBO, MAIMEHTHUTE ca UMany uauonatudHa (31 nmamuentn [86%]) win dpamuHa
(5 manmentu [14%]) BAX u ¢ynkimonanen kiac 11, criopen knacudukanusta xa C30 (n = 23, 64%)
i kiac [II (n = 13, 36%). [1pu npoyuBanetro FUTURE 1, menuanara Ha eKcrio3uius Ha
npoy4uBaHoTO Jiedenne € Omma 13,1 ceqmunu (nuanazon: 8,4 1o 21,1). 33 or Te3u manueHTH ca
MOJTYYHITA TIPOIBIDKUTEITHO JISYSHHE C TUCTIEpTHpalin ce TadeTkn 003eHTaH ¢ no3a 4 mg/kg nBa
nbTH qHeBHO 110 BpeMe Ha FUTURE 2 HekoHTponupana (aza Ha MpoIbIDKESHUE ¢ MEIMaHa Ha
MPOJBIDKUTEITHOCT Ha ISUIOCTHOTO JieueHue 2,3 roauuu (quamnas3on: 0,2 mo 5,0 ronunu). Ha
uzxoanoto HuBo npu FUTURE 1, 9 nanueHTH ca npueMaii enonpocTeHo. 9 nauueHTu ca
3aroYHaIM 32 MPBB T BAX-crieruduyaHo jieueHne 1o BpeMe Ha npoyusanero. OleHkaTa 1mo
Kaplan-Meier 3a BiorraBatie Ha BAX 6e3 ¢ch0uTHs (CMBPT, TPAHCIUIAHTAITMS HA OSUT APOO MITH
XocIuTanu3anys 3a Biomasane Ha BAX) cien 2 roguau e 78,9%. LlsmoctHata oreHka 3a o01a
npexusseMoct o Kaplan-Meier na 2 rogunu e 91,2%.

FUTURE 3 (AC-052-373)

IIpu TOBa OTBOPEHO, PAHIOMHU3UPAHO MPOYUBAHE C AUCIICPTHPAITHN ce Ta0IeTKH 603eHTaH 32 My,

64 nemna cbe cradmaa BAX Ha Bb3pact ot 3 Mecena Jio 11 rofuHu ca OWiIM paHIOMH3HPAHU Ha

24 cepmuny neuenue ¢ 6ozeHTan 2 mg/kg nBa mbTr AHEBHO (n = 33) uiu 2 mg/kg Tpu IbTH THEBHO
(n=131).43 (67,2%) ca Ouiu Ha BB3pacT oT > 2 10 11 roaunwu, 15 (23,4%) ca 6unu mexay 1 u

2 roqunw, U 6 (9,4%) ca 6w mexay 3 mecenia u 1 ronuna. [IpoydBaHeTo € Cb3/1aJeHO IPEANMHO
KaTo (hapMaKOKHMHETHYHO MPOyYBaHe (BXK. TOUKa 5.2). U KpalHUTE TOYKH Ha e()UKACHOCT ca caMo
excruioparopuu. Etnonorusra va BAX, cnopen knacudukanusra Dana Point, BkiIrouBa uauonaTuysa
BAX (46%), nacnencteena bAX (3%), BAX cnen kopektuBHa chpieuna natepseruus (38%) u BAX,
IIPY BPOJIEHO ChPJIEYHO 3a00IsBaHe, CBbp3aHa ChC CUCTEMHO-ITYJIMOHAIHHU IIIBHTOBE, BKIIOUUTETHO
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cunapoma Ha Eisenmenger (13%). [Tarmentute ca ¢ pyHkIroHaneH kiac I, cmopen knacudukamnusra
Ha C30 (n =19, 29 %), knac Il (n =27, 42%) i knac 1 (n = 18, 28%) npu 3anouBane Ha
npoyuBaHaTa Tepanust. [Ipu 3anouBaHe Ha IPOYYBAHETO, MAMEHTHTE Ca JIEKYBaHH C JIEKapCTBa 3a
BAX (Haii-uecTo camo ¢ HHXuOUTOP Ha hocdoauecrepasza tum 5 [cunaenadun] [35,9%], camo ¢
6o3enTaH [10,9%] u ¢ komOuHanms ot 603eHTaH, WionpocT u cunaeHadun [10,9%]) u ca
NPOIBDKIIIHN TepanusiTa cu 32 BAX 1o Bpeme Ha poy4BaHeTo.

[Ipu 3amouBaHe Ha MPOYYBAHETO, MTO-MAJIKO OT MOJIOBHMHATA yyacTBaIy nanueHTH (45,3% [29/64]) ca
mpreMaiy caMmo 0o3eHTaH 0e3 a € KoMOmHHpaH ¢ Apyro JekapcTBo 3a BAX. 40,6% (26/64) ca
OCTaHaJIM Ha MOHOTEpanus ¢ 003eHTaH 10 BpeMe Ha 24-Te ceMUIH Ha TIPOYYIBAaHOTO JeueHue 0e3 aa
noJry4at BiiomaBane Ha BAX. AHamM3bT BKIIFOYBAII IsU1aTa momyJarus (64 manueHTH) mokas3sa, ue
MTO-TOJIIMATa YacT ca OCTaHAIM ITOHE cTaOWIHH (T.€., 0e3 BIIoIIaBaHe) Bb3 OCHOBA Ha HETICAMATPUIHO
crierguIHa OlleHKa Ha (pyHKITMOHAJIEH Kiac, criopex knacudukamusata Ha C30 (97% aBa meTi
nmHeBHO, 100% Tpu ITbTH JHEBHO) M 00IIaTa KIIMHUYHA OlleHKa Ha Jekapute (94% aBa IbTH JHEBHO,
93% Tpu TBTH AHEBHO) IO BpeMe Ha mepuoa Ha deuenue. Onenkara no Kaplan-Meier 3a snomiaBane
Ha BAX 0e3 HexenaHu ChONTHS (CMBPT, TPaHCIDIAHTAIMS Ha 051 Ip00 MITH XOCTIMTATIN3AIHS 3apaan
BiomasaHe Ha BAX) cien 24 ceamunu e croTBeTHO 96,9% 1 96.7% B rpynuTe ABa IbTH JHEBHO U
TPH I'BTH THEBHO.

HsiMa naHHHM 3a KIMHUYHA 1107132 TIPH Npuiiarane Ha 2 mg/kg Tpu IbTH THEBHO B cpaBHeHHe ¢ 2 mg/kg
JBa I'bTH JHEBHO.

Ilpoyusane, nposedeno npu HO8OPOOeHU ¢ nepcucmupauia 6ea100poOdHA XUnepmoHUst Ha
Hosopoderomo (IIBXH):

FUTURE 4 (AC-052-391)

ToBa e qBOHHOCIIAIO, TIAE00-KOHTPOJIMPAHO, PAHIOMU3UPAHO MPOYUIBAHE IPH JOHOCEHH U
HEJI0HOCEHU HOBOPOJICHU (TecTannoHHa Bh3pacT 36-42 cenmuny) ¢ [IBXH. [lanmenture cbe
cyOoITMaseH OTrOBOp Ha MHXanaTtopeH azoteH okcua (iNO), BpIpekn Hail-Manko 4 yaca
MPOJBIDKUTEIHO JICUCHHUE, Ca JIEKYBaHU C AUCIIeprupaniu ce tabiaetku 6o3eHtad 2 mg/kg aBa mpTH
maeBHO (N = 13) wm turanie6o (N = 8) mocpencTBOM HazoracTpaiiHa COH/IA, KaTo AOMBIHATEITHA
tepanus kbM INO 10 mbJIHOTO nipeyctanoBsiBaHe Ha iNO WiIH 70 HEYCIeX Ha JIeYeHHETO (OMpeaeieHO
KaTo He0OXOIUMOCT OT eKcTpakopropaina MemOpanHa okcureHanus [EKMO] wim 3anouBane Ha
aJITEpHATHBEH ITyJIMOHAJICH Ba30JUJIaTaTOpP) U 3a He 1noseye oT 14 nHu.

MenuanaTa Ha €KCIIO3HUITUS Ha IPOYYBAHOTO JieueHue € 4,5 nuu (nmuanaszon: 0,5-10,0) B rpymnata ¢
6o03entan u 4,0 nau (AnamnaszoH: 2,5—6,5) B rpymara c miame6o.

P €3YyJITaTUTC HC ITOKAa3BAT AOII'bJIHUTCIIHA 10JI3a OT 0o3eHTaH IIpU Ta3u IMOITyJIalus:

o Mennanata Ha BpeMe 70 TBIHOTO npeycranoBsBane Ha iNO e 3,7 nuu (95% moBepurennn
rpanuiy [CLs] 1,17; 6,95) ¢ 603enrtan u 2,9 auu (95% CLs 1,26; 4,23) ¢ iane6o (p = 0,34).

. CpeHOTO BpeMe JI0 ITBJIHOTO NMPEYCTaHOBSIBAHE HAa MexaHHuHaTa BeHTwianus € 10,8 nuu (95%
CLs 3,21; 12,21 auwm) ¢ 603entan u 8,6 quu (95% CLs 3,71; 9,66 aun) ¢ wiare6o (p = 0,24).

. EnuH narueHT B rpynara ¢ 003€HTaH € UMaJl HeycCIelHo JieueHue (Hyxmaa or EKMO,

OITPEIeJIEHO T10 MTPOTOKOIT), KOETO € 00sIBEeHO Ha 0a3aTa Ha IMOBUIIIABAIIMTE CE€ CTOWHOCTH Ha
WHJICKCa HAa OKCHUTCHAIIMS B PAMKHUTE Ha 8 yaca clie/l TbpBara J103a OT MPOYYBAHOTO JICKAPCTBO.
To3u ManueHT ce € Bb3CTAHOBWII B paMKUTe Ha 60-THEBHHS TIEPUOJ] HA MPOCIIESIBAHE.

KOM6MHGL;M}Z C enonpocmeHoJl

KomM6Ounamnusra Ha 603¢HTaH U eIONPOCTEHON € u3ciieaBana B e npoyusanus: AC-052-355
(BREATHE-2) u AC-052-356 (BREATHE-3). AC-052-355 ¢ MyJITHIIEHTPOBO, PaHI0MU3UPAHO,
JIBOWHOCIISIO, MapaJIeIHO TPYIIOBO NMPOyUBaHe HAa 003€HTaH cpelly mianedo npu 33 mauueHTu ¢
Texkka BAX, KouTo ca nosryyaBajiv ChIIbTCTBALIA Tepanus ¢ enonpoctenon. AC-052-356 e orBopeHo,
HEKOHTpOJMpaHo mpoyuBane; 10 ot 19-Te neauaTpuIHY MAMEHTa ca OWJIM HA CHITHTCTBAIIA TEPATTHS
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¢ 003eHTaH | CIMOIPOCTEHOJI IO BpeMe Ha 12-ceAMUIHOTO mpoyuBaHe. [IpodunbT Ha Ge30macHOCT 3a
KOMOWHAIUATA HE Ce € Pa3NINuaBall OT OYaKBaHUS MPOQWIT 32 BCCKH €IMH OT KOMIOHEHTUTE U
KOMOWHHpaHaTa Tepamus ¢ oHACsHa T00pe OT JelaTa U oT Bh3pacTHUTe. KilmHMYHATA 1M0J3a OT
KOMOWMHAIIMATA HE € JIOKa3aHa.

Cucmemna ckiepo3a ¢ Oucumanta a3eena o6oiecm

[IpoBenenu ca qBe paHIOMHU3HPAHH, IBOHHO CIICTIH, MYJITUIICHTPOBH, TUIAe00 KOHTPOIUPAHU
npoyuBanus npu 122 (mpoyusane AC-052-401 [RAPIDS-1]) u mpu 190 (mpoyusane AC-052-331
[RAPIDS-2]) Bb3pacTHH MAlMCHTH ChC CUCTEMHA CKIICPO3a M IUTUTAIHA si3BeHa OoJiecT (WM B Xo/1a
Ha TUTWTalHA si3BeHa 0O0JIECT, WM C aHaMHe3a 3a TUTUTalHa si3BeHa 0oJiecT mpe3 mpeaxoaHaTa
roauna). B npoyuBanero AC-052-331, manuieHTuTe ¢ TpsOBaio J]a UMatT Hai-MaJlko e/THa
HOBOIIOSIBUJIA C€ AMTHTAIIHA 13Ba, @ CPeJl ABETE MPOYyUYBaHuUs 0010 85% OT MalMeHTUTe TUrnTaaHa
s3BeHa OosecT € Omia B X0 KbM H3X0JHHUs MoMeHT. Criesi mpuiarane Ha 603eHTaH 1o 62,5 mg aBa
BT JTHEBHO B MPOIBDKEHUE Ha 4 CeIMHIN, TIOATbpIKaIIaTa 1032, N3ClIe/IBaHa B PAMKUTE U Ha JBETE
nmpoyuBaHus e Omna mo 125 mg nBa mbTi AHEBHO. [IpoabmKUTETHOCTTa HA TBOMHOCIISIIOTO JIEYSHIE €
ouna 16 ceqmuny npu npoyusaneto AC-052-401 u 24 cenmunm npu npoyusanero AC-052-331.

®DOHOBOTO JIeUEHHE Ha CUCTEMHATA CKJIEp03a U Ha AUTHTAIHUTE S3BU ca OMIIN pa3pelleHH, ako ca
OWJIM IOCTOSIHHU B IMPOABLLDKECHUC HA MUHUMYM 1 MEcCCI NPEau 3ar04YBaHe Ha JICUCHUCTO U IIPE3 LICIIUA
CPOK Ha JIBOMHO-CIICIIUTE IIPOYYBAHMUS.

BposiT Ha HOBUTE AWTUTANHY SI3BH OT U3XOJHOTO HUBO Ha MPOYYBAHETO J0 KpaiiHaTa My TOUYKa €
MIPUET 32 OCHOBEH KPUTEPHIL U MPH JBETE NpoyuBaHus. JIedeHneTo ¢ 603eHTaH € JJOBEJIO JI0 MO-MalKo
Ha OpOo¥l HOBOTIOSBWIIM C€ JIUTHTAIHY SI3BU MPE3 Nepro/ia Ha MpUiiaraHe Ha JICYCHUETO B CPABHEHUE C
wrane6o. B mpoyuBanero AC-052-401, B cpoka Ha 16-CeIMUIHOTO ABOWHOCIIATIO JICUEHUE,
MalMeHTHTE B IPyIaTa, JIeKyBaHa ¢ 003eHTaH, ca Pa3BHIN cpeqHO 1,4 HOBOMOSBIIIM C€ TUTUTATHH
SI3BH, CITPSIMO 2,7 HOBOIIOSIBUIIM C€ IUTHTATHHM s13BH B Iiane0o rpynara (p = 0,0042). B npoyuBaneTo
AC-052-331, B cpoka Ha 24-CeIMIUYHOTO TBOHHOCIIAIO JICYCHHE, CbOTBETHUTE CTOMHOCTH ca

1,9 cipsimo 2,7 HOBOMOSIBIIIH ce nuruTanau si3Bu, (p = 0,0351). U B ABeTe npoyuBaHus npu
MaIMEHTHTE JICKYBaHU ¢ O03EHTaH € UMaJIo TI0-MaJIKa BEPOSTHOCT Jia CE MOSIBIT MHOXKECTBEHU
HOBOTIOSIBUITH C€ JIUTHTAHH SI3BH B TIEPHO/IA HA TPOYUYBAHUATA, KATO BPEMETO, KOETO € OHJIIO
HEoOXOIMMO 32 Bh3HUKBAHE Ha BCSKA CJICABAIIA HOBOTIOSBUIIA CE JMTUTAIHA SI3BA ITPH TAKHBA
MaIMeHTH € OWIIO MO-ABJIT0, B CPABHEHHE C BPEMETO M3UCKBAIIIO CE MPH JIEKYBAaHHUTE C TUIae0o.
EdexTsT Ha 003¢HTaH 32 HAMAJISIBAHE HAa OPOS HA HOBOTIOSBUIIUTE CE€ TUTUTAITHU A3BU € OMIT MO-CHUITHO
MPOSIBEH NPH MAIUSHTH ¢ MHOYKECTBCHU JIMTUTAITHU SI3BH.

[Tpu HUTO €AHO OT JABETE NPOYYBAHUS HE € HAOI01aBaH eeKT Ha OO3CHTaH BbPXY BPEMETO 3a
3a37paBsBaHe Ha TUTUTAITHUTE SI3BU.

5.2 dapmakoKMHeTHYHH CBOWCTBA

®dapMakoKHHETHKATa HAa 003€HTaH € JOKYMEHTHpaHa IJIaBHO MPU 3ApaBy MHIUBUAN. OTpaHUYECHUTE
JIAHHY TIPH MAIMEHTUTE TI0Ka3BaT, Y& eKCIO3UIUATa Ha O03CHTaH MPHU Bb3pacTHH naiueHT ¢ BAX e
MPHOIM3UTENTHO 2 IIHTH MO-TOJISIMO, OTKOJIKOTO TIPH 3/IpaBH Bb3PAaCTHU WHINBHUIN.

IIpu 3apasu mHANBUAN, (PapMaKOKHHETHKATA Ha O03E€HTaH € 1030- B BpeMe3aBucuMa. KImpbHCHT U
00eMbT Ha pasmnpe/ie/ieHie HaMaJIsIBaT ¢ MOBHIIIABAHE Ha MHTPABCHO3HUTE JI03HM U HAPACTBAT C
BpemMeTo. Criesi mepopaiiHO MPUITOKEHHE, CUCTEMHATA SKCIIO3UIHS € TIPOTOPIIMOHATHA Ha J03aTa 70
500 mg. [Tpu no-Brucoku opaiuu 1034, Cmax 1 AUC ce moBuiiraBar mo-ciabo, a He mpornopIHOHATHO
Ha ji03ara.

AOGcopouus

[pu 3apaBu WHANBUAM, aOCOTIOTHATA OHOHATMYHOCT Ha O003eHTaH e npubnm3utenHo 50% u He ce
MOBJIMSIBA OT XpaHaTa. MakcuMallHUTE TJIa3MEeHN KOHLEHTPALMH ce ToCTUraT 3a 3—5 vaca.
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Pasnpenenenue

Boszenran ce cBbp3Ba B roisaMa crenet (> 98%) ¢ miasMeHuTe NpoOTeHHH, TNIABHO C an0yMuHa.
Bbo3eHTaH He MPOHUKBA B EpUTPOLIUTHUTE.

Crnen nHTpaBeHO3HA /1032 OT 250 mg e ycTaHoBeH o0eM Ha pasznpezaeneHue (Vss) ot okono 18 mutpa.

Buorpancdhopmarliis U eIMMHAHALIUS

Crnen eqMHMYHA MHTPABEHO3HA J103a oT 250 mg, ocBobokmaBaneTo ¢ 8,2 1/h. TepMuHamHUAT
TIOJTYKMBOT Ha eTMMUHAIMA (t12) € 5,4 Jaca.

[Tpu MHOTOKpPATHO JI03UpaHe, MIa3MEHUTE KOHIICHTPAIY Ha 003E€HTaH HaMaJIIBaT IOCTEIICHHO JI0
50-65% oT Te3u, HaOM0JaBaHK MTPY MPIJIATAHETO HA IMHUYHA 7033, ToBa HaMaliBaHE BEPOSTHO CE
IIBJDKU Ha aBTOWHAYKIUA HA METa0OIH3UpPAINTe YePHOAPOOHN eH3nMU. CTannOHApHY TJIa3MEHN
HHBa C€ JOCTUTAT B paMKHUTE HA 3—5 AHM.

bo3enTaH ce eTMMUHNpA ITOCPEICTBOM JKIIBUHA eKCKPELHsl, ClIel MeTa0OoIn3upaHe B YepHuUs 1pob oT
n3oenzumute Ha uutoxpoM P450, CYP2C9 u CYP3A4. [To-manko ot 3% OT mpujioxkeHaTa nepopaiHa
71032 ce OTKpHBA B ypUHATA.

BozenTan oOpasyBa Tpu MeTa0OINTAa, KATO CAaMO EAHH OT TAX € (hapMaKOoJIOTHIHO aKTHBEH. To3n
METa0OJHT Ce EKCKPETUpa IIIaBHO B HEIPOMEHEH BHJI Tpe3 JKTbuKara. [Ipu Bb3pacTHH NalMeHTH,
HU3J1araHeTo Ha aKTUBHUA MCT36OJII/IT € IMO-T'0JIIMO, OTKOJIKOTO IIPH 3ApaBU UHAUBUIU. HpI/I NannuceHTU
C TaHHW 32 HAJIMYME Ha XOJIECTA3a, U3JIaraHeTO Ha aKTUBHUSA METa0OIHUT MOXKE J1a € OBUIICHO.

bozentan e unaykrop Ha CYP2C9 u CYP3 A4, kaTo € Bp3MOXHO 1a € uHaykTop cbiio Ha CYP2C19 u
Ha P-rnukonporenna. Mu sumpo, 003eHTaH MOTHCKA EKCIIOPTHATA ITOMITA Ha KJIBYHUTE COJIU B
XETMaTOIUTHA KyJITypH.

Jannute un 6umpo MoKa3ear, 4e 003CHTaH HIMa 3HAYMM UHXHOUTOPEH e(heKT BhPXY M3CIICIBAHNTE
uzoersumu Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Tlopaau ToBa He ce OYaKBa
003eHTaH Jia TIOBHUINABA MJIa3MEHUTE KOHIICHTPAIIMY Ha JIEKAPCTBEHUTE MPOAYKTH, META00IH3UPAHU
OT TE€3U U30CH3UMHU.

(DaDMaKOKI/IHeTHKa OpH CICHHAIHA IOy JTallin

B®3 ocHOBa Ha H3CJICABaHUsA 00XBaT Ha BCSIKa IIPOMCHIIMBA, ITPU Bb3paCTHATA MOITyJIalug HE CC
O4YaKBa (l)apMaKOKI/IHeTI/IKaTa Ha 003eHTaH Ja 6”[),[[6 MOBJIMsAHA B 3HAYUTCIIHA CTCIICH OT I10J1a,
TCJIECHOTO TETJIO, pacaTa Uik Bb3pacTTa.

Ileduampuuna nonynayus

®dapMakOKUHETHKATA € IPOYYCHA IIPH NMeUATPUUHH TTAIIUECHTH B 4 KJIMHUYHH IIPOYYBAHUS
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4; Bx. Touka 5.1). [Topaau orpaHu4YeHHTE JTaHHH
TIpH JIeT1a MOJT 2-TOJIUIIIHA BB3PacT, (papMaKOKHHETHKATa OCTaBa HEIOCTAThYHO XapaKTepU3upaHa B
Ta3M Bh3pacToBa KaTeropusi.

IpoyuBanero AC-052-356 (BREATHE-3) ouensiBa papmMakoKHHETHKATA IIPH €THOKPATHO U
MHOTOKPATHO TIepOpaltHo JIo3upane Ha huinMupanaTa Tabnerka 6o3eHTan npu 19 nema Ha BB3pacT oT
3 1o 15 rogunu ¢ BAX, npu KOMTO J03UTE ca ONPEIeSIHA Bb3 OCHOBA HA TEJIECHOTO Teryio ¢ 2 mg/kg
JBa bTH AHEBHO. IIpu ToBa mpoy4BaHe, eKCIO3ULMATa Ha 003€HTaH HaMaJsiBa C BpEMETO 110 HauuH,
CHOTBETCTBAIL HA U3BECTHUTE aBTOMHIYKIIMOHHHU CBOIcTBA Ha O03eHTaHa. CpeqHUTE CTOMHOCTH Ha
AUC (CV%) 3a 603eHTaH IpH TeTUATPUIHN TAIUEHTH, JIeKyBanu ¢ 31,25, 62,5 unu 125 mg nBa mbTH
IHEBHO, ca choTBeTHO 3 496 (49), 5428 (79), u 6 124 (27) ng h/ml, u ca mo-HHUCKH OT CTOMNHOCTTA

8 149 (47) ng h/ml, nHabnronaBana rpu Bb3pacTHU nanueHTn ¢ BAX, nmonyyasamwm 125 mg aBa mbti
nHeBHO. [Ipy cTaOWITHO MIa3MEHO HUBO, CHCTEMHHUTE €KCTIO3UIUH NP TIeJUaTPUIHN TTallUeHTH,
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texkanu 10-20 kg, 20-40 kg u > 40 kg, e chorBeTHO 43%, 67% 1 75% OT CHCTEMHATA SKCIIO3HITHSI
IPU BH3PACTHH.

ITpu npoyusane AC-052-365 (FUTURE 1) npu 36 nena ¢ BAX Ha Bp3pact ot 2 o 11 ronunu ca
NPUJIOKEHU JUCTIeprupalny ce TabneTku. He e HaOmojaBana 1030Ba POIOPIHOHATHOCT, Thid KaTo
miasMennTe koHneHTpanuu 1 AUC Ha 003¢HTaH B CTAITMOHAPHO CHhCTOSHUE ca TOJ00HH TTPH
nepopaiuu 103 ot 2 u 4 mg/kg. (AUC:: 3,577 ng h/ml u 3,371 ng h/ml crotBeTHO ¢ 2 Mg/Kg nBa
nbTH AHEBHO 1 4 MQ/Kg nBa mbTH qHEBHO). CpenHaTa eKCno3uliys Ha 003eHTaH MpU Te3U
NeIUAaTPUYHH NALMEHTH € OKOJIO MOJOBHHATA OT EKCHO3UIIUATA TIPH Bh3PACTHH MALUCHTH PU
NoJyIbpIKAIIaTa jo3a oT 125 Mg 1Ba MbTH JHEBHO, HO MOKa3Ba IUPOKO MPUTIOKPHBAHE C
SKCIIO3MLIUATA IPH Bb3PACTHU.

B mpoyuBanero AC-052-373 (FUTURE 3) ¢ u3non3Bane Ha IUCTIEPTUPAIIN ce TabIeTKH,
SKCIIO3HMIMATA Ha 003EHTaH P MAI[MEHTH, JeKyBaHu ¢ 2 Mg/Kg aBa bTH JHEBHO € CPABHUMA C Ta3H
npu npoyusadeto FUTURE 1. [pu usnoctHara nomynanus (n = 31), 2 mg/kg aa mbTH AHEBHO ca
nosenu 10 nHeBHa excrosunus 8 535 ng h/ml; AUC: e 4 268 ng h/ml (CV: 61%). IIpu nanueHt: Ha
BB3pacT MEeXIy 3 Mecena U 2 roJuHu, aHeBHATa excriosuius ¢ 7 879 ng h/ml; AUC: e 3 939 ng h/ml
(CV: 72%). Ilpu nanmeHTH Ha Bb3pacT MexIy 3 Meceria u 1 roguna (n = 2) AUC. e 5 914 ng h/ml
(CV: 85%) u npu manenTy Ha Bb3pact Mexay 1 u 2 roqunu (n = 7) AUC: e 3 507 ng-h/ml (CV:
70%). [Tpu nauwmenty Hax 2 roaunu (N = 22) naeBHata excrio3unus ¢ 8 820 ng-h/ml; AUC: e

4,410 ng h/ml (CV: 58%). IIpunaranero Ha 603eHTan 2 mg/kg TpH IBTH JHEBHO HE € TIOBHIIIHIIO
eKCIIO3UITUATA; THEeBHATa ekcrosutus ¢ 7 275 ng h/ml (CV: 83%, n = 27).

BB3 ocHoBa Ha Haxonkute npu npoyuBaBaHusaTa BREATHE-3, FUTURE 1 u FUTURE 3, usrnexna,
Ye eKCIIO3UIUATA Ha 003€HTaH JOCTHTA IIATO IPH MO-HUCKH 03U IIPYU IeANATPUIHH MAIEHTH,
OTKOJIKOTO TIPH IIPU BB3PACTHH U, 4e 1031 Haj 2 My/kg nBa mbTu nHeBHO (4 MQ/KQ ABa TBTH AHEBHO
i 2 mg/kg TpU TbTH JJHEBHO) HE BOJIAT JI0 MO-TOJSIMA €KCIO3UIINS Ha 003EHTaH MPU
HeIUaTPUIHNUTE MAIUCHTH.

[Tpu npoyusanero AC-052-391 (FUTURE 4), npoBeieHO NIpy HOBOPOAEHH, KOHIICHTPAILIMHUTE Ha
003eHTaH ca ce MOBHIIABaIN 0aBHO U HEMPEKBCHATO MPE3 MIbPBUS JI030B HHTEPBA, KOETO € JIOBEJIO 10
aucka ekcriouims (AUCo.12 B 1s1a kpbB: 164 ng-h/ml, n = 11). B cratmonapaoTo cherositue AUC: e
6 165 ng-h/ml (CV: 133%, n = 7), koeTo e 1mog00H0 Ha eKCIIO3UIHATa, HabJr01aBaHa Py Bb3PacTHH
nanueHTu ¢ BAX, kouto nosyuyasat 125 mg n1Ba nbTH JHEBHO, KaTO CE B3E€ME I10]] BHUMaHUE
CHOTHOIIICHUETO HA pa3mpezeiieHue KpbB/mia3ma 0,6.

He ca u3BecTHH mocienuIuTe OT T€3W HAXOJKH IO OTHOIIEHUE Ha XEMaTOTOKCHYHOCTTA. [1ombT 1
€IHOBpEMEHHA yIoTpeda Ha MHTPABEHO3EH EMOMPOCTEHON HE OKa3BaT 3HAYHUTENEH epeKT BbpXy
(hapMakOKMHETHKATa Ha OO3EHTaHA.

Yeprnoopobno yspexcoane

[Tpu maruenTy c jieko yBpeneHa uepHoapoOHa ¢pyukmus (Child-Pugh kiac A), He ca HaOr01aBaHU
3HAYMMU NMPOMEHHU BbB (papMakokuHeTukaTa. CrannonapHoto cberostane Ha AUC 3a 603eHTaH € ¢
9% mo-Bucoko u AUC 3a aktuBHus MeTabosnT, Ro 48-5033, e ¢ 33% mo-BUCOKO NpU MALMEHTUTE C
JIEKO YepHOIPOOHO YBPEXKIaHE, OTKOIKOTO IPH 3APAaBU TOOPOBOJIIIH.

EdexTsT Ha ymMepeHo yBpenena uepHoapoona ¢pynkuus (Child-Pugh knac B) Bepxy
(apMakoKHHETHKaTa Ha 003€HTaH U HEroBUs IbpBUUeH MeTaboauT Ro 48-5033 e nzcnensan npu
MpOoy4YBaHe, BKIIOYBAIIO 5 MAMeHTH ¢ 0enoapoOHa XUIIEPTOHHS, CBBP3aHa C OpTajHa XUIEPTOHUS 1
Child-Pugh kmac B weproapobHO yBpexaane u 3 manuentu ¢ BAX, cBbp3aHa ¢ APyrd IPUIMHA U
HopMasHa yepHoapoOHa ¢yHkuus. [Ipn manuentu ¢ Child-Pugh xiac B wepHoapoOHO yBpexaane,
cpennara (95% CI) AUC B cranmoHapHo cheTosiHEE Ha 6o3eHTaH e 360 (212-613) ng.h/ml, T.e., 4,7
IbTH 10-BHCcOKa 1 cpenHara (95% CI) AUC na aktuBHus MeTabonuT Ro 48-5033 ¢ 106 (58,4-192)
ng h/ml, t.e., 12,4 mbTH NO-BUCOKA, OTKOJIKOTO MPH MALIMEHTH C HOpMaJIHA YepHOAPOOHa hyHKUHS
(6o3enran: cpeaHa croitHoct [95% CI] AUC: 76,1 [9,07-638] ng h/ml; Ro 48-5033: cpenna cToitHOCT
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[95% CI] AUC 8,57 [1,28-57,2] ng h/ml). Benpeku orpanndenust Opoii Ha BKIIIOUYEHHUTE MTAI[HEHTH U
BHCOKATa BApPHAOMIIHOCT, T€3W TAHHU MOKa3BaT MOAYSPTAHO IMTOBHIIIEHA SKCIIO3MIIUS Ha 003EHTaH U
HEeroBUs MbpBUYCH MeTabouT Ro 48-5033 npu nanueHTH ¢ yMepeHo yBpeeHa YepHOIPOOHA
¢ynkuus (Child-Pugh xnacB).

dapmMakoKHHETHKATa HA O03CHTaH HE € MPOYYeHa MPH MAIMEHTH C YePHOAPOOHO YBPEKIaHE
Child-Pugh knac. Tracleer e mpoTHBOMOKA3aH MPHU MAMKUEHTH ¢ YMEPEHO J0 TEXKO YEPHOAPOOHO
yBpexaane, T.e. Child-Pugh xnac B unu C (Bx. Touka 4.3).

bvopeuno yepescoane

[Tpu manuenTuTe ¢ TEXKO OBOPEUHO yBpexkAaHe (KpeaTHHUHOB KiIupbHC 15-30 ml/min.), mia3menure
KOHIIEHTpaIu Ha 003eHTaH HaMasaBat ¢ mpuonausntenHo 10%. [IrasmennTe KOHIIEHTpauy Ha
METa0OoIUTUTE Ha 0O3EHTaHa ce TIOBUIIABAT OKOJIO 2 BTH MPH TE3H MAIEHTH, B CPAaBHEHHUE C
MalnKueHTHTe ¢ HopMaiHa 0b0peuna pynkums. [Ipu nanuenTuTe ¢ OHOpEUHO yBpEKJaHE HE Ce Haara
KOpeKIus Ha o3ata. Hama crieruduyeH KITMHUYEH ONKT MPH MAIMESHTHTE, MOIJIeKAIH Ha TUATTN3a.
IMopany GU3MKOXUMUYHUTE CBOMCTBA U BHCOKATa CTEIICH Ha CBHP3BAHE C IPOTCHHUTE, HE CE OYaKBa
JMan3ara ja OTCTpaHu 003eHTaHa OT KPhBOOOPAIIIEHHETO B 3HAUNTEHA CTeneH (BK. Touka 4.2).

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

2-TOJMIITHO MPOYYBaHE Ha KAPIIMHOTCHHOCTTA MIPH MUIIIKH ITOKa3Ba MOBHUIIICHA YE€CTOTA HA
KOMOWHHPaHH XeTaTomenyJapHy aleHOMH U KapIIMHOMH TIPH MBKKH, HO HE U TIPH KEHCKH MUIIKH,
MIPH TUIa3MEHH KOHIIEHTPAIMH OT OKOJIO 2 110 4 ThTH HaJIBUIIIABAIIH TUTAa3MEHUTE KOHIIEHTPAIUH,
JIOCTUTAHH MIPH TEPANIEBTUYHU JI03U TpU Xopa. [Ipu mrsxoBe, mepopajiHOTO MpuiiaraHe Ha 003eHTaH
3a MepHoJ OT 2 TOAWHU MPUIHHSABA MAJIKO, 3HAYMMO TIOBUIIIABAHE HA Y€CTOTaTa HA KOMOWHUPAHNTE
(hOMMKYIOKIETHYHA aJICHOMH U KapIIMHOMH Ha MIUTOBUIHATA JKJIe3a TP MBXKHU, HO HE U TIPU KEHCKH
IUTHXOBE, TIPU IJIA3MEHU KOHIIEHTPAIMH OT OKOoJI0 9 10 14 mbTH HaIBHUILIABAIIN TUIa3MEHUTE
KOHIICHTPAIH, TOCTUTAHU TIPH TEPANICBTUYHH 103U MIPH X0pa. TecToBeTe 3a F’eHOTOKCUYHOCT IIpU
0o3eHTaH ca oTpunaTenHu. Mima mokasaTencTa 3a Jiek qucbaiaHc Ha THPEOUTHUTE XOPMOHH,
MPUYUHEH OT 003¢HTaHa Npu IIbXoBe. Ho HiMa Joka3arencTra 3a noBnusBane QyHKIMUTE Ha
IIUTOBUIHATA JKJIe3a (THPOKCHH, TUPEOUI-CTUMYJITUPAII] XOPMOH) OT 003€HTaHa NPU X0Opa.

He e u3Becten eekTsT Ha 003eHTaHA BbPXY MUTOXOHAPHAIHATA (DYHKIIHA.

JokazaHo e, ye 003€HTaHBT € TEPATOTEeHEH MPH ILTHXOBE MPH IJIa3MEHN HUBA, TI0-BUCOKH OT 1.5 mbTH
TUTa3MEHHUTE KOHIICHTPAIIUH, IOCTUTAaHH TIPH TEPAIIEBTUYHH J03U NIpH Xopa. TepaToreHHUTE ePeKTH,
BKJIFOYBAIIM MajipOpMaIIMK Ha IJIaBaTa U JIUIETO, U Ha TOJIEMUTE ChI0BE, Ca J0303aBUCHUMHU.
[TpunukuTe BBHB BUJIa Ha MaidopMaiuuTe, HadogaBanu npu apyrutre ET perientopHu aHTaroHUCTH
u mumkure ¢ nepunut Ha ET, cBumerencTsa 3a eexT Ha Kilaca MeaukameHTH. [lpu sxenu ¢
JISTEPOJICH MOTEHIMAJ TPSAOBA J1a € B3eMAT MOJXO/ISIIH MPEANa3Hu MEpPKH (BxkK. Touku 4.3, 4.4 u 4.6).

Pa3Butnero Ha TecTHKyIapHa TyOynHa aTpodus U HapyIIeH QepTHIUTET ca OWIIN CBBP3aHHU C
XPOHHUYHO NPHUJIOKEHUE HA €HJOTEIMH-PELIENTOPHU aHTarOHUCTH IPU TPU3AYH.

[Ipu npoyuBanus Ha GepTUIUTETA IPU MBKKH U )KEHCKH IUTHXOBE , HE ca HAOIIo1aBaHu e(eKTH
BBPXY Oposi, MOJBMKHOCTTA U KU3HECTIOCOOHOCTTA Ha CIIEPMATO30MIUTE MM BHPXY CIIOCOOHOCTTA 3a
yu(TOCBaHE WM PEPTUINATET, TP EKCIIO3UINH, HAABHUIIABAIINA CHOTBETHO 21 1 43 MbTH 04aKBaHOTO
TEpareBTUIHO HUBO MPH XOPa, HUTO € NMaJI0 U HEeXeJNaH! eeKTH BbPXY Pa3BUTHETO Ha
NpeAUMIUTaHTAIMOHHUS eMOPHOH MM UMIUIAHTALUSTA.

Jleko MoBUIIIEHa YeCTOTa HA TECTUKYJIapHA TYOYIJIHA aTpodusi € Ha0JroJaBaHa MpH TUTbX0BE, HA KOUTO
€ TpuJIaraH rnepopaiHo 003eHTaH MpH HKcKa f03a oT 125 mg/kg/nen (okono 4 mbTH MaKCUMaJTHATA
npernopbrYUTENHa 103a pu xopa [MITJIX] u Hali-HuCKaTa U3MUTBaHA /103a) B IPOABDKEHUE HA JIBE
TOJIMHY, HO He | TipH Brcoka f1o3a ot 1 500 mg/kg/nen (okono 50 metit MITJIX) B mpobmkeHue Ha 6
Mmecena. [Ipu nmpoy4BaHe 3a TOKCHYHOCT NIPH FOBEHUIJIHH ITBXOBE, KBJIETO INTHXOBETE Ca JICKYBaHH OT
Jen 4 post partum mo Bp3pacTHH, € HAOJIIOIaBaHO HAMAJIIEHO a0COJIOTHO TETJIO Ha TECTUCHUTE U
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enMauanMa ¥ HaMmalieH Opoit Ha criepMaTo30uan B enmuauanMa cire npekbeBaneto. NOAEL e oun
crotBeTHO 21 bt (B Jen 21 post partum) u 2,3 netu (Jen 69 post partum) repanepruyHara
EKCITO3UIHS TP XOpa.

Brnpeku ToBa, He ca yCTaHOBEHH e)eKTH BbPXY OOIIOTO pa3BUTHE, pACTekKa, CEH3OPHHUTE,
KOTHUTHBHUTE (PYHKIINU U PETIPOLYKTUBHUTE CIOCOOHOCTH TIpH 7 (MBKKH KUBOTHHN) U 19 (3keHCKH
JKUBOTHH) ITbTH Te€paneBTHYHATA eKCIO3UIMs Ipu xopa Ha Jlen 21 post partum. Ilpu Be3pactau (en
69 post partum) He ca ycTaHOBEeHH HUKaKBH e(eKTH Ha O6o3eHTaH mpH 1,3 (MBXKH KHBOTHHU) U 2,6
(’KEHCKH >KMBOTHH ) ITHTH TepaNleBTUYHATA CKCITO3UIINS TIpH 1eria ¢ bAX.

6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Sapo Ha Tabnerkara:

[{apeBn4HO HUILIECTE
[IpexxenaTuHU3UPaHO HUILIECTE
Harpues Hummecren ravkonat (Tum A)
IToBunmon

I'muneponoB nubexeHat

Marne3sueB creapaT

PUIMOBO OKPUTHE:
Xunpomenosa

I'muneposnoB Tpuauerat

Tank

TuranoB nuokeun (E171)
Kenesen okcun, xb6aT (E172)
Kenesen oxcun, yepseH (E172)
Erunuenynosa

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

4 ronuH"

3a 6enuTe OYTWIKHU OT MOJIMETUIICH C BUCOKA TUIFTHOCT — J1a ¢e u3mosi3Ba 10 30 qHu ciien
I'bPBOHAYATTHOTO OTBAPsHE.

6.4 CnenuajJHM ycJI0BHUS HAa CbXpPaHeHUe

3a PVC/PE/PVDC/anymunueBure o6aucrepu:
[a ce cpxpansBa pu remnepatypa nox 25°C.

3a 6enuTe OYTWIKHU OT TTOJIMETUJICH C BUCOKA IUTBTHOCT:

To3u nexapcTBeH NPOAYKT HE U3MCKBA CIICIIUAIHN YCIOBUS Ha ChXpaHEHHE.

3a yciioBUsATa Ha ChbXPaHEHHUE CJIeI 'bPBOHAYAIHO OTBAPSIHE Ha JIEKAPCTBEHUS MTPOAYKT BUXKTE TOUKA
6.3.

6.5 Bwuau chbabp:kaHue HA ONAKOBKaTa
Tracleer 62,5 mg dbunmupanu TabieTKu

PVC/PE/PVDC/anymunneBu Oauctepy, Chabpxany 14 GuamMupany Ta0IeTKH.
OnakoBkute chappxar 14, 56 niau 112 punmupany TaOneTK.
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Benu OyTHIKH OT MOJUETHIICH C BUCOKA IITBTHOCT C JIGCHKAHT CUITULIUEB TUOKCUJT Tell, ChABbPIKAIIH
56 ¢unmupanu TabNeTKH
OmnakoBKHTE ChIBPKAT 56 GUIMHPAHU TaOICTKH.

Tracleer 125 mg ¢buaMupany TabIeTKH
PVC/PE/PVDC/anymunueBu Onuctepu, cbabpkamy 14 ¢uamupanu TabneTku.
OmnakoBkuTe chabpxar 56 i 112 punmupanu TabneTku.

Benu OyTHIKH OT TOJHETHICH C BUCOKA IUTBTHOCT C ICCHKAHT CUJIUIMEB TUOKCH/T T, ChAbPIKAIIM
56 dhunmupanu TabICTKH
OnakoBKHTE ChABPXKAT 56 QUIMUPAHU TAOJCTKH.

He Bcruku BHIOBE OMAKOBKYM MOTAT Ja OBJAT IyCHATH B Mpoaaxoa.
6.6 CrhenmnajJHu npeanasHu MEPKH NPH U3XBBPJIsiHe U padoTa
Hsama CIICIIMaJIHA U3WCKBAHUSA ITPU U3XBBPJISIHE.

Heunsnon3BaHuAT IeKapCTBEH MPOIYKT WIN OTHAIPUYHATE MATEPUAIIH OT HETO TPsIOBa J1a ce U3XBBHPIIST
B ChOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

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

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PABPEHIEHUETO 3A YIIOTPEBA
Tracleer 62,5 mg dunMmupanu TabJIETKH

EU/1/02/220/001

EU/1/02/220/002

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

Tracleer 125 mg dhunMupanu TabIeTKH
EU/1/02/220/004
EU/1/02/220/005
EU/1/02/220/008

9. JATA HA II'bPBO PAZPEINABAHE/IIOJTHOBABAHE HA PAPELIEHUETO 3A
YIIOTPEBA

[Jata Ha mepBOTO paspemenue: 15 mait 2002 r.

Hata Ha nocneano noanoBsBane: 20 anpun 2012 1.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

02/2024
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IToapoOHa uHoOpMaLKs 3a TO3M JCKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHuus 1o Jiekapcraata http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 32 mg nucrneprupariu ce TabaeTKu

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

IToMOIIHO BEIIECTBO C U3BECTHO ACHUCTBUE

Bcesika qucneprupaiiia ce tabietka chabpika 3,7 mg acnapram (E951).

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

3a IBJIHUA CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA

Hucneprupaia ce TabneTka (TabIeTKN):

Bbneno-xbntu 1o nmoutn 6enu ¢ popMa Ha AeTeNnHa TaOIeTKH, pa3/IeiieH! Ha KBaIpaTh OT eJHaTa
CTpaHa, ¢ BIUIbOHATO pesieHO 03HadYeHue “32” oT ApyraTa crpaHa. Jlucneprupainara ce TabiaeTka
MOJKE J1a ce pa3/iesld Ha YETUPH PABHHU YACTH.

4. KJIMHWUYHU JAHHU

4.1 TepaneBTUYHU NOKA3aAHUSA

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 (MaAMONATHYHA W HACIEACTBEHA) OenoApoOHa apTepuaiHa XHIIEPTOHUS

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

. BenompoOHa aprepuaiHa XUIEPTOHUS, CBbP3aHa C BPOJICHU CHCTEMHO-0€JI0IPOOHH IIITBHTOBE U

¢uznonorus Ha AW3eHMEHTep.

Jloka3aHo € ¥ U3BECTHO OA0OpEeHNe IPH MAUeHTH ¢ 0eoApoOHa apTepuaIHa XUIEePTOHUS
¢ynkunonanes kiac Il mo C30 (Bx. Touka 5.1).

Tracleer e moka3aH ChIIO ¥ 32 HAMaJIsIBaHe Ha OPOsi HA HOBOTIOSIBIIIN C€ IMTUTAITHH yIepaliy 110
BBbPXa Ha MPBCTUTE MIPH NMALUEHTH ChC CUCTEMHA CKJIEPO3a U ChILECTBYBAILM YILEpal[iy 110 BbpXa Ha
npbcTUTe (BYK Touka 5.1).

4.2 Jlo3upoOBKa M HAYMH HA MPUJIOKEHHE

HauuH Ha npunoxxenue

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

PaztBopumuTe TabaeTKH TPSIOBA Ja Ce CIIOXKAT B JIHKHIIA C MAJIKO BOJa M TEYHOCTTA J1a ce pa30bpka, 3a j1a
ce YJIECHH Pa3TBapsHETO Npeu morabpiane. Omie Majako Boaa TpsOBa aa ce 100aBU B ILXKUIIATA 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 JIa € CUTYPHO, Y€ ISUIOTO KOJUIECTBO JIEKAPCTBO € MOT'bIHATO. AKO €
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HEo0XO0IMMO, JHCTIEpripanara ce TabjaeTka MoXKe Ja ce pa3JieNid KaTo ce CUYIH 10 MPOTEeKEHHE Ha
JUHUUTE, U3PI3aHN Ha TIOBBPXHOCTTA (BXK. TOUKA 6.6).

Jucneprupaiiara TadyeTka € mpoydeHa caMo MpH NeAuaTpuyHy nanueHTn. CpaBHeHHE Ha
OMOHATMYHOCTTAa MEXAY AUCTIEPTUPAIIH ceTabIeTKH 1 (PUIMHUpaHH TaOJIETKH HApaBEeHO MPH BB3PACTHU
MAIMEHTH NIOKa3Ba MO-HUCKA SKCIIO3UIHS Ha 0O3EHTaH MPH TUCTIEPTUPAIINTE Ce TAONETKH (BXK. TOUKa
5.2). llopanu ToBa, ynoTpebara UM MPU BB3PACTHH TPsIOBa Ja e OTPaHUYH CaMO JI0 MAI[UCHTH, KOUTO HE
MOTarT Jia IpueMar (QrIMHApaHu TabJICTKH.

2031/1[30131(3

BCJ'IOI[DOGHa apTeépuaiHa XUIICPTOHUA

Jleuenuero TpsiOBa qa Ob/ie HA3HAYABAHO M MPOCIICASBAHO CaMO OT JIeKap C ONUT B JICUCHUETO HA
BAX.

B onakoBkaTta e BritoueHa CUTrHaIHA KapTa Ha MAlMeHTa, PeI0CTaBsIla BakHa nHopManus 3a
0e30IMacHOCT, ¢ KOSTO MallMeHTUTE TPsIOBa []a ca 3all03HaTH MPEX 1 10 BpeMe Ha JieueHue ¢ Tracleer.

Bwspacmuu
[Tpu BB3pacTHM ManueHTy JeueHunero ¢ Tracleer TpsOBa fa 3amousa ¢ 103a OT 62,5 mg aBa MBTH

JTHEBHO 32 4 CEeJMUIIM, KOSTO CJIC]] TOBA CE MOBHILIABA JIO MOAbprKaIlaTa 03a ot 125 mg aBa mbTH
nHeBHO. ChIMTE MPENOPBKY Ce OTHACAT 3a TIOBTOPHOTO BKITIOUBaHe Ha Tracleer cie/ mpekbcBaHe Ha
JiedeHueTo (BK. Touka 4.4).

Teduampuuna nonyrayus

[legmatpranu papMakOKWHETHYHH TAHHH ITOKA3BaT, Y€ CPETHUTE TUIa3MEHH KOHIICHTPAINH 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
WITH [TPY TTOBUIIIABAHE HA I030BaTa YECTOTTA OT JiBa IbTH JHEBHO HA TPU IIBTH JHEBHO (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 rojuHa Harope, MpPenopbYNTEIHATA HauaIHA U MOAIbpIKalla 103a € 2 mg/kg CyTpuH U Beuep..

[Tpu HOBOpOIEHY ¢ TIepcucTHpalia oenonpobdHa xunepronus Ha HoBopoaeHoto ([IBXH), momsara ot
0o3eHTaH He € OmIa Mmoka3aHa Mpu CTaHAApTHOTO JeueHue. [Ipenopbku 3a J03upoBKaTa 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 (HalpUMep, HaMallsiBaHe Ha pa3cTosiHueTo noHe ¢ 10% mpu 6-
MHUHYTHHS TECT C XO/ICHE, B CPAaBHEHHUE C U3CIICABAHETO MPEIH JICUEHHETO), BRIIPEKHU TTOHE §-
ceIMUYHOTO JieueHue ¢ Tracleer (TapreTHa 103a Haii-Mallko 4 ceZIMHIIN), TPSIOBa J1a ce MUCIIH 32
anTepHaTHBHA Tepamnus. Bee mak, HIKOM MalMeHTH, KOUTO ciiel 8-ceqMUYHO JieueHne ¢ Tracleer He ca
MOKa3alil OTTOBOP, MOTaT Ja Ce MOBJIUAAT OIArONpUsTHO ciief ole 4 10 § ceAMHUIH JIeUueHHE.

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
(u3MyUecKy KarnanuTeT MpH NOBUIIaBaHe Ha J1o3arta 10 250 mg 1Ba mbTH JHEBHO. TpsOBa 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 criupaHde Ha Tracleer mpu marmenTn ¢ BAX e orpanmder. He ca HaGmrogaBanu
JIOKa3aTesICTBa 3a OCcThp pedayHn. Bee mak, 3a 1a ce mpeIoTBpaT Bh3MOKHATA MOSIBA HA YBPEXKIAIIO
KJIIMHUYHO BJIOIIABAHE IMOPAIU MOTCHIMATHUS peOayH T eeKT, TPsAOBa a ce MUCIHU 3a TIOCTEIICHHO
HaMaJsIBaHe Ha J03aTa (HaMajsBaHe J03aTa HAIMOJIOBHMHA 3a 3 710 7 MHM). 3a ITepro/ia Ha CITUpaHe Ha
JICUCHHUETO CE MPEropbUBa MHTEH3UBHO NpOCTeIsiBaHe. AKO € B3€TO pEIlIcHHE J1a ce IPEKPaTH
nedenueto ¢ Tracleer, ToBa TpsiOBa 1a CTaHE MOCTENICHHO, JIOKATO CE BHBEXK/Ia AITCPHATHBHATA
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 onakorkara e BkiitoueHa CHrHaJIHA KapTa Ha MalMeHTa, TPe0CTaBsIla BaKHa HHQopMaIus 3a
0€30MacHOCT, ¢ KOSITO MAI[MeHTHTE TPsAOBA Ja ca 3aM03HATH MPEIH U 110 BpeMe Ha jeucHue ¢ Tracleer.

Bvspacmnu
Jleuenneto c Tracleer TpsiOBa aa 3amoyne ¢ f03a oT 1o 62,5 mg ABa TETH THEBHO B MPOJBIDKCHUE Ha

4 ceaMuIM, KaTo CJEl TOBA 103aTa C€ YBEJIMYMU 0 JOCTUraHE Ha MOAAbpKallara Ao3a ot mo 125 mg
JBa IbTH AHEBHO. ChIIHUTE MPETOPHKHU CE OTHACAT 3a MOBTOPHOTO BKJIIOUBaHe Ha Tracleer ciex
NpPEKbCBAHE Ha JICUCHUETO (BK. ToUKa 4.4).

OmuThT ¢ KOHTPOIMPAHH KIMHUYHYU TPOYYBAHHS P TOBA MTOKa3aHHUE € OTPAaHUYCH 10
HPOIBIDKUTEITHOCT OT 6 Mecena (BkK. Todka 5.1).

PeaknusiTa Ha OBNIMsIBaHE HA MAIMEHTA OT JICYCHUETO U HEOOXOMMOCTTA OT MPOIbDKaBaHe Ha
TepanusTa TpsOBa PEIOBHO /a ce MojyIarar Ha npereHka. Tps0Ba 1a ce IpaBu BHUMATEIHA OLICHKA Ha
CHOTHOILIEHHETO MOJI3a/PUCK, KaTO Ce OTYMTA YEPHOAPOOHATA TOKCHYHOCT Ha O03eHTaHa (BXK. TOUKH
4.4u4.8).

Heduampuuna nonyirayus
Hsama nannun 3a 6e30macHOCT 1 e(PUKACHOCT TIpH MaruenTy 1oy 18-roxuniaa Be3pact. Hiama
nHpopMarus 3a papMakokuHeTHKara Ha Tracleer mpu Mayku fieria ¢ TOBa 3a00JsIBaHE.

CrernyanHu MoIyJIalin

Yeproopobno yspedxcoane

Tracleer e mpoTHBONIOKA3aH NPH MAIMEHTH C YMEPEHa JI0 TeXKKa YepHOAPOOHA TUCHYHKIHS (BXK.
Touku 4.3, 4.4 u 5.2). IIpu nanmeHTH ¢ IeKo 4YepHOAPOOHO yBpexaaHe (T.e., Child-Pugh kimac A) He e
HE00X0IMMO KOpUTHpaHe Ha jio3ara (BXK. Touka 5.2).

bvopeuno yepescoane

IIpn manmenTn ¢ 6p0peyHO yBpeXKIaHE HE Ce Hajlara KOpurupaHe Ha fgo3ara. He ce Hamara
KOpHTHpaHe Ha J103aTa NPH MalMeHTH, TOJIeKAIIN Ha Truanu3a (BXK. Touka 5.2).

Cmapuecka 6v3pacm
He ce nanara kopurupase Ha 103aTa Mpy MallMEHTH HA BB3pACT Haja 65 FOIMHU.

4.3 IIpoTuBOomOKAa3aHUS

o CBpBXUYBCTBHTETHOCT KbM aKTHBHOTO BEIIECTBO WJIM KBbM HSKOE OT NOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1
. YMepeHo 10 TeKKO YyepHOApoOHO yBpexaane, T.e. Child-Pugh knac B wiu C (Bxk. Touka 5.2)
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o OCHOBHH CTOMHOCTH Ha YEPHOAPOOHUTE aMHHOTpaHC(epasu, T.e., aclapTaT aMUHOTpaHche3a
(ACAT) w/unu ananuH amuHoTpaHchepasa (AJIAT), mo-BucOKU OT 3 X ropHara rpaHMiia Ha
mopmara (I'TH; Bx. Touka 4.4)

. EnHoBpemenHa ymotpeda Ha MUKJIOCTIOpUH 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 mpeaynpesxaeHus U NpeAna3Hyd MepKH NP4 ynorpeda

Eduxacnocrra Ha Tracleer npu manuentu ¢ Texxka BAX He e goka3zaHa. AKO KITMHUYHOTO ChCTOSTHUE
ce Biomana (BX. Touka 4.2), TpsOBa Aa ce 00ChIu IpeMUHABaHEe KbM Tepallvs, IperopbhuBaHa 3a
Texkara (paza Ha 3a00JIBaHETO (HAIPUMEp, ETIOITPOCTEHOIT).

He e ycranoBeH 6ananchT nomn3a/puck ot 0o3enrtan npu nauuentu ¢ BAX I ¢gyHkuuonaneH kiac,
cnopen knacudukanusita Ha C30.

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

He e nokazano, ue Tracleer uma GnaronpusiteH eekT BbpXy 3apacTBaHETO Ha ChIIECTBYBAIIN
JUTUTATHU A3BH.

YepuoapobHa hyHKIIUS

CBBp3aHOTO ¢ O03EHTaH MOBHUILABAHE HA YEPHOAPOOHNUTE aMUHOTpaHchepasy, T.€., acnapraT u
amaanH amuHOTpaHchepasn (ACAT w/mmu AJIAT), e mo3o3aBucumo. [IpomennTe B uepHOAPOOHUTE
€H3UMH OOMKHOBEHO BBH3HHMKBAT Mpe3 MbPBUTE 26 CEAMUIIM OT JIeYeHUeTo (BK. Touka 4.8). Te3n
MOKAaYBaHMsI MOXKeE Ja C€ JbJKAT YACTUYHO Ha KOHKYPEHTHOTO NOTHCKAaHE Ha SIMMHUHALMITA Ha
KITBYHUTE COJIM OT XEMAaTOLUTUTE, HO BEPOSTHO BHB BE3HUKBAHETO HA YEPHOAPOOHATA TUCHYHKIHS
ca BKJIIOYCHH U IpyTH MEXaHNW3MH, KOUTO HE ca HAITBJIHO YCTaHOBEHH. He e m3kioueHa
aKyMyJanusita Ha 003eHTaH B XeMaTOLUTHTE, BOJICIIA JI0 IIMTOJIN3a C Bh3MOXKHO TEKKO YBPEK/IaHE Ha
4epHus Jpo0, KaKTO ¥ UIMYHOJIOTMYEH MEXaHU3bM. PHCKBT OT YepHOIpOoOHa AMCYHKINS MOXKE 1 ce
HOBUIIH U ITPY €THOBPEMEHHOTO NPpUEeMaHe C 003EHTaH Ha JIEKapCTBEHH MPOIYKTH, KOUTO ca
WHXUOUTOPH Ha EKCIIOPTHATA MOMIIA 32 KII'BYHH COJIH, HAPUMEP, pUGaMITAIINH, TTHOSHKIAMHU/] 1
nukIocnopuH A (Bx. Touku 4.3 u 4.5), HO JaHHWUTE 32 TOBA Ca OTPaHUYEHHU.

HuBaTta Ha yepHOoaApOOHMTE aMUHOTPaHCc(epa3u TPAOBaA 1a 0bAAT U3CJIeABAHU NPeIH 3aNI0YBAHE
HA JICYEHHETO U CJIe] TOBAa HA HHTEPBAJIHU 0T eAMH Mecell JOKATO NPOJbJIKABA JIEYCHHETO €
Tracleer. OcBeH ToBa, HUBaTa HA Y€PHOAPOOHUTE aMHHOTPaHc(epas3u TpsioBa 1a ObaaT
U3CJIeABAHM 2 CeIMHIU cjle]] BCSIKO MOKaYBaHe Ha 103aTa.

IIpenopnLku B cav4uaii Ha nospuienu AJIAT / ACAT

Husa na ACAT / AJIAT IIpenopbku 3a JieyeHne U NMpPOCIeasiBaHe

>3u<5xITH PesynrareT TpsiOBa a Obie MOTBBPACH C BTOPO YEPHOAPOOHO
U3CIIeIBaHE; aKo € MOTBBPJICHO, TPSIOBa Jla ce pellld Ha MHAUBHyaIHa
0a3a Jganu Jja ce MPOABIDKY 10 Bh3MOKHOCT C HaMaleHa J103a
Tracleer, nnu na ce cnpe nedennero ¢ Tracleer (Bx. Touka 4.2).
[IpocnensBaneTo Ha HUBaTa HA aMUHOTpaHc(epasuTe TpsiOBa Aa
MIPOIBIDKH Hali-MaJIKO Ha BCEKH 2 CEIMUITA. AKO HUBaTa Ha
aMuHOTpaHc(epa3nuTe ce BbPHAT JI0 CTOWHOCTHTE MPEH JICUSHUETO,
TpsOBa a ce OOMHCIIN NPOIBIDKABAHETO WIIM IOBTOPHOTO BKJIIOYBAHE
Ha Tracleer, criopes onMcaHuTe MO-A0JY YCIOBHS.

>5u<8xITH PesynrareT TpsiOBa 1a Obie MOTBBPACH C BTOPO YEPHOAPOOHO
W3CIIe/IBaHE; aKo € MOTBLPJICHO, JIEUSHHETO TPSIOBA Ja ce CIpe U’
HUBaTa Ha aMUHOTpaHc(hepasuTe Ja ce Mpocie/sIBaT Hali-Mallko Ha
BCEKH 2 ceaMHIU. AKO HHBaTa Ha aMUHOTpaHcdepasure ce BbpHAT A0
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CTOHHOCTHTE MPEH JICUCHUETO, TPSIOBa Jia ce OOMUCIH TOBTOPHOTO
BKItOUBaHe Ha Tracleer, criope]] onvicaHUTE TTO-JIONY YCIOBHSL.

>8 xITH Jleuennero TpsiOBa ma ObIIe CIPSHO U Ja HE ce 00CHkKAa IIOBTOPHO
BKUTFOUBaHe Ha Tracleer.

B cayuaii Ha cBbp3aHa ¢ JieYeHHeTO KIMHUYHA CHMIITOMATHKA Ha YepHOAPOOHa yBpeaa, T.c€.
rajieHe, IIOBpBIIaHe, TeMIIepaTypa, 00JIka B KOpeMa, KbITEHHUIa, HeoOndaliHa OTITyCHAaTOCT WX
YMOPSEMOCT, IPUIIONOJ00CH CHHAPOM (apTpairus, MUAITHSI, TEMIIepaTypa), JJedeHueTo TpsadBa 1a
0b/e CIPSIHO M /1a He ce 00ChK1a MOBTOPHO BKJIOYBaHe Ha Tracleer.

IlosmopHo eéxiousate na aeyenuemo

IToBTOpHO BKIIOUBaHE Ha JedeHHETO ¢ Tracleer TpssiOBa ma ce 0OCHXKIA, caMO aKO TOTCHITMATHUATE
MOJI3U OT JieueHHeTo ¢ Tracleer HaBUIIABAT MOTECHIIMATHUTE PHCKOBE W KOT'aTO HUBATa HA
YepHOAPOOHNUTE aMUHOTpaHc(epasu ca B pAMKHUTE Ha CTOMHOCTUTE MIPEAH JICYCHUETO.
[IpenopbunTENHO € MHEHUETO Ha XemaTojor. [IoBTOpHOTO BKIIIOYBaHE TPsIOBa Aa Clie/iBa YKa3aHUSATA,
n30poeHu B Touka 4.2. B To3u cay4yaii HUBaTa Ha aMMHOTpPaHcdepa3uTe TpsidBa Aa ObIAT
H3CJIeIBAHM /10 3 THH cJie]l IOBTOPHOTO BKJIIOUBaHe, CJ1e/l TOBA OTHOBO CJie/] olie 2 Ce/IMULH H
NMO-HATATBK CIOpPe] FTOPHUTE NMPENnoPbKHU.

I'TH = ropna rpanuna Ha HopMara

KoHreHTpanus Ha XeMOrIo0nH

JledenueTo ¢ 003eHTaH € OMJIO CBBP3aHO C J0303aBHCUMO MTOHIKEHUE HA KOHIICHTPAILUATA Ha
xemoryioOuHa (Bx. Touka 4.8). [Ipu miamne6o KOHTPOJIMpPaHU IPOYYBAHUS, CBBP3aHOTO ¢ OO3CHTaH
MTOHIDKEHNE Ha KOHIIEHTPAIMATA Ha XeMOTTIO0OWHA HE Ce € 33IhJI00YaBAIIO, a Ce € CTAOMIM3UPAIIO CIIe
nbpBUTE 4—12 ceaMUIM OT JedeHueTo. [IpenopbuBa ce KOHIIEHTpaIUsATa Ha XeMOTJI00MHA Ja ce
M3CIIe/[Ba MIPEeIN 3ar0YBaHe Ha JICUEHHUETO, BCEKU MECEI] pe3 MbPBUTE 4 Mecelia, Cliel KOETO BEIHBXK
Ha Tpu Mecena. AKO Bb3HHKHE KIMHHYHO 3HAYMMO TIOHM)KEHHE Ha XEMOTJIOOMHOBATa KOHIIEHTPAIHS,
Tps0Ba J]a ce HaNpaBy JOMBIHUTEIHA OIIEHKA W U3CIIE/IBAHE 332 yCTAHOBSIBaHE HA IPUINHATA U
HEOOXOUMOCTTA OT CHEIU(PUUHO JeueHue. B mocTMapKeTHHIOBHS MEPHO/] ca ChOOIIECHU CIydau Ha
aHeMUsl, M3UCKBaIlla TpaHc(y3Hs Ha YePBEHH KPHBHHU KICTKH (BXK. TOuKa 4.8).

Kenu ¢ gereposieH DOTeHITHAI

Twit kato Tracleer Moske 1a HaNPaBU XOPMOHAJTHNATE KOHTPAIENTHBY Hee(DEeKTHBHH, OCBEH TOBA
CBILIECTBYBA PHCK OT BIIOIIaBaHe Ha OenojpoOHaTa XUIIEPTOHUS TP OPEMEHHOCT, KaKTO U
TepaTOreHHUTE eEeKTH, HAOIIOAaBaHU ITPH )KUBOTHU:

. Jleuennero c Tracleer He TpsiOBa 1a O'b/ie 3a1I0YBAHO IIPH JKEHU C JETEPO/ICH IOTEHIHAJ, OCBEH
aKo Te He M3II0JI3BAT HaJIe)K/IHA KOHTPALICTIIHS M PE3yJITaThT OT TecTa 32 OpPEeMEHHOCT Npein
JICYEHHUETO HE € OTPHLATENICH

° XOopMOHAJTHUTE KOHTPALICITUBY HE MOTaT Jia ObJaT €AMHCTBEH KOHTPAILICTITUBEH METOI T10
BpeMe Ha jiedeHue ¢ Tracleer
° ITo Bpeme Ha JIedeHHE ce IPENophHIBa 1a CE MPABSIT SKEMECEUHN TECTOBE 32 OPEMEHHOCT C T1eMT

PaHHO OTKpUBaHE Ha OpeMEHHOCTTa
3a JOBIHATENHA HHPOPMALTUS BHXKTE TOUKH 4.5 1 4.6.

BenonpobHa BEHOOKITY3UBHA 6omecT

NMa cpoOmieHus 3a ciiyyau Ha 0elo[po0eH OTOK IPH yroTpedara Ha Ba3oIMiIaTaTopH (TJIABHO
MPOCTAIMKIIMHHU) OT MaIMeHTH ¢ 00 JpoOHa BEHOOKITy3uBHA Oosect. Cle10BaTeTHO, aKo MPH
nedenuneTo ¢ Tracleer Ha manueHT ¢ BAX ce MosBAT npu3HaIK Ha 0€J10IpO0EH OTOK, TPsOBa J1a ce
¥Ma MpeABU Bb3MOXKHOCTTA 32 CBhp3aHa BEHOOKITY3HBHA 00siecT. B mocTMapKkeTHHTOBUS TIEPUOT €
MMAJIO PEIKH ChOOIIeHHS 32 OeToIpoOeH OTOK MpH MAIlUeHTH, JIeKyBaHU ¢ Tracleer, mpu kouto e
MMaJjio ChMHEHUS 3a 0e10po0Ha BEHOOKITY3UBHA OOJIECT.
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IlanuenTr ¢ 6ea0apoOHA apTepHaATHA XUIIEPTOHUS ¥ ChITBTCTBRAIIA JIEBOKAMEPHA HEAOCTATHYHOCT

He e npoBexaaHo cienuduyHO MpoyYBaHe MPU MAUEHTH ¢ 0eI0IpOOHA XUIIEPTOHUS U ChITBTCTBAIIA
neBokamepHa nucysakmust. O6ade 1 611 mamuentn (ot kouto 804 ca momygaBanmu 603enTan u 807 ca
MOJTyJaBaly IIanedo) ¢ TeXKa XpOHWYIHA chpAedHa HepocTtaThuHoCT (XCH) ca mekyBaHU chC cpeaHa
MPOJBKUTEHOCT OT 1,5 rogunu B mane60-KOHTpoIUpaHo npoyusane (mpoyusane AC-052-301/302
[ENABLE 1 & 2]). B ToBa mpoy4BaHe nMa MOBHUIIIEHA Y€CTOTA HA XOCTIUTATH3AINNTE, TBIDKAIIN CE
Ha XCH, npe3 mppBuTe 4—8 CEIMUIH OT JISYeHNETO ¢ 003€HTaH, KOETO MOXeE JIa € B pe3yJITaT OT
3aJpbXKKaTa Ha TCYHOCTU. B TOBa mpoy4BaHe 3aipbKKaTa Ha TSYHOCTH CE MPOSIBSIBA C PAHHO
HaJJIaBaHe Ha TErJIo, IOHWKCHA KOHIICHTpAIlHsI HA XeMOTJI00MHA U TI0-4eCTaTa IMosiBa Ha OTOIH 110
Kpakarta. B kpas Ha IpoydYBaHeTO HE € yCTaHOBEHA Pa3iifKa B YeCTOTaTa Ha XOCIIHTAU3AIMH BhB
BPB3Ka ChC ChpJCUHATA HEAOCTATHYHOCT, HUTO B CMBPTHOCTTA MEX/1y TAIIUCHTUTE, JICKYBaHU C
0o3eHTaH Wi ane6o. Ciie10BaTeHO, IPENOPhYBa CE MAIIMCHTUTE J1a ObJaT MPOCIIE/IIBaHU 3a
MIPU3HAIN 32 3aIpHKKa Ha TEUHOCTH (HAIpUMEp HaagaBaHe Ha TETJI0), 0COOCHO aKo CTpajaT OT
CBITHTCTBAIIIA TEXKKA CUCTOJHA TUCHYHKIHSL. AKO TAKMBA PU3HAIM CE MOSIBSIT, CE MPENOPHYBA Ja Ce
3aIll0YHC JICUCHUE C JUYPCTULIU WJIK JIa CC€ ITOBUIIHN A03aTa Ha IPUEMAHUTC OINUYPETHULIH. HpI/I nannuceHTHU
C TaHHH 32 3a/IPBXKKa Ha TEYHOCTH, JICUCHUETO C TUYPETHUIIH TPAOBA Jia ce 0OCHIU MPEIHU 3aM0uBaHe
Ha siederneTo ¢ Tracleer.

Benonpobua aprepuanna xunepronus, cebpi3ana ¢ HIV nndekuus

OnurhT OT KIMHUYHUTE MIPOYy4BaHus ¢ ynorpeda Ha Tracleer mpu nauuenTn ¢ 6enoapodHa
apTepualHa XUIepToHus, cBbp3ana ¢ HIV undekuus, 1eKyBaHN ¢ aHTUPETPOBUPYCHH JIEKAPCTBEHU
MPOAYKTH, € orpanmdeH (Bxk. Touka 5.1). [IpoyuBane BbpXy B3anMOACHCTBUATA MEX Ty O03€HTaH U
JIONTMHABHP+PUTOHABUP NIPU 3paBU MHAMBUIY [TOKa3Ba MOBUIICHH IJIA3MEHN KOHLIEHTPALMH Ha
003eHTaH C MAKCUMAaJIHA HHUBA Npe3 IbpBHUTE 4 THU Ha JieueHue (Bk. Touka 4.5). [Ipu 3anouyBane Ha
neuenue ¢ Tracleer mpu ManMeHTH, KOUTO C€ HYKAAAT OT pUTOHABUP-aKTUBUPAHH IPOTECA3HU
MHXUOUTOPH, TOHOCUMOCTTA Ha NanueHTa KbM Tracleer TpsiOBa BHUMATENHO /1a CE CJIEIH KaTo ce
00BbpHE 0cOOEHO BHUMAaHHUE, B HAYaJIOTO Ha BhBEXKamara ¢asa, Ha pucka OT XUIIOTOHUS U Ha
YepHOAPOOHHUTE (PYHKIIMOHATHH TecTOBe. [I0BUIIIEH IBITOCPOUYECH PUCK OT YEPHOPOOHA TOKCHYHOCT
Y XE€MAaTOJIOTMYHH HEXXeNaH! e()eKTH He MOraT Jia ObJIaT U3KIIIUYEeHHU IpH KOMOMHHUpaHa yrorpeba Ha
003eHTaH C aHTUPETPOBUPYCHU JIEKaPCTBEHU NPOAyKTHU. [lopaan noTeHnnana 3a TakuBa
B3aUMOJICHCTBUS, CBbP3aHH ¢ HHAyIUpaInus edekt Ha 6o3eHTaHa BEpXYy CYP450 (k. Touka 4.5),
KOITO MO>e J1a OKaxke eeKT BbpXY e(pUKacHOCTTa Ha aHTUPETPOBUPYCHATA Tepalnus, Te3U HalueHTH
CBHIIO TPsAOBaA Aa ObAAT NpoCie s IBaHN BHUMAaTENHO 110 oTHoweHue Ha HIV nndexuusra.

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

(XObBb)

Bbe3omnacHocTTa M MOHOCUMOCTTA Ha 003€HTaH ca MPOYYCHH IIPH EKCIIOPATOPHO, HEKOHTPOJIUPAHO
12-ceamuano npoyuBane nipu 11 manmeHTH ¢ 6enoapoOHa XUIepTOHus BCieACcTBHE Ha Texka XOb
(III crenen mo xnacupukanusara GOLD). HabmronaBanu ca moBuiieHa MUHYTHA BEHTHIIAIUS U
MOHMKEHO KUCJIOPOHO HACHII[AaHE KaTO Hal-4eCTOTO HEXKENAHO ChOUTHE € Ona AUCIIHES, KOSITO €
OT3ByYaBaJa cje] CHHpaHeTo Ha 0O3eHTaH.

EnnoBpeMenHa ynorpeda ¢ Ipyru JIEKapCTBEHU IPOIYKTH

EnnoBpemennara ynorpeba Ha Tracleer n nukiaocnoprH A € MpOTHBONOKa3aHa (BX. ToUkH 4.3 u 4.5).

EnnoBpemennara ynorpe6a Ha Tracleer ¢ rimmbenknamu, GiaykoHa3os U puQaMITHIIMH HE ce
MpenophYBa. 3a MoBedUe MOAPOOHOCTH BXK. ToUKa 4.5.

Ennopemennoro npuinarane Ha Tracleer, kakro ¢ naxuoutop Ha CYP3 A4, Taka u ¢ vHXUOUTOP Ha
CYP2C9 TpsibBa na ce n3bdsraa (Bx. Touka 4.5).
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IIoMomHO BenecTBo

Tracleer 32 mg nucneprupaiiy ce TabJIeTKH ChABPIKAT U3TOYHUK Ha (peHuIananuH (Acmapram —
E951). Tosa Mosxe a Ob/ie BPEAHO 32 HHIAUBUAN ¢ (DEHUIKETOHYpHs. JIMICBAT KAKTO KIIMHUYHH, TaKa
Y HeKJIMHWYHU JaHHM 33 yroTpebara Ha acrapraM MpH KbpMadeTa moj| 12-ceIMUuyHa Bb3pacT.

45 B3auMmopeiicTBHE ¢ IPYTrd JeKapCTBEHH MPOAYKTH U APYrd (popMH HA B3auMo/eiicTBHE

BosenTan e uaaykrop Ha 1utoxpom P450 (CYP) uzoersumure CYP2C9 u CYP3A4. Jlannute In vitro
npennonarat 1 uHAyKus Ha CYP2C19. CrienoBartenHo, mia3MeHUTe KOHIICHTPAINY Ha BEIIeCTBaTa,
KOUTO CE METa0OIM3UPAT OT T€3H U30E€H3UMH, IIe ObJAT NOHWKCHH MTPH SAHOBPEMEHHOTO TpUIaraHe
Ha Tracleer. TpsiOBa 1a ce MMa mpeABUT Bh3MOXKHOCTTA JIa CE MPOMEHU €(hSKTUBHOCTTA Ha
JIEKApCTBEHUTE MPOILYKTH, KOUTO CE META0OJIH3UPAT OT Te3H U30€H3UMH. MOXKe Ja ce HATOKHU
KOpHUTUpPaHE Ha J]03aTa Ha TEe3W MPOYKTH CJIE]] 3alI0YBaHe, MPOMSHA Ha J103aTa WK CIHpaHe Ha
CBHIIBTCTBAIIOTO JieueHue ¢ Tracleer.

Bbozentan ce merabomuzupa or CYP2C9 u CYP3A4. [ToTuckaneTo Ha Te3W H30CH3UMH MOXKE Ja
MOBHUIIIN TJIa3MeHaTa KOHIEHTpalusl Ha 003eHTaH (BUKTE KETOKOHA301). He e mpoydyeHo BIUSHHETO
Ha naxuouropute Ha CYP2C9 BBpXy KOHIIEHTpanuuTe Ha 003eHTaH. KoMOmHanusATa TpsioBa na Obae
M3I0JI3BaHa C MOBUIIEHO BHUMAHHE.

@nyxonazon u opyeu urxubumopu na CYP2C9 u CYP3A4: eqHOBPEMEHHOTO NpUjIaraHe ¢
¢aykoHa3o, koiito nmotrcka rimaBHo CYP2C9, Ho no m3BecTHa crened u CYP3 A4, moxe na noBene
JI0 TOJISIMO TIOBHUIIIABaHE HA MJIa3MEHUTE KOHIICHTpaluy Ha 6o3eHTaH. KomOnHanusTa He ce
npenopbyBa. [1o chlara npuyrHa He ce MPenopbyuBa eAHOBPEMEHHOTO MpuiiaraHe Ha Tracleer kKakTo
¢ momieH naxuouTop Ha CYP3 A4 (kaTo KeTOKOHA301, UTPAKOHA30JI MIIM PUTOHABHP), TaKa U C
naxuouTop Ha CYP2C9 (kaTo BOpHKOHA30M).

Cyclosporine A: enroBpemMenHoTO npuiarane Ha Tracleer ¢ ukIocmopu A (MHXHOUTOP Ha
KaJIIUHEBPUH) € MPOTUBOIIOKa3aHo (Bxk. Touka 4.3). [Ipu eqHOBpeMEHHOTO NpuiaraHe, HauaaHUTE
TUTa3MEHH KOHIICHTpaIMK Ha 003eHTaH ca MpuOIH3UTENHO 30-TbTH MM0-BUCOKHU OT T€3U, H3MEPEHU
cies; 003eHTaH, IPUIIOKEH caMocTosTeNHO. [Ipu cTanoHapHO ChCTOSHUE, TNIAa3MEHUTE
KOHILIEHTpalMy Ha 003eHTaH ca 3- 10 4-II'bTH HO-BUCOKH OT TE3H, U3MEPEHH ciiel] 003eHTaH, IPHIOKEH
CaMOoCTOSTETHO. MeXaHU3MBbT Ha TOBa B3aMMOJICHCTBUE € Hali-BEpOSITHO MHXUOUpPaHE OT CTpaHa Ha
[UKJIOCTIOPUHA HA MEAMUPAHOTO OT TPAHCIIOPTHHUTE MPOTEHHU MMOeMaHe Ha 003eHTaH OT
xermatouuTtute. KoHnenTpanunte Ha nukiocnopuHA (cyocrpar Ha CYP3A4) B kpbBTa HamamsBar
npubm3utenHo 50%. Tosa Hali-BepOATHO ce IbibkU Ha uHaykiusata Ha CYP3A4 ot cTtpaHa Ha
003eHTaH.

Taxpoaumyc, cuporumyc: €THOBPEMEHHOTO IpUIIaraHe Ha TaKpoJIHMyc Wi cuponumyc ¢ Tracleer e
€ U3CIIe/IBaHO IIPU XOpa, HO 110 aHAJIOTUsl C €IHOBPEMEHHOTO IIPUJIaraHe ¢ UKJIOCIIOPUH A,
€IHOBPEMEHHOTO IIpUJIaraHe Ha TaKpOJIUMYC Wi cupoiumyc ¢ Tracleer Moxke na oBene 10
MOBHUIIIaBaHE Ha TNIA3MEHUTE KOHIIEHTpalMy Ha 003eHTaH. ChIIbTCTBAIOTO JeueHue ¢ Tracleer Moxke
Jla HaMaJIi MIa3MeHUTe KOHIIGHTPAIMK Ha TaKpoJIMMyc U cuponumyc. [lopanu ToBa, enHOBpeMeHHaTa
ynotpeba Ha Tracleer 1 TaKpOJIMMYC MM CUPOJIUMYC HE ce npenopbusa. Ilanuenture, npu KOUTO
KOMOMHaNusATa € HaJOKUTENHA, TPsAOBa Ja ObJaT npocieiBaHd BHUMATEIIHO 32 HeXKeJIaHW PEeaKIUH,
cBbp3anu ¢ Tracleer, u 3a mIa3MeHUTE KOHIIEHTPAIIMU HA TAKPOIUMYC U CUPOJIHMYC.

Tubenxnamud: eqTHOBPEMEHHOTO NpuiiaraHe ¢ 0o3eHTaH 125 mg 1Ba MbTH JHEBHO B MPOIBIDKEHUE
Ha 5 JHM MMOHMXKAaBA IJIAa3MEHUTE KOHICHTpaluK Ha riubenkaamun (cyocrpar Ha CYP3A4) ¢ 40%, ¢
BB3MO)KHO 3HAYUTEIIHO HaMaJISIBAHE Ha XUMOTIMKeMUYHYsI epekT. [I1asMeHnTe KOHIIEHTPaluy Ha
003eHTaH ChIIO ce MoHmKaBaT ¢ 29%. OcBeH TOBa NPy NMAIMEHTUTE, MOTyJaBalid KOMOMHUPaHa
Teparnus, ce Ha0JIro1aBa Mo-TroJisIMa 4eCTOTa Ha MOBUIIaBaHe Ha aMuHOTpaHchepasute. KakTto
MIMOCHKIIAMHUIBT, TaKa ¥ 003CHTaHBT IMOTUCKAT SKCIIOPTHATA IIOMITA Ha YKIIbYHHUTE COJIH, KOETO OU
MOTJI0 12 00SICHY TIOBUIIICHUTE aMHHOTpaHCcepasn. Ta3n koMOMHamus He TPsOBa J1a ce U3II0JI3BA.
Hsama HannyHu naHHM 32 JEKapCTBEHUTE B3aMMOJCHCTBUS C IPYrUTe CyIhaHWITypEeHHH penapaTH.
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Pugamnuyun: nipu 9 31paBu NanyeHTa eTHOBPEMEHHOTO TIPUJIAraHe B MPOIBIDKCHUE HA 7 JTHU Ha
0o3eHTaH 125 mg aBa MbTH JHEBHO ¢ pudamuuiivH, MoiieH naaykrop Ha CYP2C9 u CYP3A4,
MOHIKABA TIA3MEHUTE KOHIICHTPAIUK Ha 003¢HTaH ¢ 58%, KaTo B OT/EIICH ClTydali TOBA TIOHUKaBaHE
6u Morio na pocturae moutu 90%. B pe3ynTar Ha TOBa ce O4aKBa 3HAUUTEIIHO HAMAJICH e)eKT Ha
003eHTaH NPU STHOBPEMEHHOTO MY MpHJaraHe ¢ pudpaMnuinuH. EqHOBpeMEHHOTO MpHilaraHe Ha
pudamnummH u Tracleer He ce mpenopbuBa. JIuncear nanuu 3a npyrure uHAyKTopH Ha CYP3A4,
HanpuMep kapbamazenuH, peHo0apOuTa, PEHUTOMH U KBJIT KAHTAPUOH, HO TAXHOTO €HOBPEMEHHO
MpUJIaraHe ce OYakBa Jia TOBee 10 HaMallsiBaHe Ha CHCTEMHATa eKCIO3UIHs Ha Oo3eHTan. He Moxe
Ja ObJie M3KITIOYCHO KITMHUYHO 3HAYMMO HaMallsiBaHe Ha e(DUKaCHOCTTA.

Jlonunasup+pumonasup (u Opyau pumoHasup- ROOCUIEHU NPOMEA3HU UHXUOUMOPU):
€IHOBPEMEHHOTO Ipujiarane Ha 6o3eHTan 125 mg qBa mbTH THEBHO U JIOMHUHABUP+PUTOHABUD
400+100 mg nBa TbTU JHEBHO 32 9,5 MHH TpH 3/1paBH JOOPOBOJIIU BOJIY JIO HAYAIHH IIA3MEHU
KOHIICHTPAIIMU Ha 003EHTaH, KOUTO Cca MPHOIU3UTEIHO 48-IIbTH MO-BUCOKH OT U3MEPEHHUTE CIIC]
CaMOCTOSITETTHO MpHIoKeHne Ha 6o3eHTaH. Ha neH 9, miiazMeHnTe KOHIEHTpauuKu Ha O03eHTaH ca
NPUOTU3UTEIHO 5 MHTH MO-BUCOKU OT TE3H MPU CAMOCTOSATEIIHO MTPUIIOKCHUE HA OO3CHTaH.
WNHXubupaHeTo OT cTpaHa HAa PUTOHABHUP HA METHUPAHOTO OT TPAHCIIOPTHUTE TPOTECHHU MPOHUKBAHE
Ha 603eHTaH B xenarorutute u Ha CYP3A4, Bogemo 1o peayiupane Ha KIUphHCa Ha O03€HTaH,
Hal-BEpOATHO NIPUUYMHABA TOBA B3aumojelcTrre. Koraro ce mpunara €eTHOBpPEMEHHO C
JIOTTMHABUP+PUTOHABHP WM APYTH PUTOHABUP-TIOACUICHH MPOTEa3HN MHXHUOUTOPH, TOHOCHMOCTTA
Ha manueHTa kpM Tracleer TpsiOBa na ce cienu.

Cren enHOBpEeMEHHOTO IpHiIaraHe Ha 003eHTaH 3a 9,5 THM IU1a3MEHHUTE EKCIIO3ULIMHU Ha JIONMMHABUP U
PUTOHABUD HaMaJISBaT A0 KIMHUYHO HE3HAYMMa creneH (¢ npubnausurentHo 14% u 17%, cbOTBETHO).
He3zaBucumMo oT TOBa IbjIHAa MHAYKIKS Ha OO3E€HTaH MOXKE a He ObJie JOCTUrHATA U IOCIIEABAIIO
MOHW)KaBaHe Ha MPOTEa3HUTE MHXUOUTOPH HE MOXKE J1a ce U3KiIroun. [IpernopbuBa ce moaxoasio
npocnenssane Ha HIV tepanusra. [TonoOHu edexT Morar a ce o4aKBaT U IPH JPYTH PUTOHABHP-
HOJICHIICHH TIPOTea3HH HHXUOUTOPH (BXK. TOuKa 4.4).

pyau aumupemposupycru 1exapcmea.; He MOTaT Jia ce HaIlpaBAT CeNU(pUIHHA TPENOpPbKU 10
OTHOIIICHWE Ha JPYTY HAIMYHYA aHTHPETPOBUPYCHH JIEKapCTBa, IIOpaIu JIuTica Ha naHHu. [lopamu
MoTyepTaHaTa XermaToTOKCHYHOCT Ha HEBUPAITHH, KOSTO MOKE JIa C€ aKyMYJIUpa C
XEMaTOTOKCUYHOCTTAa Ha 003€HTaH, Ta3u KOMOUHAIIMS HE Ce MPENopbyBa.

Xopmounannu koumpayenmusu: €THOBPEMEHHOTO MpUIarane Ha 003eHTaH 125 mg 1Ba MbTH THEBHO B
MPOIBIDKEHNE HA 7 THU C €IMHUYHA J103a MepOopajieH KOHTPAICIITUB, ChAbPIKAIl HOPETUCTEPOH 1 Mg
+ eTUHWI ecTpaaron 35 Mcg, Hamasea miomira moj kpueara (AUC — Area Under the Curve) Ha
HOPETUCTEPOH U €TUHUI €CTPaAno, cboTBETHO ¢ 14% u 31%. Ho HamansBaHETO Ha EKCIO3UIUATA
MIPU OTAEIHUTE NALKUEHTU € CbOTBETHO 110 56% u 66%. CieqoBaTesHO, CAMOCTOSITEIHO IPUIIOKEHU
KOHTpAaIIENTHUBU Ha OCHOBATa Ha XOPMOHU, HE3aBUCHMO OT ITHTS UM Ha BBBEXKIaHE (T.€. IEPOpaHH,
WHXXEKIIMOHHU, TPAHCICPMATHU WA UMILUIAHTHPYEMH JIEKapCTBEHH POPMH), HE CE CUUTAT 32
HAJEKIHA METOU 32 KOHTpanenuus (Bx. ToUku 4.4 u 4.6).

Bapgapun: ennopemennoto npuiarade ¢ 6o3zenrad 500 mg 1Ba IbTH JHEBHO B NPOIBJDKEHUE HA 6
JTHY TIOHFDKaBa IJIa3MEHHUTE KOHIICHTpAIMH KakTo Ha S-Bapdapun (cybcrpar vHa CYP2C9), Taka 1 Ha
R-Bapdapun (cyoctpat Ha CYP3A4), crotBeTHO € 29% 1 ¢ 38%. KnuHuIHUAT onuT C
KOMOWMHHPAHOTO MpuijiaraHe Ha 003eHTaH U Bapdapus npu nauueHTu ¢ BAX He e 10Ben 10 KINMHUYHO
3HAYMMH IPOMEHH B MexyHapoaHo HopManusupano ckotHotreHue (INR - International Normalized
Ratio) wnu B 1o3ata Ha BaphapuHa (M3X0IHO HUBO CIIPSIMO Kpas Ha KIMHUYHUTE poyuBaHus). OcBeH
TOBA, YECTOTATa Ha IPOMEHHTE B Jl03aTa Ha Bap(daprHa 10 BpeMe Ha MPOYUBaHUSATA, AbJDKAIIA CE Ha
npomenu B INR uim Ha HeXXenaHu peakyH, € CXOHa IIPH NalMeHTHUTe, NodyvYaBay O03eHTaH HIIH
riane6o. He ce Hamara kopekius Ha Jto3ara Ha BapdapruHa Wi Ha JPYTH MOJ00HN OpaTHU
AHTHUKOAryJaHTHHU CPEJCTBa IPH 3aIl04BaHe Ha JieueHHe ¢ 003€HTaH, HO CE MPENnopbYBa HHTEH3UBHO
npocnenssane Ha INR, oco6eHO B HaUaJI0TO Ha JICYEHUETO U B IIEPHOJIa HA TIOKAUYBaHE Ha /103aTa.
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Cumsacmamun: eTHOBPEMEHHOTO TIpHIarane ¢ 6o3eHran 125 mg ABa IbTH THEBHO B IPOIBIIKCHUE
Ha 5 THY TTOHIDKAaBa IUIAa3MEHHUTE KOHIICHTpaIuy Ha cuMBacTatH (cyoctpar Ha CYP3A4) u Ha
HETOBHS aKTUBEH META00NIUT B-XUIPOKCH KHUCETUHA, CbOTBETHO € 34% u c¢46%. [lnazmenure
KOHIICHTpAIMK Ha 0O3EHTaH HE CE MOBIHUIBAT OT ChITBTCTBALIOTO JICYCHUE ChC CUMBACTATHH. TpsOBa
Jla ce UMa MpenBU MpociielsiBaHe Ha HABaTa Ha XOJeCTepoia 1 TOCieIBalllo KOPUTHpaHe Ha J103aTa.

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 npubaM3UTENHO 2 bTU. He ce cunta, ye e HeoOX0IUMO J1a ce Kopurupa ao3ata 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
UTPaKOHA30JI MU puToHaBUp). Ho korarto ce komOuHupa ¢ naxubutop Ha CYP3 A4, npu nauueHture,
cinabu merabommzaropu Ha CYP2C9, nMma prcK OT TIOBHINIABaHE HA IIA3MECHUTE KOHIICHTPAIINH Ha
003eHTaH B MO-BUCOKA CTETEH, KOETO J1a IOBEIe 10 Bh3MOXKHI BPEIHU HEXKENaH! PEaKIINH.

Enonpocmenon: orpanndeHuTe JaHHU, OAY4YeHH OT mpoyusane (AC-052-356, BREATHE-3), npu
koeto 10 meauaTpuYHu NAlMEeHTH ca IpHeMalii KOMOMHANUATA OT 003EHTaH U eMONPOCTEHON COYaT,
Y€ KaKTO CJICA ITPUEM Ha €IMHUYHA, TaKa 1 Ha MHOT'O 103U, CTOMHOCTHUTE HAa MaKCHMaJIHaTa
koHueHTpaus (Cmax) ¥ Ha mommra noxa kpusata (AUC — Area Under the Curve) 3a 603eHTaH ca
NO000HH MPH MAIIMEHTUTE ChC WK 0€3 MOCTOSHHO BJIMBAHE HA €MOMPOCTEHOM (BXK. Touka 5.1).

Cundenaghun: eTHOBPEMEHHOTO TIpWIarane Ha 603eHTaH 125 mg ABa MbTH THEBHO (CTAMOHAPHO
TUTa3MEeHO HUBO) U crieHadmt 80 mg Tpu MbTH THEBHO (IIPU CTAIIMOHAPHO TIa3MEHO HUBO),
NpUJIaraHy €JHOBPEMEHHO B IIPOABIDKEHUE Ha 6 JHU IPH 3IpaBU J0OPOBOIIH, BOIH 10 63%
namansiane Ha AUC 3a cunenadun u 50% yeenudenue Ha AUC 3a 603eHTan. [Ipy e THOBpEMEHHOTO
UM IIpujiaralHe ce rnmpernopbyBa MOBUIICHO BHUMAHUC.

Taoanragun: 6o3eHtan (125 Mgy 1Ba IbTH JHEBHO) MOHMKABA CCTEMHATA SKCIIO3UITUS Ha Tajanadpul
(40 mg Bemubxk qHEBHO) € 42% U Cmax ¢ 27% ciiel MHOTOKPATHO €THOBPEMEHHO MpHIIaraHe.
Tamanadun vHe moBmusaBaekcozuiusaTa (AUC u Cmax) Ha 003€HTaH WM METa0OJTUTHTE MY.

Jlueokcun.: eMTHOBPEMEHHOTO NIpUJIaraHe Ha JUTrOKCUH ¢ 0o3eHTan 500 mg 1Ba MbTU JHEBHO B
NpOIb/DKCHUE Ha 7 JHW HamatsBa muiomra nox kpusara (AUC — Area Under the Curve),
MakcuMaTHaTa (Cmax) 1 MEHUMATHATA (Cmin) KOHIIGHTPAIWS HA TUTOKCHHA, ChOTBETHO 10 12%, 9% u
23%. MexaHu3MbT Ha TOBA B3aUMOJICHCTBUE MOXKE Jia Objie MHAYKIUS Ha P-rimukonporenna. Hiama
BEPOSATHOCT TOBA B3aMMOJCHUCTBHUE 1a ObJIC OT KIMHUYHA 3HAYUMOCT.

IlegpnaTpruHa monyJiamus

[IpoyuBaHus 3a B3aMMOJCHCTBUATA Ca MIPOBEKIAHN CaMO IIPU Bb3PACTHHU.
4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

BpemenHoct

IIpoyuBaHusATa IpH )KMBOTHH MTOKA3BAT PETIPOAYKTHBHA TOKCHYHOCT (T€PaTOT€HHOCT,
eMOPHOTOKCHYHOCT; BXK. Touka 5.3). Hsama HapexnHa nHpopManus 3a ynorpedaTa Ha Tracleer npu
OpemeHHM xeHU. [IoTeHIMATHUAT PUCK P XOpaTa Bce olle He € u3BecTeH. Tracleer e
NPOTUBOIIOKA3eH MPH OpeMeHHOCT (BXK. Touka 4.3).

KeHu ¢ geTepoaeH NOTCHIHAI

IIpenu 3amouBane Ha jeueHue ¢ Tracleer npu sKeHHU ChC 3ama3eH JACTEPOICH MOTEHIMA TPSAOBa J1a ce
MIPOBEPH, Y€ HE € HaJIHIle OPEMEHHOCT, TpAOBa Ja ce AaaaT MOAXOSAIIN ChBETH OTHOCHO HA/ICHK THU
METO/IY 3a KOHTPALICIIIKs, KaTo TPsOBa Jla Ce 3al04He U MPUIaraHeTo Ha MOXO/sIa KOHTPAIICIIIUA.
[TanimeHTHTE U JIEKApUTE, IPEIMUCBAIIY JICUSHUETO, TPSIOBA 1a 3HAAT, Y€ TOPaal Bb3MOXKHH
(hapMaKOKMHETUYHHU B3auMoieicTBus, Tracleer Moxe fa HanpaBu Hee(DEKTUBHUA XOPMOHAITHUTE
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KOHTparenTuBH (BX. Touka 4.5). [Topaau ToBa, ’KEHUTE ¢ IETEPOCH MOTESHIINAT HE TPSOBa 1a
W3M0J3BAT XOPMOHATHUTE KOHTPAIICTITHRHY (B TOBA YHCIIO MIEPOPATHU, HHKEKIIMOHHH, TPAHCIEPMATHU
wim o hoopMaTa Ha UMILIAHTATH) KaTO SJAMHCTBEH METOJI HAa KOHTPAIICTIIUS, a J]a 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 ¢ THHEKoJor. [Topanu chillecTByBaIiaTa BEpOsSTHOCT OT HEYCIEX OT MPWIATaHETO 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 npemnopbuBa 1a ce MPaBAT €KEMECEUHH TECTOBE 32 OPEMEHHOCT C I1eJI PAHHO OTKPHBaHEe
Ha OpEeMEHHOCTTA.

Kspmene

JlanHM OT cHOOIIICHUE Ha CITyYaid ONKMCBAT HAIMYKE HA 003EHTaH B KbpMaTa ¢ HUCKa KOHIICHTPAITHS.
Mma HemocTarpuHa nHGOpMaNus 3a epeKTUTe Ha O03CHTaH IPH KbpMadeTa. He Moxke 1a ce M3KITI0In
pHCK 3a KbpMaueTaTa. He ce mpenopsuBa Ja ce KbpMH 110 BpeMe Ha JieueHue ¢ Tracleer.

DepTUInTeT

[TpoyuBaHusTa MPY )KUBOTHH Ca MOKA3aIM TECTUKYJIapHU eekTH (BK. Touka 5.3). [Ipu kaumHu4HO
Npoy4BaHe, U3ceaBaIlo epeKTUTE Ha O03EHTaH BHPXY TEeCTUKYyIapHaTa (GYHKIUS TP NalUeHTH OT
MBKKHU 1011 ¢ BAX, mectuma ot 24 yuyactaunu (25%) ca uMann HaMaJieHa KOHLIEHTpalus Ha
cnepmaro3ouiu ¢ more 50% OT U3XOAHOTO HUBO ClieA 6-MeceyHo JieueHue ¢ 003eHTaH. B3 ocHOBa Ha
T€3W HaXOAKH U NPEIKIMHUYHUTE JaHHHU, HE MOKE JIa C€ U3KIIIOUH, 4Ye 003EHTaH MOXKE /1a UMa
yBpexIall eQeKT BbpXy cliepMaToreHe3ara npu Mexere. He Moske 1a ce U3KII0UN IBITOCPOYHO
BJIIMSHUE BBPXY (epTHIUTETA ciel JieueHHe ¢ 003€HTaH MU AeLa OT MBKKHU IO

4.7 EdexTn BbpXy cioco0HOCTTa 32 modupaHe 1 padboTa ¢ MAIINHH

He ca npoBexnanu cnennuyHN MPOyUYBaHUS 32 OLICHKA Ha Mpekus epekT Ha Tracleer BbpXy
CIoCOOHOCTTA 3a 1o upane U padoTa ¢ MaluHu. Bernpeku ToBa, Tracleer Moke 1a pUUUHH
XHUIIOTOHHS, ChC 3aMastHOCT,3aMbIJICHO 3pEHUE WM CHHKOII, KOUTO OMXa MOTJIX J1a TOBJIHSAT
CIocoOHOCTTA 3a Mo UpaHe WK PadoTa C MAITHHH.

4.8 Hexenanu JeKapcTBeHH peaKIUU

[Tpu 20 1urare6o KOHTPOIUPAHU IPOYUBAHMS, TPOBEACHU NIPU PA3INYHH TEPAIIEBTUYHU TIOKa3aHUS,
00110 2 486 manueHTH ca npuemMaiiv 003eHTaH B JHeBHA /103a oT 100 mg 1o 2 000 mg u 1 838
MaIMeHTH ca pueMaiy miane6o. CpenHaTa IpoIbIDKUTETHOCT Ha JieueHHeTo € Owa 45 ce MU,
Hesxxenanurte jgekapCTBEHU peakiiuu ce Ae(GUHUPAT KaTo ChOUTHS, KOUTO Bb3HUKBAT MPHU HAW-MaJIKO
1% ot npuemamuTe 003€HTaH NaIMEeHTH U ¢ Yectota none 0,5% mo-roisiMa OT Ta3u Ha MPUEeMAaIiTe
rutane6o naruenTy. Haii-uectuTe HexenaHu JIeKapcTBeHU peaknuu ca riiaBodomnue (11,5%),
OTOK/3apbkKa Ha TeyHocTH (13,2%), abHopMHM n3cneaBanus Ha yepHoapoOHaTa ¢pynkuus (10,9%)
Y aHEeMHUSI/TIOHMKEH XeMOoro0uH (9,9%).

JledenueTo ¢ 603eHTaH € OMIIO CBBP3aHO C J0303aBHCUMO ITOBHUINIABAHE HA YEPHOIPOOHHUTE
aMHHOTpaHc(hepasy U MOHMKABAHE HA KOHIICHTPAIIMATA HA XeMOTJI00MH (BXK. Touka 4.4).

HesxenanuTe jgekapcTBEHH peakinuu, HabMroaaBadu B 20 rmianedo KOHTPOIUPAHH MPOYUBAHUS U TIPH
MOCTMAapKETHHTOBUS OMUT ¢ O03EHTAaH, ca CTeNIEHYBaHH 0 YECTOTa KAaTO Ce U3IMOJ3Ba ClIeTHATA
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 YyecTOTa (OT HATMYHUTE 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/IT€ IIOKa3aHMs.
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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 TpomGonmTOneHus*
Heuectn Heyrponenus, neBkoneHus’
Hapyuienust Ha uMyHHaTa Yectun Peakuuu Ha
cucremMa CBPBXUYYBCTBUTEITHOCT
(BKIJTIOUBAILY IEPMATHT, ChPOEIK
uim 06puB)?
Penxu Anadunakcus u/uinm
anruoesiem’
Hapyuienus Ha HepBHaTa MHoro yectu I'naBo6onue®
cucrema Yectn Cunkon™ *
Hapyienus Ha ounte C Heu3BeCcTHA YeCcToTa 3aMBIIIEHO 3peHne’
ChHpaeuHy HapyIIeHHs Yectn [ManmmuTanuu® 4
CbI10BU HapyIICHUS Yectu 3auepBsBaHe
Yectu Xunorouus® 4
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
XENaTUT) W/HIH KbITeHHuat
(Bx. Touka 4.4)

Penxu

upo3sa Ha yepHus qPpo0,
4EpHOAPOOHA HEIOCTATHYHOCT

Hapymenus Ha koxxata u
MOJIKOKHATA ThKaH

Yectu

Epurem

0061y HapymieHus 1 eeKTH Ha
MSICTOTO Ha IIPHIIOKEHHUE
1

Mpmuoro yectu

OTOK, 3apBhKKa Ha TEYHOCTH"

JlaHHM, IOJyYEHH OT MOCTMAPKETUHIOBUS OIUT, YECTOTUTE CE€ OCHOBABAT HA CTATUCTUYECKOTO MOJEIMpAHE Ha
1are00-KOHTPOIMPAHU TaHHU OT KIIHHUYHO MTPOYyYBAHE.

iareoo.

anedo.
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Peakiiu Ha CBPBHX4yBCTBUTEIHOCT ca ChOOLIeHH pH 9,9% oT nanueHTure ¢ 6o3eHta u npu 9,1% ot nauueHTute ¢

I'maBoGomnue e crobmeHo npu 11,5% ot manuenTute ¢ 603eHTaH U npu 9,8% oT ManueHTuTe ¢ mianebo.
Te3u BUIOBE peakIiu CHIIO MOXKE JIa ca CBBP3aHHU C TOJISKAIIO0 3a00IIIBaHE.
OTOK WITH 33pHKKa Ha TEYHOCTHU € choOmIeH npu 13,2% ot maruenTure ¢ 603eHTan u npu 10,9% ot nanueHTuTe C




[To BpeMe Ha MOCT-MapKETUHTOBHS TIEPHOJL Ca ChOOIIICHH PEJIKH CIy4an Ha HEOOsSCHIMA ITMPO3a Ha
yepHUs Apo0 cliell IPOoIbIDKUTENTHO JieueHue ¢ Tracleer mpu ManueHT ¢ MHOXECTBO PUAPYKABAIIH
3a00J1aBaHus U TEPAIUH C JIeKapCTBEHH cpeAcTBa. MiMa chIio penky choOIIeHus 32 YepHOAPOOHA
HEJO0CTAaThYHOCT. Te3U ChOOIIEHUS MOACUIBAT 3HAUSHUETO Ha CTPUKTHOTO CIa3BaHE Ha SXKEMECCUHUS
rpaduk 3a KOHTPOJI Ha YepHOApPOOHATa (PYHKIINS, TOKATO Tpae iedennero ¢ Tracleer (Bxk. Touka 4.4)

IlequaTpuyHa DomyJaamus

HeKOHmpOJZLlpaHM KIUHUYHU npoy4Y6aHus npu ne()uampulmu nayuernmu

[TpoduabT Ha 6€30MACHOCT MPH MPH MIBPBOTO OTBOPEHO HEKOHTPOJIIMPAHO NETUATPUIHO TIPOYUBAHE
npoBeneHo ¢ punmupanu Tabnetkn (BREATHE-3: n = 19, cpeana Bp3pact 10 rogunau [1uamnazon 3—
15 ronunuu], 603eHTaH 2 mg/kg nBa MbTHU JHEBHO; MPOIBIDKUTEIIHOCT Ha JieueHue 12 ceqmuIim) e
nmomo0eH Ha TO3H, Ha0II01aBaH MPU OCHOBHH MTPOYYBaHUS NP Bb3pacTHH manueHTn ¢ bAX. Ilpu
BREATHE-3, naii-uecture HexxenaHu peaknuu ca 3adeppsBane (21%), rmaBobonme u aOHOpMHU
4epHOAPOOHH PyHKIHOHATHY TecToBe (16% Beska).

COopeH aHaIM3 HA HEKOHTPOJIMPAHH MTEHaTPHYHU POYIBaHus, poBeaeHu npu BAX ¢ 603eHTaH
32 mg nucnieprupamu ce Tabnetkn (FUTURE 1/2, FUTURE 3/IIpogbmkeHne) BKIIOYBa 00II0

100 nena nekysanu ¢ 603eHTaH 2 mg/kg nsa meTu queBHo (N = 33), 2 mg/kg Tpu IbTH THEBHO

(n =31), unmu 4 mg/kg aBa meTH AHEBHO (N = 36). [IpH BKIIOYBAHETO, MIECT MAIIMEHTH ca OMIIH HA
BB3pacT MexIy 3 Mecena u | roguna, 15 mena ca Owin Ha Bb3pacT Mexay 1 u mon 2 roauHu U 79 ca
Omn Ha BB3pacT Mexay 2 u 12 roguan. MennaHnaTta Ha IPOABDKUTENIHOCT Ha JISYeHHE € Ona

71,8 cemmurnn (nmamazon 0,4—258 cenMuin).

[MpodunbT Ha Ge30MacHOCT HAa TO3W KOMOMHHUPAH aHaIU3 HAa HEKOHTPOJIMPAHU MeJUaTPUIHN
NPOYYBaHUs € MOJOOCH Ha TO3M HAaOI0/JaBaH MPY M3MUTBAHUATA C OCHOBHO 3HAYEHHUE IIPH BH3PACTHH
nanueHTn ¢ BAX, ¢ nskimodenne Ha HHPEKIUHUTE, KOUTO €A ChOOIIEHH MO-9eCTO, OTKOJIKOTO MPHU
BB3pacTHUTE (69,0% vs 41,3%). PasnukaTa B yecToTara Ha MHPEKIUUTE MOXKE YACTUYHO Ja C€ IBIDKU
Ha MO-bJIraTa MeMaHa Ha MPOABIDKUTETHOCT Ha €KCIIO3UIMATA B IIEAMATPUYHATA Tpya (MeanaHa
71,8 cenmuin), B cpaBHEHHUE ¢ Bh3pacTHU (MenuaHa 17,4 cenqmunm). Hali-uectuTe HexenaH! peakiiuu
ca MHQEKIMH Ha TOPHUTE JuXaTelHu mbTuma (25%), 6enoapodna (aprepuanna) xunepronus (20%),
Hazodapunrut (17%), mupexcus (15%), noppbinane (13%), Opouxut (10%), kopemua 6oska (10%) u
nuapus (10%). Hama 3Haunma pasiika B 4ecToTaTa Ha HEXKEIAHUTE Peakluy MKy NalleHTUTe Haj
¥ 110]] 2 TO/IMIITHA BB3PacT, KaTo ToBa ce 0azupa camo Ha 21 gemna nox 2 ToIUHHU, BKIFOYUTEITHO

6 marenTn Mexay 3 Mecena u 1 roguna. Hexxenanu mposiBu Ha 4epHOAPOOHU HapyIIEHUS U
aHeMHUsI/HaMaJIeH XeMOTJIOOMH ca HACTBIIMIIN ChOTBETHO 1pu 9% 1 5% OT manueHTure.

IIpu panmomusupaHo mIane6o-KOHTPOIUPAHO NMPOyUBaHe, MpoBeaeHo npu nanuentu ¢ [IBXH
(FUTURE-4), 06110 13 HOBOpOAEHY ca OWITH JIEKYBaHH ¢ AUCIIEPTHUPAIM ce TabIeTKr O03eHTaH B
no3a ot 2 mg/kg nBa mbTH AHEBHO (& MaMeHTH ca Oy Ha Tuiane6o). Meauanara Ha
MPOJB/DKUTEITHOCT Ha JIeueHHe ¢ 003eTaH U mianedo e Ouia, CboTBETHO, 4,5 qHu (auana3oH 0,5—
10,0 nuun) u 4,0 nau (uaTepBaN 2,5-6,5 nuu). Hali-uecTure HeXxXeIaHU MIPOSABU IPU HAIIMEHTUTE
JeKyBaHU ¢ O03€HTaH | Iu1anedo ca OWiIH, ChOTBETHO, aHEMUS MIIM HamaJieH XxeMorioouH (7 u

2 mauueHTH), renepanuzupad eneM (3 u 0 manuenTy) U nospbiuade (2 u 0 mangueHTH).

.Ha6ODaTODHI/I OTKJIOHCHHUA

OmknoHenus: 8 YepHoOpPoOHUMe U3CA0B8AHUS

Ilo BpPEMC Ha KIIMHUYHATA Oporpama, 10303aBUCUMUTEC ITIOBUIIIABAHWA HA ‘-IepHO,Z[pO6HI/ITe
aMI/IHOTpaHC(bepa?)I/I OOMKHOBEHO Ca BH3HHKBAIIH Ipe3 MbPBUTC 26 CCAMUIM OT JICUCHUCTO,
OOMKHOBEHO Ca ce Ppa3BUBAJI MMOCTCIICHHO U Ca OuyIn riaaBHO acuMIITOMHH. 1o BpEMCE Ha IT0CT-
MAapKCTUHI'OBHA ICPUOLT Ca C’LO6].L[€HI/I PEAKHU Ciiydau Ha IUPO3a U HEAOCTATbYHOCT HAa YCPHUA ,Z[p06
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MexaHU3MBT Ha TO3M CTPAaHUYCH eeKT He € siceH. ToBa NOBHIIaBaHEe HA aMHUHOTpaHCcdepasuTe Moxe
Jla ce MpeojoJiee CIOHTAHHO, KaTo JICYCHUETO MPOJIbKaBa ¢ MOIbpiKama ao3a Tracleer, wim cien
HaMaJlsIBaHE Ha J03aTa, HO MOXe Ja ObJie HEOOXOMUMO TPEKbCBAHE WM CIIMPAHE Ha JICYCHUETO (BXK.
Touka 4.4).

[Tpu 20-Te obeauHeHu Iane00 KOHTPOIUPAHU POYYBaHHS, IIOBUILIABAHETO HA YePHOAPOOHHUTE
amuHoTpaHchepasu > 3 x ['TH e mabnronaBano mpu 11,2% ot npuemaiiute 003¢HTaH NAIlMCHTH, B
cpasrenue ¢ 2,4% ot nmpuemMarniure ranedo nanueHT. [loumenns go > 8 x I'TH e nabmogaBano
npu 3,6% oT manueHTuTe, iekyBanu ¢ 6o3eHTtan u 0,4% OT mpuemaruTe mianedo nanueHTH.
[ToBumieHusiTa Ha aMUHOTpaHcepa3uTe ca O CBBbP3aHHU C ITOBHUIABAHE Ha OMIMPYOHHA

(=22 x I'TH) 6e3 nannu 3a 6unmnapna ooctpykuus npu 0,2% (5 nauneHTH) mpueMany 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 TTOBUIIICHU YEPHOIPOOHH
amuHoTpanchepasu > 3 x ['TH npu 2% ot manueHTHTE.

ITpu npoyusarero FUTURE-4 Bxirousaro 13 HoBoponaenu ¢ ITBXH nekyBanu ¢ 603ertan 2 mg/kg
JIBaIIbTH JHEBHO 3a M0-Mayiko oT 10 muu (nuanazon 0,5-10,0 quuM) HAMa cliyyau Ha YepHOIPOOHU
amuHOTpaHchepasu > 3 x I'TH no Bpeme Ha JledeHneTo, HO €AHH CIIy4Yaid Ha XENaTUT € HaCTBITHI 3
JTHH CJIeJ] Kpasl Ha JIeueHHeTo ¢ O03eHTaH.

Xemoznobun

IIpu mutane60-KOHTPOIMPAHU MPOYUYBAHUS MpPHU BB3PACTHH, IMOHIKABaHE HA KOHIEHTpalUsATa Ha
xemorsobuna o 10 g/dl.oT HayamoTo Ha NPOYYBAHETO € ChOOIICHO NHpu 8% OT MpUEMAITUTE
003eHTaH MAlUEeHTH U 1P 3.9% 0T mpueManuTe rianedo naueHTy (Bx. Touka 4.4).

[Tpu komOmEUpanusT aHamm3 Ha 100 gema ¢ BAX oT HEKOHTpOIMPaHH MEAUATPUIHU MPOYIBAHUS
FUTURE 1/2 u FUTURE 3/IIpoapmxenne, € ChOOIIEHO MOHMKaBaHEe Ha M3X0IHATA KOHIIEHTPAITUS
Ha xemorso6uH j10 o 10 g/dl mpu 10,0% ot manmentute. He e mmano nmonnxasane mox 8 g/dl.

ITpu mpoyuBaneto FUTURE-4, 6 ot 13 nexyBanu ¢ 603enTan HoBopojaenu ¢ [IbXH ca m3nuranu
MOHM)KaBaHE Ha XEMOIJI00MHA OT peepeHTHHs TUana3oH IPU U3XO0IHO HUBO JI0 MO 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 MPOABIKY HAOIIOICHUETO HAa ChOTHOLIEHHETO T0JI13a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEAULMHCKUTE CIICUATIICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
[I0JJ03UpaHa HeXellaHa PeaKkiysl Ype3 HallMOHAJIHATA CUCTeMa 33 ChOOIIaBaHe B!

W3npnHATENHA areHnus 1o JIeKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaitt: www.bda.bg

4.9 Ilpeno3upane

BozenTan e nmpuiaran B enuHryHa A03a 10 2 400 mg npu 3npasu uaausuay u 1o 2 000 mg Ha neH B
NPOABIDKCHUE Ha 2 Mecela IPY MalMeHTH Che 3a00JsIBaHe, pa3InyHO OT 0esI0poOHa XUIIEPTOHHS.
Haii-yecraTa HexkenaHa JeKapcTBeHa peakuus € Ouia riiaBo0oJIHe ¢ JieKa 10 yMepeHa HHTEH3UBHOCT.

I'omsiMoTo TIpeo3upane MOXKe Jia TOBEE A0 CHIIHO M3pa3eHa XUIIOTOHMSI, N3MCKBAIa aKTHBHA
MOJIKpena Ha ChpJeYHOCHA0BaTa cucTeMa. B meproza cien mykaHe Ha mas3apa, ce ChoOIaBa 3a eIuH
ciydaii Ha ipegosupane ¢ 10 000 mg Tracleer, npuet oT enuH roHoIIa. Toli € ©Maa CHMIITOMH Ha
rajicHe, MOBPbILIaHe, XUIIOTOHUSI, BUCHE HA CBST, IOTEHE, 3aMBIJICHO BIDK/IaHE. Bb3CTaHOBUII Ce €

39


http://www.bda.bg/

HaITBJIHO ciiel 24 Jaca ¢ MEpKH 3a IMOUTbpyKaHe Ha KPBBHOTO HaJIsATaHe. 3a0eiekka: 003eHTaHbT HE Ce
OTCTpaHsBa Ype3 XeMOTHAIH3A.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMUYHH CBOCTBA
®apMakoTepaneBTHYHA TPyIa: APyTH aHTUXHepTen3uBan jgekapcrsa, ATC kox: C02KXO01

MexaHu3bM Ha JIEHCTBUE

Boszenran e aBoeH enpoTenuH penentope aHtaroHucT (EPA) ¢ ahuHUTET KaKTO KbM €HIOTENUH A,
taka u KbM B (ETa 1 ETg) peuentopute. bo3entan HamansBa kakTo 06e10ApoOHOTO, Taka U
CHCTEMHOTO ChJIOBO CHIIPOTHBICHHUE, KOETO BOIM [0 IOBUILEH ChpAcUeH AeOUT, Oe3 1a ce MOBUIIaBa
CBhpPJECYHATA YECTOTA.

HespoxopmonsT enporenun-1 (ET-1) e equn OT Hali-MOIIHUTE W3BECTHH Ba30KOHCTPUKTOPH. Toit
MOJKe Ja foBefe 10 pudposa, KieThuHa mpordepanus, CbpAeYHa XUIepTpohus 1 peMOIeNIpaHe,
KaTo MOXe Jia MPUYMHU U Bb3NalieHne. Te3u ehekTH ce OChUIECTBABAT MOCPEJICTBOM CBHP3BAHETO HA
ennorenuHa ¢ ETa u ETg penientopute, pa3noyioxKeHU B KIETKUTE HA €HAOTENMyMa U IJ1aIKaTa
MycKynarypa Ha ceaoBete. Konuentpanuure Ha ET-1 B ThbKaHUTE U IU1a3MaTa ce MOBULIABAT IIPU
HSIKOM CHPJICYHOCHIOBH Pa3CTPONCTBA U 3a00JsIBaHUs Ha CheJMHUTENHATA ThKaH, B TOBa 4nciio BAX,
CKJIEpO/IEpMHUS, OCTpa U XPOHUYHA ChPJIE€YHA HEOCTATHYHOCT, UCXEMUS HAa MUOKap/1a, CHCTEMHA
XUTEPTOHUS U aTepPOCKIIepo3a, KOETo Mperoara natoreasara poist Ha ET-1 npu Te3u 3a0onsaBanus.
IIpu BAX u chpliedyHa HENOCTATHYHOCT, B OTCHCTBUETO HA €HAOTEINH PELENTOPEH aHTarOHU3bM,
MOBHILIEHUTe KoHIeHTpaluu Ha ET-1 ca cuiiHO cBBbp3aHu ¢ TeKECTTa U MPOrHO3aTa Ha Te3U
3a00JIsIBaHUSI.

Bo3enTan ce koHKypupa 3a cBbp3BaneTo ¢ ET-1 u apyrute ET nentuau, kakto 3a ETa, Taka u 3a ETs
pelenTopure, ¢ Majko mo-Bucok apunuret 3a ETa penenropure (Ki = 4,1-43 HaHOMOJIa), OTKOJIKOTO
3a ETg penenrropute (K; = 38—730 manomora). bo3enran e cienuduyen antaroauct Ha ET

PELENTOPUTE U HE CE CBHP3BA C JPYTU PELEITOPH.
Edukacuoct
Mooenu na sxcusomnu

Mopenu Ha )KUBOTHHU Ha OeNoApOOHA XUITEPTOHHS MOKa3BaT, 4¢ XPOHUYHOTO NEPOPAITHO TIPHIIaraHe
Ha 003eHTaH HamasBa 6enoJpoOHOTO CHIOBO CHIPOTUBIICHHUE U J1aBa 0OpaTeH X0 Ha
xunepTpodusaTa Ha 6enopoOHNUTE CHOBE U JAsiCHATa Kamepa Ha chpieTo. [Ipy Moienn Ha )KUBOTHU
Ha OenoapobHa ¢hubpo3a, 003eHTaH HAMAJSBA OTIIATAaHETO HA KOJIAareH B OenTe IpoOoBe.

Edhuxacnocm npu év3pacmuu nayuenmu ¢ 6e100pooHa apmepuanria XunepmoHus.

[IpoBenenu ca 1Be paHIOMU3UPAHH, IBOWHO-CIIETIH, MYJITULIEHTPOBH, IJ1ale00 KOHTPOIUPAHH
npoyuBanus ¢ 32 (npoyusane AC-052-351) u 213 (npoyuBane AC-052-352 [BREATHE-1])
Bb3pactHH nanueHT ¢ BAX -1V ¢pynkumonanen kinac mo C30 (mppBruHa 6enojpodHa
XUIEPTOHMS MK OestoipoOHa XUIIEPTOHHS, BTOPUYHA IJIaBHO Ha ckieponepmusi). Cien 4 ceamuiy Ha
0o3eHTaH 62,5 mg 1Ba MbTH AHEBHO, M3CIIEABAHATA TIOJABPIKAIIA J103a IIPH TE€3H MPOYYBAHUS €

125 mg nBa bt qHeBHO npu AC-052-351, 125 mg nBa neTu nHeBHO 1 250 mg [Ba ITH JHEBHO MIPH
AC-052-352.

BozenTan e 7o6aBeH KbM TEKyIIaTa T€panys Ha MAMEHTHTE, KOSTO OM MOTJIa J]a BKJIIOYBA
KOMOWMHAIMS OT aHTUKOATYJIaHTH, Ba30IMIaTaTOPH (HanpuMep, OJIOKEpH Ha KaJIIMEBUTE KaHAJH),
JUYPETHULIH, KUCJIOPOA U IUTOKCHH, HO HE M enoIpocTeHod. KoHTporbT e mianebo mitoc Tekymara
Tepanusl.
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[IppBUYHATA KpaifHa TOYKA B Kpasi Ha BCAKO MPOYUYBAHE € MIPOMSIHATA B U3BMHUHATOTO PA3CTOSHUE CIIE]T
6-MUHYTHO XOJIcHe Ha 12-Ta ceIMUIIA TIPU ITBPBOTO MPOYYBaHE U HA 16-Ta ceaMHuIIa IPU BTOPOTO
npoyuBaHe. M mpu qBeTe MpoydBaHus , ICYCHUETO ¢ 003CHTAaH BOJIU J0 3HAYMTEITHO MOBUIIIABAHE HA
¢dusnyeckus kamanureT. [Inane®o-KOpUrupaHoTo yBeUYaBaHe HAa H3MUHATOTO Pa3CTOSHHE B
CpaBHEHHE C Ha4aJI0TO € choTBeTHO 76 MeTpa (p = 0,02; t-rect) u 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 3HAYNMH, HO UMa
TEHACHINS KbM OJ00psaBaHe Ha (PU3NUECKHs KalauTeT B Tpymnara, npuemamnia 250 mg 1Ba IbTH
JTHEBHO.

[TomoOpenneTo B MI3MHUHATOTO Pa3CTOSHUE C€ YCTAHOBSIBA Ciiell 4 CeAMMUIIN JICUeHHE, CTaBa ChBCEM
SIBHO CJIE/ 8 CEAMMUIIM JICUCHHE U C€ MOAIBPKa 10 28-Ta CeAMUIIA MPU ABOUHOCIANIOTO JICUCHUE B
€lHa TIOJIrpyIa OT MOMyJalusITa Ha MalleHTHUTE.

B perpocniekTrBeH aHaIn3 Ha PECIIOHACHTUTE, Bb3 OCHOBA Ha IPOMEHUTE B U3MHUHATOTO PAa3CTOSIHUE,
¢ynkunonanuus kinac mo C30 u nucnHesTa npu 95 nanueHTa, paHAOMHU3HpaHu Ha 6o3eHTaH 125 mg
JIBa I'bTH AHEBHO B IJ1Ale00 KOHTPOIMPAHUTE NIPOYUBaHUs, € YCTAHOBEHO, Y€ Ha §-Ta ceaMHULa

66 manueHTH ca uMal ogoo0penue, 22 ca 6unn ctadbwHu 1 7 ca ce Brommwi. OT 22-Ta ManueHTH,
cTabunu3upany Ha 8-Ta cenMulla, 6 ca uManu noaoopenue Ha 12/16-ta cenmuiia u 4 ca ce BIOIIWIIH,
B CpaBHEeHHUE ¢ Hadanoto. OT 7 manueHTH, KOUTO ca OWITK BIOLICHU 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 HHBA3UBHUTC XCMOANHAMUYHU ITapaMETpPU.
Jleuenunero ¢ 6O3€HTaH € JJOBEJIO /10 3HAYUTEITHO YBEINYaBaHE HA ChPACYHUS HHIEKC, CBBP3aHO ChC
3HAYUTEITHO HaMalsiBaHe Ha 0eIoApoOHOTO apTepraiHo HalsTane, 0e10poOHOTO ChIOBO
CBIIPOTHUBIICHUE ¥ CPEJHOTO HAJSITaHE B ASCHOTO MpPEACHPIHE.

[Ipu neuenueTo c O03eHTaH € HaOMO1aBaHa peAyKIHA B cuMIToMaTrkaTa Ha bAX. M3cneaBanero 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 ¢ QyHKIIMOHATICH

kiac III, cnopen kinacudukanusra Ha C30 u 8% ca ¢ pynkunonanex 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 hyHkimnonanaus kiac mo C30 mo Bpeme Ha JBETe MPOydBaHUs ca
3HAYUTEJIHO MO-A00pH NIPU NpHUeMaIiyuTe 003€HTaH NallMeHTH, B CPaBHEHHE C MPHEMAIIUTe Tu1aneo
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%, ChbOTBETHO;

p = 0,0015).

I[Ipu paHIOMU3MPAHO, JBOWHOCIIAIIO, MHOTOIIEHTPOBO, IUIAle60-KOHTpoaupano npoyusane (AC-052-

364 [EARLY]), 185 manuentu ¢ 6enogpodHa apTepraiHa XUIepTonus GpyHknuonanes kiac 11 mo

C30 (cpenno 435 metpa, U3MHHATH 32 6 MUHYTH Ha HU3XOAHO HUBO) Ca MOJXy4MiIH 003eHTaH 62,5 mg
JIBa ITbTH AHEBHO B MPOIBIDKEHUE Ha 4 CeAMUIIH, ClIe KOETO ca MpeMHUHau Ha 125 mg nBa nbTH

nHeBHO (N = 93) uiu mnane6o (n = 92) B npoabiukeHne Ha 6 Mecela. BKIOYeHUTe MalueHTH ¢
GenonpoOHa apTepHaHa XUIIEPTOHHS ca Onny HenekyBanu (N = 156) uinm ca Ouim Ha NOCTOSHHA

no3a cunzgenapun (n = 29). [TbpBUYHKUTE CHCTABHU KPAWHU TOYKHU €A TIPOLIEHTHUTE IPOMEHH OT

M3XOJHO HUBO Ha 0emo1po0HOTO ¢ha0BO chpoTunicHue (bCC) n mpoMsHaTa CIIpsSMO H3XOTHOTO
HUBO Ha U3MUHATO Pa3CTOSHHE 32 6 MHUHYTH Ha IIECTHS Mecell, CpaBHeHH ¢ Tuianedo. Tabmunara mo-
JIOJTy WIIOCTpUpa aHaJIM3a Ha MPEABAPUTEIHO ONPEAEICHUS TPOTOKOI.

BCC (dyn.sec/cm®) Xonene 6 munyTH, PascrosiHue (M)
ITnane6o (N =88) |Bosentan (n=80) |Ilgane6o (n=91) |Bo3enTan (n=86)
W3xomHO HUBO 802 (365) 851 (535) 431 (92) 443 (83)
(BL); cpenro (SD)
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[Ipomsiaa cipsimo 128 (465) 69 (475) 8 (79) 11 (74)
BL; cpento SD

Edexrtu ot 22,6% 19
JIeUeHUE

95% noBsepuTenHa 34,10 4,42
rpaHuIa

P-CTOMHOCT < 0,0001 0,0758

AT = nosepurenna rparnna; bCC = 6enoapodHO ¢hI0BO CHIIpOTHBIEHHE; SD = cTaHIapTHO OTKJIOHEHHE.

JleuenneTo ¢ 6O3eHTaH ce CBbP3Ba C HAMAJICHHE Ha YeCTOTaTa Ha KIIMHUYHO BIIOLIABAHE, OMPENEICHO
KaTO ChCTaBEHO OT MPOTPECHs HAa CHMITTOMHTE, XocTHTanm3anus mopaan bAX u cMbpT, B cpaBHEHHE
¢ mane6o (MPONoPIMOHANTHO HaMalleHre Ha pucka 77%, 95% nosepurenen narepsan [[A1] 20 - 94%,
p =0,0114). EQekTsT 0T Ie4eHneTo e mpocieneH ype3 NoA00peHrne B KOMIOHEHTUTE Ha MIPOTpecs
Ha cumnTomure. HaOmrogaBaHu ca eqHa XOCIATAIM3AIs, Ib/DKAIIa ce Ha BiomasadHe Ha BAX B
rpynara, JieKyBaHa ¢ 003eHTaH, ¥ TPH XOCIUTAIN3aIliH B rpynaTa Ha anebo. [Ipu Beska rpymna Ha
JiedyeHHe € HabJIoaBaH €IMH CIy4yail Ha CMBPT Mpe3 HIECTTEe Mecela Ha IBOMHO-CIICTHU IEpUO]] Ha
MIPOYUYBaHETO, OPaJn KOETO HE MOJKE /1a CE HANPaBH 3aKII0UEHHUE 32 MPEKUBSIEMOCTTA.

JlaHHM 32 TPOIBIDKUTENEH IEPHUO OT BpeMe ca ChbOpaHu OT BCHUKHUTE 173 manueHTH, KOUTO ca
JISKyBaHU ¢ 003CHTaH B KOHTpOJIMpaHaTta ¢a3a U/Wiv ca MPEeMHHAIM OT I1ane0o Ha 003eHTaH 110
BpEME Ha OTBOPEHOTO Npoab/ikeHUueHa npoyuBaneto EARLY. Cpennara npoIbKUTETHOCT Ha
EKCIO3UIIUS Ha JieueHue ¢ 0o3eHTan e Ouna 3,6 = 1,8 ronunu (o 6,1 rogunn), kato 73% ot
NAalMEHTHUTE ca JIEKyBaHU Hal-MaJko 3 roaunu u 62% Haii-manko 4 roxunu. Ilanuenture 6uxa Mornu
Jia TIoNTy4at AOMBIHATENHO JieueHue 3a BAX, KakTo ce H31MCKBa Mpe3 OTBOPEHOTO MPOABIDKEHHE Ha
IIPOYy4YBaHCTO. ITo-romsimara yact oT MalUMEHTUTE Ca JUATHOCTULIUPAHU C UANOIIATUYHA WU
Hacnencteena BAX (61%). Karo wsino, 78% ot maimeHTHTe ca MPOabIKIIN ¢ GpyHKIHOHANeH Kiac |1
cnopen kiacudukanusata Ha C30. Ouenkute Ha Kaplan-Meier 3a npexxussiemocT ca cboTBeTHO 90% 1
85% na 3 ™™ u 4™ roguHa OT 3aMl0YBaHE HA JICUCHUETO. B chimute BpemeBu Touku, 88% u 79% ot
NalMeHTUTE HE ca UMaJy BiomaBaHe Ha BAX (onpezaeneHo kKaTo CMBPT MO BCSIKaKBa MIPUYMHA,
TpaHCIUIaHTaLus Ha 051 Apo0, aTpuaiHa CeNTOCTOMMS HITH 3all04BaHe HA MHTPABEHOCHO MU
MIOJIKO’KHO TIPOCTAHOMTHO JieueHue ). OTHOCUTETHHAT MPUHOC Ha MPEIX0KAANIOTO JISYEHHUE ¢ TIare0o
10 BpeMe Ha JIBOMHO-csinaTa (aza u Ha IpyTH JIeKapcTBa, 3all0YHATH 110 BpeMe Ha yIbJKeHaTa (daza
Ha OTBOPEHOTO MPOYYBAHE HE € U3BECTEH.

B npocriekTHBHO, MyJITHIIEHTPOBO, PAHAOMHU3UPAHO, TBOWHOCIIAIIO, TUIAIIE00-KOHTPOIUPAHO
npoyusane (AC-052-405 [BREATHE-5]) naumenture ¢ BAX, dynkimonasnen kiac 111 mo C30 u
¢usnonorus Ha A3eHMEHTep, CBbp3aHa ¢ BPOJeHO ChPAEYHO 3a00JsBaHe, ca ModydaBald 003eHTaH
62,5 mg nBa mbTH JHEBHO 3a 4 CeAMMIIU, Cliea KoeTo 125 mg aBa mbTH JTHEBHO 3a ote 12 ceamuiiy (n
= 37, oT xouTo 31 ca MUMaM MPEAUMHO JICCCH-JISB IBOMHO Haco4Baill IrbHT). OCHOBHATA I1EJI € Ja Ce
JIOKaXke, 4e O03eHTaH He BiolIaBa xumnokcemusita. Crnex 16 cenmuiiy, B rpynara Ha 003eHTaH
cpelHaTa KMCIopoaHa carypariius ce nopumana ¢ 1,0% (95% CI — 0,7%- 2,8%), B cpaBHEHHE ¢
rpynara Ha iane6o (n = 17), koeto moka3sa, ue 003eHTaH He BiolaBa Xunokcemusira. CpejHOTO
0eroIpoOHO CHIOBO CHIIPOTUBIICHHE € HAMaJICHO 3HAYUTETHO B TpyIaTa Ha 003eHTaH (KaTo
npeobnagaBanuaT epexT e HabmogaBaH B CyOrpynara OT HalMeHTH ¢ TBOWHO HacOYBall]
WMHTpakapanajeH meHT). Crnen 16 ceamuny, cpeAHOTO TUTale00-KOPUTHPAHO TIOBHIIIABAHE HA
M3MHUHATOTO Pa3CTOsIHUE C XO/eHe 3a 6 MuHyTH € 53 Metpa (p = 0,0079), koeTo nmoka3Ba nogoOpsiBane
Ha KarayureTa 3a ynpaxxHeHus. [[Bajecer U mecT MalueHTy ca IpOIbJDKIIN /1a TIoTydaBaT 003eHTaH
mo BpeMe Ha 24-cenmuunaTa (asza Ha oTBOpeHo npoasmkenne (AC-052-409) Ha mpoyduBaHeTO
BREATHE-5 (cpenna npoabKUTETHOCT Ha JeueHneTo = 24,4 + 2,0 ceiMUIIN) U KaTO LISI0
eduKacHOCTTa € OMa MoJUIbpKaHa.

OtBopeHo, HecpaBHHUTENHO MpoyuBaHe (AC-052-362 [BREATHE-4]) e nposeneHo npu 16 nanueHTH
¢ OenoapoOHa aprepuanHa xunepTonus, pyukuuonanex kiac 111 mo C30, cebp3ana ¢ HIV undexius.
[TanuenTuTe ca moy4aBanu 003eHTaH 62,5 mg aBa IbTH JHEBHO 3a 4 CeAMMIIH, clie KoeTo 125 mg
JIBa TbTU AHEBHO omie 12 cenmuru. Crieny 16-ceAMUYHO JIeUeHUE € OTYETEHO 3HAUYMTEITHO IMOI00peHe
B KamarmTeTa 3a YIpakHEHHs, B CPaBHEHNE C HAYaJTHUTE CTOMHOCTH: CPETHO IMOBUITIaBaHe TIPH 6-
MUHYTHHS TECT C XOJIeHe Ha pa3cTosaue oT 91,4 MeTpa, B cpaBHeHUe ¢ 332,6 MeTpa cpeaHN HaYaTHU
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croitHocTH (p <0,001). He Morar na Ob1aT HalpaBeHH CHITICCTBEHN U3BOAM OTHOCHO €(DEKTUTE HA
603eHTaH BbpXY €(DeKTUBHOCTTA Ha aHTHPETPOBUPYCHATA Tepanus.(BxK. Touka 4.4).

Hsama npoyuBanusi, KOUTO Ja IoKa3BaT OJaaronpusTHUTE e)eKTH OT JiedeHneTo ¢ Tracleer BEpXy
npexuBseMocTTa. Ho IBJITOCPOYHUST BUTAJIICH CTATYC € JJOKYMCHTUPAH MPH BCUUKUTE 235 MalMeHTH,
JIeKyBaHU ¢ 003€HTaH MpH JABETE OCHOBHU IT1ane0o KoHTpoiaupanu npoyusanus (AC-052-351 u AC-
052-352) u/vnu TeXHUTE IBE HEKOHTPOJIUPAHHU, OTBOPEHU MPOAbibKeHUs. CpenHaTa
MPOJBIDKUTEITHOCT Ha eKCIo3unusiTa Ha 0o3eHTaH € 1,9 rogunu + 0,7 ronunu; (MuH.: 0,1 roguHmy;
Makc.: 3,3 TOIWHA| ¥ MaIMeHTHTEe ca Ha0moaaBanu cpearo 2,0 = 0,6 roguau. bommuHCTBOTO OT
MAIUCHTUTE Ca JUArHOCTUIIMPAHU KaTO MbPBUYHA OenopooHa xunepToHus (72%) U pyHKIHOHAJICH
kiac I mo C30 (84%). B Ta3u o61ma nomynaus, olleHKUTe Ha npexuBsieMocTTa o Kaplan-Meier ca
93% u 84%, chboTBeTHO 1 M 2 TOIWHM CIIe]T 3all0YBaHe Ha JIeueHHEeTo ¢ 0o3eHTaH. OICHKUTE Ha
MIPEKUBIEMOCTTA Ca MMO-HUCKU B TIOJrPYIIaTa OT MAIUEHTH ¢ OeI0Ipo0Ha apTepraiHa XUTICPTOHHUS,
BTOPUYHA HA CHCTEMHa cKJiepo3a. OICHKUTE MOKE J1a Ca MOBJIMSHU OT 3a[I0YBAHETO HA JICYCHHUE C
eImonpocTeHoN Tpu 43/235 ManueHTH.

IIposedenu npoyusanus npu deya ¢ 6e100pOOHA APMEPUATHA XUNEPMOHUSL

BREATHE-3 (AC-052-356)

Ounmupanute TabIeTKu O03EHTaH ca OLEHIBAHN B OTBOPEHO, HEKOHTPOJIMPAHO MTPOYUYBAHE TIPH

19 negnarpuunn nanuenta ¢ BAX Ha Bp3pact ot 3 10 15 roguau. ToBa npoyuBaHe € Ch31a7eHO
MPEeTUMHO KaTopapMaKOKHHETHYHO TTpoy4YBaHe (BXK. Touka 5.2). [lanmeHTTe ca UManu mspBrUYHA
oenonpobHa xunepronus (10 maruentn) wim BAX, cBbp3aHa ¢ BpOJCHO ChPACYHO 3200 IsIBaHE

(9 marwenty) u pyuxiponanen kiac I, copen knacudukanusata va C30 (n= 15, 79%) unu xmac ||
(n =4, 21%) Ha u3xoxHO HKBO. [lanMeHTHTE ca OWIK pa3/IeieH! Ha TPU TPYIIH, B 3aBUCHMOCT OT
TEJIECHOTO TETJIO U I03UpaHu ¢ 003eHTaH MpHOIU3UTETHO 2 mg/kg 1Ba MBTH THEBHO B MPOJBIDKCHHE
Ha 12 ceqmuiy. [TooBrHATA OT MAIIMEHTUTE OT BCSKA IpyIa Beue ca OWIIU JICKYBaHH MHTPABEHO3HO C
€MOIPOCTEHOJ, KaTo J103aTa Ha ENOMPOCTEHOIa He € POMEHHA 110 BpeMe Ha MPOYyIBaHETO.
XemoauHaMuKata € uzcaeasana npu 17 naupenta. CpeIHOTO MOBUIIABAHE HA ChbPJACYHUS UHIIEKC OT
Hauaj10To Ha npoyusanero e 0,5 I/min./m?, namansaBaneTo Ha cpeaHOTO 6EN0APOOHO apTEPUATHO
Haysrane e cpenno 8 mmHg, a namanasanero Ha BCC e cpeano 389 dyn-sec-sm™. Te3u nogo6penus
Ha XeMOJIMHAMHKATa OT Ha4aJIOTO Ha MPOYYBAHETO Ca CXOHU ChC WK 0€3 eJHOBPEMEHHOTO
npujiarase Ha emnonpocteHos. [I[poMennTe B mapaMeTpuTe Ha TecTa ¢ HaToBapBaHe Ha 12-Ta ceamuIa
OT HAvYaJIOTO Ha MPOYYBAHETO Ca MHOTO HECUTYPHU M HE Ca 3HAYNMHU.

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

FUTURE 1 e oTBOpeHO, HEKOHTPOJIUPAHO MTPOYUBAHE MPOBEICHO C JUCIICPTUPAIIH CE Ta0JICTKH
003eHTaH NPUIIOKEHH B TIOJTbprKalia no3a 4 mg/kg nBa mpTr AHEBHO Ha 36 MAIMEHTH Ha BB3PacT OT
2 mo 11 roguan. ToBa mpoy4BaHe € Ch3AaJIEHO MIPETUMHO KaTo (hapMaKOKHHETUYHO MPOYyYBaHE (BXK.
Touka 5.2). Ha u3xoaHOTO HUBO, arueHTUuTe ca nMmanu uanonatudda (31 manuentu [86%)) wiu
¢damuina (5 nauuenta [14%]) BAX u ¢pynkimonanen kiac I, cnopen knacudukarusara na C30

(n =23, 64%) nu knac Il (n = 13, 36%). ITpu npoyusanero FUTURE 1, MeananaTta Ha €KCIIO3HIIUS
Ha npoyd4BaHoTo jJeueHue e 13,1 ceamunu (nuanaszon: 8,4 no 21,1). 33 or Te3u manueHTH ca
MOJYYHIIH TIPOIBJDKUTENHO JISYSHHE C AUCIIeprupaniyce TabieTky 003eHTaH B j103a 4 mg/kg 1Ba mbTH
naesHo 1o Bpeme Ha FUTURE 2 nekonTponupana ¢asza Ha NpoabKeHHE METUaHa Ha
MPOABIDKUTEITHOCT Ha ISUIOCTHOTO JieueHue 2,3 roaunu (quanaszoH: 0,2 mo 5,0 roguan). Ha
u3xoaHoto HuBo npu FUTURE 1, 9 manuenTy ca npuemMaiu enomnpocTeHo . 9 maiueHTs ca
3armoYHaiy 3a npbB T bAX-crenuduvHo 1eueHre no BpeMe Ha npoyusanero. Onenkara mo Kaplan-
Meier 3a BromaBane Ha BAX Bb3 OCHOBa Ha JIMIICA HA HEXEJIaHU ChOUTHS (CMBPT, TPAHCIUIAHTAIUS
Ha 0411 1po6 wim xocnutanu3anys 3a Biomasane Ha bAX) cien 2 roguaum e 78,9%. LsmmoctHara
OIIeHKa 3a 00111a npexxuBseMoct 1o Kaplan-Meier Ha 2 roaunu € 91,2%.

FUTURE 3 (AC-052-373)

IIpu ToBa OTBOpPEHO, PAHIOMHU3HUPAHO POYUYBAHE C AUCIIEPTUPAIY ce TabneTku 003eHTaH 32 Mg,
64 nena cbe crabmiHa BAX Ha Bb3pacT oT 3 Mecena 10 11 ronuHu ca OMiM paHAOMU3UPAHA Ha

24 cenmuiy neuenne ¢ 6o3eHTaH 2 mg/kg nBa mbTH AHEBHO (n = 33) uiu 2 mg/Kg Tpu IBTH THEBHO
(n=31). 43 (67,2%) ca 6uum Ha BB3pacT oT > 2 10 11 romuuwm, 15 (23,4%) ca 6mmu Mexmy 1 u
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2 roqunw, u 6 (9,4%) ca 6w mexay 3 mecenia u 1 ronuna. [IpoydBaHeTo € Ch3/1aJeHO PEANMHO
KaTo (papMaKOKHHETHYHO MpOy4YBaHe (BXK. TOYKa 5.2). U KpalHUTE TOYKH Ha e(hUKACHOCT ca CaMo
ekcruroparopau. Etnomorusara Ha BAX, criopen kmacudukarusata Dana Point, BKiIiouBa uanomnaTnaHa
BAX (46%), naciencreena bAX (3%), BAX cnen xopektuBHa cbpaedHa naTepBeHnns (38%) u BAX,
IIPY BPOJIEHO CHPJIEYHO 3a00sABaHe, CBbp3aHa ChC CUCTEMHO-ITYIMOHAPHH IIBHTOBE, BKIIFOUYUTEIHO
cunapoma Ha Eisenmenger (13%). [TanmenTute ca ¢ GpyHkumoHnaneH kiuac I, copen knacupukanusra
Ha C30 (n = 19, 29 %), xnac II (n = 27, 42%) nunu xnac 111 (n = 18, 28%) npu 3amouBaHe Ha
nmpoyduBaHaTa Tepanus. llpy 3amouBaHe Ha MPOyYBaHETO, MAIIMEHTUTE Ca JIEKYBaHH C JIEKapCTBa 3a
BAX (maii-uecTo camo ¢ HHXuOUTOp Ha ocdoanecrepasza tumn 5 [cumaenadmn][35,9%], camo ¢
6o3entan [10,9%] 1 ¢ koMOmHaNMs 0T O03eHTaH, mwionpocT U cuineHadwmt [10,9%]) u ca
npoasxui BAX TepanusTa cu o BpemMe Ha MpOY4BaHETO.

[Ipu 3anouyBane Ha MPOYYBAHETO, TO-MAJIKO OT ITOJIOBMHATA ydacTBamy nanueHTH (45,3% [29/64]) ca
mpreMaiy caMmo 0o3eHTaH 0e3 ma e komomanpad ¢ Apyro bAX-nexapcerso. 40,6% (26/64) ca ocrananu
Ha 003eHTaH MOHOTEpAIU Mo BpeMe Ha 24-Te ceIMHULIM Ha MPOYYBAHOTO JIeUeHHe Oe3 J1a M3MUTBAT
BlomaBaHe Ha BAX. AHanM3bT BKIIIOYBAI Lsj1aTa nomynanus (64 manueHTa) nokassa, 4ue 1mo-
rojiiMaTa 4acT ca OCTaHaJU IIOHe CTAOWITHH (T.€., 6e3 BIomaBaHe) B3 OCHOBA Ha HENEIHATPHIHO
cneur¢uyHa OLEHKa Ha (JyHKLUMOHANEH Kiac, cnopen kiacudukanusra Ha C30 (97% nBa nbtH
nHeBHO, 100% Tpu IMbTH JHEBHO) M 00IIaTa KIMHUYHA OlleHKa Ha jJekapure (94% nBa bTH JHEBHO,
93% Tpu IbTH AHEBHO) 110 BpeMe Ha jedeOHus nepuos. Onenkara no Kaplan-Meier 3a Brnomasane Ha
BAX BB3 OCHOBa Ha JUTICa HA HEXKEaHU CHOUTHSI (CMBPT, TPAHCIDIAHTAINS Ha OsUT Apo0 mim
XOCIUTaIM3aIus 3apaau Biomasane Ha BAX) cien 24 ceamuiiu € ¢b0TBeTHO 96,9% 1 96.7% B
rpymnuTe aABa IbTU JHCBHO U TPU IIBTU JHCBHO.

Hsma nanHu 3a HUKaKBa KIMHAYHA 1032 ¢ 2 mg/kg Tpu TbTH THEBHO B cpaBHEeHHE ¢ 2 mg/kg nBa
BT JHEBHO JI03UpPaHE.

Ilpoyusane, npogedeno npu HOBOpoOeHU ¢ nepcucmupauja 6e100poObHA XunepmoHus Ha
Hosopoderomo (IIBXH):

FUTURE 4 (AC-052-391)

ToBa nBOWHOCIIATIO, M1a1Ie00-KOHTPOIUPAHO, PAHIOMU3HPAHO TPOYUYBAHE TIPH JIOHOCEHU H
HEJIOHOCEHU HOBOPOJICHHU (TecTanmonHa Bh3pacT 36—42 cenmunn) ¢ [IBXH. [lanmentute che
cyOoITHMaseH OTTOBOP Ha MHXanaTtopeH a3otreH okuc (iINO) BbIpeKH Hail-Masko 4 gaca
MIPOBIDKUTEITHO JISUSHUE Ca JIEKyBaHH C JUCIIeprupaiy cetabietku 0o3eHTan 2 mg/kg nBa mbtu
nmaeBHO (N = 13) wim mumanie6o (N = 8) mocpencTBoM HazoracTpaiiHa COH/Ia KaTo JOITbJIHUTETHA
tepanus kbM INO 10 mbJIHOTO nipeyctanoBsBaHe Ha iNO WK 70 HEYCIeX Ha JIeYeHHETO (OMpeaeieHO
KaTo HEOOXOUMOCT OT eKCTpa-KopropainHa Mmemopanaa okcureHamus [ EKMO] unu 3amouBane Ha
aNTepHATHBEH MyJIMOHAPEH Ba3OAWIATaTOP) U 32 He TIoBede OT 14 mHu.

MenuanaTa Ha €KCIIO3HUITUS Ha IPOYUYBAHOTO JieueHue € 4,5 nuu (nmuamnaszon: 0,5-10,0) B rpymnata ¢
6o3enTan u 4,0 naU (AnamnaszoH: 2,5—6,5) B rpymara c miame6o.

P €3YyJITaTUTC HC ITOKAa3BAT AOII'bJIHUTCIIHA 110JI13a OT 003eHTaH IIpU Ta3U IOIyJIalus:

. Menuanara Ha BpeMe 10 TbHOTO ipeycranoBsiBane Ha INO e 3,7 nuu (95% noBepurenHu
rpanunu [CLs] 1,17; 6,95) ¢ 603entan u 2,9 auu (95% CLs 1,26; 4,23) ¢ umane6o (p = 0,34).

. CpenHOTO BpeMe 10 ITBJITHOTO NpeyCTaHOBsIBaHe Ha MexaHnyHata BenTwianust e 10,8 aan (95%
CLs 3,21; 12,21 nuu) ¢ 603enTan u 8,6 muu (95% CLs 3,71; 9,66 auwn) ¢ mare6o (p = 0,24).

. EnuH narueHt B rpymnara ¢ 003€HTaH € UMaJl HeyCIenHo JiedeHue (Hyxmaa or EKMO

OIpeeICHO O MTPOTOKOJI), KOETO € YCTAHOBEHO Ha 0a3aTa Ha IOBHIIECHUTE CTOMHOCTH Ha
WHJIEKCa HAa OKCHUTEHAIVS B paMKHUTE Ha § daca cjel IbpBaTa 1032 OT MPOYyYBAHOTO JIEKAPCTBO.
To3u marueHT ce € Bh3CTAaHOBWII B paMKUTEe Ha 60-THEBHIUS TIEPUO HA TIPOCIIEIBaHE.

KOM6MHCII/;M}Z C enonpocmeHoJl
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Kom6Ounamnusara Ha 603¢HTaH U eIONPOCTEHOI ¢ u3ciieaBana B Ase npoyusanus: AC-052-355
(BREATHE-2) n AC-052-356 (BREATHE-3). AC-052-355 € MyITHIIEHTPOBO, PaHIOMH3HPAHO,
JIBOMHOCIISTIO, TTapaJIeIHO TPYIIOBO MPOYyYBaHe Ha O03EHTaH cpellly Iane0o mpu 33 marueHTy ¢
Texka BAX, KOUTO ca Moy4aBaliu ChIIbTCTBAINA Tepanus ¢ enonpoctenosr. AC-052-356 e orBopeHo,
HEKOHTpoNmpaHo npoyusane; 10 ot 19-Te neanaTpuyHu MarueHTa ca Ok Ha ChITPTCTBAIIA TEPATTHS
¢ 603eHTaH ¥ enoIPOCTEHOI 0 BpeMe Ha 12-cenmMuaHOTO TipoyuBaHe. [Ipodunst Ha Ge3omacHOCT 3a
KOMOWHAIKATA HE CE € Pa3InuaBasl OT OYaKBaHUA MPOQIIT 32 BCEKH €IUH OT KOMIIOHCHTUTE U
KOMOWHMpaHaTa Tepamnws € MoHacsiHa ToOpe OT Jierata U OT Bb3pacTHUTe. KiimHuYHaTa mossa ot
KOMOWMHAIMATA HE € I0Ka3aHa.

Cucmemna CKeposa ¢ oucumanta s36ena bonecm

[TpoBeneHu ca ABE paHIOMHU3UPAHH, ABOHHO CIEMH, MYJITHIIEHTPOBH, IIAlle00 KOHTPOJIMPaHU
npoyuBanus npu 122 (mpoyusane AC-052-401 [RAPIDS-1]) u mpu 190 (mpoyusane AC-052-331
[RAPIDS-2]) Bb3pacTHu MaIMeHTH ChC CHCTEMHA CKIIEPO3a M JUTHTAIHA A3BeHa OoecT (MK B X014
Ha JUTHTaIHA s3BeHa 00JIECT, MM C aHaMHEe3a 3a IUTMTallHa s3BeHa 00JIecT Ipe3 NpeIxoaHaTa
roauHa). B mpoyusanero AC-052-331, nanuenTure € TpsOBaio Aa UMaT Hali-MaJlko e/IHa
HOBOIIOSIBIJIA CE€ AMTMTANIHA 513Ba, @ CPell ABETe MPOyUBaHus 0010 85% OT manueHTuTe JUruTaaHa
s3BeHa OoJecT e Omiia B X0/ KbM H3X0aHus MoMeHT. Ciieq; mpuinarane Ha 603eHTaH 1mo 62,5 mg nBa
I'BTH THEBHO B MPOABDKEHNUE HA 4 CeIMUIIM, TTIOAbpIKaIIaTa 103a, U3cleIBaHa B PAMKUTE U Ha JABETE
npoy4BaHus € omna mo 125 mg nBa mbTH AHEBHO. [IpOIBIKUTETHOCTTA HA IBOMHOCISTIOTO JICUEHHUE €
omna 16 cemmuru ipu npoyuBaneTo AC-052-401, u 24 cemmuru npu npoyuBaneto AC-052-331.

@DoHOBOTO JICUCHUE HAa CHCTEMHATa CKJIepO3a U Ha AUTUTAIHUTE SI3BH ca OMJIM pa3pelleHH, ako ca
OWIIM ITOCTOSIHHY B IPOABJDKEHUE HA MUHUMYM 1 Mecel peay 3aroyBaHe Ha JIEYCHUETO U Ipe3 LeIust
CPOK Ha ABOMHO-CJIETIUTE [IPOYIBAHUS.

BposiT Ha HOBUTE AWTUTAIHY SI3BH OT U3XOJAHOTO HUBO Ha MPOYYBAHETO JI0 KpaifHaTa My TOUYKa €
IPUET 32 OCHOBEH KPUTEPHUI U PH ABeTe NpoyuBaHus. JIedeHneTo ¢ 603eHTaH € JOBENO 10 MO-MajKo
Ha Opoif HOBOTIOSIBIIIM C€ AUTHTAIIHY SI3BH IPE3 NEpUoia Ha MpHiaraHe Ha JICUCHUETO B CPaBHEHHUE C
miane6o. B npoyusaneto AC-052-401, B cpoka Ha 16-CEIMUYHOTO JBOWHOCIIAIIO JICUCHHUE,
NalMeHTHUTE B IPyIaTa, JeKyBaHa ¢ 003€HTaH, ca Pa3BUIM CpeaHO 1,4 HOBOMIOSIBUIIM C€ TUTUTAITHU
SI3BH, CITPSIMO 2,7 HOBOIIOSIBUIIM C€ IUTHTAHHU s13BH B 1ane0o rpynara (p = 0,0042). B npoyuBaneTo
AC-052-331, B cpoka Ha 24-CeIMUYHOTO JIBOWHOCJISIIO JICYSHUE, ChOTBETHUTE CTONHHOCTH ca 1,9
crpsiMo 2,7 HoBomosBIIH ce quratanau s3u (p = 0,0351). U B aBeTe nmpoydBaHus Mpy HAlMEHTUTE
JIeKyBaHH ¢ 003€HTaH € UMaJIo I0-MaJjKa BEPOSTHOCT Aa CE MOSBIAT MHOXKECTBEHH HOBOIIOSIBUJIH C€
JUTUTAITHH S13BU B IEPHOJIA HA TIPOYYBAHUATA, KATO BPEMETO, KOETO € OMII0 HEOOXOJUMO 32
BBH3HUKBAHE Ha BCsIKa Clie/IBallla HOBOIMOSBIIIA C€ IMTUTAIIHA S3Ba MIPU TAKMBA MAIMEHTH € OMIIO TO-
IBJITO, B CPAaBHEHUE C BPEMETO M3HCKBAILO CE MPH JIeKyBaHUTE ¢ mianedo. EdexTsT Ha 603eHTaH 3a
HamaJsBaHe Ha OpOs Ha HOBOTIOSIBWIINTE CE€ IMTUTAITHH S3BU € OMJI II0-CHUITHO MIPOSIBEH NP TMAlUEHTH
C MHOKECTBEHU JTUTUTAIIHH SI3BH.

ITpu HUTO €AHO OT ABETE MPOyYBaHMA He € HaOt0JaBaH eeKT Ha 003eHTaH BbPXY BPEMETO 32
3a3/1paBsiBaHE HA JUTUTAITHUTE S3BU.

5.2 @apmakoKHMHeTHYHHM CBOWCTBA

(DapMaKOKI/IHeTI/IKaTa Ha 0O3eHTaH € JOKYMCHTHpPAaHa I'IaBHO IIPH 3/IpaBU UHAWBUIN. OFpaHI/IT-IeHI/ITe
JaHHU ITPU MaUCHTUTC MMOKA3BaT, Y€ CKCIIO3UIHATA HA 0o3eHTaH IpU Bb3paCTHU MAUCHTH C BAX e
HpI/I6.III/131/ITeHHO 2 IbTH I10-TOJIIMa, OTKOJIKOTO ITPpU 3[IpaByu Bb3PaCTHU WHAUBU/IU.

[Ipu 3npaBu nHIUBUAK, (hapMaKOKMHETUKATA Ha OO3EHTaH € J030- M BpeMe3aBucuma. KImuphHCBT 1
00eMbT Ha pa3npeielicHHe HaMaIISIBaT C IIOBUIIIABaHE HA HHTPABEHO3HUTE JI03U M HAPACTBAT C
BpemeTo. Cliesi mepopaitHo PUIIOKEHHE, CUCTEMHATa eKCIIO3UIHS € IIPOTTOPIIMOHAIHA Ha J103aTa 10
500 mg. [Tpu no-Bucoku nepopaiiiu 1034, Cmax 1 AUC ce noBuiaBat 1no-cjiado, a He
MPOTMIOPIIMOHAIHO Ha JI03aTa.
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AOGcopOrus

[Tpu 3apaBu HHANBUAM, aOCONMIOTHATA OMOHATMYHOCT Ha 003eHTaH e npubiamsutenHo 50% u He ce
MOBJIHSIBA OT XpaHaTa. MakcuMalTHUTE TJIa3MEeHN KOHLICHTPALIMK ce TOCTUTaT 3a 3—5 yaca.

Pasnpenenenue

BozenTan ce cBbp3Ba B romsima cremneH (> 98%) ¢ mia3MeHnTe IpOTeHHH, TIaBHO C aTOyMUHA.
bo3eHTaH He MPOHUKBA B EPUTPOIUTHUTE.

Crnen uHTpaBeHO3HA J103a OT 250 mg € ycTaHoBeH 00eM Ha pasnpeaencHue (Vss) oT okono 18 mutpa.

BI/IOTDaHCd) opManyia ¥ CJIIMMUHAINA

Crnen equHIYHA HHTPAaBeHO3HA /1032 oT 250 mg, ocBoboxnaBaneto e 8,2 I/h. TepmunanauAT
MOTy>KUBOT Ha enmuMuHanmA (ti2) € 5,4 Jaca.

[Ipy MHOTOKpaTHO J03MpaHe, TUIA3MEHUTE KOHIIEHTPAK Ha O03CHTaH HaMAJISBAT IIOCTETIEHHO JI0
50-65% ot Te3u, HabM0AaBaHM MIPH NPUJIATAHETO HAa eAWHUYHA 03a. ToBa HaMassIBaHE BEPOSTHO Ce
JUBJKY Ha aBTOUHAYKIIMS HA METa0OIU3UPALITUTE YSPHOAPOOHH eH3uMHU. CTallMOHAPHY TIa3MEHHU
HUBa C€ JOCTUTAT B paMKUTE Ha 3—5 AHMU.

Bo3zeHTtan ce emuMHHMpPaA TOCPEACTBOM KITbYHA EKCKPELusl, cie]l MeTaboIu3npaHe B YepHHUs Ipod oT
nzoeHzumuTe Ha nutoxpom P450, CYP2C9 u CYP3A4. [To-manko oT 3% OT mpriIoskeHara opaiHa
J103a Ce OTKpUBA B ypUHATA.

Bozenran o6pa3yBa Tpu MeTabONINTa, KATO CAMO €ITUH OT TsIX € (PapMaKOJIOTHYHO aKTHBEH. To3u
MeTaboJIUT ce eKCKpeTUpa ITIaBHO B HEIIPOMEHEH BU/ Mpe3 JkIbukarta. [Ipy Bb3pacTHU MalleHTH,
W3JIaraHeTO Ha aKTHBHHA METaOONHT € MO-TOJISIMO, OTKOJIKOTO TPH 3ApaBu MHAUBUAW. [Ipu mamuenTn
C IaHHHM 32 HaJM4YHME Ha XO0JIeCTas3a, N3JIaraHeTo Ha aKTUBHUS META0OJIUT MOJKE JIa € TIOBUIIICHO.

Bozenran e unaykrop Ha CYP2C9 u CYP3 A4, kaTo € Bb3MOKHO a € uHAYKTOop cbiio Ha CYP2C19 u
Ha P-rimmkonporenna. Mu sumpo, 603eHTaH MOTHCKA EKCIIOPTHATA [TOMITA HA JKITBYHUTE COITU B
XEMaTOIUTHH KYJITYPH.

Jannaute un 6umpo moka3Bar, e 003eHTaH HIMAa 3HAYNM WHXHOUTOPEH e(heKT BhpXY U3CIIeIBAHUTE
m3oenzumu Ha CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). Ilopaau ToBa HE ce OYaKBa
003€HTaH Jia OBMIIIABA IJIA3MEHUTE KOHIICHTPAIMY Ha JIEKAPCTBEHUTE TPOIYKTH, META00IM3UPAHU
OT TE3U U30CH3UMH.

CpasHenue Ha hopmure

[Tpu papmakoxkmHeTHYHO KpbeTocaHo npoyuBane (AC-052-116), 16 3npaBu Bb3pacTHH WHAWBHUIN Ca
nonyuuin 62,5 mg 6o3eHTan noxa Gopmara Ha 62,5 mg punMupana tabiaerka wim 64 mg 603eHTaH
nox ¢popmata Ha 32 mg qucneprupamia ce tadnerka. Cres JISUSHHETO ¢ TUCTIeprupaIaTa ce
Ta0JeTKa, eKCIo3uIMATa Ha 003eHTaH € OKiIa MO-HUCKA OT Ta3u ¢ puiIMUpaHaTa TabiieTka
(cvoTHOMmEHNE Ha cpepnuTe reomeTpuunn 32 AUCo. 0,87 [90% ClI: 0,78, 0,97]). Tmax ¥ t12 Ha
003eHTaH He ca MOBIUSIHH 3HAYUMO OT opmara.

(DaDMaKOKI/IHeTI/IKa OpH CriCaJIHy MONyJIalilun

B®3 ocnoBa Ha N3CICABaHUA 00XBaT Ha BCsKa IIPOMCHIIMBA, ITPU Bb3paCTHATA MOITyJIaluAa HE CC
O4YaKBa (I)apMaKOKI/IHeTI/IKaTa Ha 003eHTaH Ja 61))16 ITOBJIMsSIHA B 3HAYUTCIIHA CTCIICH OT I10JIa,
TCJIECHOTO TCTJIO, pacaTa Uik Bb3pacTTa.

Ileduampuuna nonyrayus
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®dapMaKOKHHETHKATA € TIPOyYeHA MTPH NIeTUaTPUYHH NAMEHTH B 4 KIIMHUYHU NMPOYYBAHUS
(BREATHE-3, FUTURE 1, FUTURE-3 u FUTURE-4; Bx. Touka 5.1). ITopaau orpaHMdYeHNTE JaHHA
TIpH JIeT1a MO 2-TOJIUIIHA Bb3PacT, (papMaKOKHHETHKATa OCTaBa HEOCTAThYHO XapaKTepU3UpPaHa B
Ta3H Bh3pPacToOBa KaTeropusl.

ITpoyuBanero AC-052-356 (BREATHE-3) onensiBa papmMakoKHHETHKATA IPH €THOKPATHO U
MHOTOKPAaTHO NIepopaiHo 1o3upaHe Ha (hunMupanaTa Tadnerka 0o3eHTan npu 19 nema Ha BB3pacT OT
3 o 15 roguan manuienTn ¢ BAX, mpu KOUTO JO3UTE ca OMpPEneITHA Bh3 OCHOBA HA TEJIECHOTO TETJIO0
¢ 2 mg/kg nBa mbTH MHEBHO. [IpH TOBaA MpOyUYBaHE EKCIO3UIHSITA HA OO3EHTAH HAMAJISIBA C BPEMETO
M0 HA4YMH, ChOTBETCTBAII HA U3BECTHUTE aBTOMHIYKIIMOHHYU CBOWCTBA Ha Oo3eHTaHa. CpeaHuTe
croiinoct Ha AUC (CV%) 3a 603eHTaH NMpH MeuaTpudHu NalueHTH, JeKyBanu ¢ 31,25, 62,5 win
125 mg nBa nbTH AHEBHO, ca ChOTBETHO 3 496 (49), 5428 (79), u 6 124 (27) ng-h/ml, u ca no-HUCKH
ot croitHocTTa 8 149 (47) ng-h/ml, HabnrogaBaHa npu Bh3pacTHU nanueHTy ¢ BAX, noxy4aBamu
125 mg nBa mbTH qHEBHO. [Ipy cTaOMITHO MIa3MEHO HUBO, CUCTEMHATA CKCIIO3UIINS TIPU NIEAUATPHYHI
nanuentH, Texartn 10-20 kg, 2040 kg u > 40 kg, e cborBeTHO 43%, 67% U 75% OT cuCcTeMHaTa
EKCTIO3HITUS TTPH BH3PACTHH.

ITpu npoyuBaBaneTo AC-052-365 (FUTURE 1), Ha 36 nena ¢ BAX na Bb3pact ot 2 1011 roaunu ¢
BAX ca npunoxenn aucrieprupantu Tadietkd. He e HaO1romaBana 1030Ba MpOTOPIIHOHATIHOCT KaTo
CTaOMITHUTE TUIa3MEHU KOHIICHTpanuy Ha 603eHTaH u AUCS ca moi00HM NpY TIEPOPaTHH JJO3H OT 2 U
4 mg/kg (AUC.: 3577 ng h/ml u 3 371 ng h/ml crorBetHO ¢ 2 M@/Kg nBa meTH qHEeBHO U 4 MQ/KQg nBa
II'bTH I[HGBHO). CpeaHaTa CKCIIO3HUII U Ha 603€HTaH Ipu TE3U NCAUATPUIHHA MMAMUCHTH € OKOJIO
MOJIOBUHATA OT EKCIIO3ULMATA IPY BB3PACTHHU IMALMEHTH NPH MOJAbpKalia 1o3a ot 125 mg asa nbtu
JHEBHO, HO IIOKa3Ba MIMPOKO MPUIIOKPUBAHE C HAXOAKUTE IIPHU BB3PACTHH.

ITpu mpoyuBaneto AC-052-373 (FUTURE 3), koeTo mpuiiara Aucreprupaniy ce TabJIeTKy,
EKCIIO3MIUSATA Ha 0O3EHTaH P MAIMEHTH, JeKyBaHu ¢ 2 Mg/KQ Ba IbTH JHEBHO € CPaBHEHA C Ta3H
npu npoyuBaneto FUTURE 1. Ipu nsutoctHarta nonynaims (n = 31), 2 mg/kg 1Ba mbTu THEBHO €
MMaa 3a pe3ynrat aHeBHa excrosunus ot 8 535 ng-h/ml; AUC: e 4 268 ng-h/ml (CV: 61%). ITpu
NAalMeHTH Ha Bh3pacT MEXIy 3 Mecella U 2 ToJMHU JHeBHaTta ekcrosunus ¢ 7 879 ng-h/ml; AUC: e
3939 ng-h/ml (CV: 72%). ITpu narmenTH Ha Bb3pacT Mexay 3 mMeceria u 1 roguna (n = 2) AUC: e
5914 ng-h/ml (CV: 85%) u npu narueHTn Ha Bb3pacT mexkay 1 u 2 rogunu (n = 7) AUC: e

3507 ng-h/ml (CV: 70%). ITpu narmenTr Haj 2 roauan (N = 22) nHeBHaTa excrnosuims ¢ 8 820
ng-h/ml; AUC. e 4,410 ng-h/ml (CV: 58%). Jlo3upoBkara Ha 603eHTaH OT 2 mg/Kg TpH MbTU JHEBHO
HE € MMOBHUIIINIIA EKCIIO3UIINATA; JIHEBHATA ekcro3uiust € 7,275 ng-h/ml (CV: 83%, n = 27).

B®3 ocHoBa Ha HaxonkuTe pu npoyuBaBanuiata BREATHE-3 FUTURE 1 u FUTURE 3, u3rnexna,
4e eKCIIO3UIUATA Ha 003EHTaH JJOCTUTA IUIATO IPH MO-HUCKH 03U MIPY MeANATPHIHU MAIUEHTH,
OTKOJIKOTO TIPH Bb3pacTHH H, ue 1034 Haa 2 Mg/Kg nBa mbtu qHeBHO (4 mg/kg nBa mbTH THEBHO WK
2 mg/Kkg Tpu IBTH JTHEBHO) HE BOJSAT JI0 MO-TOJIIMA €KCIIO3UIIHsI HA OO3CHTaH NPH MeIUaTPUIHUTE
HalUeHTH.

ITpu npoyusanero AC-052-391 (FUTURE 4) npoBezieHO Ipy HOBOPOJICHH, KOHIICHTPAI[UUTE HA
0o3eHTaH ca 0aBHO M NPOIABIDKUTEITHO IMOBUIIABAHU 1IPE3 ITbPBHUS J1030B HHTEPBAII, KOETO € JIOBEJIO 10
aucka ekcriouims (AUCo.12 B 1s1a kpbB: 164 ng-h/m, n = 11). B crarmonapuoTo cserosaue, AUC: e
6 165 ng-h/ml (CV: 133%, n = 7), xoeTo e nogo0HO Ha eKCIO3UIIHATA, HaOJr0IaBaHa IPU Bb3PACTHU
nanuenTn ¢ BAX, kouto nmony4asat 125 mg 1Ba mbTH THEBHO, KaTo CE B3eMeE 110]I BHUMAaHHUE
CHOTHOIIIEHHETO Ha pa3npeliesieHue Ha KpbB/miazma 0,6.

He ca u3BecTHM nocIeUIIUTE OT T€3H HAXOJKH 110 OTHOIIICHHE HA XEMaTOTOKCHYHOCTTA. [10bT 1
€IHOBpEMEHHA YIoTpeda Ha MHTPABEHO3EH EMOMPOCTEHON HE OKa3BaT 3HAYHMTENEH eeKT BbpXy
(hapMakOKMHETHKATa Ha OO3eHTaHa.

Yeprodpobuo yepesicoane

[Tpu maruenTy ¢ jieko yBpeneHa yepHoapooHa ¢pyukmus (Child-Pugh kiac A), He ca HaOr01aBaHU
3HaYMMH [IPOMEHH BbB (papmakokuHeTnkara. CtanuoHapHoto cberostane Ha AUC 3a 003eHTaH € ¢
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9% mo-Bucoko U AUC 3a aktuBHUsA MeTab0auT, Ro 48-5033, ¢ ¢ 33% m0-BHCOKO MPH MAIUSHTHUTE C
JICKO YEPHOAPOOHO YBpPEXKAaHEe, OTKOIKOTO MPH 3J{PaBH JOOPOBOIIIH.

EdexTsT Ha ymMepeHo yBpeaena uepnonpoona ¢pyukuus (Child-Pugh knac B) Bepxy
(apmakokrHEeTHKATa Ha 003CHTAaH M HErOBHs IbpBHYeH MeTabonuT Ro 48-5033 e uscnenBan npu
IpOyYBaHe, BKIIOYBAIIO 5 MAIMEHTH ¢ 0eno1poOHa XUIIEPTOHUS, CBBP3aHa C IOPTAIHA XUIICPTOHHS 1
Child-Pugh knac B ueproapo6Ho yBpexkaane u 3 maientu ¢ BAX, cBbp3aHa ¢ Apyru IPHYHHN 1
HopMaiHa yepHoapoOHa ¢yHkuus. [Ipu manuentu ¢ Child-Pugh knac B yepHoapoOHO yBpexkaane,
cpennara (95% CI) AUC B cranoHapHO cheTosTHUE Ha 603enTan ¢ 360 (212-613) ng h/ml, T.e.,

4,7 mpTr n0-BrcoKa U cpenHata (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 NAMEHTH C HOpMallHa YePHOAPOOHA
¢dynkums (6o3enran: cpenna croitnoct [95% CI] AUC : 76,1 [9,07-638] ng h/ml; Ro 48-5033: cpenna
croitaoct [95% CI] AUC 8,57 [1,28-57,2] ng h/ml). Berpeku orpanuueHust Opoii Ha BKITIOYSHUTE
HAalMeHTH U BUCOKATa BAPHAOMITHOCT, Te3M TaHHU ITOKA3BaT MOYSPTAHO MOBHIIEHA EKCIIO3UIHUS Ha
003eHTaH 1 HeroBUs MbpBUUeH MeTaboauT Ro 48-5033 npu manueHTy ¢ yMepeHo yBpeneHa
yepHoapoOHa Qynkuus (Child-Pugh kmacB).

®dapMakoKHHETHKATa Ha O03E€HTaH HE € MPOYYeHa IIPH NAIMeHTH ¢ YepHOIpoOHO yBpexaane Child-
Pugh. Tracleer e mpoTrBOTIOKa3aH MPH MAIUEHTH C YMEPEHO 10 TEXKKO YEPHOAPOOHO yBpEeXKAaHe, T.€.
Child-Pugh kmac B unu C (Bx. Touka 4.3).

bvopeuno yepescoarne

[Tpu marmenTuTe ¢ TexKO ObOpeuHO yBpexkaane (kpeaTHHHHOB KiauphHC 15-30 ml/min.), mmazmenure
KOHILIEHTpalMy Ha 003eHTaH HaMansaBaT ¢ npubnausurentHo 10%. [Ina3smennTe KOHLEHTpanuy Ha
METa0OoIUTUTE Ha 0O3EHTaHa ce TIOBUIIABAT OKOJIO 2 IBTH MPH TE3U MAIHIEHTH, B CPABHEHHUE C
MalMeHTHTe ¢ HopMaiHa 0b0peuna Qynkuwms. [Ipu nanuenTrTe ¢ ObOpEUHO yBpEKIaHE HE CE Haara
KOpeKIus Ha Jo3ata. Hama cnienuduieH KIMHAYSH ONMUT IPH MAlMeHTHUTE, MOJICKANTH Ha THAITH3A.
[Mopanu pU3NKOXUMUYHUTE CBOMCTBA U BHCOKATa CTEIICH Ha CBBP3BAaHE C MPOTEHHUTE, HE CE OYaKBa
Jan3ara ja OTCTpaHu 003eHTaHa OT KPHBOOOPAIIIEHHETO B 3HAUNTEHA CTeNeH (BK. Touka 4.2).

5.3 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

2-TOMIITHO TIPOyYBaHe Ha KaPIIMHOTCHHOCTTA MTPH MUIIIKH ITOKa3Ba MOBHUIIIEHA YE€CTOTA HA
KOMOWHHPaHH XETAaToIeNyJapHu aJIecHOMH U KapIIMHOMH TTPH MBKKH, HO HE U TIPH KEHCKH MUIIKH,
MIPH TJIA3MEHU KOHIICHTPAIIUU OT OKOJIO 2 110 4 IIHTH HAJIBUINIABAIIY TUIa3MEHUTE KOHIICHTPAIINH,
JIOCTUTAHH [IPH TEPANEBTUYHH JI03U TIpU Xopa. [Ipu mrsXxoBe, nepopajiHOTO MpuiaraHe 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 0KOoJI0 9 10 14 mbTH HaIBHUINIABAIIN TUIA3MEHUTE
KOHLIEHTpAalUH, TOCTUTaHU IIPU TEPANEBTUYHH 103U MPU XOpa. TeCcToBETe 3a FeHOTOKCUYHOCT IIpU
0o3eHTaH ca oTpunaTenHu. Mima nmokasartencTa 3a Jiek qucbaiaHc Ha THPEOUTHUTE XOPMOHH,
MPUYUHEH OT 003¢HTaHa Npu IIbXoBe. Ho HsiMa joka3aresncTea 3a MoBiusBaHe QyHKIIMUTE Ha
MIUTOBUIHATA JKJIe3a (TUPOKCHH, THPEOUA-CTUMYJIIHPAII] XOPMOH) OT O03€HTaHa IIPH XOpa.

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

JlokazaHo e, ye 003eHTaHBT € TEPATOTSHEH MPH ILTHXOBE MPH IJIa3MEHH HUBA, TI0-BUCOKH OT 1,5 mbTH
MJIa3MEHHUTE KOHIICHTPALIUH, IOCTUTAHH [TPH TEPAIIEBTUYHHU 03U IIpU Xopa. TepaToreHHUTE ePEeKTH,
BKJIFOYBAIIM MaIpOpMaIIMK Ha IJIaBaTa U JIUIETO, U Ha FOJIEMUTE ChJIOBE, Ca J0303aBUCHUMHU.
[Ipunukure BHB BUa Ha Majdopmanuute, HaOmronasanu npu apyrute ET perientopHu aHTaroHUCTH
u mutkute ¢ nepurut Ha ET, cBunerencTsa 3a eekT Ha Kilaca MeaukameHTH. [lpu sxeHu ¢
JICTEPOJICH MOTEHIIMA TPSAOBA J1a Ce B3eMaT IOIXO/ISIIHU NMPEANa3Hu MEPKH (BXK. Touku 4.3, 4.4 u 4.6).

Pa3ButHeTo Ha TecTHKYIapHa TyOynapHa aTpous U HapyLIeH GepTHINTET ca OUIr CBbP3aHH C
XPOHUYHO MPHJIOKEHUE HA €HJAO0TENINH PEHENTOPHA aHTArOHUCTH TPU TPU3AYH.
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IIpu npoyuBanus Ha GepTUINTETA IPH MBXKHU H KEHCKH ITHXOBE , HE ca HabmoaaBanu eeKTn
BBPXY OpOs, MOABIKHOCTTA M KU3HECTIOCOOHOCTTA HAa CLIEPMATO30MIUTE, TIPY EKCTIO3HIINH,
HaJBHILABAIIN CHOTBETHO 21 1 43 IbTH 0YaKBaHOTO TEPANIEBTUYHO HUBO IPU XOpa, HUTO BBPXY
CHOCOOHOCTTA 32 YU(PTOCBaHE MM (EPTUIIUTET , HE € UMAJIO U HeXeJIaH! e(peKTH BbPXY Pa3BUTUETO
Ha TPeANMITIAHTAIIMOHHNS eMOPHOH WIIA UMILIAHTAIHATA.

Jlexo moBuIlIeHa YecTOTa Ha TOSIBA HA TECTUKYJIapHa TyOynapHa atpodus e Ha0mogaBaHa Ipu
TUTHXOBE, Ha KOWTO € JIaBaH opayieH 003eHTaH B HUCKH 1031 OT 125 mg/kg/nen (okono 4 mptr
MaKCHUMaJTHaTa MperophiBana mo3a mpu xopa [MITIX] n Hali-HUCKHTE TECTBAHU JT03H) B
NPOABIDKCHUE Ha IBE TOIMHHM, HO He Tipu BucokH oT 1 500 mg/kg/nen (okomno 50 mepti MIIJIX) B
npoabIDKeHue Ha 6 Mecena. [Ipu npoyyBane Ha TOKCHYHOCT IPH MOAPACTBAIIH ILTbXOBE, KBACTO
TUTBXOBETE ca JeKyBanu oT Jlen 4 post partum o Bs3pacTHH, ca HabIOJaBaHH HaMaJleHH aOCOOTHU
Terja Ha TECTHCUTE U eMUAWANMA 1 HamaJieH Opoli Ha CIIepMaTo30MAN B MUAUINMA CIIE
npexbcBaneTo. NOAEL e 6un crorBetHO 21 mpTH (B den 21 post partum) u 2,3 metu (Hden 69 post
partum) repaneBTHYHATa EKCIIO3UIHUS ITPH XOPa.

Brwnpeku ToBa, He ca ycTaHOBEHHU e(DEeKTH BHPXY OOIOTO Pa3BUTHE, PACTEX, CEH30PHHU, KOTHUTHBHU
(GYHKIINH 1 PETPOAYKTUBHO MOBeAeHNE TIpH 7 (MBXKKH) U 19 ()KEHCKH) ITBTH TepaleBTHIHATA
ekcrio3uys mpu xopa B Jlen 21 post partum. Ilpu Be3pactau (den 69 post partum) He ca ycTaHOBEeHH
HUKaKBU eekTd Ha 603eHTaH rpu 1,3 (MBXKH) U 2,6 (KEHCKH) TBTH TePAIeBTUYHATA SKCIIO3UIHS
nipu nena ¢ bAX.

6. DAPMAIEBTUYHHU JAHHU
6.1 Chnucbk Ha IOMOIIHHUTE BelleCTBA
[emyno3a, MUKpOKpHUCTaIHA

Kammmer xuaporenendocdar, 6e3BoaeH
Kpockapmenosa Harpuit

Cunuies TUOKCHU], KOJIOUIEH 0e3BOAeH
Bunena kucennna

Ecenuus Tytu-®Opytu

Acnapram (E951)

Anecyndam xanui

Marnesues creapar

6.2 HecnBMecTHMOCTH
Henpunoxumo.

6.3 Cpok 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 ChenmnaJHM ycJI0BHUS HA CbXpaHeHUe

a ce cexpanssa mox 25°C.

6.5 Bwuau chbabp:kaHue HA ONAKOBKAaTa

AstyMuHMI/aTyMHUHUEBH, 3alIUTEHU OT jena (peel-push) OsucTepu, KOUTO ChAbpXKAT 14 AucTeprupaiiu

ce TabJIeTKH.
OnakoBKUTE ChABPKAT 56 AUCTIEPTUPAITH C€ TaOIETKH.

49



6.6 ChnenuaJHu mpeana3Hu MEPKH NMPH U3XBBPJIsiHE U padoTa
Jucneprupamiara ce TableTKa ce ChbpiKa B 3all[UTEH OT Jiela OIucTep.

Bcesika nucnieprupariiia ce TabieTka MOXKe Ja c€ pa3TBOPH BB BOJIA M JIa CTaHE TEYHO JIEKapCTBO Upe3
npuOaBsSHETO Ha Ta0JIeTKAaTa KbM MaJIKO KOJIMYECTBO BOJIA B JILXKHIIA, U3MOJI3BAKH JOCTATHYHO BOJIA 32
MMOKPHUBAHETO Ha IsuaTa Tabnerka. KoraTo TabneTkara ce pa3TBOpH HATBITHO AaiTe TEYHOCTTA Ha
MaIeHTa.

AKo e HeoOX0JMMO, AUCTIeprupanara ce TadleTka MoXKe J1a ce pas/ielid, KaTo ce CUyIH M0 MPOTeKEeHUEe
Ha JIMHUUTE, U3PSI3aHN Ha TOBBPXHOCTTA. XBaHETE Ta0NeTKaTa MeXIy Majena 1 mokasajera, TOCTaBeH!
BBPXY BCSIKa OT JIBETE CTPAHM Ha €JIHA OT JIMHUUTE, 00bpHATA HArope, U CUyINeTe TabjaeTKaTa 1o
MPOTEKEHUETO Ha IMHUATA (BHKTE (DUTYpaTa MO-A0dy).

N

OcrananuTe 4acTH OT pa3jelieHara AuCIeprupaia ce TabaeTka Morar Ja ce ChbXpaHsT Ha CTaifHa

TeMIieparypa u TpsOBa Jia ce U3MOoJI3BaT B paMKHTE Ha 7 JIHU.

1. IMPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/02/220/006

9. JATA HA ITHPBO PASPEITIABAHE/ITOJHOBABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Hata Ha mppBOTO paspemenue: 15 mait 2002 r.

[ata Ha mocnenHo nmoxHosiBaHe: 20 ampun 2012 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

02/2024

[onpobna uHpopmanys 3a TO3M JEKapCTBEH NPOIYKT € MpeJocTaBeHa Ha yebcaiita Ha EBponelickaTa
areHIus 1o Jiekapceraata http://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 UBNCKBAHUA 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

HmMe m agpec Ha IpOW3BOAUTENIS, OTTOBOPEH 3a OCB060)K,I[aBaHCTO Ha NapTUIAUTC

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

Ileyarnara IMCTOBKA Ha JIEKAPCTBEHUS MMPOAYKT TPsiOBa Jja ChABPIKAa UMETO U aapeca Ha
MTPOM3BOANTENS], OTTOBOPEH 32 OCBOOOXTaBAHETO HA ChOTBETHATA MAPTH/IA.

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

JlekapCTBEHUSAT MPOAYKT CE OTITyCKa [0 OTpaHUuEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I:
KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2)

B. JAPYI'UM YCJIOBUSA U U3UCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

° IlepuoAUYHM AKTYAJU3MPAHM J0KJIaaAu 32 Oe3onacHocT (ITAJIB)

W3uckBanusra 3a nogaBane Ha ITAJIB 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 aKTyaIU3alUH,
myOJIMKyBaHH Ha €BPOTIEHCKHS yeOImopTal 3a JeKapCcTBa.

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

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

[TputexxaTenst Ha paspeiieHrero 3a yrnorpeba ([IPY) tpsoOBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JIECTBUS, CBBP3aHU C TIPOCiIe/sIBaHe Ha JIeKapcTBeHaTa 0e301acHOCT, mocoueHu B 000penus [1YP,
npezcraBed B Moayin 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCUUKH CIIE/IBAIIH 0JJOOPEHH
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 3HAYMMHU TIPOMEHH B
CHOTHOIICHHUETO I10J13a/PHCK, HIIH CIIe]] JOCTUTaHe Ha BaJKEH eTal (BbB BPB3Ka C MPOCIIE/IIBaHEe
Ha JIeKapCTBEeHaTa 0€30MacHOCT WJIM CBEXIaHE Ha PUCKA 10 MUHUMYM).

L JlombJHNTEIHN MEPKH 32 CBEXK/IAHE HA PHCKA 10 MUHUMYM

HporpaMaTa 3a 06yquI/1e CC CbCTOU OT CI/IFHa.]'IHa KapTa Ha rnmanueHTa, KOsATO TOI71 TpSI6Ba J1a HOCH CbhC
ce6e CH. O6H_[aTa el Ha CI/IFHaJ'IHaTa KapTa Ha ImanueHTa € aa o6pa3OBa NNAaIUEHTUTE OTHOCHO BaXKHa
uHpopMaIms 3a 0€30IaCHOCT, C KOSITO Te TPsIOBa Ja ca 3al03HATH IPEJAM U 110 BpEeMe Ha JICYCHHE C
Tracleer.

CurHajiHaTa KapTa Ha magueHTa, IIpe€aoCTaB€Ha KaToO 4acCT OT OIMaKOBKAaTa Ha MPOAYyKTa, uMa 3a 1eJI:

o Jla YIIECHU 3all03HABAHETO HA MAI[UCHTUTE C HEOOXOAMMOCTTA OT PEIOBHHU KPhBHU H3CIICIBAHUS
3a 4YepHOApoOHaTa (YHKITHSL.
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Ja nHpOopMHpa MAlMEHTHTE 3a Hy»K/AaTa Ja ce n305rBa OPEMEHHOCT U 1a CE OCUTYpHU
M3M0JI3BAHETO HAa €(PEKTUBHU KOHTPALETITUBHU MEPKU.
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MNPUJIOKEHMUE II1

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 TABJIETKHU

KAPTOHEHA OITAKOBKA/BJIMCTEPU

| 1. NME HA JJEKAPCTBEHUA NTPOAYKT

Tracleer 62,5 mg dbunmupanu TabieTKH

0o03eHTaH

| 2. OBSABABAHE HA AKTUBHOTO BELIIECTBO

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

| 3. CIIMCBK HA ITIOMOIIHUTE BEIMECTBA

| 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 HPEAYHNPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CBbXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCETI'A HA TELA

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

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

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

| 9. CHELUAJIHU YCJIOBHUSI HA CbXPAHEHUE

[a ce cexpanspa mox 25 °C.
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10. CHEIWAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKHMBA

| 11. HWME 1M AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

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

[13. TAPTHMJEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUNA 3A YIIOTPEBA

| 16. HMH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tracleer 62,5 mg

‘ 17.  YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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 TabaeTku

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 ETHA OITAKOBKA

56 ¢puiMupanu TabICTKH
112 ¢punmupanu tabiaeTku

[5. HAYMH HA NPWJIOKEHUE U I'bT(MILA) HA BbBEKJIAHE

IlepopaiiHo npuIIOKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CIHIEHUAJIHO ITPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

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

| 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOANMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 9. CIHEHMAJIHHU YCJIOBUS HA CbXPAHEHUE

[a ce cexpanspa mox 25 °C.
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10. CHEIWAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKHMBA

| 11. HWME 1M AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

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

[13. IIAPTHJEH HOMEP

[MapTuna:

[14. HAYMH HA OTIIYCKAHE

[15. YKA3AHUSI 3A YIIOTPEBA

[16. MH®OPMALIUS HA BPAILJIOBA A3BYKA

Tracleer 125 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoa ¢ BKJIIOYECH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 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 nucnieprupariy ce TabIEeTKH

0o03eHTaH

| 2. OBSABABAHE HA AKTUBHOTO BELHIECTBO

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

| 3. CIIMCBK HA ITIOMOIIIHUTE BEHIECTBA

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 pastBopumu Tabietku (14 X 4)

[5. HAYMH HA NPUJIOKEHUE U MBbT(UILA) HA BLBEKJIAHE

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CBbXPAHSBA HA MSICTO JAJIEHE OT HOTIVIEJA U TOCET'A HA JIELTA

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 cpxpansBa nox 25 °C.
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10. CHEIWAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKHMBA

| 11. HWME 1M AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

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

EU/1/02/220/006

| 13. HTAPTHJIEH HOMEP

[Taptuna:

|14. HAYMH HA OTIIYCKAHE

115.  YKA3AHWSI 3A YIIOTPEBA

[16. MH®OPMALMSI HA BPAIJIOBA A3BYKA

Tracleer 32 mg

‘ 17.  YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByu3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®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 BYTUWIKA/BYTUJIKH

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 62,5 mg ¢punmupanu TabIeTKH

Oo3eHTaH

| 2. OBSBABAHE HA AKTUBHOTOMTE) BEIECTBO(A)

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

| 3. CIIMCBK HA ITIOMOIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B ETHA OITAKOBKA

56 ¢unmupanu TabICTKH

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

IlepopaiiHo npuIIOKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CIIEHNUAJIHO IPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIEITA

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

| 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

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. CHEIWAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT TX,
AKO CE U3UCKBAT TAKHUBA

| 11. HWME 1M AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse
benrus

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

EU/1/02/220/007

| 13. HTAPTHJIEH HOMEP

[Taptuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA (OTHACS CE CAMO 3A
KAPTOHEHATA OITAKOBKA)

Tracleer 62,5 mg

17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/ (OTHACH CE
CAMO 3A KAPTOHEHATA OITAKOBKA)

JByn3mepeH 0apKoj ¢ BKJIIOYEH YHUKAIEH HICHTU(DHUKATOD

18. YHUKAJIEH WIAEHTU®PUKATOP — JAHHHU 3A YETEHE OT XOPA (OTHACH CE
CAMO 3A KAPTOHEHATA OITAKOBKA)

PC
SN
NN
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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/BYTHJIKHN

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tracleer 125 mg ¢punmupanu TabiaeTku

0o3eHTaH

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

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

[3.  CIUMCBHK HA HOMOUIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

56 ¢hunmupann TabneTKu

[5.  HAYMH HA MPUJIOKEHUE U MbT(MILA) HA BbBEXKJAHE

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEHE OT HOTIVIEJA U TOCET'A HA JIELTA

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 TbPBOHAYAIHOTO OTBAapsIHE.

Jara Ha oTBapsHe:

| 9. CHELHUAJIHU YCJIOBHUS HA CbXPAHEHUE
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10. CHELHAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPHUAJIM OT THAX,
AKO CE U3UCKBAT TAKHBA

11. HMME M AJIPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIOTPEBA

EU/1/02/220/008

| 13. TAPTHMJEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUNA 3A YIIOTPEBA

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

Tracleer 125 mg

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

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

18. YHHUKAJIEH WIEHTUH®UKATOP — JJAHHHU 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 IIPUTEXKATEJISI HA PASPEILIEHUETO 3A YIIOTPEBA

Janssen-Cilag Int

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. TAPTHJEH 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. TAPTHJEH 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. TAPTHJEH 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 JIM 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 npujiarateé JOMbJIHUTCIHA WX aJITCPHATUBHU
MCTOAH 34 KOHTpalCIus.

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

Bpemennocr

Tracleer Mmoxe a yBpeau pa3BUTHETO Ha IoAa. Ilopanu ToBa He TpaOBa a mpuemare
Tracleer, ako cre OpemeHHa, a OCBEH TOBa HE TpsiOBa Ja 3a0peMeHsIBaTe, JOKaTo
npuemate Tracleer.

Hemo IOBEYEC, aKO CTpaaaTe OT 6enoz[p06Ha XUNCPTOHU, HACTHIIBAHCTO Ha 6peMeHHOCT
MOXKE J1a BJIOIIH TCKKO CUMIITOMUTE HA BAIICTO 3a0oisBaHe. AKO noao3upare, 4e MOxe
Ja CTC 6peMeHHa, YBEAOMETC Bamus JICKap WJIHW T'MHEKOJIOT.

Kourpanenuus

[Ipenna3BaneTo oT 3a0peMeHsIBaHE Ha Oa3aTa HA XOPMOHH, HAIPUMEP IIEPOPATHH
KOHTPAIICTITUBY WK TaOJETKH MPOTHUB 3a0pEeMEHSIBaHE, XOPMOHAITHI WH)XEKIINH,
HMMIUTAHTATH WIIH IDTACTUPH 32 KOXKa 32 MpeIa3BaHe OT 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 Ipe/na3Bane oT 3a0peMensBane. HempeMeHHO TpsiOBa
J1a 00CHINUTE BCUYKU BH3HUKHAJM BBIIPOCH ¢ Barus iekap wim ruaekosor. [TombiiHeTe
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 Bceku Mecel], J10KaTo Tpac JICYCHUETO,
Tpi[6Ba Jla IIpaBUTE TCCT 3a 6p€M€HHOCT, JA0pU U 1a MUCJIIUTE, Y€ HE CTC 6peMeHHa.

I[aTa Ha I'bPBUA MCCCUCH TCCT!

(BpTpemHa cTpaHa 2)
KpbBHU H3ciieABaHUs HA YePHOAPOOHATA QyHKIUA

YCTaHOBEHO €, 4e HAKOM OT MalMeHTHTe, MpueMamy Tracleer, IMaT OTKIOHEHHS B
YepHOAPOOHHTE PyHKIMOHATHH Hoka3aTeld. [1o Bpeme Ha stedenunero ¢ Tracleer Bamusr
nekap e By Ha3HauaBa peJOBHO KPBBHU M3CIICBAHNS 32 OTKPUBAHE Ha IPOMEHH B
yepHOApoOHAaTa QYHKIIHS.

He 3a6paBsiiTe 1a mnpaBuTe BCEKH Mecell KPbBHUTE M3CJI€BAHUS HA
YepHoApoGHaTa pyHKIMs. [[Be ceIMUIN cJIe/ yBeTMYaBaHe HA 103aTa IIe ce
HANPAaBH JOIbJIHUTEIHO U3CJ/IeIBaHE.

I[aTa Ha IbPBOTO MECCYHO U3CJICABAHEC:

I'paduk Ha Bamure exxemecedHn 4epHOAPOOHN U3CIIEBAHUS:

[Janyapy [J mait L] cennremBpH

U deBpyapu L[] roHn [l OxTOoMBpH

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 puamupanu TadiaeTkn
Tracleer 125 mg ¢puamupann TadjaeTKu
603enTan (bosentan)

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

Thil KaTO TH ChAbP:KAa BaxHa 3a Bac undgopmaumns.

- 3amasere Ta3u JUCTOBKA. MOXe /1a ce HAIOXKH Ja S MPOYETETE OTHOBO.

- Axo MMare HSIKaKBHU JOIBJIHUTEIIHU BBIIPOCH, TIONUTAlTe Barwms nekap win hapManesT.

- Toga nekapcTBo € mpennucano 1uyHo Ha Bac. He ro mpeorcThnBaiite Ha npyru xopa. To Moxe aa
¥M HaBpEIH, HE3aBUCUMO Y€ MPHU3HAINTE Ha TAXHOTO 3a00JsBaHe ca ChIIUTE Kato Bammre.

- Axo monyumTe HIKAKBH HEKEJIaHW Peakiuu, yBegomere Bammus nexap vwin papmarent. Tosa
BKJIFOYBA U BCUYKHU BH3MOKHHU HEXKEJIAHU PEaAKIUU, HEOMMCAHU B Ta3U JIUCTOBKA. BuxTe
TouKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kakso mpencrasmnsBa Tracleer u 3a KakBO ce M3MOI3Ba
Kakso TpsiOBa ma 3naere, npenu aa mpuemere Tracleer

Kak na npuemare Tracleer

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak nma cexpansiBate Tracleer

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacrasasia Tracleer u 3a KakBo ce U3I0J13BA

Tabnerkute Tracleer chabpkaT 003eHTaH, KOWTO OJOKHUPA ECTECTBEHUSI XOPMOH, Hape4eH CHIOTEeTH-
1 (ET-1), npuunHsiBami cTecHsBaHE Ha KPbBOHOCHHUTE ChI0Be. Taka Tracleer Boam 10 pasmmpsiBaHe
Ha KPbBOHOCHUTE CBHOBE U NMPUHAIEKN KbM Ipyla JIEKapcTBa, HApEeYeHHU “€HI0TENUH peleNTOPHU
aHTaroHUcTH .

Tracleer ce u3nossea 3a Je4eHUE Ha:

. Benoapoona aprepuanna xunepronus (bAX): BAX e 3a0onsBaHe chC CHITHO CTECHSIBAHE Ha
KPBBOHOCHHTE CBJIOBE B OemuTe IpoOOBE, BOJIEIIO IO BUCOKO KPHBHO HANATAHE B
KPBHBOHOCHHTE CHJIOBE Ha OenuTe qpoboBe (0eIoapoOHITE apTepuH), KOUTO HOCST KPBB OT
chbpLeTo KbM Oenute qpodose. ToBa HassAraHe HaMaJIIBa KOJMYECTBOTO KMUCIOPOA, KOETO MOXKE
Jla BJIe3€ B KPbBTA B OeJinTe IpoOOBe, 3aTpyAHSIBalKH (pu3nueckaTa akTUBHOCT. Tracleer
pasimmpsBa 6e10ApOOHHUTE apTEepPHH, KaTo [0 TO3HM HAUWH yJICCHSBA U3TJIACKBAHETO HA KPHBTA
OT CHpIETO Ipe3 TsX. ToBa NOHMKaBa KPBBHOTO HaJsIraHe U 00JIeK4aBa CHMITOMHUTE.

Tracleer ce u3znon3ea 3a jeyenue Ha nanueHTu ¢ bBAX kiac 111 3a momoOpsiBane Ha pu3MUECKUs
KaramureT (CmocoOHOCTTA 3a U3BBPINBAHE HA (PU3UYECKA AKTHBHOCT) M HA CUMITTOMHUTE. ,,KitachT”’
0TpassiBa CEPUO3HOCTTa Ha Oosectra: ,,kiac I1I” o3HauaBa n3pa3eHo OrpaHUUYeHUE Ha (hU3HUECKaTa
akTHBHOCT. HabmroaBano € n3BecTHO mogoopenue u npu namuent ¢ BAX kiac I1. ,,Kiac 117
03Hay4aBa JICKO OrpaHndYeHue Ha pusudeckara akTUBHOCT. BAX, 3a kosTo € mokaszan Tracleer, Moxxe na
obJe:

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

° NPUYUHEHA OT CKIepoAepMus (HapedeHa ole CUCTEMHA CKIIepo3a, 3a00IsBaHe, IPU KOETO UMa
HEeOoOWYaeH pacTe)X Ha ChbEeMHNUTEHATA ThKaH, IOJIbprKaIlla KoXKaTa U IPYTUTe OPraHn);

° NPUYHHEHA OT KOHICHUTAIHH (BPOJICHH) ChPJIEYHH JeQEKTH C ITHHTOBE (MATOJIOTUIHU

OTBOPH), IPUUMHSBAIIY HEOOMYaeH MOTOK HA KPBBTA Ipe3 ChPLETO U OenuTe ApodoBe.
o JIMruTanaHu yJuepauuy no BbpXa Ha NpbeTUTe. (PaHH N0 NPBHCTUTE HA PBLETE U KpakaTa)

P BH3PACTHU MAMEHTH, CTPAJAIIN OT 3a00JIsIBaHe, HApeueHo ckiepoaepmus. Tracleer
HamaaBa Oposi Ha HOBOIIOSIBIJIUTE C€ SI3BH I10 MPHCTUTE HA PHILIETE U KpaKaTa.
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2. Kakso Tps6Ba na 3HaeTte, npeau Aa npuemere Tracleer

He npuemaiite Tracleer

® aKo CTe AJIePIrHYHU KbM 003€HTaH WU KbM HAKOS OT OCTAHAJIUTE ChCTAaBKU Ha TOBA JICKAPCTBO
(m30poenu B TouKa 6).

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

. aKo cTe OpeMeHHA WJIM OHXTe MOIJIa Ja 3a0peMeHeeTe, Thil KaTO HE WU3I0I3BaTe HAICHKTHN
KOHTpaleNTHBHA MeTo/Iu. MoJisi, mpoueTeTe nHpopMaIusTa, o3ariaBeHa ,,KoHTpalenTuBHu
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 M3CIIEIBaHUs, 32 1a e IPOBEPH 3a aHEMUs (HUCHK XeMOTJIOOWH)
o TECT 3a OPEMEHHOCT, aKO CTE JKEHA C JATEPOIeH MOTCHINA

[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 nHa neuenuero ¢ Tracleer Bammsar nekap me Bu HazHauaBa peJOBHH KPHBHH U3CIIEABAHUS
3a yCTaHOBSIBAHE HA MIPOMEHH B YepHOIPOOHATa ()YHKIIHSI 1 HUBOTO Ha XEMOTJIOOMHA.

OTHOCHO BCHYKH U3CIIEIBaHM, MOJIS BkTe CHTHAITHATA KapTa Ha MalMedTa (BbTpe B OIIAKOBKaTa Ha
Tracleer Tabnerku). BaxxHo € 1a mpoBexaaTe Te3U PeIOBHU KPbBHU U3CIICBAHUS, TOKATO IIPUEMATe
Tracleer. CrBeTBamMe Bu 1a 3amucBare gatara Ha Bamreto mocienHo usciaeaBaHe, KakTo U Ha
CJIeNIBaIlOTO M3cienBaHe (monuTaite Bamms nekap 3a narata) B CUrHaITHATa KapTa Ha TAIMeHTa, 3a
Jla He 3a0paBuTe KOTa TPsAOBA /1a HAIIPABUTE CIICABAIIOTO H3CIIEIBAHE.

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 aHEMUHA
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 aHCMUS.

Axo PEIYITATUTE OT TE3U U3CIICABAHUA Ca U3BbH I'PaHMIIMTEC HA HOPpMATa, Bamusr JICKap MOXKE a
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 NpU NeAUATPUYHH MMAIMEHTH ChC CUCTEMHA CKIIEp03a U HaJMYHA
JIUTHTAIHA s13BeHa 00j1ecT. Moutst, BUXKTe ChIlo Touka 3 ,,Kak ma npuemare Tracleer®.

Jpyru aekapcerBa u Tracleer

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

JIEKapCTBa, BKIIFOUYNTEITHO U JICKAPCTBA, OTITyCKaHHU 6e3 perenta. Oco0eHO BaXKHO € J1a YBEIOMHUTE

CBOJ JIEKap, aKko MpHuemare:

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 HJIH TAKPOJIUMYC, KOUTO Ca JICKapCTBA, U3MOI3BAaHU CIIE/ TPAHCIUTAHTAIUS, Thi
KaTto yrnorpebara UM 3aeaHo ¢ Tracleer He ce mpenopbyBa.

. rOeHKIaMu] (JICKapCTBO 3a quadeT), pudaMIuivH (JISKapcTBO 3a TyOepKyIo3a), (pirykoHas3oun
(;rekapcTBO cpenry rbONYHN MHQEKITNH), KETOKOHA30JI (JIEKApCTBO, U3MOI3BAHO 32 JIEYEHUETO
Ha cuHpoM Ha KymmuHr) ninu HeBupanuH (Jiekapctso 3a HIV), Thii kaTo Te3u JiekapcTBa
ynoTpebata um 3aeHo ¢ Tracleer He ce mpenopbyBa.

L APYyru JICKApCTBa 3a JICUCHUEC Ha HIV HH(pCKHHH, KOHMTO MOraT Ja Hajlarat CricuaJIHO
IIpOoCIICAABAHE, aKO CE€ U3IIO0JI3BaT 3a€IHO C Tracleer.
L XOPMOHAJIHH KOHTPAILCIITUBU, KOUTO HE Ca e(i)I/IKaCHI/I KaTO €AMHCTBEH METO/ 3a KOHTPALCIIIMA,

nmokato npuemate Tracleer. Berpe B onakoBkaTa Ha Tracleer TabneTku 1e HaMepUTe
CurHajiHaTa KapTa Ha MAIUeHTa, KOSITO TPsOBa BHUMATEITHO JIa TIpoueTeTe. Bamusr nekap
W/WJIA THHEKOJIOT IIe YCTAaHOBU KaKbB METO/] 332 KOHTPAIICIIIINS € ITOAXO0/I1 3a Bac.

o JPYTH JICKapCTBa 3a JIeYeHHE Ha 0eT0ApoOHa XUTIEPTOHMS — CHITZICHADHUIT U Taganadul.
o Bap¢apuH (IPOTUBOCHCUPBAIIO CPEICTBO).
o CHUMBAacCTaTHH (M3ITOJI3BaH 3a JICUCHHE HA TIOBUIIICHH HUBA Ha XOJIECTEPOJT B KPHBTA -

XUTIEPXOJIECTEPOIICMHS ).

lo¢upane u pa6oTa ¢ MAIIUHHA

Tracleer He noBMsABa WK MOBJIMABA MTPEHEOPEKUMO CIIOCOOHOCTTA 3a IodupaHe U paboTa ¢
mamuHu. Tracleer ob6ade Moxke Aa IPUYMHU XUMOTOHMS (TIOHMKaBaHE Ha KPbBHOTO HAJSITAHE), OT
KOETO MOJKETe Jla ce IIOYYBCTBATE 3aMasHU U J]a OKaXe BIUSHUE 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 Moria Ja 3abpemeHee, Bamusr siekap e norcka a HanpaBuTe
TeCT 3a OPEMEHHOCT, NP/ Aa 3arovHeTe 1a npuemate Tracleer  peoBHO, 10KATO MpUeMare
Tracleer.

KoutpauentuBHM cpeacTBa

AKO uMa BepOsSITHOCT Jja 3a0peMeHeeTe, U3MOI3BaiiTe HAZACKICH METO/I 3a TIpeANa3BaHe OT
3a0peMeHsBaHe (KOHTpalemus), 10kato npuemare Tracleer. Bamusr nekap wnu runekonor iie Bu
MperopbhYa HAASKIHA KOHTPAIENTHBHA METO/TH, ToKaTo puemarte Tracleer.

Toii kaTo Tracleer Moske 1a HaNPaBU XOPMOHAITHATE KOHTPAIENITUBY (HApUMEp NepopaltHH,
WH)XEKLIMOHHH, UMIUIAHTAHTH WJIH TUTACTHPH 3a KO)kKaTa) Hee()EeKTUBHU, TO3U METO, IPUII0KEH
CaMOCTOSITETIHO, He € HajxexaeH. Ilopaau ToBa, ako M3MoJI3BaTe XOPMOHATHY KOHTPALENTHBY, TpsiOBa
3ae/lHO C TOBA J]a Ipuiiarate U OapuepeH MeTox (HanpuMep >KeHCKH KOHIOM, quadparma,
KOHTpaIleNTHBHA IbONYKa WM Bammsat napTHeop TpsOBa Ja n3noia3Ba KOHAOM). BeTpe B onakoBkara
Ha Tracleer Tabnerku me Hamepute CUTHAIHA KapTa Ha MAalUeHTa, KOsTO TPsiOBa /1a MOIbIHNTE U /1A 5
3aHeceTe Ha Bamms siekap py cae1BanioTo MOCEIEHHE, 3a 1a MOYKE BauAT jiekap WM THHEKOJIOT
Jla IPELCHU AU CE€ HY>KIaeTe OT JONBJIHUTEIHYU WIN AJITEPHATUBHU HAJEKIHU METOIN 32
KoHTpauenuus. [IpenopbuBa ce Bceku Mecell ja MpaBuTe TecT 32 OpPeMEHHOCT, I0KaTo prueMare
Tracleer u ako cTe B AeTepoiHa Bb3pacT.

VBenomere BeaHara Bamms nekap, ako 3a0pemMeHeeTe 1o Bpeme Ha npuema Ha Tracleer mim
TUTaHUpaTe OPEMEHHOCT B OJTM3KO Obele.

KbpMmene

Tracleer npemuHaBa B kbpMaTa. [IpenopsyBa ce 1a MpekpaTuTe KbPMEHETO, ako Bu Objie npenucan
Tracleer, Trif KaTo HE € U3BECTHO AU HAIMUKMeTO Ha Tracleer B KbpMaTa MOKE J1a HaBpeau Ha
Bamero 6e0e. I'oBopere ¢ Bamus sekap 3a ToBa.
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DepTUanTeT
Axo cte MBx U mpuemMate Tracleer, BB3MOXKHO € TOBa JICKQpCTBO Ja HaMaiy Opost Ha Barmmre

CIIepMaToO30MUaH. He moxe ma ce H3KJIIOYH, Y€ TOBAa MOXKEC [1a C€ OTpa3u Ha crmocodHocTTa B Ja uMmate
neua. IloceBeTBaiite ce ¢ Bamus JICKap, aKO UMATC BBIIPOCHU WJIM MPUTCCHCHHUA BB BPBb3Ka C TOBA.

Tracleer cbabpska HATpHId
ToBa nexkapcTBO ChabpIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.€. MOXKe /1a Ce KaxKe,
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 mpuemaiite 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

JleuenneTo Npu BB3pacTHUTE OOMKHOBEHO 3a1o4Ba ¢ 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
npueMarte Tabnerka otT 125 mg qBa MbTH THEBHO B 3aBHCHMOCT 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 mo-rojaeMu
nedeHueTo ¢ Tracleer oOMKHOBEHO 3amoyBa ¢ 2 mg Ha kg TemecHo Teryio JBa MbTH JHEBHO (CYTPHUH U
Bedep). BamusaT nekap me Bu mocbBeTBa OTHOCHO 103MPOBKATA.

OO6wpHete BHUMaHue, ye Tracleer ce npeanara u nox opmara Ha pa3rBopuma tabaeTka 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 ctpyBa, ue edexrsT Ha Tracleer € TBbp/e CHileH WM TBBPAE Cllad, TOBOPETE ChC CBOS
nekap, 3a Ja pasbepete Aanu qo3ata Bu TpsiOBa aa ce mpoMeHH.

Kak 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 HeoOxoaumara ao03a 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 go3aTa BeHAra, IOM CE CETUTE, CIIEJ TOBA
MpOABIDKETE /1a IpreMaTe TabeTkuTe B oom4uaitHoTo Bpeme. He B3emaiiTe nBoifHa 1034, 32 /1a
KOMIIEHCHpATe HPOIyCHATHTE TaOJIETKH.

AKko cte cnpesau npuema Ha Tracleer:

BuesanHoTo ciupane Ha nedenuero ¢ Tracleer Moxke 1a noBene 10 BiomaBaHe Ha Bammre
cumnromu. He crimpaiite npuema Ha Tracleer, ocBen ako Bammsit nekap He Bu kaxe. Bammsit nekap
Moske 1a Bu HazHaum HamassiBaHe Ha [103aTa 3a HAKOJIKO JHH, TIPEAH ITBJIHOTO CIIMPaHe Ha JICYCHHUETO.

AKO UMaTe HAKAKBHU JIOMBJIHUTEIHHA BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBA JIEKAPCTBO, 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 HexkenmaHu peakiuu Ha Tracleer ca

o OTkJI0HEHUS B UepHOApOoOHAaTa (PYHKIINSA, 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 ce HaOIIoaaBaT 1o BpeMe Ha

nedenueTo ¢ Tracleer (BrkTe Touka 2). BaxkHo € 1a mpaBHUTE Te3U M3CIEABAHYSI CIIOPE MPETIOPHKUTE

Ha Bamus nekap.

[Mpu3nanure Ha HapymeHa GyHKIUSA Ha YepHUS JpO0 BKIFOYBAT:

rajieHe (TI03WBH 32 TIOBPBIAHE)

MOBpBINAHE

Tpecka (BHCOKa TeMIlepaTypa)

0oika B ctoMaxa (Kopema)

KBITCHHIA (TTOKBATABAHE HA KOXKaTa WITH OSITOTO HA OYUTE)

TBHMHO OIIBETSIBaHE HA YpUHATA

ChpOeX Ha KOXKaTa

JIeTaprusl Wik ymMopa (HeoOndaitHa yMOPSEMOCT WIIH U3TOIICHHE)
TPHUTIONIOA00CH CHHAPOM (CTaBHH U MYCKYJIHH OOJIKHU C TEMIIEpaTypa)

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

° I'maBoOone
° Ortok (TmoryBaHe Ha KpaKaTa W TIe3eHUTe WIH JPyTH IPU3HAIY 32 33IPHKKA 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 (TIPUTAIBK)

CoprieOueHe (ycKOpeHa WM HEPaBHOMEPHA Chp/IeuHa JIEHHOCT)

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 ¢ XeNaTuT (Bb3NaJeHue

Ha YepHUs Jpo0), BKIFOUYUTEITHO BB3MOXKHO 000CTpSIHE Ha CHIIECTBYBAII XCTIATHT H/HITH
KBITEHUIIA (TIOXBITIBAHE HA KOXKATa WK OSJIOTO HA OUYHTE)
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Penxu (Morar ma 3acerrar ao equ Ha 1 000 gyin):

. Anadwmrakcus (reHepaim3upaHa ajJepruaHa peakins), aHrnoeaeM (O0TOK, Haif-4eCcTo OKOJI0
OYUTE, YCTHUTE, €3UKa WU I'bPJIOTO)
. Lupo3za (oOpasyBane Ha pBOIM) Ha YEPHUS P00, YepHOAPOOHA HEAOCTATHYHOCT (CEPHO3HO

HapyIleHHe Ha YepHOIpoOHAaTa QyHKIINS)

Cpobm1aBa ce ChITo 3a 3aMBITICHO 3pCHHUE ¢ HEM3BECTHA YECTOTa (OT HATMIHHUTE JaHHU HE MOXE Ja
ObJlc HampaBeHa OICHKA).

Hexeslanu peakuuu NpH JAena ¥ OHOIIH
Hexenanute peakiuu, ChOOICHU MU JIelia, JIeKyBaHu ¢ Tracleer, ca chIIMTE KaTO TE3U MPU
BB3pPACTHUTE.

Cho01aBaHe HA He)KeJIAHU PeaKIuu

AKO TOITyunTe HIKaKBU HEKEJIaHH JISKapCTBEHH peaKkiiy, yBeaoMmere Bammus nexap unu gpapmanesT.
ToBa BK/IIOUBA BCUYKH Bb3MOYKHH HEOIMCAHU B Ta3H JMCTOBKA HEXENAaHU peakuyu. Mosere chlIo 1a
CHOOLIUTE HEXEJAHU PEAKLMK AUPEKTHO Ype3 HAlMOHAIHATA CUCTEMa 33 ChOOIIIaBaHe B!
HU3npnaauTtenHa arcHuus 10 JIEKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Kato cpo0miaBaTe HexXenaHU peakiuu, MOXKETe Aa 1ajieTe CBOS IPUHOC 3a MoJIyyaBaHe Ha OBEUe
nH(pOpPMAIUI OTHOCHO O€301TaCHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na coxpansiBate Tracleer
CobxpaHsiBaiiTe TOBa JICKApCTBO HA MSCTO, HEAOCTBITHO 32 JeIa.

He u3non3BaiiTe TOBa JIEKapCTBO Clie]] CPOKA HA TOHOCT, OTOCIA3aH BhPXY ONAKOBKATa U OyncTepa
cien ,,l'omen no:“.

3a 6enuTe OYTWIKHU OT MOJIMETUIICH C BUCOKA IUIBTHOCT — J1a ¢e u3moi3Ba 10 30 qHu ciien
MIPBOHAYATIHOTO OTBApsHE.

3a 6mucrepute or PVC/PE/PVDC/anymunnii:
CexpansBaiite npu reMneparypa nog 25°C.

3a 6enmuTe OYTWIKY OT MOJIMETUJICH C BUCOKA IUTBTHOCT:
To3u eKapcTBEH NPOAYKT HE U3MCKBA CIICLIUAIHU YCIOBUS 32 ChXPaHEHHE.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3ALMATA WIM B KOHTEMHEPA 3a JOMAITHU OTHAaAbIIH.
[Momuratite Bamus apManeBT Kak j1a U3XBBPIISTE JIEKapCTBaTa, KOUTO BeUe HE U3MOI3BATe.
Te3u MepkH 1€ CHOMOTHAT 3a OMa3BaHe Ha OKOJIHATa Cpeaa.

6. Chabp:kanue Ha ONIAKOBKATA M JOINBJIHUTEIHA HHpOpManmus
Kakgo cbabpaxa Tracleer

- Tracleer 62,5 mg ¢pnamupanu Ta6JeTKH: aKTHBHOTO BELIECTBO € O03CHTaH KaTO MOHOXUPAT.
Bcsika Tabnerka chabpika 62,5 mg 603eHTaH (KaTO MOHOXHIIPAT).

- Tracleer 125 mg ¢puamMupanu TadJeTKH: aKTUBHOTO BEIIECTBO ¢ O03eHTaH KaTO MOHOXH/IpAT.
Bceska Tabnerka cpabpka 125 mg 603eHTaH (KaTO MOHOXHIPAT).

- Jlpyrure cbCTaBKH B sIPOTO HA TabJIeTKaTa ca: HAPEBUYHO HUILIECTE, IPEXKETaTUHU3UPAHO
HUIIIECTE, HATPUEB HUIIIECTECH IIMKOJIAT (THIT A), TOBHIOH, TIUIEPOJIOB TNOEXEHAT U
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MarHe3ueB creapar. @UJIMOBOTO NOKPHUTHE ChIBPXKA: XUIIPOMEINI03a, TIUIIEPOJIOB TPHAIETAT,
Tank, TutaHoB nuokcun (E171), xxbuat sxxenesen okcup (E172), uepsen xenesen okeun (E172) u
eTHJILIETYJI03a.

Kax usriexna Tracleer u KakBo ChbAbpPKA ONAKOBKATA
Tracleer 62,5 mg dunmupanu TabIeTKu:

Tracleer 62,5 mg dbuimupanu TabIeTKH ca OpaHKeBO-0eiu, Kpbriik GHUIMHPAHU TAOJIETKH, ¢ “62,5”
OT e/IHaTa CTpaHa.

Baucrepu ot PVC/PE/PVDC/anymunnii, ceabspxamy 14 puavupann tadaerku. OnakoBkaTa
cbabpxa 14, 56 win 112 punmupanu tabnerku (Tracleer 62,5 mg ¢punmupanu TadbaeTkn).

BeJin OyTHJIKH OT MOJUETHJIEH ¢ BUCOKA MIIBTHOCT ChC CYIIUTEN CHIMKATEN, ChIbPKAIIH
56 ¢uamupann TabeTku. OmakoBKUTE ChABPKAT 56 hunMupanu tadbnerku (Tracleer 62,5 mg
dbuTMupaHu TaOICTKH).

/[a He ce morrpia CymmuTeNsT.

Tracleer 125 mg dhuaMupanu TabIeTKH:
Tracleer 125 mg ¢uimMupanu TabJIeTKH ca OpaHKEBO-0€iH, OBATHH (GHUIMUPAHH TabJIeTKH, Cbe 1257
OT e/IHaTa CTpaHa.

Bancrepu ot PVC/PE/PVDC/anymunnid, coabpxaiu 14 puavupann tadaerku. OnakoBkaTa
cbabpxka 56 wim 112 punmupanu tabnerku (Tracleer 125 mg ¢punmupanu TabieTkn).

Beaun OyTHIIKM OT MOJIHETHIIEH ¢ BUCOKA INIBTHOCT ChC CYHINTE] CUIUKATE, ChIbPIKaIH
56 dunmupanu tadnetkn. OnakoBKUTE ChAbpKAT 56 Gunmupanu Tadbnetku (Tracleer 125 mg
¢bunmupanu TabIeTKN).

Jla He ce MorTbIla CyIIUTEIT.

He Bcuuku BHIOBE OMIAKOBKH MOTaT jJa ObJAT MyCHATH B IPOAaK0a.

IIpuTesxkaTes Ha pa3pelIeHUETO 32 ynorpeda:
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaure:
Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse
benrus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIsI, CBbPKETE CE C JIOKAJTHUA
MNPpEACTABUTCII HA TPUTCIKATECIIA Ha pa3pClICHUCTO 3a yHOTpe6a.

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 1464 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com

Boarapus Luxembourg/Luxemburg
,»JbkoHCHH & J[oHChH Bharapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 1464 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
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Ceska republika
Janssen-Cilag s.r.o.
Tel: +420 227 012 227

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

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EAllada
Janssen-Cilag ®appoxevtiki A.E.B.E.
TnA: +30 210 80 90 000

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

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

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

Ireland

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

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

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

Kvmpog

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 1610 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

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@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


mailto:ee@its.jnj.com
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Bopvapag Xattnrovaynig Atd Janssen-Cilag AB
TnA: +357 22 207 700 Tfn: +46 8 626 50 00
jacse@its.jnj.com

Latvija United Kingdom (Northern Ireland)
UAB "JOHNSON & JOHNSON" filiale Latvija ~ Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444
Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha MOC/IeTHO MpepasriekaanHe Ha JuctoBkara: 02/2024

[MonpoOHa nH(opMaIUs 3a TOBA JIKAPCTBO € MPeAOCTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHius
1o JiekapcTBaTa: http://www.ema.europa.eu/.
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JlncroBka: undopManus Ha NOTpedUTENA

Tracleer 32 mg nucneprupanny ce TadJeTKH
6o3enran (bosentan)

IIpoyereTe BHUMATEIHO LAJIATA JHCTOBKA, IPEAH 1A 3alI04YHETE 1A IpUeMaTe TOBA JIEKapCcTBo,

TBhH KaTo TS ChbAbPKa BaxHa 32 Bac nudopmanus.

- 3amasere Ta3u JIMCTOBKA. MoOXe Jja ce HAJIOXKHU /1A sl IPOYETETE OTHOBO.

- AKO MMaTe HKaKBU AOIBIHUTENIHHU BBIPOCH, TonuTaiTe Bammst gexap uinu papmanesT.

- Toa nekapcTBo € mpeanucaHo JuuHO Ha Bac. He ro mpeorcrenBaiite Ha apyru xopa. To moxe na
UM HaBpeH, HE3aBHCUMO Y€ TIPU3HALNTE HA TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AKO mosyuuTe HSIKaKBU HEXEJaHU peakiuy, yBeaomere Bamms nexap nwiu papmanest. Toa
BKJIFOYBA U BCUYKU Bb3MOXXHU HEKEIIAHU PEAKIUHU, HEOIIMCAHU B Ta3U JIUCTOBKA. Buxre
TouKa 4.

KakBo cbabpika_Ta3u JUCTOBKA

Kakso mpencrasnsBa Tracleer u 3a KakBO ce U3MON3BA
Kakso TpsiOBa ma 3Haere, npenu aa mpuemere Tracleer

Kak na npuemare Tracleer

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak nma cexpansiBate Tracleer

ChabpkaHue Ha ONIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacrasasia Tracleer u 3a KakBo ce U3I0J13BA

Tabnerkute Tracleer chabpkaT 603eHTaH, KOWTO OJOKHUpPA ECTECTBEHUS] XOPMOH, HApe4eH CHIOTETUH-
1 (ET-1), npuunHsiBai cTeCHsBaHE Ha KPbBOHOCHUTE ChI0Be. Taka Tracleer Boam 1m0 pa3mmpsiBaHe
Ha KPbBOHOCHUTE CBHOBE U NMPUHAJIEKN KbM IpyIa JIEKapcTBa, HApEUeHHU “€HI0TENUH peleNTOPHU
aHTaroHWCTH .

Tracleer ce u3nossea 3a Je4eHUE Ha:

. benoapoona aprepuanna xunepronns (bAX): BAX e 3a0oisiBaHe ChC CHITHO CTECHSIBAaHE HA
KPBBOHOCHHTE CBJIOBE B OeTuTe IpoOOBE, BOJIEIIO IO BUCOKO KPHBHO HANATAHE B
KPBHBOHOCHHTE CHJIOBE Ha OenuTe qpoboBe (0eI0ApoOHUTE apTePHH), KOUTO HOCIT KPBB OT
ChbpLETO KbM Oenute ApodoBe. ToBa HaysiraHe HaMaJIsIBa KOJIMYECTBOTO KHCIOPOA, KOETO MOXKeE
Jla BJIe3€ B KPbBTA B OeJinTe IpoOOBe, 3aTpyAHSIBAMKH (pu3rueckaTa akTUBHOCT. Tracleer
pasimmpsBa 6e10ApOOHHUTE apTEepPHH, KaTo [0 TO3HM HAUWH yJICCHSBA U3TIACKBAHETO HA KPHBTA
OT CHpIETO Ipe3 TsX. ToBa NOHMKaBa KPBBHOTO HaJsIraHe U 00JIeK4aBa CHMITOMHUTE.

Tracleer ce uznon3ea 3a jgeyenne Ha nanueHTr ¢ BAX xmac 11 3a mogoOpsiBane Ha pu3NIECKHUs

KaranuTeT (CIocoOHOCTTA 32 U3BBPIIIBaHE HA (PU3NIECKa aKTUBHOCT) U Ha cUMITOMHTE. ,,KIachT”

oTpa3siBa CEpPUO3HOCTTA Ha OonectTa: ,,kiac I1I” o3HayaBa u3paBeHO orpaHnUYeHNe Ha (hU3nYecKaTa

aktuBHOCT. HaOmroaBaHo € u3BecTHO mogoopenue u npu naruentu ¢ BAX kiac I1. ,,Knac 11”7

03HayYaBa JICKO OrpaHndYeHHe Ha usndeckara akTUBHOCT. BAX, 3a kosiTo € mokasan Tracleer, Mmoxe ia

oBae:

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

° MPUYUHEHA OT CKJIepoaepMus (HapeueHa OIlle CUCTeMHa CKJIepo3a, 3a00JIs1BaHe, IPH KOETO nMa
HEeOoOWYaeH PacTeX HA ChEMHHUTEIHATA ThKaH, TIOJUIbPIKaIlla KoXKaTa U IPYTUTe OPraHu);

° MPUYUHEHA OT KOHT'€HUTAIHU (BPOJICHHN) ChPJICYHH Ae(PEKTH C IIFHTOBE (TIATOJIOTUIHH
OTBOPH ), IPUYMHSBAIIY HEOOMUYACH IMOTOK HA KPBBTa Mpe3 ChPIIETO U OenuTe ApodoBe.

o JIMruTanaHu yJiuepauyy o Bbpxa Ha NpbeTUTe. (PaHH IO IPBHCTUTE HAa PBLETE U KpakaTa)

IPY BH3PACTHH MAMEHTH, CTPAIAIIN OT 3a00JIsIBaHEe, HApEUCHO cKiIepoaepmus. Tracleer
HamaJsiBa Oposi Ha HOBOIIOSIBUIIMTE CE SI3BH 110 IIPBCTUTE HA PBIETE U KpaKara.
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2. KaxBo Tps6Ba 1a 3Haete, npeau na npuemete Tracleer

He npuemaiite Tracleer

o aKo cTe aJIepruYHM KbM 003€HTaH UM KbM HAKOS OT OCTaHAJIUTE ChCTaBKU Ha TOBA
JeKapcTBO (M36pOeHH B TOUKA 6).

. aKo UMaTe YepHOAPOOHM MPo0JIeMH (TOCHBETBANTE CE ChC CBOS JIEKap)

o aKo cTe OpeMeHHA WM OMXTe MOIJIa Aa 3a0peMeHeeTe, Thil KaTO HE M3I0JI3BaTe HASKIHU

KOHTpAIENTUBHU MeToIi. MoJIst, mpodeTeTe nHpopManusTa, o3arjiaBeHa ,,KonTpanenTnBHu
cpenctea“ u ,,J{pyru nexapcra u Tracleer

o aKO0 mMpueMaTe UMKJI0CIOPUH A (JIeKapcTBO, U3MOI3BAHO CIIe] TPAaHCIUTAHTALINS HITH 32
JIeUCHHE Ha TICOPHA3HC)

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

IpenynpesxaeHust U Mpeana3sHu MEPKH
N3cnenBanus, kouto Bamusr jgexap me Bu Ha3HaYu npeau Je4eHHETO

o KPBBHH U3CIIEIBAHUS C IIeJ IPOBEpKa Ha YepHoApoOHaTa Bu dyHKIms
o KPBHBHU H3CIIEABAHMS, 32 Ja C€ IPOBEPH 32 aHeMHUS (HICHK XEeMOTIIOONH)
o TECT 32 OPEMEHHOCT, aKO CTE JKeHA C JAeTEPO/ICH MOTSHIHAT

[Tpu HsiKOM OT maneHTuTe, nprueMaiy Tracleer, ca ycTaHOBEHH OTKJIOHEHHS B YEPHOAPOOHHUTE
(YHKIIMOHATHY TIOKa3aTeNN 1 aHEMUS (HUCHK XEMOTIIOOHH).

N3caensanus, kouto Bamusar nexkap me Bu Ha3Ha4yu no BpeMe Ha Jie4eHUETO
ITo Bpeme Ha neuenunero ¢ Tracleer Bammsar nekap me By HazHadaBa pelOBHE KPHBHU H3CIICABAHUS
3a yCTAaHOBSIBAaHE Ha MPOMEHHU B YepHOApoOHaTa (P)YHKIUS U HUBOTO HAa XEMOTJIOOMHA.

OTHOCHO BCHYKH H3CJaCIBaHus1, MOJISI BHXXTC Curnanzara KapTaTa Ha naiuyueHTa (B’prC B OITaKOBKaTa
Ha Tracleer Tabnerku). BaxxHo e 1a mpoBexnare Te3u peJOBHU KPbBHH U3CJICABAHUS, JOKATO
npuemare Tracleer. CrBerBame Bu na 3amucBare natara Ha BameTo mocieaHo uscieaBaHe, KakTo |
Ha CIIeIBAIlOTO u3cieaBaHe (monuraiite Bamus nekap 3a qatara) B CUrHanHara KapTa Ha MalueHTa,
3a 1a He 3a0paBuTe Kora TpsiOBa /1a HaIpaBUTE CJIEABAILOTO U3CIIEBAHE.

KpbBHU H3cienBaHus 3a 4epHOAPOOHA GyHKIMA
Tesu n3cnenBaHus 1€ ce NPaBAT BCEKU Mecell, JOKaTo Tpae jJeueHueTo ¢ Tracleer. [IBe ceamuiu cien
MOBHUIIIABAaHE HA J103aTa 1€ CE HAIlPaBU JAOIIBIHNUTEIIHO U3CIIeIBAHE.

Kp'bBHH H3CJIeIBaHUA 3a aHECMUS
Te3u u3cieaBaHus 1e ce IMpaBAT BCECKU MECCI IPE3 IbPBUTE 4 MeEcC€la Ha JICUCHHE, CJIC]] TOBA Ha
BCEKH 3 Mecena, THH KaTO NAIIUCHTUTE npuemaliu Tracleer moxke Ja pa3BUAT aHCMUA.

Axo Te3u M3CJICABAaHUA Ca U3BBH I'PaHMIIMTE HA HOpMaATta, Bamusr JICKap MOXKE Ja pellr Aa HaMaJIn
J03aTa Win aa Crpe JICYCHHUCTO C Tracleer u Ja HallpaBy JOMIBJIHUTECIIHU U3CJICABAaHM, 3a 1a YCTAHOBU
npuynHara.

Jeua v roHomIM
Tracleer He ce mpenopbyUBa NpU NeAUATPUYHH MMAIMEHTH ChC CUCTEMHA CKIIEp03a U HaJMYHA
JIUTUTATHA s3BeHa 0ojiecT. Moutst, BUKTe ChIlo Touka 3 ,,Kak ma mpuemare Tracleer.

Jpyru JekapcrBa u Tracleer

WNudopmupaiite Bamms nexap nin apmareBT, ako preMaTte MK HACKOPO CTe MPUEeMal IPyTH

JIeKapCcTBa, BKIIOUUTEIHO H JIEKapCTBa, OTIycKaHu Oe3 perenta. OCOOCHO BaXKHO € 1a YBEIOMUTE

CBOs JIEKap, ako Ipuemare:

o LUKJIOCTIOPUH A (JIEKapCTBO, U3IION3BAHO ClIE/ TPAHCIUIAHTAIMS U 3a JICYCHUE Ha IICOPUA3UC),
KOWTO HE TPsIOBa Aa ce M3moi3Ba 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.

. rMOeHKIaMu] (JICKapCTBO 3a quaber), pudaMiuiuH (JEKapceTBO 3a TYOepKyIi0o3a), (hIyKoHA30
(;rekapcTBO cpenry rbONYHN MHQEKITNH), KETOKOHA30JI (JIEKApCTBO, U3MOI3BAHO 32 JIEYEHUETO
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 I/IH(I)CKHI/DI, KOHMTO MOTaT Ja HajlaraT CliICuaJIHO
IIpOoCIICAABAHE, aKO CE€ U3IIO0JI3BaT 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 CUrHaHA
KapTa Ha MalMeHTa, KOATO TPsIOBa BHUMATEIHO Jla MpoYeTeTe. Bammsr gekap /i THHEKOJIOT
IIe YCTAaHOBHU KaKbB METOJ 32 KOHTpaIeNIHs € oIXo s 3a Bac.

o JPYTH JICKapCTBa 3a JIeYeHHE Ha 0eT0ApoOHa XUTIEPTOHMS — CHITZICHADHUIT U Taganadul.
o Bap¢apuH (IPOTUBOCHCUPBAIIO CPEICTBO).
o CHUMBAacCTaTHH (M3IOJI3BaH 34 JICUCHHE Ha TIOBUIIICHU HUBA HA XOJECTEPOIT B KPhBTA-

XUTIEPXOJIECTEPOIICMHS ).

Ilopupane u n3M0J13BaHe HA MALLIUHU

Tracleer He noBMsABa WK MOBJIMABA TPEHEOPEIKUMO CIOCOOHOCTTA 3a odupaHe U paboTa ¢
mamuHu. Tracleer ob6ade Moxke Aa IPUYMHU XUIIOTOHUS (TIOHMYKaBaHE Ha KPHBHOTO HAISTAHE), 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 ¢ UHCTPYMEHTH 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 Moria Ja 3abpemeHee, Bammsr siekap e morcka a HanpaBuTe
TecT 3a OPEeMEHHOCT, MPe/I Ja 3arovHeTe Aa npueMare Tracleer 1 penoBHO, I0KATO MpUeMare
Tracleer.

KoutpauentuBHM cpeacTBa

AKO uMa BepOsSITHOCT Jja 3a0peMeHeeTe, U3MOI3BaiiTe HaJeKIeH METO/I 3a Tpea3BaHe OT
3a0peMeHsBaHe (KOHTpaLeMIus), 10kato npuemare Tracleer. Bamust nekap wnu runekonor iie Bu
MperopbYa HAJSKIHA KOHTPAIlENTHBHA METOH, TokaTo npuemate Tracleer. Twit kato Tracleer moxxe
Jla HalpaBU XOPMOHATTHUTE KOHTPAIENTHBH (HApUMep NepOpaTHH, MHXEKIIMOHHH, UMILTAHTaHTH
WIY TUIACTUPH 32 KOXKaTa) HeeeKTUBHU, TO3U METOI, IPUIIOKEH CAMOCTOSITETHO, HE € HaJIeK/ICH.
INopaau ToBa, ako M3MOI3BATE XOPMOHAIHH KOHTPAIlENTHBH, TPIOBa 3a€HO C TOBA JIa IIpuiiaraTe u
OapuepeH MeTo/] (HarpuMep KEHCKH KOHJIOM, AnadparMa, KOHTpalenTiBHA ThOndYKa win 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
CJEeIBAILIOTO MOCEIICHHE, 3a ]a MOKe Baluar jgexap wiv rHHEKOJIOr Ja IPELeHN JallH Ce HyK1aeTe
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 3abpemMeneeTe 1o BpeMe Ha npueMa Ha Tracleer uinu
TUTaHUpaTe OPEMEHHOCT B OJIM3KO ObJele.

Kbpmene

Tracleer npemunaBa B kppmara. [IpenopbuBa ce aa MpekpaTuTe KbpMeHeTo, ako Bu Obie mpeanucan
Tracleer, Toit KaTO He € U3BECTHO AaM HaJIM4IKHETO Ha Tracleer B kbpmara MoXe Jia HaBpeaIu Ha
Bamero 6e6e. ['oBopere ¢ Bammus siekap 3a ToBa.
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DepTUanTET

Axo cte MBx U mpuemMate Tracleer, BB3MOXKHO € TOBa JIEKapCTBO J1a HaMaiu Opost Ha Bammre
cnepmaro3onan. He Moxe fa ce M3KITIOUH, Y€ TOBa MOXKE Jla C€ OTpasu Ha criocoOHocTTa Bu na nmare
neua. [loceBerBaiiTe ce ¢ Bamus nexap, ako UMaTe BBIIPOCU WUJIM MPUTECHEHUSI BB BPh3Ka C TOBA.

Tracleer cbabp:ka acmapTaM M HaTPUi

ToBa jekapcTBO ChABPKa 3,7 MQ acrapraM BbB BCSKa AUCIEprupaiia ce tadjaerka. AcmapraMbT €
M3TOYHWK Ha QeHmnanannd. Moxe na Bu nHaBpenu, ako umare dhenunkeronypus (PKY), psako
TeHEeTUYHO 3a00JIsIBaHe, IPU KOETO Ce HATPYIBa (PeHUIIATaHUH, Thi KaTO OPraHU3MbT HE MOXKE JIa TO
OTJIEJIsI IPABHITHO.

ToBa nekapcTBO ChABPKA Mo-Mayko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKE Jia Ce Kaxe,
Ye MPaKTUUYECKH HE ChAbPIKA HATPUA.

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, TOYHO 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 3aI04Ba € 1032 OoT 62,5 mg JBa IIbTH 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 U o-rojaeMu
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 HeoOX0 MO, AUCTIeprupanara ce TabieTka MOXe Jia ce pa3Jieliy 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.

Kak na npuemare Tracleer
TabnerkuTe TpsiOBa 1a ce nmpueMat (CyTpUH U Beuep), KaTo ce I'bITaT ¢ Bojia. TabneTkuTe Moxe Ja ce
npueMar b WM 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.  Pasnenere uHAMBHIyadHATA OIMCTEPHA KyXHMHA MO MepQoparnmTe.
2.  Ortsenere NOKPUBAILKS CIIOA.
3. U30yraiite lekapcTBOTO Mpe3 (HOIUOTO.

Besika qucnieprupaina ce tTadbnetka Tracleer Moxke J1a ce pa3TBOPH BBB BOJIA | J1a CTAHE TEYHO
JIEKapCTBO. 32 J]a MPUTOTBUTE TEYHO JICKAPCTBO, T00ABETE TAOJIETKATa KbM MAJIKO BO/IA B JILXKHUIIA.
CrnoskeTe TOCTaThUHO BOJA TaKa, Ue Jia MoKpue Isuiata Tadserka. OcraBere 3a OKOJIO €1Ha MUHYTA,
JIoKaTo TabJeTKara ce pa3TBOPH HAITBIHO M TOTraBa MOT'BIIHETE Isi1aTa TeuHocT. [Ipubasere omre
MAaJIKO BOJIa B JTLXKHIIATA U MOT'BIHETE I[sIaTa TEYHOCT, 32 JIa CTC CUTYPHHU, Y€ ISUIOTO KOJUYECTBO
JIEKapCTBO € MPUETO. AKO € Bh3MOXKHO, U3IUITE Yallla BOJa Ja CTe CUTYPHH, Y€ ISTIOTO KOITUYECTBO
JIEKapCTBO € MPUETO.

AKo e HeoOX0AMMO, UCIeprupanara ce TadiaeTka MoXKe J1a ce pas3/iesiu, KaTo ce CIyIH 0
NPOTEXEHUE Ha JINHUNTE, U3PSI3aHN Ha IOBBPXHOCTTA. XBaHETe TableTKaTa MEeX /Iy nauena u
MOKA3aJIella, MOCTaBEHHN BbPXY BCSIKA OT JIBETE CTPAHM Ha e{Ha OT JIMHUHTE, 00bpPHATA HAarope, u
cuyreTe TabJIeTKaTa 1Mo MPOTEKEHNETO Ha JIMHUATA (BUKTE (hUTypara mo-aoiy).

"

AKoO cTe pueJn MoBeve OT HeoOxoanMmaTa 103a Tracleer
AKko npueMeTe nosede TadIeTKH, OTKOJIKOTO Bu € ka3aHo, He3a0aBHO ce CBBPKETE ChC CBOS JIEKap.

AKo cTe mponycHaJu 1a npuemete Tracleer

Axko 3a0paBute na npuemere Tracleer, B3emeTe 103aTa BeHAra IOM C€ CETHTE, CJe] TOBa
MPOABIDKETE J1a IpreMaTe TablleTkuTe B oOmuaitHoTo Bpeme. He B3eMaiiTe nBoiiHa 1032, 3a 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, ocBeH ako Bamusit iekap He Bu kaxe. Bamust gekap
Mo’Ke 1a Bu Ha3HauM HamalsiBaHE Ha [103aTa 3a HAKOJIKO JHH IIPEIH IBIHOTO CIIMPAHE Ha JIEUYEHHUETO.

AKO UMaTe HAKaKBH JIOTBJIHUTEIHNA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, TOMUTANTE
Bamus nekap nim ¢papmanesT.

4, Bb3MOKHH HexeJTaHH pe€aKkuumn

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

Haii-cepuosnute Hexxenanu peakuuu Ha Tracleer ca

o OTxII0HEHUS B YepHOApPOOHaTa GPyHKIMA, KOUTO MOraT /a 3acerHar nosede ot 1 Ha 10 gymm

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

Croiinoctute Ha Bammre yepHOApOOHH U KPBBHH NIOKa3aTeINUIIIE ce Ha0II0[aBar 1o BpeMe Ha

neuenueto ¢ Tracleer (BrkTe TOUKa 2). BaxkHO € J1a mpaBHTe TE3W M3CIEABAHUS CIIOPE]] IPETIOPHKUTE

Ha Bamms nexap.

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

0oJska B cToMaxa (Kopema)

XKBATEHUIA (TIOXKBJITSIBAHE Ha KOXKaTa U Os1aTa 4yacT Ha OUUTE)
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 Te3W MpHU3HAIH, yBeAoMeTe He3a0aBHO Bamus nekap.

Hpyru Hexxenanu 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 A0 equH Ha 10 gymm):

3adepBsBaHe Ha KOXKaTa

Peakuu Ha CBpBXUYBCTBUTEIHOCT (BKJIIOYBAIIY Bh3MAIEHHE, CHPOSK 1 0OpHUB Ha KOXKATa)
I'actpoesodareanna pedaykcHa Oomect (BpblIaHe Ha KUCEITMHHA OT CTOMaxa B XPaHOTIPOBOIA)
Huapus

Cunkorn (mpUmagbK)

CopuebueHe (yuecTeHa WM HEpaBHOMEPHA Chp/IcYHa 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 [TOKA3aTEH C XeIaTUT

(BB3MaNICHNE HA YePHUS AP00), BKIFOUUTEIHO BH3MOKHO 00OCTPSIHE Ha CBHINECTBYBAIIl XETIATHT
W/WIIK KBJITEHANA (IOXKBITABAHE HA KOXKATa MITH OSUIOTO HA OYHTE)

Penxu (morar ma 3acersar a0 equd Ha 1 000 xymm):

o Awnadunakcus (reHepalu3rpana ajepradHa peakius), anruoeieM (0ToK, Haif-4ecTo OKOJIO
OYHTE, yCTHUTE, €3UKA WIIA I'bPIIOTO)
o [{upo3a (0OpazyBaHe Ha PHOIM) HA YSPHHS APOO, YePHOAPOOHA HEOCTATHUYHOCT (CEPUO3HO

HapyleHne Ha YepHOIpoOHaTa QyHKIINS)

CpoOmraBa ce ChII0 3a 3aMbBIJICHO 3pEHUE C HEM3BECTHA YecTOTa (OT HATMYHHUTE JJAHHU HE MOXKE J1a
ObJle HampaBeHa OIEHKA).

Hexeslanu peakuuu Npu Aena U HOIIU
Hexenanute peakiuu, ChbOOIECHH MPH JIelia, JIeKyBaHu ¢ Tracleer, ca chIIMTe KaTO TE3U MPU
Bb3pPACTHUTE.

Cho01aBaHe Ha HesKeJIAHH pPeakIuu

AKO MOJTyuuTe HAKaKBU HEXEJIaH! JISKapCTBEHH peakiy, yBeaomere Bamus nexap wiu GpapmanesT.
ToBa BKJIIOUBA BCHYKH B3MOYKHHM HEOIMCAHU B Ta3H JIMCTOBKA HEXENAaHU peakiyu. Mosere chlIo 1a
ChOOIIUTE HEXKENAHHU PEaKIUU JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32 ChOOIaBaHe B!
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U3meIiHUTEIHA areHI|s 110 JIeKapCTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

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

5. Kak na cexpansBate Tracleer
ChbxpaHsBaiiTe TOBa JEKApCTBO HA MSCTO, HEIOCTHITHO 32 Jelia.

He uznon3paiite TOBa JICKApCTBO CJIE] CPOKA HAa TOJHOCT, OTOSIsI3aH BEPXY OMAKOBKAaTa M OJIMCTepa
cien ,,l'omen no:“.

CoxpansBaiite npu temmepatypa nox 25°C.

OcrananuTe 4acTH OT pa3zeiieHara AuCIepryupaia ce TabaeTka Morar Ja ce ChbXpaHsT Ha CTaiiHa
TeMIieparypa u TpsiOBa Ja ce M3Moa3BaT B paMKHTE Ha 7 JTHU.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATa WIM B KOHTEMHEpPA 33 JOMAIIHU OTHadbIIH.
[Hommwmraiite Bamms dapmMarieBT Kak ga U3XBBPISATE JIEKapPCTBaTa, KOUTO BEUE HE U3ITONI3BATE.
Te3u MepKH 1€ CHOMOTHAT 3a OIla3BaHEe Ha OKOJHATa cpefa.

6. CpabpikaHue HA ONIAKOBKATA M I0NbJIHUTEIHA UHopMauus
Kaxkso cpabp:ka Tracleer

- AKTHBHOTO BEIIECTBO € 003eHTaH KaTo MOHOXH/paT. Besika mucneprupaiia ce TabieTka chabpika
32 mg 603eHTaH (KaTo MOHOXHJIPAT).

- Jlpyrute cbcTaBKM ca MUKPOKPUCTAIHA 1IeTyJ103a, KaJllMeB XuaporeHeHpochaT 6e3BOeH,
KpPOCKapMeno3a HaTpui, KOJIOUJeH 0€3BOAECH CHIIMLIUEB TUOKCH, BUHEHA KHCEINHA, €CECHLIUS
Tytu-Opytu, acnapram (E951, Mons npoueTere TOMbIHUTEIHA HHPOPMAIIHS HA Kpasi HA TOYKa
2), kanueB anecyidam, MarHe3ueB cTeapar.

Kak H3TJICKIA Tracleer u kakBo CbABbpPiKa ONMaKOBKaTa

Hucneprupamnure ce tabierku Tracleer 32 mg ca 6yie10-xbaTH 0 0YTH Oenu, ¢ hopMa Ha
JICTeNINHA, pa3jie/icHH Ha KBaJpaTH OT eJIHATa CTPaHa U ¢ BIUTbOHATO penedHo o3HayeHue “32” oT
JpyraTa cTpaHa.

3ammrenu ot aeua (peel-push) 6inucrepu, kouto chappkat 14 aucneprupaiy ce TabIeTKy;
KapTOHEHaTa OMAaKOBKa ChAbpxka 56 nucneprupariu ce TabiaeTky.

IIpuTekaTes Ha pa3penIeHHETO 3a ynoTpeoda:
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrns

IIpousBogure:

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benarns
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3a JONBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NPEICTaBUTEN Ha PUTEKATENSI Ha Pa3pelIeHHETO 3a yrnoTpeoa.

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbuarapus

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

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

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

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EMLGda
Janssen-Cilag ®appaxevtikr A.E.B.E.
TnA: +30 210 80 90 000

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

France

Janssen-Cilag

Té1: 0800 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
jjsafety@INJCR.JNJ.com

Ireland
Janssen Sciences Ireland UC

Lietuva

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

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 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: +3176 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 1610 300

Polska
Janssen-Cilag Polska Sp. z o0.0.
Tel.: +48 22 237 60 00

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

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija
Johnson & Johnson d.o.0.


mailto:lt@its.jnj.com
mailto:ee@its.jnj.com
mailto:contacto@its.jnj.com

Tel: 1800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

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

Kvnpog
BopvéPoc Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

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

Iv@its.jnj.com

Tel: +386 1 401 18 00
Janssen_safety slo@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

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIeHO mpepasriekaane Ha jucroBkara: 02/2024

IMonpo6Ha nH(DOpMAaIUs 32 TOBa JIEKAPCTBO € MPeOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus

no JiekapcrBaTta: http://www.ema.europa.eu/.
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