KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

1. UME HA JIEKAPCTBEHUA IMTPOAYKT

AmOpucenTaH 3eHTHBa 5 mg puiaMHpaHu TabJICTKH |
Ambrisentan Zentiva 5 mg film-coated tablets /JPZ {0076

& 29AF 06 -01- 2005
. KAYECTBEH U KOJIMYMECTBEH CBCTAB

Besika Tabnerka chabpka S mg amOpuceHTaH (ambrisentan).
[TomouHO(HM) BELIECTBO(A) C U3BECTHO JAENCTBHE!

Bcsika Tabnerka chabpka npubausurento 47,50 mg nakrtosa (kato moHoxuapar), 0,14 mg coer
neuntuH 1 0,022 mg Anypa yepseno AC (E129).

34 TBJIHUS CITUCHLK HA MOMOILIHHUTE BEIICCTBA BHKTE TouKa 6. 1.

3. JJEKAPCTBEHA ®OPMA
dunmupana tabJieTKa.

CBCTJI0PO30BH, KBaJPATHH, M3ITbKHAIIN, GHIMHPAHH TadACTKH, C BUTLOHATO penedHo o3HavyeHue "S"
OT eJHaTa CTPaHa, IJIaJKK OT ApyraTa CTpaHa, ¢ HOMHHAJIHA Jb/DKHHA/IIUPUHA PUOJIM3HTEIIHO
5,9 mm.

4. KJIUMHUYHU JAHHH
4.1 TepaneBTHYHH MOKA3AHUSA

AmOpuceHTaH 3¢HTHBA € M0Ka3aH 3a jiedeHne Ha Oenoapodua aprepuanta xunepronus (bAX) npu
Bb3pacTHH naumeHTH ¢ pynkuuonanex kiac (PK) no C30 II no 111, BkmounTento u 3a ynorpeda B
komOuHMpaHa Tepanus (Bxk. Touka S.1). Jloka3ana ¢ epukacHOCTTa My MpH anonatiyHa bAX
(MBAX) u npu BAX, cBbp3aHa cbe 3a00JIIBAHE HA CHCIMHUTECIIHATA ThKaH.

AmOpucenTan 3eHTHBA € MOKa3aH 3a jJeucHue Ha bAX npu 10HOWHM # Jicua (Ha Bb3pacT OT 8 110 18
roanun) ¢ pyukunonancH kiac (OK) 11 o 111 no knacupukanmsta Ha C30, BKIIOYHTEIHO U 32
ynorpeba B komOuHMpaHa Tepanus. Jlokasana ¢ epuxacnoctra my nnpu MUbAX, pamunna bAX,
kopurupana BpojeHa BAX u npu BAX, cBbp3ana cbe 3a00159BaHE HA CHEIMHHUTEIHATA ThKAH (BXK.
TOUKa J5.1).

4.2 Jlo3MpoOBKa H HAYHH HA NPH/IOKEHHUE

JleuenueTo TpsOBa J1a ce 3aroyBa camo OT JIEKap ¢ ONHT B JIcueHUETO HAa bAX.

J103upOBKa

Bvipacmnu

Monomepanusi ¢ amopuceHman
AMmOpucenTan 3eHTHBa TPAOBa Ja ce MpHUeMa MepopaHo B /103a 5 Mg BEAHBXK /IHCB
Ha JICYEHUETO U B 3aBUCHMOCT OT KJIMHMYHHA OTrOBOP M MMOHOCHMOCTTA, A03aTa M
10 10 mg aHeBHO.




Ambpucenman 6 kombunayus ¢ madaragus
Korato ce u3nonssa B koMOuHauusa ¢ taganadunn, AMOpuceHTad 3eHTHBRa TpaOBa fa ¢€ THTPHpPA A0
10 mg BeaHBXK AHEBHO.

B npoyuBanero AMBITION, nauueHTuTe cCa monyyasajiy 5 mg aMOpUCEHTaH BEHBXK THCBHO NpeE3
MbPBUTE 8 CEAMMUM TPeaH Bb3XOAAWO TUTpUpaHe 10 10 mg B 3aBUCHMOCT OT NOHOCHMOCTTA (BXK.
Touka 5.1). Koraro ce e usmon3san 8 komOMHauusg ¢ Taganagul, 1e4eHHETO HA NALIMCHTHTE €
3ano4Ballo ¢ 5 mg amOpucenTan u 20 mg taganagui. B 3aBHCHMOCT OT MOHOCHMMOCTTA, [03aTa Ha
raganagun e 6una nosuuieHa ao 40 mg cnea 4 ceaMuLy, a no3aTa Ha aMOpHCEHTAH € Oua
nouiueHa a0 10 mg cnen 8 ceamuuu. TToeeue ot 90% oT NauMEeHTHTE Ca NOCTUTHANM TOBa. B
3aBHCHMOCT OT [IOHOCHMOCTTA, JO3UTE MOTaT ChHILO Aa C€ HAMAIIAT.

OrpaHH4eHH NaHHU COYAT, Ye BHE3AMHOTO CIMPAHE Ha NPUIIOKEHHETO HA aMOPHCEHTaH HE € CBHP3aHo
¢ BnowaBaHe Ha bAX,

Ambpucenman @ kombunayusn ¢ yuxiocnopux A
[Tpu BB3pacTHH NPH €AHOBPEMEHHO NMpHIaraHe ¢ MMKIOCMOPHH A, 103aTa Ha aMGpHceHTaH TpsAOBa Na

ce OrpaHHYM 10 5 mg BEAHBK THEBHO H NALMEHTHT TPAOBa Ja ce HabmoaaBa BHUMATEIHO {BX. TOUKH
4.5u35.2).

Ileouampuynu nayuenmu na sv3pacm om 8 0o 18 coounu

Monomepanus ¢ avbpucenman uru 8 kombunayua ¢ opy2u mepanuu 3a bAX

AMbOpHcenTaH 3eHTHBa TpA6Ba Ja ce NpueMa IEPOPAHO B CHOTBETCTBHE CHC CXEMATa Ha NPHIAraHe,
OMMCaHa Mo-A0Iy:

TenecHo terno (kg) Hauanna no3sa, npuemMana IMocnenpailio THTpHUpAHE Ha
BEIHBX JHEBHO (M) ao03ara, IpUEMaHa BEAHBX
QHEBHO (mg)®
=350 5 10
>35 no <50 5 7.5%
>20 no <35 2,5* 5
a = B 3aBMCHMOCT OT KJIMHMYHHA OTIOBOP M MOHOCHMMOCTTA (BXK. TOYKA J.1)

Ambpucenman 8 KomMbuKayuA ¢ YUKIOCNopur A

[Tpn neauaTpuyuHy MALUEHTH MIPHY EAHOBPEMEHHA YHOTPE0a ¢ LIMKIOCMOPHH A [103aTa Ha
amMOpuUCEeHTaH 3a MAUUEeHTH ¢ TenecHo Terno >50 kg TpabBa f1a ce orpaHuyy A0 5 Mg BSAHBXK AHEBHO,
a MpH naiumenTH ¢ TenecHo terao =20 kg no <50 kg TpsabBa na ce orpannuu g0 2,5 mg* BEAHDBK
nHeBHO. [TanuerTsT TpabBa 1a ce Habm0 aBa BHUMATENHO (BX. TOYKK 4.5 1 5.2).

* 3a 1034, H3MCKBAILHN KOHLUCHTPAUMA oT 2,5 mg nnu 7,5 mg, Tpa0Ba Ja ce H3MO0A3Ba Apyr NPOAYKT,
KOHTO ce npeaaara Ha nasapa.

Crennansy 11onyJaaluHH
I[Tayuenmu 6 cmapuecka ev3pacm
He e HeoOX0AMMO KOpHIHpaHe Ha I03aTa MPH NAaLUMUEHTH Ha Bb3pacT Hal 65 roanHy (Bx. Touka J.2).

Bvbpeuno yspesicoane

He e HeoOxoauMMo KOpUrMpaHe Ha 103aTa pH nauueHTH ¢ 650peuHo yBpexaaHe (Bx. Touka 5.2). Hma
OrpaH{yeH onuT ¢ aMOpHCEHTaH NpH HHAWBUAM C TEXKKO OBOpeyHo yBpexaaHe (KpeaTHHHHOB
KAHpBHC <30 ml/min); neyeHueTo TpAGBa Aa ce 3amoyHe BHUMATENHO NPH Ta3H MOArpymna U aa ce
00BpHE 0cOOEHO BHHMaHKeE, aKo fo3aTa ce nosriud 10 10 mg aMOpuceHTaH. - \

Yeproopobro yapexcoane

AMODPHCEHTAH HE € H3NUTBAH NPH MHAHBHAM C YEPHOAPOOHO yBpexAaHe (ChC
KaTO OCHOBHMTE MBTHILA HA MeTaDONIU3BM Ha aMOpHCEHTaH ca INIIOKypPOHHpaHe
MOCAeBaLLO SAMMHHHPAHE Ype3 HUTHUKATA, MOXE [1a C€ OYaKBa YEPHOAPOOHOTO
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yBennun ekcrno3nudarta (Cmax  AUC) Ha amGpucenTan. [1o Tasu npuunHa He TpAOBA a C€ 3aN04YBa
fneueHue ¢ aMOpHCEHTaH NpH MALMEHTH C TEXKO YEPHOAPOOHO YBPEKAaHE MM € KTHHHYHO 3HaYHMO
MOBHILaBaHe Ha YepHOAPOoOHNTE aMUHOTpaHCc(epasn (NoBeye OT 3 MbTH FOPHATa rpaHNLA HA HOpMaTa
(>3xXxULN); Bx. ToukH 4.3 1 4.4).

[Teouampuuna nonyiayus
BezonacHocTTa ¥ ePHKAaCHOCTTA Ha aMOpHCEeHTaH MpH AeLia Ha Bb3pacT NoA 8 MOAHHH HE ca
yCTaHOBEHH. JIMMCBAT KTMHUYHM JaHHH (BXK. TOYKa 5.3 OTHOCHO HAJIWYHU JaHHH [IPH IOBCHHJIHH

YKHBOTHH).

HauyH Ha OpUIOKEHHE

Am6pHcenTan 3eHTHBA € 3a IepopanHo npunoxenue. [Ipenopsysa ce Tabnerkara Aa ce reJiTa Uana u
MOXe f1a ce IpuMa che WK Oe3 xpaHa. [IpenoppuBa ce TabaeTKaTa 1a HE ce pa3fens, pa3TpoLlaBa Wi
IBBYE,

4.3 [IpoTUBOMOKaA3aAHHSA

— CBPBX4YYBCTBHTEJIHOCT KbM AKTUBHOTO BEIIECTBO, KbM (PBCTHUM, COA MIIH KbM HAKOE OT
NOMOIIHHUTE BEIECTBA, H30poeHH B Touka 6.1.

— BpemenHocT (BK. TOUKa 4.6).

— YKeuu c neTepojieH NOTEHIIHAN, KOMTO HE M3MON3BAT HAACKIEH METOJ1 338 KOHTPALICILMSA (BX.
TOUKH.

— 44 u4.0).

— KnpmeRe (Bxk. TOUKa 4.0).

— Texko depHoapoGHO yBpexaAaHe (Cbe UM Oe3 LUupo3a) (BX. To4ka 4.2).

— HauajHHu CTOHHOCTH Ha YepHOApoOHUTE aMMHOTpaHC(hepasu (acnapTaTaMHHOTpaHChepasn
(AST) w/unn anaunnamuHoTpancgepasu (ALT)) >3 x ULN (Bx. Toukd 4.2 n 4.4).

— HWnuonarnuna 6enoapobua pubpoza (MbD), cbe nnu 6e3 BTopruHa 6e10ApobHa XUNICPTOHUA
(BX. TOuka 3.1).

4.4 CpenuajJHH UpeaynpeXIeHus U Npeana3HH MePKH NPH ynorpeoda

AMOpHCEHTaH He € MPOYUeH NpH A0CTaThYeH OpOoi NMAaUMEHTH ¢ 1I€N Aa Ce YCTAHOBH ChOTHOLICHHETO
nomsa/puck npy BAX ¢yuxumoranen knac I no C30.

EdnkacHocTTa Ha aMOPHUCEHTAaH KaTO MOHOTEpANHs HE € YCTAHOBEHA NpH NauueHTn ¢ bAX
dbyHkuMoHaneH knac [V no C30. Ako KIMHHYHOTO CHCTOSHHE CE BIOLM, TpAOBa 1a ce 0dMHCTH
eHeHHE, KOCTO € NMPENOPBRYNTENHO 3a TEKKHUTE CTaIMH Ha 3abogBaneTo (Hanp. €NONpPOCTEHON).

YepHoapoOHa QyHKIHS

C BAX ca cBbp3aHH OTKIOHEHHSA B yepHOApoGHaTa dhyHKuus. [Ipu nprnokeHHe Ha aMOPUCEHTaH ca
HaOMIORABaHH CNTyYaH, KOMTO ChOTBETCTBAT HA ABTOUMYHER XENATHT, BKIIOYUTEIHO BHIMOXKHO
060CTpAHE Ha MOAeXkKall aBTOMMYHEH XENaTHT, YepHOAPOOHO yBpeXKaaHe U MOBHUINIABAHE Ha
CTOMHOCTHTE Ha YEPHOAPOOHMUTE SH3UMH, KOUTO ¢ BB3MOXKHO Jia Ca CBbP3aHM C TepanusTa (BX. TOUKH
4.8 u 5.1). Ilo Ta3u npHYKMHA MPEAH 3aN04YBaHE Ha JIeYCHHE ¢ aMOpUCEHTaH TpAOBa 1a ce HanpaBy
u3cneaBane Ha yeproapobunTe amuuorpancdepasm (ALT u AST) u ne Tpabdsa aa ce 3anoysa
eYEHHE ¢ AMOPHCEHTAH IIPH NMALHEHTH ¢ W3X0aHM cToMHOCTH Ha ALT w/unm AST >3 x ULN (Bx.

TOUKa 4.3).

[TanuenTtute TpaGBa Aa ce OpoCIEAdBaT 3a PH3HALK HA YEPHOAPOOHO pre}K,uaHe
BCEeKH Mecell aa ce npocaeassatr ALT u AST. Ako MallMEHTHTE Pa3BHAT npom.n
HeOOACHHUMO, KINTMHUYHO 3HauynMo noBuwasane Ha ALT w/uan AST unu axo no
u/unu AST e npuapYKEHO OT NpU3HALH WM CUMITOMH HA Y€PHOAPOOHO YBPEX
KBATEHHULA), TeUeHHETO ¢ aMOpHceHTaH TpsbBa fa ce MpeyCcTaHOBH,
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[Tpu nauueHTH 63 KIHHNYHU CHMIITOMH Ha YEPHOAPOOHO YBPEKAAHE HITH XKBJATCHHIA MOXE 13 C€
06MHCITH NOBTOPHO MHHLMMPAHE HA NIEYEHHETO C aMOPHUCEHTAH CE/ Bb3CTAHOBABAHE HA PYHKLIUATA
Ha yepHOApoOHUTEe eH3KUMH. [IpenopryBa c€ KOHCYNTALKA C XENATONOT.

KosteHTpaluus Ha XeMOrnobuH

C NPHJIOKEHHETO Ha EHAOTEAUH-PEUENTOPHH aHTaroHUCTH (EPA), BKMIOUMTENHO aMOPUCEHTaH, €
CBBP3aHO NIOHMXKaBaHe HA KOHLIEHTPALMATA Ha XeMOrIo0MHa U XeMaToKpuTa. [loBeyeTo OT Te3n
NOHKEHY HUBA ¢a YCTAHOBCHH [0 BPEME Ha MbPBUTE 4 CEIMHLIH OT JICYCHHETO, KaTO BIIOCICACTBHE
HHBOTO Ha XeMorIoOHHa KaTo uano ce crabunusnpa. CpeIHOTO MOHMXKABAHE OT H3X0QHOTO HHBO (B
auanasoH ot 0,9 a0 1,2 g/d]) Ha KoHUCHTpaLMATa HA XeMOTIoOHHa ce 3ana3sa 10 4 roAVHH OT
JIEYEHHETO ¢ aMOPHCEHTaH, PH ABJIrOCPOMHO OTKPUTO NPOABIDKEHHE Ha OCHOBHHUTE (hasa [1]
KJIMHHYHH Npoy4YBanus. B mocTMapkeTHHIOBHS NEPHO Ca JOKIA/IBAHU CTYYan Ha aHEMHS,
M3UCKBALIM TPaHC(Y3usa Ha KPBBHH KJIETKH (BXK. TOUKa 4.8).

He ce npenopbuBa 3ano4YBaHE Ha JIEYCHUE ¢ aMOPHCEHTAH NPH NaUKMCHTH ¢ KIMHMYHO 3HAYMMa
aHeMus. [To BpeMe Ha ieueHne c aMOpHUCEHTAH ¢¢€ MPENOPHYBA Ja CC MPOC/ICAIBAT HUBATA Ha
XEMOII00MHA /UK XeMAaTOKpHUTA, HAaNIpUMep Ha 1-BrA Mecell, 3-HS Mecel B IEPHOJUYHO ClI¢ TOBA B
CHOTBETCTBHE ¢ KIHHHYHATA NPAKTHKA. AKO C€ YCTAHOBH KJIMHHYHO 3HAYHMO MOHHIKABAHE HA
XeMOTI00MHA MU XEMaTOKPHTA M €4 M3KJIIOYEHH IPYTU NPHYNHH, TpsIOBa qa ce 0OMHCIIN HaMalABaHe
Ha J1034Ta WM NpeyCTaHOBABAHE Ha nedeHyeTo. HecToTara Ha aHEMHS C€ MMOBHLIABA, KOTATO
aMOpPHCEHTAH ce mpuara B koMOuHauusa ¢ taganapun (15% yecToTa Ha HEXKENAHOTO CHOUTHE) B
CpaBHEHHE C 4E€CTOTaTa Ha aHEMMsl, KOraTo aMOpHCEHTaH ¥ Tafanagui ce npuiarat Kato
moHoTepanus (ceoTBeTHO 7 % u 11 %).

3agbpKaHe HA TEYHOCTH

[Tpu npunarane Ha EPA, BkountenHo ambpuceHTaH, € HabmogasaH nepudepe oTok. B KIHHHYHK
MPOyYBaHMs ¢ aMOPHCEHTaH MMOBEYETO CIYYaH Ha MEpUPEPEH OTOK Ca JICKH 10 YMEPEHH 110 TEXECT,
MaKap 4Ye MO /1a CE MPOABAT ¢ NO-BUCOKA YECTOTA M TEKECT NPH NaLMEHTH = 65 roanHu. B
KpaTKOCPOUHH KIMHHYHHU NIPOYYBAHHS [0-4ECTO C€ ChODIIABa 3a NEPH(ECPEH OTOK MPH NMpUIaraHe Ha
10 mg amOpuceHTaH (BX. TOUKa 4.8).

[Tony4yeny ca MOCTMAPKETHHIOBH CHODMICHHA 3a 3a{bPXAHE HAa TEYHOCTH, HACTHNBALLO CEIMHULUH Cle
3a[TOYBAHE Ha [IpHEMa Ha aMOPHUCEHTAH, KaTO B HAKOU CNy4aH CbCTOAHHETO € HANaraiaQ Je4YeHHE ¢
AMYPETHK WK XOCTUTANU3ALMS 3a OBJAJABaHE Ha 3aIbP)KaHETO Ha TCYHOCTH WM Ha
AEKOMIIEHCHpAHaTa ChPACYHA HEAOCTATHYHOCT. AKO NPH NALMEHTHTE € HAUIIE ChUIECTBYBALIO
HAaTOBapBaHE ¢ TCHHOCTH, ChCTOAHHUETO TpAOBa Aa C€ JIEKYBA O KIHHKYHO MOAXO0AALL HAUHH Npeau
3a104YBaHe Ha JICYCHUEe ¢ aMOpHCEHTaH.

AKO M0 BpeMe Ha JICHEHHUE C aMOPHCEHTaH Ce pa3BHe KNMMHAYHO 3HAYHMO 331bPXKaHE Ha TEHHOCTH,
cbC WM 63 MpUApYXaBallle NOBHINABAaHE Ha TErIoTo, TPSAOBa a Obje HANpaBCHA AONb/IHUTETHA
OLICHKa, 3a Ja ce ONpeAeNny NPUYNHATA, KOATO MOXeE Aa Obae aMOpHCEeHTaH WK NOAJIeXKala ChpacyHa
HEAOCTATBYHOCT, ¥ Bh3MOXHATA HYXK/IA OT cieUn(PHYHO ICYEHNE WM NPEKBCBAHE HA TEPANUATA C
amGpucenTan. YecToTaTa Ha nepudepeH OTOK Ce MOBHUILARA, KOraTo aMOpUCEeHTaH ce npunara B
koMOMHanus ¢ Taganadun (45% decToTa Ha HEXKEINAHOTO CHOUTHE) B CPABHEHHE C YECTOTATA HA
nepudepeH OTOK, KOraTo aMOpHCeHTaH M Tajanadun ce MpUIaraT KaTo MOHOTEPANHs (CbOTBETHO

38 % u 28 %). [TosiBaTa Ha mepudepeH OTOK € Hal-4yecTa I1pe3 MbPBHA MeCeLl OT 3al10YBAHE Ha
NeYECHHETO.

AeHH ¢ JeTepoaAEH NOTEHUKHAN

He TpaGBa na ce 3anmoyBa JAc4e¢HHE ¢ aMOPHUCEHTaH NPH XKCHH C ACTEPONICH NOTCHUH
pe3yJATAThT OT TECTA 32 OPEMEHHOCT NIPEAH JIEYCHHETO € OTPHLIATENIEH H C€ U3I10N3
METOA 3a KOHTpAUENUHUA. AKO MMa HAKAaKBO CbMHEHHC 3a TOBA, KAKLB CHBET a O]
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MALMUEHTKATA N0 OTHOLICHUE Ha KOHTPALENIUATa, TpAOBa Aa ce OOMHC/IM KOHCYITALMA C THHEKOJIOT.
ITo Bpeme Ha neueHHe ¢ AMOPHCEHTAH Ce NPENOPLYBAT EXEMECEIHH TECTOBE 332 OPEMCHHOCT (BXK.

TO4YKH 4.3 1 4.6).

BenoapobHa BeHOOKNY3HUBHA ostecT

C1o6maBaHH ca cayyad Ha OenoapoOeH OTOK MpH Ba3oJHWNIaTHPALLH JICKAPCTBEHH NPOAYKTH KaTo
EPA, korato ca mpuiaraHd npH naumeHtH ¢ 6enoapobua seHooky3usHa donect. [1o Ta3u npuuna,
ako nauneHTUTe ¢ BAX passust ocTep OenoapobeH 0TOK 11O BpeMe Ha JICUEHHE ¢ aMOPHCEHTaH,
TpabBa fa ce MMa NpeaBH Bb3MOXHOCTTA 3a 6e10ApobHa BEHOOKIY3HBHA DoeCT.

ExHOBpEMEHHO NMPUITOKEHHE C APYTH JICKAPCTBCHH [IPOAYKTH

[MauuenTH, nekyBaHu ¢ aMOpuceHTaH, TpaOBa BHMMaTeNHO Ja OBbAaT HaOMOAABAHH MTPU 3aMIOYBAHE HA
jeueHne ¢ pudaMnuurH (Bx. ToukH 4.5 1 5.2).

[IoMOUIHY BEILECTBA

AMOprceHTaH 3eHTHBa TAONETKM ChAbPIKA 1aKTO3a MOHOXHAPAT. [lanueHTH ¢ peKn HACACACTBECHH
npo6JIEMH Ha HEMOHOCHMOCT KbM rajlakTo3a, IbeH JaKTa3eH AeGHUHT MK TTII0K030-TraNnaKkTo3Ha
MajiabcopOuma He TpsaOBa qa npuemMar ToBa JIEKapCTRO.

To3u nekapcTBEH NPOAYKT ChAbpika mo-Mainko oT | mmol Hatpwii (23 mg) Ha TabneTka, T.¢. MOXe Aa
ce Ka)Ke, 4e NMPaKTHYCCKH HE ChAbPKa HATPHH.

To3u nexapcTBEH NMPOAYKT ChABPXKA COEB JIELMTHH (BX. TO4YKa 4.3). COeBHAT NTELUUTHH MOXE [1a
CBABPXKA OCTATHYEH COEB MIPOTEHH U NOPaAM TOBA NAlJMEHTHUTE, CBPhXYYBCTBUTENHH KbM COA UK
¢ucThUM, HE TpaOBa 1a MpHEMaT TO3U JIEKApCTBCH NPOAYKT.

To3u nekapcTBEH MPOAYKT ¢uABPkKa azobarpunoro Anmypa yepseHo AC anymuuues nak (E129), konto
MOJXXE 112 IPHYHHH aNEPTHYHH PEAKLIMH.

4.5 B3aumMoaeHCTBHE ¢ APYrH JIeKapCTBeHH NPOAYKTH H ApPYrH GOopMH HA BlaumMoneicTaue

B in vitro v in vivo HEKIMHUUHY NPOYYBaHus aMOpUCEHTaH HE MHXHUOHKpa U HE MHAYyUHUpa Pa3za [ unu
Il nekapcTBO-MeTa0ONM3UPALLH €H3UMHU B KITMHUYHO 3HAYMMH KOHLICHTPAaUHH, KOSTO MPEaronara
HUCBK MOTEHUMAN Ha MOBJHABAHE HA MeTaboJIM3Ma HA IEKApCTBAaTa MO0 T€3M MbTHILA OT CTPaHa Ha

aMOpHCEHTaH.

[loTeHuuanrsT Ha aMOpUCEHTAH 3a MHAYUMpaHe akTHBHOCTTA HA CYP3A4 ¢ nacneasau npu 3apasu
10OpOBOJILUK M Pe3Y/ITATUTE NMPEANOoarat JHICa HA MHAYKTHBEH eeKT Ha aMOPHCCHTAH BBPXY
CYP3 A4 u3zoeHn3zuma.

[{MKI0oCOOpHH A
EQHOBpEMEHHOTO NpHUIarade Ha aMOpUCEHTaH ¢ UMKJIOCIIOPHH A B CTALlHOHAPHO CHCTOSTHUE BOAH A0

IBYKPaTHO NOBHIIABAHE HA EKCMO3MLMATA HA aMOPHCEHTaH PH 31paBu K00posouy. ToBa MoXke na
ce IbMHKH Ha MHXUOKHpaHe Ha TPaHCIIOPTEpHUTE U METADOMTUTHUTE €H3UMH, YYacTBalllH BbB
(hapMaKoKHHeTHKaTa Ha aMOpHuCeHTaH OT UMKIOCIOpHH A. 11o Ta3u npuyurHa PH €AHOBPEMEHHO
MpHJIAraHe ¢ UMKJIOCIIOPHH A 103aTa Ha aMOPHCEHTAH NPy BB3PAcTHH U NPH NEeJUATPUIHN NALHUEHTH
¢ TenecHo terno >50 kg TpabBa Aa Obae orpaHHYeHa 00 S Mg BEAHBK JHEBHO, 3a NEAHATPHYHH
ManHeHTH ¢ TellecHo terno =20 kg no <50 kg nozara Tpadea aa 0bae orpannyeHa a0 2,5 mg BEJHBX
IHEBHO (BX. Toyka 4.2). MHOroxpaTHOTO pHiaraHe Ha aMOpHceHTaH HAMa €EKT BbPXY

PudbamMnyuuy




EAHOBpEMEHHOTO NpHIaraHe Ha pudaMnuuuH (MHXUOUTOP HA MONHMNENTHAA, TPAHCIIOPTED HA
opraanunn aHHonn {OATP], cunen unaykrop Ha CYP3A u 2C19, n unaykrop Ha P-gp u
ypuauaaudocdat rmokyporuntpancdepasure [UGT]) e cBbp3aHo ¢ npexoaHo (NpHOMU3HTENHO 2-
KpaTHO) NOBHMILABAHE HA CKCMIO3HLIMATA HAa aMOPHCEHTaH Clliel MbPBOHAYAIIHHTE A03H MPH 3APaBH
no6posonuy. Burpeku toBa, 10 AeH 8, NPHEMBT NPH CTALIMOHAPHO CHCTOAHHE HA pUdaMITHLUMH HAMA
KIIMHUYHO 3HaUYMM €(EeKT BbpXY €KCII03MIMATa Ha aMOpHceHTaH. 11auneRTH, 1eKyBaHH, C
ambpHcenTal TpaOBa BHUMATENTHO Aa ce HaOMo1aBaT TIpH 3aM04BaHE Ha IEUeHHE ¢ prubaMIHLKH (BXK.
ToukH 4.4 1 5.2).

dochoanectepaziy HHXHOUTOPH

EnHOBpEMEHHOTO Npuiarade Ha ambpuceHTaH ¢ pocdonnecrepaied KHXHOUTOP - cunaeHadun WK
raganadun (4 nsara cybcrpatu Ha CYP3A4) npu 3apaBu 10OpoBOLK He MOBNHABA 3HAYHMO
(bapMakokyHETHKaATa HA QochoarecTepasHUA MHXUONTOP UK Ha aMOPHCEHTaH (BX. TOYKA 5.2).

Ipyryu Tapretuy nevyenus 3a bAX

E¢ukacHocTra 1 Ge30nacHOCTTa HA aMOPHCEHTaH MpH €THOBPEMEHHO NpPUIaraHe ¢ APYTH JICYCHHS 3a
BAX (Hanp. npocTaHOMIH ¥ PAa3TBOPUMH I'yaHHJIATLIMK/IA3HA CTHMYNIATOPH) HE €a CNELHAHO
IPOYYBAHH B KOHTPOJHPAaHH KMMHUYHH H3NUTBaHHMA MpH nauneHtn ¢ BAX (BX. Touka 5.1). He ce
OYaKBaT CIIELM(PHUYHH NICKAPCTBEHH B3aMMOJACHCTBIA MEXAY aMOPHCEHTAH M Pa3TBOPHMH
ryaHMIATLUKIIA3HH CTUMYJIAaTOPH WM NMPOCTAaHOHIH Bb3 OCHOBA HAa M3BECTHHUTE JAHHH 34
6uotpancopmanus (BXK. ToYKa 5.2). BbIpeKH TOBA, NpH TE3H NEKAPCTBEHU NIPOAYKTH HE ¢a
MPOBEX/JaHH KOHKPETHH MPOY4BAHHA 3a B3aUMOACHCTBHA. 3aTOBa ce Npenopbr4Ba NOBUIICHO
BHHMAaHHE B CJIy4aH Ha €AHOBPEMEHHO MpHUIIaraHe.

[lepopaidy KOHTPAUENTHBH

B KIMHNYHO Mpoy4BaHe NpH 34paBu Z0GPOBONLHM NpUNaraHeTo Ha aMmOpuceHTaH 10 mg BeAHBX
JAHEBHO B CTALIHOHAPHO CHCTOSHHUE HE MOBNHMABA 3HAYMMO (PapMaKOKHHETHKATA HA €IHHHYHA 1034
ETHHUIIECTPAAMOI ¥ HOPETHHAPOH, KOMITOHEHTH Ha KOMOMHHpaH 1€popajieH KOHTPALENTHB (BX.
Touka 5.2). OcHoBasaiiku ce Ha TOBa (papMaKOKHHETHYHO NPOYYBAHE HE C€ OYaKBa aMOpPHCEHTaH aa
MOBJIMSC 3HAYUMO EKCMO3ZMLMATA Ha KOHTPAUENTHBH, ChIbPXAIH €CTPOreH HIH MPOreCTOreH.

Bapdapus

B eqHo npoyu4BaHe npH 3pasu 100poBonuy aMOprceHTaH HE MOBNHABA HapMaKOKHHETHKATa B
CTALIMOHAPHO CHCTOAHUE ¥ AHTHKOATy/lAaHTHATa aKTUBHOCT Ha BaphapuH (Bx. Touka 5.2). Cbluo Taka
sapdapHH HAMA KIMHUYHO 3HaYnMU e(eKTH BEPXY (hapMaKOKHHETHKATa Ha ambpucenTad. OceeH
TOBA, NPH NAUKHEHTH aMOpUCEHTaH HAMa o0 eQEKT BpXy CeIMHUYHATA 1032 HA AaHTUKOAryIaHTH OT
THIa Ha BapdapuH, nporpomOGuroBoTo BpeMme (PT) ¥ MeKAYHAPOJAHOTO HOPMAJIH3MPAHO OTHOLUIEHHE
(INR).

KeToKOHAa301

[TpunaraHeTo Ha KeTokoHazo (MoweH MHxubuTop HAa CYP3A4) B cTallfOHApHO CBCTOSHHUE HE
NpEAN3BHKBA KIMHHYHO 3HAUMMO MOBHILIABAHE HAa €KCIIO3HMIMATA Ha aMOpHCEHTaH (BXK. TOYKa 5.2).

Edexr Ha amMOpuceHTaH BbPXY KCEHOOMOTHYHH TPAHCIIOPTEPH

In vitro amOpuceHTaH HAMa HHXNOMpaL €eKT BbPXY YOBEIIKH TPAHCMOPTEPH B KIIMHHYHO 3HAMUMH
KOHLEHTPALHH, BITIOYHTENHO P-riukonpotens (Pgp), npoTenHa Ha pe3HCTEHTHOCT HA P

pesucrenTHOCT (multi- drug resistance related protein 2, MRP2), ekcnioprhaTa nom
(BSEP), noaunenThay, TPAHCTIOPTHPALUM OPTraHUYHM aHHOHH (Organic anion tran
polypeptides, OATP1B1 u OATP1B3) 1 HaTpHEBO-3aBUCHMHAT TaypOX0aaT KO-
nonunentuy (sodium-dependent taurocholate co-transporting polypeptide, NTCP)
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AmOpucenTal e cyberpar 3a Pgp-meaunpanus epaykc.

In vitro npoy4BaHus BbPXY XENATOLUNTH OT [UTbX CHILUO MOKA3BAT, 4e aMOpHCeHTaH HE HHAYLHpa Pgp,
BSEP unun MRP2 nporenHoBa ekcnpecHs.

[TpunaraseTo Ha aMGPHCEHTaH B CTALMOHAPHO CHCTOSHME MIPH 3ApaBH JOOPOBOILK HAMA KIIHHHYHO
3HAYMMHM QEKTH BbPXY (GapMaKOKHMHETHKATA MPH [IpUarade Ha €HOKpaTHA 1032 JUTOKCHH, KOUTO &

cyocTpar 3a Pgp (Bxk. Touka 5.2).

IleanaTpuyHa ONonyaanuA

[IpoyuBanus 3a B3aUMOJCHCTBHATA Ca MPOBEKIAHH CaMO MPH Bb3PaCTHH.
4.6 PepTHAHTET, OpeMEeHHOCT H KbpMeHe

XKeHu ¢ aeTepoaeH NoTeHIHAaN

He tpsbea na ce 3amougsa neyeHue ¢ aMOpHCEHTaH IIPH XEHH € JETEPOACH MOTCHLMAI, OCBEH aKO
pE3YNTATHT OT TECTA 3a OPEMEHHOCT MPEAH JICYCHHUETO € OTPHLIATENEH H C€ M3MOI3Ba HaJACHKHA
koHTpauenuus. [To BpeMe Ha euc¢Hue ¢ aMOPHUCEHTaH ce MPENOPBYBa Ja C€ NPABAT MECCYHH TECTOBC
33 BpeMEeHHOCT.

bpeMeHHOCT

AMOpHCeHTaH € MPOTHBONIOKAa3aH Mo BpeMe Ha 6peMEHHOCT (BXK. Touka 4.3). [IpoyuyBanus ¢ XKMBOTHH
[10Ka3BaT, 4Ye aMOPHUCECHTAH ¢ TepaToreHeH. HaMa onut npH Xopa.

XKenu, npuemMaiin amGpucenTan, TpabBa Aa Obaar OpeAynpelAcHH 3a PUCKa OT YBpEXJaHe Ha QeTyca,
a aKO HaCTHIIM OpEeMEHHOCT, TPADBa /1a Ce 3aMoYHe ANTEPHATUBHO JieueHHe (Bxk. Toukn 4.3, 4.4 u 5.3).

KspMeHe

He ¢ u3BecTHO manm aMOpuceHTaH npeMuHAaBa B KbpMaTa. He e npoyysaHa eKcKkpenmsaTa Ha
aMOpHCEHTaH B MJIAKOTO NpH *UBOTHH. [1o Ta3n NpHUNHA KLPMEHETO € MPOTHBONOKA3aHO IIPH
MalMeHTH, IpueMally aMOprucenTaH (BX. Touka 4.3).

QEepTHINUTET NPH MBIKETE

Passutiero Ha TyOyiHa aTpodHA HA TECTUCHTE NPH XKHUBOTHHU OT MBXKH ITOJ € CBBP3aHO C
MPOLB/DKHATENHO npuiarane Ha EPA, BkmounTenHo aMOpuceHTaH (8. Touka 5.3). Benpeku ye npu
npoyusanero ARIES-E, He ca oTKpHTH jICHH 10Ka3aTENCTBa 3a BPEACH €(PEKT OT IbJIroTpanHa
EKCNO3HLMA Ha aMOpUCEHTAaH BBPXY Ha Opos Ha CriepMaTO30MOUTE, NPOABMKUTEIHOTO IMMPHIIOKEHHE
Ha aMOpHMCEHTaH € CBBP3aHO C MPOMEHY B MapKepuTe Ha ciepMaroreHesara. Habmoaasano e
NOHM)KaBaHe Ha IUIa3MEHaTa KOHLEHTpaluHsa Ha HHXUOKMH-B 1 noBHaBaHe Ha I/1a3MeHaTa
koHueHTpauusa Ha FSH. EQekTsT BbpXY PEPTHINTETA IIPH MBIKE HE € YCTAHOBEH, HO HE MOJXKE J1a Ce
M3KJIIOYH BIOLIABAHE HA CliepMaToreHesara. B KAHHUYHY MPOYYBaHHA MPOIBIKHTEIHOTO NpHIAraHe
Ha aMOpHCEHTaH He ce CBbP3Ba C MPOMSAHA B IUIA3MEHUS TECTOCTEPOH.

4.7 EdexTn BLpxy cniocobnocTTa 3a mopupare u padora ¢ MALIHHH

AMOpHceHTaH uMa c1abo WK yMepeHO BIHMAHHE BbPXY CHOCOOHOCTTA 3a LWodHpaHe U paboTa ¢
MaluvHH. IIpH onleHKa Ha CIocOOHOCTTa Ha MALMEHTa 3a U3BLPIIBAHE HA JEHHOCTH, KOHTO H3Het

-

NpeLUcHKa, ABHIaTEIHH WM KOTHHTHBHH CIOcOOHOCTH (BX. Touka 4.8), Tpsabsa aa ce
KIHHUYHHUA CTAaTyC Ha MaLUCHTa U NPoUIBT Ha HEXKEJIAHH pEaKLHH Ha aMOpHceHTa
XHUIIOTOHHS, 3aMasgHOCT, aCTeHHUA, ymopa). [Ipenu wodupane unu pabora ¢ MaluH
TpaAOBa Ja ca HASCHO 33 TOBA KaK Morar a ObaaT NOBJIMAHM OT aMOpHCEHTAH.




4.8 Hexenauu jleKapcTBeHH PeaKUHH

Pesiome Ha ripoduna Ha 6e30macHOCT

Haii-uecTHTe HEXENAHH PEaKLnH, Habn101aBany pU NiedyeHKe ¢ aMOpHCeHTaH ¢a nepHdepeH OTOK
(37%), ¥ rnaeobonue (28%). [Ipu kpaTkocpouHH Npoy4YBaHHs mo-pucokata go3a (10 mg) e cesp3ana
C TIO-BMCOKA YeCTOTA Ha TE€3H HEXEJIaHHM PEaKIUHU, a IEPUPEPHUAT OTOK € MMO-TEXNKBK MNPH NAUNCHTH =
65 roguHu (BX. Touka 4.4).

CepHO3HHTE HEXEaH!U PCaKLMH, CBBP3aHu ¢ ynioTpebara Ha aMOpHCEHTaH, BKIIOYBAT aHEMHS
(IIOHWKEH XeMOTIO0NH, TOHMXKEH XEMATOKPHT) M XENMaTOTOKCHYHOCT.

[MoHMKEHHA HA KOHLIEHTPALMATA Ha XxeMorioOHHa i xemarokputa (10%) ca cebp3aHH ¢ ynorpebara
Ha aHTAarOHHUCTH Ha €HAOTEIWHOBHUTE PELECHTOPH, BKIOYMTEIHO H aMOpHCEHTaH. B noBeueTo cay4au
TOBA MOHXEHHE € YCTAHOBEHO Ipe3 IIbPBUTE 4 CEAMULM HA JICHCHHETO U KATO (IO CTOHHOCTHTE Ha
XeMOorno6uHa ce cTabunM3upar cien ToBa (BXK. Touka 4.4).

ITpu ynotpe6a Ha aMOpHCEHTaH ca HaGII0faBaHH MMOBHIICHHE Ha YEPHOAPOOHUTE eH3UMH (2%),
YepHOAPOOHO YBPEXJaHE U ABTOMMYHEH XENATHT (BKIIOUHTENHO 000CTpAHE HA NOUICHKALIO
3abonsaBale) (Bxk. Touka 4.4 u 5.1).

CIHCBK HA HEKEJAHUTE PEAKLIMH B TAOJMYEH BHI

YecToTHTE ce AcHHMpAT KaTo: MHOTO YecTH (> 1/10), wectn (= 1/100 o < 1/10), HevecTH

(> 1/1 000 go < 1/100), peaku (= 1/10 000 no < 1/1 000), MHoro peaxu (< 1/10 000) u ¢ Hen3BecTHa
yecToTa (0T HATMYHHMTE JaHHM HE MOXe Aa ObJie HanpaBeHa OLEHKa). 3a J030-CBbP3AHNUTE HEXCIaHH
peaKkLMH KaTeropusTa [0 YECTOTa 0TPa3fBa 0-BMCcOKaTa 103a amOpucenTan. I1pu Bcsko rpynupane B
3aBHCHMMOCT OT YECTOTATA HEXEIAHHTE PEaKLUK ce H30posBaT B HU3XOOAUL pEA IO OTHOIICHKE HA
TSXHaTa CEPHUO3HOCT.

CucreMo-opraieH Kaac YecToTa HexeaaHy peakunu
HapyiieHua Ha XpbBTa M MHOro yecTH AHeMus (ITIOHNKEH
nuMPpHaTa CHCTEMA X€MOrnobHH, MOHMXEH
XE€MaTOKpHT)'
HapytueHns Ha HMyHHATa Yectu Peakunu Ha
CUCTEMA CBPBXUYBCTBHTE/IHOCT (Harp.
aHruoeneM, odpuB, Cbpobek)
Hapyuienuns Ha HepBHaATa MHOro 4yecTH [‘masobonue (BKAKHUTEIHO
CHCTEMA CHHYCOBO rnapobosue,
MUTpeHa)’,
3aMasgHOCT
HapylieHUs Ha OUMUTE YecTu 3aMBIIEHO 3PSHHE,
3PHTENHO YBpPEKIAHE
HapymeHns Ha yXoTO U YectH Tunuryc’
NaGHpPHHTA Heuectn Bresanua 3ary6a Ha cnyx’
CobpaedHd HapyLIEHUSA MHOro 4ecTH [lannuTanum
Uect CupfieyHa HeAOCTATBYHOCT
C1a08BH HapylUEHHS MHoro yecTH 3ayepBsBaHe’
YectH XHIIOTOHHA,
CHHKOII
PecniupaTopHu, TPBAHHU U MHoro yectn Hucnues®,
MEeIHACTHHAIHH HAPYLUEHHS KOHI€CTHA B roff ; (&
INXATCTHATE Kot ¥7 Ly¥
nsTHIA (Hany. R
CHHYCHa)’, S EMN, ¥
\....ﬁ___,,/‘




Ha3o(hapHHTUT’
YecTH Enucrakcuc,
PHHHT',

CHHY3UT'

CToMalHO-4YpEBHHU MHOro YecTH ["ancHe,

HapyHICHMS ARapus,

MOBPHIIAHE’

YectH KopemHa bonka,

3anek

XenatobunuapHn HapyleHus | HecTH [ToBumiaBaHe Ha
YEPHOAPOOHHTE TpaHCAMHHA3H
Heuectw YepaoapobHo yBpexaaHe (Bx.
To4uKa 4.4),

aBTOMMYHEH XE€HaTHT (BiK.
touka 4.4)

HapyiueHus Ha KoXaTa 1 Yectu O6pus’
NOAKO)XHATA ThKaH
OO0um HapyleHUsa U ePeKTH MHoro gectH [TepudepeH oTOK,

Ha MACTOTO Ha OPHJIOKECHHUE 3aAbpKaHE Ha TEYHOCTH,

OoJika B
rspanTe/auckomgopt’,

ymopa

YectTH ACTEHUS

! Buxre pasaen ,,Onucanue Ha ©36GpaHN HEXENAHU PEaKLHH .

2 YecToTaTa Ha rinasobonue e no-sucoka npu 10 mg amGpuceHTaH.

3 CnyyauTte ca HabMOAABAHK CaMO B Miane60-KOHTPOIMPAaHO KAHHHYHO MPOy4BaHe Ha aMOpHCEHTaH
B KOMOHHaLMA ¢ Taganadun.

4 [ToBe4eTo OT XOKIAABAHUTE Clyvad HAa ChpJAEYHA HEAOCTATHYHOCT €a CBBP3aHM ChC 3abPXKAHE Ha
TEYHOCTH.

5 YecTOTHTE Ca HAOI0JaBaHH B IIALE00-KOHTPONMPAHO KIMHUYHO NPOYy4YBaHE HA aMOPHCEHTAH

B koMbuHauHa ¢ Tananadun. [Ipu MoHoTepanus ¢ aMOpuceHTaH € HaOmoJaBaHa Mo-HUCKA Y€CTOTA.

S Cnyyad Ha BJOIIABAHE HA AUCITHEATA, C HEACHA €THOMOIHA Ca CHODLIaBaHU CKOPO ClIe]l 3a04BaHe
Ha JIEYEHHETO C aMOPUCEHTAH.

" YecToTaTa Ha Ha3a/lHA KOHIECTHSA € 10303aBHCHMA MO BpeME Ha IEUCHUE ¢ aMOPHCEHTaH.

® O6GpHBBLT BKIIOUBA EPUTEMATO3EH 0OpHB, reHepanu3npaH 06pHB, Manmyno3eH 00pHB H ChpOsALL
0OpuB.

Onucanue Ha H30paHH HEXENAHH PEAKLIHH

ITonuxcen xemo2nobun

B nocTMapKeTHHIOBHS NIEPHOA Ca JOKNAJBAHHU Cly4Yad Ha aHEMHs, H3UCKBAIM TpaHCPy3Hs HA
KpBBHH KJIETKH (BK. Touka 4.4). UecroTara Ha NOHMKaBAHE HA XeMOIr100MHa (aHEMHA) © T0-BHCOKa
npH nNpuiioxkeHue Ha amOpucentan 10 mg.

ITo speme Ha 12-ceaMuunu nuane6o-KoHTpoaHpanH ¢aza 3 KIMHUYHH NPOYYBAHUSA, CPEIHHUTE
KOHLEHTpALIMH Ha XEMOTI00MHA ce [TOHM)KABAT IPH MALIUEHTUTE B IPYIIMTE, NpUEMaLM aMOpHUCEHTaH,
H ca OTYeTeHH oule Ha 4-ta ceamuua (noumxenne ¢ 0,83 g/dl); cpeauy NpoMeHH OT H3XOAHOTO HUBO
ce ctabwin3upar npes cneasamure 8 ceaMuny. Oomo 17 nauuent (6,5%) B rpynuTe Ha JICYEHHE C
aMOpHCEHTaH MMAT MOHWKaBaHe Ha XxeMornobuHa > 15% OT H3XOAHOTO HHUBO, KOETO € M0A A0JIHATA

rpaHHLIa HA HOpMaTa.

[legpaTpuyHa nonynaius

BezonacHocTTa Ha aMOpHCEHTaH NpY NeAHaTPHYHK mauueHTH ¢ BAX Ha Bb3pacT or
rOAMHM € oucHeHa npy 41 nauHeHTH B OTKPHTO KIMHUYHO M3NMHWTBAHE (a3a 2b , Ha
NpPOABMKEHHE Ha 24 CeAMHUH € NpHiarad aMOpHCeHTaH B 103a 2,5 mg UM 5 Mg B
(rpymna ¢ HMCKa [03a) UK aMOprceHTad B 1034 OT 2,5 mg WK 5 mg BeAHBX JAHCBH
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mg, 7,5 mg unu 10 mg cnopen TeaeCHOTO Tero (rpyna ¢ BUCOKa [03a), CaMOCTOATENHO U B
KOMOMHALHUA ¢ APYrH NTEKapCTBEHH NPOAYKTH 3a JiedeHne Ha bAX. be3onacHocTra € OLICHEHa
JIOMBIHUTETHO B ABJITOCPOYHO NPOIBLIKEHUE HA MPOYUBAHETO Npy 38 oT Te31 4] yYacTHULM.
HaGmoaaBaHHUTe HEXENTaHH PEaKLMH, OLEHEHH KaTO CBbP3aHU ¢ aMOPHCEHTaH, Ca B CbOTBETCTBUE C
HabI0AaBAHUTE B KOHTPOJIMPAHH NPOYYBAHHs NPH Bb3PACTHH NAUMCHTH, KaTO Hai-4eCTHTE ca OUIH
rnapoGomnue (15%, 6/4] nauMeHTH Mo BpeMe Ha 24-CeAMHYUHHMA IEPHO Ha MIaLe00-KOHTPOIHPAHOTO
oTKpHTO H3nuTBaHe ¢asa 2b u 8%, 3/38 yuyacTHMuM M0 BpeMe HA ABATOCPOYHOTO MPOAB/DKEHHE HA
IpOy4YBaHETO) ¥ Ha3aiHa KoHrecTHs (7%, 3/41 y4aCTHHUM MO BpeMe Ha 24-CeMHYHHSA MEPHOA HA
OTKPUTOTO M3MHATBaHE (aza 2b).

ChobuiapaHe Ha MOXO3IUPAHH HEXKENAHH PEAKIIHH

Cho6iLaBaHeToO HAa MOMO3HUPAHH HEXENAHHU PEaKLUH ClIel pa3peluaBaHe 3a yrnoTpeda Ha JICKapCTBEHHA
MPOOYKT € BaXkHO. TOBa [03BONABA A3 NPOABMKH HabMIOJCHHETO Ha CHOTHOLLEHHETO MOJI3a/PUCK 32
nekapcTBeHUA NpoAykT. OT MeAMIMHCKUTE CIIELHATHCTH CE€ M3HCKBA Aa CHOOILIABAT BCAKA

MOI03HUpaHa HeXeENaHa peakuua upes U3anbaHuTenHa areHuys o acKapcTpara, yiu. -4laMiaH ['pyeB” Ne
8, 1303 Codwms, Ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeno3upane

[Tpu 3apasy no6poBoILK, eauEryHA 7034 oT S0 1 100 mg (5 xo 10 nbTH Hax MaKCHMaIHATa
MpenopBLYHTEIHA 403a) Ca CBbp3aHu ¢ ri1aBobonne, 3auepBsBaHe, 3aMalBaHe, FaiICHE H Ha3aHa
KOHTeCTHA.

[Mopaau MexaHM3Ma Ha JIeHCTBHE, IPEO3HPAHETO C aMOPUCEHTaH € Bb3MOXKHO Aa JOBEAC 10
XUIOTOHHA (BXK. ToYka 5.3). B ciyuaH Ha U3pa3eHa XHITOTOHHS, MOXeE Aa CC HAJIOXH aKTHBHA
CBPACYHO-CBAOBA peannMalus. Hama cnieurpHIeH aHTHAOT.

5, ®APMAKOJIOTHYHH CBOUCTBA
5.1 <PdapmakoaRHAMHYHK CBOHCTBA

dapMaKoTepaneBTUYHa Ipyna: AHTHXHOEPTEHIUBHY CPEACTBA, NPYTH AHTHXHUIICPTCH3MBHH CPEICTBA,
ATC koa: CO2KX02

MexaHu3bsM Ha JEUCTBHE

AMOPHUCEHTAH € NEPOPAIHO AKTHBEH AHTArOHUCT Ha CHAOTENMHOBUTE peuentopH (EPA) ot kiaca Ha
MpONaHoBaTa KMCEJIMHA, CCJIEKTHBEH 3a pelenTopa Ha ¢HaoTenuH A (ET,). EHpoTennHBT Urpae
CBIIECTBEHA POJiA B nato¢H3nonoruara Ha bAX.

- Ambpucenran e ET 4 antaronuct (npubnuzutento 4 000 mbT no-cenekTHBeH KbM ETa, B
cpaBHeHue ¢ ETg).

- AmOpuceHTaH 0nokHpa peLentopHusa cyOTun ETa, Mokann3upad NpeJUMHO BbPXY KIETKHTE
Ha MIaJKaTa MyCKyJIaTypa Ha ChAOBETE H BbPXY ChbPACYHHTE MHOLMTH. TOBa MPEeAOTBPATABA
eHJ0TEIMH-MEeINMPaHaTa aKTHBALIMA HA BTOPHYHHUTE CHTHAITHA CUCTEMH, KOATO NMPEAN3BHKBA
Ba30KOHCTPUKLHA M NPONH(PEpALHA HA INTaJKOMYCKYJIHH KJIETKH.

- CenextuBHocTTa Ha amOpucenTaH ksM ET4 penenropa B cpasuenue ¢ ETg peuenropa ce
O4YaKBa [ia 3aO0bPXKH 00pa3yBaHETO HAa Ba30JANIATATOPHTE a30TEH OKCHA M MPOCTALMKITHH,
KoeTo ce meauupa oT E'Tg peuentopure.

Knnnnyna epukacHocT 4 6e30nacHOCT

[IpoBeneHy ca B¢ PaHAOMH3MPaHH, IBOHHO-CNIETIH, MHOFOLEHTPOBH, Naueoo K
ocHoBHM npoyusaHusa (ARIES-1 u 2). [Ipoyusarneto ARIES-1 ¢ Bxmousa 201 n
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amMOpucenTad 5 mg u 10 mg ¢ nnauebo. [Ipoyuranero ARIES-2 Bknioysa 192 nauueHTH 1 cpaBHABa
ambpucenTan 2,5 mg u 5 mg ¢ nnaue6o. B aete npoyusanmusa amOpuceHTaH € OUn nobaBeH KM
AOITBIHUTEIHHATE/OCHOBHUTE IEKAPCTBA Ha MALIHEHTHTE, KOETO MOXKE J1a € BKJIOYBAI0 KOMOHHALMUS OT
AWTOKCHH, aHTHKOACYJIaHTH, JHYPETHLH, KACIOPO M Ba30oAUNATaTOPH (OIOKEPH Ha KAIUHMCBHTE
kanami, ACE unxuburopu). Bknmouennte nauueHTy ca umanu HbAX unn bAX, CBbp3aHH CBC
3abonsaBade Ha cpreauHuTenHarta Tokad (BAX-3CT). [loBeueTo OT MaLMEHTHTE Ca HMANIH CHMITITOMH OT
pyuxuponanet knac no C30 II (38,4%) unnm 111 (55,0%). [lauueHTHTE CBC CHILECTBYBALIO
yepHOAPOOHO 3ab0nABaHe (LMpPO3a WK KITMHUYHO 3HAYHUMO MOBUIIABaHE HA aMHHOTPaHCpepa3nTe),
KaKTO M MaLMEHTHTE, PUEMALH ApYyra TapreTiupaHa tepanus 3a bAX (Hamp. mpoctaHouam), ca
M3KTI0UeHH. B Te3u npoyyuBaHMsa XeMOJAMHAMHYHHUTE NAapaMeTpH HE ca OMIH OLEHABAHU.

[TepBHUHATA KpakHa TOUKa, OMpEAENeHa 3a NpoyyBaHHaTa da3a 3, € Ouna nonodpABaHe Ha
KarnanMTeTa npy pu3HuecKko HaTOBapBaHE, OLCHEHO Ype3 NMPOMAHa B CPABHEHHE C H3XOOHOTO HUBO 34
6-MHMHYTHO XoAeHe newa (6 minute walk distance, 6MWD) na 12-ra ceamuua. U B apere npoyuBaHus
JIEYEHHETO ¢ aMOPHCEHTaH € MO0Ka3aJI0 3HAYMTEAHO noaodpetne B 6MWD nipu BCska fo3a
aMOpHCEeHTaH.

Kopurupasoro cnipamo miauebo nogobpenue B cpeaoro MWD na 12-T1a ceqmMuLa B CpaBHECHHE C
H3XO0JHOTO HMBO € 6ui10 ceoTBeTHO 30,6 m (95 % CI: 2,9 no 58,3; p=0,008) 1 59,4 m (95 % CI: 29,6
no 89,3; p < 0,001) 8 rpynara ¢ npueM Ha 5 mg B npoyueanusata ARIES | u 2. Kopurupatnoto cnpamo
nmnauebo nogodbpenue B cpeanoro 6MWD Ha 12-ta ceaMuLa, TPU MAlUEHTHTE OT rpymnara, ¢ IpueM
Ha 10 mg B ARIES-1 ¢ 6uno 51,4 m (95 % CI: 26,6 no 76,2; p < 0,001).

[TpoBeneH € NpeaBapyTEIHO ONpeae/ieH KOMOMHHPaH aHaNu3 Ha nmpoyuysaHuaTa ¢aza 3 (ARIES-C).
Kopurupanoro cnpsamo mwiauebo cpeao nogodpenite Ha 6MWD e 6nno 44,6 m (95 % CI. 24,3 no
64,9; p < 0,001) mpu nozarta ot S mg 1 52,5 m (95 % CI: 28,8 10 76,2; p < 0,001) npu no3ara ot

10 mg.

B ARIES-2 ambpuceHTaH (koMOMHMpaHa 1030Ba rpyIa) 3HAYHTE/IHO OTara BpEMETo 0 KIHHHYHO
piowmasade Ha BAX B cpaBHenue ¢ nnauebo (p < 0,001), koepHmeHTLT Ha PHCK NTOKA3Ba
noumwxasate ¢ 80 % (95 % CI: 47 % no 92 %). Kputepuar e BKIOYBaN: CMBpT, OenoapodHa
TPAHCIUIAHTALIMS, XOCIUTANN3aLuA 3apagu BAX, npeacvpiHa CEeNTOCTOMUA, 100aBsHE Ha APYrH
TepaneBTH4HH cpeactsa 3a BAX H kpuTepru 3a paHHO H3k/OuBaHe. B koMOHHUpaHaTa 1030Ba rpyna
e HaOMoAaBaHO CTATHCTHUYECKH 3HaYMMO nosuiaBaHe (3,41 £+ 6,96) B ckanarta 3a TeneCHO
dyrkunoHupaHe Ha 3apasHoTo npoy4yBaHe SF-36 B cpasuenue ¢ nnauebo (-0,20 £ 8,14; p = 0,005).
JleyeHHETO ¢ aMOPHUCEHTAH € A0BEMO 10 CTATUCTHYECKY 3HAYMMO NoA0OpeHHE Ha HHIEKCA 38 JUCITHES
na Borg (BDI) Ha 12-ta cenmuua (kopurupan cupamo mnanebdo BDI -1,1 (95 % CI: - 1,8 no - 0,4;

p = 0,019, komOrHMpaHa N030Ba rpyna)).

Lwrzocpgunu OaHHU

[Tauuenture, BKmoYeHd B ARIES-1 m -2, ca oTropapsiin Ha KPpUTEPHUTE 3a BKIIHOYBAHE B
IBAFOCPOYHO OTKPHTO NpoyusaHe ¢ npoasukeHHe ARIES-E (n= 383). KomOunupanara cpeana
EKCIIO3HUIMA € Ouna npubnuintenHo 145 = 80 ceAMHLH, @ MAKCMMAJIHATA EKCIO3HLIMUA €
npubau3uTenno 295 cenmuuu. OCHOBHHTE NBPBUYHM KpaiflHH TOUYKH Ha TOBA NMPOYYBAHE ca OWH
4EeCTOTATA U TEXECTTA Ha HEXKEJTaHUTE PEAKLHMH, CBBP3aHH C IbJITOCPOYHATA CKCITO3HIINA HA
aMOpHCeHTaH, BKIIOUNTENHO U cepyMunTe LFTSs. JlaHHHTE OT TOBa nNpoy4BaHe, CBBP3aHU ©
GezonacHOCTTa, HABMIOAABaHM MPH ABArOCPOYHE EKCIIO3MLMS Ha aMOPHCEHTaH, KaTo Lo ca ouny B
CBHOTBETCTBHE, C TE3H, HAOMOAAaBAHH NPH | 2-ceAMUYHHUTE MIaLle00 KOHTPONHPAaHH MPOYYBAHHA.

HabGmogaBaHnaTa BEPOATHOCT 3a NPEXXHBAEMOCT HAa WHAMBHAM, IPpHEMALLH aMOpHCeHTaH (rpyna ¢
KoMOMHHpaHO A03HMpaHe Ha aMOpHceHTaH) Ha 1-Ta, 2-Ta U 3-Ta roaMHa, € 6mna cboTBETHO 93 %,

85 %, 79 %.

B otxpuro npoyuBane (AMB222) amOpuceHTaH € W3UTBaH NpH 36 NaUMeHTH, 3a 1
4ECTOTATA Ha [OBHILABAHE HA CEPYMHHUTE KOHLICHTpaLMH{ Ha aMHHOTpaHcdepasnTe
KOMTO Ca MPEeYCTAHOBWIH JIEYEHHETO C APYT €HIOTECAMH-PEUENTOPEH @aHTArOHHUCT I
amuHoTpaHcepalny aHoMalnH. [1o BpeMe Ha fledeHHne B NPOABIHKCHHE CPEHO HA
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aMOprCceHTaH, NPH HUTO €MH OT BKJIIOUEHHTE NALMCHTH € HAMAJIO IOTBBPACHH JAHHU 33 CEPYMHA
ALT >3 x ULN, Hajaramy OKOHYaTEIHO MPEeyCTaHOBABaHE Ha JieucHHeTo. [Ipes ToBa BpeMe npu
[eTAECET MPOLEHTA OT MAlMEHTHTE KOHUEHTPALHUATA HAa aMOpHCEHTaH € Ouila NOBUILICHA OT 5 Mg Ha
10 mg.

KyMynaTtuBHaTa 4ecTOTa Ha aGHOPMHHM HMBa Ha CepyMHHTE amuHOTpaHcdepasu >3 x ULN pea
BCHUKM NpoyuBaHHus $a3za 2 U 3 (BKJIIOYATENHO CHOTBETHH OTKPHTH NPOABIDKEHHA) € Onnla 17 or 483
MagMeHTH MPH CPEAHa MPOALDKHUTENHOCT Ha ekcro3unuaTa 79,5 cenmuun. Tosa € 6una yectora 2,3
cbOuTHs Ha 100 MauueHTOroAMHM eKCrno3nna Ha aMOpucenrad. B AbarocpoyHo OTKPHTO NPpOy4IBaHe
¢ npoasmkeHue ARIES-E, nipes 2-ta roanHa, pucKsT OT NOABA HAa NOBUIICHH HHBA HA CCPYMHHTE
amuuoTpancdepasu >3 x ULN npu nauueHTH, IeKyBaHH ¢ aMOpucenraH ¢ 6una 3,9%.

Hpyea knunuyna ungpopmayus

B npoyusane daza 2 (AMB220) e nabmoaapano nogodpeHne Ha XeMOAHHAMMYHHTE N10KA3aTEMM MPH
naupueHTd ¢ BAX (n=29) cnen 12 ceqmuny. JleuenneTo ¢ aMOpHCEHTaH € JOBENO A0 MIOBHLIABAHE HA
CpefHMs CHPACYCH HHIEKC, MOHIKABAHE Ha CPE/IHOTO HajldraHe B OenoapobHaTa aprepus M
[MOHMIKABAHE HAa CPEeAHOTO 0enoapodHO CHA0BO CHIIPOTHBIICHHE.

[Ipu neuenne ¢ aMOpHCEHTaH € CHOOIICHO NOHKABAHE HA CHCTONMMYHOTO M IHACTONHYHOTO KPBhBHO
Hajarane. B nnane6o KOHTPONHMpadH KAHHUYHH H3NMTBaHMA, C IPOABIDKUTENIHOCT 12 CeIMHIIN,
CpEAHOTO MOHMKABAHE HA CHCTOJIMYHOTO M JHACTONIUYHOTO KPBBHO HANATaHE OT H3XOQHOTO HMBO 10
Kpas Ha JieueHuero, ¢ 6mno crotBeTHo 3 mm Hg n 4,2 mm Hg. B apnrocpo4Ho oTKpHTO NpOY4BaHE
ARIES-E, cpeHoTO NOHKMkKABaHe Ha CHCTOAHYHOTO H IMACTOJUYHOTO KPBBHO HAIATAHE, €
MPOAB/KHIO 10 4 FOJHHHM OT JIEYCHHETO C aMOpPHCEHTAH.

[To BpeMe Ha npoy4BaHe 3a B3auMoAeiicTBHE NPH 3ApaBH J0OPOBOJILHM He ca HabIiOaBaHu
KIIMHAYHO 3Ha4YMMH eEKTH BbpXY (PapMakoKHHETHKATA HA aMOPHMCEHTAH MM CUIIAEHAQ U M
KOMOMHALMATA € NoHacaHa aobpe. bpoAT Ha nauMEHTHTE, KOMTO Ca MpHeMann ¢ IHOBpEMEHHO
ambpucenta u cungecHapun B ARIES-E u AMB222 ¢ 6un 22 nauvenra (5,7%) 1 17 nauyuentu
(47 %) cworBetHO. [IpH TE3M nauneHTH HEe ca 6UNKM YCTAHOBCHH JOITBJIHUTEIHH NPODIEMH N0
OTHOWIcHHE HAa 6€30MacHOCTTA.

Knunuuna eqpuxacrocm e kombunayus ¢ maoasaun

[TpoBeaEHO € MHOTOLEHTPOBO, JBOHHOC/AIMO, C aKTHBHA KOHTPOJIa, HACOUBAHO OT ChOUTHA, (a3a 3
Mpoy4BaHe Mo OTHoUIeHMe Ha M3xona (AMB112565/AMBITION), 3a oucHsiBaHe Ha epHKAaCHOCTTA HA
HayanHa KOMOMHALMA Ha amMOpHcenTaH ¢ Taganadun CIpAMO MOHOTEPAITHA ¢ aMOPHCEHTaH MITH
tapanadui, Npyu He JeKyBadu npean Toa 500 naupeHT ¢ BAX, pannomusnpanu cboTBeTHO 2:1:1.
HuTO eqnH 0T NaHUEHTHTE HE € MoJIy4yasall CaMOCTOATENHO I1aueoo. [IbpBHYHHAT aHaMN3 € rpynara
Ha KOMOHHMpaHa Tepanus cnpaMo cGOpHH rpynu Ha MOHoTepanus. Hanpaseun ca OMH chILO U
MOAKpENsI CPaBHEHHS Ha Ipynara Ha KOMOMHHpaHa Tepanus CpAMO rpynMTe Ha HHANBHYATHA
MoHoTepanus. [TaMenTH ¢ Texxka aHeMH, 3abPXKaHE HA TEYTHOCTH WK PEIKH 3a00N1ABaHMS Ha
peTHHAaTa ca OHMIM M3KIIOYEHN ChoOpa3HO KPUTEPHHTE HA U3CIEA0BATEANTE. [1alHeHTH CbC
croiinocTd Ha ALT 1 AST >2 x ULN Ha #3X0HO HMBO ca OHIIH CHIIO H3K/TIOUCHH.

Ha u3xoaHo HUBO 96% OT malMeEHTHTE HE ca OMIM JIEKYBaHH MPEAHN TOBA C HUKAKBO CIELHPHYHO 32
BAX neueHue, a CPERHOTO BPEME OT MOCTABAHE Ha AMATHO3ATa A0 BKJIIOYBAHE B IPOYYBAHETO ¢ 22
auy. [TauunenTyTe ca 3anoyHatd ¢ 5 mg amOpucentad 1 20 mg Taganadui 1 ca THTpHpaHH 10 40 mg
taganagui Ha 4-ta ceamuua 1 1o 10 mg ambpuceHTaH Ha 8-Ma CeAMMLA, OCBEH aKO HE € UMaJIo
IpobnEMH ¢ MOHOCUMOCTTA. [IpOABDKMTENIHOCTTA HA CPEIHOTO ABOHHOCHANO JISUEHHE NIPH
koMOMHHpanaTa Tepanus ¢ 61na no-ronama ot 1,5 roJAHHH.

OnpeaccHO KaTo:
- CMBPT UM
- XOCTUTAIH3ALMNSA Nopag BAomIaBaHe Ha bAX,
- mporpecus Ha 3abonsBaHero,
- HE3aJ0BOJIMTENIEH JbJIrOCPOYEH KIHHHAYECH OTTOBOP.
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CpeiHaTa Bb3pacT Ha BCHYKH MalMeHTH € Ouna 54 roaumnu (SD 15; qnanason 18-75 roauuu). Ha
n3xonHo HuBo nanumenture ca omnm ¢ K I (31%) n OK 111 (69%) no C30. Han-yectata eTHOJIOr sl
B [IPOy4YBaHATa MOMYJIAaLMs ca UMoNaTHYHa MK HacueacTBeHa bAX (56%), cneaBanu o1 bAX,
IbJDKaLA ce 3a0o0sBaHMs HA CheIMHUTENIHATA ThKaH (37%), bAX, cBbp3aHa C JICKapCTBAa M TOKCHHM
(3 %), KOPHIHPAHO HE YCJIOKHEHO BPOACHO chpaeuHo 3abomssane (2%) n HIV (2%). [lammentn ¢ @K
[I 1 111 no C30 ca umanu cpeano 6MWD 353 meTrpa Ha H3XO0AHO HHUBO.

Kpaiinu mouxku 3a u3xoo
Jledyenunero ¢ koMOMHMpaHa Tepanus € J1oBel1o 10 50 % HamancHue Ha pUCKa (KOS(HUIIMEHT Ha PHCK

[HR] 0,502; 95 % Cl: 0,348 no 0,724; p= 0,0002) 3a cecTaBHaTa KpaHHA TOYKA 32 KIMHUYECH HEYCIEX
710 MOCJIC/IHATA BU3UTA 3a OLCHKA B CPaBHEHHE ChC cOOpHaTa rpyna Ha moHoTepanus [Purypa | u
Ta6nuua 1]. EbexkrbT OT IcueHNETO € OMJ1 YCTAaHOBCH PaHO M € OMJI IIOCTOSHEH, U CC € JIb/DKAJl Ha

63 % HaMaJICHUE HA XOCIUTAIM3AMUTE NpH KomOMHMpaHaTa Tepanus. EdukacHocTTa Ha
KOMOMHHMpaHaTa Teparnus BbpXYy ITbpBUYHATA KpaitHa TOYKa € OMjla B CbOTBETCTBUE ChC CPABHEHHETO C
WHIMBMYaJHATA MOHOTEPAIIMS M B IOJIIPYITHTE 110 Bb3PACT, CTHUYECKH MPOU3XO0/I, reorpadeku
pernon, ernonorus (MbAX/nacnencreena BAX n BAX, cebp3aHa cbC 3a00J15BaHe Ha
chenuuuTentaTta Tekad). Edexrst 3a naunenture ¢ @K 11 n @K 111 e Onn 3HaunTeseH.

QDurypa |
Bpeme 10 KJIMHIMEH Heycnex

Q

s 100 I roanna 8% 9%

; 2 roamnn 79" %

:: Sroamun 67.6%

‘o

2 75

~

e

«$ 1 < esedeces

= 2roamnn 63 2%

— S0 Yroaunm £6.1%

= _

=

= 9 . - - HR: 0,502

- —  KomOumupana repanms 039 CT(0,348; 0,724)

-« MoHoTepanus - p=0,0002
(CGopHn tanH) :
0
0 24 48 172 96 120 144 168 192
Bpesme (ceammun)
I‘:[H}ﬁ B PHCK
KomOGimupana repamis 253 229 186 145 106 A 36 1
Monotepanus (COopHI TaHHI) 247 209 155 108 77 49 25 -
Tabnuua 1

|

AmoOpucentan| Monorepanus |Monorepanus ¢ MoHoTepanus

+ Tapnanadun | COopHH JaHHM | aMOpHCEHTaH | ¢ TaaaJadu)i
(N=253) (N=247) (N=126) (N=121)

Bpeme 10 nbpBO chbOMTHE HA KJIHHHYeH Heycnex (IlorBbpaeno)

Knunuuen neycnex, n (%) | 46 (18) L 77(31) 43 (34) /A
Koeduuuent Ha puck (95% 0,502 0,477
2. (0,348 0,724) | (0,314; 0,72}
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P-cToitnoct, JlorapurMH4YHO
TpaHC(HOpPMHPAH PEHKOB TECT
(Log-rank test)

0,0004 0,0045

KoMIOHEHT KaTO MbPBO chOMTHEe HA KIMHAYEH HeycneX (IloTBLpAeH)

CMBpT (110 BCIKAKBH IPUHHHH) 9 (4%) 8 (3%) 2 (2%) 6 (5%)

Xocnuraaysaluma nopaau ) N |
0 a 0 0

S OMARAHE KA EAX 10 (4%) | 30 (12%) 18 (14%) 12 (10%) |

[Tporpecus Ha 3abonsBaHeTO 12 (10%) 4 (3%)

10 (4%) 16 (6%)

HezamoponurteieH
IbJITOCPOYEH KNIHHHYEH
OTTOBOP

17 (7%) 23 (9%) 11 (9%) 12 (10%)

BpeMe 10 mbpBa XoCIHTANH3aUMA nopaan siaowmasane Ha BAX (IloTenpaeno)

[Tepea xocnuranusauud, n (%) 19 (8%) 44 (18%) 27 (21%) 17 (14%)
i ]
gff‘l’“““e“ Ha puck (95% 0,372 0323 | 0442 |

P-croitnocT, JlorapurMU4HO
TpaHCGOPMHUPAH PEHKOB TECT
(Log rank test)

Bmopuunu kpatiny mouxu
H3cneapaHUTE BTOPHYHU KpaHHM TOYKH Ca!

Tabnuua 2

BTopyyHHu KparHH TOYKH AmOpHcenTan +| Monorepanua | Paznuka P CTOHHOCT
(mpoMsaHa ot u3XxoAHO HMBO | Taganadgun coopuu aanHu | [JosepurencH

o 24-ta ceaIMHLA) HHTEpBA

N-TepMHHaNEH
P % paznuka

IIPOXOPMOH/(pparMeHT Ha 11 Q. 080/ (-
MO3bYHHA HATPUYpPETHYEH | -67,2 -50,4 33,8, 95% C1; p<0,0001

nentug (NT-proBNP) -44.8; -20.7
(% HamaneHue)

CBOTHOILIECHNE Ha

0% YYaCTHHULH, MOCTUTHAJIN
y LiH, waHcosete 1,56;

3a0BOJIMTEJIEH KJIMHHYEH | 39 29 95% CI: 1.05: p=0,026
OTrOBOp Ha 24-Ta ceaMuLUa 539

6MWD (meTpa, cpenHa aco .

npoMsaHa) 49,0 23 8 fi’éﬂ’?;gs%/ o L1} 5<0,0001

UauonatHuna besoapobua Gubpoza (MbD)

[IposeaeHo e npoy4ysaHe, BKMo4yBamo 492 nauneHTH (ambpucentan N=329, nnaueﬁo
vnauonarnyHa 6enoapobua ¢pubpoza (UbP), 11% ot kouto ca buim ¢ BTopyyHa Genn o

i
iﬁﬁ‘ ”%%

xuneprouus (rpyna 3 no C30), KoeTo € MpeKpaTeHo NPEACPOYHO, CIC KaTo € YCTajK / I TONGA
MLPBUYHATA KpaitHa Touka 3a edpnkacHocT (npoyysaHe ARTEMIS-IPF) ne moxe agfQaak ] PTG, 2
Habmonasanu ca aesetaeceT ciydad (27%) na nporpecust Ha Hb® (BKIMOYHTETHO| KA ““" Bk | >
ﬁ:. 5 _‘-'.‘* 'ﬁ‘_ / / )
14 % I <§‘

- ., "’ . > '/
¢a - , 'bn." / ;
YB/MKAD
\ ---..-./




opaaM PeCUpaTopHH npobaeMn) Wik CMBPTHH ClTyYaH B rpynara Ha aMOpHCEHTaH, B CPaBHEHHE C
28 ciydas (17%) B rpynata Ha rutaue6o. 1o Tazu npuyrHa aMOpHCEHTaH € NPOTHBOIMOKA3aH Mpy
nagueHTH ¢ UB®, cbe M 6e3 BropruuHa 6enoapobHa xunepToHus (BK. Touka 4.3).

[leguaTpuyHa MONyJaanus

IIpoyueane AMBI12529

Be3onacHOCTTa M MOHOCHMOCTTA Ha aMOpHCEHTaH, Mpuiarad BEAHBXK JHEBHO 24 ceaMHIY, ca
OLIEHEHH B OTKPHTO HEKOHTPOJMPAHO Mpoy4BaHe npH 41 neanaTpuyHm nauneHT ¢ bAX Ha Bbh3pacT
ot 8 1o 18 rogunu (Meauana: 13 roguuu). ETvonornsara Ha bAX npn yyacTHHUHMTE € HAWONATHYHA
(n=26; 63%), nepcuctupama BpoacHa BAX Benpeky n3pbpilicHaTa XHPYpruiHa Kopekuus (n=11;
27%), sTopuuHa Ha 3a0onsaBaHe Ha ChbeAMHUTENHATA ThKaH (n=1,; 2%) unn pamunHa (n=3; 7,3%). Ot
1 1-Te yuacTHHIK C BPOAECHO ChPACUHO 3a00MnaBaHe, 9 ca MMany MEXAYKAMEPEH CENTANEH JEQEKT,

2 ca UMali MEKAYIPEAChPAEH cenTaleH aedekT U | € uMan nepcHcTHpall OTBOpeH ductus arteriosus.
[Tauuentute ca ¢ pyHkuuonanen knac II mo C30 (n=32; 78%) unu knac 11l (n=9; 22%) npn
3aM0YBaHE Ha MPHJIAraHETO B MPOYUYBAHOTO NEKApCTBO. 11pH BKMOYBaHE B NPOYYBAHETO MALIHEHTUTE
ca JIEKYBaHH ¢ NeKapcTBeHH npoaykTH 3a BAX (nafi-uecTo MoHOTEpanus ¢ HHXUOUTOP Ha
dbocdoaunectepaza 5 (OJES) [n=18; 44%], kombunnpana tepanus ¢ uaxudurop Ha PJES 1
npoctaHou [n=8; 20%]) niu MoHOTEpanus ¢ NpOCTaHOUI (nN=1; 2%] 1 ca NPOABLIKHIIMK CBOCTO
neueHve 3a BAX n no Bpeme Ha npoyuBaHeTo. [TaLeHTHTE ca pa3lesieHH B ABE I'PYIIH Bb3 OCHOBA Ha
no3arta: 2,5 mg WK 5 mg aMOpUCeHTaH BEAHBXK AHEBHO (HHUCKa A03a, n=21) # 2,5 mg wiu 5 mg
aMOpHCEHTAH BEIHbX JHEBHO, THTPUPAHU A0 5 mg, 7,5 mg van 10 mg cropen TenecHOTO TEro
(Bucoka go3a, n=20). O6mwo 20 nauveHTH OT ABETE IPYIN COIOPEN A03aTa ca THTPHPAHH Clic

2 ceAMHILIM Bb3 OCHOBA Ha KJIMHUYHHA OTIOBOP K NOHOCUMOCT; 37 MalMEHTH ca 3aBBPIIHIIH
NPOYYBaHETO; 4 MALMECHTH Ca IPEKPATHUIIH YUaCTHETO CH B HETO.

He e 6una HabmogaBaHa TEHISHIIMA HA 3aBUCHMOCT OT A03aTa 110 OTHOLICHHUE Ha edeKTa Ha
aMOpHCEHTaH BbPXY IJIaBHHA MOKa3aTel 3a ePHKaCHOCT — KaNaLMTET NpH GHU3HYECKO HATOBAPBAHE
(6MWD). CpeasaTta npoMsaHa CIpAMO U3X0AHOTO HHBO HA OMWD nHa 24-1a ceamuia pH U3MEPBaHE
Ha U3XOMHOTO HUBO M Ha 24-Ta ceaMulia e croTBeTHO 155,14 m (95% CI: 4,32 no 105,93) npu

18 naupeHTH B rpynara ¢ HIUCKa xo3a H +26,25 m (95% CI: -4,59 go 57,09) npu 18 mauneHT« B
rpynara ¢ BUCOKa a03a. CpeaHara npoMaHa COpaMo H3X0AHOTO HUBO Ha 6MWD na ceamuna 24 obuio
3a 36-Te nauneHTH (c6opHO 3a ABeTe no3upoBkH) € 40,69 m (95% CI: 12,08 no 69,31). Te3n
pe3yiTaTH CEOTBETCTBAT Ha pe3ynTarure, HabniogasaHyu npH Bb3pacTHH. Ha 24-ta ceamuua
cs0TBeTHO 95% 1 100% oT nalueHTHUTE B rpynaTta ¢ HUICKa 103a U B Irpynara ¢ BUCOKa 03a ca
ocTaHanH ctabunuu (0e3 npomMsaHa UK ¢ NogoOpeHue BbB PYHKUHOHANHHA Kinac). OLEHKHTE 110
Kaplan-Meier Ha npexxuBsgemocT 6e3 cpbuTHs Ha BnotrasaHe Ha BAX (CMBPT [opaan KakBaTo v 11a €
npuyunHal, 6emoapobHa TpaHCIAHTALMS, XOCTIHTAIN3aliuA NopaaH Biomasane Ha BAX, uiu
cebp3aHo ¢ BAX Brnomaeane) Ha 24-Ta ceaMuiia ca ChOTBETHO 80% 1 85% B rpymnara ¢ HUCKa 1032 U
B IpyrarTa ¢ BUCOKa J103a.

XeMoan#HaMHKaTa € H3MEpEHa NpH 5 NauMeHTH (B Ipynarta ¢ HUCKa go3a). CpeIHOTO NOBHIIABAHE
CIPSAMO M3XOJHOTO HUBO HA ChpASHHHUA HHAeKC € 10,94 /min/m2, cpeAHOTO NOHMKEHHE HA CPEAHOTO
GenoapobHo apTepuanHo Hanarade € -2,2 mmHg, a cpeaHoTo NoHMxKeHKue Ha 6eNOAPOOHOTO CHAOBO
cbpoTusicHue € -277 dyn s/cm5 (-3,46 mmHg/l/min).

[Ipn neanaTpuyHm nauMeHTH ¢ BAX, nonyvyaBany aMOpHUCEHTaH B MPOABKEHHE HA 24 CCAMULIM,
cpeaHOreoMeTpHYHOTO NoHnxkeHne Ha NT-pro-BNP (N-terminal pro-B type natriuretic peptide)
CPsAMO M3XOJXHOTO HUBO € 31% B rpynara ¢ Hucka 103a (2,5 mg u 5 mg), u 28% B rpynata ¢ BHCOKa
ao3a (S mg, 7,5 mg n 10 mg).

IIpoyueane AMBI 14588

JBITOCPOYHH AAHHHU ca nony4yeHu ot 38 ot 41 neanatpuuHy nauueHTH ¢ bAX Ha BLApag

rOAMHH, JIEKYBAHH TIPEIH TOBA B 24-CEAMHUYHOTO paHIOMH3HPAHO NMPOYYBAHE € aM i T

[ToBeueTo OT YHACTHHLIUTE, KOUTO Ca MPOIBIKHIIH ICUEHHETO CH B TOBA ABJITOCPS]

ca ¢ HaMonmaTHyuHa UK HackeacTBeHa bAX (68%) KkbM MOMEHTA Ha BKITKOYBAHET( u§ _

Cpennarta Npoab/KUTETHOCT HA €KCIO3MUHUATA (+ CTAHAAPTHO OTKIOHEHHUE) Ha IR} éx '
C;}, h Y,

»
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ambpuceHnTad € npubnusnrento 4.0 £ 2.5 roauun (avanason: 3 meceua xo 10.0 roguan). B otkpuroro
MPOXB/DKEHHE Ha MPOYYBAHETO € MOKENIO TIALMEHTHTE 1 MONY4aBaT AOITLIHMTENHO AeueHue 3a bAX
cropen HeoOXOAUMOCTTa, KAKTO M 103aTa Ha aMOPHCEHTAH J1a C¢ yBe/IM4YaBa Ha CTBIIKH OT 2,5 mg.
O6u0 66% OT MaLHEHTHTE, MPOABIKHIHN ICUEHHUETO CH B OTKPHTOTO NPOAB/DKEHHE, Ca OCTAHAIH Ha
chlIaTa J03a aMOpHCEHTaH, Ha KoaTo ca 6unu B npoyuysaneto AMB112529.

KAMHMYHOTO BIOLIABAHETO € AeUHHUPAHO KATO CMBPT (MOpaaH BCAKAKBA [IPUYHMHA), BK/IIOYBAHE B
COMCBHKA HA yakauiuTe 3a 6enoapoOHa TpaHCIIIaHTAUMA WK aTpHAIHA CCNTOCTOMHA MK B/IOLIABAHE
Ha BAX, BoJ€EIIO R0 XOCAUTANIM3ANMA, MPOMAHA B J03aTa Ha aMOpHCEeHTaH, R00aBfHE UIH MPOMAHA B
7103aTa Ha BEUe NpHeMaHa TapreTHa tepanus 3a BAX, nosuiasane Ha pyskunoHanuna kuac no C30;
20% noHmkeHne 8 6 MWD mnu npH3HaUy/CUMIITTOMH Ha AECHOCTPaHHA ChbpAECYHA HEAOCTATHYHOCT. B
E/THH1 U CBHLIH BpEMEBH TOYKH 0010 71% OT mauueHTHTE ca ocTaHanu 03 iouaesade Ha bAX, nokato
npy o6mmo 11 yyactHuuu (29%) ot 4-Te JO30BH IPYIH € HACTBITAIO KIMHHUYHO BJomaBaHe Ha bAX Ha
noHe | kpurTepuid, kato npu S oT Te3u 11 ygacTHuum (45%) € H3NBIHEH NoBeYe OT | KpHUTepuUi 3a
KIMHHYHO BromasaHe. Ouenkure no Kaplan-Meier 3a mpexxuBsaeMocT 3 roavHy ¥ 4 roAMHHU Clel
3ano4Bade Ha JedYeHHeTo ca ChoTBeTHO 94.74% u 92.11%.

[TpoMeHHTE OT H3XOXHOTO HUBO Ha npH BiMouBane B AMB112529 no kpast Ha NpoABIDKEHUETO HA
fIPOYYBAHETO ITOKA3BAT yBenuyeHue Ha MWD che cpeana CTOHHOCT 000 32 BCHYKH J030BH IPYTH
58,4 + 88 metpa (17% nopobpenue cnpsaMo H3X0JHOTO HHEBO).

B npoyuBaneto AMB114588 ca Bx/IOYeHH Y4aCTHUIM ¢ BCHHKHMTE 4 GyHKUMOHANHH Kinaca Ha C30
(1, I1, 11T 1 IV) kM MOMEHTA Ha BKJIIOYBAHETO UM, KaTO HaJl OJIOBHHATA OT TAX ca ¢ Knac 1l (n = 22;
S8%), a ocTaHaNMTE YYacTHHIHM — ¢ Knac I (n = 9; 24%), knac III (n = 6; 16%) mnu knac IV (n = [
3%). IIpoMeHHTE OT H3XOAHOTO HMBO NpH BKmo4yBaHeTO B AMB112529 no kpas Ha npoabIKEHUETO
Ha npoy4sanero (N = 29) noka3sart nogobpenue (npu 45%) unu nunca Ha npomssa (npu 55%), 6e3
prolasade Ha pyHkuHoHaMHUA Kiac no C30, kakro U cpeaHo ysenudende Ha 6MWD cboTBeTHO C1e
17,0%.

5.2 @dapMaKOKHHEeTHYHH CBOHCTBA

Abcopbius

AmOpucenTaH ce abcopbupa 6bp30 npu xopa. Cniea nepopanHo NPUIoKeHHEe MAKCHMATHUTE
nna3MeHH KOHUEHTpauuH (Cuax) Ha aMOpHceHTaH OOMKHOBEHO C€ JOCTHrar 3a okosno 1,5 yaca cnef
MpUIArade Ha J03aTa KaKTo Ha IVIJIHO, TaKa K ¢liell XpaHCHE. Cmax M TUIOLITA MO KPHUBATA MIIa3MeHa
xoHueHTpanna-speme (AUC) ce yBennuasat NponopLUHOHAIHO Ha 103aTa 110 BpEMeE Ha INPHIAaraHe Ha
71034 B TePaNeBTUYHUTE rpaHnUM. CTAlMOHAPHOTO ChCTOAHHE OOMKHOBEHO CE A0CTHra ciel 4-AHEBHO
MHOTOKpPaTHO NpuJaraHe.

[Tpoyusane 3a edekTa Ha XpaHaTa, BKIIKYBALIO MPUIOKEHNHE Ha aMOPHCEHTaH NPy 3/paBH
no6POBONILM Ha ITIAJIHO M CIIEA IPUEM Ha XpaHa C BUCOKO ChABPKAHHE HA MA3HMHH, ITOKA3Ba, 4€ Cmax
Hamansea ¢ 12 %, nokato AUC octaBa HenpoMcHeHa. ToBa HaMalABaHE HA NMUKOBAaTa KOHLICHTPALIUA
He € KIMHWYHO 3HAaYHMO M N0 TasH NMPHYHHA aMOPHUCECHTaH MOXeE Aa ce MpHEMa Che UK Oe3 XpaHa.

Pa3npenenecHue

AMOpHCEHTaH c€ CBBP3Ba B MHOTO TOJIAMA CTENEH C MAa3MEHUTE MPOTEHHU. CBBP3BAHETO HA
aMOpUCEHTAH C IJIa3MEHHUTE NIPOTEHHH in vilro € cperHo 98,8 % M He 3aBHCH OT KOHLIEHTpaLHMs B
rpanuumte 0,2 - 20 Muxporpama/ml. AMOpHceHTaH ce CBbp3Ba NpeJUMHO ¢ anbymuna (96,5 2
no-Malka cTeneH ¢ andal-Kucenns rIKOoMpOTeHH, "

Pa3snpeneneHr#eTo Ha aMOPUCEHTAaH B €PUTPOLIUTHTE € HUCKO CbC CPEAHO CHOTHOLU
0,57 1 0,61 npu UHIUBHUAN CHOTBETHO OT MBXKH H )KCHCKH IO,
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buoTpanchopmanys

Ambpucenran ¢ HecyndonamuaeH EPA (nponanoBara KuceiamnHa).

AMGprcenTan ce roxyponnpa nocpeacteoM Hakonko UGT uzoensuma (UGT1ASS, UGT2B75 u
UGT1A3S), npu koeto ce obpaszyea amOpucenta rimokyponuz (13 %). AMOprceHTaH NpeThpnsABa
CHIO ¥ OKCHAaTHBeH MeTabonn3sM ocHoBHO 0T CYP3A4 u B no-manka crened oT CYP3AS u
CYP2C19, npu xoeto ce oGpazysa 4—xugpokcumeTH1 ambpucentan (21 %), KOHTO BNOCACACTBHE CC
[JIIOKYPOHHPA A0 4-XMAPOKCHMETHI aMOPHCEHTaH IMOKypoHHU] (5 %). AQGUHHUTETBT 3a CBbP3BaHE Ha
4-XUIPOKCHMETHI aMOPUCEHTaH KbM HOBEIIKHA CHIOTEHHOB PELIENITOP € 65 IMBTH MO-HHCBK OT TO3H
Ha aMBpucerTaH. [1o Tazu npuyMHA B KOHLICHTPALKH, OTYETEHH B MU1a3Marta (0Kono 4 % CBBpP3aHH C
M3XOHHUA aMOPHCEHTaH), HE ¢€ O4aKBa 4-XHAPOKCHMETH/I aMOPHCEHTaH /13 IONpHHACS 32
(papMaKoJOruyHaTa aKTHBHOCT HA aMOPHCEHTaH.

In vitro naHHM noka3sar, e ambpucentan 300 pM Boar o no-manko ot 50 % uaxubupaHe Ha
UGTI1AL, UGT1A6, UGT1A9, UGT2B7 (110 30 %), win Ha uutoxpoM P450 ensumure 1A2, 2A6,
2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 3A4 (no 25%). In vitro am6purceHTan HAMa KHXHOUpam edext
BHPXY YOBCIIKK TPAHCHOPTEPH B KJIMHHYHO 3HAYHMMH KOHLEHTpauuH, Bkmountenno Pgp, BCRP,
MRP2, BSEP, OATPIB1, OATP1B3 n NTCP. OcseH T0Ba, ambpucentan He uaayunpa MRP2, Pgp
unu BSEP mpoTenHOBaTa eKcripecHs B XeNaTOLMTH Ha IUIsX. B3eTH 3a€aHO, in vilro NaHHUTE
[IpEeANONAaraT, 4¢ aMOpHUCEHTaH B KIMHUYHO 3HAYMMH KOHUEHTpaUUH (MnasMeHa Cmax A0 3,2 pM), He
ce ouakBa na uma edext sppxy UGT1AL, UGT1A6, UGT1A9, UGT2B7 unu uutoxpom P450
ersumute 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, 3A4 nmu BepxXy TpaHcnoprta upe3 BSEP,
BCRP, Pgp, MRP2, OATPIB1/3, nnu NTCP.

Edextute Ha aMOpUceHTaH B CTALIMOHAPHO CheTostHUE (10 mg BeAHBK JHEBHO) BLpPXY
bapMakoKHHETHKATA U hapMaKOIMHAMUKATA HA €HOKPATHA 71032 BapdhapHH (25 mg), M3MEPEHH 4pe3
npoTpomOKHHOBOTO BpeMe (PT) H MeXxAyHapOAHOTO HOpManu3npano ckoTHoleHHe (INR), ca
npoyueHu npu 20 3apaBu o6poBonuy. AMOPHCEHTAH HAMA KIMHUYHO 3HAYUMH €EKTH BBPXY
(hapMaKOKMHETHKATA WK (papMakoAHHaMKMKaTa Ha BapgapuH. Cbllo Taka, €AHOBPEMEHHOTO
npunarade ¢ BapdapyH He OKa3Ba BAMAHUE BEPXY (PapMaKOKMHETHKAaTa Ha aMOPHCEHTaH (BXK. TOYKa

4.5).

EdektbT Ha 7-AHEBHO Npuiarane Ha cuiaeHadun (20 mg TpH ITH IHEBHO) BBPXY
bapMaKOKHHETHKATA HA eJHOKPATHA 1032 aMOPHCEHTAH M ¢PEKTHTE Ha 7-THEBHO MPH/IAraHE Ha
ambpycentan (10 mg BeAHBXK JHEBHO) BbpXY $apMaKOKHHETHKATA HA €AHOKPATHA 1033 CUIICHA(HT
ca npoydvenu npu 19 sapasu noSpoeonun. Hama apyru npoMeny BbB papMakOKHHETHHHUTC
napaMeTpH Ha cuaaeHagmi, N-gesmeTun-cunaeHapun u aMopuceHTaH, ocBeH 13% yBenn4yeHHE Ha
Cmax Ha cHIZeHaUII ClIeA €AHOBPEMEHHO NpHiarane ¢ amdbpucenTad. Topa Citabo nMoBHILaBaHE Ha
Cumax Ha cHLAcHAdHU HE cE CUMTA 33 KIIMHUYHO 3HA4MMO (BX. TouKa 4.5).

EdekTuTe Ha aMOPHCEHTaH B CTALIMOHAPHO cBCTOAHME (10 mg BEAHBK THEBHO) BBPXY
(bapMaKOKMHETHKATA Ha €IHOKpATHA 1033 Tananadui ¥ ePeKTUTE Ha TaJalagui B CTalMOHApHO
cheTosHHE (40 mg BeAHBXK IHEBHO) BHPXY PapMakOKHHETHKATa Ha €RHOKpAaTHA A03a aMOPHCEHTaH ca
Mpoy4eHH mpy 23 31paBu 106poBoLH. AMOPHCEHTAH HAMA KITHHHYHO 3HAYUMH €EeKTH BBPXY
¢bapMakoKMHETHKATA HA Taganadun. Chllo TaKa, EAHOBPEMEHHOTO NPUAAraHe ¢ Taganagun He OKasga
BAMAHME BPXY (PapMaKOKHHETHKATa Ha aMOpUCEHTaH (BXK. TO4Ka 4.5).

EdexTuTe Ha MHOTOKpaTHO NpHIarale Ha keTokoHason (400 mg BeaAHbXK JHEBHO) BBEPXY

(hapMaKOKHHETHKATa Ha ¢IHOKpaTHa Ao3a 10 mg amOpucenTaH ca npoy4ueHH npH 16 3apasu
nobposonuu. Ekcnozuuunata Ha amOpucentaH, oueHeHa upe3 AUC(0-inf) u Crax ce nosumaea ¢ 3
1 ¢chOTBeTHO € 20 %. Masnko BepOsSTHO € Ta3y NPOMAHA B CKCIMO3HIIMATA Ja UMA HAKAKB |

3 %o

[Ipu 3apasu A0OpOBOLIM ca NPOyYEHH €PEKTUTE IPH MHOTOKPAaTHO NpHJIaraHe Ha
(100 — 150 mg ABa NbTH AHCBHO) BBpXY $apMaKOKMHETHKATA B CTALIMOHAPHO CbCT
aMOpHceHTaH (5 mg BEAHBXK AHEBHO), KaKTO M €¢QEKTUTE NPH MHOTOKPATHO Npua
amOpucenTan (5 mg BEAHBXK ZHEBHO) BbPXY (PapMaKOKMHECTHKATA B CTALMOHAPHO
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uuxsrocnopux A (100 — 150 mg asa meTi gHEBHO). [IpH MHOTOKpaTHO MPHIATaHE HA LIMKIIOCIIOPHH A,
Cumax 1 AUC(0-;) Ha amOpucenTan ce noBuiuaBar (cboTBeTHO 48 % 1 121 %). Bp3 ocHOBa Ha Te3n
MPOMEHH, NIPH CIHOBPEMEHHO MpHIaraHe ¢ UMKIOCMOPHH A, A03aTa Ha aMOPHCEHTaH MpH Bb3PaCcTHH
M MPH NEeIHATPHYHM NMALMEHTH ¢ TenecHo Terno =50 kg Tpsabsa Aa Obae orpaHuveHa 10 5 Mg BEAHBK
JIHEBHO; 3a MEeAMATPUYHH NMalMeHTH ¢ TesecHo Terno =20 kg no <50 kg no3aTa Tpsa0Ba Aa ce OrpaHHyH
00 2,5 mg BeaAHBX AHEBHO (BK. TO4Ka 4.2). BeNpekn ToBa, MHOTOKPATHOTO MPHIaraHe Ha
aMOpHCEHTaH HAMA KIMHUYHO 3HaYMM €(PEKT BbPXY €KCITO3HIIMATA HA LIHKIIOCTIOPHH A, H HE C€
HaJlara KOPEeKIIMA Ha 103aTa HA LIMKJIOCMOPHH A.

[Tpu 3apaBsu 10OpOBONLH ca OHIIH NpoyyYeHH ePEeKTUTE NPY HHTEH3UBHO ¥ MHOTOKPATHO NpHJIaraHe
Ha pudammuuuH (600 mg BeaHBX AHEBHO) BEPXY (apMaKOKHHETHKATa B CTALIHOHAPHO ChCTOAHHUC Ha
amOGpucenraH (10 mg Benuwx nHeBHO). Crell MepBOHAYANHUTE X03H pPHaMITULIKH Ce HabI101aBa
npexoauo nosumasane Ha AUC(0—;) na ambpucenrtan (121 % u 116 %, cpoTBeTHO Cnea mepBata u
BTOpaTa A03a pudaMnUMH), BEPOATHO IbIDKALLO c€ HA pudaMnuiMH-MeaunpaHoTo OATP
HHXxUOKpane. Beopeku ToBa € HAMANO KMMHUYIHO 3HaYMM e(eKT BpPXY €KCIIO3UIHATA Ha
amOpHCeHTaH 10 A¢H 8, ciell mpuiaraHe Ha MHOTOKPATHH 1034 puamMnuuuH. [1alneHTH, TEKyBaHH, C
ambpuceHTaH ¢ TpadBano BHUMATENHO Ja ObaaT HabI0JaBaHU IIPH 3aII0YBAHE HA JICHCHHE C
pudamnuuH (Bx. TOUKH 4.4 n 4.5).

EdekTyTe Ha MHOroKpaTHO npuiaraHe Ha amOpucenTaH (10 mg) BupxXy dapMakoKHHETHKATA Ha
eJHOKPATHA 1033 JUI'OKCHH ca Onnu npoydexu npx 15 3apasu nobposonuu. MHOrokpaTHOTO
npunarane Ha amMmOpucenTan e qoseno g0 caabo ysenuuapaHe Ha AUCo.. M Ha HaH-HUCKATA
KOHLIGHTPAIIUA Ha JUIOKCHH M 10 noBuiaBaHe Ha Crnax Ha AMTOKCHH ¢ 29 %. Habnronasaxoro
YBE/INYABAHE Ha EKCMO3MIIMATA Ha IUTOKCHH B MPHCHCTBHETO HA MHOTOKPATHH 1031 aMOPDHCEHTAH He
€ CYETEHO 3a KJIHHHYHO 3HAYHUMO Y HE C€ € H3UCKBAJIO KOPUTHpaHe Ha A03aTa Ha AUTOKCHH (BX. TOUYKa
4.5).

Edextute Ha 12 qHeBHO no3upaHe Ha ambpuceHTaH (10 mg BeAHDBX AHEBHO) BBPXY
bapMakOKHHETHKATA HA EAHOKPATHA 1033 NEpOPATIEH KOHTPALIENITHB, ChOBPKALL ETHHHIECTPAIHO
(35 pg) n HopeTHHApPOH (1 mg) ca 6uau nMpoy4YeHH NpH 34paBy JOOPOBOJILH OT KEHCKH MOJ. Cmax U
AUC .« ce noumxkasat cnabo npu etunuinectpaguoi (8% ¥ chotBeTHO 4%) ¥ Ce NOBHIIABAT CAabo
npu HopeTHHAPOH (13% u cborBeTHO 14%). Te3n NPOMEHH B €KCNO3HIUATA HA CTHHHIECTPAAHOI HIH
HOPETHHIPOH Ca MalIkK{ U € MaJIKO BEPOSITHO Aa OBbAAT KIMHHYHO 3HAYHMH (BX. TOUKa 4.5).

EnvuMHHHpaHE

AMODPHCEHTAH M HETOBHTE META0OMNTH CE ENIMMHMHHPAT [IPEJHMHO € #UrbuKaTa clell HepHoapobeH
W/MIH eKcTpaxenaTaneH MeTabonuabM. Crnen nepopaiHo npuiiarale okono 22% ot npuerara 103a ce
BB3CTAaHOBABA B ypHHaTa, Karo 3,3% e HenpoMeHeHd amOpucenTad. [1nasMeHNaT enMMHHAILIMOHEH
MOJIYKHBOT TNIpH Xopa Bapupa ot 13,6 1o 16,5 yaca.

CneumanHy nonyinauuu

Buv3pacmuu (non, eb3pacm)

OcHoBaBaiKH ce Ha pe3yJITaTHTE OT MONyJauruoHeH GpapMakOKMHETHUEH aHAN3 MPH 3]IpaBH
no6poeonuu 1 naudentn ¢ BAX ¢apmakokuHeTHKaTa Ha aMOpHCEHTaH HE C€ HOBHABA 3HAYUTEITHO
OT MoJaa WK Bh3pacTra (BXK. TO4Ka 4.2).

Ileouampuuna nonyrayus

Hma orpannyeHd papMaKOKHHETHYHY JJaHHU B eIHaTpHYHAaTa nonynauus. PapMaKOKHHETHKATA €
MPOyYBaHa B €HO KNUHUYHO npoy4Bane (AMB112529) npu neanatpyuysy malMeHTH Ha BB3PACT OT 8
oo 18 roguHH. |
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TEJICCHO TETJIO Ca B TPAHKLHTE OT 5-THA A0 95-THsA MEPCEHTHIT HA EKCNOIUUMATA MPH Bb3PacTHH NIPH
HHCKH (5 mg) MK BUCOKHU 103 (10 mg) oT HCTOPHYECKH TaHHH.

bvbpeurio yapesicoane
AMOpHCEHTaH He MpeTbpnABa 3HaYUTENCH ObOpeueH MeTabonu3EM Unu 6B0pEUCH KIMPBHC

(exckpeums). B nonynaunoneH papMakOKMHETHUEH aHAIU3 € OHI0 YCTAaHOBEHO, Y€ KPCATHHHHOBHAT
KJIMPBHHC € CTATUCTHYECKH 3HaAYMMa KOBAPHAHTa, KaTO 0Ka3Ba BIMAHKC BbPXY KJIHPBHCA CleN
NEPOPANTHO NPHUIOKEHHE Ha aMOpucenTan. CTENeHTa Ha HAMAABAHE Ha KIMPBHCA CNEA NEPOPANHO
npunokeHue € ymepesa (20-40%) npu nauueHTH ¢ yMepeHo Ob0peuHo yBpexKaaHe H 3aTOBA € MAJIKO
BEPOATHO /12 MMa HAKAKBO KJIMHHYHO 3HayeHue. Bee nak, Tpadra aa ce o0pbilla NOBHLIEHO BHUMAHHE
[pH NMAlMEHTH C TeXKO 6L0peuHo yBpexaaHe (Bx. Touka 4.2).

Yepnoopobro yepexcdatie

OCHOBHUTE ITbTHIIIA Ha MeTabONMH3BLM HA aMOPHCEHTAH Ca ITIIOKYPOHHPAHE H OKHCIIEHHE C
nocneaBallo eTMMUHAPAHE ¢ ¥UThYKATa M 3aTOBA MOXKE J1a C€ OYaKBa 4E€PHOAPOOHOTO YBPEKAAHE Aa
yBenuuy ekCrno3uuuara (Cmax 1 AUC) Ha aMOpucenTan. B nonynaunoneH papMakOKHHETHUYEH aHANH3
KIIUPBHCHT IS NEPOPATHO MPUIOKEHHE HAMAIABA B 3aBHCHMOCT OT HapacTBAlLMTC HHBA HA
ounupybuna. Bece mak crenenTa Ha edekta Ha OMTHpyOHHa € yMepeHa (B CPaBHCHHUE ¢ THITMUCH
nauueHT ¢ 6nnupy6un 0,6 mg/dl, nauuent ¢ nosuweH 6umupy6uH 4,5 mg/dl 6 uman npubnu3KTENHO
30% no-HHCBK KIMPBHC CIE] MEPOPANHO MPUIOKEHUE HA aMOpHuceHTaH). PapMaKOKHHETHKATA Ha
aMOpHCEHTaH MpH NALMEHTH ¢ YepHOAPOOHO yBpexkaaHe (Cbe MK Oe3 uuposa) He € npoy4ena. [lo
Ta3u NPHYHHA He TpsAOBa Ja ce 3anoyYBa JeucHHe ¢ aMOPHUCEHTAaH MPH MAUKEHTH C TEKKO YEPHOAPOOHO
YBPEKIAHE WIH ¢ KTHHUYHO 3Ha4HMO MOBHILIABAHE HA YEPHOAPOOHMTE aMHHOTpaHChepa3n

(> 3 x ULN) (Bx. Touxn 4.3 n 4.4).

5.3 [IpeAKNIHHHYHH JAHHH 33 0€30MaCHOCT

[Topanu mppBUYHMA apMaKoJIOTHUCH €PEKT Ha KJ1aca JICKAapCTBa, BUCOKA €HOKpaTHA 1034
aMOpHCceHTaH (HaMp. CBPBXA03a) MOXKE 13 MOHWKH apTEPHASIHOTO HANATAHE U IPHUTEXKaBa MOTCHLHAI
Ja NMpeaAU3BHKAa XUIIOTOHUSA ¥ CUMIITOMH, CBhP3aHH ¢ Ba3oaHnaTalms.

AMOpuCeHTaH HEe NpUTEeXaBa JOKa3aHa HHXHOMTOPHA aKTHBHOCT BBbPXY TPAHCIOPTA HA XKIIbYHUTE
KHCEJIMHU WIK HU3Pa3€Ha XeNaTOTOKCHYHOCT.

Cnen npoAb/HKHTENHO NpUIarane Ha aMOpHCEHTaH IIPH IprU3ady OPH CKCITO3MLHH MO
TepaneBTHYHHTE HHUBA NIPH Xopa ce Ouin HabmoaaBaHu BH3INAJICHHE W TPOMEHH B CITHTEIA Ha
HazanHaTa KyXuHa. Cnen npoabIKUTEAHO NPUAAraHe Ha BUCOKH 1034 aMOpPHCEHTAH IIPH KYy4CTa, MY
excno3uumu Had 20 bTH O-BUCOKHM OT HabmMoaBaHUTE TIPH MALMEHTHATE, € HabMoaaBaH cnad
Bb3MANUTENICH OTTOBOD.

B HazanHaTa KyXHHa Ha INIbXOBE, TPETHPAHU ¢ aMOPHCEHTaH NPH HUBA HA €KCIIO3HLIMA 3-ITbTH MO-
BUCOKH 0T KanHnyHata AUC, e 6una HaOmoaBaHa XHIeprjia3ua Ha HA3aIHATE KOCTH Ha eTMOHMHATA
cIMpajiHa KOCT. XHNepnia3us Ha Ha3aJIHWTE KOCTH He ce € HabloJaBaa Npy nNpuiarale Ha
aMOpuCceHTaH NpH MUILKH U Ky4eTa. [Ipu niasxoBe XMNEPIIa3uaTa Ha Ha3aIHaTa CNUpPaiHa KOCT €
6UJI MO3HAT OTTOBOP IIPH HA3aJIHO Bb3NaleHHUE - Ha 6a3aTa Ha OMUTA C APYTH XHMHYHN CbEIHHEHHA.

AMOpHCEHTaH € KJIaCTOreHeH NPy H3NUTBAHHUA in vilro BbB BHCOKH KOHLEHTpallMK BBPXY KJIETKH Ha
6o3aitHuuy. HaMa noxasarencTsa 3a MyTareHHM HJIM FEHOTOKCHYHH €(eKTH Ha aMOPHCEHTaH NpH

OaxTepuM WIH B ABE in vivo MPOy4YBaHH [IPY MPH3AUH.

B aBeroaMiuH{ NpOy4YBaHHA NPH IUTBXOBE ¥ MHILKH C IEPOPANHO [IPHIIOKEHHUE HA aMOpHCEHTaH

MedHaTa xie3a. CMCTEMHATa €KCIIO3ULMSA Ha aMOPHCEHTAaH MpH MBXKHTE ITBXOB
(B3 ocHoBa Ha AUC B cTauimoHapHO ChCTOsIHKE) € OHMna 6 MbTH NMOCTHIHATATA 1P
KJIMHYYHA 1034.
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B npoyuBaHua 32 TOKCHYHOCT M (PEPTHIIMTET C NepopaliHa MHOTOKPATHA J1032 NPH MBXKKH ITBX0BE U
MHIIKH ¢ OMnu HabmoaasaHu TyOyaHa aTpodHa HAa TECTUCUTE, KOATO IIOHAKOra C€ CBBP3Ba C
acriepmus, 6e3 rpanuua 3a 6e3onacHoct. [IpoMeHuTe B TeCTHCHTE HE ¢a OMIH HATBIHO 00paTHMM MO
BpeMe Ha oLeHeHuTe nepuoau 6e3 npueM. He ca HabnonaBanu obayue NpoMEHH B TECTHCHTE B
[IPOYYBaHMS C MPOXBKHTENHOCT 10 39 CEAMHLM NIPH Ky4eTa, NIPH €KCIO3MLIMSA, IPECBHILIABALIA 35
nsTH HaOmogaBaHaTta npu xopa — Ha 6azata Ha AUC. Ilpu MBXKH IIIBX0BE HE ca HAbMOAaBaHH
edeKTH Ha aMOpPUCEHTaH BbPXY NOABHXKHOCTTA HA CIIEPMATO30MANTE MPH BCUYKH TECTBAHH 03U (10
300 mg/kg/nen). CnabGo noumxasane (<10 %) Ha npoLieHTa Ha MOP(PONOrHUHO HOPMATHHTE
CRIEpMATO30MIH € HaGmoaaBaHo npy no3a ot 300 mg/kg/nen, Ho He ¥ npu go3a 100 mg/kg/nen (>9-
MbTH KJIMHHYHATA eKcno3vuya npu 10 mg/aeH). EQexTsT Ha aMOpHceHTaH BbpXy QEepTUIMTETA NIPH
MBIKE HE € YCTAHOBEH.

AMOpHCEHTaH € TEpaTOreHEH MPH IUTHEXOBE H 3aiuM. [Ipy BCHYKH H3NUTBAHH J03M ca Ouu
HaOMoOAaBaHH AHOMAJIMHM HA JIOJIHATA YESNIOCT, €3MKa W/ K HeO1eTo. OCBEH TOBa B MPOYYBAHETO [IPH
NIBXOBE ¢ HAOMIOAaBaHa MOBUILIEHA YECTOTA Ha Ne(eKTH Ha MeXAyKaMepHaTa nperpaaa, AePeKTH Ha
MaruCTPAIHH KPbhBOHOCHH CHAOBE, AHOMAIMH Ha LIMTOBHIHATA XJ/I€3a H THMYCA, OCH(pHUKaUHA Ha
GazanHaTa 4acT Ha cheHOnAHATa KOCT, M MosABaTa Ha YMOHIHKAIHA apTepHd, pPa3olokKeHa OT NABATa
CTPaHA HAa [TMKOYHMSA MEXYP, BMECTO OT JACHATa CTpaHa. TepaToreHHOCTTa € npeanojaracM epeKT Ha
KJIaca Ha CHAOTEIMH-PELHECNTOPHHATE aHTAarOHUCTH.

[IpunaraHeTo Ha aMOPHCEHTaH MPH XEHCKH MTbXOBE B KbCHA OPEMEHHOCT H B MEPHOAA HA NAKTaLUA,
np#u ekcno3uuud 3 nbTH Haa AUC npy MakcHManHuTe NpenopbsyYBaHy J03H 32 X0pa, BOAY 10
HeXeJlaHH ChLOUTHA B MOBEIEHHUETO Ha MalKaTa, HaMalCHa IPEXUBACMOCT Ha MAJIKUTE U YBPEXKAAHE
Ha penpoAyKTHBHATA CIIOCOGHOCT Ha MOTOMCTBOTO (ApH ayToncHs ce HaOmoaasaT MaJIKi TECTHCH).

[Ipu roBEHWIHY TUTBXOBE, B IEpHoAa OT 7-MH 10 26-TH, 36-TH MM 62-PH I€H OT PaXKIaHETO
(CHOTBETCTBALL HA NEPHOIA OT HOBOPOACHM A0 KbCHA IOHOUISCKA BBh3pacT NpH Xopa), aMOpHCEHTaH €
[PUJIAral NepopagHo, BEAHBXK JHEBHO, KATO € YCTAHOBCHO HaMallaBaHe Ha TErN0TO Ha MO3bKa (-3 %
1o -8 %) 6e3 HacThIBaHE HAa MOPGOJIOMHYHH MITH HEBPONOBEAEHUECKH IPOMEHH ciief, HabioJaBaHy
3BYLH N0 BpEME Ha JHILAHe, anHes M XUnokcus. Tesn eekTd ca HacTenuay npH Husa Ha AUC,
xouTo ca 1,8 1o 7 mbTH NO-BUCOKH OT NEeAMaTPUYHATA €KCITO3MLMA Ipy Xopa npu 10 mg. B apyro
NpOoy4YBaHe, NPH TPETHPAHE HA S-CEAMUYHH IITbX0BE (KOETO OTroBaps Ha NPHOIH3HTENHO 8-rOJMIlIHA
BB3PACT MPH X0pa), € YCTAaHOBEHO MOHMKEHHE Ha TEIIOTO HAa MO3BbKA CaMO NPH MHOTO BUCOKa 71032 U
CaMo NPH MBXKH XHBOTHY. HaTHYHNTE HEKIIMHMYHH JaHHM HE JaBaT BL3MOXHOCT Aa ce pazdepe
KJIMHNYHATA 3HAYMMOCT Ha Ta3d HAXOJKa 3a AcUa HA Bb3PacCT MOJ 8 FOAHHH.

6. OAPMAIHEBTHUYHHA JAHHHA
6.1 ChnHchbK HA IOMOIIHHTE BEleCTBA

Anpo ua rabneTkara

MukpokpucTanda uenynosa, (E460)
JTakT03a MOHOXHApAT
Kpockapmenosa HatpuH (E468)
Marne3sue creapart (E572)

QUIMOBO NOKPHTHE

[Tormmeuuunos ankoxon (E1203)

Tutanos amokcua (E171)

Makporon MW 3350/ [Tonuetunen riuxon (E1521)
Tank (E553b)

Anypa yepseHo AC (E129)

Heuutnx (coq) (E322)
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6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocr

3 roauHH

6.4 ChneuHanHn YCI0BHA HA CHXPaHEHUE

Benu PVC/PVDC/ anymunnesn 6iuctepH:

To3Hu nexkapcTBEH NMPOAYKT HE H3UCKBA CAELIMANIHA TEMIIEpaTypa Ha chXxpaHeHHe. Jla ce cuXpaHsaea B
OpHrMHAaNHaTa ONAaKOBKa Ha OnUCTEpa, 3a Aa Ce NMPEANa3H OT CBETIIHHA.

[Ipospaunn PVC/PE/PVDC/ anymMuHueBu GuucTepH:

To3u nexapcTBEH NPOAYKT HE H3UCKBA CNIEHANIHA TEMIIEPATYpa Ha CbxpaHeHue. Jla ce cbhXpaHsiBa B
OpHIHHAJIHATA OMNAaKOBKa, 34 a C¢ Npeanasy 0T CBETJIHHA.

6.5 JlaHHH 32 OTIAKOBKATA

Benn PVC/PVDC/ anymunuesn onuctepn w/nnm npo3pagau PVC/PE/PVDC/ anymunuesu
OnucTepw.

["onleMUHa Ha OMIaKOBKaTa. KAPTOHCHHU KyTHH, chabspxkamy 10, 30 punmupanu tadneTxu B
6nuctepn wnm 10 x 1, 30 x | punmupann TabaeTky B €AHOL030BH DAUCTEPH.

He Bcuuky BHIOBE ONAKOBKY Morat fia ObJaT OyCHaTH B npoaax6a.
6.6 ChnenHanuu nNpeana3HH MePKH NPH HIXBLPJIAHE

Hewn3noa3sBaHUAT IEKApCTBEH MMPOAYKT WX OTNAABYHHTE MAaTEPUAIIH OT HEro TpAOBa A CE U3XBBPIAT

B ChOTBECTCTBHE C MECTHHUTE HU3UCKBAHHMSA.

7. NPUTEXATEJ HA PASPELIEHHETO 3A YIIOTPEDBA

Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Uewka penyoiivka

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA

Per. Ne 20210046

9. JTATA HA ITBPBO PAZPEINABAHE/MTIOJHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

Jara Ha mepBO paspeuiaBaHe: 19.02.2021 r.

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

19.07.2024 1.
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