1. HME HA JEKAPCTBEHMUS ITPOAYKT

Am6prcenTaH Akopa 5 mg GunmMupaHH TadIeTKH MUK& Ha Npoy 2
AMﬁpHCEHTaH AKopa 10 mg [l]HHMHpaHH TaO1EeTKH _ a/JjJ g O é"sy /6';‘

Ambrisentan Accord 5 mg film-coated tablets 67F2EA-S 17 -11- 7074
Ambrisentan Accord 10 mg film-coated tablets

7. KAYECTBEH U KOJIMYECTBEH CbCTAB

Am6pucenTtan Akop 5 mg QUIMHPAHH TabJIETKH
Beska TabneTka chabpka S mg amOGpuceHTaH (ambrisentan).

[ToMOLUHHM BeLEeCTBA C U3BECTHO JICHCTBHE:
Besika Tabnerka cbhappka npubausurenHo 37,50 mg nakrosa (nox hopMaTa Ha MOHOXHMAPAT), NpUOJIM3UTETHO
0,14 mg neuutun (cos) (E322) n npubIM3HTENHO 0,08 mg anypa yeppeH AC ajlyMHUHHEB JIaK (E129).

Am6pucenrtad Akopa 10 mg GuIMUpaHH TabJETKH
Besika Tabnerka cpaspka 10 mg amOpuceHTaH (ambrisentan).

[ToMOLIHH BELIECTBA C H3BECTHO JIEHCTBUE:!
Besika Tabnerka chabpika npubausurento 37,50 mg akrosa (moa hopmara Ha MOHOXHM/PAT), MPUOITH3UTENTHO
0,14 mg neuutun (cost) (E322) u npuOIU3MTESTHO 0,19 mg anypa yepseH AC allyMHUHHEB JIaK (E129).

34 TBJIHMS CIIMCHK HA MOMOLIHUTE BELIECTBA BIKTE TOYKA 6.1.
3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

Am6pucentad Akop/ 5 mg QUIMHPaHH Ta0JIETKH

CBeTI0p030Ba, KPbIJia, IBOMHOU3ITbKHAA, dbunmupana TabneTka, ¢ BIUIbOHATO penedHO O3HaA4YeHHe “5” OT
eJIHATA CTPAHA U C pa3MepH NPUOIH3HUTETHO 7,0 mm.

Am6pucentan Akopa 10 mg ¢puiaMupaHu TabJETKH
THMHOpPO30Ba, EIUIICOBU/IHA, ABOHHOU3IIbKHAIA, dunmupaHa TabneTka, ¢ BITHOHATO pesiepHO O3HAUYCHHE
“10” OT eQHATA CTPaHa W C pa3MepH NMPUOIU3UTETHO 9.9 mm x 5,0 mm.

4. KJIAHWUYHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS

AMOpHceHTaH AKOpP/ € NOoKa3aH 3a JICYEHUC Ha 6enoapobHa aprepuanHa xuneproHus (bAX) npyu Bb3pacTHH
naumenTH ¢ dynkuuonaneH kiac (PK) no C30 11 o 111, BKIIOUMTETHO H 3a yrorpeba B KOMOMHHMpaHa Teparnws
(Bx. Touka 5.1). Jloka3ana e edukacHOCTTa My MpH HAHONATHYHA BAX (MBAX) u npu BAX, cBbp3aHa CbC
3a00/19BaHe Ha CbeAMHUTEIHATA ThKaH.

AmOpHceHTaH AKOp/ € rokas3aH 3a JICHCHHE Ha BAX npH IOHOWIM M Jeua (Ha Bb3pacT oT 8 /10 18 roguHH) c
dbynkuuonanet knac (OK) II no Il mo knacuduxanmsTa Ha C30, BKIIOUHTETHO Y 3a ynorpeba B KoMOHMHHMpaHa
tepanus. JlokazaHa € e)MKaCHOCTTa My TpH UBAX, dpamunna bAX, kopurupasa BpoJeHa BAX u npu bAX,

CBbp3aHa cbC 3a00/11BaHe Ha CheIMHUTEIHATA ThKaH (BkK. TOYKa 5.1).
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4.2 JI0o3HpPOBKA H HAYHH HA NMPHJI0XKEHHE

JleuenueTo TpAOBA 1a Ce 3aro4YBa caMo OT JIEKap C OTHT B JICYCHHETO Hd BAX.
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Bwv3pacmuu W




Monomepanus ¢ aubpucenman
Am6puceHTan Akop TpAOBa Aa ce npyUeMa nepopaiHo B 103a 5 mg BeAHEBXK JHEBHO 3a 3aM0YBAHE HA
leYeHHeTO U B 3aBHCUMOCT OT KJIMHMYHHA OTTOBOP H MOHOCHMOCTTA, 103aTa MOXe 11a CC NOBHIIH A0 10 mg

JHCBHO.

Ambpucenman 8 xombunayus ¢ maoanagun
KoraTo ce M3NoN3Ba B KoMBHHanua ¢ Tafanadun, AMGprceHTaH Akopa Tpa0Ba a ce THTpHpa 10 10 mg
BEJHBX JAHEBHO.

B npoyusaHero AMBITION, nauuMenTHTe NONy4aBaT 5 mg aMOpHUCEHTaH BEAHBK AHEBHO Mpe3 MbpBHTE &
CeIMHLH TIPEAH BBIXOOAINO THTpHpaHe a0 10 mg B 3aBHCHMOCT OT NMOHOCHMOCTTA (Bx. Touka 5.1). Koraro
aMOpHCeHTaH C€ W3MON3Ba B KOMOHWHaLMA ¢ rananadwi, JEUYCHHETO HAa MALMEHTHTE Ce 3aMo4pa ¢ 5 mg
ambpucenTad 1 20 mg Tananadui. B 3aBHCUMOCT OT IIOHOCHMOCTTA, 7103aTa Ha raganagun ce nosHiasa 1o 40
mg cnepn 4 ceaMMUH, a 103aTa Ha aMOpUCEHTaH Ce NOBHILABA J10 10 mg cnen 8 ceamuiy. Ilopeue ot 90% ot
NaLHeHTHTE ca MOCTArHAMM ToBa. B 3aBMCHMOCT OT MOHOCHMMOCTTA, JO3UTE MOTaT CBHILO A C& HAMATIAT.

OrpaHHYeHH AAaHHHM COYaT, Y€ BHE3AMHOTO crMpaHe Ha MPUIOKEHHETO Ha aMOpHCeHTaH HE € CBBP3aHO C
pioniaBate Ha bAX.

Ambpucenman 6 KomMEUHAYUR C YUKAOCNOPUH A
I[Ipu BB3PACTHH, IPH EJHOBPEMEHHO MpHJaraHe ¢ UKMKIOCTIOPHH A, mo3aTa Ha aMOpHceHTaH TpsabBa Ja ce
OrpaHH4H 0 5 mg BeJAHBK JHCBHO W MAUMEHTHT Tps6Ba Aa ce HabMoAaBa BHUMATENHO (BXK. TOUKH 4.5 u 5.2).

ITeduampuynu nayuermu Ha 8v3pacm om 8 0o 18 zo0unu
Monomepanusa ¢ amBpucenman unu 8 KOMOUHAYUA ¢ Opy2u mepanuu 3a bAX
AM6puceHTaH AKOpA TpAOBa a ce MpUemMa NepopajiHO B ChOTBETCTBHE CHC CXEMATA HA MpHIIATAHC, OTKACaHA

no-Aomy:

Tenecuo Terno (kg) Hauanua posa, npuemaHa BeAHE Jlocnensaino THTpHPAHE Ha no3a%
OHEBHO (Mg) npMeMaHa BeOHBXK JHEeBHO (mg)”

>50 S 10

>35 po <50 5 7,5%

>20 go <35 2.5% 5

2 — B 3aBUCHMOCT OT KJIHHHYHHS OTrOBOP H OHOCHMOCTTA (BXK. TOYKa J.1)

Ambpucenman 8 KOMOUHAYUA C YUKAOCNOPUH A
[Tpy MeauHaTpu4HM MAUMEHTH MpH €AHOBPEMEHHA yroTpefa ¢ LMKIOCNOPHH A A03aTa Ha aMOpuceHTaH 3a
NaUMEeHTH ¢ TesecHo Tero >50 kg Tpabpa 1a ce OrpaHKyH [0 5 Mg BEAHEK THEBHO, & MPH NALKMEHTH C TCIECHO
terno >20 kg no <50 kg Tpabea na ce orpaHd4M A0 2.5 mg* BeAHBK AHeBHO. [lanueHThT TpOBa na ce
HabronaBa BHUMATenHO (BX. Touku 4.5 u 5.2),

* 3 103M, H3UCKBAILM KOHLEHTpalus oT 2,5 mg uad 7,5 mg, TpabBa Aa ce W3MoA3Ba ApYT NMPOAYKT, HaNHU'4EH
Ha rasapa.

CneuHraiHH Momynaivi

Hayuenmu 8 cmapueckq eb3pacm
He e Heo6x0AMMO KOPUrHpaHe Ha 103aTa NPy NalKeHTH Ha BB3pacT Hall 65 roauHH (BA. TOUKa J.2).

Hayuenmu ¢ 6vOpeuno YepedNcoane

He e HeoGXoAMMO KODMTHpaHE Ha [03aTa NpH MAlHEHTH ¢ OBOpeuHO yBpEHKAaHe (B2K. TOUKa J.4) Kima
OrpaHMueH ONMMT ¢ aMOPHCEHTaH NMPH HMHIKBUIH C TEHKO 6b6peuHo yBpexaaHe (KpeaTHHUHOBANARRYG 38

ml/min). Tpu Tasu noarpyna, neveHuero TpsAbGBa Aa C€ 3aMO4YHE BHUMATENHO W /ia CC B LONE _eende] -
BHUMaHHe, aK0 [03aTa ¢ MoBHIH 10 10 mg aMOpHCeHTaH. P 2

Hayuenmu c 4epHodpobro yspedcoane
AMOpHCEHTaH He € M3NWTBaH TIpH HHAMBHAH C yepHOIpOGHO yBpexaHe (CbC WiIH 0e3 MR
OCHOBHHTE IbTHILA Ha MeTabonu3pM Ha aMOpHCEHTaH ca [IIOKYPOHHPAHC M OKHCICHUY ‘3'_
eTMMUHHPAHE Upe3 AUThUKATa, MOXe J1a C¢ O4YaKBa 4epHOAPOGHOTO YBpEXKIaHe A YBETHH CKCHQZY
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1 AUC) Ha amGpucenTaH. [1o Tasu npuunHa He TpAGBa Aa ce 3amoysa JiedeHHe ¢ aMOpPHCEHTaH fIpH NalKeHTH
C TeXKKO depHoApoOHO YyBpexIaHe WIH ¢ KIMHHYHO 3HaYMMO TNOBHIIABAHE Ha YepHOApoOHHTE
aMHHOTpaHcdepasu (moseye OT 3 MbTH ropHara rpadHua Ha Hopmara (>3XULN); Bx. Touku 4.3 1 4.4).

[TeauaTpuyHa nonynanus
BesonacHocTTa M e(MKAaCHOCTTa Ha aMOpHUCEHTAaH NpH Jelia Ha Bb3pacT nox 8§ roAMHH BCE Olle HE ca

yCTaHOBeHH. JIHNCBAT KIMHWYHY JaHHY (BXK. TOYKA 5.3 OTHOCHO HANMHYHH JAHHHU NPH IOBEHH/THH XXUBOTHH).

HayuH Ha NpUIOKEHHE
AmGpucenTan AKopa € 3a nepopanHo npuwioxeHue. I[penopbusa ce Tabnerkara na ce refiTa Lfna che WM 0e3

xpaHa. [IpenoppuBa ce Tabnerkara a He ce pa3geis, pasTpollaBa WiIH ObBUE.

4.3 IIpormBonoka3zaHHud

CBpEXYYBCTBHTEIHOCT KbM aKTHBHOTO BEUIECTBO, KbM COA WIH KbM HAKOE OT NOMOIIHHTE BELECTBA, H30pOeHH
B TO4UKa 6.1.

BpeMeHHOCT (BX. TOUKa 4.6).

XeHu ¢ JeTepoaeH NMOTeHLMal, KOMTO HE W3NO0Ji3BaT HAACKIEH METOJ 38 KOHTpaLenuus (BX. ToukH 4.4 v 4.6).
KbpmeHe (Bxk. Touka 4.6).

Texxko uepHonpoOGHO yBpexaaHe (cbc wiu 0e3 uupo3a) (BxK. TouKa 4.2)

Hauanuu croiiHOCTH Ha uvepHOApoOHMTE amHHOTpaHcdepasu (acnapratamuHoTpaHcdepasd (AST) w/mm
anannHamuuoTparcoepasu (ALT)) >3xULN (k. Touku 4.2 u 4.4).

Hnuonatnuna 6enoapobna pubposa (MbD), che unu 6e3 Bropuuxa 6enoapodHa XHUnepToHHs (BX. Touka J.1).

4.4 CnenHaJHH NpelynpexIeHHs H NpeINa3HH MEPKH NPH ynorpeda

AMOpHCEHTaH HE e MPOYYEH NPH A0CTaThYeH Opoii MauMeHTH ¢ L Ja C€ YCTaHOBH ChOTHOINEHHETO
nonza/puck npu BAX ¢yuxunonasnen kiac I o C30.

E¢ukacHOCTTa HA AaMOPHUCEHTaH KATO MOHOTEpanua He € YCTaHOBEHAa NPH NauMeHTH ¢ BAX ¢yHKunoHaieH
kiac IV no C30. AKO KIHHHYHOTO CBCTOSHHE Ce BJIOLIM, TpaAOBa na ce OOMHCHIH JICYECHHME, KOETO €

NPenoPHYUTENHO 3a TEXKKHTE CTAAHH Ha 3a00/IBaHeTO (HAMNp. enompoOCTeHON).

YepnoapobHa dyHKIMSA
C BAX ca cBbp3aHHM OTKJIOHEHHA B uepHoapobHara ¢yHkuus. IIpu npunoxkenve Ha aMOpHCeHTaH ca

HaGMmoAaBaHy CJTy4aH, KOMTO ChOTBETCTBAT HA ABTOMMYHEH XEMATHT, BKIIOUUTEHO BB3MOXKHO 060CTpAHE Ha
NOANEXal| aBTOMMYHEH XEMaTHT, YepHOAPOGHO YBpeX1aHe M TIOBHILABAHE HA CTOMHOCTHTE Ha YEpHOAPOOHUTE
EH3HMH, KOMTO € BE3MOXKHO Ja c¢a CBbp3aHHu c TepanuaTa (Bx. Touxkd 4.8 ¥ 5.1). Ilo Ta3su npHunHa npeau
3afoYBaHe Ha JedYeHWe ¢ amOpuceHTaH TpabBa Ha ce HanpaBH H3C/ACABAHE HA UYEpPHOAPOOHHTE
amuHoTpaHcdepasy (ALT u AST). He Tpsabsa na ce 3anousa jeueHne ¢ aMOpUCEHTaH NPH NMALMEHTH ¢ H3XOAHH
croinocTd Ha ALT w/nnu AST >3xULN (Bx. Totka 4.3).

[TauueHTuTe TpAOBa Ja Cce MPOCIeABaT 3a NMPU3HAUM HA YEPHOAPOOHO yBpeKNaHe H Ce MpPENnopb4Ba BCEKH
mecen Ja ce npocaenasar ALT u AST. AKO nauUeHTHTe Pa3BHUAT MPOABJDKUTENHO, HEOOACHHMO, KITMHHYHO
3naunMo noeuasade Ha ALT w/wnn AST wim ako noeuiiasaHero Ha ALT wwnu AST e npuapyxeHo ot

Aa CE [IPCYCTAaHOBH.

[Ipn nauueHTH 6€3 KNIHHHYHHM CHMITTOMH Ha YepROAPOOHO yBpeXKaaHe WIIH XKbJITCHHLA i
[MOBTOPHO HHHLIMHPaHE Ha JIEYEHHETO C aMOpHCEHTaH ClIeA Bb3CTAHOBABAHE HA QYHKLHS

eH3uMHU. [IpenopbuBa ce KOHCYATAUMA C XEIaTOJIOr.




KoH1iieHTpaLug Ha XeMOTNIO0HH
C NpWIOKEHHETO HA €HAOTEIHH-PELENTOPHH aHTaroHUcTH (EPA), BKIIOYHTENHO aMOpHUCEHTaH, € CBBP3aHo

[MOHIDKABAHE HA KOHLEHTPaUWATa Ha XeMornoGWHa M XemarokpuTa. [loBeyeTo OT Te3M NMOHKKCHH HHMBA Ca
YCTAHOBEHH N0 BPEME Ha ITbPBUTE 4 CeIMMLH OT JICYEHHETO, KaTo BIOC/IEACTBHE HUBOTO Ha XeMOrnobHuHa karo
Lo ce crabuwimsupa. CPeHOTO NMOHWXKaBaHe OT H3XONHOTO HMBO (B AuanasoH ot 0,9 go 1,2 g/dl) Ha
KOHILIEHTpALMATa Ha XeMOorJio0HHa ce 3ana3Ba 10 4 TOOUHK OT JieHeHHeTO ¢ aMOpHCEHTAaH, NPy AbJrOCPOYHO
OTKPUTO NpOXBIDKEHHE Ha OCHOBHHTE ¢hasa Il knMHM4HH npoyusanusa. B MOCTMapKeTHHTOBHS MEPHOA ca
NOKNABaHH C/TydaH Ha aHEMHS, H3UCKBALIK TpaHChy3Hs Ha KPBBHU KIIETKH (BXK. TOUKA 4.8).

He ce npenopb4ea 3ao4yBaHe Ha JI€YEHHE ¢ aMOpUCEeHTaH NpH NAUMEHTH ¢ KIWHHYHO 3HAYMMa aHeMHA. I[To
BpeME Ha JieyeHWe ¢ aMOpHCeHTaH Ce npenopbysa na C€ MpOC/IedBaT HMBaTa Ha xemornobuHa WHIH
XEMaTOKPHTA, HanpuMep Ha 1 -BHs Mecell, 3-Ms MeCeLl 1 IEPHOAMYHO CJICA TOBa B CHOTBETCTBHE C KIIHHHYHATA
NpaKkTHKa. AKO C€ YCTAHOBHM KIMHHYHO 3HAYHMO MOHK)KABAaHE HA XEMOTJIOOMHA WIH XEMATOKPUTA U Ca
M3KMIOUEHHW APYr¥ NpHYMHM, Tpsabea na ce oOMHCIH HamansBaHE Ha 103aTa WIH NpEyCTaHOBABAHE Ha
TeyenreTo. UecToTaTa Ha aHEMMS Ce [TOBHILABA, KOraTo aMOpHCEHTaH ce npuiara B KoMOMHaIMA ¢ Tafanapun
(15% uecTOTa HA HEXENAHOTO CHOMTHE) B CpaBHEHHE C 4YECTOTaTa Ha aHEMHA, KOraTo amMOpuCeHTaH M
Taganadwl ce MPUIAraT KaTo MOHOTepanus (ChOTBETHO 7% u 11%).

3agLpaKaHe Ha TEYHOCTH
[Tpy npunaraHe Ha €HOOTENHH-PELIENITOPHH AHTArOHHCTH, BKIIOYMTENTHO aMOpuceHTaH, ¢ HalmoraBaH

nepudepeH oToK. B KIMHWYHH NpoyuBaHKs ¢ aMOpUCEHTaH MOBEYETO CTy4aH Ha nepudepeH OTOK ca JIEKH o
YMEPEHH 110 TEXECT, MAKap Y€ MOXKE J1a C€ MPOABAT C MO-BHCOKA YECTOTA H TEKECT NPH NALMCHTH >65 roAHHH.
B KpaTKOCPOHHH KJIHHUYHH IPOYYBAHMA M10-4ECTO Ce ChobLaBa 3a nepHQepeH OTOK NPH NpUjlaraLe Ha 10 mg
amMOpHceHTaH (Bx. TOUKa 4.8).

[MonyueHu ca NOCTMapKeTHHTOBH CBOOILECHHA 33 3aAbplKaHE HAa TEYHOCTH, HACTBMBALIO CEAMMUM CleA
3alI0YBaHE HA MPHUEMa Ha aMOpHCEHTaH, KaTO B HAKOH CITyYad ChCTOAHHETO € HAllarano JeUeHHE ¢ AUy pETHK
WIM XOCMHTAIM3ALMA 33 OBJAaASBAaHE Ha 3aJbPXAHETO Ha TEYHOCTH HJIH Ha ACKOMIIEHCHpaHaTa CbpACYHA
HEeIOCTATBYHOCT. AKO IMPH MalMEHTHUTE € HaMlEe CHIUECTBYBAIIO HATOBAapBaHE ¢ TEYHOCTH, CBHCTOAHKETO
Tps6Ba Ia ce JieKyBa 1o KIHHHYHO MMOAX0AALL HaYHH NMPeay 3arI04BaHe Ha JICHEHHE C aMOpHCEeHTaH.

AKO 110 BpeMe Ha JiedeHHe ¢ aMOPUCEHTaH C¢ pa3BHe KIHHHYHO 3HAYMMO 3aIbPXKaHE HA TEYHOCTH, CbC HITH be3
NPHAPYKaBalIO NOBHLIABAHE HA TEIOTO, TpAGBA Aa Obae HanpaseHa NOMbJIHATEIHA OLICHKA, 33 13 CC OTPECIH
MPHYHHATA, KOATO MOXe Aa Obae amOpHceHTaH WM MOANEeKAINA ChpeYHa HEAOCTATHYHOCT, H Bb3MOXKHATA
Hy/Aa OT CICLHPHIHO JIEYEHHUE WK PEKbCBAHE Ha TEpaNuATa ¢ aMOpUCeHTaH. ecToTaTa Ha nepHgepeH OTOK
ce MOBHIIABA, KOraTo aMOpPHCEHTaH ce TIpuiara B KOMOHHALMA ¢ Taaanadu (45% 4ecToTa HA HEXETAHOTO
¢hOUTHE) B CPARHEHHE ¢ YECTOTATA Ha nepudepeH O0TOK, KOraTo aMOpHCeHTaH Tajanadun ce Mpuiarat KaTo
MoHoTepanua (croTeeTHO 38% H 28%). Ilodearta Ha nepudepeH OTOK € HaH-4eCTa Mpe3 MBPBHA Mecell OF
3ao4YBaHe Ha JICYeHHETO.

JKenu ¢ meTepoieH NoTeHUHaN
He Tpabsa fa ce 3anouBa sieueHne ¢ AMOpucenTaH AKOp NPH JXEHH C JETEPOAEH NMOTCHLHAI, OCBER aKO

Pe3yNTATLT OT TecTa 3a GPEMEHHOCT Npe/ld JICYCHHETO € OTPHLATENCH M CE U3MOoN3Ba HAASKIEH MCTO] 34
KOHTpauenius. AKO MMa HAKAKBO ChMHEHHE 32 TOBa, KaKbB ChBeT jJa Objie MaleH Ha NalKeHTKaTa no
OTHOLIEHHE Ha KOHTpPalLleNMATa, TpAGBa Aa ce OOMHCIH KOHCYTalMs ¢ ruHexonor. [1o BpeMe Ha JIEYeHHE C
aMGPHCEHTaH ce TIPENopbYBaT €XXeMeCeUHH TeCToBe 3a GpeMeHHOCT (BaK. TOUkH 4.3 1 4.6).

Benoapobua BeHoOKTY3HBHA DonecT
CH0o6LABaHH Ca cyyaH Ha 6enoapofeH OTOK NPH Ba30AUNATHPALIH leKapCTBeHH NpoaykTH kato EKA, koraro

ca MpWJIAraHH NPY NauueHTH ¢ GeoapoGHa BeHookTy3uBHa Oonect. I1o Ta3u NpHYHMHA, KO MAUMEHTHTE C bAX
pa3BHAT OCTEP Ges1oApobeH OTOK Mo BpeMe Ha JIeHeHHE ¢ aMOpHCEeHTaH, TpsaOBa Aa ce OOMHCIIH BE3IMOXKHOCTTa

3a 6enoapo6Ha BeHOOKTy3HBHa Bonecr.

EAHOBpEMEHHO NPUIOKEHHE C IPYTH JICKAPCTBEHH MPOAYKTH
[MawweHTH, neKyBaHH ¢ aMOGpHCceHTaH, TpAOBa BHUMAaTEHO 18 ObaaT HabmoJaBaHH Np

¢ prudaMnuuMH (BXK. TOUkH 4.5 1 5.2).

TIoMOILIHU BeLllecTBa
TabneTkure AMEpHCEHTAH AKOPJ ChIBIKAT JIAKTO3a (KAaTO MOHOXHUAPAT):




[TauMeHTHTE ¢ PEAKH HAacAeICTBEHH MpoOeMH Ha raJlakTO3HA HETIOHOCHMOCT, TOTAJICH JIAKTa3CH aedHUMT WU
CIIOK030-ranaxTo3Ha ManabcopOius He TpaOBa Na NpueMar TO3H JIEKApCTBEH MPOAYKT.

Ta6netkure AMOpHCEHTaH AKOPA CHABPKAT JISLUTHH, MOMYUCH OT COS:
AMG6pucenTan He TpAGBa na ce MpHeMa, aKo NaLHEeHTHT € CBPEXTYBCTBUTE/ICH KbM COA (Bxk. TOuka 4.3).

Tabnerkure AMOpHCEeHTaH AKOPA ChABPIKAT HATPHH:
To3u nexkapcTBEH NPORYKT ChABPIKA NO-MaJIKO OT ] mmol Hatpuii (23 mg) Ha TabneTKa, T.€. MOXKE Aa CC Kaxe,

ye NMPAKTHUYECKH HE ChABPIKA HaTPUi.

Ta6nerkure AMOGpuUceHTaH AKOPA ChABPXKAT a300arpHiIoToO alypa 4epBeH AC anymunueB nak (E129), koero
MOYKE [a NPUYHHH AJIeprHYHH PeaKLuu.

4.5 BianMonaeiicTBHe ¢ APYTH JEKaAPCTBEHH NPOAYKTH B APYrH (opMH HA B3aHMOJCHCTBHE

B in vitro ¥ in vivo HEKTMHMMHM NPOY4BaHWs, aMOpPUCEHTAH HE MHXUOMpa ¥ HE MHAyUHpa daza [ wnu 1l
IeKapcTBO-MEeTabO0MM3Hpallll  €H3HMHA B KIHHUYHO 3HAYMMH KOHLIEHTPailMH, KOETO [peanonara HHUCHK
MOTEHLMA Ha MOBNMsABaHE Ha MeTaboMM3Ma Ha JIEKapCTBaTa Mo TE3H MbTHINA OT CTpAHA Ha aMOpUCEHTaH.

[ToTeHUMATHT Ha aMGPHCEHTAaH 3a MHAyLMpaHe akTHBHOCTTa Ha CYP3A4 e n3cneiBaH nNpH 34pasH no0pOoBOJILH
H pe3yJITaTHTE NMpeAINoarar JMMNca Ha HHAYKTHBEH epeKT Ha amGpucenTaH Bbpxy CYP3A4 H3oeH3uMa.

LIMKIOCTIOPHH A

EnHOBpEMEHHOTO NpwiaraHe Ha amOpHCEeHTaH ¢ LMKIOCTIOPHH A B CTALMOHAPHO CbHCTOAHHE BOAM AO
JBYKPATHO NOBMILABAHE HA EKCMO3HIMATA HA aMOPHCEHTAH TIPH 3PaBH nobposomiu. Tora MoXe Aa ¢€ XbJDKH
Ha WHXMOMpaHE Ha TPAHCMOPTEPHTE H METADONMTHHTE €H3WMH, y4acTBallH BbB ¢apMaKOKMHETHKATa Ha
amGpHcenTaH OT LMKIIOCTIOpHH A. To Tasu NpHyYKMHA, NPH €AHOBPEMEHHO NMpHIaraHe ¢ LIMKIOCTIOpYH A, posata
Ha aMOpHCEHTaH NPH BB3PACTHH NALMEHTH WIH NeAHaTPHYHH NALMEHTH C TeJICCHO TENIO >50 kg Tpabmsa pa
6bae orpaHHueHa A0 S Mg BEOHEXK JHEBHO; 32 MSAHATPHYHH MALMEHTH C TEJNCCHO TETIIO >20 kg no <50 kg
no3aTa TpAGBa Ja Gbjie OrpaHHYeHa 0 2,5 Mg BEAHBK JHEBHO (BXK. TOUKa 4.2). MHOTOKpaTHOTO NpHiaraHe Ha
aMOpUCEHTaH HAMA eeKT BbPXY EKCTIO3NLMATA Ha LMKIIOCTIOPHH A W HE Ce Hajlara KopexiMd Ha J103aTa Ha
HUKJIOCTIOPHH A.

PudaMnuuuH

EAHOBPEMEHHOTO NpuiiaraHe Ha pudamMnUUMH (MHXHOWTOP HA MOJIUMENTHIA, TPAHCMOPTEP Ha OpraHHYHH
anvonn [OATP], cunen unaykrop Ha CYP3A u 2C19, u mumyxrop Ha P-gp u ypuauH-gugochart-
rmokypounntpanchepasure [UGT]) e cBbp3aHO € NPEXOAHO (npuGMH3UTENIHO 2-KPaTHO) MOBHIIABAHE HA
eKCTTO3MLMATA Ha aMOPHCEHTAH Cliefl MbPBOHAYAIHHTE I03M NPH 3ApaBk 106poBONM. Bhnpeky T0B4, 10 ACH
8, MPUEMBT NIPU CTALIHOHAPHO CHCTOSHHE HA PUGaMIULIMH HAMA KIHHHYHO 3HAYHM edeKT RbpXY eKCINO3HLIMATA
Ha amGpucenTaH. [TauMerTH, NeKyBaHy, ¢ aMOpUCEeHTaH TpsAOBa BHUMATETHO A4 C& HaboaaBaT NPM 3ano4ysaHe
Ha fevyeHye ¢ pupaMIUUEH (BX. TOUKH 4.4 1 5.2).

docthoanecTepazHy MHXUOUTOPH
EanoBpeMEHHOTO NpujaraHe Ha amOpucenTaH ¢ pocdoanecTepaseH HHXHOHTOP - cHiteHadbw UM Taganadun

(u mBata cyb6erpat Ha CYP3A4) npu 3apaBu 100poBONILM HE FIOBIHMSABA 3HAYHMO chapMaKOKMHETHKaTa Ha
bocdoanecTepasHua MHXUOUTOD HIH Ha aMOpHceHTaH (BX. TOUKa 5.2).

Jlpyru TapretHu nedeHus 3a bAX
EdukacHocTTa ¥ 6€30NacHOCTTa Ha aMOpHUCEHTaH NpH €HOBPEMEHHO NMpUjaraHe ¢ Apyru JeHeHus 3a bAX

(Hanp. NPOCTAaHOUIW M PA3TBOPHMH TYaHWIATLHKIA3HH CTUMYJIATOPH) HE ca CMeLHalHO MpOoy4BaHH B
KOHTPONUPAHH KJIKMHHYHN H3NHTBAHHA NP NaUMeHTH ¢ bAX (Bx. Touka 5.1). He ce ouakear cneuudHyHH
B3aMMOEHCTBHA MEX Ay aMOPHCEHTaH U PasTBOPHMH ryaHWIAaTUMKAA3HH CTUMYJIATOPH HWJIW NPOCTAHOMAH B3
OCHOBA@ Ha M3BECTHHTE AaHHM 3a GuoTpaHchopmaumna (Bx. Touka 5.2). Benpeku ToBa, NpH TegueRe peRRgLH
NPOAYKTH HE ¢a MPOBEKAAHH KOHKPETHH MPOY4BaHUA 38 B3aHMOJCHCTBUA. 3aropa ce npengpt '
BHMMaHHE B ClTy4ail Ha e(HOBPEMEHHO MpHIlaraHe. '

[Tepopaniiy KOHTpALIENTHEH
B xIMHMYHO NMpOy4YBaHe APH 3ApaBH J0OPOBONLM MPHJIAraHETO Ha ambpucenTad 10

CTALHOHAPHO CHCTOSIHHE He MOBJIMABA 3HAYHMMO (apMaKOKHHETHKATA HA €AHHH'HA 032\
HOPETHHIPOH, KOMIMOHEHTH Ha KOMOHHHMpaH MepopaieH KOHTPaLenTHB (BX. TO4ka 5.2),




ToBa (hapMAKOKHHETHYHO MPOY4YBAaHE HE C€ OYaKBa aMOPHCEHTaH [a MOBIUAC 3HAYMMO EKCHOIWIHMATA Ha
KOHTPaLENTHBH, CbABPHKALIH €CTPOTEH WIH NMPOreCTOreH.

Bapdapus
B eaHo npoy4BaHe npH 3ApaBH 106poBoauM aMOPHCEHTaH HE MOBJNsABA (apMaKOKHHETHKATA B CTALIHOHAPHO

CBCTOSIHHE M aHTHKOAryJIaHTHATa aKTMBHOCT Ha BapapuH (BX. TOuKa 5.2). Ceuio Taka BapdapuH HAMa
KINHMYHO 3HAYAMH e(deKTH BBpXy (apMaKOKWHETMKAaTa Ha aMOpPHCEHTaH. OceeH TOBa, HpH MNALHEHTH
ambpHceHTaH HaMa o6 edexT BBPXy CeAMHMYHATA [03a Ha aHTHKOAryJaHTH OT THMA H4 BapdapHH,
nporpombuHoBoTO Bpeme (PT) H MeXTyHapOAHOTO HOPMATHIHPAHO OTHOLICHHE (INR).

KeTokoHa3011
[punaraHeTo Ha KETOKOHA301 (MOLIEH MHXHOMTOp Ha CYP3A4) B CTaUMOHAPHO CBCTOAHKE HE MpPeH3BHKBA

KITMHMYHO 3HAUMMO NOBHIUIABAHE HA eKCTIO3HUMATA Ha aMOpUceHTaH (BK. To4Ka 3.2).

EdexT Ha aMOpuceHTaH BbPXY KCEHOOHOTHYHH TPAHCNIOPTEPH

In vitro ambpuceHTaH HiMa MHxuOMpall edeKT BbpXy HOBEIIKH TPaHCNOPTEpH B KIHHUYHO 3HAMHMH
KOHLIEHTPALIUH, BKJIOYUTENHO P-TIRKONPOTEHH (Pgp), MpOTEHHA HA PE3UCTEHTHOCT Ha PaK HAa rbpaTa (BCRP),
NPOTEHH 2, CBBP3aH ¢ MYJTHIEKApCTBEHATA PE3HCTEHTHOCT (MRP2), excrnioprHaTa noMmna 3a jUrb4HH COJH
(BSEP), nonunenTHAH, TPAHCMOPTUpAlH OPraHM4YH{ aHHOHW (OATP1B1 n OATPIB3) u Harpueso-

3aBHCHMHMAT Taypoxoaar ko-TpaHcrnopred onunentua (NTCP).

AMmGpHcenTaH e cyberpaT 3a Pgp-meanupasug eyke.

In vitro npoyuBaHHs BbPXY XCNATOLXTH OT fUIBX ChILIO MOKA3BAT, e ambprceHTaH He HHAyuHpa Pgp, BSEP
w1 MRP2 npoTeHHOBA €KCTIpECHSA.

[punaraneTo Ha aMOPHCEHTAH B CTALMOHAPHO CHCTOAHHME [IPH 3[paBH noGPOBONUM HAMA KNTHHHYHO 3HAYHMH
edekTH BLPXY (papMaKOKMHETHKATa NPY MpHIaraHe Ha €JHOKPaTHA 1033 IMTOKCHH, xo#To e cybcrpar 3a Pgp
{BX. TO4KA 5.2).

[TegpuaTpUyHa OMYJAIA
[TpoyuBaHus 3a B3aMMOACICTBHATA Ca MPOBEXKJAHH CaMO NPH Bb3PAaCTHH.

4.6 PepTHAHTET, PpeMEHHOCT H KbpMEHE

JKeHM ¢ agerepoacH NOTEHUHAT
He TpabBa na ce 3ano4sa je4eHHe ¢ aMOPHCEHTaH MpPH XKEHU C IETEPOACH NMOTCHIIMA)T, OCBCH dKO pe3yITaTET

OT TecTa 3a GPEMEHHOCT NMPEAH NEYEHHETO € OTPHLIATENIEH M CE H3MON3Ba HAACKAHA KOHTPaLCILIKA. ITo Bpeme
Ha JieueHHe ¢ aMOPHCEHTaH c€ NPErnophyBa Ja ce NPaBiAT MECCYHH TECTOBC 3a OpeMEeHHOCT.

bpeMeHHOCT
AMGpHCEHTaH € MPOTHBOMOKA3aH N0 BpeMe Ha OPeMEHHOCT (Bk. TouKa 4.3). IIpoyuBaHus ¢ ’KMBOTHH NIOKa3BaT,

ye aMOpHCeHTaH e TepaToreHeH. Hama onuT npH Xopa.
enu, npuemaiuu amGpucenTaH, TpabBa na 6bAaT NpeAyNpenetH 32 pUCKA OT yBPEKAAHE Ha deryca, a ako
HaCThIIM OpeMeHHOCT, TpAOBa Ja ce 3arnoyHe aNTepHATUBHO JICHEHHE (pk. TOukH 4.3, 4.4 1 5.3).

KbpMmeHe
He e uzBecTHO Aanu aMOpucEeHTaH NpeMHHAaBa B KbpMaTa. He e npoyuBaHa eKCKpeLHATa Ha aMOpHCeHTaH B

MJISKOTO TIpM XHBOTHH. 10 TasW MpHUMHA KbPMEHETO € MPOTHBONOKA3aHO MNpH MAUMEHTH, MPHEMAIIH
aMOpHceHTaH (BX. Touka 4.3).

DepTUIHTET NPH MBXKE o
PaspuTieTo Ha TyOyiHa aTpodks HAa TECTHCHTE MpPH KWBOTHH OT MBXKH MOJ € CBBP3AHO C MPGITeahy

70N RAL

TIpUIaraHe Ha SHIOTETHH-PELENTOPHH aHTaTOHHCTH, BIJIIOYHTCIHO amOpuceHTaH (BXK. TOUKA
npH npoyusaHero ARIES-E, He ¢a OTKpHTH ACHH I0Ka3aTe/ICTBA 33 BPEACH edeKT OT ABITOPWAaIM
Ha aMGpHCEHTaH BLPXY HA Opos Ha CIEPMATO30MANTE, MPOABIDKHTETHOTO NMPHIOKCHHUCFHET
CBBP3aHO ¢ MPOMEHH B MAapKEpHTe Ha CrnepMaroreHesara. Habnwonagano € nonmaa & HepoRy
KOHLIEHTpallMd Ha HWHXMOWH-B M nNoBHIlaBaHe Ha IUIa3MEHaTa KOHLCHTpaLMs Ha FSH Ebeiing
dbeprunuTeTa MPU MBKE HE € YCTAaHOBEH, HO HE MOXE 3 C& M3KIIOYM BJIOUIaBaHE Ha \ '



KJAMHWYHH MPOYYBaHHs NPOIBIDKHTENHOTO NpHIaraHe Ha aMOpHUCeHTaH He ce CBbp3Ba C MIPOMAHA B IUIa3MEHHA
TECTOCTEPOH.

4.7 EdexTn BLPXYy cnocobHocTTa 32 modHpane H paboTa ¢ MANIHHEA

AMGpuceHTaH nMa ciabo WIH YMepPEeHO BIMAHHME BBPXY COCOOHOCTTA 32 wodupane u pabora ¢ MawuHy. [1pH
OLIEHKA Ha CTIOCOOHOCTTA HA MALMEHTA 33 U3BBPIUBAHE HA AEHHOCTH, KOMTO M3MCKBAT NPELICHKA, ABUTaTC/IHH
WIH KOTHUTHBHH crocoOHOCTH (BxK. ToukKa 4.8), TpaOBa na ce UMAar NpeABHI KITHHUYHHS CTATYC HA MALMEHTAa H
ApodHUTBT HA HEXENaHH peakuud Ha amOpuceHTaH (KaTo XHMOTOHMA, 3AMagHOCT, aCTCHHA, ymopa). [lpeau
modupane wau paboTa ¢ MaIIMHH NaLMEHTHTE TPsOBa a ¢a HAACHO 32 TOBA Kak Morat /a Obaat NOBIUSAHHA OT

amMOpHMCeHTaH.

4.8 HexxenaHH JEKAPCTBECHH peaKIHH

PesioMe Ha nipoduna Ha 6e30MmaCHOCT

Haii-uecTHTe HEXeNaHH peakiuH, HabonaBaHy NpH neveHue ¢ aMOprceHTan ca nepudepeH oTok (3 %), u
rnasobonue (28%). TIpu KkpaTkoCpouHd NpOy4BaHMs Mo-BUCOkaTa nosa (10 mg) € CBup3aHa ¢ MO-BHCOKA
YeCTOTa HA TE3U HEXKENIaHH PeaKliK, a nepuepHHUAT OTOK € MO-TEXKbK NPH NaLHeHTH > 65 roguHHU (BX. TOMKA

4.4).

CepHO3HHTE HEXXENIAHU PeakLiy, CBbp3aHH C yrnoTpebara Ha aMOPHCEHTaH, BITIOYBAT aHEMHA (roHWxKeH
XeMOIJIOOHH, MOHIKEH XEMATOKPHUT) U XENaTOTOKCHYHOCT.

IMoHIDKeHNs Ha KOHLEHTPaLHATa Ha XeMOTIo6MHa U xemaTokpyra (10%) ca cebp3anu ¢ ynorpebara Ha
aHTArOHMCTH Ha €HAOTEHHOBKTE PELICIITOPH, BRIIOYMTEIHO H aMOpHCEeHTaH. B MmoBeueTo CiryyaH TORA
[OHIDKEHHE € YCTAHOBEHO Mpe3 ITbPBUTE 4 CeMHILIM Ha JIEUCHHETO U KaTO LiAIO CTOHHOCTHTE Ha xemMoryiobuHa
ce cTaDWIH3HpaT ciell ToBa (BXK. To4Ka 4.4).

TIpu ynotpe6a Ha aMOpHCEHTaH ca HaGMONABAHH NOBHIIICHHE HA YEPHOAPOOHHTE CHIHMH (2%), uepHogpobHO
YBpEXAaHE U ABTOMMYHEH XEMaTHT (BIJTIOUMTENTHO 000CTPAHE HA MIOAIEXKAINO 3abongaBaHe) (BXK. Touka 4.4 u

5.1).

CnKchbK Ha HEKEIaHUTE peakLMK B TaDNWYEH BUA
YecToTHTE Ce AeHHUPAT Karo: MHOTO YecTH (>1/10), yectu (=1/100 to <1/10), HevecTH (=1/1 000 go <1/100),

penxH (= 1/10 000 go <1/1 000), muoro peaku (< 1/10 000) n ¢ Hen3peCTHa HeCTOTA (OT HAIMYHHUTE JAHHH HE
MOce ia ObIe HANpaBeHa OLEHKA). 3a 103a-CBbP3aHHTE HEXE/AaHH PeaKLHH KaTeropuiaTa Mo 4ecroTa oTpasiea
[0-BHCOKATa A03a aMOpHucenTaH. IIpHu BCAKO rpylHpaHe 0 4€CTOTa HEXKEJIaHUTE PeakluH ¢a NpeACTaBCHH B
HU3XOA1L pell MO OTHOLIEHUE HA TAXHATA CEPHO3HOCT.

CHacremo-opranen Kjac YecToTa Hexe1aHH peaKkInH

Hapymienus Ha KpbBTa H MHoro 4ecTH AxeMus (NOHIWKEH XeMONIOOHH, NOHKEH

nuM@HaTa CHCTEMA XEMATOKPHT)'
Hapyluenusa Ha iMyHHATa Yectn PeakuuH Ha CBPBXYYBCTBHTEIHOCT (Hamp.
CHCTEMA aHruoeneM, oOpHe, CbpOexk)
HapymeHus Ha HEpBHATa MHoro yecTH ['naBobonue (BKIIOYHTENHO CHHYCOBO
cHCTEMA rnapoGonue, MUTpeHa)”
3aMagHOCT
HapyiieHus Ha o4HTe YecTH 3aMBIJICHO 3pEHHE,
IPUTENTHO YBPEXKAAHE
HapyiieHHq Ha yXOTO H YectH Tuauryc?
AabHpHHTa HeuecTtu BHe3anHa 3ary6a Ha cityX’

ChbpaedHH HapyLIEeHHA

MHOro 4ecTH

ITannurauuu

YecTH

CbpieyHa HeZOCTATBYHOCT!

CbA0BH HapylIeHHs

MHOro 4ecTH
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PecniupaTopHH, PbAHU H MHOTO YecTH Tucnuesn®,

MeQHACTHHAITHK HapyLeHUA KOHI'€CTMS B FTOPHUTE YacTH Ha AMXATEJIHHTE
MBTHLIA (HAIlp. Ha3a/IHA, CUHYCHA)',
Ha30hapHHIHT’
YecH EnucrakcHuc,
PHHHT',
CUHY3HT'
CToMaurHO-4peBHH MHOTr0 4ecTH ["anene,
HapYyLUCHHA JHapu4,
NOBPLILAHE’
Uectn Kopemna 6oinka,
3areK
XenaToOHIHAPHHU HapYLIEHHA YecTH [ToBumasaHe Ha YepHOAPOOHUTE TPAaHCAMKHA3H
HeuectH YepHoapoOHO yBpexkaaHe (Bx. TOUKa 4.4),
aBTOMMYHEH XenaTuT (Bxk. Touka 4.4)
Hapyiuenus Ha koKaTa H Yectn O6pue®
NOAKOMKHATA ThKaH
O61M HapyLeHHA K eQeKTHHA MHOro 4ecTH [lepudepeH OTOK,
MACTOTO Ha MPUIIOKEHHE 3aJbpKaHe Ha TEYHOCTH,

Goska B rbpanTe/AMCKOMGOPT’, OTNIAAHANOCT

YecTH ACTEHHA

! Bmkre pasgen ,,OnucaHde Ha n30paHn HeXeNaH! peaKLuy”.
2 YecroTaTa Ha rmaBobosiue e no-sucoka npu 10 mg aMOpHceHTaH.
3 Cimywaure ca HaGmoIaBaHH camM0 B MaLEOO-KOHTPOIHPAHO KIMHMYHO MPOYHBAHC HA aMOpHCeHTaH B

koMOHHaLuA ¢ Taganadu.
4 TloBeueTo OT HOKIamBaHUTE CIYyYaH HAa ChpACYHA HENOCTATHYHOCT €A CBBP3AHH ChC 3abPXKAHE HA TCHHOCTH.

YecToTHTE Ca HAOMIONABAHH B NAALEGO-KOHTPONHPAHO KIHHHYHO NPOyUBaHe Ha aMOpHCEHTaH B KOMOHHALINA ¢
taganadun. [Tpn MoHoTepanus ¢ aMGpHCeHTaH e HabMoAaBaHa Nno-HHCKa 1ECTOTA.
¢ Cry4ad Ha BIOLWIABAHE Ha AHCITHEATA, C HEACKA €THONOTHA Ca cp00LAaBaHH CKOPO CNIeA 3aNoYBaHe Ha ICYEHHETO

c amOpHCEHTaH.
7 UecTOTATA KA HA3AIHA KOHI'ECTHS € JA0303aBHCHMA 110 BpEME Ha JICYEHHE ¢ aMOpUCEHTaH.

8  OGpHBBHT BKJIIOUBA EPHTEMATO3EH 0OPHB, reHepaTH3HpaH o6puB, namyno3eH o6pyB H CHPOAIL OOpUB.

Onucanue Ha n36paHu HeXENaHH PeaklrH

Ionuoicen xemo2nobun

B nocTMapKeTHHrOBUA NEPHOA Ca AOKJIAABAHHU CITy4YaH Ha aHEMUA, H3UCKBALIH TpaHC(y3Us HA KPbBHH KICTKH
(Bk. Touka 4.4). UecroTara Ha NOHWXKABaHE HA xeMornoOuHa (aHeMHs) € MO-BUCOKa NpPH NPUIOKCHHE Ha
ambpucentan 10 mg. ITo Bpeme Ha 12-ceAMHUHH rmanebo-KoHTponupand ¢asza 3 KIHHWYHH NpOyYBaHH,
CPEJHMTE KOHUEHTpaUMHM HA XeMOrnoOHHA ce TNOHMXABaT MpH NAIMCHTUTE B IPYIIHTE, NpHEMALIH
aMOPHCEHTaH, U Ca OTYETEHH OlIe Ha 4-Ta ceaMHLIa (nonmxenue ¢ 0,83 g/dl); cpeaHH NpoMeHH OT H3XOIHOTO
HMBO ce cTabuauznpar mpes cnensawure 8 ceamuuy. O6mo 17 naumeHTH (6,5%) B rpynure Ha JieueHHe C
aMGPHCEHTAH HMAT MOHIDKABAHE HA XeMoriobuHa >15% OT H3XOHOTO HHBO, KOETO € MO/ A0/THATa rParklia Ha

HOpMaTa.

[TeguaTpyUyHa OMYNALIKS

BezonacHOCTTa Ha aMGPHCEHTAH NPH NEAHATPHYHH MauKeHTH ¢ bAX Ha BB3pacT OT 8 no noa 18 rogMHH €
oLieHEHa NpH 4] MALMEeHTH B OTKPUTO KJIWHHYHO M3MHTBAHES dasa 2b , Ha KOMTO B MPOABIKEHNE Ha 24
ceIMHUM € Mpiiarad aMOpHCeHTaH B 03a 2,5 mg WIH 5 Mg B¢IHBXK AHEBHO (rpymna c HUCKa [03a) WK
aMOpHCEHTaH B 103a OT 2,5 mg WK 5 mg BEAHEXK JHEBHO, THTPHUpaHa 10 5 mg, 7,5 mg wiu 10 P ORer
TeJIeCHOTO Terno (FPyNa ¢ BUCOKA /103a), CAMOCTOATENIHO WK B KOMOHHAUMS € APYTH JIeKap 7 4 EEE R
2a neuenne Ha BAX. Be30nacHOCTTa e OLEHEHa JOMBIHHTENHO B ILAFOCPOYHO MPOABIDKEHACNE ;
npoy4saHeTo npu 38 oT Te3d 41 y4acTHHLIK. HabnonasaHuTe HexxXenaHyd peakydi, OUCHE f %
aMGpHCEHTaH, ca B ChOTBETCTBHE C Ha0MIOJaBaHUTE B KOHTPOIMPAHH NpOyHBaHHs MPH Bhy e
1©aTO Hali-uecTHTe ca GumH rnasobonue (15%, 6/41 nauuenT no BpeMe Ha 24-ceqMUIHHA JERUT 1B
nnaue6o-KOHTPONTHPAHOTO OTKPUTO H3nuTBake dasa 2b u 8%, 3/38 yyacTHMLIM 110 BpeMe \: “3INTe
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NpOABIDKEHME Ha POYYBAHETO) H HazanHa koHrecTHs (8%, 3/41 yuacTHHUM NO BpeMe Ha 24-CeAMHYHMA
iepuo] Ha OTKPUTOTO U3NHUTBaHe ¢a3a 2b).

Crofinasane Ha NOJO3UPAHU HEXKENaHH peakliHH

Cho011aBaHeTO Ha MOJO3MPAHH HEXEIaHH PeaKLMH Clle]] pa3pelaBaHe 3a yrnorpeba Ha JeKapCTBEHUA
MPOIYKT € BavkHO. TOBa NO3BOJIABA Aa NPOABIKY HAOMIOJEHHETO Ha CHOTHOLIEHUETO MOJI3a/PHCK 34
NIEKAPCTBEHHMS MPOAYKT. OT MEAULIMHCKHUTE CMICLIMANMCTH € U3MCKBA Ja ChoOLUaBaT BCsKa N0J03KpaHa
He)KeNaHa peaklUa Upe3 HalMOHaJHaTa CHCTeMa 3a ChobliaBaHe:

HM3nbaHuTenHa areH1dA 1o JekapcTBara
yn. ,,Jlaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebGcaiiT: www.bda.bg

4.9 Ilpenozupane

[Tpu 3apasu 10GpoBOILM, €AMHUYHK A03H oT 50 1 100 mg (5 no 10 mbTH Haa MakcHMatHaTa
MpenophYKTEHA A03a) Ca CBBbP3aHM ¢ riasobonue, 3a4epesaBaHe, 3aMaliBaHe, raicHE H HA3aJIHA KOHIECTHA.

ITopaau MexaHu3Ma Ha AefCTBHe, MPEeA03HpaHeTo ¢ aMOPHCEHTaH € BB3MOXKHO 1a IOBEAC 10 XHIIOTOHHS (BXK.
Touka 5.3). B ciyuaii Ha U3pa3eHa XUMTOTOHUS, MOXKE Ja C€ HANOXKH aKTHBHA CbPAEYHOCHAOBA PpEaHUMALHA.

Hsama cneuudmrtieH aHTHAOT.

5. PAPMAKOJIOI'HYHH CBOHUCTBA

5.1 PapMaxkoABEHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA IPyNa: AHTHXHIIEPTEH3HBHU CPENCTBA, APYTH aHTHXHNEPTEH3UBHHU cpencTea, ATC
xon: C02KX02

MexaHU3BM Ha ACHCTBHE
AMOpHCeHTaH € MepopallHO aKTHBEH aHTArOHHUCT Ha eHAoTeNHHOBHMTe peuentopd (ERA) or knaca Ha

MpoNaHoOBaTa KUCEIHHA, CeNeKTHBeH 3a peuenTtopa Ha eHxoTenH A (ETa). EHIOTeNMHBT Urpae ChleCTBEHA
pons B narodusuonorusata Ha bAX.

Am6pucenraH e ETa anrarouuct (npubnusurentHo 4 000 meth no-cenektuseH koM ETA, B cpasuenue ¢ ETp).
AmGpucenral Gnokupa peuentopHua cyotun ETa, nokanu3npaH NpeaguMHO BBPXY KICTKHTE Ha riaakara
MYCKy/aTypa Ha CBbAOBET€ M BbpPXy ChpIEUHHMTE MHOLUMTH. ToBa npenoTBparsBa €HAOTENHH-MEAHHPaHaTa
AKTUBALMA HA BTOPHYHHTE CHUTHANHH CHCTEMH, KOATO MPCAM3BHKBA Ba30KOHCTPHKLMA M Mponddepaims Ha
rnagkoMyckynan kieTku. CenekTuBHocTTa Ha aMGpuceHtan kbM ETa penenropa B cpabHeHue ¢ Els
peLIenTopa ce ouaKBa Aa 3aXbPkH 00pasyBaHeTO Ha Ba30AMIATATOPUTE a30TEH OKCHIL U MPOCTALIMKIIHH, KOETO
ce Mmeauupa ot ETB peuenropHre.

KKnuHnyHa e(pUKACHOCT ¥ He30MmacHoCT
[poBeneHu ca ABE paHAOMU3HPAHH, ABOHHO-CIIENIH, MHOTOLIEHTPOBH, I1aLe60 KOHTPOIMpaHH, (ha3a 3 OCHOBHH
npoyusanua (ARIES-1 u 2). [Ipoyusanero ARIES-1 skmousa 201 nauueHTu ¥ cpaBHABa aMOpHCEHTaH 5 mg H
10 mg ¢ rauebo. [Ipoyusasero ARIES-2 Bmnouea 192 nalueHTH U CpaBHABa aMOpHCeHTaH 2,5 mgu S mg e
miauebo. B apere mpoyuBaHus amOpuceHTaH € Ao6aBeH KbM MOANbPKALUMTE/OCHOBHUTE JIEKapCTBAa HA
MaUHEHTHTE, KOETO MOXKE Ja € BKJIIOUBAN0 KOMOHHALIMA OT JHIOKCHH, aHTHKOArynaHTH, ANYPETHLIM, KHCIIOpOA
1 Basogunaratopd (bnoxepu Ha kanuueBuTe Kavanu, ACE vHxuOuTOopH). BKMIOUEeHNTEe NauueHTy ca UMailu
HMBAX unu BAX, cBbp3aHu cbe 3abonsaBane Ha cheanHnTenHara TekaH (BAX-3CT). IloseueTo O naihi
ca uMaiH cumrroMu oT ¢yHkuHonanen knac no C30 II (38,4%) unun III (55,0%). ""/;T
CHIIECTBYBAWO uepHOAPOOHO 3abonssaHe (UMpO3a WIH  KJIWHHYHO  3HAYMMO //TIQRUU
aMHHOTpaHcdepasuTe), KaKTO W MNALMEHTUTE, NpHEMAllld Apyra TapreTdpaHa Tepa
MPOCTAHOUAH), Ca H3KIIOYEHH. B Te3u npoyyBaHHsa XeMOAHMHAMHYHUTE NAPaMETPH HE Ce §

z
[TepBHuHATa KpaiiHa ToYKa, onpeAencHa 3a mpoyuBaHuATa ¢asa 3, e noaobpsasate (A Rerk

(hbM3HYECKO HATOBAPBAHE, OLIEHEHO Ype3 NPOMAHA B CPABHEHHE C H3XOAHOTO HHBO 32 6-MHNY




(6MWD) sva 12-ta ceqmuua. 1 B aBere npoyuBaHHS JiedeHHETO ¢ aMOpHCEeHTaH TMOKa3Ba 3HAYHMTENHO
noxodpenne B MWD npu Bcaka no3a amOpHceHTaH.

KopurupaHoro cnpamo miauedo noagodbpenue B cpeaHoro 6MWD Ha 12-ta ceaMuLa B CpaBHEHHE ¢ H3XOIHOTO
HHUBO € cbOoTBeTHO 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) B rpynara
¢ rmpueM Ha 5 mg B npoyusaHusaTa ARIES | u 2. KopurupaHoro ¢npamo miauebo nmogobpeHue B CpeHOTO
6MWD Ha 12-ta ceaMUna, PH NMalHEHTHTE OT rpynara, ¢ npyeM Ha 10 mg B ARIES-1 ¢ 51,4 m (95% CI: 26,6
oo 76,2; p<0,001).

[IpoBeaeH ¢ npeaBapUTENHO onpeaeieH koMOMHHMpaH aHanu3 Ha npoyubaHusaTra ¢asa 3 (ARIES-C).
Kopurupanoro cnpsimo rtauedo cpeano noaobpenune Ha SMWD e 44,6 m (95% CI: 24,3 no 64,9; p<0,001) npu
ao3ata ot S mg ¥ 52,5 m (95% CI: 28,8 no 76,2; p<0,001) npu nozara ot 10 mg.

B ARIES-2 amOpncenTan (koMOMHMpaHa J030Ba Irpyna) 3HAUHTENIHO OTIara BpeMeTo 10 KIHHWYHO BIIOLIABaHe
Ha BAX B cpaBHeHne ¢ mnauedo (p<0,001), koepuLUeHTLT HA pUCK NOKa3Ba NoHWkaBaHe ¢ 80% (95% Cl: 47%
oo 92%). Kpurepuar Bimo4Ba: cMbpT, OenogpobHa TpaHCIUIaHTaUMA, XOCIHTaNn3auusa 3apaan DBAX,
npeachbpHa CENTOCTOMHSA, N00aBiHE HA APYrH TEPaneBTHYHH CPEACTBa 3a DBAX M KpHTEpHM 3a paHHO
H3KIOuYBaHe. B komOuHupaHaTa 1030Ba rpyna € HabaoaaBaHO CTATUCTUYECKH 3HAYMMO NoBHIIaBaHe (3,41 £
6,96) B ckanara 3a TeJieCHO QYHKLMOHHpaHe Ha 3apaBHOTO nmpoyuBaHe SF-36 B cpaBHeHue ¢ mauebo (-0,20 +
8,14; p=0,005).

JleueHMeTo ¢ amMOpUCeHTaH BOAH A0 CTATUCTHUYECKHM 3HAYHMO NMoaoOpeHHe Ha HHaeKkca 3a AucnHes Ha Borg
(BDI) na 12-ta ceamuna (kopurupas cnpamo raune6o BDI -1,1 (95% CI: -1,8 no -0,4; p=0,019; xomOunupana

I030Ba rpyna)).

JBArOCPpOYHH AaHHU
ITauyenTtrTe, BKIO4YeHH B ARIES-1 1 -2, ca oTroBapsanyn Ha KpUTEpUHTE 3a BIUIIOYBAHE B ABJMOCPOYHO OTKPHTO

npoyusaHe ¢ npogbnkeHue ARIES-E (n=383). KomOnnupanara cpenHa ekcnosuuma € npudansurenHo 145 +
80 ceaMMUM, a MaKCHMaJTHATA €KCIO3ULUA € NMPUOAN3UTENHO 295 ceamMuuH. OCHOBHHTE MBPBHYHM KPaWHU
TOMKH Ha TOBA IPOYYBAHE €A YECTOTAaTa H TEXECTTAa Ha HEOXKEIAHUTE pPeaKlMH, CBBP3aHM C ABJIrOCpoyYHaTa
€KCIMO3UIUA Ha aMOpHCeHTaH, BKITIOUUTENHO H cepyMHUTE LFTs. JlaHHWTe OT TOBa 1pOy4BaHe, CBBbpP3aHH C
Oe3omacHoCTTa, HabMIOJaBaHH MPH ABATIOCPOUHA EKCITO3ULHA Ha aMOpHCEHTaH, KaTo A0 ¢& B CHOTBETCTBHE,
¢ Te3, HabmoaasaHM MpH 12-ceaMUYHUTE MNaLeb0 KOHTPOIUPAHHU NMPOYYBAHUA.

HaGnronaBaHaTa BepOSTHOCT 32 NPEKUBAEMOCT Ha HHAXBKAM, MpHeMaly aMOpHCceHTaH (rpyna ¢ KoMOHHHpaHo
no3upaHe Ha aMOpuceHTaH) Ha | -Ta, 2-Ta U 3-Ta roquHa, € ChoTBeTHO 93%, 85%, 79%.

B otkpuro npoyusaHe (AMB222) amOpucenTan e nanuTead npy 36 nauueHTH, 3a 1a c€ OLUEHH Y4eCTOTATa Ha
MMOBHIABAHE HA CEPYMHHUTE KOHLIEHTpAalMY HA aMHHOTPAHC(PEpa3uTe NpU NaluUeHTH, KOUTO ¢a NPeyCTAHOBWIH
JICYESHHUETO C ApPYTr CHAOTENMH-PELIENITOPEH AHTArOHKCT NOpaayd aMHHOTpaHCc(epasHy aHoManuu. [lo BpeMe na
JICYCHHE B MPOABDKCHHE CPEAHO HA 53 ceaMHLIM ¢ aMOpHCEeHTaH, NMPU HUTO €AWH OT BKIIKOYEHUTE NMalHeHTH
HIMa NMOTBBpACHH JaHHH 3a cepyMHa ALT >3xULN, Hanarauyd oKOH4YaTeHO NPEeYCTAaHOBABAHE HA JIEYEHHETO.
[Ipes ToBa BpeMe MPH NETACCET NPOLIEHTA OT NMALHEHTHTE KOHLICHTPALMATA HA aMOPHCEHTaH € MOBHLIEHA OT 5

mg Ha 10 mg.

KymynatusHara d4ecTora Ha aOHOPMHH HHMBA Ha CepyMHMTE aMHHOTpaHc(epazuw >3XULN BB BCHYKH
npoy4yBaHus ¢asa 2 ¥ 3 (BKIIOYHTENHO CbOTBETHH OTKPHUTH NPOOB/DKEHHA) € 1 7 o1 483 nauueHTH IIpK cpeiHa
NpoABJDKHTEIHOCT Ha eKcnosuuuaTa 79,5 cenmuuu. Tora € yecrora 2,3 cu0uTHg Ha 100 nmauueHTOrOAMHU
eKCIo3ulius Ha aMOpHceHTaH. B abarocpovyHo oTkpuTo npoyuBaHe ¢ npoab/ikeHue ARIES-E, npes 2-ta
rojiiHa, pMCKbT OT MOSBa Ha MOBHMILIEHU HUBA Ha CepyMHHTe aMUHOTpaHcdepaszu >3xULN npu nauueHTw,
NeKyBaHH ¢ amMmOpHceHTaH e 3,9%.

Hpyra kAMHUYHA MHQOpMALIUS
B npoyusaHne ¢aza 2 (AMB220) ce Habmonara nogobpeHue Ha XeMOAUHAMHYHHUTE NOKA3ATE/M NPYLBSINICHEY

o

¢ BAX (n=29) cnen 12 ceamuun. Jleuenuero ¢ amOpuceHTaH BOAM 1O NMOBUILABAHE HA cpe R
MHJIEKC, TMOHMKABAHE Ha CPEAHOTO HansraHe B OenogpofHara apTepus W NOHWKabayl W

6enoapobHOCHAOBO CHLIIPOTHBIICHHE.

=
le-i JICUECHHE C B.MﬁPHCEHT&H € ChOOLIeHO NOHKXKABAHE HA CHCTOJIHYHOTO U JHACTOJIHYHOTC "z -

B nnane6o XOHTPONUpaHH KIHHHYHYI W3IHTBAHMA, ¢ MPOAB/UKUTENHOCT 12 ceAMULH, cpel R 0 MBS
Ha CHCTOMYHOTO M AUACTONMYHOTO KPBBHO HAIATAHE OT H3XOAHOTO HHBO 0 KPas HA JEUEHUNN0 ¢ SBOTEe
n n ! h



3 mm Hg u 42 mm Hg. B avarocpouHo otkpuro npoyusaHe ARIES-E, cpezHoTo mnoHmxaBaHe Ha
CHCTOJIMYHOTO H AMACTOJMYHOTO KPBbBHO HANAraHe, MpoABLJDKaBa A0 4 roAWHH OT JIEYEHHETO ¢ aMOpHCEHTaH.

[To BpeMe Ha npoydyBaHe 3a JIEKApPCTBEHO B3aUMOAEHCTBUE IMPU 3ApaBH NOOPOBONILM He ¢a HabmozaBaHH
KJIMHUYHO 3HAYMMH e€(PeKTH BEpXY PapMakoKMHeTMKaTa Ha aMOpUCeHTaH WiId cHnaeHadHun U KOMOUHALIMATA €
noHacsaHa aodpe. bpoAT Ha NAUHEHTHUTE, KOUTO ca MpHEMaIH €IHOBPEMEHHO aMOpHCEeHTaH U cunaeHagun B
ARIES-E u AMB222 e cvotBerHo 22 (5,7%) n 17 (47%). Ilpu Te3u nauMeHT!H He ¢a YCTAHOBEHH JIOITBJIHUTETHU
npobaeMH No OTHOIEHUE Ha Oe30MacHOCTTa.

KinHnyHa eDHKACHOCT B KOMOUHALMA ¢ Taganadwi

[IpoBenieHO € MHOrOUEHTPOBO, ABOHHOCIATIO, ¢ aKTHBHA KOHTPO/A, HACOYBAaHO OT ¢uOMTHA, da3a 3 npoyuBaHe
no otHomiende Ha H3xoaa (AMBI112565/AMBITION), 3a olieHABaHe Ha e(@HKACHOCTTA HAa HAvyallHa
koMOHHalMs Ha aMOpHceHTaH ¢ Tananapun CrpAMO MOHOTEpanua ¢ aMOpHCeHTaH WM Tananadwi, MpH
HenekysaHu npend ToBa S00 naudeHtu ¢ bBAX, paHAIOMH3UpaHH CBOTBETHO 2:1:1.

HuTO eayH OT MauMeHTHTE He € MOJy4YaBaj] CaMOCTOATENIHO miaucdo. IIbpBHYHHAT aHaNMM3 e rpynara Ha
koMOuMHHpaHa Tepanusa crpsaMo cOopHH rpynd Ha MoHoTtepanda. HampaBeHH ca CBIRO H NOAKPENALIH
CpPaBHEHHS Ha rpynata Ha KOMOMHHpaHa Tepallis CpsAMO IpyINHTE Ha HHAWBHAY/THA MOHOTepanui. [launeHntu
C TEXKA aHeMHA, 3a0bpKaHE HA TeYHOCTH WIM pelkd 3a0ongBaHUA Ha pPeTHHATA Ca M3KIIOYEeHH ChobpasHo
KpYTEpHHTE Ha m3cnepoBarenure. IlaumenTn ¢be croHOCTH HAa ALT u AST >2xXxULN Ha M3X0aHO HHUBO ca

ChIIO H3KJTHOYCHH.

Ha n3x0aH0 HUBO 96% OT MauMeHTHTE HE ca JIEKYBaHH NpeJH TOBA C HUKaKBO cnielidpuryHO 3a bAX neyeHue,
a CPEAHOTO BpeME OT MNOCTABSHEC HAa AMArHo3ara A0 BKJIKUBaHEe B NpoyuyBaHero ¢ 22 auW. IlaumeHTHTe ca
3anoYyHaIH ¢ 5 mg amOpucenTan ¥ 20 mg Tananadun u ca Turpupanu 10 40 mg rananadun Ha 4-1a CeAMHLA H
1o 10 mg amOpHceHTan Ha 8-Ma ceaMHLa, OCBEH aKO He € uMalo npobiaeMH ¢ MOHOCHMMOCTTA.
[IpoAbHKHTENHOCTTA HA CPEAHOTO JBOMHOCIANC JIeueHHe NPpU KOMOMHHMpaHaTa Tepanus € no-ronsma ot 1,5

roAHHHA.

[TbpBHUHATA KpaliHa TOYKA € BPEMETO 4O NbPBa NOABA HA CHOMTHE HAa KITMHHYEH HEYCNEX, ONPEAEeHO KaTo:
- CMBPT WIH

- XOCNHTAIH3al{A NOpaaH BAoLIaBaHe HA BAX,

- mporpecHs Ha 3afonsBaHeTo,

- HE33JO0BOJIMTENIEH XBITOCPOYEH KITHHU4EH OTTOBOP.

CpeaHaTa Bb3pacT Ha BCHYKM MauueHTH € 54 rogunu (SD 15; auanasoH 18-75 roguau). Ha u3xoaHo HUBO
nauueHture ¢a ¢ OK I (31%) u OK 111 (69%) no C30. Haii-4yecTaTa eTHoNIOrHA B MpOy4YBaHATA MOMyNaLMA ca
uauonarvyda und HacneactBeHa BAX (56%), cinempanM ot BAX, apmkama ce 3abongBaHus Ha
creMuHTeTHaTa ThKaH (37%), BAX, cebp3aHa ¢ JekapcTBa H TOKCHHHM (3%), KOpPHUrUupaHo HEYCNOXKHEHO
BpoAeHo ¢rpaeuHo 3abonapaHe (2%) v HIV (2%). [TaunenTtu ¢ QK II v 11 no C30 umart cpeao 6MWD 353 m

Ha H3X0AHO HHBO.

Kpatinu moyxu 3a uzxoo

Jleuenneto ¢ komOHHKpaHa Tepanua Boau 10 50% HamaneHue Ha pucka (koeduuueHT Ha puck [HR] 0,502;
95% Cl: 0,348 no 0,724; p=0,0002) 3a cbecTaBHaTa KpaldHa TOYKA 32 KTMHHYEH HEYCIeX A0 NMOCISAHAaTa BU3HTA
3a OLIEHKa B CpaBHEHME ¢be cOopHaTa rpyna Ha MoHoTepanus [Ourypa 1 u Tabnuua 1]. EdexrsT o1 nedenueTo
C€ YCTAaHOBABA paHO M € MOCTOAHEH, U ce Ib/KH Ha 63% HaMancHHE Ha XOCTTUTANIM3alUHTE MTpH KOMOHHHUpaHaTa
repanuia. E¢pukacHoCTTa HAa KOMOMHHMpaHAaTa Tepanus BbpXy NMbpBUUHATA KpaiiHa TOUKA € B ChOTBETCTBHE CHC
CPaBHEHHETO ¢ HHAMBHAYATHATA MOHOTEPAIIKMA H B MOATPYIHTE MO PB3PACT, ETHHYECKH IMPOM3XO0], reorpadcku
peruoH, ernonorus (UbAX/nacneacteeHa BAX n BAX, cBbp3aHa cbe 3a00/1aBaHE Ha CHCAMHUTENHATA THKaH).
E¢ekter 33 nauyenrure ¢ ©K I u OK II1 e 3HauuTenes.




Purypa 1

BpeMe 10 KIHHIYCH HeYCIIEX

E 10( 1 roanus 58.9%
E ) "‘ 2 FOLNEN “9."%
!'=" Ty L 3roames 6™.6%
% 78 el
P [ rogmma "8.8% - P ‘o
‘E 80 2rexuun 63.2% ceEET T
E Jroaeny 56.1%
& : '
E ‘ . HR: 0,502
e« Motorepamn : p=0,0002
(CBopit aarH) :
0 .
24 48 96 120 144 168 192
Bpeme (ceammun)
bpofi B pHeK:
KosmGmmpana Tepanns . 229 186 106 7t 36 4
Mosiorepartin (COOPHN TaHHR): Pt 155 77 49 25 5
Tabauua 1
AmGpucentan + |Monorepanua |MouoTepanusa ¢ Monorepannas
Taxanadnn CGopun JaHHH |aMOpHCeHTaH |C TaaaIA(GH/
(N=253) (N=247) (N=126) (N=121)
BpeMe X0 NbPBO ¢LOHTHE HA KIHHHYER HEyCHEX (IToTBBpAEHO)
KnuunueH Heycnex, n (%o) 46 (18%) 77 (31%) 43 (34%) 34 (28%)
KoedHUMEHT Ha PHCK 0,502 0,477 0,528
(95% Cl) (0,348; 0,724) (0,314; 0,723) ((0,338; 0,827) |
P-cTOMHOCT, 0,0002 0,0004 0,0045
JlorapuTMHYHO TpaHC(HOPMUPaH
peHkoB TecT (Log-rank test)

KoMIOHEHT KATO NLPBO CHOHTHE HA KJIHHHYEH HECYCHEX (IloTBBLpAen)

JlorapuTMHUHO TpaHc(opMupaH
peHkoB Tect (Log rank test)

CmbpT (10 BCsIKakBH NpHunnn) |9 (4%) 8 (3%) 2 (2%) 6 (5%)
XocnaTann3aums rnopasu 10 (4%) 30 (12%) 18 (14%) 12 (10%)
pnoinasaHe Ha BAX

I[Iporpecus Ha 3a00/11BAHETO 10 (4%) 16 (6%) 12 (10%) 4 (3%)
HesagosonuteneH apiarocpoded |17 (7%) 23 (9%) 11 (9%) 12 (10%)
KJIMHHYEH OTTOBOP

BpeMe 10 NbPBA XOCOHTAJHN3ANHAA NOPAJH BJIOIIABAHE HA BAX (IToTBbpAEHO)

[TspBa Xxocnuranusauus, n (%) 16 (8%) 44 (18%) 27 (21%) 17 (14%)
KoeduupneHT Ha pHCK 0,372 0,323

(95% CI)

P-cTOHHOCT, 0,0002 <0,0001

Bmopuunu xpaury mouxu

H3cneaBaHKHTE BTOPHUYHH KpalHH TOUYKH Ca:




Tabnuna 2

BropH4unu KpaiHH TOUYKH AMOpucentan |{MoHoTepanus Pa3znuka B p cTOMHOCT
(mpoMAHA OT H3XO0AHO + Taganapnn cGopHH NaHHH JloBepuTEICH
HHBO 10 24-Ta CeIMHIA) HHTEpPBAJ
N-TepMHHANEH -67,2 -50.4 % pa3nMKa p<0,0001
NpoXOopMOH/(PparMeHT Ha -33,8; 95% CI:
MO3BbUHHA HATPUYPETHYCH -44.8; -20.7
nentug (NT-proBNP)
(% HamaneHue)
% Y4aCTHHLIH, 39 29 CrvotHowenue |p=0,026
[TocTHrHanu 3aJ0BOJIUTENIEH Ha IIAHCOBETE
KIHHHYCH OTTOBOP Ha 1,56;
24-Ta ceaMHILia 95% CI: 1,05;
2,32
6MWD (m, cpeaHa ipoMsHa) 49,0 23,8 22,75 m; 95% |p<0,0001

CI: 12,00; 33,50

WUnuonatuuna 6engapodbua dudbposza (MbdD)

TTposeaeHo e rpoyyBaHe, BKAIOYBAIIO 492 nalueHTH (am6pucenTan N=329, nnane6o N=163) ¢ nanonarnyna
Genoapobna dubpoza (UBD), 11% ot kouTo ca OWAH ¢ BTOPHIHA 6enoapobua xunepronus (rpyna 3 no C30),
KOETO € MPEKPATeHO MPEACPOYHO, CJIe] KATO € YCTaHOBEHO, Y€ MbpBHYHATA KpaiiHa TOoYKa 3a e(PHKaCHOCT
(npoyusaHe ARTEMIS-IPF) e mMoxe aa 0bae AOCTHrHATA. Ha6nomaBaHH ca aesetaecer ciyuas (27%) Ha
nporpecus Ha UbD (BKTIOYHTETHO XOCIIMTANIM3aUMs TOPaAH PeCMpaTOPHH npobyieMH) KM CMBPTHH CIIy4au
B rpynata Ha ambGpuceHTaH, B cpaBHeHHe ¢ 28 cmydas (17%) B rpynata Ha ruaue6o. Ilo Tasu mpHUHHA
aMOpHCEHTaH € MPOTHBONOKa3aH NpH nauxeHTy ¢ Ubd, cbe uny 6e3 BTOpHUHa OenoapobHa XUnepToHusa (BX.

TouKa 4.3).

TlequaTpyuHa OOy AaLKs
IIpoyusane AMB112529

BezonacHOCTTa M MOHOCHMOCTT2 Ha aMOPHCEHTaH, TIpUIaraH BEAHBK JHEBHO 24 ceaIMMLH, Ca OLICHEHH B
OTKPHTO HEKOHTPOJMPaHO Mpoy4BaHe npu 41 neaHaTpHYHH MALMEHTH C BAX Ha Be3pact or 8 1o 18 roauHH
(Meauana: 13 ronuny). ETHonorusta Ha bAX npu y4aCTHHLIHTE € HAMONATHYHA (n=26; 63%), nepcucTHpall
ppofieHa BAX BBNpPekH H3BbpUIEHAaTa XUPYPruvHa KOpeKUuA (n=11; 27%), BTOpHuHa Ha 3abonABaHe Ha
chequHMTeNHaTa Thkan (n=1; 2%) win damuana (n=3; 7,3%). Ot 11-Te y4aCTHHUH C BPOAEHO CHPASIHO
3a6onaBaxe, 9 ca HMaTH MEXIYKaMepeH cenTaneH AedekT, 2 ca Mani MeXTYNpeACHPACH CeNTa/ICH AedekT H
1 e uman nepcuctupaiy orsopeH ductus arteriosus. [lauueHTHTE Ca C dyuxupmonanes xnac II mo C30 (n=32;
78%) wnu wiac III (n=9; 22%) npH 3ano4paHe Ha MPWIAraHETO B NPOY4BAHOTO JICKAPCTBO. [Ipn BKAIOYBAaHE B
IIpOYYBAHETO TIALIMEHTHTE €A JIEKYBAaHH C JICKAPCTBCHH MNpPOAYKTH 34 BAX (Haif-yecT0 MOHOTEpAIlHA ¢
uHxubuTop Ha doconmecrepasa S (DIES) [n=18; 44%], komMOuHKpaHa Tepanus ¢ uaxuouTop Ha OJIES u
npoctanoua [n=8; 20%]) win MoHOTEpanus ¢ MPOCTaHOKA [n=1; 2%] 4 ca NpooBLDKWIH CBOETO JICYCHUE 34
BAX u no BpeMe Ha npoy4saHeTo. [lanuenrure ca pa3feneHy B B¢ rPYNH BE3 OCHOBA Ha 103aTa. 2,5 mg unu
5 mg aMGPMCEHTaH BEAHBXK AHEBHO (HMCKa 103a, n=21) H 2,5 mg WK 5 mg amOpuceHTaH BEHIBK AHEBHO,
THTPUPAHH A0 5 mg, 7,5 mg wid 10 mg cnopea TeICCHOTO TErJIo (Bucoka f103a, n=20). O6wio 20 nauMeHTH oT
JIBETE rPYINHK COPEM 03aTa ca THTPHPAHH criefl 2 CeAMHLIA Bb3 OCHOBA Ha KJIMHUYHHA OTrOBOP H NOHOCHMOCT;
37 nalMeHTH ca 3aBbPLIWIH MPOYYBAHETO; 4 NAalCHTH Ca NPEKPAaTUIH yUaCTHETO CH B HETO.

He e Ha6monaBaHa TEHACHIMS HA 3aBHCHMOCT OT J103aTa 10 OTHOLIeHHE Ha edexTa Ha aMOPHCEHTaH BBPXY
raBHHA MOKA3aTeNn 32 ePHKACHOCT — KanalMTeT NpH (pU3H4YecKO HATOBAPBAHE (6MWD). CpeaHara npoMsHa
CIIPAMO H3XOAHOTO HHBO HA 6MWD Ha 24-Ta ceAMMLIA PH U3MEPBAHE Ha H3XOJHOTO HUBO K Ha 24-Ta ceaMuLIA
e choTBeTHO +55,14 m (95% Cl: 4,32 mo 105,95) npu 18 nauueHTH B rpynara ¢ HUCKa A03a H +26,25 m {(95%
CI: -4,59 1o 57,09) npu 18 nanuenTn B rpynara c Bucoka jfo3a. Cpeaxara npoMsaHa CnpiaMo H #\W S
Ha 6MWD Ha cenmuua 24 o61o 3a 36-Te nauueHTtH (CGOpHO 3a ABeTe J03HPOBKH) € 40,69 }/y - i
10 69,31). Te3n pe3ynTaTd CHOTBETCTBAT Ha pe3yATaTuTe, Hab/ioaBaHH NPH BH3PACTHH. fa 24T

cLOTBETHO 95% u 100% OT MauveHTHTe B IPyNara ¢ HHCKa JO3a U B IPynara ¢ BUCOKaj[npdd cf -; PHAIH,.
cTabwinn (6e3 mpoMaHa WIM ¢ nofaoOpeHue BHB (yHKUHOHANHUSA Kiac). OUEHKHTE TIC Bnpiit-eten gh
npexuBsgeMocT 6e3 CLOUTHA Ha BJIOLIABAHE HA BAX (cMmBpT [MOpany KakBaTo W Aa € mp I\l éﬁjﬁpﬂﬁﬂq:

TPaHCIUIaHTaLKs, XOCMUTANH3aLHA NOpaaK BrowasaHe Ha bAX, WK CBBp3aHO C BAX BnoljaBaHe) Ha 24-Ta &
cenMHIIa ca chOTBETHO 86% u 85% B rpynarTa ¢ HACKa 4032 W B Irpyrara ¢ BUCOKa A03a. FEf W

. -l a .
. ™" L4 .-.a.l ,



XeMOIUHAMHKATA € W3MEpeHa MMpH 5 mauueHTH (B rpynaTa ¢ HHcKa mo3a). CpeqHOTO MOBHUIABAHE CIIPAMO
M3XOJHOTO HHBO Ha chpAcuHHMs uHAekc € +0,94 I/min/m2, cpenHoTO MOHWKEHHE Ha CPEAHOTO benoapobHO
apTepHaiHO HanaraHe e -2,2 mmHg, a cpeiHOTO NoHMkeHUe Ha 5enoAPOOHOTO CBIOBO CHIIPOTHBICHHE € =277

dyn s/cmS5 (-3,46 mmHg//min).

[Ipy nemMaTpHuHH NauMeHTH ¢ BAX, nomyvasanu aMOpHCeHTaH B TMpOAB/DKCHHE Ha 24 CeaAMHLH,
cpeaHoreoMeTpuyHoTo nowwxkeHne Ha NT-pro-BNP (N-terminal pro-B type natriuretic peptide) cnpamMo
H3XOJHOTO HHBO € 31% B rpymnara ¢ Hucka ao3a (2,5 mg u 5 mg), u 28% B rpynara ¢ Bucoka go3a (5 mg, 7,5
mg ¥ 10 mg).

IIpoyyeane AMBI114588
JBAroCpOYHH JaHHH ca Noiy4yeHH oT 38 oT BCHUKHTe 41 meaHaTpHiHH NMALHEHTH C BAX Ha BB3pacT OoT 8 A0

nox 18 roauHu, NeKyBaHH Apeay TOBA B 24-CEAMUYHOTO PaHIOMH3HpaHO npoyusaHe ¢ amOpuceHTaH. Ioseyero
OT Y4ACTHHLIMTE, KOHUTO ¢4 MPOXBJDKHIIH JISYUCHHETO CH B TOBA ABITOCPOYHO NMPOIB/DKEHHE, Ca ¢ HAHONATUYHA
wnu HacaenacTseHa BAX (68%) kbM MOMeHTa Ha BKMouBaseTo UM 8 AMB112529. Cpennata mpoAB/DKHTETHOCT
HA EKCIIO3HLMATA (£ CTAHIAPTHO OTKJIOHEHHE) Ha JieueHHe ¢ amOpuceHTaH e npubnusurento 4,0 + 2,5 roguny
(amanason: 3 Meceua no 10,0 ronuHM). B 0TKpHTOTO NPOABDKEHHE Ha MPOYYBAHETO € AOMyCTHMO NALMEHTHTE
Aa NOay4aBaT NOITBITHUTENHO NevYeHue 3a bAX cnopen HeoOXOAMMOCTTa, KAKTO H J03aTa Ha aMOpUCeHTaH Ja
ce yBenH4aBa Ha CTBIKH 0T no 2,5 mg. 06110 66% 0T nauMeHTHTE, MPOAB/LKIIIH JICUCHHETO CH B OTKPHTOTO
NPOAL/DKEHHE, Ca OCTAHATH Ha ChLIATa 1032 aMOpHCEeHTaH, Ha KOATO €a OWIH B NpOy4BaHETO AMB112529.

KnMHHYHOTO BiOLIaBaHe € AcPHHHPAHO KaTo CMBPT (Nopaad BCAKAKBA NPHYHHA), BKIIOYBAHE B CMHCHKA Ha
qakaluTe 3a GenoapoGHA TPAHCIIAHTALMS WM NPeNChPAHA CENTOCTOMHMA WIH BiiomaBaHe Ha bAX, Boaeuo
N0 XOCMHTAIM3ALKA, MPOMAHA B A03aTa Ha amOpHceHTaH, fo0aBaHe MY NPOMsSHA B 103aTa HA Be4e NIPHEMAHA
TapreTHa Tepanua 3a BAX, nopumasaHe Ha QyHkUMOHaHMA Kiac o C30; 20% noHwKeHHe B 6MWD unu
MpPH3HALM/CHMITTOMH Ha JECHOCTPAHHA CHPACYHA HEJOCTATHHHOCT. B €HH H ChUIW BPEMEBH TOYKH obuo 71%
OT MallMeHTHTe ca ocTaHa M 6e3 inomasaHe Ha BAX, mokaro npH o6wo 11 yyactHuum (29%) ot 4-1e n030BH
FPYINH € HACTHITWIO KJIMHUYHO BjowasaHe Ha BAX no noHe | KpuTepwit, KaTo npH 5 OT TE3H 11 y4yacTHHUH
(45%) e W3TBIHEH noBeve OT | KpHTepHH 32 KIMHMYHO BiolaeaHe. OuEHKHTE MO Kaplan-Meier 3a
MPEKUBAEMOCT 3 FOAMHK H 4 FOJWHH C/ieA 3aNI04BaHE Ha JICYEHHETO Ca CHOTBETHO 04.74% n 92,11%.

[IpoMeHHTE OT M3XOAHOTO HHBO MpH BKTIOuBaHETO B AMB112529 1o kpas Ha NPOABIDKEHHETO Ha MPOYYBAHETO
noka3BaT yBenuuenne Ha MWD cbe cpefHa cTOHHOCT 00O 3a BCMYKM A030BH rpynu 58,4 + 88 merpa
(nopoGpenue cue 17% CpAMO H3XOAHOTO HHBO).

B npoyusanero AMBI114588 ca BIoYeHH yJaCTHULM ¢ BCHYKUTE 4 (DYHKUHOHAIHH Knaca Mo C30(L IL Il u
IV) KbM MOMEHTA Ha BIJTIOUBAHETO HM, KAaTO HaJ MOJIOBHHATA OT TAX €a ¢ KJjac II (n=22; 58%), a ocTaHanHte
— ¢ knac 1 (n = 9; 24%), xnac III (n = 6; 16%) unum xnac IV (n = 1; 3%). IlpoMeHHTE OT H3XOOHOTO HUBO NpH
pioTIouBaHeTo B AMB112529 no kpast Ha IPOABDKEHHETO Ha ripoy4eaneto (N = 29) nokassat nogoSpeHue (npu
45%) win nunca Ha npomsHa (npu 55%), 6e3 BnolwasaHe, Ha GyHxuMoHantus knac no C30, KakTo B CPeaHO
ysenuueHue Ha SMWD cwe 17,0%.

5.2 ®apMAKOKHHETHYHH CBOHCTBA

A6copOins

AM6prcenTan ce abcopbupa Obp30 npr xopa. Cnex MepopanHO NMPHIOKEHHE MAKCHMATHHTE [UIA3MCHU
koHueHTpaunH (Cmax) Ha aMGpHceHTaH OGMKHOBEHO CE AOCTHUrAT 3a OKONo 1,5 Yaca C/ie]l NpuiaraHe Ha R03ata
KaKTO Ha TJIANHO, TaKa M cnef XpaHeHe. Cpax M IUIOLUTA MO KPUBATA MIa3MeHa KoHUeHTpauus-speme (AUC) ce
yBE/IM4ABAT MPOMOPLMOHAIHO Ha [03aTa M0 BpeMé Ha NpHIaraHe Ha [03a B TEpPaneBTHYHWUTE IpaHHIA.
CTaLMOHAPHOTO CHCTOAHME OOHKHOBEHO C€ JOCTHIA Clle 4-AHEBHO MHOIOKPaTHO NpHIaraxe.

ITpoyusaHe 3a edeKTa Ha XpaHaTa, BKIIOYBALIO MPHIOKEHHEe HA aMOpHCEHTaH TpH 3apasH aok &:m )
[JIAHO ¥ CJe TIPUEM HA XpaHa ¢ BUCOKO ChAbPKAHHE Ha MasHHHH, NoKka3sa, Y€ Cmax HAMATLIKASKT, M '
AUC ocraBa HenpomeHeHa. TOBa HaMa/sABaHE Ha MHKOBATa KOHLIEHTPALUHA HE € KIIMHUYHO/AHS 2

4
npu4yHHa aMOpHCEHTAH MOXe J1a ce NpHeMa Cbe WM Oe3 XpaHa. J Ky € |
= | e M
= \tﬂ:{'f-“} calth }
pen e O PR L
PasnpeneneHue 2\ whiet /&,

. [y !
AMOpHCEHTaH ce CBLp3Ba B MHOTO FOJIIMA CTENEH C T1a3MEHHTe NPoTeHHU. CBBP3BaHCTO faﬂﬁpagg_mﬁ &/
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AMGpHCEHTaH ce CBbp3Ba NpefiuMHO ¢ anbymmuHa (96,5%) W B Mo-Manka CTeneH C andal-kucenud
[IAKOTIPOTEHH.

PasnpefieleHHETO Ha aMOPUCEHTaH B €PHTPOLIMTHTE € HHCKO ChC CPEAHO CHOTHOILICHHC KPhB:ILIa3Ma 0,57 n
0,61 nMp¥ UHAMBHIX CHOTBETHO OT MBXKKH H KCHCKH IIOJ1.,

buotpanchopmalms
AM6GpHCeHTaH e HecyIpOHAMHKIIEH EHOOTENHH-PELENTOPEH aHTarOHUCT (oT K1aca Ha NMpONaHOBaTa KUCE/IHHA).

AMOpPHCEHTaH ce TTIOKYPOHHpa nocpeacTBoM Hiakonko UGT H3oeH3nma (UGT1A9S, UGT2B7S n UGT1A3S5),
npH Koeto ce ofpasyBa aMOpMCEHTaH TJIIOKYPOHHUA, (13%). AMOpuceHTaH NpeTbprnaBa CbhUIO U OKCHAATUBCH
MeTabonK3bM ocloBHO 0T CYP3A4 u B no-manka crenen ot CYP3AS u CYP2C19, npH koeto ce obpa3sysa 4-
xunpokcumerus1 amOpucenTad (21%), KOHTO BHOCIEACTBME C€ TIIOKYPOHHpa IO 4-XHAPOKCUMETII
amOpHceHTaH MOKYpoHHA (5%). AQHHWTETHT 3a CBBP3BaHE Ha 4-XHAPOKCHUMETHN aMOpPHUCEHTaH KbM
YOBEIIKMA EHIOTE/IMHOB pelenTop e 65 MbTH MO-HUCBK OT TO3M Ha amOpuceHTad. Ilo Tasu mpu4MHa B
KOHLICHTPALHH, OTYETeHH B TuiasMaTa (OKOJO 4% CBbp3aHH C H3XOAHHA amOpuceHTaH), He ce ouaxksa 4-
XUAPOKCHMETH1 aMOPHCEHTaH Aa AONPHHACA 3a papMaKoIOrHiHaTa akTHBHOCT Ha aMbpuceHTaH.

In vitro nauuu 1okaspar, e amGpucenTaH 300 pM Boau o no-manko or 50% uHxuOupane Ha UGTIAL,
UGT1A6, UGT1A9, UGT2B7 (mo 30%), Han Ha LUTOXPOM P450 ensumute 1A2, 2A6, 2B6, 2C8, 2C9, 2C19,
2D6, 2E1 u 3A4 (no 25%). In vitro amGpucenTaH HamMa HHXHOHpam edexT BbpXy YOBCILIKH TPAHCTIOPTEPH B
KIMHUYHO 3HAYMMHM KOHLIeHTpauuH, mouutendo Pgp, BCRP, MRP2, BSEP, OATP1BI, OATPIB3 u NTCP.
OcpeH ToBa, amOpHceHTan He uHayunpa MRP2, Pgp uiv BSEP nporenHoBaTa €KCIpecHs B XENaTOLUTH Ha
mLX. B3eTu 3aeaHo, in vitro NaHHUTE Tpeanonarar, 4¢ aMOpHCEHTaH B KIHHHYHO 3HAYHMH KOHLCHTPalMH
(riasmeHa Cmax 0 3,2 pM), He ce ouakea Aa uma edekt Bbpxy UGTIAL UGT1A6, UGTI1A9, UGT2B7 wnu
nuroxpom P450 ensumure 1A2, 2A6, 2B6, 2C8, 2C9, 2C19,2D6, 2E1, 3A4 unu BupXy TpaHcnopta upe3 BSEP,
BCRP, Pgp, MRP2, OATP1B1/3, unu NTCP.

Edexrute Ha aMOPHCEHTaH B CTALIMOHAPHO CheTOAHUE (10 mg BEAHDBXK IHEBHO) BbPXY (papMaKOKMHETHKATA H
hapMakoJMHAMMKATA HA €JHOKPaTHa N03a BapdapuH (25 mg), H3MEPEHH Upe3 nporpombuHOBOTO BpeMe (PT)
H MEXIYHapOOHOTO HOpManusupaHo choTHoweHHue (INR), ca mpoydyend mnpu 20 3apaBu Q0OpOBONIIH.
AMOpHCEHTaH HAMa KIMHUYHO 3HauUMMH e(eKTH BHPXY (papMakOKMHETHKATa WK dapMaxoarHaMHKaTa Ha
pappapuH. CBIIO Taka, €IJHOBPEMEHHOTO TMpHJaraHe ¢ papdapiH He OKa3Ba BJIHAHHE BBPXY
dbapMakokuHETHKaTa Ha aMOpHUCEHTaH (BK. TOUKa 4.3).

EdexTsT Ha 7-AHEBHO Npwiarane Ha crigeHadun (20 mg TpH ITBTH JHEBHO) BbpPXY (PpapMaKOKHHETHKATa Ha
eHOKpaTHa J03a aMOpHCeHTaH H €()eKTHTE Ha 7-IHEBHO MpUIAaraHe Ha amOpuceHTaH (10 mg BeAHBXK THEBHO)
BBpXY papMaKOKHHETHKATA Ha €HOKPATHA 1032 cunmeHadut ca npoyyeHu npu 19 sapasu godposoni. Hama
Apyrd NpOMEHH BbB (PApMAKOKWHETHYHWTE MapaMeTpH Ha cunaeHadun, N-aesMeTHa-ciiieHapul H
amMGpucenTaH, ocseH 13% yBennuenye Ha Crax Ha CHIIEHAQ U ClIeX €AHOBPEMEHHO MPHITIArate ¢ aMOpHCEHTaH.
ToBa c1a60 noBMiLaBanHe HA Cmax HA CHIAEHADWT HE CE CUMTA 33 KIIHHHYHO 3HA4YMMO (BX. TOUKa 4.5).

EdexTHTe Ha aMOpHCEHTaH B CTaLIMOHAPHO CheTOSHKE (10 mg BEAHBK JHEBHO) BHPXY papMaKOKHHETHKATA Ha
e IHOKpaTHa 1032 Tajanadun U epekTHTe Ha Tananadui B CTALMOHAPHO cheTosHME (40 Mg BEOHBK NHEBHO)
BBPXY (PapMAaKOKHHETHKATA HA €IHOKpaTHA 03a aMOpHCEHTaH Ca Npoy4eHH MpH 23 3apaBe J0OpOBOJILIM.
AMGpPHCEHTaH HAMA KIHHUYHO 3HauMMH e¢hekTH BbpXy (papMaKOKMHETHKAaTa Ha taganadpun. CblO Taka,
eJHOBPEMEHHOTO MpWIaraHe ¢ Taaanagui He OKa3Ba BIHAHHE BbpPXY ¢dapMakOKHHETHKaTa Ha aMOpHCeHTaH

(BXK. TOUKA 4.5).

EdexTHTe Ha MHOTOKPATHO MpHJiaraHe Ha ketokoHason (400 mg BeaHbK OHEBHO) BbpXY (apMaKOKHHETHKATA
Ha eaHokpaTHa go3a 10 mg aMOpHCeHTaH Ca NpOYYCHH MpH 16 3npapu mobposonuu. EKcnosHimiATa Ha
am6pucenTaH, otieHeHa upe3 AUCq.inf) 4 Crax €€ NOBHILABA € 35% M CBOTBETHO C 20%. Manko BepOATHO € Ta3u
MPOMSHA B €KCMO3ULMATA A2 HMA HAKAKBA KNWHHYHA 3HAUMMOCT H 3aTOBa aMOpHCEHTaH MOXE Ja C§
eIHOBPEMEHHO C KETOKOHA30J1.

[Ipu 3gpasu JOOpOBONIUM Ca MpOY4eHH edexTHTE NpH MHOrOKPaTHO MNpHIAraHe Ha ¥
(100 — 150 mg gBa ITbTH AHEBHO) BBPXY (GAapMaKOKHHETHKaTa B CTallHOHapHO CBCTOAHHE J
(5 mg BelHBK AHEBHO), KAKTO W €(dEKTUTE NPH MHOTOKPATHO NpHjaraHe Ha ambpuce :l\ D Mg BOMHRKY [

JIHEBHO) BbPXY (DapMAKOKHHETHKATA B CTALMOHAPHO CHCTOSHME HA LIMK/IOCHOPHH A (100 — NS08 x 28 5TH _;’l&“.,"‘
aHeBHo). [1py MHOrOKpaTHO nmpuiaraHe Ha UMKIOCTIOPHH A, Cmax # AUC() Ha aMOpHCEHTaH\3¢
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(croteeTHO 48% H 121%). BB3 ocHOBa Ha Te3W NPOMEHH, MPH €AHOBPEMEHHO NpUIaraHe ¢ LIUKJIOCTIOPHH A,
103aTa Ha aMOPHCEHTAH MPH BB3PAaCTHH MALKEHTH WIH MERWATPHYHH TALMCHTH C TEACCHO TETJIO 250 kg Tpadea
na Gbae orpaHHUEHa [0 5 mg BEAHBX JIHEBHO; 32 NIETHATPHYHH MALHCHTH C TENECHO TOIIO >20 kg mo <50 kg
no3ara TpabBa ja ce OrpaHH4M A0 2,5 mg BEIHBK AHCBHO (BX. Touka 4.2). Benpeku ToBa, MHOTOKPaTHOTO
npuiarake Ha aMOpHCeHTaH HAMa KINHHHYHO 3HaIHM e)eKT BBPXY EKCMOZULIMATA HA LIMKJIOCTIOPHH A, H HE Ce
HaJIara KOpeKIMs Ha 03aTa Ha IMKJIOCTIOpHH A.

[Tpy 3apaBu A06POBOJNLM Ca IPOYUYEHH eeKTHTE NIPH MHTEH3WBHO i MHOTOKPAaTHO MpHTaraHe Ha pu¢aMiHUHH
(600 mg BeNHBXK AHEBHO) BHPXY (apMaKOKMHETHKATa B CTAUHOHAPHO CBCTOSHUE HA amMOpucenTan (10 mg
BeNHbXK AHEBHO). Cleq MbpBOHAYATTHHTE A03U PUAaMITHLIH Ce HabronaBa npexoaHo nopyiasane Ha AUC .
- Ha amBpucerraH (121% u 116%, croTBeTHO CNIEA MBPBATA H BTOpaTa 1032 prdaMnULMH), BEPOATHO IB/DKALIO
ce Ha pudamnuuuH-meauupaHoro OATP nHxubupane. Brnpeky TOBa HAMA KJIHHHYHO 3HAYHM edeKT BBPXY
eKcno3HuMaTa Ha amMOpHceHTaH a0 aeH 8, cnen mpuiaraHe HA MHOTOKpaTHH J03# pu¢amnuurH. [TauveHTn,
NleKyBaHH, ¢ aMOpHCEeHTaH TpsOBa BHHMATENHO A Opaar HabmomaBaH¥ NpH 3aro4yBaHe Ha JICYEHHE C

pudaMmuLuH (BK. ToukH 4.4 1 4.3).

EdexTHTe Ha MHOTOKPAaTHO MpuiaraHe Ha aMOpHCeHTaH (10 mg) Bupxy apMakoKHHETHKAaTa HA ¢IHOKPATHA
1032 JIMFOKCHH ca MpoyyeHH rpH 15 3apasu ao6posonun. MHOTOKpaTHOTO fpHiaraHe Ha aMOpHCEeHTaH BOJH
1o canabo ysenuyasaHe Ha AUCo.1ast ¥ Ha Hali-HUCKAaTa KOHLEHTpAaLUMsi HA AUIOKCHH H J0 NMOBUIIIABAHE HA Cinax
HA THIOKCHMH ¢ 29%. HabmonaBaHOTO YBENHYaBaHE HA EKCNOSHLMATA HA JUIOKCHH B [PHCHCTBHETO HA
MHOTOKDATHH J03H aMOPHCEHTaH He Ce CUMTA 3& KIMHHYHO 3Ha4YMMO H He CC H3UCKBA KOpHTHpaHe Ha ao3ara

Ha QUroKCHH (BXK. TOUKa 4.5).

Edekture Ha 12 AHEBHO J03HpaHe Ha aMOpPHCEHTaH (10 mg BeAHBXK AHEBHO) BBPXY (PapMaKOKHHETHKATa Ha
e[IHOKpATHA [03a NepopajieH KOHTPaLeNnTHB, ChIbpxalll eTHHHICCTPA MO (35 ug) u HopeTuHApoH (1 mg) ca
MPOYYEHH MpPH 34paBH JOOPOBONLK OT JKEHCKH TOJI. Cmax B AUC 0 ce noHmxapaT ¢Ja00 npy
ernaunecTpaanon (8% u croTBETHO 47%0) M C€ NOBHIIABAT cnabo npu HopetHHapoH (13% u croTeeTHO 14%).
Te3# NPOMEHH B €KCIIO3HLMATA HA €THHHJIECTPARXHOJ KM HOPETHH/IPOH €A MAJIKH 1 € MJIKO BEPOATHO Ja Obaar
KIMHHYHO 3HAYMMH (BK. TOUKa 4.5).

EnuMHHHUPAHE
AMOpPHCEHTaH W HEroBuTe MEeTaDONUTH Ce eIMMHMHHMpAT MPEAHMHO C XKIIbHkata CieA yepHoApoOeH W/HIH

ekcrpaxenaraied MeTabonussM. Ciel nepopaiHo NpHilarase OKojo 22% oT npueTaTa 1034 ¢€ Bb3CTaHOBARA B
ypuHara, Kato 3,3% € HenpoMeHeH aMOpHCEHTaH. [Tna3sMeHUST eIMMHHALMOHEH MOTY>KHBOT NPH XOpa BapHpa
ot 13,6 no 16,5 vaca.

CreuManHy nonyaalyin

Bw3pacmruu (nox, gw3pacm)

OcHOBABAlK{ Ce Ha PE3YJITATHTE OT MOIMy/JALHOHEH (PApMAKOKMHETHYEH aHAIH3 NpH 31paBH ROOpOBONLIH H
natuenTd ¢ BAX dapMakOKHHeTHKaTa Ha aMOPHCEHTaH He €€ NOBJIMABA 3HAYUTEIHO OT T0/la MM BB3PACTTA

(BK. TOUKA 4.2).

ITecuampuyna nonyaaywt

MMa orpaHMyeHH hapMaKOKHHETHYHH JaHHH B EJHATPHYHATA MOy JIalHA. dapMaKOKHMHETHKATA € NPOy4YBaHa
B €HO KIMHHYHO npoyusakie (AMB112529) npu neanaTpH4HH NaLMEHTH HAa BB3PACT OT 8 mo 18 roauHH.
dapMaKOKMHETHKAaTa Ha aMOpHCEHTaH ciell nepopaTHO MPRIOKEHHE NpH NalMeHTH Ha Bb3pacT oT 810 18
roqunH ¢ BAX e chOTBETCTBaNA [0 rofiAMa CTeneH Ha (GapMakOKHHETHKATa MPH BE3PACTHH CIICA KATO CE B3TMCE
NpeABHA TENECHOTO TErNo.

EKCHO3ULHHTE B CTaHUHOHApHO cheTosnre (AUCSss) npH neHaTpPHHYHH MALUCHTH MPH HUCKK M BUCOKH O3H,
MOJTy4eHH Ype3 MOJENH 32 BCHUYKH IPYITH MO TEAECHO TErJIo €a B FPAHHUNTE OT 5-TrRA g0 95-THA NepcEHTH Ha
EKCIIO3ULIMATA TIPH BB3PACTHHU TIPH HUCKH (5 mg) WIH BUCOKH 03K (10 mg) OT HCTOPHYECKH AAHHH.

Bvbpeuno yepesxcoane
AMOpHCEHTaH He NpeThprsaBa 3HauuTeneH 6xOpeueH MeTaGoNu3bM WK OBOpeUcH KK

MOMyNaLMOHEH (apMaKOKHHETHYEH AHANH3 € YCTAHOBEHO, Y€ KPCaTHHWHOBHMAT KIHP®L
JHAYMMA KOBAPHAHTA, KATO OKa3Ba BIHAHHE BHPXY KIHPBHHCA CIIEA NEPOPATHO MPHIIOKE
CTeneHTa Ha HAMAJISBAHE HA KIHPBHCA CIISA NEPOPalHO NMPHITOKEHHC © YMEDLHA (20-4
yMepeHo GBOpeuHO yBPEXKAHE H 3aTOBA € MAJIKO BEPOATHO Ja WMa HAKAKBO KIIMHHYUHO
Tps6Ba Ja ce oOpbilia NOBUIUIEHO BHUMaHHE NPH NALKEHTH € TEKKO OBOpeuHo yBpexaaHe (B



UeprnoopobHo yapedcoane

OCHOBHHTE MBTHILG Ha Merabonu3bM Ha aMOpHCEHTaH Ca TIIOKYpPOHHMpaHe M OKHC/IEHHE ¢ NOCICABALIO
eIMMHMHHpAHE C JHTbUKaTa M 3aTOBa MOXKe Ja C& 04aKBa yepHOJPOOHOTO YBpEXKIaHe A YBEIHYH EKCIIO3HLIHATA
(Cmax 1 AUC) Ha amGpucenTaH. B nomynaunoHeH (papMakOKMHETHUEH aHalM3 KIHPBHCBT CIEA NEPOPANHO
NPHIOXKEHHE HAMAJIABA B 3aBUCHMOCT OT HapacTBALIWTE HHBA Ha 6unupyGuHa. Bece nak crenenTa Ha edexra Ha
OGwiHpyOMHa € ymepeHa (B CpPaBHCHHE C THIIHYEH MALMCHT C 6unupy6un 0,6 mg/dl, naiyeHT ¢ rOBULICH
6unupyGun 4,5 mg/dl 6u uman npubnusutento 30% NO-HHCEK KIHPBHC Cle MEPOPATHO TIPHIOKEHHE Ha
ambpucenTaH). GapMaKOKHHETHKATa Ha aMOPHCEHTAH MPH MALMEHTH C yepHOApOoOHO yBpexxaaHe (Cbe wid Oe3
LMpo3a) He e npoy4eHa. [1o Ta3su nNpHUuHA HE Tpa6Ba 14 ce 3an04Ba JeueHHe ¢ aMOpHCEHTaH NpH MalHeHTH ¢
TEXKKO 4YepHOApOOHO YBpeXkKAaHe WIM C IJIHHMYHO 3HAYMMO MNOBHINABAHC Ha yepHOAPOOHHUTE
amuHoTpancdepasd (>3xULN) (Bx. Touky 4.3 u 4.4).

5.3 IlpeakIHHHYHH JAHHH 32 Oe30maCHOCT

[lopamy MbpBHYHMA (GapMaxolorHyeH eekT Ha Kiaca JIeKapeTBa, BHCOKA €QHOKpaTHA N03a amOpuceHTaH
(Hanp. CBPBXJ032) MOXKE [a MOHMWKM APTEPHANHOTO HANAraHe W MpUTEXKaba MOTCHLUMAT Ja NpelH3BHKA
XUINOTOHHS U CHMITTOMU, CBEP3aHH ¢ Ba30JWJIaTaLKA.

AMBPHCEHTAH He TIpUTEXAaBa A0KA3aHA HHXHOMTOPHA AKTHBHOCT BbPXY TPaHCIIOPTa Ha HUTHHHHTE KHCETHHH
FJTH M3pa3cHa XenaTroTOKCHYHOCT.

Crieq IpOABIDKHTE/IHO NpUnaraie Ha aMOPUCEHTaH NPH TPH3a4H NP EKCHOZHUKH 0]l TEPATICBTHYHUTE HNBA
npu Xopa ce HaGiloJaBaT Bb3NaleHWe W MPOMEHH B CNMTENA Ha Ha3alHaTa KyXHHa. Cnen NpoOaBIKUTETHO
npunaraHe Ha BHCOKHM JO3H aMOpHCEHTaH NpH Ky4eTa, NpH EKCNOHMUWM Hal 20 mBTH MO-BHCOKHM OT
HaGMOnaBaHUTe NIPH MaLMeHTHTe, ce Habmoaasa ¢1a0 BH3MaIuTENCH OTTOBOP.

B HazaJiHaTa KyXHHA HA TUTHXOBE, TPETHPaHK ¢ aMOpHCEHTaH NPH HUBA HA €KCTIO3HLHA 3-NbTH NO-BHCOKH OT
iiuawynata AUC, ¢ nafmrofaBana XMAEpIUIa3Hs HAa HA3allHMTE KOCTH Ha CTMOHMJHATA CIHDPANHA KOCT.
Xunepniasus HA Ha3aJHUTE KOCTH He ce HabiiofaBa Npu Npriarate Ha aMOpHCEHTaH NPH MHLLUKY U Ky4eTa.
[Tpyu ILXOBE XHIMEPIUIA3HATA HA HA3aJlHATA CIIUPATHA KOCT € MO3HAT OTIOBOP NPH HA3ATHO BBIMNAICHUC - Ha
Oa3ara Ha OnMTa ¢ OPYTH XMMHYHH CHEeIMHCHHA.

AMGPpHCEHTaH € KIaCTOreHeH NPH H3MMTBaHHA in Vilro BbB BACOKH KOHUCHTpaLMH BbPXY KICTKU Ha
6o3aiinuiy. Hsma OKAa3aTe/ICTRA 3a MyTAareHHH WJIH FeHOTOKCHYHY e(eKTH Ha aMOpUCeHTaH NpHOaKTephu
WIH B OB€ in vivo npoy4BaHHA ITPH rpU3ayu.

B aseroguiHy NpoOyYBaHKA NPH ILTHX0BE U MHUUIKH ¢ NEPOPATTHO NMPUIOAKEHHAE HA aMOpUCEHTAaH JTMIICBAT NaHHN
3a KapuuHoredeH norexnuman. IIpy MbXKKM IUTBXOBE, CaMO NpPH HaH-BUCOKHUTE JO3H € Ha6GnionaBaHo cnabo
NOBHMILABAHE HA YECTOTATA Ha NOOpOKAavecTBeHHA Tymop (GuOpoajeHOM Ha Mie4Hara jJie3a. CHCTeMHaTa
eKCIO3HLMA HA aMOPHCEHTaH MPH MBXKKHTE TUIHXOBE MIPH Te3d A03M (B3 OCHOBA HA AUC B cTaudoHapHO
CBCTOAHHKE) € 6 MBTH NMocTHrHaTara npy 10 mg/IHeBHO KIIMHHYHA K03a.

B mpoyuBaHus 3a TOKCHYHOCT ¥ (EPTHAMTET € MEPOpaHa MHOTOKpPATHA 71038 NPH MBXKH ILTEXOBE H MHIIKH
ce HaOGmopaBa TyOynHa aTpodusA Ha TECTUCHTE, KOATO MOHAKOra ce€ CBbp3Ba C aClCpMHui, Oe3 rpaHuua 3a
6ezonacHocT. [IpoMeHHTe B TECTHCHTE HE Ca HaMIHO OOpaTUMHM MO BpEME Ha OLEHCHHTE NICPHOAN O¢3 mpueM.
He ca nabmonasaHd obave NpoMeHH B TECTHCHTE B MPOYYBAHHA C MPOABDKHTEIHOCT IO 39 ceaMMLM NpH
Ky4era, TIpH eKCIO3MLIMs, NPeBMIIaBalla 35 MbTH HabmiolapaHaTa npy Xopa - Ha 0azata Ha AUC. I1pu MbiKkH
[LTHXOBE HE ca HabMogaBaHH eeKTH Ha aMOpuceHTaH BbpXY NOABIDKHOCTTA HA CIEPMATO30HIUTE IIPH BCHHKH
TecTBaHM 103k (10 300 mg/kg/nen). Cnabo noxwkasane (<10%) Ha npoueHTa Ha MOP(dONOrH4HO HOPMATHHTE
CrepMaTo30MaH € HabmojapaHo npu no3a ot 300 mg/kg/nen, Ho He M mpu no3a 100 mg/kg/nen (>9-mbTH
KIMHHYHATA ekcnosuums npy 10 mg/nen). EdexTsT Ha aMOpHCEHTaH BBPXY (epTHAMTETa NpU-ERa, Ho
YCTAHOBEH.

AMBDHCEHTAH € TepaTOre¢HEH NPH ILUTbXOBE U 3aMLIY. [Ipx BCHYKM M3NUTBAHK [03H ca HA0II)

Ha IOJHATA YEeMIOCT, €3UKa Wiy Hebueto. OCBEH TOBA B POYHYBAHETO NPH IUTBXOBE € HAOMIQE %
yecToTa Ha AedeKTH Ha MeXAyKaMepHaTa nperpaja, 1epeKTH Ha MaruCTPaJIHH KPbBOHOCHH (&
Ha IMWTOBHIHATA >KJe3a U THMyca, OCH(pHKALMg Ha Ga3anHaTa 4acT Ha CQEHOURHATA KOX
yMOWIHKATHA apTEpHs, pasroioKeHa OT JiABaTa CTpaHa Ha MHKOYHHUA MEXYp, BMECTO OT U ax
TepaTOreHHOCTTa € mpe/rnonaraeM e(eKT Ha KJlaca Ha CHAOTE/IHH-PELICNITOPHHTE AHTArOHUCTH.



[IpunaraHeTo Ha aMOpPHCEHTaH NMPH XKEHCKH NABXOBE B KbCHA 6peMeHHOCT YU B MEPUOAA Ha JAKTallkd, MPH
excriosuiyg 3 meTH Hap AUC npu MaKCHMATHUTE NPENnopbYBaHU A03H 32 XOpa, BOIAH A0 HEXKC/IaHH CHOMTHA B
OBEJEHHEeTO Ha MaiiKaTa, HamalieHa TNPEeKUBICMOCT HA MAJIKUTE MW YBpPeXAaHC Ha PENpOAyKTUBHATA
CMOCOBHOCT Ha NOTOMCTBOTO {MPH ayTONCHs ce HAaGMIOAABAT MAJIKH TECTHCH).

T1pH IOBEHWIHH MTHXOBE, B EPHOAA OT 7-MH 10 26-TH, 36-TH HIIH 62-PH JIeH OT POXKAAHETO (CHOTBETCTBALI HA
[epuofa OT HOBOPOAEHH 0 KBCHA IOHOLLIECKAa BB3pacT NpH xopa), aMOpHCEHTaH € NpuiaraH MepopanHo,
BeJHBXK NHEBHO, KATO € YCTAHOBEHO HAMAJIsBaHE Ha TEerJoTo Ha Mo3bka (-3% mo -8%) 0e3 HacTBMBAHE Ha
MOPGONOFHYHH KM HEBPOMOBEACHUYECKH MPOMEHH ClIE/l Hab/II0AaBaHH AITHES, XUTIOKCHA H 3BYLIH TI0 BpEME Ha
nuimade. Te3n epeKTH HACTHNBAT NpH HHBA HA AUC, kouto ca 1,8 no 7 mbTH No-BHCOKHM OT NeAHATPHYHATA
ekcro3uuus npH xopa mpu 10 mg. B apyro npoyueaHe, Npu TPETHpaHE Ha 5-ceAMMYHH TABXOBE (KOETO
OTroBaps Ha NMPHOIH3UTENHO §8-rOAHIIHA Bh3PACT MPH XOPa), € YCTAHOBEHO NOHIDKCHHE Ha TCr10TO Ha MO3Eka
CAMO TIPH MHOTO BHMCOKA [i03a M CamO TNpH MBLXKM XHBOTHH. HanMuHWTE HEKIMHMYHH NaHHM HE JaBar
BB3MOKHOCT Ja ce pa3bepe KIMHHYHATA 3HAYMMOCT Ha Ta3H HaXO/Ka 3a Jiela Ha Bb3pacT 1ol 8 rOONHA.

6. ®APMAIEBTUYHH JIAHHU

6.1 CnuchK Ha IOMOIIHHTE BEIECTRA

Anpo Ha Tabnerkarta

MukpokpHCTalTHa LeTyJ103a
Kpockapmenosa HaTpui
JlakT03a MOHOXUApAT
MarnesueB cTeapar

DOUIMOBO NMOKPHUTHE
[ToMMBEMHWIOB AJIKOXO0A (YACTHYHO XHIAPOJIUIHPAH)

Turanos guokcua (E171)

Tank

Makporon

Neuurus (con) (E322)

Autypa uepsed AC amymunnes jak (E129)
6.2 HecrBMecTHMOCTH

HenpunoxwumMo.

6.3 Cpok na roasocrt

3 rogUHH

6.4 CoenHANHH YCJIOBHA HA ChbXpaHeHHe

To3u nexapcTBeH NPOAYKT HE H3MCKBA CMELIHANIHY yCJIOBHS 34 ChbXPaHCHHC.

6.5 JlanHH 32 ONAKOBKATA

Bauctepu ot oo AyMHHHH/ AJTyMHAHHA:
OnakoBKH ¢ e1HoA030BH GrucTepy, ehabpkawd 10 x 1 mwin 30 x 1 punmupaty TabiaeTkH.

Baucrepu ot donuo PVC/PVAC/ AnymuHHui:
OnakoBKH ¢ €1HONO30BH OiucTepy, chappkamy 10 x 1 unu 30 x 1 ¢punmupanu TabAeTKH.

He BCHYKHM BHIOBE OMAKOBKH MOTaT Aa ObJaT IMyCHaTH B npoaaxoa.

6.6 Crenmajny npeinasHd MePKH NpH ChbXpaHenHe

To31 nekapcTBeH NMPOAYKT HE U3UCKBA CTIELIMATHH YCNIOBHS HAa ChXPaHCHHE.




7 JIPUTEXATEJ HA PASPENIEHHETO 3A YIIOTPEBA
Accord Healthcare Polska Sp. z 0.0.
ul. Tasmowa 7,

02-677 Warszawa, Mazowieckie,
[lonuna

8. HOMEP(A) HA PASPEIIEHHETO 3A YITIOTPEBA

Am6pucentad Akopa 5 mg GWIMHPaHH TaONIETKH
Per. Ne 20200064

AmbGpucenTan Axopn 10 mg GuaMKHpaHu TabJIEeTKH
Per. Ne 20200065

9. JIATA HA ITBPBO PA3SPEINIABAHE/TIOJHOBSABAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

Tlata Ha mbpeo paspeinasane: 14.04.2020 .
NaTa Ha nocieAHO NOAHOBABAHE! 04.09.2024 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Oxromepu 2024 r.




