COOTBETCTBYET IKCINEFPTHOMY OTYETY
or 1/.12.2025 N2 31363

OBIIAS XAPAKTEPUCTHKA JIEKAPCTBEHHOTO TIPETAPATA"?)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

AMOpu3eHTan-29®, 5 mr, TaGJIETKH, TOKPHITHIE TUICHOYHOW 000JIOYKOMA.

AmMOpu3eHTan-29®, 10 mr, TabIETKH, MOKPBITHIE TUICHOYHON 000I0YKOIA.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JlelicTByo1IIee BEIIECTBO: aMOpHU3EHTaH.

AmMOpusenrag-29®. 5 mr, Ta0IEeTKHU, HOKPHITHIE INIEHOYHON 000JI0UYKON

Kaxxnas Tabnerka cogepKuT 5 Mr aMOpU3eHTaHa.

BemectBa, HanmMunMe KOTOPBIX HAMO YYUTHIBATH B COCTAaBE JICKAPCTBEHHOTO Iperapara: JaKTo3a,
MAacJI0 COeBBIX 0000B (COEBBIN JICIUTHH), HATpUH (cM. pa3zaen 4.4.).

AmMOpusenrag-29®. 10 mr, TabIeTKH, DOKPHITEIE ILIEHOYHOH 000JI09KOM

Kaxxnas Tabnerka cogepxut 10 Mr aMOpr3eHTaHa.

BemectBa, Hanmmuue KOTOPBIX HAIO YYUTHIBATh B COCTaBE JIGKAPCTBEHHOTrO Iperapara: JaKTo3a,
MAacJIo COeBbIX 0000B (COEBBIN JICIUTHH), HATpUH (cM. pa3zaen 4.4.).

[TonHbIil nepeueHb BCIOMOTaTeNbHBIX BELIECTB MPUBEACH B pazzaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIC INIEHOYHON 000IOUKOH.

AmMOpusenrag-29®. 5 mr, Ta0IEeTKHU, HOKPHITHIE INIEHOYHOMN 000JI0UYKON

Kpyribie IBOSIKOBBIMYKIIbIE TaOJETKH, TOKPHITHIE IUICHOYHOH O00OJOYKONW CBETIO-PO30BOTO
ngeta. Ha monepeunom paspese sapo 6enoro niy NoyTH 6enoro 1BeTa.

AmOpusenTan-29@. 10 mr, TabJIETKU, IOKPBITHIE IUIEHOYHOU 000JI0YKOM

Kpyrible 1BOSKOBBIMYKIIbIE TaOIETKH, MOKPBITHIE MJIEHOYHON 000JO0YKOM TEMHO-PO30BOTO IIBETA.
Ha monepednom paspese sapo 6eoro uin moyTH 6eoro 1nBeTa.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusi K NPMMEHEHHIO

[Ipenapatr AmOpu3eHTaH-29® moka3aH I JCUYCHHS B3POCIBIX MAIIMEHTOB B Bo3pacTe oT 18 jeT ¢
nerouyHod aprepuanbHoi rumeptenHszuedt  (JIAI) II-III  ¢yHKUMOHANBHBIX  KIACCOB IO
kinaccupukanun  BcemupHoW opranmzanuu  3apaBooxpaHenus (BO3). B komOunHamum ¢
TaganaguioM TpemapaT MPUMEHSETCS s CHIDKEHUS pHCKa TMPOBOAMMOW  Teparuu
(koMOMHUpOBaHHAsI KOHEYHAs TOYKA, BKIIFOYAOIIAs JICTAIbHBIA UCX0I, TocuTanu3aruio mpu JIAT,
MporpeccupoBanre 3a00JeBaHUS U HEYIOBICTBOPUTEIHHBIA KIMHUUYECKUNA OTBET), a TaKXKe s
MTOBBIIICHHS KITMHUYECKON 3 (HEKTUBHOCTH M CIIOCOOHOCTH MEPEHOCUTH (PU3UIECKYIO HATPY3KY.

4.2. PexxuMm 103MpPOBaHMS U CIIOCO0 NMPUMEHEeHUs
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PesxuM J103upoBanus (MOCNEOOBATENBEHOCTE 0002)

Ha Ha4dYaJIbHOM J2TaIllc Tepanmo nu Ha6JIIO,Z[€HI/Ie JOJIDKCH HpOBOI[I/ITI: TOJIBKO Bpaq, HNMCIOIIINU OIIBIT
neuenus JIAT.

B moHoTepanuu neuenue npenapatoM AMOpu3eHTaH-29® cienyer HauMHATH € 103bl 5 Mr 1 pa3 B
CYTKH.

IIpn xopomiei NEPEeHOCUMOCTH 03Bl 5 MI JOIYCKAECTCA €€ YBEIWYCHHE IO MaKCUMabHOU
cyTouHOM 10361 10 Mr 1 pa3 B CyTKH.

[Ipu npumeHeHuu mpenapara B KOMOWHAIMM C TajganaduioM 103y aMOpHU3eHTaHa CleayeT
tutpoBaTh 70 10 Mr 1 pa3 B cyTkH.

[Ipy ogHOBpEMEHHOM MPHUMEHEHHH C IUKJIOCTIOpUHOM A 103a mpenapara AMOpuseHTaH-29d
JOJKHA OBITh CHUKEHA 10 5 MI' 1 pa3 B CyTKH, U MAlMEHT JOJDKEH HAXOAMUTHCS MOJ HAOIIOAEHUEM
(cm. pazzen 4.5).

OrpaHu4eHHBIC JaHHBIE CBHUJACTENBCTBYIOT O TOM, 4YTO PE€3KOe MPEKPAIIECHUE JICYEHUS
aMOpH3EHTAaHOM HE COMPOBOXKIAETCS CHHAPOMOM OTMEHBI B BUI€ yCHUIICHUSI CUMITTOMOB JIAT .

Oco0Oble I'pynnbl TalIMEHTOB

J]uua nosHCUs1020 so3pacma

Koppeknuu 10361 mpenapara y marueHToB B Bo3pacte 65 neT u crapiie He TpeOyeTcs (CM. pa3zien
5.2).

Hab}ueHMbl € NOYEYHOU HeOOCMAMOYHOCHIbIO

MeTa6OJ'II/I3M 1 BBIBCICHUC aM6pI/I3eHTaHa No4YKaMu MHUHUMAJIbHBI, IMO3TOMY HGOGXOI[I/IMOCTB B
KOPPEKIIMK JI03bI Tperapara y IalUueHTOB ¢ HapylmieHHeM (QYHKIUW TI0YeK MAaJOBEpPOSITHA.
CymiecTByeT OrpaHMYCHHBIN ONBIT MPUMEHEHUS aMOpHU3EeHTaHa y JIUI] C TSDKEIBIM HapylIeHUEM
bysknum mouek (kimpeHc KpeatnHmHa < 30 MI/MHH); Tepamuio CIeAyeT HadyuHaTh C
OCTOPOXXHOCTBHIO B 3TOU MoArpyImIe u CiIeayet 6BITI> OC060 BHUMATCJIbHBIM IIPU MMOBBIINICHUN J103bI
amOpwu3enTtana 70 10 mr.

Hauueﬂmbz C NeYeHOYHOoU HedoCmMamo4HoCmbiO

[Ipumenenue mpenapata AMOpu3eHTaH-29@ y MaIlMEeHTOB C HapylmieHHeM (QYHKIIUW TIeYeHH (C
LUPPO30M TE€YEHH WM 0€3 HEero) He u3ydyanoch. TeM He MeHee, MOXKHO OKHUJaTh, YTO HapyIICHHE
(GyHKIMY NedeHn NpUBEET K yBenudeHuto skenosuuuu (Cmax u AUC) amGpusenTana, OCKOIBKY
€ro OCHOBHBIMHM MYTSIMH METa0ONM3Ma SBIAIOTCS TIIOKYpPOHUAALMS WU, B MEHBIIEH CTENeHw,
OKHCJICHHE C TOCJEIYIOIIUM BBIBEJICHUEM dYepe3 KHUIICYHHK C JKemublo. [loaTomy mpumeHeHue
npenapata AMOpu3eHTaH-29® y ManMeHTOB € TSHKEIBIM HapylmieHHeM (YHKIMH TICYEHU WIIN
KJIMHUYECKH 3HAYMMBIM TOBBIIICHUEM aKTHBHOCTH MEUYEHOYHBIX TpaHcamuHa3 (Oomee uem B 3

pasa Bble BepxHeil rpanumbl HOpMmbl (> 3XBI'H)) He pekomenmoBano (cM. pasaessl 4.3, 4.4,
5.2).

CTH

bezonacHocTh 1 3 deKkTUBHOCTH Mpenapara AMOpu3eHTan-29® y aereit B Bo3pacte ot 0 go 18 mer
HE YCTaHOBJICHBI. J|[aHHBIE OTCYTCTBYIOT.

Crnocob mpuMeHeHus

BayTps BHE 3aBUCMMOCTHM OT BpPEMEHM IMpHUeMa MHIIM, 3anuBas Bojgod. He pexkomeHgoBaHO
ACIINTD, PA3JIaMbIBATh HUJIN KCBATH Ta6JIeTKy.

4.3. IIpoTHBONOKA3AHUSA

o ['unepyyBCTBUTENFHOCT K aMOpU3EHTaHy, COEBBIM 000aMm, apaxucy WIHM K JIIOOOMYy H3
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BCIIOMOTATENbHBIX BEUIECTB, NEPEUUCIEHHBIX B pasaene 611 NENORATENEHOC TR 0002

o Wnuonartnyeckuil JeroyHblii (¢pubOpo3 ¢ BTOPHUYHOU JIETOYHOM THIIEPTEH3MEH WU O€3
Hee.

o bepemennocts (cM. paszzen 4.6).

o [Tepuox rpyanHoro BckapmiimBanus (cM. paszer 4.6).

J IIpumeneHne mnpenapara y >KEHIIMH PENPOAYKTHBHOI'O BO3pacTa, HE IOJB3YIOLIMXCA
HA/ICKHBIMU METOJIaMH KOHTpAIeTIINH.

° Tsokenast creneHb medeHOYHOM HemoctatounocTr (10 um Gosee GamoB Mo  IIKajie
Yaitng-11s10).

o [ToBbiIEHME AKTUBHOCTH MIEYECHOYHBIX TPaHCAMMHA3: ACT

(acmapratamuaOoTpanchepasa) nw/unu AJIT (anmanmnamuHOTpaHcdepasza) Ooiee yeM B 3 pasa OT
BI'H.

4.4. OcoOble yKa3aHUA U MePbl MPeI0CTOPOKHOCTH MPU MPUMEHEHNH

C OCTOPOKHOCTEIO

Y mnanMeHTOB ¢ HapylleHHeM (YHKUMU TI€YEHH, IpPH OJHOBPEMEHHOM NPUMEHEHHH C
IHUKIIOCIOPUHOM A.

AMOpu3eHTaH He OBLI H3yYeH Yy JOCTaTOYHOIO KOJHMYECTBA MAIMEHTOB Uil YCTaHOBJICHUS
cootHomeHus: monb3bl/pucka npu JIAI' | pyskmmonanpHoro kmacca mo BO3. DddexTuBHOCTH
amMOpH3eHTaHa B KauecTBe MOHOTepanuu y nanueHtoB ¢ JIAT IV ¢yHKkuMoHaIBHOrO Kiacca 1o
BO3 ne Opima ycradoBieHa. B ciywae yXyAmieHHsT KIWHAYECKOTO COCTOSIHUS CIIEAYET
paccMaTpuBaTh TEPAINUIo, KOTOpask peKOMEHJ0BaHA B TKENOM cTaauu 3abosieBaHus (Hampumep,
AMOMPOCTEHOI).

Oco0ble yKa3aHusg

Hapywenue ¢hynkyuu nevenu

[ToBhIlIeHNE AKTUBHOCTH MIEYCHOYHBIX TPAaHCAMIHA3 HAOII0JaeTCsl MPU MPUMEHEHUU aHTarOHUCTOB
petenitopoB  3HgoTennHa (cM. pasgen 5.2). Crneayer MNPOBOAWTH MOHHUTOPHHI PE3yJIbTaTOB
(YHKIIMOHATLHBIX P00 MEYCHN B COOTBETCTBUM C KIIMHUYECKUMH TMOKa3aHusMH. ECii akTUBHOCTh
tpancamuaa3 AJIT ummu ACT mnpessimaer BI'H Gomee wem B 3 pa3a, TO HauWHATHh TEpaIuio
npenaparoM AMOpu3eHTaH-29® He peKOMEHIyeTCsl.

VY NmanueHToB ¢ KIMHUYECKU 3HAYUMOW MPaBOXKETYI0YKOBOM CEPACYHOM HEAOCTATOUHOCTHIO, YHKE
UMEIOIIUMCST  3a00JICBAHUEM TICUEHU WJIM BO3HUKIIAM pAaHEE TMOBBINICHUEM AKTHBHOCTH
TpaHCaMHHA3, CBSI3aHHBIM C NMPUMEHEHUEM JICKAPCTBEHHBIX IMPEnapaToB IS JICYEHUS OCHOBHOTO
3a0oneBaHus MO0 MPUMEHEHUEM COITyTCTBYIONIUX JIEKAPCTBEHHBIX MPENapaToB, KOTOPHIE MOTYT
MOBBIIIATh AKTUBHOCTh TPAHCAMHUHA3 JIMOO YBEIWYMBATH PUCK MX TOBBIIICHUS TPHU MPUMEHECHUU
npenapara AMOpuzeHTaH-29®, cienyer NPOBOIUTH MOHHTOPUHI AKTUBHOCTH TpaHCaMUHA3 B
COOTBETCTBUH C KIIMHUYECKAMU IMOKA3aHUIMH.

B cJIydac, €CJId y IallMCHTOB B ITPOLICCCE HpOBOI[HMOﬁ TCPAIuU BBIABIIACTCA KIMHUYCCKHA 3HAYNMOC
TIOBBIIICHUE AaKTHBHOCTH IIEYCHOYHBIX TpaHCAMHHA3, WM €CJIH TOBBIIICHHE AKTUBHOCTH
MNEYCHOYHBIX TpaHCAMHUHA3 COINPOBOXKAACTCA CHUMITOMAMH HApPYUIICHUA (bYHKI_II/II/I IICYCHU
(HampuMep, KENTYX0M), TO JIedeHue mpemaparoM AMOpu3eHTaH-29d HeoOX0AMMO MPEKPATHTh.

[Tpu OTCYTCTBUM KENTYXU WIN KIMHUYECKHX CHMIITOMOB HapylieHHs (DyHKIMH [EYEHU B ClIyyae
HOpPMaJIM3allMi AaKTUBHOCTH MEYCHOYHBIX TpaHCAMHHA3 MOXHO pAaccMOTPETh BOIPOC O
BO300HOBJICHUH MTPUMEHEHHUs penapara AMOpu3eHTaH-29@.

N3BectHo, uto y mamueHToB ¢ JIAIT BcTpewaroTcss HapymieHHsS (DYHKIIMW TEYEHW W Pa3BUTHE
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ayTOMMMYHHOIO T€NaTHTa, Yy MalUEeHTOB C | uauonaTHHeckoi [JIAL ) Tyacmo - ofHapyRaBaroT

aytoantutena. [Ipu tepanmuu npenapatoM AMOpH3eHTFaH=29D-0bRHI-3aPERICTPUPOBAHI-CHYUAL

ayTOMMMYHHOTO T€MaTHTa, B TOM 4YHCIE BO3MOXHBIE OOOCTPEHHS  CYIIECTBYIOIUIETO
ayTOMMMYHHOT'O TernaTuTa U HapyuleHds (QYHKIMH ME€YEeHHU, XOTA CBSI3b PAa3BUTHUS ATUX CIIy4aeB C
npenapatoM AMOpu3eHTaH-29® octaercs HeICHOU (cM. paszzen 4.8).

Taxum 00pa3oM, MarUeHThl JOKHBI IPOXOIUTh 00CIeJOBaHNE HAa HATMYME HAPYIICHUs (QYHKLIUU
MeYeHU U COOII0JaTh OCTOPOKHOCTh BO BpeMsi IMpPUMEHEHUs mpernapata AMOpu3zeHTaH-290 B
MOHOTEpPANHH WM B COYETAHUU C APYTUMU JIEKAPCTBEHHBIMU IIpeNapaTaMy, IPUMEHEHUE KOTOPBIX
BBI3bIBAET HapylleHHE (YHKIMH MEYEHU, TaK KaK HEU3BECTHHI JOMOJHUTENbHBbIE 3(D(PEKT mpu
COBMECTHOM NMPUMEHEHUH IpenapaTta AMOpu3eHTaH-29®d ¢ 3TUMH npenapaTamMmu.

Jleyenne ayromMmyHHOro TrematuTa y nanueHToB ¢ JIAIT MODKHO OBITh ONTHMHU3HPOBAHO [0
Havaja IPUMEHEHUs U BO BpeMs JiedeHus penaparoM. Eciau y manueHTa pa3BUBaIOTCS NPU3HAKU
WM CUMIITOMBI T€laTuTa, WK 000CTpEHUE UMEIOIIET0Ccs] ayTOUMMMYHHOTO TenaTUTa, MPUMEHEHNE
mpernapaTa HeoOX0IUMO MPEKPATHUTh.

IIpy npuMeHeHUM IPYrHX aHTarOHUCTOB PELENTOPOB SHIOTENNHA OBIIM 3aperUCTPUPOBAHBI
cllyyau TOBBIIIEHUsI akTUBHOCTU TpaHcamuHa3 (ACT, AJIT), nposBieHusl TenaTOTOKCUYHOCTH U
CIy4au pa3BUTHS MEYCHOYHON HemocTaTodHOCTH (cM. paszaen 4.8). [lanmueHToB, y KOTOPBIX TOCIe
Hayajga JiedeHUs npenapatoM AmOpu3eHTaH-29® pa3BUIOCh HapylieHHe (QYHKIUM TI€YEHH,
ciemyeT THIaTeNbHO oOcienoBaTh. JledeHue mnpenapatom AmOpuzeHTaH-29® HeoOXoaumo
[IPEKpaTUTh, €CJIM AKTUBHOCTb IIEUEHOYHBIX TpaHcaMuHa3 coctasBiser > 5 BI'H, mmm ecin
MOBBIIIEHUE JAHHOTO MOKAa3aTelsl COMPOBOXKIAETCS YBEIUYEHUEM KOHIIEHTpaluu Ounupyouna > 2
BI'H, nnu npu3HakamMu WM CUMIITOMaMH HapyIIeHus (QyHKIUH TEYeHU IPU YCIOBUU UCKITIOUEHUS
IPYTUX IPUYUH YKAa3aHHBIX HApYIICHUN.

T'emamonocuueckue HapyuteHusl

IIpy mpUMEHEHMHM aHTArOHUCTOB PELENTOPOB AHJOTENMHA, BKJIIOYas mpenapaT AMOpU3EHTaH-
29@, oTMEUYEHO CHW)XECHHE IOKa3zaTeliell reMaTOKpHTa M KOHIEHTpAalMd TeMOrJIOOMHA, MpUYeM
UMEIOTCS TaKKe COOOIIEHUS O TOM, YTO B Psifie CIy4aeB 3TO MPHUBOAMIIO K PAa3BUTUIO aHEMMH,
MHOI/Ia TpeOOBaBIICH IMepenuBaHus KPOBH. B KIMHUYECKHX HCCIEIOBaHHUIX B TEUYEHUE IEPBBIX
HECKOJIbKUX He/leb TepaNuu HaOlI0Jaloch CHUKEHUE MOKa3aTells TeMaTOKpUTa U KOHIIEHTPaLuu
reMOrjI00MHa, KOTOpbIE BIIOCIEACTBUM BO3BpAIIAUCh K HOpMe. B miane6o-KOHTpOIHpYEMBIX
UCCIIENOBAHUAX  INPONOJDKUTEIBHOCTBIO 12 Henenb  cpeaHee  CHWKEHHME  KOHLEHTpaluu
reMOorjI00MHa K KOHILy Kypca JICUeHHsI B CPABHEHUH C MCXOIHBIMU 3HaUYeHUsIMH cocTaBuiio 0,8 1/

[To pe3ynbpTaTam AOITOCPOUYHBIX OTKPBITHIX PACHIMPEHHBIX MUJIOTHBIX KIMHUYECKUX MCCIIEIOBaHUN
3 (a3bl cpeiHee CHIKEHHUE KOHIIEHTPALMU IeMOTJIO0MHA 110 CPAaBHEHHIO ¢ UCXO/IHBIM 3HAYCHHUEM (B
nuanaszone ot 0,9 1o 1,2 r/ma) coXpaHsIoCh 10 YeThIPEX JIET JICUCHHsI IpernapaToM AMOpHU3EHTaH-
29@. B mocTperucTpalMoOHHOM TEpHoje ObUIM 3apEerHCTPUPOBAHBI CIydaW aHEeMHH, TpeOyromiein
NepeaTuBaHus KPOBH.

KoHuenTpanuio remMorio0MHa pEeKOMEHIYeTCs KOHTPOJIMPOBATH IMEpel]] HAa4YajJoM IPUMEHEHUS
npenapata AMOpuseHTaH-29®D, uepe3 Mecsi, 3 MecsAlla W B JajJbHEHIIEM — TEPHUOIUYECKH.
HaI_II/IeHTaM C KIMHHUYCCKH 3HAYUMBbIMU INPU3HAKAMH AHCMHU HAYUMHATHL TCPAIIUIO IPCIapaToM
AMOpu3eHTan-29® He pexkomeHayercs. Ecim B mporiecce JieueHus Mpyu UCKIIOYEHUH UHBIX TPUYUH
Ha6mo;[aeTc;1 KIMHUYCCKHU 3HAYUMMOC CHMIKXCHUC KOHICHTpPALUU FGMOFHOGI/IHa, TO CICHYCT
pPaccMOTpETh BONPOC 00 YMEHBIIICHUH JI03bI HJIM OTMEHE mpernapata AMOpuseHTan- 29®. Yacrora
BCTPCHACMOCTH AHCMHUU YBCIIMYUBAJIACh TIpH IMPUMCHCHUHN aM6pI/13€HTaHa B KOM6I/IHaI_[I/II/I C
TaganaduioM (4acToTa BCTPEYAEMOCTH HEXEIATEeNbHbIX sBJIeHUH 15 %) 1o cpaBHEHUIO ¢ YacTOTON
BCTPEYAEMOCTH aHEMUU NpPH MPUMEHEHUH aMOpH3eHTaHa U Tajanaduiaa B Ka4ecTBE MOHOTEPAITUU
(7% u 11 % COOTBETCTBEHHO).

3adeporcka sncuokocmu
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IIpu nedeHHH aHTarOHMCTaMHU PELENTOPOB SHAQTENNHA, BKIFOYAL [Pefapar AMOpusenran 29D,
OBLJIO OTMEUEHO BO3HUKHOBEHHE Tepudepruieck
ObITh KMMHHYECKUM crieactBueM JIAI. B OonpImmuHCTBE ciaydaeB MpuU NMPUMEHEHHWH TIperapara
AMOpu3eHTaH-29® B KIMHUYECKUX HCCIENOBAHUAX Nepudepuyeckre OTEKM HOCHUIIHM JIETKUH Win
YMEPEHHO BBIPa)KEHHBIN XapakTep, XOTS OHU MOTYT BO3HUKATh C OOJIBIIEH YaCTOTON U TSKECTBIO Y
MAIMEeHTOB B Bo3pacTe > 65 net. [lepudepuueckne oTeku valie perucTpupoBaIy MpH IPUMEHEHUH
amMOpu3eHTaHa B J03UpoBKe 10 MI' B KpaTKOCPOUHBIX KIMHUYECKUX UCCIIEJOBAHUSIX.

B moctperucTpanioHHBI Mepuosl OBUIM 3aperuCTPUPOBAHBI COOOIIECHHS O CIy4asx 3aJepiKKH
KUAKOCTU B OPraHM3ME, Pa3BHUBILIEHCSA B TCUCHHUE HECKOJBKHMX HENENIb I0CIEC Hayajla JICUYEHUs
npenapatoM AMOpu3eHTaH-29@, moTpeOOBaBIINX B HEKOTOPHIX CIyYasX JICUCHUS IHYPETUKAMU
WIM TOCHUTAIM3alMM U1 TPOBEACHMsS  JCTUAPATAllMOHHOM  TEpaluu WIM  TEpanuu
JNEKOMIICHCUPOBAaHHON CEpAEYHON HENOCTaTOYHOCTH. IIpu yxke MMeromencs 3aaepiKKe KUIKOCTH
CJIeyeT MPOBECTH TEPAIHIO B COOTBETCTBUU C €€ KIIMHUYECKUMU IIPOSBICHUSAMH IEpe] Ha4aloM
Kypca JieueHus npenapatom AMOpu3eHTaH-29d.

B xome tepanmuu mpemapatrom AMOpu3eHTaH-29® mnpu BO3HUKHOBEHWH KIWHUYECKH 3HAYMMOMU
3aJIepKKH  KUJKOCTH C TPHUPOCTOM Macchl Tela MWIM 0e3 Hero HeoOXOJUMO IPOBECTH
muddepeHINaNbHyI0 TUAarHOCTUKY, SBISETCS JM JaHHBIA CHMITOM TIPU3HAKOM CEplIeYHON
HEIOCTaTOYHOCTH, JINOO MPOSBICHUEM ACUCTBUS mpenapata AmOpu3eHTaH-29®, W Ha3HAYUTH
crienu(pUYecKyro Tepamnuio WM OTMEHUTH npenapaT AMOpuseHTan-29®. YacTtora BCTpeuyaeMOCTH
nepuepuyeckuX OTEKOB TOBBINIATACH NPU NPUMEHEHUH aMOpU3EHTaHa B KOMOMHAIUM C
TaganaduioM (4acToTa BCTPEYAEMOCTH HEXETIATENbHbIX sBJIeHUH 45 %) 10 cpaBHEHUIO C YaCTOTON
BCTPEYAEMOCTH TMEpUPEPUUIECKUX OTEKOB IpH MPUMEHEHHMH aMOpH3eHTaHa M Tajanaduia B
kauecTBe MoHOTepanuu (38 % u 28 % cooTrBeTcTBeHHO). YacToTa BCTpeuaeMoCTH nepudepruueckux
OTEKOB OblJTa MAKCUMAJIBHOM B T€UEHHUE MEPBOr0 Mecslla M0CciIe Havaja JeUeHHUS.

Jlecounas 6eHOOKKNI03UOHHAS OONE3Hb

Ecnu BO Bpems Hayaia Tepanmuy Ba30qMIATUPYIONIUMHU CPEACTBAMH, TAKUMH KaK aHTarOHUCTHI
pELenTOpOB 3HIOTEINHA, Yy TMAallMeHTa pa3BUBAETCS OCTPbIM OTEK JIETKUX, CIEOYeT Y4ecThb
BO3MOXXHOCTh HAJIMYHSI BEHOOKKITFO3HOHHOM OOJIE3HU JIETKHX.

HapymeHue CO CNOPOHbL NOYEK

[Tpumenenue mnpemnapara AMOpu3eHTaH-29® y NaIMEHTOB ¢ HapylleHHeM (YHKIMHM IOYeK He
m3yueHo. Ilpemapar AmOpuzeHTaH-29® He mnoaBepraeTcs MOYEYHOMY METAOOIU3MY HIIH
MOYEUHOMY KIIMPEHCY (BBIBEICHHIO) B 3HAYUMOW CTENEHM, TOATOMY HEOOXOIUMOCTh KOPPEKLUHU
JI03bI MpernapaTa y NalleHToB ¢ HapyleHHeM (YHKIUU TOYEK SBIISETCS MaJIOBEPOSTHOM.

BcnoMorarenbHEIE BElllECTBA

Jlakmo3sa

[Ipenmapar AmOpuzeHTaH-29® comepxuT JakTo3y. llanmmeHTamM ¢ penko BeTpedaromeincs
HACJIEZICTBEHHON HENEPEHOCHUMOCTBIO T'aJlaKTO3bl, JE(PUIUTOM JIaKTa3bl MM INIIOKO30-TaJIaKTO3HON
MababcopOIeil He cleyeT IPUHUMATh TOT Mpernapar.

Macno coesvix 60006 (coesbiil neyumui)

JlexapcTBeHHBIH npenapaT AMOpu3eHTaH-29®d conepKUT Macio cOeBbIX 0000B (COEBBIN JICLUTHH).
[Tpenapat AmOpu3eHTaH-29® MTPOTUBOITOKA3aH MPH AJUIEPTHU HA apaxuC HIIH COIO.

Hampuu

JlaHHBIN JIeKapCTBEHHBIN Tpermapar coAepKUT MeHee 1 mmonb (23 mr) Hatpust Ha 1 TaGneTky, To
€CTh 110 CYTH, «HE COJEPIKUT HATPUS.




COOTEETCTEBYET AKCINTEFTHOMY OTHETY
at 17122025 Ne 31363

4.5. B3aumojeiicTBue ¢ JAPYIrHMH JIeKapCTBeHHLIMU|(JUPeNAPATAMML [ M. |-/IPYIHE () (BHbI

B3anMo/IeiiCTBHS :

AMOpU3eHTaH TOJBEPraeTcsi METabOIM3MYy MPEUMYIIECTBEHHO B MPOIECCE TIIOKYPOHHUIAINH U, B
MEHBIIEH CTCIICHHU, 3a CYCT OKHUCIUTCIBbHOI'O MeTa6OHI/I3Ma, B OCHOBHOM TIOCPCACTBOM
m3opepmenta CYP3A u, B eme menbleit creneHu, nocpeactsom uzopepmenta CYP2C19.

I[To pe3ynbTaTaM JOKIMHUYECKHX UCCIEIOBAaHUI aMOPU3EHTAH B TEPANIEBTUUYECKUX KOHIICHTPALUAX
He yrHeraeT u He uHaynupyer gepmentsl | wium 11 da3sl merabonmsma ekapcTBEHHBIX CPEICTB,
YTO CBUJETENILCTBYET B MOJb3Y €0 HU3KOIO MOTEHILMANa BO3JCHCTBUS Ha MpOopWiIb MpenapaTos,
MeTaboI13M KOTOPBIX OCYIIECTBISIETCS TaHHBIM ITyTEM.

CrnocoOHOCcTh aMOpu3eHTaHa TMOBBIIATh akTUBHOCTh u3opepmenta CYP3A4 wusyuanace B
UCCIICJOBAaHUH C y4YacTHEM 3JI0OPOBBIX JOOPOBONBLEB, PE3yIbTAaTHl HCCIECIOBAHHS ITO3BOJISIOT
MPENONIOKNATE OTCYTCTBHE HHAYLIUPYIOLIETo BIUSHUSA aMOpu3eHTana Ha uzogpepment CYP3A4,

Iukimocnopun A

B wuccrnemoBaHuM ¢ ydacTueM 3I0pPOBBIX JOOPOBOJBIEB H3YyYaJOCh BIMSHHE MOBTOPHBIX J103
nukinocropura A (100-150 mr 2 pasa B CyTKH) Ha paBHOBECHYIO (hapMaKOKHHETHKY aMOpHU3eHTaHa
(5 mr 1 pa3 B CyTkd) M BIMSHUE TOBTOPHBIX /103 amOpu3eHtaHa (5 mr 1 pa3 B CyTku) Ha
paBHOBECHYIO (phapMakOoKHHETHKY mukiocriopuHa A (100—150 mr 2 pa3a B cyTkn). 3HadeHUST  Cmax
u AUCpy (mmomane mon  ¢GapMaKOKMHETHYECKOHM  KPHUBOW «KOHLEHTpAIHs- BPEMs» OT
BpeMeHn ( 10 oOmNpeneneHHOTO NPOMEKYTKa BpEeMEHHW cOopa MaHHBIX) JUisl aMOpU3eHTaHa
yBenmnuuBamuch (Ha 48 % wum 121 % coOTBEeTCTBEHHO) Ha (JOHE MHOTOKPATHOrO TpHUeMa
nukiocnopuna A. Ha ocHoBaHMM 3THX M3MEHEHUH /103a aMOpH3eHTaHa JAO0KHA ObITh CHUXKEHA J10
5 Mr 1 pa3 B CyTKM IpU COBMECTHOM IIPUMEHEHUHU C LHUKIOCIOpUHOM A. OHaKO MHOTOKPAaTHBII
npueM aMOpHU3eHTaHa HEe UMEET KIMHUYECKH 3HaYMMOTO BIUSHUS HAa SKCHO3MIMIO IIUKIOCIOpPHHA
A 1 He TpeOyeT KOPPEKIUH 1036l IIUKJIOCTIOpUHA A.

Ketokonazon

B uccnenoBanuu ¢ ydactuem 16 3M0pOBBIX JOOPOBOIBIEB M3Y4YaJIOCh BIUSHUE TMOBTOPHBIX 103
ketokoHasona (400 mr 1 pa3 B cyTkn) Ha apMakoknHEeTHKY amOpu3eHTaHa (10 mr 1 pa3 B CyTkm).
[IponomkuTenbHOCTE  SKCO3MIMKM  amOpuseHTtana 1o  gaHHBIM  AUC_nn  (iomazns mox
(hapMaKOKHHETUYCCKONH KPHUBOH «KOHIICHTPAIUSI-BPEMS», SKCTparnoiupyMas K OSCKOHEYHOCTH) U
Ciax BeIpociu Ha 35 % 1 20 % COOTBETCTBEHHO. MaloBEpPOSTHO, YTOOLI OTH M3MEHEHUS UMENIU
Kakoe-mr00 KIMHUYECKOE 3HA4YCHHE, TaKuM o00pa3oM, aMOpU3EHTaH MOXKHO TMPUMEHSTh C
KETOKOHa30JI0M. Ha OCHOBaHWU pe3yiIbTaTOB 3TOTO MCCIICAOBAHHS HE TPEOyeTCs KOPPEKIIUU 036l
amMOpH3eHTaHa IPU COBMECTHOM IpUMEHEeHUHU ¢ nHruouropamu n3opepmenta CYP3A.

Pudamnuimn

BnusiHue BBICOKHMX M MOBTOPHBIX 103 pudammnuuuHa (600 mr 1 pa3 B CyTKH) Ha PaBHOBECHYIO
(dhapmakokuHeTHKy amOpu3enTana (10 Mr 1 pa3 B CyTkH) U3y4yasnaoch Yy 3I0POBBIX JTOOPOBOJIBIICB.

C npuemoM HayalnbHBIX 103 pHdamMmuIMHA TOABIANOCH BpeMeHHoe yBenudeHne AUC(oy
amOpu3entana (Ha 87 % wm 79 % mocne MEepBHYHOrO W BTOPUYHOTO TpHeMa pudammuimHa
cooTBEeTCTBEHHO). OnHako K 8§ [AHIO KIMHUYECKM 3HAYMMOIO BIHSHUS HA SKCIO3UIUIO
amMOpu3eHTaHa IPH COBMECTHOM MHOTOKPaTHOM TNpPUMEHEHHUH ¢ pudaMIUIUHOM He ObLIO.
Koppekmuu 10361 aMOpu3eHTaHa MPU COBMECTHOM MPUMEHEHHH C PU(PAMITUIIMTHOM He TpeOyercs.
[lanmeHTsl, MOMy4YaroIlUe Tepanuio aMOpPU3EHTAHOM, IOJDKHBI HAaXOOUTHCS TOJA HaONIOIEHUEM
MocJie Havama JIeYeHUs pUGaMITUITTHOM.

Cunnenadun

B wuccrnenoBanuu c¢ ywactuem 19 310poBBIX A0OpOBONBLIEB OBUIO M3YYEHO BIUSHHE MpHUeMa
cunaeHaduna B teuenue 7 gHed (20 mr 3 pasa B CyTKM) Ha (papMaKOKMHETHKY aMOpH3eHTaHa
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(pa3oBoii 1036I), a TAKKe BIUAHKME TpUeMa aMOpi3eHTana B reaeHue) 7)amerp(H0-mp 1 pps, BICYTKH)
Ha (papMakoKWHETUKY cuiaeHaduaa (pa3oBo - '
cungeHaguna Ha 13 % mpu COBMECTHOM MNPHUMEHEHHH C aMOpPU3EHTAHOM, HUKAKHUX JPYTHX
M3MEHEeHUH (PapMaKOKMHETHYECKHX IapaMeTpoB cuiieHadmia, N-mecMeTui-cuiieHadguna wu
amMOpu3eHTaHa BBIABICHO He Obuo. Takoe HeOombimoe mnoBbimieHHEe Cmax cuiieHaduia He

CUHUTACTCA KIMHHUYCCKH 3HAYMMBIM.

Tanamadun

[Tpuem Tagamaduna (40 mMr 1 pa3 B CyTKH) B COYETAaHUHU C OJTHOKPATHBIM MPUEMOM aMOpH3EHTaHA
(10 Mr) y 310pOBBIX TOOPOBOJIBIIEB HE BBI3BIBAI KJIMHUYECKH 3HAYMMOTO M3MEHEHHs MoKa3aTeseH
(hapMaKOKMHETUKM HH aMOpH3eHTaHa, HM €ro MeradoiuTa 4-THAPOKCHMETHII-aMOpHU3EHTaHa.
AHAJIOTHYHO MHOTOKpaTHOe IpuMeHeHue amOpuzeHTana (10 mr 1 pa3 B CyTKH) HE BIMAJIO Ha
bapmakokuHeTuKy Taganadpuia (40 Mr OTHOKPATHO B CYTKH).

IlepopallbHBIC KOHTPAIICITUBEI

B nccnenoBanuu ¢ yqactueM 370pOBBIX JTOOPOBOIIBIIEB-)KEHIIMH U3y4aloCh BIHUSHUE 12- THEBHOTO
Kypca mpuema amOpuszentaHa (10 mMr 1 pa3 B cyTku) Ha (PapMaKOKHMHETHKY IE€pOpaIbHOro
KOHTpALIENITUBA, COAEp)Kalero 1 Mr HOPATHHApPOHA M 35 MKr 3THHWIBCTPAINOIIA, MPHUHITOrO
onHOKpaTHO. 3HaYeHUSA Crmax U AUC 0oy IS STHHHIIICTPAAHOIIA HECKOIBKO CHIKAINCH (Ha 8 % 1
4 % COOTBETCTBEHHO), a JUIsl HOPITUHJPOHA — HE3HAUMUTEIbHO yBenuuuBanuchk (Ha 13 % u 14 %
COOTBETCTBEHHO). OTH M3MEHEHHUS MPOJOKUTEIBHOCTH JCHCTBUS STHHWIACTpaguoia |
HOPOTUHAPOHA OBUIM HE3HAYHUTENFHBIMA W  MAaJIOBEPOATHO OyIyT HWMETh CYIIECTBEHHOE
KJIMHUYECKoe 3HaueHue. Ha ocHOBaHMU pe3ynbTaToB (apMaKOKMHETHUYECKHUX HCCIEIOBAHUN HE
OXHJAeTCs, 4YTO aMOpPU3CHTaH MOXET BIMATH HA  OKCIO3UIMIO  ACTPOTCH- WU
MPOrecTareHCoAeP KaINX KOHTPAICTITHBOB.

Bapdapun

B uccnenoBanuu ¢ ydactuem 20 370pOBBIX JOOpPOBONBLIEB M3y4yasloCh BIUSHHE aMOpH3EHTaHA
(10 mr 1 pa3 B cyrku) Ha (papMaKOKMHETHKY M (apMaKOJWHAMHKY B PAaBHOBECHOM COCTOSHHH
OJHOKpaTHOM 103bl Bapdapuna (25 w™r), wusMmepsuiuch nporpom6bunoBoe Bpems (IITB) wu
MEXIyHapoaHoe HopMmainu3zoBaHHOe oTHomeHne (MHQO). AMOpu3eHTaH He OKa3bIBal KIMHUYECKH
3HAYMMOTO BIUSHHMS Ha (papMakoKMHETHKY M (apmakoguHaMuKy BapdapuHa. Taxke mpu
COBMECTHOM IIPHUMEHEHUH C BaphapuHOM HE MEHsETCS (hapMaKOKMHETHKA aMOpH3CHTaHaA.

Y mnauuentoB c¢ JIAI, mnomywaromumx BapdapuH, OJHOBPEMEHHOE NpPHUMEHEHHE Ipernapara
AMOpu3eHTan-29® He mpPUBOAWIO K KIMHUYECKH 3HauMMomy m3meHeHnuro [1TB, MHO wunu no3s1
AHTUKOATyJISHTA.

2 lI/IFOKCI/IH

B uccnenoBanuu ¢ ydactuem 15 3M0pOBBIX JOOPOBOIBIEB M3Y4YaIOCh BIUSHUE TMOBTOPHBIX 103
amOpm3entana (10 mr) Ha (apMaKOKMHETHKY OJHOKPATHOW 03Bl JUTOKCHHA. MHOTOKpaTHbIM
npueM amOpu3eHTaHa npuBoguna K HeOombmomy yBenudeHHo AUCqyjs  (miomans 1mon
(hapMaKOKUHETHYECKOH KPUBOM «KOHIIEHTpalUsS-BpeMs» OT BpemMeHH (O [0 TOCIEIHETro
MPOMEXKYTKAa BpEMEHHU cOOpa JaHHBIX) IUTOKCHHA U €T0 MUHUMAJbHBIX KOHIICHTPAIIUH, a TaKXkKe K
yBeM4eHUI0 Cpax Ha 29 %. VYBenuueHue NOpOJOJDKUTEIBHOCTH BO3IACHCTBUS JWTOKCHMHA B
YCIIOBUSIX MHOTOKPAaTHOTO MpueMa aMOpH3eHTaHa ObLJIO COYTEHO KIMHUYECKH HE3HAYMTEIbHBIM,
KOPPEKINH 103l aMOpU3EHTaHa He TpedyeTcs.

AmOpuseHTan N Vitr0 He OKa3bIBa€T MHTHOUPYIOIIEro BO3ACHCTBHS Ha P-gp omocpemnoBaHHOE
BBIBCACHUEC AUI'OKCHMHA U ABISACTCA CYGCTpaTOM JJIA P-gp OIMMOCPCAOBAHHOI'O BBLIBCIACHUS. KpOMe
TOr0, B JOMOJHUTEIBHBIX HCCICIOBAHHUAX IN VItr0 ¢ KyJbTypaMu KpPBICHHBIX M YEJIOBEYECKUX
rernaToUUTOB HE OBUIO MPOJEMOHCTPUPOBAHO J0KA3aTENbCTB TOrO, YTO aMOpPH3eHTAaH MHTUOUPYET
NTCP, OATP, BSEP u MRP2. CormnacHo pe3ynbTaraM HCCIEIOBAHUS, B HW30JUPOBAHHBIX

COOTBETCTBYET IKCINEFPTHOMY OTYETY
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TPaHCIIOPTEPOM I'€HOB OBLJIO NMOKA3aHO, YTO aMO CRRMRP2 514
BSEP B konnenrpamusx 1o 100 mxM. B wuccrnenoBanusx in Vitro aMOpu3eHTaH AEMOHCTPHPYET
cnaboe uarubuposanne OATP1B1, OATPIB3 u NTCP npu ICsy 3nauenusax 47 MxM, 45 MxM un
npubmmsurensHo 100 MkM coorBercTBenno. MccnenoBanus in VItro ¢ KyJabTypaMu KPLICUHBIX
TeIaToIMTOB TaK)Ke TOKa3ajad, YTO aMOPHU3CHTAaH HE MHIYIMPYET SKCIPECCHI0 MPOTSHHOB P-gp,
BSEP wm MRP2.

[TpumeHeHne aMOpU3eHTaHa y 30POBBIX JOOPOBOJIBIIEB B MOCTOSIHHOM J103€ HE COMPOBOX/IAIOCH
KIIMHUYECKN 3HAYMMBIM BIUSHUEM Ha (DapMaKkOKWHETHKY IUTOKCHHA (cybctpara P-gp) mpu ero
OJTHOKPATHOM NPUMCHEHUH.

Omenpazon

B KIMHHMYECKMX HCCIIENOBAaHUSAX OJHOBPEMEHHOE NPUMEHEHHE aMOpU3EHTaHa C OMENPa30JIoM
(uarudutop wu3opepmenta CYP2C19) He cOnpoBOXKAATIOCH CYHIECTBEHHBIMH HW3MEHEHUSMU
(hapMakOoKMHETHKH aMOpu3eHTaHa y manueHToB ¢ JIAT .

Jlpyrue npenaparsl ULl HaapaBiaeHHoro jeuenus JIAL

OddexkTuBHOCTF M 0€30MacHOCTh aMOpHU3EHTaHA TPHU COBMECTHOM IPUMEHEHHUHU C JPYTUMHU
npenapatamu Ui jgedeHus JIADT (Hampumep, MPOCTaHOMAAMHM U CTUMYJIATOPAMHM PacTBOPUMOMN
IryaHWIaTIMKIa3bl) HE OBUIM  CHEUAJbHO U3y4eHbl B KOHTPOJIMPYEMBIX KIMHUYECKHX
uccienoBanusax y mnaugueHtoB ¢ JIAI. He mnpennonarasoch KOHKPETHBIX —JIEKAPCTBEHHBIX
B3aUMOJICHICTBUH CO CTUMYJSATOPAMU PACTBOPUMON TIyaHWJIATHMKJIA3bl WIM NPOCTAHOMJAMH Ha
OCHOBE W3BECTHBIX JAHHBIX MO0 OuoTpaHchopmanuu. OpgHako He OBUIO IPOBEACHO
cneun(UYecKuX  MCCIEOBAaHUN  JIEKAPCTBEHHBIX  B3aUMOJECHCTBUH  C IPUMEHEHUEM ITHUX
npenaparoB. IloaToMy  peKOMEHIOBaHO  COOMIONATh  OCTOPOXKHOCTH  TPH  COBMECTHOM
IPUMEHEHHUU.

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTAIUS

JKeHIIMHEI ¢ JSTOPOAHEIM ITOTCHITNAIOM

>KGHH_II/IHI:I PCIIPOAYKTUBHOT'O BO3pacTa OOJDKHBI I10JIb30BAaThCs HaJACKHBIMHU METOAaMH
KOHTpAIleNIIMA BO BpeMs Tepamuu mpenapatoM AmOpu3eHTaH-29D u B TeueHHWe HE MeHee 3
MECSLEB IOCIIE €€ 3aBEPILICHUS.

BbepemeHHOCTD

B JIOKIMHMYECKUX MCCIIEOBAHUSAX BBISIBICHO, YTO aMOpH3eHTaH o0NagaeT TepaTOreHHBIM
neiictBrueM. KiTMHUYeCKHX MCCIIeIOBAaHUN IO TPUMEHEHHUIO TIpernapara Bo BpeMsi 0epeMEHHOCTH HE
npoBoawid. [Ipenapatr AMOpu3eHTan-29® nMpoTHBOMOKa3aH BO BpeMsi OEpEMEHHOCTH.

[Tepen Havamom snedeHus mpernapatom AMOpu3eHTaH-29®d Bpad JOMKEH MPOBECTH OOCIIEIOBAaHME,
MOTBEPXKIAIOIIEE OTCYTCTBHE OepeMeHHOCTU. JKEHIIMHBI PEenpoOAYKTHBHOTO BO3pacTa IOJKHBI
OBITh MHGOPMHUPOBAHBI O PUCKE HEOJIArOMPUITHOTO BO3ICHCTBHSI aMOpPU3EHTaHa Ha TIJI0JT BO BPEMSs
OepeMeHHOCTH.

KeHmMHBI pEenpoayKTUBHOIO BO3pacTa JOJKHBI ObITh WHGOPMUPOBAHBI O HEOOXOAMMOCTHU
HE3aMeUIMTEIBHOTO OOpallleHuss K CBOEMY Bpauy B Ciydae HACTYIUIGHUS OCpEeMEHHOCTH WIIU
BO3HHUKHOBEHUS IMOA03peHUIl 0 ee Hamuuuu. JlmarHoctupoBaHue OEpeMEHHOCTH PEKOMEHIOBAHO
KOHTPOJIMPOBATh €XKEMECSIYHO TECTOM Ha OEpPEeMEHHOCTh BO BpEMs BCEro JIEYCHUS IpernapaToM
AMOpu3eHTaH-29® Kak KIMHHYECKOE IMOKa3aHue.

JlakTarnus

HeusBecTHO, BblAensieTcs M aMOpHU3eHTaH ¢ IPyOHBIM MOJIOKOM. Ecimu B mepuon rpyAaHoro
BCKapMJIMBAaHHUsI HEOOXOIUMO MpOBeleHHE Tepanuu npenapatoM AMOpuseHTaH-29®, To rpyaHoe
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BCKapMJIMBaHUC PEKOMEHAYCETCA IPEKPATUTD. (NOCNEOCBATENEHOCTE 0002)

PepTHIILHOCTD

Pa3Butne TeCTHKYISIpHON KaHAJBIIEBON aTpOdUU SIMYEK Y JKUBOTHBIX MYXKCKOTO IOJIa CBSI3aHO C
JJINTCIIbHBIM HpI/IMeHeHI/IeM AHTAaroH"ucCTOB pGHGHTOpOB OHAOTCIIMHA, BKJIFOYasd aM6pI/I3eHTaH. XOTSI
B uccnenoBanuu ARIES-E He ObulO BBISBIEHO YETKHMX JO0KAa3aTeIbCTB MaryOHOTO BIIUSHUS
HHHTGHBHOﬁ OKCITIO3UIINN aM6pH3€HTaHa Ha KOJIUYCCTBO CHepMBI, JJINTCIIBHOC HpI/IMeHeHI/Ie
amOpu3eHTaHa OBLJIO CBSI3aHO C HW3MEHEHUSMHM MapKepoB cCIiepMarToreHe3a. B 1masme KpoBu
HAONMIOAANOCh  CHMWKEHHWE  KOHIGHTpalMW MHTHOMHA-B M yBenMueHHWe  KOHIEHTPALUU
dbommukynoctumynupyromiero ropmona (OCI'). Bnustaue npenapara Ha My»XCKYI0 (GEepPTHIBHOCTD Y
YCJIOBCKA HE yCTaHOBHGHO, HO HCJIB3d HCKIIFOYAaThb BO3MOXXHOCTH yxyz[meHHﬂ cnepMaToreHe3a.
JlnutenbHOE TIPUMEHEHHE aMOpHW3eHTaHa B KJIMHHYECKUX HCCIICIOBAHMUSIX HE OBLUIO CBSI3aHO C
W3MEHEHHEM YPOBHS TECTOCTEPOHA B IJIa3Me KPOBH.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeACTBAaMH M padotath ¢
MeXaHU3MaMH

AMOpu3eHTaH 00JsajaeT HEOOIBIIMM WM YMEPEHHBIM BIMSHUEM Ha CIOCOOHOCTH YIPaBIISATH
TPAHCIIOPTHBIMH CPEJCTBAMU U pabOTATh C MEXaHU3MaMHU.

CrnenyeTr y4uThIBaTh KIMHMYECKOE COCTOSHUE MAllMeHTa W MPO(UIb HEXeNaTelIbHBbIX peakiuil
amMOpu3eHTaHa (TaKUX KaK BBIPAKEHHOE CHIDKEHHE apTePHAIBLHOTO JABJICHHUS, TOJOBOKPYKEHUE,
aCTEeHMsI, YTOMJISIEMOCTh) TPU OLIEHKE CIIOCOOHOCTH MallMeHTa K BBIMOJIHEHUIO 33a4, TPeOYIoIuX
BBIHECCHHUSI CYXKICHUM, TBUTATEIHHBIX WM KOTHUTUBHBIX HABBIKOB. [1alleHTHI JOKHBI TOHUMATH,
KaK Ha HUX MOXET MOBIHUATh aMOpU3EHTaH Mepes TeM, Kak yIpaBIsTh TPAHCIIOPTHBIMU CPEICTBAMU
Wi paboTaTh ¢ MEXaHU3MaMHU.

4.8. He:xxesaTeJIbHbIE PeAKIIUH

Pesrome mpodung 6e30macHoCTH

besonacHocTh aMOpH3eHTaHa OLICHUBAIU MPU MPUMEHEHUH B BHJI€ MOHOTEpAIlMU W/WIN B COCTaBe
KOMOWHUPOBAaHHOM Tepanmuu B KIMHUYECKUX MCCIEJOBAaHUAX C YydactueM Oomee uem 1200
nanuenToB ¢ JIAI'. HexxenaTenbHbie peakiinu, BhISBIECHHBIC 110 TJAaHHBIM 12- HEIEIBHOTO I1ane0o-
KOHTPOJIMPYEMOr0 KJIMHUYECKOI'O WCCIICAOBAHUS, TNPEACTaBICHBl HIDKE IO KJlaccaM CHCTEM
OpPraHoB M 4YacToTe BcTpeyaemocTu. MHopmamus #3 JOITOCPOYHBIX, HE IUIanedo-
koHTposmupyeMbix uccienoBanuii (ARIES-E u AMBITION (B couetanuu ¢ TaganaduiaoM)) Takxke
npencraBieHa Huxke. He OBLIO BBISBICHO paHee HEU3BECTHBIX HEKEIATeNbHBIX peakuuil mpu
JUTTETIHOM JICYCHUH WIM TIPH NPUMEHEHHH aMOpH3eHTaHa B coueTaHuu ¢ Taganaduiaom. Ilpu
JUITUTENHHOM HAOJIOAEHUHM B HEKOHTPOJIMPYEMBIX HCCIENOBAaHUAX (CpeqHHIl mepuoa HaOoIeHus
79 wHenmenb) mnpoduias Oe30MacHOCTH ObUI  aHAJOTMYEH TOMY, KOTOpBIA HaOmojmancs B
KpPaTKOCPOUYHBIX UCCIIEIOBaHUAX. TakxKe mpeacTaBieHbl JaHHbIe PyTHHHOTO (hapMaKoHa130pa.

[Tepudepuyeckue OTekH, 3aAepKKa KUAKOCTH W TOJOBHAsE OONb (BKJIIOYas TOJOBHYIO OONb B
o0acTh TNPHUIATOYHBIX Ta3yX, MHIPEHb) SBISUIUCH HauOolee YacTo BCTPEYABIIMMHUCS
HEXENaTeNbHBIMH PEaKIMsIMU TpU NpPUMEHEHHH amOpu3eHTaHa. boiee Beicokme 03wl (10 mr)
ObLTH CBs3aHBI C Ooiee BBICOKOW YacCTOTOH BCTPEYAEMOCTH JTHX HEXKENaTelNbHBIX peaknui, u
nepugepuyeckre OTeKH, Kak MpaBuiIo, ObUIH 0oJiee TSKEIBIMU Yy TAIIMEHTOB B BO3pacTe > 65 JieT B
KPaTKOCPOYHBIX KIIMHUYECKUX MUCCIICOBAHMSIX.

Tabauunoe pE3IOME HeXKeaTeIbHbBIX PEaKITUM

YacToTra BCTpeuaeMOCTH OMNpEAeNsAeTCs CileayromuM olOpa3oM: odeHb yacto (> 1/10); yacro
(> 1/100 u < 1/10); mveuacto (> 1/1 000 u < 1/100); peaxo (> 1/10 000 u < 1/1 000); oueHs peaKo
(< 1/10 000) u HeusBecTHO (HEBO3MOYKHO OLIEHHTh HAa OCHOBAHWU HMMEIONIMXCS MAHHBIX). Jls
J0303aBHUCHUMBIX HEXKCIAaTCIbHBIX peaKHI/Iﬁ KaTeropud 4YaCTOTbl BCTPCHACMOCTH OTpaXCHa JJIA
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COOTBETCTBYET QKCNEFPTHOMY QOTYE
ot 17.12.2025 N2 31363

Oosnee BbICOKOW 103bl amOpuzeHTaHa. Kareropuu qaCTq)T.b;. He| }I[THIHBMO]F”D{H]YTI/Iq |c_ba41<mpm
BKJIIOYasA Pas3jinidHylO0 MIPOAOJLKUTCIBHOCTE HEe (D s 3
XapaKTepPUCTUKN TanueHTa. KaTeropum 4YacTOTBI BCTPEYAEMOCTH HEXKEIATEIBHBIX PEaKIHi,
INPUCBOCHHBIC HAa OCHOBAHWH ONbITa IMPUMCHCHHUA B KIMHUYCCKHUX HCCIICAOBAHUAX, MOI'YyT HC
OTpakaTh YacCTOTy HEXKEJIATEIbHBIX PEaKInii, BOZHUKAIONINX B OOBIYHON KIMHUYECKOH MpaKTHKE.
B npenenax kaxaoW IpyIIbl YaCTOTHI BCTPEYAEMOCTH HEKEIATEIbHBIE PEAKIUU [IEPEUHCIICHBI B

MOPSIKE YMEHBIIEHUS CEPhE3HOCTH.

.-'\..‘

AMOpu3eHTaH AMOpu3eHTaH KomouHanusa
(ARIES-C u moct- | (AMBITION wu | ¢ Ttamanaduiom
peructpammonnoe | ARIES-E) (AMBITION)
NpPUMEHeHHe)

Hapywenus co cmoponvl Kposu u anumgamuyueckoti cucmemul

Anemus (cHmxenue yposHs| Yacto? Ouenb yacTo OueHnb yacTo
reMorJIoOOnHa, CHIDKCHUE]
reMaTOKpUTa)

Hapywenus co cmopomnst uMMyHHOU cucmembl

Peakiun Heuacto Yacto Yacto
TUNEPYYBCTBUTEILHOCTU

(Hammpumep,

AQHT'MOHEBPOTUYECKUN  OTEK,

CBIIIb, 3y/1)

Hapywenus co cmoponsi HepsHoll cucmembl

TonoBHas ©6onp  (Bkmouas] OdeHb 4acTo? OueHb yacTo OueHnb yacto
rOJIOBHYI0 0O0ib B o0JsacTul
NPUIATOYHBIX Ma3yx Hoca,

MUTPEHB)

['onoBokpyxeHune Yacro® OueHb YacTo OueHnb yacto

Hapywenus co cmopomnsi opeana 3penus

Heuetkocth spenus, | Hemssectno? Yacro Yacrto
HapylLICHUE 3pEeHUs

Hapywenus co cmoponsl opeana ciyxa u 1adbupunma

[IIym B ymax HeusectHO HeusectHo Yacrto
Bnesannas noreps ciryxa HewnssectHo HewnssectHo Heugacro
Hapywenus co cmoponwvl cepoya

Cepzednas HeIOCTATOYHOCTh | YacTo® Yacro Yacro
Omrymienne cepaneOneHus Yacro Ouensb yacto Ouensb yacto
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ot 1/..12.2

U5 We 371363

SKCIHEFTHOMY OTHETY

AMOpHU3eHTaH Amvopuzentan 3 A | IKomboumamms() (02
(ARIES-C u noct- | (AMBITION wu | ¢ Taganaduiom
perucrpaunonnoe | ARIES-E) (AMBITION)
NpUMEHeHHe)

Hapywenus co cmoponul cocyoos

BeipaxxenHoe  cHmwkeHme | Yacto® Yacro Yacrto

apTEPUAIILHOTO JABJICHUSA

[TpunuBel (Brmrovaror | Yacro Yacro OueHb yacTo

IIPUJIMBBI JKapa)

O6mopok Heuwacro® Yacto Yacro

Hapywenus co cmoponwvi Obix

amenbHOU CUCIEMbL, OP2AHO8 2PYOHOU KNemKU U CPe00CmeHUs

HocoBoe kpoBoTeueHue Yacro® Yacto Yacro
OpnpImka Yacro3© O4eHb 9acTo OdeHb 9acTo
3aJ10KEHHOCTh BEPXHUX 7
. | YHacto
JIbIXaTeNbHBIX nyTen
(Hanpumep, HOCA,
MIPUIATOYHBIX nasyx),
CUHYCHT, Ha30(apuHIUT,
PUHHT
Hazodapunrur OueHb yacTo OueHnb yacTo

CuHyCHUT, pUHUT

Yacto

Yacto

3aJ105KEHHOCTh HOCa

QueHs yacto

O4eHp 4acTo

Kenyoouno-kuwieunvie HapyueHus

TowmHoTa, pBOTA, AUApES Yacro®

TomHoTa Ouens yacTo Ouens yacTo
PBota Yacro OueHnb yacTo
Hunapes OueHb yacTo OueHnb yacTo
bonb B xuBOTE Yacro Yacro Yacro

3amnop Yacro Yacro Yacro
Hapywenus co cmoponwvl neuenu u dcenuesbleo0auux nymeti

Hapymuienne (ynkumn | Hemssectno®® HewusectHo HewusgectHo
NICYCHU

AyTOUMMYHHBIN TeMaTuT HenspectHo® HewusectHo HewusgectHo
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COOTEETCTBYET 3KCNEFTHOMY OTYETY
ot 17.12.2025 N2 31363
AMOpu3eHTaH AMOpH3eHTAR [/, 02)
(ARIES-C u noct- | (AMBITION wu | ¢ Taganaduiom

perucrpaunonnoe | ARIES-E) (AMBITION)
NpUMEHeHHe)
[ToBbiieHne  akTuBHOCTH | YacTo® HewussectHO HeussectHO

INEYCHOYHBIX TPaHCaMKWHA3

Hapymenuﬂ CO CMOPOHBL KOJHCU U NOOKOJCHBIX MKAHell

ChIIb HewusBecTHO Yacro® Yacro®

Obwue napywenus u peakyuu 8 mecme 86e0eHuUsl

[Mepudepruueckue  oreku, | O4eHb YacTo Ouensb yacto Ouens vacto
3aJIep)KKa KUAKOCTU

Bounb B rpyan/muckomdopr | Yacro Yacro OueHnb yacTo
AcTenus Yacto® YacTo YacTo
YToMiI1eMoCThb Yacro® Ouenn 4acTo Ouenb 4acTo

1Cwm. noapasaen «OnucaHue OTAeIbHBIX HEXKENATebHBIX PeaKui».

2 YacToTa BCTPEYaEMOCTH TOJIOBHOM Oomu Obia Oonee BBICOKOW NpH HpUMeHeHuH 10 Mr
amMOpu3eHTaHa.

3 JlanHble, MOMyYEHHBIE MO PE3yNIbTATAM ILIAHOBOrO (hapMaKOHaA30pa, M MOKA3aTeNd 4acTOThl Ha
OCHOBAHUU OIBITa IPUMEHEHHUS B IJIAI[e00-KOHTPOIUPYEMBIX KIMHHYECKUX HCCIECOBAHUSX.

4 JlanHble, MOTy4YEHHBIE IO PE3YIIbTATaM IUIAHOBOTO (hapMaKoHaa30pa.

° BONBIIMHCTBO 3aPETMCTPUPOBAHHBIX CJIy4aeB CEPIAECYHON HETOCTATOUHOCTH OBLIO CBS3aHO C
3aJIep>KKOM KUIKOCTH. JlaHHBIE, TMOJydyeHHBbIE MO pe3yjbTaTaM IIJIAHOBOTO (apMaKoHaa30pa,
MOKa3aTelnu YacTOThl HAa OCHOBAHMM CTAaTHUCTUYECKOTO MOJEIMPOBAHUS JAaHHBIX IuTanebo-
KOHTPOJIMPYEMBIX KIMHUYECKUX UCCIIEI0BAHUM.

6 Crryyan HapacTaHus OJIBIIIKK HEACHOM STHOJIOTHMH OBbLUTH 3aPETUCTPUPOBAHBI BCKOPE MOCIIE HaYaa
Tepanuu aMOpU3EHTaHOM.

” Yacrora BCTPEHACMOCTH 3aJIOKCHHOCTH HOCa ABJIAIaCh J10303aBHCUMOMU npu JCYCHUU

aMOpH3EeHTaHOM.

8 Bo Bpems Tepanuu aMOpU3EHTAaHOM OBLIM 3aPETHCTPUPOBAHBI ClIydan ayTOMMMYHHOTO TeTaTHTa,
BKJIIOYast Cilyyad OOOCTpPEHHsI ayTOMMMYHHOTO TelaTuTa U MOpPaKEHUs I€UYEeHU HEsICHOU
STUOJIOTHH.

 Chlllb BKJIIOYAET CHIINb SPUTEMATO3HYIO, CHIIIb I'€HEPAIM30BAHHYIO, ChIIb IAIyJIE3HYI0 M ChIIb
3YAAIIYIO.

OnucaHue OTJENIbHBIX HEXKEIATECIbLHBIX PEAKITHI

B nmoctpeructpanimoHHoM mnepuojie ObUIM 3aperucTpUpOBaHbl CIydyal aHEMHH, TpeOyromen
NepenuBaHusl KpoBH. YacToTa BCTPEYaeMOCTH CHMKEHHUS YpOBHS reMorioOuHa (aHemuu) Obuia
BBIIIIE B TPYIIIIE MarueHToB, noxydatonmx 10 mr amOpusentana. Bo Bcex 12-HenenbHBIX miae6o-
KOHTPOJHMPYEMBIX KIMHHYecKHX uccienoBanusx III ¢as3sl cHmkeHHe cpeqHeld KOHIICHTPaLUuu
reMorjo0WHa y MaMeHTOB B IPyIax aMOpru3eHTaHa ObLIO BHISBIICHO YK€ Ha 4 Hexene (CHIKEHHE
Ha 0,83 r/mm); cpenHee WM3MEHEHHE OTHOCHTEIBHO MCXOJHOTO YPOBHS, KakK MPEACTaBIsLIOCH,
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COOTBETCTBYET
ot 1/.12. 2025 Ne 31363
CTa0MIM3UPOBATOCH B TEUCHUE TOCHeNyIoUmX (8 Hexenp: | Brodmein erroxapgry y - 17, uenopex

SKCIHEFTHOMY OTHETY

(6’5 %) B prnnax JICUCHUA aM6pH3eHTaHOM OTMEUYAHOCE-CHILKEHIS sz?nnrrﬂ ceMOoORIoOMIIA 1A = 15
% OTHOCUTEIHLHO HUCXOOHOT'O YPOBHs, CO 3HAUCHUEM MCHBIIC HIDKHEH T'paHULIbI HOPMBI.

VYV psana mamuentoB (19 %) Obulo TpPOIEMOHCTPUPOBAHO TIOBBINICHHE AKTUBHOCTU TaMMa-
rryramunTpadcdepassl (> 3XBI'H). Knuandeckas 3HaUnMOCTh HEW3BECTHA.

Oco0ble rpynibl NalueHTOB

Hab;ueHmbl noJHCUs1020 sospacma

B KiIMHWYECKHMX HCCIENOBaHUAX C NIpPUMEHEHHeM mpenapata AmOpu3eHTaH-29d B KadecTBe
MOHOTEepanuu nepudepruieckre 0TeKH ObLIN 3aperucTPUpPOBaHbl KaK J0303aBHCHMBbIE, TaKKe Oblia
OTMEYEHa TEHJEHIMS K UX 0Oojiee 4acTOMy BO3ZHHUKHOBEHHIO M 0ojiee TSDKEIOMY TEUYCHHUIO Yy
MalMEeHTOB B Bo3pacte 65 jer u crapme. B mocieayromeM KIMHUYECKOM HCCIECI0BAHUU
(AMBITION) wu4actota BO3HMKHOBEHHMS OTEKOB Yy TAIlMEHTOB, TMOJY4YaBIIUX MOHOTEPAIHUIO
amOpu3eHTaHoM, cocTaBisia 19 % y manueHTtoB B Bo3pacte < 55 et u 28 % y HanueHTOB B
Bo3pacTte > 55 jsier. B 3TOM ke HUCCIENOBaHMM 4YacTOTa BO3HUKHOBEHUs OTEKOB Yy IIALIUEHTOB
MOXHJIOro Bo3pacta (65 set u crapiie) cocrapisiia 44 % (44/101), 37 % (18/49) u 29 % (16/56)
B rpynnax AmOpuszeHTaH-29® + Ttamanadui, MOHOTepanuu mpenaparoM AmOpuzeHTaH-29D u
MOHOTEpanuu TaaanaduioM COOTBETCTBEHHO MO cpaBHeHHUio ¢ 45 % (91/201), 39 % (40/103) u
28 % (27/95) y manmenToB 6oyiee MOIIOIOTO Bo3pacTta (< 65 ner).

COO6H.IGHI/IC O IMOAO3PEBACMBIX HEKECIATCIbHBIX PCAKIIMAX

BaxxHo coo0mate 0 moo3peBaeMbIX HEXeNaTeIbHBIX PEaKIHsIX MOCIe PEruCcTpaluu MpenapaTa ¢
[enbl0  00ECleUeHHs HENPEphIBHOIO MOHHTOPHHTA  COOTHONICHHS — «IIONIb3a —  PHCK»
JICKapCTBEHHOTO TMpernapara. MeIuIUMHCKUM Pa0OTHHUKAM PEKOMEHIYeTCs COoOoOIIaTh O JIHOOBIX
MOZI03PEBAEMBIX HEKENATEIbHBIX PEaKIMAX JIeKapCTBEHHOTO IpenapaTa depe3 HaIMOHAJIbHBIC
CHCTEMBl COOOIIEHUS O HEXeNaTeIbHBIX pEaKIMUAX TOoCyJapcTB — wieHoB EBpasuiickoro
KOHOMHYECKOTO COI03a.

Poccuiickas @enepanus

denepanbHas ciyx0a 1Mo Haa30py B chepe 3apaBoOOXpaHEHUS

Anpec: 109012, r. Mocksa, CinaBsiHcKas miiomaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas mouTa: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHMITOMBI

VY 3710pOBBIX JOOPOBOJIBIEB MPUMEHEHHE OJHOKpaTHBIX 103 50 u 100 mr mpemapata (B 5-10 pa3
IPEBBIIIAIOIINX MAaKCUMaJIbHYI0 PEKOMEHIOBAHHYIO J103y) COMNPOBOXKIAIOCh BO3HUKHOBEHUEM
TOJIOBHOW OOJIM, NPWIMBOB, T'OJOBOKPY)KEHHUS, TOLIHOTHI M 3AJIO)KEHHOCTH HOCA. YYHUTHIBas
MEXaHU3M JIEHCTBHsI aMOpPU3EHTaHa, €ro Nepeo3upPOBKa MOXKET MIPUBECTH TAKXKE K BBIPAKEHHOMY
CHUKEHUIO apTepualibHOTO naBieHus (AJl).

Jleuenune

Cumnromatuueckoe. B ciydae BeIpakeHHOTO CHIDKeHUsT AJ] MOXeT moTpeOoBaThbesi MPOBEICHUE
aKTUBHBIX MEpONpHUATHH  (YJIOXKUTh NAIlUEHTa, TMPUIOJHATH HOTH, BOCIOJIHUTH O0BEM
UUPKYJIUPYIOIIEH KpPOBU BBEICHUEM KPHUCTAIIOTUIPATOB), HAMpPaBICHHBIX HA MOJICPKKY
aprepuaibHOro nasieHus. Crnenupuyeckoro aHTUAOTA HET.
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5. PAPMAKOJIOTUYECKME CBOMCTBA (NOCNEAOBATENEHOCTE 0002)

SKCIHEFTHOMY OTHETY

5.1. ®apmakoanHaMHYecKHe CBOMCTBA

dapMakoTepaneBTUYeCKas TpyIa: aHTUTUIIEPTEH3UBHBIE CPECTBA; APYTrUe aHTUTUIIEPTEH3UBHbIE
CpelCTBa; aHTUTUIIEPTEH3UBHBIE CPEJICTBA JIJIS JICUCHUS JIETOYHOM apTepuaIbHON TUIIEPTEH3UH.

Kon ATX: C02KXO02.

MexaHu3M NENCTBUS

AMOpU3eHTaH SIBJISIETCS AHTAarOHUCTOM PELENTOPOB HJOTEIMHA Kjacca MPONAaHOBOH KHCIIOTHI,
CEJIEKTUBHBIM B OTHOIIEHMH penentopos sHpoTennHa noaruna A (ET,), akTUBHBIM mpu mpueme
BHYTpPb. DHJOTEIIMH UTPAET 3HAUUTEIbHYIO poiib B maTodusuoioruu JIAT .

. AmOpuzentan Onokupyer ETa-penientopsl, pacHoioXeHHbIE NPEUMYIIECTBEHHO Ha
MIOBEPXHOCTHU IVIaJKOMBIIIEYHBIX KIETOK CTEHOK COCYAOB M KapAMOMHOLUTOB. JTO NMPEAOTBPAILAET
SHIOTEIUH-OIOCPEAOBAHHYIO aKTUBALIMIO CUCTEM BTOPUYHBIX MECCEHDKEPOB, KOTOpask IPUBOAUT K
BA30KOHCTPUKIIMU U MPOTH(epaIfy IaKOMBIIIEYHBIX KIECTOK.

J CenexkTuBHOCTh aMOpu3eHTaHa B oTHOmEHUU ETa-penentopoB 1o CpaBHEHHIO C
penentopamu >HAoTenuHa noartuna B (ETg), kak oxumaercs, coxpaHseT omocpenoBanHyr ETg-
penenTopamMu NpoOAYKIMIO Ba30AMJIaTaTOPOB (OKCHJIa a30Ta U MPOCTALUKINHA).

[Ipumenenne aMOpu3eHTaHa MPUBOAMWT K CYIICCTBEHHOMY IOBBIIMICHUIO CEPICYHOTO HHACKCA Y
namuenTosB ¢ JIAT.

AHanu3 pe3yabTaToB IUIaLe00-KOHTPOJIUPYEMBIX HCCIEAOBAaHUN IOKa3all, YTO MPH MPUMEHEHUU
aMOpu3eHTaHa BHYTpb B TeueHue 12 Hemenb oTMevaeTcs yaydlieHne QyHKIIMOHAIBHOTO Kilacca 1Mo
kinaccupukanmn BO3 B Koppensiuu cO CHIDKCHHEM KOHIIEHTpAIMu B-HaTpuilypeTH4ecKoro
nentuaa (BNP).

DaeKkTpoGU3UOIOTUS CEPIA

Bnusiaue amOpuseHtaHa Ha ckoppektupoBaHHbIH uHTepBan QT (QTc) oueHuBanmu B
PaHJAOMU3UPOBAHHOM  IUIANE00-KOHTPOJIUPYEMOM HCCIEJOBAHUM B MapajUieNbHbIX TIpynmax.
3110poBbIe 100pPOBOJIBLIEI OBLIIM PaHAOMH3UPOBAHbI HA TpHEeM aMOpu3eHTaHa B o3¢ 10 Mr oauH pa3
B CYTKH, C MOCHeaAyomumM mpuemom 40 Mr amOpu3eHTaHa OJHOKPATHO; JIMOO Ha TpHeM Iiaredo, ¢
nocaenyromuM npuemom 400 Mr MokcHQIIOKcallMHa OJJHOKPATHO; TUO0 HA MPHEM TOJIBKO I1anedo.
[Ipuem am6Gpuszentana B no3e 10 Mr oguH pa3 B CYTKM HE OKa3blBaJl 3HAUUMOI'O BIIMSHHS Ha
untepBas QTc. [Ipuem amOpusenTtana B n1o3e 40 Mr mpuBOAMI K YUIMHEHHUIO CPEIHET0 MHTEpBaa
QTc Ha 5 Mc npu tmax; BepxHss rpanuna 90%-ro nosepurenbHoro natepsana (90 % M) cocraBuia
9 mc. BausHre 0JHOBpEMEHHOrO0 NMPUMEHEHHsS aMOpH3EHTaHAa M WHTHOMTOPOB €ro Meradonu3ma
(HampuMep, KeTOKOHA30J1a, MUKIocnmopuHa A) Ha jmHy uHTepBasia QT HemsBecTHO (CM. pazaen
4.5).

Kinuanueckas 2dhdhekTUBHOCTE U O€30I1aCHOCTD

Monomepanus ambpuzenmanom

DddexkTuBHOCT aMOpH3eHTaHa Obla OIEHEHAa B JBYX PaHIOMH3WPOBAHHBIX JBOWHBIX CJIEMBIX
MHOTOLEHTPOBBIX IIane0o-koHTpoinupyeMbix uccinepoBanusx III ¢assr ARIES-1 u ARIES-2
nponopkuTenbHOCThI0 12 Hemenb. WMccnenoBanme ARIES-1 Opuio mpoBeaeno ¢ ydactuem 202
MAIMEeHTOB, KOTOPbIE TOMy4Yain aMOpU3eHTaH B CYTOYHBIX A03ax 5 mr u 10 mr wim mnamne6o. B
uccnenoBanuu  ARIES-2 yuactBoBamo 192 mnammenTa, KOTOpble TMOMy4danaud aMOpHU3EHTaH B
CYTOYHBIX J103aX 2,5 MTI' U 5 MT uiH ruiane0o.

B o00oux wuccrenoBaHUsAX OCHOBHBIM TOKazaTeneM A(QPEKTUBHOCTH OBLIO  yIydIlIEHUE
MEPEHOCUMOCTU (PU3UUECKON HArpy3KH, KOTOpPOE OIICHHBAIM IO YBEIWYCHHUIO AWCTAHIIUU B TECTE
meCTUMUHYTHOU X001 (TOMX).
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COOTBETCTBYET QKCNEFTHOMY OTHETY
or 17.12.2025 N2 31363
Yiydurenne cpepuero nokasarenst TOMX 1o cpaBHEHHIO|¢|HOX OFHBIM) [OKABATEICN) HAO/FOAaN0CH

gepe3 4 HeNeNUM Tepalud U COXPAHAIOCH 12 negene. B rpynne ambpusentana 5 wr
CKOPPEKTUPOBAHHOE M0 TuTarebo yIaydlieHue cpeaHero mokaszatens TOMX 1o CpaBHEHHIO ¢
UCXOIHBIM ypoBHeM Ha 12 Hemene coctaBwio 30,6 m (p = 0,008) B uccnenoBanuu ARIES-1 u
59,4m (p < 0,001) B uccnenoBanun ARIES-2. B rpynmne am6pu3entana 10 Mr B mcclieqoBaHUN
ARIES-1 ckoppekTupoBaHHOE MO IUIale0O yIydlleHHe cpeaHero mnokaszarens TOMX mo
CpaBHEHHIO C HCXOIHBIM TOKa3areneM coctaBmiio 51,4 m (p < 0,001).

[TockonbKy y HalMEeHTOB, MOMyYaBIIUX aMOpHU3eHTaH B KKAOH U3 IpyIl, HAOII0AaI0Ch 3HAYMMOE
ynydiieHrue mokaszarenss TOMX 1Mo cpaBHEHHIO C TaIlMEHTaMH, MOJYYaBIIMMHU IIIanedo, ist
,Z[ﬁJII:HGfIH.IGfI OICHKKU BTOPHUYHBIX KOHCYHBLIX TOYCK HUCIIOJIB30BAJIM PE3YJILTATHI OG’LCI[I/IHCHHOFO
aHanuza. KiroueBOM BTOPHUYHOM TOYKOW SIBJISJIOCH BpeMs 1O KIMHHYECKOro yxyameHus JIAT,
JAPYTUMH BTOPUYHBIMH TOYKaMU ObUIM CHIKEHHE (yHKIMOHaIbHOTO Kiacca JIAIT u ymeHblenue
BBIPAKEHHOCTH OTJIBIIIKHU IO 1IKane bopra.

[To pe3ynpTaTam OOBEAMHEHHOTO aHajWM3a HaONOIaIach CTATHCTUYECKH 3HAYMMas OTCPOYKA
kimHrYeckoro yxyamenus JIAIT B rpynme amOpu3eHTaHa 1mo cpaBHeHmio ¢ muiamnedo (p < 0,001),
IIPU 3TOM OTHOUIEHuEe puckoB cocrasmio 0,29 (95 % AU: 0,14; 0,59), yTo cBUAETENHCTBOBAIO O
71 % CHIDKEHMH pUCKa KIIMHUYECKOTO YXYIIIECHHs depe3 12 Hemenb B Tpymme aMOpH3eHTaHA IO
CpaBHEHHIO ¢ TuIanedo.

Taxke B o0OBeAMHEHHOW Tpymme amOpu3eHTaHa uepe3 12 Hemenb CTaTUCTHYECKH 3HAYMMOE
CHIDKEHHE BBIPQXKEHHOCTH OJIBIIIKH 10 miKase bopra, ckoppekTupoBaHHOE 1O Ianedo, COCTaBHIIO

- 0,85 (95 % JAU: -1,30; -0,39; p < 0,001).
Ambpuzenman 6 kombunayuu ¢ maoaraghuiom ¢ mepanuu JIAI'

Dddexr amOpuszeHTaHa U Taganaduia B cocTaBe KOMOMHUPOBAHHON TEpamnuy MEPBOU JTUHUU OBLT
MPOJEMOHCTPUPOBAH B MHOTOLEHTPOBOM  JBOMHOM  CJIETIOM  aKTHBHO-KOHTPOJIUPYEMOM
uccnenoBanuun AMBITION, B koTOpoM NpOBOAWIM CpaBHEHHE KOMOWHAIMM aMOpHW3EHTaHA H
Taganaduia ¥ MOHOTepanuu amOpu3eHTaHOM WM Tafanadmwiom y 610 mamumentos ¢ JIAL 1I- 111
¢dbynknroHansHOrO Kiacca mo BO3. [lanmeHTOB paHAOMU3UPOBAIN O TPYIIaM B COOTHOIICHUHU
2:1:1 nna monydenust 1 pa3 B cytku amOpuszentana 10 mr u taganadpmia 40 mr, amOpu3eHTaHa
10 mr mwim Tagamaduma 40 mMr. AMOpHW3eHTaH HAaYMHAIM MPUMEHATH B CYTOYHOM 703€ 5 MI B
TedeHue 8 Henenb, a Tajanadmi B go3e 20 Mr B TeueHHe 4 HEAETb, 3aTEM J03y KaxI0ro u3
MIPEnapaToB MOBBIIIAIH IIPH YCIOBUU XOPOUIEH MEPEHOCHMOCTH.

B uccnenoBanue ObLIM BKIIIOYEHBI MareHThl ¢ uauonarudeckor JIAT (53 %), HacieacTBeHHOM
JIAT (3 %) nmu JIATL, oOycnoBieHHOW 3a00J€BaHUSIMU COEIMHUTEIBHONW TKaHU, BPOXKICHHBIM
nopokoMm cepama, BUY-undekuueil, rekapcTBeHHbIMU TpenapatamMu uiud TokcuHamu (AJIAT
44 %). MeauaHa BpeMEHH OT ITOCTAHOBKH JHMAarHo3a 0 IIEPBOTO BBEICHHS HCCIIEAYEMOIO
npenapara cocranisia 22 gaa. CoctosHue npumepHo 31 % u 69 % nanueHToB OBUIO OLIEHEHO Kak
II wm III ¢ysxumonansHeIM Kiacc mo BO3 coorBercTBeHHO. CpemHuii BO3pacT MAIMEHTOB
coctaiisi1 54,4 roaa (32 % nanueHToB ObUTH B Bo3pacTe 65 JieT u cTapiie).

VYV manmentoB ¢ JIAI, momydaBmmx amMOpu3eHTaH W Taganaduy B COCTaBe KOMOMHUPOBAHHOU
Tepanuu TepBOW JHMHUHU, HAOMIONANOCh Oojiee BBIPAKEHHOE CHIDKEHHE YpPOBHS N-KOHIIEBOTO
Mo3roBoro Hatpuitypetudeckoro nentuga (NT-pro-BNP) mo cpaBHeHuio ¢ 00beIMHEHHBIMU
pe3yabTaTaMd TP MOHOTEpaNnuu (T€OMETPUYECKOe CpeaHee 3HAUYEeHUE, MOJIYYCHHOE METOAO0M
HaVMEHBIINX KBAJIPAaTOB U BBIPAXKEHHOE B MPOLIEHTaX, CHU3WIOCh Ha 67 % no cpaBHeHuto ¢ 50 %
coorBercTBeHHO; p < 0,0001). IToxokue pe3ynbTaThl OBLIM MOJYYEHBI NMPH CPABHEHHU TPYIIIIHI
KOMOMHHPOBAaHHOW Tepamuu ¢ TPYIINOM MOHOTepanuu amMOpu3eHTaHOM (CHMXKeHue Ha 56 %;
p=0,0111) u c rpynmnoii MoHOoTepanuu Taaaitaduiaom (camwxkenue Ha 44 %; p < 0,0001). Camxenue
ypoBHs NT-pro-BNP nabmromamock Ha paHHeM J3Tame jedeHus (4 Hemens) U COXPaHsIOCh 0
24 neneny.

Bpems 0o nacmynnenus neagppexmusrnocmu neveHus
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Bpems no mactynnenus Hedx(dextuBHOCTH npueHus HpM ) IIAL [IBRII0cH | KOMONHUPQBARHOM

KOHEYHOW TOYKOMW, OIpENesIIeMO KaK BPEMS Jo—HACEHASHMA—CMEPEH—(HO—HOOBIM—HPULHAM)

AN r 73

J

rocnutanu3anuu  no moBoay yxyamenuss JIAI, mporpeccupoBaHus 3a0oieBaHUS WM
HEYJIOBJICTBOPUTEIHHOTO JIOJITOCPOYHOTO KJIMHMYECKOTO OTBETa. Y TMAIMEHTOB, TMOTYYaBIIHX
aMOpu3eHTaH B KOMOHWHAIMK C TajxainaduiaoM, HaOIIOJaNoCh JIOCTOBEPHOE CHIDKEHHUE PHCKa
HeA(P(EKTUBHOCTH JICYCHHSI [0 CPABHEHUIO C COBOKYITHBIMU JAHHBIMU Y TAIMEHTOB, MOTYYaBIIHX
MOHOTepanui aMmOpu3eHTaHoM uiu TaganaduiaoMm (p = 0,0002), MoHOTEepanuio aMOpHU3EHTAaHOM
(p= 0,0004) nmu monotepanuio Taganapuiom (p = 0,0045). CHmwkeHre pUcKa BO3HUKHOBCHUS
HeapdeKTUBHOCTH JeueHus coctaBuiio 50 % (otHomenue puckon 0,50; 95 % JIU: 0,348; 0,724) B
rpynmne KOMOWHHPOBAaHHOW Tepamuy MO0 CPaBHEHUIO C OOBEAMHEHHBIMU JAaHHBIMU TPYIII
MOHOTEpAIHUH.

Knunuuecrkuit omeem

Y 10BIETBOPUTEIBHBIN KIMHUYECKHH OTBET Ha 24 Hexene ObUT KOMOWHHUPOBAHHOW BTOPHYHOMN
KOHEYHOH TOUYKOH, BKJIFOUABLIEH CIEAYIOLIME NTOKa3aTeNn: yayulienue nokasarens TOMX nHa 10 %
1 OoJiee 1O CpaBHEHHUIO C UCXOIAHBIM 3HAYEHUEM; CHIDKeHHE (pyHKImoHanmpHOro kiacca JIAT mo |
wm Il kmacca (mo knaccudukanmu BO3) wium coxpaHeHHE ITaHHBIX KJIacCOB; OTCYTCTBHUE
KIIMHAYECKOTO YXYyAIIeHUs a0 Wiu Ha 24 Hemene. B rpymnme kKOMOWHUPOBAHHOW Tepanuu
YIIOBJIETBOPUTEIbHBIN KIMHUUECKUI OTBET K 24 Hezxene ObuT JOCTUTHYT y 39 % manueHToB U ObLI
3HAYMTENIBHO BBIIIE, YeM B TpyIne o0beauHeHHOM MoHoTepanuu (29 %, p = 0,0264, oTHOIIEHHE
mrancoB 1,563, 95 % JIM: 1,054, 2,319) u 3HAUMTENBHO BBINIC, YeM B TPYIIE MOHOTEPAIUU
taganapuaom (27 %, p = 0,0321, ornomenne mauncoB 1,723, 95% JAW: 1,047, 2,833). Hukakoit
CYIIIECTBEHHOW Pa3HUIIBI B YJOBJICTBOPUTEIHHOM KIMHUYECKOM OTBETE MEXIYy KOMOWHHUPOBAHHOMN
Tepanuend 1 MOHOTeparnueld aMOpHU3eHTaHOM He HaOJI01aI0Ch.

Ilepenocumocmo gpuzuueckori HacpysKu

[lepenocumocTh (GU3NYECKON HArpy3kd B Ipynne KOMOMHUPOBAHHOW Tepamuu yIIydllWiach B
cratuctTryecku 3HauyuMo (p < 0,005) Gospiiel creneHu, 4eM B TpyNIax MOHOTepamuu: Ha 24-i
HezleNle MeMaHa W3MEHEHHUs B Ipylne KOMOMHMpPOBaHHOW Tepanuu coctaBuia 49 m (95 % AU
39,0-57,5) mo cpaBuenuto ¢ 27 m (95 % [AU: 12,5; 38,0) B rpymme MOHOTepamnuu
amOpu3eHTanoM u 22,7 m (95 % JIU: 16,5; 35,5) B rpymme MmoHoTepanuu Tagaaauaiom.

Omcymcemeue  sphexmusnocmu  lewenuss u  yseiuuenue Ciyuaed 20CNUMAIU3ayull  npu
UOUONAMUYECKOM JIe20UHOM pubpose

HccrnenoBanue ¢ yyacTHeM MAalMEHTOB C UIMONATHYECKUM JIETOUHBIM (prubpo3om, 11 % u3 KoTophIx
nmenu Bropuunyto JIAT (3 rpynma mo BO3), Gsuto mpekpamieHo B CBsI3u ¢ HEIPHEKTHBHOCTHIO
Tepanuy aMOPU3EHTAHOM Y TaKHX MalUeHTOB.

Ouenka kpurepueB 3(PGEKTHBHOCTH B HCCIICIOBAHMM MOKa3aja, 4YTO y IAMEHTOB B TPYIIE
amMOpH3eHTaHa B CPaBHEHHM C TPYNIOM Iulanebo daiie OTMEYaJlUCh CIIydyad TOCIHMTAIM3alluy,
CBSI3aHHBIE C JIBIXAaTEIIbHON HETOCTATOYHOCTBIO, CMEPTEIbHBIE UCXOABl M CHIDKCHUE JIBIXaTeNbHON
¢ynkuun. I[losToMy amMOpH3eHTaH NPOTUBOINOKA3aH OOJBHBIM C HIHMONATHYECKHM (UOPO30M
JIETKUX C BTOPUYHOM JIETOYHOM THIepTeH3uel mim 0e3 Hee (cM. pazaen 4.3).

5.2. ®apMakoOKMHEeTHYECKHEe CBOWCTBA

AOGcopOrmst

AMOpu3eHTaH OBICTPO BCACHIBACTCS B IKEIYIOYHO-KHUIIEYHOM TPaKTe, JOCTUTas MaKCUMAaJIbHOU
KOHLEHTpaluu B 11asme KpoBU (Cpax) IpuMepHO uepe3 1,5 4 nocie npueMa BHyTpb HE3aBUCUMO OT
BpeMeHu npueMa nuumM. BemnunHa Cpa ¥ Iulomazns mox  ¢hapMaKOKHHETHYECKONW KPUBOM
«koHUeHTpauus-speMs» (AUC) yBeaMunBarOTCs NPONOPLHUOHATIBHO J03€ BO BCEM JHalla30HE
TepaneBTHUECKUX /103. PaBHOBECHOE COCTOsIHME OOBIYHO JOCTHraeTcs uepes3 4 JHS Mocie Haydania
pEryJIIpHOrO MpuemMa mnpenapara.
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B uccnenoBaHnu 1o U3yYCHHUIO BIMSIHAS IPHEM3 MUK TPY IPANCHCHMM, IVQPH3¢HTaHa. HAOMAK

¥ BO BpPEMs NIPHEMA IHUIIH C BHICOKHM COJIEPIKAHHOMIKHPA—OHHH0-HOKA3AHOHFO—Cmy—CHERkaacE

Ha 12 %, B TO Bpemsa kak nokazareab AUC He u3MeHsuicsi. 910 CHMKEHUE Cpax KIMHUYECKH HE
3HaYMMO, TaKMM 00pa3oM, aMOpHM3EHTaH MOKHO NPMHUMAThb HE3aBHCHMMO OT BPEMEHH INpHEMa
TTHIIIN.

Pacnopenenenune

AMOpuU3eHTaH B BBICOKOM CTENEHM CBS3bIBACTCS C OelKaMH IU1a3Mbl KpoBH. CBs3b ¢ Oenkamu
IIa3Mbl KPoBH IN Vitro mocturaer B cpeaneM 98,8 % u He 3aBHCHT OT KOHICHTPAIIMH B ILIa3Me
KpoBH B nuanazone 0,2-20 Mkr/mii. AMOpH3eHTaH CBSA3BIBACTCS, TJIABHBIM 00pa3oM, C allbOyMHUHOM
(96,5 %) u, B MeHbI1IeH cTeneHH, ¢ 0.1 -KUCIIBIM TITUKOIIPOTEUHOM.

Pacripenenenre aMOpu3eHTaHa B SPUTPOLIUTAX CHIDKEHO MPH CPEAHEM COOTHOIICHUU (hOPMEHHBIX
3JIEMEHTOB KpoBH K 1azme 0,57 y myxunH u 0,61 y skeHIIuH.

Buorpancdopmarus

AMOpHU3EeHTaH TMOABEpraeTcsl TIIOKYpOHUAAuu moj BiausHueM Heckoilbkux UGT-depmenton
(ypumuanudochar-rmoxyponmntpanchepaza) (UGT1A9S, UGT2B7S wu UGTI1A3S) c
oOpa3oBaHWEM  TJIOKYpOHHJa  aMOpU3EHTaHa. AMOpHU3EHTaH  TIOABEpPraeTcs  TaKxkKe
MEeTa0OJIMYECKOMY OKHCIICHHIO TIO0J] BIMSHHUEM, TJIaBHBIM oOpa3om, m3opepmenta CYP3A4 u, B
Menbmier crenenu, uzopepmentoB CYP3AS u CYP2C19 ¢ oGpazoBanuem 4- ruapOKCUMETHII-
amMOpH3eHTaHa, KOTOPBI B Tpolecce TIOCIEAYIOUed TIIIOKYPOHHIAMN TpeBpaliaercs B 4-
THAPOKCHUMETHII-aMOpu3eHTaH TirokypoHua. B mmasme kpoBu AUC 4- ruapoKCUMETHII-
amOpu3eHTaHa coctaBisgeT npumepHo 4 % ot ucxogHo AUC ambGpusentana. bomee Toro,
CBA3BIBAIONIASA CIIOCOOHOCTH 4-I‘I/I,Z[pOKCI/IMGTHH-aM6pI/I3€HTaHa B OTHOILICHUU ETA-peHGHTOPOB
6omnee yem B 100 pa3 Humxe, yeM y aMOpu3eHTaHa. B CBSI3M C 3TUM MOXKHO CUMTaTh, 4TO 4-
THIPOKCUMETUII-aMOpPU3EHTAaH HE WrpaeT 3HAYUMOW poiid B (HapMaKOIOTUYECKOW aKTHBHOCTHU
aMOpH3eHTaHa.

B uccnenoBanusx in Vitro ¢ KkyJibTypamu KpbICUHBIX M YEJIOBEUECKUX I'eIaTOMUTOB OBbLIO MOKa3aHo,
9YTO aMOpH3EHTaH SBISCTCS BO3MOXHBIM CYOCTPAaTOM IS MEYEHOYHOro 3axBartbiBaroiero (influx)
TpaHCHIOpPTEpa OPraHUYECKUX AaHWOHHO-TpaHCHOpTHBIX noiaunentuaoB (OATP) u BwIBOAsIIErO
(efflux) Tpancmoprepa P-rmukonporenna (P-gp), Ho He mist nedeHounoro influx mom efflux Na'-
3aBHCHMOIO TPAHCIOPTEpa KOHBIOTUPOBAHHBIX C TIUIMHOM WM TAYPHHOM JKETYHBIX KHUCJIOT
(NTCP) wu skcropTHpyoLIei moMiibl skeraHbXx kuciaoT (BSEP) coorBeTcTBEHHO.

JlanHble N VItr0 CBHIETENBCTBYIOT O TOM, 4TO amMOpu3eHTaH B KoHIeHTparuu a0 300 MxkM He
BBI3bIBacT BoipaxkeHHOro HHTrHOMpoBanus GpepmerntoB UGT1A1, UGT1A6, UGT1A9, UGT2B7 win
mzopepmentoB CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL,
CYP3A4 cucrembr nuroxpoma P450. Kpome Toro, B mcciaemnoBanusax in vitro ¢ MCHOJIb30BaHUEM
TPaHCHUIIMPOBAHHBIX KIETOYHBIX JIMHUH C YEIOBEYECKUMHU TPAHCIOPTEpAMU TEHOB OBLIO
MOKa3aHo, 4YTO amMOpu3eHTaH B KoOHIeHTpamusx g0 100 mxM we wuHrubOupyer P-gp, Oemok
pPE3UCTEHTHOCTH paka MosouHoit kene3sl (BCRP), wu3odopmy-2 Oenka MHOXKECTBEHHOU
nekapcTBeHHO# pesucteHTHocTH (MRP2) m BSEP. AMOpu3senTan in Vitro gemoucTpupyer ciaboe
uaruouposanne OATPIB1, OATPIB3 u NTCP ¢ KOHLEHTpaLMEH IOJyMaKCMMalIbHOIO
unruouposanus (ICsg) npu 3nadenmsx 47 MM, 45 MM u npubmmsurensro 100 MxM
COOTBETCTBEHHO. B wucciemoBaHUsSX in Vitro ¢ KyJIbTypaMd KpPBICUHBIX U YEIOBEUECKUX
rernaTouTOB HEe ObLIO MPOJAEMOHCTPUPOBAHO JOKA3aTENbCTB TOTO, YTO aMOpPU3EHTaH MHTHOUpPYET
NTCP, OATP, BSEP u MRP2. Kpome 3T0oro, amOpu3eHTaH HE CTUMYIUPYET IKCIPECCUIO0 OCITKOB
MRP2, P-gp wmm BSEP B KynbTypax KpbICHHBIX TemaTonuToB. Ha OCHOBaHWM JaHHBIX,
MOJYYEHHBIX In Vitro Ha 00eux KyJbTypaX, HE OXXHAAETCS, 4TO aMOpHU3EHTaH B KIMHHYECKU
3HAYMMBIX KOHIeHTpauusx moxkeT BauiATh Ha UGTI1Al, UGT1A6, UGTI1A9, UGT2B7 wunu
uzopepmentel CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP2EL,
CYP3A4 cucrempl muroxpoma P450 wmm Ttpancmopt uepe3 BSEP, BCRP, P-gp, MRP2,
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OATP1B1/3 mim NTCP. (NOCNEOOBATENEHOCTE 0002)

OIUMUHALUS

AMOpU3EHTaH U €ro MeTa0OJUTHl BBHIBOAATCSA NMPEUMYIIECTBEHHO 4Yepe3 KUIIEUYHUK C JKETYbl0 B
mporecce MNEUYEHOYHOro W/WIM  BHEMeuyeHOYHoro wmerabonmsma. 40 % mpuHATOW 03B
OOHapy)XMBAIOTCS B KaJOBBIX Maccax B BHJIE HCXOQHOTO amOpm3eHTaHa, a 21 % — B BuIe
MetabonuTa 4-ruapoKkcuMeTniI-amOpuseHTana. [locne mpuema BHYTpb mnpuOmusurtensHo 22 %
NPUHATON J03b OOHapyxkwuBaercss B moue: 3,3 % B BuAe HEHM3MEHEHHOro aMOpHU3eHTaHa, a
OCTaJIbHOE — B BHJIE TIIIOKYPOHUAHBIX MeTabonuToB. [lepnon momyBeIBeeHHS U3 TUIa3MbI KPOBU B
PaBHOBECHOM COCTOSIHUM cocTaBisieT 13,6—16,5 4 y 3mopoBbIx m00poBosbieB u 12,9-17,9 u y
namuenTosB ¢ JIAT.

Oco0ble I'pynImbl TAalIMEHTOB

Bospacm u non

[lo pesynbrataM MOMYJSIIMOHHOTO (PapMaKOKMHETUYECKOTO aHali3a JaHHBIX, MOJIYYEHHBIX Yy
30pPOBBIX J00poBONbLEB M y manueHToB ¢ JIAI, Takue (akToppl, Kak MOJI U BO3pPACT, HE
OKa3bIBaJIM 3HAYUTEIILHOTO BIUSHUS Ha (hapMaKOKUHETHKY aMOpHU3EHTaHa.

Toueunas nedocmamourocmo

[Ipyn mouevHoM HEAOCTaTOYHOCTH (HapMaKOKWHETHKA aMOpu3eHTaHa He u3ydanach. OjHaKo, Ha
OCHOBaHHUHM TOro, 4ToO MOYEYHBIN MeTaGOHI/IBM U BBIBCACHUC aM6pH3€HTaHa IIoOYKaMun
HE3HAYUTENbHbI, CYUTAETCS, YTO IMOYEYHAs HEIOCTATOYHOCTh BPSI JIM MPHUBEAET K 3HAYUMOMY
YBCIIMYUCHUTIO SKCITIO3ULIUN aM6pH3€HTaHa.

[To nmaHHBIM KOHEYHOW MOMYJSITUOHHOW (HDAapMAaKOKHHETHYECKONW MOJIENH, pa3paboTaHHON Ha
OCHOBE (papMaKOKMHETUYECKHUX IAHHBIX KIMHHUUYECKUX MCCIECJOBAHUN y MAIlMEHTOB, MOJyYaBIINX
aMOpu3eHTaH, HaOJIOAaNach 3HA4YMMasi B3aUMOCBS3b MEXKIY KIUPEHCOM aMOpHW3eHTaHa |
¢dbyHKIMel novek (¢ OLEHKOM KinpeHca KpeaTuHuHa). OHaKo W3MEHEHHs KIIMpeHca aMOpHu3eHTaHa
OBLIIM OTHOCUTEJIBHO HEOONIBIIMMU U BPSJL JIM UMENTH KIIMHUYECKOE 3HaUeHHUE.

Ileyenounas nedocmamourocmo

[Ipu Tsxenoi meueHouHoM HepocTaTouHOCTH (10 1 6omnee H6ammoB mo mkane Yanna-I1so) wumm npu
KIMHUYCCKHU 3HAYUMOM TIOBBINICHUH AKTUBHOCTH TIICYCHOYHBLIX TpaHCAMHWHA3 (HOBBIH_IGHI/IG
aktuBHOCTH ACT n/mum AJIT Gonee yem B 3 pasa ot BI'H) dpapmakoknnernka amOpu3eHTaHa He
u3yyanach. TeM He MeHee, CUMTACTCS, YTO MPU HAPYIICHUH (QYHKIMH MEYCHU MOXKET UMETh MECTO
yBennuenue skcnosuiun amOpuseHTaHa (Cpaw M AUC), mockonbKy €ro OCHOBHBIMU IIyTSMH
MeTa0oIM3Ma SIBIISTIOTCS] TIFOKYPOHUAANNS M, B MEHBIICH CTENEHU, OKUCICHUE C TIOCIICTYFOIUM
BBIBEJICHHEM Yepe3 KHIIEYHHK C KEIYbI0. BBIpaXeHHOCTh 3TOT0 3deKTa, a TakKe ero CBs3b C
3¢ PeKkTHBHOCTEIO W  0€30MacHOCThIO HE HW3ywanach. TakuMm  oOpa3oM, aMOpH3EeHTaH
IIPOTUBOIIOKA3aH ISl JAHHOU I'PYIIIBI Al[UEHTOB.

[To nmaHHBIM KOHEYHOW MOMYJSITUOHHOW (DapMaKOKHHETHYECKONW MOJIENH, pa3paboTaHHON Ha
OCHOBE (PapMaKOKMHETUYECKUX JAHHBIX KIMHMUYECKUX WCCIICTOBAHHMN y TMAIMEHTOB, MOJyYaBIINX
aMOpu3eHTaH, HaOJI0Janach 3HAUYMMasl CBs3b MEXKIY KIMPEHCOM aMmOpu3eHTaHa W (PyHKIHMEH
neueH! (C OI[EHKOM KOHIEHTpaIiK 0o011ero onnupyouHa).

OnHako 3HAYCHWE W3MEHCHHWH KOHIIEHTpPAIMH OOIIero OMIMPYOWHA TPH 3TOM OTHOCHTEIBHO
HeOOJIBIIIOE.

5.3. JlaHHbIe TOKJIHHHYECKOH 0e30MacHOCTH

[Tpu nnuTensHOM MPUMEHEHUH aMOpU3eHTaHa Y TPHI3YHOB HAOIIOJAINCh BOCTIATICHUE U U3MEHEHUS
AMUTENHS TOJOCTA HOCA W/WJIM HOCOBBIX PAaKOBHH. Y cO0aKk TakWe M3MEHEHMsI HAOIIOJAINCh B
MEHBIIIEN CTEIIECHU.
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Kanneporenes (NOCNEOOBATENBHOCTE 0002)

B uccnenoBaHMsX Ha KpbICax U MBIIIAX, MOTYYaBIINX aMOPU3CHTaH HEPOPAIbHO B TCUCHHE 2 JICT,
MPHU3HAKOB KaHIEPOTEHHOTO TIIOTCHIMANa HEe OOHapykeHo. Y KpbICc-caMIlOB HaOJr0/1a10Cch
HeOoNbIIIOE  YBEIMYEHHE  KOJIMYecTBA  CiiydyaeB  (UOpPOAZICHOMBI  TPYIOHOM  JKENe3bl,
T00pPOKAaYECTBEHHOTO 00pa30BaHusl, TOJIBKO MPU CaMO# BBICOKOM J103€ aMOpHU3CHTaHa.

] eHOTOKCUYHOCTD

['eHOTOKCHYHOCTH aMOpU3eHTaHa OblTa OlleHEeHa B KOMILJICKCHBIX MCCIIEIOBaHuUAX N VIitro u in vivo.
AMOpH3eHTaH OKa3bIBaJl KJIaCTOr€HHOE JeiicTBhe B MuMdonuTax denoBeka in Vvitro. Ilpemapar e
OKa3bIBajJ MyTareHHoro jaericteus Ha Salmonella typhimurium, He BBI3BIBa)I HE3AITAHUPOBAHHOTO
cunte3a /JJHK B kieTkax nedeH KpbIC U HE OKa3blBaJl KJIACTOT€HHOIO JEHCTBUSA B MUKPOSIEPHOM
TECTe Ha caMIiaX KpsIC in Vivo.

PenpoaykTHBHAS TOKCUIHOCTh

Bce mpeacraBuTenu kijacca aHTarOHHMCTOB PELENITOPOB SHAOTEIMHA OKA3bIBAIOT TEPAaTOTCHHOE
nevicteue. OddexTl amOpuszeHTaHa Ha >MOpHOQETaTbHOE pa3BUTHE OLEHUBAIU Y KpbIC U
KPOJIMKOB TIPH TEpOpaIbHOM BBEICHHM B JTHU rectanuu 6—17 m 6—-18 coorBercTBeHHO. [Ipn Bcex
UCIBITAHHBIX J033aX HAOIIOAAINCh AaHOMATUU HIDKHEH YeITIOCTH, sI3bIKa 1/Iin Heba.

KpoMe Toro, B wHcclaeOBaHMM Ha KpbICAX BBISBIEHO IIOBBIIIEHUE YacTOThl JAe()EKTOB
MEXOKEITyIOYKOBOW TMEPEropoiky, Ae(PeKTOB MarmcCTPalbHBIX COCYJOB, aHOMAJIWN IIUTOBUIHOMN
Kee3pl U TUMYcCa, OCCU(UKAUKM KIMHOBUJHOM KOCTH M IOBBILIICHUE CIy4yaeB PacCIONOKEHUS
IIyIIOYHOHN apTEpUU Ha JIEBOW CTOPOHE MOYEBOTIO ITy3bIPsi, 4 HE HA IIPABOM CTOPOHE.

VY camIl0B KpbIC JUIUTENbHOE MPHUMEHEHHE AHTAarOHHWCTOB PELENTOPOB SHIOTEIMHA, B TOM 4YHCIIE
aMOpHU3eHTaHa, COMPOBOXKAANIOCHh PAa3BUTHEM KaHAIIBLIEBOH aTpOpUU SUYEK U CTEPUIHLHOCTHIO, B
TOM 4HCJIe TIpH TpuMeHeHUuH HU3KkuX 103 (10-300 mr/kr/cyt). Uepe3 13 wepenb unu 20 Henenb
moclie TPEeKpalleHus BBENCHHUs TMpernapara BOCCTAHOBICHHE OBUIO HE IOJHBIM. BiusHUS Ha
KOJIMYECTBO CIIEPMATO30MA0B WJIM HX IMOJABM)KHOCTH OTMeueHO He Obuto. Pa3BuTme kaHaiblieBOM
aTpoduu sIMYEK Tak)Ke HAOIIOAIM B MCCIEAOBAHUSIX MHOTOKPATHOTO BBEIEHUS aMOpu3eHTaHa
y KpbIC HW MbIme. Y cobak CHIWKeHHE PEePTHIBHOCTH U MOP(OIOrHIECKOe BO3EHCTBIE HA
criepMy HaOIIONAIKUCh TOJNBKO MPH BBEIACHUU IpernapaTa B TeueHue 39 Henmenb B 103e, B 35 pa3
MIPEBOCXOAIICH MaKCUMalbHYIO 03y AJIs uenoBeka, W Obuin oOpartumbiMu. [Ipu mpumeneHuun
aMOpU3eHTaHA Y CaMOK KpBIC O MOMEHTAa WMIUIAHTAllUA AMOpPUOHA, HE BBISIBICHO 3HAYUMOTO
BIMSHHS Ha PEPTUITLHOCTH WM SMOprodeTaabHOe pa3BUTHE.

BBenenune amOpu3eHTaHa caMKaM KPBIC C MO3IHET0 CpOKa OEpeMEHHOCTH 10 JIAKTAlluU BBI3BIBAJIO
HEOJaronpusATHbIE SBJICHUS B IOBEJCHMM MAaTEpH, CHMKAJIO BBDKMBAEMOCTb JI€TEHBIIIEH U
YXYIIIAI0 PENpOAYKTUBHYIO CIIOCOOHOCTh OTOMCTBA (THUITOIJIA3Us AUYEK), IPH IPUMEHEHUH 103,
IIPEBOCXOIALINX MAaKCHUMAJIbHYIO PEKOMEHYEMYIO 103y I YEIIOBEKA.

VY HenosoBO3pENbIX KpPBIC, MOJYyYaBUIMX aMOpPH3EHTAaH NepopalibHO B BBICOKHX jgo03ax (20
MT/KT/CYT) OJUH pa3 B CYyTKH B 7—62 J€Hb MOCTHATAILHOTO Pa3BUTHsI, HAOIIOaI0Ch YMEHBIIICHHUE
Maccel Mo3ra (Ha 3-8 %) 0Oe3 Kakux-1M00 MOPQOJIOrMYECKUX WM HEHPOIMOBEIEHYECKIX
n3MeHeHHH. Takke OTMeUYaInuch 3MNU30/1bl IIYMHOTO JAbIXaHUs, alTHO? M TMIIOKCHU.

6. PAPMAIEBTUYECKHE CBOUCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BellleCTB

AmOpuzeHTan-29d. 5 mr, Ta0JIeTKN, DOKPBITHIE IIICHOYHOM 000JI0YKOMI

JlakT03b1 MOHOTHIpAT

Llemmtono3a mukpokpuctamtnyeckas (102)

19



or 17.12.2025 Ne 31363
Kpockapmenosa Hatpus (MOCNEOOBATENBEHOCTE 0002)

COOTBETCTBYET SKCIMNEPTHOMY OTHETY

Maruus creapar

[Inenounass o6Gomouka Omagpaii Il pososeiii 85G240034 wunm JOpyroro MPOU3BOIUTEIIS:
MOJMBUHUIIOBBIM CIIUPT YaCTUYHO TUIPOJIU30BAHHBIM, TaJbK, TUTaHA IUOKCUA, Makporosn 3350,
JICIIUTUH COEBBIM, JTaK aJTIOMUHHUEBBIN Ha OCHOBE KpAaCUTENsl KPAaCHOTO 04apOBATEIbHOTO.

AmOpusenTan-29@. 10 mr, Ta0JIETKU, MOKPBITHIE INIEHOYHOU 000I0YKON

JlakT03b1 MOHOTHAPAT

[emnrono3a MUKpOKpUCTATUTHYECKAs
Kpockapmennosza Hatpust

Maruus creapar

[Inenounass o6omouka Omaapaii Il pososeiii 85G240035 wunam  Japyroro MPOU3BOJIUTEIIS:
MOJTMBUHUIIOBBII CIIUPT YaCTUYHO THUIPOJIU3O0BAHHBIM, TaJbK, TUTaHA JUOKCUA, Makporosn 3350,
JICIIUTUH COEBBIM, JIaK aJIIOMUHHUEBBIN Ha OCHOBE KpACUTENsl KPAaCHOTO 04apOBATEIbHOTO.

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok roaHoCTH (CPOK XpaHeHMs )

2 roga.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH MPH XPAHEHU U
XpaHUTb IpH TeMIiepatype He Boite 25 °C.

6.5. XapakTep u cojep:kaHHe YNAKOBKH

AMOpun3enTan-29@. 5 mr, TaOIETKH, MOKPBITHIE IIEHOYHOH 000JI0YKOH

ITo 10 TabneTok B KOHTYPHYIO STUEHKOBYIO YIMAKOBKY (OrcTep) U3 IUIEHKU MOJTMBUHUIXJIOPUIHON
1 (OB ATFOMUHUEBOM TIEYaTHON JJAKUPOBAHHOM.

Ilo 3 KOHTYPHBIX STYEHKOBBIX YIOAaKOBKH BMCCTC C JIMCTKOM-BKJIAZABIIICM B IMAYKC M3 KapTOHA IJIA
MOTPEOUTETHCKON TapHI.

HIIN

ITo 30 TaGieTok B 0aHKY M3 MOJMATUIIEHA BRICOKOH TIJIOTHOCTH, YKYTOPEHHYIO BUHTOBOM KPBIIIIKON
U3 IIOJIMATHJIEHA BBICOKOW IIJIOTHOCTH C BIIASHHBIM BJIATrOIOIIOTHUTEIEM (CI/I.HI/IKaI‘e.HeM) )41
KOHTPOJIEM I1EPBOTO BCKPHITHSI.

ITo 1 GaHke BMecTe ¢ JIMCTKOM-BKJIAJIBIIIEM B MTAYKE U3 KapTOHA JJISl TIOTPEOUTEIIbCKOM Taphl.

AmMOpusenTag-29®. 10 mr, TaOIETKH, OKPBITHIE IDIEHOYHOH 000JI0YKOH

ITo 30 TabneTok B 6aHKY M3 MOJUAITUIIEHA BBICOKOW MIOTHOCTH, YKYITOPEHHYIO BUHTOBOM KPBIIIKOM
U3 TIONUATWIICHA BBICOKOM IUIOTHOCTH C BIASHHBIM BJIATONOIVIOTUTENEM (CHJIMKareiaeMm) u
KOHTPOJIEM IIEPBOT'0 BCKPBITHSL.

[To 1 6anke BMecTe ¢ TMCTKOM-BKJIAJIBIIIEM B ITAYKE U3 KAPTOHA JUISl TOTPEOUTETBCKOM Taphl.
6.6. Oco0ble Mepbl MPeIOCTOPOKHOCTH NMPH YTHIM3ALMHN HCIOJIH30BAHHOIO JIEKAPCTBEHHOIO

npenapara WJjiM OTXO0J0B, MOJY4YEHHBIX MOCJIe NMPUMEHEHHs JIEKAPCTBEHHOI0 Npenapara, u
Apyrue MaHMIYJSIIMHU € penapaToM
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COOTBETCTBYET 3KCNEFTHOMY OTYETY
ot 17.12.2025 Ne 31363
Her 0co0bIx TpeOoBaHMii K yTHIH3ALHH. (NOCNENOBATENEHOCTE 0002)

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHU S

Poccuiickas @enepanust

000 «29 pepansn»

192148, r. Cankr-IletepOypr, mpocnext XKenesnomopoxxubiid, a. 40, mut. [, mom. 5-H
ten. +7 (812) 703-06-84

ajipec AIeKTpOHHOM mouThl: product@29-february.com

7.1. llpeacTaBuTeb AepsKaTe/Isl PETUCTPALMOHHOIO Y10CTOBEPEHUs

[Iperen3un moTpeduTENCH HAMPABIIATH MO ATPECY:

Poccuiickas @enepanys

000 «29 deBpans»

192148, r. Canxt-IletepOypr, mpocnekt XKeneznonopoxusii, 1. 40, mut. [, mom. 5-H
tein.: +7 (812) 703-06-84

tenedoH ropstueit muaun: +7 (800)777-91-49

ajipec AIEeKTpOHHON mouThl: product@29-february.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

JITT-Ne(009404)-(PT-RU)

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIN MpenapaT OTHOCUTCS K KaTErOpUM OTITYCKa IO peenTy.

OOmrast xapaKTepUCTHKA JICKAPCTBEHHOro mpernapata AMOpu3zeHTaH-29® nocTymHa B €IWHOM
peecTpe 3aperucTpUPOBAHHBIX JIEKAPCTBEHHBIX CPeACTB EBpa3suiickoro 3KOHOMHUYECKOTO COK03a U
Ha  oduIManbHOM  calWTe  YIMOJIHOMOYEHHOrO  OpraHa  (PKCINEPTHOM  OpraHU3aIliH)
https://Ik.regmed.ru/Register/EAEU_SmPC
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