COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 21.10.2025 N2 26367

(NOCNEOOBATENBHOCTE 0003)
OBIIASI XAPAKTEPUCTHK APCTREHHOL' O IIPEIIAPATA

1. HAMMEHOBAHMUE JIEKAPCTBEHHOT O ITPEITAPATA

[Ipanetrpo, 60 mr, TabaETKH, NOKPBITHIE MIJIEHOYHONH 000JI0UKON

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JlefcTByOIIEE BEIIECTBO: ATy TaMU,.
Kaxnmas Tabnerka, MOKphITas IUICHOYHOW 000J109KOM, conepkut 60 Mr anmamyramuia.

[TomHbIi epedeHsb BCIIOMOTaTeIbHBIX BEIIECTB MpHBeIeH B paszaene 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabneTku, MOKPHITHIE TNIECHOYHONW 000TOUKOM.
TabmeTku, MOKPBITHIE TUICHOYHOW OOOJOYKOW OT Oenoro g0 ModYTH OeJioro I[BeTa, OBAJIbHEIC,

JBOSIKOBBINYKJIbIe. Ha monepeunoM pazpese sapo 6enoro v oyt 06e1oro 1BeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxa3aHus K NPUMEHEHU IO

[Ipenapat IIpaneTpo nokazan Kk IPUMEHEHUIO y B3POCIBIX MY)KUUH IS JI€UCHUS:

*  HEMETacTaTHYeCKOro  KacTPallMOHHO-PE3UCTEHTHOIO  paka  MpeACTaTeNIbHON  JKeJe3bl
(eMKPPIDXK) ¢ BEICOKHM PHCKOM pa3BUTHS METacTa3oB (cM. paszen 5.1);

e METacTaTUYECKOTO TOPMOHOYYBCTBHUTEIBHOTO paka mpeacrareabHoil >xenespl (MIUPIDK) B

KOMOWHAIIMH C aHaporeH-aenpuBainonnoi tepanueii (AJ[T) (cm. pasmen 5.1).
4.2. Pe:xuM 103MPOBAHUSA U CIIOCO0 TPUMEHEHUs
[Ipenapat gomKeH Ha3HAYAThCS U IPUMEHSTHCS O] PETYJISIPHBIM HAOIIOACHUEM Bpava, UMEIOIICTO

OIIBIT JICYCHHUA OHKOJIOITNMYCCKHX 3360J’IeBaHI/II71, " B CIICHUAJIU3UPOBAHHBIX OTACICHUAX.

Pexxum go3upoBaHus

Pexomennyemas nosa npenapata [Ipagerpo coctaBnser 240 mr (4 Tabnerku no 60 mr), mpenapat
IPUHUMAIOT BHYTPb OJIMH Pa3 B JICHb.

B nepuon nedyeHus mnamMeHTaMm, KOTOpPbIM He ObUla NIpOBEAEHA XUpPYpruueckas KacTpauwus,
HEOOXOMMO BBIMOJHATh MEIUKAMEHTO3HYI0 KacTpalMi0 AaHajloroM TOHaJ0TPOINH-PUIH3UHT-
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COOTRETCTBYET 3KCNEPTHOMY OTYETY
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ropmona (I'uPT’). (NOCNEOOBATENBHOCTE 0003)

L

Koppexyus 0o3vl

Ecnmu y mammeHTa OTMeuYaeTcss TOKCUYHOCTh > 3 CTCICHH WJIM HEMEPEHOCUMOCTb, CIEAyeT
MIPUOCTAHOBUTHh TMPHEM JO TEX IOp, MOKa CHUMITOMATHKa HE YJIYYIIUTCS 1O cTeneHu < 1 wim
HCXOJHOT'O YPOBHS, 3aT€M CIIEyeT BO30OHOBUTH IPUEM B TOH K€ JI03€ WM, IPU HEOOXOTMMOCTH, B
camxenHnou ao3e (180 mr wimm 120 mr).

IIponyck 003wl

Ecnu mammieHT mpomnycTuil 103y, e He0OX0AUMO MPUHATH Kak MOKHO OBICTpEe B ATOT XKe JIeHb; Ha
CIIETYIOIINN JICHb CIIAYET COOIII0IaTh OOBIUHBIN peskuM mpuema. [larmenTy He clieyeT NIpHHUMATh
JOTIOJTHUTEIHHOE KOJTMYECTBO TAOIETOK [T BOCTIOIHEHUS TPOITYIIEHHOH JT035I.

Oco0bIe TPVIIILI MAIHEHTOB

Tayuenmol nodxcunozo eospacma

N3 1327 nanueHToB, MOTy4YaBIINX amalyTaMu B KTHHUYECKUX UCCIIe0BaHUAX, 19 % Obumn Miaame
65 net, 41 % OpuM B BO3pacTe ot 65 mo 74 net, 40 % — 75 et u crapiie. 3HAYUMBIX PA3ITUIHHN 110
0e3omacHOCTH WM Y(PPEKTUBHOCTH MEXKIY STUMH TMAMEHTAMH W TaIllMeHTaMu Oojiee MIIaIIIEro
BO3pacTa 0OHAPYKEHO HE OBLIO.

He tpebyercs KoppeKIius 10351 y MOKWIBIX MAlMeHTOB (CM. pa3aensl 5.1 u 5.2).

Ilayuenmol ¢ HapyweHuem QyHKyuy noyex

CriennanbHOrO HCCIEAOBaHUS amnajlyTamMHJa y MalUueHTOB C HapylleHHeM (QYHKIMH TOYeK He
npoBoAmiioch. OCHOBBIBasICh Ha JAaHHBIX (PAPMAKOKMHETHYECKOrO aHajiu3a B KIMHUYECKUX
UCCIIEIOBAHUIX Y CYOBEKTOB C KacTpaluuoHHO-pe3ucTeHTHBIM PIDK 1 310poBbIX CyOBEKTOB, MOKHO
yTBEp)KJaTh, YTO HE HAOIIOAAIOCh 3HAYMMBIX PAa3IMYUN B OTHOILIEHUU CHCTEMHBIX YpPOBHEH y
CyOBEKTOB C M3HA4YaJbHO HAOIIOJaeMbIM HapylIeHHEeM (YHKIMH IMOYEK JIETKOM WM yMepeHHOM
crenenn (CK® ot 30 1o 89 mn/mun/1,73 M?) 1o cpaBHEHHIO ¢ CyOBbEeKTaMH ¢ HOPMAIbHOH (QyHKIHeil
nouek (CK® > 90 mu/mun/1,73 M?). JIns mamueHToB ¢ HapylleHHeM (YHKIMH T10YeK JIETKOH M
YMEpPEHHOU CTeleHn KOppeKLus 036l He TpeOyercs. HeT maHHBIX A7 MAIlMeHTOB C HapYIICHHEM
GYHKIIMM  TOYEK TSDKETOW CTENeHUW WIM TEePMUHAIBHONW MOYEYHOHW HEJOCTATOYHOCTHIO
(CK® < 29 mn/mun/1,73 M%), (em. pasaen 5.2).

Ilayuenmol ¢ HapyweHuem yuKyuu nevexu

B cmnenuanpbHOM HCCIEOBaHUHM IO HM3YYEHUIO HapyUIEHUWH (YHKIMMA TE€YEHH CPaBHUBAIHCH
CUCTeMHbIE YPOBHU amamyTamuga u N-me3mMeTunananyTamuia y CYOBEKTOB C HCXOJHBIM
HapylieHrneM (QyHKIIUH MTeYSHH JIeTKON UTN yMepeHHOU cTenenH (kinacc A win B no knaccuduxanmm

Yaiinga-I1pt0, COOTBETCTBEHHO) B CPABHEHHH CO 3[J0POBBIMU YYACTHUKAMH C HOPMAIbHOU (DyHKITHEH
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COOTBETCTBYET QRCHEFTHOMY QTYETY

¢ HapylIeHueM (YHKIWU MEYCHHU JIETKON WM YMEPEHHOH CTENeHHU M0 CPAaBHEHUIO C MAIUEHTAaMH C
HOpMalIbHOW (pyHKIMEN nedeHn. Koppekius 1036l y MalMeHTOB C HApyILIEHUEM (PYHKIUHU MEeYCHU
JIETKOW WJIM yMEpPEHHOW creneHu He Tpedyercs. JlaHHBIX MO MalnueHTaM C HapylleHueM (QyHKIUU
nedeHu Tspkenou crernenu (knace C mo knaccudukanuu Yaiinaa-I1er0) Het (M. pasaen 5.2).

€T’
besonacnocts U addexTuBHOCTH anamyrtamunga y geted go 18 neT Ha JaHHBIE MOMEHT HE
yCTaHOBJIEHBI. JlaHHbBIE OTCYTCTBYIOT.

Crooco0 IpuMeHeHns

JL1st mepopalibHOTO MpUEMa.

Tabnerku cneayer nmporaaTeiBaTh neaukoM. [Ipenapat [IpageTpo MOXHO NPUHUMATH HE3aBUCUMO OT
nprueMa IuIiu.

AnvmeprnamugHulii cnocob npumeHerus

JIst marueHToB, KOTOPBIM TPYIHO TJOTAaTh TAOJIETKU LETUKOM, PEKOMEHIyeMYIO J03y TaOJIeTOK
[IpageTrpo MmoxHO cMemmaTh co 120 M ss6nounoro mope. He pa3znaBiauBaiite Tabnetku. [lepememnnaiite
si0J109HOE TTIope TocIIe J00aBIeHU Ta0IeTOK, a Takke depe3 15 MuayT u 30 MUHYT TSl TOTO, YTOOBI
TaOJETKH  TMOJHOCTHIO  JIUCIICPTHPOBATUCH  (XOpomio  ObUIM  TMEepeMelmaHbl ¢ IOpeE,
U HE OCTAJIOCh HMKAaKUX OCTaTKOB TaOyeTku). C MOMOIIBbIO JIOKKH cpa3y K€ MPOrJIOTUTE CMECH.
[Ipomotite koHTEMHED 117151 cMecr 60 MJT BOABI MU HEMEJIEHHO BbINeiTe coaepkumoe. [loBTopute 3TOT
3Tam elie pas, 4ToObl rapaHTUPOBAHHO MPUHATH MONHYI0 103y. CMech cieayeT ynoTpeOisTh B

TEUEHHEe OJJHOTO Yaca IMociie MPUroToBIeH s (M. paszen 5.2).

4.3. IIpoTruBONOKA3aHUA
« T'unepuyBCTBUTENBHOCTh K JICHCTBYIOIIEMY BEIIECTBY WM K JIOOOMY K3 BCIIOMOTATEJIbHBIX
BEIIECTB, IEPEUUCICHHBIX B pazzene 6.1.

« bepemeHHBIC KEHITUHBI HIIH KEHITUHBI C JCTOPOIHBIM MTOTEHITMAIOM (CM. paszel 4.6).

4.4. OcoOble yKka3aHusi 1 MepbI IPEJ0CTOPOKHOCTH NPH NPUMEHEHUH

Cynoporu

IIpenapat IlpaneTpo He peKOMEHIyeTcs NMPUHMMATH MMALIUEHTaM C CyJOpOraMu B aHaMHE3€ WIH
JIPYTUMH TIpeipacroiaraloiiuMu (pakTopaMu, BKIIOYasi, HO HE OrpaHUYHMBAsICh, YEPEITHO-MO3I'OBOM
TpaBMOM, HETABHO NEPEHECEHHBIM MHCYJIBTOM (B T€YEHHE OJHOIO roJia), IEPBUUYHBIMU OMYXOJISIMH

TOJIOBHOIO MO3ra HJIM MeTacTa3aMM B rojoBHOM Mo3re. Eciau Ha (I)OHe NpUMCHCHUA TIpCIiapara
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IpaneTpo pasBHBAIOTCS CYJOPOTH, NPUMHEHHE TENAPATA | AOVRKHOS | [O{T(: DKOBIATEIBHO

IIpEKpaleH0. PUCK BO3ZHMKHOBEHUSI CyAOPOI BBILIE y HNA[MEHTOB, MOJYYaIOLUX JOIOJHUTEIbHBIC
IIpenapaThl, CHIKAIOIIKME IOPOT CYIOPOKHOM aKTUBHOCTH.

B nByx pannomusupoBanHbix uccienoBanusix (SPARTAN u TITAN) cynoporu ormedanuch y 0,6 %
MAIMEeHTOB, IMOJyYaBIIMX amainytamun, Uy 0,2 % mnamuenTtoB, moiydaBmmx ruiane6o. B stux
HCCJIEIOBAHUSIX HMCKIIIOYAINCH IMALMEHThl C CyJ0pOraMH B aHaMHE3€ WIM IpelpaclioiaralouiuMu
(dakTopaMu K HUAM.

Knunnyeckuil onbiT BO300HOBJIEHMSI TNPUMEHEHUs anajlyTaMmuja Yy HalleHTOB, Y KOTOPBIX
HaOJII0JANIUCH CYIOPOTH, OTCYTCTBYET.

TlasieHus u nepeaoMbl

bbuin oTMedeHbl ciyyau NaJA€HWH W NEpeoOMOB y MAlMEHTOB, MOMTYYaBIIMX analyTaMHIl (CM.
pasnen 4.8). HeobxonuMo oleHMBaTh PUCK MAJ€HUI M MEPEeIOMOB Iepesl HadajJoM MPUMEHEHUS
npenapata IIpageTpo, KOHTpOJIMPOBAaTh COCTOSHHE IallMEHTOB BO BpeMs JIEUEHUS, a TakKkKe
HE0OXOJMMO pacCMOTPETh BO3MOXKHOCTh Ha3HAUEHUs IMPErapaToB, HAMIPABJICHHBIX Ha YKpEIJICHHE
KOCTHOM TKaHH.

Himemunyeckas 00J1€3Hb cEpAlla M HIIIEMHUYSCKUE IEPEOPOBACKYISIPHBIE HAPYIIICHUS

VY manueHTOB, MOJYYaBIIMX armajyTaMHJ, OTMEYAIMCh CIlydad HINEMHYECKOH OOJIe3HHM cepiia |
UIIEMUYECKHUX 1epeOpOBACKYIISIPHBIX HApyIICHHHA, BKIIOYAsl CIIy4au, MPUBOIUBINNE K CMEPTH (CM.
pazmen 4.8). YV OONBIIMHCTBA TMAIMEHTOB ObUIM (AKTOpPHl pHUCKA HIIEMHUYECKOH Oo0ye3Hn
CepAa/TOJIOBHOTO Mo3ra. [lanMeHThl JOJDKHBI HaXOAMTHCS TOJ HAONIOJEHHEM Ha MpeaMeT
MOSIBJICHUSI TPU3HAKOB W CHMIITOMOB HWIIEMHUYECKOH OOJE3HM cepala W HMIIEMHYECKUX
1epeOpOoBaCKyYISIPHBIX HapymieHud. KOHTpoJb (GakTOpOB pHCKa, TAKUX KaK THIIEPTEH3MUs, CaXapHbIi
Iua0deT WM JIUCIUIHAEMHUS, JOJDKCH OBITh ONTHMH3HPOBAH B COOTBETCTBUU CO CTaHIAAPTaAMHU
OKa3aHHS MEAUIUHCKOW TTOMOIIIH.

OaHOBpPEMEHHOE NPUMEHEHHE C IPYTUMH JICKapCTBEHHBIMHU CPEJICTBAMU

Ananytamuj SBISETCS CUIBHBIM HUHIYKTOPOM (DEPMEHTOB M MOKET SIBIIATHCS MPUYMHON CHUKCHUS
3¢ GEeKTUBHOCTH MHOTHUX HIMPOKO HCIOJIB3YEMBIX JIEKAPCTBEHHBIX MpenaparoB (cMm. pazaen 4.5).
[losToMy n0 Havana JieyeHUs anajlyTaMHJIOM CIEAYeT MPOaHAIM3UPOBATh MPUMEHEHUE
COIYTCTBYIOIIIUX JIEKAPCTBEHHBIX MpemapaToB. Crienyer u3beraTh OJHOBPEMEHHOTO MPUMEHEHUs
anaryTamuaa ¢ JeKapCTBEHHBIMH CPEICTBAaMU, KOTOPHIE SBISIOTCS YYBCTBUTEIBHBIMU CyOCTpaTaMu
MHOTHX MeTaboNIH3upyomuX (EepMEHTOB WM MEPEHOCYMKOB, €CIH UX TepaneBTUYecKuil dhdext
uMeeT OOJIbIIIoe 3HAYCHHE IS MTAIUEHTA, ¥ €CITH KOPPEKIIUS JO3bl HE MOXKET OBITh JIETKO BHITIOJTHEHA

Ha OCHOBC KOHTPOJIA 3a 3(1)(1)6KTI/IBHOCTBIO NN KOHI.IGHTpElI.IPICfI B IJIa3M€.



ot 21.10.2025 N2 26367
Crnenyer u30eraTb COBMECTHOTO IPUMEHEHHUS ANaTy TAMAP(A (C [BANDAPHAGN F Ky MapHH-NOAOCHBIMK

COOTBETCTBYET QRCHEFTHOMY QTYETY

aHTuKoaryinsHtamu. Eciau npemapar Ilpagerpo HasHadaeTcs COBMECTHO C AHTHKOATYJISIHTOM,
Metabonmm3upyemMbiMm CYP2C9 (Takum kak BapdapuH WM aleHOKyMapoi), CIEeIyeT MPOBOIHUTH
JIOTIOJIHUTEIbHBIA MOHUTOPUHI MEXAYHAapOAHOro HopMmain3oBaHHoro otHoueHus (MHO) (cwm.
paznen 4.5).

HenaBHo nepeHeceHHbIe CEPAEYHO-COCYAUCThIC 3a001eBaHus

[TaneHThl ¢ KIMHUYECKH 3HAYMMBIMH CEpPACYHO-COCYIUCTHIMH 3a00JIEBaHUSIMH, BO3HUKIINMH B
TEYEHHE TMOCHEeIHUX 6 MecsleB, BKIOYas TSHKENyH/HECTAOMIbHYI0 CTEHOKap/ui, HH(APKT
MHUOKap/a, KIIMHUYECKH BRIPAKEHHYIO 3aCTOWHYIO CEP/ICYHYI0 HEOCTATOYHOCTh, apTePHAIbHBIE WITH
BEHO3HbIE TPOMOO03MOOIMYECKHE SIBICHUS (Harmpumep, TpoMOOIMOOJHUIO JIETOYHOM apTepuw,
HapyIIeHHe MO3TOBOTO KpPOBOOOpAIIEHHs, BKIIOYAs TPAH3UTOPHBIC HIIEMHYECKHE AaTaKW), WIN
KIMHAYECKH 3HAUYMMbIE JKEITYIOYKOBBIE AapUTMUHW, OBUTM HCKIIOYEHB W3  KIMHUYECKUX
uccnenoBanmii. [losToMy 0€30mMacHOCT, TPUMEHEHHUS amajdyTaMHuaa y OJTHX T[alMeHTOB He
yCTaHOBJIEHA. Y MAIMEHTOB C KIIMHUYECKH 3HAYUMBIMH CEPACYHO-COCYTUCTHIMH 3a00JIEBaHUSMHE TTPH
HazHaueHWW mpemapara [Ipamerpo TpeOyeTcss MOHHTOPUHT (DAaKTOPOB pHCKA, BKIKOYAS
TUIIEPXO0JIECTEPUHEMHUIO, TUIIEPTPUTITULEPUAEMHUIO U NIPOYHE KApAUOMETA00INYECKHE HapyIIECHUs
(cM. pazgen 4.8). /laHHbIe ATONIOTMYECKUE COCTOSTHUS CIEIYET JICYUTh 110 HEOOXOAUMOCTH, MOCIIe
Hayaia npuMeHeHus npemnapara [Ipaagerpo, corinacHo ycTaHOBIEHHOMY IIPOTOKOITY JICUEHHUSL.

AHTHaHApOreHHas Tepanus MOKET YBEINYNBaThL uHTEpBa) QT

VY nanueHtoB ¢ yAnuHEeHHbIM uUHTepBajioM QT B aHaMHe3e WJIM COOTBETCTBYIOIIMMHU (haKTOpaMu
pHUCKa, a TaKKe Yy MalMEHTOB, MOIYYaloIUX COMYTCTBYIOIINE JIEKAPCTBEHHbIE MPENapaThl, KOTOpPbIE
MoryT yminHATh uHTepBan QT (cm. pasgen 4.5), HE0OXOAUMO OLICHUBATH OTHOILIEHHUE IMOJIb3bI U
pHUCKa, BKJIIOYash BEPOSTHOCTh BO3HUKHOBEHHS MUPYITHOW TaxXWKapAWH, OO Hadajga Teparuu
npemnapaTom [Ipagerpo.

Tsprenble KokHbIE HexenarenpHble peakinuu (SCARS)

HOCTMapKeTI/IHFOBbIe COO6HICHI/IH 0 JdiIydasix CHHApOMa CTI/IBCHCa'I[)KOHCOHa/TOKCI/IquKOFO
SIMUACPMAJIBHOT'O HEKPOJIN3a, KOTOPBIC MOI'YT OBITH OITACHBIMH 1A KU3HU WM CMEPTCIIbHBIMU,
Ha6J'IIO,Z[aJ'II/ICL B CBA3U C JICUCHUCM allallyTaMUJOM C HEU3BECTHOM YaCTOTOM (CM. pasaci 48)
ITauenToB CICAYCT MPCAYNPEKAATH O IPU3HAKAX W CUMIITOMAX, YKA3bIBAKOINIMX Ha CHHAPOM
CTI/IBCHCa'ﬂ)KOHCOHa/TOKCI/I‘-ICCKI/Iﬁ 3HI/II[epMaJ'IBHBII\/’I HCKPOJIN3. Ecmu Ha6J'IIOJIaIOTC$I OTHU CUMIITOMBI,
CJICAYCT HEMCIJICHHO OTMCHUTH IIpCIiapar Hpaz[eTpo N HCMCIJICHHO O6paTI/ITLC$[ K Bpauy.

He AOIYCKacCTCA BO300HOBJICHUE npueMma Ipceriapara Hpaz[eTpo Yy NAalMUCHTOB, Y KOTOPBIX Pa3BUJICA

CUHAPOM CTI/IBCHCa-I[)KOHCOHa/TOKCI/ILICCKI/Iﬁ BHHHepMaHBHBIﬁ HCKpPOJIN3 B 10001 nepuon JICUCHUA
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IIPENAapaToOM, CIEIyeT PaCCMOTPETh albTEPHATUBHBIA METOAMNEHEHHAL A TE [TEHOC TR 0003)

Hurepcrunmansuoe 3abosesanune gerkux (M13J1)

Crnyuan M3JI Habmroganuch y NaieHTOB, IPUHUMABIIUX allaTyTaMU/I, BKIIOYast JIETaJIbHbBIC HCXOIBI.
B caywae octporo Havana /WM HEOOBSICHUMOIO YXYALICHUS JIETOYHBIX CHMIITOMOB JICUCHHE
anajxyTaMHJIOM CJIeayeT IPUOCTAHOBUTH JI0 JAJBHEHIIEr0 U3YYEHHsI 3TUX CUMIITOMOB.

[Ipu nuarnoctupoBanuu W3JI mpuem amamyrtamuja cieyeT HPEKpaTUTh U IMPU HEOOXOIUMOCTH

HayaTh COOTBETCTBYIOIIIEE JieueHue (cM. pazjaen 4.8).

4.5. BzaumopeiicTBHe ¢ [PYrMMH JIEKAPCTBEHHbIMM TMpenapatamMd HW [pyrue BHAbI
B3aMMO/AeCTBUA

DIUMUHAIMS analyTaMua U 00pa3oBaHuEe €ro akTUBHOTO MeTabonuTa, N-Ie3MeTuIanaryTaMu/Ia,
onocpenoBansl n3odpepmertamu CYP2C8 u CYP3A4 B paBHOI CTeNIeHH B paBHOBECHOM COCTOSTHHUH.
Knunuyeckn 3HauMMBIX W3MEHEHUN B HX OOIIEH SKCMO3ULMK B pe3yibTaTe B3aUMOJAEUCTBUS
npemnapaTa ¢ UHruouTopamu uinn uaaykropamu nuzopepmenta CYP2C8 unu CYP3 A4 He oxxunaercs.
Ananytamuj SBISeTCS HHAYKTOPOM (EPMEHTOB U TMEPEHOCUMKOB M MOXET ObITh MPUYHMHOU

YBCIINYCHUSA BBIBECACHUA MHOT'UX IIMPOKO UCIIOJIB3YEMBIX JICKAPCTBEHHBIX CPCACTB.

Biusiare apyrux JIeKapcTBEHHBIX CPEJICTB HAa SKCIO3UIIMIO allalyTaMUIa
Uneubumopor usopepmenma CYP2C8

N3odepment CYP2C8 urpaer poib B BBIBEICHUM amalyTaMuJa U B 00Opa30BaHUU €r0 aKTHBHOTO
Merabonura. B wuccienoBaHMM JIEKapCTBEHHOT'O B3aUMOJICHCTBUS HAONIOANOCh CHUKECHHE
MaKCUMaJbHOM KOHIEHTpauuu B 1miaa3Me KpoBH (Cmax) amamytamuga Ha 21 % U moOBbILIEHUE
cuctemuoi skcrozuiuu (AUC) Ha 68 % mpu COBMECTHOM IMpHEME OJHOKpaTHO# 10361 240 Mr
amamytamuaa ¢ rempuoposuaom (MorHbeM HHruouTopom u3odepmenta CYP2C8). [l akTHBHOTO
BeIECTBa (CYMMAapHOI0 IMOKa3aTens ISl ananyTaMua U CKOPPEKTUPOBAHHOTO C YY€TOM BEIHMYHHBI
sddekra akTuBHOrO Metabonuta) Cmax cHU3MIach Ha 21 %, B To Bpems kak AUC moBbicuiiace Ha
45 %. Her HeoOXoauMOCTH B KOPPEKIMH HadajdbHOW O3Bl B CIydyae COBMECTHOIO MPUMEHEHHUS
anajyTamMuia ¢ MOIIHBIM HHrubutopoM wusodpepmenta CYP2C8 (mampumep, remdudposum,
KIIOTHJIOTPEIT), OJTHAKO CIIETyeT paccMaTpUBaTh BO3MOKHOCTh CHIDKEHUS 71036l npernapata [Ipanetpo,
HCXOJISI U3 ero mepeHocuMocTu (cM. pasaen 4.2). Tlpeamonaraercs, 4To ciabble WIH YMEPEHHbBIE
uHru6uropsl n3opepmenta CYP2C8 He BUAOT HAa (hapMaKOKMHETHUKY arnaayTaMH/a.

Hneubumopuol uzoghepmenma CYP3A4
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Uzopepment CYP3A4 yuacTByeT B BhIBEICHMH ananyTaMufid- A (BFOOPasOBaHiu_ el @RIBHOro

MeTtabonuta. B wmcciaenoBaHUM JIEKAPCTBEHHOT'O B3aMMOJCHCTBUS HaOMOAanoch CHMKEHHE Cmax
amamytamuzaa Ha 22 % c coxpanenneM AUC Ha NpeXHUX YpOBHSX NPU COBMECTHOM IIpHEME
OJTHOKPATHO# 710361 240 Mr ananyTamuia ¢ HTpakoHazoyioM (MourHbM uHrHOuTopoM CYP3A4). ns
aKTHBHOT'O BEIMIECTBA (CyMMAapHOT0 TIOKa3aTels Ul analyTaMUa U CKOPPEKTUPOBAHHOTO C yYETOM
BennuuHbl d(Pdekra aktuBHOro Merabonmura) Cmax cHu3MIAch Ha 22 % c coxpanenneM AUC Ha
npexHeM ypoBHe. Her HeoOXoaMMOCTH B KOPPEKIMM HA4aJbHOM O3Bl B CIIy4ae COBMECTHOTO
MPUMCHCHHSI anajgyTamMuaa ¢ MomHbIM uHTHONTOpoM u3odepmernta CYP3A4 (mampumep,
KETOKOHA30JI, PHUTOHABUD, KIAPUTPOMHIIMH), OJIHAKO CJEIyeT paccCMaTpuBaTh BO3MOYKHOCTB
CHIDKEHHMsSI 1036l  mpemapara  llpagerpo, wucXoas W3  €ro  MEPEeHOCUMOCTH  (CM.
paznen 4.2). [lpennonaraercs, 4to cinadble WM yMepeHHbIe HHTHOUTOPBI n30depmenta CYP3A4 He
BIIMSIFOT Ha ()apMaKOKHHETHKY araryTaMu/Ia.

Hnoyxmopwr uzopepmenma CYP3A4 unu CYP2C8

Dddexrsr uamykTopoB mzodepmentor CYP3A4 wmn CYP2C8 Ha papMakOKHHETHKY arnalyTaMu/Ia B
UCCTeIOBaHUAX IN VIVO He oneHuBanuch. OCHOBBIBASCh Ha pe3ysibTaTaXx HCCICIOBaHHS
B3aUMOJICHCTBUS ¢ MoIIHbIMH HHTHOUTOpamu u3odepmenta CYP3A4 u CYP2CS8, unmykTopsl
CYP3A4 wmn CYP2C8, kak oxumaercs, He OyayT KIMHUYECKH 3HAYMMO BJIUATH Ha
(apMakOKMHETUKY amajgyTaMuJa M JIeHCTBYIOIIETO BEIIECTBA, MOITOMY IIpU COBMECTHOM
npuMeHeHnr ananytamuaa ¢ uaaykropamu CYP3A4 unu CYP2C8 He TpebGyeTcst KoppeKIus A03blI.

BausHue ananmyTaMuia Ha SKCIO3UIMIO IPYIUX JIEKAPCTBEHHBIX CPEJCTB

AnamytamMup  SIBIS€TCS MOIIHBIM HHIYKTOPOM ()EPMEHTOB M YBEIMYMBACT CHHTE3 MHOTHUX
(epMEHTOB M NEPEHOCYMKOB; TO3TOMY OXKHJACTCSl B3aMMOJCHUCTBHE amallyTaMHIa CO MHOTHUMHU
pacnpoCcTpaHEHHBIMU JICKAPCTBEHHBIMH CPEICTBAMHU, KOTOPBIE SIBIAIOTCS cyOcTparamu (hepMeHTOB
WIA NEepeHOCYUKOB. CHIDKEHHE WX KOHIEHTPAUH B IUIa3ME€ MOXET ObITh CYIIECTBEHHBIM U
OPUBOAUTH K IOTEPE WIM CHIKCHHMIO KIMHMYecKoro sddekra. CyllecTBYyeT TaKXKe pPUCK
MOBBIIIEHHOTO 00Pa30BaHUs AKTUBHBIX META0OJINTOB.

Bausanue ananymamuoa na gpepmenmul, memadboruzupyroujue 1eKkapcmseeHHvle cpeocmed
HccnenoBanust in Vitro mokasamy, 49ro amamytamua u - N-ae3aMeTuiananyTaMuz  sSBISIOTCS
YMEPEHHbIMH WJIM MOLIHBIMU HHAyKTOpamu u3opepmeHtoB CYP3A4 u CYP2B6, ymepeHHbIMU

uHruouropamu nzopepmentoB CYP2B6 u CYP2C8 u cnaGeiMu uHrHOMTOpamMu H30(EepMEHTOB
7
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CYP2C9, CYP2C19 u CYP3A4. Anamytamun u|[IN3IesMeTHIamalyTammi) (g |-BAAMOT Ha

mzopepmertel CYPLA2 u CYP2D6 B TepaneBTHYECKH 3HAYMMBIX KOHIICHTpANMsIX. BiusHue
amanmyramua Ha cyoctparsl uzodepmenta CYP2B6 He ObLI0 o1ieHeHO IN VIVO, ¥ KOHEYHBIH pe3yIbTaT
B HacrosIiee BpeMs HensBecteH. Korma cyocrparsl uzopepmenta CYP2B6 (mampumep, a3dhaBupeH3)
MPUMEHSIOTCS COBMECTHO C TpermaparoM [IpameTpo, HOKEH MPOBOIUTHCS KOHTPOJIH 3a
HEXEJIaTeIbHBIMU PEakusIMi U moTepeid 3pdekTuBHOCTH cyOcTpaTa, a TaKkKe MOXKET OBITh
HeoOXoMMa KOPPEKTHUPOBKA 03Bl CyOCTparta i MOIACPKAHKS ONTHMAIBHBIX KOHIICHTPAIUA B
TIa3Me.

VY denoBeka amamyTamu SBISIETCS MOMIHBIM HHAyKTOpoM u3odepmentoB CYP3A4 u CYP2C19 u
cimabeiM mHIyKTOpoM m3odepmenta CYP2C9. B uccienoBanuy 1eKapCTBEHHOTO B3aHMOICHCTBHS C
HCIIOJIb30BAHNEM «KOKTCHIIBHOTO» ITOAX0JIa COBMECTHBIH IMPHEM amnalyTaMHJa C OJHOKPATHBIM
MEepOpaNBHBIM TIPUEMOM UyBCTBUTENBHBIX cyOcTpatoB CYP mnpuBomun kx cHmwkenunto AUC
muaazonama (cyocrpara CYP3A4) na 92 %, camxennto AUC omernpasoia (cyocrpara CYP2C19) na
85 % u cumkennio AUC S-Bapdapuna (cyoctpata CYP2C9) na 46 %. Amanytamua HE BbI3BIBAT
KJIIMHAYECKH 3HaYuMOro Bo3eicTBus Ha cyocTpat CYP2CS.

CoBMecTHBI mpueM npenapara IIpageTpo ¢ JIeKapCTBEHHBIMU IpenaparamMu, KOTOpPbIE
MeTabom3upyroTcs B ocHOBHOM m3odepmentamu CYP3A4 (manpumep, mapyHaBup, (GenoaunuH,
Muazonam, cumBactatut), CYP2C19 (manpumep, auazenam, omernpaszon) win CYP2C9 (manmpumep,
BapbapuH, (EHUTOUH), MOXKET MPHUBECTH K OCIabNeHUI0 JeicTBUS 3TUx mnpenaparoB. [lo
BO3MOXHOCTH PEKOMEHIYETCSI 3aMEHHUTh 3TH IIPEnaparhl, MO0 OCYIIECTBISATh KOHTPOJIb Ha MPEAMET
CHIDKEHUSI MX 3(PPEKTUBHOCTU, €CIIM TEparluio pelieHo Mpojoiikarh. [Ipu coBMecTHOM mpueMe
npenapata [Ipagerpo ¢ BapdapuHomM cienyer KoHTpoiupoBath ypoBenb MHO.

Nunykuus u3opepmenta CYP3A4 amamyramMuIoM MO3BOJSIET MPEAINOiaraTh, YTO MOCPEICTBOM
aKTHBAIMK sepHOro mperHan-X-perenropa (PXR) Taxke MOXET MPOMCXOANTh MHAYKIHS Y ID-
rimokyponosuntpanchepassl (YAD-I'T). CoBmectnsiit npuem npemnapara [Ipagerpo ¢ npenaparamu,
KoTopeie sBisitoTcs cyOctpatamu YID-I'T (manpumep, JI€BOTUPOKCHH, BajbIpoeBas KHUCIIOTA),
MOXXET TMPHUBECTH K CHIKCHHMIO SKCIO3WIIMHM 3TUX TMpenaparoB. [lpu coBMeCTHOM NpUMEHEHHH
npemapata [Ipagerpo c¢ cybcrpatamu YID-I'T momkna oneHuBathes moTepst PGEKTUBHOCTH
cyOcTpaTa, a TaKke MOXeT ObITh He0OXOrMa KOPPEKTHPOBKA J03bl CyOCcTpaTa Juis MOANCpKAHUS

OIITUMAJIBHBIX KOHI_ICHTpaI_II/Iﬁ B I1J1a3M¢€.
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Brusnue ananymamuda na mpancnopmepbol nekapcmeeHiipxcpeoemer ATE NEHOCTE 0003)

[TokazaHo, 4YTO amamyTtamuj SBISETCS ClAaObIM WHAYKTOpoM P-rmmkonporenna (P-gp), Oenka
pe3ucTeHTHOCTH paka MosiouHoi okene3sl (BCRP) u  mosnmmentuaa, TpaHCIOPTHPYIOIIETO
oprannyeckue aHuoHsl 1Bl (OATP1B1). HMccnenoBanue nekapCTBEHHOTO B3aUMOACHCTBHUS C
WCTIOJB30BAHUEM «KOKTEUJIBHOTO» TOAXO0Ja IOKa3aJl0, YTO COBMECTHBIH IMpHEM amnalyTaMuaa C
OJTHOKPATHBIMH TEPOPATBHBIMU JI03aMH YYBCTBUTEIBHBIX CyOCTPAaTOB TPAHCHOPTEPOB HPUBENT K
camxennto AUC dekcodenanuna (cyocrpara P-gp) Ha 30 % u camxenutro AUC posyBacraTuHa
(cyocrpata BCRP/OATP1B1) Ha 41 %, Ho He moBIUsT Ha Cmax. COBMECTHBIN MpHUEM TperapaTa
[Ipanetpo ¢ mnpenaparamMu, KOTOpble SABIsOTCA cyOcTparamu P-gp (HampuMmep, KOJIXHUIIUH,
naburatpana stekcuiar, aurokcut), BCRP umn OATPIB1 (manpumep, manatuHu0, METOTpEKcarT,
pO3yBacTaTWH, PEMarjnHUI), MOXKET TMPUBECTH K OCIAOJICHHUIO JCHCTBHUS J3TUX MperaparoB. [lpu
coBMecTHOM Tipueme npemapara [Ipagerpo ¢ cyocrparamu P-gp, BCRP umu OATP1BI neo6xomumo
OIICHUBATh TOTEPI0 AP (PEKTUBHOCTH CyOCTpaTa, a TaKkKe MOXKET ObITh HEO0X0IMMa KOPPEKTHPOBKA
JI03BI cyOcTpaTa JUTst TOAep KaHus ONITUMAIIbHBIX KOHIICHTPAIIH B IIJIa3Me.

Wcxonst w3 maHHBIX N VItro, HeNb3s MCKIIOYHTh WHCHOMPOBAHHE anaqyTaMHIOM M €ro
N-1e3MeTHIIOBEIM METab0IMTOM TpaHCIopTepa opranndeckux katuoHoB 2 (OCT2), Tpancnoprepa
opranndyeckux aHuoHOB 3 (OAT3) u OenkoB IKCTPY3UH JICKAPCTBEHHBIX MPENApaTOB U TOKCHHOB
(MATE). HWurubupoBanus in Vitro tpancmoprepa opranuueckux anuoHoB 1 (OAT1) He
Ha0JIFOJAJIOCh.

Ananoe eonadomponun-punuzune-ecopmona (I nPI’)

VYV mammentoB ¢ MI'UPIDK, momyuaBmux neinpopenuna anerar (anaigor ['HPI), omHOBpeMeHHOE
MPUMEHEHHE C aaTyTaMUJI0M HE OKa3bIBAJIO BUIUMOTO 3P QeKTa Ha SKCIO3UIIHIO JEHIpopenuHa B
PaBHOBECHOM COCTOSTHUU.

JIekapcTBEeHHbBIC NpenapaThl, VIJIUHSIIOIINE HHTESPBA OT

[TockonbKy aHApOTeH-ICPUBAIIMOHHAS TEPAIUs MOXET CIIOCOOCTBOBATh YJIMHCHUIO HWHTEpBaia
QT, HeoOXOAMMO TIIATEIBHO OLICHMBATh BO3MOXKHOCTH OJIHOBPEMEHHOI'O NMPUMEHEHHs Iperapara
[IpaneTpo ¢ ApyruMu JIeKapcTBEHHBIMU MpenapaTaMy, B OTHOIIEHUH KOTOPBIX M3BECTHO, YTO OHH
yanuHs0T uHTepBai QT win criocoOHBI BEI3BIBATh BOSHUKHOBEHHUE MUPYITHON TaXUKapIUU, TAKUMH
KaK aHTHapUTMHUYECKHe Tpernaparhl kinacca [A (Hampumep, XMHUIUH, AU3onupamMua) win kiacca [11
(HampuMep, aMHOAapOH, coTanon, AodeTwntua, UOYTWIMI), METaJ0H, MOKCU(]IOKCaIHH,

HelponenTuku (HanpuMep, rajonepuIon) u T.1. (cM. paszzaen 4.4).
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CTH (NCCNEOOBATENEHOCTE 0003)

HccenenoBanus B3auMOACUCTBUS IIPOBEIEHBI TOJIBKO Y B3POCIIbIX.

4.6. PepTHILHOCTD, 0EPEMEHHOCTD M JIAKTALMA
[Ipenapart IpageTpo mpeaycMOTpeH Al IPUMEHEHUS TOJIBKO Y JIUI MY’KCKOTO T10Ja.

KOHTD&IIGHHI/I?[ Y MYKYUH U KXCHITUH

AHaJIYTaMI/III MOXKXET OKa3bIBaATh He6JIaFOHpI/I$ITHO€ BIINAHNUEC HA paBBI/IBaIOHH/H\/JICFI IIJIOI.

HaIII/ICHTI)I, NMCHOIIIHNEC ITOJIOBBIC KOHTAKTHI C napTHepmaMH C I[CTOpOJIHI)IM IIOTCHIIMAJIOM, JOJIZKHBI
HUCIIOJIB30BAaTh HpCSCpBaTI/IBI)I B CoUCTaHUU C OOIIOJTHUTCIBbHBIM BI)ICOKOSq)q)eKTI/IBHI)IM METOOOM
KOHTpAIEIIIUU BO BpeMsI TEPAINU U B TEUCHHE 3 MECSIIEB TTOCIIe IpreMa MOCIeIHEN J03bI Ipernapara
[Ipanerpo.

bepemeHHOCTH

OCHOBI)IBaﬂCI) Ha HCCJICOOBAHUU perO)IYKTHBHOﬁ TOKCUYHOCTH Ha XHWBOTHBIX W MCXAHU3MEC
necTBus anamyTamuaa, npemnapat [IpageTpo MoxkeT oka3zaTh HEOIAronpUsATHOE BIUSHUE HA TUIOA U
MPUBECTH K TpEPHIBAaHUIO OEpeMEHHOCTH. J[aHHBIE O MPUMEHEHHWHU anaiyTamMuja y OepeMEeHHBIX
YKEHILNH OTCYTCTBYIOT.

JlakTanms

CBeneHnsl 0 MMPOHUKHOBEHUM amnalyTaMuJa WU €ro METa0OJUTOB B TPYAHOE MOJIOKO YeJIOBEKa
OTCYTCTBYIOT. PUCK AJIs IeTeil, HaXOIAIIMXCsl HAa TPYHOM BCKapMJIMBAaHUU HE UCKITIOYEH.

DepTUIBHOCTE

OCHOBEBIBasICh Ha Hucciaca0oBaHuu pCHPOHYKTHBHOﬁ TOKCMYHOCTH Ha )KMBOTHBIX, allaJlyTaMuI MOXET

IIPUBOJUTH K CHMKCHUIO (bepTI/IJ'IBHOCTI/I Y MYX4YHH C pCIPOAYKTHBHBIM IIOTCHIIUAIOM.

4.7. BiunsiHMe HAa CHOCOOHOCTH YHPABJATH TPAHCIOPTHBIMHM CpeACcTBAaMHM M padorarh ¢
MeXaHU3MaMH

HccnenoBanus mo U3yuyeHUIO BIUSHUS analyTaMHa Ha CIIOCOOHOCTh YHPAaBIATh TPAHCIOPTHBIMU
CpeacTBaMH UK paboTaTh C MEXaHU3MaMH He MTPOBOAMIUCE. HeT cBenieHuit, 4To anaxyTaMu BIHUsIET
Ha CIIOCOOHOCTH YMPAaBISATh TPAHCIIOPTHBIMHU CPEACTBAMH M pabOTaTh C MEXaHM3MaMH. YUHUTHIBas
npoduns moO6oYHBIX 3((HEKTOB, B TOM UHUCIIE€ BO3HUKHOBEHHUE CYAOPOT, CIEAyeT MpeaylpeauThb
MalUEeHTOB O CYHIECTBYIOLIEM PUCKE B OTHOIIEHWM YTIPABJICHUS TPAHCIOPTHBIMH CPEJICTBAMH M
BBITIOJTHEHUH JIPYTUX MOTEHIIMAIHHO OMACHBIX BHUJIOB JAEATEIHHOCTH, TPEOYIOIIUX TMOBBIIICHHOM

KOHICHTpAallUl BHUMAaHUA U 6BICTpOTBI MNCUXOMOTOPHBIX peaxunﬁ.
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4.8. Heike1aTe/IbHbIC peakuuu (NCCNEOOBATENEHOCTE 0003)

L

Pesrome npoduiisg 6e300acHOCTH

Haubosnee pacnpocTpaHeHHBIMH HEXEIATCIbHBIMH PEAKIUIMHU SBJISIOTCA: yTOMIIsIeMOCTh (26 %),
KO>KHast ChITib (26 % moboii crernienu u 6 % 3 unu 4 crenenn), runeprensus (22 %), NpuiIuBHI Kapa
(18 %), aprpamrust (17 %), muapes (16 %), nmamenust (13 %) u cHwkeHue Maccol Tena (13 %).
JIpyruMu BayKHbIMHU HEKEJIATSIbHBIMU PEAKLUSMHU SIBIISIOTCS iepesiombl (11 %) u runotupeos (8 %).

Tabnuunoe PE3IOME HEXKEIATCIbHBIX PeaKIIHi

HexenatenbHble peakiuu, HAOMIOJABIIMECS BO BpeMsl KIMHHUYECKHX HWCCICAOBAHUN W/WIK B
MMOCTMApPKETUHIOBOM OTBITE IPUMEHEHUS MperapaTa, MPUBEICHBI B TaOJIUIIE HUKE U pa3/ieNieHbl Ha
rpymmsl 1o yactote. [1o yacTore peakiuu KiacCUQUIUPYIOTCS CIEIYIONIMM 00pa3oM: OYeHb YacTo
(> 1/10), gacto (> 1/100, Ho < 1/10), Heuacto (> 1/1000, o < 1/100), peaxo (> /10000, o < 1/1000),
oueHb peako (< 1/10000), gacrora HemsBecTHa (Ha OCHOBAHMHM HMEIOIIMXCS JaHHBIX OICHHUTH
HEBO3MOKHO).

B kaxmoil 4acTOTHOHM Tpymme HeXenaTelbHbIe PEaKIUU TPEJCTABICHBI B TMOPSAKE CHIDKCHHS
CTENCHH TSHKECTHU.

Taouauna 1. He:kennaTejibHble peakuuu

Knacc cucremsl opranon HexenarenbHasi peakius U 4acToTa
DHAOKPUHHBIEC HAPYIICHUS YacTo: runotupeos”
Hapymiennst metabonm3Ma v MUTaHUS OueHb YacTO: CHUKEHHBIN alMEeTUT

Yacro: TUIEepX0JIeCTepUHEMUS,

TUNEPTPUTIUIICPUTICMHUS

HapymeHusi co cTOpoHBI HEPBHON CHCTEMBI Yacro: JICTEB3US, UIIEMUYECKUE
11epeOpOBaCKyIApHbIE HAPYLICHUS"
Heuwacro: cynoporu® (cm. pasnen 4.4), cuaapom

OECIIOKOMHBIX HOT

HapymeHI/m CO CTOPOHEI cepala Yacro: uieMuyeckas 00JIE3Hb cepnuad
YacToTa HEU3BECTHA: YAJIMHCHUEC UHTCPBAJIa QT

(cm. pa3nenst 4.4 1 4.5)

HapymeHI/I;I CO CTOPOHBI COCYA0OB Ouenb yacTo: IIPpUJINBbBI, TUTICPTCH3UA

HapymeHI/I;I CO CTOpPOHBI OpraHoOB HAbIXaHUH, YacroTa HCHU3BCCTHA: HHTCPCTUIHUAIBHOC

pr,[[HOfI KIJICTKHU U CPCHOCTCHUS 3a00JIeBaHUE J'IGI"KI/IXf
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}Keﬂy):[OI{Ho-KHmeqHHe HapylICHUsI Oqeﬂﬂ{q,'@(;m: mmapes | ElNEHOC TR -j:.-j:u_“_:-j{:;

Hapymennss co CTOpOHBI KOXKH M THOJKOXHBIX

TKaHEN

OueHb YacTo: KOXKHAsI ChIIb

Yacro: 3yn, anoneuus

UYacTtoTa HEU3BECTHA: JIEKAPCTBEHHAsI peaKius,
COIIPOBOXKIaeMast 903MHOPHUITHEH u
cucremubvMu cumntomamu (DRESS-cunapom),
cugapom  CruBeHca-/[)KOHCOHA/TOKCHYECKUI

snuaepManbHEIT Hekpomms (CCJI/TOH)

Hapymenns  co CTOPOHBI  MBIIICYHOM,

CKEJIETHOU U COENMHUTEIbHON TKaHU

OueHb 9acTo: TepesioMbld, apTpairus

YacTo: MBIIIIEYHBINA CIIa3M

OO0mue HapymieHUss M peakuuu B MeCTe

BBEICHUA

OdeHb 4acTo: yTOMIISIEMOCTh

JlaGopaTopHble U UHCTPYMEHTAJIbHbIE TaHHbIE

OueHp 9acTo: CHIDKEHHE MacChl Tella

Tp dBMBI, HMHTOKCUKAIIN n OCJIOKHECHUA

HpOLEAyp

OueHp 4acTo: ciydau MaJIeHus

8 BKIouaer THIOTHPEO3,

AyTONMMYHHBIH ~ THPEOWINUT, CHIDKEHHE

TPUMNOITUPOHHUHA.

MOBBIIIICHHE THPEOTPONTHOTO TOPMOHAa B KPOBH,

YPOBHS

CHM)KCHUE THUPOKCHUHA,

CBOOOIHOTO THPOKCHHA, CHW)KCHHE YPOBHS

b Brmroyaer TpaH3MTOPHYIO HIIEMHYECKYIO aTaKy, OCTPOE HApyIICHHE MO3TOBOrO KpOBOOOpAIICHHMS,

paccTpoCTBO MO3TOBOIO KPOBOOOpAIICHHUS, HINEMUYECKUH WHCYIBT, apTEPUOCKICPO3 COHHOW apTepuH,

CTEHO3 COHHOW apTepuH, TeMumapes, JaKyHapHBIH WHMAPKT, JaKyHapHBIH HHCYJIBT, TPOMOOTHYECKHI

WH(}APKT TOJOBHOTO MO3Ta, COCYAUCTYIO dHIEe(aIonaTHio, HHPAPKT MO3KEUKa, [epeOpatbHblii HHPAPKT U

epeOpaIbHyIO UIIEMHIO.

¢ BKIIFOYAET MPHKYCHIBAHUE S3BIKA.

¢ BkmodaeT CTeHOKap/IHIo, HECTAOUIBHYIO CTEHOKAp/NIO, HH(APKT MEOKAp/a, OCTPHIA HH(APKT MHOKap/a,

OKKJIFO3MI0 KOPOHApHOH apTepuH,

CTEHO3 KOpPOHApHOM apTepuu, OCTPbId KOPOHAPHBIM CHHIPOM,

apTeprOCKIepo3 KOPOHAPHOH apTepHy, aHOMAITMH HPH IPOBEICHUH CEPACYHOTO CTPECC-TECTA, MOBBIIICHUE

YPOBHSI TPOTIIOHMHA, UIIIEMHUIO MUOKAp/a.

¢ CM. «KoskHas ChIIb)» B pasnaeine «Omnucanue OTACIBbHBIX HECXCIAaTCIIbHBIX peaKHHﬁ)).

fCm paznen 4.4.

9 Bxmrouaer nepesoMm pera, MEepeJIOM MO3BOHKA MOSICHUYHOI'O OTACTIA IMO3BOHOYHHKA, KOMHpCCCI/IOHHLH\/'I

epejioM NO3BOHOYHHUKA, IEPCIOM IMO3BOHOYHHKA, MNEPEIOM CTOIIbI, IEPEIIOM TaBOGeI[peHHOFO CyCTaBa,

rnepejom ILUICYEBOM KOCTH, HCPCJIOM IIO03BOHKA TI'PYJAHOTO OTACTIA IMO3BOHOYHHKA, HICPCIOM BerHefI

KOHCYHOCTH, IICPCIIOM KpECTLa, NCPCIOM PYKH, IIEPCIOM JIOHHOM KOCTH, IIEPCIOM BepTHY)KHOﬁ BITaIWHBI,

12
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NEPEIIOM JIOABIKKH, KOMIPECCHOHHBIH IIEPENoM, FICPEoM XPRIEBOH-YacTm pedpa; JHepRrQM LB KoCTH

geperna, epesioM HIKHEH KOHEYHOCTH, OCTEOTIOPOTHICCKIH LICPCIIOM, HIEPETOM KOCTCH 3alsICTh, OTPHIBHON
MepesioM, TepeioM MajIo0epIOBON KOCTH, MEPEIOM KOMUYMKOBOW KOCTH, MEPEIIOM KOCTEH Ta3za, MepeoM
JIy4EBOM KOCTH, TIEPEJIOM TPYAMHBI, CTPECCOBBIM MEPETIOM, TPAaBMAaTHUECKUN MEPEIIOM, MEPETIOM LIEHHOTrO
OTJeJa TI03BOHOYHHUKA, TepelioM Helkn Oespa, mepenom OonbliebeprioBoid koctH. CM. HUKE Moapasze
Tlaoenus u neperomoi.

Onucanue OTJICILHBIX HeXKEIATSIbHBIX PEAKITUMN

Koorcnas coino

KoxxHas cbinb, CBsI3aHHAs C MPUMEHEHHUEM aralyTaMK/Ia, Yalle BCero ONMUCHIBANIACh KaK MaKyJIsIpHAs
WU MaKyJIomamyJie3Hasi Chillb. Y TAIMEHTOB PETUCTPUPOBAIUCH CIEAYIOIIME BapUAHThl KOKHOU
CBIIIM: CBINb, MAKYJIONAIyJIE3HAasl ChbIlb, T€HEPAIN30BAHHAS ChIllb, KPalIUBHULA, 3yJsAL1as CHIIb,
MaKyJie3Hasi ChITlb, KOHBIOHKTHUBUT, MyJIbTH(OPMHAS SPUTEMA, MAMyJIe3HasH ChIMb, MIEITYIIEHUE KOXH,
CHIMIb HAa TIOJIOBBIX OpraHax, dpUTEMaTO3Has ChIMlb, CTOMATHUT, JICKAPCTBEHHAs CHITb, S3BEHHBIN
CTOMATHUT, TYCTyJe3Has ChbIllb, My3bIpHU, TMaMyNibl, NEeM(HUTOWJ, 3pO3Us KOXHU, ICPMATHT U
BE3UKYJIApHas cbillb. HekenmaTesnbHblE peakuuu B BHUJE KOXHOM CBIK OTMEYaNuch y 26 %
MalMEeHTOB, OJyYaBIIKX anaryTaMu. CeIllb 3 CTENEHHU TSDKECTH (OTpeIelIeHHAs! KaK TOKPBIBAIOIIAs
> 30 % Bcell miomaaM MOBEPXHOCTH Tena) Oblla oTMedeHa y 6 % NalMeHTOB, MOJIyYaBLIUX
anagryTamuI.

Menmnana koandecTBa JHEH 10 MOSIBISHUS KOXKHOM ChImM cocTaBuia 83 mnusd. Y 78 % manmeHToB CHIITh
paspemanach B cpeaHeM 3a 78 mHel. JlekapcTBEHHbIE CpelicTBa JI KOPPEKIMU CHIITA BKJIIOYAIN
MeCTHBIE (POPMBI KOPTUKOCTEPOHIOB, IEPOPATILHBIE AHTUTUCTAMHUHHEIE IIpernaparsl, 19 % nanneHton
MOJIy4ajdy CHCTEMHbIe KOpTHKOcTepoupl. Cpeau MalueHTOB C KOXHOW CHIbIO BPEMEHHO
MIPEeKpaTUiIN mpueM npemnapata 28 % u cHU3WIN 1036l mpenapaTta — 14 % (cM. pasnen 4.2). Koxnas
CBINb peruaAuBHpoBaia y 59 % mNalueHToB, y KOTOPBIX IMpernapaT ObUl MPUMEHEH MOBTOPHO MOCIE
BPEMEHHOT0 TMpeKpaiieHus Tepanuu. [Ipuem amamyramuia u3-3a KOXKHOM ChINM OBLT MPEKpaIIeH Y
7 % ManueHToB.

Ilaoenus u nepenomoi

B wmunnueckom wuccienosannu ARN-509-003 (SPARTAN) mepenomsr otmeuanuchk y 11,7 %
MAlMEeHTOB, MOMYYaBIINX ananyTamun, u y 6,5 % mnamueHtoB, momydaBimux mianebo. B obenx
rpynmnax jeueHusl y MOJOBUHBI MAIllMeHTOB ObUIM 3aperUCTPUPOBAHBI CIIy4Yau MaJCHUs B TeUeHUE 7
nHer no nepenoma. Crnyuyau majeHust HaOIroAamuch y 15,6 % nanueHToB, NOTy4YaBIINX anmanyTaMu/I,

ny 9,0 % manueHToB, MOTyYaBIIUX MUTanedo (cM. pasaen 4.4).
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COOTBETCTBYET QKCNEPTHOMY OTYETY
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Hwemuueckan 6oreznb cepoya u umemudeckup yepeopopaoryIspipreamenac T 0003)

B panpomusupoBanHom kiauHudeckom wuccienoBanuu (SPARTAN) y mamuentoB ¢ HMKPPIDK
uiieMudeckas 00Je3Hb cepana Habmonanack y 4 % MmamueHToB, MoJy4yaBIINX anatyTamun, 1y 3 %
MalUEHTOB, OJy4YaBUIMX Mianedo. B pannomusupoBanHoMm kinHudeckoM uccienosanuu (TITAN)
y mnamuentoB ¢ MIYPIDK wumemnueckass Oosie3np cepana HaOmiopanack y 4 % MalMeHToB,
MOJTY4aBIIUX anajgyTamMua, 1y 2 % ManueHToB, noidydaBmux mianebo. B uccnenoBanusx SPARTAN
u TITAN, 6 nammentoB (0,5 %), monydapmmx anainytamun, u 2 mamuenta (0,2 %), morydaBmmx
manedo, yMepiii OT UIIeMHYecKoi 00sie3Hu cepana (cM. pazaen 4.4).

B uccnenoannu SPARTAN ¢ MenuanaMu IIUTENBHOCTH TEpaAIlUU anayiyTaMua v mianebo 32,9 u
11,5 mecsiia, COOTBETCTBEHHO, MIIEMUYECKHE 1EPEOPOBACKYJIISIPHBIE HAPYIICHUs] HAOJIOMAIUCh Y
4% u 1 % manueHToB, MOJyYaBIIMX anaxyTaMu/ U Tutare6o (cM. Beime). B uccnegoBanuu TITAN
UIIeMHYecKue LepeOpOBACKYIISIpHbIE HApyIIEHUS OTMEYAJIUCh B OJIMHAKOBOM COOTHOILIEHUU Y
nmanueHToB B rpymme amamytamuaa (1,5 %) u mnane6o (1,5 %). Ilo pesynbratam uccieqoBaHU
SPARTAN u TITAN, 2 namuenra (0,2 %), noay4aBmMX anajxyTaMua, YMEPIH OT UIIEMHYECKOTO
1epeOpOBACKYIISIPHOTO HapyIICHUs, B TO BpeMsl KaK B TpyIIe Iuiaiedo HU OJUH MallUeHT HEe yMep
BCJICJICTBUE ITUX SIBJICHUH (CM. pasnen 4.4).

T'unomupeos

l'mnotupeos, mo pe3ynbraraMm wuccienoBanus tupeorpomHoro ropmona (TTI) wepe3 kaxapie
4 mecsia, ObLT 3aperucTpupoBaH y 8 % MalueHToB, MOJy4YaBIIMX anatyTaMua, Uy 2 % MalueHToB,
noJty4aBIIux miane6o. HexxenarenbHbie siBIeHUS 3 WK 4 CTENEHU TSHKECTH OTCYTCTBOBAJIH.
Pa3Butne runotupeosa Habmogasoch y 30 % manueHToB, yKe MOIYYaBUIMX 3aMECTHTEIbHYIO
Tepanuio rOpMOHAMH IIUTOBHUIHOMN Keje3bl, B TpyIie anajtyTamuaa u 'y 3 % MHalueHToB B TpyIe
rianefo. Y nanueHToB 6e3 3aMecTUTEIbHON TOPMOHAIBHON Tepanuyu TUIOTUPE03 pa3BuBaiicsa y 7 %
MAIMEHTOB, MOJYYaBIINX amanyTaMul, u y 2 % MalueHToB, Moidy4yaBiux ramnedo. [Ipu Hanuuum
KIIMHUYECKHUX MMOKa3aHUi He0OX0IMMO HaYaTh 3aMECTUTEIBHYIO TeParuio TOPMOHAMHU LTUTOBUTHOM

JKeJe3bl WM CKOPPEKTUPOBATh ee A03y (cM. pazzaen 4.5).

COO6H_[6HI/IC 0 TOA03PEBACMBIX HCXKCIIATCIIbHBIX PCAKIIUAX

Baxwuo COO6H_IaTB 0 IOA03PCBACMBIX HCIKCIIATCIIbHBIX PECAKIUAX ITOCIIC PETUCTPpAUU JICKAPCTBECHHOI'O
nperapara € LEJIbRO obecneueHUs HCIIPEPBIBHOI'O MOHUTOPUHI'Aa COOTHOLICHUA «I10JIb3a-PHUCK»
JICKApCTBCHHOT'O TIIpfliapara. MeauuHCKUM pa6OTHI/IKaM PECKOMCHAYCTCA COO6H_IaTB 0 JIFOOBIX

MoAO3pCBACMbBIX HECKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O Ipfcrapara 4YCpe3 HAIMOHAJIbHBIC
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COOTBETCTEBYET QKCIHEFPTHOMY QTYHETY
ot 21.10.2025 N2 26367
CUCTEMbI COOOIIEHHS O HEXENaTeNbHbIX |peakiusx |(TOCYMaNcTs AT HiIeHOB Bepaanii¢koro

KOHOMHUYECKOT'O COI03a:

Poccuiickas @edepayus

denepanbHas Ciryx0a 1Mo Haa30py B cdepe 3paBoOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBstHCKas 1iomaip, 1. 4, ctp. 1

Temedon: +7 800 550 99 03

DnektponHas nouta: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caiit; www.roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

PecniyOnukanckoe rocynapCTBEHHOE TMpEANpHUSITHE Ha TMpaBe  XO3AWCTBEHHOIO  BEICHUS
«HannoHanbHeIi L{eHTp SKCEepPTU3bI JEKAPCTBEHHBIX CPEACTB U MEAUIIMHCKUX U3aenni» Komurera
MEJIMIIMHCKOTO ¥ (hapMarieBTUIECKOTO KOHTpOJisi MuHHCTEepCTBa 31paBooxpaHeHus PecryOnuku
Kazaxcran

Anpec: 010000, r. Acrana, paiion baitkonsip, yi. A. Umanoga, 13 (BL] «Hypcaynet 2»)

Tenedon: +7 7172 235-135, +7 7172 789-890

Dnexrponnas nmoura: farm@dari.kz, pdlc@ dari.kz

Caiit B nH(pOpPMAIIMOHHO-TEJIEKOMMYHHUKAMOHHOM ceTn « HTepHeT»: Www.ndda.kz

Pecnybnuxa berapyco

PecniyOnukanckoe ynutapHoe npeanpusatue «LleHTp skcrepTH3 u UCTIBITaHUH B 3[paBOOXPaHEHUNY
Anpec: 220037, r. Munck, nep. ToBapuiieckuii, 2a

Tenedon: +375 17 231-85-14, +375 17 354-53-53

DnektponHas mouta: rceth@rceth.by

Caiit B nH()OPMAIIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «HTepHe™»: www.rceth.by

Pecnybnuxa Apmenus

«HayuHBIii TIEHTp OSKCHEpTH3Bl JIEKapCTB W MEAWIMHCKAX TEXHOJOTHUH WM. aKaJeMHKa
3. N'abpuensHay

Anpec: 0051, r. EpeBan, np. Komuraca 49/5

Tenedon: +374 60 83-00-73, +374 10 20-05-05

OnektponHas mouta: info@ampra.am

CaiiT B nH(MOpPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTn «HTepHeT»: WWW.pharm.am
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 21.10.2025 N2 26367
(NCCNEOOBATENEHOCTE 0003)

Kuipevizckaa Pecnyonuka

JlemaptaMeHT JIEKapCTBEHHBIX CPEICTB M MEIUMUMHCKUX u3Aeauil 1npu  MuHuctepcTe
3npaBooxpanenust Koipreizckoit PecryOnuku

Anpec: 720044, r. bumkek, yi. 3-1 Jlunus, 25

Tenedon: 0800 800-26-26, +996 312 21 92 86

OnektponHas nmouta: pharm@dlsmi.kg

CaiiT B mH(GOpMaIIMOHHO-TEIEKOMMYHUKAIIMOHHON ceTn «HTepHeT»: www.dIsmi.kg

4.9. [lepeno3upoBka

Crenunduyeckuii aHTUIOT anaigyTtamuga orcyTctByeT. Ilpu moze, paBhoit 480 mr 1 pa3 B CyTkH
(B 2 pa3a Bblllle PEKOMEHIOBAaHHON CYTOYHOM J103bl), TO30JUMHUTHPYIOIIEH TOKCUYHOCTH OTMEUYEHO
He ObLIO.

CUMIOTOMBI

IToGouHble peakuy B ciiyyae epeio3UpOBKHU IT0Ka HEe HAOII0OJAIUCh, IPENOIaraeTcs, YTo peaKkiuu
OyIlyT aHAJIOTMYHBI TOOOYHBIM PEAKIIHAM, TIEPEUNCIICHHBIM B paszeie 4.8.

Jleuenue

B ciydae nepeno3upoBku HEOOXOAMMO MPEKPaTUTh NpueM npemnapara IIpagerpo u HauaTh obuiee
MOAJCPKUBAIOLIEE JICYCHUE [0 YMEHBIICHHS SBICHUM KIMHUYECKOM TOKCUYHOCTH WIH €€

paspeleHusl.

5. DPAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. apmakoguHAMHUYeCKHE CBOHCTBA

dapmakoTepaneBTHIECKas IPYIIIa; POTUBOOITYX0JIEBbIC TOPMOHAIBHBIC TIPENapaThl U aHTArOHUCTHI
TOPMOHOB; aHTarOHUCTHI TOPMOHOB M POJCTBEHHBIE COCTMHEHHS, aHTHAHIPOTCHBI.

Kon ATX: L02BB05

MexaHn3M aericTBUS

AnamyramMmpa, — 3TO TPHUHUMAEMbI MEpOpPANIbHO CENEKTUBHBIM HMHIHOUTOP aHAPOr€HOBOTO
penenTopa, KOTOPhI HalpsMYIO CBSI3BIBAETCS C JIMTAHA-CBSI3bIBAIOLIMM JOMEHOM aHIPOr€HOBOIO
peuentopa. AnamyTamMuj MNPENATCTBYET SIEPHOM TPAHCIOKALMU aHAPOTE€HOBOIO pELENTOopa,
UHTUOUpyeT  CBsi3bIBaHME C  Je30kcupuOoHykinenmHoBod — kuciotod  ([AHK), mapymraer

OIMMOCPCAOBAHHYIKO AHAPOIrCHOBBIM PCUCITOPOM TPAHCKPUIIIMKO U HE 06J1az[aeT AKTUBHOCTBIO B
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 21.10.2025 N2 26367
Ka4yeCTBE aroHUCTa aHJAPOrE€HOBBIX PELENTOPOB (M0 JGHFKIM HOKHHY TECKEX-|doCieaoBannii). B

MBILIMHBIX MOJICIISAX PaKa MPeCTaTeIbHOM jKeJIe3bl BBEICHHE allallyTaMK/Ia IPUBOIMIIO K CHUKCHHUIO
nposuQepanny OMyXoJIEeBbIX KIETOK M YBEIUUSHHIO alloNTo3a, YTO COMPOBOKAATOCH 3HAUUTEIILHOM
MPOTHUBOOIYXO0JICBOH aKTHBHOCTBIO. AKTUBHOCTh OCHOBHOTO MeTaboiuTa, N-1e3mMeruianaiyTaMu/a,
COCTaBJIsIa OJIHY TPETh OT IN VItro akTUBHOCTH anaayTaMua.

Daexrpodus3nonaorusa cepaua

Bnusinue ananyramuga B go3e o 240 mr 1 pa3 B cytku Ha unrepBasl QTc uzydanoch B OTKpPBITOM,
HEKOHTPOJIUPYEMOM, MHOTOLIEHTPOBOM HccienoBanun uHTepBana QT B opHolt rpymme u3
45 manmmenToB ¢ KPPIDK. B paBHOBECHOM COCTOSIHMM MakCUMaJIbHOE CpPEeIHEE U3BMEHEHHNE HHTEpBaja
QTcF mo cpaBHeHHI0 ¢ MCXOAHBIM cocTaBmwio 12,4 mc (BepxHsisi rpanuma AByctopoHHero 90 %
noseputenbHoro uatepsaia (JJN): 16,0 mc). [Ipu aHanu3e B3aMMOCBSI3U CUCTEMHOM SKCIO3HMIIUN H
untepasia QT ObUIO BBICKAa3aHO MPEAINOIIOKEHHE O 3aBUCMMOM OT KOHIIEHTpAlMH anaiyTaMuja U
€ro akTUBHOr0 MeTabomnuTa yuinHeHun uarepBaita QTcF.

Knuanueckas 3ddeKkTHBHOCTE 1 O€30I1aCHOCTD

O¢ddexTuBHOCTP U OE30MACHOCTH anagyTaMuja Obljla YCTAaHOBJIEHA B JIBYX PaHIOMH3UPOBAHHBIX
JBOMHBIX CJEMbIX I1ae00-KOHTPOIUPYEMbIX MHOTOLEHTPOBBIX KIMHHYECKUX uccieaoBaHusx |1
dassr, ucciaenoBanun ARN-509-003 (SPARTAN) (amKPPITXK) u uccinenoBanuu 56021927PCR3002
(TITAN) (M['YPITX).

TITAN: memacmamuueckuii 20pmoHouy8CcmMEUmMeENbHLIL paK npedcmamenbroll scenesvl (Ml YPIDK)
UccnenoBanme TITAN mpeacraBisuio co0oil paHIOMHU3UPOBAHHOE, JBOWHOE CIIETOe, Iaredo-
KOHTPOJIMPYEMOE, MEKYHAPOJHOE, MHOT'OLIEHTPOBOE KIIMHUYECKOE UCCIIEIOBAHKE, B KOTOPOE ObLIH
BrimrodeHbl 1052 mamuwenta ¢ MIYPIDK (B cootHomenwum 1:1) mist modydeHHs Tepamuu
anajgyTaMHJIOM IepopaibHo B 103¢ 240 Mr oamH pa3 B cyTku (N = 525) umm mmane6o oauH pas B
cytku (N = 527). V Bcex nanueHToB TpeOOBaIOCh HATMYUE XOTS ObI OJTHOTO METACTATUYECKOTO OYara
B KOCTH IPM CKAaHMPOBAaHUHU KocTeil ¢ ucnonb3opanueM Texnenus ™. TlarmeHTs HCKIIOUATHCEH U3
WCCIIEIOBAHMS, €CIM OdYar MEeTacTa3WpOBaHUs OTrPaHUYHMBAICA JUM(ATUYECKUMU Y3JIaMH WIH
BHYTPEHHUMU OpraHamu (Hampumep, Ne4eHbI0 Win JierkuM). Bee manmenTst B uccnenoBanuu TITAN
MOJIy4ajdy COMyTCTBYIOLIYIO Tepanuio aHamoramu [HPI, unmum panee um Oblia mpoBeneHa
IBYXCTOPOHHSIST opxumpkToMusi. Oxono 11 % mammeHToB paHee MOJydaad JICYSHHE JTOIETaKCeIOM
(MakcuMyM 6 IIUKJIOB, MOCIEIHSS 1032 < 2 MecsIia 0 paHAOMHU3alMd U COXPAHEHHBIM OTBETOM [0
panaomuzanuu). Kpurepun UCKIIOUEHHS BKIIOYATH TUATHOCTUPOBAHHBIE METACTa3bl B TOJOBHOIM
MO3T; TMPEAIIECTBYIONIEe JICYCHHE IPYTMMH aHTHAHJIPOTC€HAMH HOBOT'O TOKOJEHHS (Hampumep,

sH3aTyTaMuzioM), uHruouropamu CYP17 (manpumep, aOupaTepoHa ameraT), UMMYHOTEparuei
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COOTBETCTBYET SKCNEPTHOMY OTYETY
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(Hanpumep, curyneyuen-T), paanodapmaneBTHHECKUMH|TEHTa ME|IHE AP YT AMA- MeTOofaMK feHeHus

paka TPOCTAaThl; WIM HAJIWYHNE B aHaMHE3€ CYyJIOpOT WM COCTOSHUH, MPEApacroararmiux K
Pa3BHUTHIO CYAOPOT.

[MarueHTH! OBLTM CTPATH(HUITMPOBAHBI 1O MIKaie [JIMcoHa HA MOMEHT YCTaHOBJICHHS JUAr{Ho3a, Mo
MPEAIISCTBYIOMIEMY HWCIOJNB30BAHUIO JIOINIETAKCeNla W 1O reorpapuieckoMy peruony. B
WCCJICIOBAaHKME MOTJIM BKITFOYATHCS MAIMEHTHI ¢ OOIBIIMM U MaibiM 00bemMoM MIYPTIK.
3aboneBaHne OMpPEAEISUIOCh Kak 3a0oyieBaHUE C OONBIIMM OOBEMOM IPH YCIOBUU HAIMYHA
BHCIIEPATEHBIX METACTAa30B U 110 MEHBIIICH Mepe OTHOTO METACTATUICCKOT0 0Yara MmopakeHus! KOCTH
WJIH TIPU HAJTMYHAN, KaK MUHAMYM, 4-X 04aroB MOPaKEeHUs KOCTeH U He MEeHee 1-To odara mopaxeHus
KOCTH BHE IMO3BOHOYHHUKA HJIM KOCTEH Ta3za. 3a0oieBaHNe Majioro 00beMa ONpeessiioch Kak HATnIne
ouara(oB) MOpaXeHUs1 KOCTH, HE OTBEUAIOIIIETO OIPEICTIECHUI0 3a00IeBaHUsI C OOIBIINM 00BEMOM.
[IpencraBieHHble HIKE aeMorpaduueckde JaHHBIC TAIMCHTOB M HWCXOJHBIE XapaKTePUCTHKH
3a0osieBaHus ObUIM cOaJaHCHpPOBAHBI MPU CPAaBHEHHM JBYX TIPYII JieueHUs. MeauaHa Bo3pacTta
cocraBuia 68 net (auamnazon 43-94) u 23 % nauuenToB O6bUIH B Bo3pacte 75 et uinu crapue. [Ipu
pacmpenenenun o pacam 68% manueHToB ObUTH eBpOIeOuaHON packl, 22 % aszuarckoi u 2 % —
HerpouaHoi pacbl. 63 % manueHToB UMeNn OoJNbLIoN 00BEeM OmyxoJieBoil macchl, 37 % — umenu
Majbli 00BbeM omyxoyieBoi Macchl. Y 16 % manueHTOB paHee MPOBOJWIOCH XHUPYPrUYECKOE
BMEIIATENIbCTBO, JIyueBas Tepanus Ha o0JacTh MpocTaThl MM 00a STUX BMeIaTelnbCcTBa. Y
OOJIBIIIMHCTBA MAI[MEHTOB I0Ka3aTeNb Mo Inkajae [mcona cocraBua 7 wiam Bhiie (92 %). 68 %
MalUMEeHTOB B TMEPUOJ [0 TMOSIBICHHS METAacTa30B MOJy4Yalld TMPEALIEeCTBYIOIIEEe JICUCHHE
aHTHAHJIPOTeHHBIMU MperapaTaMu MepBOro MOKOJICHUS. XO0TS KPUTEPUU YCTOMUYUBOCTH K KacTpalluu
He OBLIM OIpe/eieHbl Ha MUCXOAHOM ypoBHE, 94 % manmueHTOB MPOJIEMOHCTPUPOBAIM CHUYKEHHE
ypoBH# npocTaT-crienupuyeckoro anturena ([ICA) ot Hauana aHaporeH-IenpruBallMOHHON Tepanuu
JI0 TIEpBOM J103bl amamyTaMuja WiM Iuianebo. Bece mamueHTsl, 32 UCKIIOUEHHEM OIHOTO B TPYyIIe
rane0o, Ha MOMEHT Hadana ucciefoBanus umenu 0 win 1 Gann Mo mIKane OIEHKU OOIIero
cocTosiHUS nanueHTa Bocrounoii o6bequHenHol rpynmsl onkonoros (ECOG PS). Cpenu nanneHTos,
npekpatuBmux uccienyemyto tepanuto (N =271 g mmane6o u N =170 mns anamyramunaa),
HamOoJee 4YacToil MPUYMHOW MPEKpaIlleHUs] ydacTHs B MCCJIEIOBAaHUU B 00€HMX Tpymmnax ObLIO
nporpeccupoBanue 3aboneBanus. Cpenu MalKMEHTOB, TMOJIYYaBIIMX IUIae0o, MOCIeayromIast
MIPOTUBOOITYXOJIeBas Tepamnus norpedoBanach OonbleMy yuciy nanueHToB (73 %) mo cpaBHEHUIO C

IPYIIIOi MAI[MEHTOB, MOMyYaBIuX ananytamun (54 %).
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COOTBETCTBYET SKCNEPTHOMY OTYETY
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OcHOBHBIMM ~ NOKazaTensaMu  dhdekTuBHO¢TH  OBIIHL ) OO 1 /BFEKABAENACTH, (((OB) u

panuorpaduyeckas BDKHBaeMOCTh 0e3 mporpeccupoBanus (pBbII). [lanabie o ¢ pexTHBHOCTH,

nonyyeHnble B uccienaoBanuu T1TAN npexacrasiens! B Tabauie 2 1 Ha pucyHkax 1 u 2.

Tadauua 2: O0630p JaHHBIX OLeHKH Y(PPEKTUBHOCTH — MOMYJISIIIUN «COTJIACHO HA3HAYEHHOMY
Jgedennio» nanuentToB ¢ MI'YPIIK (TITAN)

Koneunasi Touka Anagyrammn Ilnauedo
N =525 N = 527

OCHOBHO¥ aHAIM3 001I€eil BLEKHBAEMOCTH®
CwmeptenbHbie ucxopl (%) 83 (16 %) 117 (22 %)
Menuana, mecsisl (95 % A1) NE (NE; NE) NE (NE; NE)
Orromienne pruckos (95 % JIN)° 0,671 (0,507; 0,890)
3nauenue p° 0,0053
AHAJIH3 001Ieil BLIKHBAEMOCTH ¢ YUeTOM JONOTHEHHBIX TAHHDBIX °
CwmeprenbHbie ucxo/pl (%) 170 (32 %) 235 (45 %)
Meauana, mecsitbt (95 % JI1) NE (NE; NE) 52 (42; NE)
Orromenne pruckos (95 % JN)° 0,651 (0,534; 0,793)
3Hauenue p° <0,0001
Panuorpaguyeckasi BLKHBAEMOCTb 0€3 POrpeccHpOBaHMS
[porpeccupopanue 3a00IeBaHUs HIIH CMEPTh 134 (26 %) 231 (44 %)
(%)
Meauana, mecsites (95 % 1) NE (NE; NE) 22,08 (18,46; 32,92)
OrHolenue puckos (95 % JIN)° 0,484 (0,391, 0,600)
3nauenue p° < 0,0001

8 D10 OCHOBaHO Ha 3apaHee 3aIUIAHUPOBAHHOM IPOMEKYTOYHOM aHaIW3e, MPOBEICHHOM MPH MEIHaHEe
MPOJOKUTEIBHOCTH HAOIOACHUS B 22 MecsIa.

b OrHOIIEHNE PHCKOB MOTYYEHO B CTPATH(UIMPOBAHHON MOJENH MPONOPHHOHANBHBIX PUCKOB. 3HAUCHHE
OTHOIIICHUS PUCKOB < | TOBOPHT O MPEBOCXOJICTBE AKTUBHOMN TEPAITHHL.

¢ 3HaueHUe P MOJYUIEHO C MOMOIIBIO JIOTPAHTOBOTO KPUTEPHsI CO CTpaTH(GUKAIIMEN B 3aBHCHMOCTH OT YHCIIa
OamioB mo mkame [mcoHa Ha MOMEHT IOCTaHOBKHM nauarHoza (<7 mmbo >7), permona (CeBepHas
Awmepuka/EC mnbo mpodne cTpaHsl) U IPEIIIECTBYOIIETo puMeHeHus norerakcena ([la npotus Her).

¢ Menuana npoJ0/KHTEILHOCTH HAOMIOIeH s — 44 Mecsna.

¢ JlaHHOE 3HAYeHHWE P SABJIACTCS HOMHMHAJIBHBIM W HE HCIOJIB3yeTCs IS (POPMaAIbHOIO CTATHCTHYECKOTO
TECTUPOBAHHUSI.

NE = ne mommaercs onenke (Not Estimable).

B IICPBUYHOM aHAJIU3C OBLIO NpoOACMOHCTPUPOBAHO CTATUCTHYCCKHU 3HAUYUMOC YIYUIICHUC OB n
pBBH Y HaguCeHTOB, PAaHAOMU3ZUPOBAHHBIX I MPUCMA alldlyTaMHua B CPABHCHUHN C ITAIMCHTAMU,
PaHAOMU3UPOBAHHBIMU IS TIpHUEMaA rmaue60. O6noBneHHbIN aHanu3 OB ObLI IMPOBCICH BO BpPEMsL
OKOHYATCJIBbHOI'O aHaJIn3a UCCIICA0OBAHMA, KOIraa obLT 0OTMEueHO 405 CMepTeﬁ Ipu CpCAHCM 3HAYCHUU
nepuoaa Ha6J'IIOI[eHI/IH 44 MceciAana. PeBy.]'ILTaTLI 3TOr0 OOHOBJICHHOT'O aHajIM3a COOTBETCTBOBAIU

AAaHHBIM IPCABAPUTCIIBHO OIIPCACIICHHOTIO IPOMCEIKYTOUYHOT'O aHAJIHN34a.
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ot 21.10.2025 N2 26367
VYiydmenue OB 6b110 NPOJEMOHCTPHPOBAHO flayKe HECMOTPS [HE [0, H19 39 %6, RAlHEHEOR (B IpyTIIe

COOTBETCTBYET QRCHEFTHOMY QTYETY

ranebo NepeluI Ha MpHeM anallyTaMyia MpH OTCYTCTBHH MPOTPECCUPOBAHUS (KPOCCOBED), MPH
9TOM M€JMaHa JISYeHUs COCTaBUiIa 15 MecsleB py nepexoe Ha anajryTaMUI.

Croiikoe ymyumenue pBBI1 HaOmoanock Bo Bcex MOArpyIax MaieHToB, BKIOYas 3a00JIeBaHUE C
OO0JIBIITNM HMJTM MaJIbIM 00BEMOM, CTa/INI0 METACTa3MPOBAHM HA MOMEHT MOCTaHOBKH auarHo3a (MO
unu M1), npenmecTByroiee UCIOIb30BaHNUE JOlETaKcena (Ja Wik HeT), Bo3pacT (< 65, > 65 wiu
> 75 ner), ucxoaublii ypoeHb IICA Bblllle MeauaHbl (J1a UM HET) U KOJUYECTBO MOPAXKEHUN KOCTEH
(< 10 wm > 10).

Croiikoe ynyumenue OB HaOmar0Aanoch BoO Bcex MOATPYIINax MalMeHTOB, BKIIOYas 3a00JIeBaHUE C
OOJIBIITMM HMJTH MaJIbIM 00BEMOM, CTa/IMI0 METACTa3MPOBAHM HA MOMEHT MOCTaHOBKHU auaraosa (MO
wim M1) u orieHKy 1o mkaie [ ncoHa Ha MOMEHT IOCTaHOBKH Juaruo3a (< 7 mpotus > 7).
Pucynok 1: Kpussbie Kansian-Meiiepa ¢ 00HOBJIEHHBIMHU JJAHHBIMHU 110 0011leli BLIZKUBAEMOCTH

(OB); nomy.Jasius «COrJIacHO HaA3HAYeHHOMY JiedeHn0» nmanueHToB ¢ MI'UPITK (TITAN)
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CyOBeKTEl B
Mecsiiibl 1ocie paHJa0MH3alnl

TIOTYJIATIHH PUCKa
Ilnanedo 527 524 510 503 474 458 436 408 374 357 339 322 301 248 181 10243 10 0 0
Amnamytamua 525 519 513 500 489 469 452 438 425 412 394 376 362 321 227 139 52 15 3 0

TMnauebo ... Ananyramun

20



COOTBETCTBYET QKCIHEFTHOMY QTHETY

ot 21.10.2025 N2 26367
Pucynok 2: Kpusbie Kannana-Meiiepd no pannorpadimdaeckoii [|BBpKuBaeMocn; Ges
nporpeccupoBanusi (pBbIl); nonyasimus <

MIYPIDK (TITAN)
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% cyObekToB 0e3 coOBITHI
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T T T T T T T T T
0 3 & 9 12 15 18 219 24 27 30 33 38

CyOBeKkTsl B

MCCSILI])I nocJie paHJ1IoMHU3alHN
TIOIMYJIALIHH pHCKa

[Mnane6o 527 488 437 381 325 240 229 140 57 14 3 1 0
AnamyTaMul 525 498 469 434 389 326 315 184 89 21 2 1 0

——6——[nane6o -~ -4 - -~ Anaayramuj

Tepanus amamyraMujoM TpuBejda K CTaTUCTHYCCKH 3HAYMMOMY OTCPOYCHHOMY Hadaly
UTOTOKCHYECKON XuMuoTepanuu (oTHomenue puckoB = 0,391, I = 0,274; 0,558; p < 0,0001), uto
B pe3yJibTaTe MPHUBEIO K CHIKEHUIO pucka Ha 61 % B TepanmeBTUYECKOW TI'PYIIIE 10 CPAaBHEHUIO C
rpynmnoi miamedo.

SPARTAN: nememacmamuueckuii kacmpayuoHHO-pe3ucmeHmHblil paK npeocmamenbHou dicelesvl
(umKPPIDK)

B MHOroueHTpoBOM, JBOWHOM CIJIENIOM IUIANE00-KOHTPOIUPYEMOM KIMHUYECKOM HCCIICIOBAHUH
(uccnemoBanne ARN-509-003), B oOmei cnoxnoctd, 1207 mamuentoB ¢ HMKPPIDK Oblm
PaHIOMU3HUPOBAHBI B COOTHOIIEHHH 2: | I MOTyYeHUS WK anaiyTaMua mepopaibHo B go3e 240 mr
onuH pa3 B JeHb B koMOuHammu ¢ AJ[T (MenukamMeHTO3Has KacTpalus WM TepeHeceHHas
xupyprudeckas kactpauus) win roiane6o ¢ AJ[T. Bpems yaBoenus mpoctar-crienuduyeckoro

antureHa (BYIICA) <10 mecsieB, ObUIO TMPHHATO KaK BBICOKHH (akTOp pUCKa HEU30€kKHOTrO
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COOTBETCTBYET QKCIHNEFTHOMY QOTHETY
ot 21.10.2025 N2 26367
Pa3BUTHUSI MCTACTA3UPOBAHUS U CMEPTH OT paKA MPeNCTATENBHON JRENCRI. [Be, BAIMCHERL (KOTQPHIM

HE TPOBOAMUIIACH XUPYPrudecKas KacTpalus, HEMpPEephIBHO HA BCEM NPOTSHKCHUHM HUCCIICIOBAHUS
nonydyanu AJIT. Pesynmprarel [ICA ObulM 3aMacKUpOBaHbI M HE HCIOIB30BAIUCH ISl OTMEHBI
JedeHus. Y TAIMeHTOB, PaHJIOMHU3HPOBAHHBIX B Ty WM WHYIO TPYIIy, Tepamus IOJKHA Oblia
MPOJODKAThCSL  BIUIOTH JI0 IPOIPECCHUPOBAaHUS 3a00J€BaHMs, OIPEAEISIEMOr0 IO CIIECINOMY
HeHTpaibHOMY 0030py u3o0paxenuii (BICR), Hauama HOBO# Tepamuy, HEMPUEMIIEMON TOKCHYHOCTH
VI TIPEKPAICHUS yIaCTHS.

[TepeunciieHHbIe HIKE JeMOTpadUIeCKIe XapaKTePUCTHKH AITUCHTOB M HICXOJIHBIC XapaKTEPUCTUKH
3a0o0JieBaHUs ObLIN cOaTaHCUPOBAHBI MEX]Ty TEPANEBTUUECKUMHU IPyIIIaMH.

Menunana Bo3pacta cocraiisiia 74 rona (nquanaszoH ot 48 10 97 nert), mpu 3Tom 26 % narueHToB ObLTH
B Bo3pacte 80 ymer unu crapiie. PacoBoe pacnpenenenue ObUIo ciaeayromumM: 66 % OTHOCHINUCH K
€BpOTICONTHOM pace, 5,6 % — k HerpouaHOI pace, 12 % — k moHronouaHoM pace u 0,2 % — k Ipyrum
pacam. Y 77 % manueHToB B 00€MX TEparneBTHUECKUX TPYIIax paHee MPOBOJMIMCH ONEPATHBHbIE
BMeIIIaTeIbCTBA WJTH JIyUeBast TEpaIHsl IPeACTaTEIbHOM kKele3bl. Y OoNbIIHHCTBA marneHToB (81 %)
yuciao OayuioB 1o I1kaime InmcoHa coctaBisiio 7 wid Beime. Y 15 % manueHTOB Ha MOMEHT
BKJIIOUEHUS B UCCIIEJIOBAHKUE pa3Mep Ta30BbIX TUMPATUUECKUX Y3JI0B COCTABIISIT <2 CM.

73 % manueHTOB MOJIyYalll NPEIeCTBYIONIYIO TEPAHIO aHTHAHIPOTeHHBIMU ITpernapaTaMu IepBOro
nokoseHus: 69 % manueHToB moiydanu omkamytamua u 10 % mamueHToB — duryramua. Y Bcex
BKJIIOUEHHBIX B HCCJIEIOBAaHUE MAIMEHTOB OBLIO MOATBEPKICHO OTCYTCTBHE METACTaTUYECKOTO
3a00JIeBaHUs HA OCHOBAHUH CJIETIOr0 LIEHTPaJIbHOTr0 0030pa n300paxeHuit; GyHKIIMOHAIbHBIN CTATyC
o kiaccudukanuu Boctounoit o0bennaenHon onkosorunuecko rpynimsl (OC mo ECOG) na MoMeHT
BKJIIOUEHUS B uccienoBanue coctasis 0 uiau 1 6an.

BeokuBaemocth 6e3 mertactazoB (BBM) Oblia OCHOBHOM KOHEYHOW TOYKOM, OINPEACIIIEMOM Kak
BpeMsi OT paHAOMH3AlMU JI0 MOMEHTA MOSBIEHHS IMEPBBIX MOATBEPKACHHBIX METOJOM CIIEHOro
LEHTpaIbHOTO 0030pa n3oopakenuii (BICR) oTnaneHHBIX METacTa30B B KOCTH MJIM MSTKHX TKaHSIX
WJIM CMEPTH I10 JIt000H MpuYKHe, B 3aBUCUMOCTH OT TOTO, YTO MIPOU3OIILIO PaHBIIIE.

Tepanus ananytamuaoM IpUBOMIIA K 3HAUNTENbHOMY yBenuueHuto BBM. Tepanus ananytamuaom
CHIDKAJIa PUCK OTAAJICHHOT'O0 METAaCcTa3upOBaHus Wi cMepTH Ha 72 %.

Menuana BBM Ha Tepanuu ananytamuioMm coctaBuia 41 mecsil, a B rpymmne miane6o — 16 mecsien
(cMm. pucynok 3). Croiikoe ynyumieHue mokaszatenss BBM mnpu npuMeHeHUM anamyTamuaa
OTIPEIETISIIOCh BO BCEX 3apaHee OINpeAeTIeHHBIX MOATPYINax, BKIIOYas MOATPYIIBI MO BO3PACTY,

pac0130171 NPpUHAIJICIKHOCTHU, PETUOHY, COCTOSIHUIO J'II/IM(l)Oy3J'IOB, OpeAUICCTBYOIEMY YUCITY KYPCOB
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 21.10.2025 N2 26367
rOPMOHAJILHON Tepanuu, ucxoaHomy nokasaremo [MCALBpeMenn FymBoeHus| ICAL wexoauomy

crarycy no ECOG u npuMeHeHHI0 MaAsIuX B OTHOIIEHUH KOCTHOW TKaHH MPETaparoB.

Pucynok 3: Kpussie Kanuian-Meiiepa BblzkuBaemoctu 0e3 meractazupopanus (BBM) B
uccaegosanun ARN-509-003
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Mecsiipl ociie paH0MH3aLUH
TIOMYJISIAN PUCKa

[lnane6o 401 209 229 160 104 62 36 15 7 1 0 0

Ananyramun 806 727 671 531 412 293 189 105 39 18 3 0
---------- [Tnane6o Ananytamu

[IpuHuMas Bo BHUMaHue BCe JaHHbIE, Y MAIMEHTOB, nmoidy4aBmux ananytraMua+AJlT, nabmonanocs
3HAYUTENIbHOE YIy4YllIEHHE MO0 CPaBHEHHIO C TeMH, KTo Jjeuwics Tonbko AJ[T, B ciemyrommx
BTOPHUYHBIX KOHEYHBIX TOYKAX: BPEMs 0 MeTacTtasupoBaHus (OTHOCHTEIbHBIH puck (OP) = 0,28;
95 % JAU: 0,23, 0,34; p <0,0001), BenxkuBaemocts 6€3 nmporpeccupoBanus (BBIT) (OP = 0,30; 95 %
JU: 0,25; 0,36; p < 0,0001); Bpemst 1o cumnromaTuieckoro nporpeccupoBanus (OP = 0,57; 95 %
JU: 0,44, 0,73; p<0,0001); obmas BeokuBaecmocth (OB) (OP = 0,78; 95 % AU: 0,64, 0,96; p =

0,0161) u Bpems 10 Hauana uTOoTOKCHYecKoi xumuotepanuu (OP = 0,63; 95 % JIU1: 0,49, 0,81; p
0,0002).

Bpemss 10 cuUMOTOMAarM4ecKoro mIpPOrpPECCUPOBAHUS OMNPENEISUIOCh, Kak BpeMs C MOMEHTa
paHIOMM3allUM [0 MOMEHTa pa3BUTUS CUMIOTOMATUKA CO CTOPOHBI KOCTEM CKeJeTa,
00JI1/CUMIITOMOB, KOTOpBhIE OBl MOTpeOOBaNM Hadajda HOBOM CHUCTEMHOW MPOTHUBOOITYXOJIEBOU
Tepamnuy WIH JIOKO-PETHOHAPHOTO MPOTPECCHPOBAHUS OIMYyXOJIH, KOTOPOE MOTPeOOBaiO JIy4eBOU

Tepam/m/ XUPYPTUYCCKOI'0 BMCIIATCIBCTBA. XoTs 06].].[66 YHrCJIO CIIy4acB OBLIO HG6OJ'II>IJ_II/IM, pas3iimuuc
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COOTBETCTBYET QKCNEPTHOMY OTYETY
ot 21.10.2025 N2 26367
MEXIy JBYMS TpynnamMu ObLIO JOBOJIBHO | CyIIECTBEHABING [ HNOOLE, TIOCHHHE ) CTAEMCTIMHECKOM

3HaYMMOCTH. JIeueHue anaryTaMuoM CHIKAJIO PUCK IPOTPECCUPOBAHMS C TIOSBICHUEM CUMITOMOB
Ha 43 % mo cpaBaenuro ¢ mianebo (OP = 0,567; 95 % JIU: 0,443, 0,725; p <0,0001). Menuana
BPEMEHU [0 CHMITOMATHYECKOTO IMPOrPECCHpPOBaHMs He OblIa JOCTHTHYTa HH B OJHOW TpyIIIe
JICUCHMUS.

Pe3ynbTarhl, moiydeHHbIE K MPOMEXYTOUHOM TOouke HaOmomeHus 52,0 Mmecsna, Mokasaiu, 4TO
JICYEHHUE anagyTaMUI0M 3HaYUTEIbHO CHIKAJIO PUCK CMEPTHOCTH Ha 22 % 110 CpaBHEHHUIO C IJ1anedo
(OP =0,784; 95% HOU: 0,643, 0,956; meycroponuuii p =0,0161). Memuana OB cocraBisia
73,9 mecsiia 71t TPYIIIBL, TPUHUMABIIEH armaxytamMun u 59,9 Mecsina Ui TPpyNIbl, TPHHAMABIICH
mnane6o. 3amanHas anbga-rpanuna (P < 0,046) Obuta mepecedeHa, U CTaTUCTUYECKAss 3HAYUMOCTh
ObL7Ia JOCTUTHYTA. BBIIO MPOAEMOHCTPUPOBAHO YIIyUIIIEHHE HECMOTPS Ha TO, 4TO 19 % marnueHToB B
Tpymre Iamnedo TMONYyYMiId TEParuio arnalyTaMUIOM IOCTe PACCICIUICHUS] TaHHBIX, B Cilydae

OTCYTCTBHS METaCTa3upOBaHUs (KPOCCOBED).

Pucynok 4: Kpuas Kansiana-Maiiepa no o6eii BbkuBaemoctu (OB) B ucciaenopanun ARN-

509-003 Ha MOMEHT (pMHATIBLHOTO AHATH3A
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AnanytaMu 806 791 774 758 739 717 691 658 625 593 558 499 376 269 181 100 47 19 4 0

ITnaue6o 401 392 385 373 358 339 328 306 286 263 240 204 156 114 82 38 21 6 2 O

Ananyramug ------- [Tnanebo

JleyeHnue npenaparomM anajgryTaMuaoM 3HAUYUTCIIBHO CHUIKAJIO PUCK MHUIUAIUN LUTOTOKCHUYECKOM

XUMHOTepanuu, Ha 37% 1o cpaBHenuto ¢ mwianedo (OP = 0,629; JIN 95 %: 0,489, 0,808; p = 0,0002),
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 21.10.2025 N2 26367
JEMOHCTPUPYS CTATUCTUYCCKH 3HAYMMOC YIyHILCHUEC I altajlyTaMuzia 1o [¢paBHEHIIO Ql-Iﬁ?][_E@I_;Ie(SO.

Cpennee Bpemsi 10 MHULIMAINH IUTOTOKCHYECKOW XMMUOTEPAIUU He ObLIIO IOCTUTHYTO HHU B OJJHOM
U3 TPYIII JICYCHUSI.

BoepxuBaemocts 0e3 noBTopHoro nporpeccupoBanust (BBII-2), onpenensiemas kak Bpems OT Havaja
Tepanuy anajlyTaMHJIOM WIM IUlanedo 10 CMEepTH WM nporpeccupoBanus 3abosneanus no [ICA,
panuorpadu4eckuM HCCIEIOBAHUSAM HIIM CHMIITOMAaTHYECKOMY MPOTPECCUPOBAHHUIO BO BPEMsI WJIH
mocje IMepBOH IMOCIeAyIomeld Tepanuu, Obuia Oojiee JUIMTENBHOW y MAIMeHTOB, NPUHUMABIIUX
amamyTaMHuja, [0 CpaBHEHHIO C TMAaIMEeHTaMH, I[IOJlydaBIIMMHU  IUianebo.  PesymbraTs
MIPOJEMOHCTpHUPOBaIN cHUkeHHue pucka BBII-2 npu npueme anamyramuia Ha 44 % 1o cpaBHEHUIO C
mwaredo (OP = 0,565, 95 % JIU: 0,471, 0,677; p < 0,0001).

C noGanenuem ananyramuza k repanuu AJ[T He Habm01a710CHh HEOIATONIPUATHOTO BO3ICUCTBUS HA
o011ee, CBA3aHHOE CO 3[I0POBHEM, KaUeCTBO JKM3HU W HAOIIOAaIach HEOObINAs, HO KIMHUYECKH He
3HaYMMasi pa3HUIA B ©I3MEHEHUH OT HCXOHOTO YPOBHSI B IOJIb3Y analyTaMua, IIPH aHATTU3e 00IIero
6amta u noaumkan OyHKIMOHATBHON OLeHKH Tepanuu paka rnpocraTtsl (POTP-II).

Jemu

Cwm. paznen 4.2 ans noiaydeHus nHGopMaIuy o MpUMEHEHUH B TICAMATPUH.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

Ha ¢one mHoOrokparHoro npruMeHeHust 1 pa3 B CyTKH ObLJIO OTMEUEHO MPOMOPIMOHATIBHOE J03€
yBenuueHue sKkcno3uiuu ananyramuna (Cmax M IUIOIIAOU TOJ KPUBOM «KOHIICHTpAIUS-BpPEMsD)
[AUC]) B muamaszone 103 ot 30 mo 480 mr. ITocie npuema npenapata B go3¢ 240 mr 1 pa3 B CyTKu
paBHOBECHBIE YPOBHH arajiyTaMuja JOCTUTAIUCH Yyepe3 4 HelleNn, a CpeHEe OTHOLICHUE KyMYJISALIUN
B CPaBHEHHHM C OJHOKPAaTHBIM NMPUMEHEHHEM PaBHSJIOCH 5. B paBHOBECHOM COCTOSIHMM CpEIHUE
3HaueHust (CV %) Cmax 1 AUC mis anmanyramuga coctaBmid 6 MKr/mia (28 %) u 100 MKrxd/mi
(32 %), cootBercTBeHHO. CyTOUHBIC KOJIcOAHMS TJIA3MEHHBIX KOHIIEHTPAIMH amaayTaMuaa ObLIH
HEOOJIBIIUMHU CO CPETHUM OTHOLIEHHEM MEXTy MTMKOBONH U MUHUMAJIbHOM KOHIIEHTPALIUSIMU, PABHBIM
1,63. Tlpu MOBTOpPHOM MpHEMe ObUIO OTMEUYCHO yBelWdyeHue Kaxymierocs kmupenca (CL/F), gto,
BEPOSATHO, CBSI3aHO C MHIYKILMEH ananyTaMHuI0M COOCTBEHHOI'0 MeTaboIu3Ma.

B paBnoBecHoMm coctosiun cpennue 3HaueHus: (CV %) Cmax 1 AUC i OCHOBHOTO aKTHBHOTO
MmetabonuTa, N-me3mermnananytamuzaa, coctaBuid 5,9 mxr/miu (18 %) u 124 mxrxu/mun (19 %),
cootBercTBeHHO. Jlns  N-me3MermnamanyramMuga — XapakTepeH TOPU3OHTAIBHBIA — MPOUIb
3aBHCUMOCTH KOHIIEHTPAllMM OT BPEMEHU B PaBHOBECHOM COCTOSIHUM CO CPEJIHUM OTHOLICHHEM

MUKOBOW M MHHHUMAJIBHOW KoHIeHTparwmii, paBHbiM 1,27. Cpennee (CV %) coornomenne AUC
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ot 21.10.2025 N2 26367
MeTabonuTa/ucxoaHoro mpenapara s N-nepmeTnnanfjiyraMaa (WogErNHOFORPaTHONG) (Ipuema

COOTBETCTBYET QRCHEFTHOMY QTYETY

coctaBuio npumepHo 1,3 (21 %). Mcxoas u3 cCUCTEMHON 3KCMO3ULIMK, OTHOCUTEIbHON aKTUBHOCTH
u  (apMaKOKHHETHUYECKUX CBOMCTB, BEpOSTHO, 4TO N-ae3MeTmianaayTaMujJ BHOCHT BKIJIAJ B
KIIMHUYECKYIO0 aKTHBHOCTh analyTaMHJIa.

AOGcopbuus

[Tocne mpuema mpemapaTa nNepopaabHO MEAUAaHa BPEMEHH JI0 JOCTHIKCHUS TTUKOBOM KOHIICHTPAITUU
B miasme (tmax) cocTaBwiaa 2wuaca (amamazon: oT 1 g0 S uacoB). CpenHss aOCOMIOTHAs
OMOJIOCTYITHOCTh TIpU TMepopaibHOM mpueme cocTtaBuia mnpumepHo 100 %, 4TO COOTBETCTBYET
MOJTHOMY BCAaCBIBAHUIO arajyTaMu/ia ociie IprueMa mpernapara mepopaibHo.

[Mpuem amamyTammua 3J0pOBBIME JTOOPOBOJBIIAMH HATOIIAK W IOCJIC MPHEMa IHIU C BBHICOKHM
COJICp)KaHUEM JKUPOB HE COMPOBOXKIAICS KIMHHYECKH 3HAYUMBIMU W3MEHEHUsMU Cmax 1 AUC.
[Tocne mpuema mpemnapara ¢ mumie ObLT0 OTMEYCHO YBEITHUCHUE METUAHBI BPEMEHH JI0 JOCTHIKCHHUS
tmax MpuMepHO Ha 2 yaca (cM. paznen 4.2).

[Tocne mepopansHOTO MpreMa 4 TabJIeTOK anamyTtamuaa mo 60 Mr, TUCIEPTUPOBAHHBIX B sIOJIOYHOM
mope, Cmax 1 AUC Obuti Ha 28 % 1 5 % BBITIIE COOTBETCTBEHHO, YeM IpH IprueMe 4 TalJIeTOK 1o
60 mr renmukoM HaToImak (cM. pasaern 4.2).

Pacnopenenenue

Cpennuii Kaxymuiicss 00beM pacrpeesieHus anaayTaMuaa B PaBHOBECHOM COCTOSIHUM COCTABIISIET
npuMepHo 276 1. OO0beM pacrpeeNieHus anajlyTamMuja TpeBbIIaeT oOmuid 00beM KUIKOCTH
OpraHu3Ma, YTO CBUJCTEIIBCTBYET O 3HAYUTEIIHHOM BHECOCYIUCTOM PACIIPEACIICHUH.

Amanyramun u N-gesmerunananytamua Ha 96 % u Ha 95 % COOTBETCTBEHHO CBSI3aHBI C OCJIKaMU
IJIa3Mbl, CBSI3BIBAHHE MPEUMYIIECTBEHHO IMPOUCXOJIUT C albOYMHHOM IIa3Mbl U HE 3aBUCUT OT
KOHIICHTPAIIUH.

BI/IOTDaHCd)ODMaHI/IH

Ilocine OHOKPAaTHOro MpHeMa MedeHoro *C-amamyTamMuaa IepopaibHo B jo3e 240 Mr Gosblias
yacth *C-pajM0akTHBHOIO BEIECTBA B IUIa3Me MPEICTaBIsia COOOM anagyTaMujl, ero aKTHBHbIH
merabommt N-ne3mermianaayTaMui M HEaKTHBHOE IPOW3BOJHOE KapOOKCHIIBHOW —KHCIIOTHI
(cooTBeTCTBEHHO 45 %, 44 % 1 3 % oT obmero 3Hadenus “C-AUC).

Metabonu3m  sBJIS€TCSs  OCHOBHBIM  IyTeM  OJJIMMHUHAIMM  anaigyTamuga.  Mertabonusm
npeumyniecTBeHHo ocymectsisiercss uzodpepmentamu CYP2C8 u CYP3A4 ¢ dopmupoBanuem
N-ne3mermnananyramuia. Jlanee amamyramua u  N-me3MerwiananyTamyja  HoJ  JecTBHEM
KapOOKCcHIIACTEPa3bl METAOOIM3UPYIOTCS IO HEAKTUBHOI'O MTPOU3BOIHOTO KapOOKCUIIBHOM KUCIIOTHI.

Bxnan uzodpepmentoB CYP2C8 u CYP3A4 B mertabonu3m ananyramuia cocraBiser 58 % u 13 %
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[I0CJIE OAHOKPATHOrO INPUEMA, a IIPU MHOIOKPATHOM| [IPHEME- MpNHPaBHABECHOM : COCTOAMMHN OH

cocraBisieT coorBeTcTBeHHO 40 % 1 37 %.

DIMMHUHAIIS

AnanytamMuj BBIBOAUTCS MPEHMYIICCTBEHHO B BHJIE METaOOJIMTOB, B OCHOBHOM ¢ Mo4ou. [locie
OJTHOKPATHOTO TPHEMa MEUEHOr'0 PaJMOAaKTHBHOM METKOW araayTaMuja MepopabHO BEIBEICHUE
89 % 03Bl IPOMCXOIMIIO HAa IPOTSHKEHUH BILIOTH 10 70 AHEH mocie mpuema npenapata; 65 % 1036l
BBIBOJIMJIOCH ¢ MOYOH (1,2 % B Buie HICXOHOTO BEIIECTBA, 2,7 % B Buae N-ae3MeruananyTaMmuia),
a 24% c¢ dexammamu  (1,5% B Buae HeW3MEHEHHOro anamryramuaa, 2% B BuUIC
N-ne3metrmiananyTaMmumia).

[Tocne ogHokpatHOTO MpHreMa 3HaueHne CL/F ananyramuaa coctaBuiio 1,3 11/4 ¢ yBeTHUEHHEM 3TOTO
3HAYeHUs JI0 2 JI/4 B paBHOBECHOM COCTOSIHMM Iocje mpuema npenaparta 1 pa3 B cytku. CpenHuit
3¢ GeKTUBHBIN TIEPHO/] MTOTYBBIBEACHHS allalyTaMUa B PABHOBECHOM COCTOSIHHH COCTABIISIET OKOJIO
3 mHEl.

Oco0BIe TPVIIILI MAIHEHTOB

BrusiHue mo4yedHo# HEA0CTaTOYHOCTH, IMEYSHOYHOW HEIOCTAaTOYHOCTH, BO3pacTa, Pachl U JIPYTUX
BHEIIHUX (DaKTOPOB Ha (apMaKOKMHETUKY analyTaMK/ia IPeICTaBICHbI HIKE.

Iloueunas nedocmamounocms

CriennanbHBIX UCCIIEIOBAHUI € analyTaMHIOM MPH MMOYEYHOM HEAOCTATOYHOCTH HE IMPOBOIUIOCE.
Ha ocHoBaHuu nonynasiuoHHOTO (PapMaKOKMHETHMUECKOTO aHaliu3a C HCIHOJb30BAaHUEM JAHHBIX
KIIMHUYECKUX MCCIEAOBaHUN Y CyOBEKTOB C KaCTPAIMOHHO-PE3UCTEHTHBIM PAKOM Ipe/ICTaTeNIbHOM
xene3bl (KPPIDK) u y 310poBbIX CyOBEKTOB, HEe HA0JII01aJIOCh 3HAYUTEILHOTO PA3IN4UsI CHCTEMHOM
AKCMO3UIUU aNlalyTaMi/ia y MAIeHTOB ¢ paHee YCTAaHOBJICHHOM JIETKOW WM YMEPEHHOM MO4YeyHOM
HEJI0OCTaTOYHOCThIO (pacyeTHas CKOpocTh KiyOoukoBor ¢uiabTpanuu (pCK®) ot 30 go
89 mi/mMun/1,73 M2, N = 585) 1o cpaBHEHHMIO ¢ CyOBEKTaMHM C HCXOHO HOPMaIbHOH (yHKIHEH ModyeK
(pCK® >90 mun/muu/1,73 ™%, N=372). IloreHuuanbHOE BIUSHUE TKEIOH IOYEUHOM
HEJOCTAaTOYHOCTH WIH TEPMHUHAILHOM CTaauu MOYCYHOU HEJO0CTaTOYHOCTH
(pCK® < 29 mn/mun/1,73 M%) He yCTaHOBIIEHO M3-32 HEAOCTATOYHOCTHU JAHHBIX.

Ileyenounas nedocmamounocmo

B cmenuanbHOM HCCIEOBaHUHM TEYEHOYHOW HEAOCTATOYHOCTH CPaBHHUBAJIOCH CHCTEMHOE
BO3NIeiicTBUE amanmyTamuga u  N-gesmeTwianatyTamuia y CyObeKTOB C HauyalbHOW JIETKOM
neyeHoyHoi HenoctaTouHocThio (N = 8, kimacc A mo mkane Yaitna-IIsto, cpennuit 6ann = 5,3) unu
yMepeHHOU mneueHouHol HemocTarodHocThio (N =8, kmacc B mo mkane Yainn-Ilsto, cpeanwmii

6an = 7,6) B cpaBHEHUH CO 3/J0POBBIMU CYOBEKTaMH U3 TPYIIIbI KOHTPOJIS C HOpMalIbHON (PyHKIMEH
27



COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 21.10.2025 N2 26367
nedenu (N = 8). ITocne 0HOKPATHOrO NEPOPAIILHOTO NPAEMa [Afally Ty [B Lape 240-M17) cpganee

reomerpuueckoe cootnomenne (GMR) mis AUC u Cmax amamyramuia, y CyObEKTOB C JIETKOM
[MEUYEHOYHOM HEIOCTAaTOYHOCThIO cocTaBisio 95 % u 102 %, coorBerctBenno, a GMR mis AUC u
Cmax amamyrampza y CyOBEKTOB C YMEPEHHOW II€YCHOYHOH HEIOCTaTOYHOCTHIO COCTABIISLIO,
cooTBeTcTBEHHO, 113 % 1 104 % 1o cpaBHEHUIO CO 310pPOBBIMHU CYOBEKTAMH U3 TPYMIIbI KOHTPOJIS.
Knuanueckne u  (apMakOKMHETHYECKHE JaHHBIE Y TAIMEHTOB C THKEIOW IEYCHOYHOM
HenoctatoyHoCThIO (Kace C no mkane Yaina-I1p10) 0OTCyTCTBYIOT.

OmHuueckas npuHaoneiCHoCmy u paca

Ha ocHoBanMM mOMyNAIMOHHOTO (PapMaKOKMHETHUYECKOTO aHalIM3a HEe OOHApYKEHO KIMHUYECKU
3HAYMMBIX paziunii (papMaKOKHHETHUECKUX TOKa3aTeNlel arnaryTaMuaa MeKIy MPeICTaBUTEIISIMH
Oenoil pacel (€BpONEOUAHbIE, MCIAHLBI WIM JaThuHoamepukaHupl; N =761), uepHOil packl
(adpukanckoro mpoucxoxaeHus wim appoamepukanipl, N = 71), a3uaTckoi pacel (He STIOHCKOTO
npoucxoxaeHus; N = 58) u smonckoit Haru (N = 58).

Bospacm

[TonmynsuoHHbIN (papMakOKMHETHYECKHI aHalu3 IMoKaszaj, yTo Bo3pacT (oT 18 mo 94 ner) He

OKa3bIBaA€T KIMHWYCCKN 3HAYUMOI'O BIIMAHHA Ha (bapMaKOKI/IHeTI/IKy anajyramMujia.

5.3. JlaHHble JOKJIUHUYECKOH 0€30MacHOCTH

ArmanmyTamMuj mokas3aji OTpHUIATeIbHBIN pe3yJIbTaT B CTAHAAPTHON CEPUH TECTOB HA TEHOTOKCUYHOCTD
in vitro u in vivo.

B 6-mecsiuHOM wuccienoBaHMM Yy caMIoB TpaHcreHHbIX (TQ.rasH2) wMeimeit He oTMedalloch
KaHIIEPOT'€HHOCTH aralyTaMu/Ia TIPH UCTOIb30BaHUH 103 10 30 MI/KT B JieHb, 4TO 1,2- 1 0,5-KpaTHO
npeBbimaeT kiuHudeckoe BozzaeiictBue (AUC) amanyrammma u N-  ae3MmerwiiananyTamuiaa,
COOTBETCTBEHHO, IPHU PEKOMEHOBAaHHOW KIMHUYECKOH 103¢ 240 Mr/AcHb.

B 2-neTHeM ucciieIoBaHUN KaHIIEPOTEHHOCTH Ha caMIlax Kpbic JuHuu Sprague-Dawley anamytamug
BBOJIWJICS BHYTPb Yepe3 jKeNMyI0uHbIHN 30H] B 103ax 5, 15 u 50 mr/kr/cyt (AUC B 0,2, 0,7 u 2,5 BbILIE
JOCTUTAaeMON Yy TMAalUEHTOB [KOHILIEHTpAMM Y JIOACH NpU HpHEeMe B PEKOMEHJIOBAaHHOW J103e,
cocrasnsitonieit 240 mr]| coorBeTcTBeHHO). OOHApYKEHHBIE HEOIIACTUYECKUE N3MEHEHUSI BKITIOUAIIH:
MOBBIIIIEHUE YACTOTHl Pa3BUTHUSA aJleHOM M KapIMHOM KkieTok Jlelaura B suYkax MpH J103axX
MIPEBBIIAIONINX UM PaBHBIX 5 MI/KT/CyT; aJieHOKapuuHoMa U (ubpoaseHoMa MOJOYHBIX JKelle3 B
no3ax B 15 mr/kr/cyT unu 50 Mr/kr/cyT; u GOJUTUKYISPHO-KIETOYHAS aJIeHOMA IIIUTOBUTHOMN KeNe3bl
B o3¢ B 50 wmr/kr/cyr. Otu HaOmoJeHHs ObUTM pacleHeHbl Kak cheru@uyHble A KpbIC,

O6J'IE[,Z[&IOH_II/IC JINIIIb OFpaHHqCHHOﬁ 3HAYUMOCTBIO JJI YCJIOBCKA.
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BepositHee Bcero, Tepamus —anamyTaMHIOM 6yI[eT| | TIPUBPAHTE MK [~ HARYIIGHHATO -j:.-_lgajlxg-CKOi/'I

(bepTUIBLHOCTH, HA OCHOBAaHUHU DPE3YJhTATOB TOKCHUKOJIOTHMUYECKUX HMCCIICJOBAHHUN MOBTOPHBIX 03,
KOTOPBIE COTJIACYIOTCS ¢ (PapMaKOJIOTHUECKON aKTUBHOCTHIO amalyTaMuja. B TOKCHKOIOTUYECKUX
WCCIICIOBAHMSIX TIOBTOPHBIX /03 Yy CaMmIlOB KpbIC H co0aKk HaOmomamuch atpodus,
aCTICpMUS/TUTIOCTICPMUS,  JISTCHEpAIlUsl W/WIA THIEPIUTa3us WM  THIEPTPOdHUsS OpPraHoB
PENPOAYKTUBHONH CHCTEMBI TIPU J103aX, COOTBETCTBYIONIUX KOHIICHTPAIMSAM MPUMEPHO pPaBHBIM
KOHIIEHTPAIUSM, JOCTUTaeMbIM Y YelioBeka, Ha ocHoBanuu AUC.

B wuccrnenoBaHnn (QepTHIBHOCTH y CaMIIOB KPBIC HAONIONAIOCh CHH)KCHHE KOHIICHTpAIMH U
MOABUKHOCTH CIIEPMATO30MI0B, KOMYJSAIUNA U KOdPduimenta GepTuiIibHOCTH (MIPU CIIAPUBAHUM C
HEJICUEeHBIMH CaMKaMH) Ha (DOHE CHIDKEHUS BeCa BTOPUYHBIX ITOJIOBBIX XKEJIE3 M MPUIATKOB SHUCK
gepe3 4 HeNeNH MpHeMa B J103aX, COOTBETCTBYIONIUX KOHIEHTPAIUSM, MPUOIU3UTEIIBHO PaBHBIM
KOHIIeHTpanusM y Jrozeit Ha ocHoBaHuM AUC. DddekTrr y camIioB KpbIc ObUTH 00OpaTHMBIMH Yepes3
8 Henenb TociIe MOCHIETHET0 BBEACHHUS anaTyTaMu/Ia.

B mpenBapuTeIbHOM HCCIICIOBAaHHH TOKCUYHOCTH B OTHOIICHWH 3MOPHO(DETATBHOTO Pa3BUTHSA Y
KpBIC, amalyTaMHJT OKa3bIBaJl TOKCHYECKOE BO3CHCTBHE Ha Pa3BUTHE IUIOJA MPH MEPOPATHLHOM
BBeZICHUH B f03ax 25, 50 wimm 100 Mr/kr/meHp B TeueHHue BCETo mepuojia opraHorenesa (6—20 maau
recraliiu). OTH J03bl NMPUBEIH MPUMEPHO K KOHIEHTpauusM 2-, 4- U 6-KpaTHO MPEBBIIIAIONIUM
KOHIIeHTpauuu y monerd Ha ocHoBanumu AUC mpu moze 240 mr/cytku. HabGmionmeHnus BKIrOUaau
HeOepeMeHHBIX caMOK TpH f03¢ 100 Mr/Kr/meHs u 3MOprodeTanbHY0 JETATHHOCTD (PE30POIIHI0) TPU
no3ax > 50 Mr/Kr/ieHp, yMeHbIIIEHUE aHOTEHUTAILHOTO PACCTOSIHUS T10/1a U AeGopMaliuio runodusa
(6omnee oxpyrioit hopmel) mpu > 25 Mr/kr/cyTku. Bapuanum ckenera (HEOKOCTEHEBIIHE (aslaHTH,
JIOTIOJIHUTEIbHBIE KOPOTKUE TPYIONOACHUYHBIE pedpa U/WUiIH aHOMAJIUU MOIbS3BIYHON KOCTH) TaKKe

OTMEYAJIUCh TPH J03aX > 25 MI/KI/1eHb, 0€3 BIMSIHUS Ha CPEIHIOK MacCy IUIoAA.

6. PAPMALIEBTUYECKUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Anpo

Lennrono3a MUKpOKpPUCTATIIMYECKAS

['mnpoMeno3sl anerara CyKIMHAT

[ennrono3a MUKPOKPUCTAIUIIMYECKAS] CUIIMKATU3UPOBAHHAS
Kpockapmennosa Hatpust

Kpemuus auokcua KoJIouaHbINA

Marnus creapat
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Ilneno4nas 0bomouKa (NCCNEOOBATENEHOCTE 0003)

L

[TonMBUHMIIOBBIN CIMPT, YACTUYHO TMIPOJIN30BAHHBIN
Turtana quokcun (E171)

Makporou 4000 (mommatunenriaukons 4000)

Tanbk

Wnu roToBOE IIJICHOYHOE IMMOKPBITUC NACHTUYHOI'O COCTaBa

6.2. HecoBMecTHMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpoOK XpaHeHus1)

3 roxa.

6.4. Oco0bIe MepbI NPEAOCTOPOKHOCTH NIPU XPAHEHUH
Xpauuth npu Temneparype He Bbime 30 °C. XpaHUTh B OpUTMHAJIBHOM yHakoBKe (Tauke) ajs

3allUThI OT CBETA.

6.5. Xapakrep u conepkaHue NePBUYHON YIIAKOBKH

[To 8 TabneTok B KOHTYpHYIO s4eiKoBYyr0 ymakoBkKy w3 TuieHKH OITA/AJIV/IIBX wim meHkH
[BX/TIS/TIXT®D u ¢Goabru amroMUHUEBON MTEYaTHOM JIAKUPOBAHHOM.

ITo 8, 24, 120 TabieTok B OaHKY M3 MOJUATHIICHA BBICOKOW IJIOTHOCTH, YKYIOPEHHYIO KPBIIITKON
HAaBUHYMBAEMOW U3 MOJMIIPOINIUICHA C KOHTPOJIEM IIEPBOI0 BCKPBITHS CO BCTABKOM M3 CHIIMKATres.
Onny Oanky wmiu 1, 3, 15 KOHTYpHBIX SYEHKOBBIX YMAaKOBOK BMECTE C JIMCTKOM-BKJIQIBIIIEM

IIOMCIHIAIOT B ITAYKY U3 KAaPTOHA.

6.6. Oco0ble MepbI NPEIOCTOPOKHOCTH NPH YHUYTOKEHUH HCIOJIb30BAHHOI0 JIEKAPCTBEHHOI 0
npenapara WM OTX0A0B, NOJYYEHHBIX IOCJe NMPUMEHEHHUs JEeKApPCTBEHHOr0 Npemnapara, u
Apyrue MAHUILYJISIMHU C PenapaToM

Yrunuzauus

Bech ocraBmmiicss nekapCTBEHHBIN IMpenapar U OTXOJbl CIEIYyeT YHHUTOXHUTh B COOTBETCTBUU C

YCTAaHOBJICHHBIMH HATUOHAJIbHBIM 3aKOHOJATCILCTBOM Tpe6OBaHI/I$[MI/I.
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7. AEPKATEJIb PETUCTPAIIMOHHOT'Q YAOCTOBEREHUA A TE [NTEHOCTE 0003

Poccuiickas @enepanus

000 «ITPOMOME/] PYC»

Anpec: 129090, r. Mocksa, ipocriekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

DnekTpoHHas mouta: reception@promomed.pro

7.1. Hpe)ICTaBI/lTeJII) JaepaTe/isd pEruCTpaiuoOHHOI0 y1oCTOBEPEeHUA HA TEPPUTOPHHA Coro3a

IIperen3un morpeduTee HAPABIATE IO aAPECY:

Poccuiickas ®enepauus u Pecriybnmka Apmenus

000 «ITPOMOME/]] PYC»

Anpec: Poccuiickas @enepanus, 129090, r. Mocksa, mpocriektT Mupa, om 13, crpoenue 1, opuc 13
Temedon: 8 800 222 95 63; 8 800 777 86 04 (KpyTJIOCYTOYHO)

Onekrponnas mouta: hot_line@promomed.pro, armenia@drugsafety.ru

Ksipreckas Pecnybnuka

OcO0O «IACME]l»

Anpec: Keipreizckas Pecriyonuka, 720040, r. bumkek, yu. Tokroryna, a. 108
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xpyriocyrouno); + (996) 703-699-466

Dnexrponnas moura: hot_line@promomed.pro, pv@dasmed.kg

Pecny6nuka benapych

000 «MEATEXITPOM»

Anpec: Pecniybnuka benapycs, 220118, r. Munck, yn. MamuHoctpouTenei, 1. 29, mom. 1

Tenedon: 8 800 222 95 63; 88007778604  (xkpyrmocyrouno);  + (375) 17-336-04-51,
+ (375) 17-336-04-20

DnektponHnas mouta: hot_line@promomed.pro, belarus@drugsafety.ru

Pecny6nuka Kazaxcran

TOO «Decalog» (JIEKAJIOTI)

Anpec: Pecniy6nuka Kazaxcran, 050050, r. Anmatsl, yiu. I'nazyHosa, 41A-4
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyriocytouno); +7 (701) 731-52-18

OnekrponHas nmoura: hot_line@promomed.pro, decalog@list.ru
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8. HOMEP PETUCTPAIIMOHHOI'O YAQCTOBEPEHMSE [|OBEATENLHOCTE 0003)

9. JIATA NTEPBHYHOM PEIMCTPAIIMMA (IIOATBEPXKJIEHUA PETHUCTPAIIAMH,
NEPEPEI'MCTPALIUN)

JlaTa epBOM perucTpanum:

10. JATA IEPECMOTPA TEKCTA

OOmast xapakTepUCTUKa JIeKapCTBEHHOro mnpemnapara IIpageTpo nocTynmHa Ha MHQOPMALMOHHOM
nopraine EBpa3uiickoro 3KOHOMHYECKOI'O COH03a M HHPOPMAIMOHHO-KOMMYHHKAIIUOHHOW CETH

«Wutepuer» https://eec.eaeunion.org//.
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