COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

OBLIASA XAPAKTEPUCTHKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHUE JEKAPCTBEHHOI'O IIPEITAPATA
JlenBaTrauO-IIpomomen, 4 Mr, KarcyJibl

JlenBaTraUO-IIpomomes, 10 mr, KancyJbi

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JlelicTByro111e€ BEIIECTBO: JICHBATUHUO

JleuBatuuno-IIpomomen, 4 Mr, KacyJisl

Kaxnas kancysna couepur 4 Mr JieHBaTHHHOA (B BHJIC ME3UJIATa).

JleuBatunu6-ITpomomen, 10 Mr, KancyJisl

Kaxnas kancyna comepxut 10 Mr jeHBaTuHHOA (B BUIC ME3MIIaTa).

ITonubIi MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCIICCTB ITPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynsi.

JleuBatunno-IIpomomen, 4 Mr, KacyJisl

TBepble KancyJsbl U3 runpomeio3sl Ne 4, KopIryc ¥ KphlllIKa KOPUYHEBATO-KPACHOIO 1IBETA,
HEeNpO3pavHble, HIUIMHAPUIECKON (OPMBI ¢ OTyCPEepUIECKUMU KOHIIAMH.

CopnepxuMoe KarcyJ1 — CMech IMOPOILKA U TPaHyJ1 0€JI0ro UK OEI0ro ¢ KeITOBATHIM OTTEHKOM
ngerta. Jlomyckaercs opMupoBaHHe arJJOMepaToB.

JleaBatuun0O-IIpomomen, 10 mr, KarcyIisl

TBepable Karcybl U3 TUIpomerio3sl Ne 4, Koprnyc KOpUYHEBAaTO-KPACHOTO I[BETA U KPBILIKa
OpaH’KEBOTO 11BETA, HEMPO3pauHble, HIMINHAPUIECKOH POPMBI C TOTYyC(hEepUIeCKUMU KOHI[AMH.
CopnepxuMoe KarcyJ — CMech IMOPOILKa U TPaHyJ1 0eJI0ro MK OEI0ro ¢ KeITOBATHIM OTTEHKOM

nBera. Jlonmyckaercs popMUpOBaHUE arJIOMEPaToB.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO

[Tpenapat JlenBaTnHuO-IIpoMoMen Moka3aH K MPUMEHEHHIO Y B3POCIIbIX MTAlIUEHTOB B BO3PACTe
ot 18 ner.

I[I/Id)d)eDCHHI/IDOBaHHHﬁ paK IMUTOBUIHOMN JKEJIe3bI

HpenapaT .HCHBaTI/IHI/I6-Hp0MOMCZ[ IIOKa3aH K NPUMCHCHHUIO B MOHOTCPAIIMKU Yy MMAIUCHTOB C



COOTBETCTBYET 3KI MY OTUETY
ot 16.04.2025 N= 10142
MIPOTPECCUPYIOIIUM MECTHO-pacIpocTpa eHHBIM|'n|'I:"'-| EJ‘;L'I‘ EE'L'TEJ?\EIFL{C:%‘a];ﬁ' '|C|R|17}!1{/[

TudepeHIIMPOBaHHBIM  (MAMMWUIAPHBIM, (OJUTMKYJISIPHBIM, M3 KJIETOK [topTie) pakom

IIUTOBHIHOM JKeJIe3bl, pe(hPaKTEPHBIM K TEPAIUU PAJANOAKTHUBHBIM HOIOM.

I'enaToleUTIOISIPHBIN paK

[Tpenapar JlenBatunu6-IIpomomMes mokasan K MPUMEHEHHUIO B MOHOTEpANHH Y MALUEHTOB C
IPOrPECCUPYIOLUM WM HEolepaOeIbHbIM TIENaTOLE/UIIOJIIPHBIM — PakoM, paHee He

MoJIy4yaBIINX CHCTEMHO TCparru.

IToyeyHO-KJIETOYHBINA PAK

[lpenapatr  JlenBatunuO-IIpomomen moka3aH K HPUMEHEHMIO B KOMOMHAaLuU ¢
nemMOponu3yMaboM B KadecTBe 1-H JIMHUM Tepanuu y MAaLMEHTOB C PacHpOCTPAHEHHBIM
IIO4YE€YHO-KJIETOYHBIM PAKOM.

[Tpenapat JlenBaTHNO-IIpoMoOMe T MOKa3aH K MPUMEHEHHIO B KOMOMHALIMH C BEPOIHMYCOM Y
NAUEHTOB €  PACIpPOCTPAaHEHHBIM  IIOYEYHO-KJIETOYHBIM  PAKOM, IIOCJIE€  OJHOIO
IPEIIECTBYIOUIET0 Kypca TapreTHOW Tepanmuu MHrMOMTOpaMH peLenTopoB (hakropa pocra

SHAOTCIINA COCYOB.

Pak snnomerpus

[Ipemapar  JlemBatuuuO-IlpoMomen moka3aH K TPUMEHEHUIO B  KOMOMHAaIUUA C
neMOpo3yMaboM y TalMEHTOB C PacIpOCTPaHEHHBIM paKOM SHAOMETPHS B CiIydae
OTCYTCTBUS BBICOKOM MUKpOCATeIUIUTHON HecTabmibHOCTH (MSI-H) nim HapyiieHuit cucremMsl
penapamuu JJHK (dIMMR) ¢ mporpeccupoBanreM 3a00JeBaHMs MMOCIE IMPEALICCTBYOLICH
CUCTEMHOM Tepamuu B JII0OOM pexXHMe, KOTOPHIM HE MMOKa3aHO XUPYPIUUYECKOE JIeUEHUE WU

JIy4deBas TCparius.

4.2. Pesxum 103MpPOBaHHUS U CNIOCO0 MPUMEHEHUs
Tepanus npenaparom JlenBatunuO-IIpomMomesn AOMKHA MPOBOIUTHCS BpPadOM, HMEIOIIUM
OIIBIT IPUMEHEHHUS IPOTUBOOITYXOJIEBBIX JIEKAPCTBEHHBIX IIPENAPATOB.

PexxuM 103upOBaHus

JleyeHue IOKHO OpoaO0JIKATBCA TIIOKa IMPUCYTCTBYCT KIMHUYCCKAs I10JIb34, 6o a0

IMPOABJICHUA HerHeMHeMOﬁ TOKCUYHOCTH.

Jughgepenyuposannviii pax wumosuoro xceneszvl ({PLLK)
PexoMeHn0BaHHAs CyTOYHAS 7032 JICHBAaTHHUOA cOCTaBIsAeT 24 Mr (1Be Kancymsl 10 Mr u ojiHa
Karcyna 4 Mr) oauH pa3 B cyTku. CyTodHast 103a JeHBAaTHHIOA MOXKET ObITh MEPECMOTPEHA B

COOTBETCTBUH C IUIAHOM YMPaBIEHUS J030M/TOKCUYHOCTHIO (CM. MyHKT «Koppekius 10361 BO
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COOTBETCTBYET 2K
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(NOCNEQCBATENEHOCTE 0003)

BpEMs Tepanum» HIKE).

MY OTYETY

T'enamoyennronapnoiii pax (I'L{P)

PexoMeHnoBaHHAas CyTOYHAs /1032 JICHBATUHNOA COCTABIISIET 8 MT (J[BE KarICyJIbl 4 MT') OJIUH pa3
B CYTKH JIJIsl TAIIMEHTOB ¢ Maccol Tena < 60 kr u 12 mr (Tpu Karcyinsl 4 Mr) OAMH pa3 B CyTKU
JUIsL TIAIUEHTOB C¢ Maccoi Tena > 60 kr. CyTtouyHass no3a JeHBaTHHMOA MOXET ObITh
NepPeCMOTPEHa B COOTBETCTBMM C IUIAHOM YIIPABJICHUS J1030i/TOKCMYHOCTHIO (CM. IYHKT

«Koppekuusi 10361 BO BpeMsl TEpaIUny HUKE).

Pacnpocmpanennuiii noueuno-knemounwii pax (11KP)

Ilpenapam ﬂeHeamuHu6-Hp0M0Jwed 6 KOM6MHauuu C n€M6p0ﬂu3VMa60M 6 Kadecmee mepanuu

nepeou TuHUU

PexoMennoBaHHas cyTo4Has 103a JieHBaTuHUOA cocTtaBisier 20 Mr (1Be Karcybl 10 Mr) oguH
pa3 B CyTKH B KoMOWHaIuu ¢ meMoponm3ymadom 200 mr kaxbie 3 Hemenu win 400 Mr KaxIbie
6 HeneNb B BUJC BHYTpUBeHHOW nH(y3un B TeueHue 30 munyT. CyTOYHas /1032 JICHBATHHUOA
MOJKET OBITh IEPECMOTPEHA B COOTBETCTBHH C TUIAHOM YIIPABIICHUS 10301/ TOKCHYHOCTBIO (CM.
nyHKT «Koppekuus 10361 BO BpeMs Teparnumn» HIXe).

OO6paTtuTech K MHCTPYKIMH 110 MEAUIIMHCKOMY MTPUMEHEHHUI0 TeMOpoIn3yMala Juis MOTyYeHHs

UHPOPMALIUU O PEKOMEHTyEMOU JTO3HUPOBKE.

Ilpenapam JYeHeamuHu6-17p0M0/ue() 6 KOM6MHCZZ4MM C 36€poJIUMYCOM 68 Kauecmee mepanuu

8MOPOU TUHUU

PexomeHj0BaHHAas cyTOYHas 1032 JIeHBaTMHUOA cocTaBisier 18 mr (oxHa karcyna 10 Mr u aBe
KaricyJysl 4 MTI') OZIMH pa3 B CyTKH B KOMOMHAIIMU C 5 MT 3BEpOJIMMYycCa OJIMH Pa3 B CYTKH.
CyTouHble 03Bl JIGHBaTUHHMOA U, TNPU HEOOXOAWMOCTH, HBEPOJIMMYCa MOTYT OBITh
MEPECMOTPEHbl B COOTBETCTBUM C IUIAHOM YIIPABJIEHUS J030M/TOKCUYHOCTBIO (CM. IYyHKT
«Koppexk1us 10361 BO BpeMsl TEpANum» HUXKE).

OOparurech K MHCTPYKLUUHU MO METUIMHCKOMY NMPUMEHEHHUIO 3BEPOIMMYca JUIsl MOTYYEeHUs

MH(pOpMaLUU O PEKOMEHTyeMOM J03UPOBKE.

Pax snoomempus (P3)

PexoMenaoBaHHas cyTo4Hasl 103a JIeHBaTUHUOA cocTaBiseT 20 Mr (aBe karicynbl 10 Mr) onuH
pa3 B CyTKH B KoMOMHAIMH ¢ memopom3ymadom 200 mr kakbie 3 Henenu niu 400 Mr kaxapie
6 Hezlenb B BUJI€ BHYTpUBeHHOHN MH(y3uu B TeueHne 30 MunyT. CyTO4Has 103a JIEeHBAaTHHUOA
MOYET OBITh IEPECMOTPEHA B COOTBETCTBUU C TUIAHOM YIIPABIIECHHS 0301/ TOKCUYHOCTBIO (CM.
nyHKT «Koppekuus 10361 BO BpeMsl TEparnumn» HIXKeE).

OO6paTtuTech K MHCTPYKIMU 110 MEAUIIMHCKOMY TPUMEHEHHUI0 TeMOpon3ymala Juis MOTyYeHHs



COOTBETCTBYET 2K
ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

uH(pOpMaIIUU O PEKOMEHTyeMOM JO3UPOBKE.

MY OTYETY

Koppexyus 003vl 60 8pema mepanuu

Jis  ympaBieHUS HEKENaTeNbHBIMU — PEAKIUSAMU MOXET IOTpeOOBaThbCs BpEMEHHas
NPUOCTAHOBKA JICYEHUS, KOPPEKLUs J03bl MM OTMEHA TepaliH JICHBATUHUOOM (CM. paszien
4.4). Peakiuu OT JIETKOM 0 YMEPEHHOU CTeTnieHH TshKecTH (1-1 1 2-i cTeneHu), Kak MpaBuIo,
HE TpeOyIOT MPUOCTAHOBKHU TEpamnuM JIEHBAaTUHMOOM, 3a HUCKJIIOYEHHMEM CiIy4yaeB, KOrja
MAIUEHT He IEPEHOCHUT UX, HeCMOTPs Ha 3P PEKTUBHOCTH TEPAITHH.

Tsoxenble (cTeneHb 3) UM HEMEPEeHOCHUMBIE HEXKeNaTeIbHbIE PeaKIuu TPEOYIOT IPHOCTAHOBKU
Tepanuu JeHBAaTUHUOOM J10 yiydileHus peakiuu 1o creneHu 0—1 uan 10 UCXOHOTO YPOBHSL.
OO61mure pekoMeHJalK M0 KOPPEKIHUH J03bl JJIsl YIIPABJICHUS HEXeIaTeIbHBIMU PEaKIUsIMHU,
ACCOIIMMPOBAHHBIMU C JICHBaTHHHOOM, mpexacTaBieHsl B Tabmune 1. Cnemmduueckue
PEKOMEHIALINUHU 10 JO3UPOBAHUIO I Ka)KJOT0 [TOKA3aHUs MIPEICTaBICHbI B TaOIuIE 2.

[Tpu mprMeHeHuH JIeHBaTUHNOA B KOMOMHAIUK ¢ nneMOponu3zymadom s nedeHus [TKP ummn
PD mpuocTaHaBnMBalOT JIeYEHHE OJHUM WJIM OOOMMH Mpenaparamu, JHOO CHIDKAIOT 103y
JICHBaTUHMOA B 3aBUCHUMOCTH OT CHUTyallMH. YMEHBIICHHE J03bl MeMOponu3zymaba He
pexomenayercs. OTMeHa nemMOpoan3ymada MpoBOJUTCS B COOTBETCTBUU C MHCTPYKLHUEH 110
€ro MEIMLIUHCKOMY MIPUMEHEHUIO.

B cityyae BO3HMKHOBEHHSI HEXKENATEIbHBIX PEAKIUNA, ACCOLMUPOBAHHBIX C IBEPOJIUMYCOM, IIPH
nedyenun [IKP neueHue sBepoauMMycoM cieayeT NPUOCTaHOBUTb, YMEHBIIUTh €ro 103y,
Ha3HA4YMB TIPUEM dYepe3 [IeHb, JUOO OTMEHHUTH (CM. HHCTPYKIHIO TIO MEIUIIUHCKOMY
IPUMEHEHHIO IBEPOJINMYCa).

B ciiydyae BO3HUKHOBEHUS HEXKENAaTEIbHBIX PEaKIiii, aCCOLIMUPOBAHHBIX KaK C ICHBATUHHUOOM,
TaK U C IBEPOIMMYCOM, CJIEIYET YMEHBIIUTH J03y JeHBaTWHHOA (cM. Tabmuiyy 1) mepen
YMEHBIIEHUEM J03bl IBEPOIUMYCA.

B ciydyae BO3HMKHOBEHMSI >KM3HEYI'POXKAIOIIMX peakuil (4-i CTemeHu TSHKECTH, 3a
UCKITIOYCHHEM J1Ia0OpaTOPHBIX OTKJIOHEHHM, MPU3HAHHBIX HE OMACHBIMH JJIsl KU3HU) BCE
Mpenaparsl ClIe1yeT OTMEHUTD.

[Tpu ycTaHOBJIEHHUHU CTENIEHU TSKECTH HEKEIaTeNbHON peaKiK ClIeIyeT pyKOBOJICTBOBATHCS
aKkTyaJapbHOUM Bepcuei OOIMMX TEPMUHOIOTHUESCKUX KPUTEPHUEB JIJIS HEKEIATSIbHBIX SIBICHUNA
Hanmonanenoro unctutryta paka (National Cancer Institute (NCI) Common Terminology
Criteria for Adverse Events (CTCAE)).



Tabnuya 1. Pexomenoyemasn xoppekyusi 003vl
PA36UMUSL HeHCEeNAMENbHbIX PeaKyull

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 16.04.2025 N2 10142

enapantd Heibahti io-Tiovionen &b

HesxenarenbHas Crenensb Tsxxectu 1o | JeiicrBue CHukeHue 103b1 U
peakius CTCAE BO300HOBJIeHHE MTpHeMa
JICHBATHHHO0A
ApTtepuanbHas Crenens 3 (Hecmotpst | [IpepBath [Ipu ynyumenun no Crenenu 0,
TUIIEPTEH3US Ha ONTUMAIIbHYTO 1 vmm 2 cm. Tabnmiy 4 B
AHTUTUTIEPTEH3UBHYIO paznene 4.4
TEPaIuIo)
Crenens 4 OTMEHHTH He B0300HOBISTH
IIporennypus >21/24 yaca [IpepBath [Ipu ynyumenuu 10 MmeHee
2 1/24 yaca
Hedpornyeckuii cunapom | — OTMEHUTH He B0300HOBIATH
Hapymenue ¢pynkuum Crenens 3 [IpepBath [Ipu ynyumenuu 1o CreneHu
MOYEK WM MTOYeHHas 0-1 wm mepBOHAYAIEHOTO
HEJOCTAaTOYHOCTh YPOBHS
Crenensp 4* OTMeHHuTH He B0300HOBIATH
Cepaeunas Crenesb 3 IIpepBath IIpu ynyumenuun go Crenenu
HEJ0CTaTOYHOCTb 0-1 wim mepBOHAYAILHOTO
YPOBHS
Crenens 4 OTMEHHTD He B0300HOBISTH
CunipoM obpaTuMOi Jlrobas [IpepBatb PaccmoTpeTh BO3MOXHOCTD
3amHel sHnedanonaTum/ BO30OHOBIJICHUS B CHIDKEHHOU
CHUH/IPOM 00paTuMoit JI03€ TPH YITYUIIEHUH 10
3agHel Crenenu 0-1
JeKo’HLEehaIONaTHH
['enaToTOKCHMYHOCTD Cremnenn 3 IIpepBath IIpu ymyuamenuu go Crenenu
0-1 wim mepBOHAYAILHOTO
YPOBHS
Crenensp 4* OTMeHHuTH He B0300HOBIATH
TpomboamOonus aprepumii | Jrobas OTMEHUTH He B0300HOBIISTH
KpoBoreuenne u Crenens 3 IIpepBath [Ipu ynyumennn o Crenenu
TpoMOonuTOneHUs ™ 0-1
Crenens 4 OTMEHUTH He B0300HOBIISTH
I'actponHTeCTHHANBHAS Crenens 3 IIpepBath [Ipu ynyumennn o CreneHu
nepdopanus uim Guctyna 0-1 wim mepBOHAYAILHOTO
YPOBHS
Crenens 4 OTMEHUTH He B0300HOBIATH
Heractpountectunanpnast | Ctenens 4 OTMEHUTH He B0300HOBIATH
¢ducrtyna
Y amunenue uatepBana QT| > 500 mc IIpepBath IIpu ynydmenun 10 MeHee
480 Mc uM epBOHAYAILHOTO
YPOBHS
Huapes Crenens 3 IIpepBath [Ipn ynyumennn 1o CreneHu
0-1 wim mepBOHAYAILHOTO
YPOBHS
Creniens 4 (HecMoTpst | OTMEHUTH He B0300HOBIATH

Ha MPOBEJICHUE
JIEKapCTBEHHOMU
Tepanmu)

* pe3ynpTaThl 1a00paTOPHBIX HccieaoBaHuil CteneHn 4 MOTYT PAacleHUBATHCS KaK HE YTPOXKAIOIINE )KU3HU —
JIEWCTBHS KaK IpH TsDKeNbIX peakuusax (Crenenu 3).




COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10142

Tabauya 2. Pexomenoayuu no Koppekyuu

HeofcelameilbHblX peakuuﬁ

ooz QOEHERORATEEHG S 9003,

Iloxa3zanmue 1-e cHMzKeHHE 1031 10: | 2-€ CHMKEeHHe /103bI 10: | 3-e CHUKeHHe 103bI J10:
JAPHPK 20 Mr oMH pa3 B CYTKH | 14 Mr oJiuH pa3 B CYTKH 10 Mr oiMH pa3 B CYTKH
ITIKP 14 mr onmH pa3 B cyTku | 10 Mr oauH pa3 B CyTKH 8 MI' OIMH pa3 B CYyTKH
PO 14 Mr onuH pa3 B cyTkH | 10 Mr oJiuH pa3 B CyTKH 8 MI' OIMH pa3 B CYyTKH
rgp
e Macca Tena 8 MI' OZIVH pa3 B CYyTKHU 4 Mr oJIuH pa3 B CyTKH 4 Mr 4epe3 1eHb
60 xr u Gonee
e Macca Tena 4 MT OJTMH pa3 B CYyTKH 4 Mr 4epe3 IeHb OTMEHUTH
menee 60 kr

IIponyck 0o3vl
B ciydae, ecnu mpuem odepeHOM A03bI OTIOXKEH Oojiee 4eM Ha 12 4acoB, 3Ty A03y ClexyeT

IPOIYCTUTh U IPUHATH CJIEIYIOIIYIO B OOBIUHOE BpEMSI.

QOco0ble rpynisl MalueHTOB

Wudopmanus 1Mo KIMHAYECKOMY ONBITY NPUMCHCHHUS JICHBATHHHOA B KOMOWHAITUU C
neMOponM3yMadoM MpencTaBieHa B paszene 4.8.

JlaHHBIC 10 TPUMEHECHHUIO JICHBATUHUOA B KOMOWHAIIMU C DBEPOJIUMYCOM Y OOJBIIUHCTBA
0COOBIX TPYIII MAI[ICHTOB OTCYTCTBYIOT.

Bce mamueHThl, KpOMe MMEIOIIHUX TEYCHOYHYIO HIIM TOYCUYHYI0 HEIOCTATOYHOCTH TSIKEION
CTEeTNeHH (CM. HIDKE) IOJDKHBI HAUMHATH JICUEHHUE C TTOJTHOM PEKOMEHIYEMOM J103bl, TIOCTE YEro
71032 MOXET OBITh CKOPPEKTHUPOBaHA B 3aBHUCHMOCTH OT WHIAMBUAYAIbHON MEPEHOCHMOCTHU
mpemnapara.

HekoTopsie cyOmomysSIuy MaueHTOB MOTYT HMETh XYAIIYIO IIEPEHOCUMOCTh JICHBAaTHHHOA
(cm. pasmen 4.8). Ilocie Hayanma nedeHHUs B PEKOMEHIYEMOH J03€, OHAa MOXET OBITh

CKOPPEKTHUPOBaHa B 3aBUCUMOCTH OT I/IHI[I/IBPI,I[yaJIBHOﬁ MEPCHOCUMOCTHU IIperiapara.

Tlayuenmul ¢ apmepuanvroli cunepmen3ueu
JlocTaTouHbli KOHTPOJIb HAJ apTepHalibHBIM JaBieHueM (A/l) nomxkeH ObITh JOCTUTHYT 110
Hayaja JIeYeHHs JIeHBaTUHUOOM. Bo Bpems jiedueHus cienyeT MpOBOJIUThH PETYJSPHBIA €ro

MOHUTOPHHT (cM. pasaens 4.4 u 4.8).

HauueHmbz C NeYyeHoYHoU Hed0oCMamoYHOCMbIO

APLDK, IIKP u PO

I[aHHBIe 0 NPHUMCHCHUU KOM6I/IHaLII/II/I JIeHBaTUHHUOA C HeM6pOJ'II/I3YMa6OM Yy HNagueHTOB C

MIEYCHOYHOM HEJO0CTaTOYHOCTHIO OIrpaHHUYCHBI. I[aHHBIC 0 MPUMCHCHHUU KOMGI/IHaI_II/II/I



COOTBETCTBYET 2K
ot 16.04.2025 N= 10142

JIeHBaTHHHOA C 3BEPOIMMYCOM Y MAIMEHTOB C equOHﬁ&%éﬂ&%BﬁJ&%w&cJﬁMf

MY OTYETY

VY nanueHTOoB ¢ jerkod mnM cpeaHed (kimacc A win B mo mxane Yaiina-I1eio) creneHsio
[IEYEHOYHON HE0CTATOYHOCTH KOPPEKLUS 1036l HE TpeOyeTcs.
PexomeH0BaHHas HayajbHas 4032 JICHBATMHMOA Yy MALMEHTOB C TSDKENOH IEeYeHOYHOU
HenocTatouHOCThIO (Kiace C mo mkane Yainn-I1pr0) cocTaBiser:

« JIPHDX: 14 mr BHYyTpb OJIMH pa3 B CyTKH

* IIKP: 10 Mr BHYTpb OJIMH pa3 B CyTKHU

e PD: 10 Mr BHYTpb OJIMH pa3 B CyTKH
JanpHeline  KOPpPeKTHPOBKM  J03bI MOTYT IOTpeboBaTbcs B 3aBUCUMOCTH  OT
WHJUBHTyJIbHOW IIEPEHOCUMOCTH.
KoMOnHMpOBaHHOE JIeYEHME Yy NALMEHTOB C TSDKEJIOM II€YEHOYHOM HEJ0CTaTOYHOCTBHIO
JIOJKHO IIPUMEHSTHCS TOJIBKO IIPH YCIOBHUH, YTO OKUIAEMast 110J1b3a IPEBBIIIAET BO3ZMOXKHBIN
puck (cm. pazzaen 4.8).
HmeroTcs orpaHnueHHbIE JaHHBIE 0 KOMOMHAIMK JICHBATUHHOA ¢ MeMOpOIM3yMaOboM WIIH
IBEPOJIMMYCOM Y TMAIMEHTOB C HapymeHueM (yHKuuu mnedeHn. CM. COOTBETCTBYIOUIYIO
MHCTPYKLHIO N0 MEIUIMHCKOMY MPUMEHEHHMI0 NemMOpoiu3yMadba WM 3Bepojumyca JUis

OMpeACIICHUA JO3UPOBKU IMMAUCHTAM C HAPYUICHUEM q)YHKI_II/II/I IICUYCHHU.

rip

VYV namuentoB ¢ I'LIP u nerkoii (kmacc A no mkane Yainn-IIpi0) creneHpro mneuyeHOYHOU
HEJI0OCTAaTOYHOCTH KOPPEKIIMSI 103bI HE TpeOyeTcs.

Nmeromuecss AaHHBIE HE MO3BOJSIIOT JaTh PEKOMEHJAIUMU IO JO3UMPOBAHMIO Mpemapara
narmenTam ¢ '[P u cpenueit (xiiacc B mo mkane Yaiina-IIpro) creneHpl0 MEYEHOYHON
HEJIOCTAaTOYHOCTH. TakuM TMalMeHTaM PEKOMEHAYETCS TIIATEIbHbI KOHTPOJb OOIIeH
nepeHocuMocTH (cM. paszaensl 4.4 u 5.2).

JlenBatuHNO HE M3yUasCs y MAMEHTOB C TSHKEIOW CTENEHbIO MeYEHOUYHON HEIOCTAaTOYHOCTH

(xnace C no mkane Yaitna-I1st0) 1 He pekoMeHIyeTcs sl TAKUX MAIMEeHTOB.

HCII/;MEHmbl C NoYeyHou HedoCmamo4yHoCmbIO

APLDK, IIKP u PO

VY nanuentoB ¢ jerko (knmupenc kpearununa (CrCL) 60-89 mu/mun) win cpenneii (CrCL
30-59 ™uI/MUH) CTETNEHBIO TIOYEYHOW HEIOCTATOYHOCTH KOPPEKIHMsS HavalbHOH O3B
npernapara B 3aBUCUMOCTH OT COCTOSTHUS (DYHKIIUH ITOYeK He TpeOyercs.

Y  manmeHTOB ¢  TsDKenod — moyeuHoil — HemocratouHocThio  (CrCL < 30 mu/muH)
pPEKOMEHI0BaHHAsI HAadaIbHAS 71032 JICHBAaTHHHOA COCTABIISCT:

« JIPLDX: 14 Mr BHYTpb OAMH pa3 B CYyTKH



COOTBETCTBYET 2K
ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

e TIKP: 10 Mr BHYTph OJIMH pa3 B CYTKH

MY OTYETY

* PDO: 10 Mr BHYTpb OJIMH pa3 B CyTKH

Moxer moTpeOoBaTbcs JONOJHHUTENbHAS KOPPEKIHsS 03Bl IMperapara B 3aBUCHMOCTH OT
WHAUBUAYAIbHONH TepeHOCUMOCTH. MccnemoBanus y MallMEHTOB C  XPOHUYECKUMU
3a00JIeBaHUSIMU MTOYEK B TEPMUHAIBHOM CTauU HE MPOBOIUINCH, B CBA3H C YEM MPUMEHEHUE
JICHBaTUHHOA Y JAHHOW KaTETOPUH MAIMEHTOB HE peKoMeHyeTcs (cM. pasaen 4.8).

HmeroTcs orpaHrueHHBIC JaHHBIE 0 KOMOMHAIMK JICHBATUHHOA ¢ MeMOpoIn3yMadboM Wid
9BEPOJIMMYCOM Yy MAalMEeHTOB C HapymieHueM (yHkuud modyek. CM. COOTBETCTBYIOILLYIO
MHCTPYKLHUIO MO0 MEIUIMHCKOMY HPUMEHEHHIO0 MeMOposin3ymaba WM 3BEpoiIuMyca s

OTIpeIeNIeHNs I03UPOBKY MAllMEHTaM ¢ HapylIeHHEM (YHKIUHU ITOYEK.

ryp

VY manuMeHToB C JIETKOW WM CpeIHEW CTENEHbIO MOYEYHOM HEIOCTATOYHOCTH KOPPEKIIHS
HAYaJIbHOM TO3BI ITperapaTa B 3aBUCMMOCTH OT COCTOSTHUS (YHKIIMH MTOYEK HEe TpeOyeTcs.
Nmeromuecs JaHHbBIE HE TTO3BOJISIOT AaTh PEKOMEHIAIUU 10 JO3UpoBaHuio narueHTam ¢ ['TIP,

HMCIOIIUM TAXKEIIYIO TOUCHHYIO HEAOCTATOYHOCTD.

Tayuenmuor nodcunozo eospacma
Koppekuust HauanpHOM 70361 Ipenapara B 3aBUCUMOCTU OT Bo3pacta He TpeOyercs. JlaHHble

110 IPUMEHCHHUIO Y MAI[MEHTOB 75 JIET U cTapiie orpaHuyeHbl (cM. pasaen 4.8).

Paca
Koppeknust 710361 mpenapara B 3aBUCUMOCTH OT PAacoOBOW NMPUHA/UIEKHOCTH MAIMeHTa He
Tpedyercst (cMm. paszznen 5.2). JlaHHbIE 1O NPUMEHEHMIO Yy NAlMEeHTOB C pPacoBOU

NPUHAIICKHOCTBIO, OTIIMYHON OT €BPONCOMTHON M a3MaTCKOW, OorpaHrueHbI (cM. paszen 4.8).

Cocmosnue nayuenma

[TarmenTh! co crarycom obmero cocrosiHus 1o mkaie ECOG (BocTouHON 00BEIMHEHHON
IpyIIIBl OHKOJIOTOB) 2 U BbIlIE ObLIN UCKIIOUYEeHbI U3 uccienosanus 205/T1KP.

[TanmeHTHI co cTarycoM ob1ero coctosHus no mkane Kaprosckoro < 70 ObUTH MCKIIOUEHBI

u3 uccnenoBanus 307/ITIKP. Onenka noyib3sl U pUCKa y 3THX MAalUEHTOB HE TPOBOIUIIACK.

Tlayuenmwi ¢ maccoii mena menee 60 ke

HAPHDK, [IKP u PO

Koppeknus HagaibHOM 1036 IperapaTa B 3aBUCUMOCTH OT MacChl Tesa He Tpedyertcs. JlaHHbie
no npumeHeHuto y mnauueHtoB ¢ [IKP u PO ¢ maccoii tena menee 60 Kr orpaHUYeHbI

(cM. pazmen 4.8).



COOTBETCTBYET 2K
ot 16.04.2025 N= 10142

r'P (MOCNEODBATENBEHOCTE 0003)

My OTYETY

Okcno3unust seHBatuHnOa npu '[P B uccnemoBanmum REFLECT Opiia comocraBuma y
MAalMEeHTOB C Maccor Tesna MeHee 60 Kr, MOoJy4YaBIIMX HAYaJIbHYIO A03Y 8 MT, U MAIMEHTOB C
Mmaccoii Tema 60 Kr u 6oJee, MOJydYaBIINX HaYaabHYI0 103y 12 Mr (cM. paszaen 5.2).
[Tatmenter ¢ I'IIP maccoii Tena meHee 60 Kr, KpoMe HMMEIOIMIMX CPEIHIO WM TSHKEITYIO
CTETIeHb NIEYeHOYHON HEJI0CTaTOYHOCTH, TNOO TSHKEITYIO CTETNEHb TOY€YHOI HEIOCTaTOYHOCTH,
JIOJKHBI HAUMHATH JIEUEHUE C PEKOMEHAYEMOM HayalbHOM J03bl 8 MT (JIBE KarcyJbl 110 4 Mr),
Mocjie 4Yero Jo3a MOXeT ObITh CKOPPEKTHpOBaHAa Ha OCHOBAHWU WHAMBHUAYaIbHOMN
MEPEHOCUMOCTH.

Hmeronyecs JaHHbIE HE IO3BOJIAIOT CAEIATh PEKOMEHIALIUU 110 TI03UPOBAHUIO 1JIs TAlIUEHTOB
¢ I'IP u cpenuneli meyeHOUHOM HEAOCTATOYHOCTHIO (KaTteropus B o Yaitna-I1e10).
Hmeronuecs JaHHBIC HE TTO3BOJIAIOT CAENATh PEKOMEH IAIUY 110 I03UPOBAHUIO JJIs MAIIUEHTOB
¢ I'IP u Tspxenoit meyeHOYHOU HetocTaTouHOCThIO (Kateropus C no Yaitna-I1s10) HezaBucuMo
OT Macchl Tela, UCIOJb30BaHuE Ipernapara B JaHHOU IpyIIe He PEKOMEHYETCs.
Nmeronyuecs JaHHbIE HE TO3BOJISAIOT CAEIATh PEKOMEHIALUU 110 I03UPOBAHUIO JJIs TAllUEHTOB
¢ 'IIP u Tsxenoit moyeuHoi HeJ0OCTaTOYHOCTHIO HE3aBUCUMO OT MAcChl Tella, UCTI0JIb30BaHUE

npcriapara B HaHHOﬁ rpyImIe HE pEKOMCHAYCTCA.

JIeTu ¥ MOAPOCTKHU

JlenBaTHUO HE CieyeT NPUMEHAThH Yy JeTel Miajle 2 JIeT B CBA3M C HaJIU4YUEM IpodiieM ¢
0€30MacHOCTbIO, BBISBICHHBIX B HCCIEAOBAHMSIX Ha JKUBOTHBIX. be3omacHocTh W
3 PEeKTUBHOCTH JEHBAaTUHHOA y JeTel B Bo3pacTe oT 2 10 18 neT Ha JaHHBIM MOMEHT He

YCTaHOBJICHEI. I[aHHBIe OTCYTCTBYIOT.

Criocob nnpuMeHeHu s

BryTps.

MenukaMeHTO3HOE JIeU€HHE TOLIHOTHI, PBOTHl W JHaped JODKHO OBbITh HAdaro 10
NPUOCTAHOBKHM JIEYEHUS WJIM CHIKEHMs J103bl JIEHBATMHMOA ISl yMEHBIIEHUS pHUCKa
JICTHIpATAIiU U Pa3BUTHS MIOYSYHOI HEJOCTaTOYHOCTH (CM. pasnen 4.4).

Kancynel cienyer npuHUMaTe OAMH Pa3 B CYTKM IPUMEPHO B OJTHO M TO K€ BpPEMS, BHE
3aBUCUMOCTH OT ITpueMa nuuy. Kamncyiry cienyer nporiareiBaTh HEIUKOM, 3alIMBasi BOJOM.
Taxke, eciaM Kamncyildy CJIOXHO TPOTJIOTHTh, MOXKHO pPAaCTBOPUTH €€ LEIUKOM 0e3
pa3/IaBIMBaHUS WM PACKPBITUS B CTaKaHE C MPUMEPHO 25 MII BOABI WIM SIOJOYHOTO COKAa.
Karicyny ocTaBisioT B )KMJIKOCTH MpUMepHO Ha 10 MUHYT, 3aTeM aKKypaTHO B30aJTHIBAIOT B
TE4YEHUE HE MeHee 3 MHUHYT Ul pacTBOPEHHUs 000I04KH Karcyisl. [lomyueHHyI0 cycreH3nto

BeInKBaroT. Ilocie atoro )106aBJ'IHIOT B CTaKaH NPHUMEPHO TOT KC 00BeM KHUAKOCTHU (25 M.II),
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OITOJIACKUBAIOT €10 CTaKaH W BBIIIHWBAIOT COACPHHUMOC. Hgl &éﬁ%@lgﬁbﬂﬁkﬁgghgé Id:,leI—i'—(I);‘IO

npernapara B CTaKaHe OJIHOBPEMEHHO.

Mepwi  npedocmoposicHocmu, npuHumaemvie neped NPUMEHeHUueM npenapama uiu npu
obpawenuu ¢ HUM

Jlumam, oOecreunBaloONIMM yXOJ 3a TMalMeHTaMU, HE CIEAYeT OTKPBIBATh KAICYJbI, YTOOBI
n30eKaTh MOBTOPSIONIETOCS BO3ACHCTBHSI HA HUX COJIEPKUMOTO KarlCyl.

Jlumo, TOTOBSIIEE CYCHEH3WIO, JODKHO TIATENHO BBIMBITH PYKH IIOCIE 3aBEPIICHUS

IIPUT'OTOBJICHUSA U IIpUEMA IIpC€IiapaTra.

4.3. [IpoTuBONOKA3aHUSA

— FI/IHGP'—IYBCTBI/ITGJIBHOCTB K JIeHBaTI/IHI/I6y UiIn K J'IIOGOMy M3 BCIIOMOI'aTCJIbHBIX BCHICCTB,

NepEeYUCIIEHHBIX B pazaene 6.1
—  bepemenHocTb (cM. pazzaen 4.6)

—  Ilepuox rpyanoro BckapMmiauBaHus (cM. paszen 4.6)

4.4. OcoOble yka3aHusi 1 Mepbl PEA0CTOPOKHOCTH IIPU IPUMEHEeHUH

C 0CTOPOKHOCTEIO

— ApTrepuanbHas rUIepTEH3Us

—  dakTopbl pUcKa aHEeBPU3M/aHEBPU3MbI B aHAMHE3€

— Hapymenue ¢pyHKIMM NEUEHN U TOYEK TSHKENIOM CTENeHU TSHKECTH

— Cnydan aprepualbHBIX TPOMOOAIMOONMI Yy TMAalMEHTOB 3a TMOJIroAa TMepe] HadajioM
Tepanuu JCHBAaTUHUOOM

—  dakTopsl, BIUAIOIINE Ha ysInHeHue uarepBana QT

—  IMoxxwuio#t Bo3pact > 75 ner

—  Xponuueckas cepieunast HerocrarouHocTb NYHA kiacce 11 u Beime

— HecrabunpHas creHOKapaus

—  HWudapkr muokapaa

—  ApuUTMHUM ¢ HECTAaOMIILHON IeMOJMHAMUKOM

— HMHcynbt 3a nonronia nepes HayauoM Teparuu JEHBATHHUOOM

AprepranbHas THIIEPTEH3UA

VY nanueHTOB, MOJYyYaBLIMX JIGHBAaTHHUO, PErHCTPUpPOBANIACH apTepHalibHAs THUIEPTEH3US,
KOTOpas, Kak IMpaBWIO, pa3BHBajach Ha paHHUX OJTamax JedeHus (cMm. pasznmen 4.8).
JlocTaToO4HBI KOHTpPOJb IMOKa3areneil aprepuanbHoro naeinenus (AJl) nomkeH OBITH

JOCTUTHYT O0 Haydajia JICUCHUS JICHBAaTHHHOOM. HaIII/IeHTI)I CO CKJIIOHHOCTBIO K apTepI/IaIILHOI\/’I
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COOTBETCTEYET 3KI
oT 16.04_2(
TUIEPTEH3UH JOJKHBI [PUHMMATH CTAOUIBHYIO ot G HERURATEIBHOCTR 0003),

TEYCHHE HE MeHee | HeJenu J0 Havajga Tepanuu JICHBATUHUOOM. PaHHee BBIABICHUE U
shdeKTHBHOE JICYCHHE apTepUaibHOW THIEPTCH3UHM HMEET OOJBIIOe 3HAYCHHE IS
MUHUMU3ALUN HEOOXOJUMOCTH BO BPEMEHHOW MPUOCTAHOBKE JICUCHUSI UM CHUKEHUS J103bI
nenBaTuHHOa. CoOOLIATOCH O CEPhE3HBIX OCIONKHEHHSIX IUIOXO KOHTPOJIHPYEMOM
TUTIEPTEH3UHU, BKJIIOYAs pacciioeHre aopThl. [IpueM aHTUTrunepTeH3UBHBIX MPENapaToB JOJIKEH
OBITH HAYaT cpazy mnociie noarsepxacHus nosbimeHus AJl. O0cnenoBanue sl BBISBICHUS
apTepHalIbHON TUNEPTEH3UH JODKHO MPOBOAUTHCS yepe3 1 Henenro mocjie Havajla rnmpuema
JeHBaTHHHOA, B TEUYEHHE MEPBBIX 2 MECALIEB JICUCHUS — KaXKIble 2 HENeNH, 3aTeM —
exXeMecsuyHO. BpiOOp aHTUTUNEPTEH3UBHON TEparuy JOJDKEH OBITh MHIWBUIYAIM3HPOBAH C
Y4ETOM COCTOSIHMSI MAIlMeHTa U COOTBETCTBOBATh CTAHJIAPTHON KIMHUYECKOU npaktuke. Jms
MAIMEHTOB, UMEIOUINX HopMaibHOoe AJl 1o Hauana JedeHus, B ciaydae MOBbIIeHUS AJl
cleyeT HayaTh AHTUTUIEPTCH3MBHYIO MOHOTEPAIHIO MPEemapaToM OJIHOTO U3 KIIACCOB
AHTUTHUIICPTCH3UBHBIX IpernapaToB. [ ManueHToB, MPUHUMAIONIUX AHTUTUIICPTECH3UBHBIC
mpermapaTsl 10 Havaja JICUCHHUsS JICHBATUHUOOM, MOXKET MOTPeOOBATHCS YBEIWYCHHE JIO3BI
JAHHOTO aHTUTUIEPTEH3UBHOIO Mpernapara 1o Ao0aBiIeHue Mpernapara U3 Ipyroro Kiacca.
[To HeoOX0aUMOCTH TpU JICYCHUH apTepUATbHON TUNEPTEH3UHU MOTYT OBITh HCIIOJIb30BAHbI
PEKOMEHTaliH, TIPEICTABJICHHBIC B TA0HIIE 3.

Tabruya 3. Pexomenoayuu no ieveHuto apmepuaibHoUu 2unepmen3uu

YpoBenb apTepuaibHoro nasJjenus (A/l)

Pexomenayemble MepoOnpusTHS

Cucromnueckoe A/l > 140 < 160 MM pT. cT.
wim quactonmaeckoe AJ[ > 90 < 100 mm
pT. CT.

HpOI[OJ'DI(aTB puem JIECHBaTHHHOA u
HAa3HAYUTb AHTUTUIICPTCH3HMBHYIO TCpaAIInIo,
C€CJIM IMMalUCHT €€ HE MOJTYyHacT.

N

[Ipomomkuth  mpueM  JeHBaTUHMOA U
MOBBICUTH 03y MIPUMEHSIEMOT0
aHTUTUIIEPTEH3UBHOIO  Ipemapara, JHu0o

HA3HAYUTh JOINOJIHUTEJIBHOE JIeUeHUe s
HopManu3auuu AJl.

Cucronuueckoe > 160 MM pr. cr. Wi
muactonnueckoe AJ[ > 100 mm pr. cr.,
HECMOTpSI Ha TMPOBEACHHE ONTUMAIbHO
BbIOpPAHHOW aHTUTUIIEPTEH3UBHON Tepanuu

1. TIprOCTaHOBUTH MpHEM JICHBATHHUOA.

2. Ilpm CHIDKEHUH CHCTOJIMYECKOTO
Al < 150 MM pT. CT. U AMACTOIUYECKOTO
Al < 95 MM pT. CT. U TIIpU NOJYyYEHUHU
CTaOWJIBHOW  JT03BI  AHTHTHUIIEPTCH3HBHOTO
Ipernapata B TeYeHHE He MeHee 48 4acos,
BO300OHOBUTh  TIpUE€M  JIGHBaTWHHOA B
YMEHBIICHHOU 03¢ (cM. pasnen 4.2).

VYrpoxaromne KU3HHA OCJIOKHEHUS
(3710KavYeCTBECHHAS TUTNIEPTEH3US,
HEBPOJIOTHYECKHE paccTpoiicTBa 1501051

TUIIEPTOHUYECKUN KPU3)

[TatmeHT  HyXpgaeTca B HEOTJIOKHOU
MEIUIMUHCKON mnoMomu. OTMEHUTh NpUeM
JeHBaTMHMOA, HayaTb COOTBETCTBYIOLIEE
JIEYEHHE.
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COOTBETCTBYET 2K
ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

[IpoTennypus

My OTYETY

Y manueHToB, MONY4YaBIIMX JICHBATMHUO, PErHCTPUPOBAIACh MPOTCUHYpPHUS, KOTOpas, Kak
MPAaBUIIO, PAa3BUBANIACH HA paHHUX dTamnax jJedeHus (cm. pasnen 4.8). Heobxoaumo npoBouTh
peryJsipHO€ HccieI0BaHne MOUY Ha Hainuuue Oenka. [Ipu o6HapykeHnu B MOYe 3HaYUTEIbHBIX
KOJIMYECTB OelKa IKCIpecc-MeToioM (> 2+) MOXKeT MOTpeOOBaThCS MPUOCTAHOBKA JICUCHHS,
KOPPEKIHs J03bl WIH TOJHAsi OTMEHa JeHBaTHHHOA (cM. pasgen 4.2). [Ipu BOZHUKHOBEHUH

HE(POTUIECKOTO CHHpOMA MPUEM JICHBATUHNOA HEOOXOIUMO OTMEHUTD.

I'emaToTOKCHYECKOE IEHCTBUE

Y mamuentop ¢ JPHPK wu IIKP, npurumaBmmx iaeHBaTUHHO, HaWOOJee YacThIMHU
HE)KEJIATEJIbHBIMU PEaKLUIMU CO CTOPOHBI II€UEHU SBJSUINCH MOBBILIEHHE AaKTHUBHOCTHU
anannHamuHOTpaHcdepassl (AJIT), acnapraramunotpancdepassl (ACT) U KOHIECHTparuu
OomwnmupyOuHa B kpoBu (cMm. paszen 4.8). Takke y Takux MaIlMEHTOB JAMAarHOCTUPOBAIU
MEYCHOYHYIO0 HEJIOCTATOYHOCTh U OCTPBIi rematut (¢ yactotoit MmeHee 1 %). B OonbiuHCTBE
Clly4aeB IEYEHOYHAas HEIOCTaTOYHOCTh pa3BUBAJaCh y MALMEHTOB C IPOrPECCUPYIOLIUM
METacTaTUYECKUM MOPAKEHUEM IIEUEHHU.

HexxenaTenbHble peakiM CO CTOPOHBI MEUYEHH, BKIIOYAs MEUYCHOUYHYIO SHIC(aAIONaTUIO U
MEYCHOUYHYI0 HEIOCTAaTOYHOCTh (B TOM YHUCIE C JIETAIBHBIM HCXOJO0M), ¢ Oojiee BBICOKOI
4acToTOi coolmanucek y manueHTtoB ¢ ['1IP, mpuHMMaBmMX JEHBAaTUHUO, B CPAaBHEHHHU C
narentamu ¢ JIPILDK u [TKP (cm. pazgen 4.8). [TanueHTs! ¢ 60s1ee TSHKEIBIMUA HapyIICHUSIMA
GYHKIIUN TIeYeHU W/Wiu OOJbIlel OMyXOJEeBOM HArpy3KOW Ha MEeYeHb Ha MCXOJHOM ypOBHE
uMenu OoJiee BBICOKHMH pHUCK pPa3BUTHUS TEUEHOYHOW »SHIedanonaTH U TEUYeHOUHOMN
HejpocTaToyHOCTU. Takke c Oojee BBICOKOM 4YacTOTOM Me4YeHO4Hasl »sHuedanonaTus
HaOJrojaJIach y MaIMeHToB B Bo3pacte 75 jeT u crapiie. [I[puOau3uTenbHO MOI0OBHHA BCEX
ClIy4aeB IIEUYEHOYHOM HEJOCTATOYHOCTH OTMeEYajach y MALMEHTOB C IPOrPECCUPOBAHUEM
3a00JIeBaHMU.

HccnenoBanue nokaszareneil GyHKIMU NEUYEHU JOJHKHO MPOBOAUTHCS /10 Hayaia JICYEHUs], B
TEUYEHUE TEPBBIX 2 MECAILEB JICUCHHUS — KaXKIble 2 HENeNH, 3aTeM — EXKEeMECSYHO Ha
MPOTSKEHUH BCETro nepuoaa geyeHus. Y nauueHTos ¢ '[P nomkeH npoBOAUTHECS MOHUTOPUHT
GyHKIUMM TIeYeHHu, BKJIOYas I€YEHOUHYIO »HHIedanonaTvio. B ciydae BO3HHUKHOBEHHS
MPU3HAKOB T€MAaTOTOKCUYECKOTO JACHCTBHUS MOXKET NOTPEeOOBATHCS BPEMEHHOE MpeKpalieHue
JICUCHHMSI, KOPPEKIIHsI T03bI Mperapara Uik ero mojHas oTMeHa (cM. paszzaen 4.2).

VY manMeHToB c Ar000H CTENEHBIO MEYEHOYHOM HETOCTATOYHOCTH HEOOXOIMMO TIIATEILHO
KOHTPOJIMPOBAaTh HAIMYME HEXKENaTeNbHbIX PEaKINi, CBA3aHHBIX ¢ (yHKIUEeH nedeHu. s

nanurentoB ¢ JJPHK u IIKP ¢ Tsxenoi creneHbplo Ne4eHOYHOM HEA0CTATOUHOCTH CIEHAYET
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COOTBETCTBYET 2K
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CKOPpPEKTHPOBaTh HauyalbHYIO /03y JICHBaTUHHOA. HM@%‘)]&J{%&C&E QE'HQ ['-n-g?]a'g);f;[%&

MY OTYETY

clenaTh PEKOMEHJIALMU 0 J03UPOBaHUIO Uil nmanueHToB ¢ [P u cpenHeld nmeyeHOUYHOM
HEJ0CTAaTOYHOCTHIO (KaTeropus B mo Yaiinna-ITst0). JleHBaTHHUO HE M3ydaycs y MAlUEHTOB C
I'IP u TspKenmoit meuyeHoYHOU HemocTaTodHocThio (Kateropuss C mo Yainn-Ilero), mostomy

HCII0JIB30BAHHUE IIpCIiapara B ,Z[aHHOfI I'pynii€ HE pCKOMCHIYCTCH.

Hapynienue d)VHKHI/II/I IOYCK, ITOYCYHasd HEAOCTATOYHOCTD

VY namuentoB ¢ ¢yHkmmerd mouek < 60 MJI/MHH Ha 3Tane BKIIOYEHUS B HCCIEIOBAHHE
PETUCTPUPOBATIOCH OOJIbIIE HEXKENATENbHBIX SBICHUH, BKIOYAs JICTaJbHBIC M CEPHbE3HbIC
He)KellaTeJIbHbIC SIBJICHUSI, a TAK)Ke SABJICHUS 3-11 WK 4-1 CTEeNEeHU TSKECTH, YEM Yy MalUEeHTOB
C HOpMaJIbHOU (yHKITMEH MoYeK. Takke y TAKUX MaIMeHTOB ¢ OOJIBIIEH 4acTOTOM TpeOOBaIOCh
IpepbhIBaHUE, CHUKEHHUE J103bl WIM OTMEHA JIeYeHUsl. PekoMeHayeTcsl CHIDKEHNE HadalbHOU
JI03BI JJIs1 TAIIIEHTOB C MIOYE€YHON HEeIOCTaTOYHOCTHIO (CM. paszzen 4.2) U TakKe TIaTeIbHBIN
MOHHUTOPHHT BO BpeMs JiedeHusl. KimHu4yeckuii onbIT IpUMEHEHUs JICHBATUHNOA y TTallUeHTOB
C TSKEJION MOYEYHON HEIOCTATOYHOCTHIO OTCYTCTBYET.

VY nanueHToB, Moily4yaBIIUX JIEGHBATUHUO, PETUCTPUPOBATIOCH HAapylLIeHHE (PYHKLIUU MOYEK, B
TOM 4YHCJIE CIlydad T[OYe€YHOH HexoctarouHoctd (cMm. pazzgen 4.8). IlepBuynbiMu
UACHTUQUIUPOBAHHBIMU  (aKTOpaMU  pHCKa  SBISUIUCH — HMMEIOIIAscS  [OoYeyHas
HEJO0CTAaTOYHOCTh, JCTUIPATAIUs U/UITU TUIIOBOJIEMHUS BCIIEACTBHE TOKCHUECKOTO BO3ICHCTBHS
Ha JKeNy/JI0YHO-KUIIEUHBbIM TpakT (cM. moapaszzaen «l'acTpOMHTECTHHAJIbHAs TOKCHUYHOCTD:
nuapess U 00e3BOKHMBaHUE» HaHHOTO pasnerna). CreayeT NpOsBIATH OCTOPOXKHOCTh Y
NAlUEHTOB,  TMOJYYalolMX  Ipenaparbl, JICHCTBYIOIIME HAa  PEHUH-AaHTHOTEH3HH-
QJIbJJOCTEPOHOBYIO CUCTEMY, YUHUTHIBAsk TOTEHLUAIBHO O0JIee BEICOKUI PUCK OCTPOl oYeuyHOH
HEJOCTAaTOYHOCTU MpPU KOMOMHHUPOBAHHOM JieueHUH. MokeT mnoTpeboBaThCs BpeMEHHast
MPUOCTAaHOBKA JICUEHUS JICHBATUHUOOM, KOPPEKIIMS 1036l IIperapaTa i ero MmojiHas OTMeHa
(cM. paznen 4.2).

VY nanMeHTOB ¢ TSHKETIOH MOYEYHOW HEeJTOCTaTOYHOCTBhIO TpeOyeTcs KOPPEeKIUs HayalbHOU

JI03b1 JIeHBaTHHUOA (CM. pasaen 4.2).

lacTporHTeCTHHAIbHAS TOKCUYHOCTD: IMApes U 00€3BOKMBAHKE

HI/Iapeﬂ JaCTO OTMEHAJIACh y MAlUMCHTOB, IMOJyYaBIINX J'IeHBaTI/IHI/I6, KakK IIpaBuJIO, B Ha4YaJc
Kypca jedeHus (cMm. pazgen 4.8). HeoOxomuMo TpOBOJUTH OBICTPYIO METUKAMEHTO3HYO
TEpanuio JUisd KYMUPOBaHMS JAWaped, 4TOObI MPeAOTBPATUTh OOE3BOKMBAHHE OpraHU3Ma.
Tepanuio TeHBAaTUHUOOM cJelyeT MPEeKPaTUTh MPU COXPAHEHUH uapeu 4 CTereH!, HECMOTPs
Ha MPOBOMMYIO Teparnuio (cM. pasnen 4.2).

Toxcuueckne MMPOABJICHUA CO CTOPOHBI KCITYJOUYHO-KHIICYHOI'O TPAKTa (BKJ'IIO‘—IaSI Juapcero,
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TOIIHOTY U PBOT JOJIKHBI TIOABEPrarbCsi aKTUBHOMY JJIQ{IQP;PH&%; 'ﬁgﬁgﬂégggéhgu%i
Y U PBOTY) p

PHCK HapyIIeHUs! (YHKLIUH IMOYEK WIK PA3BUTHUS MOYEYHON HegocTaToYHOCTH. Co001IIanocs o
CCPBC3HBIX HCKCIIATCIIbHBIX ABJICHUAX, TAKUX KaK I'MIIOKAJIMCMHUA U THICPKAIIMEMHUA, CICAYCT
TIIATETIbHO KOHTPOJIHMPOBATh (YHKLIHUIO IOYEK M YPOBEHBb 3JEKTPOIUTOB (CM. IMOIpa3aeln

«Hapyuienue ¢pyHKIMH MOYEK, TOYeYHasi HEIOCTATOYHOCThY JaHHOTO pa3zena).

Cepaeunas I[I/ICd)VHKI_II/IH

Y manueHToB, MOJIyYaBIINX JICHBATHHHUO, PETUCTPUPOBAIUCH CepIeUHAass HETOCTATOYHOCTD, a
Tak)Ke CHIDKEHUE (PaKIuu BRIOpOCaA JIEBOTO ey nouka (cM. pasnen 4.8). [lanueHThl 1oJKHBI
NPOXOJUTh OOCIIEOBAaHHE Ui BBISIBICHUS CHMITOMOB M KIMHHYECKUX IPHU3HAKOB
JICKOMITEHCAlM (DYHKIMH Cepilla, HAM4Yhe KOTOPBIX MOXET IMOTpeOOBaTh BPEMEHHOU
MPUOCTAHOBKU JICUCHUS, KOPPEKIMHA JI03bI TIperapara WX €ro IOJHOH OTMEHBI

(cMm. paznen 4.2).

CunmpoMm  3amHeit  obparumoit  sHnedanmonatnu  (PRES)/curapoMm  oOpatumol  3amHei

neiikosHedamonatnu (RPLS)

Y TanuWeHToB, MONYYaBIIUX JICHBATUHUO, JMArHOCTUPOBAIM CHHIPOM 3aJHEH 0OpaTHMOun
sunepanonatun (PRES, tarxke wusBectHolii kak RPLS) (¢ wacroroir menee 1 %,
(cm. pasgen 4.8)). JlaHHBIH CHHAPOM MPEICTaBISAECT COOON HEBPOJOrHMYECKOE 3ab0JieBaHuUE,
KIIMHUYECKas KapTUHA KOTOPOTO MOXET BKJIIOYATh TOJOBHYIO OO0Jb, CYJIOpOTH,
3aTOPMOXKEHHOCTh, CITYTAHHOCTh CO3HAHUWsS, PACCTPOMCTBO MEHTAIBHBIX CIIOCOOHOCTEH,
CJIETIOTY, HapylIeHHe 3PEHUs] U JAPYTrue HEBPOJOTUYECKHE CUMITOMBL. MOXET UMETh MECTO
apTepualibHas THUIEPTEH3UsT OT YMEPEHHOW 10 TsKenol cremneHu. s moaTBep KIeHUus
marHo3a PRES HeoOxomumo mpoBeleHHe MarHWTHO-PE30HAHCHOW Tomorpaduu. JomKHBI
OBITH MPUHSATH COOTBETCTBYIOIIME MEPHI JIJIsi KOHTPOJIS TTOKA3aTeNIel apTepruaIbHOTO TaBICHUS
(cM. mogpasznmen «AprepuanbHas THUNEPTEH3US» JTaHHOTO pasjaena). Y TMalHeHTOB ¢
CUMIOTOMaMU W KIWHWUYeCKMMH Tmpu3zHakamu PRES wmoxer mnorpeboBaThCsi BpeMEHHOE

npeKpaleHue JICUCHUs, KOPPEKITUS 03B Mperapara |iid ero mojHas oTMeHa (cM. pasuen 4.2).

AprepuaibHble TPOMOOIMOOINH

VY manueHToB, IMONYYaBIIMX JICHBATHHUO, PETHUCTPHPOBAIUCH 3a00JICBAaHHUS W3 TPYIIIBI
aprepuanbHbIX TpoMOosMbOonuit (TDA), B TOM uucie 11epeOpoBacKyIIsIpHbIE paccTpoiCTBa,
TPaH3UTOPHBIE UIIEMUYECKHE aTaku U WHApKT MHOKapaa (cM. pasznen 4.8). JlenBaTuHUO He
HCCIIEIOBAJICS Y MAlMEeHTOB ¢ TOA, nepeHeCeHHBIMU B TEYEHUE MPEIIIECTBYIOIIUX 6 MECALIEB,
U TO3TOMY €T0 CJIeIyeT HMCIIOJIb30BaTh C OCTOPOKHOCTHIO Y TaKHMX MAIEHTOB. PemieHue o
Hayase JICYeHHUs JTOJKHO OBITh OCHOBAHO HA OLIEHKE PUCK-TI0JIb3a JJIs1 KOHKPETHOTO MalUeHTa.

[Ipy BO3HUMKHOBEHHMH apTEPHATIBLHONH TPOMOOIMOOIMM TEpanuio JIEHBaTUHUOOM CleayeT

14



COOTBETCTBYET 3KI My OTYETY
ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

OTMEHHTH (cM. paszen 4.2).

JKeHIITUHEI ¢ IETOPOJHBIM ITOTSHIIUAIOM

KenmmHaM ¢ JIETOPOJHBIM TIOTEHIIMAIOM CJIEIYeT HCIONb30BaTh d(PPEKTUBHBIC METOIBI
KOHTpAIICTIIIUU BO BpPEMsl TEpalMH JICHBATUHUOOM W Ha MPOTSHKEHWH, N0 MEHbBINEH Mepe,
1 mecsma nmocne 3aBepuieHus gedeHus (cMm. pazaen 4.6). Ha HacTtosmuii MOMEHT HEU3BECTHO,
TIOBBIIIACT JIM JICHBATUHHO PUCK Pa3BUTHUS TPOMOOAMOOIUU apTepHii NpU OJHOBPEMEHHOM

npueMe € NCPpoOpaJIbHbIMHU KOHTPALICIITUBAMMU.

KDOBOTe‘-IeHI/IH )48 TDOM6OI_[I/ITOHGHI/I$I

Y DanuMeHToB, MOJYYaBIIMX JICHBATHHUO, PETUCTPUPOBAINCH CEPbE3HBIE KPOBOTCUCHHUS.
Haunbonee yacto coOOMIATOCH O JIETKOM HOCOBOM KPOBOTEYEHHH. Takke COOOIIAIoCh O
CEPbE3HBIX CIydYasXx TPOMOOIMTONEHUH, KOTOpas MOKET YyBEJIWYMBATH PHCK PA3BUTHS
KpoBoTeueHwMi (cM. pasen 4.8).

Co00011a710Ch 0 CEPhE3HBIX KPOBOTEYEHHUSX, CBA3AHHBIX C OIYXOJIbIO, BKIIOYask CMEPTEIIbHBIE
ClIyd4an y ManMCHTOB, IOJYYaBHIUX HeHBaTI/IHI/I6, a TAaKXXE O KPOBOTCUYCHUAX, CBA3AHHBIX C
TPOMOOLIUTOIEHHEN.

M3-3a MOTEHIMAIBLHOTO PUCKA CEPhE3HOI0 KPOBOTCUCHUS, CBSI3aHHOIO C YMEHBIICHUEM WIIH
HEKPO30M OITyXOJIM Ha (JOHE Tepanuu JICHBATUHUOOM, CIICIYyeT YUYUTHIBATh CTEIICHh HHBA3UU
OITyXO0JIH, HHPMIBTPAIIUIO KPYITHBIX KPOBEHOCHBIX COCYAOB (HampuMmep, COHHOM aprepun). B
Clly4ae BO3HHUKHOBEHHsS KpPOBOTEUCHHS WM TPOMOOIMTOIEHHH MOXET IOTPeGOBaTHCS
BPEMEHHOE MpEKpaleHNe JICUEeHHsI, KOPPEKIUsA 03kl MpernapaTa WM €ro IMOoJHas OTMEHa

(cM. paznen 4.2).

O0Opa3oBanue GUCTYI U TaCTPOUHTECTHHAIbHAA Iepdopanus

VY manueHToB, MOJyYaBIIMX JICHBATUHUO, PETHCTPUPOBAIMCH CIlydad 0Opa3oBaHUs (UCTYI
WIA TacTPOMHTECTHHANbHOM mnepdopamun (cMm. pazgen 4.8). B OonpIIMHCTBE CilydaeB
oOpa3oBaHue (UCTYN WM racTpOMHTECTUHANIBbHAS Tiepdopaliyst UMEeTd MECTO y MAIMeHTOB C
HamIreM (PakTOPOB PUCKa, K KOTOPBIM OTHOCHITHCH IIEPEHECEHHBIE XUPYPTrUIeCKUe OTepainu
WA JTydeBas Tepamus. B ciydae oOpa3oBaHHMS (QUCTYJN WM TacTPOMHTECTUHAIBLHOU
nepdopai MOXeT MOTpeOOBaThCSI BPEMEHHOE IPEKpaIleHUe JeUeHHs, KOPPEKLIHs J103blI

npernapara WK ero NojHas otMeHa (cM. pasjen 4.2).

O6Da3OBaHI/IC d)I/ICTVJ'I, OTJIMYHBIX OT TACTPOUHTCCTHUHAJIBbHBIX

[TareHThl MOTYT MOABEPraThCs MOBBIIIEHHOMY PUCKY 00pa3oBaHus (UCTYN NpU Teparnuu
neHBatuHUOOM. Ciyuan oOpa3oBaHMs WM yBEJIWYEHUs (DUCTYJ, 3aTparuBaroIluX 00JacTH

TEJIa, TOMHUMO XKEJIyJKa WKW KHIICYHUKA, Ha6mo;1am/101> B KIIMHUYCECKUX HCCIICJOBAHUAX U B
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MY OTYETY

Tpaxeod3odareanburpie, 330(hareaibHble, KOXHBIC, (apUHTCAbHBIC, B KCHCKUX IOJIOBBIX
opranax). Takxe coo0manocek o ciaydasx pa3BUTHs THEBMOTOPAKCa, KaK C, TaKk U 0€3 YEeTKOro
JIOKa3aTeIbCTBA NPHUCYTCTBHS ~ OpOHXOIUIEBpanbHOW  ¢ucTynsl. Hekoropsle — ciaydan
racTPOMHTECTHHAIBHOW nepdopanuy, (GUCTY] W THEBMOTOpAaKCca aCCOIMHMPOBAINCH C
perpeccueil WM HEKPO30M OITYXOJIH.

[IpenmecTBytonye XUpPYprudeckue BMEIIATENbCTBA W JIydeBash Tepamus MOTYT OBITh
daxropamu pucka. He ciegyer HaunHaTh Tepanuio JIEHBAaTHHHOOM y AIMEHTOB C (GUCTYJIaMH,
qro0Bl M30exaTh yxyameHus. CrieayeT NpeKpaTUTh NpUeM Mpenapara y IalUeHTOB C
Nopa)keHHEM MMUIIEBOA WIIH TPAaXxeoOPOHXHAIBHOTO TPaKTa U JI000# ucTynoi 4-if creneHu
TsokecTd (cM. pazzaen 4.2). Madopmanus o mpepbIBaHUM JICUCHHS WIIM CHIDKEHHSI 1O3BI JUIS
yIPaBICHUSI TAaKUMH HEXXENaTeIbHBIMU SBJICHUSMH OIPDAaHMYCHA, HO B HEKOTOPBIX CIIydasx
HaOJII0JaNI0Ch YXYyALIEHHE, TIO3TOMY CIIEYeT COOI0IaTh OCTOPOXKHOCTH. JIeHBaTHHUO MOXKET
OKa3bIBaTh OTPHUIIATEIBHOE BO3JCHCTBHE HA TPOLECC 3XKHUBICHUS DPaH, KaK W JPyTrHe

Ipenaparsl 3TOro Kiacca.

Yummbaenue uarepsaa QT

VY nnunenne uarepBana QT/QTC y manueHToB, MOJyYaBIIMX JICHBATHHUO, BCTPEYAIOCH Yallle,
yeM Yy TMalUeHTOB, Mody4aBmmx Mianedbo (cM. pasgen 4.8). Meauana BpeMeHH 10
BO3HUKHOBEHUs yainuHeHus wuHTepBana QTC cocraBmsma 16,1 Henmenmu B HCCICIOBAaHUU
JPIIDK, 31,1 nenenu — B uccinenoBanuu Monoteparnuu ['1IP u 30 Hexpenb — B KiccieoBaHUU
[IKP B xomOuHanuu. Cneayer NpoBOJUTH MOCTOSHHBIM MOHUTOPUHT 3JIEKTPOKApIUOTpamMm
(OKI') ¢ ocoObIM BHUMaHMEM K MallMEHTaM C BPOXKJIEHHBIM CHHIPOMOM YJIMHEHHOTO
untepBana QT, 3acToifHON cepaeyHON HEeIOCTaTOYHOCTHIO WM OpaguapuTMUEH, a TakkKe y
MAIMEHTOB, MOJYYAIOIINX JIEKAPCTBEHHBIE MPEnapaThl C U3BECTHON CIIOCOOHOCTHIO YATUHAThH
unTepBas QT, BKIItoYast aHTHApUTMUYECKHE rpenapatsl kiaccoB la u I11. B cinydae yanmmHerus
untepBasia QT Gomee yem Ha 500 Mc nprieM JIeHBaTHHHOA TOJDKEH OBITH ipuocTaHoBieH. [1pu
BOCCTaHOBJIeHHH WHTepBana QTC 10 nmepBoHauanbHOrO ypoBHS Ui He Oonee 480 Mc mpuem
JIEHBATHHHOA MOXKET OBITh BO30OHOBJICH B CHIXKEHHOM J103€ (cM. paznen 4.2).

Hapymienust OajiaHca 3JEKTPOJIMTOB, TaKHE KaK THUINOKAIMEMHUS, TUIOKAIBIIHEMUS |
TUTIOMarHUEeMusl yBEIIMYMBAIOT PHCK yIMHeHHWs wuHTepBata QT, mostoMmy cremyer
OCYIIECTBIISITH KOHTPOJb U KOPPEKIUIO OanaHca 3JIEKTPOJIUTOB Y BCEX MAIMEHTOB O Haydaita
nedeHus. B mporiecce nedeHus clieyeT MpPOBOAUTH nepuogudeckuii Monutopunr DK u
JJICKTPOJIUTOB (MarHus, Kajus M KaJbliis). KOHTpos YpOBHs KaJbIlUs B KPOBH BO BpeMs

TEparnn JICHBAaTHHHOOM CIICOYCT MPOBOJAUTH HE PCKE, UEM pa3 B MECHLL, U KOPPEKTUPOBATH €TO
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_NNEPTHOMY OTYETY

JIeHBaTUHHOA I10 MEpe HCOGXOI[I/IMOCTI/I, B 3aBUCHUMOCTH OT CTCIICHU TAXKCCTU, HAJIHYUA

n3MmeHeHui Ha OKIT', a Taxke coxpaHEHMs THIIOKAJIbLINEMUU.

Hapymenne cymopeccun vpoBHI TtupeorpormHoro ropmoHa (TTI) B kpow/mucdyHKIUS

IIUTOBHIHOM JKEIIE3hI

JlenBatuHuO Hapymaet sk3orennyto cymnpeccuto TTI (cm. paszgen 4.8).

VY manueHToB, MONyYaBIIuX JIeHBaTUHUO B uccinenoBannu [IKP, ¢ BbICOKOI YacTOTOM ObLIH
3aperuCTPUPOBAHbI Cllyyan rUIoTHpeo3a (cM. pasnen 4.8).

MOHUTOPUHT (QYHKIMHM HIMTOBUIHOW >KENe3bl cleAyeT MPOBOAUTH 10 Hayala, a TaKkKe
eXKeMEeCSIYHO B Mpoliecce JeueHus JeHBaTHHUOOM. JleueHne runoTupeosa cienryer npoBOIUTh
B COOTBETCTBHHM C TMPUHATHIMU CTaHAAPTAMHU JICYCHHUS 10 JOCTHXKCHHSI SyTHPEOUTHOTO

COCTOsIHHA.

OCH0oXHEHMS 3KUBJICHU DAl

DopMaNbHBIX UCCIEIOBAaHUN BIUSHUS JICHBATUHHOA HA 32)KMBJICHHWE PAH HE MPOBOJUIIOCH.
CooOmanioch 0 HapylIEHUH 3a)XKUBJICHUS paH y MAalHUEHTOB, MOJYYaBIIUX JIEHBATUHUO.
[TauuenTaM, IUIAHUPYIOIIUM CEPBE3HBIE XUPYPIMUECKHE BMELIATEIbCTBA, PEKOMEHIYETCS
BpEMEHHas MPUOCTAHOBKA MpuemMa JeHBaTUuHNOA. KITMHUYEeCKui OMBIT OTHOCUTEIBHO CPOKOB
BO300HOBJICHHS JICYCHHS MOCJIE CEPHbE3HOTO XHPYPIHYECKOrO BMEIIATENhCTBA OTPAHUYCH.
Takum 06pa3om, perieHre 0 BO30OHOBICHUH T€pPay JICHBATUHUOOM JJOJHKHO OCHOBBIBATHCS

Ha KIMHUYECKOM OILIEHKE 3a)KHUBJICHUS paH.

OcCTEeOHEKPO3 YETIOCTHU

Coo0manocr 0 cioydasx pa3BUTHS OCTEOHEKpO3a YETIOCTH TMpU TpUeMe JIeHBaTHHHOA
(cM. paznen 4.8). VIHBa3WBHBIE CTOMATOJIOTUYECKHE MTPOLIEAYPHI SBISIOTCS MOITBEPKACHHBIM
(dakTOpOM pHCKa pPa3BUTHUA OCTEOHEKpo3a uyemtocTH. llepen HayaloM NpUMEHEHUs
JIEHBaTUHNOA PEKOMEH]IyeTCsl pacCCMOTPETh BO3MOXKHOCTh CTOMATOJIOTMYECKOI0 OCMOTpa U
COOTBETCTBYIOIIEr0 MpoduiaakTuiyeckoro JsedeHus. [lanueHntam crenyeTr peKOMEHI0BaTh
NePUOANYECKHE CTOMATOJIOTMYECKHE OCMOTPBI M MPOLEIYypbl MO TUTMEHE IMOJIOCTH pTa BO
BpeMs nmpueMa JeHBaTuHMOA. I[lo Bo3MOXHOCTM ciexyer u30eraTb HHBAa3HBHBIX
CTOMATOJIOTUYECKHX TpOLEAyp BO Bpemsl Tepanmuu JeHBatuHHOoM. Cremnyer coOiroaath
OCTOPOXKHOCTh TPH Ha3HAYCHWHW JICHBATUHUOA TIMallMEHTaM, IIOJYYalOUIMM TpenapaTsl,
CBSI3aHHBIE C PHUCKOM pa3BUTHS OCTEOHEKpPO3a YENIOCTH, Takue Kak OuchocdoHaTsl u

neHocymao.
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Oco0bnIe I'pynIibl TaMEHTOB

Paca

JlaHHBIX TI0O TPUMEHEHHUIO JICHBaTUHMOA Yy TALMEHTOB C pPacoOBOil INPHHAUICKHOCTHIO,
OTJIMYHOM OT €BPONEOUTHON U a3UaTCKOM, HeJOCTaTOYHO. JIeueHNe TakuX MalUeHTOB CIeAyeT
IPOBOAUTH C OCTOPOXKHOCTHIO, TPUHHMMAas BO BHUMAHUE CHUXEHHYIO II€PEHOCHUMOCTh
JICHBATMHHUOA MMaIIeHTaMU a3UaTCKOM packl (cM. pa3zaen 4.8).

Her paHHBIX O TpHUMEHEHHWM JICHBAaTHHHMOA Cpa3y mocie copadeHuba WiIH JIpyroro
MPOTUBOOITYXOJIEBOIO Tpenapara, MO3TOMY BO3MOKEH PHUCK Pa3BUTHS JOMOJIHUTEIbHON
TOKCUYHOCTH, €CJIH HE COOIOZCH aJIeKBATHBIN MepHO/] BBIMBIBAaHUS MEXK/Y KypCcaMH JICUEHUS.

MunnManbHBIH NIEepruoa BEIMBIBAHUS B KIIMHUYCCKUX UCCICIOBAHUAX COCTABIIAII 4 HCACIN.

Tayuenmoi ¢ Huzkum cmamycom no wikane ECOG

[TarmenTst co cratycom no mkaie ECOG (BocTouHON 00beAMHEHHON TPYIIIBI OHKOJIOTOB) 2 U
BbIle ObUTH uckimoueHbl u3 uccnepoanuid [IKP u I'P. ITanuenTs co cratycoM Mo mikane
ECOG 3 u Bpitie Obutn uckitoueHsl u3 uccienoBanuit JIPILDK. CooTHomeHue puck-mnonb3a y

JTAHHOM TPYyIIBI TIALIUEHTOB HE N3Yy4asocCh.

HpuM@H@HU@ npu neyeHoYHou HedOCmamo4yHoCmu

Cwum. mozpasaen «OcoOble TPYIIBI MAIMeHTOBY pa3nesioB 4.2 u 5.2.

HpuMeHeHue npu NOYeyHOoU HedOCMamoyHOCmU

Cwum. mozpasaen «OcoOble TPYIITBI MAIUeHTOBY pa3nesioB 4.2 u 5.2.

HauueHmbl NOJ2HCUTIOC0 803pacma
I[aHHBIe Y MIanueHTOB B BO3paACTC 75 ner u Ooiee OTrpaHHUYCHBI. JlenBaTHHO CJIICayeT
HCIIOJIB30BAaTh C OCTOPOXHOCTBIO Yy TaKUX MAal[MCHTOB, YYHUTBIBAd €ro CHUKCHHYIO

epeHOCUMOCTb (cM. pa3zeisl 4.2 u 4.8).

CTH

KimHHu4eckue 1aHHbIE B 9TOW IPYIIIE HACEIEHUS 110K HEIOCTYIIHBI.

4.5. B3zaumopeiicTBHe ¢ JPYrHMH JICKAPCTBEHHBIMH IpenapataMd W JApyrue BHABI
B3aMMO/EHCTBHUA

Bimnsgune APVYIux JEKAPCTBEHHBIX IIPEIIapaToB HA JICHBATUHHO

Hueubumopor unu unoykmoput uzogpepmenma CYP3A4, P-enuxonpomeuna u BCRP
JleHBaTUHMO MOKET NMPUMEHSATHCS BHE 3aBHCHMOCTH OT COBMECTHOIO IpHEeMa MHTUOUTOPOB
uzopepmentra CYP3A4, P-rmukonporenHa u Oeika pe3suCTEHTHOCTH paKa MOJOYHOM jKeJe3bl

BCRP. V 3m0poBbIx 100poBOIBIIEB KeToKOHA30 (400 Mr B TeueHue 18 mHel) yBemudmBal
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AUCo.inf u AUCo.+ nenBatnanbGa (BBOJAUMOTO B BI/I%I:I:C-):HW ﬁo%%gﬁ:[:s-r:ﬂ%;{g%)

npuOan3uTesbHo Ha 15 %, torna kak Cmax yBenmuuBasiack Ha 19 %. Oto nmoxarBepkaaeTcst
MOMYJISIMOHHBIM (DapMaKOKMHETUYECKIUM aHATN30M, KOTOPBIM IMOKa3all, 4TO WHTHOUTOPHI
uzoepmenra CYP3A4 cumxator CI/F Ha 7,8 %.

JlenBaTHHO MOXKET MPUMEHSATHCS 0€3 KOPPEeKIUH J03bl C HHIyKTOpaMu Hu30(hepMeHTa
CYP3A4 u P-rnukompoTenHa, OCHOBBIBAasACh HA HCCIEJOBAHWU, B KOTOPOM 3/I0POBBIM
T00pOBOIBIIAM BBOJAMIUCH MHOTOKpaTHBIE 1036l pudamnuimHa (600 mr B Teuenue 21 nHs) u
OJIHOKpaTHas no3a JenBaruHuoa (24 mr B Jens 15). AUCo.inf 1 AUCo.t CHIDKQIIUCh IPUMEPHO
Ha 18 %, B TOo BpeMs Kak Cmax He u3MeHmIach. Jddext nnaykuun nzodpepmenta CYP3A B
OTJICTPHOCTH OIIEHUBAIM IyTEeM CpPaBHEHHUS MapaMeTpoB (apMAKOKUHETHKH JICHBATUHHUOA
MOCJIe OHOKPATHOTO WJIM MHOTOKpATHOTO MpriemMa pudammununa. [Ipennonaraercs, uto AUC
U Cmax TeHBaTiHIOA cHIKatoTes Ha 30 % u 15 %, cOOTBETCTBEHHO, TOCTIE CHIIBHON UHTYKIIUU
B OTCYTCTBHE OCTpPOro HWHruOuWpoBaHus P-rnukomporemHa. OTO  MOATBEPXKIAETCS
MOMYJISIMOHHBIM  (DAPMaKOKMHETHYCCKUM aHAIM30M, KOTOPBIM TOKa3ald, 4TO HWHIYKTOPHI

nzodepmenta CYP3A4 yeennuusanu Cl/F na 30 %.

Ilpenapamul, pecyrupyrowjue KUCIOMHOCMb HCETYOOUHO20 COKA

B nonynsiuoHHOM papMaKOKHHETUYECKOM aHaJIN3€ MalleHTOB, MOIYYaloiX JEHBAaTUHUO B
no3e 10 24 Mr oauH pa3 B CYTKH, IpemapaTsl, mnoBblmaromue pH >xemyqouHoro cokxa
(6moxaropsl Hz-penientopoB, MHTMOUTOPHI MPOTOHHON TOMIIBI, AHTAIMbI) HE OKa3bIBAIU

CYHICCTBCHHOI'O BJIMAHHWA HAa DKCITIO3UIUTO JICHBaTHHUOA.

Lpyeue xumuomepanesmuueckue npenapamol

OpnHoBpeMEHHOE TNpUMEHEHHE JIeHBaTWHMOA, KapOoIulaTMHA W MaKJIWTaKcena He
COIIPOBOXKIANIOCh 3HAYUTEIbHBIMU H3MEHEHUSAMH (apMaKOKMHETHKHM Kakoro-iubo M3 Tpex
npenapatoB. Kpome Toro, y maumentoB c¢ IIKP ¢dapmakokunernka neHBaTMHMOA He

noasepraiach 3HAYUTCIbHOMY BJIUAHUIO COIMMYTCTBYIOIIETO 3BEPOJIMMYCaA.

Bausuxue teHBaTHHMOA Ha APYTruc JCKApCTBEHHBIC IMTPCIIapaThl

Cyocmpamul uzoghepmenma CYP3A4

Knuanyeckoe uccnenoBaHue JeKapCTBEHHOTO B3aWMOJICHCTBHS y MAllMEHTOB C OHKOJOTHEH
M0Ka3aJio, YTO KOHIIEHTPAllMU MUAa301aMa B miaa3me (uyBcTtBuTenbHbIN cyocTpat CYP3A4 u
P-rnmkomnpoTenHa) He M3MEHSUTMCH B IPUCYTCTBHUHM JICHBaTHHIOA. Kpome Toro, y manueHToB ¢
[IKP ¢apmakokuHeTHKa »3BEpOMMYyCa HE IMOJABEeprajach 3HAUYUTEIbHOMY BIIHSHHUIO
OJTHOBPEMEHHOT'0 NpHeMa JEHBATUHMOA. 3HAUYUTENLHOTO JICKAPCTBEHHOTO B3aUMOJICHCTBUS
MEXy JIeHBaTUHHOOM U ipyrumu cyoctparamu CYP3A4/P-rinukonpoTenHa He 0KUIAeTCs.
OCHOBBIBAsICH Ha MOJEIIMPOBAHUH Ha (bu3HoNIOruYecKu 000CHOBaHHOI
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

JCKapCTBEHHOTO B3aMMOJCHCTBHS MEXAy JICHBAaTUHMOOM U Muaa3ojgamMoM (cyOctpar
CYP3A4) wunu penarnmuaugoMm (cyocrpar CYP2C8) B mo3e 24 wmr jeHBatuHuOa He
IPOTHO3UpPYETCS. JTO Takke OBUIO MOATBEPKACHO B KIMHUYECKOM HCCIIECIOBAaHHH,
OIIpEICTISIONIEM BIIMSIHUE JICHBATHHHOA HA MHJa30J1aM y CyOBEKTOB C PacHpOCTPaHEHHBIMHU

COJIMAHBIMU OITYXOJIAMHU.

Cyocmpamul P-enukonpomeuna u BCRP
JlenBatuHMO TOKa3aJl MHHUMAIBHYI0 MHTHOUPYIOIIYI0 CIIOCOOHOCTh B  OTHOIICHHUH
TPaHCIIOPTHOM aKTHBHOCTH, onocpenoBanHol P-rmukonporennom u BCRP. AnanoruuHo, He

ObUT0 OOHApY)KeHo MHAYKIUHU dKcrpeccun MPHK P-rimmkonporenna.

Cyocmpamur OAT, OCT, OATP, BSEP, MATE u anvoezudoxcudaswvi

JlenBaTHUO NPOSIBIISLT UHIMOUPYIOILYIO aKTUBHOCTh HA IEPEHOCYUKH OPraHUYECKUX aHUOHOB
OATI1, OAT3, nepenocurnku oprammdeckux katuonoB OCT1, OCT2, Genok-nmepeHOCUHK
oprannyeckux annoHoB OATP1B1 u nommy skcropra sxenynbix coneit (BSEP), Ho nposiBiisut
MHUHHMMaJIbHYIO JTM0O OTCYTCTBYIOIIYIO0 MHIHOMpyrouyto aktuBHocTh Ha OATP1B3 u Genok
MHOKECTBEHHO pe3UCTEHTHOCTH U BbiBeZeHNs TOKCHHOB 2 (MATE2)-K. JlenBaTunub cinabo
unruoupyer MATEL. B nuTo305€ neyeHu 4eaoBeKa JICHBATUHUO HE MHTUOUPYET aKTUBHOCTh

AJIbACTUOKCHAA3hbI.

Ilepopanvuvie konmpayenmugsi
B Hacrosimiee BpeMs HEHW3BECTHO, MOXKET JIM JIEHBAaTUHUO CHHU3UTH 3(P(HEKTUBHOCTH
TOPMOHAJIBHBIX KOHTPALENTUBOB, IOATOMY KEHIIMHAM, HCIOJb3YIOIIUM TOPMOHAJIbHbIE

KOHTPAIICTITUBBI, CIICAYET J00aBUTh OaphepHBI METOI KOHTpaIeniuu (cM. paszaert 4.6).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JIAKTALUS

JKEHIMHEI ¢ ICTOPOAHBIM TOTSHITHAIOM

JKenumHaM € JI€TOPOAHBIM TOTEHUHAIOM CIIEYyeT NPEHOXPAHIThCA OT HACTYIUICHUS
OEpEeMEHHOCTH, UCTONB3ys A(PGEKTHUBHBIE METOIbl KOHTpAICIIIUA BO BPEMsS Teparuu
JICHBAaTHHUOOM ¥ Ha TPOTSHKCHHH, MO0 MEHBIIEH Mepe, OAHOr0 Mecslla MOocie 3aBepIICHUs
nedeHus. Ha HacTosmuii MOMEHT HEW3BECTHO, CHUXKAET JM JIeHBaTUHHO 3((HEeKTUBHOCTH
TOPMOHAJIBHOM KOHTPALENIUHA, IMO3TOMY PEKOMEHAYETCS JOMOJHHUTEIBHO HCIOIb30BaTh

OapbepHBIE METOIBI KOHTPAIIETIITHH.

bepemeHnHoCTh

I[aHHBIX 0 NPpUMCHCHUU JICHBaTUHHOA y 6epeMCHHBIX KCHIIHMH HCT. JlenBaTuHHO OKa3bIBAJ
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SMOPHOTOKCHYECKUH U TepaTOTeHHBIN 2PDEKT [Ipu BBenQ{r/m 15&&&“ Tmliﬁlc—am BO 'Bpél;/lﬂ

JMY OTUETY

OpraHOoreHe3a IpU DHKCHO3UIMAX HWKE KIMHUYECKOW (B 3aBHCHUMOCTH OT IUIOIIAIU
MOBEPXHOCTU Te€Ja) B MaKCUMaJIbHOM PEKOMEHIYEMOW J103€ Ul 4elIoBEeKa. AHOMAIUU
pa3BUTHA IUIO/Ia BKJIIOYAIM NapUeTalbHBIA OTEK, KpUNTO(PTATbMHUIO, aHOMAJbHBIM XBOCT
(kpbICBI), peTpod3odareanbHyl0 MOJIKIIOYHYHYIO apTepHio, CcpalluBaHue pedep H
MIO3BOHOYHBIE AHOMAJINH (KPOJIUKK). DTH SMOpHO(deTabHbIe OTKIOHEHHS, BEPOSATHO, CBSI3aHBI
¢ (papMaKoJIOTHUECKON aKTUBHOCTBIO JIGHBATHHUOA KaK AaHTHAHTUOTCHHOTO areHTa.

JlenBaTHHUO MPOTUBOMOKA3aH BO BpeMsi OEpEeMEHHOCTH.

JlakTamus

HewusBecTHo, BblAEISACTCA JIU JIGHBATUHUO C IPYAHBIM MOJIOKOM 4esloBeKa. JIeHBaTuHUO U ero
METa0OJIUTHl  DKCKPETHUPYIOTCS C TPyIHBIM MOJIOKOM Kpbic. [3-32  BO3MOXHBIX
HeOIaronpusaTHBIX 3PQPEKTOB Ui MIIAJICHIIa JICHBATUHUO MPOTHBOINOKA3aH IPH TPYAHOM

BCKapMJIMBAHUH.

DdepTUabHOCTD

Bnusiaue nenBatuHn6a Ha pepTUIBHOCTD YeJoBeKa He n3yueHo. OJHaKo BBEACHUE Mpenapara
KpbICaM, co0akaM M 00e3bsHaM CONPOBOXKIAJIOCh TOKCUYECKUM BO3JICHCTBHEM Ha SIMUKU U
SANYHHUKH.

CHGIII/IEL]H)HI)IX I/ICCJICIIOBaHI/Iﬁ OLICHKU BJIMAHUA HA (bepTI/IJ'II)HOCTI) JKMBOTHBIX HE ITPOBOANJIIOCKH.
OpHako HpU HCCIENOBAaHUM TOKCUYHOCTH IPH MHOTOKPaTHOM BBEJAEHUU Yy JKUBOTHBIX
HaOJII01aIMCh U3MEHEHUS B SIMUKAX U AMYHMKAX MpH dKcno3unusax ot 11 go 15 pa3 (kpbIchl)
i ot 0,6 10 7 pa3 (00€3bsIHbI) OT 0KUAAEMOT0 KJIMHUYECKOTo Bo3ieicTBus (Ha ocHoBe AUC)
pru MaKCUMAJIbHO HepeHOCHMOﬁ J03€ IJIs 4€JIOBCKA. OTH U3MEHEHHNST ObLIH O6paTI/IMI)I B KOHIIE

4'H6,Z[GJ'IBHOFO rnepruoaa BOCCTAHOBJICHUA.

4.7. BausiHue Ha cIOCOOHOCTH YNPAaBJATHL TPAHCIOPTHBIMM CPeJACTBAMH M padoTaTh C
MeXaHUu3MaMHu

HccnenoBanust BIMSHUS JIGHBaTUHMOA Ha CIOCOOHOCTh YIPABIATh TPaHCHOPTHBIMU
CpeACTBaMH, MEXaHU3MaMHU He NMPOBOAUINCH. JICHBATUHUO MOXKET BbI3bIBATh HEXKEIATEIbHbIC
peaxkuy, Takue Kak yTOMJISIEMOCTh U TOJI0BOKpYskeHue. [laliueHThl, y KOTOPhIX UMEIOT MECTO
9TH CHMIITOMBI, JAOJKHBI COOJIIOJIaTh OCTOPOKHOCTH NMPHU YIIPABJIEHWU aBTOTPAHCIOPTOM U

pa60Te C ABMXXKYIIUMUCSA MCXaHU3MaAMMU.

4.8. He:xentatesibHbIE peakuu

PesromMe nmpodmiis Ge3omacHocTi

[Tpodune Ge30macHOCTH JIEHBAaTHUHHOA OCHOBAaH Ha OOBEIMHEHHBIX JAHHBIX, MOJYUYEHHBIX Y
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497 manuentoB ¢ IIKP u 530 nmamuenTos ¢ P33, nonvqégynimjfé;tgﬁﬁ&%_lklﬂb% i a‘lmzlr}/rl :'c

nemOponmzymadbom B uccnenoBanusx 111, 307 u 309 coorBercTBenHo, 62 namueHToB ¢ [1IKP,
MOJyYaBIIUX JICHBATUHUO B KOMOHMHALIMU C 3BEPOIMMYCOM, B uccienoBanuu 205, a Taxke
452 nanuentoB ¢ JIPHK u 496 namuentoB ¢ I'L[P, koTopele nmosy4yanu JeHBaTUHUO B BUJIE

MOHOTCpPAIINU.

JIPIIDK u I[IKP (nensamunub 6 KOMOUHAYUU C I8EPOIUMYCOM)

Haubonee yacto BcTpeuaBiinecs HexxenaTeabHble peakuuu y nanuesTos ¢ JAPHK u ¢ [IKP B
uccnenoBanuu 205 (> 30 % caywaeB), Brarouanu guapero (80,6 %), aprepuaabHYIO
runeprensuto (70,1 %)*, yromnsiemocts (59,7 %), cHmkenue annerura (53,7 %), CHIDKEHUE
Mmacchl Tena (52,6 %)*, pory (48,4 %), TomHoty (45,2 %), npotennyputo (38,9 %)*, cromatut
(36,9 %)*, romoBuyo ©Oomb (35,8 %)*, muchonuro (35,6 %)*, CHUHAPOM JIAJOHHO-
nonomBeHHON sputpoausectesun (JIIID) (34,1 %)*, mepudepuueckuii otex (33,9 %) u
runepxonecrepunemuto (30,6 %). AprepuanpHas TUNEPTEH3WsT U [POTEUHYpUS B
OOJIBIIMHCTBE CITy4aeB pa3BUBAIKCH B Hauase JeUeHus JIEHBATUHUOOM (cM. pa3nensl 4.4 u 4.8,
4aCTOTBI, OTMEUEHHBIC *, OTHOCATCS K momyssiiuu narueaTos ¢ JIPIIDK).

Haunboiee Ba)XHBIMH CEphE3HBIMU HEXETIATEIBHBIMH PEAKIIUIMH ObUIN HApyIIECHUsS (yHKIIHN
MoYeK U novyeyHas HepoctatoyHocTs (11,3 %), TpomOoambonuu aprepuii (3,9 %)*, cepneunas
HepoctaToyHocTh (1,6 %), BHyTpuMoO3roBoe kpoBomsnusiaue (1,6 %), KpoBOTE€YeHHE BO
BHyTpuuepenHoi omyxoiu (0,7 %)*, PRES/RPLS (0,2 %)* u nedeHouHass HEJOCTaATOYHOCTh
(0,2 %)* (4acToThl, OTMEUYEHHBIE *, OTHOCSTCS K nomysaunu nauentos ¢ JJPLIDK).

Cpenun 452 mnauuentoB c¢ paauoiioapedpaxrepusiM JIPIIDK HexenaTenpHble peakuuu
NPUBOAMIM K CHIKEHHIO J03bl JieHBaTWMHHOa B 63,1 % ciydyaeB M K MOJHOH OTMEHE
npenapara — B 19,5 % cnyuaeB. Hanbomnee yacThIMU HeXeIaTEIbHBIMUA PEAKITUSIMU, KOTOPHIE
SBJISUIMCh MIPUYMHOM CHIDKEHMs 103bl mpenapaTta (y 5 % mNamueHToB U Oosee), sBISUTUCH
apTepuanbHas THIEPTCH3Hs, MPOTCHHYpHUS, Auapes, yTOMIIEeMOCTh, cuHapoMm JIIID,
YMEHBIICHNE MacChl TeJIa ¥ CHIDKEHHE anmeTuTa. Hanboee yacTbie He)KenaTeNbHbIE PEeaKini,
KOTOpble TPUBOJMWIM K OTMEHE JIeHBAaTUHHOA, BKJIIOYAIM MPOTEUHYPHUIO, ACTEHHUIO,
apTepuaNbHyl0 THIEPTEH3UI0, OCTPOE HApPYLIEHHE MO3TOBOTO KpOBOOOpAIEHHs, AMAPEI0 U
TPOMOO3MOOJIHIO JIETOUYHOM apTepUH.

B uccnenosanuu [1KP HexenaTenpHple peakinyi IPUBOIWIN K CHHKEHHIO 7103 MPENapaToB B
67,7 % cnydaeB u K momHOW ux ormeHe — B 18 (29,0 %) cmyuaeB. Hambonee wactbimu
HE)KeNaTeJIbHBIMU PEaKIMsIMH, KOTOpble MPHUBOIWIM K CHIDKEHHIO 103 (y 5 u Oonee %
NAalMeHTOB) B TpyHNIe JIGHBaTHHUO + dBepoimMmyc, sBIsUHMCh juapes (21,0 %),

TpoMOouutonenus (6,5 %) u psora (6,5 %).
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IIKP (nensamunub 6 komounayuu ¢ nemopous),

mabom)

Haubosiee yacto BcTpeuaBiiuecs HexenatelbHble peakiuu (> 30 % ciydacB) BKIHOYAIH

muapero (61,8 %), aprepmanbnyto runeprensuto (51,5 %), yrommsemocts (47,1 %),

runotupeos (45,1 %), cHmwkenue anmneruta (42,

1 %), romnoty (39,6 %), ctomarut (36,6 %),

nporeunyputo (33,0 %), nuchonuro (32,8 %) u aprpanruto (32,4 %).

Haubosiee yacto BcTpeyaBIIUeCs TSDKEIIbIE PeaKIMK (CTEICHb TshKecTH 3 | Bbime) (> 5 %

CJIy4aeB) BKJIIOUAIM apTEepHAIbHYIO THIEpTeH3uIo (26,2 %), MOBBIIICHHE YPOBHS JIMMA3bl B

kpoBH (12,9 %), nuapero (9,5 %), nporeunyputo (8,0 %), MoBbIlLIEHUE YPOBHSA aMHIIa3bl B

kpoBH (7,6 %), cunxenue Maccel Tena (7,2 %) u yrommusemocts (5,2 %).

U3 497 naniieHToB HeKenaTeabHble peaklUy MPUBOAWIN K U3MEHEHHUIO J03bI (€€ MPEePhIBAaHUIO

WIM CHIDKCHHUIO) WM OTMEHE JI000ro W3 McciemyeMbix mpemnapatoB y 86,3 % u 33,4 %

MAalMeHTOB, COOTBETCTBEHHO. [Ipu 3TOM oTMeHa senBaTuHuOa mpomsounuia y 23,7 %

ManueHTOB, a ABYX IIPCIapaToOB — Yy 12,9 % IIalInMCHTOB. Haubosee yacTeIMu HeXKeNaTeIbHBIMU

peakiusimu (> 1 % ciydaeB), MpUBEALIMMHU K

OTMEHE JIeHBaTHMHHOA, meMOponn3ymada Win

IByX mpenaparoB, Obum muapes (2,0 %), nporeunypus (1,8 %), cemb (1,4 %), unbapkr

muokapna (1,4 %) u octpeiii undapkr muokapaa (1,0 %). HexenarenbHbIMH peakuusMU,

KOTOpBIE YaIlle BCEro MPUBOIIIN K OTMEHE JieHBaTuHKOA (> 1 % citydaeB), ObUIH IPOTEUHYPUS

(1,8 %), undapkr muokapaa (1,4 %) u gumapes (1,0 %). O6partuTech K MHCTPYKIHMH IO

MEIUIIUHCKOMY MPUMEHEHHIO NemMOpoim3yMada ams mosrydeHus uHdopMmanuu o0 OTMEHE

nemMoOposin3ymada.

[TpepbiBanre mnpuema JieHBaTMHHOa, mEeMOp

OHI/I3YMa6a WiIn [ABYX IIp€naparoB HM3-3a

He)XenaTeNbHOM peakuuu nmpousonuio y 80,1 % nanueHToB; npueM JeHBaTHHUOA ObLT IpepBaH

y 75,3 %, a mpuemM AByX npemnapatoB —y 38,6 % maruenToB. Jlo3a nenBaruHnOa Obla CHUYKEHA

y 68,4 % mamuentoB. Hanbosee 4acThiMu HeXeIaTeIbHbIMU peakiusaMu (> 5 % ciydaes),

IMPUBOJUBIIMMHU K CHHIXCHUIO OO3bI WJIHW MPCPLIBAHUIO IIpHEMa J'IGHBaTI/IHI/I6a, ObLIN aunapesa

(25,6 %), aprepuanvHas runeprensus (16,1 %), nporeunypus (13,7 %), yTomiseMocTb

(13,1 %), camxkenue anmneruta (10,9 %), cuaapom JIIID (10,7 %), TomHota (9,7 %), actenus

(6,6 %), cromatur (6,2 %), HOBBIILIEHHE YPOBHS

1P

nunasbl B KpoBu (5,6 %) u psota (5,6 %).

Haubonee yacto BcTpeuaBiiMecs HekenarenbHble peakuuu (> 30 % cioyuaeB), BKIHOYAIU

aprepuanbHyto runeprensuio (44,0 %), nuape

10 (38,1 %), camwkenue anmerura (34,9 %),

yromisiemocts (30,6 %) u camxenne maccel Tena (30,4 %).

Haubonee BaKHBIMU CCPBEC3HBIMU  HCXKCEJIATCIbHBIMH  PCAKIUAMU ObLIM  TeYEeHOYHAs

HEJ0CTaTOYHOCTh (2,8

%), mneueHouHas »SHuedanonatus (4,6 %), KpoBOTEUEHUE U3
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BapuMKO3HBIX BeH mnwmmeBona (1,4 %), B anMo'JFblﬁée-'EQﬁ%%Jﬁr%ﬂf@': PG',(L;“:Q/%:},

TpoMOosMOonuu aptepuit (2,0 %), Bkimrowas mHpapkT muokapaa (0,8 %), mepeOpanbHBIiA
unpapkr (0,4 %), ocTpoe HapymieHHe MO3roBoro kpoBooOpamenus (0,4 %), cimydan
HapylieHuss QyHKIMU MOYeK M roveyHas HexoctatodHocTh (1,4 %). YV maumentoB c¢ I'LIP
HaOmosanace Oosee BBICOKAs 4YacTOTa CHM)KEHHUS KonuuecTBa HedTpoduios (8,7 % Ha
JeHBAaTHHHOE), YeM MpH ApyTrux THmax omyxoiei (1,4 %), 9To He ObLIO0 CBA3aHO ¢ MH(DEKIUEH,
CETICHCOM WJIH OaKTEepPHATLHBIM IEPUTOHUTOM.

Cpenu 496 nanyeHToB ¢ renaToLesUTIONIIPHBIM PAKOM HeXeJlaTeIbHbIE PeaKIIMK MPUBOIUIHN K
CHI)KEHHUIO JT03bI JIeHBaTUHMOA B 62,3 % citydaeB U k nosiHoM ero ormene — B 20,2 % ciydaes.
Haubonee yacTeiMu HEXEIATEIbHBIMU PEAKIIMSIMHU, KOTOPBIC SBIISLIUCH TPUUUHON CHUKECHUS
no36l (y 5 m Oonee % manueHTOB), ObUIM CHIDKEHHE amIeTuTa, auapesi, MpOTeuHYpHs,
apTepualibHas THUIEPTEH3Hs, YTOMIAeMOCTb, cuHapoMm JIIID u cHUXKEHHEe KOIUYeCcTBa
TpoMOouuTOoB. Hanbomnee yacThiMu HeXeNaTEIbHBIMU PEAKIUSIMU, TPUBOJUBIINMH K OTMEHE
JICHBATHHMOA, SBISUTMCH MEYCHOYHAS dHIIE(AIoNaTus, yTOMIISIEMOCTh, ITOBBHIIICHUE YPOBHS

OmwmpyOuHa B KPOBH, IPOTCHHYPHS U IEYCHOYHASI HEJIOCTATOYHOCTD.

PO

Hawubonee yacTo BcTpewaBIinuecs HexenaTelbHble peakiuu (> 20 % ciaydaes), BKIHOYAIH
apTepualibHyI0 runeprensuto (63 %), muapero (57 %), runotupeos (56 %), romnoTy (51 %),
cumxkenue anmetruta (47 %), psory (39 %), yromnsemocts (38 %), CHU)KEHHE MacChl Tesa
(35 %), aprpanruo (33 %), nporeunypuio (29 %), 3amop (27 %), ronoBHyo 6016 (27 %),
uH(peKInI MoueBbIBOIAIIMX myTeil (27 %), auchonuto (25 %), 6omu B xuBote (23 %),
actenuto (23 %), curapom JIIID (23 %), cromatut (23 %) u runomarauemuto (20 %).
HaubGonee wuacteiMu (= 5 % ciydaeB) TSKENbIMH (CTENEHb TSKECTH 3 U BBIIIE)
HE)KeNaTeJIbHBIMU peaklusMu ObUIM apTepuanbHas runeptensus (37,2 %), cHUKeHue Beca
(9,1 %), nuapes (8,1 %), moBeIlIeHUE YPOBHS JUMNa3bl B KpoBu (7,7 %), CHUKEHUE aNIeTUTa
(6,4 %), acrenus (6 %), yromnseMocTs (6 %), runokanuemus (5,7 %), runonatpuemus (5,3 %)
u nporeunypus (5,1 %).

OTtMmeHa ileHBaTUHUOA U3-3a HEeXKeNaTeabHbIX peakuuil mpousonuia y 30,6 % nanueHToB, ABYX
npenaparoB — 15,3 % marueHToB.

Haubosee gyacteiMu (> 1 % ciy4aeB) HexenaTeaIbHBIMU PEAKIIUSIMU, IPUBOIUBIIIMMU K OTMEHE
neHBaTuHUOA, ObUTM apTepuanbHas runeprensus (1,9 %), muapes (1,3 %), acrenus (1,3 %),
cHmkenue annetuta (1,3 %), nporeunypus (1,3 %) u camxenue maccol tena (1,1 %).
OO0paruTech K MHCTPYKIIMH MO METUIIMHCKOMY ITPAMEHEHHIO TIeMOpoIn3ymMada st Oy YeHHUs
uHpopManuu 06 oTMeHe neMoponnzymaoa.

[IpepriBanre mpuema JICHBAaTUHHMOA M3-3a HEXKENATeNbHBIX peakuuid mpousonuio y 63,2 %
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MAlKEHTOB, ABYX IpenaparoB —y 34,3 % mauueHToB. - o

CMEPTHOMY OTUETY

HaunbGonee uacteiMu (> 1 % ciydaeB) HeXelaTeNbHBIMU DPEAKLUSAMH, NPUBOASIIUMU K
NpephIBAaHUIO NpHEMa JIeHBaTHMHMOA, Obun aprepuanbHas runeprensus (12,6 %), nuapes
(11,5 %), nporeunypus (7,2 %), pota (7 %), yromusemocts (5,7 %), CHI>KEHUE anmneTHuTa
(5,7 %), TouHoTa (4,9 %), noBbIIeHHe YpoBHS amanuHamuHoTpancdepassl (AJIT) (3,4 %),
acternus (3,2 %), cHkeHne Maccel Tena (2,8 %), HHPEKIIMH MOUEBBIBOIAIINX MyTe (2,6 %),
MOBBIIIICHUE YPOBHs acnapratamunorpancdepassl (ACT) (2,5 %), 601b B x)uBote (2,5 %),
HOBBIIICHUE YPOBHS JHMa3sl B KpoBu (2,3 %), ronosuas 60sb (2,1 %), aprpanrus (1,9 %),
runotupeos (1,9 %), cromarut (1,9 %), o6e3BoxkuBanue (1,7 %), noBbIlIIeHHE KPEAaTUHUHA B
kpoBH (1,7 %), nosbiuenne yposHs amunassl (1,5 %), runeprepmust (1,5 %), noselieHue
omwnmmpyouna B kpou (1,3 %), mepucdepuueckue oreku (1,3 %), xonemmucrur (1,1 %) u
nHesMonus (1,1 %).

Haubonee wacteimu (> 1 % ciiyuaeB) HeXeNnaTeIbHBIMH PEAKIHMSIMH, TPUBOIAIIMMU K
IpephIBaHUIO MpUeMa JIByX IpenapartoB, Obuiu auapes (4,7 %), noseiieHue ypoHs AJIT
(2,1 %), yromasiemoctsb (1,9 %), acrenus (1,7 %), noseimenne yposus ACT (1,7 %), psora
(1,7 %), noBbiienue ypoBHs nunassl (1,7 %), undexkuus moueBsBOAAIMX myTeit (1,5 %),
camkenue maccol Tena (1,3 %), aprepuansHas runeprensust (1,3 %), Tomnora (1,3 %),
xoneuucturt (1,1 %) u nossiienne kpeaTuHuHa B kpoBu (1,1 %).

CHmkeHre J03bl JICHBAaTUHHOA H3-32 HEXKENATENbHBIX peakuuid mpousounvio y 67,0 %
nareHToB. HaumbOosee wacteiMu (> 1 % ciyuyaeB) HeKenaTeIbHBIMU —PEAKIUSIMHU,
MPUBOJISAIIMMH K CHUKEHUIO J103bI JICHBAaTUHNOA, ObLTK apTepuanbHas runeprensus (16,2 %),
maapes (12,5 %), cuagpom JIIID (9,1 %), yrommsiemocts (8,7 %), nporeunypus (7,7 %),
cHIkeHue amnmnetura (6,6 %), tomuota (5,5 %), acrenus (5,1 %), cHUKEHHE Macchl Tena
(5,1 %), aptpanrus (4,3 %), cromatut (3,4 %), pBora (3,4 %), CHIIKEHUE KOIUYECTBA
tpomborutoB (2,5 %), 6oms B xuBore (1,5 %), moseiuenue ypous AJIT (1,5 %),

tpomborutonenus (1,5 %), nossitenue nmunassl (1,3 %) u ronosuas 6oib (1,1 %).

Tabmmunoe pE3IOME HeKeIaTeIbHbIX PEaKIIMi

B Tabmuiie 4 npuBelCHBI HEKENATEIbHBIC PEAKIMH, BBIIBICHHBIE B XOJ€ KIMHHYECKUX
MCCJIEIOBAHMH Yy TIAIMEHTOB, MOTy4YaBIInX MOHOTepanuio JeHBaTuHrOoM (JAPIIDK u I'L[P) ny
NAIMEeHTOB, TIOJIyYaBIIMX KOMOWHAIMIO JeHBatuHHOa ¢ 3Bepoiaumycom (ITIKP) wu
nemOponmm3ymadbom (ITKP u PD), a Taxke BBIABICHHBIC B XOJ€ IMOCTPETUCTPAIHOHHOTO
PUMEHEHHUS JIeHBaTUHUOA.

HexxenatenbHble peakMd TEPEYUCICHBI MO0 YacTOT€ B COOTBETCTBUU CO CIEIAYIOIICH
rpaganueii: oueHs yacto (> 1/10), gacro (> 1/100, o < 1/10), Hewacto (> 1/1000, Ho < 1/100),
penko (> 1/10000, Ho < 1/1000), ouens penko (< 1/10000), yacroTa Heu3BecTHA (HA OCHOBAHUHU
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UMCIOIIUXCS JTaHHBIX OICHUTH HEBO3MOKHO),

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 16.04.2025 N2 10142
B nped RAEAGA Tet i  0s

HCKCJIATCIbHBIC pCAKINHN TPCACTABJICHBI B ITOPAJAKE CHUKCHHUA CTCIICHU TAXKCCTH.

Tabnuya 4. Heowcenamenvuvie peakyuu, 3apecucmpupo8aHuvle y NAYUEHMO8, NOLYYAGUIUX

Jnleyenue 1eH8amuHubom

Kunacc cucrem u oprano
(coraacHo
KJIaccu(pukanuu
MedDRA)

Monotepanus (APILIXK u
I'llP)/xoMOuHaus ¢
sBeposumycom (ITKP)

Kom0unauus ¢ nemopoauzymadom
(IIKP u PD)

Hnghexyuu u uneasuu

Ouens yacTo

Nudexnnn MOYEBBIBOASIINX Ty TEH

Nudexnnn MOYEBBIBOASIINX Ty TEH

Heuacto

[lepuHeanbHbIi abciece

Hapywenus co cmoponul kposu u aumgamuueckoli cucmemsoi

OueHb 4acTo TpomboruToneHus® TpomboruToneHus*
Jlelikonenusa® Heiirponenus®
Henrponenns®

Yacro Jlumdponenns® JleiikomeHus*

Jlumdonenus®

Hewacrto WudapkT ceneseHkn

OHOOKpUHHbIE HAPYUWEHUS]

Ouens yacto l'unotupeos Tl'unotupeos

IMoBeimenne yposust TTT B kpoBu™

[Nosermenue yposust TTI' B kpoBu™

Hapywenus memaboauzma

U numaHus

OueHb 9acTo

I'unoxanprimeMus ™
I'unepxonecrepuHemMus
I'mmoxanuemust
CHmxeHne Macchl Telia
CHmXeHHe aImeTnTa

b,*

I'mmokammemus
I'unepxonecrepunemus
I'unomarauemus’
CHmKeHre MaccChl Teia
CHmKeHue armeTnTa

b,*

Yacro O0e3BOKMBaHHE O0e3BOKHUBaHUE
'unomarauemus’ I'unokansruemus*
Tcuxuuecxue Hapyuienus
Ouenp yacTo becconnnna | becconnuna
Hapywenus co cmoponwsl HepsHotl cucmemul
Ouensb 4acTo ['onmoBokpyxeHUE I'omoBokpyxeHue
I'onoBHas 601 I'onoBHas 601b
Jlucres3us Jucres3us
Yacro OcTtpoe HapyIlleHHe MO3TOBOTO
KpOBOOOpaIeHHs |
Heuwacro CunipoM 00paTHMOi 3aaHEH Cunznpom obpaTuMoii 3aaHei
SHIIeaATONaTHH sHIeaAIONaTHN
Momnonapes Octpoe HapyIeHne MO3rOBOTO
TpaH3uTOpHAs UIIEMUYECKAs aTaKa KpoBOOOpaIeH s
Momnonapes

TpaH3uTopHas UIIEeMUYecKas aTaka

Hapywenus co cmoponul cepoya

Yacto

Hudapkr muokapaa®’

CepneuyHasi HeZJIOCTaTOYHOCTb

Y mnenue uarepsaina QT va OKI
CHuxenne (pakiuu BeIOpoca

Wnudapxr muokapaa®’
Y anmuuenne natepBaia QT va DK

26




COOTBETCTBYET

IKCTEPTHC

2025 N2 10142

¥ OTYETY

oT 16.04.

Kuaacc cucrem u opranos
(corsaacHo
KJIaccu(pukanuu
MedDRA)

Monotepanus (JPLIZK n

A el

I'l[P)/xoMOuHaus ¢
sBeposumycom (ITKP)

(TIKP u PD)

Heuacto

Cepnednasi HEAOCTaTOYHOCTD
Camxkenne ppakmum BEIOpoca

Hapywenus co cmoponul cocy0os

OueHb 4acTo

Kposoreyenne® ™
ApTepuanbHas runepTeHsus’”
ApTepuanbHas FUIOTEH3Hs

Kposoreuenune® "
ApTepuanbHas runepTeHsus®”

Yacto

ApTepuanpHas THIIOTSH3HU

YactoTa HEM3BECTHA

AHEBpHU3MBI U paccioeHue apTepuil

AHEBpPHU3MBI U pacCIOEHUE apTepuit

Hapywenus co cmopoHwl ObixamenvHoU cucmembl, Opeano8 2pyOHol KIemKU U cpedoCmeHuUs

Ouensp yacTo Juchonus Juchonus
TpomboaMOonus erouHon Tpom605MG0IHs IErovHokM apTepuu’
t
Yacto apTepun
Heuacto [TueBMoTOpaKC [TaeBMOTOpaKC
JKenyoouno-kuuieunvle HapyueHus
Ouens yacTo Huapes Huapes
Bons B sxusote’ Bonk B xkuBoTe’
PBota PBota
TomHoTa TomnoTa

Bocnanenune monoctu pral
Bons B monoctu pra”

3amop

Jucnencus

CyXoCTh CITU3UCTON 00OIOUKH
MOJIOCTH PTa

Bocnanenune monoctu pral

Bonb B monoctu pra”

3anop

Jlucnencust

CyXOCTh CTU3UCTON 00OJIOYKH TIOJIOCTH
pTa

IToBrIlIEHNE AKTUBHOCTH JIMTIA36I
IToBbImIeHNE aKTUBHOCTH aMUJIA3bI

Yacto ductyna npsIMON KUILKU [ankpearut
Merteopuszm Mereopuszm
[ToBbIIIeHNE AKTUBHOCTH JIUIIA3HI
[ToBBINIEHNE AKTUBHOCTH aMHJIA3bI

Heuacto [Mankpearut' Ducryiia npsIMOU KUILKH

Hapymemm CO CNMOPOHbL neveHu u :)fcequeebzeodﬂmux nymeﬁ

OueHb 4acTo

TToBbIIIEHHE KOHLIEHTPALUN
OWIMpyOuHa B KpoBK""
I'unoansO0ymunemus '
[TOBbIIIEHHE AKTUBHOCTH
aJlaHMHAMMHOTPaHC(epassl
IToBbI1IEHME AKTUBHOCTH
acmapraTaMMHOTpaHchepasbl

T'unoans6ymunemus’”

[ToBblllIeHNE AKTUBHOCTH
aJlaHHHAMMHOTPaHChepashbl
[ToBbILIEHNE AKTUBHOCTH
acrmapraTaMMHOTpaHc(epashbl
IToBbIIIEHHE aKTUBHOCTH 1IEJIOUHOM
dbochaTassl

Yacto

[leyeHoYHas HEAOCTATOUHOCTB
[Teuenounas suuedanonarus™’
IMoBbIICHHE AKTHUBHOCTHU HIETIOYHON
dhocdarassr

Hapymienue GyHKIMH nedeHu
[MoBbilIeHHE AKTHBHOCTH raMMa-
riryTamunTpancdepasbl
XOJIELIUCTUT

XOJIEIUCTUT

Hapymenne ¢pyHkmu nedeHu
[ToBbIIEHNE KOHIICHTPAITUN OWITHPYOHHA
B kpoBu'”

[loBhIIeHHE AKTUBHOCTH TaMMa-

Ty TaMUATpaHCepasbl
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Kuaacc cucrem u opranos
(corsaacHo

Monotepanus (JIPLI7K

A el

I'l[P)/xoMOuHaus ¢

(TIKP u PD)

KJIaccu(pukanuu 3BeposimmycoM (ITKP)
MedDRA)
Heuwacto [ToBpexaeHne KIeTok [leyeHOUHas HEXOCTATOYHOCTB

rneyeHu/renatut”

[Teuenounas sHIIEDaTOMATHS
[oBpexneHue KICTOK
rnedyeHy/renaTut”

1

HapyweHuﬂ CO CNMOPOHbL KOJMCU U NOOKOMCHBIX MKAHEL

Ouensb yacto CunzapoMm  J1alOHHO-TIOAOIIBEHHOW| CHHAPOM JIaTOHHO-TIOTOIITBEHHOM
SPUTPOIU3ECTEIUU SPUTPOAUIECTEIUN
Ceimp (0)31113
Anonenus
Yacto l'umepkeparos Amonerust
I'unepkeparos

HapyweHuﬂ CO CMOPOHDbL ]l/lblu/lellHOﬁ, CKeNemHoU U COeOUHUMEbHOU MKAHU

OueHb 9acTo

bonb B ciuae
ApTtpanrus

Muanrus

bonb B KoHEeUHOCTIX
KocTtHO-MbIIIEUHAs 00IB

bonb B ciuHe
ApTtpanrus

Muanrus

boab B KoHEeUHOCTIX
KocTtHO-MBIIIEYHAs 00Ib

Heuacto

OCTEOHEKPO3 YETOCTH

Hapywenus co cmoponuvl nouex u Mouesvi8o0suyux nymeti

OueHb 4acTo

[porennypus™

[poreunypus™
[ToBermenne
KpeaTUHUHA B KPOBU

KOHIICHTpaIiH

Yacro OnH304b! HOYEYHOU Onn3oas! NOYEYHON
HenocrtaTogHoctu™ ' HenocraTounoctu™ '
Hapymenune QpyHKun nogex™ [oBpIIeHNE KOHLIEHTPALUU
IToBbImIeHNE KOHLEHTPALUT MOYEBHUHBI B KDOBU
KpeaTHHHHA B KPOBU
[ToBhIlIeHNE KOHIICHTPAIH
MOYEBHHBI B KPOBU
Heuacro Hedporuuecknii cuaapom Hapyuienue byHKIIH nmouex™
Hedporuueckuii cunapom
Obwue napywenus u peakyuu 6 Mmecme 86e0eHUs
Ouenp yacTo YTomisiemocTh YTomisemocTb
Acrenust Acrenust
[epudepuueckuii oTex [epudepuueckuii oTex
Yacto UyBcTBO uckomdopTa UyBcTBO uckomdopTa
Heuwacrto Hapymenne 3axuBieHus pal HeractpounTectnnanbpHass  (uctyna’

Hapymenue 3axuBieHus pad

YactoTa HEeU3BECTHA

HeractpounTectinanbHas gucryma’

*

noApoOHOH MH(OPMALUH.

T  BKIIIOYas CIlydaW C JICTAIBHBIM HCXO/IOM.
Crnenyromue TepMUHBI OBLITH 0ObETUHEHBI:

a:

CM. noApasaci «Onucanue OTACJIBHBIX HECXKEIATCIbHBIX peaKum“I» JAaHHOTO pasjciia g IMOJIYyUYCHUS

TpomOonuTONEHNS BKIIOYAET CHIKEHUE YUCIIa TPOMOOITTOB B KpOoBH. HelTponenns BKIto9aeT

CHW)KCHHE YHclia HeUTpouiioB B KpoBu. JIeHKOTEHNsI BKIIIOUAET CHIDKEHHE YWCIIA JIEMKOIIMUTOB B KPOBH.
Jlumdonenns BKIIOYaET CHIDKEHNE YHcia JIMM(OITUTOB B KPOBH.

I'mmoMarauemMus BKIIFOYAeT CHIKCHHUE YPOBHA Maruus B KpOBH. FI/IHerOHeCTepHHCMI/Iﬂ BKJIKOYACT
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COOTBETCTBYET 3KCMEPTHOMY C

ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

IMOBBIIIICHUE YPOBHA X0JICCTCPHUHA B KPOBH.

¢: Hudapkr Muokapsa BKJIIOYAET OCTPhIH HH(PAPKT MUOKap/a.

d: KpoBoTeueHue BKIIFOYaET BCE BHbI KDOBOTCUCHHH, TAKHE KAK HOCOBOE KPOBOTEUCHHUE, KPOBOXapKaHbE,

reMaTypusi, KOHTY3Hsl, TeMaTOXe31sl, KPOBOTOUMBOCT JIECEH, IETEXHH, JIETOYHOE KPOBOTEUEHUE, PEKTAIHLHOE
KpPOBOTEUCHUE, HaJM4YMe KPOBHM B MOYE, I'€MaTroMa, BIAarajJMIIHOE KPOBOTEUYECHHE, KPOBOM3IHUSIHUE B
KOHBIOHKTUBY, FEMOPPOHIATEHOE KPOBOTEUEHHE, KPOBOM3IHSHNE BO BHYTPHUEPEIHYIO OITyX0JIb, TOPTAHHOE
KPOBOTEUCHHUE, SKXUMO3, IIOBBIIICHHAS CKIIOHHOCTH K CHHSKaM, HOCTHPOLEypHOE KPOBOU3IUIHHUE, ITypPITYpa,
KPOBOMBJIMSHHAE B KOXY, Pa3pblB aHEBPHU3MBI, apTepHalbHbIC KPOBOTEUCHHUS, TJIA3HBIE KPOBOHM3IMSIHUS,
KEITyJOYHOe KPOBOTCUCHHE, TI'eMOPPAarHYecKHUil TacTPOLYOACHHT, >KEIIyZOYHO-KHIIEYHOE KPOBOTCUCHHUE,
pBOTa C KPOBBIO, KPOBOTEUCHHE, I'EMOPPArHYECKHIl HWHCYIbT, MEJICHa, METpOpparus, KpOBOTCUCHHE M3
HOTTEBOT'O JIOXKA, TEMOTOPAKC, MMOCTMEHOINAay3alIbHOEe KPOBOTCUCHUE, TeMOPPArHIeCKU MIPOKTHUT, ITOYCHHAS
reMaTomMa, KpPOBOM3JIHMSHUE B CEJIE3EHKY, KPOBOM3JIHMSHHUE Yy OCHOBaHHMsA HOITEeH, cybapaxHOMTAIbHOE
KPOBOU3BJIMSHHUE, KPOBOM3JIMSIHUAE B TPaxero, KPOBOUZJIMSHHE B OINyXOJb, KPOBOTCUCHHUE M3 BIarajiiia M
MaTOYHOE KPOBOTEUCHHE.
TepMuHBI KPOBOTEUEHHUH, KOTOPbIE NMeNH MecTo y 5 min 6oinee cyobekToB ¢ JIPIIXK: HocoBoe kpoBOTEUCHNE,
KpPOBOXapKaHbe, TIeMaTypus, KOHTY3Us, TI€MaToXe3us, KpPOBOTOYMBOCTb JECEH, IIETEXUH, JIETOYHOE
KpPOBOTEUCHHUE, PEKTAIbHOE KPOBOTEUCHUE, HAJIMYME KPOBH B MOUE, FeMaToOMa 1 BariHaJIbHOE KPOBOTEUCHHUE.
TepMUHBI KPOBOTEUCHHH, KOTOPEIE MIMEIH MecTO y 5 min 6ojee cyorekToB ¢ I'1IP: HocoBOe KpoBOTEUCHHE,
reMarypusi, KpPOBOTOYHMBOCTH JI€CEH, KpPOBOXapKaHbE, KPOBOTCUCHHE M3 BAPHKO3HO DACHIMPEHHBIX BEH
NHIIEBOA, FEMOPPONIAIbHOE KPOBOTCUCHHE, KPOBOM3IHMSHHE B IIOJIOCTh PTa, KPOBOTCUCHHE M3 MPAMOM
KHUIIKA ¥ KPOBOHM3JIHSHHE B JKENTYJOYHO-KUILECYHBIH TPAKT.

e: ApTepHanbHas TUIEPTEH3Us BKIOYACT FMIICPTOHHYECKUI KPH3, TOBBINICHHE AUACTOINYECKOTO KPOBSHOTO
JIaBJICHUS], OPTOCTATUYECKYIO THIIEPTEH3UIO U MOBBIILICHNE KPOBSHOTO ABJICHUSI.

f: BoJb B KUBOTE BKIIOYACT AUCKOM(OPT B OPIONIHOMN TTOIOCTH, 6OJTb B HIKHEM OT/IEIE )KHBOTA, 00JIb B BEpXHEM
OT/eJIe )KUBOTA, O0JIE3HEHHOCTD J)KUBOTA MPH MabHalUK, IUCKOM(OPT B SMHUracTpalIbHOI o0nacTy.

g: BocnaneHue monocTtu pra BKIOYAeT adTO3HBIA CTOMATUT, a(TO3HYIO S3BY, PO3HIO JIECHBI, H3bSA3BICHUE
JeCHbI, 00pa30BaHue My3bIped Ha CIU3UCTOH 000JI0UYKe pTa, CTOMATHUT, ITTOCCUT, U3bA3BICHUE TIOJIOCTH PTa,
BOCTIJICHUE CIIM3HUCTHIX 000JIOUEK.

h: Bonb B mojocT pra BKIOYACT IIIOCCOANHHMIO, OB B A€CHAX, TUCKOMGOPT B OpodapHHTeanbHON 00IacTH,
00116 B opodapuHTeanbHOI 00IacTh, TUCKOM(OPT SA3BIKA.

i: IlaHKpeaTHT BKIIOYACT OCTPHIN MAaHKPEATHUT.

j: TloBbllIeHHe KOHIEHTPAMU OMIMPYOHHA B KPOBH BKIIIOYACT THIICPOMITHPYOUHEMHIO, XKENTYXY U
NOBBIIICHNE KOHICHTPALMK KOHBIOTHPOBAHHOTO OWIMpyOnHa. ['HrmoansO0yMHHEMUs BKIIIOYACT HOHMKCHUE
KOHIICHTpALMU albOyMHHA B KPOBH.

k: TledyeHOYHasI HEJJOCTATOYHOCTH BKIIFOUAET OCTPYIO M XPOHHUYECKYIO TIEUCHOUHYIO HEJJOCTATOYHOCTb.

I: TleuenouHas sHIe(aIONATHS BKIIOYACT IEICHOYHYIO KOMY, METaOO0INUECKYIO DHIE(ATONATHIO 1
SHIE(ATONATHIO.

m: TToBpexkJeHue KIETOK NEYSHN/TeNaTUT BKII0YAeT JIEKapCTBEHHO-NHIyIMPOBaHHOE MOPAKCHUE MIEYEHH,
CTeaTo3 IeYeHH, X0JIECTATHIECKOE IOPAKEHNUE EUEHH.

N: Dnu30/bl NOYEYHOW HEIOCTATOYHOCTH BKIIIOYAIOT OCTPYIO MPEPEHANIBHYIO HEJI0CTATOYHOCTh, OCTPYIO
MOYCYHYIO HEZOCTaTOYHOCTb, OCTPOE MOBPEXKICHHE MOYEK, HEKPO3 IIOYCYHBIX KaHAIIbIICB.

0: HeractpouHTrecTiHambHAs (UCTYNIA BKIIOYAECT BCE CIydan 00pa3oBaHus GUCTYJI BHE KNy IOYHO-
KUIIEYHOTO TpPaKTa, BKJIIOYAs TpaxealbHbIE, TpaxeodszodareaipHble, 330(dareaibHble, (QUCTYIBI JKEHCKHX
THIOJIOBBIX Ty TEHl M KOXKHBIC (DUCTYIIBL

Onucanue OTACIBHBIX HEXKCITATCIbHBIX peakunﬁ

Apmepuanvuas ecunepmensust (cm. pazoen 4.4)

JIPIIDK

B xome ocHoBHOro xmmHM4eckoro wuccienoanuss @aszer |l SELECT aprepuanbnas
TUTIepTeH3Us  (BKJIIOYAasT  TUMEPTOHUYECKUHA  KpW3, TIOBBIIICHHE  JIHACTOIMYECKOTO
apTepHaIbHOTO JIABJICHHsSI U MOBHIIICHHUE apTepUaibHOrO JaBleHus1) Oblia 3aperUCTpUPOBaHa
y 72,8 % manueHToB, MOJy4aBIINX JIEHBATUHUO, 1 Y 16,0 % manueHToB u3 rpyImmsl mianeoo.

Me)maHa BPEMCHH [0 BO3HWKHOBCHHUA PCAKIHMU Yy IMAIIMCHTOB W3 TPYIIIbI, ITOJYyYaBIIUX
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ot 16.04.2025 N2 10142

. . (o R HOCTE 0003
JICHBaTUHHO, cocTaBmiia 16 guei. Peakiuu 3-i ® 0osee BQCDKHWGTEHJ%CTHFE‘KHW‘H

COOTBETCTBYET ZKCNEPTHOMY OTUETY

OIMH ciydall 4-il cTemneHu TsbkecTH) umena Mecto y 44,4 % DanueHToB, MOJIy4aBILIHUX
neHBaTHHUO, U y 3,8 % manueHToB, MOTy4YaBIIKX TUiane0o. B OONbIIMHCTBE ClydyaeB UMENIO
MECTO BBI3/IOPOBJICHHE MIIM HCUE3HOBEHUE PEAKIUH [TOCIIC BPEMEHHOM MPUOCTAHOBKHU JICUCHUS
(13,0 % nauenToB) WM cHUXKEHUS 10361 npenapara (13,4 % nanuentos). Y 1,1 % nauueHToB

apTepurajibHasd rUIICPTCH3UA ABJIAIaCh HpI/I‘-II/IHOI‘& MOJIHON OTMEHBI.

ryge

B xome xmunmueckoro uccnenoBanus Paszel Il REFLECT aprepuanbhas runepreH3us
(BKJTIOYAs apTePUANIbHYIO TUIIEPTEH3HIO, MTOBBIIICHIE apTEPUATILHOTO JIaBJICHHS, TOBBIIICHHE
JUACTOJIMYECKOr0 apTEepUaJbHOTO JaBJICHUS U OPTOCTATHUECKYIO TUIIEPTEH3UIO) Oblia
3apeructpupoBana y 44,5 % manueHToB, MOMydYaBIINX JIeHBAaTUHUO, B cpaBHeHuu ¢ 30,9 %
MAIMEHTOB B rpymime copadeHnba, aprepuaibHas THIEPTCH3US 3-M CTENEHU TAKECTH — Y
23,5 % manuenTos (14,6 % B rpymnme copadenndba). Menuana npoaoHKUTEIFHOCTH BpEMEHU
JI0 BO3HMKHOBEHUSI PEAaKIUU COCTaBisia 26 aHeil. B OONbIIMHCTBE ClydaeB MMENIO MECTO
YIIy4IlIEHUE COCTOSHUS MOCJE€ BPEMEHHOW MPUOCTaHOBKHU JiedeHHs (3,6 % malueHToB) WU
CHIDKEeHUS 10361 mpemnapata (3,4 % namuentoB). Y omxHoro naruenta (0,2 %) aprepuanbHas

THUIICPTCH3USA ABJIAIACH HpHHHHOﬁ IIOJIHOM OTMEHBI JICHBATHHMOA.

1IKP

B xonme xmuamueckoro uccinenoanus Paser Il CLEAR aprepuwanshas runeprensus Obuia
3apeructpupoBaHa y 56,3 % mauueHToB B TIpymme, MoJgyvyaBIled JEHBaTUHHO +
nemOponu3zymao, u 'y 42,6 % nanueHToB B IpyIe, Nody4aBiie CcyHuTHHUO. Peakuuu crenenn
3 wnm BeIIIe HAOMIOAAMCE y 28,7 % maneHToB B TPYyIIe JICHBATUHUO + IeMOposm3yMa0, 1mo
cpaBHeHUIO ¢ 19,4 % B rpynne cynutuHuba. MenuaHa BpeMeHH J0 Havajla peaklMy B TpyIme
JeHBaTuHUO + memOposnzyma0, cocraBuia 0,7 Mecsa. Monugukanuy 1036l JIEHBaTHHHOA
npouszonun y 16,8 % nanueHToB ¢ apTepuanbHOM runepTeHsueit (mpepeiBanue 1036l 'y 9,1 %,
cHmxkenue 10361 y 11,9 % u ormena neuenus y 0,9 %).

B xome xmmHmueckoro wuccienoBanust 205  aprepuanbHas — TUNEpPTEH3Us  ObLIa
3apeructpupoBana y 41,9 % mnanueHToB B rpymme JEHBaTUHMO + 3BepoiuMyc (BKIrOYas
12,9 % cnyqaeB 3-i1 u 4-i1 crenenu Tspkecty) 1y 10,0 % manneHToB U3 TPYNIIBI MOHOTEPATUU
aBeposmmycoM (Bkirodast 2,0 % ciyuaeB 3-it u 4-i1 cTeneHu TsokecT). Meanana BpeMeHHU J10
Hayaja peakuuu Jro0oW, nubo 3-i CTemeHW TSKECTH W BbINIE B TIPyNIE JIGHBAaTUHUO +

aBeposmMyc coctaBuia 4,9 u 6,9 Heenb COOTBETCTBEHHO.

PO
B xome xmuHmMuyeckoro wuccienoanuss ®aszpr Il (Mccnenoanue 309) aprepuanbHas
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nemMOpom3ymMad u'y 5,4 % nanueHToB B IpyIIie TEPaIny 1o BEIOOPY Bpava. Peakuuu creneHn
TSOKECTH 3 WM Bblle Habmogamuchk y 38,4 % mamMeHToB B TpyIIe JIEHBATUHUO -+
nemMOponu3ymMad no cpaBHeHuro ¢ 2,3 % MauueHToB B IpyIIe Tepalnu IO BbIOOPY Bpaya.
Menuana BpeMeHH /10 Hadajla peakluy B TPYMIE JICHBATUHUO + eMOpoian3ymMad cocTaBuiia
15 nueit. Moaudukanuu 10361 JeHBaTUHIOA Tpou30nun y 27,3 % NalMeHToB C apTepUaIbHOMI
runepreHsuen (npepbiBanue 103el y 12,8 %, cumkenue no3el y 17,7 % 1 oTMeHa jieueHus y

2,0 %).

Ipomeunypus (cm. pazoen 4.4)
APIIK

B xome ocHoBHOro kimmamueckoro uccienoanusi ®@aser Il SELECT mportennypust Obina
3apeructpupoBana y 33,7 % manueHToB, MOTy4YaBIIUX JeHBATHHUO, U y 3,1 % manueHToB u3
rpynnsl 1uiane6o. MeauaHa BpeMEHHM [0 BO3HMKHOBEHMSI IPOTEMHYPHM COCTAaBIIsIA
6,7 nenenb. Ilporemnypust 3-ii crenmeHu Tskecth umena mecro y 10,7 % mnanueHTos,
[OJly4yaBIIUX JIEHBAaTMHMO, M HU y OJHOIO M3 IMALMEHTOB, MOJydyaBMX Iuianebo. B
OOJIBIIMHCTBE CIIy4aeB HMMEJIO MECTO BBI3ZOPOBIIEHHME WJIM HCUE3HOBEHUE PEaKLUU IOCie
BPEMEHHOW MPHOCTAaHOBKH JyieueHus (16,9 % manueHToB) WM CHIKEHHUS J03bl MperapaTa
(10,7 % mnanuenrtoB). [IpoTenHypus sABIsUIaCh NPUUYMHONW MOJHOM OTMEHBI JIGHBAaTMHHOA Y
0,8 % manueHToB.

rqgp

B xonme kmmHMueckoro wuccinenoBanus @Pasel |l REFLECT mporennypus Oblia
3aperucTpupoBaHa y 26,3 % mnainueHToB, MOJyYaBIINX JEHBAaTUHUO B cpaBHeHHH c 12,2 %
MAIMEHTOB B Ipymnine copagennda, mpoTenHypus 3-ii CTeNeHn TAKeCTH umera Mmecto y 5,9 %
nanuentoB (1,7 % B rpymnme copadennba). Menuana BpeMEHH 0 BO3HHUKHOBEHHS
NpOTeUHYpUH cocTaBuia 6,1 Henens. B GonbIIMHCTBE CilydyaeB UMENI0 MECTO BBI3JOPOBIICHHE
10CJIe BpEMEHHOM MPUOCTaHOBKH JieueHUs (6,9 % mannueHToB) WM CHUKEHUS JJ03bI ITpernapara
(2,5 % nauuenrton). [Iporennypus siBisIach NPUYMHOMN MOJTHON OTMEHBI JieHBaTuHuOa y 0,6 %
MAIMEHTOB.

[IKP

B xome knuHMueckux wuccienoBanuid 'y mnamueHtoB ¢ IIKP  mporemnypust Oblia
3apeructpupoBana y 30,6 % manueHToB B Ipymniie JeHBaTUHUO + 3Bepoaumyc (Bkitovas 8,1 %
ciy4aeB 3-i cTeneHH TskecTd U Bbilie) Uy 14,0 % manuMeHToB W3 IpyHIbl MOHOTEpANUU
sBeposmycoM (Bkimrodast 2,0 % ciydyaeB 3-i CTeTIEHU TSDKECTH U BbIle). Meanana BpeMeH!

A0 BO3HUKHOBCHHSA IMPOTCUHYPUU J'IIO6OI71, au00 BbINIE 3-H CTEIEHHM TSHKECTU B rpymrie
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ABJIATIACH IPUYMHOM MOJHON OTMEHBI Tepanuu y 4,8 % MannueHToB.

PO

B xonme xmunuueckoro uccinenoBanust ®@aswl Il (MccnenoBanue 309) mporemnypusi Oblia
3aperucTpupoBata y 29,6 % nanueHToB B IpyIe JeHBaTUHHO + nemMOpoian3yMald (BKirodas
5,4 % caywaeB 3-ii cTemeHM TSDKECTH M BbINIE). MeawaHa BpEMEHM /0 Hadala peakluu
cocraBmia 34,5 nueil. Moaudukanuu 10361 TeHBaTHHMOA NTpou3onu y 14,3 % manueHToB

(mpepbiBanue 10361 y 7,6 %, cHuxkeHHe 10361y 7,9 % u oTMeHa seuenus y 1,2 %).

Hapywenue ¢pynrxyuu nouex uiu noueunas HedocmamoyHocms (cm. pazoen 4.4)

JIPIIDK

B xone ocnoBHoro kimHmyeckoro uccnenoBanus ®azer Il SELECT y 5,0 % nanmenTtos
pa3BUiIach MOYeyHasi HEAOCTATOYHOCTh, U Y 1,9 % — HapymeHne QyHKIMH MMOYeK (BKIOYAs
3,1 % ciyuaeB 3-ii cremeHu TshKecTH W Bbime). B rpynme mmane6o y 0,8 % manueHTOB
MPOU3OILIO0 HapylleHHe (YHKIUU MOYEeK U TMoyedHas HelocTaToyHocTh (Bkimrodas 0,8 %

CJIy4acB 3-1i cTeNneHM TSHKECTU B B]':»IH.IC).

r'qp
B xone xknmmanueckoro uccnenopanus Pazel |11 REFLECT y 7,1 % nanueHToB, mMorydaBIInX
JIeHBAaTUHUO, pa3BUiach MOYE€UHash HEJOCTaTOYHOCTh/HapylieHue ¢(yHKUuuu nouek. Ciydan

3-#1 CTEIIeHM TSIKECTH M BBIIIIE Ha6J'IIOI[aJ'II/ICL y 1,9 % ManMueHTOB, IMOJyYaBIINX JICHBAaTUHHUO.

[IKP

B xone xnmnHn4eckux uccrnenoBanuii y nanueHtos ¢ [IKP y 8,1 % manueHToB, mony4aBmux
JeHBAaTHHUO B KOMOWMHAILIUU C BEPOJIIMMYCOM, pa3BHIIACh MOYEYHAs HEJOCTATOYHOCTh, U Y
3,2 % napymienue ¢GyHKIUU Tovek (BKIouas 9,7 % ciydaeB 3-ii crenenu Tsbkectu). B rpynme
MOHOTEpAIUKU IBEPOJUMYCOM TOYEUYHAss HEAOCTAaTOYHOCTh pa3Bwiack y 2,0 % mMainueHToB

(Bxumrouast 2,0 % cimyyaeB 3-i CTETIEHU TSXKECTH).

PO

B xone xmuanueckoro uccnenaoanus ®Pasel |l (Mccnenosanue 309) y 18,2 % mnanueHToB B
rpynmne JeHBaTMHUO + memOponu3zymad pa3Buiach ModeyHas HEJOCTaTOUYHOCTh/HapyllIeHHe
bynkun noyek (Bkioyas 4,2 % ciydaeB 3-ii CTEEeHU TSXKECTH U Bbille). MeanaHa BpeMeHu
JI0 Havyasla peakiuu cocrtaBuia 86,0 nueil. Moaudukanmuu 1036l JEeHBaTUHUOA TPOU3OILIH Y

6,2 % mauueHToB (mpepbiBaHue 1035l y 4,7 %, cHIKeHue 10361 y 1,7 % U oTMeHa JiedeHus y
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1.2%). (NOCNENOBATENLHOCTL 0003)

Cepoeunas oucghynxyus (cm. pazoen 4.4)

HAPIDK

B xone ocHoBHOrO KiuHI4eckoro uccneaoBanus @aser [II SELECT coobmianock o cHUXeHHH
dpakuu  BBIOpOCA/CEpIEYHON HENOCTATOYHOCTH Yy 6,5 % MalMeHTOB, IOYYaBIIUX
nenBaTUHUO (BkItoyas 1,5 % cioyuaeB 3-i CTeNeHH TSXKECTH U BbIle), Uy 2,3 % MalueHToB B

rpymre mianedo (ciaydaeB 3-i CTENICHU TSHKECTH | BBIIIE HE 3a(UKCUPOBAHO).

ruqpe

B xome xmmaMueckoro uccienoanuss ®daszer Il REFLECT coolmanoce o cepaedHoi
TUCOYHKIUN (BKJIFOYAs 3aCTOMHYIO CEpACYHYI0 HEIOCTATOYHOCTh, KapIUOTECHHBIA INOK H
CEPJICYHO-JIETOYHYO HEJIOCTATOYHOCTH) y 0,6 % MarueHToB B rpymIe JIEHBaTUHNOA (BKITIOYast

0,4 % ciry4yaeB 3-ii CTENICHH TSHKECTH U BBILIIE).

IIKP

B xone knmuHudeckux uccnenoBanuii y nanueHToB ¢ [IKP coobmanock o cHmkeHnu ¢hpakiuuu
BBIOpOCca/cepaeuHoil HemocrtatouHoct y 4,8 % TalWeHTOB B TpyNIe JICHBAaTUHUO +
sBeposuMyc (Bktouas 3,2 % ciydaeB 3-i CTETICHH TsDKECTH U Bbilie), U 'y 4,0 % manueHToB B
rpyIe MOHOTEPANUU 3BepoauMycoM (Bkirouas 2,0 % cirydaeB 3-if CTENEHH TSKECTU U BBILIE).
Menuana BpeMeHM O BO3HHMKHOBEHHUS CHWKEHMHM (pakuuu BbIOpOca/cepieuHoOn
HEJOCTAaTOYHOCTU JH0OOM, 1100 BhIEe 3- CTENEHU TSKECTH, y NalMEeHTOB B TpyIe

JeHBaTUHUO + 3Bepoiaumyc coctaBuia 15,7 u 32,8 Heselab COOTBETCTBEHHO.

PO

B xone knmuanveckoro uccnenopanus ®aswer [ (Mccnenoranue 309) coobmanock o cepaeuHon
mucynkiun y 1,0 % nmanueHToB B TpyIme JeHBaTUHUO + nemOponusymad (Bkimogas 0,5 %
ciydaeB 3-il cTeneHH TsHKECTH M BbIlIe). MeanaHa BpeMeHH /10 Havaja peakiMi COCTaBUiIa
112,0 nqueit. Monudukanuu n03sl JeHBaTuHMOa npou3onuin y 0,5 % marueHToB (MpepbriBaHUE

10361 y 0,2 %, cumkenue 10361 y 0,2 % u ormena neuenus y 0,2 %).

Cunopom 3aomnei obpamumou suyeparonamuu (PRES)/cunopom obpamumoii 3aomneil

netikoanyegparonamuu (PRLS) (cm. pazoen 4.4)

JPLDK

B xone ocnoBHoro kinHnveckoro uccnenoBanus ®aszel 111 SELECT 3aduxcupoan 1 cinyyaii

PRES (2-i1 cTenieHu TshKECTH) B TPYIIIE JICHBATUHUOA, U HA OJTHOTO CITydasi B TPYIIIE Mianeoo.
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r'P (MOCNEODBATENBEHOCTE 0003)

B xone ximunyeckoro uccnenoBanus ®@asel |1l REFLECT 3adukcuposan 1 cimyuaii PRES
(2-# crerenu TSHKECTH) B TPYIINE JICHBATHHUOA.

Cpenu 1823 manueHTOB, MOTYYaBIIUX MOHOTEPAIUIO JICHBATHHUOOM, OBLIO 3apKCHPOBAHO
5 cayuaeB (0,3 %) PRES (Bxmouas 0,2 % ciydaeB 3-if u 4-il cTeneHu TSXKeCTH), BCE W3

KOTOPBIX Pa3peIInINCh TOCIE MPEeKpaIleH s U/UIM TPUOCTaHOBKHU TEPAIvu.

1IKP

B xonme xnmHMuYeckux uccnenoBanuil y manueHToB ¢ [IKP 3aduxcupoBan 1 ciayuait PRES
(3-ii cTerneHu TSHKECTH) B TPYIIIE JICHBATUHMOA, TIpoM3oIie/ il mocie 18,4 Hemenp Tepanuu.
B rpymnmne nenBatuHHO + 3BEpOIMMYC M B TpyIMIe MOHOTEPANIUU IBEPOIMMYCOM HU OJHOTO

cirydast He 3apUKCHpPOBaHO.

T'enamomoxkcuueckoe deticmeue (cm. pasoen 4.4)

JIPIIDK

B xome ocuHoBHOro ximuHmueckoro uccienosanuss Pazel [II SELECT wmaubonee wyacteie
HE)KeNaTeNIbHbIE PEaKIMH CO CTOPOHBI TMEUYeHW BKIIOUaNM TunoanbOymuHemuro (9,6 %
MAIMEHTOB B Tpymre JieHBatnHuOa u 1,5 % mammeHToB B rpymie riarne0o), MOBBIIICHUE
aktuBHOCTH (hepmenToB neueHn — AJIT (7,7 % nanmentoB B rpynme JeHBatuanOa u 0 %
nanueHToB B rpynme 1wiane6o) u ACT (6,9 % mnanuenToB B rpynme jeaBaruanOa u 1,5 %
MAIMEHTOB B TpyIIe Iamnedo), a TakKe MOBBIIIEHHE KOHIEHTpalluu OuinpyOruHa B KpPOBU
(1,9 % mauuenToB B rpymnme JeHBaTMHHOa U 0 % manueHToB B rpynme mianebo). Mennana
BPEMCHH JI0 BO3HHKHOBCHHSI HAPYIICHWH CO CTOPOHBI TICUEHH Yy MAIMEHTOB B TPYIIIE
nenBaTUHHOA coctaBmia 12,1 Henenu. Peakuuu co cTOpoHBI IeYeHU 3-i CTENEHU TSKECTH U
BbIIIIE (BKJIIOYAsl OJMH CIydyail MeYeHOYHOW HEeOCTATOUYHOCTU 5-M CTENEeHU TSHKEeCTH) UMETH
MecTOo y 5,4 % malueHToB, MoMydaBIIuX JIeHBaTUHUO, u y 0,8 % MaIMeHToB, MOJy4aBIIuX
rutane6o. Peakimu co CTOPOHBI TICUEHU TMPHUBOIMIA K BPEMEHHOUW MPUOCTAHOBKE JICUCHUS Y
4,6 % manueHToB, K CHIKEHUIO J103bI JIeHBaTUHUOA — Y 2,7 % MaieHToB U K MOJTHOW OTMEHE

npenapara —y 0,4 % nanueHToB.

ryp

B xone xmuanyeckoro ucciaenosauns @aszel |11 REFLECT manboiee yacteie HexenareabHbIE
pEaKIMK CO CTOPOHBI MEUEHH B TPYIIE JEHBATUHHOA BKJIIOYAIIM MOBBIIICHUE KOHIEHTPAIUU
ounmupyouna B kposu (14,9 %), nossimenue aktuBHoctu ACT (13,7 %), moBbleHHE

aktuBHoct AJIT (11,1 %), runoansOymunemuto (9,2 %), ne4eHOUHyIO SHIE(aronaTUIo
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MY OTYETY

AKTUBHOCTH IMIENOYHON (ocdarazel kpoBu (6,7 %). Menuana BpeMeHHU J0 BO3HUKHOBEHHS
renaToTOKCUYECKUX HEXKEIaTeIbHbIX peaklMii cocTasisiia 6,4 Heaelb.

['enaroTokcuyeckre HeKeNnaTeNIbHbIE peakluy 3-i CTEeNeHH TSHKECTH U BhIlE HAaOII0JalIuCh y
26,1 % mnanueHToB B rpynne JeHBaTuHHOA. IledeHouHas HeZOCTATOYHOCTH (BKIIOYAs
CMepTenbHbIE HCXO/Ibl) HabMoaanach y 3,2 % mnanueHToB (Bce ciayyan 3-i CTeNeHH TSKECTH U
BhIme). [ledenounas suuedanonatus (Bkirodas 4 CMEPTEIbHBIX HMCXO0J1a) HaONI0manach y
8,4 % mnauuenTtoB (B ToMm umcie 5,5 % ciydaeB 3-i cTeNeHU TSDKECTH W Bbllie). B rpymme
nenBaTuHuOa pousonuio 17 (3,6 %) ciyuyaeB cMepTH U3-3a MPOSIBICHUN T'eaTOTOKCUYHOCTH
u 4 (0,8 %) cimydas cmeptu B rpynne copadennba. I'emaToTokCcHUecKue HEKeNaTelbHbIC
peakuMy TPUBOIWIM K BPEMEHHOW NPUOCTAHOBKE JIEYCHHs JIeHBaTHHHOOM y 12,2 %
MAIMEHTOB, K CHIKEHUIO 10361 — Y 7,4 % MalMeHToB | K MOJIHOI OTMeHe mpenapaTta —y 5,5 %

HannucHTOB.

1IKP

B xone xnmuandeckoro uccienosauus Pasel |11 CLEAR Hanboee yacTeIMU HEXENATEIbHBIMA
peaKusMU CO CTOPOHBI IIEUYEHU B TPYIINE, [TOIy4aBIei JeHBaTHHHUO + meMOponu3zymab, Obuiu:
MOBBIIIICHUE AKTHMBHOCTH (EPMEHTOB II€YCHH, BKIJIFOYAs TNOBBINICHHE aKTUBHOCTH AJIT
(11,9 %), ACT (11,1 %) u ounupy6una B kpoBu (4,0 %). [Togo0HbBIC COOBITHS TPOU3ONLIH B
rpymnmne, noiyyaBiiei cyHUTHHHO, ¢ yactotou 10,3 %, 10,9 % u 4,4 % COOTBETCTBEHHO.
Menuana BpeMeHHM JO TOSIBICHUS PEaKIUil cO CTOPOHBI Me4YeHH cocTaBisia 3,0 Mecsia
(Jr000¥M  CTETeHW TSHKECTH) B TPYINE, IMOJydYaBIIeld JIGHBAaTHHUO + memOposim3ymad, u
0,7 mecsitia B TpyIine, mojy4yaBiied cyHuTHHUO. Peakium 3-i cTereHu TSHKECTH CO CTOPOHBI
nevYeHn HaOmroAanucek y 9,9 % manueHToB, MOMyUYaBIINX JIEHBATUHUO + meMOponu3ymal, u 'y
5,3 % mnanueHToB, MOJYYaBIIUX CYHUTHHHO. Peakiuu co CTOpOHBI TEUEHU NPUBETH K
MPEPHIBAHUIO TpUEMa W CHIDKCHHWIO J03blI JieHBaTHHUOa y 8,5 % u 4,3 % mnanueHTos,
COOTBETCTBEHHO, U K IOJHOU OTMeHe JeHBaThuHuOa y 1,1 % marueHTos.

B xonme ximHuyeckoro uccneaoBanus 205 Hambomee dacThle HEKENATEIbHBIE PEAKIUU CO
CTOPOHBI TMEYeHH BKIIOYANlM MOBBbIIIeHHE akTUBHOCTH (hepmeHTOB meueHu (AJIT — B 9,7 %
ciyuaeB, ACT — B 4,8 % ciydaes, menounoit pocdarassl — B 4,8 % ciayyaeB u ounupyOuHa —
B 3,2 % cnyuaeB). MenuaHa BpeMeHHU O BO3HUKHOBEHHS HAPYIICHHI CO CTOPOHBI MEUEHU
0001, 1100 BhIIIIE 3-i CTETIEHU TSKECTH, Y TAIIMEHTOB B TPYIIIE JICHBATUHUO + IBEPOIUMYC,
cocrasisuia 6,7 u 14,2 Henens coorBeTcTBEHHO. Cilydan HapyIIEHU CO CTOPOHBI IEYEHN 3-1
CTCTICHH TSDKECTH 3apETUCTPHPOBAHBI Y 3,2 % MalMeHTOB B TPYIIIE JICHBATUHUO + YBEPOTHMYC.

HapymeHmI CO CTOpPOHBI IICYCHHU ABJAINCH HpI/I‘lI/IHOﬁ MNpepbIBaHUA WX CHHUXCHUSA HOO3bL
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Tepanuu y 3,2 % nanueHToB.

PO

B xone wimmnunueckoro wucciuenoBanus @®azer Il (HMccnepoBanune 309) coobmanocs o
renaToTOKCUYHOCTH Yy 33,7 % MmanueHToB B Ipymie JeHBaTUHUO + neMOponu3ymad (BKIroyas
12,1 % ciydaeB 3-il cTenmeHH TSDKECTH W BbIlle). MenuaHa BpeMEHH /0 Hadaja Peakiuu
cocraBmia 56,0 nueil. Moaudukanun 10361 JIeHBaTHHNUOA npousonum y 11,3 % mauueHTOB

(npepwiBanue 10361y 7,9 %, cHuxenue 10361 y 3,0 % u orMena nedyenus y 3,2 %).

Tpombosmboruu apmepuii (cm. pazoen 4.4)

JPLDK

B xoxe ocHoBHOTO KimHn4eckoro uccnenoBanus Pasel |11 SELECT ciygan Tpom6oamMboiu
aprepuil 3adpuxcupoBansl y 5,4 % mayeHToB U3 TPYMIbI JeHBaTuHUOa Uy 2,3 % ManueHToB

U3 I'PpYIIIbI nnaue6o .

rip

B xone xnmmuandeckoro uccnenoBanus @assl |1l REFLECT cinyyan TpomGosmbonmmu apTepuii
3aduKCUpOBaHbl y 2,3 % MaueHToB, MOJIy4YaBIIUX JICHBATUHUO.

Cpenu 1823 mnamueHTOB, MNOJYYaBIIMX JIGHBATUHUO B MOHOTEpANUUd B KIMHHUYECKUX
uccienoBanusx, 010 BbIsIBIEHO 10 (0,5 %) cmyuaeB TpoMOGosMOonuu aprepuii (5 ciayyaeB
nH(papkTa MHOKapJa U S5 CiIy4aeB OCTPOTO HApYIICHHUs MO3TOBOTO KPOBOOOpAIEHUs) C

JICTAJIbHBIM HUCXOJ0M.

[IKP

B xome wxmmamueckoro wuccienoanms Paszer |1l CLEAR 54 % mnanwentoB B Tpymie,
noJy4aBieil 1eHBaTuHUO + neMOponu3ymad, cooOany o ciyyasx TpoM003MO0a1K apTepuit
(13 kotopeix 3,7 % wMenu cTemeHb > 3) Mo cpaBHeHHIO ¢ 2,1 % MaIMEeHTOB B TpyIIIE,
nosyyaBmeil cyHUTHHHO (U3 kotopbix 0,6 % wumenu creneHb Tspkectd > 3). CiydaeB ¢
JIETATHHBIM UCXOJIOM HE BBIsIBJICHO. Hambomnee yacThiMu ciiydassMu TPOMOOIMOOTIUN apTepuit
B IpyMIie JeHBaTUHUO + nemMOponu3ymad Obliu ocTpblil HHpapkT Muokapaa (1,7 %) u uadapkr
muokapnaa (1,7 %). Onun crnydait uHpapkra muokapaa (0,3 %) mpowmsomien B Tpymre,
NoJTy4aBIeil CyHUTHHNO. Menana BpeMeHH 10 Hadaljia TpPOMOOIMOOIHN apTepHid COCTaBUIIa
10,4 mMecsina B rpyriie, Nojay4yaBiiei JeHBaTUHUO + neMOponn3ymao.

B xone knmuHnueckoro uccnenosanus 205 ciyyan TpoMO0IMO0INK apTepHid 3aUKCHPOBAHBI
y 1,6 % manueHToB B rpyrnie JeHBaTUHUO + 3BeponuMyc. Bpems 10 BOSHUKHOBEHUS COCTaBHIIO

69,6 nHenens. B rpymme sBeponumyca TpomMO60odMOoIMu apTepuii 3adukcupoBansl y 6,0 %
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nanueHToB (Bkmoyas 4,0 % ciry4aes 3-i cTeneHu Tﬂmec%';lf:ﬁgﬁﬂ%g BATENBHOCTE 0003)

P3

B xone xnunnueckoro uccinenoanust ®assl I (MccnenoBanue 309) coobmianock o ciryyasx
TpomMOoaMOonuK aprepuid y 3,7 % MNanueHToB B TpyIIe JIEHBAaTMHUO + meMOposn3zymad
(Brirovast 2,2 % ciydaeB 3-i cTeneHU TSKECTH U Bbilie). MeauaHa BpeMEHH 10 Hayaia
peakiuu coctaBmwia 59,0 mueil. Monudukanuu 103bl JeHBaTHHUOA npousouud y 2,2 %

nanrenToB (nmpepbiBanue 10361 y 0,2 % u ormeHa sieuenus y 2,0 %).
Kposomeuenus (cm. pazoen 4.4)

HAPIDK

B xone ocHoBHOro kimHuueckoro uccienoanuss ®assl 11l SELECT kpoBoTeueHus ObLin
3aperucTpupoBansl y 34,9 % manueHToB B Tpymnie JieHBaTHHUOA (U3 KOTophiX 1,9 % umenn
crenenb > 3) u 'y 18,3 % nanuentoB B rpymnmne 1ianedo (u3 kKotopsix 3,1 % umenu creneHb
> 3). Buabl kpoBOTeueHUH, 4acTOTa KOTOPBIX B IpyIIIe JieHBaTuHUOa Obiia Ha > 0,75 % BblIIIe,
4YeM B rpyIme miarnedo, Bkirodanu: HocoBoe kpooredenue (11,9 %), remarypuro (6,5 %),
kpoBonoarek (4,6 %), kpoBoTeuenue u3 nece (2,3 %), remaroxesuto (2,3 %), KpoBOTEUCHUE
u3 npsamoi kumku (1,5 %), rematomy (1,1 %), remoppounansuoe kpooreuenue (1,1 %),
KpoBoTeuenue u3 ropranu (1,1 %), nerexuto (1,1 %) 1 KpoBOU3NIUAHUE B OYXOJIb TOJIOBHOTO
mo3sra (0,8 %).

Menuana BpeMeHH 10 TIEPBOTO 3MH30/a KPOBOTEUYEHHUSI B TPYIIE JEHBAaTUHHOA COCTaBUIIA
10,1 negenu. I[lpu cpaBHEHUU TPYMIBI JIGHBATUHUOA U TPYMIBI TU1a1e00 HE ObUIO BBISBICHO
OTIIMYMI TI0O YacTOTe BO3HUKHOBEHHUS cephe3HbIXx peakuuid (3,4 % u 3,8 %), peaxuuid,
notpedoBaBmux orMeHsl jedenus (1,1 % u 1,5 %), a Takxke mpuBeAlINX K MPHOCTAHOBKE

npuema jgerBatuauoOa (3,4 % u 3,8 %) nian k cHkeHuto ero 10361 (0,4 % u 0 %).

rnge

B xome wmuaMueckoro wuccnenoBanus ®aszer Il REFLECT kpoBoreuenmst Obun
3aperucTpupoBansl y 24,6 % naruentoB (Bkimoyas 5,0 % 3-i creneHu TSKEeCTH U BBIIIE).
Cnyyan 3-if creneHM TsHKeCTH HaOmoganuch y 3,4 % MmanueHToB, 4-i CTENeHu TSHKECTH — y
0,2 % marmmenToB u 7 marueHToB (1,5 %) umenn HexKenaTeTbHbIE PEAKIINH 5 CTETICHU TSKECTH,
BKJIFOYAs] TEMOPPAruvecKuii HWHCYJbT, KPOBOTCUEHHUE W3 BEPXHUX OTACIIOB >KEIyJI04YHO-
KHIIIEYHOTO TPaKTa, KUILIEYHOE KPOBOTEUEHUE U KPOBOTEUEHUE U3 TKaHEH ommyxoyi. MeauaHa
BpEMEHU JO0 IMEpBOro 3Mu30Ja KpoBoTeueHus coctaBuina 11,9 nemenu. KpoBoTeuenus
MIPUBOAINA K TIPUOCTAHOBKE Tepanuu y 3,2 %, K CHIKEHUIO 10361 mpenapara —y 0,8 % u

MOJTHOM OTMeHe Tipenaparta —y 1,7 % manueHToB.
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[IKP (NOCNENOBATENLHOCTL 0003)

MY OTYETY

B xone knmuandeckoro uccinenoanus 205 KpoBoTeUCHHs OBLIN 3aperucTpupoBansl y 38,7 %
MAIMEHTOB B TPYIIe JIeHBAaTUHUO + 3Beponumyc (Bkiarodas 8,1 % ciyuaeB 3-if creneHu
TSOKECTU W BbINIe). Peakiuu, Bo3HUKaBIIME ¢ yacTtoToi Oosiee 2,0 %, BKIHOYAIHM: HOCOBOE
KkpoBoteuenue (22,6 %), remaryputo (4,8 %), rematomy (3,2 %) 1 )KeIyI04HOE KPOBOTEUEHUE
(3,2 %).

Meauana BpeMEHH 10 TIEPBOTO 3IM30]a KPOBOTEUCHHsI JIFOOOH, OO0 BhImIe 3-il CTENeHU
TSOKECTH B TPYIINE JeHBATUHUO + 3Beponumyc coctaBuia 10,2 u 7,6 Hefenb COOTBETCTBEHHO.
YacTtoTa BO3HMKHOBEHMS CEPbE3HBIX KPOBOTEUEHUN (BHYTPHUMO3TOBOE KpPOBOM3IMSIHHE,
JKETyJIOYHOE KPOBOTEUEHUE M remMapTpo3) cocraBmia 4,8 %. OTMeHa Tepanuu Mo MpuyuHe
KPOBOTEUCHHI 3aperucTpupoBana y 3,2 % MaIMeHTOB B TPYIIE JEHBATUHUO + 3BEpOIMMYC.
bbul 3aperucTpupoBaH OAMH Clydail JIETalbHOTO KMCXO/a IO MPUYUHE BHYTPUMO3TOBOTO
KPOBOUBJIUSHUSA B TPYIIE JIEHBATUHUO + 3BEPONMMYC U OIHMH CIIy4ail JIETATbHOIO HCXO0/1a 110

IPUYMHE BHYTPUUYEPEITHOIO KPOBOU3IIUSAHUS B IPYIIIE JIECHBATUHNOA B MOHOTEPAIIHH.

PO

B xone xnmunnueckoro uccinenoBanus ®assl 1 (MccnenoBanue 309) coobmanocs o cirydyasx
KpoBoTeueHU y 24,4 % nalnueHToB, NOJy4yaBIIUX JEHBATUHUO + neMOposin3yma0, a peakuuu
3-ii creneHu TskecTH HaOmojganuck y 3,0 % maumeHToB. MeauaHa BpeMEHHM 10 Havaia
peakuu coctaBmwia 65,0 mHeil. Momudukanmu 1o3sl npomsonu y 4,4 % mNanUeHToB

(npepbiBanue 10361 'y 2,2 %, cHuxeHue 1036l y 1,2 % u orMeHa neuenus y 1,7 %).

Tunoxanvyuemust (cm. pazoen 4.4 Yonunenue unmepesana QT)

JIPLIDK

B xoxe ocnoBHoro knmuudeckoro uccrnenoBanus ®Paser 11 SELECT runokansumemust Obiia
3apeructpupoBaHa y 12,6 % nanueHToB, MOJy4aBIIUX JICHBATUHUO, U HU Yy OJIHOIO W3
NalMeHTOB, TMOJy4aBIIMX Iane6o. MeauaHa BpeMEHM JO TMepBOro OOHapyKeHHs
TUIOKAJIbLIMEMUH Y TAIIUEHTOB U3 IPyIIIbl JJeHBaTUHKUOA cocTaBmia 11,1 nenenu.
['unokanbruemus 3-it u 4-i creneHu TsbKecTH uMena Mecto y 5,0 % nanueHToB, Noay4YaBIInX
JaeHBaTuHUO, 1 y 0 MalnMeHTOB, MOJIy4aBIIMX Iulane0o. B GONBIIMHCTBE CilydaeB peakuus
yCTpaHsjach B pe3yibTaTe MOAICPKHUBAIOIIETO JICUEHUS, HE NMPUBOJS K HEOOXOJUMOCTH B
MPUOCTAHOBKE JICUYEHHUS WJIM CHMKEHUS JI03bl JIEHBAaTMHUOA (4TO MMesno mecto y 1,5 % u'y
1,1 % mamueHToB, COOTBETCTBEHHO). Y | ManuenTa ¢ TUMoKaJIbIIeMuel 4-i CTENEHU TSKECTH

npreM JeHBaTHHHOA ObLIT OTMEHEH.
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rup (NMOCNEOOBATENEHOCTE 0003)

B xone knmmanueckoro uccienoBanus @aser |11 REFLECT, runokansiimeMust Ha0roaanach y
1,1 % nmauuentos (Bxiatoyas 0,4 % 3-it cteneHu TsecTH U Bbilie). Ciiydail TunoKajiblIueMUH,
MoTpeOOBaBIINI MPEPHIBAaHUS ITpUEMa JICHBATUHNOA, MMeNT MecTo y oaHoro mamnueHTa (0,2 %)

1 He OBUIO OTMEYEHO CJIy4acB KOPPEKLIUHU JO3bI HIIN ITOJIHOM OTMEHBI npcrapara.

IIKP

B xoxe ximmHMYeckoro uccneaoBanus 205 runokansiimemMus Obiia 3apeructpupoBana y 8,1 %
B TPYIIIE JICHBATUHUO + 3Bepoaumyc (Bkiovas 3,2 % ciaydaeB 3-if CTENIEHH TSKECTH U BBIIIE)
'y 4,0 % nanueHTosB, MoJy4yaBIIuX 3BEPOJIUMYC (HU OJHOTO citydas 3-i CTENeHU TSKECTH U
BbIllIe). Merana BpEMEHH 10 NepBOro 0OHAPYKEHUS TUMIOKAIbIIMEMHUHU JTI000H, THOO BBIIIE
3-ii cTeneHu TsHKECTH B TPYIIE JICHBATUHUO + 3Beponumyc cocTtaBisiia 28,3 u 45,9 Henenb
COOTBETCTBEHHO. 3aperHCTPUPOBAH OJWH CIIyYail THITOKAJIBIMEMHUU 4-i CTETICHU TSHKECTH,
BBI3BaHHOI Tepanueil. [ umokanpiueMus He MPUBOIUIA K IPUOCTAHOBKE JICUCHHSI, CHUKEHHUIO

J03bI IIPEIIapaTOB WJIK K UX OTMCHC.

P

B xone xmuanueckoro ucciaenoanus ®asel [II (MccaenoBanue 309) runokanpiuemMus Oblia
3apeructpupoBana y 3,9 % mnanueHToB, MOJy4YaBIIMX JIEHBATUHUO + meMOpoiuzymal, a
peakuuu 3-i creneHu TspkecTd HaOmoganuch y 1,0 % mauuentoB. MenuaHna BpeMeHHU 10
Hayvaja peakuuu coctaBuina 148,0 nueit. Monuduxanuu n1o3sl npousouuid y 0,2 % manueHToB

(mpeprIBaHUE J103BI).

Obpaszosanue pucmyn u cacmpounmecmunanbHas nepgopayus (cm. pazoen 4.4)

JPIDK
B xome ocHoBHOrO KimHHYeckoro wuccaenoBanus @Daser Il SELECT  ciywam

TraCTPOMHTECTUHAILHON Tiepdopanuu U oOpa3oBaHus (Guctyn 3adukcupoBanbl y 1,9 %

MAIMEHTOB U3 rpynmsl JeHBatuHuba u 'y 0,8 % mannueHToB U3 TpymIbl mianedo.

rqp
B xone xnmmuunyeckoro uccnenoanus ®aszel |1l REFLECT ciay4yan ractpouHTeCTHMHAIBHOM
nepdoparuu U obpasoBaHus ¢GucTyn 3adukcupoBaHbl y 1,9 % nanMeHTOB W3 TPYIIBI

JIEHBAaTUHHOA.

LIKP
B xome xnuHuueckoro wuccnepoBanus 205 ciydan nepdoOpaTHBHOIO —amnmeHIuiuTa

3-i creneHH TsHKECTH) 3a(UKCHPOBaHBI 1,6 % NalMCHTOB B TI'PYIIIC JICHBaTHHHO +
5
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9BEPOJMMYC M HH y OJHOTO U3 TAIMEHTOB B mynna%i&%lf—e%'ﬁ’ i Eglli% FIH "l

3BEPOJIIMYCOM.

PO

B xome «xmmamyeckoro wuccienoBanus @azer Il (MccnenoBanue 309) ciyuam
racTpOMHTECTUHANBHON mepdopauuu U oOpazoBanust Quctyn 3apukcupoBanbl y 2.5 %
MAalMCHTOB, TOJYYaBIIUX JICHBAaTUHHO + memOponm3ymad (Bce 3-H CTENEHU TSKECTH).
Menuana BpeMeHH [0 Hayana peakiuu coctaBuia 117,0 mueit. Monpudukamum 0361

npousonuiu y 1,0 % nanueHToB (OTMEHA JICUEHHUS ).
Obpaszosanue pucmyi, OMIUYHBIX OM 2ACMPOUHMECMUHATbHBIX (CM. pazien 4.4)

[Tpu Tepanuu TEHBATHHUOOM COOOIIATIOCH O CIyYasix 00pa3oBaHUs (QHUCTYJI, BKIIOYAs CIIydan
C JIeTambHBIM HcxoioM. Habmronanuck cirydan oOpazoBanus (GUCTY B OpraHax, OTIUYHBIX OT
KeNyJKa WM KUIIEYHMKA NPU HOPUMEHEHHUH [0 Pa3IuyHbIM Moka3zaHusM. O momoOHbIX
cilydasix cooOIIaoch B pa3IMyHOe BpeMs: OT 2 Helelb 10 Oojee 1 rona oT Havana Tepanuu

JICHBaTUHHOOM (MelnaHa COCTaBUIJIa OKOJIO 3 MECSIIEB).

Yonunenue unmepsana QT (cm. pazoen 4.4)

HAPLHDK

B xoxe ocHoBHoro ximHuueckoro uccienoBanust ®azer Il SELECT ciaywyan ymnmmxeHus
untepBasia QT/QTc 3adurcupoBansl y 8,8 % mannueHTOB U3 TPYIIILI JeHBaTHHHOA 1y 1,5 %
NalMeHTOB M3 Tpynnbl manedo. Yacrora BcTpeuaeMocTH yanuHeHus nHTepBana QT Oosee

yeM Ha 500 Mc coctaBuiia 2 % B rpy1re JeHBaTUHHOA U HU OJHOTO B IpyMIie mianeoo.

rqp
B xone xmmumveckoro uccienoanuss @aswl |1l REFLECT cnywanm ynnmuaeHus mHTEpBaia
QT/QTc 3adurcupoBanbl y 6,9 % Man@eHToB U3 Ipymnmbl JieHBaTHHUOA. Cllydan yJUTMHEHUS

untepBasia QTCF 1o 3Hauenus 6onee 500 mc coctasuiu 2,4 %.

[IKP

B xone knmunngeckoro uccinenoanus 205 ciayyau yanuHeHus uarepaia QTC Gonee yem Ha
60 mc 3adukcupoBanbl y 11 % manueHToB B TpyIine JIGHBaTUHUO + sBeponumyc. Cioyuan
yamuHeHus naTepBasia QTC 1o 3HaveHus 6osree 500 Mc 3adukcupoBansl y 6 % MAIUESHTOB B
rpyrmre JeHBaTuHUO + sBepormmyc. CiydaeB yanuHeHus naTepBaia QTC 1o 3HaueHus Oonee

500 mc nnu 6osee yem Ha 60 MC B rpyIIe MOHOTEpAIUU IBEPOIMMYCOM He 3aUKCUPOBAHO.
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PD (NOCNEAQCBATENEHOCTE 0003)

B xone xnmnnueckoro uccienoBanuss ®aswl III (MccnenoBanue 309) ciayyan yaauHeHUsS
untepBasia QT 3adukcupoBanbl y 3,9 % mnanueHToB, IONYy4YaBIIMX JIGHBAaTHHHO +
nemOponnzymabd (Bkiroyast 0,5 % cimyuyaeB 3-if cTemeHu TsbkecTH). MenuaHa BpeMEHH J10
Havayia peakuuu coctaBuia 115,5 agueit. Moaudukanuu no3s1 npousonuin y 0,7 % manueHToB

(mpepsiBanue 10361 y 0,2 % u cHuxenue 103sl 'y 0,5 %).

Tosviuenue ypoeus TTI' 6 kpoeu (cm. pasden 4.4, Hapywenue cynpeccuu ypoeus TTI 6

KPOBU/OUC@yHKYUS WUMOBUOHOUL Jiceie3bl)

JIPIIDK

B xone ocHoBHoro kinuHu4eckoro uccienoBanus ®aswl 11l SELECT yposens TTI Ha aTame
BKJIIOUEHUS B iccliefioBaHue cocTaBisui 0,5 M en/n winu meHee y 88 % manueHToB. Y MalueHToB
¢ HopManbHbIM ypoBHEeM TTI B 57 % cinydaeB HaOMI0JaI0Ch €r0 MOBBIINICHUE Y TAIMEHTOB,

MOJTyYaBIIUX JICHBATHHHO, IPOTHB 14 % cirydaes B rpymnie mianeoo.

rap

B xozne kmuamueckoro uccnenoBanus @assl 1| REFLECT yposens TTI Ha sTane BKIIIOYSHHS
B HCcleloBaHHEe ObUT HIDKE BEpXHEro mnpezaena HOpMel y 89,6 % mnauuentoB. IloBelmeHue
ypoBHst TTI Bbllie BepXHEro mpejesia HopMbl Ha0I01a10Ch IOCIe Hadana tepanuu y 69,6 %

ManucHTOB, IPUHUMABIINX JIEHBAaTHHHUO.

lIKP

B xonme kmuamueckoro mccnenoanusi ®aszer |1l CLEAR rumotupeos passuwics y 47,2 %
NalMEeHTOB B IPyIIie, NOdy4aBIIel JeHBaTHHUO + neMOponu3ymal, u'y 26,5 % nanueHToB B
rpymnmne, nojyyaBiiell CyHUTHHHUO. B 11enom GONbUIIMHCTBO CITydyaeB TMIIOTHpEO3a B TPYIIIE,
nojilyyaBlieil JieHBaTMHUO + mnemOponu3ymal, Obuto 1- uam 2-H CTENEHU TAKECTH.
['mnotupeo3 3-i cTemeHu TsHKECTH ObUT 3apeructpupoBad y 1,4 % manueHTOB B TpymIie,
noJjiyyaBieil jJeHBaTMHMO + memMOposn3ymMad, MO CpPaBHEHUIO C OTCYTCTBHEM B TpYIIIIE,
nojy4aBileil CyHUTHUHUO. Y manueHToB ¢ HopMainbHbIM ypoBHeM TTI Ha sTane BkiItOYeHUs B
uccnenoBanue noseimieHre ypoHs TTI Habmonanocs y 85,0 % manueHTOB, MOMTy4aBLIMX
JeHBaTUHHO + meMOpoan3yMa0, 1o CpaBHEHUIO € 65,6 % marMeHToB, MOJIYYaBIINX CYHUTUHHO.
VY nmauumeHToB, MOMyYaBIIMX JEHBATHHUO + memMOpoan3yMal, cilydyan TUIOTHPEO3a MPUBETH K
MOU(UKAIIMK J103bI JIEHBaTUHHOA (CHUKEHHE WK MTpepbIBaHue puema) y 2,6 % manueHToB
U K OTMEHe JIeHBaTuHHOA y 1 nmanueHTa.

B xone xnuHMueckoro wucciepoBanus 205 runotupeo3 ObuLl 3apeructpupoBad y 24 %

NAllMEHTOB B TpPYIIE JIEHBaTUHUO + 3Bepoaumyc U y 2 % MalUeHTOB, MOTy4aBIINX
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O N2
3BEPOJMMYC B MOHOTEpanuu. Bee cimydan runorupeosa 'A_Iran—l'l':eq'l 1§Ba¥%H+'aBgnozrllr/IM\/c

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ObuTM 1-i uim 2-i CTENeHH TshKeCTU. Y MalMeHTOB ¢ HopMaibHbIM ypoBHeM TTI B 60,5 %
Cily4aeB HaOJIOJANOCh €ro TMOBHIIICHHWE B TPYIIE JIGHBATUHUO + 3BEPOIUMYC MPOTHB HU

OIHOTO CiIydas B I'pyIII€ MOHOTEpAIIUH 3BEPOJIMMYCOM.

PO

B xoxe xmmamyeckoro ucciaepoanus Daser Il (MccnemoBanume 309) rumotupeos3 ObLI
3aperucTpupoBan y 68,2 % nanueHToB, MOTyYaBIIUX JCHBATHHHUO + IeMOponu3ymab, peakiuu
3-ii crenenu TspKecTH HaOmonanmuck y 1,2 % manumeHToB. Meamana BpeMEHH 10 Hauaia
peakuuu coctaBisuia 77,9 mHed. Mopudukaruu 10361 npou3onuid y 3,4 % mnaiueHToB

(mpepbiBanue 10361 y 2,7 %, cuuxenue 1036l y 0,7 % u ormena neuenus y 0,2 %).

Huapest (cm. pazoen 4.4)

HPILDK

B xonme ocnoBHoro kinunuueckoro wuccienoanust ®aser |l SELECT cnydan puapeun
3adukcupoBansl y 67,4 % manuMeHToB W3 Tpynnbl JeHBatuHuOa (Bkimrovas 9,2 % cimydaeB
3-ii cTeneHu TSHKECTH U BbIIe) Uy 16,8 % manueHToB U3 rpymniisl ianedo (HU OJHOTO Cirydast

3-i CTETeHH TSXKECTH U BBIIIIE).

r'qp
B xone xmmanyeckoro uccnenoBanus ®asel |1l REFLECT cnyuyan nmuapeun 3adukcupoBaHsl y

38,7 % nanueHToB U3 rpynibl J€HBAaTUHHOA.

lIKP

B xone xnmHuueckoro wuccienoanus 205 cioywyam auapen 3adukcupoBanbl y 80,6 %
NalMEeHTOB B IpymIe JeHBaTHHUO + sBeponumyc (Bkitoyast 21,0 % ciaywaeB 3-i creneHu
TsKeCTH U BbIe) U 'y 34,0 % manueHToB B IpyIie MOHOTEPAIIMU 3BEPOJIMMYCOM (BKIHOUAst
2,0 % cmydaeB 3-i cTeNeHH TSXKECTH W BbllIe). MeauaHa BpeMEHH /10 TIEPBOTO MPOSBICHUS
nuapen Jito0oi, n1ubo Beime 3-i cTENeHW TSKECTH B IpylIe JEHBATMHUO + 3BEpoIMMYyC
cocraBmia 4,1 u 8,1 Hexmenb cooTBeTCTBEHHO. Jlnapes Obuia Hambosee 4acTOW NMPUUMHON
CHIDKEHHSI J103bl MpernapaToB, MPUOCTAHOBKU JEYeHHS M Oblla yCTOMYMBOW, HECMOTpS Ha

CHHMXXCHHCEC JTO3bI. vy OOHOI'0 MauueHTa AUaped MpUuBEiia K OTMCHEC JICUCHUS.

P
B xome wxmmHMYeckoro wuccinenoBanus Paszer Il (HMccnemoBanme 309) numapest Obuta
3aperucTpupoBaHa y 54,2 % manuMeHToB, MOJyYaBIIUX JICHBATHHHO + meMOponn3ymad

(Bxumrouast 7,6 % cimyuaeB 3-i CTETIEHU TSDKECTH U BBILIE).
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IIpoune ocoOble ONVIISIIIHNA

HauueHmbl noOJ2HCUI020 803pacma

HPIDK
[TatenTsl B BO3pacTte 75 JIET M CTaplie MMEIH 0ojiee BBICOKYIO BEPOSTHOCTb Pa3BHTHUS
apTepuaJIbHON TUNepTeH3Un 3-i WM 4-i CTENEHU TSKECTH, NPOTEUHYPHM, CHMKEHUS

alneTruTa U Acruaparainyu.

rqge

[TauuenTsl B BO3pacTe 75 JIeT M CTaplle MMeIM 0Oojiee BBICOKYIO BEPOSITHOCTb DPa3BUTHUSA
apTepuanbHON TUNEPTEeH3UU, IPOTEUHYPHH, CHWKEHMs alleTUTa, aCTeHUH, JerujpaTralyi,
TOJIOBOKPY)KEHUH U TIeueHOYHOH »Huedanonaruu. [leueHounas sHIedanonaTus BCTpevaiach
OoJiee yem B JiBa pasa yalle y maiueHToB B Bo3pacte > 75 net (17,2 %), yem y manueHToB
wiagme 75 ner (7,1 %). IledeHounas sHuedanonaTvs, Kak MpaBuio, Oblla CBs3aHa C
HEeOJIaronpusATHBIMUA XapaKTepUCTUKAMU 3a00JIeBaHUs Ha 3Talle BKIIOYCHMS B MCCIEI0OBaHUE
WIM C MPUMEHEHUEM COMYTCTBYIOIIMX JIEKAPCTBEHHBIX cpeAcTB. HexenarenbHble sBIIECHUSA,
CBsA3aHHbIE C TpoMOo3MOosiMel apTepuid, Takke HaONIOAANUCH 4Yallle Yy JaHHOM TIpYMIIbI

HannucHTOB.

1IKP
[TaruenTsl B Bo3pacte 75 jeT u crapiie uMmenu 6ornee BhICOKy0 (> 10 % pa3Huiia) yactory

Pa3BUTHS IPOTEUHYPUH, YEM MALIMEHTHI B Bo3pacTe < 65 JeT.

llon

HAPLHDK

Y nanueHToB JKEHCKOro Iojla HaOMI0JaloCh MOBBIIIEHHE YacTOThl BO3HUKHOBEHUS
apTepHalIbHON TMIepTeH3UH (BKIItoYas ciydau 3-il U 4-il CTeneHu TsHKECTH), IPOTEUHYPHH U
cunaapoma JIIID, Torna kak y nmanyeHTOB MY’KCKOTO I0J1a OTMEYAJIOCh MOBBIIIEHNUE YaCTOThI
CHIDKEHMsS (pakuuu BbIOpoOca, a TaKKe CIy4aeB TaCTPOMHTECTHHANBHOM mepdopauuu u

o0OpazoBaHus HUCTYII.

rqge

VY manueHToB JKEHCKOro MoJia yaille HabJro1anach TUIepTeH3 s, yTOMIIIEMOCTb U YJUIMHEHNE
uaTepBasia QT Ha OKI'. Y MyXunH HaOIF01I0CHh TIOBBIIEHUE YaCTOTH qucGoHuu (26,5 %),
Mo cpaBHeHMIO C keHuHamu (12,3 %), CHIKEHHMS Beca W CHUXEHHUS KOJIMYECTBA
TpoMOo1HTOB. [leueHoUHast HEIOCTATOYHOCTh HAOIOAANIACh TOJIBKO Y MAIIMEHTOB MYMXCKOTO

I1oJia.
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1IKP (NOCNEQCBATENEHOCTE 0003)

YactoTa BO3HUKHOBEHHS TMAPEH Y MYYUH ObLIa BbImIe (pazuuna > 10 %), yeM y >KeHIIHH.

Pacosas I’lpuHGOﬂ&’)fCHOCWlb

HAPHDK

B cpaBHeHUU ¢ manuMeHTaMy €BPOIIEOMIHOM pachl NAMEHThl a3UAaTCKOr0 MPOUCXOXKIECHHUS C
JPHK wmenu Ooyiee BBICOKYIO YacTOTy BO3HHMKHOBEHHS TepU(EepUUECKHX OTEKOB,
apTepuaJIbHON  TUIEPTEH3MM,  yToMmigseMocTH, cuHapoma JIIID,  mporennypuu,
TPOMOOLIMTONIEHUH, a Takke MoBbleHUs ypoBHS TTI. SmoHipl mmenu Oojiee BBICOKYIO
YaCTOTy apTepHaTIbHON THUNEPTEH3UU 3-Ml Wik 4-i CTENEHU TSKECTH, CHUKEHUS amlmleTvTa,

YTOMIISICMOCTU U TpOM6OI_II/ITOHCHI/II/I 0 CPAaBHCHUIO C APYI'UMHU MMALIMCHTAMMU.

rype

B cpaBHeHuHU ¢ manpeHTaMu €BPONEOMJIHON pachl MAMEHTHl a3MATCKOrO0 MPOMCXOKICHHS C
I'IP umenu Gosee BHICOKYIO YaCTOTY BOSHUKHOBEHUS MpOTeuHypun u cunapoma JII13, Torna
KaK MaIMEHTHI €BPOIICOUTHON Pachl UMEH OOJIBIIYI0 YACTOTY BOSHUKHOBEHUS YTOMIISIEMOCTH,

IMEYCHOYHON SHHeq)aJ'IOHaTI/II/I " OCTPOIo MOBPCIKACHUA ITIOYCK.

IIKP

[TaniueHTHl a3MATCKOTO MPOMCXOXKACHHUS UMETU OoJiee BBICOKYIO (> 10 % pa3Huna) 4actoty
BO3HUKHOBeHUs cuHipoMa JII1D, mpoTrenHypun u runotrpeos3a (BKJIr0Yas HOBBIIIEHUE YPOBHS
TOPMOHOB IIMUTOBUHON Kelle3bl B KPOBH), UeM MAIlMEHTHI €BPOMEOHUIHOM pachl, B TO BpeMs
KaK MaleHThl eBPONEOUTHOM Pachl Yallle CTpagalnd YTOMIIEMOCTbhIO, TOIIHOTOM, apTpajirueH,

PBOTOM M aCTEHUEM.

HauueHmbl C Haauvuem apmepuaﬂbﬁod cunepmeHn3uu Ha smane 6KJI04YeHUA 6 uccneoosanue

JPIIDK

yr[aIII/IGHTOB C HAJIMYHNEM apTepI/IaJII)HOfI TMIICPTCH3WH Ha 3TAIIC BKIIFOYCHUSA B UCCIICIOBAHUC
ObUTa 0OHapykeHa 0oJiee BHICOKAsl YaCTOTa apTepUaIbHON TUIIEPTEH3UH 3-i win 4-i cTeneHun
TSOKECTH, TPOTEHMHYPHH, AMAPEH U JAeTUApaTalii, a Takke Ooyee Ccepbe3Hble CcIydau
JOEeTUapaTaly, apTepUaTbHOM  TUNOTEH3MH, TPOMOOIMOONIMK  JIETOYHOW  apTepuu,
3JI0KQY€CTBEHHOTO IUIEBPAJIbHOTO BBINOTA, (GUOPMIUISILIMM TpelcepAuid M CHUMIITOMOB CO

ctoponsl JKKT (Oosneit B )kuBOTE, TUApPEU U PBOTHI).

1IKP
[TanpeHTHl ¢ HaIM4YUEM apTepHaHLHOﬁ TUIICPTCH3UU HA 3TallC BKIIIOYCHHA B HCCICIOBAHHC

uMenn 0ojee BBICOKYIO YaCTOTY BO3HUKHOBCHUS IPOTCUHYPHUH.
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Iayuenmul ¢ Hapywenuem ynKyuu neveHu

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

HAPHDK

[TarueHTsl ¢ HapylieHHeM (DYHKIIUU TICYEHU UMeNn 00Jiee BBICOKYIO 9acTOTYy apTepHaIbHON
runepreHsun u cuaapoma JIII3, a Takke 6oJiee BEICOKYIO YaCTOTY apTepUATbHOMN THIIEPTESH3UU
3-i win 4-ii CTEeNeHu TsHKECTH, aCTEHUH, YTOMIISIEMOCTH U THIOKAJIBIUEMUH, B CPABHEHUH C

NalUeHTaMHu ¢ HOpMaJIbHOHN (PYHKIIMEH MeYeHH.

e

[MTaruenTsl ¢ I'LP u ucxomubiM mokaszarenem 6 6amioB mo mkane Yaitna-Ilsio (okomo 20 %
nanueHToB B uccnenopannn REFLECT) umenu Gosiee BBICOKYIO YaCTOTY CHYKEHHS alllIeTUTA,
YTOMIIIEMOCTH, IPOTEUHYPUH, IEUEHOYHOH SHIE(ATONATHH U IE€YEHOUYHONW HEJOCTATOYHOCTH
[0 CPaBHEHHMIO C TEMM, Y KOI'O MCXOJHBIH IoKa3aTenb cocraBwil 5 OamnoB. Ciydan

I'€IIaTOTOKCUYHOCTHU U KpOBOTe‘-IeHI/H\/JI TaKXEC HaGJIIOIlaJII/ICI) qJamie y TaKux ManucHTOB.

HGI/!MEHmbl C HapyuieHuem qbyHKl/;l/ll/l nodiexk

APIDK

VY manueHToB ¢ HapymeHueM (DyHKIMH IOYeK Ha JTare BKIIOYEHHUS B HCCIICAOBAaHHUE Yalle
00HapyXUBAIKNCh apTepuaibHasi TUIEPTEH3Us 3-i UK 4-il CTENEHU TSHKECTH, POTEUHYPUS,
yTOMJIIEMOCTh, CTOMATHUT, Hepupepuyeckre OTEKH, TPOMOOLUTONEHUs, AeruapaTaius,
yanuHenue uHtepBasia QT, rumorupeos, rumnoHarpueMus, mnossiieHue ypoBHs TTI wu
ITHEBMOHMSI B CPaBHEHHH € MallMeHTaMu 0e3 HapyiieHus GyHKun noyek. Kpome roro, y aTux
MTALECHTOB Yallle BCTPEYAINCh PEAKIIMU CO CTOPOHBI ITOYEK, a TAKXKE OTMEYAIACh TEHICHIIHS K

IOBBIIICHHUIO YaCTOThI HapymeHI/Iﬁ CO CTOPOHEI IICYCHU.

rip

VY manueHToB ¢ HapylleHHeM (DyHKIMM MOYEK Ha JTare BKJIIOYEHHUS B HCCIIEOBAaHHUE dallle
00Hapy’KUBAINUCh YTOMJISIEMOCTb, THIIOTUPEO3, JeTUApaTalus, Auapes, CHIKEHHE anmeTuTa,
IPOTEUHYpUSI M TMeuyeHouyHass sHuedanonartud. Kpome Toro, y 53THX MalMEHTOB 4Yalle

BCTPEYAINCh PEAKIUU CO CTOPOHBI MOYEK U TPOMO03MOO0INU apTEepHil.

Iayuenmuol ¢ maccoti mena menee 60 ke

JIPIIDK

[Tatimentsl ¢ HU3KOM Maccoil Tenma (MeHee 60 kr), mmenu Oojiee BBICOKYIO YaCTOTY
BO3HUKHOBeHHUs cunapoma JIIID, mporenHypun, runokanblieMuu 3-il wiu 4-i cTeneHu
TSOKECTH U TUIIOHATPUEMUH, & TaKXKe CKIIOHHOCTh K 00Jiee BBICOKOI BEPOSITHOCTH CHIKEHHS

arnrmeTuTa 3-1 min 4-i CTereHU TAKECTH.
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DCNENOBATENBLHOCTE 0003)

L
Coo0111eHrEe 0 T0JI03pEBAEMBIX HEKEIATEIbHbIX peaKL[I/I;&I

BaxHo cooOmare O MOA03peBAaEMBIX HEXKENATENbHBIX pPEaKUUsAX IMO0CIe PEerUCTpauu
npernapara ¢ LeNbl0 00ecredeHrsT HEMPEPHIBHOTO MOHUTOPHHIA COOTHOIICHUS «II0Jb3a —
PHUCK» JIEKapCTBEHHOTO Ipenapata. MeaunuHCKUM paboTHUKAM PEKOMEHIYETCsl COO0IaTh O
JT00BIX TOA03PEBAEMBIX HEXKENATEIbHBIX pEaKUUsAX JIEKapCTBEHHOIO Ipernapara uepe3
HaIlMOHAJIbHBIE CHCTEMBI COOOIICHUS O HEXKENATENbHBIX PEaKUUsSX TOCYJapCTB — YJICHOB

EBpa3uiickoro 53KOHOMHUYECKOr0 COK03a:

Poccuiickas @enepanus

®denepanbHas cayx0a 1mo Haa30py B chepe 3apaBoOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBsHCKas TUIOIMIAb, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Caiit B H(}OPMaIMOHHO-TEIEKOMMYHHUKAITTOHHOM ceTn «HTepHETY:

www.roszdravnadzor.gov.ru

Pecniy6nuka Kazaxcran

PecnyOnukaHckoe TrocylapcTBEHHOE NPEANPUSATHE Ha IpaBe XO3SWCTBEHHOIO BEACHUS
«Hanmonanbublii LleHTp 3KCHEepTH3bl JIEKAPCTBEHHBIX CPEJICTB U MEIUIMHCKUX H3IeNIUi»
KomuTeTra MeUIIMHCKOTO U (hapMalleBTUYECKOr0 KOHTPOJIsl MUHHUCTEpPCTBA 3/1paBOOXPaHEHUs
Pecniy6nuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. Imanosa, 13 (BLI «Hypcayser 2»)
Tenedon: +7 7172 235 135

DnexkTponnas noyra: farm@dari.kz

Caiit B nH(MOpMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTr « HTepHeT: Www.ndda.kz

Pecny6nuka benapych

Pecniybnukanckoe yHurapHoe mpennpustue «LlenHTp oSkcmepTu3 W ucCHBITaHUH B
3/IpaBOOXPAHEHUID)

Anpec: 220037, r. MuHck, nep. ToBapuieckuii, 2a

Tenedon: +375 17 231 85 14

OnektpoHHas noura: rceth@rceth.by

Caiit B nHGOpPMAIMOHHO-TEIEKOMMYHUKAITMOHHOH cetn « THTepHeT»: Www.rceth.by

PecnyGnuka Apmenus

«Hay4dHBII LEHTp HKCIEepTU3bl JIEKAPCTB M MEIWIMHCKUX TEXHOJIOTMM HMM. aKaJIeMHKa
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0. lNabpuensina»

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5
Tenedon: + 374 60 83 00 73
DnexkTponHas moyra: info@ampra.am

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHHUKAMOHHOM ceTr « HTEepHEeT»: WWW.pharm.am

Keipreizckas Pecrybnuka

JlemapTaMeHT JEKapCTBEHHBIX CPEACTB M METUIMHCKUX u3Aenuid npu MuHuctepcTse
3npaBooxpaneHus Keipreizckoit PecryOnmku

Anpec: 720044, r. bunikek, yiu. 3-sa Jlunus, 25

Tenedon: 0800 800 26 26

Onekrponnas moura: dismi@pharm.kg

Caiit B nH()OpPMALIMOHHO-TEIEKOMMYHUKAITMOHHOM ceTn «HTepHeT»: WWW.pharm.kg

4.9. llepeno3upoBka

CumMnToOMBI

Coo01mranocs 0 nepeno3upoBKe JIGHBATUHUOOM, BKITIOUYas pa3oBblil mpueM 144 mr, 4to B 6 pa3
NPEBBIIIAET  PEKOMEHIYEeMYyI  CYTOYHYH  J03y. OTH  ClIy4al  COIPOBOXIAIUCH
BO3HUKHOBEHHEM HEXKENATCIbHBIX PEAKIUi, COTJACYIOMUXCS ¢ H3YYCHHBIM Tpoduiem
0e30macHOCTH JiIeHBaTWUHMOA (HAMpUMep, BO3HUKHOBEHHE IIOYEUHOW WM CEepJIeYHOU
HEJOCTAaTOYHOCTH), JHOO TMpOTEeKalu TMPU OTCYTCTBUU COOOIIEHUI O HeXKenaTeabHbIX
peakuusx. JletanbHbIi Cily4ail B pe3yibTaTe MOJMOPTaHHON HEIOCTATOUHOCTH MPOU30IIEN Y

NalUeHTa, KOTOPBIN MOJy4ns BHYTPh OJJHOKPATHYIO /103y JieHBaTuHUOa 120 Mmr.

Jleuenune

Cneuuduueckuil aHTHIOT TpU THepeno3upoBke mpenaparoM JlenBatuHuO-IIpomomen
oTcyTCcTBYET. OXKUAAETCs, YTO B PE3YyJIbTaTe BEICOKOM CTENEHU CBA3BIBAHUSA C OETTKaMU MJ1a3Mbl
JIEHBaTUHUO HE MOABEp)KeH Auainu3y. B ciydae mogo3peBaeMoil nepeo3upoBKH HEOOXOIUMO
npeKkpaTuTh npueMm npenapata JlenBatunuoO-Ilpomomen u, nmpu HeEoOXOAMMOCTH, HayaThb

COOTBCTCTBYIOITYIO MOJACPKUBAIOLIYIO TCPAIIUIO.

5. PAPMAKOJIOTMYECKHE CBOWCTBA
5.1. ®apmakoauHAMHYeCKHeEe CBOICTBA
dapMakoTepaneBTUYECKass  Tpymdmna:  MPOTHBOOMYXOJEBBIE  CPEACTBA;  HMHTUOUTOPHI

MPOTEUHKNHA3; IPYre HHIMOUTOPHI MPOTENHKUHA3.

Kox ATX: LO1EXO08
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(NOCHENORL HOCTE 0003
JlenBaTuHHO ABISETCSA MYJIbTHKHHA3HBIM HHTHOUTOPOM, '%TGDEEHIOEQSXJE’M&HTJGFGHHVIIO

aKTHBHOCTS 1N VItro u in Vivo, a tarxke mpsiMoe TOPMOXKEHHE POCTa OIYXO0JIM B MOJIEIISIX iN VItro.

Mexanunsm neiicTBus

JleHBaTUHUO SBJISIETCST HMHTUOUTOPOM THPO3MHKHHA3HBIX PEIENTOPOB, HW30MpPATEIHLHO
MOJIABJISIIONIUM KHHA3HYK aKTHBHOCTH PEIENTOPOB (PakTopa pocTa SHAOTEIHS COCYIOB
(VEGF) — VEGFR1 (FLT1), VEGFR2 (KDR) u VEGFR3 (FLT4). Taxxe jieHBaTHHHO
OKa3bIBACT WHTUOMpPYIOIIEe BO3JCUCTBHE HA JPYrHe TUPO3UHKHHA3HBIC PEIENTOPHI,
3a/IcCTBOBAaHHBIC B IMPOAHTMOTEHHBIX W OHKOTEHHBIX MEXaHM3MaX, BKIIIOUYas PEIeHTOPbI
daxTopa pocra pudbpobiactos (FGFR1, 2, 3 u 4), ansdha-penentop TpoMOOIUTAPHOTO (GaKTOpa
pocta (PDGFRa), a Takske tTuposunkunasusie perenropsl KIT u RET.

Kpome TOro, neHBaTMHMO TOKa3aJl W30MPATEIBHYIO TMPSAMYI aHTUIPOIH(EPATUBHYIO
AKTUBHOCTh B TEIMATOLEIUTIOJIAPHBIX KICTOUYHBIX JIMHHSX, 3aBUCSIIYI0 OT aAKTHBHPOBAHUS
FGFR omocpenoBaHHOW Tiepenayd CHTHAJIOB, 4TO OOBsCHsAeTcs uHruoOmpoBanuem FGFR
nepeayy JICHBATUHUOOM.

KoMmOuHanwmsi neHBaTHHHOA C 3BEPOJMMYCOM TOKa3aja IMOBBIMICHHYI) AaHTUAHTHOTCHHYIO U
MIPOTUBOOITYXOJICBYIO aKTUBHOCTh B CPAaBHEHUHW C MOHOTEpANKEH TaHHBIMU NIperiapaTaMu, 9T0
MOJITBEPKICHO CHIDKEHHEM Tposinepalui SHAOTSIHATBHBIX KIETOK YEJIOBEKa, CHIDKEHHEM
dbopMUpOBaHUS COCYAUCTON ceTH omyxoiu u cHmxkeHnem VEGF-onocpenoBanHoii nepenaun
CHUTHAJIOB B CHUTHAJIBHBIX CHCTEMax OITyXOJIEBBIX KJICTOK IN VItro, a Takke yMEHbIICHHEM
00BeMa OITyX0JIM B KCEHOTPAHCIUIAHTATHOW MOJICITH Y€JIOBEUECKOTO paKa IMOYKH Y MBIIICH.

B CHHTCHHBIX ONMYXOJIEBBIX MOJEISIX Yy MBIIMICH JIGHBATUHUO YMEHBIIAT KOJIWYECTBO
ACCOLIMMPOBAHHBIX C OIMYXOJbI0 MakpodaroB, yBEIHMYMBAT KOJMYECTBO AKTUBHPOBAHHBIX
[MUTOTOKCUYECKUX T-KIETOK M JIEMOHCTPUpPOBan 0Ooyiee BBICOKYIO MPOTUBOOIYXOJIEBYIO
AKTUBHOCTh B COYCTAHHM C MOHOKJIOHATBHBIMUH aHTHU-PD-1 aHTHTENaMH 1O CpaBHEHHIO C
MOHOTEpANHUEH JAaHHBIMH TIperiapaTaMu.

B3auMocBsI3b MOSBICHUS apTEepUaTbHOM TUIMEPTEH3UH Ha (OHE JIeYSHHs JICHBATUHUOOM C
OCOOCHHOCTSIMU €r0 MEXaHU3Ma JIEUCTBUS OTAENBHO HE M3ydanaach, HO MPEATNOIOKUTEIBHO
pa3BUTHE THIIEPTEH3WU CBS3aHO ¢ MHTHOMPOBAHHMEM perentopa (hakTopa pocta dHAOTEIUS
cocynoB (VEGFR) Broporo tuma, VEGFR2, kiieTok 3HIOTEIHsS COCYI0B. AHAJOTHYHO, HE
U3ydJaliach B3aMMOCBS3b OCOOCHHOCTEH MeXaHHW3Ma ACHCTBHS JICHBATUHHOA C Pa3BUTHEM
MPOTEUHYPUH, TPEANOJIOKUTEILHO €€ BO3HHUKHOBEHHE OOYCIOBIEHO HWHTHOMPOBAHUEM
pernenropoB VEGFR1 u VEGFR2 B mooruTax moue4Horo kiybodka.

MexaHu3M JIeHCTBUS JICHBATHHNOA HAa THITOTUPEO3 TTOJTHOCTHIO HE BBISICHEH.

Ouenka nunrepsaiga QT

OIIHOKpaTHOC MMPUMCHCHUC JICHBaTUHHOA B J03¢€ 32 Mr HE MMPUBOJUIIO K YAJIMHCHUTO UHTCPBAJIa
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QTc cormacHo pe3ynbTaTaMm, MOTYYEHHBIM paMKaQ-l Iﬁml%&ﬁ%@&%'@%icﬁﬁﬁh

BIUsAHUSA Ha nHTepBall QT y 310pOBBIX YYACTHUKOB.

Kinnnanueckas 3dhdhekTUBHOCTL U 0€30IIaCHOCTD

Jughgepenyuposannviii pax wumosuoHo dicenesvl, pehpakmepHwlil K paouoaKmusHOMY o0y
(APLPK)

Uccnenoanne SELECT — MHOTOILIEHTPOBOE paHIOMHU3UPOBAHHOE IBOITHOE-CIIETIOE TUTae0o0-
KOHTPOJIUPYEMOE  HCCJIENOBAaHUE, IPOBEIEHHOE C ydacTueM 392  [alueHToB ¢
T GepeHIIMPOBAHHBIM PAKOM IIUTOBUIAHON JKele3bl, pedpakTepHbIM K pPaJHOaKTHBHOMY
Moy, C PEHTIeHOJOTMYEeCKUMU IMPU3HAKAMH MPOTPECCHpPOBaHUS 3a00JIeBaHUS B TEUCHUE
13 mecsleB 10 BKJIIOYEHUS B HUCCICIOBAHWE. YCTOWYMBOCTh K PAIMOAKTUBHOMY WOy
ompezernsiaach kak | m3mepumoe nmopaxkenue (Wiam Oosee) TuO0 0e3 MOTJoMEeHUs Hola mpu
CKaHHPOBAHMM C pAJAMOAKTUBHBIMU H30TONAMU HojAa, JMOO C MOIJIOLIEHUEM Hoga u
MIPOrPECCUPOBAaHUEM B TeUeHHE 12 MecsIIeB Tepanuy paAuoaKTHBHBIMU U30TONIaMU HO/1a, THO0
C COBOKYITIHOW aKTMBHOCTBIO PaJMOAKTUBHBIX M30TONOB iona > 600 MKu mmm 22 I'bk npu
BBEJICHUU TIOCJEIHEN 1036l HE MEHee 4YeM 3a 6 MecsAleB 0 BKJIIOYEHUS B HCCIIEIOBAaHUE.
Pangomm3anus Obuia crparudummupoBana o reorpapudeckomy peruony (Espomna, CeBepHas
Amepuka u gpyrue crpassl), npeamectBywomeid VEGF/VEGFR-tapretnoit Ttepanuu
(mauuentsl Mornu mpoxoauth 0 wnum 1 mpemmectByomyo VEGFEF/VEGFR-tapretnyro
TEpaIuo) U Bo3pacty (< 65 sieT uimu > 65 5er).

OCHOBHBIMH KOHCYHBIMH TOKa3zaTtelasiMu 3(PPeKTUBHOCTH OBUIHM BBDKHBACMOCTh 0e3
nporpeccupoBanusi (BBII), ompenensiemas ¢ TOMOIIBIO 3aclENICHHONW HE3aBUCHMOMN
PEHTI€HOJIOTUYECKOW OLEHKH C HCIOJIb30BAHUEM KPUTEPUEB OLICHKH OTBETA COJIUAHBIX
onyxoneir (RECIST 1.1). BropuuHble KOHEYHbIE MOKa3aTenn 3(P(HEKTHBHOCTU BKIFOYAIN
yacTtoTy 00bekTuBHOrO oTBeTa (HOO) 1 001110 BRKMBaeMocTh (OB).

[TaruenTsl B rpynne Iuianebo MOTJIM IMOJydaTh JIEGHBaTUHUO B Ciyyae IMOATBEPXKIECHHOTO
nporpeccupoBanusi 3aboneBaHus. COOTBETCTBYIONIME KPUTEPUSM YYaCTUsl TMAIUEHTHI C
u3MepuMbiM 3a0oneBanueM B cooTBeTcTBUUM ¢ RECIST 1.1 Obmu paHAOMHU3HpPOBAHBI B
cooTHomieHuu 2:1 mbo B rpymmy, MogydaBIIyio JIEHBATUHUO B 103€ 24 MI OJIMH pa3 B CYTKH
(n=261), mubo B rpymnmy, nomydasmyto mianedo (n=131). Mcxonusie nemorpaduueckue
XapaKTePUCTHKHU U XapaKTEPUCTUKH 3a001eBaHMsl ObLIA XOpOIIo cOaTaHCUPOBAHBI I 00eUX
rpymi jeueHus. MeanaHa COBOKYITHOW aKTUBHOCTH PaJMOaKTUBHBIX M30TONOB Homa (RAI),
BBE/ICHHBIX B OPTraHU3M JI0 BKJIIIOUEHHUS B ccienoBanue, cocrapisuia 350 mKu (12,95 I'bk). U3
392 paHIOMU3MpPOBAaHHBIX manueHToB 23,7 % mnpoxoawnun 1 Kypc HpeaiecTByIOneH
VEGF/VEGFR-tapretroii Tepanuu. [1o JaHHBIM THCTONIOTHYECKOTO HUccaenoBanus y 66,1 %

NalfMCHTOB OBLI HNOATBCPIKACH AUArHo3 MaIlWJUIApHOTO pakKa IIMTOBUIHOMN JKCJIC3bI, a4 Y
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33,9 % — dhomuKyIIpHOTO paka IIMTOBHIHON menezbi-,nllz'l:Tc;w‘Eht@féT%é‘lkge?&lﬁﬁb

COOTBETCTBYET ZKCNEPTHOMY OTUETY

(14,8 %) u ceetnokiierounoro (3,8 %). Meracra3sl npucyrcTBoBain y 99 % mnaiueHToB: B
JIETKUX y
89,3 %, B mumpatuaeckux y3nax y 51,5 %, B koctsax y 38,8 %, B meuenu y 18,1 %, B romoBHOM
mosre y 4,1 %.

Y mNanweHToB, MONYYaBIIUX JICHBATUHUO, OBUIO MPOJEMOHCTPUPOBAHO CTATUCTHYCCKH
3HaynMoe yBenndenue BBII o cpaBHeHMIO ¢ manreHTaMu, NOdyYaBIIuMHU I11a1e0o.
[TonoxutensHoe Bausnue Ha BBIl B noarpymmax, mnomywaBmux 0 wmm 1 kype
npeamectByomeir  VEGF/VEGFR-tapretnoit Tepanuu, Obl1o cxomHbiM. Kpome Toro,
noJjoxurenabHoe Biausaue Ha BBII Habmonanocs Bo Bcex MoArpymnax, copMUpOBaHHBIX 1O
MPUHIUITY TPUHAICKHOCTH YUYACTHUKOB K OINPECIICHHONW BO3PACTHOU IpyIine, Moy, pace u
PETHOHY.

[Tocne monTBep:kIeHUS MpOrpeccUpoBaHus 3a0o0yieBaHUsA ObLIa MPOBEJCHA HE3aBHUCHUMAs
OIICHKA, TI0 pe3ysbTataM kotopoit 109 (83,2 %) manueHToB, paHIOMH3UPOBAHHBIX Ha IIareoo,
Nepeluid Ha TIPUEeM JICHBATUHHOA 110 OTKPHITOMY THUITY K MOMEHTY MPOBEACHUS TEPBUYHOTO
aHain3a 3 PEKTUBHOCTH.

Yacrora 00beKTUBHBIX OTBEeTOB (mosHbI oTBeT [[10] mmioc uwactuusbiii otBer [UO]) mo
JTAaHHBIM HE3aBUCUMOW pPaJMOJOTU4YecKol oleHKH Obuia 3HauuTenbHO (p < 0,0001) Bbime B
rpyIIe, mojay4aBiiei ieHBatuHuo (64,8 %), ueM B rpyririe, moxydasiiei iamne6o (1,5 %). ¥
yetbipex (1,5 %) mnanueHToB, MONydYaBIIUX JeHBAaTMHHUO, Ob1 gocturHyt I10, a y
165 (63,2 %) — YO, B To BpeMsl KaKk HU Y OJHOTO MAIMEHTa, MOJIyYaBIIero miamnedo, He ObUIo
[0, ay 2 (1,5 %) —4O.

MenuanHoe BpeMsi 710 IEPBOT0 CHMKEHHUS JT03bI COCTaBHIIO 2,8 Mecsiia. MeauanHoe Bpems 10
Havana oO0beKTHBHOTO oTBeTa coctaBisuio 2,0 (AU 95 %: 1,9-3,5) mecsia; oaHako cpeau
MAIMEHTOB, Y KOTOPHIX HAOIIOAICs TIOMHBIA WJIM YaCTUYHBIN OTBET Ha JIeHBaTUHUO, y 70,4 %
OH BO3HHMK B TeueHue 30 qHel mocie Hayaia nmpruemMa J03bl 24 Mr.

AHnanu3 o01ell BBDKUBAEMOCTH ObUT OCJIOKHEH TE€M, YTO TMAallMEHTHI, TOJy4aBIlIne Tuiamnedo,
IpU TOATBEP>KICHHOM IMPOTPECCUPOBAHUM 3a00JIEBaHMS UMENHU BO3MOXKHOCTH TEpPEeHTH Ha
MpHeM JICHBAaTMHHOA MO OTKPHITOMY THUMY. CTaTHCTHYECKHM 3HAYMMON pa3HUIIBI B 0OIIEH
BBDKMBAEMOCTH MEXy TPYITIaMU JICYEHUS HA MOMEHT MePBUYHOTO aHamu3a 3P(HEeKTUBHOCTH
He Obu10 (OP=0,73; 11 95 %: 0,50-1,07; p=0,1032). Menuana o01iei BBDKUBAEMOCTH He ObLIa

JIOCTUTHYTa HU B TPyTIIIE, OJydYaromiel JJIEHBaTHHUO, HU B TpyIIIe Mepexoa oT miaebo.
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ot 16.04.2025 N2 10142
Tabnuya 5. Pe3ynibmamol oyenku 3(hhekmusHodmu y na'o);lleﬁmlggﬂzéﬂ}_ﬁﬂ bHOCTG 0003)
JleHBaTUHHNO Inanedo N=131
N=261
BbikuBaemocTs 0e3 nporpeccupoBanus 3abosesanus (BBII)?
Yuciio ciiydyaeB nporpeccupoBanus uii cmeptu (%) 107 (41,0) 113 (86,3)
Menunannas BBII B mecsiniax (95 % JAN) 18,3 (15,1, H/O) 3,6 (2,2-3,7)
OtHomenue puckos (99 % JIN)>¢ 0,21 (0,14-0,31)
P-3nauenmne” < 0,0001
Hanuentsl, He mnouay4yaBmme (0) mnpeamIecTBYIOLIYIO
VEGF/VEGFR-Tapreruyio tepamuio (%) 195 (74.7) 104 (79.4)
Yucno ciydaeB MPOTPECCHPOBAaHMsS WM JIETATBHBIX HCXOIOB 76 88
(%)
Meauannas BBII B mecsinax (95 % JAN) 18,7 (16,4; H/O) 3,6 (2,1-5,3)
Otnonrenue puckos (95 % JIN)P° 0,20 (0,14-0,27)
IMauueHTsl, NnoJiy4aBuiue 1 NpelecTBYIOLLY 0
VEGF/VEGFR-Tapreruyio tepamuio (%) 66 (25.3) 27(20.6)
Yucino ciiydaeB MPOTPECCHPOBAHMS WM JIETANBHBIX HCXOIOB 31 25
(%)
Menunannaas BEII B mecsamax (95 % AN) 15,1 (8,8; H/O) 3,6 (1,9-3,7)
OtHomenue puckos (95 % JAM)PC 0,22 (0,12-0,41)
YacToTa 00bEeKTHBHOI0 0TBETA
KonuyecTBo MaIueHToB ¢ 00bEKTUBHBIM 0TBETOM (%) 169 (64,8) 2 (15
(95 % AN) [59,0-70,5] [0,0-3,6]
P-3naueHune” <0,0001
KoanuecTBo MoTHBIX OTBETOB 4 0
KoanuecTBo 4acTUYHBIX OTBETOB 165 2
d [}

Z[;Iz)maﬂﬂoe BpeMsi 10 oObeKTUBHOTO oTBeTa’, MecsaueB (95 % 2.0 (1,9-35) 5,6 (1,8-9,4)
[poI0KUTETBHOCT OTBETa/MEC., MEIHAHA . )
(95 % JIH) H/O (16,8; H/O) H/O (H/O; H/O)
Oo6masi BbLKHBA€MOCTh
KonuuecTBo jeTanbHbIx Hex00B (%) 71 (27,2) 47 (35,9)
Menuana OB B mecsnax (95 % JAN) H/O (22,0; H/O) H/O (20,3; H/O)

OtHomrenue puckos (95 % JIN)>e

0,73 (0,50-1,07)

P-3nauenmne®®

0,1032

I — noseputenbHbiil uHTepBai; H/O — He moanaercs onerke; OB — o01ast BekuBaeMocTh; BBIT —

BBDKHMBaEMOCTb 0€3 MPOrpeccUpoBaHUs 3a00JIEBaHUS;

RPSFT — ctpykrypHast paHr-coxpaHsoiias Moiejib BpeMeHu 10 Heyaauu jgeueHust; VEGF/VEGFR — dakrop
POCTa HIOTENHS COCYIOB/pelienTop GakTopa pocTa IHAOTEINHS COCY/IOB.

a: HezaBucumas paanoIorndecKkas OLcCHKa.

b:  Crparuduxanus no peruony (EBporna, CeBepHast AMepHKa, IpyTryue CTPaHbl), BO3PACTHOM rpyIie
(< 65 ner u > 65 net) u npeamectTytomiei TaprerHoit reparmmu VEGF/VEGFR (0 u 1).

c:  OmeHka ¢ UCTIOIF30BaHIEM MOJICITH MPOMOPIIMOHATHHBIX prcKoB Kokca.

d: Ormenka ¢ momomipio Metona Kamrana-Metiepa, 95 % JIU — ¢ momormmbio 0000ImeHHOT0 MeTo1a
Bpyxmetiepa u Kpoynu y manueHTOB ¢ HAWTYyYIIIEM OOIIIUM OTBETOM: IOJIHBIN OTBET WM YaCTHYHBIN

OTBeET.
e: bes yuera addekra nepexona.
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- - 5 (NOCNEOOBATENEHOCTE 0003)
Pucynok 1. Kpusas Kannana-Meiiepa 1uist Bbl

uccaenoanuu 303 (APIIK)

1.0 Meguana (mecsiues) (95 % W)
w— [lengarnan® 18,3 (15,1, HIO)
09 === fawebo  36(22-37)
1
08 1 OP (99 % [K): 0,21 (0,14-0,31)
‘ + Norpakrossiit Tecr: P < 0,0001
1
0.7
s 11
o 06 \
2 Sea
g 05 v
I ]
§ +
a 04 '
e
- \
03 1
Vawm
02 ¥
.
01 bt T
o o o
00

LBELLENE S0 S o S e e S B S S e S e S e S e e e ¢

0 2 4 6 8 10 12 14 16 18 20 2 24 26

Bpems (mecsusl)
KonuuecTso nauneHToB, NOABEPKEHHbIX PUCKY
NexsarnrnG 261 225 198 176 159 148 136 92 66 44 24 " 3 0
Mnauebo 131 4l 43 29 19 13 " 5 - 2 2 2 0 0

Pucynok 2. I'padux Kannana-Meiiepa nis o6ueii BbrkuBaemocts (PLIDK)

Meguana (mecsiues) (95 % W)
— [leneatuanb  H/O (22,0, H/O)
=== [Inauebo H/O (20,3, HIO)

0,9

0,84

0,74

0,61

Hitte b e = et

0,5

0,4

0,3

BeposiTHOCTE BbIXKUBaAHUS

0.2

0,11 HeckoppexTuposanHoe oTHoweHue puckos (95 % AW): 0,73 (0,50-1,07)
Norpanrosein tect. P = 0,1032
0,0

SIS N B B N L B B N N B B B B B L B B B B L L B B L B B L B |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Bpewms (mecaupl)
KonuuecTso nayneHTos, NOABEPXEHHBIX PUCKY:
Nenpatuiné 261 248 239 230 219 M1 203 169 114 78 55 22 10 3
Mnaue6o 131 126 126 118 108 103 96 78 53 39 23 8 2 1 0

o

Toueuno-xknemounwiii pax (IIKP)

Tepanus nepeou aunuu y nayuernmoes ¢ IIKP (8 kombunauuu ¢ nemopoausymabom)

O¢ddexkTuBHOCT, JeHBaTMHMOA B KOMOMHAMM ¢ mNeMOpoiau3ymMaboM u3ydyasiach B

UccnenoBanuun 307 (CLEAR), MHOrOLEHTPOBOM OTKPBITOM  PaHAOMU3UPOBAHHOM
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HCCIIEIOBAHNHU, B KOTOpOoM ydacTBoBan 1 069 nauné%ﬁ?%ﬁb‘&%ﬁin&iﬂﬁlh

_NNEPTHOMY OTYETY

YCIIOBHSAX TEpanuu MepBod JUHUM. [larMeHTsl BKIIOYAINCh B HCCIEI0BAHNE HE3aBHCUMO OT
craTtyca skcnpeccuu peuenropa PD-L1 onmyxomnu.

[TauMeHTh! ¢ aKTUBHBIM ayTOMMMYHHBIM 3200JI€BaHUEM WM C NATOJIOIMYECKUM COCTOSTHUEM,
TpeOYIOLMM UMMYHOCYTIPECCUH, HE IOJXOAMIN ISl y4acTus B Uccael0BaHUU. PangomMu3anus
Obuta crparudunupoBana no reorpaduueckomy peruony (CeBepHas Amepuka u 3amajaHas
EBpona B CpaBHEHMH C «OCTaJbHBIMH CTpAaHAMH MHpPa») M MPOTHOCTHYECKUE TIPYIIIIBI
MemopuanbHOro oHKOJorudeckoro mneHTpa uM. Cinoyna — Kerrepunra (MSKCC) (rpymib
HU3KOT'0, IPOMEKYTOYHOI'O U BBICOKOTO PHUCKA).

[TarenTs! ObUIM PaHAOMHU3UPOBAHBI ISl TpHeMa JieHBaTUHNOa 20 MT IEpOpaIbHO OJIMH pa3 B
CYTKH B KOMOMHaImu ¢ nemoponmzymadom 200 Mr BHyTpHUBEHHO Kaxbie 3 Heaenu (n=355),
JeHBaTuHUOa 18 Mr mepopajibHO OJUH pa3 B CYTKH B KOMOMHAIIMM C 3BEPOIUMYCOM 5 MI
HEepOPaAIbHO OJIMH Pa3 B CyTKU (n=357) uiu cyHUTHHNOa 50 MI IepopajibHO OJIMH pa3 B CYTKU
B Te4eHUE 4 HeJelb, C IOCIEAYIOLIIM IIEPHOI0OM 0e3 JIeYeHHUS MPOJOIKUTENFHOCTHIO 2 Helen
(n=357). Bce nauueHThl B TpyNIe KOMOMHAIMM JICHBATUHHO + meMOponn3ymad Havaiu
IPUHUMATh JIEHBATUHUO B J103¢ 20 MI mepopaibHO OJMH pa3 B CyTKU. MeanaHHOe Bpems 10
IIEPBOT0 CHIDKEHUS J103bl JIEHBATHHUOA cocTaBmiio 1,9 Mecsia. MeauanHas cpeiHsis CyToYHas
J03a JeHBaTuHuOa coctasiisia 14 mr. Jleuenne npo1oikanocs 10 NOSIBJICHUS HEPUEMIIEMOT O
TOKCHYecKoro 3¢ @dexkra wiIMm NpOrpecCHpoBaHUs 3a00JEBaHHUA 10  ONPEACIICHUIO
ucclieioBaTessl U o NOATBepkIeHHI0 HezaBucumMoro paauonoruyeckoro Halmo1aTebHOro
komurera (IRC) mpu momomu KpuTepueB OLIEHKH OTBETa COJMIHBIX omyxojeil Bepcuu 1.1
(RECIST 1.1).

Ecnmu manueHT OBIT KIMHUYECKH CTAaOWIBHBIM M, TI0O MHEHHMIO HCCIIEOBATENs, y HEro
HaOJII0aJ0Ch  yIydllleHHe KIMHUYECKMX TIIOKa3arened, Ha3HayeHue JIeHBaTMHMOA ¢
nemMOponn3yMaboM ObUIO pa3pelieHO BHE MPOrpecCHpOBaHUs 3a00JI€BaHUs, ONPEEIEHHOTO
no RECIST. MakcumanbHasi mpoAOIKUTEIHHOCTD J€UeHHs TeMOpoin3ymMaboM COCTaBIIsiia
24 Mecsi1ia; IPY 3TOM JIEYEHUE JICHBATHHHOOM MOXHO OBLIO MPOJOIDKATh Oosee 24 MecsIes.
OreHka craTyca OIyX0JIM IPOBOIWIIACH Ha ICXOJTHOM YPOBHE, a 3aTeM KaK/ble 8 HeJlelb.
[TonHass xapakTepuUCTHKa TMOMYJSIUM HCCIEIOBAaHUSA: MeIUaHHbI Bo3pacT — 62 roxa
(mnamazon: ot 29 no 88 ner); 42 % — B Bo3pacte 65 net u crapme, 75 % — myxuunsl; 74 % —
npeJicTaBuTeNel eBporeonaHoi pacel, 21 % — moHromouiHoM pacsl, 1 % — HerpouHON pachl
u 2 % — npyrux pac; 18 % u 82 % nauuentoB umenu ucxoansiit KPS (nanexc Kaprockoro)
o1 70 1o 80 1 o1 90 10 100, cooTBeTCTBEHHO. Pacnipeaenenne NaeHToB 110 KATErOpHUsIM pUcKa

IMDC (MexayHapoaHbIii KOHCOPIMYM 0a3 MaHHBIX IO METacCTaTUYeCKOMY ITOYEYHO-
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KJIETOYHOMY PaKy) ObIIO cleayromuM: 33 % HUBKOIO otk S8 RS PO DR b

COOTBETCTBYET ZKCNEPTHOMY OTUETY

10 % BBICOKOTO pHUCKA.

Kareropuu pucka MSKCC Obu1 criemytouumu: 27 % Huskoro pucka, 64 % npomMeKyTouHOro
pucka u 9 % Bbicokoro pucka. OOBIYHBIMM MECTAMH JIOKAJIM3AMU METACTa30B y MAallUEHTOB
Obutn sterkue (68 %), mumbaTtrueckue y3ibl (45 %) u koctu (25 %).

[lepBuyHBIM ~ KpUTEpHEM  OLEHKHM  3((GEKTUBHOCTH  ObUIa  BBDKMBAEMOCTh  0e3
nporpeccupoBanus (BBII) va ocaoBarnmu RECIST 1.1 cormacuo IRC. KitoueBbie BTopudHbIe
KpUTEpUU OICHKH 3(PPEKTUBHOCTH BKIIOUYAIM OOIIyr0 BbDKMBaeMocTh (OB) m wacroty
oobekTHBHOro oreera (HOO). Ha »srame npeaBapuTenbHO 3aJaHHOIO IPOMEKYTOUYHOTO
aHaM3a IpU MEAMAaHHOW MPOAOIDKUTEILHOCTH MEPHOAA Mocieayomero Habmoaenus 3a OB,
paBHOH 26,6 MecsIa, Tepanus KOMOMHAIMEH JeHBaTHHHOA ¢ MeMOpOIM3yMadoM MoKasajia
cratuctnyecku 3HaunMoe yiydmenue BBII, OB u YOO mno cpaBHeHHIO ¢ Tepanuei
cyHuTHHHOOM. Pe3ynbraThl oneHku a¢¢extuBHOocTH s uccaenoBanus CLEAR
IpeCTaBJICHbI B Ta0HIIe 6; pe3yIbTaThl IPOBEACHHOTO COTIACHO MPOTOKOY OKOHYATEIEHOTO
anammza OB wu moBTopHoro amnammsa BBII, mnpencraBnensl Ha pucynkax 3 u 4.
[TporpeccupoBanue 3a0osieBaHMs Kak HawlydlmMid oOummii otBer Habmoganock y 5,4 %
MAIMEHTOB, TOJYYaBIIMX JICHBATUHUO B KoMOMHamuu ¢ nemoOponuzymadbom, u y 14,0 %
NAIMEeHTOB, TMOJYYaBIIUX CYHUTHHHO. Pe3ynpTarl OBUIM CONOCTAaBUMBIMH BO BCEX
NpeIyCTaHOBJICHHBIX MOATPYIIax U nporaoctudeckux rpynnax MSKCC, a Takxke 1o cratycy
skcnpeccun peuentopoB PD-L1 onyxonu. Pe3ynbrarel oneHkd 3¢GQGEKTUBHOCTH Cpeau
nporaoctuyeckux rpynn MSKCC npuenens! B Tabauie 7.

[TepBuunblil anann3 OB He KOppeKTUPOBAJICS IS yUeTa MOCIEAYIOIUX BUIOB JICUSHHUS.
[ToBropHeni anamm3 OB mpoBoaWiCsS, KOTrJa y TAIMEHTOB, IOJyYaBIIMX JICHBATUHHO W
nemMOponu3ymMad WM CYHUTMHHMO, MeIuaHHas MPOAOJDKUTEIBHOCTh IOCIEIYIOLIEro
HAOMO/IeHUsT 32 BBDKHBAeMOCThIO cocTaBimsuia 33,4 wmecsima. OtHomnenune pucko (OP)
cocraBmio 0,72 (95 % JAW 0,55-0,93) mpu kosimdecTBe JETAIbHBIX HCXOJOB B TPYIIIE
KOMOMHMpOBaHHOW Tepanuu, paBHoMm 105/355 (30 %), a B rpynme cynutunuba — 122/357
(34 %). IloBTopHbiit ananmu3 OB He KOPPEKTUPOBAICS Ui y4yera IMOCICAYIOIMX BHIOB
JICYCHHUS.

Ilo pe3ynpraTaM NPOBEIEHHOIO COTJIACHO IPOTOKOJy OKOHYaTenapbHOro aHammsza OB c
JOTIOJTHUTEIFHBIM TIEPUOJIOM TIOCIIEAYIONIETO HAOIIOICHHSI, COCTABUBITNM PUOIU3UTEITHEHO
23 wMecsna Mociie TMEePBHYHOTO aHaiu3a (MenuaHa oOOIIero mepuojia IMOCIEAYIOIEro
HaOmroneHust cocraBuia 49,4 mecsaua), menuana OB ans neHBatnHMOa B KOMOMHALIMU C
neMOponuzymadom coctaBuia 53,7 mecsima (95 % JIU: 48,7, H/O) u 54,3 mecsmna (95 % JIU:
40,9, H/O) ans cynutuauba ¢ OP 0,79 (95 % JIU: 0,63-0,99); meauana BBII qis nenBatnanba

54



COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 16.04 2025 N2 10142
B KOMOHMHAIMM C TeMOpoam3ymaGoM cocraBiia 23.9' etz (95 oA = 96.8 2077k

cpaBhHeHun ¢ 9,2 mecsaua (95 % JAU: 6,0-11,0) aus cynurunuda ¢ OP 0,47 (95 % JAU:
0,38-0,57); HOO s nenBaTrHUOA B KOMOMHaMu ¢ emOponusymadbom cocrasmwia 71 %, a
s cyautuan6a — 37 %. Yacrora mosiHOro OTBEeTa i JICHBAaTHHHOA B KOMOWHAIIUU C
neMOponuzymabom coctaBuia 18 % mo cpaBHenuro ¢ 5 % s cyHutuHuOa. Meamana
nmutenbHocTH oTBeta (JIO) cocraBunma 26,7 mecsma (amamazon: 1,64+, 55,92+) nmns
JeHBaTHHIOA B KOMOMHAIMH ¢ TieMOposim3yMadoM u 14,7 mecsia (nuanason: 1,64+, 54,08+)
JUIsi CyHUTHHUOA. TIpONEeHT MarMeHTOB C COXPAHSIIOIIMMCS OTBETOM COTJIACHO OIEHKE I10
meroay Kamnana-Meiiepa coctaBmn 66 % u 53 % depes 12 u 18 mecstieB u 6oJiee y mariueHTOB,
MOJTyYaBIIUX JIEHBATUHUO B KOMOWHAIIUN C TIEMOpOIH3yMadoMm, 1o cpaBHEHHIO ¢ 58 % u 46 %
y MAIMEeHTOB, MOTYYaBIINX CYHUTHHUO.

OxonvarensHbI aHanu3 OB He KOpPEeKTHPOBAICS IS yUeTa MOCISAYIOMUX BUIOB JICUCHHUS:
195/357 (54,6 %) manueHToB B rpymine cyHuTuHHOa U 56/355 (15,8 %) mar@eHToB B TpyIime
neHBaTHHUO + memOponuzymad mMmody4ald MOCIEAYIOIIyI0 TEepanuilo aHTUTeIaMH K
PD-1/PD-L1. Pa3nuuue B BHIaX MOCIEAYIOIICH TEpamuu MOXKET OKa3blBaTh HMCKaXKaroIIee

BO3JIECTBIE HA oKa3areiis OB.

Tabnuya 6. Pe3ynomamol oyeHKu dghpexmusHocmu’ 8 OmHoueHuY no4e4yHO-KI1emoyHO20 PaKd
coenacro IRC 6 uccnedosanusx 307 (IIKP)

JlensaTunud Cynutunnd 50 mr
20 mr N=357
u nemopoauzymad 200 mr

N=355
BbikuBaemocThb 0e3 nporpeccupoBanus 3ado1esanus (BBII)
Konmuectso siBnenuid, n (%) 160 (45,1 %) 205 (57,4 %)
[porpeccupoBanue 3a00sieBaHUs 145 (40,8 %) 196 (54,9 %)
JletasbHbII HCXOT 15 (4,2 %) 9(2,5%)
Menuana BBII B mecsuax (95 % JN)P 23,9 (20,8-27,7) 9,2 (6,0-11,0)

Otnourenue puckos (95 % JIN)“¢ 0,39 (0,32-0,49)
P-3nauenne’ < 0,0001
Oo6uas BprxuBaemocts (OB)

KonndecTBo JeTanbHBIX HCX0JI0B, n (%)
Menunana OB B mecsmax (95 % [AN)
Otnourenue puckos (95 % JIN)“¢

80 (22,5 %)
H/JL (33,6, H/O)
0,66 (0,49-0,88)

101 (28,3 %)
H/J1 (H/0, H/O)

P-3nauenne’ 0,0049

YpoBens 001eii BekuBaemoctu (%) (95 % AN)®

12 mecsmeB 91,4 % (87,9-93,9) 80,2 % (75,5-84,1)
18 mMecsieB 87,1 % (83,1-90,3) 74,4 % (69,3-78,8)
24 mecsna 79,2 % (74,1-83,3) 70,4 % (65,0-75,2)

YacToTa 00EKTUBHOIO 0TBETA (MOATBEPKAEHHOI0)

Yacrota 00beKTHBHOTO 0TBeTa, 1 (%)

252 (71,0 %)

129 (36,1 %)

(95 % A1) (66,3-75,7) (31,2411
KoswnuectBo nonubix oteetoB (I10), n (%) 57 (16,1 %) 15 (4,2 %)
KosmmuectBo yactuunbx orBeToB (UO), n (%) 195 (54,9 %) 114 (31,9 %)

P-3nauenue’

< 0,0001

BpeMﬂ J0 JOCTHIKEHUHA OTBETa

MenunaHa B Mecsiax (Quamna3oH) |

1,9 (1,41-18,50)9

1,9 (1,61-16,62"

JaureabHOCTh 0TBeTaP

MenunaHa B Mecsinax (Iuamna3oH) |

25,8 (1,6+, 36,8+)

14,6 (1,6+, 33,1+)
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

Onenka onmyxouneii 6su1a ocHoBana Ha RECIST 1.1; aist YOO BKITFOUCHBI TOJNBKO HOATBEPKACHHBIC OTBCTHI.

[ara 3aBepiuenus cOopa nanusix — 28 asrycra 2020 r.

JIU = noepurensHbiii mHTepBaN; H/O = He moxnaercs ounenke; H/Jl = He 1oCTUTHYTO

2 Tlo pe3ysbTaTaM IpeiABapUTEIILHO 33IaHHOTO IPOMEKYTOYHOT0 aHATN3a (TIEPBHYHOTO aHAIIM3a)

b Onenka kBapTuJIeit mpoBoauTCs M0 MeToy Kannana-Meliepa.

¢ OrtHoOIIEHNE PUCKOB OCHOBAHO HA MOJENH NPONOPIMOHANBHEIX pUcKOB Kokca, BKIIIoUaromieil rpymiTy JICUeHHUs B KauecTBE
(axropa; AJs1 aHAITM3a CBSA3EH UCTIOB3yeTCst MeTox DpoHa.

4 Crpatudunuposano mo reorpaduyeckoMy peruoHy (permon 1: 3amanmas Espoma u CeBepHas AMepHKa; PErHOH 2:
ocTaJIbHBIE CTpaHbl MHUpa) U nporHoctudeckue rpynmnsl MSKCC (rpynmbsl HU3KOTO, IPOMEXYTOUYHOTO U BBICOKOTO PUCKA)
cornacto IxRS. JIBycroponHee P-3HaueHne, OCHOBaHHOE Ha CTPATU(QUIIMPOBAHHOM JIOTPAHTOBOM KPUTEPHH.

¢ OOmast BEDKMBAaeMOCTb U 95 % OBEpUTENBHBIH HHTEPBAJI PACCUUTHIBAIOTCS C UCIIOJIH30BAHHNEM MHOKHTEIBFHOTO METO/a
Kannana-Metiepa u ¢popmyist 'puaBy na.

T HomunansHoe P-3nauenue. [Ipu npoBeaeHny oKOHYaTeNbHOTO ananu3a YOO no 3apaHee pelyCMOTPEHHBIM epeMEHHBIM
(MexnaHHas TPOROJDKUTENBPHOCTh MepHoJa MHOCHenylomero HabmoneHus 17,3 Mecsima) HpH CpaBHEHHH KOMOWHAIIMH
NeHBaTUHUO + meMOponn3ymad W CyHUTHHHOA OBUIO JOCTHTHYTO CTATHCTHYECKH 3HaYyMMoe mpeBocxoactBo mo YOO
(oTHOMICHUE 1aHCOB: 3,84 (95 % JU: 2,81-5,26), P-3naucnue: < 0,0001).

9 Ha ocHOBaHWM JaHHBIX MAI[ICHTOB C 00BEKTUBHBIM 0TBeTOM coriacHo IRC (n=252).

" Ha ocHOBaHMHM JAHHBIX NMAIUEHTOB ¢ 0OBEKTUBHBIM 0TBETOM cornacHo IRC (n=129).

Pucynok 3. Kpussie Kansana-Meiiepa nuis nokasareseii BLZKHBaeMOCTH §e3 nporpeccHpoBaHus
3aboJieeanus B uecaegopannu 307 (ITKP)

1,04

0,9

0,8
S
T 074
2
o
=1
S 06
=3
D
g
S 054
=
@
bi]
S 0,44
o
8
= 0,34
@
3
=
=% 0,24
]
[+3]

0,1

Meguwana (mecrues) Ypoeewe BBEM YposeHe BBM oP
0 (95 % OAN) uepes 24 mecAaua udepes 36 mecauya (95 % OW)
D — NeneaTtuHnb + NembGponuaymat 23,9 (20,8 , 27.7) 49% 37% 0,47
- - CyHUTUHWE 8.2 (6.0, 11,0) 23% 18% (0.38, 0,57)
T T T T T T T T T T T
o 6 12 18 24 30 36 42 48 54 60

Bpems (mecaubl)

Konuyecrso nayuneHToB, NoABEPXEeHHbIX PUCKY!:

NeHBaTuHWG + 355 276 213 161 128 29 81 49 25 <4 (o]
MNemGponnaymat
CyHUTUHWG 357 145 85 59 41 30 23 12 7 1 (s]

JI + I1 — JlenBatunu6 + INemOponusymad; C — CyHUTHHHO.
Jlara 3aBepmenus c6opa raHHbIX: 31 mromst 2022 r.
* [1o pe3ynbpraram nNoBTOpHOro aHaiau3a BBII, BbInmoIHEHHOrO BO BpeMsi OKOHYATEIbHOro aHaiau3a OB, npoBeJeHHOro COraacHoO MPOTOKOIY.
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 16.04.2025 N= 10142
Pucynok 4. Kpusbie Kanuiana-Meiiepa nis nokasareuieii 00ihidii ‘s admochin s e adaopannml 2

1,0 -
T
¥ ey
0.9 e T
"t‘_ . O
0.8 A -
S e~
0.7+ .
o, -
- e 5
g -y
§ 0.6 - R
=
ES
32 0.5 —
§ :
0.4 +-
=
g
S 0.3 s
o
0.2
0.1
Meanana (mecsues) Ypoeens OB Yposewns OB uepes oP
o- NeHeaTuHnG + (95 % On) uepea 24 mecsua 36 mecsiues (95 % an)
NMembponuaymab 53,7 (48,7, H/O ) BO% 66% 0.79
CyHnrusnt 54.3 (40,9, H/O ) T0% 60% (0,63, 0,99)
T T T T T T T T T T T T
o & 12 18 24 30 36 42 48 54 60 66

Bpemsa (mecsusi)
Konu4ecrso naumeHTos, NoABEePXEeHHbIX PUCKY

NexsartnHnG + 55 338 13 296 263 245 2186 158 17 34 5 o

NMemGponusymat
CyrnTnsnt 357 308 264 242 226 208 188 145 108 33 3 o

JI+ IT1— JlenBatnnu® + INemdponnsymat; C — Cynntunn®6. H/O = He noiaercs oneHke.
JlaTa 3aBepiuenns cbopa nanubix: 31 mions 2022 r.

*Ilo pe3ysibTaTaM OKOHYATCJIbHOTO aHall3a, IPOBEACHHOI'O COTJIAaCHO ITPOTOKOIY.
* OxoHyarenbHbIH ananu3 OB He KOPPEKTUPOBAJICS IJIA yUE€Ta MOCICAYONUX BUIOB JICUCHUS.

B pamkax wuccnenoBanuss CLEAR He ObUI0O BO3MOKHOCTH OLEHUTH 3()()EKTHBHOCTH B
OTJIENbHBIX IMOATPYIIIAX.

AHanu3pl B NOArpynmnax HnpoBogwinck cpeau nporHocruueckux rpynn MSKCC. Ilo
pe3yibTataM MpPOBEJEHHOIO COTJIaCHO IPOTOKONYy OKOHYareiabHoro axanuza OB g
MAlMEHTOB, PaHIOMHU3UPOBAHHBIX B TPYIITy, MOJy4YaBIIYIO JIEHBAaTUHHUO B KOMOMHALIUU C
nemMOponu3yMaboMm, IO CpaBHEHHIO C MAlUEHTaMH, DPaHAOMHU3UPOBAHHBIMH B TpYIIY,
nonydaBiyro cyHutuHu6, OP OB B rpymme Huskoro pucka coctasuin 0,89 (95 % AU
0,53-1,50), OP OB B rpymme npoMexyTouroro pucka coctasui 0,81 (95 % JIU 0,62-1,06), a
B rpymme Bbicokoro pucka OP OB cocrasun 0,59 (95 % AU 0,31-1,12). JInsi manueHTos,
pPaHIOMHU3MPOBAHHBIX B  TIPYIIy, THOJIYYaBIIyIO JICHBAaTUHMO B  KOMOMHaUUU ¢
nemMOponu3yMaboMm, IO CpPaBHEHHMIO C MAlUMEHTaMH, DPaHAOMHU3UPOBAHHBIMH B TpPYIIY,
nosydaBiyto cyHUTHHUO, OP BBII B rpynne HU3KOro, MpoMeKyTOYHOTO U BBICOKOTO PHCKa
coctasui 0,46 (95 % AU 0,32-0,67), 0,51 (95 % AU 0,40-0,65) u 0,18 (95 % AU 0,08-0,42),
COOTBETCTBEHHO.

B Tabnuue 7 npuBeneHs! pe3yabTaThl OlleHKU 3()(hEeKTUBHOCTH cpeliu MPOrHOCTUYECKHUX Py
MSKCC, nonyuyeHHble B paMKax MpPeIBApUTEIBHO 3aJlaHHOTO IEPBUYHOIO aHalu3a U

noBTopHOro aHanusza OB.
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 16.04.2025 N2 10142
Tabnuya 7. Pe3yromamul oyeHku 3¢pgex GHOCm&HIB’I:"uLJ’:ﬁ;%EEé:&LII:ZE I:'HEE&_R'_' Cpl'ézl)“'u

npoernocmuyeckux epynn MSKCC

JleHBaTUHUO + Cynutunud (N=357) JlenBaTuHuUoO +
nemoposanzymad (N=355) nemMopon3ymad no
CPaBHEHMIO ¢
CYHUTHHHOOM
KoJa-Bo Koa-Bo Koa-Bo Koa-Bo
NMAalMEeHTOB sIBJICHUH NauMeHToB sIBJICHUH

BorxnBaeMocTh 6e3 nmporpeccupoBanus 3adoseBanns (BBII) mo nanaeim IRC? | BBIT OP (95 % N)

Beicokas 96 39 97 60 0,36 (0,23-0,54)
[TpomexyTouHast 227 101 228 126 0,44 (0,34-0,58)
Huskast 32 20 32 19 0,18 (0,08-0,42)
Oo6mas BbikuBaeMocts (OB)? OB OP (95 % AN)
Bricokas® 96 11 97 13 0,86 (0,38-1,92)
[TpomexyTouHast 227 57 228 73 0,66 (0,47-0,94)
Huskast 32 12 32 15 0,50 (0,23-1,08)

@ Menuana mocienyroonero HaomoaeHus — 26,5 Mecsies (nara 3aBepiieHus coopa nanHsx — 28 asrycra 2020 r).
b Ynrepnperamus OP orpanmdeHa HeOOMBIIIM KOTHIECTBOM ABIcHMI (24/193 u 34/193).

Tepanus emopou aurnuu y nayueumos ¢ I1IKP (6 kombuHayuu ¢ 26epoiumycom)

MHOTOLIEHTPOBOE PaHIOMHU3UPOBAHHOE OTKPBITOE HccieaoBanue 205 ObLJIO MPOBENCHO st
ornpeneneHuss 6e30MacHOCTH U 3PHEKTUBHOCTH NMPUMEHEHUS JEHBATUHHOA OTJEIBHO WU B
KOMOUHAIMK C 3BEPOJIMMYCOM y YYaCTHHKOB C HeolepaOelbHbIM PAacHpOCTPAaHEHHBIM WIIH
metactatnueckum [TKP. HMccnenoBanue coctosyio u3 yactu ¢assl onpeaeiacHus A03bl 1b u
gactu (asbl 2. Yacts ¢a3sl 1b Brrouana 11 marueHToOB, KOTOPBIC MOMyYaad KOMOWHAIIUIO
18 mr nenBatuHuOa + 5 Mr 3Beposiumyca. B yacth (ha3bl 2 Ob110 BKIIFOUEHO B 001N CII0KHOCTH
153 nanmenTa ¢ HeomepabeabHBIM paclpocTpaHeHHbIM MM MeTtactatuueckuMm [IKP mocne
1 mpenmectByromeit antu-VEGF-TaprerHoii Tepanuu. Y ManyeHToB J0JDKHBI OBUIH, TTOMUMO
IpOYero, MPUCYTCTBOBATh cieAyioue (aKToOpbl: THCTOJIOTMYECKOE MOJATBEPXKIEHUE
npeoOnanatomero  ceemiokneroyHoro IIKP, pentrenorpaduueckne gokasarenbcTBa
nporpeccupoBaHus 3abosieBanust B cooTBercTBUM ¢ Kputepusmu RECIST 1.1, ogun kype
npenumectsyrouieii VEGF-rapreTHoii Tepanuu, u gyHkuroHanbHbii cratyc 0 win 1 o mkane
BocrouHnoit 06benuHeHHON oHKoNornueckoi rpynmnsl (ECOG).

[TanenTh! OBUIM Cy4YalHBIM 00pa30M pacrpe/iesieHbl B OAHY U3 3 rpymi: JIeHBaTUHUO 18 mr
+ 3BepoauMyc 5 Mr, JeHBaTWUHUO 24 mr uiau sBeposumyc 10 mMr B cootHomenun 1:1:1.
[TarueHTH! OBLIN CTPATU(PUIMPOBAHBI 110 YPOBHIO remMorioduna (< 13 r/am wim > 13 /o qost
MyxauH 1 < 11,5 v/mm wim > 11,5 /071 17151 )KEeHIWH) ¥ CKOPPEKTUPOBAHHOMY COJICPKAHUIO
KaJbIUs B CBIBOPOTKE KpoBH (= 10 Mr/mn nim < 10 mr/an).

[lepBuunbiM  kpuTepreM 3(()EKTHBHOCTH, OCHOBAaHHBIM Ha OLEHKE OTBETa OIyXOJIH
uccienonaresnemM, Obuta BBII rpymnmbl neHBaTHHUO + 3BEpOIMMYC MO CPABHEHUIO C TPYIION

IBEpOIMMYCa W TPYNNbl JEHBATUHHOA MO CPaBHEHUIO C TPYMION 3Beponumyca. Jpyrue
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.04 2025 N2 10142
nokasarenu s¢gdekrusHocTH BKmodanu OB u YOO no Sk VBRSO C T 0003)

W3 153 paHIoOMU3MPOBAHHO DPACIPENCICHHBIX MAMEHTOB 73 % COCTaBISUIM MY>KUYUHBI CO
cpenauM BozpactoM 61 rox, 37 % — crapme 65 ner, 97 % Obutn eBponeongamMu. MeTacTasbl
HOPUCYTCTBOBAIM Y 95 % manueHToB, a Hepe3eKTabeIbHOe PaclpoCTpaHEHHOE 3a00JIeBaHue —
y 5 %. ¥V Bcex manuentoB umencsa ucxoaubiii ®C ECOG 6o 0 (55 %), mubo 1 (45 %), co
CXOJHBIM pacIpe/ie]IeHUEM 3HaUEHUI 3TOr0 10Ka3aTess B 3 rpynnax jJeueHus. Beicokuil puck
MSKCC nabmonancsa y 39 % nauueHToB B rpyrmie JeHBaTUHHO + 3Bepoiumyc, y 44 % B
rpynmne jeHBatuHuOa u 38 % B rpynmne sBepoaumyca. MeauaHHoe BpeMs OT IOCTAHOBKHU
JMar{o3a A0 MepBOH 103kl COCTaBWIO 32 Mecsla B IpyIIe JEHBATUHUO + 3BEpOIMMYC,
33 Mecsima B rpynie JIEHBaTUHUOA U 26 MECSIIEB B TPYIINE IBEPOIUMYCA.

Ornenky omyxosu npoBoauiu B cootBercteun ¢ RECIST 1.1.

I'pynna neHBaTHHUO + 3BEPOIMMYC MPOJEMOHCTPUPOBAJIA CTATUCTUYECKH W KIMHUYECKU
3Hauumoe yiyuiienue BBII mo cpaBHeHuio ¢ rpymnmoil sBepoiumyca (CM. pUCYHOK 5). B
rpynmne JIeHBaTHHMOA TakXke oTMedanoch yiyunieHue BBIl mo cpaBHenuio ¢ rpynmoi
sBeponumyca. OOmiasi BbDKMBAEMOCTh Oblja BBILIE B TPYIIIE JICHBATUHUO + 3BEPOIUMYC
(cM. Tabuny 8); TeHAeHIMsI, HabroJaeMasi B paMKax MoBTOpHOro aHanuza OB 1o 3aBepiueHus
cOopa JaHHBIX, IPEJCTaBICHA Ha pUC. 6 U puc. 7.

JleueOnsbrii 3¢ dext xomOuMHanmu npenapatoB B otHomeHnn BBII m YOO Obur Taroke
MOJATBEPXKJIEH alOCTEPHUOPHBIM PETPOCIIEKTUBHBIM HE3aBUCHUMBIM 0030pOM pe3ysbTaTOB
CKaHUPOBAHUSA B CIIENIOM pexuMe. I'pynna JieHBaTHHUO + 3BEpOIMMYC IPOJIEMOHCTPUPOBaa
CTaTUCTHUYECKU M KIMHUYECKH 3Haunmoe yiyumeHue BBII (otHomenue puckos [OP]=0,50,
[95 % JAU: 0,26-0,79], P=0,003) nmo cpaBHEHHIO C TPYyMIOil 3Bepoaumyca. Pe3ynbraTsl 1Mo
nokazarento YOO cooTBETCTBOBANIM OlLIEHKaM uccienoBateneit: 35,3 % B rpymnme JeHBaTUHUO
+ 3BEPOJIUMYC, C OTHUM MOJTHBIM OTBETOM M 17 YaCTUUHBIMU OTBETAMU; HU Y OJTHOTO MallMeHTa
HE BO3HHUKAJI0 00BEKTUBHOTO OTBETa B rpyime sBeponumyca (P-3nauenne < 0,0001) B mons3y
IpyIIbI JEHBAaTUHUO + 3BEPOIUMYC.

Tabauya 8. Pesyrbmamul 3¢pgexmusnocmu nocie o00Hou npedwecmayiowei VEGF-
mapeemuol mepanuu 6 ucciedosanuu 205 INKP

JlenBaTunuo 18 mr JlenBaTUHUO JBepoumMyc
+ 3Bepoaumyc 5 Mr 24 mr (N=52) 10 mr (N=50)
(N=51)
BoikuBaemocth 0e3 mporpeccuposanus (BBII)® mo oneHke ucciienoBartesis
Meunannas BBII B mecsnax (95 % JIN) 14,6 (5,9-20,1) 7,4 (5,6-10,2) 553,5-7,1)
OtHomeHrne puckos (95 % )P 0,40 (0,24-0,67) - -
JIEHBATUHUO + IBEPOIUMYC TIO CPABHEHUIO C
CYHUTHHHOOM
P-3HaueHue JCHBATHHHO + 3BEPOIMMYC I10 0,0005 - -
CPAaBHEHUIO C IBEPOIUMYCOM
BerxnBaeMmocTh 0e3 nmporpeccupoBanns 3adosepannus (BBII)? mo amocrepnopHoii peTpocneKTHBHOT
He3aBHCHMOM OLICHKe
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Meuannas BBII B mecsiniax (95 % JIN) 12,8 7,4—17,5)'-I A - —1'0!5'1 "B 637_6'— ,3‘)3 !
Ornourenue puckos (95 % JIN)° 0,45 (0,26-0,79) - -
JIEHBATHHUO + 3BEPOIMMYC O CPABHEHUIO C

9BEPOIIMMYCOM

P-3HaueHue j1eHBaTHHHUO + HBEPOIUMYC T10 0,003 - -
CPaBHEHHIO C 9BEPOIUMYCOM

O01Iasi BBLKHBA€MOCTR®

KosnuecTBO JieTanbHbIX UCX010B, n (%) 32 (63) 34 (65) 37 (74)

Mennana OB B Mecsanax (95 % JAN)

255 (16,4-32,1)

15,4 (11,8 20,6)

Otnoenue puckos (95 % JIN)°
JICHBaTHHUO + HBEPOIMMYC 110 CPABHEHUIO C
9BEPOIUMYCOM

0,59 (0,36-0,97)

19,1 (13,6-26,2)

YacToTa 00beKTHBHOT0 OTBETA 10 OlLIEHKE HCcieaoBaTelisi, n (%)

[MonHbI# 0TBET 1(2) 0 0
YacTHYHBIN OTBET 21 (41) 14 (27) 3(6)
YacToTa 00CKTHBHOTO OTBETA 22 (43) 14 (27) 3(6)
CrabumibHOe 3a00JIeBaHUe 21 (41) 27 (52) 31 (62)
ITpoIO/KUTENEHOCTh OTBETA, MEC., MEHAHA 13,0 (3,7; H/O) 7,5 (3,8; H/O) 8,5 (7,5-9,4)

(95 % IN)
Orienka onmyxonu Obia ocHoBaHa Ha kputepusx RECIST 1.1. [lara 3aBepienus coopa nanusix = 13 utons 2014 r.
IIpoueHTHBIE TOMM OCHOBaHBI Ha OOIIEM KOJMYECTBE ITAI[MEHTOB B IIOJIHOM MOMYJIIUU JUIL aHAJIN3a B COOTBETCTBYIOMIEH
rpymIe JeueHus.

JI = noBepurenbHbIil nHTepBai, H/O = He moxnaeTcs oLeHKe.

@ ToueuHbIC OLICHKM OCHOBaHbI Ha Metojae Karuiana-Meiiepa, a 95 % noBepuTenbHBIC WHTEPBAIbl OCHOBAaHBI Ha (QOpMyIie
I'punBYza ¢ NCTIONBE30BaHUEM ABOHHOTO JOTapH()MUUECKOTO MPeoOpa3oBaHusl.

b CTpatuduuEpoBaHHOE OTHONICHHE PHCKOB OCHOBAHO HA CTPaTH(HIMPOBAHHOH Momenu perpeccuu Kokca, BKIIoUaromeit
BapUaHT JICYCHUS B Ka4eCTBE KOBAPUAHTHOTO (PaKTOpa, YPOBEHb IeMOIJIOONHA M CKOPPEKTHPOBAHHBIA YPOBEHb KaJbLHUS B
CBIBOPOTKE KPOBH B KauecTBe cTpart. [y KOpPEKTUPOBKU CBA3AHHBIX COOBITHI HCHONIB30BaIC MeTon D(dpoHa.

¢ Ilata 3aBepmienus coopa aanHbix = 31 utons 2015 r.

Pucynok 5. I'padpux Kannana-Meiiepa 1,11 BbIZKHBaeMOCTH 0e3 MPOrpeccUpoBaHus
3a0oJsieBaHus (10 oleHKe uccieaoBarteas B ucciaenoanuu 205 (IKP))

= 4

§ 10 Meauana (mecsiues) (95 % OW)

8 lpynnaA 14,6 (5,9, 20,1)

) lpynna B 7,4 (5,6, 10,2)

g- 0,8 1 MpynnaC 55 (3,5, 7,1)

3
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Q

6 061

Q
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© 041

A

=

o

0

2 021

3 I'pynna A no cpasHenuto ¢ rpynnon C: OP (95 % AM):

s 0,401 (0,239-0,67

% NorpaHrossiit TecT: P = 0,0005 |

£ O‘O L T T T T T T T T T

0 3 6 9 12 15 18 21 24
Bpems (Mecsubl)

KonuyecTBO nauueHToB, NOABEPXEHHbIX PUCKY:
— lpynna A 51 41 27 23 16 10 5 1 0
— pynna B 52 41 29 20 11 6 4 1 0
—pynna C 50 29 15 11 7 3 1 0

I'pynna A: nenBatunu6 18 Mmr + 3Beposiumyc 5 mr; rpynmna B: nenBatunu6 24 mr; rpymnna C: sseponumyc 10 mr.
OTHoOIlIEHHEe PUCKOB OCHOBAHO Ha CTPAaTH(HIMPOBAHHON Monemu perpeccmn Kokca, BKIOUaromed BapHaHT JEUEHHS B
KadecTBe (pakTopa, ypoBEeHb FeéMOTTIO0MHA M CKOPPEKTHPOBAHHEIN YPOBEHb KaJbIHs B CBIBOPOTKE KPOBH B KAUECTBE CTPAT.
J171st KOpPEKTUPOBKHU CBSA3aHHBIX COOBITHII HCTIONB30BAJICS METOR DpoHa.

Mennana BEDKMBAEMOCTH OCHOBaHA Ha MeToze Kammana-Meitepa, a 95 % moBepurensHBII HHTEpPBaI OCHOBaH Ha (opMye
['puHBY A C UCTIOIB30BAHMEM JBOIHOTO JOrapu(pMUUECKOT0O MPeoOpa3oBaHus.
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Pucynok 6. TI'papux Kannana-Meiiepa na

(TIKP)
1,0 1 o
MeauaHa (mecsaues) (95 % OWN)
MNynna A 25,5 (20,8, 25,5)
= MNynna B 18,4 (13,3, H/O)
= 0,8 1 MNpynna C 17,5 (11,8, H/O)
©
m
2
3 0,61
m
n
5
© 0,41 —*—l
=
g —
&i 0,2 1
Mpynna A no cpaeHeHuto ¢ rpynnoin C: OP (95 % OW): 0,548 (0,298-1,009)
0.0 Norpaxroewii Tect: P =0,0623

0 3 6 9 12 15 18 21 24
Bpems (mecsaubl)

KonuyecTBO NnauneHTOB, nogBepXeHHbIX PUCKY:

— lMpynna A 51 48 46 44 34 26 18 9 1
— Mpynna B 52 50 45 42 34 22 14 7
— Npynna C 50 46 42 38 29 20 10 3 1

I'pynna A: nerBatian6 18 mr + sBeponmumyc 5 mr; rpynma B: nenBaturu6 24 mr; rpynma C: sseponumyc 10 mr.

OTHOILIIEHHE PHCKOB OCHOBAHO Ha CTPAaTU(GUIMPOBAHHOW Monenu perpeccun Kokca, BKIIOYAIOIIeH BapuUaHT JICUYCHHUS B
KauecTBe (PaKTOpa, ypOBEHb IeMOINIOONHA U CKOPPEKTUPOBAHHBIII YPOBEHB KaJIbLIMS B CHIBOPOTKE KPOBU B KAYECTBE CTPAT.
J1J1 KOppEeKTHPOBKHU CBA3aHHBIX COOBITHI MCHONB30BaAICS MeTon DdpoHa.

Mennana BBDKMBAGMOCTH OCHOBaHa Ha MeToze Kamnana-Meitepa, a 95 % moBepuTenbHBII HHTEpPBaI OCHOBaH Ha (opMmyie
I'puHByza ¢ McnoNb30BaHUEM ABOWHOTO JIOTapH(YMHUIECKOTO PeoOpa3oBaHMsI.

Pucynok 7. TI'padpuk Kannana-Meiiepa 115 o01eil BBIZKHBAeMOCTH — NMOBTOPHbIH aHAJIN3
B ucciaenopanum 205 (ITKP)

1,01 Meawana (mecsiueB) (95 % OWN)
lpynna A 25,5 (16,4, 32,1)
& Mpynna B 19,1 (13,6, 26,2)
§ 0,8 pynna C 15,4 (11,8, 20,6)
©
o
£
= 0,6
o
2
o
o 04
T
-
®
2
o 0,21
[31]
pynna A no cpasHeHnuto ¢ rpynnon C: OP (95 % [W): 0,588 (0,359-0,965)
0,0 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Bpems (mecsubl)

KonuyecTBO NauueHTOB, NOABEPXKEHHbLIX PUCKY:

— T lpynnaA 51 48 46 44 37 35 32 30 26 17 M 7 2 0 0
—TIpynnaB52 50 45 42 37 31 28 23 19 12 7
—TpynnaC50 46 42 38 30 27 20 17 13 10 9 5 1 0 0

w
N
oy
o

I'pynma A: nenBaturn® 18 Mr + 3Beponmmyc 5 Mr; rpynma B: nenBaturn6 24 mr; rpynma C: ssepommyc 10 mr.

OTHOIlIEHHEe PUCKOB OCHOBAHO Ha CTPAaTH(HIMPOBAHHON Monemu perpeccnmn Kokca, BKIOUaromed BapHaHT JIEUEHHS B
KadecTBe (pakTopa, ypoBEeHb FeMOTTIOOMHA M CKOPPEKTHPOBAHHBIA YPOBEHb KAIBIIUS B CHIBOPOTKE KPOBH B KA4ECTBE CTpaT.
Jnst KOpPEKTUPOBKHU CBSA3aHHBIX COOBITHII HCTIONB30BAJICSA METOX DPpoHa.

Mennana BEDKMBAEMOCTH OCHOBaHA Ha MeToze Kammana-Meiiepa, a 95 % moBeputenbHBII HHTEpBal OCHOBaH Ha (opMyie
I'puHBYzA C NCIIONB30BAHUEM JIBOIHOTO JIOTapH()MHUUECKOTO IPe0Opa30OBaHus.

Jlara 3aBepiuenus coopa qanubix: 31 uromst 2015 r.
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COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 16.04.2025 N2 10142

(MOCNEQOBATENEHOCTE 0003)

T'enamoyennronapnuiii pax (I'L{P)

Bbu1o mpoBeseHO MHOTOIIGHTPOBOE OTKphITOe KimHUueckoe wuccienosanne (REFLECT,
uccnenoBanue 304) ¢ yuyactuem 954 mamumentoB ¢ HeomnepabenbHbIM ['LIP, xKoTOpBIE OBUIH
PaHIOMHU3UPOBAHBI B TPYIITY MpueMa jjeHBaTuHrOa (12 Mr [ucxomnas macca tena > 60 kr| wim
8 mr [ucxomHas macca Tena < 60 kr]) BHyTph OJMH pa3 B CYTKH WIH B TPYIITy INpHeMa
copadennda 400 Mr BHYTpb /IBa pa3a B CYTKH.

[TarueHTHl TOJDKHBI OBUTM UMETHh THCTOJIOTHMYECKH WIIM IMTOJIOTHYECKU TOATBEPKICHHBIN
nuarHo3 HeomepabenbHoro ['I[P wim kauHWYeCKM mOATBEepXKAeHHBIM auarHo3 [P B
COOTBETCTBUU C KpUTEPUSIMH AMEPUKAHCKOM acCOIUAIH IO U3yUEHUIO 3a00JIeBaHH TIeUeHH,
BKJIIOUAsi IIUPPO3 JIF000I ATHONIOTUN uiu XpoHudeckuil renatut B umm C. [anueHTs! Morim
uMmeThb 3aboneBanue ctaguu B wim C cormacHo bapcenonckoil kiaccudukanuy paka nedeHH
(Barcelona Clinic Liver Cancer — BCLC) u Hapymienne (yHKIHMH TI€YCHH HE BBIIIC
kareropur A mo mkane Yainn-Ilpro (onenka 5-6). IlanueHTHl MMeNn MO KpalHEH Mmepe
1 w3MepuMblii TapreTHBIM odYar B TieYeHHM WM BHe medeHu coritacho MRECIST wu
COOTBETCTBYIOIIYIO YCTAHOBJICHHBIM IIapaMeTpaM OICHKY (YHKIIMU TIeUYeHH, KOCTHOTO MO3Ta,
MOYEK, MOHKETYIOYHOM KeJe3bl M CBEPThIBaHUS KpoBH. llammeHTsl nMenn cymmy Oaiios,
COOTBETCTBYIOIYIO Kiaccy A no mikaie Yaina-I1sto, cTpagany ne4eHOYHO-KIETOYHBIM PAKOM
Ha craguu C win B mo bapcenonckoil cucreme craaupoBaHus MEYEHOYHO-KIETOYHOTO paka
(BCLC), nna nedyeHus: KOTOPOrOo HE MPEIyCMOTPEHA OdYaroBasi Tepamusi, U HE MOIydalld
IPEIIECTBYIOLIEH CUCTEMHON TEpaNuy 10 MOBOLY NEYEHOYHO-KIETOYHOro paka. IlarueHTsr
ObUTH CTPaTU(UIUPOBAHBI TIO PETHOHY, HATWYUIO WM OTCYTCTBUIO MAaKPOCKOTHYECKUX
MPU3HAKOB MHBA3UH OMYXOJH B BOPOTHYI0 BeHy (MPVI), unm pacnpoctpaneHus: omyxoiu 3a
npenensl nedenu (EHS), wnm toro m apyroro, a Takxke mo (hyHKIMOHAIBHOMY CTaTyCy
(0 wmm 1) mo mikane Bocrounoit oO0beaunenHol onkojorumueckor rpymmbsl (PC ECOG) u
Mmacce tena (< 60 kr unm > 60 kr). BonbIIMHCTBO MalMEeHTOB B 00EUX Ipymmax JeueHus Ha
ucxogaoM yposHe umenn ®C ECOG pasubiit 0 (63 %), 5 6amioB no mikane Yaina-Ilsro
(76 %) u Bec > 60 xr (69 %).

Menuannbiii Bo3pacT coctaBmil 62 rona, 84 % y4acTHHUKOB COCTABISUIM MY>KUYWHBI, 16 % —
JKEHITUHBI, 69 % — MpeacTaBUTEeTN MOHTOJIOUIHON packl, 1 % — HerpouaHou pacel u 29 % —
€BPOIICOUTHON PACHI.

JlenBaTHUO MPOJEMOHCTPUPOBAT HE MEHBIIYI0 J(P(PEKTUBHOCTh IO CpPaBHEHUIO C
copadennooM B 03¢ 400 mr aBa paza B cyTku 1o nokaszareno OB. Meanana OB cocraBmiia
13,6 mecsma mo cpaBHeHwio ¢ 12,3 mecsma ans copadenuda ¢ OP = 0,92 [95 % AU
(0,79-1,06)].

Ha ocnoBanuu onenku uccienonarens B coorerctBuu ¢ MRECIST, tepanus nenBatnHnO0M
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npuBeia k cratuctuaeckd (P < 0,00001) u ximi

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04.2025 N= 10142

accxu SHalit oMy 1y idio s oprHrik

KOHEUYHBIX ToKazarenedt apdextuBHocTr — BBII

u YOO — mo cpaBHeHHUIO ¢ copadeHnOoM.

Jleyenne NEHBATUHUOOM 3HAYMTENILHO TMPOJUIMIO BpeMs 1o mporpeccupoBanus (BAIT) mo

cpaBHEHHIO ¢ copadennooM ¢ menuanoii BJII1 6oee uem B 1Ba pasa Beiie, 4eM y copadennoda.

PeTPOCl'IeKTI/IBHHﬁ HE3aBHCHMBIA aHAJIN3 CHUMKOB IMOATBEPANT OUCHKY BTOPHUYHBIX KOHCUYHBIX

touek BBII, BAII u HOO.

JlanHble pe3yibTaThl OLEHKH A()()EKTUBHOCTH NPEACTABICHBI B Ta0nHie 9 W Ha PUCYHKax

8,9, 10.

Tabnuya 9. Pe3ynomamoer oyenku 3¢ghekmusHocmu npu nedeHoYHO-KIemouHOM paKe 8

uccaeoosaruu 304

| Jlenmarunu6 (N=478) | Copadenns (N=476)

O01as BLIKHBAEeMOCTh

KommaecTBo JIeTaIbHBIX HCX00B, n (%)

351 (73,4) 350 (73,5)

Menunana OB B Mecsmiax (95 % JIN)?

13,6 (12,1-14,9) 12,3 (10,4-13,9)

OtHonteHne puckos (95 % JN)°¢

0,92 (0,79-1,06)

BbikuBaemocThb 0e3 nporpeccupoBanus 3a00/1eBaHus (
no oueHke uccjaenonareas (mRECIST)

BBI)

KommuecTso siBiienunid, n (%)

349 (73,0) 367 (77,1)

[IporpeccupoBanme 3adboneBanus, n (%)

308 (64,4) 343 (72,1)

JletanpHbIH Hexon, n (%)

41 (8,6) 24 (5,0)

Mennana BBIT B mecsimiax (95 % JAN)?

7.4 (6,9-8.8) 3,7 (3,6-4.,6)

OtHonteHne puckos (95 % JN)°C

0,66 (0,57-0,77)

P-3nauenue ¢4

< 0,00001

BbikuBaemocThb 0e3 nporpeccupoBanus 3a00/1eBaHus (
1o pe3yJjabraTaM He3aBucumoro 063opa (mRECIST)

BBI)

Menuana BBII B mecsiiiax (95 % JIM)?

7,3 (5,6-7,5) | 3,6 (3,6-3,7)

Otnonrenue puckos (95 % JIN)>C

0,64 (0,55-0,75)

P-3nauenne®d

< 0,00001

BorkuBaemocTh 0e3 nporpeccupoBanus 3a601eBaHus (
no pe3yJjbraTaM HezaBucumoro 063opa (RECIST 1.1)

BBIN)

Menuana BBII B Mecsinax (95 % JAN)?

7,3 (5,6-7.,5) | 3,6 (3,6-3,9)

Otnomnrenue puckos (95 % JIN)>°

0,65 (0,56-0,77)

P-3nauenne®d

< 0,00001

Bpems 10 nporpeccupoBaHus 3a601eBaHUA
no onenke ucciaenopareas (mRECIST)

Y4acTHUKH C IporpeccupoBanuemM 3adosieBanusi, n (%)°

308 (64,4) 343 (72,1)

[{eH3ypHpoBaHHBIE YYaCTHUKH, n (%)

170 (35,6) 133 (27,9)

Menuana (95 % JAM1)?

8,9 (7,492 3,7(3,6-54)

OtHomnrenue puckos (95 % JIN)>°

0,63 (0,53-0,73)

P-3nauenne®d

< 0,00001

Bpems 10 nporpeccupoBaHus 3a601eBaHUA
1o pe3yJjabraTaM He3aBucumoro 063opa (mRECIST)

Menanana BJTT B mecsinax (95 % JAN)?

7.4 (7,2-9,1) | 3,7 (3,6-3,9)

Otnonrenue puckos (95 % JIN)>°

0,60 (0,51-0,71)

P-3nauenne®d

< 0,00001

Bpems 10 nporpeccupoBaHus 3a601eBaHUA
no pe3yJjbraTaM HezaBucumoro 063opa (RECIST 1.1)

Menunana B/II B mecsax (95 % JN)?

7,4 (7,3-9,1) | 3,7 (3,6-5,4)

Otnourenue puckos (95 % JIN)PC

0,61 (0,51-0,72)

P-3nauenune®d

< 0,00001

YacToTa 00beKTHBHBIX 0TBETOB
no oueHke ucciaegoparenas (mRECIST)

Yacrora 00beKTUBHOTO 0TBeTa, 1 (%)

115 (24,1) 44(9,2)
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COOTBETCTEYET 3KCINEPTHOMY
ot 16.04.2025 N= 10142

(@5 % 10y L s el LTk e
[onnsle otBeTHL, n (%) 6 (1,3) 204
Yactuunsie oTBeTHI, N (%) 109 (22,8) 42 (8,8)
Otromienue puckos (95 % JIN)° 3,13 (2,15-4,56)

P-3nayenue < 0,00001

YacToTa 00beKTHBHBIX OTBETOB
1o pe3yJabraTaM He3aBucumMoro 063opa (mRECIST)

YacToTa 00BEKTHBHOTO OTBETa, n (%) 194 (40,6) 59 (12,4)
(95 % AN (36,2-45,0) (9,4-15,4)
OrtHouenune puckos (95 % JN)° 5,01 (3,59-7,01)
P-3nayenue < 0,00001

YacToTa 00beKTHBHBIX OTBETOB 10 pe3yJibTaTaM
He3aBucumoro o63opa (RECIST 1.1)

Yacrora 00BEKTUBHOTO 0TBETa, 1 (%) 90 (18,8) 31 (6,5)
(95 % AN (15,3-22,3) (4,3-8,7)
OtHoutenue puckos (95 % J1M)¢ 3,34 (2,17-5,14)
P-3nauyenue’d < 0,00001

Jlara 3aBepienus cobopa qaHHbIX: 13 HOs10ps 2016 1.

TIpenen He Menbiel apdekruHocTH 11 OP neHBatuHMOa 1Mo cpaBHEHHIO ¢ copadennbom cocrama 1,08. IIporieHTHEBIC
3HAUEHUS] OCHOBAHBI HA OOIIEM KOJMYECTBE MAUEHTOB B COOTBETCTBYIOIIEH TPyIIE JICUCHHUS B MOMYJSLIUH ISl TIOJHOTO
aHaNmM3a.

I — noseputensublid mHTepBa; OC ECOG — ¢dyHKUMOHANBHBIN cTaTyc 1O InKane BocTo4HO# 00BeIMHEHHON
oHKosoruueckoit rpymmsr; OP — otHOmIeHue pruckos; OB — o01mas BEDKHBaeMOCTb.

2 OueHka KBapTHIIeH mpoBoauTcs o Metoay Kammana-Meiiepa, a 95 % /1M — ¢ momomsio 06o0mmeHHoro Meroaa bpykmeiiepa
u Kpoynu.

b OTHOIWEHHE PUCKOB MPECTABICHO Ui JEHBAaTMHHOA MO CPaBHEHMIO ¢ copa)eHMOOM M OCHOBaHO Ha Mojenu Kokca,
BKJIIOYAIOIEH TPYIITY JIeUeHHs B KauecTBe (pakTopa.

¢ CrpatudunupoBaHo mo peruoHy (peruoH 1: Asuarcko-THXOOKEaHCKWIA; perHoH 2: 3amaaHblii), MaKpOCKOIHYECKHE
NPU3HAKX WHBA3UHM BOPOTHOM BEHBI, MIIM PAacIpOCTpaHEHHE 3a Ipeeibl eYeHH, WK U To, U apyroe (xa, Her), ®C ECOG
(0, 1) u macca texa (< 60 kr; > 60 kr).

4 P-3navenue mpeaHa3sHAYEHO IS OIEHKHU TPEBOCXO/ICTBA JICHBATMHUOA 1O CPABHEHHIO ¢ cOpadeHHOOM.

¢ B pamKax JaHHOTO aHaJM3a JICTAIbHBIE HCXO/bI HE CUUTAIINCH CITy4asiMU IIPOrPECCHPOBAHUSL.

f 95 9% JIU 6511 paccUUTaH C MCIIONB30BAHUEM ACHMIITOTHYECKOTO HOPMATIBHOTO MPUOTIKCHIS.

9 OtHoweHne BeposITHOCTEH U P-3HadeHue (A1 OLEHKH MPEBOCXOCTBA) OBUIM PACCUUTAHBI C WCIIOJIB30BAHHEM METOIA
Kokpana-Manrensa-XeH3ens, cTpaTH(GUIIPOBAHHOTO 1O (haKTOpaM CTpaTU(PHUKALUH, YKa3aHHBIM B IXRS.

Pucynok 8.  Kpusasa Kannana-Meitepa u anaan3 o6ieii BLIKHBAEMOCTH ¢ y4eTOM (paKTOPOB
crpaTudurKanuu, 3aperucrpuposaHHeix B IXRS, B uccinenopanun 304 — nonynsiuus
JUUISl MOJTHOT'O AHAJIN3A (MeYeHOYHO-KJIeTOUYHBIH pak)

h W Meawmana (Mecsusl) (95 % 1)

— JlenBatnnHnb: 13,6 (12,1-14.9)
094 «ee-.-.-- Copacennd: 12,3 (10,4-13,9)

08 OP (95 % [W): 0,92 (0,79-1,06)
0,7 7
06
0,5

0.4

BeposTHOCTL

0,3

0,2

0,11

0.0

T T T T T T T T T T
0 3 8 ] 12 15 18 2 24 r 30 3 38 k) 42

Bpemsa (mecaubi)
Konuuectso nauneHToB, NOABEPXEHHbIX PUCKY
ensarunnG 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0
opatpesut 476 440 348 282 230 192 156 116 83 5 33 g 4 0

[ara 3aBepmenus cbopa nanubx — 13 Hos6ps 2016 rona.
IIpenen ne Menpmei 3¢ dexTuBHOCTH M1t OTHOIIEHUST prckoB (OP: nenBaTHHNO 1O cpaBHEHMIO ¢ copadenudom = 1,08).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.04. 2025 N= 10142
OneHka MeJUaHHOIO 3HaYeHUs NpoBoauTes o Metody Kamnang-Meiiepa, QBQEAE%%JEJJ{%H;&I &Mb

00o06mennoro merona bpykmeiiepa u Kpoynu.
OP oueHnBamu ¢ MOMOIIBIO MOJENU MPOMOPIMOHATBHBIX pUCKOB KoKca, BKIIOYAIOIIEH JIeUeHHE B KaueCTBEe HE3aBHCHUMOM
nepeMeHHO 1 cTpaTudUIMpoBaHHOIA Mo (hakTopam cTpaTuduKaniy, ykazanHbM B IXRS. [l ananusa cBsi3eil HCIONB30BAICs
meroq D¢ppoHa.

Pucynox 9. Kpuas Kannana-Meiiepa u aHaIM3 BbIZKHBAeMOCTH 0€3 NPOrpecCHpOBaHHUS C
yueroMm (pakTopoB crpaTHukanmun, 3aperucrpupoBannsix B IXRS, B ncciaenosanuu 304 —
NOMYJIALUS VISl MIOJTHOT0 AHAJIN32 (Me4YeHOYHO-K/JIeTOYHbIH PaK)

104 Meauana (Mecsul) (95 % (1)
Nexsatnunb: 7 4 (6 ¢ 3
0,94 Copadennd: 3,7 (
0,84 + OP (95 % [11): 0,66 (0,57-0,77)
b4 JlorpaHroesiit Tect

0,7+ i P-3nauenne: < 0,00001
2 "
5 06
]
z
E 054
]
& 04
a ,

0,3

0,24

0,1

+ -+
0,0
T T T T T T T T T T T T T T T
0 3 (] 0 2 1] 18 21 -1 24 £ 3 B » 42
Bpema (mecausbi)

KonuyecTteo nauveHTos, NOABEPXEHHbIX PUCKY:
lersarnHnG 478 345 223 172 106 69 44 28 14 9 - 2 0 0
opacpesns 476 262 140 9 56 41 33 22 14 9 4 2 2 0

Hara 3aBepuienus cobopa nanubix — 13 Host6ps 2016 rona.

OrneHka MeIMaHHOTO 3Ha4YeHUs MpoBoAMTCs Mo Metoxy Kammana-Meiiepa, a 95 % JIU — ¢ momomsio 0000IEHHOTO0 METoAa
Bbpyxmeiiepa u Kpoyiu.

OTHoLIeHHEe PHUCKOB OBUIO BBIPAXKEHO KAK OTHOLICHHE JICHBATHMHHMO : copadeHHO M OLEHHMBAJIOCh C IOMOIIBIO MOJEINH
HPOIIOPIHOHANBHBIX pruckoB Kokca, BKIIIOYaIOIIeH JedeHre B KaueCTBE He3aBHCUMOW MEPEMEHHON M CTpaTU(HUIPOBAHHO
no dakropam crpatuduKaiyy, ykasaHaeiM B IXRS. [lns aHanm3a cBsizeid ucnonp3oBaiics MeTo JppoHa.

P-3Hauenne OBUIO TpeAHa3HAYEHO JUIA OLEHKH IPEBOCXOACTBA (JIEHBAaTWHHOA IO CPaBHEHHIO C copadeHnOoM) U
PacCUUTHIBAIOCH C HCIIOIB30BAHUEM JIOTPAHTOBOTO KPHUTEPHs, CTPAaTU(HUIPOBAHHOTO MO (akTopaMm CTpaTH(UKAIH,
yKka3aHHBIM B [XRS.

+ — IeH3ypUpPOBaHHBIE HAOIIOCHNSI.

JIU — noseputenbHblii nHTEpBa; OP — oTHOIEHHEe puckoB; IXRS — nHTepakTHBHAs cucTeMa OTBETA.

Pucynok 10. Kpusas Kannana-Meiiepa n anaau3 BpeMeHH 10 NPOrpecCUPOBAHHS € YHETOM
tdhaxTopor crpaTudukanuu, 3aperucTpupoBaHHbix B IXRS, B ucciegopanun 304 —
NONYJISHA /15 N0JTHOT0 AHAIN3A (Ne4eH0YHO-KJIeTOYHbIIl paK)

0,94
0,8+
0,74
0,6
0,54

4 Megmnana (mecausi) (95 % [OW)

+ ——— Jlexsatunnb: 8,9 (7,4-9.2)
ffffff Copadhernd: : 36-54)

0.1 OP (95 % [1M): 0,63 (0,53-0,73)

Jlorpaxroewin Tect

0,0 P-anauenue: < 0,00001
T T T T T T T T T r T T T T T
1] 3 L] -] 12 15 18 2 o o 0 3 k] 30 42

KyMynsTMBHaA 4acToTa NPorpeccupoBaHus

Bpema (mecaubi)
Konu4ecteo nayveHToB, NoABepPXMEeHHbIX PUCKY.
341 218 170 106 69 43 28 14 9 4 2 0 0

33 22 14 9 4 2 2 0

258 139 94 5

[
o
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COOTBETCTBYET 2K
ot 16.04.2025 N= 10142

(NOCNEQCBATENEHOCTE 0003)

My OTYETY

[ara 3aBepiuenus coopa qanHbIx: 13 HostOps 2016 T.
OueHka MEIMAaHHOTO 3HAYEHHMS IPOBOAUTCS ¢ oMolibio Metoaa Kamnana-Meitepa, a 95 % JIU — ¢ moMoripio 0600111eHHOTO
Mmetona bpykmeiiepa u Kpoymu.

OTHOIICHHE PHCKOB OBUIO BBIPAKEHO KaK OTHOLICHHE JEHBATHMHUO @ copadeHHO M OIEHMBAIOCH C MOMOIIBIO MOJENIU
HPOIIOPIMOHANBHEIX prucKkoB Kokca, BKIIIOYaromen jJedeHrne B KauecTBe He3aBUCHMON NMEepeMEeHHOH U CTpaTH(HIMPOBAHHOM
1o Qakropam cTpaTH(UKAINH, ykazaHHEIM B IXRS. [l ananmza csi3eil ucnons3oBaics MeTon J¢poHa.

P-3HageHne npenHazHaveHO IS OI[EHKH IIPEBOCXOJCTBA JICHBATHHNOA MO CPAaBHEHHUIO C copadeHHO0M M PacCUUTHIBAIOCH C
HCIIOIb30BaHUEM JIOTPAHTOBOTO KPUTEPHSI, CTPATU(HUIIPOBAHHOTO 1O (pakTopaM cTpaTH(UKAINHY, yKa3aHHEIM B IXRS.

I — noeputenbHbiit uuTepBai; OP — oTHomeHHe prckoB; IXRS — MHTepakTHBHAsI CHCTEMa rOJI0COBOTO OTBETA/OTBETa Yepe3
UHTEPHET.

Pak snoomempus (P3)

D¢ heKTUBHOCTh JIeHBaTMHMOA B KOMOHWHAIMM ¢ TEeMOpOIM3yMaOoOM H3yyaiach B
uccienoBanuu 309, paHIOMU3MPOBAHHOM MHOTOLIEHTPOBOM OTKPBITOM KOHTPOJIMPYEMOM
UCCJIEJOBAaHUM, IIPOBEJCHHOM Yy 827 NamUEeHTOB C pacnpocTpaHeHHBIM PO, koTopble paHee
MoJydaiau IO KpaiHeill Mepe OJMH MPeAlIeCTBYIOIIUNA PEKUM XUMHUOTEpAluu Ha OCHOBE
MpernapaToB IUIATUHBI B JIIOOBIX YCIIOBHUSIX, BKJIIOYas HEOQJABIOBAHTHYIO MU aJIbIOBAHTHYIO
Tepanuio. B uccienoBaHWe HE BKIIOYAIKMCh MAIMEHTHI C CAapKOMON MaTku (BKJIIOYAs
KapIUMHOCApKOMY) WJIM MAalMEeHThl C AaKTUBHBIM ayTOMMMYHHBIM 3a00J€BaHUEM WJIU
3a0o0yieBaHUEM, TPEOYIOIUM UMMYHOCYIIPECCHH.

[MTanueHTsl ¢ paKOM SHIOMETPHUS C OTCYTCTBHEM mpu3HakoB MSI Beicokoit crenenn (MSI-H)
win Hapymienus cucremsl penapanun JJHK (AMMR) Obiti cTpaTHUIMPOBAaHBI IO 00IIEMY
cocrosauio o ECOG, reorpaduueckoMy peruoHy ¥ HAJIMYHUIO JIy4E€BOW TEpamuu 00JacTH
MaJioro taza B aHamHe3e. [lammenTs! ObuM pangoMu3upoBansl (1:1) B omHY U3 ClIEeqyIONMX
TpyII JICYEHMUS:

* JlenBatuH1O 20 Mr epopajibHO OJIMH pa3 B JeHb B KOMOMHALIMU ¢ TEMOpoIn3yMadoM B J103€
200 Mr BHyTPUBEHHO KaXK]Ible 3 HEJIENH.

+ Tepamus 1o BEIOOPY Bpaya, KOTOpas BKJIIOUANA MM JOKCOPYOMIMH 60 MI/M? Kasble
3 uenenu, wiM makiuTakcen 80 MI/M? KakIylo HeJemio, 3 Helenu TpHeM/OjHa Helemns
NIEPEPBIB.

Jleuenue neHBaTMHHMOOM U MNEeMOpPOJIM3YMaOOM MPOAOIDKAIOCH [0 HPOrPECCHpPOBAHUS
3a0oneBanus, omnpeaeneHHoro 1o RECIST 1.1 mno pe3ynpraTaM  HE3aBHCUMOMN
HeHTpann3oBaHHOU 3acnerieHHoi oneHku (BICR), Hempuemnemolt TOKCUYHOCTH, WU TIPU
JOCTH>KEHUH JITUTETLHOCTH Tepanuu neMoponuzymadbom 24 mecsua. Beenenue uccienyemoro
mpenapaTta pa3peuiajioch Ioclie TMPOrpeccUpoBaHMs 3a00JIEBaHUS, OIPENEICHHOIO 110
RECIST 1.1, ecnu mcciaenoBaTellb CUATAN, YTO MAIUEHT MOJyYaeT KIMHUYCCKYIO TOJIb3Y U
aeyeHue nepeHocuMo. O1ieHKa COCTOSIHUS OITyXO0JIM MPOBOJMIACH KaXKAbIE 8 HEJelb.
OcHOBHBIMU  TOKa3aTessiMU 3¢ (eKTUBHOCTH ObutM  oO0mas BbbDKMBaeMocTh (OB) u
BEDKMBaeMOCTh 0e3 mporpeccupoBanust (BBII) mo omenke BICR B cooTBeTcTBUU C
RECIST 1.1, MoauduIMpoBaHHOW IS OICHKHM MakcuMyMm 10 TapreTHBIX OYaros, J0
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BKJTIIOYAJIM 4yacToTy 00bekTuBHOTO 0TBeTa (UOO) 1M JutnTensHoCTh oTBeTa 1o onenke BICR.
Cpenu 697 nanmeHToB ¢ paKOM SHIOMETPHUSI C OTCYTCTBUEM Npu3HakoB MSI BeicOko# cTeneHn
(MSI-H) wmu mapymenust cuctemsl penapanuud JIHK (dIMMR), 346 narueHToB ObLIH
PaHIOMHU3UPOBAHBI B TPYIIITY KOMOMHAITMY JIEHBATUHHO + memOposm3ymad u 351 nmarueHT Obut
pPaHIOMH3HMPOBaH B rpymiy JokcopyounmHa (n=254) wim naxiurakcena (N=97) mo BeIOOpY
Bpaua.

HcxonHbpie XapaKTEpPUCTUKU MAIUCHTOB OBUIM CICIYIOIIMMHU: MeAWaHa Bo3pacta 65 mer
(mwammazon ot 30 mo 86), 52 % Obum 65 ner wiam crapine; 62 % — eBponeouaHoi, 22 % —
asuatckoi u 3 % — nerpounnoii pacel; OC mo ECOG 0 (60 %) u 1 (40 %). 'ucronornyeckue
MNOATHUIBI  BKJIIOYAJIA  SHIOMETPUOMIHYIO  ajeHokapuuHoMmy (55 %),  ceposHyio
aneHokapuuHomy (30 %), cBeTIOKIeTOYHYIO aneHOKapuuHoMy (7 %), CMEIIaHHbIA [TOITHIT
(4 %) u npyrue (3 %). Bee u3 3tux 697 MalMeHToB MOTydYalid MPEIICCTBYONYI0 CHCTEMHYO
Tepanuio 1o mooay PO: 67 % omxny, 30 % nBe u 3 % Tpu wim 6ojee CUCTEMHBIX TEPAITHiA.
37 % maruMeHToB MOJTyJal TOJIBKO HE0aIbIOBAHTHYIO WIIM aIbIOBAHTHYIO TEPAITHIO.
[Tokazarenu »sddexTuBHOCTH mpuBeneHbl B Tabnune 10 u Ha pucynkax 11 u 12
COOTBETCTBEHHO.

Tabauya 10. Pezyrvmamol no s¢hghexmusnocmu no paxy sndomempus 6 ucciedosanuu 309

Pak sunomerpus
(6e3 MSI-H niin dMMR)
Koneunasi Touka JlenBaTHHUO ¢ JoxcopyOunun uiau
nemMopoJIM3yMaoom NAKJIUTAKCe]
N=346 N=351
OB
Komuaectro (%) manueHToB ¢ 165 (48 %) 203 (58 %)
SIBIICHUEM
Menuana B mecsiiax (95 % JIN) 17,4 (14,2, 19,9) 12,0 (10,8, 13,3)
Ortnomienne puckos® (95 % JIN) 0,68 (0,56, 0,84)
P-3na4enue® 0,0001
BBII¢
Konuuecto (%) manueHTos ¢ 247 (71 %) 238 (68 %)
SIBICHHEM
Menunana B mecsiax (95 % JAN) 6,6 (5,6, 7,4) 3,8 (3,6,5,0)
Ortnorrenue puckos® (95 % JI1) 0,60 (0,50, 0,72)
P-3Hauenue’ < 0,0001
YacroTa 00b€KTHBHOTO OTBETA
YOO (95 % IN) 30 % (26, 36) 15 % (12,19)
IloHEI OTBET 5% 3%
YacTHYHBIN OTBET 25 % 13 %
P-3nauenue? <0,0001
JauTe bHOCTH OTBETA N=105 N=53
Meuana B Mecsinax (auanasoH) 9,2 (1,64, 23,74) 5,7 (0,04, 24,2+4)

a Ha ocHoBanuu ctpatuduipoBaHHoil perpeccuontoi moaenu Kokca

b Ha ocHoBaHHH CTPaTH()UIMPOBAHHOTO JOTPAHTOBOTO KPHUTEPHUS

¢ CornacHo He3aBUCHMOMY PaJlOJIOrn4ecKoMy 0030py

d Ha ocHoBanuu MeTona MuertiHeHa 1 HypMuHeHa, ctpaTiHIpOBaHHOTO 10 GyHKIHoHansHOMY cratycy ECOG,
reorpa)4eCKOMy PErHOHY U HAJIUYHIO JIy4eBOW Teparnuu 00JaCTH Maoro Ta3a B aHAMHE3e
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Pucynoxk 11. Kpusas Kannana-Meiiepa aas o6uieii BbizknBaemocTH B Hecseaosannn 309

(6e3 MSI-H nan dMMR)

1.0
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BeposiTHOCTH BbIZKHBAHHS

Jensarunnd + nembpoansymad
JlokcopyGuumn wan nakanrakces
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Bpems (mecsiubi)
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Kon-Bo nauneHToB B rpynmne pucka:

Jlensatunud + INembpoanzymad 346 322 285 232 160 109 62 28 S 0
JlokcopyOnumun wan nakanraxcea 351 319 262 201 120 70 33 11 3 0

Pucynox 12. Kpusas Kannana-Meiiepa 1151 BbIZKHBaeMoCTH 6€3 nporpeccHpoBanus B

nccaenosanun 309 (6e3 MSI-H nan dMMR)
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Bpemsi (mecsiubi)

Kos-BO nanueHToB B rpynne pucka:
Jlensarunud + IMembposmsymad 346 264 165 112 60 39 30 12 5 0
JlokcopyOuuHN WiN NAKJINTAKCE 117 83 37 15 8 3 | 1 0

5.2. ®apmakokuHeTHYECKHE CBOHCTBA

dapMaKOKMHETUYECKUE MapaMeTpbl JIGHBATUHNOA U3YUYAIUCh Y 3/10POBBIX B3POCIBIX JIIOAEH,

B3POCIJIBIX JIoJell ¢ IeYeHOYHOM HEAOCTATOYHOCTHIO, MOYEYHOM HEIOCTaTOYHOCThIO H

COJIMAHBIMU OITYXOJIAMHU.

AOGcopbuus

JlenBaTHHO OBICTPO BCAchIBAETCS IIOCIE IEPOPATBHOTO TpHUEMa: BpeMs JIOCTHIKEHUS

MaKCHMaJIbHON KOHIIEHTPALMH B IU1a3Me KpoBH (tmax) cocTaBisier nmpuMepHo 1—4 vaca mocie

npucmMma. HpI/IeM UM HE OKa3bIBACT BJIMAHHWA Ha CTCIICHb BCACBIBAHHA, HO 3aMCAJIACT
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

JIOCTH>KCHHE MAaKCHUMAJIbHBIX KOHLIEHTpAlMi Mpernapara B IUla3Me KPOBU 3aMEUIsUIOCh Ha
2 yaca.

AOconroTHass OMOIOCTYITHOCTD JICHBAaTUHNOA B OPraHU3Me YeJIOBEKa HE OINpesecHa, OJHAKO
JIAaHHBIE UCCIIE0BaHMS OanaHca Macc MO3BOJISIIOT MPEIOJIOKUTh, YTO OHA COCTABIIIET OKOJIO

85 %.

Pacnopenenenne

B ycaoBusx in Vitro neHBaTMHHO MPOJEMOHCTPHPOBAI BBICOKYIO CTEIEHb CBS3BIBAHHUS C
OenkaMu IJIa3Mbl KPOBU 4ellOBEKa, KoTopas BapbupoBanach oT 98 no 99 % (0,3-30 mxr/miu
Mme3unata). [Ipenapar CBS3BIBANICS MPEUMYIIECTBEHHO ¢ aIbOYMHHOM U B HE3HAYUTEIBHON
CTETCHH — C allb(a-1-KUCIbIM TTTUKONPOTEMHOM U raMmMa-Tia00ymuHoM. [1ojo0HO0e CBsI3bIBAaHUE
¢ 6enkamu miasmel (ot 97 % n0 99 %) 6e3 3aBUCHMMOCTH OT KOHIIGHTpaIlui JICHBaTUHUOA
(ot 0,2 1o 1,2 Mxr/mi1) HaGIHO1ATI0CH B IIA3ME MPU MIEYSHOYHON HEJTOCTATOYHOCTH, TIOUCYHOM
HEJ0CTATOYHOCTH U 37I0POBBIX CyOBEKTOB.

COOTHOIIICHHE KOHIIEHTpAIMK JCHBaTUHKOA IN VILr0 B KpOBH U B IJIa3Me BapbHUPOBAIOCH OT
0,589 mo 0,608 (0,1-10 mMxr/Ma Me3uata).

HWccnenosanus in Vitro mokasaiu, 4To JEHBATUHUO SBJIAETCS CyOCTpaTOM P-riimkonpoTenHa u
OesKa pe3UCTEeHTHOCTH paka MoJouHoi xene3bl (BCRP) u He sBasiercst cyocTpaTtoM OEIKOB-
MIEPEHOCUYUKOB OpraHuyYecKux aHuoHoB u kaTHoHOB (OATI1, OAT3, OATPIBI, OATP1B3,
OCT1, OCT2, MATE1, MATE2-K) niu 6enka-repeHocunKa cosiei xemdnbix kuciot (BSEP).
B nnTo301e nedenu yenoBeka JIEHBATUHUO HE MHTHOMPOBAT aKTUBHOCTD aJIbJIETHI0KCHA3bI.
VY nanueHToB CpeiHui Kaxyiuiics oobeM pacnpeaenenus (Vz/F) mepBoii 10361 BApbHPOBAIICS
o1 50,5 10 92 11 1 B 11€710M OBLT TOCTOSIHHBIM JJISI TPYTITT 103 OT 3,2 MT 710 32 MI. AHAJIOTUYHBII
CpeIHMI KaXyIIHiics o0beM pacrpesencHus B yctoilumBoMm coctosuuu (Vz/Fss) Taxke B

LIEJIOM OBUT HOCTOSHHBIM M cOCTaBIIsI OoT 43,2 1 1o 121 1.

buorpancdopmarms

N3odepment CYP3A4 spasercs npeobnagaromeit (> 80 %) uzodopmoii nuroxpoma P450,
yuactBytomeid B P450-omocpenoBanHoM Merabonu3me JieHBaTHHHOa in vitro. In vivo
UHIYKTOPH! 1 HHrHOUTOpHI M3odepmenta CYP3A4 oka3piBaan MUHIMAaIHHOE BO3/ICHCTBHE HA
9KCTO3UIHIO JIeHBaTuHKOA (cM. paszen 4.5).

B Mukpocomax KIETOK MEYeHU 4ejoBeKa Oblia OoOHapykeHa JeMeTHJIMpOBaHHas ¢opma
nenBatuHuOa (M2), KoTopas mpeAcTaBiIsieT coO0OW OCHOBHOM MeTaboJIMT Mpenaparta.
Metabonutelt M2’ 1 M3’ (06Hapy:keHHBbIE B KaJIOBBIX Maccax yenoBeka) oopasytorcs u3 M2 u

J'IeHBaTI/IHI/I6a, COOTBETCTBCHHO, ITPH YUACTUH aJIbACTUAOKCHIA3bI.
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My OTYETY

coOpaHHBIX 3a TepHOoJ 0 24 YacoB IMOCIIe pUeMa JICHBAaTHHIOA, HEM3MEHEHHBIN JICHBATHHUO
renepupoBai 97 % paanoaKTHBHOCTH, TOTJA Kak meradbonmut M2 — mumb 2,5 %. Ananus
TUIOMIAIM TOJ KpuBOU «KoHIeHTpanus-BpeMs» AUC(o.inf) TOKa3ai, 4T0 pagHOaKTUBHOCTh
nenBatuHrOa cocraisia 60 % u 64 % oT o01Iel paau0aKTUBHOCTH IIa3MbI M IIEIbHOM KPOBH,
COOTBETCTBEHHO.

HccnenoBanus OamaHca Macchl M OKCKpEIMU JICHBATMHMOA TIOKAa3aliM, dYTO IMpenapar
MOJIBEpPraeTcsi akTUBHOMY METa0OIU3My B OpraHu3Me uyenoBeka. OCHOBHBIC YCTaHOBJICHHBIE
nyTH MeTabonm3Ma TpernapaTta y 4YeJOBEKa BKIIOYAIOT: OKHCJICHHE, OIOCPEIyeMOe
abJACTUIOKCHUIA30H, JeMeTHIInpoBanue pu ydactuu uzopepmernta CYP3A4, KoHBIOTAITHIO C
TIIyTAaTHOHOM C yaaneHueM O-apuibHOU Tpynibl (XJI0p()EeHUIBHOT0 0CTaTKa) U KOMOMHAIIUN
THUX MEXaHM3MOB C JajbpHElmeld Oworpanchopmanuel (BKIOYas TIIIOKYPOHUPOBAHUE,
TUAPONIN3 TIYyTaTHOHOBOW TPYIIbL, pa3pylleHHEe LUCTEMHOBOIO OCTaTKa, a TakKkKe
BHYTPUMOJIEKYJISIPHYIO TEPEerpyNIUPOBKY KOHBIOIaTOB IMCTECHMHHWITIIMIMHA U IIMCTEUHA C
nocienyomeit aumepusanueii). Jlanaele mytH Merabonm3ma N VIVO COrnacyroTcs ¢

pe3ysIbTaTaMu MCCIIIOBaHUit IN VItro ¢ KCrosb30BaHHEM OMOMATEpUAIOB YeI0BEKa.

DaMMUHALIUA

[Tocne poctuxeHust Cmax KOHLEHTpALMs JIEHBaTUHMOA B IUIa3ME€ KPOBH CHMIKAETCS
OusKcroHeHanbHo. [lepros moryBbIBeCHUS JIeHBaTUHNOA B (ha3e 3JIMMHUHALMN COCTABIISIET
IIPUMEPHO 28 4acoB.

[Tocne BBeaeHuss 6 mManMeHTaM C COJHIHBIMH OMYXOJSIMH  PaJHOaKTHBHO-MEUYEHOTO
JeHBaTUHUOA, MPUOIU3UTENBHO 2/3 OT BBEAECHHON 03Bl BBIBOAMIOCH Yepe3 KUIIEUHUK U
1/4 — uepe3 mouku. [IpeobramaronuM METa0OJIUTOM B JKCKpeTax SBISICS METabOJIUT

M2 (~5 % OT 103bI), BTOPBIM I10 3HAYUMOCTH SIBJISIICS JIGHBAaTUHUO (~2,5 %)).

Jlnunerinocts/HemmHEHHOCTD

IIponopyuonansrocms nokaszamereti 003e Npenapama U HAKonjieHue npenapama 8 Op2aHuzme
VY nanueHToB ¢ COMUAHBIMU OMYXOJISIMH, IMOJTYYaBIINX OJHOKPATHbIE U MHOTOKPATHBIE J103bI
JICHBaTUHHOA OJIMH pa3 B CYTKH, TIOKa3aTeIN CUCTEMHO# dKkcrno3uiiuy npenapata (Cmax 1 AUC)
BO3pacTau MPSIMO MPOMOPIUOHAIBEHO MOBBIIIEHUIO €r0 J103bl OT 3,2 10 32 Mr OJWH pa3 B
CYTKH.

JleHBaTUHUO MPOJEMOHCTPUPOBATI MUHUMAJIbHYIO CIIOCOOHOCTh K HAKOIUIEHUIO B OPraHU3ME B
PaBHOBECHOM COCTOSIHUH. B yka3zaHHOM Juana3oHe /103 MeauaHa uHekca HakomieHus (Rac)
BapbupoBaiack ot 0,96 (20 mr) o 1,54 (6,4 mr). ¥V nanuentos ¢ ['LIP ¢ BbicokuM Oamiom 1o

mkane Yaitng-Ileto (7-8), monyyaBmmx neHBATHHHO B 03¢ 8 MI, MeIuaHa HWHIEKCa
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HaKOIICHUs cocTtaBuia 1,49.

dapMaKOKMHETHKA Y OTACABHBIX IPYIII ITAIIHEHTOB

Iloueunasn nedocmamounocms

@®apMaKOKMHETHKA JIEHBaTUHUOA M3ydasach y 6 MalMEHTOB C JIETKOM, CpEAHEN U TSAXKEJION
CTEMEHBIO NMOYEUYHON HEIOCTATOUYHOCTH, KOTOPBIE MOJMy4alid IIpenapar B OJHOKPATHBIX J103aX
no 24 wmr. I'pynma cpaBHeHHMs BKJIOYaia 8§ 370pPOBBIX JOOPOBOJIBLEB CO CXOJHBIMHU
nemorpaduueckuMu  mokazaTensMu. VccnepoBaHus — JIeHBaTMHHMOA Yy MAUMEHTOB  C
XPOHUYECKUMH 3a00JICBAaHUSIMH [TOYEK B TEPMUHAIILHON CTaTUN HE TPOBOMIIUCH.

YpoBeHb 3KCTIO3UIHH JIeHBaTHHNOA Ha ocHOBE mokazareist AUC o-inf) Ut TAIIMEHTOB C JIETKOMH,
CpeHEH WM TSDKEJIOW CTENEHbI0 MoYeyHol HemoctaroyHocTu coctaBuwi 101 %, 90 % wu
122 %, cOOTBETCTBEHHO, MO CPABHEHUIO C MAIIMEHTAMHU C HOPMaJIbHOU (pyHKIIMEH TOYeK.
BBUIO yCTaHOBJIGHO, YTO CBSI3BIBAHWE C OCIKAMH IUIa3Mbl Y TAIMEHTOB C TIOYEYHOUH
HEJOCTATOYHOCTBIO M 3JIOPOBBIX JTOOPOBOJNBIEB OBUIO CXOMHBIM, 3aBHUCHUMOCTH OT

KOHIICHTpAIIMHU He Ha0r01a10Ch (M. pasnen 4.2).

Ileuenounas neoocmamounocmo

dapMaKOKMHETHKA JICHBAaTUHMOA M3ydanach y 6 MalMeHTOB C JIETKOM U CpeaHEel CTeNeHbIO
TSOKECTH TEYEHOYHOW HemocTaToyHocTd (kiacc A u B mo mkane Yaing-Ilsto,
COOTBETCTBEHHO), KOTOpbIE MOJydYald IpernapaT B OJHOKpaTHbIX jAo3ax mo 10 mr. VY
6 TAIMEHTOB C TSHKEION MEYeHOYHOM HemocTaToyHOoCThio (Kiace C mo mikane Yaitna-I1sr0)
npenapar mnpuMeHsuicas B Ao3e 5 wmr. KoHrtponbHas rpynma BkiIO4ana 8§ 370pOBBIX
JOOPOBOMBIIEB CO CXOAHBIMU JeMOTpaUUECKUMHU TOKA3aTeIsIMH, KOTOpBIE MOIyYalu
nenBatuHUO B 03¢ 10 Mr.

YpoBeHb IKCHO3UIMH JEHBATUHMOA, HA OCHOBE CKOPPEKTHPOBAHHBIX IO J03€ MOKa3zaTenen
AUC(-) 1 AUC(0-infy y MallMEHTOB C JIETKOH, CpelHEH M TSKENIOM CTEeNeHbI0 MEeYEeHOUHOM
HEJOCTAaTOYHOCTH YpPOBEHBb IKCIO3UIIMH JIEHBATUHUOA COCTaBisLT mpubau3utensHo 119 %,
107 % u 180 % (COOTBETCTBEHHO) OT YPOBHS €r0 DKCIO3UIMH Yy MAIMEHTOB ¢ HOPMAaIbHOU
dbyHKIMEH neuyeHu. beulo yCTaHOBIIEHO, UYTO CBS3BIBAaHUE C O€JIKaMHM IJIa3Mbl y MAIIUEHTOB C
MEYCHOYHON HEJIOCTATOYHOCTHIO M 3I0POBBIX TOOPOBOIBIEB OBLIO CXOHBIM, 3aBUCUMOCTH OT
KOHIIEHTPALMK He HaOIro1anock (cM. pasnen 4.2).

Hannbix mo nmanuerTam ¢ '[P u cpennei cTeneHbo meueH0YHOM HeT0CcTaTOYHOCTH (Kitace B
no mkane Yaina-Ilsto, 3 manueHTta, Moxy4yaBIIuX JEHBATUHUO B OCHOBHOM HCCJIEIOBAHHM)
HenoctatroyHo. JlanHele mo mamuedtam ¢ I'TIP ¥ TspKenoW CTENEeHbI0 IEYEHOYHOU
HepoctaTouHocTu (kmace C mo mkane Yaitna-I1si0) oTcyTcTBYIOT. JIeHBaTHHHO B OCHOBHOM
BBIBOJUTCS TIEYCHBIO, U DKCIIO3HIINS B ATUX TPYIINAX MAIMEHTOB MOXKET ObITh YBEJIMUEHA.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

C JIETKOM, YMEPEHHOH U TSKEJION CTENEHBIO IEYEHOYHOM HEA0CTaTOYHOCTH U BapbUPOBAJIACH
oT 26 1o 31 Jaca, u OblIa aHAJIOTUYHOH Y 3I0POBBIX T0OPOBOJBIEB. YacTh 1036 TICHBATHHHOA,

BBIBE/ICHHOI MOYKaMu, Obllla HU3KOH BO BCEX KOTOpTax manueHToB (Menee 2,16 %).

Bausinue o3pacma, nona, maccel mena u pacogou npuHaOIeHCHOCmU

[Io pesynbraraM MOMYJSAIMOHHOTO (apMaKOKHMHETUYECKOTO aHajlu3a Yy MAalUeHTOB,
MOJTyYaBINUX JICHBATUHHUO B J03aX 70 24 MI OJWH pa3 B CyTKH, BO3PAcCT, IOJ, Macca Tejla u
pacoBasa NpUHAAJICIKHOCTD (HHOHLIBI 10 CPpaBHCHUIO C IPpYTUMHU, €CBPOINICONABI 110 CPABHCHUIO C

JIPYTUMH) HE OKa3aIi 3HAYMTEIHHOIO BIMSHUS Ha KJIMPEHC JeHBaTHHIOA (cM. pasaen 4.2).

C€THu

HccnenoBanus JICHBaTHHHOA y I[eTeﬁ HC IMIPOBOANIINCE.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. IlepeyeHb BcoMoOraTeJibHbIX BellIeCTB

JlenBatnunO-IIpomomen, 4 mr, 10 Mr, Karcyisl

Kanpmus kapOooHar

ManuuToN

[{emTron03a MEKPOKPUCTAILTHYCCKAS

I'unponosa

['unpono3a ¢ HU3KOM CTENEHBIO 3aMEIICHHS

Tanbk

Cocmas kancynvi: tutana awokcup (E171), xpacutens xene3a okcua kpacHeiii (E172),

KpacuTenb xene3a okcu xkenteiil (E172), rumpomeniosa.

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

3 rona.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTh Ipu TemnepaType He Boimre 25 °C. XpaHUTh B OpUTHHAILHOW yITaKOBKE (TTavKe).
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6.5. XapakTep u cojepkaHHue NEPBUYHON YNIAKOBKHU

[To 10 kamcyn B KOHTYPHYIO SYCHKOBYIO ymakoBky u3 TuieHkH [IBX/TIBJIX wnu miaeHKu
OITA/AJI/TIBX, wmu mnenku [IBX/TIBAX/TIBX u ¢onbru amroMHHHAEBOW IEYaTHOU
JTAKUPOBAHHOM.

ITo 30 kamcynm B 0aHKy W3 TMOJUATHJICHA BBICOKOW TIUIOTHOCTH, YKYIOPEHHYIO KPBIIIKON
HAaBUHYMBAEMON W3 IOJMIIPONMUIIEHA C KOHTPOJEM IIEPBOIO BCKPBITHS CO BCTaBKOW U3
CUJIMKaress Wiav B OaHKy IOJIMMEPHYIO U3 MOJMATUIIEHA HU3KOIO JABJIECHUS, YKYIIOPEHHYIO
KPBIIIKONH HAaBUHYMBAEMOW M3 MOJUATUIIEHA HU3KOTO JABJICHHSI C MEMOpaHOM, Wiu B OaHKY
MOJIMMEPHYIO U3 MOJMATUIIEHA HU3KOrO JIaBJICHUsA, YKYIOPEHHYIO KPBIIIKOW HaBUHUYMBAEMOU
U3 TMOJIMATUIIEHA HU3KOTO JABJIEHMSI C KOHTPOJEM IEPBOTO BCKPBITHSA JUISl JIEKAPCTBEHHBIX
CPEJICTB.

JlomyckaeTcs BKJIaIbIBaTh B 0AHKY MaKET-OCYIIUTENb (CHUIIMKAreb) H/HIK BaTy METUIIUHCKYIO
TUTPOCKOIUYECKYO.

Onny Oanky WM 3 KOHTYpPHBIC SYCHKOBBIC YITAKOBKHM BMECTE C JIUCTKOM-BKJIAJIBIIIEM

MOMEIIAIOT B MMAYKy U3 KapTOHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TMPH YHUUYTOKEHHM WCIHOJIb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara WIH OTXOA0B, IOJY4YEHHbIX IIOCJe MPUMEHEeHHUs
JIEKAapPCTBEHHOI'0 Npenapara u Apyrue MaHUILyJIsIUM C IPenapaToM
JIunam, obecrieuynBarOUIMM YXOJ 32 NAIMEHTaMU, HE CIEAYET OTKpbIBaTh KaICYJbl, YTOObI
n30eKaTh MOBTOPSIIOIIETOCs BO3ACHCTBUS HA HUX COJCPKHUMOTO Karcyl.
Becp ocraBmmiics JI€KapCTBEHHBIM IIpemapaT M OTXOAbl CIEAYET YHUYTOXHUTH B

YCTAaHOBJICHHOM IIOPSAAKE.

7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®enepanus

000 «IIPOMOMEJ PYC»

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

DnekTpoHHas mouta: reception@promomed.pro

7.1. IIpeacTaBUTENb AEPKATE/S] PETHCTPAIMOHHOIO YI0CTOBEPEeHUs!

[Mperen3un norpedUTENed HAIPABIATH 110 aIPECY:

Poccuiickas ®@enepanus u PecyOimnka ApMeHus
000 «ITPOMOME]I PYC»
Anpec: Poccuiickas @enepanus, 129090, r. Mocksa, npocnekt Mupa, nom 13, ctpoenue 1,

odwuc 13
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Tenedpon: 8 800 222 95 63; 8 800 777 86 04 (kpyrmocyroriroy | —-- BATENEHOLTE 0003)

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

Ksipreizckas PecryGnmka

OcO0O «TIACME]»

Anpec: Ksiprezckas Pecriy6nuka, 720040, r. bumkex, yn. Tokroryna, 1. 108
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xkpyrmocyTouHo); + (996) 703 699 466

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

Pecny6nuka benapych

000 «MEATEXITPOM»

Anpec: Pecriybnuka benapycs, 220118, r. Munck, yn. Mamunoctpoutenei, 1. 29, mom. 1
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyriIOCYyTOUHO);

+(375) 17 336 04 51, + (375) 17 336 04 20

Onekrponnas moura: hot_line@promomed.pro, belarus@drugsafety.ru

PecnyOnuka Kazaxcran

TOO «Decalog» (IEKAJIOT')

Anpec: Pecriybnuka Kazaxcran, 050050, r. Anmartsl, yi. ['na3yHoBa, 41A-4
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xpyrmocyrouno); +7 (701) 731 52 18

Onekrponnas moura: hot_line@promomed.pro, decalog@list.ru

8. HOMEP PETUCTPAIIMOHHOTI' O YAOCTOBEPEHUSI

9. IATA IEPBUYHOM PETUCTPAIIMU (IIOATBEPXKJIEHUA PETUCTPAIIUM,
NEPEPEI'MCTPALIUN)

[lara nepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA

OO0mrast xapakTepucTHKa JEeKapCTBEHHOro mpemnapara JlenBatuHuO-IIpomMomes noctynHa Ha
UH(POPMALIMOHHOM TopTasie EBpa3uiickoro SKOHOMHYECKOTo cOr03a M HMH(OpMaIMOHHO-

KOMMYHHUKAIIMOHHOM cetn «HTepHEe™ https://eec.eaeunion.org/
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