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10 MEJULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Apgaeiina®

PerncrpaunonHblii Homep:

Toprosoe naumenoanue: Apdueiina®

MeskayHapoaHoe HeMaTEeHTOBAHHOE HJIM IPYNNHMPOBOYHOE HAUMEHOBaHHe: TeMOpoI3yMad
JlexapcTBeHHasi popma: KOHLEHTPAT JAJIsl IPUTOTOBJICHUS pacTBOPa AJsl UHPY3Ui

Cocras:

1 pakoH comepxut

JICHCTBYIOIIEE BElIeCTBO: ieMOpoau3ymad — 100,0 mr;

BCIIOMOTaTebHbIe BemecTBa: L-ructuaun — 1,2 mr, L-ructuauHa ruapoxyiopuaa MoHoruapar — 6,8 mr,
nosucop6ar-80 — 0,8 mr, caxapo3sa - 280 Mr, Boaa 1)1k UHBEKIIHIA - 10 4 MJL.

Onucanue

[Ipo3padHslii Wi onaNecUpPYyOIMN OT OECIIBETHOTO 0 CBETIIO-KEITOTO IIBETA PACTBOP.
dapMmakoTepaneBTHYeCKasi Ipynmna

[IpoTuBOOMYXOJNEBBIE CPENCTBA; MOHOKJIOHANBHBIE aHTHUTENa W WX KOHBIOTATBl C JIEKapCTBEHHBIMHU

cpenctBamu; uHrHOHTOpH PD-1/PDL-1 (6eiok 3anmporpaMMUpOBaHHOM Tubenu KieTok I/ero uramm).

Koa ATX: LO1FF02

®APMAKOJIOTHYECKHUE CBOMCTBA

[lemOponn3ymad — 3TO T'yMaHM3MPOBAaHHOE MOHOKJIOHAJbHOE aHTUTENO, CEJIEKTUBHO OJOKUpYIollee
B3anMoielicTBre Mexay pernentopom PD-1 u ero nurangamu PD-L1 u PD-L2.

[MemOponnzymab siisieTcs tMMyHOTII00yimHOM m3oTHa [gG4 kanma ¢ MoJeKyIsspHoOi Maccoit okono 149 k/la.
Mexanuzm Oeticmaus

PD-1 - aT0 peuenTop, SBISIOMNANCA UMMYHHOH KOHTPOJIBHOW TOYKOHM, KOTOPBII OrpaHUYMBAET aKTUBHOCTH T -
muMormros B nepudepryecknx TkaHsaX. OMyxoyeBble KIETKH MOTYT UCIOJIBb30BaTh CUTHANBHBIN myTh PD-1
JUTSI ”HTUOMPOBAHMS aKTHBHOTO T-KJIETOYHOTO UMMYHOJIOTUYECKOTO HA/I30pa.

[Membponuzymab npepcrasisier coboii BeicokoadduaHoe anTuTeno k PD-1 penenropy, npu HHrHOMpOBaHUH
KOTOPOTO OCYIIECTBIIACTCS JBOMHAs 0J0Kaaa curHaabHoro mytu PD-1, Brirouaroniero suranasl PD-L1 u PD-
L2 Ha omyxoJeBhIX WIJIM aHTUTCHIPE3SHTUPYIOIIMX KIETKax. B pesynprare MHTHOWPOBAHUS CBS3bIBAHUS
penieniropa PD-1 ¢ ero surangamu neMOpojin3ymad peakTHBUPYET OMYXO0Jb-CIIEHU(UIHBIC [IUTOTOKCUUYECKUE
T-muMpouUTEl B MHUKPOOKPYKCHHH OIYXOJIM H, TaKUM O0pa3oM, pPEaKTUBHPYET NPOTHUBOOITYXOJIEBBIN
UMMYHHTET.

AHTHaHTHOTeHHBIH >(dekT neHBaTnHNOA (MYIBTUKMHA3HBIA MHTHOWTOP) B KOMOMHALIMU C peaKkTHBALMen
NpOTHBOOMYX0sueBoro 3pdekxra nemoponusymada (antu-PD-1) mpuBoauT k Oonbliell akTUBamMU | -KIETOK

MHUKPOOKPYKCHUH OIMYXOJH, YTO IMOMOTAeT MPEOAOJIETh MEPBHUYHYI0 M NPUOOPETCHHYIO YCTOMYMBOCTH K
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JIEUCTBYIOIIUX BEILIECTB.

B moximHUYECKIX MOAEIAX Ha MBIIaX HHrHOuTOpsl PD-1 B KOMOMHAIINY ¢ MyThTUKWHA3HBIMA HHTHOUTOPAMU
MPOAEMOHCTPHUPOBAIH TOBBIIIEHHYIO MPOTHBOOITYXOJIEBYI0 aKTHBHOCTH IO CPABHEHUIO C TEpanueil TOJHKO
OJTHUM M3 ICUCTBYIOIINX BEUIECTB.

dapMakoAUHAMHKA

Ha ocHoBaHMM JaHHBIX MOJEIMPOBAHMS 3aBHCUMOCTH J03a/3KCTIO3UIMSA, MPOBEACHHOTO Uil OLEHKU
3¢ deKTUBHOCTH M 0€30MacHOCTH MeMOponmu3ymMada, OTCYTCTBYIOT KIMHMYECKH 3HAUYUMbIE pa3iuyus B
3¢ PEKTUBHOCTU U OE30MACHOCTH MEXKAY pexuMaMu Ao3upoBanus 200 Mr wim 2 MI/Kr Kaxasle 3 HeJenu Win
400 Mr xaxanie 6 HeOEb.

B nepugeprdeckoit KpoBH MaMEHTOB, KOTOPBIC MOTYYaIH IeMOpoIn3yMal B pesKiuMe 2 MI/KT KaKIble 3 Helelin
w10 MI/Kr Kaxkaele 2 Wik 3 HEACId, He3aBUCHMO OT IPUMEHSAEMOTO PEXUMA JO3UPOBAHUS HAOIIOIAIOCH
yBEJIMYEHHE TMPOICHTHOrO cojepxanus akTuBupoBaHHbix (T.e. HLADR+) CD4+ u CD8+T-kierok 0e3
MOBBIIICHHS OOIIET0 YUCIIa [UPKYIUPYIOMUX T -TUM(POIUTOR.

DapMaKkoKHHETHKA

DapMaKkOKHHETHKY TIeMOpOoIn3yMada U3y4alid B UCCIICOBAHUAX C ydacTreM 2993 marueHToB ¢ pa3InIHbIMI
BUJIaMH 3JI0KaUECTBEHHBIX OITyXOJIeH, MOMy4YaBIINX Mperapar B 03UpoBKax ot 1 1o 10 Mr/Kr kaxkasie 2 HeJem,
otr 2 no 10 mr/kr xaxxasle 3 Heaenu win 200 Mr KaXkasle 3 HEIEIM.

He Obuto 0OHapyxeHO KIMHUYECKH 3HAYMMBIX pa3nyuii B (papMakoKMHETHKE memMOponuzymabda cpeau
W3YYEHHBIX TIOKA3aHHA.

Abcopouyusn (Becacvieanue)

[Ipenapar Ap¢ueiina® BBOAWTCS BHYTPUBEHHO, IO3TOMY IIEMOPONM3yMad HEMEIIEHHO M IIOJHOCTBIO
CTaHOBHUTCSI OMOIOCTYITHBIM.

Pacnpedenenue

B cooTBeTCTBUM ¢ OrpaHMYCHHBIM BHECOCYIUCTBIM pacpe/elieHueM, 00beM pacipe/iesieHus ieMOposr3yMada
B PaBHOBECHOM COCTOSIHMM He3HAYMTEeNbHBINH (mpumepHo 6,0 11; koaddumment Bapuammu CV: 20 %). Kak n
JpyTUe aHTHTeNa, IeMOpOoIn3yMad He CBI3bIBAETCS ¢ OSIKaMU TIa3Mbl CIICIIU(PUIHBIM MTyTEM.

Memabonuszm

ITemOponn3ymad moaBepraercss KaraOONMM3My HeCHeHMM(PUUHBIMUA MyTSIMH, METa0OJM3M HE BJIMSIET Ha €ro
KITpEHC.

Ikckpeyusn (Boviseoernue)

Kiupenc nembponuzymadba (CV%) npumepro Ha 23 % ke (cpemnee reomerpudeckoe 195 mi/cyr. (40 %))
nocje JOCTHXKCHUST MaKCHMAJIBHOTO W3MEHEHHUS! B PABHOBECHOM COCTOSIHAHW 110 CPAaBHEHUIO C MEPBOM J1030H
(252 mu/cyT. (37 %)); 3TO CHIDKEHHE KIMPEHCA C TCYCHHUEM BPEMEHHU HE CUMTACTCS KIIMHHUYSCKH 3HAYMMBIM.
Cpennee reomerpuueckoe 3HaueHne (CV %) uist koHeuHoro neproaa nonyseiBeneHus (T12) cocraBuser 22 mHs
(32 %).

[Ipu moBTOPHOM BBEACHUH KaXKIbIe 3 HEIEIN paBHOBECHBIE KOHIIEHTPAIMY TeMOpoIn3ymMada JOCTHTaIuch K 16

HEACIC, TPU 3TOM CUCTCMHOC HAKOILJICHUC OBLIO B 2,1 pasa BLBIIIC.
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W IUIONIaJb TOJ] KPHUBOH «KOHIEHTpamusa-Bpemsi» B paBHOBecHOM cocTosHiH (AUCs) memOponm3ymada
BO3paCTaIH IMPOTIOPITHOHAIEHO 103€ MTPH BBEIACHUH OT 2 10 10 MI/KT KaKaple 3 HeIelu.

DapmaKoKuHemMuKa y 0codblx 2pynn nayueHmos

Brmusaue pasnuyHbIXx KOBapuaT Ha (apMaKOKMHETHKY MeMOponm3yMada OLEHWBAIH B TOMYJSIIHOHHOM
(apmakokrHETHYECKOM aHanm3e. Creayromniie (GakTopsl HE OKa3bIBAIHM KIMHWYECKH 3HAYAMOTO BIHMSHUS Ha
KIIMpeHC meMOposmzymaba: Bo3pact (ot 15 go 94 mer), mon, paca, mouevyHass HEIOCTATOYHOCTD JISTKOW MU
CpelHel CTemeHW TsDKECTH, NMEeUeHOYHash HEJOCTATOYHOCTh JIETKOM WM CpeAHEl CTeNeHH TSKEeCTH, Macca
omyxoJy. B3anMocCBs3b MeXIy Maccoil Teila W KIMPEHCOM IOATBEPXKAAET HCIOIb30BaHUE (PUKCHPOBAHHOTO
peKuMa T03UPOBAHUS WM PeXKUMa JO3UPOBAHHS B 3aBUCIMOCTH OT Macchl TeJia sl oOecreyeHus aJeKBaTHOrO
Y CX0XKET0 KOHTPOJIS SKCIO3uIK. KoHIIeHTpauu neMOponu3yMada Ipu peskuMe T03UPOBaHUS B 3aBUCHMOCTH
OT Macchl TeNia 2 MI/KT KaxJple 3 He[eldH y MalHueHTOB JIETCKOro Bo3zpacrta (0T 2 10 17 jeT) comocTaBUMBI €
TAKOBBIMH y B3pOCJBIX IPU TAKOM K€ PEKUME JO3UPOBAHUSI.

THoueunas neoocmamoynocms

BnusiHne mOYeYHOH HEIOCTAaTOYHOCTH Ha KIMPEHC NeMOponu3yMada OICHMBAIM NpPU MOIMYJISIIMOHHOM
(hapMaKOKHMHETUYECKOM aHAHM3€ y IMAlWeHTOB C IMOYEYHOW HEJOCTATOYHOCThIO Jierkod (60 < ckopocTh
Kiy6oukoBoi (unstpanun (CK®) < 90 mun/mun/1,73 m?) umu cpexneii (30 < CK® < 60 mu/mun/1,73 M2 )
CTENEHH TSHKECTH B CPABHEHUH C MALMEHTaMK ¢ HOpManbHol (yHkiumeit noyek (CK®~90 mu/mun/1,73 m?). He
BEISBJICHBI KIIMHUYECKH 3HAYUMBIC PAa3INdMsl B KIMPEHce NeMOponuzymMada MEexXy MalleHTaMi ¢ TTOYedHOM
HEJ0CTATOYHOCTHIO JISTKOW WIJIM CPEJIHEN CTETIeHH! TSDKECTH M C HOPMATBHOH (pyHKIMeEl moYeK. Y MalMeHToB C
TSKENON MoYeyHol HeocTaTouHOCTHIO (15 < CK® < 30 mun/mun/1,73 M?) uccienoBanus rieMOponmzymaba He
npoBoauiH (cM. «Crioco® IpUMEHEHHS U 103B1»).

Tleuenounas nedocmamounocmo

Brusaue HapymieHuss (yHKIMEM TIeYeHH Ha KIHpEHC NeMOpoin3yMada OIEHWBAIHM TPU MOIMYJISIIMOHHOM
(hapMaKOKHHETHYECKOM aHAII3e y MalMeHTOB C MEYeHOYHON HE0CTaTOYHOCTHIO JIETKON W CpeHel cTeneHn
TsDKeCTH (KoHIeHTpamwus oduiero ommupyouna (OB) ot 1,0 no 1,5 pa3 Beime BepxHel rpanuisl Hopmel (BITH)
WIN aKTUBHOCTH acmnapratamuHoTpancdepassl (ACT) Boiie BI'H u OB ot 1,5 1o 3 pa3 Beime BI'H u mo6oe
3HadeHue akTHBHOCTH ACT cOOTBETCTBEHHO) TIPU CPaBHEHHH C MAIIMEHTAMHU C HOPMaJIbHOH (QyHKIUEH NedueHn
(xornentpanusa Ob u aktuBHOCTH ACT < BI'H). He 06Hapy)eHO KIIMHUYEeCKH 3HAYNMBIX Pa3INYnil B KJIMpPEHCEe
nemMOposnzymMaba Mex 1y NanueHTaMu C TIeYeHOYHOW HEJO0CTaTOYHOCTBIO JIETKOM CTENEHW W ¢ HOPMAIbHOMN
GyHKIMEH neueHu. Y HalMeHTOB C IEYeHOYHOM HeI0CTaTOUHOCThIO TsbKeIon (koHIeHTparus OB > 3 pa3 Bhiie
BI'H u mro6oe 3nauenue aktuBHOCTH ACT) cTemeHHW WCCIeAOBaHMS MO MPUMEHEHHIO IeMOpoim3ymada He

npoBoaAniH (cM. «Criocod MpUMEHEHUS U JO3BI»).
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Mesanoma

Ipenapat Apdieiina® nokaszan B Ka4eCTBE MOHOTEPAIIUH IS JICYCHHS B3POCIIBIX MALMEHTOB ¢ HeonepabeabHOM
WJIM METaCTaTUIECKONH MEJTAHOMOM.

Ilpenapar Apdreiina® B BHAe MOHOTEpalMM IIOKA3aH B KayecTBE aJbIOBAHTHOM TEpalMU IIOCIE
XUPYPTrHYECKOTO JICYEHHs Y B3POCIHBIX ManueHToB ¢ Meidanomoi Il cragum ¢ mopakenuem nmuMbaTuaeckux
Y3J10B.

HemenKoK/I€TOYHBIN PaK JIETKOI'0

[penapar Ap¢ueiina® mokasan B KOMOMHAIMM C XMMHOTEPANMEH, BKIIOYAKOIIEH Mpernapar IUIATHHBL U
MeMeTpeKces] B KayecTBe 1-0M JMHMM Tepamud y B3POCHBIX MAIHEHTOB C METacTaTU4YEeCKUM
HETUIOCKOKJIETOYHBIM HEMEJIKOKIETOUHbIM pakoMm Jierkoro (HMPJI) mpu oTcyTcTBUM MyTanuii B TeHax
snuaepMaiibHOro (pakropa pocta (EGFR) wiu kuHa3el aHaruacTiuueckoi aumdomsl (ALK).

[Ipenapar Apdueiina® mokasaH B KOMOMHAIMM C KapOOILIATUHOM M IIAKIMTAKCEJIOM WM albOyMHH-
CTaOMIIM3UPOBAHHBIM HAHOAWCIEPCHBIM TMAaKIUTAKCENIOM B KadecTBE |-OM JIMHUM TEparmuu y B3POCIBIX
MAI[MEHTOB C METACTATUYECKUM IIJIOCKOKJIETOYHBIM HEMEIKOKJIETOUHBIM PAKOM JIETKOTO.

[Ipenapar Apdieiina® mnokasan B KayecTBE MOHOTEPANUM 1-0f JMHMH Yy B3POCIBIX IIAIIUEHTOB C
MeCTHOpacnpocTpaneHHbIM Wi MetactarmaeckuM HMPJI ¢ skcmpeccueit PD-L1 TPS > 1 % omyxoneBeiMu
KIJIETKaMH, OTIPEAeIIIeMON BATHIUPOBAHHBIM TECTOM, TIpH OTCYTcTBHH MyTaruii B reHax EGFR wim ALK.
[penapatr Apdueiina® mnokasaH B KayeCTBE MOHOTEPANUM Ui JIEYEHUsS B3POCIBIX TALMEHTOB C
pacrpoCTpaHEeHHBIM HEMEIKOKJIETOYHBIM PakoM Jerkoro ¢ skcnpeccueit PD-L1 TPS > 1 % omyxoneBbiMu
KJIETKaMH, ONpeneIsieMoll BaJIMAMPOBAHHBIM TECTOM, KOTOpBIE paHee IMOIy4aldd TEePanHio, BKIIOYAIOIIYIO
npenaparsl IatuHel. [Ipu Hamuumm Mytanmii B reHax EGFR wmm ALK nmanueHTsl JOMKHBI MOTYYHTH
COOTBETCTBYIOIIYIO CIEUU(HUECKYI0 TEpanuio Npexie, YeM MM OyZeT Ha3zHaueHO JIeYCHHE MpenapaTrom
Apdreiina®.

Paxk rosioBsI u men

[penapatr Apdueiia® mnokasaH B KaueCTBE MOHOTEpANMH 1-Oi JIMHMM y B3POCIBIX MALMEHTOB C
METaCcTaTUYECKHM HITH HeollepaOenbHBIM PEIUANBHPYIOIINM IFIOCKOKIETOYHBIM pakoM rojioBsl U mren (ITPI'ILD)
¢ skcrapeccrueii PD-L1 (koMOMHHpOBaHHEBINA MMOKa3aTenb mo3utuBHOCTH (COombined positive score, CPS))
CPS>1.

Ipenapar Apdueiina® nokasan B KOMOWHAIMU C XUMHOTEPAIHUEH, BKIIOYAIONIEH TMpenapar IUIATUHBI U
5-propyparun (5-DY), B xauecTBe 1-0if IMHMM Tepamul y B3POCIBIX MAIMEHTOB C METACTATHYCCKUM WIIH
HeonepadeIbHBIM PELUINBUPYIOLIMM IIOCKOKIETOYHBIM pakoM roiossl U men (ITPI'LL) ¢ skecnpeccueii PD-L1
CPS>1.

Ilpenapar Apdueiina® mnokasaH B KauyeCTBE MOHOTEPANMH JUI JIEYEHHS B3DPOCIBIX MAIMEHTOB C
METacTaTHYecKuM Wi HeomepabensHbIM peunauBupyromuM [IPTIH ¢ skcnpeccueit PD-L1 TPS > 50 % u

mporpeCCupoOBaHruCM 3a00JIeBaHUs BO BpEM: UJIU MTOCJIC XUMUOTECpaAInu, BKJ'IIO‘IaIOH.IGﬁ npernaparsl MJIIaTUHBIL.



COOTEBETCTEYET .

Knaccuueckas sumdoma XoaKKuHa

[Ipenapat Ap¢ueiina® nokasan B Ka4eCTBE MOHOTEPAITMH /ISl JIEUEHHS B3POCIBIX U JETEN B BO3PACTE OT 3 JIET
W CTaplie ¢ peluauBHpYIOUed uiau pedpakTepHol Kiaccudeckoil nmmdomoin XomkkuHa (kJIX) mocne
BBITIOJTHEHUSI ayTOJIOTMYHON TPAHCIUIAHTAIIMN TEMOIIOATHYECKUX CTBOJNIOBHIX KJeTok (ayToTTCK) mmm mocie
onHOW W OoJee MPEOIISCTBYIOIIMX JHHUN Tepamnud NpH HaIWYMM NPOTHBONOKA3aHUH K BBITIOJIHEHHIO
aytoTI'CK.

YporenuaabHblii pak

[penapar Apduneiina® mokasan s JedeHHs B3POCIBIX MAIMEHTOB C MECTHOPACIIPOCTPAHEHHBIM HIIH
METacTaTUYECKUM YPOTEIHATIbHBIM PAKOM, Y KOTOPBIX HEBO3MOYKHO MPOBEJIEHUE XUMUOTEPAIINH, BKITIOYAIOLIEeH
[UCIUIATHH, ¢ 3Kcnpeccueit PD-L1 (koMOMHUpOBaHHBIH TTOKa3aTes nmo3utuBHOCTH (COmbined positive score,
CPS) >10) mo maHHBIM BaJIMOUPOBAHHOI'O TECTA, a TAKXKE y MALMEHTOB, KOTOPHIM HEBO3MOXHO IPOBEICHUE
XMMHOTEPANNH JTIOOBIMU TIpeTriapaTaMy IUIATHHBI, HE3aBUCUMO OT dKkcnpeccuu PD-L1.

[penapatr Apdueiina® B KadecTBE MOHOTEpANMU [OKAa3aH JUIA JIEYEHHsS B3POCIBIX TALMEHTOB C
MECTHOPACTIPOCTPAHEHHBIM MM METaCTaTU4YECKHM YPOTENHAIbHBIM pPakoM, KOTOPBIE DaHee MOJIydaln
XMUMHOTEPAIHIO, BKITIOYAIOLIYIO MpernapaTsl INIaTHHBL.

[penapatr Apdueiina® moka3an 1y J€YeHHs B3POCIBIX TMALMEHTOB C HEMBINIEYHO-MHBA3UBHBIM PAKOM
moueBoro my3eipsi (PMII) Beicokoro pucka mpu oTcyTcTBHHM oTBeTa Ha Tepanuio bIDK, mpm wammumm
kapuuHoMsl iN-Situ (CIS) ¢ manmuuIsipHO# OMyX0bI0 1 6€3, KOTOPEIM He MOXET ObITh IPOBEACHA [TUCTIKTOMISI
WJIM OTKAa3aBLIMMCS OT €€ BBITTOJIHEHUSI.

Pak numesona

[penapar Apdueiina® mokazan B KOMOMHAIMM C XMMHOTEpAlMEN HA OCHOBE MPENAPATOB IUIATHHBI U
GTOpIIMpUMUINHA B KadecTBe 1-0if JIMHMM Tepanmuy y B3POCIBIX MAIMEHTOB C MECTHOPACIPOCTPaHEHHBIM
HeorepabenbHBIM WM METacTaTUYeCKHM pakoM mnwiieBoja, win HER-2 HeraTMBHOW aJleHOKapIIMHOMOI
MHUILEBOJHO-KEYJOYHOTO Iepexofa (OMyXoidu ¢ HEHTPOM OT 1 A0 5 ¢M BbllIe NHUIIEBOAHO-KEIIYIOYHOTO
nepexoza) ¢ akcrpeccueit PD-L1 CPS > 10.

3/10ka4ecTBEeHHbIC HOBOOOPA30BAHHUS ¢ BBICOKHM YPOBHEM MHUKPOCATEJVIHTHON HeCTA0MJIBHOCTH
[lpenapar Apdueiina® B KayecTBE MOHOTEpANUM TIOKA3aH Ui JIEYEHUs B3POCIBIX IMAIMEHTOB C
HeomnepaOenbHBIMA WIIM METACTATUYECKUMH 3JI0KAaYeCTBEHHBIMH HOBOOOPA30BAHUSIMH C BBICOKUM YPOBHEM
MUKpocatesuTHo! HectabmibHocTH (MSI-H), Brirtouast Hapymenus cuctembl periapanuu JJHK (AMMR), npu
NPOTrpecCUpOBaHMU  3a00JE€BaHMSl  MOCIE  MPEIIIECTBYIOMIEH  Tepallud B Ciydyae  OTCYTCTBUS
YIOBJIETBOPHUTEIBHBIX ATbTEPHATUBHBIX BAPUAHTOB JICUEHUSI.

KoJsiopekTanbHbIi pak

[penapar Apdueiina® mnokasan B KayecTBE MOHOTEPANMU 1-0M JIMHUM Yy B3POCIBIX IAIIMEHTOB C
HeonepaOenbHbIM WM METacTaTHYeCKUM KosiopekTalnbHbIM pakoM (KPP) c BbICOKOl MHKpocaTeUIMTHOH

HecTabuibHOCTRIO (MSI-H) mnu napymenusmu cucremsl pernapanuu JJTHK (AMMR).
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Pak meiiku MaTKH

[Ipenapat Apdieiina® nokasan B KOMOMHAIMY ¢ XUMUOTEPANUEH ¢ GeBanu3yMaboM ui 6e3 HEro st JIEYEHHs
B3pPOCIIBIX MAIMEHTOB CO CTOWKWM, PEHUIUBHPYIOUIMM WIM METACTATHYECKUM DPaKOM IIEHKH MAaTKh C
skcmpeccueit PD-L1 (CPS >1) mo qaHHBIM BaMANPOBAHHOTO TECTA.

[penapatr Apdueiina® B KayecTBE MOHOTEPAMU [OKA3aH JUIA JIEYEHHsS B3POCIBIX MALMEHTOB C
PELUIUBHPYIOIIUM MM METACTATUYECKHM PaKoM Iieiiku Matku ¢ skcnpeccueit PD-L1 (CPS >1) mo nanHbIM
BAJIMMPOBAHHOIO TECTA IIPU [IPOTPECCUPOBAHUH 3a00sIeBaHNA HA (DOHE UM NTOCTIE IIPOBECHUS XMMUOTEPAIIUH.
IToyeuyHO-KIETOYHBII paK

IIpenapar Apdaeiina® nmokasan B KOMOMHAIIMK C AKCHTUHMOOM B Ka4€CTBE 1-0i IMHUM TEparmvu y B3POCIBIX
NAIMEHTOB C PACIPOCTPAHEHHBIM [T0YeUHO-KiIeTouHbIM pakoM (IIKP).

I[Ipenapar Apdueiina® nokasan B KOMOMHALMU C JIEHBATHHMOOM B KauecTBe 1-0M JIMHMU TEPAIIMHU Y B3POCIIBIX
MAalUEHTOB ¢ pacnpocTpaHeHHbIM [TIKP.

[Ipenapar Apdueiina® B Ka4eCTBE MOHOTEPAITMH MOKA3aH IS a{bIOBAHTHOMN TEPAIUH Y B3POCIIBIX TAIIUEHTOB €
ITKP nipu cperHe-BBICOKOM MITH BBICOKOM pHCKe peruanBa (cM. «Crioco0 mpuMeHeHHs U 10361y, pasaen «OToop
NALMEHTOBY) Mociie He(QPIKTOMUH WM NOCIE HEPPIKTOMUHY U PE3EKLMH METACTATHUECKUX TOPAXKECHUH.

Pak 3npomerpus

[Ipenapatr Apdueina® mokasan B KOMOMHAIMU C JIEHBATUHMOOM [UIs JIEYEHWs B3POCIIBIX IALMEHTOB C
pacrpoCcTpaHeHHBIM PaKOM SHAOMETPHS B cllydae OTCYTCTBHS BBICOKOW MHKPOCATEIUTUTHON HECTAOMIBHOCTH
(MSI-H) unu Hapymenuit cuctembl pernapaiun JJHK (AMMR) ¢ nporpeccupoBanunem 3a0ojieBaHMs TTOCTE
NPE/IECTBYIONIEH CHCTEMHO Tepanuy B JII000M pEXKUME, KOTOPBIM HE TMIOKa3aHO XUPYPTrUIecKoe JIeUeHUe UITH
Jy4yeBas Teparnmus.

IInocKOKIETOUHBIN PaK KOXKHA

[Ipenapat Apdieiina® nmokasan st Ie4€HUs B3POCIBIX MAIMEHTOB C PELUAMBUPYIONIUM UJIH METACTATUYECKUM
riockokeTounbiM pakoM kKoxku (ITKPK) mimm mectHopacnpoctpanensbsiM [IKPK, koTopblit He MOXkeT OBITH
M3JIeYEH XUPYPTUYECKUM METOJIOM MJIH JTy4eBOU Tepanueit.

TpoiiHOI HeraTUBHBIN PaK MOJIOYHOM KeJie3bl

Ipenapar Ap¢ueiina® nokasaH B KOMOMHAIMM C XUMHOTEPANMEH IS JIEYEHHUs B3POCIBIX MALMEHTOB C
HeonepaOelbHbBIM MECTHO-peluauBupyomMM uinn  Meractatnueckum THPMIXK ¢ skcnpeccuein PD-L1

(CPS >10) o naHHBIM BaJHIUPOBAHHOTO TECTA.

INMPOTUBOIIOKA3AHUA
—  I'umepuyBCTBUTEIBHOCTH K HEMOPOIN3yMady MM K JF000MY U3 BCIIOMOTATENbHBIX BELIECTB,;
— bepemeHHOCTS;

— Ilepuoa rpynHOro BCKapMJIMBaHHUS.



COOTEBETCTEYET .

C OCTOPOKHOCTBIO

V nanueHToB, MONy4YaBmHUX HpenapaT Apdueiina®, oTMeuanuch MMMYHOONOCPEIOBAHHBIE HEXKeaTelbHbIE

PpCaKium, BKIItO4as TSXKCIIbIC U CiIydau € JICTAJIbHBIM UCXOA0M (CM. «Oco0nIe yKaSaHI/IH»).

INPUMEHEHUME ITPU BEPEMEHHOCTU U B IEPUOA I'PYIHOI'O BCKAPMJIUBAHUS
bepemennocTs

JanHbie 0 npuMeHeHNH IeMOponu3yMada y 6epeMeHHBIX )KEHIIWH O0TCYTCTBYIOT. CrieuanbHbIe HCCIIeT0BaHUS
M0 U3YYEHUIO BIUSHUSA TeMOpor3yMabda Ha penpogyKTUBHYIO (QYHKIHIO Y 5KUBOTHBIX HE MTPOBOIMINCH, TEM HE
MeHee, B MOJIeIIsIX O0SPEeMEHHOCTHU MBbITIel ObLTO TOKa3aHo, 4To O10Kaa curHaibHol cuctemsl PD-L [ mpuBogut
K CHIDKCHHUIO TOJIEPAaHTHOCTH OpraHu3Ma MaTepH K IUIOAY W MOBBIIIEHHIO Yrpo3bl T'HOenu Iioaa. JTH
pe3yabTaThl YKa3bIBalOT HA BO3MOXHBINH PUCK (HA OCHOBAaHWM MEXaHU3Ma JIEUCTBHUS) HETAaTUBHOTO BO3/IEUCTBUS
Ha IUIOJ, BKJIOYass TMIOBBINICHWE YacTOTHl BBIKUABINEH WIM MEPTBOPOXKACHHUN, IpU NPHUMEHEHUH
nemOponuzymaba Bo BpeMsi OepeMeHHocTH. YemoBeuecknit nmmyHOTI00ymmH G4 (IgG4) mpoHmkaer uepes
TUTAlIEHTapHBIN O0aphep, a Tak kak memOponuszymad ssisiercss 1gG4, moTeHIMATEHO OH MOXKET TepefaBaThCs
yepe3 IUIALEHTY OT MaTepyd K pas3BHBaOIIEMycd IUoAy. JKEHIIMHBI IETOPOJHOTO BO3pacTa JIOJDKHBI
UCIIOJIb30BaTh Ha/Ie)KHbIE METObI KOHTPALICIILIMK BO BpeMs JICUCHUS IeMOPOIM3yMaboM 1 B TEUCHUE HE MEHEE
4 MecsIIeB mocle mocieHe nHpy3un meMoponn3ymMmada.

Ilepuoa rpyaHoOro BcKapMJIMBaHUs

Her manHbIX 0 BBAENEHUH TeMOponn3yMabda B rpyaHoe Monoko. [lemOponan3ymald npoTHBONIOKa3aH B MEPHOL
TPYAHOTO BCKapMJIMBAHUS.

Bausinue Ha GepTHILHOCTH

KnuHnveckre aHHbIE 0 BO3MOXHOM BIIMSIHUH ITeMOposin3ymMada Ha penpo yKTUBHYIO (PYHKIIUIO OTCYTCTBYIOT.
HecMoTpsi Ha TO, 4TO OTAETBHBIE HCCIIEA0BAHMS TOKCHYECKOTO ICHCTBHS ITeMOpon3yMada Ha penpoyKTUBHYIO
(GYHKIUIO U BHYTPHYTPOOHOE pa3BUTHE HE MPOBOMINCH, MPH MCCIIEJOBAHUN TOKCUYHOCTH MOBTOPHBIX J103 Y
00e3bsH B cpoku 1 1 6 MecsiiieB He ObIJI0 0OHAPYKEHO 3aMETHOTO BIUSHUS HA PENPOAYKTUBHEBIE OPTaHbl CAMIIOB
Y CaMOK.

Cnocod npuMeHeHUs U 103bI

Jleuenwue crieyeT HAYMHATH U TIPOBOJIUTH MTOJT KOHTPOJIEM KBATU(QHUIIMPOBAHHBIX U OIBITHBIX Bpauei.

OT10op mmareHToB

Eciu yka3aHo B MOKa3aHWM K NPUMEHEHHUIO, MALMEHTOB Ui JedeHus npemapatoM Apduneiina® crenyer
oTOMpaTh Ha OCHOBAaHMHW TOJOXKHUTENbHOW dKcmpeccuu PD-L1, craryca omyxomn MSI-H wnmu dMMR (cwm.
«IlokazaHusl K HPUMEHEHHION).

Okcnpeccuro PD-L1 crieyer onpeaensts ¢ momortpio Habopa pearentoB «PD-L1 IHC 22C3 pharmDX» wiu
aHaJOTHIHOTO Habopa.

Cratyc onyxonu MSI-H unu dMMR crieayet onpenensiTe ¢ TOMOLIBIO BATHIUPOBAHHOTO TECTA.

IlockonpKy y ManmMeHTOB C INIMOMAaMM BBICOKOM CTENEHM 310KAaYECTBEHHOCTH BIMSHHE NPEIIECTBYIOMIEH

XMMHOTEPAITHH Ha pe3yiIbTaThl TecTupoBanus Ha ctatyc MSI-H unmn AMMR He omnpeneneHo, y Takux MaIrMeHTOB
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MOJY4YEeHHOM JI0 Havajla XUMHOTEPAK TEMO30JIOMHUJIOM.
[Tpu npumeneHnn nemOponu3yMadba B KadecTBE aablOBaHTHOHM Tepamuu y manueHToB ¢ [IKP k kareropum
CpeIlHe-BBICOKOTO PHCKa OBUIH OTHECeHBI omyxonu cragumu pl2 ¢ 4-ii cremeHsio audepeHITpPOBKH HIH
HaJIMYMEM CapKOMAaTOMJHOTO KOMIIOHEHTa, a Takke Oomyxonu craguun pl3 ¢ 000l  CTENeHbIo
muddeperunpoBku, 6e3 nopaxenus numdoysno (NO) u 6e3 ormanennsix meracrazoB (MO). K kareropumn
BBICOKOT'O PUCKa OBLIM OTHECECHBI OIyXOJNH cTaauu P4 ¢ modoii creneHbio quddepennnpoku, NO u MO, a
TaKXe OIMyXOIH JIt000i ctaauu PT ¢ mo0oit creneHbio upGepeHIMPOBKH, ¢ MopakeHreM JuMdpoy3ino u MO.
K xareropun M1 NED (6e3 npuzHakoB 3a00yieBaHNs) ObUTH OTHECEHBI MAIIMEHTHI C METACTATHYECKUM PaKOM,
KOTOPBIM ObUIa MPOBECHA ITOJIHAS PE3CKIHSI IEPBUYHON OIyXOJIH U METACTaTHUECKUX MOPAKEHUI.

Losza

PexoMengoBanHas 103a npenapara Apgieiina® y B3pocibix namuentos coctapiseT 200 Mr kaxasle 3 Heaenu
i 400 Mr Kaxkeie 6 Helellb, BBOJUMBIC BHYTPUBEHHO (B/B) B BHe 30-MuHYTHOH HHDY3UH.

ITpyu KOMOMHMPOBAHHOH TEPAIUH CIELyeT CMOTPETh HHCTPYKLUH 110 MEJULUHCKOMY IIPUMEHEHUIO COBMECTHO
NPUMEHAEMBIX JIEKAPCTBEHHBIX mpenapatoB. Ilpu BBemenmu npemaparta ApQueina® kak wactn
KOMOMHHPOBaHHOM BHYTPMBEHHON XMMHOTepanuy rpenapat Apgieiina® ciemyer BBOIUTH NEPBBIM.

Jns nauuentos ¢ IIKP, monyuaromux jedenue npernapatoM Apgieiina® B kOMOMHAIUMM ¢ aKCUTHHHOOM,
CJIEYeT 03HAKOMUTBHCS C PEXUMOM JO3UPOBAHMS aKCUTHHHOA B HHCTPYKLUH 10 MEAULIMHCKOMY NPUMEHECHHUIO.
B ciyyae COBMECTHOTO NPUMEHEHHs aKCHTHHMOA ¢ mpenapatoM Apgieiina® ysenuuenune 10361 akCUTHHHOA
BBIIII€ HAYAIbHOM 1036l 5 MI' MOXKHO paccMaTpUBaTh C MHTEpBajIaMu 6 Wiu OoJiee HEJENb.

Jlnist manuenToB ¢ pakoM sHaomeTpus u IIKP, nonyyaromux nevenune npenapatom Apdueiina® B komOuHammm ¢
JICHBaTHHHOOM, PEKOMEHyeMasl HauajlbHasl 1032 JICHBAaTHHHOA cocTaBisieT 20 MT IepopabHO OJIMH pa3 B CyTKU
JI0 IPOrPEeCCUPOBaHU 3a00I€BaHMUS MIIH PA3BUTHUS IPU3HAKOB HEIIPUEMIIEMON TOKCUYHOCTH.

Jleuenne mpenapatoM Apdueiina® nmpoBoasT 10 mporpeccupoBaHus 3a00J1€BaHUs WM Pa3sBUTHS TIPH3HAKOB
HempuemJeMoil TokcnuHocTd. HaOmronanuchk aTUnu4Hble OTBETH! (T.€. MEPBOHAYAIBHOE KPAaTKOBPEMEHHOE
YBEJIMUEHHE pa3Mepa OIyXOJM WIM HEOOJIbLIME HOBBIE OYard B TEUCHHE MNEPBBIX HECKOJBKHX MECSIEB C
MOCJIEOYIOUIMM yMEHBIIEHHEM pa3Mepa OmyXosid). PekoMeHayeTcss NpOoJOKHUTH JIeYCHHE KIMHUYECKU
CTaOWJIBHBIX TIALIMEHTOB C HAYaJIbHBIMH NPU3HAKAMH MPOTPECCHpPOBaHMS 3a00jieBaHHA 10 MOMEHTa
MOTBEPKACHHS MTPOTPECCUPOBAHMS 3a00JI€BaHNSI.

AJTbIOBAaHTHYIO TEPAIMIO Y NALMEHTOB ¢ MenaHoMoit unu ITKP npenaparom Apdneiina® nposoasar smiots 10
OJTHOTO T0J1a, WJTH JI0 PelUaMBa 3a00JI€BaHNA, WM A0 PAa3BUTHS IPU3HAKOB HEMPUEMIIEMON TOKCUYHOCTH.
Bpemennas unu nonnas ommena nevenus

He pekoMeH/IyeTcsl yMeHbIIeHUe 10361 penapara Apdiieiina®. BpeMeHHO HIilH MOIHOCTBIO OTMEHSIOT JIeUeHHE

npenapatoM Apdieiina® s ynpapieHus HexenaTe bHBIMU PEakUaMH B cooTBeTcTBHH ¢ Tabmueii 1.
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BATENEHOCTE 0001)

HeskenareabHble peakiun

CreneHn TAKECTH

HN3Mmenenue 103bl

MMMmyHOONOCpENOBAHHBIN

ITHCBMOHUT

YmepenHas (2 cTereHs)

BpeMeHHO OTMCHUTH JICYCHHUEC OO0
YMCHBIICHH A HCXKCIIATCIbHBIX

peaxkuuii 1o 0-1 crenenu™

Tspkenast UM KU3HEYTpOKaroLas
(3 wu 4 crenens) unn
peUUAMBHUPYIOIIAs yMEpEHHAs

(2 crenens)

OTMEHUTH JICUCHHUE

HMMMmyHOONOCPETOBAHHBIN KOJIUT

YMepeHHas Wik TsbKemas

(2 mm 3 crereHs)

BpeMeHHO OTMCHUTH JICUCHHUEC 10
YMEHBUICHUS HEXKEIATCIbHBIX

peaxknuii o 0-1 crenenn™

Kuzneyrpoxatorias (4 CTETIeHb)
WM PEUTUBUPYIOIIAs TSDKEas

(3 cremensn)

OTMEHHUTD IeUeHne

NMMyHOOIIOCPEI0BaHHBII

HEPpUT

YwMmepenHas (2 cTeneHs)

BpemMeHHO OTMEHHUTH JIEUEHHE 10
YMEHBIIEHUS HEXKENaTENbHBIX

peakuuii 1o 0-1 crenenu™

Tspxenast M )KU3HEYTPOXKAroIIast

(3 wn 4 crenenp)

OTMEHUTD JICUEHHUE

NMMyHOOIIOCPEI0BaHHBIE

SHAOKPHUHOIIATHHN

Tspxenast WM )KU3HEYrpoKarouas

(3 nm 4 cTencHb)

BpemMeHHO OTMEHUTH JIEUEHUE /10
YMEHBIIIEHUS HeXKEeNaTeIbHBIX
peaxuuii o 0-1 cremenu™. J{is
MalMEeHTOB C TsHKEJoH (3 CTeIeHb)
WJIH KU3HEYTPOXKAOIIEeH

(4 crerneHb) CTEIICHBIO
SHIOKPUHOTIATHI, KOTOPBIE
YIIYYIIAKOTCS JI0 2 CTETIEHU
TSOKECTH WM HUXKE U
KOHTPOJIUPYIOTCS TIPU TIOMOIIU
3aMEeCTUTENIbHOM
FOPMOHOTEPAIHH, MOYKHO
PaccMoOTPeTh BO3MOYKHOCTh
MPOJIO/DKEHUS JICUCHHS

npenapatom Apdneiina®

CMEPTHOMY OTYETY

ot 17.03.2026 N= 5416
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3KCMEPTHOMY

HMmMmyHoOMOCpe10BaHHbBIN

TrCrnaTur

B cnyuae yBenuuenus
AKTUBHOCTH (PEPMEHTOB TICUECHU Y
nanuenToB ¢ [1KP, momydaronux
KOMOWHHPOBAaHHYIO TEPATHIO C
AKCUTHHUOOM, CM. PEKOMEHIALINU
M0 PeXHUMY J103UPOBAHUS MOCTE

3TOI TAOIULIBI.

i
W
VBennueHrue akTHBHOCTH ACT-"

MO R RS TR T

nmu AJIT (ot 3 mo 5 pa3 BeIre
BI'H) nm xornentparmu Ob (ot
1,5 no 3 pa3 Beimie BI'H)

YMEHBUICHUS HEXKECITATCIbHBIX

peakiuii 10 0-1 crenenn *

VBennuenue aktuBHoctd ACT
i AJIT (Beimie BI'H > 5 pas)
nnu koHueHTparuu Ob (Bbime

BT'H > 3 pag)

OTMEHUTH JICUCHHUE

VY manueHToB ¢ MeTacTa3amu B
IICYCHH, HAYaBIIUX JICYHCHUEC C
YMEpPEHHO! CTETICHBIO (2 CTETEHB)
nosermennst ACT mmn AJIT,

eciu noBeimenne ACT v AJIT
> 50 % OTHOCHUTEIBLHO HCXOTHBIX
3HauYeHWH yaepxuBaercs > 1

HENEIIN

OTMEHUTH JICUCHHUE

NMMyHOOIIOCpEIOBaHHBIE
KOXHBIE pEeaKUU WIN CHHIPOM
Crusenca-/[)xoncona (CCJl) nnu
TOKCHYECKHU MU PMAIIbHBII

Hekpoau3 (TOH)

TspKenble KOXKHBIC PEaKIN
(3 cTemens) wm OAO3pEHNE HA

CCJl umu TOH

BpeMeHHO OTMCHUTH JICUCHHUEC 10
YMEHBUICHUS HEXKEIATCIbHBIX

peakiuii 1o 0-1 crenenu™

Tskenble KOXKHbIE pEaKLUN
(4 crenenp) unu

noarBepxkaeHub CC/l mm TOH

OTMEHUTD JICUEHUE

[pyrue ummyHoOnocpe10BaHHBIE

HEXCJIATCIIbHBIC PEAKIINU

B 3aBHCHUMOCTH OT TSIKECTHU U

THTA peakuuu (2 uin 3 cTeneHp)

BpemMeHHO OTMEHUTH JIEUEHHUE J10
YMEHBIIEHUS HEXKENaTeIbHbIX

peaxuuii o 0-1 cremenu™

Tsxenslid win
JKU3HEyrpoxaromui (3 wim 4
CTETeHb) MUOKAPIUT, SHIE(aTUT

uinu cu"apom ['uitena-bappe

OTMEHUTB JICUCHHUE

Kuzneyrpoxaromast (4 cTeneHb)
WM pelUIMBUPYIOIIAs TsOKeIast

(3 cTemnens)

OTMEHUTH JICUCHHUE

Wudy3nonnbie peakiuu

Tspxenast WK )KU3HEYTPOKAIOIIAst

(3 wn 4 crenienp)

OTMEHUTD JICUEHUE

[IpumMedanue: OlIEHKH TOKCHYHOCTH NPUBEICHBI COTTIACHO Kiaccuukarmu HanmoHaIbHOTO HHCTUTYTA paKa

CHIA (NCI-CTCAE, uznanue 4);
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* [Ipy HEBO3MOXKHOCTH CHIKCHHSI 036 KopTI/IKOC'repOHL[OB'-EI %Ml%ﬁﬁSg% 'a'rlraI&'rétli; Uyt B

TedeHne 12 Henenb, NI €CIIN TOKCHYHOCTh, CBS3aHHAs C JIedeHreM, He cHikaetcs 1o 0-1 creneHu TsoKecT B
Teuenue 12 Hejenb Mocie BBeJEHHMs MociefHel 103bl mpemapara Ap¢neiina®, To nedenme mpenaparom
Apdreitna® 10mKHO GBITH OTMEHEHO.

VY manueHToB ¢ KJIX ¢ reMaTolorn4ecKkoi TOKCHYHOCTBIO 4 CTENeHH cleqyeT BPEMEHHO OTMEHUTDH JICUeHHE
npenapatoM Apdieiina® 10 yMeHbleHUs HexenaTeNbHbIX peakiuii 10 0-1 cTernenu THKeCTH.

V nanuenros ¢ [TKP, nonyyaromux jedenue npenaparom Apdueiina® B koMOMHALIMY ¢ aKCUTUHHOOM:

e Ecmu aktuBHOCTh AJIT nmimm ACT Beimme BI'H > 3 pas, vHo Hmke BI'H < 10 pa3 6e3 xonnenTparun Ob
Beimie BIH > 2 pa3, BpeMeHHO OTMEHHMTH JieueHHe M npenapatom Apduneiina®, u akcutuauGom 10
YMEHBUICHUS] HeXKeaTeNbHbIX peakuuid 10 0-1 crenenu TskecTu. PaccMOTpeTs BO3MOKHOCTE Tepanuu
KOPTHKOCTEpOHIaMHu. PaccMOTpeTs BO3MOXXHOCTh MOBTOPHOTO NPHUMEHEHHS OJHOTO JIEKAPCTBEHHOTO
Tperapara Wi MOoCIe[0BaTeIbHOT0 IIOBTOPHOTO MPUMEHEHHS 000HX JIEKAPCTBEHHBIX MPETapaToB IMOCIIe
paspemieHus] STHUX HEXeNaTelbHBIX peaknuid. B ciydae MOBTOPHOTO NPUMEHEHHS AaKCUTHHHOA
paccMOTpeTs BO3MOXKHOCTh YMEHBIIIEHHS 03bI B COOTBETCTBHU C WHCTPYKIMEW 1O METUIITHCKOMY
MIPUMEHEHUIO aKCUTHHHOA.

e Ecmn aktuBHOCTh AJIT nmu ACT Beime BI'H > 10 pa3 wnm Beime BI'H > 3 pa3 ¢ xonnenTpanueit Ob
soimie BI'H > 2 pas, oTMeHuTs nedenue u npenapatoM Ap¢neiina®, u akcHTUHMOOM M PaccMOTpPETh
BO3MOXHOCTb T€PaNuu KOPTUKOCTEPOHUIAMH.

Jlnst ynpaBleHus HeXeNaTelbHBIMU PeaklMsMM HpU IpUMeHeHuH npenapaTta Apdieiina® B xkomOuHauuu ¢
JICHBAaTHHUOOM PEKOMEHJYyeTCS 10 HEOOXOAMMOCTH IpepBaTh NPHUEM OJHOTO WM OOOMX JIEKapCTBEHHBIX
MperapaToB WJIA CHHU3UTh 03y WJIH OTMEHUTh TNpUMEHEeHHe JeHBaTuHHOa. Clenyer O3HaKOMHTHCS C
PEKOMEHIAIMAMI TI0 YIPABICHUIO HEXENATeNIbHBIMH pPEaKNUsIMH JICHBAaTHHUOA B HMHCTPYKIHU 110
MeUMIIMHCKOMY HPUMEHEHHIO JleHBaTHHu6a. CHIKeHue 1036l npenapaTa Apdieiina® ne pekomenmyercs.

Oco0bl€e rpyInmbl MalMEHTOB

Hoowcunvie nayuenmot (= 65 n1em)

He coobmanock o paznuuusx B 6e30macHOCTH Win 3G PEeKTUBHOCTH MEX Ty TIOKHIIBIMH MAIlMeHTaMu (> 65 sieT)
u OoJiee MOJIOIBIMY TAIieHTaMu (< 65 net). Koppekius 10351 y NayueHToB MOKUIOTO BO3pacTa He TpeOyeTcs.
THayuenmul ¢ Hapyuienuem QyHKYuu nouex

ITanueHTaM ¢ MOYEYHOM HENOCTATOYHOCTHIO JIETKOW WJIM CPEAHEH CTENEHU TSKECTH KOPPEKIUsl J03bl HE
Tpebyercs. Jledenue npenapatoM Apdieiia® y nanueHToB ¢ Mo4evHOi HE0CTATOUHOCTBIO TSKENIOH CTENeH
HE U3y4aJloCh.

Hayuenmol ¢ napyuenuem yHKyuu neveHu

[TanmenTam ¢ NMEYEHOYHON HEAOCTATOYHOCTBIO JIETKOM MIIM CpPEIHEH CTENEHHM TSHKECTH KOPPEKIHMs J03bI He
TpeOyeTcs.

Jleuenne mpenapatoM Apdueiina® y manmeHTOB ¢ IEYEHOYHON HEIOCTATOYHOCTBIO TSKEJIOH CTENEHH He

U3y4alnock.
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HMeroTcsl orpaHMYeHHbIE JaHHBIE 10 0€30MacHOCTH U 3Q(PEKTUBHOCTH NpUMeHeHHs npenaparta Apdueiina® y

MMAllMEHTOB C MEJIAHOMOI Ij1a3a.

JHemu

PexomeHnoBaHHas 103a penaparta Apdieiina® nns neuenus nerteit ¢ kJIX cocTaBnser 2 MI/Kr (MAKCUMYM JI0

200 mr), BBOAMMAs BHYTPUBEHHO (B/B) B BUE HH(DY3UH B TedeHue 30 MUHYT Kaxble 3 HeJeNu.

Crocob nnpuMeHeHus

IIpenapar Apdneiina® cnenyer BBOAUT, BHYTPUBEHHO B Bujie MHPY3UH B TeueHHe 30 MUHYT.

NHCTpYKIIMM 110 NPUTOTOBJIEHHUIO M BBEICHUIO pacTBopa Ajst uHQy3ui

HpHFOTOB.HeHI/Ie H BBE/JICHHE

@®nakoH ¢ JEKapCTBEHHBIM IIPENapaToM HEOOXOAMMO XPAaHUTh B 3aIUMINEHHOM OT CBETa MecTe.
He 3amopaxusats. He BCTpsXuBarts.

Heo6xoauMo 1oBecTH Temrepatypy dhiakona c npenapatom Apdueiina® 1o KOMHaTHOI TeMmeparypel.
JlekapcTBeHHBIE Tpemaparhl Uil APEHTEPANbHOTO BBEACHUS MeEpel NPUMEHEHHEM JIOJDKHBI
MIPOBEPATHCS BU3yaJbHO Ha HaJIM4YHe MOCTOPOHHUX YACTHIl U M3MEHEHHue I[BeTa pacTBopa. IIpemapar
Ap¢neiina® npencrapuser co6oif Npo3pauHblil MM ONAIECHUPYIOMIUI PacTBOP OT OECLBETHOIO 0
CBETJIO-KENITOTO LBeTa. B ciiyuae HajdW4usi MOCTOPOHHUX YacTHIL (DJIaKOH C MPEnapaToM UCIOJIb30BaTh
HEJb34.

Heo6xoaumo HaGpath TpebyeMblii 06bem (10 4 w1, 100 mr) npenapara Apdneiina® u nepenectu B
nH}Y3MOHHBIA Memok, conepxaumii 0,9 % pacTtBop Xjopuaa HaTpusi Wik 5 % pacTBOpP TIIHOKO3BI
(mexcTpo3sl), Al MPUTOTOBJICHHUS Pa3BEJCHHOIO PAacTBOpa C KOHEYHOM KoHueHTpanued ot 1 mo 10
mr/mi. [lepemenmnBate pa3BeA€HHBIN pacTBOP, OCTOPOKHO NepeBOpaunBast HH(PY3UOHHBIA MELIOK.
[IpuroroBneHHbI HH(Y3MOHHBII PaCTBOP HE 3aMOPAXKHUBATH.

[lpenapaT He COAEPKUT KOHCEPBAHTOB. Pa3BelleHHBIH Npenapar JODKEH OBITh HWCIOJNIB30BaH
HEME/UIEHHO. B cilydae, ecim pasBe/ieHHBbIH pacTBop mnpemapara Ap¢ueiina® He wucnosbsyercs
HEIOCPEICTBEHHO TOCNIE MPUTOTOBJIEHUS, €r0 AOIMYCKAaeTCsd XPAaHWUTh NMPH KOMHATHOW TeMIepaType
CyMMapHO B TeueHHe A0 6 yacoB. Pa3BeleHHBIN pacTBOpP JOIyCKAaeTCsd XPaHUTh B XOJIOAWIBHHUKE MPU
temriepatype oT 2 mo 8 °C, mpu 3ToM 00Iee BpeMs OT MPUTOTOBJICHUSI Pa3BEICHHOTO pacTBOpa A0
3aBepuIeHns HHPY3UH He TOJDKHO TpeBbImaTh 96 yacos. Ilocie n3BnedeHns u3 X0IOANIBHUKA U TTEPe]
UCTIONIb30BaHUeM (rakoHbl W/HiaM WH(Y3UOHHBIE MENIKM HEOOXOJMMO JIOBECTH JI0 KOMHATHOMN
TEMIEPATYPHI.

Pa3BeneHHBII pacTBOp MOXKET COJEpXKaTh TMONXYIpO3padHble WM Oenble OEIKOBBIE YaCTHUIIBL.
WHdy3noHHBINA pacTBOP BBOAAT BHYTPHUBEHHO B TeueHHE 30 MUHYT Yepe3 CHCTEMY JJIsl BHYyTPUBEHHOTO
BBEJICHUS C MCIIOJIb30BAHUEM CTEPHIIBHOTO, aTUPOTEHHOTO, ¢ HU3KUM CBSI3bIBaHHEM OeiKa (QUIbTpa ¢

AUaMCTPOM 1IOp OT 0,2 a0 5 MKM, BCTPOCHHOT'O UJIU ITPUCOCAUHACMOTIO K I/IH(l)y3HOHHOﬁ CHUCTEMC.

12



COOTBETCTBYET 3KCNEPTHO
ot 17.03.2026 N= 5416

e He cnemyeT BBOOUTH APYTHE JEKAPCTBEHHBIC MPEIAPATHI 'J;:Ip?ezj %Eﬂ;e:yﬁ{'&)];%hlﬂlm T C’TGFD;IV—,-IIICDCI%

¥ OTYETY

KOTOpYIO BBOAAT mpenapat Apdieiina®.

° CJ'ICI[yeT BI)I6I)OCI/ITI) JIF000€ HEUCIIOIH30BAHHOE KOJIMYECTBO npernapara, oCTaBIicecs BO (I)HaKOHe.

MOBOYHOE JEHCTBUE

Kparkuii 0630p npoduis 0e301macHOCTH

[pumenenue npenapata Ap¢neiina® nanGosnee 4acTo CBA3BIBAIOT C PA3BUTHEM HMMMYyHOONOCPEIOBAHHBIX
HE)KENaTeNbHBIX PeakUuil. BOIbIIMHCTBO M3 HUX, BKIIOYAs TSDKEJIBIE PEaKIMH, Pa3pellalich MOce Hadania
COOTBETCTBYIOIIEH Tepanmuu MM MHOCIe MpeKpalleHHs IpuMeHeHus npenapata Apdueiina® (cM. nanee
«Onucanne HEKOTOPBIX HEXKeNaTeNbHBIX —peaknuid»). Ha ocHOBaHMM BCEX 3aperHCTPHPOBAHHBIX
HEXKEeNaTeNbHBIX JIEKApCTBEHHBIX peakuuii nanee u B Tabiuile 2 mpuBeieHa YacTOTa HE3aBHCUMO OT OLICHKHU
HCCIIeIoBaTeIeM MTPHIUHHO-CIIEICTBEHHOM CBSI3H.

Tlembponusymab ¢ kauecmee monomepanuu (cm. pazoen « Cnocob npumeHnerus u 003vl»)

besomacHocTs memOponm3ymaba Tpyd NMPUMEHEHWH B KadecTBE MOHOTEpANNH H3ydanach B KIMHHUYECKHAX
uccienoBanusiax y 7148 manmmeHTOB ¢ pacmpOCTpaHEHHOH MeEJTaHOMOW, MeNaHOMOW 3-W craguu mocie
XUpyprudeckoro jedeHus (amproBaHTHas Tepamus), HMPJI, kJIX, yporennansHpIM pakoM, pakoM TOJOBHI U
IIeH, 3JI0Ka4eCTBEHHBIMH HOBOOOPA30BaHMUSIMH C BHICOKHM YPOBHEM MUKPOCATEITUTHON HECTaOMIbHOCTH WK
agproBaHTHOM Tepanmeit [IKP B derhipex pexumax mo3upoBaHHUs (2 MI/KT MaccChl Tela KakKIble 3 HeAewH,
200 mr kaxnsie 3 Heaenu win 10 MI/Kr Macchl Tena Kaxbple 2 Ui 3 Henenr). B 3Tol monynsnuy nanueHToB
MeiaHa BPEMEHH HaOIoJieHus cocraBmwia 7,9 mecsmna (nuamnasoH oT 1 gus mo 39 wmecsmes), U Haunbolee
YaCTHIMU HEXeJATEIbHBIMU PEaKIMIMHU MPH PUMEHEHNH TIeMOponu3ymMada obutu yeranocts (31 %), auapes
(22 %) u TomHOTa (21 %). BOJIBUIMHCTBO COOOIICHHBIX HEXKETATSIBHBIX PEAKIHIA IPH IPUMEHEHUH B KA4eCTBE
MoHoTepanuu Obiir 1 wim 2 cremneHu TsokecTd. Hanbosiee cephe3HBIME HEKeIaTeIbHBIMU PEeaKUsIMUA ObUTH
MMMYHOOITOCPEIOBAHHBIC HEKEIATEIbHBIE PEAKIMM M TsKeNble WH(Y3MOHHBbIe peakuumu (cM. «OcobObie
yKazaHus»). YacToTa BOZHUKHOBEHHSI HMMYHOOTIOCPEJOBAHHBIX HEXKENaTeNbHbIX peaknuii 0buta 36,1 % s
Bcex crenenedt u 8,9 % mist crenenedd 3-5 Ans MOHOTEpaIuy IEeMOPOITU3yMaOboOM MPH aIbIOBAHTHOM JICUSHHN
(n = 1480) u 24,2 % nus Bcex creneneit u 6,4 % s creneneil 3-5 B Tepanuu MeTacTaTHYECKUX (opM paka
(n = 5375). He Obuto OOHapyKEHO HOBBIX HMMYHOOIOCPEIOBAHHBIX HEKEIATEIbHBIX pPEaKIUi TMpH
aILIOBAHTHOM JICYCHUH.

THembponusymab 6 komounayuu ¢ xumuomepanueti (cm. pasoen « Cnocob npumereHus u 003vl»)

[Ipu npumenenun nemoOponruzymada B KOMOMHAIMY TIepe]l HayajloM JISYeHUS] 03HAKOMBTECh C HHCTPYKLMEH 10
NPUMEHEHUIO COOTBETCTBYIOIINX KOMIIOHEHTOB KOMOMHUPOBAaHHOU Tepanuu. besonacHocTs memOpoan3ymada
0pyd NPUMEHEHWH B KOMOHMHAIMM C XUMHOTEpaldeld H3ydalach B KIMHUYECKUX HccieqoBaHMsIX y 3123
naupedToB ¢ HMPJI, TIPTII, pakom mnumeBona win THPMX wnm pakoMm medku MaTku B peXUMax
nmo3upoBanus 200 mr, 2 Mr/kr macchl Tena uiau 10 Mr/kr Macchl Tena Kaxjsie 3 Hejenu. B aToil momymnsimm
MAIMEHTOB HAau00JIee YaCTHIMU HEXKeIaTeIbHBIMU PeakiusiMu ObLTH aHeMUS (55 %), TomHoTa (54 %), ycTranocTs

(38 %), netitponienus (36 %), 3amop (35 %), anoneuus (35 %), nuapes (34 %), pBota (28 %) u CHIKECHHUE
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anmeruta (27 %). Yactora BOZHUKHOBEHHS HEXKeIATEITHHBIX peafﬁp‘nﬁ:ﬁjg‘gﬁ'#éﬁg %éélml')r ﬁ'a'rlmlel TOB C

¥ OTYETY

HMPIJI cocraBuma 67 % mpu nmpuMeHEHHWH MeMOpoim3ymMada B KOMOMHAIIMK ¢ XUMHOTepamnueil u 66 % mpu
MPUMEHEHUN TONBKO XuMmuorepamuu, y mnamueHtoB ¢ I[IPI'II cocraBuma 85 % mnpu mnpuMeHEHUH
nemOponuzymaba B KOMOMHAIIMH ¢ XuMuoTepanuei u 84 % npu mpruMeHEeHHH XUMHOTEPAITny B KOMOWHAITUH C
[EeTYKCUMa0oOM, y TAIMeHTOB C PakoM MHUIIEBOAAa cocTaBmia 86 % mpu mpuMeHeHuH meMOponu3zymada B
KOMOWHAIIMK ¢ XUMHOTepanuei u 83 % mpu mpuMeHeHWH TOJIBKO XMMHOTepanuy, y mamueHtoB ¢ THPMIXK
cocrasmia 80 % mpu npuMeHeHnH neMOposin3ymMada B KOMOMHALIMY ¢ XUMUOTepanuei u 77 % npu npuMeHeHHN
TONBKO XHMHOTEpalmWd W y TalWeHTOB C pakoM INEHKH MaTKu cocTaBwia 82 % mpH NpUMEHEHHU
nemMOposnzymaba B KOMOMHALIUK ¢ XUMHOTepanueil u 75 % npu NpUMEHEHHH TOJILKO XUMHOTEPAITHH.
THembponuzymab 6 kombunayuu ¢ uneubumopom muposunkunaszvl (MTK) (cm. pazoen « Cnocob npumenerus u
003b1»)

[lpu mpumeneHnHn nemMOponuU3yMada B KOMOMHAIMM C aKCUTHHMOOM HWJIM JICHBAaTHHHOOM TIiepe]] HavyaioM
JieYeHUS O3HAKOMBTECh C MHCTPYKIUSMH [0 TPUMECHEHHIO aKCUTHHMOAa WM JeHBaTuHuOa. Jlis
JOTIOJTHUTENbHOW HH(OpMALIUH 10 0€30IaCHOCTH JICHBATHHNOA 03HAKOMBTECH C HHCTPYKIUEH 0 IPUMEHEHHIO
JeHBaTHHUOA. )i JONOMHUTEIBHOW WH(pOpMAIMM MO 0E30MacCHOCTH AaKCUTHHHOA TPH TOBBIIICHHON
aKTUBHOCTH thepmeHTOB MeYeHN cM. TaK¥Ke paznen «Ocobpie YKa3aHUMD).
bezomacHocTs memMOponm3yMada Mmpu MPUMEHEHUH B KOMOWHAIIMU ¢ aKCUTHHHOOM WM JICHBATHHUOOM IIPH
pacupoctpaneHHoM [IKP u B koMOWHammu c JIEHBaTHHHOOM TPH PACHpPOCTPAHEHHOM paKe SHAOMETPHS
u3ydyajlacb B KJIMHHYECKHX HccleqoBaHusix y 1456 mnanuentoB ¢ pacmpoctpaHeHHbIM [IKP  wnm
pacipoCTpaHEHHBIM PaKOM SHAOMETPHUS B pexxuMe o3upoBanust 200 Mr neMOpoian3yMada Kaxsie 3 HeJleln U
mubo 5 Mr akcUTUHUOA J1Ba pa3a B JIeHb, 00 20 Mr JTeHBaTHHMUOA OJJUH Pa3 B CYyTKH COOTBETCTBEHHO. B 310l
TIOITYJIANIMY TIAIIMEHTOB HanOoJiee YaCThIMU HEXKENaTelbHBIMU SIBICHUAMU Obu auapes (58 %), moBbIIeHne
aprepuansHoro aasneHus (54 %), runotupeos (46 %), ycramocts (41 %), cHrkenue anmeruta (40 %), TomHOTA
(40 %), aprpanrust (30 %), peota (28 %), cumwkenune Beca (28 %), muchonus (28 %), 601pb B sxuBote (28 %),
nporeunypust (27 %), CUHIPOM JIaJOHHO-TIONOUIBEHHOH 3puTpoau3ecte3uu (26 %), coinb (26 %), croMatuT
(25 %), 3amop (25 %), ckeneTHO-MBIIIeYHass 0016 (23 %), ronoBHas 60 (23 %) u kamrens (21 %). Yacrora
BO3HUKHOBEHHS HEXXeJaTeIbHBIX peakuuid 3-5 cremeHu Tsokectr y manueHToB ¢ [IKP cocrasmma 80 % mpu
NPUMEHEHUH TIeMOpon3yMada B KOMOWHAIIMY ¢ aKCUTUHHUOOM WM JieHBaTUHHOOM 1 71 % mpu MOHOTepanuu
CYHUTHHUOOM. YacToTa BOHHKHOBEHHUS HEXKEJIATENBHBIX Peakuil 3-5 cTEeNeHn TSHKECTH Y IAIIUEHTOB C PAKOM
3HAOMETpHUs cocTaBuia 89 % npu npuMeHeHn: eMOposIM3yMada B KOMOWHAIMY C JICHBATUHUOOM U 73 % 1ipu
MPUMEHEHUH TOJIBKO XUMHUOTEPATTHH.

TabnuuHbI IEpEUEHb HEXKEIATEIbHBIX PEAKIIAN

HexenarenbHbple peaknuy, HaONMIOJaBIIMECS B KIMHAYECKUX HCCICAOBAHHAX IeMOponu3ymMadba mpu
NPUMEHEHUH B KayecTBE MOHOTEpanuy, WIM B KOMOWHAIMKW C XHMHOTEpamued, HIU C JAPYTHMH
NPOTHBOOMYXOJIEBBIMU TIpeNapaTaMd WM COOOIIEHHBIE B PaMKaxX MOCTPErMCTPALIMOHHOTO HMCIIOJIb30BaHUS
npenapata Apdueiina®, nepeunciens B Tabmuue 2.

OTH peakuuu MpeACTaBIEHbI 10 CHCTEMHO-OPTaHHBIM KJlaccaM M yacToTe. YacTOThl yKa3aHbl MO CIEAYIOLUINM

KaTCropusam:
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(NOCNEQCBATENEHOCTE 0001)

¥ OTYETY

oueHp gacto (> 1/10);

gacrto (> 1/100, no < 1/10);

meuacto (> 1/1000, mo < 1/100);

peaxo (> 1/10000, wo < 1/1000);

oueHb peako (< 1/10000)

94acTOTa HEM3BECTHA (Ha OCHOBAaHUH MMEIOLIMXCS JaHHBIX OLCHHTh HEBO3MOXHO).

B kax0il 4acTOTHOI TpyIIe HEXENaTeIbHbIC PEAKIMH PACIIONOKEHBI B MOPSIKE YObIBAaHHS CEPbE3HOCTH.
HexenatenbHple peakuuy, BO3HUKAMONIME NPH NPUMEHEHHH TOJIBKO MeMOpoian3ymada WM KOMIOHEHTOB
KOMOMHUPOBAHHOW TEpaluu, NPUHUMAEMbBIX [0 OTACIBHOCTH, MOTYT BO3HHKATh INPH HX COBMECTHOM
NPUMEHECHUH, J]aXKe €CIIM B KIMHUYECKUX UCCIICIOBAHUSIX KOMOMHUPOBAHHOM TeparuK O JaHHBIX PEaKIHAX HE
coobmianoce. [ng momomHuTENbHOW WHPOpPMAaUK MO 0E30MacHOCTH TpH NpPUMEHEHHH MeMOponnzymada B
KOM6I/IHI/IpOB3HHOI7] TEparrnu O3HAKOMBTCCh C MHCTPYKIUAMMU 110 HPUMEHCHHUIO COOTBECTCTBYIOIINX KOMIIOHCHTOB
KOMOWHHPOBaHHOH TEpaIuH.

Tabauua 2: HexenarenbHble peaklyy y TALMEHTOB, MOIYYaBIIMX TEPAIHUIO IpenaparoM Apdieiina®*

B komOuHanuu ¢
B xomMOuHanum ¢
MoHnoTepanus . AKCUTHHUOOM MU
XHMHOTepanuei
JIECHBATHHHOOM
NHpexuun u MHBA3UU
OueHb WHQEKIUH MOYEBBIBOSIINX
4acTo nyTei
Yacro ITHEBMOHHS ITHEBMOHHSA ITHEBMOHHS
Hapyumienusi co cTOpoHbI KpOBH U JIUM(PATHYECKOH CHCTEMbI
OueHb aHEMHUS aHEMUsl, HEUTPOIIEHHUS, aHEMHUS
4acTo TPOMOOLIMTOTICHHS,
JIEUKOIEHHUS

Yacto TPOMOOIIUTOIICHHS, (beOpunbHas HEWTPOTIeHUS, HEWUTPOIICHHUS], JIEHKONIEHUS,

HeHTponeHust, TMMQPOTICHNsT | TUMQOTICHHS TPOMOOIIUTOIICHHS,

JUMQOTICHUS

Hewacrto JIEHKOTICHHST, Y03MHOITHSI 303uHOMITHS 303uHOMITHS
Penxo MMMYHHAas TreMOJIUTHYECKasi aHEMHUS,

TPOMOOIIMTOIICHHS, MMMYHHas

TeMOJIUTHYECKasi aHeMHUS, TPOMOOLIUTOTIEHHUS

WCTHUHHASA SPUTPOIIUTAPHASL

arutasus,

reModaronuTapHbIi

JTUM(POTUCTHOIUTO3
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Hapyuienusi co cTOpoOHbI HMMYHHOI CHCTEMBI

(MOCAEROBATENEROC TS 000

Yacrto WH(PY3UOHHAS PEaKIHS® WH(Y3UOHHAS peaKius® WH(Y3UOHHAS peaKIus®
Heuacto CapKOUJ103
Penxo CapKoOU103
YactoTa OTTOP>KEHHE TpaHCIIaHTaTa
HEM3BECTHA | COJMIHOTO OpraHa
OHAOKPUHHbIE HAPYLIEHUSI
Ouenp TUnoTHPeos” rUnoTupeos” TUIOTHPEO3
4acTo
Yacto TUIEPTUPEO3 HEOCTATOYHOCTh PYHKIIUM | HEIOCTATOYHOCTh (DYHKIMU
HAaJIIOYEYHUKOB, HAAIIOYEYHUKOB,
THPEOUUT?, THIEPTHPEO3® TUIEPTUPEO3, TUPEOUIUTY
Heuacro HEI0CTATOYHOCT DYHKIMK | TUnodusut’ runodusut’
HaJIIOYCYHUKOB,
f d
TUMO(QH3HUT', TUPCOUTUT
Peaxo THIIOTIApaTupeo3 THITONIapaTUPE03 THIIONAPaTUPE03
Hapymenus meTadou3Ma U NUTAHUS
Ouenb CHI)KEHHE aIlleTuTa TUIIOKATNEMUSs], CHHKESHHUE CHIDKCHHE armeTuTa
4acTo anmneTuTa
Yacro THIIOHATPUEMHS, TUIIOHATPUEMHS, THIIOHATPUEMHS,
THIIOKATHEeMHUS, TUIOKAIBIHEMHS TUIIOKAINEMHUS,
THIIOKAJIbIHEMHS THIOKAJIbIHEMHS
Heuwacrto caxapsblii tuaber 1 tuma? caxapHblii quadet 1 Tuma’ caxapHblii quadet 1 Tumal

Ilcuxuueckue HapymeHus

Ouenb 0OeCcCOHHHMIA

4acTo

YacTto OCCCOHHHMIIA OCCCOHHHMIIA

Hapyuienust co CTOpOHbI HEPBHOI CHCTEMBI

OueHb roJIOBHas 00JIb nepudepuueckas TOJIOBHAsE 00JIb, TUCTEB3HSI

4acTo HeHponarHs, TojoBHas 00JIb,

TOJIOBOKPYXKCHHUE, TUCTCB3HSI

Yacro TOJIOBOKPYIKEHHE, araTUYHOCTD TOJIOBOKPYIKCHHE,
nepudeprueckas nepudepruIeckas
HeHponaTHsl, alaTHYHOCTb, He#ponaTus,
JIUCTEB3HS AIaTHYHOCTh
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 17.03.2026 N2 5416
h AOCAEADBATEREHOC TS 0001
Heuacto SIUJIENCHS sHuedamiT’, smuelicus F Al TeHiae KT CHIpOM',
sHnedanut"
Penxo cunzpom I'nitena-bappe/, cunzapowm I'nitena-Bappe/, HEBPUT 3pUTEIHLHOTO HEPBa
sunedanut”, MuenutX, MUACTCHHYECKUN CUHIPOM
MHACTEHHYECKUI CHHAPOM',
MEHHUHTUT (acenTuueckuii),
HEBPUT 3pUTEIHLHOTO HEPBA
HapymeHnusi co CTOpOHBI OpraHa 3peHust
Yacro CyXOH ria3 CyXOM ria3 CyXO# ria3
Heuwacrto yBeuT™" yBeut™
Penko cunapom Porra-Kosuaru- yBeUT" cunapom Dorra-KosHaru-
Xapana Xapana
Hapyumienusi co cTOpoHbI cepana
Yacro aputmus’ (BKIHOYas aputmus’ (BKIrOYast aputmus’ (BKiIroYast

¢ubpuIIAIUIo Npeacepauii) | GuOpwuIsLIUIo Ipeacepauil) | GUOPHILISAIMIO MPEACEePAUi )

Heuacto MHOKAPJUT, MHOKapauT", MHOKApJUT,
[EPUKAPAUAIIBHBIN BBIIIOT, [IEPUKAPAUAIBHBII BBIIIOT, [IEPUKAPAUAIBHBIN BBIIIOT
EepUKapIUT MEPUKApIUT

Hapyuenusi co cTOpoHBI COCY10B

OueHp MOBBIILICHUE apTEPUATILHOTO
4acTo JIaBJICHUS
Yacto MOBBIILICHHE apPTEPUATIBHOTO | TIOBBILICHUE apTEPHATBHOTO
JaBJICHUS JaBJICHUS
Heuwacrto BacKyJIuT® BacKyJuT®
Penxo BACKYJIUT®

HapymeHnust co CTOpOHBI AbIXaTeJIbHON CHCTEMBI, OPTaHOB I'PYAHOH KJIETKH M CPe0CTECHHS

OueHp OJBIIIIKA, KAIlIE]Ib OJBIIIIKA, KAIIEIh OJIBIIIIKA, KaIEeIh
4acTo
Yacto ITHEBMOHUTP ITHEBMOHUTP ITHEBMOHUTP

HapymeHnust co cTOpOHBI JKeJIyI0YHO-KHIIIEYHOT0 TPAKTA

OueHnb nuapest, 60Jb B KUBOTEY, TOILHOTA, AUApeEsl, pBOTA, nuapest, 6onb B )xuBoTeY,

4acTo TOIIIHOTA, PBOTA, 3a110p 0oupb B sxuBOTEY, 320D TOILHOTA, PBOTA, 3a110p

Yacro KOJIUT', CyXOCTb BO PTY KOJIUT', TACTPUT, CyXOCTh BO | KOJIUT', HAHKPEaTUT®,
pTY racTpUT, CyXOCTb BO PTY
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Heuyacrto MaHKpPEaTHT®, raCTPuT, NaHKPeauT®, H3bA3BICHAC —— [ M3bsi3BNICAME CTeHRY - -
W3bS3BIIEHUE CTEHKH CTEHKH JKeTyJ0YHO- KEITyTOTHO-KHUIIIETHOT O
KEIYI0YHO-KUIIIETHOTO KUIIEYHOTO TPaKTa' TpakTa'
TpaxTa'
Penxo niepgoparus TOHKOTo nepgoparus TOHKOTo nepgoparus TOHKOTO
KHIIIEYHUKA KHIIICYHUKA KHIIIEYHNKA
HapymeHusi co CTOPOHBI eY€HH U JKeJTYeBBIBOASIINX MyTel
YacTto renaTut" renaTut"
Heuacro renatut
Penko CKJIEPO3UPYIOIINHI XOJMAHTUT | CKIEPO3UPYIOLINHA XONaHTUT"
Hapyumenusi co cTOPOHBI KOKH M MOJAKOKHBIX TKAHel
OueHpb chIb", 3ym* ajyomnenus, 3ya* , ChImp", 3yx®*, chIimmbp"
4acTo
YacTto TSDKEJIBIC KOXKHBIC PEaKIMK’, | TSDKEJIbIe KOXKHBIC peakiuy’, | TAXKEIbIe KOXKHBIC PeaKIuu’,
apuTeMa, IEPMaTUT, CyXOCTh | IpUTEeMa, aKHEU(POPMHBIH JIEPMATHUT, CyXOCTh KOXKH,
KOYXH, BUTHUJIMIO?, QJIONCIMS, | JISPMATHUT, IEPMATHUT, spuTemMa, akHeH()OPMHBII
9K3eMa, aKHEU(hOPMHBIN CYyXOCTh KOH, dK3eMa JIEpPMaTUT, aJIOTICIIH
JEePMaTUT
Heuacto rcopuas, JINXCHOUTHbIN rcopuas, JIMXEHOUTHBIN AK3eMa, JINXCHOUTHBIN
KeparTo3™, naryia, Keparo3™, BUTHIIUT0®, aimyJia | KepaTo3™, rcopuas,
WM3MEHEHUS IBETa BOJIOC BUTWJINTO?, TIATTYJIA,
W3MEHEHUS IBETa BOJIOC
Penxo cunapoM CruBeHca- cunapoM CTuBeHCa- TOKCHYECKUI
JI>xoHCOHa, y370BaTas JlxoHCOHa, y3moBaras AMUICPMAITbHBIA HEKPOJIH3,
apuTeMa, TOKCHIECKHH spuTeMa, U3MEHEHUS I[BETa cunapom CTHBEHCa-
AMUACPMAITEHBIA HEKPOJIH3 BOJIOC JxoHcoHa
HapyumieHusi co CTOPOHBI MbILII€YHOH, KOCTHON H COeIUHUTEIbLHOW TKAHU
OueHb CKeJIeTHO-MblIeuHas 6016, | apTpanrus, CKeleTHO- apTpalTHs, CKEIETHO-
9acTo apTpanrus MbleyHas 60516, Muo3uT® | MblmeuHas 6016, MHO3UT,
00J1b B KOHEYHOCTH
Yacro 00JIb B KOHEYHOCTH, 00b B KOHeuHOCTH, apTput® | aprpur
MHO3UT, apTpuT™
Heuacto TEHOCHHOBUT™® TEHOCHUHOBHUT®® TEHOCHUHOBHUT®®
Penxo cunsipom Illerpena cunnapowm Illerpena cunnapom Illerpena
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 17.03.2026 N2 5416
s
Hapyuienusi co cTOpoHBI MOYEK M MOYEBBLIBOIAAIIMX IYyTeil WA TESVEA TENTBHULA TD VULV
Yacro OCTpO€ TIOBpEXk/ICHUE MoueK | HepuT'
Heuacto Heput' Heput', HeMH(PEKIMOHHBIH
LHCTUT
Penko HenH(DEKITHOHHBINA ITUCTUT HEeWH(DEKITHOHHBINA ITUCTUT
OO0mme HapyLIeHHUs M PeaKIMU B MecTe BBeleHUs
OueHb yCTaNnocTh, aCTEHHS, OTEKY, yCTaNOCTh, ACTCHHUS, yCTaNnoCTh, aCTEHUS, OTEKY,
4acTo MAPEKCHUS MUPEKCHs, 0TeKY MHAPEKCHUS
Yacro TPHUIIIOIOA00HOE TPHIITIOTION00HOE TPHUIIIONIOA00HOE
3a00s1eBaHue, 03HOO 3a00s1eBaHue, 03HOO 3a0o0s1eBaHue, 03HOO
JlaGopaTopHbIe H HHCTPYMEHTAJILHBIE IAaHHbIE
OueHb MOBBIIICHHE aKTUBHOCTH MOBBIIIICHHE aKTUBHOCTHU
4acTo AJIT, noBeleHue JIUIIA3bl, TOBBILIIEHUE
aktuBHOCTH ACT aktuBHocTH AJIT,
ITIOBBIIIICHUEC aKTUBHOCTHU
ACT, noBelleHNE
KOHHCHTpaHI/II/I eraTI/IHI/IHa B
KpPOBH
I‘IaCTO ITIOBBIIIICHUEC aKTUBHOCTHU IIOBBILIICHUC KOHHCHTpaIII/II/I ITIOBBIIIICHUEC AKTUBHOCTHU
A.HT, IIOBBILIICHUEC eraTI/IHI/IHa B KpOBI/I, aMuJIa3bl, IIOBBINICHHUEC
aktuBHOCTH ACT, MOBBIIICHHE AKTUBHOCTH KOHIIEHTpAIK OMIINpyOrHa
MOBBIIICHHE aKTUBHOCTH menouHoi ¢ocdarasel B B KPOBH, TIOBBIIIICHHE
menovHoi ocdarasel B KpPOBH, THIIEPKATBIIIEMUS, AKTUBHOCTH ILIETOYHOH
KpPOBH, THUIIEPKAIbIIUEMUS, MTOBBIIIICHUE KOHIICHTPAINX ¢docdarassl B KpoBH,
MTOBBIIIIEHUE KOHIICHTPAIIH OmIMpyOrHAa B KPOBH TUIEePKaTbIIeMHUS
OunupyOHrHa B KPOBH,
MTOBBIIIICHUE KOHIICHTPAIIH
KpeaTUHHHA B KPOBU
He‘IaCTO ITIOBBIIIICHUEC AKTUBHOCTHU IIOBBIIICHUEC AKTUBHOCTHU
aMUJIa3bl aMuyIa3bl

*YacToTa HEXENaTeNbHBIX PEeakiui, mepeuncieHHbpXx B Tabnuie 2, MOKeT OBITh CBsI3aHA HE TOJBKO C MPUMEHEHHEM
neMOposin3ymMaba B KadecTBE MOHOTEpAnud, HO W C OCHOBHBIM 3a00JIeBaHWEM WM C JPYTUMH JIEKapCTBEHHBIMU
mpenapaTamu, UCIOJIb3YEMbIMA B KOMOMHUPOBAHHOW TEPaITHH.

tHa ocHOBaHWM CTaHIAPTHBIX 3alpPOCOB B 0a3y JaHHBIX HEKENATCIHFHBIX PEaKIMH, BKIIOYAOIIUX OpagnapuTMUU U
TaxUapUTMUHU.

Crnenyromue TEPMUHBI MPEICTABISAIOT COOOM TPYIITy B3aWMOCBS3aHHBIX COOBITHI, KOTOPBIC OMUCBHIBAIOT MEIUIIMHCKOE

COCTOSAHHEC, a HC OTHO coObITHE:
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.03.2026 N2 5416

WHQY3UOHHBIE peakiuy (TUIEPIYBCTBUTEIBHOCTh K HBKapCTBeI-f:I-B{V_I'I}:I:H i;ai TZ@-@EM&%E&Q:{;&MM,

aHa(MIIAKTOUIHAS PEAKINS, TUIIEPIYBCTBUTENLHOCTD, MH(Y3HOHHAS PEAKIH THIEPIyBCTBUTEILHOCTH, CHHAPOM
BBICBOOOX/ICHUS [IUTOKHHOB M CHIBOPOTOYHAS OOJIC3Hb);

THOOTHPE03 (MUKCEIeMa HIIH KMMYHOOIIOCPEIOBAHHBIH THIIOTHPEO3);

HEJIOCTaTOYHOCTh (DYHKLIMK HaIIOYEYHUKOB (00JIe3Hb AITCOHA, OCTPasi HEIOCTATOYHOCTh KOPBI HaIIIOUYEYHHKOB,
BTOpPHYHAs HEAOCTATOUHOCTh KOPBI HAIIIOYEYHUKOB);

THPEOUIUT (AyTOMMMYHHBIH THPEOUINT, 3a00/IeBaHNE IIIUTOBUIHON JKEJIE3BI M OCTPHIH THPEOUINT);

runeptupeos (baszenosa 6ome3Hb);

rHI0(GU3UT (THIIOTMUTYUTAPU3M, JTHMPOIIMTAPHBIN THITODU3UT);

caxapHsIif auadet 1 tuma (nnabeTudeckuii KeToanua03);

sHIehaTUT (ayTOUMMYHHBIN SHIIE()aNUT, HenHPEKIMOHHBIH dHIEDANTHT);

MHACTEHUYECKHI CHHAPOM (MHACTEHHS TPABUC, BKIIOYast 000CTPEHHE);

cunapom ['uitena-bappe (akcoHanbHas HeHponaTHs U JEMHUESIUHUZUPYIOIAs MOJIMHERPONaTHs);

MUENTUT (IONepedHbIH MUEIHUT);

MEHUHTHUT aCENTHYECKUI (MEHUHIUT, MEHUHTUT HEMH(EKIINOHHBII);

YBEUT (XOPHOPETHHUT, BOCTIAJICHHUE Pay>KHOI 000I0UKH Ii1a3a U UPUIOLUKINT);

MHOKapANT (ayTOUMMYHHBII MHOKapIIHT);

BackynuT (Backynut LIHC, aopTuT, THraHTOKJIETOUYHBIH apTepUuUT);

MTHEBMOHUT (MHTEPCTHLIHAIBHOE 3a00JIeBaHUE JIETKMX, THEBMOHHUSI OPraHU3YIOIIAsCsI, UMMYHOOIIOCPEI0BaHHBIN
MHEBMOHHUT M HIMMYHOOTIOCPEZI0BAHHOE 3a00JICBaAHIE JICTKHX);

60u1b B %HBOTE (IUCKOM(DOPT B )KUBOTE, OOJIb B BEPXHEH YaCTH )KHUBOTA, O0JIb B HU)KHEH 4acTU )KUBOTA);

KOJUT (KOJUT MUKPOCKONMYECKUH, 3HTEPOKOJHUT, I'eéMOpPpPardueckuii SHTEPOKOJHT, ayTOMMMYHHBIH KOJHUT H
MMMYHOOIIOCPEIOBAaHHBIH SHTEPOKOJINT);

MaHKPEaTHT (ayTOMMMYHHBIN TAHKPEATUT, OCTPBII MAHKPEATUT U KIMMYHOOIIOCPEAOBaHHBIN NTaHKPEATHT);
M3BA3BICHNE CTEHKH JKEJTyJJOYHO-KUIIICYHOTO TPAKTa (s13Ba XKEIyAKa U JyoeHAIbHAS 513Ba);

renaTuT (AayTOMMMYHHBIN TelaTuT, UMMYHOOIIOCPEIOBAaHHBII I'elaTUT, JTeKapCTBEHHOE MOBPEkKACHUE NEYECHU U
OCTpBIil remnaTur),

CKIIEPO3UPYIOIINN XOIaHTUT (MMMYHOOTIOCPEIOBAHHBIN XOJAHTHUT);

3yA (KpanuBHUIIA, TAITyJIe3Hask KPATUBHHUIA U 3y ITOJIOBBIX OPTaHOB);

CBIIIb (IPUTEMATO3HAs ChIIb, (POJUIMKYJIISIPHAS CBIIIb, MAKyJI€3HAs ChIIlb, MAaKyJIE3HO-TIAITyJIE3HAas ChIIb, MaITye3Has
CBIIb, 3yZSIIasl ChIMb, BE3UKYIISIPHAS ChIIb U ChIIb HAa NOJOBBIX OpPraHax);

TSDKEJIbIE KOXKHBIE peakUuuH (IKC(OIMaTHBHAS CHINb, MEMPUTYC W Jr000€ M3 CIeIyIOUUX SBICHUH >3 CTeneHn
TSDKECTH: OCTphIi  (heOpHUIIbHBIH HEWTPOQUIBHBIA JepMaro3, ymHO, NpOJekeHb, OyJUIe3HBIH JepMarTuT,
9KC(OTMATUBHBIN JEpPMATHT, TCHEPATN30BAHHBIA 3KC(OIMATHBHBIA AEPMATUT, ACPMATUT MCOPHA3U()OPMHBIN,
MeINKaMEeHTO3Hasl CBITb, MyIbTH()OPMHAS I)PUTEMA, KENTYXa, KPACHBIH IUTOCKHH TNIIAi, KPACHBIN MIIOCKUHN JTHIIAM
pTa, neMpuUron, 3y, TeHUTATBHBINA 3y, ChIITb, )PUTEMATO3HAS ChIITb, MAKyJIE3HO-TIAMYIIE3HAS CHIITb, 3y ASIIas ChIIb,
MYCTYJIE3Has CBHIIIb, IOBPEKAECHHE KOKH, HEKPO3 KOKH U TOKCHYECKHE BBICHIIIAHUS HA KOXKeE);

BUTHJINTO (AEMUIMEHTALMS KOXKH, THIIOITMTMEHTALMS KOKH M TUIIOIIMTMEHTAIHS BEK);

JIMXEHOUAHBIN KepaTo3 (KpacHbIH IUIOCKUHT JIMIIai U CKIIepoaTpoQuiecKuii ininaii);

CKEJICTHO-MbIIIeyHas 00Jb (CKENEeTHO-MBIIIEYHBIN JUCKOM(OPT, 00JIb B CIIMHE, CKEJIETHO-MbIIIEYHAs: CKOBAHHOCTb,

CKEJIETHO-MBIIICYHAs O0JIb B TPYHOH KIIETKE M KPUBOIIES);
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COOTBETCTBYET 3KCMEPTHO
ot 17.03 2026 Ne 5416

CC. MHO3UT (MHANTHs, MHOTIATHS, HEKPOTU3IUPYIOIINI MHO3UT, nonnﬁﬂh};ﬁ})@;g %I;gmlﬂgﬁéﬂ_ﬂﬂ{sw )

¥ OTYETY

dd. aptput (0Tek cycTaBOB, MOJIUAPTPHUT U CYCTABHOM BBITIOT);

€e. TECHOCHHOBHT (TCHIUHUT, CHHOBUT U 0OJIb B CYXOXKHITHSIX);

ff. Hedpur (ayromMmyHHBIH HEDPUT, TyOYIOMHTEPCTHLIHANBHBIA HEPPUT M MOYECYHAsT HEJOCTATOYHOCTH, OCTPas
MoYeYHasi HEJIOCTATOYHOCTD MIIH OCTPOE MOBPEKACHHE TTOYCK ¢ MPU3HAKaMu HeppuTa, HehPOTHUESCKHIA CHHAPOM,
TJIOMepYyJIOHEQPUT U MEMOPaHO3HBIH TIIOMepYIOHeDPHUT);

gg. otek (oTek nepupepruIecKuii, FeHepaTN30BaHHBII OTEK, THIICPBOIEMHS, 3a1ePIKKa JKHIKOCTH, OTEK BEK U OTEK I'y0,
OTEK JINIIA, JJOKaJIU30BaHHBIN OTEK U NEPHOPOUTAIBHEIN OTEK).

Onncanne HEKOTOPBIX HEXKEIATEIbHBIX PEAKIIHN

JaHHbIe U CIEAYIONIX UMMYHOOIIOCPEIOBAHHBIX HEXeNaTeNbHBIX PEaKIii OCHOBAHBI Ha WH(OpMAIUH y
MAIMEHTOB, MOMyYaBIINX MeMOpon3yMad B KIMHUYECKUX HCCIEOBAHMSIX B YETHIPEX PEeKUMAaX TO3UPOBAHU
(2 mr/kr Macchl Tena kaxaple 3 Hemenu, 10 Mr/kr Macchl Tenma Kaknable 2 wid 3 Hemenu mik 200 MT KakIble
3 Henenun). PekoMeHmanuy 1o BEACHHIO MAIMEHTOB C YKa3aHHBIME HEXENATeNIbHBIMHA PEaKIIMsIMHA OTFCAHBI B
paznene «OcoOble yKazaHUs.

Humynoonocpedosanivie nexceramenwvivie peakyuu (em. « Ocobvie ykaszanusy)

Hmmynoonocpedosannvie nHeGMOHUM

V 314 (4,4 %) manMeHToB, MOMYYMBIINX MEMOPOIN3yMad, pasBUIICA MHEBMOHHT, B TOM uwucie 2, 3,4 win
5 crenenu Tsokectr y 138 (1,9 %), 80 (1,1 %), 19 (0,3 %) u 9 (0,1 %) marueHTOB COOTBETCTBEHHO. Merana
BPEMCHH JI0 Haydaja pa3BUTHS IMHEBMOHHWTA cocTaBwia 3,7 mecsna (amama3oH oT 2 aHed ao 27,2 mecsia).
Menuana mpoAoDKUTENEHOCTH cocTaBuia 2,0 mecsma (quana3zoH ot 1 musa go 51,0+ mecsma). [TaeBMOHUT
pasBUBaJICSl HANOOJIEe YaCTO Y MAEHTOB, KOTOPBIM MPOBOIUIIN TYYEBYIO TEPAITUIO OPTaHOB IPYTHOMN KIETKH B
anamuese (8,1 %), yem y maIMeHToOB, KOTOPHIM paHee HEe MPOBOAMIN JYYEBYIO TEPAIIUI0 OPraHOB TI'PyIHOU
kietku (4,1 %). IlpekparieHue Tepamnuu MeMOpoIn3yMadoM B CBSI3U C ITHEBMOHHUTOM MOTpedoBaioch y 129
(1,8 %) manmentoB. [THeBMOHUT paspermics y 188 naiueHToB, B 6 ciaydasx HaOIOIAINCh OCIOKHEHHS.

Y manmenToB ¢ HMPJI pazBuncs maeBMonuT B 160 (5,7 %) cirydasx, B Tom uncie 2, 3, 4 win 5 cTeneHu TSHKeCTH
y 62 (2,2 %), 47 (1,7 %), 14 (0,5 %) u 10 (0,4 %) nanueHTOB COOTBETCTBEHHO.

¥ naumenros ¢ HMPJI, koTopbIM MpoBOAMIN JTydEBYIO TEpaNuio B aHaMHe3€, THEBMOHUT pa3Buwics B 8,9 %
ciydaeB. Y manueHToB ¢ kJIX wyacTora pa3BUTHS THEBMOHHMTA (BCE CTENEHH TsDKECTH) Obljla B AMANA30HE OT
5,2 % no 10,8 % B uccnenoBanmsix y nanuenToB ¢ kJIX KEYNOTE-087 (n = 210) u KEYNOTE-204 (n = 148)
COOTBETCTBEHHO.

HmmynoonocpedoganHvlil Koaum

V 140 (2,0 %) mammeHToB, MOJYYMBIIUX MMeMOPOIM3yMad, pa3BUIICS KOJHT, B TOM 4Hcie 2, 3 Wi 4 cTeneH:
Tsokectn 'y 42 (0,6 %), 74 (1,0 %) u 6 (0,1 %) marmeHTOB COOTBETCTBEHHO. MeauaHa BpeMEHH JI0 Hadala
pa3BUTHS KONUTa cocTaBuia 4,7 Mecsia (1uamna3oH ot 2 qHei 10 24,3 Mecsia). Menuana npoI0JKATETbHOCTH
cocraBuna 1,0 mecsity (nnanaszon ot 1 aus 1o 45,2+ mecsna). [IpekpaieHue Tepamnuu meMOpoau3yMadboM B CBA3U
¢ konutoM morpedoBanock y 41 (0,6 %) mamumentoB. Komur paspemmics y 115 mamueHToB, B 2 cirydasix

HAOJIOAINCh OCNIOKHEeHUsA. Y mamnuentoB ¢ KPP, momyuaBimmx mneMOposin3ymMa0d B KaueCTBE MOHOTEPAITHH
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(n = 153), yactoTta pa3BuTHs KoJuTa coctaBmia 6,5 % (Bce CTeHe}ll-ll/I'[ﬂnzu%AI)' E 2-55)/_'5%1'—61:[6'—1{7'1 ;rmécm u

1,3 % 4 creneHu THKECTH.

Hmmynoonocpedosannuiil cenamum

VY 70 (1,0 %) margeHToB, MOJYYHBIIUX IEMOPOIM3yMa0d, pa3BHICS TeMaTHT, B TOM Yucie 2, 3 win 4 CTeNeHH
msokectu 'y 11 (0,2 %), 47 (0,7 %) u 8 (0,1 %) marmeHTOB COOTBETCTBEHHO. MeauaHa BpEeMEHH 10 Hadasia
pa3BUTHS I'elaTuTa cocTaBuia 3,9 Mecsiia (Iuana3oH ot 8 aHei 10 26,3 Mecsia). MeauaHa IpoI0JDKUTEIbHOCTH
cocraBuia 1,2 mecsina (nuamazo” ot 1 aus no 22,5+ mecsna). IIpekpamenune Tepanuu nemMOponn3ymMmadom B
CcBs3M ¢ renaTutoM norpedosanock y 29 (0,4 %) manuentos. ['enmatut paspemuics y 54 nanueHToB.
Hmmynoonocpedosannulii Hegppum

VY 30 (0,4 %) naumeHTOB, MOJTYYUBIIMX MEMOPOIU3yMa0d B KaueCTBE MOHOTEPAIMH, PA3BUIICS HE(PPUT, B TOM
yrcie 2, 3 unu 4 crenenu Tsokectr y 8 (0,1 %), 16 (0,2 %) u 2 (< 0,1 %) marmeHToB COOTBETCTBEHHO. Memnana
BPEMEHH JIO Havasia pa3BuTHs Hedpurta coctaBuia 4,6 mecsia (quamna3oHn ot 12 guedt no 21,4 mecsana). Menuana
MPOIOJDKUTENILHOCTH cocTaBmia 6,9 mecsna (quamazon ot 6 anedt mo 28,2 mecsna). [Ipekpamienne Tepanuu
neMOpom3ymMaboM B ¢Bs3u ¢ HedputoMm morpeboBaiock v 13 (0,2 %) manmentos. Hedpur paspemuncs y
18 marueHntoB, B 5 ciayuasx HaOMIOAAIUCh OCIOXKHEHHS. Y TAIlMEHTOB C HEIIOCKOKIeTouHbiIM HMPIJI,
MOyYUBIINX TEPANUI0 MEeMOPOIH3yMa0OM B KOMOWHAIIMH C XMMHOTEpanuei, BKIFOYAoNeH MmeMeTpeKcen 1
npenapat mwiatuHsl (n = 488), yactora pa3sutus HeppuTa coctaBuia 1,4 % (Bce CTeNeHH TSHKECTH) C YaCTOTON
0,8 % g 3 crenenu TsokecTd U 0,4 % 1i1g 4 cTeneHH TSHKECTH.

Hmmynoonocpedosanrvle S5HOOKpUHORAMUU

Y 62 (09 %) mnanueHTOB, NOJYYMBIIMX HeMOpoiau3yMal, pa3BHIACh HEJOCTATOYHOCTh (DYHKIHU
HaJIIIOYEYHHKOB, B TOM umcie 2, 3 wiu 4 crenenu Tsokectu y 27 (0,4 %), 27 (0,4 %) u 4 (0,1 %) marueHToB
COOTBETCTBEHHO. MennaHa BpeMEeHH J0 Hadalla pa3BUTHS HEJOCTATOYHOCTH (DYHKIMH HAAIMOYCYHUKOB
cocraBuia 5,5 mecsna (auanazoH ot 1 gas no 23,7 mecsia). MennaHna npogoDKUTETLHOCTH He ObLTa IOCTUTHYTA
(mmamazon ot 3 gmerr mo 40,1+ wmecsma). [lpekpameHuwe Ttepanuu MeMOpoin3ymMaboM B CBS3H C
HEIOCTATOYHOCTHIO (DYHKIMM HaJI04YedyHHKOB moTpedoBanock y 5 (0,1 %) maumenTtoB. HemoctaTouHOCTh
(GYHKIUHM HAAMMOYSYHUKOB pa3pelmiach y 24 nanueHTos, B 10 cnydasx HaOMOAaIMCh OCIOKHEHHS.

V 40 (0,6 %) marmeHToB, MOJYYMBIIHX IEMOPOIM3YMa0, pa3BUIICS THIIOPU3NT, B TOM 4ucie 2, 3 win 4 cTeneHn
msokect y 15 (0,2 %), 21 (0,3 %) u 1 (<0,1 %) manmeHTOB COOTBETCTBEHHO. MenuaHa BpeMEHH JI0 Hadaia
pasBuTHs THUMOGHU3UTA cocTaBmwia 5,9 wecsana (muamazoH ot 1 gus mo 17,7 wmecsma). Menuana
MPOJIOJDKUTENLHOCTH cocTaBmia 3,3 Mecsina (quana3oH ot 3 aueid no 48,1+ mecsna). [Ipekpanienue Tepanuu
nemMOposm3ymMaboM B CBsI3M ¢ runoduzuroM morpedosanock y 10 (0,1 %) nanuenTos. ['unodusut paspemmics
y 19 naiueHToB, B 8 Cilydasx HaOJIOIaIMCh OCI0KHEHHMS.

V 344 (4,8 %) manueHTOB, MOIYYHUBIINX IeMOPOIH3yMal, pa3BUIICS TUIIEPTHPEO3, B TOM YHCIIE 2 WU 3 CTENEHN
msokectn 'y 93 (1,3 %) u 8 (0,1 %) nmaumeHTOB COOTBETCTBEHHO. MeauaHa BpeMEHM J0 Hadaua pa3BUTHUS
runeptupeo3a cocrapmwia 1,4 Mmecsana (auanazoH ot 1 mHa go 23,2 mecsna). Meanana mpoaoKUTEIbHOCTH
cocraBuia 1,6 mecsina (auanaszon ot 4 pHeit g0 43,1+ mecsaua). [lpekpamienue Tepanuu nemOopoan3ymadboM B
CBSI3H C THIIEPTHPE030M motpedoBanock y 3 (< 0,1%) nmauuenToB. ['mneprupeos paspemmics y 282 (82,0 %)

ManueHToB, B 11 cinyyasx HaONIONaInch OCIOKHEHHUS. B amproBaHTHOM uccienoBanuu nainueHtoB ¢ [IKP u
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COOTBETCTBYET 3K )
0 2026 N2 b416
MEJIAaHOMOM, MOIYYaBIIMX MeMOPOIn3yMad B KaueCTBE HOTEpElI'IELII'Hp';II éﬁ?ﬁ&h‘f&%@:&ﬁ' (111"“1‘I 11180),

4yacTOTa pa3BUTHsA TunepTupeosa cocrasuia 10,9 %, Gospias 4acTh KOTOPOro Obuia 1 WK 2 CTECHEHH TSHKECTH.
VY 856 (12,0 %) nanueHToB, MOIyYUBIIMX IEMOPOIH3yMal, pa3BUIICS TUIIOTUPEO3, B TOM YKCIIE 2 HIIH 3 CTEIICHH
msokectn 'y 630 (8,8 %) u 8 (0,1 %) manmeHTOB COOTBETCTBEHHO. MennaHa BPEMEHH 0 Hadaia Pa3BHTHS
THUTIOTHpEO03a cocTaBmiia 3,4 Mecana (muamazod ot 1 musA g0 25,9 Mecsma). Mennana mpoI0JDKUTEIFHOCTH HE
ObLTa JOCTHTHYTA (IMana3oH ot 2 aHel a0 62,9+ mecsa). [Ipekparnienue Tepanuu meMOpoinn3ymMadoM B CBS3U
C TUIIOTHPEO030M oTpedoBaiock y 4 mamuenToB (< 0,1 %). ['unotupeos paspermics y 199 (23,2 %) nauueHTos,
B 16 ciyuasx HaOmonanuch ocnoxHeHus. Y mamueHToB ¢ KJIX (n = 389) wacToTa pa3BUTHS THIIOTHPEO3a
cocraBuna 17 %, Bce cimyuau Obiin 1 um 2 crenenu Tsokectr. Y nanuenTos ¢ [IPT'ILL (n = 909), momyyuBmmx
nemMOponn3ymMal B KauecTBE MOHOTEPAIIWH, YacTOTa Pa3BUTHs THIOTHpeo3a cocTaBuia 16,1 % (Bce crenenn
TshkecTtH) ¢ vactorod 0,3 % mns 3 cremenu Tspkectu. Y manumentoB ¢ [IPTII (n = 276), momyumBImx
nemMOponn3ymMad B KOMOWHALIMY C XUMHOTepanuei, BKIoYaBIei npenapar miatuHbl 1 5-DY, yactoTa pa3BuThs
THIoTUpeo3a coctaBmia 15,2 %, Bce ciydau Obutd | WM 2 CTENEHW TSDKECTH. Y MAIMEHTOB, MOTYYaBIINX
JedyeHne NeMOpoIu3yMaboM B KOMOMHAIIMK C aKCUTHHUOOM W JeHBaTHHHOOM (N = 1456), yacToTa pa3BUTHS
runoTupeosa onina 46,2 % (Bce crenenu TsokecTH) ¢ Aonei 0,8 % 3 u 4 creneHei Tsokectu. Y manuenTos ¢ [TKP
U MEJTaHOMOM, MOJyYaBIIUX MeMOpoin3ymMald B BHIE MOHOTEpANHMU NP aabloBaHTHOM JeueHuu (N = 1480),
4acTOTa BO3HUKHOBEHUS THIIOTHpeo3a Obina 17,7 %, 6osplias 4acTb KOTOPOro Obuia 1 uiiy 2 CTeneH: TSHKECTH.
HmmyHnoonocpedoganHule KOJICHbIE HedcelamenbHble peaKyuu

VYV 116 (1,6 %) nanueHTOB, MOMYYUBLIMX MEMOPOIN3yMad, Pa3BUIMCh WUMMYHOOIIOCPEIOBAHHBIC TSDKENbIC
KOKHBIE PEaKIMu, B TOM uuciie 2, 3 wim 5 crenenu tsokectu y 11 (0,2 %), 91 (1,3 %) u 1 (< 0,1 %) marueHTos
COOTBETCTBEHHO. MeraHa BpEMEHHU /10 Hadaja Pa3sBUTUS TSDKEJIBIX KOXKHBIX Peakluil cocTaBuia 3,3 mecsua
(mmamazoH ot 3 nmHe# Ao 25,5 Mmecsna). Meanana TpoJOIDKUTENFHOCTH cocTaBmina 1,9 Mecsna (1uana3oH ot
1 nus oo 47,1+ mecsina). [pexpamienne Tepanuu neMOpoIn3yMadoM B CBSA3H € TSHKEIIBIMU KOKHBIMH PEaKLUSIMU
notpedoBanock y 15 (0,2 %) nampenToB. Tskenbie KOKHbIC PEaKIUH Pa3peIliInch y 83 NallEeHTOB, B 2 CIIyYasx
HaOJI0JAJIMCH OCIOKHEHHS.

Hab6nronanuce penkue ciaydan cuaapoma CtuBeHca-/[PKOHCOHa M TOKCHUYECKOTO 3MHIEPMALHOIO HEKPOJIN3a,
HEKOTOPbIE M3 HHUX C JICTAJIBLHBIM UCX0I0M (cM. «Criocob npuMeHeHus 1 103b» B «OCco0bIe YKa3zaHHs»).

Jlpyeue 3n0xkauecmeerHnble Onyxoau

Monomepanus

HexenatenbHble sBIEHMS y MAUMEHTOB C peuuauBupyromuM win  MeractatuueckuMm IIKPK  wom
MectHOpacnpocTpaneHHbIM [IKPK, kak mpaBmiio, ObUTH CXOMHBI ¢ TAKOBBIMHU y TAIMEHTOB C MEIIAHOMOW WITH
HMPJL

Ocrnooichenus anno2enHou MpaHCnIaHMayuy 2eMONOIMULEeCKUX CImeoJl08bix Kilemok npu kJIX

N3 14 mammentoB B KEYNOTE-013, koTopbiM Oblla BBIIOJIHEHA aJUIOT€HHAS TPAaHCIUTAHTAIHS
TE€MOITO3TUYECKUX CTBOJIOBBIX KIIETOK IOCIIE JICYCHHUS MTEeMOPOIH3yMa0doM, y 6 TallueHTOB COO0MaIach ocTpas
peaknus «TpaHCIUIAHTAT MPOTHB XO3sAWHa» U y 1 maleHTa XpOHWYECKas Peaklus «TPaHCIUIAaHTAT MPOTHB

XO03sMHa», HU OJJHA U3 HUX HC MpPHUBCJA K JICTAJIBHOMY HUCXOIY. V2 MaluCeHTOB Pa3BUJICA O6JII/IT€pI/Ipy10LLIPIﬁ
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SHI0(IEOUT TICIEHOYHBIX BEH, B OJHOM CIIy4ae C JICTAJIbHBIM H@(‘J_zll:c-)'lv_[].E&:l"‘l" E"IELH%DBI_{)%BEJI&;; FCI;Hlﬂ;pOM
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MIPKUBJICHAS TIOCTIE TPAHCIIIAHTAIINH.

N3 32 mammentoB B KEYNOTE-087, koToppIM ObITa BBITIONIHCHA a/UIOTCHHAS TPAHCIDIAHTAITHS
TE€MOIIO3TUYECKIX CTBOJIOBBIX KIIETOK ITOCIIE JIEYeHUS IeMOpoan3ymMadom, y 16 manueHToB coodmanachk ocTpas
peaxIus «TpaHCIUIaHTAT MPOTHB XO3AWHA» M y 7 TAIMEHTOB XPOHWYECKAas PEaKIUsl «TPAHCIUIAHTAT MPOTHB
XO35IMHAY, B ABYX CIIyYasx C JIETATbHBIM UCX010M. Hu y omHOTO mManyenTa He HaOI0Aalcs: O0IUTEePUPYIOIINi
3HA0(ICOUT MEeYEHOUHBIX BeH. HuW y OMHOTO mamueHTa HE HaONIOAANCS CHHIPOM TNPWKHUBICHHUS TOCTC
TPaHCIUTAHTALINH.

N3 14 mnamuentoB B KEYNOTE-204, xoTtopbiM OblUla BBINOJHEHA Q/UIOTCHHAS TPaHCIUIAHTAIHSI
TEMOITO3TUYECKUX CTBOJIOBBIX KJIICTOK TOCIIC JICUCHHS MEeMOPOIM3yMadoM, y 8 MalUueHTOB cOo0o0Iaach ocTpas
peaKkiys «TpaHCIUIaHTaT MPOTHUB XO35MHA» M Yy 3 MAIMEHTOB XPOHUYECKAsT PEaKIHsl «TPaHCIIAaHTAT MPOTUB
X03siMHa», HY OJlHA M3 HUX HE MpHUBENa K JeTaJbHOMY Hcxoay. Hu y omHOro maiueHra He HaOJomancs
obnuTepupyrommii SHA0GICOUT NMeu€HOUHBIX BeH. Y | malMeHTa pa3BWICS CHHAPOM NPUKHUBICHUS TOCIE
TPaHCIUTAHTAIINH.

Togvruenue akmusHocmu hepmenmos newenu npu mepanui. NemMOpPoIUIYMaboM 8 KOMOUHAYUY ¢ AKCUMUHUOOM
npu I[IKP

B ximHWYecKOM HCcleoBaHUM y paHee HenedeHbIX marueHToB ¢ [IKP, momydaBmmx memOponmszymald B
KOMOWMHAIIMY ¢ aKCUTHHUOOM, Ha0II0Janack 0oJiee BEICOKAsI, YeM OJKUaeMast, 9aCTOTa MOBBIIIICHNS AKTHBHOCTH
AJIT (20 %) n noBeimenus aktuBHocTH ACT (13 %) 3 u 4 cTenenu Tsbkectd. MennaHa BpeMeHH 10 Havaia
noBeieHus akTuBHOCTH AJIT coctaBmia 2,3 Mecsna (auamna3on ot 7 gHeit mo 19,8 Mecsna). Y manueHToB ¢
nosbimieaneM aktuBHocTH AJIT Beime BI'H > 3 pa3 (2-4 cremens Tsixectd, n = 116) B 94 % ciydaes
HEXenarenbHas peakuus ymeHsmmiack 10 0-1 cremeHu TsokecTH. 59 % nDalMeHTOB € MOBBILLIEHHON
akTHBHOCTBIO AJIT mosydanu CHCTEMHbIE KOPTHKOCTEpOWbl. B cityuae paspemienust 92 maruentam (84 %)
Obula TIOBTOPHO Ha3HaueHa MoHoOTepamusi nemOponmsymadbom (3 %) wmnmm akcutunu6bom (31 %) wm
koMOuHMpoBaHHas Tepamnus (50 %). Cpeau 3Tux nanueHToB y 55% He Ha0JI01a)I0Ch TIOBTOPHOT'O TIOBBIIIICHUS
aktuBHOCcTH AJIT Bhitie BI'H > 3 pas, y Bcex mannueHToB ¢ MOBTOPHBIM MOBBIIIIeHHeM akTUBHOCTH AJIT Bhime
BI'H >3 pa3 mactynuio paspenieHue. SIBIeHui co CTOPOHBI IEUEHH 5 CTENEHH TSHKECTH 3apErHCTPUPOBAHO HE
OBLITO.

OmxknoHenue 1a60pamopHbuIX noKazamenel

Cpenu naiyeHToB, MoJydYaBIInx MeMOpon3yMad B Ka4eCTBE MOHOTEPAIINK, IPOLICHT MAIllMEHTOB, Y KOTOPBIX
HA0JII0/1AJIOCh OTKJIOHEHHUE JIADOPATOPHBIX MTOKa3aTeNIeld OT MCXOHBIX 3HAYCHUH 10 3 WK 4 CTEICHU TSHKECTH,
cocTaBWI: CHWKeHue uyucia juMpornutoB 9,9 %, cHmKeHHWe KOHUEHTpauuu Hatpust 7,9 %, CHIDKeHHE
KOHIICHTpAI[MK reMorioonHa 6,2 %, MoBbIlIEHHE KOHIICHTPALUU [IIOKO3bI 5,5 %, CHM)KEHHE KOHIICHTPAILIUU
docharor 5,4 %, noesienne aktuBHOCTH AJIT 3,3 %, moBwimenune aktuBHOocTH ACT 3,2 %, moBbImicHHE
aKTUBHOCTH IesouHoi ocdarassl 2,7 %, CHUKEHHE KOHIIEHTpauy Kainus 2,4 %, NOBBIIICHHE KOHIICHTPAITUU
kamug 2,1 %, cHmwkenue uyucna HerrpouinoB 2,0 %, cHmwkeHue uucia TpomOorutoB 1,9 %, mosblmeHue
KOHICHTpaIu Kanbius 1,9 %, moBbllicHHe KOHICHTpanuu Omnmmpyouna 1,8 %, CHmKeHHE KOHIICHTpAIUH

anpOymuHa 1,5 %, CHIKCHHE KOHIICHTPAMU KambIus 1,5 %, MoBBINICHUE KOHIIEHTpauu kpeaTuauHa 1,4 %,
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CHIDKEHHUE KOHIICHTpanuu TIIFoKo36l 1,0 %, cHmkeHHne gpciia neﬁkgﬂ%;og@;k“&ggllﬁg{%g Il_oﬁi;[leﬁ_'lrl)bunn
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maraus 0,8 %, noBbllieHne KOHIIEHTpaluu remoryioousa 0,5 %, nmoseiiicHre KoHIeHTpauu HaTpust 0,5 % u
CHIDKeHHE KoHIeHTpanun Maraus 0,2 %.

Cpeny TaMEeHToB, MOJIYYaBIIMX MeMOponmm3yMad B KOMOWHAIMHM C XMMHOTEpANWel, JOJS TMalueHTOB, y
KOTOPBIX HaOII01a7I0Ch OTKIIOHEHHUE Jab0paTOPHBIX MOKa3aTeiel OT NCXOMHBIX 3HAYCHHUN 10 3 WM 4 CTCTICHH
TSDKECTH, COCTABUJI: CHIDKEHHE uncia HerTpoduiaoB 44,0 %, cHmkeHre dyucia JedkonuToB 29,4 %, cHmkeHue
grcia JumdponutoB 26,9 %, cHkeHUe KOHIEHTpaluu reMoriioouna 22,1 %, cHmkeHue 4uciia TPOMOOIIUTOB
13,2 %, camxenune koHrenrpanun Hatpus 11,0 %, cHmkenue xoHmeHTpauuu docdaros 7,7 %, moBbIICHHUES
aktuBHOCcTH AJIT 6,8 %, CHMXKCHME KOHIIEHTpaIuK Kanus 6,8 %, MoBbIIIEeHHEe KOHIIEHTPAIIUH TIFOKO3bI 6,1 %0,
noBbiieHne aktuBHOCTH ACT 5,6 %, CHW)KEHME KOHIICHTpAauu Kanbius 3,5 %, MOBBINICHUE KOHIICHTPAIUU
kanmust 3,2 %, TOBBIIICHUE KOHIICHTpaIMu KpeaTuHuHa 2,9 %, CHMKEHHE KOHLEHTpanuu anbOymuna 2,2 %,
MOBBIIIICHUE AKTUBHOCTU IenouHoi (ocdarassl 2,1 %, NOBBIIIEHHWE KOHIGHTpauuu Ownupyouna 2,0 %,
MoBbINIICHUE KoHIeHTpauu Kanbims 2,0 %, moesimenne MHO 1,3 %, cHuwkeHHe KOHIEHTPAIIUH TJTIOKO3bI
1,2 %, noBbliieHne KoHIeHTpauu Hatpus 0,5 %.

Cpeny MalMeHTOB, MOJYYaBIIUX MeMOPOIM3yMad B KOMOMHAIIMKA ¢ aKCUTHHUOOM WJIM JICHBATUHUOOM, JOJIS
MAIMeHTOB, ¥ KOTOPBIX HAONIOMaIoCh OTKIIOHEHHE JTAOOPAaTOPHBIX TOKa3aTeledl OT MCXOMHBIX 3HAYCHHU N0
3 wnu 4 creneHn TSHKECTH, COCTABUII: TOBBINIEHNE akKTUBHOCTH Jumasbl 23,0 % (He M3Mepsuioch y MAIMeHTOB,
MOJTy4aBLINX TeMOpoan3ymMal u akcUTUHHUO), cCHIKeHue yucia auMdonutos 12,0 %, cHIKEHNnE KOHIEHTPALH
Hatpus 11,4 %, moBeImeHue akTMBHOCTH amMmuiassl 11,2 %, moBbIIeHe KOHIIEHTpauy Tpurimiepuaos 11,2 %,
noBblieHne akTuBHOCTH AJIT 10,4 %, nmosbiuenue aktuBHOCTH ACT 8,9 %, moBbIIEHHWE KOHLIEHTpALUU
rioko3sl 7,8 %, cHwkeHue koHueHtpauun ¢ocdopa 7,3 %, cHmwkeHue KoHueHTpauuu ¢ochatos 6,8 %,
CHIKEHUE KOHLIeHTpaluu Kanus 6,1 %, nopllieHne KOHIEHTpauuu Kanus 5,1 %, NOBBIIEHUE KOHLIEHTPAIUU
xonectepuHa 4,5 %, moBeIllIeHNe KOHIIGHTpaMA KpeaTnuHuHa 4,4 %, CHIKeHNe KOHIEHTPAIH TeMOTIo0nHa
4,2 %, camxeHne KoHneHTpanuu Maraus 4,0 %, CHImKeHre yncia HeuTpohuinos 3,5 %, TOBBIIIEHHEe aKTUBHOCTH
urenouyHoit pocdaraser 3,1 %, cHIKeHHE Yncia TpoMOouuToB 3,0 %, MOBBINICHHE KOHIIEHTPAIUK OHINPYOHHA
2,8 %, CHIWKEHHE KOHIICHTpaluu Kajblusg 2,2 %, CHUXKCHHE 4YHuclia JeWkouuToB 1,7 %, MOBBINICHHUE
KoHIIeHTparuu Marawst 1,6 %, nossimenue MHO 1,5 %, cHmkeHne KOHIIEHTpauu TIFOKO36 1,4 %, cHIKeHne
KOHIeHTpaluu anbOymuna 1,2 %, MOBBIIMICHUE KOHIIEHTpaluu Kayiblusa 1,2 %, MOBBIIIEHHE KOHIIEHTPAIUH
Hatpus 0,4 %, MOBBIIIICHHE KOHIIEHTpaluu remMoriioouna 0,1 %.

JIMMYHOTr€HHOCTE

Y 36 (1,8 %) w3z 2034 momiexamux OICHKE MAlMEHTOB, MOJIYYUBIIUX JICUCHHE MeMOpOIN3yMadoM B
KIMHUYECKUX HCCIEIOBAHMAX B J03aX 2 MI/KI MacChl Teja Kaxaple 3 Hemenu, 200 Mr kaxkaple 3 HEIEIH WUiIn
10 MI/KT Macchl Tella KaKple 2 WK 3 HEAeIU B KaueCTBE MOHOTEPAIUH, PE3yJIbTaThl TECTUPOBAHUS Ha aHTHTE A
K nemMOponn3ymaly ObuIM MOJOXHUTENbHBIMHU, cpeau HuxX y 9 (0,4 %) maunmeHToB OBLIM HEHTpanu3yroLue
aHTHUTEeNa MPOTUB NeMOponu3ymada. [Ipu3HakoB m3MeHeHHs (HapMaKOKHMHETHYECKOTO MPOGMIS WIH MPOQUIIS
0€30MMacHOCTH TIOCIIE TOSIBIICHUS CBSI3BIBAIONINX WIIH HEUTPAIM3YIONIMX aHTUTEN MPOTHB MeMOponn3ymada He
HaO0JII0AAIOCh.

CTH
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Macchl Tena Kaxabie 3 Hemenu orenuBanack B uccienoBanuu I/l ¢passr KEYNOTE-051 y 161 marnuenToB
JIETCKOT'O BO3pacTa B Bo3pacTe OT 9 mecsieB A0 17 JeT ¢ pacnpocTpaHCHHOW MEITaHOMOH, TuMQOMOH win
pacripoCTpaHEHHBIMH, PEIUANBAPYIOIIUME HIH pePpPaKTePHBIMH COJIUAHBIMUA OIYXOJSIMH C TIOJIOXHUTEIEHON
skcmpeccueit PD-L1. [omymsmust ¢ xJIX (n = 22) Brirodana manreHToB B Bo3pacTe oT 11 go 17 ner. [Ipoduib
0e30MacHOCTH y TIAIMEHTOB JIETCKOTO BO3pacTa ObII CXOIHBIM C TAKOBBIM Y B3POCIIBIX MAI[HEHTOB, MOTYYHBITHX
nemMOponnzymab. Hambonee yacThiMKU HEKeNATENbHBIME PEAKIHUAMHU (COOOIICHHBIMU C YacTOTONH HE MeHee
20 % y manueHToB IETCKOTO Bo3pacTa) ObLIN MOBBIIIEHHE Temneparypsl Tena (33 %), psorta (30 %), ronoBHas
60116 (26 %), 601b B xuBOTE (22 %), anemus (21 %), karrens (21 %) u 3amop (20 %). BOIBITHHCTBO COOOIIIEHHBIX
HEXKENaTeNbHBIX PeakUuil Mpyu NPUMEHEHHH B KauecTBE MOHOTEpanmuu ObulM | WM 2 CTEeNeHW TSHKECTH.
VY 76 (47,2 %) nanueHToB ObLIa OJ/HA WX OOJIBIIE HEXKEIATSIbHBIX PEaKIUil 3-5 CTENEHH TAKECTH, U3 KOTOPBIX
y 5 (3,1 %) nanueHToB OblIa OHA MJIM OOJBIIEC HEXKENATENBHBIX PEaKIUi, KOTOphIe MPUBEIHN K JIETATLHOMY
ucxony. Yactota mpuBellcHA Ha OCHOBAaHHMH BCEX 3apPETUCTPHPOBAHHBIX HEXKEIATENbHBIX JIEKAPCTBEHHBIX
peakuii He3aBUCUMO OT OIICHKHU MCCIIeJOBaTeNIeM TPUIMHHO-CIICICTBEHHOM CBS3H.

COO6HICHI/IC O npeamnoJaracMbIX HEXKCIATCIbHBIX PCAKITHAX

CooOmieHnss 0 TpeAnoNIaraeMblX HEKENaTeNbHBIX PEaKIHUAX II0Cie TOCYJapCTBEHHOW pPErHCTpamuy
JIEKapCTBEHHOT'O TperapaTa BayKHbBL. JTO MO3BOJISET OCYLICCTBISTh HEPEPHIBHBI MOHUTOPHHI COOTHOILICHUS
MoJIb3a / PHUCK JIEKApPCTBEHHOTO TperapaTra. MeIuIMHCKUM paOOTHUKAM MpeiaraeTcsi coodmarb o J00BIX

MIpeAnoIaracMbIiX HEKCIATCIIbHBIX PCAKIUAX.

NEPEJIO3UPOBKA

Hudopmaiist 0 mnepeno3upoBke MeMOpoin3yMadoM OTCYTCTBYeT. MaKCHMalbHO THEpPeHOCHMAas 703a s
nemMOposin3ymaba He YCTaHOBICHA. B  KIMHHYECKMX HCCICOBAHHSIX Yy MAIMEHTOB, IMOJYYaBIINX
nemOposinzymad B jo3e a0 10 mr/kr, npoduis 0e30MacHOCTH ObLI COMOCTABUM C TAaKOBBIM Y TAIIMEHTOB,
MOJTy4YaBIIMX TIeMOPOIH3yMal B 103€ 2 Mr/ KT.

B cinyuae mepeno3upoBKH HEOOXOJAUMO MPOBOIUTH TIIATEIBbHBI MOHHTOPHHI TAIMECHTOB B OTHOIICHHUU
NPU3HAKOB U CHMITOMOB HEXEJIATeNbHBIX PEAKIMid W HAa3HAYUTh COOTBETCTBYIOIIEE CHUMIITOMATHYECKOES

JICUCHUC.

B3AUMOJIECTBHUE C IPYTUMH JEKAPCTBEHHBIMHM CPEJICTBAMH

CrienuanbHBIX MCCIeN0BaHUi (hapMaKOKMHETHUECKOTO B3auMojelcTBusa npemnapata Apdueiina® ¢ apyrumu
JIEKapCTBEHHBIMH TIperapataMu He MpoBoawid. [lockonbKy meMOponn3ymad BBIBOJUTCS U3 KPOBOOOpAIIEHUS
3a cyeT Karabojau3Ma, TO He CIIeyeT OXKHUIaTh METa0OJINIECKHUX JIEKAPCTBEHHBIX B3aUMO/ICHCTBUH.

CneuyeT n3berarth MMPUMCHCHUA CUCTEMHBIX KOPTHUKOCTEPONAO0B NI UMMYHOACTIPECCAHTOB 10 HaYajla T€palnu
npenapatoM Apdueiina®, yuuTeiBas MX BO3MOXKHOE BIUSHHE HA (hapMAKOAMHAMHYECKYIO AKTUBHOCTh U
sddexTuBHOCT, Tpenapata Apdueiina® Tem He MeHee, CHCTEMHBbIE KOPTHKOCTEPOMIBI HIIH JpyTHe
UMMYHOJICTIPECCAHTHI MOXHO HCIIOJIb30BaTh IIOCIIE Hadala JICYCHUS MeMOpoM3yMaboM Ui Teparuu

MMMYHOOITOCPETIOBAaHHBIX HEXKEIaTeNbHBIX peakmuii (cM. «Ocobple ykazauus»). [Ipu nedeHnn mpenapaToM
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npeMeavKanuu i HpO(pI/IJ'IaKTI/IKI/I PBOTHI W/WIK OOJIETYEHUs HEXKEIaTEeIbHBIX pCaKHHI)'I, CBsA3aHHBIX C

XHMHOTEpAIUEH.

OCOBBIE YKA3AHUSA

<N ®
Ilpumenenue npenapama Apghnetioa” B03MONICHO MONLKO HO HASHAYEHUIO 8pada U Nnood HaAOIOeHUeM
K8anupuyuposanto2o meouyurnckozo nepcorana. Ilpu pazsumuu nob6ouno2o oeticmsusi Heobxooumo coodwams
00 5MoM 8 YCIMAHOBNIEHHOM NOPAOKe OJisl OCYUeCMBIIeHU MePONPUSMULL N0 hapMAKOHa030p).

HMMVHOO?ZOCP@OOG(IHHble HeolceslamellbHble peaKuuu

VY manueHTros, MONMy4YaBIINX IeMOPOIN3yMad, OTMEUaINCh UMMYHOOIIOCPEOBaHHbIE HEXKellaTeIbHbIE PEAKIIUH,
BKJIIOYasl TSDKEJIBIE M CIIy4aH C JIETAIBHBIM HCXOA0M.

HMMyHOOTIOCpEeIOBaHHBIE HEXEIAaTeIbHbIE PEaKMy MOTYT BO3HHMKATh IIOCJIE OTMEHBI TE€paluu MpernapaTtoM
Aponeiina® BonbIIMHCTBO HMMYHOONOCPEJOBAHHBIX HEKENATENbHBIX peakiui, HabmofaBIIUXcsS B
KIMHHUYCCKUX HCCIICIOBAaHUAX, 6I)IJ'II/I O6paTI/IMI)I U KOHTPOJUPOBAINCH IHOCPCACTBOM BpeMeHHOI‘/'I OTMCHBbI
Tepanuu 1eMOpoin3ymMaboM, TPUMEHEHHS KOPTUKOCTEPOWJOB W/WIM CHMITOMATHYECKOW TEpamnuH.
HMMMmyHOOIIOCpEI0BaHHBIC HEXKENATEIbHBIC PEaKIIMU, 3aTParuBarolie 00yee OAHONH CUCTEMBI OpraHU3Ma, MOTYT
Pa3BUBATHCS OJJHOBPEMEHHO.

[Mpu momo3peHNH Ha MUMMYHOOIIOCPEIOBAaHHBIE HEXKENATebHBIE PEaKIUU TPeOyeTcs MPOBECTH TINATECILHYIO
OIICHKY C NLCJIBIO MOATBEPAUTH 3THUOJIOTUIO WM HUCKIIIOUUTH APYTHUE BO3MOKHBIC ITPUYWHBI. OCHOBBIBasACHL Ha
TSKECTH HEKeJIaTelbHONW Peakiuy, HeoOXOAMMO BPEMEHHO OTMEHMTh Tepanuio npenapatoM Apdueiina® u
paccMOTpeTh BO3MOXKHOCTh Ha3HAYEHUSI KOPTUKOCTeponaoB. C MOMEHTa ynydieHHus 10 | Ui MEeHee CTEeNeHU
TSDKECTH, HayaThb IOCTENCHHOE YMEHBIICHHE J103bl KOPTUKOCTEPOHMJOB M MPONOJDKUTH €ro B TEYEHHE, IO
MeHblIel mepe, 1 Mecsina. CorflacHO OrpaHU4YEeHHBIM JTaHHBIM, TIOJTYYE€HHBIM B KJIMHUYECKUX MUCCIIEIOBAHUSX, Y
NAIMEHTOB, Y KOTOPBIX MMMYHOOIIOCPEIOBaHHbIE HEXEJaTelIbHbIE PEaKLMH He MMOAJaBalliCh KOHTPOJIO MpHU
NPUMEHEHUN KOPTHUKOCTEPOUIOB, MOXKET OBITH PACCMOTPEHa BO3MOXHOCTb HA3HAYEHHUS IPYTUX CHCTEMHBIX
MMMYHO/IETIPECCAHTOB. B0300HOBNIEHHe Tepanuu npenapatoM Apdueiina® BO3MOKHO B cllydae, eclu
BBIP@XEHHOCTh HEXKENATENbHON peaknuu ocTaeTcsl | WM MeHee CTENeHH TSHKECTH MOCe TMOCTENeHHOTO
YMCHBUICHUA O3Bl KOPTUKOCTCPOUIOB. HpI/I BO3HMKHOBCHUH [JPYyroro sIun3ona HeXeJIaTeIbHOM pCaKkmmmn
TSKEONH CTENeHH HeoOXOMMMO IOJHOCTBIO MPEKpaTHTh NpuMeHeHue npenaparta Apdueiina® (cm. «Crocod
npuMeHeHus u 103bl» U «IlobouHoe neiicTBue»).

Hvmmynoonocpedosaniviil NHEGMOHUM

YV manueHToB, MOMyYaBIInX IeMOpom3yMad, COOOIIAIOCh O CIydasx pa3BUTHS MMHEBMOHUTA (BKITIOUAs CITydan
¢ JeTajgbHBIM HCX0a0M). HeoO0X0oauMMO MpOBOAWTh aKTHBHOE HAOJIIOJACHHME 3a MallMEHTAMH B OTHOIICHHUU
MPU3HAKOB W CUMIOTOMOB THEBMOHHWTa. llpW Tmomo3peHMH Ha THEBMOHUT HEOOXOIMMO IPOBECTH
PEHTICHOJIOTHYECKOE HCCIICIOBAaHNE [UISl HWCKIIOUEHHUS JPYTUX NPHUYMH. Tepamuio KOPTUKOCTEPOUIAMH
Ha3HAYAIOT PU THEBMOHHUTE 2 WJTH BBIIIIE CTETICHU TSHKECTH (HavaibHas 71032 | - 2 MI/KT/CyTKY PeTHU30HA WITH

aHaJiora ¢ moCjaCeAyrOomUM MOCTCIICHHBIM YMCHBIICHUCM )103])1). BpeMeHHO OTMCHSAIOT TCpAalHrIO IPLCrapaTomM
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4 (KM3HEYTPOIXKAIOIIECH) CTEIIeHN TSHKECTH IMTHEBMOHHTA WJIM PELUANBE MTHEBMOHHUTA 2 (YMEPEHHOI) CTEreHU
TsokecTH (cM. «Crioco® IpUMEHEHHS U 103BD»).

Hymmynoonocpedosarnnuiii koaum

VY manueHToB, NOJIy4aBIIMX MeMOpoIn3yMal, coo0Ianock o ciyvasx pa3BUTHSA KOJIUTA

(cm. «IloGounoe neiicTBUe»). HeoOXxoauMo MpoOBOAUTH aKTHBHOE HAOJIOAEHHE 32 MAallMEHTaMH B OTHOLICHUHU
MPU3HAKOB ¥ CHMIITOMOB KOJIUTa U HCKIIIOUUTh JPYTUe MPUYMHBI €r0 pa3BUTHI.

Tepanuio KOPTUKOCTEPOUJAMH HA3HAYAIOT IPH 2 WM BBIIIE CTENICHU TSHKECTH (HadasbHas 103a 1- 2 Mr/kr/cyTku
NpEIHU30HA WK aHAJIOTa C MOCIEAYIOIIMM IIOCTEIIEHHBIM YMEHBIIIEHHEM JI03bI).

BpeMeHHO OTMEHSIOT MpuUMeHeHHe npenapara Apgieitna® mpu 2 (ymepeHHoi) wiu 3 (TsKenoi) cTeneHu
TSHKECTH KOJIMTA U TIOJTHOCTHIO OTMEHSIOT MpH KonnTe 4 (KHU3HEYTpOoXKaroIIel) cTeneHu TsbkecTu (cM. «Crocod
NPUMEHEHUS U JO3bD»).

Hmmynoonocpedosannbulii cenamum

VY mamnmeHToB, MONyYaBIIUX MEMOpon3ymMad, cooOmanocs o ciydasx pasButus remaruta (cMm. «llobounoe
neiicteue»). HeoO0xoanmMo npoBoanTs HAOIOACHHUE 32 MALMEHTAMH B OTHOLLICHUN TUHAMUKHU (PYHKIIMOHATIBHBIX
NoKa3aTened mevyeHu (B Hadaje JICYCHUs, IepUOANYECKH Ha MPOTSHKCHUU TEPalMM, a TAKKE HAa OCHOBAaHUHU
KJIMHAYECKOM OLIEHKH) U CUMIITOMOB I'elIaTUTa U UCKIIOUUTh IPyTrue NPUIUHbL. Tepanuio KOpTHKOCTEPOUIaMu
HA3HAYAOT TpU TemaTtuTe 2 CTemeHW TshkecTH (HadanbHas mo3a 0,5 - 1 Mr/Kr/cyTku mpemHW3oHa (WIH
aHaJIOTHYHAsI) C MOCIIEAYIONUM OCTETIEHHBIM YMEHBIICHHEM JI03bI) M TIPU TeNaTHTe 3 CTENEHHU TSHKECTH I
Bhimie (1 - 2 Mr/Kr/cyTke npeTHU30Ha (MU aHAJOTHYHAs) C IOCIIEAYIONINM MOCTETIEHHBIM YMEHBIIIEHHEM JI03bI).
BpeMeHHO WM TOJHOCTBIO OTMEHSIOT Tepanuio IpenapatoM ApQueiina® B cOOTBETCTBHM ¢ ypOBHEM
MIOBBINICHHUS aKTUBHOCTH )epMeHTOB TieueHH (cM. «Criocod MpUMEHEHHS U T03B1»).

Hmmynoonocpedosannwlii Hedhpum

VY nauueHToB, MONy4yaBIIUX MeMOponn3ymad, cooOmanochk 0 ciaydasx pa3Butus Hedputa (cMm. «[lobounoe
neiictBue»). HeoO0xoammo mpoBoIuTh HaOIIOAEHHE 32 TAMEHTAMU B OTHOILICHUN M3MEHEHUs (PYHKIIUH ITOYeK
U UCKJIIOYUTH JAPYTUe NMPUYUHBEL Tepamuio KOPTUKOCTEPOMJaMU HA3HAYAIOT NMPU Pa3BUTHUH HEXETAaTeIbHBIX
SBJICHUH 2 W BBIIIE CTETICHH TSHKECTH (HadayibHas o3a 1 - 2 MI/KI/CyTKH MpegHu30Ha (WM aHaJOrW4Has) ¢
TI0CJIE Y OIIMM OCTENIEHHBIM YMEHBIIEHUEM J103b1). BpeMeHHO OTMEHSIOT Tepanuio npenapatoM Apdieiina® B
cirydae pa3BUTHS 2 (YMEPEHHON) CTETIEHH TSXKECTH HEPPUTA U MOJHOCTHIO OTMEHSIIOT MpH 3 (TsDKenoi) wim 4
(>xm3HEYTpOKAOIIEH) cTeneHn TspkecTH HedpuTa (M. «Crioco0 IpUMEHEHHS U TO3BD»).

HMMVHOO?ZOCDG@O@CIHHble 3H60Kpuﬁonamuu

VY nanueHToB, MOJy4aBIIMX NMeMOPOJIM3yMad, cooOMmMANoch O CIIydasX pa3BUTHS HEJNOCTATOYHOCTH (PyHKIHMU
Ha/IMOYEYHUKOB (IEPBUYHON U BTOPHUYHOHN). Y MAIMEHTOB, MOIYYaBIIHX eMOPOIM3yMal, Takke coO0IaIoch
0 ciydasx pasutus runodusura (cMm. «I[loGouHoe neiicTBue»). HeoOXxommmMo mpoBOAMTH HAONIOIECHUE 32
NAalMeHTAMH B OTHOIICHWHM [PU3HAKOB M CHMIITOMOB HEIOCTATOYHOCTH (YHKIUM HAJMOYECYHUKOB U
runodu3uTa (BKI0YAs TUIONMUTYUTAPU3M) U UCKIIIOUUTD IPYTrHe NPUYUHEL B ciryyae mposiBIeHUs] BTOPHYHOM

HAAIOYEYHNKOBOW HETOCTATOYHOCTH HAa3HAYAIOT TEPANTUI0 KOPTUKOCTEPOUIAMHE UITH IPYTYIO 3aMECTHUTEIHHYIO
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Apodneiina® B ciyuae 2 (yMepeHHOI) CTeNeHU TSKECTH MHIO(PU3NTA, TIOTHOCTHIO OTMEHSIOT TIpH 3 (TshKesoil)
i 4 (KU3HEyrpoKarolleld) CTEMEeH! TSHKECTH HEJIOCTATOYHOCTH (DYHKIMH HAaJNOYSYHUKOB MU THIIOQHU3UTA
(cM. «Crioco6 MpUMEHEHUS U JT03BD»).

VY nanmeHToB, MONMyYaBIIMX MeMOpoIn3yMad, cooOmanocs 0 ciaydasx pa3BUTHS caxapHOro auabera | Tuma,
BKIIIOYas Cily4ad pa3BHTHS OuUa0eTHYECKOro Keroanuao3a. HeoOXxogumo mpoBoauTh HaOmroneHWe 3a
NalMeHTaMH B OTHOILICHUHW TUTEPIIMKEMHU WIN APYTHX MPU3HAKOB M CUMITOMOB caxapHoro nuabera. [lpu
caxapHoM nuabete | TWNa Ha3HAYAIOT MHCYJIMH, 8 B CIy4asX TSHKEJION TMIIEPTIIMKEMHUH TEPAIUIo MpenapaToM
Apdreitna® BpeMeHHO OTMEHSIOT 10 AOCTUKEHHS KOHTPOJIS HaJl METabOJIU3MOM.

VY nmanueHToB, MOMy4YaBIINX MeMOpoan3yMad, cooOLIaIoch 0 HApyIIEHUAX CO CTOPOHBI IIUTOBUIHON JKEJIE3bl,
BKJIIOYasi TUIEPTHUPEO3, TUIOTHUPEO3 W THPEOMIUT; OHM MOTYT pa3BUTbCA B J1000H MOMEHT BpPEMEHH Ha
npoTsoKeHuu JiedeHus. Mcexons u3 atoro, tpedyercst HaOM0AeHNE 32 MAlMeHTaMU B OTHOLICHUU W3MEHEHUS
(GYHKUIMHM LIIUTOBUIHON jKejle3bl (B Hayaje JEYCHHMs, MEPUOANYECKH Ha NMPOTSDKEHUM Tepamlud, a TakXkKe Ha
OCHOBAaHUHM KIMHHYECKOH OLIEHKH) W KIMHUYECKUX MPHU3HAKOB M CHMITOMOB HapyIIeHHH (yHKUUU
IIUTOBUIHOM >kese3bl. JIedeHne runoTupen3a MOXKET OCYIECTBIATHCS IOCPEACTBOM 3aMECTUTEIILHON Tepanuu
0e3 mpepblBaHMsS JieUyeHHUST M 0e3 MNPUMEHEHHS KOpTHKOcTepouzoB. IIpu rumeptupeo3e BO3MOXKHO
CHMIITOMATUYECKOE JIeYeHHe. BpeMEHHO WM MONHOCTBI0 OTMEHSIOT Tepanuio npenapatom Apdueiina® npu
TsDKeTOoH (3) MM )KU3HEYTposKarolieH (4) CTeNneH! TsHKeCTH TunepTrpeo3a (cM. «Croco0 MpUMEHEHUS U JI03bD»).
YV nmanuueHToB ¢ Tsxenoi (3) nin )Ku3Heyrposkaroiei (4) CTeneHbo TSHKECTH SHAOKPHUHONIATHH TTPH YITyUIIEHUH
JO 2 WIA HWXKE CTEeNEeHU TSDKECTH W KOHTPOJE IOCPEJCTBOM 3aMECTHUTENFHOH TOPMOHOTEPAITUH MOKET
paccMaTpuBaThCs NPOAOJKEHHE IPUMEHeHH s TIpenapaTta Apgueiina®.

Kooicnole peaxkuuu MSIICENOl cCmeneHu

VY nmanueHToB, MOJIy4YaBIIMX NEMOpPOIU3yMad, cOOOMIAIIOCh O Ciydasx pasBUTHS MMMYHOOIOCPEIOBAaHHBIX
KOXKHBIX peakiuid Tspkeson crerneHd. HeoOXxomumo mpoBoAWTh HAOMIOACHUE 3a MAalMEHTAaMH B OTHOLIEHUHU
NPEANOoIaraéMblX KOXHBIX PEaKUUH TSDKEJIOM CTENeHHM WM UCKIIOYUTH Ipyrue npuuuHbsl. Mcexons u3 cremneHu
TAKECTH HEKENATeIbHON PeaKiMi BPEMEHHO WM TIOJTHOCTBIO OTMEHSIOT Teparuio npenapatom Apgieina® u
HA3HAYaroOT TEPaIrio KopTUKocTeponiamu (cM. «Criocod mpuMeHEeHHS U I03bD»).

Y manmeHTroB, MoydaBIINX nemMOponn3ymal, coobmanock o ciayvasx passutus CCI u TOH, B Tom uucne c
JeTanpHBIM ucxoaoM. llpu mosBinenmm mpusHakoB win cumnTtomoB pa3Butus CCJ| mmm TOH Bpemenno
OTMEHSIIOT Tepanuo npenapatom Apdueiina® u HanpapIsAIOT NalMeHTa 3a CTIEUATN3UPOBAHHOM TOMOIIBIO ISt
oOcnenoBanus u jedenus. Ecin CCJ nnn TOH moarBepkieHbl, MOJIHOCTHIO OTMEHSIOT TEPAIHIO MPErapaToM
Apdureitna® (cm. «Croco6 mpuMeHeHHs 1 10351»).

ﬂpveue LLM.MVHOOI’[OCD@OOG(,ZHHble HeaceaanmesibHovle peakyuu

Crnenyomue NOMOTHUTENbHBIE KIMHUYECKH 3HAUYMMBIE UMMYHOOIOCPEJIOBAHHBIE HEXKEIATeNbHBIE pEaKlUu
OTMCYAJIMCh B KIIMHUYCCKUX HCCICAOBAHUAX WM MOCTPETHUCTPANMOHHOM IIEpUOAC NMPHUMCHCHHUA IIperiapara:
YBEUT, apTPUT, MHO3UT, MHOKApAUT, MaHKpeaTuT, cuHjapoM [ wuileHa-bappe, MuUacTEeHHMUECKUU CHUHIPOM,
TeMOJINTHYECKAsE aHEMUSI, CAPKOUI03, SHIIE(PATUT, MUCIIUT, BACKYJIUT, CKIIEPO3UPYIOIIUIA XOJIAHTUT, TACTPUT H

THITOTIApaTupPeo3.
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BPEMEHHO OTMEHHUTh IIPH HEXKENATENbHBIX PEAKLUUsIX 2 CTENEHH W 3 CTENeHH M HA3HA4YUTh NPUMEHEHUE
KOPTUKOCTEPOUJIOB.

[pumenenue mpenapara Apgieina® MosxkHO BO306GHOBHTL B TedeHHe 12 Hefenb Mmocie BBEJEHHs TOocieaHelH
JI03BI TIperapara, eCiy CTENIEHb HeXENaTeIbHOM peakiuu < 1 1 703a KOPTUKOCTEPOU0B YMEHbIIeHa 10 < 10 Mr
B JICHb IIPETHU30HA UM SKBUBAJICHTA.

[pumenenue mpenapata Ap¢ueiina® cieayer IONHOCTBIO OTMEHHTh B CIydae JIF0OOH MOBTOPHOM
WMMYHOOITOCPEZIOBAaHHOW  HEXeNaTeNbHOW  peakiuu 3 CTeNeHH, a Takke B ciydae Jro0oit
MMMYHOOITOCPEZ0BaHHOW HEXXeNaTeIbHONW peakyu 4 CTeNeHH.

IIpu 3 unmu 4 creneHy TSHKECTH MHOKapANTa, SHIeGaInTa Wik cHHIpoMa | niieHa-bappe mpuMeHeHue mpemnapara
Apodneiina® cnenyer HOTHOCTBIO OTMEHHUT.

Cesazannbie ¢ mpaHCcHAGHMAYUEN HedceNamenbHble Peakyuy

Coobmanock 06 OTTOPKEHUHU TPAHCTIAHTUPOBAHHBIX OPTaHOB B OCTPETUCTPALIMOHHOM TIEPHO/IE Y MAIIHEeHTOB,
TIOJTyYaBIINX JieueHne eMoponusymad. Jleuenue npenapatom Apdieiina® MojkeT yBeIMUUTh PUCK OTTOPIKEHHS
TPaHCIIJIAHTUPOBAHHBIX OPTaHOB Y PEIIUITHEHTOB.

Heo6X0auMoO paccMOTpeTh MpPEeUMYIIeCTBa OT JledeHus mpenapaToM Apdieiina® mo cpaBHeHMIO ¢ pHCKOM
BO3MOKHOT'O OTTOPKEHUS OPTaHOB Y 3TUX MAIlMEHTOB.

Coo0manochk 06 ocTpoii peaknuu «rpaHcIuianTat npotuB xo3suHay (PTIIX), Bkmtouas metanprsnii PTIIX, mocie
JeyeHus NeMOpoau3yMaboM y MAalMEHTOB C AJUIOIEHHOM TPaHCIUIAHTALMEH TI'eMOIIOSTHYECKHX CTBOJIOBBIX
kietok (TI'CK) B anamHese. ¥ nmanmeHToB, y KoTopbix BozHHKana PTIIX nocnie mpouenyps! TpaHCIIaHTALMY,
MokeT ObITh ToBbINIeH puck PTIIX mocne neuenus npenapatom Apduneiina® Heo6xoammo paccMOTpETSH
IpeuMyIIECTBa OT JeueHus npernapatom Apdieiina® no cpaBHeHMIO ¢ puckoM Bo3MoxkHoro PTIIX y nanueHToB
¢ aitorenHod TI'CK B anHamHe3e.

IloBbieHHe AKTUBHOCTH (epMEHTOB MeYeHH MNPUH Tepanuu neMOpoJu3yMadoM B KOMOMHAIUM C
akcutuHudOom npu IIKP

IIpu tepamuu nemOponn3ymMadoM B KOMOMHALMM C aKCUTUHMOOM y NAIMEHTOB C pacnpoctpaHeHHbM [1IKP
HaOmromanack 0oJjiee BEICOKAs, YeM OKHjaemasi, yacToTa nosbimeHuss aktuBHOCTH AJIT u ACT 3 u 4 creneHu
TsokecTH (cM. «Ilobounoe neiictBue»). [lo Havana W NEpUOAMYECKH B T€UEHHUE JICUCHUs CIelLyeT MPOBOAMUTH
MOHHUTOPHHT aKTUBHOCTH (epMeHTOB nevyeHu. Cieayer paccMOTpeTh OoJiee 4acToe NpOBEJeHNE MOHUTOPUHTA
AKTUBHOCTH (PEPMEHTOB II€YEHU IO CPAaBHEHHMIO C NMPUMEHEHHEM JIEKapPCTBEHHBIX IPENapaToB B KayecTBE
MOHOTEpAINH.

CrnexyeT coOmoaTh peKOMEHIAIMN TI0 JICUYEHUIO MAIMEeHTOB JJIsi 00OWMX JIEKApCTBEHHBIX IMpernapaToB (CM.
«Cnoco0 mpuMeHeHUs U J03bD» U MHCTPYKIHIO M0 MEAWIIMHCKOMY MPUMEHEHHUIO JIEKAPCTBEHHOTO IpernapaTa
AKCUTHUHHO).

IloBbIllIeHHAs CMEPTHOCTH NPH MHOKECTBEHHO MuejoMe, Koraa mneMOpoaumzymad no0aBJisieTcsi K
aHAJIOTY TAJTHIOMHIA U JeKCAMETA30HY

B 1ByX paHIOMHM3MPOBAHHBIX KIMHHYECKHUX HCCIECIOBAaHMAX y MAlMEHTOB C MHOXXECTBEHHOM MHEIOMOH
nobapiieHne nemMOponu3ymMaba K aHalory TaJMIOMUAAa M JIEKCAaMETa30Hy IPUBOJAWIO K YBEIMUYECHHUIO
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JledyeHue MaueHToB ¢ MHOKECTBEHHOW MUEIIOMOM aHTHTEeNIoM, O10KupytoiiuM PD-1 uiu PD-LI, B komOuHarmm
C aHaJIOTOM TAIMJOMHIA W JICKCAMETAa30HOM HE PEKOMEHAYETCS BHE KOHTPOJMPYEMBIX KIMHUYECKUX
HCCIIEI0BaHUM.

NHpy3noHHbIe peakuun

Tsoxenbie HH(GY3UMOHHBIE PEaKIMU, BKIFOYAsT PEAKIIUI0 THIIEPYYBCTBUTEIBHOCTH U aHA(UIIaKCHIO, COOOIIATNCH
y 6 (0,2 %) u3 2799 manueHTOB, MOJIYYaBIIUX JICYCHUE MEMOPOIN3yMaboM B KIMHUYECKUX HMCCIICIOBAHHSIX
KEYNOTE-001, KEYNOTE-002, KEYNOTE-006 u KEYNOTE-010. Ilpu Tsbkenol cTeneHW TsHKECTH
WH(Y3UOHHOW peakiuu HEOOXOJUMO TpepBaTh WH(Y3UI W TOJHOCTHIO MPEKPATUTh TEPAIHUI0 IpernapaToM
Apodneiina® (cm. «Croco6 mpuMeHeHUs 1 J03bI»). Y MaIllUEHTOB C JErKOi WM yMEPEHHO! CTENeHbI0 THKECTH
WH(QY3UOHHBIX PEaKIMi MOXKET pPacCMaTPUBATHCA BO3MOXKHOCTh IPOJOJDKEHHUS TEpaluu  IpernapaTomM
Aponeiina® mnox TmarenbHBIM HAOMIOAEHMEM Bpaya; HpeMeMKAlUeld MOCPEeICTBOM HpUMEHEHHs
JKAPOTIOHIKAIOIINX ¥ aHTHTHCTAMHHHBIX MPENapaTos.

Mepbl IPeAOCTOPOKHOCTH IPH KOHKPETHBIX 3200J1eBaHUsIX

[IpuMmeHnenne nemMOpoian3ymMada v DAIHMEHTOB € VPOTENHAIBHBIM PAaKOM, KOTOPBEIE paHEE MOJIyYaln

XUMHOTEPANNIO, BKJIIOYAIOIIYIO IIPENAapaThl INIATHHEI

Bpau no Havana jgeueHHs JOJDKEH yUYUTHIBATh OTCPOUYECHHOE HA4ajo ACHCTBHS eMOpon3yMada y ManieHToB ¢
TUTOXMM TIPOTHO30M M / WM arpeccHBHBIM 3aboieBanueM. llpu yporenmanbHOM pake Habmomamoch Oolee
BBICOKOE YHCIIO CMEpTeH B TeUeHHe 2 MeCSLEeB INpHU NPHUMEHEHHH INeMOpoinu3ymada MO CpPaBHEHHIO C
xXuMHOTepanueii. dakropamu, CBI3aHHBIME C PaHHEH CMEPThIO, ObLIN OBICTPO MpOrpeccupyoliee 3ad0jieBaHue
Ha (OHEe NPEIISCTRYIONIEH Teparuy MpernapaTaMy INIATHHBI U HAJTMYHUE METACTa30B B IICUYCHH.

[IpuMeHeHne nemMOpom3yMada B KAUECTBE TEPAIINU IIEPBOI JIMHUH Y marmenTos ¢ HMPJI

B menom Habnronamack Oosee BBICOKAs 4acTOTa HEKENATENbHBIX PEakIMi MPH KOMOMHUPOBAHHOW Teparuu
neMOposin3yMmaboM 10 CPaBHEHHIO C MOHOTEpanued MmeMOposin3ymMaOoM WIIM TOJBKO XHMHOTEpAnued, 4To
OTpakaeT BKJIAJ KaXJOTO M3 ITUX KOMIIOHEHTOB. HeT naHHBIX mpsMOro cpaBHEHHs INeMOponnzymaba B
KOMOHMHAIIMU ¢ XUMHOTEPAIUeH ¢ MOHOTEepaIuei meMOopoan3ymadom.

Bpau nmomkeH y4uTHIBATH COOTHOIICHHE IT0JIb3a/PHUCK CYIIECTBYIOIIMX BapHaHTOB Tepanuu (MOHOTEparus
nemMOposn3ymMaboM WM neMOponu3ymMad B KOMOMHALMM C XUMHOTEpanuei) N0 Hayajga JeYeHUs y paHee
HeneueHHbIX nanuenToB ¢ HMPJI ¢ skcnpeccueit PD-L1 onmyxoneBsiMu kneTkamu.

B nccrnenoannn KEYNOTE-042 na6mromgamocsk 60ee BRICOKOE YHCIO CMEPTEH B TeueHne 4 MeCsIeB MOocie
Hayala JIeYCHHS C TMOCIEeAYIOUIMM IPEUMYLIECTBOM B OTHOIICHHH JOJTOCPOYHOM BBDKHBAEMOCTH IPU
MOHOTEpAIUH [eMOPOIN3yMadoM 110 CPABHEHHUIO C XUMHOTEpaueH.

Jannblie 110 3¢(GeKTUBHOCTH U 0€30MaCHOCTH Y MAI[MEHTOB B BO3pacTe > 75 JeT OrpaHUYeHbl. Y MalMeHTOB B
BO3pacTe > 75 NeT KOMOMHUPOBAHHYIO TEPAINHUIO MeMOPOIM3yMadoM CIEAyeT MPUMEHSTh C OCTOPOKHOCTBIO

IIOCJIC T].L[aTeJ'H:HOﬁ OLICHKHU HOTCHHH&J’IBHOﬁ nonmm/pncm B UHAUBUAYAJIbHOM HOPSAKE.

IIpumeneHne meMOpoan3ymMabda B Ka4ecTBe Tepanuy nepBoi TuHUH v narmenToB ¢ [TPTTII
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nemMOpon3ymMadoM MO CpPaBHEHHIO C MOHOTEpamueld meMOponn3ymMadoM WM TOJIBKO XUMHOTepamuei, 4To
OTpayKaeT BKJIAJ] KaXJI0r0 U3 3TUX KOMIIOHEHTOB.

Bpau nomxeH y4nThIBaTh COOTHOILEHHE IIOJIB33/PHUCK CYIIECTBYIOIIMX BapHaHTOB Tepanuu (MOHOTEpamus
nemMOponn3ymMadoM wiH eMOponn3ymMad B KOMOMHAIIMK C XUMUOTEpaniel) 10 Hayaa JISYeHUs Y MAIeHTOB C
ITPT'III ¢ skcmpeccueit PD-L1 onmyxoneBbsIMU KI€TKaMU.

IIpumenenne neMOpoM3ymada B KAUECTBE aABIOBAHTHOMN TEPAIIMH YV MAIIMEHTOB C MEJIAHOMOM

HabGmromanace TeHAEHIMS K YBEIWYCHHWIO YacCTOTHI TSDKENBIX M CEPHhE3HBIX HEKENATeNbHBIX PEaKIHid Yy
MAIUeHTOB B Bo3pacTte > 75 ner. JlaHHple 1O 0€30MacHOCTH MPHMEHEHUs NeMOposu3yMada B KadyecTBE
a’bIOBAHTHOM TEpAIUU y MALIUEHTOB C MEIAHOMOM B BO3pacTe > 75 JET OrpaHUYECHBI.

[TpumeHeHne nemMoponu3ymMada B KOMOWHAIINH C AKCHTHHAOOM B Ka4eCTBE TEPANH IIEPBOH JIMHUH Y TAIIHEHTOB

¢ [IKP

Y manuenToB ¢ pacnpoctpaneHHbiM [IKP npu npumenenun nemMOponu3yMmada B KOMOUWHAIIMKM C aKCUTUHUOOM
HaOJrogaack 0ojiee BBICOKas, YeM oxkumaemasi, yactora nossiieHns aktuBHocTd AJIT u ACT 3 u 4 creneHu
TsbkecTd. Jlo Havana JICYCHUS U TEPHOJAMYCCKU B TCUCHHUE JICUCHHS CJICAYET MPOBOJIUTH MOHUTOPHHL
aKTUBHOCTH (hepMeHTOB neueHu. ClenyeT pacCMOTPETh 00JIee YacToe IMPOBEACHUE MOHUTOPHHTA aKTUBHOCTH
(hepMEHTOB MIEUCHH 110 CPABHEHHIO C IPUMEHEHHEM MPENapaToB B kadecTBe MoHOTepanuu. Clieayer coOIr1aTh
PEKOMEHJIAIMHY 110 MEIUIIMHCKOMY TPUMEHEHUIO JIJIsi 000UX JISKAPCTBEHHBIX MPEHapaToB.

[IpuMeHeHne neMOpon3ymMada B KAUECTBE TepAIny nepBoi Jinauu v namuentos ¢ KPP ¢ MSI-H/dMMR

B wuccnemoanmun KEYNOTE-177 naOmromanock Oollee BBICOKOE OTHOIIEHHE PHUCKOB COOBITHH 0O0mIei
BBDKMBAEMOCTH NPH NPUMEHEHHH NeMOposin3ymMada MO CpPaBHEHHIO C XMMHUOTEpanuel B TEUEHHE MEPBBIX
4 MecslieB JieYeHHS C TOCJIEAYIOUIMM TPEUMYIIECTBOM MeMOponn3ymMada B OTHOIICHHH JIOITOCPOYHON
BBDKUBAEMOCTH.

IIpumenenue y nereii (< 18 Jer)

B uccnenoannu KEYNOTE-051 161 nammeHT aeTckoro Bo3pacrta (62 peOeHka B BO3pacTe OT 6 MECSAIEB J0
12 et u 99 noapoctkoB B Bo3pacte oT 12 go 17 mer) ¢ pacnpocTpaHEHHOH MeIaHOMOM, TUMGOMONH WU
pacrnpocTpaHeHHBIMH, PELUANBUPYIOIINMHI UM pePpaKkTepPHBIMU COJIMAHBIMU OIYXOJSIMH C MOJIOKHUTEIBHON
akcnpeccredt PD-L1 monyunmnm Ttepanuio memOponm3ymabom. IlammeHtsl monyuwnu 4 10361 (MeauaHa)
nemOponn3zymada (auamazon ot 1 10 35 103), 138 naruentos (86 %) monyuniu 2 u 6oJiee 103 neMOpoIn3ymada.
KonuenTtpanuu nemOponusymaba y MalMEeHTOB JETCKOIO BO3pacTa OBUIM COMOCTABUMBIMH C TaKOBBIMH Y
B3pOCIIBIX TAIIMEHTOB B TAKOM K€ PEXKUME JTO3UPOBAHHS (2 MI/KT KaXIble 3 HEeJleNn).

[Ipodwis 6e30macHOCTH y MAIMEHTOB JIETCKOTO BO3pacTa ObII CXOAHBIM C TAKOBBIM Y B3POCIBIX IMAIEHTOB,
MOJYYMBLIMX MTEMOpOIH3yMad.

Haunbonee yacTeiMu HexenaTeIbHBIMH PEaKUUSMH (COOOIIEHHBIMH ¢ 4acToToi He MeHee 20 % y MmanueHToB
JIETCKOTO BO3pacTa) OBLIM IMOBBIIICHUE TEMIIEpaTyphl Tela, PBOTa, TOJOBHAsA 00Nk, 0OJb B KMBOTE, AaHEMHS,

Kalllejib U1 3a1op.
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COOTBETCTBYIOILEH B3pOCION MOMYJISILHUU.

BJIUSHUE HA CIOCOBHOCTSH YIIPABJISITh TPAHCIIOPTHBIMU CPEJICTBAMHU U
PABOTATb C MEXAHU3MAMM

IIpenapar Apduneiina® mMoxker oka3bIBaTh HE3HAUMTENLHOE BIMSHUE HA CHOCOOHOCTH YIIPABIIATH aBTOMOOUIEM
u pabortath ¢ Mexanu3Mamu. Coo0IIaaoch 00 YCTaNIOCTH MOCIe BBeACHUs nemMOponu3ymada (cM. «[lobounoe

JecTBUEY).

®OPMA BbIITYCKA

KonueHTpat 11t IpUroToBICHHUS pacTBOpa AJst HHQY3HiA, 25 Mr/MiL.

Ilo 4,0 mn mpemaparta Bo (hakoHBI W3 OECIIBETHOTO OOPOCHIMKATHOTO cTekna (Tuml 1), yKymopeHHBIX
3JIACTOMEPHBIMH NMPOOKaMU U 3aKPBITHIX KOJINAYKOM KOMOMHMPOBAHHBIM aJIOMMHHEBBIM C IIACTMACCOBON
OTILETKUBAKOLIEICS KPBILIKOH.

ITo 1 ¢pnakoHy BMecTe ¢ MHCTPYKLHMEH 10 MEIUIIMHCKOMY IPUMEHEHHUIO IOMELIAI0T B KAPTOHHYIO HAuKy.

YCJOBUA XPAHEHUSA
[Tpu Temnepatype ot 2 10 8 °C B OpUTHHAIBHON yIIaKOBKE (TIauke KapTOHHOM).

XpaHI/ITL B HCAOCTYITHOM IS ,HeTeﬁ MECTC.

CPOKT'OJHOCTH
2 roxga.

He ncnionp30BaTh M0 UCTCYCHUH CpoOKa rogHoCTH, YKa3aHHOI'O Ha YIIaKOBKE.

YCJIOBUA OTITYCKA

OTITyCKaIOT T10 PEIeTTy.

BJAJEJIEIL PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS/
OPI'AHM3AIIMS, TPUHUMAIOIIAS TPETEH3UU OT IOTPEBUTEJIEN
AQO «P-®apmy», Poccuiickas Oeaepanus

123154, r. Mocksa, ya. bepzapuna, 1. 19, kopm. 1

Ten. +7 (495) 956-79-37, dakc +7(495) 956-79-38

E-mail: info@rpharm.ru

HPOU3BOJAUTEJIb

AQO «P-®apmy», Poccuiickas Oeaepanus

SpocnaBckast 06011., T.0.1. Apocnasis, r. AApocnaemns, yi. 'pomoBa, 1. 15

Temn./dakc: +7 (4852) 40-30-20
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Ilpu ynaxoske na OO0 «Cnymruk TexHONROAUC» 0ONOTHUMETHOYKASEIEAIONT:

YHAKOBAHO/BBIHYCKAIOIHHFI KOHTPOJIb KAUECTBA
00O «Cnytauk Texnomnonucy, Poccuiickas @eneparnus
r. MockBa, BH.T€p.T'. MyHUIIUNIATBHBIA OKpYT [leuaTHuKwH,

npocnekT Bonrorpaackuii, 1. 42, k. 5, nomem. 1H
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