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COTTACOBAHO

R A LLLALL

MHWHUCTEPCTBO 3/IPABOOXPAHEHWA POCC AHCROT OEREPAHMK

MHCTPYKILA
110 MEJUMLHTICKOMY NPHMEHEHMIO JIEKAPCTBEHHOIO HPLEIAPATA
Apdaciiga®

Doty paiiaonnstii sovep:
Toprosoe mmntenosanne: Apdueiina®
Meuay apo;uioe Her e HToBaIoe HanMenoBane: nemopomsyaad
Jlekapersennast GopMaZ KOHLEHTPAT Ui TPHIOTOBICHN pacTBopa Ui 1ndysuit
Cocrag:
1 nakoH copepxut
aeltcreyroniee reuecTeo: nemGponuszymabd — 100,0 mr;
BenoMorarenbibie BewecTsa: Lamerimm — 1,2 ar, L-rieriunna rdpoxiopiia MoHOrupar — 6,8 Mr,
nomcopbar-80— 08 mr, caxapoza -280 mr, Boja ana nubexunii - 10 4 mn.
Onmncanne
[Tpospausbli WK onanecypyonnii oT BecuBeTHOro /10 CBETI0-KeTOr0 1BETA PACTBOP.
@apMaK0TEePANCBTHYECKAS TPYIIA

HPOTHBOOH)’XOHCBOC CPENCTBO ~AHTHTENIA MOHOKJIOHAJILHBIE.

Kox ATX: LOIXCI8

DAPMAKOJIOTHYECKHE CBOMCTBA

TlemGponusymab — 370 TyMaHW3HPOBAHHOE MOHOKJIOHANILHOE AHTHTENO, CENeKTHBHO OloKmpylolnee
B3aumoieticTane mMek Iy penentopoM PD-1 1 ero nurangamn PD-L1 u PD-12

Ilembponusymab ssnaerca ummyHoraodymHom n3otuna IgG4 kanmna ¢ Mosieky/ispHoil Maccoii okono 149 k/la.
Mexanuzm deticmsis

PD-1 - 3710 penentop, sRasioumiics MMMYHHOHR KOHTPO/ILHOI TOYKOI, KOTOPHIi OrpanIunBaeT akTHBHOCTS T-
mumpountos B nepndiepurieckux Tkanax., Onyxonesbie KICTKH MOIYT HCNOAL30BaTh CHrHATLHLI nyTs PD-1
JUIA HHT HﬁH])OHqulﬂ akruBroro T=xuierounoro HMMYHOJIOIHHCCKOT0 HaJa30pa.

MemGposmsymad npeacrasnusier coloii spicokoadduiroe anrnreno kK PD-1 peuentopy, npu uuruGuposaniu
KOTOpPOTO OCyILecTB/seTCA ABOHHas 6aoKkana curhansHoro nyti PD-1, Bkmoyaiowero nuranasl PD-L1 u PD-
L2 Ha omyxoneBblX WIM aHTHIEHNPE3EHTHPYIOIMX KICTKaX. B pesyibrate MHrUGHPOBaHHS CBS3bIBAHMA
peucntopa PD-1 ¢ ero anranamn nembponnsymal peakTiBupyer onyxois-crietduunble LHTOTOKCHYECKIES
T=M@oUNTsl B MUKPOOKPYKCHHH OMYXONH M, TAKHM 00paszoM, peakTHBMPYET MNPOTHBOOMYXOJICBbI
HMMYHHTET.,

Aurnasruorennbii addexr nensarnnuba (MyibTHKnHA3HLI HHIOHTOP) B KOMOMHALMH ¢ peakTHsauucii

nporusoonyxonesoro sgpexta nembpomizymaba (antn-PD-1) npueoanT K Gonbluedi akTHBanuy TaieTox

1




MHKPOOKPY/KCHHH OMNYyXO/M, YTO MOMOTaeT NPeoioNieTh MEPBUYHYIO M NPHOBPETEHHYI YCTOMYMBOCTL K
UMMYHOTEPANHH H MOMKET YNy4lUHTh OTBET CUYXOJH IO CPABHEHMIO € TepamucH TONAbKO OMHHM H3
NeliCTBYIOIMMX BEIIECTB,

3 JIOKIHHHCCRAN MOACTAX Hat MbILax uiiGiropnt D=1 8 noMGumanii ¢ MYJib UHRBHSHBIMA HHTHGH LOpasi
NPOJCMOHCTPHPORATH [IORLIHSHUYIO [TPOTHROOTYXOIEBYH) aKTHBHOCTS 110 CPABHEHMIO ¢ Teparmeii TonLko
O IHUM W3 ACHCTBYIOIMN BEILECTE.

Dapyaro MK

YTy
LR

HHL JHEULINX MOACTUPOBUNIT  3uBUCHMOC T 2/ INCioatinl,  HPOBCACHIONO 44 QCHIRL
sdibeknmnoctyy no GesonacnoecTy pexdpomynada, OTCYTETHYIOT KMRIMNMCCHH SHRUIMBIE  pasnsing 8
sthrpexriBrocT 31 HezonacnocTi Mexgly peskinamiy gorporanis 200 mr nmn 2 sr/kr kK ie 3 neaei nan
400 MI Kax/bie 6 Hejpent.

B nepudieputcckoli KpoBH NAUNCHTOB, KOTOpbLIC noay4ani nemBponnsymad B pexuse 2 Mir/Kr kukisie 3 Heienn
wan 10 Mr/KP Kaskawie 2 uni 3 Beeni, He3aBHcHMO OT NPUMEHSEMOro PekIMa JIo3posannd Haban1amnocs
VECIMYENHE NPeuenTHoro coiepacanng akupupopannsix (t.e. HLADRY) CDI+ u CIB+T=merox 6e3
NOBLIICHIS 001ero Hena wpkyaupytomux T=nmidom ros.

DapMaAKOKRIHETHKA

MapmakoKnHeTHKY neMOposymaba H3yuani B HCCASA0BaHMAX ¢ YyacTHeM 2993 malieHTOB ¢ pasiHiuHbIMK
BHJIAMH 210Ka4eCTBCHHBIX 0I1yX07ell, HONYYaBIKuX npenapar B 103npoexax o1 1 10 10 Mr/kr kaxasie 2 neien,
ot 2 10 10 Mr/kr kaxasle 3 Heaean uny 200 Mr kaxcable 3 Heagi.

He Obno ofnapykeHO KIHHMHECKH 3HA4MMbIX pasnuuuii B dapmakoknneTnke nembponnsymaba cpean
M3ydeHHBIX NOKa3aHHi.

Abcopbuua (Beacvieaiue)

IMpenapar Apdneiina® BBOAMTCS BHYTPHBEHHO, 103TOMY neMOponu3yMal HEMELICHHO H TOTHOCTHIO
CTAHOBHUTCA GNOJOCTYNHBIM.

Pacnpeoenenue

B COOTBETCTBMH C OIPaHNYCHHBLIM BHECOCYAHCTBIM pacnpenenenieM, obbeM pacnpenenenua nembpoansymaba
B PABHOBECHOM COCTOSHUH He3HauuTelbHbil (npumepro 6,0 n; xko3dpduument Bapuaunn CV: 20%). Kak u
Apyrue aututena, nemGponn3ymab He cBsizbBaeTCA ¢ GeskaMi IIA3MbI CrIELHQHYHBIM TyTeM,

Memaboausm

[TemBponnsymab nojgeepraeres karabomisMy HecneinduuHbINGg 1y TAMM, METabOIN3M HE BIIACT Ha ¢ro
KJIIpEHC.

Irckpeyun (Boiseoenue)

Kmnpenc nemGpoansymaba (CV%) npumepHo Ha 23% Hinke (cpeiiHee reomerpuyeckoe 195 ma/eyt. (4079)
10C/E JIOCTHIKEHHA MAKCHMAMTLHOTO H3MEHE IS B PABHOBECHOM COCTOAMHIMN 110 CPABHEHIIO ¢ NepBoil 10301 (252
MI/cyT. (37%)); 3TO CHUIKEHHE KIMPEHCA € TCHCHICM BPEMEHH 11e CYMTAETCs KIMHIYECKH 3HadiMbIM, Cpeatice
reomerpimeckoe 3Haueniie (CV%) Ana konetioro nepiona nonyssisectns (T 2) cocrasaget 22 na (32%).
[P MOBTOPHOM BBEJCHHN KaXIbIe 3 He/Ieii PABHOBCCHbIE KOHLEHTPaLi nemGpoansysaba joeruranics K 16

Heaene, Npiu 3TOM CHCTEMHOC HAKONNEHHE 65110 B 2.] pa3sa Bbilue.
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Makcumansias kounenTpauns (Gm), MUHEMANbHAS KOHILEHTPAUMs nepe;l BBeneHnem cneyrouneit 403b1 (Guin)
M IIOINAAL 1O KPHBOI «KOHUEHTpaums-Bpema» B paBHopecnoM coctosnun (AUCS) nemGpomuzymaba
BO3DACTAIM NPONOPIIOHATLHO /03¢ TIPH BBeACHHN OT 2 10 10 Mr/kr kaxapie 3 Heenn.

@UPIIROKIICIIURA P GCOOBIX SPYVITI U EiliH08

Bangnie padidaHelX KORapraT Aa  (hapMakokHHETHUKY meMbponniymaba oUcHURAIH B NOMYAFHOTIHOM
(apmakoxuHeTucckoM anannse. Crejyiouye GakTopb! 1e OKa3biBali KIHHMYECKH 3HAUHMOr0 BIHANMA Ha
krpene neM@posnsymaba: cozpaet (o1 15 40 94 net), 0, puca, notCHIag HeAOCTUTOMIOCTE JICi Kuil i
»‘i‘v»,,Uiu_.vi CTEMCHIT 1RO CTH, NCHCHONNA SIQCTATNHOCTE I gl T ?l‘..‘,Liici"l CTENCHHT THxRec it J1ean
OnYNOIM. Bransocsins MERAY secofi e o KAHPpeHcaM nolipepaiuacr NeNOAL30BAINE (‘)H‘\'CI‘.P(H%’E"!!(‘!")
PEKIAA JIOIPORARTIA HAN PEAIIMA J021POBANH B 3aBHCHMOCTH OT MECChl TENA 414 ofeceue g aeKRaTHoro
H CXOKCTIO KOHTPOJIA SKCHOZHLHNE. KUHL[CH'I']JEHUHI HCMGPO_IHB} Maba HPH PeAime JO3POBAHIA B 3aBNCHMOCTH
OT Macchl Tena 2 MI/KI Kakasle 3 HeJed v DAICHTOB AeTeKoro Bo3pacta (o1 2 10 17 JeT) cOnocTaBuMbl ¢
TAKOBLIMU Y B3DOC/LIX HPH TAKOM e PeKIMe JI03HPOBANIA.

Hovewiast nedocmamounocme

Bauspe  noneunoil  HegocTaToMHOCTH Ha Kaumpenc nemOponusymada OHeHHBANN [IPH TIONYISILTOHIOM
dapMakoKITHCTHHECKOM  aHanu3e Yy NAICHTOB € TOYeuHO HEeJ0CTaTOYHOCTLIO nerkoi  (60<ckopocth
xay6oukoroil hunsrpaiimn (CK®)<90 mu/mun/1,73 mM?) unn cpeaneii (30<CKM<60 mn/mun/1,73 M2 ) crenedn
TAKECTH B CPABHEHHN € Nauuentamn ¢ sopmainioil Qyiknmeli nouek (CK®-90 mn/mun/1,73 m7). He
BLISBICHB! KAHHIYECKH 3HAUMMMBIE Paznnuns B kanpeHce nemGponizymada Mexly NauHeHTaMi ¢ NoYeyHol
HEJ0CTAaTOYHOCTRIO JIETKOI MK cpeiHeii CTeneHH TAKECTH W ¢ HopMaibHON (Gynkuueli novek. Y nanieHToB ¢
TaKeEnoil noyeunoii HepoctaTounoCThiO (15<CK®<30 Ma/mun/1,73 mM?) ucenenosanus nembponnszymaba ne
nposoauny (cM. «Criocod NpUMEHEHUs M 103bI1»).

[levenounan HedocmamovHocms

Bmisuue napymenus (yHKUMH neveHH Ha Kaupedc nmemOponuzymaba OleHMBANM TPH MOMYJSLMOHHOM
$apMaKOKHHETHYECKOM AHAIN3e Y MAIMEHTOB € NMeYeHOUHOI HeIOCTaTOYHOCTLIO JIETKOH H cpejiHeli cTeneHn
TsRECTH (KoHUeHTpaums obwero 6umpyouna (OB) ot 1,0 g0 1.5 pa3 Builue BepxHeil rpaHnust Hopmsi (BI'H)
WIH aKTMBHOCTH acnapraramunoTpascdepassl (ACT) geiue BI'H 1 OB ot 1,5 n0 3 pas Bsiwe BI'H 1 nieboe
3HayeHHe akTHBHOCTH ACT, COOTBETCTBEHHO) 1PN CPABHEHMH C NAUNEHTAMH ¢ HOpMaJbHOIT (yHKIIelT neyenn
(konuentpauus Ob 1 akrusnocts ACT<BI'H). He ofnapysxeno KnuHuyeckn 3Ha4nMbIX PA3IIHYRIT B K1Hpence
nemOponuayMada MeALY NALHEHTAMI ¢ HCHEHOHON HEL0CTArOUHOCTHIO JCTKOI Creneiin i ¢ HOPMLIBHOI
Gyukunei nedenn. Y nauneHTos ¢ nedenouHoil negocTatouocTh ymepenyoit (konuentpauna OB ot 1.5 g0
3 pas eie BI'H 1 moboe 3nauenne akturoctd ACT) mnn tskenoii (konuentpauus Ob >3 pas Benue BI'H i
moboe 3navenne aktnpHoctH ACT) cTeneHn HCCNeIOBAH|S 110 MPpHMEHEHMO nemGponiisymaba He npoBOANIN

(cM. «Criocod npuMCcHEH NS W 103517).

TTOKA3AHNA IS IPHMEHBEHI S

Meaanoma



INpenapar Apdneiina® nokasan B kauecTse MOHOTCPANNHN JUIA NIEYEHUS B3POCIBIX ALHEHTOR C HeonepabenbHoi
HIE METACTATHYECKOI MeIanoMOil.

Ipenapar  Apdneiina® B Buge MoHOTepamm TNOKa3aH B KayecTBe AMLIOBAHTHON TEpamwi  nocie
AHPY PLITICCROI JICHCHILA Y B3pOCibIX HaliictioB ¢ MeaaioMoil 1 e gi ¢ nupwetiiesM Tiagal ek
VATIOR.

HeMeRoKRIeTOMR BT PAR JCrKoro

lpenapar Apdaciia® moxasan 8 xomBnnawin © xnMuotepanncii, pKHOUAOMCH NPCNapaT mualHnL i
HEN2ITRERCET B KafCoind S H S HTTIERS epanin y Bophutirnl Hatlicthes o MATadiatHIceknm
HCTTIOCKOKICTOMHLIM TIRMEIROKICTO LM paxod 1erkoro (HMPJD) upi oreyrermmr syraunit 8 resax
e paantroro draxropa pocra (EGEFR) 1t sinazer apanaacrseckoii amsdiosmer (ALK).

Hpenapar Apdueiiaa® noxazan © koMOUMaull ¢ KapOONIATHION W NAKIIHTEKCEI0M I &IbDY Mt -
CTaGHANIMPOBANHLIM - HAHONCTICPCHEIM MAKNHTAKCEIOM B KauecTie |-0il AHBMI TCpanuu y B3pOCILiX
HNAMEHTOB € METACTATHUYSCKIM TMJOCKOKICTOUHBIM HEMCITKOKICTOMHELIM PARKOM JErKoro.

lpenapar  Apdueiina® nokasan B xadectse monotepanuu 1-0fi AuHuM Y BIPOCALIX NAlMEHTOR ¢
MecTHopacnpoctTpatenibia i Meracrariyeckiim HMPIE ¢ skenpecenedi PD-L1 TPS >1% onyxoiicsiimi
KICTKAMH, ONPEASAseMOT BATHIANPOBAHHBIM TECTOM, NPH oTCY TCTBIN MyTamit B renax EGFR mim ALK.
Ilpenapat Apdneiiza® nokazan B KayecTBe MOHOTEpan¥H ANS  JiedeHMA B3POCIABIX TIAUNCHTOB €
PACTIPOCTPAHEHHBLIM HEMRIKOKISTOUHBIM pakoM nerkoro ¢ 2xcnpeccieil PD-L1 TPS >1% onyxonerbimu
KIeTKaMM, ONpeensemMoil BanuAMpOBaHHBIM TECTOM, KOTOPLIE paHee Nojyyaid Teparmnio, BKJIOYAOMYIO
npenapaThl nuatiHel. [Ipn Hanmuun mytaunii 8 renax EGFR unn ALK naumeHTht J0OJDKHBI TIOAYHHTB
COOTBETCTRYIOUIYIO CTIeUM(HYECKYIO TEPanuio Npekje, 4eM MM OyAeT HazHAueHO JeveHHe MpenapaToM
Apdneiina®.

Pak ronoset u mien

Ipenapar Apdneiiga® nokasan B kayecTBe MOHOTepanun 1-0ff JHHHH Y B3POCHBIX TNAUHEHTOB C
METACTaTHYECKIM I HeoriepadesibHbIM PeLiiiBHPYIOILHM TIOCKOKIETOMHBIM PakoM 11081 i ey (ITPTIL)
¢ akenpeccyeit PD-L1 (komO6uHMpoBanHEll nokasaTens no3uTneHocTH (combined positive soare, CPS)) CPS
1.

Npenapar Apdneiiza® nokaszan B komGuHaumy ¢ XumHOTEpanweil, BKAIOYAIOWIEH Npenapar niaTHHsl 0 5-
dropypauin (5<DY), B kauecrse 1-0fl JmHMM TePanun Yy B3POCALIX HALHEHTOB C METACTATHHECKHM WIH
Heonepabe LHbIM PELH/ANBAPYIOILIM NJIOCKOKACTOUHLIM parom rononst u wwen (LIPILL) ¢ sxkenpecceneit PD-T.1
s> 1.

Ipenapar Apdueiiza® nokasas B kauecTBe MOHOTEpPANMH [Ais JICHEHHS B3POCHBIX NALUMEHTOB ¢
MEeTACTATHUECCKHM Mayu HeonepabenbHbiM peuiaueupytoumm TTPI ¢ akenpeccueii PD-L1 TPS >50% u
nporpecciiposanneM 3ad0aeBaHHA BO BPCMS MM N0C/IC XHMIIOTEPANIY, BKIIOUYAIOILEH NPenapaTsl NAaTHiL.
Knacenueckas aumdpoma Xomknna

IMpenapat Apdneiina® nokasan B KauecTse MOHOTEPANHA JUIS JICUCHHUA B3IPOCILIX H jeTeii B BO3pacTe oT 3 et

M cTapwe ¢ peuManBnpyioweii unn pedpakrepnoii knaccnyeckoi numgomoii Xopxknna (kJIX) nocne
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BBITIOJHEHHUA AYTONOTHYHON TPaHCMIAHTAUHH FeMOMO3THYECKHX CTBONOBLIX KneTok (ayToTI'CK) wm nocne
OIIHor{ u 6Gonece NpeaIueCTBYOIIHUX NMHNH Tepanui npn HAIMYHH HpOTlIBOﬂOKﬂZBHHﬁ K BBLITTOJHEHHIO
aytoTI'CK.

Yporeanaibuniii par

Mpenapat Apduaeiina® nmoxkasan jura netucig DIPOCALIX MAUHEHTOB € MECTHOPACHPOCTPAICINBIM  HIH
METACTATHYECKHM YPOTETHATBHBIM PAKOM, Y KOTOPBIX HEBO3MOKHO 1IPOBEICHHE XHMHOTEPANHU, BKIHOHAIOUIeH

WICHAGTHH, ¢ JKenpeceneii PD-LL (koMGunitposaniulil fokasatens nosnrisuocta (cotrbinad positive scorg,

CFS) 210) 10 4auHLIM BLUIRPOBUHIONO TeCld, d [aAC Y dililcifon, KOIOphid HCEULKIY HPore wHile
SHNIIOTC A ORI UPEiaparaMil [Iariiik, Gesasicino ot srcupeceni PD-TL
Mpenapar  Apdieiina® 8 xauecTBe  MOHOTCPANHD  HOKA3AN  JUIS JSMCHIS  B3POCILIX  NAWHCHTOR €

MCCTHOPACHPOCTPAHEHHLIM  HMII  MRTACTATHYCCKHM  YPOTCAHANBHLIN PAKOM, KOTOpbIE paHee NOJyHaiH
XUMHOTEPATIIio, BKIOYAONLY IO NPENapaThl 111aThHbl.

[Mpenapar Apdaeiiza® nokazan 08 Jeuenis B3pOCALIX NAMCHTOB C HEMLILICUHO-IHBA3HBHLIM PaKoM
sevieporo nyseipg (PMIT) enicokoro pricka npit oreyrersun oteera na tepannio BIUK, npin manisim
kapuuHoMbl inssitu(CIS) ¢ nmanuaapHoii onyxonbio H 6e3, KOTOPLIM He MOKET ObITh NPOBEAEHA UNCTIKTOMHS
I OTK@3aBIIMMCA OT €€ BLITNOIHEHHA.

Pax nuuresoja

Ipenapat Ap¢ueiina® nokasan B komOuHawm ¢ XumiuoTepanieil Ha OCHOBE NPENAPATOB TIATHHBI H
thropnupHMHANHEA B KadecTBe 1-Ofi NHHMM TEpanuM y B3pOC/LIX NALHEHTOB ¢ MECTHOPACHpOCTPaHCHHLIM
HeonepabenbHBIM WM MeTacTaTHYeCKMM pakoM nuieBoja, umn HER-2 HeratnBrOH aJeHOKapUHMHOMON
MULIEROJIHOJKEYA0HHOTO Nepexoaa (OnyXony ¢ LeHTpoM OoT 1 A0 5 ¢M Bbllle NHIIEBOJHO-KENTYI0MHOro
nepexoja) ¢ axcnpeceneii PD-L1 CPS =10.

3s0kavecTBeHHBIEC HOBOOOPA30BAHNS € BLICOKHM YPOBHEM MHKPOCATELTHTHOI HeeTababHoCTH
Ilpenapar Ap¢ueiina® B kayecTBe MOHOTCpAnuM J1OKa3aH JAs JEYCHHS B3POCHBIX MALUEHTOB C
HeonepabenbHBIME WM METACTATHYECKHMI 3JI0KA9eCTBEHHLIMH HOBOOOPA30BAHHUAMH C BBICOKHM YPOBHEM
MMKpocaTennuTHOl HectabunsHoct (MSI-H), Biuttouas Hapywenns cuctems! penapauun JHK (dAMMR), npn
nporpeccHpoBaHnd  3aboneBaHus  nocie  NpeAllecTBYROWell  TepanMu B caydyae  OTCYTCTBUA
YJIOBAETROPUTENLHALIX aJIbTEPHATHBHBIX BADHAHTOB JICUEHNUS,

Koaoperraasuniii pag

IMpenapar Apdaeiina® nokasan B kawecTse MomoTepaniu 1-0ff JHHMH Yy B3pOCABIX NAUNEHTOB C
HeonepalenbHbLIM MM MeTacTaTHYeckKMM KonopekTanbibiM pakoM (KPP) ¢ Bbicoxoii MHKpocaTennuTHOI
HecTabunpHocThO (MSI-H) nnn RapymennsMu cieremsl penapauin JHK (dMMR).

Pak weiikn maTkn

Ipenapar Apdreitaa® nokasan s koMGuHamwin ¢ Xumnotepanieii ¢ GepaunsymMabom HiH 6e3 Hero IS JedeHis
B3POC/ILIX [IALMEHTOB €O CTOMKHM, PEeUMANBHPYIOLIINM WM METACTATHYECKHM paxoM wIefikH MaTtku ¢

axenpecceii PD-L1 (CPS >1) no AauHLIM BaAAHPOBaNHOIO TecTa.



Mpenapar Apdneiina® B kavectBe MOHOTEpanuM MOKa3aH A JEYEHHA B3POCTLIX NAUMEGHTOB ¢
PEIHAMBHPYIOUHM W METACTATHYECKHM pakoM meiikn martiu ¢ sxkenpeceneit PD-LI (CPS >1) no aaxubiM
BATIIMPOBAHHONO TECTA NPH NPOrpecenpoBanii 3aboneranns 1a GoHe Wit nocne MNORe/ e s XUMHOTEPANTIN.
HoueuHoKIC 0Bl pak

Mpenapar Apdareiiza® nokasan B xomBunaipm ¢ akenrinuboym s kauecte 1-0f MmNy Tepaniy y BIPOCALIX
MALIfEHTOB ¢ PacnpoCTPaHeHHbIM NOYEHHO+KACTOYHEIM pakom (1 TKP).

Hpenapar Apdaeiiia® noxazan 8 koMOMHALIN ¢ JCNBATHHIGOM B KadecTse -0 I 1epaliid Y Bipoclsix
nalplel og ¢ pacnpecTpanchna KPR,

Hperapas Apdaciian® B kasccrre MOHOTEPATII HOEAIN A4 ) (HOBALTTON 1P Y B3POCILIX HMENTOB ¢
HIKP nipit ¢peiiie-BLIcoROM Bl BLICOKOM pHEKe peLlizyisa (ear, «Crocod mpineicnia i 103, pasact «OQidop
HAUMENTOBRY ) VOCHE HEPPIKTOMILT TUTH TTOCe HCPPIKTOMIE M PE3CKITIN METACTATHHCCKIX TOPAAKCHUIT.

Pak suposerpus

[penapar Apdueiita® nokazan B komGuuawiy ¢ nensarninloM 18 Ae4CHMA BIPOCILIN TAIMICHTOR ¢
PACIIPOCTPAHCHHBIM PAKOM JTOMETPHA B CAYHAE OTCYTCTBHA RLICOKOT Mukpocaremmnrinil necrabiinLuocTi
(VBI-H) nan napymeniii cyerempr penapaw JAHK (dMMR) ¢ nporpeccuposaniem safojiesasua nocle
ripe/puecTryomeli cucremMHoil repanin B mobom pexkime, KOTOPLIM He MOKa3ano XHPYPririeckoe neyetine 1
Jly4yeBas Tepanms.

TLI0CKORICTOMHBII PiIK KON

Ipenapat Apdimeiina® nokasan Ams JiedeHis B3pocibIX NALHEHTOB € PELMAMBHPYIOIMM HIH METACTATHYCCKIM
NIOCKOKIETOUHBIM pakom koxkn ([MKPK) unn mectnopacnpocrpanenusiv [TKPK, xotopuiii He moxeT Obith
H3JleyeH XHPYPruueckuM MeTo1I0M WIH JTy4eBoii Teparnneii.

Tpoiinoii HeraTHBHBI PaK MOJIOYHOI KeJie3bl

INpenapar Apdneiina® nokazan B komMGHHaUMM ¢ XuMMOTepanueli ANA NeYeHus BIPOCTbIX NAUUEHTOB C
HeonepabeNbHBIM MeCTHO-PEeIHIANBHPYIOLIHM 111 MeTacTatnyeckim THPMIK ¢ skenpeceueii PD-LI1 (CPS

>10) no naHHLIM BaJIHIMPOBAHHOTO TecTa.

NMPOTHBOITOKA3AHUSI

—  Taxenas runepuyBCTBUTENLHOCTD K NeMOponu3yMaly Wil K APYTHM KOMIIOHEHTAM npenapara.
= Tloyeunas HEAOCTATOMHOCTD THAKEI0I CTCTICHH.

—  lledenounas HejocTaTOUNOCTL CPE/HEH W THKEN0I CTeneHn.

—  Bo3spact 10 18 ner (npu aeqennn kJIX - menee 3 ner).

—  bepeMeHHOCTb.

—  Ilepuon rpyIHOro BCKapMINBaHHs.

C OCTOPOXKHOCTBLIO
V naumentos, nonyuwaswmx npenapar Apduieiina®, ormeuanucs nuMynoonocpe0Banbe HexenaTelbHLe

pearLig, BRIKOYAA TAKEILIC i CliyHan € JIeTaAbHbIM HCX010M (cM. «QOcobure yKﬂ’.’)ﬂllI{H»).



NPUMEHEHHE ITPYM BEPEMEHHOCTH U B HEPHOJ I'PYIHOI'O BCKAPMJIMBAIINA
Bepesennocts

Jlaitibic 0 LpiMeHeni iemGposnsyMada y OCpeMeHiibin Ackiliii UICy iy ol Cleliaibibie HCCACA0saHIiA
M0 MIYUEHHIO BIUSHIS neMOpomizymaba Ha penpoayKTHBHYIO (YHKINHO Y AHBOTHEIX HE NIPOBO/IHANCH, TCM He
Menee, B Moaensx Gepementoctit Mulineii b0 nokazano, wro Gnokasia curnaneioli cucresms PD-L Tnpasoint
K CHIBKCHIIO TOACPAHTHOCTH OPrabilBMa MATepy K IUI0AY W HOBLILCHING yrposwl inbenn naoja. 21i
PCsYIbTALDE yKUALEr H BuSMOANBIT PUCK (112 OCHOBR T JCXAHIA AR TICTBILT) HOT@IMBIRL O BOsaciC B
W IO, BKIIOTAA  STOBLIGCHHEG  MACTOTHI  BRUIKILIGNCH 15 aeprsopongientii,  upH IpaMcHeny
pemBponisysiaba go Bpems Gepemennocty. Yejoreseexmi manyuoraodynnu G (IgGA) nponikaer vepes
aueHrapusiid Gapsep, a tak kak nesopoansyanad ssipiercs 1G4, nOTeHIIHILHO Ol MOKET NEpejlaBatbes
Yepes [UIACHTY OT Martepd K pasBipaollemycs nnoay. ACenngigbl JACTOPO/HONO BO3PACTA  JIOAKHDI
HCNOJIL30BATE HAEKHEIC METO/Ibl KOHTPALETIINY BO BpeM# JicucHist nemOponn3ymMadonm 1 B TCHCHIE HE MeHee
4 mecsuen nocne nocie el mdysnn nemdponuzymada.

Hepino rpyanoro BCKApMINBaHII

Het pannbix o Beizenenun nembponnsymada B rpyanoe Monoxo. Ien@pomizymab npoTHBONOKa3an B nepios
TPYAHOro BCKapMINBaHUA.

Bansinue sa gepruiabuocts

Knnuuueckne Jannble 0 BOIMOKHOM BAHAHNN nemOponu3ymaba Ha penpoAYKTHBHYIO (YHKLUTK OTCYTCTBYIOT.
HecMoTps Ba TO, 4TO OTAEBHbIE HCCTIEI0BAHNS TOKCHYECKOT0 JeficTBHS neMBponn3ymaba Ha penpoyKTHBHYIO
Gynxumo 1 BHyTpHYTpoOHOE pa3sBUTHE HE MPOBOJMINCH, NPH UCCIEI0BAHNM TOKCHYHOCTH NOBTOPHLIX 103 Y
0Ge3psH B CPOKH 11 6 MecaleB He Ob110 00HapyKeHO 3aMeTHOTO BINAHIA Ha PENPOAYKTHBHbIE OPraHbl CaMLIOB
1 CaMOK.

Crniocof npuMeHeHHs H /103b]

Jleuenvie cnieJlyeT HAYHHATH W TIPOBOJINTE N0 KOHTPOIEM KBANH(DHINPOBAHHbIX  ONBITHBIX Bpadeli.

O160p nauyeHToR

Ecnu ykazano B noKasaHuu K NpHMEHEHMIO, MALMEHTOB Jns Jeyenus npenapatoM Apdreiina® cremyer
oTOuparh Ha OCHOBAHMM MONOKMTENbHOIN skcnpeccin PD-L1, cratyca onyxonn MSI-H wain dMMR (cm.
«[Tokazanus K NpHMEHCHITION).

Oxkcnpecenio PD-I1 cneayer onpesensts ¢ nomoulsio Habopa pearenaro «PD-LL1 THC 22C3 phani X nin
aHanoruynoro Hadbopa.

Cratyc onyxonu MSI-H unu dMMR cneayer onpenensts ¢ NOMOLIBIO BaliIHPOBAHHOIO TECTA.

[lockonbKy y NauMeHToB € IIHOMAMH BBICOKON CTENEHH 3J0Ka4eCTBEHHOCTH BAMAHHE MNpemecTsyomueii
XHMHOTEPAINTHN HA pesynbTaThl TecTHporating na cratye MSIHH nan dMVIVIR e onipeiene o, y Takiix nainuenTos
PEKOMEHAYETCS TPOBOAMTL TECTHPOBAHWE HA JaHHbLIC NOKasaTeld HAa MaTephane NEepBHYHOIN OIyXO.H,

MOJYHEHHOM 10 Havalla XuMHoTeparii TeMOo30J1I0MIA0M,



Ilpn npumenenun nembponnsymaba B kauecTBe aabloBaHTHOI Tepanun y nauuentos ¢ ITKP x KaTeropuu
Cpe/IHE-BBICOKOTO pucka ObUIM oTHecensl onyxonu cragui pT2 ¢ 44i crenensio AnddepeHUHpoBKI M
HAMWINEA]  CAPKOMATORIMOTO  KOMTOHEHTA, a Takke onyxony crtanuy pT3 ¢ mofinft  etencpn
Andpepeniuposkn, Ge3 nopaxerus mnipoyanos (NO) 1 6e3 orfanennnix Metacrasor (MO). K kateropini
BLICOKOTO pricka Ouumi oTieccHsl onyxonn cram pr4c moboii ereneinio piddepemuposxn, N0 u M), a
TAKKE onyxomu modoii crazin ple moGoii crencnbro andihepeniyiporiit, ¢ nopakeniesm nivdoyiios n V.
K kareropinin Ml NED (6e3 npnznaxos 3abonepaiig) GbUH OTHECEHEI HATHEHTLL € METACTATHICCKIM PAKOM,
KOTOPLIM OhLIA IPOBEACHA NOIHEY PE3eKILEA NCPBHYTION ONYXOMH B METACTATHUCCRIN HOPUKCHIiL.

Hoza

Peronvenjosaiag 20z upesspara Apduieiiga® y s3pocirix nanucirion cocrapiser 200 s kskwie 3 eicsi
i 400 M1 kasapie 6 neAenh, BBOAMMbIC BHY TPHBEHNIO (B/B) B 8 30-Mnuy thoi nidiy i,

ITpn xoMBunuposanHOil Tepamun CIe/yeT CMOTPETh HHCTPYKIHH 110 MCANILIHCKOMY NPHMEHEHITIO CORMECTHO
NPAMEHAEMBIX  JIeKAPCTBEHHRX  nipenapatos,  Ilpn  seegennn  upenapata  Apdaeiiga®  kax  vacin
KOMOMIMPOBANHON BHY TpiReroll Xiuauorepani upenapar Apaciing® creayer BROTS iepabiy,

[ nausentos ¢ 1KP, nonywaowmx nevcnue npenapatom Apdueiina® B komMGusaumn ¢ akcHtiHuGOM,
CIEJIYCT O3HAKOMHTLCA € PEKHMOM A0INPORAHNS AKCHTHHHOA B HUCTPYKIUH 110 MEANIHHCKOMY IIPUMEHCHITEO.
B caydae COBMECTHOTO npuMeHenns akcntusnGa ¢ npenaparom Apdneiina® ysemmuenue nosel akennunba
BhILIE HEYAILHOI 203b1 5 MI° MOKIIO PACCMATPHBATL C HHTEPBANAMH 6 i Bonee Heaeb.

Jlng nauueHTOR ¢ pakom auaoMerphs u ITKP, nonyyaioumx nevenne npenaparoM Apdneiina® B komGunaumn ¢
NEHBATHHUOOM, peKOMEHTyemas HauansHas 103a neaTHHnGa coctasngeT 20 Mr nepopansHo OJHH pas B CYTKH
JIO NIPOTrpeccHpOoBaHis 3a00NEBaHNS HIN PAa3BUTHS NPU3HAKOB HENpHEeMNeMOH TOKCHYHOCTH,

Jleuenne npenaparom Apdueiina® nposoast 10 nporpeccuposanns 3aboneBaHNA WK PA3BUTHA NPH3HAKOB
Henpuemnemoil TokcuuHocTH. Habmionannck aTunnuHble OTBETH (T.€. TIEPBOHAYANLHOE KPATKOBPEMEHHOE
YBEJIHYEHHE pa3Mepa OMyXONH Man HeGOonbllMe HOBbIE OYari B TEYEHHE TEPBLIX HECKONLKHX MeCsleB ¢
NMOCACAYIONIHM YMEHbIUSHNEM pasmepa omyxonn). Pexomenayetcs INpoJONKHTL JleUeHHe KIMHHYECKH
cTa0HIbHBIX TALWHEHTOB € Ha4valbHbLIMH TNpH3HAKAMH [porpeccHpoBaniis  3aboneranus 10 MOMEHTa
NOATBEPIKACHNS NIpOrpeccipoBanits zabonepanus.

AJTBIOBAHTHYIO TEPanuio y naunenTos ¢ Menanomoii unn IKP npenapatom Apdaeiina® nposoast Brots 10
OJIHOTO FoJ1a, MM JI0 pel/aMEa 2a60neBaHns, Hian 10 Pa3BUTHS NPH3HAKOR HENPHEMIIEMOI] TOKCHYHOCTH.
Bpexiennas win noanas omsena eqenust

He pexoMenjyeTes yMeHbLICHHE 40351 peniapata Apdiieiina®. BpeMeHHO Wil IONHOCTHIO OTMEHSAIOT JicueHHe
npenaparoM Apdrneiina® s ynpasnenus HeskenaTeabHBIMH PeakaMi B cooTBeTcTBIN ¢ Tabimued 1.

Tatauua 1: Pekomenayembie H3MeHeHns 103bl (cM. «Ocobble yKasauna»)

Hewenareasnpie peakiygm Crencub THKCCTH H3MencHie 10361

HMmMyHoonocpenoBanHblii VmepeHHas (2 cTenexs) BpeMeHHO OTMEHNTh JIle¥eHne 10

MHEBMOHUT YMEHbIIEHMS HEXEeNaTeIbHbIX
peaxuuii 10 0-1 crenenn®




Tsokenas Wi XKH3HeYrpoKalonas
(3 naur 4 creneny) uan
periBIpYioulas yMepenHas (2

CICilCb)

OTMEHHTD JieHeHue

Um MYHQOIOC pe,'lOBﬂHH!)lﬁ KOJIUT

Mvmynoonocepeaosanibii

HeQpuT

Vaepennas wian toxenad (2 i 3

CTCHCHB)

BpCMCH]lO OTMEHNTH JICHeHUE 110
YMCHBIICHUS HERCAATCIBHBIX

peaxiuii g0 G-1 crencnn®

Hisacyiposkaonaa (Yerenens) |
T PEHIANBHPYIONAN THECA

(3 cicnein)

Yyepesnas (2 creneis)

Oratcin s 3

CHCHMIC

BPCMCIIHD OTMCHHITDB JICHCHIC 10
VMCHLINEHUA HCXeNATCILHBLIX

peakiyii no O-1 crenenu®

Tsxenas unu Ausneyrpoxalonas

(3 nan 4 crencis)

OT™MeHuTs NCUeHIe

Hmmynoonocpenosannsie

JHJIOKpUHONATHH

Tsmwenas nnn ANHEYTpOAKAKILas

(3 1 4 crencie)

BpeMeHHO OTMEHHTD JleueHne 10
YMCHBIICHHR HeKENaTebHbIX
peakitii 10 0-1 crenenn®. Jlns
NauHeHToB ¢ TaKenNoii (3 cTenens)
W KH3Heyrpoxaroweii (4
CTEMNEHb) CTENEHBIO
3HAOKPHHONATHIT, KOTOpbIE
YAYHINATCH 10 2 CTeneH:
THKECTH WK HIKe H
KOHTPONUPYIOTCH NPH NOMOIIN
3aMECTHTENILHOI
FOPMOHOTEpanu, MOKHO
pPaccMOTpeTh BO3MOKHOCTD
NPOACILKEHIS JTCUCHIA

npenaparom Apdueiina®

Hymynoonocpeaopainbiii

TETNaTuT

B cnyyae ypennvens

AKTHBHOCTH (PEPMEHTOR MEYEHHU ¥

Veemienue akrupioctu ACT
uan AJIT (o1 3 no 5 pa3s ebiwe
BI'H) unn kounentpaunn Ob (or
1.5 1o 3 pa3 suie BI'H)

BPCMCHHO OTMEHHTD JIeYeHue 10
YMEHBIUCHHA HeKeIaTeNbHbIX

peakunii go O-1 creneun *

Yeenuueune akrusaoct ACT

nan AJIT (eeiue BI'H >5 pas)

OTMEHHTB JeYeHHe




naunentos ¢ ITKP, nonyyatounix
KOMOHHIPOBAHRYIO TEPaiio ¢
AKCHTHANGOM, CM. PEKOMEH AN
110 PekiiMy JAOHPOBAHIE HGCUC

3TOI TabILL

g }Eﬁg%c peoBaBibie
KOZKHBIEC PEAKLUIT TN CHHIPOM
Crueenca-Lxoncona (CCJL) wan
TOKCHISCKUIT ANAepMATLHLIT

tiekponis (TOH)

wii xoHuexTpaunn OB (Buiue
BI'H > 3 pa3)

——

V naumesTor ¢ MeTacTazaMMu B
[CHCHM, HAYABILNX JACHCINE ¢
yMepenHoii ctenelsio (2 crencin)
noseiueHns ACT nnu AJIT, ecn
nosbiieHne ACT i AJIT =50%
LTHOCTLSALIO RO X
FAICHINT YACPKURACTCH 2]

HCSICN

Taxenbie Kowble peaxitim (3

CTCNEHb) HilH MOJOZPEHNE Ha

CCJTwnn TDOH

OTvennThL nevenne

BDCMC[{HO OTMCHHUTL JICHCHNIC 40
YMCHBIICHIA HCWSHATCIBILIX

peakwii 1o O-1 crenenn®

Tawennie kevwnbe peakipm (4
CTCNSHE) HIIL NOATBEPACACH LI

CCJT mnn TOH

OTMEHNUTB IeYCHITR

Jipyrue HMMyHOONocpe10BalHLIe

HEKEIIATENLHBLIC PCAKILIH

B 3aBHCHMOCTI OT TSKECTH 1

THINE peariliiyg (2 iy 3 crencus)

BpCMEHHO OTMCHHTB JICYCHNE 110
YMCHBUICHHA HCKCIATCILHBIX

peaxipii o 0-1 crenenn®

Taenwiii wmy
AKMH3HEYrposkaomui (3 nun 4
cTeneHb) MHOKapIMT, SnuedatuT

ui curapom Niifena-bappe

OTMEHNTD Nievenne

AKusneyrpoxalomas (4 cTenens)
HIIM PELMINBHPYIOILAn ToAenas

(3 crenenb)

OTMEHNTB Nedenne

Nudysnonnbie peakinn

Taxenas I KH3HEYTPOKAIOLLAS

(3 nau 4 crenexs)

OTMEHHTD Jie4eHHe

anMC“laHHC: OUECHKH TOKCHYHOCTN NPHBCIACHbI COIIACHO K.’IaCCm.l)MKBU,HH Haunonansuoro HHCTHUTYTa paka

CLUA (NCI-CTCAE, n3jianue 4);

* I 1pH HEBOZMOKHOCTH CHIDKCHHS J03bI KOPTHKOCTEPOUAOB <10 MI NPeAHH30HAa WK aHANOrd B CYTKN B

Teyenne 12 Hedenb, MIH €CIH TOKCHYHOCTb, CBA3AHHAS C IeYeHHeM, He CHUXKAETCS J10 0-1 cTeneHn TAXECTH B

Teuennwe 12 wenmenb mocne BBeleHMs mocnenneil 103wl npenapata Apdreiina®, To neveHme npenaparom

Apdrieiiaa® nomxno Gbiis otveneno.

¥V naupentor ¢ kJIX ¢ reMaTosornueckoii TOKCHMHOCTLIO 4 cTenenH cleiyeT BpeMEHHO OTMEHNTL Jeyenne

npenaparom Apdaeiiga® 10 ymeunsiienns nexenarensHpix peaxuii 4o O-1 creneny TakecTn.

Y naigienros ¢ [KP, noayuaioux aeucnue npenapatom Apduieiina® 8 komGinanni ¢ akenTuHIGOM:
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¢ Eciu aktusnocts AJIT nmi ACT seine BI'H >3 pas, Ho Hinke BI'H <10 pa3 6e3 konuestpaunn OB Beime
BI'H >2 pas, BpeMeHHO OTMEHHTS Jeuenite i npenaparom Apdneiina® 1 akentunnbom 10 yMenbuienns
HexenaresibHpiX  peakunii o 0-1  crenenn  TamecTn.  PaccMOTpPeTh  BOIMOKHOCTL — Tepannu
KUPTHRKOCTCPOHLaMH. PAaCCMOIpeilb BUBMUANOCTE HOBIOPHOIO HPHMSHCHIA OJHOT0 JCKIPCTBCHiHUI O
npenapaTa Hin N10c1e/10BaTeNLHOIO IOBTOPHOTO NPHMEHEHI 0601X IeKapCTREHHEIN [IPENapaTos nocie
paspelieHns 3THX HEeXeNaTeNnbHbIX peakuii. B caywae norTopHoro npumeneHHs akcuTunHuba
PACcCMOTPE b BOSMOKIOCTE YMCIBIICHIA 40361 8 COOTRCICTRING € HHCTPYKIBICH 110 MS/UHUILCKOMY
il;f:ff.lcli(;;ﬂff) L‘.!‘-'!'nllf,.,‘ﬁﬁ!.

o Ecomr axingnocrs AT pon ACT prape BUH =10 pa3 wan srune BUH >3 pas ¢ xomen spatyseit O8
seiwe BT 22 pas, orveunrs jereinie i npenaparom Apduaciiia®, o akenurmnnGosr i pacenmorpers
BOBMOZKHOCTE TCPAITI KOPTHKOCTCPOHIAMH,

Jlis ynpasnenns HexenareNbHLIMH PEAKUMSIMH NPH pHMeEHcHin npenapata Apdueiina® B komGunaumun ¢

neHeaTHNNGOM pekoMeHayercsa No HCoOXOAIMOCTI NPePEATL NpHEM OANOro i 060HX JICKAPCTECHHLIX

npenapaToR 1AM CHUZUTL 103Y WA OTMCHUTHL npitmercnne nexparuunba. CnejlyerT 03HAKOMUTHCS ¢

PCKOMCHAALMANE 10 YIPABACHHIO HEKENATCHLUBIMI  PeakuisaMy  ensatniinba B MICIPYKILIM 110
®

MEJIHLIMTHCKOMY ITPUMCHEHIIO neusatTuHnbda. CHiskenne 1036l npenapara Ap(pncii,aa HE PCROMCHIYCT .

Ocobble rpvnrbl NauneHTOB

Hoocunvie nanjuenmsi (265 aem)

He coobimanock o paznnuiax B 6e3onacHocTi Wi 3peRTHBHOCTH MEXLy NOKHIBIMH NalienTaMu (>65 ner)
1 6onee MONOABIMI naunenTaMu (<65 net). Koppexuusa 10361 ¥ NaUHEHTOB MOKNIO0r0 Bo3pacTa He Tpebyercs.

Tayuermel ¢ Hapyuenues Gyrkyun novex

[TaunenTam ¢ noveyHoil HeJAOCTATOUHOCTTHIO JIETKOI NI cpejHell CTeNEeHM TAKECTH KOPPEKLUHA 103bl He
tpebyercs. Jleuenue npenapatom Apdeiina® y natuesTos ¢ noYeuHoii HeAOCTATOHHOCTHIO TAKENON cTeneH:
HE M3y4anoch.

Iayuenmyl ¢ napyuenuesm Qyuxyuy neyenu

[TauneHTaM ¢ NeYeHOUHOH HEZOCTATOUHOCTLIO NErKOH 1nH cpe/iHeli CTeNneHH TAXKECTH KOPPEKUHMS J03bl He
TpebyeTcs.

Jleuenne npenapatom Apdaeiina® y naumenTos ¢ neueHOYHON HEAOCTATOYHOCTHIO YMEPEHHON MM THkKeNol
CTEIEHN HE H3YHalO0Ch.

Menanoma 2nasa

MmeioTes o1 pasniennble Aannble 1o Gezonachoctd 1 a(ieKIMBHOCTH npHvenenns npenapara Apdaeiina® y
NalHeHTOB C MeJIaHOMOIT rnasa.

Hemu

Pexomenorannas po3a npenapara Apdneiiza® ana neuenua aereii ¢ kJIX cocrasnser 2 Mr/kr (Makenmym 710
200 mr), BBOANMAR BHYTPUBEHHO (B/B) B BiJe QY31 B TeweHne 30 MUHYT Kakable 3 HeJe.

Cnocol npiMenenns

[Tpenapar Apduciina® cieayer BBOANTL BHYTPIBEHHO B Biiae Wiady3ii 8 1eqenie 30 MHyT.
I
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WHCTPYKIHN 110 NTPHTOTORJCHIK 1 BBEJCHHIO pacTBopa st nudysnii
IMpuroronienie 1 BBCICHHE

e MiaxoH ¢ NEKAPCTRERHKIM NPENApaToM HeOBXOTNMO XPauiTL B 3alNTHIICHHOM OT cseta meeTe. He
samMopaxisarb. e o paxnsars.

o Heobxoanwmo norecty Texneparypy dnaxoua ¢ npenapaton Apdreiina® o xomuariofi Temneparypul.

e JlexapcTBentLie npenapatsl JUIA  NAPeNTepanbLuOro  BBCACHIA  Nepeld  APIMCHEHUEM  J10KHEB]
HPOBEPATHCA BUZYAULIO HA BABIE HOCTOPOIHNX YACTHIL I i3Menenne uera pacisopa. Hpeiapar
Apdaciiaa® npejcrawimer coCeii upospatsil 11 gnAICLPYIOEIT paciBOp OF GuclBe vl o
CHCTHO=ReATOro isea. B CHYHAC BN 1GC FOPOIIITIN. 4aC Tl 'XI_I.IFI'H CHPEHAPEITOM NCROLIGETTE
TCRISTS

¢ Heobxoanmo nabpars 1pedyemuiii oGnem (10 4 ma, 100 mr) npenapara Apdueitua® n nepenecin B
nHdyznounLil Memor, copepxkawii 0,9% pactsop Xnopnga Hatpus win 5% pacTBop ITMTOKO3bI
(ACKCTPO3BI), Uil NPHIQTORICHHA PA3BCACHHOIO PAcTBOpa ¢ KoHewHoil Konuenrpauneii ot 1 0 10
mr/sut. Hepenerears pazsesennii pactsop, o€ ropoxkiio nepegopannsas MdysioHHLi Metok.

¢ [lpnroropiaeunstii HHQY3IHONHLIT PacTBOP He 3aMOPaKIBATH.

e [lpenmapar He cojepknT KoHcepBanToB. Paszseaenuwiii npenapat jlomien OuiTh  HCHONBL30BAH
nemennenHo. B ciyuae, ecam passeieHublii pacteop npenapata Apdneiiia® we ncnonnsyercs
HENOCPEJICTBEHHO 110C/e NPUTOTOBIEHUS, ero JONYCKAeTCHs XPaHuTb IPH KOMHATHON Temneparype
CYMMApHO B TedeHHe 10 6 4yacor. PaspeeHHBI pacTBOp J0IYCKACTCSA XPaHUTh B XOJIOAHIBHHKE MPH
Temneparype ot 2 a0 8 °C, npu 31oM obilee Bpemsa OT NPUrOTOBNEHIA Pa3BeEHHOIO pacTBopa o0
3aBepLicHis HH(Y3UH He I0KHO NpeBbiliaTh 96 yacos. [Tocne n3BieyeHns N3 XoJNoIIbHAKa 1 Nepel
ucronk3oeaHueM (GAAKOHBL WuA MHY3UMOHHBIE MEIKH HEeOoOXOIMMO J0BECTH J0 KOMHATHO#
TEMIEepPaTypbl.

¢ PazselienHblil  pacTBOpP MOXKET COJEPKATL MONynpospauble win Oensle OeskoBhle HacTHIBI
WHy310HHbBIT pacTBOP BBOAAT BHYTPHBEHHO B Teuenie 30 MIUHYT 4epes CHCTeMY /s BHYTPUBEHHOIO
BBEJIEHHA C MCTIONB30BAHMEM CTEPHIIBHOIO, allMPOreHHOro, ¢ HU3KNM CBA3blBanueM Oenka dunerpa ¢
auameTpom nop ot 0.2 10 5 MKM, BCTPOEHHOT0 MIIH NPHCOEAMHIEMOro K HHY3HOHHOI cHCTeMe.

e He ciieayeT BBOAWTH Apyriue neKapcTBeHHbIE NPenaparsl yepes Ty ke HH(Y3HOHHYIO CHCTEMY, Hepes
KOTOpYIO BBOAAT npenapar Apdneiina®.

e Creayer epibpocuTh M1060e HENCIONB30BAHHOE KOMIMECTBO Npenapara, 0CTanueecs so guiakone.

NNOBOYHOE JAEACTBHUE

Kpatknii 0630p npodiuins 6e3onacHocTi

[Tpumenenne npenapata Apdueiina® HanGonee 4acTo CBAILIBAIOT ¢ PAIBUTHEM HMMYHOOGMOCPEA0BAHNLIX
HeXenaTeNbHLIX peakuuil. BONBUIMHCTBO M3 HHX, BKJIOMAs Tskelble Peakllin, paspeliajinch jocne Havana
COOTBETCTBYIOWIEHl Tepamuu WAl NOCAe npekpaulenus npumeHenns npenapata Apdmeiina® (cm. janee

«OnucaHne HEKOTOPBIX — HEKENaTeSibHblX — peakumiiy). Ha  ocHOBaHME  BCCX  3aPerHCTPUPOBAHHLIX
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HeKenaTeNnbHbIX JeKapCTBEeHHLIX peakumii ganee u B Tabnuue 2 nprBejeHa 4acToTa He3aBHCHMO OT OL@HKH
HecneI0BaTeNieM NpUIHIHO-C/IeICTBERHOIT CBA3N.

Hembponruzymab ¢ kavecmse sonomepaniat (ea. pazden « Cnocot npusteirenua u 003wl »)

besonackiocts nemOpostisyMada fpu PG B ka4eCTBC MOHOICPAIHM 13y YQIGch 8 KIULITHCCKNX
nceneopaHAx y 7148 nannedToB ¢ pacnpocTpaHeHHON MeraHOMOM, MenmaHowmoilf 341 ctaamum mocne
XMpYPruueckoro neuenus (aavlopantnas tepanua), HMPJI, xJIX, yporennanbubiM pakoM, pakoM rojiosbt it
HICH, SJIOKAMCCTRCHHBIMN |iUHUOi.v|";l';Oiiillillf!\@il C HBEICOKHM YPOBIHCM \llihpl‘UITC:lleTH(’UUI HEC ralABHOCTH A

1

VinoaanTHodll Tepanpeil [TKP muethipex pesenany grsiparatiig (2 dfur Maccsl Teaa wvkue 3 nesem 200

awr ke 3 negean v 1O ar/ke aacent Tena kascinie 2w 3 uedenn). B oToil nonyssnu nannenios
Me/iana Bpesenn Habmoaetnty cocrarnna 7,9 mecdana (Cuanazon ot 1 oima o 39 seciies), nonanbdonee
HACTLIMI HEAKEIATEIBHBIMK PEAKIAMI 1IPH upusenenitn nemOpuinzymata Ouunt yeranocts (3 190, juapes
(22%) n Townota (21 %). boasmuneTso cooBiue HHBIX HEKCIATCALHLIN PEAKINI MPH NPHMEHCHII B KavuecTBe
MOHOTEpAINH Ot 1 unn 2 crenenn raxect. Hanbonee CePLEZUBLIMH HEXKENATCNbHREIMHE PCAKIIMAMH IR
MMMYHOOMOCPEIORAHHLIE HEMENATeNbHbIE peakuun W Taxensie nudy3nonssle peaknuy (oM. «Ocobbie
yrazanuan). Hacrora BOZHIKHOBCHIA HMAMYHOOIOCPSI0BANHLIX HEKENATEILHbIX peariii Opina 36,1%% juis
seex creneweii 1 8,9% ana crenenedi 3-5 11 MonoTepanin nemMopozyMaboM NpH aabIoBaHTHOM edeniy (n
=1480) n 24.2% nns peex creneneii u 6,4% ans crenenedi 3-5 B Tepanmin MeTacTaTHyeckix (hopuM paka (n=
5375). He 66110 00Hapy®eH0 HOBBIX HMMYHOOIIOCPEAOBAHHBIX HCKEIATEALHBIX PEaKI{iii NpH a1bI0BAHTHOM
NeYeHHH.

Hexbporuzymab e kombunayuu ¢ xumuomepanuei (ca, pazden «Cnocob npusmenenus u 0ozwiy)

Ilpn npumenennn neméponusymaba B koMOHHALIMH [1Epe]l HaUaNOM NeHeHNs 03HAKOMBTECH ¢ HHCTPYKLHeH mo
NPHMEHEHNIO COOTBETCTBYIOIINX KOMNOHEHTOB KoMOuHnposannoii tepanin. besonachocts nemGponnsymaba
Npu NPUMEHEHHHM B KOMOHHALMM ¢ XHMHOTepanmell H3yuanach B KIHHHYECKMX HccieaoBanuax y 3123
nawientos ¢ HMPJI, TIPI'II, pakom nnuesoaa mmn THPMIK mnm pakom iwelikn MaTtkn B pexumax
Jao3uponanug 200 mr, 2 Mr/kr Macchl Tena wni 10 MI/KT Macesl Tena kaxbte 3 neaenmd. B atoil nonyasuuu
nanMeHTOB HanboNEe YaCTLIMI HeKeNaTeNbHBIMU peakunsMu Ob11H anemius (55%), Townota (54%), yctanocTs
(38%), nefitponenus (36%9, 3anop (3599, anoneuns (35%), muapes (3494, peota (28%) H CHIKEHME anneTHTa
(Z7%). YacToTa BOHMKHOBEHHA HeXenaTenbHbIX peakuii 3-5 crenedn TsxectH y naumedtos ¢ HMPJI
coctasuia 67% npu npumeneHnn nemoponnzymata B kKomGunaumu ¢ xumnotepanieit 1 66% npn npumeHeHnu
TOLKO XimpoTepanuy, y nawgenros ¢ TIPTTH cocrasiina 85% npun upumeHennn nemGponnsymaba B
KomOuHaum ¢ xumuorepameit u 84% npu npuMeHeHnN XIMIOTepanul B KoMGHHAUNN ¢ ueTykcnmabom, y
NALUMEHTOB ¢ PakoM nuuesoaa coctaBuna 86% npu npumeHeHnu nemOponnsymaba B kKomOHHAUMH ¢
Xumuorepanneit 1 83% 1pu npUMeHCHAN TONBKO XUMHOTepanun, y naunedtor ¢ THPMIK cocrasuna 80% npu
npumeriennn  nembponnzynaba B koMOMHALIMM ¢ XumMioTepamielt 1 77% 1ipH NPHMEHEHHH  TOIBKO
XHMHOTCPAMHA H Y NAWICHTOB C PaKOM Wiefikd MaTky cocTasnia 82% npu npuMenenunn nemoponnsymada B
KOMOMHALMH ¢ XHMHOTEpanueif u 75% npy npUMEHeHHH TOJIBKO XHMIOTepParii.

lexbpoausysab 6 kombuwnauin ¢ wuneudumopoym muposunxunaser (HTK) (ex. pasden «Cnocob npusencuus u

do3vl )
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IMpn npumenenun nembponuzymaba B koMOuMHauMu ¢ axcuTHHHOOM MnM nexBaTHHMOOM mepes Hayaaom
neueHHs O3HAKOMbTECh € MWHCTPYKUMAMH 0O npHMeHeHnlo akcutunnda wuam  nensatuunba.  Jna
JononHuTenLRoN nHdopmanni no 6ezonacHocTH NeHBaTHHUOA 03HAKOMBTECH ¢ HHCTPYKIHEH 110 TPHMEHEHUI0
dAensatnnuGa. Jaa gonouimrensioii  Hupopsaiii 70 Gl0nacHUCHl akuiiida HPH 0BLHLCHHHOH
AKTHRHOCTH depmenTon neveHn oM. TaKxe pazjaen «Qcobuie YKAZAH IR,
Bezonacuocts nemoponnzymaba npn npuMeHeHn B komOGuuaum ¢ akeninanGom uin nesBarHanboM mpu
pacipoeTpasenioym [IKP 1 8 woMOGmiawinn ¢ seisarinufoM npd paciipoc rpabcilon pake HA0MCTpIs
HIyMIASE R RANRMYecKuX  weogeaorammiax y VIS4 mumentos ¢ pacnpoctpaictinye JTKP i
PACTIPOCTPAHCHHBINM PAKOM AOMETPIA B peskinye aoniiporasng 200 s nemGposmsyvaba kanguse 3 nenein
mrbo 5 Mr akciTinda 1ra poza B qckk, mio 20 Mr aenratunnda oinn paz 8 cyTky coorsercTicto. B yrei
HONYJRUHH HAUIEHT0B HanDo/ee HacThiMI BCAKCHATCALUBININ sBieunstl Obutn piapes (58%), nosuiieiine
aptepnansiioro aasncuia (54%), runoripeos (46%), ycranocrs (41 %), cuuxenie anneritta (40%). Tomuora
(40%), aprpamrus (30%), pota (28%), cunkenne seca (28%), jucdonna (28%), 6ons B xuporte (28%),
nporennvpug (27%), CHBAPOM JAaJ0HHO-TONOIBCHHON apiipomszectesin (26%), cuinb (26%). cTOMATHT
(25%), zanop (25%), cxenerno-muuncunas oons (23%), ronoenas Gonb (23%) 1 kament (21%). Yacrora
BO3HMKHOBCHMA HEXKENarcabHeIX peakuuii 3-5 creneun taxeetd y naientor ¢ [TKP coctasnna 80% rnpn
npumenenyy nemGponnsymaba B koMOHBaLN ¢ akcuTiHBGOM 1l nensatnEIGOM 1 71 % npy MOHOTEparHi
cynnTHHHGOM. YacToTa BO3HIHKHOBEHIS HeXeNATENLHLIX peakitiii 3-5 cTeneun TAKeCTH y NAHSHTOB ¢ PakoM
angoMeTpra cocrasuna 89% npi npiumenennn nemdponnzymaba B komGusawn ¢ nensatninGom u 73% npu
NpUMEHEHHN TONBKO XHMHOTEepanuin.

Tabnuyuplii nepeyenb HeXeNaTeNbHbIX peakiuii

Hexenatensuple peakuun, HaOmoJaBlidecs B KIHHHYECKHX HcclenoBanmax nemGponnsymaba  npn
MPHMEHEHWH B Ka4yecTBE MOHOTEpanHM, MIM B KOMOMHAUMH ¢ XuMHoTepanueil, HiH ¢ JAPYTHMH
NPOTHBOOINYXOJEBLIMH NpenaparaMy uii cooblueHHble B pamMKax NOCTPErHCTPALHOHHOIO MCMONbL30BAHMS
npenapara Apdneiina®, nepeunciens B Tabnnue 2.

DTH peakiiy NpejicTaBIe bl 10 CHCTEMHO-OpPraHHbIM KiJaccaM B yacTore, YacToThl yKazaHbl 10 CheIy oM
KaTeropusM: oyeHb yacto (=1/10); wacto (=1/100 no <1/10): Hewacto (=1/1000 no <1/100); pexuko (=1/10000 no
<1/1000); ouens penko (<1/10000) ¥ HensBecTHO (JACTOTA He MOKET ObITh OLICHEHA Ha OCHOBAHIH HMEIOLIIXCS
AaHnbIx). B kawaoil wacTOTHON rpynne HexenaTeNbHbIE PEakIfH PAcroNokKeHbl B ropsiaxe yOnisamis
Cepoesitoct . HexenarebHble peakiliy, BOZHUKAIOLME LPH HpHMencliin ToAbK0 nemGponnzysaba uan
KOMIOHEHTOB KOMOMHMPOBAHHOI Tepanuu, NPUHHMACMBIX 110 OTACIBHOCTH, MOIYT BO3ZHHKATh NPH X
COBMECTHOM NpPHMEHEHHN, Jaxe e/ B KIHHHYECKUX UCC/EI0BAHNAX KOMOMHIPOBAHHON Tepaniy 0 JaHHbIX
peakuusx He coobwanock. Jins aonomuuTensHoll uudopmaumn 1o 6e30nacHOCTH TIPH  NPHMEHEHHH
nembponnsymaba B KOMGHHBpPOBaHROll Tepamid O3HAKOMBLTCCH €  MHCTPYKUUIAMH 1O TPHMEIEHIIO

COOTBCTCTBYOWMUX KOMIIOHEHTOB Kmtﬁmmposanuoﬁ TCpaniim.
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®
Ta6mina 2: HexenarenpHple peakuyi Y NadeHToR, 0Ny aBlnX TEPATHIO NpenapaTom Apdneiiza®*

Mouorepanus

B komOunaipui ¢

'Kll.“ll()'l‘(‘pﬂﬂ“('l“l

B romGunauni ¢
akenrnnnbom wan

ACHBATHHEG0M

Undexnuonysie i1 napasnrapusie 3adoxesatns

Quenb
qacTo
Hacro

Hapyucunn

MeaMoIMs

COCTOPOILI WPOBIT I .'lll.‘\}{:):l'i':

NHCKMOTTNA

FICCKOTT CUCTOMLT

HH(;]CKEUHI MOUYCBLIBOIATIHX

nyreii

HHERMOHIA

Quens ateMi neliTponciing, e, aneMus
YacTo TpomBoLHTONCH I,
BGTINONGHTE
YacTto TpoMBOUMTONIEH S, (pebpunbhas HefiTponcHs, HeiiTponeHus.
peiirponetia, aumdoneiia | mndoticins TPOMOOL TOICH A,
MiMponesns, aeiikonenns
Henacro neiikonenus, 303uHodunng | s03nHod A 303nHOG I
Penko HMMYHHas FeMOJIITHHCCKAR aleMis,
TPOMOOLIMTOTIEHIS, HMMYHHas
reMOJITHYECKas aHeMus, TpoMOBOLITONEH NS
HCTHHHAs 3pUTPOLUTApHAs
annasns,
remMoaroLTapHbii
NMOTrHCTHOLHTO3Z
Hapymenust o cTOPOHBI HMMYHHOI CHCTEMBI
Yacro HHOY3HOHHAn peakuus® HHQYy310HHAA peakuns® HHDY3HOHHAs peakiua®
HeuacTto CapKoK103
Penxo capKkona03

IHeuspectno

OTTOPXKCHNE TPpAaHCIUladrara

CONNAHOIO oprana

HaJIMOYCYHHKORBE,

Tupeonant, runepripeos®

Hapymiesus co ¢TOPOHbLI 3HAOKPHHHOIT CHCTEMbI

Ouenb runoTupeos® runoTnpeos® rHNOTHPEO3

HACcTo

Yacrto FUIIEPTHPEO3 HE/I0CTATOMHOCTE QYHKLNH | HELOCTATOYHOCTD (yHKIIHH

HAAMOYEYHHKOBS,

rHIEePTHPEO3, THPeouuT?




HeuacTo HeJ0CTaTOuHOCTE yHkuun | runodusntt runodmsur’
HAANOYEYHHKOBS,
runodnant’, Tupeonmutd !
Pejiko rHIOIapa rnpco3“ T nuunapaTnpc;_ I u‘nonapax n];cuz )
ilapymenn: co croponsl 0GMena RCUICCTB 1 INITITIIS
Onenb CHUKCHHE AIICTITTA FUIOKATHEMITA, CHIKEHIE CHILKCHIIE QnileTIra
12CTo aniernTa
[ Tacka 7 Tlﬁkl}'\illl?i - %;u{a:i:;;":zc\:u.l. R E ;;‘:I.‘r.]kz;ur.ﬁii -
IIHORATICAMIA CINTORATSIIeAT A CII0RA/IeMIa,
P HITORAUBIICONM A CONORAIILICMUY
Henacro caxapibii auaoer | hnat ca.\'aplm ,'I_IIZ)G(ZT 1 a® | —éii_x;]ﬂ_ib‘l_ﬁ ,'Ll—lll_ﬁ—C’l_' 1 tunad o
HapyueHnst nenxign
OucHh Becconnnna
HACTO
Yacro Gecconnmmna Becconnmna
HapyuieHust co ¢€Toponbl HEPBHOIT CHCTCMBI
OucHb ronosxas 6oib nepndepnyeckan ronosHas 601k, JUICTeR3us
HacTo HeiiponaThs, ronoeHas 6oib,
rOJIOBOKPYKEHHE, AWCTCB3Hs
Yacro rOJIOBOKPYKEHHNE, anaTH4HOCTh TOJIOBOKPYKEHHE,
nepudgepuueckan nepudepnueckas
HeHponaTHs, anaTHiyHoCTh, Heitponaris,
JiCreB3us anaTH4YHOCTh
Hewacto INUIencHs sunedanuth, snnnencus MHACTEHNYECKIii CHHAPOM',
sunedanut’
Peako cunapom 'nitena-Bappe’, cunnpom iiiena-Bappe, HEBPHT 3PUTENLHOIO HepBa
amuedant’, Mueant, MHacTeHnyeckitil cHaapom
MHACTEHHIECKNH clnapom?,
MEHHUTHT (acenTiueckiii)',
HEBPHT 3pHTEJILHOTO HEpBa
HapyuieHns co cTopoHbl Opraua 3peHns
Yacro CyXO0CTb a3 CYXOCTh a3 CYXOCTh T3
HewacTo ypeut™ yBeut™"
Peako cuuapom Qorra-Kosnarn- yBeu1™ cunapom Porra-Kosuary-

Xapana

Xapana
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Hapyenus

CO CTOPOHBI Cepala

Hapymenns

NCPMKAPANAISHELT BLUIOT,
nepuKApINT

CO CTONRBHLT COTY OB

Yacro HapylleH|e cepaeyHoro HapylIeHHe cepeuHoro HapyleHne cepaeuHoro
pirraa® (sicio s piraa’ (exsiowan purmat (exonenaz
dubpiammo npeacepaniit) | du@pnanawo npeacepanit) | dmbpunasuio npeacepii)

Hetacto MIOKAPAUT, MIOKApAHT", MHOKapAHT,

I'ICPHI\'ap,’llm.’lbnblﬁ BRINOT,

IepHKapINT

nepUEAPANabLHLIL BHIIOT

L(,)'m“i N n;r;m;c;n:c;.J;rl_‘ﬁxﬁ:.:mu;
HacTo JaBichng
Hacto MNOBLILICHUE APTEPHATLHOIO | NOBLINECHHE apTepHaNbLHOr0
JlaBncHug JlABIeHn
Heuacro BACKY/ANTY BackyanT*
Pexo | mackywr [ ]

Hapyumienns

CO CTOPOHDBI jll»lx:l'l'c.‘lhll()lul CHCTEMBI, OPIAaHoOB l‘l)yjlllOI“l KJAeT!

KH H Ccpe/locTentsn

Quenn 0/bILIKA, Kalleb OJIbILIKA, Kallelh 0JIBIIIKA, Kallejlb

4acTo

Yacro MHEBMOHHTP TTHEBMOHHTY ITHEBMOHUTP

Hapyumieniist co ¢TOPOHDBI KeJIYI0YHO-KHIICYHOI0 TPAKTA

Quenb nuapes, 6ob B kuBoTeY, TOUIHOTA, AHApesi. pBoTa, anapes, 6onb B AnBOTEY,

4acTo TOUIHOTA, PBOTA, 33110 Honb B kiBoTE? 3aM0p TOLUIHOTA, PBOTA, 3a10p

Yacro KOJNT', CYXOCTh BO PTY KONMT', FaCTPUT, CYXOCTb BO | KONMT', NaHKpeaTHT®,

pTY FacTPUT, CYXOCThb BO PTY

Heuacto ITAHKpeaTHUTS, FacTpHT, NAHKPeaTHTS, N3bA3BIICHHE W3bA3BIEHHE CTEHKH
U3BA3BICHHE CTEHKH CTEHKH ey I0uH0~ JKENYJOYHO-KHIIECHHOrO
KEYA0UHO-KHILEYHOTO KHLIEYHOTO TpakTa' Tpaxra'
TpakTa'

Pejiko Hepopalis TOHKOIO epdlopaltita. TOHKOIo nepgopaiLisi IOHKOIO
KHUICHHIKA KHIIEUNHKa KeuHnKa

Hapyuiesist ¢o cTOpoHbI NEYEHH 11 KETYEBLIBO/ASIIHX My Teli

Yacto renatut" renatut"

Heyvacto renatuT"

Penko CKJIEPOIUPYIOLINIT XOIAHTUT | CKIEPO3MPYIONUTH XonaHrutr

Hapyiemisi €o ¢ roponnl KOsk i HOAKOKHBIX TKAHCH
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Ouens cuime®, 3ya™ anoneuns, 3yat , cuis", 3ya® , ceimp™
HacTo
Yacro THKETHIC KOKHLIE DEAKIUNY, | THKe e koxime ;“Erwmmy‘, TEHELIe vaspie peaximy,

i
HiCTiie o

SPHIEME, ACPMATHT, CYAOCTD
KO, BHTHINIOZ, anoneryid,
3K3eMa, akHenhopMHLIii
JAepMainT

HCOPHAS, JUSCHOM LI

Keparos™, nany

HEAICTICHEE HBeTa BOJioc

I tema, akHenpopmiibil
JICPMATHT, 1ePMATIT,
CYXOCTBb KOKI, DKIeMa

Heapas, JTXe o

Kepatos ™, Biiinmn e’y nadyia

ACPMariiT, CYAOCTh KOAM,
apuTeMa, akrengopmILIi

JICPMATHT, anonculra

IR EMI, TRNCHON L
Keparos’, HCopinti,
BUICHATEY, Baity I,

HAMCHCHHA [BCTA EOJIOC

Pejiko cinipom Critsenca- cimapom Crisexca- TOKCHHECKIT
JUxoncona, ynosaras Jlxoucorna, y3nonraras MPACPMATLILIT HEKPOIUI,
pnurTena, TORCHCCKIIT apurema, HMENeHa eECTa CHHIPOM Crpeuca-
INHACPMAIBILI HeKPOIi3 BOJIOC Jlxoncoya
Hapymenis co ¢cTOPONbI CKEJCTHO-MBILICHTION CHCTEMBI I COCAMNITENLHOIT TRANN
Ouenp cKeneTHo-MbledHas 6016, | aprpanrus, ckeserno- apTpaIrig, CKeneTHO-
4acTo apTpanrus Mbieynas 6016™, MinosnT™ | Mpunesnaz 6016, MBoIUTS,
60/1b B KOHCUHOCTH
YacTto 001b B KOHEYHOCTH, Goab B koHeyHocTH, apTput™ | aprpur®
MHO3NT, apTpuTH
Hewacro TEHOCHHOBHT™ TEHOCHHOBHT® TEHOCHHOBHT™
Penko cunapom llerpena cunapom Illerpena cituapom llerpena
Hapymenns co cToponsbl 104MeK H MOYCBBIBOAALLMK Ny Teil
Yacro ocTpoe nospeskenme noyek | Hedppur?
Heyacto nedput® nedput, nenndeximonmuii
LUHCTHT
Penxo HEeNH(EKUHOHHBI HCTHT HenH(peKIoRHbI meTHT

O6uuie pacerpoiicTBA 1 HAPYUICHIS B MECTE BRBCICHUS

Oyenp YCTAI0CTh, ACTEHUS, OTEKS, | yCTaloCTh, aCTEHU, YCTAOCTh, ACTCHUS, OTEKS,

4acTo TNOBBILIEHNE TEMIICPATYPhl MOBLIUEHHE TEMIIEPATYPb NOBBILIEHHE TeMOEPaTyph!
Tena Tena, orTek™® Tena

Yacro rpunnonojgodHoe rputornojiodnoe rpunnonofodtoe

3abonepanne, 03106

sabonesanie, 03100

3abonesanne, 031100

ﬂnﬁoparopuue HHHCTPYMCHTAILHBIC AAHHbLIC
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OyeHb MOBLILLIEHHE AKTHBHOCTH NOBLILIEHHE AKTUBHOCTH
JacTo AJIT, nosuinenue JINTIA3bl, NTOBLIIRHIE
aktusnoct ACT aktuBroCcTH AJIT,
HOBLILICHHE R LHBHOC b
ACT, noenhenne

KOHIICHTPAUHH KPpeaTiHMHA B

KpoBi1
Yacro | nosuiteHie asiuEHOCTI _YT:.‘—AIHT!_;{— LOBbiuine akausioctt |
AT, noswnueune KpeaTinimia s xpooy, AMIUIASEL, NOBLIMCTIIE
arienoett ACT, HOBLIHICIIE aKTIBIOCTH romenTpaigut Suanpyuna
NOBLILIEHNE aKTHBHOCTI wenomoi gocdarasbl B B KpOBH, ORLILCHHE
utesiounoii pocdartasst B KPOBH, FHIICPKATILIEMNS, AKTHBHOCTH 11EN04H0ll
KPOBU, FHICPKANbUICMIIS, MOBLILIEHIE KOHIEHTPAIlHI docdarasnl B Kposy,
MOBLILIEHNE KOHUeHTpam | bunpy6ina B kpoen runepkanhieMns

Orunpy0ina B KpoBH,
NOBBLIIEHIE KOHLEHTPALLITH

KpeaTHHWHA B KPOBH

Heuacro NOBLIICHNAC aKTHBHOCTH NOBLILIECHEC AKTHBHOCTH

aMmunashbl aMNJIashbl

*Hactora HeXenaTenbHuIX peakumii, nepeuucnenuuix B Tabinne 2, MoxkeT GbiTh CBS2aHA HE TOMBKO C NPHMEHEHMCM
nemGponnzymaba B KayecTBe MOHOTEPANHM, HO M C OCHOBHBIM 3a00NEBaHHEM JWIW C JPYFHMH JICKApCTBEHHBLIMI
npenaparami, HCNOAL3YeMBIMH B KOMOHHHPOBAaHHON Tepanuu,
tHa ocroBasun CTaHnapTHBIX 3anpocoR B 6asy NaHHLIX HeKenaTenbHBIX Peaxiliii, BKMOMAOWHX OpanuapHTMHH B
TAXHAPUTMHH.
Crenyiomne TepMHHBI TIPEACTABNAOT cOBOIl TPYNIY BIaHMOCBA3aHHLIX COBLITHIL, KOTOPBIE OMUCHLIBAIOT MEIMLMHCKOE
COCTOSIHNE, A HE OHO coObITHE:

a.  uuQy3HonHbIe peakuMu (FHNEPUYBCTBHTEILHOCTL K NICKAPCTBCHHOMY Npenapaty, aHaduiakTiueckas peakims,

aHaQUIAKTONHAS PEAKUNA, THIICPUYBCTBUTENLHOCTD, HH(Y3HOHHAS PeAKLIMS THNEPYYBCTBHTENLHOCTH, CHHIPOM

BLICBOBOMKACHHS LIHTOKHHOB H CHIBOPOTOYHAs GoNe3Hb);

=2

IHOOTHPEO3 (MHKCEACMA M MMMYHOOIIOCPEAOBAHHEIT FTHIOTHPEO3);

el

HEAOCTATOMHOCTE (PYHKLIH HAANoUe HIKOB (601e31b AJUIHCONA, 0CTPAs HEAOCTATOMHOCTS KOPB! HAANOIE KOS,
BTOPHUHAS HEJOCTATOUHOCTD KOPBI HaAO4EIHHKOB);

THPEOMANT (8Y TOMMMYHHBIR THPEONIUT, 3a00NeRanie IWHTOBUAHOI KeJle3bl 1 OCTPbI THPEOHANT);

runeprupeos (basenosa Gonesns);

runodm3nT (rHnonuTynrapuasm, nuMmdonntapusii rnnodsanT);

caxapupiit nnaler 1 tina (uabernuecknii keroauwnnos);

PR oo p

snuehanuT (ayTONMMYHREI sHUehaniT, HenndekunonHEI snuedannT);

o

MHACTEITHYECKITH CHHAPOM (MpacTeHna I'paBHC, BKAKOYAs OBOCTPCHHC);

curapom DNifiena-bappe (akconanshas HeliponaTis 1 AeMUEANHU3UPYIOWAn noanueiiponaTiia);

el
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m

n

q.

1L

V.

W

=R RSB g BN

B

MHETNUT (Nonepey bl MHENHT);

MEHHHIUT acenTuyecKuil (MEHHHIHT, MEHHHTHT HelyheKUHOHHbIT);

YEEHT (XOPHOPeTHHHIT, BOCTIANEHHE padyRHOIT 060N04KH raza U HPUIOUHKANT),

MHOKAPAHT (¥ FOUMMYHHEIT MUORAP/MT )

BacKyAuT (Backy iy LG, aopmiT, rHraiiuRJIcTo bl ApTepiiiD);

NHEBMOKHT (MHTEpCTHIMANEHOE 3a00NeBatne JIETKHX, NHEBMOHUA OPraHn3yoIascs, HMMYHOOTIOCPEACBAlHBIH
IHEEMOHIT H HMMYHOONOCPEACEAHNOE 3a00/ICBARKE IETKHX);

Gonk B xusore (ckomhopr B wneore, Gann B Bepxrict MacTH wiroTa, Gonsb B uikiell wacti iKUBOTa);

KOAMT (KOZMT MBKPOCKOIIeckiii, 3NTEPCKOINT, FEMOPPArNICcRitil I TEPOKOIIT, QYTOHMMYHILIT hojig 1
HAIN Y TIOONOCPR, B R T INTEPOROIIT) ]

HARKPEXTHT (QVTOHAMAY UL BAHRPCATHY, OCTPLIET HAEKPRA T i INMMYTIGONOCPCIORINILIT HalikpearyT):
HIBH3BACHIC ©1CHEM KeUYI0HO-KITICHHONO TPAKTA (H3Ea K1Y AKA 1 1Y OACHAILHI 13Ba);

renatuT (ayTORMMYHHBIT TEHATHT, HMMYHOONOCPEAOBAHHBIN FEnaTHT, JCKAPCTBCHHOE NOBPEAICIIE NeUeHH
OCTPBI rEnariT);

CRACPOIHPYIONLIHTT XONGHTHT (MMMYHOOINOCPEA0BAHBIN XONHIUT);

ya (KP;HH(BHHH;{, nanynesad P\Fl!”llﬁ‘.l!lllﬂ 1 3Y A HOAQEEIX upl -111(38):

CHINL (3PUTEMATO3HAS ChIMb, GOMNUKYIAPHAL ChITlb, MAKYIE3HAS CHITL, MAKYIE3HO-1aNYAE3HAS Chillb, AMyAe3Has
CLIMb, 3Y/AALIASA ChITTh, BEATKYIAPHAs ChITb H ChINL 1A NOJOBBIX Opratax);

TAKENbIC KOKHbIC peakinn (skcdonnatnehas cuinb, nemduryc u moboe U3 CREIyIOIMX SRICHHIT >3 creneny
TsokecTH:  ocTpbiii  ebpunehbiii  neiitpodunbiL gepMatod, ywnl, nponexenb, Oy/inesHelil  AepMarur,
3KCONHATHBHBIN JICPMATHT, FEHEPANN30BaAHHbIT KCPONHATHEHLI JCPMATHT, ACPMATHT NCOPHAIH(OPMHEL,
ME/IMKAMEHTO3HAs Chillb, MYJLTHHOPMHAR IPHTEMA, KENTYXA, KPacHbI IUI0CKITH THuali, KpacHslit nIockuii nuimai
pra, neMHron, 3y, FeHHTaNbHbIA 3y, CBITh, 3PHTEMATO3HAS Chillb, MAKYIE3HOTANYNEIHAA Chillb, 3YAALIAN ChIllb,
NyCTyJI€3Has Chilb, TIOBPEAICHNE KON, HEKPO3 KOXKH I TOKCHYECKIE BRICEITIAHNA HAa KOXKeE);

BHTHIHTO (ACNMMIMEHTAUMA KOKH, THIONHIMEHTALNA KOKHE H THNOMHIMEHTALES BEK);

JMXEHOMIHBIH KepaTos (KpacHeIi NIOCKHIi nuwaii i cknepoarpoduueckuii amwaii);

CKeNeTHO-MBIIIeTHas Golb (CKeleTHO-MbILeuHbIH AuckoMPopT, 60sib B CTINHE, CKEIETHO-MbILICYHAS CKOBAHHOCTD,
cKeeTHO-MBlneYHad 60Nk B IPYIHOI KICTKE N KpHBOIEA);

MHO3UT (MHANTHA, MIONATHA, HEKPOTHIHPYIOILMIT MHO3HT, NOTNMHANTIA PeBMaTHUeCcKan H pabaoMHonH3);
apTPHT (OTEK CYCTABOB, NONHAPTPHT | CYCTABHON BLINOT);

TCHOCHHOBHT (TEHAMHHT, CHHOBHT M 6OMIb B CYXOXKHINAX):

HedpHT (QYTONMMYHHBIT HedpuT, TYGYAOMHTCPCTHUNATLHBIA HEPUT M NOYEYHAA HEAOCTATOMHOCTHL, OCTpas
1IO4EHHAA HEAOCTATOMHOCTH HIN OCTPOS MOBPEAKICHHE TIONCK C NPH3HAKAaMH HedpuTa, HEDPOTHUECKHI CHITPOM,
rioMepysoHedpiT 1 MemOpasoznsii roMepyionedipur);

otek (oTek nepudepruecknii, reHepan30BaHHbIN 0TEK, THIEPBONEMIA, 3AEPHKKA KUIKOCTH, OTEK BeK M oTek ryd,

OTeK JIH1a, JIOKANH30BaHHbII OTEK H nepropOHTaNLHBIL 0TEK).

Onicanye HeKOTOPLIX HEKEeNATENbIEBIX PeaKinii

ﬂﬂllllblc JUIS CHICAYROUMX HMMYHOOIOCPCAOBAHHBIX HEKRCTATCALHBIX pcakunﬁ QCHOBalLl Ha nnd)op.\:mmu y

NnalMeHToB, NoJy4yaBIUHX neMGpo.rmaymaﬁ B KJIMHHUYECKHUX HCCNE0BAHIAX B YETLIPEX peiiHMax J103UpOBAHNA

(2 Mr/kr Macenl Tena kax/abie 3 wesenu, 10 Mi/kr Maces! Tena kakpie 2 i 3 geaenn wan 200 mr kagne 3
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Henenn). PexoMeHzaunn no BeJEHUIO NALMEHTOB € YKA3aHHbIMH HEXeNaTelbHbIMM PeakuMsiMi ONHCAHbI B
pazzene «Ocobble ykazaHusa.

Hxwnynoonocpedoganubie wedicenameasuvie peaxipuu (cam. « Ocobble yrasanuay)

hnynoonvepedosainitle iniveMoliiit

Y 314 (44%) nawieHToR, NonyuHBmmux neMopomisymad, pa3riics THEBMORNAT, B Ton uncie 2, 3, 4 wm 5
crenenn makeern y 138 (1,920, 80 (1,194, 19 (0,3%) u 9 (0,1%) naunetoB cooTeercTBeHo. Mejnana
BPEMCIIN J10 @A PAsRiTHA mieByMotiiia cocranina 3,7 seen@a (nanazon or 2 jpicit g0 27,2 mecana).
Meanana npejamnrensnocnt cocramiia 2,0 wecana (ananazen ot 1 g 1o S10F swoama), Miceseting
PARRIIBAICH HANDOICE HACTO Y HALICUTOR, KOTOPLM NPOBONM JIYHERYIO TePaino opraion 1Dy il kieisn 3
anamucese (8,1%), "eM Y MAIICHTOR, KOTOPIM PANCe N NPOBOMIN AYUCEYIO TEPAI0 Opranos rpyuioi
kactin (4,1%). Tpexpameine repaniy uemOpoinaymadom B Coa3l ¢ NHEBMONNIOM DoTpedoBaioch ¥ 129

(1,8%) naunenton. [MuesmonnT paspeinincs y 188 naunenTon, B 6Genyqasnx Habmo1annch 0CnomHesns.

Y nanentos ¢ HMPJI passincs anesmonit B 160 (5.7%) cayuasx, 8 Tom wiene 2, 3, 4 win S crenetn TauecTH
y 62 (2.2%). 47 (1,7%), 14 (0,5%) 1 10 (0.4%) nanientos cOOTRETCTBENHO.

Y naigenrtos ¢ HMPJI, KoTophiM 1IpOBOAMIN NYHEBYIO Tepaniio B atlamuese, MHeEMOHNT pazpuics 8 8,9%
cinydaeB. Y maunentor ¢ kJIX wacrorta pasBiutia nHeBMoHuTa (Bee crenenn Tskectu) Obuia B aHanazone ot
5.2% 10 10,8% B uccneposannax y nampentos ¢ kJIX KEYNOTE-087 (n=210) u KEYNOTE-204 (1= 14%)
COOTRETCTBEHHO.

Hmmynoonocpedosannvlil koaum

V 140 (2,0%) naupenToB, noayuuemx nembponisymab, passiics KOauT, B ToM uncne 2. 3 nny 4 crenenn
soxectn y 42 (0,679, 74 (1,00%6) u 6(0,1%) naupeHTOB COOTBETCTREHHO. Meanana BpeMesn 10 Hayana passuTis
KonnTa cocrapuna 4,7 mecana (nnana3on ot 2 aHei 10 24,3 mMecaua). MeanaHa npoao/KHTeNBHOCTH COCTaBMUNA
1,0 mecsu (nnanazos ot 1 ans no 45,2+mecsua). [pexpaiiene Tepanii nemMoponn3ymabom B CBA3H € KOTHTOM
notpebosanocs v 41 (0,6%) naumentos. Koaut paspewnnes y 115 naumnentos, B 2 ciyyasx Habmojanmmcs
ocnoxnenns. Y naunentos ¢ KPP, nonyuasmmx nemGpomizymab B xayectee MoHoTepaniy (1153), sactota
pa3BMTHA KoJnTa coctaBuna 6,5% (Bce crenenn Tsxectn) ¢ 2,0% 3 crenenu tawect M 1,3% 4 crenesn
TSOKECTH.

Hxmynoonocpedosannsiit 2enamum

VYV 70(1,0%) nauueHToBR, noayuHsmmx neMoponansymad, pazBuics reraTtit, B Tom yueae 2, 3 wm 4 crencun
raecTn y 11 (0,229, 47(0,7%) u 8 (0,1%) naniieHToB coorsercraento. Meitana BpeMeHi 10 Ha4aia passirtiis
renartita cocragnaa 3,9 mecaua (amanason or 8 ameil 10 26,3 mecdua). Meanana npoaoiKHTENsHOCTH
cocrasuna 1,2 mMecaua (quanason ot 1 aus go 22,5+ mecsua). [lpexpawenne tepanun nemGpomizymabom B
CBA3M ¢ renatuToM norpebopanocst y 29(0,4%) naunentos. [enatuT paspewnncs y 5S4 nauueHTos.
Hatynoonocpedosannsit neghpum

V 30 (0,4%) nauueHtos, noayunsinx nemOpoan3ymMal B KauecTBe MOHOTEPANHM, pasBuacad HedpHT, B TOM
gucne 2, 3 nm 4 crenenn mxectn ¥ 8 (0,199, 16(0,2%) u 2 (< 0,1%) naunenTtor cooTBeTcTBeHHO. Menana
BpeMEeHI J0 Hauana pazeuTug Hedpira coctariina 46 mecsiua (Ananazon or 12 aneii 1o 21,4 mecsua). Meanana

NPOAOJKUTENEHOCTH cocTaBuna 69 Mecsua (auanaszon ot 6 axeil no 282 mecsua). Ilpexpamenne Tepanun
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nemGponisymabom B casn ¢ Hegputom notpebosanock y 13 (0,2%) nauuentos. Hedpur paspewmnncs y 18
nanuesToB, B S chaywasx nabmojannck OCHOKHEHHA. Y NAWICHTOB € HEMIOCKOKISTO'HLIM HMPJI,
MONYYHEIINX Tepanmiio neMépomiymabom B koMBuHatmm ¢ xumuorepanueil, BKmovatoiiel nemerpexcen i
fpeiapar wianiiibl (1=483), ucivia pussniin nedpila coviasiuia 1,456 (Boe Cicetn Bimeeii) ¢ it ool
0,8% s 3 erenenu Taxectd v 0,4% nng 4 crenewu TsawecTw.

Hymynoonocpedosannnie andokpunonamuu

Y 62 (09%) naugienros, poaymiBwmnx  pesBpoansynal,  pazmumics  HeJoCTaroniocTh  Pynsin
HMIOHCGHITROB, B foM wicae 2, 3 el 4 crencitl inaceist y 27 {0420, 27 (O0%) u 4 (0.194) wanguiiiios
coarpereTraciIio. :\-L_’.!H.".Hﬂ HAEIRHE EN] 3 [ (6 N PCIE RS A S S A TR b B 1 NCTATOMHOCT (})_\ HEIInE e one sy
cocTaruga 5,5 vecsna Guanazon ot 1 go 23,7 vecsiga). Menana npogeskirensiocts e 6u 10CTHryTa
Cianason or 3 ameit go 4014 mecsna).  Tpekpamenne  vepanisn nemoponisyMadoym B usadil ¢
HEAOCTATOUHOCTLIO DYRKIDIH najnodeunikoB norpeGosatocs y 5 (0,1%) naunentos. HepoctatounocTs
(yHKIN HA/INOYEHHHKOB paspeiuinack v 24 nauneqros, B 10 cayuanx nabaoaninch 0C10KeHIs.

Y 40(0,6%) naunenTor, moayynsminx neMbponnsymMab, pazeiics runouzut, B rom wiene 2.3 w4 crenenn
mikectn y 15 (0,2%), 21 (0,3%) n 1 (<0,1%) nanscuroB cooTsereTieHno. Meanana Bpeaein Jio Havaia
pazenTus runodgmanta coctaguna 5.9 mecaua (apanazow or 1 aua go 17,7 wmeciua). Meanana
ITPOIOJIKHTEILHOCTH cocTariia 3,3 Mecaua (ananason ov 3 axeii g0 48,1+ mecsua). Ipekpaluenne Teparin
nemOponusymabom B cean ¢ runodisuroM notpedosanock y 10(0,1 %) naunenres. CinodwsuT paspeuinics
y 19naunenros. B 8 cnydasax Habnio1aluCh OCIOKHCHHS.

V 344 (4,8%) nauMeHToR, N0Jy BN neM6ponn3yMab, pasBiics FNepTHpeos, B TOM 9ncie 2 Wi 3 creneny
keeTH y 93 (1,3%) n 8 (0,1%) naumeHToB COOTBETCTBEHHO. Mejlnaa BpeMeHH 0 Havana pasBHTHS
runeprTipeosa cocraguna 1,4 mecaua (amanason ot 1 ana o 23,2 mecsiua). Meaana npoaoKHTEILHOCTH
cocTaBina 1,6 mecaua (auanason ot 4 aseii 10 43,1+ mecsua). Ipexpauiesne Tepanin nembpoizymabom B
CeA3M ¢ TUnepTupeozoM norpeboranock y 3 (< 0,1%) naumnentoB. 'nneprupeos paspewnincs y 282 (82004
naunenTos, B 11 coyyasx Habmopamick ocnoxHexns. B axbloBanTHOM nccnegopanyn naimentos ¢ TTKP i
MeIaHOMOIl, nomyuaBmnx nemMoponnsymMab B kauecTBe MOHOTEPAMH HPH ATbIOBAHTHOM neueHnn (n= 1480),
4ACTOTA pa3BUTHA IHnepTupeosa coctaBuna 10,9% Gosbluas yacTs KoToporo Gbiia 1 1 2 cTeneH TAKeCTH.
Y 856 (12,0%) natymeHToB, NONYYHBIINX neMOponn3yMad, pasBHiIcs rMIOTHPEO3, B TOM Yicle 2 uin 3 cTenesn
makeern y 630 (8,8%) u 8 (0,1%) nawuenTtoB cOOTBETCTBEHHO. MeAnana BpeMel 10 Hauana pazsuTus
rufotnpeosa cocraphna 3.4 mecsna (Asanasond ot 1 g o 25,9 mecsna), Mejwana npoiomkiieabiocTH e
Gwinia ocTurHyTa (aManason ot 2 jueii 10 629+ mecaua). Npekpaigenne Tepanim nemGpounsymabom 8 casii
¢ runoTpeosom notpebosanock y 4 naumentos (< 0,1%). I'unotnpeos paspewmics y 199 (23,2%) nauneHToB,
B 16 cnyvaax nabmoaanuch ocnoxkhenns. Y nawdentoB ¢ kJIX (n=389) yactora pasBHTHS THNOTHPEO3a
coctasiia 17%, sce caydan Opunr 1 wan 2 crenend takecri. Y nawtentos ¢ TPTTIL (n=909), noayuneimmx
nemBponn3ymad B KauecTBe MOHOTEpANNH, YACTOTa PasBUTHA runoTHpeosa coctasnia 16.1% (sce creneHu
Tsokeetd) ¢ wactoroit 0,3% 1 3 cremenn Tsokect. Y naumentoB ¢ TTPTIH (n=276), nonyunemmx
nembponusymad B koMOuHaLI ¢ XiMioTepaniitei, Bxnovasiueil npenapar naatis 1 5-OY, yactora pazaunims

runorupeosa cocrasuna 15,2%, sce cnyyan 6uimi 1 wnn 2 cTenenn TAKECTH. Y NAlHEHTOR, NMONYHABIINX
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nevenne nemGponuzymabom B KOMOMHALMH ¢ akcHTUHHOOM W nenBaTuHiOOM (N = 1456), uacToTa passBuTUs
runornpeoza 6si1a 46,2% (ece crenenn taxectn) ¢ qoneil 0,8% 3 u 4 crenenedi txectn, ¥V naunentos ¢ [TKP
W MenaHoMoil, moayyasmnx nemGponnsymalb B Bijie MOHOTEpPANH 1P aabioBaHTHOM nedenni (n= 1480),
HACTOTA BOBHUKHOGCHIA 1 Hit0TIipeosa Obuia 17,7%%, Gouitad uacrn Koroporo Obina 1 um 2 CTencuil T4ReCTil.
HMAMYHOOROCPEOORANHBIE KONCHBIC HEHCCTAMENHBIE PP At

Y 116 (1,6%) nausenTos, nonyqnBuuX nemoposnnsymad, pazBuiuch HMMYHOOMNOCDEIOBAHHLIC TiKCEI/bIE
ROKHBIC Peakiyi, B ToM wnche 2, 3 s 5 crenesin tmkeenit y 11 (0,2%), O1 (1,5%) 1 1 (< 0,1%) naigicrros

- o A L T B R ]
copireTeTReR 0. Me i ppeMeniit A0 MANAMA PuBiites TAKS X EsniIX peakinil coeTnRiia 3.3 sipean?

(ramazon or 3 guedi go 25,5 vecana). Momana uposoasirrensuoety cocrasiia 1.9 yecaua (anazon or 1
1o 47,1+ secaua), Tiperpantesie tepamin nemOpomisyMadon B CBAM ¢ THRCALIMIT KOAHLIMH PEaKTHAMNT
norpedosanocs y 13(0,2%) nannen1oB. Tyimebie KOAILIE PLaklitil paspeliniich y 83 naenros, B 2cayyaix
HaOIHOAANICH OCTOKHEHM,

Habnmonanuer peaxue cayuan cijipoma Crienca-/KeHCOHA 1 TOKCHYECKOTO IMCPMAILIIOr0 NEKPOIIH3A,

HEKOTOPBIE 13 HIX € AeTanbHEM Hexo1oM (em. «Cniocod npumenenns 1 1o3u» 1 «Ocolsie ykazannan).

Lpvene snoxavecmaenibie onyxoau

Monomepanusa

Hexenateneunlie  ABNEHHA Y NALWMCHTOB € pPelMAMBUPYROILIM  Wian  MetactatiyecknM  TIKPK  unn
mectHopacnpocTpadersbid [TKPK, kak npasuiio, 6bUTH ¢X0/11b1 ¢ TAKOBBIMH ¥ NAWMEHTOR ¢ MENAHOMOI 1IN
HMPIL

Ocr02CHeHUS QIN02EHHOT MPANCATAHINAYUU 2EAON0IMUYECKUX CIBOI0BBIX KIemOK npu kJIX

M3 14 naunertor B KEVYNOTE-013, kotopsiM ObLia BBINONHEHAa aJIOT€HHAs TPaHCHaHTALs
reMONO3THYECKMX CTBOJIOBBLIX KJIETOK nocne neyeHus nemoponnsymabom, y 6 naupenToB coobluanack octpas
peakius «TPaHCIUIAHTAT NPOTHB XO39HHa» ¥ y 1 MaumeHTa XpoHHYECKas peakiys «TPaHCIIaHTaT NpoTHB
XO3SMHA», HU OJ1HA 13 HUX He TIpMBeNia K JIeTaNbHOMY ucXoay. Y 2 NauMeHTOB pazBHCS OOIMTEpHPYIOLLHii
3H10(NeONT neuEHOUHBIX BEH, B OJHOM Clydae ¢ JeTanbHbIM HexoaoM. Y 1 maumeHTa pasBuics CHHIAPOM
NpIKHUBACHHS NOCE TPAHCTIIAHTALMN,

M3 32 naguentoB B KEYNOTE-87, kotopeiM Gbina BLINONHEHa QMIOTeHHAd  TPAHCIUIAHTAUMS
reMOMO3THYECKHX CTBOJOBBIX KIETOK nocne eyenns nemOponsymabon, y 16 naunenTos coobinanack ocTpas
peaxuus «TPaHCIINaHTaT NPOTHB X038UHA» U Y 7 NMAIUCHTOR XPOHIYECKAS PEaKIMA «TPAHCNIAHTAT NpOTHB
XO39HIa, B ABYX CIYHaAX C NETatbUBLIM HeXoAoM. Hit y oioro nawienta ne Habuoanca odumnirepipy el
sugodaeOnT neuénounbiX sBed. Hu y opHoro paigicnra He HabMioJasics CHHAPOM MPIKMBICHHA HOC/e
TPaHCIIAHTalHH.

M3 14 naguentor B KEYNOTE-204, xoropeiM Gbina BLINOJAHEHA QJOTeHHAs TpAHCMIaHTALs
(eMOIOTUYECKHX CTBONIOBBIX KIETOK HOC/e Jetenitst nemopoansymadoM, y 8§ naunentos coofianacs ocrpas
pearums «TPAHCIUIAHTAT NPOTHB XO3aUHa» N Y 3 NalMCHTOB XPOHHUYECKAS PEAKLMA «TPAHCIUIAHTAT [POTHE
X037MHa», HM OJHAa M3 HIX He NpHUBeNa K neTanbHoMmy mexouay. Hu v oamoro nawitedra ne naGmonancs
o0mTeprpytomuii 3H20(pAeOUT nevéovubX BeH. Y | nawienta pazshics CHHAPOM NPIKHBICHUS M0CTe

TPaHCINNAHTaUHH.
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Hoeviwenue akmunocmu hepmenmos nesenu npu Mepanuu nemopoIusymMatom 6 Kombunayuu ¢ akcumuHubom
npu ITKP

B KAMHHYECKOM WMCCTIENOBANNM Y panee Heleuewhix nanmentor ¢ [NKP. nonvaasnmx nemBponusymab s
ROMOMHGILITT C aKCH TH1H00M, Hal:iu4dia0h GO5ce BLICOKIA, 4eM OAGLGEMaA, 40CTO1a 0BLILCIBL AR TIHBIIOCIH
AJIT (20%) w noesnnenua akturiioctd ACT (13%) 3 w 4 crenenu tsokecTn. Meauana speMeny 10 HaMana
norbimenusa akrurnocet AJIT cocrasmuna 2.3 mecana (uianazon ot 7 apeii 1o 19,8 mMeesn@a). ¥ naienros ¢
goskincineM aktisroctn AJIT suiue BUIT 23 pas (24 cresens Taieetn, n=116) B 94% ciytiacs
GO PRI BHAA PRI YA IECh 40 G-1 Creiaiin pareCii 3Y% Hatnel OB ¢ NOBBIUICHHGTT SR1IHHOC RO
AJIT moaynamt CHCTEMILG KOpTiHKOCTCpoil. B caynwae paspeinenia 92 apgenran (§4%) Guina nesropha
Has1AIena MolloTepanid mesidponnsyMaton (3%) 1wm axerrtunbone (31 246) wan komOmunposans repaiig
(50%). Cpeju 911X HAACHTOR ¥ 55% e HaBi 4100k TTIOBTOPHOTO noesimenna akrupuecty AJT awune BIH
>3 pas, y BCeX MALCHTOB € NOBTOpHLIM moBbimennem aktienocty AJIT suitne BI'H >3 pas mactyniio
paspelienie. ARNCHNUN CO CTOPOHBI MEUSHN S CTENCHN THKECTH 3apel HCTPHPOBAHO He OLINO.

0/111«.’,‘[(”((’”1([’ J[I()()[’HHIO['”'NI'I_\' HORQ20Menenn

Cpeit HauieHToR, 110y aBILnX 1eMOPOIHIyMad B Ka4eCT8e MOHOTCPAMIIT, JIPOUEHT UAILCHTOR, Y KOTOPHIX
#ab1H0/1A10Ch OTKIIOHEHME 1ab0paToOpHBIX NOKasaTeneil OT HCXOAHBIX 2HaUeHHil 10 3 w1l 4 cTeneHn TIAeCTH,
cocTagun: cHwkenue uncra aumdouuTor 99%, cHIpKeHNe KOHUCHTpaunH Hatpus 7%, cuiaenne
KORUCHTpaunn remornodina 6,2% NOEbIUEHHEe KOHUCHTPALHNW MNOKo3bl 5,5%, CHixeHne KOHRUEHTPauuy
docdaros 5,4%. noseiuenue aktngoct AJIT 3,3% nowiuenue axtugnoctn ACT 3,2 %% nosuiuiehie
aKTHBHOCTH 1ies104Ho# docdarassl 2,7%, cHInKeHlie KoHIeHTpauny kamis 2,4%. NOBLILEeHNe KOHICHTPaRH
kamia 2,1%, cHmikenue umcna ueitrpogmnor 2,0V, cHipkenne uuena tpomGountos 1,%%, nossluenne
KOHUEHTpaunn kansins 1,9%, nombilienne koHuentpainu Gumupybusa 1,8%, cHIbKeHHe KOHLEHTpauuu
ansbymisa 1,5 %, CHIDKCHAE KOHUEHTPAUUH Kanbupsa 1,5%, NoBbIeHNe KOHLUEHTpaunn kpeatnunaa 1,4%
CHIKEHHEe KOHUEHTpauuu rmoxosst 1,0%, cHiskenue uncna neifkountos 0,9%, nopblenHe KOHUEHTPALMH
maraus 0,8% noBbilieHHe KOHLEHTpaimu remornobuna 0,5%, nmopbiuienue konuentpauny narpus 0.5% n
CHIKEHHE KOHLIeHTpauny Marans 0,2%

Cpead naupeHToR, nonyuaunix nemOposnnsymab B xomOMHAUMB ¢ XMMHOTepanueii, 1078 NalMEHTOB, Y
KOTOpBIX Habm0Aanoch OTKIOHe e 1abopaTOPHBIX NMOKazaTeneli 0T HCXOAHBIX 3HadeHi 10 3 win 4 creneHn
THKECTH, COCTABHIL: CHILKeHHe uucia neiirpodnnos 44,004 cmipkenne wicna aefikountos 29.4%, cumxenme
wena Jnmdonntos 26 %%, cHikenne KonienTpaunn remoriaobmnia 22,1%, cumkenne wiucia 1poMOoiTos
13, 2%, cumkenue xouuenipaimd narpng 11,0%, cunmenne konuentpaunn qocdatos 7,77 nossiuicHie
aktusoctin AJIT 6,8% chmxenne KoHueHTpauun kanua G8%, nopblllente KOHUEHTPaUHK IIokoss! 6,1%
nopsiieHne akTieHocTH ACT 5,0%, CHIDKeHHe KOHUEeHTpalH Kanbius 3,5%, NoBbilleHHe KOHUECHTPaunH
Kads 3,2% NoBBILCHHE KOHIEHTpauud kpearnmima 2,9%, cruwkenie KOHUEHTpauun annOymnna 2,204
NOBbIIENHE AKTHBHOCTH wienoynoii ¢ocdarasbl 2,1%, noseiueHie KOHUeHTpaund OunnpyGuna 207
nosbiuenne konueHTpaunn xansiya 207 nossinenne MHO 1,3%, cintkeline KOBUCHTPAWHH TIIOKO3bI 1.2%

HOBBILLICHIE KoHIUeHTpaLun natpusy 0,5%%



Cpesan NauMeHToB, NojnyyaBwuX nemMopomusymad B KoMOUHALMN ¢ aRCHTHHHOOM HIH JieHBaTHHUOOM, n0ns
NANNEHTOR, Y KOTOPHIX HaBmioaanock oTKIoHeHHe 1abopaTopHLIX TokasaTesell 0T HCXOANLIX 3HavenHii 10 3
WIH 4 CTENEHH TAKECTH, COCTABHIL MOBLIILEHIe akTHBHOCTH minasnl 23,0% (e u3Mepsanoch y NManueHToB,
HOAY SUBIIIX HeMOPOIN3YMAT Hf aRCH THILIO), Cilinaeiie neia diinigountos 12,070, Cilkeuiie KOMneiipaitiit
natpus 11,4%, nossumnenne akTHRHOCTH amiinassl 11,2%, MoRbINIEHIE KOWIEHTPAHA TpHIiuepu/ios |1,2%,
nossienne aktneuocetd AJIT 10,4%, nossnuenne axtusnocti ACT 8,9%, nosbluenne KOHUEHTPALMY
rmokost 7,8%, cnmkenie somnentpaunn Qecdopa 7,5%, ciiskenie kotieHtpaimn goedaios 6,8%,
crnpkeHe xonneInarin kanug 6,1%, nopsuneiite copmenpanig ke S 1%, noptineHie KORTEeHTR
xosecrepuna 4.5%. nosuiuenie Konuentpaiutt kpearnoa 4,4%., Cinpreniie KOMMUeH rpait resMornodima
4.2%, cinkenue Kouuenpaui Maryna 4,0%, ciekenne yuena veiitpodunor 3,5%, noseimcsiie aKngHoct
enounoii Qocduarasel 3,1%, ciskeniie yueaa 1pomodowros 3,0%, NOBLILICHNE Koruen paln uinpyduna
2,8%, cHiskenue KouueHTpauuM kamwiig  2,2%, cuumenne wmena  Jefikountos  1.7%, nosbnueHne
komEenTpain Marnug 1,6%, nossnuenue MHO 1,5%, cumkenne kounenrpaigm rniokossl 1,4%, chnkenne
kouueHTpaunu ansdymuna 1,2%, nossiuenne konuentpaunn kansuns 1.2%. nopbienie KOHUCHTPaUny
HatTpua 0,4%, NORBIIEHIE Konuen paint resorodima 0.1%.

MMMYHOTreHHOCTL

Y 36 (1.8%) w3 2034 noanexalumx OUEHKE NAlHEHTOB, NONYYHBIUMX TedeHne nembponnsymabom B
KIMHUMCCKHX HCCACIOBAHNAX B 103aX 2 MI/KI Macchl Tena kamapie 3 nepenn, 200 mr kazbie 3 veaen wan 10
MI/KI Macchl T€na Kas/ble 2 Win 3 Hellenu B KauecTee MOHOTEPAanui, Pe3yibTaThl TCCTHPOBaHIA HA aHTHTeNa K
nemGponusymaby GbITH NONOKUTENLHBIMHA, cpeid HHX Y 9 (0,4%) nanpneHToB 61 Heli TpaTH3YoLIIe aHTHTeNa
npotHB nemGponuszymaba. IlpusnakoB wu3meHenus Qapmakoknuernueckoro npoduns umm  npoduns
§e30MacHOCTH M0CTIe NOABICHHA CBA3LIBAIOIIMX MIH HEHTPan3yIoIWNX aHTHTeN NPoTHE nemOponsymaba He
Hab01an0Ck.

Hetn

Besonacnoets nemoponnzymaba npi npHMEeHeHHH B KAUeCTBE MOHOTEpanui B peskiMe A03MPOBaHus 2 MI/KT
Macchl Tena Kakzasie 3 Helenn oueHuBanach B ucenenosanny VI dasst KEVNOTE-O51 y 161 naunenTos
JIeTCKOro BO3pacta B BO3pacTe OT 9 mecauer 20 17 ner ¢ pacnpocTpaHeHHoi MenaHoMoil, 1uMbomoii miu
PacnpoCTpaHEeHHBIMH, PELMARBHPYIOLNMY WM pe)pakTEePHBIMH CONHAHBIMU OMYXOJIIMU € NOJOKHTENLHOI
akenpeccueil PD-L1. TMonyasuns ¢ kJIX (n=22) Bkmoyana nanuentos B Bospacre o1 11 no 17 ner. Ipoduins
Ge3011aciiocTy y NauMeHToB AeTCKOr0 Bo3pacTa Obil CXOANLIM € FAKOBLIM Y B3POCHIBIX NALMCHTORB, HOMY THBIINX
nembponnzymab. Hanbonee vacTuiMu HekenaTesbHLIMI peakiiiMi (Coo01eHHBIMH € 4acToTOi He Mence 20%
y TaLlHeHTOB JETCKOro Bo3pacta) OGbuiH nobiueHne Temreparypsl Tena (33%), peora (30%), ronosuas Gonb
(26%), 6onp B xHBOTE (22%), anemus (21%), kawens (21%) u 3anop (20%). BonsuMHCTBO cOOBLIEHHBIX
HEKENATCNLILIX PEAKUMI IPH NPHMCHCHIH B KayecTBe MoHoTepaniny Obin 1 nmn 2 crencun msoxectn. Y 76
(47,2%) nauuenTos Obl1a 01Ha WK GOINbIIE HEXKEIATCIbHLIX PeaKWitit 3-5 CTCNeHN THKECTH, W3 KOTOPLIX Y 5
(3,1%) naunenTos Gbina 0aHa NN GONbLIE HEKETATEALIBIX PCAKILN, KOTOPLIE TIPHBEIIH K JIETATLHOMY HEXOTY.
Yacrora npiisesiena Ha OCHOBaNHN BCEX 3APErHCTPHPOBANNEIX HEKCAATSALHBIX JICKAPCTBCHHBIX peakii

HE3aBHCHMO OT OLICHKH HCClIeoBaTe1eM NPpUYNHHO-CNEJACTBEHHON CBA3N.
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COO6U.LCHHC O NPeAnoIaracMbIX HEXEJIATENbHbIX PEAKIHAX

Coobuienuss 0 npeanonaraeMuiX  HOKENaTedbHBIX  PCAKUUAX TOCHE  TOCYJGpCTBCHHONW  perncTpaiuun
NIEKAPCTBEHHOrO NPENapaTa BOKHLL DTO M03BOASET OCYIECTRAATL HENPEPHIRHLIT MOHHTOPHHT COOTHOIICHHA
i0ub3d / PHCK JISkapCTBedioro npeiapaia. Mediimicnin pandolaikas dpeAIiaeion coodidib 0 Jioobis

HPENONAraeMbIX NEXeTATCNILHBIX PearingX.

HEPE/TO3HPOBKA

TArs N v rvry » gz op Xl 4 1qayl ¥ . R L. Ve R TRl R
Hu ¢ VPG DL O e pPead ZHPORKES 1pPCehiapalomM S ld T Cicy PEIBY e, MdkdantiGiibitQ l.-_l‘t.lll'g,“ ad Jyuo s U

gt 'y = W on " ~ e ~ ’ Al e LRl TR LI oL B . ey 1Yy Aarriny
ypermapara Apdineliza® ne yeranonnena, Bog0nmispieckuX necagomiiiax Y mamienion,  nodyrissnim

nembponzysad B o3¢ 20 10 sfwr, npodurs Gezonncioctt Gula COMOCTABIM € TAKOBRLIM Y NAILLEHTOR,
nojyuasix nembpomizymad 8 j1o%e 2 mr/ Kr.

B caynae nepeo3snpoBkl HeoOX0AUMO HPOBOAHTL TILATEALHBIT MOHMTOPHHT HAIMENTOB B OTHOMICHIN
MPUINAKOR 1 CHMITTOMOB HEKCNATENLHLIX Peakiuii 1 HA3HAuNTL COOTBETCTRYIONIEE CHMITOMATHHECKOE

NEHEeHHEC,

B3AMMOJIEIICTBHME C JIPYTHMH JIEKAPCTBEHHLIMHI CPEJCTBAMH

Crieunansipix uecneaosannii hapmakoxnseTnueckoro sanMoeiictsus npenmapata Apdneiina® ¢ apyruvm
JICKapCTBEHHBIMIE NpenaparaMit He nposoitin. Hockonsky neMOpomizymab BEIBOMTCS 13 KPOBOOOPAILCHHA
3a c4eT KaTaboan3Ma, TO He ClelyeT 0KHAATL MeTaboaHYeCKNX NIeKapCTBEHHBIX B3aHMOeHCTRIN.

Cnenyer n3berath npUMEHEHNES CHCTEMHBIX KOPTHKOCTEPOH/IOB M MIMMYHOACNPECCAHTOR 710 Hayana Teparii
npenapatoM Apdneiina®, yuutbiBas ux Bo3MOKHOE BAMFHHE HA (APMAKOIMHAMUYECKYIO AKTHBHOCTH M
sdpdekmusrocTs npenapata Apdaeiina® Tem He Menee, CHCTeMHbIE KOPTHKOCTEPOMIbI I Ipyrie
MMMYHOJETIPECCAHTBI MO)KHO HCMONBL30BATE MOCNE Hawana jedenus nemGponusymabom ans Tepami
HMMYHOONOCPeI0BAHHBIX HexeNnaTenbHblX peakunii (cM. «Ocobble ykasauuan). Ilpn neuennn mpenaparom
Apdneiina® B xomGunaumn ¢ xumpotepanueii MOXHO MCTIONB30BATH KOPTHKOCTEPOHIBI B KauecTBe
fpeMeanKaluy s npouNakTHKH PBOTHI H/UAN obNersenus HexenaTelbHBIX peakiuii, CBI3aHHBIX ¢

XHMHOTEpanueii.

OCOBBIE YKA3ZAHHSA

Hpumenenue npenapama Apreiida® 6oIMOICHO MOABKO MO HUsHUMEHWO SPANA U 10O HAGIOOCHUEM
Keauduyuposanioeo Meduyuncko2o nepeonana. pu pasewiuu no6ouno:o deficmeus 1eobxoduno coobuyans
00 3MOM 6 YCMAHOGIEHHOM NOPAOKE ONA OCYUECBICHUS MEPONPUANIUI HO DAPMAKORADIOPY.

Iammynoonocpedosanible HeJCeAamMenbHbIe PeaKyuu

Y naunenTos, noayiagiunx nemMOoposnsyMad, 0TMeHaiich MMMYHO0IOCPEI0BANNBIC HEKEIATE/IbIIbIC PeAKIIM,
BKITHOYaA TAKEILIC U CJIYYAH C IETAlILHBIM HCXO0M.

Amyynoonocpe1oBakHbIE HEXenaTenbHLIe PeakUd MOTYT BO3HUKATH 110CTE OTMEHBI TCPAlTHM MPErapaToM
Apdneiina®.  BonbLIMHCTBO  HMMYHOONOCDE0BAHNLIX  HEKCAATCALHLIX  peakunii, Habmonasumxcs 8
KITMHHYECKHX HCCeoBaHusX, Obuin o0paTHMBl H KOHTPOJIHPOBANNCL MNOCPEICTBOM BPEMEHHOH OTMEHbI
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Teparmiy  nemOponu3ymMaboM, NpUMEHEHMS KOPTHKOCTEPOHJOB W/HAM  CHMINTOMATHYECKOH — Tepamiu.
MMMyHOoOnOCpe JOBAHHEIE HeKeNaTelTbHBIE PeaKiini, 3arparygatoiue Oonee 0HON CHCTEMbI OPraHiizMa, MOryT
pa3BHBaATLCA OJIHOBPEMERHO.,

[Ips HOAUSPCI HA JMMMYHCULOCPEAOBUINDBIC LHCKCIITSIAbIBIC PCakitiil 1peOyelca HpoBceli TaTeibityio
OHEHKY € HELI0 NOJATBEPANTE 3THONOTHIO WIIH UCKIIOUHTE JIPYTIE BOIMOMHbBIE NpuaiiLl. OCHOBRIBAICH HA
TAKECTH HEKSIATENLHON PeaKiyii, HeoOXOANMO BPEMCHHO OTMEHUTH Tepanmo npenapatom Apdueiiza® u
PACCMOTPETH BOIMOKHOCTE HASHATCHHA KOPTIRGCTEPOIL,30R, C MOMCHTA YIYUIICHIU 0 1 WA MCHCe CTeNCHHM
TAKCCTH, THATH TOCTCHEHIOS YMCULIHENNE JIOTLT KOPTHE

o JOETOHCIoe Yyl .i‘ll..‘

SCTPONOE H OPAIOIKNHTL Org B reueHie, 1o
)

MEHBINCH Mepe, 1 wecsa, Cornacnoe OrPAHITHEHELIM JHIILING, NOMYHCHIBIM B KAWHHMCCENX HCCNCROBAHAAN, Y
NAMNCHTOR, Y KOTOPEIX HAMMYUOOHOCPLTORAHNLIC JICKCTATSILULIE PCakiiing ne HOUIEBINHCL KOHTPOND 11PH
HPUMCHCHNN KOPTHKOCTCPOUA0B, MOMKCET ObITh PACCMOTPCHA BOSMOAHOCTD HASHAUCHHA APYIHX CHCTCMULIX

NMMyHORenpeccanToB. BoloGHomrnenne Tepamun npenapatom  Apdaeiiia®

BO3MOKHO B Clyuyae, cca
BLIDOKCHHOCTL HEKeNaTeNILHOH peakiing octaerea 1 HaM MeHee CTeneHn THKeCTH Nocie NOocTenentoro
YMCHBINCHHA 10761 KOPTHKOCTepou 0B, [1pn BO3SHIUKIOBEHWI APYIOro JMM301a UexelnaTe/NLHoi peaki
TAAKENON CTenern HeoOXoJHMO HOIHOCTLIO NPEKPATITL NpuMerenie upenapata Apdaeiiza® (em. «Criocod
npuMeHenns 1 1036 1 «Ilobounoe aeficTeien).

ITvsyroonocpedo8aninblit NHEEMONUIN

VY nauneHToB. noayvasix nemoponnymal, coo0lanock o cayqasx pa3pliTHg NHEeBMONUTA (BKIHOUAT CyUaH
¢ JeTanbHbIM Hexozom). HeoOXxoawmo npoBOAMTL akTHBHOC HabnlofeHne 3a TMAUNEeHTAMH B OTHOMIEHUM
NpPH3HAKOB M CHMINTOMOB TiHeBMOHMTA. [IpH nono3peHnn Ha NHEBMOHMT HeoOXOAMMO NpPOBECTH
PEHTIreHONIOoriyeckoe MHccneJoBanne Ui HMCKIOHCHMst ApYTHX npu4pH. Tepanuio XOpTHKOCTEpOHaMu
HA3HAYAIOT NPH IIHEBMOHUTE 2 MM BbILLE CTENEHH TskecTH (HayansHas 203a 1-2 MI/KI/CyTKy npeaHn30Ha WiH
aHanora ¢ NnocieAyIOIHM MOCTEeNEHHbIM YMEHbUIEHHEM /103b1). BpeMeHHO OTMEHSIOT Tepanui npenaparom
Apdreiina® npu neemonnTe 2 (yMepenHoii) cTeNenH TAXKECTH U NONHOCTLIO OTMEHSIOT NpH 3 (Taxenoif) uin
4 (xw3neyrpoxaroneii) CTeneHd TAXKECTH NMHEeBMOHHTA MIH PeUHANBE NHEBMOHHTA 2 (YMEpeHHOIl) cTenenu
TsokecTH (eM. «Cnocob npHMeHeRns i 103k1»).

Hymynoonocpedoganiulit KoJum

VY nauueHToB, noayyaBmux nemMoponnzymab, coobianock o cayyasx pa3BHTHA KONHTA

(cm. «lloBounoe neficTeney). HeobxoaumMo npoBoNTh aKTHBHOE HAGMOACHHE 32 NALMEHTAMY B OTHOLICHUH
MIPU3HAROB H CHMNTOMOB KOJAHTA 1 HCKITHOHNTD JIPYTie npHiIMibl Cro passntHA,

Tepanuio KOPTHKOCTEPOHAAMH HA3HAYAIOT NIPH 2 WM BbllIe CTENENH TaxecTH (Havanbhas 103a 1-2mi/kr/cyTku
NpeAHH30HAa WIH aHAJora € NOCIeAYIOHM NOCTENEHHBIM YMEHbLILEHHEM J03bI).

BpeMeHHO OTMEHSIOT npumenenne npenapata Apdneiina® npn 2 (ymepennoil) win 3 (Taxenoii) crenenn
TAKCCTH KOJIMTA U NOJTHOCTBLIO OTMEHAIOT NP KoanTe 4 (azneyrpokaiouleit) creneny axecti (eMm. «Criocod
MPUMEHEHHA U 11031:1»).

Hammynoonocpedosanubiit cenamun
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VY naumneHToB, momyuaBmnx nemOpoimzymab, coobiuanock o cayyasx passumis renarura (em. «Ilobounoe
acitcrauey). HeoGXxommo npoBoAnTh HabIHOACHHIE 3a MALMCHTAMI B OTHOIICHIH AMHAMIKH QyHKUHOHATbHBIX
nokasateneii meweHH (B Hawane neveHHs, NEPHOANNUCCKH Ha NPOTSKEHUW TEPATK, @ TAKKE HA OCHORAHIU
KILiieckoil oucnnn) HOCHMUETUMOB FCHal i ia i fCRAGOMITDL APYIEHC TP b, Tcpalmio RUP LHRGCECPOL LA
HAZHAMAKOT TIpH Tenarute 2 crenenu TaxecTn (nawanwuas qo3a 0,5-1 wmr/kr/eytkn npenmona (win
AQHATOrHYHAR) € TOCTCAYIOUINM TI0CTENeHLIM YMEHBIICHHEM 103h1) M NPH IernatuTe 3 cTeneint THKecTH 11
sriie (12 3/Kr/Cy Tia apeannsona (N aUajGrisHa) ¢ HoCAC/ oM ROCTSHCINILIM Y MAHLIBCHICM A05h).

=

PRCNGAlD L dodiiuc b B0 ONAIILHO Y b paliiiiy Hpenapaiost Apguiiild T B o colibciviitin € ypoBlicy

nosuiels akTisneety depsenton nenenn (ev. «Criocod nprsencing u jesum).
[y noonocpedocanuiil medyem

Y nauneHToB, noayuasuix nenGponnsymad, coodanock 0 caydaix pazeiiud uedpura (oM. «ilodvunoe
Acticteren). HeoOxo01mMo npoBo/inTh HaOMKACHHE 30 NAUMCHTAMI B OTHOLICHIIY M3MEHentA QynKIun noyek
M UCKITIOYWTE JipyTie npuanisl. Tepanio KopTHKOCTePONAMI HAZHAYAKOT LI PA3RI I HEKENATeNhHRIX
ABJEHNHIT 2 1 BRIUE cTEnenn TakecTr (Havansnas ao02a 1- 2 ar/kr/eyTen upeannzona (s ananornynasn) ¢
ROCHCYIOUHM NOCTENCHHBIM YMCHBIICHIEM J10351). BpeMeHio oTMeHAI0T Tepamiio npenaparom Apdueiiza® i
crnyyae passuTia 2 (yMepennoii) cTeneHu TaxecTi ned)piTa ¥ NOTHOCTLIO OTMEHAIOT Npi 3 (Taxenod) nn 4
(xuspeyrpoxaloieii) crencuu Taxectd Hedputa (cM. «Crniocod npuMeHenys i J103b1»).

TTviviyvneonocpedoeaninbte 2100KPUNORNAI U

VY nawieHToB, noayuasmmx nemoponnsymab. coobiianock 0 cnydasx pasBHTHA HEAOCTATOYHOCTH (YHKLN
HaNOYeYHNKOB (IePBHYHOM W BTOPHYHOIT). ¥ nauneHToB, noayyapmnx nembponnzymad, Takixe coobuianocs
0 ciysaax passutia runodmsnta (oM. «ITobounoe aeiictene»). Heobxomumo nposoants nabmojenne 3a
nayeNTaMd B OTHOLIEHHH NPH3HAKOB M CHMNTOMOB HEJAOCTATOMHOCTH (YHKUHM HAANOYEYHHKOB H
runodusnTa (BKIIOYad THIONHTYHTAPH3M) H MCKIIIOYHTB APYTHE NPHYHHBL B cnyyae npossieHns BTOpHUHOI
Ha/IN0YEYHUKOBOM HEJ0CTATOMHOCTH Ha3HAYAIOT TEPATTHIO KOPTHKOCTEPOHAAMH HIH JAPYTYIO 3aMECTHTEILHYIO
rOpMOHANTLHYIO TEPATHIO B COOTBETCTBHHM C KIIMHHUECKOiT olleHKOii. BpeMeHHO OTMEHSIOT TePanHIio NpenaparoM
Apdneiina® B ciyuae 2 (ymepennoii) cTenenu TaxecTH runoQu3nTa, NOTHOCTLIO OTMEHAIOT NpH 3 (Takenoi)
Win 4 (KM3HEYTPOXAIOWEH) CTeNe N THKECTH HeA0CTaTOUHOCTH (YHKUMH HAIMOYSYHHKOB IIH THnogH3NTa
(cMm. «Cnocob npuMeHeHHs | J03bI»).

VY naunenTtoB, noayuasnx nemGpoansymad, coobuanoch o cayuasx paiBHTHs caxaproro auadera 1 Tnna,
BIUIIOHAA  CAyHAM  PazsuTud  AnadeTHHecKoro  Keroalliiosa, HeoOXxoammo npoogirs HadiojeHue 3a
HAUMEHTAMH B OTHOLUCHHH THHCPIIIMKEMIN Wi APYIHX [PH3HAKOB M CHMIITOMOB caxapHoro juabera. [Tpu
caxapHom anabete | TUNA HA3HAYAIOT MHCYJIMH, @ B CIIy4asX TSOKENoll runepriiMKeMun Tepanuio npenapaTtom
Apdrieiina® BpeMeHHO OTMEHSIOT 10 JOCTHKEHHS KOHTPONIS Hal MeTaboIn3MOM.

Y naudentos, noaydapwmnx nemponnzymad, coodllanock o HapyeHnax co CTOPOHbI LHTOBHAHON &Kee3pl,
BK/IOYAS THIEPTHPEO3, MHIIOTHPEO3 U THPCOMINT; OHM MOTYT pasBiuTbes B 1000f MOMEHT BpeMeHH Ha
nporkenun nevenns. Mexoas uz sroro, tpe@yerea nabniogenne 3a nauneHTaMn B OTHOIICHIH H3MEHCHHS
GyHKIHN WMTOBIHOI sKkenessl (B HAYane JeveHid, NepHoAINCCKH Ha NPOTAKCHHH TEpaniy, a 1aKkme Ha
OCHOBAHMM KJMHHYECKON OlEHKM) M KIMHHYECKHX [pH3HAKOB W CHMNTOMOB Hapyluenuii dyskiid
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IMTOBHIHOM ene3bl. JleueHne rUNOTUPEO3a MOKET OCYLUECTBIIATLCA NOCPEACTBOM 3aMECTHTENILHOI Tepanni
0e3 npepbiBaHMs Jevenus u  Oe3 npumenenMs koprukoctepouacs. Ilpnm  runeprupeose  BO3MOKHO
CHMNTOMATIYECKOE JleucHie. BPeMCHHO WM MONHOCTBIO OTMEHSIOT Tepamiio npenapatom Apdreiina® npu
piaea0il (3) i knsieyrpokaouil (4) crenelin GiRee il rinep ripeosd (i, «Crocod HpHaciciiig i {osbir).
VY naupnenTos ¢ Tmxenolt (3) Mnn k3Heyrpoaonieil (4) CTencHiio TAKECTH IHIOKPHHOMATIHN TIPU YIYUTIEHHH
A0 2 HAW HHKE CTCHCHM TAXKECTH M KOHTPOAe NOCPEACTEBOM 3aMECTHTENLHOH TIOpMOHOTEPANHH MOKCT
DACCMATPIERTLCA PO/IOIUKCHITE LpHMenein npenapara Apdueiiaa®.

/\’/L‘l NELZ DA TN ISP T 217 CIoNTIH

y PALNCITOR, fOSYHARIINX n1(‘\!('-%:‘()'Hl'"i}“-il'!t'_i, L‘L‘/('fﬁll.‘,.ﬁ’!l‘h‘b 0 L'JI_\"-!:W_\‘ PazRITIA H‘.‘AM)!.'l_"'-lil‘(']‘»C,"\ﬂ‘z"'lliH-TX
KOWHLIX PC‘L‘.E‘(IIH“ TAARCION crenem. ”C()G\'(‘»,'L!!\'ﬂ MponeINTL IlElﬁ.‘H(‘,’LCHl!L‘ 32 NMAayHenTaMit B OTHoMmeHn
HPSANOAA ACMLIX KOKULIX PEakiiil rakeioil CTeneHy i HCKINounT b Apyrne lipnyitdel. Mexoas us crenesn
THRCCTH HEKEIATILHON Peakini BpeMEBNo HIH NOMHOCTLIO OTMEHSIOT Tepamno npenapatom Apduieiina® u
HA3ZHAYAIOT TEPai KopTrKocTepomiami (cM. «Cnocod npuMeneHng 1 1035).

V naimitentos, nonyuapiinx nemodponnzynmad, coobinanock o cnyyasx pazsutus CCJL n TOH, B Tom wuene ¢
JeTaNblBIM Hexoj oM. Hpn noasnennin npusuakos wm cmnarromos passurug CCH naw TOH spevetio
OTMEHAIOT Tepamino npenapatom Apdineiina® i HanpasnsioT nainenTa 3a CneUBATH3NPOBAHHOIN TOMOILBIO 714
obcnenonanna u nedennd. Ecan CCJL nnu TOH noaTBepskieHbl, MOTHOCTHIO OTMEHAIOT TEPANMIO TIPENapaToM
Apdreiina® (M. «Cnocod npisenening n 103m).

Jpveue uMMyHo0I0CPEQOBAHNBIE HEeNCEAAMENLIBLIC peaniyui

Creayioupe 10NOAHATENbHBIE KIMHHYECKH 3HaYMMbIE MMMYHOONOCPEIOBAHHBIE HEXENATellbHble PeakLiy
OTMEHATHCh B KIMHHYECKMX HCCIEHOBAHMAX MM MOCTPErHCTPALlHOHHOM ITIepHojie NPHMCHEHHUS Tpenapara:
YBEHT, apTpUT, MMO3MT, MHMOKapJHMT, NaHkpeaTut, cuuiapoM ['niiena-bappe, MuacTeHU4eCKHH CHHIPOM,
reMOIINTHYECKas aHeMHsl, CapKOH/I03, SHUeanUT, MUCTHT, BACKYIIHT, CKICPO3HPYIOIINI XONaHTHT, TaCTPUT H
THNIONApaTHpeos.

Mexons U3 crenend TAKCCTH H THITA HeXenaTenkHoll peakunn, npumenenne npenapara Apdneitna® cneayer
BPEMCHHO OTMEHMTb TIPH HEXE/ATeNbHLIX peakuuaxX 2 CTeneHd H 3 CTeNeHH M HasHaYyuTb NpHMEHEHHe
KOPTHKOCTEPOHAOB.

INpumenenue npenapara Apdaeiiaa® mMoxno B0306HOBUTE B Teyenne 12 Heenb mocne BEEACHHA NOCTEAHEN
/036l NPETIAPATA, €CNH CTeMEeHb HexXenaTenbHoll peakunn <1 # 102a KOPTHKOCTEPOUAOB yMeHbUIeHa 40 <10 mr
B JIEHE APSH30HA JIH SKBHBAICHTA.

lpnmenenne npenapara Apdueiina® cneayer noamocrsio ormenuts B caysae moGoii  noBTOpHOI
HMMYHOOIOCPE/IOBAHHON  HeXeNaTeNkHoil  peakuuu 3 cTemeHd, a Takke B cliydae moGoi
MMMYHOOMNOCPEI0BAHHON HEXXETaTeNbHOI peakiin 4 cTencHu.

TMpu 3 nan 4 cTeneny TA)RECTH MHOKAPANTA, 3HedanuTa nan cinapoma Difiesa-Bappe npumenenue upenapara
Apduciiaa® ciieayer NoIHOCTLIO OTMEHHTS.

Cesizannvie ¢ IIIleHC)’IﬂGH”?(JL{NL’ﬂ HeHCenamelvisle peaxyuu



Coobmanock 06 OTTOpXKEHHH TPAHCILIAHTHPOBAHHLIX OPTAHOB B TIOCTPErHCTPAIIHOHHOM NEPHOJE Y NALAEHTOB,
nony4aBumx negenne nemGpoansymab. Jleuwenne npenaparom Apdneiina® MoxkeT yReHHUTE PHCK OTTOPKSHNS
TPAHCIITARTHPOBAHHBIX OPTAHOR Y DEIIMTHEHTOB.

1 1eOBXOANMO PACEMOIPETHL NPCMYLLCCTBA OT JCHCHUA HpCiiapa oM Apdaciiga® 1o Cpasiiciing ¢ piichum
BOZMOIKHOTO OTTOPKEHHS OPTaioR Y 9THX MATHEHTOR.

CooOiuanocs 06 octpoii peakiinn «rpaHenaanTar nporis xossnsay (PTIX), gxmovas neransueii PTITX, nocne
geteia neniOpoim3yMabos y HaiGICHTOB © QLIoremioi tpancaniauicii reMOnoyBIreCckinX C1BoeELX
kactox (TICK) 8 anammese, Y jiagiciiion, ¥ aotopuix zorimikana PTHIX nocae npongaypm rpaiinzanianm,
Moser Gritn nossimen prick PTIIX moctie sevwenns npenaparoym Apdaciiza®. HeoGxoauvo pacestovpers
HPeHMYICCTEA OT neuenita npenapatom Apdieiiaa® no cpasneinno ¢ prckosm eosmoxtore PTHX y nanpenion
¢ anaorcuyoli TI'CK B anamnese.

[ToBbIeHNe aKTHBHOCTH (ICPMCHTOB medeHit upu reparmnt nembpoanmymabom B komGnmaum ¢
axenruunGon npn [TKP

pu repanuy nesGponnzymabon B xoMGupauni ¢ akeuTninbon y nanuentoB ¢ pacupoctpanensy [KP
natirogasacs 6oce BLICOKAA, HeM 0skh/acnMast, actora nopsunetua akmeioct AJIT u ACT 3 u 4 crenein
mxecT (cM. «[loGounoe geficrerer). Jlo nauana i NepHOAMYECKH B TEUCHIE JCUEHHA CIETYET NPOBOINTS
MOHHTOPHHT aKTHBHOCTH drepMenToB nevenn. Cnenyer paceMoTpeTsh fonee HacToe nposeieHie MOHHTOPHHTA
aKTUBHOCTH (DEPMEHTOB MEYEHH NO CPABHEHHIO € NPHMEHCHNEM JIEKapPCTBEHHLIX NPENapaToB B KauecTse
MOHOTEpaIH.

Crenyer cobmoIaTh PeKOMEHIALUNN TI0 JIeYeHHIO NalieHTOR /uii 0DOMX JIeKapCTBEHHBIX NpenapaToB (CM.
«Cnocob mpUMeHEeHNS M A03bI» H MHCTPYKLIIO N0 MEAHUMHCKOMY NMPHMEHEHHIO JIEKAPCTBEHHOrO Npenapara
aKcUTHHND).

MMoBpiIeHHAS CMEPTHOCTL IPH MHOKECTBCHHOI MHeaome, Korjaa nembpoansymald jpobasiasiercst K
AHAJOTY TAAHAOMHAA H IEKCAMETA30HY

B ABYX paHIOMH3MPOBAHHEIX KIMHHYECKMX HCCICAOBAHHAX Y TALUHEHTOB ¢ MHOKECTBEHHON MIHEIOMOT
noGasnenne nembpomizymaba K aHanory TamnaoMujaa W JIeKcaMeTasoHy TpPHBOAMIO K YBEIHHEHHIO
CMEPTHOCTH, JaHHOE NOKAazaHHe K NPHMEHEHHIO OTCYTCTBYRT AnA auThTes, Onokupytowux PD-1 win PD1L
Jlevenne NalMEHTOR ¢ MHOAKECTBEHHOIT MIe10MOii anTuTenoM, Groknpyrottum PD- uan PIDLL B komGunauun
C 4HANOroM TAIMAOMMAA M JICKCAMETA30HOM HE PEKOMCHJYETCs BHE KOHTPONHPYEMBIX KITHHHHECKNX
neesaeaoBanmif.

Hudysnounbie peakunu

Tskensie WHOY3HOHHBIE PEAKLIMH, BKIKOYAA PEaKINIO IHNEPYyBCTBUTENLHOCTH H aHa(uaakciio, cooblanich
y 6 (0,2%) u3 2799 nauueHToB, NOMy4aBLIMX JeueHue nemMOponusymaboM B KIHHHYECKHX HCCEN0BAHMAX
KEYNOTE-001, KEYNOTE002, KEYNOTE006 u KEYNOTE-Q10. Tlpn Tsaaenoll CTCNCHH TAKSCTH
HEQY3MOHHOH peakuii HeoOXOAUMO NpepBaTh HHGY3HIO M HOIHOCTLIO HPEKPATHTBL TCPANMIO NPCHapaToN
Ap(bneﬁna@ (eM. «Cnoco® npuMelerns 1 103b1»). Y NallCHTOR ¢ JErkoil il yMepenHoil CTeneHbIo TAKeCTH

HH(‘))’3HOHIIHX p@ill\'llllﬁ MOKET pPaccMaTpuBaThed  BO3SMOXKHOCTH NPOAOJDKCHHUA Tepani  npenaparom
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Apdneiina® mnox TwarenbubiM  HabmoJeHMeM Bpaua; npeMelnkaiieil MOCPENCTBOM NpUMEHeHHs
KAPONOHIDKAIOLINX H aHTHINCTAMHIIBIX MPENapaTos.
Mephi IPeI0CTOPOARNOCTH IPH KOHKDPETHLIX 32601eBANNAX

Hpuaicrchine  neslposnsymaba Yy UAICHICHE ¢ YPOTCiidibiibiM _PAKOM, KOIOPLIC DdHee 110y i

XHMHAOTEpaniio, BXMIOUAIOIYIO NPENapaThl MIATITHE]

Bpat j10 Hawana nedeHnd A0MKeH YUNTHRATL OTCPOHCHHOE BAuano eiicTrig neMOponnsyvada y namieHToR ¢
(IOXHM [POFHO3OM i/ MM @lpecciBabIM 3a0onesannes. Hpu yporenmaisiiom pike Hadmojalock Ouvsice

BLICOKOE HICAO CMEpICH B icuetiie 2 MeCHUes npi dpnuciciing geMOipoinsyMana o CPaBHeping

xunistore paieit. Ak opaNt, CEEIRIIILALE ¢ pattieit cvep ruio, Geuiy SbICT po tipoerpecerpyene 2ad0se
Hd GOne NPEAUICCTRYIONCTT eI NPENapa M IIATIHEL I DAEYHES METACTAZ0R B 1E4C1

ITpumencHne nembpomizyMada B KaueeTBe Tepaniiy mepsoii auunn y naunentons ¢ HMPJI

B 1enom Ilﬂﬁ.’]lO,’lZmﬂCb Gonee BblcoKag 4acTOTa HEAKENATENLHLIX pCﬂKlUlﬁ npu KOMSHHHPOBHHHOFI Tepanuun
nembponizymaboy 110 cpagHeHIo ¢ MonoTepaieii nexbpomizymMaboM Unp TOJNLKO XUMHOTEpanueii, 4o
OTPAKACT BRKIVL KAANOIO B3 GTHX ROMDOHCHTOB, Her dannmx NpAMOro CcpasHcHUA Hg‘MG]“I().Hli).\1:,1!3‘1 B
KOMOHHALMK ¢ XHMHOTEpanueil ¢ MoHoTepanueil nemoponnsyMabon.

Bpay J0Ji7KEH yUUTBIBATL COOTHOINICHHE NONL3A/PHCK CYMICCTEYIOUUMX B2PHAHTOB Tepamni (MoHoTEpariis
nembponnzymabom nm nembponnsymab B koMOUHALMI € XUMMOTepamueil) 10 Hayana JieyeHus y pauce
HesneneHHpx nauuenTos ¢ HMPII ¢ skenpeceneii PD-L1 onyxoneBbIMH KIeTKaMH.

B uccnenosannn KEYNOTE-042 nabmozaanoch Gonee BbicOKOe YHCIO CMepTeil B TedeHne 4 Mecsuen nocie
Hayana JeveHus C MOCHEAYIOWNM TIPEHMYLIECTBOM B OTHOLICHWM JOJTOCPOYHOIN BLUKMBAGMOCTH [IpH
MOHOTEpanu nemMbponnsymMabom No cpaRHEHHIO ¢ XMMUOTEpartifel.

Janneie no s3¢dexTHBHOCTH B 6€30MaCHOCTH Y NAUMEHTOB B BO3pacTe > 75 neT orpanuyensl. Y NauueHTos B
Bo3pacTe 2 75 neT KOMOMHMPOBAHHYIO Tepamiio nemOposi3ymMaboM CieiyeT NPHMERITL ¢ OCTOPOKHOCTBIO
NoC/e TLWATEALHOH OLCHKH NOTCHIHANLHOMN NOAL3LI/PHCKA B HHANBHIYAILHOM TIOPAKE.

[Npumenenne nembponnszymaba B ka4ecTBE TEPANUK MepBoil THHMM v nawenTos ¢ TTPTTII

B uesom nabnonanack Gosiee BBICOKas 4acTOTa HEXeNATeNbHBIX PeaKLnii NpH KOMOMHUPORAHHOIN Tepaniy
nembponn3ymaboM no cpaBHenMIo ¢ MoHOTepanneil nemGponnzymaboM MM TONBKO XMMHOTEpamueil, 4To
OTpasKaeT BKJAJl KAXKI0TO H3 3THX KOMIOHEHTOB.

Bp&'l JIONZKCH YHHTBIBATL COOTHOMICHNS HO;H)R{L’DS!CK CYHICCTBYIOIUX BApHANITOB Tepaliig (.\10”01\,“)21“!!3
nembpomizymabom uan nembponzymab B komMGiHaLny ¢ XusmioTepanieii) 20 Hauana fedenns y HanicnToB ¢
TTPT'UI ¢ axcnpeceneii PD-L1 onmyxoneBsIMi KIeTKam.

[Npumenenne nem6poiniymaba B Ka4ecTBE aNbIOBAHTHON TEparnty y NaluueHTOB C MenaHoMori

Habntoganach TCHACHIHA K YBENUICHHIO MACTOTHI THKCABIX W CEPHCILIX HSKENATCALHKX pearinii y
nayueHToB B Bo3pacte > 75 ser. Jlaunble no GesonacHocTH npumencHus nemGpoausymaba B kauccTse
aALIOBAHTHOR TEPAriHi y NAMEHTOR ¢ MEaHOMOIT B Bo3pacTe > 75 NeT orpaniyeHbl.

[Tpumerenne nembposimiymaba B koMOUHANNN ¢ aKCHTIHHNOOM B KAYESCTBE TEPAITHY [IEpBOii
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auHuK v nanuenTos ¢ [TIKP

V naumentos ¢ pacnpocipanessbiM [TKP npn npumenennin nembponnzymaba B koMOHHaWM ¢ akCHTHIGOM
nafmonanacy Banee nuenvan, uen Arinaesaa aaetara nartnyenng aktrnoet AT w ACT 3 g 4 crenenn
TkeCTH. 10 Havala Neyenns W OepHOIHYECKN B 1CUCHIE JICUeHI CH/Lyer NPOBOMITL MO LOPINI
axTisnocTi depyentor nevenn. CagayeT paceaoTpers 6oaee "acToe IPOBCACHIC MOIHTOPIIIIG AKTIIBIOCTH
PEPMEHTOB MEUEHN TI0 CPARHEHHIO ¢ NPHMCHEHIEM NPCHAPATOR B KayecTee MoHoTepanii. Caeayer codmo1ath
PEKOMEIIANHIL TI0 MeTUHICKOMY HPHMEHeI0 214 0001X ACKAPCTECHHBIX 1PENaparos,

ITpivencnne meMOpoyMaia B x'Ice rre Tepain fieproii muang v nawgeritos ¢ KPP ¢ MST- FEVIVIR

B wecaesopaniy KEYNOTE-177 nabnioiaiock  00ee BLICOKOE OTHOIMCHIC PHCKOR COORiTIT 001
BLUKIBACMOCTI NP fIpiicHen il ACMGpo3yaiada 110 CpaBienino ¢ xuMporepaineit b reacime neprnix
MECAUCR JICUCHMA © [OCNCAYIOUINM nNpenMynlecTBoM nemOponnsymaba B OTHOWICHIH 10MrOCpOUHOi
BLUKITRACMOCTH.

IMpisscncrne y aereif (<18 aer)

B neenenogannn KEYNOTE-OS1 161 vangent geresoro poipacta (62 pelenka » Bospacte o7 6 Meeanes 1o 12
neT u 99 noapoctkoB B Bospacte or 12 10 17 jer) ¢ pacnpocTpadenHoii Menasomoii, nimpomoii win
pacipoCTpaHeHHLIMA, PELINBAPYIOLUIIMHE MM PePAKTEPHBIMI COAMAHBIMU OMYXOIAMI € MOJOKNTENLHOM
skenpeceneil PD-L1 nonywm repamno nemGponnsymaGom. Tlannentsl nomyunad 4 jiozel (Meiana)
nembponusymaba (ananasou ot 1 10 35 103), 138 naunenTos (86%) nosyunnn 2 u Gonee 103 nembpoimsymada.
KonuenTpaunn nembponusymada y nauueHToB JAETCKOro Bo3pacta ObliM COMNOCTABHMBIMH € TaKOBbIMH Y
B3POCIBIX NMALNEHTOB B TAKOM JKe PekMME J03MPOBAHNS (2 MIVKT Kax/bie 3 HelesH).

[Mpoduns 6e301acHOCTH Y NALHEHTOR JTCKOTO BO3pacTa Oblil CXO/IHLIM C TAKOBBIM Y B3POC/BIX MAUHCHTOR,
noNy4HBWIX neMbponn3ymad.

Haufonee yacTbIMH HexenaTeNbHBIME peakiuiMi (cooOlueHHbIMH ¢ YacToToll He menee 20% y naumyeHToB
JIeTCKOro Bo3pacta) 6bUIM MOBbIEHNE TeMIIePaTypsl TeNa, ppoTa, ronosHas 6onk, 60ab B KUBOTE, aHEMI,
Kawenb n 3anop.

Brigoa 06 3¢pexTHBHOCTH Y NalMeHTOB JETCKOro Bo3pacTa ¢ KJIX nomyuen Ha OCHOBaHHM Pe3ynbTaTOB Y

COOTBETCTBYIOIEH B3POCIOH MOy SN,

BAMSHIE HA CHHOCOBHOCTDL YIPABIBITSH TPAHCHOPTHRIMHA CPEACTBAMII H
PABOTATH C MEXAHU3IMAMMU

Tpenapar Apdneiina® MoxkeT oka3biBaTh HE3HAYNTEILHOE BAUAHME Ha CTIOCOGHOCTL YNPABIATE aBTOMOGHIIEM
1 paborath ¢ Mexannsmamu. Coobuianock 06 ycTanocTh nocne BseAeHus nemGpoinsymada (cm. «ITobounoe

JeficTeiden).

DOPMA BBINTYCKA

KonuenTpar s NpUroTosnennd pacteopa ana undysnii, 25 mr/mi.
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[To 4,0 mn npenapata Bo ¢naxonsl n3 GecusetHoro GopocunukaTHoro crekna (tun 1), yKynmopeHHbIX
JNACTOMEPHLIMHI NPOOKaMH 1 3aKPLITHIX KOMNAYKOM KOMOMHIIPOBAHHBIM ATIOMHHHEBBIM C TL1aCTMAcCOBOI]
OTIIEIKUBAIOIMEHCS KPLITIKOT.

1To 1 uakviy saecie ¢ HHCTPY RKIGICH 110 MCUTLIHCKOMY HPHAMCHCIHIO TUMCUIUOT 8 Kapl Gy io 1Ia4Ky.

YCJOBHSA XPAHEHHA
Hpst remnepatype ot 2 20 8 °C 2 opuriniiwibHoll yrnakoske (Maxe kaproiinoii).

\r o
APUHHTD B HCR0Ci Y n0M LT ICTeR MUCTC,

CPOKTOAHOCTH
2 roja.

He ncnons208ats no uereMcHmny CpOKa ro/iHoCTH, YKa3anunoro Ha yrnaxkogpxe.

YCIOBHA OTIHYCKA

OTHYCKAI0T N0 PeLelry.

BJAJEJEL PETHCTPAIIHOHHOI'O YIOCTOBEPEHHA/OPTAHM3A LM,
NPUHUMAIOUIAS HPETEH3HM OT NOTPEBWTEJER

AO «P-Dapmy, Poccns

123154, r. Mockga, yi. bepsapuna, 1. 19, kopn. 1

Ten. +7 (495) 956-7937, dakc +7(495) 956-79-38

E-mail: info@pharmru

IMPON3BOJIMTEJIb

Poccnlickas ®enepauus, Apocnasckas 061, r.o.r. Spocnasns,
1. Slpocnarns, yn. I'pomoea, 1. 15.

Ten./daxc: +7 (4852) 40-30-20

JIHpeKTOp JenapTaMenTa perncTpalHu

JIC u MH AO «P-Dapm» FloANACaH LixdEakOR HEATCHO: H.M. danskosekasn
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