COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 21.05.2025 N= 12844

OBIIASI XAPAKTEPUCTHUKA JEKAPCTBEHIFOFOTTPEIFAPAT A (005]

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITIPEITAPATA

[Temb6popua, 25 Mr/mi, KOHIIEHTpAT JUIsl IPUTOTOBIEHUS pacTBOpa A HHDY3HIl.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBI COCTAB

JleiicTByrolee BEMIeCTBO: IeMOpom3ymad™.

B 1 mMn koHumeHTpaTa Juis TPHUTOTOBIEHHS pacTBopa s HHPY3WH coaepkurca 25 wr
neMoOponuzymaba.

Kaxnprii ¢paakon cogepxut 100 mr nemOponmszymada.

* TlemOponm3ymMad — 53TO TYMaHH3HPOBAaHHOE MOHOKJIOHAJIIFHOE AaHTUTENO, CEJIEKTHBHO
OJIoKMpyroIee B3auMoiecTBre Mexay perentopoM PD-1 u ero nurangamu PD-L1 u PD-L2.
[TemOponu3ymab monydyeH B KJIETKaX SMYHUKOB KHTAWCKOTO XOMSIYKa 10 TEXHOJOTHH
pexombunanTHoi JJHK. TlemOponu3ymab siBiissercss tMMyHOTIIOOyIiHOM m3otuna [gG4 karma ¢

MOJIEKYJISIpHOM Maccoil okono 149 k/la.

ITonnbIi MNEPEUCHb BCIIOMOI'aTCJIbHBIX BCHICCTB IIPUBCACH B pa3JiCiic 6.1.

3. JEKAPCTBEHHASA ®OPMA
KoHueHTpaT A7 IpUroTOBJIEHUS pacTBOPA it HHPY3HUH.

Hp03paqHa51 HJIK onmajiecuupyromas oT 6CCLIBCTHOI‘O A0 CBCTIIO-KOPUYHEBOT'O IIBCTA )KUIAKOCTD.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHus K NIPUMEHEHHUIO

Menanoma

[Ipenapar IlemOpopua mnoka3zaH K MNPUMEHEHHMIO B KadeCTBE MOHOTEpAlMH Yy B3POCHBIX C
HeomnepadenbHOM WIN METaCTaTUUECKONW METaHOMOM.

[Tpenapat IlemOpopua mokazan K NPUMEHEHHUIO B KAUeCTBE abIOBAHTHOW MOHOTEpANMU TOCIHe
XUPYPrUYeCKOro JieueHus y B3pocibix ¢ Menanomoit Il cragum ¢ mopaxkenneM muMpaTHIecKux
Y3J10B.

HeMenKoKIeTOUHBII paK JIETKOTO

[Tpenapat [TemOpopua nmokazaH K IPUMEHEHUIO B KOMOMHAIIMY C XUMHOTEpanueH, BKIIIoYaroei
npernapar IUIATUHBI M TIEMETPEKCel, B KadecTBe 1-0Mf JMHMM Tepalmuud y B3pPOCIBIX C

METaCTaTHYECKUM HEIJIOCKOKJIETOYHBIM HEMEIKOKIEeTOUHbIM pakoMm Jjerkoro (HMPJI) mpu
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[Ipenapar IlemOpopua TmOKa3aH K TNPUMEHEHHI0O B KOMOWHAIMU C KapOOIUIAaTHHOM U
MAKJIUTAKCEIOM WU  albOyMUH-CTaOMIN3UPOBAHHBIM HAHOJIUCIEPCHBIM MAKIUTAKCEIOM B
KauecTBe 1-0ff JMHUHM Tepamuu Yy B3POCHBIX C METAaCTATUYECKUM IUIOCKOKJIETOYHBIM
HEMEJIKOKJIETOUHBIM PaKOM JIETKOTO.

[Ipenapar IlemOpopua moka3aH K HPUMEHEHUIO B KayecTBE MOHOTepanuu 1-oil JuHUU y
B3pPOCIIBIX C MECTHOpPACIpOCTpaHeHHbIM WM MeracTatnueckuM HMPIJI ¢ skcnpeccueit PD-L1
TPS >1% omyxoneBbIMH KJIETKaMH, OIpenesieMol BalHIUPOBAHHBIM T€CTOM, IPU OTCYTCTBHH
myTarnuii B reHax EGFR nnun ALK.

[Ipenapar IlemOpopua moka3aH K TNPUMEHEHHIO B KayeCTBE MOHOTEpANUU JJis JIEUYEHUS
B3pPOCIIBIX C PaclpOCTPAaHEHHBIM HEMEITKOKIETOYHBIM pPakoM Jierkoro ¢ skcmpeccueit PD-L1
TPS > 1% omyxoseBbIMU KIETKaMU, OINpeAesieMOol BaluANPOBAHHBIM TECTOM, KOTOpBIE paHee
NOJIyYaJIu Tepanuio, BKIOYatolue npenapatsl miaatuHel. [Ipu Hanuuun myranmii B renax EGFR
i ALK manueHTs! JOMKHBI TOJMYYUTh COOTBETCTBYIOMIYIO CIIEIIU(PUUYECKYIO TEPAUIO TIPEKIIE,
yeM UM OyJIeT Ha3HaueHo JeueHue npenaparom [lemOpopua.

Pak royioBsl U 1ieu

[Ipenapar IlemOpopua mokKa3aH K MPUMEHEHUIO B KayeCTBE MOHOTEpanuu 1-od JUHUU Yy
B3pPOCJIBIX C METACTaTUYECKUM WJIM HEONepadeNbHbIM PEUUIUBUPYIOIIMM IJIOCKOKJIETOUYHBIM
pakoMm romoBel u 1meu (IIPI'I) ¢ skcmpeccuelt PD-L1 (koMOMHMpOBAaHHBIA TOKa3aTesb
no3utuBHOCTH (combined positive score, CPS)) CPS > 1.

[Tpenapar [TemOpopua moka3zaH K MPUMEHEHUIO B KOMOMHAIIMY C XUMUOTEPAITHEH, BKIIOYAIOIIEH
npenapar miatulel U S-gpropypamm (5-OVY), B kauectBe 1-0if TUHUM Tepanuu y B3POCHBIX C
METaCTaTUYECKUM WM HeonepalOelbHbIM PeLUINBUPYIOIINM IJIOCKOKIETOUYHBIM PAKOM T'OJIOBBI
u meu (ITPTL) ¢ sxcnpeccueit PD-L1 CPS > 1.

[Tpenapat IlemOpopua mnoka3aH K NPUMEHEHMIO B KadeCTBE MOHOTEpanmUM i JIEYEHUS
B3pOCJIBIX C METaCTaTHUECKUM MU HeornepabenbHbIM peruausupyromuM [TPTIH ¢ skcnipeccueit
PD-L1 TPS >50% wu mporpeccupoBaHreM 3a00JI€BaHUs BO BpeMs WM TOCIE€ XMMHUOTEPAIUH,
BKJIIOUYAIOLIEH MpenapaTsl MJIaTUHBIL.

Kiaccuueckas aumdboma X0oKKHHA

[Tpenapat IlemOpopua mnoka3aH K NPUMEHEHMIO B KadecTBE MOHOTEpAalmUM Ui JICYEHUS
B3pOCJBIX M JIETel B BO3pacTe OT 3 JIET U CTaplle ¢ PEeUUAMBHUPYIOUICH WM pedpaKkTepHOi
kimaccuueckor  mumdomort  XomkkmHa  (kJIX)  mocie  BBIONHEHUS — ayTOJIOTHYHOMN

TpaHCIUIAaHTAIIUH TeMOMO3THYECKNX CTBONOBBIX KiIeToK (ayToTI'CK) mnm mocie omgHoi n 6omee
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aytoTI'CK.

YporennanbHBIA paK

[Ipenapat IlemOpopua moka3an K IPUMEHEHHUIO Y B3POCIBIX C MECTHOPACIPOCTPAHEHHBIM HIIU
METACTaTUYECKUM  ypOTETHAIbHBIM  pakoM, Y KOTOPBIX HEBO3MOXXHO  IPOBEJICHUE
XUMHOTEpaNuy, BKJIIOYAKOLEd LUCIUIaTUH, ¢ Jkcnpeccue PD-L1  (koMOuHMpoOBaHHBIN
MOKa3aTeNb MO3UTHBHOCTH (combined positive score, CPS) > 10) mo 1aHHBIM BaTHIUPOBAHHOTO
TeCTa, a TaKXKe y MallMeHTOB, KOTOPHIM HEBO3MOXKHO IMPOBEACHHE XHUMHOTEPANUU JTHOOBIMU
npenapaTaMu MJIaTHHBI, He3aBUCUMO OT dKcrpeccun PD-L1.

[Ipenapar IlemOpopua moka3aH K NPUMEHEHMIO B KadeCTBE MOHOTEpANUU JJI JIEUYEHUS
B3pOCIJIBIX C MECTHOPACHpPOCTPAHEHHBIM WM METAaCTaTUYECKUM YpPOTEJIHAJIbHBIM PaKOM,
KOTOpBIE paHee MOoTydall XUMUOTEPAIHIO, BKIIOYAOIIYIO MpenapaTthl MIaTHHBL.

[Tpemapat [TemOpopua nmoka3aH K MPUMEHEHHIO Y B3POCIBIX C HEMBIIIEYHO-WHBA3UBHBIM PaKOM
MoueBoro ny3sips (PMII) Beicokoro pucka nmpu OTCYTCTBUM OTBeTa Ha Tepanuto BIDK, mpu
Hamuuu kapuuHoMbl in-situ (CIS) ¢ manmumuisipHO# 0myXombio U 6€3, KOTOPBIM HE MOXKET OBITh
MpOBeJICHA IUCTIKTOMHUS MU OTKA3aBIIMMCS OT €€ BBIMOJTHEHHS.

Pax numesona

[Tpenapat IlemOpopua mokazaH K NPUMEHEHHIO B KOMOWHALMM C XUMHOTEpanued Ha OCHOBE
IpernapaToB IUIATUHBI U (QTOPHUPUMUIMHA B KayecTBE 1-0il JMHUM Tepanuu y B3pPOCIBIX C
MECTHOPACIPOCTPAHEHHBIM HEONepaOeNbHBIM WM METACTATUYECKUM DPAKOM IHINEBOMA, WIH
HER-2 HeratuBHON aJeHOKapLUMHOMOM NHUIIEBOJHO-KEIYJOYHOIO Iepexoja (omyxoiu ¢
IEHTpOM OT | 70 5 CM BHIIIE NHIIEBOJIHO-KEIYAOUYHOTO Tepexona) ¢ 3kcmpeccueir PD-
L1 CPS > 10.

310Ka4eCTBCHHEIC HOB006D33OBaHI/I}I C BBICOKHM YPOBHEM MHMKPOCATELIUTHON HECTAOMILHOCTH

[Tpenapat IlemOpopua moka3aH K NPUMEHEHMIO B KayecTBE MOHOTEpANUU JUIs JICUYCHMS
B3pOCIIBIX C HeonepadeIbHbIMU WIH METacTaTUYECKUMHU 3J1I0KaYeCTBEHHBIMU
HOBOOOpPA30BaHMSIMH C BBICOKMM YPOBHEM MHKpocaTelTuTHOH HectabmibHocTH (MSI-H),
BKIIO4yasgs HapymeHnuss cuctembl penapamun  JIHK (dAMMR), mnpu mnporpeccupoBanun
3a00JIeBaHUs TIOCJE IMPEAUIECTBYIOLIEH TEpamuu B CIIy4ae OTCYTCTBHS YIOBJIETBOPUTEIbHBIX
JIbTEPHATHUBHBIX BAPUAHTOB JICUEHHUS.

KonopekTaabHEIN pak

[Mpemapar IlemOpopma moka3aH K NPUMEHEHUIO B KAayeCTBE MOHOTEpanuu 1-oil TUHUU Y
B3POCJIBIX C HEONEpaOeIbHBIM WM METAaCTaTHUYECKUM KoJopeKkTalibHbIM pakoM (KPP) ¢ Beicokoii

MHUKpOCaTeUIUTHON HecTabminbHOCThIO (MSI-H) nnm mapymenusmu cucremsl penapamuu JJHK

(dMMR).



COOTBETCTBYET 3K
ot 21.05.2025 N= 12844
Pak 1meliku MaTku (NOCNEQCBATENEHOCTE 0005)

[Tpenapat IlemOpopma moOKa3aH K TPUMEHEHHIO B KOMOWHAIMM C XUMHOTEpAanuend ¢
OeBanM3ymMaboM WM 0€3 HEro Jjs JIEUEHUsS B3POCIbIX CO CTOMKUM, PEUUIUBUPYIOIIMM HIN
METaCTaTHYECKUM pakoM Ieiiku Matku ¢ dkcnpeccuerr PD-L1 (CPS > 1) mo naHHBIM
BaJIMIUPOBAHHOTO TECTA.

[Tpenapat IlemOpopma moka3aH K MPUMEHEHHIO B KayecTBE MOHOTEPANUU Ul JICUCHHS
B3pOCJIBIX C PEIMIUBUPYIOIINM HIIM METACTATUYECKHM PaKOM IIEHKH MaTKU ¢ dKcnpeccueid PD-
L1 (CPS>1) no naHHBIM BaJIMJIMPOBAHHOTO TECTa MPH MPOTPECCUPOBAHUM 3a00JeBaHUS Ha
(b oHe WM 1mocie MPOBEICHHUS XUMUOTEPAITHH.

IloyeyHO-KJIETOYHBIN paK

[Ipenapar [lemOpopua mokazan K MPUMEHEHNIO B KOMOMHAITUN C aKCUTUHUOOM B KauecTBe 1-oi
JUHUH TE€PAIKH Y B3POCIBIX C PACIPOCTPAHEHHBIM MTOUEYHO-KIeTOUHBIM pakoMm (ITKP).
[Tpemapat [TemOpopua mokazaH K MPUMEHEHHIO B KOMOWHAIIMU C JIEHBAaTUHUOOM B KauecTBe 1-
O JINHUM Tepaluu y B3pOocibIX ¢ pacnpoctpaHeHHbIM [TKP.

[Ipenapar IlemOpopua moka3zaH K MPUMEHEHHUIO B KayeCTBE aJbIOBAHTHON MOHOTEpANHUH Yy
B3pocibix ¢ [TKP npu cpeaHe-BpICOKOM MM BBICOKOM pUCKe peruauBa (cM. pazaen 4.2) mocine
HE(PIKTOMUU WU TTOCTIe HEPPIKTOMUH U PE3EKIIMU METACTATUIECKUX MOPAKECHHIA.

Pak sgnomerpus

[Ipenapar IlemOpopua moka3an K MPUMEHEHUIO B KOMOWHAIIMU C JICHBATHHUOOM JIJIsl JICUCHUS
B3POCIIBIX C pacCHpOCTPaHEHHBIM pPaKOM DJHIOMETpUS B CilIydae OTCYTCTBHUS BBICOKOM
MuKpocarenuTHo HectabunpHocTH (MSI-H) wmnu wapymienuit cuctemsl penapanuu JTHK
(dMMR) ¢ mporpeccupoBanueM 3a00JIeBaHUS TOCIE MPEIIISCTBYIONICH CUCTEMHON Teparuu B
THO0OM peKHUMe, KOTOPBIM HE IMMOKa3aHO XUPYPTrHIeCKOe JICUCHHE UITH JTydeBast TEPaITvsl.

[ J1OCKOKJIETOYHBIN paK KOXKH

[Ipemapar IlemOpopua moOKa3aH K MNPUMEHEHHUIO Yy B3POCIBIX C PEIUAUBUPYIONIUM WU
METaCTaTHYECKUM ITUTOCKOKJIeTOUHbIM pakoMm Koxu (ITKPK) wmm mecTHOpacmpocTpaHeHHBIM
[TKPK, xoTOpBIit HE MOKET OBITH U3JI€UEH XUPYPTUUECKUM METOJIOM WJIU JIy4€BOM Tepanueil.

TpoliHOM HEraTUBHBIA PAK MOJOYHOMN JKEJIE3h]

[Tpemapar [TemOpopua mokazaH K MPUMEHEHUIO B KOMOMHAIIMYA C XUMUOTEPAITHEH IS JICUCHUS
B3pOCIIBIX C HeomepadelbHbIM MECTHO-PELUIUBUPYIOLIUM WM METACTaTUYECKUM TPOMHBIM
HEraTUBHBIM pakoM MoJjouHoi skene3bl (THPMIK) ¢ skcmpeccueit PD-L1 (CPS > 10) mo
JAHHBIM BaJIHIUPOBAHHOTO TECTA.

4.2. PesxuMm 103MpOBaHMS M CIIOCO0 MPUMEHEeHUs!

[Tpumenenue npenapata [lemOpopua cienyetr HaYMHATH U MPOBOJUTH O] HAOJIIOIEHUEM Bpaua,

HMCIOIICTO OIIBIT JICUCHHSA OHKOJIOTHYCCKHX 3a00JIEBaHUNA.
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Ecnu ykazano B moka3aHMM K MPUMEHEHUIO, MMAIMEHTOB JJIsl JieueHus npenaparoM [lemOpopua
ClIeZlyeT OTOMpaTh Ha OCHOBAHWU TOJOXKHUTENBbHOM dKcripeccun PD-L1, craryca omyxomn MSI-H
i dAMMR (cm. pazaen 4.1).

Okcnpeccuto PD-L1 cnegyer ompenensts ¢ moMombio Habopa pearentoB «PD-L1 THC 22C3
pharmDX» wim ananormunoro Habopa.

Cratyc omyxonu MSI-H nmin dMMR cnenyer onpenensts ¢ moMOIIbIO BATHAUPOBAHHOTO TECTA.
[TockonpKy y MAIMEHTOB C TJIMOMaMH BBICOKOM CTENEHU 3J0KaUYeCTBEHHOCTH BIIHSHHE
NPE/IIIECTBYIONICH XUMHOTEpAK Ha pe3ynbTaTthl TectupoBanus ctaryc MSI-H wiu dMMR ne
OTpENeNIeHO, y TaKWX TIalMeHTOB PEKOMEHJIYeTCS NPOBOAUTh TECTUPOBAaHHME HAa JaHHBIC
MoKa3aTeqr Ha MaTepuayie IMEepPBHYHOW OIYXOJH, IOJYYEeHHOM J0 Hadala XUMHOTEparuH
TEMO30JIOMHJIOM.

[Tpu nmpumeHeHnn neMOponr3ymMada B KadecTBe aablOBaHTHOW Tepanuu y manueHToB ¢ [IKP k
KaTEeropuM CpeJIHe-BbICOKOIO pUCKa ObUIM OTHECEHBbI Onyxoju crtaauu pT2 c¢ 4-if cTeneHbro
QG GepeHIIMPOBKH WM HATMYMEM CapKOMATOMJIHOTO KOMIIOHEHTA, a TaKKe OMyXOJH CTaIuu
pT3 ¢ mwoboii creneHpto auddepeHmpoBKr, 0e3 mnopaxkenus yumdoysnoB (NO) u 06e3
otnaneHHbix MeractazoB (M0). K kaTteropuu BbICOKOTO pricka OBUTH OTHECEHBI OMyXONU CTaJUU
pT4 ¢ nroboit crenensto nuddepennnposku, NO u MO, a Takxke omyxonu moboi cramun pT ¢
mo0oit crenenpio auddepentupoBku, ¢ nopaxenueM guMmdoysnoB u M0. K kareropun Ml
NED (6e3 mpusnakoB 3a0oneBaHUs]) ObUTH OTHECEHBI MAIMEHTHI C METACTATHYECKUM PaKoM,
KOTOpPBIM OblJIa TpOBEJACHA IMIOJIHAS PE3CKIUs MEePBUYHONH OMyXOIMW M METaCTaTUYeCKUX
MOpakKEeHUH.

PexxuM 1o3upoBaHus

PexkomennoBannas no3a mpemnapara IlemOpopua y B3pocibix cocraBiser 200 mr kaxiaeie 3
Heaenu win 400 Mr kaxnaple 6 Hezelb, BBOAMMBbIE BHYTPUBEHHO (B/B) B BuAe 30-MHUHYTHOMH
uHDy3HuH.

[Tpy KOMOMHUPOBAHHOW TEPAINUU CIEAYET CMOTPETh OOIIME XapaKTEPUCTHKHU JIEKAPCTBEHHBIX
npenaparoB (OXJIII) coBMeCTHO NMpUMEHSEMBIX JIEKAPCTBEHHBIX IpenaparoB. IIpu BBeaeHuH
npenapata [lemOpopra Kak 4acTh KOMOWHUPOBAHHON BHYTPHUBEHHON XUMHOTEpaIUU Ipenapat
[TemOpopua cienyet BBOIUTH IEPBIM.

Hnsa nmanmentoB ¢ [IKP, momywaromux nedenue mpemnapatom IlemOpopuma B KOMOWHAIUM C
AKCUTHHUOOM, CIIEIyeT O3HAaKOMHUTbCS C PEXKMMOM no3upoBaHus akcutuHub6a B OXJIII. B
cllyuae COBMECTHOTO NPHUMEHEHHUs akCHUTWHHOa ¢ mpemaparom llemMOpopua yBenmudeHHE 03B
aKCUTHHHOA BBIIIE HAYAJIBHOW J03bI 5 MI' MOKHO pacCMaTpuBaTh C MHTEPBAJIOM 6 wiau Oosee

HEEIb.
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KOMOMHAIUK C JIEHBaTUHMOOM, pEeKOMEHyeMas HaudajbHas J103a JieHBaTMHHOa cocTtasiser 20
MT MIEPOPATBHO OJIMH pa3 B CYTKHU J0 MPOTPECCUPOBAHMS 3a00JICBAaHHS UM Pa3BUTHSI PH3HAKOB
HENpUEMJIEMON TOKCUYHOCTH.

Jleuenne npenaparom IlemOGpopua nNpoBOAAT 10 MPOrpecCUpOBaHUs 3a00J€BaHUS UM PAa3BUTHUS
NPU3HAKOB  HENPHUEMJIEMOH TOKCHYHOCTH. HaOmromanmuch  aTMNWYHBIE  OTBETHl  (T.e.
NEpBOHAYAILHOE KPAaTKOBPEMEHHOE YyBEIMYEHHE pa3Mepa OIyXOJH WM HeOOJbIINE HOBBIC
oyarn B TEYEHUE TMEPBBIX HECKOJBKHUX MECSIEB C IOCIEAYIOIIMM YMEHbIIEHHEM pa3Mepa
OITYXOJIH).

Pexkomenyercsi MpoMOKATh JICUYCHHE KIMHMYECKH CTAOMIIBHBIX IAIMEHTOB C HaYaJTbHBIMHU
NPU3HAKaMHU TPOTPECCHPOBAHUS 3a00JIEBaHMS O MOMEHTa TIOATBEPKICHHUS TIPOTPECCUPOBAHHS
3a00JieBaHusI.

ABIOBaHTHYIO Tepamuio y mnanueHtoB ¢ MenaHomoil win IIKP mnpenmaparom IlemGpopua
MPOBOJIAT BIUIOTH JIO OJHOTO T'OJia, WIIM JIO PelUIMBa 3a00JI€BaHMS, WIH IO Pa3BUTHS MPU3HAKOB
HETPUEMIIEMON TOKCUIHOCTH.

Bpemennas unu nonnas ommena neuenus

He pexomenmyeTcs ymeHblleHHE A03bl mnpemapara llemOpopua. BpeMeHHO WM MOJHOCTBIO
OTMEHSIOT JieueHue mpenapatom llemOpopura Ui ynpaBieHus] HEKENAaTENbHBIMA PEAKIHUIMHU B
cooTBeTcTBUM ¢ Tabnuuei 1.

Ta6auna 1. Pekomenayembie u3MeHeHus 1036l (cM. pa3zen 4.4)

HexenareabHble peaKkuuun CreneHb TSKeCTH HN3meHneHue 103bl

NMMyHOOMIOCpEAOBaHHBIN
ITHEBMOHHT

YmepenHas (2 cTerneHb) BpemeHHO OTMEHUTH
JICYCHHE JI0 YMEHbBIIICHUS

HE)KEIaTeNIbHBIX PEAKIUN

1o 0—1 creneun®

Tsoxenas win sxu3Heyrpoxxaromas | OTMEHUTD JICUCHUE
(3 nnm 4 crerneHp) UK
pelUAUBHpYIOIas yMmepeHHas (2

CTETICHb )

HNMMyHOOIIOCpEAOBaHHBIN
KOJIUT

YMepeHnHas uim Tsokenas (2 wiu
3 cTeneHs)

BpCMeHHO OTMCHUTDH
JICYCHUC 10 YMCHBIIICHUSA
HEXCIIaTCIbHBIX peaKuHﬁ

1o 0—1 creneun*®

Kusneyrposxatomas (4 crenerb) | OTMEHUTH JIEUEHHUE
WIM pelUIMBUPYIOIas TsOKenas

(3 crenenp)

NmmyHOOMOCpe10BaHHBIN
HepuT

YMepenHas (2 cTerneHp)

BpemeHHO OTMEHUTH
JICYEHUE 10 YMEHBILICHUS
HE)KEJIaTeJIbHBIX PEaKIUi
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ikl
no.0—1 crenenu™

Tspkenast WK KU3HEYTPOKAIOIIAS
(3 unu 4 creneHb

OTMEHHTE JICUECHHUE

NMMyHOOIIOCpENOBAHHBIE
SHJOKPUHOIIATHH

Tsxenas WM )KU3HEYTPOKAKOIIAS
(3 unu 4 crernensb)

BpemeHHO OTMEHUTH
JIEUYEHUE J10 YMEHBLICHUS
HEXEJATEIIbHBIX PEeaKIUi

1o 0—1 crenenu™.

JInst mManueHToB ¢ TaKEIon
(3 crenenn) nnu
KU3HEYTrpoxatomei (4
CTENEHb) CTEIEHbIO
SHAOKPUHOIMATUH,
KOTOpbIE YIIYYILIAIOTCS 10
2 CTEeNeHH TSHKECTH WU
HUKE U KOHTPOJUPYIOTCS
IPU TIOMOIITH
3aMECTUTEIIbHOMN
TOPMOHOTEPAITUU, MOKHO
paccMOTpETh
BO3MOXKHOCTh
MPOAOHKEHUS JICUCHUS
npemnaparom [lemOpopua

NMMyHOOIOCpEAOBaHHBIN
renaTuT

B ciyuae yBenuuenus
AKTUBHOCTH (PEPMEHTOB
neuenu y nanueHToB ¢ [TKP,
[OJIy4aroI1X

KOMOWHHUPOBAHHYIO TEPATHUIO

C aKCUTHHHOOM, CM.
PEKOMEHIAIUU TI0 PEKUMY
JIO3UPOBAHUSA MOCTIE ITOMN
TaOJINIIBL.

YBennueHue akTUBHOCTH
acrmapraTaMHUHOTpaHchepas3bl
(ACT) nmm
ATaHMHAMUHOTPaHC(epas3sl
(AJIT) (ot 3 1o 5 pa3 BhIIIE
BepxHel rpanuilsl HopMel (BI'H))
WJIM KOHIIEHTpAIUU O0IIero
ounupyouna (Ob) (ot 1,5 mo 3
pa3 Beiie BI'H)

BpemeHHO OTMEHUTH
JIeYeHue 10 YMEHbILICHUS
HeXeJlaTeJIbHBIX PeaKuil

1o 0—1 crenenu*

VBennuenue aktuHocT ACT
umu AJIT (Beime BI'H > 5 pa3)
unu koHneHTpanuu Ob (Beime
BT'H > 3 pa3)

OTMEHUTE JI€YCHUE

VY nanueHToB ¢ MeTacTa3aMu B
M€YEHU, HAYaBIIIUX JICUCHHE C
YMEPEHHOU CTeneHblo (2
crenens) nopeimeHus ACT unun
AJIT, ecnmu nospimenne ACT numm
AJIT = 50% oTHOCUTENIBHO
MCXOJIHBIX 3HAYECHU
yaepxKuBaercs > 1 Henenu

OTMEHUTS JICUCHUE

I/IMMYHOOHOCp €IOBAaHHBIC
KOKHBIC pCAKIIUU U

Tsoxenbie KOXHBIE peakiuu (3

BpCMCHHO OTMCHUTDH

CTCHCHB) HJIN IIOJO03PCHUC HA

JICYCHUC 10 YMCHBIICHUSA
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cungpom CTUBEHCA-
Hxoncona (CCJl) nnm

TOKCHYECKHM IHIePMaIbHBIN

MOCTTELT]

CCJl mmu TOH

S OkCH AT LI X peAR A

10 0—1 creneuu*

Tsoxenbie KOXHBIE peakiuu (4

OTMEHHUTE JIEUCHHUE

nekposus (TOH) CTEIEHb) UITH TTOATBEPKICHHBIH
CCJll wmu TOH
Hpyrue B 3aBrcHMOCTH OT TSDKECTH U BpemeHnHO 0TMEHUTH

HMMYHOOIIOCPEAOBAHHLIC
HEXKCJIATCIIbHBIC pCaKIIUN

TUMA peakiunu (2 win 3 CTETeHb)

JICYCHUC 10 YMCHBIICHUSA
HEXKCIaTCIbHBIX peaKI_II/II\/’I

10 0—1 crenenu*®

Tsoxensi uim

OTMEHUTD JICUECHUE

XKU3HEeyrpoxaromui (3 umm 4
CTETNIEHb) MUOKAPNT, SHIIeDaTUT
unu cunjpom ['uiiena-bappe

XKuzneyrpoxatomias (4 creriedb) | OTMEHUTH JIeUeHHE
WIM pelUIMBUPYIOIas TshKenas

(3 crenenp)

WH¢y3uoHHbIE peakuu Tspxenas win xusHeyrpoxatomast | OTMEHUTD JIeUeHHE

(3 nm 4 crerieHb)

[Tpumeuanue: ONEHKU TOKCUYHOCTH TIPUBEIEHBI cornacHo kinaccudukanmu HamronanpHOoro mHCTUTYTA paka CIIA

(NCI-CTCAE, u3nanue 4);

* [Ipr HEBO3MOKHOCTH CHIDKEHHS J03bI KOPTHKOCTEpoHa0B < 10 MTr mpegHW30HA WJIM aHAJIOTA B CYTKH B

TeueHne 12 Hexmenb, WIM €CIM TOKCHYHOCTH, CBSI3aHHAs C JIEUeHHeM, He CHIkeHa 7o 0—1 cremeHM TsDKecTH B
TeueHne 12 Henens Mocie BBEJECHNUS MocieHel 1036l npenapata [lemOpopua, To neyenue npenaparom [lemOpopua

JOJDKHO OBITH OTMEHEHO.

VYV nanuentroB ¢ kJIX ¢ reMaTrosorMyeckoil TOKCHYHOCTBIO 4 CTENEHU CIEAYeT BPEMEHHO
OTMEHHUTH JiedeHue npenaparom [lemOpopra 10 yMeHbILIEHUS HeXeNaTenbHbIX peakiuil 1o 0—1

CTCIICHU TSXKCECTU.

VYV mnamuentoB ¢ [IKP, monmywarommx seueHue mnpemnaparom IlemOpopua B kKoMOMHaIUM C
AKCUTUHUOOM:

e Ecmu axtuBHocth AJIT wnu ACT Beime BI'H > 3 pa3, Ho mmxe BI'H < 10 pa3 6e3

koHueHTpauuu Ob Beime BI'H > 2 pa3, BpeMEHHO OTMEHUTH JIEYEHHE M TpEernapaTrom
[TemOpopua, 1 aKCUTHHUOOM 10 YMEHBIICHUS HEXeNaTeNbHBIX peakuuit g0 0—1 creneHu

TSOKeCTH. PaccMoTpeTh BO3MOXHOCTh —TEpanmuyd  KOPTHKOCTEpOMJaMu. Paccmotperhb

BO3MOKHOCTh I[TOBTOPHOI'O INPHUMEHEHHUS OJHOIO JIEKQpCTBEHHOrO IIpernapara Wi
MOCIIE0BATEIHHOIO MOBTOPHOTO MPUMEHEHUs O0OMX JIEKapCTBEHHBIX MpernapaTroB IOCIe
paspelieHusT OSTHUX HEXKENATeNbHBIX peakuuid. B ciaydyae NOBTOPHOrO NPUMEHEHUS
aKCUTHHHOA pPacCMOTPETh BO3MOXKHOCTh YMEHBINEHHS 103kl B cooTBercTBHH ¢ OXJIII

aKCUTHUHHNOA.
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koHneHTparnueit Ob Beime BI'H > 2 pa3, otmenuts nedenue u npemnapatoM [lemOpopua, u

AKCUTHHUOOM M PacCCMOTPETh BO3MOXXHOCTh TEPAMTUU KOPTHKOCTEPOHIAMH.
Jns ynpaeneHUs HeXenaTeNbHbIMM peaklUsMU IpU MpUMEeHeHuu mpemnapara [lemOGpopua B
KOMOHMHAIIUU C JICHBATUHUOOM PEKOMEH]IyeTCs 110 HEOOXOAUMOCTH MPEPBATh MIPHUEM OJHOTO WU
000MX JIeKapCTBEHHBIX TNpeNnapaToB WJIM CHU3UTh J03Y WIW OTMEHUTh TMpUMEHEHUE
nenBaTuHHOA. CielyeT 03HAKOMMTHCS C PEKOMEHJALUSIMU MO YIPABJIECHUIO HEXEIaTebHbIMU
peakiusamu neHBatuHuOa B OXJIII nenBatununOa. CHuxeHnue no3bl npenapara [lemOpopua He
PEKOMEHTyeTCsl.

Oco0pIe T'pYIIbI NMAITMCHTOB

Tayuenmul nosxcunoeo sospacma (cmapuwe 65 1em)
He cooOmanocs o paznuuusx B Oe30macHOCTH WM I(PQPEKTUBHOCTH MEXKAY IMOXKHIBIMU
nanupeHTamMu (> 65 ner) m Oosnee MojoabpIMu TanueHTamu (< 65 ner). Koppekius mo3sl y
MAIMEHTOB MOKUJIOTO BO3pacTa He TpeOyeTcs.
Tayuenmoi ¢ HapyweHuaMu QyHKYUuY noyex
[TanimeHTaM ¢ MOYEYHOW HEAOCTATOYHOCTBHIO JIETKOW WIIM CPEIHEN CTENEHU TSHKECTH KOPPEeKLUs
no3bel  He TpelOyercs. Jledenune mpemapatom IlemOpopma y mMmamueHTOB C TOYEYHOU
HEJOCTAaTOYHOCTHIO TSDKENIOH CTeNeHu He U3ydalnoch (cM. pa3aen 5.2).
THayuenmoi ¢ HapywenusmMu QYHKYUU neyeHu
[TanmeHTaM € NEYEHOYHOW HEAOCTATOYHOCTHIO JIETKOM WJIM CPEAHEH CTENEeHU TIKECTH
KOppekuus 1036l He TpeOyercs. Jleuenue npemnapatom [lemOpopua y manueHToOB ¢ MEYEHOYHOMN
HEJOCTAaTOYHOCTHIO TSHKENIOM CTETIeHU He U3y4alloch (CM. pazaen 5.2).
Menanoma 2naza
HmeroTcst orpaHuYeHHbIE JaHHbIE 110 0e30MacHOCTH U 3 ()EKTUBHOCTH NMPUMEHEHHUS IIpernapaTa
[TemOpopua y manueHToB ¢ MEIaHOMOM TJ1a3a.

eTH
bezonacnocts 1 3¢ dexTuBHOCTh Npenapara [lemOpopua y nereit B Bospacte ot 0 1o 18 net no
BceM nokazanusiM kpome «Kinaccuueckas nmumdoma X0omKKHHA) HE YCTaHOBIEHBL. MMeromuecs
Ha CErOAHSIIHMN IeHb JaHHbIE TPUBEICHBI B pa3aenax 4.8, 5.1 u 5.2.
PexomennoBanHas no3a npemnapata [lemOpopua mis snedenus neteit ¢ kJIX cocramsier 2 Mr/kr
(MakcumyMm 110 200 mr), BBoguMasi BHYTPUBEHHO (B/B) B BHJE MHOY3uM B TeueHUe 30 MUHYT
KaK]Ible 3 HEEINH.

Criocob nmprMeHeH s

[Tpenapat [TemOpopua crneayer BBOAUTH BHYTPUBEHHO B BUAE HH(Y3uHU B TedeHne 30 MUHYT.
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WHCTpyKIIMU MO MPUTOTOBJICHUIO JIEKAPCTBEHHOIO npeﬁgﬂgﬁWHpMﬁ%éJ ﬁf;ﬁﬂ-&'x"eHH

B pazzedne 6.6.
4.3. lIlpoTuBONOKA3aHUS
e [ UNep4yBCTBUTEIBHOCTh K MEMOpPOIM3yMaly WJIM K JHOOOMY M3 BCIOMOTATEIbHBIX
BEIIIECTB, IEPEUNCICHHBIX B pazjene 6.1;
e bepemennoctb (cM. pazzaen 4.6);
e T[lepuoa rpymHOro BCKapMiuBaHus (CM. pasjen 4.6).
4.4. Oco0ble yka3aHus M MepPbI MPEI0CTOPOKHOCTH MPH MPUMEHEHNH

[IpocaexxnBaeMOCTh

B nensx ynydmieHus mpociieKnBaeMOCTH OMOJIOTHYECKHUX JICKAPCTBEHHBIX MPEIapaToB CISIYET
pEerucTpupoBaTh HAMMEHOBAaHME W CEPUI0 BBEACHHOIO Mpemnapara B  MEIUIIMHCKOMN
JIOKYMEHTAIMH.

HMMYHOOIIOCPEIOBAaHHBIE HEXKEIATEIbHBIC PEAKIIUHN

Y  MmanMeHToB, TMOMYYaBIIMX  MeMOpoin3ymald, OTMEYaTUuCh HMMYHOOIIOCPEOBaHHbBIE
HEeXeNaTeJIbHbIC PEAKIINH, BKIIF0YAsl TSHKEIIbIE U CIIyYad C JIETAIBHBIM HCXOI0M.
MMMyHOOIIOCpEAOBAaHHBIE HEXKEIATEIbHBIE PEAKIUN MOTI'YT BO3HUKATH I0CIE OTMEHBI TEPAIIUU
nemMOponu3ymaboM.  BOJBIIMHCTBO HMMMYHOONOCPEIOBAHHBIX  HEXKEJIAaTeNbHBIX  PEaKIHid,
HAOMIONIABIINXCA B KJIMHHYECKUX HCCIIEIOBAaHUAX, ObUIM OOpaTWMbl U KOHTPOJIUPOBAIHUCH
IIOCPEJICTBOM BPEMEHHOU OTMEHBI Tepanuu neMoposin3ymadbom, IIPUMEHEHHUS
KOPTUKOCTEPOUZOB  W/WJIM  CHUMITOMAaThyecko  Tepanuu.  MmmyHoomocpenoBaHHbIE
HE)KEJNaTeNbHbIe peaklMM, 3aTparuBaromue 0Oosiee OJHOW CHUCTEMBl OpraHu3Ma, MOTYT
pa3BUBATLCA OJHOBPEMEHHO.

[Tpu mono3peHnH Ha MMMYHOOIIOCPEIOBAaHHbIE HEXKeNaTelbHble peakluyd TpeOyeTcsl MPOBECTU
TIIATENBHYIO OLEHKY C IIEJIbI0 MOATBEPAUTH 3THOJOTHIO WU UCKIIOYUTH JAPYTHE BO3MOYKHBIE
npuyrHbl. OCHOBBIBasCh Ha TSDKECTH HEXENaTelNbHOM peakiuu HeoOXOIUMO BPEMEHHO
OTMEHHUTh Tepamnuio nemMOponu3ymaboM W pacCMOTPETb  BO3MOXKHOCTh — HA3HAUYEHUS
KoptuxkocrepousioB. C MOMEHTa yiIydmeHUs A0 | WM MeHee CTeNeHU TSKECTH, HayaTb
MIOCTENIEHHOE YMEHBIIEHHE J103bl KOPTHUKOCTEPOUIOB M TNPOJOJDKUTH €ro B TEUYEHHUe, II0
MeHbled Mmepe, 1 Mecsana. CornacHO OrpaHMYEHHBIM JAaHHBIM, IOJYYEHHBIM B KIMHUYECKUX
UCCJIEOBAHMSIX, Y MAIMEHTOB, Y KOTOPbIX MMMYHOOIIOCPEOBAHHbIE HEXKEIATEIbHbBIE PEAKIINU
HE TOJJAaBAIMCh KOHTPOJIIO MPU MPUMEHEHUH KOPTHUKOCTEPOMJIOB, MOXKET OBITH pacCMOTpEHa
BO3MO>XHOCTh Ha3HAYEHMSI IPYTUX CUCTEMHBIX MMMYHOJIETIpecCaHTOB. Bo30OHOBIIEHNE Tepanun
nemMOponu3ymaboM BO3MOXHO B CiIydae, €CJIM BBIPAKEHHOCTb HEXKEJATeNIbHOW peaKIuu
ocraeTcsi 1 WIM MeHee CTENEeHM TSHKECTU II0CNIE€ IIOCTENEHHOIO YMEHBIIEHUS  J103bI

KOPTUKOCTECPOUIOB. HpI/I BO3HUKHOBCHHUH APYTroro smnu3oga HEXKeIIaTeIbHON pe€akuun TSKEIOoM
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COOTBETCTEBYET 3
ot 21.05.

CTENEeHN HEO0OXO0IUMO MOTHOCThIO MPEKPATUTD anMeHélg/ié ﬁgﬁ% gm;ﬁg&aH(CM Tpasheﬂlmf 4.2

C 'H-' OTYETY

u 4.8).

Hmmynoonocpedosannulii nHesMoHum

VY mamueHToB, MOJy4yaBIIUX MEeMOPOIM3yMad, COOOIIANOCh O Cllydasx Pa3BUTHUS MTHEBMOHHTA
(BKJIFOYAs cIy4yau C JIeTaNIbHBIM HcX0A0oM). Heo6XxoauMo mpoBOAUTh aKTUBHOE HAOMIOJCHHE 3a
MalMeHTaMH B OTHOIICHWH TIPU3HAKOB W CHMIITOMOB ITHeBMOHHWTA. llpu mojo3peHun Ha
ITHEBMOHHUT HEOOXOJUMO IPOBECTH PEHTTEHOJIOTHYECKOE WCCICIOBAHHUE JUISI HWCKITFOUCHUS
Ipyrux npuuuH. Tepanmuio KOPTUKOCTEPOWAAMU Ha3HAYalOT MPU IMHEBMOHUTE 2 WM BHIIIE
CTEeTeHH TsDKeCTH (HadajbHas 703a 1—2 MI/Kr/CyTKH MpeAHU30HA UM aHajora ¢ MOCIeAYIOIUM
MOCTEIICHHBIM YMEHBIIICHHEM J103bI). BpEMEHHO OTMEHSIOT Teparvio meMOpoIn3ymMadoM mpu
MTHEBMOHUTE 2 (YMEPEHHOW) CTENEHH TSHKECTU U MOJHOCTHIO OTMEHSIOT NMpH 3 (Tsikesnoi) win 4
(CKU3HEyTpOXKalollei) CTemeHW TSHKECTH [MHEBMOHUTA WM pelUIuBE IHEBMOHUTa 2
(YMepeHHOi1) cTeneHu TsHKecTH (cM. paszzaen 4.2).

Hmmynoonocpedosanuwlii koaum

VY mnamueHToB, TOJYYaBIIMX MeMOpoin3ymad, cooOmanoch O Ciydasx pa3BUTHS KOJUTa
(cm. pazzen 4.8). HeoO6xoaumMo mpoBOAUTE aKTUBHOE HAOJIOICHNE 32 TTAIAEHTAMU B OTHOIIICHUH
MPU3HAKOB M CHMIITOMOB KOJIUTA M HMCKIIOYHUTH JPyTrHe MPHUYMHBI €r0 pa3BUTHA. Tepamnuio
KOPTUKOCTEPOUJIaMUA Ha3HAYalOT MpPHU 2 WU BBHINIE CTENEHH TsDKECTH (HavaiabHas go3a -2
MT/KT/CYTKH TIPEIHU30HA WM aHAJIOTra C MOCIEAYIONUM IOCTEIICHHBIM YMEHBIICHHUEM J03BI).
BpeMeHHO OTMEHSIIOT mMpuUMeHeHHe neMOponn3ymada npu 2 (yMepeHHOW) wiu 3 (TsDKeoi)
CTETIeHH TSHKECTH KOJIUTA U TIOTHOCTHIO OTMEHSIOT IPU KoNuTe 4 (SKM3HEYTpOKaroIieit) CTeneHu
TsDKECTH (CM. pasaen 4.2).

Hmmynoonocpedosannulil cenamum

VY mnauueHToOB, MOMyYaBIIMX MeMOposn3ymal, cOOOIIaioch O CiydasX pa3BUTHs Trematuta
(cm. pazmen 4.8). HeoOxomumo TpPOBOIWTH HAONIOACHHE 3a TAIMEHTaMH B OTHOIICHHH
TUHAMUKU (YHKIIMOHAJIBHBIX IOKa3aTeNell mneueHu (B Hayaje JI€YeHHs, MEpPUOAMYECKH Ha
MPOTSHKCHUH TEPAITNH, a TAKKEe HA OCHOBAHWHW KIIMHUYCCKOW OIEHKH) ¥ CUMIITOMOB T'elIaTHTA H
UCKITIOYUTh JPYrHe MPUYMHBL. Tepanuio KOPTUKOCTEPOMIAMH Ha3HAYalOT NpPU Termartute 2
CTeTNICHH TsDKeCTH (HavanbHas no3a 0,5-1 Mr/kr/cytkm mpeaHw3oHa (WM DKBHBAJCHTA) C
MOCTIEAYIOIIUM TOCTETIEHHBIM YMEHBIICHHEM J03bl) U MpPU TernaTuTe 3 CTENeHU TIHKECTH WU
Boime (1-2 WMI/Kr/cyTku mpeaHu3oHa (WM aHajora) ¢ IMOCJEAYIOIIUM TOCTEIICHHBIM
YMEHBIIIEHHEM J103bI). BpeMEHHO WM MONHOCTHIO OTMEHSIOT TEpamuio NneMOporn3ymaboM B
COOTBETCTBUH C YPOBHEM MOBBIIICHUS aKTUBHOCTH (DEPMEHTOB meueHu (cM. paznen 4.2).

Hmmynoonocpedosarnnulii Heghpum
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(cm. pazmen 4.8). HeoOxomumo TpOBOIWTH HAONIOACHUE 32 MAlMEHTaMHU B OTHOIICHHH
U3MEHEeHHs (PYHKIMHM TIOYEeK M HWCKIIOYUTH JPYrHe NMPHYUHBEL. Tepanmuio KOPTUKOCTEPOUIaMHU
HA3HAYaroT MPH Pa3BUTHUU HEKENATEIbHBIX PEAKIHi 2 U BBIIIE CTENEHU TKECTH (HadaiabHas
mo3a 1-2 Mr/Kr/cyTkd TpeqHu3oHa (WM SKBUBAJICHTA) C MOCIHEAYIONIUM TMOCTEHEHHBIM
YMEHBIICHHEM J103b1). BpeMEHHO OTMEHSIOT Teparuio MeMOpoIn3yMadoM B ciydae pa3BUTHA 2
(YMepeHHOI) cTeneHH TSKEeCTH HedpHUTa U MOJTHOCTBIO OTMEHSIOT Ipu 3 (Tsxenoi) wiu 4
(CKM3HEYTPOIKAIOIICH ) CTEeNeHH TshKeCTH HedpuTa (cM. pazaen 4.2).

Hmmynoonocpedosarntuvle 3HOOKpUHONAMUU

VYV narueHToB, MoIy4aBHIIMX NIeMOPOIn3ymMald, cooOIIaNoch O CiIydasXx pa3BUTHS HEIOCTATOYHOU
GYHKIMU  HAANOYEYHHKOB (TIEPBUYHOM W  BTOPUYHOW). Y  TANMEHTOB, TOJyYaBIIMX
nemMOponn3ymad, Takke cooOIanoch O ciydasx pa3BuUTHs runodusuta (cMm. pasznen 4.8).
HeoOxonumo npoBoauTh HAOMIOJACHHUE 3a MallMEHTaMH B OTHOIIEHWU MPU3HAKOB M CHMIITOMOB
HEIOCTaTOYHOCTH (DYHKIIMHM HAAMOYEYHUKOB M THIMOGU3UTA (BKIIOYAs THIIONUTYHTAPHU3M) U
UCKITIOYUTHh Jpyrde TpUYMHBL. B ciyyae TOSBIEHWS BTOPUYHOW HAIIOYSYHHUKOBOMN
HEJOCTATOYHOCTH HA3HAYAIOT TEPANUI0 KOPTUKOCTEPOUIAMH WM JPYTYIO 3aMECTHTEIbHYIO
TOPMOHAJBHYIO TEpPAINHi0 B COOTBETCTBUHM C KIMHHYECKOH OIeHKOH. BpeMeHHO OTMeHsIoT
Tepanui meMOponu3ymaboM B ciydae 2 (YMEpPEHHOH) CTENeHW TSDKeCTH THIO(U3NTA,
MOJIHOCTBIO OTMEHSIIOT Mpu 3 (Tshkesnol) minu 4 (KU3HEYrpoXkarollei) CTEeNeHU TSHKECTH
HEJOCTAaTOYHOCTH (DYHKIIMH HAIOYEYHUKOB UK runodusuta (cMm. pazaen 4.2).

VYV manueHToB, MOMYYaBIIUX MeMOponn3ymMad, cooOIIaloch O clydasx pa3BUTHUS CaXapHOTO
muabera 1 TWIa, BKITIOYAs CIydad Pa3BUTHS AWA0ETHYECKOro Keroamwmo3a (cM. pasaen 4.8).
HeoOxonmuMo TpoBOIUTH HAONIOJEHWE 3a TMAIMEHTAMH B OTHOIICHWH THIIEPIIIMKEMUN WIIH
IpYTHX TIPU3HAKOB M CHUMIOTOMOB caxapHoro pauabera. Ilpum caxapHom pamabere 1 Tuma
HA3HAYalOT HMHCYIMH, a B CIIy4asX TsDKENOW TUNEPIIIMKEeMHH Tepanuio mnemMOporuzymadbom
BPEMEHHO OTMEHSIOT JIO JOCTHXKEHUSI KOHTPOJIA HaJl METab0oIH3MOM.

VY mnauMeHToB, MOJy4YaBIIMX NeMOpoin3ymad, cooOlaJoch O HapyLIEHUSIX CO CTOPOHBI
IIMTOBHIHON JKE€Je3bl, BKIIOYask THIIEPTUPEO3, TUIIOTHPEO3 U TUPEOUIUT; OHU MOTYT Pa3BUTHCA
B 10001 MOMEHT BPEMEHH Ha MPOTSHKEHUU JiedeHus. Vicxons u3 atoro, Tpedyercs HabI0IeHUE
3a MalyeHTaMy B OTHOIICHUM U3MEHEHUsS (YHKIHMU IIUTOBHUIHON jKeJe3bl (B Havyaye JICUEeHUs,
NEepPUOANYECKH Ha TMPOTSHKEHUM TEpamnuu, a TakKe Ha OCHOBAHWU KIMHUYECKOW OIICHKH) U
KIIMHUYECKHUX MPU3HAKOB U CUMIITOMOB HapyIICHUH (YHKIIMH IIMTOBHUIHON kene3bl. JleueHue
THIIOTHPE03a MOXKET OCYIIECTBIATHCS MOCPEICTBOM 3aMECTHUTEIHHON Tepanuu 0e3 MmpepbhIBaHUs
jJedyeHuss © 0e3 MpUMEHEHUs KOpTHKocTepounoB. [lpu  rumeptupeo3e  BO3MOXKHO

CUMIITOMAaTHYCCKOC JICUCHHUC. BpeMeHHO niIn ITIOJIHOCTBIO OTMCHAIOT TCpaIlunro
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neMOponu3ymMabomM Tipu  TspKenor (3) wuim mnsHéﬁi;b;Kl% %‘ YE)H l:dile—ffel-[pr IPsRécTr

runepTupeosa (cM. paszaen 4.2).

VY nanueHToB ¢ Tsxkenol (3) wiM KU3HeYrpokaromen (4) cTeneHplo TSHKECTU 3HIOKPUHONATHH
IpU yAy4IIEHUH O 2 WM HUXKE CTENEeHU TSDKECTH U KOHTPOJIE MOCPEICTBOM 3aMECTUTENIbHON
TOPMOHOTEPAIMH MOKET paccMaTpUBaThCs MPOOKEHHE TPUMEHEHHs eMOponn3ymaoa.
Kooicnvie peaxyuu masicenou cmenenu

Y  manweHToB, TMOMydYaBMIUX  MeMOpoin3ymald, cooOmanoch O  CIydasX  pa3BUTHUS
UMMYHOOIIOCPE/IOBAaHHBIX KOXHBIX PEaKIUid Tshkenoil crenenu (cM. paszaen 4.8). Heobxommmo
IPOBOJUTH HAOMIOZEHUE 3a MALMEHTaMU B OTHOIIEHUH MPENNojaraéMbIX KOXHBIX peakiuil
TSDKEJION CTETICHU W UCKITIOUUTH JPYTrue MPUUUHBL. VICX0/1s U3 CTETIeHH TSHKECTH HEeXKelaTeIbHOU
peakuu BPEMEHHO WJIM IOJIHOCTHIO OTMEHSIIOT Tepanvio NemMOposn3ymaboM M Ha3HAydaroT
Tepanuio KopTUKocTepouaamu (cm. pazaen 4.2).

VY nmanumeHToB, NOJIy4aBIIMX MeMOponu3zymad, coodmanock o ciaydasx pazsutust CCJ u TOH, B
TOM YHCIIE C JETaIbHBIM HcxogoM (cM. pasznmen 4.8). Ilpu TposBICHWM TPU3HAKOB WIH
cumrntomoB pazutusi CCJl wim TOH BpeMeHHO OTMEHSIOT TEpanuio NeMOPOIN3yMaOoM Hu
HaIpaBJISIOT MAMeHTa 3a CIelUalu3upOBaHHON MOMOILBIO Ul 00ciae10BaHus U jedeHus. Ecim
CCH wmu TOH nonrBepkJeHbI, MOJHOCTBIO OTMEHSIOT Tepanuio neMmOposnnzymadoMm (cM.
paznen 4.2).

Hpyeue ummynoonocpedosarnmvle HedxiceramenvHvle peakyuu

Crnenyromue  JONOJHUTENbHBIE  KIMHUYECKM  3HAUMMble  HMMMYHOOIIOCPEIOBaHHbBIE
HEXEeNaTeslbHble ~ peakUMu  OTMEYAJUCh B KJIMHUYECKMX  HCCIEIOBAaHUSAX  WIH
MOCTPErCTPALIMOHHOM TIEpUOJie NPUMEHEHUs MeMOpoiau3ymada: YBEUT, apTpUT, MHO3UT,
MHUOKApIUT, TAHKPEAaTUT, CUHAPOM [ miteHa-bappe, MuacTeHHYECKUI CUHIAPOM, FEMOJINTHYECKAs
aHeMHsi, CapKOM03, PHUE(DAINUT, MUEIHUT, BACKYJIHUT, XOJAHTUT CKIEPO3HPYIOUINH, raCTpUT H
TUIIONApaTHpPEO3.

Hcxons u3 CTENEHU TsKECTU U THUIIA HEXKEJIaTeNIbHOW peaklyu, NIPUMEHEHHe eMOpoan3ymaa
ClleflyeT BPEMEHHO OTMEHHUTH IPH HEXKEIATENbHBIX pPEaKUusX 2 CTEeNeHH M 3 CTENEHU W
Ha3HAYUTh IPUMEHEHHE KOPTUKOCTEPOUIOB.

[Tpumenenne nemOponaM3yMadba MOXHO BO300OHOBHTH B TeueHHE |2 Hemenb MOCie BBEACHUS
HocjaeqHe [103bl Ipemapara, €clid CTelNeHb HeXenaTelnbHOM peakumu < 1 u 1o3a
KOPTUKOCTEPOUI0B YMEHbIIeHa 10 < 10 MI B IeHb IPETHU30HA WM YKBUBAJICHTA.

[Tpumenenue memOponu3zymaba cCieqyeT IMOJHOCTBIO OTMEHHUTh B CiIydae 000N MOBTOPHOM
MMMYHOOTIOCPEZIOBAaHHON HEXEJATeNIbHOW peakuuu 3 CTeNeHH, a TaKkKe B ciydae Jro0oi

MMMYHOOIIOCPEIOBAHHOM HEXKENATEIbHON peakiuu 4 CTENEHHU.
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MMPUMCHCHUC H€M6pOJII/I3yMa6a CJICOAYCT MOJIHOCTBIO OTMCHUTD.

CBs3aHHEIE C TDaHCHHaHTaHHGﬁ HEXCIIATCIIbHbBIC PCAKITNH

OmmopoiceHue mpaHCcniIaHmupoOB8aAHHbIX COTUOHBIX OP2AHO8

CooOmanioch 00 OTTOPXKEHHH TPAHCIUIAHTUPOBAHHBIX OPTaHOB B MOCTPETUCTPALIMOHHOM
MIEpPHO/IC Y MAIMEHTOB, TOTYYaBIINX JICUCHUE ITeMOposm3yMmadoM. JledeHne meMOopom3ymadom
MOXET YBEIWYUTHh PHCK OTTOPKEHHS TPAHCIUIAHTUPOBAHHBIX OpPTaHOB Yy PEIHITMEHTOB.
HeoOxonumo paccMOTpeTh MpEeuMyIIecTBa OT JICYeHUsS NeMOpoin3ymMaboM IO CpPaBHEHUIO C
PHCKOM BO3MOYXHOTO OTTOPKEHHUSI OPTaHOB y STUX MaI[UEHTOB.

Ocrnooichenus: anio2eHHol MpaHCHIAHMAYUY 2eMONOIMUYECKUX CBONO0BLIX KIIEMOK
Coobmanock 00 OCTpOMl peaklMu «TpaHCIUIaHTaT TpoTuB xo3suHay (PTIIX), Bxmtouas
netaneHblii  PTIIX, mnocne neuenus mnemOponuzymaboM Yy TAlMEHTOB C  aJUIOTE€HHOMN
TpaHCIIaHTaIKel remonodTudeckux cTBoloBbIX KieTok (TI'CK) B aHamHese. Y manueHToB, y
koTopelx Bo3Hukia PTIIX mocne mpouenypsl TpaHCIUIAHTAI[MM, MOXKET OBITH MOBBILIEH PUCK
PTIIX mnocne neuenus mnemOponu3ymaboM. HeoOxoammo paccMOTpeTh MpPEUMyIIecTBa OT
JiedeHus: MmeMOpon3yMaboM IO CpaBHEHHIO ¢ puUcKoM Bo3MokHoro PTIIX y manumeHToB c
amorenHoil TT'CK B anamuese.

IloBBITIIEHNE AKTUBHOCTH d)CDMCHTOB NCYCHU TIPU TCparinuu HCM6DOJII/I3VM36OM B KOM6I/IHaHI/II/I C

akcutuanOom apu [1KP

[lpu Tepanuu nemOponu3ymaboM B KOMOMHAIMM C AKCUTMHUOOM Yy TIAllUEHTOB C
pacnpoctpanenHbsiM [IKP HaOmoganace Gosee BHICOKas, YeM OXKMAaeMas, 4acTOTa MMOBBIIICHHS
aktTuBHOCTH AJIT n ACT 3 u 4 crenern Tshxectu (cM. pazzaen 4.8). Jlo Havana U mepuoIudecKu
B TCUCHHE JICUCHHSI CIETyeT MPOBOJUT MOHHUTOPUHI aKTUBHOCTH (epMeHTOB redeHu. Cremnyer
paccMoTpeTh OoJjiee 4acToe MPOBEJCHHE MOHHTOPUHIA AKTUBHOCTH (DEPMEHTOB IEYEHH II0
CPaBHEHMIO C MPUMEHEHHEM JIEKapCTBEHHBIX MpenapaToB B KauecTBe MoHoTepanuu. Cremyer
cOOI0IaTh PEKOMEH/AIMK IO JICYCHHUIO MAMEeHTOB JUII O0OMX JIEKapCTBEHHBIX IPEIapaToB
(cM. pazgen 4.2 u OXJIIT akcutuHMOA).

[loBBILIEHHAS CMEPTHOCTH IIPU MHOKECTBEHHOU MHEJIOME, KOTAa neMOopoin3yMad n1o0aBisercs

K aHaJI0Ir'y TaJIMaAOMHUAAa U ACKCAMCTAa30HY.

[Tpu nByX paHIOMHU3MPOBAHHBIX KIMHUYECKHX UCCIICIOBAHMSIX Y MAIIMEHTOB C MHOKECTBEHHOM
MHEJIOMOM J00aBlIeHHe IeMOpoIM3yMada K aHAJIOTy TAIUIOMHUIA U JEKCaMeTa30HY TPHBOIUIIO
K YBEJIIMYEHUIO CMEPTHOCTH, JAAHHOE IOKa3aHWE K MPUMEHEHHUIO0 OTCYTCTBYET ISl aHTHUTEN,
onokupyrorux PD-1 wnmu PD-L1. Jledyenue mnamueHTOB € MHOXXECTBEHHOM MMEIOMOM
antutenoM, OnokupyronmM PD-1 wmnum PD-L1, B koMOuHammm ¢ aHaIoOTOM TaluIoOMHUAA W

JACKCAaMCTAa30HOM HC PCKOMCHAYCTCA BHC KOHTPOJIUPYCMBIX KIIMHUYCCKUX HCCHeﬂOBaHHﬁ.
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(NOCNENOBATENEHOCTL 0005)

Nudy3noHHbBIE pEaKIIH

Tsokenpie  WHQY3MOHHBIC  PEAKIMH, BKJIIOYAs PEAKIHIO THIICPIYBCTBUTEIBHOCTH U
anadunakcuto, coobmamch y 6 (0,2%) u3 2799 mnmanweHToB, TMOJY4YaBIIUX JICUYECHUE
neMOponuzymabom B kimHHYeckux wuccienoBanuax KEYNOTE-001, KEYNOTE-002,
KEYNOTE-006 u KEYNOTE-010. Ilpu Tsokenoi creneHH TspKeCTH WH(Y3MOHHOW peakiuu
HEOOX0MMO TpepBaTh WHQY3HIO W IOJHOCTBIO TMPEKPATHUTh TEPauio MeMOpoIn3ymMadoM
(cM. pazznen 4.2). YV manueHToB C JIETKOM WJIM yMEPEHHOW CTENEeHbIO TSDKECTH MH(QY3MOHHBIX
peaxkuil MOXKET paccCMaTPHUBATHCS BO3MOXHOCTH MPOJOJKEHHS TEpamnuu MeMOpoiIn3ymMadoM
Mo THIATETbHBIM HAONIOJICHWEM Bpada; MpeMeAuKalfed IMOCPEeICTBOM TMpPUMEHEHUS
YKAPOTIOHIDKAIONNX U aHTHTUCTAMUHHBIX MTPETapaToB.

MGDBI OPpEAOCTOPOKHOCTHU ITPHU KOHKPETHBIX 3a00JICBAHUSIX

IIpumenenue nembponuzymaba y nayueHmog ¢ YpOMeIUdIbHbIM PAKOM, KOmMopvle paHee
ROIYYANU XUMUOMEPANUIO, BKIIOUAIOUWYIO NPEnapamsl niamuHbl

Bpau 1o Havana nedeHus JODKEH yYUTHIBATh OTCPOUYEHHOE HAvajo JEHCTBHS meMOporu3ymada
y TIAIIMEHTOB C IUIOXMM IPOTHO30M W/HIIM arpeccHBHBIM 3aboseBanueM. [Ipu yporennaibHOM
pake HaOIo/anoch Oojiee BBHICOKOE YHCIO CMEpTed B TeueHUEe 2 MecsleB MpU NPUMEHEHUU
nemMOponn3ymaba TO CpaBHEHHIO ¢ xuMmuorepamnuei. dakropamu, CBS3aHHBIMH C paHHEU
CMEPTHI0, OBLTH OBICTPO MpOTpeccUpyrollee 3a0ojeBaHue Ha (POHE TPEIIISCTBYIONICH Tepariu
npenapaTamMy TUTaTHHBI 1 HATHYHE METacTa30B B IICUCHH.

Ipumenenue nembporusymaba 6 kavecmse mepanuu nepsou 1unuu y nayuenmos ¢ HMPJI

B menom wHabmromamach 0Oonee  BBICOKAas 4YacTOTa HEXKENATENbHBIX  peaKkIuid  Mpu
KOMOWHHUPOBAaHHOM  Tepanmuu MeMOposn3ymMaboM TI0 CpPaBHEHHIO C  MOHOTepamuein
neMOpo3ymMaboM WM TOJNBKO XHMHOTEpAnueil, 4To OTpakaeT BKJIAJ KaXIOTrO0 H3 JTHUX
KOMITIOHEHTOB (cM. pasnensl 4.2 u 4.8). Her naHHBIX mpsMOro cpaBHEHHUs eMOpoin3ymada B
KOMOHMHAIIMY ¢ XUMUOTEpanueil ¢ MOHOTepanuei neMoponn3ymadbom.

Bpau nomkeH yduThIBaTh COOTHOILIEHHUE I0JIb3a/PUCK CYILECTBYIOIIMX BapUaHTOB Tepamuu
(MoHOTepanus nemMOpoIn3yMadboM WK neMOponu3ymMad B KOMOMHAIMU C XMMHOTEpanuen) 10
Hayaja JIiedeHHsl y paHee HeseueHHbIX nauneHToB ¢ HMPJI ¢ skcnipeccueit PD-L1 onyxoneBsiMu
KJICTKaMHU.

B uccnenopannu KEYNOTE-042 nabmtonanochk 0osiee BBICOKOE YMCIO CMEpTed B TedeHHe 4
MeCSIEeB IOCJIe Hayaja JIEYEHHS C TMOCJIEIyIoIIMM TPEeUMYIIeCTBOM B  OTHOILIECHUU
JOJATOCPOYHOM BBDKMBAEMOCTH TIPU MOHOTEpANUU TMEeMOpOIM3ymMaOoM IO CPaBHEHUIO C
XUMUOTEPAITHUEH.

Jannubie 1o 3¢ (PEeKTUBHOCTH 1 6€30TIaCHOCTH y TIAIUEHTOB B BO3pacTe > 75 JIeT orpaHUYeHBI. Y

MAIMEHTOB B BO3pacTe > 75 jeT KOMOMHUPOBAHHYIO TEparuio MeMOponn3ymMadoM clemyeT
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WH/IMBUIYaIbHOM TIOPSIJIKE.

Ilpumenenue nembponuzymaba 6 kauecmee mepanuu nepgot tunuu y nayuenmos c¢ 1P

B umenom wHabmromamach 0Oonee  BBICOKAas 4YacTOTa  HEXKENATEIbHBIX  PEaKIUi  Tpu
KOMOMHHMpPOBAaHHOW  Tepamuu  MeMOponu3ymMaboM TIO CPaBHEHMIO C  MOHOTepamueit
nemMOpon3ymMaboM WM TOJNBKO XHMHOTEpAnueil, 4TO OTpakaeT BKJIAJ KaXIOr0 H3 ITUX
KOMITOHEHTOB (cM. pazzensl 4.2 u 4.8).

Bpau nomKkeH yduThIBaTh COOTHOILIEHHE IOJIb3a/PUCK CYIIECTBYIOUIUX BapHAHTOB TEparuu
(MoHOTepanus neMOponu3ymMaboM UM meMOponu3ymMad B KOMOMHAIIMK C XMUMUOTepamnueil) 1o
Hayana jedeHus y nauuentos c [IPTII ¢ skcnpeccueit PD-L1 onyxoneBsiMu KiaeTkamu.
Ipumenenue nembponuzymaba 6 kauvecmee a0vIOBAHMHOU MePanuy y NAYUeHmos ¢ MeaaHoMou
Habmronanace TeHIEHIMS K YBEJIMYEHHUIO YACTOTHI TSKENBIX U CEPhE3HBIX HEXeNlaTelIbHbBIX
peakiuii y MalueHTOB B Bo3pacTe > 75 ner. JlaHHble MO 0€30MacHOCTH MPUMEHEHUs
nemOponm3ymaba B KauecTBE abIOBAHTHOM TEpanmuyl y IMAlMEHTOB C MEJIaHOMOM B BO3pacTe
> 75 et orpaHUYEHBI.

IIpumenenue nemoponrusymaba 8 KOMOUHAYUU C AKCUMUHUOOM 8 Kauecmee mepanuu nepeou
aunuu y nayuenmos c [IKP

VY manumenTtoB ¢ pacupoctpaneHHbiM [TIKP npu npuMenernn nemOponm3zymada B KOMOWHAIMH C
aKCUTUHUOOM Haluro/1anach Oosiee BHICOKAs, YeEM OXKUJAaeMas, YaCTOTa MOBBIIIEHUS aKTUBHOCTHU
AJIT u ACT 3 u 4 crenenu tspxkectu. Jlo Havana jeyeHUs: ¥ MEPUOJIUYECKH B TEUCHHUE JICUCHUS
ClelyeT MPOBOJUTH MOHUTOPHHT aKTUBHOCTH (hepMeHTOB nedeHu. ClenyeT paccMOTpeTh Ooee
yacToe NPOBEJICHHE MOHUTOPHUHIAa aKTUBHOCTHM (EPMEHTOB TI€YEHH IO CPaBHEHHUIO C
NPUMEHEHNEM IpenaparoB B KadecTBe MoHoTepanuu. Crienyer coOiroaTh peKOMEHAANN 10
MEIUITUHCKOMY NPUMEHEHUIO JUIs 000MX JIEKapCTBEHHBIX IMpenaparoB (cM. pasaen 4.2 u OXJIII
AKCUTUHUOA).

Ilpumenenue nembponruzymaba 6 kavecmsee mepanuu nepgot aunuu y nayuenmos ¢ KPP ¢ MSI-
H/dMMR

B uccnenosanun KEYNOTE-177 nabnronanocs 6osee BBICOKOE OTHOIIEHHE PHUCKOB COOBITHUIH
o0rmiell BBDKMBAEMOCTH MIPH MPUMEHEHUHU MeMOpOoIn3yMada 1o CpaBHEHUIO C XMMUOTEparnuei B
TE€YEHHUE MEPBbIX 4 MeCALEB JICUCHUS C MOCIEIyIOIIUM MpPEeuMyIIecTBOM HemMOponauzymabda B
OTHONICHUHU JJOJITOCPOYHOMN BBKUBAEMOCTH.

4.5. B3ammopeiicTBMe ¢ JPYIrHMH JeKAPCTBEHHBIMHM MpenapaTaMM W [Jpyrue BHAbI
B3anMo/IelicTBUS

CrenuanpHBIX HCCIENIOBaHUN (DAapMaKOKHHETHYECKOTO B3aMMOJICHCTBHUS TeMOponu3ymadba ¢

IpYTMMH JIEKapCTBEHHBIMH TpenapatamMud He mnpoBoguid. Ilockonbky meMOponn3ymad
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JIEKapCTBEHHBIX B3aUMOJICHCTBUL.

Crnenyer n3berarb MPUMEHEHHUS CUCTEMHBIX KOPTUKOCTEPOHJIOB MM UMMYHOJIEIIPECCAHTOB 0
Hayajga  Tepamuu  [eMOpoinM3yMaOOM,  y4YUThIBas WX  BO3MOXHOE  BIMSIHME  Ha
bapMakoIUHAMUYECKYI0 aKTHBHOCTh U 3(pdexTuBHOCTH memOponm3dymaba. Tem He MeHee,
CUCTEMHBIE KOPTHKOCTEPOUIBI WIIA JIPYIHe UMMYHOJCTIPECCAHTHI MOXKHO HCITOJIb30BATh TIOCIE
Havaja JICYCHUs TNeMOpOIM3yMaOdoM Jjisi Tepaluy WMMYHOOIIOCPEIOBAaHHBIX HEXeJIaTeIbHBIX
peakumii (cM. pasznen 4.4). Ilpu neyeHun nemMOponu3ymMmaboM B KOMOMHAIIMU C XMMHOTEpanuei
MO>KHO HCIOJIb30BaTh KOPTUKOCTEPOHIbI B Ka4eCTBE MPEeMEeIUKaIluu ISl MPO(UIaKTUKHA PBOTHI
u/vm 00JIerdeHUs HeXKeIaTeIbHBIX PeaKINii, CBSI3aHHBIX C XHUMHOTEPAITHEH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDH M JIAKTAIUSA

JKeHIUHEI ¢ JIETOPOIHBIM ITOTSHIINAIOM

JKeHIMHBI 1ETOPOTHOTO BO3PACTA JOKHBI HCIOIb30BATh HAJIEKHBIE METObl KOHTPALIETILIMH BO
BpeMsl JICYCHHUs TEeMOpoim3ymMaboM M B TeueHHEe HE MeHee 4 MecsIeB Iocie TOCIeaHen
uH(y3uu nemOponauzymada.

bepemeHHOCTD

JlaHHbIle 0 TpUMEHEeHNHU eMOposn3ymala y OepeMeHHbIX JKEHIMH OTCYTCTBYIOT. CrenuaabHble
UCCIICIOBAaHUS TI0 M3YYCHHUIO BIMSHUS TeMOponn3ymaba Ha PEnpoOayKTHBHYIO (DYHKIHIO Yy
KUBOTHBIX HE TIPOBOJIMIINCH, TEM HE MEHEE, B MOJIEIIIX OSpEeMEHHOCTH MBIIIEeH ObLIO TIOKa3aHo,
4yro OJ0Kaga curHainpHOM cucteMbl PD-L1 mpuBoANT K CHM)KEHHUIO TOJEPAHTHOCTH OpraHu3Ma
MaTepu K IUIOAY W TOBBIIIEHUIO YIpo3bl THOENM Iulofa. DTH pe3yiabTaThl yKa3blBalOT Ha
BO3MOXHBII PUCK (HAa OCHOBAaHMM MEXaHW3Ma JEHCTBUS) HEraTUBHOI'O BO3JEHCTBHS Ha IUIOA,
BKIIIOYAss TIOBBIICHWE YAacCTOTHl BBIKHIBIIICH WM MEPTBOPOXKICHHUN, MpH TPUMEHEHUH
nemOponm3ymaba Bo Bpemst OepemeHHocTd. YenmoBeueckuit ummynornooymun G4 (IgG4)
MPOHUKAaeT depe3 IUIalleHTapHbId Oapeep, a Tak Kak mnemOponu3zymald seusietcs IgG4,
HNOTEHIMAJIbHO OH MOXET MepelaBaThCsl Yepe3 IUIAleHTy OT MaTepu K Pa3BUBAIOILEMYCS IUIOAY.
[Tpumenenue nemoponuzymada B nepuoj 0epeMeHHOCTH POTHBOMOKA3aHO.

JlakTanus

Her maHHBIX O BbIIENCHHH TmeMOponm3ymMaba B TpyaHoe Mojioko. IlemOponuzymad
IPOTUBOIIOKA3aH B IIEPUO/] TPYAHOTO BCKAPMIIMBAHMUSL.

DepTUABHOCTE

Knunandeckre qaHHBIE O BO3MOXKHOM BIUSHUH MEeMOpoIn3yMada Ha penpOayKTUBHYIO (DYHKITHIO
OTCYTCTBYIOT. HecMoTpss Ha TO, YTO OTHAEIbHBIC HCCIICIOBAHHS TOKCHUYECKOTO JCHCTBHS
neMOponu3ymaba Ha PENpOAYKTHBHYIO (YHKIMIO W BHYTpUYTPOOHOE pa3BUTHE HE

MMpOBOAWJIUCH, IIPU HCCICAOBAHWHW TOKCHUYHOCTU IMOBTOPHBIX 03 Y 00€e3bIH B CpPOKH 1 u6b
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CaMOK.
4.7. Bausinde Ha CNOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHM CPEICTBAMHM M PadoTaTh ¢
MeXaHU3MaMHu

[TemOponn3ymab MOKET OKa3bIBaTh HECYIIECTBEHHOE BJIHMSHUE Ha CIIOCOOHOCTH YIPaBISATH
TPAHCIIOPTHBIMHU CpEACTBaMU M paboTaTh ¢ MexaHusmMamu. CooOuanocs 00 ycTaqocTu mocie
BBeJIeHUs ieMOponu3ymada (cm. pasaen 4.8).

4.8. HexkennaTeibHbIe peakunu

Pesrome npoduing 6e300acHOCTH

[Tpumenenue nemoOponuzymada Haubosee 4acTo CBSI3BIBAIOT c pa3BUTHEM
MMMYHOOIIOCPEIOBAaHHBIX HEKEIaTEeIbHBIX peakiil. BoIbIIMHCTBO U3 HUX, BKIIIOUAs TSAXKEIbIe
peaKIuu, pa3peuiaiuch MOocie Hayalda COOTBETCTBYIONIEH Tepamuy WIM TMOCIe MpeKpalleHus
UCIIONB30BaHusl memOponuszymaba (cm. gamee «OmnucaHuWe OTHENBHBIX —HEXeNaTeNbHbBIX
peakuuii»). Ha ocHOBaHMM BceX 3aperuCTpUpOBAaHHBIX HEKEIATEIbHBIX pEaklUUi jJanee U B
Tabnune 2 mpuBereHa YacTOTa HE3aBUCHUMO OT OLEHKHM UCCIIEJOBaTeIeM MPUYHMHHO-
CJIEJICTBEHHOM CBSI3U.

Ilembponusymab 6 kawecmee monomepanuu (cm. pazoei 4.2)

bezonacHocte memOponm3ymaba Tpu NPUMEHEHHH B KadecTBE MOHOTEPANlMM HM3ydajach B
KJIIMHUYECKHUX MCCIIeIOBAaHUAX y 7148 mamueHToB ¢ pacupoCTpaHEHHOW MeTaHOMOMW, METTaHOMOM
3-if cragum mocie Xupypruueckoro Jsedenus (agproBaHTHas tepanusi), HMIIP, «JIX,
YpOTEeNUANbHBIM PAKOM, PAKOM TOJIOBBI M III€H, 3]I0KAYECTBEHHBIMH HOBOOOPa30BaHHUSIMH C
BBICOKMM YPOBHEM MHKPOCATEIUTUTHOW HECTaOWIBLHOCTH WM afbioBaHTHOW Tepamueil [IKP B
YeThIpeX pexumax Jo3upoBanus (2 Mr/kr kaxzasie 3 Henenu, 200 mMr kaxasie 3 Hepenu uiau 10
MT/KT MaccChl Tella Kaxable 2 Uiau 3 Heaenu). B 3Toi monymsaiuu mainyueHToB MeArnaHa BPeMEeHH
HabmoIeHust cocTaBmia 7,9 mecsna (auamnas3on ot 1 mHs 1o 39 mecsies), 1 Haubosee 4acThIMU
HEe)KeNaTeNIbHBIMU PEeakusIMU TpU TNPUMEHEHHH MeMOponn3ymadba Obuu ycranmoctb (31%),
nuapest (22%) u TomHoTa (21%). BoNBIIMHCTBO COOOIIEHHBIX HEXKENATeIbHBIX PEaKIMi Mpu
NPUMEHEHNUHU B KadecTBE MOHOTepanuu Obutn | nim 2 crenenu Tshxectu. Hanbosee cepbe3HbIMU
HEXKEJNATENbHBIMUA PEaKIUsIMA ObLTH MMMYHOOTIOCPEJOBAaHHBIE HEKENATENbHBIE PEaKIUu |
TsoKenble  WHQY3HOHHBIE  peakiuu  (cM.  pasgen  4.4). Yacrota  BO3HHMKHOBEHHS
MMMYHOOIIOCPEIOBAHHBIX HEXKENIaTeIbHbIX peakiuii Obuta 36,1% s Bcex creneHeit u 8,9% s
creneHeit 3—5 ans MoHOTepanuu nemMOponu3ymMaboMm mpu aabloBaHTHOM JjedeHun (n=1480) u
24,2% nns Bcex crereHed u 6,4% ans cTeneHei 3—5 B Tepanmuy MeTacTaTH4ecKux (opM paka
(n=5375). He Obu10 O0OHApYXEHO HOBBIX MMMYHOOIIOCPEIOBAHHBIX HEXKEJATCIBHBIX pPEaKIni

IIpHu aIbFOBAHTHOM JICUCHHHU.
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COOTBETCTBYET 3KI( oMY OTYETY
ot 21 ':IE:E':IEE Mz j'_ 4 B
ITembponuzymab 6 kombunayuu ¢ xumuomepanyeii (Cm. }J&-tyéﬂ-lgg)"—: BATENBHOCTE 0003)

[Tpu npumeHeHun nemOponu3zymada B KOMOMHALIMM MEpe] HAa4yajJoM JIEYEHUS] 03HAaKOMBTECH C
OXJIIT cooTBETCTBYIOMIMX KOMIOHEHTOB KOMOMHUPOBAHHOM Tepanuu.

bezonacHocth nemOponu3zymaba npu NpUMEHEHHH B KOMOMHAIIMK C XMMHOTEpanuen u3yJyaiach
B KJIMHMYeCKMX ucciefoBanusx y 3123 mnamuentoB ¢ HMPJI, TIPI'I, pakom mnumeBona,
THPMXK wmu pakom miedku MaTtku B pexxumax jno3uposanus 200 mr, 2 MI/Kr Macchl Tena WIn
10 Mr/kr Maccel Tena Kaxaelie 3 Hezenu. B 3Tol momymsiuy ManydeHTOB HauboJiee YacThIMU
HEe)KeNaTeNIbHBIMU  peakuusiMu  Obutn  aHemusi (55%), TomHota (54%), ycramocts (38%),
HeiTponenus (36%), 3anop (35%), anonenus (35%), auapes (34%), pBora (28%) u cHIDKEeHUE
anneruta (27%). Yactora BOZHUKHOBEHUS HEXKENATEIbHBIX peakiuil 3—5 CTENeHu TSHKECTH Y
naiueHToB ¢ HMPJI cocraBuna 67% mnpu npuMeHeHuu nemOposin3zymada B KOMOMHAIMM C
XUMHOTepanued u 66% Mnpu NPUMEHEHUH TOJNbKO XHUMUOTepanuu, y namnuentoB ¢ [IPTII
cocraBuna 85% mpu MpUMEHEHUH MeMOponn3yMadba B KOMOWMHAIMU ¢ XuMuoTepanuei u 84%
MpU MPUMEHEHUHM XUMHUOTEpAnuy B KOMOMHAIMU C IETYKCMMaOOM, Yy MallMEHTOB C PaKOM
nuiEeBofa coctaBwia 86% Tpu  TpUMEHEHWH mnemOponm3ymaba B KOMOMHAIMU €
xumuoTepanued u 83% npu NPUMEHEHHUH TOJBKO XUMHUOTepanuu, y nanueHtoB ¢ THPMIK
cocraBuna 80% mpu MpUMEHEHUH MeMOpon3yMada B KOMOWHAIIMU ¢ XuMuUoTepanue u 77%
MIPU IPUMEHEHUH TOJIBKO XMMHOTEPAIUY U Y TIAIIUEHTOB C PAKOM IIEHKH MaTKu coctaBuiia 82%
IpU IPUMEHEHUHU neMOpoian3ymMada B KOMOMHAIMM ¢ XUMHUoTepanued u 75% npu NpUMEeHEHUN
TOJIbKO XUMHOTEpaIuu.

Ilembponusymab 6 kombunayuu ¢ uneubumopom muposunkurasvl (UTK) (cm. pazoen 4.2)

[Tpu npumeHeHnn eMOponn3ymMadba B KOMOMHAIIMKM ¢ aKCUTHHUOOM WJTU JICHBAaTUHUOOM Iepe;]
HadajgoM JiedeHus o3HakoMbTech ¢ OXJIII akcutnamOa wimm  nmeHBaTuHHMOA.  Jis
JOTIOTHUTEIFHOW MH(pOpMAIMK MO0 0e30MacHOCTH JeHBaTHHHOA o3HakoMbTech ¢ OXJII
nenBaTuHHOA. J[nsg mgomonmHUTEenpbHOW WHGOpMANMU 1O 0€30MacHOCTH AaKCUTUHUOA Tpu
MTOBBIIICHHONW aKTHBHOCTH ()EPMEHTOB IeUeHU M. pasnen 4.4.

besonmacHocTh meMOponu3ymaba mpu TPUMEHEHWH B KOMOMHAIIMM C AKCUTHHHOOM WA
JeHBaTUHUOOM mpu pacnpoctpaneHHoM I[IKP u B koMOMHanuMu ¢ JIEHBaTUHMOOM TIpU
pacnpoCTpaHEHHOM pake SHIOMETPHsS Hu3ydajachb B KIMHUYECKHUX HCCIeNOBaHMUAX y 1456
MalueHToB ¢ pacnpoctpaHeHHbIM [IKP nmu pacnpocTpaHEHHBIM pakoM SHIOMETPHUSA B PEXKUME
no3upoBanus 200 Mr memOpoau3ymada Kaxaple 3 Heleau u au00 5 Mr akcuTHHHOA JIBa pasa B
neHb, 6o 20 Mr JieHBaTMHMOA OJWH pa3 B CYTKH COOTBETCTBEHHO. B »ToW momynsiuu
NaIMEeHTOB HanboJee YacThIMU HeXKENIaTeIbHBIMH peakuusaMu ObutH nuapest (58%), moBbleHne
aprepuanbHoro gasnenus (54%), runotupeos (46%), ycramocts (41%), cHUXKEHHE ammeTuTa

(40%), tomHoTa (40%), aptpanrus (30%), pota (28%), cumxenue Beca (28%), nuchonus

19



COOTBETLC TEn VET - "|‘|__EF'TH"—
oT 21.05.2025 Nz 1.

(28%), 6omp B xuBoTe (28%), mpoTeuHypus (27%: :eﬁgpoﬁi“];ﬁ%e HE,B,'O'I&I]lo‘e'I—fHOI/I

My OTUETY

spurpoausectesnn (26%), ceib (26%), cromatut (25%), 3amop (25%), ckeneTHO-MbIIIeUHAs
601b (23%), ronoBHas 6011k (23%) u xamens (21%). YactoTa BOZBHUKHOBEHUST HEXKEIATEIbHBIX
peakuuii 3-5 crenenu Tskectu y mnauueHtoB ¢ [IKP cocraBuna 80% npu mnpumeHeHuun
neMOponr3ymadba B KOMOMHAIIMH C aKCUTUHUOOM WJIH JeHBaTUHUOOM U 71% mpu MoHOTepanuu
CYHUTUHHOOM. YacToTa BO3HHKHOBECHHS HEXKEATEIBHBIX PEAKIHA 3—5 CTENEeHU TIKECTH Y
MAalMeHTOB C PaKOM DJHIOMETpHsS cocTaBmwia 89% mnpu TpuUMEHEHHUH TeMOpoiuzymadba B
KOMOHMHAIIUHU C JICHBATUHUOOM U 73% Ipu NPUMEHEHUH TOJIBKO XUMHOTEPAIUH.

TabanuHoe pE3IOME HEXKENaTeIbHBIX PEeaKIIM

HesxenarenbHble peakiyy, HAOIIOJaBIINECS B KIMHHYECKUX HCCIECAOBAHUIX MMeMOpoIn3yMmada
pYd TPUMEHEHHWH B KadecTBE MOHOTEPANUH, WJIM B KOMOWHAIIMHM C XUMHOTEparued, WIH C
IPYTMMH  TPOTUBOOMYXOJEBBIMH  MpemapaTaMd  WIM  COOOIIEHHbIE B paMKax
MOCTPETUCTPAIIMOHHOTO HCIIOJIb30BaHUS TeMOponu3ymaba, mnepedncieHsl B Tabmume 2.
HesxenarenbHble peakM CHCTEMAaTU3WPOBAHBI OTHOCHTEIBHO KaXIOTO CHCTEMHO-OPTaHHOTO
kiacca mo MedDRA ¢ ucnons3oBaHueM cleayromie Kiaccu(puKaluu 9acTOThl BCTPEYaeMOCTH
odeHpb yacto (>1/10); wacto (>1/100, Ho <1/10); Hewacto (>1/1 000, HO <1/100); peaxo (>1/10
000, vo <1/1 000) ), ouens penko (<1/10 000), yacTora HEeM3BeCTHA (HA OCHOBAHHH UMEIOIITUXCS
JAHHBIX OLIEHUTH HEBO3MOXKHO). B pamkax KakIoi KaTeropud dYacTOThl BCTPEYaEMOCTH
HE)KEeJIaTebHBIC PEAKIIUH TIEPEUUCIICHBI B TIOPSIIKE YOBIBAHUS CTEIICHH CEPhE3HOCTH.

HexxenaTenbHble peaknuy, BO3ZHUKAIOIIME TPU MPUMEHEHWU TOJIBKO meMOpoiu3ymada win
KOMIIOHEHTOB KOMOMHHPOBAaHHOW Tepamnuu, MPUHUMAEMBIX 10 OTAETbHOCTH, MOTYT BO3HUKATH
Opy MX COBMECTHOM TPUMEHEHUH, JaXe €eClId B KIMHUYECKHMX HCCIIEI0BaHUAX
KOMOMHMpPOBAaHHOW TepanuM O JaHHBIX pPEaKIUsIX He coo0manoch. [[ias A0omosHUTENbHON
uHpopManuu 1Mo Oe30HacCHOCTH TNpH MPUMEHEHHH IeMOpoianu3yMada B KOMOMHHUPOBAHHOM

TCpaliuu O3HAKOMBTCCH C OXJIIT COOTBCTCTBYIOIIIUX KOMIIOHCHTOB KOM6HHHpOBaHHOﬁ TCpalinu.

Tab6nmuma 2. HexenarenabHble  peakquu Yy  HAIUMEHTOB,  MOJYyYaBIIUX  TEparuio

neMOponuzymadom™
MoHoTepanus B xomMOuHanmu c B xomMOuHanum c
XUMHUOTepanue AKCHTHHHOOM
HJIA
JEHBATHHHOOM
Nudexnuu v uHBaA3ZUM
Ouensb yacTo nHpexn
MOYEBBIBOASAIINX
yTen
Yacro IMHECBMOHHUS ITHECBMOHUS ITHEBMOHHS
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4

HapyuieHusi co CTOpOHBI KpoBH 1 JnMpaTudeckoii cHdrempr— - - | ENTEALUL TS UULD)
Oudenb 9acTo aHeMus aHeMHs, HEWUTPONCHHS, | aHEMUS
TPOMOOITUTOTIEHUS,
JEUKOIEHUs
Yacto TPOMOOIIUTONICHUS, bebpubHast HEHUTPOIICHHSI,
HEUTpOIICHUS, HEUTPOIICHHUS, JICHKOIICHUS,
auMdoneHus muMdoTIeHUs TPOMOOIIUTONIECHUS,
auMponeHus
Heuacro JeKONeHus, 9O3UHO (IS 903MHO( IS
HO3MHOPUITUS
Penxo UMMYHHas TeMOJINTHYECKas
TPOMOOIIUTONIEHHUS, aHeMus, UMMYHHast
reMOJIUTHYECKast TPOMOOIIUTONEHUS
aHeMHs, UCTUHHAs
DPUTPOIUTAPHAS
aruiasus,
remMoaronuTapHbIi
TUM(OTUCTHOIIMTO3
Hapymenust co cTOpOHBI MMMYHHOM CHCTEMBI
Yacro uHpY3UOHHAA peakuusa® | nHPYy3HMOHHas peakuus”® | nHpy3HMOHHas
peakius®
Heuacrto CapKOH103
Penxo CapKOuI03
Yacrora OTTOp>KEHUE
HEM3BECTHA TpaHCIUIaHTaTa
COJIMJIHOTO OpraHa
JH/IO0KPHUHHbIEC HAPYIICHHSA
Oudenb 9acTo TUIOTHPE03® TUIOTHPE03® THIIOTHPEO3
Yacto THIIEPTHPEO3 HEJIOCTaTOYHOCTh HEJIOCTaTOYHOCTh
byHKITII GbyHKIIIHN
HaAIOYEYHUKOB, HAIIIOYEYHUKOB®,
THpeOoH T, THIIEPTUPEO3,
THIIEPTUPE03® THpeou T,
Heuacto HEJI0OCTATOYHOCTH runopusut’ runopusnt’
byHKIIUHA
HaJIMOYSIYHUKOB®,
runopusut’ THpeonauT?
Penxo TUIIONIApaTHPEO3 THIIOTIApaTHPEO3 THIIOTIApaTHPEO3
Hapyumenunst MmeTa®o1M3mMa U NUTAHUS
OueHb yacTo CHIDKEHHE almeTuTa TUITOKAINEeMHUs, CHMIKEHHE
CHIDKEHHE alleTuTa anrneruTa
Yacto THUTIOHATPUEMHS, THIIOHATPHEMHUS, THIIOHATPHEMHUS,
TUITOKATAEMUS, THITOKATbLIAEMHS THITOKATAEMUS
TUIOKATbLINEMUS TUITOKATbLIEMUS
Heuacro caxapHblii amaber 1 | caxapubii amaber 1 | caxapHblii auaber
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THIIa8 ‘ — IOCNEOUEATE] II:IHF'H'{;a&:I 0005]
IMcnxnyeckune HApyIeHUsI
Ouensb yacTo OeccoHHUIA
Yacro OeccoHHMIIA OecCOHHMIA
Hapymenusi co CTOpOHbI HEPBHOM CHCTEMbI
Ouenp 9acTo roJIoBHas 00JIb nepudepudeckas TOJIOBHAS 007b,
HelponaTws, TOJIOBHAsS | TUCTEB3US
00Jb, TOJIOBOKPYKEHHUE,
JTUCTEB3US
Yacro rOJIOBOKPY>KEHHE, JeTaprus TOJIOBOKPYKEHHE,
nepudepudeckas nepudepudeckast
HelponaTus, JeTaprus, HelponaTus,
JTUCTEB3US JeTaprus
Heuacto AIUJIETICUS >HIE(aTUT", SMIIENCHs | MHACTEHHIECKUI
CHHJIpOM',
sHIe(amT"
Penxo CHUHIPOM ['mitena- | cuaApOM I'nitena- | HEBpUT
Bappe/, sunedamut’, | Bappe” MuacTeHHUeCKHii | 3pUTENHHOTO
MHETUTY, CUH/IPOM HEpBa
MHUACTEHUYECKU I
CHHIpOM', MEHUHTHT
(acenTHYeCKHii), HEBPHT
3pUTETHLHOTO HEPBA
Hapyuienusi co cTOpOHBI OpraHa 3peHus
Yacto CyXOCTb TIJ1a3 CyXOCTb TJ1a3 CyXOCTb TJI1a3
Heuacro yBeuT" yBeuT"
Penko CHHJIpOM ®orTa- | yBeut" cuHapoMm  Porra-
Kosinaru-Xapana Kosinaru-Xapana
Hapyuienusi co cTopoHbI cepana
Yacro apurMus’ (BKmouast | apuTMus’ (BKmouast | apuTMus’
bUOPUILIAIINIO bubpUILIALINIO (BKITIOYAs
npeacepauit) npeacepauil) bubpUmLIALINIIO
npeacepanii)
Heuacto MHUOKApTUT, MHUOKapUT", MHUOKAP/IUT,
NepUKaApAUATbHBINA NepUKapANaIbHBIN NepUKapIuaIbHbINA
BBITIOT, IEPUKAPAUT BBITIOT, IEPUKAPIUT BBITIOT
Hapyuiennsi co CTOpOHBI COCY10B
OueHb yacTo TUIEepPTEH3Us
Yacro TUIIEPTEH3US TUIEePTEH3Us
Heuacto BacKyJIuT® BaCKyJIUT®
Penxo BaCKyJIUT®
Hapymienuss co CTOpPOHBI JbIXaTeJbHOH CHCTEMBI, OPraHOB TPYIHOH KJIETKH H
cpelocTeHus:
Ouenb yacto OJIbIIIIKA, KaIlleNb OJIBIIIKA, Kallellb OJIbIIIIKA, Kallelb
Yacro MTHEBMOHUTY MTHEBMOHUT? MTHEBMOHUTY
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4

)KeJ'ly)IO'IHO-KI/IIIIe‘lHI)Ie HapyuieHus

MOCTEQUEATENEHOCTE 000%]

QueHb 4acTo

muapest, 00k B )KHBOTEY,
TOIIHOTA, PBOTA, 3aII0P

TOIIHOTA, nuapes,

pBoTa, O0ib B XUBOTEY,

nuapesi, Oonb B

’KUBOTEY, TOIIHOTA,

3arop pBOTA, 3a1op
Yacto KOJIUT', CYXOCTb BO PTY | KOJHT', racTPHUT, | KOJIUT',
CYXOCTbh BO PTY HaHKpeaTHT®,
TacTpPHUT, CYXOCTh
BO PTY
Heuacro NaHKPEaTHT®, TacTPHT, | MAaHKPEaTHT®, U3bS3BICHHE
U3BS3BIICHUC CTCHKH | U3BS3BIICHUE CTCHKH | CTCHKHU
KENyTOYHO-KUIIIEYHOTO | JKEITYIOYHO-KUIICYHOTO | JKEITYIOYHO-
TpakTa' TpakTa' KUILIEYHOTO
TpakTa'
Penxo nepdopanus  ToHKOrO | mepdoparuss  TOHKOrO | epdoparus
KHIIIEYHHKA KHIIIEYHUKA TOHKOTO
KHIIICYHUKA
HapyiieHusi co CTOPOHBI MeYEHH M 7KeTYeBbIBOASIIUX MyTei
Yacto rematut" rematut"
Heuacto rernatut"
Penxo XOJIAHTUT" XOJIAaHTUT"
CKJIEPO3UPYIOIHN CKJIEPO3UPYIOIINN
HapyuieHusi co CTOPOHBI KOKHM M MOJAKOKHBIX TKaHEH

OueHb 4acTo coInb", 3ym* anonenus, 3ya", ChIIb" 3ya”, coirb”
Yacro TSKEIbIe KOXKHBIE | TSIKEIbIe KOXHBIE | TSXKENIble KOXHbBIC
peaxkuun’, 9pUTEMA, | PEAKIUK’, ApUTEMA, | PEAKIUM’,
JIepMaTHuT, CYXOCTh | aKHE(OPMHBIN JNEepPMaTUT, CyXOCTh
KOXH, BUTWJIUTO”, | AGPMATUT,  JIEPMATHUT, | KOKHU,  DPUTEMA,
aJiomnenus, 9K3€Ma, | CYXOCTh KOXH, IK3eMa aKHEH(pOPMHBIN
aKHeH(OPMHBIN JIEpPMaTHT,
JepMaTUT aJIoTeust
Heuacto 1copuas, JIMXCHOWIHBINA | ICOpUa3, JIMXCHOUIHBIN | SK3eMa,
KepaTo3™?, namyna, | Keparo3®,  BUTHIUTO’, | TMXEHOWIHBIHI
M3MEHEHUs 1[BETa BOJIOC | Maryiia Keparo3®,
rcopuas,
BUTWJIUTO”, TIAMTyJIa,
U3MEHEHHUsl I1[BeTa
BOJIOC
Penxo CUHIPOM CruBeHca- | CUHAPOM CruBeHca- | TOKCUYECKHUN
JIxoHCOHA, spurema | [[>KOHCOHa, pUTEMA | SIUAECPMAJIbHBIN
y370BaTasi, TOKCUYECKUM | y3ioBaTasi, HW3MEHEHUs | HEKPOJIU3,
AMUAEPMAITbHBII LIBETA BOJIOC CHUHJPOM
HEKPOJIU3 CrtuBeHca-
J>xoHCOHA

HapymeHnust co cTOPOHBI MbIIIEYHOM, CKEJIETHON M COeIMHUTEIbHON TKAHU

QOueHb 4acTo

CKCJICTHO-MbIIICYHAA

apTpajirusi,  CKEJIETHO-

apTpanrus,
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607160, apTpanrus

Mmmeqﬁgyi:'- “:"J'"'f'S'B'J"I."I)Ibb;J

MUO3UT®

HLL L U005
EHOETR0005)
MBIIIeYHasT 006,
MHO3UT®, 00Ib B

KOHEYHOCTH
Yacro 607p B KOHEYHOCTH, | 00N B  KOHEYHOCTH, | apTpuT™
MHO3UT, apTpuTd aprput®
Heuacro TEHOCHUHOBUT® TEHOCUHOBUT® TEHOCUHOBUT
Penko Cunnpom lerpena Cunppom Ulerpena Cungpom
[lerpena
HapyuieHusi co CTOPOHBI MOYeK U MOYEBBIBOASIIHNX MyTei
Yacro ocTpoe  HOBpeXAeHHE | HedpuT'
MoYeK
Heuacro nepput! meppur,
HEeMH()EKITMOHHBIN
ITUCTHT
Penxo HEeWH(EKITMOHHBIN HEUH(EKITMOHHBII
[UCTHUT IUCTHT
OO0mme HapylnIeHUS ¥ PeaKIMU B MeCTe BBeeHM I
OdeHpb yacTo yCTanocTh, aCTeHHUs, | YCTaOCTh, aCTEHUs, | yCTaJIOCTh,
OTEK®®, mHpeKcus MTUPEKCHS, OTEKEE aCTEHMSs,  OTEK®E,
TUPEKCHUS
Yacto rpUnmnonogo0Hoe TPUIMIIONOA00H0E TpUMIONoa00H0e
3a0071€BaHue, 03HOO 3a001€eBaHue, 03HOO 3a00s1eBaHue,
03HO0
JlabopaTopHbie H HHCTPYMEHTAJIbHbIE TaHHbIE
OdeHb 4acTo MOBBIIIICHHE YPOBHS | TIOBBIIICHUE
AJIT, MOBBILLICHUE | YPOBHS  JIMIIA3bl,
ypoBHs ACT MTOBBIIICHHE
YPOBHS AJIT,
MOBBILICHUE
YPOBHSA ACT,
MOBBILIICHUE
YpOBHS
KpeaTHHUHA B
KpOBH
Yacro MTOBBINIICHHE YPOBHS | ITOBBIIICHUE YPOBHS | TTOBBIIICHUE
AJIT, MIOBBILLICHUE | KPEATUHUHA B  KPOBH, | YPOBHSA aMUIIa3bl,
YPOBHS ACT, | runepkanpuuemus, MIOBBIIICHHE
MOBBIIIICHHE YPOBHS | TIOBBILICHHE YPOBHS | YPOBHS
mea049Hol QocdaTassl B | menodHoit ¢ocdatassl B | OumupyOuHa B
KpOBH, KpOBH, MOBBILIIEHUE | KPOBH,
TUNEepPKaTIbIIIEMHUS, ypOBHS OUIUPYOMHA B | MOBBIIICHUE
MOBBILICHHE YPOBHS | KPOBHU YPOBHS IIETOYHOU

OwmpyOMHa B KpOBH,

IIOBBIIICHUC YPOBHA

(dhocdarazsr B

KpOBH,
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KpEaTUHHHA B KPOBH TULITEAVEA TEN Rk anibiieMus
Heuacto MTOBBIIICHHE YPOBHsI | IIOBBIIICHHE YPOBHs
aMUJIa3bl aMuIa3bl

*YacToTa HEXENAaTeIbHBIX pPEaKIUH, MEepPeYUCICHHbIX B Tabmuie 2, MOXeT ObITh CBsi3aHA HE TOJBKO C

IIPUMEHCHUEM neM6p0nH3yMa63 B Ka4€CTBE€ MOHOTECpaAnuu, HO U C OCHOBHBIM 3a00JICBAHKEM WIIH C ApyrumMmn

JIeKapCTBCHHBIMHU TIpenapaTaMu, HCIOIb3yeMBIMIA B KOMOMHAPOBAHHOM TEpaITHiL.

" Ha oCHOBaHMH CTaHIAPTHBIX 3aIPOCOB B 0a3y MaHHBIX HEXENATEIbHBIX PEAKIHi, BKIIOYAIOMNX OpatdapuTMHA 1

TaxXUapuTMHUU.

Crnenyromue TEpMHHBI MPEACTABIAIOT CO00I TpyINIy B3aUMOCBS3aHHBIX COOBITHH, KOTOPBIE OIMCHIBAIOT

MCIUIIUHCKOEC COCTOSITHUE, a HC OJHO coObITHE:

a.

o

= 0 oo

—

—

MH(Y3HOHHBIE peakuuu (THIEePUyBCTBUTEIBHOCTh K JIGKAPCTBEHHOMY TNpenapary, aHaduiIakTHdecKas
peaxtus, aHa(UIaKTOUTHAS peakuusi, THIIEPYyBCTBUTEIBLHOCTD, nH}py3uoHHAs peakuust
THIEPIyBCTBUTEINBHOCTH, CHHAPOM BBICBOOOXK/ICHNS! INTOKUHOB ¥ CBIBOPOTOYHAS OOJIC3HB );

THIIOTHPE03 (MUKCEEMa i NMMYHOOTIOCPEIOBaHHBIA THIIOTHPEO3);

HEJIOCTATOYHOCTh (DYHKIMHM Hagno4edHHKoB (Oone3Hp AJIMCOHA, OCTpas HEJZOCTAaTOYHOCTH KOPBI
HaJIN04YE€YHNKOB, BTOPHYHAS HEAOCTATOYHOCTH KOPHI HAATIOYEYHHUKOB);

THPEOUITUT (ayTOMMMYHHBIA TUPEOUANT, 3200JIeBAHUE HINTOBUIHOM JKeJe3bl U OCTPbIil THPEOUTUT);
runeptupeos (bazenosa 60Jie3Hb);

runoGu3uT (TUIONUTYUTAPU3M, TUM(POLUTAPHBIN FUMOPU3NT);

caxapHblii quabet 1 Tumna (auadeTHdecKuii KeToanumo3);

sHIe(aIuT (ayTOUMMYHHEIH SHIICQanuT, HeMH(EKINOHHBIN SHIE(ATUT);

MHACTEeHUYECKUI CHHAPOM (MHACTEHHMS TPAaBHUC, BKJIIOYAst 000CTpeHNe);

cuaapoM ['miteHa-baiiepa (akcoHampHast HEHpOAaTHs U AEMUCSITHHI3UPYIOMIAs TOJIMHEHPOTIATHSA);

MHUEJTHUT (TIOTIEPEUHBI MUEIIHT);

MEHUHTHT aCeNTHUECKUH (MEHHUHTUT, MEHUHTUT HEWH (PEKITMOHHBIH);

YBEUT (XOPHOPETHHHT, BOCTIAJICHHE PATYKHONH 000JIOUKY I1a3a U UPUIOIMKIINT);

MHOKapIUT (AyTOUMMYHHBIH MUOKApIUT);

BackynuT (Backynut LIHC, aopTHT, rHraHTOKIETOYHBIH apTepHUT);

ITHEBMOHUT (MHTEpCTHINAIBHOE 3abosieBaHue JIETKHX, ITHEBMOHUS opraHusyromascs,
MMMYHOOIIOCPE/IOBAaHHBI ITHEBMOHHUT M HMMYHOOIIOCPE/I0OBAaHHOE 3a00JIeBaHHE JIETKUX);

00J1b B )KHBOTE (IUCKOMMOPT B )KUBOTE, OOJb B BEPXHEH YaCTH )KMBOTA, OOJIb B HIDKHEH 9acTH KUBOTA);
KOJIUT (KOJIUT MUKPOCKOMMYECKHUH, IHTEPOKOJIHT, TEMOPParnieckuii SHTEPOKOJIUT, AayTOMMMYHHBIH KO JIUT
1 IMMYHOOIIOCPEIOBAHHBIA YHTEPOKOIIHUT);

MIAHKPEATHT (ayTOMMMYHHBIN TAHKPEATUT, OCTPHII MAHKPEATHT M IMMYHOOIIOCPEIOBAHHBIN ITAHKPEATHT);
N3BSIBIICHUE CTEHKH JKEIYAOYHO-KUIIEYHOTO TPaKTa (s3Ba XKeITyAKa U AyOoAcHAIbHAS s3Ba);

rernartuT (ayTOMMMYHHBIA TellaTUT, UMMYHOOIIOCPEJIOBAHHBIN I'€lIaTHT, MEINKaMEHTO3HOE IOBPEKICHHE
MEYEHH U OCTPBIH TeNaTuT);

CKJIEPO3UPYIOLIUHI XOJIAHTUT (MMMYHOOIIOCPEJOBAaHHBIN XOJIAHTHT);

3yX (KparnuBHHMIA, TIAITyJIe3Has! KPAMBHULA U 3/ OJIOBBIX OPTaHOB);

CBHIIIb (IpUTEMATO3HASA CHIb, (DOJUIMKYJSIPHAs ChIlb, MAKyJe3Has CHIIb, MAaKyJIe3HO-TAITyJIe3Has! CHIIb,

TamyJji€3Has Cblllb, 3yJadnias Cblllb, BE3SUKYJIIPHAA ChIIIb U ChIIIb HA ITOJIOBBIX opraHax);
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y. TsDKeNble KOXKHBIE peakuuH (9KC(OoNIMaTHBHAS (CHIIb, neM@QﬁEM?EE%M&%@dEE&;ﬁ >3

CTENEHN TSDKECTH: OCTPHId (heOpHiIbHBIH HEWTpOoMIBHBIN AepMaro3, ymuoO, MPONekeHb, OyIUIe3HbIH
JIEpMaTHUT, 3KC(ONMATHUBHBIA JEpPMaTHT, TCHEPATU30BAHHBIA HSKC(HOIMATUBHBIA JEpMATHUT, AEPMATUT
ncopuasuOpMHbIN, MEIMKaMEHTO3Hasl ChIllb, MYJIbTU(QOPMHAS dpUTEMA, KENTyXa, KPACHBIH IJIOCKHIA
JWIIai, KpacHBIM IUTOCKMI NUIIai pra, neM(Urona, 3y, TeHUTAIBHBIA 3y, CHIIb, 3PUTEMATO3HAs CHIIb,
MaKyJI€3HO-TIAMyJIe3Has ChINb, 3ySINAsl ChIlb, MyCTyJIE3HAas ChINb, NOBPEKICHUE KOXKH, HEKPO3 KOXH U
TOKCHYECKHE BBICHITIAHMS Ha KOXE);

Z. BHUTHINTO (JETTMTMEHTAINS KOXHW, TUTIOIINTMEHTAIMS KOXKH 1 TUIIOIIMTMEHTAIIHS BEK);

aa. JIMXCHOMJHBIH KepaTo3 (KpacHbII IUIOCKUI TUIIai U cKiIepoaTpodrIecKuil Juiai);

bb. ckenerHO-MbIIIeYHas 0OJb (CKEIETHO-MBIMICYHBIH IHCKOM(OPT, 00JIb B CIHHE, CKEJIETHO-MBIIICYHAs
CKOBaHHOCTB, CKEJIETHO-MBIIICYHAs 00JIb B IPYIHOM KJIeTKE ¥ KPUBOIIES);

CC. MHO3MT (MHUQITHsA, MHONATUS, HEKPOTU3UPYIOIIMH MHMO3UT, MOJMMHANTHS peBMaTHdecKas U
padaoMuOIH3);

dd. apTpurt (0Tek cycTaBoB, IOJHAPTPUT U CYCTABHOM BHITIOT);

ee. TEHOCHHOBHUT (TEHAWHHT, CHHOBHUT M OOJIb B CYXOXKIIIHSX);

ff. Hedpur (ayrouMMyHHBIH HedpUT, TyOYITOMHTEPCTULHMATBHBIA He@PHUT M MOYEYHAs HEIOCTATOYHOCTE,
ocTpasi ToYeyHas HeJOCTATOYHOCTh WM OCTPOE IIOBPEXKJICHHE TMO4YeK C TpU3HAKaMH Hedpura,
HedpoTHyeckuit CHHIPOM, IIIoMepyIoHeDPUT U MEMOPAHO3HBIH TIIOMepYIIOHePHUT);

gg. oTek (oTek nmepudepHyecKuil, reHepaIu30BaHHBIN OTEK, TUIIEPBOJIEMUS, 3aJePHKKa JKHIIKOCTH, OTEK BEK U

OTeK I'y0, OTEeK JINI[A, JOKATU30BaHHbIN OTEK U epHOPOUTATIBHBII OTEK).

Onwncanue OTACIBHBIX HEXEIATSIbHBIX PeaKIIUi

Jla"HBIe IS CIICAYIOIIUX HWMMYHOOIIOCPEIOBAHHBIX HEXKENATeIbHBIX PEAKIMi OCHOBAHBI Ha
uH(pOpMallMK y TAIMEeHTOB, MOJy4YaBUIMX NMEeMOpOIM3yMald B KIMHUYECKUX HCCIEAOBAHUAX B
YeThIpeX peKUMax 03UPOBaHUsA (2 MI/KT Macchl Tena Kaxasle 3 Hexenu, 10 Mr/Kr Maccel Tena
kakaple 2 wan 3 Hemeaun wim 200 Mr kaxaeie 3 Henenw). PekoMeHmamWu 1O BEJICHHIO
MAIUEHTOB ¢ YKa3aHHBIMU HEXeJIaTeIbHBIMH PEaKIUsIMU OIMCAHKI B pasjerne 4.4.
Hmmynoonocpedosannvle nexceramenvhvle peakyuu (cm. pazoen 4.4)

HMMVHOOHOCD@@O@C!HHMZZ NHEBMOHRUMI

VY 314 (4,4%) nanueHToB, MOJIy4aBIIMX MeMOpoIn3ymad, pa3BUIICsS THEBMOHHUT, B TOM 4YHUCIIE 2,
3, 4 wm 5 cremenu Tsokectn y 138 (1,9%), 80 (1,1%), 19 (0,3%) u 9 (0,1%) manueHTOB
COOTBETCTBEHHO. MeuaHa BpeMEHM [0 Hayajla pa3BUTHUsS IMHEBMOHHMTAa cocTaBwia 3,7 mecsua
(mmamazoH ot 2 mHe# no 27,2 mecsna). MenuaHna MpoJoiKUTEN,HOCTH cocTaBmia 2,0 mMecsia
(mmanmazon ot 1-ro ms mo 51,0+ mecsna). [THEeBMOHUT pa3BHBalCS HauOolee 4YacTo y
MAIMeHTOB, KOTOPHIM TPOBOIIM JIy4E€BYIO TEpalvi0 OPTaHOB TPYAHOM KJIETKH B aHaAMHE3e
(8,1%), 4eM y marmeHToB, KOTOPHIM paHee He MPOBOIMIIHN JTYYEBYIO TEPAITUIO OPraHOB IPYIHOU
knetku  (4,1%). IlpekpamieHue Ttepanuu NeMOpPOIM3yMaOOM B CBSI3M C ITHEBMOHHTOM
norpedoBanock y 129 (1,8%) maumentoB. ITHeBMoHHMT paspemmscs y 188 maruentos, B 6

crydasax Ha6JIIO,Z[aJII/ICB OCJIOKHCHHA.
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creneHu Tsokectu y 62 (2,2%), 47 (1,7%), 14 (0,5%) u 10 (0,4%) nmanimeHTOB COOTBETCTBEHHO. Y
nanreHToB ¢ HMPJI, KOTOpeIM NpOBOAMIM JIy4€BYK) TEPANUI0 B aHAMHE3€, ITHEBMOHMT
pa3Buiics B 8,9% ciydaeB. Y manuenToB ¢ kJIX wacrora pa3BUTHs MHEBMOHHUTA (BCE CTENEHU
TshkecTH) Obuta B nuama3zoHe ot 5,2% no 10,8% B uccnenoBanusx y manmueHToB ¢ kJIX
KEYNOTE-087 (n=210), u KEYNOTE-204 (n=148) coOOTBETCTBEHHO.

HUmmynoonocpedosarnnvlii Koium

VY 140 (2,0%) manueHToB, MOJyYUBIIAX IEMOPOITU3yMal, pa3BUIICS KOJIUT, B TOM YHCie 2, 3 HIH
4 crenenn Tsokectn y 42 (0,6%), 74 (1,0%) u 6 (0,1%) nmanueHTOB COOTBETCTBEHHO. MennaHa
BPEMEHM JI0 Hayaja pa3BUTHS KoJMTa cocTaBuia 4,7 Mmecdua (quama3oH oT 2 aHed 1o 24,3
Mecsia). Menuana npoAokuTebHoCcTH coctaBmia 1,0 mecsma (aumana3zon ot 1 gus no 45,2+
Mmecsa). [Ipekpaiienrue Tepanuu nNeMOpoIu3yMadoM B CBSI3M C KOJIMTOM MOTpedoBasioch y 41
(0,6%) manuentoB. Komut paspemmmnics y 115 mamuentoB, B 2 ciydasx HaONIOAaTUCh
ocnoxkHeHus. Y mauueHtoB ¢ KPP, monmyuaBmmx nemOponu3zymad B KauecTBE MOHOTEparuu
(n=153), wacrora pa3BUTHs KOoIUTa cocTaBmia 6,5% (Bce cremenu Tsokectn) ¢ 2,0% 3 crenenn
TsoxecTy U 1,3% 4 cTereHu TSHKECTH.

HMMVHOOnOCD@@OGGHHbZZZ cenamum

VY 70 (1,0%) nanueHToB, MOJMYYUBIINX NMEMOPOIU3ymMald, pa3BUIICSd TEMaTUT, B TOM uucie 2, 3
wm 4 crermenn Tspkectn y 11 (0,2%), 47 (0,7%) u 8 (0,1%) mam@eHTOB COOTBETCTBEHHO.
Meauana BpeMeHH 10 Hauaia pa3BUTHS TemaTtuTa coctaBmia 3,9 mecsia (quamna3oH oT 8 gHel
1o 26,3 Mmecsra). MeauaHa mpoao/DKUTEIBHOCTH cocTaBuia 1,2 mecsna (nuama3od oT 1 JHs 10
22,5+ mecsma). [Ipekpamienue Tepanun meMOpoaIn3yMadoM B CBS3H C TEIATUTOM MOTPeO0BaIOCh
y 29 (0,4%) manmentoB. ['enatut pa3zpemuics y 54 MaeHToB.

Hmmynoonocpedosannviil Hechpum

VY 30 (0,4%) mamueHToB, MOMYYUBIINX MEMOPONIH3yMad B KaueCTBE MOHOTEpPAIWHU, PAa3BUIICS
Hepput, B ToM umcie, 2, 3 win 4 crenenn Tsokeetd y 8 (0,1%), 16 (0,2%) u 2 (<0,1%)
MAIMEeHTOB COOTBETCTBEHHO. MennaHa BpeMeHH 10 Hadana pa3BUTHS Hedpurta cocraBmia 4,6
Mecsiia (quana3on ot 12 mueit mo 21,4 mecsa). MenuaHa mpoaoDKUTENILHOCTH cocTaBmia 6,9
Mmecsna (quamnazoH ot 6 aHed mo 28,2 mecsua). Ilpekpamienue tepanuu neMOpoIu3ymMadoM B
cBs3u ¢ Heppurom mnorpedoBanocs y 13 (0,2%) mamumentoB. Hedput paspemmics y 18
MAIMEHTOB, B 5 ciy4asXx HaONIOJaINCh OCJIOXHEHHs. Y MAlMeHTOB C HEIMJIOCKOKJIETOYHBIM
HMPJI, nonyyuBmIMX Tepamuio MeMOpOIU3ymMaboM B KOMOHMHALMM C XUMHOTEpaIuei,
BKIIIOYAIONIEH TeMeTpekcen M mpemnapar miatunbl (n=488), wacrora pa3BuTHi HedpuTa
coctaBuna 1,4% (Bce creneHu TsxecTH) ¢ yactoroit 0,8% nnst 3 crenenu tsokectu u 0,4% st 4

CTCIICHH TAXKCCTH.
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Hmmynoonocpedosanmwle 3HOOKpUHONAmuu (MOCNEQOBATENEHOCTE 0003

VY 62 (0,9%) nanuenToB, MONyYMBIIMX MTEMOPOIN3yMad, pa3BUiIach HEJOCTATOYHOCTD (PYHKIIUU
HAIMOYCUYHUKOB, B TOM uucie 2, 3 win 4 crenenn Tsokectu y 27 (0,4%), 27 (0,4%) u 4 (0,1%)
MAIMEHTOB COOTBETCTBEHHO. MenuaHa BpeMEHH /0 Hauyalda pa3BUTUS HEIOCTaTOYHOCTH
GYHKIIMM HAJIMOYEYHHKOB cOocTaBmia 5,5 Mecsaua (auamazoH ot 1 muHa go 23,7 mecdua).
Menuana nmpoAoIKUTENBHOCTA HE OblIa TOCTUTHYTA (nuana3oH ot 3 aHeit go 40,1+ mecsma).
[Ipexpamenne Tepanuu NeMOpoOIM3ymMabOM B CBS3M C HEAOCTATOYHOCTBIO  (PYHKIIUH
HaAMo4YeyHukoB morpedoBanock y 5 (0,1%) mnaumentoB. HemocraTtouHocTh  (GyHKIIUH
HAAMOYEUYHUKOB Pa3pelImioch y 24 naueHTos, B 10 ciydasx HaOII0JaIMCh OCTOKHEHUS.

VY 40 (0,6%) nanueHToB, MOTYYHBIIUX TEMOPOIN3yMald, pa3BUIICS THIIOPU3UT, B TOM ducie 2, 3
wm 4 crernenn Tsokectn y 15 (0,2%), 21 (0,3%) u 1 (<0,1%) manueHTOB COOTBETCTBEHHO.
Menuana BpeMeHH 10 Havana pa3BuTus runodusura cocrapuina 5,9 mecsna (auanazoH ot 1 qHs
1o 17,7 mecsna). Meanana npoJoKUTENTFHOCTH cocTaBuia 3,3 Mecsa (IuanazoH ot 3 AHel 10
48,1+ wecsma). [lpekpamenue Tepanuu MeMOpOIIM3yMaOOM B CBSI3UM € THNO(GH3UTOM
norpedoBanock y 10 (0,1%) namuentos. ['unmodmsut paspemmics y 19 narueHTos, B 8 cirydasx
HaAOJI0JATUCh OCIIOKHEHUS.

VY 344 (4,8%) nmanueHToB, TOTYyYUBIINX MEMOPOIU3yMald, pa3BUIICS TUIIEPTHUPEO3, B TOM YHCIe 2
wm 3 crenienn Tsoxectu y 93 (1,3%) u 8 (0,1%) marueHTOB COOTBETCTBEHHO. Meirana BpeMeHH
JI0 Hayaja pa3BUTHs TUNlepTUpeo3a coctaBuia 1,4 Mecsaua (auanas3on ot 1 ans no 23,2 mecsua).
Menunana mpoJoHKUTEIFHOCTH cocTaBuia 1,6 mMecsna (quama3on ot 4 nueit no 43,1+ mecsma).
[Tpexpaienre Tepanuu MeMOpPoOIn3yMadoM B CBSI3M C THUIEPTHPEO30M MoTpedoBanock y 3 (<
0,1%) mnamuentoB. I'mmeprtupeo3 paspemwics y 282 (82,0%) mamuenta, B 11 ciydasx
HaOJFOIaMCh OCIOKHEHUS. B aJblOBaHTHOM HCCIIEIOBAaHUM TAIIMEHTOB C PE3eHUPOBAHHBIM
[TKP u mMenanomoii, monyyaBmmx nemOponn3ymald B KaueCTBe MOHOTEPAIMH MIPU abIOBAHTHOM
neuenuu (n=1480), yacTora pa3BuTHs runeptupeosa cocrapmia 10,9% (Bce cTeneHN TSKECTH),
O0JBIIIas YacTh KOTOPOTO OblIa 1 Miu 2 CTENeHb TSKECTH.

VY 856 (12,0%) manueHToB, MOJYYHBIIAX TIEMOPOIN3yMal, pa3BUIICS TUTIOTUPEO3, B TOM YUCIIE 2
wm 3 crenenn Tsokectn 'y 630 (8,8%) u 8 (0,1%) manmeHTOB COOTBETCTBEHHO. MenuaHa
BPEMEHH JI0 Hayaja pa3BUTHUS THIIOTHpeo3a cocTaBuia 3,4 mecsna (auanas3oH ot 1 aus go 25,9
Mecsia). Menrana mpoJoKUTENHFHOCTH HE OblIa TOCTUTHYTA (Iuama3oH OT 2 nHeh mo 62,9+
Mmecsna). [Ipekpaiienue Tepanuu neMOpoIn3yMadoM B CBSI3U C TUIIOTHUPEO30M MOTPeOOBATIOCH Y
4 mamuentoB (<0,1%). I'mnotupeo3 paspemmics y 199 (23,2%) nmanumentoB, B 16 ciyudasx
HaOmoganuch ociioxkHeHus. Y mamueHToB ¢ KJIX (n=389) wyactora pa3BUTHUS TUIIOTHUPEO3a
cocraBmia 17%, Bce caydan Obutn 1 m 2 cremenu Tspkectu. Y marmmentoB ¢ [IPTHI (n=909),

MMOJIYYHUBIIHUX HeM6pOHI/I3yMa6 B Ka4YC€CTBC MOHOTCpAIlMU, YaCTOTa pPa3BUTUSA THIIOTHUPCO3a
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cocraBuna 16,1% (Bce cremeHU TSKECTH) C yactoToH ':023_%*],&%%“5 Ebidntr ket v

nanueHToB ¢ [IPT'I (n=276), nonyunBmux nemoponn3yMmad B KOMOMHALIMK C XUMUOTEpanuei,
BKJIOUaBLIEH mpemnapaT miuaTuHbl U 5-DY, yacTora pa3BUTHS runotupeosa cocraBuia 15,2%,
Bce ciaydan Obtd 1 WM 2 CTeNeHH TSOHKECTH. Y TMAIMEHTOB, MOJY4YaBIIMX JICUCHUE
neMOponn3ymMmaboM B KOMOHMHAIIMM C aKCUTUHHOOM U IneHBaTHHHOOM (n=1456), yactota
pazBuTHusi runotupeosa Obuta 46,2% (Bce crenenu Tsokectu) ¢ goneit 0,8% 3 u 4 creneneit
Tsokectd. Y manueHtoB ¢ [IKP u memanomoil, monmydaBmux mneMOpoin3ymMad B KadyecTBE
MoHoTepanuu (n=1480), yacToTra pa3BUTHUS CiIy4aeB runotupeosa owiia 17,7%, Oonplnas yacThb
KOTOPBIX ObUTa | UK 2 CTETIeHH TSAKECTH.

HMMVHOOnOCD@@OG(JHHble KOJCHblE HeofcelldmellbHble peaKyuu

VY 116 (1,6%) manneHTOB, MONIYYMBIIMX NEMOPOIN3yMad, pa3BUINCh UMMYHOOIIOCPETOBAaHHBIE
TSDKEJNbIE KOJKHBIE peakluu, B ToM uucie 2, 3, uiu 5 crenenu tsoxectu y 11 (0,2%), 91 (1,3%) u
1 (<0,1%) manuMeHTOB COOTBETCTBEHHO. MennMaHa BpPEMEHU [0 Hayaua pPa3BUTHUS TKEIbIX
KOXHBIX peakiuil cocraBuna 3,3 mecsua (auana3oH oT 3 nHed 1o 25,5 mecsna). Menuana
MIPOJIOJDKUTENBHOCTH  cocTaBmwia 1,9 wmecsna (quanazon ot | mua nmo 47,1+ wmecsma).
[Ipexpamenne Ttepanuu NeMOpPOIN3ymMaOOM B CBSA3M C TSDKEIBIMHU KOXHBIMU PEAKIHSIMU
notpeboBanock y 15 (0,2%) marmentoB. Tspkenple KOXKHBIE peaklUU pPa3peurmivch y 83
MAIMEHTOB, B 2 CIIydasiX HAaOIIOJATUCh OCIIOKHEHHS.

Habmonanucr  penkue  cinydan  cuHapoma  CruBeHca-J/[DKOHCOHa M TOKCHYECKOIO
AMHJIEPMATBHOTO HEKPOJIN3a, HEKOTOPBIE U3 HUX C JIETAIBHBIM UCX0A0M (CM. pazneinsl 4.2 u 4.4).
pyeue 310xauecmeenmvie onyxoau

Monomepanus

HexenarenbHble sIBIEHUS y TAUEHTOB C penuauBapyrommM uinn meracratndeckum [IKPK ninm
mecTHOpacmnpoctpaneHHbIM [IKPK, kak mpaBuio, ObUIM CXOJHBI C TAKOBBHIMHU y MAIlMEHTOB C
Menanomou nim HMPJIL.

Ocnooichenust ani02eHHOU MPAHCHAAHMAYUY 2EMONOIMUYECKUX CINBOI08bIX Kiemok npu kKJIX

N3 14 nammuentoB B8 KEYNOTE-013, koTopsiM ObliIa BBITIOJIHEHA aJUIOTEHHAs TPaHCIUIaHTAIUS
TEeMOIIO3TUYECKUX CTBOJIOBBIX KIIETOK TOCITE JIEYCHHs] MeMOpoian3ymadoMm, y 6 MalHeHTOB
coo0IIanach OCTpas peaklusi «TPAHCIUIAHTAT MPOTUB XO3siMHa» M y | ManueHTa XpoHUYecKas
peaKIMs «TPAHCIUIAHTAT MPOTUB XO3sIMHA», HM OJIHA U3 HUX HE MPHUBEJA K JIETAJTbHOMY HUCXOTY.
VY 2 manMeHToB pa3BWICS OONIUTEPUPYIOMIHKA 3HI0DICOUT MEUSHOYHBIX BEH, B OJTHOM CIIydae C
JeTaNbHBIM UCXO0JIOM. Y 1 marueHTa pa3BWICS CUHIPOM MPUKUBIICHUS TTOCIIE TPAHCIIAaHTAIUU.
N3 32 manmentoB B KEYNOTE-087, koTopsiM ObUIa BBITOJHEHA AIJIOTCHHAS TPAHCIIIAHTAIUS
TEMOTIOITUYECKUX CTBOJIOBBIX KJIETOK IOCJE JeUeHHs] meMOponau3ymadoMm, y 16 manueHToB

COO6H_[aJ'IaCB OCTpasda pCaKkiuA «TPAHCIUIAHTAT IIPOTUB XO3J4HWHA» U Y 7 MaguCHTOB XPOHUYCCKaA

29



COOTBETC TE. YET 2KI
ot 21.05.2025 K

peaxIusl «TPaHCIUIAHTaT MPOTUB XO3AHWHaY», B ABYX cnytigb_é é%&ﬁﬁ%ﬁdﬁ[ Hﬁ 65:tﬁoro

C 'H-' OTYETY

nanyueHTa He HaOiromancs oOiuTepupyroummii SHI0IeONT NedeHOYHbIX BeH. Hu y omHOTO
MalMeHTa He HAOII0AAJICS CUHIPOM MPUIKUBIICHHUS TTOCJIE TPAHCIUIAHTAIIUH.

N3 14 nammuentoB B KEYNOTE-204, koTopsIM Obli1a BBITIOJIHEHA aJUIOTEHHAs TPaHCIUTAHTAIUS
reMOMOITUYECKUX CTBOJIOBBIX KIIETOK TOCJE JIeYeHUs MeMOponn3ymMaboM, y 8 MalueHTOB
coo0IIanach ocTpasi peakius «TPAHCIUIAHTAT MPOTUB XO3sIMHA» Uy 3 MAIMEHTOB XPOHUYECKas
peakiMs «TPAaHCIUIAHTAT MPOTUB XO3sIMHA», HU OJIHA U3 HUX HE MpHUBEJa K JETATbHOMY UCXOY.
Hu y ogHOro mamuieHTa He HaOMIOAICS OONMUTEPUPYIOMIHMK SHI0DICOUT MeUESHOYHBIX BeH. Y |
MalMeHTa Pa3BUIICS CHHJIPOM MPHKUBIICHHUS TTOCIE TPaHCIUTAHTAIHH.

Hosvluenue akmusrHocmu d)epmeHmoe neyeHu npu mepanuu I’Z€M6DOJZM3]/MLZ6OM 6 KOM6L[HCIZ4MM

¢ akcumunubom npu IIKP

B xiMHHYecKOM WHCCleAOBaHWM Yy paHee HenedeHHbIX manueHToB ¢ [IKP, momyudaBmmx
nemMOponu3ymad B KOMOWHAIMM C akCUTHHMOOM, HaOmroganach Ooyiee BBICOKAs, 4YeM
oxxujaemasi, yactora nosbimeHus akTuBHOCTH AJIT (20%) u mnosbimenust aktuBHocth ACT
(13%) 3 u 4 crenenu TspKecTH. MeauaHa BpeMEeHHM 10 Hauyasia MOBBIIEHUST akTUBHOCTH AJIT
coctaBmia 2,3 Mecsana (muamna3oH ot 7 aHer mo 19,8 mecsa). Y ManMeHTOB ¢ MOBBINICHUEM
aktuBHocTH AJIT Beime BI'H > 3 pa3 (2-4 crenens Tskectd, n=116) B 94% cayyaeB
HeXenarelbHass peakius ymeHbmmiaack A0 0-1 cremenu Tsokectd. 59% manMEeHTOB ¢
MOBBIIEHHOW akTUBHOCTBIO AJIT monmydann cucTeMHble KOPTUKOCTEpounbl. B ciydae
paspernienus 92 nanuentam (84%) Oblsla TOBTOPHO HA3HAUYEHA MOHOTEpAIUs eMOpoan3ymadbom
(3%) nmm akcutuauOo0oM (31%) unu komOuHUpoBanHas Tepanus (50%). Cpenu 3TUX MAIMEHTOB
y 55% ne Habmroganoch noBTopHOro nosbimeHus aktusHocTd AJIT Beime BI'H > 3 pas, y Bcex
MAaIlMeHTOB C TMOBTOPHBIM TMoOBbIIeHHeM akTuBHOCTH AJIT Bbime BI'H > 3 pa3 nactymumio
pasperienue. SIBIeHH co CTOPOHBI MIEYEHHU S5 CTENIEHH TSKECTH 3apErUCTPUPOBAHO HE OBLIIO.

Omxnonenue Jza60pam0prlx noxasameieul

Cpeau mMmanMeHTOB, TMOMYYaBIIUX TeMOponu3ymad B KadyecTBE MOHOTEpAlHH, MPOLEHT
MAIMEeHTOB, Y KOTOPHIX HAOJI0/IaJI0Ch OTKJIOHEHHUE JIADOPAaTOPHBIX MOKa3aTeIeil OT MCXOJHBIX
3HaueHUU 10 3 uiaM 4 CTeNeHW TSKECTH, COCTABHWII: CHIDKeHHE uncia JmMdoruTo 9,9%,
CHIDKEHHE KOHIIGHTpauuu Hatpus 7,9%, CHIDKEHHE KOHIIGHTpauuu remoriaoouna 6,2%,
CHI)KEHHE KOHIeHTpanuu ¢(ocdatoB 5,4%, mNOBBIIEHHE KOHUEHTPAUU TIIOKO3bl 5,5%,
noBeimieHne aktuBHOCTH ACT 3,2%, noseimenne aktuBHoctd AJIT 3,3%, noBbimeHue
AaKTUBHOCTH ILEIOYHOM (ocdaraszsl 2,7%, CHIKEHHE KOHUEHTpauuu Kamus 2,4%, CHUXKeHue
yrcna HelrpopuioB 2,0%, cHIbKeHHE Yncia TpoMOouToB 1,9%, moBbIIeHNE KOHIICHTPALl UM
kanbiuga 1,9%, TmoBbllIeHHE KOHUEHTpanuu kKanuss 2,1%, TOBBIIEHWE KOHIIEHTpaluu

ounupyouna 1,8%, cHIbKeHHe KOHIEHTpanuu ansOymuHa 1,5%, CHIDKEHHE KOHIICHTpaluu
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0,9%, nosbimenue kouneHtpanuu Mmaraus 0,8%, cHUXKeHUE KOHIEHTparuu Tioko3sl 1,0%,
MOBBINIEHHE KOHIIEHTpanuu Tremorioouna 0,5%, cHwkenue kouueHtparuu wmaraus 0,2%,
MOBBIIIICHHE KOHIICHTpamu Hatpus 0,5%.

Cpenau manmueHTOB, MOTyYaBIIMX NeMOponu3ymad B KOMOMHAIIMM C XUMHOTEpAmHen, JoJs
MAIUEHTOB, Y KOTOPBIX HAOIIOAANIOCh OTKJIOHEHHE JabOpaTOPHBIX TMOKa3aTelied OT MCXOIHBIX
3HaUYeHUM 70 3 WM 4 CTENeHU TSKECTH, COCTaBWII: CHIDKEHUE uuciia HerTpodunoB 44,0%,
CHIDKEHHE yuciaa JuMporuToB 26,9%, CcHWKeHHWe 4vucna JeWKoruToB 29,4%, cHWKeHUe
KOHIIEHTpanuu Tremoriaobuna 22,1%, cHwkeHue uuciaa TpomOoruToB 13,2%, cHmwKeHue
KoHIeHTparuu Hatpus 11,0%, cHmwxkenne KoHIeHTparuu ¢docdaroB 7,7%, CHIDKEHUE
KOHIIGHTpanuu Kanmus 6,8%, TMOBBIIIEHWE KOHIIEHTPAllMK TIIOKO3bl 6,1%, TmMOBBIIIIEHUE
aktuBHoct AJIT 6,8%, mnoBbimenue aktuBHOCTH ACT 5,6%, CHIKEHUE KOHIIEHTPAIIUU
Kanpius 3,5%, MOBBIIIEHNE KOHIICHTpAuu Kanus 3,2%, CHUKEHHE KOHIEHTpAlluu albOyMHUHA
2,2%, TOBBIIIEHWE KOHIICHTpAllMM KpeaTHHUHA 2,9%, TOBBINIEHHE AKTUBHOCTU IIEJIOYHOMN
docdarassl 2,1%, noBbIIeHNe KOHLEHTpauuu Ounnupyorna 2,0%, MOoBbIIEHHE KOHLEHTPALUU
kampiust 2,0%, MOBBIIEHUWE MeXAyHapoaHoe HopmanuizoBanHoe oTHomienue (MHO) 1,3%,
CHIKEHHUE KOHIIEHTpaIuu ritoko3sl 1,2%, noBeiiieHue KoHieHTpauu Harpus 0,5%.

Cpenn mTanMeHTOB, TMONyYaBIIMX IEMOpPOIM3ymMad B KOMOWHAIMM C AaKCHUTHHHUOOM WM
JIEHBAaTUHUOOM, JIOJIsI TAIIMEHTOB, y KOTOPBIX HAOII01aI0Ch OTKJIOHEHHE JabopaTOpPHBIX
IOKa3aTelIe OT MCXOJHBIX 3HAUYCHUM 0 3 WM 4 CTCICHHU TSHKECTH, COCTAaBHWII. IOBBIIICHUE
akTUBHOCTH nuna3bl 23,0% (HEe M3Mepsuioch y MAalMeHTOB, MOJIYYaBIIUX MEeMOpOIH3yMad u
aKCUTUHUO), cHIKeHue yucia tuMporutos 12,0%, cHmkeHue KoHueHTpauuu Hatpus 11,4%,
MOBBIIICHHE aKTUBHOCTU ammuiasbl 11,2%, TOBBIIIEHHE KOHIEHTpAIUu Tpuriauiepuaos 11,2%,
noBeimeHne axktuBHocTH AJIT 10,4%, nosemienue aktuBHOCTH ACT 8,9%, mnoBblmIeHUE
KOHIIGHTpAIlud TJIOKO3bl  7,8%, CHIDKEHHE KOHIeHTpanuu ¢ocdatoB 6,8%, CHKeHHe
KOHIleHTpauuu Kanmusi 6,1%, TmoBbllIeHHE KOHIEHTpauuu Kamuss 5,1%, moBbIIEHHE
KOHIIEHTpaIuu xojectepuHa 4,5%, MOBBIIIEHWE KOHIIEHTpAIluu KpeatuHuHa 4,4%, CHIDKEHUE
KOHIIEHTpauu remorioduna 4,2%, cHmwkeHue KoHeHTpanuu Maraus 4,0%, CHIDKeHHEe 4Jucliia
HelTpodunoB 3,5%, MOBbIIEHHE aKTUBHOCTH mienodHoi ¢ocdaraser 3,1%, cHIbKeHUE yucia
TpoM6ouuToB 3,0%, NMOBBIIIEHHE KOHLEHTpauuu ominpyonHa 2,8%, CHUKEHHE KOHIIEHTPAIUU
Kanbluda 2,2%, CHI>KEHUE 4ucia JeHkouuToB 1,7%, nmoBbllIeHUE KOHIIEHTpanuu Maraus 1,6%,
noBbiienre MHO 1,5%, cHM>keHHMe KOHIIEHTpaluuu IoKo3bl 1,4%, CHUKEHHE KOHILIEHTpaluu
anboymuna 1,2%, mMoBbIIIEHHE KOHIEHTpaluud Kanblus 1,2%, MOBBINIEHHE KOHIEHTpaIuu
Hatpus 0,4%, noBbllieHne KOHIEHTpauu remoriaoouna 0,1%.

MMMYHOT€HHOCTD
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Y 36 (1,8%) wu3z 2034 mnommexammx |OICHKE '%ﬁﬁ@&,'“%%ﬁiﬁp&:' ':l;ié_'!;iélﬁne

nemMOpom3ymMaboM B KIMHHYECKUX HCCIIEAOBAHMIX B J103aX 2 MI/KT Macchl Teja KaxIsle 3
menenn, 200 mr kaxxanie 3 Hegeau uin 10 MI/KT Macchl Tella KaXkaple 2 UK 3 Heleld B KaueCTBe
MOHOTEpAINUU, pe3ylbTaThl TECTUPOBAHUS HA aHTUTENa K MeMOpoin3ymady ObUIH
MOJIOKUTEIBHBIMU, cpeu HUX y 9 (0,4%) manueHToB ObUTH HEUTpAIM3YIONINE aHTUTENa TPOTHB
nemOponmsymaba. [Ipu3HakoB u3MeHeHHs (DapMaKOKMHETHUYECKOTO MPOQHIS HIM MPOoduIs
0€30MacHOCTH TIOCJI€ TIOSIBJICHHUSI CBSI3BIBAIOIIMX WM HEHUTPAIM3YIOIMIMX AaHTUTEN TPOTHUB
neMOpoauzymMaba He HabJIr01aT0Ch.
eTH

bezonacHocTe memOponu3ymMaba Npu TPUMEHEHWHM B KadyecTBE MOHOTEpAlMM B PEXHUME
JO3MPOBAHUsSL 2 MI/KT Macchl Tella KakJaple 3 Henenu oreHuBaiach B uccienoBanuu /1l ¢a3zer
KEYNOTE-051 y 161 nmanmueHTOB AETCKOTO BO3pacTa B Bo3pacte OoT 9 mecsueB g0 17 jeT ¢
pacripocTpaHEeHHOW MeNnaHOMOW, TUMGOMON HIM PACIPOCTPAHEHHBIMH, PEIMIUBUPYIONIUMHU
Wi pepakTEpPHBIMU COMUIAHBIMU OIYXOJSIMH C TOJIOKHUTEIbHOU dKkcrpeccuerr PD-L1.
[Momymsimust ¢ kJIX (n=22) Bruodana manueHTtoB B Bo3pacte oT 11 nmo 17 ner. [poduns
0e30MacHOCTH y TAIMEHTOB JETCKOTO0 BO3pacTa ObLI CXOIHBIM C TAaKOBBIM Yy B3POCIBIX
MAIMEHTOB, MOTYYUBIIUX neMOponn3ymad. Hanbonee yacThiMU HEKENATETbHBIMU PEAKIMSIMU
(coobmieHHBIMU ¢ yacToTOW He MeHee 20% y MarueHToB JSTCKOro BO3pacTa) ObUTH MOBHIIICHUE
temriepatypsl Tena (33%), psora (30%), ronoBHas 6016 (26%), 6016 B )xuBoTe (22%), aHemus
(21%), xamens (21%) u 3amop (20%). BonbIIMHCTBO COOOIIEHHBIX HEXKETATeNbHBIX PeaKIUi
Ipu MPUMEHEHUH B KayecTBe MOHoTepanuu Obumu 1 mnm 2 cremneHu Tspkectu. Y 76 (47,2%)
MAlMeHTOB OblJa OfHAa WM OOJIbIIE HEXENaTelIbHbIX peakuuil 3—5 CTemneHu TIKEeCTH, U3
KoTopeIX Y 5 (3,1%) mauueHntoB Oblia OfHa WM OOJbIIE HEXKENIATEIbHBIX pEaKUui, KOTOphIE
MIPUBEJH K JIETaJbHOMY HcXoay. YacToTa npuBeieHa Ha OCHOBAHUM BCEX 3apErUCTPUPOBAHHBIX
HEe)KeNaTeNbHBIX PeaKIMii He3aBUCHUMO OT OLIEHKH HCCIeAOoBaTeleM MPUYUHHO-CIEICTBEHHON
CBSI3H.

Coo011eHne 0 moI03pEBAEMBIX HEXKEIATEIbHBIX PEAKIINIX

BaxxHo coo01mare 0 moao3peBaeMbIX HeKeIaTeNbHBIX PEeaKIUAX MOCNe PEerucTpaliy mpermapaTa
C menplo 00ecCredYeHHus HENPEepPhIBHOTO MOHUTOPWUHTA COOTHOIICHUS <II0JIb3a — PHUCK»
JIEKapCTBEHHOTO TIpenapara. MeauImHCKUM paOOTHUKAM PEKOMEHIYETCsS COOOIIaTh O JIFOOBIX
MOJI03PEBACMbIX HEXKENAaTeIbHBIX PEaKlUsAX JIEKApCTBEHHOI'O MpernapaTa 4yepe3 HallMOHAJIbHBIE
CUCTEMBI COOOINEHUSI O HEXKENIATeIbHBIX pEaKIMsIX TOoCyIapcTB — uJeHOB EBpasuiickoro
HKOHOMHYECKOTO CO03a.

Poccuiickas ®@eoepayus

®enepanpHas ciryx0a 1o Haa30py B chepe 3npaBooxpanenus (PocsnpaBuaazop)
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Agnpec: 109012, r. Mocksa, CnaBsHckas miomais, 1. 4, @f;-'::ll-_lE-']-': BATENEHOCTE 0003)

Tenedon: +7 800 550-99-03.

OnekrpoHHas mouta: pharm@roszdravnadzor.gov.ru

Caitr: https://www.roszdravnadzor.gov.ru/

Pecnybnuxa Benapyco

VII «IeHTp 3KCnepTU3 U UCIBITAHUHI B 3IpaBOOXPAHEHUN»
Anpec: 220037, r. Munck, ToBapuiieckuit nep., 2a
Tenedon: +375 (17) 242-00-29.

daxc: +375 (17) 242-00-29.

DnekrpoHHas nouta: repl@rceth.by
Caiit: https://www.rceth.by/

Pecnybnuxa Kazaxcman

PI'Il Ha ITXB «HanuoHanbHBIN IEHTP 3KCHEPTHU3BI JEKAPCTBEHHBIX CPEACTB M MEIUITUHCKUX
u3nenuiiy Komwurera MeaunumHCKOro W (apMameBTUYECKOro KOHTposiss MUHHCTEpCTBA
3npaBooxpanenus Pecryonmku Kazaxcrany»

Anpec: 010000, r. Actana, paiion baiikonsip, yi. A. UmanoBa, 13

Tenedon: +7 (7172) 235-135.

OnekrponHas nouta: pdlc@dari.kz
Caiir: http://www.ndda.kz/

4.9. Ilepeno3upoBka

CuMOTOMBI

WNudopmanus o nepero3upoBke NeMOpOIU3yMadoM OTCYTCTBYeT. MakCUMaIbHO MEpeHocuMast
no3a g memMOponn3ymaba He yCTaHOBIIEHA. B KIIMHMYECKMX WCCICIOBAHUAX y TAIMEHTOB,
MoJIyyaBUINX reMOponu3yMad B go3e 10 10 Mr/kr, nmpodguib 6€30macHOCTH ObLT COMOCTaBUM C
TaKOBBIM Y MALIMEHTOB, MOJIyYaBLIMX MeMOpon3ymal B 103€ 2 MI/KT.

Jleyenune

B cinyuae mepeno3supoBKH HEOOXOOUMO MPOBOJMTH TINATENbHBIH MOHUTOPHUHI IAIMEHTOB B
OTHOIIICHHUH TTPH3HAKOB U CUMIITOMOB HEXXEJaTeIbHBIX PEaKInidi 1 Ha3HayaTh COOTBETCTBYIOIIEE

CHUMIITOMAaTHYCCKOC JICUCHUC.

5. PAPMAKOJIOTTYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYECKUE CBOICTBA
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M WX KOHBIOTAaTHl C JIEKapCTBEHHBIMH cpenacrBamu; wuHruoutopst PD-1/PDL-1  (6enok
3arporpaMMHUPOBaHHON THOETH KJIETOK I/ero muranm).

Kon ATX: LO1FF02

[penapar [TemOpopua siBisieTcst OnoaHaaorom (OMOMoI00HBIM JIEKaPCTBEHHBIM IIPETapaToM).

Mexanusm gelicTeus

[TemOponu3ymad — 3TO TyMaHHU3MPOBAaHHOE MOHOKIOHAJIBHOE AaHTUTENO, CEJIEKTHBHO
OJIokHpyroIee B3auMoielicTBre Mex Ty petenitopom PD-1 u ero nmurangamu PD-L1 u PD-L2.
PD-1 — sto penenrtop, SBASIOUINIICS UMMYHHONH KOHTPOJIBHOM TOUKOW, KOTOPHII OrpaHUYHMBAET
aKTUBHOCTh T-mumdouuToB B mnepudepuyecknx TKaHAX. OmMyxoyieBble KIETKH MOTYT
UCIIONIb30BaTh CHUTHaIbHBIH 1yTh PD-1 11 uHruObupoBaHust akTHMBHOIO T-KJIETOYHOIO
MMMYHOJIOTHYECKOT 0 Ha/130pa.

[TemOponu3ymab mpeacraBusieT coboit BeicokoadduuHOoe aHTHTENo K PD-1 penentopy, mpu
MHIMOMPOBAHUU KOTOPOIO OCYIIECTBIISIETCS JABOWHas Ojokaaa curHaiabHoro nyrtu PD-1,
Bruitoyatoniero ymranapl PD-L1 uw PD-L2 Ha omnyXxosieBbIX MM aHTUIE€HIPE3EHTHUPYIOLIUX
KJeTKax. B pesynbrare WHruOMpoBaHus cBs3bIBaHUS perentopa PD-1 ¢ ero nuranmamu
neMOponn3yMad peakTHBUPYET OIMyXOJb-ClielU(UUHbIE HUTOTOKCHUecKue T-mumMouuTs B
MUKpPOOKPY)KEHUH ONYXOJU U, TakuM 00pa3oM, pPEaKTHUBUPYET IPOTHUBOOIYXOJIEBbIM
WMMYHUTET.

AHTHAHTHOTeHHBIH 3(dekT yeHBaTMHMOA (MYIBTUKMHA3HBI WHTUOMTOpP) B KOMOMHALIMU C
peakTuBaIMeil npotuBoomyxoneBoro 3ddexkra nemobponuzymadba (antu-PD-1) mpuBoaut
Oonpblel akTHBalMM T-KJIETOK B MHMKPOOKPYKEHHHM OIyXOJIM, YTO IIOMOTAeT IPEOA0JIeTh
NEPBUYHYIO U MPUOOPETEHHYI0 YCTOMYMBOCTh K MMMYHOTEpANMH M MOXET YIYUYLIUTh OTBET
OITYXOJIM 110 CPAaBHEHUIO C TEPAIIUEH TOIBKO OAHUM U3 JEHCTBYIOIIUX BEILLECTB.

B noxnuHMYeckux MoAensx Ha Mblax UHTHOuTOpsl PD-1 B koMOMHaIMK ¢ MyTbTHUKUHA3HBIMU
MHTHOUTOpAaMU MPOJEMOHCTPUPOBAIA TOBBIIIEHHYIO MPOTHUBOOIMYXOJEBYI0 aKTUBHOCThH IIO
CPaBHEHUIO C TEpANMUEN TOJBKO OJJHUM U3 JEHCTBYIOIIUX BEILIECTB.

dapmakonuHamuueckue b dhEKTh

Ha ocHoBaHWM TaHHBIX MOJCIUPOBAHUS 3aBHCHUMOCTH J103a/3KCIO3UIIHS, MPOBEICHHOTO IS
orneHKH 2(P(HEKTUBHOCTH U 0Oe30MacHOCTH meMOposm3ymada, OTCYTCTBYIOT KIMHUYECKH
3HaYUMBbIE Pa3auausl B 3(HEKTUBHOCTH M OE30ITaCHOCTH MEXKY peKuMaMu 1o3upoBanus 200 mMr
uiu 2 Mr/kr Kaxasie 3 Hegenu uian 400 Mr kaxapie 6 HeIeb.

B nepudepuueckoii KpoBM MalMEHTOB, KOTOPBIE TOTYyYaId MeMOpOIr3yMad B pesxume 2 MI/Kr
Kaxaple 3 Hepenu win 10 Mr/Kr xaxasle 2 Wil 3 HEJeNH, HE3aBUCUMO OT TPUMEHSIEMOTO

pPEKMa T03UPOBAHUS Ha6J'II-OI[aJ'IOCB YBCIIMYCHUEC IIPOLNCHTHOI'O COJACPKAHHA aKTHBUPOBAHHBIX
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(r.e. HLA-DR+) CD4+ u CD8+ T-kietok 6e3 TOBBIIICHIY :(;6-@@;5: Em&l%%%@ﬂﬂ_[ﬁyrbﬂﬁk T-

TUMQOIIUTOB.

eTH
B uccnenosannu KEYNOTE-051 161 naruenT aerckoro Bo3pacra (62 pedeHka B Bo3pacTe oT 6
MecsteB 0 12 mer u 99 moapocTtkoB B Bo3pacte oT 12 mo 17 ;mer) ¢ pacmpocTpaHEeHHOH
MEJIaHOMOM, JTUM(POMON WM PacrpOCTPaHECHHBIMH, PEIHINBUPYIOIIUMH WIH pedpaKTePHBIMH
COJMAHBIMU OINYXOJSIMU C TOJIOXKUTENbHOW »dKcnpeccuerd PD-L1  momyuunu  tepanuto
neMOposuzymabom. [larenTsr monydymmm 4 1036l (Meauana) neMOponnzymaba (auamna3on ot |
10 35 no3), 138 manuenToB (86%) monyuwnnu 2 u 6omee 103 memoponuzymada.
Konnenrtpamun mnemOponu3zymada y TalHMEHTOB JETCKOrO BO3pacTa OBLIM COMOCTaBHUMBI C
TAKOBBIMHM Yy B3pOCIBIX NAI[MEHTOB B TaKOM K€ pEeXHME J03UpOoBaHUs (2 MI/KI Kaxiable 3
HEJICNHN).
[Tpoduns 6Ge30macHOCTH y TAIUEHTOB JIETCKOTO BO3pacTa ObLIT CXOJHBIM C TAKOBBIM Y B3POCIBIX
MAIMEHTOB, MOJYYUBIINX MeMOponan3ymad. Hanbosnee yacThIMU HEXENAaTEIbHBIMHA PEaKIUSIMH
(cooOmieHHbIMU ¢ yacToTOM He MeHee 20% y MalueHToB JIeTCKOTro Bo3pacTa) ObLIN MOBBILLIEHUE
TEeMIEpaTyphl Teja, pBOTAa, TOJIOBHAsA 00JIb, 00JIb B KUBOTE, aHEMHUS, KAIIENb U 3a110p.
BreiBon 00 3 exTuBHOCTH y MAMEHTOB JeTcKoro Bo3pacTa ¢ KJIX moiydeH Ha OCHOBaHHH
PE3yJIbTaTOB Y COOTBETCTBYIOILIEH B3POCION MOMYJISALUH.
5.2. @apmakoknHeTHYECKHE CBOIICTBA
dapMaKOKUHETHKY IeMOpoiu3yMada u3ydyaiu B UCCIEOBaHUAX C yyacTueM 2993 manueHToB ¢
pa3IMYHBIMH BHJIaMHU 3]I0KQYE€CTBEHHBIX OITYXOJEH, MONyYyaBIIUX MpenapaT B JO3UPOBKax OT 1
mo 10 mMr/kr xaxaeie 2 Hemenn, oT 2 g0 10 mr/kr xaxnaele 3 Hegenu unud 200 Mr xaxknaele 3
HeZIeNu.
He Ob11o 06HapyXeHO KIMHUYECKU 3HAUUMBIX Pa3MU4uii B (hapMaKOKMHETHKE eMOpoan3ymada
CpeIu N3y4YeHHBIX TOKa3aHUM.
AbGcopbuus
[Tpenapar IlemOpopua BBOOUTCS BHYTPHUBEHHO, IOATOMY IeMOpoiM3yMald HEMEUIEHHO H
MOJTHOCTBIO CTAHOBUTCS] OMOJOCTYITHBIM.

Pacnpenenenue

B cooTBeTcTBUM C OrpaHWYEHHBIM BHECOCYIHMCTBIM paclpelelieHHeM, 00beM pacIpeaeiaeHus
neMOposnr3ymaba B paBHOBECHOM COCTOSIHUHM HE3HAUNTENbHBIH (mpuMepHO 6,0 1; KoahpuuueHt
Bapuarun (CV: 20%). Kak u npyrue antutena, nemOpoian3ymMad He CBS3bIBaeTCs ¢ Oeiaxamu
TUTa3Mbl CIICIIU(HIHBIM ITYTEM.

Bbuorpancdhopmarius
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BJIMSIET HA €ro KIMPEHC.

DIIMMUHALHS

Knupenc nembponuzymaba (CV%) npumepHo Ha 23% Huke (cpennee reomerpudeckoe 195
mit/cyT (40%)) mocne AOCTHKEHHUS MAaKCUMalIbHOTO M3MEHEHHs] B PAaBHOBECHOM COCTOSHUU IO
CPaBHEHHIO C TIepBOH 10301 (252 mut/cyT (37%)); 3TO CHMKEHHUE KIMPEHCA C TCUCHUEM BPEMCHH
HE CUMTaeTCs KIMHWYeCKH 3HaunMbiM. CpemHee reomerpudeckoe 3HadeHue (CV%) ms
KoHewHoro nepuoaa nomysbiBeneHus (T12) coctasusier 22 aus (32%).

[Tpu MOBTOPHOM BBEIEHUU KaXk/ble 3 HENENH PaBHOBECHBIE KOHIIEHTpAlUU NemOponuszymabda
JNOCTUTAIHCh K 16 Hemene, mpu STOM CHUCTEMHOE HakoruieHHe Obuto B 2,1 pasa BbImIe.
MakcumanbpHass KOHIEHTpausi (Cmax), MHHUMaJbHas KOHIICHTpAlUsg TIEpel BBEICHHUEM
cnenyromend 10361 (Cmin) ¥ TIIOMIAAL MOJA KPUBOW «KOHIIEHTPAIUSA-BPEMs» B PABHOBECHOM
cocrosiHuu (AUCss) memOponn3ymada BO3pacTalid MPOMOPLHHUOHATBEHO J103€ MPU BBEIEHUU OT 2
10 10 Mr/KT Kaxble 3 HEeIem.

Oco0ble TPVIIIBI MAIUEHTOB

Brnusaue pa3nuuHBIX KOBapuaT Ha (apMaKOKMHETHKY TmeMOponn3ymada OIICHHBAIM B
MOMYNSIIIMOHHOM  (papMakOKWHETHYeckoM aHanuze. Cremyronie (GakTopbl HE OKa3bIBAIU
KJIMHUYECKH 3HAYMMOT0 BIIMSHUS Ha KIMPEHC neMOponn3ymabda: Bo3pact (0T 15 1o 94 ner), o,
paca, TO4YeYHas HEJOCTATOYHOCTh JIETKOM WU CpeJHEH CTENeHH TSHKECTH, MeYeHOYHas
HEJIOCTaTOYHOCTB JIETKOM WJIM CPEHEN CTETNIEHU TSKECTH , Macca OIyXO0JIM. B3auMocBsI3b MEXY
Maccoil Tela W KIMPEHCOM TMOJTBEPKAACT HCIOIb30BaHUE (HUKCUPOBAHHOTO pPEeXHMa
JIO3UPOBAHUS WU PEKHMa JIO3MPOBAHUS B 3aBHCUMOCTH OT MAacChl Teja JJIsd OOECIICUEH st
aJICKBaTHOTO U CXOXKEro KOHTPOJIA dKcno3unui. KoHnenTpanuu neMmopoan3zymada npu pexxume
JIO3UPOBAHUS B 3aBUCUMOCTH OT MAcCChl Tella 2 MI/KT KaXIble 3 HEeleIu y MalueHTOB JETCKOTO
Bo3pacta (0T 2 A0 17 5er) comocTaBUMBI C TaKOBBIMU Y B3POCHBIX MPU TaKOM K€ PEKHME
JIO3UPOBAHUS.

[ToyeyHas HETOCTATOYHOCTD

BnusHue mouevyHOM HEJOCTAaTOYHOCTH Ha KIHMpEHC meMOponuzymalda OLEHUBAIM MpU
HOMYJISIIMIOHHOM (DapMaKOKWHETHYECKOM aHaJIN3€ y MAIMeHTOB ¢ TOYEYHOW HEAOCTaTOYHOCTHIO
nerkoit (60 < ckopocTh KiTyboukosoii punsrpanuu (CK®) < 90 mmn/mun/1,73 M%) umu cpenneit
(30 < CK® < 60 ma/mun/1,73 M?) CTENeHH THKECTH B CPABHEHHH C TAIMEHTAMH C HOPMAIIBHOI
dynxmueit noyexk (CK® > 90 mn/mun/1,73 m?). He BbIABIEHb KIMHUUECKH 3HAYUMBIE PA3IHUKS
B KJIUpPEHCE MeMOpoIu3yMada MEXIy MalMEHTaMU C IMOYEYHON HEIOCTaTOYHOCTHIO JIETKON Win

CpPeIHEW CTENeHM TSHKECTH W C HOPMaJdbHOM (yHKIMEH mouek. Y TAIMEeHTOB C TSDKEIOM
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noueuHoil HexocratounHocthio (15 < CK®| < 30 'm}l/ﬁ%ﬂ%ﬂﬁﬂ EIJF&'EHEESBQI:IE;:' o

MPUMEHEHHUIO TeMOpom3yMada He TpoBOAMIHN (cM. pasnen 4.2).

IleueHoUHAas HEAOCTATOYHOCTH

Bnusnue wnHapymieHuss QyHKIMM TE€YEHH Ha KIMPEHC MeMOpoin3ymada OLEHUBAIH IIPH
MOMYNISIIMOHHOM  ()apMaKOKMHETHMUECKOM  aHaiu3e Yy  TaIlMeHTOB C  IeYEeHOYHOM
HEIOCTaTOYHOCTBIO JIETKOW M CpPEeIHEH CTENEeHM TsHKeCTH (KOHILEHTpalus oomero OmnmmpyonHa
(Ob) or 1,0 mo 1,5 pa3 Beime BepxHed rpanunel HopMbl (BI'H) wunm  akTuBHOCTH
acnaptatamuHoTpancdepaszsl (ACT) Beime BI'H u Ob ot 1,5 no 3 pa3 Beime BI'H u nro6oe
3HaueHne akTUBHOCTH ACT, COOTBETCTBEHHO) MpPH CPAaBHEHUU C MAIIMEHTAMU C HOPMAJIbHOM
¢yuknueit nedenu (xkoHueHtpauus OB u axkruBHocte ACT < BI'H). He o6napyxeno
KIMHAYECKH 3HAUYMMBIX Da3IUuMii B KIHMpeHce meMOponm3ymada Mexay NalueHTaMH C
MEYCHOYHON HEO0CTaTOYHOCTHIO JIETKON CTETEeHU TSDKECTU M ¢ HOPMabHOW (yHKIIMEH MedeHu.
VY manueHToB ¢ MEeYeHOYHON HEeO0CTaTOUYHOCThIO TsDKeNo ctenenu (koHmeHtpamus Ob > 3 pa3
Beime BI'H wu mro6oe 3nHauenwe aktuBHOcTH ACT) wuccnenoBanus 1O NPUMEHEHHIO

neMOposin3ymMada He IpoBOAMIH (cM. pazzael 4.2).

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeuenb BcOMoOraTe/ibLHbIX BelIECTB

Tperanosel turuapar

070005050

ITonokcamep 188

['uctuaHa ruAPOXIOPUT MOHOTHAPAT

I'mectunmn

Bonaa niist uabeknuin

6.2. HecoBMecTUMOCTH

JlaHHBIN JIeKapCTBEHHBIN MpermapaT HE CleIyeT CMEIIUMBaTh C JPYIMMH JIeKapCTBEHHBIMU
npenaparami, 3a UCKII0UYEHUEM YIIOMSIHYTHIX B pazjene 6.6.
6.3. Cpok rogHocTu (CPOK XpaHeHHUs1)

HeBckpoIThiid hi1akoH

2 rona.

IIpuUroToBIEHHBINA PACTBOD

IIpenapat He COAEPKUT KOHCEPBAHTOB.
C MUKpOOHMOJIOTHYECKON TOUKH 3PEHHS, €CITH METOJ Pa3BEICHHUS HE MPEMIATCTBYET MUKPOOHOM

KOHTaMHMHalluu, HCKapCTBeHHBIﬁ openapat NOAJICKUT HEMCJICHHOMY ITPUMEHCHUTO.
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Ec/u JleKapcTBEHHbIH Tperapar He BBeleH HeMeLTeHHD, Xpatrettre foToBsto K-ripiMenetmo

JIEKapCTBEHHOI'0 Ipernapara U oOecleyeHue YCIOBUN sIBJIAETCS O00S3aHHOCTBHIO I0JIB30BATEIIS.
["'oTOBBII pacTBOP JOMYCKAETCS XPAHUTh MPU CIAEAYIOIIUX YCIOBUSAX:

e [Ipu KOMHATHOH TeMIepaType CyMMapHO B Te4eHue 10 24 4acos;

e B XOJOAMIBHMKE Hpu Temmeparype oT 2 no 8 °C, mpu 3TOM oOuiee BpeMs OT
NPUTOTOBIICHUS Pa3BEACHHOIO pAacTBOpa JO 3aBeplieHUs HHQPY3UU HE IOIDKHO
npesbliaTh B cymMMe 96 wyacos. Ilocine wu3BieueHMs U3 XOJNOJWIBHHMKA W TEpEN
UCIOJIb30BaHUEM (JIaKOHBl W/WIKM HMH(QY3HMOHHBIE MEHIKM HEOoO0XOIUMO JIOBECTH [0
KOMHATHOM TEMIIEPATYPHI.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHUH

XpaHUTh B OpPUTMHAIBHOM yNakoBKe (Mayke KapTOHHOM) M 3allUThl OT CBETa IpHU
temneparype ot 2 1o 8 °C. He 3amopaxxuBaTs.

VYcnoBus xpaHeHus ocie pa3BeIeHus JIeKapCTBEHHOTO Mpenapara cM. B pasaene 6.3.

6.5. Xapakrep u coaepkaHue NEPBUYHON YIIAKOBKH

[To 4 mn mpemapara mHOMEIIAOT BO (prakoHbI U3 OECIBETHOro HeiTpaipHOro crekna |
THJIPOJIUTUYECKOT0 KJIacca, YKYHNOpPEeHHble OpOoMOYTHMIIOBBIMH pPE3MHOBBIMH IPOOKaMH €O
(GTOPNOTUMEPHBIM MOKPBITHEM, C OOKATKOW aJTIOMHUHHEBBIMU KOJIMAYKaMU C IUIACTUKOBBIMU
kpeimikamu tama «flip-off». Ha kaxxaprit GprakoH HaKIENBaIOT CAMOKIIESTITYIOCS ITUKETKY.

I[To 1 ¢pnakony BMecTe ¢ MHCTPYKLIKMEH O MEAUIIMHCKOMY MPUMEHEHUIO (JIMCTKOM -BKJIa IbIIIIEM)
MOMEIIAIOT B NMAaYKy U3 KapTOHA, WK 1o 1 (hjakoHy B KOHTYpHOH siueiikoBoii ymakoBke u3 [1BX
IUIEHKH C UHCTPYKIMEH MO0 MEIUIIMHCKOMY NPUMEHEHHUIO (JINCTKOM-BKJIABIIIEM) MOMEIIAIOT B
MayKy U3 KapTOHA.

JlonyckaeTcst HaKJIEMBAaHUE ATUKETKU KOHTPOJIS IEPBOrO BCKPBITHS HA NIAUYKY U3 KapTOHA.

6.6 OcoOble Mepbl NPEJOCTOPOKHOCTH TNPH  YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJH  OTX0JA0B, TMOJYYEHHBbIX IOcjde TpPUMEHEeHHUs
JIEKapCTBEHHOI'0 Npenapara, ¥ pyrue MaHMIyJISIIMHU ¢ penapaTom

HMHCTpYKOMS II0 IPUTOTOBICHUIO M BBEJICHUIO PACTBOPA JIJIsI I/IH(bVSI/Iﬁ

e @akoH C JEKapCTBEHHBIM IpenapaToM HEOOXOJUMO XPaHUTh B 3alUIIEHHOM OT CBETa
Mmecte. He 3aMopaxuBars.

e Heobxoaumo poBectu Temmeparypy ¢uiakoHa c mnpemnaparom llemOpopua 10 KOMHATHOM
temneparypbl. He HarpeBaiite (i1akoH Ha OTKPBITOM OTHE MJTM BOASIHOM OaHe.

e ®dnakoH ¢ mpemnaparoM [0 pa3BEICHUS MOXKET HAaXOOUTbCS BHE XOJOAWUIbHUKA (TIpU
temrneparype He 6oiee 25 °C) B Teuenue 24 yacos.

e JlexapcTBeHHbIE Mpenaparhl JUisl IAPEHTEPAIILHOTO BBEACHUS NEpe]l IPUMEHEHUEM JTOJIKHBI

MMPOBEPATHCA BU3YAJIbHO HAa HAJIMYHUC MMOCTOPOHHHUX YaCTUIL MU U3MCHCHHUC IBETA pacTBOpA.
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[Ipenapar [Tembpopua npencrapiser coOoi npo3pa4ﬁg;ﬁ:ﬁ1§r%§%£%ﬂiﬁf;lﬁ -'pabfrté;)b oT

OECLIBETHOTO JI0 CBETJIO-KOPUYHEBOTO IlBeTa. B ciyyae Haauuusg NOCTOPOHHUX YaCTHUI]
(1aKoH ¢ IpenapaToM UCMOIb30BaTh HEb3SL.

e Heobxomumo HabpaTh TpeOyembiii o0beM (mo0 4 mi, 100 mr) mpenapara [lemOpopua u
nepeHectTd B MH(Y3MOHHBIN Mellok, coaepxkamuii 0,9% pactBop xjopuaa HaTpust win 5%
pacTBOp TIIOKO3BI (IEKCTPO3bI), I MPUTOTOBICHHS Pa3BEIEHHOTO PacTBOpa ¢ KOHEYHOM
koHIeHTparuedr or 1 mo 10 mr/mn. Ilepememarh pa3BEACHHBIH PacTBOP, OCTOPOKHO
nepeBopaunBas HH(QY3MOHHBINA MEIIOK.

e [IpuroroBieHHbIN HH(Y3NOHHBIN PaCTBOP HE 3aMOPAKUBATD.

e [lpenapar He cOAEpPKUT KOHCEPBAHTOB. Pa3BeaeHHbIN MpenapaT JOKEeH ObITh UCIOJIb30BaH
HeMeieHHo. B cimydae, ecnm  pasBeneHHBIM pacTBop Tmpemapara IlemOpopua He
UCIIOJIb3YETCSI HEMOCPEACTBEHHO IOC]E IMPUTOTOBIEHUS, €r0 JONYyCKAaeTcs XpPaHUTh IpU
KOMHAaTHOH TeMIlepaType CyMMapHO B TeueHue 10 24 yacoB. Pa3BeneHHbIN pacTBOp
JOTTYCKaeTCsl XpPaHUTh B XOJOAWIBHUKE MpHU Temmneparype oT 2 g0 8 °C, mpu 3ToM obiee
BpeMsI OT IPUTOTOBJIEHMSI Pa3BEACHHOIO pacTBOpa 10 3aBeplIeHUS MHPY3UHU HE JOIKHO
npeBbllaTh B cymMMme 96 wuacoB. Ilocne wu3BieyeHMs M3 XOJOAWJIbHUKA M IeEpen
UCMOJIb30BaHUEM (DJIakOHbl W/WIM  HMH(Y3UOHHBIE MEIIKH HEOOXOIUMO JIOBECTH JIO
KOMHATHOM TEMIIEPaTyphl.

e Pas3BeneHHBIN pacTBOpP MOXKET COJEPKATh MOIYIPO3pauyHbIe WK Oelible OETKOBbIE YaCTUIIBI.
Wu(y3noHHBIN pacTBOp BBOAST BHYTPUBEHHO B TedeHne 30 MUHYT Yepe3 CUCTeMY s
BHYTPUBEHHOTO BBEJEHUSA C HCIOJIb30BAHUEM CTEPUIIBHOTO, AlUPOTEHHOI0, C HU3KHUM
cBs3bIBaHUEM Oenka (uubTpa ¢ auamerpoMm mop oT 0,2 10 5 MKM, BCTPOEHHOIO WU
MPUCOETUHIEMOT0 K HH(Y3HOHHON CHCTEME.

e He cnenyer BBOAWTH Jpyrue JIEKapCTBEHHBIE NpenapaThl Yepe3 Ty XK€ HH(Y3HOHHYIO
CUCTEMY, uepe3 KOTOpYIo BBOJAT mpemnapat [lemOpopua.

Bech ocTaBmmiics 1€KapCTBEHHBIN MpeENnapaT U OTXObI CIEAYET YHUUTOKUTh B YCTAHOBICHHOM

MOPsIZIKE.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YJOCTOBEPEHUSA

Poccniickas @enepanus

000 «1IK-137»

124460, 1. MockBa, BH.TEp.I. MYHUIUNAIbHBIN OKpyr CunmHo, T. 3eleHorpan,
npoes3a 5557-u, n. 2

Tenedon: +7 (812) 380-49-33.

dakc: +7 (812) 380-49-34.
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AJipec dneKTpoHHOM mouTkl: biocad@biocad.ru (MOCNEOCBATENEHOCTE 0003

7.1. TlpencraBuTe/ib [ep:KaTesisi PErHCTPANMOHHOIO Y/AOCTOBEPEHHS HA TePPUTOPHUH
Coro3a

[Iperensun norpedbureneii B Poccuiickoii @enepanun, Pecnyoanke Bbenapycs u PecnyOimke

KazaxcraH HanpaBaATh 110 aapecy:

Poccniickas @enepanus

AO «b1OKAI»

198515, r. Cankr-IleTepOypr, BH.Tep.r. mocenok CtpenbHa, yia. Ceszu, 1. 38, cTp. 1, momenr. 89
Tenedon: +7 (812) 380-49-33.

Qakc: +7 (812) 380-49-34.

Anpec anekTpoHHOM ouTh: biocad@biocad.ru

I/IH(bOpMaI_II/IH O Pa3BUTHU HECKCIIATCIbHBIX peaKHI/Iﬁ MOJKET OBITh HarpaBJICHA IIO

anpecy: safety@biocad.ru

8. HOMEP PETUCTPALIMOHHOTI'O YIOCTOBEPEHHUS
JITI-Ne(007241)-(PT-RU)

9. TATA NMEPBUYHOH PETMCTPAIIMM (IIOJATBEPXJIEHUSI PETUCTPAILINU,
MNEPEPETUCTPALINN)
Mara nepBoii peructpauuu: 14.10.2024

10. JATA IIEPECMOTPA TEKCTA

OOmast ~ xapakTepuCTUKa  JIEKapCTBEHHOro  mpemapara  IlemOpopua  gocTynmHa — Ha
uH(OPMAIIMOHHOM TMopTaie EBpa3uilckoro »KOHOMHUYECKOTO CcoOr3a B HHGOPMAIMOHHO-

KOMMYHHKAITMOHHOU ceTn «MHTepHeT» http://eec.eacunion.org/
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