COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 09.10.2024 N= 21967

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOFOTIPEHAPATA 1002

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITIPEITAPATA

[Tem6popua, 25 Mr/mi, KOHIIEHTpAT JUIsl IPUTOTOBIEHUS pacTBOpa A HHDY3HIl.

2. KAYECTBEHHbBI 1 KOJIMMECTBEHHBIN COCTAB

2.1. O611ee onucanue

[TeMOpomu3ymMab — 9TO TYMaHHM3UPOBAHHOEC MOHOKIIOHAJIBHOE AaHTHTENIO, CEJICKTHBHO
Onmokupytomiee B3auMoaelicTeue Mexay peuentopom PD-1 u ero murangamu PD-L1 u PD-L2.
[TemOponm3ymMab TONydeH B KJIETKaX SMYHUKOB KHTAWCKOTO XOMSIYKA IO TEXHOJIOTHU
pexomOunantHoi JIHK.

[TemOponu3zymab sBiseTcs UMMyHOTI00ynuHOM n3otuna [gG4 kamma ¢ MONeKyIspHON Maccoit
okoio 149 x/la.

2.2. KayecTBeHHBII U KOJIMYECTBEHHBIN COCTAB

JelicTBytolIee BEMIECTBO: TeMOPOIn3yMao.

B 1 Mu xoHmeHTparta Ijisi TPHUTOTOBJIICHHMS pacTBOpa Ui HH(Y3UH CcomepkuTcs 25 wmr
neMoponuzymaba.

Kaxnprii ¢paakon cogepxut 100 mr nemOponmszymada.

[TonHbIN TepevYeHh BCIOMOTATENBHBIX BEIIECTB MPUBE/EH B pazzene 6.1.

3. JEKAPCTBEHHAS ®OPMA
KoHneHnTpar A mpuroToBiIeHUs pacTBopa A HHPY3H.

[Tpo3paunas uamM onanecuupyromas oT OECIBETHOTO 10 CBETJIO-KOPUYHEBOTO 1IBETA KHUIKOCTb.

4. KIMHUYECKHUE JAHHBIE

4.1. lloxka3zanusi K NPUMEHEHHUI0

Menanoma

[Mpemapar IlemOpopua moka3zaH K NPUMEHEHHIO B KadeCTBE MOHOTEpAMHM y B3POCHBIX C
HeorepabenbHOW UM METaCTaTHIeCKONH MEIIaHOMOM.

[Tpenapar [TemOpopua moka3aH K MPUMEHEHHIO B Ka4eCTBE aIbIOBAHTHOW MOHOTEpAaNuu IOCIe
XUPYPrUUECKOro JieueHus y B3pocibix ¢ Menanomoit Il craguu ¢ mopaxennem mumMpaTundecKux
Y3J10B.

HeMenkokIeTOYHBIH paK JIETKOTO

[Tpenapar [TemOpopua moka3zaH K MPUMEHEHUIO B KOMOMHAIIMY C XUMUOTEPAITHEH, BKIIOYAIOIIEH

nperapar IUIaTUHBI M IIEMCTPCKCECOA, B KadCCTBC 1-off nMHHU TCpalluu y B3pPOCIbIX C
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COOTBETCTBYET 3KCNEPTHC
o7 09.10.2024 N= 21367
METACTATHYECKMM HEIIOCKOK/ICTOUHBIM HeMATKOKIeTouHbM —phkoir: erkoro (MBI lnpu

MY OTUETY

OTCYTCTBUM MyTaluuMi B TreHax snuaepMmanbHoro ¢(akropa pocra (EGFR) wmm xunHassi
aHaractudeckoit mumdomsr (ALK).

[Tpenapar IlemOpopua moka3aH K NPUMEHEHHIO B KOMOMHAIMKM C KapOOIUIATUHOM U
NaKJIUTAaKCeIIOM W albOyMHUH-CTaOMJIM3UPOBAHHBIM HAHOJUCIIEPCHBIM MaKJIUTAaKCEIOM B
KayecTBe 1-OM JMHUM TEpaluu Yy B3POCHBIX C METaCTaTUYECKUM IUIOCKOKJIETOYHBIM
HEMEJIKOKJIETOUHBIM PaKOM JIETKOTO.

[Tpenapat IlemOpopua mokazaH K NPUMEHEHUIO B KauecTBe MOHOTepanuu 1-oil jauHMH Y
B3POCJBIX C MECTHOpACIpocTpaHeHHbIM Wi MetactatndeckumM HMPJI ¢ skcnpeccueii PD-L1
TPS >1 % omnyxoseBbIMU KJIETKaMH, ONPEENIIEMON BATUANPOBAHHBIM TECTOM, IIPH OTCYTCTBUU
myTarnuii B reHax EGFR nnun ALK.

[Tpenapat IlemOpopua moka3aH K NPUMEHEHMIO B KadecTBE MOHOTEpAnmUM Ui JICYEHUS
B3pOCJBIX C PACHpPOCTPAHEHHBIM HEMEIKOKJIETOYHBIM PAaKOM JIeTKoro c¢ skcmpeccueir PD-L1
TPS > 1 % onyxoJyieBbIMH KJIETKaAMU, OMPEIEIIEMON BAIUIMPOBAHHBIM TECTOM, KOTOPBIE paHee
MOJIyYaJld Tepanuio, BKIOYarolye npenapatsl miatussl. [lpyu Hannuum myranuit B renax EGFR
win ALK nanueHTsl T0KHBI TOJIyYUTh COOTBETCTBYIOUIYIO CHEM(DUUYECKYIO TEepalHio Mpex e,
yeM UM OyJeT Ha3HaueHo JeueHue npenapatoM IlemOpopua.

Pak roJioBbI U 111IEU

[Ipenapar IlemOpopua moka3aH K HPUMEHEHUI0 B KayecTBE MOHOTepanuu 1-oil JuHUU Y
B3pOCJBIX C METAaCTaTUYEeCKUM WM HeonepaldelbHbIM PEUUANBUPYIOMIUM IUIOCKOKIETOYHBIM
pakom rtojoBel u mmeu (ITPI'T) c skcnpeccueit PD-L1 (komMOMHMpOBaHHBIN TOKa3aTelb
no3utuBHOCTH (combined positive score, CPS)) CPS > 1.

[Tpenapat [lemOpopua nokasan K NPUMEHEHUIO B KOMOMHAIIMY C XUMUOTEpanue, BKIIIoYaroei
npenapar IiatuHbl U S-gropyparmmn (5-OV), B kauecTBe 1-0if JIMHUM Tepamuu y B3POCIBIX C
METacTaTUYECKUM WK HeolepalOesbHbIM PELUINBUPYIOIINM MJIOCKOKIETOUYHBIM PAKOM T'OJIOBBI
u mmen (ITPT'II) ¢ skcnpeccueit PD-L1 CPS > 1.

[Ipenapar IlemOpopua moka3aH K TNPUMEHEHHIO B KadeCTBE MOHOTEpANUU MJis JIeUYEHUS
B3pOCJIBIX C METAaCTaTHUECKUM WK HeonepadenbHbiM pennauupyonmm [TPTHI ¢ sxcnipeccueit
PD-L1 TPS =5 0 % u nporpeccupoBaHreM 3a00J€BaHUs BO BPEeMs WJIH IOCIE XMMHUOTEPAInH,
BKJIIOYAIOLIEH NpenapaTsl JIaTHHBIL.

Kitaccuueckas aumdboma X0omKKUHA

[Ipenapat IlemOpopua moka3aH K TNPUMEHEHHIO B KayecTBE MOHOTEPANUU Ui JICUCHHS
B3pOCJBIX M JIETe B BO3pacTe OT 3 JIET U CTapllie ¢ PEeUUAMBHPYIOUICH WM pedpaKkTepHOI
kiaccuueckod  ymmdomoir  XomkkuHa  (kJIX) mocie  BBINIOJIHEHHS — ayTOJIOTHYHOMN

TpaHCIIAaHTAIlMU TeMOMO3THYEeCKNX CTBOJOBBIX KieTok (ayroTT'CK) munu nocne oanoit u 6omee
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MY OTUETY

aytoTI'CK.

YporennanbHbeIA paK

[Tpenapat IlemOpopua nmoka3an K NPUMEHEHUIO y B3POCIBIX C MECTHOPACIPOCTPAHEHHBIM HITU
METACTaTUYECKUM  ypOTETHAIbHBIM  pakoM, Yy KOTOPBIX HEBO3MOXHO  IPOBEICHUE
XUMHOTEpANuy, BKJIIOYalOLEed nuciiatuH, ¢ 3kcnpeccuet PD-L1  (koMOuHMpoBaHHBIN
MoKa3aTeNb MO3UTHBHOCTH (combined positive score, CPS) > 10) mo 1aHHBIM BaTHIUPOBAHHOTO
TeCTa, a TaKk)Ke y MalMeHTOB, KOTOPHIM HEBO3MOXHO MPOBEICHUE XUMHUOTEpANUH JIFOOBIMU
npenapaTaMu MJIaTHHBI, HE3aBUCUMO OT dKcrpeccuu PD-L1.

[Ipenapar IlemOpopua moka3aH K INPUMEHEHHMIO B KaueCTBE MOHOTEpANUU JJIs JIEUYEHUS
B3pOCIJIBIX C MECTHOPACHpPOCTPAHEHHBIM WM METACTaTUYECKUM YpPOTEJIHAJIbHBIM PaKOM,
KOTOpBIE paHee MOoTydall XUMUOTEPAIHIO, BKIIOYAIOIIYIO MpenapaThl MIaTHHBL.

[Tpemapat [TemOpopua nmoka3aH K MPUMEHEHHUIO Y B3POCIBIX C HEMBIIIEYHO-WHBA3UBHBIM PaKOM
MoueBoro ny3sips (PMII) Beicokoro pucka mpu OTCYTCTBUM OTBeTa Ha Tepanuto BIDK, mpu
Hamuuu kapuuHomsl in-situ (CIS) ¢ manmumisipHO# 0myX0mbio U 0€3, KOTOPBIM HE MOXKET OBITh
MpOBeJICHA IUCTIKTOMHS UITH OTKA3aBIIUMCS OT €€ BBITIOJTHEHUS.

Pax numesona

[Tpenapat IlemOpopua mokazaH K NPUMEHEHHIO B KOMOWHALMM C XUMHOTEpanued Ha OCHOBE
IpernapaToB IUIATUHBI U (QTOPHUPUMUIMHA B KayecTBE 1-0il JTUHUM Tepamnuu y B3pPOCIBIX C
MECTHOPACIPOCTPAHEHHBIM HEONepaOeNbHBIM WM METACTATUYECKUM PAKOM IHIIEBOJA, WU
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

[Tpenapar IlemOpopma moka3aH K NPUMEHEHMIO B KayecTBE MOHOTEpANUU JUIs JICYCHMS
B3pOCIIBIX C HeonepadeIbHbIMU WIH METacTaTUYECKUMHU 3J1I0KaYeCTBEHHBIMU
HOBOOOpPA30BaHMSIMH C BBICOKMM YPOBHEM MHKpocaTelTuTHOH HectabmibHocTH (MSI-H),
BKIIO4Yasg HapymeHuss cuctembl penapamun  JITHK (dAMMR), npu mnporpeccupoBanun
3a00JIeBaHUs TIOCJE IMPENUIECTBYIOLIEH TEpanuyu B CIydyae OTCYTCTBUS YIOBJIETBOPUTEIbHBIX
JIbTEPHATHUBHBIX BAPUAHTOB JICUEHHUS.

KonopekTaabHEIN pak

[Mpemapar IlemOpopma moka3aH K NPUMEHEHUIO B KAayeCTBE MOHOTEpanuu 1-oil TUHUU Y
B3POCJIBIX C HEONEpaOeIbHBIM I METAaCTaTUYECKUM KoJiopekTanbHbIM pakoM (KPP) ¢ Beicokoit

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

(dMMR).
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COOTBETCTBYET 3KCNEPTHC
ot 09.10.2024 N2 21967
Pax melky MaTku (NOCNEOOBATENEHOCTE 0003)

MY OTHETY

[Tpenapat IlemOpopma moOKa3aH K TPUMEHEHHIO B KOMOWHAIMM C XUMHOTEpAanuend ¢
OeBanu3ymMaboM wiu 0e3 HEero AJis JICYEHHUs B3POCIBIX CO CTOMKHM, PELUIUBUPYIOLIUM WU
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 BaJMJIMPOBAHHOTO TECTa MPH MPOTPECCUPOBAHUM 3a00eBaHUS 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 pacpOCTpaHEeHHBIM OYe4HO-KIIeToOUHbIM pakoMm (ITKP).
[Tpemapat [TemOpopua mokazaH K MPUMEHEHHIO B KOMOWHAIIMU C JIEHBAaTUHMOOM B KauecTBe 1-
O JINHUM TE€paluu y B3pOCibIX ¢ pacnpocTtpaHeHHbIM 1TKP.

[Ipenapar IlemOpopua moka3zaH K MPUMEHEHHUIO B KayeCTBE aJbIOBAHTHON MOHOTEpANHUH Yy
B3pocibix ¢ [IKP npu cpeaHe-BpICOKOM MM BBICOKOM pUCKe peruauBa (cM. pazaen 4.2) mocie
HE(PIKTOMUU WU TTOCTIe HEPPIKTOMUH U PE3EKIINU METACTATUYECKUX MTOPAKECHUIA.

Pak sHnomerpus

[Ipenapar IlemOpopua mokasan K NMPUMEHEHUIO B KOMOWHAIIMU C JICHBATHHUOOM JIJIsl JICUCHUS
B3POCIIBIX C pacCHpOCTpaHEHHBIM pPaKOM DJHIOMETpUS B CilIydae OTCYTCTBUS BBICOKOM
MuKpocarenuTHo HectabunpHocTH (MSI-H) wnm wapymienuit cuctemsl penapanuu JTHK
(dMMR) ¢ mporpeccupoBanreM 3a00JIeBaHUs ITOCIIE MPEAMISCTBYIONMEH CUCTEMHON TEparuy B
THO0OM peXHUME, KOTOPBIM HE IMMOKa3aHO XUPYPTHUECKOE JICUCHUE WITH JTydeBas Teparusl.

[ 1J1OCKOKJIETOYHBIN paK KOXKH

[Ipemapar IlemOpopua moOKa3aH K MNPUMEHEHHUIO Yy B3POCIBIX C PEIUAUBUPYIONIUM WU
METaCTaTHYECKUM TUTOCKOKJIeTouHbIM pakoM koxku (ITKPK) mnm mecTtHOpacnpocTpaHeHHBIM
[TKPK, xoTOpBIit HE MOXKET OBITH U3JI€UEH XUPYPIUUECKUM METOJIOM WJIH JIy4€BOI Tepamnuei.

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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COQOTBETCTBYET 3KCNEPTHC
ot 09.10.2024 Nz 21967
Ot160p NanKeHToB (NOCNEAQCQBATENEHOCTE 0003)

MY OTHETY

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. paznaen 4.1).

Okcnpeccuto PD-L1 cnegyer ompenensats ¢ 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 OMYyXONU 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
uH}y3Um.

[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 MEPBIM.

Hnsa nmanmentoB ¢ [IKP, momywaromux nedenue mpemnapatom IlemOpopuma B KOMOWHAIUM C
AKCUTHHUOOM, CIIEIyeT O3HAaKOMHUTbCS C PEXKMMOM no3upoBaHus akcutuHub6a B OXJIII. B
cllyuae COBMECTHOTO NPHUMEHEHHUs! akCHUTWHHOa c mpemaparom llemMOpopua yBenmudeHHE O3B
aKCUTHHHOA BBIIIE HAYAJIBHOW J03bI 5 MI' MOKHO pacCMaTpuBaTh C MHTEPBAJIOM 6 Wiu Oosee

HEEIb.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 09.10.2024 N= 21967

Jns marmenToB ¢ pakoM sHaoMeTpus u [1IKP, nwamﬁﬂ&%&%ﬂ%ﬁp@ﬁ%ﬁ'gﬂ:ﬁéﬁaﬁha B

KOMOMHAIMK C JIEHBaTUHMOOM, PEKOMEHyeMas HaudajbHas J103a JieHBaTMHHOa cocrasiser 20
MT MIEPOPATBHO OJIMH pa3 B CYTKHU J0 MPOTPECCUPOBAHMS 3a00JICBAaHHS UM Pa3BUTHSI IPH3HAKOB
HENpUEeMJIEMON TOKCUYHOCTH.

Jleuenue npenaparom IlemOpopua NpoBOAAT 10 MPOrPEeCCUPOBAHUs 3a00J€BaHUS UM PAa3BUTHUS
NPU3HAKOB  HENPUEMJIEMON TOKCHYHOCTH. HaOmromanmuce  aTMNWYHBIE  OTBETHl  (T.e.
NEepBOHAYAILHOE KPAaTKOBPEMEHHOE YBEIMYEHHE pa3Mepa OIyXOJH WM HEOOJbIINE HOBBIC
oyaru B TEYEHUE TMEPBBIX HECKOJBKHUX MECSIEB C IOCIEAYIOIIMM YMEHbIIEHHEM pa3Mepa
OITYXOJIH).

Pexkomenyercsi MpoMOMKHATE JICUYCHHE KIMHMYECKH CTAOMIBHBIX IAIMEHTOB C HaYaJbHBIMHU
NPU3HAKaMHU TPOTPECCHPOBAHUS 3a00JIEBaHMS JO MOMEHTA TIOATBEPKICHHS MIPOTPECCUPOBAHHS
3a00JIeBaHus.

ABIOBaHTHYIO Tepanuio y mnanueHtoB ¢ MenaHomoil win IIKP mnpenmaparom IlemGpopua
MPOBOJIAT BIUIOTH JIO OJHOTO T'OJia, WIIM JIO PeUIMBa 3a00JI€BaHMS, WIH IO Pa3BUTHS MPHU3HAKOB
HETPUEMIIEMON TOKCUIHOCTH.

Bpemennas unu nonnas ommena nevenus

He pexomenayeTcss ymeHbllleHHE A03bl npemapara llemOpopua. BpeMeHHO WM MONHOCTBIO
OTMEHSIOT JieueHue mpenapatom llemOpopura Ui ynpaBieHUs] HEKENAaTEIbHBIMUA PEAKIHUIMHU B
cooTBeTcTBUM ¢ Tabnuuei 1.

Ta6auna 1. Pekomenayembie u3aMeHeHus 1036l (cM. pa3zen 4.4)

HexenaTenbHble peakuuu CreneHnn TsisKecTH HN3menenne 10361
NMMyHOOMIOCpEAOBaHHBIN YmMmepenHas (2 cTeneHb) BpemeHHO OTMEHUTH
ITHEBMOHHT JICYEHHE 10 YMEHBIIIECHUS

HE)KEIaTeNIbHBIX PEAKIUN
1o 0-1 crenenn™

Tsxenast win xxu3Heyrposxaromas | OTMEHHUTD JieueHue
(3 unm 4 cremneHb) UIKU
peuuauBUpyIoNas ymepeHtas (2

CTETIEHB)
NMMyHOOMOCpEA0BaHHBIN VYmepenHas wnu tsokenas (2 unun | BpemeHHO OTMEHUTH
KOJIUT 3 cTeneHb) JICYEHHE 10 YMEHBIIICHUS

HE)KEIaTeIbHBIX PEAKIUN
1o 0-1 crenenn™

Kusneyrposxatomas (4 creneb) | OTMEHUTH JIEUEHHUE
WIM peLUIMBUPYIOILAs TsDKEIas
(3 crenenp)

NmmyHOOMOCpe10BaHHBIN YMmepenHas (2 cTerneHp) BpemeHHO OTMEHUTH
Hehpur JIeYeHue 10 YMEHbILICHHS

HE)KEJIaTeJIbHBIX PEaKIUi
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COOTBETCTBYET 3KCTMEPTHC

ot 09.10.2024 N= 21967

MY OTUETY

(MTOCITEOY]

50 10-1 Erédane TUUZ]

Tsxenas WK )KU3HEYTPOKAKOIIAS
(3 unm 4 cremneHpb

OTMEHUTD JICUECHUE

I/IMMYHOOHOCp CAO0BAaHHBIC
OHJAOKPHUHOIIATHH

Tspkenas Win )KU3HEYTPOKAKOIIAs]
(3 nnm 4 crerieHb)

BpemenHo oTMEeHHTD
Jie4YeHue 10 YMEHBIICHHS
HEe)KeTaTeNbHbIX PEeaKIIHii
10 0-1 crenenu*.

JInsl mManeHToB ¢ TAKEIon
(3 crenenn) nnu
KU3HEYTrpoxatome (4
CTEMNEeHb) CTENEHBIO
SHJOKPUHOIMATUH,
KOTOpBIE yIyUIIalOTCs 10
2 CTEeNeHH TSHKECTH WU
HUKE U KOHTPOJUPYIOTCS
IPU TIOMOIIH
3aMECTUTEIIbHOMN
TOPMOHOTEPAITUU, MOKHO
paccMOTpETh
BO3MOXKHOCTh
MPOAOHKEHUS JICUCHUS
npemnaparom [lemOpopua

HMMMyHOOIIOCpEAOBaHHBIN
renaTuT

B cinyuae yBenuueHus
aKTHBHOCTH (PEPMEHTOB
neyenu y nanueHToB ¢ [TKP,
MOJTYYaIOLITNX
KOMOWHHUPOBAHHYIO TEPATHIO
C aKCUTUHHOOM, CM.
PEKOMEHIAIUY TI0 PEKUMY
JIO3UPOBAHUSA MOCIIE ITON
TaOHITBI.

YBenuueHue akTUBHOCTH
acrapraTaMHHOTpaHchepasb
(ACT) nmm
ATaHMHAMUHOTPaHC(epas3sl
(AJIT) (ot 3 o 5 pa3 BeIIIE
BepxHel rpanuilsl HopMel (BI'H))
WA KOHIICHTPAIH OOIIEero
ounupyouna (Ob) (ot 1,5 mo 3
pa3 Beiie BI'H)

BpemenHO OTMEHHTH
JICYCHUE JI0 YMEHBIIICHUS
HEXeJIaTeIbHBIX PeaKIuit
1o 0-1 crenenn®

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

OTMEHUTE JI€YCHUE

VY nanueHToB ¢ MeTacTa3aMu B
M€YEHU, HAUYaBIIIUX JICUCHHE C
YMEPEHHOU CcTeneHblo (2
crenens) noseimeHus ACT unun
AJIT, ecnmu noseimenne ACT numm
AJIT = 50 % oTHOCUTENBHO
MCXOJIHBIX 3HAYECHMI
yaepxKuBaetcs > 1 Henenu

OTMEHUTS JICUCHUE

I/IMMYHOOHOCp C€IOBAaHHBIC
KOKHBIC pCAKIINUU U

Tsoxenbie KOXHbIC peakiuu (3

CTCHCHB) HJIN IIOJO03PCHUC HA

BpeMCHHO OTMCHUTDH
JICYCHUC N0 YMCHBIIICHUSA
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COOTBETCTEYET ZKCNEPTHOMY OTYETY

ot 09.10.2024 N2 21967
cunpom CTUBEHCA- CCJ] mimm TOH MTULTTEAYBexe it ehis ore ﬁbd&ﬁhﬁ
Hxoncona (CCJl) nnm 1o 0-1 crenenn™
TOKCUYECKHMH dnuaepManbHbii | Tspkersie KoKHbBIE peaknnu (4 OTMeEHUTD JIeueHne
Hekponus (TOH) CTETICHB) WJIH MTOATBEPKICHHBIN

CCJl wmu TOH

Hpyrue B 3aBHUCHMOCTH OT TSDKECTH U BpemenHo oTMEHHTD
MMMYHOOTIOCPEIOBaHHbIE TUMa peakuuu (2 wiu 3 creneHp) | Je4eHue A0 YMEHBIICHHS
He)KeJlaTelIbHbIE peaKuu HEeXeJaTeJIbHBIX peaKuil

1o 0-1 crenenn®

Tspxenwiit unu OTMEHUTD JIeUECHUE
XKU3Heyrpoxaromui (3 umm 4
CTETNIEHb) MUOKAPNT, SHIIeDaTUT
unu cunjpom ['uiiena-bappe

Kuzneyrposxkatomas (4 crenenb) | OTMEHUTH JIeUEHHE
WJTU PEIUIUBUPYIOIAS TSKETast
(3 crenenp)

WH¢y3uoHHble peakuuu Tspxenas win xKu3Heyrpoxatomas | OTMEHUTD JIeUeHHE

(3 nm 4 crerieHb)

IMpumeyaHue: OLEHKH TOKCHYHOCTH MPHUBEAEHBI COrIacHo Kiaccudukamu Hannonansaoro uacturyra paka CIIIA
(NCI-CTCAE, uznanue 4);

* Ipu HEBO3MOKHOCTH CHIDKEHHS J03BI KOPTHKOCTEPOHIOB < 10 MI NpeJHW30HA WM aHajiora B CYTKH B
TeyeHne 12 Hemenb, WIM €CIM TOKCHYHOCTB, CBS3aHHAs C JICUeHHWEM, He CHIKeHa J0 0-1 CTeleHH TSHKeCTH B
Teyenue 12 Henesb TOcie BBEISHHU MOceHel 103s1 penapara [leMOpopra, To jieueHune mpenaparoM [lemGpopua

JOJDKHO OBITH OTMEHEHO.

VYV mnanmentoB ¢ kJIX ¢ remMaTolorMuecko TOKCHMYHOCTHIO 4 CTEMEHU CIeAyeT BPEMEHHO
OTMEHHTH JIeueHue npenapatom I[leMOpopua 10 yMEHBIIEHUsT HEXKeNaTeNbHBIX peakiuii 10 0-1
CTETIEHH TSKECTH.

YV mamumentoB ¢ IIKP, momywarommx euenue mnpemapatom IlemOpopua B KOMOWHauUM ¢

AKCUTUHUOOM:

e Ecmu axtuBHocTh AJIT mmm ACT Bemme BI'H > 3 pa3, Ho mmxe BI'H < 10 pa3 6e3
koHueHTpauuu Ob Beime BI'H > 2 pa3, BpeMEHHO OTMEHUTH JIEYEHHE M TpernapaTom
[TemOpopua, ¥ aKCUTHHHOOM J0O yYMEHBIIEHUS HEXeNaTeNlbHBIX peakuuit 10 0-1 cremenu
TSOKECTH. PaccMOTpeTh BO3MOXKHOCTH Tepalnuu KOpTHKocTepougamu. PaccMmoTpersb
BO3MO)XHOCTb IIOBTOPHOTO IIPHMEHEHHUS OJHOIO JIEKAPCTBEHHOrO IIpernapara WIN
MOCIIE0BATEIHHOIO MOBTOPHOIO MPHUMEHEHHs O0OMX JIEKapCTBEHHBIX MpernapaTroB Iocie
paspellieHus] 3THUX HEXENaTeNbHbIX peakuuil. B ciaydae mNOBTOpHOro NpUMEHEHHUS
AKCUTHHUOA pacCMOTPETh BO3MOXKHOCTh YMEHBILEHHS J103bl B COOTBETCTBUM C MHCTPYKIHEH

Mo MCIUIIMHCKOMY ITPUMCHCHUTIO aKCUTHHHOA.
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COOTBETCTEYET 3KCNEPTHC
ot 09 'IZZ:::IE-i Mz 2196 N
e Ecmu axktuBHocte AJIT wnum ACT Beime| BI'H 2;”1{*):-:1[—)%-']&1—' " seinte BIH 3-'3'—';'%53 c

MY OTUETY

koHneHTpanueit Ob Beime BI'H > 2 pa3, otmenuts nedenue u npemnapatoM [lemOpopua, u

AKCUTHHUOOM M PacCMOTPETh BO3MOXXHOCTh T€PANTUU KOPTHUKOCTEPOHUTAMH.
Jns ynpaBneHUs HeXenaTeNbHBIMM peakUusMU IpU MpUMEeHeHuu mpernapara [lemOGpopua B
KOMOHMHAIIUU C JICHBATUHUOOM PEKOMEH]IyeTCs [0 HEOOXOAUMOCTH MPEPBATh MPUEM OJHOTO WIIN
000MX JIeKapCTBEHHBIX TpENapaToB WIM CHU3UTh J03Y HIM OTMEHUTh MpPUMEHEHUE
nenBaTuHHOa. CielyeT 03HAKOMMTHCS C PEKOMEHJALUSIMU MO YIPABICHUIO HEXEIaTebHbIMU
peakiusamu neHBatuHrOa B OXJIII nenBatununOa. CHuxkeHnue no3bl npenapara [lemOpopua He
pPEKOMEHyeTCsl.

Oco0n1e T'pYIIbI NMAIIMCHTOB

Tayuenmul nodicunozo éozpacma
He cooOmanocs o paznuumsx B Oe3omacHOCTH WM 3(PQGEKTUBHOCTH MEXKAY TOXKHIBIMU
nanpeHTamu (> 65 ner) m Oosnee MojoabpiMu TanMeHTamu (< 65 ner). Koppekius mo3sl y
MAIMEHTOB MOKUJIOTO BO3pacTa He TpeOyeTcs.
Tayuenmoi ¢ Hapywenuem yuKyuy novex
[TaneHTaM ¢ MOYEYHOW HEAOCTATOYHOCTBIO JIETKOM MIIM CPEIHEN CTENECHH TAKECTH KOPPEKLIUS
no3bel  He TpeOyercs. Jledenune mpemapatom IlemOpopma y mMamMeHTOB C TOYEYHOU
HEJOCTAaTOYHOCTHIO TSDKENIOH CTeNeH! He U3ydalnoch (cM. pazaen 5.2).
Tayuenmoi ¢ Hapywenuem gynKyuu nevexu
[TanmeHTaM € NEYEHOYHOW HEAOCTATOYHOCTHIO JIEFKOM WJIM CPEAHEH CTENEeHU TIKECTH
KOppeKkuus 1036l He TpeOyercs. Jleuenue npemnapatoM [lemOpopua y manueHToOB ¢ MEYEHOYHOMN
HEJOCTAaTOYHOCTHIO TSHKENIOM CTETIeHU He U3y4alloch (cM. pazaen 5.2).
Menanoma 2naza
HmeroTcst orpaHuYeHHbIE TaHHbIE IO 0€30MacHOCTH U 3 (EKTUBHOCTH MPUMEHEHUs Tpernapara
[TemOpopua y manueHToB ¢ MEIaHOMOM TJia3a.

eTH
bezonacnocts 1 3¢ dexTuBHOCTh Npenapara [lemOpopua y nereit B Bospacte ot 0 1o 18 net no
BceM nokazanusiM kpome «Knaccuueckas numdoma X0oKKHHA) HE yCTaHOBIEHbI. MMmeronuecs
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
(Makcumy™m 110 200 mr), BBoguMasi BHYTpUBEHHO (B/B) B BuAe MH(]Y3uu B TedeHue 30 MHUHYT
KaK]Iple 3 HEJEINH.

Criocob nmprMeHeH s

[Tpenapat [TemOpopua crneayer BBOAUTH BHYTPUBEHHO B BUAE HH(Y3uHU B TedeHne 30 MUHYT.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 09.10.2024 N= 21967

WHCTpyKIIMU MO MPUTOTOBJICHUIO JIEKAPCTBEHHPIO npeﬁ%ﬁéﬁgﬁﬁﬁ@héﬁﬁgﬁ ?I'It;'ﬁﬁb-'ﬂeHH

B pazjedne 6.6.
4.3. lIlpoTuBONOKA3aHUS
e [ UNep4yBCTBUTENBHOCTh K MeMOpOIM3ymMady HIM K JOOOMY M3 BCIOMOTATEIbHBIX
BEIIIECTB, IEPEUNCICHHBIX B pasjene 6.1;
e bepemennocth (cM. pazzen 4.6);
e [lepuoa rpyHOTO BCKapMiuBaHus (CM. pazjen 4.6).
4.4. OcoOble yka3aHus ¥ MepPbI MPeI0CTOPOKHOCTH MPH MPUMEHEHUH

OTclIe:KMBaeMOCTh

Jns  obecniedeHUsT TPOCIICKUBAEMOCTH  OWOTEXHOJOTHYECKUX TIPErnmapaToB  HEO0OXOJAUMO
3allMChIBATh HAMMEHOBAHME M HOMEpP CEpUM BBEJAECHHOrO IIpernapara B MEIUIHMHCKOU
JIOKYMEHTAIUH.

HMMYHOOIIOCPEIOBAaHHBIE HEXKEIATEIbHBIC PEAKIIUHN

Y  manMeHToB, TMOMYYaBIIMX  MEeMOponu3ymMald, OTMEYaauch HMMMYHOOIOCPEIOBAHHBIC
HEeXeNaTeJIbHbIC PEAKIINH, BKIIF0YAsl TSHKEIIbIE U CIIyYad C JIETAIBHBIM HCXOI0M.
MMMyHOOIIOCpEAOBAaHHBIE HEXKEIATEIbHBIE PEAKIUN MOTI'YT BO3HUKATH I0CIE OTMEHBI TEPAIIUU
nemMOponu3ymaboM.  BOJBIIMHCTBO MMMYHOOIIOCPEIOBAHHBIX — HEXKENAaTelIbHBIX  PpEeaKIHid,
HAOMIOIABIINXCA B KJIMHUYECKUX HCCIEIOBAHUIX, ObUIM OOpPaTUMbl W KOHTPOJIUPOBAIHCH
IIOCPEJICTBOM BPEMEHHOU OTMEHBI Tepanuu neMoposin3ymadbom, IIPUMEHEHHUS
KOPTUKOCTEPOUZOB  W/WJIM  CHUMITOMAaThyecko  Tepanuu.  MmmyHoomocpenoBaHHbIE
HE)KEJNaTeNIbHbIe peaklMM, 3aTparuBaronge Oojiee OJHOM CHCTEMBbl OpraHHW3Ma, MOTYT
pa3BUBATLCA OJHOBPEMEHHO.

[Tpu mono3peHnH Ha MMMYHOOIIOCPEIOBAaHHbIE HEXKeNaTelbHble peakluyd TpeOyeTcsl MPOBECTU
TIIATENBHYIO OLEHKY C L€ MOATBEPAUTH 3THOJOTHUIO WM MCKIIOYUTH APYTHE BO3MOKHBIE
npuyrHbl. OCHOBBIBasCh Ha TSDKECTH HEXENaTelNbHOM peakiuu HeoO0XOAUMO BPEMEHHO
OTMEHHUTh Tepamnuio nemMOponu3ymaboM W pacCMOTPETb  BO3MOXKHOCTh — HA3HAUYEHUS
KoptuxkocrepousioB. C MOMEHTa yiIydmieHUs A0 1 WM MeHee CTeNeHU TSHKECTH, HayaTb
MIOCTENIEHHOE YMEHBILIEHHE J03bl KOPTHKOCTEPOHWIOB M IPOJOJDKATH €ro B TEYEHHE, 10
MeHblIed Mepe, 1 Mecsana. CorjnacHO OrpaHMYEHHBIM JaHHBIM, IOJYYEHHBIM B KJIMHUYECKUX
UCCJIEOBAHMSIX, Y MAIMEHTOB, Y KOTOPbIX UMMYHOOIIOCPEOBAHHbIE HEXKEIATEIbHbIE PEAKIINU
HE TOJJAaBAIMCh KOHTPOJIIO MPU MPUMEHEHUH KOPTUKOCTEPOHIOB, MOXKET OBITH paccMOTpeHa
BO3MO>XHOCTh Ha3HAYEHMs IPYTUX CUCTEMHBIX UMMYHOJenpeccaHToB. Bo3oOHOBIEHNE Tepanun
nemMOponu3ymaboM BO3MOXHO B CiIydae, €CJIM BBIPAKEHHOCTh HEKEJATeIbHOW peaKIuu
ocraeTcsi 1 WIM MeHee CTENEeHM TSHKECTU II0CNI€ IIOCTENEHHOIO YMEHBIIEHUS  J103bI

KOPTUKOCTECPOUIOB. HpI/I BO3HUKHOBCHHUH APYTroro smnu3ojga HEXeIIaTeIIbHOM pCaknuun TSKEIION
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 09.10.2024 N= 21967

CTENEeHNW HEOOXO0IUMO TMOTHOCThIO MPEKPATUTD IpHMeHéﬁﬁ_é:%gﬁ@gﬁﬁgg/ﬁ%ﬁ@ﬁTﬁagﬁ@ﬁﬁ 4.2

u 4.8).

Hmmynoonocpedosannulii nHesMoHum

VY manueHToB, MOJy4yaBIIUX MEeMOPOIH3ymMad, COOOIIANOCh O Cllydasx Pa3BUTHUS MTHEBMOHHTA
(BKJTFOYAs cIy4yau C JIETaNIbHBIM McX0a0M). HeobxonmMo mpoBOIUTh aKTUBHOE HAOIIO/ICHUE 32
MalMeHTaMH B OTHOIICHWHM TIPU3HAKOB W CHMIITOMOB ITHEBMOHHWTA. llpu mojo3peHun Ha
THEBMOHUT HEOOXOJWMO TPOBECTH PEHTTCHOJIOTUYECKOE WCCIEeOBaHUE ISl HCKIIOUYCHHUS
Ipyrux mpuuuH. Tepamuio KOPTUKOCTEPOUAAMHM Ha3HA4YalOT MPHU IMHEBMOHUTE 2 WU BHIIIE
CTEeTeHH TSHKeCTU (HayallbHas 1032 1-2 MI/KI/CYyTKH IMpeTHU30HA WM aHAJIora C MOCIeIyIOIUM
MOCTEIICHHBIM YMEHBIIICHHEM J103bI). BpeMEeHHO OTMEHSIOT Tepamuio meMOporu3ymMadboMm mpu
MTHEBMOHMUTE 2 (YMEPEHHOW) CTENEHH TSHKECTU U MOJHOCTHIO OTMEHSIOT NpH 3 (Tshkenoi) wim 4
(CKM3HEYTpOXKalolleil) CTemeHH TSHKECTH [MHEBMOHUTA WM pelUIUBE IHEBMOHUTa 2
(YMepeHHOi1) cTeneHH TsHKecTH (cM. paszaen 4.2).

Hmmynoonocpedosannulil konum

VY mnanueHTOB, TOJYYaBIIMX MeMOpoin3ymad, cooOmanoch O Ciydasx pa3BUTHS KOJUTA
(cm. pazzen 4.8). Heobxoaumo mpoBOAUTE aKTUBHOE HAOJIOICHHE 32 TIAIACHTAMHU B OTHOIIICHUH
MPU3HAKOB M CHUMIITOMOB KOJIUTA M HMCKIIOYHUTH JPyrue MPHUYMHBI €r0 pa3BUTUA. Tepamnuio
KOPTUKOCTEpPOUJaMH HAa3HA4aloT MpU 2 WM BBIIIE CTENEHM TKECTH (HavaibHas no3a 1-2
MT/KT/CyTKH TIPEJHH30HA WJIM aHAJIOTa C IMOCIEAYIOIIMM TOCTETIEHHBIM YMEHBIICHHEM JI03bI).
BpeMeHHO OTMEHSIIOT mpuUMeHeHHe neMOponmn3ymadba npu 2 (yMepeHHOW) wiu 3 (TsDKemoi)
CTETeHH TSHKECTH KOJIUTA U MOJTHOCThIO OTMEHSIOT MPH KONUTE 4 (KU3HEYTPOKAIOIICH) CTETIeHH
TsDKECTH (CM. pasnen 4.2).

Hmmynoonocpedosannulii cenamum

VY mnauueHTOB, MOMyYaBIIMX MeMOposin3ymal, cOOOIIaioch O CiydasX pa3BUTHs rematuta
(cm. pazmen 4.8). HeoOxomumo TpOBOIWTH HAONIOACHHE 3a TAIllMEHTaMW B OTHOIICHUH
JUHAMHUKU (YHKIIMOHAJIBHBIX IOKa3aTeNell meueHu (B Haydaje JI€YEeHHs, MEpPUOAMYECKHd Ha
MPOTSKCHUH TEPAITH, & TAK)KEe HA OCHOBAHUU KIIMHUYICCKOW OIEHKH) M CUMIITOMOB T'eaTHTA U
UCKITIOYUTh JPYrHe MPUYMHBL. Tepanuio KOPTUKOCTEpPOMIAMH HAa3HAYAIOT NpPU Termarute 2
CTeTNeHH TsDKeCTH (HavanbHas no3a 0,5-1 Mr/kr/cyTkum mpeaHw3oHa (MM DKBHBAJICHTA) C
MOCJIEAYIOIUM TOCTENIEHHBIM YMEHBIICHUEM JI03bl) U MpU TernaTUuTe 3 CTEeNeHW THKECTH WU
Bbime (1-2 WMI/Kr/cyTku mnpeaHu3oHa (WM aHajora) ¢ IOCJIEAYIONIUM TOCTEIICHHBIM
YMEHBIIIEHHEM J103bI). BpeMEHHO WJIM MOJHOCTHIO OTMEHSIOT TEparnuio MeMOpoIn3ymMaOboM B
COOTBETCTBUH C YPOBHEM MOBBIIICHUS aKTUBHOCTH (DEPMEHTOB Te4eHu (cM. paznen 4.2).

Hmmynoonocpedosarnnulil Heghpum
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VY mamnueHToB, MOJIYYaBIIMX TMEeMOpOIH3ymad coo6uighigéﬁj%lgiﬁlﬁgfgé_|bﬁﬁ§ﬁ&i ':'I;é_lgf)ma

MY OTHETY

(cm. pazmen 4.8). HeoOxomumo TPOBOAWTH HAOMIOJEHUE 3a IMMAlMEHTAMH B OTHOIICHHUH
U3MeHEeHHs (PYHKIMH TIO0YeK M WCKIIOYUTH JPYrHe NMPHYUHBL. Tepanuio KOPTHKOCTEpOHUIaMU
HA3HAYaroT MPH Pa3BUTHUU HEKENATEIbHBIX PEaKIHi 2 U BBINIE CTENEHU TKECTH (HadaiabHas
mo3a 1-2 MI/Kr/cyTkd TpeqHu3oHa (WM SKBUBAJIEHTA) C MOCIHEAYIONIUM TMOCTENEHHBIM
YMEHBIICHHEM J103b1). BpeMEHHO OTMEHSIOT TEpaIuio IMeMOpoIu3yMadoM B CiIydae pa3BUTHUS 2
(YMepeHHOI) cTeneHH TSKECTH HedpHUTa U MOJTHOCTBIO OTMEHSIOT Ipu 3 (Tskenoil) wiu 4
(CKM3HEYTPOIKAIOIICH ) CTEeNeHH TshKeCcTH HedpuTa (cM. pazaen 4.2).

HmmyHnoonocpeoosantuvle 3HOOKpUHONAmMUU

V narueHToB, MOIy4YaBIIMX MEMOpPOIn3ymMald, cooOIIanoch O CiIydasX pa3BUTHS HEIOCTATOYHOM
(GYHKIIMM ~ HAJMIOYCYHWKOB (IMIEPBUYHONH W BTOPUYHOH). Y TAIMEHTOB, IMOJIyYaBIIUX
nemMOponn3ymad, Takke coo0Ianoch O ciydasx pa3BuTHs runodusuta (cMm. pasznen 4.8).
HeoOxoaumo npoBoauTh HAOMIOJACHHE 32 MallMEHTAaMH B OTHOIIEHWU MPU3HAKOB M CHMIITOMOB
HEIOCTaTOYHOCTH (DYHKIIMHM HAAMOYEYHUKOB M THIMOGU3UTA (BKIIOYAs THIIONUTYHTAPHU3M) U
UCKJTIOYUTHh Jpyrde TpUYMHBL. B ciyyae TOSBIEHWS BTOPUYHOW HAIIOYSYHHUKOBOMN
HEJOCTAaTOYHOCTH Ha3HAYal0T TEeparuio KOPTUKOCTEPOUAAMU WIH APYTyH 3aMECTHTEIbHYIO
TOPMOHAJBHYIO TEpPAINii0O B COOTBETCTBUHM C KIMHHYECKOH OIeHKOH. BpeMeHHO OTMeHsIoT
Tepanuo neMOponu3ymaboM B ciydae 2 (YMEpPEHHOH) CTENeHW TSDKeCTH THIO(U3HTA,
MOJIHOCTBIO OTMEHSIIOT Mpu 3 (Tshkesnol) miu 4 (KU3HEYTpoXKarolle) CTENeHU TSHKECTH
HEJIOCTAaTOYHOCTH (DYHKIIMH HAIIOYEYHUKOB UK runodusuta (cMm. pazaen 4.2).

VYV manueHToB, MOMYYaBIIUX MeMOponn3ymad, cooOIIanoch O clydasx pa3BUTHUS CaXapHOTO
muabera 1 TWIa, BKITIOYAs CIydad Pa3BUTHS AHMAOETHYECKOro Keroamwmo3a (cM. pasaen 4.8).
HeoOxomuMo TpoBOAMTH HAONIOJEHHE 3a TMAIMEHTAMH B OTHOIICHWH THIIEPTIIMKEMUN WIIH
IpYTHX TIPU3HAKOB M CHUMIOTOMOB caxapHoro pauabera. Ilpum caxapHom pamabere | Tuma
HA3HAYalOT WMHCYIWH, M B CIOy4yasX TSDKEJION TUNEPIIIMKEMUN Tepanuio mnemMOporuzymadbom
BPEMEHHO OTMEHSIOT JI0 TOCTHXKCHHSI KOHTPOJIS HaJ MeTabom3MoM (cM. paszen 4.2).

VY mnauMeHToB, MOJy4YyaBIIMX NeMOpoin3ymad, cooOlaJoch O HapyLIEHUSIX CO CTOPOHBI
IIUTOBHIHON JKE€Je3bl, BKIIOYask THIIEPTUPEO3, TUIIOTHPEO3 U TUPEOUIUT; OHU MOTYT Pa3BUTHCA
B 110001 MOMEHT BpEMEHH Ha MPOTSHKEHUU JeueHus. Mcxoas u3 atoro, Tpedyercs: HabIroaeHue
3a MalydeHTaMy B OTHOIICHUM U3MEHEHUsS (YHKIMU IIUTOBHUIHON jkeJe3bl (B Havyaye JICUEeHUs,
NEepPUOANYECKH Ha MPOTSHKEHUM TEpalnuu, a TakKe Ha OCHOBAHWU KIMHUYECKOW OIICHKH) U
KIIMHUYECKHUX MPU3HAKOB U CUMIITOMOB HapYIICHUH () YHKIIUU HMIUTOBUIHON Kenesbl. JleueHue
THIIOTHPE03a MOXKET OCYIIECTBIATHCS MOCPEICTBOM 3aMECTHUTEIHHON Tepanuu 0e3 MmpepbhIBaHUs
jJedyeHuss © 0e3 MpUMEHEHUs KOpTHKocTepounoB. [lpu  rumeptupeo3e  BO3MOXKHO

CUMIITOMAaTH4YCCKOC JICUCHHUC. BpeMeHHO nin ITIOJIHOCTBIO OTMCHAIOT TCpaIlunro
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neMOponu3ymabomM TIpu  TspKeiaod (3) wuiw mHSHéﬂ'%I&X—MéE-L--EEﬁ etbiterir Deibiectn

runepTupeosa (cMm. paszaen 4.2).

VY nanueHToB ¢ Tsxkenol (3) wiM KU3HeYrpokaroen (4) cTeneHplo TSHKECTU SHIOKPUHONATHH
IpU yIy4IIEHUH 0 2 UM HUXKE CTENEeHU TSHKECTH W KOHTPOJIE MOCPEICTBOM 3aMECTUT eJIbHON
TOPMOHOTEPANH MOKET paccMaTpUBaThCs MPOAOIDKEHUE IPUMEHEHUs TeMOpon3ymaba.
Kooicnvie peaxyuu masicenou cmenenu

Y  manweHToB, TMOMydYaBMIUX  MeMOpoin3ymMald, cooOmanoch O  CIydasX  pa3BUTHUS
UMMYHOOIIOCPE/IOBAaHHBIX KOXHBIX PEaKIUid Tshkenoil crenenu (cm. paszaen 4.8). HeoOxommmo
IPOBOJUTH HAOIOZEHUE 3a MalMeHTaMH B OTHOIIEHUH MPENojaraeMbIX KOXKHBIX peakIui
TSDKEIION CTETIeHU W UCKITIOUUTH JPYTrue MPUUUHBL. VICX0/Is U3 CTETIeHH TSHKECTH HEeKeNaTeIbHOU
peakuu BPEMEHHO WJIM IOJIHOCTHIO OTMEHSIIOT Tepanuio NemMOpoin3ymMaboM M Ha3HAydaroT
Tepanuio KOpTUKocTepouamu (cm. pazzaen 4.2).

VY nmanumeHToB, NOJIy4aBIIMX MeMOponu3zymad, coodmanock o ciaydasx pazsutust CCJ u TOH, B
TOM 4YHUCIIE C JETalIbHBIM HcxogoM (cM. pasznmen 4.8). Ilpu mposBICHWM TPU3HAKOB WIH
cumrntomoB pazutust CCJI mmu TOH BpeMeHHO OTMEHSAIOT Tepanuio neMmOposm3ymaboM u
HaIpaBJISIOT MAMeHTa 3a CIelHalu3upOBaHHON OMOILBIO Ul 00ciae0BaHus U jedeHus. Ecim
CC wmu TOH nonrBepkeHbI, MOJHOCTBIO OTMEHSIOT Tepanuio neMOposin3ymaboMm (cM.
paznen 4.2).

Hpyeue ummynoonocpedosarnmvle HedxuceramenvHvle peakyuu

Crnenyromue  JOMOJHUTENbHbIE  KIMHUYECKM  3HAYMMBle  MMMYHOOIIOCPEJIOBAaHHbBIE
HEXKENaTeslbHble  peakUMu  OTMEYalUuCh B KIMHUYECKMX  HCCIEIOBAaHUSAX  WIH
MOCTPErMCTPALIMOHHOM TIEpUOJie TPUMEHEHUs MeMOpoiau3ymada: YBEUT, apTpUT, MHO3UT,
MHUOKApIUT, HAHKPEAaTUT, CUHAPOM [ miteHa-bappe, MUacTeHMYECKUI CUHIAPOM, T€MOJIUTHYECKAs
aHeMHs1, CapKOM103, PHUE(DAIUT, MUEIHUT, BACKYJIHUT, CKICPO3UPYIOIIUN XOJAHTUT, TaCTPUT H
TUIIONIApaTHPEO3.

Hcxons u3 CTENEHU TsKECTH U THUIIA HEXKEJIaTeNIbHOW peaklyu, NPUMEHEHHe eMOpoan3ymaa
ClleflyeT BPEMEHHO OTMEHHUTHh IPH HEXKEIAaTENbHBIX pPEaKUusX 2 CTeNeHH W 3 CTENeHH Hu
Ha3HAYUTh IPUMEHEHHE KOPTUKOCTEPOUIOB.

[Tpumenenne nemOponaM3yMadba MOXHO BO300OHOBHTH B TeueHHE |2 Hemenb MOCie BBEACHUS
HocjaeqHe [103bl Ipemapara, €clid CTelNeHb HeXenaTenbHOM peakumu < 1 u 1o3a
KOPTUKOCTEPOUI0B YMEHbIIeHa 710 < 10 MI B IeHb IPEIHU30HA WM SKBUBAJICHTA.

[Tpumenenune memMOponu3zymada cCieqyeT IMOJHOCTBIO OTMEHHUTh B CiIydae JH00OH MOBTOPHOM
MMMYHOOTIOCPEZIOBAaHHON HEXEJATeNIbHOW peakuuu 3 CTeleHH, a TaKke B ciydae Jro0oi

MMMYHOOIIOCPEIOBAHHOM HEXKENaTEIbHON peakinu 4 CTENEHHU.
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MMPUMCHCHUC H€M6pOJII/I3yMa6a CJICOAYCT MOJIHOCTBIO OTMCHUTD.

Cas3aHHEIE C TDaHCHHaHTaHHGﬁ HCEXCIIAaTCIIbHBIC PCAKITNH

OmmopoiceHue mpaHCcniIaHmupoOB8aAHHbIX COTUOHBIX OP2AHO8

CooOmranoch 00 OTTOPKEHUH TPAHCIUIAHTUPOBAHHBIX OPraHOB B TOCTPETUCTPAIMOHHOM
MIEpPHUO/IC Y MAIMEHTOB, TOTYYaBIINX JICUCHUE ITeMOposm3yMmadoM. JledeHne meMOopom3ymadom
MOXET YBEIWYHTHh PHUCK OTTOPKEHHS TPAHCIUIAHTUPOBAHHBIX OpPTaHOB Yy PEIUITUEHTOB.
HeoOxonumo paccMOTpeTh MpeuMylecTBa OT JieueHUs MemMOpoilu3ymaboMm IO CpaBHEHHIO 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 neuenuss mnemOponuzymaboM Yy TaIlMEHTOB C  aJUIOTCHHON
TpaHCIIaHTaIKel remonodTudeckux cTBoNoBbIX KieTok (TI'CK) B aHamHese. Y manueHToB, y
koTopelx Bo3Hukia PTIIX mocne mpouenypsl TpaHCIUIAHTAI[MM, MOXKET OBITH MOBBILIEH PUCK
PTIIX mnocne neuenus mnemOponnzymadbom. HeoOxoammo paccMOTpeTh MPEUMYIIecTBa OT
JiedeHus: MmeMOpon3yMaboM IO CpaBHEHHIO ¢ puckoM Bo3MokHoro PTIIX y manumeHToB c
amtorenHoil TT'CK B anamuese.

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

akcutuanOom apu [1KP

[lpu Tepanuu nemOponu3ymaboM B KOMOMHAIMM C AKCUTHMHUOOM Yy TIAllUEHTOB C
pacnpoctpanenHbsiM [IKP HaOmoganace Gosee BHICOKas, YeM OXKMAaeMas, 4acTOTa MMOBBIIICHHS
aktuBHOCTH AJIT n ACT 3 u 4 crenern Tsoxectu (cM. pazzaen 4.8). Jlo Havana U mepuoIudecKu
B TCUCHHE JICUSHHSI CIEeNyeT MPOBOJUT MOHUTOPUHT aKTUBHOCTH (pepMeHTOB medeHu. Criemnyer
paccMoTpeTh OoJjiee 4acToe MPOBEJCHHE MOHHTOPUHIA AKTUBHOCTH (DEPMEHTOB IEYEHH II0
CPaBHEHMIO C MPUMEHEHHEM JIEKapCTBEHHBIX MpenapaToB B KauecTBe MoHoTepanuu. Cremyer
cO0I0IaTh PEKOMEH/AIMK IO JICYCHUIO MAalMEeHTOB JUII OOOMX JIEKapCTBEHHBIX IPEIapaToB
(cM. pazgen 4.2 u OXJIIT akcutuHNOA).

[loBBIlIEHHAS CMEPTHOCTH IIPU MHOKECTBEHHOU MHEJIOME, KOrAa neMOopoin3yMad no0aBisercs

K aHaJI0Ir'y TaJIMaAOMHUAAa U ACKCAMCTAa30HY.

[Ipu nByX paHIOMHU3HPOBAHHBIX KIMHUYECKHX UCCIICIOBAHMUSIX y TAIMEHTOB C MHOXXECTBEHHOU
MHETIOMOM J00aBlIeHHe IeMOpoIM3ymMada K aHAJIOTy TAIUIOMHUA U JEKCaMETa30HY TPHBOIHAIIO
K YBEJIIMYEHUIO CMEPTHOCTH, JAAHHOE IOKa3aHWE K MPUMEHEHHUIO OTCYTCTBYET JUIsl aHTHUTEN,
onmokupyrorux PD-1 wnmu PD-L1. JleyeHue mnmanmuieHTOB € MHOXKECTBEHHOM MHETOMOM
antutenoM, OnokupyronmM PD-1 wmmum PD-L1, B koMOuHammm ¢ aHaIoOTOM TaluIoMHUAa W

JACKCAaMCTAa30HOM HC PCKOMCHAYCTCA BHC KOHTPOJIUPYCMBIX KIIMHUYCCKUX HCCHeﬂOBaHHﬁ.
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Tsokenpie  WH(QY3MOHHBIC  pPEAKIMM, BKJIIOYAs PEAKIUI0 THUIEPUIYBCTBUTCIHHOCTH U
anadunakcuto, coobmamuce y 6 (0,2%) u3z 2799 mnanueHToB, TOMY4YaBIIUX JICUYEHUE
neMOponuzymabom B kimHHYeckux wuccienoBanuax KEYNOTE-001, KEYNOTE-002,
KEYNOTE-006 u KEYNOTE-010. Ilpu Tskenoit cTeneHu TsbKecTH WHGY3MOHHON peakiuu
HEO0OXOUMO TIpepBaTh HH(DY3UIO W TOJTHOCTHIO TPEKPATUTh Tepanuio memMOpoanzymadbom
(cM. pazzmen 4.2). YV manueHToB C JIETKOM WJIM yMEPEHHOW CTENEeHbIO TSDKECTH MH(QY3MOHHBIX
peaKkuil MOXKET pPacCMaTpHUBATHCS BO3MOXHOCTH MPOJOJKEHHUS TEpamnuu MeMOpoiIn3ymMadoM
MO THIATeTbHBIM HAONIOJICHWEM Bpada; MpeMeIuKalueld TOCPEICTBOM MPUMEHEHUS
YKApOTIOHIDKAIONNX U aHTHTUCTAMIHHBIX MIPETapaToB.

MGDBI OPpEAOCTOPOKHOCTHU ITPHU KOHKPETHBIX 3a00JICBAHUSIX

IIpumenenue nembponuzymaba y nayueHmog ¢ YpOMeIUdIbHbIM PAKOM, KOmMopvle paHee
ROIYYANU XUMUOMEPANUIO, BKIIOUAIOWYIO0 NPEenapamol NiamuHsl

Bpau o Havana nedeHus JODKEH YYUTHIBATh OTCPOUYCHHOE HAYyaso JAeHCTBHs nemOponm3ymada
y TIAIIMEHTOB C IUIOXMM IPOTHO30M W/WIIM arpeccHBHBIM 3aboseBanueM. [Ipu yporennaibHOM
pake HalOIoanoch Ooliee BBHICOKOE YHCIO CMEpTEed B TeueHHEe 2 MecsleB MPH NPUMEHEHUU
nemMOponu3ymaba TO CpaBHEHHIO C XuMHoTepamueil. dakTopamu, CBS3aHHBIMU C paHHEH
CMEPTHI0, OBLTH OBICTPO MpOTpeccUpyrollee 3a0ojeBaHue Ha (POHE TPEIIISCTBYIONICH Tepariu
npenapaTamMy TUTaTHHBI 1 HATHYHE METacTa30B B IICUCHH.

Ipumenenue nembporusymaba 6 kavecmee mepanuu nepeou tuHuu y nayuenmos ¢ HMPJI

B menom wHabmromamack Oonee BBICOKAas 4YacTOTa HEXKENATENbHBIX  PEaKIHWid  MpU
KOMOWHHUPOBAaHHOM  Tepanmuu MeMOposM3ymMaboM TI0 CpPaBHEHHIO C  MOHOTepamuei
nemMOpo3ymMaboM WM TOJNBKO XHMHOTEpanueil, 4To OTpakaeT BKJIAJ KaXIOr0 H3 JTHUX
KOMITIOHEHTOB (cM. pasnensl 4.2 u 4.8). Her naHHBIX mpsiMOro cpaBHEHHUs reMOponu3ymada B
KOMOHMHAIIMY ¢ XUMUOTEpanueil ¢ MOHOTepanuei meMoponIn3ymadbom.

Bpau nomkeH yduThIBaTh COOTHOILIEHHUE I0JIb3a/PUCK CYILECTBYIOIIMX BapUaHTOB Tepamuu
(MoHOTepanus nemMOpoan3ymMmadboM WM neMOposn3ymad B KOMOMHAIMM C XMUMUOTepamnueil) 1o
Hayaja JiedeHHsl y paHee HesneueHHbIX nauueHToB ¢ HMPJI ¢ skcnipeccueit PD-L1 onyxoneBsiMu
KJICTKaMHU.

B uccnenopannu KEYNOTE-042 nabmtonanochk 0osiee BBICOKOE YMCIO CMEpTed B TedeHHe 4
MeCSIIeB IOCJie Hayaja JIEYeHHS C TMOCIEAYIOIIUM TMPEUMYIIECTBOM B  OTHOIICHUU
JOJATOCPOYHOM BBDKMBAEMOCTH IIPM MOHOTEpanmuud memMOponn3ymaboM 10 CpPaBHEHHUIO C
XUMUOTEPAITHUEH.

Jannubie o 3¢ (PeKTUBHOCTH 1 6€30TaCHOCTH y TIAIUEHTOB B BO3pacTe > 75 JeT orpaHuYeHbI. Y

MAIMEHTOB B BO3pacTe > 75 jeT KOMOMHUPOBAaHHYIO Tepamuio NneMOpoin3ymaboM clenyer
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IPUMEHSTh C OCTOPOXKHOCTBIO TOCHe TiiaTenpHOH oréHx HoreH RitaibH6i! HOmMb3bY/pHéka B

WH/IMBUIYaJIbHOM TIOPSIJIKE.

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

B umenom wHabmromanmach 0Oojee  BBICOKAas 4YacTOTa HEXKENATENbHBIX  pEaKIUid  MpU
KOMOMHHMpPOBAaHHOW  Tepanmuu  MeMOponu3ymMaboM MO  CpaBHEHHIO C  MOHOTepanuein
nemMOpon3ymMaboM WM TOJNBKO XHMHOTEpAnueil, 4TO OTpakaeT BKJIAJ KaXIOro H3 3TUX
KOMITOHEHTOB (cM. pazzensl 4.2 u 4.8).

Bpau nomkeH yduThIBaTh COOTHOILEHHUE I0JIb3a/PUCK CYIIECTBYIOIIMX BapUaHTOB Tepamuu
(MoHOTepanus neMOpoIn3yMaboM UITU MeMOpoIn3ymMad B KOMOWHAIIMK C XUMHUOTEpANueii) 10
Hayasa jedeHus y nauuentos ¢ [IPTII ¢ skcnpeccueit PD-L1 onyxoneBsiMu KiaeTkamu.
Ipumenenue nembponuzymaba 6 kauecmee a0bIOBAHMHOL MePanuu y NAYUEHMOo8 ¢ MeIAHOMOU
Habmronanace TeHIEHIMS K YBEJIMYEHHUIO YACTOTHI TSKENBIX U CEPhE3HBIX HEXKeIaTeNbHBIX
peakiuii y MalueHTOB B Bo3pacTe > 75 ner. JlaHHble MO 0€30MacHOCTH NPUMEHEHUs
nemMOponm3ymaba B KauecTBE abIOBAHTHOM TEpanmuyl y MAlMEHTOB C MEJIaHOMOH B BO3pacTe
> 75 et orpaHUYCHBI.

Ilpumenenue nembporusymaba 8 KoMOUHAYUU C AKCUMUHUOOM 8 Kauecmee mepanuu nepeou
aunuu y nayuenmos c [IKP

VY manumenTtoB ¢ pacupoctpaneHHbiM [IKP npu npuMenernn nemOponnzymada B KOMOWHAIIMH C
aKCUTUHUOOM Haluro/1anach Oosiee BHICOKAs, YEM OXKUAAaeMas, YaCTOTa MOBBIIIECHHUS aKTUBHOCTH
AJIT u ACT 3 u 4 crenenu tspkectu. Jlo Havana JedeHUs! U NEPUOJUYECKU B TEUEHUE JICUEHUS
ClelyeT MPOBOJIUTH MOHUTOPHHT aKTUBHOCTH (hepMeHTOB nedeHu. CleyeTr paccMOTpeTh Ooee
yacToe NPOBEICHHE MOHUTOPHUHIAa aKTUBHOCTHM (EPMEHTOB TI€YEHHW IO CPaBHEHHUIO C
IPUMEHEHNEM IIpenaparoB B KadecTBe MoHoTepanuu. Cienyer coOoaaTh peKOMEHAluu 10
MEIUIIUHCKOMY NPUMEHEHUIO Ui 000MX JIEKapCTBEHHBIX IMpenaparoB (cM. pasaen 4.2 u OXJII
AKCUTUHUOA).

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

B uccnenosanun KEYNOTE-177 nabaronanocs 6osee BHICOKOE OTHOIIEHHE PUCKOB COOBITHIA
o0rmiell BBDKMBAEMOCTH MIPH MPUMEHEHUHU MeMOpoIn3yMada 1o CpaBHEHUIO C XMMUOTEpanuei B
TE€YEHHUE MEPBbIX 4 MecCAlLEB JICUCHUS C MOCIEIyIOIIUM MpPEeuMyIIecTBOM HemMOponuzymabda B
OTHONICHUHU JO0JTOCPOYHOIN BBKUBAEMOCTH.

4.5. B3ammopeiicTBMe ¢ JAPYIrMMH JICKAPCTBEHHBIMH IpenaparaMH W Jpyrue BH/IbI
B3anMo/IelicTBUS

CrernuanpHBIX HCCIENOBaHUN (DapMaKOKHHETHYECKOTO B3aMMOJCUCTBUS TeMOpoiau3ymada ¢

IpPYTMMH JIEKapCTBEHHBIMH TpenapatamMud He mnpoBoguid. Ilockonbky meMOponn3ymad
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JIEKapCTBEHHBIX B3aUMOJICHCTBUL.

Crnenyer n3berarb MPUMEHEHHSI CUCTEMHBIX KOPTUKOCTEPOUJIOB MJIM MMMYHOJCIIPECCAHTOB IO
Hayajga  Tepamuu  [eMOpoinM3yMaOoOM,  y4YUThIBas WX  BO3MOXHOE  BIMSIHME  Ha
dbapMakoIUHAMUYECKYI0 aKTHBHOCTh U 3(PekTUBHOCTH memOponuzymaba. Tem He MeHee,
CUCTEMHBIE KOPTHKOCTEPOUIBI WIIA JIPYIHe UMMYHOJCTIPECCAHTHI MOYKHO HCITOJIB30BATh TIOCIE
Havaja JICYCHUS TNeMOpoInM3ymMaboM I Tepalmui UMMYHOOIIOCPEIOBAaHHBIX HEXeJIaTeTbHBIX
peakumii (cM. pasnen 4.4). Ilpu neyeHnn neMOponu3ymMmaboM B KOMOMHAIIMU C XUMHUOTEPAITHEH
MO>KHO HCIOJIb30BaTh KOPTUKOCTEPOHIbI B Ka4eCTBE MPEeMeTUKaIluU ISl MPO(UIAKTUKU PBOTHI
u/vm 00JIerdyeHusT HeXKeIaTelIbHBIX PEAKIIHA, CBSI3aHHBIX C XHMHOTEPAITHEH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDH M JIAKTAIUSA

JKeHIIUHEI ¢ JIETOPOIHBIM ITOTSHIINAIOM

JKeHIuHBI 1ETOPOTHOTO BO3PACTa TOJDKHBI HCIOIB30BATh HA/IEKHbBIE METObl KOHTPALIETILIUH BO
BpeMsl JIEYCHHUs TeMOpoim3ymMaboM M B TeueHHE HE MeHee 4 MecsIeB Iocie IMocienHei
uH(y3uu nemOponauzymada.

bepemeHHOCTD

JlaHHbIe 0 TpUMeHeHNnU neMOposin3ymala y OepeMeHHbIX JKEeHIIUH OTCYTCTBYIOT. CrienuaibHbIe
UCCIICIOBAaHUS TI0 M3YYCHHUIO BIMSHHUS TneMmOponn3ymaba Ha PEnpoayKTHBHYIO (DYHKIHIO Yy
KUBOTHBIX HE TIPOBOJIMIINCH, TEM HE MEHEE, B MOJIEISIX OEPEMEHHOCTH MBIIIEH OBUIO MOKa3aHo,
4yro OJ0Kaga curHainpHOM cucteMbl PD-L1 mpuBoANT K CHM)KEHHUIO TOJEPAHTHOCTH OpraHu3Ma
MaTepu K IUIOAY W TOBBILIEHUIO YTpo3bl THOenu Iwiofa. OTH pe3yiabTaThl YKa3bIBAIOT
BO3MOXHBII PUCK (Ha OCHOBAaHMM MEXaHW3Ma JEMCTBUS) HEraTUBHOI'O BO3JEHCTBMS Ha IO,
BKIIIOYAsh TIOBBIMICHWE YAacCTOTHl BBIKHIBIIICH WM MEPTBOPOXKICHUN, TpPH TPUMEHEHUH
nemOponm3ymaba Bo Bpemst OepemeHHocTd. Yenoseueckuid ummyHornoOynnH G4 (IgG4)
MPOHUKAeT depe3 IUIalleHTapHbId Oapeep, a Tak Kak mnemOponu3zymald seusetcs IgG4,
NOTEHIMAJIbHO OH MOXET IepelaBaThCsl yepe3 IUIaLEHTy OT MaTepu K Pa3BUBAIOLIEMYCS MIIOLY.
Jlakranus

Her paHHBIX O BblIeNeHUM meMOponu3zymaba B rpynHoe Mojoko. IlemOponmsymad
MPOTHBOIIOKA3aH B TIEPUO/] TPYAHOTO BCKAPMIIUBAHMUSL.

DepTUILHOCTE

Knuanueckue gaHHbIe 0 BO3MOKHOM BIIMSHUH eMOpoar3ymMala Ha penpo yKTHBHYIO (DYHKINIO
OTCYTCTBYIOT. HecMOTpss Ha TO, YTO OTAEIbHBIE MCCIEJOBAHUS TOKCHYECKOTO JEHCTBHS
nemMOpon3ymaba Ha pENpoONyKTHBHYIO (YHKUIHIO U BHYTPHYTPOOHOE pa3BUTHE HeE

MPOBOAMIIUCH, MPH HCCIETOBAaHUM TOKCUYHOCTH IOBTOPHBIX /103 Yy 00€3bsiH B CpoKU 1 u 6
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CaMOK.
4.7. Bausinde Ha CMNOCOOHOCTH YNPABJSATH TPAHCIOPTHBIMH CpPEACTBAMH M PadoTaTth ¢
MeXaHU3MaMHu

[TemOponn3ymab MOMKET OKa3blBaTh HECYIIECTBEHHOE BJIHMSHUE Ha CIIOCOOHOCTH YIPaBIISATH
TPAHCIIOPTHBIMHU CpEACTBaMU M paboraTh ¢ MexaHusmMamu. CooOuanocs 00 ycTanocTu mocie
BBeJIeHUs ieMOponu3ymada (cm. pasaen 4.8).

4.8. HexxeiaTeibHbIE peaKIIUU

Pesrome npoduing 6e300acHOCTH

[Tpumenenue nemoOponuzymada Haubosee 4acTo CBSI3bIBAIOT c pa3BUTHEM
MMMYHOOIIOCPEIOBAaHHBIX HEKEIaTebHBIX peakiil. BoIbIIMHCTBO U3 HUX, BKIIIOUAs TSAXKEIbIe
peaKIuy, pa3peuiaiuch Mocie Hayaida COOTBETCTBYIOIIEH Tepamuu WIM MOCcie MpeKpalieHus
UCTONB30BaHusl meMmOponuzymaba (cm. mganmee «OmnucaHWe HEKOTOPBIX HEKeIaTeIbHBIX
peakuuii»). Ha ocHOBaHMM BceX 3aperuCTpUPOBAaHHBIX HEKEIATEIbHBIX pEaKkLUi jJanee U B
Tabnune 2 mpuBereHa YacTOTa HE3aBUCHUMO OT OLEHKHM UCCIIEJOBAaTeIeM MPUYHMHHO-
CJIEJICTBEHHOM CBSI3U.

Ilembponusymab 6 kawecmee monomepanuu (cm. pazoen 4.2)

bezonacHocte memOponm3ymaba Tpu NPUMEHEHHH B KadecTBE MOHOTEPANlMM HM3ydajach B
KJIIMHUYECKHUX MCCIIeIOBAaHUAX y 7148 manueHToB ¢ pacupoCTpaHEHHOW METaHOMOMW, METTaHOMOM
3-i1 cragum mocie Xupypruueckoro JsedeHus (agproBaHTHas Tepanusa), HMIIP, xJIX,
YpOTENUANbHBIM PAKOM, PakKOM TOJIOBbl U IIEH, 3J0KAUYeCTBEHHBIMH HOBOOOPA30BAHUSMHU C
BBICOKMM YPOBHEM MHKPOCATEIUTUTHOW HECTaOWIBLHOCTH WM afabioBaHTHOW Tepamueil [IKP B
YeThIpEeX pexumMax J03upoBanus (2 Mr/kr kaxzasie 3 Henenu, 200 mr kaxzasie 3 Henenu win 10
MT/KT MaccChl Tella Kax/able 2 uiu 3 Henenu). B 9Toil momynsiiiuy marueHToB MeInaHa BpeMeH!
HabmoIeHus: cocTaBmia 7,9 mecsna (auanaszon ot 1 mHs 1o 39 mecsien), 1 Haubosee 4acThIMU
HEe)KeNaTeNIbHBIMU PEeakIUsMU TpU NpPUMEHEHHH NemMOponusymabdba Obln ycranocts (31%),
nuapest (22%) u TomnuoTa (21%). BoNBIIMHCTBO COOOIIEHHBIX HEXKENATEIbHBIX PEaKIUN MPH
NPUMEHEHNUHU B KadecTBE MOHOTepanuu Obutn | nim 2 crenenu Tshkectu. Hanbosee cepbe3HbIMU
HEXKEJIATENbHBIMUA PEaKIUsIMA ObLTH MMMYHOOTIOCPEJOBAaHHBIE HEKENATENbHBIE PEaKIuu |
TsoKenble  WHGY3HOHHBIE  peakiuu  (cM.  pasgen  4.4). Yacrtota  BO3HMKHOBEHUS
MMMYHOOITIOCPEIOBAHHBIX HEXENaTeNbHBIX peakiuii 0puta 36,1 % mist Bcex crenenedd u 8,9 %
JUIs CTENeHer 3—5 Uit MOHOTepanuu neMOpoan3ymMaboM mpu abloBaHTHOM JiedeHuu (n=1480)
u 24,2 % nuist Bcex cTenene u 6,4 % ais cTeneHel 3—5 B Tepanuu MeTacTaTH4eckux (GopM paka
(n=5375). He Obu10 OOHAPYXEHO HOBBIX MMMYHOOIIOCPEIOBAHHBIX HEXEJATCIBHBIX pPEaKIni

IIpHu aIbFOBAHTHOM JICUCHHHU.
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Tembponusymab 6 kombunayuu ¢ xumuomepangeti (cm. phs8eh g8 EATENBHOCTE 0002

MY OTHETY

ITpu mpumeHeHun nemOponu3ymada B KOMOMHAIMM NEpe]l HAYaJIOM JICUEHHS O3HAKOMbBTECH C
OXJIIT cooTBETCTBYIOIIMX KOMIIOHEHTOB KOMOWHHUPOBAHHOM TE€pamuH.

bezonacHocTh nemOponu3zymaba npu NpUMEHEHHH B KOMOMHAIIMK C XMMHOTEpanuen u3yJyaiach
B KIMHMYECKMX uccinefoBaHusix y 3123 mamuentoB ¢ HMPJI, TIPI'II, pakom nuumeBona,
THPMXX wmu pakoMm miedku MaTtku B pexumax no3uposanus 200 mr, 2 MI/KT Maccel Teja WIH
10 Mr/kr Maccel Tena Kaxaele 3 Hezenu. B 3Tol momymsiuy ManydeHTOB HauboJiee YacThIMU
HEXKENNATeIbHBIMUA peakiusMu Obutn aHemust (55 %), TomHoTta (54 %), ycranocts (38 %),
Heiitponenus (36 %), zamop (35 %), amomeuus (35 %), nuapes (34 %), pora (28 %) u
cHmxkenue anmeruta (27 %). Yacrora BO3HUKHOBEHHUS! HEXKEJIATENbHBIX peakiuili 3-5 creneHu
Tsokectd 'y mnanueHtoB ¢ HMPJL cocraBuma 67 % mnpu npumeHeHun mnemOpoin3zymadba B
KOMOHMHAIIUK C XUMHOTeparnuei u 66 % mnpu npuMeHeHHH TOJIBKO XUMHOTEPANHy, Y MalleHTOB
¢ I[IPI'I cocraBumna 85 % mpu npuMeHeHNH eMOpoan3ymMmada B KOMOUHAIINH C XUMUOTEpanuei
u 84 % mnpu NpUMEHEHMH XMMMOTEpAllMUd B KOMOMHALMM C LIETYKCMMaOOM, y MAalUEHTOB C
pakoM mnuieBoja coctaBmwia 86 % mnpu TpuUMEHeHUH MneMOposim3ymaba B KOMOWHAIIMH C
xumuoTtepanued U 83 % Npu NPUMEHEHUHU TOJIbKO XUMHUOTepanuu, y manueHtoB ¢ THPMIK
cocraBuna 80 % mpu npuMeHeHuu nemOponuzymaba B KoMOMHANIUK ¢ XuMuoTepanueit u 77 %
MIPU IPUMEHEHUH TOJIBKO XUMHUOTEPANUU U Y TTAIMEHTOB C PAKOM IIIEUKU MaTKu cocTaBuia 82 %
[P IPUMEHEHUH eMOpoin3ymada B KOMOMHAIMK ¢ XUMHUOTepanuei u 75 % npu npuMeHeHun
TOJIbKO XUMHOTEpaIuu.

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

[Tpu nmpumeHeHUn eMOpou3ymMadba B KOMOMHAIIMN ¢ aKCUTUHUOOM WM JICHBAaTUHHOOM Tiepe.
HadajgoM JiedeHus o3HakoMbTech ¢ OXJIIl akcutnamMOa wimm  JmeHBaTuHHMOA.  Jis
JOTIOTHUTEIFHOW MH(pOpMAIIMK MO0 0e30MacHOCTH JeHBaTHHHOA o3HakoMbTech ¢ OXJII
neHBaTuHHOA. J[ns gomonHWTENnpHONW WHGOpMaUKU 1O OE30MacHOCTH aKCUTUHUOA Tpu
MOBBIIICHHONW aKTHBHOCTH ()EPMEHTOB IeUeHU M. pasnen 4.4.

besonmacHocTs meMOponu3ymaba mpu TPUMEHEHWH B KOMOMHAIIMM C AKCUTHHHOOM WA
JeHBaTUHHOOM mpu pacnpoctpaneHHoM IIKP u B koMOMHanuMu ¢ JIEHBaTUHMOOM TIpU
pacrpoCTpaHEHHOM pake SHIOMETpPHS H3ydajach B KJIMHHUYECKUX HccieloBaHUsAX y 1456
MalMueHToB ¢ pacnpoctpaHeHHbIM [IKP umu pacnpocTpaHEHHBIM pakoM SHIOMETPHUS B PEKUME
no3upoBanus 200 Mr memOpoau3ymMada Kaxaple 3 Heleau u Ju00 5 Mr akcuTUHHOA JIBa pasa B
neHb, 6o 20 Mr JeHBaTMHHMOA OJMH pa3 B CYTKM COOTBETCTBEHHO. B 3Toi momynsiuu
NaIMEeHTOB HauboJiee YaCTHIMH HEXeJIaTeIbHBIMI peakuusaMu Obutn auapes (58 %), moBeieHne
aprepuanbHoro aasieHus (54 %), runotupeos (46 %), ycranocts (41 %), CHUKEHHE anmeTuTa

(40 %), TomHOTa (40 %), apTpanrus (30 %), pBota (28 %), cHmxkenue Beca (28 %), mucoHus
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sputpoausecte3nu (26 %), cbimb (26 %), cromatut (25 %), 3amop (25 %), CKeNneTHO-MBITIICUHAs
o6omp (23 %), romoBHas Oomb (23 %) w xamemb (21 %). Yacrora BO3HUKHOBEHUS
HEeXenaTelbHbIX peakuuii 3-5 creneHu Tskectu y nauumeHtoB ¢ [IKP cocraBuna 80 % mnpu
MPUMEHEHUU eMOpoin3yMada B KOMOMHAIIMY C aKCUTUHUOOM iU neHBaTHHUOOM U 71 % mnpu
MOHOTEpaNnuu CYHUTHHHOOM. YacToTa BOSHMKHOBEHHS HEKENATENbHBIX peaknuid 3-5 creneHu
TSKECTHM Yy TallMEHTOB C pakoM DJHAOMeTpust cocTtaBwia 89 % 1npu NpUMEHEHUU
nemMOponu3ymaba B KOMOMHAaUMW C JeHBaTHHHMOOM U 73 % mnpu TOPUMEHEHUH TOIBKO
XUMHOTEPAIUH.

Tabauunoe PE3FOME HEXKEIIATSIbHBIX PEaKIIHi

HexenarenbHble peakiiy, HaOMIOJaBIINECS B KIMHHYECKAX HCCIEIOBAHUAX TeMOpoim3ymada
NpU TPUMEHEHUH B KavyeCTBE MOHOTEpAIHMH, WM B KOMOWHAIIMM C XMMHOTEpAINuei, WIn ¢
JPYTUMH  TPOTHBOOIYXOJICBHIMH  TIperapaTaMd  WJIM  COOOIIGHHbIE B paMKax
MOCTPETUCTPANIMOHHOTO HKCIIOJIE30BAHUS MEeMOposim3yMada, nepeduciieHsl B Tabmwme 2. Ot
pEaKIMU TIPEJICTABICHBI 10 CHCTEMHO-OPTaHHBIM KJjlaccaM M dYacToTe. YacTOThl yKa3aHBI I10
CJICAYIOIIMM KaTeropusm: oueHb yacto (> 1/10); wacto (> 1/100, Ho < 1/10); Hewacto (> 1/1000,
HO < 1/100); penko (> 1/10000, HO < 1/1000); oyenp peaxo (< 1/10000) u yacToTa HEM3BECTHA
(Ha OCHOBaHMM MMEIOIIMXCS JTaHHBIX OLIEHUTh HEBO3MOXHO). B Kax10il yacTOTHOM rpymme
HE)KEJIaTeNbHBIE PEaKIUU PACIIONIOKEHBI B TIOPSIKE yOBIBaHUS Cephe3HOCTH. HexemarenbHbIe
peaKkIuy, BO3HUKAIOUIME IPU MPUMEHEHHH TOJNBKO NeMOponn3ymada WIM KOMIIOHEHTOB
KOMOWHUPOBAHHOM Tepanmuy, NPUHUMAEMBIX I10 OTACIBHOCTH, MOTYT BO3HUKATh MPH HUX
COBMECTHOM TIPUMEHEHWH, JaXe €CIM B KIMHUYECKUX HCCIEOBaHUSIX KOMOWHUPOBAHHOM
TEpamuy O JaHHBIX peaknusax coodmanochk. Jist momonHHUTENbHOW wWH(OpMau 10
0e30macHOCTH MpH MPUMEHEHHH TeMOpoIu3yMadba B KOMOMHHPOBAHHOW TEPAlTui 03HAKOMBTECH

¢ OXJIIT cooTBETCTBYIOMIUX KOMIOHEHTOB KOMOMHUPOBAHHOU TEPAITHH.

Ta6nmunma 2. HexenarenabHble  peakquu Yy  HAIUMEHTOB,  MOJYYaBIIUX  TEparuio

neMOponuzymadom™
MoHoTepanus B xomOnHamum ¢ B xomOuHannm ¢
XUMHUOTepanuei AKCUTHHHOOM MJIM
JICHBATHHUOOM

Nudexuuu v uHBaA3ZUM

Ouensb yacTo nHpexn
MOYEBBIBOISIINAX
yTen

Yacro ITHEBMOHMS TTHEBMOHMUS ITHEBMOHHUS

Hapyumenus co cTopoHbl KPOBH ¥ JJUM(PATHYECKON CHCTEMBI
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Ouensb 9acTo aHeMUsI anemtist- = [ELUBATE) g | & UL
HEUTPOIICHMUS,
TPOMOOIUTONIECHUS,
JEUKOTICHUS
Yacto TPOMOOITUTONICHUS, hebdpunbpHas HEHUTPOTICHHUSI,
HEUTpOIeHus, HEUTpOIeHus, JICHKOIICHUS,
TuMOTICHUS TuMdOTICHUS TPOMOOIIUTONIEHUS,
TUMQOTICHUS,
Heuacto JIEMKOIICHHUS, 303UHO(UIUS 303UHO(UIUS
303UHO(pUIUS
Penxo UMMYHHast reMOJIMTHYECKas
TPOMOOILIUTONICHHS, aHeMHsi, UMMYHHas
reMOJIMTHYECKas TPOMOOLIUTOTICHUS
aHemus, WCTUHHAS
SPUTPOIMTAPHAS
arasus,
reMoarouuTapHbIi
JIUM(POTUCTHOLIUTO3
Hapyuienusi co cTOpOHbI MMMYHHOM CHCTEMbI
Yacro nH(}y3UOHHAS nH(pY3nOHHAS UH(Y3UOHHAS
peakmusa? peakmus? peakmus’®
Heuacro CapKoHU103
Penxo CapKOMI03
Yacrora Hen3BecTHA OTTOPKEHHUE
TpaHCIJIAaHTaTa
COJIMJTHOTO OpraHa
JH/IOKPUHHBIE HAPYLIEHUS
OueHp yacTo TUIOTHPEO03” TUIOTHPEOo3” THIIOTHPEO3
Yacto THIIEPTUPEO3, HEI0CTaTOYHOCTh HEJIOCTaTOYHOCTh
TUPEOUTUT® ¢byHKIUN byHKIIIT
HaJOYEYHUKOBS, HaJIIOYEYHUKOB®,
THpeonanT?, THIIEPTUPEOD3,
THIIEPTUPE03® THpeou T,
Heuacto HEJIOCTAaTOYHOCTb runopusut’ runopusut’
byHKIMH
HAJMOYEUYHUKOBS,
runodu3uT!
Tupeonut!
Penxo THIIOTIapaTUPe03 THIIOTIapaTUPEO3 THIIOTIapaTUPEO3
Hapymenust MeTado,in3mMa ¥ MUTAHUS
Ouenb yacto CHIDKEHUE alleTuTa TUIOKaueMHus, CHIDKEHHE aleTuTa
CHIDKEHHUE amlmeTuTa
Yacro TUIOHATPUEMUS, TUIOHATPUEMHUS, TUIOKaIMEMHUs,
TUTOKATUEMHUS, TUTMOKAIBIIUEMUS TUTIOHATPUEMUS,
TUTOKAIBIIUEMUS TUTMOKAIIBIIUEMUS
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Heuacro caxapHblii uabeT caxaphbii- Arader 1 Feaxaprsii- quaber 1
THIa® THIa® THIa®
IMcnxnyeckue HapyIeHUsI
Ouenb yacTo OeccoHHHIIA
Yacro OecCOHHMIA OeCcCOHHMIA
Hapyuenusi co cTopoHbI HEPBHOW CHCTEMbI
Ouenp yacTo roJIOBHas 00JIb nepudepudeckas TOJIOBHAS 007b,
HeWpomnarus, JIACTEB3USI
rOJI0BHAS 00JIb,
TOJIOBOKPY’KEHHUE,
JTUCTEB3US
Yacro TOJIOBOKPY’KEHUE, anaTHYHOCTb TOJIOBOKPYKEHHE,
nepudepryeckas nepudepuyeckas
Helponarus, HeWponaTus,
anaTHYHOCTb, anaTHIHOCTh
JTUCTEB3HS
Heuacro SMUIIETICUS sHnedammt’, MUACTCHUYECKUN
SMUIIETICUS CHHIpOM',
3Hue(1)anHTh
Penko CHUHJIpOM ['mitena- | cunapoM ['miteHa- | HEBpUT 3pPUTEITBHOTO
Bappe), sunedamt®, | Bappe” HepBa
MHUeHT MHUACTCHHYCCKHN
MHACTEHUYECKUHI CHHIPOM
CHH/IPOM', MEHWHTHUT
(acenTHyeckmii),
HEBPUT  3PHUTEIHHOTO
HEepBa
Hapyumenusi co cTopoHbI OpraHa 3peHus
Yacto CyXOH ria3 CyXOH ria3 CyXOH ria3
Heuacro yBeut™" yBeut"
Penxo CHUHIPOM dorTa- | yBeut" CHUHAPOM ®dorra-
Kosinaru-Xapana Kosinaru-Xapana
Hapyienusi co cTopoHbI cepana
Yacro aputMusa'  (BKITIOUas | HapyIIeHHe HapylleHue
GUOPUIIATIIIO cepaeunoro putma' | cepaeunoro  putma’
npeacep i) (BKITIOUAS (BKITIOUAS
GubpmILIAIINIO (buOpHILIAIHIO
npeacepInii) npeacepauit)
Heuacro MHUOKaP/IUT, MHUOKapIuT", MHUOKap/IUT,
TIepUKapIUATbHBIN TepUKapIUaTbHBIN MIepUKapIUATbHBIN
BBITIOT, IEPUKAPIUT BBITIOT, IEPUKAPAUT | BBIIIOT
Hapyienusi co cTOpoHBbI COCY10B
Ouensb yacTo MOBBILLICHUE
apTepHabHOTO
JTaBJICHUS
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Yacto HOBBIIICHNE noeeilibame ELUEATENIERULTE UTUS)
apTepHAITLHOTO apTepHATLHOTO
JIaBJICHUS JIaBIICHUS
Heuacto BaCKyJIUT® BaCKyJIUT®
Penkxo BaCKyJIUT®
Hapymenuss €O CTOPOHBI [AbIXaTeJbHOH CHCTEMbl, OPraHOB TIPYIHOH KJIETKH M
CpeoCcTeHus!
OueHb 4acTo OJIBIIIIKA, KAIIEIhb OJIBIIIIKA, KAIIEIh OJIBIIIIKA, Kallleb,
TUCHOHHUS
Yacto ITHCBMOHHT? ITHCBMOHHT? ITHEBMOHHUT?
Key1ouHo-KHIIIeYHbIe HAPYIIEHHSI
OueHb YacTo muapes, 00716 B | TOIIHOTA, quapes, | auapes,  0oib B
KHUBOTEY, TOIIHOTA, | PBOTA, 0oJb B | »xuBoTed,  TOIIHOTA,

pBOTAa, 3a1op

xuBoted, 3amop

pBOTa, 3a1op

Yacro KOJIUT', CYXOCTh BO | KOJUT', TacTPHUT, | KOJHUT', TaHKPEaTuT®,

pTY CYXOCTb BO PTYy racTpuT, CyXOCTb BO
pTY

Heuacro MaHKPEaTHT®, TaCTPUT, | MAHKPEaTUuT®, W3bS3BICHUE CTEHKH
W3BS3BICHUE CTEHKH | U3BS3BICHUE CTEHKU | JKETyIO4YHO-
KEJTy1I0YHO- KEITy10YHO- KHUILEYHOTO TpaKTa'
KHUIIEYHOTO TpakTa' KHUIIEYHOTO TpakTa'

Penxo nepdopamust ToHKOro | mepdopanusi TOHKOTO | mepdopaius TOHKOTO
KHUIIIEYHHUKA KHIIIEYHUKA KHUIIIEYHUKA

HapyuieHnusi co cTOPOHBI eYeHH M 7KeTUeBbIBOASIIUX MyTei

Yacto renaTuT" renaTuT"

Heuacro renatur"

Penxo CKJIEPO3UPYIOIIN I CKJIEPO3UP YOI
XOJIAHTUT" XOJIaHTUT"

Hapyumienus co cTOpOHbI KOKH M MOAKOKHBIX TKAHEH

OueHb YacTo CBINB ", 3ya* ajonenus, 3ynt, | 3ya”, ceimb"
ceinp”

Yacto TSOKEJIbIE KOXKHBIE | TSOKENbIE KOXKHBIE | TSOKENbIe KO>KHEIE
peaknuu’,  JpUTEMA, | pEaKIMK’, HPHUTEMa, | peaKIuu’, JepMaTHUT,
JEPMATHT, CYXOCTh | akHe()OPMHBII CYyXOCTh KOXKH,
KOXKH, BUTHJIUTO”, | ACPMATHUT, JEPMATHUT, | SPUTEMA,
aJIoIenus, 9K3eMa, | CYyXOCTh KOXH, | aKHEU(OPMHBIIA
aKHen(HOpMHBII JK3eMa JEPMaTHT, aoTeIus
JIepMaTUT

Heuacto rcopuas, rcopuas, JK3eMa,
JINXCHOM THBIN JINXCHOM THBIM JIMXCHOM THBIN
Keparo3®, maryia, | kepato3*®, BUTHIIMTO?, | Keparo3™, Tcopuas,
H3MEHEHUS [[BEeTa | mamysa BUTWJIMTO”,  TIAITyJIa,
BOJIOC H3MCHCHUS BeTa

BOJIOC
Penxo cunapoM  CruBeHca- | cunapoM CTHUBEHCA- | TOKCHUECKHI
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JlxoHcoHa,  y3mosaf | [xonéOra; |=HUEATES Hibpmaerbnt |
puUTEMA, y3j0BaTasi dpUTEMA, | HEKPOJIU3, CHHAPOM
TOKCUYECKUH U3MEHCHUS nBeta | CtueHca-/[)xoHcoHa
SMUAEPMAIIBHBIN BOJIOC
HEKPOJIn3

HapymeHusi co CTOPpOHBI MbIIIEYHOM, CKeJIETHON U COeIMHUTEIbHOH TKAHU

OueHp 4acTo

CKCJICTHO-MbIIICYHAasA

apTpaJirusa, CKCJICTHO-

apTpaJirusa, CKCJICTHO-

6omp®, apTpajrus MmpimeuHas  60mp®, | Mpimreunas  Gosp™,
MHO3UT® MHO3UT®, ©0O0JIb B
KOHEYHOCTH
Yacto 60b B KOHEYHOCTH, | 60Jb B KOHEUHOCTH, | apTput®
MHO3UT, apTpuTd aprput®
Heuacro TEHOCHHOBUT®® TEHOCHHOBUT®® TEHOCHHOBUT®®
Penxo Cunnpom lerpena Cunnpom lerpena Cunnpom llerpena
HapyuieHusi co CTOPOHBI MOY€K U MOYEBBIBOASIIIMX MYTei
Yacto OCTpoe MOBpeXJeHHE | HepuT'
MOYCK
Heuacto Hedpur! Hedpur’,
HEeUH(EKITMOHHBII
LUCTUT
Penxo HEHMH(EKITMOHHBII HEeMH()EKIIMOHHBIH
LIUCTUT IUCTUT
OOumue HapynIeHUs ¥ PeaKIMU B MeCTe BBeeHM I
OueHb YacTo YCTAJIOCTh,  aCTEHHMS, | yCTAJIOCTh, ACTEHUs, | YCTAJIOCTh, AaCTCHHS,
OTEK®®,  TOBBIIICHUE | ITOBBIIICHUE OTCK®®,  MOBBIIICHUE
TEMIEpaTyphl Tela TEMIEpaTypbl  TeJa, | TeMIepaTyphbl Tela
OTeK®®
Yacro TPHUMIONOA00HOE TPHUIMTIONOA00HOE rpHUMIonoa00Hoe

3a0o0eBaHue, 03HOO

3a0o0eBaHue, 03HOO

3aboeBanue, 03HOO

JlabopaTopHble H HHCTPYMEHTAJbHbIE JaHHbIE

OueHp 4acTo

MIOBBIIICHHE
aKTUBHOCTH AJIT,
ITOBBIIICHUE

aktuBHOCTH ACT

MOBBIIICHHE
aKTUBHOCTH JIMIA3bI,
ITOBBIIICHUE
aKTUBHOCTH AJIT,
ITOBBIIICHUE
aKTUBHOCTH ACT,
ITIOBBIIIICHUC
KOHIIEHTpaluu

KpCaTHuHHUHA B KPOBU

YacTto

IIOBBIIICHHE
aKTUBHOCTH AJIT,
MOBEIIICHHE
aKTHBHOCTH ACT,
MOBEIIICHHE

AKTUBHOCTHU

MOBBIIICHHE
KOHLIEHTpaLUU
KpeaTHHHHA B KpPOBH,
TUIepKaIbIUEMHUs,
MOBBILICHHE
AKTUBHOCTH

MOBBIIIEHUE
aKTHBHOCTH
aMHIIa3bl,
MOBBIIIICHUE
KOHIIEHTPALUH
OunupyOuHa B KPOBH,
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wenouHoii gocdarasyl | menodibir’ [EHLUEATESEptnlenme! /U]
B KpoBH, | ¢pochara3zel B KpOBH, | aKTHBHOCTH
THITEPKATBIIUEMHS, MTOBBIIIICHUE IIETOYHOM
MOBBILICHUE KOHLIEHTpaLun ¢docdarazer B KpoBw,
KOHIIEHTPALIUH OnnMpyOWHA B KPOBH | THUIEPKAIbIIMEMHS
OunupyOrHa B KPOBH,
TIOBBILIICHUE
KOHIIEHTPALIUH
KpeaTHHUHA B KPOBH,

Heuacto MOBBIIIICHUE MTOBBIIIICHUE
AKTUBHOCTH aMWJIa3bl | aKTHBHOCTH aMHJIA3bI

*YacToTra HEXKENIaTeILHBIX peaKHHﬁ, NEPCUYUCICHHBIX B Ta6m/1ue 2, MOJET OBITh CBsI3aHA HE TOJLKO C

MNPpUMEHCHUEM neM6p0Jm3yMa6a B Ka4eCTBC MOHOTEpAIlMKM, HO U C OCHOBHBIM 3a00JIeBAHMEM WIIH C Apyrumu

JICKapCTBCHHbIMMU IIpCHiapaTaMy, UCIIOJIb3YyEMbIMU B KOM6HHHpOBaHHOI>'I TCpanunu.

THa OCHOBAaHUHN CTAaHAAPTHBIX 3aIlIpOCOB B 633}7 JAaHHBIX HEXKCIAaTCIIbHBIX pCaKHHﬁ, BKIHOYAOIIUX 6paI[I/IapI/ITMI/II/I n

TaxXUapuTMHH.

Crenyromue TEpMHUHBI TPEICTABJISIOT COOOW TIpYIIy B3aUMOCBS3aHHBIX COOBITHH,

KOTOPBIEC OIIMCBIBAIOT

MCIUIIUHCKOEC COCTOSIHHUE, @ HC OHO COOBITHE:

a.

o

F e oo

—

—

nH(]Y3UOHHBIE peakiuu (THIEPYyBCTBUTEIBHOCTh K JICKAPCTBEHHOMY IMIpenapary, aHaguiIakTHdecKas

peaxius, aHadWIaKTOUIHAs  peaKius, THIIEPYyBCTBUTEIBLHOCTD, nH}y3uOHHAs ~ peakuus
THIIEPYyBCTBUTEINBHOCTH, CHHAPOM BBICBOOOXICHHS! IMTOKMHOB ¥ CHIBOPOTOYHAs OOJIE3HB);

THIIOTHPE03 (MUKCEeMa 1 MMMYHOOIIOCPEIOBaHHBIA THIIOTHPEO3);

HEJIOCTaTOYHOCTh (PYHKIMHM Haano4edHHKoB (Oone3Hp AJIMCOHA, OCTpas HEJIOCTaTOYHOCTH KOPBI
Ha/IITOYEYHNKOB, BTOPHYHASI HEAOCTaTOYHOCTh KOPBI HAATIOUYEYHHUKOB);

TUPEOUINT (AyTOMMMYHHBII THPEOUIUT, 3a00JIeBaHNE IMUTOBUIHOM XKeNe3bl U OCTPhIA THPEOUINT);
runeptupeos (bazenosa 60Jie3Hb);

runo@u3uT (TUIONUTYUTAPU3M, TUM(POLUTAPHBIN TUITOPU3HNT);

caxapHsIii 1uader 1 Tuna (quadeTHyecKuil KeToaumao3);

SHIe(anuT (AyTONMMYHHBIH SHIE(haInT, HeMH(EKIIMOHHBIN SHIIe(hauT);

MHACTeHUYECKHI CHHAPOM (MHACTEHHS TPaBUC, BKIIIOYAst 000CTpEeHHeE);

cuaapom ['uiteHa-baiiepa (akcoHanpHast HEHpONaTUs U AEMUEINHU3UPYIOLIas TOJIMHENPONaThs);

MHUENUT (BKIIFOYasi OMEePEYHBIA MHUETIHT);

MEHHHTHT aCeNTUYeCKUi (MEHUHTUT, MEHUHTUT HEMH(EKIIMOHHBIN);

YBEHT (XOPHOPETHHHT, BOCHIAJICHHE PaIyKHOH 000I0UKH TI1a3a U UPHUAOIMKIINT);

MHOKapANT (AyTOMMMYHHBI MHOKApUT);

BackynuT (Backynut LIHC, aopTuT, THraHTOKJIETOYHBIN apTEPUUT);

TTHEBMOHUT (MHTEpCcTHIMATBHOE 3a0o0JeBaHNe JIETKUX, ITHEBMOHHUS OpraHu3yroIasics,
MMMYHOOIIOCPEIOBaHHBII ITHEBMOHHUT ¥ HMMYHOOIIOCPE/IOBaHHOE 3a00JIeBaHKE JIETKUX );

60116 B ’KHMBOTE (AMCKOM(OPT B )KHBOTE, OOJIb B BEPXHEH YaCTH )KUBOTA, OOJIb B HYDKHEW YacTH KHBOTA);
KOJIUT (KOJIUT MUKPOCKOITMYECKUH, SHTEPOKOIUT, TEMOPPATNIECKHH SHTEPOKOINT, ayTOUMMYHHBIN KOJIUT
¥ IMMYHOOIIOCPEI0BaHHBIH YHTEPOKOIINT);

MIAHKPEaTHT (ayTOMMMYHHBIN TAHKPEATUT, OCTPBII MAHKPEATHT M IMMYHOOIIOCPEIOBAHHbIH ITAHKPEATHT);

H3BABJICHUC CTCHKU KEJTYJOYHO-KUIIIEYHOT'O TPAKTa (H3Ba JKeJIylKa U AyoACHaJIbHas HSBa);
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U. Tenatur (ayTOMMMYHHBIH T€HaTHUT, UMMYHOOI cpeLIOBaHHﬂIﬁ' rerlami ) BéuhkaMédshod nd}ﬁg@ﬁeHHe

MEYEHH U OCTPBIH TenaTuT);

V. CKJIEpPO3UPYIOUINI XOJIaHTUT (MMMYHOOIIOCPEIOBAHHBIN XOJIaHTHT);

W. 3yA (KpalluBHHIIA, MaITyjie3Hasi KpalMBHUIIA U 3y IOJIOBBIX OPTraHOB);

X. CBIIb (IpUTEMATO3HAsl CHINb, (POJUIMKYISPHAS CBHINb, MaKyJIe3Has CHIIb, MaKyJE3HO-IAIyJle3Hasl CHIIb,
TaryJe3Has ChIllb, 3yAAIIas ChIllb, BE3UKYJIISIPHAS CHINb M CHITIb Ha MOJIOBBIX OpraHax);

y. TSDKeIble KOXKHbIE peakuuu (SKC(OoNMaTHBHASA ChINb, NeM(Uryc W T000€ W3 CIEAYIOIINX SBICHUH >3
CTENEHN TSDKECTH: OCTPBI (DeOpHIbHBIN HEWTpOMIBHBIN AepMaTo3, ymmMO, MPONeKeHb, OyIUIC3HBIH
JIepMaTHUT, SKC(POJIMATHBHBIN JEpPMAaTUT, TI'€HEPAIN30BAaHHBIM AKC(OIMATUBHBIA JEPMATHUT, IEPMaTUT
ncopuasuOpMHBIN, MEIMKaMEHTO3Has ChIllb, MYJIbTU(QOPMHAs dpUTEMa, KENTyXa, KPACHBIH IJIOCKHHA
JMIIai, KpacHBIM IUIOCKHUN JTUIIai pra, neM(Urona, 3y, TeHUTAIBHBIA 3y, ChIIIb, JPUTEMATO3HAs CHIIb,
MaKyJIe3HO-TIallyJIe3Has ChIlb, 3YJSIIAsl ChINb, MyCTYyJE3Has ChIlb, MOBPEXKIACHUE KOXKH, HEKPO3 KOXKH U
TOKCHYECKHE BBICHITIAaHMS Ha KOXE);

Z. BHUTWINTO (JETIMTMEHTAINS KOXHW, TUIIOIINTMEHTAIMS KOXKH 1 TUIIOIIMTMEHTAIHS BEK);

aa. JHMXCHOWIHBIN KepaTo3 (KpacHBIN MIIOCKUU JIMINAH U CKIEpOaTpOPUICCKU JIHIIIai);

bb. ckeneTHO-MbIIeYHAsT 0O0Jb (CKENETHO-MBIIICYHBIA JUCKOM(OPT, 00JNb B CIHHE, CKEJIETHO-MBIILICYHAS
CKOBaHHOCTb, CKEJIETHO-MBIIICYHAs 00JIb B TPYTHOM KJIETKE ¥ KPHBOLIES);

CC. MHO3UT (MHQITHS, MHONATUS, HEKPOTHU3UPYIOIIUN MMO3UT, MOJMMUAITHS peBMaTH4YecKas U
pabdIoMuOH3);

dd. apTpur (oTek cycTaBOB, MOJIMAPTPUT U CYCTABHOH BHIINOT);

€e. TEHOCHHOBHUT (TEHAWHHT, CHHOBHT M OOJIb B CYXOXKWIIUSIX);

ff. Hedpur (ayroumMMyHHBIH HedpHUT, TyOYITOMHTEPCTULHATBHBI He@PUT M MOYEYHAs HEIOCTATOYHOCTS,
ocTpasi TOYeyHas HeJOCTATOYHOCTh WM OCTPOE IIOBPEXIEHHE II0YeK ¢ IIpU3HaKaMu Hedpura,
HedpoTHdeckuit CHHIPOM, rIToMepyIoHeDPUT U MEMOPAHO3HBIH TIIOMepyIIOHePHUT);

gg. oTek (oTek mepudepHuuecKuil, TeHepaTH30BaHHBIN OTEeK, TUIEPBOIEMUS, 3a1ePKKa KUIAKOCTH, OTEK BEK U

OTeK I'y0, OTEK JINI[A, JTOKATH30BaHHbII OTEK U epUOPOUTANTBHBINA OTEK).

Omnwncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/Iﬁ

JlaHHbBIE NS CAEAYIOIMX MMMYHOOIIOCPEIOBAHHBIX HEXKEJIATEIbHBIX PEaKlMii OCHOBAaHBI Ha
uH(pOpMaIlMK y TAIMEeHTOB, MOJYYaBIINX MEeMOPONIH3yMald B KIMHUYECKUX HCCIEAOBAHUAX B
YeThIpeX PeKUMax IO3UPOBaHUsA (2 MI/KT Macchl Tena Kaxaplie 3 Hemenu, 10 Mr/Kr Macchl Tena
kakaple 2 wnu 3 Henmenu wim 200 mr kaxaeie 3 Hemenw). PexkomeHmanmuu Mo BEICHUIO
MalAEHTOB C YKa3aHHBIMU HEXKEJIaTeIbHBIMUA PEAKLIMSIMU ONHUCAHBI B pa3aene 4.4.
HmmyHnoonocpedosarntvle nedcenamenvuvie peakyuu (cm. pazoen 4.4)

HMMVHOOVIOCD@@OGCZHHZ)ZIJ nHesMoOHUm

VY 314 (4,4 %) manueHToB, MOJTYYaBIIHX TEMOPOIN3yMal, pa3BHIICS THEBMOHUT, B TOM YHUCIIE 2,
3, 4 wm 5 crenenn Tsokectn 'y 138 (1,9 %), 80 (1,1 %), 19 (0,3 %) u 9 (0,1 %) manueHTOB
COOTBETCTBEHHO. MeauaHa BpeMEeHH J0 Hauyaia pa3BUTHS MMHEBMOHHTA COCTaBHIA 3,7 Mecsia
(mmamazoH ot 2 mHe# no 27,2 mecsna). Menuana mpoaoiiKUTEN,HOCTH cocTaBmiia 2,0 mMecsia

(mmanazon ot 1 mo 51,0+ mecsma). [THeBMOHUT pa3BuBalics Hamboyiee YacTO y MAalMEHTOB,
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KOTOPBIM IPOBOMIN JIy4eBYI0 TePaluio opragos rpyatoH ikt B akiaMizese’ (8] P94 dem y

MAIMEHTOB, KOTOPBIM paHEe HE MPOBOAMIN JIYYCBYIO TEPAIMIO OPTaHOB TPYTHOW KIIETKH
(4,1 %). Ilpexpamierre Tepanuu NeMOpOIM3yMadOM B CBSI3U C TTHEBMOHHTOM MOTPEOOBAIIOCH Y
129 (1,8 %) mauuentoB. [TneBMoHUT pa3pemmics y 188 mamueHTos, B 6 ciiydasx HaOMIOAATUCh
OCIIO’KHEHHUSI.

V namuentoB ¢ HMPJI pazsuiics mueBmonut B 160 (5,7 %) cnydasx, B Tom yucie 2, 3, 4 win 5
CTeTeHH TshKecTH y 62 (2,2 %), 47 (1,7 %), 14 (0,5 %) u 10 (0,4 %) marmeHToB COOTBETCTBEHHO.
Y namuentoB ¢ HMPJI, KOoTOpbIM TpOBOIWIM JYYEBYHO TEPANWK) B aHAMHE3E, MHEBMOHUT
pa3Buics B 8,9 % ciydaeB. Y manueHToB ¢ KJIX "acrtora pa3BUTHsS MHEBMOHHUTA (BCE CTEMCHH
TsbKecTH) Obuia B guamna3zonHe ot 5,2 % mo 10,8 % B umccnepoBanusix y manmueHToB ¢ KJIX
KEYNOTE-087 (n=210), u KEYNOTE-204 (n=148) coOOTBETCTBEHHO.

HMMVHOOnOCD€006aHHbZIZ Kojium

VYV 140 (2,0 %) nanueHToB, MOMYYUBIINX MEMOpPOIN3yMad, pa3BUICS KOIUT, B TOM yucie 2, 3
wm 4 crenenu Tsokectu 'y 42 (0,6 %), 74 (1,0 %) u 6 (0,1 %) manueHTOB COOTBETCTBEHHO.
Menunana BpeMeHHU 10 Havajla pa3BUTHUS KoJUTa coctaBuia 4,7 mecsia (Auana3oH oT 2 1Hel 10
24,3 mecsna). Menuana mpoao/DKUTENbHOCTH cocTaBmia 1,0 mecsamna (quanazon ot 1 gHS 10
45,2+ mecsma). [pekparienre Tepanuu neMopoiIn3yMadoM B CBS3H ¢ KOJUTOM OTPeOOBAIOCh y
41 (0,6 %) manmentoB. Komut paspeunnics y 115 mammenTtoB, B 2 ciy4asx HaOIIOaNChH
ocnoxkHeHus. Y mauueHtoB ¢ KPP, monyuaBmmx nemOponu3zymad B KauecTBE MOHOTEparuu
(n=153), yacToTra pazButus Koiurta coctaBmia 6,5 % (Bce crenenu Tskect) ¢ 2,0 % 3 crenenu
TsoxecTd U 1,3 % 4 cTeneHun TSHKECTH.

HUmmynoonocpedosarnnulii 2enamum

VY 70 (1,0 %) nanueHToB, MOTYYUBIIMX MTEMOPOIM3yMald, pa3BHIICS T'eIaTUT, B TOM 4ucie 2, 3
wii 4 crenenu tsoxectu y 11 (0,2 %), 47 (0,7 %) u 8 (0,1 %) manueHTOB COOTBETCTBEHHO.
Menuana BpeMeHU /10 Hadyaja pa3BUTHs rematuTta coctaBuia 3,9 mecsua (1uamnas3oH or 8 aHel
1o 26,3 mecsna). Meanana mpoAoKUTEIBHOCTH cocTaBmiia 1,2 mecsna (nuama3od oT 1 qHsa A0
22,5+ mecsua). [Ipekparmienue Tepanuy neMopoin3ymMadboM B CBSI3H € TEaTUTOM NMOTPe0oBaIoCh
y 29 (0,4 %) narmenTtoB. ['enatut paspemmics y 54 nanueHTos.

Hmmynoonocpedosannviil Hechpum

VY 30 (0,4 %) manueHToB, MOJTYYHMBIIUX MeMOPOIM3ymMad B KadyecTBE MOHOTEPAITHH, Pa3BUIICS
HeppuT, B TOM uymcie, 2, 3 wm 4 crenenu tsokectu y 8 (0,1 %), 16 (0,2 %) u 2 (<0,1 %)
NaIMEeHTOB COOTBETCTBEHHO. MenuaHa BpeMeHH 10 Hadaja pa3BUTHA Hedpura coctaBuia 4,6
Mecsiia (quana3on ot 12 muei no 21,4 mecsma). Menuana mpoI0DKATENBHOCTH cocTaBmia 6,9
Mecsna (auama3oH ot 6 gHeil mo 28,2 mecsma). [Ipekpamenue tepanuu neMOpoIn3ymMadoM B

cBsizu ¢ Heppurom mnorpeboBanock y 13 (0,2 %) mamumentoB. Hedpur paspemmics y 18

Crpanuna 27 u3 40



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 09.10.2024 N= 21967

MalMeHTOB, B 5 ciydasx HaOIIOAAIMCh OCIH nenns. [V ﬁ&ﬁ}gﬂ"[%BT(EJﬁbrﬂiébKBﬂﬁéfétihmM

HMPJI, mnomyuyuBmIAX Tepanmuio MeMOpOTU3ymMabOM B KOMOHWHAIMM C XWUMHOTEpAIHei,
BKJIFOYAIOIIEH TMeMeTpeKkcen U Tmpemnapar miaTuHel (n=488), wactora pa3Butus HedpuTa
cocraBuna 1,4 % (Bce crenenu Tspkectn) ¢ yactorou 0,8 % mst 3 crenenu Tsoxectd u 0,4 % s
4 cTeneHu TSHKECTH.

HMMVHOOHOCD@@OGGHHble SHaOKDMHOI’lamuM

VY 62 (0,9 %) nanueHToB, MOJYyYUBIINX IEMOPOIH3yMad, pa3BIUIIACh HEJJOCTATOYHOCTD (DYHKITHH
HAJIMOYEYHUKOB, B TOM uncie 2, 3 wim 4 crenenu Tsokectu y 27 (0,4 %), 27 (0,4 %) u 4 (0,1 %)
MAIMEHTOB COOTBETCTBEHHO. MenuaHa BpeMEHH /0 Hauyalda pa3BUTUS HEIOCTATOYHOCTH
(GYHKIIMM HAJIMOYEYHMKOB cocTaBwia 5,5 Mecsaua (aumanazoH ot 1 gua go 23,7 mecdua).
Menuana mpoAoIKUTENBHOCTA HE OblTa TOCTUTHYTA (Auana3zoH oT 3 aued no 40,1+ mecsma).
[Ipexpamenne Tepanuu MeMOpoNIM3yMabOM B CBS3M C HEAOCTATOYHOCTHIO  (YHKIUH
HAAMOYeuyHUKoB moTtpedoBaioch y 5 (0,1 %) mnanmentoB. Henmocrarounocts (yHKIMK
HAAMOYEUYHUKOB pa3pelImiioch y 24 nanueHTos, B 10 ciydasx HaOI04aINUCh OCIOKHEHUS.

VY 40 (0,6 %) marueHTOoB, MOMYYHUBITUX TEMOPOIN3yMad, pa3BWICS THIO(GHU3UT, B TOM ducie 2, 3
wi 4 crenenu tsokecta y 15 (0,2 %), 21 (0,3 %) u 1 (<0,1 %) manueHTOB COOTBETCTBEHHO.
Menuana BpeMeHH J0 Hayana pa3BUTHs runodusuTa coctaBmia 5,9 Mecsana (quamna3on ot 1 aHg
1o 17,7 mecsina). Menuana npoAoKUTEILHOCTH cocTaBuiia 3,3 mMecsia (auama3oH ot 3 gHel 10
48,1+ wmecsna). Ilpekpamenue Tepanuu MEeMOPOIU3YMaOOM B CBSI3H C THHO(PU3UTOM
norpedosainock y 10 (0,1 %) manuenrtos. ['unopusut pazpeummics y 19 mauueHTos, B 8 ciaydasx
HaOI0JATNCh OCIIOKHEHUSI.

VY 344 (4,8 %) manueHToB, MOJYYUBIIUX eMOPOIN3yMal, pa3BHIICS TUIIEPTHPEO3, B TOM YHCIIE
2 wmn 3 crenenu Tsokectn 'y 93 (1,3 %) u 8 (0,1 %) manmeHTOB COOTBETCTBEHHO. MeanaHa
BPEMEHH /10 Hayajla pa3BUTHUS TMIepTUpeo3a coctasuia 1,4 Mecsaua (auanason ot 1 aua no 23,2
Mecsia). MeauaHa mpoAo/KUTENIPHOCTH cocTaBuia 1,6 mecsana (auama3on ot 4 mHeid go 43,1+
Mecsa). [Ipekpaiienre Tepanuu neMOpoIn3yMadoM B CBSI3U C THIIEPTHPEO30M MOTPeOOBATIOCH
y 3 (< 0,1 %) manmenTo. ['uneprupeos paspermmicsa y 282 (82,0 %) marmuenTa, B 11 ciaydasx
HaOJIOIaMNCh OCIOXHEHUs. B aablOBaHTHOM HCCIEIOBAHUU MALMEHTOB C PE3eLUPOBAHHBIM
[TKP 1 Menanomoii, moyyaBmmx nemMOponn3ymad B KaueCTBe MOHOTEPAMH MPU abIOBAHTHOM
nedenuun (n=1480), gactoTa pa3BuTHs runeprupeosa coctaBuia 10,9 % (Bce cTeneHn THKECTH),
OosbIas 4acTh KOTOPOTo Oblia 1 Ui 2 CTEeNEeHb TAKECTH.

VY 856 (12,0 %) manueHTOB, NOTYYUBIIUX MEMOPOIN3yMad, pa3BHIICS THIIOTUPEO3, B TOM YHUCIIE
2 wmu 3 crenenu Tsoxkectd y 630 (8,8 %) u 8 (0,1 %) mammeHTOB COOTBETCTBEHHO. Meanana
BpEMEHH 0 HavaJia pa3BUTHs THIIOTHPEo3a cocTaBuia 3,4 Mecsama (auamna3zon ot 1 gus g0 25,9

Mecsia). Menuana mpoJoKUTENHFHOCTH HE ObLIa TOCTUTHYTA (Iuama3oH OT 2 nHel mo 62,9+
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4 manumentoB (<0,1 %). I'mmotupeo3 paspermmwics y 199 (23,2%) nanwentos, B 16 cirydasx
HaOmogaMch ocioxkHeHus. Y mamueHToB ¢ kJIX (n=389) wyacToTra pa3BUTHS TUIIOTHPEO3a
cocraBuiia 17 %, Bce ciydan Obutn 1 u 2 crenenu Tspxectu. Y mamuentos ¢ [TPTHT (n=909),
MONYYUBIIUX TeMOponu3ymMad B KadecTBe MOHOTEpANHM, YacTOTa pPa3BUTHS THIOTHPEO3a
cocraBmia 16,1 % (Bce cremenu Tskectn) ¢ dacrorod 0,3 % s 3 cremeHW TsDKECTH. Y
narueHToB ¢ [P (n=276), nonyunBmux nemoponn3yMmad B KOMOMHALIMU C XUMUOTEpanuen,
BKJIIOUABIIECH mpenapar miatuHel U 5-DY, yactoTa pa3BUTHS THIOTUpeo3a cocTaBuia 15,2 %,
Bce ciaydan Obmd 1 WM 2 CTeMeHH TsSOHKeCTH. Y TMAIMEHTOB, MOJMYYaBIINX JeUeHUE
nemMOponn3ymaboM B KOMOWHAIMM C aKCHUTUHHOOM W JieHBaTMHHOOM (n=1456), wacrora
pa3BuTHsl Tunotupeo3a Owia 46,2 % (Bce creneHu Tshkect) ¢ gonien 0,8 % 3 u 4 creneHeit
Tsokectd. Y manueHtoB ¢ [IKP u Memanomoii, momydaBmmx mneMOponn3ymMad B KadecTBe
moHoTepanuu (n=1480), yactoTa pa3BuTHUs cllydaeB TunoTupeos3a owvua 17,7 %, 6onbIiias 4acTb
KOTOpPBIX ObuIa | MM 2 CTENEHU TAKECTH.

HMMVHOOHOCDQOOG(JHHble KOJICHblE HeofcellamellbHble pedadKyuu

Y 116 (1,6 %) nanueHToB, MOTYYUBIIMX MeMOPOIN3yMal, pa3BUINCh UMMYHOOTIOCPEIOBAHHBIE
TsDKENbIe KOKHBIE PeakIuu, B ToM uncie 2, 3, unu 5 crenenu tsokectu y 11 (0,2 %), 91 (1,3 %)
u 1 (<0,1 %) manueHToB COOTBETCTBEHHO. MenuaHa BpeMEHHU JI0 Hadaja pa3BUTHS TSKEIBIX
KOXXHBIX peakiui cocraBmia 3,3 mecsna (auama3oH oT 3 aHedl mo 25,5 mecsmna). Menuana
MPOJOHKUTETFHOCTH cocTaBuina 1,9 mecsna (amamason ot 1 mus go 47,1+ wmecsna).
[Ipexpamenne Ttepanuu MNeMOpOIN3yMaboM B CBS3U C TSDKEIBIMA KOXHBIMH PEAKIHSIMHU
norpedoBaiock y 15 (0,2 %) manmenToB. Tspkenble KOXKHBIE PEaKIUU pa3pelImincs y 83
MAIUEHTOB, B 2 CIIy4asX HAOJIOIaTUCh OCITOXHEHHS.

Habmonanuer  penkwe  cimywau  cuHapoma  CrtuBeHca-J[DKOHCOHA HW  TOKCHYECKOTO
AMUIEPMAIIEHOTO HEKPOJIM3a, HEKOTOPbIE U3 HUX C JIETAIbHBIM UCXO0JIOM (CM. pazaensl 4.2 u 4.4).
pyaue 310kauecmseenuvie onyxonu

Monomepanus

HexxenaTenbHble SBICHUS y MAIMEHTOB ¢ peluauBUpyrommM win metacratudeckum [TKPK wnm
mecTHOpacmnpoctpaneHHbIM [IKPK, kak mpaBuio, ObUIM CXOJHBI C TAKOBBIMHU Y TAI[UCHTOB C
MenaHomon ninu HMPJL.

Ocrooicnenus anio2enHol mpaHCnAAHMAYUL 2eMONOIMUYECKUX CMB0JI08bIX Kiemok npu KJIX

N3 14 nammentoB B KEYNOTE-013, xoTopsiM ObUIa BBITOJHEHA AIJIOTCHHAs TPaHCIIJIAHTAIUS
TeMOTIOATHYECKUX CTBOJOBBIX KJIETOK IIOCIIE JIEYeHUs NeMOposim3ymaboM, y 6 MalMeHTOB
cooOmianach ocTpas peakiys «TPaHCIUIAHTAT MPOTUB XO3sIMHa» U y | manueHTa XpoHUYecKas

peaKnuus «TPAaHCIUIAHTAT IIPOTHUB XO034MHa», HU OQHA U3 HUX HEC IIPUBCIIA K JICTAJIbHOMY HCXOOY.
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JeTANBHBIM UCX0JIOM. Y 1 marueHTa pa3Buics CHHAPOM MPUKUBIICHUS TIOCIIE TPAHCIIJIAaHTAIMH.
N3 32 nammuentoB B KEYNOTE-087, koTopsiM Obli1a BBITIOJIHEHA aJUIOTEHHAs TPaHCIUIaHTAIUS
TEMOITIOATHYECKUX CTBOJIOBBIX KJIETOK IIOCJIE JICUEHUS TeMOponuzymadbom, y 16 marueHToB
coolInanach OCTpas Peakiusl «TPAHCIIJIAHTAT MPOTUB XO3sIMHA» U y 7 MAIlMEeHTOB XPOHUYECKAs
peaKiMs «TPAHCIUIAHTAT MPOTUB XO3SIMHAY, B JBYX CIy4asx C JIeTadbHBIM HcxoaoM. Hu ogHoro
nanueHTa He HalOmonancs oOiuTepupyromuid 3HA0(IeOUT nedeHoyHblXx BeH. Hu y omHoro
MalMeHTa He HAOI0aJICs] CHHIPOM IPHKUBIICHHS TTOCJIE TPAHCIIAHTAIUH.

N3 14 nammuentoB B KEYNOTE-204, koTopsIM ObliIa BBEITIOJIHEHA a/UIOTE€HHAs TPaHCIUTAHTAIUS
TeMOIOITUYCCKUX CTBOJIOBBIX KIIETOK TIOCJE JICYCHUS MEeMOpOIM3yMadoM, y 8 IMalueHTOB
coo0Iaach OCTpasi peakius «TPAHCIUIAHTAT MPOTUB XO35MHA» U Y 3 MAIlMEHTOB XPOHUYECKAs
peaKIus «TPAHCILIAHTAT MPOTUB XO3SIMHA», HM OJIHA U3 HUX HE MPHUBEJA K JIETATbHOMY HUCXOITY.
Hu y ogHoro maruenTa He HabmoqaNICsa OOMUTEPUPYIOMIHA SHA0(DIECOUT IeUeHOUHBIX BeH. Y 1
MalMeHTa Pa3BUIICS CUHJIPOM MPWIKUBIICHUS MTOCJE TPAHCIIJIAHTAIIUH.

Hosvluenue akmusrHocmu qbepmeﬁmoe neyeHu npu mepanuu neM6p0ﬂu3wwa60M 6 KOM6uHal4uu

¢ akcumunubom npu IIKP

B xiIMHHYecKOM WHCCleNoBaHWM y paHee HenedeHHbIX manueHToB c [IKP, momyudaBmmx
neMOposim3ymMmad B KOMOWHAIMU C aKCUTHHHOOM, HaOmroganach Ooyiee BBICOKAs, YeM
oxxunaemasi, yactora nosbiieHust akTuBHOCTH AJIT (20 %) u nmoBbiuenus aktuBHoctH ACT
(13 %) 3 u 4 crenenu TsoxecTd. Meauana BpeMEeHH 10 Havajaa MOBBIMICHUS akTUBHOCTH AJIT
coctaBmia 2,3 Mecsana (quamna3oH ot 7 maHed mo 19,8 mecsia). Y ManMeHTOB ¢ MOBBIMICHUEM
aktuBHocT AJIT Beime BI'H > 3 pa3 (2-4 crenenp Tsxectu, n=116) B 94 % cnyuaeB
HeXenaTrelbHas peakius ymeHbimmwiach 10 0-1 cremenm TspkectH. 59 % TmalMeHTOB ¢
NOBBINIEHHONW akTuBHOCTbIO AJIT monydannm CUCTEMHBIE KOpTUKOCTepounabl. B cioyuae
pagpemienuss 92  mamuentam (84 %) Oblla  TOBTOPHO  Ha3HAYeHa  MOHOTeparnus
nemOpommzymadom (3 %) wimm akcutuauOoM (31 %) mnm komOuHupoBanHas Teparnus (50 %).
Cpenu >TuX manueHToB y 55 % He HaOMI01anoCch MOBTOPHOTO MOBBIIEHUST akTUBHOCTH AJIT
Boiie BI'H > 3 pa3, y Bcex nmanueHToB ¢ NOBTOPHBIM IMOBbIIeHHEM akTUBHOCTU AJIT BblIe
BI'H > 3 pa3 HacTynuio paspelieHue. SIBIEHHIl cO CTOPOHBI MEYEHH S5 CTENEHU TSHKECTU
3aperucTPUPOBAHO HE OBLIO.

Omxnonenue 1abopamopHblx noKasameeu

Cpenu mMalMEHTOB, TMOJYYaBIIMX MEeMOponuM3ymMad B KauyecTBE MOHOTEpPAlHH, MPOIEHT
NannucHTOB, y KOTOpBIX Ha6moz[anoc1) OTKJIOHCHHUC Ha60paT0prIX HOKa3aT€JICI>'I OT HUCXOIHBIX
3HaUYeHUH 10 3 wiM 4 CTENeHU THKECTH, COCTaBWJI: CHWXKeHWe ducia JuMmdonutoB 9,9 %,

CHIDKEHUE KOHIICHTpanuu HaTpus 7,9 %, CHIKEHHE KOHIIGHTpaluu remorioduna 6,2 %,
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noeineHre axktuBHOCTH ACT 3,2 %, nosbeimenue aktuBHocTH AJIT 3,3 %, moBblmicHUE
aKTHUBHOCTH IenouHoi Qocdarazel 2,7 %, CHIKEHHE KOHIIEHTpanuu Kamus 2,4 %, CHUKeHue
yrcna Hetpoduiios 2,0 %, cHuxkeHHe yucia TpoMooruToB 1,9 %, moBeillieHre KOHIEHTPALIUU
kanbiusg 1,9 %, mnoBbiIeHWe KOHIEHTpanuu kamusa 2,1 %, MOoBBIIIEHWE KOHIEHTPALUHU
ownmupyounna 1,8 %, cHmkeHuwe KoHIeHTpamuu anbOymuHa 1,5 %, CHIDKEHHWE KOHIICHTPAIHH
kanplwst 1,5 %, moBeillieHHe KOHIIEHTpauu KpeaTuHuHa 1,4 %, CHIDKEHUE 4Ynciia JIEHKOIUTOB
0,9 %, noBeIieHne kKoHmeHTpanuu Mmaraus 0,8 %, CHM)KEHHE KOHIIGHTpauuu Troko3bl 1,0 %,
MOBBIIICHHE KOHICHTpanuu remorioouna 0,5 %, cHwkeHue kKoHueHTpanuu maraus 0,2 %,
NOBBILIEHUE KOHLeHTpauuu HaTpus 0,5 %.

Cpenu manueHTOB, MOJY4YaBIIMX NEeMOponn3ymMad B KOMOHWHAIIMM C XUMHUOTEpArHel, ToJis
MAalMEeHTOB, Y KOTOPBIX HAOJI0/IaI0Ch OTKIOHEHHUE JIAOOPATOPHBIX TOKa3aTejaed OT HMCXOJHBIX
3HAYCHUH 10 3 WU 4 CTENEeHW TSHKECTH, COCTaBWJI: CHIDKGHHME 4ncia HerTpodumioB 44,0 %,
CHWKeHHe uucina JuMporuToB 26,9 %, cHmwkeHue umcna JelkonutoB 29,4 %, CHWXKECHHE
KOHIIEHTpanuu remoraobuna 22,1 %, cHuwxkeHue uyuciaa TpomOomutoB 13,2 %, cHUKeHuUe
koHeHTpanuu Hatpust 11,0 %, cHmkenue koHuentpauuu docdaroB 7,7 %, CHUXKEHUE
KOHIIEHTpaluu Kanusi 6,8 %, TOBbIIIEHHE KOHIEHTpAllMM TJK03bl 6,1 %, mMoBbIlIeHHE
aktuBHOCTH AJIT 6,8 %, moBbimenne aktuBHoctd ACT 5,6 %, CHUXKEHUE KOHIICHTpAlUU
kanbiust 3,5 %, MoBbIIIeHUE KOHIIEHTpaIuu Kanus 3,2 %, CHUKEHHE KOHIICHTPAllUK allbOyMUHA
2,2 %, TOBBIIICHHE KOHIICHTpAIMK KpeaTuHuHa 2,9 %, TOBBIIICHHE AKTHUBHOCTU IIEIOYHON
docdarazsl 2,1 %, noBeIlIeHHe KOHIIEHTpauu Omnupyouna 2,0 %, moBBIIIIeHHEe KOHIIEHTPALIUU
kampimst 2,0 %, mnoBemmenne MHO 1,3 %, CHKeHHE KOHIIGHTpaluu Troko3sl 1,2 %,
NOBBILIEHUE KOHLeHTpauuu HaTpus 0,5 %.

Cpenu mMaunMEHTOB, TMOJNYy4YaBIIMX [EeMOpOIM3ymMad B KOMOMHAIMM C AaKCHUTHHHOOM WM
JeHBATHHUOOM, JOJS TMAalMeHTOB, y KOTOPBIX HAON0AIoCh OTKIOHEHHE JabopaToOpHBIX
MoKa3arejield OT MCXOAHBIX 3HAUYeHWH 110 3 WM 4 CTENEeHU TSKECTHU, COCTABWJI: TOBBIIICHUE
akTUBHOCTH Jumnasbl 23,0 % (He W3MepsIoch y MAIMEHTOB, MOJYYaBIIMX MEeMOpoau3ymMad u
aKCUTUHUO), CHIDKeHHe uncna muMporutoB 12,0 %, cHmkeHne KoHIeHTpauu Hatpus 11,4 %,
MOBBIIICHUE aKTUBHOCTH amuiiasbl 11,2 %, moBbIIeHNEe KOHIIEHTpAIuu Tpuriuinepuaos 11,2 %,
noBeimenne aktuBHoctn AJIT 10,4 %, mnoseimenne aktuBHOCTH ACT 8,9 %, moBbImieHUe
KOHIIEHTpalluu TIoKo3bl 7,8 %, CcHibkeHue KoHIeHTparun docdaroB 6,8 %, cHUKEHHE
KOHIleHTpanuu Kamuss 6,1 %, moBbimieHne KoHIEHTpauuu kamus 5,1 %, TOBBINICHHE
KOHIIEHTpaluu xonecrepuHa 4,5 %, MoBblllIeHNE KOHIIEHTpaluu KpeatnHuHa 4,4 %, cHUKeHue
KOHIIEHTpaIuu remoryioouna 4,2 %, cHmxkeHue KoHreHTpanuu Maraus 4,0 %, CHUKeHHe Yuciia

HelTpoduinos 3,5 %, moBbIllIEeHNE aKTUBHOCTU IeioyHou Qocdarassl 3,1 %, cHIKeHUe Yucia
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TpoMGOLHTOB 3,0 %, TOBBIIIEHHE KOHIEHTpayH Grmupyonnal 8 V5 ehimréie kdmeHtpamm
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Kby 2,2 %, CHUXKEHUE ynciia JeikonuToB 1,7 %, nmoBeieHne KoHeHTpauu maraus 1,6 %,
noseimenne MHO 1,5 %, cHmkeHne KOHIIEHTpauy TI0K036! 1,4 %, CHIKeHHEe KOHIIEHTPAIuu
anpOymunaa 1,2 %, moOBBIIEHWE KOHIEHTpAauu Kaiblus 1,2 %, TOBBIIICHHE KOHIICHTPAIUU
Hatpus 0,4 %, moBbIlIeHHE KOHIIEHTpaluu remoriaoouna 0,1 %.

MMVHOT€HHOCTD

Y 36 (1,8%) wu3z 2034 mnomnexanux OLEHKE TMAalMEeHTOB, TMOJYYaBIIMX JICYECHUE
neMOposin3yMaboM B KIMHUYECKHX HCCIIENOBAHHAIX B J03aX 2 MI/KT Macchl Teia Kaxuable 3
Henend, 200 Mr kaxkaple 3 Hemean Wik 10 MI/KT Macchl Tea KaXkable 2 UK 3 HEeJENIH B KaUeCTBE
MOHOTEpANuy, pe3yiabTaThl TECTUPOBAHHWS Ha AaHTHTENa K mneMOponuzymaly Obutn
MOJIOKUTENBHBIMH, cpean HuX y 9 (0,4 %) nmanueHToB ObUTH HEUTPATH3YIOIITUE aHTUTENA IPOTUB
neMmOponuzymaba. Ilpu3HakoB M3MEeHEHHS (apMaKOKHMHETHYECKOTO Mpoduis Wi Tpoduiis
0€30MMacHOCTH TOCJE TIOSBICHUS CBSI3BIBAIOIIUX WM HEUTPANM3YyIOUUX aHTUTEN MPOTUB
nemOponmn3ymabda He HabII0JamoCh.
eTn

besonmacHocts memOponm3zymaba Ipu NPUMEHEHWH B KadecTBE MOHOTEpPAllUU B PEXKHME
JIO3MPOBaHUsL 2 MI/KT Macchl Tejla KaXIple 3 Helenu oleHuBajiach B uccienoBanuu /11 ¢a3zer
KEYNOTE-051 y 161 nmanueHnToB A€TCKOTO BO3pacTa B Bo3pacte OT 9 mecsieB 0 17 jeT ¢
pacrpoCTpaHEHHOH MeJlaHOMOW, JMM(OMON WK pPacHpOCTPAHEHHBIMH, PELUIUBUPYIOIIUMHU
WK peQpakTepHbIMU COJHIHBIMU OIYXOJSIMH C TIOJOXUTENbHOW sKkcmpeccueir PD-LI1.
[Momymsimust ¢ kJIX (n=22) Brurodana mamueHToB B Bospacte oT 11 mo 17 ner. Ipoduns
0e30MacHOCTH y MAIMeHTOB JETCKOro BO3pacTa ObLI CXOAHBIM C TaKOBBIM Yy B3POCIbBIX
NAIMEHTOB, MOJIYYMBIIUX neMOponn3ymad. Hanbonee yacTbiMu HEKeNAaTEIbHBIMUA PEAKIMSIMU
(coobmeHHbIME ¢ YyacToTOi He MeHee 20 % y MmanueHTOB JeTCKOT0 BO3pacTa) ObUIN MOBBIIICHUE
temneparypbl Tena (33 %), psota (30 %), ronoBHas Gonb (26 %), 6onbp B xuBoTe (22 %),
anemus (21 %), xamens (21 %) u 3anop (20 %). BoapIMHCTBO COOOIIEHHBIX HEKETaTeIbHBIX
peakiuil Mpu NPUMEHEHUHM B KayecTBe MOHOTEpanuu ObuiM 1 uiam 2 creneHu TskecTH. Y 76
(47,2 %) manmeHTOB ObLIA OZHA WK OOJIbIIE HeXeTaTeIbHbIX Peakluil 3-5 CTeNeH! TSHKECTH, U3
KoTopeix ¥ 5 (3,1 %) manueHToB ObLIa OJHA WM OOJBIIE HEXEIATEIBHBIX PEaKIUi, KOTOPhIC
MIPUBEIIN K JIETAIbHOMY UcXoAy. YacToTa mpuBeieHa Ha OCHOBAaHUHU BCEX 3apPETUCTPUPOBAHHBIX
HEe)KeNaTeNIbHbIX peaklUid HEe3aBUCUMO OT OLEHKU HCCIeA0BaTeeM HMPUYUHHO-CIIEACTBEHHON
CBSI3H.

COOGH.IGHI/IC 0 TOA03PEBACMBIX HCXKCIATCIbHBIX PCAKIIHMAX

BaxxHo coob1iaTh 0 mogo3peBaeMbIX HEXKENaTeIbHbIX PEaKUsiX Mocie perucTpaluy npernapara

C I1OCJIbIO obOecrieueHus HCIIPCPBIBHOT'O MOHUTOpHUHI'A COOTHOIICHHUA «II0JIb3a — PHUCK)»
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JIeKapCTBEHHOTO mpenapata. Memumusckum p3borrikaM pexbudhyets Coobitars o Hiobsx

MO/I03PEBACMBIX HEXKEJIATENbHBIX PEAKIHIX JIEKAPCTBEHHOIO Ipernapara yepe3 HalluOHAIbHBIC
CHUCTEMBI COOOIICHUS O HEXENATeIbHBIX PEAKIUAX TOCYAapCTB — 4WIEHOB EBpa3zuiickoro
HKOHOMUYECKOTO COI03a.

Poccuiickas ®@eoepayusn

«DenepanpHas ciryx0a o HaA30py B cepe 3paBoOXpaHCHHS»

Anpec: 109012, r. MockBa, CnaBstHCKas 1j10majb, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiirt B UH(POPMAITMOHHO-TEIIEKOMMYHUKAITUOHHON cetu «HTEpHETY:!

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

Pecnybnuxa benapyco

VII «IleHTp 3KCnepTu3 U UCIIBITAHUM B 3paBOOXPAHEHUM
Anpec: 220037, r. Munck, ToBapuiieckuit nep., 2a
Tenedon otnena gpapmaxonaazopa: +375 (17) 242 00 29
®akc: +375 (17) 242 00 29

DnekTpoHHas mouta: repl@rceth.by, reeth@rceth.by

CaiiT B nH(OpMAIIMOHHO-TEJIEKOMMYHUKAaMOHHOM cetn «MHTepHeT»: http://www.rceth.by

Pecnyonuxa Kazaxcman

PI'TI na IIXB «HauroHanbHBI UEHTP SKCHEPTU3bI JEKAPCTBEHHBIX CPEACTB U MEAULMUHCKUX
w3nenuii» Komurera MemUIIMHCKOTO U (apManeBTUYECKOro KOHTpois MuHHCTepCTBa
3npaBooxpaneHus Pecrryonmku Kazaxcrany

Anpec: ZOOT6ES, r. Acrana, paiion baitkonsip, yi. A. Umanosa, 13 (BLl «Hypcaynet 2»)
Tenedon: +7 (7172) 235 135

OnekTponHas noyra: farm@dari.kz

Caiit B "HGOPMAITMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTh «HTepHeT»: http:// www.ndda.kz

4.9. [lepeno3upoBka

CumMnToMBI

HNudopmanus o nepero3upoBke meMOpoian3yMmadoM OTCYTCTBYET. MaKCHMaIbHO TepeHOCHMas
no3a A nemMOponu3ymaba He YCTaHOBIIEHA. B KIMHMUYECKUX HCCIEOBAHUAX Yy TMAllMEHTOB,
nmoJTy4JaBmux rnmemoposm3ymad B moze 10 10 mr/kr, npoduias 6€30macHOCTH ObUT COMTOCTaBUM C
TaKOBbIM Y MAIlMEHTOB, MOJIYy4YaBIIUX eMOpoau3ymal B J03€ 2 MI/KT.

Jleuenue
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B ciyuae Mepelo3MpOBKM HEOGXOAMMO MPOBPIMTH THIHTesbibiF MORATOpHIH -NaeHios B

OTHOLIEHUHU NPU3HAKOB U CUMIITOMOB HEKEJIATEIbHBIX PEAKIMA U Ha3HaYaTh COOTBETCTBYIOILIEE
CUMITOMAaTHUYECKOE JIEUEHHE.

5. PAPMAKOJIOT'MYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHYECKHE CBOIICTBA

®apMakoTepareBTUYECKas Ipymnna: IPOTUBOOITYXO0JIEBbIE CPEJICTBA; MOHOKJIOHAIbHBIE aHTUTENA
U WX KOHBIOTAaTHl C JIEKapCTBEHHBIMH cpenacrBamu; wuHruoOutopsl PD-1/PDL-1  (6enok
3alporpaMMHUpOBaHHON Tnbenu kieTok I/ero nuran.

Kon ATX: LO1FF02

[Tpenapat [lemOpopua sBisercss OnoaHanorom (OMonoJ00HBIM JIEKAPCTBEHHBIM IPENIApaToOM).

Mexanusm nelicTeus

[TemOponu3ymab — 3TO TyMaHH3HPOBAaHHOE MOHOKIOHAJIBFHOE AHTUTENO, CEJNEeKTHBHO
Onmoxupytomiee B3auMoieiicTBue Mexxay perentopom PD-1 u ero murangamu PD-L1 u PD-L2.
PD-1 — ato peuenrop, ABASIOUINIICS UIMMYHHONH KOHTPOJIbHOM TOUKOMN, KOTOPBII OrpaHU4YMBAET
aKTUBHOCTh T-nmuMdouuToB B mnepudepuyeckux TKaHiIX. OmnyxoneBble KIETKH MOTYT
UCIIONBb30BaTh CHUTHaJIbHBIA TyTh PD-1 1 uHrubupoBaHus akTHUBHOTO T-KJIETOYHOTO
MMMYHOJIOTHYECKOT0 Ha/130pa.

[TemOponm3ymab mpencraBisier coboit BeicokoadduuHOe aHTHTENno K PD-1 penentopy, mpu
MHTMOMPOBAHUN KOTOPOTO OCYILECTBISETCS JBOMHas Oyiokaga curHaiapHoro mnytu PD-1,
Britouaroniero Jymranasl PD-L1 uw PD-L2 Ha onyXxoseBbIX WM aHTUIE€HIPE3EHTUPYIOIIUX
KIeTKaXx. B pesynbrare WHruOMpoBaHUS CBs3bIBaHusS peuentopa PD-1 ¢ ero nuranmamu
neMOpoau3yMad peakTHBUPYET OIyXOJb-ClIeNU(PUIHBIC HUTOTOKCHYECKHE T-TuM(GOIUTH B
MUKpPOOKPY)KEHUH OMNYXOJUM U, TakuM 00pa3oM, pPEaKTHUBUPYET MPOTHUBOOIYXOJIEBHIM
UMMYHHTET.

AHTUaHTHOTEeHHBIN 3¢ dekT neHBaTMHMOA (MYIHTHUKUHA3HBI WHTHUOUTOP) B KOMOWMHAIIUU C
peakTUBaIMell TpoTHBOOMyxoyieBoro 3(ddekra memOponusymabda (antu-PD-1) mpuBoaut k
Oonbiell akTUBalMM T-KJIETOK B MHMKPOOKPYXEHHMHM OITyXOJIM, YTO IIOMOTAeT IPEOA0JIETh
MEPBUYHYIO U MPUOOPETEHHYID YCTOMYMBOCTh K MMMYHOTEPANUM U MOXKET YIYYIIUTh OTBET
OITYXOJIM 110 CPAaBHEHUIO C TEPANIUEH TOIBKO OAHUM U3 JEHCTBYIOIIUX BEILLECTB.

B noxnuHMYeckux MoAensx Ha Mblax WHruOutopsl PD-1 B koMOuHaIMK ¢ MyJIbTHUKUHA3HBIMU
MHTHOUTOpAaMU MPOJEMOHCTPUPOBAIM TMOBBIIICHHYIO MPOTHUBOOIYXOJEBYI0 aKTUBHOCThH IIO
CPaBHEHUIO C Tepanue TOJBKO OJHUM U3 JEHCTBYIOIIUX BEIIECCTB.

dapmakoamnHamuueckue 3O EKThI

Ha ocHoBannmu JaHHBIX MOJCIIMPOBAHUSA 3aBHCHUMOCTHU I[OS&/BKCHOSI/IHI/ISI, IIPOBCACHHOTO JIA

ornleHKH 2(P(EKTUBHOCTH W 0e30MacHOCTH meMOposm3ymada, OTCYTCTBYIOT —KIMHHUYECKH
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3HaYUMBbIE pa3auansi B 3((HEKTUBHOCTH U 06€30 cmcm‘ﬂ&é&%&gﬁﬁpﬁ%%@_ﬂﬂ;; 280 mr

win 2 Mr/kr kaxaeie 3 Hepenu win 400 Mr kaxapie 6 Hellelb.
B nepudepuueckoil KpoBH ManueHTOB, KOTOPbIE NOMyYalId eMOponn3yMad B pexume 2 MI/Kr
Kakaple 3 Hepenu wiM 10 MI/Kr kKaxaple 2 wid 3 HEIENnW, HE3aBUCUMO OT TPHUMEHSIEMOTro
peXrMa TO3UPOBaHUs HAONIOAAIOCh YBEIMYEHHE MPOLIEHTHOTO COJEP)KaHUSI aKTHUBHPOBAHHBIX
(r.e. HLA-DR+) CD4+ u CD8+ T-knetok 0e3 MOBBIIEHHUS 00IIEro Yrcia MUpKyIupyromumx T-
TUM(OIIUTOB.

eTH
B uccnenosannn KEYNOTE-051 161 naruenT aerckoro Bo3pacra (62 peGeHka B Bo3pacte oT 6
MmecseB 1o 12 ner u 99 moxpoctkoB B Bo3pacte oT 12 no 17 ner) ¢ pacnpocTpaHEHHOM
MEJIaHOMOM, JIUM(OMON MM PAaCIPOCTPAHEHHBIMH, PELUIUBUPYIOIIUMHU UIH pedpakTepHBIMU
COJIMAHBIMU ONYXOJSIMM C TIOJIOKUTENIbHOW skcnpeccuedt PD-L1  monydywnu — Tepamnuto
nemOponuzymaboM. [lanmentsl nonyunnu 4 103l (Meanana) nemOponuszymada (n1uamnazoH ot 1
10 35 no3), 138 manmenTos (86 %) momyqwim 2 u 6oiee 103 nemOpoauzymada.
Konnenrpanuu nemOponuzymadba y MNalUEHTOB JIETCKOTO Bo3pacTa ObUIM COMOCTaBUMBI C
TaKOBBIMH Y B3pOCIBIX MAIMEHTOB B TaKOM K€ PEeXHUME IO3UpOBaHUS (2 MI/KT Kaxiablie 3
HEJICIH).
[Tpodwite 6e30MaCHOCTH y MAMEHTOB JETCKOTO BO3pacTa ObLII CXOIHBIM C TAKOBBIM Y B3POCIBIX
NAIMEHTOB, MOJIYYMBIIUX neMOponu3ymad. Hanbonee yacTbiMu HEKENATEIbHBIMU PEAKIMSIMU
(coobmeHHBIME ¢ YyacToTOi He MeHee 20 % y manueHToB AETCKOTo Bo3pacTa) ObLIH MOBBIILICHHUE
TEeMIIEpaTyphl TeJa, pBOTA, TOJIOBHAs 00JIb, 00JIb B KUBOTE, aHEMHUS, KAIIIENb U 3a110p.
BriBog 00 3(pdekTHBHOCTH y MalMEHTOB JETCKOro Bo3pacta ¢ kJIX mojydeH Ha OCHOBaHHMH
PE3yJIbTaTOB Y COOTBETCTBYIOLIEH B3POCION MOMYIISIIUH.
5.2. ®apmakoknHeTHYECKHE CBOIICTBA
dapMakOKHHETUKY TTeMOponn3ymMada u3ydaid B UCCIENOBAaHUAX ¢ ydyacThueM 2993 manueHToB ¢
pa3IMYHBIMHM BHJIaMHU 3JI0KAYE€CTBEHHBIX OITYXOJEH, MOJyYyaBIIUX MpenapaT B AO3UPOBKax OT 1
no 10 mr/kr kaxaele 2 Hemenw, oT 2 1o 10 mr/kr xaxnaple 3 Hemenu wiad 200 Mr xakaole 3
HEZEIu.
He Obu1o 06HapyXeHO KIMHUYECKU 3HAYUMBIX PAa3MU4nil B (hapMaKOKHHETHKE eMOpoar3ymada
Cpelu U3y4YEeHHBIX MOKa3aHUM.
AbGcopbuus
[Tpenapat IlemOpopua BBOAMTCS BHYTPHUBEHHO, IO3TOMY MEeMOpOiIM3yMad HEMEMJICHHO W
MOJTHOCTBIO CTAHOBUTCS] OMOJOCTYITHBIM.

Pacopenenenue
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nemMOponm3ymaba B paBHOBECHOM COCTOSIHMM HE3HAYHUTENBHBIN (puMepHO 6,0 11; Ko pummeHT
Bapuarun (CV: 20 %). Kak u npyrue anTHTena, meMOpoin3ymald HE CBS3BIBaeTCS C OelkaMu
IU1a3Mbl CIICLU(PUYHBIM ITyTEM.

BI/IOTDaHCd)ODMaLII/ISI

[TemOpomm3yma® moaBepraercss KaTaOOMU3My HeCHeUM(DUYHBIMH MYTSIMH, METa0OIu3M He
BJIMSIET HA €r0 KIIMPEHC.

DJIMMUHALNS

Knupenc nembponuzymabda (CV %) npumepHo Ha 23 % Hmke (cpeaHee reomerpuyeckoe 195
mit/cyT (40 %)) mocne HOCTHKEHHUST MaKCHMAILHOTO M3MEHCHHSI B PABHOBECHOM COCTOSIHUU IO
CpaBHEHHIO C MepBoi 10301 (252 mi/cyT (37 %)); 3TO CHUIKEHHE KIIMPEHCa C TEYCHHEM BPEMEHHU
HE CUuTaeTcs KIWHWYecKH 3HauuMbiM. Cpeanee reomerpuueckoe 3HaueHue (CV %) mns
KoHewHoro nepuojaa nomyssiBeneHus (T12) cocraBnser 22 aus (32 %).

[Ipr MOBTOPHOM BBEIEHUM KaXKable 3 HEAEIH PABHOBECHBIE KOHIICHTPALMU MeMOpoian3ymada
JOCTUTAINCh K 16 Henene, mMpu 3TOM CHCTEMHOE HakKoIuleHHe Obuto B 2,1 pasa BbIIIE.
MakcumanbHasgs KoHUEeHTpalMs (Cmax), MHUHMMaJbHas KOHLEHTpalMs Iepe]] BBEACHUE
cnenyromend 10361 (Cmin) M TIIOMIAAL MOJA KPUBOW «KOHIIEHTPAIUSA-BPEMs» B PABHOBECHOM
cocrosiauu (AUCss) meMOposim3ymada BO3pacTalid MPOIOPIHUOHAIEHO J103€ TPU BBEJICHUU OT 2
10 10 Mr/kr Kaxasie 3 HeIeu.

Oco0ble rpyImnel NalUEHTOB

BnusHue pasnuyHbBIX KOBapuaT Ha (apMaKOKHMHETUKY memMOponn3ymadba OIEHUBAIM B
NOMYJSIIMOHHOM  (papMakOKHHETH4YecKoM aHanuze. Cremyromme ¢GakTopbl HE OKa3bIBAIU
KJIMHUYECKH 3HAYMMOT0 BIIMSHUS Ha KIMPEHC meMoponmn3ymabda: Bo3pact (0T 15 1o 94 ner), o,
paca, mo4Y€4YHasA HCEAOCTATOYHOCTH JISTKOU W cpe,uHeﬁ CTCIICHU TAXKCCTH, IICUCHOYHAaA
HEJOCTAaTOYHOCTH JIETKOM HIIM CpeTHEN CTENeHH TSKEeCTH , Macca OMyXou. B3auMocBs3b Mex Iy
Maccod Tela W KJIMPEHCOM TOATBEP)KIAeT UCIHOJIb30BaHUE (DUKCHPOBAHHOIO pEeKUMa
JIO3UPOBAHUS WU PEXHMa JO3UPOBAHMS B 3aBUCMMOCTH OT MacChl Tella JUisi oOecredeHus
aJICKBATHOTO U CXOKEr0 KOHTPOJIS dKcro3uluu. KoHIeHTpaun neMopoin3ymada mpu peskumMe
A03UpPOBaHHA B 3aBUCUMOCTH OT MACChI TCJia 2 MF/KF KaXabIC 3 HCACIN y MaUCHTOB JACTCKOI'O
Bo3pacta (0T 2 1o 17 ;neT) comocTaBUMBI C TAaKOBBIMH y B3POCHBIX MPH TAKOM K€ PEXKUME
JIO3UPOBAHUS.

IloyeyHas HETOCTATOYHOCTD

BnusHue moOYevyHOM HEJOCTATOYHOCTH Ha KIMpPEHC meMOponu3ymalda OLEHUBAIM MpU
HOMYJSMOHHOM ()apMaKOKHHETHYECKOM aHAJIN3€ y NAllMeHTOB C OYEUYHONW HEAOCTATOUHOCThIO

nerkoit (60 < ckopocTk KiyboukoBoii dmsrparmn (CK®) < 90 mu/mun/1,73 M%) unn cpeueit
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(30 < CK® < 60 mn/mMun/1,73 M%) cTeneHn TSHKECTH B dﬂlﬁ%ﬂgpﬂ@ﬁmﬁﬁﬂﬁdﬂfﬁ 'e];r'e)fa'Mé!lfb'Hoﬁ

dynxmmeit nogex (CK® > 90 mu/mun/1,73 m?). He BbIABICHBI KIMHUUECKH 3HAYUMBIE PA3ITHUHS
B KJIMpEHCce meMOponr3ymMada Mex Ty TMallMeHTaMH ¢ TIOYSYHOH HEJ0CTaTOYHOCTHIO JICTKON HITH
CpenHEel CcTeneHW THKECTH M C HOPMalbHOM (yHKIMEH Movek. Y MalMeHTOB C TSHKENo
nmovyeyHoit HemoctarouHocthio (15 < CK® < 30 wmn/mun/1,73 M2) HUCCIEeIOBaHUI IO
MIPUMEHEHHUIO TeMOpom3yMada He TpOBOAMIHN (cM. pasnen 4.2).

IleueHoUHAas HEAOCTATOYHOCTH

Bnusinue HapymeHus (QyHKOMM @EYE€HHM Ha KIUPEHC MeMOpoiu3ymadba OLEHHBAIU IpU
HOMYJSIMOHHOM  (DapMAaKOKMHETHMYECKOM  aHalW3e Yy  MalUMeHTOB C  IEeYeHOYHOH
HEIOCTaTOYHOCTHIO JIETKOW M CPEeIHEH CTENEeHM TsHKECTH (KOHILEHTpalus oomero OmnmmpyonHa
(OBb) or 1,0 mo 1,5 pa3 Bwime BepxHed rpanunel Hopmbl (BI'H) wnam  aktuBHOCTH
acnaptatamuHoTpancdepaszsl (ACT) Beime BI'H u Ob ot 1,5 no 3 pa3 Bemmie BI'H u nro6oe
3HayeHue akTMBHOCTU ACT, COOTBETCTBEHHO) MpPHU CPABHEHUM C MAIMEHTaMH C HOPMaJIbHOU
¢yuknueit nedenu (koHueHtpauus OB u axkruBHocte ACT < BI'H). He o6napyxeno
KIMHAYECKH 3HAUYMMBIX Da3UuMii B KIHMpeHce meMOponm3ymada Mexay NalueHTaMH C
MEYEHOYHON HEJOCTATOYHOCTBIO JIETKOM MM CpeAHed CTEeNeHM TSDKECTHM M € HOPMaJIbHOM
¢byHkuueil medeHW. Y TMAlMEHTOB C IEYEHOYHOM HEJOCTATOYHOCTBIO TSDKEJIOM CTelneHu
(xonuentpanus Ob > 3 pa3 Beimie BI'H u mo6oe 3nauenune aktuBaoctr ACT) rccneqoBanus mo

MPUMEHEHUIO TeMOpom3yMada He TpOBOAMIHN (cM. pasnen 4.2).

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Tperanosel turuapar

070005050

[Tonokcamep 188

['ucTuauHa ruAPOXIOPUT MOHOTHAPAT

I'mectunmn

Bonaa niist uabeknuin

6.2. HecoBMecTHMOCTH

JlaHHBIN JeKapCTBEHHBIN MpemapaT HE CleIyeT CMEIIMBaTh C JPYIrMMH JIeKapCTBEHHBIMU
npernapaTaMmu, 3a UCKIIOYSHHEM YIIOMSHYTBIX B pasaene 6.6.
6.3. Cpok rogHocTu (CpOK XpaHeHHus1)

HeBckpoIThId (hakoH

2 rona.

IIpuUroToBIEHHBINA PACTBOD
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IIpenapatr He CONEPKUT KOHCEPBAHTOB. (MOCNEOOBATENEHOCTE 0003)

MY OTHETY

C MHUKpOOMOJIOTMYECKON TOUYKHM 3PEHMSI, €CIIM METOJI pa3BECHUsSI HE MPEMSITCTBYET MUKPOOHOM
KOHTaMHHAIIUH, JIEKapCTBEHHBIN MTpernapaT MOUIEKUT HEMEIJICHHOMY IPUMEHEHHIO.

Ecnu nexapcTBeHHBIM IpenapaT He BBEAEH HEMEUIEHHO, XpaHEHHE I'OTOBOrO0 K HMPUMEHEHHUIO
JIEKapCTBEHHOT'0 Tpenapara U o0ecredeHue YCIOBUH SBIISETCS O0S3aHHOCTHIO I0OJIb30BATENS.
["'oTOBBII pacTBOP JOMYCKAETCS XPAHUTH IPU CIAEAYIOLIUX YCIOBUSAX:

® [IpU KOMHATHOW TeMIepaType CyMMapHO B T€YEHHE 10 24 4acoB;

e B XOJIOAWJIBHUKE Tpu Temreparype or 2 go 8 °C, mpu 3TOM oOliee BpeMs OT
IPUTOTOBJICHUSI Pa3BEACHHOTO PACTBOpAa [0 3aBeplieHUs HHQY3UU HE JIOJKHO
npeBblliaTh B cymMMe 96 wyacoB. Ilocie u3BieueHHs M3 XOJOJWIBHHUKA M TEPE]
UCMOJIb30BaHUEM (IIaKOHBI W/WIKM HMH(QY3MOHHBIE MEIIKM HEOOXOJUMO JIOBECTH M0
KOMHATHOW TeMIIepaTyphl.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHU U

XpaHUTh B 3aIMIIEHHOM OT CBeTa MecTe mpu Temiiepatype ot 2 1o 8 °C. He 3amMmopaxuBaTh.
VYcioBus XxpaHeHHs [ociie pa3BeieHus JIEKapcTBEHHOTO IpenapaTa cM. B paszene 6.3.

6.5. Xapakrep u coaep:kaHue NEPBUYHONH YIIAKOBKH

I[To 4 Mn mpenapata mnomeniaroT BO (JIaKOHBI M3 OECIIBETHOrO HEHTpajabHOro crekna I
TUAPOJIMTHYECKOTO KJlacca, YKYHNOpEHHble OpOMOYTHJIOBBIMH PE3MHOBBIMHM IPOOKAMU CO
(GTOPIONMMEPHBIM TOKPBITUEM, C OOKAaTKOW aJFOMUHHUEBBIMH KOJIMAYKaMH C IUIACTMKOBBIMU
kpbikamu tuna «flip-off». Ha kaxpiit GaakoH HaKJIEUBAIOT CAMOKIISSIIITYIOCS STHKETKY.

ITo 1 gakoHy BMecTe ¢ HHCTPYKLIMEN 110 MEAUIIMHCKOMY IPUMEHEHUIO (JIUCTKOM-BKJIABIIIEM)
MOMEIIAIOT B MayKy U3 KapTOHA, WK 1Mo 1 ¢uiakoHy B KOHTYpHOU siueiikoBoil ynakoBke u3 [I1BX
IUIEHKU C MHCTPYKIMEH MO MEIUIIMHCKOMY MPUMEHEHHUIO (JINCTKOM-BKJIA/BIIIEM) TOMEIIAIOT B
Mayky U3 KapToHa.

JlomyckaeTcst HakJIeUBaHUE STUKETKU KOHTPOJISI IEPBOTO BCKPHITHS HA MAYKy U3 KapTOHA.

6.6 OcoOble Mepbl MNPENOCTOPOKHOCTH TMPH YHUUYTOKEHHUM  MCIOJb30BAHHOIO
JIEKAPCTBEHHOr0  Ipenapara MWJIH  OTXO0J0B, IIOJYYEHHbIX IOCJe IPUMEHeHUs
JIEKAPCTBEHHOI0 Npenapara, u ipyrue MaHUMYJISUM C IPenapaToM

HMHCTpYKIHS 110 IPUTOTOBJIICHUIO M BBEJACHUIO PACTBOPA JIJIsS PIHd)V3HI>i

e drnakoH ¢ JIEKAPCTBEHHBIM IMpEnaparoM HEOOXOIMMO XPaHUTH B 3AllMIIEHHOM OT CBeTa
Mmecre. He 3amopaxuBars.

e Heobxonumo noBectu Temmeparypy (iakoHa ¢ mpenaparoMm IlemOpopua 10 KOMHaTHOM
temriepaTypbl. He HarpeBaiite ¢yiakoH Ha OTKPBITOM OTHE WJIM BOJSTHOM OaHe.

e ®dnakoH ¢ mpemaparoM [0 pa3BeIEHUS MOXET HaXOIUTHhCS BHE XOJOAMIbHUKA (IIpH

temriepatype He 6osee 25 °C) B TeueHue 24 4acos.
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e JlexkapcTBeHHBIE Mpenaparthl sl MapeHTepaATbHOTO hg&éM%gﬁT%éi;éﬂﬁéMlﬂHﬁ)kHH

MPOBEPATHCS BH3YaldbHO HA HaJIU4KMe MOCTOPOHHMX YACTHI[ U M3MEHEHHE I[BETa pacTBOpa.
[Tpemapar [TemOpopua npeacTaBiseT co00i MPO3paYHBINA UK OMATIECIUPYIOMIUN PacTBOP OT
OECLIBETHOTO JI0 CBETJIO-KOPUYHEBOTO IBeTa. B ciyyae Haauuusg NOCTOPOHHUX YaCTHUI]
(b1aKkoH ¢ mpenapaToM UCIOIb30BaTh HENb3sl.

e Heobxonumo HabpaTh TpeOyembiii o0beM (mo0 4 mia, 100 mr) mpenapara IlemOpopua u
nepeHecTy B MH(GY3UOHHBIN Memok, coaepxamuii 0,9 % pactBop xjopuaa Hatpus uiu 5 %
pacTBOp TIIIOKO3bI (IEKCTPO3bI), Ui MPUTOTOBICHHS Pa3BEEHHOTO pacTBOpa ¢ KOHEYHOM
koHeHTpanmedr or 1 go 10 mr/miu. Ilepememats pa3BelEeHHBIN PacTBOP, OCTOPOKHO
nepeBopaunBas HH(Y3MOHHBIN MEIIOK.

e [IpuroroBiieHHBIH HH(Y3NOHHBIN PACTBOP HE 3aMOPAKHUBATD.

e [lpenapar He cOaepKUT KOHCEPBAHTOB. Pa3BeeHHbIN MpenapaT JOKEeH ObITh HCIOJIb30BaH
HeMeieHHo. B cimydae, ecnm  pasBeneHHbIM  pactBop mpemnapara [lemOpopua He
HCIIOJIB3YETCS] HEMOCPEACTBEHHO IOCIE€ NPUTOTOBIICHUS, €r0 JIOMYCKAETCS XPaHUTh MpU
KOMHATHOW TemIiepaType cyMMmapHOo B TeueHue 10 24 uyacoB. Pa3BeneHHblil pacTBOp
JOTTYCKaeTCsl XpaHUTh B XOJNOAWIBHUKE MpHU Temmeparype oT 2 g0 8 °C, mpu 3Tom olriee
BpeMsl OT IPUTOTOBJICHHS PA3BEJICHHOTO PACTBOpA /O 3aBEpUICHHS MH(Y3UU HE JOIDKHO
npeBblliaTh B cymMMme 96 uacoB. Ilocne wu3BiedeHHMs W3 XOJOAWIbHUKA U MeEpen
UCMOJb30BaHUEM (DJIaKOHBI W/WIM  HMH(Y3UOHHBIE MEIIKH HEOOXOIUMO JIOBECTH JIO
KOMHATHOU TeMIepaTyphl.

e PasBeneHHBIN pacTBOpP MOXKET COJEPKaTh MOIYIPO3pavHbIe WK Oelible OeTKOBbIE YaCTULIBI.
Nudy3roHHbIlE pacTBOp BBOJSAT BHYTPUBEHHO B TeueHue 30 MHHYT depe3 CHCTeMY IS
BHYTPUBEHHOTO BBEJIEHUS C HCIOJIb30BAaHUEM CTEPUIIBHOTO, AMMPOTEHHOT0, C HU3KUM
cBsi3bIBaHUEM Oenka (umbTpa ¢ guamerpoMm mop oT 0,2 10 5 MKM, BCTPOEHHOTO WU
MPUCOEANHIEMOro K HH(Y3UOHHOH CHCTEME.

e He crnenyer BBOOUTH JApyrue JIEKapCTBEHHBIE IpemapaTbl 4epe3 Ty ke HH(QY3HOHHYIO
cHCTeMY, uepe3 KOTOpyIo BBOAAT npenapat [lemOpopua.

Bech ocraBmmiics iekapCTBEHHBIN Mpenapar U OTXObI ClIeAyeT YHUUTOXKUTh B YCTAHOBICHHOM

MOPSIZIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHMUSA

Poccuiickas @eneparus

000 «1IK-137»

Anpec: 124460, r. MockBa, BH.T€p.I. MyHUUUNAIbHbIM oOkpyr CuinHO, TI. 3eineHorpap,

npoes3n 5557-u, a. 2
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Tenedon: +7 (812) 380 49 33 (NMOCNEOOBATENEHOCTE 0003)

daxc: +7 (812) 380 49 34

Anpec 31eKTpoHHOM ouThl: biocad@biocad.ru

7.1. IlpencraBuTesib ep:KaTesisi PErHCTPAIMOHHOIO YIOCTOBEPEHHS HAa TePPUTOPHH
Colo3a

[IpereH3un HOTDCGI/ITGJIGI\/JI HaImpaBJIATH 11O aApECy.

Poccniickas @enepanns

AO «bUOKA [I»

Anpec: 198515, r. Cankr-IletepOypr, BH.Tep.T. mocenok CrtpenbHa, yin. Cssu, 1. 38, ctp. 1,
noment. 89

Tenedon: +7 (812) 380 49 33

dakc: +7 (812) 380 49 34

Anpec 31eKTpoHHOM ouThl: biocad@biocad.ru

Wndpopmanus o0 pa3BUTUU HEXKENATEIbHBIX peakUMid MOKeT ObIThb HallpaBlIeHa IO

anpecy: safety@biocad.ru

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. JATA TEPBUYHOMN PETMCTPAIIMM (IIOJATBEPXJIEHUSI PETUCTPAIINU,
INEPEPETUCTPAIIN)

JlaTta mepBo#l perucTpaiuu:
10. JATA IEPECMOTPA TEKCTA
OOmass ~ xapakTepucTHKa  JIeKapcTBeHHoro  mpemapara IlemOpopua  moctymHa — Ha

WHPOPMAIIMOHHOM TopTasie EBpa3wiickoro »KOHOMHYECKOTO cOr03a B HH(OPMAIMOHHO-

KOMMYHHKAITMOHHOU cetn «HTepHEeT» http://eec.eacunion.org/
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