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| COTTACOBAHO
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MHCTPYKLISA
110 MEJIMLIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOT'O TTPEITAPATA
KUTPY/IA®

PETUCTPAIITMOHHBIA HOMEP: JII1-003972

TOPI'OBOE HAUMEHOBAHME: Kurpyna®

MEXAYHAPO/HOE HEIIATEHTOBAHHOE NJIN I'PYIIIIMPOBOYHOE
HAMMEHOBAHHME: nembponuzymatd

JIEKAPCTBEHHAS ®OPMA: KoHLeHTpaT /11 NPUrOTOBJIEHUs pacTBOpa /Uit MHPY3uid
COCTAB

1 ¢pakoH coaepKuT:

Oeticmeylowee eewecmeo: neMoponnzymad 100,0 mr;

eécnomozamenvHole eeuyecmea: L-ructuaund 1,2 mr; L-ructujinHa ruapoxsnopuja MOHOTWpar
6,8 mr; nonucopdar-80 0,8 mr; caxapoza 280 mr; Bojia ans MHbeKmii 10 4,0 M.

OIIMCAHUE

[1po3paynblit MK ONaneCUMPYIOLIMA OT OECLBETHOTO 10 CBETJIO-XKENTOTO LIBETA PACTBOP.
DOAPMAKOTEPATIEBTUYECKAS I'PVIITIA

[TpoTuBOONYX0NIEBOE CPEACTBO — AHTUTEIAa MOHOKJIOHAJILHBIE.

KO/ ATX: LO1XC18

®APMAKOJIOTMYECKHUE CBOMCTBA

[TemOponuzymab — 310 ryMaHM3MpOBaHHOE  MOHOKJIOHAJILHOE  AHTUTENO,  CEJIeKTHBHO
Gnokupylolee B3aumojielicTeue mMexy peuentopom PD-1 u ero nuranpamu PD-L1 u PD-L2.
[lembponuzymab spisieTcs IMMyHOTIO0YIMHOM M30THIa IgG4 Karmma ¢ MoJIeKyIApHON Maccoi
okosio 149 x/1a.

Mexanuzv oeiicmeus

PD-1 — 510 peuentop, sABnstolMACS UMMYHHONH KOHTPOJILHOW TOYKOM, KOTOPbIA OrpaHU4UBaeT
akTuBHOCTbL  T-numbounro B nepudepuueckux Tkausax. OnyxoseBble KIETKM MOIYT
MCIO/b30BaTh CUrHaNbHbIL NyTh PD-1 118 uHruOupoBaHuss akTMBHOrO T-KJ€TOYHOro
MMMYHOJIOTMYECKOT0 Ha30pa.

[lembponnsymab npezactapiser coboil Beicokoaddunnoe antuteno k PD-1 peuentopy, npu
MHIMOMPOBAHMK KOTOPOIO OCYLIECTB/AETCs JBOiHAs 0/0Kaja curHanbHoro nytu PD-1,

Biuoyatowero amranasl PD-L1 u PD-L2 Ha onyXxo/eBblX WM aHTUI€HOPE3EHTUPYHOLIMX
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KneTkax. B pesynbraTe MHruOMpoBaHHA CBA3bIBaHUA perentopa PD-1 ¢ ero aumranmamu
neMOposM3ymMab peakTUBUPYET OIMyXOJb-CCU(PUYHBIE UUTOTOKCHYECKHE T-TuMQpoLuTEl B
MUKPOOKPYKEHUH OIyX0JIM U, TAKMM 00Pa3oM, peaKTUBUPYET [POTUBOOIYXO0/IEBbI UMMYHHUTET.
AHTHaHrMoreHHbll ekt neHparnHuOa (MyJbTUKHHA3HBIA HHIUOMTOP) B KOMOMHALMM ¢
peakTHBalMen MpOTHBOOMyXosieBoro »hdekra memOponusymaba (antu-PD-1) mpusoaut K
Gonbmeil akTuBaluM T-KIETOK B MHMKPOOKPY)XEHHH OIyXOJH, YTO MOMOTaeT IpPeoioJIeTh
NEPBUYHYIO M NPUOOPETEHHYIO YCTOWYMBOCTh K MMMYHOTEPAIIMH M MOMKET YJY4LIWTh OTBET
OIYXOJIM 110 CPABHEHMIO C TEPANUEi TONbKO OJIHUM U3 JIEUCTBYIOLIMX BELLECTB.

B moxnuauveckux Mozenax Ha Mplmax HHruouTopel PD-1 B koMOMHAIMM ¢ MYJIbTHKMHA3HBIMU
MHIHOMTOpPaMH  TPOJIEMOHCTPUPOBAIH TOBBILICHHYIO TPOTHBOOIMYXOJNEBYIO AKTUBHOCTH IO
CPaBHEHUIO € TEPAINUeH TONbKO O/IHUM U3 JIECTBYIOLIMX BELIECTB.

®apMakonHAMHUKA

Ha ocHoBanuu JaHHBIX MOJETMPOBAHMA 3aBUCHMOCTH J103a/3KCTIO3MIMSA, MPOBEJCHHOTO s
oueHKM 3(pdeKTHRHOCTH M Oe3omacHOCTH MeMOpoimu3ymaba, OTCYTCTBYIOT —KJIMHHYECKH
3HauMMble pasnnuus B 3pPexTUBHOCTY 1 OE30MMACHOCTH MEX/LY pPeKUMaMu 103upoBaHus 200 mr
Uiy 2 Mr/kr xax/bie 3 Heaenun unu 400 Mr kax/ibie 6 Hezlelb.

B nepudepuueckoit KpoBM MALMEHTOB, KOTOPHIE MOTyYand MeMOpoau3ymad B peskume 2 MI/KT
Ka)xziple 3 Heeny uin 10 Mr/kr kaxasle 2 WiH 3 HeIe/H, He3aBUCUMO OT IIPUMEHAEMOTO PeKUMa
JI03MPOBAHMS HAaBJII0/1AJ10Ch Y BEJIMYEHUE NPOLIEHTHOIO COAEPIKAHUS aAKTUBUPOBaHHbIX (T.e. HLA-
DR+) CD4+ u CD8+ T-ksieTok 0€3 noBblueHus 0011ero 4ucia UMpKyIpyromux T-numdouuTos.
PapMaKOKHMHETHKA

DapMakOKMHETUKY neMOponuzymaba H3ydald B UCCIIEJOBAHUAX € ydacTHeM 2993 MalueHToB ¢
pa3IMYHBEIMU BUAAMU 3]I0KaYE€CTBEHHBIX OIyXOJICH, I0JIyYaBLIMX Mpernapar B 103UPOBKax oT 1 10
10 mr/kr kaxbie 2 Hegenu, ot 2 10 10 mr/kr kaxasie 3 Hepenu unm 200 Mr kax;ible 3 Heenu.
He Ob110 06HapyKEHO KIMHMYECKH 3HAUYMMBbIX Pa3inyuii B hapmMakoKuHeTrKe nemOponn3ymaba
Cpe/iM M3YYEHHbIX [OKA3aHUN.

Bcacovieanue

[lpenapar Kutpyna® BBOAMTCS BHYTPHMBEHHO, TMOSTOMY MeMOPOIH3YMad HEMEAICHHO M
N0JIHOCTBO CTAHOBUTCS OMOAOCTY IIHBIM.

Pacnpeoenenue

B cooTBEeTCTBHM ¢ OrpaHMYEHHBIM BHECOCYIHCTBIM pacripe/ic/icHHeM, o0beM pacrpeaeeHus
nem6pon3ymaba B paBHOBECHOM COCTOSIHUM HEe3HAYHTEBHBINA (IpuMepHO 6,0 1; KoddduimenT
sapuauuu (CV: 20%). Kak u apyrue anturena, nemGponusymad He CBA3bIBAaeTCA € OeaKamu

1J1a3mMbl C[Iel.l,ldq)l/l‘iHbIM NnyTem.



Memabonuszm

[leMGponsyma6 nospepraetest katabonu3My HecreMMUIHBIMH Ty TAMH, METa00IM3M He BIUSET
Ha ero KJIMpeHc.

Boigeoenue

Kmnpene nemGponmsymaba (CV%) mpumepro Ha 23% Hike (CpefHee TeOMETPUYECKOE
195 mn/cyT (40%)) mociie HOCTHKEHHS MAKCUMAIBHOTO H3MEHEHHUS B PaBHOBECHOM COCTOSIHUU
110 CPaBHEHMIO ¢ NepBO /1030i (252 ma/cyT (37%)); 9TO CHUKEHME KIMPEHCA C TeYeHHeM
BPEMEHH HE CYUTACTCS KIMHWYECKH 3Ha4nMbIM. Cpe/iHee reometpudeckoe 3Hadenne (CV%) s
KOHeuHoro nepuoja noayseiseaeHus (T12) cocrarnset 22 gus (32%).

Ilpy moBTOPHOM BBEICHMH KaKable 3 HEJEH PaBHOBECHBIE KOHLEHTPALMM meMOponm3ymaba
jocruranuchk K 16 Hejene, npum 3TOM cuCTeMHOe HakoruieHwe Obuio B 2,1 pasa BbilLe.
Makcumanbhas  xkonuentpanus (Cmax), MHHMMAibHAs KOHUEHTpAlMs Mepej BBeAEHUEM
creayromen 103pl (Cmin) ¥ nuomaae moj KPUBOH «KOHLEHTPALMS-BPEMA» B PaBHOBECHOM
coctosnun (AUCss) nemGposnnzymaba Bo3pacTaiy MpONopLHOHAILHO 103€ MPH BBEACHUU OT 2
10 10 Mr/kr kaxaele 3 Heaenu.

DapMaKoKUHEMUKa y 0coObIX 2DYRH HAUUEHNO08

Biugnue pasnuunplx KopapuaT Ha (hapMaKOKMHETHKY TMeMOponusymaba OLGHHBAAUd B
MOMyJIAUMOHHOM  (hapMaKOKMHETHYecKoM aHaiuze. Cremyromue (akTopsl He OKa3bIBAIU
KJIMHUYECKM 3HAa4UMOT0 BIMSAHMA HA KJIMpeHe nemOponuzymada: Bozpact (ot 15 10 94 ner), non,
paca, ferkas ujid yMepeHHas CTereHb No4eHHON HEeI0CTaTOYHOCTH, JIerkas CTENeHb e4€HOYHOI
HEJIOCTAaTOYHOCTH, Macca OMyXoJH. B3ammocBa3p Mexmy Maccoil Tena M KIMPEHCOM
MOATBEPIKAACT  MCTOJIB30BaHUE (DHUKCUPOBAHHOTO PEXMMa JO3UPOBAHUS HIM  PEXKUMA
A03UPOBAHHUS B 3aBUCHMOCTH OT MAacChl TeJIa U1 00ecreyeHus aeKBaTHOTO U CXOXKEr0 KOHTPOJIs
akenosuiyn. Konuenrpauun nembponuzymaba npu pexxume J103MPOBaHUS B 3aBUCHMOCTH OT
Macchl Tejna 2 MI/Kr Kax/ble 3 HEJeIM y MalMeHTOB JAeTcKoro Bospacta (or 2 ao 17 ner)
COMOCTABUMbI C TAKOBLIMM Y B3POCIIbIX [IPU TAKOM XKE PEKUME J03UPOBAHMUS.

lloueunasn neoocmamournocmeo

BinsiHne 1oveyHOW HEIOCTATOYHOCTH HA KIMpPeHC mnemOposnusymaba OLEHHMBAIM IIpH
NOIYJISILMOHHOM  (PAPMAKOKMHETUHECKOM aHA/M3e Yy M[AUMeHTOB ¢ nerkoit (60<ckopocTsb
KN1yO0uKOBOM dunbTpalmu (CK®)<90 mn/mun/1,73 m?) unu YMEPEHHO
(30<CK®<60 mn/mun/1,73 M%) MOYEYHON HEAOCTATOMHOCTHIO B CPaBHEHUU C MALMCHTAMH C
HopManbHO# Gynkuuei nodexk (CK®>90 mn/mun/1,73 M?). He BBIABICHBI KIMHIHYECKH 3HAYMMBIE
pasinuus B Kaupence nemopoausymaba MeK/1y NaluMeHTamu ¢ Nerkoi niK yMepeHHo noyeuHoii

HE/I0CTaTOYHOCTLIO M € HOPMalbHOW (yHKUMEH noyek. Y NalMeHTOB ¢ TSKEIO0M MOYEYHOM



HepocTatodHocTeo  (15<CK®<30 m/mun/1,73 M?)  uWccaeaoBanus MO MPHMEHEHHIO
nembpoauzymada He npoBoAuIH (cM. «Criocod MpUMEHEHHS U I03B1»).

[levenounan nedocmamounocmo

Bnusanue Hapywenus QyHKUMM IeyeHM Ha KiMpeHc nemOponuzymaba OuEeHUBANM [IPH
MOMY/IALIMOHHOM  (papMAKOKMHETHYECKOM  aHalu3e y  MAlMeHTOB ¢ TEYCHOYHOU
HEI0CTATOYHOCTBIO JIETKOM cTeneHH (KoHIeHTpalus oduero ounmupyouna (Ob) ot 1,0 o 1,5 pas
Bbllle BepxHel rpanuibl Hopmbl (BI'H) unu akrtupHocTh acnapratramuHotpancgepasbl (ACT)
sbiwe BI'H) npu cpapHennu ¢ nayuenramu ¢ HopmaibHoi yHkumei nedenu (konuexntpauus Ob
u akTHBHOCTH ACT<BI'H). He oOnapyXeHO KIMHMYECKH 3HAYMMBIX Pa3IMuUi B KIHpEHCE
nem6posimzymMaba MeXIy MAalMeHTaMH € MEYCHOYHON HEIOCTATOYHOCTHIO JICTKOM CTENEHH H ¢
HOpMaJIbHOHM (yHKUMEH neyeHu. Y NalMEeHTOB ¢ MEYEHOUYHOW HEJ0CTATOYHOCTBH) YMEPEHHOM
(koHuenrpauus OB ot 1.5 no 3 pa3 eeiwe BI'H u nio6oe 3navenue akrusHoctn ACT) wim
TsKen0# (konuenTpauus Ob >3 pa3z eeie BI'H u mo6oe 3nauenne aktueHoctn ACT) crenenn
MCCIIEJOBAHMUSA MO0 NPUMEHEHUIO neMOponuzymada He nporoawiu (cM. «Criocod nmpuMeHEHHs U

JLO3bI»).

ITOKA3AHUSA K TIPUMEHEHUIO

Menanoma

[lpenapar Kutpyaa® nokasan B KauecTBe MOHOTEPANUM /s JEUEHHS B3POCIBIX MALIMEHTOR C
HeonepadebHOM MM METACTATUHECKON MEJIaHOMOM.

Ipenapar Kutpya® B Bujle MOHOTEpanum NokasaH B KaueCTBE ajlbIOBAHTHOM Tepanmuu nocie
XMPYPIrUYeCKOro JICUEHUs y B3pPOCIBIX MAalMEHTOB ¢ MenaHomout Il cragum ¢ mopaxkeHuem
AUM(paTHYECKUX Y3JI0B.

Hemenkoki1eToYHbIH paK JIerkoro

Ipenapar Kutpyna® nokasan B koMOMHalMM ¢ XuMuoTepanueil, BKIOualolleil npenapar
IUIATMHBl M TEMETPEKCe] B KayecTBE |-0M JMHMM Tepanmvu y B3POCJBIX MALMEHTOB C
METaCTaTHYECKMM HEIMJIOCKOKIETOYHBIM HEMEIKOKIETOUHBIM pakom Jnerkoro (HMPJI) mpu
OTCYTCTBUM MyTaluMd B reHax osnuaepmansHoro dakropa pocta (EGFR) winm  kuHaszel
aHarutactuyeckoi mumdomsl (ALK).

[penapar Kutpyna® nokasan B komMGuHaluu ¢ KapGONIaTMHOM M MAKJAMTAKCEIOM WM
anb0yMUH-CTaOMIM3UPOBAHHBIM HAHOAMCIEPCHBIM NAKIWTAKCENOM B KauecTBe 1-0M 1uHMM
TEpanuy y B3pOCIIBIX MalMEHTOB ¢ METACTATUYECKUM IUIOCKOKJICTOUYHBIM HEMEIKOKIETOYHEIM
PaKOM JIETKOT 0.

Ipenapar Kutpyna® nokasan B kauecTBe MOHOTEpanuu 1-oil IMHUKM y B3POCBIX MALUEHTOB C

MeCTHOpacnpocTpaHeHHbIM Wi meractatudeckum HMPJIT ¢ skcnpeccuein PD-L1 TPS >1%



OITyXOJICBBIMHU KJICTKaMH, ONPEAE/IAEMON BaJIMAUPOBAHHBIM TECTOM, MPH OTCYTCTBUU MYTALHI B
renax EGFR niun ALK.

Ipenapar Kurpyna® nokasan B kauecTBe MOHOTEpANWM /IS €HEHUs B3POCIbIX NALMEHTOB C
pacnpoCTPaHEHHBLIM HEMEJIKOKIIETOYHBIM pakoMm Jerkoro ¢ skcnpeccueit PD-L1 TPS >1%
OITyXOJICBBIMHU KJICTKAMH, OTNPEE/IAEMON BaIUMJIUPOBAHHBIM TECTOM, KOTOPBIE paHee IMOJIydaln
TEparnuio, BKIIOYAOIIYIO Ipenapatsl atuHel. [lpu Hanmuum mytaumii B renax EGFR win ALK
NalMeHThl J1I0JI)KHBI T0JIy4UTh COOTBETCTRYIOLLYIO CreLMPUYECKYO TEparuio Mpex/e, Yem UM
Oy/er HasHaueHo Nevenue npenapatom Kurpya®.

Pak rosi0Bbl H men

[lpenapar Kutpyna® nokasan B kauecTBe MOHOTEPANUHU 1-0if IMHUM Y B3POCIBIX MAIMEHTOB C
METACTATUYECKUM MIIM HeOorepadebHbIM PELUMBUPYIOLLIAM TJIOCKOK/IETOUHBIM PAKOM TOJIOBbI
u weu (ITPT'TID) ¢ sxenpeccueii PD-L1 (koMOMHMpOBaHHbIH M0Ka3aTe b 03UTHBHOCTH (combined
positive score, CPS)) CPS >1.

Ilpenmapar Kutpyna® mokazan B KOMOMHAUMM € XMMHOTEpamuei, BKIOUalOmei mpenapat
nnatuHel 1 S-gropypauun (5-@V), B kauectBe 1-0if IMHUM Tepanuu y B3POCIIbIX MALMEHTOB C
METACTATUHECKUM MJIM HeorepadesbHbIM PELUAMBUPYIOLLIAM TJIOCKOKIIETOUHBIM PAKOM TOJIOBbI
u wewu (I1PI'L) ¢ sxenpeccueit PD-L1 CPS >1.

[lpenapar Kutpyaa® nokasan B KauecTBE MOHOTEPANUM /15 JEYEHHA B3POCIEIX MALMEHTOB C
MeTacTaTU4eCKUM Miln HeonepabenbHbiM peuumupytommm TTPTTIL ¢ skenpeccueir PD-L1
TPS >50% wu nporpeccupoBanuem 3abolieBaHMs BO Bpems MJM [10CJe XUMHOTEpAIuy,
BKJIIOYAIOLIEH NpenapaTsl MIaTUHBL.

Kaaccenueckas mumpoma Xogxknna

[lpenapar Kutpyna® nokasan B kayecTBe MOHOTEpanuu JUis JieHeHUs B3POCIbIX M JeTeil B
BO3pacTe OT 3 JIET ¥ CTaplle ¢ PeLMAMBUPYIOLLeH nin pedpakTepHoil knaccuieckoi JIMMpomoii
Xomxkuna (kJIX) nocne BbINONHEHMs ayTONOrMYHOW TPAHCIUIAHTALMM [E€MOIOITUYECKUX
crBo0BbIX K1eTOK (ayToTI'CK) mim nocne oanoii u 6ojee npejiluecTByOLMX JIMHUI Tepanuu
[Py HAJIMYMU NIPOTUBOIOKAa3aHUMU K BrInoaHeHuto ayto TT'CK.

YporeanaabHblii pak

IMpenapar Kutpyaa® nokasan /s jleyeHus B3pocibiX NALMEHTOB ¢ MECTHOPACIIPOCTPAHEHHBIM
MM METACTATU4YECKUM  YpOTEJIMajlbHbIM pakoMm, 'y KOTOpbLIX HEBO3MOXHO nposeaeHne
XMMUOTEpANUK, BKIIOYAIOMIEH UUCIUIaTUH, ¢ oSKcnpeccuedn PD-L1 (komMOuMHMpOBaHHEBIN
nokasare/b No3UTUBHOCTH (combined positive score, CPS) >10) no gaHHBIM BaaHAKPOBAHHOTO
TECTa, a TAKXKe Yy NalMEHTOB, KOTOPbIM HEBO3MOXKHO MPOBE/AEHUE XUMUOTEPANUU JIHOObIMU

npenaparamu [J1aTuHbl, HE3aBUCUMO OT 3kcnpeccun PD-L1.



[Ipenapar Kutpyna® B KauecTBe MOHOTEpAaNUU MOKA3aH /1A J€YEHHA B3POCIBIX MALMEHTOB C
MECTHOPACIPOCTPAHEHHBIM WM METACTATUYECKHM YpPOTEIHaTbHBIM pakoM, KOTOpBIE paHee
noJlyyaii XMMUOTEPAIUIO, BKIKOYAKOLLYIO [IPenapaThl IaTHHbI.

[Ipenapar Kurpyna® nokaszan s JleueHus B3pOC/]bIX MALMEHTOB C HEMbILIEYHO-UHBA3MBHBIM
pakom MoueBoro my3eipsi (PMII) Beicokoro pucka rpu oTcyTCTBHH 0TBeTa Ha Tepanuto BLDK, npu
HaJTU4UU KapuuHOMBI in-situ (CIS) ¢ manumispHo# omyXonblo U 63, KOTOPBIM HE MOXKET OBITh
NPOBE/IEHA LUCTIKTOMMUS UJIM OTKA3aBLIMMCS OT €€ BbINOJHEHMUS.

Pak numeBoaa

[lpenapar Kutpyaa® nokazan B KoMOMHALMK ¢ XMMHOTEpAIKe Ha OCHOBE TIPerapaToB IIaTHHBI
M (TOpIHPUMHAMHA B KayecTBe |-OM JIMHMM TepamMu Yy B3pOCIBIX TALMEHTOB C
MECTHOPACNpPOCTPAHEHHbIM Heonepade/bHbIM MM METacTaTUYECKMM PakoM MULIEBO/A, WIIH
HER-2 HeraruBHOH a/IeHOKapUMHOMOH MHUIIEBOAHO-XKeJly/JO4HOr0 nepexo/ja (onyxoiu ¢
LHeHTpoM OT 1 [0 5 ¢M BBILIE MUILEBOJHO-XKEIYAOYHOro mnepexona) ¢ skcnpeccuein PD-L1
CPS >10.

3/10kauecTBeHHbIEe  HOBOOOPA30BAHHS € BBICOKHM YPOBHeM MHKpPOCATe/JIHTHOI
HeCTAOM/ILHOCTH

[lpenapar Kutpyna® B kauecTBe MOHOTEpanuy MOKasaH A/ JIEYEHHUS B3POCIBIX MALMEHTOB C
HeornepadeTbHBIMU WK METaCTaTHYECKUMU 37I0Ka4eCTBEHHBIMU HOBOOOPa30BaHUAMH C BHICOKMM
YPOBHEM MUKpocaTe/uInTHOH HectabunbHocTH (MSI-H), Bkitouas HapylleHuss CUCTEMBbI
penapauun JITHK (dMMR), npu nporpeccupoBanuu 3abolieBaHusi nocsie NpeliecTByOLEeH
TEpaIuy B CIy4ae OTCYTCTBHS YIOBJICTBOPUTEIBHBIX aJIbTEPHATHBHBIX BAPUAHTOB JICUCHHUS.
KonopekTanabublii pak

[penapar Kutpyna® nokasan B kauectBe MOHOTepanuu 1-0if IMHMKM y B3POCIBIX NALMEHTOB C
HeonepaOesbHbBIM WM METacTaTH4ecKuM KoJiopekTalibHbiM  pakom (KPP) ¢ Bbicokoii
MUKpocaTe/NIMTHON HecTabuabHOocTh0 (MSI-H) mnu Hapywenusmu cucremst penapauuun JITHK
(dAMMR).

Pak meiikn MaTKu

[lpenapar Kutpyaa® nokasan B koMbMHALMHK ¢ XMMHOTepanueii ¢ GeBarmsymaboM nnm 6e3 Hero
AJ151 1I€4EHUsl B3POCIbIX NALUEHTOB CO CTOUKUM, PELIUAUBUPYIOLMM WU METACTATUYECKUM PAKOM
werkn Matku ¢ axcnpeccueit PD-L1 (CPS >1) no aaHHbIM BanuaMpoOBaHHOIO TECTA.

[lpenapat Kutpyaa® B kauecTBe MOHOTEpanuy MOKa3aH A8 JeYEHHA B3POCIEIX MALHEHTOB C
PELIMAMBUPYIOIIMM MM METACTATUYECKMM PaKoM IIeiku MaTku ¢ sKkenpeccueid PD-L1 (CPS >1)
N0 JaHHbIM BaJMJUPOBAHHOIO TECTA NPU NporpeccupoBaHuu 3abonesaHus Ha (oHe uau nocie

NPOBEACHUA XUMUOTEPAIIUHU.



Iloyeuno-K1eTOYHBIN pak

[penapar Kutpyna® nokasan B koMGMHALMH ¢ aKCHTHHHOOM B KauecTBe 1-0it TMHUM Teparuu y
B3POC/IbIX NALMEHTOB C PacHpPOCTPAHEHHBIM I04€4HO-K1eTouHbIM pakom (ITKP).

IMpenapar Kurpyaa® noxaszau B koMGuuaumm ¢ neHBatuHuGom B kadectse 1-oii nuuuu Tepanuu
Y B3pOCJIBIX MAaLMEHTOB ¢ pacnpocTpaHeHHBIM [1IKP.

Ilpenapat Kutpyna® B kauecTBe MOHOTEpanuy MOKa3aH 15l aIbIOBAHTHOM TEpAruu y B3POCIIBIX
naiuenToB ¢ IIKP npu cpeaue-BbicokoM wuianm BbicOKoM pucke peuuaupa (cm. «Crnocob
NPUMEHEHUsT W 103b1», pasjen «OTOOp nauMeHTOB») Mocie HePPIKTOMHHM WM nocie
He()POIKTOMMH M PE3CKLUH METACTATUYECKUX MOPAKEHHMIH.

Pak suapometpus

[penapar Kurpyaa® nokazan B KoMGMHALMY C JIEHBATMHUGOM V15 JIedeHus B3POCJIbIX MALMEHTOB
C pacrnpoCTpaHEHHbIM PAKOM 3H/IOMETPHMS B Clly4ae OTCYTCTBUS BbICOKOW MMKPOCATE/IUTHOM
HectabunpHocTn  (MSI-H) wnm  napymenuit  cuctemsl  pemapaumu  JJHK  (AMMR) ¢
MPOTPECCHPOBAaHMEM 3a00JIeBaHUA TI0C/IE TPEALICCTBYIOMENH CHCTEMHOM Tepamuu B JI0O0M
PEeXMME, KOTOPHIM HE 110Ka3aHO XMPYPIrUYECKOe JIeYEHUe UIK JlyueBas Teparnus.
ILnockokeTouHbIH pak KOXKH

[penapar Kutpyna® mokasan ia nedeHus B3pOCHBIX TMALMEHTOB ¢ PELMAMBHPYIOMMM HIA
METacTaTUYCCKUM TIOCKOKIIETOUHBIM pakoM koxH (IIKPK) mmm mectHOpacnpocTpaneHHBEIM
[IKPK, KoTOpEIii He MOKET ObITh M3JI€UEH XMPYPrUYECKUM METO/IOM WM JIy4eBOii Tepanueii.
TpoiiHoii HeraTHBHBII PaK MOJIOYHO¥ JKeJIe3bI

[lpenapar Kutpyga® mnokazan B KOMOMHALMM C XMMHOTEpATMel Jjia JICUCHHS B3POCIBIX
MalHEHTOR ¢ HeonepabeabHBIM MECTHO-PELMAMBUPYIOMMM MM MeTacTaTuueckuM THPMIK ¢

skcnpeccuent PD-L1 (CPS >10) no ganHbIM BaaMAMPOBAHHOTO TECTA.

ITPOTUBOIIOKA3AHUS

— Tsbkemas rumnepuyBCTBUTENBHOCTh K MEMOPONH3yMaly WIM K APYTHM KOMIIOHEHTaM
npenapara.

—  Iloyeynas HeAOCTATOYHOCTD TSDKETOH CTEICHH.

—  IlevyeHouyHas HEAOCTATOYHOCTH CPE/IHEN U TSAXKEI0M CTENEHM.

— Bospacr g0 18 ner (npu nevenun kJIX — menee 3 ner).

—  bepemeHHOCTb.

— Ilepuos rpyHOro BcKapMIHBaHMS.



C OCTOPOXHOCTBHHO
Y nauuenToB, nosiyyaBmmx mpemapar Kutpyza®, oTMmedanuch HMMyHOONOCPEIOBaHHBIE
HEXeJIaTe/IbHbIe peaKiu, BKIOYas TsKE/ble U Cllydau ¢ NeTanbHbiM Mexoaom (em. «Ocobble

YKa3aHus»).

IIPUMEHEHUE IIPM BEPEMEHHOCTH M B [EPHOJl TIPYJHOIO
BCKAPMJIMBAHUSI

bepemennocts

JlanHbie 0 npuMeHeHuH nemopos3ymada y GepeMeHHbIX JKEHIMH OTCYTCTRYIOT. CrielanbHble
HCCIICIOBAHMA 10 M3YYCHMIO BIMAHMA NEeMOpoan3ymada Ha PenpoayKTHBHYIO (YHKIMIO Y
’KUBOTHBIX HE MPOBOJMIMCE, TEM HE MEHEE, B MOJC/AX OEpeMEHHOCTH MBILICH OBIIO MOKa3aHo,
410 610Kaja curHanbHOi cucrembl PD-L1 npuBOAMT K CHWKEHHMIO TOJIEPAHTHOCTH OpraHu3Ma
mMarepu K IUIOJY M TOBBILIEHUIO yrpo3bl rubesnn mioja. DTU pe3yibTaThl YKa3blBaOT Ha
BO3MOJKHBIM PUCK (Ha OCHOBAaHMM MEXaHM3Ma ACHCTBUS) HETaTMBHOTO BO3ACHCTBHSA Ha IUIOM,
BKJIIOYAsl TMOBBIMICHUE YaCTOTHl BBIKMIBIIIEN HJIM MEPTBOPOXKACHHUHA, MpU MPUMEHEHUH
nembponusymaba Bo Bpems OepemeHHocTu. Yenopeueckuii ummyHornoOyaun G4 (IgG4)
NPOHUKAET 4Yepe3 IUaleHTapHbll Oapbep, a Tak kak nemOponusymad ssnsiercs IgG4,
MOTEHLMATBHO OH MOXKET NepeIaBaThCs Yepe3 MUIALEHTY OT MaTepy K pa3BUBAIOLIEMYCS TUIOY.
JKeHIIMHEI I€TOPOIHOTO BO3PACTA JOKHBI UCTIONB30BATh HAAEKHBIC METO/IbI KOHTPALIETILUU BO
BpeMsl JiedeHuns neMOpoin3ymabom 1 B TeyeHHe He MeHee 4 Mecs1IeB rocie rnocieiHeld uHdy3uu
nembponuzymada.

Ilepnoa rpyanoro BcKapMIHBAHHS

Her pannpix o BelgeneHun nemOposnuzymaba B rpyaHoe  Monoko. [lemOponnzymad
NPOTUBONOKA3aH B NEPUO/L IPY/IHOIO BCKapMJIMBAHUS.

Bimsinue na pepruiibHoCTH

Knunuyeckue JaHHBIE 0 BO3MOKHOM BJIMAHMHU NeMOpoIH3yMada Ha perpoayKTUBHYIO (YHKLIHIO
OTCYTCTBYIOT. HecMoTpsa Ha TO, 4YTO OTAENBHBIE HCCIEAOBaHUA TOKCHYECKOTO JACHCTBUS
nemMOponn3ymada Ha penpoAyKTUBHYIO (DYHKIIHIO U BHYTPHYTPOOHOE pa3BUTHE HE MPOBOIUIIHCE,
IpU KCCIIEA0BAHUN TOKCMYHOCTH MOBTOPHBIX 103 Y 00€3bsH B Cpoku | u 6 MecsieB He ObLIo

06Hapy>1<eH0 3aMETHOI'O BJ/IMAHKSA HA PENPOYKTUBHBIE OpraHbl CaMLIOB U CaMOK.

CIIOCOBb IIPUMEHEHMNS U 103bI1
Jleyenue crnenyeT HaYMHATH U MPOBOAWTE MO KOHTPOJIeM KBaTH(ULIMPOBAHHBEIX M OINBITHBIX
Bpayeil.

O10op nalmeHToB




Ecn ykasaHo B mokasanuu K NPUMEHEHHIO, MALMCHTOB AMA fedyeHus mpenapatom Kutpyza®
clielyeT OTOMpaTh Ha OCHOBAHHMY MOJIOKHTENBHOI dKenpeccuu PD-L1, cratyca omyxoau MSI-H
uin AMMR (em. «ITokazanusi kK npuMeHeHHION).

Oxenpecento PD-L1 cnenyer onpenensite ¢ nomowsto Habopa pearentos «PD-L1 THC 22C3
pharmDX» nnm ananorudsoro na6opa.

Cratyc omyxonm MSI-H nnn dMMR crieyet onpenensts ¢ HOMOIIBIO BaTHAMPOBAHHOTO TECTA.
[lockonbKy y nNalMeHTOB € IJIMOMaMK BbICOKOH CTENEHM 3710KA4YeCTBEHHOCTH BJIMsHHE
Npe/ILIECTBY IO XMMUOTEPAIIMM Ha Pe3ybTaThl TecTUpoBaHus Ha craryc MSI-H unu dMMR
HE ONpEICICHO, y TaKMX MAlMCHTOB PEKOMEHIYETCS IMPOBOAUTH TECTUPOBAHME Ha JaHHEIE
TMOKa3aTe/IM Ha MaTepuae MEPBUYHON OIYXOJM, MOJYYEHHOM A0 Hayalia XHMHOTEPaIruu
TEMO30JIOMUIOM.

[Ipu npumenennn nembponusymaba B kayecTBe ajbOBAHTHOMN Tepanuy y naiuentos ¢ [TIKP k
KaTeropuu CpPeJHE-BBICOKOTO pHCKA OBLIM OTHECEHBI OMyXosu ctaguu pT2 ¢ 4-# creneHsio
A pepeHIMpOBKY HITH HATTMYHEM CapKOMATOHIHOTO KOMIIOHEHTA, a TAK)Ke OIyX0JH cTaauu pT3
¢ moboi crenenso Anddepenimporku, 6e3 nopaxkenus numpoysnos (NO) u 6e3 oTaneHHbIX
meracra3oB (M0). K kareropum Bbicokoro pucka 6b1n OTHeCeHbI oryxonu craaun pT4 ¢ moboii
crenenpio auddepenunporku, NO u MO0, a Taxoke omyxonu oo ctaguun pT ¢ moboii cTeneHbio
auddepenumposky, ¢ nopaxennem aumbpoysnoe u MO. K kareropun M1 NED (6e3 npuznakos
3a00s1eBaHus) ObLIM OTHECEHbI NALMEHTbI C METACTATHYECKMM PAKOM, KOTOPBIM Gbijla NpoBe/ieHa
10JIHasi pe3€KLMsA NEPBUYHON ONYXO0JIM U METACTATUYECKUX TOPAYKEHHA.

Hoza

PexomenaosanHas f1o3a npenapata Kurpyaa® y B3pocabix manueHToR coctapiset 200 Mr KaxIpie
3 Hepenu unu 400 Mr Kaxkjible 6 HEJENb, BROJIMMbIE BHYTpUBEHHO (B/B) B Bu/e 30-MUHYTHOM
UHDY3UM.

[Ipy  KOMOMHMpOBaHHOK Tepanuu cjiefyeT CMOTPETb MHCTPYKUMM 10  MEAMUMHCKOMY
NPUMEHEHUIO COBMECTHO NPUMEHSEMbIX JIEKAPCTBEHHbIX npenapartos. [Ipu BBejennn npenapara
Kurpyna® kak 4actn KoMGMHMPOBaHHO! BHYTPMBEHHOH XMMHOTEPANMH [PEapaT Kutpyna®
CJIEYeT BBOAUTH MEPBEIM.

s naumentoe ¢ TIKP, nonyuarommx nedenue npenaparom Kurpyna® B komOuHaumum c
AKCUTUHHUOOM, ClIe/lyeT 03HAKOMUTBCA C PEXKUMOM /I03UPOBAHMS AKCUTMHUOA B MHCTPYKLMHU 110
MEIHLHMHCKOMY NPUMEHCHHUIO. B cilyyae cOBMECTHOro NMpUMEHEHHA aKCUTHHUOA C TIpernapaTtoM
Kutpyna® yBenudenue 10351 aKCHTHHUGA BBILIE HAYATBHON JO3BI 5 M MOJKHO paccMaTpuBaTh ¢
MHTEpBajaMu 6 uiaun Gonee Hejelb.

Jist naunentos ¢ pakom sunomerpus 1 IKP, nonyyaroumx nevenue npenapatom Kurpyna® s
KOMOMHALMH ¢ T€HBATUHUOOM, PEKOMEH/IyeMasi Havya bHas 103a IeHBaTUHUOa cocTaBiseT 20 Mr
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NepopaabHO OJUH pa3 B CYTKH [0 MPOrPecCHpPOBAHUA 3a00JCBAHUS MM PAa3BUTHUS MPH3HAKOB
HETPUEMJIEMOM TOKCHYHOCTH.

Jleyenne npenaparom Kurpyaa® npoBojst 10 nporpeccupoBanus 3a60/1€BaHUs WM Pa3BUTHS
[PU3HAKOB  HENpUEMJIEMOM  TOKcMuyHocTH. Habmojanuch  arunumyHbie  oTBeThl  (T.e.
NIEPBOHAYAIBPHOE KPATKOBPEMEHHOE YBEJIMYCHUE pa3Mepa OIyX0JIU WK HeOOIbIIINEe HOBBIEC OYaru
B TEYCHHUEC MCPBHIX HECKOJBKMX MECSALEB C IMOCAEIYIOIMMUM YMEHBIICHUEM pa3Mepa OIyXOJiu).
PekomeHyeTcss npojo/DKUTE JieYeHHe KIMHUYECKM CTaOMJIbHBIX MalMEHTOB C HAuyalbHbIMU
NPU3HAKAMM NPOrPECCUPOBaHUs 3a00/1€BaHMS 10 MOMEHTA MOTBEPIK/EHHUs NPOrPECCUPOBaHUs
3abosieBaHuUs.

ABIOBaHTHYIO TEPAIHIO Y MALMEHTOR ¢ Menanomoii 1in [1KP npenapatom Kutpyaa® nposoast
BILUIOTH /10 OJIHOTO rojla, Wiu A0 peluuauBa 3a00JIeBaHUs, MM [0 Pa3BUTHsS NPU3HAKOB
HENpUEMIIEMON TOKCUHHOCTH.

Bpemennas wiu nonmas ommena nevenus

He pekomenmyeTcs yMmeHblueHHe 10361 mpenapata Kutpyna®. BpeMeHHO WM MOJHOCTBIO
OTMEHAIOT JledeHue npenapatom Kutpyaa® ans ynpapieHus HexenaTelbHbIMM PEAKLMAMH B
cooTBeTcTBUM ¢ Tabnuueit 1.

Tabauna 1: Pexomenayemelie naMeHeHus 10361 (cM. «OcoOble yKazaHUs»)

HexenareabHble CreneHb TAKECTH N3meHeHUe 103bI

peaknuu

HMmmynoonocpenoBanHbli | YMepeHHas (2 CTeTneHb) BpeMeHHO OTMEHUTEH JIeueHUe
[MHEBMOHUT J10 YMEHbILEHHUs

HEKEeNaTeIbHBIX peaKiui 10
0-1 crenenn™

Tspkenas nm xmsHeyrpoxkatomas | OTMEHUTE JieyeHUe
(3 nnu 4 cTerneHp) UK
peLMAMBUpYIOLLAs yMepeHHast
(2 cTeneHnp)

HMmmyHoonocpeiopanHblil | YMepeHHas wiu Tskenas (2 unu | BpemMeHHO OTMeHUTh JedeHue
KOJIAT 3 CTemneHb) 10 YMEHbIIEHHUA
HEXXEAaTEeIbHBIX PeaKLUil 10
0-1 crenenn™

Kuzneyrpoxatowas (4 creners) | OTMEHUTH JiIeHeHUe
WK peLMMBUPYIOLLIAS TshKeast
(3 crenenp)

HMmmyHoonocpeioBanHblil | YMepeHHas (2 crenets) BpemMeHHO OTMEHUTH NeyeHue
HedpuT J10 YMEHBIIECHUS
HEYKeNlaTe/lbHbIX peakUui 10
0-1 crenenu*

Tspkenas unu xuzHeyrpoxatouias | OTMEHUTD JleyeHue
(3 unu 4 crenexs)
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HMmmyHoonocpeaoBaHHbie
SHAOKPHUHONATHH

Tsaxenas win
KHU3HEYTrpoKawomas (3 win
4 cTemneHs)

BpeMeHHO OTMEHUTS JieHeHue
[0 YMEHBLICHUSA
HEKeNaTelbHBIX peakivil 10
0-1 crenenun™.

JI1s nauueHTOB ¢ TsXKe0M
(3 creneHb) niau
KU3HEYTpOXKaroIen

(4 creneHb) cTeneHbLo
SHAOKPUHOIATUI, KOTOpBIE
yJly41uaroTesi 40 2 CTEeNeHU
TAKECTH UM HUXKE U
KOHTPOJIUPYIOTCS MPH
MOMOLIM 3aMECTUTENILHOM
TOPMOHOTEPANUU, MOKHO
PaccMOTpPETh BO3MOXKHOCTh
NIPOJOJDKEHHUS JICUCHUS
npenapatom Kutpyaa®

HMmmyHnoonocpeaoBaHHBIN
renaTuT

B cnyuae ymenuueHus
depmeHTOB

Nne4yeHn y nalMeHTOB C

AKTUBHOCTH

[IKP, MOJTyYarOLMX
KOMOMHUPOBAHHYIO
TEPAMUIO ¢ AKCUTUHUOOM,
CM. PEKOMEHJALMH 10
pexuMy N03UPOBAHUS

T10CJIE DTOM TAOJIHLIBI.

Vennuenue aktuBHoctH ACT
i AJIT (ot 3 o S pa3 Beiie
BI'H) unun xonuentpauun Ob
(ot 1,5 no 3 pa3 Beuue BI'H)

BpemeHHO OTMEHHTH NedeHne
J10 YMEHBILIECHUA
HEeXKeJIaTe/IbHbIX PeaKLUi 10
0-1 crenenn™

Veenuuenue akrueHoctu ACT
i AJIT (Beie BI'H >5 pa3z)
i koHueHTpauuu Ob (BbImne
BI'H > 3 pa3)

OTMeHUTD JiIeyeHue

V nauyeHToB ¢ MeTacTa3aMu B
Me4YeHH, Ha4yaBlIMX JIEYEHHE C
YMEPEHHOM CTeNEeHbIO

(2 crenens) nopeimenus ACT
wi AJIT, ecnu moeeimenue ACT
unu AJIT >50% oTHOCUTENILHO
UCXOIHBIX 3HAYCHUH
yAepxuBaercs >1 Heaenu

OTMEHUTD IeyeHue

HMmmyHoonocpeaoBaHHbIe
KOXHBIE€ peaKIUH HWIH
CHUHJIPOM
Crurenca-/)xoHcoHa
(CCT) unm ToKcHuecKMi

Tsxenple KOKHBIE peaklIUn
(3 cTenenp) WM MOAO3pEHUE Ha
CCH mmu TOH

BpemMeHHO OTMEHHTE JIeYeHHE
J10 YMEHBIICHHUS
HE)KeNaTeJIbHBIX PeaKlui 10
0-1 crenenun*

Tsixenble KoKHbIE peakuuu

OTMEHUTS JIeyeHUue

SIUAEPMaTbHBIN (4 cTenexb) UM NOATBEPXK/IEHHbIN
Hekpoaus (TOH) CCJl unu TOH
Hpyrue B 3aBUCHMOCTH OT TSDKECTH U BpeMeHHO OTMEHHTH JleYeHHE

UMMYHOOITIOCPEAOBAHHBIC
HCXKCJIATCIIbHBIC pCaKIIHU

THUIIa peakUuu (2 UK 3 CTENEHb)

[0 YMEHBINEHUSA
HE)KeNaTeIbHBIX PeaKLui 10
0-1 crenenu*
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Tsoxensiii i xuzHeyrpoxatolmii | OTMEHUTD JieYeHue
(3 nnm 4 cTeneHp) MUOKAp/IHT,
SHUEDATUT UM CUHIPOM
['nitena-bappe

Kuzneyrpoxaromas (4 crenens) | OTMEHHTE JeYeHHE
WJIM PELIMIMBUPYIOLLAs TsKelast
(3 crenenn)

Hndys3nonnsle peakunu Taoxenas nnm xkumsHeyrpoxatoriass | OTMeHUTS JleueHue

(3 wun 4 cTeneHs)

Hpumeqaﬂue: OLEHKU TOKCUYHOCTH NPUBEAEHbI COIJIACHO Knaccudmxauuu Hauunonansuoro HMHCTUTYTA paKa

CHIA (NCI-CTCAE, uznanue 4);

*

ITpn HEBO3MOKHOCTH CHUKEHNA 103b1 KOPTUKOCTEPOMAOE <10 MI' NpeAHM30HA iU aHAJIOra B CYTKH B
TeueHue 12 Heaeb, Wil eCM TOKCHYHOCTD, CBA3aHHAs C JIeYeHMeM, He CHUkaeTcs 10 0-1 cTeneHy TsSKecTH B
Teuenue 12 Henens nocse BBeAeHMA nocaeanen no3bl npenapara Kurpyna®, to neuenue npenaparom Kurpyaa®

JI0JIZKHO ObITh OTMEHEHO.

Y mauuentor ¢ kJIX ¢ remMaTonormyecko TOKCHYHOCTBIO 4 CTENEHM CeAyeT BPEMEHHO
OTMeHHUTh JledeHue npenapatom Kurpyaa® 0 ymeHbleHUs HeKenaTelbHbIX peakiyii 0
0-1 crenenu TsxecTu.

V' naumentor ¢ IIKP, nomywaromux neyenne npemapatrom Kutpyga® B koMOuHAmpm c
aKCUTHHUOOM:

e Ecman akruenocts AJIT wnm ACT Beune BI'H >3 pas, no umwxe BI'H <10 pas 6es
koHueHtpaun Ob Beime BI'H >2 pas, BpeMeHHO OTMEHHMTBH JieUCHHE W IperapaTom
Kutpyaa®, u akcutuHuGom /10 yMeHbllueHHs HexKenaTe/bHbX peakinii 20 0-1 crenetu
TsbKecTd. PaccMOTpeTh  BO3MOMKHOCTh Tepanmuu KOPTUKOCTEpoMaamu. PaccMoTperh
BO3MOJKHOCTb TOBTOPHOTO INPHUMEHEHHS OJHOTO JIEKAPCTBEHHOTO Tperapara WiId
NOC/IC0BATEIBHOTO MOBTOPHOTO MPUMEHEHHsI 000MX JICKAPCTBEHHBIX MPEMAapaToR MoCe
paspelueHus 3TUX HeKelaTe/lbHbIX peakuuid. B ciydae noBTOpHOro mnpumeHeHus
aKcMTHMHMOA pPaccMOTPeTh BO3MOXKHOCTh YMEHBLIEHHMS [103bl B COOTBETCTBMU €
HMHCTPYKLHUEH 110 MEAULIMHCKOMY MPUMEHEHHIO aKCUTHHUOA.

e Ecmm aktunocts AJIT mnm ACT Beime BI'H >10 pas wim Bemue BI'H >3 pas ¢
konuenrpauuei Ob eime BI'H >2 pa3, ormenuts edenue u npenapatom Kutpyaa®, u
AKCUTHHHOOM M pacCMOTPETE BO3MOKHOCTE TEPAUH KOPTUKOCTEPOUIAMH.

JUisi ynpaenenusi Hexenare/lbHbIMM PEaKUMAMM MpPU [puMeHenuu npenapata Kurpyna® s
KOMOMHALY € JIEHBATUHNOOM PEKOMEH/1yeTCsl 110 HEOOXOMMOCTH NPEPBATH PUEM OJJHOIO WIH
000MX JIEKapCTBEHHBIX NPEMAPAaTOB MM CHU3UTH 03y WM OTMEHHUTE NPUMEHEHHE JeHBaTHHHOA.
Crepyer 03HAKOMHUTBCA € PEKOMEHOALMAME MO YIPABACHHIO HEXETATETbHBIMU PEaKIMAMU
JIeHBATHHHUOA B MHCTPYKLMU 110 MEJULMHCKOMY [PUMEHEHUIO JIeHBATUHUOA. CHUKEHME /10351

npenapara Kutpyna® ne pexomenjiyercs.
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Ocobvle 2pynnbl nayuenmoe

Hoxcunvie nayuenmor (>65 1em)

He coobwanock o pasnnumax B GesonacHocTd uiM 3(GQEeKTUBHOCTH MEXKLY MOXUIbIMH
nauueHTamu (=65 ner) u Gosnee monojbiMu nauueHramu (<65 ner). Koppekuus a03sl y
MalHCHTOB MOKMUJIOTO BO3pacTa He TpeOyeTCsl.

[layuenmol ¢ Hapywienuem ynkyuu novex

[Taunentam ¢ 1erkoil niam ymMepeHHO# CTENEeHbIO MOYEHHON HE/L0CTATOMHOCTH KOPPEKIMS 103bl
He tpebyercs. Jledenne npenaparom Kutpyna® y nalmeHToB ¢ rMoyeuyHol HEA0CTATOYHOCTHIO
TSKEJIOMN CTENEHU HE H3y4aslocCh.

[layuenmol ¢ napyuienuem yHkyuu nevenu

[TaupnenTam ¢ ne4eHOUHOM HEI0CTATOYHOCTBIO JIETKOH CTeNeHn KOppeKUMs /1036l He TpebyeTcs.
Jleuenue npenaparom Kurpya® y nauyeHTos ¢ neyeHoUHOM He10CTATOUHOCTHIO YMEPEHHOM Wil
TSKEIIOM CTENEHU HE M3YYaliocCh.

Menanoma 2naza

HMwmerores orpanuyenHbie JanHbie 110 6e30nacHOCTH U 3 PeKTUBHOCTH NPUMEHEHUs NIpenapara
Kutpyna® y naiueHToB ¢ MenaHoMoii riasa.

Jlemu

PexomenmoBanHas no3a npenapara Kutpyaa® nna neuenms gereit ¢ kJIX coctarmser 2 Mr/kr
(Makcumym 10 200 mr), BBosMMas BHYTpuBeHHO (B/B) B Buje MH(Qy3uu B TedeHue 30 MUHYT
Kak/ible 3 He/eu.

Criocob npuMeHeHus

[penapar Kutpyzna® criesyet BEOAUTS BHYTPUBEHHO B BHE HH(Y3MU B TeyeHHe 30 MHHYT.
WNucTpyKIME 10 IPUTOTOB/IEHHIO H BBEJIEHHIO PACTBOPA /It HHPY3Hii

IIpurororiieHne u BBeIeHHE

¢ O®uakoH C JIEKAPCTBEHHBIM IPENapaToM HEOOXOAMMO XPAHUTh B 3ALIMINEHHOM OT CBETA
mecre. He 3amopakuBats. He BeTpsixuBaTh.

e Heobxoaumo JoBecTH Temmeparypy ¢uakona ¢ mpenapatom Kurtpyna® 1o komHaTHOM
TemIeparypbl.

¢ @uakoH ¢ MpernapaToM [0 Pa3BeJCHHS MOKET HAXOAWTHCHA BHE XOJOAMIBHHKA (IpU
temneparype He 6osiee 25 °C) B Teuenue 24 yacos.

¢ JlexapcTBeHHBIC MpenapaTsl A1 MapeHTEPaTbHOrO BBEACHUS TMEPE] MPUMEHEHUEM A0KHBI
MPOBEPATHCSA BU3YaTbHO Ha HAJIWYME TMOCTOPOHHMX YacTHL, U M3MEHEHHUE LIBETa PacTBOpa.

Ilpenapar Kutpyna® npeactapnser coboii mpo3padHblii Wi OnajICCUUPYIOLIUNA pacTBOpP OT
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OeCLBETHOTO 710 CBETIO-KETOr0 LBETA. B cilydae HAMMYMA MOCTOPOHHHX YacTHI (h/IAKOH ¢
[PENapaToM MCIOIb30BaTh HEJIb3s.

* Heobxoaumo Habpare TpeOyemblii obbem (10 4 ma, 100 mr) npenapara Kutpyna® u
MepeHecTH B MHQY3MOHHBIA MeIIoK, cofepxamuii 0,9% pacTBop Xaopuaa HaTpus WiH 5%
pacTBOp IMIOKO3bI (JEKCTPO3BI), A/ MPUTOTOBJICHUS Pa3BEJICHHOIO pacTBOpAa ¢ KOHEYHOM
KoHueHTpauueir or 10 10 mr/ma. IlepemelunBarte pa3BeJeHHbIH PACTBOP, OCTOPOIKHO
nepeBopaynBasi UHPY3UOHHBIA MELLIOK.

¢ Illpurorosnennsiii HHGY3HOHHBINA PACTBOP HE 3aMOPAKUBATE.

¢ [lpenapat He coAEPKUT KOHCEPBAHTOB. Pa3BeeHHBIN Mpenapar 10/KeH OBITh MCTOIb30BAH
HeMeUIeHHO. B ciy4ae, ecnu pasBeseHHbIN pacTBop mpenapata Kutpyna® ne ucronpsyercs
HEMOCPECTBEHHO TII0CjI€ TPUIOTOBJICHHA, €ro AOIYCKAeTCs XPaHUTh MPU KOMHATHOM
TEMIIepaType CyMMapHoO B Te4eHue 10 6 yacoB. Pa3BeeHHBIN pacTBOP JO0IyCKAETCA XPAHUTE
B X0JIOJAMNIbHUKE npu Temnieparype ot 2 /10 8 °C, npu 3Tom 00liiee BpeMs OT NPUroTOBIIEHUSs
Pa3Be/IeHHOr0 PacTBOPA /10 3aBEPLIEHMA HH(Y3UU HE J0JKHO NPEeBbIIATL B CyMMe 96 4acoB.
[locne wu3BneyeHus M3 XONOAMIBHMUKA M [EPe] MCMOJIb30BAHMEM (PNAKOHBI /MW
MH(]Y3HOHHBIE MEIIKH HEOOXO0MMO I0BECTH 10 KOMHATHOM TEMIIEPATYpHI.

e PaspejieHHBII pacTBOP MOXKET COAEPIKATh MOJYNPO3PatHbIE WK Oelible OEIKOBbIE HACTULLbI.
WHdy3nouHblii pacTBOp BBOJAT BHYTPMBEHHO B Teuenue 30 MUHYT uepe3 cucTeMy s
BHYTPUBEHHOIO BBE/IEHMA C HCMOJIb30BAHUEM CTEPUJILHOIO, AalUPOreHHOr0, ¢ HU3KUM
cBA3piBaHMEM Oenka ¢GunbTpa ¢ auamerpoM mop oT 0,2 10 5 MKM, BCTPOEHHOTO WM
MPUCOEUHAEMOTO K UH(Y3UOHHOM cUCTEME.

e He cneayer BBOAMTL Ipyrue JeKapcTBEHHbIE IPENapaThl Yepes Ty e MH(Y3MOHHYIO CUCTEMY,
yepes KoTopyro BBOAAT npenapat Kutpyma®.

e Crenyer BBIOPOCHTH MH000€ HEHUCIOIB30BAaHHOE KOJIHYECTBO MpENapara, OCTABIIEECS BO

t1akone.

INOBOYHOE JENCTBUE

Kpatkuii 0630p npoduis 6e30nacHocTU

[lpumenenne  npemapata  Kutpyma®  Haubonee  4acTo  CBA3BIBAIOT ¢ pa3sBUTHEM
UMMYHOOTIOCPEI0BAaHHBIX HEXKEIAaTENbHBIX peakUuuil. BoMbIIMHCTBO M3 HUX, BKIIOYas TSKEJIBIE
peakiuy, paspellanuch [ocjie Havajna COOTBETCTBYIOLIEH Tepanuu WM M0cle [peKpalieHus
ucnonb3oBanus npenapata Kutpyaa® (cm. nanee «Onucanne HEKOTOPBIX HEKEATebHbIX
peakuuii» ). Ha ocHOBaHMH BCeX 3aperuCTPHPOBAHHBIX HEXKeAaTeIbHBIX JICKAPCTBEHHBIX PeaKIHii
Aanee u B Tabauue 2 npupeieHa 4acTOTa HE3aBUCHMO OT OLICHKH HCCIIEJOBATENIeM MPHYMHHO-

CJIE/ICTBEHHO! CBS3MU.
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IlemBponusymab 6 kauwecmee monomepanuu (cm. pasden «Cnocod npumvenenus u 003v1»)
besonacHocTe memOponmsymaba mpu NpUMEHeHHH B KauyecTBe MOHOTEPANMH H3y4anach B
KIIMHMYECKHUX HcciieloBanmnsX y 6185 naumeHToB ¢ pacnpocTpaHeHHOM MeNaHOMOH, MelaHOMO
3-id craaum  nocne  XMpYpPruueckoro Jiedenus (agbtoBanTHas Tepanus), HMPJL  kJIX,
YPOTE/IHAIBbHBIM PaKoM, pakoM ronoBel W men wiv KPP B deThpex pexxumax no3upoBanus
(2 Mr/kr maccrl Tena kaxasie 3 Hegeny, 200 Mr kaxkaele 3 Hemedu wid 10 Mr/kr Macchl Tena
Kaxble 2 vy 3 Hefenun). B aToil momyssiuMu nauuMeHToB MejMaHa BpeMeHM HabioAeHHs
cocraBuna 7,6 mecana (amanazon or | aua g0 47 mecsauer), v Haubolee 4aCTBIMH
HEXKEIATEIPHBIMH  PEAKLMSIMU T[IPU TIPUMEHEHHMH TeMOposmzymaba ObutH  yetamocth (32%),
TomHoTa (21%) u anapes (21%). BoabIMHCTBO COOBMICHHBIX HEXENATEBHBIX PEAKLMH MpH
NIPUMEHEHUM B Ka4yecTBe MOHOTepanuu Obiin | unu 2 crenenn tsokecty. HanGosee cepbesnbiMu
HEXKEJIATe/IbHBIMU - PEAKLMAMM  ObIIM  MIMMYHOOIIOCPE/I0BAHHbIE HEXKEJIATeNIbHbIE PEAKLMH M
TsDKeNble MHDY3HOHHBIE peakiuu (cM. «Oco0ble yKazaHHA»).

Llembponuzymad 6 kombunayuu ¢ xumuomepanueii (cm. pazoen « Chocob npumenenus u 003vl»)
[Ipu npumenenun nemGponusymaba B KOMOMHALMK MEpe/] HA4ANIOM JIeYeHUs 03HAKOMbBTECH C
MHCTPYKIMEH 110 NPUMEHEHUIO COOTBETCTBYIOIMX KOMIIOHEHTOB KOMOMHUPOBAHHOMN Tepanuu.
bezomnacnocTs nemoponnzymabda npu NpUMEHEHHH B KOMOMHALIMA ¢ XMMHOTEpANueii n3ydanach
B KJIMHHYECKHUX Hccnenoanuax y 2033 maguentor ¢ HMPJI, TIPI'L, pakom nuineBoga win
THPMX B pexumax no3uposanus 200 mr, 2 mr/kr maccsl Tena uind 10 Mr/kr Macchbl Tejla Kaxible
3 Hejienu. B aTo# nonynsumm nanueHToB HanboJee HaCThIMU HEXKeNaTelbHBIMU PEAKLMAMH ObLiH
anemus (52%), TtomHoTa (52%), yctanocts (37%), 3amop (34%), weitponenus (33%),
nuapes (32%), cHwxenue anmetuta (30%) wu  psorta (28%). Yacrora BO3HMKHOBEHHUS
HE)XKEJIAaTe/IbHBIX peakuui 3-5 creneHu TsKecTH y mauueHToB ¢ HMPJL cocraBuna 67% npu
npuMeHeHuu nembponsymaba B KOMOMHALIMK ¢ XUMHOTepanueil u 66% npu npuMeHEHUH TOJBKO
xumuorepanuy, y nauueHtos ¢ [IPT'TI cocrapuna 85% npu npumenenun nemdposnusymada B
KoMOuHauuu ¢ xumuotepanueid u 84% npu NPUMEHEHWM XMMUOTEPANMM B KOMOMHALMM C
LETyKCMMaboM, Yy MalUMeHTOB € paKoOM IMHIIEBOAA coctaBuna 86% IpH NpUMEHEHHUM
nemOponusymaba B KOMOMHaLMM ¢ XumuoTepamueidi ¥ 83% mpH NPUMEHEHMH TOJBKO
xumuotepanuu, y nauneHtoB ¢ THPMX cocraeuna 78% npu npumenennu nembpoausymaba s
KoMOuHaumu ¢ xumuorepanueil U 74% npu NPUMEHEHUH TOALKO XUMUOTEPAUH.
Llembponuzymad 6 kombunayuu ¢ uneubumopom muposunxkunasvl (UTK) (cv. pazoen «Chocob
NPUMEHEHUA U 003bl»)

[Tpn npumenenun nembpoansymada B KOMOMHALMM € AKCUTUHUOOM MM IEHBATUHUOOM nepe;]
Ha4yajaoM JIeYeHUs O3HAKOMbTECH C MHCTPYKUMUAMM [0 [PUMEHEHMIO aKCUTMHMOA WU
neHBaTHHKOA. [171s 100 IHATEIbHON MH(OpMaL|K 0 6e30MacHOCTH TeHBATUHHOA 03HAKOMBTECH
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C MHCTPYKLHEH I10 MPHUMEHEHHIO JeHBaTMHMOA. [IIs [OMONHMTENBHOH MHPOPMAIMM MO
0e30MacHOCTH aKCUTHHMOA MPH MOBBIEHHON AKTHBHOCTH (PEPMEHTOB IEYEHH CM. TAK)Ke pazzen
«OcoOble yKazaHusy.

Besonachocte nembposnusymaba npu npuMeHeHMM B KOMOMHALMM C aKCHTMHMOOM WM
JMEHBATHHUOOM 1pn  pacnpocTpanenHoM IIKP u B KkoMOGuHaumu ¢ JeHBaTMHHGOM mpH
pacnpoCTpaHEHHOM ~ pake OSHAOMETPHs HM3ydanach B  KJIMHMYECKHX HCCICJOBAHUAX Y
1456 naunenToB ¢ pacnpoctpanenHsiM ITKP nnu pacnpocTpaHeHHbIM pakoM SHAOMETPHs B
pexxume 103upoBanus 200 mr nembponuzymaba kaxsie 3 Heaenu u aubo 5 Mr akeutuHuba 8a
pasa B ficHb, 1100 20 Mr JieHBaTMHMOA OJMH pa3 B CyTKH COOTBETCTBEHHO. B 5Toi momysuuu
NaLUCHTOB HauboJIee YacThIMK HeKeIaTeIbHBIMK ABICHUAMM OBLTH auapes (58%), MOBBILICHHe
aprepuanbHoro  jlarnenus (54%,), runorupeos (46%), ycranocts (41%), CHUXKEHUE
annerura (40%), TowHora (40%), aprpanrus (30%), peora (28%), cuuxkenne Beca (28%),
auchonus (28%), 601p B xuBOTE (28%), MpoTennypus (27%), CUHAPOM JTaA0HHO-TIOAOIBEHHOMN
sputpoausectesuu (26%), cuinb (26%), cromatut (25%), 3anop (25%), cKeleTHO-MBIIICYHAS
601b (23%), ronoeHas 601b (23%) 1 kawens (21%). YacToTa BOZHUKHOBEHUS HEXKENATENLHbIX
peakuuit 3-5 crenenn Tsxectd y nauuentop ¢ [IKP cocraeuna 80% npu npumenenuu
nemMbposnuzymaba B KOMOMHALIMM ¢ AKCHTHHUOOM WM JIeHBAaTHHUGOM 1 71% Npu MOHOTEpanuu
CYHHTHHHOOM. YacToTa BO3HMKHOBEHMA HEXCNATENBHBIX PEakUMil 3-5 CTEMeHH TAKECTH Y
NalMEHTOB € paKoOM BHjomerpusi coctaBuna 89% npu npumeHeHun nemOposnusymaba B
KOMOMHaLWK ¢ IeHBaTHHUOOM 1 73% Npu NPUMEHEHUH TOJILKO XMMUOTEpPATU.

Tabanunblii nepeyeHb HeXeNaTeAbHBIX PEAKIUiA

Hesxenarenbrpie peakuny, HabimofaBmyecs B KIMHHYECKUX MCCIIEI0BAHMAX MeMOpoInu3yMaba
NpyU NPUMEHEHNWM B Ka4yeCTBE MOHOTEpPANMM, MM B KOMOMHALMM C XMMHUOTEpanuei, uim c
APYrMMM  NPOTHUBOOIMYXOJICBBIMU ~ Npenaparamu  Wid  cooOlieHHble B pamkax
[I0CTPErMCTPALIMOHHOIO CIOB30BaHus npenapara Kurpyna®, nepeuncnens 8 Tabauue 2.

OTH peakumu NpejIcTaBNeHbl 10 CUCTEMHO-OPraHHbIM K/Jaccam 1 4acToTe. YacToThl yKasaHbl 1o
CJACAYIOUIUM KaTeropusm: o4eHsb yacthle (>1/10); acteie (>1/100 go <1/10); neyactrie (>1/1000
10 <1/100); peaxue (>1/10000 o <1/1000); ouens peaxue (<1/10000) n Hen3BecTHO (YacToTa He
MOXET ObITb OLEHEHA HAa OCHOBAHMM MMEIOLIMXCS AaHHBIX). B Kax10ii yacToTHOi rpynne
HEXKeJlaTellbHble PeaKuMu PacloyloXKeHbl B nopsjke yOblBaHus cepbe3nocTn. HexenarenbHble
peakluuy, BO3HHKAIOLUME IPH IPUMEHEHUM TOJBKO MeMOpoaM3ymada MIM KOMIIOHEHTOR
KOMOMHMPOBaHHOH TepanuM, NPMHHMAaeMbIX MO OTJAEJBHOCTH, MOTYT BO3HHKATH IIPH HX
COBMECTHOM [PUMEHEHMH, AaXKEe €CIM B KIMHMYECKMX HCCIE/I0BAHWAX KOMOWHMPOBAHHOM
Te€panuu O JaHHBIX peakuusax He cooduwianock. Jlns aononnurtesnsHoit uHdopmauuu 1o
6€30MacCHOCTH TPY NPUMEHECHHH IeMOPOIM3yMata B KOMOMHUPOBAHHO# Teparii 03HAKOMBTECE
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C HHCTPYKUHUAMU TI10 MPHUMEHCHUIO COOTBCTCTBYIOIIUX KOMITOHCHTOB KOM6HHHpOBaHHOﬁ

TEpaTuH.
Tabamua 2: HexenarenbHble peakiuu y NaUMEHTOB, [OJyHABIUMX TEPANUIO MPENAapaToM
Kurpyna®*
MomnoTtepanus B  xomOmnmammm ¢ (B  komOuHammm ¢
XHMHOTepanuei AKCHTHHHOOM HJIH
JICHBATHHHOOM
Undexnnonnpie 1 napasnrapubie 3a601eBaHus
Ouenb ITHEBMOHHUS uH(pekuun
4acThle MOYEBBIBOJAIIMX MyTeH
Yacteie [THEBMOHM3I [THEBMOHMSI
Hapymenus co cTOpoHBI KPOBH H JIUMPATHYECKOH CHCTEMbI
OueHb aHeMusl HEUTpPONEeHUs, aHeMus, | aHeMusl
4acThble TPOMOOLIUTONEHUS,
JerKoneHus
Yacteie TPOMOOLIUTOTICHHS, bedpunbHas HEHTponeHus,
HEUTpONeHus, HEUTPONEHMA, TPOMOOLIMTONEHUA,
numdoneHus numdoneHus auMdponeHus,
JleiKoneHus
Heuacteie | nelikonenus, 503UHO P HITHS 503UHO P HITHS
503UHO P UITHS
Penkue UMMYHHasi
TPOMOOLIUTONICHHMS,
reMOJIMTUYECKAsI aHeMMUsl,
HUCTHHHAas
SPUTPOLHTapHAs
anazus,
remMo(arouuTapHbIi
AUMGOrucTUOLUTO3
Hapymenns co cTOpOHBI HMMYHHOIi CHCTEMBI
YacTrie uH(py3uoHHas peakuusa® | uH(y3HOHHAs peakuusa® | MHPY3MOHHAS peaKLus®
Heuacrsie Capkonjio3
HewnssectHo | oTTOp)CHME
TpaHCIIaHTaTa
COJIMJIHOTO OpraHa
Hapymienusi co cTOpOHBI 3HI0KPHHHOH CHCTEMBI
Ouenn runotupeos’ TUTIOTHPEO3 TUIIOTUPEO3
4acTble
Yacteie TUIIEPTUPEO3, runepTupeos’ HEJ0CTaTOUYHOCTh
TUPEOUAUT® $yHKLMK
HAa/IMOYEYHUKOB®,
TUIIEPTUPEO3,
TUPEOUIUT®
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HeuacTrie

HEA0CTaTOYHOCTh HEJ0CTaTOYHOCTh runoduzut’
byHKIMH dyHKIMH
Ha/11104€4HUKOB®, Ha/i1104e4HUKOB®,
runoduzut’ TUIO(H3NT,, THPEOUTUT
Hapymenusi co cropoHb1 00MeHa BeLecTB U IHTAHHS
Ouenp CHIKEHUE aIlneTuTa TUITOKATUeMMUS, CHWJKEHME arreTuTa
yacTble CHIKEHME ammeTuTa
Yactrie TUIIOHATPUEMHS, TUIIOHATPUEMHUS, THIIOHATPUEMMUSL,
rUNoKaIneMus, TUIIOKAJIbLIHEMMS] FUIOKAIMeMUs],
THIIOKATBLIAEMHUS THIOKATbLAEMUS
Heuacteie | caxapHbiit Auabet | caxapHblii inaber | TMna | caxapHbiid aAuabder
1 Tuna® 1 Tuna®
Hapywenns ncuxukn
Ouenb HeccoHHuULa
4acThble
Yactele OeccoHHMLA OeccoHHMLA
Hapyuenus co cTopoHbI HePBHOMH CHCTEMBI
Oyenb rojloBHas 60Jb nepudepuyeckas rojiopHas 00b,
qacThble HEMpOMaTHs, TOJIOBHAS | JUCTEB3Hs
00J1b, rONIOBOKpPYKEHME
Yacteie rOJIOBOKPYIKEHHE, arlaTMYHOCTb. JUCTEB3Us | TOJOBOKPYIKCHHUE,
nepudepuyeckas nepupepuyeckas
HelporaTus, HerpornaTus,
anaTU4HOCTh, AUCIeB3Us anaTuyHOCTh
Heuactele | smmnencus SIUJIETICHSA MHACTEeHUYECKHUH
cunpom”, sunedanut®
Penxue sHuedganuT’, CHHAPOM sHUEedaIuT, CHHJPOM
I'nitena-Bappe’, muenur, | I'nitena-bappe'
MHUACTEHUYECKUHN
CUHAPOM®, MEHUHIHUT
(acenTuueckuii)!
Hapyienusi co cTopoHbl oprana 3penust
Yacreie CYXOCTb Il1a3 CYXOCTb I/1a3 CYXOCTb If1a3
Hewacteie | yBenut™ yBeuT"”
Penkue cunapom @orra- YBEUT CUH/POM ®Dorra-
Kosinaru-Xapana Kosnaru-Xapana
Hapyuiennsi co cTopoHs! cepjna
Yacteie HapyleHHe CEPCYHOr0 | HapylLIEHUE Cep/IeUHOro | HapylIeHUE CepAeYHOro
purma’ (Bkouas purma’ (Bkouas putma’ (Bkmouas
budpusILMIO bud puALMIO budpunsaumo
rpeacepauii) npeacepaui) rpeacepaui)
Heuactrie MHUOKapAuT, MHUOKapauT", MHUOKapAUT,
nepuKapa1alibHbli nepuKapuaibHbIiA nepuKap1aibHbli
BBIIIOT, IEPUKAPAUT BBIIOT, [1€PUKAP/NT BBIIIOT
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Hapymenus

€O CTOPOHBI COCY/I0B

Oyenp TIOBBIIICHHE
yacTble apTepuasbHOro
JABIECHUA

Yactble MOBbILIEHHE TOBbLLIEHHE

apTepHaIBHOTO apTepUaIbLHOTO

JlaBlIeHUs JaBleHUs
Heuacteie BaCKyJIUT’ BacKyIuT’
Penkue BaCKYJIUT

Hapywenuss co cTOpoHbI AbIXaTelIbHON CHCTEMbl, OPraHOB TIpPYAHOH KJIETKH M

cpe/10CTeHusi

OueHb O/1bILLIKA, KallieJslb O/1blILIKA, Kallle/lb O/1blLlIKA, Kalle/b

4acThle

Yacrtble [IHEBMOHMUT" [IHEBMOHMUT [IHEBMOHMUT"

Hapyiuenus co cTOpoHbI 7Ke/Iy104HO-KHLIEYHOT0 TPAKTA

OyeHb Auapes, 6osib B xuBOTEY, | TOLIHOTA, pBOTA, /Uapesi, | Auapes, 6oab B KuBoTed,

4acThle TOLIHOTA, pBOTA, 3anop | 6ok B skuBOTEY, 3amop TOLUHOTA, PBOTA, 3aII0p

Yactble KOJIMT', CYXOCTb BO PTy | KOJIUT, CYyXOCTb BO PTY, | KOAMT', [aHKPeaTuT,

racTpuT racTpUT, CYXOCThb BO PTY

Heuactsie NaHKpeaTuT’, PacTpuT, | NAHKPEaTUT', U3bSA3BJIEHUE | U3bA3BIIEHUE CTEHKK
V3bS3BIICHHUE CTCHKHU | CTCHKH KEJIy JOYHO- | )KeTyA0YHO-KHIICUYHOTO
JKeNyI04HO-KMILEYHOrO | KMLIEYHOro TpakTa' TpakTa'
TpakTa'

Penkue nepdopaiys  TOHKOro nepdopaums  TOHKOro
KMIIEYHHUKA KUIICYHHKA

HapyueHnsi co cTOpoHbI neYeHn H Ke/I4eBbIBOASIINX My Teii

Yactoie renaTuT" renaTur”

Heuactbie | remarut”

Penkue CKJIEPO3UPYIOLIUI CKJIEPO3UPYIOLIUAN
XOJIaHTUT XOJIAHTUT

Hapymenns co cTOpOHBI KOKH M NOAKOXKHBIX TKAHEH

Ouenb chinb’, 3ya"” anoneuus, coire’, 3ya" coinb’, 3y1"

4acTble

YacTeie TSAKEIbIe KOKHBIE | TsXKeJIble KOKHBIE | TsXKeJbIe KO>KHBIE
peakuuu®, spuTeMa, | peakuun®, spuTeMa, | peakuuu®, JlepMaTHT,
JACPMATHUT, CYXOCTh KOXKH, | IePMAaTHUT, CyXOCTb KOXKH | CyXOCTb KOXH, PUTEMA,
BUTHIIUIOY, aK3ema, akHenpopMHbIi
anoneuus, JepMaTHT, aJoTeIxsI
aKHeu(pOPMHbIIi 1epMaTUT

Hewacteie | ncopuas, IMXeHOWIHBIH | copuas, 5K3eMa, DK3€Ma,  JIMXCHOWIHBIH
KepaTos?’, namyna, | IMXEHOW/HbII KepaTo3, | keparos?, rcopuas,
M3MCHEHHMs LBETA BOJOC | aKHEU(OPMHBIN BUTUJIUTO’, namnya,

J€PMATUT, BUTHUIIUTOY

HN3MEHEHHUs LIBETA BOJIOC
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Penxue

TOKCHYECKHU
OMUAEPMAaIbHBIN
HEKPOJIU3, CUH/IpOM

Crurenca-/[)xoHcoHa,

y3Jl0BaTas 3puTemMa

y3J10BaTasi spuUTEMa,
U3MEHEHHUS LIBETA BOJIOC

TOKCHYECKHH
SMUAEPMaTbHBIN
HEKPOJIu3, CUH/IpOM

Cturenca-J/)xoHcoHa

Hapywenus co cTOpoHbI CKeJIETHO-MBIIIEYHOH CHCTEMBbI H COCAHHHTEIbHONH TKAHU
Ouenb CKeJIeTHO-MblLLeYHasl CKeJIETHO-MblLlIe4Hasl apTpajirus,  CKeJleTHO-
qacTele Honp™, apTpanrus Oonp™, apTpanrus MBILIEYHAs 6omp™,
Muo3ut™, 00.1b B
KOHEYHOCTH
Yactble Gonb B KOHe4HocTH, | Muo3uT, 6o B | apTput®®
Muo3ut™, apTpUT* KOHEYHOCTH, apTpUT™*
Heuacteie | TenocuuoBuT® TeHOCHHOBHT TEHOCHHOBMT®
Penkue Cunapowm Ulerpena Cunppowm llerpena Cunppowm llerpena
Hapyuiennsi co cTOpoHBI I0YeK H MOYEBBIBOASIIHX My Tei
Yacrbie ocTpoe  nospexaeHue | Hepur
NoYyeK
Heuwactbie | nepput™ Hedput™
Penkue HEUH(PEKLIMOHHBIN HEUH(EKLIMOHHBIH
LIMCTUT LMCTUT
OO6uue paceTpoiicTBa H HAPYILUEHHSI B MeCTe BBEACHHSI
Ouensb YCTa0CTh, acTeHus, | ycTanocTb, acTeHus, | yCTanoCTh, acTeHusl,
4acThle otex™, MOBBIIICHHUE | TIOBBILICHHE otek', TOBBIIICHUE
TeMIepaTyphl Tela TeMIepPaTyphl Tena, | TeMneparypsl Tena
otek!
Yacreie rpunnonoaodHoe rpunnonoaooHoe rpuInnonojooHoe
3abosieBaHue, 03HOO 3abosIeBaHuE, 03HOO 3a0osieBaHKe, 03HOO
JlabopaTopHble H HHCTPYMEHTAJIbHBIE IaHHbIE
Ouenp TIOBBILIEHNE AKTHBHOCTH | TIOBBIIICHHE aKTUBHOCTH
yacThle AJIT, [IOBbILLIEHHKE | 1MNA3bI, [I0BbILLIEHWE
aKTUBHOCTH ACT, | akTHBHOCTH AJIT,
MOBbIILIEHWE MOBbILIEHUE AKTUBHOCTH
KOHLIEHTpaL UK ACT, NOBbILLIEHUE
KpEaTUHUHA B KPOBU KOHLIEHTpaL1H
KpeaTHMHUHA B KPOBU
YacTtele TIOBBIIICHHE AKTUBHOCTH | TUIIEPKAIbIIHEMUS, MOBBILIEHHE AKTUBHOCTH
ACT, NOBbILIEHUE | MOBBILIEHUE AKTUBHOCTHU | aMuliasbl,  [OBbILIEHHE
aKTUBHOCTH AJIT, | menouno#t docdaraszpl B | KOHIEHTpALMH
CUIEepKallbLUEMUS, KPOBM. NOBblLEHHE | OunupyOuHa B KpoBM,
MOBBILICHHE AKTHBHOCTH | KOHLCHTPALIMH MOBBIIICHUE AKTUBHOCTH

wenoyHoi ocdarasnl B

KpOBH, NOBBILICHHE
KOHLEHTpaL1u
OunupybuHa B KpoBw,
NOBEILICHHE

OunupybuHa B KpoBu

uieno4Hoi ¢ocdarazel B
KpOBH,
runepKanbLuemMus
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KOHICHTpaluu
Kp€aTUHHHA B KPOBH

Heuacrsie [NOBbILLUEHUE AKTUBHOCTH | [1OBbILLIEHHWE AKTUBHOCTHU

aMHuJia3bl aMHUJ1a3bl

*HacToTa HexenaTenbHbIX peaKiuii, nepeuncientpix B TaGuuue 2, MOKeT ObITb CBA3aHA HE TOIBKO C IPHMEHEHHEM
nembponnsymaba B KauecTBE MOHOTEPANHH, HO M C OCHOBHBIM 3a00NEBAaHMEM WM C APYTMMM JIEKAPCTBEHHbIMH
TIpenapaTaMy, MCTIOJIb3yeMBIMH B KOMOWHHPOBAHHOMN Tepanmy.

"Ha ocroBanun CTaH/IaPTHBIX 3aMPOCOB B 6a3y /[aHHBIX HeXKeaTelbHBIX PeaKiuii, BKIF0YamuX 6panapuTMuH H
TaXMapUTMHH.

Cnepyioe TepMuHbl [PEACTABIAOT COOOH IPyIIy B3aUMOCBA3AHHBIX COOBITHIH, KOTOPblE OMMCHIBAIOT
MEIMLUMHCKOE COCTOAHHE, @ HE OHO COObITHE:

a.

o

o e o

bl o - o -

=

W e P B

o

HH(Y3HOHHBIE peaKIM¥ (TMIepYyBCTBHTENBHOCT K JIEKADCTBEHHOMY Tpenapary, aHaduIakTHYecKas
peakius, aHaumakTonIHAS peaxius, THIIEPYyBCTBUTEITBHOCTB, HH(]y3uOHHas peakuus
TUIePUYBCTBUTENBHOCTH M CUHAPOM BbICBOOOKAEHHS LINTOKHHOB);

runoTupeos (Mukceaema),

TUPEOUAUT (ay TOMMMY HHbIA TUPEOUANT, 3a00AeBaAHUE LUMTOBUAHOM JKe€3bl U OCTPbIA THPEOUAUT);
runeptupeos (bazenora GonesHn);

HE/IOCTATOYHOCTE  (YHKUMH  HaAMo4YeyHnkoB (00ne3Hb AJIMCOHA, OCTpas HeJO0CTaTOYHOCTB KOPEI
Ha/INOYEYHHKOB, BTOPHYHAS HEJIOCTATOYHOCTE KOPBI HA/AMIOYEYHHKOB);

rUnoQU3HT (TUNOMUTYHTAPU3M);

caxapHbiil anader 1 Tuna (auabeTHyecKkuil KETOALMI03);

3HuedanuT (ayTOMMMY HHbIH IHUe(anuT, HenHeKUHOHHBIH FHUedanuT);

cunapom I'nitena-bappe (akconanbHas HeHpONaTUsA U AEMUEIMHU3UPYIOLLAA NOJMHERPONATH);

MUENUT (BKJKOYasA NOTIepedHbIH MHEITHT);

MHUACTEHHYeCKMI CHHAPOM (MHACTEHH TPABHC, BKITIOYas 000CTPEHHE ),

MEHMHIUT aCeNTHYECKUH (MEHHHIUT, MCHUHIUT HEUH(EKUNOHHBIN);

. YBEHT (XOPHOPETHHHT, BOCTIAJIEHHE Pa/Ty>KHOM 000JI0UKH 71432 U UPUAOLMKIIMT);

MUOKapAHUT (ay TOUMMY HHBIA MHOKAp/UT);

Backy it (BacKynut LIHC, aopTHT, THTraHTOKJICTOUHEIN apTepUHT);

MHEBMOHHUT (MHTEpCTHIMANBEHOE 3adoneBanme JIETKUX, ITHEBMOHUS OpraHu3yroIascs,
UMMYHOOIIOCPEOBAHHBIN MTHEBMOHHT);

Goab B xuBOTE (AMCKOMGOPT B KUBOTE, GOJIb B BEPXHEH YaCTH KUBOTA, GOJIb B HMAKHEH 4aCTH XKHUBOTA);
KOJIMT (KOJIMT MUKPOCKOMMNYECKUH, IHTEPOKOJIUT, [EMOPPArH4€CKMI SHTEPOKOJINT, ayTOMMMYHHBIH KOJIUT U
MMMYHOOIMOCPEJ0BAHHbIH 3HTEPOKOJIUT);

NaHKPEeaTUT (ay TOMMMYHHbIIl NAHKPEATUT, OCTPbIIA NAHKPEATUT U MMMYHOOIOCPEIOBAHHbII AHKPeaTHT),
U3BS3BIICHHE CTEHKH JKEJTyJOUHO-KHIIEYHOT0 TpakTa (3Ba JKeJlyJKa U Iyo/IeHalbHas 43Ba);

renatut (ayTOMMMYHHBIH TelaTHT, IMMYHOOIIOCPEAOBAHHBIN FeNaTHT, JIEKAPCTBEHHOE TOBPEX/ICHHE TIeYeHN
U OCTPBIM TE€MaTHT);

Cbillb (3pUTEMATO3HAA Chillb, (OIMKYIAPHAA Cblllb, MAKyJe3Has Cblllb, MAKy/E€3HO-Nally/e3Has Cblllb,
nNaIny/e3Has Chlllb, 3y AsLIAA Cbillb, BE3UKY/IAPHAsA CblNb U Chillb HA NONOBLIX OpraHax);

w. 3y1 (Kpa]’IPIBHl/IIla, namyJe3Has KpanuBHUIIA U 3Y/T TTOJIOBBIX OpTaHOB);

TAKENBIE KOKHBIC peakuud (reHepanu30BaHHBIH SKC(HOTMATHBHBIN JCPMATHT, SKC(OIHATHBHAS ChIMb,
nempuryc u moboe U3 CreIyIONMX ABICHHI >3 CTENEHN TAKECTH: OCTPBIH (GeOPHIBHBIN HeHTPOQHITEHEI
AepMato3, ymub, MponexeHb, Oy/Ie3HBIH  JepMaTHT, SKCOIMATHBHBIA  J€pMaTHT, JAepMAaTHT
NCOPUaZsUPOPMHBIH, MEIMKAMEHTO3HASA Chillb, MYJILTU(HOPMHAS SPUTEMA, KENTYXA, KPACHbLI IIIOCKUI NMLual,
KPACHbIA MUIOCKUI JMLLai pTa, neM(purous, 3y, reHUTabHbli 3y, Cblllb, IPUTEMATO3HAS Chillb, MAKYJ1E€3HO-
nanyJie3Has Cbiflb, 3yAsllas Cblllb, I1yCTYJI€3HAA Cblllb, NOBPEXKAEHUE KOXKM M TOKCUYECKME BLICHINAHUA HA
KOXKe);

Y. BUTHITUTO (aermrmemaum KOXXH, TUITOMUTMEHTAIIUS KOKHW U THNONMUTMEHTALIUA BCK)',

aa.

JIMXCHOW/IHBIH KepaTo3 (KpacHbIH TIOCKHH JIHIIAl 1 CKIepoaTpoudecKuiil Mumaii);
CKeJIETHO-MbIlIeYHas 60/b (CKeNeTHO-MBIIUEYHEIH AUCKOM(OPT, GOMB B CIHHE, CKEJIECTHO-MbIILIEYHAs
CKOBAHHOCTb, CKEJIETHO-MblLL€4HAs 00/1b B [PYAHON KIIETKE M KPUBOLLES);

bb.Muo3UT (MPIaHI'Hﬂ, MHUOMnaTus, HCKPOTH3HP)’POIJ_[HFI MUWO3HT, MOJTUMHAANITUSA peBMaTU4eCcKas u paGﬂOMHOHPB);

cC.

apTpuT (OTEK CYCTaBOB, MOJUAPTPUT U CYCTABHOM BHINOT),

dd. TEHOCHHOBHT (TEHIMHHT, CHHOBHT U 0OJIb B CYXOKHMIIHAX);
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ee. HePHUT (2yTOUMMY HHbIH HepUT, TyOyIOUHTEPCTULMANB DI HEDPUT U NOYEUHAS HENOCTATOYHOCTH, OCTPast
no4YedHas HEJIOCTATOYHOCTh WIM OCTPOE MOBpPEXk/IEHHE MOoYeK C MpU3HAKaMu Hedputa, HepOTHUECKUH
CHH/IPOM, F7IOMEpYTOHe()PUT H MEMOPAHO3HBIH TIIOMEPYTOHEDPHT);
ff. oTek (oTex nepudepuyecKnii, reHepanU30BaHHbII OTEK, [UIEPBOJIEMHSA, 33/1€PIKKA KUIKOCTH, OTEK BEK U OTEK
ry0, OTeK JMLa, JIOKATH30BaHHbI OTEK W 1EPUOPOUTAILHBI OTEK).

OnucaHue HEKOTOPbIX HEXKEJIATE/IbHbIX peaKIlni

JlaHHble 115 CeayrolnX MMMYHOOIOCPE/J0BAHHBIX HEXe/aTellbHbIX PeaklMil OCHOBaHbI Ha
vHQOpMaLMY y MalKeHTOB, MOMYYaBLIMX MEMOPOIN3YMad B KIHHMYECKHMX MCCIEJOBAHUAX B
YETHIPEX peXMMax J03HMPOBAaHUA (2 MI/KI Macchl Tena Kaxiasle 3 Heaead, 10 MI/Kr Macchl Tena
Kaxkble 2 nin 3 Heenu wiu 200 mr kax/aeie 3 Heaenu). PekomeH1aluy no BeieHUIO NallueHTOB
C YKa3aHHBIMH HE)KeJlaTe/IbHbIMU PEaKLMsAMM ONucaHsbl B paszjiene «OcoOble yKazaHus.

HUmmynoonocpedoeannvie nexcenamenvuvie peaxuui (em. « Ocobvie ykazanisiy)

Hvmynoonocpedosanwiii nHegvonum

V 286 (4,6%) naumMeHTOB, NOJy4MBIUMX EMOPOIN3YyMald, pa3BuICs IHEBMOHMT, B TOM YMcie 2,
3, 4 i Screnenn Tkeetn y 128 (2,1%), 73 (1,2%), 17 (0,3%) u 9 (0,1%) nauueHTOB
COOTBETCTBEHHO. Me/lMaHa BpeMEHHM 10 Hayana pa3BUTHs MHEBMOHMTA COCTaBMIIa 3,5 mMecsLa
(ananazon ot 2 gHei 10 26,7 mecsiua). Mejinana npoo/skuTebHocT coctasuna 2,0 Mecsua
(ananazon ot | aus 1o 33,0+ mecsiua). [THeBMOHMT pa3BuBaics Hauboee HacTo y NalMeHTOBR,
KOTOPBIM MPOBOJMIIN JyYEBYIO TEPANMIO OPraHOB IPYJHOM KIeTKU B aHamHese (8,2%), yeM y
MalMeHTOB, KOTOPBIM paHee HE MPOBOAWIM JY4EBYIO TEpariMi0 OpPraHOB TPYIHON KICTKH
(4,2%). Ilpexpauienune Tepanuu nemOpoIn3yMadoM B CBsI3U C [IHEBMOHMTOM M0TPEGOBAIOCH Y
117 (1,9%) naumenron. [TneBMoHUT pa3pelunics y 166 nauneHTos, B 4 ciyuyasx HabI0AaIUCh
OCJIOXKHEHHS.

VY naunento ¢ HMPJI pazeuicsa naeemonut B 160 (5,7%) cnyuasx, B ToM uucie 2, 3, 4 win
5 crenenu TskecTu y 62 (2,2%), 47 (1,7%), 14 (0,5%) 1 10 (0,4%) naumeHToB COOTBETCTBEHHO.
YV nauuentos ¢ HMPJI, KoTOpbIM MPOBOAMAM JIyHEBYHO TEpAIlMIO B aHAMHE3E, HEBMOHMT
pazsBuiics B 8,9% ciyyaeB. ¥V nauueHTtor ¢ kJIX yactora pazBUTHS MHEBMOHHUTA (BCE CTENEHH
TsDKeCTH) Obula B amamasoHe oT 5,2% po 10,8% B uccinenoBaHusx y mauueHToB ¢ KJIX
KEYNOTE-087 (n=210) n KEYNOTE-204 (n=148) cOOTBETCTBEHHO.
Hvmynoonocpedosannwiii konum

V 121 (2,0%) nauueHToB, MOTYyYMBIINX MEeMOPOIH3yMal, pasBuicsa KOJIMT, B TOM Yucie 2, 3 Win
4 crenenn Tsokeetn y 35 (0,6%), 67 (1,1%) u 5 (0,1%) naumeHTOB COOTBETCTBEHHO. MennaHa
BPEMEHM /10 Hayaja pasBUTHA KoJuTa cocTtaBuna 4,7 mecsua (auanazoH or 7 aHed 10
24,3 mecsaua). Mesinana npoaosmkutenbHoctTy coctaeuna 1,0 mecsu (amanasos ot 1 aus po 12,4
mecsiua). [lpexpamenne Tepanum nemOponn3ymMabom B CBSI3M € KOJIMTOM MOTPeGOBanoch y

34(0,5%) naumentoB. Koaut paspemmics y 99 mauwentoB, B 2 ciydasx HaOIIOaTHCh
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ocnoxHeHHA. Y mauuentoB ¢ KPP, momyuapmmx nemOposnsymal B KauyecTBe MOHOTEpAarHH
(n=153), yacToTa pa3BuTHs KoiuTa coctaBuna 6,5% (Bce cTeneHn TsvkecTH) ¢ 2,0% 3 cTenenu
TskecTh U 1,3% 4 crenenu TsxecTy.

Hvimynoonocpeoosannwiii zenamum

Y 61 (1,0%) nauneHTOB, MOMyYHBIIMX MEMOPOIM3YMal, pa3BUIICS TEMATHT, B TOM YKC/IE 2, 3 WK
4 crenenn TKecTH y 8 (0,1%), 41 (0.7%) u 8 (0,1%) mauMeHTOB COOTBETCTBEHHO. Meamana
BPEMEHM JI0 Hayana pa3BuTMA remnatura cocraBuia 3,8 mecsina (uanason ot 8 aHell J0
26,3 mecsia). Menuana NPO/I0JKUTEILHOCTY cocTaBuia 1,1 mecsiua (auanazon or 1 aus a0
20,9+ mecsua). lpekpaienye Tepanuy neMOpoH3yMabom B CBA3M ¢ FeNaTUTOM NMOTPeGOBANIOCH
y 24 (0,4%) natmentor. ['enatut paspemuncs y 46 nauueHToB.

Hvmynoonocpeoosannwiii negppum

Y 25(0,4%) naumeHToB, MOJYYMBIUMX NeMOpOIM3yMal B KauecTBe MOHOTEpANMM, Pa3BUICH
nedpur, B ToM yncie 2, 3 wan 4 crenenu Tsukeetu y 5 (0,1%), 15 (0,2%) 1 2 (< 0,1%) narmeHTos
COOTBETCTBEHHO. Menmana BpeMEHM A0 Hayajga pa3BUTHA HeppuTa cocTaBWiaa 5,1 Mecdana
(ananazoH ot 12 aHeii ao 21,4 mecana). Meamana NPOJI0JDKMTENBHOCTU cocTaBuiia 3,3 mecsua
(nnanazon ot 6 snei o 19,6 mecsiua). Ilpekpaiienue Tepannu nemM6ponn3ymMabom B CBS3H C
Hedpurom motpeboranocs y 10 (0,2%) naumentos. Hedpur paspemmnca y 15 nanueHTos, B
4 cnyyasx HaOmojamMch OCIOXKHEHWs. Y MAlMEHTOB ¢  HEMIOCKokjaeTouHsiM HMPIJI,
MONy4YMBIIMX Tepanuio nemoposinzymabom B KOMOUHALMM C XMMHOTEpanuei, BKIOUALei
nemerpexcel W npenapar niaruibl (n=488), yactoTta pazeutus Hedpura cocrauna 1,4% (Bce
CTeNeHU TkecTH) ¢ yactoTtor 0,8% s 3 crenenn tsoxecty v 0,4% a1 4 cTeNeHU TSHXKECTH.
Hvmynoonocpeodogannvie 3100KpuHonamuiu

Y 52(0,8%) nauuenTtoB, NOIy4HMBLIMX MEMOPOIH3yMald, pa3BUIACE HEAOCTATOYHOCTh (DYHKIIMM
Ha/INOYeYHUKOB, B TOM 4uciie 2, 3 unu 4 crenenn tskectn y 23 (0,4%), 21 (0,.3%) u 4 (0,1%)
NalMeHTOB COOTBETCTBEHHO. Mejinana BpeMeHU 10 Hayasla Pa3BUTUS HEJ0CTATOYHOCTH (Y HKLMK
Ha/INOYe4YHUKOB cocTaguna 5,5 mecaua (auanasod ot 1 aHs ao 23,7 mecsaua). Mejauana
TNPOJI0JUKHTEILHOCTH He Oblla IOCTHIHYTa (AMana3oH oT 3 axei 10 32,4+ mecsaua). [Ipekpamenne
Tepanuu neMOpoaM3ymMaboM B CBA3M € HEAOCTATOYHOCTBIO (YHKUMH HAANOYEYHUKOB
norpebosanoce y 5(0,1%) naumenroB. HepocratouHocTs (PYHKUMM — HA/NOYEYHMKOB
paspewunnace y 18 nauueHToB, B 5 ciyyasx HabIH0/1aaMCh OCI0KHEHUS.

Y 38 (0,6%) nameHTOB, MOTy4YHBIIMX TeMOpOIN3yMal, pasBuics runousuT, B TOM yHcie 2, 3
uin 4 crenenn Takectd y 15 (0,2%), 19 (0,3%) u 1(<0,1%) nmammeHTOB COOTBETCTBEHHO.
Meauana Bpemenu 10 Hadana pasBuTus runodusuta cocrapuna 5,9 mecaua (quanazon ot | gHs
no 17,7 mecsaua). Meimana npoao/uKuTebHOCTH cocTaBuia 3,6 Mecsaua (AuanasoH ot 3 aHeil 10
30,4+ mecsina).  Ilpekpamenne Tepanmuu nemMOpoiu3ymMaboM B CBA3SM C  TUIO(GH3UTOM
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notpedosanock y 9 (0,1%) naumentos. ['unodusut paspemunca y 17 nauueHTos, B 8 cayyqasax
HaOJIOJANTMCh OCI0KHEHHS.

Y 261 (4.2%) nauuenToB, nonyunBLIMX neMOpon3yMad, pa3Buiics TMIIEPTUPEO3, B TOM HUCIIe

2 nmm 3 crenenn Tskectd y 64 (1,0%) u 7 (0,1%) nauumeHTOB cooTBeTCTBEHHO. Mennana
BPEMEHH 10 Hayalla pa3BUTHS TMIIEPTUpPEO3a cocTaBmia 1,4 Mecsna (quamnason ot 1 gus 10
23,2 mecaua). Meanana npoo/DKUTEIBHOCTH cocTapuna 1,8 Mecsiia (quamasoH ot 4 muHei 10
27,6+ mecsua). Tlpekpauenne Tepanuu nemobponusymaboM B CBA3M € IHNEPTHPEO3OM
notpedosanock y 3 (<0,1%) nauuenros. 'uneprupeos paspewmnca y 207 (79,3%) nauuenta,

B S ciayyasx HaOmoJaquck OCNOXHEHHA. B amgbloBaHTHOM HCC/IEJOBAaHMH TNAILMEHTOB C
pesetuposannbM IIKP, nomyuapmmx npenapar Kurpyna® B kauectse Monotepanuu (n=488),
4acToTa pa3BUTUs rUNEPTUpeo3a cocTaBuna 12% (Bce crenenu TsokecTr) ¢ yactoroi 0,2% ans

3 cTeneHu TAKECTHU.

Y 699 (11,3%) naumeHTOB, MOMYYUBIINX TeMOPOIN3yMal, pa3BHICsS TUIIOTUPEO3, B TOM YHCIIE

2 i 3 crenenu TsokectH y 510 (8,2%) u 7 (0,1%) nmaumeHTOB COOTBETCTBEHHO. Meauana
BPEMEHHM JI0 Hayalla pa3BUTUsA I'MIIOTUpeo3a coctaBuna 3,4 mecsiua (quanazoH or | gHa a0
25,9 mecsna). MeanaHa npo/io/bKUTENILHOCTH He Obiia JIOCTUTHYTA (J11ana3oH oT 2 aHel /10
53,9+ mecaua). Ilpekpamenue Tepamuu neMOponInM3yMaGoM B CBS3H € THIOTHPEO3OM
notpedoanock y 2 nauueHTo (< 0,1%). ['unotupeos pazpemmics y 171 (24,5%) nauueHTos,

B 14 cnyyasx naGmopanucek ocnoxHenus. ¥V naumentor ¢ kJIX (n=389) yacrora paseurus
runorupeosa cocraBuia 17%, Bece ciydan Obutn 1 uinn 2 creneHu TsxecTH. Y NalMeHTOB ¢
[IPT'IL, (n=909), nomyunBIINX NeMOpoIM3yMad B KauecTBE MOHOTEPAIIUH, YaCTOTA Pa3BUTHS
rUIoTupeosa coctasuia 16,1% (Bce cremeHn Tsxkectw) ¢ yactotod 0,3% mia 3 cTerneHu
TsKecTd. Y mauueHToB ¢ [IPII (n=276), nonyurBmmMx nemMOpoau3yMad B KOMOMHALIMM C
XUMHUOTEepanuen, BKIIIOYaBIIeH npenapar niatuHel U 5-OV, yacTora pazBUTHs rUNOTUpEO3a
cocrasuna 15,2%, Bce cayyam Obiin 1 Mo 2 creneHu TsKECTU. B agbrOBAaHTHOM
MCCIIE/I0BAHMM NalMeHTOB ¢ peseuupoBadHbiv [IKP, nonyuaswmx npenapar Kurpyaa® s
KayecTBe MoHoTepanuu (n=488), yacToTa pasBUTHA rumnotupeosa cocrtaeuia 21% (Bce
CTEMEHM TAKECTH) ¢ yacToTo 0,2% U151 3 CTEIEHHU TAKECTH.

Hvivmynoonocpedoeannule KOJtCHbIe HeXHCeNAMeNbHbIE PeaKyuul

Y 102 (1,6%) nauuentos, nonyuuslunx nemoponiuzymasd, pasBUIMCh MMMYHOONOCPEI0BAHHbIE
TAKEJIBIC KOJKHBIC PEaKiMu, B ToM 4ucie 2, 3 unu 5 crenenu Tsokectu y 11 (0,2%), 77 (1,2%) u
1 (<0,1%) naumeHToB COOTBETCTBEHHO. MeanMaHa BpeMeHM [0 Hayaaa pa3BUTUA TSKEIBIX
KOXKHBIX peakiui cocraBuia 3,5 mecaua (auana3oH ot 3 aveit ao 25,5 mecsaua). Meanana
NPOAOJDKUTENLHOCTH  cocTaBuna 1,9 mecsaua (amanazon ot 1 aus a0 33,0+ mecsaua).
llpekpaiienne Tepanuu neMOpOIM3yMaboM B CBA3M C TSKEJABIMH KOKHBIMH pPEaKIMAMH
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notpebosanock y 13 (0,2%) maumentor. Tsokenble KOXKHBIE —peaKLy paspelIucy  y
71 mauueHToB, B 1 ciiydae HaOIIOAAINUCh OCTOKHEHHUS.

Habmopanuer  penkue  ciaydan  cumapoma  CTupeHca-/DKOHCOHA M TOKCHUYECKOIO
SMM/IEPMAIBHOIO  HEKPOJIM3a, HEKOTOpble M3 HUX C JIeTajbHbIM HCcX0a0M (cM. «Cnocob
NPUMEHEHHUSA U 103b1» U «Oco0bIe yKazaHHuA»).

Lpveue 310kauecmeennvie onyxoniu

Monomepanus

HesxenarenbHbie sBieHMs y NalLMEHTOB CO 3710KA4ECTBEHHBIMM HOBOOOPA30BAHUAMM C BBICOKHM
YPOBHEM MHUKPOCATEUIMTHON HecTabunbHOCTH, KPP, pakom mmelkn MaTku, peliIuBUpYIOLIHAM
nmn Mmeractatudeckum IIKPK wmnm mectnopacnpoctpanenusiM TIKPK, wiu agproBaHTHOM
repanueil [TKP, kak npaBusio, Ob1ind €X0/1HBI € TAKOBBIMHK y NALMEHTOB ¢ MesiaHomoit uian HMPJILL
Ocnoscnenus ainozennoll mpancnianmanyii 2eMon0IMUYECKUX cmeo106bix Kiemox npu kJIX

M3 14 manmentor B KEYNOTE-013, koTopbiM OBLIa BBINOJIHEHA a/IOreHHAs TPAHCTUIAHTALIHS
reMOMO3THYECKUX CTBOJIOBBIX KJIETOK Mocie JiedeHus mpenapatom Kurtpyaa®, y 6 maumeHToB
coollanace ocTpas peakuus «TPaHCIUIAHTAT MPOTHB XO3sWHa» U Yy | maieHTa XpoHUuecKas
peaxiys «TpaHCIIaHTaT NPOTUB XO35IMHA», HY 0/IHA U3 HUX HE MPUBENa K JIETaLHOMY ucxoay. Y
2 MAlMEHTOB pa3BH/CA OOMUTEPHPYIOMUH SHAOGDICOUT TMEeYEHOYHBIX BEH, B OJHOM Cydae
JIETaTbHEIM UCXOZ0M. Y | manmenTa pa3BuiICs CHHAPOM MPHKUBJICHHS TIOC/IE TPAHCIUIAHTALIMH.
W3 32 nanpento B KEYNOTE-087, koTopbiM Oblsia BbINOIHEHA alllOreHHas TPaHCIIaHTaLMs
remMOrNo3THYECKUX CTBOJIOBBIX KJIETOK nocie jedenus npenaparom Kurpyna® y 16 naimentor
coobuianack ocTpas peakius «TPAaHCIUIAHTAT MPOTHB XO3sUHA» U Y 7 MAlMEHTOB XPOHUYECKAs
peaKLus «TPaHCIUIAHTAT MIPOTUB XO35MHAY, B IBYX CIIy4asX ¢ JIeTalbHbIM UcXoa0oM. Hu y ogHoro
nauuMeHTa He Habmogancs obiurepupyromuid SHA0GIEOUT nedyéHouHslX BeH. Hu y omsoro
nalyeHTa He HabJIK0/1aIcs CUHAPOM NPUKUBIIEHUS 110CIIE TPAHCIIIAHTALMH.

U3 14 naunentos B KEYNOTE-204, koTopbim Oblna BblIIOJIHEHA aJUIOr€HHAs! TPAHCIIAHTALMA
reMOMNOATUYECKUX CTBOJIOBbIX KJIETOK [0cje leyeHus nemOponuzymabom, y 8 naiueHToB
coobmanace 0CTpas peakIMs «TPaHCIUIAHTAT MPOTUB XO35MHA» M Y 3 MALMEHTOB XPOHUYECKAs
peakiys «TPAaHCIUIAHTAT NPOTHB X03AMHA», HU OJHA M3 HUX HE MpPHBEJa K JIeTalbHOMY HCXO.Y.
Hu y oanoro naumenra He nabmopnancs obaurepupyrommii 3H10$ne0uT neyéHouHbIX BeH. Y 1
atueHTa pa3pujicia CUMHAPOM INPHXKUBIIEHUWS 110CJI€ TPAHCIJIAHTALIUNA.

Llosbuuenue akmuenocmu epMenmos nevenu nPu mepanui REMOPOIUIYMAGoM 8 KOMOUHAYUU C
axcumurudom npu IIKP

B kiuHuueckom McciieoBaHMM Y paHee HeseueHblx nauuentoB ¢ [IKP, nonyuasumx
nembponusymab B KoMOMHaLMK ¢ aKCUTUHUOOM, HaGAtOAaNach GoJlee BBICOKAs, YeM OJKMAaeMasl,
4acToTa MnoBbIICHUA akTUBHOCTH AJIT (20%) u noBeimenus aktuBHoctd ACT (13%) 3 u
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4 creneny TsaKecTH. MequaHa BpeMeHH 10 Hayaga moBelmeHus akTuBHocTH AJIT cocraBmia
2,3 Mecaua (aMana3oH ot 7 aHe# 10 19,8 Mecsua). ¥ mauueHTos ¢ mopsimeHneM akTuBHOCTH AJIT
Boie BI'H >3 pa3 (2-4 crenens Tskectu, n=116) B 94% ciyuaep HekenaTelbHas peakuus
ymeHblmnack a0 0-1 crenenu Tsaxkectu. 59% nayuMeHTOR ¢ NMOBBILUEHHONH aKTUBHOCThIO AJIT
NOTy4aqn CUCTEMHBIC KOPTHKOCTEpOHABl. B ciydae paspemenus 92 nmaumentam (84%) Oblia
MOBTOPHO Ha3HAYeHa MOHOTepamua mnemopoanzymadom (3%) wnm akcutuauGom (31%) win
KOMOMHMpOoBaHHas Tepanus (50%). Cpeau 5TUX nalueHToB y 55% He Ha6.1101a10Ch IOBTOPHOTO
noesitienns akrtusHocty AJIT peiue BI'H >3 pas, y Bcex naimeHTOB ¢ NOBTOPHBIM MOBbILLIEHHEM
aktiBHOCTH AJIT Beime BI'H >3 pa3 mactynmio paspeuenne. SIBJAeHHI cO CTOPOHBI MEYEHU
5 CTENeHHU TAKECTH 3apEerUCTPUPOBAHO HE OBLIO.

Omrnonenue ﬂ(t6opamopu bIX nOKAzameneil

Cpeay nanMeHTOB, MNOJy4aBLIMX neMOposM3ymMad B KauecTBE MOHOTEPANMH, MPOLEHT
MalMEHTOB, Y KOTOPBIX HA0II0AaN0Ch OTKIOHEHHE Ta00PAaTOPHBIX MOKA3aTeIeH OT HCXOIHBIX
3Ha4YeHUH 10 3 WM 4 CTENEHM TSKECTH, COCTaBWII: CHIDKeHHE uucia aumbouutos 10,8%,
CHWKEHHE KOHUEHTpauuu Hatpus 8,3%, CHWXKeHUe KOHLEHTpauuu remoriobuna 6,4%,
CHMXKEHHE KOoHLeHTpauuu (ocdaroB 5,4%, yBelnueHUWe KOHLEHTpauuu riaokossl 5,0%,
nosslieHHe akTUBHOCTH ACT 3,1%, noBeimenue aktuBHoctH AJIT 3,0%, moBellmeHHE
aKTMBHOCTH 11eT04HOM (ocdaraszsl 2,7%, CHIKECHHE KOHLECHTPALUK Kauus 2,4%, CHUKEHHE
yucna HeldTpodunos 2,1%, cHumxeHue yucna Tpombo1uToB 2,0%, noBblLEHME KOHLEHTPALUU
Kanbums  1,9%, nopbllueHue KoHUEHTpauuu Kanus 1,9%, mnoBbllleHHE KOHIEHTpalK
Oumupy6una 1,9%, cHkKeHHE KOHLEHTpauuu ansbymuua 1,6%, CHIKEHHE KOHLEHTpPALHH
Kanpuya 1,5%, noBbllIeHHe KOHIEHTPALMK KpeaTHHUHA 1,5%, CHIKEHHE Yuc/a JICMKOLIMTOB
0,9%, noBeieHHe KOHUEHTpauun Maruus 0,7%, CHWKCHHE KOHICHTpAILH IIoKo3sl 0,6%,
CHUXKeHHWe KOHLeHTpauuu Marius 0,2%, noebliieHue KoHUeHTpaiyu Hatpus 0,2%.

Cpeau nauuenTos, nosydasliux nemoponusymad B KOMOMHALMU C XMMUOTEpaAnuei, 0.
NalKMEHTOB, y KOTOPBIX HA0/10/1a10Ch OTK/IOHEHHWe 1a00PaTOPHbIX MOKA3aTeNeH OT NCXO/HbIX
3Ha4YeHMH 10 3 MM 4 CTeNeHU TAKECTH, COCTABUII: CHWXKCHHE 4uc/Ia HeHTpodmio 37,7%,
CHIKeHME 4Yucria nauMpouuToB 25,8%, cHWKeHHe 4Hcna JeHKouUToB 25,2%, CHHXKEHHE
KOHLEeHTpauuu remornoduna 20,3%, cHuwxeHue uucna tpomboumros 13,3%, cHuKeHue
KOHUeHTpauuu Hatpusa 11,3%, cHmwxenuwe konueHtpauuum Qocdaros 8,9%, cHuxeHue
KOHUCHTpaUuMn Kajuuad 7,2%, NOBBILIEHWE KOHLUCHTPALMH TIIOKO3bI 6.7%, IOBBILIEHHE
aktTuBHOCTH AJIT 5,8%, noBeimenue aktuBHocth ACT 5.4%, CHWKeHHE KOHLICHTpPALIUH
Kanbuus 3,6%, nopbllleHUe KOHUEHTPALUMK Kanus 3,4%, CHUKeHue KOHLIEHTpaLMu ajib0ymMuHa
2,8%, noBbllleHUE KOHLEHTPAaLUMM KpearuHuHa 2,7%, MOBbllIEHWE AKTMBHOCTU LUEI0YHOMH
docdarasel 2,3%, noprimeHne KOHLEHTpaLuy Ounupyouna 1,9%, noBeimenne KOHLEHTPALHH
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Kanapuus 1,7%, CHIKeHHEe KOHLIEHTPALMH ITOK03bI 1,0%, MOBBIMEHHEe KOHLEHTPALMH HATPHSA
0,6% u noBbIIIEHUE KOHIIEHTpaIKK reMoriobuna 0,1%.

Cpeay nauueHTOB, MOy4aBIUMX MeMOposin3ymMad B KOMOMHALMM € AKCUTUHMOOM WM
JIEHBATUHMOOM, 10/ NALMEHTOB, Y KOTOPbIX HaOJI0AN0Ch OTKIOHEHHe J1abopaTopHbIX
MOKa3aTeaei OT MCXOAHBIX 3HAYE€HWH 00 3 WM 4 CTENEHU TSHKECTH, COCTABHUIL TOBBIIICHUE
aKTUBHOCTH sunasel 23,0% (He M3MepsIoch y MALHEHTORB, MOIYYaBIIMX MeMOponn3yMad u
aKkcUTUHUO), cHKeHne uucna iumbountor 12,0%, cHmkeHne KoHueHTpauun Hatpus 11,4%,
TNOBbILIEHHE aKTUBHOCTH amuiashl 11,2%, nopeinieHne KoHueHTpauuy Tpurauiepu/ios 11,2%,
noBelenre akTUBHOCTH AJIT 10.4%, noBbimenue aktuBHOCTH ACT 8,9%, noBblmeHHE
KOHIEHTpAaUMK TII0K03bl  7,8%, cHWwkeHue KoHUeHTpammu Gocdopa 7,3%, CHHKEHHE
KoHLeHTpauun docdatoB 6,8%, cHuxeHue KoHueHTpauun Kanus 6,1%. noBbleHME
KOHUEHTpauuu Kanus 5,1%, nosblueHne KOHUEHTpaluu xosectepuHa 4,5%. nosbllleHUE
KOHLEHTpauuK KpeaTuHHHA 4,4%, CHIKCHUE KOHLEHTpaUMu reMorioduna 4,2%, cHuwkeHue
KOHLEHTpauuu Maruus 4,0%, cHwkenue unciaa HeHTpoduinor 3,5%, MoBbIIEHHE aKTUBHOCTH
weno4yHoi  docdarazsl  3,1%, cHuwkenne uucna TpomOGoumtoB  3,0%, MOBbILEHHME
KOHLeHTpaluy ounupyouHa 2,8%, cHUKeHUe KOHLEHTpalK Kanbuus 2,2%, CHUKEHHUE Yucna
neikouutos 1,7%, mnoBblIeHHe KOHUEHTpauud Maruus 1,6%, noesimenne MHO 1,5%,
CHW)KCHUC KOHUCHTpanuu Iaoko3sl 1,4%, cHbKeHuMe KOHUEHTpamuu ansbymuna 1,2%,
MOBbIIIEHUE KOHLEHTpauuu Kanbuus 1,2%, noBeluieHue koHueHTpauuu Hatpus 0,4%,
NOBbIIEHHE KOHLEHTpauuu remornobuna 0,1%.

WMMYHOTreHHOCTD

Y 36 (1,8%) wn3 2034 moanexamyx OLEGHKE MALUCHTOB, MOTYYMBIIMX JIEYEHHE IMPEHAapaToM
Kutpyna® B K1MHUYECKUX MCCIEI0BAHMSAX B 103X 2 MIVKI MACChI TeNla Kaxable 3 Hejedu, 200 Mr
Kaxable 3 Heaenu wid 10 Mr/Kr Maccel Tena Kaxble 2 WM 3 Hejlelld B KayecTBe MOHOTEparuu,
pe3y/1bTaThl TECTUPOBAHUs HA aHTUTENA K 1eMOPoIn3ymaldy Oblin M0I0KUTENbHBIMM, CPEAM HUX
y 9 (0,4%) nauuentos Gbiny HeHTPanM3yloLIMe aHTUTENA NPOTUB NeMOpoan3ymabda. [IpusHakos
u3MeHeHHsA (PapMaKOKMHETHYECKOro Npoduis uik npoduias 6e30MacHOCTH Mocie MOSABICHUS
CBA3BIBAIOIIMX HJIM HEHTPATM3YIOIUX aHTUTE POTUB MeMOpoin3yMaba He HaOII0AaI0Ch.
eTu

besonacHocTs nemGponusymaba npu npumeHeHUM B KAauyeCTBE MOHOTEPANMM B PEXMME
J03MPOBAaHKMsA 2 MI/KI Macchl Tella Kax/ple 3 Hedelu OLeHUBanack B uccnemoBanuu I/11 daspl
KEYNOTE-051 y 161 nmauueHTOB JeTCKOro Bo3pacta B Bo3pacTe oT 9 MecsueB o 17 ner ¢
pacnpocTpaHeHHO | MeNaHOMOH, 1MM(OMON 1M PacPOCTPAHEHHBIMH, PELIMAUBUPYIOLLMMH W11
pedpakTepHbIMHU CONMIHBIMMU OTYXOJIAMHU € [0A0KUTENbHOMN 3kcnpeccueit PD-L1. TTonysiums ¢
KJIX (n=22) Bxmoyana nauuentoB B Bospacte oT 11 o 17 ner. Ilpoduns Ge3omacHocTH y

27



MALHEHTOB JETCKOTO BO3pacTa OBUT CXOAHBIM € TAKOBBIM Y B3POCIIBIX MAUEHTOB, TTOJYYUBLIMX
nembpoansymatb. Hanbosee 4acTIMH HeKenaTeIbHBIMA PeaKLHAMH (COOOLIEHHBIMH € YacTOTON
He MeHee 20% y maumeHTOB AETCKOro Bo3pacrta) Oblnu MOBbILIEHME TemmepaTyphl Tena (33%),
peora (30%), ronoBHas 6oiab (26%), 6onb B xusore (22%), anemus (21%), xawens (21%) u
3arnop (20%). BonbIIMHCTBO COOOIICHHBIX HEKENATENbHBIX PeakUMidl INpH NPUMMEHEHHH B
Ka4yecTBe MOHOTepanuu Obtn 1 wnm 2 crenenu Tsokect. Y 76 (47,2%) nmaumeHToB OblIa OgHA
uinu 60JbLIE HEKENaTeNbHBIX PeaKiii 3-5 crenenu TsokecTH, u3 Kotopbix y 5 (3.1%) nanuenTor
Obl1a 0JHa MM GOJiblIe HEXENaTelbHbIX PeakUuid, KOTOPhIE MPUBEIY K J€TalbHOMY HCXOJLY.
HactoTa mpuBeaeHa Ha OCHOBAaHMM BCEX 3aPETHCTPUPOBAHHBIX HEXKENIATENBHBIX JTE€KAPCTBEHHBIX
peaKLui He3aBUCUMO OT OLICHKH MCCIIEI0BATEEM TPUIUHHO-CICACTBEHHOM CBA3H.

COO6U1€HMC O NpenojaraéMbiX HEKEIAaTEJIbHbIX peaKimMiax

CoobuieHns 0 npeanonaraeMblX —HEKeNaTe/lbHbIX pPEaklUMsX [10C/Ie  rocy/1apCcTBEHHOM
perucTpanuy J€KapcTBEHHOTO MpernapaTa BaKHbl. JTO MO3BOJIAET OCYIIECTBIATh HEMPEPHIBHEIN
MOHUTOPHHT ~ COOTHOIUEHHA MOJb3a / PUCK JICKAPCTBEHHOTO Mperapara. MeIuLuHCKUM

paboTHUKaM npejiaraeTcs coobarh o IH0ObIX NPe/IoIaraeMblX HEKeNaTe bHbIX PEaKIUAX.

IIEPEJO3UPOBKA

Uudopmaumns o nepegosuposke npenaparom Kutpyna®  orcyrerByer.  MakcumanbHo
nepeHocuMas 103a [t npenapata Kutpyaa® ne ycranoeena. B KTMHHUECKMX HCCeOBAHMAX Y
MalMeHTOB, MOJyYaBIIMX nemMOponnsymad B gose g0 10 mr/kr, npoduas Ge3omacHOCTH OB
COMOCTaBMM € TAKOBbIM Y NALMEHTOB, NOJ1y4YaBLIUX NnemMOpoau3ymad B qo3e 2 MI/KT.

B cayuae nepenosnpoBku HEOOXOAMMO MPOBOAMTH TLUATENbHbI MOHMTODMHI NALMEHTOB B
OTHOLICHUH NPU3HAKOB U CUMIITOMOB HEKE/IAaTEIbHBIX PEaKUUi 1 Ha3HAYMTH COOTBETCTBYIOIIEE

CUMIITOMATHYCCKOC JICYUCHHUC.

B3AMMO/IEUCTBUE C JIPYTUMH JEKAPCTBEHHBIMU CPEACTBAMMU
CreuanpHEIX Mccie10BaHui (apMaKOKMHETHHECKOTO B3auMo/IeicTBuA npenapata Kutpyna® ¢
APYTMMM  JIEKapCTBCHHBIMHM [perapatamMu He npoBoauad. Ilockonbky mnemOposmsymat
BbIBOJIMTCS M3 KPOBOOOpaLeHus 3a CHeT KaTabo/13Ma, TO He ClIelyeT 03KM/1aTh MeTab0IM4eCKUX
JIEKapCTBEHHbIX B3aUMO/IEHCTBUA.

Crenyer nsberaTh NpUMMEHEHHS CUCTEMHBIX KOPTHKOCTEPOMIOB MM MMMYHOENPECCAHTOB [0
Hayana Tepamuu npermapatoM KuTpyaa®, yumThiBas MX  BO3MOXHOE BIMSIHHE HA
(apmakoiHamMuyecKyo aKTUBHOCTL 1 3(dexTuBHOCTL npenapata Kutpyaa®. Tem ne menee,
CHCTEMHbIE KOPTUKOCTEPOM/Ibl MJIM APYTHM€ MMMYHO/ENPECCAHTbI MOKHO MCIOJIb30BATh [10CIE

Ha4dajla JICHCHHWA l'[eM6p0}'[I/I3yM360M AJIA TCpalii UMMYHOONOCPEAOBAHHBIX HEXEJIaTeIbHBIX
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peakuuit (cm. «OcoOble ykasanus»). [lpu nevennn npenapatom Kutpyna® B kombunaumm ¢
XMMHOTEpPANMEN MOXKHO HCIOJIb30BATH KOPTHKOCTEPOMIBl B KayecTBE MpeMEAUKALUH /I
HpO(i)l/lﬂaKTl/lKl/l PBOTHI W/unu  o0JeryeHUss  HeXKellaTesbHbIX peamuﬁ, CBA3AHHBLIX C

XUMUOTEpaIUei.

OCOBBIE YKA3AHMUA

IHyvmynoonocpedosannvie HedxceramenvHble peaKuuu

V manMeHToB, noiyyaBumx mnpenapat Kutpyaa®. oTMedanumch MMMYHOONOCPEJOBAHHEIE
HCKENIATC/IbHBIC  PCaKIMM, BKJIIOYas TsOKEAble M Clydyad ¢  JIeTalbHBIM  HMCXOZOM.
HMmmyHOONOCpej0BaHHbIE HEXKelaTellbHble PeaKidi MOIYyT BO3HUKATh [10C/E€ OTMEHbI TEPanuu
npenapatom Kutpyaa®. BoblUMHCTEO MMMYHOONOCPENOBAHHBIX HEKENATE/lbHbIX PeaKiuii,
HaOMOJaBIIMXCA B KJIMHMYECKHX HCCICAOBAHUAX, OBUIM OOpaTUMBI M KOHTPOIHMPOBAIUCH
MOCPEACTBOM  BPEMECHHOW  OTMEHBI — Tepanuu — npemapatoM  Kutpyaa®, npumenenns
KOPTUKOCTEPOMI0B  M/MIIM  CUMNTOMATM4ecKoil  Tepanuu.  MMmyHoonocpe/oBaHHbie
HE)KENATe/IbHBIC  peaKllMy, 3aTparvpaiomue 0Oosee OAHOW CHUCTEMBI OpraHW3Ma, MOTYT
pa3BMBATLCSA OHOBPEMEHHO.

[Ipn 10103peHn HA MMMYHOONOCPE/OBAHHbIE HEXellaTeslbHble peakuuu Tpedyercs npoBecTu
TLLATE/IbHYIO OLEHKY € LIEJIbKO NOATBEPAMTH STHOIOIMIO WM UCK/IFOUYUTb PYTrHe BO3MOXKHbIE
npuyiHbl.  OCHOBBIBasACh HAa TAKECTH HEKETATENBHOH peakuud, HEOOXOAMMO BpPEMEHHO
OTMEHHUTb Tepanuio mpemapatom Kutpyaa® M paccMOTpeTh BO3MOKHOCTh HA3HAUCHHUS
Koprukoctepouos. C MOMEHTa yjydlleHus 10 | Wi MeHee CTeNeHW TSKECTH, HauyaTh
NOCTENEHHOE YMEHbIIEHHUE /103bl KOPTUKOCTEPOM/I0B U MPOAOIKUTH €r0 B TEYEHHUE, 110 MEHbLLEN
mepe, | mecaua. CorsacHO OrpaHMYCHHBIM — JaHHBIM, [OJYYEHHBIM B  KJIMHHYECKHX
HCCIICIOBAHUAX, Y MTALUMEHTOB, Y KOTOPBIX MMMYHOOIOCPEA0BAHHbIE HEKEIaTeIbHbIC peaKiiii He
110/1aBaJIMCb KOHTPOJIO [PU NPUMEHEHMH KOPTUKOCTEPOM/OB, MOXKET ObiThb paccMoTpeHa
BO3MOXHOCTb Ha3HA4€HMs /IPYIUX CUCTEMHBIX MMMYHO/enpeccaHToB. Bo3oOHOBIEHUE Tepannn
npenapatoM Kutpyaa® Bo3MOKHO B cilyuae, €CIM BBIPAKCHHOCTb HEKeIaTebHOl peaxkumu
ocTaeTcs 1 MM MEHee CTENEHM THKECTH IOCIe IOCTENEHHOrO YMEHBLICHHS 035l
KOPTUKOCTEPOU/10B. [Ipn BO3ZHMKHOBEHMM APYrOro 5MM30/1a HEXeNaTelbHON Peakumu TsKeaok
CTerneHu Heo0X0/1MMO MOTHOCThIO IPeKPaTUTh NpuMeHenue npenapara Kurpyna® (em. «Cnoco6
NpUMEHEHHUA U 103 U «[lo0ouHOE neiicTBHEY ).

Hvimynoonocpedosannblii NHeEMOHUM

Y naumentos, nonyyasux npenapar Kurpyaa®, coobuwanocs o ciiydasx pasBUTHs HEBMOHUTA
(BKJIHOYAs Cllyyau C JeTajbHbIM MCX0/0M). Heo0X0aMMo npoBoauTs akTuBHOE HabIO/eHHe 3a

NanMeHTaMM B OTHOILICHUU TIPU3HAKOB MW CHUMIITOMOB ITHEBMOHHTA. Hpﬂ [MOOO3pPECHUN Ha
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MTHEBMOHUT HEOOXOAMMO MTPOBECTH PEHTI€HOIOTUYECKOE UCCIICJOBAHUE A/ UCKIIOUEHHA APYTHX
npuiuH. Tepanuio KOPTUKOCTEPOMAAMM HAa3HAYAIOT TMPH MMHEBMOHUTE 2 WM BBILIE CTENEHU
TsokecTd (HavasnbHas j103a 1-2 MI/KI/CyTKM MpeaHM30Ha WM aHajlora ¢ I0CJe/Ly LM
MOCTENEHHBIM YMEHbIUEHHEM /103b1). BpemenHo oTmeHstoT Tepanuto npenapatom Kurpyaa® npu
MHEBMOHUTE 2 (YMEPEHHOM) CTEMEHU TAKECTH U MOTHOCTHIO OTMEHSIOT MpH 3 (TSHKEIOM) Wi
4 (KM3HEYTPOXKAIOLIEH) CTENMEHM TSKECTHM MHEBMOHUTAa MM  PELUMAUBE TTHEBMOHMTA
2 (ymepeHHO#) cTeneHu TskecTH (eM. «Crnocod npuMeHeHus U 103b1»).

Hymynoonocpedosanviil KOaum

VY mauueHToB, moiyvaBinmux npenapaT Kutpyma®, coobmanock o ciydyasx pasBHTHS KOIMTA
(cm. «IlobGounoe neiicTeue»). HeobXxoanumo npoBoAUTE aKTUBHOE HAOIIOACHHUE 33 MALIMCHTAMHU B
OTHOIUEHMU NPU3HAKOB U CUMITOMOB KOJIUTA W MCK/IKOUYUTH JIPYrue MPUUUHbI €ro PasBUTHS.
Tepanuto kopTUKOCTEPOU/AMH HA3HAYAIOT NPHU 2 UM BbIlLE CTENEHU THKECTH (HayajbHas /103a
1-2 Mr/Kr/cyTKy npeJHU30HA WK aHAIOTa ¢ TIOCISAYIOIINM MOCTCNCHHBIM YMEHBILICHUEM JI03bI).
BpemeHHO OTMEHAIOT MpuMeHenue npenapata Kutpyaa® npu 2 (ymepenHoii) unn 3 (Tsokesoit)
CTENEHM TAKECTH KOJIUTA U NOJHOCTBIO OTMEHSIOT MPU KOJIUTE 4 (KU3HEYIpOsKarolleil) cTeneHu
TsokeeTd (eM. «Crnocob npuMeHeHus U 103b1»).

Hvvynoonocpedosanuvlil 2enamuin

Y mauueHToB, mojiyyaBmmx npenapat Kuntpyaa®, coobmanock o ciayyasx pa3BUTHA renaTtura
(cm. «ITobouHoe jpeiicTBue»). HeobxoaumMo npoBojuTh HabIO/EHME 33 NalMeHTaMu B
OTHOLIEHUM JMHAMUKM (QYHKLMOHANbHBIX [OKa3areseil neueHn (B Hayane JieyeHMs,
NEPUOANYECKH HA MPOTAKEHUM TEepanmuM, a TakKe Ha OCHOBAHUU KIMHHUYECKOW OLICHKH) M
CHUMITTOMOB I'€NIaTUTa U UCKJIFOYUTh APYTUE MPUYUHEL. Tepanuio KOpTUKOCTEPOUIaMHU Ha3HAYatOT
Npy TrenatuTe 2 CTeMeHW TsxKecTH (HadanpHasd [Jo3a 0,5-1 Mr/kr/cyTku npegHuzoHa (Wiu
aHaJIoru4Has) ¢ 10cC/e/ly UMM MOCTENEHHBIM YMEHbIIEHUEM J103bl) W [PU renaTure 3 creneHu
TSKECTH MM Bble (1-2 MI/KI/CyTKkn npeaHuM3oHa (WM aHanoruyHas) ¢ MNOCeAyoLUM
[OCTENEHHBbIM  YMEHbLIEHUEM J103bl). BpemMeHHO MM [OJHOCTHIO OTMEHSKT Teparnuto
npenapatoM Kutpyaa® B cOOTBETCTBMH ¢ YPOBHEM MOBBIIICHHS AKTHBHOCTH (JEPMEHTOR TICUCHH
(cM. «Crioco® nprMeHEHH U 103b1»).

Hwwynoonocpedosannuiil Hehpum

Y nauuentos, nosmy4aswux npenapatr Kutpyaa®, coobuwanocs o ciyuasx passurus Hedpura
(cm. «Ilobounoe pgeiicTBue»). Heobxoammo mnpoBOAUTE HaOMIOJeHME 33 MAMEHTaMH B
OTHOLICHHH HM3MeHEHMA (QYHKUMM T0YeK M MCKIIOYHTH JApyrde NpuuuHbl. Tepamuio
KOPTUMKOCTEPOM/IaMK HA3HAYAIOT [IPU PA3BUTUU HEXKeaTelbHbIX SABJIEHUH 2 U BbilUIE CTENEHU
TSOKECTH (HavasibHas 1032 1-2 MI/KI/CyTKM npeaHM30Ha (MM aHANOIMYHAs) C NOC/ELYOLMM
MOCTENEHHBIM YMEHBIIEHHEM [103b1). BpeMeHHO OTMeHsIOT Tepanuio npenapatom Kutpyaa® B
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cly4ae pasBUTUS 2 (YMEPEHHOM) CTEMEHH TSKCCTH HE(pHUTa M MOJHOCTBIO OTMEHSIOT MpU
3 (Taxenon) uian 4 (KU3HEYTpOKaIOIIEH) cTeneHu TsokecTH Hedputa (cM. «Crocod npuMeHeH s
1 103b1»).

I/IMMVHOOHOCDEOOGCIHHMQ 9HOOKDUHONAMUU

Y nauMeHToB, moiy4aBmMX nperapar Kutpyma®, coobmanock o0 cayyasX —pa3sBUTHS
HEJOCTATOYHOCTH (PYHKLUMM HAAMOYCUHHKOR (MEPBHYHON W BTOPUYHOM). VY MaLMEHTOB,
nosyuapwmx npenapar Kurpyaa®, rawke coobuianoch o ciydasx pasBuTus runodusura
(cm. «ITobGounoe jneiicteue»). Heobxoaumo npoBoauTh HabMOJEHME 32 MaleHTaMH B
OTHOLICHHUU MPU3HAKOB ¥ CUMIITOMOB HEIOCTATOYHOCTH (hYHKIMY HAAMOYSYHUKOB ¥ I'HIIO(U3HUTA
(BKJTIOYAs TMIIONUTYMTAPU3M) M MCKJTIOYUTH APYTHE IPUYMHBL B cydae nposBieHHs BTOPUIHOI
Ha/INOY€YHUKOBOM HE/I0CTATOYHOCTH HA3HAYAKT TEPanui0 KOPTHKOCTEPOMUIAMHU WIIM JIPYTYIO
3aMECTUTE/IbHY0 FOPMOHAlIbHYO TEPANMIO B COOTBETCTBUU € KJIMHUYECKOM OLieHKOW. BpemeHHo
OTMEHAIOT Tepanuio mnpenapatoM Kutpyaa® B ciayuae 2 (YMEPEHHOH) CTENCHH TKCCTH
rUNo(QU3NTa, MOJHOCTBIO OTMEHAIOT MpH 3 (TSKeaoN) Win 4 (KM3HEYrpoKaloleil) cTerneHu
TSDKECTH  HELOCTATOMHOCTH  (DYHKUMM  HAANOYE4YHUKOB uaum  runodusura  (cM. «Cnocod
NPUMEHEHHUS U J103b1»).

Y mauueHToB, mosyyaBmKX npenapat Kutpyaa®, coobmanock o cilydasx pazBUTHA caXxapHOro
auabeTa 1 THma, BKIIOYAas CIyyad pasBUTHsS AMAaOETUUYECKOro KeToanuaosa. Heobxoammo
NPOBO/IUTH HAOJIIO/IEHHE 32 NAlMEHTAMHU B OTHOLLIEHUW TMIEPIIIMKEMUU WM JIPYTUX NPU3HAKOB
M CUMINTOMOB caxapHoro auabera. [Ipu caxapHom amabere | Tuna Ha3HA4alOT WMHCYJIMH, a B
CIydasX TAKEIOW TMIEPIIMKeMHH Tepanuio npenapatom Kutpyna® BpeMeHHO OTMEHSIOT A0
JOCTHXKEHHUS KOHTPOJIA HaJ METabO0JIM3MOM.

Y nauuenToB. monyuaBmuxX npenapaT Kutpyaa®, cooSiianock o HapylleHHAX €O CTOPOHbI
LIUTOBM/IHOM JKelle3bl, BKJIHOYas FMIEPTHPEO3, TUIIOTUPEO3 U TUPEOU/IUT; OHU MOTYT Pa3BUTHCS B
000l MOMEHT BpEMEHM HA NPOTsHKEHUM JieueHus. Mexons n3 storo, Tpebyercs HabmoaeHue 3a
NalMeHTaMW B OTHOLIEHMHM M3MEHEHMS (YHKUMM LIMTOBM/HON jKenesbl (B Hauaje JeyeHwus,
NICPHOAMYECKH HA NMPOTKCHUM TEPAlMM, a TAKKE Ha OCHOBAHUHM KIMHUYECKOW OLEHKH) U
KJIMHUYCCKUX MPU3HAKOB M CUMIITOMOB HapyLIeHUH (YHKIMU IMATOBHIHOM sKeye3bl. JleueHue
TMII0TUPE03a MOJKET OCYLIECTBIATLCA OCPEACTBOM 3aMECTUTENbHON Tepanuu Oe3 rnpepblanus
nedeHus 1 Oe3  NpUMEHeHMs  KOPTUKOCTepouaoB. Ilpu  runeprupeose  BO3MOXKHO
CHMITOMATHYECKOE JIeUYeHHe. BpeMEHHO WM MOJHOCTHIO OTMEHSIOT TEPAlHIO IPErnapaTtoM
Kurpyna® npu taxenoii (3) win )KU3HEYTPOJKAIOIIEH (4) CTeNeHH THKECTH TMICPTHPeo3a

(cM. «Cnoco® npumeHeHus U 103b1»).
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Y NaupeHToB ¢ TsHKeoi (3) MM KU3HEYTPOXKAIOWEH (4) CTENEHBIO TSHKECTH SHIOKPHHOMATHH
NpU YITyYUICHAM 10 2 WM HIDKE CTETCHH TSHKECTH M KOHTPOJIE MOCPEACTBOM 3aMECTHTEBHOM
FOPMOHOTEPAIIMK MOJKET PAacCMATPUBAThCS NPO/O/DKEHHE IpUMeHeHus npenaparta Kurpyaa®.

Koocnwre pearyuy msicenol cmenenu

Y nauueHToB, mnodyyapmmx mpemapaT Kutpyga®, coobmanock o ciyyasx —pasBUTHA
MMMYHOOIIOCPEOBAHHBIX KOXKHBIX PeakUMd TsKENoH cTeneHu. HeoOXoaumo mnpoBoauTh
Ha0JIO/IEHKE 32 NALMEHTAMM B OTHOLLEHWUM NPE/NOJIAraeMbIX KOKHbBIX PeaKiuii TAKe0# cTeneH
¥ UCKJIFOYUTD Apyrye npuinHbl. iexoas u3 crenenn TaKecTy HexenarebHOM peakiuyd BpEMEHHO
HIH TIOMHOCTBIO OTMEHAIOT Tepamuio mpermapatoM Kutpyaa® u  HasHawaloT Teparnuio
KOpTUKOCTEpoHaaMu (cM. «Crocod MpUMEHEHHSI U JO3B1»).

Y nauuenTos, nostyuasmmx npenapar Kurpyaa®, coobuianocs o cayuasx passurus CCJ] u TOH,
B TOM YMCJIe C NeTallbHbIM MCcX0/10M. [1pu nossnennn npuzHakoB uian cumnromor pazputus CCJJ
win TOH BpemenHo oTmeHsOT Tepanuio npenapatom Kutpyna® u HanpapisioT naupenta 3a
CTICHMATM3UPOBAHHON TMOMOIIBIO 11 obciaeaoBanus W nedenus. Ecom CCJ] mam TDOH
MO/ITBEPXK/IEHBI, TI0JIHOCTHIO  OTMEHSIOT Tepanuio  npenapatom  Kutpyaa® (em. «Crioco6
NPUMEHEHHUS U J103b1»).

Lpveue UMMYHOONOCPEOO0BAHNHBLE HEIHCEIAMENbHBLE peaxkuyuu

Crnenpyromue  IOMOJTHUTEIBHBIE KJIMHAYECKH 3HaYUMBbIE MMMYHOONOCPEI0BaHHBIC
HeXesaTellbHble  peakuuy  OTMEHaJMCh B KIMHUYECKMX  MCCIIEOBAHMAX  WIIM
NIOCTPErMCTPALIMOHHOM NEPUO/Ie NPUMEHEHU MIPENapara: yBeuT, apTPUT, MUO3UT, MUOKAP/MT,
MaHKpeaTuT, cuuapom ['mitena-bappe, MMacTeHMYECKHMI CHHIPOM, IeMOJIMTHYECKAs aHEMUS,
CapKOM03, SHUE(ANIUT, MUEIIUT, BACKYJIUT, CKICPO3MPYIOLIMI XOJaHTUT M FACTPUT.

Hcxoist u3 cTeneny TAKECTH U TUIA HEKeTaTeIbHON peaKLyy, IpuMeHeHue npenapata Kutpyaa®
CJIElyeT BPEMEHHO OTMEHHUTD [PU HEXKENATE IbHbIX peaKklMsaX 2 CTelNeHU U 3 CTENeHH U Ha3HAYUTh
[PUMEHEHHUE KOPTUKOCTEPOU/IOB.

[Mpumenenne npenapara Kurpyna® MoxHo Bo306HOBUTH B Teuenue 12 Hepenb n0cie BBeeHUs
MOCIeHEH 03Bl Mperapara, €CIM CTeNeHb HEeKeJdaTelbHOM peakuun <l M jgo3a
KOPTUKOCTCPOHUIOB yMeHbIIeHa 10 <|10 Mr B AeHb NpeHU30HA WM SKBUBAJICHTA.

IMpumenenne npenapara Kurpyaa® cieayer noaHocTsio OTMEHUTS B Cilyuae 1t060it [IOBTOPHOM
MMMYHOOIOCPE/J0BAHHON HEXeJaTelbHOW peakuMu 3 CTENeHW, a TakKe B ciydae 000
MMMYHOOTIOCPETOBAHHOM HEKeNaTebHOM peakiyu 4 cTeneHu.

llpy 3 wnm 4 cremenn TKECTH MHOKAapauTa, SHuedaqMTa WIM cHUHApoMa | uiicHa-bappe
npumenenue npenapara Kurpyaa® cnesyer nonHocTbto orMeHNTb.

Ceszanmwie ¢ mpchrmaHmaz;uez? HeorceiamellbHble peaxkyuu
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Coobwasnock 06 OTTOPKEeHHH TPAHCIUIAHTHPOBAHHBIX OPraHOB B MIOCTPETHCTPALIHOHHOM nepuoje
Yy MALMEHTOB, MOJy4aBLIMX Jeyenue npenapatoM Kutpyna®. Jledenne npemapatom Kurpyma®
MOXET yBE/IIMYMTb PUCK OTTOPXKEHWS TPAHCILIAHTUPOBAHHBIX OPraHOB Y PEIMIIMUEHTOB.
Heobxoaumo paccmorpeTs npenmyiuectra ot neyenns npenaparom Kurpyaa® no cpasuennto ¢
PHCKOM BO3MOKHOTO OTTOP;KEHHUS OPTaHOB Y 3THX MMalUEHTOB.
CoobGmanoce 06 OCTPOH peaKLHH «TPaHCINIAHTaT MpOTHB Xo3suHa» (PTIIX), Bkmouas
neranbhpiii PTIIX, nocne neuenns npenaparom Kurtpyna® y naumeHToB € amioreHHo
TpaHcraHTaluen remonostudeckux crposioBbix kietok (TT'CK) B anamuese. V nauuenros, y
KoTopbIx Bo3HuKana PTIIX mocne mpouemypsl TpaHCIUTaHTALMK, MOXKET OBITH MOBBIIEH PUCK
PTIIX mocne nevyenus npenapatrom Kutpyaa®. Heo6xoammo paccMOTpeTh MpeHMYINECTBA OT
nedenns npenaparom Kurpyaa® no cpapuenmio ¢ puckom Bozmoxkuoro PTITIX y naipeHTos ¢
asnoreHHoi TI'CK B aHamHe3e.
IloBplenne akTHBHOCTH ()ePMEHTOB Me4eHH NpH Tepanuu npenapatom Kutpyaa® B
KoMOuHanuu ¢ akcutuuuoom npu IKP
IMpu Tepanuu npenaparom Kutpyaa® B koMGuHalmM ¢ aKCHTHHMGOM Yy MNALMEHTOB ©
pacnpoctpaneHHbiM TIKP nabntoaanack Gonee Bbicokas, 4eM 0XKM/aemasi, 4acTOTa MOBbIILEHUS
aktueHOCTH AJIT m ACT 3 u 4 crenenn Tsxect (em. «IloGounoe aeiicTue»). Jlo Hauana u
MEPUOAUYECKH B TCUCHHUE JICUCHHUA CIIEIYET MPOBOJUTH MOHHUTOPUHT aKTHBHOCTH ()EPMEHTOB
nevenu. Cnejyer pacemoTpeTh Hosiee yacToe NpoBe/IeHHE MOHUTOPUHIA AKTHBHOCTH (DePMEHTOB
II€YEHH 110 CPABHEHUIO C NPUMEHEHHEM JIEKAPCTBEHHBIX NPENapaToB B KAYECTBE MOHOTEPAIUH.
Cremyer co6moaaTh peKOMEHJALMH MO JICYCHHIO MALUMEHTOB IA 06OMX IeKAapCTBEHHBIX
npenapato (cM. «Crnocobd NpUMEHeHNs 1 JO03b1» U HHCTPYKLHIO 110 MEAMIUHCKOMY MPUMEHEHHUIO
JIEKapCTBEHHOTO MpenapaTa akCUTHHHO ).
IloBpImenHasi ¢MePTHOCTL NPH MHOXKeCTBEHHOIT MHeioMe, Korjga npenapat Kurpyma®
N100aBJIsAeTCsl K AHAJIOTY TAJIHI0MH/IA H /IeKCAMETA30HY
B aByX paHa0MM3UMPOBAaHHBIX KIMHWYECKMX MCC/IE/I0BAHMAX Y NALMEHTOB C MHOXKECTBEHHOM
MuenoMoi Ao6aBnenne mpemapata Kutpyna® Kk amanory TaqugoMuga H o JeKcameTas’oHy
NPUBOAMIIO K YBCIMYCHHUIO CMCPTHOCTH, JaHHOE MOKA3aHHE K IPUMEHEHMIO OTCYTCTBYET /I
anruren, 610kupyownx PD-1 uin PD-L1. Jleyuenne naumeHToB ¢ MHOKECTBEHHON MUENOMON
anturenom, O6nokupyroum PD-1 uam PD-L1, B koMOuHauuu ¢ aHanorom TaayjaoMuaa M
ACKCaMETa30HOM HE PEKOMEHYETCA BHE KOHTPOJIUPYEMBIX KIMHHYECKHX HCC/ICJ0BaHUH.
Nndysnonnbie peakuun
Tsokenble nHy3uOHHbIE PeaKiUy, BKIOYAs PEAKLMIO TUIIEPYY BCTBUTEILHOCTH M aHa(HIAKCHIO,
coobwanuck y 6 (0,2%) 13 2799 naieHToB, noayyaBlInX JeueHue npenaparom Kutpyna® s
KmmHnueckux  uccenegoBanuax  KEYNOTE-001, KEYNOTE-002, KEYNOTE-006 wu
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KEYNOTE-010. Ilpu TsKen0# cTereHu TsKecTH MH(Y3HOHHOH peaKIMH HEOOX0IUMO IpepBaTh
HH(Y3HIO U MOTHOCTBIO MPEKPATHTH Teparuio npenapatom Kurpyma® (eM. «Crioco6 npuMeHeHuns
M J103b1»). Y NaUMEHTOB € JIErKOW MM yMEPEHHON CTENEHBIO TSHKECTH MH(Y3MOHHBIX peaKiiuii
MOKET paccMaTPUBAThCs BO3MOMKHOCTh MpPOJOJDKeHMs Tepanuu npenaparom Kutpyaa® nop
TIIATEIBHBIM ~ HAaONIOJEHWEM  Bpaya;  MpEMEIMKALMEdl  MOCPEACTBOM  IPHMEHEHUS
KapOMOHMIKAIOIINX M aHTUTUCTAMUHHBIX [IPEeTapaTos.

Mepb1 n1pe10cTOPOKHOCTH IPH KOHKPETHBIX 3260,/ 1eBAHNSX

[IpumeHeHue rnemMoposinzymada Y NalMEHTORB € YPOTEJiMaJIbHBIM PAKOM, KOTOPLI€ paHee 110Jiy4yaiu

XUMHOTECPAITUIO, BKJIIOYAIOMYIO NMPENapaThl IMJIAaTUHEI

Bpay [0 Hayana nevenuns 10KEH YUMTHIBATh OTCPOYCHHOE HAYaI0 JEHCTBHSA eMOpoan3ymMada y
NalMEHTORB C MJI0XMM MPOTHO30M W/uUjIn arpeccuBHbIM 3aboneBaHuem. [Ipu yporenuansHom pake
Ha0mojanock Goslee BBICOKOE 4MCIO CMepTeil B TeyeHWe 2 MECALEB IPH [PUMEHEHHMU
nemOposnsymaba Mo CpaBHEHHIO ¢ XHMHOTepanueil. DaKTopamH, CBA3aHHBIMH C paHHEHl
CMepTBIO, OBLTH OBICTPO Mporpeccupyrommee 3aboneBanne Ha (GoHe MPEAIECTBYIOMEH Tepanyuu
npenaparamMu MnjiaTuHbl U HAIMYKE METACTa30B B [1€4YEHU.

[MpumeneHue nemOpoM3ymada B KayecTBe Tepanuu neproi inHuy vy naipenros ¢ HMPJI

B uenom natmoaanace 6onee BHICOKas 4aCTOTa HEXKeNATeIbHBIX PEaKIMil TP KOMOMHMPOBAHHOM
Tepanuy nemMopoIn3yMaboM MO CPaBHEHMIO ¢ MOHOTEpANUedl MeMOpoIn3yMaboM MM TOIBKO
XUMUOTEparnuen, YT0 OTPaKAaeT BKJIAJ, KaX/l0ro M3 3TUX KOMMOHEHTOR. HeT aaHHBIX npsiMoro
cpaBHeHuss nemOponmsymaba B KOMOMHALMM ¢ XMMHOTEpanmueil C  MOHOTepanuei
neMOposIn3ymMabom.

Bpa4 no/oKeH yduuTHIBaTh COOTHOLICHHE TOJB3a/PUCK CYIIECTBYIOUIMX BapHaHTOB TEparuH
(MoHOTepanua nemOponusymabom M nemOponuzymad B KOMOMHALMU ¢ XHMHOTEpanueil) /10
Havasa JieueHus y paHee HenedeHHbIX nauueHtoB ¢ HMPJI ¢ skenpeccueid PD-L1 onyxonessivu
K/1€TKaMH.

B uccnenosanun KEYNOTE-042 Habniopanock Gosee BbicOKOE 4MCIO CMepTeii B TeueHue
4 MecALeB 1OCA€ Hadalda JICYCHHA C IOCEAYIOIMM MPEMMYLIECTBOM B  OTHOIUCHHH
AONITOCPOYHOH BBDKMBAEMOCTH IIPYM MOHOTEpanuH MeMOpoin3ymMaboM M0 CpPaBHEHHIO ¢
XUMMHUOTEpANUE.

Jannbie no sppexruHocTn U 6e30NaCHOCTH y NALUNWEHTOB B BO3pacTe > 75 jieT orpaHuyeHsl. Y
NAllMEHTOR B BO3pacte =75 1€T KOMOMHMPOBAHHYIO TEpaNlHIO NeMOpOIH3yMaGoM CIIEAyeT
NPUMEHATE € OCTOPOXKHOCTBIO MOCJIE TINATENLHOM OLEHKH MOTECHLIMAIBHOU IMOMB3bI/PUCKA B
MH/MBU/1YaJIbHOM [OPSI/IKE.

[Tpumenenue nem6ponnszymaba B Ka4ecTBE Tepanuy NepBoi AuHum v naumentos ¢ IIPTTII
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B nienom Habmoaanack 6os1ee BEICOKAst 4aCTOTa HeKeaTebHBIX PEAKIMI IPH KOMOMHHPOBAHHOM
Tepanuu neMOopoIM3ymMaboM 10 CPaBHEHHIO ¢ MOHOTEpAnueil meMOpOIn3yMaboM WM TOJIBKO
XUMHUOTEPAIIMEN, YTO OTPAKACT BKJIAJ KAXK/I0I0 U3 ITUX KOMIIOHEHTOB.

Bpau jpoimkeH yunThIBaTH COOTHOLUEHME [0.33/PUCK CYLUECTBYHOLIMX BAPMAHTOB Tepanuu
(MoHOTepanus neMoponnsymMaboM WM neMOposn3yMad B KOMOMHALMYM ¢ XHMHOTEpAIHeil) 10
Havana nevyenus y nanueHtor ¢ [1PI'LL ¢ sxenpeccueit PD-L1 onyxoneBsIMM KIeTKaMH.

[IpumeHenue neM6ponu3yma6a B Ka4y€CTBE a/lbFOBAHTHOMN TEPANUM vV NaLMEHTOB ¢ MEJIAHOMOM

Habmopanace TeHaeHUMs K yBEIMYEHMIO HYACTOTHI TSKENBIX M CEPhE3HBIX HEXeNaTelbHbIX
peakumii y TamMEeHTOB B Bospacte >75eT. JlaHHble 10 0€30MACHOCTH NPUMEHEHHUS
neMOponnsymaba B KauecTBe abIOBAHTHOM TEPANMU y TMALMEHTOB ¢ MEJIaHOMOH B BO3pacTe
>75 net orpaHU4eHbI.

HDMMCHCHMC HCM6DOI]VI3YM363 B KOM6ldHaLu/]l/] C_aKCUTMHHOOM B Ka4yecTBe TEpANUK NEPBOU

JIMHUY Y nanueHToR ¢ [1IKP

Y nauuenTor ¢ pacnpoctpaneHHbM [IKP nipu npumenennu neméponusymaba B KOMOHHALIHY €
akcuTuHMOOM Habiojanack Gosiee BHICOKAS, YEM 0KM/A€Mas, 4acTOTA MOBBILLEHUS aKTUBHOCTH
AJIT u ACT 3 u 4 crenenn TskecTu. JIo Hauana jle4eHus ¥ NEPUOMUYECKU B TEUEHHE JIeueHUs
CJCAYCT MPOBOAUTE MOHUTOPUHI aKTUBHOCTU (hpepMEHTOR MeueHu. CreyeT paccMOTpeTh Hoee
4acToe TMPOBEACHME MOHUTOPHHIA aKTHMBHOCTH (EPMEHTOBR TMEYEHH [0 CPaBHEHUIO C
NPUMEHEHUEM [penaparos B Ka4yecTBe MoHoTepanuu. Cnenyer cobmoaaTh peKOMEHAlMKU 110
ME/IMIIMHCKOMY NPUMEHEHUIO /11 000MX JIeKapCTBEHHBIX NPENapaTos.

Ilpumenenne nemMbpoauzymada B KayecTBe Tepanuu nepeoit 1uuuy y nauueHToB ¢ KPP ¢ MSI-H/

dMMR

B uccnepnosanun KEYNOTE-177 nabmonanocs Gonee BHICOKOE OTHOLIEHME PUCKOB COOBITHI
00LIel BKMBAEMOCTH NPY NPUMEHEHUH NeMOpPosIn3ymaba 1o CPaBHEHUIO ¢ XMMMOTEpanueil B
TEYCHUE NEPBbIX 4 MECALEB JIEYEHMs C MOC/IeYIOLNUM NPEUMYLIECTBOM NemOponuzymada B
OTHOLUEHUH J10JITOCPOYHOM BBIKMBAEMOCTH.

IIpnmenenne y gereii (<18 ser)

B uccnepoBannn KEYNOTE-051 161 nauuent aerckoro Bospacta (62 peGenka B BO3pacTe OT
6 mecsues 10 12 ner u 99 noapoctkos B Bospacte or 12 a0 17 net) ¢ pacnpocTpaHeHHOI
ME/IaHOMO, JUM(OMOI WM PACNPOCTPAHEHHBIMM, PELMANBUPYIOLUMMA WM pedpaKTEPHbIMM
COJTMHBIMH OTTYXOJIAMH € TIOJIOXKUTEIBHOMU sKenpeccueit PD-L1 momyunnu Tepamnuio npenapatom
Kurpyna®. [lanments nomyunnun 4 no3sl (Meanana) npenapara Kutpyna® (quanazon ot 1 mo
35 no3), 138 nauuentos (86%) nonyuunu 2 u Gosee 103 npenapara Kurpyna®.

Konuentpaiuu npenapara Kurpyaa® y naumeHtos 1eTckoro Bo3pacta Gbili CONOCTABUMBIMH €
TaKOBBIMH Y B3POC/IBIX NALMEHTOB B TAKOM JK€ PEKMME J03UPOBaHUS (2 MI/KI KasK/Able 3 HeAe/H).
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[Ipochunib Ge3onmacHOCTH y MALMEHTOB AETCKOrO BO3PAcTa GBI CXOAHEIM ¢ TAKOBBIM Y B3pOCJIBIX
NAalMCHTOB, TMOMYYMBIIMX miperapat Kurtpysa® Haubonee 4HacTBIMM —HeXeqaTelbHBIMH
peakuuavMy (COOOIIEHHBIMM ¢ 4acTOTOH He MeHee 20% y MalMeHTOB IETCKOro BO3PacTa) Gbliu
[IOBBILICHUE TEMIICPATYPbI T€J1a, PBOTA, FOJI0BHAA 60J1b, GOJIb B XKMBOTE, aHEMHS, KALLEb U 3a110.
BriBon 06 spdextnBHOCTH y manpeHToB aeTckoro Bospacta ¢ KJIX MOMydeH Ha OCHOBAHHH

PE3YyJIbTAaTOB ¥ COOTBCTCTByIO[D,Cﬁ B3pOCJIOI7I MOy JIAILIHH.

BJIMAHUE HA CIIOCOBHOCTbD YIIPABJISITb TPAHCIIOPTHBIMU CPEJJCTBAMM
N PABOTATb C MEXAHU3MAMMU

[Mpenapar Kutpyaa® mMoxeT 0kasblBaTh He3HAUMTEIbHOE BIAMAHME HA CHOCOOHOCTDH YIPaBJIATh
aproMobunem u paborars ¢ mexanusmamu. Coobuianocs 06 YCTaNOCTH I10CJI€ BBE/IEHUs

nembponusymada (cm. «[loGounoe aeiicTeue»).

®OPMA BBIIIYCKA

KoHueHntpar 115 npurotosienus pacteopa s uudy3uid, 25 Mr/mi.

I1o 4,0 mn mpenapara Bo ¢akon u3 GecuperHoro crekia tuna I (Esp. ®apm., ®apm. CLUA, Sn.
®apm.), yKyNopeHHblH MpoGKoH u3 XI0pOYTHIOBOTO MK 6poMEYTHIOBOrO Kayuyka, 00KaThIiA
A/IFOMMHHUEBBIM KOJINIAYKOM M 3aLUMIIEHHbIN [171ACTMKOBOM KPBILLKOIA.

B cnyyae propuuHoi ynakosku Ha lllepunr-ITnay Jla6o H.B., beabrus:

[lo 1 dnaxony BMecTe ¢ MHCTPYKIMEH [0 IPUMEHEHMIO B KAPTOHHOH nauke. C 1[e/1bI0 KOHTPOIIS
TEPBOr0 BCKPHITHSA HA KAPTOHHYIO Ma4Ky HAKJIEHBAIOT CAMOKIIESILUECS CTUKEPHI.

B cayuae BropuyHoii ynakosku Ha AQ «OPTATy. Poccus:

o 1 dgnakoHy B KApTOHHOM MO/I0HE BMECTE ¢ MHCTPYKUMEN 110 NPUMEHEHUIO B KapTOHHOM
nayke. C Le/bo KOHTPOJIsA IEPBOrO BCKPHITHS HA KAPTOHHYIO MMAUKy HAK/ICHBAIOT CAMOK/IEALIHECS

CTUKEPEI.

YCJIOBUSI XPAHEHUSA
B sammiennom or cBeta Mecte npu Temmepatype oT 2 o 8 °C. He 3aMopaxxuBath. He
BCTPAXUBATh.

XpaHuThb B HEJIOCTYITHOM /115 JleTell MecTe.

CPOKTOJHOCTH
2 roja.

He ucnonp3oBate no ucreyeHnn CpOKa rogHOCTH.
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YCJIOBHUS OTITYCKA
OTtmyckaroT mo peuenty.

IOPMAMYECKOE JIMIO, HA UMSI KOTOPOI'O BBIIAHO PEI HCTPAIMOHHOE
YAOCTOBEPEHUE
000 «MCJ] ®apmacsioTukancy, Poccus

ITPOU3BOJIUTEJIb

IIpouseeaeno

MC/1 Uinrepuainn I'm6X, Topryromas kak MCJ] Wpnanaua (Kapnoy), Upnanaus
MSD International GmbH T/A MSD Ireland (Carlow), Dublin Road, Carlow, Co. Carlow, Ireland
YnakoBaHo

[llepunr-Ilnay Jla6o H.B., Beaprus

Schering-Plough Labo N.V., Industriepark 30, Heist-op-den-Berg, B-2220, Belgium
UIK

AO «OPTAT», Poccus

157092, Koctpomckast 06.1., Cycanunckuii paiiow, c. CegepHoe, Mkp. XapuTOHOBO
Brinyckaomuii koHTpobL kavecTBa

[llepunr-ITnay JTabo H.B., Benbrus

Schering-Plough Labo N.V., Industriepark 30, Heist-op-den-Berg, B-2220, Belgium
WIIH

AO «OPTAT», Poccus

157092, Koctpomekasi 06.1., Cycanuunckuii paiion, c. CesepHoe, Mkp. XapuTOHOBO

HAUMEHOBAHHUE M AJIPEC  OPI AHM3AIIMY, VYIIOJJHOMOYEHHOM
AEPKATEJIEM PY HA IPUHSATHUE NIPETEH3UI OT NOTPEBUTEJIS

000 «MC]J] ®apmacktoTukasncy

yn. Tumypa @pynse, 1. 11, ctp. 1

r. Mockga, Poccus, 119021

Tedn.: (495) 916-71-00

dakc: (495) 916-70-94

Benyuuii cneumanucr otaena

1

10 paboTe ¢ PerysSTOPHBIMM OpraHaMH : :
OO0 «MC]T DapmMacbIOTHKANC) | 1 é% g Haszapoga C.b.

SKCTEPTHBII OTUET
JIEMICTBUTEJIEH JUUIA IAHHOM
BEPCUY JJOKYMEHTA
0060000O0GCO0OA4

OI'bY
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