MMHHUCTEPCTBO 3JIPABOOXPAHEHWA POCCUMCKOU ®ENEPALIUN

MHCTPYKLIMA
I10 MEJJULIMHCKOMY ITPUMEHEHMIO JIEKAPCBEHHOI'O I'[PEIIAPAT{? . [
\ IH3TIPAB PO
NEMBPOHEKCT MUH3IPAB POCCHH

1 -008887-180526 a\
0T

JACOBAHO j
PETMCTPAIIMOHHBIN HOMEP:

HpenapaT 3apEerucTpUpoOBaH € YCJIOBHEM MEPEOLCHKH OTHOIICHHUSA 0KHUJAaeMOM TOJB3Bl K

ro
Ly

BO3MOXXHOMY PHCKY NMPMMEHEHMs JIEKapCTBEHHOIO MNpernapara Mpy MOJyYeHHH MOJHBIX JaHHBIX
KJIMHHYECKUX MCCIIE0BaHMi 10 3¢ (EKTUBHOCTH U 6€30MaCHOCTH.
TOPI'OBOE HAUMEHOBAHUE: IEMBEPOHEKCT
MEXIAYHAPOJHOE HEITATEHTOBAHHOE Wi I'PYIIIIMPOBOYHOE
HAUMEHOBAHHME: nembpoianzymad
JIEKAPCTBEHHASI ®OPMA: KOHLIEHTpAT /JIs IPUrOTOBJIEHHUS pacTBOpa A MH}Y3uii
COCTAB
1 M pacTBOpa cOnEpPHKMUT:

Oeticmeyloujee eewjecmso: nemobponusymabd 25,0mr;

i ecnomozamenvHule eeuwjecmea: caxapoza — 70,00 mr, LA ucruaun — 1,55 mr, nonucopbar 80—
0,20 Mr; XJIOpUCTOBOJOPOHASI KUCIIOTA — G.S., BOJA U1l MHBEKLMH 10 1 ML
OIIMCAHHUE

| ITpo3payHblit MM ONANECUMPYIOMIHUIA OT 6ECLIBETHOTO IO CBETJIO-XKEJITOrO L[BETA PACTBOP.

‘ ®APMAKOTEPAIIEBTHYECKAS I'PYIIIIA
ITpoTHBOOIYyXOJIEBEIE CPECTBA, MOHOKJIOHAbHbIE AHTUTENA M MX KOHBIOTATHl C JIEKAPCTBEHHBIMH
cpeacrBamu; uHruburopsr PD-1/PDIL-1 (Genox 3anmporpammupoBaHHOW rubemu knerok 1/ ero
JIUTaHm).
KOJ ATX: LOIFR2
®APMAKOJIOTMYECKHE CBOMCTBA
[Tembponuzymab — 53TO TryMaHM3MpPOBaHHOE€ MOHOKJIOHAJIBHOE AHTUTENO, CEJNEKTHBHO
Onokupyrouiee B3aumoeiicTere Mexay peuentopom PD- u ero nurangamu PD-L1 u PD-12
ITem6ponuzymab siBnsercs ummyHornodynuHoM uszortuna IgG4 xanma ¢ mMonexyssipHON Maccoi
okouo 149 x]la.
Mexanusm deiicmeus
PD-1 - 310 peuentop, SBIAIOIIMHACS UMMYHHOM KOHTPOJIBHOW TOYKOM, KOTOPBIH OrpaHMYMBAeT
akTMBHOCTh T-numdomnuroB B nepudepudeckux TkaHax. OrmnyxoneBble KIETKH MOTYT
UCNONb30BaTh CUrHanbHBIE myTh PD-1  ans  uHrubupoBaHust axkTuBHOro T-KJIETOYHOTrO
MMMYHOJIOTHYECKOTO HaJ30pa.
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IlemGponusyma6 npezcrasiser coboi BbICOKOaQ@UHHOE aHTHTENO K PD-1 peuenropy, npu
MHTMOMPOBAHMM KOTOPOrO OCYUIECTBISAETCS /BOiHAs O10kaja CHrHAIBHOTO MyTH PD1,
pxmouaromero juranasl PD-L1 u PD-L2 Ha onmyXoneBbIX WM aHTHICHNPE3CHTUPYIOLIMX
KneTkax. B pe3ynsraTe MHrMOMpOBaHMs CBs3piBaHMs peuentopa PD-1 ¢ ero nurannamu
nem6ponu3ymMal peakTHBHPYET OINYXOJb-CrIELMpUIHBIC LMTOTOKCHYECKHE T-tumdouutsl B
MMKPOOKPYXKEHHH OIYXOJIM ¥ TAKMM 00pa3oM, PeaKTUBUPYET MPOTHBOOMYXONEBbIH HMMYHHTET.
AHTHaHTHOTeHHBI 5hdeKT JeHBaTMHKOA (My/IBTHKHHA3HBIA MHrHOMTOp) B KOMOMHALMH C
peakTHBalMell MpoTMBOOIyXoJeBoro sddekra nemGponusymaba (antu-PD-1) mpusoaut K
Gonplueil akTHBALMM T-KJIETOK B MMKPOOKDPYXXEHHM OITyXOJM, 4YTO IIOMOTaeT MpeoaoJeTh
NEpPBMYHYIO M TPUOOPETEHHYIO YCTOHYMBOCTH K WMMYHOTEpAllMd M MOXET YJIY4YLIMTh OTBET
OIyXOJIM TIO CPABHEHHUIO C Teparueit TONbKO OHUM U3 IEACTBYIOIIMX BEIIECTB.

B IOKJIMHUYECKUX MOJEISIX Ha Mbiax MHruoutopsl PD-1 B xoMOMHanuu ¢ MyJabTUKMHA3HBIMU
MHIMOMTOPaMH  IIPOJIEMOHCTPUPOBAJIM TOBBIIIEHHYIO TIPOTHBOOIYXOJICBYKO aKTHBHOCTH IO
CPaBHEHHIO C Tepanueii TONbKO OJHUM U3 AEHCTBYIOLIMX BELIECTB.

®apmakoAHHAMHKA

Ha oCHOBaHWM JaHHBIX MOJEJMPOBAHUS 3aBHCHMOCTH J103/3KCNO3ULMSA, MPOBEJEHHOrO s
oueHkH 3)PeKTHBHOCTH U 6e30MmacHOCTH nemMbponnusymaba, OTCYTCTBYIOT KIMHHYECKHM 3HAYMMBbIE
pasznuuus B 3pGeKTUBHOCTH ¥ 6€30MaCHOCTH MeXIY pexxumMaMu Jo3upoanus 200Mr uiv 2 Mr/Kr
kaxabie 3 Heaenu unu 400 Mr kaxxzapie 6 HeelNs.

B nepudepudeckoil KpoBH MalMEHTOB, KOTOpHIE MONydYand neMOponusymab B pexume 2 Mr/Kr
Kaxasle 3 Heenu wid 10 MI/kr Kaxaele 2 Wiy 3 HeleH, HE3aBUCUMO OT NPUMEHSEMOro pexuma
[03UpOBaHuUs HaOJIIOJANOCh YBEIUYEHHE NIPOLIEHTHOTO COJepXKaHUs aKTMBUPOBaHHEIX (T.e. HLA-
DR+ D4+ (DB+ T-kieTok 6e3 MOBBILEHHs 00IIero Yucia UUpKyIMpyomux T-mumbonuTos.
PapmMakOKMHETHKA

dapMaKOKMHETHKY neMOponn3ymaba u3yyanu B UCCIEOBAaHUAX ¢ yyacTHeM 2993 mauueHToB ¢
pa3MYHBIMKA BHIAaMH 3JI0KAYE€CTBEHHBIX OIyXOJIeH, MOJy4aBIUMX Mpenapar B J03MpOBKax or 1
no 10 mr/kr xaxapie 2 Hepend or 2 no 10 mr/xr kaxapie 3 Henenu win 200 Mr Kak/sle
3 Hepenu.

He 65110 0GHapy»XeHO KIMHHYECKH 3HaYMMBIX pa3iuyuii B (hapMaKOKUHETHKe neMOponnsymaba
Cpely M3yYeHHBIX TMOKa3aHUii.

Bcacvieanue

ITemOponu3ymab BBOAMTCS BHYTPHMBEHHO, IO3TOMY HEMEAJEHHO M TOJHOCTHIO CTAHOBUTCH
OUOOCTYIHBIM.

Pacnpeoenenue

B COOTBETCTBMM C OrpaHMYEHHBIM BHECOCYAMCTHIM pacrpeleieHueM, 00beM pacrpeeeHus
nembponu3zymaba B paBHOBECHOM COCTOSIHUM He3HauuTeNbHBIM (npumepHo 6,0 n1; xoadduumeHt

37



papuammu (CV:20 %0. Kak u apyrue antutena, nemGponusymab He cBaspiBaeTcs ¢ Genkamu
11a3MBbl CTIELU(PHUYHBIM ITyTEM.

Memadonuzm

T[Tem6ponu3yma6 noasepraercs Katabonu3mMy HecrnieLMGUUHBIMU ITyTAMH, METa00IM3M HE BIHSET HA
€ro KJIMpEeHC.

Buigeoenue

Kimpenc nem6ponusymaba (CV %9 npumepHo Ha 23 % HuXe (CpeHee TreoMeTpHYecKoe
195 mn/cyt (40 %)) nocne JOCTHKEHUS MaKCUMAaJIbHOTO M3MEHEHMs B PABHOBECHOM COCTOSIHHH
MO0 CpaBHEHHIO ¢ MepBoi no3oi (252 mu/cyt (37 %)); 3TO CHMXKEHHE KIMpEHCa C TEYEHHEM
BPEMEHM HE CUMTAeTCs KIMHMYECKH 3HaunMbIM. CpeHee reometpudeckoe 3Hauenue (CV %9 mis
KoHe4yHoro nepuoja nonyseieegeHus (T12) cocrasnser 22 nua (32 %).

Ilpu MOBTOPHOM BBEAEHWM Kaxable 3 HeJeld paBHOBECHBIE KOHLEHTpauuu nemOponusymada
JNOCTMrajliuch K 16 Hexene, mpM 3TOM CHUCTEMHOE HaKoruleHMe Gbul0o B 2,1 pasa Bsile.
MakcumanbHass KoHueHTpauus (Cmax), MHHMMalbHass KOHLEHTpaUus Tepel BBEJCHHE
cnepyromei n03el (Cmin) ¥ nnomane MoA KPHBOH «KOHLIEHTpPALUS-BPEMS» B PaBHOBECHOM
cocrosinuu (AUCss) nembponuzymaba Bo3pacTainy NpoNOpLUOHANBHO 03¢ NPU BBEIEHUHU OT 2 110
10 Mr/kr kaxapie 3 HeeNu.

DapmaKoKuHemuKa y 0coovlx zpynn nayueHmos

BnusHue pasnuuHBIX KOBapuaT Ha (apMakOKMHETHKY memOponu3ymaba OLEHMBaIM B
NIOMYJISILMOHHOM  (hapMakOKWHeTH4YeckoM aHanuze. Crnepyromue (akTopsl He OKa3bIBalId
KJIMHUYECKH 3HaYMMOroO BJIMSHMSA Ha KIMpeHc nemOponusymaba: Bospact (ot 15 no 94 ner), nomn,
paca, Jerkasi WM yMepeHHas CTeleHb N0YEeYHOH HeOCTaTOYHOCTH, JIerkKasi CTeNeHb NMeYeHOYHOM
HEJOCTaTOYHOCTH, Macca OIyXoiu. B3auMocBA3bp MeXJAy Maccoil Tena U KIMPEHCOM
NOATBEPXKJAET HUCIMOJBb30BaHWE (UKCHPOBAHHOTO pPEXHMa JO3MPOBAHUS WM  pexuMa
JI03MPOBAHUS B 3aBUCUMOCTH OT Macchl Teja Al obecriedeHus: aJeKBaTHOTO M CX0XKEro KOHTPOJIA
skcno3uuuu. KoHueHnTpauun nem6ponusymaba npu pexxume J03UPOBAaHUS B 3aBMCHMOCTH OT
Macchl Tena 2 MI/KI Kaasle 3 HeIenu y MalMeHTOB AeTckoro Bospacta (ot 2 mo 17 ner)
COIIOCTaBUMBI C TAKOBBIMHU Y B3POCJIBIX IIPH TAKOM XK€ PeXXUME J03UPOBAHHUSI.

Ioyeunasn nedocmamoynocme

BiusHHMe mouyedyHOM HEJOCTAaTOYHOCTH Ha KJIMpeHC mneMOponusymaba OLEHMBAlIX TpH
MOMy/IAUMOHHOM (apMaKOKMHETHYECKOM aHalu3e y mNauueHToB ¢ jerkoi (60 < ckopocTh
KJ1yOOUYKOBO# bunpTpauun (CK®) <90mn/mun/1,73 M?) WK YMEpEHHOM
(30< CK® <60mn/Mun/1,73 M?) noueuHoil HENOCTATOYHOCTHIO B CPABHEHHH C NALMEHTAMH C
HOpMasibHO# (QyHkumed mouek (CK® > 90 mn/mun/1,73 m?). He BHISBICHBl KIMHUYECKH
3Ha4YMMBIC pa3jinyMs B KIMpeHce neMOponnsymaba Mex 1y nalMeHTaMy ¢ JIErKOM MIIM yMEPEeHHOM
NOY€YHOH HEJOCTATOYHOCTBIO U € HOpPMalbHOM (QyHKUMel noyek. Y MalMeHTOB C THKEOM
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noyedHoit HegocTaTouHocTho (15 < CK® <30 mMn/mun/1,73 M?) Mccie10BaHus 1O IPUMEHEHHIO
nemGponusymaba He npoBoanaH (cM. «Crnoco6 npuMeHeHH s ¥ J03b1»).

ITeyenounas nedocmamoyrHocms

Bnusuue HapymeHus (YHKUMM Te4eHH Ha KIMpeHc mnemOponusymaba OLEHMBAIM TpH
NONMYNALMOHHOM  (papMaKOKMHETHYECKOM  aHanM3e y  MNalMeHTOB ¢ TeYeHOYHOM
HEZ0CTATOYHOCTHIO JIErKOM cTeneHu (KoHLeHTpauus obmero 6unupybuna (OB) or 1,010 1,5 pa3
BhILIE BepXHeW rpanuipl HopMmbl (BI'H) mnm axTuBHOCTH acmapratamuHoTtpaHcdepassl (ACT)
seiie BI'H) npu cpaBHeHUMH C MaleHTaMU ¢ HOpMallbHOM QyHKIMeH neyenu (koHueHTpauus Ob
u aktuBHocTh ACT < BI'H). He oOHapyxeHO KJIMHHYECKH 3HAYMMBIX DPa3jIMY¥ii B KIMpEHCE
nembponnszymaba Mexay NalWeHTaMH C NMEYCHOYHON HEJLOCTATOYHOCTHIO JIETKOM CTENEHH U C
HOpManbHOH (yHKUMeld neueHH. Y MalMeHTOB ¢ NMEYEeHOYHOH HEeJLO0CTATOYHOCTBIO YMEPEHHOMH
(xonuentpauus Ob ot 1,5 no 3 pa3 Beiwe BI'H u moboe 3nauenune aktuBHoct ACT) mnu
TspKe0i (koHueHTpauus Ob >3 pa3 Beime BI'H u mo6oe 3nauenue akrupHoctu ACT) crenenu
MCcClleIoBaHKs 1O NMPUMEHEHHUI0 neMOponuszymaba He nmpoBoauau (cM. «Crioco® npuUMeHeHUs U

JI03B1»).

INOKA3AHUSA K IPUMEHEHUIO

Menanoma

IlemOponu3ymab noka3zaH B KayecTBE MOHOTEpANlMM s JICYEHHs B3pPOCHBIX IALMEHTOB C
HeornepabebHOM WM METaCTaTH4ECKOH MeNnaHOMO.

ITem6ponu3ymab B BHMAE MOHOTEpalMM MOKa3aH B KayecTBE aJIbIOBAHTHOM Tepamuy MOCle
XMPYPrM4eCKOro JIEYeHHsl y B3pOCHIBIX MNalueHToB ¢ MenaHoMoi III craamm ¢ mopaxeHuem
MMMQaTHYECKUX Y3JI0B.

Hemexok/1eTOYHBIH paK JIerkoro

ITemGponusymab nokasaH B KOMOMHALIMM ¢ XMMHOTepanueii, BKIIOYAIOLIEH npenapar IaTHHLI 1
neMeTpeKkcel B KayecTBe 1-0i JMHMM Tepanmuu y B3pOCHBIX NALMEHTOB C METacTaTHYECKHUM
HETUTOCKOKJIETOYHBIM HEMEIKOKIETOYHEIM pakoM jerkoro (HMPJI) npu otcyrcTBuM MyTanmii B
reHax snuzepMainbHoro ¢akropa pocra (BGFR) wiu kuHaskl aHariactuyeckoit mumdomsr (ALK).
Ilembponu3ymab moxaszaH B KOMOMHALMH ¢ KapOOTIaTUHOM M NaKJIUTAKCEIOM WM albOyMUH-
CTaOWIM3MPOBAHHBIM HAHOAWCIIEPCHBIM TAK/IMTAKCEIOM B KadyecTBe |-OM JIMHMM Tepamuu y
B3POC/BIX IIALMEHTOB C METACTATHYECKMM IUIOCKOKJIETOYHBIM HEMEJKOKJIETOYHBIM pPaKoM
JIETKOrO.

[TemGponusymab nokasaH B KayecTBE MOHOTepanvu |-oif JMHMM y B3POC/IBIX MNAlMEHTOB C
MeCTHOpacnpocTpaHeHHBIM MM MetactatnueckuM HMPJII ¢ skcnpeccueit PD-L1 TPS > 1%
OIYXOJICBBIMH KJIETKAMH, ONpPEJENseMON BaluJMpPOBaHHBIM TECTOM, NPU OTCYTCTBUM MYTallUii B

reHax BGFRunmu ALK
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[Tem6ponu3ymab T0Ka3aH B KayecTBE MOHOTEpAanmuMH Jis JICYEHHs B3POCHBIX MNALHEHTOB C

PACcIIPOCTPaHEHHBIM HEMEIKOKIETOUHBIM pakoM Jerkoro ¢ skcnpeccuedt PD-L1 TPS > 1 %
ONMyXONEBHIMHM KJIETKAMH, OTpEZEeNsieMOi BalMJAMPOBAHHBIM TECTOM, KOTOphIC paHee MoJy4aiu

Tepanuio, BKIIOUAIOILYO NpenapaTsl MiaTuHbl. I1pn Hanuuuu myTaimil B renax EGFR min ALK
NALMEHTH! J0DKHBI TOJNYYHTh COOTBETCTBYIOLIYIO CHELM(HUECKYIO TEpamnuio Mpexae, YeM UM

OyeT Ha3HaueHo JieueHue neMoponusymabom.

Pak rojioBbl u 11eH

IlemGponu3ymMab moka3aH B KayecTBE MOHOTepanuu 1-OH JMHHMM Y B3pOCJIBIX TNALKEHTOB C
METAaCTaTHYECKUM MM HeonepabelbHBIM peLMANBUPYOIIMM IJIOCKOKJIETOYHBIM PaKOM T'OJIOBHI U

meu (ITPI'I) ¢ skenpeccuein PD-L1 (koMOMHUPOBaHHEIH TOKa3aTeNb MO3UTHBHOCTH (commbined
positive score, CPS)) CPS> 1.

[Tembponu3ymab rnokazaH B KOMOMHALMK ¢ XUMUOTEPANMEH, BKIIFOUAIOLIEH Npenapar MiaTuHbl U
S5<ropypaumn (5-PY), B kauectBe |-0M JMHMM TEpanMM Yy B3pOCIBIX MALMEHTOB C
METaCTaTHYECKHM MM HeonepaGebHBIM PelANBUPYIOIIMM MIOCKOK/IETOYHEIM PaKOM TOJIOBHI U
mewu (ITPT'LL) ¢ sxcnpeccueit PD-L1 CPS> 1.

[TemOponu3zymab mnoka3aH B KayecTBE MOHOTEpAaNMU [AJs JIEYEHHS B3POCIBIX TALUEHTOB C
MeTacTaTM4eCKMM WM  HeonepabenpHbiM  peumauBupyrommM  TIPTII ¢ skcnpeccuei
PD-L1TPS> 50% u mporpeccupoBaHueM 3a0o0jieBaHHMs BO BpeMsl MM IOC/I€ XUMHOTEPAIHH,
BKJIIOYAIOIEH MpernapaThl INIATHHBL.

Knaccuueckas immmpoma Xomkkuna

ITemOponu3ymal moka3aH B KauecTBe MOHOTEPAIUM JUIs JIeYEHUs B3POCIIBIX U JieTeil B Bo3pacTe
OT 3 JIeT ¥ CTaplle ¢ pelUANBUPYIOIEe Win pedpakTepHO Kiaccudeckoi tumpomoit XomKKuHA
(xJIX) nocne BHIMOJHEHUS ayTOJOIMYHON TPaHCIUIAHTALMU FEMOTNIO3THYECKUX CTBOJIOBBIX KJIETOK
(ayroTI'CK) unu mocne ogHoit u Oonee npeAlIeCTBYIOLIEH IWHWHA Tepanuu TpU HaIUYUU

NpOTUBOIIOKa3aHMii K BeimonHeHuto ayro T CK.

YporeanaabHbli pak

ITem6ponu3ymab mokasaH AJis J€YEHUs] B3POCIHBIX MALMEHTOB C MECTHOPACTPOCTPAHEHHBIM WM

METACTaTUYECKUM YpPOTEIHAIbHBIM PAaKOM, Y KOTOPBHIX HEBO3MOXKHO NPOBEICHUE XUMHUOTEPANUH,

BKJIOYAIOIIEH LMCIIIATHH, ¢ 9Kkenpeccueit PD-L] (koMOMHUpPOBaHHBIH 1OKa3aTeNnb NO3UTHBHOCTU

(conbined positive score, (PS) > 10) 1o JaHHBIM BalMAMPOBAHHOTO TECTA, @ TAKXKE Y NALIUEHTOB,

KOTOPHIM HEBO3MOXXHO MPOBEICHHE XMMHUOTEPanuy JIOOBIMH NpenapaTaMy IJIaTHHB], HE3aBUCUMO

ot 3kcnpeccuu PD-LI.

ITem6ponuzymab B KauecTBe MOHOTepaliMM TOKa3aH IJs JIEYEHHS B3POCIBIX MNALMEHTOB C

MECTHOPACNpPOCTPaHEHHBIM HIIM METAaCTaTHYECKMM YpPOTENIHAlbHBIM PpaKoM, KOTOpBIE paHee

NOJTy4YaJid XMMHOTEPAIHIO, BKIIOYAOILYIO NpenapaThl I1aTHHBL.

ITemGponusymab nokasaH Jist JieYeHUs! B3POCIIBIX MALMEHTOB C HEMBIIIEYHO-MHBA3UBHBIM PaKOM
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mouesoro my3bips (PMIT) BeICOKOro pucka MpH OTCYTCTBUM oTBeTa Ha Tepamuio BLUK, mpu
HAJIMYUK KapLyMHOMB ##situ (CIS) ¢ manumnspHoii onmyXxosipio v 6e3, KOTOPHIM HE MOXET OBITH
NpoBeJeHa LUCTIKTOMMUSA MM OTKAa3aBLIMMCS OT €€ BBINOJHEHHUS.

Pax numesoaa

ITem6ponu3zymab mokazaH B KOMOMHAlMM ¢ XMMHMOTEpANUeil Ha OCHOBE IPENapaToB IIATHHBI U
¢ropnupuMuIMHA B KayecTBe 1-0Hf JMHMM TepanMd y B3pOCIBIX TNALMEHTOB ¢
MECTHOPACTIPOCTPaHEHHBIM HeonepabelbHBIM MJIM METacTaTUYECKUM DPakoM MHIIEBOJA, HIM
HER-2 HeraTMBHO# aJJeHOKapLIMHOMOM MHILEBOJHO-KETYI0YHOTO Tepexo/ia (OMmyX0JiH ¢ LIEHTPOM
oT 1 10 5 cM BhIIIE MUIIEBOJHO-KENYI0YHOrO nepexoza) ¢ sxcnpeccuern PDIL1 (PS> 10.
3/10KaYecTBeHHbIE HOBOOOpa30BaHMsi € BBICOKHM YPOBHEM  MHKPOCATe/JJIMTHOM
HecTa0MJILHOCTH

[Tem6ponu3ymab B KauecTBE MOHOTEpAnMH IOKa3aH i JIEYEHUs B3POCHIBIX MALMEHTOB C
HeornepabeJbHBIMU HWIIM METAaCTATHYECKUMH 3J1I0KAYE€CTBEHHBIMM HOBOOOPAa30BaHUAMH C BBHICOKMM
YPOBHEM MHKpOcaTe/UIMTHOW HectabuiapHocTd (MSI-H), Bkmouyas HapylieHHs CHCTEMBI
penapaupu  JJHK (dMMR), npu nporpeccupoBaHuM 3a00jeBaHWs TOC/IE TpPEAIECTBYIOIIEH
TEeparuy B CIIy4ae OTCYTCTBHS YAOBJIETBOPUTEIBHBIX aIbTEPHATHBHLIX BADHAHTOB JICYEHHS.
KonopekTanbHblii pak

ITemOponu3ymab moka3zaH B KayeCTBe MOHOTEpanu 1-0M JIMHMM Yy B3pOCIBIX MalMEHTOB C
HeorepabenbHBIM MM METAaCTaTHYeCKUM KonopekTanbHeIM pakoM (KPP) c¢  Beicokoi
MHKpocaTeTuTHOW HectabunpHocThio (MSI-H) wnu HapymenusmMu cuctemsl penapauun JIHK
(AMWR).

Pak meiiku MaTKn

[Tem6ponu3ymab nokazaH B KOMOUMHALMK ¢ XMMHOTepanueii ¢ OeBauuszymabom unu 6e3 Hero Ans
Ne4eHHs B3pOC/IBIX MAaLMEHTOB CO CTOWKUM, PELMIMBUPYIOIIMM MM METacTaTUYECKHMM DPakoM
ek Matku ¢ skcnpeccuedt PD-L1 ((PS> 1) no naHHBIM BaaMAMPOBAHHOIO TECTA.
[TemOponu3ymab B KayecTBe MOHOTEpAnuM IOKa3aH [yl JIeYE€HHs B3POCIBIX MALMEHTOB C
PELUAMBUPYIOLIMM MM METACTaTUYECKHUM PakoM IIeWKHU MaTku ¢ skcnpeccueit PD-L1 (CPS> 1)
N0 JaHHBIM BaJMJMPOBAHHOIO TeCTa NPYU NPOrpecCUpoBaHUM 3abosieBaHHs Ha (OHE WM Mocne
NpOBEIEHUS] XUMUOTEPATIUH.

IToyeyHo—KJIeTOYHBIH pak

[TemOponuzymab moka3aH B KOMOMHALMK ¢ aKCUTUHUOOM B KayecTBe 1-Oi JIMHMM Tepamuu y
B3pOCJIBIX MALMEHTOB C PaCNPOCTPaHEHHBIM NOoYeyHO-JIeTOYHBIM pakoM (TIKP).

ITem6ponu3ymab nokaszaH B KOMOWHAIMH C JICHBATUHUOOM B KayecTBe |-Oif JIMHUM Tepamnuu y
B3pOCIIBIX MALMEHTOB ¢ pacnpocTpaHeHHBIM [TKP.

[Tem6ponu3ymab B kayecTBe MOHOTEpanMW TOKa3aH AJs aAbIOBAHTHOW TepanmuM y B3POCIBIX
naguenToB ¢ IIKP npwu cpenHe-Bmcode WM BbICOKOM pucke peuuauBa (cM. «Cnocob
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npYMeHeHHs M J03b» pasgen «OTGOp NalMeHTOB») Tocie HeDPIKTOMHM MM  Mocie
HE()PIKTOMUH U PE3EKLMN METACTATHYECKUX MOPAXKECHUM.

Pak >naomerpusi

[lem6ponu3ymal nmokasaH B KOMOMHALMK C JIEHBATMHUOOM ISl JIEYSHHS B3POCIBIX NALMEHTOB C
PacnpOCTPaHEHHBIM PAKOM SHIOMETPHs B Cllydae OTCYTCTBHS BBICOKOM MHKPOCATEINTHOH
necrabuipHoctn (MST-H) wmmm  Hapymenuit cucremnl pemapaimu  JIHK (dIMMR) ¢
mporpeccupoBaHueM 3aGoJieBaHMs TOC/E TNpPEJIIECTBYIONEH CHCTEMOH Tepanmuu B JOOOM
peXxXuMe, KOTOPEIM He NIOKa3aHO XUPYPTHYECKOE JIEYEHHE UIIH JIyYeBasi Teparnus.
ILnoCcKOKJIETOUHBIH PaK KOXKH

[TemGponu3ymMab TmoOKazaH M) JIGYEHHS B3POCHBIX TAlMEHTOB C PELHAMBUPYIOLIMM HIIH
MEeTacTaTHUECKUM TutockokneTouHsM pakoM koxu (ITKPK) wim mectHOpacnpocTpaHEHHBIM
ITKPK, KOTOpHIii HE MOXET OBITh M3/IeYEeH XUPYPTHYECKMM METOIOM WJIM JTy4eBOM Tepanuei.
TporiHoi HeraTHBHBIA PaK MOJIOYHOH JKeJie3bl 5 ek
[Tem6ponn3ymab nokasaH B KOMOMHALMK ¢ XUMUOTEpanuen A1 Je4eHHs B3pOCIBIX MALMEHTOB C
HeomnepabeNbHBIM MECTHO-PELIMIMBUPYIOIIUM WM METACTATUYECKUM TPOMHBIM HETaTHBHBEIM
pakom MosouHoii xene3st (THPMIXK) ¢ oskcnpeccueit PD-I1 (CPS > 10) mo jaaHHEIM

BaJIMAUPOBAHHOT'O TECTA.

IMPOTUBOIIOKA3AHMUSA

- Tsxenas runepYyBCTBUTENBHOCTh K mNeMOponu3ymaby MIM K JAPYrMM KOMIIOHEHTaM
npenapara.

- TloyeyHast HEAOCTATOYHOCTH TSXKEJION CTENEHH.

- IleyeHOYHas HEAOCTATOYHOCTh CPEAHEN M TSKEJION CTENEHH.

- Bo3spact no 18 ner (npu neyenuu xJIX — menee 3 nier).

- bepemeHHOCTD.

- Ilepuon rpyaHoro BcKapMJIMBaHMs.

C OCTOPOXHOCTBIO

v NManMuEeHTOB, NoJy4yaBIINX ﬂeM6p0IlPl3yM36, OTMEYaJINCh HMMYHOOIIOCPENOBaHHBIC
HEXEJIAaTCJIbHBIE PEAaKLMH, BKIIKOYAA TAXKENIBIC M Cly4dau C JICTAJIBHBIM HCXOJA0M (CM. «OcoObie

yKa3aHUs»).

INPUMEHEHHE NP BEPEMEHHOCTH W B IIEPHOJA TI'PYJIHOI'O
BCKAPMJIMBAHMUSA

BepemennocTb
JlanHble 0 MpuMeHeHMH neMOponu3zymaba y GepeMeHHBIX KEHIIMH OTCYTCTBYIOT. CrienuanbHble
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MCCTIEIOBAHMS TI0 M3YYEHHMIO BIMSHMS NeMOponusymaba Ha pempoRYKTHBHYIO (YHKUMIO Y
JMBOTHBIX HE NMPOBOJIMIMCH, TEM HE MeHee, B MOJE/sIX OepeMEeHHOCTH Mbllel GbII0 MoKasaHo,
yTo Gnokana curHanbHoi cucreMbl PD-L1 mpuBOAMT K CHMXKEHMIO TOJICPAHTHOCTH OpraHu3ma
MaTepy K IUIOAY M MOBBILIEHUIO YIPO3bl FTHOENH MIoaa. DTH Pe3yNbTaThl YKa3bIBAlOT BO3MOXHBIN
pucK (Ha OCHOBaHMM MEXaHM3Ma [EHCTBMA) HETaTMBHOTO BO3JCHCTBHMS Ha IUIOA, BKIOYas
TOBBILIEHHE YaCTOTHl BHIKMBIIIEH WM MEPTBOPOXKAEHHUH, P PUMEHEHUH NeMOpou3ymaba Bo
BpeMsi OepemennoctH. Yenopeweckuit ummyHornoOymun G4 (IgG4) npoHukaer depes
IUIalleHTapHBIH Gapeep, a Tak kak nemOponusymab spnsercs IgG4, moTeHUMaNIbHO OH MOXET
TnepeIaBaThes Yepe3 IUIAleHTY OT MaTepH K pa3BHBarolleMycs miofay. XXeHIIMHBI JETOPOAHOTO
BO3pacTa JOJDKHBI MCIOJNB30BaTh HAAEKHBIE METOJbl KOHTPALENLMHM BO BpeMs JICYECHHUS
nembponu3ymaboM ¥ B TeueHWe He MeHee 4 MecsAleB Tocne rnocnenHed MHPY3UH
nembponuzymaba.

Ilepnoa rpyaHOro BcKapMJIHBaHHS

Her panHeIXx o BeyieneHun nemOponusymaba B rpyaHoe Monoko. IlemOGponmzymab
NPOTHBOINOKA3aH B MEPUOJ IPYAHOTO BCKaPMITMBAHUSL.

Bausinue Ha pepTHIBHOCTD

Knunuueckue AaHHBIE 0 BO3MOXKHOM BJIMSHMM neMOponu3ymaba Ha penpoayKTHBHYIO GYHKLHMIO
OoTCyTcTBYIOT. HecMOTps Ha TO, 4YTO OTAENbHbIE MCCIEAOBAHUS TOKCHYECKOro JeHCTBHUS
nembponusymaba Ha penpoaAyKTUBHYIO (GYHKLHMIO U BHYTPUYTPOOHOE pa3BUTHE HE MPOBOJMIIUCH,
NIPU UCCIE0BAHUM TOKCHYHOCTH TMOBTOPHBIX 103 Yy 00e3bsiH B Cpoku | u 6 MmecsueB He ObL10

o0Hapy>X€HO 3aMETHOTO BIIMSHHS Ha PENPOAYKTHBHBIE OPraHbl CaMLIOB M CaMOK.

CIIOCOB IIPUMEHEHMUS ! 103bI1

Jleuenue cnepyer HauMHAaTh U NPOBOAUTH NOJ KOHTPOJIEM KBamqmunposaHme U OMBITHBIX
Bpauei.

Ot6op nauueHTOB

Ecnu ykazaHo B noka3aHMM K IPUMEHEHHIO, TALMEHTOB IS JIEUeHUs eMOpou3ymaboM crieayer
oTOMpaTh Ha OCHOBAHMM MOJOXHUTeNbHON sKcmpeccur PD-LI, craryca omyxonmn MSI-H win
dMMR (cm. «Tlokazanusi K NPUMEHEHHIOY).

Oxcnpeccuto P cnepyer onpenenste ¢ mnomoipio HabGopa pearentoB «PD-L1 THC
22C3 pharmiD>$y unu aHanoruyHoro Habopa.

Craryc onyxonu MSI-H unn dMMR cnenyer onpenensts ¢ NOMOIIBIO BaIMAMPOBAHHOTO TECTA.
ITockonpKy y NAaUMEHTOB C TIJMOMAaMM BBICOKOM CTEMEHHM 3JI0KAYECTBEHHOCTH BIIUSHHUE
NpeeCTBYIONEH XUMHOTEpANUK Ha pe3ynabTaThl TecTupoBaHus cratyc MSI-H wiun dMMR He
ONpENeNIeHO, y TaKuX MNalMEHTOB PEKOMEHAYeTCs MpOBOAMTH TECTHPOBAaHME Ha JaHHbIE
MOKa3aTeld Ha MaTepualne MEepPBUYHOIH OINyXO/lW, MOJYYEHHOM J0 Hayala XHMHOTEpanuu
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TEMO30JIOMUIOM.

IIpy npuMeHeHMHu nemGponusymaba B KayecTBe aJbloBaHTHOH Tepanuu y naupentos ¢ IIKP x
KATErOpMM CPEHEBBICOKOTO pHCKa OBLIM OTHeceHH! omyxonu craauu pT2 ¢ 4-i cremeHsio
muddepeHIMPOBKM UM HAIMYMEM CaPKOMATOMIHOTO KOMIIOHEHTA a TakKe OMyXonu cTajuu pT3 ¢
mo6oit crenensio nuddepenumpoBkr 6e3 mopaxenus aumdoysnor (NO) u Ge3 oraaneHHBIX
meracTazoB (MO0). K xaTeropuu BEICOKOTO pUcKa OBUIM OTHeceHH! omyxonu craguu pT4 ¢ moboi
crenenbio auddepenumporky, NOu MO, a Taroke omyxonu mobo# craauu pT ¢ moboii cTeneHbro
nupdepenuupoBku ¢ nopaxenreM Jmumbpoysno 1 M0. K xareropun M1 NED (6e3 npusHakos
3a601eBaHKsA) OB OTHECEHBI MALIMEHTHl C METAaCTATHYECKUM PaKoM, KOTOPEIM Obliia MpoBeJieHa
TOJIHAS PE3EeKIMs IEPBUYHOMN OMYXOJH ¥ METACTATHYECKUX MOPaXKEHHH.

Joza

PekomeHioBaHHas j03a nemoOposnuszymaba y B3pocibix nauueHToB cocraBusier 200 Mr kaxiasie
3 umepenu winu 400 Mr kaxuaeie 6 Heleslb, BBOAUMBIE BHYTPUBEHHO (B/B) B BHAE 30-MHMHYTHOH
UHDY3HUH.

Ilpy KOMOWHHMPOBAHHOW TepamMU CIEIyeT CMOTPETh MHCTPYKUMH 10 MEIULMHCKOMY
NPUMEHEHUIO COBMECTHO TIPUMEHSEMBIX JIEKAPCTBEHHBIX mpenapatoB. [Ipu BBeaeHHH
neMbponm3ymaba Kak 4acTd KOMOMHMPOBAHHOW BHYTPUBEHHON XWMHOTEpanuu nemMOponuszymad
clieyeT BBOJUTH TEPBbIM.

Hna mnamuentoB c¢ IIKP, nomywarommx neuenue nemOponusymaboM B KOMOMHAaLMHM C
AaKCUTUHUOOM, CJIE€ZlyeT 03HAKOMHTBCS C PEKHUMOM J03MPOBAHUS aKCUTHHMOA B MHCTPYKLHMH IO
MEJIMLIMHCKOMY TPUMEHEHHI0. B cilydyae COBMECTHOro NpHUMEHEHHMs aKCUTHMHHOa cC
nembponuszymaboM yBenMueHHE [03b1 AKCUTHMHHMOA BbILE HAaYaldbHOM JO3BI 5 MI' MOXHO
paccMaTpUBaTh C UHTEpBAIoM 6 uiu 6osee Heaenb.

Jina naumentoB ¢ pakom sHaomerpua U IIKP, monyuwarommx neyenue nemOGponuszymabom B
KOMOMHALMM ¢ JICHBaTUHUOOM, peKOMeHyeMasi HauyajlbHas 1032 JieHBaTHHHOa coctaBiser 20 Mr
NepopanbHO OJMH pa3 B CYTKM 0 NporpeccupoBaHus 3abojeBaHMs WM Pa3BUTHUS TPU3HAKOB
HENpUEMJIEMOI TOKCUYHOCTH.

Jleuenne mnem6ponu3ymMaboM NPOBOAAT OO MpPOTPECCUpOBAaHHs 3a00JIeBaHMS WM Pa3BUTHUSA
NPU3HAKOB  HEMpHemyeMoW  TokcuyHocTH. Habmopanucs  aTunuyeble  oTBeTHl  (T.€.
NepBOHAYaIbHOE KPATKOBPEMEHHOE YBEIMYEHHUE pa3Mepa OMyXO0JIM WK HeOOoJIbIIMe HOBBIE 0Yary B
TEYEHHME TNEPBBIX HECKOJbKUX MECSALEB C NOCIECAYIOLIMM YMEHBIICHHEM pa3sMepa OIMyXOJiH).
PekoMeHyeTCs NPOAOIKUTE JIeYeHHE KJIMHUYECKH CTaOWIIBHBIX TNALMEHTOB C Ha4yajlbHBIMH
NpU3HAKaMM NPOrpeccUpoBaHMs 3a00eBaHMs 1O MOMEHTa MOATBEPXKAECHHs MPOrpecCHPOBAHMS
3aboneBaHus.

AbIOBaHTHYIO TEpanuio y NauueHToB ¢ MenaHomoi wmm ITKP nmem6ponusymaGom npoBOAsT
BIUIOTH JIO OJIHOrO Troja, MAM A0 peuuauBa 3aboleBaHMs, WIM [0 Pa3BUTUS TNPU3HAKOB
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HETpUEMJIEMOH TOKCHYHOCTH.

BpemeHHaﬂ UIU NOIHAA OMMEHA JIeHeHUs

He pekoMeHyeTcs: yMeHbIIeHHE 103bl neMOponusymaba. BpeMeHHO WK MOJHOCTBIO OTMEHAIOT

JICYHCHUEC I'lCM6p0IlH3}’Ma6OM AN yIpaBJICHUs HEXENAaTeJIbHBIMU pEAKIUsIMH B COOTBETCTBUHU C

Tabaunei 1.

Ta6auna 1. PexomeHayembie n3MeHeHUs 1036l (cM. «Ocobble yka3aHus»)

HexenareabHbie peakuun | CTeneHb TsDKECTH H3menenne 103b1
HMMyHOOMOCpe10BaHHBIH YMmepeHHas (2 cTeneHs) BpeMeHHO OTMEHUTS JIeUeHHe 10
ITHEBMOHUT YMEHBLIEHUS  HeXeNnaTeNbHbIX
peaxuwuii 1o O-1 crenenn*
Tsoxenas wi | OTMEHUTSH JieyeHue
xu3Heyrpoxatomas (3 w4
CTENeHb) UM PeluINBUPYIONIas
yMepeHHas (2 CTeneHb)
HIMMmyHOONOCpe10BaHHBbIiH YMmepenHas unu Tsokenas (2 unu | BpeMeHHO OTMEHUTH JieueHue
KOJIUT 3 creneHb) JI0 YMEHBLICHUs HeXeNaTelbHbIX
peaxuuii 1o O-1crenenu*
Xuzneyrpoxatomas (4 crenesb) | OTMEHHTSH JeUeHUE
WIH pelyIuBUpYIOINas TshKenas
(3 creneHp)
HiMMyHOOMOCpe10BaHHbIN YMmepeHHas (2 cTeneHs) BpemMeHHO OTMEHUTH Jie4eHHE
Hedput JI0 YMEHBIIIEHUS HeXXeNnaTeabHbIX
peaxuuit 10 O-1crenenu*
Tsoxenas WM Ku3Heyrpo- | OTMeHMTSh nedeHue
xaomas (3 wim 4creneHb)
HiMMyHOOMOCpEe10BaHHbIE Tsxenas und | BpeMeHHO OTMEHUTh IledeHHe
SHIOKPHHONATUH xu3Heyrpoxkawomas (3 w4 | 10 yMeHbIIEHHS HeXXenaTelbHbIX
CTEIEHb) peaxuuii 1o O-1 crenenn*.
JIns naumeHtoB ¢ Tskenod (3
CTeTeHb) WA
JKU3Heyrpoxatomei (4 creneHb)
CTENEeHBIO SHJOKPHHONATHIA,
KOTOpBlE YNydIaloTcs J0 2
CTENEHN TDKECTH MM HUXKE U
KOHTPOJNHUPYIOTCS TNPU HOMOLIH
3aMECTUTENILHON
TOPMOHOTEpaIuH, MOXHO
paccMoTpeTh BO3MOXKHOCTb
NPOAOJDKEHHUS NeYeHus
nemMbponu3symMaboM
HMMmyHOONOCpeOBaHHBIH Veenuuenne aktuBHOocTU ACT | BpeMeHHO OTMEHHTH JieYeHHe 10
renatur wia AJIT (ot 3 10 5 pa3 Bblle | yMEHBIIEHUs  HeXelaTeNbHbIX
BI'H) wnmu konuentpauuu OB | peakumit 1o 0-1 crenenu*
(ot 1,5 o 3 pa3 Bbime BI'H)
B  cnyyae  yBenuuenus | YBenuueHue axkTUBHOCTH ACT | OTMeHMTSH jeueHue
aKTUBHOCTH ¢epmentoB | wu AJIT (Bbume BI'H > 5 pa3s)
neyeny y nauuedToB ¢ IIKP | win koHueHtpaumun OB (Bbnue
NOJTyYalOLIUX BI'H >3 pa3)
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KOMOMHHPOBAHHYIO
TEpanuio € aKCUTHHHOOM,
CM.  peKOMeHJaluu 1o
peXuMy JI03UPOBaHMUs N10CIIE
9TOM TaOIMLIBL.

VYV nauueHTOB € MeTracTazaMH B
NeYeHd, HayaBLIWX JIEUEHHEe C
yMEpEeHHO! CTETEHBI0 2
crenenp) noseimeHus ACT umm
AJIT, ecnmu mnosbiuedne ACT
uma AJIT 50 % OTHOCHUTENIBHO
HUCXOIHBIX 3Ha4YEHUH
yaepxuBaetcs 1 Heznemo

OTMEHUTD JIeYeHHe

HMmyHOONOCpEI0BaHHBIE
KOXKHBIE ~ peakuud  WIU
CHHIPOM CruBeHca-
Jlxoncona (CCH) wm
TOKCUYECKHUH
SMUAEpPMalbHbIA  HEKPOJIM3
(TOH)

Tsxensle KoxHble peakuuu (3
CTeNneHb) WM TOJO3PEHHE Ha
CCJl wmu TOH

BpeMeHHO OTMEHHTH JieYeHHe
0 YMEHbIIEHHUs HexXelaTeIbHbIX
peakumii 1o O-1crenenn*

Tsokensle KOXKHble peakuuu (4
CTeneHb) WIM MOATBEP KIAECHHBIA
CCH wnu TOH

OTMEHHUTH JIeYeHue

Hpyrue
MMMYHOOIIOCpE/I0BaHHbIE

HEXeJaTeJIbHbIE peaKIuH

B 3aBHCUMOCTH OT TSXKECTH M
tumna peakuu (2unu 3 cTeneHs)

BpeMeHHO OTMEHUTH JIeYeHUe
JI0 YMEHBIIEHHS HeXeNaTelbHbIX
peakimii 1o O-1 crenenu*

Tsokenblii WM XKH3HEYTpo-
x)aroummii (3 wim 4 CTeneHs)
MUOKapuT, OSHOeGaIUT UM
cuHapoM ['uiiena-bappe

OTMEHUTH JIeYeHUe

xusHeyrpoxatomas (3 wm 4
CTEneHb)

JXXusHeyrpoxaromas (4 cTeneHs) OTMEHUTS JIeueHne
WM peluaAuBUpYIOmas TsKenas
(3 creneHb)

WHy310HHBIE peaKLuu Tsoxenas W | OTMEHUTH JIeueHue

HpnMeanne: OLEHKH TOKCHYHOCTH INPHUBEACHBI COIJIACHO Knaccmbnxauuu HaumonansHOro

uHctutyTa paka CILIA (NCI-CTCAE, u3nanue 4):

*[Ipy HEBO3MOXKHOCTH CHIDKEHMS J103bl KOpPTHKOCcTepouaoB < 10 Mr npeJHM30Ha WK aHajiora B

CYTKM B TeyeHue 12 HezeNb, WK €ClIM TOKCUYHOCTb, CBA3aHHas C JICYEHUEM, He CHIbKeHa 10 0-1

CTENEHM TSKECTH B TeyeHWe 12 Hezenb mocje BBEACHHs mocneaHeil 103l neMbponusymaba, To

nedeHue neMopoar3ymaboM JOKHO OBITH OTMEHEHO.

V nanuenToB ¢ kJIX ¢ reMaronoruyeckoi TOKCHYHOCTBIO 4 creneHu CIeAYET BpEMEHHO OTMEHHUTDH

ne4eHue nemoponu3ymMaboM 10 yMeHbLIEHHs HeXeNnaTeabHbIX peakuuii 10 O-1 cTeneHu TsxecTy.

V nauuentos ¢ I1KP, nonyyaromux neyeHue neMoponn3ymadboM B KOMOHHAIIMM C aKCUTUHUOOM:

* Ecmu axtuBHocTh AJIT mnu ACT Beime BI'H > 3 pa3, Ho nmwke BI'H < 10 pa3 Ge3

xoHueHTpaimu OB Beime BI'H > 2 pa3, BpeMeHHO OTMEHHTSH Jle4eHHe U neMOponusymaboMm, U

aKCI/ITPlHH6OM, A0 YMCEHBUICHHs HEXEIATCIbHBIX peaxum‘»i A0 0O-1 crenmeHM TKECTH.

PaCCMO'I’pCTL BO3MOXXHOCTb TE€panvuu KOPTHKOCTEPOUAAMU.

PaCCMOTpCTb BO3MOX>XHOCTb

TNOBTOPHOI'O INPUMEHEHHsA OOHOI0 JIEKAPCTBEHHOI'O Ip€riapaTta WA II0CJI€A0BATEIbHOIO

TNOBTOPHOI0 TNPHUMEHECHUSA oboux JIEKapCTBE€HHBIX IpPEnapaToB IIOCJIE pPasp€lICHUs I3THX
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HeXeNaTebHBIX peakuui. B ciyyae IOBTOPHOTO NpPHMEHEHHMs aKCMTHHMOa paccMOTPETh
BO3MOXXHOCTh YMEHBLIEHWS J03bl B COOTBETCTBMM C MHCTPYKLUMEH MO MEIMLMHCKOMY
NPUMEHEHUIO aKCUTUHHUOA.

* Ecmu axtuBHocts AJIT mnmu ACT Beime BI'H > 10 pa3 wmu Beume BI'H > 3 pas ¢
koHueHTpauueii OB Boime BI'H > 2 pa3, oTMeHMTh JeueHHe M nemOponusymaboM, u
aKCUTUHHOOM M pacCMOTPETh BO3MOXKHOCTh TEPANTMU KOPTUKOCTEPOHAAMH.

Jlns ynpaBieHHs HeXeNaTeNbHEIMM peaKklMsIMH TpH TNpHMEHEHMH neMbponuszymaba B
KOMOMHAIMK C JIEHBATHHHOOM pEKOMEHAyeTcsl M0 HeoOXOAMMOCTH NpepBaTh NPHUEM OJHOIO
Wi 00OMX JIeKAPCTBEHHBIX IPENapaToB WM CHU3MTh J03y WM OTMEHWTh INPUMEHEHHE
nenBaTuHKOa. ClieyeT 03HaKOMHUTBCS ¢ PEKOMEHJALMAMM 110 YIPaBJICHUIO HEXeaTeIbHBIMU
peakuusMU JIeHBAaTMHHOA B HMHCTPYKLMM MO MEJMIMHCKOMY NPHUMEHEHMIO JIeHBaTHHMOA.

CHwxeHue 10351 neMOponusymaba He peKOMEHyeTCs.

Ocobvie __2pynnvl ___ nayueHmos

Hoowcunvie nayuenmul (> 65 1em)

He coobmanock o pasnuuusx B Oe3omacHOCTH MMM S(Q(PEKTHBHOCTH MEXAY HNOXHIBIMU
nanueHTaMu (> 65 net) u 6onee MonoAsIMU NaneHTaMu (<65 1et). Koppekuys 10361 y NaLMEHTOB
TIOJKUJIOTO BO3pacTa He TpedyeTcs.

Iayuenmoi ¢ HapywieHuem QyHKyuu novex

[TanpeHTaM ¢ JIErKoM WJIH YMEPEHHOM CTENEHBIO MOYEeYHON HEAOCTATOYHOCTH KOPPEKIMs 03Bl HE
Tpebyetcs. JledeHue nemOponu3yMaboM y ManUeHTOB C MOYEYHOM HEIOCTATOYHOCTHIO TSXKEIOH
CTENEHH He U3y4aloch.

Ilayuenmul ¢ Hapywienuem GYHKYyuu neveHu

[TaumeHTaM ¢ NMEYEHOYHON HEOCTATOYHOCTBIO JIETKOW CTeNeHH KOppeKuus A03bl He Tpedyercs.
Jleuenue nem6ponu3zyMaboM y NAalMEHTOB C MEYEHOYHOW HEAOCTAaTOYHOCTBIO YMEPEHHOW WU
TSDKENION CTENIEHU HE M3Y4alloCh.

Menanoma 2naza

HmeroTcss orpaHuyeHHble JaHHble 10 Oe30macHOCTM W 9QQEKTUBHOCTH IPUMEHEHUS
nemOponuzymaba y nalMeHToB ¢ MeJIaHOMO# IJiasa.

Lemu

PekomennoBanHas n03a nemOponusymaba 1y neuenus aereil ¢ kJIX cocraBnser 2 wMr/kr
(Makcumy™m no 200 mr), BBoAMMasi BHYTpUBEHHO (B/B) B Buie uH(}Y3uu B TeueHue 30 MHUHYT
Ka)kaple 3 Hezlenu.

Cnocob npumeHeHus

Ilem6ponu3zymal cieayeT BBOOWTH BHYTPUBEHHO B BHAe MHQY3uM B TeueHue 30 MHHYT.
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MHCTPYKUMS [0 IPHTOTOBJIEHHIO H BBeJleHHI0 pacTBopa st uugysuii. [Ipurorosaenne

H BBeJleHHe

®1aKOH C JIEKAPCTBEHHBIM TIpenapaToM HeoOX0AMMO XpaHHTh B 3alMIIEHHOM OT cBeTa Mecte. He
3aMopa)xuBaTh. He BCTpsXuBaTh.

. HeobxoauMo moBecTH TemmepaTypy ¢nakoHa ¢ TNpenapatoM 10 KOMHAaTHOM
temrneparypsl. He HarpeBaiite iakoH Ha OTKPBITOM OTHE MIIH BOZsSTHOM GaHe.

. ®1akoH ¢ MpenapaTtoM A0 pa3BEeACHUS MOXKET HaXOAWThCS BHE XOJOAWIBHMKA (IpU
Temnepatype He 6onee 25 °C) B TeueHue 24 yacos.

. JlexapCTBeHHBIE Npenaparsl Uil MAapeHTEpalbHOro BBEJCHHMS Tepel NPUMEHEHHEM
JIOJDKHBI TIPOBEPATHCS BH3YallbHO Ha HalM4yMe IIOCTOPOHHMX YacTHLl M H3MEHEHHE LIBETa
pacteopa. [Ipemapat npencraBnser coOoil Npo3pauHblil WM OManeCHUPYOMMA pacTBOp OT
GecLBETHOrO 10 CBETJIO-KENTOro IBeTa. B ciyyae Hanuuus NMOCTOPOHHHMX YacTHLl (JIaKOH ¢
npenapaTrom HCTIOIB30BATH HEMB3A.

. Heo6xomumo Habpathk TpeGyemblii o6bem (1o 4 mia, 100 mr) membGponusymaba u
nepeHecTH B WH(Y3MOHHBIH Memok, coaepxamuit 0,9 % pactBop xnopuaa Hatpus WM 5 %
pacTBOp TIUIIOKO3BI (IE€KCTPO3bI), s TIPUTOTOBJICHUS pa3BEAECHHOIO pacTBOpa € KOHEYHOM
koHueHtpauuein or 1 npo 10 wmr/mn. IlepememaTe pa3BeEHHBIH pacTBOP, OCTOPOXKHO
niepeBopaynBas HHPY3HOHHBIH MEIOK.

. ITpuroroBneHHs1# HHQY3UOHHBIH PacTBOP HE 3aMOPaXKHBATh.

. [lpenapar He cOAEPXKUT KOHCEpPBAaHTOB. Pa3BeleHHBIH IpenapaT JOJDKEH OBITH
UCIIONB30BaH HeMeANeHHo. B cnyyae, ecim pa3BeleHHBI pacTBOp mnemOponusymaba He
MCTIONIB3YETCs] HENMOCPEACTBEHHO IOCe TPUTOTOBJICHUS, €ro JONYyCKaeTcs XpaHUTh MpH
KOMHATHOW TeMnepaType CyMMapHO B TeueHUe 10 24 yacoB. Pa3zBeeHHBIH pacTBOp AOMycKaeTcs
XpaHUTh B XOJOAMJIbHUKE TNpuU Temmepatype or 2 no 8 °C, mpu 3tomM oOliee Bpems OT
NPUrOTOBJICHHs pPa3BEJCHHONO pacTBOpa 10 3aBEepLICHMs HMH(Y3MHM HE JO/DKHO INpEeBHINATH B
cymme 96uacos. [locie u3BneyeHus U3 Xono0JuIbHUKA U NEPE UCTIONb30BaHUEM (pIaKOHbBI W/UIH
MHQY3UOHHBIE MEIIKH HEOOXO0AMMO JOBECTH 10 KOMHATHON TEMIEPaTyphl.

. Pa3BeneHHbI pacTBOp MOXKET coAepikaTh NOJYNpo3pauHble Wnu Genble GenkoBbie
yacTuubl. MTHQY3MOHHBIH pacTBOp BBOAAT BHYTPUBEHHO B TeyeHHe 30 MUHYT Yepe3 CHCTEMY IS
BHYTPMBEHHOIO BBEJEHMA C HCNOJb30BAaHMEM CTEPUIBHOIO ANMPOT€HHOTO C  HU3KUM
caspiBaHueM Oenka ¢uiabTpa ¢ auamerpoM mop or 0,2 10 5 MKM, BCTPOEHHOrO WM
NPHCOEIUHAEMOT0 K HH(Y3UOHHOI cucTeMe.

. He cnenyer BBOAMTH Apyrue JeKapcTBEHHBIE Mpenaparhl Yepe3 Ty e WHQY3HOHHYIO
CHCTEMY, Y€pE3 KOTOPYIO BBOAAT NeMOpou3ymat.

. Crnenyer BEIGpocUTh M060€ HEUCTIONB30BAHHOE KOJIMYECTBO Tpenapara, OCTaBLIeecs: BO

(dnakoHe.

48



NOBOYHOE JIEVICTBUE

Kpatkuii 0630p npoduiis 6€301macHOCTH

[Tpumenenue nembponusymaba Hauboree 4acTo CBSI3BIBAIOT c pa3BUTHEM
MMMYHOOTIOCPEJOBAHHBIX HEXEJATENbHBIX peaKiui. BONBIUMHCTBO M3 HMX, BKIIOYAs THKENbIE
peakiuM, paspellaiych IMoclie Hayana COOTBETCTBYIOLIEW Tepamnvy WM Mocie NpeKpameHus
VICTIONTB30BaHMs eMbpou3ymaba (cM. nanee «OnucaHie HEKOTOPHIX HEXKENATENbHBIX PeakLMii»).
Ha OCHOBaHMM BCEX 3aperMCTPHPOBAHHBIX HeXelaTeNbHBIX peakuui nanee u B TaGmuue 2
NpyBe/IeHa YaCTOTa HE3aBUCHMO OT OLIEHKH MCCIIE/IOBATENIeM NPUYUHHO-CIIEICTBEHHOH CBA3H.
Iembponusymab 6 xavecmee moHomepanuu (cm. pazden «Cnocob npumenenus u 003v1»)
BezonacHocTh neMOposu3ymaba Npud NPUMEHEHMH B KayecTBE MOHOTEpanuH H3y4anach B
KIMHUYECKUX MCCIIeIoBaHUAX Y 7148 nmaumeHToB ¢ pacrnpocTpaHeHHOH MEIaHOMO, MeNaHOMO
341 cTaguM Nocie XMpyprudeckoro Jiedenus (agbioBaHTHas Tepanusa), HMIIP, «JIX,
YpOTE/IUalbHBIM PAaKOM, PAKOM TOJIOBBl M IIEH, 3JI0KAUeCTBEHHBIMH HOBOOOPa3OBaHMAMH C
BHICOKMM YPOBHEM MHKpPOCATEJUIMTHOM HECTaOMJIBHOCTM WIM aibloBaHTHOM Tepamueil IIKP B
YeTHIpeX peXxumax Ao3upoBaHus (2 Mr/kr kaxasie 3 Hemenu, 200 Mr kaxasle 3 Helenu WM
10Mr/kr Macchl Tena Kaxkasle 2 Wwid 3 Hejenu). B 3Toi nonyisuyy naudeHToB MeMaHa BPEMEHH
HabmopeHus cocrasuia 7,9 mecsua (quanasos ot 1 aHsa g0 39 MecsieB), 1 HauOosee YacTHIMU
HeXXeJIaTe IbHBIMM PeakUMsIMH NpH TIpUMeHeHnH nemoponusymaba 6b1mm ycranocts (31 %), auapes
(22 %) v TomHOTA (21 %). BONBIIMHCTBO COOOLIEHHBIX HEXENATENbHBIX PeaKLHUi IPYU NMPUMEHEHUH
B KayecTBe MoOHOTepanuu Obumi 1 wm 2 creneHu Tsbkectd. Haumbonee cephe3HBIMH
HE)XeNaTeIbHBIMK  peakuMs MU OBUIM  MMMYHOOIIOCPEJIOBAHHBIE HE)KENaTe/bHbIE PpeaklMd H
TDKensle UHQY3uOHHBle peakuuu (cM. «OcoOble ykasaHus»). Yacrora BO3HUKHOBEHUS
MMMYHOOIIOCPEJOBaHHBIX HEXeNaTelbHbIX peakuuii 6b1na 36,1 % nns Beex creneneit u 8,9 % nns
creneHeit 3—5 nns MoHoTepanuu nembponusymaboM npu aabioBaHTHOM JjedeHuM (171480) u
24.2% pns Bcex creneHei U 6,4 % s creneHei 3-5 B Tepanuu MeracTaTH4ecKuMX (OpM paka
(1=5375). He 6b110 00Hapy»€HO HOBBIX MMMYHOOIIOCPEOBAHHBIX HEXENaTeAbHbIX peakuui npu
a/IbIOBaHTHOM JICYEHHUH.
Ilembponuzymab 6 kombunayuu c xumuomepanueii (cm. pazoen « Cnocob npumeHneHus u 003vl»).
[Ipu npumeHenuun nemGponuszymaba B KOMOWHALMM Tepe] HAYaJlOM JIEYE€HHs O3HAKOMBTECH C
MHCTPYKLIMEH 10 NPUMEHEHHIO COOTBETCTBYIOLIMX KOMIIOHEHTOB KOMOWHUPOBAaHHOM TEpamnuu.
Be3onacHocTh memMOponu3ymaba npu npuMeHEHUM B KOMOMHAIMU C XMMUOTEpAnueil u3yyanach B
KIMHUYeckuX uccneaoBanusax y 3123 nauuentor ¢ HMPJL, TIPT'IL, pakom numeBoaa, THPMK
WM PakoM INEHKM MaTku B pexxumax no3upoBanus 200 mr, 2 mr/kr maccel Tena wiu 10Mr/kr
Macchl Tena Kaxable 3 Henend. B 9ToM  momynsuMM ManMeHTOB Haubolee YacTHIMU
HEXeNaTelIbHBIMU peakuusaMu Obiun aHemus (55 %), TomHorta (54 %). ycranocts (38 %0,
HelTponieHus (36 %), 3anop (35 %9, anoneuus (35 %), nuapes (34 %9, ppota (28 %) u cHWKEHUE
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armeruta (27 %). YacToTa BO3HMKHOBEHHs HEXXENATENbHBIX peakuyii 3-5 cTeneHu TSKECTH y
naupentoB ¢ HMPJI cocraBuna 67 % mnpu npumeHeHud nemOponusymaba B KOMOMHaLmu ¢
XMMHOTepanueid U 66 % npu NPUMEHeHWH TOIBKO XMMMOTepanuu, y nauuentos ¢ IIPTTII
coctaBuna 85 % npu NpUMeHeHHH TeMOponu3ymaba B KOMOMHAUMKU ¢ XuMHoTepanuei u 84 %
NpY NPUMEHEHUH XMMHOTEPANUM B KOMOMHALMM C 1ETYKCMMaGoM, y TAaLMEHTOB C pPakoM
mimeBoga cocTaBuna 86 % npu  npuMeHeHuM TneMOponusymaba B KOMOMHaUMM  C
XUMHOTepanueii ¥ 83 % Npu NPUMEHEHHWH TOJBKO XHMHOTepanuH, y naumuento ¢ THPMIXK
cocrapuna 80 Yonpu NpuMeHeHUH NeMOponn3ymaba B KoMOMHaLMK ¢ XuMHoTepanued U 77 Yo
TpU TIPUMEHEHHMH TOJIBKO XMMHOTEPAIUK ¥ y MALMEHTOB C PaKoM LIeHKu MaTku coctasuia 82 %
npy¥ NpUMEHEeHUH nemOponu3ymaba B KOMOMHALMM ¢ XUMHOTepanuer ¥ 75 % rpv NpUMEHEHHH
TOJIBKO XUMHUOTEpAruHy.

Ilembponuzymab 6 kombunayuu ¢ uneubumopamu muposunkunasvl (UTK) (cm. paszoen «Cnocob
NpUMeHeHUs U 003b1»)

Ilpu npumeHeHun nemOponusymaba B KOMOWHAUMM C aKCUTHHHMOOM WM JIEHBaTMHMOOM nepes
HAYyaJIoM JIEYEHHsI O3HAKOMBTECh C HHCTPYKLMSIMHU 110 IPUMEHEHHIO aKCUTUHUOA MM JIEHBaTUHHUOA.
JIns 1ONONHUTENBHOM HHGOpMaLIUK 10 6€3011acCHOCTH JIEHBaTHHUOA 03HAKOMBTECH ¢ MHCTPYKLIMEH
10 NPUMEHEHHIO JIeHBaTUHMOA. JIJIs OTOHUTEIBbHO#M HHpOpMaLuK 1o 6e301acHOCTH aKCUTHHHOA
TIpU MOBBILIEHHOW aKTUBHOCTH ()EPMEHTOB NEYEHH CM. Takoke pazjen «Ocobrle yka3zaHusm».
Be3onacHocTs memOponusymaba mnpu NpUMEHEHMHM B KOMOMHALMM € aKCUTHHMOOM WM
neHBaTUHUOOM mipu pacnpoctpaHeHHoM IIKP u B komMOMHauuM ¢ JE€HBaTHHUOOM IpU
pacrpoCTpaHEeHHOM paKe 3HAOMETpUS M3yyalach B KIMHHYECKMX HcchefoBaHusx y 1456
naiueHToB ¢ pacrnpoctpaHeHHbIM ITKP winm pacnpocTpaHeHHBIM pakoM SHIOMETpPHS B PEXHME
nosupoBanus 200 mr nemOponuszymaba kaxaple 3 Hexenu W JUO0 5 Mr akcuTHHMOA JBa pasza B
aeHb, 1160 20Mr eHBaTHHUOA OJIMH pa3 B CYTKH COOTBETCTBEHHO. B 9T0i momynsauuu nauyeHToB
Haubosiee YacTHIMU HeXelaTeNbHBIMM sBleHMAMH Obutn  auapes (58 %), ﬁonumeﬂne
aprepuanpHoro aasienus (54 %), runorupeos (46 %), ycranocts (41 %), CHWKEHME anmeTUTa
(40 %9, TomHoTa (40 %), apTpanrus (30 %9, peota (28 %9, cHwkeHue Beca (28 %), Auchonus
(28 %), 6onp B xuBoTe (28 %), mporteuHypus (27 %), CHUHAPOM IaJOHHO-TIOJOMIBEHHOM
sputpoausecre3uu (26 %), ceinb (26 %), cromatut (25 %), 3anop (25 %), ckeneTHO-MbIlIEYHas
6onp (23 %9, ronosHas 60ab (23 %0 u kawens (21 %0. YacTora BOZHUKHOBEHHs HEXeaTeIbHBIX
peakumii 3-5 crenenu Tsokectd y mnauueHToB ¢ IIKP cocraBuna 80 % npu npumenenuu
nembponnzymaba B KOMOMHAILMK ¢ aKCUTHHUOOM MM JIeHBaTHHUOOM M 71 % npu MoHOTepanuu
CyHMTHHMOOM. YacToTa BO3HMKHOBEHHS HEXENATENbHBIX peaKkuuii 3—5 cTemeHu TKECTH Y
NAalLMEHTOB € pPakoM BJHAOMETpUs cocraBuna 89 % mnpu npumeHeHuu nemOponuzymaba B
KOMOMHALIMM C JIEHBaTUHMOOM U 73 % npH NpUMEHEHHH TOJBKO XUMUOTEPATIHH.

TabnuyHblii nepeYeHb HeXKeNaTeabHbIX peakumi




HesxenatenbHble peakiuu, HaOmoJaBuIMecs B KIMHUYECKHX HMCCIENOBaHUAX neMbponusymaba
NpU NPYMEHEHWH B KAayeCcTBE MOHOTEpANMH, WIM B KOMOMHALMM € XMMHOTEpanuel, wiu ¢
APYTMMH  TIPOTHBOONYXOJEBBIMH  TpemapaTaMd, WIM  COOOLIEHHBIE B paMKax
MOCTPErHCTPALIMOHHOTO MCTIONB30BaHus eMOponu3ymaba, nepeunciensl B Tabnuue 2.

DTH peakLWH TPeACTaBIEHb N0 CHCTEMHO-OPraHHBIM KjlaccaM M yactoTe. YacToThl yKa3aHbl 1O
CIIEAYIOIIUM KaTeropHsM: OuYeHb YacTO (> 1/10); yacto (> 17100 no <I/10); Hewacro (= 1/1000
1o < 1/100); peaxo (> 1/10000 mo < 1/1000); ouens peako (<1/10000) u HensBecTHO (YacTOTa HE
MOXET OBITH OLIEHEHa Ha OCHOBAaHMM HMEIOLIMXCS AaHHBIX). B Kaxaoi 4YacToTHO#M rpymme
He)XeNlaTeJIbHbIe pPeaklMU pacrosioKeHbl B MOps/Ke yObIBaHMS cephe3HOCTH. HexenarenbHeble
peakuuH, BO3HMKAIOLIME TMPU TPHMEHEHWH TOJNBKO mneMOpoiu3ymMaba WM KOMIIOHEHTOB
KOMOWMHHUPOBAHHON Tepanuu, TNPUHUMAEMBIX MO OTJAEIBHOCTH, MOTYT BO3HHMKATh TNpU HX
COBMECTHOM MPUMEHEHHH, J1aXKe €CIIU B KIIMHUYECKUX UCCIIe0BAHUIX KOMOMHUPOBAHHOH Tepanuu
0 JaHHBIX peakuusx coobmanock. s gononHuTenbHOM MH(OpMaLMH MO OE30IaCHOCTH MU
nprMeHeHuH neMOponn3ymaba B KOMOMHMPOBAHHON Tepanuy 03HAKOMBTECh C MHCTPYKIMSAMH IO

NPUMEHECHHUIO COOTBETCTBYHOLIIUX KOMIIOHEHTOB KOM6HHHpOBaHHOﬁ TEpanuu.

Ta6anua 2 HexxenatenbHble peakLiy y NaLUEHTOB, NMOJyYaBLINX Tepanuio neMopoausymabom™

MoHoTepanus B xomOunammu ¢ | B KOMOMHAIUH [
XHMHOTepanuei AKCHTHHHOOM HIH
JICHBaTHHHOOM

NHdexnnoHHbIe H Napa3sHTapHbie 3a601eBaHNs

OueHb HHpEeKIHn
4acTo MOYEBBIBOASAIINX My Tei
YacTele ITHEBMOHHUS ITHEBMOHMUS ITHEBMOHHUS

HapymeHusi co CTOPOHBI KPOBH B TUM(PATHYECKOM CHCTEMBbI

OueHb yacTo | aHeMus HEHTpONeHus, aHeMHUs, | aHeMHUs
TPOMOOLUTONIEHHS,
JIEWKONEeHus
Yacro TPOMOOLMTONIEHHS, (hebpubHas HEUTponeHus,
HEATPONEHNUs, HEWTponeHus, TPOMOOLIUTONIEHN S,
nuMdoneHus mumoneHus miMdoneHus, TeAKoneHus
Heuacrto nefikoneHus, 903MHOpUIUSA 303UHOGUIHS
903MHODUIHSA
Penxo HUMMyHHasl reMOJIUTHYEeCKast
TPOMOOLIUTONIEHHUS, aHeMus, UMMYHHas

reMOJIUTHYECKass aHeMUs | TPOMOOLMTONEHHs
HCTHHHAs 3PUTPOLUTAPHAS
anasus,
reMo(aronuTapHsIit
MHUM(OTHCTHOLUTO3
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HapyuieHusi O CTOPOHbI HMMYHHO# CHCTEMBbI

Yacro uH(}Yy3HMOHHAs peakuus” uH}y3UOHHas peakiua® | MHQY3HOHHAA peakuus’
Heuacro CapKoM03

Penxo CapKoHuz03

HewnssectHo OTTOp>KEHHE

TpaHCIUIaHTaTa COJUIHOIO
opraHa

Hapymelmﬂ CO CTOPOHBI 3HIlOKpHHHOﬁ CHCTEMbI

OueHpb runotupeos® runotupeos® TUTEPTHPE03
4acTo
Yacro TUIIEPTHPEO3 HenocratoyHocTh HEJIOCTaTOYHOCTh
(byHKLIMH GyHKIMH
HAIMOYEYHUKOB®, HaJAMOYEYHUKOB®,
THpeouauTS, TUIIEPTUPEO3,
runepTupeos THpeonauTS,
Heuacro HeJJ0CTaTOYHOCTh runodusut’ runopusur?,
(byHKUMM HAJNOYEYHUKOB®,
runodusut’, Tupeonautd
Penko TUIONapaTHpeos3 TUnonaparupeo3 TUIIONapaTHpeo3

Hapyluemm €O CTOPOHBI o0MeHa BelecTB M MUTAHHUS

Ouenn CHIDKEHHUE amneTuTa TUNOKaTHeMHUS, CHIDKEHHE anNleTuTa

4acTo CHIDKEHHUE alIeTuTa

Yacto TUIIOHATPHEMMUS, T'UIIOHATPUEMHS, TUIIOHATpUEMUS,
TUNOKaJTMEMUs TUNOKATBLHEMUS TUIOKATUEeMHUS,
TUNOKaJIbUEMUS TUNOKAJbLUEeMHs

Heuacro caxapHblii uaber 1 tuna® | caxapHblii quabet 1 caxapHblii quabet 1 Tuma®

THMNaS

HapyumeHnsi NICHXHKH

Oyenp 6eccoHHMIIA
Y4acTo
Yacro 6eccoHHHUIA OeccoHHMIIA
Hapymenusi co cTOpOHBI HEPBHOI CHCTEMBI
OyeHsb yacTo roJioBHas 60Jp nepudepuyeckas rojIoBHas 00Jib, JUCTeB3Hs
He#ponaTus, rojoBHas
60J1b, FONIOBOKPYKEHHUE,
JIACTEB3Hs
Yacro T'OJIOBOKpYKEHHE, anaTHYHOCTh TOJIOBOKpY KEHHE,
nepudepudeckas nepudepuueckas
Heiiponarus, HeWponaTus, anaTHYHOCTh
anaTUYHOCTb, JAUCTEB3Us
Heuacto SMUJIENICUS sHuedanut?, snunencus | MuacTeHHYECKMii

cuHapom’, sHuedamut?




Penxo cunapoM [mitena-Bappel, | cunapoMm I'uiieHa- | HeBpHUT 3pHUTENILHOIO
sHuedamt?, muenutX, | Bappe), HepBa
MHACTEeHNYECKUH MHAaCTEHUYECKHUI
CHHIPOM’, MEHUHIUT CUHAPOM
(acenTuueckuii),  HeBpHT
3PUTENBHOTO HEpBa
HapyumeHusi cO CTOPOHBI OPraHa 3peHus
Yacro CYXOCTb I'1a3 CYXOCTb IJ1a3 CYXOCTb IJla3
Heuvacro yBeuT™ yBeut™
Penko Cunppom Porra- yBeur™ Cunzpom Dorra-

Kosnaru-Xapana

Kosnarn-Xapana

Hapymemm €O CTOPOHBI cepaua

Yacto HapylleHHe  Cep/IeYHOro | HapyIlleHHe Cep/IeYHOro | HapylleHWe  CepAeYHOro
putma’ (Bkmouas | putma’ (Bkmouyas | putmal (BKITIOYAs
bubpUNIALHIO bubpuIIMIo bubpunnanuio
npeAcepAuii) npecepanii) npeacepAuii)

Heuacro MUOKap/INT, MUOKapanT", MHOKAP/UT,
nepUKapAuabHBbIi NepUKapAHaIbHbIH NepuKapANaIbHBIA
BBITIOT, EPUKapAUT BBITIOT, NIEPHKApAUT . BBITIOT

HapyueHnusi co CTOPOHBI COCY/I0B

OueHb yacTo HOBBIILIEHHE

apTepUaTbHOTO JIaBIeHUS

Yacto TIOBBILLIEHHE TOBBILICHNE
apTepHaNbHOrO JaBeH s apTepHaIbHOro

JIaBNeHUS
Heuacro BacKyJut® BacKyJIUT®
Penxo BaCKyJIMUT®

Hapymemm €O CTOPOHBI JbIXaTeJbHOH CHCTEMbI, OpraHoB l"pyIlHOﬁ KJIETKH H Cpe10CTEHUsA

OueHp OJIbIIIKA, KallleJIb OJIBIIIKA Kallelb OJIBIIIKA, Kallelb
4acTo
YacTo TTHEBMOHUT? ITHEBMOHUT? IMTHEBMOHUT?

Hapymemm €O CTOPOHBI XKEJTYJOYHO-KHIIEYHOI'0 TPAKTa

Ouenb nuapes, 6onb B JkHMBOTEY, | TOLIHOTA, nuapes, | Auapes, 6onb B xkuBOTE?
4acTo TOLIHOTA, PBOTA, 3a1op pBoTa, 60oNb B XKMBOTEY, | TOIIHOTA, PBOTA, 3aNIOP
3anop
Yacto KOJIMT', CyXOCTb BO PTy KOJIHT', racTpUT, | KOJNUT', MaHKpPEaTuTS,
CYXOCTh BO pPTy TacTPUT, CyXOCTb BO PTY
Heuacto NIaHKpEeaTUT®, racTpuT, | NaHKpeaTuT®, U3bsA3BICHHUE CTEHKHU
U3BA3BIEHHE CTEHKH | U3BA3BIEHHE  CTEHKH | KENTyJOYHO-KHMIIEYHOrOo
eIy A0YHO-KUILIEYHOTO JKeTyJOYHO-KUIIEYHOro | Tpakra'
TpakTa' TpakTa'
Penko nepgopauusi TOHKOro nepdopaiys TOHKOro nepgopanus TOHKOro
KULIEYHHUKA KHIIeYHHUKA KUIIEeYHUKa
HapymeHus co CTOPOHBI eYEHH U JKeT4eBbIBOAAIINX MyTeii
Yacto renatur" renatut"
Heuacro renatur"




Penxo CKJIEpPO3UPYHOLLHIA CKJIEPO3UPYIOLIUI
XOJIaHTUT XOJIaHIuT"
HapyuieHusi cO CTOPOHBI KOKH H IMOAKOXHBIX TKaHei
Ouenb chimb %, 3yn* anonenus, 3ya®, | 3ya’ celmp™
4acTo chinp™
Yacto TSDKEJIble KOXKHBIE TSDKEIbIE KOXHBIE | TsDKeJble KOXKHbIE peaKiun’,
peakuu’, SpUTeMa, | peakUuu”, OSpHUTEMa, | JEPMATHT, CYXOCTb KOXH,
JIEPMATHT, CyXOCTb KOXH, | aKHeH(pOPMHbINA spuTeMa, aKkHeH(OPMHBIi
BUTUIIUTO?, anoneys, | AepMaTHT, AEPMAaTUT, | JEPMAaTHT, aJONeLHs
3K3eMa, CYXOCTb KOXH, 3K3eMa
akHen(opMHbIi AepMaTUT
Heuacro ncopuas,  JIMXCHOMIHBIA | IcCOpuas, 9K3eMa, JIMXESHOUIHBIN
Keparo3™, namyna, | JUXEHOWIHBIH Keparo3™, ncopuas,
M3MEHEeHMs LIBETa BOJIOC KepaTo3*®, BUTWUIMIOZ, | BUTHIMIO? Iamyla,
narnyna W3MEHEHHUS 1[BETA BOJIOC
Penko CHUHJIPOM CruBeHca- | cunapoM CruBeHca- | TOKCHYECKHIA
J>xoHCOHa, y3noBatas | JDKOHCOHa, y3/0BaTas | SNMACPMABHBIA HEKPOJIM3,
spuTeMa, TOKCUYECKUH | dpuTeMa, W3MEHEHMs | CHHIAPOM CruBeHca-
SMUAEPMATBHBIA HEKPOIU3, | LBETa BOJIOC JIxoHCOHa
HapyueHusi co CTOPOHBI CKeJIETHO-MBIIIEYHO CHCTEMBI H COeTMHUTEILHOI TKAHH
OueHb 4acTo | CKeJIeTHO-MbIIleYHas apTpaJrus, CKeNeTHO- | apTpairus, CKeJIETHO-
60, apTpanrus MblmeyHas —~ 6onp®, | Mbiuednas 6015,
MHO3UT™ MHO3UT®, (570013 B
KOHEYHOCTH
Yacto 60JIb B KOHEYHOCTH, 6onb B KOHEYHOCTH, | apTpUT™
MHO3MT®, apTPUTH aptput™
Heyacto TE€HOCUBUT™ TEHOCUBUT™ TEHOCHUBUT™
Penxo Cunppowm lllerpena Cunppom lllerpena Cungpom llerpena
HapyuieHusi cO CTOPOHBI N04YeK H MOYeBbIBOASLIHX Iy TeM
Yacro ocTpoe noBpexaenre | Hedpur®
To4eK
Heuacro neppur® nedpurt,
HeWH(eKLNOHHBIIH
LUCTHUT
Penko HeMH(EKINOHHBIN LIUCTUT HEeUH(EKLMOHHBIN
LUCTUT

OO6umue paccTpoiicTBA M HAPYLIEHHS B MeCTe BBeJeHHS

OueHb 9acTo | YCTanoCTh, aCTEHUs, OTek™, | yCTaloCTh, acTeHHs, | yCTalOCTh, aCTCHHUs, OTEKE,
NOBBILLIEHHE TeMIlepaTyphl | MOBBILIEHHE TIOBBIIICHNE  TEeMIIepaTyphl
Tena TeMIlepaTypsl Tena Tena
oTex®
Yacro rpunmnonoaobHoe rpunmnonono6Hoe rpunmnononobHoe

3a00JieBaHKe, 03HOD

3aboJieBanue, 03H00

3aboneBanue, 03H00




JlaGopaTopHble H HHCTPYMEHTAJIbHbIE JaHHbIE
OuyeHb YacTo TMOBBILIEHHE MOBBILLIEHUE aKTHBHOCTU
aKTHBHOCTHU AJIT, | nuna3sbl, TOBBIIIIEHHE
NOBBILIIEHUE aKTHBHOCTHU AJIT,
aktuBHOCTH ACT MOBBIILIEHUE aKTUBHOCTHU
ACT, TOBBILLIEHHE
KOHLIEHTpaLU{
KpeaTHHHUHA B KPOBH
Yacto [OBBIIIEHHE AaKTUBHOCTU | IOBBIIIEHHE TOBBILLIEHHAE AKTUBHOCTHU
AJIT, NOBBIIIEHHE | KOHLEHTpaLUu aMuaskbl, MOBBILIEHHE
aKTHBHOCTH ACT, | xpeaTHMHa B KpOBHW, | KOHUEHTpauuu OwiupyOuHa
MOBBIIEHME AKTMBHOCTH | TOBBIIIEHHE B KpOBH, TIOBBILIEHHE
menoyHoit ¢ocgarassl B | aKTUBHOCTH aKTMBHOCTH LIEeJTOYHOM
KPOBH, THNEepKaJIbIMeMus, | LIEI0YHON ¢ocdarazbl B KpOBH,
TOBbILIEHUE KOHLIEHTpayu | (ocdarasel B KpOBH, | TMIEPKAIbIUEMUs
OwipyOuHa B KPOBH, | IMIIEpKalbLHEM¥s,
MOBBILIEHNE KOHLEHTPALUK | TNOBBILIEHHE
KpeaTUHHHA B KPOBU KOHIIEHTpALU
OunupybuHa B KpOBH
Heuacro MOBBIIIEHHE AKTUBHOCTH NOBBILIEHHE
aMuJIasbl AKTUBHOCTH aMUJIa3bl

*YacToTa HeXeNaTelbHBIX peakiuii, nepeyucieHHsX B Tabmuue 2, Moxer ObITh CBs3aHa He
TONBKO C TNpvMEHeHHeM neMOponuzymaba B KayecTBE MOHOTEpAaNHMH, HO U C OCHOBHBIM
3a00JIeBAHMEM WIM C JPYTMMHM JIEKapCTBEHHBIMM IpenapaTamu, MCIOJb3yeMbIMH B
KOMOMHHMPOBaHHOM TEPaIUH.

+ Ha ocHOBaHMM CTaHJAPTHBIX 3aNpocOB B 0a3y JaHHBIX HEXeENATeNbHBIX PeaKIHi, BKIFOYArOIIMX
OpaauapuTMHUM U TaXUAPUTMHH.

Cnenyomye TepMHMHBI NPECTaBISIOT CO0OM TIpynmy B3aMMOCBA3aHHBIX COOBITHiA, KOTOpbIE
ONKCHIBAIOT MEAULMHCKOE COCTOSIHKE, @ HE OJHO COOBITHE:

a. MH(QY3HOHHBIE peakUuH (TUNEPUYBCTBMTENBHOCTh K  JICKAPCTBEHHOMY  IIpenapary,
aHadunakTHyecKas ~ peakuMs,  aHaQMIAKTOMAHAs  peaKuMs,  TUNEePYyBCTBUTENbHOCT,
vH(QY3HOHHAs peaklys TMIEPYYBCTBUTEIBHOCTH W CHHIPOM BBICBOOOXKIEHHMS UMTOKHHOB, H
CBIBOPOTOYHAsi 60JIE3Hb );

b. runoTupeos (MUKCeeMa WM IMMYHOOTIOCPEI0BAHHbIN TMIIOTHPEO3 );

C. HEIOCTaTOYHOCTh (QYHKUMHM HaAnoyeyHUkoB (Gone3Hr AAAMCOHA, OCTpas HEJOCTaTOYHOCTh
KOpPBI HaITIOYE€YHHUKOB, BTOPHYHAS HEIOCTATOYHOCT KOPhI HaANIOYEYHMKOB);

d TupeouauT (ayTOMMMYHHBI THPEOMIMT, 3abO/€BaHHE LIMTOBUIHOM >KeJle3bl M OCTpPhIH
TUPEOU/IUT);

e runeptupeo3 (bazenora 6one3ns);

£ runo¢usuT (TUNONUTYUTAPU3M, TUMPOLUTAPHBINA THNOPHU3NT);

g caxapHslii quaber 1Tuna (quabeTHyeckuit KeToaUKUI03);

55



h. sHuedanur (ayTouMMyHHBIH SHIE(ATHT HeMHpEKIMOHHBIH SHLEe(anuT);

i. MuMacTeHHMYecKuil CHHAPOM (MMACTEHUs TPABHC, BKIIIOYas 000CTPEHHE);

j- cungpom  I'mitena-bappe  (akcoHanbHas  HeWponaTus M JAEMHEIWHU3HpYHOLIas
NoJIMHeWponaTHs);

k. muenuT (nonepevyHsIi MUENHUT);

1. MeHMHIMT acenTHYeCKHi (MEHUHIUT, MEHMHTHT HEMH(EKIIMOHHBIH);

m  yBeuT (XOPHOPETUHHT, BOCTIAJIEHHE Pay>KHOM 000I0UKH I71a3a ¥ MPHAOLMKIINT);

N MHOKapAWT (AyTOMMMYHHBIH MHOKap/IUT);

0. Backyut (Backynut L{THC, aOpTUT, rTHraHTOKJIETOYHBIH apTEPHHT);

p. THEBMOHHMT (MHTEpPCTHLMaIbHOE 3a00j€BaHME JIETKUX, ITHEBMOHMS OpraHM3yroLascs,
MMMYHOOTIOCPEI0BAHHEIN MHEBMOHUT U MIMMYHOOTOCPEI0BaHHOE 3ab0/IeBaHuIe JIEKUX );

g. 60nb B xuBOTE (QUCKOM(OPT B 5KUBOTE, 6OJIb B BEpPXHEH YacTH KUBOTA, OOJIb B HIKHEH 4acTH
)KMBOTA);

r. KomurT (KONMT MHKPOCKONIMYECKHMH, OSHTEPOKOJMT, TIEMOPPardyeCKuil  3HTEPOKOJIMT,
ayTOUMMYHHBIH KOJIUT U IMMYHOOTIOCPEIOBaHHbIH SHTEPOKOJIUT);

S. TaHKpeaTuT (ayTOMMMYyHHBIH NIaHKpEaTHUT, OCTpHBIi NIaHKpeaTUuT U
MMMYHOOTIOCPEIOBAHHBIi NAHKPEaTHT);

t. WM3BABJICHHE CTEHKH JKelyJOYHO-KHMIIEYHOTO TPaKTa (s3Ba XKeNyaKa U JyoeHalbHas A3Ba);

u. remaTUT (QyTOMMMYHHBIH TIeNaTUT, HMMYHOOINOCPEAOBAHHBIM TeNaTHUT, JIEKapCTBEHHOE
NOBpPEXJIEHUE NIEYEHU U OCTPHIN renarTur);

V. CKJIEepO3HPYIOLIMI XOJaHTUT (MMMYHOOTIOCPEAOBaHHBIN XOJIAHTHUT);

w. 3ya (KpanmvBHHLQ, Namy/e3Has KparuBHULA U 371 TIOJIOBBIX OPraHoB);

X. CHINb (APUTEMATO3HAs CHIMb, POJUTMKYJISIPHAS ChIllb, MAKyJI€3Has ChIlb, MAKYJIE3HO-T1AIyJIE3HAs
CHIllb, MAITyJI€3Hasl ChIIb, 3yAAIIAs ChIlb, BE3UKYJISIPHAs CHINb U Chillb Ha MOJIOBBIX OpraHax);

Y. TsDKeNble KOXXHble peakuuu (9KcdonuaTvBHas Chillb, MeMpuryc U moboe M3 ClIeayrolmux
SBJICHUH > 3 CTeneHH THKECTU: OCTphIH (eOpunbHbIi HeHTpoduIbHBEIN AepmaTo3, ymuO,
npojiexeHb, Oy/ie3Hbli  JaepMaTHT, SKC(ONMATHBHBI  JAEPMAaTUT, TeHEpaJM30BaHHBIN
oKkcoONUaTUBHBIM  AEPMAaTUT, JAEPMATUT MNCOpUasMPOPMHBIH, MEIUKAMEHTO3Has  CHITh,
MyJIbTHU(QOpPMHAs 3pUTEMA, JKENTyXa, KPacHbIM IUIOCKUN JMINAi, KpacHBIM MIOCKWN NMInai pra,
neMuroua, 3yJ, TeHUTANIbHbIA 3y, ChINb, SPUTEMATO3HAas ChINb, MAaKyJIE3HO-T1ally/Ie3Has ChIlb,
3yAsuas Chilb, MyCTYyJI€3HAasH ChIIb, MOBPEXACHHUE KOXKH, HEKPO3 KOXH U TOKCHYECKUE BBICHITIAHUS
Ha KOXe);

Z. BATUJIUTO (eMUrMeHTalus KOXKU, TUTIONMIMEHTALMs KOXKH U TUTIONMIMEHTALUs BEK);

aa. JTMXEHOMJHBIN KepaTo3 (KpacHbIi MIIOCKUH JIIai ¥ ckiaepoaTpoduyeckuit numait);

bb. ckenerHo-mblmeyHass 60yb (CKeNEeTHO-MBIIEYHBIH AuckoMopT, 6ONb B CIUHE, CKENETHO-
MBbIILI€YHas CKOBAHHOCTb, CKEJIETHO-MbIIIIeYHast 60J1b B IpYAHON KJIETKe, KpUBOILEs);
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oc. MHMO3MT (MMANTHs, MMONATHS, HEKPOTHU3UPYIOWIMA MHO3WT, MONMMHANIUA peBMaTHYecKas W
pabnomuonms);

dd. apTpuT (OTEK CYCTaBOB, ONHAPTPHUT U CYCTABHOM BBINOT);

€e. TeHOCHHOBUT (TEHIMHHUT, CHHOBUT U GOJTb B CYXOXHIIUAX);

ff wHeppur (ayToMMMyHHBIH He(pHT, TyOyNOMHTEPCTHLMANbHBIA HeQpUT M ToyYeuHas
HEJIOCTATOYHOCTh, OCTpas IOoYeyHas HEJOCTaTOYHOCTh MM OCTPOE MOBPEKAECHHE MOYEK C
npusHakaMu HedpuTa, HeppPOTHYECKMH CHHIPOM, TJoMepyloHeppur u MeMOpaHO3HBIH
TJIOMEpYJIOHEDPHT);

gz otek (oTek nepudepuuecKuii, FeHepaNu30BaHHBIN OTEK, THNIEPBONIEMHS, 3a/IEPXKKa KUAKOCTH,
OTeK BeK M OTeK I'yD, OTeK JIMIIa, JIOKaIM30BaHHbIH OTEK U NEPUOPOUTAIIBHEIA OTEK).

OrnucaHue HEKOTOPHIX HEeXENaTeJIbHbBIX peakiun

JlaHHBIE 11 CNEAYIOIMX HMMMYHOONOCPEJOBAHHBIX HEXENaTeNbHBIX PeaKUui OCHOBaHBEI Ha
uHpOpPMALMM Y MALMEHTOB, MOJYYaBIIMX NeMOpoIn3ymMab B KIMHHYECKMX MCCIICJOBAHUAX B
YeTHIpEX PEeKMMAaX JO3MpOBaHMs (2 MI/KT Macchl Tena Kaxele 3 Hepenw, 10 Mr/kr Maccel Tena
Kaxxapie 2w 3 Heaenu, uiau 200 Mr Kaxasie 3 Helenn). PexomeHianuy no BeICHHIO NMaLlMEeHTOB
C YKa3aHHBIMH HEKeJlaTeIbHEIMU PeaKLMsMH ONKcaHbl B paszienie «Ocobbie ykazaHus».

Hmmynoonocpeodosantvie HediceiamenvHble peaxkyuu (cm. «QOcobvie VKA3aHUY)

HmmyHoonocpedoearHblii NHEEMOHUM
V 314 (4,4 %) nauMeHToB, MOJTy4aBIUX neMOponu3ymad, pasBuiiCs IIHEBMOHHUT, B TOM YHUCIIe 2035
4 ynn 5 cremenn Taxectw y 138 (1,9 %9, 80 (1,1 %9, 19 (03 %) u 9 (0,1 %) maumentos
COOTBETCTBEHHO. MeJMaHa BpeMeHM 10 Hayaia pa3BUTHs IHEBMOHMTa cocTaBuia 3,7 mecsua
(nmana3oH oT 2 aHeit mo 27,2 Mecsiua). MequaHa NpOJODKHTENLHOCTH cocTaBuia 2,0 mecsua
(mmanason ot | 1o 51,0+ mecsiua). [THeBMOHHUT pa3BHBalics HauboJIee YacToO y NALMEHTOB, KOTOPBIM
NPOBOIMIIM JTyYEBYIO TEPAIUIO OPraHOB IPYAHON KieTKH B aHamHese (8,1 %), yeM y mauueHToB,
KOTOpHIM paHee He NpOBOAWIM JIy4eBYIO TEpaluio OpraHoB rpyaHod kiuetkd (41 %9.
Tpexpalnenye Tepanuu neM6posM3yMabom B CBs3H ¢ MHEBMOHUTOM notpeGoBanock y 129 (1,8 %9
naupesToB. IIHeBMOHUT paspewwics y 188 nauueHToB, B 6 ciyyasx HabMOAANUCH OCIIOKHEHUS.
V nauuentos ¢ HMPJI passuics nueBmMoHut B 160 (5,7 %) ciyyasx, B Tom uucie 2, 3, 4 wim 5
cTeneHy Tsxkect y 62 (2,2 %), 47 (1,7 %), 14 (0,5 %) u 10 (0,4 %) naumeHTOB COOTBETCTBEHHO. Y
nauuenToB ¢ HMPJI, koTOpbIM MPOBOAMIMU JIy4EBYIO TEPAlMIO B aHAMHE3€, IIHEBMOHUT Pa3BUIICS B
8,9 %cnyuaes. Y nauuenTos ¢ KJIX yacTora pa3BUTHs MHEBMOHHTA (BCE CTENEHHM TAKECTH) ObLIa B
auanasone ot 5,2 % 10 10,8 % B uccnenosanusx y nauueHto ¢ kJIX KEYNOTE-087 (n=210), u
KEYNOTE-204 (n=148) coOTBETCTBEHHO.
HmmyHnoonocpedoeannblii konum
V 140 (2,0%) naumeHToB Noay4MBIIKX nNeMOponn3ymal, pa3BUiICsS KOJIMT, B TOM yKcie 2, 3 uiu 4
crenenu Tsokect y 42 (0,6 %0, 74 (1,0 %9 u 6 (0,1 %9 nauueHToB COOTBETCTBEHHO. Menuana
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BPEMEHH JI0 Hayala pa3BMTHs KOJNMTa cocTaBuna 4,7 mecslla (auanasoH oT 2 jgHei 1o 24,3
Mecsua). Meauana NpOAOJDKUTENBHOCTH coctaBuna 1,0 mecsn (amanason ot 1 aus mo 452+
mecana). Ilpekpaienye Tepanuu nemoponn3ymMaboM B CBA3M ¢ KoauToM notpeGosanoch y 41
(06%) nauuentoB. Konur paspemwics y 115 namuentoB, B 2 cnydasx HaGmopanuch
ocnoxxHenus. Y mnauuentoB ¢ KPP, nomyuyaBmux nembponusymab B KayecTBE MOHOTEpaNuu
(n=153), yacToTa pa3BuTHs KoJuTa coctaBuna 6,5 %o(Bec crenenu TskectH) ¢ 2,0 %3 crenenu
TsKecTH U 1,3 %04 cTeneHH TSHKECTH.

Hmmynoonocpedosannwiii 2enamum

V 70 (1,0 %0 naumeHToB MoTy4YHBLIMX NeMOpoaH3ymMad, pa3BUICS reNaTHT, B TOM 4ucie 2, 3uu 4
crenenu Tskectd y 11 (0,2 %9, 47 (0,7 %) u 8 (0,1 %) nanueHnTon COOTBCTC:QBCHHO. Menuana
Mecsna). Meauana npoaoJDKUTENBHOCTH cocTaBuna 1,2 Mecsua (auanasoH ot 1 aHa po 22,5+
mecsua). [Ipexpamenne Tepanuu neMopoin3ymMaboM B CBS3M € IeNaTMTOM MOTpeboBanock y 29
(0,4 %) nauuenTtos. ['enatut pazpemmics y 54 nauueHToB.

HmmyHnoonocpedoeantwtii Heghpum

V 30 (04 %) nauMeHTOB MOJYYMBINMX NeMOponu3ymMab B KauecTBe MOHOTEpAlMH, pa3BHIICH
Hedpur, B ToM uncie, 2, 3unu 4crenenu Tskect y 8 (0,1 %9, 16(0,2%9 u 2(<0.1 %9 nanueHToB
COOTBETCTBEHHO. MeauaHa BpeMEHM [0 Hayala pa3BUTUA Hedputa cocraBuna 4,6 mecsua
(mmanazon or 12 ngueit no 21,4 mecaua). Menuana npoJo/DKUTENBHOCTH cocTaBuia 6,9 Mecsua
(mmanazon ot 6 nHeil no 282 mecsua). Ilpexpamenue Tepanuu nemOponu3symaboM B CBSI3H C
HeppuroMm norpeboBanocs y 13 (0,2 %) nauuentoB. Hedpur paspemmncs y 18 nauuenros, B 5
Clly4asX HabIOanuch OCNOXKHEHHs. Y MalUMeHTOB ¢ HerlockokieTtounsiv HMPJI nonyunBmmx
Tepanuo nemopoauzymMaboM B KOMOMHALMM ¢ XMMMOTEpamnuei, BKIIOYAIOLIEH NeMeTpekcen U
npenapat niaatuHbl (1F488), yacToTa pa3BuTHs HedpuTta cocraBuna 1,4 %o(Bce cTeneHn THKECTH) ©
yactoToi 0,8 % mis 3 crenenu Tsoxecty U 0,4 % 11 4 CTENEHU TSHKECTH.
HmmyHnoonocpedoeanHvle 3HOOKpUHOnamuu

V¥ 62 (0,9 %) nauueHToB, NOMYy4YUBIIUX NMeMOponnu3ymal. pa3BUiIach HEAOCTATOYHOCTh (YHKIMH
HaJMOYEYHHUKOB, B TOM uucne 2, 3 unu 4 crenenu tsokectu y 27 (04 %9, 27 (04 %) u 4 (0,1 %)
NalMeHTOB COOTBETCTBEHHO. Menana BpeMeHM 10 Hayazia pa3BUTHs HEAOCTATOYHOCTH (QYHKUUH
HaJMNoO4Ye4YHUKOB cocTaBuiaa 5,5 mecsua (auanasoH ot 1 gua mo 23,7 mecsua). Menuana
NPOJIOJDKUTENBHOCTH He Gbl1a 10CTUrHYTa (Auana3oH ot 3 aueii no 40,1+mecsua). [Ipekpaiuenue
Tepanuu nemOponu3ymMaboM B CBSI3M € HEJAOCTATOYHOCTHIO (QYHKUMH HaANOYEYHHKOB
norpeboBanocs 'y 5 (0,1 %) naumentoB. HexocTaTo4HOCTh (QYHKUMH HaIANOYEYHUKOB
paspemunace y 24 naiueHTon, B 10 cnyyasx HaGmoaaIuCh OCIOXKHEHHS.

¥ 40(0,6 %) nauueHTOB, NOMYYUBLUINX NeMOponu3ymab, pa3BuiiCs rMUNO(U3MUT, B TOM 4uCiE 2, 3
unm 4 crenenu Tsokectd y 15 (0,2 %), 21 (0,3 %) u 1 (< 0,1%) nauuMeHTOB COOTBETCTBEHHO.
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Meauana BpeMeHH 10 Hayalia pa3BUTHs TMNo¢u3KuTa cocTaBuia 5,9 mMecsaua (auanasoH ot 1 aus
no 17,7 mecsaua). MeauaHa npoao/DKMTENBHOCTH cocTaBuia 3,6 Mecsaua (auanasoH ot 3 aHe# 10
48 1+mecsna). Ilpekpamenue Tepanuu neMOpoiau3ymMaboM B CBA3M € TMIO(QHU3UTOM
norpeGosanocs y 10 (0,1 %) nauuenton. I'unopuzur paspemmics y 19 naumentos, B 8 ciaydasax
HabNo1aNnuCh OCIOXKHEHHS.

VY 344 (4,8 %0 nauueHToB, NMOJTyYMBIIMX MeMOponu3ymab, pa3Buics TMIEPTHPEO3, B TOM YHcie 2
i 3 creneny TshkecT Y 93 (1,3 %9 u 8 (0,1 %0 nanueHTOB COOTBETCTBEHHO. MeinaHa BpeMeHU
[0 Hayaja pa3BUTHS MIIEPTHpeo3a cocTaBuna 1,6 mecsua (auanas3oH ot 1 aua g0 23,2 mecsua).
MeauaHa NpoAOJDKUTENBHOCTH cocTaBuna 1,8 mecsana (auanaszoH ot 4 aHeit no 43,1+ mecsua).
[Npekpaiienue Tepanuu nemMOposu3ymMaboM B CBSI3M C TUMEPTUpeo3oM noTpeboBanock y 3
(<0,1%) naumentoB. I'mneprupeos paspemmnca y 282 (82,0 %) manuentos, B 11 ciyuasx
Habmolanuch OCIOKHEHUS. B abI0BaHTHOM McCleIOBAaHUM MALMEHTOB ¢ pe3enupoBaHHbM [TKP,
NOJTyYaBLIMX NeMOposin3ymMad B KayecTBE MOHOTEpANUM INPU aJbIOBAHTHOM JedyeHHH (1=1480),
4acToTa pa3BUTHs runeprupuosa coctaBuia 10,9 % Gonbmas yacte koroporo 6muia 1 wnm 2
CTETNEHH TSHKECTH.

V 856 (12,0 %9 nauueHToB, NoJy4yUBIIUX NeMOponn3ymad, pa3BrIICS THIIOTUPEO3, B TOM YHUcie 2
unu 3 crenenu Tsxecty y 630 (8,8 %9 u 8 (0,1 % nauueHTOB COOTBETCTBEHHO. MeuaHna BpeMeHH
JI0 HayaJla pa3BUTHS THIIOTHpeo3a cocTaBuna 3,4 Mmecsua (auanaszoH ot 1 aHg no 25,9 mecsua).
Meauana npoJODKUTENBHOCTH He Obla AOCTUTHyTa (Auama3oH oT 2 AHed no 629+ mecsna).
Ilpexpamenue Tepanuu nemOponuzymaboM B CBS3M € TUIOTHpeo3oM noTpeGoBanock y 4
nauyeHToB (< 0,1 %). I'unotupeos paspemmncs y 199 (23,2 %) naumenToB, B 16 ciyyasx
Habmoaanuck ocnoxHeHus. Y mnauueHtoB ¢ KJIX (n=389) wyacroTra pa3BWTHS THIIOTHpeO3a
cocraBuna 17 %, Bce ciydau Obutn 1 U 2 creneHu Tsokectd. Y mauuentoB ¢ ITPTI (n=909),
NONyYMBIIMX TeMOponu3ymMab B KayecTBE MOHOTEpANMM, YacTOTa pa3BUTHS TIMIIOTHPeO03a
cocraBuna 16,1 %o(Bce crenenu TsokectH) ¢ yactotoit 0,3 Yoas 3 cTeneHu TsokecTH. Y MalMeHToB
¢ [IPTI (n=276), nonyuynBuimx neMoponuzymad B KOMOMHALMK C XMMHOTepaIueil, BKIIOYaBIIe
npenapar miatuHel ¥ S-PV, yactoTa pa3BUTHs rUNoTHpeo3a coctaBuna 15,2 % Bee cnyvau 6butu 1
WM 2 CTENEHH TSHKECTH. Y NMaLMEeHTOB, NMOJYYaBLINX JiedeHHe neMOposn3ymMaboM B KOMOMHALIMH ¢
aKCMTMHUOOM M NeHBaTMHHOOM (1¥=1456), uyacToTa pa3BUTHS THNOTHpeo3a Obuia 46,2 % (Bce
crenenu TsokecTH) ¢ noner 0,8 % 3 u 4 creneneit Tsokectr. YV nauuentoB ¢ ITKP 1 MenaHoMmoi,
TI0JTyYaBLIMX NeMOponu3ymal B BUie MOHOTEPAINUM NPH abIOBaHTHOM JieueHuH (n=1480), yactora
BO3HMKHOBEHMs runorupeosa Ovina 17,7 %, Gonpmas yacTe KoToporo Obiia 1 wiam 2 cTeneHu -
TSDKECTH.

HmmyHnoonocpeooeannble KOJiCHbIE HedceNameNbHble PeaKyuu

V¥ 116 (1,6 %) nauueHTOB, NONYYHUBLIMX NEeMOPOIN3yMal, pa3BUIMCE HMMYHOOIIOCPEIOBAHHbIE
TSDKEJIbIe KOXKHBIC peakuyu, B ToM uucie 2, 3 unu Screnenu Tsokectu y 11 (0,229, 91 (1.3 % u
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1(< 0,1 %) nau@eHTOB COOTBETCTBEHHO. MeauaHa BpeMeHM [0 Hayaja pasBUTHs TsDKENBIX
KOXHBIX peakuuii coctaBuna 3,3 mecsua (quamasoH ot 3 aHe# no 25,5 mecsaua). Meauana
NPOJIOJDKUTENBHOCTH cocTaBuna 1,9 Mecsua (aquanasos ot 1 aus no 47,1+mecsua). Ilpekpaenue
Tepanuy NemMOpoNu3yMaboM B CBS3M € TSKEJBIMH KOXKHBIMH peakuusaMH moTpeGoBanock y 15
(0,2%) mnaumentoB. Tsokenble KOXXHBIE peakLWM pa3pelliiiuch y 83 mauueHToB, B 2 ciydasx
HabMoJauCh OCIIOXKHEHUS.

Ha6mopanuce peaxue cnydau cuHapoma CtuBeHca-JDKOHCOHA M TOKCHYECKOTO SIHAEPMAIEHOIO
HEKPOJIN3a, HEKOTOpble M3 HHMX C JIETANBHBIM HMCX0oM (cM. «Crnoco® mpUMeHeHHs U J03b1» U
«OcoOble yKazaHus»).

Jpyaue 3n0xkauecmeennbvle ONyxXoau

Monomepanua

HexenarenbHble SIBICHUS y NMAaLMEHTOB CO 3JI0KAYECTBEHHBIMH HOBOOOPa30BaHHAMM C BBHICOKUM
YPOBHEM MMKpOCATeJUTUTHOM HecTabunbHOcTH, KPP, pakoM 1meiku maTky, peluIuBUPYIOLHM
wim MeracratudeckuMm [IKPK wmu  mectHopacnpoctpanenHsiM [IKPK wnm  apbioBaHTHOM
tepanueii ITKP, kak npaBuno, ObIIM CXOHBI ¢ TAKOBBIMHU Y MAaLIMEHTOB ¢ MenaHomoit unu HMPJL
Ocnooicnenus annoz2enHol mpancnianmayuy 2eMon03IMU4ecKux cmeonosbix Kiemox npu kJIX

N3 14 nauuentoB B KEYNOTE-013, koTopbiM Oblia BBHINOJIHEHA AJIOT€HHAs TPaHCIUIAHTALUA
reMOMNOATHYECKUX CTBOJIOBHIX KJIETOK Iocle JedeHus nemMbponusymabom, y 6 nauuentos (26 %o
coobmanacek OCTpas peakLus «TPaHCIUIAHTAT TMPOTHUB XO3fAMHA» M 1 MalMeHTa XpOHUYecKas
peaKLys «TPaHCIUIAaHTaT MPOTHUB X03MHA», HU OJJHA U3 HUX HE NPUBEJA K JIeTaTbHOMY Ucxoay. Y 2
NaLMEHTOB pa3BUIICA OOMMTEpUpYIOIMHA 5HA0(GNEOMT NMEYEeHOYHBIX BEH, B OJHOM Clyyae ¢
JIeTalbHBIM MCXO0oM. Y | manmeHTa pa3BIICS CHHAPOM NPHXMBIECHHS MOCTE TPaHCIUIAHTALUH.
N3 32 nanuentoB B KEYNOTE-0O87, koTopbiM ObliIa BBINOJNHEHA aJIOT€HHAsl TPaHCIUTAaHTALMSA
IeMOIO3THYECKMX CTBOJIOBBIX KJIETOK Tocie jedyeHus nemOponuzymaboM, y 16 nauueHTOB
coobmanach OCcTpasi peaKLus «TPaHCIUIAHTAT NMPOTHB XO3iMHA» W 7 TMALMEHTOB XPOHHYECKas
peakLus «TpaHCIUIAaHTaT MPOTHB X035MHa» B JBYX CIIy4asX C JIeTadbHbIM ucxonoM. Hu y omHoro
naiMeHTa He Habmopancs obnurepupyrommii SHAO0(NEOUT nedyeHo4yHHIX BeH. Hu y omHoro
nauyeHTa He Habmoacs CHHAPOM NPHKUBIICHHUS TI0C/IE TPAHCTUIAHTALIUM.

U3 14 nauuenros B KEYNOTE-204, kotopsiM Oblia BBEINOJIHEHA AJUIONeHHAsi TPaHCILIAHTALIMs
IeMOTO3THYECKMX CTBOJIOBBIX KIETOK INocie JjedeHus mnemOponusymabom, y 8 mnaumeHTOB
coobmanack OcTpass peaKklHs «TPaHCIUIAHTAT MPOTHB XO3jIHMHA» W 3 MALMEHTOB XPOHMYECKas
peaKiys «TPaHCIUIAHTAT MPOTHB XO35MHA» HU OJJHA M3 HUX He NpHBeNa K JieTalbHoMy ucxoay. Hu
y OJHOro maunueHta He Habmopaancs obGnutepupyrommii SHA0(IEOUT MeYeHOYHBIX BeH. Y |1
NaLMEeHTa Pa3BUIICA CHHAPOM NPHXKUBJIEHUS NOCIIE TPAHCILIAaHTALMH.

Ilosviuenue akmusnocmu gpepmenmos nevenu npu mepanuu nemGpoIuzyMabom 6 KoMobuHayuu ¢
axcumunubom npu IIKP
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B KIMHMYECKOM WCCENOBaHMM Yy paHee HenedeHHbIX mnauuenTos ¢ IIKP, nomyyaBummx
nem6ponuzymab B KOMOMHALMK ¢ aKCUTHHUOOM, Habmonanack Gonee BHICOKast, YeM OXKHAaeMas,
yactora noseimenus aktuBHocTd AJIT (20 %9 u noesimenus aktuBHocTH ACT (13 %) 3 u 4
CTeNeHH THKeCTH. MennaHa BpeMeHM 10 Hayana nosbimeHus aktuBHoctH AJIT cocrasuna 2,3
Mecsina (auanasoH ot 7 aHeit g0 19,8 Mecsua). YV nauueHToB ¢ noBblleHHeM akTHBHOCTH AJIT
seime BI'H > 3 pa3 (24 crenenp TskecTH n=116) B 94 % cnydaeB HexenaTelbHas peakiys
ymeHsmmnack 10 0—1 cremenu TspkectH. 59 % NaLMEHTOB ¢ NMOBBINEHHOH akTUBHOCTBIO AJIT
ToJTyYaad CHCTEMHBIE KOPTHKOCTEpouasl. B ciydae paspemenus 9 namuentam (84 %) Obina
NOBTOPHO Ha3HayeHa MoHoTepanus nembponuzymabom (3 %9 wmm akcutunubom (31 %9, wim
xomOuHrpoBaHHas Tepanus (50 %9. Cpeay 3Tux nauueHToB y 55 % He HabJr01a/10Ch TOBTOPHOTO
nossimenus aktuBHOCTH AJIT Beitne BI'H >3 pa3, y Bcex nmanueHToB ¢ MOBTOPHEIM MOBBIIEHHEM
aktuBHOCTH AJIT Beimme BI'H >3 pa3 HacTtynuno paspemenue. SIBneHuii co CTOPOHBI NMEYEHHU 5
CTENEH! TSHKECTH 3aPETUCTPUPOBAHO HE OBLIO.

Omrnonenue 1abopamopHvix nokazameneu

Cpenu naumeHTOB, NOMTyYaBIMX NeMOponnu3ymMad B KauecTBe MOHOTEPAHHU, NPOLEHT MAal[HEHTOB,
y KOTOpPHIX HabmoJanock OTKJIOHEeHHE JJabopaTOpPHEIX MOKa3aTeseil OT UCXOAHBIX 3HAYEHHit 10 3
WM 4 CTEeNEeHW TKECTH, COCTaBWII: CHIDKeHME uucia JuMmbonutoB 99 %, cHikeHHe
KOHUEHTpalMu Hatpus 7,9 %% CcHWKeHMe KOHLEHTpauuu remornobuHa 62 %
NOBBIIIEHUE KOHLEHTpaUMU IMOKO3bl 5,5 %, CcHwkeHue KoHueHTpauuu ¢ocdator 5.4 %,
noBeieHde aktuBHocTH AJIT 3,3 %, mnoBeimenue aktuBHOCTH ACT 3,2 %, noBeIIEHHE
aKTUBHOCTH IeNo4yHOH docdarasbl 2,7 %, cHKeHHe KOHLUEHTpauuu Kamus 2,4 %, MOBBIIEHUE
KoHUeHTpauuu Kamus 2,1 %, cHwkenue uucna Heitpodunor 20 % CHWKEHHe yucna
TpomGouuToB 1,9 % noBheHHe KOHLEHTpalmy Kanbiusa 1,9 %G NoBbilIeHHe KOHLEHTpaLMH
Oumupybuna 1,8 %, cHiwkeHue KoHuUeHTpauuy ansbymuna 1,5 % CHWKEHHE KOHLEHTpalUH
Kanbuusa 1,5 %, noBbllleHWe KOHLEHTpauuM KpeatMHMHa 14 %G CHIKEHHE KOHLEHTpALMH
rmoko3sl 1,0 %, cHrxenue yncna nerikouutoB 0,9 % nosimenue KoHueHTpauu Maraus 0,8 %4
TNOBBIIIEHWE KOHUEHTpauuu remornobuna 0,5 %, nopsimeHue kKoHueHTpauuu Hatpus 0,5 % u
CHWKEHHUE KOHLEeHTpauuu maraus 0,2 %.

Cpean nauyeHTOB, MOMy4yaBIIMX NeMOpoau3ymMab B KOMOMHAUMM C XMMHOTepamnuei, J0.s
NalMEeHTOB, y KOTOPBIX HabMoJanock OTKIOHEHHE JabOpaTOPHBIX MOKAa3aTese OT MCXOMHBIX
3HAYEHWM N0 3 WIM 4 CTeNeHM THKECTH, COCTABWI: CHIXKEHHMEe uucia Heitpodunos 44,0 %4
CHIDKEHME 4ucia JieMKouuToB 294 % cHwkeHue uyucna numpouutoB 269 %, cHKeHHE
KOHLEHTpauuu remornobuHa 22,1 %, cHwxeHue uucia TpombouutoB 13,2 %, cHMKeHHe
KoHueHTpauyuu Hatpus 11,0 %, cHwxeHue koHueHtpauuu ¢ochatoB 7,7 %G NOBBILIEHHE
aktuBHOCTH AJIT 6,8 % cHkeHHe KOHUEHTpauuu Kamusa 6,8 %, MOBbIIEHHE KOHLEHTPAlUU
rnoko3el 6,1 %, noseimenue aktuBHOCTH ACT 5,6 % cHWwKeHHe KOHLEHTpauuu Kanbuus 3,5 %
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TNIOBBIIEHHE KOHLEHTpauuu Kaius 3,2 %G NOBBIEHHE KOHUEHTpalMH KpeaTMHuMHa 2,9 %
CHWKEHHE KOHLEHTpaluuu anbOymuHa 2,2 %, MOBbIIEHWE aKTMBHOCTH LIEIOYHOM ¢docdarassl
2,1 % noBbllIeHHe KOHLEHTpauuu O6unupybuna 2,0 %G noBelleHHE KOHUEHTPALMM KalbLus
20% noseimenne MHO 1,3 %, CHWwKeHHe KOHLEHTpauuu rmoko3sl 1,2 %, nossimeHue
KoHueHTpauuu Hatpus 0,5 %

Cpead TNamMeHTOB, TONy4YaBIMX mnemOponu3ymMab B KOMOMHALMHM C aKCUTMHHOOM WM
JIEHBaTUHMOOM, J0Jis TALKEHTOB, Y KOTOPHIX HaONIONANOCh OTKJIOHEHHE J1abopaTOPHBIX
roxasarejeil OT MCXOAHBIX 3HAueHWM 0 3 WM 4 CTeneHW TKECTH, COCTABWJI: IOBHILICHHE
akTuBHOCTH Jmnasel 23,0 % (He M3Mepsyioch y MAIMEHTOB. MOJydYaBIIMX NeMOponu3ymabd u
aKCUTHHHUO), cHWKeHue yucna auMdouuToB 12,0 % cHikeHue KoHuUeHTpauuu Hatpusa 11,4 %,
MOBBILICHHE aKTUBHOCTH amunasbl 11,2 %, noBeiieHue KOHUEHTpauuu Tpuriuuepuaos 11,2 %,
noBeineHre akTuBHOCTH AJIT 10,4 %, nopeimenne aktuBHOCTH ACT 8,9 %, cHipkeHue umcia
numbouuToB 10,8 %, moBblleHNE KOHUEHTpAaLMH IMOKO3bl 7,8 %, CHMXKEHHWE KOHLIEHTpPaLUU
docdopa 7,3 % cHikenne KoHueHTpamyuu dochator 6,8 % CHIDKEHHE KOHUCHTPALMH Kalus
61% noBblIeHHE KOHLEHTpauuu Kamus 5,1 %G mnoBbIIEHHWEe KOHLEHTPALMH XOJIeCTepHUHA
4,5 %, noBsllIeHHE KOHLEHTpaUMu KpeaTMHuHaA 4,4 %, CHIDKeHHe KOHLEHTPalMH reMoriioouHa
42 % cHwkeHHe KOHUeHTpauuu MarHus 4,0 %, cHwkeHue uucna Heitpoduno 3,5 %,
NOBBIIIEHHE aKTHBHOCTH IeNo4yHoM ¢ocdarazsl 3,1 % cHmkenue yucna tpombouutor 3,0 %
NOBBIIIEHHE KOHLEHTpauuu Oummpybuna 2,8 %, CHWXeHHMe KOHLEHTpauuu Kanbuus 2,2 %,
CHIDKEHHME 4Yucna neikouuToB 1,7 %, moBbleHHe KOHLEHTpauuud marhus 1,6 %, nopsieHue
MHO 1,5 %, cHwxeHHe KOHLEHTpaLuH INoko3sl 1,4 %, CHIWKeHHe KOHUEHTpalMu ans0ymMuHa
1,2%, noBblmeHre KOHUEHTpaUMu Kanplus 1,2 %, noBeieHHe KoHueHTpauun Hatpus 0,4 %,
NOBBILIEHHE KOHUEHTpauuu remornoduna 0,1 %.

MMMYHOTr€eHHOCTh

¥V 36(1,8%9 u3 2034 noanexamux oLeHKe NalUeHTOB, NOIy4YaBIIKX JiedeHHe neMOpoau3ymatom B
KJIMHMYECKUX MCCIIEJOBaHUAX B J103aX 2 MI/KI Macchl Tesia Kaxablie 3 Hemenu, 200 Mr Kaxasle
3 venenmu unu 10 Mr/kr maccel Tena Kaxjasle 2 WIM 3 Heend B KayeCcTBE MOHOTEpAIHH,
pe3yJbTaThl TECTUPOBAHUSA Ha aHTHTENA K NeMOponn3ymaby ObUTH NOIOKUTENBHBIMU, CPEIX HUX Yy
9 (0,4%) nauueHTOB OBLIM HEHTpanU3yIOLIMe aHTHTENa MpPOTUB nembponusymaba. IlpusHakos
U3MeHEeHUs (apMaKOKMHETHYECKOro npoduis wid npoduis 6Ge30MacHOCTH MOCiE MOSBIEHMS
CBA3BIBAIOIMX WJIM HENTPAIU3YIOLIUX AaHTUTEN NPOTHB NemMOposinzymMaba He HabJIFOAaI0Ch.

Heru

BeszonacHocte nembponmsymaba npu NpUMEHEHWH B KayeCTBE MOHOTEPANMH B PEXHME
J03MpOBaHMs 2 MI/KI Macchl TeNla KaX/ble 3 HelenM OueHuBanach B uccieaosanuu I/I1 dasel
KEYNOIEOS] y 161 nauueHTOB AeTCKOro Bo3pacta B Bo3pacTe oT 9 Mmecsues 10 17 ner ¢
pacnpoCTpaHEHHOM MeNIaHOMOM, TUM(POMON MM PacIpOCTPAHEHHBIMH, PELUAMBUPYIOIMM WM
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pedpaKkTepHBIME CONMIHBIMY ONYXOJSIMH C TIONOXUTENbHOM dkenpeccueii PD-L1. Tlomynsuus ¢
xJIX (n=22) Bkmouana mauueHtoB B Bospacte oT 11 no 17 ner. Ilpoduns GezonmacHocTH y
NaLMEeHTOB JIETCKOro Bo3pacta ObUI CXOAHBIM C TaKOBBIM Y B3pPOCIHBIX MALMEHTOB, MOJYYMBIIMX
nem6ponuzyma6. HanGonee 4acTHIMU HexXeNaTeNbHBIMM PEaKIMAMH (COOOIIEHHBIMU € YacTOTOM
He MeHee 20 % y MalMeHTOB JETCKOTO Bo3pacta) ObLIM MOBBIIEHHE TeMmrepaTtyphl Tena (33 %).
pota (30 %) rosnoBHas 6011k (26 %), 60ab B xuBoTE (22 %), aHemus (21 %), kamens (21 %) u
3anop (20 %). BoNBIIMHCTBO COOOIIEHHBIX HEXENATeNbHBIX peakUui NpH NPUMEHEHHWM B
KayecTBe MOHOTepanuu Obun | wim 2 crenenu Tsbkectd. Y 76 (47,2 %) naumento Gbta oiHa
Wi 6oJIbIIe HeXeNaTebHBIX peakluii 3-5 cTeneHu TsHKecTH, U3 KoTopeiX y 5 (3,1 %0 nauuenTos
Obla ofHA MM OOJIbLIE HEXENaTeNbHBIX peaKiui, KOTOphIe NMPUBEIH K JIETAIBHOMY MCXOZY.
Yacrora mpuBeJeHa HAa OCHOBAaHWUM BCEX 3apErMCTPUPOBAHHBIX HEXENATENBHBIX peaKii
HE3aBHCHMO OT OLICHKHU MCCIIeI0BaTENIeM NPUYMHHO-CIIEICTBEHHOH CBS3H.

CoobuieHue 0 MpeanojaaraéMeIX HeXXeJaTeIbHbIX peaKIMIX

Coo0meHnss © TMpeanojiaraéMbIX HEXENAaTeNbHBIX peaklMsAX IOcCNe ToCyJapCTBEHHOM
PETHCTpalMK JIEKAPCTBEHHOTO Tpenapara BaXKHbl. JTO MO3BOJIET OCYIIECTBIATh HENpPEpPHIBHBIM
MOHHTOPDHUHI  COOTHOIIEHHMS TIONb3a/PUCK  JIEKAPCTBEHHOTO  Mpenapara. MeauuMHCKUM

paboTHHKaM npeanaraercs coobmaTe o MoOBIX NpeAnoiaracéMbIX HeXXeNaTeIbHBIX PeaKLUsX.

INEPEJO3UPOBKA

Hudopmanus o mepeno3upoBke neMOponu3ymMaboM OTCYTCTBYeT. MakCHMalbHO NepeHOCHMast
no3a ans nembponusymaba He yCTaHOBIEHA. B KIMHMYECKHMX HMCCNEJOBAHUSAX Y TMALMEHTOB,
nonyyaBmux nem6ponuzymad B nose no 10 mr/kr, npo¢unb Ge3onacHOCTH OB COMOCTABHM, C
TaKOBBIM y MAllMEHTOB, NOJTy4YaBLIKUX NeMOponu3ymad B 103€ 2 MI/KT.

B cnyyae nepeno3upoBKM HEOOXOAMMO TNpPOBOAMTH TINATENbHbIH MOHHUTODHUHI TNALMEHTOB B
OTHOLIEHMHU NMPU3HAKOB U CUMITOMOB HEXXENATeNbHBIX PeaKkLWii U Ha3HAYMTh COOTBETCTBYIOLIEE

CUMIITOMATHYECKOC JICYCHHE.

B3AMMOJIEMCTBME C IPYTUMH JIEKAPCTBEHHBIMH CPEJICTBAMHA
CneumanbHbIX MCCleIOBaHUH (HapMaKOKMHETHYECKOTO B3aUMOJAEHCTBHA memOpoansymaba c
APYrMMH JIEKAPCTBEHHBIMHU NpenapaTam He npoBoauiaH. [lockoneky nemMOponn3ymal BEIBOAMTCS
U3 OpraHu3Ma 3a cyeT Katabonu3Ma, TO He cjeflyeT OXKHAATh MeTabOJMYECKHX JIEKAPCTBEHHBIX
B3aUMOJEHUCTBUA.

Cnenyer uszberaTh NPUMEHEHHs] CHCTEMHBIX KOPTHKOCTEPOMJOB WM MMMYHOJENPECCAHTOB /0
Hayaja  TepanmuM  nemOponu3ymaboM, — YYMTHIBass WX  BO3MOXKHOE  BIMAHHME  Ha
dbapMakoMHaMHYECKYI0 aKTHBHOCTH W 3(dexTuBHOCTL nemOponusymaba. Tem He MeHee
CUCTEMHBIE KOPTMKOCTEPOM/bl WM ApYyrHe MMMYHOJEINPECCAaHTBl MOXXHO MCIIOJIb30BaTh IOCIE
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Hayaja JieyeHus nemMOponu3ymMaboM Ui Tepanu¥ HMMMYHOOIIOCPEIOBAaHHBIX HEXeJaTeIbHBIX
peakuuii (cM. «Ocobble ykazanus»). Ilpu nedyennn nembponusymaboM B KoMOWHauuu ¢
XMMHOTEpANUEl MOXHO HCIOJIb30BaTh KOPTUKOCTEPOMBI B KauyeCTBE INpeMEOMKaLUK Ui
NpoQUIaKTUKH PBOTHl W/MIM  OOJEr4eHMs HEXENaTeNbHBIX  peakuuid, CBA3aHHBIX C

XUMHOTEpaIuei.

OCOBBIE YKA3AHUA

I[IpumeHenye nemMOponu3ymaba BO3MOXKHO TOJBKO MO Ha3HAYEHMIO Bpaya M IOJ HabmoleHHeEM
KBaJIU(QUIMPOBAHHOIO MeIMIMHCKOro mnepcoHana. Ilpum pa3ButuM 1nobGoYHOro JEHCTBHSA .
HeOOX0UMO co00IIaTh 00 3TOM B YCTAaHOBJICHHOM MOPSAAKE Ul OCYLIECTBIEHUS MEPONPHUATHH
no apmMaKoHaa3opy.

Hmmynoonocpedosantbvle HediceiamelbHble peaKyuu

YV  nauueHToB, MOJy4YaBWIMX  NeMOponau3ymad, OTMeYaluch HMMMYHOOIIOCPEAOBAHHEIE
HeXeJaTeJbHbIe peaKlMy, BKII0Yas TSHKEIbIe, M CIIydau C JIETalbHBIM UCXOJ0M.
HiMMyHOOMOCpeJOBaHHBIE HEXXeNaTeNbHbIe PeaKlMd MOTYT BO3HHKATh IIOC/IE OTMEHBI Tepanuu
neMOponuzymaboM. BONBIIMHCTBO ~ MMMYHOOIOCPEJOBAaHHBIX  HEXKENAaTeNbHBIX  PpeaKLuid,
HaOMOaBIIMXCSI B KIMHUYECKMX MCCIIEIOBaHUSX, OBLIM 0OpaTHMBl M KOHTPOJHMPOBAIMCH
NIOCPEJICTBOM BPEMEHHOM OTMEHBI Tepanuu neMOpoau3ymMaboM, MpUMEHEHHUs] KOPTUKOCTEPOH/IOB
WWIA CHMITOMaTMYECKOW Tepanuu. VIMMYyHOONOCpENOBAHHBIE HEXeEATebHEIE PEeaKlHH,
3aTparuBaronye 6osee olHON CUCTEMBbI OpraHU3Ma, MOTYT pPa3BUBATHCS OHOBPEMEHHO.

IIpy nono3peHMHM Ha MMMYHOOIOCPEJOBAaHHBIE HEXKeNaTeNIbHbIE peakiuHu TpeOyercsi NpOBECTH
TIIATENPHYIO OLEHKY C LENbI0O NMOATBEPAMTH STHOJIOTHUIO MM HMCKJIIOYUTH JPYTrHe€ BO3MOXKHBIE
npu4rHbEl. OCHOBBIBAsICh HA TSDKECTh HEXEJIAaTeIbHOW peakiyy, HeoOX0AMMO BPEMEHHO OTMEHUTh
Tepanuio neMopoau3ymMaboM M paccMOTpeTh BO3MOXHOCTh Ha3HaYeHUs KOpTUKocTepouaoB. C
MOMEHTA YJIy4IleHUs A0 1 Wiy MeHee CTEeNeHM TSKECTH, HayaTh MOCTENIEHHOE YMEHbIIECHHE 0351
KOPTHUKOCTEPOM/IOB M MpPOJOJDKUTH MX NpPUMEHEHUWE B TeueHHe, Mo MeHbuled Mmepe, 1 Mecsua.
CornacHO OrpaHMYEHHBIM JaHHBIM, NOJTYYE€HHBIM B KIIMHHYECKUX MCCIEAOBAHUAX, Y MALUEHTOB, Y
KOTOPBIX MMMYHOOIIOCPE/IOBaHHBIE HEXKEIATeNIbHbIE PeaKlLMU He TMOJANABAIMCh KOHTPOIO NpH
NPUMEHEHUH KOPTHUKOCTEPOHMOB, MOXET OBITh PacCMOTpPEHa BO3MOXKHOCTH Ha3Ha4YeHHs APYruX
CUCTEMHBIX MMMYHOJENpeccaHTOB. Bo300OHOBNeHHe Tepanuu nemMOpon3ymMaboM BO3MOXHO B
Clly4ae, €CJIM BBIPaXXEHHOCTh HEXENATEeNbHOM peakluu ocTaeTcss | MIM MEHee CTeNeHH TSHKECTH
NOCJIE TIOCTENEHHOIO0 YMEHBIIEHUs [103b1 KOPTHUKOCTEpOMIOB. IIpy BO3HMKHOBEHMH ApYroro
SMM30[]a HEXENAaTEJIbHOM pEeaKUMM TSDKEJNOH CTeneHH HeoOXOJUMO MOJHOCTBIO MNpPEeKPaTHTh
npuMeHeHne nembponuzymaba (cMm. «Croco6 nmpumeHeHus u a03b» U «[loGouHoe neWcTBHEY).
HmmyHnoonocpedoeanHuiii nHe6MoHUM

VY nauMeHToB MNoNMyYaBmMX nemOponuzymalb, cooOwanoch O ciydasX pa3sBUTHS MHEBMOHMTA
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(BKJTIOUAs CNydau ¢ JIETANbHBIM HcXo[oM). HeobXoaumo npoBoauTh akTHBHOE HabmoneHue 3a
nauyeHTaMd B OTHOLIEHMHM TPU3HAKOB W CUMNTOMOB nHeBMOHMTa. Ilpu nonpospennu Ha
NMHEBMOHHUT HEOOXOAMMO TMPOBECTU PEHTI€HOJIONMYECKOE UCCIIEI0OBAHME /ISl MCKIIOYEHUs APYTUX
npuunrH. Tepanuio KOPTHKOCTEPOMJAMH Ha3HAYalOT NpH IHEBMOHWTE 2 WIM BBIIE CTENEHH
TsOkecTH (HadanpHas Jo3a 1—2 MI/KI/CYTKM TpeAHH30Ha WM aHajora ¢ TNOCHeAyIHM
TNIOCTENEHHBIM yMEHbIIEHHEM J03E). BpeMeHHO OTMEHsIOT Tepamuio membponuzymabom mpu
NHeBMOHUTE 2 (YMEPEHHOM) CTENEeHH TSHKECTH M MOJHOCTBIO OTMEHSAIOT NpH 3 (Tsbkenoit) umm 4
(OKM3HEYrpOXaroIlel) CTeNeHH TSHKECTH MTHEBMOHHUTA MJIM PELMIMBE MHEBMOHHUTA 2 (YMEPEHHOMH)
cTeneHu TsxecTH (cM. «Crocod MpUMEHEHUs U J03bI»).

HmmynoonocpedosanHbvlii KONUm

V nauueHTtoB, MONy4YaBIIMX MnemOponu3ymad, cooblanoch O ciayvasX pa3BUTUS KoyuTa (CM.
«ITobouHoe neiicTBue»). HeoOXoaumMo mNpoBOAWTE aKTHBHOE HAOMIOJAEHHWE 3a NALUEHTaMU B
OTHOILIEHUHU TNPU3HAKOB U CUMIITOMOB KOJIUTA, U UCKJTFOUMTD APYTrUe MPUYUHEI €r0 Pa3BUTHS.
Tepanuio KOpTUKOCTEPOMAAMHU Ha3HAYAlOT NMpPHU 2 WIM BBILIE CTENEHM THKECTU (HavyalbHas /103a
1-2 Mr/Kr/cyTKH NpeIHU30Ha WM aHAJIOTa C TOCIIEAYIOMUM MTOCTENEHHBIM YMEHBILIEHHEM J03bI).
BpemeHHO OTMEHsIOT npuMeHeHHe nemOponusymaba npu 2 (ymepeHHO#H) Wi 3 (TsDKeNOi)
CTEINEHU THKECTU KOJIIUTA M NOJHOCTBIO OTMEHSIOT NP KoJuTe 4 (OKM3HEYTrpOXKaroleil) cTeneHn
TsKecTH (M. «Criocob MpUMeHEHUs U A03b1»).

Hmmynoonocpedosgannulii 2enamum

VY nauueHToB, nosyyaBmMX neM6ponusymad, coobmanocs o ciaydasx pa3BUTHs remnatuta (CM.

«IToboynoe peiictBue»). Heobxoaumo mpoBoauTh HabmoJeHWE 3a MALMEHTAMH B OTHOLIECHHUM
JMHaMHMKM (QYHKUMOHAJIBHBIX TMOKa3aTelled NevyeHH (B Hayajie JieYeHHs, NMEPUOJMYECKH Ha
NPOTSHKEHUM TEpaIvM, a TaKKe Ha OCHOBAHUM KIIMHUYECKOM OLIEHKHM) M CHMMIITOMOB TenaTMTa M
UCKIIIOYMTh Jpyrue MNpHUYMHBL. Tepamuio KOPTUKOCTEpOMJAaMM Ha3HAYalOT NpH renature 2
CTeneHu TsbKkecTH (HavanpHas no3a 0,5-1 Mr/kr/cytku mnpeaHw3oHa (MM aHAlOrWyHas) ¢
NOCJIEIYIOMM MOCTENEHHBIM YMEHBIICHUEM J03b1) W TP remnatute 3 CTENEeHH THKECTH WM
Boie (1-2 Mr/Kr/cyTkM npenHH30Ha (WM aHAJIOTMYHAS) C TOCHEAYIOUMM MOCTENEHHBIM
YMEHbIIEHHEM /103bl). BpeMEHHO WM TNONHOCTBIO OTMEHSIOT Tepanuio NeMOponusymaboM B

COOTBETCTBHM C YPOBHEM IIOBBIIIEHHS aKTUBHOCTH ¢epMeHTOB mneueHH (cM. «Crocob

NIPUMEHEHUS U 10361»).

Hmmynoonocpeoosannwiii Hedhpum

Y nmauueHToB, nojyyapmux nem6ponuzymal, coobanock o ciydasx pasBuTHs Hepputa (cm.

«ITobounoe neiicTBue»). Heobxoaumo npoBoauTs HaGmoAEHHE 33 NALMEHTAMH B OTHOIIEHHH
M3MEHEeHHs (QYHKIMM TNMOYeK M MCKIIOYMTh JApPYrHe NpUYMHBL. Tepamnuio KOPTHKOCTEPOMAaMH
Ha3HAYaloT MpU Pa3BUTHU HEXKENATENIbHBIX ABJICHUI 2 U BbILLE CTENEHH TSHKECTH (HayasibHas 103a
1-2 mr/kr/cyTku npenHu3oHa (MM aHANOTUYHAsI) C TOC/EAYIOLIMM TTOCTENEHHBIM YMEHbIIEHHEM
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103H1). BpeMeHHO OTMEHSIOT Tepamuio nemOponu3ymMaboM B cilyyae pasBUTHsS 2 (YMEPEHHOW)
CTeNeHH THKECTH HepuTa M MOJHOCTBHIO OTMEHSIOT NpH 3 (Tsbkenoit) unu 4 (Ku3Heyrpoxarowei)
crenedu Tshxkect Heppura (cM. «Criocod NpUMEHEHHUs U 103B1»).

HmmyHnoonocpedosarntbvle 3HOOKPUONAMUY

V nauueHToB, NojyYaBmux nemOponuzymab, coobianocs o ciy4asx pa3BUTHS HEJOCTaTOYHOM
GyHKUMHM  HAAMOYEYHHUKOB (TMEPBMYHOM M  BTOPMYHOM). YV  MAaLMEHTOB  IOJNyYaBIUMX
nembponusymalb, Takke cooOIanoch O ciydasX pasButha runodusura (cM. «Ilobouynoe
nevicteuey). HeobxoauMo mpoBoauTh HabMoOAeHHE 3a MAalUEHTaMHd B OTHOLIEHWM TNPU3HAKOB M
CHMIITOMOB  HEJOCTAaTOYHOCTH  (PYHKUMM  HAANOYEYHHKOB M  rumodusura  (BKIIOHas
TUTONUTYUTAPU3M) M HCKIIOYMTH JIpyrHe NpUYMHBL. B cilydae mnosBIeHMs BTOPUYHOM
Ha/IMOYCYHUKOBON HEJOCTATOYHOCTH HA3HAYAIOT TEParnuio KOPTUKOCTEPOMAAMHU WM JAPYTyIO
3aMECTHUTEJIbHYIO TOPMOHAJIBHYIO TE€PAIMi0 B COOTBETCTBUM C KJIMHUYECKOH OLleHKOH. BpemeHHO
OTMEHSIOT Tepanuio neMoponuzymaboMm B ciydae 2 (YMEPEHHOM) CTENEHHU TSXKECTH TMIO(PU3UTA,
MOJIHOCTBIO OTMEHSIOT mnpu 3 (Tspkenoit) wim 4  (KU3HEYrpoXarollei) CTENeHH THKECTH
HEJOCTaTOYHOCTH (PYHKUMHM HaAno4eyHUKOB Wnu runopusura (cM. «Croco6® npuMeHeHHs H
JIO3BI»).

VYV nanueHToB, nomyuyaBmMx mnemOponuzymad, coobmanoch O ciydasx Ppa3BUTHUSI CaXapHOro
auabera 1 Tuma, BKmOYas cioyyaud pas3BUTHS AuabeTHyeckoro keroauuaos3a. Heobxoammo
NPOBOJUTH HaOMIOJEHHE 3a MALMEHTAMU B OTHOIICHUH THUIEPrIIMKEMUHN WM JPYTHX NPHU3HAKOB M
CHUMIITOMOB caxapHoro auabera. [Ipu caxapHom auabere 1 Tuna Ha3HAYalOT UHCYIIUH, @ B CIydasx
TSDKEJIOW TUNEprIIMKEMHMH Tepanuio neMOposin3ymaboM BpeMEHHO OTMEHSIOT O AOCTHXXEHUS
KOHTPOJIS HaJl MeTab0IM3MOM.

Y nauueHToB MoOJyYaBIIMX nNeMOponu3ymad, coofmanoch O HapyHmIEHUsSX €O CTOPOHBI
IIMTOBUIHOM JKeNe3bl BKIIOYAs TUIEPTHPEO3, TUIIOTHPEO3 M THPEOUIUT; OHU MOTYT Pa3BUTHCA B
mo6oii MOMEHT BPeMEHHU Ha NMpOTsHKeHUH NeyeHus. Micxons us atoro Tpebyercs HabmoaeHue 3a
NalMeHTaMU B OTHOLIEHMM M3MEHEHUS (YHKUMH IMUTOBUIHOM >ene3sl (B Havaye JIeYSHHS,
NEPUOJUYECKH Ha TPOTSHKEHMM Teparui, a TakkKe Ha OCHOBAaHMM KJIMHHUYECKON OLEHKH) U
KJIMHUYECKUX NMPU3HAKOB M CHMMITOMOB HapylIeHWi (YHKIMH IIUTOBMAHOM Xene3bl. JleyeHue
TUIIOTHPE03a MOXKET OCYLIECTBIATHCS MOCPEICTBOM 3aMECTUTEBHOM Tepanuu 6e3 npephiBaHuUs
neyeHuss W 6e3 NpUMEHEHHs  KOPTHKOCTepouaoB. Ilpu  rumeprupeose  BO3MOXHO
CHMITOMAaTHYECKOE JIeueHHe. BpeMeHHO MM MOTHOCTBIO OTMEHSIOT Tepanuio neMopoau3ymabom
npy TsOKeNo# (3) unm xu3Heyrpoxkaromei (4) creneHu TspkecTH rumeptupeosa (cMm. «Crnoco6
NPUMEHEHHUSA U 103b1»).

VY nmauueHToB ¢ TsKeNnoH (3) WM JKM3HEYTpoXKarolel (4) CTeNeHbI0 TSHKECTH SHIOKPUHONATHH
NpH yIy4lIEHUU 10 2 WM HWXKE CTENEHH TSKECTH U KOHTPOJIE NMOCPEIACTBOM 3aMECTUTENILHOM
TOPMOHOTEPAIIMK MOXKET PacCMaTPUBATBCA NPOJODKEHHE IPUMEHEHUs neMOoponusymaba.
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Kooscuvie peaxyuu msaicenou cmenenu

V  nauMeHToB, mnoiy4yaBIIMX nemOponusymab, coobmanoce 0 - ciydasx — pa3sBHTHUA
MMMYHOOTIOCPEJOBaHHBIX KOXHBIX peakuuii Tskenoil crenenu. Heobxomumo npoBoauTh
Ha0O/o/IeHKe 32 MAlMeHTaMH B OTHOLICHHWH MPEATNONaraéMbIX KOXKHBIX peakLui TSHKEION CTENEeHH
¥ UCKJTFOYMTH Jpyrue MpuuuHbl. VICX0/1d U3 CTENEHM THKECTH HEXeNaTeNbHOM peakiMi BpEMEHHO
WIM TIOJHOCTBIO OTMEHSIOT Tepamuio  neMOponu3ymMaboM M Ha3HayarOT  Teparnuio
KopTrkocTepouiaMu (cM. «Crocob MpUMEHEHUs U J0361»).

V nmauueHToB, MojyyaBLIMX memOponu3ymab, coobmanocsk o ciayyasx passutua CCIl u TOH, B
TOM YHCJIE C JeTaNbHBIM McxooM. [Ipu nposiBieHuH npu3HakoB WinM cuMnToMoB pazutust CCJL
wii TOH BpeMeHHO OTMEHAIOT Tepanuio nemMOponu3ymMaboM M HANpaBisAlOT NalMeHTa 3a
CreLUaIu3upoBaHHONR momouiplo A obcnegoBanusas U jgedenua. Ecom CCH wmm TOH
TMOATBEPXKACHBI, MOJHOCTBIO OTMEHSIOT Tepamnuio nembponusymabom (cM. «Crocob npumMeHeHus 1
JO3BD»).

Jlpy2ue uMMyHOONOCPe008arHbIE DeaKyuu

Crenyromuye A0NOIHATEIbHBIE KITMHHYECKH 3HAYMMble IMMYHOOIIOCPEI0OBaHHBIE HE)KeNlaTeIbHbIE
peakuMyd OTMeYalnuch B KIMHHUYECKMX HCCIIEIOBAHUAX MM TOCTPETUCTPALIMOHHOM TMEpUOe
NpUMeHeHus: nemOponusymaba: yBEUT, apTPUT, MHO3MT, MHOKApIUT, NAHKPEaTUT, CHHAPOM
I'mitena-bappe, MHUacTeHMYeCKMH CHHAPOM, IeMOJMTHYECKas aHEMHs, CapKOMI03, SHuUedamuT,
MHEJINT, BACKYJIUT, CKJIEPO3UPYIOLIHIA XOJIAHTUT U TacTPUT.

Hcxons M3 creneHM TSKECTH THIA HEXeEJaTeNbHOM peakuWH, NpUMEHeHue nemOposusymada
ClIelyeT BpEMEHHO OTMEHHUTD IIPU HEXEJaTeIbHBIX peakUysaX 2 CTeNeH! U 3 CTeNeH! U Ha3HAYHUTh
NPUMEHEHNE KOPTHKOCTEPOU/IOB.

Ilpumenenne nemGponuzymaba MOXXHO BO30OHOBMTH B TeueHHe 12 Henenb TMoclie BBEACHWS
NocieAHerd M03bl INpenapara, €ClIM CTEeNeHb HexenarelnbHOM peakuuu < | M  gosza
KOPTHKOCTEPOMIOB yMeHblIEHa A0 10 Mr B ieHb NpeJHU30HAa UM SKBUBAJIEHTA.

Ilpumenenve nem6ponusymaba ciefyeT MONHOCTHIO OTMEHHTh B Ciy4yae J00OM NOBTOPHOM
HMMYHOOIIOCPE/IOBAaHHOM HEXeNaTeIbHOM peakuuu 3 CTeneHH, a TakKe B cliyyae Joboii
HMMYHOOIIOCPEIOBAHHOM HEXENaTeIbHONU peakuyu 4 CTeNeHU.

Ilpu 3 wiu 4 creneHu TSHKECTM MHOKapaurta, SHuedanura wim cusapoma I uiiena-Bappe
npuMeHeHue neMoponusymaba ciielyeT NoJIHOCTBIO OTMEHUTH.

Cessannvle ¢ mpancnianmayueii HedceiamenbHble peaKyuu

Coobmanocy 06 OTTOP)KEHUH TPAHCIUIAHTUPOBAHHBIX OPraHOB B NOCTPErHCTPALIMOHHOM MEPHOJIE
y TMauMeHTOB, MOJyYaBIUMX JieyeHHe nembpoiuzymabom. JleyeHue nemOponnuzymaGoM MOXET
YBEJIMYUTE PUCK OTTOPXKEHMs TPaHCIJIAHTUPOBAHHBIX OpPraHOB Yy peuunueHToB. HeoGxomumo
paccMOTPeTh TNPEUMYINECTBA OT JiedeHHs MneMOponu3yMaboM N0 CpaBHEHMIO C PUCKOM
BO3MOXXHOI'O OTTOPXKEHUSl OPTraHOB Y 3THUX MALMEHTOB.
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Coobmanock 06 0cTpoii peakimy «TpaHCcIUiaHTaT NpoTuB Xo3sauHay (PTIIX), Bkmoyas neTanbHbIi
PTIIX, nocne neyeHus mnemMOponu3ymMaboM Yy NAaLMEHTOB C aJON€HHOM TpaHCIUIaHTaluel
remonosThuueckux cTBoJIOBEIX KieTok (TI'CK) B anamHese. Y mauluMeHTOB, Y KOTOPBIX BO3HHUKIA
PTITX nocne nmpoueaypsl TpaHCIUIAaHTaL|MK, MoxkeT ObiTh noBeimeH puck PTIIX mocne neyenus
nem6ponusymabom. Heo6XomuMo paccMOTpeTh NpeHMyIIECTBa OT JieueHHus: nembponuzymaboM
1o cpaBHeHHUIO ¢ puckoM BoamoxkHoro PTIIX y nmauuentos ¢ annorennot TI'CK B anamuese.
IloBbilIeHHE AKTHBHOCTH (ePMEHTOB TMe4YeHH NpPH Tepanuu mnemOposusymabom B
KoMOuHauuu ¢ akcutuauoom npu IIKP

Ilpu Ttepamuu nemOponusymaboM B KOMOMHALMHM C aKCUTHHMOOM y TalMEHTOB C
pacnpoctpaneHHbiM [IKP nHaGmomanace Gonee BbicOKast yeM OXMIaemas, 4acTOTa IOBBILIEHHS
aktusHoctd AJIT u ACT 3 u 4 crenenu tsxkectu (cm. «[Tobounoe neficTBue»). Jlo Havama u
NEPUOANYECKA B TEYEHHE JIeYeHHs CleJyeT NMPOBOAUT MOHUTOPHMHI aKTHBHOCTH (pepMeHTOB
neyenu. Creyer paccMoTpeTh OoJiee yacToe MpoBeieHMEe MOHUTOPUHIa aKTUBHOCTH (pepMEHTOB
NEYEHH 110 CPABHEHMIO C NMPUMEHEHHEM JIEKapCTBEHHBIX NpENnapaToB B Ka4eCTBE MOHOTEpAIyH.
Cnenyer coOmojaTh peKOMEHJALMM IO JICYEHHIO NALMEeHTOB [ OOOMX JIeKapCTBEHHBIX
npenapaToB (cM. «Croco6 npyuMeHeHHs U JO3b1» U UHCTPYKLHUIO 110 MEAULMHCKOMY NPUMEHEHHIO
JIeKapCTBEHHOT0 Mpernapara akCUTHHHUO).

IloBbllleHHAst CMEPTHOCTL NIPH MHOXECTBEHHOH MHelloMe, Korjaa mnemOpoanzymab
noGaBiisieTcsl K aHAJIOTY TAJHIOMH/IA H JeKCAMETa30HY

Ilpy nByX paHAOMM3MPOBAHHBIX KIMHUYECKUX MCCIEJOBAHMAX Y MALUEHTOB C MHOXECTBEHHOM
MHenoMoi n1obaBneHue nembponusymaba K aHaJNOTy TaNTMIOMHIA M IEKCAMETa30HY MPHUBOAMIO K
YBEJIMYEHHIO CMEPTHOCTH, JAaHHOE IIOKa3aHWe K NPUMEHEHHIO OTCYTCTBYET JMJIS aHTUTElN,
6noxupyromux PD-1 unu PD-LI1. JleyeHue MalMeHTOB ¢ MHOXXECTBEHHOM MHEIOMO aHTHTEJIOM,
6noxupyromum PD-1 unu PD-L1, B koMOMHALIMK ¢ aHAJIOrOM TaJMJOMK/IA ¥ IEKCAMETA30HOM He
PEKOMEH/IyeTCs BHE KOHTPOJIHPYEMBIX KIMHUYECKUX UCCIIEI0BaHUIA.

HNu¢y3nonnbie peakuuu

Tsoxensle MHQY3MOHHBIE peakiMy, BKJIIOYAs peaKiUI0 MMIEepPYYBCTBUTEIBHOCTH U aHa(UIIaKCHIO,
coobmamuck y 6 (0,2 %) u3 2799 naumeHTOB, MOJNyYaBIIMX JiedeHHEe NeMOponuzymabom B
xniuHnyeckux uccnenoBanusax KEYNOTE-OOL, KEYNOTE-002, KEYNOTE-006 u KEYNOTE-
O10. TIpu TsKeno# cTeneHy TsHKeCTH MHQY3HOHHOM peakuuy HEOOXOAMMO NpepBaTh UHPY3HIO U
TIOJIHOCTBIO NMPEKPATUTh Tepanuio nemobponuzymabom (cM. «Croco® nmpuMeHeHHs W A03b1»). Y
NalLMEHTOB C JIErKOM MM YMEPEHHOH CTENeHbIO TSHKECTH WH(QY3UOHHBIX pEaKLMii MOXKeT
paccMaTpUBaThCs BO3MOXXHOCTH NMPOJAO/DKEHUS Tepamnuu NeMOponu3ymMaboM MOJ TIIATEIbHBIM
HaO/MIoIcHMeM Bpaya; MpeMeIMKalyeil TNOCPeCTBOM NPHMEHEHHs KAPONOHMKAIOIMX U
aHTUTMCTAMUHHBIX NpenapaToB.

Mepbl NpeaOCTOPO’KHOCTH NNPH KOHKPETHBIX 3a00/1eBAHHUAX



IIpuMeHeHuUe HCM6DOHH3VMa6aj NALMCHTOB C YPOTCIHAJIBHEIM PAKOM, KOTOPBIC PAHEEC IOJyYalnu

XUMHOTEPANUIO, BKIOYAKONIYIO npernaparhl MJIaTHHBL

Bpauy 10 Hauana neyeHus NOJDKEH YYUTHIBATh OTCPOUYEHHOE Hayano AeicTBusa neMOponuzymaba y
NalHEeHTOB ¢ IJIOXMM NPOTHO30M W/MIIM arpecCUBHBIM 3aboneBanueM. IIpu yporenuaabHOM pake
Habmoganock Oonee BBICOKOE YUCIO CMEpTeii B TeYeHHE 2 MeCALEeB TNpH NPHUMEHEHHH
nembponuzymaba No CpaBHEHHIO C XuMHoOTepanueil. Pakropamu, CBA3aHHBIMH C paHHeH
cMepThIO, OBIIM OBICTPO Mporpeccupymomee 3aboseBaHue Ha (OHe NMpPeALIECTBYIOLIEH Tepanuu
npenapaTaMH IUVIaATHHBI M HAJIMYME METAaCTa30B B MEYEHH.

IIpuMeHeHue neMOpoIn3yMada B KaueCTBE Tepalluy I1epBOM JIMHUHU vV nanueHTor ¢ HMPJI

B uenom nabmopanace 60s1ee BEICOKasi HaCTOTa HEXEJIATENIbHBIX PeakiUyK NP KOMOUHUPOBAHHOM
Tepanuu nemMOposiM3ymMaboM IO CPaBHEHHIO C MOHOTEepanuei neMOponu3ymMaboM HIIM TOJBKO
'XMMHOTEPAINUEN, YTO OTpaXKaeT BKJIAJ KaXJOro M3 3THX KOMIOHEHTOB. HeT HaHHBIX mpsMoro
cpaBHeHHMs mneMOponuszymaba B KOMOMHaUMH ¢ ngHOTepanﬁeﬁ C  MOHOTepanuei
nemM6ponuzymabom. : :

Bpau [o/DkeH YYHMTHIBaTB COOTHOLIEHHE TIOJIB3a/PUCK CYILIECTBYIOIIMX BapHAHTOB TEpPaNuy
(MonoTepanus nembponuzymaboM MiM neMOponusymab B KOMOMHALMM C XMMHOTepamnuei) 10
Hayana Je4yeHus y paHee HeneyeHbX nauueHToB ¢ HMPJI ¢ skcnpeccueii PD-L1 onmyxoneBbiMu
KJIETKaMH.

B uccnenopanmn KEYNOTE-042 nabmopganock Goiee BBICOKOE YHMCIO CMepTel B TeueHue 4
MeCsILIeB T0C/e Havalia JIYEHHs! C TOCIEAYIOIHUM NIPEUMYIIECTBOM B OTHOIIEHHWH JO0JTOCPOYHON
BBDKMBAE€MOCTH TPU MOHOTEPAIMH NIeMOPOIM3yMaboM 10 CPaBHEHHIO C XMMUOTEPAITUEH.

Hannbie no 3¢ dekTHBHOCTH 1 6€30MaCHOCTH y NALUMeHTOB B BO3pacTe > 75 NeT orpaHHYeHH. Y
NalMeHTOB B BO3pacTe > 75 jleT KOMOMHMPOBaHHYIO TEpaluio MeMOpoIu3ymMaboM Clieayer
NPUMEHATh € OCTOPOXKHOCTBIO IOCJIE TINATENbHOH OLEHKM MOTEHLMANBHOM IOJIb3b/PHUCKA B
WHMBHU/lyaJIbHOM TIOpSIJIKeE.

IIpymeHeHue nemMOponn3ymabda B KauecTBe Tepanuy NepBoi JMHUK y nanmenTos ¢ TTPTTI

B nenom nabmonanace 6onee BHICOKas YaCTOTa HeXKeNATENBHBIX PEAKLMi P KOMGHMHHUPOBAHHO#
Tepanui neMOpou3ymMaboM IO CpPaBHEHHIO C MOHOTepamued NneMOpoan3ymMaboM WIM TOJBKO
XMMHOTEpANKEH, YTO OTPaKaeT BKJIAJ KaXI0r0 M3 STHMX KOMIIOHEHTOB.

Bpau f0/KeH yYMTHIBATH COOTHOLIEHHME IOJIB3a/PHCK CYIUECTBYIOUMX BapPUAHTOB TEpANMM
(mMoHoTepanus nembponusymaboM M nemOponusymab B KOMOGMHAUMM C XMMMOTepamueii) 10
Hayasia neyeHus y nauueHtoB ¢ IIPI'II ¢ skenpeccueii PD-L1 onyxoneBbIMH KIETKaMH.

IIpumenenne nembponnzymaba B kauecTBe aJbIOBAaHTHOW TE€paNuy y MAIUEHTOB ¢ MEJAHOMOM

Habmoznanace TeHIEHIMA K YBEIMYEHHIO YaCTOTHl TSKENBIX M CEPHE3HBIX HEXENaTeNbHBIX
peakuuii y mnauueHtoB B Bo3pacte > 75 ser. JlaHHble 10 06€30MacHOCTM NpPHMEHEHHS
nembponusymaba B KauyecTBe aAbIOBAHTHON TepalMH y TNAUMEHTOB C MENaHOMOM B BO3pacTe
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> 75 ner orpaHUYEHBHI.

[lpumenenue nemOponuzymaba B KOMOMHAIMKM ¢ aKCUTMHMOOM B Ka4yecTBE TEpanuy TepBOM

JMHUM y nauueHTos ¢ ITIKP

VY nauuyentoB ¢ pacnpoctpaHeHHbIM [IKP npu npumenenun nembponusymaba B KOMOWHAIMH C
aKCUTHHHOOM Habmoaanack Gonee BBICOKas, Ye€M OXKHAaeMasi, YacTOTa MOBBIIEHHS AKTUBHOCTH
AJIT u ACT 3 u 4 crenenn TsbkecTH. J[o Hayana NedeHUs W MEPUOAMYECKH B TE€YEHHE JIEYCHHUS
ClieyeT MPOBOJAUTH MOHMTOPHHI aKTUBHOCTH (pepMeHTOB neuyeHn. Crenyer paccMoTpeTh Golee
4acToe MpOBEJAEHHE MOHUTOPHHIa aKTUBHOCTH (PEPMEHTOB MEYEHHU O CPABHEHHIO C IPUMEHEHHEM
npenapaToB B KayecTBe MoHoTepanuu. Cnenyer cobmojaTh peKOMEHALMH NO MEJULIMHCKOMY
NPUMEHEHHIO AJ1s1 00OMX JIEKapCTBEHHBIX MPenapaToB.

IIpumenenue nemOposm3zymaba B KauecTBE Tepanuu Meppoil nuuuu v nauuenToB ¢ KPP ¢ MSI

H/dMMR

B uccnenosanun KEYNOTE-177 nabmonanock Gosiee BBICOKOE OTHOIIEHHE PUCKOB COOBITHIA
ofmei BBDKMBAaEMOCTH NpPH NMPUMEHEHUH neMOponu3yMaba Nno CpaBHEHHMIO C XHMHOTepamnuei B
TEYEHHE NEpBBIX 4 MECALEB JICUEHHUs C MOCIEIYIOIMM NpPEeUMYyIecTBOM neMOponuzymaba B
OTHOIIEHHUH JONTOCPOYHOM BEDKUBAEMOCTH.

IIpumenenue y aereii (<18.er)

B uccnenopanuu KEYNOTE-051 161 mauuent nerckoro Bospacta (62 peGeHka B BO3pacTe OT
6 mecsaues gm0 12 ner u 99 noapoctkoB B Bo3pacte oT 12 mo 17 ner) ¢ pacnpocTpaHEHHOM
MenaHOMoﬁ, nuMQOMOH MM pacnpOCTPaHEHHBIMH, PELUJAHBHPYIOIIMMH WM pedpaKkTepHEIMH
COJMMIAHBIMM OINYXOJSIMM C TMOJOXHTeNbHOW okcmpeccued PD-L1  monmywunu Ttepanuro
nembponuzymabom. [laiments nonyynnu 4 no3sl (Meauana) nembponusymaba (auanasos ot 1 1o
35 no3), 138 nauuenToB (86 %) nonyumnu 2 u 6onee 103 nemoponusymatda.

Konuentpaiuu nemOponusymaba y mNanMeHTOB AETCKOTO BO3pacTa OBUIM COMOCTABHMBI C
TaKOBBIMH Y B3POCJIBIX MALIUEHTOB B TAKOM )K€ PEXXHUME JI03UPOBaHUSA (2 MI/KT Kaxble 3 HeIeNn).
ITpodune Ge3onacHOCTH y MalMEHTOB JETCKOrO BO3pacTa ObLI CXOAHBIM C TAKOBBIM y B3POCIBIX
NalMEHTOB, MNOJYYMBIIMX nemOponuzymab. HauGonee yacThIMM HeXeNaTeNbHBIMU peakLUAMU
(coobmeHHBIMH ¢ yacToTOM He MeHee 20 % y MauMeHTOB JETCKOro BO3pacTa) ObLIM NMOBHIIIEHHE
TEMIIEpaTyphl TeJla, pBOTa, roJIoBHas 601k, 60Jb B XKUBOTE, aHEMMUS, Kallle/b ¥ 3a1op.

BriBon 06 3¢dexkTHBHOCTH y nauueHTOB AeTckoro Bo3pacta ¢ KJIX moiyyeH Ha OCHOBaHMH

pEe3yJIbTaTOB Y COOTBETCTBYIOLIEH B3POCIION MOIYJISALUH.

BJIMSIHUE HA CIIOCOBHOCTD YIIPABJISITh TPAHCIIOPTHBIMU CPEJICTBAMH
U PABOTATDHb C MEXAHU3MAMMU

IlemGponusymab MoXeT OKa3blBaTh HE3HAYMTENBHOE BJIMSHHE HA CNOCOOHOCTH YNpaBIATH
aBromobuneM M paGorath ¢ MexaHusmamu. Coobmanoce 00 ycTalocTH MNOcjie BBEAECHHUS
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nembponusymaba (cm. «IlobouHoe neficTBue).

®OPMA BBIIIYCKA

KoHueHTpar /s npHroToBJIeHHsI pacTBopa 1Jst HHy3uii, 2S5 Mr/mJL.

ITo 4 mn mnpenapata Bo ¢nakoHel W3 OecuBeTHOro crekna | rUAPOIMTHYECKOro Kiacca,
YKynopeHHble OpoMOYTHMJIOBHIMM pE3MHOBBIMM TNpoOKaMH, ¢ OOKaTKO#i amOMHHHEBBIMH
KOJIMayKaMyu ¢ TIacTUKOBBIMM Kpbinkamu Tuna «flip-offy. Ha kaxnawiii ¢nakon HakneuBaroT
CaMOKJIESLIYIOCS STHKETKY.

ITo 1 ¢nakoHy ¢ HHCTPYKUMEH IO NpPUMEHEHHMIO NOMEMIAIOT B MaykKd M3 KapToHa.
JlonyckaeTcs HaKJIeMBaHUE STUKETKM KOHTPOJIS IEPBOTO BCKPHITHA HA Ma4yKy M3 KapTOHA.
YCJIOBUSI XPAHEHMUS

B opurvHanbHOM ynakoBKe ISl 3alMTHI OT BO3JAEHCTBHMA CBeTa. XpaHUTh B XOJOAWJIBHHKE
(2-8°0C.

He 3amopaxuBarts.

XpaHUTh B HEJOCTYITHOM JJIS IETEi MecTe.

CPOK I'OAHOCTH
2roja.

He ucnons30BaTh 110 HCTEYEHHIO CpOKa rofHOCTH.

YCJI0BHUA OTITYCKA

OTnyckaroT 1no peLenty.
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