MUHUCTEPCTBO 3[IPABOOXPAHEHNS POCCUMCKON GENEPALINU

WHCTPVYKLNMA
[10 MEINLIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOTI O ITPEITAPATA

HeM6popna® ‘r“ N “""—-‘T
; MHH3 IPAB POCCHH
. |
PETMCTPALIMOHHBIIT HOMEP: | )7 01, 0k
TOPIOBOE HAUMEHOBAHME: [Tem6popua® | COTJACOBAHO

MEJKJIYHAPOJHOE  HENATEHTOBAHHOE MJM  T'PYIIIMPOBOYHOE
HAUMEHOBAHMUME: nem6ponu3ymabd
JJEKAPCTBEHHASI ®OPMA: KOHLEHTpAT JUIsl IPUTOTOBJICHUS pacTBOpa s MH(Y3uif

COCTAB

1 M1 pacTBOpa CONEPIKHT:

Oeticmsyioujee gewjecmeo: nemoponusymat 25,0 mr;

6cnomozamenvHele geujecmea: tperanossl auruapar 80,0 mr; rmmuue 1,5 mr; nosokcamep 188
1,0 Mr; ructununa runpoxiaopua mororuapar 0,750 mr; ructuaun 0,221 Mr; Boaa Ui HHbEKIMi

1o 1,0 M.

OIIMCAHUE

Hpo3palmas{ HJIKA onTaJieCuupyromas Ot 6CCHBCTHOI‘0 A0 CBETIO-KOPHUYHEBOI'O 1IBETA KHUIKOCTD.

OAPMAKOTEPAINIEBTUYECKAS I'PYIIIIA

HpOTI/IBOOﬂyXOHeBOC CpE€ACTBO — @aHTUTEJIAa MOHOKJIOHAJIBHEIE.

KOJIATX: L01XC18

®APMAKOJOI'MYECKHUE CBOMCTBA

[lemOponu3ymab — 3TO TyMaHM3HPOBaHHOE MOHOK/JIOHAIBHOE AHTHTENO, CEJIEKTHBHO
Grokupyromee B3auMoeiicTBue Mexay peuentopom PD-1 u ero nurangamu PD-L1 u PD-L2.
[lembponusymab sBnseTcss uMMyHornoOynuHoM u3otuma [gG4 kamma ¢ MOJIeKyIsSpHOi Maccoit
okono 149x/1a.

Mexanuszm oeticmeus

PD-1 — 310 penenTop, ABASAIOMHUNACS UIMMYHHOH KOHTPOJIBHON TOYKOH, KOTOPBIH OrpaHHYMBAET

akTHUBHOCTh T-nmumdouutoB B mnepudepuueckux TKaHsx. OImyxoseBble KIETKM MOIYT
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UCIOJIB30BaTh CUTHAIBHBIH myTh PD-1  jpns uHrubuporanus axtuBHOro T-kietouHoro
UMMYHOJIOTHYECKOT0 Haa30pa.

[Tembponuzymab mpexcrasnser coboit BeicokoadduuHoe antuteno Kk PD-1 peuenrtopy, npu
MHIMOMPOBAaHUM KOTOPOTO OCYIIECTBISETCS JBOMHAs Onokaga curHaibHoro nytd PD-1,
Biovaroniero auragael PD-L1 u PD-L2 Ha omyxoneBbIX WM QHTHUTEHIPE3EHTHPYIOIIMX
Ki1eTkax. B pesynprare uHruOupoBaHus cBs3bIBaHUs peuentopa PD-1 ¢ ero snurangamu
nemMOponu3ymMab peakTHBHUPYET OITyXOJIb-CEUH(HYHBIE MHUTOTOKCHYECKHE T-TUMQOUUTHI B
MHKPOOKPYIKEHUH OITyXOJIM ¥, TAKUM 00pa3oM, peaKTUBUPYET IIPOTUBOOITYXO0JIEBbIH KIMMYHUTET.
AnTHanrnoreHHslit 3¢ dexr nenBatuHUOA (MyJIbTHKUHA3HBIN MHTMOMTOpP) B KOMOMHALMM C
peaKTUBAlMEN MpPOTHBOONYXoaeBoro spdexra nembponusymaba (autu-PD-1) npuBoaut K
Oonbuiei akTuBauMu T-KJIETOK B MMKDPOOKPYXXEHHH OIyXOJH, YTO IOMOTAeT MPEeOa0IeTh
NEPBUYHYIO M TPUOOPETEHHYIO YCTOMYMBOCTH K MMMYHOTEPAIIMH M MOYKET YJyUIIHTh OTBET
OIyXOJIH 110 CPABHEHHMIO C T€PANMeEHl TOIBKO OJTHUM U3 ACHCTBYIOIUX BEIIECTB.

B noxiMHAYECKMX MOZIENSX HA MbllIax HHrHOUTOphl PD-1 B KOMOMHAIIMY ¢ MYJIBTHKMHA3HBIMHU
MHIHOUTOPaMH MPOJEMOHCTPHPOBAIM [OBBILIEHHYIO MPOTHBOOMYXOJIEBYIO AKTHBHOCTH [10
CPaBHEHHIO C Tepanuen TOJIbKO OJHUM U3 ACHCTBYIOIIMX BEIIECTB.

PapmakoanHAMHKA

Ha ocHOBaHuMM JaHHBIX MOJEIMPOBAHHS 3aBUCHMOCTH J103a/3KCMO3MIMS, MPOBEIECHHOO IS
oueHkd dSdexkTuBHOCTH M GesomacHOoCTH neMOpoiu3ymaba, OTCYTCTBYIOT —KIHHHYECKH
3Ha4YMMBbIE pa3iudus B 3EeKTUBHOCTH M GE30MaCHOCTH MLy peXxuMaMu 103upoBanus 200 Mr
UM 2 MI/Kr xaxable 3 Hexenu uin 400 Mr kax/abie 6 Heleb.

B nepudepuyeckoit KpoBH MalMEHTOB, KOTOPBIE MOJyYaln MeMOPOIM3yMad B pexume 2 MI/KT
Kaxkzble 3 Henenn win 10 Mr/kr kaxble 2 uiim 3 HeJleln, He3aBHUCUMO OT IPUMEHSEMOT0 PeXKiMa
J03MpOBaHKs HAOJIOAIOCH YBETHYEHHE IPOLEHTHOTO COAEpPIKAHMS AKTUBUPOBaHHBIX (T.e. HLA-
DR+) CD4+ u CD8+ T-k1etok 6e3 nospimenns o6Liero yucia upkyupyommx T-mm¢ponuTos.
PapmMaKoOKHHETHKA

DapmakoKMHETHKY neMOpoim3ymaba u3ydany B UCCIEN0BAHUX ¢ yyacTHeM 2993 naiueHTos ¢
pa3sIMYHBIMU BHIaMHU 3JI0KAYE€CTBEHHBIX OIyXOJIeH, 0 TyyaBIINX MIpenapar B JJ03MPOBKax oT 1 10
10 mr/xr xaxmasle 2 Heaenu, ot 2 10 10 Mr/kr kaxzasle 3 Hexenu i 200 M Kaxible 3 Heaeu.
He 6b110 00HapYXeHO KIMHMYECKH 3HAYNMBIX Pa3Inyuii B GpapMakoKMHETHKe neMOpoan3ymaba
CpeM U3YUCHHBIX MOKa3aHHii.

Bcacvisanue

Ipenapar [lemGpopua® BBOIMTCS BHYTPMBEHHO, MOATOMY nemMOponu3yMad HeMEIJIEHHO |
MOJTHOCTBIO CTAHOBUTCS OHOIOCTYITHBIM.

Pacnpeoenenue
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B COOTBETCTBHM C OTpaHMYEHHBIM BHECOCYAMCTBIM pacrpejeieHueM, o0beM pacnpeeseHus
neMbposu3yMaba B paBHOBECHOM COCTOSIHUM He3HAYUTEIbHBIN (mpumepHo 6,0 11; koddduument
Bapuanuu (CV: 20%). Kak u apyrue anturena, nemoponnusymad He cBsizbIBaeTcs ¢ Oenkamu
TJ1a3Mbl CEUUPUYHBIM Ty TEM.

Memabonusm

[TemOponuzymab noasepraercs karaboau3mMy HecreMPpUIHBIMU Ty TIMHU, META0O0JIN3M HE BIHUSET
Ha ero KJIUpPEHC.

Buigeoenue

Kimmpenc nembponusymada (CV%) npumepHo Ha 23% Huke (cpeasee reomerpuyeckoe 195
mi/cyT (40%)) mocie DOCTHKEHUS MAaKCUMAIBHOTO M3MEHEHMSI B PABHOBECHOM COCTOSIHUM I10
CPaBHEHHUIO € NepBOH 1030# (252 Mi/cyT (37%)); 3TO CHMIKEHHE KIIMpPEHCa C TEYEHUEM BPEMEHU
HE CuUMTaeTCs KJIMHMYeCKM 3HauuMbIM. Cpennee reomerpuueckoe 3Hauenue (CV%) s
KOHEeYHOro nepuona noiyssiBeneHus (T12) cocraBnser 22 aust (32%).

[Ipy MOBTOPHOM BBENEHHM KaX/ble 3 HEIeNH PaBHOBECHBbIE KOHLEHTpaUuH MeMOoponusymaba
jocturanich K 16 Hexene, mpu 3TOM CHCTEMHOE HakoruieHue Obuto B 2,1 pasa Bble.
MaxkcumanbHas xonuentpauus (Cmax), MHHHMalbHAs KOHLEHTpAlMs TEpe]l BBEICHHE
cnenyromed 103el (Cmin) ¥ miomans Mo KPUBOH «KOHIEHTPAUMS-BPEMS» B PABHOBECHOM
cocrostun (AUCss) nemGponusymaba Bo3pacTany MponopLUHOHaIbHO 103€ NP BBEAEHHHU OT 2
10 10 mr/kr kaxsle 3 Hejenu.

DapMakoKuHEMUKa y 0co0bIX 2pynn RAKUEHMOE

Biusnue pasnmuHeIX KoBapuar Ha (papMaKOKMHETHKY mnemMOpoim3ymaba OLEHMBATH B
TOMYJIAUMOHHOM  (apMaKOKMHeTHYecKoM aHanuze. Creayiomme (GakTopsl HE OKa3bIBAIM
KIIMHUYECKH 3HaYUMOTr0 BIIMSIHHUS Ha KIMpeHce neMOponusymabda: Bospact (ot 15 1o 94 nert), o,
paca, mo4eyHash HEJOCTATOYHOCTb JIEKOH MJIM CpeIHeH CTENEeHM TSHKECTH, [e4YeHOYHas
HEJIOCTATOYHOCTB JIETKOH WIIM CPEIHEN CTENEHH TSKECTH, Macca OIyXoJu. B3auMocBssb Mex 1y
Maccod Tela W KJIMPEHCOM IOATBEPXKIAET HCIONB30BaHHE (UKCHMPOBAHHOIO pEXKUMA
JO3UPOBAHUS WJIM PEXHMa JIO3UPOBAaHMSI B 3aBHCUMOCTH OT MAacChl Tejia s oOecreyeHus
aJICKBaTHOT'O U CXOXKEro KOHTPOJIs akcno3uiuu. KoHuenTtpaun nemGponusymaba 1npu pexume
N03MPOBAHUS B 3aBUCHMOCTH OT MacChl Tela 2 MI/KI Kable 3 HeJeH y MalMeHTOB JETCKOro
Bo3pacta (0T 2 10 17 51€T) comocTaBMMBI ¢ TAKOBBIMH y B3POCIBIX NP TAKOM K€ PExKMME
JI03UPOBAHHUSL.

Iloueunas nedocmamounocme

BinsiHue mnoyeuyHOM HEIOCTATOYHOCTHM Ha KIMpPEHC neMOposiM3ymaba OleHMBAIM MpH
TOMYJIAIMOHHOM (PapMaKOKMHETHYECKOM aHAJIM3€E y MAIMEHTOB C IOUYEUHOH HEeJ0CTaTOYHOCTBIO

nerkoit (60<ckxopocts KiryGoukoBoit (unbrparmn (CK®)<90 mu/mun/1,73 M?) wmm cpenueit
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(30<CK®<60 mn/mun/1,73 M?) cTeneHu TAXKECTH B CPABHEHHHM C NALMEHTAMH C HOPMaJILHOM
dynxumeit novex (CKO>90 ma/mun/1,73 m?). He BbIsIBICHBI KIMHUYECKH 3HAYMMBIE PA3IAYUS B
KMpeHce rnemoponusymaba MexIy MalMeHTaMH C MMOYE€YHOM HEIO0CTATOYHOCTHIO JIETKOW WITH
CpeJIHEM CTENEHH TSHKECTH U ¢ HOpMAIbHOM yHKIMEH rToYeK. Y ManueHToB ¢ TSHKENO0H MOYeYHOM
nenocratoynoctbio  (15<CK®<30 wmn/mun/1,73 M%) wuccaenoBaHms 10 IPUMEHEHHIO
nemMOposusymaba He mpoBoauiH (cM. «Crocob MpUMEHEHHUs ¥ 10351»).

[leuenounas neoocmamounocme

Binsnue Hapymenus QyHKUMM NeyeHM Ha KIMpeHC nemOponusymaba OUEHUBATM IpH
MOMYJISUMOHHOM — (apMaKOKMHETMYECKOM  aHalu3e Yy  MalMeHTOB ¢ [1€YeHOYHOM
HEJIOCTATOYHOCTBIO JIETKOW M CPEe/IHEH CTENEHM TSHKECTH (KOHLEHTpauus obiero Gunupybuna
(OB) or 1,0 mo 1,5 pa3 Bbuue BepxHed rpanuusl Hopmbl (BI'H) mmu  akTuBHOCTB
acniapratamuioTpancdepassl (ACT) Boie BI'H u OB or 1,5 mo 3 pas Beinue BI'H u mo6oe
3HaueHue akTUBHOCTH ACT, COOTBETCTBEHHO) NPM CPaBHEHMH C MAMEHTAMH C HOPMAJIbHOM
(ynxuueit neyenn (xonuentpauus OB u aktuBHocTs ACT<BI'H). He 06Hapy keHO KIMHHYECKH
3HAYUMBIX pa3IMYuil B KiMpeHce mnemOponuzymMaba MeXay MalMeHTaMH C I1€YEeHOYHOH
HEJIOCTATOYHOCTBIO JIEFKOW CTENEHH U C HOPMAIbHOM (YHKIMEH mnedeHu. Y MALMEHTOB C
MEYCHOYHOM HEJI0CTATOYHOCTBIO yMepeHHOH (koHueHnTpauus OB ot 1,5 1o 3 pa3 Beime BI'H u
moboe 3nayenne akTuBHOCTH ACT) mmn Tspxenoit (konuentpauust Ob>3 pas seime BI'H u mo6oe
3HaueHue akTMBHOCTH ACT) cremeHm wuccnenoBaHusi MO NPUMEHEHHIO TeMOponu3ymaba He

npoBoauiH (cM. «Crioco® npuMeHeHHUs U JI0361»).

ITOKA3AHUS K IPUMEHEHUIO

Menanoma

[penapar [TemGpopua® nokasan B kauecTBe MOHOTEPAIINH JUTS JICUCHHS B3POCJIbIX MAIIUEHTOB C
HeornepabeIbHOM WIIM MeTacTaTHYeCKOM MeJTaHOMO}.

[penapar [lemGpopua® B BUIE MOHOTEpANHH [OKA3aH B KAYECTBE abIOBAHTHOI Tepanuu nocie
XUPYPrUYECKOr0 JICYEHHUSI y B3POCIBIX MalMeHTOB ¢ MenaHomoi [II craguu ¢ nopaxenuem
TUMaTHIECKHX Y3JI0B.

Hemenkok/1eToUHBII pak J1erkoro

[penapar IlemGpopua® nokasan B KOMOMHAIMM C XHMHOTEpAIIHEH, BKIIOYAIOLIEH npernapar
IUIATHHBI M IIEMETPEKCe] B KadecTBe |-OH JIMHMM Tepanuud Yy B3pOCIBIX ITALMEHTOB ¢
METaCTaTHYECKUM HEIJIOCKOKJIETOYHBIM HEMEJIKOKIETOUHbIM pakoM Jerkoro (HMPJI) npu
OTCYTCTBMM MyTalMii B reHax osnuaepmansHoro ¢akropa pocra (EGFR) wiam  kunasbl

a”arnactuueckoi umpomsl (ALK).
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[penapar Ilem6popua® nokasan B KoMOMHAIMH ¢ KapOOIUIATHHOM M TAKIMTAKCEIOM WM
anb0yMHUH-CTaOMIN3UPOBAHHBIM HAHOJMCIIEPCHBIM IIAKIMTAKCEIOM B KauyecTBe 1-0if JMHHUHM
Teparnuu y B3pOCIBIX IMALMEHTOB C METACTaTHMYECKUM IJIOCKOKJIETOYHBIM HEMEIKOKIETOYHBIM
PaKoOM JIerKoro.

Ipenapar [Tem6popua® noxaszan B KauecTBe MOHOTEpAIIUH | -0if JTUHUM Y B3POCJIbIX MMAIUEHTOB C
MECTHOpAcIpoCTpaHeHHbIM MM MeTactathueckuM HMPJI ¢ askcmpeccueit PD-L1 TPS>1%
OIyXOJIEBBIMH KJICTKAMHU, ONPEEIISIEMON BAIMAMPOBAHHBIM TECTOM, IIPH OTCYTCTBUHM MyTallUi B
reHax EGFR unn ALK.

Ipenapar [TemGpopua®™ nokaszan B kauecTBe MOHOTEPAITHH JUISl JICYCHHS B3POCJIBIX MALMEHTOB C
pacrpoCTpaHEHHBIM HEMEJIKOKJIETOYHBIM PaKoOM Jerkoro c skcmpeccueir PD-L1 TPS>1%
OIYyXOJICBBIMH KJICTKAMH, ONPEAEIseMON BaIMAMPOBAHHBIM TECTOM, KOTOPbIE paHee MOJIyyalu
Teparnuio, BKJIOYAOIIKE Mpenaparsl miatuuel. [Ipu nanuuuu myTtaumii B renax EGFR nian ALK
MalMUEHTh! J0JDKHBI MOJyYUTh COOTBETCTBYIOIIYIO CHELU(PUUYECKYIO Tepanuio Mpeskie, YeM UM
Oynet HasHaueHo jeverue npenaparom [Tem6popua®.

Pak rosioBb1 1 men

INpenapar [TemGpopua® nokasan B KauecTBe MOHOTEPAIHH 1-0i JIMHUU Y B3POC/IBIX MALMEHTOB C
METacTaTHYECKUM HJIM HEeonepabeIbHbIM PELMAMBUPYIOUIMM IIOCKOKIETOYHBIM PAKOM T'OJIOBbI
u wen (ITPT'TH) ¢ sxenpeccueit PD-L1 (koMGuHMpOBaHHbIH MTOKa3aTeb NO3MTHBHOCTH (combined
positive score, CPS)) CPS>1.

Ipenapar IlemGpopua®™ nokaszan B KOMOMHAIMHM C XMMHOTEPANUEH, BKIIOYAIOLIEH npenapat
miatuHbl ¥ S-Gropypauni (5-@Y), B kadectBe 1-0if JIMHAM Tepanuy y B3POCIBIX MAIMEHTOB C
METacTaTHYEeCKUM HJIM HEONepadeIbHbIM PEIUANBUPYIOMIUM IIOCKOKIETOUYHBIM PAKOM T'OJIOBBI
1 weu (TIPT'III) c sxcnpeccueit PD-L1 CPS>1.

Ipenapar [TemGpopua® rokasan B kauecTBE MOHOTEPAIIMH JUTS JICYEHHS! B3POCIIBIX MALMEHTOB ¢
MeTacTaTH4YeCKUM MM HeomepabenpHbM peuuauBupytoumm [P ¢ skcnpeccueit PD-L1
TPS>50% wu mporpeccupoBanuemM 3a0oneBaHus BO BpeMsl MM [10CJA€ XHMUOTEpAIMH,
BKJIIOYAIOIIEH NpenapaThl IIaTHHBL.

Knacenueckas iumpoma Xomkkuna

INpenapar [Tem6popua®™ nokasan B kayecTBe MOHOTEpAIMM JUIS JICUEHHMS B3POCIBIX U ACTeil B
BO3pacTe OT 3 JIET ¥ CTapIle ¢ PeUUANBUPYIOIEH MK pedpakTepHOii Kiaccuueckon aumdoMoit
Xomxkuna (kJIX) mnocie BBINONHEHHS ayTOJOrHYHOM TPAaHCIUIAHTALMM TEMOMOITHUECKUX
cTtBOJIOBBIX KIeToK (ayToTI'CK) unu nocie oxHo#t n Gosee mpeailecTBy O THHUN Tepanuu
NpY HAJIMYUM IIPOTUBOINIOKA3aHUH K BbinonHeHuto ayto TT CK.

YporeauanabHblii pak
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Ilpenapar  IlemGpopua®  mokasan  a1s  JedeHus B3pOC/IBIX  [ALMEHTOB €
MECTHOPACIIPOCTPAHEHHBIM MM METACTATHYECKUM YpOTEIMAJbHBIM paKkoM, Y KOTOPBIX
HEBO3MOXKHO IPOBEIEHHE XHMUOTEPANHH, BKJIIOYAIOUMIEH LMCIUIATHH, ¢ dKkcnpeccueit PD-L1
(koMOMHMPOBAHHBIIA TTOKa3aTeN b MO3UTHBHOCTH (combined positive score, CPS)>10) mo nanHbM
BAIMJMPOBAHHOTO TECTa, a TakXKe Yy TMalUeHTOB, KOTOPbIM HEBO3MOXXHO IPOBEICHUE
XUMHUOTEpANHH JTHOOBIMU IpenapaTaMy IJIaTHHBL, HE3aBUCKMO OT 3kcnpeccuu PD-L1.

[penapar [TemGpopua® B KauecTBe MOHOTEpANUM MOKA3AH ISl IEYEHHUs B3POCIIBIX MAIMEHTOB C
MECTHOPACIPOCTPAHEHHBIM MJIM METAaCTaTHYECKUM YPOTE/IHAIbHBIM paKkoM, KOTOpbIE paHee
NOJTyyai XMMHOTEPAINIO, BKIIOYAIOILYIO NPernaparhl MIaTHHBL.

Ipenapar [Nem6popua® nokasau a1s Je4eHHs B3POCIBIX MALMEHTOB C HEMBIIIECYHO-HHBA3UBHBIM
paxom moueBoro my3sipst (PMIT) Beicokoro pucka npu orcyTcTBUM oTBeTa Ha Tepanuio bIDK, npu
HaIMuuu KapuuHoMsl in-situ (CIS) ¢ manuuisipHO# omyXonbio U 6e3, KOTOPBIM HE MOKET OBITh
IPOBEJCHA UCTIKTOMHUS WJIM OTKA3aBIIUMCS OT €€ BBINOJIHEHUS.

Pak numeBoaa

Ilpenapar IlemGpopua® mokasan B KOMOMHALMM C XMMHOTEpAIMell Ha OCHOBE MPENApaTOB
IUIaTUHBl U QTOPIMPHUMHIMHA B KauecTBE 1-0if JIMHUM TEpamuu y B3pOCIBIX MAlMEHTOB C
MECTHOPACIIPOCTPAHEHHBIM HEONepadeIbHBIM MM METacTaTHYECKMM pPaKOM IIMINEBOJA, HIIH
HER-2 HeraTBHON al€HOKapUMHOMOMN IHIIEBOAHO-)KEIYJ0YHOrO Iepexoaa (OmyXoau ¢
LEHTPOM OT 1 110 5 ¢M BhIlIE MUIIEBOJHO-XKEIYI0YHOTO nepexoa) ¢ skcnpeccueit PD-L1 CPS
>10.

310kavecTBeHHbIE  HOBOOOPA30BAHMSI ¢  BBLICOKHM  YPOBHEM  MHMKPOCATE/IHTHOI
HecTa0MIBHOCTH

Ipenapar [TemGpopua®™ B kauecTBe MOHOTEpANHMH MOKA3AH ISl JICUCHUS B3POC/IbIX MIALMEHTOB C
HeonepadeIbHBIMH MITH METACTaTHYECKUMH 3/10Ka4eCTBEHHBIMU HOBOOOPA30BaHUSAMH C BLICOKHM
YPOBHEM MHKpocare/uInTHOM HectabuiabHocTH (MSI-H), BkItouas HapyiieHus CHCTEMBI
penapauuu JIHK (dMMR), npu nporpeccupoBanuu 3a0osieBaHMs IOC/IE NPEIIECTBYIONIEH
TEepaIvu B Cily4Yae OTCYTCTBHS YAOBIETBOPUTEIBHBIX AJIbTEPHATUBHBIX BAPHAHTOB JICUEHHUS.
KoaopekTanbHubrii pak

Ipenapar I[lem6popua®™ nokasan B kauecTBe MOHOTEPAIUHU 1-0if JIMHMM Y B3POCIIBIX MALUEHTOB ¢
HeornepabeNbHBIM  MJIM  METACTaTM4eCKUM KosopekTanbHbiM pakom (KPP) ¢ Beicokoit
MHUKpOCaTeNIMTHON HecTabmnbHOCThIO (MSI-H) nnu Hapymenusmu cuctems penapanun JJTHK
(dMMR).

Pak meiikn MaTku

Lft.201.1.RU.02.01 6



Ipenapat [Tem6popua® nokasan B KOMGMHAIMK ¢ XHMHOTEpPIIHEH ¢ GeBarn3ymMaboM 1 6e3 Hero
JUISL JIEYEHU s B3POCIIBIX MMAIMEHTOB CO CTOMKUM, PELIUAMBUPYIOIIAM HIJIH METACTATHYECKUM PAKOM
weiiku matku ¢ sxcnpeccueit PD-L1 (CPS>1) no naHHeIM BalTWAHPOBAHHOIO TECTA.

[Tpenapar [TemGpopua® B kauecTBe MOHOTEpANMH MOKA3AH JUTSl JIEUEHUS B3POCIILIX NALKEHTOB C
PEUMAMBUPYIOIINM HIIM METACTaATUYECKUM PaKoM LIEHKH MaTku ¢ dkcnpeccueit PD-L1 (CPS>1)
10 JIaHHBIM BaJMIMPOBAHHOIO TECTA IPH NPOrpeccpoBaHuM 3aboieBaHUs HA (OHE MM OCIIE
IIPOBEICHHSI XUMHOTEPAIIUH.

IToyeyHo-K/I€TOUYHBIIH paK

Ipenapar [Tem6popua® nokasan B KOMOMHAIIMHK C AKCUTHHUGOM B KauecTBe 1-0if THHUH Tepanuu
Y B3POCIIbIX MALMEHTOB C PACIPOCTPAHEHHBIM ITOYEYHO-KJIETOYHBIM pakoM (ITKP).

Ipenapar IlemGpopua® mokasan B KOMOMHAUMM C JEHBATHHHOOM B KadyecTBe |-Off JTMHMU
TEpaIKU y B3pOCIIbIX NALMEHTOB ¢ pacrnpocTpaneHHbiM [TKP.

Ipenapar IlemGpopua® B KauecTBe MOHOTEpAaNMM [OKAa3aH JUlsl AXBIOBAHTHOIN Tepanuu y
B3pocibIX naiuuenToB ¢ [TKP npu cpenHe-BbICOKOM MK BRICOKOM pucke pennausa (eM. «Crioco6
NPUMEHEHUST U [03bl» pasaen «OT6op NauMeHTOB») IMocie HePPIKTOMHHM WM  IOCie
HE(DPIKTOMUH M PE3EKIINH METACTATUYECKHUX MOPAKEHHIA.

Pak sniomerpus

Ipenapar IlemGpopua® mnokasan B KOMOMHALMM C JCHBATMHMOOM JUTS J€UCHMS B3POCJIBbIX
MalMeHTOB C PpAaCNpOCTPAHEHHBIM DPAaKOM JSHAOMETPHS B Clydae OTCYTCTBHMS BBICOKOi
MHKpocaTe/UIMTHON HecTabuiabHocTH (MSI-H) umu Hapymenuit cucremsr penapanmu JIHK
(dMMR)) ¢ nporpeccupoBanneM 3a00JIeBaHHs MOC/IE NPEANIECTBYIOMIEH CHCTEMHO TEpanuu B
MOOOM peKMMe, KOTOPBIM HE IOKa3aHO XUPYPrHYeCKOe JIEYeHUE HITH JTyueBast Teparius.
I1nockokIeTOYHBII paKk KOKH

Ipenapar ITemGpopua® mokasan Juist TeYeHHs B3POCIBIX MALMEHTOB C PELUIUBUPYIOIIUM WU
METacTaTHYECKUM IIOCKOK/IETOYHbIM pakom Koxu (ITKPK) wmmu mectHopacnpoctpanenubiv
I1KPK, koTopsIit He MOXKET GbITh H3/IeYeH XUPYPruYecKMM METOIOM MM JTydeBOil Tepariueil.
Tpoiinoii HeraTHBHBII PaK MOJIOYHOI 7KeJe3bl

Ipenapar ITem6popua™ noxasan B KOMOMHAIMM C XHMHOTEpANMeil Ulsl JeueHUS B3POCIIBIX
NAlKEHTOB C HeonepabeibHBIM MECTHO-PENMINBHPYIOIMM WM METaCTaTHYeCKMM TPOMHBIM
HEraTUBHbIM pakoM MoJio4yHO# xene3sl (THPMIK) ¢ skenpeccueit PD-L1 (CPS>10) no ganubiM

BAJIUIUPOBAHHOTIO TECTA.

ITPOTUBOIIOKA3AHUS

— Tsbxenas runepyyBCTBUTENBHOCTD K IeMOPOIM3yMaldy Ml K IpyTHMM KOMIIOHEHTAM IIpenapara.

— IloueyHas HEIOCTATOYHOCTD TSXKEIOW CTEIEHHU.
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— [leuenouHast HEIOCTATOYHOCTD CPEIHEH U TSIKEION CTETEHH.
— Bospacr 1o 18 ner (npu neyenun kJIX — menee 3 ner).
— bepemenHoCTb.

— [lepuox rpyaHOro BCkapMJIMBaHHUS.

C OCTOPOXKHOCTBIO
Y  nauMeHTtoB, MoJyd4aBmIMX — neMOponusymal, OTMEYaluch  HMMMYHOOIOCPEI0BAHHBIE
HEXXeJIaTeIbHbIC PEaKIMH, BKJIIOYas TSHKENIbIE U CIyyau C JETaJIbHBbIM MCX0JI0M (cM. «Ocobble

yKazaHus»).

[NPUMEHEHHUE TIIPMU BEPEMEHHOCTH ¥ B TIIEPUMOJI TI'PYJHOIO
BCKAPMJIMBAHUSI

bepemennocTh

Jlaunbie 0 mpumMeHeHnH nemopon3ymaba y GepeMeHHbIX JKEHIIUH OTCYTCTBYIOT. ClielHaibHbIe
MCCJICIOBAHUS 10 M3YYEHHIO BIIMSHMS 1eMOpoam3ymaba Ha pernpoayKTHBHYIO (DYHKIHMIO y
)KHBOTHBIX HE IIPOBOAMJIUCH, TEM HE MEHEe, B MOJEISIX OepeMEeHHOCTH MblllIei ObLI0 MOKA3aHo,
4T0 On10Kaja cUrHaTbHOM cucTeMbl PD-L1 IPUBOAMT K CHUXKEHMIO TONEPAHTHOCTH OpraHu3Ma
MaTepH K IIOY U MOBBILIEHHUIO YIPO3bI THOENH I101a. DTH Pe3yJIbTaThl YKa3bIBAIOT BO3MOKHADII
pUCK (Ha OCHOBAaHMM MEXaHHM3Ma [EMCTBHS) HETaTMBHOTO BO3JEHCTBHS HA IJIOJ, BK/IIOYAs
TOBBIIIEHHE YaCTOThI BBIKM/BIIIECH UIIH MEPTBOPOXKAEHHH, IPH IIPHMEHEH!HU IeMOpoin3ymaba Bo
Bpems OepemenHoctd. Uenoseweckuit ummysornoOyinn G4 (IgG4) nponmkaer uepes
TIaleHTapHbli 6apbep, a Tak Kak nembpoinsymald ssisercs 1gG4, nMOTeHUMATBHO OH MOMKET
NEpeaaBaThCs Yepe3 MIALEHTY OT MAaTepH K pa3BUBAIOMIEMYCs IU101y. JKeHIMHbI AeTOPOIHOro
BO3pacTa JOJDKHbI HCIIOJNB30BATH HAAEKHBIE METOABl KOHTPALEHIHMH BO BpeMs JIEYEHHS
nembposusymaboM u B TeyeHue He MeHee 4 MecsueB Mocie mocienHeil  MH(Y3MM
nemOponusymaba.

ITepuon rpyanoro BckapMimBaHus

Her npannbix o Betenenum mnemGponusymaba B rpyaHoe  Mosoko.  IlemGpommsymab
NPOTUBOIIOKA3aH B IEPHOJ IPY/THOTO BCKAPMIIMBAHMS.

Baunsinue Ha gpepruibHocTn

KiHnyeckne 1anubie 0 BO3MOKHOM BIHSHHH 11eMGPoiu3yMaba Ha PErnpoIyKTHBHYO (YHKIIHIO
OTCYTCTBYIOT. HecMOTps Ha TO, YTO OTHENbHBIE HCCIENOBAHUS TOKCHUECKOrO JeHCTBUS
nemOponu3ymaba Ha penpoyKTHBHYIO (GYHKIHIO H BHY TPHY TPOOGHOE pa3BUTHE HE POBOIUIHCE,
NPH UCCIIEIOBAaHUU TOKCHYHOCTH TMOBTOPHBIX /103 y 00e3bsiH B Cpoku 1 u 6 mecsieB He ObLIO

OGH&py)KCHO 3aME€THOTO BIMSAHUSA Ha PENPOAYKTHUBHBIE OpIraHbl CaMIlOB U CaAMOK.
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CIIOCOBb PUMEHEHUS 1 103bI
Jleyenne cneayer HauMHATH M MPOBOAMTEH IMOA KOHTPOJIEM KBAIH(DUIMPOBAHHBIX M ONBITHBIX
Bpauen.

Ot1Oop nmauueHToB

Ecin yxa3ano B rokasanuy K NpUMEHEHHIO, MALMEHTOB Ulsl JieueHus npenapatom [lembpopua®
cieslyeT OTOMpaTh Ha OCHOBAHHH IOJIOXKUTENbHOM dKkcnpeccun PD-L1, cratyca omyxomu MSI-H
um dMMR (cM. «IlokazaHus K IPUMEHEHHIO).

Oxkenpeccuto PD-L1 cnenyer onpenensits ¢ momomisio Habopa pearentos «PD-L1 THC 22C3
pharmDX» unu aHanoruyHoro Habopa.

Craryc onyxomu MSI-H umn dMMR crestyer onpeensits ¢ moMOIIBIO BATMIMPOBAHHOTO TECTa.
[lockonbKy y malmMeHTOB € TJIMOMAaMM BBICOKOH CTENEHH 3J10KAUECTBEHHOCTH BJIMSHUE
TNpeAIECTBYOIIEH XMMUOTEPAIIMU Ha Pe3y bTaThl TecTHpoBanus craryc MSI-H nin dMMR ue
ONpPENENICHO, y TaKUX IMAlMEHTOB PEKOMEHIYETCs I[POBOJMTh TECTUPOBAHME HA JAHHbIE
MOKa3aTe/Ii Ha MaTepHajle NEepPBHYHOW OMyXOJH, MOJYYEHHOM [0 Hayajla XUMHOTEparuu
TEMO30JIOMHUIOM.

[Ipu npumenenun nem6ponusymaba B KauecTBe aJbIOBAHTHON Tepanuy y nauuentos ¢ [IKP k
KaTeropuu CpeaHe-BBICOKOrO PHCKa ObLIM OTHECEHBI OMyXOJH CTaauu pI2 ¢ 4-if cTeneHblo
mhepeHIPOBKH HITH HATTMYMEM CAPKOMATONAHOTO KOMIIOHEHTA, a TaKye oryXosu ctaauu pT3
¢ moboi crenensio mubdepentmponku, 6e3 nopaxenus mumdoysnor (NO) u 6e3 oTiaTeHHbIX
metacta3oB (MO0). K kareropuu BeICOKOro prcka ObUIH OTHECEHBI Oy X0iu cTaauu pT4 ¢ moboit
crenenbio auddepennnpoku, NO u M0, a Takxke ormyxosu mo6oii craguu pT ¢ m060it cTeneHbo
juddepeHInpoBKH, ¢ mopaxkenueM aumdoysnos 1 MO. K kareropun M1 NED (6e3 npusnakos
3ab0s1eBaHus) ObLIM OTHECEHBI MALMEHTHI C METACTATHYECKMM PAKOM, KOTOPBIM Obla MpoBeieHa
TNOJIHASL PE3EKIKsl TIEPBUYHOM OITYyXOJIH U METACTaTHYECKUX [TOPAKEHUIA.

[o3a

PexomennoBanHas j03a npemnapara [lemGpopua® y B3pocibix marmmeHTtoB coctasiaser 200 mr
Kaxaeie 3 Hemenu uan 400 Mr xaxzele 6 Heaenb, BBOAMMBIE BHYTpMBEHHO (B/B) B BHae 30-
MHHYTHOM UH}Y3UH.

Ilpy  xOMOMHMpOBaHHOH Tepanmuu CleIyeT CMOTPETh MHCTPYKUMM 110  MEAMIMHCKOMY
NPUMEHEHHIO COBMECTHO ITPHUMEHSIEMBIX JIEKAPCTBEHHBIX IpenapatoB. [Ipu BBeieHun npenapara
[lemGpopua® kak wuacTM KOMOGMHHPOBAHHON BHYTPUBEHHOM XHMMOTEparnuu rmpenapar
ITem6popua® cieryer BBOIUTH NEPBBIM.

s manuentoB ¢ IIKP, nonywarommx snedyenue npenaparom IlemGpopua® B xomOGuHalMH C
aKCUTMHUOOM, CJIETyET 03HAKOMHUTBCS C PEKUMOM J03MPOBAHUS AKCUTUHMOA B MHCTPYKIIMH IO

MEIUIIMHCKOMY MPUMEHEHHUIO. B Ciy4a€ COBMECTHOI'O IIPUMEHECHMU S akcUTHHHOA ¢ [IpernapaTomMm
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INemGpopua® yBenuuenue 10351 aKCHTHHIOA BBILLIE HAYATBHOM J03bI S MI' MOXKHO paccmarpuBaTh
C HHTEpBAIOM 6 UK 6oJee Helelb.

[t nauuentos ¢ pakom suomerpust i [TKP, nomygaromux neuenue npenaparom [Tem6popua® B
KOMOHMHAIMH ¢ IeHBATHHHOOM, PEKOMEH/IyeMas HaualbHas 103 JIeHBaTHHIOA cocTapsier 20 Mr
NEPOPAILHO OJMH pa3 B CYTKM /IO MPOrPeCcCHpOBaHMS 3a00/eBaHUs MM Pa3BUTHS MPU3HAKOB
HEIPUEMIIEMON TOKCUYHOCTH.

Jleuenue npenaparom [TemGpopua® nposoast 10 NporpeccupoBanis 3a001€BaHUs MK Pa3BUTHS
NPU3HAKOB ~ HENpPUEMJIEMOW  TOKCMYHOCTH. HaOmogamuch —artunuubble  OTBeTHl  (T.e.
NIEPBOHAYATIBHOE KPATKOBPEMEHHOE yBEIMUYEHUE Pa3Mepa Oy X011 1M HEOOJIbIINE HOBBIE 0Yaru
B T€YEHHUE NIEPBBIX HECKOJIBKUX MECSLEB C MOCIIEIYIOMM YMEHBIIEHHEM pa3Mepa OILyX0JIH).
PekoMeHtyeTcs Npomo/KUTE JIeYeHHe KIMHMYECKH CTAOMIIBHBIX MAIMEHTOB ¢ HAYAIbHBIMU
IIPU3HAKaMH IPOrPECCHPOBAHMS 3a00JIEBAHUS 10 MOMEHTA MOATBEPIKAEHUS TPOTPECCHPOBAHMS
3ab0s1eBaHus.

ANIBIOBAHTHYIO TEpamuio y ManMeHToB ¢ MenaHomoil wmu [IKP mpenapartom [lembpopua®
MPOBOJIAT BILJIOTH 10 OAHOTO rojia, UJIK JI0 PEelU/IMBa 3a00/1€BaHNUs], WK 110 Pa3BUTHs TIPU3HAKOB
HEIPUEMIIEMON TOKCUYHOCTH.

Bpemennas unu noanas ommena nevenus

He pexomennyercs ymenpmenne 103bl npenapara [lem6popua®. BpeMeHHO MM MOTHOCTBIO
OTMEHSIOT JleueHue npenaparoM [TemGpopua® uist ynpasienus HexenaTebHBIME PeakiusiMU B
cootBeTcTBUHU ¢ Tabmuuei 1.

Tabauua 1. Pexomennyemsle uaMenenus 103bl (cM. «Ocobble yKa3aHUs»)

HexenarenbHble peakuun Crenens TsukecTH N3menenne 103bl
HmmyHOOMOCpe 10BaHHbIM YmepenHas (2 creneHs) BpeMeHHO OTMEHUTD JieYeHue
[THEBMOHUT J10 YMEHBIIICHHS

HE)KeaTeIbHBIX PeaKiuii 10
0-1 crenenn*

Tsoxenas wm OTMEHMTH JIeueHne
KHU3Heyrpoxaromas (3 uiu
4 cTeneHn) UK

peLUINBUPYIOIIAs
yMepeHHas (2 cTerneHp)
MMMyHOOMoCcpe10BaHHbIH YMepeHHas WM Tsbkenas | BpeMeHHO oTMEHMTS JeyeHue
KOJIUT (2 mu 3 crenens) J10 YMEHBIIIEHUS
HE’KeJaTeIbHbIX peakiui 10
0-1 crenenu*
XKusneyrposxaromas (4 OTMeHuUTS JieyeHue
CTEIEHb) WK
peLUAUBHUPYIOLIIAs

Tskenast (3 cTerneHb)
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HMmyHOOMOCpE10BaHHbIH
HebpuT

YMmepenHast (2 creneHs)

BpeMeHHO OTMEHHUTH JIeUeHne
JI0 YMEHBIICHUS
HeXeaTeIbHbIX peakiuil 10
0-1 crenenn*

Tsoxenast uim
XKU3Heyrpoxaromas (3 uiu
4 crenens)

OTMEHUTD JIeueHue

HMmyHOOMIOCpE10BaHHEIE
SH/IOKPUHOIIATHH

Tspxenas unu
KU3HEyrpoxaromas (3 uiu
4 creneHs)

BpeMeHHO OTMEHUTD JIeyeHue
110 YMEHBIICHHS
HE)KEJIaTeIbHBIX PeaKiuii J10
0-1 crenenu*.

Jlist maumeHToB ¢ Tshkenoi (3
CTEIEHb) WJIN
KU3HEYTrpoxatouie (4
CTEINEHb) CTENECHDBIO
SHJIOKPHHONATUH, KOTOpPbIE
YJIy4IIaroTCs J10 2 CTENEHH
TSDKECTU MJIK HUIKE U
KOHTPOJIMPYIOTCS [IPH
[IOMOILM 3aMEeCTUTEILHOM
TOPMOHOTEPAITUH, MOYKHO
pPaccMOTPETh BO3MOKHOCTh
[IPOJIOJIKEHUS JICUEHUS]
npenaparom [lem6popua®

MMMyHOOIOCpE 10BaHHBIH
renaTuT

B ciyuae yBenuuenus
aKTUBHOCTH (EPMEHTOB IT€YEHU
y nauuenTos ¢ [IKP,

0Ty YalOIIHUX
KOMOMHHPOBAHHYIO TEPAIHUIO C
AKCUTHHHOOM, CM.
PEKOMEHJAIIMHU IO PEIKUMY
JO3UPOBAHUS 110CIIE ITON
TabJIHUIIBL.

VBenuUyeHUue aKTHBHOCTH
ACT umu AJIT (ot 3 10 5
pa3 Bbiie BI'H) unn
koHueHtpauuu Ob (ot 1,5
10 3 pa3 Beie BI'H)

BpeMeHHO OTMEHHUTE JIeYeHne
JI0 YMEHBIIEHHUSI
HEXKeNIaTeNIbHBIX PeaKIuii 10
0-1 crenenu*

VBe/lnyeHne akTUBHOCTH
ACT wmm AJIT (Bblie
BI'H >5 pa3) unu
KoHueHTpauuu Ob (Bbie
BI'H > 3 pa3)

OTMEHUTH JieueHue

VY nanueHTos ¢
MeTacTa3aMH B IIEYEHH,
HAYaBIIMX JICYEHHE C
YMEPEHHOMU CTeneHbio (2
crenensb) noswimeHuss ACT
nmm AJIT, eciu
noBbitienue ACT unu
AJIT >250% oTHOCHTENIBHO
MCXOAHBIX 3HAYEHUH
yZepxxuBaercs >1 Henenu

OTMEHUTH JIeyeHue
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I/ImmyHoonocpenosaHHme Tsoxenble KOXKHBIE BpeMCHHO OTMCHHUTD JICUCHUE
KOXHBIC PEAKIIUU UIIK CHHAPOM | peaKIMHu (3 CTeHeHb) WA A0 YMCHBIICHUS

Crusenca-/Ixoncona (CCJI) nono3penue Ha CCJI uu HEeXeJaTeIbHbIX peakluii 10
WJIM TOKCHYECKUH TOH 0-1 crenenu*
SMUAEPMATbHBIH HEKPOJIN3 Tsokenble KoxHBIE OTMeHHUTS JleueHue
(TOH) peakuuu (4 creneHsb) uim

noarBepxxaeHHbI CCJI

wi TOH
Hpyrue B 3aBucumocTu ot BpeMeHHO OTMEHHUTH JIeueHne
UMMYHOOIIOCpPEI0BAHHEIE TSDKECTH M THIIA PEaKUMU | IO YMEHBIIEHUS
He)XeJlaTe/IbHbIe PeaKIiu (2 unu 3 cTemnens) HE)KeJIaTeabHbIX peaKiuii 10

0-1 crenenn*
Tsoxenbrit uam OTMeHUTS JleueHue

YKU3HEyTpoxaromuit (3
WK 4 CTeleHb)
MHOKapAMT, SHIEeDaTUT
win cunapom [ uitena-
bappe

Kusneyrposxatomas (4 OTMeHUTS JieyeHue
CTEIeHb) TN
peLHIUBUPYIOIIIAs
TsDKenast (3 cTeneHs)
Undy3uonHbIe peakunu Tsoxenas unu OTMeHuTH JeyeHue
KU3Heyrpoxaromas (3 uiu
4 crenenp)

[Tpumeyanne: OLEHKH TOKCHYHOCTH MPHUBEAEHBI COMIACHO KaccuduKalmu HatmonanbHoro uHcTUTyTa paka CLLIA
(NCI-CTCAE, u3nanmue 4);

*

[Ipn HEBO3MOXNKHOCTH CHWKEHMS 103bl KOPTHKOCTEPOMIOB <10 Mr MpeaHM3OHA WM aHANOra B CYTKH B
TeueHne 12 Helenb, UK €CTH TOKCHYHOCTD, CBA3aHHAs C JIEYEHHEM, He CHIKeHa 10 0-1 CTEeNeHu TAKECTH B TeUeHHe
12 Henen» nocne BBeIeHMA MoceaHel 10361 penapata [em6popua®, To neuenne npenaparom [TemGpopua® nomkHo

ObITH OTMEHEHO.

¥ naupentos ¢ kJIX ¢ reMaTon0ruueckoit TOKCHYHOCTBIO 4 CTEMEHHU ClIeyeT BPeMEHHO OTMEHHUTD
Je4yeHune npenapaTOM [Tem6popna®™ 110 yMeHbIICHUs HEXelaTebHbIX peakuuit 10 0-1 crenenu
TSKECTH.

Y nauuentoB ¢ [IKP, nomyuatonmx nedenne npenapatom IlemGpopua® B xomMOuHaumu ¢
aKCUTHHHOOM:

e Ecmn aktusnocts AJIT mmm ACT Beume BI'H >3 pas, wo mmwxe BI'H <10 pas Ge3
koHuentpaunu Ob Beime BI'H >2 pas, BpeMeHHO OTMEHHUTH JI€YeHHE M ITPEnapaToM
[Tem6popua®, u akCHTHHUGOM 110 YMEHBIICHHUS HEXKeaTeIbHbIX peaxuuit g0 0-1 crenenu
TSDKECTH. PaccMOTpeTh BO3MOXHOCTH TEpanuHM KOPTHKOCTEpOMIamu. PaccmoTpers

BO3MOJXHOCTb IIOBTOPHOT'O MNPUMEHEHUs OJIHOT'O JIEKApCTBEHHOI'O rnpenapara HJIn
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T0CJIEI0BATEIBHOTO IIOBTOPHOTO MPUMEHEHHUSI 000UX JIEKapCTBEHHBIX PernapaToB 1ocje
paspelieHusl 3TUX HeXelaTelIbHBIX peakuuid. B ciyuae MOBTOPHOro npuMeHeHHs
aKCUTHHHOA pAcCMOTPETh BO3MOXKHOCTH YMEHbBILIEHHS [03bl B COOTBETCTBHH C
MHCTPYKLHUEH 110 MEAULIMHCKOMY IPUMEHEHUIO aKCUTHHHUOA.

e Ecmu aktuBHocts AJIT unmn ACT Beume BI'H >10 pas wam seime BI'H >3 pas ¢
xouuentpauueit Ob Beue BI'H >2 pas, otmenuts neyenue u npenapatom [lem6popua®,
¥ aKCUTMHHOOM M PaCCMOTPETh BO3MOXKHOCTD TepPalliK KOPTUKOCTEPOUIAMH.

JUis ynpaBienuss HexenaTeNbHBIMM PEAKIMSIMU IIPU NPUMeHeHHH mperaparta [lem6popua® B
KOMOHMHAILIMH € JIEHBaTHHUOOM PEKOMEH/IyeTcsl 10 HeOOXOAMMOCTH MTPepBaTh IIPHEM OJHOrO WIIH
000MX JIEKapCTBEHHBIX MPENapaTOB WIIM CHU3UTB 103y MM OTMEHHTH IPUMEHEHHE JIeHBATHHUOA.
Ciienyer 03HaKOMMTBCS C PEKOMEHIALMSMU 110 YIPABIECHUIO HEKEATETbHBIMH PEeaKLUsIMU
JICHBaTUHMOA B UHCTPYKLMH MO MEIMIMHCKOMY MPMMEHEHHIO JeHBaTHHNOA. CHIDKEHHE 03Bl
npenapara [lem6popua® ne pexomenmyercs.

Ocobuvle epynnvl nayuenmos

Ioocunvie nayuenmor (265 1em)

He coofwanocy o pasnnuusx B Ge30macHOCTH MM 3((MEKTHBHOCTH MEXKIY MOKHIBIMH
nanueHTaMu (265 set) u 6os1ee MOOABIMU ManueHTaMu (<65 siet). KoppeKius 1035l y NalHeHTOB
TOKMJIOrO Bo3pacTa He Tpebyercs.

Tayuenmoi ¢ napyuwienuem pynkyuu novex

ITanuenTam ¢ MOYEYHON HENOCTATOYHOCTBIO JIETKON MM CpeiHell CTeNeHH TSKECTH KOPPEKIHs
nosbl He Tpebyerca. Jleuennme mpemapatom IlemGpopua® y maumeHToB ¢ noueuHOil
HEI0CTaTOYHOCTBIO TSXKEION CTENEHH HE M3yyalloCh.

Iayuenmor ¢ napywienuem pynrkyuu nevenu

[NauuenTam ¢ neyeHOUHOH HEOCTATOUHOCTBIO JIETKOH WM Cpe/iHelt CTeneH  KOPPEKIIMs 1035l He
Tpebyercs. Jleyenune npenaparom [lem6popua® y manmeHToB ¢ NeYeHOYHOH HEJ0CTATOUHOCTBIO
YMEPEHHOM HIIH TSDKEJION CTENEHU He H3y4asloch.

Menanoma 2naza

VimeroTest orpannyennble JaHHBIE 110 Ge30macHoCTH ¥ 9Q(EKTUBHOCTH MPUMEHEHHs Ipenapara
ITem6popua® y nanmeHToB ¢ MenaHOMO¥ riasa.

Jemu

PexomennoBanHas 7103a npenapara [lem6popua® mns neuenns geteii ¢ kJIX cocrasaser 2 Mr/kr

(maxcnmy™ 110 200 mr), BBoAMMas BHYTPHUBEHHO (B/B) B Buje WH(Y3uM B TeyeHnue 30 MUHYT
KaX1ble 3 HeJIeNH.

Crioco6 npuMeHeHus

Ipenapar [TemGpopua® cieyer BBOXUTH BHYTPUBEHHO B BU/E HH(Y3UH B TeueHue 30 MHHYT.
penap pop b yTp y
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MHCTpYKUMS N0 NPUTOTOBJIEHNIO U BBEICHHIO PACTBOPA /1151 HHDY3Hil

Hpuroms.ﬂenne H BBEC/ACHHE

Lft.201.

®rakoH ¢ JIEKAPCTBEHHBIM IpEriapaToM HEOOX0MMO XPaHUTh B 3allIMILICHHOM OT CBETa

Mmecre. He 3aMOpaXMBaThb.

HeoGxoanmo oBect Temueparypy ¢uakona c npenaparom Ilem6popua® 10 KoMHaTHOl
TeMneparypsl. He HarpeBaiiTe ¢y1akoH Ha OTKPBITOM OTHE MJIM BOJISHOMN OaHe.

®riakoH ¢ IpenapaTtoM 10 pa3BeJICHHs MOXKET HaXOAMTHCS BHE XOJIOAMWIbHUKA (IIpH
Temnepartype He 6onee 25 °C) B Teuenue 24 yacos.

JlekapcTBeHHBIe mpenaparhl Ul MApeHTEPaIbHOTO BBEACHMS I1€pe] IPUMEHEHHEM
JIOJDKHBI IIPOBEPSATHCS BU3yallbHO HA HAJTMYKE TIOCTOPOHHUX YACTHIl M M3MEHEHHUE 1[BETA
pactBopa. Ilpemapar IlemGpopua® npencrasmser coGoift  mpo3pauHsii WM
ONaJIECHUPYIOIHUA PacTBOP OT OECHBETHOrO 0 CBETIO-KOPUYHEBOrO IBeTa. B ciyuae
HaJIMYMs IOCTOPOHHUX YacTHIl (hIaKOH € MpernapaToM HCIOJb30BATh HEJb3S.
Heobxomumo nabpats Tpebyemsrit o6beM (10 4 M, 100 mr) npenapara Ilem6popua® u
nepeHecTy B MuH(QY3HMOHHBIH Melok, coaepxaniit 0,9% pactBop xj0opuaa HaTpus wim 5%
pacTBOP IIIFOKO3bI (AE€KCTPO3bI), UL IPUTOTOBJICHHS Pa3BeICHHOTO PacTBOPA ¢ KOHEUHOM
KoHueHTpauueir or 1 no 10 mr/ma. IlepememaTs pa3BeeHHBIH PACTBOP, OCTOPOIKHO
nepeBopavnBas MHQY3MOHHBIH MEIIOK.

[IpuroroBneHHbIH HH(Y3UOHHBII PaCTBOP HE 3aMOPAKUBAT.

[Ipemapar He COAEPXKHT KOHCEPBAHTOB. Pa3BeleHHBI mpenapar JOMKEH ObITh
MCTOJIb30BaH HEMEUIEHHO. B ciywae, ecnum pasBeleHHBI pacTBOp Ipenapara
Ilembpopua® He HCMOTB3YeTCS HENOCPEACTBEHHO [OCIAE [IPUTOTOBIECHHS, €ro
JIOIYCKAETCst XPAaHUTh [IPM KOMHATHOH TeMImepaType CyMMapHO B TeueHHeE 10 24 4acos.
PasBesieHnbIi pacTBOp J0MyCKAETCS XPAaHUTh B XOJIOAMIBHUKE TIPU TEMIIEPAType OT 2 110
8 °C, npu 3TOM 001I1ee BpeMs OT MPUrOTOBIEHHUs! Pa3BEIEHHOTO PACTBOPA JI0 3aBEPIICHUS
MH(Y3MH He I0KHO MPeBBIIaTh B cymme 96 yacos. [Tociie n3BnedeHus U3 X010 MIbHIKA
¥ TI€peJl UCIOJIB30BaHUEM (HIIAKOHBI H/WITH HH(Y3HOHHBIE MEIIKH HEOOXOIMMO J0BECTH
JI0 KOMHATHOH TeMIepaTyphl.

Pa3zBe/ieHHBI pacTBOp MOXET COJEpXKaTh MOJYNpO3pauHble WM Oeble OeKoBble
yactuubl. MHQY3uOHHBIH pacTBOp BBOIST BHYTPHBEHHO B Tedenue 30 MHHYT uepes
CHCTEMY JUIS BHY TPMBEHHOI'O BBEJICHHS C HCIIOJIB30BAHUEM CTEPHIILHOIO, AIMPOr€HHOTO,
C HU3KUM CBs3bIBaHHEM Oenka GuibTpa ¢ AnamerpoM mop ot 0,2 10 5 MKM, BCTPOEHHOIO
WU IPUCOEAUHSAEMOT0 K HH(Y3HOHHOM CHCTEME.

He cnemyer BBOAMTH Apyrue JeKapCTBEHHBIE MpenapaThl Yepe3 Ty e MH(Y3MOHHYIO

CHCTEMy, Yepe3 KOTOPYIo BBOAAT npenapat [Tem6popua®.
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L Cnenyer BBI6POCHTB m000€ HEHCII0JIb30BaHHOE KOJTMYECTBO npenapara, oCTaBuIeeCs BO

¢raxowne.

INOBOYHOE JIEMCTBUE

Kpartkuii 0630p npoduist 6e30nacHocTH

[Ipumenenue nembponuzymaba  Hambolee 4acTo CBSI3BIBAIOT c pa3BUTHEM
UMMYHOOIIOCPEIOBAHHBIX HEXENATEIbHbIX PEAKUUU. BOMBIIMHCTBO U3 HUX, BKJIIOUAs TSDKEIIbIE
peaKuuy, paspelmagnchk Mocjie Havyajla COOTBETCTBYIOIIEH Teparnuy MM IMOC/IE MpeKpaleHus
MCTIONB30BaHUs reMOponusymaba (cM. jamee «OmnucaHne HEKOTOPBIX —HEXeaTeNlbHbIX
peakiuii»). Ha ocHOBaHMM BceX 3aperHCTPUPOBAHHBIX HEXEJNATENbHBIX Peakuuil fajiee u B
Tabmuue 2 npuBeneHa 4YacToTa HE3aBUCHMO OT OUEHKM HMCCIEIOBATENeM [PHYMHHO-
CJIEZICTBEHHOU CBSI3H.

ITembporuszymab ¢ kauecmse monomepanuu (cm. pazoen «Cnocob npumenenus u 003vi»)
besonachocts nemGponusymaba npu NPUMEHEHHH B KayeCTBE MOHOTEDANMM HM3yyaiach B
KJIIMHUYECKUX UCClIeIoBaHusAX Y 7148 manMeHToB ¢ pacnpocTpaHEeHHON MeIaHOMOMN, MeTaHOMOi
3-i cramMm mocne XMPYprHYecKOro JiedeHus (amploBaHTHas Tepamus), HMIJIP, kJIX,
YPOTEJIMAIbHBIM PAKOM, PAKOM TOJIOBBI M ILIEH, 3JI0KAYECTBEHHBIMH HOBOOOPA30BAHUSIMH C
BBICOKMM YPOBHEM MHKPOCATEJUTMTHONW HECTAOMJIBHOCTH WJIM aIbIOBaHTHOM Tepanueii [IKP B
YETBIPEX peKHUMax N03upoBaHus (2 Mr/kr kaxasle 3 Henenu, 200 Mr kaxable 3 Hepenu win 10
MI/KI' Macchl TeNa Kaxple 2 uiau 3 HeJenu). B 9Toif momynisuuu nauuenToB MeMana BpeMeHH
HaOmoenus cocTaBuia 7,9 Mecsua (auana3on ot 1 aus 10 39 Mecsues), 1 HAMOO/IEe YACTBIMU
HEXEJIATEIbHBIMU  PEaKUUsIMU TIPH TIpUMEHEHUuH nemOponusymaba Obuti ycranocts (31%),
muapest (22%) u Tomnota (21%). BOJBIMHCTBO COOOIICHHBIX HEKENATENbHBIX PEAKIMil MpH
NPUMEHEHHUH B KauyecTBe MOHOTepanuu Obuty 1 umu 2 crenenu tsbkectu. HauGosee cephe3HbiMu
HEXEIATeIbHBIMU  PEaKUUsIMUA ObLIM MMMYHOOIIOCPEIOBAHHbIE HEXeJaTe/lbHble peakiuuu H
TsOKeble  MHQY3uOHHble peakiu (cM. «Ocobble ykazaHus»). YacTora BO3HUKHOBEHHS
MMMYHOOIIOCPEZIOBAHHBIX HEXEJIaTeIbHBIX peakuui 6pu1a 36,1% st Bcex creneneit u 8,9% s
creneHeit 3—5 i1 MoHOTepanuu neMOpoIn3ymMaboM MpU aIbIOBaHTHOM JeueHnn (n=1480) u
24,2% nnis Beex creneneit u 6,4% s cTeneneii 3-5 B Tepanuu MeTacTaTHuecKux (opM paka
(n=5375). He 65110 00Hapy:KeHO HOBBIX HMMYHOOMOCPEIOBAHHBIX HEXKENATEILHBIX PEaKIHil 1P
aJlbIOBAHTHOM JICYEHHUH.

[lembponusymab ¢ kombunayuu ¢ xumuomepanuei (cm. pazoen « Cnoco6 npumenenus: u 003ui»).
[Ipu npumenennn nembponmuzymaba B KOMOMHALMH [EPE] HAYAIOM JI€UEHHs] 03HAKOMBTECH C

MHCTPYKIHMEH 110 MPUMEHEHUIO COOTBETCTBYIOIIMX KOMIIOHEHTOB KOMOMHMPOBAHHOI Tepanuy.
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besomacxocTh nemGponusymaba npu npuMEHEHHH B KOMOUHALMH ¢ XMMUOTEpAIHeil H3ydanach
B KJIMHUYECKUX uccrenoBanusx y 3123 nanuentos ¢ HMPJL, TTPT'IL, pakom numesoxa, THPMK
WM PaKOM IICHKH MAaTK¥ B pexumax no3upoBanus 200 mr, 2 Mr/kr maccsl Teia i 10 Mr/kr
Macchl Tena Kaxaele 3 Hexenu. B 9TOM momynsiMH  NAalMEHTOB HauboOJiee YacThIMH
HEXENIATENIbHBIMU - peakisiMi  Obutd  anemust (55%), tommora (54%), ycranocts (38%),
Helttponenus (36%), 3anop (35%), anoneuns (35%), nuapes (34%), psota (28%) u cHIKEHUE
anmetuta (27%). YactoTa BO3HMKHOBEHHS HEXKEJATENbHBIX PEaKUuit 3-5 CTENeHM THKeCTH Y
naiuentoB ¢ HMPJI cocraBuna 67% npu npumenenun nemGposnnsymaba B KOMOMHAINM C
XUMHOTEpanueid u 66% Impu NPUMEHEHWH TONBKO XUMHOTEpanuu, y mnamuentos ¢ [IPIIII
cocraBuiia 85% npu npumenennn nembponusymada B KOMOMHALMK ¢ XuMUOTepanueii 1 84% rpu
NPUMEHEHUN XUMUOTEPAIMK B KOMOMHAIMY C LeTYKCUMaboM, y MalKMeHTOB ¢ PakoM MHIIEBO/a
coctaBuia 86% 1pu npuMeHeHHH neMO6pom3ymata B KOMOMHALMH ¢ XUMHOTepanueit n 83% npu
NPUMEHEHUH TOJIbKO XUMHOTepanuy, y nauuenToB ¢ THPMX cocraBuna 80% npu npumenennu
nembponuzymaba B KOMOMHAIMM C XumuoTepanuedl u 77% NP NPUMEHEHHH TOJBKO
XUMHOTEpAllMi U y MNAlMEHTOB ¢ PaKoM MIEHKM MaTku coctaBuia 82% npu MpUMEHEHHH
nemOposusymaba B KOMOMHAIMM C XUMHOTepanued u 75% 1pu NPUMEHEHHH TOJIBKO
XUMHOTEPAITHH.

Ilembporusymab 6 xombunayuu ¢ uneubumopom muposunxunazwl (MTK) (em. pazden «Cnocob
npumMeHeHusi U 003bl»)

[Ipu npumenenun nemGponuzymMaba B KOMOMHALMA C aKCHTHHUOOM WJIM JIEHBATHHHOOM mepes
HA4aJioM JICYEHHS] O3HAKOMBTECh C MHCTPYKUMSAMH MO MPUMEHEHHIO aKCUTHHMOA WM
nenBatuHuOa. JIns nonoaHUTENbHOM HHOPMALKK [0 6€30M1aCHOCTH JIeHBATUHHOA 03HAKOMBTECh
C MHCTPYKLHEH [0 MPUMEHEHHUIO JieHBaTUHMOA. J[ng JomosHUTENbHOM uHOpMALMU 110
0e30MacHOCTH aKCUTHHMOA NPU MOBBIIIEHHOH aKTUBHOCTH (hEPMEHTOB IT€UEHH CM. TAKXKE Pa3/e
«Ocobble yKazaHus.

bezonmacHocTs nemOponm3ymaba mpH NpUMEHEHMH B KOMOMHAIIMM C AKCHTMHMOOM WITH
neHBatuHMOOM 1pu pacnpoctpaHenHoM IIKP u B komOunaiuu ¢ senBaTuHMGOM INpH
pacnpoCcTpaHEHHOM paKe OJHAOMETPHs H3ydajlach B KJIMHHYECKHUX HCCleaoBanusx y 1456
NauueHToB ¢ pacrnpoctpaneHHbM [TKP unm pacnpoctpaHeHHBIM pakoM 3HIOMETPHUS B PEKUME
nosuposanus 200 mr nem6ponusymaba kaxaele 3 Hemenu u ubo S Mr akcuTHHMOA J1Ba pasa B
neHb, 1160 20 Mr 1eHBaTHHUOA O/IHH pa3 B CyTKH COOTBETCTBEHHO. B 3T0ii momy isiiuy nauneHToB
Haubonee YaCTHIMM HEKEJaTeNbHbIMH SIBICHUSMH Obuin  jauapess (58%), mnoBblIeHME
aprepuanbHoro gasienus (54%), runotupeos (46%), ycramocts (41%), cHMIKEHHME amnmeTHTa
(40%), Tomnota (40%), aprpanrus (30%), psota (28%), cumxenune Beca (28%), auchonus (28%),

Ooib B xuBoTE (28%), MpoTennypus (27%), CHHAPOM JIA0OHHO-TI0I0IIBEHHON IPUTPOAM3ECTEI UM
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(26%), cpimb (26%), cromatuT (25%), 3anop (25%), CKeNeTHO-MbIIeYHas GOIb (23%), rosoBuas
6onb (23%) u kamens (21%). YacToTa BOBHUKHOBEHHS HEKENATEIbHBIX peakuuii 3-5 crenenu
TsokecTH y nauueHToB ¢ [IKP cocrasuna 80% npu npumenennn nem6ponmmsymata B KoMOUHAIY
C aKCUTMHHOOM MM neHBaTMHMOOM M 71% npu MoHOTepanmu cyHuTHHMGOM. YactoTa
BO3HMKHOBCHHS HEXKENATENTbHBIX PEAKUMA 3-5 CTENeHM THKECTH y [AlMEHTOB C PAKOM
sHpomeTpus cocrauna 89 % npu npumeHeHuu nemOponudymaba B KOMOMHAIMM ¢
JICHBATHHHOOM U 73 % NpH NPUMEHEHNH TOJIBKO XUMHOTEPITHH.

TabauuHblii nepeyeHs HEXKENaTeIbHBIX PeakIuii

Hexenarenbuple peaxiiuu, HabMOfaBIIMecs B KIMHUYECKHX MCCIIEIOBAHMAX nembponusymabda
IpY NPUMEHEHHM B Ka4yeCTBE MOHOTEPAIMM, MM B KOMOMHALMK C XUMHOTEpanuei, wim ¢
ApYTHMH  TNpPOTHBOONYXONEBBIMM  MpemapaTaMd  MIM  COOOIUEHHbIE B pamKax
MOCTPETUCTPALlMOHHOTO UCIIOJIb30BaHUs neMOponusymaba, nepeuncieHsl B Tabnuue 2. Drtu
PCaKiMi MPEACTABICHbl [0 CHCTEMHO-OPraHHBIM KjaccaM M 4acTtore. YacTOThl yKa3aHbl 110
CIENYIOMIMM KaTeropusM: 04eHb yacTeie (>1/10); gactsie (>1/100 mo <1/10); neuactsie (>1/1000
z0 <1/100); peaxue (>1/10000 mo <1/1000); ouens pesxue (<1/10000) i HeM3BECTHO (YACTOTA He
MOKET OBITh OLICHEHA HAa OCHOBAHMH HMMEIOIIMXCS JAHHBIX). B Ka0# 4acTOTHOM rpymie
HEXEJIaTe/IbHbIe PEaKIUH PACIIOOKEHbl B MOpPsIKe YObIBAHUS Cephe3sHOCTH. HexenaTeapHbie
PeaKlMy, BO3HHMKAIONUIME IPU TNPUMEHEHHH TOJBKO neMOponu3ymadba WM KOMIIOHEHTOB
KOMOMHHMDOBAaHHOH TEpanuu, NPUHUMAEMBIX [0 OTAENLHOCTH, MOTYT BO3HMKATH I[PH HX
COBMECTHOM INPHUMEHEHUH, J@Xe €CIH B KIMHUYECKMX HCCIEAOBAHUSX KOMOMHMPOBAHHOI
TEpaNuM O JaHHBIX PEaKIUAX co00manock. s 1onoaHuTeIbHOM HHpOPMAIHH 10 6e30IaCHOCTH
IpY NpUMEHeHHH meMOpomu3ymaba B KOMOMHMPOBAHHOM TepamumM O3HAKOMBTECH C

MHCTPYKUHUSAMH 110 MPUMEHEHHIO COOTBETCTBYIOIMX KOMIOHEHTOB KOMOMHUPOBAHHOI Tepariuu.

Tabanua 2. HexxenaterbHble peakivy y MalMEeHTOB, MOJTyYaBlIMX TEPAIHIO HeMOpoIn3yMabom*

Monorepanus B xomOunauuu ¢ B xombunauuu ¢
XHUMHOTepanuei AKCHTHHHOOM HJIN
JICHBATUHUOOM

Hndexunonnsie n napasurapusie 3a60/1eBaHns

Ouenp HH(pEeKIMHU

4acTo MOYEBBIBO/ISIIIMX
nyTen

Yacto TTHEBMOHUS ITHEBMOHHSI ITHEBMOHHUSI

Hapymenusi co cTopoHsl KpoBu u iuMdpaTH4ecKoii cueTeMbl

Ouenb aHeMHUsI aHEeMHUs, HEUTPONeEeHHUs, | aHEMHUsI
4acTo TPOMOOLIMTONEHHUS,
JIEUKOTICHHUS
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Yacro TPOMOOILUTONIEHHUS, bebpunbHas HEUTpoIeHus,
HEUTPOIICHHUS, HEUTpOnEHUS, JIEUKOIIEHUS,
muMGOTIeHUS muMponeHus TPOMOOLIUTOIIEHHUS,

numboneHust

Heuacto JIEUKOIIEHHS], 903UHOGUIHS 303UHOUITHS
503UHOHITHS

Penxo UMMYHHas reMOJUTHYECKAs
TPOMOOIUTONEHHS, aHeMus, MMMYHHast
IeMOJIMTHYECKAs aHeMHUs, | TPOMOOIMTONIEH S
MCTHHHAs PUTPOLIUTApHAS
ariasus,
reMogarouTapHbIi
JTUM(POTHCTHOLMTO3

Hapymenusi co cTopoHbI HMMYHHOI CHCTEMBbI

Yacro MH(DY3UOHHAS peaKius® MHQY3uOHHas peakuus® | uHQy3MOHHAS

peakuus®

Heuacro CapKou103

Penxo capKou03

HewusBecTHo | oTTOpX!KEHHE
TPaHCIUIaHTaTa COJIUAHOrO
oprana

HapymeHnusi co cTOPOHBI JHAOKPHHHOI CHCTEMBbI

OueHs rUNOTHPeo3 TUMOTHPEO3® TUIIOTHPEO3

4acTo

Yacro TUIEPTUPEO3 HEJJ0CTaTOYHOCTh HEJI0CTaTOYHOCTh

byHKIH byHKIMHK
HaJIMOYEeYHHKOB®, Ha/IITOYEUYHHUKOB,
TUpeoHanT?, TUIEPTHPEO3,
TMIOTHPE03® Tupeor T

Heuacro HEJI0CTaTOYHOCTh runodusut’ runopusut’
byHKIHH
Ha/IITOYEYHUKOB®,
runodusnut’, Tupeoumt?

Penxo THIIOTIapaTHPeO3 TUnonapaTupeo3 TUIIONAPATHPEO3

Hapymenusi co cTopoHsI 00MeHa BemecTB U MUTAHUS

Ouenb CHIDKEHHUE alIeTuTa TUTIOKAJTHEMHSL, CHMIKEHHE areTuTa

4acTo CHU)KEHME amreTurTa

Yacro TUIIOHATPUEMHS, TUIIOHATPUEMHUS, TUTIOKATHEMHSL,
TUIIOKAIHEMHS, TUIIOKAIBLIIUEMHUSI TUIIOHATPHEMUS,
TUITOKAJIbLIIHEMHSI TUIIOKAJIBLIEMHSI

Heuacro caxapHblii quaber 1 tuma® | caxapubiii  gmaber 1 | caxapueii  guaber |

THa® THIa®

Hapymenust nenxuxn

Ouenb HeccoHHmIa

4acTo
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Yacro OeccoHHuIa | OecconHu1A
Hapymenusi co cTopoHbl HEPBHOI CHCTEMBbI
Ouenp rosioBHasi 6016 nepudepuyeckas rOJI0BHAs 6011b,
4acTo Helponarusi, TOJIOBHAS | AMCIEB3HS
00J1b, TOJOBOKPYIKEHHUE,
JIUCTEeB3UsI
Yacro rOJIOBOKPYIKEHHE, arnaTU4HOCTh FOJIOBOKPYKEHHE,
nepudepuyeckas nepupepuyeckas
HeiponaTus, anaTHYHOCTb, Helponarus,
JTCTEB3Us anaTUYHOCTh
Hewacto SMUIIETICHS sHUEQATUT", FMUIENCHs | MHACTEHHYECKUIA
cunapoM', sunedanut’
Penxo cungpom ['mitena-Bappe’, | cunapom ['mifeHa- | HEBPUT  3PUTETBHOIO
suuepammt, muenut®, | Bappe, HepBa
MMACTEHUYECKHH MHACTEHUYECKH it
CHHIpOM', MEHUHTUT | CHHIPOM
(acenThueckuit),  HeBpUT
3pUTENIBHOTO HEpBa
Hapymenus co cTopoHsl oprana 3spenus
Yacro CyXOCTb IJia3 CYXOCTb TIJ1a3 CyXOCTb IJ1a3
Heuacro yBeuT" yBeut"
Penxo cunapom ®Dorra-Kosinaru- | ypeut™ CHUHAPOM ®orra-
Xapana Kosnaru-Xapana
Hapymenusi co cropons! cepaua
Yacro HapyIIeHHe  CEPJICYHOrO | HapyLIeHHE CEPJEYHOro | HapyIleHHE
put™a’ (Bkirouas | purma’ (BKmouas | cepneysoro  purMa’
GbubpuIsIINIO bubpusIHo (BKIIOYast
npecepanii) npeacepaunit) bubpunsanuo
npeacepanii)
Heyacto MHUOKap/IUT, MHOKap/ T, MHUOKapIHT,
N€pUKapIHaIbHbIA BBINOT, | MepUKapAHAIbHBIHI nepuKap1aIbHbIH
HepUKapaAnuT BBIIOT, EPUKAP/UT BBITNOT
Hapymenusi co cropons! cocyaos
Ouenp ITOBBIIICHHUE
4acTo apTepUaIbHOIO
JIaBIICHUS
Yacro TMIOBBIIICHHE TIOBBIIIIEHUE
apTepHaIbHOrO AABJICHUS | apTEPHAIbHOTO
JIaBJICHUSI
Heuacro BacKyJuT® BackyJuT’
Penko BacKy T’
Hapymenusi co C€TOpPOHBI JbIXaTeIbHOH CHCTEMbI, OPraHOB TIPYAHONH KJIETKM M
Cpe10CTeH s
Ouenp OJIbIILIKA, KaIlleJb OJIBIIIIKA, Kallelb OJIBIIIIKA, Kalllesb,
4acTo auchoHUs
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Yacro ITHEBMOHHUT? MTHEBMOHHTP ITHEBMOHUT?
Hapymenusi co cTOpOHBI eIy J04MHO-KHIIEYHOr0 TPAKTA
Ouenn nuapest, 0oip B KUBOTeY, | TOLIHOTA, apesi, | quapest, 001 B
4acTo TOIIHOTA, PBOTA, 3a10p pBota, 60ib B xuBoTEY, | KHUBOTEY, TOILIHOTA,
3amnop pBOTa, 3arnop
Yacro KOJIUT', CyXOCTh BO PTY KOJIHT', racTpyT, | KOJUT', MaHKpeaTut®,
CYXOCTb BO PTY racTpPUT, CYXOCTh BO
pTY
Heyacro MaHKpeaTuT, racTpUT, | MaHKpeaTUuT®, U3BS3BIICHHE  CTEHKHU
U3BA3BIICHHE CTEHKH | U3BA3BIIEHHE CTEHKH | JKeJy104HO-
KeJTy I0YHO-KHILIEUHOTO ’KEJTy JOYHO-KHIIEYHOTO | KHILEYHOro TpakTa'
TpakTa' TpakTa'
Penxo nepdoparus TOHKOro | nepdopanus  TOHKOro | nepdopauusi TOHKOIO
KUILIEYHUKA KMILIEYHUKA KMILIEYHHUKA
Hapymenus co cTopoHbI ne4eHn U KeT4eBbIBOASAINX My Teit
. YacTto renatut" renatut"
Hewacto renatut"
Penxo CKJIEPO3UPYIOLIHIH CKJIEPO3U YOI
XOJIAHTUT XOJIAHTUT
Hapymenusi co cTopoHbI KOKH U MOAKO0KHBIX TKAHE
Ouenp chnb", 3y* ajonenus, 3y, ceinp” | 3y, coinp®
4acTo
Yacro TSDKEJTIbIE KOXHBIE | TSDKEJIbIE KOXHBIE | TSKEJIble KOYKHBIE
peakuun’, JpUTEMA, | peakiuu’, dpHUTEMA, | peakuuu’, JepMarur,
JEPMATUT, CYXOCTb KOXH, | aKHEU(POPMHBIN CYyXOCTh KOXH,
BUTHITUTO?, aJlonenys, | IepMaTUT,  JepMAaTHT, | IpUTEMA,
dK3eMa,  aKHEeH(OPMHBIH | CyXOCTb KOXKH, oK3eMa | akHeu(OPMHHbIit
JepMaTUT JIEPMATUT, ajI0MeLUs
Heuacto ncopuas,  JIMXEHOMJHBIH | IcOpHUa3s, JUXECHOMIHBIN | 9K3eMa, JIMXEHOM IHDIHI
. Keparo3®, rnaryJja, | Keparto3®,  BUTHJIMIO®, | Keparo3™, ncopuas,
U3MEHEHUS 1IBETA BOJIOC naryJia BUTHJIUTO?, rnarryJia,
U3MEHEHHUSI 1BETA
BOJIOC
Penxo CHUH/IPOM CruBeHca- | cHHAPOM CtuBeHca- | TOKCHYECKHUH
JIKoHCOHa, y3noBas | JDKOHCOHa,  y3i0Batast | SIHAEPMalIbHbIH
IpUTEMA, TOKCHYECKHH | S)puTeMa,  HM3MEHEHHs | HEKPOJIU3, CHHJIPOM
SMHUACPMAILHBIA HEKPOJIU3 | IIBETA BOJIOC Crusenca-/Ixoncona
HapymeHnusi co cTOpoHbI CKeJI€THO-MBIIIEYHOI CHCTEMBI H COCAMHUTENLHOM TKAHN
| Ouenp CKeJIETHO-MBIIIIEYHAS apTpairus, CKEJEeTHO- | apTpaiirusi, CKeJIEeTHO-
4acTo 606", aprpanrus MBIIICYHAs 60716, | MbIIeuHas 60716,
MHO3UT"® MHO3UT,  0OoJib B
KOHEYHOCTH
Yacro Gomb B KOHEYHOCTH, | GONb B KOHe4HOCTH, | apTpuT®
MHO3uT, apTpuTdd apTpurd
Heuacro TEHOCUHOBHUT®® TEHOCUHOBUT®® TEHOCUHOBUT®®
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Penxo

Cunapowm Illerpena

Cunnpom llerpena

| Cunnpom lllerpena

Hapymenusi co cTopoHbI Mo4eK H MOYEBbIBOASIIIUX MyTei

Yacto ocTpoe  moBpexaeHue | Hepput!
N0YeK
Heuacto nedpur’ nedpur’,
HEeMH(]EKIIMOHHBI
LUCTHUT
Penxo HeUH()EKIIMOHHBIH [IUCTUT HEUH(DEKIIMOHHBII
LHUCTUT
OO6mue pacerpoiicTBa M HAPYLIEHHUsI B MeCTe BBEJICHUS
Ouenp yCTaJlOCTh, aCTeHMs, | yCTalIOCTh, acTeHMsl, | yCTaJlOCTh,  aCTEHHUs,
4acTo OTeK®E, MIOBBILLICHHUE | MOBBIIICHHE OTeK®®, MOBBIIIEHHE
TeMIlepaTypsbl Teja TEMIIEPATY PbI TeJa, | TeMIEpaTyphl Teja
oTex®®
Yacto rpunnonogobHoe rpUnmnonoaobHoe TPUIIIONOI00HOE

3aboJieBaHue, 03400

3abosieBaHue, 03400

3aboJieBaHue, 03H00

JlaGopaTopHble H HHCTPYMEHTAIbLHBIE JaHHbIE
Ouenn MOBBIIIEHHE TOBBIIICHHUE
4acTo AKTUBHOCTH AJIT, | akTUBHOCTH  JIMIIA3bl,
IIOBBIIIEHHE TMIOBBIILICHUE
aKTUBHOCTH ACT, | akTMBHOCTH ACT,
TIOBBIIIEHUE MOBBILICHUE
KOHIIEHTpaLUH aKTUBHOCTH AJIT,
KpeaTHHUHA B KPOBH TMOBBIIIEHHE
KOHIEHTpALMHU
KpeaTHHHUHA B KPOBH
Yacro TIOBBIIIEHHE  AKTUBHOCTHU | TOBBIIICHHE TIOBBILIIEHHE
AJIT, MOBBIIIEHUE | KOHLIEHTPALIUH AaKTUBHOCTU aMMJIa3bl,
aKTUBHOCTH ACT, | kpeaTuHHHAa B KpPOBH | MOBBIILICHHE
TUIEepKaIbIIUEMHS, TUIIepKAJIbIEMUS, KOHLIEHTpAllUH
TMOBBIIIEHHE  AKTUBHOCTH | MOBBIIIEHHE OunupyOuna B KpoBH,
meno4Hoi  ¢ocharaspl B | aKTUBHOCTH  ILEJTOYHOMN | MOBBIIICHHE
KpOBH, TUNepKanbuuemMus, | pocdarasbl B  KpPOBH, | aKTUBHOCTH LIEJIOYHOM
TMOBBIIICHHE TUIepKaIbIHEMHus, dbocdarazsl B KpoBH,
KOHUEHTpaIMH TMIOBBIIICHHE TUNEePKaTbIIUEMHUs]
Ounupy6uHa B KPOBH, | KOHIEHTPALIUH
IIOBBILLICHUE OunupyOuHa B KpoBH
KOHIIEHTPAI[HH
KpeaTMHHHA B KPOBU
Heuwacto NOBBIIIEHHE  AKTUBHOCTH | TOBBIIIEHHE
aMuUIIa3bl aKTMBHOCTH aMHJIa3bl

*YacToTa HexenaTenbHbIX peakumii, nepeumcienHbix B Tabanie 2, MoxkeT GbITh CBA3aHA HE TOJILKO C IPUMEHEHHEM

neM6ponn3yma6a B Ka4€CTBE MOHOTEpANWu, HO U C OCHOBHbIM 3a0osieBaHHEM HJIH C APYTrUMH JIEKAPCTBCHHbLIMH

npenapaTamu, HCTOoMb3yeMbIMU B KOMOMHUPOBAHHOM Tepanuu.
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"Ha ocHOBaHHM CTAHIAPTHBIX 3aNPOCOB B 623y JAHHBIX HEXENATENbHbIX PeaKiii, BIIIOUAIOLIIX GPaiuapiT™Mum u

TaXHapUTMHUH.

Cnenytoue TepMuHBI MpPEACTABNAOT COGOH Ipynmy B3aUMOCBS3AHHBIX COOBITHH, KOTOpbIE OMMCBIBAIOT

MEIMLIMHCKOE COCTOSIHUE, @ HE OJIHO COOBITHE:

a.

e

@ oo

—

UH(Y3MOHHbIE peakuuu (TMMepuyBCTBUTEIBHOCT K JIEKAPCTBEHHOMY Mpenapary, aHaguiakTHuecKas
peaxuus, aHaunaKToMaHas peakuus, rHNepuyBCTBUTENbHOCTD, MH]y31oHHas peakuus
TUINEPYyBCTBUTEILHOCTH, CHHAPOM BbICBOOOKIEHHS LIMTOKUHOB M CbIBOPOTOUHAS GOJIE3HB);

THIOTHPEO3 (MUKCEIEMA MIIM UMMYHOOMOCPEA0BAHHBII THITOTHPEO3);

HEJIOCTATOYHOCTb  (YHKUMH HaanoueuHukoB (Gonesdb AINCOHA, OCTPas HENOCTATOUHOCTH KOPbI
HaMOYeYHUKOB, BTOPUUHAS HEOCTATOYHOCTh KOPbI HAAMOUEYHUKOB);

THPEOUANT (ay TOUMMY HHbI THDEOMANT, 3a00/1eBaHNE LNTOBHAHOM XKese3bl U OCTPbIi THPEOHIHT);
runeptupeos (basenosa 6osests);

TUIO(GU3UT (TUIONUTYUTAPU3M, TMMPOLUTAPHBIH rUNOGU3UT);

caxapHblii n1naber | Thna (anabeTHyeckuii KeTOALMI03);

3HUEeDANTUT (ayTOMMMY HHBII SHUEPATHT, HeMHPEKUMOHHBIH FHLEDATHT);

MHaCTeHUYECKNH CUHAPOM (MHACTEHUs FPABHC, BKIIOYAs 000CTPEHKE);

cunapom I'niieHa-baitepa (akconanbHas HelponaThs 1 AeMHETMHU3UPYIOLAs NoauHeiiponaTus);

MHUENUT (BKJIIOYAS MONEpeUYHbIil MUeTUT);

MEHUHTHUT acenTHYeCKUI (MEHHHIUT, MEHUHTUT HEMH(DEKLIMOHHDIA);

YBEUT (XOPMOPETHHHUT, BOCTIANIEHHE PaLy)KHOH 060I0UKH I71a3a 1 MPHAOLMKINT);

MHOKapaMT (ay TOMMMYHHBIf MUOKApNT);

BackyuT (BackynuT LIHC, aopTuT, riraHTOK/I€TOUHBII apTepuuT);

MTHEBMOHUT (MHTEpCTHLHMANIbHOE 3aboneBaHue JIETKHX, MHEBMOHMUSI opraHusytouiasics,
MMMYHOOTOCPE0BAHHbIH THEBMOHUT W HMMYHOOMOCPEA0BAHHOE 3a00/1€BaAHHME JIEMKHX);

6011b B kMBOTE (IMCKOM(OPT B XK UBOTE, GOJIb B BEPXHEH 4ACTH XKHMBOTA, BOJIb B HIDKHEN YacTH KUBOTA);
KOJUT (KOJIMT MUKPOCKOTMYECKHMH, JHTEPOKOJIUT, reMOPPArniecKuii IHTEPOKOIUT, Ay TOUMMY HHbIH KOJUT
1 UIMMYHOOTMOCPE10BaHHBIIf IHTEPOKOIIUT);

MaHKPeaTUT (8y TOMMMYHHBI NAHKPEATHT, OCTPbIif MAHKPEATHT U UMMYHOOIOCPEA0BAHH DI MaHKPeaTHT);
M3bSBJICHNE CTEHKH XKETyI0YHO-KUILIEYHOr0 TpakTa (s3Ba XKelyaKa U IyOoJdeHalbHas s38a);

renaTuT (@yTOMMMYHHBIH renaTurt, MMMYHOONOCPENOBAHHBIH rENaTHT, JEKAPCTBEHHOE MOBPEKIEHNUE
NEeYeHU U OCTPBIi renaTur);

CKJIEPO3UPYIOLHI XOMAHTUT (MMMYHOOTOCPEI0BAHHBIN XONAHTUT);

3ya (KpanuBHMLA, Naryie3Has Kparn1BHULA U 3yl [0JI0BbIX OPraHoB);

Chilb (3pUTEMATO3HASA ChbiMb, (QOLTHKYNSAPHAS Chbilb, MaKyJle3Has Cbillb, MaKyJle3HO-NAMNYIe3Has Chillb,
rnaryJie3Has Cblifb, 3y 151118 Cbilb, BE3UKYJISIPHAS ChIMb U ChbIMb HA M10JO0BLIX OPraHax);

TSOKEJIble KOXKHbIE peakuuu (3kc(hosMaTHUBHAsA Chilb, NeMQUryc u 11000e M3 CAeAylOWMX ABIEHHH >3
CTEMEHH TSKECTH: OCTPbI (HeOpuabHbIi HEeHTpOUIBHBIA AepMaTo3, ywub, nponekeHb, Oyine3Hblil
NEpMaTHUT, OKC(OJMATUBHBIN [AEPMATUT, AEPMATHT MCOPHa3M(POPMHBIN, MEIMKAMEHTO3HAS CblIllb,
MyJIbTH(GOPMHAs IpUTEMA, XKENTyXa, KPacHbI MI0CKHI InLuail, KpacHblii MIOCKHit Aniail pra, nempuromns,
3yH, TEHWTAlbHbIH 3y[, Cbilb, SPUTEMATO3HAs CblMb, MaKyJe3HO-MArnyjie3Has Cbllb, 3YASLIAS ChIlb,
MyCTYJIE3HAs Chillb, MOBPEXAEHHUE KOXH, HEKPO3 KOXH M TOKCHUECKHE BbIChITAHUS Ha KOKE);

BUTHUJIUTO (HCHHFMCHTaLlMﬂ KOXXH, TMITONIMIMEHTALIUS KOXKU U FUIIONUTMEHTALUS BEK);
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aa. JIMXEHOMIHBIA KepaTo3 (KpacHblit MIoCKHii MuIail u ckiepoatpoduueckuii numaii);

bb. ckeneTHo-MbieyHas 60/b (CKENETHO-MBbIIIEYHbIT auckomdopt, 60nb B CHMHE, CKENETHO-MblLIEYHAs
CKOBAHHOCTb, CKeJIETHO-MblLIe4Has 60/1b B IPYIHON KJIETKe M KpUBOLLEs);

CC. MMO3HT (MHAIHs, MUONIATHSA, HEKPOTH3UPYIOLIMIA MHO3HT, ONMUMHUATHSI PEBMATHUECKas 1 PAGAOMHOIH3);

dd. apTpuT (0Tek CyCTaBOB, M0JIMAPTPHUT M CYCTABHOI BBINOT);

€e. TEHOCHBHUT (TEHAMHHT, CHHOBHT U GOJIb B CyXOXKMINAX);

ff. nedpur (ayToMmmyHHBIH HedpuT, TyGYIOMHTEpCTHLHMAIBHBI HeDPUT M MOueyHas HENI0CTATOUHOCTD,
0CTpast MOYe4Has HEIOCTATOYHOCTh WIM OCTPOE [MOBPEXIEHHE [OYEK C MpU3HAKAMM HedpuTa,
He(ppoTHYECKHit CHHIPOM, ITIOMEPYIOHEPPUT U MEMOPAHO3HbI# riaomepyoHedpur);

gg. otek (oTek mepu(pepuuecKkuil, reHepaNn3OBaHHbIii OTEK, TMMEPBONEMHUS, 3aePKKA KUIKOCTH, OTeK BEK M

oTek ry6, OTek JMua, IOKaJIH30BaHHbI OTEK M NEPUOPOUTATIBHBII OTEK).

Onucanue HEKOTOPBIX HEXEJIAaTEIbHbIX peaKIIUi

JlaHHBIE U CrE/IOMMX HMMMYHOONOCPEIOBAHHBIX HEKeNaTeNbHBIX Peakiluii oCHOBAHB Ha
MH(OpPMALMK Y NAIMEHTOB, MOJIyYaBIIMX NeMOPOIM3yMad B KIMHHYECKMX HCCIEIOBAHUSX B
YETBIPEX PeKMMax J03UPOBaHMsA (2 MI/KT MacChl Tejla Kaxaele 3 Hemenu, 10 MI/Kr Macchl Tea
Kaxzaple 2 uin 3 menenu uim 200 Mr kaxsle 3 Henenn). PexoMeHIauuu o BeIeHuIo NalMeHToR
C YKa3aHHBIMU HEXKeNaTeIbHbIMU PeaKLUAMU OMUCAHbI B paszelie « Ocobble yKazaHusy.

Hmmynoonocpedosannvie nesceramenvuvle peakyuu (cm. « Ocobvie ykazanusy)

Hmmynoonocpeoosannviii nnemonum

Y 314 (4,4%) nauueHToB, MOIyYaBIIAX NeMOPOIN3yMad, pa3BUIICS ITHEBMOHKT, B TOM YHCIe 2,
3, 4 w5 crenenu Tsxectw y 138 (1,9%), 80 (1,1%), 19 (0,3%) u 9 (0,1%) nauuenton
COOTBETCTBEHHO. Meamana BpeMeHM [0 Havyana pa3BUTHs [THEBMOHMTA cocTaBuia 3,7 Mmecsia
(nmamason ot 2 aneit 1o 27,2 mecsua). Meauana npoao/pKUTeNbHOCTH coctaBuia 2,0 Mecsia
(mmanason ot 1 go 51,0+ mecsna). ITHeBMOHHMT pa3sBuBajicsi Hambonee 4acTO y MAlMEHTOB,
KOTOPBIM ITPOBOAMIIM JYY€BYIO TEparuiO OPraHoB IpyaHOM KieTku B aHamHese (8,1%), uem y
NalMeHTOB, KOTOPLIM paHee He MPOBOIMIIH JIy4YeBYIO TEpaIHiO OPraHoB rpyAHoN KieTkH (4,1%).
[Ipexpauienne Tepanuu nem6poIu3yMabom B CBS3H C THEBMOHMTOM noTpeboBaock y 129 (1,8%)
nanuenToB. [TneBMoHuUT paspemmics y 188 nauuenTtos, B 6 ciayyasx HabIIOIAINCH OCIOKHEHHUS.
Y nauuentoB ¢ HMPJI passuncs nueBmonut B 160 (5,7%) ciyuasx, B ToMm uncie 2, 3, 4 wmu 5
crenenu TsokectH y 62 (2,2%), 47 (1,7%), 14 (0,5%) u 10 (0,4%) namueHToB COOTBETCTBEHHO. Y
naieHToB ¢ HMPJI, KOTOpBIM POBOAMIIM Ty4eBYIO TEPAITHIO B aHAMHE3€, THEBMOHUT Pa3BHIICS
B 8,9% ciy4aes. ¥ manuenToB ¢ xJIX 4actora pa3BuTHs MHEBMOHHMTA (BCE CTEMEHM TSIKECTH)
Obuta B nuanaszone ot 5,2% mo 10,8% B nccnenosanunsx y nanuentos ¢ kJIX KEYNOTE-087
(n=210), u KEYNOTE-204 (n=148) cOOTBETCTBEHHO.

Hmmynoonocpedosannuiii konum

Lft.201.1.RU.02.01 23




Y 140 (2,0%) nanueHTOB, M0JTyYUBIIHX neMOposu3ymad, pa3BuIICs KOIMT, B TOM 4ucIe 2, 3 Wiu
4 crenenn Tsxkectn y 42 (0,6%), 74 (1,1%) u 6 (<0,1%) naumentos cooTBeTcTBeHHO. Meanana
BPEMCHH 110 Havalla pa3BUTHs KOaMTa cocTaBuia 4,7 Mecsua (amanason ot 2 aueit go 24.3
Mecsita). Meauana nponomkutensHoctH coctauna 1,0 Mecsiia (juanason ot 1 jus g0 45,2+
mecsua). [Ipekpamenne Tepanun neMOpoIM3yMaboM B CBSI3H C KOJHTOM notpedoBaiocs y 41
(0,6%) mnammentoB. Konur paspemmncs y 115 nauwentos, B 2 ciy4asix HaOJIoanuck
ocinoxkHeHus. Y mauuentoB ¢ KPP, nomyuasmux nem6ponusymab B kauectse MOHOTEpaIu1u
(n=153), yactora pa3BuTHs KoiuTa coctaBuna 6,5% (Bce crerneHu TshkecTH) ¢ 2,0% 3 crenenu
TsKeCTH M 1,3% 4 cTeneHu TSKeCTH.

Hmmynoonocpeoosannwiii 2enamum

Y 70 (1,0%) namueHToB, nosyuuBIINX nemMoponu3ymab, pa3BUIICs TENaTHT, B TOM YUCie 2, 3 uiu
4 crenenu Tskectn y 11 (0,2%), 47 (0,7%) u 8 (0,1%) mammeHTOB COOTBETCTBEHHO. Meuana
BPEMEHM 10 Ha4ajla pa3BUTUs renaTtura cocraBuia 3,9 mecsua (auamazon ot 8 aueit 1o 26,3
Mecsina). Menuana nponoKUTENBHOCTH cocTaBuia 1,2 Mecsana (auanazon ot 1 gms g0 22,5+
mecsina). [Ipexpamenne Tepanuu neM6ponn3ymMaboM B CBSI3M C TeNaTHTOM NOTpeGoBanoch y 29
(0,4%) nauuenTos. ['enatut paspemmics y 54 naumueHTos.

Hmmynoonocpedosannwiii Heghpum

Y 30(0,4%) nmaumentos, monyuyMBUINX MeMOPOIM3yMad B KauecTBE MOHOTEPAIHM, Pa3BHIICS
HebpuT, B TOM umcle, 2, 3 wm 4 crenenu Tsokectu y 8 (0,1%), 16 (0,2%) u 2 (<0,1%) nmanueHToB
COOTBETCTBEHHO. Menuana BpeMeHM 10 Hadala pa3BuTus Hedputa cocraBumna 4,6 mecsua
(nmanason ot 12 nueit 1o 21,4 mecsiua). Meuana npoao/KUTEIBHOCTH cocTaBmia 6,9 mecsna
(maanason ot 6 ameit 1o 28,2 mecsua). [Ipekpauienne Tepanuy neMOpoIM3yMaboM B CBS3U C
Heputom norpebonanocs y 13 (0,2%) nauuentos. Hepput paspemmncs y 18 naunentos, B 5
ciyyasx HabJIoAINCh OCI0XKHEHNUs. Y NALMEHTOB C HEMIOCKOKJIeTouHbIM HMPJI, nosyunBimx
TepaIuio nemOpoau3ymabomM B KOMOMHAIIMM C XHMHOTEpaIuell, BKIIOYalomeil nemMerpexce1 u
npenapar miatussl (n=488), yacrora pazButus Hedputa cocraBuia 1,4% (Bce CTENEHH THKECTH)
¢ yactoroit 0,8% st 3 crenenu Tsoxkect U 0,4% U1 4 CTENEHU TSHKECTH.
Hmmynoonocpedosanvie 3HOOKPUHONAMUU

Y 62 (0,9%) nauuenToB, noxy4uBIIEX NeMOPOIH3yMad, pa3Buiach HEAOCTATOUHOCT DYHKIMK
Ha/IOYEYHUKOB, B TOM 4ucie 2, 3 win 4 crenenu Tsoxecta y 27 (0,4%), 27 (0,4%) u 4 (0,1%)
MAlMeHTOB COOTBETCTBEHHO. Meinana BpeMeHH J10 Havyasa pa3BUTHSI HEJ0CTATOYHOCTH (Y HKIIMH
HAJIMOYEYHUKOB cocTaBuia 5,5 mecsua (amamason ot 1 jus jgo 23,7 mecsina). Menuana
POJIOJDKUTEIbHOCTH He ObLila IOCTUTHYTa (Mana3oH oT 3 aueit 10 40,1+ mecsua). [pexpamenue

TEpamnuunu HCM6pOJ’IH3yM360M B CBA3H C HEAOCTATOYHOCTBHLIO ¢)yHKLII/IPI HaAITOYE€YHHUKOB
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norpebosanock 'y 5 (0,1%) mnanmentos. Hejpoctarounocts (GyHKUMH  HaAMOYEYHUKOB
paspemuiocs y 24 namueHTos, B 10 ciryuasx HaGIIOAQTHCEH OCIOKHEHHS.

¥ 40 (0,6%) nauuenToB, MOy 4UBIIMX 1eMOPONHM3YMal, pasBHIICs runoGu3uT, B TOM 4yucie 2, 3
umi 4 crenenn tsokectd y 15 (0,2%), 21 (0,3%) u 1 (<0,1%) MAaUMEHTOB COOTBETCTBEHHO.
Mennana BpemeHu /10 Hayana pa3BUTHS runodusmuTa cocraBuia 5,9 Mecsana (auanazon ot 1 gus
no 17,7 mecsua). Mennana npoaoKMTENLHOCTH COCTAaBMIIA 3,3 Mecsna (auana3oH oT 3 auel 10
48,1+mecsiua). Ilpekpamenne Tepanuu nemMOponu3ymMaGoM B CBA3M ¢ TUIO(GU3UTOM
norpebosanocs y 10 (0,1%) nauuenros. unodusur paspemmiics y 19 nanuentos, s 8 ciryyasix
HaOIIOJATTUCH OCIIOKHEHHUS.

Y 344 (4,8%) nauneHToB, moJy4uBIIMX IeMOPoIH3yMas, pa3BHIICS TUIIEPTUPEO3, B TOM YHCIIE 2
umi 3 crenenu Tsokeetn y 93 (1,3%) u 8 (0,1%) manmeHToB COOTBETCTBEHHO. Menana BpEMEHHU
10 Hayana pasBUTHS TMIEPTUPEO3a cocTaBuia 1,4 Mecsaua (auanason ot 1 aus 10 23,2 Mecsua).
Menunana npofo/mKUTEIbHOCTH cocTaBuaa 1,6 Mecsina (auanason ot 4 aHeit 10 43,1+ mecsua).
[Ipexpaienne Tepanuu nemGpoIM3yMaboM B CBSI3M C TMIEPTHPEO3OM notpedoBajoch y 3 (<
0,1%) naumentoB. I'mmeprupeos paspemmncs y 282 (82,0%) naumenta, B 11 ClIyvasix
Ha0II0IaTUCh OCIIOKHEHHS. B aIbI0BAHTHOM MCCIIEI0BAHMH IALMEHTOR C pesenupoBanubiv [TKP
W MEaHOMOHM, MOJNy4aBIIAX MeMOPOIM3yMalb B KauecTBE MOHOTEPANMM IPH aXbIOBAHTHOM
neyennnu (n=1480), yactoTa pasBuTHs runepTpuo3a coctasuna 10,9% (Bce crenenu TSKECTH),
OonpIast 4acTh KOTOPOro 6s1a 1 Wik 2 CTENeHH TSHKECTH.

Y 856 (12,0%) nauuenTos, noxyunBIImMX neMGpoIu3yMab, pazBHIics TUIIOTHPEO3, B TOM YHUCIie 2
uimu 3 crenenu Tsxectn y 630 (8,8%) u 8 (0,1%) marnmeHToB cOOTBETCTBeHHO. Memuana BpEMEHH
10 Havana pasBUTHUs TMIIOTHpPEO3a cocTaBuia 3,4 mecaua (auamason ot 1 aus 1o 25,9 mecsia).
Mezmana npooKUTeIBHOCTH He GblIa JOCTUIHYTA ([MANa3oH oT 2 jaHeil 10 62,9+ Mmecsua).
IIpexpamenue Tepanuu memGponu3ymMaboM B CBS3M C THIIOTHPEO3OM norpedoBaiocy y 4
naunenToB (<0,1%). I'mnotupeos paspemmncs y 199 (23,2%) naumentos, B 16 ciryqasix
Habmoznamics ocnoxuenus. Y naumentoB ¢ kJIX (n=389) uacrtora passutus THIIOTHpPEO3a
cocraBuna 17%, Bce ciayuau Obutd 1 M 2 crenmenu Tskectu. Y manuedToB ¢ [IPIIILI (n=909),
NMOJyYMBIINX neMOpoM3ymal B KayecTBE MOHOTEpAlMM, YacTOTa Pa3BHTHS TMIIOTHPEO3a
cocrasuina 16,1% (Bce crenenu TsokectH) ¢ yactoroit 0,3% s 3 crenenu Tskecty. Y NalMeHTOR
¢ [IPTI (n=276), nosyuuBmux nemoponu3ymad B KOMOMHAIMK C XUMHOTEpAIHEl, BKIIIOYaBLIei
npenapar IiaTuHel ¥ 5-PVY, yacTora pa3BUTHA THIIOTHPEO3a cocTaBuia 15,2%, Bee ciyyan 6bUtH
I wm 2 cremenn TskecTH. Y NALMEHTOB, [OJy4YaBUIMX JeYeHHE NeMOPOIM3yMaboM B
KOMOMHALMH ¢ akCUTHHUOOM M JIeHBAaTHHHOOM (n=1456), yacToTa pa3BUTHs TMIIOTHPEO3a Oblia

46,2% (Bce crenenu TshxkectH) ¢ gonei 0,8% 3 u 4 creneneit Tsokect. B nauuentos ¢ [IKP u
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MEIaHOMOM, MOJyYaBlIMX memMOponu3ymad B KauectBe MoHoTepanuu (n=1480), uacrtora
pa3BuUTHS THIIOTHpPEo3a Obina 17,7%, Gombluas yacto KOTOporo Obia 1 um 2 cTenenu TSHKeCTH,
Hmmynoonocpedosannbvie KoJCHbLE HedcesamenbHble peakyuu

Y 116 (1,6%) naunento, nojyuuBumx neM6poan3ymasd, pa3sBHiIuch HMMYHOOIIOCPE0BAHHbIE
TSDKEJIBIE KOXKHBIE PeaKiuy, B TOM yncie 2, 3 uau S crenenu sokectu y 11 (0,2%), 91 (1,3%) u 1
(<0,1%) nauuenToB cooTBeTCTBEHHO. Meiuana BpeMeHH 10 Havana PasBUTHS TSKEIBIX KOKHBIX
peakumii cocraBuna 3,5 Mecana (amamasoH ot 3 gmedt g0 25,5 Mecsma). Menunana
MPOJOJIKUTENBHOCTH cocTaBmia 1,9 mecsna (auanason ot 1 aust 10 47,1+ mecsua). [pexparenne
Tepanuu nemOpoIu3ymMaboM B CBSA3M C THKEIBIMU KOXKHBIMH pPeaklMsMu N0TpeboBanoch y 15
(0,2%) nmaumentoB. Tskenble KOXHBIE peaklUMH pa3pemIManch y 83 mMauueHToB, B | ciyyae
HaOJII0JAJTUCH OCIIOKHEHHUSI.

Habmonanucs penxue ciyyau cunapoma CriBeHca-/[)KOHCOHA U TOKCHYECKOTO AITHAEPMATBHOTO
HEKPOJIM3a, HEKOTOPbIC U3 HHUX C JIETAIbHBIM UCXOAOM (cM. «Crocob npuMeHeHHs U J03bI» U
«Ocobble ykazaHusy).

Llpyeue 3noxkauecmeennvle onyxonu

Monomepanus

Hexenarenbubie sBNeHUs y MAMEHTOB CO 3I0KAYECTBEHHBIMM HOBOOGPA30BAHMAMM C BBICOKHM
YPOBHEM MHKPOCATE/UIMTHOM HecTaOuabHOCTH, KPP, pakom uieiiku mMaTku, peluanBupyommm
i meracraruyeckum ITIKPK umm mecrnopacnpoctpanennsiv TIKPK, wnu agbroBanTHOM
tepanueii [IKP, xak npaBuito, G111 CXOIHBI ¢ TAKOBBIMM y TIAIMEHTOB ¢ MeaHoMo wiu HMPJIL.
Ocnodicrenus arno2ennoll mpancnIaHmayuy 2eMonoIMULECKUX Cmeoa06bIX Kiemox npu kJIX

13 14 nauuentoB B KEYNOTE-013, kotopbiM Gblia BbINOIHEHA allOreHHas TPaHCIUIAHTALMS
FEMOIOSTUYECKHUX CTBOJIOBBIX KJIETOK IOCIIE JIeYeHHsl neMOpoauzymabom, y 6 nauueHTos (26%)
coob1anack 0CTpas peaklus «TPAHCIUIAHTAT IPOTHB XO35MHA» M Yy | MallMeHTa XPOHHYEeCKas
peaKuys «TpaHCIUIAHTAT IPOTUB XO35MHA», HU O/IHA U3 HUX HE NPUBEJA K JCTAIbHOMY HCXO1y. Y
2 mauueHToB pa3BuiCA OOMMTEPUPYIONIHT HI0DIEOUT MEYEHOUHBIX BEH, B OJHOM Ciydae C
JIeTAIbHBIM MCXO0M. ¥ | mauueHTa pa3BUIICS CHHAPOM IPHKUBJICHHS 110C/IE TPAHCIIAHTaIMH.
W3 32 nauuentoB B KEYNOTE-087, koTopbiM Gblia BBINOJIHEHA a/IOreHHas TPaHCILIAHTALMS
T€MOIOITHYECKMX CTBOJIOBBIX KIIETOK IOCie JieyeHHsi nemOposnusymaboM, y 16 mamueHToB
coobmmanack ocTpasi peakims «TPAHCIUIAHTAT MPOTUB XO3SMHA» M Y 7 MAlMEHTOB XPOHUYECKas
peaxius «TPaHCIUIAHTAT IPOTUB XO3sIMHAY, B JABYX CIIydasxX ¢ JIeTalbHbIM HCX00M. Hu oaHoro
nauuedTa He Habmonancs oOmuTepupyrommi sHA0(GIeOUT neyeHouHblX BeH. Hu y oamoro
NanMenTa He HabJIIo1ajICs CHHAPOM MPIKUBIIEHUS [0CIIE TPAHCIUIAHTALMH.

W3 14 nanuentoB B KEYNOTE-204, koTopbiM ObUIa BBINOJIHEHA aJUIOr€HHAs TPaHCIIAHTALHS

IFEMOITOOTHYECKHUX CTBOJIOBBIX KIIETOK IIOCJIE€ JICUYCHUS neM6ponn3yma60M, y 8 manueHToB
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coobmanack 0cTpasi peaklus «TPAHCIUIAHTAT HPOTUB XO3SHHA» M Y 3 MAllMEHTOB XPOHMYECKast
peakius «TPAHCIUIAHTAT MIPOTHB XO35MHAY», HU OJIHA U3 HUX HE IPHUBENA K JETATLHOMY MCXOLY.
Hu oanoro namumenta He Habmonasncs oOnuTepupyommii 3H10¢1e0UT NeYeHOYHbIX BeH. Y |
TaleHTa pa3BUIICS CUHAPOM IPHIKUBIIEHUS TT0CTIE TPAHCIIIAHTAIMH.

losviuenue axmusnocmu ghepmenmos nevenu npu mepanuu nembposuzymMabom 6 Kombunayuu ¢
akcumunubom npu [IKP

B xinHuHuYeckoM uccnenoBaHMM Yy paHee HenedeHHbIX mnauumentoB ¢ [IKP, mosywasmmx
nemOposu3ymad B KOMOMHAIIMM ¢ aKCUTUHHOOM, HaOmo1a1ack Gosiee BLICOKAS, UeM OKHIaeMasi,
yactoTa nosbieHust akTuBHOCTH AJIT (20%) u nmoseiuenust akrusuoctd ACT (13%) 3 u 4
CTeneHu TshkecTH. Menmana BpeMeHH 10 Havana nosbimenus aktuBHocTH AJIT cocraBmna 2.3
Mecsna (auana3oH ot 7 aHeit 1o 19,8 mecsua). Y naiueHToB ¢ moBblmeHneM akTuBHOCTH AJIT
Bite BI'H>3 pa3 (2-4 crenmenp Tsixectu, n=116) B 94% ciyuaeB HexenarenbHas peaxiiis
ymenpmunachk 10 0-1 crenenu TspkecTH. 59% NalMEHTOB ¢ MOBBIMIEHHOH aKTHBHOCTBIO AJIT
T0JTy4aJli CUCTEMHbIE KOPTHKOCTEpouasl. B ciyvae paspemenus 92 naumenrtam (84%) Oblta
MIOBTOPHO Ha3Ha4YeHa MOHOTepamus nemOpoausymabom (3%) wmm akcutunubom (31%) wiam
KoMOuHIpoBaHHas Tepanus (50%). Cpem 3THX nauKeHTOB y 55% He Ha6MOAATOCH TOBTOPHOTO
nosblmenns aktuBHoOCTH AJIT Beime BI'H>3 pas, y Bcex maiueHToB ¢ MOBTOPHBIM MOBBIIIEHHEM
aktuBHOCTH AJIT Bhime BI'H>3 pa3 mactynuio paspewetue. SIBienuii co cTOpoHbl rneveHu S
CTEIEHH TSHKECTH 3aperucTPUPOBAHO HE OBLIO.

Omxknonernue /za6opamoprtx nokaszamenetl

Cpe nauueHToB, MoJTyyaBIIKX NeMOPOIN3yMal B KauecTBe MOHOTEPAIIHH, MPOLIEHT MAIlMEHTOB,
Y KOTOPBIX HabII0a/I0Ch OTKJIOHEHHE JIab0paTOPHBIX MOKa3aTeNel 0T HCXOAHBIX 3HAUEHHiT 110 3
WM 4 CTENeHM TIKECTH, COCTABMJI: CHIKEHHME 4HCIIa mumbouuToB  9,9%, cHMKEHUE
KOHUEHTpaluu HaTpust 7,9%, CHIDKEHME KOHUEHTpauuu reMoriaobuna 6,4%, CHIKeHue
KoHueHTpauuu (ocpatoB 5,4%, yBenudyeHHE KOHUEHTPALMM TIOKO3bI 5,5%, IOBBILIECHHE
akTUBHOCTH ACT 3,2%, noeimenune aktuBHocTH AJIT 3,3%, MOBBIIIEHHE AKTUBHOCTH I11€JI0UHOMN
docdaraser 2,7%, cHIKEHHE KOHUEHTPAUKUH Kanus 2,4%, cHIKeHue unciaa Heitpoduios 2,0%,
CHIDKEHHE Yuci1a TpoMOOLHUTOB 1,9%, moBbIlIeHHe KOHLIEHTpAMK Kaublius 1,9%, MmoBbleHHe
KOHILEHTpaluK Kanus 2,1%, nOBbIIIEHHE KOHUEHTpaunu Ounupybuna 1,8%, cHukeHHe
KOHLEHTpauuu ansOymuna 1,5%, CHWKeHHE KOHLEHTpauuu Kaablus 1,5%, MOBBILICHHE
KOHIIEHTpalMu KpeaTMHuHa 1,4%, cHmwkeHue uyucna JeikonuroB 0,9%, MOBBIIEHHE
KoHunenrpauud Maraus 0,8%, cHwKeHue KOHIEHTpauuu TIaoko3bl 1,0%, MOBbIIIEHHE
KOHLeHTpauuu remornobuna 0,5%, cHmwkenue koHueHtpauuu Mmaruus 0.2%, [OBbILICHUE

KOHUeHTpauuu HaTpus 0,5%.

Lft.201.1.RU.02.01 27




Cpenu manueHTOB, MOTyYaBIIMX neMOpoianm3yma®b B KOMOMHALMM C XHMHOTEpanueif, 10is
TMalMEHTOB, Y KOTOPBIX HAOIIOAANIOCh OTKIOHEHHE Jab0paTOPHBIX MOKa3aTelel OT MCXOIHBIX
3HaueHuH 10 3 WM 4 CTENeHM TSKECTH, COCTABHI: CHMKEeHHE uucna Heirpodunos 44,0%,
CHWKeHHe uucna aumbouuroB 26,9%, cHuxenue uyucna sedikouutoB 29,4%, cHUIKEHHE
KOHIEHTpauun remoraobuna 22,1%, cHikenne uncia TpombouutoB 13,2%, cHuKeHHE
KoHUeHTpauun Hartpus 11,0%, cHuwkeHue xoHueHTpauuu ¢docdaroB 7,7%, CcHUKEHHE
KOHLIEHTpalMK Kanusi 6,8%, NOBbIIIEHHe KOHIEHTpAlUX IJIOKO3bl 6,1%, MOBBILIEHHE
aktuBHOCTH AJIT 6,8%, nosenmenue aktuBHocTH ACT 5,6%, CHUKEHHE KOHLIEHTPALMU KaTbIUs
3,5%, noBbllIeHHe KOHIEHTpanuu Kaiaus 3,2%, CHMKEHHE KOHIEHTpauuu ansbymuna 2,2%,
TOBBIIICHNHE KOHIEHTPAIMK KpeaTHHUHA 2,9%, MOBbIIIEHHe aKTUBHOCTH IIEJIOYHON (ochaTaspl
2,1%, noBblleHKe KOHIEHTpamu 6unpy6una 2,0%, noBblieHre KOHUEHTpALUK Katbis 2,0%,
nosbimenne MHO 1,3%, cHukeHHe KOHIEHTpALKH ITI0KO3bI 1,2%, TOBBIIIEHHE KOHLIEHTpPaIUH
Harpus 0,5%

Cpenu manveHTOB, NOMyYaBIIMX MeMOpoau3ymMab B KOMOMHAIMHM C aKCHTHHUOOM WM
JNICHBATHHHOOM, /011 MAUMEHTOB, Yy KOTOPBIX HAGIIOAIOCh OTKJIOHEHHE J1ab0paTOPHBIX
MOKa3aTeseil OT UCXOAHBIX 3HAYEHMH N0 3 MIM 4 CTENEeHM TSIKECTH, COCTABMI: MOBBIIIEHHE
aKTHBHOCTH JsiHnassl 23,0% (He u3MepsIoch y MAlMEHTOB, MOJyYaBLIMX NeMOpoan3ymab u
akCUTHHHUO), cHIDKeHHe uucna JumdoruToB 12,0%, cHUKEeHHeE KOHLeHTpauuu Hatpus 11,4%,
MOBBIIICHHE aKTUBHOCTH amuiasbl 11,2%, nopeinienne KoHUeHTpauuu Tpuriuuepuaos 11,2%,
nosbimieHne akTuBHOCTH AJIT 10,4%, nosbinenue aktuBnocty ACT 8,9%, mnosblmeHue
KOHIIEHTpalMK IoK03bl  7,8%, cHibkeHHe KoHueHTpauuu (ocdaToB 6,8%, CHIDKeHHE
KOHLICHTPALIMK  KaJIus 6,1%, noBbIIEHHE KOHUEHTpauuu Kanus 5,1%, [OBbILIEHHE
KOHLEHTpalMH XonecTepuna 4,5%, MOBBIIIEHHE KOHUEHTPALMH KpeaTuHuHa 4,4%, CHUXKEeHHE
KOHIEHTpaluy remoriaobuna 4,2%, cHWKeHue KOHUEHTpauun Maruust 4,0%, CHIKEHHE uucia
HelTpoduiios 3,5%, MoBbIIIEHHE aKTUBHOCTH WIEI04HOH (ocdarassl 3,1%, cHukeHne yucia
TpomGounToB 3,0%, NOBbIIEHHE KOHIEHTpalUK Ouiupyouna 2,8%, CHIDKeHHe KOHUEHTpaIUH
Kaybus 2,2%, CHIKeHHe 4uciia JeHKonuToB 1,7%, NoBBIIEHHE KOHILIEHTpauuu maruus 1,6%,
nosbimienne MHO 1,5%, cHukeHHe KOHLEHTpPALUH ITIOKO3bl 1,4%, CHIKEHHE KOHUEHTPALUN
anOymuHa 1,2%, NOBbIlIEHHE KOHIEHTPAIMH KastbLius 1,2%, NOBBIIEHUE KOHLEHTPALINN HATPHS
0,4%, noBbllIeHHE KOHLIEHTPAUK remoraobuna 0,1%.

MMMYHOT€HHOCTD

Y 36 (1,8%) u3 2034 noanexamux oleHKe MalMeHTOB, [0y YaBIIMX Je4eHHe NeMOpoIn3yMadom
B KIMHUYECKHUX UCCIIEZ0OBAHUSAX B J103aX 2 MI/KI Macchl Tena Kax/ple 3 Heaenu, 200 Mr kak/ble
3 mememu wiu 10 MI/Kr Macchl Tena Kaable 2 WIM 3 HEJeNM B KauecTBe MOHOTEpAIHH,

pe3y/bTaThl TECTUPOBAHKS HA aHTUTENA K IeMOpoin3yMaly ObUIH MOJIOKUTEIbHBIMH, CPEAM HUX
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y 9 (0,4%) naumenTos ObLn HEHTpaNU3YIONIME aHTHTENA IPOTHB NeMOpoM3ymaba. [1pu3HaKos
M3MEHEHHS (papMAKOKMHETHYECKOro mpoduis wiM npoduias 6e30macHOCTH mocie MOsBICHHUS
CBSI3BIBAIOLIMX HJTM HEUTPAIM3YIOMIMX aHTUTEN IPOTUB NMeMOposM3ymada He HabI01a10Ch.
€T’

besonachocts nem6ponusymaba npH NPUMEHEHHH B KauyeCTBE MOHOTEPANIMM B PEKHMME
JIO3UPOBAHMST 2 MI/KI MacChl TeNla Kax/able 3 HeJeqn OLeHUBANach B uccienoBanuu /11 passr
KEYNOTE-051 y 161 nauuenToB aerckoro Bospacra B Bo3pacTe oT 9 mecsiueB o 17 ser ¢
pacmpocTpaHeHHOH MeTaHOMOM, TMM(OMOH MM PacIpoCTpaHEHHBIMH, PELUIMBUPYIOIUMH HITH
pedpaKTEpHBIMU COMHBIMH OIYXOJISIMH C HOJNIOKUTENBbHOMN dKkenpeccueit PD-L1. [Tomysius ¢
KJIX (n=22) Bkmouana nammentoB B Bospacre oT 11 o 17 ner. Ilpoduns GesomacHocTu y
NalMEHTOB AETCKOr0 BO3pacTa ObLT CXOAHBIM C TAKOBBIM y B3POCIBIX MALMEHTOB, OTYYHBIINX
nembponuzymab. Haubosnee yacTbiMu HexxeNaTeIbHBIMI PEaKIMAMU (COOBIIEHHBIMU € YACTOTOM
He mMeHee 20% y mauMeHToB IETCKOTo Bo3pacTa) ObLIM MOBBINIEHUE TeMIepatyphl Teia (33%),
psota (30%), ronosuas 6016 (26%), 60116 B sxuBOTE (22%), anemus (21%), kauress (21%) u 3arop
(20%). BoBIIMHCTBO COOBIIEHHBIX HEXKENATeIbHBIX PEAKLMH MPH NPUMEHEHHH B KAayecTBe
MoHoTepanuu 6putH 1 1 2 crenenu TshkecTu. Y 76 (47,2%) nauuenToB 6bl1a 0jiHa WK GOJIbIIE
HEXeIaTe/IbHbIX peakuuii 3-5 cTeneHu TsHKecTH, u3 KoTopsix y 5 (3,1%) namuenToB Gblia oHa
WIN OONIbIIE HEKENATENbHBIX PeaKlMii, KOTOpble NPUBEIN K JeTambHOMY ucxoiay. Yactora
NpUBE/ICHA HA OCHOBAHUM BCEX 3aPErMCTPUPOBAHHBIX HEXENATeIbHBIX PeaKlMil He3aBUCHMO OT
OLICHKM MCCJIEI0OBATENIEM TPUUUHHO-CIICJICTBEHHON CBS3H.

COO6IIICHHC O IpeArnojgara€MbIX HEXEIATCIbHbIX PEAKIIMAX

C006HICHH$1 0 NpPEANoJaraéMbIX HEXEJIATCIbHBIX peaklUsaX I10cie Focy}lapCTBeHHOﬁ
PErucCTpalru JE€KapCTBEHHOIO IperapaTa Ba)KHbI. DT0 MO3BOJISIET OCYIICCTBJIATH HereprBHbe/'I
MOHUTOPHUHI' COOTHOIICHUS nonwa/pncx JIEKAPCTBEHHOT'O  Ipenapara. MeauuuHckum

paGOTHI/IKaM npeaiaracTcs coobmaThk 0 JH00BIX MPEATIOIara€MbIX HEXEITATCIIbHBIX peaKIUsIX.

INEPEJIO3UPOBKA

Wndopmanus o nepenosuposke nemMopoan3ymMaboM OTCYTCTBYET. MakcHMaIbHO MepeHOCHMast
no3a juis nembponusymaba He yCTaHOBIEHA. B KIMHMYECKMX HMCCIENIOBAHMSX Y NALMEHTOB,
nojyyaBIux nemobponusymad B nose 1o 10 mr/kr, npoduis 6e30macHOCTH GBbUT COMOCTABUM C
TAKOBBIM Yy MAIllMEHTOB, MOTy4aBIIMX 1eMOpoau3yMad B 103€ 2 MI/KT.

B ciyyae mepeno3upoBkM HEOOXOAMMO NPOBOAMTH TINATENbHBIE MOHUTOPUHI MNAlMEHTOB B
OTHOLICHHUH MPU3HAKOB U CUMIITOMOB HEXEJIaTeIbHBIX Peaklnii U Ha3HAYUTh COOTBETCTBYIOIIEE

CUMIITOMATUYCCKOC JICYCHHUE.
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B3AMMOJENCTBHE C JIPYTUMM JEKAPCTBEHHBIMU CPEACTBAMU
CreunanbHpIX HCCIeI0BaHuHi (HAPMAKOKMHETHYECKOrO B3aMMOICiCTBIS neModpoausymada ¢
APyTMMH  JICKapCTBCHHBIMU ~ IIpenapaTaMi He npoBoauwiu. [lockombky —nemGponnsymab
BBIBOAUTCS W3 OpraHu3Ma 3a cueT Karaboiu3Ma, TO He CllelyeT OXKHAATh MeTaboIMyecKux
JIEKapCTBEHHBIX B3aUMO/IEHCTBUH.

Crienyer nslerath npuMEHEHHs CHCTEMHBIX KOPTHKOCTEPOUZIOB HJIH UMMYHO/IEIIPECCAHTOB JI0
Hayana  Tepanuu  nemMOponu3ymMaboM, — YYMTBIBAS ~ MX  BO3MOXKHOE  BIMSHHME  Ha
(hapmMaKoIMHAMHUECKYI0 AaKTUBHOCTh M 3((EeKTHBHOCTD nembponusymaba. Tem He MeHee,
CHCTEMHBIC KOPTHKOCTEPOU/IBI WIIM JPYTHE MMMYHOJCNPECCAHTHI MOKHO MCIIOIB30BATh MOC/IE
Hayana jeuyeHus neMOponM3ymaboM JUIS Teparnud MMMYHOOMNOCPEIOBAHHBIX HEKEIaTeNbHbIX
peakuuit (cM. «Ocobble ykasanms»). Ilpu Jieuennn nemGpomusymaGom B KOMOMHALMK C
XHMHOTEpANUEH MOKHO HCIIOJIb30BaTh KOPTHKOCTEPOMIBI B KAYeCTBE MNpeMEeIMKALMH JUis

NPOQUIAKTHKE ~ PBOTBI M/WIM  OOJNErYeHMs HEKENAaTeNbHBIX peaKidil, CBS3aHHBIX C

XHMHOTEpamnuei.

OCOBBIE YKA3AHUS

[Ipumenenue mnpenapara Ilem6popua® BO3MOMKHO TOMBKO MO HA3HAYECHHIO Bpaua W T0J
HaOIOIEHHEM KBATH(HUIMPOBAHHOIO MEMIMHCKOTO IepcoHaa. [Ipu pazButuu nodoynoro
NefCTBUS HEOOXOAUMO co00marh 06 3TOM B yCTAHOBIEHHOM HOPSIKE IS OCYILI€CTBJICHHS
MEpPONPUATHii 10 PapmakoHa30DYy.

Hmmynoonocpedosannvle nesceramenvHule peaxyuu

Y  nauMeHTtos, mnoiyyaBmMX —neMmOponu3ymal, OTMEYalnMch  MMMYHOOMOCPEIOBAHHBIE
HEe)XeNlaTe/IbHbIE PEaKIM1, BKIIOUas TSHKEJbIE M CIIyYau C JIETATbHbIM HCXOIOM.
MMMmyHoOMOCpe10BaHHbIe HEKENaTe/IbHble PEaKLUA MOTYT BO3HMKATh MOC/IE OTMEHBI TEPAITHH
nemOpos3ymMaboM.  BOBIIMHCTBO — MMMYHOONOCPEOBAHHBIX — HEKENATENbHBIX  PeaKIlyii,
HAOJIONABIINXCA B KIMHMYECKHX HCCIIEI0BAHUAX, ObLTM OOpPATMMBI M KOHTPOIHPOBAIMCH
TOCPEICTBOM BPEMEHHOH OTMEHBI Tepanuu nemMopoan3ymMaboM, IPUMEHEH S KOPTHKOCTEPOUIOB
WM CHMITOMATHYECKOH Tepamui. MMMYHOONOCDENOBAHHbIE HEKENATeIbHbIE PeaKilii,
3aTparuBaroiue Goliee OHOM CHCTEMBI OPraHU3Ma, MOTYT Pa3BUBATHCS OHOBPEMEHHO.

IIpu mono3peHuy Ha MMMYHOONOCPEIOBAHHbBIE HEXeJIATelbHbIE PEAKIIMH TPEOYeTCs MPOBECTH
THIATE/IbHYIO OLEHKY C LEJbIO MOATBEPANTH 3THOJIOTHIO HJIH MCKIIOYHTH JPYTHE BO3MOXKHDIE
npu4rHbl. OCHOBBIBASCH HA TAKECTH HEXKEJIATeIbHON peakiuu Heo6X0MMO BPEMEHHO OTMEHUTD
TepaIuio 1neMOpoM3ymMaboM M paccMOTPEeTh BO3MOXKHOCTh HA3HAYEHHSI KOPTUKOCTEpOMa0B. C
MOMEHTA yJIyYllIeHUs /10 | Wi MEHee CTeNeH! TSDKECTH, HaYaTh MOCTENEHHOE YMEHBIIEHUE 03]

KOPTUKOCTEPOUJIOB U IPOJOJDKUTE €r0 B TEYEHHUE, 110 MEHBIIEH MEpPE, 1 mecsua. Cornacuo
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OrPaHUICHHBIM IAHHBIM, TIOJIyYCHHBIM B KIIMHMYECKUX HCCIIEI0BAHMSX, Y NALMEHTOB, Y KOTOPBIX
HMMYHOOTIOCPC/IOBAHHBIC ~ HEKENATENbHbIC PEAKUMH HEe IMOJNABATUCh KOHTPOMIO  [IpH
MPUMEHEHHH KOPTHKOCTEPOUTIOB, MOXKET OBITh PACCMOTPEHA BOIMOKHOCTh HA3HAYCHHMS APYTHX
CHCTEMHBIX UMMYHOJENpecCaHTOB. Bo306HOBEHHE Tepannu 1eMOpoIn3ymMaboM BO3MOXKHO B
Clydae, €C/id BBIPaXXEHHOCTb HEKENIAaTe/IbHOM peakiu octaeTcs | MM MeHee CTeNeHH TSIKeCTH
MOC/IC MOCTEIICHHOTO YMEHBIIEHUS 03kl KOPTHKOCTEPOMIOB. IIpH BO3HMKHOBEHMH IPYroro
JMHM30/1a HEXKENATENbHON PeaKUun TKEIOH CTeneHH HeoOXOAMMO MOJHOCTBIO MPEKPATHTH
npuMeHeHne nemoponusymada (cMm. «Crioco6 npumeHenus u 103si» 1 «Ilo6ounoe JNEHCTBHEY).

Hmmynoonocpedosannuiii nHeemonum

Y NauMeHToB, MojiyyaBmuX membpousymab, coobIanock o ciaydasx pa3sBUTHS ITHEBMOHHUTA
(BKIFOYas Cilydau ¢ JIeTalTbHBIM HCX010M). Heo6X0mMMo MpOBOAUTS aKTHBHOE HABMIONCHHE 3a
NalHCHTaMH B OTHOIICHMH INPU3HAKOB M CHMITOMOB IHEBMOHHMTA. [IpM mnogo3penun Ha
ITHEBMOHHMT HEOOXOMMO ITPOBECTH PEHTI€HOJIOIHUYECKOE UCCIIEI0BAHMS IS MCK/TIOUEHHS JPYTUX
NpUYMH. Tepanuio KOpTHKOCTEPOMIaMH HA3HAYAIOT NP MTHEBMOHMTE 2 /M BbIE CTENCHH
TSOKECTH (HavyanbHas J03a [-2 MI/KT/CyTKM NpeJHM30HA WM aHAIOra C MOCJIE Y IOIIUM
MOCTENEHHBIM YMEHBIICHHEM J03bl). BpeMeHHO OTMeHSIOT Tepamuio nemOponusymaboM mpu
MHEBMOHUTE 2 (YMEPEHHOH) CTENMeHH THKECTH U IOIHOCTBIO OTMEHSIOT TIPH 3 (TspKenoit) uinu 4
(’KM3HEYTPOXKAIOIIEH) CTENEHH TSHKECTH THEBMOHUTA MITH PELIMIMBE THEBMOHHUTA 2 (yMepeHHOI)
creneHu TsokecTH (cM. «Criocod nprMeHeHus ¥ 103b1»).

Hmmynoonocpedogannuiii korum

Y nauMeHToB, MOMyyaBMIMX MeMOPOIM3ymMal, coobmwanoch O Cilyyasx pasBHTHS KOJIUTA
(cm. «Ilobounoe neiictBue»). HeoGX0AMMO IPOBOAUTE aKTHBHOE HAGIONEHHE 3a NAMEHTAMMU B
OTHOLICHHH NPH3HAKOB M CHMIITOMOB KOJUTA M MCKIIOUMTH JIPYTHE NPUYMHBI €r0 Pa3BUTHS.
Tepanuio xopTUKOCTEpOMIAMH HA3HAYAIOT NIPU 2 I BBIIE CTENEHH TSKECTH (HauaIbHas 103a
1-2 Mr/Kr/CyTKH IpeIHU30HA HITH aHAJIOra C MOC/IE/Ly FOLIMM MOCTENIEHHBIM YMEHbIICHHEM 103b1).
BpemeHHO OTMEHSIOT npumeHenne nemGponmsymaba mpu 2 (ymepeHHOM) wim 3 (TsKesoi)
CTEINEHHU TSIKECTH KOJIUTA U MOJHOCTHIO OTMEHSIOT NPU KOJIUTE 4 (JKU3HEYTPOIXKaIoLIeii) cTeneHu
TSOKECTH (M. «Criocob npUMeHEeHHUs U 10351»).

Hmmynoonocpedogannuiii 2enamum

Y nauueHTos, nomyyaBmuX neMO6posu3ymad, cooOmanoch O CayyasX pa3BUTHS rernartuta (CM.
«Ilobounoe neiicTBue»). HeoGXoauMo mpoBoauTh HAGMIONEHNE 32 MALMEHTAMH B OTHOIICHHMH
JAMHAaMUKH (QyHKIMOHATBHBIX IOKa3aTelell MeyeHH (B HAyalge JICYEHHs, MEePHOAMYECKH Ha
IPOTSHKCHUH TEPANH, a TAK)KE Ha OCHOBAHMU KIIMHUYECKOH OLIEHKH) M CUMIITOMOB I'enaTuTa u
MCKITIOYUTD JIpYTUe MNPUYMHBL Tepamnmio KOPTHKOCTEPOMJaMH HA3HAYAIOT [IpU rernaTure 2

CTEeNeHu TsKeCTH (HayanbHas no3a 0,5-1 Mr/kr/cyTku mnpegsu3oHa (MM aHajJorMyHas) c
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MIOCTICAYIOMIMM MOCTENIEHHBIM yMEHBUIEHHEM 03bl) M IPH IENaTHTE 3 CTENEeHH TSKECTH WK
Bbile (1-2 MI/KI/CyTKM mpegHu3oHa (MM aHANOrHYHAs) ¢ MOCJIEAYIOIUM TOCTENEHHbIM
YMEHBIIEHUEM 103b1). BPeMEHHO MM IONHOCTBIO OTMEHSIOT TEPAIIHIo nembponuszymabom B

COOTBETCTBHM C YPOBHEM IIOBBIIICHHS AKTMBHOCTH (epMeHToB meyenn (cm. «Croco6

IPUMEHEHHS U JI03BI»).

Hmmynoonocpedosannuiii nechpum

Y nauueHToB, moiydyaBiiuxX nemMOpoau3ymMad, coobmanoch o clyvasx pasBUTHs Hedputa (CMm.
«ITobounoe nefictuer). HeobXonumo mpoBoauTh HaGIIOAEHHME 32 NAlMEHTAMUM B OTHOLIEHUHU
M3MEHCHHMS. DYHKUMM NOYEK M MCKIIOYMTb APYrHe NMpPHUMHBL. Teparmio KOPTUKOCTEPOUIaMU
Ha3HAYAIOT [IPU PA3BUTHH HEXKEJIATE/IbHBIX SBJICHUH 2 U BBIIIE CTENEHH TSHKECTH (HAYaIbHAs J103a
1-2 Mr/kr/cyTku npeaHn3oHa (MM aHATOTHYHAs) ¢ NOCJIEAYIOUIUM [TOCTENEHHbIM YMEHbBIIIEHUEM
no3bl). BpeMeHHO OTMeHAT Tepamuio meMGpoiuM3ymMaboM B ciydae pasBHTHS 2 (ymMepeHHO#)
CTEMEHM THKECTH HeppUTa M MONHOCTBIO OTMEHSIOT npu 3  (TspKenoi) wm 4
(’ku3HEyrpoKaromei) creneHn Tsokectu Heppura (cM. «Crocod IIPUMEHEHUS U J103BI»).

HmmyHnoonocpeodosantuie 310okpunonamuu

Y nauueHToB, mosyyaBmuX neMopoau3ymas, coobImanock o cirydasx Pa3sBUTHS HEAOCTATOUHOM
yHKUMM  HAAMOYEYHMKOB (MepBUYHON ¥  BTOPHYHOH). Y  NAIlMEHTOB, MOJIy YaBIIHX
nemOpoimsymat, Takke COOOMIAIOCh O CiIydasX pasBHTHS runopusura (cMm. «IloGoynoe
neictre»). Heo6xoauMo mpoBoauTs HabIIOEHHE 3a TAHEHTAMU B OTHOIIEHHH IIPU3HAKOB H
CHMIITOMOB  HEIOCTATOYHOCTH  (YHKUMM  HA[NOYEYHHKOB M  runodusuta  (BKIIOYAs
TUNOMUTYNTAPH3M) M HCKIIOYUTh JIDTHE TNPHYMHBL B clyyae NOSBJIEHHS BTOPUYHOMN
HA/INOYEYHHKOBOH HE0CTATOYHOCTBIO HA3HAYAIOT TEPAITHIO KOPTHKOCTEPOHIAMH MIIH APYTYIO
3aMECTHUTEIbHYIO FOPMOHAIbHYIO TEPANHIO B COOTBETCTBUM C KIIMHUYECKOH OlleHKoi. Bpemenno
OTMEHSIOT Teparnuo neMopou3ymabom B ciryyae 2 (YMEPEHHOI) CTeneHu TsKecTH runodusnTa,
TNOJHOCTBIO OTMEHSIOT MHpu 3 (Tskenoi) mmu 4 (KU3HEYrposKarolleil) CTeNeHH TSHKECTH
He/I0CTATOYHOCTH (YHKUMM HAINOYEYHHKOB Wi runodusuta (cm. «Crnocod npuMeHeHHs
ZIO3B1»).

Y MNalueHTOB, MONyYaBmIMX NMeMOpoIu3ymMab, coOOIATOch O Ciydasx pasBHTHS CAXapHOro
nuabera | THma, BKIIOYAs ClOy4yad pa3BUTHS JMabEeTMUECKOro KeToalmao3a. Heobxoammo
MPOBO/UTH HAO/IOIEHHE 3 NAMEHTAMH B OTHOLICHUH THIIEPIJIMKEMHMH HJIH APYTHX [PH3HAKOB
M CHMITOMOB caxapHoro jauabera. IIpu caxaprom auabere | THma Ha3HA4YalOT MHCYIMH, a B
CIy4asX TSDKEJIOW THIEPrIMKEMHH Tepamuio IeMOponn3yMaboM BpPeMEHHO OTMEHSIOT [0
JOCTHIXKEHHsI KOHTPOJISL HaJl METabO0IHU3MOM.

Y mauueHTtoB, mnojyuaBmux meMOponusymab, coo6WANOCh O HAPYUIEHHSIX CO  CTOPOHBI

IUTOBUAHOM JKEJI€3bl, BKJIIOYAs THIICPTUPEO3, TUITIOTHPEO3 U TUPEOUTIUT, OHU MOTYT Pa3BUTHLCS B

Lft.201.1.RU.02.01 32




n000# MOMEHT BpEMEHHM Ha MPOTSHKEHUH Jieuenns. Mcxoas us storo, Tpedyercs Hab01eH e 32
MalMeHTaMd B OTHOILEHWM M3MEHEHMs (YHKIMU IIMTOBHM/IHOM jKeje3bl (B Hauajle JeueHus,
NEPUOANYECKH HA MPOTSHKEHUM TEpaluM, a TaKKe HAa OCHOBAHHM KIMHMYECKOHW OLIEHKH) M
KIIMHUYECKUX MPU3HAKOB ¥ CUMIITOMOB HapylleHHH (YHKIMH IIMTOBUIHON xKeje3pl. Jleuenue
TUIIOTHPEO3a MOXKET OCYIIECTBIIATLCS MOCPEJCTBOM 3aMECTHTEIBLHOM Tepanuu 6e3 rnpepbiBaHus
neyeHus W 0e3 IpUMEHEHMs  KOPTHKOCTepOMIOB. Ilpu  rumeprupeo3e  BO3MOXKHO
CHMITOMaTHYECKOE  JleyeHHe. BpeMeHHO MM  HOJHOCTBIO  OTMEHSIOT  TEpammuio
nembponusymabom mnpu TsKenod (3) WM KuM3HEyrpokaromeil (4) cTeneHM TSKECTH
runeprupeosa (eM. «Crocod MpUMEHEHUs! U 103b1»).

Y nmauueHToB ¢ TKeNoH (3) MM JKM3HEYrpoXKaroleii (4) CTENEHbIO TAKECTH SHAOKPUHOMATHH
NP YJIyYLIEHUH 10 2 WM HUXKE CTENEHH TSDKECTH M KOHTPOJIE TIOCPEACTBOM 3aMECTHTEBHOM

FOPMOHOTEPAITMH MOXET PACCMaTPUBATLCS IPOJODKEHUE IPUMEHEHHs IIeMOpou3yMaba.

Koorcnvie peakyuu msoiceno cmenenu

Y  nauueHToB, mHOJy4aBmMMX —neMOponu3ymab, coofwanoch O - CIyuyasx — pa3BHTHS
MMMYHOOIIOCPE/IOBAHHBIX KOXXHBIX peakuui Tshkesnoi crernenn. HeoOXoaumMo mnpoBoauTh
HaOJIIO/ICHHUE 32 NALMEHTAMH B OTHOILIEHHH [PE/IIOAraeMbIX KOKHBIX PEaKInii TSHKeI0H CTereH
M HCKJIIOUMTD APYTUE NPHYKHBL McX0/1s U3 CTeneHy TSKeCTH He)KelaTeIbHON peakiiui BPeMEHHO
WM  [OJHOCTBIO  OTMEHSIOT —Tepanuio nemMOpoau3ymMaboM W Ha3HAYalOT — TEpParuio
KopTHKocTeporaMu (cM. «Criocob mpuMeHEHHs! i 03b1»).

Y mauMeHToB, moayyaBmuX neMoponu3ymad, coobmanock o caydasx passutus CCJl u TOH, B
TOM YHUCJIE C JIETANIBHBIM MCX010M. [Ipy nposBnenun npusnakoB uian cumnromos passutus CCJJ
wii TOH BpeMeHHO OTMEHSIOT Tepamuio MemMOpoIM3ymMaboM M HaNpaBIfiOT IallMeHTa 3a
ClIeNHATM3UPOBAHHON MOMOWIBIO U1t oOcnemoBanusi u Jjedenuss. Ecaum CCJl wim TOH
MOJATBEPIKACHBI, IIOJIHOCTBIO OTMEHSIOT Tepanuio neMopoausymadom (eM. «Criocod npuMeHeHus
U JI03BI»).

Lpyaue ummynoonocpedosanuvie HexuceamenbHble peaxkyuu

Cnenyromue  JONONHUTENbHBIE  KIMHMYECKM  3HAYMMBbIE MMMYHOOIIOCPE/I0BaHHbIE
HEeXKENAaTe/IbHble  pEeakUMH  OTMEYAIMCh B KIMHMYECKMX  HCCJIEJOBAHMAX  MIU
MOCTPErUCTPALIMOHHOM TIEPUOZIE MPUMEHEHUs mneMOponu3ymada: YBEUT, apTPUT, MHO3MT,
MHOKap/IUT, MAHKpeaTuT, CHHApoM [ niteHa-bappe, MuacTeHHUECKUI CUHAPOM, FEMOIUTHYECKAS
aHeMHsl, CapKOM/03, SHIE(DATUT, MUETHUT, BACKYJIUT, CKIEPO3UPYIOUIMI XOJAHIUT, TacTPUT H
THIONapaTUpPeo3.

Hcxons U3 CTeNeHM TSKECTH M TUIIA HEXeNaTeTbHOU peakluu, IpuMeHeHue nemoponusymaba
CIICTyeT BPEMEHHO OTMEHUTD IIPH HEXKETATENIBHBIX PEAKLUAX 2 CTENEHH U 3 CTEINEHU U HAa3HAYMTh

MIPUMEHEHHUE KOPTUKOCTEPOUIOB.
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[Ipumenenne nemOposnusymadba MOXXHO BO30OHOBUTHL B TeueHHe 12 Hejelb MocCie BBEICHMUS
MOCJIeIHEM  JI03bI  IIpernapaTa, €clId  CTENeHb HexenaTelbHOM peakuuu <l M j03a
KOPTUKOCTEPOUIOB yMeHbIIeHa 10 <10 Mr B IeHb IIPeHU30HA HJIM KBUBAJICHTA.

[Ipumenenne nembponusymaba cieyeT MOTHOCTBIO OTMEHHTH B Clydae J06OH MOBTOPHOI
MMMYHOOIIOCPEIOBAaHHOM HEXEIaTeIbHOM peakuuu 3 CTemeHH, a Takke B Ciyyae Jo0o0#
MMMYHOOIIOCPEIOBAHHON HEXeTaTeIbHOM peakiiny 4 CTeneHH.

[lpu 3 wmm 4 cremenn THKECTH MMOKapauTa, sHuedamuta WM cuuapoma I uitena-Bappe
npuMeHeHne neMopoau3ymada cieyer MoJHOCTHIO OTMEHHTD.

Ceszannvie ¢ mpancnianmayueti nedicenamensHule peaxkyuu

CooBwmanock 06 OTTOPKEHNH TPAHCIIAHTHPOBAHHBIX OPTAHOB B IOCTPErHCTPAILMOHHOM IIEPHOJIE
y TallMEeHTOB, MOJIyYaBIIMX JieyeHue nembponnsymaboM. Jleuenne nembposuzymabom Moxer
YBEJIMUUTh PUCK OTTOPXKEHHS TPAHCIJIAHTUPOBAHHBIX OPraHoOB y peuunueHToB. Heobxomumo
paccMOTPETh MPEUMYIIECTBA OT JIeYEHUs MeMOpOiIu3yMaboM IO CpaBHEHHIO C PUCKOM
BO3MOYXHOT'O OTTOP)KEHHSI OPIaHOB Y 3TUX IAIIMEHTOB.

Coobmanocs 06 ocTpoil peakuuu «TpaHCIUIaHTAT NPoTHB Xo3suHay (PTIIX), Brmouas
neranbuplii  PTIIX, mocne nevenus nemOponusymaboM Yy MANMEHTOB C  aLIOreHHOM
TPaHCIIAaHTAlMEeH reMOnodTHYeCKuX cTBOOBEIX Ki1eTok (TT'CK) B anamuese. Y manuenTtos, y
koTopeX BosHukia PTIIX mocne mpouemyps! TpaHCIIAHTALMHM, MOKET ObITh TOBBIIIEH PUCK
PTIIX mnocne nevenus nemGpornusymaboM. HeoGXoammo paccMOTpeTh [pPEMMYyILNeCTBA OT
NedyeHust 11eMOpou3ymMaboM Mo CPaBHEHMIO C PHUCKOM Bo3MoxkHoro PTIIX y maumeHTtoB ¢
ajorennont TI'CK B anamuese.

IToBbimenne akTuBHOCTH (EPMEHTOB IeYeHH NpPH Tepanuu mnembpogamsymaéom B
KoMOuHANHH ¢ akeuTHHHO0M npu [TKP

[lpn Tepanuu nemOponuzymaboM B KOMOMHAMM € aKCUTHHMOOM y [MAlMEHTOB C
pacnpoctpanenHpiM [IKP nabmonanace Gosee Bbicokas, ueM 0Xujaemasi, 4acToTa MOBBILICHHS
aktuBHOCTH AJIT u ACT 3 u 4 crenenu Tsbxectu (eM. «ITo6ounoe neitctuer). Jlo Havana u
NEPUOJMYECKH B TEYECHUE JICUEHMS CJIEAYeT NPOBOAUT MOHUTOPUHI aKTHMBHOCTH (DEPMEHTOB
nedyenu. Crieryer paccMoTpeTh 60iee 4acToe MPoBeIeHNe MOHUTOPUHTA aKTHBHOCTH (hepPMEHTOB
TIEYEHHU I10 CPABHEHUIO C MPUMEHEHHUEM JIEKAPCTBEHHBIX IPENapaToB B KA4eCTBE MOHOTEPAIUH.
Crnenyer coGmonaTte peKOMEHIALMH [0 JICYEHHIO MAUMEHTOB il OOOMX JIEKapCTBEHHBIX
npenapatoB (cM. «Crioco6 npuMeHeH s U 103b1» U HHCTPYKIMIO 110 MEAMIMHCKOMY TPUMEHEHHIO
JIEKapCTBEHHOT'O Ipernapara akCUTHHHO).

[ToBblmeHHasi CMEPTHOCTL TPH MHOXKECTBEHHOH MHe/l0oMe, KOIAa nemopo/amnsymad

a00aBJsieTCs K AHAJIOTY TAJIHAOMH/IA U IeKCAMETa30Hy
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[Tpn 1ByX panI0MM3MPOBAHHBIX KIMHUYECKHX MCCIIEA0BAHUAX Y MALMEHTOB C MHOKECTBEHHO
MHEIOMO# 100aBIieHne nem6posu3ymaba Kk aHaIory TaIMIOMH/IA U JIEKCAMETA30HY [PUBOLMIIO K
YBEIIMYEHHIO CMEPTHOCTH, [AHHOE IOKa3aHHE K MPUMEHEHHUIO OTCYTCTBYET /Ul AHTUTE,
Giokupyromux PD-1 s PD-L1. JIedenue naunenTos ¢ MHOXKECTBEHHOH MHEIOMOI aHTUTENIOM,
OnokupyromumM PD-1 wii PD-L1, B KoMOMHALKM C aHATIOTOM TaJIHIOMMIA U I€KCAMETa30HOM He
PEKOMEH/TYETCSl BHE KOHTPOJIMPYEMBIX KIIMHUYECKHX MCCIIE0BAHUIA.

Nudysnonnsie peakuun

Tsoxenbie MHQY3MOHHBIE peaKLUH, BKIIOYAs PEAKIHMIO THIIEPYy BCTBUTEILHOCTH M aHADUIAKCHIO,
coobmanucy y 6 (0,2%) u3 2799 maumeHToB, MOJTyuaBIUIMX JeueHHe NeMOpoOIH3ymMaboMm B
KmHrdeckux ueenenosanusx KEYNOTE-001, KEYNOTE-002, KEYNOTE-006 u KEYNOTE-
010. ITpu TspKenoi cTenenyu TsxecTH HH(Y3MOHHOI peakiuu He0OXO0AMMO NIpepBaTh HHPY3UIO U
TIOJTHOCTBIO MPEKPATHTE Tepanuio neMoponusymadom (cM. «Criocod npumeHenus u a03ui»). Y
MAlKEHTOB C JIETKOH WM YMEPEHHOH CTENEHBIO THKECTH HMH(DY3UOHHBIX PEAKIMH MOXKET
paccMaTpHBaTBCSl BO3ZMOKHOCTB MPOJOJDKEHHS Teparnuu neMOpou3ymMadoM Mo TIIATe bHbIM
HaOJIIOZCHHEM Bpaya, NpeMeJuKalueil MOCPeACTBOM NPHUMEHEHUs IKAPOIOHIKAIONIMX ¢

AHTUTMCTAMUHHBIX TIPErapaTos.
MepbI 1pe10CcTOPOKHOCTH IPH KOHKPETHBIX 3260/1eBAHMSIX

HDI/IMCHCHI/IC neM6ponu3yma6a Y HallMEHTOB C YPOTEJIHAJIBbHBIM PAKOM, KOTOPIE paHEe 110J1yYalIu

XUMHUOTEPAIINIO, BKIIIOYAIOUIY IO IIperapaThl IJIaTUHbI

Bpau 110 Hayana nevenus 10KeH yUUTBIBATh OTCPOYEHHOE HAYallo eicTBHs neMGpoamn3ymaba y
NalMEHTOB C IJIOXUM IIPOrHO30M M/HJIM arpeccHBHBIM 3aboneBanueM. [Ipu ypoTenuansHom pake
Habmoznanocy 6osee BBICOKOE 4YHCIO CMepTeil B TeUeHHE 2 MECSIEB MPU NPHMEHEHHH
nemOponudymaba 10 CpaBHEHMIO C XMMHoTepanueil. (akTopamu, CBS3aHHBIMH C paHHeif
CMepThIO, ObUTH OBICTPO Mporpeccupyouiee 3aboeBanue Ha (OHE MpeecTBYIOmEel Tepanuu
npenapaTamMy IUIaTUHBI U HATUYHE METACTa30B B [IEUEHH.

[Ipumenenue neMOpoan3ymada B KauecTBE TEpaiy EPBOM JUHUK V narmentos ¢ HMPJI

B menom nabmopanack 6osee  BBICOKAs 4acToTa  HEXeJATEIbHBIX  peakuuit  npu
KOMOMHMPOBaHHOH  Tepanmuu  nemOpoan3ymMaOoM [0  CpPaBHEHHIO C  MOHOTeparnueil
nemMOponu3yMaboM HJIM TOJNBKO XMMHOTEpAlMed, YTO OTpaXkaeT BKJIAA KAKAOTO M3 ITHUX
KOMIIOHEHTOB. HeT 1maHHBIX mnpsiMOro cpaBHeHHS meMOposinzymaba B KOMOMHALMM C
XHMHOTEpANKER ¢ MOHOTEpanuen neMopouzymadbom.

Bpau fnomkeH yuMTBIBaTH COOTHOIIGHHE IOJIB3a/PUCK CYIIECTBYIOIIMX BapHUaHTOB TepaIruH
(MonoTepanus nemM6poan3ymaboM uiaM nemOponu3ymab B KOMOMHALMKM ¢ XMMHOTEpanueit) 10
HavaJia JieueHus y paHee HesneyeHHbIX nanuenToB ¢ HMPJI ¢ skenpeccueit PD-L1 onyxoseBbivu

KJICTKaAMH.
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B uccnenosannn KEYNOTE-042 na6monanock 6ojee BBICOKOE UHCIIO cMepTelt B TeueHue 4
MECSIICB I10CIIe HaYasIa JICYEHHS C MOCIIeYOUMM IPEUMYIIECTBOM B OTHOLIEHHHU JOITOCPOYHOI
BBDKMBAEMOCTH IPH MOHOTEPAINHU [1eMOPOIH3yMaboM 10 CPaBHEHHIO ¢ XMMHOTEPAIIHEii.

Jlannbre 110 > dexTHBHOCTH M 6E30MaCHOCTH y MALMEHTOB B BO3pacTe >75 et OrpaHuyeHbl, Y
MALMEHTOB B BO3pacte 275 JeT KOMOMHMPOBAHHYIO TEpaluio NeMOPOIM3yMaboM cieiyer

[IPUMEHATH C OCTOPOKHOCTBIO IIOCJI€ TIIATEJILHOW OLIEHKH [OTEHIMATIbHOH nonmu/pncxa B

HHIUBUYAJIBHOM ITOPSIJIKE.

[Ipumenenue nemOpon3ymaba B KAYeCTBE TePAITHM N1EPBOM JTHHUH y namuenTos ¢ [IPI'II

B menom mabmonamace Gosnee  BBICOKAass 4acTOTAa  HeEXeNaTelbHBIX peakuuit  npu
KOMOMHMPOBaHHOH#  Tepanuu  nemOpoin3ymaGoM MO CPaBHEHHIO ¢ MOHOTepanuen
neMOpo/M3yMaboM MM TOJNBKO XMMHOTEpANMEH, YTO OTpakaeT BKJIAA KaKI0r0 M3 ITUX
KOMIIOHEHTOB.

Bpau jno/mkeH y4uTBIBaTH COOTHONIEHHE MOJB3/PUCK CYIIECTBYIONIMX BAPUAHTOB Tepanuu
(MoHOTepanus nemMGponusymabom uiiH nem6pou3ymMab B KOMOMHAIMM ¢ XHMHOTEpanueil) 10
Hayasa eyeHus y nauuentoB ¢ [IPTIII ¢ sxcnpeccueit PD-L1 onyxoneBbIMu KiIeTKaMu.

[Ipumenenune l'IeM600J'IH3VM3.6a B KQYECTBE aJlbIOBAHTHOW TE€PANUH V NAIIMEHTOB C MEJIaHOMOMN

Habmroanace TeHneHUMS K yBETHYECHHIO YacTOThl TSKEIBIX M CEPbE3HBIX HEKEaTe/bHbIX
peakuuil y mauMeHToB B Bo3pacTe >75 iner. JlaHHble [0 06€30MaCHOCTH NpPUMEHEHHS
neMOposu3ymaba B KauecTBe abIOBAHTHOI Tepaluy y MALMEHTOB ¢ MEJIAHOMOI B Bo3pacTe >75
JIeT OTpaHUYEHBI.

IIpumenenue nemOponuzymaba B KOMOMHALMM ¢ aKCUTHHHOOM B KayecTBE Tepanuy IepBoi

JUHUK Y naruedTos ¢ [IKP

Y nauuentoB ¢ pacnpoctpaHeHHbIM [TKP npu npumenenuu nem6ponusymaba B KOMOHHALIMH ¢
akCHTUHMOOM Habmoanach Hosee BbICOKas, YeM 0)KUAeMasi, YaCTOTA TOBBIIIEHUS AKTHBHOCTH
AJIT u ACT 3 u 4 crenenu tsbkectd. Jl0 Hayaia jeyeHUs ¥ NEPUOANYECKH B TCUEHUE JICUCHMUS
CJIelyeT NPOBOANTH MOHUTOPHMHI aKTUBHOCTH (hepMeHTOB nevenu. Cienyer pacecMoTpeTs 6oJiee
4acTOe IpPOBEJCHUE MOHMUTOPUHIA AKTHMBHOCTH (PEPMEHTOB II€YEHH I10 CPAaBHEHHIO C
NPUMEHEHHEM MpernapaToB B KayecTBe MOHoTepanuu. Cnemayer cobmoaaTh peKOMEHIAlMH 110
MEIMLIUHCKOMY TIPUMEHEHHIO JUIS 000MX JIEKapCTBEHHBIX IIPENapaTos.

[Ipumenenue nembpoanszymaba B KauecTBE Tepanuy NepBoi JuHuM y naruenTos ¢ KPP ¢ MSI-
H/dMMR

B uccnenosannn KEYNOTE-177 nabmonanocs Gosiee BbICOKOE OTHOILEHUE PUCKOB COOBLITHI
o0LIeH BBDKMBAEMOCTH TP NPHMEHEHHH NeMOposin3yMada o CpaBHEHMIO ¢ XUMHOTepanueil B
TEYEHHE MEPBBIX 4 MECALEB JICYEHUS C MOCIEYIOUIMM MPEUMYLIECTBOM NeMOpou3ymaba B

OTHOIICHHH lIOHFOCpO‘{HOﬁ BBDDKMBACMOCTH.

Lft.201.1.RU.02.01 36




[Ipumenenne y aereii (<18 aer)

B uccnenopanun KEYNOTE-051 161 naumenT aetckoro Bo3pacta (62 pebeHka B Bo3pacrte oT 6
mecaneB 10 12 ner u 99 mompoctkoB B Bospacte ot 12 xo 17 ner) ¢ pacnpocTpaHeHHOM
MEJIaHOMO#, TMM(OMOH MM PacpOCTPAHEHHBIMHU, PEUMMBUPYIONMMH WK pedpakTepHbIMU
COJIMIHBIME - OMyXOJSIMH € MOJIOXMTENBHON oKkcmpeccuedt PD-L1  nomyuwnmu  Tepamnuio
nemOponu3ymabom. Ilanuentsr monyunu 4 103sl (Meanana) nembponusymaba (auanazon or 1
710 35 n103), 138 mauuenToB (86%) nomyummm 2 u Gosee 103 nembpou3ymada.

Konuentpanuu nembponusymaba y MalHeHTOB AETCKOrO Bo3pacTa ObLIM COMOCTABUMBI C
TaKOBBIMH y B3POCIIBIX IALMEHTOB B TAKOM XK€ PEXKUME J03UPOBAHUS (2 MI/KI Kax/ble 3 Heen).
[Ipoduis Ge3omacHOCTH y MALMEHTOB AETCKOTO BO3PAcTa GbLT CXOAHBIM ¢ TAKOBBIM Y B3pOCIIbIX
MALACHTOB, MOMyYUBIIKX memOposm3ymad. Hanbonee yacTbiMu HexenaTebHBIMH PeaKIUIMHU
(cooOIEHHBIMY € YacTOTON He MeHee 20% y MAlMEeHTOB AETCKOro BO3pacTta) ObUTH MOBBILIEHUE
TEMIIEpaTypbl TeNIa, PBOTA, FOJI0BHAs 00JIb, 60JIb B KMBOTE, AHEMHS, KAILEb U 3a1I0p.

BeiBox 06 spdextuBHoCTH Yy manuentoB metckoro Bospacta ¢ KJIX MoJyueH Ha OCHOBAHHH

pe3ysbTaToB y COOTBETCTBYIOIIEH B3POCIION MOMYISIIHH.

BJIMSIHUE HA CTIOCOBHOCTD YIIPABJISITh TPAHCIIOPTHBIMU CPEJICTBAMMU
U PABOTATb C MEXAHU3MAMMU

[TlemOponu3ymab MOXeT OKa3blBATh HE3HAYMTENBHOE BIMSHHE HA CIOCOGHOCTD YIIpaBJIsTh
aBTOMOOMIEM H paGoTath ¢ MexaHm3Mamu. Coobmasocs 06 YyCTaJIOCTH I0CIe BBEJCHHUS

nemOponusymaba (M. «IToGounoe neiicTBHEY).

®OPMA BBIITYCKA

Konuentpar 11s npurotosiienust pactBopa st uHdpy3uii, 25 mr/mi.

ITo 4 M npenapara Bo (rakoHE! U3 GECLBETHOr0 HEHTPATLHOrO CTeksa | THAPOIUTHYECKOTO
Kjacca, YKyNOpeHHble OpoMOYTHIOBBIMH DE3MHOBBIMH MPOOKaMH €O (HTOPIOTUMEPHBIM
MOKPBITHEM, C OOKATKOH altOMMHHEBBIMH KOJIA4YKaMH C [JIACTUKOBBLIMHM KPBIIIKAMH THIIA
«flip-off». Ha kax/pIit (1akoH HaK/IEHBAIOT CAMOKJIESILYIOCSH STHKETKY.

I[To 1 ¢nakony ¢ uHCTpyKuMEl MO MPUMEHEHHIO MOMEMIAIOT B NAYKH M3 KApTOHA, WM 110 |
(h1akoHy B KOHTYpHOIA stueiikoBoii ynakoske u3 [IBX mienkn ¢ MHCTpYKUKEH 110 IIPUMEHEHHIO
MIOMEIIAIOT B [IAYKU U3 KapTOHA.

IIonycxaeTcsx HaKJICUBAHHUE 3TUKETKH KOHTPOJISI IIEPBOTO BCKPLITUS HA ITa4Ky U3 KapTOHa.

YCJIOBUSI XPAHEHUSI
B sammienHom ot ceta Mecte npu temmeparype ot 2 10 8 °C. He 3aMopauBarth.

XpaHHUTb B HEJIOCTYITHOM JUJIsl JIETEN MECTe.
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CPOKTOJHOCTH
2 roza.

He ucnonb30BaTh 110 HCTEUEHUIO CpOKa rorHoCTH.

YCJIOBUS OTITYCKA

OtnyckaroT o peuenty.

BJAJEJIELl PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSI

000 «IIK-137», Poccust, 124460, r. MockBa, BH.TEp.I. MYHHIMIAIbHbIA okpyr CuiuHo,

r. 3eneHorpan, npoesa 5557-i, 1. 2.

INPOU3BOAUTEJIb

AO «BUOKAJl», Poccus, 198515, r. Canxr-IletepGypr, BH. Tep. I. MOCENOK CrpenbHa,
1. CtpenbHa, yi1. Cessu, 1. 38, cp. 1.

000 «IIK-137», Poccus, 124460, r. MockBa, BH.TEp.r. MyHUIMIANbHBIA OKpyr CHIHMHO,

r. 3eneHorpan, npoesa 5557-i, x. 2.

OPTAHU3ALIMS, MTPUHUMAIOUIASI IPETEH3UU ITIOTPEBUTEJEN

AO «BUOKAJl», Poccms, 198515, r. Canxr-Iletepbypr, BH. Tep. r. nocenok CrpesnbHa,
. CtpenbHa, yu. Csszy, 1. 38, crp. 1, moment. 89.

Ten.: +7 (812) 380-49-33,

Paxc: +7 (812) 380-49-34,

e-mail: biocad@biocad.ru

VHpopmauuio 0  pa3BUTMM  HEXeNaTelbHBIX  peakluuil  HAMpaBisTh 10 ajpecy:

safety(@biocad.ru

PykoBoaurtens HampaBieHus pe:

JIEKapCTBEHHBIX CpeACTB B PO\ / Yypakosa H. B.
AO «BUOKAT» / « » 20 T
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