COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 21.07.2025 N2 13074

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA

Copadenndb-ITpomomen, 200 mr, TaGIETKH, TOKPHITHIE TUICHOYHON 000JI0YKOM.

2. KAUECTBEHHBIN 1 KOJITMYECTBEHHBIA COCTAB

JeticTByroee BemecTBo: copadeHuo.

Kaxxnass Tabnerka, mokpeITas rmieHo4HOW obonoukoi, comepxut 200 mr copadenuda (B BUIE
TO3MJIaTa).

BcmoMoratenbHbIe BEIIECTBA, HATMYHE KOTOPBIX HAI0 YYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: KpacuTeNb CoHeUHbIN 3aKkaT xkentbiid (E110) (cMm. pazaen 4.4).

ITonnbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Tal6yieTKH, MOKPHITHIC INIEHOYHOW 000JI0YKOM.
TabneTku Kpyriible, ABOSKOBBIMYKIIbIE, TOKPHIThIC IJIEHOYHOW 000JI04KON kenToro 1Beta. Ha

MIOTIEPEYHOM pa3pese Aapo OEI0ro Uiy MoYTH OENIoro 1BeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0

Copadenudb-IIpomomen mokazaH K TNPUMEHEHHUIO Y B3POCHBIX [JIsl JICYCHHS CIETYIOIINX
3a00JIeBaHUM:

e MeracTaTUYeCKUM MTOYEYHO-KIETOYHBIN PaK.

e [le4eHOYHO-KJIETOYHBIN paK.

e MecTHO-pacipOCTpaHEHHBIH  WJIM ~ MeTacTaTHUecKui  aud@epeHIupoBaHHBIM  pak

LIMTOBUIHON JKEJE3bl, PE3UCTECHTHBIA K palMOaKTUBHOMY HOAY.

4.2. PexxuMm 103MpPOBaHNs U CNIOCO0 NPUMEHEHUS
Jleuenne mnpenapatom Copadenund-IIpoMmomen cienyer mnNpoBOAMTH MOA  HaOIIOAEHUEM
criequaiicra, MMCIOLMICTO OIBIT IPUMEHCHH A ITPOTUBOOITYXOJIEBBIX ITPECIIapaToB.

PexuMm no3upoBanus

Pexomennyemass cyrounas jpgo3a npenapata CopadenuG-Ilpomomen cocraBiser 800 mr
(4 Tabnerku no 200 mr). CyTouHas J103a Ha3Ha4YaeTcs B JiBa mpueMa (2 TabyeTku 2 pa3a B CyTKH)
7100 B MPOMEXKYTKAX MEXKy MPUEMaMH MHIIH, THO0 BMECTE C THUIIEH, COAepIKalell HU3K0E HIIN

yMEpPEHHOE KOJHUYECTBO JKupa. JledeHWe MpOJODKAIOT [0 TeX TMOp, IOKa COXPaHIETCs
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KInHUYecKas 3¢(HEKTUBHOCTH Mpernapara Win

I[Gf[CTBHSI. Pa3BuTre BO3MOKHBIX HEXKEIaTSIIbHBIX JICKApCTBCHHBIX peaKuHﬁ MOXKECT HOTpe60BaTB
BPEMEHHOT'0 IIPEKpaIleHHsI U/WIM yMEHbIIeHus 1035l npenapata Copadennd-IIpomomen.
CHuoicenue 003bl Yy NAYUEHMOE8 ¢ MEMACMamu4ecKumM noYeyHO-KIeMmoyHbIM PAKOM U NeYeHOYHO-
KeMOYHbIM PAKOM

[Tpu HeoOxoaumocTu no3a npemnapara Copadenud-IIpomomen moxer ObiTh cHUXKeHA 10 400 Mr
1 pa3 B cytku unu 10 400 Mr uepes J1eHb.

Tabmuma 1. PexkoMeHmanuu 1o CHIKEHHIO A03bI mpenapara Copadenuod-Ilpomomen mnpu
A3BUTHU KOXXHOM TOKCUYHOCTH
Cmenenb KOXCHOU

Inuz00vbl KOXHCHOL Pexomenoayuu no moougurxayuu 003

MOKCUYHOCTU MOKCUYHOCTHU npenapama Copagenud-Ilpomomed
1-s CTEIEHb: oHemeHue, | JIroOoli o cuery Jleuenue mpemaparom CopadeHuo-
JT3eCTe3us, napecrTesus, IMpomomen mpomonkaloT Ha (OHE
0e300I1e3HEHHAs OTEYHOCTb, MECTHOM CHMIITOMAaTHYECKOM
spurema 505041 OLLYIIIEHHE TEpaIn.

ouckoMpopTra B JaJOHSAX MU
MOJOIIBAaX HOT, KOTOphIE HE

NPENATCTBYOT HOPMAJIbHOM
AKTHUBHOCTH ITallMCHTA
2-91  crTemeHb: odpuremMa M | 1-i smm3zon Jleuenne mpenapatom Copadennod-

OTEYHOCTb JIaJOHEN WK TOJOILIB [Ipomomen mnpomomkaroT Ha ¢oHE

HOT, COIPOBOXKAAIOIINECS MECTHOU CHUMIITOMaTUYECKOU

Oonplo, W/HIM  OIIYLICHUEM Tepanmui. B ciydae  OTCyTCTBHSA

muckomdopra, KOTOpbIE yAy4ylleHusT B TeYeHue 7 JHed —

OIPaHUYHMBAIOT HOPMAJIBHYIO CM. HUXKE.

AKTHUBHOCTH ITalTMCHTAa OTCYTCTBI/IC YMCHBUICHUA HpI/IOCTaHOBI/ITb TEpaIuro
WHTEHCUBHOCTH  KOXHOH | mpenapatom Copadenund-IIpomomen
CUMIITOMAaTHKH B TEUEHHE | 10 TE€X TMOp, TOKa  KOXKHas

7 nueyt winn 2-# wuina 3-U
SIHU30/I.

TOKCUYHOCTh HE KYIHUpPYeTCsS WU ee
BBIPQXEHHOCTh HE CHHU3UTCS J0
TOoKkcu4HOCTH 1-ii  crtenmenu. Ilpu
BO300OHOBJIIEHUM TEpanuyd CHU3UTD
JI03Y npernapara Copadenuo-
[Ipomomen o 400 MI
1 pa3 B cytku unu 400 Mr uepes AeHb.

4-ii snm3on Tepamuio mpemaparom CopadeHuo-

IIpomomen crnenyer NpeKpaTHTh.

3-51 CTEIICHB! BiakHas | 1-it umm 2-# snu30ab1 IIpuocranoBuTh TEpaIuIo
JIeCKBaMalus, U3bS3BIICHUS, npenapatom Copadenud-Ilpomomen
BOJIZIBIPY WJIM BBIpaXKEHHAs! 00JIb 0 TeX [op, IIOKa  KOXKHAas

B JIQJIOHSAX WJIM TOAOILIBaX HOT,
WIN BBIPaKEHHBIH JUCKOMQOPT,

HE TMO3BOJISIOINME MAlUCHTY
BBIITIOJIHATH CBOHU
npodeccuoHanbHbIe

0053aHHOCTH HJIH OOCIYKHUBAaTh
ce0s1.

TOKCUYHOCTh HE KYIHUpPYeTCs WU ee
BBIPAXKEHHOCTh HE CHU3UTCA 10 1-i
CTENIEHH TOKCUYHOCTH.

IIpu BO30OHOBIIEHWH  TEpamuu
CHU3UTh 703y npenapara
Copagenud-IIpomomen no 400 wmr
1 pa3 B cytku mwim g0 400 mr yepes
JICHb.

3-11 3nn30.1

Tepanuto mpenapatom Copadenud-
[IpoMomen ciieyeT NpeKpaTHTh.
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[Tpu HeoOxomuMocTu cHukeHus 103bl npenapata Copadenud-Ilpomomen mo 600 Mr B cyTku
npenapaT NpUHUMAIOT 2 pa3a B AeHb (2 TabyueTku u 1 TabneTka ¢ uHTEpBaIOM 12 4acoB).

[Tpu nHeobxomumocTu no3a mnpemnapara Copadenud-Ilpomomen Moxer OBITH JOMOJTHUTEIHHO
camkena 70 400 mr B cytku (1 Tabnerka 2 paza B neHb) win a0 200 mr 1 pa3 B aenb. [locne
YMEHBIICHUS BBIPAKEHHOCTH HEXKEIATENbHBIX PEaKIMid, 32 MCKIOYEHUEM I'e€MaTOJOTHYECKUX,
no3a npenapara Copadennd-IIpomomen MokeT OBITh YBETUYCHA.

Tabmuma 2. Pexkomenmyembie 103bl mpenapara Copadenuod-Ilpomomen nmis manuMeHTOB ¢
nuddepeHIMPOBAaHHBIM PAKOM IIMTOBUIHON KeJe3bl, TPEOYIOIIMX CHIKEHHUS 10351

Cymounas 0osa npenapama
Cruocenue 003wl Y penap
Copadghenu6-Ilpomomeo
2 Tabmetku W 1 Tabierka ¢
HHTEpBAJIOM IpHeMma 12 dJacoB (Ha
IIepBoe cHIDKEHHE O3B 600 mr pp: P (
MIEPBBIA TPUEM MOXKET TPUXOIUTHCS
mr00ast U3 ATUX J103)
Bropoe cHnxenue 10361 400 mr ITo 1 Tabnerke 2 pa3a B 1eHb
TpeTbe CHUKEHUE 103bI 200 Mr ITo 1 Tabnerke 1 pa3 B gcHb

Tabnmuna 3. Pexomenmanmuu no cHwKeHUIo A03bl mpenapara Copadenud-IIpomomen npu
pPa3BUTUU KOKHON TOKCUYHOCTH

Cmenens K0JCHOU MOKCUYHOCTU Onu3zo0u Pexomenoayuu no moouguxayuu 003

npenapama Copaghenub-Ilpomomeo™

1-a CTETICHb: onemeHue, | JIroOoi o cuery Jleaenne mpemaparom Copadenuno-

J3ecTe3usl, napecresus, [Mpomomen MPOIOJDKAIOT c

0e30011e3HeHHAS OTEYHOCT®, MIPUMEHEHUEM MECTHOU
spuTeMa WITH OLIyIICHUE CHUMIITOMaTHYECKOW TePAITHH.

IuckoMpopTa B JIAJAOHIX WM
MOJIONIBAX HOT, KOTOpBIE He

MPEISTCTBYIOT HOPMaJIbHOM

AKTHUBHOCTH IAaLIMEHTA

2-51 CTEIIeHb: H)pUTEMa M OTEYHOCTh | 1-if smm3on Jleuenue IIPOIOJIKAIOT c
JajoHed WM TONOWIB  HOT, WCTIOJIb30BaHUEM CHW)KEHHOH J103bI
COIPOBOKIAIOIINECS 0ob10, npenapata  Copadenud-Ilpomomen
W/WIN OIyIIeHueM auckoMpopTa, 600 mr B cytku (400 mr u 200 mr ¢
KOTOPBIE OrpaHUYUBAOT WHTepBaJoM 12 4acoB) W ¢
HOPMAaJIbHYIO aKTHUBHOCTb PUMEHEHUEM MECTHOM
nanueHTa CHUMIITOMaTHYECKON Tepanuu.

B ciyqae oTcyTCTBHS yiaydilieHUS B
TeyeHUe 7 THEU — CM. HIDKE.

OtcyTcTBHE [IprocTanoBUTH TEparmLo
YMEHBIIEHUS npenapatoMm Copadenud-TIpomomen
WHTEHCUBHOCTH KO)KHOM | IO TeX TIOp, TOKa  KOXHas
CUMIITOMATHKHU B TCYEHHUE | TOKCUUYHOCTh HE KYIUPYETCS WU €€
7 nHeu Wiy 2-1 SIu301 BBIPAXKEHHOCTh HE CHU3UTCA 10 1-i
CTEIEHU TOKCUYHOCTH. IIpu
BO300OHOBJICHUM TEpalmuu CHU3UTh
J103y npemnapara Copadenno6-
ITpomomen (cm. Tabmuna 2).

3-1 anu30 [IpuocranoBUTH Tepamuio
penapaToM J0 TeX Mop, MOKa KOKHas

3
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BBIPRKEHHOCTh HE CHUBHTCS 10 1-i
crenern.  [lpu  BO30OHOBJICHHUU
TEepanuyd CHU3UTH J03y IMpernapara
Copadenn6b-IIpomomen (cM. Tabnuma

2).
4-1f smm3011 Tepanuto mpenapatom Copadenud-
IIpomomMen  cienyeT  MOJIHOCTBIO
IPEKPATUTh.
3-5 CTEIEHb: BrnakHas | 1-if smm3on [TprocTaHOBUTH Tepanuto
JIeCKBaMaIHsL, U3bSI3BICHUS, npenapatom Copadenund-Ilpomomen
BOJIIIBIPY WJIN BBIpa’KCHHAsl OOJIb B OO TeX Iop, TIOKa  KOXHas
JalOHAX WIM IOAOMIBAX HOT, WM TOKCHUYHOCTh HE KYNHUPYETCS WIH €€
BBIpOKEHHBIN  anckoMdopT, He BBIPRKEHHOCTh HE CHHU3HTCA 10 1-i
MO3BOJISIOLIHE MAIUEHTY CTeTeH! TOKCHUYHOCTH. [pu
BBITOJIHATD cBOU BO300HOBJIEHUM TEpalmuyd CHU3UTH
poQeCCHOHANIEHEIC 00S3aHHOCTH 03y mpenapara Copadenno-
WA 0OCITy>KUBATh ceOsl. [Tpomomen (mepBoe CHIKEHHE I1O3bI
cM. Tabnnma 2).
2-1 s3ox [IpuocraHoBUTH TEpaInuio

npenapaToM JI0 TeX Mop, MOKa KOXKHAs
TOKCHYHOCTb HC€ KYIMUPYCTCA WU €€
BBIPAXKEHHOCTh HE CHU3UTCA 10 1-i
CTENECHU TOKCHYHOCTH. IMpu
BO300HOBJIGHUM TEpanvyd CHU3UTH
03y mperapara Copadenno6-
[Tpomomen (BTOpOoe CHM)KEHHE JTO3BI
cM. Tabnuna 2).

3-1 anm301 Tepanuto mnpemnaparom CopadeHuo-
[IpomomMen  crnenyeT  MONHOCTBIO
MPEKPATHTb.

* Ecnu B Teyenue 28 nueit tepanuu npemnaparom Copadenud-IIpomomen B CHUKEHHOW J103€
KO)KHasi TOKCHUYHOCTb HE MPEBBICUT 1-}0 CTENEeHb, BO3MOXKHO YBEJIWYEHHE J03bl Ipernapara
Copadenud-IIpomomesn Ha OTUH J030BBIM YPOBEHB MO CPABHEHUIO C YMEHBIIIEHHON JO30M.

Oco0bIe I'pynnbl DaMCHTOB

layuenmul nodxcuno2o 6o3pacma, nou, macca meia

Koppekiius 10361 B 3aBUCUMOCTH OT BO3pacTa mamueHTa (crapiie 65 Jier), moJjia Wik Macchl Teja
He TpeOyercsl.

Tayuenmsi ¢ HapyweHnuem gyukyuu nevexu

[Taniuentam co cHmkeHneM GyHKIMH NedeHn kiaaccoB A u B mo knaccudukanuu Yaitnna-IIsio
KOppekius 1036l He Tpebyercs. Jleuenne mpemnaparom Copadenund-IIpomomen manueHTOB CO
cHmkeHneM (yHkiuu nedenu kinacca C no kinaccudukanuu Yaitna-I1sio He u3yueHo.
Tayuenmoi ¢ Hapywenuem yHKyuu novex

[TarueHTaM ¢ JETKOM, CpETHETSKETION U TSKENOM CTENeHbI0 MOoYeyHOol HefpocTaTouHocTH (6e3
reMoinanu3a) He TpedyeTcst CHkeHus 10361 mpenapata Copadenud-IIpomomen. cnons3oBanme
npenapata Copadenud-IIpoMmomen B iedyeHHH MAaUEHTOB, HAXOASIIMXCS HAa reMoJualn3e, He

U3Y4EHO.
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Y mamueHToB C PUCKOM BO3HHMKHOBCHHUSA H&DVHIQ;LHIH:_I%E'IXJEJHE%E C LEIO%TXI£II/IMO

MOHHTOPHPOBATH BOJTHO-IJICKTPOJIUTHBIN OallaHC.

eTH
bezonacHocTh u 3ddexTuBHOCTS penapara Copadennd-IIpomomen y nereit B Bo3pacre ot 0 10
18 et Ha TaHHBIM MOMEHT HE YCTaHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.

Cnooco0 nnpuMeHeHus

BnyTps.

Pexomenayercst npuHUMaTh copadeHuO 1100 B MPOMEXKYTKAX MEXIy NpHeMaMH MHIIH, JTU00
BMECTE C MHIIEH, COAEPIKALLEH HU3KOE WK YMEPEHHOE KOJIMYECTBO JKUPA.

Ta0neTku mporaaThIBarOT, 3alIMBasi CTAKAHOM BOJIBI.

Ecnu mamueHT HamepeBaeTcss MPUHUMATh HHILY C BBICOKMM COJCpPKAHHUEM JKUpPA, TaOJIETKU
copadeHunba cienyer NpUHUMaTh KaK MUHUMYM 3a | yac 10 wiu yepe3 2 yaca rocie npuema

MIHUIIHA.

4.3. [IlpoTuBONOKA3aAHUS

e [unepuyBCTBUTENBHOCTh K copadeHHOy MU K JI0O0MYy W3 BCIOMOTAaTEIbHBIX BEIIECTB,
MEepeUYrCIICHHBIX B pasjene 6.1.

e bepeMeHHOCTh U NEPUOJ IPYIHOrO BCKapMiuBaHus (cM. paszaen 4.6).

e Jlerckuii Bo3pact g0 18 ner (3p¢ekTHBHOCT, ¥ 0€30MacHOCTh TPHUMEHEHUS He

YCTaHOBJICHBI).

4.4. OcoOble ykazaHMsl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO

[Tpenapart cinenyeTr NpUMEHSITh C OCTOPOKHOCTBIO MPH CIEYIOINX 3a00JIeBaHUAX:
e  KOXHBbIE 3a00JI€BaHNUS;

e apTepuanbHas TUIIEPTEH3US;

e  T[IOBBIIIEHHAs KPOBOTOUYUBOCTh WJIM KPOBOTEUEHUS B aHAMHE3E;

e  HecTaOWJIbHAs CTEHOKapANS;

e  MEpEeHECEHHBIH HHpAPKT MHUOKaP/a;

e  KOMIUIEKCHAs TEPaIus ¢ UPUHOTEKAHOM U JIOLETAKCEIOM.

Oco0ble yKa3aHus

Koorcnvie peaxyuu
Haunbonee uyacTbiMM HeXeNaTeIbHBIMH PEAKIMAMHU TpU NpHeMe copadeHnda ObUIM KOXKHBIE
peakuu B 00JacTH KOHEYHOcTeH (JIaJJOHHO-TIOJOIIBEHHAs! IPUTPOIU3ICTE3UsI) M Chillb. B

OOJIBIIMHCTBE CITy4yaeB OHU ObUTH 1-1 1 2-1 CTETIEHH TSKECTH U MPOSIBISUINCH, TIIaBHBIM 00pa3oM,
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peakuyii MOKHO MCIIOJBb30BaThb MECTHBIE Ipenaparsl ¢ CUMITOMAaTH4YeCKUM aevicrBueM. [Ipu
HE00XO0IMMOCTH BPEMEHHO MPEKPaIIaroT JICUSHUE U/WITH H3MEHSIOT 1036l nmpenaparta CopadeHuo-
[IpoMomen win, B TSKENbIX WM TOBTOPSIOIIUXCS CIIy4asX KOXKHBIX pEakKlHid, Teparuio
npenapatoM Copadenud-IIpomomen OTMEHSIOT.

Apmepuanvrnasn cunepmen3us

VY manueHToB, MOJyYaBHIMX JieueHHEe copadeHHOOM, OBbUIO 3aperMCTPUPOBAHO TTOBBIICHHUE
YacTOThI ApTEPUATILHON TUIIEPTeH3UH. ApTepuaibHas TUIepTEeH3Us 0OBIYHO HOCHIIA JIETKUI Win
YMEpEHHBIH xapakTep, HaOIoAanach B Hauase JIEYeHUs U MOIJaBaIach JCUEHUIO CTaHAaPTHBIMU
AHTUTUIIEPTEH3UBHBIMH TIpenapatamu. Bo Bpems nedyenust npenapatom Copadenud-Ilpomomen
CIIeZlyeT peryJsipHO KOHTPOJMPOBATh apTepHabHOE JaBICHHE U TPH HEOOXOAMMOCTHU
KOPPEKTUPOBATH €T0 MOBBIIICHUE aHTUTUIIEPTEH3UBHOM Tepanueil. B ciayyasx pa3BUTHS TSKEION
WIM CTOWKOW apTepuasbHOW TUIEPTEH3UH WM IPH MOSBICHUHM TUIEPTOHUYECKUX KPHU30B,
HECMOTpSl Ha IMPOBEACHUE AJCKBATHOW AHTUTHIIEPTEH3WBHOW TEparuu, CIEAYeT PacCMOTPETh
BOTIPOC O MpeKpalieHun JeueHus npernaparom Copadenno-IIpomomer.

Kposomeuenue

Copadennd MOXeT MPUBECTH K YBEIMUEHHUIO pUCKa KpoBoTeueHHWil. Tspkenble KpOBOTEUEHHS
BO3HHUKAIOT penko. [Ipu mosBieHnH m000r0 KPOBOTEUCHHS, TPEOYIOMIEr0 METUIIMHCKOTO
BMEIIATENILCTBA, PEKOMEHIYETCSI PaCCMOTPETHh BOIPOC O MPEKpAIIEHUH JICUCHHs TpernapaTom
Copadennod-ITpomomen.

Y4uThIBas NOTEHIMAIBHBIM PUCK KPOBOTEUEHUS, Y MAIMEHTOB ¢ AU epeHInpOBaHHBIM PaKoM
IIMTOBUIHOM KeJe3bl Tiepe] Ha3HaueHueM npernapara Copadenud-IIpomomen cremyeT npoBectu
MECTHOE JICUEHHE OITyXOJIEBBIX HH(PHUIBTPATOB Tpaxeu, OPOHXOB M MUIIIEBO/IA.

[Tpu coBMecTHOM Ha3zHaueHHH BapdapuHa U copadeHnda y HEeKOTOPBIX MAllMEHTOB OTMEYaINCh
pelKkue  SMU30Abl  KPOBOTOUMBOCTM  WJIM  TOBBIIEHME 3HAYEHHUS  MEXIYHapOJIHOTO
HopmanuzoBanHoro otHomenuss (MHO). TIpu coBMecTHOM Ha3HadeHHHW Bap(dapHuHa U rpernapara
Copadenudb-IIpomomen HEOOXOIUMO PETYISIPHOE OMpEaesieHne MPOTPOMOMHOBOTO BpPEMEHH,
MHO, kIMHHYEeCKUX MPU3HAKOB KPOBOTOYUBOCTH.

OcnooicheHus npu 3axCusieHuU pam

B cirydae npoBeneHus XUPYPTUYECKUX BMENIATEIbCTB PEKOMEHIYEeTCsl BpeMEHHOE TPEKpaIeHre
tepanuu nipernaparom Copadenud-IIpomomen ¢ mosummii mpemoctopokHOCTH. KimHM4yeckue
HaOJIOIeHUs, Kacarolluecs BO300OHOBJIEHHUs IpueMa copadeHuba Tmocie XUPYypruyecKux
BMEIIIATENILCTB, OYEHb HEMHOTOYHUCIEHHBI. IloTOMYy pelieHne o BO30OHOBJIIEHUM Teparnuu
npernapatoM  Copadenuod-Ilpomomen mocine  XUpPyprudeckux  BMEIIATENbCTB  JOJDKHO

OCHOBBIBAThHCS Ha KIIMHUYSCKOM OILICHKEC aACKBATHOCTH 3a’KUBJICHH PAaHBI.
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JCNEOOBATENEHOCTE 0002)

L)
Hwemuueckas 6one3nsv cepoya u/unu ungapkm uoxapég

[Ipr BOHMKHOBEHMH WIIEMHUHU W/WIK WH(pAPKTa MUOKapja CIEAyeT BPEMEHHO WM MOCTOSHHO
npekpaTuTh Tepanuio mnpenaparom Copadenud-IIpomomer.

Yonunenue unmepsana QT

Y CTaHOBIIEHO, YTO MPUMEHEHHE copadeHnda MPUBOAUT K yaauHeHuto uatepsaina QT/QTc, uro
MOYKET TOBBICUTh PUCK Pa3BUTHS JKEITYAOYKOBBIX apuUTMui. CleayeT NpUMEHSTH Ipernapar
Copadennd-ITpoMmomer ¢ OCTOPOKHOCTBIO Y CIEAYIOMIUX MAIIMEHTOB C TEKYIIMM YUIMHCHHUEM
uHTepBana QTC wiM C PUCKOM pa3BUTUS TAKOTO COCTOSHUS: C BPOXKICHHBIM CHHAPOMOM
yanuHeHHoro uaTepasia QT; moayyaronmx Tepanuo aHTPalMKIMHAMU B BBICOKOW 00111l 103¢€;
NPUHUMAIOIIUX OIpE/IeIeHHbIE AHTUAPUTMUYECKUE CPEICTBA WM Jpyrue JIeKapCTBEHHBIC
npenaparsl, BeAylue K yauuHeHnto natepBana QT; a Takke y ManueHToB C JIEKTPOIUTHBIMU
HApYUICHUSMH, BKJIIOYas TUMOKAIWEMHIO, TUIOKAIbLIHUEMHUI0 WU TurnomarueMuto. [Ipu
npuMmenenun npemnapara Copadenud-IlpoMmomen y Takux NalMeHTOB CleAyeT HPOBOAUTH
NEPUOJINYECKAN  DJIEKTPOKAPAMOTPAPHUECKUIT  KOHTPOJIb W HM3MEPATh  KOHIIEHTPALIUIO
AJIEKTPOJIUTOB (MarHui, Kajaui, KaibLui).

Ilpobooenue snceny0ouHo-KuueuHo2o0 mpakma

[TpoGoaeHue xeny109HO-KUIIEYHOTO TPAKTa BCTPEUAETCsl HeYacTo U OMucaHo MeHee ueM y 1 %
NAIMEeHTOB, MOIyYaBIINX copadeHnd. B HEKOTOPHIX CilydasiXx 3TH COOBITHS HE ObLTH CBS3aHBI C
ONyXOJIIMH B OpIOMIHOM mMoJIocTH. B ciydae mpoOoaeHHs KemyI0YHO-KHIIEYHOTO TpPaKTa
nedenue npemnaparom Copadenud-Ilpomomen ciieyer OTMEHUTb.

Hapywenue ¢ynkyuu nevenu

Het HuKakux JaHHBIX O JIeYeHHH copad)eHHOOM MAIMEHTOB C TSHKEIBIM HapylIeHueM (yHKIIHN
neuenu (knace C no knaccuduxauu Yaiina-I1s10). Ilockonbky copadeHnd BHIBOAUTCS, TITaBHBIM
o0pa3oM, IEYEHbIO, Y NalMEHTOB C TSKENIbIM HapylleHHeM (QYHKIUHM MEYEeHU, BO3MOKHO
yCUJICHHE ASUCTBUS Mpenapara.

Jlabopamopuvie nokasamenu

[Tpu npumenenun npenapara Copadenud-Ilpomomen y nanueHToB ¢ auddepeHInpOBaHHBIM
pPaKoM IIMTOBUIHOM KeJe3bl PEKOMEHIYEeTCsI KOHTPOJIUPOBATh KOHIIEHTPALMIO KaJIbLUs B KPOBH.
B kinuHMuYECKHX HCCIEIOBaHHUIX y MAIMEHTOB C AU(QepeHIIMPOBAHHBIM PAKOM IUTOBUIHON
JKeJe3bl, 0COOEHHO HMMEIONINX THUIONMapaTHpeo3 B aHaMHE3e, OTMEYAIUCh 0ojee dYacThle U
TSDKEIIbIE TIPOSIBIICHHSI THITOKAIBIIMEMIH, Y€M Y TTAIIMEHTOB C MOYEYHO-KICTOYHBIM U TIEYCHOYHO-
KJIETOYHBIM PAKOM.

VY uactu manmeHToB ¢ JIU(p(GEpeHIUPOBAHHBIM PAKOM IIUTOBUIHOM >Kele3bl, MOIyYaBIIUX

jedeHue copaeHnOoM B KIMHUYECKHUX UCCIIeI0BaHUAX, KOHIICHTPAIUS TUPEOTPOITHOTO TOPMOHA
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npesbicwia 0,5 MEn/n. Tlpu npumenenun npenapara CObQ&éﬂgﬁB&%@H W;:II(:I/IE:ILIQI;II?—IIE—;&TOB

CJIeZlyeT KOHTPOJIMPOBATh KOHIICHTPALUIO THPEOTPOITHOT'O TOPMOHA.
Bo Bpems Ttepanuu mnpenaparom Copadenud-Ilpomomen HEO0OXOOUMO TEPUOAMUYECKU
KOHTPOJIMPOBATh IMOKa3zaTeian nepudepuyeckoil KpoBu (BKIOYAs JEHMKOUUTApHYIO (popmyry U
TPOMOOIIUTHI).

Jlexapcmeennule 83aumooeticmsus

C ocropoxHOCThIO HasHadawoT mpernapar Copadenud-IlpoMmomen BMecTe ¢ mpenaparamu,
KOTOpPBIE METa0O0JM3UPYIOTCS/BBIBOAATCS NpeumyinecTBeHHO ¢ ydactueM UGT1AL (mampumep,
UPUHOTEKaH).

OnHOBpeMeHHOE NpuMeHeHue aonerakcena (75 win 100 mr/m?) u copadennda (200 mmu 400 mMr
2 paza B JeHb) C 3-AHEBHBIMH HUHTEpBAJaMU J0 U IIOCJIE HA3HAUYEHUs JIOLIETaKcela
CONPOBOXKIACTCSl YBEIMYEHHEM IUIOIIAAM TIOA KpPUBOM «KOHIEHTpauusa-spems» (AUC)
nouerakcena Ha 36—80 %. [Ipu onHoBpemenHOM Ha3zHaueHuu npernapara Copadenud-IIpomomen
U JIOL[ETaKCeNa CIelyeT COOI0IaTh OCTOPOKHOCTD.

OpnHoBpeMeHHOE NMPUMEHEHHE HEOMHUIIMHA MOXKET MPUBECTH K CHUKEHHIO OHOJOCTYMHOCTH
copagenuda.

Jlannvle KIUHUYECKUX UCCIe008AHULL

B 1Byx paHIOMHM3MpPOBAHHBIX IJIAE00-KOHTPOIMPYEMBIX HMCCIECOBAHUSAX IPH CPaBHECHUH
6e3omacHOCTH U 3((HEKTUBHOCTH MPUMEHEHUS B KauecCTBE MEPBOW JIMHUU JBYXKOMIIOHEHTHOM
XUMHOTEpany Ha OCHOBE IIPEenapaToB IJIATHHBI (KapOOIJIATHH/MAKIUTAKCET WM OTIEIBHO
reMIUTa0MH/IUCIUIATHH) B KOMOMHAUU ¢ copapeHrnOoM i 0e3 HEero y malueHToB ¢ MO3/IHeN
cTanguel HeMenkokieroyHoro paka Jjerkux (HMPJI) He ynanock mnonydyuTh JaHHBIE T10
YIIyUIIeHUI0 00meil BbDKMBAaeMOCTH. JlaHHBIE MO 0€30MacHOCTH, B IEJIOM, COOTBETCTBOBAIIU
paHee ONUCAHHBIM pe3yibTaraM. OJHAKO, B 00OMX HCCIEIOBaHMAX B TPYyMIE MAIHMEHTOB C
TUTOCKOKJIETOYHBIM PAKOM JIETKOTO, MOJTyYaBIINX JIBYXKOMIOHEHTHYIO XHMHUOTEPAITHIO Ha OCHOBE
[pernapaToB IJIaTUHBI B KOMOMHAIMM C copageHuboMm, Obula oTMeueHa Oojiee BBICOKas
CMEpPTHOCTb MO0 CPAaBHEHHUIO C IPYyNION MAllMEHTOB, MOJYYaBIIUX TOJBKO JBYXKOMIOHEHTHYIO
XMMHOTEpANMI0O Ha OCHOBE IpernapaTroB IUIATUHBI (MAKIMTAKCeN/KapOOIUIaTUH: OTHOILIEHHE
puckoB 1,81, 95 %; nosepurenbHblii uHTEpBaN 1,19-2,74; reMunTaOuH/IUCINIATUH: OTHOLLIEHHE
puckoB 1,22, 95 %; noseputenbHblii uHTepBan 0,82—1,80). Onpenensiomeil NPUUUHBI ATOTO
SIBJICHUS BBISIBIIEHO HE OBLIIO.

Cunopom nuzuca onyxonu

B xoJe moCTperucTpanioHHOTO OMbBITa MPUMEHEHHs Y MAIMEeHTOB, IMOJNyYaBIIUX copadeHuo,
3aperuCTPUPOBAHbI ciaydau cuHapoma jmsuca omyxonu (CJIO), B ToM 4ucie co cMepTeabHBIM

ucxogoM. ®Pakropsl pucka CJIO BKIIOYAIOT BBICOKYH OIYXOJEBYK HAarpy3Ky, Haluuue
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XPOHUYECKOW TMOYEYHON HEAOCTATOYHOCTH, ornrvpmo'm%ézg%%ﬁggmﬁﬁgr'ogpﬂcl :;/{:'%/EOIW

KHUCIION peakiuu. Takue ManueHThl JTOJDKHBI HAXOAUTHCS MOJ MPUCTATBHBIM HAOIIOJEHUEM U
MPOXOAUTh TEPANUI0 HEMEJICHHO B COOTBETCTBUM C KIMHUYECKMMHU TOKA3aHHUSIMHU, a TaKkKe
CIIeIyeT PacCMOTPETh BOMPOC O MPO(UIAKTUYECKOM MUApaTaIUH.

BcnoMorarepHEBIC BEIECTBA

Kpacumenwv conneunviii 3axam scenmorii (E110)
[Ipenapar Copadenud-IlpomMomen conepKUT KpacuTelb CoiMHE4HbI 3akar skenteid (E110),

KOTOpBIﬁ MOKET BBI3BIBATH aJITICPTHUIYCCKUC PCAKIINH.

4.5. B3amMmopeiicTBMe ¢ JIPYrHMH JIeKAPCTBEHHBIMHM IpenaparamMM M JApyrue BHIbI
B3aUMO/JeHCTBUSA

Nunykroper CYP3A4

[Ipenapatsl, unnynupytomue aktuBHocth CYP3A4 (manpumep, pudamnuinus, (HEHUTOUH,
kapOamaszenuH, (QeHoOapOuTai, AEKCaMeTa30H M MpenapaThl, COJAEpXKAIlue SKCTPAKT TPaBbI
3Bep0o00si) MOTYT yBEJIMYUBATH MeTa0oIu3M copadernba u, TakuMm oOpa3oM, CHIKATh €ro
KOHIICHTPAIUIO B OPTraHU3ME.

[TpomoIKUTEIbHBI  OJHOBPEMEHHBIA MpHeM copadeHrnba COBMECTHO C pH(AMIUIIUTHOM
npuBo v K ymenbinennto AUC copadennda B cpenaem Ha 37 %.

Nuruburopsl CYP3A4

Knunnueckne (¢apmMakoKMHETHYEeCKHME B3auMoJelcTBHs —copadeHnba ¢ UMHrHOUTOpamMu
utoxpoma CYP3A4 ManoBeposTHBI.

Cyo6ctpatel CYP2C9

OnnoBpemMeHHBIN npueM copadennda u BaphapuHa HE TPUBET K U3MEHEHUIO CPEIHUX 3HAUYCHUN
nporpombuHoBoro BpemeHn M MHO mno cpaBHenuio ¢ ruiane6o. OIHAKO pPEKOMEHIyeTcs
perynsapHoe omnpeaeneHue MHO Bcem mnamueHTaM, MOMyYarollMM COYETAHHYIO TEPAIUIO
BappapuHOM U copadeHnOoM.

Cy0OcTpars! cnermmduyeckux n30hepMEHTOB U3 rpyrnbl mmroxpoma P450

OnHOBpeMEHHOE Ha3HAYeHHE MHJa3zojiama, JeKCTpoMeTopdaHa M OMeNpasolia, SBIISIOLINXCS
cyocrparamu mutoxpomoB CYP3A4, CYP2D6 u CYP2C19 cooTBeTCcTBEHHO, U 4-HENEIHHOTO
Kypca copadeHnOa He TNPUBOIWIO K HW3MEHEHHIO YPOBHS OKCIIO3WIMH TEPEUHCICHHBIX
npenapaToB. JTU HAOMIOACHHS CBUJIETENIBCTBYIOT O TOM, UYTO copadeHuOd HM MHTHOUpYeT, HU
UHAYyIHMpYeT Hu30(epMeHThl U3 Tpymnmbl uToxpoma P450. B pesynbraTe 0IHOBPEMEHHOTO
npuMeHeHHus copadeHnba W MakiIMTaKcena MMENO MECTO YBEIHMYEHHE, a He CHH)KEHUe
skcno3unuu 6-OH-nakimTakcena, akTHBHOTO METa0OJINTa TTaKJIMTaKcelNa, KOTOPBIH o0pa3yercs ¢

nomonipio CYP2C8. DTu naHHBIE CBHICTENBCTBYIOT O TOM, 4TO copadeHuO in ViVO MOXeT He
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saBisiTbest  mHTHOMTOpOoM ~ CYP2C8.  Opn BpeMeH%Q::'Mﬁgﬁ%ﬁﬁgbwgga]_dfég%g;] u

mukiIopochaMuga MPUBOAUIO K HE3HAYUTEIBHOMY CHIDKEHHIO SKCIIO3UIMHU IUKiIopochamuaa,
OJTHAKO IMPH ATOM HE HAOII0AATIOCh CHIXKEHHS CUCTeMHOM sKkcno3unmu 4-OH-nimknodocdamua,
SIBJISIFOLIIETOCS] aKTUBHBIM METAa00JIMTOM LUKIOpochaMuia, KOTOphId 00pasyeTcs B OCHOBHOM C
nomotnsio CYP2B6. DT JaHHBIC CBHICTEILCTBYIOT O TOM, YTO copadeHub in VIVO MOXKET He
aBnsAThC nHrnOHTOpoM CYP2B6.

KOM6I/IHaI_[I/IH C APYIuMM IIPOTUBOOITYXOJICBBIMU IIpCIIapaTaMu

COpa(bCHI/I6 HE OKa3bIBaCT KIMHHWYCCKH 3HAYUMOI'O BJIMSIHHUA HA (bapMaKOKI/IHeTI/IKy FGML[I/ITa6I/IHa,
OUCIJIaTHHA, Kap60l'IJ'IaTI/IHa, OKCaJIMIlJIaThHAa 1 I_II/IKJ'IO(bOC(baMI/II[a.

[Maknurakcen/kapOoIiaTuH

OpHOBpeMeHHOE NpHMeHeHHe NakiuTakcena (mo 225 mr/m?) u xap6ommarmaa (AUC = 6)
coBMecTHO ¢ copadenundoom (< 400 mr 2 pasza B JieHb), C 3-THEBHBIMH MHTEPBAJIAMH B IIPUEME
copadenuba 10 U MOCJIe Ha3HAYEHUS MaKIUTaKcela U KapOoIulaThHA, HE OKa3bIBaJO HUKAKOTO
CYUIECTBEHHOT'O BJIMSHUS HAa (hapMaKOKMHETHKY MakiuTakcena. OJHOBpEeMEHHOE MPUMEHEHUE
nakiurakcena (o 225 mr/m? 1 pas B 3 Hezenn) u kap6ornatuaa (AUC = 6) ¢ copadenndom (1o

400 mr 2 pasza B neHb Oe3 mepepbiBa B MPUMEHEHUU copadeHnda) MPUBOIUIO K YBEIUYCHHUIO

sKcno3unuu copadennda Ha 47 %, naknurtakcena — Ha 29 % u 6-OH npou3BoiHOTO MaKIUTaKCeNa

—Ha 50 %. ®apMakoKHHETHKa KapOoIIaTHHA OCTaBaJlaCh HEU3MEHHOM.

OTH JaHHBIE TIOKAa3bIBAIOT, YTO HET HEOOXOAMMOCTH KOPPEKTUPOBATh JIO3UPOBKY TIPH
NPUMEHEHUH NaKjJIUTaKcena M KapOorulaTuHa BMecTe ¢ copadeHuOOM C  3-JHEBHBIMU
UHTEepBaJaMH B Tnpueme copadennd6a. Ocraercs HEU3BECTHBIM KJIMHUYECKOE 3Ha4YeHHeE
YBEJIMYEHUST SKCIO3MLIMU copadeHnba W MakJIUTaKkceaa MpU OJAHOBPEMEHHOM IMPUMEHEHHH C
copadenndbomM 6e3 rnmepepriBa B €ro MPUMEHEHHUH.

Kanenurabun

OnHOBpeMeHHOE pUMeHeHne Kanerutaduaa (mo 7501050 mr/m? 2 pasa B neHb ¢ 1-ro mo 14-if
JIeHb yepe3 Kax /bl 21-if nenp) u copadennda (mo 200 umu 400 Mr 2 pasa B 1eHb 0€3 IIepephIBOB
B IpUeMe) He MPUBOJIWIO K CYIIECTBEHHBIM M3MEHEHUSM B AKCHO3UIMH copadeHnda, 0JHAKO
AKCIIO3UIUS KarnenutabuHa ysenuunbanack Ha 15-50 %, a sxcrio3unus gpropypanuia (MeTaboauT
Karnerurabnna) Bo3pactaia Ha 0-52 %. OcraeTcs HEM3BECTHBIM KIMHUYECKOE 3HAYEHUE 3TOTO
HEOOJIBIIOr0 WJIM YMEPEHHOTO YBEJIMUYEHHs B HKCMO3MLMHU KanenurabuHa u (ropypauuia npu
OJIHOBPEMEHHOM Ipueme copadenuoa.

JIOKCOPYOUIIMH/UPUHOTEKAH

OnHOBpeMeHHOE Ha3HaueHHue copadeHnda M JOKCOpyOMIMHA MPUBOIUT K yBenundenuto AUC
nokcopyourmHa Ha 21 %. Ilpu onHOBpeMEHHOM Ha3HaueHUU copadeHnda U MPUHOTEKaHa,

aKkTUBHBIN MeTabonuT kotoporo SN-38 B nanbueiiem merabonusupyercs ¢ yuactuem UGT1AL,
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26-42 %. OcraeTcsi HeU3BECTHBIM KIMHIUYECKOE 3HAUCHHUE JAHHBIX HAOIIOICHUN.

[louierakcen

OnHoBpeMeHHOE TIpUMeHeHue aorerakcena (mo 75 wim 100 Mr/M? OJHOKPATHO Yepe3 KaxKIbIi
21-i1 nenp) u copadennda (200 mmu 400 Mr 2 pasza B JeHb co 2-To 1o 19-i 7eHb B TeueHUe
21-mHeBHOTO IMKIA) C 3-AHEBHBIMM HHTEpBAIaMU 10 W IMOCIE Ha3HAYCHHs JOLIeTaKcelna
conpoBoxaaercs yennueHuemM AUC u MakcumanbHOUW KOHUEHTparuu (Cmax) JOIETaKCENa
cootBercTBeHHO Ha 3680 % u 16-32 %. Ilpu ogHOBpeMeHHOM Ha3HaueHUU copadenuda u
JolleTaKkcena cieayeT CoOMI0AaTh OCTOPOKHOCTb.

Heomunnn

OnHOBpeMEHHOE MPUMEHEHUE HEOMUIIMHA, HECUCTEMHOTO aHTHOAKTEPUAIBHOTO Mpenapara Jijis
SpaluKalUU KEeITyA0YHO-KUIIEYHOH (hI0PBI, IPUBOIUT K BO3JCHCTBUIO HA DHTEPOTENAaTHUECKYIO
HUPKYJSAIUI0 copadennda ¢ MocieayouM CHIKEHUEM dKCITO3ULIuU copadennda. Y 310pOoBbIX
TOOpPOBONBIICB, TOJYYaBIIMX HEOMHIIMH B TEUEHUE S JHEH, CpeaHss OWOIOCTYITHOCTh
copadenunba cHrkanach 10 54 %. Kimmaudeckasi 3HAa4MMOCTh 3TUX JTAHHBIX HE U3BeCcTHA. BiinsHue
Ipyrux aHTHOMOTHKOB Ha (hapMaKOKHMHETHKY copadeHrnba He M3ydaloch, MPEANoIaraeTcs, yTo
9TO BiIMsSHHUE OyAeT OMNPEeNeNaTbCcs CIOCOOHOCTbIO AHTHOMOTHKOB CHHKAaTh AaKTHMBHOCTH
[ITFOKYPOHHIa36l.

KoMOuHaims ¢ MHrHOUTOpaMy IPOTOHHOTO HAcOca

Omenpason
OpnHOoBpeMEHHOE TPHUMEHEHHE OMeIpa3ojia He OKas3bIBaeT BIHUAHUA Ha (PapMaKOKMHETUKY

copadenuda. Koppexruposka 10361 copadennda e Tpedyercs.

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTD M JAKTALMS

JKEHIMHEI ¢ ICTOPOAHBIM TOTSHITHAIOM

Bo Bpemss m kak MHHHUMYM B Teue€HHE 2 HejAelb mocie Tepanuu mnpenapatom CopadeHusd-
HpOMOMGI[ H606XOZ[I/IMO HCIIOJIB30BAaTh HAICKHBIC MCTOABI KOHTPALCIIIHUU.

bepemeHHOCTD

Kenmuuam cremyer m30eratb HACTYIJICHHS OE€PEMEHHOCTH B TEPHOJ JICUEHHUs IpernapaToM
Copadenud-ITpomomen. JKeHMH ¢ cOXpaHEHHOH PENPOTyKTUBHOM CITOCOOHOCTHIO HEOOXOAMMO
nponH(pOPMHUPOBATH O MOTEHITMATLHOM omacHocTH npernapaTta Copadennd-IIpomomen nis miona,
KOTOpasi BKIFOYAEeT TePaTOr€HHOCTh, MPOOIEMBI C BBKUBAHUEM ILI0/1a U IMOPHOTOKCUIHOCTD.
Hccnenosanus npenapata Copadenud-IIpomomen y 6epeMeHHBIX KEHITMH HE MPOBOIWINCH. B
HCCIICOOBAHUAX Ha JKUBOTHBIX TIIOKa3daHa PpCHOpOAYKTHBHAsA TOKCHUYHOCTH COpa(i)eHI/I6a,

BKJIIOYAIOIIAsi CIIOCOOHOCTh JAHHOT'O BEIIECTBA BBHI3bIBATh MOPOKU Pa3BUTHs. B skcrnepumeHnTax
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Ha KpbICax TOKa3aHo, 4To copadeHud u ero MeTa&%EMﬁEmwéﬁegjﬂﬁfréhw

[Tpenmonaraercs, 4to copadeHNO MOAABISIET AHTUOTEHE3 y IUI0/IA.

Jlakrarust

HewusBecTHO, BbIACTSCTCS JTU COPadEeHUO C rpyAHBIM MOJIOKOM Y JIFOICH. Y )KMBOTHBIX OTMEUYACTCS
BBIJICJICHUE C MOJIOKOM copadeHnOa u/mim ero MetadoauToB. [10cKoIbKy MHOTHE JIEKapCTBEHHBIE
Cpe/CTBa BBIJICIISIOTCS C TPYAHBIM MOJIOKOM U BiMsiHUE copadeHrOa Ha JeTell paHHEero Bo3pacra
HE M3Y4YEeHO, )KCHIIMHAM CJICYeT OTKa3aThCs OT IPYJAHOTO BCKApMIIMBAHHUS B MEPHOJ JICUCHUS
npenaparoM Copadenud-ITpomomer.

DepTUILHOCTE

PesynbraThl mccnenoBaHMid, MPOBOIUBIIMXCS HA XUBOTHBIX, B JaJIbHEHIIEM IMOKa3ajiH, YTO
copaeHn® MOXKeT BBI3BIBATh HAPYLICHUS DPENPOAYKTUBHOW (YHKIHMH y CaMIIOB U CaMOK

(cm. pasmen 5.3).

4.7. Baiusinue Ha CHOCOOHOCTH YNPABJAATH TPAHCHOPTHBIMH CpeJCTBAaMH MU padoTath ¢
MeXaHH3MaMH

HccnenoBanusi O BIMSHMM IIperapara Ha CIIOCOOHOCTb K YIPABJICHUIO TPAaHCHOPTHBIMU
cpeAcTBaMu U paboTe ¢ MEXaHW3MaMH He IPOBOIWINCH. HeT HUKaKkuX J0Ka3aTeslbCTB TOTO, YTO
copadeHnd BIHSET Ha CIIOCOOHOCTH YNPABIATH TPAHCIIOPTHBIMHU CPEICTBAMHU HIIM PabOTaTh C

MEXaHU3MaMMH.

4.8. He:xesnaTesibHbIEC peaKIUU

Pesrome nnpoduias 0e30macHOCTH

HaubGonee cepbe3HbIMU HeXenaTelabHbIMU peakuusMu INpu npueme npenapara CopadeHuod-
[Tpomomen ObulM MH(APKT MUOKapJa/vieMuueckass OoJe3Hb cep/ua, >KeayJoYHO-KUIIeYHas
nepdoparysi, JeKapCTBEHHBIH IenaTuT, KPOBOTEUSHUE U TUIIEPTOHUS/TUIIEPTOHUYECKHH KpH3.
HaubGonee wacTeiMu HeXenaTeIbHBIMU pPEAKIUSAMHU OBbUIM JMapesi, yCTaJoCTh, aJlONelHus,
MH(pEKINs, KOXKHas peaklMsl CTON M PYK (COOTBETCTBYET CHHJIPOMY JIaJ0HHO-TIOJOLIBEHHOU
sputpoauzecte3uu B cioBape MedDRA) u chimb.

Tabauunoe pPE3IOME HEXKENATEIbHBIX PEAKIINI

HexxenaTtenbHble peakiny, OTMEUEHHBbIE NMPU NPUMEHEHUU copadeHnda B Xoje KIMHUYECKHX
MCCJIEIOBAaHUM WJIM HAa OCHOBE JaHHBIX MOCTPETUCTPALMOHHOTO NMPUMEHEHHUS, IPEACTABIEHBI B
TabJMIle HUXKE B 3aBUCUMOCTH OT CHCTEMHO-OpraHHoro kiacca (B cioBape MedDRA) u
pacnpezesieHsl 110 YacTOTE BO3HUKHOBEHUS B COOTBETCTBUU CO CIIEAYIOIIEH IpaJanueil: O4eHb

gacto (> 1/10), gacto (> 1/100, Ho < 1/10), Hewacto (= 1/1000, o < 1/100), peaxo (> 1/10000, HO
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B kax10i 4aCTOTHOM IpyIIe HEKEIATEIbHbIE PEAKLIUH IIPEICTABIICHBI B ITOPSAKE YMEHBIICHUS

HUX 3HAYUMOCTH.

TabnuuHoe pe3roMe HeKeNnaTeIbHbIX pPeaKIHii

Tabnuua 4.
O4enb yacTo Yacro Heuacro Penxo Yacrora
HEU3BECTHA
Hugpexyuu u unsazuu
WHPEKIHS bommKy T
Hapywenus co cmoponsl kposu u aumgpamuyeckotl cucmemuol
muMdoneHus JICWKONICHHUS
HEUTPOIIECHHUS
aHemust
TPOMOOIIUTOTICHHUS
Hapywenus co cmoporsl uMMYHHOU cucmembl
peaxkun AQHTUOHEBPOTHU-
MTOBBIIIEHHOHN YECKUH OTEK
YyBCTBHUTEIBHOCTH
(BkIOYas  KOXKHBIE
peakuuu "
KpanuBHUILY)
aHa(UITAKTHYECKUE
peakuu
DHooKpunHble HapyUileHUs.
| runotupeos | runeprupeos
Hapywenus co cmopornsl memaboauzma u numanusi
aHOpeKcust THIOKAIBIIEMHUST JeTUIpaTalys CHHJIPOM JIU3UCa
runodocdare- THITOKATUEMHUS OITyXOJIH
MHUs THIIOHATPHEMHUSI
TUIIOTITHKEMUS
Tcuxuueckue Hapyuwerus
| nenpeccust |
Hapywenus co cmoponwl HepgHoti cucmembl
nepudepuieckas CHUHJPOM 3aHen sHIedanona
CEHCOpHAas oOpaTuMoi THS***
Helponarus sHNEedanronarun™
JIICTEB3US
Hapywenus co cmoponvl opeana cnyxa u rabupunma
| 3BOH B yrmax |
Hapywenus co cmoponul cepoya
XpOHHUYECKast yIJIMHEHHE
cepaedHas unTepBanga QT
HEJIOCTATOYHOCTh*
UIIEMHUsT MHUOKapna
u/unm WHpAPKT
MHOKapaa™
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Hapywenus co cmoponsi cocydos

KPOBOTEUYECHHUS
(BrITIOYaAd
KPOBOTEUYECHHUS M3
KeTyJOYHO-
KHLIEYHOTO
Tpakta*,
JBIXaTeNbHBIX
nyTeit* u
KPOBOM3JIUSHUE B
TOJIOBHOM MO3T™)

MOBBIILICHHE
apTepUaILHOTO
JABJICHUSI

IIPUJIIMBBI

THIICPTOHUYCCKUI
Kpu3*

AHEBPHU3MBI U
pacciioeHus
aprepuit

Hapywenus co cmoponwsl dbixamenbHOU cucmembvl, Op2aHo8 2pyoH

ol K1emKu U cpedo

CMEHUA

puHOpest

JuchoHMs

SIBIICHHS, CXOJHBIE C
HMHTEPCTUIATILHBI-
MU  3200JI€eBaHUSIMU
JeTKuXx*  (BKITIOYAs
MMHEBMOHUT, JTy4€BOI
IHEBMOHHUT, OCTpPbIA
pecnupaTOpHBbIA
JTUCTPECC-CUHAPOM U
T.J1.)

JKenydouno-kuuieunvle HapyueHus

nuapes CTOMATHUT (BKJIFOYas | TacTPUT
CYyXOCTbh CIU3UCTOMI
000JI0YKH IOJIOCTH
prau
TJIOCCOTHHHIO)
TOIIHOTA JIACTIETICHS MaHKPEaTHT
pBOTa qucharus npoboieHue
3arop racTpo3zodare- HKEITYT0UHO-

ANBHBIN pedTFOKC

KHUIICYHOI'O TpaKTa*

Hapywenus co cmoponul neuenu u cenyesblgooauux nymeti

MOBBIIIEHHE JIeKapCTBEHHBIH
KOHIIEHTPAITUH rematur*
OounupyOuHa
(BKITIOYAS KENTYXY)
XOJEHMUCTUT
XOJIAHTHUT
Hapywenusi co cmoponvl Kodicu 1 HOOKONCHBIX MKAHEl
CYXOCTb KOXKH KepaToakaHTOMa/ JK3eMa BO3BPATHBIN
IUIOCKOKJICTOYHBIN Ty4eBOr
pakK KOXH JIEPMaTUT
KO>KHAsl ChIIIb 9KC(OIMATUBHEIN MyJIbTH(OPMHAs CHUHIPOM
JepMaTUT spuTemMa CruBeHca-
JxoHCOHA
JICHKOIIMTOKIIa-
CTHYCCKHUHI
ajornenus aKHE BACKYJINT
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HEH3BECTHA

JIaJIOHHO- ey TIEHNE KOXKH TOKCHYECKHI

IIOJIOIIBEHHAS AMUACPMAITbHBIH

KOXKHAas HEKPOIN3™

peakIms™**

puTEMa TUIIEpKEpaTo3

KOKHBIN 3y]1

Hapyweﬁuﬂ CO CMOPOHBL ]l/lblu/lellHOﬁ, CKeNemHOU U COeOUHUMEbHOU MKAHU

apTpanrus MHAJITHSI pabmoMuonns
MBIIICYHBIE CIIa3MBI
Hapywenus co cmoponuvl nouex u Mouegvle00suux nymeti
ToveYHasT HeppoTHIECKUI
HEI0CTaTOYHOCTh CHUHIPOM
NPOTEHHYPHUS
Hapywenusi co cmoponvl penpoO0yKmusHoU cUcmemvl U MOJIOYHBIX Hcelle3
IPEKTUIIbHAS THHEKOMACTHS
JUCHYHKITHSI
Obwue napywenus u peakyuu 6 mecme 86e0eHUs
IIOBBIIIICHHAs aCTCHUA
YTOMJISIEMOCTD
00JIeBOM CHHAPOM | TPUMIIOINOTOOHBIH
pa3InyHOU CHHIIPOM
Jokanu3auuu - (B
TOM Yrciie 0OJb B
POTOBOM MOJIOCTH,
001b B JKHBOTE,
00Ib B KOCTHX,
6o1p B oOmactu
OITyXOJIH,
roJI0BHAsI 00JIb)
TIOBBIIIICHHE BOCHAJICHUE
TeMIIepaTyphbl CITM3UCTHIX
Tena 00oJ104eK
JlabopamopHuvie u uHcmpymeHmanbHvle OaHHble
CHIDKEHHE MAacChl | TPaH3UTOPHOE TPaH3UTOPHOE
TCJa IIOBBIIIICHUC IIOBBIIIICHUE
YBEIHMYCHUE AKTUBHOCTH AKTHBHOCTHU
aKTHBHOCTHU TpaHCaMHMHA3 HIETOYHOM
JIUTIa3bI u docdarassl
aMHJIa3bl OTKJIOHEHHE oT
HOPMAJIBHOTO
3HA4YCHUA
MEXTyHapOIHOT'O
HOPMAJIN30BAaHHOTO
orHomenuss (MHO) u
POTPOMOMHA

**k%k

* He)KeJ1aTelIbHbIE p€aKkmrun MOTYT UMETh YIPOXKAOIINE ) KU3HU ITOCJIICACTBUA NI JICTaJIbHBIN nucxona. Takwue
SIBJICHUS ITPOUCXOANIIN oo HCYacTo, 6o PCKE YEM HEHACTO
** 1aJOHHO-TIOJIONIBEHHAs! KOXKHAsI PEaKysi COOTBETCTBYET CUHIPOMY JIaJJOHHO-TIOIOIIIBEHHOMN
spuTpoansecTe3ur B cinoBape MedDRA

0 CiIy4asiX coO0IIanoCch U3 IaHHBIX OCTPETUCTPALIMOHHOTO TPUMEHEHHUS

B xnmHMyeckux HccaemoBaHUIX Yy HNaueHTOB C III/I(p(I)epeHL[I/IpOBaHHBIM pakoMm IIUTOBUIHOM
KECJIC3bl 3aMCTHO Yalic Ha6J'IIO)IaIII/ICI) JJAJOHHO-TIOAOMBEHHAA JSPUTPOAUICCTE3UA, AUAPECH,
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ajonenuusa, CHHXKCHHEC MacCChl TCJjia, ITOBBIIICHUC Té_l\lfll_'le-'pl% BA TEEA._H:II-JH;IO;IC_QUIBIFIﬁéMI/IH

KepaTOaKaHTOMa/ IUIOCKOKJICTOUHBIN PaK KOXKH, YCM Y MAIUCHTOB € MOYCUHO-KJICTOUYHBIM paKOM
H IICYCHOYHO-KJICTOYHBIM PAKOM.

COO6H_IGHI/I5I 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo0mmath 0 mo103peBaeMbIX HeXKEIATEIbHBIX PEAKIUAX IMOCTIE PErUCTPAIIMH ITpenapara ¢
[eNbI0  OOECTeueHus:  HEeMpPEepPhIBHOIO  MOHUTOPWHTA  COOTHOIICHHUS  «IIOJIb3a-PHCK»
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYETCs COOOMaTh O JIFOOBIX
MOI03PEBACMBIX HEXKEJIATEIbHBIX PEaKIUAX JICKAPCTBEHHOTO Mpernapara 4epe3 HallmOHAIbHbBIC
CHUCTEMBI COOOIICHHS O HEXKeNaTeIbHbIX peakIus TocyAapcTB-uwieHOB EBpasuiickoro
PKOHOMHYECKOI'0 COI03a.

Poccniickas @enepanys

OenepanibHas ciryx0a 1o Ha30py B chepe 3ApaBOOXpaHeHUs

Anpec: 109012, r. MockBa, CnaBsiHcKasi 11omiaab, a. 4, ctp. 1

Temedon: +7 800 550 99 03

OnekrpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit B uHbOPMaIIMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTn «IHTepHeT»:

www.roszdravnadzor.gov.ru

4.9. llepeno3upoBka

CHUMIOTOMBI

W3y4yeHHas KIMHUYECKU MaKcHUMallbHas 103a copadennba coctanmnser 800 mMr aBa pasa B JeHb.
HexenartenbHble SBICHHS, HA0JIFO1aeMbIC TTPH TAKOU J03€, IPEIICTABISUIA COOO0M, MTPEkKIe BCETO,
JTUAPEI0 U KOXKHBIC PEAKITHH.

JleueHue

JleyeHne CUMIITOMAaTHYECKOE. AHTI/I,Z[OT K copa(beHI/I6y HCHU3BCCTCH.

5. DPAPMAKOJIOTMYECKUE CBONMCTBA

5.1. ®apmakoIUHAMHYECKHUE CBOMiCTBA

dapmakoTeparneBTHUECKas IpyIa: IPOTUBOOITYX0JIEBbIE CPEJICTBA; HHTMOUTOPHI TPOTEMHKHUHA3;
NpyTHe HHTHONTOPBI TPOTEHHKUHA3S.

Kox ATX: LO1EX02

Mexanu3M JeCTBUS U d)aDMaKOHI/IHaMI/I‘-IGCKI/IC Bd)d)CKTLI

CopadeHn® sBIsETCS  MYJIBTHKAHA3HBIM ~ HMHTHOUTOPOM. YMEHBIIAET Tposikepaluio
OITyXOJIEBBIX KJIETOK IN Vitro.

[Tokazano, uro copadeHnO MOAABISET MHOTOYMCIICHHBIE BHYTpHUKIeTOUHble kKnHa3bl (c-CRAF,
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BRAF u myrantayio BRAF) 1 kunasbl, pacmo omeHHLI'JI}Ir_é:nEEé%;&b'E-lTEQJiQ};ﬂr @_I'\ZITIE#:T-B

RET, VEGFR-1, VEGFR-2, VEGFR-3 u PDGFR-f). [Tosiarator, 4T0 HEKOTOpbIC U3 3TUX KHUHA3
3a/IeiCTBOBaHBl B CUTHAIBHBIX CHCTEMax OITyXOJICBOW KIIETKH, B TPOIECCaX AHTHOTEHEe3a W
anonro3a. CopadeHuO MOMaBIAET POCT OIMYyXOJH IPH TCYCHOYHO-KICTOYHOM, ITOYCUHO-
KJICTOYHOM pake, TudepeHIIMpOBaHHOM paKe IIUTOBUIHOM JKeJIe3bl Y YeJIOBEKA.

Kinnanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Knuandeckast 0e3omacHOCTh U 3(PPEKTUBHOCTH copadeHnda MU3y4aauch y MAlUEHTOB C
NIEYCHOYHO-KJIETOYHBIM PaKOM, Y AalMEHTOB C METACTATUYECKUM ITOYEYHO-KIETOYHBIM PaKoM H
y MAIMEHTOB ¢ Au(HepeHINPOBAHHBIM PAKOM IIIUTOBHIHOMN JKEIIE3BI.

Ileuenouno-kremounwiil pax

HccnenoBanne 3 (uccnemoBanue 100554) Obuto uccnenoanuem ¢assl 1, Mexaynapoansim,
MHOTOLIGHTPOBBIM, PaHJAOMHU3UPOBAHHBIM, JBOHHBIM CJENBIM, IUIAe00-KOHTPOIUPYEMBIM
UCCIIeJOBaHUEM ¢ ydacTueM 602 MareHTOB ¢ IeYeHOYHO-KIETOUYHBIM pakoM. Jlemorpaduueckue
U MCXOJIHBIC XapaKTEPUCTHKH 3a00JIeBaHMs OBUTH CONMOCTAaBUMBI MEXIY I'pYNIIaMU MAIlMEHTOB,
NPUHUMAIOIIUX copadeHnd, W TpyNIaMu MalueHTOB, MPUHUMAIOIINX IUT1aled0, B OTHOIICHHH
craryca ECOG (craryc 0: 54 % npotus 54 %; cratyc 1: 38 % npotus 39 %; craryc 2: 8 % npotus
7 %), TNM cragus (cragus I: < 1 % nporus < 1 %; craaus II: 10,4 % nportus 8,3 %, III cTamus:
37,8 % npotu 43,6 %; IV sram: 50,8 % npotus 46,9 %) u craaus BCLC (cragus B: 18,1 %
npotus 16,8 %; cramus C: 81,6 % mpotus 83,2 %; cramus D: <1 % mpotus 0 %).
HccnenoBanue ObUIO OCTAHOBJIEHO MOCIIE TOTO, KaK 3aIUIAaHMPOBAHHBIA TPOMEKYTOUHBIN aHAIN3
obmeli BepkuBaeMocti (OB) mepecek mpenomnpeneneHHyo rpaHuly 3¢dekTuBHOCTH. J[aHHBIN
anamu3 OB mpoaeMOHCTpHpOBaN CTAaTUCTHYECKH 3HAYMMOE IMPEUMYIIECTBO copadeHnda 1o
cpaBHenwuio ¢ miaredo st OB (OP: 0,69, p = 0,00058, cm. Tabmuiry 5).

Ha ocHOBaHMM 3TOro ucCClIelI0BaHMs IOJlyuyeHbl OrpaHUYEHHBbIE JaHHbIE O NalMEeHTaX C
HapyueHneM GyHKIUU neyeHu knacca B mo Yaitna-I1sko ¥ TOIBKO OIMH MAIMEHT C HapylIeHHEeM
¢ynxun neyenu kinacca C no Yaitna-I1sto Obu1 BKIIIOUEH B UCCIIEJOBAHHUE.

Tabnuna 5. Pezynbratel 3ppexkTuBHOCTH Ha OCHOBE Hccienoanus 3 (uccnenosanue 100554) npu

MEYCHOYHO-KIICTOYHOM paKe

IToxa3zarens Copadennd [Tnane6o 3Hauenue P OP (95% W)
3¢ GEKTUBHOCTH (N =299) (N =303)

O6bmas 46,3 34,4 0,00058* 0,69
BBIKMBAEMOCTh (40,9; 57,9) (29,4; 39,4) (0,55; 0,87)
(OB) [mMenmnana,

Hegenu (95% )]

Bpewms o nauana 24,0 12,3 0,000007 0,58
nporpeccuposanus | (18,0; 30,0) (11,7; 17,1) (0,45; 0,74)
6oxne3nn (TTP)

[MenuaHa, HeAeIH

(95% D) ]**
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AW = noeputenbHbli nHTEpBas, OP = OoTHOIIEHHE pncﬁgg:féo%gld—ll'e;{%‘rﬁ LEE FIEIEIIEIIGé_OSI ooo2)

*CTaTHCTUYECKHM 3HAUMMO, TaK Kak 3HaueHHE p ObLIO HIDKE 3a/laHHOM T'PaHUIBl OCTAaHOBKU
O’bpaitena @nemunra 0,0077
**He3aBUCUMBIN paOIOrHYeCKUM aHaIu3

B pamkax eme ogHoro uccinenoBanus ¢assl |11, koropoe npenacrasisiao codoit MeKIyHApOIHOE,
MHOTOLIEHTPOBOE,  PaHJAOMH3UPOBAaHHOE, JIBOMHOE  clenoe,  IUI1aned0-KOHTPOIHPYEMOe
uccnenoBanue (uccienoanue 4, 11849), onennBanu KIMHUYECKYIO MOJB3Yy copadenuda y 226
NAllMEHTOB C IPOrPECCUPYIOUM I[EYCHOYHO-KJIETOYHBIM PAaKOM. OTO HCCIIEAO0BaHHUE,
npoBeneHHoe B Kurae, Kopee u na TaiiBane, moATBepaAMJIO Pe3ysbTaThl MCCIEAOBAaHUS 3 B
OTHOILIEHUH OJAaromnpHusITHOTO TPO(UIS COOTHOIIECHHUS «IOJb3a — PHUCK» Ui copadenunda
(OP (OB): 0,68, p=0,01414).

B mnpeaBapurenbHo ykazaHHbIX (akTopax crpatudukamuu (cratyc ECOG, Hanuuue wiu
OTCYTCTBUE MaKpPOCKOMMYECKON COCYAMCTON MHBA3HUM W/WIN PacIpOCTpaHEHHs] BHEIEUEHOYHOH
OmyxoJyin) B 00oux uccienoBanusix 3 u 4 B ornomennu OP npeanoutrenne HEM3MEHHO OBLIO Ha
cTopoHe copadeHuda mo cpaBHEHHIO ¢ Iutanedo. MccnemoBarenbckuii aHAINM3 B MOATPYIIIAX
[0Ka3aJl, 4ToO y MAalUEeHTOB C OTJAJICHHBIMU METacTa3aMH B Hauajle MCCIIEOBaHUS ObUI MeHee
BBIPOKECHHBIN A((PEKT eueHus.

Toueuno-knemounvwlii pak

bezonacHocte u 3¢ dexkTuBHOCTS copadeHnba B JICUYCHHH IPOTPECCHPYIONIIETO MOYEYHO-
KJIETOYHOI0 paka ObUIM HM3y4yeHbl B JBYX KIMHUYECKUX HccienoBaHusx: MccnenoBanue 1
(uccnenoBanue 11213)  O6bulo  wuccaenoBaHueM  ¢a3bl i, MHOTOLICHTPOBBIM,
PaHAOMU3HPOBAHHBIM, JBOWHBIM  CJEMNbIM, IUIall€00-KOHTPOJIUPYEMBIM  HCCIIEOBAaHUEM,
npoBoauMOM ¢ ydactueM 903 manmeHToB. B Hero ObLIM BKIIIOYEHBI TOJIBKO IMAlUEHTHI CO
CBETJIOKJIETOYHBIM IOYEYHO-KJIETOYHBIM PAKOM W HHU3KHUM M IPOMEKYTOYHBIM PHUCKOM B
cootBercTBUM ¢ MSKCC (MemopuanbHblif oHKosornueckuit ieHtp CrnoyHa-Kerrepunra).
[lepBUUHBIMM KOHEUYHBIMM TOYKaMU ObLIM oOOIIasi BBDKMBAEMOCTb M BBDKHBAEMOCTh 0O€3
nporpeccupoBanus (BBII).

[Tpubnu3uTenbHO MOJIOBHHA ManeHToB umena cratyc 3¢ dexktuBHoctd ECOG 0, a monoBuHa
NalMEeHTOB OblIa B IPOTHOCTUYECKOI IpyMIe ¢ HU3KUM prckoM B cootBeTcTBHM ¢ MSKCC.
BbBIl ouenuBasii mnpu MOMOIIMA CIIENOr0 HE3aBUCUMOIO PAAMOJOTMYECKOr0 aHaiau3a ¢
MPUMEHEHUEM KPUTEPUEB OLIEHKH 0ObEKTHUBHOI'O OTBETA MpH conuaHbIX omyxoisx (RECIST).
Amnanuz BBII 6611 npoBezien Ha 342 sBnenusx y 769 namuentoB. Meauana BBII cocraBuna 167
JHeW Ui MaIMeHTOB, PaHIOMU3MPOBAHHBIX Ha copadeHuO, 1Mo CpaBHEHUIO C 84 THAMH JUIs
nanenTtoB ¢ mianebo (OP = 0,44; 95% JW: 0,35-0,55; p < 0,000001). Bospacr,
nporroctudeckas rpyimmna B coorBeTctBrr ¢ MSKCC, OC no mkane ECOG u npenmecTByromas

TCparrg HE OKa3aJIM BJIMAHUA HA BCIIUYHUHY B(I)(I)CKTa JICUCHUA.
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npoBeJieH Ha 367 cMmepTenbHbIX ciydasx y 903 manuenToB. HomuHanpHOe 3HaUeHUE anbda 1
storo a"anu3a 0bu10 0,0094. Menuana BEDKMBAEMOCTH cocTaBuia 19,3 MecsiieB s MalieHTOB,
pPaHIOMU3UPOBAHHBIX HA copadeHuO, Mo cpaBHEHHUIO ¢ 15,9 mecsiamu 1uist MallMEeHTOB ¢ Tu1anebo
(OP=0,77; 95% JI1: 0,63-0,95; p < 0,015). Bo Bpems BBINOIHEHHUS JaHHOTO aHamu3a okoj10 200
MAIMEHTOB U3 TPYIIIBI TU1ane0o Mmepenuiy Ha mpueM copadenuoa.

Hccnenosanue 2 0bU10 HiccneaoBanueM B (aze 11, mpekpaiieHHBIM HCClieIOBaHUEM Ha TTAITUEHTaX
C OIyXOJIEBHIMM MeTacTa3aMd, B TOM 4YHCIE€ IOYEYHO-KJIETOUYHbIM pakoM. [lanueHTsl co
cTaOUIBHBIM 3a00J€BaHIEM, MOTyYaBIINe Tepanuio copadeHndom, ObTN paHIOMU3UPOBAHBI HA
wianebo WM MpOAOIDKAIM Tepanuio copadeHndoM. BepkuBaeMocTh 6€3 MporpeccupoBaHUs
3a007eBaHMs y TAIMEHTOB C MOYEYHO-KJICTOYHBIM paKkoM ObUIa 3HAYUTEIBHO OOJIbILIE IO
JUIMTETLHOCTU B rpynne copadenunda (163 aus), uem B rpymnne mianebo (41 nens) (p = 0,0001,
OP =0,29).

Hughgepenyuposannvlii pax wumosuoOHoOU dcenesvl

HccnenoBanne 5 (ucciemoanue 14295) 6vuio mccnenoanuem daser |, mexaynapomsbiM,
MHOTOIICHTPOBBIM, PaHAOMHU3HPOBAHHBIM, JIBOMHBIM CIIEIBIM, IUIa11€00-KOHTPOJIUPYEMBIM
UCCIIeIOBaHHEM C yyacTueM 417 marueHToB ¢ MECTHOPACIPOCTPAaHEHHBIM UJIM METACTATUYECKUM
muddepeHIMPOBAHHBIM PAKOM IIIUTOBUTHOM KEJIe3bl, PE3UCTCHTHBIM K PAJIHOAKTUBHOMY HOJY.
BrepkuBaemocts 0€3 mporpeccupoBaHHs 3a00JIeBaHMs, OICHEHHAs IPU MOMOIIU CIJIETOTO
HE3aBHCHMOT'O PEHTTE€HOJOTHYECKOro aHanu3a ¢ ucnonb3oBanueMm kpurepueB RECIST, Obina
OCHOBHOI KOHEYHOW TOYKOW HCCIeNOoBaHUS. BTOpUYHBIE KOHEUHBIE TOYKH BKIIOYAIHA B CeOs
o0lIy!0 BBDKMBAEMOCTb, YacTOTY OTBE€Ta M NPOAOKUTEIBHOCTh OTBeTa omyxoiu. Ilocne
IPOrPECCUPOBAaHUsl MallMeHTaM ObUIO pa3pelieHo MpOJOJDKUTh MNpuéMm copadennba B
pacclerIeHHOM pexXuMe.

[TarueHTsl OBUTM BKIIIOYEHBI B HUCCIIEJOBAHME, €CIIM OHU HUCHBITHIBAIA MPOTPECCHPOBAHUE B
TedeHHe 14 MecsIeB Mmocie BKIIOYEHUS W UMeNTd JAuQPQPEepeHIUPOBAHHBIN paK HIMTOBUIHON
JKeJe3bl, PE3UCTEHTHBIH K pajuoakTuBHOMY Honay. JuddepeHnupoBanHblii pak MIMTOBUIHON
JKEJe3bl, PE3UCTEHTHBIA K PaJlOaKTUBHOMY KOy, OMpEAeNsycs KaKk Haludhe MopakeHus Oe3
MOTJIONICHHUST HOAa TpPH CKAHUPOBAHMM HAa PE3UCTEHTHOCTh K PagUOAKTUBHOMY MOy, WU
MOJTYyYEHUE KYMYJISITABHOW PE3UCTEHTHOCTH K paguoakTHBHOMY Wony = 22,2 I'bk, wim
MPOTPECCUPOBAHUE TIOCIE JICUEHHS] PE3UCTEHTHOCTH K PAJMOAKTUBHOMY Hoay B TedeHue 16
MECSIIIEB TOCJE€ PETUCTPAllMd WM T[OCJe JABYX OJTaloB JICUEHUS PE3UCTEHTHOCTH K
PaaMOaKTUBHOMY MOy B T€UeHHE 16 MecseB 0AHO MOCie IPYroro.

Ucxonnass nemorpadusi M XapaKTEpUCTUKU TAIMEHTOB OBLIM XOPOIIO COATaHCHPOBAHBI IS

o0eux rpymnn JedeHus. Meracrasbl NpUCYyTCTBOBAIM B JIETKUX Y 86 %, B TuM(paTHUYECKUX y3/1ax y
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51% wu B koctsax y 27 % mnanueHTtoB. Menpana ndMe;{E%&Lqé}M;%E%IﬁTﬁcﬂnﬁﬁdcm

PaIuoaKTUBHOTO Ho/a 10 BKIIFOUYEHUS B UCCIIEIOBAaHUE COCTaBIIsIa Mpubau3uTensho 14,8 I'bk. Y
OOJBIIMHCTBA MAIMEHTOB OBLI MAMMIUISIPHBIA pak (56,8 %), 3atem dommukynspubiii (25,4 %) u
ciabo nuddepenuupoBanubii pak (9,6 %).

Menuana BBII cocraBuna 10,8 mecsieB B rpynme copadennda mo cpaBHEHHUIO ¢ 5,8 MecsIeB B
rpynne miane6o (OP = 0,587; 95 % noseputenbubiii maTepBan (AM): 0,454, 0,758;
oanocroponHuii p < 0,0001).

Bozneiicteue copadennba Ha BBII ocraBamoch HEW3MEHHBIM BHE 3aBUCHMOCTH OT
reorpapuueckoro peruoHa, Bo3pacra Moyioke M crapiie 60 ser, mosia, TUCTOIOTHYECKOro
NOJATUIIA U HAJIMYUS WIM OTCYTCTBUS KOCTHBIX METACTa30B.

B ananuze oOmiell BBDKMBAGMOCTH, IPOBEIEHHOM depe3 9 MecsieB mocje MpeKpalieHus yJyera
JMaHHBIX A1 OKOH4YaTenbHOro ananu3a BBII, He Obulo cTaTHCTHYECKH 3HAUYMMOM pa3HHIIBI B
o011eil BbkrBaeMocTH Mexy rpynmnamu nedenus (OP = 0,884; 95 % JIU: 0,633, 1,236, 3naueHue
onHocToponHero p 0,236). Mennana OB He Obl1a JOCTHTHYTA B TpyIIe copadennda u cocTaBuia
36,5 mecsies B rpymie miame6o. 157 (75%) nanueHToB, paH10MU3UPOBAHHBIX B TPYIINY IU1ae0o,
u 61 (30%) mauueHT, paHIOMHU3HPOBAHHBIA B rpynmy copadenunba, MpoAOIDKAIH MPUEM
copadeHnba B pacClerICHHOM PeKUME.

Meauana npoAOIKUTEIbHOCTH TEpanuu B JIBOMHOM CIIEIIOM IE€pHOJie cocTaBwia 46 Henelb
(mmamazon 0,3—135) au1s manueHToB, MoayYaBmuXx copadenuo, u 28 Heaens (auamnason 1,7-132)
JUTSI TAllMEHTOB, MOJIyYaBIINX I1ae6o.

[Tonmnoro oteeta (I10) mo kpurepusim RECIST He nHabmtonanocs. O61as 4acToTa mMOJIHOTO OTBETA
(ITIO) + gactuunslii orBer (YO) Ha HE3aBUCUMYIO PEHTTE€HOJIOTMUYECKYIO OLIEHKY OBbLI BBIIIE B
rpynme copadennba (24 manmenta, 12,2 %), yem B rpynne miane6o (1 mamuent, 0,5 %),
oapHoctopoHHuid p < 0,0001. Meamana mnpoJOKUTENBHOCTH OTBeTa coctaBwia 309 nHei
(95 % JU: 226, 505 nHeil) y manueHToB, Moy4aBiinx copadenuno, y kotopbix Habmoaamm YO.
PerpocniekTuBHBIN aHanMM3 JaHHBIX B MOArpyNIax MO MaKCHUMaJbHOMY pa3Mepy OIyXoJu
npoieMoHcTpupoBal 3 dext neduenns B otHomenun BBII B monb3y copadennda mo cpaBHeHHIO
¢ ruranebo Ui MaUeHToOB ¢ MaKCHUMaJbHBIM pa3mepoM omyxoau 1,5 cm unu 6onee (OP 0,54
(95% MOU: 0,41-0,71)), Torma Kak YHUCICHHO MeHbIINI 3()(GEeKT ObUT 3aperHCTPUPOBAH Y
MaIMEeHTOB ¢ MAKCHMMaJIbHBIM pazmepom omyxosu meree 1,5 cm (OP 0,87 (95 % JAU: 0,40-1,89).
PerpocniekTUBHBIN aHalU3 TaHHBIX B MOATPYIINAX MO CUMIITOMAaM paka IUTOBUAHOMN *KeJjle3bl Ha
UCXOJTHOM YpOBHE THPOJEMOHCTpUpOBaI >PdexT meueHuss B otHomeHun BBIl B monb3y
copadeHnba 1o CpaBHEHHMIO C IJ1a1e00 Kak y NalMeHTOB ¢ CUMIITOMAaMH, TaK M Y HAllUeHTOB 0e3

cumnromoB. OP BepkMBaeMocTu 6e3 mporpeccupoBanus cocrasisuia 0,39 (95% JIU: 0,21-0,72)
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AJI MTAIMEHTOB ¢ CUMIITOMaMU Ha UCXOJJHOM YPQBHEC 1 0,@6?55’1/% %%EIU,Igl_H,: é-j.')-:IJI:EJ';I;I:lLIgHII;IIe-:I-IITOB

0€3 CUMIITOMOB Ha UCXOJITHOM YPOBHE.

Yonunenue unmepsana QT

B  ximuHnueckoM  ¢apmakonorudeckoM — ucciaeoBaHuu  m3Mmepenus  QT/QTc  Owbutn
3aperucTpupoBanbl y 31 mamuenTa Ha UCXOAHOM YpPOBHE ([0 JiedeHus1) U nocJe jedenus. [loce
OJTHOTO 28-AHEBHOTO IMKJIA JICYCHHS BO BpEMsI MaKCUMaJIbHOH KOHIIeHTpauu copadenndoa QTcB
Obu1 TpoyieH Ha 4 = 19 mcek, a QTcF Ha 9 £ 18 Mcek 1o cpaBHEHHIO C JICYCHHEM ILIanedo Ha
HCXOJIHOM ypoBHe. Hu y oHOTO HcnbITyeMoro He 0b110 nipoaeMoHcTpupoBano QTcB umu QTcF

> 500 mcek Bo Bpemst kouTposist DKI' nmocne neuenus (cM. pazzaen 4.4).

5.2. ®apMaKoOKHHeTHYECKHE CBOHCTBA

[Tocne mpuema tabnetok copadeHnda ero cpeaHssi OTHOCUTENbHAs OMOIOCTYITHOCTh COCTABIISIET
38—49 %. llepuon momyBbIBeAcHHS copadeHrnOa COCTaBISET MPUOIM3UTEIHHO 25—48 Yacos.
[Tpriem noBTOPHBIX 103 copadeHnda B TedeHue 7 THeH MPUBOAUI K 2,5—7-KpaTHOMY yBEJIUYCHHUIO
HAKOIUICHHUS 10 CPAaBHEHUIO C IPUEMOM OJHOKPATHOM JIO3BI.

PaBHOBecHBIE KOHIIEHTpAIUH copaderHnda B TIa3Me TOCTUTAIOTCS B TEUCHUE 7 JTHEH, OTHOIICHHUE
MaKCHUMaJbHOW/MUHUMAJIbHOH KOHIIEHTPAIMK COCTaBisieT MeHee 2. DapMakOKWHETHKY
copadennba B paBHOBECHOM cocTossHMU B J103¢ 400 Mr 2 pasza B CyTKU NpH NpUEME BHYTPh
M3y4Yaliy y TAIlleHTOB C PAaKOM IIUTOBHUIHOM JKeJIe3bl, IEUeHOUYHO-KIETOYHBIM PaKOM U MOYEYHO-
KJIETOYHbIM pakoM. HauOosiee BBICOKYIO SKCIO3MILMIO OTMEYadd Yy MalUeHTOB C pPaKoM
IIUTOBUHON >KEJe3bl, XOTS BapUaOETbHOCTb AKCHO3UIMM Obla BBICOKOW JIJIsi BCEX BHJIOB
onyxoueit. Knuanueckas sHaunmocTs 60mb1eit AUC y manineHToB ¢ pakoM IIUTOBUIHOM KeJe3bl
HE YCTaHOBJICHA.

AOcop0Oius ¥ pacripeiesieHne

Cmax copadenuda B ma3Me JTOCTUTAIOTCS MPUOIU3UTEIRLHO Yepe3 3 yaca mociie npueMa BHYTPb.
[Tpu mpueMe BMecTe ¢ MUIIEH ¢ YMEPEHHBIM COJIePKaHUEM KHUpa OMOJOCTYTHOCTh copadenunda
NpUOIU3UTENBEHO COOTBETCTBYET OMOIOCTYITHOCTH MPpH IpueMe HaTomak. [Ipu mpueme ¢ nuieit
C BBICOKUM COJIEp)KaHUEM KUpa OMOJOCTYIMHOCTh CHIKAETCS MpUOIM3UTENbHO Ha 29 % B
CPaBHCHHH C TIPHEMOM IIpernapara HaToIIaK.

[Tpu Ha3HAYEHUH TIEpOPATBHBIX 103, mpeBbimatonux 400 mr 2 pasa B cyTku, cpeaaue Cmax 1 AUC
YBEJIMUYUBAIOTCS HEMpOonopimoHansHo. CBsi3b ¢ 6enkamu — 99,5 %.

BI/IOTDaHCd)ODMaHI/Iﬂ U 3JIMMHUHAIAg

MeTtabou3m COpa(I)CHI/I6a OCYHICCTBJIACTCA, T'IABHBIM o6pa30M, B MNCYCHU MYTCM OKHCJICHHA,

onocpenoBaHHoro  uzopepmentom CYP3A4, a Takke myTeM TIJIIOKYPOHHUPOBAHUS
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KUAIIEYHOM TpakTe Ojarojaps aKTUBHOCTH OaKTEPUAIBHOW TIIOKYPOHHUAA3bI, YTO IO3BOJISIET
peabcopOupoBaTbCs  HEKOHBIOTUPOBAHHOMY JIEKAPCTBEHHOMY CpelcTBY. OnHOBpEMEHHOE
IPUMEHEHHE HEOMUIIMHA BO3AEHCTBYET Ha 3TOT MPOLIECC, YMEHbIIAs CPEIHIOI OMOJOCTYITHOCTh

copadenubda 10 54 %. [Ipu nmocTukeHHH PaBHOBECHOT'O COCTOSIHUS Ha copadeHuO mpuxoauTcs

npubmmsutenbHo 70—85 %. Unentudunuporano 8 merabonuToB copadeHnda, 5 w3 HHX

oOHapyxeHbl B TiazMe. OCHOBHOM LUPKYJIHUPYIOIIMNA B IUIa3Me MeTabonut copadenuda —
nupuaua N-okcua obnamaer iN VItr0 akKTMBHOCTBIO, CXOJHOW C aKTHMBHOCTBIO copadenuba, u
cocTaBsieT mpubau3uTenbHo 9-16 %.

[Tocne mnpuema BHyTpb 10361 100 Mr copadpennba B ¢dopme pacTBopa B TEUEHHUE
14 nueit BeiBOguTCA 96 % OT Ha3HaueHHOU 103bl, 77 % BBHIBOAUTCS 4epe3 KHUILIEYHUK, 19 % —
noukamu B (opme TriIroKypoHua0B. Hensmenenuwlii copadenud, B komuuyectse 51 % ot
HA3HAYCHHOU JI03bI, ONPEIeISICTCS B KaJle.

q)aDMaKOKI/IHeTI/IKa A 0CO0BIX T'pYIII ITAITMCHTOB

Ananu3 nemorpauiyeckux JaHHBIX CBUJETEIbCTBYET O TOM, YTO KOPPEKLMHU 03Bl IIpernapara B
3aBUCUMOCTH OT BO3pacTa WJIH 1oJ1a He TpeOyercs.

Tloueunas nedocmamounocmo

dapMaKOKHHETHUKY copadeHrn0a N3ydaiad Mmoclie mpuemMa oJHOKpaTHOU 10361 400 MT y aIlMeHTOB
C HOPMAJIbHOW IMOYEYHOW (YHKIMEH M MAIMEHTOB, HE HYXXIAIOIMXCSA B JUAIN3E, C JETKUM
(xmupenc kpeatuHuHa (KK) 50-80 mn/mun), cpegnersokensiM (KK ot 30 go < 50 mi/muH) u
TsokensiM (KK < 30 mMa/MuH) CHIDKEHHEM MOouYedHOM (QyHKIuM. BiusHUe CHUXKEHUS MOYeuHOU
byHKIMM Ha (QapMakOKMHETUKY copadeHnda He oOHapyxeHo. /s NamueHTOB € JIETKOMH,
CPEIHETSHKENION MM TSDKEJIOW CTENEeHbI0 MOYEYHON HEeJAOCTAaTOYHOCTH, HE HY)KIAIOLIUXCS B
reMo/inann3e, He0OX0IMMOCTh B CHUKEHUU JI03UPOBKU OTCYTCTBYET.

Ileuenounas nedocmamounocms

Copadenn® BbIBOAMTCS, INIaBHBIM 00pa3oM, MEUYEHbI0. Y IMAlMEHTOB C MEYEHOYHO-KJIETOYHBIM
pakoM c jerkoi (kmacc A mo kinaccudukanuu Yannna-I1eto) unu cpennerskenoit (knace B no
knaccupukanuu Yaiina-I11p10) creneHpro ne4eHouHON HeI0CTaTOYHOCTH, (hapMaKOKHHETHYECKHE
napameTpsl copadeHnba ObUIM TaKMMH K€, KaK y HalMeHTOB C HOPMAaJbHOM NeueHOYHOH
byukueil. dapMakokuHETHKa copadeHnda y MalueHToB 0e3 MeYeHOYHO-KIETOYHOro paka C
nerkoil (kmacc A mo xknaccubukanuum Yanna-IIero) wnm cpennersbkenoit (kmacc B mo
knaccupukanun Yaina-I1pi0) cTeneHpro MEYeHOYHOW HEJO0CTaTOYHOCTH Oblla CXOHOH ¢
(bapMakokuHEeTHKON copadeHnda y 310pOBBIX JIIOJEH. Y MAIMEHTOB C TSDKENOH CTerneHbIo
ne4yeHo4yHol HenoctatoyHocTH (kiacc C mo kinaccudukanun Yaina-I1eio) dapmakoxkuHeTHKa

copadenmnda He n3yueHa.
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€TH

Jannbie o (hapMakOKMHETHKE Iperapara y AeTeil OTCYyTCTBYIOT.

5.3. /laHHbI€ TOKJIHHUYECKOH 0€301MaCHOCTH

Hoxmuandeckuid npoduis 6e3omacHocTH copadeHnba OIEHUBAIM Yy MBIIICH, KpPBIC, COO0aK U
KpoiukoB. MccienoBaHUs TOKCHMYHOCTH HPU IOBTOPHBIX J103aX BBIABWIM HM3MEHEHUS
(ereHepaluy M pereHepaluy) B Pa3IMUHBIX OpraHax HpH BO3JAEHCTBUM HUXKE 0XKHMIaEMOTro
KJIMHUYECKOTr'0 BO3CHCTBUS (HA OCHOBE CPAaBHEHMM IUIOIIA/IN 1O KPUBOIL).

[Tocne moBTOPHOrO BBEJEHMS J103bl LIEHKaM M MOJIOJBIM COOakaM BO3JEHCTBHE Ipenapara Ha
KOCTH U 3yObl HAOJIIOAANIOCH TP BO3JEHCTBUAX HIKE KIMHUYECKOTro. Vi3MeHeHUs 3aKI0uainuch
B HEPETYJSPHOM YTOJIIICHUU POCTOBOM IJIACTUHKHU O€/pa, TUIOKJIETOYHOCTH KOCTHOTO MO3Tra
HapsIy C M3MEHEHHOM POCTOBOH MJIACTMHKON M M3MEHEHHSX B cocTaBe JaeHTHHA. [logoOGHoe
BO3/ICHCTBUE HE ObUIO HHAYLUPOBAHO Y B3POCIbIX COOAK.

beina mpoBeseHa craHaapTHas IporpaMma HCCIEIOBaHMM T€HOTOKCHMYHOCTH U IOJy4YeHbI
MIOJIOKHUTEIIbHBIE PE3YJIbTATHI B BHJIE YBEIMUYCHHUS CTPYKTYPHBIX XPOMOCOMHBIX abepparuii mpu
aHaJIM3€ KICTOK MIICKONHUTAMOIIMX B YCIOBHSX IN VItr0 (SMYHMK KHUTACKOrO XOMsYKa) Ha
KJIACTOT€HHOCTh B IPUCYTCTBUM MeTabonuyeckod axktuBauuu. Copadenud® He ObLI
FEHOTOKCHYHBIM B TecTe DiMca MM B aHAIM3€e MHKPOSJIEP MbILIICH B yciIoBHsAX IN Vivo. OxuH
IIPOMEKYTOYHBIN MMPOYKT B IPOLIECCE MPOU3BOICTBA, KOTOPBIN TAKKE MPUCYTCTBYET B KOHEUHOM
aktuBHOM BemecTBe (< 0,15 %), ObUT MOJOKUTEIHHBIM B OTHOIICHHWH MyTareHe3a B aHAIN3e
OakTepHalbHBIX KIETOK B YCIOBHsX IN Vitro (tect Diimca). Kpome toro, cepust copadenuoda,
IPOTECTUPOBAaHHAs B XOJ€ CTAaHAAPTHOTO KOMILJIEKCHOI'O HCCIEI0BaHUS Te€HOTOKCHUYHOCTH,
conepxaina 0,34 % PAPE.

HccnenoBanus KaHIEPOT€HHOCTH ¢ copadeHuOOM He MPOBOIUIIHCH.

Hukaknux KOHKpPETHBIX HMCCIIEOBAHUI Ha JKUBOTHBIX C copapeHHOOM Ui OLEHKH BIMSHUS Ha
(bepTHIIbHOCTE HE MpoBOAMIOCH. OIHAKO, MOXHO OXHAATh HEOIAroNmpHUATHOTO BIMSHMUSA Ha
(GepTHIIBHOCTS Y MYKYMH M JKCHIIWH, TMOCKOJIBKY HCCIEOBAaHUS C MOBTOPHBIMH JI03aMH Ha
YKUBOTHBIX TIPOJIEMOHCTPUPOBAIN U3MEHEHHSI B PETIPOTYKTUBHBIX OpraHax y CaMIIOB M CAMOK IIPH
BO3/EUCTBUM HIKE 0XKHJIAEMOT'0 KIIMHUYECKOTO BO3/IeHCTBUS (HAa OCHOBE IIJIOLIA U 1101 KPUBOH).
TunuyHble U3MEHEHUS! COCTOSIIN U3 MPU3HAKOB JeTeHEepallui U TOPMOXKEHHS B PA3BUTHH SIMYEK,
SMUAUANMHAIOB, TPEACTATEIFHONW KeNe3bl W CEeMEHHBIX ITy3bIPhKOB KpBIC. Y CaMOK KpBIC
OTMEYaJICs HEHTPAJIbHBIA HEKPO3 JKEJITOr0 Tejla M OCTAaHOBKA pa3BUTHS (DOJITUKYJIOB B TMYHUKAX.
VY cobak Habmoganack TyOysipHas AereHepanus Su4eK U OJIUTOCTIEPMUSL.

Bruto mpogeMoHCTpUpOBaHO, UTO copadeHusd ABseTcss IMOPHUOTOKCUYHBIM U T€PATOr€HHBIM NPH

BBCJICHHU KPbBICAM U KPOJIMKaM IIpU BOS)]GfICTBI/II/I HHNXXE KIMHUYECKOI'O BOS)IGfICTBI/IfI.
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KOJIMYEeCTBA Pe30pOIuil MI0o/la U yBeTHYEHUE KOJUYECTBA BHEIIHMX W BHYTPEHHHX HOPOKOB
pa3BUTHSL.
HccnenoBaHust O OLEHKE HKOJOTMUYECKUX PUCKOB ITOKa3ajd, 4To copadeHnda TO3MIAT MOXKET

OBITH CTOMKHM, OMOAKKYMYJISITUBHBIM U TOKCUUHBIM JUISI OKPY>KalowIeil cpeabl (cM. pazzaen 6.6).

6. PAPMAIIEBTUUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTe/ibHbIX BellleCTB

S npo TabieTkn

Kpockapmenno3a Harpus
[emrono3a MUKPOKPUCTAIIINYECKAS
l'unpomennosza

Marnus cteapar

Harpust naypuncynbdar

I1nenouynas 000JI0UKA:

[TonMmMBUHUIIOBBIN CIUPT, YACTHYHO TUAPOIU30BAHHBII

Makporona 4000 (mommmatunenrimkob 4000) (E1521)

Tutana auoxcun (E171)

Tanbk

AJTFOMUHUEBBIH JIaK HA OCHOBE KPAaCUTEJIsl XMHOJIMHOBBIH skenthiii (E104)
Kpacutens xenesa okcup xentoiil (E172)

AJTOMUHUEBBIN JIaK HA OCHOBE KPaCUTEIsl COJIHEUHBIN 3akaT >xkenThiil (E110)

HJIM TOTOBOC IIJICHOYHOC IMOKPBITUEC UACHTUYHOTO COCTaBa

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

3 rona.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH NIPH XPAHEHUHU
XpaHuth 1pu Temreparype He Bbime 25 °C. XpaHUTh B OPUTHHAIBHOM yIakoBKe (Mauke) s

3allUTHI OT CBCTA.
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6.5. XapakTep u coaep:kaHue NePBUYHOI YNAKOBKH

I[To 7 nnu 10 TaGieTok MOMEIAOT B KOHTYPHYIO siUeiiKOBY10 ynakoBKy u3 ruieHku OITA/AJI/TIBX
v wieHku [IBX/TIB/IX u ¢onbru amoMUHUEBOM MeYaTHOW JTaKUPOBAHHOM.

ITo 28, 60, 120 Tabmerox mnoMemawT B OaHKy W3 IOJMATHIECHA BBICOKOH IIOTHOCTH,
YKYIIOPEHHYIO KPBIIIKOW HaBUHYMBAEMOUN M3 IMOJMIPOINUICHA C KOHTPOJIEM IEPBOTO BCKPBITHS
Win B 0aHKY MOJUMEPHYIO M3 MOJUATUIICHA HU3KOTO JABJICHUS C KPBIIIKOW HaBUHYMBAEMOU C
KOHTPOJIEM MEPBOTO BCKPHITUS U3 MOJUATUIICHA HU3KOTO JIaBJICHUS [l JIEKAPCTBEHHBIX CPEJICTB,
uin B 0aHKy ¢ OapbepHOH TOPJIOBHHON W3 TOJUATHIICHA HHU3KOTO JaBJICHUS, YKYIIOPEHHYIO
KPBIIIKON HATATUBAEMOM M3 IMOJTUATHIICHA HU3KOTO JABJICHUS U MOJUATHIICHA BEICOKOTO JaBICHUS
C KOHTpOJIEM TMEpBOTO BCKPHITUS. CBOOOMAHOE TPOCTPAHCTBO B OaHKE 3alONHSIOT BaTOU
MEJIULIMHCKON THIPOCKOITMYECKOM.

Opny 6anky wnu 1o 3, 4, 8, 16 KOHTYPHBIX STUEHKOBBIX YIaKOBOK M0 7 TabneTok, wiu no 1, 3, 6,
24 KOHTYPHBIX STYEUKOBBIX yIaKOBOK 10 10 TabiieTOK BMECTEe C MHCTPYKIUEH M0 MEAUIIMHCKOMY

MPUMCHCHUIO ITOMCHIAIOT B IIAYKy M3 KapTOHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTOKEHHM  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WJIH OTX0A0B, TMOJYYEHHBIX IOCjd€e NPUMEHEeHUs
JIEKAPCTBEHHOI'0 NMpenapara u Apyrue MaHUMYJISIMHU C MPenapaToMm.

Heuncnonb30BaHHbIN J€KapCTBEHHBIN MpenapaT WiId OTXOAbl JOJKHBI ObITh YTHIIM3UPOBAHBI B

COOTBCTCTBHMH C MCCTHBIMHU Tpe60BaHI/I$IMI/I.

7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

000 «IIPOMOMEJ PYC»

Anpec: 129090, r. MockBsa, ipocriekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640 25 28

DnekTpoHHas mouta: reception@promomed.pro

7.1. IIpeacTaBuTeNb AEPKATEIS] PETHCTPANMOHHOIO YI0CTOBEPEHHUA

[Iperen3un norpeduTeNed HAIPABIATE 110 aIPECY:

Poccuiickas ®@enepanns

000 «ITPOMOME] PYC»

Anpec: 129090, r. MockBa, mpocniekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: 8 (800) 222 95 63; 8 800 777 86 04 (kpyriaocyTodHo)

Onekrponnas moura: hot_line@promomed.pro
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8. HOMEP PETMCTPAIIMOHHOTO YJ1OCTOBEPE M54 TEITEHOCTS 000

9. TATA NMEPBUYHOHM PETMCTPAIIMM (IIOJATBEPXKJIEHHS PETHUCTPAIIAMH,
INEPEPETUCTPAIIN)

Jlata nepBoii peructpanuu:
10. JATA HEPECMOTPA TEKCTA

OOmast xapakTepucTHKa JiekapcTBeHHoro mnpenapara Copadenub-Ilpomomen noctymHa Ha
UH(QOpMAIIMOHHOM TIOpTaJie EBpa3WiiCKOr0 3IKOHOMHYECKOTO COI3a W HH()OPMALMOHHO-

KOMMYHHUKAIIMOHHOM cetu «uTepHeT™ http://eec.eaeunion.org/
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