COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N= 7

OBIIASI XAPAKTEPUCTHKA JI EKAP%EE%I%HFMK%HK

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Copadennod, 200 Mr, TabJICTKH, TOKPHITHIC TUICHOYHON 000I0UKOH.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JeticTBytolmee BemecTBo: copadeHuo.
Kaxxnas TabneTka, MOKpbITas IJICHOYHOW OO0OJOYKOHM, comepkut copadenuba To3umiar,
skBuBaNIeHTHBIN 200 Mr copadeHnda OCHOBaHUSI.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000IOUKOH.
Kpyriibie 1BOSKOBBITYKIIbIC TA0JIETKH, TOKPBITHIC TNICHOYHOW 000JI0UKOH OT )KEJITOTO JI0 KEITOTO

C KOPUYHCBATBIM OTTCHKOM LIBCTA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHIO

[Tpemapat CopadeHud moka3an K MPUMEHEHHUIO y B3POCIIBIX JUISI JICUCHUS

e MeracTaTHYECKOTO MOYSHYHO-KICTOYHOTO PaKa,

e [le4yeHOYHO-KIIETOYHOIO PaKa,

e MecTHO-pacIpOCTPAaHEHHOTO  WJIM  MeTacTaTudeckoro aupdepeHIupoBaHHOTO — paka

IIMTOBUIHOM JKCJIC3bI, PEC3UCTCHTHOI'O K PAIMOAKTUBHOMY fIO,[[y.

4.2. Pe:kuM 103UPOBAHNS M CIIOCO0 MPUMEHEHUSI
Jleuenne mnpenapatoM CopagdeHud crieayeT NPOBOAUTH TOJ HAONIOJEHHEM CIEHUANINCTA,
MMEIOLIETO OIBIT IPUMEHEHHS TPOTUBOOITYXOJIEBBIX NIPENAPATOB.

PexxuM 103upoBaHus

Pexomenayemas cyrounas no3a mpemnapara Copadennd coctaBiser 800 mr (4 TabmeTku 1Mo
200 mr). CyrouHas 103a Ha3HayaeTcs B /iBa puemMa (2 tabieTku 2 pa3a B CyTKH).

JleueHue MpoJOKAIOT JI0 TEX MOp, MOKa COXpaHseTcs KIMHUYeckast 2 PeKTUBHOCTD Mpenapara
WIIN JIO TIOSIBJICHUS €T0 HEMPUEMIIEMOTO TOKCHIECKOTO ICHCTBHSL.

PazBuTHe BO3MOXXHBIX HEXKEJIATENbHBIX JIEKAPCTBEHHBIX pEaKIHMid MOXeT MoTpeboBaTh

BPEMEHHOI'0 IIpeKpallleH s /WM yMeHbIIeHus 1035l npenapata Copadenud.

Crpanuna 1 u3 29



CHuoicenue 003wl

NEeYeHOYHO-KNemO4YHbIM PAKOM

¥y nayuermoe ¢c memac

COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N= 7682

mamuueddr o elriohab bl = pakdd u

[Tpu HeobxomuMocTu 103a npenapara Copadennd moxet ObITh cHUKEHA 10 400 Mr 1 pa3 B cyTku

unu 10 400 Mr yepes JeHb.

Ta6muma 1. Pexomenaanuu mo cHUXEHUIo 1036l ipenapara CopadeHnd npu pa3BUTHH KOKHOU

TOKCUYHOCTH.

CreneHb KOXHOU

SOnu301bl KOKHOU

Pexomennmamuu no

0e300y1e3HEHHAsT OTEYHOCTb,

JpUTEMa WM  OIIyIIECHHE
arckoM(popTa B JIQAOHIX WU
MOJIOMIBAaX HOT, KOTOpPbIE HE
HPESATCTBYIOT HOPMAaJIbHOM

AKTHUBHOCTH ITallUCHTA

TOKCUYHOCTH TOKCUYHOCTHU Moau(UKAIIH 103
npemnapara Copadenud
1-1 crenens: onemenue, | JIroOoOi 1o cuery Jleuenue IpernapaToM
JTN3eCTe3NUs, napecresus, Copadenud npomomxaroT Ha

done MECTHOU

CUMIITOMATHYECKOM TCpaIrnu

2-1 CTeneHb: DJpUTEeMa U
OTEYHOCTh  JIQJIOHEH WU
IOJIOIITB HOT,

COTIPOBOXKTAIOIIHECS OOJIbIO,
u/unm OIlYILIEHHEM
auckoMgpopTa, KOTOpBIE
OrPaHUYMBAIOT HOPMAIBHYIO

AKTUBHOCTH IMallMCHTA

1-# sou3on

Jleuenune rpenapaTom
Copadennd mpomomkaroT Ha
¢done MECTHOU
CHUMIITOMAaTH4ECKOH Teparuu.
B ciyyae OTCYTCTBHS
yAy4IlleHUs B TeUeHue 7 AHel

- CM. HUXKC

OtcyrcTBUE YMEHbILIEHUS

WUHTEHCUBHOCTH KOKHOU
CUMIITOMAaTUKA B TeuyeHue 7

IHEeHW niu 2-i iy 3-i 3nu307

[IpnocranoBuTh TEpaIUIO
npenapatoMm Copadenud 10
T€X TOp, TOKa KOXKHas
TOKCUYHOCTb HE KYNHUpYyeTCA
WO €€ BBIPAKEHHOCTh HE

CHU3UTCA 10 1-ii creneHu

TOKCUYHOCTH. [pu
B0O300HOBIICHUH Tepanuu
CHM3UTh [J03y IIpenapara

Copadenud o 400 mr 1 paz B

cytku ninn 1o 400 mr uepes
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 17.04 2024 N= 7682

(och E%éié.-#.TEﬂi:-H'._- CTe000T)
4-i1 snn301 Tepanuro [pernapaToM
Copadenud ciemyer
IIPEKPaTUTh
3-51 CTEIICHb! BiaxHas | 1-il unm 2-i 3nu30/1sl IIpuocranoButh TEpaIUIO
JIECKBaMaIlvsl, W3bSI3BICHHUS, npemapatom Copadenud 10
BOJIIBIPU WJIM  BBIpA)KEHHAas! TE€X I1Op, TIOKa KOXKHas
O0onb B JAJOHAX WM TOKCUYHOCTh HE KYIHPYETCs
IIOJI0IIBAX HOT, W WO €€ BBIPAKEHHOCTb HE
BBIPQXEHHBIH  TUCKOM(OPT, cHU3UTCA 10 1-ii creneHu
HE TO03BOJISIIOIIUE IALUEHTY TOKCHUYHOCTH.
BBINOJIHATh CBOU [Ipu BO300HOBIEHNH Tepaluu
npodeccuoHaIbHbIE CHU3UTh 103y Ipemnapara
00513aHHOCTH 170071 Copadennod mo 400 mr 1 pa3 B
o0ciTykUBaTh ce0s cytku win o 400 mr uyepes
JIeHb
3-1 snm3on Tepanmuro npenapaToM
Copadennd clieyer
MIPEKPaTUTh

CHuoiceHue 003bl y NAYUEeHmMo8 ¢ OUppepeHyupoBaHHbIM PAKOM WUMOBUOHOU JHCelle3bl

[Tpu HeoOxoauMocTu cHMXKeHMs J103bl npenapata Copadenud mno 600 Mr B cyTkH, npemnapar
NPUHUMAIOT 2 pa3a B JIeHb (2 TabneTku u 1 Tabnerka ¢ uHTEpBaiIoM 12 yacoB).

[Tpu HeoOxomumocTH fo3a npenapata CopadeHud MoKeT ObITh JIOTOJHUTENBHO CHHXKEHA 10
400 mr B cytku (1 Tabnerka 2 pasza B aenb) win 10 200 mr 1 pa3 B aeub. [lociie yMeHbIIEHUS
BBIPQ)KEHHOCTH HEXEaTeIbHBIX PEaKINi, 32 HCKITFOYEHUEM TeMaTOJIOTHUECKUX, /103a Iperapara
Copadennd MoxeT ObITh YBETHUCHA.

Tabmuua 2. Pexkomenayemble n1o3bl  mpemapara Copadenu® Uit HalMEHTOB ¢

TG hepeHIIMPOBAaHHBIM PAKOM IIMTOBUIHON KeJe3bl, TPEOYIOINX CHUKEHUS T03BI.

CHuxeHnue 1036l Cyrounas o3a npemnapara

Copadennd

[lepBoe cHMXEHME O3B 600 mr 2 tabnetkn u 1 tabnerka c
WHTEpBAIOM ITpueMa 12 gacoB
(Ha TepBBI TpPHUEM MOMKET

NPpUXOAUTHCA mr00ast U3 ITUX
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2
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Bropoe cHrxeHne 10361

400 mr

ITo 1 TabneTke 2 pa3a B IeHb

TpCTBC CHHMIKCHHC T03bI

200 mr

ITo 1 Tabnetke 1 pa3 B 1eHb

Tabmuua 3. Pekomenganmu no CHUXKEHUIO 1036l npenapara CopadeHnd npu pa3BUTUN KOXKHON

TOKCUYHOCTH.

CreneHb KOXHOU

ONU30bI

Pexomennanuu no

0e3001e3HeHHAsT OTEYHOCTb,

JpUTEMa WM  OUIYLICHHE
auckoMpopTa B JIQA0HIX WU
[IOJIOIIBAX HOTI, KOTOpBIE HE
MIPENATCTBYIOT HOPMaJIbHOMN

AKTHUBHOCTH ITallUCHTAa

TOKCUYHOCTH MOIU(UKAITIH 103
npenaparta Copadenno*
1-1 crenens: oHemenwme, | JIF0OOI 1O cuery Jleuenue npenapaTrom
TTN3eCTEe3NUs, napecresus, Copadenud mnpomomxaroT ¢

IIPUMEHEHUEM MECTHOHU

CUMIITOMATHYECKOM TCpaIrnu

2-1 CTENEeHb: JpUTEeMa |
OTEYHOCTh JIAAOHEH  WJIH
IOJIOIIB HOT,

COTIPOBOXKTAIOIINECS OOJIbIO,
u/unm OILlYILIEHHEM
nuckomdopTa, KOTOpBIE
OTPAaHUYUBAIOT HOPMAITBHYIO

AKTHUBHOCTH IMallMCHTA

1-#i snm3on

JleyeHne  TPONOIKAKOT  C
WCIIOJIb30BAHUEM CHIDKEHHOMN
no3el mpenapara CopadeHuod
600 mr B cytku (400 ™mr wu
200 mr ¢ wuHTepBasoM 12
4acoB) M C NPUMEHEHUEM
MECTHOM CUMIITOMAaTHYECKOU
TEpanuH.

B cilydae OTCYTCTBUS
yIy4IlIeHUs B TeUeHue 7 aHel

— CM. HHUXKE

OtcyrcTBUE YMEHbILIEHUS

MHTCHCUBHOCTHU KOXXKHOH
CUMIOTOMATUKH B TEUeHHUE 7

THEN YUTH 2-H DINA301]

[IpnocranoBuTh TEpaIUIO
npenaparom Copadenud a0
TEX TMOp, TOKa KOXKHas
TOKCHYHOCTh HE KYIHPYETCS
WIH €€ BBIPAXEHHOCTh HE

CHHU3UTCA 10 1-i1 creneHu
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 17.04 2024 N= 7682

MOC T RGBT T5 000 i

B0O300HOBIICHUH Tepanuu
CHU3UTh 103y IIpenapara

Copadenud (cm. Tabmuna 2)

3-11 snm3on [TpuocranoBuUTH TEpanuio
npenaparom Copadenud a0
TEX TMOp, TOKa KOXKHAs
TOKCUYHOCTh HE KYHMHUPYETCS
WIM €€ BBIPAXEHHOCTh HE
CHU3UTCA 10 1-i cTemneHw.
[Tpu BO300HOBIEHNH TEPATTUH
CHM3UTh JI03y IIperapata

Copadennd (cm. Tabmuia 2)

4-ii snu3on Tepanuro Ipenaparom
Copadennd clenyer

IIOJIHOCTBIO IMPCKPATUTDH

3-51 CTEIICHb! BiakHas | 1-i1 anu3on [IpnocranoButh TEpaIUIO
JICCKBaMaIlvsl, W3bSI3BICHHUSI, npemapatom Copadenud 10
BOJIIBIPU WJIM  BBIpa)KCHHA T€X TOp, IOKa KOXKHas
6onb B JIAJOHAX WM TOKCUYHOCTb HE KYNHPYETCs
MOJI0IIBAX HOT, W WO €€ BBIPAKEHHOCTh HE
BBIPQXEHHBIH  AUCKOM(OPT, CHU3WUTCA 10 1-i creneHu
HE IMO3BOJIAIOIINE MAalMEHTY TOKCUYHOCTH. [Tpu
BBITIOJIHATh CBOM BO300HOBJICHUN Tepanuu
npodeccuoHanbHbIe CHU3UTh 103y Ipemnapara
00513aHHOCTH WIH Copadennd (nepBoe
o0CITy>)KUBaTh ceos CHIDKEHHE JI03bl CM. Tabiauia
2).
2-11 srn301 [IpnocranoBuTh TEpaIUIO

npenapatom Copadenud o
T€X TMOp, TOKa KOXHas
TOKCUYHOCTh HE KYIUPYETCS
WU €€ BBIPAKEHHOCTh HE
CHM3HUTCA OO0 1-W cTeneHu

TOKCHUYHOCTH. HpI/I
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 17.04.2024 N 7682

MOC T TGRS 00

CHU3UTh 103y Ipemnapara

Copadenud (BTOpOE
CHIDKEHHE JT03Bl CM. Tabiuia
2)

3-1 snm3on Tepanuro npenapaToM
Copadenud ciemyer

IIOJIHOCTBIO IIPECKPATUTH

* Eciu B Teuenume 28 nHeit Tepanuu mpenapatoM CopadeHnO® B CHW)KEHHOW /103€ KOXKHAs
TOKCHYHOCTH HE MPEBBICUT |-10 CTENeHb, BO3MOXHO YBeJIW4YeHUE 10361 mpenapara Copadenund Ha
OJIUH JI030BbI YPOBEHb IO CPABHEHUIO C YMEHBIIEHHON 1030i1.

Oco0nIe T'pYIIIBI IMAIIMCHTOB

Tlayuenmui nodxcunozo 6ospacma, noa, macca mena
Koppekiius 10361 B 3aBUCUMOCTH OT BO3pacTa mamueHTa (crapiie 65 Jier), moJjia Wik Macchl Teja
He TpedyeTcsl.
Tlayuenmsi ¢ Hapywenuem gyukyuu nevexu
[Tatiuentam co cHmkeHHeM (YHKIHMHM TedeHu kiaccoB A u B no kimaccudukammu Yauna-Ilsto
KOppeKmust 1036l He Tpedyercs. Jleuenne npemaparom CopadeHnO MarueHToB CO CHUKCHUEM
dbyukun neuenu kinacca C no kinaccupukanuu Yana-I1eto He nzydeHo.
Tayuenmsi ¢ HapyweHuem GyHKyuyu novex
[TarueHTam ¢ J€TKOM, CPEIHETSHKETION U TSAXKENION CTENEHbI0 MOYeYHOW HEe0CTaTOuHOCTH (0e3
reMo/iManu3a) He TpeOyeTcsi CHIKeHHs 1036l pernapaTta Copadenu6. Mcnons3oBanue mpenapara
CopageHnu0 B JIe4eHNH MaMEHTOB, HAXOASAIIUXCS Ha TeMOINAIN3€e, HE U3YYEHO.
Y manueHToB ¢ pPUCKOM BO3HUKHOBEHMS HApyHIeHHs (YHKLUMM T[OYeK HEeoOX0IuMOo
MOHHUTOPHPOBATH BOJIHO-AJIEKTPOIUTHBIN OanaHC.

eTn
bezonacnocts 1 3¢ pexkTuBHOCTH NMpenapara Copadenud y aereit B Bo3pacte 110 18 s1eT Ha JaHHBIN
MOMEHT HE€ YCTaHOBJICHBI.
JlaHHBIE OTCYTCTBYIOT.

Crrocob nmpuMeHeHus

BnyTps.
Pexomennyercss npuHumarb copadeHud Jub0 B MPOMEXKYTKAX MEXAY MpHEeMaMH MUILH, JU00
BMECTE C IUIIEH, COAEpXKAIEHd HU3KOE WM yYMEPEHHOE KOJIMYECTBO XHMpa. Ecim manueHT

HaMepeBaeTCs MPUHUMATH MHUIITY C BEICOKUM COJIepKaHUEM JKHUpa, TabJaeTku copaderunda ciemxyer
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 17.04.2024 Ne 7682

MPUHUMATh Kak MUHUMYM 3a | yac 1o wim yepep 2 yaca %‘éﬁ%%'ﬁ%twgﬂﬂgﬁﬂ %%éﬁyeT

MMporijiaTbiBaTh, 3aliiBast CTAKaHOM BOJbI.

4.3. IlpoTHUBONOKA3aAHHS

® TUNEPYYBCTBUTEIBHOCTh K copadeHnOy Wiau K JIFOOOMY W3 BCIIOMOTATEIbHBIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazzene 6.1;

e OEpEeMEHHOCTbH;

® [ICpHOA I'PYAHOI'0 BCKapMJIMBaHUA.

4.4. OcoOble yka3aHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

KoskHBIE peaknuu

HauOonee yacThiMM HEXeNAaTENbHBIMM PEAKUMAMU NpU NpueMe copadeHnda ObLIM KOXKHbIE
peakuuu B 00JACTH KOHEYHOCTEW (JIaJJOHHO-TIOJOIIBEHHAs SPUTPOJU3ECTE3Us]) U Chillb. B
OOJIBIIMHCTBE C/Iy4yaeB OHU ObUIH 1-i 1 2-1i CTETIEHHU TSHKECTU U IPOSBISUINCH, II1aBHBIM 00pa3oM,
B TEUCHME NEPBBIX IIECTH HEAENb JieueHUs copadeHnooM. s iedeHus: KOKHBIX TOKCHUECKUX
peakuuii MOXKHO MCIIOJIb30BaTh MECTHBIE IpenapaThl ¢ CUMIOTOMaThdeckum neicreueM. Ilpu
HEO0OXOIMMOCTH BPEMEHHO IMPEKPAINAIOT JICUCHUE W/UIU U3MEHSIOT 103kl copadeHnba Wiv, B
TSDKEIIBIX MJIH ITOBTOPSIOLIMXCS CITydasiX KOKHBIX peakiuii, Tepaniio copadeHuno0M OTMEHSIOT.

AprepuanpHas THIEPTEH3US

VY nauueHToB, MOJyYaBUIMX JiedeHUe copadeHuOoM, ObUIO 3aperucCTpUPOBAHO IOBBIILICHHUE
YacTOThl ApTEpUaIbHON TMIIEPTeH3UH. ApTepuaabHasi TUIIEPTEH3UsI 0OBIYHO HOCHJIA JIETKUM HIIN
YMEpEHHBIN XapakTep, HaOI0AaIach B Hauaje JeYeHUs U M0JaBalach JIEUEHUIO CTaHAapTHBIMU
AQHTUTUIEPTEH3UBHBIMU TIpenapataMu. Bo Bpems jeueHHst copadeHHOOM ClieyeT peryispHoO
KOHTPOJHMPOBATh apTepHajbHOE JaBJICHME W NpPU HEOOXOAMMOCTH KOPPEKTHPOBATH €ro
MOBBIIICHUE AHTUTUIIEPTEH3UBHOM Tepanued. B ciaydasx pa3BUTHS TSDKEIIOM WIM CTOMKOU
apTEepUAIIBHOM THIIEPTEH3UM WM IIPU TOSBJICHUM THUIIEPTOHMYECKUX KPHU30B, HECMOTpPS Ha
[IPOBEICHUE AaJIEKBATHOM AHTUTMIIEPTEH3UBHOM TEpAIllMM, CJIEAYET PACCMOTPETb BOIPOC O
IpeKpalleHuy JeueHust copadeHHOOM.

KpoBoreuenue

Copadennd MoXeT NMPUBECTH K YBEIMUEHHUIO pUCKa KpoBoTeueHWil. Tspkenble KpOBOTEUEHHS
BO3HHUKAIOT penko. [Ipu mosBieHHH m11000r0 KpPOBOTEUCHMS, TPEOYIOIIEro MEeIUIIMHCKOrO
BMEIIIATENILCTBA, PEKOMEHIYETCSl pAaCCMOTPETh BOMPOC O MPEKpallleHUH JIeUeHus: copadeHuooM.
VYuuTsiBas NOTEHIUAIBHBIN PUCK KPOBOTEUEHUS, Y MAMEHTOB ¢ U (hepeHIIMpOBaHHBIM PaKOM
IIUTOBUHON JKeye3bl Mepesl Ha3HaueHueM copadeHuba cieayeT MPOBECTH MECTHOE JIeUeHHe

OITYXOJIEBBIX HHPMIBTPATOB TPaxeu, OPOHXOB U MUILEBOA.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N= 7682

[Ipu coBMecTHOM Ha3Ha4YeHHH Bap(daprHa U CO a(beHHGQ'yj:;ie S EI%{TI%H#I'H-{;gBTé’Fg{éQAﬁHCB

PCAKHUC SMIU304bl KPOBOTOYMBOCTHU HJIM TIOBBIIICHHUC MC)KILYHapOI[HOI‘O HOpMaJII/I3OBaHHOFO
Otnomenuss (MHO). Ilpu coBMecTHOM Ha3zHadeHWH BapdapuHa u copadeHnda HeoOXOaMMO
peryisipHoe ompeaelieHne MmpoTpoMOuHOBOro Bpemend, MHO, KIMHHYECKHX MPHU3HAKOB
KPOBOTOYHBOCTH.

OcJ10’KHEHUS IPU 3aKUBIEHUU PaH

B cnyuae npoBeneHus XUpypruuecKuX BMEIIATEIbCTB PEKOMEHAYETCS] BPEMEHHOE IIPEKpaLCHHE
Tepanuu  copageHnuOOM C MO3ULMNA  MPeaocTOpoKHOCTU. KiumHudeckue HaOMIOACHUS,
Kacaroluecs: BO300HOBJIeHHs puema copadeHnda 1mocie Xupypruieckux BMEIaTesIbCTB, OUeHb
HEMHOTOYHCIIeHHBI. [losTOMy pemeHne o BO300HOBIEHHHM Tepanuu copadeHudom mocie
XUPYPru4eCcKUX BMELIATENbCTB JOHKHO OCHOBBIBATHCS HA KIIMHUYECKOW OLIEHKE aJeKBAaTHOCTU
3a)KUBJICHHS] PaHBI.

HNimemMuyeckas 00JIE3HB cepana W/ nin MHQapKT

[Tp BO3HMKHOBEHWH HINEMHH W/WIK WH(PAPKTa MHOKap/Aa CIEAYeT BPEMEHHO, WM TOCTOSHHO
NPEKPATUTh TEPAITHIO COpaPEHIOOM.

Y umuenue uarepsaia QT

YcTaHoBIIEHO, UTO pUMEHeHue copadeHnda npuBoaUT K yanuHeHuto uHrepsana QT/QTe, uto
MOYET TOBBICUTH PUCK PA3BUTHSA JKEIYJOYKOBBIX apuTMuid. Cienyer mpuMeHsITh copadenud c
OCTOPOKHOCTBIO y CIEAYIOLIMX MAalMEHTOB C TEKYIIMM YJUIMHeHHeM uHTepBana QTc wmm ¢
PHCKOM Pa3BUTHS TAKOTO COCTOSIHUSA: C BPOXKJIEHHBIM CUHIPOMOM yanuHeHHoro uarepsana QT;
NOJYYalOIUX TEepanmuio aHTPAaUUKIMHAMH B BBICOKOM oOmmIeld j03e; MNPUHUMAOLINX
OIPEJIETICHHbIE aHTUAPUTMUYECKHE CPEJICTBA WIH JAPYIHe JEKAPCTBEHHBIE MPENapaThl, BEAYyIINE
K yJuiMHeHuto natepsania QT; a Taxke y NallMeHTOB C AIEKTPOJUTHBIMY HAapYIICHUSMHU, BKIIIOYast
TUIOKATHEMUIO, THIIOKAIBIIMEMHUIO WM TUIIoMaruuemuto. [Ipu npumenennu copadgennda y Takux
NAlMEeHTOB CIIEAYeT NPOBOIUTH MNEPUOIUYECKUIM 3JIEKTpOKapAHOTrpapUUecKHii KOHTPOIb U
U3MEPATh KOHIIEHTPAIUIO 3JIEKTPOJIUTOB (MarHui, Kajaui, Kaablui).

HDO6OI[€HI/I€ KEITYAOYHO-KHMIICYHOT'O TpAaKTa

[TpoGonenue xeny04HO-KUILIEYHOr0 TPaKTa BCTpeyaeTcs HeYacTo U onucaHo MeHee ueM y 1 %
NalMeHTOB, MOTy4aBUINX copadeHnd. B HEKOTOPBIX cilydasix 3TH COOBITUS HE ObUTH CBS3aHBI C
OMyXOJsIMH B OpromHoi mojoctu. B ciaydae mnpoOoieHHs KeTyJOoYHO-KUIIEYHOTO TpaKTa
nedyeHre copadeHuOoOM CIeyeT OTMEHHTD.

Hapymienue d)VHKUI/II/I OCYCHU

Het HuKakux AaHHBIX O JEYEHUH cOpa(eHnOOM MAIMEHTOB C TSHKENIbIM HapylIeHHeM (pyHKIUH
neuenu (knace C no knaccuduxanuu Yaiina-I1s10). [lockonbky copadeHnd BHIBOAUTCS, TITaBHBIM

o0pa3oM, MEYeHbl0, Y NAIHEHTOB C TSHKENbIM HapylleHHeM (QYHKIMM ME€YeHH, BO3MOXKHO
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N= 7682

YCWJICHHE ICWCTBHS Tpermapara. (NOCNEOCBATENEHOCTE 0001)

JlekapcTBeHHBIE B3aUMOJIENCTBUSI

C  OCTOPOXHOCTBIO  Ha3Ha4yalT  copadeHnd® BMecTe C  IpemaparaMmu, KOTOpBIE
METa0O0IM3UPYIOTCS/BBIBOAATCS  mpeumyliectBeHHO ¢ ydactueM UGTI1Al  (mampumep,
HPUHOTEKaH).

OnHOBpeMeHHOE mpuMeHeHue jonerakcena (75 umn 100 mr/m?) u copapennda (200 nmm 400 mr
2 paza B JeHb) C 3-AHEBHBIMH HMHTEpBAJaMU J0 U IIOCIE HA3HAYEHUs JIOLIETaKcela
conpoBoxaaercs yBenmuueHuem AUC (womaap Mo KPUBOH  «KOHIICHTPALUSI-BPEMS»)
norerakcena Ha 36-80 %. [Ipu ogHOBpeMEeHHOM Ha3HaueHUH copadeHnba u J01eTaKceNna CleyeT
co0Ir0aaTh OCTOPOKHOCTb.

OnHOBpeMEHHOE MPUMEHEHHE HEOMHUIIMHA MOXKET IMPUBECTH K CHIKEHHIO OHOJOCTYITHOCTH
copadenubda.

.Ha6ODaTODHLIe I10Ka3aTc/in

[Ipu npumenennu copadennda y manueHToB ¢ AudQepeHnnpoBaHHBIM pPaKOM IIWTOBHIHOU
KeJe3bl PEKOMEHIYETCSI KOHTPOJIHMPOBATh KOHLEHTPAIMIO KaNbLUs B KPOBU. B KIMHHUYECKUX
UCCIIEIOBAaHMSX Y HAlUEHTOB ¢ AU (HepeHIUPOBAHHBIM PAKOM IIUTOBHIHON KeJie3bl, 0COOEHHO
UMEIOIMX TUIONapaTUpeo3 B aHaMHe3e, OTMeYalIuch 0o0Jjiee YacThle M TSDKENbIe MPOSBICHUS
THITOKATBLIUEMHH, qeM y MAIEHTOB c NOYEYHO-KIIETOYHBIM u
NIEYEHOYHO-KJIETOUYHBIM PAKOM.

VY uactu nanMeHToB ¢ JIUG(GEpEeHIUPOBAHHBIM PAKOM IIUTOBUIHOM »Kele3bl, MOIYy4aBIIUX
neyeHure copadeHnO0M B KIIMHUYECKHUX UCCIIEA0BAHUX, KOHIIEHTPALUs TUPEOTPOITHOTO TOPMOHA
npesbiciiia 0,5 MEn/n.  Ilpu npumenenunm copadennba y TakuxX TMalMEHTOB CJEAYET
KOHTPOJIMPOBATH KOHIIEHTPAIIO TUPEOTPOITHOTO TOPMOHA.

Bo Bpems Tepanuu copapeHHOOM HEOOXOIUMO NMEPHOAMYECKH KOHTPOJIUPOBATh IMOKa3aTeH
nepugeprudeckoit KpoBH (BKIIOYast JEUKOIUTAPHYIO (OPMYITY U TPOMOOIUTEI).

JlaHHBIE KIIMHUYECKUX UCCIIEIOBAHNII

B nByx paHaoMHM3UpOBAHHBIX ILIAIE00-KOHTPOIUPYEMBIX HCCICAOBAHUSX TMPU CPABHEHHUH
6e3omacHOCTH U ((HEKTUBHOCTH MPUMEHEHHS B KauecTBE MEPBOM JIMHUU JBYXKOMIIOHEHTHOU
XUMHOTEpani Ha OCHOBE IIpPemapaToB IJIATHHBI (KapOOIMJIaTHH/MAKIUTAKCET W OTIEIBHO
reMIIMTa0WH/IIUCIIIATHH) B KOMOWHAmu ¢ copadeHnOoM uiu 0e3 Hero y MaldeHTOB C MO3THeH
cTaauel HeMenkokierouHoro paka Jjerkux (HMPJI) we ynmanock mnonyduTh JaHHBIE 10
yIY4IIEHUIO0 OO0IIel BbDKHMBaeMOCTH. J[aHHBIE MO O€30MacHOCTH, B IIEJIOM, COOTBETCTBOBAIIU
paHee OmHCaHHBIM pe3yinbTaTam. OgHAKO, B O0OMX WCCIEAOBAHUAX B TPYIIE MAIUEHTOB C
MJIOCKOKJIETOYHBIM PAKOM JIETKOTO, IMOTY4YaBITUX JBYXKOMIIOHCHTHYIO XUMHOTEPAITUIO Ha OCHOBE

IpernapaToB IJIaTUHBI B KOMOMHAmMM ¢ copadeHnOom, Obuia oTMeueHa Oosiee BbICOKas
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COOTBETCTEBYET 3KCNEPTHOMY OTYETY
ot 17.04 202 )
CMEPTHOCTb MO CPABHEHUIO C IPYIION NAlMENTOB, HO'M&M';%WL%%MOMﬂoﬁéﬁjrhym

XUMHUOTEPANHI0 Ha OCHOBE MPEMapaToB IUIATHHBI (TAKIMTAKCEN/KapOOIUIaTUH: OTHOIICHUE
puckoB 1,81, 95 %; noBepurenwvHbiil nHTEpBaN 1,19-2,74; reMuuTaOUH/IIUCIIIATHH: OTHOIICHHUE
puckoB 1,22, 95 %; nosepurenbHblii uHTepBan 0,82-1,80). Onpenensromeid TpUYUHBI ATOTO

SIBJICHHUS BBIIBJIIEHO HE OBLIO.

4.5. B3aumopeiicTBue ¢ APYrMMH JIEeKAPCTBEHHBIMHM I@IpeniapaTaMu W JApyrue BHIbI

B3aNMOJAEHCTBUSA

Nunykropsr CYP3A4

[Tpemapatel, wHaynupytomue akTuBHOCTE CYP3A4 (mampumep, pudammnunuH, (EHUTOUH,
kapOamaszenuH, QenobapOuTan, IeKcamMeTa3oH M IpenapaThl, COJEp)Kallue SKCTPAKT TPaBbl
3Bepo00si) MOryT yBenu4HuBaThb MeTabonu3M copadeHnba u, TakuM O0pa3oM, CHUXKATh €ro
KOHIIEHTPAIUIO B OpraHU3MeE.

[TpomomKUTENbHBI  OJHOBPEMEHHBIH MpHeM copadeHnda COBMECTHO € pHPaMIUITHOM
npuBo v K ymenblieHnto AUC copadennda B cpeqaem Ha 37 %.

HNuruduropst CYP3A4

Knunnueckne ¢apMakOKMHETUYECKUE B3aUMOJCHCTBUS  copadeHnba ¢ UHrHOUTOpaMuU

nuroxpoma CYP3 A4 ManoBeposATHBI.

Cyocrparser CYP2C9

OnHoBpeMeHHbIH npueM copadennda 1 BappapuHa He IPUBEN K U3MEHEHHIO CPETHUX 3HAYEHU I
nporpom6buHoBoro Bpemenn U MHO mno cpaBHeHuto ¢ 1uiane6o. OgHaKo peKOMeHayeTcs
perymsaproe onpenenenne MHO Bcem mnanmeHTam, IONYYaONIMM COYETAHHYIO TEPAIUIo
BappapuHOM U copaeHndom.

CV6CTDaTH CHCI_[I/I(bI/I‘IeCKI/IX I/I30(bCDMeHTOB W3 rpynnel nuToxpoma P450

OnHOBpeMEHHOE Ha3HAYeHHE MHJa3zosiaMa, JeKCTpoMmeTopdaHa W OMENpasola, SBISIOIUXCS
cyoctparamu nuroxpomoB CYP3A4, CYP2D6 u CYP2C19 cooTBeTcTBEeHHO, U 4-HEAEIBHOIO
Kypca copadeHnba He NPUBOIWIO K HM3MEHEHHUIO YPOBHS SKCIO3ULUU TNEePEeYHCIEHHBIX
npenapaToB. JTH HaOMIOJEHHUS CBUAETENBCTBYIOT O TOM, 4TO copadeHHO He MHTHOupYyeT, He
UHAYyHHpYeT H30(epMeHThl U3 rpymnmnsl murtoxpoma P450. B pesynbraTe 0JHOBpEMEHHOIO
NpUMEHEeHUs copapeHnba M TaKIUTaKcella MMEJIO0 MECTO YBEIWYEeHHE, a HE CHIDKEHUE
skcno3uiuu 6-OH-maknmurakcena, akTHBHOTO META00IUTA TAaKIUTAKCeNa, KOTOPBIN 00pa3yeTcs ¢
nomonipto CYP2C8. DT naHHBIE CBHIETENBCTBYIOT O TOM, YTO copadeHHO In VIVO MOXeT He
aprsatbess  uHTHOMTOpoM  CYP2CS8.  OpHoBpemeHHoe  mpuMeHeHWe  copadeHuba U
nukiodochaMua IPUBOAWIO K HE3HAYUTEIbHOMY CHID)KEHUIO 3KCHO3MIMU LUKIopochamua,

OJTHAKO TPU ATOM He HaOJI01alIOCh CHIKEHUST cucTeMHOM aKkcnozuninu 4-OH-tiuknodochammma,
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nomonipto CYP2B6. DT naHHBIE CBHICTENBCTBYIOT O TOM, 4TO copadeHHO IN VIVO MOXeT He
aBIAThCA nHTrHONTOpoM CYP2B6.

KOM6I/IHaHI/I${ C APYIr'UMHU IIPOTHUBOOIYXOJCBBIMHU IIpEIIapaTaMu

Copadenud He 0OKa3bIBaCT KIMHHUYECKH 3HAYMMOTO BIMSHUS Ha (apMaKOKHHETUKY FeMIIMTa0HHa,
[UCIUIATHHA, KapOOoTIaTHHA, OKCATHUILIATHHA U TuKIoochamua.

[Maknurakcen/kapOoIuiaTuH

O/HOBpEMEHHOE IpUMEHEHHe TNaKiuTakcena (mo 225 mr/m?) u kapGomtaruHa (AUC = 6)
coBMecTHO ¢ copadenundoom (< 400 mr 2 pasza B JeHB), C 3-THEBHBIMH MHTEPBAJIAMH B IIpUEME
copadennba 10 W MOCiIe HA3HAYEHUS MaKJIMTaKcela M KapOOIUIaTHHA, HE OKa3bIBAJI0 HUKAKOTO
CYIIECTBEHHOT'O BIMAHUSA HA (hapMaKOKWHETHKY ITaKJIMTaKCeNa.

OnHOBpeMEHHOE MpUMEHEHHe MaKkIuTakcena (mo 225 mr/m? 1 pas B 3 Hezenu) U KapOOIIaTHHA
(AUC = 6) c copadenndom (o 400 mr 2 paza B 1eHb Oe3 nepepriBa B MpUMEHEeHUU copadeHnda)
NPUBOINIIO K YBEJIIMYCHHUIO SKCIO3UIMHU copadernda Ha 47 %, naknurakcena — Ha 29 % u 6-OH
Mpou3BOAHOrO makiuTakcena — Ha 50 %. dapmakoKkuHETHKA KapOOIUIaTMHA OCTaBajlaCh
HEU3MEHHOM.

DT [aHHBIE TIOKAa3bIBAIOT, YTO HET HEOOXOJUMOCTH KOPPEKTHUPOBATh JTO3UPOBKY IPHU
NpPUMEHEHHH TaKJIMTaKceIa W KapOoIlaThHa BMecTe ¢ copadeHuboM ¢ 3-IHEBHBIMHU
UHTEpBAIaMU B Tpueme copadennda. OcraeTcss HEM3BECTHBIM KIMHHYECKOE 3HAUCHHE
YBEJIMUYEHUS SKCIO3ULMU copadeHnba M MakjuTakcela MpU OJHOBPEMEHHOM NPHUMEHEHUHU C
copadenndboM 6e3 mepepbiBa B €ro MpUMEHEHUH.

Kanermurabun

OnHOBpEMEHHOE NpUMeHeHne KanenuTrabuaa (o 750-1050 mr/m? 2 pasa B 1esb ¢ 1-ro mo 14-it
JIeHb yepe3 Kax /bl 21-if nenp) u copadennda (mo 200 umu 400 Mr 2 pasa B JieHb 03 IepephIBOB
B IIpHE€Me) He MPUBOAMWIO K CYIIECTBEHHBIM M3MEHEHMSM B SKCIO3UIUM copadeHnda, oaHako
AKCIIO3UIMUS KanenuTabuHa yBennuuBanach Ha 15-50 %, a saxcno3unus ¢propypanuia (MeTaboauT
Karnerurabnaa) Bo3pactana Ha 0-52 %. Ocraercss HEM3BECTHBIM KIMHUYECKOE 3HAYEHUE ITOTO
HEOOJIBIIIOr0 MM YMEPEHHOI'O YBEJIMYEHHUs SKCIO3UIMU KarmeuuTaOuHa M (Topypauuia mnpu
OJTHOBPEMEHHOM IpreMe copadeHuda.

JIOKCOpYOUITMH/UPUHOTEKAH

OpnHoBpeMeHHOE HazHayeHHe copadeHnda M nokcopyOunMHa mpuBoguT K yBenuueHuto AUC
nokcopyourma Ha 21 %. Ilpu ogHOBpeMEHHOM Ha3HauyeHUU copadeHnba M UPUHOTEKaHa,
aKTUBHBIN MeTabonuT koToporo SN-38 B nanbHeiieM merabonusupyercs ¢ yaactuem UGT1AL,
ormevanock yBenuueHue AUC SN-38 na 67-120 % u yBenmmuenne AUC umpuHOTEKaHa Ha

26-42 %. Ocraercst HEM3BECTHLIM KIIMHUYECKOE 3HAYEHNE JaHHBIX HAOIIOIEHUH.
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 17.04.2024 Ne 7682

Louerakcen (NOCNEOOBATENEHOCTE 0001)

OnHOBpeMeHHOE TIpUMEHeHHue aoneTakcena (mo 75 win 100 Mr/mM? oHOKpaTHO depes Kaxblii
21-ii nenn) u copadenunda (200 wim 400 mr 2 pasa B JeHb co 2-To 1o 19-if geHb B TeueHue
21-nHeBHOTO IMKJA) C 3-JAHEBHBIMM HHTEPBAJIAMH JO M I[OCIE Ha3HAYCHUS JOLEeTaKcena
conpoBoxaercs yBenaumdeHneM AUC u makcumanbHOW KoHueHTpauuu (Cmax) JoLeTakcena
coorBeTcTBeHHO Ha 36-80 % m 16-32 %. Ilpu onHOBpeMeHHOM Ha3Ha4YeHHMU copadeHunda u
JIOLIETaKCeNa CIelyeT COOII0IaTh OCTOPOXKHOCTb.

Heomunux

OnHOBpeMEHHOE TPUMEHEHHE HEOMUIIMHA, HECHCTEMHOTO aHTHOAKTEpHAIbHOTO TIpernapaTa Juls
SpaAMKAINN KETYT0YHO-KUIIEYHOH (IIOpHI, IPUBOAUT K BO3ACUCTBUIO HA SHTEPOTeNaTUIECKYIO
MUPKYISAIUI0 copadernda ¢ moCIeIyoNM CHIDKEHUEM JKCIIO3Unu copadennda. Y 310pOoBbIX
JOOpOBOJIBIIEB, TONYYaBIIMX HEOMHLIMH B TEYCHHUE S5 IHEW, cpenHsst OHOJOCTYITHOCTD
copadennda cHmxanace 10 54 %. KimHnueckas 3Ha4MMOCTh 3TUX JTAHHBIX HE U3BECTHA. BiusHue
JIpYruX aHTHOMOTUKOB Ha (papMaKOKHHETHKY copadeHnba He M3ydanoch, MPEANoIaraeTcs, 4To
9TO BIIMSHUE OYJET OMNPEACIAThCS CIIOCOOHOCTHIO AHTHOMOTHKOB CHIDKATh AKTHBHOCTH
TIIIOKYPOHH/1A3bL.

KOM6I/IH3HI/I$I C I/IHFI/I6I/ITODaMI/I IIPOTOHHOI'O HACOCa

Omenpa3zon
OnHOBpeMEHHOE TPHMEHEHHE OMeIpa3ojia HE OKAa3bIBAaeT BIMSHHUS Ha (PapMaKOKHHETHUKY

copadenubda. Koppektupopka 10361 copadennda He TpedyeTcs.

4.6. DepTUIBLHOCTD, 0EPEMEHHOCTH U JIAKTAIUS

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM

Bo Bpems M kak MUHMMYM B TeyeHHME 2 HEJeNb Iocie Tepanuu copapeHuOOM HeoOXOAUMO
UCIIOJIb30BaTh HAJICKHBIE METO/bI KOHTPALICIIIUH.

bepeMeHHOCTB

Kenmunam crexyer m30eratb HACTYIUICHHST OEPEMEHHOCTH B MEPUOJ JieueHHs! copadeHuOoM.
JKeHIMH ¢ coOXpaHEeHHOH penpoIyKTUBHOM CITIOCOOHOCTBIO HEOOXOAUMO MPOUH(OPMHUPOBATH O
NOTEHIMAJIBHON omacHOCTH copadeHnba uid IUI0Ja, KOTOpas BKJIIOYAeT TEepaTOr€HHOCTb,
HpO6J’I€MLI C BBDKMBAHUEM I1JIOAAa U 9M6pI/IOTOKCI/I'-IHOCTB.

UccnenoBanust copadennda y OepeMeHHBIX >KCHIIMH HE MPOBOJIWINCH. B HccrneqoBaHusAX Ha
KUBOTHBIX IMOKa3aHa PENpOJyKTUBHAS TOKCHYHOCTH copadeHnba, BKIOYaromias cnocoOHOCTh
JTAHHOTO BEIECTBa BBI3BIBATh MOPOKH Pa3BUTUA. B sKcreprMeHTax Ha KpbicaX MOKa3aHO, YTO
copadeHud 1 ero MeTaboIUThI IPOHUKAIOT Yepe3 IutaneHTy. [Ipennonaraercs, yto copadenud

MMOAaBJIACT aHT'MOI'CHE3 Y TIO/JA.
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 17.04.2024 Ne 7682

(NOCNEQCBATENEHOCTE 0001)

JlakTamus

HCI/I3BCCTHO, BBIACIACTCA JIU COpa(l)eHI/I6 C KCHCKMM MOJOKOM. Y JKHBOTHBIX OTMEUaeTCs
BBIJICJIEHUE C MOJIOKOM copadeHnda u/umm ero MetaboauToB. [lockobKy MHOTHE JIeKapCTBEHHBIE
CpeICTBA BBIICISIFOTCS C TPYIHBIM MOJIOKOM U BIHsHHE copadeHnba Ha JeTell paHHero BO3pacTa
HE W3Y4CHO, JKCHIIMHAM CIIeIyeT OTKa3aThCsi OT TPYIHOTO BCKAPMIIMBAHUS B IEPUOJ JICUCHUS
copadeHuOOM.

DdepTUabHOCTD

Pe3synbrarhl ucciiejoBaHMM, NMPOBOJUBIIMXCS Ha YXUBOTHBIX, B JalbHEHIIEM IOKa3aiH, YTO
copadeHnO MOXET BBI3BIBATH HAPYIUICHHS PENPOAYKTHUBHOW (PYHKUMHM y CaMIOB M CaMOK

(cm. pazzen 5.3).

4.7. BiusiHde Ha CMOCOOHOCTH YNPABJSTH TPAHCIOPTHBLIMHM CpeICTBAMU M padoTaTrh ¢
MeXaHU3MaMH

HccnenoBanuss o BIMSHMM Ipenapara Ha CIOCOOHOCTh K YIPABICHUIO TPAaHCHOPTHBIMU
CpeJCTBaMU U paboTe ¢ MEXaHM3MaMu He NMpoBoaMINCh. HeT HUKakuX J10Ka3aTeabCTB TOTO, UYTO
copadeHud BIUSET HAa CIOCOOHOCTH YNPAaBISATh TPAHCHOPTHBIMU CPEACTBAMM WM pabOTaTh C

MCXaHHU3MaMU.

4.8. Hexkes1aTeibHbIE peaKIUH

Pesrome mpoduisg 6e3onacHoOCTH

Haubonee cepbe3HbIMU HEXeIATENbHBIMU PEAKIIUSAMU MPH MpreMe copadennda Obun MHPapKT
MHUOKap/1a/uIeMrdeckast 00JIe3Hb Cep/Ilia, KTy I0IHO-KHIIeTHas iepdoparwsi, JIeKapCTBEHHBIN
TeTMaTuT, KPOBOTEUCHHUE U TUIIEPTOHUS/TUIICPTOHUYECKUN KPH3.

HaubGonee dvacTbIMM HeXeNaTeNbHBIMU pEaKUHUSIMH OBUIM Juapes, YCTaJlOCTh, ajomerus,
UH(pEKINs, KOKHas peaklusi CTOM M PYK (COOTBETCTBYET CHHIPOMY JIaIOHHO-TOAOIIBEHHON
sputpoamnsecre3un B cioBape MedDRA) u ceinb. HexxenaTenbHbIe peakiiuu, OTMEUYEHHBIE MTPU
NpUMEHEHHN copadeHnda B XOJe KIMHWYECKUX HCCICIOBAaHUN WM Ha OCHOBE JIaHHBIX
MOCTPETUCTPAIIMOHHOTO TMPUMEHEHHSI, TPEJCTaBICHbl B TaONHIlE HUXKE, B 3aBUCHUMOCTH OT
CHUCTEMHO-OpPTraHHOTO Kiacca (B cinoBape MedDRA) u pacnipeeneHsl 0 4aCTOT€ BOZHUKHOBEHUS
B COOTBETCTBHH CO CJIENYIONIEH rpaaamnueii: ouens yacmo (> 1/10); yacmo (= 1/100, vo < 1/10);
neuacmo (> 1/1000, Ho < 1/100); peorxo (> 1/10 000, Ho < 1/1000); ouens peoxo (< 1/10 000);
yacmoma Heuzéecmta (HE MOKET OBITH OllEHEHA HA OCHOBE UMEIOIIUXCSI TAHHBIX ) U IEPEYUCTICHBI
B Tabnuie 4.

B kax10¥ 9acTOTHOM TPyIIe HeXeNaTeIbHbIC PEaKIIHK MPECTABICHBI B MOPSIKE YMECHBIICHUS

X 3HAYUMOCTH.
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TabnuyHOE pe3roMe HEXKENATEIbHBIX PEAKIINI

COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 17.04.2024 Ne 7682

(NOCNEOOBATENEHOCTE 0001)

Tab6nuna 4.
CucreMHO- OueHn Yacto Heuacto Penxo Yacrota
OpraHHbII 4acTo HEU3BECTHA
KJ1acc
Hugpexyuu u | vapexuus | GommuKyauT
uHeaszuu
Hapywenus | numdonenu | aeikoneHus
co cmopouwl | s HEHUTpONIECHUS
Kposu u aHEeMUSI
aumpamuue TPOMOOITUTON
CKol eHus
cucmemul
Hapywenus peaxkuuu AHTUOHEBPOTHY
CcO CMopombl TUIEPYYBCTBUT | €CKUI OTEK
UMMYHHOU €JIbHOCTH
cucmemol (BKITIOUAS
KOXHBIC
peaxiuu u
KPanuBHUILY)
aHauakTH4e
CKHE PEaKITUI
OHOOKpUHH TUIIOTUPEO3 TUIIEPTUPEO3
vle
HapywieHus
Hapywenus | aHOopekcusi | TUMIOKaNbIME | AeTUpaTaIus
memadonuz | runodocda | Mus
ma u | TeMus TUTIOKAJTUEMHU
nUmMaHus o
TUTIOHATPUEM
us
TUTIOTJTHKEMH
s
Tcuxuuecku Jenpeccus

e HapyweHus
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Hapywenus nepudepusec | fumapod - = FACEATENERUTS S iladion
CO CMOpPOHbI Kast 3aHei aTus***
HEepBHOl CEHCOpHas obparumon
cucmemul HelpornaTusi | sHUedanonaru
JUCTEB3U u*
Hapywenus 3BOH B ylIax
CcO CmMopomsl
opeana
cnyxa u
nabupunma
Hapywenus XpOHHUYECKast YAJTUHEHHE
CcO CMopombl cepaeyHas unteppana QT
cepoya HEJIOCTaTOYH
ocTp*
UIIEeMUS
MHOKap/a
u/unm
UHpapPKT
MHOKapa*
Hapywenus | KXpoBOTE€UYEH | MPUIIUBBI THIIEPTOHUYEC AQHEBPU3MBI
€O CMOpoOHbl | s KHid Kpu3* u
€ocy008 (BKITFOUAS paccioeHus
KPOBOTEYEH aptepuit
us u3
KEITyT0OUHO
KHIIIEYHOTO
TpakTa*,
JIBIXATEITbH
BIX IyTen™
u
KPOBOM3IIHUSA
HUE B
TOJIOBHOM
MO3r*)
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OBBIICHUG (MOCHEQOBATENEHOCTE 000T)
apTepuanbH
oro
JTABJICHUS
Hapywenus pUHOpEs SIBIICHUS,
O cmopombl nuchoHus CXOJIHBIE C
ObIXAMENbHO MHTEPCTUIIUAI
U cucmembsl, bHBIMU
opeanoé 3a00J€BaHUSIM
2pyoHou u Jerkux *
K1emKku U (BKITIOYAS
cpedocmeni ITHEBMOHHT,
A JIy4€BOU
MTHEBMOHHT,
OCTPBII
pecpaTOPHBI
W uctpecc-
CHHJIPOM H
T.J.)
JKenyoouno- | nuapes CTOMATUT racTpuT
Kuuleunvle TOILIHOTA (BKITFOUAst MaHKPEaTHT
HapywieHusi | pBOTa CyXOCTh npobojieHue
3arnop CIIN3UCTOU HKEIyI0UHO-
000JI0YKH KHIIEYHOTO
MOJIOCTH pTa | Tpakra™*
"
TJI0OCCOTMHUIO
)
JIVICTICTICHST
nucdarus
ractpos3odar
€aJbHbIN
pedmrokc
Hapywenus TIOBBIIIICHHE JIEKapCTBEHHBI
CcO CMopombl KOHI[EHTpaluu | i
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SI/IHI/IDYGI/H{I&I .

-
1

E%ﬁhﬁ}-EntH'-'l: -F:l LN I:IT ]

neuenu u

JHCenUuesbl8o (BKITFOUAs

OsUuUx KEATYXY)

nymetl XOJICIIUCTUT

XOJIQaHTUT

Hapywenus | cyxoctb KEepaToaKaHTO | 9K3eMa BO3BpATHBIN

CO CMOpOHbL | KOKHU ma/ MYJIBTH(GOPMH | JTy4€BOU
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KOKHBIHI KOXH AMUICPMATBHBI
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CcO CMOpOHbI MBIIIICYHBIE

MbIUEYHOT, CIIa3MBI

cKenemuou u

coeounume

bHOU MKAHU

Hapywenus roveyHast He(POTUYECKU

CO CMOpOHbI HEJ0CTAaTOYH i cuHIpOM

noyex u OCTh

MOUesbl800s IIPOTEUHYpUs

wux nymetu

Hapywenus OPEKTHIbHAS | THHEKOMACTHS

CO CMOpOHbL TUCHYHKITUS

penpooykmu
6HOU
cucmemsl U
MOJOYHBIX

aneeiies
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 17.04.2024 Ne 7682

* HexxenaTenbHbIE peaklMM MOTYT UMEThH YT )mammﬁgl;l'(ﬁm&%% (ik e radib it

ucxo. Takue sBIEeHUS MPOUCXOAUIH MO0 HEYACTO, TUOO PekKe YeM HEedacTo.
**  JlamoOHHO-TIOJOIIBEHHAs] PEAKIHsl COOTBETCTBYET CHHIPOMY JIaJOHHO-TIOJOIIBEHHOM
sputpoausecte3nu B cioBape MedDRA.

*** O ciayyasx coo0IIanoch U3 TaHHBIX MOCTPETUCTPALMOHHOTO TPUMEHEHUSI.

B kIMHMYECKHUX WMCCIEAOBAHUAX Yy MANUEHTOB C JU(PepeHIIUuPOBAHHBIM PAKOM IIMTOBUIHOU
JKene3bl 3aMETHO dYamie HaOJIroAaiuch JIaJOHHO-TIOJOIIBEHHAS APUTPOAN3ECTE3Us, Hapes,
ajonenusi, CHIDKEHHE MacChl Tela, IOBBIIIEHHE TEMIEepaTyphl Tela, THIIOKAJIbIUEMHUs,
KepaTOaKaHTOMa/IUIOCKOKJIETOYHBIN paK KOKU, YEM Y MAI[UEHTOB C OYEYHO-KIECTOYHBIM PAaKOM

1 MCUCHOYHO-KJICTOYHBIM PAaKOM.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0marh 0 10J03pEeBaEMBIX HEXKeNaTelIbHbIX pPEaKLUUAX MOocie pPerucTpanuu
JIEKapCTBEHHOTO Iperapara ¢ LeJIblo 00eCeyeHNs HeNPepbIBHOIO MOHUTOPUHIa COOTHOILICHUS
«I10J1b3a — PHUCK» JIEKapCTBEHHOIO Ipenapara. MeIuIMHCKUM pabOTHUKAaM PpPEKOMEHAYETCS
coo0ImaTh O JIIOOBIX IMOJO3PEBAEMBIX HEXKEIATENBHBIX PEaKIHAX JIEKapCTBEHHOIO IpernapaTa
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHUS O HEKENATeNIbHBIX PEAKLHUAX IOCYJapCTB — YICHOB

EBpa3HﬁCKOFO SKOHOMHYCCKOI'O COrO3a.

Poccniickas @enepanys

109012, r. Mocksa, CnaBsiHCcKas 1iomans, 1. 4, crp. 1

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (PocsnpaBuaazop)
Tenedon: +7 (800) 550-99-03

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHeT»:

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

4.9. llepeno3npoBka

CHMIITOMBI

W3ydeHHas KITMHUYECKH MakcuMalbHas J103a copadeHunda cocrapnser 800 mr aBa pasa B JICHb.
HesxenaTelbHbBIC SIBICHHS, HAOIIOJaeMbIe TIPU TaKOH J103€, MPEACTABIISIIN COOOMU, TTPEKIE BCETO,
JTMAPEI0 U KOXKHBIC PEAKIIHH.

JleueHue

Jleyenue cumnroMaTuieckoe. AHTUIOT copadeHnOa Heu3BECTEH.

5. PAPMAKOJIOTUMYECKHE CBOMCTBA
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COOTBETCTEYET JKCNEPTHOMY OTYETY
ot 17.04_202:

(MOCNEOOBATENBHOC '.I'.:u 00071)

5.1. ®apmakoauHaMH4YeCKHe CBOMCTBA

dapmakoTepareBTHUECKas TPyIIa: IPOTUBOOITYXO0JIEBbIE CPEICTBA; MHTUOUTOPHI MPOTEUHKHUHA3;
Jpyrue UHruOUTOPHI MPOTEUHKUHA3.
Kon ATX: LO1EX02

MexaausM aeiictsus 1 dhapMakoauHaMuueckue 3¢ dheKThl

Copadenn® sBnseTcs MyJIbTUKAHA3HBIM  HMHTHOMTOPOM. YMEHBIIAET Hposudeparuto
OITyXOJIEBBIX KJIETOK IN Vitro.

[Toxazano, 4uto copadeHuO MoJaBIsseT MHOTOUMCICHHBIE BHYTpHKJIeTOUHble KiuHa3bl (c-CRAF,
BRAF u myrantHyro BRAF) u kunHa3b1, pacnosnoxxennble Ha moBepxHocT kietku (KIT, FLT-3,
RET, VEGFR-1, VEGFR-2, VEGFR-3 u PDGFR- B). [TonararoT, 4T0 HEKOTOpPbIC M3 ITHX KHHA3
3a[eiiCTBOBaHbl B CHUTHAJBHBIX CHCTEMax OITyXOJIEBOM KIIETKH, B TpOIleccaXx aHTHOTeHe3a U
anonto3a. CopageHn® TONABISIET POCT ONYXOJIM TPU IEYCHOYHO-KIECTOYHOM  pake,
MOYCYHO-KJICTOYHOM pake, U PepeHIIMPOBAHHOM PaKe IIUTOBHUIHOW )KEJIe3bl Y YeJI0OBEKa.

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Knuandeckast 0e30macHOCTh UM 3(PQPEKTUBHOCTh copadeHnOa U3ydaauch y TMAIUEHTOB C
MICUYCHOYHO-KJIETOUYHBIM PAKOM, y MAIUEHTOB C METACTATHYECKUM TTOYCYHO-KICTOYHBIM PAKOM H

y MalueHToB ¢ quddepeHIIIPOBaHHBIM PAKOM IITUTOBHUIHOM >KEJIE3bl.
Ileuenouno-knemounvli pak

Uccnenosanue 3 (uccinenoanue 100554) Obuto uccnenoanueM ¢assl I, MexayHapoaHbIM,
MHOTOLICHTPOBBIM, PaHAOMH3UPOBAHHBIM, JBOWHBIM CIICTIBIM, IUIAIE€00-KOHTPOIUPYEMBIM
ucclenoBaHueM ¢ yuactueM 602 malreHToB ¢ IEYeHOYHO-KIETOYHBIM pakoM. [lemorpaduueckue
U UCXOJHBIE XapaKTePUCTHKHU 3a00JIeBaHUSI OBLIM COMOCTABHUMBI MEXAY TPYMNIaMH MalUeHTOB,
npUHUMAIMUX copadeHund, u rpynmamMu MarueHTOB, MPUHUMAIOIINX I1ae00, B OTHOLIEHUU
cratyca ECOG (craryc 0: 54% npotuB 54%; cratyc 1: 38% npotus 39%; craryc 2: 8% npoTus
7%), TNM cragus (cranus I: <1% mporus <1%; cragus II: 10,4% mnpotus 8,3%; III craaus:
37,8% mpotuB 43,6%; IV stan: 50,8% npotus 46,9%) u cranus BCLC (cragus B: 18,1% npoTtus
16,8%; cragus C: 81,6% npotus 83,2%; ctanusa D: <1% npotus 0%).

NccnenoBanue ObI7I0 OCTAHOBIIEHO TIOCIIE TOTO, KaK 3alJIAHUPOBAHHBIN TPOMEKYTOUHBIN aHATHN3
oOureit BepkuBaemocTH (OB) mepecek mpenonpeneneHnyto rpanuny 3¢dekTuBHOCTH. JlaHHbBIN
anam3 OB mponeMOHCTpUpPOBaNI CTATHCTUYECKH 3HAUMMOE MPEUMYIIECTBO copadeHuda 1o
cpaBHeHuo ¢ mianebdo 1 OB (OP: 0,69, p = 0,00058, cm. Tabnuiy 5).

Ha ocHoBanum 5TOro wuccleoBaHUs IOJTyYeHbl OTpaHWYCHHBIC JaHHBIE O TAIMEeHTaxX C
HapylieHneM QyHKIUH rnedeHu kiacca B mo Yaiina-IIbto v ToIbKO OJJMH MalueHT ¢ HapyllleHueM

¢ynkunu neyenu kinacca C no Yaina-I1sto ObLT BKIIIOYEH B UCCIIEIOBAHHE.
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Pesynomamol  3¢chhexmusnocmu  Ha  ocHoese wCJze()oéEL'r_t't};-_leJ/;gé%J(gﬂgﬁg '::[0?95‘57@1 :'npu

NEeYeHOYHO-KNemo4YHoM paKe

Tabnuya 5:
[okazarens Copadennd [Tnae6o (N=303) 3navenue P op
3¢ GEKTUBHOCTH (n=299) (95% ON)
Ob6uias 46,3 (40,9; 57,9) | 34,4 (29,4; 39,4) 0,00058* 0,69 (0,55;
BbDKHBaeMocts (OB) 0,87)

[MenmnaHa,  Hemelh

(95% IN)]

Bpems nmo mHawana | 24,0 (18,0; 30,0) | 12,3 (11,7;17,1) 0,000007 0,58 (0,45;
MPOTPECCUPOBAHMUS 0,74)
6one3un(TTP)

[Menuana,  Heaean

(95% )] **

JI1 = nosepurenbHbIid nHTEpBaN, OP = oTHOMIEHUE pHCKOB (copadeHnd Haj mianeoo)

*CTATUCTUYECKHU 3HAYUMO, TaK KaK 3HAQUYCHHUC P OBLIO HIDKE SaHaHHOﬁ I'paHUullbl OCTAHOBKH

O’bpaiiena @nemunra 0,0077
**He3aBHCUMBIN PaIMOIOTUIECKUI aHaIIH3

B pamkax eme onnoro uccienoanus ¢assl 111, koTopoe mpeacTapisiio codoi MeXIyHAPOIHOE,
MHOTOLIEHTPOBOE,  pPaHJAOMH3UpPOBaHHOE, JIBOMHOE  cllenoe,  IUI1aleb0-KOHTPOIUpYeMoe
uccnenoBanue (uccienoanue 4, 11849), ouenuBanu KIMHUYECKYIO TOJIB3Yy copadenuda y 226
NAlMEHTOB C IPOrPECCHPYIOIIMM I€YEHOYHO-KJIETOYHBIM pakoM. OTO HCCIEeI0BaHuUE,
nposeneHHoe B Kutae, Kopee u na TaiiBane, moOATBEpAUIIO pe3yibTaThl MUCCIEIOBAHHS 3 B
OTHOILEHUH OJAronpUsATHOTO MPOQMIS COOTHOLICHHS «I10Jb3a — PUCK» A copadenunda (OP
(OB): 0,68, p = 0,01414). B nmpenBapuTeiabHO YKa3aHHBIX (pakTopax cTpaTUHUKAIMU (cTaTyc
ECOG, Hanmuuume wWiIM OTCYTCTBHE MAaKpOCKOMMYECKOM COCYAMCTOM WHBa3UM W/MIU
pacrpocTpaHeHUs] BHEIIEYCHOUYHON OMyX0Jik) B 00oux uccienoBanusix 3 u 4 B orHomeHuu OP
MpEeANOYTEeHHEe HEW3MEHHO OBUIO Ha CTOpoHe copadeHuba MO CpaBHEHUIO ¢ IIaIeoo.
HccnenoBarenbCkuii aHaW3 B IMOATPYIIAX II0KA3al, YTO y MALUEHTOB C OTIAJICHHBIMU

MeTacTa3aMy B Hayaje UCCIIeI0OBaHUS ObUT MEeHEee BBIPAXKECHHBIN 2P PEKT JeueHus.
Tloueuno-knemounwiii pax

be3onmacHocts M 3¢ ¢dekTuBHOCTS copadeHnda B JIEYEHHHM MPOTPECCHPYIOLIEro IMOYEeYHO-

KJICTOYHOI'O paKa ObLIH H3YYCHBI B IBYX KIIMHUYCCKUX UCCICOIOBAHHUAX:
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UccnenoBanme 1 (uccnemoBanue 11213) Obuip HccneﬁGQﬁ%dl%gé%ﬂ_ @Pﬂtﬁﬁ}irgﬁeﬁrﬁgﬂbm,

pPaHIOMHU3UPOBAHHBIM, JIBOMHBIM  CJEMbIM, IUIAIE00-KOHTPOIUPYEMBIM  HCCIIEOBAHUEM,
npoBoauMoM ¢ ydactueM 903 naunmeHToB. B Hero ObUIM BKIIIOUEHBI TOJIBKO IALIUEHTHI CO
CBETJIOKJIETOYHBIM TIOYE€YHO-KJIETOYHBIM pPAaKOM M HHU3KHUM M MPOMEXKYTOUYHBIM DPHUCKOM B
cootrBercTBUM ¢ MSKCC (MemopuansHbeiii oHkosiorumdeckuii 1eHTp CiioyHa-Kerrepunra).
[lepBUYHBIME KOHEYHBIMH TOYKaMH ObUIM OO0IIas BBDKMBAEMOCTh M BBDKMBAEMOCTH 0e€3
nporpeccupoBanust  (BBII). [IpuOnu3urensHO TMONOBMHA  MAIMEHTOB HWMeENa  CTaTyc
s dexruHocT ECOG 0, a mojioBMHA MAIMEHTOB OblJIa B IPOTHOCTHYECKOW T'PYIIE ¢ HU3KUM

puckom B cootBeTcTBUU ¢ MSKCC.

BBIl onenuBasii mOpu MOMOIIM CJIENOTO HE3aBHUCHUMOIO PaJUOJIOTHYECKOro aHaliu3a C
MPUMEHEHUEM KPUTEPHEB OLIEHKH OOBEKTHBHOIO OoTBeTa mpu coiuanbix omyxonsax (RECIST).
Ananu3z BBII 6b11 poBenen Ha 342 sBnenusx y 769 nanuentoB. Meauana BBII cocrasuiia 167
JTHEH JUIs TAIMeHTOB, PaHIOMHU3WPOBAHHBIX Ha copadeHuO, 1Mo CpPaBHEHUIO ¢ 84 THAMU s
nanpenTtoB ¢ mianeoo (OP = 0,44; 95% HAU: 0,35— 0,55; p < 0,000001). Bo3spacr,
nporHoctuyeckas rpynmna B coorserctBuu ¢ MSKCC, OC no mkane ECOG u npenmecTByromas
Tepanus He OKa3aJld BIMSHUS Ha BeUYUHY 2P dekra nedenns. [I[pomexyTounblil ananus (BTopon
IIPOMEXKYTOUHBIN aHAIN3) 001Ie BBDKMBAEMOCTH OBbLI MPOBE/IEH Ha 367 CMEPTENbHBIX CIIydasx y
903 manmentoB. HomuHanpHOE 3HadeHue anbda mis dtoro anamusa Obuto 0,0094. Menuana
BBDKMBAEMOCTH cocTaBmiia 19,3 mecsIeB s MalueHTOB, paHJI0OMU3UPOBAHHBIX Ha copadenuo,
o cpaBHeHHIO ¢ 15,9 Mecanamu ans nanueHToB ¢ miane6o (OP = 0,77; 95% JAU: 0,63 — 0,95; p
< 0,015). Bo Bpems BbINOTHEHUSI JaHHOTO aHayM3a okoJjio 200 ManueHToB U3 TPYMIbI TIarnedo

NepenuId Ha mpueM copadeHuda.

UccnenoBanue 2 Obuto uiccnenoBanueM B ¢aze 1, mpekparieHHbIM HCClieOBaHWEM Ha MalueHTax
C ONyXOJIEBEIMH MeTacTa3aMH, B TOM YHCIIE IOYCUHO-KJICTOYHBIM pakoM. [larueHTsl co
CTaOWIHHBIM 3200JIEBaHUEM, TIOJIYYaBIINE Tepanuio copadheHndoM, ObUTH paHIOMU3UPOBAHBI Ha
ianedo WM MPOJOIDKAIU Tepanuio copadenndbom. BrpkuBaemocTh 6€3 mporpeccupoBaHUs
3a00JIeBaHUs Yy TAIMEHTOB C TOYEYHO-KJIETOYHBIM pPAaKOM OblIa 3HAYUTENHHO OOJbIIEe IO
JUTUTENIBHOCTU B Tpymme copadennba (163 nus), uem B rpynme miamnedo (41 nens) (p = 0,0001,
OP =0,29).

Jughgepenyuposannviii pax wumouoHou dHcenesvl

HccnenoBanne 5 (uccienoBanue 14295) Owuio uccnenoBanueM ¢assl III, MexayHapoaHbIM,
MHOTOLEHTPOBBIM, PaHJAOMH3UPOBAHHBIM, JIBOMHBIM CIIENBIM, I11a11€00-KOHTPOIUPYEMBIM

HCCIIEIOBAHNEM C ydacTheM 417 manueHToB ¢ MECTHOPACIIPOCTPAHEHHBIM UM METACTATHYECKUM
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U BepeHIIMPOBAHHBIM PAKOM IIHTOBUIHOMN KEIe3bl, pestriretrrmbin k patfioartnsroMY foxy.

BopkuBaemocTs 6€3 mporpeccupoBaHMs 3a00JI€BaHMs, OIICHEHHAs IPU IOMOILIM CJICHIOTO
HE3aBUCHMOTO PEHTIEHOJOTHYECKOro aHanu3a ¢ ucnoib3zoBanueM kpurepueB RECIST, Obuia
OCHOBHOM KOHEYHOH TOYKOHM MCCIeI0BaHUsA. BTOpHUHBIE KOHEUHBIE TOUKHM BKJIIOYAIU B ceOs
o0I1yl0 BBDKHMBAaE€MOCTb, 4YacTOTy OTBETa M IPOJOJDKUTENBHOCTh OTBeTa omyxonu. [locne
OPOTPECCUPOBAHMs MAallMEHTaM ObUIO pPa3pelIeHO NPOAOCIDKUTH TpuéM copadennda B
paccier€éHHoM pexume. [lanneHTs! OblIH BKIIOYEHBI B UCCIIEOBAHUE, €CIIM OHM UCTIBITHIBAIN
IporpeccupoBaHue B TeueHUe 14 MecsieB mocie BKIIOUEHUS U umenn auddepeHunpoBaHHbIN
paK IUTOBUIHOM JKeJle3bl, Pe3UCTEHTHBIHN K paJlnoakTUBHOMY Hoay. uddepeHpoBaHHblil pak
LIIMTOBUIHOM JKEJE3bl, PE3UCTEHTHBIA K PaJMOAKTUBHOMY MOIY, ONPEICISICA KaK HAIA4YHE
nopakeHusi 0e3 MOTJIOMIEHUs oJja IPH CKAaHWPOBAaHUH HA PE3UCTEHTHOCTb K PaJIMOAKTHUBHOMY
1oy, WK MOIYyYeHUE KyMYJIATUBHOM PE3UCTEHTHOCTHU K PaJiMOaKTUBHOMY Koy > 22,2 I'bk, niun
IIPOIPECCUPOBAHUE II0CIIE JICYEHUS] PE3UCTECHTHOCTH K PAJMOAKTUBHOMY HOAY B TeueHue 16
MECSIIEB II0CJI€ PEruCTpaluyd WM II0CJI€ JABYX JTaloB JIEUYEHUS PE3UCTEHTHOCTU K
paznoaKTHBHOMY MOy B TeueHHe 16 mecsieB oaHO mocne apyroro. McxomHas nemorpadus u
XapaKTEePUCTUKN MAlKMEHTOB OBLIM XOpOLIO cOaJlaHCUPOBAHbI sl OOEMX TIpYII JICUSHHS.
MertacTa3bl NpUCYTCTBOBAJIM B JerKuX y 86%, B mumdaruueckux y3nax y 51% u B koctsax y 27%
IIaMEHTOB. Meauana IOIy4YeHHOM KyMYJISTMBHOM aKTMBHOCTH pPaJAMOAaKTUBHOIO ionxa a0
BKIIFOUCHUS B HCCIICIOBAaHUE COCTaBIIsUIA MpuOm3uTensHo 14,8 'bk. YV GonbIIMHCTBA TAIIMCHTOB
OBLT ManMIUISPHBIHN pak (56,8%), 3aTem domukynspHbii (25,4%) u cnabo muddepeHpoBaHHBIN

pax (9,6%).

Menuana BBII cocraBmiia 10,8 mecsieB B rpymnme copadeHnda mo cpaBHEeHUIo ¢ 5,8 MecsIeB B
rpynne tuianie6bo (OP = 0,587; 95% nposeputensublii wuHTepBan ([AW): 0,454, 0,758;

onHocTopoHHui p < 0,0001).

BozgeiictBue copadennba nHa BBII ocraBanmoch HEM3MEHHBIM BHE 3aBUCHMOCTH  OT
reorpaMuecKkoro peruoHa, Bozpacra Mojoxe wiu ctapie 60 Jer, mosa, THCTOJIOIMYECKOrO
MOJTUIIA M HATUYMSI UITM OTCYTCTBUS KOCTHBIX METacTa3oB. B aHanm3e oOIieil BBKHBAEMOCTH,
IIPOBEJICHHOM uepe3 9 Mecs1eB Mociie MpeKpalleHus y4eTa JaHHbIX JIJIs1 OKOHUATEeIbHOI O aHaIn3a
BBII, He ObI710 CTaTUCTUYECKH 3HAYUMOM Pa3HUIILI B OOIICH BRDKMBAEMOCTH MEXIY TPyHIaMu
neuenus (OP = 0,884; 95% 11U: 0,633, 1,236, 3Hauenue ogHocroponHero p 0,236). Menuana OB
He ObUTa IOCTUTHYTa B rpynme copadenunba u cocraBuia 36,5 mecsaues B rpymmne miamebo. 157
(75%) mnauuMeHToB, paHIOMM3MPOBAaHHBIX B rpynmy Iwianedo, u 61 (30%) mnanueHT,
paHIOMU3UPOBAHHBIN B IpyIy copadennda, npoAoLKaiu npuéM copadeHnda B paccierniéHHOM

pEXUME.
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Menunana npoJOHKUTEILHOCTA TEpPAllui B JIBPUHOM éﬂg;}(;lle %ﬁg Feﬂéﬂi;ﬁﬂg :'4'?5: 'I;{éﬁenb

(mmamazon 0,3—135) s nanueHToB, MOJTy4aBIIKX copadenno, u 28 Hepenb (quamnazon 1,7-132)
JUI TIAIMEeHTOB, noiydvaBmux Iwianedo. Ilomnoro orsera (I1I0) mo kpurepusm RECIST ne
HaOmoganock. O6mas yactora nmoHoro oreera (I10) + yactuunsiii orBeT (HO) Ha HE3aBUCUMYIO
PEHTTEeHOJIOTUYECKYIO OLIEHKY ObUT BhIlIE B rpynne copadenuda (24 namnuenra, 12,2%), yem B
rpynne miane6o (1 manuent, 0,5%), omaoctoporuuii p < 0,0001. Menuana npo o KUTEIEHOCTH
orBera cocrapmia 309 nueit (95% JAU: 226, 505 nHell) y naneHToB, oMy4YaBIInx copadenuo, y
KoTOpbIX HaOmroaamu YO. PeTpocneKTHBHBIN aHAIN3 JAaHHBIX B MOATPYIIIAX 10 MAKCUMAIBHOMY
pa3Mepy OITyXOJIM TIPOJEMOHCTpUpoBan 3¢ ¢eKkT JsieueHuss B oTHomeHun BBII B monb3y
copadennda 1mo cpaBHEHUIO C anedo A MaueHTOB C MAKCUMAIIbHBIM pa3MepoM onyxoiu 1,5
cm miu 6onee (OP 0,54 (95% AU: 0,41 — 0,71)), Torna kak YuCIeHHO MEHbIIUH 3D dexT ObuT
3aperUCTPUPOBAH Y MAI[MCHTOB ¢ MaKCUMalbHBIM pa3MepoM omyxoiu menee 1,5 cm (OP 0,87

(95% JIU: 0,40 — 1,89).

PerpocriekTHBHBIN aHAIM3 JAHHBIX B TOJATPYIIIAX MO CHMIITOMAaM paKa IIUTOBUIHON KeJIe3bl Ha
UCXOJIHOM YPOBHE TPOJIEMOHCTPUPOBAT JPQekT meueHuss B otHomeHun BBII B monb3y
copadeHnda 1Mo CpaBHEHHMIO C I1aned0 Kak y MalueHTOB ¢ CUMIITOMAaMH, TaK M Y TIAIIUEHTOB 0e3
cumnromoB. OP BepkuBaemocTH 6e3 mporpeccupoBanus coctarisiia 0,39 (95% JAU: 0,21 —0,72)
JUIsl TIAIIMEHTOB C CUMIOTOMaMH Ha ucxogHom ypoBHe u 0,60 (95% JHU: 0,45 — 0,81) ansa

NAIMEeHTOB 0€3 CUMIITOMOB Ha MCXOJTHOM YPOBHE.
Yonunenue unmepsana QT

B  xnuHMueckoM  dapmakosorndeckoM — uccienoBanun  usmepenus  QT/QTc  Obun
3aperucTpupoBanbl y 31 marueHTa Ha UCXOAHOM YPOBHE (10 JiedeHus1) U nocJe jedenus. [locme
OJIHOTO 28-HEBHOI'O 1IMKJIA JICYEHHUS BO BpeMsl MAKCUMaJIbHOM KOHIIeHTpauu copadennda QTcB
ObL1 TipoieH Ha 4 + 19 mcek, a QTcF na 9 + 18 Mcek mo cpaBHEHHIO ¢ JieueHHeM I1anedo Ha
UCXO/IHOM ypoBHe. Hu y oiHOTrO HcnibITyeMoro He 66110 npoaeMoHcTpupoBaHo QTcB nmm QTcF>

500 mcex Bo Bpems koutpostst KT mocine nedenus (cm. pasnen 4.4).

5.2. ®apmakoKMHeTHYECKHE CBOIiCTBA

[Tocne nmpuema TabieTok copadennda ero cpeHssi OTHOCUTENIbHAS OUOIOCTYITHOCTh COCTABIISIET
38-49 %. Ilepwon monyBbIBeCHUS copadeHnOa COCTaBIsSET MPUOIU3UTENBHO 25-48 dYacos.
[Tpriem moBTOPHBIX 103 copadennda B TedeHue 7 JHe NpuUBOIMI K 2,5-7-KpaTHOMY YBEIMUYEHHUIO
HaKOIJICHUS IO CPAaBHEHHIO C IPUEMOM OJTHOKPATHOI J103BI.

PaBHOBecHbIE KOHIIEHTpAUH copadeHrda B IIa3Me JOCTUTAI0TCS B TeUeHHE 7 HEH, OTHOILIEHHE

MaKCUMaTbHOW/MUHUMAILHON KOHIIEHTPAIIMH COCTaBIIsIET MEeHee 2.
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IIpUEME BHYTPb M3ydalM y MAalMEHTOB C PAKOM IIMUTOBUIHOMN XKEJIE3bl, NEUEHOYHO-KIETOYHBIM
pPaKoM U MOYEUHO-KIETOYHBIM pakoM. Hamboiiee BEICOKYIO 3KCIIO3UIMI0 OTMEYANIN Y TTAllUEHTOB
C PaKoM IIUTOBUIHOM JKeJe3bl, XOTS BapUadeIbHOCTh IKCIIO3UINH Oblia BEICOKOH AJIs BCEX BHJIOB
omyxoJieit. Knuanueckas 3HaunMocts 6ompiieit AUC y maiueHToB ¢ pakoM IUTOBUAHOMN KeJe3bl
HE YCTaHOBJICHA.

AOcopO1us U pacupeaeicHue

Cmax copadenunda B ra3Me JOCTUTAIOTCS MPUOIU3UTENBHO Yepe3 3 yaca Mocie npruemMa BHYTPb.
[Ipn npueme BMecTe ¢ MHUIIEH ¢ YMEPEHHBIM COAEPKaHUEM JKHUpa OMOAOCTYITHOCTh copadeHnba
NpUOJIM3UTENIEHO COOTBETCTBYET OMOJOCTYITHOCTH MpU MpueMe Haromak. [Ipu npueme ¢ numei
C BBICOKMM COJIEpKAaHHEM >KUpa OMOJOCTYIMHOCTh CHWXKAeTcs mpubimsurtensHo Ha 29 %
CPaBHEHHUH C IIPHEMOM TIperapaTa HaToIaK.

[1pu Ha3HAYEHUH EPOPATBHBIX /103, TpeBbimatomux 400 mr 2 pasa B cyTky, cpegaue Cmax 1 AUC
YBEIMYHUBAIOTCS HETIPONopIroHabHo. CBs3b ¢ 6enkamu — 99,5 %.

EI/IOTDaHCd)ODMaIII/Iﬂ U 3JIMMHUHAIA

Mertabonusm copadeHnda ocylecTBiaseTcs, INIaBHBIM 00pa3oM, B MEUYEHH MyTeM OKHCICHHMS,
onocpenoBanHoro  usopepmentom CYP3A4, a rTtakke myreM [NIIOKYPOHUPOBAHHUSA,
onocpenoBanHoro UGT1AO9.

Konsbtoratel copadennda MOTyT pacHICIUIATBCS B IKEITYJOYHO-KUIIEYHOM TpakTe Oiaromaps
aKTUBHOCTH  OaKkTepHalbHOW  IIIIOKYPOHHMJA3bl, 4YTO  IO3BOJsET  peabcopOUpoBaThHCS
HEKOHBIOTUPOBAHHOMY JIEKAPCTBEHHOMY cpencTBY. OIHOBPEMEHHOE NPHUMEHEHUE HEOMHUIIMHA
BO3JICUCTBYET Ha ATOT MPOIIECC, YMEHBIIAs CPEIHIO OMOI0CTYMHOCTH copadennda no 54 %.
[Ipy MOCTMXKEHHHM PABHOBECHOI'O COCTOSHMS Ha copaeHUO NpUXOIUTCS NPUOIU3UTENBHO
70-85 %. UnentuduuupoaHo 8 MeTaboauTOB copadeHnda, 5 u3 HUX OOHapyKEHBI B IUIA3Me.
OCHOBHOW IMPKYJIUPYIOIIUK B Mi1azMe MeTabonuT copadennda —mupuauH N-okcus oOnagaer
N VItr0 aKTHBHOCTBIO, CXOJHOW C aKTHBHOCTBIO copadeHrba, U COCTaBIsSCT MPUOIH3UTEIHLHO
9-16 %.

[Tocne mpuema BHyTph 103b1 100 Mr copadenudba B Qopme pactBopa B TeueHue 14 nHei
BBIBOJIUTCS 96 % OT Ha3HA4YEHHOU 103bl, 77 % BBIBOAUTCS 4Yepe3 KUIIeUHUK, 19 % — moukamu B
dbopme TmoKypoHu10B. Hensmenennsrit copadennd, B kommyectse 51 % OT Ha3HAYCHHOM 035,
orpezensercs B Kaje.

dapMaKOKMHETHKA Y 0COOBIX I'pynil JanrucHTOB

Amnanus JAEMOr pa(bnqecxﬂx AAaHHBIX CBUIACTCIILCTBYCT O TOM, YTO KOPPCKIMU O3Bl IIpCIIapaTa B
3aBUCUMOCTH OT BO3pacCTa UJIH I10JIa HE Tpe6yeT051.

Toueunas neoocmamournocmo
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dapMakoKuHETHKY copadennta n3ydam mocnd mpremal bitroxparto 1sm F00-r Y itHdsos

C HOpMaJbHOW MOYEUHOH (YHKIMEH W MalMEeHTOB, HE HYXTAIOMIUXCS B JMATU3E, C JIETKUM
(xmupenc kpeatuanHa (KK) 50-80 mur/mun), cpennetspkensiM (KK ot 30 mo < 50 mur/muH) u
TsokensiM (KK < 30 Mi/MuH) CHIDKEHHEM TOYeYHOM (YHKIMW. BIusHUE CHUXKEHUS MOYCYHOM
byHKIMM Ha ¢apMaKOKMHETHKY copadeHnba He oOHapyxkeHo. [[1s manueHToB ¢ JIErKOW,
CPEIHETSDKENION MM TSDKEJIOW CTENEHBbI0 NMOYEYHON HEAOCTATOYHOCTH, HE HYXKJIAIOLIUXCS B
reMo/inannse, He0OXO0IMMOCTh B CHUYKEHUH JI03UPOBKU OTCYTCTBYET.
Ileyenounas neoocmamounocmo
Copadenud BBIBOAUTCSA, INIABHBIM 00pa3oM, MEUEHbI0. Y MalMEHTOB C MEUYEHOYHO-KIECTOYHBIM
pakoM ¢ Jerkoil (kmacc A mo knaccuukanuu Yaitng-I1et0) ninm cpennetspkenoit (kimacc B mo
knaccupukanun Yaiina-11p10) cTeneHpio ne4YeH0YHOM HeI0CTaTOYHOCTH, (hapMaKOKHHETUYECKHE
napaMmeTpsl copadennba ObUTM TaKMMH K€, KaK Yy MalMeHTOB C HOPMAalbHOM MEYeHOYHOMN
byuknueit. @apmakokuHeTHKa copadeHnda y MalueHToB 0e3 MEeYeHOYHO-KIETOYHOrO paka ¢
nerkor (kmacc A mo kmaccupukarmm Yannn-Ileo) wim cpemHersbkenod (kmacc B 1o
kinaccupukanuu  Yaina-I1p10) cTeneHpl0 MEYCHOYHOH HEIOCTATOYHOCTH OblIa CXOJHOH ¢
dapmakoknHEeTHKONW copadeHnba y 3I0pOBBIX JOJEH. Y MAlUEHTOB C TSDKENOW CTENEHbIO
ne4YeHoYHoN HenocTatoyHocTH (kiacc C mo knaccudpukanuu Yaina-IIe0) dhapmakoknHeTnka
copadeHnOa He U3yCHA.

eTH
Jlannble o (hapMaKoOKWHETHKE Iperapara y 1eTeil OTCyTCTBYIOT.
5.3. lanHble TOKJIUHUYECKOH 0€30MaCHOCTH
Hoxnmuandeckuii mpoduis 6e3omacHocTH copadeHnda OlEHUBAIM y MBIIIEH, KPbIC, COOaK U
KpOJUKOB. VccnenoBaHus TOKCHMYHOCTH TIPU TOBTOPHBIX J03aX BBIBWIM H3MEHEHHS
(mereHepalli U pereHepalii) B Pa3lIMYHBIX OpraHax MpH BO3JACHCTBUM HUXKE 0XKHIaEMOTO
KJIMHUYECKOI0 BO3JIEHCTBUS (Ha OCHOBE CpaBHEHUH IUIOIIa A 1o kpuBoit). ITocne moBTopHOTrO
BBEJICHUS 03Bl IIEHKAaM M MOJIOABIM cOoOakaM BO3JIEHCTBHE IMpernapaTa Ha KOCTH U 3yObl
HAOJMIOIaIOCh TPU  BO3JEHCTBUSX HIDKE KJIMHMYECKOro. V3MeHeHus 3akioyaliuch B
HEPETYISIPHOM YTONIIEHWH POCTOBOW IJIACTHHKH Oeapa, THMOKJIETOYHOCTH KOCTHOTO MO3Ta
Hapsy ¢ M3MEHEHHOM pPOCTOBOH MJIACTMHKON M M3MEHEHHMsX B cocTaBe JeHTHHa. [logoOHoe
BO3/ICiiCTBME HE ObUIO HMHAYLHMPOBAHO y B3pocibiXx coOak. bbina mpoBeneHa craHaapTHas
porpaMma HMccieI0BaHui TeHOTOKCUYHOCTH U MOJIyYEHBI MOJIOKUTEIbHbIE PE3YIbTaThl B BHJIE
YBEJIMUYEHUS! CTPYKTYPHBIX XPOMOCOMHBIX abeppamuii mpu aHaIu3e KIETOK MIIEKOMUTAIOIINX B
yCchaoBHuSX N VItrO0 (AMYHUK KUTAWCKOrO XOMSYKa) Ha KJIACTOTEHHOCTh B TPUCYTCTBHUU
MeTabonuueckoil aktuBauu. CopadgeHnd He OblJI TeHOTOKCUYHBIM B TeCTe DiMca UM B aHAJIu3e

MHKPOSIJICp MBIIICH B YCJIOBHSX iN VIVO.
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WccnenoBanus KaHIEPOTEHHOCTH ¢ copadeHmooM Hé:rHB:(;él)%;rl'm £ | Hileakutk T@%&%hmx

UCCIICIOBaHUN HA JKUBOTHBIX € copadeHHMOOM JUIsi OLIEHKU BIUSHHUS Ha (EpTHIBHOCTh HE
npoBowiIock. OnHAKO, MOXHO OXHIaTh HEONAarompUATHOTO BIMSHUS Ha (EPTUIBHOCTH Y
MY)XYHH M SKCHIMH, [OCKOJbKY HCCIICAOBAHUS C MOBTOPHBIMH [[03aMH Ha IKHMBOTHBIX
IPOJICMOHCTPUPOBAIM H3MEHEHUS B PENPOAYKTUBHBIX OpraHax y CaMI[OB M CaMOK IpH
BO3JICUCTBUH HMXKE 05KHMJIAEMOT0 KIIMHUYECKOT0 BO3ICUCTBUS (Ha OCHOBE IJIOMIAIN MO KPUBOW).
Tunuuable U3MEHEHUSI COCTOSIIN U3 MMPU3HAKOB ACTCHCPAINU U TOPMOXKCHHUA B Pa3BUTHUU AUYCK
SMHUIUIUMHUTOB, TPEACTATEIILHON JKEJIe3bl W CEMEHHBIX ITy3bIPHKOB KpbIC. Y CaMOK KpbIC
OTMEUAJICs ICHTPAIbHBIH HEKPO3 XKEJITOro Teja U OCTAHOBKA Pa3BUTHsS (POJUTMKYJIOB B THUHHKAX.
Y cobak wHaOmomamach TYOynsipHAs JereHepanus sSHYeK | oJaurocnepmus. bwiio
POJIEMOHCTPUPOBAHO, YTO copad)eHUO SIBJISCTCS AMOPHOTOKCHYHBIM W TEPATOTCHHBIM MPU
BBEJICHMHM KpbICAM M KpOJHKAM IPH BO3JACHCTBUM HIDKE KJIMHHYECKOTO BO3ICHCTBUSL.
HaGirojaeMoe BO3EHCTBHE BKJIFOYAIO CHIDKCHHE MACChl TeJla MaTepd W IUIOJA, YBEITUYCHHUE
KOJIMYEeCTBA Pe30pOIuii 1Io/a U yBEJIHMUCHHE KOJMYECTBA BHEIIHMX W BHYTPEHHUX IOPOKOB
paszButus. MccienoBaHus 1Mo OLEHKE YKOJIOTHIECKUX PUCKOB MOKA3aiH, 4To copadeHnba To3mnar

MOJKET OBITh CTOﬁKHM, 6I/IO£1KKYMYJIHTI/IBHLIM 1 TOKCHUYHBIM JJIA Opr>KElIOIJ.I€I>i Cpeabl (CM. pasacia

6.6).

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
Kpockapmennosa HaTpus

[emtono3a mukpokprctammdeckas (MKII-101)
['mmpomeriosa

Maruus creapar

Harpus naypuncynbdar

CocraB 000JI0YKH:

I'mmpomeriosa

Makporon-4000

Turana quokeun (E171)

Kpacurens xene3a okcup xentsiit (E172)
6.2. HecoBmecTHMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

3 roxa.
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6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPH X anermit |-

XpaHuThb npu Temmneparype He Boie 25 °C.

6.5. XapakTep u coaep:xkaHue NePBUYHON YIIAKOBKHU

ITo 7, 10, 14 TabneToK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IIJICHKH IOJIUBUHUIXJIOPHIHOM,
aM00 TUIEHKH MOJUBUHWIXJIOPHUIHON/MOJTUBUHIIINACHXIOPUAHON U (HOJIBTU  aIFOMUHHEBOU
M€YaTHOW JIAKUPOBAHHOM.

ITo 28, 30, 40, 50, 60, 70, 80, 90, 100, 112 unu 120 TabneTok B OaHKY U3 MOIHITUICHTEpedTAIaTa
Wi 6aHKY MOJUIPONUICHOBYIO, YKYIOPEHHYIO KPBIIIKON M3 MOJUATUIICHA BBICOKOTO JIaBJICHUS
C KOHTpPOJIEM TIEPBOIO BCKPBITHS WM KPBIIIKOM IOJMIIPONMUIECHOBOW C  CHCTEMOM
«HAXATh-TIOBEPHYTH» WJIM KPBIIIKOW U3 MOJIMATUIICHA HU3KOTO JaBJICHUSI C KOHTPOJIEM MEPBOTO
BCKPBITHA.

Jomyckaercss cBOOOAHOE MPOCTPAHCTBO B  0OaHKE 3aloONHATh BATOM  MEAMIIMHCKOU
rurpockonuyeckoit. Ha 6aHky HakJIenBaIOT 3TUKETKY CaMOKJIESIIYIOCS.

1,2,3,4,5 6,7,8,9 wm 10 KOHTYpHBIX SYCHKOBBIX YIIAKOBOK HJIU OJHY OaHKY BMECTE C
WHCTPYKIMEH MO0 MEAMIIMHCKOMY MPUMEHEHUIO (JINCTOK-BKJIAIBIII) MMOMENIAIOT B KapTOHHYIO

YIIaKOBKY (IIAYKY).

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOr0 mpenapara WJH OTXO0JA0B, TMOJYYE€HHBIX TOCJAe NPHMEHEHUs!
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUMYJISIAY C MPenapaTomM

Heucnonbs30BaHHBIN JI€KapCTBEHHBIN MpenapaT WK OTXOMAbI JOJKHBI ObITh YTHIW3UPOBAHBI B

COOTBETCTBHH C MECTHBIMH Tpe6OBaHI/I$IMI/I.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S

Poccns

000 «O30H Meauka»

445043, Camapckas obmnacts, r.0. Toassatta, TEP. O3 IIIIT, MI'CTP. 3-1, 3nanue 11, ctpoenue
1, xom. 37.

Ten.: +79874599996, +79874599997

E-mail: ozon-medika@ozon-pharm.ru

7.1. IlpeacraBuTeb AepKaTessi PeriCTPALMOHHOIO YA0CTOBEPeHHUs

[Iperen3uu HOTDC6HTCHCﬁ HalpaBJIATH IO aApPECy:

Poccus
000 «O308»

445351, Camapckas 0011., r.0. Kurynesck, r. XKurynesck, yi. I'mapoctpouteneit, 1. 6.
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Ten.: +79874599991, +79874599992 (MOCEAQBATENBEHOCTE 000T)

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JATA TMEPBUYHOM PEIMCTPAIIMU (IIOATBEPXIEHUSI
PETUCTPALIMMU, IEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmass  xapakTepucTuka JekapcTBeHHoro  mpemapara  Copadenu®  moctymHa  Ha
uH(pOpMallMOHHOM TMopTaie EBpa3uiickoro SKOHOMHYECKOTO cO03a B HH(OpPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/.
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