COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 28.04.2026 Ne 8592

OBILAST XAPAKTEPHCTHKA JTEKAPCTBEHIOPOTIPEITAPATA U034

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITIAPATA
3enbopad, 240 mr, TabIETKH, TOKPHITHIE TUICHOYHOH 000JI0YKOMH
2. KAYECTBEHHBIU U KOJIUYECTBEHHBIA COCTAB

JeticTBytoiee BemecTBo: BemypaheHuo.
Kaxxnas Tabnerka, MOKpbITast INIGHOYHOH 0007109KOH, comepxkut 240 mr Bemypadenuoda.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.
3.  JIEKAPCTBEHHAS ®OPMA

TabyieTKu, MOKPHITHIC INICHOYHOW 000JIOYKOM.
OBasIbHBIE ABOSKOBBITYKIIbIE TAOJIETKH, MOKPHITHIE IIICHOYHOM 000JI0YKOM OT po30BaTO-0€10T0

JI0 OpaH)KeBaTO-0€JI0To 1BETa; Ha OJHOM CTOpPOHE TabyeTKu rpaBupoBka « VEM»y.
4.  K/IMHUYECKHUE JAHHBIE

4.1. Tloxka3aHus1 K NPUMEHEHUIO

[Tpenapart 3enbopad mokazaH K MPUMEHEHHUIO Y B3POCIIBIX MAIIMEHTOB B KAYECTBE TCPATIHH:

e HeonepabenbHOHN WK MeTactatnyeckoil MenanoMbl ¢ BRAF V600 myTarnueii;

e Oone3nu Dpareiima-Yecrepa (bOY) ¢ BRAF V600 myTtamnueii.

4.2. PekuM 103MPOBAHMSA H CIIOCOO MPUMEHEHUS

Jleuenue BemypadeHnOoM cieryeT MpoBOAUTH MO HaOII0I€HUEM OHKOJIOTa.

[Tepen npumeHeHreM BemypadeHnnda J0DKeH ObITh TPOBEAEH BAIMAMPOBAHHBINA TECT Ha
Hanmnuue BRAF V600 mytanuu (cm. pasaenst 4.4 u 5.1).

[Tpu npumeHeHnn BemypadeHnnda B KOMOWHAIMK C IPYTHMH JIEKAPCTBEHHBIMU TIperiapaTaMu
TaKXe CM. HHCTPYKIUH 0 TPUMEHEHHIO JAaHHBIX JIEKAPCTBEHHBIX MPETIapaToB.

PexxuM 103upOBaHus

CmanoapmHuulii pexcum 003Upo8anus

Pexomenayemast no3a npemnapara 3endopad coctasusier 960 mr (4 Tabnetku no 240 mr) 1Ba pasza
B CYTKH (9KBHBAJIEHTHAs CyTOUYHas A03a coctasiseT 1920 mr).

IIpenapam 3enbopagh 6 kombunayuu ¢ npenapamamu Komennux u Teyenmpuk 0ns mepanuu
HeonepabenvHol unu memacmamuyeckou meianomst ¢ BRAF V600 mymayueii

[Tpu npumeHennu npenapata 3endopad B komOuHauuu ¢ npenaparamu Koremnuk u TeneHTpuk
peKoOMeHIyemMasi HadalibHas /103a mpernapata 3endoopad cocrasisier 960 mr (4 Tabmetku mo 240
MT) JIBa pa3a B CyTKH (3KBUBaJEHTHas CyTO4Hast 103a coctaniser 1920 mr) B Teuenue 21 nus.

Hauunas ¢ 22-to AHA IpUeMa U aJIeC pCKOMEHAYCMaAs N03a Iperiapara 36]’[60})3(1) COCTaBJIACT



720 mr (3 Tabnetku o 240 mr) aBa pas3a B CyTKI

1440 wmr).
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IIpooonoicumenvrocms npuema npenapama

Jledyenue npemnaparom 3endopad pekoMeHayeTCs MPOBOAUTH A0 IPOrPECCUPOBAHUS

3a00JIeBaHUs WM JI0 Pa3BUTHUS IPU3HAKOB HETPUEMIIEMOI TOKCUYHOCTH (CM. Tabuuubl 1 u 2).

3aodepoicka npuema unu nponyck 003vl

Ecimu npuem O‘-IQpGI[HOﬁ AO03bI NPONYUICH, €€ MOYKHO IMPUHATD MMO3JHCEC I IMMOAACPIKAHUS

peXUMa ImpreMa JiBa pas3a B CyTKU, OJJHAKO HHTEPBAJI MEX1y IPUEMOM MPOMYIIEHHON A03bI U

MIPUEMOM CIICTYIOIIEH 03Bl JOJDKEH COCTABIISITH HE MeHee 4 yacoB. [IpuHMMaTE 00€ 03B

npemnapara OJHOBPEMCHHO HC CJICAYCT.

Peoma

B CJIydac BOBHHUKHOBCHUS PBOTHI IIOCJIC IIpUEMa BeMypa(beHI/I6a HE CJICAYCT IIPUHHUMATDH

JOIMOJIHUTCIIBHYIO 103y, a JaJIeC IPOAOJIKUTD JICUCHHUEC, KAK OOBIYHO.

Koppexyus 0ozvi

[Tpu nosiBIEHUM HEXeENaTeNbHbIX peaKuil WK Ipu yaauHeHuu uarepsaina QT,

KOPPUTHPOBAHHOTO B COOTBETCTBUU C YACTOTOM cepaeuHbIx cokparienuii (QTC), moxer

HOTpe6OBaTBC$I YMCHBIICHUC 103bl, BDEMCHHOC IMPEPhIBAHUC UJIU MTPCKPALICHUC [TpUEMa

Bemypadennba (cm. Tabmusl 1 u 2).

He cnenyer ymenbimath 103y npemnapata Hibke 480 Mr 1Ba pas3a B CyTKH.

HpI/I pa3BUTHHU IUIOCKOKJIETOYHOM KapOUHOMBI KOXXHU PEKOMCHAYCTCA IIPOJOJIZKUTD JICHCHUC 0e3

KOPPEKIUH 70361 (CM. pa3zensl 4.4 u 4.8).

Tabmuia 1. U3MeHeHne 10361 B 3aBUCUMOCTH OT CTEIIEHU TSKECTH HEKEIATEIILHBIX SIBJIICHUN

CreneHb THAXKECTH
HEeXKeJIATeJIbLHBIX
ABJCHUH*

PexomeHnayemasi TAKTHKA B
OTHOLICHHUH J03bI
Bemypadenuda B xoae
TeKylIero nepuoaa Je4eHus

Pexomenayemasi TAKTHKA B
OTHOIIEHHUH 035l
Bemypadennda npu
BO300HOBJICHHH JICUEHMSI

Crenens 1 wim crenedp 2
(mepenocumast)

[Ipuem Ge3 n3MeHeHu.

He nmpumennmo.

Crenenn 2
(HemepeHoCHMMast) WIH
creneHn 3

[TepBoe HpOHBHCHHCA
JIIOOBIX HEXKENaTEIbHBIX
SIBJICHWH 2 Uian 3 cTENeHn
TSOKECTH

[IpepBaThs npuem npenapara
JI0 YMEHBIIICHUS CTETIEHH
TSHKECTH HEXKeIaTeIbHbIX
sBieHnii 1o 0-1.

Cuausuth 103y Ha 240 Mr aBa
pasa B CyTKH.

N
Bropoe nposiBnenne
JOOBIX HEKeIaTeIbHbIX

[IpepBaTe npuem npenapara
A0 YMCHBIICHUSA CTCIICHA

CHusuth 103y Ha 240 Mr aBa
pasa B CyTKH.
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SIBJICHUN 2 WU 3 CTEIIEHH TSKECTU HemenaTeanL&“""" IEQUBATENBAUL To UUSE)
TSDKECTHU WIH UX siBiaeHui 1o cremnenu 0-1.
COXpaHEHHue Moclie
MIPUOCTAHOBJICHUS TePAITUU
TpeTbe nposBICHAE [IpexpaTuth npuem He npumenumo.

JIFOOBIX HEXKeNaTeIbHBIX npenapara.
SIBJICHHH 2 WM 3 CTEIICHU
TSOKECTH WJIN UX
COXpaHEeHHue mociie 2-ro

YMCHBIICHUS 103bI

Crenenn 4

Iepsoe nposiBieHne” IIpeKkpaTuTh Ip
JIFOOBIX HEXeNaTeIbHBIX
SIBJICHUH 4 CTEIICHHU
TSKECTH

crenenu 0-1.

WK IPEPBATh 10 YMCHBIICHU A
CTCIICHHU TSXKCCTU
HeKellaTeJIbHBIX SIBJICHUH a0

ueM npenapara | CHU3UTH 103y 10 480 Mr 1Ba

pasa B CyTKH.

Bropoe nposBienue” [Ipexparuts mp

JOOBIX HEKEIaTeIbHbIX npenapara.
SIBJICHUH 4 CTEleHU

TAHKECTH T10ciie 1-ro

YMCHBIICHUSA NO3bI

ueM He npumennmo.

* CTeneHb TSKECTH HEXKEIATEIbHBIX SIBJICHUH B COOTBETCTBHH C O6HII/IMI/I KPUTCPUAMU TOKCUIHOCTHU

He)enareNnbHbIX siBieHnid HanuonansHoro nnctutyTa paka CIIIA, Bepeus 4.0.

A
JIro0oe HexxenaTepHOE SABJICHUC, IPHU KOTOPOM YMCHBIIL
IIOKa3aHUWAM.

aJIaChb 1034 UK JICUCHHUC MTPEPHIBAJIOCH IO MCAUIITNMHCKHUM

B otkpriTom nccnenoBanuu ¢assl |l 6€3 KOHTPOIBHON IPyNIBl y MAIIMEHTOB C METACTAaTHUECKOMN

MeHaHOMOﬁ, paHee MOJTydYaBIIUX JICYCHUC, ITIPU IPUMCHCHU U BeMypa(beHI/I6a Ha6J'IIOI[aJ'IOCB

yanuHenue narepsaia QT, nponopuuoHanbHOE

’KCo3uLuK BeMypadenuoda. [lpu ymmnennn

QTc MoxkeT noTpeboBaThCs MPOBEICHHEe MOHUTOPHHTA (CM. pa3zzen 4.4).

Tabnuua 2. Koppekuus 1036l IPH yATUHEHUHN U

HTepBasia QT

3navenne QTC

PexoMenayemasi TAKTMKA B OTHOLICHU U
10361 BeMypagdennda

QTc>500 Mc 10 HavaIa Tepanuu

[Tpuem npenapaTta He PpEKOMEHIYETCS.

QTc>500 Mc u oTIMYaeTcs OT UCXOTHOTO
3HAYEHMSI, 3aPETUCTPUPOBAHHOTO TIEPE]T
HavaloM Mpuema npenapara, 6oyiee 4em Ha
60 mc

[Tpuem npenapata HEOOXOAUMO IPEKPATUTD.
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IlepBoe BrisiBIeHne QTC>500 Mc Bo Bpems
neuenus, oranuue QTC OT HCXOHOTO
3HAYEHMs], 3aPETUCTPHPOBAHHOTO NIEPE
HayvajoM Ipuema npemnapara, Ha 60 mMc u
MeHee

DeMeHHdlﬁb'eﬂ)EaJr'B' Tipuem %IHEIYD 13 7ii‘6:'4 i

camkenust QTcC Hmke 500 mc.
MounwurtopupoBanue (cM. pazuen 4.4).
CHusutb 103y Ha 240 Mr /1Ba pa3a B CyTKH.

Bropoe BrisiBierne QTc>500 mc Bo Bpems
nedeHus, orianaue QTC oT ucxoaHOTO
3HAYCHUs, 3aPETHCTPUPOBAHHOTO TIepe/T
HaYaJioM Mpuema npenapara, Ha 60 Mc u
MeHee

BpemenHo mpepBath nmpueM mpemnapara 10
camkenus QTc¢ ke 500 Mc.
MomnuTopupoBanue (cM. pasaen 4.4).
CHusutb 103y Ha 240 Mr /1Ba pa3a B CyTKH.

Tpetse BoisiBeHe QTC>500 Mc BO BpeMs
nedenus, ornuane QTC oT ucXoaHOTO
3HAYCHUs, 3aPETHCTPUPOBAHHOTO TIEpe/T
HayvajoM rpuema npemnapara, Ha 60 Mc u
MeHee

IIpexpaTuts mpuem npenapara.

Oco0Bble IPVIIILI TAIUEHTOB

HauueHmbl NnOJ2HCUI020 803pacma

Koppekuuu 10361 y aiueHToB B Bo3pacTe >65 neT He TpedyeTcs.

HGI/!MEHmbl C HapyuieHuem qbyHKl/;l/ll/l nodiexk

,Z[aHHBIe Yy NalUCHTOB C IMOYCIHOM HCAOCTATOYHOCTBIO OT'PpaHUYCHBI. Puck noBeImeHus

9KCIIO3UMIIMH Yy MAINCHTOB C IMOYCIHOM HEAOCTATOYHOCTBIO TSKEIION CTCIICHU TSKECTH HE MOXKET

OBITh UCKITIOUCH. HeO6XO,[[I/IMO TIDATCIBHOC HaGJIIO,HCHI/Ie 3a HalMEeHTaMH ¢ MOYEYHOMI

HEJOCTATOYHOCTBIO TSIKENIOHN CTeNeHu TshkecTu (cM. pasaensl 4.4 u 5.2).

layuenmul ¢ napywenuem ynkyuu nevenu

JlaHHBIE y TALIMEHTOB C MEYEHOYHON HEJIOCTATOYHOCTHIO OrpaHryYeHbl. [ToCcKoNbKY

BeMypa(l)eHI/I6 BBIBOJAUTCA MOCPECACTBOM IICUYCHH, Y ITAUCHTOB C MIEYCHOYHOM

HEOAOCTATOYHOCTBIO CpCI[HCI\/'I WM TSHKEIION CTEIEeHH TSXKECTH MOYKET IOBBIIIATHCS DKCIIO3UIIHA.

3a TaKMMU MAlMEHTaMH HEOOXO0IMMO TIATENbHO Ha0M0AaTh (cM. pa3aensl 4.4 u 5.2).

llayuenmul, He npunaonexcawjue K e6poneoudHol pace

bezonacHocth u 3¢ pekTnBHOCTE BeMypadeHnda y naueHToB, He MpUHaUIekKaluX K

CBpOHeOHHHOﬁ pace, HC YCTAHOBJICHEI. I[aHHBIe HCIOOCTYIIHBI.

€T

be3zonacHocTh 1 3¢ (eKTUBHOCTH Tepanuu BeMmypadeHuOoM y neTei B Bo3pacTe 10 18 neT Ha

JaHHBLIA MOMEHT HE YCTaHOBJICHBI.

Nmeromuecs Ha CErOAHSAIIHUN IeHb JaHHbIE TPUBEIEHBI B pazaenax 4.8, 5.1, 5.2, ogHako

HEBO3MOXXHO AaTb pCKOMCHAAIUU 110 PEKUMY JO3UPOBAHUA.

Crrocob nmpruMeHeHu s
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[Ipenapar 3enbopad npeaHazHayeH s IPUEMd BHYTPb.

Tabnerky ciemyer IporjJoTUTh LEIUKOM, 3aMKBasi BOJOW. Pa3zKeBbIBaTh WM N3MENTbYATh
Ta0JIETKY HEJb3sl.

[lepBslit mpuem mpemnapaTa clieyeT MPOBOIUTH B YTPEHHEE BpeMsl, BTOPOH — B BEUEPHHUE YacCHl,
MHTEPBAJI MEXKAY TPHEMaMU JI0JDKEH cocTaBIsATh ~12 gacos. [Ipenapar 3enbopad moxHO
NPUHUMATDH KaK BO BpeMs €/Ibl, TaK U OTJEJIFHO OT IIpHUeMa MUIIH, OJJHAKO CIIeAyeT n3berath
IPOIOJDKUTEIBHOTO MpHeMa 00eHX /103 HaTOmaK (cM. paszaen 5.2).

4.3. TIporuBomoka3zaHus

['mnep4yBCTBUTEIBHOCTH K BeMypadeHuOy i K JII000My M3 BCIIOMOTAaTEIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

4.4. Ocodble yka3aHUsl U MepPbl NPEI0CTOPOKHOCTH NPH MPUMEHEHU U

[lepen npumeHeHneM BemypadeHnOa narreHTs! JOKHBI IIPOUTH BATMANPOBAHHBIN TECT Ha
namnuue BRAF V600 myTtanuu.

D¢ dexTuBHOCTH U Oe30macHOCTs BeMypadeHnda y MarueHToB, OIyX0JId KOTOPhIX HECYT PEelIKHe
BRAF V600 myranuu, otmnunsie or V600E u V600K, He Opitr yOeauTeIbHO YCTAaHOBICHBI
(cm. paznen 5.1). Bemypadenu6 He crenyer NpuMEHsTh Y TalMEHTOB CO 3JI0KaueCTBEHHOM
MeJaHOMOM, sKcrpeccupyomeid BRAF aukoro tuma.

PeaKHI/II/I TUINICPUYYBCTBUTCIIbHOCTH

[Tpu npumenennu BemypadeHnda cooOIIaioch 0 CIydasiX Cephe3HBIX PeaKIui
TUIIEPUyBCTBUTEIBHOCTH, B TOM 4yHciie 00 aHaduiakcuu (cM. pasaens! 4.3 u 4.8).

TspKernple peakuy THIIEPYyBCTBUTEIBHOCTH MOTYT BKJIKO4YaTh cHHApoM CtuBeHca-/[oHCOoHa,
TE€HEPAIN30BAHHYIO ChIllb, JPUTEMY WIHA aPTEPUAIBHYIO TUITOTEH3HUIO.

[Tpu pa3BUTHH TSKENBIX peaKIMi MIEpYyBCTBUTEILHOCTH AaIbHEHIINN TpUeM BeMypadeHnoda
CIeNyeT IIPEKPATUTD.

JlepMaToI0rMYeCK1E peaKIuy

[Tpu npumenenun BemypadeHnnda cooOIaiochk 0 TSHKEIbIX JePMATOIOTUUECKUX PEaKIIHsIX,
BKJIIOUasi pekue ciydan cuaapoma CtuBeHca-/[KOHCOHA U TOKCHYECKOTO AIUAEPMaIbHOTO
HEKpOJIN3a B ONIOPHOM KJIMHHUYECKOM HCCIEA0BAHUN. 3apEerUCTPUPOBAHBbI CIy4yau MOsSBICHUS
JICKApCTBEHHOM ChIMHU ¢ 303uHOGMIMEH 1 cucTeMHoi cumnromarukoii (DRESS cunapoma) Ha
¢done npumMeHeHus BeMypadennda mpu MoCTPErucTpallMOHHOM IpUMEeHeHnH (cM. pazzen 4.8).
[Tpu pa3BUTHH TSKENBIX A€PMATOJIOTHUYECKUX pPeakIuil nanbHelnuil npuemM Bemypadennda
CJIEIyeT IPEKPATUTD.

Ycuiaenue neficTBUA JYYEBOU TEPAIUN
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V NalueHToB, HOMYYaloIHX JIY4eBYIO TEPANHIO|I0, BO sl A HOC e iR U 4]

MY OTYETY

BeMypadeHnda, oTMeyaIch CIydan aHaMHECTUYECKOTO PaJnalioOHHOTo ()eHOMEHA U
MOBBIIICHUA YyBCTBUTCIIBHOCTHU K queBoﬁ TCpaIiuu.

BoJBIIMHCTBO TTOO0HBIX CITy4YaeB NMPEACTABISUIN COO0M HAPYIICHUS CO CTOPOHBI KOKH, HO
HEKOTOPBIE CIIy4Yau MOPaKCHHUsI BUCLICPATIbHBIX OPraHOB 3aKaHYHBAIUCH JIETAJIBHBIM HCXOJIOM
(cM. pazgens 4.5 u 4.8). Heo6xoa1umo co0Ito1aTh OCTOPOKHOCTD IPU IPUMEHEHU U
BeMypadeHnOa 0JTHOBPEMEHHO I IOCIEIOBATENBHO C JIy4eBOW Tepamueil.

Y umngenne narepsaia QT

B otkpsiToM HccienoBanuu ¢asbl |1 63 KOHTPOIBHON IPYNIbl y MAUEHTOB C METACTaTUYECKOM
MEJIAaHOMOM, paHee MOJTyYaBIINX JeUeHUE, PU IPUMEHEHUU BeMypadeHnda HaOIraanoch
yanuHeHne uarepBaia QT, mpomopiuoHanbHOE 3KCo3uuK BeMmypadennda (cMm. pazaen 4.8).
VY nunenue unrepBaia QT MoxkeT ciocoOCTBOBATH MOBBIMICHUIO PUCKA BOSHUKHOBEHHUS
HKEITYAOYKOBBIX apUTMUH, BKIIIOYAsl KEITYJOUYKOBYIO TaXUKAPIUIO THIIA «ITUPYITY.

He pexomennyercs npuMeHneHne BeMypadeHnda y TanueHTOB ¢ He MOIA0NIMMHCS KOPPEKIINU
HapyIIEHUSIMHA BOJIHO-3JIEKTPOIIMTHOTO Oanlanca (B TOM 4Hciie OanaHca Maraus), CHHAPOMOM
yanuHeHHoro nnaTepsana QT, a Takke y mMalMeHTOB, MOTYYarOIIUX JIEKAPCTBEHHBIE MTPenapaThl,
crocobcTBytolue yuinHeHuto natepsana QT.

Onexrpokapauorpaduro (IKI') u uccaemoBanmne BOIHO-3JIEKTPOIUTHOTO OaaHca (B TOM YHCIIC
OaslaHca MarHus) HE0OXOAMMO BBIMOJIHUTH MIEpel HauajJoM MpremMa rpenapara, uepe3 1 mMecsi
1ocjie Hayvasa JeYeHHs U TociIe U3MEHEeHUs J103bl BeMypadeHHnoa.

B nanpHeiimem peructpanuio OKI' 1 onpeneneHne coaep kxanus JIEKTPOJUTOB PEKOMEHTYeTCs
IIPOBOUTH (B OCOOCHHOCTH y MAIMEHTOB C HapyIIeHHeM (YHKIIUU TICYSHH CPEIHEN WIIN
TSDKEIION CTETIEHU TSHKECTH) €KEMECSYHO B TEUCHHE TIEPBBIX 3 MecsIIeB IpUeMa Iperapara, a
3areM | pa3 B 3 Mecslia WM yalie Py HaTU4YUy KITMHUYeCKUX CUMOTOMOB. Eciy nHTepBan
QTc>500 mc, HaunHaTh IpUeM BeMypadeHnda He pekoMeHayetcs. Eciau Bo BpeMs JieueHus
untepBai QTc cocraBur 6osnee S00 Mc, HEOOXOAMMO BPEMEHHO MIPEPBATh IPUEM
BeMypadeHn6a, yCTpaHUTh HapyIIEHHs BOAHO-3JIEKTPOJIUTHOrO OanaHca (B TOM uucie OanaHca
MarHusi) ¥ KOHTPOJIUPOBaTh (HakTOpHI pucka yanuHeHus: nHTepBaia QT (Hampumep, 3acToitHON
cepAeyHON HeI0CTaTOYHOCTH, Opanuaputmun). [locie ymensinenus narepsaina QTc no
3HaYeHUsI, cocTaistomero meaee S00 Mc, ciaexyeT BO30OHOBUTH MTPUEM TIpenapara B 0oJiee
HU3KOM J103€, Kak onucaHo B Tabnuie 2. Ecnu 3Hauenne natepsana QTc cocrasmser >500 mc u
OTJIMYAETCS OT UCXOJIHOTO 3HAUEHUS, 3apErUCTPUPOBAHHOTO TIepel HaualoM IpHeMa Ipenapara,
6osee ueM Ha 60 mMc, mpueM BeMypadeHn6a HeoOX0AUMO MPEKPATHUTb.

OdTaIbEMOIIOTHYECKUE PEAKITUH
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peaxkiuy, BKJIOYABIINE YBEUT, UPUT U OKKJIFO3UIO BEH ceT4aTKU. Bpauy pexomeHyercs
peryJsipHO HaOJI0JaTh 32 MAMEHTOM Ha MPEIMET Pa3BUTHSA OPTATbMOIOTUIECKUX PEaKIHii.

IInockokneToYHas KapIIMHOMAa KOXH

VY nanueHTroB, Moiay4yaBIIuX BemypadeHuo, OTMeUanich cayyau MIOCKOKIETOYHON KapIIMHOMBI
KO (BKJIFOUas KIIACCHPUITUPYEMbIE KaK KepaToOaKaHTOMA WJIM CMEIIaHHAs KePATOAKAHTOMA)
(cm. paznen 4.8).

BceMm nanmenTam pekomMeHayeTcs MpoTu o0ciae1oBaHue y AepMaTosiora nepe/] HauaioM
npueMa ImperapaTa 1 peryJsipHo HaOI0AaThes B Xo/e Tepanuu. [Ipu BOSHUKHOBEHUH JTFOOBIX
MOJIO3PUTENBHBIX TOPAKEHUN KOXKH UX HEOOXOIUMO MCCEUYb, HAPABUThH HA
JIEpMaTOIaTOJIOTUYECKOE UCCIICIOBAHUE U MPOBECTH TEPAIHUIO B COOTBETCTBUU C MECTHBIMU
CTaHJapTaMH OKa3aHHsI MEIUIIMTHCKOM MOMOIITH.

Bpau nomxen npoBoguTh 00CIe0OBaHNE MAIIUEHTA €KEMECSIUHO BO BPEMS TEpalluu U B TEUCHHE
6 MecsIIIeB TIOCIIE JICYCHHS 110 MOBOY ITOCKOKIIETOUHON KaplMHOMBI KOXKH. [Ipu pa3BuTuu y
MalMEHTA TJIOCKOKIETOUYHON KapIIMHOMBI KOKUA PEKOMEHYETCs POJAOIIKUTE JICUCHHE
BeMypadeHnbom 6e3 Koppekuuu 103bl. Bpau gomkeH mpoBoAUTh 00ce10BaHUE MAllMeHTa
€KeMeCSIYHO BO BpeMsl Tepaliu U B TE€UCHHE 6 MECAIIEB MOCIIe JICUSHUS MpernapaToM Wid 10
HayaJyia Ipyrou mpoTUBOOMYX0JIEBOM Tepanuu. [1armenTsl 10KHBI OBITh TPOUHCTPYKTUPOBAHBI
0 HEOOXOIMMOCTH TTPOUH(POPMHUPOBATH Bpaya O MOSIBJICHUH JIFOOBIX M3MEHEHHI Ha KOXKE.

I1nockokneTOYHAs KapLIMHOMA APYroi (HeKO)KHOﬁ) JOKaJIn3alnun

VY nanueHToB, Noay4yaBInxX BeMypadeHuO B KIMHHUECKUX HUCCIEI0BaHUAX, 3aPETUCTPUPOBAHBI
CJyda pa3BUTHS TUIOCKOKJIETOYHOW KaPIIMHOMBI IPYTOH JIOKAITN3AIUH.

[lepen Hauanom nmpuema mnpernapaTa He0OX0IUMO MTPOBECTH 0OCIIET0BaHIE 00JACTH TOJIOBBI U
1IeH, BKJIIOYaroliee B ce0s1, Kak MUHUMYM, BU3yaJIbHBII OCMOTp CIM3HCTOM 000JI0UKH MOJIOCTH
pTa U nanbHanuio TuMGaTHIecKuX y3J10B, TOBTOPATH OOCIIEIOBAHHUE CIEAYET Yepe3 Kaxble

3 Mecsiiia BO BpeMsl IpreMa mpernapara.

Kpome Toro, nepes HagamoM nprema rnpermnapara HeoOX0IUMO BBIITOIHUTh KOMIIBIOTEPHYIO
TOMOTpa(HIo OPraHoOB TPYJHOMN KIETKH, M MOBTOPATH 3TO 00CIIEI0BaHUE KX Ible 6 MECSIIEB BO
BpeMs pueMa mpemnapara

[lepen HavaoM mpueMa mpernapara ¥ 1Mo 3aBepIIeHUH TePATUU WU ITPH HATHYHH KITMHHYECKIX
CHUMIITOMOB PEKOMEHIyeTCs IIPOBOAMTH MCCIIEIOBAHUS OPTaHOB MaJIoro Ta3a (y )KeHIINH) ’
IIPSIMOM KUIIKH.

[Tocne nmpekparnienus npuema semypadeHnda o0cae10BaHus C MeNbI0 BBISBICHUS

IUIOCKOKJICTOYHOM KapuorHOMBI )Ipy1"0171 JJOKaJIM3allun H€O6XOJII/IMO mpoaoIKaTb B TCUCHHUE
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HN3MCHCHUA CIICAYCT BCCTH B COOTBCTCTBHU C KJIMHUYECKOM HpaKTHKOﬁ.

HoBBblil oyar nepBUYHON MEIAHOMBI

[Tpu npumeHennn Bemypadennda B KIMHUUYECKUX HUCCIEA0BAHUAX ObUIM 3aperuCTPUPOBAHBI
CJly4ad BOSHHMKHOBEHHMSI HOBBIX OYaroB NEpBUYHON MenaHOMbI. Bo Becex ciyuasx jiedeHue Obiio
XUPYPIUYECKUM, U MAIUEHTHI MTPOAOJDKIIIN JIedeHne 0e3 KoppeKiuu 10361 O0cnenoBanue Ha
IpeIMET MOPaKEHUN KOXKH CIENYET IPOBOJUTH B COOTBETCTBUU C PEKOMEHIALUSAMU,
MPUBEICHHBIMH BBIIIE [Tl INTIOCKOKJIETOYHOM KapLIMHOMBI KOXKH.

Jpyrue 310KauyeCcTBEHHBIC HOBOO6DaSOBaHI/IH

Hcxons n3 MmexaHu3ma JeicTBus, BeMmypadeHHO MOKET BBI3bIBATH IPOTPECCUPOBAHHE
3JI0KaueCTBEHHBIX HOBOOOPA30BaHMM, aCCOLMMPOBAHHBIX ¢ MyTanusaMu B reHe RAS (cm. pa3nen
4.8). Tpebyercst TIIATEILHO PACCMOTPETh BOIIPOC 00 OTHOIICHUU 0KUIAEMOM MOJIb3bI K
BO3MO>KHOMY PUCKY IPUMEHEHMSI IIpenapara y NalueHTOB ¢ PaHEe IEPEHECEHHBIMU WIIH

COMYTCTBYIOIIMMH 3JI0KaY€CTBEHHBIMH HOBOOOPA30BaHUSMHU, ACCOITMUPOBAHHBIMUA C MyTaIlUSIMU
B reue RAS.

[Tankpeatut

[Tpu npumeHennn Bemypadennda ObUTH 3aperuCTPUPOBAHBI CIy4YaH MaHKpeaTUTa.
HeoObsicauMble mpucTyIibl 00 B )KHBOTE JIOJDKHBI SIBIISITHCS MOBOJIOM JIJIsI HE3aMEJIUTEITLHOTO
o0creroBaHus MalUeHTa (BKIIFOYAsi K3MEPEHUsT aKTUBHOCTH aMUJIa3bl U JIUTIA3bl B CBIBOPOTKE
KpoBH). [TariueHTs! JOKHBI TIIATENEHO HAOMIOAAThCS TPH BO30OHOBIEHUH Tepanuu
BeMypadeHnOoM Moclie ciydas MaHKpeaTUuTa.

[HopaxeHue nneueHu

[Tpu npumeHeHnn BemypadeHnOda 3aperucTpupoBaHbl CIIydau MOPaKEHUs MEUEHH, BKII0Yast
Tsokenble (cM. paszen 4.8). [lepen Hauaom mpueMa npenapaTa He0OX0AUMO OLIEHUTh
AKTUBHOCTB «IIEYEHOYHBIX» (hepMeHTOB (Tpancamunas u LD (wenounoit pocdarassr)), a Takxke
KOHIEeHTpaluio ominpyouHa. Bo Bpems npuema npenapara ciiefyeT KOHTPOJIMPOBaTh 3TU
napaMeTpsbl ©XKEMECSIYHO UIIU Yallle, B CIy4Yae BOSHUKHOBEHUS KIIMHUYECKUX CUMIITOMOB. [Tpu
BBISIBIICHUH MATOJIOIMYECKUX U3MEHEHUH Ta00paTOPHBIX MTApaMETPOB CIEYET YMEHBIINUTH 103y,
npepBaTh WIK MPEKPATHTH MPHEM Tpenapata (cM. paszaenst 4.2 u 4.8).

IToyeyHas TOKCUYHOCTh

Paznuynble cTeneny nouye4HoN TOKCUYHOCTH, TPOSBIISIOLINECS TAKUMHU SIBICHUSIMHU KaK
MOBBIIIIEHNE KOHIICHTPALUU KPeaTHHUHA B CBIBOPOTKE KPOBH, OCTPbII HHTEPCTUIIMATBHBIN
HEPPUT U OCTPHIN TyOYJISIpHBII HEKPO3 3apEruCTPUPOBAHBI IPU IPUMEHEHUH BeMypadeHnoa.

[lepen HauaaoM Tepanuu HEOOXOIUMO ONPEACIIUTh KOHIICHTPAIIUIO KPEaTHHUHA B CHIBOPOTKE
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KJIIMHUYECKUX CUMIITOMOB (CM. pazzensl 4.2 u 4.8).

IIeueHouHas HEAOCTATOYHOCTD

JI1s1 marmeHToB ¢ IEYEHOYHOM HEIOCTAaTOYHOCTHI0 KOPPEKIIHMS Ha4aabHOM 1036l HE TpeOyeTCsl.
ITarreHThl ¢ JErKOM CTENEHBIO MEYEHOYHOM HEJOCTATOYHOCTH BCASACTBIE HATUYNS
METACTaTUYECKUX 0YaroB B MeUeHU 0e3 runepOnnpyOnHeMHUN MOTYT HaXOJUTHCS O]
HAOJIO/ICHUEM B COOTBETCTBHH C OOIIMMH PEKOMEH/IAIIASIMHU.

HNMeroTcst orpaHUYEHHBIC JAaHHBIE O TTAIIMEHTaX C IEYCHOYHON HEJO0CTATOYHOCTBIO CPETHEH MU
TSOKEJION CTENEHH TSKECTH.

VY manueHToB ¢ NeYeHOYHOW HEJOCTATOUYHOCTBIO CPEAHEN UITH TSXKEJIOW CTENEHU TAKECTH
MOYKET HaOIIOAAThCS TIOBBIMIEHHE YKCIIO3UINH (CM. pa3zaen 5.2). Heo6xoanMo npoBoauTh
THIATENBHBIA KOHTPOJIb, OCOOCHHO IO MPOIIECTBUHU NEPBHIX HECKOJIbKUX HEENb JICUCHUS, TaK
KaK HaKOIJICHUE IIpernapara MOKET IMPOUCXOIUTh B TEUCHUE JNTUTEIBLHOTO IIEPHOJIa BpEMEHHU
(HECKOIBKO Henenb). KpoMe Toro, pekoOMEeHIyeTcs ©KEMECIIHO TPoBOAUTh, MoHUTOpHHT DKI™ B
TEYCHHE TIEPBBIX TPEX MECSAIIEB TEPAITUH.

IloueuyHas HETOCTATOYHOCTh

Koppekunu HauanbHOU 10361 Y MALIUEHTOB € JIETKOW WJIM CPEHEN CTENEHbIO TOYEUHON
HEJI0OCTATOYHOCTH HE TpedyeTcs. IMEIoTCsl TOJIbKO OrpaHUYE€HHbBIC JaHHBIC Y TTAIUEHTOB C
TSDKETION CTETIeHBIO MMOYEUHON HEA0CTaTOYHOCTH (cM. pazzen 5.2). Heobxoaumo cobmoaaTh
OCTOPOXHOCTB IIPU MIPUMEHEHUHU BeMypadeHnda y marueHToB ¢ TSHKENOM CTENeHbI0 TOYEUHOM
HefocTaToYHOCTH. TpedyeTcs TIaTebHbIII MOHUTOPUHT COCTOSIHUS MAI[UEHTA.

dorocencnOunmianus

VY nanueHTosB, Noiay4yaBIINX BeMypadeHnO B KITMHUYECKUX HCCIIEI0BaHUsAX, ObLIN
3aperucTpUpPOBaHbI peakui (POTOCCHCUOMIN3AIUY OT JIETKOM 10 TSKEION CTENEHH TSKECTH
(cM. pazznen 4.8). Bcem nanuenTam Bo BpeMs mpuemMa BeMypadeHnOa ciieyeT peKOMeH/10BaTh
n30erarpb npeObIBaHUS Ha coyHLe. [lanrenTaM, NpUHUMAIOIUM Mpenapar, BO BpeMs
npeObIBaHMs Ha OTKPBITOM BO3JIyX€ CJIEyEeT PEKOMEHI0BaTh HOCUTh OJIEXKTY, 3aIllUIIAIOIIYI0 OT
COJIHIIA, M HCIIOJIb30BATh COJHIIE3AUIUTHBIE cpeacTBa ¢ YDA (ynbTpaduoaeToBOE U3TyUeHHE
nuanazoHa A) u YOB (yneTpaduoneToBoe nznydenue auana3zona B) -punsrpamu u 6ans3am
JUTs TYO (COMHIE3aUTHBIN (hakTop >30) I 3aIUTH OT COTHEYHBIX 0XKOTOB.

[Tpu peakuusx goroceHCUOMIHU3AIMH 2 CTENEHN (HEMEPEHOCUMOCTb) U BbIIIE PEKOMEHY€eTCs
W3MEHUTH 7103y Ipenapara (cM. pasnen 4.2).

JlamonHsli dhacuuanpHb GuOpoMaTo3 U KOHTpakTypa JIIOIMIoNTpEeHa

Ha ¢done neuenust BemypadeHnd6om coolmianoch o Cirydasx JaJoHHOTO (GaciiuaibHOTO

¢bubpomarosa u KOHTpaKTypsI JromontpeHa. boabmMHCTBO ciyyaeB ObUIO JIETKOW U CpeaHei
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Hromtoutpena (cMm. pazaen 4.8).
JIyist KyniipoBaHUS CUMIITOMOB CJIETyeT CHU3HTH JI03Y MperapaTa, MpepBaTh TEPAUIO UITH
MOJHOCTBIO MPEKPATUTH JeucHue (cM. pasaen 4.2).

Bansane BeMVDa(beHI/I6a Ha JPpYIruc JICKAapCTBCHHBIC ITPCIIaPaThl

Bemypadenn0 MoxeT NOBBIIATh SKCIIO3UIHIO JICKAPCTBEHHBIX MPENapaToB, KOTOPbIE
IPEeUMYIIECTBEHHO MeTa0oIN3upytoTcs rnpu yuactuu nzodpepmenta CYPLA2, u ymeHbIIaTh
9KCIIO3ULHUIO MTPENapaToB, KOTOPBIE MPEUMYIIIECTBEHHO META0O0IN3UPYIOTCS PU YYACTHH
nzodepmenta CYP3 A4, B utazme kpoBu. He pekomeHayeTcss OqHOBPEMEHHOE PUMEHEHHE
BeMypadeHnba ¢ mpenapaTamu, KOTOpble METa0OTU3UPYIOTCS MPH YIACTHH U30(EPMEHTOB
CYP1A2 u CYP3A4 u 06na1atoT y3KMM TEpareBTHUECKUM Tuamna3oHoM. HeooxomumocTh
KOPPEKILHHU J03bI IPENapaToB, META00IU3UPYIOIIUXCS TPEUMYIIECTBEHHO MPU YYaCTHH
uzopepmentoB CYPLA2 unu CYP3A4, cienyer olleHUTh O Havalla Tepanuu BemypadeHnoomM
B 3aBUCHUMOCTH OT UX TEPAleBTHUECKOTO Jurarna3oHa (cM. paszaeisl 4.5 u 4.6).

Crnenyer co0ito1aTh OCTOPOKHOCTh IPY OJJHOBPEMEHHOM IPUMEHEHNHU BeMypadennda u
BapdapuHa U IpeayCMOTPETh AOMOIHUTENbHBIN MOHUTOpUHT MHO (MexayHapoaHoro
HOPMAJIM30BAaHHOT'O OTHOIIICHUS).

Bemypadenn0 MoxeT moBBIIIATh KCIIO3UIHIO JIEKAPCTBEHHBIX MPENAPATOB, SBISIOIINXCS
cybctpatamu P-rimukonporenna (P-rm) B mmasme kpoBu. Cieayer cobito1aTh OCTOPOKHOCTD
pY IpUMEHEeHNnHU BeMypadeHnda oTHOBpEMEHHO ¢ cyOcTpataMu P-ri v paccMoTpeTh Bonpoc 00
YMEHBUICHNUH 1035l W/UIIN JONOIHUTEIbHOM MOHUTOPUHIE YPOBHS JIEKAPCTBEHHOIO IIpernapara,
KOTOpBIN sABIIsieTCS cyOcTpaToM P-ri v nMeeT y3Kkuil TepaneBTUYECKUil HHIEKC (Hampumep,
JUTOKCHH, JJa0UraTpaHa STeKCHIIAT, ATUCKUPEH) TIPU OAHOBPEMEHHOM IPUMEHEHHUH C
BeMypadeHnoom (cM. pazaen 4.5).

BausiHMe Ipyrux J€KapCTBEHHBIX IIpenapaToB Ha BeMVDad)eHI/I6

Crnenyer, Mo BO3MOXHOCTH, H30€raTh OJTHOBPEMEHHOTO TPUMEHEHHSI MOIIIHBIX HHYKTOPOB
uzodpepmenra CYP3A4, cyOctpaToB P-T11 1 rimfokypoHupoBaHus (Harpumep, prudaMIuimHa,
pudalyTuHa, kapbamazenuHa, GEHUTOMHA WM MPEenapaToB 3BepoO0s [TUMEPHUIIMH]), KOTOpOe
MOXET MPUBECTH K YMEHBILICHUIO IKCIIO3UINHU Bemypadenuba (cm. pazaen 4.5).

s coxpanenust appexTuBHOCTH BeMypadeHnda cieyer pacCMOTpPETh allbTepHATUBHbBIE
npernapaThl ¢ MEHBIIMM UHIYIHPYIOIIMM MOTeHIaIoM. Heo0xoammo cobimoaaTh
OCTOPOKHOCTh MPH OJHOBPEMEHHOM NPUMEHEHUH BeMypadeHn0a ¢ MOITHBIMU HHTHOUTOpaMH
n3odepmenra CYP3A4/P-rn. YV maimeHToB cieayeT TIaTeIbHO KOHTPOIUPOBATH TPO(PHIIH
0€30IaCHOCTH 1 U3MEHSTH 103y B CIy4ae KIMHUYECKOH He0OX0aquMOocCTH (cM. pasaen 4.2,

tabsura 1).
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CoBMeECTHOE IPUMEHECHHUE C I/IHI/IJ'II/IMVMa6OM

[Tpu coBMecTHOM npuMeHeHuH BeMmypadennda B uccienosanuu ¢assl | (960 mr nim 720 mr n8a
pasa B CyTKH) C HITMIIUMYMa0oM (3 MI/KT) ObUIH 3apeTUCTPUPOBAHBI OECCUMIITOMHOE
MOBBIIICHHE aKTUBHOCTH TpaHcamuHa3 AJIT (amannnamuHoTpancdepasnl)/ACT
(acmapraramuHOTpaHcdepasbl) >S5 X BepxHer rpanuiisl Hopmbl (BI'H) 1 konuenTparnum
OomnmpyOuHa (o6muit oumupyoun >3 x BI'H) 3 crenenu Tsbkectu. Ha ocHOBaHMH STHX
npeBapUTENbHBIX JAaHHBIX COBMECTHOE MMPUMEHEHUE BeMypadeHn0a u nnmimmMmymada He
PEKOMEH Ty eTCHI.

4.5. BzaumopeiicTBue ¢ IPYruMH J1eKAPCTBEHHbIMU NMpenapaTaMu U Jpyrue BUIbI
B3anMoO/1elicTBUSA

Buusuue Bemypadennba Ha dhepMeHThl, MeTa0OJIU3UPVIOLIME JIEKAPCTBEHHBIEC NPENapaThl

Pe3ynbTaThl HCCIIEOBAHNUS JICKAPCTBEHHBIX B3aUMOJICHCTBHUH IN VIVO y MAIlMEHTOB ¢
METacTaTUYeCKON MeTaHOMOI MoKa3alu, 4To BeMmypadeHUO SBIsIETCS yMEPEHHBIM
unrunouropom nzopepmenta CYPLA2 u ungykropom nzopepmenta CYP3A4.

OpxHOBpeMEHHOE TpUMEHEHNE BeMypadeHn0a ¢ JeKapCTBEHHBIMHU IIperapaTamMi,
MeTabonmuzupyrommmucs nocpenctsom uzodpepmenta CYPLA2 u obnagarommMu y3KuM
TEpaneBTUYECKUM UHACKCOM (HampuMep, aroMeJIaTHHOM, allOCETPOHOM, TYJIOKCETHHOM,
MEJIATOHUHOM, paMeNITeOHOM, TAKPUHOM, THU3aHUAMHOM, TEO(DUILTHTHOM) HE PEKOMEHIYETCS.
[Tpy HEBO3MOXKHOCTH M30€XKaTh UX COBMECTHOT'O IPUMEHEHHUS CIIEAYET COOII0IaTh
OCTOPOXKHOCTh, TOCKOJIbKY BeMypa(eHnO MOXKET MOBBIIIATh SKCIO3UIINIO IPEenapaToB-
cyoctparoB uzodpepmenta CYPLAZ. [Ipu Hanmu4ynu KIMHUYECKUX MTOKA3aHUH MOKHO
paccMOTpeTh BONPOC 00 YMEHBIIEHUH JT03bI COMTyTCTBYIOMIETO MPEeTrapara, siBIISIOIIeT0Cs
cybcrparom m3odepmenta CYPLA2.

CoBMmecTHOE IprMeHeHHe Bemypadennda u kodenna (cyocrpara uzopepmenta CYP1A2)
nossiiaet sxkcnosuiio (AUC) kodenna B mia3me, B cpeanem, B 2.6 paza. B xoae apyroro
KJIMHIYECKOTO MCCIIeIOBaHNs BeMypaeHnO MOBBIIIaT MAKCHMATbHYI0 KOHIEHTPAUIO (Cmax) 1
AUC tuzaamnnuna (cyocrpara mzodpepmenta CYPLA2), mpuMeHsseMOro OJHOKPATHO B JI03€ 2 MT,
npubim3nTensHO B 2.2 1 4.7 pa3a COOTBETCTBEHHO.

OnHOBpeMeHHOE MpUMeHeHue BeMypadeHnOa ¢ mpenaparaMu, KOTOpble METa00IU3UPYIOTCS
npu yuactuu m3opepmenta CYP3A4 u o0magaroT y3KkuM TeparneBTHIeCKUM HHIIEKCOM, He
pexoMenayercs. [Ipn HEeBO3MOKHOCTH H30€XKaTh UX COBMECTHOTO IIPUMEHEHUS CIIETyeT
YUUTBIBATh, YTO BeMypa(eHnd MOKET yMEHbIIATh MJIa3MEHHbIE KOHIIEHTPALlUU CyOCTpaToB
uzopepmenra CYP3A4, u, cnenoBarenbHO, MOXKET YMEHbIIATHCS UX 3(h(HeKTUBHOCTH. B cBsi3u ¢
ATHM TIPY OJJHOBPEMEHHOM IIPUMEHEHHUH C BeMypadeHHOOM BO3MOKHO YMEHBIIICHNE

3¢ (HEeKTUBHOCTH KOHTPAIIENITUBHBIX MTPENapaToB, META0OIU3UPYIOIIUXCS IPU YHACTUH
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nzodepmenta CYP3A4. Tlpu HamuIuu KIMHUISCKUX HOIQSEHH%%OBEMT—D-EI o 00

YMEHBIICHUE 1035l JIEKAPCTBEHHOTO IMPerapara, SBISIONIErocs CyocTpaToM nu3ohepMeHTa
CYP3A4 u 001aaromiero y3Kkum TepareBTHUCCKUM Tuana3oHom (cM. pasaensl 4.4 u 4.6).

B knuHMYECKOM HCClIeIOBaHUH COBMECTHOE MpUMEHEHHUE ¢ Bemypadennoom ymenpimano AUC
muzgazonama (cyocrpara uzodpepmenta CYP3A4) B cpennem Ha 39% (makcumanbsHO 110 80%).
B uccnenosanuu in vitro semypagenn6 B koHueHTpauu 10 MkM BBI3BIBaJ CIIA0YI0 HHAYKIHIO
uzodpepmenta CYP2B6. Heusectho, Oyaer i BemypadeHnod npu JOCTHKEHUN paBHOBECHON
koHueHtpanuu 100 MkM B miazme nanueHToB (mpuMepHo SO MKI/MIT) yMEHBIIATh TUIa3MEHHBIE
KOHIIEHTpanuu cyoctpatoB uzodepmenra CYP2B6, Takux kak OympomnuoH, IPH X
OJIHOBPEMEHHOM TPUMEHEHUH.

CoBmecTHOE TpuMeHeHHe Bemypadennda u S-sapgapuna (cyoctparta nzopepmenta CYP2C9)
npuBouio K nossimeHno AUC nocneanero Ha 18%. [Ipu oniHOBpeMEHHOM PUMEHEHUHU
BeMypadenuba u BaphapuHa ciaeayeT coo01aTh OCTOPOKHOCTh U MIPEAYCMOTPETh
nonoxHuTeNnbHbIH MoHUTOpUHT MHO (cM. pa3znen 4.4).

B ycnoBusx in Vitro 6s110 mokasaHo, 4to BeMypaheHHO SBISIETCS YMEPEHHBIM HHTHOUTOPOM
usodepmenra CYP2C8. 3naueHre 1aHHOTO HAOJIOICHUS B YCIOBUAX IN VIVO HEU3BECTHO,
OJIHAKO PUCK KIIMHUYECKU 3HAYMMOT0 BIUSHUS Ha cyOcTparsl nzopepmenta CYP2C8 mpu
OJTHOBPEMEHHOM MPUMEHEHHH HE MOKET ObITh UCKIIoueH. CrieayeT coOIo1aTh OCTOPOKHOCTD
IpY OJTHOBPEMEHHOM NTpUMEHEHHH BeMypadennda u cyocrparoB m3odepmenta CYP2CSE ¢
Y3KHM TEparneBTHUECKUM WHIEKCOM, MTOCKONBKY BeMypadeHUO MOKET MOBBIIIATh
KOHIIEHTPAIUIO MTOCIEIHHX.

B cBs3M ¢ IHMTEIBHBIM MIEPHUOIOM TTOTyBBIBEICHUS BeMypadeHn0a, moTHOe HHIHONpYToIee
BIHMsSIHAE BeMypadeHnOa Ha COMyTCTBYIOIIHE JIEKAPCTBEHHBIE TIPEMapaThl MOXKET HE OTMEUAThCS
panee 8 nHel neyeHUs BeMypaheHuO0oM.

Bo u36exxanne B3aMMOeMCTBHIM ¢ JIeKapCTBEHHBIMHU TMIpenapaTaMu Mocie MpeKpamieHus
pUMEHEHUS BeMypadeHn0a MOKeT MoTPeOOBaTHCS MEPUO,T BEIMBIBAHUS MTPOIOJKHTEIILHOCTHIO
8 nHEe.

JlydeBas Tepamnus

VY nanueHToB, noydJarnmx semypadeHnd, Ha0I0/1a10ch YCHIIEHHEe TOKCUYECKOTO IeHCTBUS
JAy4eBoi Tepanuu (cM. paszeinst 4.4 u 4.8). B 00NbIIMHCTBE CIy4YaeB MAI[HEHTHI TOIyYaln
Jy4YeBYIO Tepanuio B pexxume >2 ['p/cyTku (runo@pakiiMOHHBIA PEXUM).

Biausnue BeMVDad)eHI/I6a Ha CUCTEMBI IICPEHOCUYHNKOB JICKAPCTBCHHBIX IMMPCIapaToB

B xoze ucciienoBanwmii in Vitro 6pu10 MokaszaHo, 4to BeMypapeHHO SBJISETCS HHTHOUTOPOM
TpaHCMEMOPAHHOTO MEepeHOCYrKa P-ri 1 Oefika yCTOWYMBOCTH K paKy MOJIOYHOH skene3nl (breast

cancer resistance protein, BCRP).
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B xo0/1e KIIMHIYECKOTO MCCIIeIOBAHUS JIEKAPCTBEGHHOTO B%ﬂ%ﬂgﬁ%ﬁzﬁwﬁﬂé{'e;ﬁéﬂ 34)

JTUTOKCcHHA (Tpenapar-cyocTpart P-rim) OO BBISBICHO, UTO NP MCIIOH30BAHUH MHOTOKPATHBIX
nepopabHBIX /103 Bemypadennoa (960 mr aBa pa3a B CyTKH) HOBBIIIATACH SKCIIO3UIIUS
OJIHOKpATHOM niepopanbHOi 10361 AUToKcHHA (MOBBIIIEHHUE AUC ast 1 Cmax qurokcuna B 1.8 u 1.5
pa3a COOTBETCTBEHHO).

HeobxommMo co011t01aTh 0CTOPOKHOCTH TIPU OJTHOBPEMEHHOM NMPUMEHEHUH BeMypadeHnoda u
cyOctpatoB P-rn (Takux Kak ajqucKUpeH, aMOpU3EHTaH, KOJXUINH, Ja0UraTpaHa TeKCUIIaT,
JTUTOKCHH, 3BEpOIUMYC, (pexcodenanun, ranaTiHUO, MapaBUPOK, HUJIOTUHUO, 103aKOHA3011,
paHoJa3uH, CUPOJIMMYC, CUTATJTUITHH, TAJIMHOJOIN, TonoTekaH). [Ipy Hanmuuuu KIMHUYEeCKUX
MOKa3aHUN PEKOMEH]IyeTCsl CHU3UTB /103y COMYTCTBYIOIIEro npenapata. Cienyer
PEyCMOTPETh JOTOJTHUTEIHbHBI MOHUTOPUHT YPOBHS JICKAPCTBEHHOTO TIperapara, KOTOPbIN
aBiseTcs cyocTpatom P-ro u uMmeer y3kuil TepaneBTUYeCKuil HHIeKC (HanmpuMep, TUTOKCHHA,
naburarpaHa 3TeKcuiara, aTiuckupena) (cM. pasaen 4.4).

Brnusaue BemypadennOa Ha JiekapcTBEHHBIE TIpEnapaThl, KOTOPBIE SIBIISIIOTCS CyOCTpaTaMu
BCRP, nensBectHo. Henb3s HCKITIOUNTB, 9TO BeMypadheHHO MOKET MOBBIIIATH KCIIO3UIHIO
JIEKapCTBEHHBIX MPEMapaToB, KOTOPhIE MepeHocsATes Mpu nomoinu oenka BCRP (manpumep,
METOTpeKcaTa, MUTOKCAaHTPOHA, PO3yBAaCcTaTHHA).

MHorue mpoTHBOOITYX0JIEBBIC JIEKAPCTBEHHBIE TIpenapaThl SBIsIoTcs cyoctparamu BCRP,
MOATOMY CYIIECTBYET TEOPETHUECKHI PUCK UX B3aMMOACHCTBHS ¢ BeMypapeHHOOM.

JlaHHBIE O BO3MOXKHOM BJIHSHHUH BeMypadeHnOa Ha Ipyrue MepeHOCYHUKY B HACTOSIIEE BpeMs
OTCYTCTBYIOT.

BiusHue cCONyTCTBYIONIMX IIPENapaTroB HA BeMypadeHuno

B uccienoBanusx in Vitro mokasano, 4to MeTaboJM3M BeMypadeHn0a MPOUCXOIUT PH YIaCTUH
uzopepmerta CYP3A4 1 myTeM IIIOKypOHUPOBAHUS. DKCKPELHS C KEITUbO SABISAETCS JPYyTUM
BaXHBIM ITyTEM BBIBE/ICHHS Tpernapara. B mccienoBanusx in Vitro mokasaxo, 4ro BemypaheHuo
SIBIIIETCSI CyOCTpaToOM TpaHCcMeMOpaHHBIX iepeHocunkoB P-rm 1 BCRP. JlanHbBIE 0 TOM,
aBiseTcs 11 BeMypadeHuO cyocTpaToM Uil Ipyrux OeKOB-IIEPEHOCYUKOB, B HACTOAILEE BPEMS
OTCYTCTBYIOT. OTHOBpEMEHHOE MPUMEHEHNE MOIITHBIX HHTMOUTOPOB HJIM MHIYKTOPOB
uzodpepmenta CYP3A4 unu MHrHOUTOPOB/UHAYKTOPOB aKTUBHOCTH O€JIKOB-TIEPEHOCUUKOB
MOJKET MPUBOJIUTH K M3MEHEHUIO KOHIIEHTpAINK BeMypadenunoa.

OpmHOBpEeMEHHOE MPUMEHEHUE UTPAKOHA30J1a, MOIITHOTO HHTHOHUTOpa m3ohepmenta CYP3A4/P-
rn, noBeimano AUC Bemypadennba B paBHOBecHOM cocTossHuM Ha ~40%. CnemyeT cobmo1aTh
OCTOPOKHOCTH NP OJHOBPEMEHHOM NPUMEHEHUH BeMypadeHrn0a 1 MOITHBIX HHTHOUTOPOB
nzodpepmenta CYP3A4, roKypOHUPOBaHHS W/WIIA TPAHCTIOPTHBIX OEJIKOB (HarmpuMep,

puTOHaBHpa, CAKBUHaBHpa, TCJIMTPOMUIIMHA, KETOKOHA30J1da, UTPAKOHA30J1a, BOPUKOHA30J1a,
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Mmo3aKoHa3oJia, Hea3omoHa, aTazaHaBupa). [Ipu OHHOBpéHgﬁﬁaﬁ%%ém%' 0034)

IpenapaToB y MaMeHTOB CeIyeT TIATeIbHO KOHTPOIUPOBATh MPOpHIIb 6€30MaCHOCTH U
U3MEHSThH JI03Y B ClIydae KIMHHUECKOW HeoOXoauMocTH (cM. pasznen 4.2, Tabnuna 1).

B kimHHMYeckoM uccieI0BaHUH P COBMECTHOM IMPUMEHEHUH OJHOKPATHOM J03bI
Bemypadenuoda (960 mr) ¢ pudaMIUIIMHOM SKCIIO3UITHS BeMypadeHnOa B I1a3Me CyIeCTBEHHO
yMeHbIanach (mpumepHo Ha 40%).

Crnenyer n3zberaTb OTHOBPEMEHHOTO MPUMEHEHUS BeMypadeHn0a 1 MOITHBIX UHAYKTOpoB P-rm,
rrokyporupoBanus u/wim nzodpepmernta CYP3A4 (Hanpumep, pudamnunmaa, pudadyTrHa,
KapOamasenuHa, PeHUTOMHA WK MpernapaToB 38epobos [Hypericum perforatum]), rak kax
OJTHOBPEMEHHOE MTPUMEHEHHE MOXET MPUBECTH K CyOONTUMAIBHOM SKCIIO3ULINU BeMypadeHuoa.
Jannbie no Biaustarto nHrnouTopoB P-rm u BCRP, koTopsie He SBISIOTCS OTHOBPEMEHHO
MotHbIMH UHTHOUTOpaMu uzodepmenta CYP3A4, orcyTcTBYIOT. Henb3st HCKITIOUUTE, UTO
yKa3aHHbIE Mpenaparbl MOTYT BO3AEHCTBOBATh HA PApMAaKOKMHETUYECKUE MTAPAMETPHI
BeMypadeHnda mocpencTBoM BIMsSHUAA Ha P-rm (Hanmpumep, BeparnaMul, IIUKIOCTIOPHUH,
xuanarH) i BCRP (manpumep, nukiocnopus, repuTHHAO).

HccnenoBanus B3aMMOICHCTBUS MTPOBEICHBI TOJIBKO Y B3POCIbIX.

4.6. ®epTUIBHOCTDH, 0€PEMEHHOCTH M JIAKTAIUSA

)KGHHII/IHI)I C ACTOPOAHBIM IMOTCHIIMAJIOM (KOHTD&HGHIII/ISI Y MY>KYUH U )KCHHII/IH)

JKeHMHBI ¢ TeTOPOTHBIM IMOTSHIIMAIOM B MY>KUYHUHBI JTOJIKHBI UCTIOIH30BaTh HAICHKHBIC
METO/Ibl KOHTPAIICTIIIUY BO BpeMs MpreMa BemypadeHnda u Kak MUHUMYM B T€YeHHE 6 MecsIeB
nocle mpeKpanieHus npuema npemnapara. Bemypadenu6 cnocoben ymeHbmaTh 3QPeKTUBHOCTD
TOPMOHAJIBHBIX KOHTPALIEITUBOB, B CBSI3U C YEM PEKOMEHAYETCS MCIOIb30BaTh
aTbTEPHATUBHBIN WM JOTIOTHUTENBHBIA METO KOHTpaueniuu (cM. pasnen 4.5).

bepemeHHOCTD

[Tpumenenue Bemypadennda npu 6epeMeHHOCTH He PEKOMEHAYETCs, 3a HCKIIIOUEHUEM CITy4aesB,
KOT'Jla TI0JIb3a TEPAIUU U1 MaTepy MPEBOCXOJUT MOTEHIMAIbHBIM PUCK AJIs TUIOAA.
Knununueckux uccnenoBanuii Bemypadennoa y 6epeMeHHBIX KEHIUH He TPOBOJUIOCH, OJHAKO
CO00MIANIOCh O CIIydasix €ro TPAHCIUIAIEHTapHOTO MPOHUKHOBEHUS. 3a CYET CBOETO MeXaHH3Ma
neiicTBus BemypaheHnO MOXKET MPUUMHUTE OTEHIIHAIBHBIN Bpe/] MII01y MPU TPUMEHEHUH Y
O6epeMeHHBIX skeHUIMH. [Ipu u3yuenuun BemypadeHnda y KpbIic ¥ KPOJIUKOB CBHIETEIbCTB
TEpPaTOTEHHOTO BO3/ICUCTBHS HAa YMOPHUOHBI/TUIOABI HE 0OHAPYKEHO (CM. pazzen 5.3).
BbezonacHocts nmpuMeHeHus BeMypadeHnda B X0/ie POJI0B U pOJIOpa3peLIeHHs He YCTaHOBJICHA.
JlakTanus

CBeneHus 0 MPOHUKHOBEHNHU BeMypadeHnda B rpyJHOE MOJIOKO YeJIoBeKa OTCYTCTBYIOT. He

UCKJIIOYEH PUCK ISl HOBOPOXKICHHBIX (IeTei).
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Heobxoaumo npuHATH perieHue b0 o nmpekpalicHun M%F@Qékﬁbﬂﬁ%ﬁm'n 6 (-)jgé;.

MY OTYETY

OTMEHE Tepanuu BemypadeHnoom, MpruHUMasi BO BHUMAaHHUE TI0JIb3Y I'PYTHOTO BCKapMIIHBAHUS
JUlsl peOeHKa U 110JIb3Y TEPANUHU IS KEHIINHBI.

DepTUILHOCTE

JlokIMHUYEeCKUX HUcciaeloBaHul BIUsSHUS BeMypadennda Ha PepTUIbHOCTh HE MPOBOUIOCH
(cM. pazznen 5.3). B TOKCUKOJIOIMUECKUX MCCIIEN0BAaHUAX IPU MHOTOKPATHOM J1I03UPOBAHUN
MMaTOJIOTHYCSCKUX M3MEHEHHUH IIpU MPOBEACHNUU I'ICTOIIATOJIOTHYCCKOI'O aHaJIn3a
PENpPOAYKTUBHBIX OPraHOB CaMOK M CaMIIOB OOHApYXeHO He Obu1o (cM. pazzaen 5.3).

4.7. BausiHue HA CIOCOOHOCTh YNPABJIATH TPAHCIIOPTHBLIMH CPeJICTBAMHU U PadoTaTh C
MeXaHU3MaMH

Bemypadennb okaspiBaeT ciaboe BIMSHAE Ha CIOCOOHOCTH YIIPABISATH TPAHCIIOPTHBIMH
cpeacTBaMu M paboTaTh ¢ MexaHu3Mamu. [lannenToB cneayer npouHGOpMUPOBATH O
BO3MO>XHOM Pa3BUTHH YTOMJISIEMOCTH, TOJIOBOKPY>KEHUS WM HAPYIICHHUI CO CTOPOHBI OpraHa
3pCHUA, KOTOPLIC MOT'YT CTaTb HpH‘lHHOfI OTKa3a OT yIpaBJICHUA TPAHCIIOPTHBIMU CPCACTBAMH U
paboThl C MEXaHU3MAMH.

4.8. HekesraTeJIbHbIE peaKIUH

Pesrome nmpoduisg 6e3onacHoOCTH

HeonepabenvHnas unu memacmamuyeckas mMeaaHoma

Haunbonee yacTeiMu HeXeNnaTeNIbHBIMU peakUsIMU 0001 cTtenenu TsxecT (=30%) npu
NpUMEHEeHUH BeMypadeHnnda ObUIH apTpairus, yTOMISIEMOCTb, ChIIlb, PEAKIIHS
(doToceHcnOUIM3aINH, aJONeIHs, TOIIHOTA, JUapes., ToJI0BHast 00Jb, 3y, PBOTA, NAaNHIOMa
KOXHU U runepkepatos. Hanbomnee yacteiMu (=5%) HexenaTeIbHBIMU PEAKIIUSIMU 3 CTEIIEHU
TSOKECTH OBLTH IJIOCKOKJIETOYHAS KapIIMTHOMA KOXH, KEPaTOAKaHTOMA, ChITlb, apTPAITHS U
HOBBIIIIEHNE aKTUBHOCTU ramma-riyramuirpancgepasst (ITT).

JleueHue TIOCKOKIJIETOYHOIN KapIIMHOMBI KOXKH HanOoJiee 4acTo ObLII0 XUPYPTrUUECKUM.
YacroTra He)KeNaTeIbHBIX PEaKIiii 4 CTENeHN TSHKECTH cocTaBmiia <4% B KIIMHHYECKUX
ucclieoBaHmsIX. YacToTa HeXKeNaTeNNbHBIX PEaKINi, TPUBOISAIINX K IIOJTHOMY TPEKPAIICHHIO
UCCIIETyeMOTO JICYCHHUS B XOJI€ IByX KJIMHUYECKHUX HcciaenoBanuii, cocraBuia 7% (NO25026) u
3% (NP22657).

Bonesnv Opoecetima-Hecmepa

Haubonee yactole HexxenaTenbHble peakuy (HE3aBUCUMO OT CTENIEHH TSXKECTH ), a TAKXKe
HE)KeJaTeNIbHbIE PEaKLUU >3 CTETEeHH TAKECTH, KOTOpbIe HAOII0IaINCh Y TAIIUEHTOB C
MEJIaHOMOM, TaKke 0TMeYaIuch U 'y nanueHToB ¢ bOY. OqHako, MOBBIIEHHE apTEPUATBHOTO

JIABJICHUS U CHIb >3 CTEMECHH TSDKECTH varle Habmonanuce y manueHTos ¢ bOY. Yacrora

15



COOTBETCTBYET 3KCNEPTHO

28.04.2026 Ne 8592

oOT 24 U4 U
o (noc OB HOC TR 00347
HEKEJIATSIIbHBIX SBJICHUH, IPUBOJISIIUX K IIOJTHOMY npex@am‘eﬂﬁta Hgbn-g%m'n]édenm'fj’ !

My OTYETY

cocraBuia 32%.

Tabauunoe pPE3IOME HEXKENATCIbHBIX PEaKIIU

HexenarenbHble peaklUM yYKa3aHbl C Y4ETOM KJIACCOB CUCTEM OPIraHOB, IIEPEUYHCIICHHBIX B
MeauiHCKOM clioBape JijIsi HOpMAaTHBHO-TPaBOBOH AesiteabHOCTH MedDRA.

JIyist oncaHus 4aCTOTHI HeXKENIaTeIbHBIX PEaKIIUi UCTIOIBh3yeTCs CIeIyIomas KitacCuGUKaIms:
oueHb vacto (>1/10), wacto (>1/100, Ho <1/10), Hewacto (>1/1000, Ho <1/100), peaxo
(>1/10000, O <1/1000), 0uens penko (<1/10000).

JlaHHBIE O HEXeNnaTelbHbIX PEaKIUsAX OCHOBAHBI HA PE3YJIbTATaX PaHAOMHU3UPOBAHHOTO
oTkpeITOoro uccieaoBanus 11 ¢a3pl, BkItovaromero 468 B3pOCIbIX MALUEHTOB C
HeornepabenbHOM WM MeTacTaTuueckoi Mesnanomoit ¢ mytauueid BRAF V600, a taxxke
HECpaBHUTEIbHOTO HccienoBanus Il ¢pa3pl y manueHToB ¢ MeTacTaTH4eCcKoi METaHOMOM ¢
myTanueir BRAF V600, kotopsle panee UMeNH NpOrpeccupoBaHUE KaKk MUHUMYM Ha OJIHOM U3
JUHUN TIPEANIECTBYIONMIEH cUCTeMHOU Tepanuu (cM. pazaen 5.1). Taxke npeacTaBieHbl sIBICHUS,
MOJIyYEHHBIE U3 OTYETOB MO 0€30MACHOCTH BCEX KIMHUYECKUX UCCIICIOBAHUN U
MOCTPETUCTPALMOHHBIX UCTOYHUKOB. Bce BKIIFOUEHHbIE TEPMUHBI OCHOBAHbI HA CAMOU BBICOKOM
yacToTe, HAOJIFOAABIICHCS B KIIMHUYECKUX uccieaoBanusax ¢assl 11 u dassr I11. B kaxgoit u3
KaTerOpHil 4aCTOThI, HEXKEIAaTeJIbHbIC SIBJICHUS MPEACTABICHBI B MOPSIKE YMEHBIIIEHUS CTEIICHU
TsKeCTH U npencraniensl ¢ ucnonb3doBanueM NCI-CTCAE v 4.0 (o0mue kpurepuu

TOKCI/I‘{HOCTI/I) JJIs1 OOCHKHW TOKCUYHOCTH.

Tabmuma 3. HexxenaTenpHbIe peakllii, OTMEYABIINECS Y MAITUEHTOB, TOTYYaBIINX

Bemypadenu0 B kinHnueckux uccneaopanusx |l u 1l ¢haswl, u ssBnenus, noixydeHHbIe U3

OTYETOB 110 OE30ITACHOCTH BCEX KIIMHUYSCKUX HCCIIeI0BaHUM

2

MNOCTPETUCTPATUOHHBIX HCTOYHUKOB

1

, 4 TAKXKC 110 JaHHBIM

CucremHo-opransbiii | OueHb 4yacTo Yacro Heuacro Penko
KJ1ace
Nudexnun n nuBa3zun dbommKy T
JloOpokayuecTBeHHbIE, | TNIOCKOKJIETOUH | 0a3albHOKIET | IJIOCKOKJIETOYHA | XPOHUYECKUH
3JI0Ka4YE€CTBEHHBIE U as KapIMHOMa | OYHBIN pax, s KapLIMHOMa MHUEJIOMOHOIUT
HEYTOYHEHHBIE KoxkuY, HOBBIE OYar | HEKOYKHOU apHbIN
HOBOOOPA30BaHMsA KEepaToaKaHTOM | TIEpPBHYHOI nokammamui | neitkoz??,
(BKITFOUAst KHCTHI U a, ceOopeHBII MeJTAHOMBI aJICHOKapIIUHO
TIOJIUTIBI) Keparos, Ma
nanuuiomMa MO/IKETY0YHO
KOXH it sxenmesnr
Hapymenus co HEUTPOIEHUS
CTOPOHBI KPOBH U
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CHUCTEMBI
Hapymenns co capkon103L2!
CTOPOHBI HIMMYHHOU
CHUCTEMBI
Hapyuenus CHUKEHUE
MeTabonu3ma u arreTnTa
MUTaHUSA
Hapymenus co rojioBHas 00Jb, | Mapajing
CTOPOHBI HEPBHOU JIACTEB3HS, JIULIEBOTO
CHUCTEMBI TOJIOBOKPY’KEH | HEpBa,
ue nepudepuyec
Kast
Helponatus
Hapymenus co YBEUT OKKJIFO3Us BEH
CTOPOHBI OpraHa CeTYaTKH,
3peHus UPUIOLUKITUT
Hapyuenus co YAJINHEHHE
CTOpPOHBI cepAua WHTEpBaja
QT (3KI)"
Hapyuienus co BACKYJIUT
CTOPOHBI COCYJIOB
Hapymenus co Kauieyb
CTOPOHBI JIbIXaTEIbHON
CHUCTEMBI, OPTaHOB
TPYAHOM KIETKU U
CpPENOCTEHHUS
Kenynouno- Jmapesi, pBoTa, TIAHKpEeaTHT?
KHIIIEYHbIC HAPYIICHUS | TOIIHOTA,
3amnop
Hapymenus co TOBBIIIEHUE [TopaxeHnue
CTOpPOHBI IEUYEHHU U AKTUBHOCTH neyenn’?9
JKEITUEBBIBOIAIINX AJITS, DS,
nyTei ACTS,
MOBBIIICHHE
KOHIICHTpAIH
u
OnnupyouHa,
TTOBBIIICHHE
AKTUBHOCTH
ITTS,
Hapymienus co peakiuus naryJe3Has TOKCHUYECKHUI JIEKapCTBEHHAs
CTOPOHBI KOXKHU U dboToceHCHOUN | CHIMb, ANUJEPMAIIBHBIA | peakuus ¢
MOIKOKHBIX TKaHEH W3aIu, MAHHUKYJIHUT, | HEKPOJIH3®, 203uHOUITEH
AKTUHUYECKUU | BKIIOYast CHHIPOM U CUCTEMHOMU
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 28.04 2026 N= 8592
KepaTos, chinb, | y3mbearyio 1 Crmsenca- | =BT CimMirromatiko
MAKyJI0- spHUTEMY, Jlxoncona' it (DRESS-
narmyJe3Has GbOoMUKYISIpH cunapom)2
CBIIIb, 3y, BII KEpaTo3
TUIIEpKepaTos,
spuTeMa,
CHUHJIPOM
JaJIOHHO-
MOJOIIBEHHOM
SPUTPOAU3ECTE
3HH, aJIOTIeLus,
CYXOCTb KOXH,
COJIHEYHBII
0’KOT
Hapymenus co apTpairus, apTpuT [IOJIOLIIBEHHBIH
CTOPOHBI MBIIIEYHOH, | MHAIruUs, 00JIU (bacunanbHbIA
CKEJIETHOU U B KOHEYHOCTSIX, dubpomaros*?,
COCIMHUTEIBHOM KOCTHO- KOHTpaKTypa
TKaHU MBILICYHAS Jromoutpenal+?
6o, 60 B
CIHHE
Hapymenus co MIOBBIIIICHUE OCTpBIii
CTOPOHBI IIOYEK U KOHIIEHTpaLu UHTEPCTULIHAIIb
MOYEBBIBOSALINX u HBIN
nyTei KpeaTHHHHA mepputt?h,
h OCTpBIN
TyOyJISIpHBIN
Hekpo3h 2"
OO6ume pacctpoiictBa | YTOMIISEMOCTb,
U HapyULICHUs B MECTE | TUIEpTEpMHus,
BBEJICHUS nepugepuyeck
Ue OTEKH,
aCTeHUSs
TpaBmsl, YCUJIEHHUE
WHTOKCUKAITUH U JeCTBUS
OCJIOXKHEHHUS IPOLIETyP JTy4eBOi
Tepanuu’?!

1 CO6I:.ITI/I$[, 3apETUCTPUPOBAHHBIC 110 JTAHHBIM OTYETOB I10 0€30IaCHOCTH BCEX KIIMHUYECKUX I/ICCHe}IOBaHI/Iﬁ

2_ CO6I)ITI/I$[, 3aperuCTpUpPOBAHHBIC 1O JAHHBIM NOCTPETUCTPALIMOHHBIX HCTOYHUKOB

3

000CHOBaHHO BO3MOYKHA

4 — mporpeccupoBaHne HMEIOIIETOCS MUETOMOHOLMTAPHOTO Jieliko3a ¢ myTarueil NRAS

5

bonesnv Opocetima-Yecmepa

— IPUYIUHHO-CJICACTBCHHAS CBA3b MCIKAY MMPUMCHCHHUCM JICKAPCTBEHHOT'O MIpEIiapaTa U HEKEJIATCIIbHBIM SABJICHUCM

— IIPOrpEeCCUPOBAHNE HMEIOICHCS aJICHOKAPIIMHOMEI ITOKEITY JOUHOH kene3bl ¢ myrarnueid KRAS

18




B xoroptHOM OTKpBITOM HccaenoBanuu 11 ¢a3bl

COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 28.04 2026 N= 85392

MO280 P GREROBATENEHACTE 00K, 16

960 mr nBa paza B cyTku (N=22). Menuana npoAoKUTEIbHOCTH JIeUeHUs nanueHToB ¢ bOY B

3TOM HUCCIIEOA0BAHNU cocTaBuia 14.2 Mmecdra.

*
Ta6n1z1ua 4. HexxenaTellbHBIE pC€aKknuu , OTMEYABIINECA Y TAIUCHTOB, IMOJIy4YaBIINX

BeMypadeHUO B KIMHHUYECKUX HCCIETOBAHUIX

CHCTEMHO-OPraHHbIH KJIACC Ouenb yacto Yacro
JloOpokauecTBEeHHbIE, ManusioMa KoxH,
3JI0KAYECTBEHHBIE U HEYyTOUYHEHHBIE IJIOCKOKJIETOYHAs KapLIMHOMA
HOBOOOpa30BaHHs (BKIIIOUAsS KUCTHI M | KOKM', KEpaTOaKaHTOMA,
TIOJTUTIBI) ceOOpeHbIN KepaTo3,
MeEJIaHOLIUTApPHBIA HEBYC

Hapymenus co cTopoHbI HEpBHOU nepudepuyeckas CEHCOpHas

CHUCTEMBI HelponaTus

Hapyuienust co cTopoHsl cepaua yanuHeHue unrepsana QT
(9KT)

Hapymenns co cTopoHBI COCyA0B MIOBBIIIEHUE APTEPUATIBHOTO
JABJICHUS

Hapymienns co cTOpOHBI IbIXaTEIBHON | Kallelb

CHUCTEMbI, OPIaHOB I'PYTHOM KJIETKU U

CpenoCcTeHus

KenmynoyHo-KUIIEUHbIE HAPYLLIEHUS TOIIHOTA, AUapesi, pBOTa,

Hapy1ienust co cTOpOHBI KOXH U peakuus

MOJIKOXHBIX TKaHeH (dhoToceHcuOUIM3aLuy,
ajnonenus, 3y,
THUIIEPKEPaTO3, MaKyJIO-
TamyJie3Has Chlllb,
aKTUHUYECKHI KEpaTo3,
CYXOCTb KOXH, CUHAPOM
JIaJJOHHO-TIOOLIBEHHON
IPUTPOAU3ECTE3UH,
(b OoNTUKYISIpHBINA KepaTo3,
TaryJe3Has ChIIlb,
COJIHEYHBIN 0XKOT

Hapymenus co CTOpOHBI MBIIIEYHOH, apTpajrus KOHTpakTypa

CKEJIETHON U COEUHUTEIbHON TKaHU [Hromrontpena

OO01e HapyIIeHUs] U PeaKkLUu B MECTE | YTOMIIAEMOCTh

BBEJICHUS

* HexxemnaTesbHbIC PeaKUK 3aperucTpUpoBaHbl ¢ ucnonb3oBanueM MedDRA Bepcuu 19.1 u onieHeHsI 10 HIKaje

NCI-CTCAE (Bepcus 4.0).

# Cnyqan IUIOCKOKJIETOYHOM KapIMHOMBI KOKH JOJIKHbBI ObLIH OBITH MPEACTaBJICHbI KaK CTCIICHb 3 coriracHO

MPOTOKOITY.

Onucanye OTACIbHEIX HeXKENaTSAbHBIX PeaKIIUM




COOTBETCTBYET ZKCNEPTHOMY OTUETY
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mog@NOCNEQOBATENEHOCTE 0034)

Tosviuenue akmueHocmu «NE4eHOYHbIX Y qbep/vz

V3MeHeHus akTUBHOCTH (DEPMEHTOB MEYCHH, O KOTOPHIX COOOIIAIOCh B KIMHUYECKOM
uccienoannu 111 (a3, mpeacTaBieHbl HUXKE B BUIE JOJIU MAIIMEHTOB, Y KOTOPHIX 110
CPaBHEHHMIO C UCXOJHBIM YPOBHEM HAOIIOAAIOCH MOBbIIIEHHE (EPMEHTOB MeueHu 10 3 win 4
CTETCHHU:

- ouenb yacto: I'TT,

- gacro: AJIT, I[®, OunupyouH;

- Heuacto: ACT.

He 6b110 oTMeueno nosimenus akTuBHOCTH AJIT, II®d, a Takke KOHIIEHTpaluu OunupyouHa 4

CTCIICHHU.

Ta6JII/ILIa 5. IloBblllIeHHE aKTUBHOCTH «II€YCHOYHBIX)» Cl)epMeHTOB C HayaJIbHBIX 3HAUCHUH a0 3-

4 crenenu™
IHoka3areanb Heonepatenbnasi uiu INCL |
MeTacTaTu4yeckasi MeJlaHOMA (MO28072)
(NO25026)

% %
[TT** 115 -
ACT 0.9 0
AJIT* 2.8 9.1
Hio* 2.9 4.5
bunupyOun* 1.9 0

*[1na noxazareneit AJIT, II{® u 6unnpyOuHa He OBIJIO 3apETHCTPUPOBAHO HEXKEIATENBHBIX PEakIui 4 CTeneHn
**Her mannpix o aktuBHocTH [ T'T y maruenToB ¢ BOY.

Topaxcenus nevenu ©

Ha ocHOBaHMM KpUTEPHUEB JIEKAPCTBEHHO-NHAYLIUPOBAHHOTO IIOPAKEHHUS [IEYEHH,
pa3paboTaHHBIX MEKIYHAPOJIHOM SKCIEPTHON paboyell TpyIno, MopaxeHne neyeHu
OTIPENIETISIOCh KaK JI000€ U3 CIIeAYIONINX JIA00OPATOPHBIX OTKIOHEHHM:

- > 5x BT'H AJIT;

- > 2x BI'H H1® (6e3 apyrux npuduH is noBeimieHus [1[D);

- >3x BI'H AJIT ¢ oqHOBpeMeHHBIM NOBBIIIEHUEM KOHIIEHTpaluu Ounnpyouna >2x BI'H.
ITnockoxnemounas kapyurnoma koxncu @

VY nanueHToB ¢ HeonepadenbHON WM METaCTaTUYECKON MeIaHOMOM, MOTy4aBIInX
BeMypadeHnO, yacToTa BOSHUKHOBEHUS IJIOCKOKJIETOUYHON KaplIMHOMBI KOXH coctaBuia 20%.
[To pe3ynbpTaTamM rucTONAaTOJIOTMYECKOT0 UCCIEI0BAHUS OOIBIIMHCTBO MOPAXKEHUH OBLIIO

OTHECEHO K THUITy KepaToaKaHTOM WJIM UMEIOIIMX NMPU3HAKU CMEUIaHHbIX KepaToakaHToM (52%),
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KOTOPBIE TIPEICTABIISIIOT cCO00H OoJiee JoOpoKa cmmﬁ@%%wl@%%%g%hﬂg%gﬁ 0034)

MY OTYETY

TUIOCKOKJICTOYHOH KapIIMHOMBI KOXKH.

BonbmmHCTBO MopakeHn KOXKH, KIIacCU(PUIMPOBAHHBIX KaK «apyrue» (43%), obuim
no0pokauecTBEHHbIE (TaKue Kak MmpocTtasi 60poJaBKa, akTHHUYECKHM KepaTos,
JI0OpOKaYECTBEHHBIN KepaTo3, KUCTa/100pOKaYeCTBEHHAs KHCTA).

[TnockokIeTOYHAs KapIIMHOMAa KOXKH, KaK IMPaBUIIO, IPOSBISUIACH HA PAHHUX ATaIlaxX JCUCHHUS,
Cpe/iHee BpeMsl 10 TPOSIBIICHUS MIEPBBIX KIIMHUYECKUX CUMIITOMOB cOCTaBmiIo oT 7.1 1o 8.1
Heaens. [IpubnusurensHo y 33% NanueHToB ¢ MI0CKOKJIETOUYHOM KapLIMHOMON KOXKH
oTMevanoch Oosee 1 ciayyass BOSHUKHOBEHUS KapILIMHOMBI C TPOMEXKYTKOM B 6 Henenb. Tepanus
IUIOCKOKJIETOYHOH KapIUHOMBI KOXKH IPEACTaBiIsIa COO00i MpocToe NCCeUeHne, MaueHThI
IIPOJIOJDKAIIM TIOy4yaTh Tepanuio 0e3 U3MEHEHMs 103kl Ipenapata (cM. pa3aeinsl 4.2 u 4.4).

VY nanuentoB ¢ bOY yacTora pa3BUTHS MIIOCKOKIETOYHON KaPIIMHOMBI KOXH /WU
KepaToakaHToMbl cocTaBisiia 40.9%. Cpennee BpeMst 10 MPOSIBICHUS MEPBBIX KIMHUYECKUX
CHUMIITOMOB TUIOCKOKJIETOYHOM KapIITHOMBI KOKH Y TaiueHTOB ¢ BOY, y KOTOPBIX OTMEUYaioch
XOTs ObI O/THO yKa3aHHOE SIBIEHUE, cocTaBisuio 12.1 Henenn.

Inockoknemounasn kapyunoma opy2ou (HeKOIHCHO) TOKATUZAYUL

B kimHHUYeCcKUX UCCIeOBAaHMIX COOOIANOCh O CIyYasX MIO0CKOKIETOUYHON KaplMHOMBI
HEKO)KHOM JIOKAIM3aLUH Y TIAMEHTOB, MMoJTydaBInx Bemypadenud. Habronenue 3a
TUTOCKOKJIETOYHOHN KapIIUHOMOW HEKOYKHOM JIOKAIN3ALUH JTOJKHO OCYIIECTBIISTHCS B
COOTBETCTBUHU C pazzaesioM 4.4.

Hoeuvuii ouae nepsuunou menanomsi

B kimHIUECKUX UCCIeNOBaHUAX OBLTH 3apErUCTPUPOBAHBI CITydal BOSHUKHOBEHHS HOBBIX
0YaroB IMEePBUYHON MeNaHOMBI. Bo Bcex ciydasx JiedeHne ObIIo XUPYPTUIECKUM, W MAI[HCHTHI
IPOIOJDKHIIN JiIeueHue 0e3 KoppeKImu 103bl. O6ciae1oBaHNe Ha TPEIMET MOPaKEHUI KOXKH
clIeZlyeT MPOBOUTh B COOTBETCTBUH C pazziesioM 4.4.

Veunenue Oeticmeus nyuesoii mepanuu

Co001manoch 0 TakKuX CIy4asix, Kak aHaMHECTUYECKHI paIuallMOHHbIN (peHOMEH, paJuaioHHOe
Nopa)keHUe KOXKH, PaJHalliOHHBI MTHEBMOHUT, PaJHAallMOHHBIN 330(aruT, pagruanioHHbIH
IPOKTHUT, PAJUALIMOHHBIN T'eNaTHT, PaJHallMOHHbIA IUCTUT U pauallMOHHbBII HEKPO3.

B xnmuanaeckom uccnenoBanuu I pazer (MO25515, N=3219) coobmianock o 60ee BEICOKOM
4acTOTe YCUIICHUS ICHCTBHS JTy4eBOW TepaIiy, KOT/1a AIIMEHTHI, TIOJTyYaBIIie BeMypadeHuo,
MPOXOIMJIN JIy4EBYIO TEpaINUIo IO U BO BpeMs Tepanuu Bemypadenuoom (9.1%) no cpaBHeHHIO
C MalMeHTaMH, IPOXOJUBIIUMH JYUYEBYIO TEPAIHIO U MPUHUMABIIUMH BeMypadeHno
OJIHOBPEMEHHO (5.2%) miu ¢ TeMH MalueHTaMu, KypcC JIy4eBOHM Tepanuu KOTOPBIX

MpeAmecTBOBal Tepanuu Bemypadenuoom (1.5%).
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(MOCNEOOBATENLHOCTb 0034)

Peam;uu zunepqyecmeumeﬂbﬂocmu(e)

B cBsi3u ¢ nmpuemom Bemypadennd6a coodmanoch 0 Cepbe3HbIX peaKusiX
THIIEPYyBCTBUTEIBHOCTH, BKJIIOUYas aHauiIakcuio. Tspkenble peakiiuy THIepyyBCTBUTEIEHOCTH
MOTYT BKJIF04aTh CUHApOoM CTuBeHca-/[>KOHCOHA, TeHEePaTM30BAHHYIO ChIllb, 3PUTEMY UIIH
apTepuanbHyI0 runoTeHs3uto. [Ipu pa3BUTHH TSHKENIBIX PEaKLUN THIIEPYYBCTBUTEILHOCTH
JTAIBHEUINI mpueM BeMypadeHnda ciueayeT mpeKkpaTuTh (CM. pasnen 4.4).
JHepmamonoauueckue peaxyuu O

Co00111a710Ch 0 TSXKEJBIX 1ePMATOJOTMUECKUX PEAKIUAX Y MALUEHTOB, IPUHUMAIOIINX
BeMypadeHuo, BKitoyast peikue cirydau cunapoma CtuBeHca-J[)KOHCOHA U TOKCUYECKOTO
AMUAEPMAIIBHOTO HEKPOJIM3a B OIIOPHOM KIMHMUYECKOM HcciieoBaHuu. [Ipy pa3BUTUN TSHKEIBIX
JIEPMaTOJIOTUYECKUX peakluil mpueM BeMypadenuda cienyer npeKpaTuTh.

Yonunenue unmepeana QT

Ananu3 neHTpann3oBaHHbIX AaHHbIX OKI', monydeHHBIX B X0/€ OTKpbITOro uccnenoanus QT 11
¢a3e1 6€3 KOHTPOJIBHOM TPyMIEl y 132 manueHToB, MpuHUMaBIIUX BeMypadeHuo mo 960 mr nsa
pasa B cytku (NP22657), nokazan 3aBucumoe ot 3xcriozunnu yuymaenue QTc. Cpennee
3HayeHue QTc ocTaBanock cTabMIIBHBIM B IpeAenax 12-15 Mc nocie nepBoro Mecsa JeyeHus,
npu 5ToM HaubOombiiee cpennee yamnenue QTc (15.1 mc; Bepxuuit 95% JAU: 17.7 mc)
HaOJII0aJIOCh B TeUeHHUe NepBhIX 6 MecseB (n=90 mauuentoB). Y aByx nanueHToB (1.5%)
otmeuainock abcomotHoe 3HaueHne QTc >500 mc (3 crenens mo NCI-CTCAE),
acCOIIMMPOBAHHOE C Tepanuel BemypadeHudom, u Tonbko y oxHoro namuenta (0.8%)
u3MeHeHne QTc o cpaBHEHHIO ¢ UCXOIHBIM YPOBHEM cOCTaBmIIO >60 Mc (cM. paszzen 4.4).
Ocmpoe nopaicenue novex ™

CooOmranocs 0 ciiydasx HOYe€YHON TOKCUYHOCTHU IIPU TE€panuu BeMypadeHnOoMm: cTerneHb
TSDKECTH BapbUPOBaJIa OT MOBBILICHHUS] KOHLIEHTPALUN KPEATUHUHA JJO OCTPOTO
MHTEPCTULMAIBHOTO HEPPUTA U OCTPOTo TYOYJIIPHOTO HEKPO3a, HEKOTOPhIE U3 HUX
HabOmo1anuch Ha (oHe aerujparauni. [loBbleHne ypoBHSI KpeaTHHUHA B CBIBOPOTKE KPOBU
0b110 B OCHOBHOM JierkuM (>1-1.5x BI'H) unu ymepennsim (>1.5-3x BI'H) u Hocui10

oOpatuMblii Xapaktep (cM. Tabauiy 6).

Tabnuma 6. VI3MeHeHns1 KOHIIEHTPAIH KpeaTHHUHA

HeonepabeabHast uian B24
MeTacTaTu4yeckasi MeJIaHOMA (M0O28072)
(NO25026)
% %
[ToBwimenwue >1 27.9 95.5
CTETICHU B CPABHEHHH C
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ey e --|-|—|—||||--.---|-

(OCAEROBATENEHOCTE 003

Ha4aJIbHBIM YPOBHEM

(Bce cTeneHn)

IToBeimenue >1 1.2 9.1
CTCTICHH B CPABHCHHH C
HAYaJIbHBIM YPOBHEM
(mo 3 crenenn uin

BBIIIIC)
3 creneHn 0.3 9.1
4 crerneHb 0.9 0.0

Ta6muma 7. OcTpoe nmopakeHue MoveK Mo JaHHbIM uccienaoBanmii 11 dasp

Bemypadenuo (%) Jakap6a3un (%)
City4an oCTpOro mopaxeHust 10.0 14
noYeK.
Octpoe nopaxxeHue noyex, 5.5 1.0
ACCOLIMMPOBAHHOE C
JleruIpaTanueit
W3meHeHune 10361 B cllydae 2.1 0
OCTPOTO MOPAKEHUS TIOUYCK

Bce nporeHTH BBIpa)KeHBI KaK CITydan OT OOIIero Yrciia MaueHTOB, TOABEPTIIINXCS BO3ICHCTBUIO KaXKI0TO
JICKapCTBEHHOTO IIperapara.

* BrurtodyaeT ocTpoe NopakeHHe MoUeK, OYSYHYI0 HeI0OCTATOYHOCTh U J1ab0paTOpHbIe N3MEHEHHUS,
COOTBETCTBYIOIIHE OCTPOMY MOPAKEHHUIO TTOYEK.

Capkouoos (j)
Co001manock 0 ciaydasx CapKouA03a C MOpaKEeHUEM KOXKH, JIETKUX U TJIa3 y TMallueHTOB,
MOJTy4aBIIUX TEpaNuio BemypapeHruoom. B OonblnHCTBE cilydaeB Tepanus BemypapeHruOom He
IpepbIBANIACh, IPH TOM HAOIIOAIMCh CIIyYau Kak pa3pelieHus Capkoua03a, Tak U ero
NEePCUCTUPOBAHUS.

eTH
be3onacHocth Bemypadenuba y aeteit 1 moJpoCTKOB HE YCTaHOBJIEHBI. B KmuHn4yeckom
UCCIIEIOBAaHUU C YYaCTHEM LIECTH MAalMEHTOB MOJAPOCTKOBOTO BO3pACTa HE ObLIO BBISBIECHO
HOBBIX CUTHAJIOB 0€301aCHOCTH.

[Tpoune ocoOBIe MOMYIAINNA

THayuenmor noscunozo eo3pacma

B uccnenosanuu I1I daszer 94 (28%) u3 336 manueHTOB ¢ HeonepabeIbHOM WK
METacTaTUYeCKOW MeTaHOMOM, OTy4aBIINX BeMypadeHuO, Obln B Bozpacte >65 ner. Y
MAIMEHTOB MOKUIIOTO BO3pacTa (=65 j1eT) MOKeT ObITh BBIIIE BEPOSITHOCTH BOZHUKHOBEHUS
He)KeNaTeJIbHbIX PeaKIiil, BKIII0Yas MIO0CKOKJIETOUHYIO KapIIMHOMY KOXH, CHUKEHHE aIlleTuTa

" HapyHICHUA CO CTOPOHBI CEpALIa.
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Ilon (MOCNEOOBATENEHOCTE 0034)

[To nanubiM uccnenoBanuii 111 da3el, npu npumenennu Bemypadennda cpeau HexenaTeIbHbIX
peaknuii 3 CTeTeH! TSHKECTH, HAOII0IaBIIMXCS Yallle Y )KeHIIMH, YeM Y MYXXYUH, ObLJIH CHIIIb,
apTpanrus ¥ GOTOCCHCUONTU3AIIHSL.

Tayuenmor ¢ memacmasamu 8 20106HOU MO32

VY manueHToB ¢ MeTacTa3aMu B rOJIOBHOM MO3T (¢/0€3 MPOsBICHUS CHMIITOMOB) TEpaIHs
BeMypadeHnOom Obi1a 6€30MacHOM U B IIEJIOM XOPOIIO NiepeHocuiack. [Ipoduins 6e3onacHoCTH
OBLI COITOCTaBUM C PaHee U3yUYCHHBIM, HOBBIX JaHHBIX 110 0€30IIaCHOCTH HE BBISIBIICHO.

COO6H.I€HI/IC 0O ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxno COO6H.[aTb 0 MOJA03PCBACMBIX HCKCIIATCIIbHBIX PCAKIIUAX ITOCJIC pECTUCTPALIUA
JICKApPCTBCHHOTO IpcIiapara ¢ HEJIbIO obecrneueHuUs HCIIPEPLIBHOI'O MOHUTOPHHT'Aa COOTHOICHUSA
«I10JIb3a - pPUCK» JICKAPCTBCHHOI'O IIpCIIapara. MeaunuHCcKuM pa6OTHI/IKaM PEKOMCHAYCTCA
COO6H_IaTB 0 JTI0OBIX MMOA03PCBACMBIX HCKCIIATCIIbHBIX PCAKIHAX JICKAPCTBCHHOI'O IIpCIIapara
YCpe3 HAUMOHAJIIBHBIC CUCTCMbI COOGHIGHI/ISI 0 HCXKCJIATCIIBHBIX PECAKIHUAX I'OCYAAapCTB — YICHOB

EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Pecnybnuxa benapyco

Pecnybnukanckoe yHutapHoe npeanpusitue «L[eHTp skcnepT3 U UCTIbITaHuil B
3/IpaBOOXPAaHEHUN

220037, r. Munck, niep. ToBapHIIecKuid, 1. 2a

ten. +375 (17) 299 55 14; dakc +375 (17) 242 00 29

e-mail: rcpl@rceth.by

www.rceth.by

Pecnyonuxa Kaszaxcman

Pecny0nmkaHckoe rocy1apCTBEHHOE PEANPUSATHE Ha ITPaBe XO3IHCTBEHHOTO BEICHUS
«HarmoHanbHbli HEHTP KCIEPTU3HI JIEKAPCTBEHHBIX CPEJICTB U MEAULIMHCKUX U3IEIHID
Komurera MeauimHcKoro 1 papManeBTHYeCKOro KOHTpoJisi MuHHCTEpCTBA 3/1paBOOXPaHEHUS
Pecny6mmku Kazaxcran

010000, r. Acrana, paiion baiikonslp, yi. Amanrenau Mmanosa, a. 13

ten. +7 (7172) 235 135
e-mail: farm@dari.kz

www.ndda.kz

Poccuiickaa @edepayus
ODenepanbHas cyx0a Mo Haa3opy B chepe 3apaBoOXpaHeHUs

109012, r. Mocksa, CiiaBsHCKas IDIOMIA b, 1. 4, cTp. 1
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(MOCHE

Ten. 8 (800) 550 99 03

e-mail: info@roszdravnadzor.gov.ru

Www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBkKa

CuMnOTOMBI

Crenuduueckoro aHTHI0Ta, KOTOPBIA MOKHO OBLTO ObI HCIIOIB30BATh B CIyYasX
nepeo3upoBKH BeMypadeHnoa, He CyIeCTBYeET.

[Tpu nosIBICHUN HEKENATEIBHBIX PEaKIuii HE0O0X0AUMO Ha3HAYHTh COOTBETCTBYIONICE
CHUMIITOMAaTHYECKOE JICUCHHE.

Jlo30omuMuTHpYIOIIasi TOKCHYHOCTh BeMypadeHnOa MposiBIsIach B BUAC CHIH C 3YJ0M U
YTOMJISIEMOCTH.

Jleuenue

B citydae nmomo3peHus Ha epeio3upoBKY HEOOX0IMMO TPEKPATHTh IpueM BemypadeHnoa u

Ha3HAYUTh MOJIJICPKUBAIOLLYIO TEPAIHIO.
5. ®APMAKOJIOTMYECKHE CBOVMCTBA

5.1. dapmakoanHAMHUYeCKHe CBOWCTBA
dapmakoTepaneBTHIECKas TPyIa: MPOTUBOOMYXOJIEBBIE CPENICTBA; HHTHOUTOPHI
POTEMHKHMHA3; HHTHOMTOPBI cepuH-TpeonnnkuHassl B-Raf (BRAF).

Kon ATX: LO1ECO1

Mexauusm nerictus U hapMakoguHaMudeckue YO HEKThI

Bemypadenus siBrsieTcss HHTHOMTOPOM CEpPHH-TPEOHHMH KHHA3BI, KoaupyemMoi reiom BRAF (v-
raf murine sarcoma viral oncogene homolog B1). B pe3ynbrare mytauumii B rene BRAF
IPOMCXOIUT KOHCTUTYTHUBHAsS aKTUBALlUsl OHKOreHHoro 6enka BRAF u, kak ciencrsue,
npoaudepanus KJIeToK MpU OTCYTCTBUU (PaKTOPOB POCTA.

CornacHo NMPOBEACHHBIM OMOXHUMUYECKUM UCCIIEIOBAaHUSIM BeMypapeHnO sIBIISETCSI MOIITHBIM

uHruouTopoM BRAF-Kk1HA3 ¢ akTHBUPYIOMIUMH MyTalusiMu B KogoHe 600 (cMm. Tabmuiy 7).

Tabnuna 7. UHru6utopHast akTUBHOCTh BeMypadeHnOa B oTHoOIIEHUH pa3nudyHbix BRAF-kuHa3

Kuna3za O:xupgaemasi BCTpe4aeMoCTh Nurudupyromas
cpeaM MeJIaHOM C MyTalMen KoHueHtpanus 50 (HM)
V600*
BRAFVG600E 87.3% 10
BRAFV600K 7.9% 7
BRAFV600R 1% 9
BRAFV600D <0.2% 7
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BRAFV600G <0.1% T ' _g THO3H
BRAFV600M 0.1% 7
BRAFV600A <0.1% 14
BRAFWT HET JJaHHBIX 39

*B COOTBETCTBHH C IyonmaHoH 6a30it manapix COSMIC (Bepcus 71, Hos6pb 2014 roga), nmpoananuzupoaHo 16403
nanueHToB ¢ myTtanueit BRAF V600

Jauubrii tHrHOUpyronuit 3¢ GeKT ObLT MOATBEPKICH B X0/€ peakiuu GochopuiInpoBaHus
BHEKJIETOYHOM CUTHAJI-PETYIUPYIOLIEH KUHA3bI U KJIIETOYHOM aHTUIIPOIH(epaluu B JOCTYITHBIX
KJIETOYHBIX JINHUSAX MeJaHOMBI, akcnipeccupytonux ren BRAF ¢ V600 myrauusimu. B tectax
anTunpoiandepanuu B kinetouHsix JuHUAX ¢ V600 mytamusvu (iuaun V600E, V600R, V600D
n V600K) xonneHTpamus noyMmakcumanbHoro naruouposanus (1C50) Bapeuposana ot 0.016
10 1.131 mxmonb, B To Bpems kak |C50 B OTHOIICHHH KJIIETOYHBIX JTUHUHN C « TUKHUM» TUIIOM T'e€Ha
BRAF cocrasisina 12.06 u 14.32 MKMOJIb, COOTBETCTBEHHO.

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Memacmamuueckas menaHoma

O¢ddexTuBHOCTh Bemypadennda Ob1a orieHeHa y 336 malMeHToB B KITMHUYECKOM
uccienoaanu 111 dhazer (NO25026) u y 278 manueHToB B IBYX KIMHUYCCKUX HUccienoBanuit 11
¢azb1 (NP22657 u MO25743). Bce manMeHThl UMEIU paclpOCTPAHEHHYIO MEJIAHOMY C
myTtanueir BRAF V600 cornacuo Tecty cobas 4800 BRAF V600 Mutation Test.

Pesynomamut uccanedosanus Il paszor (NO25026) v nayuenmos, pamee He noayyasuiux je4eHue

OddexTuBHOCTH U Oe30MacHOCTh BeMypadeHrda ObLIN MOATBEPKICHBI B OTKPHITOM
MHOTOIIEHTPOBOM MEXIyHapOAHOM paHaoMHu3upoBaHHOM uccienoBanuu 111 ¢assl y nmanuenTos
¢ HeonepalenbHOU WM MeTactatnyeckoit menanomoit ¢ BRAF V600 myranueit, panee He
NOJy4aBIIuX jJeyeHus. [lanuenTs! ObUTH paHA0OMHU3HPOBAHBI B TPYMIIBI JUIS JICUSHUS
Bemypadern6om (960 Mr 1Ba pasa B cyTkH) ninn nakap6azuaoM (1000 mMr/m? B 1-i 1eHb Kaksie
3 Henenm).

B o6meit cnoxxHocty 675 nanueHToB ObLIIM paHAOMU3UPOBaHbI B IpyHIly BemypadeHuda
(n=337) unu nakap6a3una (n=338). bonbIKMHCTBO MAIMEHTOB ObUTH MYy>KUnHAMU (56%)
eBporeonaHol pacel (99%), cpeanuii Bo3pacT coctaBisit 54 roaa (24% 6w > 65 1eT), Bce
HalMEeHThl UMEJIH CTATYC 10 mKaie BocTouHoii koomnepatuBHoit rpymisl o oHkojoruu (ECOG)
0 unu 1, 1 y 60bIIMHCTBA MAIMEHTOB ObLTa cTaaus 3aboneBanust M1c (65%). ConepBUUHBIMU
KOHEYHBIMHU TOUYKaMHU YPPEKTUBHOCTH UCCIIE0BaHUs ObLIN 0011ast BbKUBaeMocTh (OB) u
BBDKHMBaEMOCTb 0e3 mporpeccupoBanus (BBIT).

B xo/1e nmpeBapUTeNbHO OMPEISICHHOTO IPOMEKYTOUHOT0 aHan3a (cpe3 aanHbix 30 nexabps
2010 rosma) ObUTIO OTMEUEHO 3HAYUTEIBHOE YIIYUIICHUE TOKA3aTeNeH M0 CONePBUUHBIM

koHeuHbIM Toukam: OB (p<0.0001) u BBIT (p<0.0001) (HecTpaTudUIIPOBAHHBII JIOT-PAHTOBBIH
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pe3ynbTaThl OblTH OmyOnKoBaHbI B siHBape 2011 rona, u B uccienoBanue ObUTH BHECEHBI

HU3MCHCHMUS, ITO3BOJIAOIINC [MALIUCHTAM, IMOJTyYaBIIUM I[aKap6aSI/IH, HadaTb [MIPUCM

BeMypa(beHI/I6a. ITocine 3Toro ObLIN IMPOBEACHBI AlIOCTECPUOPHBIC TCCTHI BEBIXKUBACMOCTH, KaK

omnuycaso B Tabnuie 8.

Tabmmua 8. O011as BBKMBAEMOCTb y MaueHToB ¢ Menanomoii ¢ BRAF V600 myTanueii, panee

HE TOJTyYaBIINX JISYCHHs, HAa MOMEHT cpe3a naHHbiX (N=338 makap6a3un, N=337 Bemypadenuo)

Cpe3 Jleuenne KoanuectBo OTHoleHne KoanuectBo
JAAHHBIX JIeTAJIbHBIX PHCKOB NANHEHTOB, KOTOPbIe
ncxonos (%0) (95% AN) HavaJu NpUMeHeHHe
Bemypadenunda nocje
JIeYeHusI
JaKkap0asuHOM
(kpocc-oBep) (%)
30.12.2010 | makap6a3uu 75 (22) 0.37 (0.26, 0.55) 0 (HEe MPUMEHUMO)
Bemypadpennd | 43 (13)
31.03.2011 | naxap6a3un 122 (36) 0.44 (0.33,0.59) ) | 50 (15%)
Bemypadenud | 78 (23)
03.10.2011 | makap6Ga3uu 175 (52) 0.62 (0.49, 0.77) ) | 81 (24%)
Bemypadenud | 159 (47)
01.02.2012 | nakap6a3un 200 (59) 0.70 (0.57,0.87) ) | 83 (25%)
Bemypadpenn6 | 199 (59)
20.12.2012 | maxap6a3ux 236 (70) 0.78 (0.64, 0.94) ) | 84 (25%)
Bemypadennd | 242 (72)

*IIeH3ypUPOBaHHBIE PE3yIbTaTHl HA MOMEHT KpPOCC-0Bepa

HenensypupoBaHHEIE pe3yJibTaTbl HA MOMEHT Kpocc-oBepa: 31.03.2011 OP (95% J1) = 0.47 (0.35, 0.62);
03.10.2011: OP (95% 1) = 0.67 (0.54, 0.84); 01.02.2012: OP (95% AN) = 0.76 (0.63, 0.93); 20.12.2012: OP (95%
J1)=0.79 (0.66, 0.95)

Pucynoxk 1. Kpusas Kamnana-Maiiepa no onienke nokaszatens OB y nanueHToB, paHee He

noTy4daBIuX JeueHus (cpe3 nanubix 20.12.2012)
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KomuecTBO naueHToB ¢ PHCKOM

MaxapbasHH 333306276 243217193 172154 126110 97 91 82 79 76 68 65 63 60 58 55 51 48 46 41 36 28 20 17 11 8 4
Bemypagern6 337 336335 326 314300 281 260 248232 214 203 183171 161 148 140135 129 123117110104 98 91 81 56 43 30 17 13 8

Bpewms (Mecstibl)

00
4 1

B tabnune 9 npuseneH 3¢ ¢dexT ieueHus s BCeX MpeIBapUTEIbHO ONPEaeTICHHbBIX

CTpaTI/I(bI/II_[I/IpOBaHHbIX HOKaSaTeHCﬁ, KOTOPELIC ObLIH BBI6paHBI B KaQUCCTBC ITPOTHOCTUYCCKUX

(bakTopoB.

Tabmuma 9. O0mias BEDKMBaeMOCTh y TaneHToB ¢ MenaHoMoi ¢ BRAF V600 myrarueit, panee

HC MIOJTy4YaBIIUX JICYHCHUSA, B 3aBUCUMOCTHU OT AKTUBHOCTHU .HI[F, CTaauu OITyXOJIM U CTaTyCa

ECOG (anoctepuopHslii aHanus, cpe3 1aHHbIX 20 nexkadbps 2012 rona, eH3ypupoOBaHHbIE

pe3yJbTaThl HAa MOMEHT KPOCC-0OBEpa)

CrpaTudpuumpyrommii N OTtHoeHne 95% AN
(paxrop PHCKOB
JIAI Hopma 391 0.88 0.67; 1.16
JIAI>BI'H 284 0.57 0.44;0.76
Cranus I1Ic/M1A/M1B 234 1.05 0.73; 1.52
Cramus MIC 441 0.64 0.51;0.81
ECOG PS=0 459 0.86 0.67; 1.10
ECOG PS=1 216 0.58 0.42;0.9

JIAT — nakraTaeruaporenasa

ECOG PS — mikaina oleHKH cOCTOsIHHS MalenTa BoctouHol 00beIMHEHHOI OHKOJIOTHYECKOH TPYIIIBI

B ta6muie 10 mpuBenena gactora odmiero orsera u BBII y manmenToB ¢ menanomoit ¢ BRAF

V600 myTanueil, panee He OJTYYaBIINX JICYEHUS.
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Tab6muna 10. YactoTa 001Ier0 OTBETA U BLDKUBAEMOCTE 6@%3%&%5&5@&#{;&5%%4&'0

menanomoil ¢ BRAF V600 mytauueii, panee He MOIy4aBIINX JIEYEHUS]

‘ Bemypadenno ‘ naKap6azuH ‘ p-kputepuii O
Cpes pannbix 30.12.2010 @
400 48.4% 5.5%
(95% JIN) (41.6%, 55.2%) (2.8%, 9.3%) <0.0001
BBII
oP 0.26
(95% 1) (0.20, 0.33) <0.0001
KonmuectBo cobwrtuii (%) | 104 (38%) 182 (66%)
Menuana BBIT (mecsmpr) | 5.32 1.61
(95% JTH) (4.86, 6.57) (1.58, 1.74)
Cpe3 nannbix 01.02.2012 ©
BBII
OoP 0.38
(95% 1) (0.32, 0.46) <0.0001
KonnuectBo cobwituii (%) | 277 (82%) 273 (81%)
Menunana BBII (mecsmpr) | 6.87 1.64
(95% JIN) (6.14, 6.97) (1.58, 2.07)

@ HecrpatuduuupoBaHHblii 1or-paHrosslii Tect a1 BBIT 1 TecT Xu-KBaapaT Ajis 4acTOThl OOLIEr0 OTBETA.

@ TIo cocTosrmIo Ha 30 nexabps 2010 roaa, B obwLIel CI0KHOCTH 549 MANMEHTOB MOAXOAMIN A onenku BBIT u

439 manKreHTOoB - I OLIEHKH YacTOTHI OOIIEro OTBETA.

® o cocTosmo Ha 01 pespans 2012 roga, B 06IIeH CI0KHOCTH 675 IAIMEHTOB TOAXOMUIH JUIS OOHOBJIEHHUS

aroctepuopHoro asanuza BBII.

Bcero 57 nanuenToB u3 673, oIyXoJd KOTOPBIX ObUIM PETPOCTIEKTUBHO MPOAHAIU3UPOBAHBI

MeToI0M cekBeHupoBaHus, umenn BRAF V600K -no3utuBHyo MenaHoMy B UCCII€OBAHUN

NO25026. HecmoTpst Ha OTpaHUYEHHOE KOTUYECTBO MAIIMEHTOB, aHAU3 Y((HEKTUBHOCTH CPEAU

nanuenToB ¢ VO0OK myTanueit mokasai, 4to BeMypadeHuO uMeeT CX0Kue MpeuMyIlecTBa B

IJ1aHe OB, BbIl u MMOATBEPKACHHOTO HAUITYYIICTO 06H_[eFO OTBCTA. OTCYTCTBYIOT JaHHBIC 11O

MalyeHTaMm ¢ MeJaHoMoi, uMmeroum penkue mytannun BRAF V600, kpome VO60OE u V60OK.

Pesynomamot uccnedosanus Il pazor (NP22657) v nauuenmos, Komopble panee umenu

npocpeccupoedrnue KaKk MURUMym HA 00HOU U3 JUHUL npedmecmewomeﬁ mepanuu

B HCCPAaBHUTCIIbBHOM MHOTOLICHTPOBOM MCKAYHAPOAHOM UCCICAOBAHUN 1I (ba3BI IMPpUHAIIN

yuactue 132 manuenta ¢ BRAF V600E meractatndeckoit MmenanoMoit, mo qanubM Tecta BRAF

V600 BRAF cobas 4800, mony4yuBIiie Kak MUHEMYM OJIHY MPE/IIIECTBYONLYIO TEPAITHIO.

Cpennuii Bozpact coctaBuil 52 roja, mpu 31oM 19% nanueHToB OblIH crapiie 65 jer.

BonpmmHcTBO ManueHToB Obutn MykunHamu (61%), eBporneoniHoit pacet (99%) u umenu

craguto 3aboneBanust M1c (61%). 49% manueHTOB paHee UMENH TPOTPECCUPOBAHUE KaK

MUHHMYM Ha JBYX JIMHUAX NPEAIIECTBYIOIIEH TEpauy.
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- IOATBEP kK AeHHbIN Hanmyummid oouuii oteeT (110 + YO) 1o oneHke HE3aBUCUMOT0 KOMUTETA
koHTpoJs (IRC) cocraBun 53% (95% JAU: 44%, 62%). MenuaHa o011ieii BEDKHBAEMOCTH
cocraBuna 15.9 mecsnes (95% JU: 11.6, 18.3). Obias BeDKMBaeMOCTh uepe3 6 MecsIeB
coctaBuna 77% (95% JAU: 70%, 85%), a uepe3 12 mecsues — 58% (95% AU: 49%, 67%).
HeBsarb u3 132 nanueHToB, BKIIOUECHHBIX B UccienoBanue NP22657, umenu omyxoJu,
noyioxuTeNbHbIC 110 MyTanuu V600K, coriacHo peTpocneKTUBHOMY CEKBEHUPOBAHUIO Sangel.
Cpenu 5TuX naueHToB y 3 ObUT OJIy4YeH YaCTUYHBIN OTBET, y 3 — cTabmin3anus 3a00J1eBaHus,
y 2 — mporpeccupoBaHue 3a00JIeBaHus, Y OJIHOTO MallMeHTa OLIEHKA He TPOBOIUIIACH.

Pesynomamul uccneoosanusi pazvl Il (MO25743) v nauuenmos ¢ memacmasamis 8 201068HOU

MO3e

HecpaBautensHoe MHOTOIIEHTPOBOE uccienoBanue (N=146) emypadennda npoBOAUIOCH Y
B3POCIIBIX MAIUEHTOB C TUCTOMATOJIOTMYECKH MOATBEPKICHHON METacTaTHUYEeCKON MEIaHOMOM C
BRAF V600 mytanueii (mo qanusiM Tecta cobas 4800 BRAF V600 Mutation Test) u ¢
MeTacTa3aMH B TOJOBHOI MO3T. MccienoBanre BKIFOYAIO IB€ OJHOBPEMEHHO HaOHpaeMble
KOTOPTBHI:

- Koropra 1: maruentsl, panee He nonydasuiue jgedenne (N=90). [TarueHTbl, HE MOTyYaBIIne
paHee Jie4eHUsI 110 OBOAY METACTa30B B FOJIOBHOM MO3T; IOMYCKaJIach MPEAIIECTBYOIIAs
CUCTEMHasl Tepanusi MeTacTaTU4eCKON MellaHOMBbI, UcKiItodas nHruouropsl BRAF u MEK.

- Koropra 2: maruentsl, panee nony4asiiue jeuenue (N=56). [TanueHTsl, paHee moTydaBIine
JIEYEHHE MO MOBOAY METACTa30B B TOJIOBHOM MO3T M HMEBILIHE MPOTPECCUPOBAHUE TIOCIIE
nedeHus. Y MaueHTOB, MOJYYaBIIUX CTEPEOTAKCUIECKYIO PAMOTEPANUIO UK KOTOPHIM
MIPOBOAMIIN XUPYPrHUECKOE BMEIIATENbCTBO, MOCIE MPEAIIECTBYIOIIEN TEpauy JOHKHO ObUIO
Pa3BUTHCSI HOBOE MOPaXKEHUE TOJI0BHOr0 Mo3ra, oneHuaemoe mo RECIST.

Bcero B uccnenoBanue ObLT0 BKIIOYEHO 146 manueHTOB. BONBIIMHCTBO MAallMEHTOB ObLIN
myxunHamu (61.6%) eBporeon oM pack (92.5%), cpeaHuii BO3pacT cocTtaBui 54 roia
(mmanazoH ot 26 10 83 51eT), 0IMHAKOBO paclpeleIeHHbIX MeXay AByMs Koroptamu. CpeaHee
YKCJIO 0YaroB MOPaXEHUsI TOJIOBHOTO MO3ra Ha KCXOJHOM YPOBHE COCTAaBHIIO 2 (quamnasoH oT 1
70 5) B 00€UX KOropTax.

[TepBuuHOII 11eNTBIO MICCIIEIOBAaHUS 11O () (PEKTUBHOCTH ObLJIa OIICHKA YaCTOTHI HAMITYUIIIETO
o011ero oTBeTa B TOJIOBHOM MO3Tre Y MAallMEHTOB C METAaCTaTUYECKOM MeJIaHOMOIl ¢ paHee
HEeJICYeHHBIMU MEeTacTa3aMu B roJIoBHOM Mo3r, IRC.

BTopuuHsble 11e1u BKIIOYAIH OleHKY 2P PEKTUBHOCTH BeMypadeHnda mo mokazaTessiM 4acTOThI

HaWJIy4d1ero o6mer0 OTBE€Ta B I'OJIOBHOM MO3I€ y NallMCHTOB, paHEC IMOJTYyYaBIIUX JICUCHUC,
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MeTacTa3upyrollel B roJJoBHON Mo3r (cM. Tabsuiy 11).

Ta6muma 11. DddexTuBHOCTS BeMypadeHnOa y MarueHToB ¢ MeTacTa3aMu B TOJJOBHOM MO3T

Koropra 1 Koropra 2 Bce
Panee ne Panee
noJiy4aBliue noJiyyaBiiue
JieyeHue JieYeHHe
n=90 n =56 n =146
YacToTa HaWIyqIero oomero
oteera B 'M?, oTBeTnBIIHE, N (%) 16 (17.8%) 10 (17.9%) 26 (17.8%)
(95% JIN)? (10.5, 27.3) (8.9, 30.4) (12.0, 25.0)
JlnutensHocTs oTBeta B M2 (n) (n=16) (n=10) (n =26)
Menuana (Mecsiibl) 4.6 6.6 5.0
(95% JAn)* (2.9,6.2) (2.8,10.7) (3.7, 6.6)
YacToTa HauIyqIero oomero
OTBeTa FKCTpakpaHuaabHoro N (%) | 26 (32.9%) 9 (22.5%) 35 (29.4%)
BBII o0mas
Menuana (MGC?[IH)I)S 3.7 3.7 3.7
(95% JAn)* (3.6,3.7) (3.6,5.5) (3.6,3.7)
BBIT - TM
Menuana (MGCHI_ILI)5 3.7 4.0 3.7
(95% JAU)* (3.6, 4.0) (3.6, 5.5) (3.6, 4.2)
OB
Menuana (MecsIibl) 8.9 9.6 9.6
(95% JIM)* (6.1, 11.5) (6.4, 13.9) (6.9, 11.5)

1 —Hauny4mumii oOmumii OTBET IO OLIEHKE HE3aBUCUMOT0 KOMHTETa KOHTPOJIS, KOIMYeCTBO oTBeTHBLIKX N (%)
2 — JIsycropoHHn#t 95% nosepurensusiii naTepBain (W) Knonnepa-ITupcona

3- I[JII/ITCJ'ILHOCTL OTBETA 10 OLICHKE HEC3aBUCUMOT'0O KOMUTECTA KOHTPOJIA

4 — o merony Kamnana-Maiiepa
5 — 1o oreHKe Uccae0BaATENS

CTH

Pezynomamet uccneoosanus I ghazor (NO25390) y nayuenmos oemckoco o3pacma

bruto npoBeaeno uccnenosanue I gpaspl ¢ MOBBIIEHNEM J103bI 110 OLIEHKE TPUMEHEHHUS

BeMypadeHnOa y mecTy naueHToB moapoctkoBoro Bospacra ¢ [IIC wum IV cragueit menaHoMbl

¢ mytauueit BRAF V600. Bece naruenTts! 66u1H B Bo3pacTte ctapiue 15 net u Becunu Oosnee 45

kr. Tpu nanuenTta nonayyanu semypadennd 720 Mr Ba pa3a B CyTKH, U TpU NAUEHTA MOJIy4aIu

Bemypadenud 960 mr 1Ba pasza B CyTkH. MakCUMaabHO TIEPEHOCUMYIO JT03Y ONPECIIUTh HE

YAaJI0Chb. XoTs Ha6moz(anac5 nmpexoaduas perpecCus OnmyxoJju, 4aCTOTa HAWITYydlICro O6IJ_ICI‘ (V)

otseta coctasuia 0% (95% JAU: 0%, 46%) Ha OCHOBE MOATBEPKACHHBIX JaHHBIX.

31




COOTBETCTBYET ZKCNEPTHOMY OTUETY

s T e
oT 25.04_ 2026 Nz 3592

HccnenoBanue ObLTO MPEKPAIEHO M3-3a MAJIOTd YKca %@E&Hﬂﬁ&:ﬁﬁg%ﬂ% E:' 0034)

MPUMEHECHUH y MTeUATPUICCKUX MAIlUEHTOB CM. B pasnedne 4.2.

bonesnv Opoceiima-Yecmepa

KoroptHoe oTKpbITOE MHOTOIIEHTPOBOE HccieaoBanue Bemypadenuda 11 ¢a3sl mpoBoamiiocs y
MaIMEeHTOB B Bo3pacTe >16 JieT ¢ HeMeJIaHOMHBIM PAKOM C TTOJIOKUTETHLHOM MyTalluen
BRAFV600 (M0O28072).

B uccinenoBanue 0pu1n BKIFOYCHBI 22 manueHTa ¢ BOY. BoapmuHcTBo namueHToB (68.2%)
MOJTYYaJIH MPEIISCTBYIONIYIO CUCTEMHYIO TEPAIHIo, a IeMorpaguiyecKkre JaHHbIC TOKa3aju,
4yTO cpeaHuit Bo3pacT narueHToB ¢ bOY cocraswmi 58.5 net (quanazon ot 34 no 77 net). 55%
MAIUEHTOB OBLITN MyX4uHAMU U 45% - KEHIIUHAMHU.

[TepBrUYHOI KOHEYHOH TOUKOW (PUHANTBHOTO aHANM3a ObLIA TOATBEPXKICHHAS YaCTOTa
Hawty4iero odmuiero orsera no kputepusm RECIST v1.1 no ouenke uccienoBaTens
(npexncraBnena B Tabmwuie 12). BropudHbie KOHCUHBIC TOYKH BKIFOYATH YaCTOTY KIMHHYCCKOM
nons3bl o RECIST mo onenke nccrnenoBatens. Meauana npoIoKUTEIBHOCTA HAOTIOACHUS Y

narrenToB ¢ bOY cocraBmiia 26.6 mecsies (quamaszon: ot 3.0 10 44.3 mecsiieB).

Tabmuna 12. DpdextuBHOCTh Bemypadenunda y nanuenton ¢ BOY (mo ouieHke nccienoBaTens)

N=22
[MoarBepxnéHublil Hanydmi oouwii oteet (N [%]) 12 (54.5%)
Otserusmue (95% JIN)! (32.2, 75.6)
[Monusrit otet (I10) 1 (4.5%)
Yactuunsiid oteeT (HO) 11 (50%)
YacToTa KIMHMYECKO# monb3b12(N [%6)]) 16 (72.7%)
(95% JIN)* (49.8, 89.3)

195% nosepurenbHblil uaTepBa (JIW), moctpoenHslii no Meroay Kionmnepa-TTlupcona

[Tokasareb NOATBEPKICHHOM YaCTOTH KJIMHMYECKOH T10JIb3bI ONpeienseTcs Kak nanuentst ¢ 110, YO unu
cTabmin3anueii 3a001eBaHus Yepe3 =6 MecsIeB

5.2. dapMaKkoKMHeTHYEeCKHe CBOIiCTBA

Bemypadenu0 — BeecTBo ¢ HU3KOW pacCTBOPUMOCTBIO U HU3KON MPOHUIAEMOCThIO (Ki1acce 4 1o
cucreme 6nodapmaneBTudeckon kiaccupukannmn). PapMakoOKUHETHUECKHE TapaMeTphbl
BeMypadeHnOa OlleHHBaIM METOAOM HEKOMIIAPTMEHTHOTO aHallu3a B Uccie1oBaHusAX (assl | u
Il (y 20 nmanenToB mocne 15 auelt npuMeHeHus Bemypadennda B 1o3e 960 Mr 1Ba paza B CyTKH
1y 204 manueHToB B paBHOBECHOM COCTOSIHUH Ha 22 JIeHb), a TAK)KE C IOMOIIIBIO
MOMYJISILIMOHHOTO (JapMaKOKMHETUYECKOTO aHaIN3a C UCIOIb30BaHHUEM OOBbEIMHEHHBIX JaHHBIX

458 nmarenTtoB. M3 3Tux nmanueHToB 457 ObUIN €BPONEONIHON PACHI.

AOGcopbuus
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3HaYeHue 64%) 1o cCpaBHEHUIO C BHYTPUBEHHON MUKPO1030# B HiccienoBanuu ¢assl |y 4
narueHToB ¢ BRAF V600 mo3uTHBHBIMU 3710KaUYECTBEHHBIMUA HOBOOOPA30BaHUSAMHU 0€3 KOHTPOJIS
MPUEMOB THUIIIH.

[Tpu npueme Bemypadenuda B ogHOKpaTHOM 03¢ 960 Mr (4 Tabnetku 240 Mr) MeauaHa
BPEMEHH JI0 TOCTIKEHUSI MAKCUMAIIbHON KOHIICHTPAIMH B I1a3Me KPOBH (T max) COCTABIISET
npuba3uTeNbHo 4 yaca. [lpu MHOTOKpaTHOM IipreMe Bemypadenuba B 1o3e 960 mr aBa pasa B
CYTKH HaOJIOAaeTCs HAaKOIUICHHE IIperapaTa, KOTOPOe XapaKTepU3yeTCsl BBICOKOM
MEXHHIMBUTyalIbHOM BapuabenbHoCThI0. CpeHue MoKa3aTeny IUIOoHaIu o1 KpUBOi
«xoHnueHtpanus-spems» AUCo.gq 1 MakcuMalibHasi KOHIEHTpanus B 1u1azMe KpoBU (Cmax) (+
CTaHJapTHOE OTKJIOHEHHE) B | neHb coctaBmmm 22.1+£12.7 Mxr*a/mi u 4.14+2.3 MKr/mi,
COOTBETCTBEHHO, B uccienoBanuu (assl I1. B xo1e HeKOMIapTMEHTHOTO aHANIKM3a MPU MpUEMe
BeMypadenuba B no3e 960 mr aBa paza B cytku AUC Ha 15 nens nosblimanacs B 15-17 pa3 o
cpaBuenuio ¢ AUC B 1 nenb, Cmax Ha 15 cyTku noBeimanace B 13-14 pa3 o cpaBHeHUIO € Cmax B
1 nens. B paBHOBecHOM cocTossHUM AUCo-84 1 Cmax cocTaBmmu 380.2+143.6 Mkr*u/mi u
56.7+21.8 MKI/MJ1, COOTBETCTBEHHO.

[Tunia, 6oratast >Kupamu, MOBBIIIAET OTHOCUTEIbHYIO OMOIOCTYITHOCTh BeMypadenuda npu
OJTHOKPAaTHOM NMpUMeHEHUH B 03e 960 mr. Cpennue reomerpuieckne nokaszarend Cmax 1 AUC
MOBBILIAINCH IIPU IIpHeMe BeMypadeHunOa ¢ nuiei mo CpaBHEHMIO C IPUEMOM HaTOLIakK B 2.5 u
¢ 4.6 1o 5.1 pasa, coorBeTcTBeHHO. Menunana Tmax moBbIanacs ¢ 4 10 7.5 4acoB Ipu
OJTHOKpAaTHOM NpueMe BemypadeHuda ¢ muinei.

JIaHHBIX TIO BIMSHUIO TIPHEMa HUIIK Ha SKCIO3HUINI0 BeMypadeHnOa B paBHOBECHOM COCTOSTHHH
HeT. [IpomomkuTenbHbIH preM BeMypadeHnda HaTOIaK MOKET MPUBECTH K 3HAUUMOMY
YMEHBUICHUIO SKCIO3ULIMU BeMypadeHnOa B paBHOBECHOM COCTOSIHMU IO CPABHEHHIO C
npreMoM BeMypadeHnda ¢ muiei uiam He3aaoaro A0 npuema nuimu. OxuaaeTcs, 4to npu
HEpETYJISIPHOM NprueMe BemypadeHrnOa HaTOIIaK YKCIO3UIIHs BeMypadeHnda B paBHOBECHOM
COCTOSIHUY U3MEHUTCS] HE3HAYUTEIHHO BBU/IY BHICOKOI CTENICHH HaKOIJICHUsI BeMypadeHnoa B
pPaBHOBECHOM cocTOsiHUH. bezonacHocTh u 3¢ppekTuBHOCTH BemypadeHnda B OIOPHBIX
UCCIIEIOBAaHUSIX ObLTH M3YYEHbI y MallMEeHTOB, IPUHUMABIINX BeMypadeHHO Kak ¢ MHILIEH, Tak 1
OTJIEIbHO OT MpHEMa MUIIH.

Bo3MokHO n3MeHeHne 3KCo3uIK BeMypadennda B 3aBUCUMOCTH OT COCTaBa, 00beMa U
KUCIOTHOCTH (pH) KUAKOCTH XKemyT0YHO-KUIIIEYHOT'O TPAKTa, MOTOPUKU U BpEMEHU
MPOXOXKJICHHS MUILHU, COCTABA JKETUH.

B paBHOBecHOM cocTostHUM (HocturaeTcs Ha 15 aers y 80% manueHToB) CpeHss SKCIO3UIIUS

BeMmypadeHnOa B 1Ia3Me KPOBH XapaKTePU3YyeTCs CTAOMIHPHOCTHIO HA IPOTSHKEHUHU 24 4acoB, O
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yaca [ocjie IpueMa yTpeHHei 103bl, paHoe 1.13.

[Tocne nepopanbHOro MpueMa KOHCTaHTa CKOPOCTH BCACHIBAHUS Y MAIIMEHTOB C

MeTacTaTUUecKOil MeTaHoMoit coctasiser 0.19 u™ (MexMHAMBHIyaIbHAs BapUaOeIbHOCTh

cocraisieT 101%).

Pacnopenenenne

[To maHHBIM MOMYJISAIIMOHHOTO aHANIN3a KAKYIIUHACS 00beM pactpenesieHus Bemypadennda y

IMaIMCHTOB C MeTacTaTHYeCKOi MeIaHOMOM cocTaBisieT 91 1 (MC)KI/IH,I[I/IBI/I,I[yaJ'IBHaﬂ

BapuabenbHOCTh cocTaisieT 64.8%). Bemypadenubd xapakTepusyeTcsi BBICOKOM CTEIEeHbIO

CBSI3bIBaHMS C OCITKaMH TUIa3Mbl KPOBH 4elioBeKa iN Vitro (6omnee 99%).

Buorpancdhopmariusa

CooTHoIIEeHHE BeMypaq)eHI/I6a U €ro MeTa0O0IUTOB OBLIO HU3YYCHO B XOAC KIIMHUYCCKOTI'O

HCCIICAOBAHUA MATCPUAJIBHOI'O OajaHca 1mocie OJHOKPATHOI'O IIpUcMa BeMypacbeHI/I6a C 14C'

pannoakTuBHOM MeTKoM. M30depment muroxpoma CYP3A4 — ocHOBHOM (hepmeHT,

yUYaCTBYIOIIHI B MeTaboau3Me BeMypadenuda in vitro. Y denoBeka Takxe 00HApYIKEHbBI

MMPOAYKTHI KOHBIOT'AIIUU C FHIOKypOHOBOﬁ KHCJIOTOH U IMPOAYKTBI I'NTUKO3UJIMPOBAHUA.

B mna3me kpoBu npenapaT coAepKUTCS MPEUMYIIECTBEHHO B HEU3MEHEHHOM BHie (>95%).

XoTs HE CUHUTACTCA, UTO MeTa00I13M IMPUBCACT K 3BHAYMMOMY KOJIMYCCTBY METabO0IUTOB B

mj1asMe KpoBU, BaXKHOCTb MeTaboau3Ma IJId DKCKPCUHH HE MOXKET OBITH MCKITIOUCHA.

OIMMUHALNUA

ITo naHHEIM MOMYJINUOHHOTO aHAJIN3a Ka)KYMHﬁCH KIIMPCHC BeMypa(I)eHHGa Yy NAanueHTOB C

METaCTaTUYECKON MeTaHOMOMU cocTaBisieT 29.3 11/cyTku (MEKUHIMBHUIYyaTbHAsl BApUaOEIbHOCTD

coctasisieT 31.9%), Mmenuana nepuoja mojayBbIBeICHHS BeMypadenuda cocrapiser 51.6 yaca

(IMama3oH WHIWBUIYATbHBIX 3HAYCHUN MEXKIY 5-M U 95-M nepueHTuieM coctaBiuser 29.8—

119.5 yaca).

CornacHo uccieIoBaHUIO MaTepuanbHOro OanaHca, B cpeineM, 95% no3s1 BeMypadennda

BBIBOAUTCS B TeueHue 18 aueit. bonbmas yacts (94%) Bemypadennda B HEU3MEHHOM BUJIE U €T0

MeTa00IUTOB BBIBOAUTCA KMIICYHUKOM, MCHECC 1% - moukamu. BriBenenue npenapara rnmo4ykamMun

HC CHYUTACTCA BAKHBIM ITYTCM 3JIMMHUHAIUN BeMypa(beHI/I6a, B TO BpCMs KaK BBIBCACHUC

npemnapara B HEU3MCHHOM BHUAC C KCITYbIO MOXKET OBITh BaXKHBLIM IIyTEM DJIMMHUHALIUU.

Bemypadenu6 sipisercst cyOcTpaToM U HHTHOUTOpPOM P-rimkonporenna in Vitro.

JIniia moXKMI0r0 BO3pacTa

CornacHo pe3yiibTaTaM MOy IHHOHHOTO (bapMaKOKI/IHeTI/I‘{CCKOFO aHaJIN3a, BO3paCcT MallMCHTOB

HE OKa3bhIBACT CTATUCTUYCCKU 3HAYUMOI'O BJIMSAHUS HA q)apMaKOKHHeTI/I‘—IeCKI/IC mapaMeETphI

BeMypadeHuoa.
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CornacHo pe3ynapTaTaM MONMYJISIMOHHOTO (apMaKOKMHETUYECKOTO aHAIN3a, Y MY>KYHH
KaXyIIMiics KIMpeHce npenapata oombie Ha 17%, a kaxyuuiics 00beM pacrpeienieHus: — Ha
48% 1o cpaBHEHMIO ¢ XKeHIIMHaMU. HescHo, 00yCI0BIEHBI JIM pa3iuyus 10JIOM WIH BIMSIHUEM
pa3mepa Tena. [Ipu 3ToM pa3nuuus B 9KCIO3UIMN BeMypadeHn0a OTHOCUTEIIFHO HEBEIUKHU, YTO
YKa3bIBa€T Ha OTCYTCTBUE HEOOXOIMMOCTH KOPPEKTHPOBATH 03y Ipernapara B 3aBUCUMOCTH OT
110J1a TTALIMEHTa UM MacChl Tea.

IloyeyHas HEIOCTATOYHOCTh

CornacHo pe3yJibTaTaM MOMYJIAIUOHHOTO (hapMaKOKMHETHYECKOI0 aHalIM3a ¢ UCIOJIb30BaHUEM
JaHHBIX ITaIIUCHTOB C METAaCTaTUIECKOU MCJI&HOMOFI, MOJIYUYCHHBIX B KIIMHUYCCKUX
HCCIICOOBAaHUAX, JICTKAsA U CPEAHAA CTCIICHD MMOYECYHOM HEOOCTAaTOYHOCTH (KJII/IpeHC Kp€aTuHHHAa
>4( MJ/MUH) HE OKA3bIBACT BIUSAHUS HA KaXYIIUICS KIUpEeHC BeMypadeHuoa.

JlaHHbBIE TIO MAIUEHTaM C TSKENIOH CTENEeHbI0 MOUYEYHON HEJOCTATOYHOCTH OTCYTCTBYIOT (CM.
paznensl 4.2 u 4.4).

IIeueHoUHAs HEAOCTATOYHOCTD

CornacHo JaHHBIM JOKJIMHUYECKUX MCCIIE0BAaHUM U UCCIIeI0BaHUIO MaTepUalIbHOro OaaHca,
BeMypa(eHnO NperMyIeCTBEHHO BBIBOJUTCS € Keaubto. CorjaacHo pe3yibTaraMm
HOIYJIIIUOHHOTO (hapMaKOKWHETHYECKOTO aHaJIM3a JaHHBIX MAIIMEHTOB C METACTATUYECKON
MEJIAaHOMOM, MOJTyYE€HHBIX B KIIMHUYECKUX MCCIIEA0BAHUAX, MoBbIIeHne akTuBHOCTH ACT n
AJIT no 3nHaueHus, B 3 pasa npesblimatoniero BI'H, He oka3bIBaeT BIMAHNSA HA KaXyLIUNCS
KJIMpeHC BeMypadeHuoa.
JIaHHBIX y AIIMEHTOB C TSHKEJION CTENEHBIO IEYEHOYHONW HEJOCTATOYHOCTH HEJOCTATOYHO JJIS
orpezeNeHus BIUSHUS HapyIIEeHUs] METa00INYECKON UM SKCKPETOPHON (PYHKIIMM [T€YEHH Ha
(bapmakokuHeTUKy BeMypadenuda (cM. pasaensl 4.2 u 4.4).

€TH
OrpaHudeHHbIE JaHHbIE 110 PapMaKOKMHETUKE, JOCTYNHbIE U3 aHAJIN3a IECTH Nal[UeHTOB-
noapocTKoB B Bo3pacte oT 15 g0 17 net ¢ IIIC unu IV cranueit menanomsr ¢ myTarueir BRAF
V600, no3BOASAIOT MPEANOTI0KHUTh, YTO (DaAPMAKOKHHETHUECKUE XapaKTePUCTUKH BeMypadeHnoa
y MOJIPOCTKOB B LIEJIOM CXOXH C TAKOBBIMH y B3poCibIX. MH(pOopMalnio o IpuMEeHEeHNH Y
NeINaTPUIECKHUX MAallMeHTOB CM. B pasnene 4.2.
5.3 JlaHHblIe TOKJIUHUYECKOH 0€30I1aCHOCTH
[Tpoduie goxkaMHUYECKOH Oe3omacHOCTH BeMypadeHnda olleHuBalIn Y KpbIC, CO0aK ¥ KPOJIMKOB.
TOKCUKOJIOTMYECKNE UCCIEN0BAaHUS TOBTOPHBIX /103 BBISIBWIN, YTO MEUYEHb U KOCTHBIM MO3T
ABIIAIOTCS OpraHaMHU-MUIIEHSIMH Y co0ak. OOpaTumble Tokcuueckue 3¢ HeKTsl

(remaToLEIUTIONSAPHBIA HEKPO3 U JIereHepaltsi) B IEUEHU MIPH SKCIIO3ULIUHU HIDKE 05KHUIaeMOn

35



COOTBETCTBYET 3KCNEPTHO

ot 28.04 2026 N= 85392

kInHn4Yeckoi (Ha ocHoBe cpaBHeHMsI AUC) Obuld OTMeq'Q[E}%]%%;Eéﬁlﬁwfﬁc%he&%ﬁnﬁﬂ y

MY OTYETY

cobak. O4yaroBbslif HEKpO3 KOCTHOT'O MO3ra ObIJI OTMEUYEH y OJHOI cO0aKu B TOCPOYHO
npeKpaiieHHoM 39-HeAeTbHOM HCCIeIOBaHUN Y CO0aK ¢ JO3MPOBKOM /IBa pa3a B CyTKU IpU
9KCIIO3UIIMHU B AMANa30HE OKUAAEMbIX KIIMHUYECKUX 3HaueHu (Ha ocHoBe cpaBHeHuss AUC).

B uccie0BaHuM IIUTOTOKCHYHOCTH KOCTHOTO MO3ra iN Vitro Habro1anachk He3HAYUTE IbHAS
UTOTOKCUYHOCTh B HEKOTOPBIX MOMYJISIIUAX JTUM(PO-TEMATOMOITHIECKUX KIETOK KPBICHI,
cO0aKy M 4eIoBeKa MPH KIMHUYECKH 3HAYMMBIX KOHIICHTPALIUSX.

Bemypadenu6 nposBuii OTOTOKCHIHOCTD iN Vitr0 B KyJbTHBUPYEMbIX MBIIITHHBIX
bubpobacTax mocie 00IydeHus yIbTpadHroIeToM, HO HE iN VIVO B HCCIICIOBAaHHH Ha KPbICax
IpY IPUMEHEHUH B J103axX 10 450 MI/Kr/CyTKH (MIpH SKCHO3ULUAX HUKE 0KUIAEMBIX
KJIMHUYECKHX dKCTO3uIii Ha ocHoBe cpaBHeHMst AUC). CriennanbHbIX HCCIeT0BAaHUI
BeMypadeHnOa /1715 OLEHKH BIUSHUS Ha PepTUIBHOCTD Y KUBOTHBIX HE MPOBOIMINCH. OTHAKO B
TOKCUKOJIOTHUECKUX HCCIEA0BAHUAX MOBTOPHBIX 03 HE OBLJIO OTMEYEHO FMCTOMATOIOTHYECKIX
W3MEHEHHUH B PENPOIYKTHBHBIX OPraHaxX CaMIIOB M CaMOK KpPbIC M COOAK MpH MPUMEHEHHUH B
n03ax 110 450 Mr/Kr/cyTKH (IIpH SKCIO3ULUSAX HIKE OKHUIAEMBIX KITMHHUECKUX IKCIIO3UIIUI Ha
ocHoBe cpaBaenust AUC). BemypadenuO He BBIABII IPU3HAKOB TEPATOTCHHOCTH Y
SMOPHOHOB/TIIONOB KPBIC B 033X 10 250 MI/KI/CYyTKH WU SMOPHOHOB/TIOIOB KPOJIMKOB B
no3ax 10 450 mr/kr/cyTku (Ha ocHoBe cpaBHeHHss AUC). OgHaKO, YKCITO3UIUU B HCCIIETOBAHUN
pa3BUTHS SMOPUOHA/TUTOA OBUTH HIDKE KIMHUYECKUX SKCIO3HUINI Ha ocHOBe cpaBHeHust AUC,
TaKuM 00pa3oM, TPYAHO ONPEAETUTh, B KAKOW CTETIEHHU 3TH Pe3yJIbTaThbl MOTYT OBITh
HKCTPANIOIMPOBAHBI Ha YesoBeKa. [103ToMy Heb3s UCKIIIOUUTH BIUSHUE BeMypadeHnda Ha
wioa. MccnenoBanuii, Kacatomuxcs Mpe- U OCTHATAIBHOTO Pa3BUTHSI, HE TPOBOINIOCH.

B ananm3ax in vitro (6akrepuanshas mytarust [AMES Assay], XxpoMocoMHbIE abeppaliui B
AUMQOIMTAX YETOBEKa) U B MUKPOSAEPHOM TECTE KOCTHOTO MO3ra KpbIC iN ViVO, MPOBEACHHOM C
BeMypa(eHnOoM, MPU3HAKOB FT€eHOTOKCUYHOCTH BBISIBIIEHO HE OBLIIO.

HccnenoBanus KaHIIEPOT€HHOCTH BeMypadeHn0a He MPOBOIUIHCH.

6. ®APMAIEBTHUYECKHWE CBOWCTBA

6.1. IlepeyeHb BcOMOraTeJIbHbIX BELECTB

S npo TabJIETKHU:

KPEMHHUSI TUOKCH]T KOJUTOUTHBIN O€3BOIHBIN;
KpOCKapMesuio3a HaTpus;

TUMPOII032a (TUIPOKCUTIPOTTUIIIEIITION034);
MarHus creapar.

[Iimenounast 060JI0YKA:

MTOTWBUHUIIOBEIH CIIHUPT,
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tutana auokcua (E171);

Mmakporoi 3350;

TaJbK;

KpacuTenb xene3a okcu KpacHuii (E172).

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpok rognoctu

3 rona.

6.4. Oco0Obie Mepbl NPETOCTOPOKHOCTH NMPH XPAHEHHH

Xpanuts 1pu remrneparype He Boiie 30 °C B OpUrnHaibHON YIIAKOBKE JUIS 3aIUTHI OT BJIArH.
6.5. XapakTtep u cojiep:kaHue NePBUYHON YIAKOBKH

I[To 8 Tabnerok B GiucTep, U3TOTOBICHHBIN U3 TPUILTIEKCA (OPUEHTUPOBAHHBIN
noauamMu/antoMuHui/ienka noauBuHmwixinopuatas (OITA/AJI/TIBX)) u donbru
ITIOMUHHMEBOU BBICOKOTEMIIEPATYpPHOM.

7 6IUCTEPOB BMECTE C JIMCTKOM-BKJIAIBIIIIEM [TOMEIIAIOT B KAPTOHHYIO MAUKy.

C uenbo KOHTPOJIS MEPBOTO BCKPHITHSI HAa MAYKy HAHOCUTCSA 3all[UTHAs rojiorpaduieckast
HaKJIEHKa.

Pa3mep ynakoBku: 56 Ta01€TOK, HOKPHITHIX IJIEHOYHOU 000I0YKOMA.

6.6. OcoOble MepbI MPETOCTOPOKHOCTH MPU YHHUYTOKEHUH HCIO0JIH30BAHHOTO
JICKapCTBEHHOI'0 NPenapaTa Wi 0TX010B, MOJYYCHHBIX N0C/Ie NTPUMEHEHHUSs
JICKapPCTBEHHOI'0 NPeNnaparTa u Apyrue MaHUIYJSIUH C IPenapaToM

Bechb ocTaBmniics nekapCTBEHHBIH Mpenapar U OTXO/bI CIETyEeT YHUUTOXKUTh B YCTAHOBJICHHOM

TOPSIZIKE.
7.  JAEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

[IBennapus

@. Xobdmann-JIs Pomr JlTx.

F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4058 Basel, Switzerland
ten./pakc: + 41 61 68 6880192

7.1 IlpeacraBuTe/b epKaTe/sl PerHCTPALMOHHOIO Y10CTOBEPEHH

[Mperen3un norpedUTENEeH HAOPABIATH 110 aIPECY:

Pecnyonuxa benapyco

HNOOO «Pou Iponakre Jlumureny

220030, r. MuHck, ya. Cepaiiosa, A. 2, 1 atax, nomemnienue 20
ten. +375 740 740 97 41
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e-mail: belarus.safety@roche.com

Pecnybnuxa Kazaxcman

TOO «Pom Kazaxcran»

050051, r. Anmatsl, Meneyckuit paiion, np. Jlocteik, 1. 210
Ten. +7 (727) 321 24 24

e-mail: kz.safety@roche.com / kaz.quality@roche.com

Poccuiickaa ®eoepayus
AQO «Pom-Mocksa»
107031, r. Mockga, TpyOHas miomasis, a. 2, moMmemnieHue 1, stax 1, komHara 42
Ten. +7 (495) 229 29 99
e-mail: moscow.reception@roche.com
8.  HOMEP PETHCTPAIHMOHHOI'O YAOCTOBEPEHUSA

JITI-Ne(000249)-(PT-RU)

9. JIATA NEPBUYHOM PETUCTPAIIMU (ITOATBEPXKJIEHUA PETUCTPAIINN,
INEPEPETUCTPALIN)

Jara nepBoii peructpanun: 26.05.2021
10. JATA IMEPECMOTPA TEKCTA

OO61as xapakTepyCcTHKa JIEKApCTBEHHOT O penapaTa 3endopad qocTynHa Ha HHGOPMallMOHHOM
noprane EBpa3zuiickoro 3KOoHOMH4ECKOIro cor03a B MH(OPMallMOHHO-KOMMYHUKAIIMOHHOM CEeTH

«Hutepuer» http://eec.eaeunion.org/
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