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HHCTPYKHHA

[0 MEXHIMHCKOMY HPHMEHEHHUIO JIEKAPCTBEHHOI0 CPeNCcTBa
3eaoopad® (Zelboraf®)
1. HABBAHME JIEKAPCTBEHHOI'O CPEJICTBA: 3CJI60pa(b®

MesKIyHapoIHOe HeNATEeHTOBAHHOE HauMeHoBaHue: BeMypahenu6 (vemurafenib)
2. COCTAB JEKAPCTBEHHOI'O CPEACTBA
OHa Tabnerka, HOKPHITas IVIEHOYHOH 000JI0UKOM, CONEPIKHUT:

axmuenoe sewjecmso. Bemypaderntd’ — 240.00 mr;

! BeMypathenu6 conepxurcs B BUAe Ko-npeuunurata semypadennda — 240. 000 mr (30%) 1 runpomenoss
anierara cykuunata — 560.000 mr (70%).

TTonHBIH CIIMCOK BCIIOMOIaTENbHBIX BELIECTB CM. pasiaci 6.1.

3. ®OPMA BbBIIIYCKA:
Tab6eTKH, MOKPHITHIE IICHOUHONH 060I09KOH.

Onucanne
JIBOSIKOBBIIYKJIbIE, OBAILHOM (OPMBI TaOJIETKH, IIOKPHITHIE ILICHOYHOH 000IOYKOH, OT po30Ba-
T0-6E7I0r0 10 OPaHKEBO-0EIOro UBETA, ¢ TpaBUpoBKOH « VEM» Ha 0/THOH CTOpOHE TaOJIETKH.

"4, OCOBEHHOCTHU KNIMHUYECKOI'O ITIPUMEHEHHUS

4.1 Hoka3zaHust K IPAMEHEHHIO
Tpenapar 3en6opad® noxaszan mns neueHus HeonepabeNbHOM MM METACTATHIECKOH MENaHOMBI
¢ mytanueit BRAF V600 (cm. pazgen 5.1).

4.2 Cnocob npHMeHeHNs H JO3UPOBKA

Jleuenre BemypaeHHOOM IOJDKHO HAUMHATHCS M OCYHIECTBIISThCA IOJ HaOMOJCHHEM KBaJIH-
(HUIIHPOBaHHOTO Bpaya, UMEIOIIEr0 ONBIT B 00JACTH HCIOIb30BAHHSA IPOTHBOPAKOBBIX JIEKap-
CTBEHHBIX CPEJICTB.

BemypadeHnOOM MOXHO JIEUHTh TOJBKO T€X MNAIHEHTOB, Y KOTOPBIX YCTAaHOBJICHO HAJIMYUE
BRAF V600 MyTanuu npu IIOMOILIH BATHAXPOBAHHOTO TecTa (cM. pazaen 4.4 u 5.1).

Ho3zuposanue 6 00bIYHbIX YCAOGUSX

PexoMeHmyeMas 103a npenapata 3en6opad® cocrasnger 960 mr (4 Tabnetku no 240 mr) 2 paza
B JI€Hb, CyTOUYHas o3a — 1920 mr.

BemypadheHn6 MOXHO IPHHUMATh KaK BO BPeMS €11bl, TaK U OTAEIBHO OT IIpHEMa IHIIH, OIHAKO
cienyer u3beratb CHCTEMAaTHUYecKoro npuema oOeux 403, COCTaBIAIOIIMX CYTOYHYHO J03Y,
HaToax (cM. pasnen 5.2).

IIpooonacumenvrocms npuema npenapama

TIpuem npenapara 3en6opad® pekoMeHIyeTcs POAOIKATE A0 TOSBIEHHS IPU3HAKOB IPOrpec-
cUpoBaHUs 3a00JEBaHUS WK HENPUEMIIEMbIX Tokcudeckux 3ddexToB npenapata (cm. Tabmuiy
1u?2).

COTJJACOBAHO

MUHHUCTEPCTBOM 3[PABOOXPAHEHUSA
PECIIYBJIMKY BEJIAPYCh

ITpukas MugrucTepeTBa 3paBOOXPaHeHUA

13 _ﬁqcmuxn Benapycs
20___r. Ne /0004 1

Iponywennwiii npuem
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Ecnu odepenHoll mprieM NMpOIyIIEH, €r0 MOXHO IIPOBECTH MO3Xe LIS TOMNEPXKAHHS PEXHMa

npuemMa 2 pasa B JIeHb, OJIHAKO MHTEPBA] MEXIY IPOIYIIEHHBIM M NOCIEAYIOMHM IPHEMOM
TOJDKEH COCTABIIAThL He MeHee 4 yacoB. [IpuemM nBoiiHO 10361 Ipenapara He IOy CTHM.

Peoma
B ciry4yae BO3HMKHOBEHHMS PBOTHI IOCIIE IIpHeMa BeMypadernba He clieayeT IpUHUMAT JOHO-
HHUTENBHYIO 103y, a JICYEHUE NOIDKHO OBITh IPOAOJKEHO B OOBIYHOM PEXKUME.

Hsmenenue 0o3wvi

[TosiBIEeHUEe CHMIITOMOB HEXENATeNbHBIX SBICHHH WM ymiuHeHHe mHTepBana QT Moxer mo-
Tpe6oBaTh YMEHBILICHHUS J103bl, BDEMEHHOT'O IIPEPHIBAHUS MM [PEKPAIlECHHs TePalluy Mpenapa-
ToM 3enbopad® (cm. Tabmuy 1 1 2).

KoppekTrpoBKa 035l WM NpephIBaHKE TEPAIUH P Pa3BUTHH ILIOCKOKJIETOYHON KapIHHOMBI
KOXH He pekoMeHayercs. CHHKeHHe H03bl MeHbIne 480 Mr aBa pasa B ICHb He PEKOMEHAYETCS
(cM. pazznen 4.8).

Tabiuua 1: U3menenne 10361 B 3aBHCHMOCTH OT CTENEHH TSXKEeCTH JI000ro HesKe1aTeIbHO-
ro sisnexHns (HA)

Crenens (CTC-AE) ® PexomMeHayeMbie H3MEHEHHS 103bI

Crenens 1 uim crenedsb 2 (nepeHocHMast) IMponomxate neyenne BeMypadeHnOOM B 103e
960 Mr nBa pa3a B I€Hb.

Crenenb 2 (HemepeHocMMasi) WJIH CTeNeHb 3

[Teproe mposBienue modoro HA crenenu 2 | IlpepBarh Tepanuio 10 Te€X IOp, NOKa CTENEHb
win 3 TshKecTH He cHusurces 1o 0-1. Bo3oOGHoBUTH
mpueM Ipenapata B no3e 720 Mr aBa pasa
B 1eHb (6o 480 Mr nBa paza B Ji€Hb, €CIH
1032 yxKe Obla CHIKEHA).

Bropoe nposienenue mobdoro HS crenenu 2 | IIpepBars Tepanuio 1o Tex MOp, MOKa CTENEHD

TN 3 TsokecTn He cHusurcs 0o 0—1. Bo3oOHOBHTE
00 COXpaHEHHWE CHMIITOMOB IIOCTE TIpephl- | MpueM Impenapara B goze 480 Mr nmBa pasa
BaHMA JICYEHUS B IcHb (MO0 HaBcerJa OTMEHHUTh TEPAIIHIo,

€clIM [03a MpemapaTa yxe ObLla CHEDKEHa
1o 480 Mr 1Ba pasa B ICHB).

Tpetbe mposBienue mobGoro HS cremenm 2 | HaBcerna oTMEHHTH Tepamnuro.
ui 3

00 COXpaHEHHE CHMIITOMOB IOCIE BTOPOTO
CHIDKEHHS O3Bl

Crenens 4

IlepBoe mposiBnenue moboro H crenenu 4 Hagcerna oTMeHUTH Tepamuio JUOO NpepBaTh
Tepanuio BeMypapeHuOOM IO TeX Nop, MOoKa
CTEMNEHb TSHKECTH He cHu3uTcs a0 0-1.

Bo3oGHoBHTE NIpreM npenaparta B gose 480 mr
IIBa pasa B IeHb (u00 HaBceraa OTMEHHUTH Te-
pamuio, ecim 103a nperapara L?I&%M,ﬁ_fgmfa CHH-

e AT B o) ¢
Bropoe mposenenne moGoro HSI cremenm 4 | HaBcerjappMeHnts Tepanms;

4 cenge Lol 2oi
a Tinmas
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aubo coxpaHeHHe cuUMITOMOB moboro H
CTerneHH 4 mocje NepBOro CHIXEHUS TO3bI
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@ CTenenp BBHIPaKEHHOCTH KIMHHYECKHX HEXETATeNbHBIX SABJICHHH, PAHXHUPOBaHHAS COTIIACHO
OGIHM TEPMHHOIOTHYECKMM KPHTEPHSM HexenaTenbHbX apnenuit Bepcun 4.0 (CTC-AE).

3aBHCHMOE OT JKCIIO3MIMH yuinHeHne uHTepBata QT Habmomanoch B paMKax OTKPBITOTO HC-
cnemoBanus ¢assl II, B KOTOpOM He HCHONB30BATMCH KOHTPOJIbHBIE TIPENapaTsl, y paHee Moiy-
YaBIIKX JICUECHHE MAIMEHTOB C METACTaTHYECKONX MeNnaHOMOM. JleueHue ¢ uenbio KOppeKTHPOB-
Kd yaauBenHoro unteppana QTc MoxeT noTpeGoBaTh NPHHATHSA OCOOLIX MEp MO0 MEJUIHHCKO-

My HaboaeHHIo (M. pasaen 4.4).

Ta6auna 2: H3MeHeHue 10361 B 3aBHCHMOCTH OT yAIHHeHHs: HHTepBana QT

3nauyenne QTc

PeKOMeHﬂyeMble H3MEHCHHS N03bI

QTc > 500 Mc B MCXOIHBIH MOMEHT BPEMEHH

Hasuauath jedeHue He PEKOMEHAOYETCA.

Yeemuuenne QTc cocrasnser > 500 mc, npu
3TOM H3MEHEHHE TI0 CPAaBHEHHUIO CO 3HAYCHH-
MM JI0 Hayala JieueHHs cocTaBiseT > 60 mMc

HaBcerzna OTMEHUTH TEPAITHIO.

[TlepBoe mposeiaenne QTc> 500 Mc B xome
JIeYeHHUs, NIPU 3TOM HM3MEHEHHE II0 CpaBHe-
HHIO CO 3HaYEeHWEM JI0 Hayaja JIeYeHHUs OcTa-
eTcs Ha ypoBHe < 60 Mc

ITpepBaTh Tepamurio 10 TeX MOp, NOKa HHTEPBa
QTec ne cuusutcs no 3naveHus Menee 500 Mc.
CM. Mepsl IO MEOHIMHCKOMY HaOIIOINECHHUIO
B pazznene 4.4.

Bo306HOBUTH mipHieM mpemapara B Ao3c 720 Mr
IBa paza B JeHb (6o 480 mMr nBa pas3a B IC€Hb,
eCITH J103a yxe ObL1a CHUXKEHA).

Bropoe mposenenne QTc> 500 mc B xoxe
JIeYeHHs, TIPH 3TOM H3MEHEHHE IO CpaBHe-
HUIO CO 3HAa4YCHHEM JI0 Hayajia JICUEHHs OCTa-
eTcs Ha ypoBHe < 60 Mc

[pepBath Tepamuio 10 TeX MOp, IOKa HHTEPBAI
QTc me causutcs go 3HadeHus Mesee 500 mc.
CM. Mepsl TII0 MEAMUMHCKOMY HaOJIXOINECHHIO
B pasjene 4.4.

Bo306HOBUTH TipueM mpenapara B no3e 480 mMr
IBa pasa B JeHb (MO0 HaBcerJa OTMEHHTH Te-
parmio, ecliy 403a Ipenapara yxe ObLia CHHXe-
Ha 710 480 mr 1Ba pa3a B I€Hb).

Tpetbe mnposiBnenune QTc>500mc B xoze
JICYEHHs, NIPU 3TOM M3MEHEHHE I10 CpaBHe-
HHIO CO 3HAYEHHUEM JI0 Haqasa JICYECHHs OCTa-
eTcs Ha ypoBHe < 60 Mc

Hagscerna oTMEHHTD TEPAIIHIO.

Ho3upoBanne y 0co0bIX rpynn naqueHToB
IHayuenmer noxcunoeo eo3pacma

Koppexuun 103561 y naiieHTOB B Bo3pacTe 65 JeT U cTapiie He TpebyeTcs.

Iloueynas Heoocmamounocmo

MMeetcs orpaHHyeHHbIH 00beM NaHHBIX B OTHOINCHHH NALMEHTOB ¢ HapyIICHHEM QYHKIHH I10-
YeK. PHCK TOBBIIIEHHON SKCMO3MIMH CPely MAlHeHTOB ¢ HapylleHueM (QYHKLIHMH MOYEK TKe-
JIO¥ CTeNeHH He MOXET ObITh HCKModeH. [lanueHTsl ¢ HapylIeHHeM QyHKIMH MOYEK TSDKENIOon
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CTCIICHH JOJIXKHBI HAXOJUTHCA 110 TIIATCIbHBIM MEIUITNHCKUM Ha6JI}OIleHI/IeM (CM. pa3aciibl 4.4

n5.2).

Ileyenounasn neoocmamouynocms

MmeeTcs orpaHn4eHHbBIH 00beM NaHHBIX B OTHOIICHHY NMAUEHTOB ¢ HAapyIIeHHEM (QYHKIIMH Iie-
genH. [Tockonbky BeMypadeHHO BBIBOAUTCA IEYEHBIO, Y IAIUEHTOR C HAPYIIEHHUEM (QYHKIIHH
IIEYEHH CPEHEH MM TSDKEIOH CTENeHH MOXKET HaOMI0NAaThCs MOBBIIEHHBIH YPOBEHD KCIIO3H-
MM, B CBSA3H C YEM JIaHHbIE MAIMEHTH! JODKHBI HAXOAUTHCS MO MPUCTATBHBIM METHIIUHCKEM
HabmoneHueM (cM. pazaensl 4.4 u 5.2).

Jemu

BesonacHocTh 1 3G (PEKTUBHOCTH TIPUMEHEHHS Tpenapata 3en6opad® y mereit B Bospacte 10 18
JIeT He YCTaHOBJEHEI. J[aHHBIE, HMEIOLIHECs B HAaCTOsIIee BpeMs, IPEACTaBIEHE! B pa3fienax 4.8,
5.1 u 5.2, ogHako Kakue-MubO peKOMEHJAlUy B OTHOLIEHUH 103 He MOTYT OBITH CHOPMYIHpPO-
BaHEI.

Iayuenmor HeegponeouoHou pacel
besonacHocTh B 3G (GEKTHBHOCTh NMPUMEHEHUS BeMypadeHuba y MamueHTOB HEEBPOIECOHIHOH
pachl ycraHoBJIeHB! He ObUH. Kakue-nubo naHHbIE OTCYTCTBYIOT.

Cnocob opuMeHeHHUs
Bemypadenut npennasHaueH a1s npueMa BHyTpb. TaOleTKu ciefyeT OporyaThiBaTh LETHKOM,
3anuBas Bojoi. He momyckaeTcs pa3»KeBbIBAaTh WIH U3MEIhUaTh TaONeTKH.

4.3. IiporuBonoKasanus

Ipenapar 3en6opadg® MpoTHBONOKA3aH MALMEHTAM C TIOBBIIIEHHONH YYBCTBUTENLHOCTHIO K Be-
MypadheHnOy WM K JpyrdM KOMIIOHEHTaM IIpeliapaTa B aHaMHe3e, IEPEUYMCIICHHBIX B pasjelie
6.1.

4.4. OcoOble yKa3aHUsSI H MePbl IPEI0CTOPOKHOCTH NPH NPHUMEHEHHH

Ilepen HavanoM JiedeHus Bemypadenndom Hamuure Mytauun BRAF V600 y manmeHToB 107K-
HO OBITH MOATBEPIKAECHO C TIOMOINBIO BATHAUPOBAHHOIO TecTa. DPPEKTHBHOCTD B 6€30MaCHOCTH
npUMeHeHHs BemypadeHnba y MalueHToB, ONyXOIH KOTOPBIX 3KCIPECCUPYIOT PEIKHE MyTalliH
BRAF V600, otmmuneie ot V600E wumu V600K, He Obumm yOeOMTENbHO [OKa3aHbI
(cm. paszmen 5.1). Bemypadenu6 He NomKeH Ha3HAYAaThCs MAIMEHTAM CO 3JI0KAYECTBEHHOH Me-
naHoMoii, skcnpeccupyomeit BRAF nukoro tuma.

Peaxyuu eunepuyscmeumenoHocmu

Ha ¢one npuema npenaparta 3en6opad® 3aperucTpupoBaHs! Cilyday cepbe3HbIX PeaKLHii rumep-
JyBCTBUTEJILHOCTH, B TOM YHCIe aHapUIaKTH4ecKue peakuuu (cM. paszenst 4.3 u 4.8). Tsxe-
Jble PEaKIHK THIIEPYYBCTBUTENBHOCTH BKIIOYanM cuHApoM CTHBeHCaA-J/DKOHCOHA, T€HEPATU3H-
POBaHHYIO CHIIb M OPUTEMY WM apTepUANbHYIO TMNOTEeH3MIO. [Ipy pa3sBUTHH CEphE3HBIX peaK-
Ui THIEpYyBCTBUTENLHOCTH IpHeM Tipenapata 3entopad®™ He0GX0IMMO IIPEKPATHTH HAaBCer/Ia.

Lepmamonocuueckue peaxyuu
B KITIOYEBBIX KIIMHHYECKHX UCCIEJOBAaHHUAX COOOIIANOCH O TSKEIBIX AEPMATONOTHYECKHX peaK-
IHAX y NAIUEHTOB, NOTy4aBIIUX BeMypadeHHO, KOTOpble BKIIOYAIM PEIKHE ClyYay CHHIPOMA

CtuBeHca-JKOHCOHa ¥ TOKCHYECKOIO SMUIEPMATIBHOIO H%Polméah ‘B mocipMapkemrosbx
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HccnenoBaHuax (CM. pasien 4.8) cooOInanoch 0 caydasx HOSBICHUS KOXXHOH CHIITN B COUYCTAHHH
¢ s03HHOGMIMEN U CHCTeMHBIME cuMntoMamu (cuaapoM DRESS) Ha pone npuMeHeHus BeMy-
padennba Y NAlMEHTOB, MEPEHECIIMX TKEIYIO KOXKHYIO PEAKIMIO, JeUeHHe BeMypadeHHOOM
JOJDKHO OBITH IPEKpalleHO HAaBCEraa.

Ycunenue oesticmeus paouayuonnou moxkcuyHocmu

V mauueHToB, MOJTYYaBHIMX JIeYeHHE NIOCPEIACTBOM JIy4€BOM TEPAIlHH O, BO BpeMs HIH I0CIE
Tepanuy BemypadeHuOoM, ObUTH OTMEYEHBI CIy4al PEAaKTHBALMH JYYEBBIX 0XKOI'OB M MOBBILIE-
HMS| YYBCTBHUTEILHOCTH K JIy4€BOM Tepanuu. BoNBIIMHCTBO CiTydaeB IPEeCTaBIAIo co0oi mopa-
KEHHE KOXKHBIX IMOKPOBOB, OJHAaKO HEKOTOPHIE Cly4yad MOPaXEHHs BHUCLEPATIbHBIX OPraHOB
HUMEJId CMEPTENIbHBIHN Hexoa (cM. pazzaenst 4.5 u 4.8).

Crenyer coOmoaaTh OCTOPOXKHOCTh NMPH Ha3HaueHUWM BeMmypadeHHOa OTHOBPEMEHHO HIIH IIO-
CJICIOBATENIBHO C TYy4YEeBON Tepanue.

Yonunenue unmepeana QT

Y nnuaenne uatepBana QT, mpomoplHOHATIBHOE MPOIODKUTEIBPHOCTH IPUMEHEHHS NIpenapara,
Habmonanock B xoze Il ¢pa3bl HEKOHTPOIHPYEMOTO OTKPBITOTO HccnenoBanus uaTeppana QT, B
KOTOPOM Y4YaCTBOBAJIH paHee JICUSHbBIE MAIl[HEHThl ¢ METACTATHYECKOM MeNnaHOMOH (CM. paszel
4.8). Yumnaenue unrepaia QT MoxeT cocoOCTBOBaTh YBEIMYEHHIO PUCKA BO3HUKHOBEHHS
XKEJYZI0YKOBBIX apUTMHM, BKJIIOYAs XeJyJAOYKOBYIO TaXHKapHMIO THIIA «IHpYyIT». [IpumeHnenue
BeMypadeHnba He pEKOMEHAYETCS ¥ MAIlMEHTOB ¢ HEMOAJAIOMIMMUCS KOPPEKIMH HapYLICHUSIMH
3JEKTPOJIUTHOTO OanaHca (BKJIIOYas MarHuii) ¥ CHHAPOMOM yanuHeHus uHTepBana QT, a Taxxe
y HAHHECHTOB, MOJYYalOIINX JIEKapCTBEHHBIE CPENICTBA, CIIOCOOCTBYIOIUE YATHHEHUAO HHTEPBa-
na QT.

[Nepen Hayaom mpuema npemnapara i nocje KaxIoro H3MEeHeHUs 103kl BeMypaderuda HeoOxo-
mumo BeimoHuTs DK™ B McclienoBaHue IIEKTPOJHTHOrO OanaHca (BKIodas Maramil). Janb-
HEeHIHi MOHHTOPUHT, B 0COOEHHOCTH I MAIUEHTOB ¢ HapyIIeHUeM (YHKIUH ITeYeHH CpeaHeEl
WIH TSOKEJIOM CTENEHH, PEKOMEHAYETCS OCYIIECTBIIATh €XEMECSYHO B TEUCHHME IEPBBIX
3 MecsIIIeB JICYCHHUS, a 3aTeEM OJHH pa3 B 3 Mecslla WM yalle [IPH HAIMYAM KIMHHYECKHX II0Ka-
zanuii. Ecin QTc cocraBnsger 6onee 500 Mc, HaunHATh pueM BeMypadeHnba He peKOMEHAYET-
cs. Ecou Bo Bpems neuyenus QTc mpessicut 500 mMc (Crenens 3 u Bbie coryacHo OOmieH Tep-
MUHOJIOTHH KPUTEPUEB MOOOYHBIX ABJICHHUI), HEOOXOAMMO BPEMEHHO NpEpBaTh NPUEM BEMypa-
(beHuba, yCTpaHUTH 3IEKTPOJMTHBIE HApyIICHHs (BKIIIOYas MarHuii) W JOOHTbCS KOPPEKIHH
¢axTopoB pucka yinHeHHs uHTepBana QT (Hampumep, XpOHHYECKOH CepAeHHOM HeIoCTaToy-
HOCTH, OpamuapuT™Mun). He cienyer moBTOpHO MHHLMUPOBATH JIEYEHHE O TeX NOp, MOKa HH-
tepBast QT He ymeHbmuTcs MeHee S00 Mc, ¥ OBTOpPHOE JICUCHHE ClEIyeT HaYHHaTh C YMCHb-
IIEHHOM [103Bl, KaK omnucaHo B Tabnuue 2. Ecnu mocne KOpPpeKIMH COMYTCTBYIOIMX (aKTOpoB
pucka 3HadeHue QTc cocraBnsger 500 Mc U OTJIMYAETCS OT UCXOTHOTO 3HAYEHHUS], 3aPETUCTPUPO-
BaHHOTI'O IEpe] Ha4yajIOM IIpHeMa mpemnaparta, 6onee yem Ha 60 Mc, mpuem BeMypadenuda HeoO-
XOAMUMO NPEKPATUTh HaBCeraa.

Ogmanvmonozuyeckue peaxyuu

Coobmuianocs 0 cepbe3HbIX OMTATBMOIOTHYECKHX PEaKUMsAX, BKIIOYABIIMX YBEUT, HPUT M OK-
KITIO3MIO BeHBI ceTyarku. HeoOxomumo peryisipHoe HaOoAeHME 3a NALMEHTOM Ha MpeaMeT
pa3BUTHS O(TATBMOJNOIHYECKIX PEAKIIUH.
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IInockorknemounasn kapyunoma xooicu (I11KK)

[1pu nevenun BeMypadeHHOOM, KaK TIPaBHIIO, B HAaYalle Kypca JeYeHHs OUEHb YaCTO OMUCHIBAIOT
Clly4ad Pa3BHTHs IJIOCKOKIETOYHOH KapLUMHOMBI KOXH (B TOM YHCIIE CIy4YaH, KIacCHPHIHPO-
BaHHBIE KaK KepaToaKaHTOMa M CMEIIaHHas KeparoakaHToma) (cm. paszen 4.8). Becem namuesn-
TaMm 10 Hayajua Tepaluy PEeKOMEHAYETCs MpoHTH obcienoBaHHe y IEpMaToyiora W PeryisipHO
Ha0/ofaThCsl Ha NPOTKEHHM BCEro Kypca jedeHus. IIpy BOSHHKHOBEHHHM MOOBIX MOTO3PH-
TEJIbHBIX IIOpPaXEHUH KOXKU HX HEOOXOIMMO HCCeub, HAlPaBUTh Ha MAaTOMOPQOIOTHYECKOEe HC-
CJIeZIOBaHUE M NPOBECTH TEPAINHUIO B COOTBETCTBUU C MECTHBIMH CTAaHIApTaMH OKa3aHHS MeIH-
uuHCKod nomomn. HabmozneHnue 3a naigeHToM Ha MpeaIMeT NOSBIEHHUS KOXKHBIX 3JI0Ka4eCTBEH-
HBIX HOBOOOpa30BaHMH IOJDKHO IPOAOIDKATHCA B T€UeHHE 6 MecsLeB MOcie NMPEeKpalleHus Je-
YyeHUs BeMypadeHnOoM MK 10 Havyajia JeUeHUs IPYTUMH IPOTHBOOIYXOJIEBBIME IIpeNapaTaMH.

IManueHTH JODKHB! OBITH TPOMHCTPYKTUPOBAHBI O HEOOXOIMMOCTH 00pamiaThCst K Bpaqyy B CIIy-
Yae IpOSIBJICHHS JTIOOBIX KOXKHBIX H3MEHEHHH.

I1Lnockornemounas kapyuHoma opy2oil 10Kanu3ayuu

BelIM MoNydeHbl COOOIIEHHS 0 HEKOXKHOU IUIOCKOKJIETOYHOH KaplHHOME y NalUEeHTOB, MOIY-
yapuiux Bemypadennt. [lepen Haganom nmpuema npenapara HeoOXOJUMO IIPOBECTH 00CIEI0Ba-
HHE TOJIOBBI M IIEH, COCTOsIIee Kak MHHHMYM K3 BH3YaJIbHOTO OCMOTpa CIM3HCTON 000NOYKH
TIOJIOCTH PTa U NANbIAIMH JTHMGATHUECKUX Y3JIOB H HOBTOPSATH 3TO 00CIE€IOBAHHE depe3 Kax-
Ible 3 Mecsia BO BpeMs InpHeMa mpenapara. Kpome Toro, nepez HadaloMm IpHEMa IIpernapara
HeOOXOAMMO BBIIOJIHHTh KOMIBIOTEPHYIO TOMOTpa(puio OpraHoB I'PyAHOH KIETKH, a BO BPeMs
mpHeMa Ipenapara MOBTOPATh 3T0 o0cienoBaHue depes kaxasle 6 Mecsues. Ilepen maganom
npHeMa Ipenapara | M0 3aBepIeHHN TEPayH I NIPY HAIMYHK KIMHAYECKUX CUMIITOMOB pe-
KOMEHYETCS IPOBOIUTDH MCCIEOBAHUS MIPIMOH KUIIKY ¥ OPraHOB MaJIoro Tasa (y XKEHILHH).
IMocne mpekpamieHus npreMa BeMypadeHuda, o6cie10BaHus ¢ LENBIO BBIABIECHHS IUIOCKOKIIE-
TOYHBIX KapIHHOM HeOOXOMMMO MIPOJOKAThH B T€UEHHE 6 MECANEB MM JI0 Hayajaa Jpyro mpo-
THBOOIMYXOJIEBOU Tepanuu. BEIABICHHbIE IaTONIOTMYECKHE U3MEHEHHUS CIIENYET PAaCICHUBAThL KaK
KJIMHHYECKOE TIOKa3aHue K MPOBENCHHIO 00CIeI0BaHYS.

Broewv so3nuxwas nepeudHasl MealaHoma

B KIMHHYECKMX HCCIEIOBAHMAX coo0manoch 0 BHOBb BO3HUKIIMX INEPBUYHBIX MEJIAHOMAX. B
3TOM CJIydaec IIpOBOANTIOCH HCCF‘—ICHPIC, H NAalUCHTHI IPOA0JDKAIN JICYCHUE 0e3 H3MEHEHHUS 103BI.
MOHHTOpI/IHF MaTOJIOTHYECKMX H3MEHEHMI KOXKHU JOMKEH ITPOBOAUTHECS, KaK 3TO ONIMCAaHO BBIIIC
IUI TIOCKOKJIETOUYHOM KaplIIuHOMBI KOXH.

IIpouue 310xauecmeenHbie HOBOOOPA306AHUS

Hcxons U3 MexaHusMa IeiCTBHS, BeMypadeHud MOXXeT BbI3bIBaTh IPOIPECCHPOBAHUE OHKOJIO-
ruueckux 3aboneBaHMii, acCOLMMUPOBAHHBIX ¢ MyTanueil RAS (cm. pasmen 4.8). Bemypadenub
ClieqyeT IPUMEHSITh C OCTOPOXKHOCTBIO Y MAIIUEHTOB ¢ paHee NMEPEHECEHHBIMH HJIH COMYTCTBY-
JOIMMHU OHKOJIOTHYECKUMH 3a00JI€BAHUSIMH, aCCOLMHPOBAHHBIMU ¢ MyTalusaMu RAS.

Ilauxkpeamum

Coo6IIanock o cydasx pa3BUTHSA MAHKPEaTHTa ¥ CyObEKTOB, MOMy4aBIINX JE€YEHHE BeMypade-
HuboM. B ciydae pa3BuTHA HEOOBICHMMON OOJH B XHMBOTE CICIYCT HEMEUVICHHO IIPOBECTH HE-
00XoaMMBbIe HCCEeNOBaHMs (BKITIOYAs M3MEpEHHE KOHLCHTpAlMi aMuiasbl M JIMIIA3bl B ChIBO-
poTke KpoBH). [Ipr BO30OHOBNICHUH Tepanuy BeMypadeHuO0M 1ocie 3NHM30/a DaHKpeaTuTa na-
IIHEHTH! IOJDKHBl HAXOIUTHCS N0 IPHACTAIbHBIM MGHHHHHCKHIE{mHaﬁH@geﬁﬁeM; B
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Lopaxcenue neuenu

Coo6Imanocs 0 CaydasX pasBHUTHS TMOPaXEHHS NeYeHH, BKIIOYas CIy4ad MOpPaXeHHs INEeYCHH
TSOKETION CTENEHH, pH mpuMeHeHuu Bemypadenuba (cM. pasaen 4.8). CrnenyeT BBIIOTHUTD U3-
MepeHHe KOHIIEHTpalui ()epMEHTOB IeYeHH (TpaHCaMHHa3 U IenouHoi ¢ocdaraspl) U OmM-
pybHHa 10 Hayana JeYeHHs, a TAKKe KOHTPOJMPOBATH MX €KEMECSYHO B XOJE JICUEHHUs JHOO
IpH HATHYUKM KIMHUYECKUX NokasaHui. OTKIOHEHHS 1abOpaTOpHBIX IOKa3aTeNled OT HOPMBI
clieyeT KOPPEKTHPOBATh MOCPEACTBOM CHMXEHHUS [03bl Ipenapara, BpEMEHHOIO TpEephIBaHUS
Tepanuu 00 ee MOJHOro IpeKkpameHus (cM. pasaensl 4.2 u 4.8).

Hegpomoxcuynocme

Coobmarnoce 0 ciydyasx pa3BUTHS HEPPOTOKCHYHOCTH, PaHXKHPYIOUIENHCs OT NOBBIIECHHS YPOB-
HS KpeaTHHHWHAa B CHIBOPOTKE KPOBH IO OCTPOTO MHTEPCTHUIHAILHOIO HeppHUTa M OCTPOro Ka-
HaJIBIIEBOTO HEKpPO3a, IIpH NpHMeHeHuH BeMypadenuba. Crienyer BbITOJIHATh H3MEPEHHE YPOB-
Hel KpeaTHHHHA B CBIBOPOTKE KPOBH IO Havasa JIEUeHHs, a TakXkKe KOHTPOJIUPOBATh MX B XOJE
JieYeHHs MIPH HATMYHH KIMHHYECKUX ToKa3aHui (cM. pasnensl 4.2 u 4.8).

Hapywenue ¢ynxyuu nevernu

JIns nanueHToB ¢ HapylleHHeM (QYHKINH NeYeHH Kakas-TuO0 KOPpEeKTHPOBKAa HaYaIbHOH O3B
He TpebyeTcs. Menuuunckoe HaOMIOJEHHUE 3a MALMEHTaMH ¢ HapylieHHeM (YHKIMH IIEYeHH
JIErKO#i CTENeHW IO NMPUYMHE METACTa30B B IeueHb Oe3 runepOMIupyOHMHEMHH MOXET OCy-
IIECTBIIATHCS B COOTBETCTBHHU C OOIIMMH peKOMEHIAIMsMu. ViMeeTcs MHULIL OYEHb OrPaHMYECH-
Hblif 00BbEM JaHHBIX B OTHOIICHHH NAlUEHTOB C HAapyLICHHEM (YHKIMM NEYEHH CPEeIHEH HIH
TSDKEJION cTeleHH. Y MallMeHTOB C HapylleHHeM (pyHKIUH NeYeHH CpeJHEH MM TKEJoH cTe-
IEeHH MOXeT HaOmomaThCs yCHIIEHHEe NeHCTBUS Ipenapara (cM. paszen 5.2). B cBs3u ¢ 3tum
HMeeTcs HeOOXOMUMOCTh B OCYHIECTBICHHH TIIATETHHOTO METUIMHCKOTO HaOMIONCHHS, 0CO-
OeHHO Iocje NEepPBBIX HECKOJIBKUX Helelb JIeUeHHs, IIOCKOIbKY HaKallIiBaHHE IIpernapara Mo-
KeT HaOJIIoAaThCs B TEUEHHE IUTHTENLHOTO MIEpHo/ia BpeMeHH (HECKOJIBKUX Helenb). Kpome To-
ro, PEKOMEHIYETCs €XXEeMECTUHO OCyIIecTBIATE DK -MOBHTOPHHT B TEUEHHE NEPBBIX TPEX Me-
CSALIEB JICYCHHSL.

Hapywenue ¢pynxyuu nouex

JIns manueHToB ¢ HapylleHHeM (PYHKIIMHK MOYeK JIErKOH WK CpelHei CTeneHn Kakas-Iubo Kop-
PEKTHpPOBKa HavalbHOHM M03bI He Tpebyercsa. ViMeercs JNHINL OrpaHHYeHHBIA O00BEM JaHHBIX
B OTHOIICHMH NAI[UCHTOB C HapylleHneM GYHKIIMH NOYeK TSHKEIOoH cTeneHu (cM. pasznen 5.2).
Crnenyet cobmonats 0OCTOPOXHOCTD NP HA3HAYCHHH BeMypapeHnOa IMalieHTaM ¢ HapyIeHHEM
GYHKUMH MOYEK TSDKENOH CTENeHH, IPU 3TOM JaHHbIe HAllHEHTHI JOJDKHBI HAXOUTHCS IO IIPU-
CTJIbHBIM MEIUIMHCKUM HaOTIOAECHUEM.

DomouyscmeumenbHoCcmb

¥V nanueHToB, nomy4yaBlux BemypadeHuO B X016 KIIMHHYECKHX HCCIIeIOBaHUH, ObLTH 3aperi-
CTPHPOBAHBI peaKHH (HOTOIYBCTBUTEIHLHOCTH Pa3HOU CTENEHH TSOKECTH (cM. paszen 4.8). Beem
NallMeHTaM BO BpeMs IipueMa BeMypadenuba cienyet usberars npebpiBaHus Ha coianue. Ipu
IpeOBIBaHUN Ha OTKPHITOM BO3JyXe BO BpeMs IipMeMa Ipenapara nauueHTaM cleayer HOCUTh
3AIUTHYIO OIEXKIY U MCIIONB30BaTh CONIHIE3aIIUTHEIE cpecTBa ¢ Y PA- n Y OB-dunbstpamu u
Oasb3aM ai1s ry0 (CoNHLEe3amMTHEBIN GakTop >30) A 3aIUUThI OT CONTHEYHBIX 0XKOI'OB.

[Ipu peakuusx ¢porouyBcTBUTENbHOCTH CTeneHH) 2 U BbIE (HENEPEHOCHUMOCTb) PEKOMEHYETC s

e S AL

M3MEHUTH 103y IIpenapara. §

®

/
AT K T
-
~3

r
H
1
i



HO P
8610 ~2017

Qubpomamosusle uzmerenus (konmpaxmypa Jlionioumpena, noOOUEeHHbLY HaAcyuaibHblll ub-
pomamo3s)

Coobmanock 0 koHTpakType JfomouTpeHa 1 noaomBeHHOM daciuaibHoM Gpubpomarose mpu
NpYMEHEHNH BeMypadeHn6a. bonbIIHHCTBO ClTydyaeB OTHOCHINCDH K JIETKOM WM CPeIHEN cTeme-
HH TSDKECTH, HO TaKxKe ObLIIM 3apeTHCTPUPOBAHE] TSDKEIble HHBATAAU3UPYIOIIUE CITydan KOH-
TpakTyps! [romoutpena (cM. pasaen 4.8).

B Takux ciaydasx HEOOXOAMMO yMEHBIIUTH A03Y Ipenapara, IpUOCTaHOBHUTH JICUEHHE HITH Ipe-
KpaTHUTh NIpUEM IIpenapara (cM. paszen 4.2).

Brusmue semypaghenuba na oeticmeue Opy2ux 1eKapcmeeHHbIX Cpeocms

Bemypaderu® MoXXeT NOBBINIATH YPOBEHb SKCIO3ULHM JICKAPCTBEHHBIX CPENCTB, MPEHMYIIE-
CTBEHHO MeTaboJIM3upyeMbIX nocpeicTBOM u3zodepmenta CYPIA2, B mna3Me KpoBU U CHHUXKATh
YPOBEHDb SKCIO3HIMKM JICKApPCTBEHHBIX CPEICTB, INPEHMYIIECTBEHHO METabOMM3HUPYEMBIX MO-
cpenctBoM u3odepmenta CYP3 A4, B razme KpoBu.

OHOBpeMEHHOE IpUMeEHeHHe BeMypadeHHOa ¢ mpenaparamu, MeTabOIM3UPYEMBIMH ITOCpE.-
ctBoM usodpepmertoB CYP1A2 u CYP3A4 u umeromuMu y3Koe TepaleBTHYECKOE OKHO,
He peKOMeHIyeTcs. Pemenune o KOpPpEKTHpOBKE HO03bl JIEKAPCTBEHHBIX CPEICTB, IIPEUMYILLE-
CTBEHHO MeTabonu3upyeMbix mocpenactsoM mzopepmeHTa CYP1A2 mnu CYP3A4, cienyer
NPUHAMATH C YYETOM HX TE€PANEBTHYECKOr0 OKHA JO Ha3HA4EHHs COIYTCTBYIOILEH TEpalnuy Be-
MypadernOoM (cM. paznensi 4.5 u 4.6).

B cnyyasx, xorna BemypadeHHO npuMeHsieTcs OTHOBPEMEHHO ¢ BaphapHHOM, cleayeT cobiro-
JIaThb OCTOPOKHOCTH W PAacCMOTPETh HEOOXOIUMOCTb OCYILECTBJICHHS AONOIHUTENLHOIO KOH-
TPOJISL MEXIYHAPOIHOrO HOpMaH3oBaHHOro orHomenus (MHO).

BemypadeHHO MOXXET MOBBILIATh YPOBEHD 3KCIIO3HLUY JIEKAPCTBEHHBIX CPEJCTB, SBJISAIOIMXCS
cybcrparaMu P-riMkonpoTenHa, B a3Me KpOBH.

CnenyeT co0IoAaTh OCTOPOIKHOCTD IIPH BBEICHUH BeMypadeHuOa oAHOBPEMEHHO ¢ cybcTpara-
M# P-rnukonporenna. Bompoc cHIDKEHHS N03bI U (MIH) OCYIIECTBIECHHS JONOIHUTEILHOTO KOH-
TpONI KOHLEHTpaluil Ipemapara Ul JIEKApCTBEHHBIX CPECTB, SBJAIOMHUXCA CyOcTpartamu
P-IIMKOIpOTEWHA ¥ HMEIOMMX Y3KHil TepanmeBTHdeckuil nuamnazoH (YTJl) (sampumep, AHUTOK-
CMH, JaburarpaHa STeKCHIAT, ATUCKUPEH ), MOXKET pACCMAaTPHBAThCs B TOM CJIy4ae, €ClId JaHHEIE
JIEKApPCTBEHHBIE CPEJICTBa IPUMEHSIOTCS OJHOBPEMEHHO ¢ BeMypadeHnboM (cM. paznen 4.5).

Brusnue Opyaux nexapcmeennvix cpedcme Ha Oelicmeue eemypagenuba

ComnyTcTByIOliee IPUMEHEHHE CHIIbHBIX HHIYKTOpoB H30pepmenTa CYP3A4, P-rimkonporenna
¥ TIIFOKYPOHHUPOBaHUs (Hampumep, pudammuiyHa, pudabyTuHa, kapOamasenuHa, HeHUTOUHA
M 3Bepo0os [THIepUIMHA]) MOXKET IPHBECTH K CHIDKEHHIO YPOBHS SKCIIO3ULMH BeMypadeHu-
6a ¥ 10 BOSMOXKHOCTH JOJDKHO m3berarbes (cM. pasmen 4.5). C nenbio coxpaneHus 3G@pexTus-
HoCcTH BeMypadeHnba cieayeT pacCMOTPETh BAPHAHT MCMOJIb30BaHHUS ANTbTEPHATHBHBIX Npemna-
paToB ¢ MEHBIIUM HHIYLHUPYIOUIUM noTeHnHanoM. Heo6xoaumMo cobmoaaTs OCTOPOKHOCTE IIPH
BBEIICHUM BeMypadeHnba OJHOBPEMEHHO C CHIBHBIMM MHruOMTOpaMu m3odepmenta CYP3A4/
P-riukonporenna. [lanueHTh! KODKHBI HAXOMUTHCS MO NPUCTAIBHBIM MEIULUHCKUM HabIIro-
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JeHHeM Ha IpeIMeT G€30MacHOCTH JIeYeHH s, a IPH HAIMYMH KIMHAYECKHX [OKa3aHHH CleayeT
BBIIIOJIHATb KOPPEKTHPOBKY 103HI Tipenapata (cM. Tabmumy 1 B pasnene 4.2).

Cosemecmnoe npumenenue ¢ UnUIUMymabom

B xone uccnenosanus I ¢asbl 3aperuCTpUpoOBaHbl clydad O€CCHMITOMHOTO MOBBIMICHHUS KOH-
nenTpauuii Tpancamusas (ALT/AST >5 x BI'H) u 6uwmpy6buna (obmmi 6umupy6un >3 x BI'H)
3 cTeneHHU IpH OJHOBPEMEHHOM IIPUMEHEHHH HIiuMyMaba (3 mr/kr) u BeMypapennda (960 mr
nBa pasa B AeHb miu 720 Mr 1Ba pasa B AeHb). Ha oCHOBaHMH 3THX IaHHBIX OJHOBPEMEHHOE
npuUMeHeHue unuimMyMaba u BeMypadeHnba He peKOMEHIYETCs.

4.5. BzaumoneiicTBHe ¢ APYTHMH JIEKaAPCTBEHHbIMH CPEXCTBAMH

Bnusnue eemypagenuba na pepmenmol, Memaborusupyiowue 1eKapcmeeHHbie cpeocmea
Bemypadenut sisisiercst ymepensniv uarubutropom CYP1A2 n ungykropom CYP3A4.
OnHoBpeMeHHOE MpUMeHeHne BeMypadeHuOa ¢ mpenaparamMy, MeTabOTH3HPYEMBIMM NOCpEN-
crtBoM u3odpepmenta CYP1A2 u umeromuMu y3Koe TepalieBTHYECKOe OKHO (HalpuMmep, arome-
JIaTHH, AJOCETPOH, IYJIOKCETHH, MENAaTOHHH, PaMeNITeOH, TaKpWH, TH3aHUIHH, TEO(HIUIHH)
He peKOMeHIyeTcs. B cyuae eciiu COBMECTHOTO NPUMEHEHHS U30exaTh HEBO3MOXKHO, CIIEAYET
cOOI0IaTh OCTOPOIKHOCTh, IIOCKOJIBKY BeMypadeHUO MOXKET MOBBINATH YPOBEHb IKCIO3HIMU
TIpenapaToB, sBistomuxcs cyocrparamu uzohepmenta CYP1A2, B iasme kpoBu. Ilpu Hanu4um
KIMHHYECKHX TOKa3aHUH MOXET OBITh pacCMOTPEH BapHaHT CHMIKEHHS J03bl CONYTCTBYIOIIETO
npemnapara, spisiomerocs cyocrparom uzopepmenta CYP1A2.

OnHoBpeMeHHOe BBeieHHE BeMypadeHnba npuBeno K NOBBIEHHIO YpoBHs dKkcnozunuu (AUC)
kodeuna (cyocrpar uzodpepmenta CYP1A2) B mnazMe kpoBu B 2,6 paza. B apyroMm kiuHHde-
CKOM HCClIeNOBaHMH BeMypadeHu® obycmoBun ypenudenue 3HaueHHH Cmax 1 AUC omHOKpar-
HOM 1036l 2 Mr tusanuauHa (cydctpar uzodepmerta CYP1A2) mpubmusurensHo B 2,2 pasa
u 4,7 pa3a COOTBETCTBEHHO.

OnHOBpeMEHHOE NMpHMEHeHHe Bemypadenuba ¢ npemapaTamMu, MeTabOIU3UPYEMBIMH NOCDEI-
ctBoM u3zodpepmernta CYP3A4 u umeronmmu y3koe TepaneBTHYECKOE OKHO, HE PEKOMEHYETCs.
B cnydae ecnu coBMeCTHOTO puMeHEHUs U30eXaTh HEBOZMOXKHO, CIEAYET IOMHHUTB O TOM, YTO
BeMypapeHHO MOXET CHIKAaTh KOHLEHTPAUWHU IPEnapaToB, SBISIOIUXCA cyOcTparaMu H30-
¢depmenTa CYP3A4, B miasmMe KpoBH, B CBA3H € 4eM HUX 3(P(PEKTHBHOCTD MOXKET YXYIIUHUTBCSH.
Ha ocHoBaHum 3TOTO, YpoBeHH 3¢ (HEKTUBHOCTH MPOTHBO3aYaTOUHBIX MPenapaToB, METabOIU3H-
pyembix nocpenctBoM uzodepmerTa CYP3A4 u ucnonb3yeMslx OJHOBPEMEHHO ¢ BeMypadeHH-
OoM, MOXeT ObITh CHIDKeHHOH. [Ipy Hamyuy KIIMHUYECKUX IMOKa3aHUH MOXET OBITh paccMOT-
PEH BapuaHT KOPPEKTHPOBKH MJO3bl MpenapaToB, SBISIOMKXCA cyOcTpataMu H30(epMeHTa
CYP3A4 n uMerommmu y3K0e TepaneBTHYecKoe OKHO (CM. pasneinst 4.4 u 4.6).

B xn1MHMYECKOM MCCIENOBAaHUM OJHOBPEMEHHOE BBeIEHHE BeMypadeHnOa MpHUBENO K CHUXeE-
suio 3HauyeHns AUC mupaszonama (cybcrpar nzodpepmenta CYP3A4) B cpennem Ha 39% (maxk-
CUMalibHOE CHUKeHHe nocturaino 8§0%).

CnaboBpIpakeHHOE WHAynupoBaHue u3odepmenta CYP2B6 BemypadenunGom HaGmonmanock
in vitro npu KOHIEHTpauuu Bemypadenuda, cocrapnssiiei 10 MkM. B HacTosmee BpeMs: HEH3-
BECTHO, criocobeH i BemypadeHu® npu KOHIEHTpAluy B IUIa3Me KpoBH Ha ypoBHe 100 MKM,
HabronaBIIeiics y MAlHEHTOB B PABHOBECHOM COCTOSHUM (Ipubmm3uTenbHo 50 MKr/Mi), mpu-
BOJHUTH K CHHJKEHMIO KOHLEHTpalMil OTHOBPEMEHHO BBOJMMBIX IPENapaToB, SBIAIOMIUXCS Cy0-
crpatamu uzodepmenta CYP2B6 (Takux kak OyIpomnuoH), B Iina3Me KPOBH.
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OnnoBpeMenHoe BBencHHe BeMypadeHuba npupeno K ysenuuenutro AUC S-papdapuna (cy6-
ctpar w3odepmenta CYP2C9) na 18%. B ciayuasx, xorna BemypadeHut mprumensercs OmHO-
BPEMEHHO C Bap(QapuHOM, cleayeT coOONaTh OCTOPOKHOCT H PACCMOTPETh HEOOXOIUMOCTh
OCYILECTBIICHHS! IONOJIHUTENBHOTO KOHTPOJIS MEXIYHAPOAHOTO HOPMATH30BAHHOTO OTHOMIEHHS
(MHO) (cMm. pa3nen 4.4).

Bemypapenu6 ymepenHo unrubuposan usopepment CYP2C8 in vitro. 3HauMMOCTh JaHHOM
uH(GOpMaMK I8 YCIOBHH In Vivo HEM3BECTHA, OJJHAKO PHCK BOSHUKHOBEHHS KIMHHYECKH 3Ha-
YUMOTO BJIMSHUS Ha OIHOBPEMEHHO BBOJAUMBIE IIPENapaThl, SBISONIMECs cyOcTpaTaMu u3odep-
Menta CYP2C8, e moxeT ObITh HckmoueH. OMHOBPEMEHHOE BBEIEHUE NPENaparoB, SIBIISIO-
muxcs cyocrparamu uzodpepmenta CYP2C8 u uMeronmx y3koe TepaneBTHUECKOE OKHO, Cley-
€T OCYIIECTBISITH ¢ OCTOPOXKHOCTBIO, MOCKONIBKY BeMypageHuO MOXKET NOBBINIATH MX KOHICH-
TpalUy.

[MockonbKy BeMypadeHHO UMeeT JITUTENbHBIN IEPHO/I I0TyBbIBEICHUS, IOJIHOE HHTHOHPYIOIIEe
BO3IEHCTBHE BeMypadeHuba Ha OJHOBPEMEHHO BBOJMMOE JIEKAPCTBEHHOE CPENCTBO MOXKET
He HaOmozaThes 10 8-ro aHs JeueHus BemypadenuOom. [Tocne npekpaineHus JeycHHs BEMY-
padgeHn60M MOXKET MOHANOOUTHCS IEPHO BEIMBIBAHHUS IIPONOIDKHTENBHOCTRIO 8 nHel Bo u3be-
KaHME B3aUMOJIEHCTBHS C IIperapaToM, Ha3HayaeMbIM mocie BeMypadeHuoba.

Jlyuesas Tepanus

Coo061anocs 0 cyJasx YCHJICHHS TOKCHYECKOro AeHCTBUS JIy4eBOM Tepaluy y MalUeHTOB, 110-
JyYaBmIMX JedeHue BeMypaderHuOom (cM. pasnensl 4.4 1 4.8). B OonbIIMHCTBE ClIyYaes NalHeH-
THI TIOJIYYalIH JIy4EBYIO Tepamuio B 103ax 2 I'p/nesp n 6onee (runodpakinOHUPOBAHHEIE CXEMBI
TEpAITH).

Bzaumooeiicmeue eemypaghenuba ¢ nepeHoCHuKamu 1eKapCmeeHHbiX cpeocme

B xoxme ucciemoBanuit in vitro GbLI0 MOKa3aHO, 4T0 BeMypadeHuO sBiseTcs Kak cyOcTparoM,
Tak ¥ MHrubuTopoM 3(h¢uoKcHOrO mepeHocumka P-rmukomporenHa (P-gp), a Taxke Oenka
YCTONYHBOCTH paka Mojo4HOH xkene3nl (BCRP).

B KJIMHMYECKOM HCCJIENOBAHHH JIEKAPCTBEHHOTO B3aMMOJEHCTBHSI ObUIO IPOJEMOHCTPHUPOBAHO,
YTO MHOTOKPATHOE TIepopabHOE BBeIeHHe Bemypadenuda (960 Mr 1Ba pasa B IEHB) IPHBOIUIIO
K NIOBBILIEHHIO YPOBHS SKCIO3HINH OXHOKPaTHOM HepopatbHOM M03bl AUTOKCHHA (CyOcTpaTa
P-rnuxonporenna) npubiausurenbHo B 1,8 pasa u 1,5 pasa ans noxasarenell AUCiast # Cmax 1H-
TOKCHHA COOTBETCTBEHHO.

CremyeT cobJII0IaTh OCTOPOXHOCTD IIPH BBEACHUN BeMypadeHnOa 0JHOBPEMEHHO ¢ cyOcTpara-
MH P-TiIMKOIpoTeHHa (HApyMep, aJUCKHPEHOM, aMOPH3EHTaHOM, KOJIXHIMHOM, Ja0urarpaHa
STEKCHJIATOM, IMIOKCHHOM, 3BEPONUMYCcOM, (dekcodeHaauHOM, JTanaTHHUOOM, MapaBUPOKOM,
HHJIOTHHHOOM, IO3aKOHA30JI0M, PAHOJAa3HWHOM, CHPOIHMYCOM, CHTArJIMOTHHOM, TAIHHOJIOJNOM,
TONOTEKAHOM ); TIPH HATHYHH KIMHHYECKHUX IOKa3aHUH MOXKET ObITh PAaCCMOTPEH BapUaHT CHH-
KEHHS 10351 COIYTCTBYIOLIETO JISKAPCTBEHHOTO cpefcTBa. CleayeT pacCMOTPETh BOIIPOC OCYy-
IECTBJICHUS JONOJIHUTEILHOTO KOHTPOJIS KOHIEHTpAaLUi Ipenapara JUls JIeKapCTBEHHBIX
CPEICTB, ABIAIOIIKXCA CyOCTpaTaMd P-TIIHKONpPOTEHHA M MMEIOIIMX Y3KHH TepalneBTHYECKHH
nuanason (YT/I) (Hanpumep, IATOKCHH, faburarpaHa 3TeKCHIaT, aIACKUpeH) (cM. paszaen 4.4).
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Brnusaue Bemypadennba Ha JeKapcTBEHHbIE CPEACTBA, sBimomuecs cybctparamu BCRP. Hens-
BecTHO. Hemp3s HCKIIIoYaTh TOro, uTo BeMypadeHUO MOXET IPHUBOIUTH K YBEJINUCHHIO YPOBHA
SKCIIO3HUIMH TpeNaparoB, TpaHcmoptupyeMblx nocpeactsom BCRP (mamprmep, MeTOTpeKcar,
MHMTOKCAHTPOH, PO3yBacTaThH).

MHoOTHe TPOTHBOPAKOBBIE JIEKAPCTBEHHBIE CpeACcTBa sBILAIOTCA cyberparamu BCRP, B cBA3H
C UeM CYIIECTBYET TEOPETHYECKHI PUCK B3aUMOEHCTBHSA C BeMypaheHuOOM.

Bo3MmoxxHOe BiusgHHE BeMypadeHnnOGa Ha Apyrue TPaHCHOPTHBIE OENKM B HACTOALICE BPEeMs HE-
U3BECTHO.

Brusnue conymemeyoue2o 66e0eHus 1eKapCMEeHHbIX CpeOCmE Ha Oelicmeue éemypagpenuba
Pe3ynbTaThl, IOJMYYEHHBIE B HCCIIEAOBAHUAX in Vitro, yKa3sIBalOT Ha TO, YTO METabOJIU3M BEMY-
pabennba mpoucxomut npu ydactud uzodpepmenta CYP3A4 u myreM IIFOKYpPOHHPOBAHHS.
DKCKpeIus ¢ Ke4blo, 10 Beeit BUAUMOCTH, ABJISETCS APYTMM BAXKHBIM IIYTEM BBIBEICHHUS IIpe-
napara. B uccremoBaHusx in vitro ObLIO HPOAEMOHCTPHPOBAHO, YTO BeMypapeHHO ABISETCS
cybcrparoM 3¢ dirokcHBIX nepeHocurnkoB P-rimkonporenna u BCRP. B HacTosmee BpeMs He-
H3BECTHO, ABJIAETCA JIU BeMypadeHus Takxke cyocTpaToM A APYTHX TPAHCIIOPTHBIX OEIKOB.
OIHOBPEMEHHOE BBEJIEHHE CHJIBHBIX HHIHOMTOPOB WM MHIYyKTOpoB H3odepmenta CYP3A4
mu60 MHIHOUTOPOB/HHIAYKTOPOB aKTHBHOCTH TPAHCHOPTHOTO Oellka MOXKET OKa3aTh BIIMSAHHE
Ha KOHIIEHTpaInK BeMypadperuoda.

OIHOBpPEMEHHOE BBEJICHUE MTPAKOHa30j7a, CHIbHOrO wuHrubutopa m3odepmenta CYP3A4/
P-rnuxonporenHa, MPUBOIIIO K yBeamyeHuto nokasarens AUC BemypadeHn6a B paBHOBECHOM
cocTosHHH npuOm3uTensHo Ha 40%. Cnexyer cobmonark OCTOPOXKHOCTE IPH IPUMEHEHHH Be-
MypadeHnba B COUCTaHUM ¢ CHIbHBIMH HHrHOMTOpaMu u3opepmenta CYP3 A4, rimokypoHHpo-
BaHHs ¥ (WJIH) TPAHCIIOPTHEIX OEJIKOB (HampuMep, pUTOHABHPOM, CAKBUHABUPOM, TEIHTPOMEU-
IITHOM, KETOKOHA30JIOM, HTPAaKOHA30JI0M, BOPHKOHA30JI0M, [103aKOHA30JI0M, HE(A30IOHOM, aTa-
3aHaBHPOM).

[NaupeHTHl, MOJyYaloUIie OMHOBPEMEHHOE JICUEHNE TAKHMH IIpenapaTaMy, JOJLKHBI HaXOIUTHCH
NOJ NPHUCTAIHLHBIM MEIUIIMHCKAM HaOMIOJIEHHEM Ha IpeaMeT OE30IaCHOCTH JIEUEHHs, a IIPH
HaJIMYUHM KIMHUYECKUX TOKa3aHWH cliefyeT BBINONHHTH KOPPEKTHPOBKY 03Bl IIpemapara
(cM. Tabnumy 1 B paznene 4.2).

B xivH#YeCKOM HcClieOBaHHH BBEIECHHE ONHOKpATHOH 103kl 960 Mr BeMypadeHuba oqHOBpE-
MEHHO ¢ pU(aMIMIHHOM IPHBEJIO K 3HAYMTEIHHOMY CHIDKEHHIO YPOBHS SKCHO3UIUH BEMypa-
¢bennba B 11azme kpoBHu (npubmu3uTeNbHO Ha 40%).

ComnyTtcTByltoniee NPUMEHEHHE CHIBHBIX HHIYKTOPOB P-TIMKONpOTEHHA, INIIOKYPOHHPOBAHHUA
u (mm) u3odepmenta CYP3A4 (manpumep, pudamnunuta, pudadyTuna, kapdamasenusa, ¢pe-
HUTOMHA MM 3Bepodost [Hypericum perforatum]) moxxer npuBecTd K cyOONTHMAIBHOMY YpPOB-
HIO 3KCTIO3UIIUH BeMypadeHuba v JODKHO H30eraThes.

Bnusuue uaruburopos P-raukonporenta u BCRP, xoTopbie He SBISIOTCS CHIBHBIMH HHIHOH-
topamu uzopepmenta CYP3A4, HensBecTHO. Henp3s uckmoyars TOro, 4To GpapMakoOKMHETHKA
BeMypadeHnOa MOXXET 0Ka3aThCsl MOJ BO3AEHCTBUEM JAHHBIX JIEKAPCTBEHHBIX CPEICTB 32 CYET
BIMSHMS Ha P-TIIMKONPOTEHH (HAlpUMEp, Bepamammul, HUKIOCHOpHH. XWHuAMH) uin BCRP
(HanmpuMep, UKIOCTIOPUH, TeUTHHUD).

R
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4.6 PenpoayxkTuBHast pyHKuus, 6epeMeHHOCTh M JIAKTAIIUst

HKenwunwl, cnocobuvie k demoposcoenuro /Konmpayenyus y myscuun

Het naHHBIX OTHOCHTENHHO NIPHMEHEHHS BeMypadeHn0a GepeMEHHBIMY XKEHITHHAMH.
JXXeHILMHBI penpOyKTHBHOTO BO3pacTa U MYXKUYHHEI JOJDKHEI HCIIOJIb30BAaTh HAJICKHBIE METOIBI
KOHTpAIIENIIMH Ha MPOTSDKEHUH BCETO Kypca Iprema mperapara 3enbopad® u xax MHHAMYM B
TeYECHHE 6 MeCsAIEB MoCe NMpEeKpalieHus NpueMa npenapara. CiefyeT TakkKe YYUThIBATh, YTO
IpUMEHEHHE BeMypadeHnOa MOXET CHU3UTh 3P HEKTHBHOCTH FOPMOHAIBHBIX KOHTPAIIEIITHBOB
(cM. pazzmen 4.5).

bepemennocme

BeMypadenub He crneqyer npuHUMAaTh BO BpeMs OEpeMEHHOCTH.

Ilpn u3yueHun BeMypadeHnOa y KpbiC U KPOJIUKOB CBHUAETENHCTB TEPATOTEHHOrO BO3ACHCTBUS
Ha 3MOPHOHBI/IUIONB! He 0OHApYXKeHO (cM. pa3zaen 5.3).

B uccnenoBaHuAX Ha XHBOTHBIX ObLIO YCTaHOBIICHO, YTO BeMypadeHHO NpoHHKaeT yepes Iuia-
LEHTY. YUHTHIBasS MEXaHU3M JICHCTBHS, BeMypadeHHO MOXKET HaHECTH BpEA IUIOAY IIPH €ro BBe-
JeHun OepeMeHHOH eHuHe. BemypadeHub He cienyeT Ha3Ha4aTh OEpeMEHHBIM XKEHIIMHAM,
33 UCKJHOYEHHEM CJIyYaeB, KOT/ia BO3MOXKHAS II0JIb3a U1 MaTe€py MPEBHIIAET BO3MOKHBIN PHCK
1S TLI0A.

Jlakmayus

Her nadHbIx 0 TOM, IonaaaeT T BeMypaheHuO B MaTepuHCKOe Mosioko. OfHaKO pUCK momazna-
HUs TIperapaTa B OpraHM3M HOBOPOXIEHHOTo/peO€HKa IIPH IPyJHOM BCKapMIIMBAHHM HE HC-
KmoyaeTcs. PellleHHe O TIpeKpaleHWd TPYIHOTO BCKAapMIIMBAHMS WM ITPEKpAIllCHHUH IpHEMa
Bemypadenuba ODKHO ObITH OCHOBAHO Ha Pe3yJIbTaTax OHEHKH IIOJB3BI OT IPYJHOTO BCKapM-
JMBaHuUs [ peOeHKa U MOJIb3bI OT IPUEMa Iipenapara Ul MaTepH.

DepmunvHocmo

JIOKIMHHYECKUX KCCEOBaHUH BIMSHUSA BeMypadeHuda Ha GepTHIBLHOCTL He IPOBOAMIOCE. B
TOKCHKOJIOTHYECKUX MCCIIeNOBAaHUSAX IIPY MHOTOKPAaTHOM J03MPOBAHUH y KPhIC M COOaK MaToio-
THYECKHX H3MEHEHHH NPH MPOBEIECHUH I'HCTOJIOTHYECKOTO aHAIN3a PENPOAYKTHBHEIX OPraHoB
CaMOK ¥ caMI[oB OOHapyxeHo He ObuIo (cM. paszen 5.3).

4.7. Biusinue HAa CMOCOOHOCTH YIPABJIATh TPAHCHOPTHBLIMH CPEACTBAMH H pabdoTaTh ¢ Me-
XaHM3MaMH

Bemypathenu6 okaspiBaeT cnabOBBIpaXXCHHOE BIMSHUE HA CIOCOOHOCTH YIIPAaBIATH TPAHCIIOPT-
HBIMH CPEICTBAaMH U paboTaTh ¢ MeXxaHH3MaMu. [TanHeHThl JOKHBI OBITh NPOMHGOPMHPOBAHb]
O BO3MOXHOM Da3BUTHH YTOMJIIEMOCTH WJIM HapyMIEHHH CO CTOPOHBI OpraHa 3peHus, KOTOphIe
MOTYT MOCTYXUTh OCHOBAHUEM [UIS OTKa3a OT BOXKICHHUS.

4.8. HexxennareibHbIE peaKIMHU

Cpoanas nHdopMaims o npodune 6e300acCHOCTH

Haubonee 4acThIMH HEXeNaTENbHBIMA peakimuaMu (>30%) mpu npuMeHeHHH BeMypadeHu0a
OBUIH apTpaIrus, YTOMISEMOCTb, Chillb, peaKIHU (HOTOCEHCHOMIM3ANH, ANONENHs, TOIIHOTA,
nuapesi, rojioBHas 0o0Jjb, 3yH, pBOTa, MAMJUIOMa KOXH M runepkeparo3. Haubonee yacTeiMu
(>5%) HexenaTeJIbHbIMU PEakIUsIMHU 3 CTETICHH TFDKeCTI/IFWﬁbIJIH:IIJIOCIggKJ]@TQ}{Hafl KapuuHOMa




HO PB
8610 -2017

apTpajirusa NOBBIICHUC AKTHBHOCTH

KOXH,
rnytamurrpadcdepassl (ITT).

Coobmanocy 00 04eHb YACTHIX CIydasx IJIOCKOKICTOYHOH KapUMHOMEI KOXH, JICYEHHE, KaK
TIPaBUJIO, OBUIO XUPYPIHUECKUM.

CaonHasg uEGOPMAIIHS O HEXEIATEIbHBIX peakiusx B TaOIHMYHOM BHIE

HexenarenbHble peakUUM [IEPSUUCIICHBI B COOTBETCTBUH C KNacCHHKaLUEH CHCTEM OPraHOB U
C pacmpezejeHHeM 0 YacTOTe BOSHUKHOBEHHS. YacToTa HEXeNaTeNbHbIX Peakildi onpeneneHa
cneayrommM o0pa3oM: odeHb yacto (>1/10), gacto (>1/100, Ho <1/10), HewacTo (>1/1000, HO
<1/100), peaxo (>1/10000, Ho <1/1000) u ouens peaxo (<1/10000), yacToTa HEH3BECTHA (HA OC-
HOBAHWH UMEIOIIMXCS JAHHBIX U3 MOCTMAapKETHHIOBOTO ONbITa IIPUMEHEHHUS Mpenapara 4acToTy
OTIpEeIETINTh HEBO3MOXKHO).

B HacrosieM paszene HexenaTenbHble JekapcTBeHHble peakuuu (HJIP) npencrasnens Ha oc-
HOBAHMM PE3yJIbTATOB, MOJYUYEHHBIX IJis 468 malMeHTOB B paHIOMU3UPOBAHHOM OTKPBITOM HC-
cnenoBanuu ¢asbl III, B KOTOpOM NMPHHUMATH y4YacTHe B3pOCIIbIE NAllHEHTHI ¢ Hepe3eKTabellb-
HOM MenaHoMo# uiu Menanomoit B IV cranun ¢ Hamuuynem mytauuan BRAF V600, a Takxke B uc-
cnenoBanuu ¢asel [I ¢ oaHoM rpymnmoi, MpOBOAUBIIEMCS CPeIH ITAUMEHTOB ¢ MeTaHOMOMH B IV
cranuu ¢ HamnuueM MyTtanuu BRAF V600, nng koTopeIx paHee, 1o kpaiiHeil Mepe, OJlHa npen-
HIECTBYIOINAs CHCTEMHAs Tepamus oKa3anach Oe3pe3yibrarHoit (cMm. paszen 5.1). Kpome Toro,
BkmoueHs! HJIP, xoToprele ObLIM HpencTaBieHbl B OTYeTax MO 0e30MacHOCTH B paMKax BCEX
KIHHUYeCKUuX uccnenoBanuid, 1 HJIP, coobmenus o KoTOphIX ObUIM IIOJy4eHBI U3 IIOCTMApKe-
THHTOBBIX HCTOYHHMKOB. Bce BKIIIOYEHHBIE TEPMHHBI OCHOBAaHbI Ha HaWOOJBIIEM IPOLIEHTHOM
3HAUEHHH, HAOJIIOJABIIEMCS B paMKax KIHMHHYECKMX uccienoBanu#t ¢assl I u dass! II1I. HIIP
B IIpefieNiaX KakIOW TpyHIbl MPEACTaBIeHbl B MOPSAAKE YMEHBIICHUS CTENIEHU UX CEPbE3HOCTH
¥ cOOOIIAIUCh B COOTBETCTBHU ¢ OOLIMMH TEPMUHONIOTHYECKAMHI KPUTEPHSIMHU HEXENATEIbHbBIX
senennit HarmonaneHoro wHCcTHTyTa paka CIIIA (NCI-CTCAE) Bepcuu 4.0 (o6mue KpuTepuu
TOKCHYHOCTH) JUIS1 OLICHKH TOKCHYHOCTH.

KE€paToaKanToMa, ChBIIIb,

Tab6auua 3: HIIP, koTopble pa3BHJIHCH Y NMAIHEHTOB, NOJYYaBIINX JedyeHHe BeMypadenu-
6om B pamkax ucciaenosanus ¢passl II win ¢azel 1, u HexxenarebHbIE IBJICHHS, KOTOPbIE
ObLIH MPeICTaBJEHBI B OTUETAX N0 G€30MACHOCTH B Npeaenax Beex Hecaenosanuii V) u xo-
TOpbIE CO00MAIHCH U3 TIOCTMAPKETHHIOBLIX HCTOYHHKOB ()

Cucremno- OueHb yacro Yacto Heuacto Penxo

OpraHHbId KJjacc

Hudexunonnsic u
napasHTapHbIe
3abo0eBalHs

QOomUKyIUT

Ho6pokauecTBeH-
HBIE, 3710Kave-
CTBEHHbIE U He-
YTOYHEHHbBIE HO-
BOOOpa3oBaHus
(BKIIOYass KHCTHI
¥ TIOJIUIIbI)

[Inockoxnerou-
Has KapIuHOMa
xoxu @,  kepa-
TOAKaHTOMa,

ceOOoperHBbIH

KepaTo3, na-
MAJUIOMa KOXH

bazanpHOKIIE-

TOYHBIA pak, HO-
Basg  NepBUYHAas

Mmeaanoma &

ITnockoxkierou-
Has KapluHOMa
HEKOXHOH  JIo-
xam3aruu (VG

XpoHHYECKUH
MHEJIOMOHOLIH-
TapHBIN nen-
k03 P@®_ aneno-
KapuuHOMa IIOJ-
XKEIyIOYHOH IXKe-
ne3s ©)

Hapymenus  co
CTOPOHBI KPOBH U
nuMmbaTHIecKon
CHCTEMBI

Heiirponienus

Hapymenus co
CTOPOHB! UIMMYH-
HOM CHUCTEMBI

Capxonos V0























































