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MUHUCTEPCTBO 3/IPABOOXPAHEHH A POCCUMUCKON (DEIIEPALII/II/I \

COTJACOBAHO
UHCTPYKLHA
10 MEJIMLIMHCKOMY TTPUMEHEHHUIO JIEKAPCTBEHHOTI'O ITPETIAPATA
MEKHHHUCT®

PErMCTPALIMOHHBIIT HOMEP: JIT1-002945

TOPIrOBOE HAUMEHOBAHME: Mekuuuct®

MEX/JYHAPO/JJHOE HETATEHTOBAHHOE HAUMEHOBAHHE: TpaMeTl/lHl/l6
JIEKAPCTBEHHASI ®OPMA: TabJIeTKH, MOKPHITBIE MIIEHOUHOH 0060104KOH,
CoCTAB

Kaxas Tabnetka, nokpbiTas rieHOYHOH 000I04KOM, COAEPIKHT:

Jleiicmeyiowee seuecmeo: TpaMeTHHHOA AMMETHIICYIGOKCH (B mepecyeTe Ha TPaMETHHHUO) -

0,5635/2,2540 wmr (0,5/2,0 ™r); 6cnomocamenvHvle 6ewjecmeda: MAaHHHMTOI, LEIUIIONO3a
MUKpOKpHCTa/UIHUeckas, runpomesnnoza 2910, kpockapMmennosa HaTpus, HaTpus Jaypui
cynbdar, KpeMHHsl JMOKCHI KOJUIOMAHBIM, MarHus cTeapar; cocmas NIeHOYHOU 000N0YKU:
Onaapaii skenteiii 03B120006 (rumpomennosza, TUTaHa AWOKCcHA, Makporon-400, kpacuresb
Keseza okcul kenTeii); Onaapail pozoBeiit YS-1-14762-A (runpomeniosa, THTaHa JAMOKCHI,
makporosi-400, nonucop6ar-80, kpacuTenb kKeae3a OKCHI KPaCHbIi).

ONUCAHUE

Tabnemxu, noxkpeimoie nieHounol 060a0ukol, 0,5 M2: oBalbHbIC, IBOAKOBBINYKIIbIE TaOIETKH,
MOKPHITHIE MIEHOYHOH 000104YKOI KEATOro LBeTa, ¢ rpaBUpoBKoil «GS» Ha OHOH CTOpOHE W
«TFC» — Ha apyroii.

Tabnemxu, noxpvimeie nienounoti 06onoukot, 2,0 me: Kpyrible, IBOSAKOBbINYK/blE TabICTKH,
MOKPHITHIE MIEHOYHOM 000/I04KOI PO30BOrO LBETa, ¢ rpaBUpoBKOM «GS» Ha O/IHO# CTOPOHE U
«HMIJ» — na apyroi.

DAPMAKOTEPATIEBTUYECKAS I'PYIIIA

[TIpOTHBOOTYXO0IEBOE CPEACTBO, MPOTEUHKMHA3BI HHTHOUTOP.

Kox ATX: LO1XE25.

DAPMAKOJIOrMYECKHE CBOMCTBA

Mexanusm oeiicmeus

Monomepanus

TpaMeTHHHO SIBAAETCS BBICOKOCEJIEKTHBHBIM  a/JIOCTEPMUECKUM MHIHOWTOPOM  aKTHBALMH
MuTOreH-akTHBHpYeMbX npotenHkunas 1 (MEK1) w2 (MEKZ2), xortopeie ABISOTCS
BYKHEHIIMMH KOMIOHEHTAMH curHanbHoro nymu ERK (kunasvl, pecynupyemou 6HeKNemo1yHvim

cuzyaﬂo.u). ﬂpn MeJlaHOME W JIpYTruX BUOAX pakKa 3TOT MYThb 4acToO aKTUBUPYIOT MYTUPOBAHHBIC
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dopmbi resa BRAF, urto B cBoto ouepean aktusupyer MEK u cTtumyupyet poct omyXxoneBbix
kinetok. TpamerHu® WHrHOMpyeT KHMHa3HyrO akTHBHOCTh MEK u pocT KjeTOYHBIX THHWH
MENaHOMbl M HEMEJIKOKJIETOUHOro paka jierkoro ¢ Myrauueit rena BRAF V600 in vitro n
JEMOHCTPUPYET MPOTHBOOMYXOJIEBOE JICHCTBUE B KCEHOTPAHCIUIAHTATaX MOJEJIei MeIaHOMBI ¢
mytauueii rena BRAF V600.

Myrauunu resa BRAF nabmopatorcs B 2% ciydyaeB HEMEJIKOKJIETOYHOIO paka JIerkoro, H
HauboJsiee 4acTo BCTpevaroTes Mpu ajeHokapuuHomax. Myraums BRAF V600E cocrasiser
[PUMEPHO MOJIOBUHY BCEX MYTallMii JAaHHOTO IeHa MpH HEMEJIKOKJIETOUYHOM pakKe JIErkoro, kpome
TOro, BCTpeuaroTes Takke apyrie myraumn BRAF V600, nanpumep V600K, koropas Tarske
MPUBOAUT K KOHCTUTYTHBHOW akThBauud BRAF u sBisieTcs uyBCTBUTENBHONW K MHTHOMTOpaM
BRAF.

Kombunayus ¢ oabpaghenubom

JaGpadenu® sBiseTCS MOIIHBIM CENEKTUBHBIM KOHKYpHpYtoiM ¢ AT® uHru6uTopoM KuHas3,
obpasyrounxes B pesynbrate mytaiunn rena BRAF (kak «aukoro» tuna, Tak u V600), a Takxke
kuHa3 C-Raf «qukoro» tuna. OHkorenHsie MyTauuu reHa BRAF npuBoaar k KOHCTUTYTHBHOM
aktupatmu nyth RAS/RAF/MEK/ERK u cTtumynsuun pocta onmyxoJsieBbiX KjieTok. [Tockonbky
npumeHenue gabpadernta B KOMOUHALIMK ¢ TPaMETHHUOOM obecreynBaeT MHMOMPOBAHHE BYX
KMHa3 B JaHHOM curHanbHoM myTd, B-Raf u MEK, komGuHupoBanHas Tepanus obecreynBaeT
6onee s3(pekTHBHOE HHIHOMPOBAHHE MPOBEACHUS MPOIU(EPATUBHOrO CUrHAJA MO CPABHEHHUIO €
MOHOTepanuei Kax/abiM Komnonentom. KomGunauus nabpadenntda ¢ TpameTMHUOOM OKa3biBaeT
CHHEPruyecKoe/aJJINTUBHOE ACHCTBUE B KJIETOYHBIX JIMHUAX MEJIAHOMbI W HEMEIIKOKJIETOYHOrO
paka sierkoro ¢ myrauueit rena BRAF V600 in vitro v 3aaepxuBaeT pa3BUTHE PE3UCTEHTHOCTH in
Vivo B KCEHOTpaHCIJIAHTaTaX MeJIaHOMBbI ¢ MyTalmeit rena BRAF V600.

Dapmarkoounamuxa

TpameTunuG cHiukaeT akTHBHOCTH (ocdopunuposanHoit ERK B omyxoieBbiX KIETOUYHBIX
nUHMAX MestaHoMbl ¢ myTaiueit reHa BRAF V600 u B Moie/isiX KCEHOTpaHCIUIAaHTaTa MEJIaHOMBI
M HEMEJIKOKJIETOYHOTO paKa JIErkoro.

V nauMeHToB, MMEIOMMX MejnaHomy ¢ MyTauusmu reHoB BRAF u NRAS, npumenenue
TpaMeTHHUGA MPUBOIUT K J0303aBUCHMBIM M3MEHEHHSM OIyXOJIEBBIX OHOMApKepoB, BKIKOUas
unrubuposanue pocdopunuposannoii ERK u Ki67 (mapkepa nponudepaiuu 0mnyXoseBbiX
KJIETOK), a TAaKke yBelMdeHHe KoHueHTpauuu p27 (mapkepa amontosa). Cpeinue 3HaYeHHs
KOHLIEHTpaLMK TpaMeTHHNOa, HabIoalolKecs Mocie MHOIOKpaTHOroO MPUMEHEHH: MpernapaTa
B n03¢ 2Mr | pa3 B CYTKH, MpPEBHINAIOT JOKJIMHUYECKYIO LEJEBYIO KOHLEHTPALHMIO Ha
MPOTSKEHUH 24-4acOBOrO MHTEpBajla MeX1y MPUMEHEHHAMH Mpernapara, HTo obecneynBaer

croiikoe uHruGuposanue curnaibHoro myti MEK.
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Dapmakokunemuxa

Bcacwvisanue

Meanana BpeMeHH JOCTHKEHHS MaKCHManbHOH KOHUEHTpaluH (Cmax) MoCHe mpueMa BHYTpb
coctapisier 1,5 4. Cpeansis abcositoTHas GMOJAOCTYIMHOCTh TpaMeTHHUOA Mocjie OJHOKPaTHOro
npuemMa B BHJe TabJETOK B 03¢ 2 Mr coctaBiseT 72% MO CpaBHEHHIO C TAaKOBOH mociie
BHYTPMBEHHOTO BBEJEHHS. YBelH4YeHHE HSKCMO3UIMHU TpameTHHHOa (Cmax M MUIOLWAAH MO
papmakokuHeTHYECKONH  KpUBOW  «KoHUeHTpauusa-spems» (AUC)) mnocie  MOBTOPHOTo
MpUMEHEHHs MPOMOPLMOHAIBHO 03¢, [Tocsie MOBTOPHOro MPUMEHEHHs TpaMeTHHUOA B 103€ 2 M
B CYTKH cpejiHue reomerpuyeckue 3HaueHUS Cmax, AUC M KOHUEHTpaUMH mnepej MpHeMoM
ouepeiHOi 10361 cocTaisnu 22,2 Hr/mi, 370 Hrxu/mn v 12,1 HI/MA COOTBETCTBEHHO, ¢ HU3KUM
oTHoMEeHHEM Crax K MUHMMaNIBHOM KoHUeHTpatwH (1,8). MexxunauBuyanbHas BapiadeibHOCTh
Obina  Hu3kol  (<28%). [Ilocne npuMeHeHMs OAHOKPAaTHOM  103bl  TpameTHHHMOa ¢
BBICOKOKAJIOPHIHOM MHILEH ¢ BHICOKUM COJIepsKaHHEM KHUPOB OTMEYaNoch CHHKEHHE Cmax M AUC
Ha 70% u 10% COOTBETCTBEHHO MO CPAaBHEHHMIO C JAHHBIMM IOKa3aTe/sIMH [OCe MpUema
HaTOIIaK.

Pacnpeoenenue

Tpametnnu® Ha 97,4% cBs3piBaeTcs ¢ 6eNkaMy MiIa3Mbl KpoBH yenoreka. [Tocsie BHyTpHBEHHOTO
BBEJEHUA MUKPO,103bl (5 MKT) 00beM pacripeaeneHus TpameTuiuba coctasaser 1060 .
Memabonuzm

[To paHHBIM i1 Vitro u in vivo TpaMeTUHUO METab0IM3UPYETCA MPEUMYLLUECTBEHHO MOCPEACTBOM
TONBKO JIealleTUIMPOBAHUS WM J€ALETHIMPOBAHUA ¢ MOHOOKMCIeHHeM. JleaueTHnMpoBaHHbIH
MeTabonuT janee MeTaboaM3UpyeTcs MOCPEACTBOM TIIOKYpOHMpoBaHHs. JleaueTuanpoBaHue
onocpe10BaHo kapbokcuascTepasamu (T.e., kapGokeunacrepasa 1b, I¢ u 2), Taioke MOKeT ObITh
0MOCpeI0BAHO JAPYrUMHU THAPOIUTHYECKUMH H30(EPMEHTAMM.

Buviseoenue

TpamMeTHHUO HaKalIMBaeTCs CO CPEAHWM OTHOIIEHHEM HaKomieHHs 6,0 MpH MHOTrOKpaTHOM
exeIHEBHOM MPUMEHEHHH B 103¢ 2 Mr | pa3 B cyTKH. CpeiHui oKa3aTellb KOHEYHOro Neproaa
nosyBbiBeIcHUs coctaBiaser 1274 (5,3 aHA) mnocie NpUMEHEHHs OJHOKPaTHOH J03bl.
PaHoBecHass KOHLEHTpalws aocturaetcs K 15 amto. IlnasmeHHbIH KIMpEHC TpamMeTHHHOA
cocraasiet 3,21 n/u.

[Tocie npueMa BHYTPb OJHOKPaTHOW J03bI ['*C]-meuennoro TpameruHHOa B BMJE pacTBOpa
obias BbiAeneHHas jgo3a mocie 10-aHeBHOro mnepuoga cbopa Huszkas (<50%) B CBA3M C
JUTMTEBHBIM TIEPHOJIOM MONTyYBbIBeeHHs. [IpoaykThi MeTaGonu3mMa TpaMeTHHHOA BBIBOAATCS
MpeUMYLIECTBEHHO Uepes KuiuedHuk (>80% pagMoakTHBHOCTH OOHApYXKeHO B bekanusax) U B

Hebonpmoi crenenu noukamu (<19%). McxoaHoe coeIMHEHHE COCTABJANIO MEHEE 0,1%
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BBIBE/ICHHOM MOYKaMH J103bl.

Kombunayus ¢ oabpagpenudom

MHorokpaTHoe MOBTOpHOe MNpuMeHeHHe Jabpadennba B gosze 150 Mr 2 pasa B CyTkH
OJTHOBPEMEHHO C TPAMETHHUOOM B J103€ 2 MT OJIMH pa3 B CYTKH MPUBOWIO K yBETHYEHUIO Crax U
AUC nabGpadpennba Ha 16% u 23% coorBerctBeHHO. [lo AaHHBIM  MOMYJISLHOHHOTO
(papMaKOKHHETHYECKOTO aHalM3a pacCuMTaHo HeboNblIoe yMeHblLIEHHE OMOAOCTYMHOCTH
TpameTHHUGa, cooTBeTcTBYIOWIEe yMeHblieHH0o AUC Ha 12%. JlanHble n3MeHeHUs Cmax 1 AUC
He ABJIAIOTCS KIMHUYECKH 3HAYUMBIMH.

DapmMakoKUHemMuKa 8 0CO0bIX CYHaAAX

Jlemu

[Ipumenenue TpameTnHuOa y manueHTOB Miaame 18 ner He wu3ydeHO (CM. pasjen
«lIpomusonoxazanuany).

THayuenmuvr nodicunozo éozpacma (om 65 nem)

[To jpaHHBIM TOMYJNALMOHHOTO (ApMAKOKHHETHUECKOIO aHajii3a BO3pacT HE OKasbiBaeT
3HAYUTENILHOTO BJMAHUS Ha (apMaKOKUHETHKY TpaMeTHHUOA.

Ilon/macca mena

[To JaHHBIM MOMYASIMOHHOTO (hapMaKOKHHETHYECKOTO aHaIN3a BbIBEIEHHE TPAMETHHHOA nociie
pydemMa BHYTPb He 3aBMCHMT OT 110J1a U Macchl Tena nauuenta. HecMotps Ha TO, 4TO 3KCMO3ULIUA
TpaMeTHHUOA y MALMEHTOK C MaJIOM MAaccoii Tejla MpeBBIIIACT TAKOBYIO Y MALMEHTOB ¢ GonbLuei
Maccoii Tea, JaHHble pa3inyus He SBISIOTCA KIMHMYECKH 3HAYUMBIMH.

Paca/>muuyeckasn npunaoneincHocmo

HenoctaTouHo JaHHBIX /151 OLEHKM BJMSAHUS pPacoBOM MPUHAUIEKHOCTH Ha (PApPMAKOKHHETHKY
TpaMeTHHHUOA.

ITayuenmol ¢ Hapywienuem QyHKyuu novex

KnuHuYeckH 3HAuMMOe BiMSHME HapylieHWs (yHKUMM novek Ha (papMakOKHHETHKY
TpameTMHKMOA MAOBEPOSITHO B CBA3M C OrPaHMYEHHBIM Y4YacTHEM [OYEK B BbIBEACHHH
tpameTHuba. PapMaKOKMHETHKA TpaMeTHHHOA Oblsa OnicaHa B KIIMHHYECKHX UCCIICI0BAHUAX €
MOMOILBIO TOMYJISLMOHHOTO aHanu3a y 223 MalueHTOB ¢ HapylleHHeM QyHKLHH MOYeK JerkoH
CTeNMeHW W 35 MAlMeHTOB ¢ HapylieHueM (yHKUMH Movek cpedneit crenenu. Hapymenue
(YHKLMHM MOYEK He OKa3bIBANO BIMSHUS Ha HKCIIO3MIMIO TpaMeTHHUGa (<6% B 0Geux rpynmax).
Her aaHHBIX O (hapMaKOKMHETHKE Y MALMEHTOB C HapylieHHeM (YHKUMH TOYeK TKeIOoH
CTEINeHH.

Iayuenmeor ¢ Hapyuienuem GyHKyuu nevenu

dapmakoKMHETHKA TpaMeTHHHOa Obla onucaHa B KIMHUYECKHMX MCCIICA0BAHUAX € TIOMOIILIO

MONMyJasdlMOHHOTO aHal/iu3a 'y 64 mauyeHToB C HapyUuEeHUEM (‘byHKLll/[H MeYEeHU JIErKOW CTETNEeHH
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takectu (cornacHo kiaccupukamud NCI). V 1aHHBIX MaLMEHTOB KIMPEHC TpaMeTHHUOA mnocie
pUemMa BHYTPb HE3HAUMTENBHO OTJMYANCA OT KJIMpPEHca TpaMeTHHHOa y JIMI ¢ HOpMajbHOM
ynkumeit neyenu. Her naHHBIX 0 (hapMakOKHHETHKE Y MALMEHTOB ¢ HapylleHHEM (YHKLHH

MEYCHU CpC}lHeﬁ U TSIKEJION CTEMEHU.

ITOKA3AHUS K IPUMEHEHUIO

Hepeszexmabenvnas unu memacmamuyeckas Mea1aHoma

[Tpenapat Mekunuct® B MOHOTEpANMHU U B KOMOMHALMK ¢ JabpadeHHOOM MoKa3aH JUIs eUeHUs
MalMEHTOB C Hepe3eKTabelbHOM MM MeTacTaTHYecKoi MenaHomoii ¢ MyTauuer rena BRAF
V600.

[Mpenapar Mekunuct® He 3(dekTHBEH B MOHOTEpANHU Y MALMEHTOB ¢ MPOrpPecCMpOBaHHEM Ha
¢oHe npeaecTytoel Tepanuu uHruburopamu BRAF.

Aoviosanmuan mepanus npu meiaHome

IMpenapat Mekunuct® B koMGMHAUMKU ¢ 1aGpadeHUOOM MOKa3aH il abIOBAHTHON Tepanuu y
MaLMeHTOB 10CIe TOTaNbHOM pe3ekin Menanomsl 11 craguu ¢ mytauueii rena BRAF V600.
Pacnpocmpanennolii HemMenKkokn1emounvlil pax 1e2Ko2o

¥ B komOuHaumu ¢ nabpadeHuboM MokasaH Juls JIeUeHHs MALHEHTOB C

[Tpenapar MexkuHuct
pacnpocTpaHeHHbIM HEMEKOKJIETOUHbIM pakoM Jerkoro ¢ myrauueii resa BRAF V600.
[IPOTUBOITIOKA3AHUSA

BepeMeHHOCTb W MEepUOJ FPYAHOrO0 BCKApMIIHBAHMUA.

Jlerckuii Bo3pacTt o 18 ner.

Oxkxmo3us BeH cetuatku (OBC).

[ToBbilieHHass YYBCTBUTENBHOCTH K TPAMETHHHMOY MM APYrMM KOMIIOHEHTaM, BXOISALIMM B
COCTaB Mpernapara.

C OCTOPOKHOCTBIO

Ipenapar Mekuuuct®

ClieyeT MPUMEHATh C OCTOPOXHOCTBIO Y MALIMEHTOB C HapyLICHHEM
(yHKUMM N0YeK TsHKEIIOM CTeNeHH, HapyleHHeM GYHKIMHU NeYeHH CPe/IHei U TSHKEI0H CTENeHH,
a Takke ¢ 3a00JeBAHUAMM, KOTOPbIE MOTYT COMPOBOXAATHCS HapyllleHHeM (YHKLHH JIeBOro
KeJy/I0uKa, y MauMeHToB ¢ (aKTopaMu pUCKa pasBUTHs Mepdopaluu OpraHoB XKelyA0uHO-
KMILEYHOro TPaKTa, B TOM YKMCIIE C HATMYHEM B AaHAMHE3€ JIMBEPTUKY/IMTA, METACTa30B B OpraHbl
KeJyJI0UHO-KMIIEYHOTO TPaKTa, a TakKe MpH OJHOBPEMEHHOM MPHUMEHEHHMH Mpernapara ¢
APYTHMH JIeKapPCTBEHHBIMH CPEICTBAMH C YCTAHOBJICHHBIM PHCKOM pasBUTHsA nepdopaluu
OpraHoB ey 104HO-KUILIEYHOTO TPAKTa.

TPUMEHEHUE MNP BEPEMEHHOCTHU U B TEPUO/ I'PYIHOI'O BCKAPMJIMBAHMS

[TpoTHBOMOKA3aHO NMPUMEHEHHe TpaMeTHHHOa BO BpeMs OEPEMEHHOCTH W B IEPHO/ rPYAHOrO
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BCKapMJIMBaHHUSL.

bepemennocmeo

[Ipyu npuMeHeHud TpameTHHHOA Yy OepeMEHHBIX BO3MOXKHO pa3BMTHE PENpPOAYKTHBHOM
TOKCHYHOCTH. HeT J0CTaTOYHBIX AAaHHBIX M XOPOLIO-KOHTPOJIMPYEMBIX HCC/IEIOBAHUH 10
MPUMEHEHHUIO Tperaparta Bo BpeMs OEpeMEHHOCTH y YeloBeka. B uccienoBaHuaX y jKUBOTHBIX
TpaMeTHHUO  MPOSIBJS  MATEPUHCKYKD  TOKCHYHOCTH M TOKCHYHOCTH ~ OTHOCHTEJIBHO
pa3BUBatolEerocs rojga. B uccienoBaHUsX y KUBOTHBIX MpPU MPUMEHEHWH TpaMeTHHHOa B
KoHueHTpaumsax 0,3 u 1,8-KpaTHBIX KOHUEHTpaUMsAM IIpH MNPUMEHEHHH Yy uYelOoBeKa B
MaKCHUMaJIbHOM peKOMEH0BAaHHOM J03€ 2 MI/CyT, OTMEUAIOCh YMEHbIIEHHE MACcChl TeJa MIoja,
a TakXKe yBeJMYEHHE YaCTOThl MOCTUMIUIAHTALIMOHHBIX MOTEPh. Y KUBOTHBIX JAPYroro BUaA Mpu
npuMeHeHuH TpameTuHuOa B KoHueHTpauuax 0,09 u 0,3-kpaTHBIX KOHLEHTpALUMUAM [pH
MPUMEHEHHH Y YeJIOBEKA B MAKCUMAIIBHOM PEKOMEH/I0BaHHOM 103€ 2 MI/CYT OTMEYaIMCh HU3Kas
Macca Teja Iuiojia Mpu poXKAEHHH, YBEJIMUEHHE YacTOThl Pa3BUTHs BapualUii occudukaumu u
MOCTUMITTAHTALIMOHHBIX MOTEPb.

Crneayer npouHpOpMUPOBaTh OEPEMEHHYIO MALMEHTKY O BO3MOXXHOM PUCKE JUIA MJI0/a.
Iepuoo epyonozo eckapmauganus

JlaHHBIX O BIAMSHUM TpaMeTHHUOA Ha JETEH, MOTyYaroLMX IPYAHOE MOJIOKO, a TAKXKE O BIMSAHUH
Ha MPOAYKLMIO FPYAHOrO MOJIOKA, HET.

Konmpauenuyusa

JKenwunwi

Crnenyer uHGOPMHUPOBATH MALMEHTOK € COXPAHEHHBIM PENPOAYKTHBHBIM [OTEHLMAIOM O
HeGAaronpuATHOM BJMSHUM Npenapara Ha pa3BUBAIOLIMICS NII0/1, BbIABJICHHOM B HCC/IEI0BAHUAX
y OkMBOTHBIX. [lauMeHTKaM ¢ COXpaHEHHBIM pPENpOAYKTHBHBIM [MOTEHLHAIOM ClEyeT
MCMOJIb30BATh  HAJEKHBIE METOJbl KOHTpauenuuu (Mpu MpaBUIbLHOM W JUTMTEIbHOM
MCIMONL30BAaHUKM KOTOPBIX YacToTa HACTyrUieHus OepeMeHHOCTH cocTaBnseT <l%) BO Bpems
JleYeHHst ¥ MUHUMYM B TeyeHHe 16 Hezenb noce npekpauieHus npuema npenapara Mexkunnct®.
[TaueHTOK ¢ COXpaHEHHBIM PENpOAYKTHBHBIM  MOTEHLMAJIOM, MOJYYalOUUX JICYEHHE
TpaMeTHHUGOM B KOMOMHauMM ¢ gabpadeHHOOM, cieayeT MpoMHGOpMHUPOBaTH O TOM, HTO
nabpadeHud MoxeT CHU3UTH A(P(EKTUBHOCTH  TMEPOpabHBIX WIM  HMHBIX  CHCTEMHBIX
FOPMOHAJILHBIX KOHTPALIENITHBOB, B CBA3H € YEM CJIElyeT UCTONIB30BATH a/IbTEPHATHBHBIE METO/IBI
KOHTpaLCITLHH.

Myoicuunoi

MyskunHam (BKTOuas TeX, KoMy GbL1a MpoBeeHa Ba3dKTOMHUS), IPHHUMAIOLHM TPAMETHHHO B
MOHOTEpanuu 1 KoMOuHauMu ¢ gabpadeHnGoM, a Takke B TeueHue 16 Hezxenmb Mocjie OTMEHBI

npemnapara, IMpyu CEKCyaJlbHOM KOHTAKTE C 6epCMCHHbIMH, BO3MOXKHO 6Cp€MCHHLIMH HITH
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)KEHIMHAMM, Y KOTOPBIX HACTYyIUIeHHe OepeMeHHOCTH BO3MOMKHO, HEOOXOJAMMO HCIOJIB30BaTh
Mpe3epBaTHB.

Depmunvrocms

Jlannbie 0 BAMsHMM npenapata MekuHuct® Ha (epTHIBHOCTH 4YeloBEKa OTCYTCTBYIOT.
UccnenoBanus GpepTHIBHOCTH Y )KHBOTHBIX HE MPOBOIMINCH, HO HAOIHOAIMCh HEXenaTebHbIe
SBJCHUS CO CTOPOHBI JKEHCKOM penpoAyKTHBHOH cuctembl. Ilpermapar MekuHuct® MoXeT
OKa3bIBaTh OTPHULATENILHOE BIMSHUE HA (PEPTHIIBHOCTE Y Ye/IOBEKa.

Cnocobs MPUMEHEHHSA U 103bI

Jleuenne npenapatoM Mekunuct® 10/KeH MPOBOAMTH Bpad, MMEIOLIMHA OMBIT MPUMEHEHHS
MPOTHUBOOMYXOJIEBbIX MpPENapaToB.

[Tpenapar npuHUMaIOT BHYTPb.

IMepen HauanoM npuMeHeHMs mpenapata Mekunuct® B MOHOTEpanuu MIM B KOMOMHAUMH €
nabpadennboM HeoOX0AUMO MOTYUHTh MoATBepskaAeHHe MyTaunu reHa BRAF V600 ¢ nomouisto
0J00pPEHHOTO WITH BaTMAMPOBAHHOTO TECTA Y KaK/A0r0 MalMeHTa.

[pu npumenenuu npenapata Mekunuct® B koMOHHaLKMKU ¢ JabpadeHnOOM mocneiHuit cneayer
MPUMEHATh B J103aX, YKa3zaHHBIX B pazjene «Cnocob npumenenus u 003b1» WHCTPYKUHMH TO
npumeHeHuto fabpadenuoda.

B3spocnvie

Pekomenayemas j03a npenapata MekuHducT® coctaBisieT 2 M BHYTph | pa3 B CYTKM, Kak B
MOHOTEparnuu, Tak 1 B KoMOHHaLuu ¢ adpadeHudom.

Tabnerky npenapara MekuHucT® ciie/lyeT IPMHAMATh BHYTPb, KAK MHHMMYM 3a 4ac JI0 npuema
MUILM WK 4epe3 2 4aca Mocie, 3anuBas crakaHoM Boabl. [Ipw npuMeHeHun mnpenapata
Mekunuet® B komOuHaumu ¢ JaGpadeHHGOM OHOKpaTHYIO A03y mnpenapara Mekunner®
pEKOMEH/1yeTCsl IPUHUMATh | pa3 B CyTKH KaX/Ibli JIEHb B OJIHO W TO K€ BPeMs C yTPeHHEH 1l
BeuepHeii 1030 nabpadenuda.

[1pu mporycke npueMa odyepeaHoii 10361 npenapata MeKMHUCT® MPOTYIIEHHYIO 103y CleyeT
NPUHUMATh TONBKO B CIIyuae, €cli [0 CJIEAYIOIIEro 3aMIaHMpoBaHHONO NMpHeMa ocTanock bonee
12 yacos.

Kopperxyua 0o3vl

Monomepanus u npumenenue 6 kombunayuu ¢ oabpagenubom

[pu pasBUTHM HeKeNaTebHBIX PEAKLUHi MOXKET MOTpeboBaThCs MpEephIBAHHE JICUCHHS,

YMEHbIIEHHE [103bl WK OTMEHA JieueHus (cM. Tabnuuy | 1 Tabnuiy 2).

Tabauya 1: Pexomendyemas nO3ManHas cxema yMeHoulenus 003bl npenapama Mexunucm®
YpoBeHb /103bl Jlo3a npenapara Mekuuucr®
HauaneHas 103a 2 mr | pa3 B CyTKH
|-€ CHUKEHHE J103bl 1.5 mr | pa3 B CYyTKH
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| 2-€ CHUIKEHHE J103bl | | Mr | pa3 B cyTKH J

CHuskeHue 103b1 npenapata MekMHUCT® B MOHOTeparuu Wik B KoMOUHALMH ¢ fabpapeHnbom
meHee | Mr | pa3 B CyTKH HE peKOMEHIOBaHO.

Tabnuya 2. Cxema xoppexyuu 0o3vi npenapama Mexunucm® 6 3asucumocmu om cmenenu
MAACECMU HEXHCeIAMENbHBIX PeaKyuil

CreneHb TSKeCTH HexeaaTeabHbIX peakuuii | Koppexkuusi 10361
(no mkane CTC-AE)*

Crenenb | unu creneHs 2 (nepeHOCHMBIE) [Iponomkenue neyeHus B NpexHen 103€ U
KOHTPOJIb B COOTBETCTBHH C KIIMHUYECKUMHU
MOKa3aHUSAMMU.

CreneHb 2 (HernepeHOCHUMBIE) WM CTEMEHD 3 [TepepslB B NeueHMHM A0 TeX MOp, MOKa

CTEMNEHb TSHKECTH HEXeNaTe/IbHBIX ABICHUN
He gocrturHer 0-1 crenenu. Ilpu
BO30OHOBJICHUN JIEUEHHUS PEKOMEHI0BAHO
CHWXXEHHUE 103bl HA OJIUH YPOBEHb.

Crenens 4 OTMeHa Tepanuu WK MEPEPHIB B JICUEHHH
A0 TeX TMOop, TMOKa CTENeHb THKECTH
He)KeJlaTebHBIX SBJICHUI He nocTUrHeT (-
1 crenenu. [lpu BO30OHOBIEHUM NE€UYEHHUS
PEKOMEH/I0BAaHO CHH)KEHHME 03bl Ha OJMH

YPOBEHB.
*CTeneHb TAKECTH HEKENATENbHBIX sBJIEHUH oueHuBaeTcs no wkane CTaHAApTHBIX KPUTEPHEB THKECTH
HexenarensHbix apneHuii (CTC-AE), Bepcus 4.0

[Tocne 3¢)¢)CKTHBHOI7l KOPPEKLHH HEXKENATC/IBHOIO SABJECHUSI BO3MOXKHO TMOBTOPHOEC MOLIAroBOC

®

YBEJIMYECHHUE J103bl Mperiapata MeKHMHUCT® 10 TOH Ke cXeMe, KakK W MpyU CHWXEHUU €ro A03bl.

® He N0/KHA NPEBBILATE 2 MI/CYT.

MakcumasnbHas 103a npenapara MeKMHUCT
B ciiyuae BO3HMKHOBEHHSI HEKENATeNbHbIX SBJICHUH, CBA3aHHBIX ¢ NMPUMEHEHHEM Mpernapara
Mekunuct® B komMOuHaumu ¢ aabpadeHubom, cieyeT OJHOBPEMEHHO CHHM3MTh 103y 000MX
MpenaparoB, PepBaTh WU MOJHOCTHIO MPEKPATUTH JIEUEHHE, 38 MCKIIFOUYEHHEM OMMCAHHBIX HHXKE
Cllyyaes.

Koppexyusa 003v1 monvko npenapama Mexunucm®™ HeoOX0MMa B CTydae pasBUTHS CEYOLUHMX

COCTOSIHUI:

. cHukenue pakunu BeiGpoca sieBoro xkenyaouka (PBJDK);

. okkmo3us BeH cetuatku (OBC) u otcnoiika nurMenTHoro srutenus cetdatku (OIIDC);
. MHEBMOHMT U MHTepCTHLMaNbHas Oone3Hp nerkux (MBJI).

Cruocenue @BJDK, ouchynkyus neeozo stcenyoouxa

[puem nperapara Mekuuuct® crefyeT npeppaTh B cilydae pasBUTHs OecCHMMNTOMHOrO
abcomotHoro cHikenuss ®BJDK Gonee uem Ha 10% OT MCXOAHOTO YpOBHA, € IOKasaTejeM
¢pakumu BEIGpoCca HIKE HIKHEH rpaHuLbl HOPMBI (CM. pa3jien «Ocobbie yKazaHusy).

IIpu npumenenuu npenapama Mexunucm® 6 xombunayuu c¢ Oabpagenubom mepanuio
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dabpagpenubom modicHo npodo.iicams 6 moil e dose. Ipu Boccranosnenun ®BJDK BozmoxHO
BO300HOBIEHHE NpUeMa npenapaTta MekuHUCT® B 103€, CHUXKEHHOI Ha | YpOBEHB, ¢ TIATETbHBIM
KOHTPOJIEM COCTOSTHHSL.

Crie/lyeT MOMHOCTBIO OTMEHHUTH TpHeM npenapata MekuHuet® B clydae pa3BUTHS HapylIEHHS
GyHKUMK J1eBOTO Keayaouka 3 Wi 4 CTeneHH WM MPH NOBTOPHOM HEBOCCTAHABIMBAIOLIEMCS
cHmxkenun OBJDK.

Oxxmiozus een cemuamxu (OBC) u omcnoiika nuemenmno2o snumenus. cemyamsu (OII95C)

B ciiyuae pa3BHTHS TaKHX %anob W CMMITOMOB Ha (hoHe Tepanuy npernapatom Meknuuct® (kak
B MOHOTEepanuu, Tak U B KoMOMHauMu ¢ aabpadeHubOoM) Kak CHHXKEHHE OCTPOTBI 3pEHMS,
HEYETKOCTh 3PEHHs WIIH MOTEPs 3PeHHUs CleYeT HEeMEUICHHO MPOBECTH O(TaTbMONOrHYECKOe
o6cneopanue. [pu peisnennn OBC tepanuio npenapatoM MekuHucT® crieiyeT HemeIeHHO
MpeKpaTUTh (ch. pasoen «llpomusonokasanus»).

B cnyuae auarnocruposanus OIMDC cneayet cobmoaaTe cxeMy KOPpeKLHHU 103bl TPaMETHHHOA,
onmucanHyio Bbite B Tabmuue 2. Tpu npumeHenuu npenapara MekuHuct® B KOMOMHALMM C
nabpadeHnboM KoppeKius 103kl MocieaHero He Tpedyercs (em. pazoen « Ocobvie ykazanusy).

B ciyuae auarnoctuposanus OIDC nedenue npenapatoM MekuHHCT® crieyeT MPOBOAMTE T10
OMUCAHHOI HIXKe cxeMe (cM. Tabnuuy 3).

Tabnuya 3. Cxema koppexyuu 0031 npenapama Mexurnucm® npu pazsumuu OIISC

OI2C | crenenu [Ipo0O/KUTE  JIEYEHHE C  EKEMECAYHOH OLIEHKOM
COCTOSIHMS CeTyaTKM J0 paspemieHus. B ciydae
porpeccupoBaHus O11nC - cleIoBaTh

IPUBCACHHBIM  HHWXE  pEKOMEHAALUsAM, JICHCHHC
rnpenapaTom MCKHHHCT® MNPpUOCTAHOBUTH Ha MEPHONA

J10 3 HEAEb.
OI12C 2-3 crenenu [TprocTaHoBUTH NeyeHue npenapatoM Mekuuuct® Ha
MEepHO 10 3 Hesleb.
OI1aC 2-3 cTeneHu, koTopas | Bo30o6HOBUTE npuem npenapara Mekuuuct® B Gonee
ynyutnaercs 10 01 crenenu OITDC B | Hu3Ko# o3¢ (cHukeHue Ha 0,5 Mr). ¥V nauueHToB,
TeueHHe 3 Helelb npuHAMatomKX npenapat Mekunuct® B 103e 1 mMr B
CYTKHM, NleueHue npenapatoM Mekunuet® crieayer
NPEKPATHTD.

OITDC 2-3 crenenu, 6e3 yayyineHus | [TomHOCTBIO — MpeKpaTHTh  JieYeHHE  MpErnapaTom
10 munumym | crenenu OIDC B | Mekuuuct®.
TeYeHHE 3 Hellelb

ITneemonum u unmepcmuyuansuas 6onesmus neekux (UbJI)

CrielyeT OTMEHHUTD JiedeHue npenapatom Mekuuuct® y nauueHTos ¢ nopospenuem Ha MbJI
MHEBMOHMT /10 MPOBEJEHUS KIMHHUECKOro 00c/e10BaHusl, B TOM YHC/IE Y MAaLMEHTOB ¢ HOBBIMH
WJIM TIPOrPECCUPYIOIMMH CUMITTOMAMH M MIPU3HAKAMHM, BKIIFOYAs Kalleib, O/BILIKY, THITOKCHIO,
MeBpasibHbIi BHINOT WM uHduabTparsl. [1pu noarsepxaenuu anartosa UBJI nin niesmMoHuTa,

®
CBA3aHHBIX C IMPUEMOM Ipenapara, JICHCHHC npenapaTom MeKHHHUCT" CJICJIYET NMPEKPATUTD.
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[pumeuanue: nepej npumeHeHHeM Aabpadernda ciesyerT 03HaKOMHUTECS ¢ pasaenom «Crocod
MPUMEHEHUS U 103b1» MHCTPYKLIMHU M0 MPUMEHEHMIO 1abpadenuda.

Ocobvie 2pynnol nayuenmos

Jlemu

BezonacHocTh 1 3 dekTHBHOCTB npenapata Mekunuuct® y Aeteii u mogpoctkos (Maaaue 18 ner)
He yCTaHOBJIEHaA (CM. paszaen «/Ipomusonokazanusy).

ITayuenmer nosxcunozo eospacma

V nauMeHToB cTapuie 65 1eT KOppeKUHH 1036l He TpebyeTtcs (cM. pazden « DapmakokuHemuxay).
ITayuenmoi ¢ napyuienuem QyHKyuu novex

VY naiueHToOB ¢ HapylieHWeM (yHKLMM MOYeK JEerkoW W CpeHeH CTENeHW KOPPEKLUHH 03B
npenapata Mekunuct® He Tpebyercs. [To JaHHBIM HCCIEOBAaHWH HE BBHIABICHO 3HAYUMOTO
BIMAHUA HapylieHus (YHKUMHM TOYeK JIETKOM M CpefHel cTerneHH Ha (apMaKOKHMHETHKY
TpameTHuOa. B CBA3M ¢ OTCYTCTBMEM KIMHHYECKMX AAHHBIX [0 MPUMEHEHHIO Mpenapara
MekunucT® y MauyMeHToB ¢ HapyuieHHeM (QYHKLMH MOYeK TSHKETOH CTerneHH, HeoOX0aMMOCTh
KOPPEKLIMM 103l Tpernapara y TMalMeHTOB JaHHOI KaTeropuu He ycraHomieHa. Creayer ¢
OCTOPOKHOCTHIO MPOBOJAMTE JICUCHUE MPErnapaToM y MalMEHTOB JIaHHON KaTErOpyH.

Iayuenmel ¢ HapywieHuem yHkyuu neveru

VY nauMeHToB ¢ HapylleHWeM (YHKUMHU MEYEHH JIErKOM CTEeMeHW KOPPEeKLMH J103bl npenapara
Mekunuct® He TpeGyetcs. [1o JaHHBIM HCCIEA0BaHHI KITMPEHC TPAMETHHHOA H, COOTBETCTBEHHO,
€ro 9KCMO3MLMA 3HAYMMO HE OTJIMYANach OT TAKOBBIX Y MALMEHTOB ¢ HOPMabHOH (yHKLMEH
neueHu. B CBA3M ¢ OTCYTCTBHEM KIMHUUECKHX JaHHBIX 10 MPUMEHEHHIO npenapata MekuHueT®
Y MAUMEHTOB ¢ HapylleHWeM (GYHKUMH MeYeHH CpeliHeil U TsKeol cTeneHu, HeoOXOAMMOCTD
KOPpEKLIMH HavalbHOM 03bl Mpenapara y MalMeHTOB JaHHOM KaTeropud He YCTaHOBJICHA.
JleyeHue npenapaTom y MalHeHTOB JAHHOMH KaTeropvH CJIeAyeT MPOBOAHTH C OCTOPOKHOCTHIO.
ITOBOYHOE AENCTBHE

O6beMHEHHBIE JaHHBIE 10 GE30MacHOCTH MOHOTepanky npenapatom MeknHuct® B 03¢ 2 Mr |1
pa3 B JieHb MOJIydeHbl HA OCHOBAHMH KJIMHHYECKHX HMCCNIE/IOBaHHil ¢ yyacTHeM 329 MalkeHToB ¢
HepesekTabebHOM MM MeTacTaTHUeCKoi MeaHoMoii ¢ myTauueii rena BRAF V600. HanGonee
yacTbiMu (>20%) HexenatenbHbIMU aBieHusmu (HS) npu npuMeHeHHH TpaMeTHHMOA SIBIISITMC:
KOXHas Chilb, JMapes, MOBBILIEHHAs YTOMIAEMOCTh, Nepudepuyeckne OTeKH, TOIIHOTA H
akHe(OPMHBIH 1epPMaTHT.

OueHky 0e30MacHOCTH Teparnuu MpernapaTom Mekunuct® B komOGuHauuu ¢ jaabpapeHnbom
MPOBOJAMIM B paMKaX KJIMHMYECKMX HCclefoBaHuii ¢ ydyacthem 1076  maumeHToB ¢
HepesekTaOebHOW MM  METAacTaTHYeCKOH MelaHOMOH ¢ MyTalueid reHa BRAF V600

(uccnenosanus MEK 114267, MYK 113583 u MEK 111054), y nauueHToB Mocie ToTaabHOH
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pesexumnn menanomsl [Tl craanu ¢ myrauueit rena BRAF V600 B kauecTBe afblOBAHTHOM Teparnuu
M pacrpoCTPaHEHHBIM HEMEIKOKJIETOYHBIM PakoM Jierkoro. Bce mnauueHTsl Moayvyanu
TpaMeTHHUG B 03¢ 2 Mr | pa3 B cyTku U qabpadenud B go3e 150 mr 2 pasa B cytku. Ha done
npuMeHeHus: TpameTHHHOa B KomMOuHauuu ¢ nabpadpenunbom HaubGonee yacthiMu HS (yactora
> 20%) aBASIMCH JMXOpPAJKa, MOBBIMIEHHAA YTOMJISAEMOCTh, TOLIHOTA, 03HO00, rojioBHast 00Jb,

Jauapesi, ppoTa, apTpaarusa U KOXKHast ChIIlb.

HSI crpynnupoBaHel B COOTBETCTBUM ¢ KiaccH(HKalel opraHoB U cuctem opranoB MedDRA.
B npesienax Kax/aoro cuctreMHo-opranHoro knacca HS pacnipesnenensl B nopsjike yMeHbLICHHUs
4acTOThl BCTpevaeMOCTH. [[/1s OLIEHKM YacTOTBI BCTPEYAEMOCTH HMCIOJIB30BAHBI CIEAYIOIINE
KpuTepuu: ouens uacmo (>1/10), uacmo (>1/100 - <1/10), neuacmo (=1/1000 - <1/100), pedxo
(>1/10000 - <1/1000), ouens peoxo (<1/10000).

HA,  sapecucmpuposannvie 6 KIUHUYECKUX UCCIe008AHUAX NpU NPUMEHeHUu npenapama
Mexunucm® & monomepanuu
Hugpexkyuonnoie u napazumaphsie 3a00.1€6anHus

Yacmo: GonnukynuT, napoHuxus, GpaerMona, mycTyae3Has Chillb.

Hapywenus co cmopoHsl Kposu u 1uMpamuyeckoit cucmembl

Yacmo: | aHeMusl.
Hapywernus co cmopoHsl UMMYHHOU CUCMEMbl
Yacmo: FUMEepYyBCTBUTENILHOCTE. MOryT NpUCYTCTBOBATL TAKUE CUMITOMBI, Kak

JIUXOpaZIka, KOXHas ChIlb, TMOBBIIUEHHE AKTHBHOCTH «IEYEHOYHBIX»
(epMEHTOB W HapyLIEHUE 3pEHUSI.

Hapywenus co cmoponsl 06MeHa eeuyecms u nUmManus

Yacmo: | 00e3BOYKHBAHHE.

Hapywienus co cmoponst opzana 3pernus

Yacmo: HEYETKOCTh 3peHHUsl, IepHOpOUTAIbHBIN OTEK, HAPYIIEHUE 3PEHHUS.

Heuacmo: XOpPHOPETHHOMATHUS, OTEK JAUCKA 3pUTEILHOIO HEPBA, OTC/IOMKA CETYATKH,
OBC.

Hapyuwienus co cmoponwl cepoya

Yacmo: naucyHKUMA JIEBOrO JKENyA04uka, yMeHblleHHWe dpakuuu BbiOpoca,
Opaaukapaus.

Heuacmo: cepaeyHasi HeJI0CTaTOYHOCTb.

Hapyuwierus co cmoponst cocyoos

Ouenv uacmo: apTepuaibHasi TUIepTEeH3Hs, KpOBOTEUYEHHE.
B uncie npouynx HabmoaMMCh HOCOBOE KPOBOTEUEHHE, MPHUMECHh KPOBH B
Kajie, KPOBOTOYMBOCTb JIECEH, TreMarypus, a TaKkKe peKTalbHOE,
reMoppoMIaibHOE, JKETyJ0uHOe, BarMHalbHOE, KOHBIOHKTHBAIBHOE,
BHYTpHYEPENHOE U KPOBOTEUEHHE M0C/I€ MEJANLIMHCKHX BMEILIATE/ILCTB.

Yacmo: numdaTHYECKH OTEK.

Hapywienua co cmoponsi ObIXAMENbHOU CUCMEMbl, OP2AHO8 ZPYOHOU KIemKu U

cpedocmenus

Quenv yacmo: Kalesib, OJbILIKA.

Yacmo: MTHEBMOHMUT.

Heuacmo: MBJI.
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Hapywienus co cmopoHsl y#ce1y004HO-KUMEHHO20 mpaKkma

Quenwb yacmo:

JAuapes, TOHOTa, pBOTa, 3arop, 00J1b B JKMBOTE, CYXOCThb BO pPTY.

Yacmo:

CTOMATHT.

Hevacmo:

nepq)opauuﬂ OpPraHoB XENYJA04YHO-KHILLIECYHOI'0 TpaKTa, KOJIUT.

Hapywenus co cmopoHsl KOMcU U HOOKONCHBIX MKaAHel

Ouyenvb yacmo:

KO>XHas CblIlb, aKHC(bOpMHblﬁ JACPMATHUT, CYXOCTb KOXH, KOXKHBIH 3YA,
aJloneums.

Yacmo:

SpUTEMaA, CHHAPOM JTAJJOHHO-MOAOIBEHHO M SPUTPOAU3ECTE3UH, TPECUIHHBI
KOXH, HICJTYHICHHE KOXKH

Hapymemm CO CmMopoHbl CKeJ1IeMHO-MbIUIEeYHOU U COCOUHUMENbHOU MKAHU

Heyacmo:

| paGromuonus.

Oo6ugue paccmpoiicmea u HApyWeHuA 6 Mecme 66e0eHUA

Quenwv yacmo:

TMOBBILICHHAA YTOMJIIEMOCTD, nepmbepn%cxne OTECKH, JIUXOpaJKa.

Yacmo:

OTEK JIKLA, BOCITAJICHUE CIIU3UCTHIX 060Il0'-lCK, ACTCHUA.

Jlabopamophsie u uHCMpyMeHMAa bHble OAHHbIE

Ouenv yvacmo:

MOBbILIEHHE AKTUBHOCTH acrnapraramuHoTpaHcdepassl (ACT).

Yacmo:

MOBBILIIEHHE aAKTUBHOCTH allaHMHaMUHOTpaHchepaswl (AJIT), nosbiieHue
aKTUBHOCTH wieno4Hoit ¢ocdarazel (ILIP), nopbiieHHE aKTHBHOCTH
KpeaTuH(OCcPOKHHA3BI B KPOBH.

HA, 3apecucmpuposannbie 6 KIUHUYECKUX UCCIEO08AHUAX NP NPUMEHEeHUU npenapama
Mexunucm® 6 kombunayuu c oabpagpenubom (uccredosanus MEKI115306, MEKI116513:,
BRF113928 u BRF115532)

Yacrora (Bce HesxenaTteibHble peaKiuH
CTeneHH)

Hngpexyuonnuvie u Oyenwv yacmo: Hazodapunrur
hapazumaphbie Yacmo: UHpeKuus MOUYeBbIBOAALIMX MyTEH
3adoneeanun

®nermoHa

DONNUKYIUT

[TapoHuxus

[lyctynesnas ceinb
Jobpoxkauecmeennuwie, Yacmo: YeuryiiyaTas KaplHHOMa KOXH'
3710Ka4ecmeenHbvle u Temumoma®
Heymo4HeHHble

p Crapueckas kepaToMa

H06000pa306anus (6K104an y
KUCMbl U nOAUNbI) Hevacmo: HoBelii ouar nepBUYHON MeTaHOMBI

AKpoXopaoH (Msrkas 60pojaBka)
Hapywenus co cmoponsi Yacmo: Heiitponenus
Kpoeu u aumgpamuueckoi AHeMHS
cucmembol

TpomGouuroneHus

JleiikoneHus
Hapyuwienun co cmoponwl Heuacmo: ['MnepuyBCTBUTEIBHOCTE®
UMMYHHOU CUCMEMb]
Hapywenua co cmoponbt Ouenv yacmo: VXyaueHue anneTura
obmena seujecme u Yacmo: 06e3BOKUBAHHE
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Yacrora (Bce
cTeneHH)

HexenarenbHble peakuuu

nUMAaHUuA

["'unoHarpuemus

['unogocdaremus

['unepriukemus

Hapywienus co cmoponsl
HepeHOIl CUCHEMbl

Oyenv yacmo:

["onoBHas 60ib

[onoBokpyxeHue

Hapywenua co cmoponwt Yacmo: HeueTkocTh 3peHus
LA i e Hapyienue 3penus
Veeur
Heuacmo: XopuopeTuHONaTUs
Orcnoiika ceTyaTKu
[TepuopOuTanbHbIi OTEK
Hapywenus co cmoponst Yacmo: VMeHbieHue ¢paxiuu Beidpoca
cepoua Heuacmo: Bpanukapaus
Yacmoma Muoxkapaut
Heusgecmna:

Hapywienua co cmoponwt
COCYoUCmou cucmembol

Ovyenv yacmo:

ApTepuanbHas TUTEepPTeH3Us

Kpooteuenue'

Yacmo:

ApTepuaanaﬂ FUIMOTOHUA

Jlumparuyeckuii orek

Hapywenus co cmoponst
ObIXaMeIbHOU CUCMEMD,
0p2aHo8 zpyOHOU K1eMmKU U
cpedocmenusn

Ouenvb yacmo: Karuesnp
Yacmo: Opplinka
Heuacmo: [THeBMOHUT

Hapywienus co cmoponsi
numesapumenbHo
cucmemol

Ouenv yacmo:

BoJib B )uBOTES

3arop

Huapes

TowHoTa

PBoTa

Yacmo:

CyxocTb BO pTY

CtoMaTUT

Hevacmo:

[Tankpearur

Koaur

Peoxo:

[Tepdopatusi OpraHoB KeJyA04HO-
KHIIEYHOrO TPaKTa

Hapywienusa co cmoponst
KOMCU U ROOKOXNCHOU
Klemuamiku

Ovyenv yacmo:

CyxocTh KOXH

KoxHbi# 3y11

KosxHas cbinb

DpuTema, BKIIKOYas reHepaau30BaHHYHO

Yacmo:

AxHepOopMHBII 1epMaTUT

AKTUHHYECKHI KEpaTo3
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Yacrora (Bce
cTerneHu)

HexenareabHble pPeaKkuHu

HouyHast noTauBoCcTh

['unepkeparos

Anonenus

CHH}lpOM J1aJIOHHO-TIOJIOLIBEHHOM
SPUTPOAU3ECTE3IUH

[ToBpexxaeHUs KOXKH

[TornuBocTh

[TaHHUKYIUT

HOBCpXHOCTHblC TPCLUHMHBI Ha KOXKE

CBCTO‘-lyBCTBHTCJleOCTb

Heuszeecmno:

Cunppom Cruserca—/xoHcoHa

JlekapcTBeHHas peakius ¢
503UHOGUITUEH U CHCTEMHBIMH
MpOsIBICHUAMU

["eHepanu3oBaHHbIN SKCHOIHATHBHEIN
JAEepPMaTUT

Hapywenus co cmoponst
KOCHMHO-MbIIUEYHOU
cucmemnl u
COCOUHUMETbHOU MKAHU

Ovyenv yacmo:

ApTtpanrus

Muanrus

bonb B KOHEUHOCTAX

MblLIEYHBIH cria3Mm

Hapyuwienus co cmoponsi
HOYEK U MOYEBHIGOOAULUX
nymei

Hevacmo:

[ToueyHast HEAOCTATOUYHOCTh

Hedpur

Qougue paccmpoiicmea u
Hapyuienua 6 mecme
lggeoenusn

Quenb yacmo:

[ToBBILIIEHHAS YTOMJIAAEMOCTb

O3H00

ACTEeHUs

[lepudepuueckue oTekn

Uluxopaaka

["punmonogoOHbIi CUHAPOM

Yacmo:

BocnaneHue cIM3UCThIX 000104eK

OTek nuua

UTabopamophusie u
LHCMpyMeHmManbHble
OanHble

Oyenv yacmo:

TMoBbiieHue aktuBHocTH AJIT

[ToBbienue aktusHocTH ACT

Yacmo:

[ToBbllIEHHAS AKTMBHOCTD LIEOYHOM
pocdarasst (ILID) B kpoBH

[ToBbILIEHHAs! aKTUBHOCTH
rammarayramusitpancdepassl (IT'T)

[TosbieHue aktBHocTH KOK B KpoBH
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2 [Tpodpunib Ge30MacHOCTH, OCHOBAHHBIH Ha JaHHbIX HecnenoBanus MEK 116513, B enom conocraBum ¢ npopuiem
6€30MacHOCTH, OCHOBAHHbBIM Ha AaHHbIX uccaeaoBanus MEK 115306, 3a cneayrommumMy HCKITIOYEHUAMH:

1) HuskenepeunciieHHbIe HeXenaTelbHbIe peaklui OTHECEHBl K KaTeropHu Gosee BBICOKOH 4aCTOTBI, YeM B
uccnenosanu MEK115306: MbliieuHbie crna3Mbl (O4€Hb 4acTo); MoYeyHas HEJOCTaTOUYHOCTh U MuMdenema
(uacTo); ocTpast movYeyHas He0CTaTOYHOCTh (HEYacTo);

2) HukenepeuucleHHble HeXenaTeNbHble peakunu otMeuanuch B uccnenoanun MEK116513, Ho He B
uccnenosanud  MEK115306:  cepieynas — HeIOCTaTOMHOCTb,  AMCQYHKLMA  JIEBOro  JKEMyA04Ka,
HHTepCTHUHAbHOE 3a00/IeBaHHE JIETKUX (HEYacTo);

3) HukenepeunclieHHbIe HeKenaTellbHbIE peakiiiu oTMedanuck B uccienoBanusax MEK 116513 u BRF115532,
HO He B uccneaoBanuax MEK 115306 u BRF113928: paGromuonus (Hevacro).

b TTnockoknetounstii pak koxu (ITKPK): TTKP, ITKP koxwu, [TKP in situ (6one3us BoysHa) u kepatroakaHToMa
¢ [Nanunnoma, KoKHas nanuuiomMa

4 3nokauecTBEHHAs MeNAHOMA, METacTaTHYeCKast 3/I0KaueCTBEHHAs MENaHOMa H MOBEPXHOCTHO
pacnpocTpanstoiascs menanoma Il craaun

¢ Bk/touaeT runepuyBCTBUTEILHOCT K JIEKAPCTBEHHOMY Mpenapary

fKporoTeuenue u3 pas/iMuHbIX yHacTKOB, BKJIFOUas BHYTPHUYEPENHOE KPOBOTEUEHHE H JIETAlTbHOE KPOBOTEUEHHE
¢ bob B BepXHEM OT/IeIe KHBOTA U 00Jb B HIKHEM OT/E/E )KHBOTA

" Spurema, reHepaau3OBaHHAS IPUTEMA

' MblLEYHbIE CMIa3Mbl, CKOBAHHOCTb B MBILILAX H KOCTAX

HAI no oannwiv nocmpe2ucmpayuoHHuIxX U 00beOUHeHHBIX KIUHUYECKUX UCCIe008AHUL

Huwxe npuseaensl HSI, BbisBIeHHBIE NpU MpUMeHeHWM npenapata MekuHucT® B cocTase
KOMOMHUpOBaHHOW Tepanuu ¢ gabpadenubom. Tak kak HexenaTeldbHble peakUWH ObUIH
YCTAHOBJIEHBI B XOJI€ MOCTPErHCTPALIMOHHOTO MPUMEHEHHUS Mpernapara B MOMmyJIALMH MalUEHTOB
HEOMpe/Ie/IeHHOr0 pa3mepa, He Bcerja Mpe/CTaBiseTcss BOZMOXKHBIM JOCTOBEPHO OLIEHUTH MX
yactotry pasButTds. [lpy Hanuuuu JaHHbIX, B OOBEAMHEHHOM aHa/lW3€ KIMHHYECKHX
MCCIIe/IOBAHMI YacToTa HexkelaTelbHbIX peakuuid Oblla yCTAaHOBJEHA B paMmKax [OKa3aHHus K
MEIMLIMHCKOMY MPUMEHEHMIO npenapata MekuHueT® B cocTaBe KOMOWHHUPOBAHHOM Tepanuu ¢
nabpapenubom. HS, npeacraBneHHble HMXKE, CrPYNIUPOBaHbl B COOTBETCTBHH €
knaccudukaumei opraHoe u cuctem opraHoB MedDRA u B nopsake yOblBaHHs CTeMeHH
BbIPAa)KEHHOCTH.

Hapywenus co cmopousl cocydog: BeHo3Has Tpomb0oomOonus (B T.4. neroyHas smOonus,
Tpom603 ryboKKuX BeH, 3MO0JMs U BEHO3HBIH TpOMOO3) - 4acTo.

Onucanue omoenbHbIX HeCeN1amenbHblX peaKyuil

Hoegwie 310xauecmeenibie HO800OPA3068aHUSA

Ha ¢one npumeneHus TpaMeTHHHGa B KOMOHHALMK ¢ 1abpadeHHGOM MOryT BO3ZHHKATh HOBbIC

3JIOKAYCCTBCHHBIC HOBOO6pa3OBaHHﬂ, KaK Ha KOX€, TaK U }.IpyFOﬁ JIOKAJTU3alHuH.

Kpogomeuenue

V MauMeHToB, MOMyYaBUIMX TPAMETHHHUO B OTAENBHOCTH WM B KOMOMHaLMK ¢ aabpadeHnbom,
OTMeYaIHCh FeMopparuyeckue sBJICHHs W JieTalbHble KpoBoTeueHHs. B GobIUIMHCTBE clyyacs
KpOBOTEUeHUs OBbLIM JErkoil creneHd. B nHTerpaibHoil BhiGOpKe s aHanM3a 6e30MacHOCTH

TpameTHHHOA B KOMOUHALMK ¢ 1abpadeHrOoM JieTabHbIC BHYTPHYEPETHBIE KPOBOTEHCHHA ObLIH
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ot™meueHbl Yy <1% (8/1076) naunentos. [To nauxeiM uccnenopanuii I ¢asel y nauueHToB ¢
MeNIaHOMOil, MeJMaHa BPEMEHH 10 Hayala MepBOrO reMOPparnyeckoro spjieHus Ha (oHe
npuMeHeHUs KoMOMHaUMKM TpametHHuOa W Jabpapennba coctaBuia 94 aHs, a MO JaHHBIM
uceneoBanms y nauentos ¢ HMPJI, paHee nosty4aBuinX nNpoTHBOOMYXO0JIEBYIO Tepanuio, — 75

JIHEM.

Puck BO3HMKHOBEHUS KPOBOTEUYECHHUS MOXKET YBEIWYMBATBCA B ClIydac OTHOBPEMEHHOI'O
IMPUMEHEHHST aHTUArperaHTHbIX WM AHTHUKOAryJIAHTHBIX TIpEIapaToB. Hpu BO3HHUKHOBCHHH

KpOBOTEYEHHUS CJICAYET MPOBOJAUTE CUMIITOMATHYCCKYIO TCPATIHIO.

Cruocenue @BJDK / Juchyukyus n1e6oco scenyoouka

Coobuanock o cnyuasx cHuwkerus OBJDK Ha poHe npuMeHeHHs TpaMeTHHHOA B MOHOTEpaIHu
uiu B komOuHauuu ¢ aabpadenudom. [To JaHHBIM KIMHHUYECKHMX HWCC/IEIOBAHUN, MeaHaHa
BPEMEHH /10 BIepBbIe BO3HUKIIEH IUCPYHKLIMH IEBOTO Key104Ka, CepAeYHOM HEJOCTAaTOYHOCTH
umu caumkenus ®BJIK cocrasnsna ot 2 10 5 mecsiueB. B uHTerpanbHoii BeiGopke A1 aHaIn3a
Ge3onacHOCTH TpameTHHKUOa B KomMGuHauuu ¢ nabpadenndom cumxenre PBIDK Op11o otMeueHo
y 6% (65/1076) nauneHToB, OJHAKO B GOJIBIIMHCTBE CI1y4yaeB CHUXKEHHE ObLIO 0OpaTUMbIM H He
COMPOBOXKIANOCH KIMHHYECKMMH TPOSBICHUSIMHU. Y MALMeHTOB ¢ 3a00/1€BaHUAMM, CIIOCOOHBIMH

BJIUATH Ha (I)YHKLLH}O JIEBOT'O XKEJYIOUKa, TpaMCTHHH6 CJICAYET MPUMEHATH C OCTOPOIKHOCTHIO.

Jluxopaoka
B KIWHUYECKHUX HUCCJICAOBAHUAX TpaMCTHHH6a B MOHOTepaﬂHH HJIU B KOM6MHauHH C

)1a6pa¢>eHu60M OTMEYaJIMCh CJly4Yal BO3ZHMKHOBEHHUS JIMXOPAJKH; MPH 3TOM 4aCcTOTa U CTCICHb

BbIPAXKEHHOCTH ObLM BbILIE HAa POHE KOMOMHMPOBAHHOM TEpaIHH.

Hopaoicenus neveru

B KIMHMYECKMX WCC/E0BAHMAX TpaMeTHHMOAa B MOHOTEpAanuH MIM B KOMOMHaLMH C
nabpadeHHG0M OTMeUanHCh HeXelaTeNlbHbIe Peakilii co cTopoHsl nevyeHu. Haubonee yacTbiMu
M3 HEKENaTeTbHBIX PEaKLHii CO CTOPOHBI NeYeHH  ObliiH SBICHUS MOBBIIeHUs akTUBHOCTH AJIT 1
ACT npeumyuiecteeHHo | uian 2 creneHu TsokecTH. B ciydae mpuMeHeHHs TpaMeTHHHOA B
moHoTepanuu 6oee 90% no0OHBIX ABIEHUI CO CTOPOHBI MEYEHH BO3HUKIIM B NIEPBbHIC 6 MecsLEeB
feyeHus. B KIMHUUECKUX MCCIeI0BaHMSAX ABJICHHS CO CTOPOHBI MeUeHH 0OHapYKUBAJIH B paMKax
MOHMTOPHHTA, MPOBOJMBIIErOCs KaXble YeThipe HeAeau. Y TMalKMeHTOB, MOIy4arolmX
TpaMeTHHUO B MOHOTepanuu Wik B KoMOMHaLuu ¢ aabpadeHMOOM, PeKOMEH0BAaH KOHTPOJIb
dyHKIMM neyenu Kaxzapie 4 Helenu B TeyeHue 6 mecsues. Ilocne 5TOro KOHTpONb (byHKUMH

MneYeHu MOXKHO MPOA0JIKATE MO KJIMHUYCCKUM [TOKa3aHUAM.

Apmepuanvras cunepmen3usi
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V nauueHTOB ¢ paHee WMEBILEHCS apTepHalbHOM runepreH3ueil uau 6e3 TakoBOH, KOTOpbIE
MmoJiyyaau TpaMeTHHUO B MOHOTEpanuu Wid B KoMOuWHauuu ¢ gabpadeHuboM, oTMedanuch
CJlyyau TMOBBILICHUS apTEPUAILHOTO AABICHUS. ApTepHAlIbHOE JaBJIEHHUE CIIEAYET U3MEPHTE 10
Hayana JIeYeHHUs W PeryispHO KOHTPOJIMPOBATH B XOJ€ JIEUEHHs, MNPUMEHAS B ciydae

HEOOXOAUMOCTH CTAaHAAPTHYIO THIOTEH3UBHYIO TE€PAIiUlo.

Humepcmunuanvnas 6one31b 1e2KUX/NHe8MOHUM

V nauueHToB, Mojy4aroumx TpaMeTuHiO B MOHOTEpANUK WK B KOMOHHALKMK ¢ fabpadgeHrbom,
moxet pa3Butbes MBJ1 uiau nuesmonut. ¥V nauuentoB ¢ cumntomamu UBJI unu nueBmoHuTa,
BKJIFOYAs MALMEHTOB C BHOBb BO3HUKLIMMH WM MPOrPEeCCUPYIOLIMMH JIEFOYHBIMH CUMIITOMAMHU
¥ TAKUMH SBJICHUAMM, KaK Kallleib, OJIbIIIKA, THITOKCHS, IEBPAIbHbIH BBIMOT UM HHQUIBTPATHI,
TpaMeTUHUO CllelyeT BpPEMEHHO OTMEHMTh [0 TMOJYYEHHs pe3y/lbTaTOB KJIMHHYECKOIo
obcneoBanus. Y natMeHToB, y KOTopbiX auarHoctipoBanbl UBJI unu nHeBMOHUT, cBA3aHHBIE C

[IPOBOAUMBIM JICHCHHUEM, TpaMCTHHH6 CJIEAYET OKOHYATCJIbHO OTMEHHTh.

Hapywenue 3penus

Ha q)OHC MPHUMEHCHHS TpaMCTMHH6a OTMEYAJTUCh paCCTpOﬁCTBa, CBA3aHHBIC C HApYLICHUAMH
3p€HUs, B TOM HHUCJIC OTCJIOMKA MUCMEHTHOTO SMUTENUS CETYaTKH M OKKJIFO3Msl BEH ceTyaTKu. B
KIIMHUYECKHUX HCCIICAOBAHUAX, B KOTOPbIX MPUMCEHAJICA TpaMCTHHHG. O0TMEYAJ/IMCb HCYETKOCTDH

3PEHUSA, CHUKEHHUE 3pEHUS U APYryue HapyLICHHUs.
Koorxcnas coine

B uHTerpanbHOi BHIOOPKE U1 aHa K3 0e30MacHOCTH KOXKHAs Chilb Oblla OTMEYEHa MPUMEPHO
60% 6 24%

y 60% nauneHToB, NOJyYaBUIMX TPAMETHHUO B MOHOTEPANMHU, U NMPUMEPHO Yy 24% MalHeHTOB,

MOJTyYaBLIMX TPAMETHHUO B KOMOMHaLWMK ¢ AabpadeHnbom. B GobIIMHCTBE MOKOOHBIX Cly4aes

CHIllb XapaKTEePU30BalaCh CTENEeHbI0 TsDKeCTH | uiaM 2 M He TpeGoBana BPEMEHHON OTMEHBI

rnpernapara Ui CHUXCHUA A036I.
Paboomuonus

YV MauueHToR, MoAyYaBIIMX TPAMETHHHO B MOHOTEPAIIUU WM B KOMOMHaLMK ¢ 1abpadeHndoMm,
oTMeyanuck ciydan pabaomuonnusa. [Ipy mosBIeHUHM NPU3HAKOB WM CUMITOMOB pab/1oMHOIH3a
HeOOXOAMMO  TPOBECTH  Hajjlexaliee  KJIMHHYeckoe — oOciieJloBaHHE W HA3HAYMTH

CUMIITOMATHYCCKYIO TEpaAIlHUiO.

Hanxpeamum

Ha ¢one npumenenus nabpapenntda B KOMOMHALIMM C TPAMETMHUOOM OTMEYANIMCH Cllydau

pa3BUTHS MaHKPEaTUTA.
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[lovyeunas nedocmamouyHocmsy

Ha ¢oune npumenenuss nabpadenuba B koMOMHALMH C TPaMETHHHOOM OTMEYAIMCh CIydYau

pa3sBUTHA Mo4ecH HOM HEOCTATOYHOCTH.

[TauueHTh 0cOObIX KATErOpUid

Hayuenmur 8 6o3pacme > 65 nem

B wuccnenosanun Il ¢aszel, B KOTOPOM MaLMeHTH ¢ HeorepabenbHON MM METacTaTHYECKOMH
MeslaHOMO# roJyyanu TpametuHut (n=211), 49 nauuenTtos (23%) HaxoAUIKMCh B Bo3pacTe > 65
snet, a 9 naureHToB (4%) — B Bo3pacte > 75 net. B noarpynmnax nmauueHTOB B Bo3pacte <65 u
> 65 net 10As MalMEeHTOB, y KOTOpbix Bo3Hukiau HS u cepweznsie HS, Opina npumepHo
oaMHakoBoit. [To cpaBHEHMIO ¢ MalMEHTaMK B Bo3pacTe <65 jieT, y MalMeHToB B Bo3pacTte > 65
net ¢ Oonblueil BepoATHOCTBIO pa3BuBanmuck HS, Beaymme Kk OKOHYATE/NIBHOW OTMEHE

JIEKApCTBEHHOTIO Mnpenapara, CHUXKEHHUIO 1O3bI UJTH €ro BpeMCHHOﬁ OTMCHEC.

B wuHTerpanbHoii BbiOOpKe JUIs aHanu3a 0e30MmacHOCTH TpaMeTHHHOa B KOMOMHALMH ¢
nabpadperndom (n=1076) 265 nauuentor (25%) O6b11u B Bo3pacTe > 65 neT, a 62 nauuenra (6%)
- > 75 ner. Bo Bcex uccne1oBaHUAX 0Jis MALMEHTOB, Y KOTOpbIX Bo3HUkIW HSI, B noarpynmnax
MalMeHTOB B Bo3pacTe <65 W > 65 ner Obina mpuMepHo oauHakoBoi. Ilo cpaBHeHHIO ¢
MauMeHTaMu B Bo3pacte <65 neT, y NalueHToB B Bo3pacTe > 65 neT ¢ 60/bluel BEpOATHOCTHIO
pa3BuBanuch cepbeznbie HS u HJS, Bepyumme K OKOHYATeNbHOH OTMEHE JIEKAPCTBEHHOTO

npenapara, CHUKECHHIO 103bl HITH €ro BpCMCHHOﬁ OTMCHEC.

Hapywenus d)wncuuu nouex

VY MauueHToB ¢ HapyleHUAMH GYHKIMU NOYEK JIETKOH UM YMEPEHHOMH CTEMEHU KOPPEKLIUA A03bI
He TpeGyercs. YV MalMEHTOB ¢ TSKEIBIMH HApYIICHUAMH QYHKLMH MOYeK TPaMETHHHO cliefyer

NMPUMEHATE C OCTOPOIKHOCTBIO.

Hapvwenus ¢yrxyuu nevenu

V nauMeHToB ¢ JerKMMH HapyleHUsIMH (YHKLNH MEYEHH JIETKON CTENEHH KOPPEKLIMs 103bl HE
Tpebyercst. YV MalMeHTOB ¢ HApyMEHUIMH QYHKLMH MEYeHH CpeHEeH WM TSDKENOH CTeNeHH

TpaMeTHHH6 CJICAYET MPUMEHATE C OCTOPOKHOCTBIO.

Tpawemuuu6 6 KoMOuHayuu ¢ ()a6pa(l)enu6o.u Y NAYUEHMOB8 C Memacmas3ami 8 20N06HOM MO32€

BesonacHocTh M 2¢@peKTHBHOCTL KOMOMHALMKM TpaMeTMHHOa W naGpadenuba oueHuBanu B
uccneaoannu 11 gaspl y nalMeHToB ¢ MEJAHOMOM C MOJIOKHUTE/IBHBIM CTATYCOM MYTalluH BRAF
V600 1 metacTtazamu B rojosHom mosre. [Tpodunb 6e30nacHOCTH Y TaKUX MALMEHTOB B LEIOM

HE OT/IHYalICsa OT HpO(i)HJ'lSl 0e30MacHOCTH AaHHON KOMOMHALMHU.
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Ecnu ommeueno yxyoutenue KIUHUYECKO20 MeYeHUus 06020 u3 YKA3aHHbIX 6 UHCMPYKYuu
noGounvix s¢hhexmos unu Boi samemunu nobvie opyeue nobounvie d¢gexmol, He yKasanHvie 6
UHCMPYKYUU, COODUUmME 00 IMOM 6payy.

IIEPEIO3UPOBKA

Cumnmomol u RPU3HaKu

B KJIMHUYECKHUX MCC/IEIOBAaHUAX ClIyyaeB MPHUMEHEHMs [pernaparta MeKl/lHHCT®

B J103aX,
npepblaoMx 4 Mr 1 pas B CyTKH, 3aperMcTpHpoBaHO He Obiio. B pamkax KIHHMYECKHX
MCCIIeI0BAHMIT HCCIIeIOBAHO NMPUMEHEHHE TpaMeTHHHOA BHYTPh B 03¢ 110 4 Mr | pa3 B CyTKH U
Harpy3ouHas 103a 10 Mr | pa3 B CyTkH B TeueHHe 2-X MOCJIE10BATEIIbHBIX JHEH.

Jlevenue

JlaneHeiiinee neueHne clieyeT NPOBOAUT B COOTBETCTBHHU ¢ KIMHUYECKUMHU MPOSABICHUAMHU UK
PEKOMEH/IaLMAMH HALIHOHAJIBHOTO TOKCHKOIOTHYECKOro HeHTpa. CrielMpuyeckoro JeueHns npH
nepelo3upoBKe TpamMeTHHHOA He cyuectByeT. [Ipd HEOOXOAMMOCTH cliellyeT MpOBOAMTE
MOJUIEPIKMBAIOIIEE JICYEHHE C COOTBETCTBYIOLIMM KOHTposieM cocToaHHs. [‘emMoananus He
YBE/IMYMBAET BHIBEJICHUE 110 MPUYMHE BBICOKOTO CBA3BIBAHMSA TpaMeTHHUOA ¢ Oe/kaMu Ma3Mel
KPOBH.

B3AUMOJENCTBUE C IPYTUMU JIEKAPCTBEHHBIMU ITPENNAPATAMH

Monomepanusa

[Tockonbky TpaMeTHHHO meTabonu3upyercs NpeUMYLLECTBEHHO MoCpeaACTBOM
JealleTHIMPOBAH M, 110 BCeil BEPOATHOCTH, OMOCPE0BAHHOIO IHAPOIUTHYECKUMHU (epMeHTaMH
scTepasamu (HanpuMep, KapOoKCHIICTEpa3aMH), MajloBEPOSATHO, YTO ApYrUe Npenapathbl BAUAIOT
Ha ero apMakOKHHETHKY Yyepe3 MeTabOoIMYECKHE B3aUMO/ICHCTBHS.

Brusinue mpamemunuba na gepmenmot, mMemabdonusupylouue 1eKapcmeeHHvle npenapamol, u
benKu-nepeHoCcyuKu

Mcxomst M3 JaHHBIX, MONYYEHHBIX M Vilro W in vivo, TpaMETMHMO 3HAYMMO HE BIHMACT Ha
papMaKOKMHETHKY ~JpYrMX JICKApCTBEHHBIX —MpENapaTtoB — uYepe3  B3aWMOJCHCTBUA
u3odepMeHTaMH IMTOXPOMA WM GelIKaMU-TIepeHOCUHKAMHU. [n Vilro, TPAMETHHHO He ABACTCS
unru6utopom uszopepmertos CYP1A2, CYP2A6, CYP2B6, CYP2D6 u CYP3A4. In vitro
TpameTHHUG  sBnseTcs uHruburopom Hsodepmentos CYP2C8, CYP2C9 wu CYP2C19,
uraykropom uzopepmenta CYP3A4 u unruburopom Genkos-neperocuukos OATI, OATS3,
OCT2. MATEIL, OATP1BI1, OATP1B3, Pgp u BCRP. OxtHako, HcX0/1s U3 MaJloii 103kl U MaJoi
CHCTEMHO#T 9KCMO3UIIMK TPAMETHHHOA NMPH MPUMEHEHHUH B KIIMHUYECKOMH MPAKTUKE M0 CPABHCHHIO
C in vitro, CYMTAeTCA, 4YTO TPAMETHHUO HE SBJISETCA MHIUOMTOPOM HJIH WHAYKTOPOM OSTHX
n30(EPMEHTOB WK BEIKOB-MIEPEHOCUUKOB i1 vivo. MHOTOKpaTHOE NpUMEHEHHE TpameTHHHOA B

no3e 2 mr | pa3 B CyTKM He OKa3bIBaJO KJIHHWUYECKH 3HAYMMOro BIHAHMA Ha Cmax u AUC
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nabpadenuba nocse NpUMEHEHUs MOCIEAHEro B OTHOKpaTHOI 103e, cyberpara ans CYP2C8 u
CYP3A4, nocne ero OAHOKpaTHOTO NMPUMEHEHHU.

Brusinue Opy2ux n1ekapcmeeHHbIX npenapamos Ha mpamemunuo

Jlanuele, in vitro W in vivo, yKa3blBalOT Ha TO, YTO ApyrHe Mpenapathbl, BEPOATHO, HE BJIMAIOT Ha
dapmakokuHeTrky TpameruHuba. TpamernHu® peaueTwnupyercs KapOokcuiscTepasaMH M
BO3MOXKHO JAPYTMMH MHAPOIUTHYECKUMU epMeHTaMu. [1o JaHHBIM KIIMHHUYECKHUX UCCIIEIOBAHUM
MaOBEPOSTHO pa3BuUTHE JIeKapCTBEHHOTO B3aUMOJCHCTBHUS, OMOCpPEeI0BaHHOTO
kapOokcuaactepazamMu. M3opepmentsl cucteMbl uutoxpoma (CYP) MrparoT He3HaYMTENbHYHO
poJib B BbIBeeHHH TpameTHHUOa. TpaMeTHHHO He sBIseTcs cyOcTpaToM GenKOB-TNIEPEHOCYHKOB
BCRP, OATPIBI1, OATPIB3, OATP2B1, OCT1, MRP2 u MATEI. In vitro tTpameTHHUO
apngercs  cybctpatom  Pgp, 0aHako BEpOATHOCTh  KIMHWUYECKH 3HAUYMMOTO  BIIMAHUSA
uHrHOupoBaHus Pgp Ha TpamMeTHHHO MaloBEpOSTHA, YYHTHIBAs BBIPAXKEHHYK CMHOCOOHOCTH
MOCJIEIHEr0 K MaCCMBHOMY MPOHMKHOBEHHIO M €r0 BBICOKYIO OHOA0CTYMHOCTh. OIHOBPEMEHHOE
npuMeHeHue UHAYKTopoB u3odepmenta CYP3A4 He BAUANO HA SKCMO3HMLIMIO TpaMeTHHHOA MpH
MHOTOKPAaTHOM MPUMEHEHHUH.

MHorokpatHoe OJHOBpeMeHHOe NpuMeHeHue aabpadeHuda B no3e 150 mMr 2 pasa B CYTKH H
TpamMeTHHHOA B J103¢ 2 MT | pa3 B CYTKH MPUBOAKIIO K YBeTUueHHIO Cnax 1 AUC nabpadenutda Ha
16% u 23% cooTBeTcTBeHHO. [10 JaHHBIM MOMYIALMOHHOrO (papMaKOKMHETHYECKOro aHajin3a
npu npuMeHeHuu TpameTuHuOa ¢ pabpadennbom ormevaercs HeOOJBLIOE YMEHBLIEHHE
OUOIOCTYMHOCTH TpameTHHUOaA, cooTBeTcTBytolee yMeHbiueHntio AUC nocneaHero Ha 12%.
Vkazauubie usmMeHeHUst Cmax 1 AUC pabpadennda u TpameTuHuOa He ABAAIOTCS KIMHUYECKH
3HAYUMbIMH.

Mudpopmauus o BzaumoneicTBuu nabpadeHuda ¢ ApyrMMHM JIEKapCTBEHHBIMH MpenapaTaMu
yKazaHa B MHCTPYKLIMM NO NpUMeHeHHIo fabpadenunoda.

ITuwesoe 83aumooeticmaue

[TockonbKY NMpH 0JHOBPEMEHHOM TpUEME C MuLiei abcopOLuMs TpaMeTHHHOA MEHsETC s, Npernapar
MekunucT® criejlyeT NpUHMUMATh Kak MHHHMYM 3a | yac /o WM yepe3 2 yaca mocje npreMa
MUILLH.

OCOBBIE YKA3AHUS

[lepen HauaaoM mNpuUMeHeHHs Tperapata B KOMOMHauMu ¢ JabpadgeHuOOM 03HAKOMBTECH €
MOJIHOM HHCTPYKLIKEHN M0 MEMLIMHCKOMY MPUMEHEHHIO YKa3aHHOTO JIEKapCTBEHHOTO Npernapara,
B TOM YHcJIe ¢ pasenioM « Ocobvle ykasanusy.

Banuoupoeannwiii mecm na noomeepoicoenue Hanudus mymayuu BRAF V600

BesomnacHocTs 1 3dekTHBHOCTS Mpenapata Mekunuct® y nauuentos 6e3 myraunn BRAF V600

HE U3y4eHa.
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Cruxcenue @BJDK, oucghynkyus 1e6020 dncenyoouxa

B KIMHUYECKUX UCCIIEIOBAHUIX Yy NalMEeHTOB, MOJTYyYaBLIKX Mperapar MCKHHHCT®

, 0TMEYaJoch
cumkenne ®BJIK. Menana BpeMeHu 10 pa3BUTHs UCHYHKINH JIEBOTO JKeJy104Ka, CepACHHOM
HeaocTaTouHocTH WM cHiwkenus ®BJDK y nmauueHTtoB, nojy4aBuinx JieYeHHE MpernapaToM
Mekunuct® B MOHOTEpANuU UK B KOMOMHALMH ¢ abpadeHnboM, cocTaBua OT 2 10 5 MECSLEB.
V HauueHToB ¢ 3a001eBaHUAMHU, KOTOPBIE MOTYT COTMPOBOXKAATECS HAPYLIEHHEM ()yHKLIMH JIEBOTO
KeTy0uKa, TPUMEHATH npenapat MeKMHUCT® ClielyeT ¢ OCTOPOXKHOCTBIO. Y BCEX MALHUEHTOB
®BJDK cheayer OUEHWTH Mepel HayaloM Tepanud MpernaparoM, a TakKe MpOBOJMTh
MePUOIMYECKUI KOHTPOJIb B TeUEHHE 8 HE/IE/Ib MOC/Ie Havasa JeYeHHs, U laliee Ha NPOTAKEHUH
JIeYeHHs MpernapaToM Mo KIMHUYECKUM IMOKa3aHUsAM.

Kposomeuenue

® KaKk B MOHOTEpanuH, TaKk U B KOMOMHALMKU ¢

Ha ¢one npuema npenapata MeKMHUCT
nabpadeHnb0M 3aperucTpUPOBaHbl Cepbe3HbIe Cydau reMOpparM4eckux ABJICHHH (CM. pasaen
«Ilobounoe oeiicmeuey). B KIMHUYECKUX MCCIEIOBAHUAX Y 6 MALMEHTOB M3 559, mojy4yaBIInX
npenapar Mekunncr® B komGuHaumu ¢ aGpadeHnGOM 1Mo MOBOLY Hepe3eKTabesnbHOH Wi
METacTaTHYECKON MEJIaHOMBI, Pa3BUJIOCH BHYTPHUEPENTHOE KPOBOM3IIUAHHE C JIeTalbHBIM
MCX0/10M. B KITMHMUYECKOM HCCIeIOBAaHUHU a/TbIOBAHTHOM Tepariu NpernapaToM Npu MejaHOMe He
OTMEYEHO CJIyyaeB KPOBOTEUEHHs C JIETANbHBIM UCXOAOM. B KIMHHUUYECKOM HCClIEI0BAaHWH MPH
npuveHeHun npenapara  Mekunuer® B komMOuHaumu ¢ aabpadennGoM no  nosoay
pacrnpoCTPaHEHHOTO HEMENKOKJIETOYHOrO pakKa JIErKOro BHYTPUYEpENHOe KPOBOM3JIHAHME €
NeTaNbHBIM MCXOJ0M pa3Buioch y 2 nauueHToB M3 93 (2%). [lpu nosiBaeHHH CHMNTOMOB
KpOBOTEUYEHHsI MALMEHTY ClIe/lyeT HeMEUIEHHO 0OpaTUTLCs 3a MEAULIMHCKOW MOMOLLBIO.
Apmepuanvnas cunepmen3us

[pn npumeHenuu npenapata MekuHUCT® y NALMEHTOB ¢ paHee CYLIECTBYOIIEH apTepHaIbHOM
runepTeHsueii niu 6e3 Hee GbUIH OTMEYEHBI AMH30/1bl MOBBIIIEHHS APTEPHANILHOTO JaBICHHUS (CM.
pazoen «Ilo6ounoe oeiicmeue»). Cnefyer U3MepATh apTepUaNbHOE JaBJICHHE MEpEe] HavyaIoM
Tepanuu NpenapaTom U KOHTPOJIUPOBATH JaJiee BO BPeMs JICUEHHUS, IPH HEOOXOAMMOCTH ClIeyeT
KOHTPOJIMPOBATH apTEPHAbHYIO PUIIEPTEH3UIO MPH MOMOLIM CTAHAAPTHOU TEpanuH.
Humepcemuyuanvras 6one3us neexux (HbJI)/nnesmonum

B KJIMHMUYECKHX HCClieoBaHUuAX y 2,4% MalMeHTOB, TMOJyYaBUIMX JICYCHUE MpenapaTomM
Mexkunuct®, passuincs MBJI niv nHeBMOHUT; BCEM NalMEHTaM notpeboBanach rocnMTaau3aLus.
Me/naHa BpeMeHH J10 nepBrix nposeienuit UBJT unn nHeBMonuTa coctasisna 160 uei (ot 60
10 172 nueit). CneyeT OTMEHUTD JIEYCHHE MpernapaToM Mexkunuct® 10 NOSyYeHHs pe3yTbTaToB
KIMHUUECKOro 00cIeI0BaHMs Y MalMeHToB ¢ nogo3peHueM Ha MUbJI niv mHEBMOHUT, B TOM YHCIIe

Y NalMEHTOB C HOBBIMH HJTH MPOrpeCcCUpyroUMH CUMIITOMaMH U MpU3HaKaMH, BKJIKOYas KalleJb,
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OJIBILIKY, TMIOKCHIO, MICBPAIbHbIH BBIMOT WK HHGUAbTpaThl. [IpH MOATBEpIKACHHH AHarHo3a
WBJI uIM MHEBMOHMTA, CBA3aHHBIX C MPHEMOM Mperapara, jledeHue npenapatoM MeknuHucT®
ClIE/IYeT NMPEeKpPaTHTh.

Paboomuonus

Y naiMeHToB, NPUHUMABLIKX MpenapaT MeKMHUCT®, ObLIM OMUCAHBI CTyyan pabaoMHONIK3a, B
HEKOTOPBIX CTy4asX MalMeHTbl MOTJIH MPOJ0JDKATh NpUeM npenapara. B 6osee TsokembixX ciydasnx
TpeGoBanack rocruUTaaM3alus, MpepblBAHUE MM TMOJHOE MpPEKpalleHHe JIeYeHHs MpernapaToM.
[Ipu MosiBIeHUH NPU3HAKOB M CUMITOMOB pabJOMHOIN3A CIIEAYET MPOBECTH COOTBETCTBYIOLIEE
o0cieloBaHHUE U JICYEHHUE.

Hapywenue 3penus

[Ipu npumeHenun npenapata MekMHUCT® 0TMEYaoch pa3BUTHE HApYLICHHH 3pEHHs, BKIIOYAs
xopuoperuonaruio, OIMDC u OBC. B KJIMHMYECKHX HCCIIEJOBAHUAX OTMEYEHBI TaKHe
CHUMIITOMBI KaK HEYETKOCTh 3PEHUs, CHUIKEHHE OCTPOTHI 3pEHUS U JIPYTHE ABJIEHHs CO CTOPOHBI
oprana 3penus. [lpenapatr Mekunuct® He pekoMeHayeTcs MpuMeHsTh y nauueHtoB ¢ OBC B
aHaMHe3e.

[Tepen HauanoM JieYeHHs TPENapaToM CIeAyeT MPOBECTH TIIATENbHOE O(PTaNIbMOJIOTHYECKOE
o6cneIoBaH|e U MPH KIMHUYECKON HEOOXOAMMOCTH MOBTOPSATH €ro Bo Bpems Tepanuu. Ilpu
BO3HUKHOBEHMH Ka100 Ha HApYILIEHHUE 3PEHUs Y MALIMEHTOB, MOJTYYalOLIUX TEPAIHIO MpenapaTrom,
clle/lyeT MpOBECTH JIOMOJIHUTENbHOE odTanbMonoruyeckoe obcnenosanue. [Ipu BhIABICHHH
MOpaXkeHHs CETYATKH CJIEYET He3aMeAIMTE IbHO MPEPBATh JIeYEHHE MPenapaTomM U 00paTUTLCA K
creupaniety no 3abosnesanusM ceryatkd. [lpu BeiBaenun OBC neueHue npenapatom
Mekunuct® cienyer nosHocTsio npekpatuts. [pu Boiseienun OIDC crnenyer npuaepKuBaThes
CXEMbI KOPPEKLIMH J103bl, YKa3aHHOH B Tabnuue 3 (cM. pazaen « Cnocob npumeneHus u 003vl»).
Toxcuueckue nopaniceHus Koicu

Koocnas cotne

B KAMHMYECKMX HCCIEI0BAHUSX KOXKHAs ChiNb HaOmoaanack npubinsurensHo y 60% nauneHTos,
MOMyYaBIIMX MOHOTepanuio npernapatoM Mekuauct”, u y 24% MalMEHTOB, MOMY4aBLIMX
KoMOuHHUpOBaHHOe JieyeHue ¢ gabpadennbom. B GonblumMHCTBE CilydaeB KOXHAsA Chillb UMeEJa
cTeneHb TskecTd | uiau 2 U He TpeGoBaia npepbIBaHUs JICUCHHUS WIIH CHUKEHHS 10361

Tascenvie HA co cmoponbt kodcu

[pu npuMeHeHun mnpenapata MekHHCT® Kak B MOHOTEpAmMM, Tak W B KOMOMHALMH C
nabpadgeHn6oM, BO3MOKHO Pa3BUTHE CIIyYaeB TKEJBIX MOPaXKEHHUH KOXKH, BK/IKOYAA CHHAPOM
Crueenca-J/KOHCOHA U JIEKAPCTBEHHYIO CBITb ¢ 303MHOQHIIMEN U CHCTEMHBIMHU MPOABICHUAMH.
JlaHHBIE TIOpakeHHs! KOKH MOTYT YrpoXaTh JKM3HM MalHEHTOB W MPHBOJAWTHL K JETAlbHBIM

HCXOoJaM. IIO HayaJia Teparnuu nauueHThl JOJDKHBI OBITh l'IpOHHCbOpMHpOBaHbI 0 HEOOXOAUMOCTH
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KOHTPOJISt 38 COCTOSIHUEM KOXH M CPOYHOro 0OpalleHHs 3a MEIMIIMHCKOM MOMOIIBIO B Ciy4ae
pa3BUTHS MPU3HAKOB U CUMMNTOMOB MOAOOHBIX COCTOSAHMIA. B ciyyae nosBjieHus MpuU3HaKoB U
CUMIITOMOB TSDKEJIBIX TOKCHYECKUX MOPAKEHUH KOXKH TEPAIUIO CIIEYET MPEKPATHTb.

Benosnaa mpomoosmbonus

[lpu npumeHenun npenapata MekuHHCT® Kak B MOHOTepanuM, TaK U B KOMOMHALMH C
nabpadeHuGoM, BO3MOXKHO pa3sBUTHE CllyyaeB TpOMO03MOOHH, BKIIOYas TpoMO03 rilyOOKHX BEH
U serounyto smbonuio. [laureHTsl J0/OKHBL OBITE MPOUH(POPMUPOBAHBI O HEOOXOAMMOCTH
CPOUHOrO OOpallleH s 3a MEAMLMHCKON MOMOLIBIO B CIy4Yae pa3BUTHS CMMIITOMOB BEHO3HOM
TpoMO0IMOOIHUHU.

Hapywenus co cmoponwl nevenu

B KIMHHYECKHX MCCIIeI0BAHUAX ¢ MPUMeHeHHeM npenapata Mekunuct® Gbiin otmeuensl H co
CTOPOHBI MeyeHH. PekoMeHyeTcsl MPOBOANTE KOHTPONIb (QYHKLMH MevYeHH Kaxbie 4 Helelu B
TeueHHe 6 MecAleB Mocie Hayana jedyeHus npenapatom MekuHucT®. BriocieacTBUH KOHTPOIb
(GYHKIMU MTeYeHH MOXKET ObITh MPOAOIKEH MO KIMHUYECKUM MOKa3aHUAM.

Jluxopaoka

YV  nauMeHTOB, MoNydaBIMX npernapaT MekuHHCT® Kak B MOHOTepanuM, Tak M B
KOMOMHHPOBAaHHOM Tepanuu ¢ aabpadeHnbom, oTMeHanoch MoABJIEHUE JTUXOPAJKH, Yalle Mpu
NpUMeHEeHUH KOMOMHUPOBAaHHOTO jiedeHus. [1pu npumenennn nabpadennda B nosze 150 mr 2 pasza
B CyTkHM B KoMOMHauuu ¢ mpenapatom Mekunuct® B 03¢ 2Mr | pa3 B CyTKM MO MOBOAY
Hepe3ekTabe/IbHOM MM METaCTaTUYECKOW MEJIaHOMbI B [OJOBUHE CIIy4aeB MEPBbIC SMH30/bl
JMXOpaJKK OTMEYaJich B MepBblii  MecsAll KOMOMHHMpPOBaHHOH Tepanuu, TpH 3TOM
npuGauzuTenbHo y 1/3 nauueHToB, NOMYYaBIIMX KOMOMHMPOBAHHYIO TEpanuio, 0TMEYanoch 3
unn Gonee 3NM3010B AMXOpaaku. JlaHHOE COCTOSIHME MOXET COMPOBOMKIAATHCA BBIPAKEHHOM
JPOKbIO, 00€3BOKMBAHMEM W apTepUasbHOM TUMOTEH3WeH, B PEAKMX CllyyasX BO3MOKHO
pa3BUTHE OCTPOIi MOYSUHOI HE0CTATOYHOCTH. BO BpeMs U mociie TsKebIX 9MU30/10B JTHXOPAJIKH
clie/lyeT KOHTPOJIMPOBATh KOHLEHTPALIMIO KPEATHHHHA B CHIBOPOTKE KPOBH M IpYrHe MOKa3aTe/v
dynkumn nouek. OTMeUeHb! Cllydan TsDKeNIoN HerHpeKUMoHHOMH (GeOpunbHoi muxopaaku. [pu
MPUMEHEHWH TMpernaparta B KIMHUUYECKMX HCCNIEIOBAHUAX [aHHBIC COCTOAHMA YCTEIIHO
KyMHMpPOBAIMCh KOppekuuei 103bl  fabpadennba M/MaM MPUOCTAHOBICHWEM TEpanvu ¢
MpUMEHEHHEM TMO/IEPKUBAIOLLETO JiedeHHns (eM. pasaen «Chocob npumeHenus u 003bl»).
Konum u nepghopayus opzanos sicenyo0ouno-KuuieiHo2o mpakma

V NalMeHTOoB, MOJIyYaBnX npenapat MeknHucT” Kak B MOHOTEpANHH, TaK U B KOMOMHALMK C
nabpadenuboM, OTMedeHBl Clydad KOJMTa W neppopalii OpPraHoB KejlyJ0YHO-KHIIEYHOTO
TPaKTa ¢ JeTalbHbIM HCX0A0M (cM. pasaen «/lo6ounoe deiicmeue»). Cieayer ¢ OCTOPOKHOCTBIO

MPOBOJAMUTHL JIEYCHHUE TMpernapaToM MCKHHHCT® KaKk B MOHOTEparuiu, Tak U B KOMOHMHALMU C
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nabpadeHuboM y mauueHToB ¢ (pakTopaMu pUcka pasBUTHs nephopauui OpraHoB XKelyA0uHO-
KMILIEYHOTO TPAKTa, B TOM YMC/IE ¢ HATMYMEM B aHAMHe3€ MBEPTHKYJIMTA, METACTa30B B OpraHbl
KENYIOYHO-KHUIIIEUHOTO TpaKTa, a TaKkKe MPH OJHOBPEMEHHOM TMPUMEHEHHH TMpenapara ¢
JAPYTMMH JIEKApCTBEHHBIMUM CPEICTBAMH C YCTAHOBJICHHBIM PHCKOM pa3BUTHs mepdopaumu
OpraHoB XKeyA04HO-KHLIEYHOTo TpakTa. [IpH MOsSBICHHMH CUMITOMOB KOJIMTA WK nepdopariiu
OpraHoB Kejy/04HO-KHIIEYHOr0 TpakTa MalHeHTy ClieflyeT HeMEAIEHHO o0paTuThes 3a
MEAULIMHCKON MOMOIIBIO.

BJIMSIHUE HA CITIOCOBHOCTH YIIPABJISAATh TPAHCIIOPTHBIMUA CPEACTBAMU U MEXAHU3MAMH
UccnenoBanus, NOCBALIEHHbIE BAMAHHMIO TpaMeTHHHOa Ha  CrOCOOHOCTH  YIpPaBJIAThH
TPAaHCIIOPTHBIMU CPEACTBAMH M MEXaHH3MaMH, He npoBoauinck. Mexons us papmakonornyeckux
CBOWCTB TpaMeTHHHOA, Kakoe-TMOO HEeraTHBHOE BIMAHME Ha JEATEJBHOCTH TaKOro poja
MasioBeposaTHO. OLeHHBas COCOOHOCTD BBIMOMHATE AeHCTBUS, TpeOytolue OBICTPOro MPHHATHS
pelIeHHi, CrelMaNbHBIX JBUTATeIbHBIX M KOTHUTHBHBIX HABBIKOB, HEOOXOAMMO YYHTHIBATH
obl1ee coCTOAHME MalMeHTa U nMpoduiib TOKCHYHOCTH TpaMeTHHHUOA.

DOPMA BBITTYCKA

TabneTku, MOKpHITHIE MIIeHOUHOH 0bosoukoi, 0,5 mr, 2,0 mr.

[To 7 unu 30 TaGnerok Bo daakone u3 [TIBI1, 3aKpbITOM MOJUMPONUIECHOBON BUHTOBOH KPBILIKOH
C TepMo3arnevyaThiBaeMOW [UICHKOM u3 (OJNbru, MOKPHITOH MOJMITHIEHOM, COAEpXKalleH
BJAronorI0TUTElb, € YCTPOWCTBOM MpPOTHB BCKpbITUS AeTbMHU. [lo 1 ¢nakony Bmecte ¢
MHCTPYKLIMEH M0 MPUMEHEHUIO B KAPTOHHOM MaykKe.

CPOK FrOJIHOCTH

2 ropa.

He npumeHsTH nocie McTeYeHUs CpoKa roJHOCTH, YKa3aHHOTrO Ha yMakoBKe.

YCJI0BUS XPAHEHUS

XpaHuth G1akoH B nayke, npu temneparype ot 2 10 8 °C.

[Tocne BekpeiTHs (iakoH XpaHUTh Mpu Temrnepatype He Bbite 30 °C He Gosee 30 aHei.
XpaHUTb B HEOCTYMHOM JUIS IETEN MECTE.

YCJI0BUS OTIIYCKA

[To peuenry.

ITPOU3BOJUTEJIb

[Ipon3BOACTBO rOTOBOII JIeKaAPCTBEHHOH POpMBbI

[nakcoCmutKasiin Maubtogakuypunr C.n.A., Crpaaa [Iposununane Aconaua, 90, Can Ilono
43056, Toppuue, (ITapma) Mtanua / GlaxoSmithKline Manufacturing S.p.A., Strada Provinciale
Asolana N.90 (loc. San Polo), 43056 - Torrile (PR), Italy
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IlepBuuHas ynakopka

["nakco Bannkom C.A., Byproc 09400, Apanaa-ae-/yspo, [IpomeiuieHHas 30Ha AieHae1y3po,
ABenua ae Dkerpemanypa, 3,Mcnanus / Glaxo Wellcome, S.A., Avda. Extremadura, 3, Pol. Ind,
Allendeduero, Aranda de Duero, 09400 Burgos, Spain

Bropuunasi/morpeduTenbekas yNnakoBKa, BbINYCKAIO N KOHTPOIb Ka4yecTBa

["nakco Bannikom C.A., Byproc 09400, Apanaa-ae-Jlyspo, [IpoMbltsieHHas 30Ha AuieHaAeys3po,
ABenuja e Dkcrpemanypa, 3, Mcnanus / Glaxo Wellcome, S.A., Avda. Extremadura, 3, Pol. Ind,
Allendeduero, Aranda de Duero, 09400 Burgos, Spain

OGiecTBO ¢ OrpaHHyYeHHOI oTBeTcTBeHHOCThI0 «CKOIMMHCKUM ®APMALIEBTUYECKUIA
3ABO/I» (000 «CKOIMTUH®APM»); 391800, Psazanckas o001, CKONUHCKHIA paiioH,
[Ipomeiuiennas 3ona Nel tep., 3a.1, Poccus

HAUMEHOBAHUE W AJIPEC IOPUJIUYECKOIO JIMIIA, HA HUMsJ KOTOPOIrO BBIJAHO
PETUCTPAIIMOHHOE YAIOCTOBEPEHHE

Hosaptuc ®apma AT, Jluxtwrpacce 35, 4056 basens, llBeituapus / Novartis Pharma AG,
Lichtstrasse 35, 4056 Basel, Switzerland

ITOJIYYUTH JIONMOJHUTEJBHYIO HHO®OPMALIMIO O IIPEMAPATE, A TAKXE HAINPABUTH
IMPETEH3UHU U UHO®OPMALIUIO O HEXEJIATEJIbHBIX SIBJIEHUAX MOXHO MO CJIEAYIOLWEMY
AJIPECY B Poccum:

000 «HoBaptuc ®apmar»

125315, r. Mocksa, JIeHMHrpaAcKuii npocnexT, 1oM 72, kopryc 3;

ten.  (495)967 12 70;

dakc (495) 967 12 68.

www.novartis.ru

B cayuae ynakosku ¢ P@ nanpasums npemen3uu u uHGOpMayuio 0 HelCeiamenbHuix S61eHUIX
MODJICHO MaKoice no cneoyloujemy aopecy:

000 «CKOITHHD®APM»

391800, Poccus, Pasanckas o6nacts, CKomuHCKHi paiioH, [TpoMbiiiienHas 3o1a Nel tep., 31.1.

Ten. +7 (49156) 2-03-09

Ten./akc: +7 (49156) 2-28-44

\ \ H‘HKnHew)C/B

\O
MemeKep 1o per m})pﬂbm npoeKTaM
000 «IToBapTﬁ?: dapmar
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