NPIv11 approved on 28-11-2025
Based on CDSv3.10 from 31-Jul 2025

MUHUCTEPCTBO 3/IPABOOXPAHEHM ST POCCUNCKON ®EIEPALIIN

NMHCTPYKIMA
10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
MEKUHHUCT®

PEruCTPALIMOHHBIN HOMEP: JII1-002945

TOPIrOBOE HAUMEHOBAHME: Mekunuct®

MEXIYHAPOJHOE HEHATEHTOBAHHOE HAUMEHOBAHME: TpaMeTHHUO
JIEKAPCTBEHHASI ®OPMA: TaOJETKH, OKPBITHIE MJIEHOYHOU 000I0UYKOM.
COCTAB

Kaxcz[aﬂ Ta6J’IeTKa, IMMOKpPBITAas IJIEHOYHON 060J’IOLIKOI7I, COACPIKHUT:

Heticmeyowee geujecmeo: TpaMeTHHUOA TUMETUICYIHPOKCH (B TIepecyeTe Ha TPAMETUHUO) -

0,5635/2,2540 wmr (0,5/2,0 w™r); 6cnomocamenvhvie 6ewecmeqa. MAHHHTON, IEJUTIOIO3a
MHUKPOKpUCTAIIIMYECKas, runpomesioza 2910, kpockapmeiio3a HaTpusi, HATpHs Jlaypuil
cynb(dar, KpeMHHUs IUOKCUJ KOJUIOMIHBIM, MarHus cTeapaT; cocmas MNieHOYHOU O00N0UKU:
Omnagpaii xenteiii 03B120006 (runpomeriosa, TWTaHa JuoKcua, Makporon-400, kpacutens
JKese3a OKCUI kenThiil); Omaapaii po3oBeiid YS-1-14762-A (runpomeriosa, TUTaHA JAUOKCH,
Makporoi-400, moaucop6at-80, KpacUTENb JKeie3a OKCHJI KPACHBIN).

OINMCAHUE

Tabnemxu, noxpvimsie nieHo4Hol obonouxot 0,5 me: oBaIbHBIC, TBOSKOBBIMYKIIbIE TA0IETKH CO

CKOILICHHBIMH KpasiMHM, O€3 PpHUCKH, IMOKpBITbIE IUIGHOYHONH OOOJIOYKOM JKEJITOro IIBeTa, ¢

TPaBUPOBKOMI «( )y na oHOM cTOpoHe U «TT» — Ha Apyrou.
Tabremxu, noxpvimvle nieHoOYHOU 06010uK0oU 2,0 Me: KPYTible, TBOSKOBBITYKIIBIE TAOJIETKH CO

CKOIICHHBIMHU KpasIMH, 0e3 PUCKH, TTOKPLITHIC IJIEHOYHOH 000JI0YKOI po30oBOro nBeTa, €

TPaBUPOBKOM « U) » Ha OAHOM cTopoHe U «LL» - Ha npyroii.

DAPMAKOTEPANIEBTUYECKAS T'PYIIIA

[IpoTuBOOIyXONEBbIE  CpPEACTBA, HMHTHOWTOPHI MPOTEHMHKHHA3, WHTHOUTOPHI  MHTOTEH-
akTHBUpYyeMbIX npotenHkuHas (MEK).

Koa ATX: LOIEEOL.

DAPMAKOJIOTHYECKUE CBOMCTBA

Mexanuszm oeticmeus

Monomepanus

TpaMeTI/IHI/I6 SABJISICTCS  BBICOKOCCJIICKTUBHBIM  aJITIOCTCPHUICCKUM I/IHFI/I6I/ITOpOM AaKTHUBaIllM
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MUTOT€H-aKTHBUpYeMbIX mnporeuHkuHaz 1 (MEK1) u 2 (MEK2), koropsie sBIsOTCA
BaXHEHIIMMU KOMIIOHEHTaMU CUTHaJIbHOTO nymu ERK (kunaswl, pe2yiupyemou 6HeK1emoyHbIM
cuenanom). Ilpy MenaHoMe U IpyrMX BHJaX paka 3TOT MyTh YaCTO AKTMBUPYIOT MyTHPOBAHHBIE
¢dopmbl reHa BRAF, uro B cBoto ouepens aktuBupyer MEK u ctuMynupyet pocT omyXoJieBbIxX
kiaeTok. Tpamernnu® uHrHOupyer KuHa3HYIO akTuBHOCTH MEK M pocT KIETOYHBIX JTHMHHUNA
MEJIaHOMBl U HEMEJKOKJIETOYHOTOo paka jerkoro ¢ myrauueil renHa BRAF V600 in vitro u
JEMOHCTPUPYET MPOTUBOOIYXO0JIEBOE NEHCTBHE B KCEHOTPAHCIUIAHTATaX MOJEIEH MEIaHOMBI C
myTtanuei rena BRAF V600.

Myramuu rena BRAF naOmromatorcss B 2% ciiydyaeB HEMEIKOKJIETOYHOTO paka JIETKOTo, H
HanboJiee 4acTo BCTpedaroTcs mpu aaeHokapuuHomax. Myrtamuss BRAF V600E cocraBnser
IPUMEPHO MOJIOBUHY BCEX MYyTallMil JAaHHOTO Fe€Ha IIPU HEMEJIKOKJIETOYHOM pake JIETKOro, KpoMe
TOro, BcTpedaroTes Takke apyrue myrauun BRAF V600, nanpumep V600K, xotopast Taxxke
NPUBOJIUT K KOHCTUTYTHBHOHN akTuBaimu BRAF u sBnsieTcst 4yBCTBUTENBHON K MHIHOUTOpaM
BRAF.

Kombunayus ¢ oabpaghenubom

Jabpadenud sBisieTCs MOILIHBIM CEIEKTUBHBIM KOHKYpHpyomuM ¢ AT® uHrubutopom KuHas,
oOpa3zyrommxcst B pe3ynbrate myTanuu reHa BRAF (kak «aukoro» tuma, tak u V600), a Takxke
kuHa3 C-Raf «aukoro» tuna. Onkorennslie MyTanuu reHa BRAF npuBosT Kk KOHCTUTYTUBHOM
aktuBarmu mytd RAS/RAF/MEK/ERK u ctuMynsnuu pocta oImyXoJieBbIX KJIeTOK. [ToCKOIbKy
npuMeHeHre gabpadennda B KOMOMHAIIMN C TPAMETHHUOOM 00ecriednBaeT MHTMOUPOBAHUE IBYX
KHMHAa3 B JJaHHOM curHajibHoM myTH, B-Raf u MEK, xomOunupoBanHas Tepamnus oOecrieunBaeT
6onee a3 peKTHBHOE MHTHOUPOBAaHHUE MPOBEICHUS MPONIU(EPATUBHOTO CUTHANA 10 CPABHEHHUIO C
MOHOTEpanuen KaxapiM komnoneHToM. KomOuHanwmst nabpadennba ¢ TpaMeTHHHOOM OKa3bIBaeT
CHUHEPIrU4ecKoe/alIUTUBHOE JEHCTBUE B KJIETOUHBIX JMHUAX MEIAHOMBI U HEMEJIKOKIETOYHOIO
paka jerkoro ¢ mytauueit rera BRAF V600 in vitro n 3anepxuBaer pa3BUTHE PE3UCTEHTHOCTH in
Vivo B KCEHOTPaHCIUIaHTaTax MeJaHoMbl ¢ MyTanueil rena BRAF V600.

Dapmakoounamuka

TpameTnnu® cHUX)aeT akTUBHOCTH (ochopunupoBanHoii ERK B 0myXoseBBIX KJIETOYHBIX
JUHUAX MeTaHoMbl ¢ myTanuel reHa BRAF V600 1 B Mosiensx KCeHOTpaHCIUIaHTaTa MEJIAHOMBI
Y HEMEJIKOKJIETOYHOTO paka JIETKOTO.

VY nanumeHToB, MMeEOIIMX MenaHoMy c MyrtauusMmu reHoB BRAF u NRAS, npumenenue
TpaMeTHHHOA NPUBOAUT K J10303aBUCUMBIM M3MEHEHUSIM OITyXOJIEBBIX OMOMAapKepOB, BKIIOYAs
unruouposanue Qochopunupoannoit ERK u Ki67 (mapkepa mponudepanum omyxoJaeBbIxX
KJIETOK), a TaK)K€ YBEJIMYEHHE KOHILEHTpauuu p27 (Mapkepa amonrto3a). CpeaHue 3Hau€HUs

KOHLOCHTpalunu TpaMeTI/IHI/I6a, Ha6J'IIOI[aIOHII/I€C$[ IMOCJIC MHOT'OKPATHOT'O IMMPUMCHCHUA IIpCIiapara
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B no3¢ 2Mr | pa3 B CyTKH, MPEBBIMIAIOT JOKIMHUYECKYIO IIENIEBYI0 KOHIIGHTPAIMIO Ha
OPOTSKEHUM 24-4acOBOTO MHTEpBaja MEXAYy NPUMEHEHUSMHU Ipernapara, 4To oOecrneuynBaeT
cToiKoe MHTrHOUpoBaHue curHanbHOro mytu MEK.

dapmakokunemukxa

Bcacvisanue

Menunana BpeMeHU JOCTH)KEHUS MakCUMajabHOW KOHUEHTpauuu (Cmax) MOCie IpHeMa BHYTPb
coctaBiseT 1,5 4. Cpennsis aGconroTHasE OMOIOCTYIMTHOCTh TpaMETHHHOA TOCIe OJHOKPATHOTO
npueMa B BHJAE TaOlIeTOK B J03€ 2 MI cocTaBisieT 72% MO CpaBHEHHIO C TaKOBOW IMOCIe
BHYTPUBEHHOT'O BBEJCHHS. YBEIWYECHUE SKCIO3UIMH TpaMeTHHHOA (Cmax M IUIOIIAIM TOJ
(dapMakOKMHETHUYECKON  KpUBOH  «koHUEHTpauus-BpeMs» (AUC)) mnociae MOBTOPHOTO
MPUMEHEHHUS MPONOPIHOHANIBHO J103¢e. [lociie moBToOpHOro MpUMEHEeHHs TpaMeTUHIOA B 103€ 2 MT
B CYTKM cpeiHHe reomerpuueckne 3Ha4eHUs] Cmax, AUC M KOHIEHTpauuu Inepen HpueMoM
ouepenHo# 1036l cocTaBisu 22,2 Hr/mu, 370 Hrxa/mi u 12,1 HI/MI COOTBETCTBEHHO, C HU3KUM
oTHoIIEHHEM Cmax K MUHUMaJIbHOM KoHLeHTpauuu (1,8). MexunausunyanbHas BapuaOeabHOCTh
Obuta HM3KOM (<28%). Ilocine mnpuMeHEeHHS OJHOKPATHOM /03Bl TpaMeTHHHOa ¢
BBICOKOKAJIOPUHHOM MUIIEH C BHICOKUM COJIEPKaHUEM KUPOB OTMEUaNOoCh CHIKEHUE Cmax 1 AUC
Ha 70% u 10% COOTBETCTBEHHO MO CPAaBHEHMIO C JAHHBIMM II0KA3aTeIsIMU IIOCJIE NpUeMa
HaTOLIAK.

Pacnpeoenenue

Tpametunu6 Ha 97,4% cBs3biBaeTcs ¢ OeIKaMu IU1a3Mbl KpOBH YesioBeka. [locie BHyTpUBEHHOTO
BBEJICHUSI MUKPOJI03bI (5 MKT) 00beM pacmpenenenus TpameTuauoa coctasnset 1060 .
Memabonuzm

[To maHHBIM in vitro u in vivo TpaMeTUHUO METaOOH3UPYETCSI IPEUMYIIIECTBEHHO TTOCPEACTBOM
TOJIbKO JI€alleTUJIMPOBAaHUS WU ACaleTUINPOBAHUS C MOHOOKHUCIIEHHEM. JlealneTianpoBaHHBIN
MeTaboNMuT Janee MeTaboJIM3UPYEeTCs MOCPEACTBOM TIIIOKYpOHHMpOBaHHs. [leaneTunupoBaHue
orocpeIoBaHO KapOoKcuidcTepa3amu (T.e., kKapOokcmidcTepasza 1b, 1c u 2), Takke MoKeT OBbITh
OIIOCPEI0OBAHO JPYTUMHU FMAPOIUTHUYECKUMH U30(hepMEeHTaMHU.

Buigeoenue

TpameTnHUO HaKaIrIMBaeTCsl CO CPETHUM OTHOIIEHHEeM HakorieHus 6,0 mpu MHOTOKpaTHOM
€XXEeIHEBHOM IIPUMEHEHUU B 7103€ 2 Mr 1 pa3 B cyTku. CpeHui oKa3aTeslb KOHEYHOTO Neproia
MOJIyBbIBEJIeHUs cocTaBisieT 1274 (5,3 pgHS) moOciae TNPUMEHEHHS OJHOKPATHOW JO3BI.
PaBHOBecHast KoHIIeHTparusi gocturaercsa K 15 muro. IlmasMeHHBIN KIupeHC TpaMeTHHHOA
cocrasigeT 3,21 /4.

IMocne mpuema BHYTPh OJHOKpAaTHOH 1036l ['“C]-MeueHHOro TpameTHHHOA B BHJE pacTBOpa

oOmias BBIJENICHHAs Jo3a mocie 10-gHeBHOro mepuonga cOopa Huskas (<50%) B CBsi3H C
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JUINTENIHBIM TIEPUOJIOM TONyBbIBeIeHHs. [IpomykThl MeTabonmu3ma TpaMeTHHHOA BBIBOISATCS
NPEeUMYIIECTBEHHO uYepe3 KumeyHUK (>80% paanoakTHBHOCTH OOHAPYKEHO B (eKaIHsix) U B
HeOonpmoi creneHu moukamu (<19%). Hcxomnoe coemmnenwme cocrtaBismio meHee 0,1%
BBIBEICHHOM MOYKaMU J03bI.

Kombunayus ¢ oabpagenubom

MHorokparHoe MOBTOpHOE mNpuMeHeHue mabpadennda B go3e 150 Mr 2 pasa B CyTKH
OJIHOBPEMEHHO C TPAMETUHUOOM B J103€ 2 MT' OJTUH pa3 B CYTKH MPUBOJIUIO K YBETUYEHHUIO Crmax U
AUC pabpadenudba Ha 16% u 23% coorBercTBeHHO. [lo JaHHBIM MOMYISALIUOHHOTO
(apMaKOKMHETUYECKOTO aHali3a pPAaCcCUUTAHO HEOOJNBIIOE YMEHbIIEHHE OMOJOCTYITHOCTU
TpameTuHuba, coorsercTBytolee ymMeHblieHut0o AUC Ha 12%. JlanHbie u3meHeHUs! Cmax 1 AUC
HE SIBJISIIOTCS KITMHUYECKH 3HAYUMBIMHU.

DapmakoKuHemuKa ¢ 0CoobIX CAyuaax

Jlemu

[Ipumenenne TpameTnHnOa y mnauMeHToB Miagme 18 ser He wu3ydeHo (cM. paszzgen
«lIpomusonoxazanusy).

Tayuenmoi noscunozo 6ospacma (om 65 1em)

[lo npaHHBIM MOMYJSIMOHHOTO (apMaKOKMHETHYECKOTO aHajiM3a BO3pacT HE OKa3bIBaeT
3HAYUTEIHHOTO BIUSHIS HA (apMaKOKUHETUKY TpaMeTHHHOA.

Ion/macca mena

[To maHHBIM MOMYJISAIIMOHHOTO (PapMaKOKMHETUYECKOTO aHaJIn3a BbIBEICHUE TpaMeTHHUOA 1ociie
npreMa BHYTPh HE 3aBHCHT OT I10JIa M Macchl Tela naruenta. HecMoTps Ha TO, YTO SKCIO3ULIUS
TpaMeTHHHOA Y MAIIMEHTOK C MaJIOW Maccoil Teja MPEBBIIIAET TAKOBYIO y MALIMEHTOB C OOJNIbLICH
Macco Tena, JaHHbIE Pa3IHyIus HE SBISIFOTCS KIMHIYECKH 3HAYMMBIMH.

Paca/smuuueckas npunaonesxcnocms

HenocratouHno maHHBIX 171 OLEHKHU BIUSHUS PAcOBOW MPHUHAIEKHOCTH HA (PapMaKOKHMHETHUKY
TpaMeTHHUOA.

Tayuenmoi ¢ Hapywenuem QyHKyuu novex

Knunnueckn 3HauMMoe BIMsSHUE HapylleHdus (QYHKIUU TO4YeK Ha (papMakOKMHETUKY
TpaMeTHHHOA MAaJOBEPOSATHO B CBSI3W C OTrPAHUYCHHBIM Yy4YaCcTHEM TIOYEK B BBIBEJACHUU
TpaMeTHHHOa. PapMaKOKHMHETHKA TpaMeTHHHOA ObljIa ONMcaHa B KIIMHUYECKUX UCCIIEIOBAHUIX C
MOMOIUIbIO MOMYJIILMOHHOTO aHalu3a y 223 NalMeHTOB ¢ HapylleHHeM (YyHKIUU MOYEK JIETKOU
cTerneHn W 35 TMalMeHTOB ¢ HapylmeHneM (YHKIHMHM TOYeK cpefaHed creneHn. Hapymenue
(YHKLIMU NOYEK HE OKa3bIBAJIO BIMSHUSA Ha SKCIO3ULUIO TpaMeTHHHOa (<6% B 00eux rpymnmnax).
Her nmanubpIX 0 (papMakOKMHETHKE Yy MAlMEHTOB C HapylmeHHEeM (YHKIMH IOYEK TKENOH

CTCIICHHU.
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Tayuenmoi ¢ HapywieHuem QYHKYuU neveHu

®apMaKOKMHETHKA TpaMeTHHHOa Oblla OonMcaHa B KIMHUYECKHUX HMCCIEAOBAHUSAX C MOMOLIBIO
MOMYJISIIUOHHOTO aHanu3a y 64 MalMeHToB ¢ HapylleHHeM (PYHKIMU MEeYeHHU JIETKOW CTENeHU
TshxecTH (cornacHo kinaccudukanuu NCI). ¥V naHHBIX MallMEeHTOB KIMPEHC TpaMeTUHHOA mociie
npreMa BHYTPh HE3HAUUTENHHO OTIMYANICS OT KJIMpPEHCa TpaMETHHHOA y JIMIl ¢ HOpMajIbHOU
dyHKMel medeHn. HeT maHHBIX O (papMaKOKMHETHKE y IMAIMEHTOB C HApyIICHHEM (YyHKIIUU

MIEYECHH CPEIHEH U TSAKETON CTEIECHH.

IIOKA3AHUSI K IPUMEHEHUIO

Hepeszexmabenvhas uiu memacmamuyecKkas MelaHoma

[Ipenapar MekunHCT® B MOHOTEpANNK ¥ B KOMOMHAIMH ¢ 1a6padeHnO0M TOKa3aH sl JeUeHHs
MAIMeHTOB C Hepe3eKTa0eNbHON WM MeTacTaTHuecKoW MemnaHomoil ¢ mytarueil rena BRAF
V600.

IIpenapat Mekunuct® He >QPEKTHBEH B MOHOTEPAINH Y MALMEHTOB C HPOrPECCHPOBAHMEM Ha
dbone npenmecTByomei Tepanuu nHrnouropamu BRAF.

Aovrosanmnas mepanus npu mMeiaHome

IIpenapar Mekunuct® B koMOuHanuu ¢ 1abpadeHnOoM Moka3aH s aJbIOBAHTHOM Tepanuu y
NAIMEHTOB Mociie ToTanbHOM pe3ekuuu Menanomsl 11 cranuu ¢ myranueit rena BRAF V600.
Pacnpocmpanennwiii nemenkokiemounwlii pax 1e2Kko20

[Ipenapar Mekunuct® B KoMOMHAIMu ¢ nabpadeHnO0M TOKa3aH sl JIeUeHHs MAlMEeHTOB C
pacipoCcTpaHEHHBIM HEMEIKOKJIETOUHBIM PaKoM Jierkoro ¢ myTarueit reHa BRAF V600.
ITPOTUBONOKA3AHMS

bepeMeHHOCTD 1 TIepHO/I TPYJHOTO BCKAPMITUBAHHUSL.

Herckuii Bo3pact a0 18 ner.

Oxxumro3ust BeH cetuatku (OBC).

[ToBbIIeHHAsT YYBCTBUTEIBHOCTh K TPaMETUHUOY WM JAPYTUM KOMIIOHEHTaM, BXOJSIINM B
COCTaB Ipenapara.

C OCTOPOXHOCTBIO

[penapatr Mekunuct® cieayerT NPUMEHATh C OCTOPOKHOCTHIO Y TALMEHTOB C HAPYIIEHHEM
(GYHKITUH MTOYEK TSHKEJIOHN CTENeH!, HapylieHHeM (DYHKIIUU MEYeHU CPEIHEH U TSHKEJION CTeTeHH,
a TakXke C 3a00JICBaHUSIMHU, KOTOPBIE MOTYT COINPOBOXIATHCS HApyIMIEHUEM (YHKIUH JIEBOTO
KENyAo4Ka, y MalueHTOB ¢ (pakTopamMu pHCKa pa3BUTUA Tepdopanuyu OpraHoB >KEIyJ0YHO-
KHIIIEYHOTO TPAKTa, B TOM YHCJIE C HATUYMEM B aHaAMHE3€ TUBEPTUKYIUTA, METACTa30B B OpraHbl
JKETYJIOYHO-KHUILIEYHOTO TpakTa, a TaKXe MpU OJHOBPEMEHHOM MPUMEHEHUHM Ipernapara c

APyruMu JICKAapCTBCHHBIMHU CPCACTBaAMHU C YCTAHOBJICHHBIM PUCKOM pPA3BUTHA nep(bopauml
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OpraHoOB XKEJIy0YHO-KUIIEYHOT O TPAKTA.
IIPUMEHEHME ITIPY BEPEMEHHOCTH U B IIEPUO/I TPYTHOI'O BCKAPMJIMBAHU S
[IpoTuBOMOKa3aHO MpPUMEHEHHE TpaMeTHMHHOA BO BpeMs OEpeMEHHOCTH U B MEPHOJ IPYyAHOTO
BCKapMJIMBAHHS.

bepemennocmeo

[Ipn npumenenunn TtpameTMHHOAa y OEpEMEHHBIX BO3MOXHO pa3BUTHE PENPOLYKTHUBHOU
TOKCUYHOCTH. HeT [0CTaTOYHBIX MAHHBIX U XOPOIIO-KOHTPOJUPYEMBIX HCCIEAOBAHUN IO
MPUMEHEHHUIO TIpernapaTa BO BpeMsi OEpeMEHHOCTH y 4YeloBeKa. B nccienoBaHUsIX y )KUBOTHBIX
TPaMETUHUO TPOSBISUT  MATEPUHCKYI0 TOKCHYHOCTH M TOKCHUYHOCTH  OTHOCHUTEIIBHO
pa3BHBaroIIerocst miuoja. B uccnenoBaHMAX y JKMBOTHBIX IPU NMPUMEHEHWH TpaMeTHHUOA B
koHreHTpauusx 0,3 u 1,8-KpaTHbIX KOHUEHTpAIMsM MpH NPUMEHEHUHM Yy YeJIOBEKa B
MaKCHMaJbHOW PEKOMEHJ0BAaHHOM 03¢ 2 MI/CyT, OTMEYaIoCh YMEHBIICHHE MacChl Tela MII0a,
a TaKKe YBEJIIMYCHUE YaCTOThI MOCTUMILIAHTAIIMOHHBIX IMTOTEPh. Y KUBOTHBIX APYroro BHJA MPU
IpUMEHEHUH TpaMmeTuHu6a B KoHueHTpauusax 0,09 u 0,3-KpaTHbIX KOHILIEHTpalMsIM Hpu
MPUMEHEHUH Y YeJIOBEeKa B MAaKCUMaJIbHOW PEKOMEHIOBAaHHOM J03€ 2 MI/CyT OTMeUaIich HU3Kas
Macca Tena IIIo/a MPU POKICHHUH, YBEITUYEHHE YaCTOThl Pa3BUTHUS Bapualuil ocCUPHUKAIUN U
MNOCTUMILIAHTALMOHHBIX TTOTEPB.

Craenyer npornH(pOpMUpOBaTH OEPEMEHHYIO TTAIIMEHTKY O BO3MOKHOM PHCKE IS TUTOJIA.

Ilepuoo zpyonozo éckapmaueanus

JlaHHBIX O BIUSHUM TpaMeTHHHOA Ha JEeTel, MOMydaloluX IPyJHOE MOJIOKO, a TAKXKE O BIUSHUU
Ha MPOAYKIIUIO TPYAHOTO MOJIOKA, HET.

Konumpauenyusn

Kenwunoi

Cnenyer uHQOPMHpPOBATH MALIMEHTOK C COXPAaHEHHBIM PENPOAYKTHBHBIM MOTEHIMAIOM O
HEOIaronpHUsTHOM BIUSHUY MTperapaTa Ha Pa3BUBAOIIUIACS 1101, BEISIBICHHOM B MCCIIEOBAHUSX
y OKMBOTHBIX. [lanmMeHTKaM C COXpaHEHHBIM PENPOAYKTUBHBIM TMOTEHIUAIOM CIELyET
UCIIOJIb30BaTh HAJEXKHbIE METOAbl KOHTpalenuuu (mpu MNpaBWIBHOM M JUIUTEIbHOM
HCIIOJIb30BAaHUU KOTOPBIX YACTOTa HACTYIUIEHHMsI O€peMEeHHOCTH cocTaBisieT <1%) Bo Bpems
NedeHus U MUHMMYM B TedeHue 16 Heslenb mocie npeKpalieHus mpueMa npenapata Mekuauct®.
[TanmeHTOK ¢ COXpaHEHHBIM pENPOAYKTHBHBIM IIOTEHIMAIOM, IIOJYYaOUIUX JIEYEHHE
TPaMETHHHOOM B KOMOWHAIuu ¢ nadbpadeHuOoM, cieayeT MpouH(OPMHUPOBATH O TOM, HYTO
nabpageHnd MoKeT CHU3UTh J(P(EKTUBHOCTh TEPOPATBHBIX WM HMHBIX CHCTEMHBIX
TOPMOHAIIFHBIX KOHTPAIIETITUBOB, B CBSI3H C YEM CJIEIyeT UCTIOIh30BaTh aIbTEPHATUBHBIC METOIbI
KOHTpaLELUH.

Myoscuunol
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My>unHaMm (BKJIIOYasl TeX, KoMy Obla IMpoBeIeHa Ba3dKTOMMUS), IPUHUMAIOIIUM TPAMETUHHO B
MOHOTEpaINuu ¥ KOMOWHAIMKU ¢ nadpadeHndom, a Takke B TeueHHe 16 Hemenb Mmocie OTMEHBI
npenapara, IpU CEKCyaJlbHOM KOHTakTe ¢ OepeMEHHBIMH, BO3MOXHO OEpEeMEHHBIMH WU
KEHIMHAMH, Y KOTOPBIX HACTyIUIEHHE OEPEeMEHHOCTH BO3MOXKHO, HEOOXOJIUMO HCIIOJIb30BaTh
IIPE3EPBATUB.

Depmunvhocmyp

JlanHble O BAMSHMM mpenapara MekuHUCT® Ha (EPTHIBHOCTH YEIOBEKA OTCYTCTBYIOT.
HccnenoBanust pepTHUIBHOCTH Y dKUBOTHBIX HE MPOBOAMINCH, HO HAOJIIOJAJIUCh HEXKeJIaTelIbHbIE
SBJICHUS CO CTOPOHBI JKEHCKOM pENpOAYKTHBHOM cucTeMbl. Ilpemapar MekuHuct® Moker
OKa3bIBaTh OTPULIATEIFHOE BIMSHUE HA (PEPTHIIHHOCTD Y YEJIOBEKA.

Cnocob NIPUMEHEHMS U 10361

Jleuenne mnpenapaTroM MekuHUCT® JOIKEH NPOBOAUTH Bpad, MMEIOIIMI OMBIT NPUMEHEHHMS
IIPOTUBOOITYXOJIEBBIX ITPEMAPATOB.

[Ipenapat npuHUMAaIOT BHYTpb.

[lepen HawaaoM NpUMEHEHHMs mpenapata MeKMHMCT® B MOHOTEpAlMd WM B KOMOMHALMH C
nabpadeHn6oM HeoOX0MMO MOTYUYUTh MOATBepKAeHHEe MyTaluyu reHa BRAF V600 ¢ momoribio
0JI00PEHHOTO WJIM BAIUJUPOBAHHOTO TECTA y KAXKAOT0 MALMEHTA.

I[Ipu npuMeHeHuu Tpenapara Mekuauct® B KOMOMHAIUK ¢ 1abpadeHuO0M MocueHui caemyeT
NPUMEHSTH B 033X, yKa3aHHBIX B MHCTPYKIIMH 110 IPUMEHEHUIO 1abpadeHnoa.

Bspocnvie

PCKOMeH,I[yeMaH A03a IIpcliapara 1\/IGI(I/IHI/ICT®

COCTaBJISIET 2 MI' BHYTPh | pa3 B CyTKH, KaK B
MOHOTEpAIuH, TaK U B KOMOMHaNuu ¢ q1adpadenndom.
Tab6nerky npenaparta Mekunuct® clieflyeT HPUHUMATh BHYTpPb, 6€3 €/Ibl, KAK MMHUMYM 32 4ac JI0

npueMa MUILIK WIK Yyepe3 2 yaca 1oclie, 3auBasi cTakaHoM BoJibl. [Ipu mpruMeHnenuu npenapara

® ®

MekuHucT® B KOMOMHanuu ¢ nabpadeHnO0M OIHOKpaTHYI 103y mpenaparta MEeKHHHCT
pEeKOMEHAyeTCs MPUHUMATh | pa3 B CYTKU KaXKIBIA IEHb B OHO U TO K€ BpPEeMs C YTPEHHEH WIN
BeUepHeH 10301 nabpadennoda.

I[Ipu mpomycke mpHeMa odepenHoN 103bI Impemnapata MeKkHHUCT® MPONYIIEHHYIO 03y CIefyeT
NPUHUMATD TOJBKO B CITydYae, €CIIH JI0 CICIYIOIIETro 3aIUIaHUPOBAHHOTO TIPUEMa OCTaJIOCh Ooliee
12 gacos.

Koppexyus 0ozv

Monomepanus u npumeHnenue 6 KombuHayuu ¢ dabpaghenubom

HpI/I Pa3BUTHU HCEKCIATCIBbHBIX peaKI_II/Iﬁ MOXKECT HOTpC6OBaTBC$I IpEpbIBAHUC JICYCHMU,

YMCHBIICHUC JO3bI NJIK OTMCHA JICUCHUS.
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Pexomenryemast mosTanHasi cxema yMEHbIICHHUS 1036l IIpeacTaBieHa B Tabnuue 1. CHkeHue

1036l MeHee 1 Mr 1 pa3 B CyTKH HE peKOMEHI0BAHO.

Tabnuya 1: Pexomendyemas nosmantas cxema ymenvuieHus 003wl npenapama Mexunucm®
YpoBeHb 10351 Jlo3a npenapara Meknanct®
Hauanbnas go3a 2 mr 1 pa3 B CyTKH
1-e cHUKEHHE 103l 1,5 mr 1 pa3 B cyTkH
2-€ CHUYKEHHE 03Bl 1 mr 1 pa3 B CyTKH

PGKOMGHI[yeMaH CXCMa KOPpPCKUOHUU JO3blI B 3aBUCUMOCTH OT CTCIICHU TAKCCTU HCKCIIATCIIbHBIX
peakuuii mpencrasieHa B Tadnwuie 2. [Tocne 3 PpexTHBHOM KOPPEKIIHH HEXKEIATSIIEHOTO SIBICHHUS

BO3MOKHO TTOBTOPHOE TIOIIATOBOE yBEIMYEHHE J03bl penapata Mekunuct® 1o Toil xke cxeme,

KaKk "W IpU CHUKCHHUU €ro HOO3bI. MaxkcumanbHas J103a Ipenapara MGKI/IHI/ICT® HC O0JI’KHa

IPEBbIIATH 2 MI/CYT.

®

Tabnuya 2. Cxema koppekyuu 003vl npenapama Mexunucm® 6 3asucumocmu om cmeneHu

MANCECTNU HEeHCeAMENbHbIX peakyull (3a UCKII0YeHUeM JTUXOPAOKU)

Crenennb TszkecTH | Koppexuust 1o3bl

HexKe1aTeJbHbIX

peakumii (Mo  mkaje

CTC-AE)*

Crenenp | wnu crenens 2 | IlpogomkeHne JiedyeHUss B IpPEeKHEH /03¢ M KOHTPOJb B

(mepeHoCcHMBIe) COOTBETCTBUM C KIMHUYECKHMMH OKA3aHUAMU.

Crenenn 2 | IlepepblB B J€YEHHMH A0 TEX IOp, IIOKa CTENEHb TAKECTH

(HemepeHoCcHUMBIe) WIH | HEKENaTeIbHbIX SBJICHUI HE JOCTUTHET

CTENEHb 3 0-1 crenenu. Ilpu BO30OHOBICHHMM JIEUCHUS PEKOMEHOBAHO
CHMIKEHHE JI03bI Ha OJIUH YPOBEHb.

Crenens 4 OtmeHa Tepanuy WM NEPEPHIB B JEUYEHUU 10 TEX IOp, MOKa
CTENEHb TSHKECTH HEKENATENbHbIX SIBICHUH HE JOCTUTHET
0-1 crenenu. Ilpu BO30OHOBICHHMU JIEUEHUS PEKOMEHOBAHO
CHIJKEHHE JI03bI Ha OJJUH YPOBEHb.

*CTeneHb TSDKECTH HeXeIaTeNIbHBIX SBICHHUM OlleHuBaeTcs 1o mKkaie CTaHIapTHBIX KPUTEPHUEB
TshxecTH HexenarenbHbIX sBieHuit (CTC-AE), Bepcust 4.0
Jluxopaoka

Tepanuio cremyeT npepBaTh (IPH MPMMEHEHUH Npenapata MeKMHUCT® B MOHOTEpanuy MM B
KoMOuHaImu ¢ gabpadenudom), eciiu Temneparypa Tena nauuenta > 38 °C. B ciydae peuuansa
IpU TOSIBIICHUH TIEPBBIX CHUMIITOMOB JIMXOPAJKH JIEYCHHE TaKKe MOXXHO mnpepBarb. Ciemyer
HauaTh MPHUMEHEHHE JKapONOHWKAIOIIMX IpermapaTroB, TaKuX Kak wuOynpodeH win
arieTaMuHO(eH/mapaneTaMosl U IPOBECTH OOCIIEOBaHUE IALIMEHTa C IEJbI0 BBISBICHUSA
BO3MOXHBIX MPU3HAKOB U CUMNTOMOB MH(pekuuu (cMm. pasznen «Ocodvle ykazanusy). JleueHue
npenapatoM MeKUHHCT® B MOHOTEpalMd WIM B KOMOMHAIMM ¢ JabpadeHuOoM  ciemyeT
BO300HOBUTB, €CJIM CUMIITOMBI Y MAlIUEHTA OTCYTCTBYIOT B TEUEHUE KAK MUHUMYM 24 4acoB, T100

B TOH K€ J03€, 10O B /J03€, CHIKEHHOM Ha OJUH YpOBEHb, B CIy4yae MOBTOPHOTO Pa3BUTHUS
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JTUXOPAIKH W/WITU B CITy4dae, €CIIHA TIUXOPaJiKa COIMPOBOKAACTCS IPYTUMH TSKEITBIMUA CUMITTOMAMH,
BKJTIIOYass 00€3BOKMBAaHUE, apTEPHUATbHYIO THUIOTEH3WIO WM IOYEYHYIO HEJOCTATOYHOCTh. B
ciydyae Hed(PPEKTUBHOCTH >KaPOTIOHMKAIOIINX MPENapaToB CIEIyeT PaCCMOTPETh BO3MOXKHOCTh
MPUMEHEHHUS NIEPOPATBbHBIX TITIOKOKOPTHKOCTEPOUIOB.

B ciyyae BO3HUKHOBEHHS HEXKEIATEIBHBIX SIBICHUN, CBSI3aHHBIX C MPUMEHEHHEM Iperapara
Mexkunuct® B KoMOMHAIMKU ¢ 1abpadeHnOoM, cleayeT OIHOBPEMEHHO CHHU3UThH 03y O00OOMX
[penapaToB, NpepBaTh WIH MOJTHOCTHIO MPEKPATUTH JICUCHHE, 32 UCKIIOUEHIUEM OMMCAHHBIX HIKE
CITy4aes.

Koppexyus 00361 monvko npenapama Mexunucm® HeobXouMa B CIIy4ae PasBUTUS CIIELYIONINX
COCTOSIHMI:

* CHIDKeHHE pakiuu BeIOpoca jgeBoro xemyaouka (ODBJIK);

* okkuto3ust BeH cetuatku (OBC) u orcrnolika nmurmeHTHOrO Znutenus ceryatku (OIIDC);

* THEBMOHUT M UHTEpCTULINATBHAs Oose3Hb nerkux (UBJI).

Cruocenue @BJDK, oucghynryus neeo2o scenyoouka

[puem mnpenapata Mekunuct® cieqyeT npepsaTh B clydae pa3sBUTHS 0GECCHMITOMHOIO
abcomrotHoro cHikeHuss ®BJIK Gonee wem Ha 10% OT MCXOAHOTO YPOBHS, C TOKa3aTelleM
(dpakuuy BHIOpOCa HIKE HIDKHEH IpaHUIIBI HOPMBI (CM. paszzaen « Ocobvle yKa3auusy).

Ipu npumenenuu npenapama Mexunucm®

8 KomMOuHayuu ¢ dabpagerHubom mepanuio
oabpagenubom modicHo npodoaxcams 6 moti dice dosze. Ilpu BoccranoBiernn OBJIK Bo3MokHO
BO300HOBIIEHNE TIpHeMa npemnapata Mekuanct® B 03€, CHIKEHHOM Ha | ypOBEHS, ¢
TIIATETFHBIM KOHTPOJIEM COCTOSIHUA.

CJe/ly€eT MONHOCTBIO OTMEHHUTH IPHEM TIpenapara MeKuHUCT® B cllydae pa3sBUTHUS HapyIIEHHUs
(GYHKINU JIEBOTO Key10uka 3 Win 4 CTETIeHU Wi IIPH MOBTOPHOM HEBOCCTAHABIIMBAIOIIEMCS
cHmxenun OBJDK.

Oxxknrozus gen cemyamxu (OBC) u omcnotika nuemenmnozo snumenus cemuamxu (OI12C)

B ciydae pa3BUTHS TaKUX ’aao0 U CUMIITOMOB Ha ()OHE Tepanuu npenapaTrom Mekuauct® (kak
B MOHOTEpanuu, Tak U B KOMOWHammu ¢ nabpadeHnOOM) Kak CHIDKEHHE OCTPOTHI 3PEHHS,
HEYETKOCTh 3PEHUSl WM MOTEps 3pEHUs ClelyeT HeMEIJICHHO MPOBECTU O(TaIbMOJIOTHUYECKOE
obcnenopanue. IIpu Beispiaenun OBC Tepanuio npenapatoM Mekunuct® cieayer HeMeaIeHHO
npeKpaTuts (cm. paszaen «lIpomusonoxazanusy).

B cnyuae nuarnoctupoBanus OIIDC ciienyer coOmroaaTh cXeMy KOPPEKIHH 03Bl TPAMETUHUOA,
onucaHHyl0 Bbille B TaOmuie 2. Ilpu npuMeHenun npenapata MekuHucT® B KOMOMHALIMU C
na0padeHnboM KoppeKLus 103kl TocaeiHero He TpedyeTcs (cm. paznen «Ocobvle ykasanusay).

B ciyuae auarnoctupoanus OINDC nedenue mnpenapatoM Mekunuct® ciieyeT NpOBOAUTE O

OTMMCAHHOM HIDKE cxeMe (cM. Tabnuity 3).
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Tabnuya 3. Cxema xoppexyuu 003vl npenapama Mexunucm® npu pazeumuu OIIIC

OIISC 1 crenienun

[TpomoKUTh JICYCHHE C E€KEMECSYHOW OIIEHKOW COCTOSIHUS
CeTYaTKu J0 pazpemieHus. B ciayudae nporpeccuposanus OIIDC
— CIeIOBaTh MPHUBEJCHHBIM HWXKE PEKOMEHAIUSAM, JICUCHHE
npenapatoM MekuHUCT® NIPHOCTAHOBMTH HA HEPHOA O 3
HEJICTIb.

OIISC 2-3 crenenn

[IpHOCTaHOBUTE JIeYeHHE TIpenapaTtoM MekuHUCT® Ha Mepuon
10 3 Henenb.

OII5C 2-3 CTEIICHU,
KoTopas yiy4daercs 10 0-1
crenenn OIIDC B Teuenue 3
HeJIeJb

Bo0306HOBHTH NpHeM mperapata MekuHHCT® B Gojiee HU3KOM
no3e (cHmxenue Ha 0,5 mr). Y mnaiueHTOB, NPUHUMAIOLIUX
npenapaT Mexuauct® B 03e 1 MT B CyTKH, TedeHne IPenapaTom
Mekunuct® cielyeT IpeKpaTUTh.

OIIDC 2-3 crenenn, Oe3

[ToNHOCTHIO IPEKPATUTH JIeUeHHE TIpenapaToM Mekunuct®.

YIIy4IIE€HUs 10 MUHUMyM 1
crerreau OIIDC B TeueHue 3
HEJIC/Ib

ITneemonum u unmepcmuyuanvras 6onesns neekux (MbJI)

CretyeT OTMEHHTH JieueHue npenapatoM Mekunuct® y marueHTos ¢ nogospesueM Ha UBJI win
MTHEBMOHHT JI0 MTPOBEICHUS KIMHUYECKOTO 00CIeIOBAaHUS, B TOM YHUCIIC Y MAIMEHTOB C HOBBIMU
WM TIPOTPECCUPYIONTUMU CUMIITOMAaMHU U TIPU3HAKAMU, BKJIIOYasl Kalllelb, OJIbIIIKY, THIIOKCHIO,
TJIEBpPAIbHBIN BBITIOT WK MHUIbTpaThl. [Ipn noarBepkaenuu auarunosa MBJI win mueBMoHKTA,

®

CBA3aHHLBIX C IMPUEMOM IIpCIiapara, JICUCHUC ITpeIiapaToM MexkuHucT CICAYCT NIPCKPATUTD.

Ocobvie epynnvl nayueHmos

Hemu

BesomacHocTh 1 3Q(peKTHBHOCTH npenapata Mekuauct® y eTeii n moapocTkos (Miasmre 18 ner)
HE yCTaHOBJIEHA (CM. pa3zen «lIpomusonokasanusny).

THayuenmuwr noowcunozo eospacma

VY manueHToB crapiie 65 JieT KOppeKIuH 1036l He TpedyeTcs (M. pasaen « PapMakoKUHemuKay).
layuenmol ¢ napywenuem yHKyuu nouex

VY nauueHToB ¢ HapylleHHeM (DYHKIUM MOYeK JIETKOH M CpelHed CTeNeHH KOPPEKLUHU J03bI
npenapara Mekunuct® He Tpebyercsa. I1o JaHHBIM MCCIENOBAHMH HE BBIABICHO 3HAYMMOIO
BIMSHUSL HapylmleHUs (QYHKIUM TIOYEK JIETKOW W CpeJHed CTerneHHM Ha (HapMaKOKHHETHKY
TpaMeTHHHOAa. B CBA3M ¢ OTCYTCTBMEM KIMHHYECKUX [aHHBIX 10 MPUMEHEHMIO IpenapaTa
Mexkunnct® y malmueHToB ¢ HapylieHHeM (QYHKIMH MOYEK TSKEIOH CTereHH, HeoOXOAMMOCTh
KOppEKLIMM 103bl IpernapaTa y IMalMEHTOB JaHHOM KaTeropuu He ycTaHoBieHa. Crenyer ¢
OCTOPOKHOCTBIO TPOBOAUTH JICUEHUE IIPENAapaToOM y NMallMEeHTOB JaHHOW KaTeropuu.

Ilayuenmul ¢ Hapywenuem Qyukyuu neveru
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VY nmanueHToB ¢ HapylmleHHEeM (YHKUUH MEYEHHU JIETKOH CTeNeHHW KOPPEKLUMHU J103bl Mpernapara
Mexkunuct® He Tpedyercs. I1o JaHHBIM MCCIIEI0BAHUI KIMPEHC TPAMETUHMOA U, COOTBETCTBEHHO,
€ro 9KCIO3UIIMA 3HAYMMO HE OTJIMYaiach OT TAKOBBIX y MAI[MEHTOB C HOpMalbHOM (pyHKIHEH
nedyeHy. B cBA3M ¢ OTCYTCTBUEM KIMHUYECKHX JAHHBIX 110 TIPUMEHEHHIO npenaparta Mekuauct®
y TalMeHTOB C HapylIeHWeM (YHKIMU MEYCHU CPEeIHEH M TSHKENOH CTerneHH, HEOOXOIMMOCTb
KOPpEKLIMM HayaJlbHOM J/03bl Npenapara y NAlUeHTOB JaHHOW KaTeropuu HE YCTAaHOBJICHA.
JledeHue npenapaToM y MaueHTOB JaHHOW KaTErOpHH CIeAyeT MPOBOIUTH C OCTOPOKHOCTHIO.
ITIOBOYHOE JENCTBUE

OObeMHEHHBIE JaHHBIE 110 OE30MACHOCTH MOHOTEPANuK npenaparoM Mekuuuct® B qo3e 2 mr |
pa3 B JICHb MOJIYYEHbl HA OCHOBAHMM KIMHUYECKUX MCCIIEJOBAHUN ¢ yyacTheM 329 nmanueHToB ¢
Hepe3eKTabeIbHON MJIN MeTacTaTHIecKol MenaHoMmoi ¢ myTtanueit rena BRAF V600. Hau6omnee
yacTbeiMU (>20%) HexenarenbHbIMU siBIeHUsIME (HS) mpu npumeHeHnn TpaMeTHHUOA SIBISUTUCK:
KOXKHasi ChIllb, JUapesi, MOBBIIICHHAS YTOMJISEMOCTb, NepuepuyecKrue OTEKH, TOLIHOTa WU
akHe(hOPMHEBIN TepMaTHT.

Orenky 6e30MacHOCTH Tepamuu mnpenapatoM Mekuanct® B KoMOMHaumu ¢ nabpadeHubom
OPOBOAMIM B paMKax KIMHUYECKHMX HcclefoBaHUd ¢ ydactueM 1076 manuMeHToB C
HEepe3eKTa0eNbHOM WM METacTaTW4ecKod MenaHoMmoil ¢ myramueir rena BRAF V600, y
NAIMEHTOB Mocie TOTaNbHOM pe3ekiuu MenaHoMsl 11 craguu ¢ myranueit rena BRAF V600 B
KauyeCTBE aJ/bIOBAHTHON TEpaNuy U paCIpOCTPaHEHHBIM HEMEJIKOKJIETOUHBIM PaKoM Jierkoro. Bee
MAIMEHTHI TIOJyYalid TpaMEeTHHUO B 103€ 2 MT 1 pa3 B cyTku u gabpadenud B moze 150 mr 2 paza
B cyTku. Ha ¢oHe mpumeHeHus TpameruHuOa B koMmOuHanuu ¢ nabpadenndbom Hambonee
yacteiMu HS (wactora >20%) sBIAIUCH JUXOpaJKa, MOBBIIMICHHAS YTOMJISEMOCTh, TOLIHOTA,

03HO0, TOJIOBHAs 00JIb, TUAPEs, PBOTA, APTPAITHS U KOXKHAS CHITIb.

HS crpynmupoBaHbl B COOTBETCTBUH ¢ Kiaccu(UKaIued opraHoB U cuctem opranoB MedDRA.
B npenenax kaxmoro cucTeMHO-opranHoro kiacca HSl pacnpeneneHsl B MOpsIKE YMEHBIICHHS
YaCTOThl BCTPEYAEMOCTH. [l OLIEHKM YacTOTHl BCTPEYAEMOCTH HCIIOJIb30BAHBI CIIEIYIOIINE
Kputepuu: ouenv uacmo (>1/10), uacmo (>1/100 - <1/10), neuacmo (>1/1000 - <1/100), peoxo
(>1/10000 - <1/1000), owenv» peoko (<1/10000), uwacmoma Heuzsecmna (Ha OCHOBAaHUU
UMCIOIINXCS JAHHBIX OICHUTh HEBO3MOYKHO).

HA, 3apecucmpuposannvle 6 KIUHUYECKUX UCCAEO08AHUAX NPU NPUMEHEHUU Nnpenapama
Mexunucm® 6 MOHOmepanuu

Hnghekyuonnwvie u napasumapnsie 3a001e6anusn

Yacmo: (bOITHKYIINT, TAPOHUXUS, (PJIETMOHA, IYCTYJIE3HAS ChIMb.

Hapywienusn co cmopoHnsl Kposu u 1umgpamuieckoil cucmemol
Yacmo: aHeMU4.
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Hapywenusa co cmoponvl UMMYHHOU cUCHEMbl

Yacmo: THIIEPYYBCTBUTEIILHOCTE.  MOTYT ~ TIPUCYTCTBOBaTh  TaKHUE
CUMITOMBI, KaK JITXOPaJKa, KOXKHASI ChIITb, IOBBIIIICHNE aKTHBHOCTH
«MIEYCHOYHBIX» (DEPMEHTOB U HAPYIICHUE 3PCHUSL.

Hapywienus co cmoponsl 00MeHa geuiecne U RUMAHUs

Yacmo: | 00€3BOKMBaHUE.

Hapywienus co cmoponsl opzana 3peHus

Yacmo: HEYETKOCTh 3PCHHUS, TIEPUOPOUTAIEHBIN OTEK, HAPYIIICHNUE 3PECHUSI.

Heuacmo: XOpUOPETUHOIATHS, OTEK JUCKa 3PUTEIIBHOIO HEpBa, OTCIIOWKa
cetuatku, OBC.
Hapywenus co cmoponust cepoya

Yacmo: TUC(YHKIUS JIEBOTO XKeNlyI0uKa, yMEeHbIIIeHHEe (ppakiuu BbIOpoca,
OpaauKapusl.

Heuacmo: cepAeyHasi HeAOCTATOUYHOCTb.

Hapywenusa co cmoponul cocyoos

Ouenwv wacmo: apTepuaNbHas TUIIEPTEH3MUS, KPOBOTEUCHHE.

B uwncne npouunx Ha6J'II-OI[aJ'II/ICB HOCOBOC KPOBOTCUYCHHUEC, IIPUMECH
KpOBH B KaJI€, KPOBOTOYHMBOCTHL MACCCH, TI'CMAaTypHsa, a TaKKEC
PEKTaJIbHOC, TeMOpPpOrUIaJIbHOC, JKCIIyJOYHOC, BarmHaJIbHOC,
KOHBIOHKTUBAJIbBHOC, BHYTPHUYCPCIIHOC U KPOBOTCUCHUC IIOCJIC
MCIMIMHCKHNX BMCIIATCIILCTB.

Yacmo: nuMQaTHUeCcKuil OTEK.

Hapywenua co cmopoust O0blXameapbHOU CcUCmeEMbl, OpP2AHO08 ZPYOHOU KIemKu U

cpedocmenus

Ovuenwv yuacmo: Kallenab, OJIBIIIKA.

Yacmo: ITHEBMOHMUT.

Heuacmo: WBJI.

Hapywenusa co cmoponul »#ce1y0ouHO-KUMeuHo20 mpaxkma

Ouenv ywacmo: Juapesi, TONTHOTA, PBOTa, 3a1op, 00JIb B )KUBOTE, CYXOCTh BO PTY.

Yacmo: CTOMATHUT.

Hevacmo: niepdoparysi OpraHoB JKeIyT0YHO-KUIIICYHOTO TPAKTA, KOJIHT.

Hapywenus co cmoponvl Koycu u ROOKOMCHBIX MKaHell

Ouenwv uacmo: KOJXKHasl ChIMb, aKHE)OPMHBIA ACPMATHUT, CYXOCTh KOXKH, KOMXHBIH
3y]1, aJONeIusl.

Yacmo: SpUTEMa, CUHIPOM JIAJIOHHO-TOJOIIBEHHOW 3PUTPOIU3ZECTE3UH,
TPEIIMHBI KOKHU, IISIYIICHUE KOKHI

Hapymeuuﬂ CO CmMOpOHbBL CKEeNemHO-MblLUEYHOU U COCOUHUMENbHOU MKAHU

Heyacmo: | pab1oMuoIu3.

Obuue paccmpoiicmea u HapyuwleHua 6 Mecme 66€0eHU

Quenv uacmo: MOBBIIIEHHAS] YTOMJIIEMOCTD, IEpU(epruIecKue OTEKH, TNXOPAIKa.

Yacmo: OTEK JIMI[a, BOCMIAJICHHUE CIU3UCTHIX 000I0YEK, ACTEHHUSI.

Jlabopamopuwvie u uncmpymenmanvHvle OAHHbLE

Ouenv yacmo: TIOBBIIICHNE aKTUBHOCTH acnapTatamuHoTpancdepassl (ACT).

Yacmo: MOBBIIIIEHUE AKTUBHOCTH  anaHuHamuHOTpaHchepassl  (AJIT),
MOBBIIICHHE  aKTHUBHOCTH  mmienoyHort  docdarazer ([ D),
MOBBIIIICHUE AKTHBHOCTU KpeaTuH(POChHOKHUHA3HI B KPOBH.

HA, 3apecucmpuposannvie 6 KIUHUHECKUX UCCLEO08AHUSAX NPU NPUMEHEHUU Nnpenapama
Mexunucm® 6 kombunayuu ¢ dabpagpenubom
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YacToTa
(Bce cTenenn)

HexenaTeabHble PC€aKIuu

Hnugpexkyuonnvie u

QOuenv yacmo:

Hazodapunrur

napasumapHbsle Yacmo: WH}peKIns MOYEBBIBOIAIINX My TEH
3abonesanusn

®drnermoHa

DOIIUKYIUT

[Taponuxus

[Iycrynesnas chlib
Hoopoxauecmeennwie | Yacmo: [110CKOKIETOUHAS KapIMHOMA KOXKH’
, 3/10KauecmeeHHble U Mammiomas
HeymouYHeHHble

Crapueckas kepaTroMa
H08000pazosanusn -
(6Kniouas Kucmol u Heuacmo: HoBbIi1 ouar nepBUYHON METAHOMBI
noaunbt) AKpoxopaioH (MsTKas 60poaBKa)
Hapywenusn co | Yacmo: Heurponenus
CMOpOHbL  KpoGU U AHeMus
aumpamuyeckoi

TpombonuToneHus
cucmemul

JlelikoneHust
Hapywenusa co |Heuacmo: 'inep4yBCcTBUTENBHOCTE®

CHOPOHBL UMMYHHOU
cucmemul

Hapywenusa co | Ouenb yacmo:  [YXyIUICHUE anneTUTa
CMopoHbl 0oMena| g, emo: O06e3BOKUBAHNE
6ewecme U NUMAHUA
I'mnonarpuemus
['unodocdaremus
[M'uneprivikemust
Hapywenus co | Ouenv yacmo: ['onoBHas 60116
CMOpOHbL  HEPEHOIl T 0JI0BOKpYKeHNE
cucmemul
Hapywenus co | Yacmo: HeuerkocTh 3peHus
CMOpOHbL opeana Hapy1enne 3peHus
3peHusn
4 YBeur
Heuacmo: XOpHUOPETUHOIIATHS
Orcroiika ceT4aTku
[lepropOuTanbHbI 0TEK
Hapywenus co|Yacmo: YmMmensbinenne ppakuuu BeIOpoca
cmoponsl cepoya Heuacmo: Bpanukapaus
Yacmoma Muokapaut
Heuz8ecmHa:
Hapywenusn co | Ouenv uacmo: ApTepuanbHasi THIEPTEH3US
CMopoHbl Kposoreuenue’
cocyoucmoi
Yacmo: ApTtepuanbHasi THIIOTOHUS
cucmemul
JIumparuueckuit oTex
Hapywenusa co | Ouenv yacmo: Kamens
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Yacrtora HexenatenbHble peakuuu
(Bce cTenenn)
CHOpoHbL Yacmo: Opplimika
OvixamensHo Heuacmo: [TneBMOHUT
cucmemsl,  Op2aHos
2PYOHOU KIemKU u
cpedocmenus
Hapywenusa co | Ouenv yacmo: bons B )xuBoTE?
CMoOpoHbl 3amop
nuuieeapumenbHoul
meeap Huapes
cucmemul
TomHoTa
PBota
Yacmo: CyxocTb BO pTYy
Cromarur
Heuacmo: [Tankpeatut
Komut
Peoxo: [Tepdopamuss opraHoB >KeTyIOYHO-KHIIIEUHOTO
TpakTa
Hapywienus co | Ouenv yacmo: CyxocTb KOXHU
CMOPOHBL  KOXMCU U KoKHbIi 311
NOOKOMCHOIL
Kosxnas cpimb
Kjlemuamku
DpuTteMa, BKII0Yasi TeHEPaTU30BaHHYIO
Yacmo: AxHe(hOPMHBINA TepMaTUT
AKTUHUYECKHI KepaTo3
Hounas notnuBocTs
I'uniepkeparo3
Anonenus
Cunnpom JIaJIOHHO-TTO/IOIIBEHHOM
SPUTPOIU3ECTE3UU
[ToBpexneHus: Koxu
[ToTnuBOCTH
[TaHHUKYIUAT
[ToBepXHOCTHBIE TPEIIMHBI HAa KOXKE
CBETOUYBCTBUTEIBHOCTh
Heuzsecmuo: Cunnpom CtuBeHca—/[xoHCOHa
JlexapcTBeHHass peakiusi ¢ do3uHOuUIMEd u
CHUCTEMHBIMU TIPOSIBICHUSIMU
['enepann3oBaHHBINA YKCPOIUATUBHBINA JEPMATUT
Hapywenus co | Ouenv yacmo: Aprtpanrus
CMOpPOHBI  KOCHIHO- Muanrus
MbIULEYHOIL CUCHIEMbL
N bonb B KOHEUHOCTSAX
U COeOUHUmEeNbHOI
mKanu Mpiie4HbIi ciazm
Hapywenus co | Heuacmo: IToueyHas HEIOCTATOUHOCTD
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Yacrtora HexenatenbHble peakuuu
(Bce cTenenn)
CHIOpOHBI NOYeK U Hegpur
MOUEBbIBOOAUUX
nymei
Oouwue Ouenv yacmo: [ToBbIllIEHHAS! yTOMIISIEMOCTD
accmpoiicmea u
p P O3H00
HapyuwieHus 6 mecme
66e0eHUA AcTeHHst
[Tepudepuueckue oTexku
JIuxopanka
[ purnmonoao0HbIN CHHAPOM
Yacmo: Bocnanenue ciu3uCThIX 0007I04YEK
OTtek Iuna
Vlabopamopnuie uOuenv uacmo. [ToBbienue aktuHocT AJIT
uHCMpPYyMeHmaivHble
Py [ToBbimenue aktuBHoCcTH ACT
OanHbvle

Yacmo:

(ILID) B kpoBH

[ToBbIeHHAs aKTHUBHOCThL MICIIOYHON (hocdaTassl

[ToBpIIcHHAS
ramMariryramuitpanchepasst (I'TT)

AKTUBHOCTH

(K®K) B kpoBU

[ToBbIIIEHHE aKTUBHOCTH KpeaTHH(POCHOKUHA3HI

? Tlpoduns OezomacHOCTH, OCHOBAaHHBIM Ha JaHHBIX uccienoanus MEK116513, B uenom
COTIOCTAaBUM ¢ TIpodriieM 6€30macHOCTH, OCHOBAaHHBIM Ha JaHHBIX uccaeaoBanus MEK 115306,
3a CIIEYIOUUMHU UCKIIIOUCHUSIMU:

1) HmwxenepeuncieHHbIE HeXeNaTeNbHbIE PEAaKIIUU OTHECEHBI K KaTeropuu 0ojee BHICOKOH
yacToThl, 4eM B uccieqoanuu MEK115306: mpimednsie cra3Mbl (OY€Hb YacTo); MoYeYHast
HEJOCTAaTOYHOCTh U TuM(eaema (4acTo); ocTpasi movyeyHasi HeIOCTaTOYHOCTh (HEYacTo);

2) HwxenepeynciacHHbIE HEXeIaTeIbHbIC
MEK116513, Bo He B wucciuegoBanun MEK115306:

peakuun OTMEYAJIUCh B HCCICAOBAHHUU
cepacyHasds HCEAOCTATOYHOCTD,

HHC(bYHKHHH JICBOTI'O KEJIIyJ04YKa, MHTCPCTULINATIBHOC 3a00/1eBaHue JIETKUX (HC‘I&CTO);

3) HwxkenepeuucieHHbIE HEXKEJIATSIbHBIC PEAKIMM OTMEUAJIUCh B HCCIEIOBAHUSIX
MEK116513 u BRFI115532, so He B wucciuemoBanusax MEK115306 u BRF113928:
pabaomuoau3 (HEYacTo).

® [Tnockoknerounsiii pak koxu (IIKPK): TIKP, IIKP koxwu, ITIKP in situ (601e3nb boysHa) u

KE€paToaKaHTOMa

¢ HaHI/IJ'IJ'IOMa, KOXKHas nmarujiaioMa

4 3510KauecTBeHHAs MeTaHOMa, METACTATHYECKas 3I0KAueCTBEHHAS MEIaHOMA U TOBEPXHOCTHO
pacnpoctpanstomascs Mmenanoma 11 cragun

¢ BkimroyaeTt runep4yyBCTBUTENBLHOCTD K JIEKAPCTBEHHOMY IIpenapary

f KpOBOTC‘leHI/Ie N3 Pas3IMYHbIX Y4YaCTKOB, BKIIIOUAA BHYTPHUYCPCIIHOC KPOBOTCUCHUC U
JICTAJIbHOC KPOBOTCUCHUC

¢ Boib B BCPXHECM OTACJIC )KUBOTA U 00JIb B HIDKHEM OTACJIC X KUBOTA

h SpI/ITCMa, TCHCPAJIN30BaHHAA SpUTCMaA
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' MEBIIIEYHBIE CIta3Mbl, CKOBAHHOCTb B MbIIIIAX U KOCTAX

HX no oannvim nocmpecucmpayUOHHbIX U 00beOUHEHHBIX KIUHUYECKUX UCCTeO08AHULL

Hwxe npusenensi HSl, BbIsBIEHHBIE NpM NPUMEHEHWH mpenapara MekuHucT®

B COCTaBe
KOMOMHUpPOBaHHOM Tepamuu ¢ naOpadennObom. Tak Kak HeXeJaTeldbHbIE peakiuu ObUIH
YCTAHOBJICHBI B X0JI€ MMOCTPETUCTPAIIMOHHOTO MTPUMEHEHHS TIpenapaTa B MOIYJISIIUN MallHeHTOB
HEOIpEIeIEHHOT0 pa3Mepa, He BCerja Mpe/CTaBiIsieTCsl BO3MOXKHBIM JOCTOBEPHO OLIEHUTh HX
4acToTy pa3BuTus. [lpu Hamuyuu AaHHBIX, B OOBEAMHEHHOM aHalIM3€ KIMHUYECKUX
WCCJICTOBAaHUI YacTOTa HEXENaTelIbHBIX peaKiHii Oblla yCTAHOBJICHA B PaMKaX IMOKa3aHHS K
MEIMIMHCKOMY TIPUMEHEHUIO TIpernapara MekuHUCT® B cocTaBe KOMOMHMPOBAHHOM TEpanuu ¢
nabpagenuoom. HS, mnpeacraBieHHBIE HWXKE, CrPYIIUAPOBAHBI B  COOTBETCTBHU  C
knaccudukanueir opraHoB u cuctem opraHoB MedDRA u B mopsiake yObIBaHUSI CTENEHU
BBIP2KCHHOCTH.

Hapywenusa co cmoponbl UMMYHHOU CUCHIEMbl: CAPKOMI03 — HEYacTo; reModaromuTapHbIit
mumpoructuonutos (I'JII') — yacTora HensBecTHa.

Hapywenus co cmoponst 06mena eujecme U NUMAHUA: CAHIPOM JTU3KCA OMYXOJIU — YacToTa
HEHU3BECTHA.

Hapywenusa co cmoponsl HepeHOIL cucmemol:

nepudepudeckas HelponaTus — 4acTo; cuHapoM | nitena-bappe — Heuacro.

Hapywenus co cmoponust cepoua:

aATPUOBEHTPUKYJISIpHAS OJIOKana (B T.4. aTPHOBEHTPHUKYJISIpHASI OJI0Ka/a, aTPUOBCHTPUKYIISIpHAS
O/okaza TepBOM CTENCHH, ATPUOBEHTPUKYISAPHAs OJIOKaaa BTOPOW CTEMEHW U TIOJHAsS
aTPUOBEHTPUKYJIApHAs OJIOKaja) — 4acTo; OJIOKala HOXKKM mydyka ['mca (B T.4. O6J0Kaga HOXKH
nyuka ['uca cripaBa u 6;10kaga HOXKHU Imyuyka ['mca cieBa) — HeyacTo.

Hapywenus co cmoponst cocy0oe: BeHO3Has TpoMmO0d3MOonus (B T.4. JIeTOYHAsh SMOOIHS,
TpoMO03 TITyOOKHX BEH, SMOOJUS U BEHO3HBIH TPOMOO03) - YacTo.

Hapywienus co cmoponst KOXMCU U HOOKOMCHOU Klemuamku: OCTPhIi (eOpUbHbIN
HelTpoduIbHBIN epMaTo3 (cuHapoM CBHUTA) — 4acTOTa HEM3BECTHA; KOXKHASI PEaKIIHs, CBSI3aHHAs

C TAaTYUPOBKOH — YaCTOTa HEU3BECTHA.

Hwxe npusenensl HS, BbIABIEHHBIC IpH NPHMEHEHMH IIpenapata MeKHHHCT® B KadecTBE
MOHOTepanuu. Tak Kak HeXeJaTelbHble pEaKIMM ObUIM  YCTaHOBJIEHBl B  XOA€
MOCTPETUCTPALIMOHHOIO NPUMEHEHHs IpernapaTta B IOMYJISALHMHA NAlMEHTOB HEOIPENEICHHOIO
pasmepa, He BCerja MpeACTaBiIsAseTCs BO3MOXKHBIM JOCTOBEPHO OLEHUTH MX YaCTOTY Pa3BUTHIL.
[lpy HamuuMu pAaHHBIX, B OOBEIUHEHHOM aHAIN3€ KIMHUYECKUX WCCIEOBaHUI YacToTa

HEXCIJIaTCIbHBIX peaKuHﬁ ObLIa YCTaHOBJICHA B paMKaxX IIOKa3aHud K MCIAUIUHCKOMY
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IpUMEHEHHIO Mpenapata Mekunuct® B KadecTBe MOHoTepanuu. HSI, mpencTaBieHHbIE HUKE,
CTPYIIITUPOBAHBI B COOTBETCTBUU C Kiaccu(uKaiueil opranoB u cucreM opranoB MedDRA u B
HOpsiIKe yObIBAHUS CTETIEHU BBIPAXKCHHOCTH.

Hapywenua co cmoponst HepEHOIL cucmembl:

nepudepudeckas HelpomnaTus — 4acTo.

Hapywenusa co cmoponwl cepoua:

aTPUOBEHTPUKYIIsIpHast OoKaaa (B T.4. aTPUOBEHTPUKYIIIpHAs OJI0KaAa, aTpHOBEHTPUKYJIAPHAS
O5oKkaza TepBOM CTENEeHH, AaTPUOBEHTPUKYJIApHAs OJIOKaga BTOPOM CTEMEHW U TOJHas
aTPUOBEHTPUKYIIsIpHast 0J0Kaja) — HeyacTo; OJ0Kaga HOKKH mydka ['uca (B T.4. O10Kaga HOXKH

nyuka ['uca cripaBa u 6;0kaga HoXKHU Iyuyka ['mca cieBa) — HeyacTo.

Onucanue omoebHbIX HeXHCeaamenbHblX peaimuﬁ

Hoebie 3n0xkauecmeenuvle H06006D6130661HM}Z

Ha ¢one npumenenus TpaMeTnHrOa B KOMOMHAIMH ¢ 1abpadeHHOOM MOTYT BO3SHHKATh HOBBIC

3JIOKQYE€CTBCHHBIC HOBOO6p330BaHI/IH, KakK Ha KOXK€, TaK U /:[pyroﬁ JJOKaJIU3alluu.

Kposomeuenue

VY manueHToB, MOMyYyaBIIMX TPAMETUHHO B OTAEIBHOCTH WJIM B KOMOMHAUUU ¢ AabpadeHudom,
OTMEYAJIUCh TEMOPPAruyecKue SBJICHUS U JICTAIbHbIE KPOBOTCUCHHS. B OOJIBIIMHCTBE Cilydacn
KpOBOTEUCHHS OBUIM JIETKOW CTeneHu. B mHTerpanbHON BBIOOpKE i aHalu3a 0e30MacHOCTH
TpameTnHrnOa B KOMOMHaUU ¢ JadpadeHnOOM JieTaTbHbIE BHYTPHYEPEITHBIE KPOBOTECUEHHST OBLITH
ormeueHbl y <1% (8/1076) nanuentoB. [lo manueiM uccnenoBanuii 11l ¢a3el y manueHToB ¢
MEJTaHOMOW, MeJMaHa BpPEMEHHW JI0 Hayajga MepBOr0 TeMOpPAarudeckoro sBIeHUsS Ha (QoHe
NPUMCHCHUS KOMOWHAIMKM TpamMeTHHHOAa W Jabpadenmba cocraBuina 94 nHsA, a 1O JaHHBIM
uccnenoanus y naupeHtoB ¢ HMPJI, panee nosmy4yaBimnx mnpoTUBOONMYXOJIEBYIO TE€pAIuio, — 75

THEN.

Puck BO3HUKHOBEHUS KpPOBOTCUYCHHA MOXCT YBCIUYUBATHCA B ClIydaCc OIHOBPCMCHHOI'O
MMPUMCHCHUA AHTHUArpCraHTHbBIX WKW AHTHKOAryJISHTHBLIX IIpCIapaToB. HpI/I BO3HUKHOBCHUH

KPOBOTEUEHHUSI CIIEAYyeT MPOBOJUTH CUMIITOMATHUECKYIO TEPATIHIO.

Cruoicenue ©BJDK / Tuchyuxuyus n1e6o2o scenyoouka

Coobmanocs o ciaydasx cHwkeHust ®BJDK Ha ¢one npumeHenus tpaMmeTuHrOa B MOHOTEpAIUU
Wi B KoMOMHanuu c mabpadennOom. [lo maHHBIM KIMHHYECKUX HCCIIEOBAHUM, MeIuaHa
BPEMEHH JI0 BIIEPBbIC BO3HUKIIECH ANCHYHKIMH JICBOTO JKEITy0UKa, CEPACYHON HEOCTATOYHOCTH

wim cHmkenns @BJDK cocrapnsina ot 2 g0 5 mecsneB. B unTerpanbHoit BBIOOpKE A71s aHATH3a
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0€e301acHOCTH TpaMeTHHNOa B KoMOMHaLuu ¢ nadpadenndom cHkenrne ®BJIK 6b110 oTMeueHO
y 6% (65/1076) maneHToB, OJTHAKO B OOJBIIMHCTBE CIy4acB CHMKCHHE ObLTO 0OpaTHMBIM U HE
CONPOBOXKJAIOCH KIIMHNYECKIMU TPOSBICHUSAMH. Y MAIMEHTOB C 3a00JI€BaHUSMHU, CTIOCOOHBIMU

BJIUATH Ha (I)YHKI_[I/IIO JICBOT'O KCIIyOYKaA, TpaMeTI/IHI/I6 CIeayCeT HPpUMCHATEL C OCTOPOIKHOCTBIO.

Jluxopaodka

B kiIMHHYECKHMX WCCIEAOBAHUAX TpPaMETUHHOA B MOHOTEpANWM WIM B KOMOWHAIMH C
nabpadeHnb0M OTMEUalIHuCh CIy4yad BO3HUKHOBEHHS JIMXOPAAKHU; IMPU 3TOM 4YacTOTa M CTENEHb

BBIP)KEHHOCTH OBLIH BbIIIE Ha (pOHE KOMOMHUPOBAHHOM Tepamnuu.

Topaoicenus neveru

B KIMHMYECKMX WCCIIEAOBAHMIX TpPAaMETHHHOA B MOHOTEpAaMd WIA B KOMOWHAIMU C
nabpageHnO0M OTMEUYaTUCh HEXKeNaTeIbHbIE PEAKIIMU CO CTOPOHHI neueHu. Hanbonee yacTeiMu
U3 HEeXKeJlaTeNIbHBIX PEaKIUN CO CTOPOHBI IEUEeHH ObLIM SIBJICHUS MOBbIIIeHU akTUBHOCTH AJIT n
ACT mnpeumymiectBeHHO | unm 2 cTeneHd TshKeCTH. B cimyuyae mpumeHeHus TpaMeTHHHOA B
MoHoTteparuu 6oiee 90% o 0OHBIX SIBIIEHUI CO CTOPOHBI TIEYSHH BOSHUKITH B IIEPBBIE 6 MECSIICB
JeyeHusl. B KIIMHNYeCKuX UCCieI0BaHUAX SABJICHHSI CO CTOPOHBI IIEYEHN 0OHAPYKUBAIIU B paMKax
MOHUTOPHHIA, TPOBOAMBLIETOCS KaXKAbIe YEThIpE HeAeNIH. Y MalMeHTOB, MOIyYaroluX
TpaMeTHHUO B MOHOTEpANHMM WIM B KOMOMHAIUHU ¢ nadpadeHnO0oM, peKOMEHI0BaH KOHTPOJIb
GbyHKIMM TIeYeHU Kaxapie 4 Henenu B TeueHue 6 mecsies. [lociie 3Toro KOHTpOIb PyHKIIUU

MEYCHU MOXKXHO IMPOJO0JIKATh IO KIIMHUYCCKHUM ITOKa3aHHAM.

Apmepuanvrasn cunepmensus

VY nanuMeHToB ¢ paHee MMEBIIEHCS apTepUanbHOM runepreHsueil uiau 0e3 TaKoBOW, KOTOpbIE
NoJy4yaad TPaMeTUHUO B MOHOTEpanmuud WiM B KOMOMHamuu ¢ nadbpadeHuOoM, OTMEYaIuch
CJlydau TOBBIIICHUS apTEPUAIBHOTO JaBIICHUS. ApTepHalbHOE JaBJICHUE CIEIYET H3MEPUTH JI0
Hayajla JICYEHHS W PETYIIPHO KOHTPOJIMPOBAaTH B XOJE JICUCHHs, NPUMEHSAS B Ciydae

HCO6XOI[I/IMOCTI/I CTAHAAPTHYIO TUIIOTCH3UBHYIO TCPAIIUIO.

HUnmepcmuyuanvras 001e3Hb Ne2KUX/NHEEMOHUM

VY nmanueHToB, MOMYYaroInuX TPAMETHHIO B MOHOTEpaNy WM B KoMOMHamu ¢ nadpadenndoom,
MoxeT pa3Butbcsi MBJI unu naeBMOHUT. Y manueHToB ¢ cumnromamu MbBJI nnu nHeBMOHMTA,
BKJIIOYAs MAIIMEHTOB C BHOBH BO3HUKIIUMHU WU MPOTPECCUPYIONIMMHU JIETOUHBIMH CUMITOMaMU
Y TAaKVMH SIBIICHUSIMU, KaK KaIlleJb, OJIBIIIKA, TUIIOKCHS, TUIEBPATBHBIN BBITIOT WIH WHOUIHTPATHI,
TpaMETUHUO CleayeT BPEMEHHO OTMEHUTh JO TMOJYyYEHUS pe3yJbTaTOB KIMHUYECKOTO
obOcrenoBanus. Y MalMEeHTOB, Y KOTOPBIX nuarHocTupoBanbl UBJI wiv mHEBMOHUT, CBSI3aHHBIC C

MMPOBOANMBIM JICUCHUCM, TpaMeTI/IHI/I6 CJICAYyCT OKOHYATCIIbHO OTMCHUTD.
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Hapyuwenue 3penus

Ha ¢one npumeHeHHsT TpaMeTHHHOA OTMEUAINCh PACCTPOMCTBA, CBSI3aHHBIC C HAPYIICHUSMH
3peHHs, B TOM YHCJIE OTCIOWKA MATMEHTHOIO SIIUTENNS CETYATKU U OKKIIIO3US BEH CETYaTKH. B
KJIMHUYECKHX MCCIEOBAHUAX, B KOTOPBIX MPUMEHSJICS TPaMETHHHUO, OTMEYAIUCh HEUYETKOCTh

3pEHMUs], CHIDKEHHE 3PCHUS U IPYyTUE HAPYIICHHUS.
Koorcnas coins

B unTerpanpHoil BEIOOpKE U1 aHaIM3a O€30MaCHOCTH KOXKHAsI ChIIIb ObLIa OTMEUYEHA MPUMEPHO
y 60% nanueHToB, MOJyYaBUIMX TPAMETUHUO B MOHOTEpANUM, U MPUMEPHO Y 24% ManueHTos,
NOJYYaBIIMX TPAMETHHUO B KOMOMHAIUH ¢ fabpadeHndom. B 6onbImHCTBE IOJOOHBIX CITydaeB
CBIITb XapaKTePU30BAJIaCh CTEIEHBIO TsHKeCTH | wim 2 W He TpeboBaia BPEMEHHOH OTMEHBI

nperapaTa Wi CHIDKCHUS J1035I.
Paboomuonus

VY manueHToB, MOTYy4aBIIMX TPAMETUHHO B MOHOTEpANUU WIM B KOMOMHAIMK ¢ gabpadeHudom,
OTMEYAJINCh CiTydan padbmomuonusa. [Ipy mosiBiieHUN MPU3HAKOB WM CHMIITOMOB padIOMHOIIN3a
HEOOXOAMMO  TIPOBECTH  HaJJIe)Kallee  KIMHUYECKOoe  oOcieoBaHWE W HAa3HAYUTH

CUMIITOMAaTUYCCKYIO TCpaAInIO.

llankpeamum

Ha ¢one npumenenus nabpadennda B KOMOMHAIMM C TPaMETUHHOOM OTMEYAIIUCh CITydau

Pa3sBUTHA MMIAHKPEAaTUTA.

Hloueunas neoocmamoyHocmo

Ha ¢one npumenenus nabpadennda B KOMOMHALIMKM C TPAMETHHHUOOM OTMEYaHCh CIydau

Pa3sBUTHUA MOYCYHOMI HEOAOCTATOYHOCTH.

TTammeHnTsl 0COOBIX KAaTErOPUI

Hayuenmot 6 603pacme > 65 1em

B uccnenosanuu Il a3pl, B KOTOPOM MalMEHTHI C HEOMepabeNbHON WM MeTacTaTHYeCKOU
MeJTaHOMOW mosy4anu TpametuHuo (n=211), 49 namuentoB (23%) HaxXoAMIUCHL B BO3pacTe
> 65 net, a 9 mauuentoB (4%) - B Bo3pacte > 75 mer. B moarpyrmnax maiieHTOB B BO3pAcTe
<65 m > 65 neT mons marMeHToB, Y KOTopblx Bo3Hukim HS u cepresnpie HS, Obuta mpumepHO
oanHakoBoil. [lo cpaBHeHUIO ¢ malUMeHTaMu B Bo3pacTe <65 jeT, y MaliMueHTOB B BO3pacte > 65
ger ¢ Oomblell BEpOSTHOCTBIO pa3BUBaIUCh HSl, Beaymme K OKOHYATENLHOW OTMEHE

JIEKapCTBEHHOTO MpernapaTa, CHIDKCHHIO 03Bl UM €r0 BPEMEHHON OTMEHE.
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B wuHTerpanbHOi BBIOOpPKE AN aHaiM3a OE30MAaCHOCTH TpaMeTHHHOAa B KOMOMHAIMHM C
nabpadenndoom (n=1076) 265 nauuentoB (25%) OblTH B BO3pacte > 65 net, a 62 namnuenTa (6%)
- >75 net. Bo Bcex ucciaeqoBaHUSIX A0JI MAMEHTOB, Y KOTOPbIX BO3HUKIN HS, B moarpynmnax
NalMeHTOB B Bo3pacTe <65 u > 65 ner Obula mpumepHo onuHakoBoil. Ilo cpaBHeHuio ¢
HalMeHTaMH B Bo3pacTe <65 JieT, y MalMeHTOB B Bo3pacTe > 65 jeT ¢ 0ojblieii BEpOSTHOCTHIO
pasBuBanuch cepre3npie HA u HS, Bemymme k OKOHYATENbHOW OTMEHE JIEKAPCTBEHHOTO

npernapara, CHUKEHHIO 103bl U €r0 BPEMEHHOM OTMEHe.

HapymeHuﬂ qbVHKuMM no4ex

VY manueHToB ¢ HapymEeHUSIMUA (PYHKLIUH MOYEK JIETKON MIIN YMEPEHHOH CTETIEHU KOPPEKIIHS 1035l
He TpeOyeTcs. Y MalMeHTOB ¢ TSHKEIbIMU HapyLIEHUSMH (QYHKLIUHU MOYEK TPAaMETHHHUO clieqyer

IMPUMEHSTH C OCTOPOKHOCTBIO.

HapymeHuﬂ qbVHKuMM nevyeru

VY NmanueHToB ¢ JErKMMHU HapyHICHUSAMHU (QYHKIMH TIEUYEHH JIETKOW CTENEHH KOPPEKIHS 035l He
TpeOyeTcs. Y NanueHTOB ¢ HapyLIEHUAMHU (DYHKLIMU NMEYEHU CpPEeIHEH WM TSKEIOH CTENeHU

TPaMETUHHUO ClIeyeT IPUMEHSTh C OCTOPOKHOCTBIO.

Tpamemunub 6 Kombunauuu ¢ dabpadeHubom y nauueHmos ¢ Memdacmaszamil 8 20408HOM MO32€

besonacHocth u 3¢ PeKTUBHOCTE KOMOMHALUMU TpamMeTHHHOa u nabpadeHnOa OLEHUBANIU B
uccnenoBannd I ¢a3bl y MareHToB ¢ MEIaHOMOM C TTOJIOKUTEIBHBIM cTaTycoM MmyTannu BRAF
V600 u metactazamu B ToJ0BHOM Mo3re. [Ipoduibe 6€30macHOCTH y TaKuX MalMEHTOB B IEJIOM

HE OTJINYaiCs OT poduisi 6€30MacHOCTH JaHHON KOMOMHAITUH.

Ecniu ommeueno yxyouieHue KIUHUYECKO20 MeEYeHUsl 100020 U3 VYKA3AHHLIX 6 UHCMPYKYUU
nobounvix 3¢hghekmos unu Boi 3amemunu nobvie Opyeue nobounvie 3¢hghekmol, He YKA3aHHbIE 8
UHCMPYKYUU, COOOUUMe 00 IMOM 6pauy.

ITEPESO3UPOBKA

Cumnmomsl U npuUHaAKU

B KIMHMYECKMX HCCIENOBAHMAX CIydaeB HpPMMEHeHHs npemnapata Mekunuct® B 103aX,
npeBbImamux 4 Mr 1 pa3 B CyTKH, 3aperHCTPHPOBAHO He ObUTO. B pamMkax KIMHHYECKUX
UCCIICIOBAaHMI MCCIICIOBAHO IPUMEHEHNE TPaMEeTHHHOA BHYTPh B J103€ 10 4 Mr | pa3 B CYyTKHU U
Harpy3ouHas jo3a 10 mMr 1 pa3 B CyTKu B TeYCHHE 2-X TOCIICIOBATEIBHBIX JHEH.

Jleuenue

JlanpHeiiiee jJeueHue CiIeAyeT MPOBOJANUTH B COOTBETCTBUHU ¢ KIMHHYCCKUMHE MIPOSBICHUAMU HJIH
PEKOMEHIANNSIMHU HAITMOHAIBHOTO TOKCHKOJIOTHYECKOTO IIeHTpa. Crenuduyeckoro JIe4eHus mpu

nepeso3upoBKe TpaMeTHHHOa He cymecTtByeT. [Ipu HeoOXoauMocTu cieayeT NpOBOAMTH
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NOJJIEPKUBAIOLIEE JICUEHUE C COOTBETCTBYIOIIMM KOHTPOJIEM COCTOSHHUA. ['emonuanus He
YBEJIMYUBAET BBIBEICHUE 10 IPUUMHE BBICOKOTO CBSI3bIBAHUSI TPaMETUHHOA ¢ OEIKaMU IUIa3Mbl
KPOBH.

B3AMMOJIEIICTBUE C APYTUMU JEKAPCTBEHHBIMHU ITPEITAPATAMM

Monomepanus

[Tockonbky TpaMeTUHUO MeTaboIU3upyeTCs MIPEUMYIIECTBEHHO MIOCPEICTBOM
JIealleTUIINPOBaHMsl, 110 BCEH BEPOATHOCTH, OMOCPETOBAHHOTO THAPOJIINTHYECKUMH (PepMEHTaAMU
scTepa3amu (Hanpumep, KapOoKCHIIICTepa3aMu), MaJOBEPOSATHO, YTO APYTHE MPENapaThl BIUSIOT
Ha ero (apMaKOKMHETHKY Yepe3 MeTaboInyecKre B3auMo IeHCTBHUSI.

Bnuanue mpamemunuba na gepmenmoi, Memadoauzupyrowue 1eKapcmeennvie npenapamol, u
OenKu-nepeHocuuKu

Hcxons w3 HaHHBIX, MOJIYYEHHBIX in Vitro W in vivo, TpaMeTHMHHO 3HAYUMO HE BIUSET Ha
(apMakOKMHETUKY JPYI'MX JIGKAPCTBEHHBIX IpEmapaToB 4Yepe3  B3aUMOJCHCTBUSA  C
n30(epMEHTaMH IIUTOXpPOMA U OeNKaMH-TIEPEHOCYUKAMH. 1 Vitro, TpaMeTHHUO HE SBISETCS
uaruoutopom m3zopepmentoB CYP1A2, CYP2A6, CYP2B6, CYP2D6 u CYP3A4. In vitro
TpaMeTHHUO sBisgercss uHruOutopom wuzopepmentos CYP2CS, CYP2C9 u CYP2CI19,
unnyktopom m3odepmenta CYP3A4 u mnruburopom Oenkos-nepeHocunkoB OATI1, OAT3,
OCT2, MATEI1, OATP1B1, OATP1B3, Pgp u BCRP. Onnako, ucxoast u3 Majioi 1035l U MaJOH
CUCTEMHOM 3KCIO3ULIUU TPAMETUHNOA IPU IPUMEHEHUH B KIIMHUYECKOM MPAKTHUKE 110 CPAaBHEHUIO
C in Vitro, CUMTAeTCs, 4TO TPAMETUHHO HE SIBJIAETCS MHIMOMUTOPOM WM HHIYKTOPOM 3THX
U30(epMEHTOB WIN OENKOB-IIEPEHOCUUKOB in Vivo. MHOTOKpaTHOE MPUMEHEHHE TpaMeTUHHOA B
o3¢ 2 Mr 1 pa3 B CyTKM HE OKa3bIBaJO KJIMHUYECKH 3HAUYUMOro BIUSHHUSA Ha Cmax 1 AUC
nabpadennOa mociie MpUMEHEHUs TOCIIeIHETO B OJHOKpaTHOU 103e, cyoctpara s CYP2CS8 u
CYP3A4, nocne ero 0JHOKpaTHOTrO MPUMEHEHUSI.

Brusanue opyaux n1exapcmeeHHblX npenapamos Ha mpamemunuo

JaunHsle, in vitro M in vivo, yKa3bIBalOT Ha TO, YTO APYIHE IIpenaparsl, BEPOATHO, HE BIMAIOT HA
(dapMakOKMHETHKY TpamMeTHHHOA. TpaMeTWHUO JeaneTwiupyercs KapOOoKCHiIdcTepazaMu |
BO3MOYHO JIPYTMMHU THAPOIUTHUECKUMHU (pepMeHTaMHU. 110 TaHHBIM KIIMHUYECKUX UCCIIeA0BaHUH
MaJIOBEPOSITHO pa3BUTHE JIEKapCTBEHHOT'O B3aUMOJICHCTBHS, OIIOCPEI0BaHHOT O
kapOokcumcrepazamu. Mzodepmentsl cucrembl nutoxpoma (CYP) urpator He3HaAYUTEIBHYIO
POJb B BBIBEICHNH TpaMeTHHNOA. TpameTnHHO He ABIsETCS CyOCTpaToM OEIKOB-TIEPEHOCYHKOB
BCRP, OATP1B1, OATPIB3, OATP2B1, OCT1, MRP2 u MATEIL. In vitro tpameTuHuo
aBnsieTca cyOcTpatomM Pgp, o0OIHaKO BEpPOATHOCTh KJIMHUYECKM 3HAYMMOTO  BIIUSHMS
uHruoupoBanusi Pgp Ha TpaMeTHMHHO MallOBEpOATHA, YUYHMTHIBAas BBIPAKEHHYIO CIIOCOOHOCTBH

MOCJICAHCTO K MaCCUBHOMY IMPOHUKHOBCHHUIO U €TI0 BLICOKYIO 6I/IOILOCTYHHOCTI). OI[HOBpeMeHHOG
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npuMeHeHne nHAykTopoB m3odepmenta CYP3 A4 He BIMATIO HA SKCIO3ULMIO TPaMETUHHOA MU
MHOTOKPaTHOM ITPHMEHEHHH.

MHorokpaTHOe OJHOBpEMEHHOE MpuMeHeHue nadbpadennda B moze 150 Mr 2 pasza B CyTKU U
TpameTuHuOa B 103e 2 Mr 1 pa3 B CyTKH NPUBOAUIIO K yBenudeHHI0 Cmax 1 AUC nabpadennda na
16% u 23% cootBeTcTBeHHO. [10 JaHHBIM MOMYJIALUOHHOTO (hapMAaKOKHHETHYECKOTO aHAJIN3a
npyd TPUMEHEHUH TpamMeTHHHOa c mabpadeHnOoM oTMedaercss HEOONBIIOE YMEHBIICHHE
OMOJOCTYMHOCTH TpaMmeTnHuOa, coorBercTBytolee ymenblieHuto AUC mocnegnero Ha 12%.
VYkazannble n3MeHeHust Cmax 1 AUC naOpadennda u TpameTuHnOa He SBISIOTCS KIMHUYECKH
3HAaYMMBIMH.

Nudopmanms o B3ammoneicTBum nadpadeHnba ¢ APYTrUMH JIEKapCTBEHHBIMHU MperapaTamu
yKa3aHa B MHCTPYKIIMHU IO PUMEHEHHIO Aabpadenunda.

Tuwesoe g3aumooeticmeue

[TockonbKy pH 0OTHOBPEMEHHOM TpUEMe C THIIEH abcopO1ms TpaMeTHHIOA MEHSETC s, TIperapar
Mexkuauct® cieayer NpUMHUMaTh KaKk MUHMMYM 3a 1 4ac 10 Wid yepe3 2 daca Mocie npueMa
HUILH.

OCOBBIE YKA3AHUS

Ilepen HayamoM NpUMEHEHHs Ipernapara B KOMOuWHammu ¢ nadpadeHHOOM O03HAKOMBTECH C
MIOJTHOM MHCTPYKIMEH TI0 METUITTHCKOMY TPUMEHEHHIO YKa3aHHOTO JIEKapCTBEHHOTO Tperapara,
B TOM 4YHCIIE ¢ pa3aenoM « Ocobvle yKazaHusy.

Banuouposannwviii mecm na noomeepoicoenue nanuvusi mymayuu BRAF V600

BesonacHocTh 1 3 dekTUBHOCTS penapata Mekunuct® y namuentos 6e3 mytaruu BRAF V600
HE U3y4YeHa.

Cruocenue @BJDK, oucghynryus neeo2o scenyoouka

B KIMHMYECKUX MCCNEN0BAHUAX Y MAIMEHTOB, TIOMyYaBIIMX npenapat MekuHUCT®, 0TMEYanoch
cHwkenne ®BJDK. Mennana BpeMeHH 10 pa3BUTHS AUCHYHKIIUHU JIEBOTO KETyJ0UKa, CepJeUHON
HenocTaToyHoCTH WK cHikeHuss OBJDK y manueHToB, MOy4aBIIUX JICYEHHE IpernapaToM
Mexkunuct® B MOHOTEpATIUK UM B KOMOMHAINY ¢ AabpadeHnOoM, cocTaBuua OT 2 10 5 MecsIieB.
VY nmanueHToB ¢ 3a00€BaHUAMU, KOTOPbIE MOT'YT CONPOBOXKIAThCs HAPYLIEHUEM (DYHKIMH JIEBOTO

JKeIIyHdo4Ka, IpUMCHATE IIpeIliapar 1\/IGI(I/IHI/ICT®

CIEAYyeT C OCTOPOXKHOCTBIO. Y BCEX IALlMEHTOB
OBJDK cnegyer OLEHHTh NEpell HAyajJoM TepaluM IpenapaTroM, a TakXke IPOBOIUTH
NEPUOANYECKUN KOHTPOJIb B TEUEHHE 8 HEJEeNb M10C/Ie Havaia JISUEHUs, U Jlajiee Ha IPOTSHKEHUU
JICYEHUS IIPENapaToM IO KIIMHUYECKUM TOKA3aHUAM.

Kposomeuenue

Ha Qone npuema mpenapata MekuHMCT® Kak B MOHOTEPANMHM, TaK M B KOMOMHAIUH C

nabpadeHnOoM 3aperuCTPUPOBAHBI CEPhE3HBIE CITydal TeMOPPAarndecKuX SBICHUHN (CM. pasen
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«llobounoe Oeticmeuey). B KTMHUYECKUX UCCIENOBAaHUAX Y 6 MalMeHTOB U3 559, momydaBuInx
npenapat Mekunuct® B koMOMHaIuK ¢ ga06padeHHbOM MO MOBOMAY HEPEe3eKTaOenbHON MM
METACTaTUUECKOW MEJIaHOMBI, Pa3BWIOCh BHYTPUUYEPENHOE KpPOBOUZIUSIHHME C JIETAJIbHBIM
UCXO0JI0M. B KiIMHHUYEeCcKOM HccIeI0OBaHNH aIbIOBAHTHOM Tepaniy MpernapaToM Ipu MeJaHoMe He
OTMEUEHO CIy4YacB KPOBOTEUYEHMSI C JIETAIBHBIM MCXOJ0M. B KIMHMYECKOM HCCIEI0OBAaHUM NpU
npuMeHeHHH mpenapata Mekuauct® B kKoMOMHauM c  gabpageHHbOM O  MOBOIY
pacnpoCTPaHEHHOIO HEMENKOKIETOYHOIO paka JIETKOr0 BHYTPUUYEPEITHOE KPOBOM3IUSHHE C
JeTa’dbHbIM MCXOJOM pa3BWIOCh y 2 mauueHToB u3 93 (2%). [lpu mosiBIeHMH CHMOTOMOB
KPOBOTEUCHHS MAIMEHTY CJIEyeT HEMEAJICHHO OOPAaTUTHCS 32 MEIUIIMHCKOM MTOMOIIBIO.
Apmepuanvnasn cunepmen3us

[Tpu npuMeHeHny npenapata MekuHUCT® y TIALMEHTOB ¢ PaHee CYHIECTBYIONIEH apTepuaIbHOi
TUNepTeH3uel nin 6e3 Hee ObUTM OTMEUEHBI 3MN30/1bI HOBBIIIEHUS aPTEPUATIBHOTO JaBJIECHUS (CM.
pasnen «llobounoe Oeticmeuey). Cnenyer U3MeEpsTh apTEepUATbHOE JABJICHUE IEpesl HauyalioM
Tepanuy npernapaToM U KOHTPOJIMPOBATH JaJee BO BpeMs JICUEHUs], TPU HEOOXOIUMOCTH CJIETYET
KOHTPOJIMPOBATH apTEPUANIbHYIO TUIIEPTEH3HIO TP MOMOIIU CTaHAAPTHOM Tepamnuu.
Humepcmuyuanvnas donesnv neexux (MUbJ1)/nneemonum

B ximHnyeckux wuccienoBaHusx y 2,4% MalMEHTOB, IOJIYYaBIIMX JICYEHHE IIPENapaToM
Mexunuct®, pasBuwirck UBJI v mHEBMOHUT; BCeM NaIMeHTaM MoTpedoBanach rOCIUTATH3AIINS.
Menaunana BpeMeHu 10 nepBbix nposieinenuid MbJI unu nueBMonuTa coctasisuia 160 queit (ot 60
10 172 nueit). CneyeT OTMEHHTS JIeueHre npenapatoM MekuHucT® 10 MOMydYeHHs pe3yabTaToB
KJIMHUYECKOro 00cie10BaHus y NalMeHToB ¢ nogo3peHreM Ha MBJI nunu nHeBMOHHUT, B TOM uuncie
y NAIMEHTOB C HOBBIMU WJIM IPOIPECCUPYIOLIMMHI CUMIITOMAMHU U IPU3HAKAMU, BKIIIOUYas Kallleyb,
OJIBIILIKY, THIIOKCHIO, TJIEBPAJIbHBIN BBINOT WM UHGUIBTpaThl. [Ipy moaATBep:KIeHUU AUar€os3a
MBJI unu MHEeBMOHWTA, CBA3aHHBIX C MPHUEMOM Mpenapata, JeueHue mpernaparoM MekuHucT®
CJIelyeT NMPEKPaTHUTh.

Paboomuonuz

V nanueHToB, NIPUHMMABIIMX MpenapaT MekuHUCT®, ObUIM ONMCAHBI CIyYad pabIoMUONN3a, B
HEKOTOPBIX CIIydasx MallMeHThl MOIJIM IPOAOIIKATh pUeM MpenapaTa. B 6osee TskemnbIx ciryyasx
TpeboBajach TOCHMTANIN3ALNUSA, TPEPhIBAHUE WM MOJHOE MPEKpalleHre JICYEHUS MpernapaToM.
[Ipu nosiBjIeHUN MPU3HAKOB M CUMIITOMOB pabJOMUOIN3a CIIEIYET MPOBECTH COOTBETCTBYIOLIEE
o0crenoBaHue U JICYEHHUE.

Hapywenue 3penus

I[Ipu npumeHeHuu npenapata MekuHUCT®

OTMEUaIOCh Pa3BUTUE HAPYIICHUN 3pEHUs, BKIIOYAs
xopuopetrunonaruio, OIIDC u OBC. B KIMHUYECKHX WCCIEIOBAHUSAX OTMEUYEHBI TaKHe

CHUMIITOMEBI KaK HCYCTKOCTb 3pCHHA, CHUIKCHHUE OCTPOTHI 3pCHUA U APYTUC ABJICHUA CO CTOPOHBI
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oprana 3penus. Ilpenapar Mekunuct® He peKOMeHIyeTcsl MPUMEHATH y nanuenToB ¢ OBC B
aHaMHese.

[lepen HauvanoM JiedeHHs] MpeEMapaToM CleAyeT MPOBECTH TIIATeIbHOE O(TaIbMOJOTHYECKOE
oOcienoBaHue M MPU KIMHUYECKONW HEOOXOIMMOCTH MOBTOPSTH €r0 BO BpeMmsi Tepamuu. [lpu
BO3HUKHOBEHUH KaJI00 Ha HAPYIIICHUE 3PEHUS Y TAIIMEHTOB, OTYYaIOIUX TEPATUIO TPETIapaToOM,
CJIeZlyeT TPOBECTH JONOJIHHUTENBbHOE odTranpmonorndeckoe obcienoBanue. [Ipu BeissBICHHH
MOpaXeHMsI CETYATKH CIIeIyeT He3aMeTUTEILHO MIPepBaTh JIEYCHHE MPernapaToM U 00paTUThCS K
crnenuanucty mo 3aboneBaHusiM ceTdaTku. [Ipu BbeiiBaeHun OBC neueHue mpemnapaToMm
Mexkunuct® cieyeT N0oIHOCTEIO IpekpaTuth. [Ipu BoisBiernu OIIDC cremyer NpuaepKUBAThCS
CXEMBbI KOPPEKIIMH JT03bI, YKa3aHHOHU B Ta0smie 3 (cM. pazaen « Cnocob npumereHus u 003ul»).
Toxcuueckue nopasicenus KOXCu

Koorcnas coino

B xnmHMYeCKHX HCCIeI0OBAaHUSX KOJKHAS ChITTb HA0II01aach NpUOIH3UTENbHO y 60% ManueHTos,
MOJTy4aBIIMX MOHOTEpaNuio mnpenapatoM MekuHuct®, U y 24% NalUeHToB, MOTydYaBIINX
KOMOWHUpOBaHHOE JiedeHue ¢ nadbpadennOoM. B OOnmbIIMHCTBE CllydaeB KOXKHas ChITb MMEIa
CTEeNeHb THKECTH | min 2 U He TpeboBala MpepbIBaHUs JICUCHUS WA CHIKEHUS JTO3BI.

Taocenvie HA co cmoponbsl koorcu

[Ipy npuMeHeHHH TpenapaTa MekuHuCT® Kak B MOHOTEPANUH, TaK M B KOMOMHAIIUM C
nabpadeHnOoM, BO3MOKHO Pa3BUTHE CIYYaeB TKENBIX MOPAKEHUH KOXKH, BKIIOYAs CHHAPOM
CruBeHca-/[>)kOHCOHA U JIEKAPCTBEHHYIO ChIMb C 303MHOPMINENH U CUCTEMHBIMU MPOSIBICHUSMHU.
JlaHHble TOpa)KeHUs KOXH MOTYT YIPOXKaTh KH3HU MAIlMEHTOB M TMPHUBOJIUTH K JIETAIbHBIM
ucxonam. /{o Havana Tepanuu MaUeHThI TOJDKHBI OBITh MPOUMH(DOPMHUPOBAHBI 0 HEOOXOUMOCTH
KOHTPOJIS 32 COCTOSIHUEM KOXXH M CPOYHOTO OOpaIlIeHUs 32 MEAWIUHCKONW MOMOIIBIO B CIIydae
pa3BUTHA MPU3HAKOB M CUMITOMOB IMOJOOHBIX COCTOSIHMM. B ciyuyae mosiBieHHs MPU3HAKOB U
CUMITOMOB TSDKEIBIX TOKCHUECKHUX MOPAKEHUH KOXKU TEPANUIO CIEAYET MPEKPATHTh.

Benosnas mpombosmbonus

[Ipu npumeHeHMH npemapata MekuHHCT® Kak B MOHOTEpANluM, TaK U B KOMOMHAIUM C
nabpageHnO0M, BOZMOYKHO Pa3BUTHE CITy4aeB TPOMOOIMOOIINIA, BKIIFOUAst TPOMOO03 TITyOOKHX BEH
U JeroyHyro smoOonuto. [lanueHTsl JOMKHBI OBITH MPOUH(DOPMHPOBAHBI O HEOOXOTUMOCTHU
CPOYHOTO OOpaIieHus 3a MEIUIMHCKONH MOMOIMIBIO B CIy4ae Pa3BUTHS CHMIITOMOB BEHO3HOU
TPOMOOIMOOITHH.

Hapywenus co cmoponvl neuenu

B KIMHUYECKUX MCCIIE0BAHUAX ¢ MpUMEHeHneM npenaparta Mekunuct® 6buti otMedens! HS co

CTOPOHBI TIeueHH. PekoMeHyeTcsl MPOBOANUTE KOHTPOJIb (DYHKIMM MEYEHU KaKIble 4 Helenu B
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TeueHue 6 MecsleB Mocjle Hadana jJedeHus npernaparoM MekuHuCT®. BIOCIEACTBUN KOHTPOJIb
(GYHKINY TIEYSHH MOKET OBITH MPOIOIDKEH TI0 KITMHUYECKHM MOKA3aHHSM.

Jluxopaoxa

Y nanueHTtoB, MOJyYaBIIMX mpenapaT MekuHucT® Kak B MOHOTEpAanMH, TaKk U B
KOMOMHUPOBAHHOM Tepanuu ¢ nadpadeHrnOOM, 0TMEYAIOCh MOSBICHUE JIMXOPAJIKU, Yalle mpu
NPUMEHEHHH KOMOMHHMpOBaHHOTO JiedeHus. [Ipm mpumenenmn mabpadennda B moze 150 mr
2 pasa B CyTKH B KOMOMHAIMH ¢ TipenapaToM Mekuanct® B o3e 2 Mr 1 pa3 B CyTKH MO MOBOIY
HEpe3eKTa0eNbHOM WM METacTaTUYEeCKOW MENaHOMBl B TMOJIOBHHE CIIy4acB MEPBBIC SIMU30bI
JUXOpaJKM OTMEYaJHCh B TEPBBIH MecsAl] KOMOMHUPOBAHHOM TEpamud, NpU 3TOM
npuOIM3UTENBEHO Y 1/3 mManueHToB, MOMyYaBIIMX KOMOMHHPOBAHHYIO TEpPAIHI0, OTMEYanoch 3
wii Oojee SMU30/0B JHUXOpaAKu. [laHHOE COCTOSIHHME MOXKET COINPOBOXAATHCA BbIPaXKCHHOU
IpOXKbIO, 00E3BOKMBAHHMEM U apTEPHUATbHOW TUIOTEH3UEH, B PEAKUX CIydasX BO3MOXKHO
pa3BUTHE OCTPOI MOYEYHON HEAOCTATOUHOCTH. BO BpeMsi U 1ociie TSKEIBIX MNU3040B JTUXOPAJAKH
CJIeZlyeT KOHTPOJIMPOBATh KOHIICHTPALNIO KPEaTHHIHA B CHIBOPOTKE KPOBU U IPYTHE TIOKA3aTENN
byskmn modek. OTMEUYEHBI Cydan TsOHKEIoW HeMH(PEKIMOHHON (edpunbHOl mxopanku. [Ipu
NPUMEHEHUU Tpernapara B KIMHUYECKUX HCCIEIOBAaHUSAX JMJAaHHBIE COCTOSIHUS YCIIEITHO
KyIHPOBAJIKMCh KOPpEeKIHMel m03bl nabpadeHnba W/WiIM MPUOCTAHOBICHHEM TEpalmuH C
MIPUMEHEHUEM TOICPKUBAIOINIETO JieueHus (cM. pazzaen « Cnocob npumeneHus u 003vl»).
CpaBHeHune pe3yIbTaToOB MEPEKPECTHOTO WCCIICIOBAHMUS c ydacTHEeM
1810 mamueHToB, MOTy4YaBIIUX KOMOMHUPOBAHHYIO TEPAITHIO, MPOASCMOHCTPUPOBAIO CHUKEHUE
YaCTOTHI BEIPAYKEHHOM JIMXOPAJKU U IPYTUX CBSI3aHHBIX C JTUXOPAIKON HEKENaTeTbHBIX peaKIui
TIpH TIpEphIBAHUHM TEPaNUK KOMOUHaIuell penapara Mekunuct® u 1abpadennta 1o cpaBHEHHIO
C TpepeiBaHWEM JiedueHUs nabpagernOoM B MoHOTepanmuu. I[lodToMy pexoMeHmyeTcs
NpeKpallieHne JeueHus mnpernapatoM MekuHucT® B KOMOMHAIMH ¢ jgabpadeHnboM, ecian
TeMmreparypa Tena nanuenta > 38 °C, a B ciiydae penuanBa TEPanuio TakkKe MOKHO MPEpBaTh Mpu
NOSIBJICHUH NIEPBBIX CUMIITOMOB JIUXOPAIKH (CM. pa3aen « Cnocob npumeHeHus u 003vl»).

Konum u nepgpopayus opeanos sxceny0ouHo-KUmeyHo2o mpakxma

VY HalUeHToB, MOMy4YaBLUIUX MpenapaT MekuHUCT® KaK B MOHOTEPANMH, TaK ¥ B KOMOUHAIUHU C
nabpadeHnOoM, OTMEUEHBI CIy4Yau KONIWTa M mepdopalnuyd OpraHOB >KETYJOYHO-KHIIEYHOTO
TpaKTa C JICTATBHBIM UCXOJ0M (CM. pazaen «llobounoe deticmaue). CieayeT ¢ OCTOPOKHOCTHIO
NPOBOJMTh JIeUYeHHE HpernapaToM MeKuHMCT® Kak B MOHOTEpAalmMH, TaK U B KOMOUHAILMM C
nabpageHnOoM y TarueHToB ¢ pakTopaMu PHCKa pa3BUTHs mepdopaiuu opraHoB YKEIyd0YHO-
KHIIIEYHOTO TPAKTa, B TOM YHCJIE C HATUYMEM B aHAMHE3€ TUBEPTHKYIUTA, METACTa30B B OpraHbl
KENyTOYHO-KUIIEYHOTO TpPaKTa, a TakXKe NPH OJHOBPEMEHHOM IMPUMEHEHHMM IIperapara c

APyruMu JICKAapCTBCHHBIMHU CPCACTBaAMH C YCTAHOBJICHHBIM PUCKOM pPA3BUTHA nep(bopauml
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OPraHOB >KEITYJOYHO-KUILIEYHOTO TpakTa. [Ipu MosBICHUH CHMOTOMOB KOJUTA WU Tiepdopariu
OpPTraHOB JKETYJOYHO-KUIIEYHOTO TpaKTa MAIMEeHTy CIeAyeT HEeMEJICHHO OOpaTUThCs 3a

MEIUIIMHCKON OMOIIBIO.

T'emogpacoyumapnwiii aumgocucmuoyumos (IJII)

B IOCTPErvCTPallMOHHOM OIbITEé HpPUMEHEHUs mpenapata MekuHHUCT® B KOMOMHAIUH C
npenapatom Tadunnap® Habmoganca remodaronutapHslii auMdoructuonuros (IJIT). Tpu
nono3pennn Ha I'JII' neuenue cinenyer npepsBarb. B ciayuae noarBepxkacHus [JIIT seuenue

CIENyET NPEKPATUTh U HAYaTh COOTBETCTBYIOLIEE JieueHue [ JII'.

Cunopom nusuca onyxonu

Coob1manocs o ciaydasix CHHAPOMA JIM3KMCa OIYXOJIH, BKJIOYAast CIIy4au CO CMEPTEIbHBIM UCXOJIOM,
y MalMEHTOB, NPUHUMaBIIUX Mekunuct® B koMOuHanuu ¢ npenapatom Tadumiap® (cM. paszaen
«Ilobounoe neiictBue»). dakTopsl pHcKa CHHIpPOMA JM3UCA OIYXOJIM BKIIOYAIOT: OBICTPO
pacTyIue OIyXOJIH, BBICOKYIO OITyXOJIEBYIO Harpy3ky, AMC(YHKIMIO MOYEeK U 00€3BOKMBaHUE.
[TatenToB ¢ (pakTOpaMu pHcKa CHHIpPOMA JIM3UCA OMYXOJHU ClelyeT TUaTeIbHO HaON0JaTh,
OTIPENIeIUTh BO3MOXKHOCTh NMPO(UIAKTUKH (HAIIpUMep, IpOBeieHNe BHYTPUBEHHOM THpaTaliuu
U KyIOUpPOBAaHUE TOBBIIIEHHOIO YPOBHS MOYEBOI KHCJIOTBHI O Hayajua JICYEHHS) U JIEYUTh IO
KJIINHAYECKUM TOKa3aHUSIM.

BJIMSTHUE HA CIOCOBHOCTH YIIPABJIATHh TPAHCIIOPTHBIMHA CPEICTBAMHU U MEXAHU3MAMM
HccnenoBanusi, TMOCBAILICHHbIE BIUSHUIO TpaMeTMHHMOAa Ha  CIIOCOOHOCTb  yNpaBIATh
TPAHCHOPTHBIMU CPEICTBAMH M MEXaHU3MaMH, HE IPOBOIMWINCE. Mcxoas n3 papmMakoIorniecKux
CBOMCTB TpameTHMHHOA, Kakoe-InOO HEraTMBHOE BIMSHHE Ha JEATEIBHOCTh TaKOro poja
MaJIOBEPOSITHO. OLIEHUBAsI CIOCOOHOCTD BBINOJIHATH ACUCTBUSL, TpeOyIole ObICTPOro NPUHITHS
peLIeHHH, CHelHaNbHbIX IBUTaTeNbHBIX M KOTHUTHUBHBIX HABBIKOB, HEOOXOIMMO YYHUTHIBATh
o0111ee COCTOSIHUE MAlMeHTa ¥ NMPO(UIb TOKCHYHOCTH TpaMeTHHHOA.

®OPMA BbIITYCKA

TabeTku, MOKPHITHIC TNIEHOYHOM 000J109K0#, 0,5 Mr, 2,0 MT.

ITo 7 nin 30 Tabnerok Bo ¢akoHe u3 [19BII, 3akppITOM MOIUIPONHUICHOBOM BUHTOBOM KPBIIIKON
(c yCTpOHCTBOM MPOTHUB BCKPBITUS ACTbMH) C TepMO3aledaThiBAaeMOW IUIEHKON U3 (oybry,
MOKPBITON MOJIMATUICHBUHUIIALIETATOM, CoJieprKaliel Biaronoriotutens. [1o 1 pnakony Bmecre
C MHCTPYKLHMEH IO IPUMEHEHUIO B KAPTOHHOM mauke. /[omyckaercss Hajau4ne KOHTPOJIS IEPBOrO
BCKPBITHS Ha KAPTOHHOM MavkKe.

CPOK rOJHOCTH

3 rona.
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He npumensaTh nocie ucTeyeHus Cpoka roHOCTH, YKa3aHHOTO Ha YIaKOBKeE.

YCJ10BUsI XPAHEHUS

XpaHuTh (pJIaKOH B MaUKe, Ipu TeMieparype He Boime 25 °C.

[Tocse BckpbITUS r1akoH XpaHUTh Ipu Temmneparype He Boime 30 °C ne 6onee 30 nHeil.
XpaHUTh B HEZOCTYITHOM JJIs IETEH MecTe.

Y CII0BUA OTIIYCKA

ITo penenry.

ITPONU3BOOUTED

IIpou3BoacTBO roTOoBOI JeKAPCTBEHHOU (OPMBI

Hosaptuc ®apma Ilreitn Al, llladdxayzepmrpacce, 4332 Illreitn, IlBeitnapus / Novartis
Pharma Stein AG, Schafthauserstrasse, 4332 Stein, Switzerland

IlepBuyHas ynmakoBKa

00O «Hosaptuc ®apmacwiotukan Moaubrodekuypunr», BeposmkoBa 57, 1000 JlroGmsHa,
Cnosenus / Novartis Pharmaceutical Manufacturing LLC, Verovskova ulica 57, Ljubljana, 1000,
Slovenia

Bropuunasi/moTpeduTe/ibcKasi yIAKOBKA, BbINYCKAIOIINI KOHTPOJIb Ka4ecTBA

00O «HoBaptuc ®apmacwiotukan Moauprodekuypunr», BepopmkoBa 57, 1000 JlroGmsHa,
Cnosenus / Novartis Pharmaceutical Manufacturing LLC, Verovskova ulica 57, Ljubljana, 1000,
Slovenia

O61ecTBO ¢ orpaHHdeHHoi oTBeTcTBeHHOCThI0 «CKOIMMHCKUIM ®APMAIIEBTUYECKUIA
3ABO/l» (OO0 «CKOITMH®APMy); 391800, Ps3anckas o0y, CKONMHCKUN paloH, Tep.
[Tpomeiniennas 3o1a Nel, 31.1, Poccust

HAVMMEHOBAHHUE W AJIPEC IOPHJUYECKOI'O JIMIIA, HA WMA KOTOPOI'O BBIJAHO
PET'UCTPAIIMOHHOE YJIOCTOBEPEHUE

Homaptuc ®apma A, Jluxtmpacce 35, 4056 bazens, llIBeiinapus / Novartis Pharma AG,
Lichtstrasse 35, 4056 Basel, Switzerland

IOJYYUTH JONMOJHUTEJIBHYIO WH®OPMAIIMIO O TPENAPATE, A TAKXE HAIIPABUTDH
NPETEH3UM U UH®OPMAILIUIO O HEXEJATEJIBHBIX SIBJEHUAX MOKHO IO CJEAYIOIEMY
AJIPECY B Poccunm:

00O «HoBaptuc ®apmay

125315, r. Mocksa, JIenunrpaackuii npocnekt, 1om 70.

ten.  (495) 967 12 70;

dakc (495) 967 12 68.

www.novartis.ru
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