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MUHHUCTEPCTBO 3/IPABOOXPAHEHMS POCCUMCKOM ®ENEPALIN

NHCTPYKIIUA
10 MEJUITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA
TA®UHJIAP®

PEruCTPAIIMOHHBINA HOMEP: JII1-002274

TOPrOBOE HAUMEHOBAHME: Tadunmap®

MEXIYHAPOJHOE HEIATEHTOBAHHOE HAUMEHOBAHMUE; /:[a6pa(beHH6

JIEKAPCTBEHHASI ®OPMA: KariCyJIbl.

CoCTAB

Kaxnas kancyna conepxur:

Jleticmeyrowee eewecmeo: nadpadeHnda Me3wsiaT MUKPOHHW3UPOBAHHBIN (B mMepecueTe Ha
nabpadenuod) - 59,25/88,88 mr (50,00/75,00 mr);

scnomozamenvhvle gewjecmaa: NEIMoao3a Mukpokpuctamnaeckas (PH 102), maraus creapar,
KPEMHUS TUOKCU]] KOJIJIOUTHBIM.

CocraB kamncynbl w3 rumnpomermiossl  pazmep Ne2, Swedish Orange (IlIBeackwuii
opamxkesslid)/pazmep Nel, Opaque Pink (Hempospaunslii po30BbIii): KpacHTENb Kele3a OKCHJ
KpacHBI, TUTaHA JUOKCUJ, TUIIPOMeIUIo3a; yepHmia S-1-17822/S-1-17823: mennak, KpacuTenb
JKele3a OKCUJ] YepHBIN, MPOMMICHIJIMKOJIb, aMMHUAK BOAHBIN, OyTaHOJI, U30MPOIAHOIL.
OINMCAHUE

Kancynol, 50 me

TBepabie HEmpo3padHble KarCylbl ¢ KOPIIYCOM M KPBIMIEYKOW TEMHO-KPACHOTO IIBETa; Ha
KpBILIEYKE KarcyJibl 4YepHbIMU uepHWiIamMu HaHeceHOo «GS TEW», Ha kopmyce KamcyJibl -
«50 mgy». Comep kuMoe Karcys IpeICcTaBiIsieT COO0H MOPOIIOK OT O0€I0To 10 ToUTH O€JI0TOo IBETA.
Pa3mep kamcyn Ne 2.

Kancynwl, 75 me

TBepapie Hempo3payHble KallCyllbl ¢ KOPIYCOM M KpBIIIEYKON TEMHO-pO30BOrO IBETa; Ha
KpBILIEYKE KaICyJIbl YepHbIMU YepHuiIaMu HaneceHo «GS LHF» Ha kopmnyce karncysl - «75 mgy.
Copnepxumoe KaricyJs IpeAcTaBiIsieT co0oi MOpOoIIoK OT 6e1oro A0 noytu 6enoro nsera. Pasmep
karcys Ne 1.

DAPMAKOTEPATIEBTUYECKAS I'PYIIIIA

[IpoTuBOONyXONEBBIE  CpPEACTBA, HWHTHOUTOPHI  MPOTEMHKHHA3, WHTHOUTOpPHI  CEpHH-
TpeonnHknHaszsl B-Raf (BRAF).

Ko ATX: LO1ECO02.
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DAPMAKOJIOT'MYECKHUE CBOMCTBA

Dapmakoounamuka

Mexanusm oeiicmeus

Monomepanus

JabpadeHud sBIsIE€TCS MOIIHBIM CEIEKTHBHBIM KOHKypupytonmm ¢ AT® unrudburopom RAF-
kuHa3; 3Hadenus I1Cso ans mzodepmentop BRAFVOE BRAFVOK y BRAFVYP cocrapmsior
0,65 amoub, 0,5 HMob 1 1,84 HMOJIB COOTBETCTBEHHO. OHKOTE€HHBIE BapHallii aMUHOKUCIIOTHI B
nonoxenun BaymHa 600 (V600) BRAF BemyT K KOHCTUTYTHMBHOM aKTHBAIMK ITYTS
RAS/RAF/MEK/ERK u cTumMymsiiiuu pocTa OIyXoJieBbIX KieTok. Myranun reHa BRAF
BBIABIISIIOTCS IIPU crieliMpuyecKrx HOBOOOpa30BaHUX, BKIIIOYast MeIaHoMy (okoio 50% ciydaes)
¥ HEMEIIKOKJIETOUHBIN pak Jierkux (1-3%).

Haubonee pacnpoctpanennsie mytanuu reHa, V60O0E, a takxxe V600K, cocraBisior 95% oT Bcex
myTaruii reHa BRAF y manueHToB ¢ pa3iInyHbIME 37I0Ka4€CTBEHHBIMH HOBOOOpa3oBaHusiMU. B
PEeIKHX ciy4asx oOHapy>KUBAIOTCS apyrue MyTtanuu, Takue kak V600D, V600G u V60OR.

B Onoxumnueckux ucnsitanusx gadpadenud raxxe uaruoupyer nzopepmentsl CRAF u BRAF
«aukoro» Ttuma co 3HadeHweMm [Cso 5,0 HmMonb u 3,2 HMOJb cooTBeTcTBeHHO. Jlabpadhenud
UHTHOUPYET POCT JIMHUM KIJIETOK MEJIaHOMbI M HEMEJIKOKJIETOYHOI'O paka JIErKoro, HEeCyIIMX
mytanuto resa BRAF V600, in vitro 1 B KCEHOTpaHCIIIIaHTaTaxX MOJENIEN MEIAHOMBI in Vivo.
Myramun rena BRAF nabGmromatorcss B 2% ciyyaeB HEMEIKOKJIETOYHOTO paka JIETKOTo, W
HanOoJiee 4acTo BCTpedaroTcs npu ageHokapuumHomax. Myrtamuss BRAF V600E cocrasnsier
PUMEPHO MOJIOBUHY BCEX MYyTAl[Mil TaHHOTO Ir'eHa MPH HEMEIKOKIETOYHOM paKe JIErKoro, KpoMe
KOTOpOM BcTpedaroTcs Takxke napyrue myrauuu BRAF V600, nampumep, V600K, kotopas Taxxe
NPUBOJUT K KOHCTUTYTHUBHOHM akTuBanuu BRAF u sBisieTcst 4yBCTBUTEIBHON K MHTHOUTOpaM
BRAF.

Kombunayus ¢ mpamemunudbom

TpameTuHuO SBISETCS BBHICOKOCENEKTUBHBIM OOPAaTUMBIM aJIOCTEPUUYECKUM HHTUOUTOPOM
aKTUBAIlMM MHTOTeH-akTuBupyemblx kuHaz 1 (MEK1) u 2 (MEK2), perynupyembix
BHEKJIETOUHbIM cUTHaioM. benku MEK sBisitoTcss KOMINoHEeHTamMu curHajibHoro mytu ERK
(KMHA3BI, PETYIUPYEMOI BHEKJIETOYHBIM CUTHAJIOM).

[Ipu KOMOMHHMPOBAaHHOM IpUMEHEHHH HabpadeHnd ¥ TpaMeTHHUO WHTHOMPYIOT J1B€ KWHA3bI B
nanHoMm curHaiabHOM myTH, BRAF u MEK. IlpumeHenue »>Tux mnpemnaparoB B KOMOWHAIUH
MO3BOJIIET JOCTUYH JBOMHOIO HWHTHOMPOBAHUS TPOBEACHUSA MPOoIU(epaTUBHOIO CUTHAIIA.
KoMmOuHupoBanHoe mnpuMeHeHne nabpadennda um TpaMeTHHHOAa OKa3bIBa€T CHHEPTHYECKOE
JieicTBUE B KJIETOUHBIX JIMHUSAX MEJIAHOMBI M HEMEJIKOKJIETOYHOTO paka JIETKUX C MyTaluen

BRAF in vitro n 3anepxuBaeT pa3BUTHE PE3UCTEHTHOCTU in Vivo B KCEHOTPAHCIUIAHTaTaX
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MenlaHoMbl, Hecyux MyTannio BRAF V600.

Habpadennd nogasiser HUKeNSKAMN papMakoTuHAMUYECKH Mapkep (PpochoprunpoBaHHyIO
ERK) B knerkax menanomsl, Hecymux myranuio BRAF V600, kaxk in vitro, Tak U y )KUBOTHBIX. Y
nanueHToB ¢ MenaHomo ¢ myrtanmerr BRAF V600 naGpadenn® momaBisieT aKTUBHOCTH
dbochopunupoBanHoii ERK-krHa3bI MO0 OTHOMICHUIO K UCXOTHOMY YPOBHIO.

Yonunenue unmepeana QT

[MoTennmansHOE BIMSIHUE HA yUIMHEeHUWE uHTepBasia QT OIeHWBAIM B CHEIUATU3HPOBAHHOM
HCCJICIOBAaHUHM C MHOTOKPAaTHBIM TIpreMoM nabpadenuda. [IpeBrplmaromas TeparneBTHYSCKYIO
no3a nabpadennda 300 Mr HazHAYATACH ABAXKABI B CYTKH 32 MAIIMEHTAaM C OIyXOJISIMU C MyTallHeH
rena BRAF V600. Knuanueckn 3Ha4MMOTro BIUsHHS AabpadeHnda uim ero MetabolMToB Ha
ynnuHenue uatepsaia QTc He HaOM01an0Ch.

Haubonbmee ynmunenue uHtepBaia QTc, Oomee 60 mc, Habmoganoch y 3% mNanueHTOB,
nosry4aBiux gadpadenud (BKirovast oAuH cirydai ¢ yBenudeHueM >500 Mc B 001I1eH MOy JIsIum ).
B uccnenosanuu 111 ¢pazer MEK 115306 y manueHToB, MOTy4aBIIMX TPAMETHHUO B KOMOMHAITNH
¢ npabpadenubom, He OBUIO BBIABJICHO HHU OJIHOTO ciyd4as yiuuHeHuss uHTepBana QT,
ckoppekTupoBanHoro 1o gopmyne bazerra (QTcB) >500 mc; yanmunenne QTcB Gosee yem Ha
60 MC OT UCXOAHOro ypoBHs oTMeuanock y 1% (3/209) nanuentos. B uccnenosanuu I dazbr
MEK116513 y 4 naruentoB (1%), momy4yaBmux TpamMeTHHHO B KOMOWHAIMU ¢ 1a0padeHndom,
Habmonanocs yumuaenne QTcB 3 crenenu (>500 mc), y 2 u3 Hux otmedeHo yummaenue QTcB 3
crenenu (>500 Mc), 4TO TakKe ABISIOCH YTMHEHHEM Ha >6(0 MC OT MCXOTHOTO 3HAUCHUS.
DapmakoKkunemuxa

Bcacvisanue

MaxkcumanbHasi KOHIeHTpanus nabpadennda B miazme KpoBU (Cmax) MOCTE MpUEMa BHYTPb
JIOCTUTAeTCs B cpeaHeM uepe3 2 yaca. Cpenuss abconroTHas OMoA0CTyTHOCTh nadpadennda mpu
npueMe BHYTpb coctaBisieT 95%. Oxcnosunusa pabpapennd6a (Cmax M IUIOHIANB TOJ
(apMaKOKMHETHYECKOM KpHUBOU «xoHLeHTpauus-spems» (AUC)) YBEIIUYUBACTCS
IPOTNOPLHMOHATIBHO J03€ MOCJIe OJHOKPAaTHOTO NMpHEeMa BHYTPb B JAHana3oHe 103 OT 12 Mr mo
300 Mr, ogHaKoO MpU TOBTOPHOM MpHEME 2 pa3a B CYTKH YBEIWYECHHE SKCIIO3UIMU MEHEE
MPOMOPIIMOHAIIBHOTO J03€. [lpr MHOTOKpaTHOM TPUMEHEHHMH JKCIo3unus nadbpadenunda
HECKOJIbKO CHMYKAeTCs, BO3MOXKHO 32 CYET MHAYKLIUU cOOCTBEeHHOro Merabonm3ma. CpenHee
cootHomenue kymyisiunu AUC nens 18 / nens 1 cocraBuno 0,73. [locne nmpuema gadpadenunda
B 03¢ 150 mr 2 pa3a B cyTku cpeaHee reoMeTpuueckoe Cmax, AUC(0.ry 1 KOHIIEHTpALKS TEpe
npuemoM 10361 (Cr) coctaBumm 1478 Hr/mi, 4341 Hrxdac/Mia u 26 HI/MIJI COOTBETCTBEHHO.

IIpu npueme nabpadennda ¢ BBICOKOKAJOPHMHOM MUILEH C BBICOKUM COJEPKAaHHEM >KUPOB

orMmeuaetcst cHibkeHne OmonoctymHocTd (Cmax U AUC ymesbmatorcs Ha 51% u 31%
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COOTBETCTBEHHO) W 3aMEJICHHE BCACHIBAEMOCTH [0 CPAaBHEHHIO C TpueMoMm mabpadenunda
HATOIIAK.

Pacnpeoenenue

Jabpadenud cs3biBaeTcs ¢ OeaKaMu IMIa3Mbl KPOBH (CTEMEHb CBI3bIBaHUS cocTaBisieT 99,7%).
Kaxymuiicst o6beM pacnpenenenus coctaisier 70,3 1. O6beM pacupeneneHus B paBHOBECHOM
COCTOSIHUY TIOCJI€ BHYTPUBEHHOT'O BBEJICHUS MUKPOAO3bI COCTaBISIET 46 1.

Habpadenud in vitro smsnsercs cydcrtparom P-rmukomporenna uenoBeka (P-gp) um Oenka
pe3ucTeHTHOCTH paka mMojouHoi xene3bl (BCRP1). OnHako maHHBIE IEPEHOCUYMKH OKa3bIBAIOT
HE3HAYUTENIbHOE BIMSHUE Ha OMOJOCTYMHOCTh U 3JIMMUHAIUIO NIPU NEPOPATIBHOM MIPUMEHEHHH,
MIOSTOMY PHCK JIEKaPCTBEHHBIX B3aMMO/ICHCTBHI MUHHMAJICH.

Memabonuszm

[TepBerii  »Tam  Merabomm3ma gabpadenHuba - oOpazoBaHWe THApPOKcHUIaOpadeHuoa,
karamuzupyemoe wm3odpepmentamu CYP2C8 wu CYP3A4. 3arem ruapokcuaadbpadenund
okHcisieTcs 10 kapookcunabpadennda ¢ nomomsio nzopepmenta CYP3A4. Jlanee BO3MOKHO
HeepMEHTaTUBHOE  JeKapOOKcuiIMpoBaHue  KapOokcupaOpadennba ¢ oOpazoBaHHEM
nesMmetminnadpadenndba. KapOokcupabpadeHn®  BBIBOOUTCS € KEIYbIO W MOYOM.
HesmermnnabpadeHnd MOXKET TakKe OOpa30BBIBATHCSA B KHINCYHUKE W peabCcopOMpOBaTHCS.
Hesmernnnadbpapennd  okucisercss  m3opepmentom  CYP3A4.  Koneunwsli  mepuon
NOJTYBBIBEIEHUS THIpOKcHaadpadeHnda COOTBETCTBYET NEPUOIY IOTYBBIBEICHHSI MCXOJHOTO
coenmuaeHust (10 wacoB), Torma Kak KapOOKCH- W JIe3METWJI- MeTa0onuThl nabpadennda
XapakTepu3yloTcss Oosee MIUTENbHBIM TEpUOAOM moiyBbiBeAcHUs (21-22 vaca). Ilocne
NOBTOPHOTO TMpueMa mnpenapara cooTHomeHue cpegaux AUC wmeraboiuTa M HCXOIHOTO
coequnenusi coctasuiau 0,9, 11 u 0,7 mnga rugpokcu-, kapOokcu- U ae3MeTuinaadpadeHnda
COOTBETCTBEHHO.  Mcxons W3 OKCHO3MIMM,  OTHOCUTENbHOM  3(PQPEKTUBHOCTH U
(hapMaKOKMHETHIECKUX CBOMCTB, THAPOKCH- U Jie3MeTHinadpadeHnd, BEpOosITHO, HMEIOT BAXKHOE
3HaYeHWE B pealu3alii KIMHUYEeCKOH »ddexTuBHOCTH nabpadennda; aKTUBHOCTD
kapOokcunadbpadennda, BeposiTHee BCEro, 3SHAaYUTEILHON POJIM HE UTPAET.

Buigeoenue

Koneunslit nepuos nomyBsiBeieHUs qabpadennda nocie BHyTPUBEHHOTO BBEIEHUS MUKPOIO03bI
cocrapiisieT 2,6 yaca. KoHeunslil nmepuo monyBbiBeieHus nabpadeHnda mocie npuemMa BHYTpPb
cocTaBJIsIeT § 4acoB (B CBSA3M C YAJMHEHUEM TEpPMUHAIBbHOW (a3el). KimupeHc u3 mia3Mbl KpoBH
MoCJIe BHYTPUBEHHOTO BBelneHMs coctaBisier 12 /4. Ilpu mpueme 2 pa3a B CyTKH KJIHPEHC
nabpadenuda cocrasmusier 17,0 11/9 mocie 0THOKpATHOTO IpUMeHEHUs U 34,4 11/4 uepe3 2 Heaemnu.
OCHOBHBIM ITyTE€M BBIBEJIEHUS TIOCIE MEPOPATbHOTO MPUMEHEHHUS SBISIETCS BBIBECHHE 4epe3

kuieyHuK (71% 10361, MEUEHOH PaAMOAKTUBHON METKOM ), TOYKaMH BBIBOAUTCS TUIIb 23% 103HI,
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MEUEHOW PaOaKTUBHOM METKOM.

Ocoovle epynnsl nayuenmoes

Ilayuenmul ¢ nHapywenuem ynKyuu neveru

dapmakokuHeTHKA 1a0padennda Oblia onucaHa B KIIMHUYECKUX UCCIEA0OBaHUAX Yy 65 MalueHTOoB
¢ HapyuieHneM (pyHKIMU MEYSHH JIETKOW cTereHu (coryacHo kinaccudukanuu HarmpmoHansHOTO
uHCTUTYTa paka, NCI) ¢ TOMOIIBbIO TOMYJISIIMOHHOTO aHauu3a. Y NaHHBIX MAIlMEeHTOB KIUPEHC
nabpadenunda mocye npruemMa BHyTph HE3HAYUTEIIBHO OTINYAIICS OT KJIUpeHca gabpadennda y i
¢ HopManbHOU (pyHKuMen neyeHu (paznuuus 4%). Kpome Toro, Hapyuienne GyHKIUM NEYEHU
JETKOW CTEMEeHW HE OKa3blBAI0 3HAYMMOTO BIHUSHUS Ha KOHIICHTPAIIMIO METa0OINTOB
nabpadennba B 1asMe KpoBu. HeT JaHHBIX MO NPUMEHEHUIO Ipernapara y MHalMeHTOB C
HapymieHneM (YHKIIMKM TIeYEHU CpenHed u Tspkenmoit creneHed. Jlabpadenunb cnemgyer ¢
OCTOPOKHOCTBIO IPUMEHSTH Y MALIMEHTOB C HapylIeHHeM (DyHKIINU MeYeHH CpeAHeH U TshKeIon
crenereit (cM. pasnen « Cnocod npumeHenus u 003bl»).

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

®dapmakoknHeTHKa Aabpadennda Obuta omricaHa B KIMHUYECKUX HCCICIOBAHUAX C ITOMOIIBIO
MOMYJIAIIMOHHOTO aHaim3a y 233 manueHToB ¢ HapylieHneM (YHKIMH TOYeK JIETKOW CTeNeHH
(CK® (cxopocTh Kimy6oukoBoit (uibTpamun) 60-89 mu/munx1,73 M?) u 30 HamueHTOB ¢
HapymenueM (yHkuuu nodek cpemseil crenenn (CK® 30-59 mun/munx1,73 M?). YV naHHBIX
MAIMEHTOB HapylIeHHe (PYHKIMU MMOYEK OKa3bIBaJIO caboe M KIMHUYECKH He3HAYUMOE BIIUSHUE
Ha KiaupeHc aabpadenuba mocie npuema BHYTPh (<6% y MalnuMeHTOB O0eHX KaTeropuii).
Hapymenne ¢yHkium modek cinaboi WM CpedHeW CTerneHEed He OKa3blBalO BIMSHUS Ha
KOHIIGHTPALUIO TUAPOKCH-, KapOOKCcH- U jae3MmeTmingabpadennba B miuazme KpoBu. JlaHHBIE O
npuMeHeHnn aabpadeHnba y MaIMeHTOB ¢ HapylieHHeM (YHKIUH TOYEK TSDKEIOW CTENeH!
OTCYTCTBYIOT (cM. pazaen « Cnocob npumenerust u 003vl»).

Jlemu

[Ipumenenne npabpadennda y mnanumeHToB Mianme 18 jer He wu3ydeHo (cM. paszen
«lIpomusonoxazanusny).

Tayuenmul noscunoeo eospacma (om 65 nem)

[To maHHBIM TOMYJNSIIIMOHHOTO (apMaKOKHHETUYECKOTO aHallu3a BO3PACT HE OKAa3bIBACT
3HAYUTEIBHOTO BIMAHUS Ha papMaKkOKHHETUKY nadbpadenunda. Bo3pact crapuie 75 ner sapnsercs
MPOrHOCTUYECKUM TapaMeTpoM Oojiee BBICOKUX IUIa3MEHHBIX KOHIIEHTpaluil KapOokcu- u
neaMermnnadbpadennba B miazme kpoBu ¢ 40% yBeaMUEHHEM SKCIO3MULUU 10 CPaBHEHHUIO C
AQHAJIOTMYHBIMU TOKA3aTENAMU Yy HALUEHTOB MOJIOKE 75 JIET.

Macca mena u non
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[To naHHBIM NOMYJSILIMOHHOTO (PapMaKOKMHETHYECKOTO aHAJIM3a, Macca Tejla U IMOJI OKa3bIBalOT
BIIMSIHHE HA KIIMpeHC nabpadennda npu NpuMeHEHUN BHYTPb; Macca Tella TAaKXKe BIHUAET Ha 00beM
pacmpeneneHuss  mocie  IpueMa  BHYTPb M KIUPEHC  pacmpeneneHus.  JlaHHble
(bapMaKOKMHETHUECKHE PA3IUYHUS HE PACIICHUBAIOTCS KaK KIIMHUYECKH 3HAUUMBIE.

Pacosas npunaonescrnocmo

[lo naHHBIM TOMYJIAMUOHHOTO (HPAPMAKOKMHETHYECKOTO aHAIM3a y MAalMEHTOB a3MaTCKOM H
€BPOIECOUTHOM packl HE OTMEYEHO 3HAYMMBIX pa3Inyuii GpapMakoKMHETUKU nabpadenuba. He
TpeOyeTcsi KOPPEeKLHHU 03bl y MallMeHTOB a3uaTcKoil pachl. HegoctaTouHO JaHHBIX AJI OLEHKU
BIUSHUS TMPUHAMIEKHOCTH K JAPYrol STHUYECKOW WJIM PACOBOM MNPUHAAIEKHOCTH Ha
(bapmakokuHeTUKY nabpadenuda.

Kombunayus ¢ mpamemunubom

MHorokpatHoe MOBTOpHOE NpuMeHeHue nadpadennba B go3e 150 Mr 2 pasa B CyTKHM
OJIHOBPEMEHHO C TPAMETUHHUOOM B J103€ 2 MI' OJJUH pa3 B CyTKH MPUBOJMIO K YBENUUEHUIO Crax U
AUC pabpadenudba Ha 16% u 23% coorBercTBeHHO. [lo HaHHBIM MOMYJISIIUOHHOTO
(apMaKOKMHETUYECKOTO aHAJIM3a PACCUUTAHO HE3HAYMTEIHHOE YMEHbIICHHE OMOOCTYIHOCTU
TpameTuHuOa, coorBercTByloniee ymenbiieHno AUC Ha 12%.

IIOKA3AHWA K IPUMEHEHUIO

Hepesexmabenvnas unu memacmamuueckas Meianoma

[penapar Tadunnap® B MOHOTepanuy ¥ B KOMOMHAIIMK ¢ TPAMETHHHOOM TIOKA3aH JIs JICUSHHUS
MAalMeHTOB C HEPE3eKTa0eIbHON WM METacTaTHYeCKOW MenaHomou ¢ myrtamnueil reHa BRAF
V600.

Aovroeanmuas mepanus npu meiaHome

[penapar Tadpuunap® B KOMOMHAIMK ¢ TPAMETUHHOOM MOKA3aH IS aXbIOBAHTHON TEparuy y
MAIMEHTOB MOCJe TOTaTbHOM pe3ekunn menaHomsl 11 ctanguu ¢ myrarueid rena BRAF V600.
Pacnpocmpanennwiii HemenkokiemouHulil pax 1e2Kko2o

[penapar Tagunnap® B KOMOMHALMH C TPAMETMHHOOM IOKA3aH Ui JeYeHHs MAIlMEHTOB C
pacnpoCTpaHEHHBIM HEMEIKOKJIETOUHBIM paKkoM Jierkoro ¢ MmyTanueil rera BRAF V600.
ITPOTUBONIOKA3AHUA

o [ToBbilIeHHAst YyBCTBUTEIBHOCTH K Aa0padeHnOy Win JpyruM KOMIIOHEHTaM, BXOISIINM

B COCTaB Iperapara.

° bepeMeHHOCTD U TTepuoI TPYyIHOTO BCKApMJITUBAHHS.
° Herckuii Bo3pact 10 18 ner.
° MenaHoMa WM HEMEJIKOKIETOYHBIM pakK JErkoro ¢ «Iukum» TunoMm reHa BRAF

(oTcyTCTBHE TaHHBIX 1O 3()(HEKTUBHOCTU M OE30MACHOCTH).

C OCTOPOXKHOCTBIO
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e Hapymenne pyHKINY TEYEHU CPETHEH U TSHKETIOW CTETICHH.

e  Hapymenue GyHKINN MTOYEK TSKEION CTEICHHU.

e  OnmHOBpEMEHHOE MPUMEHEHHUE ¢ MONIHBIMH MHTHOUTOpamu win uHaykropamu CYP2CS8
wi CYP3A4, cyoctpatamu OATP1B1 unu OATP1B3.

o Jledbunut riaroko30-6-pochaTaeruaporeHass.
IIPUMEHEHHWE ITPUM BEPEMEHHOCTHY U B IIEPHO/I T'PYIHOI'O BCKAPMJIMBAHUS
[Ipumenenne npenapata Taduunap® Bo BpemMs OepeMEHHOCTH M B MEPHOJ IPYIHOrO
BCKApMJTMBAHHUS IIPOTHBOIIOKA3aHO.
bepemennocmeo
[Tpu npumenenun nadpadennda y 6epeMEeHHBIX KCHIIUH BO3MOYKHO HETaTUBHOE BO3/ICHCTBHUE HA
wio. Her mocTaTo4yHbIX JaHHBIX U XOPOILIO-KOHTPOIUPYEMBIX UCCIEIOBAHUMN MO MPUMEHEHUIO
npemnapara Bo BpeMsi OEpEMEHHOCTH y 4eJoBeKa. B mccienoBaHusAX y KUBOTHBIX aabpadeHnd
IPOSIBIIST AMOPHOTOKCHYECKME U TEPAaTOTCHHBIC CBOWCTBA. Y JKUBOTHBIX HpPU NPHUMEHEHUH
nabpadeHnba OTMEUYEHO OTCTABaHHWE PAa3BUTHUS CKEJeTa W CHIDKCHHE MacChl Tejla Iuiofa IpH
skcno3uiuu  0,5-KpaTHOM SKCMO3UIMKA Y YEJIOBEKa MNpH TNPUMEHEHWH B MAaKCUMaJIbHOU
pexkoMmenoBanHou a03e 150 mr 2 pasza B cyTku. [Ipu npumenenun nabpadennda y >KUBOTHBIX C
DKCIIO3ULUEHN, TPUK/bI IIPEBBIIAIONIEH TAKOBYIO IIPU IIPUMEHEHUH Y YEJI0BEKA B MAKCUMAJIBHOU
pexoMeHaoBaHHOU f03¢e 150 Mr 2 pa3a B CyTKH, TaKkKe OTMEUYEHA YMOPHOJIETATBHOCTD, Ae(EKTHI
MEXOKETYJOUYKOBOI Meperopoky U Bapuauuu (opMbl BUJIOUKOBOH JKEJIE3bl.
Crnenyet nponHpOpMUpPOBaTH OEPEMEHHYIO MALIUEHTKY O BO3MOKHOM PUCKE IS IJI0/a.
Ilepuoo zpyonozo eckapmaueanus
Jannbpix o BusHUM nabpadennda Ha neTel, MoTydaruX TPYIHOE MOJIOKO, a TAK)KE O BIHSHUH
Ha MPOAYKLHUIO TPYJHOTO MOJIOKA, HET.
Konmpauenyusa
Kenwumoi
[TarueHTOK ¢ COXpaHEHHBIM PENPOAYKTHBHBIM IMOTEHIIMAIOM CIIEIyeT MPOUH(GOPMUPOBATh, YTO
B HCCIICJIOBAHUAX Y YKUBOTHBIX COOOINAIOCh O PEMPOAYKTUBHONW TOKCHMYHOCTH nadpadenuda.
[TarmeHTKaM ¢ COXpaHEHHBIM PENPOTyKTUBHBIM OTEHIIMATIOM CIeAyeT UCII0JIb30BaTh Ha/IeKHBIE
METOJIbI KOHTpALCMIUU (MIPH TMPABWIBHOM M JJIMTEIHHOM HCIIONH30BAHHH KOTOPBIX YaCTOTA
HACTYIUICHHUSI OEpEMEHHOCTH COCTaBisieT <1%) BO BpeMmsl JICUECHUS U B TCUCHHUE MUHUMYM 2
HEeJIeNb TIOCJIe TpeKpaiieHus jedeHus nabpadenundom, [lpu npumenenun nabpadenuda B
KOMOHMHAIIUU C TPAMETUHUOOM MAalMEHTKaM C COXPaHEHHBIM PENpPOAYKTUBHBIM MOTEHIHATIOM
CJIeZlyeT UCIOIB30BaTh Ha/Ie)KHbIE METOIbI KOHTPALCIIIK B TEYCHHE MUHUMYM 16 Henenp nocie
npekpaieHus Tepanuu. OZHOBpeMEHHOE MpHUMeHeHHe nabpadeHnba ¢ MepopabHBIMU WM

HHBIMH CHCTCMHBIMH T'OpPMOHAJIBbHBIMHU KOHTpPALCIITUBAMU MOXET CHU3UTH 3(1)(1)CKTI/IBHOCTI)
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MOCNEAHUX, B CBA3M C YEM PEKOMEHJYETCs MCIOIb30BaTh albTEPHATUBHBIE CpENCTBa
KOHTpALICTIIUU (CM. pa3ien « Bzaumoodelicmsue ¢ Opyeumu 1eKapCmeeHHbIMU CPeOCMBAMUY).
Mysscuuno

My>xurHaMm (BKIItOYas T€X, KOMYy OblIa TIPOBE/IEHA BAa33KTOMHUS ), TPUHUMAIOINUM fgabpaderud B
MOHOTEpANUU, a TaKKe B TeUeHHe 2 HeAeNlb MOocie OTMEHbI IMpenapara, IpU CEeKCyalbHOM
KOHTaKTe C OepeMEHHBIMH, BO3MOKHO O€pEMEHHBIMH WJIM )KEHIIIMHAMH, Y KOTOPBIX HACTYIICHUE
OEpeMEHHOCTH BO3MOXKHO, HEOOXOAMMO HCIOJIb30BaTh Tpe3epBaTtuB. [Ipu MpUMeHEeHUH
nabpadennba B KOMOWMHAIIUM C TPaAaMETHHHOOM MY>KYMHAM IIPH CEKCYaJbHOM KOHTAaKTE C
OepeMEHHBIMHU, BO3MOXHO OEpPEeMEHHBIMH WM S>KEHIIMHAMH, y KOTOPBIX HACTyIUICHHE
OepeMEHHOCTH BO3MOKHO, HEOOXOAMMO HCIIOJIB30BATh MTPE3EPBATHB BO BPEMS TEPAITMU U CITYCTS
MUHHUMYM 16 Helleab mociie OTMEHBI JICUCHHUS.

Depmunvrnocmsp

Jannbie o BussHUN gabpadennda Ha GepTHIIBHOCTD YeJIOBEKa OTCYTCTBYIOT. B uccnenoBanusx y
JKUBOTHBIX OTMEYEHO HEOJIAronpusTHOE BIMSHHE HA PEMPOMYKTUBHBIE OPraHbl y CaMIIOB.
[TareHTOB MY>KCKOTO T0Ja CleAyeT NPOMH()OPMUPOBATH O MOTEHIIMAIBLHOM PHCKE HapyIICHHS
criepMaToreHesa, KOTOPBI MOYKET OBITh HEOOPATHUMBIM.

Cnocobs NIPUMEHEHMSI 1 10361

Jleuenne npenapatom Taduunap® 1okeH IPOBOAMTH Bpay, MMEIOIIMI OMBIT MPUMEHEHUS
IPOTHBOOITYXOJIEBBIX MPEMapaToB.

[Ipenapat npuHUMAIOT BHYTPb.

Ilepen HayanoM mpuMeHeHus npenapata Taduunap® HeoOXOAUMO MONYYHTH TOATBEPIKICHUE
mytaiuu rena BRAF V600 ¢ moMo1sio 0J00peHHOr0 WM BaJHIMPOBAHHOTO TECTA Y KaXKJOTO
nanuenta. DQPeKTUBHOCTH U Ge30macHOCTh Npenapata Tagumiap® y NalUeHTOB ¢ MENTaHOMOI
WIM HEMEJIKOKIETOYHBIM pakoM Jierkoro ¢ reHoM BRAF «aukoro» Ttuma He yCTaHOBIIEHA.
[Ipenapar Taduunap® NpoTHBONMOKA3aH I JeYeHHs MAIMEHTOB C MEJAaHOMOW WM
HEMEJIKOKJIETOUHBIM pakoM Jierkoro ¢ reioM BRAF «aukoro» turma.

[pu npumenennu npenapara Taguaaap® B KOMOUHAIME C TPAMETUHUOOM, TIOCIEIHUIA ClIeTyeT
MPUMEHSTDH B 103aX, YKa3aHHBIX B MHCTPYKIUU MO0 TPUMEHEHUIO TpaMeTUHHOA.

Bspocnvie

Pexomennyemas 103a, Kak B MOHOTEpAIIMU, TaK U B KOMOWHAIIUU C TPAMETUHUOOM, COCTABIISIET
150 mr (2 xancynsl o 75 mr) 2 pasza B CyTKH, 9YTO COOTBETCTBYET CyMMapHO# cyTouHoi 103¢e 300
mr. Kancynsl npenapara Tadgunnap® ciemyer mpMHAMATh BHYTPh KaXIbli IEHb B OJHO U TO XKe
BpeMmsi, 6e3 e/pl, He TI03/1Hee, YeM 3a | Jac 10 mpuema IMUIIM WIK He paHblle, 4YeM depe3 2 yaca
1ocJje mpuemMa nuiy, codmroaas 12-4yacoBoii HHTEpBal MEX1y IPHUEMOM Kax10i 10361, Karncyms

CJICAYCT IMMPOrjIaThIBATh LICJIMKOM, 3allMBAsA CTAKAHOM BO/JIbI, HC JIOMAas U HC PA3KCBbIBAA. B ciry4dac
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Tponycka IpreMa odepeHoil 103bl npenapara Taduunap® nponymieHHy0 103y IPUHUMATh HE
CJIEIy€eT, €CIIH J0 NpUeMa CIeIyIoIIen 103bl ocTaeTcsi MeHee 6 yacoB. [Ipy BOSHUKHOBEHUH PBOTHI
rocJie TIpueMa odepeHoil 1036l penapata Tapunnap®, He ciemyeT MOBTOPHO NPUHUMATH J03Y,
CleyeT JOXKAAThCs CIAeYIOUIETro 3aIUIaHUPOBAHHOTO TPUEMA.

Tepanus npenapaToM AOJDKHA MPOJOJIKATHCS 10 TEX IMOpP, MOKa MMEETCS MOJIOKUTEIbHBIN
3 EKT UM 10 MOMEHTAa BOZHUKHOBEHHSI HETOITYCTUMOM TOKCHYECKOM PeaKIty.

Ipu npumenenun mnpenapata Tapuunap® B KOMOMHAIMM C TPAMETMHHOOM OJHOKDATHYIO
CYTOYHYIO J03Y TpaMeTUHUOA clielyeT MPUHUMATh KaXKIbli I€Hb B OJTHO U TO K€ BPEMS BMECTE C
yTpeHHeil uin BedepHei 1030i npenapara Tapuumap®.

Koppexyus 0o3vl

Ilpumenenue 6 MoHomepanuu u 6 KOMOUHAYUU C MPAMEMUHUOOM

[Ipu pa3BUTHM HEXeNaTeldbHBIX pPEaKUH MOXKeT MOoTpeOoBaThCsl MpPEephIBAHUE JICUEHUS,
YMEHbIIIEHUE 103bI UM MpeKpaleHue JeueHus. He pekoMeH10BaHO KOPPEKTHUPOBATh 103y WU
IpepbIBaTh TEPANUIO TpEenapaToM IPH pPa3BUTHH TaKUX HEKENATENbHBIX pEaKIHid, Kak
iockokJeTouHblid pak koxu ([IKPK) unm HOBBIN ouar mepBUYHON MeTaHOMBI (CM. paszzien
«Ocobvle yrazanusny).

PexoMenaanuu o KOHTPOJIIO JIUXOPAIKU IPEICTABICHBI HIXKE.

Pexomenryemasi cxema yMEeHbIICHHS JI03bI IIpe/icTaBleHa B Tabmuie 1.

VYMeHbIenue 10361 npenapata Tapunnap® menee 50 Mr 2 pasa B CyTKU He PEKOMEHIOBAHO.

Tabnuya 1. Pexomendyemas cxema ymenvuienus 003l npenapama Tagunnap®

HN3menenue 10361 Jo3a/cxema npuema
Hauanbnas go3a 150 mr 2 pa3a B CyTKH
IlepBoe ymenpienue | 100 mr 2 pasa B cyTku
J103b1

Bropoe ymensbuienue | 75 Mr 2 pasza B CyTKU
J103b1

Tperpe ymensiienue | 50 mr 2 pasza B CyTKU
J103b1

Pexomenyemasi cxema KOppeKUWH 03Bl MpexacraBieHa B Tabmune 2. [locnme spdextuBHOIM
KOPPEKIMH HEKEeJIaTeIIbHOM pPeaklMd BO3MOYKHO YBEIMUYEHHE J03bl, KOTOPOE IPOBOJUTCS

®
MOATAIHO B MOPSAKE 00paTHOM, ykazaHHOMY B Tabiumax 1 u 2. Jloza npenapara Tadunnap® He
JoJKHa npeBplaTth 150 Mr 2 pasa B CyTKH.

Tabnuya 2. Cxema koppexyuu 003l npenapama Tagunnap® (3a ucknouenuem 1uxopaoxu)

Crenenb TsaxecTd | Koppekuust 10361

HeKe1aTeJIbHbIX

peakuuii (Mo  mKkaJje

CTC-AE)*

Crenens | wnu crenens 2 | [Ipogomkenue JeyeHUs] M KOHTPOJAb B COOTBETCTBUU C
(mepeHocuMbIe) KJIMHUYECKUMHU MTOKa3aHUSIMU.
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Crenenb 2 | IlepeppiB B JI€UEHUM, IOKAa CTENEHb TSHKECTH TOKCHUYECKUX

(HemepeHocuMbIe) WIN | peakuui HE JIOCTUTHET

CTeNeHb 3 0—1 crenenu, mpu BO30OHOBJICHUHU JICUECHUS — YMEHbBILIEHUE JT03bI
Ha OJIUH YPOBEHb.

Crenens 4 OTMeHa Tepanmuu WIA TEpEepHIB B JIEUCHHH, IIOKA CTENEHb
TSKECTU TOKCHYECKHX peaxmii HE JOCTUTHET
0—1 cTrenenu, npy BO30OHOBJICHUH JICUCHHUS — YMEHBIIICHUE JT03BI
Ha OJIMH YPOBEHb.

* - CTEIEHb TSHKECTH HEXKENATENbHbIX SBJICHUH OLCHUBAETCA 10 mKajie CTaHAapTHBIX KPUTEPUEB OLICHKU HEKENIaTeIbHBIX
peaxuuii (CTC-AE), Bepcus 4.0.

Jluxopaoka

Jleyenne npenaparom Tadunnap® (kak B MOHOTEpANnH, TAK ¥ B KOMOMHAIIMH C TPAMETHHHOOM)
cleqyeT NpepBaThb IpPU IOBBILIEHWM TeMmmeparypbl Tena >38 °C. B cimydae penuauBa npu
NOSIBIICHUH NEPBBIX CUMIITOMOB JIUXOPAJKH JICUEHHE TaKkKe MOXKHO mpepBarh. Cieqyer HayaThb
IPUMEHEHHE  JKapONOHWXKAIOIIMX  IpenaparoB,  TakuX  Kak  uOynmpopeH  wiu
arieTaMuHO(EH/apaneTaMosl M IPOBECTH O0CIEeI0BaHME MALMEHTOB C LEJbIO BBISABICHUS
BO3MOXXHBIX TPU3HAKOB U CUMIITOMOB MH(peKIuu (cM. pazoden « Ocobvle ykazanusy). Jledenue
npenaparoM Taduunap® B MOHOTEpamuy HIM B KOMOMHAIMM C TPAMETUHMOOM CIELyeT
BO300HOBUTB, €CJIU CUMIITOMBI y MALIUEHTAa OTCYTCTBYIOT B TEUEHHE KaK MUHUMYM 24 4acoB, 1100
B TOH *e 103e, TM00 B 103€, CHI)KEHHOW HAa OJUH YpPOBEHb, B CIIydae MOBTOPHOTO Pa3BUTHS
JMXOPAJIKH H/UJIH B CITy4ae, €CIIH JIMX0PaIKa COMPOBOKIACTCS APYTUMH TSHKEIBIMA CUMIITOMAMH,
BKJIIOYass 00€3BOXKHMBAaHUE, apTEPUATbHYIO THUIOTEH3UIO WM MOYEYHYI0 HEIO0CTaTOYHOCTh. B
citydae Hea(pPEeKTUBHOCTH JKapOIOHMKAIOIINX MIPENAapaToOB CIEAYET PACCMOTPETh BO3MOXKHOCTD
IPUMEHEHHS NePOPAIbHBIX TITFOKOKOPTUKOCTEPOUIOB.

[Ipy BO3HHKHOBEHHH TOKCHYECKMX peakiuii Ha (oHe Tepanuu mnpemapatom Tadumnap® B
KOMOWHAIMK C TPAaMETHHUOOM cJielyeT MO0 CHU3UTh JJ03y 000MX MpernaparosB, J1M00 mpepBarthb
WIN TOJHOCTBIO NMPEKPATUTh JeueHrne 000MMHU IpenapaTaMy, 3a UCKIIOYEHHEM Cllydyasl YBEUTa,
OINHCAaHHOTO HUXKE.

Koppexyus 0o3vt monvko npenapama Tagununap® Heo6xomuma B clydae pa3sBHTHUS CIELYIOIIETo
COCTOSIHUS:

Yeeum

B ciydae pa3BMTHsS yBeUTa KOPPEKIMH 103bI mpenapata Tadumiap® He TpeOyercs, eciu
CHUMIITOMBI BOCIIAJIUTEIILHOTO MPOLIECCa XOPOIIO KOHTPOIUPYIOTCS JICUCHUEM IIperapaTtaMu Jyis
MECTHOT0 NpUMeHeHUs. [Ipu OTCYTCTBMM OTBETa Ha JICUEHHE YBEUTa O(PTaIbMOJIOIMYECKUMHU
TpenapaTamu JUls MECTHOTO MPUMEHEHHUs CIIedyeT IpepBaTh mpueM npenapara Tapunmap® c
HOCEIYIOIUM BO300HOBJIECHHUEM IIOCIE KyNUPOBaHMS MECTHOIO BOCHAIMTENBHOIO IMpoliecca.

Bo306H0B1ATH NpuemM npenapara Tapunnap® ciemyeT B 103€, yMEHBIIEHHON HA OMH YPOBEHb.
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I[Tpu npumeHenun npenapata Tapuuaap® B KOMOMHAIMK C TPAMETHHHOOM MOAM(UKAIIAY 0351
TpameTuHHOa He TpedyeTcs..

Ocoovle epynnbl nayuenmoes

Jlemu u noopocmxu

D hexTuBHOCTS U Ge30macHocTh npenapara Taduunap® y neteit u moapocTkos (Maaame 18 ner)
HE yCTaHOBIIeHA (CM. pazzen «/Ipomusonokazanusy).

Tlayuenmui nodcunozo eospacma

Y nmammeHToB crapmie 65 €T KOppeKIMH 03kl He Tpedyercs (CM. TOapas3fen
«DapmakokuHemura).

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

VY manueHToB ¢ HapylmeHHeM (PYHKLIMHU MOYeK JETKOM U CpeHel cTeneHel KOPPEKIIUH 1035l He
TpeOyercs. [lo aHHBIM HCCle0BaHUN HE BBISBICHO 3HAYMMOIO BIHUSHUS HapylIeHUs QYHKINU
MOYEK JIETKOW M CPeTHEH cTeneHel Ha KimpeHe gadpadennda u KOHIICHTPAIUIO €T0 METa00JIUTOB
nociie mpueMa BHYTPh (cM. monpazaen «Dapmakokunemuxa»). B CBSI3U C OTCYTCTBHEM
KIMHIYECKUX JAaHHBIX MO TPUMeHeHHIo npenapara Taduumap® y NalUeHTOB ¢ HapyIICHHEM
(GYHKIIUM MOYEK TSDKETIOW CTETeHH HEOOXOAMMOCTh KOPPEKLMHU JI03bI Mperapara y MalueHTOB
JTAaHHOMW KaTeropuu He ycTaHoBjeHa. ClieyeT ¢ OCTOPOKHOCTHIO IIPOBOIUTS JICUEHHUE ITPernapaToM
y MalMEeHTOB JIaHHOU KaTeropuH.

Tayuenmoi ¢ HapyuwieHuem QYHKYuU neveHu

VY nanueHToB ¢ HapyuieHHeM (DPyHKIMU MEYeHU JIETKOW CTeneHH KOPPEKIHMH 03Bl Ipernapara
Tapuunap® He Tpebyerca. ITo NaHHBIM MCCIEIOBAHMI HE BBISABICHO 3HAYMMOTO BIMSHMS
HapymeHust (yHKIMU TIEYSHHU JIETKOW CTENeHH Ha KIupeHC nadpadennda M KOHIIEHTPALUIO €ro
MeTa0OJIUTOB IOCNe MpHeMa BHYTPh (cM. monpasznen «Dapmaxokunemuka»). B cBsizu ¢
OTCYTCTBHEM KJIMHMYECKUX JAHHBIX 110 NPUMEHeHMIo mpenapara Tadunnap® y mamueHToB C
HapylHieHHeM (PYHKIMH MeYeHH CPpeHEH U TsHKeIoN cTeneHell He00X0AMMOCTh KOPPEKLIUU O3Bl
mpernapaTta y MalMeHTOB JAHHOW KaTeropuu HE ycTaHOBJICHA. [10CKONBKY TJIABHBIMH ITYTSMH
BbIBe/ICHUS Ja0padennba sBISIOTCS METaboNIM3M B TEUEHH C IMOCIEIYIONIMM BBIBEICHUEM C
JKEITYBI0, Y TAI[MEeHTOB ¢ HapylIeHueM (YHKIIUU NIEUeHU CpelHEN U TSXKENON CTENEeHH MOBBIIICH
PUCK yBENMYCHHs OHKCIO3WIuu gadbpadennda. B cBsI3M ¢ BhIMIECKa3aHHBIM CIEAYET C
OCTOPOKHOCTBIO MTPOBOJIUTH JICUCHHUE MTPETIapaTOM y MallMEHTOB TaHHOW KaTeTOpHUH.

IIOBOYHOE JENACTBUE

OObeuHEHHbBIE JaHHBIE TI0 OE30IACHOCTH MOHOTEpanuu npenaparoM Taduuaap® mosxydeHs! B
pe3yabTaTe MATH KIMHAYECKUX UCCIICIOBAHMM C yJyacTHeM 578 MalMeHTOB ¢ Hepe3eKTa0eIbHOM
WIM METacTaTudecKoil menaHoMolt ¢ myranueid reHa BRAF V600. Haubonee wacteivu (>15%)

HexenarenbHbIMU  peakuusiMu  (HP) sBnsmuce rumepkepaTos, roioBHas 00k, JHXOpajKa,
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apTpayrusi, MOBBIIICHHAs! YTOMIISIEMOCTh, TOIIHOTA, KOXKHBIE MANUIUIOMBI, aJONENusl, KOKHas
CBITIb U PBOTA.

besomacHocth Tepammm gabpadenndboMm B mo3ze 150 Mr 2 pasa B CyTKM B KOMOWHAIUU C
TpaMeTHHUOOM B J103¢ 2 MT' | pa3 B CyTKH OlIeHEHa B 00001meHHon nomysiiuu 1076 manueHToB:
559 narnueHToB ¢ HEpe3eKTabeIbHON I METAaCTaTHIECKON MemaHoMou ¢ myTaruei reHa BRAF
V600, 435 narueHToB, MoIy4aBIIMX KOMOMHUPOBAHHYIO aIbIOBAHTHYIO TEPAIIHIO IIOCIIE TIOJTHOTO
ucceueHuss menaHomsl III cragum c wmyraumein rena BRAF V600, u 82 mnaumenrta c
pacpoCTpaHEHHBIM HEMEJIKOKJIETOYHBIM pakoM Jerkoro ¢ myramued reHa BRAF V600.
Haub6onee vacteimu HP (>20%) npu npumenennu gadpadennda B KoMOUHAIIUY ¢ TPaMETUHHOOM
SIBIISTUCH JTUXOPAJIKA, TIOBBIIICHHAS YTOMIIIEMOCTh, TOIIHOTA, O3HOO, TOJIOBHAsi O0Jb, JAUapes,
pPBOTa, apTPANTHUS U KOKHAS CHIIIb.

HP, npencraBieHHble HUXKE, CTPYNIHUPOBAHbl B COOTBETCTBUHU C KJacCHU(pUKalMeH OpPraHoB U
cucreM opranoB MedDRA.

JIJis OLIEHKH YacTOTHl BCTPEUAEMOCTH HCIIONH30BAHBI CICAYIONINE KPUTEPUU: OUeHb 4aACmO
(>1/10), yacmo (>1/100 u <1/10), neuacmo (>1/1000 u <1/100), peoxo (=1/10000 u <1/1000),
ouenv peoxo (<1/10000), uacmoma neuzeecmna (Ha OCHOBAaHHHM MUMEIOIINXCS JAHHBIX OIEHUTH
HEBO3MOKHO). B mpenenax kaxmoro cucreMHo-opranHoro kiacca HP pacnpenenenst mo gactore
U B TIOPSKE YMEHBIICHUS 3HAYUMOCTH.

Tabauya 3. HP npu monomepanuu dabpagenudbom (n=>578)

Jobpoxkauecmeennuvie, 310Ka4ecCmeeHHble U HEYMOUHEHHbIE HOG000PA308aAHUA (BKIOUAA
KUCHbl U ROJIUNDBL)

[Tanmnnnoma Quenv uacmo
[Tnockoknerounsit pak koxu (ITKPK) Yacmo
CeOopeitHbIi KepaTo3 Yacmo
AkpoxopsoH (Msirkast 00poJaBKa) Yacmo
bazanbpHOKIETOYHAsI KapIMHOMA Yacmo
HoBbli1 ouar nepBUYHON MEIaHOMBI Heuacmo
Hapywenus co cmoponst UMMYHHOU cUCHEMbl

['unepuyBCTBUTEIBLHOCTD ‘ Heuacmo
Hapywenusa co cmoponst 00mena geuiecme u NUMaHus

CHMKEHHeE anmneTuTa Quenv uacmo
['unodocdaremus Yacmo
['unepriomkemus Yacmo
Hapywenusa co cmoponl HepeHOIUL cucmemul

I"onoBHast 6011k ‘ Quenv uacmo
Hapywenus co cmoponst opzana 3peHus

YBeur ‘ Heuacmo
Hapywenua co cmoponsl ObIXameabHOU CUCHIEMbl, OP2AHO8 ZPYOHOU KIemKu U
cpedocmenus

Kamenn ‘ Quenv yacmo
Hapywenus co cmoponbl jiceny00uHo-KUueuno20 mpaKma
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TomHoTa Quenv uacmo
PBoTta Quenv yacmo
Huapes QOuenv wacmo
3amnop Yacmo
[TaHkpeatur Heuacmo
Hapywenus co cmoponsl K0)icu U NOOKOHCHBIX MKAHel

['unepkepato3 Quenv yacmo
Anonenus Quenv uacmo

KosxHas celnb

Quenv yuacmo

JlajoHHO-TTOAOLIBEHHAS 3PUTPOIU3ECTE3US

Ouenwv yacmo

CyXOCTbh KOXH

Yacmo

KoxHblil 3y1 Yacmo
AKTHUHMYECKHUH KEepaTo3 Yacmo
[TopaxeHne KOxu Yacmo
Oputema Yacmo
Peakiuu horoceHcuOmm3anum Yacmo
[TaHHUKYJIUT Heuacmo

Hapymeuuﬂ CO CmMOpPOHbBL CKEeNemHO-MblIEeYHOU U COCOUHUMENbHOU MKAHU

ApTtpanrus

Ouenwv yvacmo

Muanrus

QOuenwv yacmo

Boib B KOoHEUHOCTSIX

Quenv yuacmo

Hapymenu;z CO CmMOpPOHbL nOYEK U M0‘l€8b1800}lu(ux nymeﬁ

Iloueunas HEAOCTATOYHOCTDh, OCTpad NOYCHHAA HEAOCTATOYHOCTD

Heuacmo

Hedpur

Heuacmo

Oouwue paccmpoiicmea u HapyuieHUus 6 Mmecme 66e0€HUA

JIuxopagka

Quenv yuacmo

IloBhIIeHHAS YTOMIIACMOCTD

Ouenwv yacmo

O3H00

Quenv yuacmo

Acrtenus

Ouenwv yacmo

['punmonogoOHOE 3a00sIeBaHNE

Yacmo

Tabauya 4. HP npu xombunuposaumnou mepanuu oabpaghenubom c¢ mpamemunubom (1076

nayueHmos)

YaCTOTbI

Knaccudukanus

Hngpekyuonnwvie u napasumapusvie 3a001e6anus

Hazodapunarur Quenwv yacmo
NH}exnmnn MOYEBBIBOASIINX Ty TEH Yacmo
Iemnmtonut Yacmo
DOJUTUKYIUT Yacmo
[Taponuxust Yacmo
[lyctyne3nas cbinb Yacmo

KUucmbsl U noiun bl)

Zloﬁpomzttecmeennble, 310KauecmeeHHubvle U HEeYymoOuUHEeHHble Hoeooﬁpazoeanu;z (810110‘!(1}1

IIKPK, Bxmrouast IIKP, TIKPK, IIKP in situ (6one3np boysna) u | Yacmo
KepaToakaHTOMa

Ilamunanaoma, B TOM 4MClIe HaHIJIOMa KOXHU Yacmo
CelOopeiiHblii KepaTo3 Yacmo
AKpOXOpJ0H (MsTKasi 60po1aBKa) Heuacmo
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THICPIYBCTBUTCIBHOCTD

HoBbll1 ouar nepBUYHONM MEJIAHOMBI, B TOM YHCIIE 3JIOKa4eCTBEHHas | Heuacmo
MEJIaHOMa, METacTaTU4YeCKas 3JIOKAYECTBCHHAs MEJIaHoMa |
MMOBEPXHOCTHAs pacnpocTpanstomasica meaadoma Il craguu

Hapywenusa co cmoponbt Kpoeu u 1um@pamuieckoii cucmembl

Helitponenus Yacmo
AHneMmus Yacmo
TpomOGouuToneHUs Yacmo
Jlelikonenust Yacmo
Hapywenusa co cmoponbt uMMYHHOU cUCmeMbl

I'unep4yBCTBUTENBHOCTD, BKJIIOYAsI JIEKapCTBEHHYIO | Heuacmo

Hapymeuuﬂ oomena eeuiecme U numanus

CHIKeEHNE arnmneTnTa

Ouenv yacmo

O06e3B0OKHMBaHKE Yacmo
['mnonarpuemust Yacmo
l'unodocdaremus Yacmo
['uneprioukemus Yacmo

Hapymemm CO CmMOpPOHbL Hepeuoﬁ cucmembl

T'osoBHAas 00

Ouenw yvacmo

["onoBoKpyskEeHHE Quenv wacmo
Hapywenusa co cmoponsl opzana 3penus

HeueTtkocTb 3penus uacmo
Hapymienue 3penust uacmo
YBeur uacmo
XopuopeTuHonaTus Heuyacmo
OTcnoiika ceT4aTku Heuyacmo
[TepuopOuTaNBbHBIA OTEK Hewacmo
Hapywenusa co cmoponwl cepoya

CHuxeHue gppakuuu BeIOpoca Yacmo
bpanukapaus Heuacmo
Muokapaut Yacmoma neuzgecmua

Hapywenusa co cmoponwst cocyoog

ApTepuanibHasi TUIIEPTEH3USA

Ouenw yacmo

KpoBoTteuenue pa3nuyHoi JOKaIW3alMK, BKIIOYas BHYTPHUEPETHbIE
KPOBOMBJIMSHMS M KPOBOTEUEHUS C JIETAIBHBIM UCX0JIOM

Ouenv yvacmo

ApTepuasibHasi TUTIOTEH3US

Yacmo

Jlumdaruyeckuii oTek

Yacmo

Hapywenus co cmoponst 0bIxameavHoll cuchnemul,
0p2an06 ZPYOHOIL KIeMKU U CPedoCneHUs

Kamens Ouenw yvacmo
Opplka Yacmo
ITaeBMOHUT Hevacmo

Hapymenu;z CO CmMOpPOHbL cheﬂydoqno-lcumelmoeo mpaxkma

bosb B KMBOTE, B TOM YHCJI€ B BEPXHEW YaCTHU KUBOTA U HUKHEHN
qaCcTHu XXKUBOTa

Ouenw yacmo

3amnop Quenv yacmo
Huapes QOuenwv yacmo
TomHoTa Ouenv yacmo
PBota Ovuenwv wacmo
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CyxocTb BO pTY Yacmo
Cromarur Yacmo
[TaHkpeatur Heuacmo
Komur Heuacmo
ITepdoparuisi opraHoB >KeTyJ0YHO-KHUIIEYHOTO TPAKTA Peoxko

Hapywenus co cmoponst KO)icu u NOOKONCHOU K1em4yamKu
CyXOCTbh KOXH

KoxHblit 3y

KosHas ceinb

OpuTeMa, BKIIIOYasi TeHEPATU30BaHHYIO SPUTEMY

Ovuenwv wacmo
Ouenv yacmo
Ovuenwv wacmo
Ouenv yacmo

AxHeDOPMHBIN TepMaTUT Yacmo
AKTHUHMUYECKHUH KepaTo3 Yacmo
HouHnast TOTInBOCTh Yacmo
['unepkepato3 Yacmo
Anonenus Yacmo
CUHIpPOM JIaIOHHO-TTOJOIIBEHHOW SPUTPOANIECTEIUH Yacmo
[TopaskeHne Koxu Yacmo
['unepruapos Yacmo
[TaHHUKYJIUT Yacmo
[ToBepXHOCTHBIE TPEIIMHBI HA KOXKE Yacmo
Peakiuu horoceHcuOmm3anum Yacmo

Hapywenus co cmoponslt KOCHHO-MbIUEYHOU CUCHEMbL U COCOUHUMETbHOU MKAHU
ApTtpanrus Quenwv yacmo
Muanrus Ouenv yacmo
boab B KOHEUHOCTIX Ovuenwv wacmo
MBIIIEYHBIN Clla3M, BKJIIOYasi MBIIIEYHYK) CKOBAaHHOCTD Ovuenwv wacmo
Hapywenus co cmoponwt nouek

IToyeunas HeJOCTATOYHOCTD

Hedpur

Oobugue paccmpoiicmea u HapyuieHUs 6 MeCme 66e0eHU
[ToBblllIeHHAs! YTOMJISIEMOCTh Ovuenwv wacmo
03100 Ouenwv yacmo

Hevacmo
Hevacmo

Acrtenuns Ovuenwv wacmo
[epudepuyeckuii oTek Quenv wacmo
JInxopaaka Quenv uacmo
['punmonogoOHOE 3a00sIeBaHNE Ouenwv yvacmo
Bocnanenue cimu3ucThix 00010UeK Yacmo
OTtek una Yacmo

Jlabopamopnvle u uncmpymenmaivHole OaHHblE
[ToBbIIIeHNE aKTUBHOCTH alaHMHAMUHOTpaHchepasnl (AJIT)

Ouenw yacmo

[ToBblIeHNE aKTUBHOCTH acnapratamMmuHoTpancdepassl (ACT)

Ouenv yvacmo

[ToBbIIeHNE aKTUBHOCTH TIen0ouHON GocdaTazsl (I11D) B kpoBu

Yacmo

[ToBbIIeHNE aKTUBHOCTH ramMa-TiyTamuiaTpancdepassl (I'TT)

Yacmo

[ToBpllIeHNE aKTUBHOCTHU KpeaTHH(POCHOKHNHA3HI B KPOBH Yacmo

HP no dannvim nocm-mapKeniuHco6blx U 00bEOUHCHHBIX KIUHUYECKUX UCCLe008AHULL

Huxe npusenensi HP, BoisiBieHHBIE Tpu npuMeHeHun mnpenapara Tadumnap® B cocrase
KOMOMHUPOBAaHHON Tepanuu ¢ TpamMeTHHHOOM. Tak Kak HeXeJaTelbHble peakiuu ObLIH

YCTAHOBJICHBI B XOJ€ IIOCT-MAapPKETUHIOBOI'0 IMMPHMMCEHCHUS IIpCriapaTa B MOIMYJIAIHWHU IMAIIUCHTOB
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HEOIpeIeIEHHOTO pa3Mepa, He BCerja MpeICTaBisIeTCs BO3MOXKHBIM JOCTOBEPHO OLEHUTh HX
4acToTy pa3BuTHs. [lpu HamWyuM JaHHBIX, B OOBEAMHCHHOM aHaIM3e KIMHUYECKUX
WCCJICIOBAHUI YacTOTa HEXEJIATeNbHBIX peakiHii Obllla yCTAHOBJCHA B paMKaX IMOKa3aHHs K
MeJMIMHCKOMY MpUMeHeHuIo npenapata Tadunnap® B cocTaBe KOMOMHHPOBAHHON Teparmuy C
TpametunubOom. HP, mpeacraBnenHbie HUXKe, CTPYNIUPOBAHBI B COOTBETCTBUU € Ki1accuUKaluei
opranoB u cucteM opraHoB MedDRA 1 B nopsifike yObIBaHHSI CTETICHU BBIPAKEHHOCTH.
Hapywienusa co cmoponslt UMMYHHOU cUCmeMbl: CAPKOUI03 — HEYacTo; reModaronuTapHbIi
mumpoructuonutos (I'JII') — yacTora HensBecTHa.

Hapywenusa co cmoponst 00mena geuyecme u NUMAaHUA:

CHHJIPOM JIM3UCa OMYXOJIM — YacTOTa HEM3BECTHA.

Hapywienus co cmoponsl HEpEHOI CUCHEMbL:

nepudepudeckas HelponaTus — yacTo; cuaapom [ uitena-bappe — Heuacto.

Hapywenus co cmoponust cepoya: aTpuOBEHTPHUKYJIIpHAas 0J10Kaja (B T.4. aTPUOBEHTPHUKYJISIpHAs
Onokazna, aTPUOBEHTPUKYJISIpHasi OJoKasja IMEpBOM CTEMEHH, aTPUOBEHTPHUKYJSpHas OJIoKaaa
BTOPOI CTENEHU U TIOJTHAS aTPHOBEHTPUKYJIIIpHAs 0JI0Ka1a) — yacTo; OJI0Kaaa HOXKKY mmydka ['nca
(B T.4. 6J10Ka/Ia HOXKKY TTy4Ka [ 'mca cripaBa u G10kaga HOXKKH Imy4ka ['uca ciieBa) — HeqacTo.
Hapywenus co cmoponwsl cocy0oe: BeHO3Has TpoMO03MOomus (B T.4. JieroyHas 3MO0us,
TpOMOO03 TTTyOOKUX BEH, IMOOJIHS ¥ BEHO3HBI TPOMOO3) - 4acTo.

Hapywienua co cmoponsl Koxycu U NOOKOMCHOU Klemyamiku: OCTPbIi (eOpHIbHBIN

HEUTpOPMIBHBIN fepMaTo3 (cuHapoM CBHUTA) — 9acTOTa HEU3BECTHA.

Huxe npusenensl HP, BblsBIeHHble Npu NpuMeHeHMH mOpenapata Tadumnap® B KauecTse
MoHoTepanuu nadbpadennOom. Tak kKak HexenaTeIbHbIC PEaKIMU ObUIM YCTaHOBJIECHBI B XOJI€
IIOCT-MAapKETUHIOBOTO IMPUMEHEHHs Ipernapara B MOMYJALUU MAlMEHTOB HEONPEIEIeHHOrO
pa3Mmepa, He Bcerja IpeiCTaBisieTCss BO3MOKHBIM JIOCTOBEPHO OLEHUTh MX YaCTOTY Pa3BHUTHUS.
[Ipy Hamuuuu AAaHHBIX, B OOBEJUHEHHOM AaHANW3€ KIMHUYECKUX MCCIEIOBAaHUI YacToTa
HE)KEJIATeNbHBIX peakiuii ObUla YCTaHOBJIEHA B pPaMKax I[OKa3aHUS K MEIUIMHCKOMY
npuMeHeHuto mnpemapata Tapuumap® B kadecTBe MoHOTepanmuu pabpapennbom. HP,
IPECTaBICHHbIE HUXKE, CTPYIIUPOBAHbl B COOTBETCTBUM C KIacCU(UKALMEH OPraHOB U CUCTEM
opranoB MedDRA u B nopske yObIBaHUS CTENICHH BBIPA)KEHHOCTH.

Hapywenusa co cmoponst HEpEHOUL ClCHEMbL:

nepugepuyeckasl HeHponaTus — 4acTo.

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEaKIINT
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[lepen HauanoMm mpuMeHeHHs mnpemapata Taduanap® B KOMOMHAIIMM C TPaMETHHHOOM
O3HAKOMBTECh C TMOJHOW MHCTPYKIMEH 10 MEIUIMHCKOMY TNPUMEHEHHUIO YKa3aHHOTO
JIEKapCTBEHHOTO Mperapara, B ToM yHcie ¢ pazaeioM «I[lobouHoe nericTBre».

Hosvie 310xauecmeennvie H08000pazosanus

B ciayuae npumenenust nabpadennda B KOMOMHAIIMN C TPAMETHHUOOM MOTYT BO3HHUKATh HOBBIC
37I0KaueCTBEHHbIE HOBOOOPA30BaHMsI, KaK Ha KOXKE, TaK U JIPYTrOH JIOKAIU3aI1H.

Kposomeuenue

Y nmnanueHToB, moiy4aBmmX gadpadeHnd B KOMOWHAIMM C TPaMETHHHOOM, OTMEYaINCh
reMopparuueckue SBJICHUs, BKII0Yas TsDKEJIbIE U JIETAIbHBIE KPOBOTEUEHUS.

Cruocenue @BJDK / oucghynryus negozo sicenyoouxa

B wunTerpanpHOil BBIOOpKE AN aHanmu3a Oe3omacHOCTH jaabpadeHnba B KOMOHMHALUMHU C
TpameTuHuOoMm cHwkenue ®BJDK 6buio otmeueno y 6% (65/1076) mauueHTOB, OJHAKO B
OOJIBIIMHCTBE CIIy4aeB CHIKEHUE ObUIO OOpaTUMBIM U HE COIPOBOXAANOCH KIMHUYECKUMU
nposineHusmMu. Ilamuentsr ¢ ®BJDK Huke ycTaHOBIEHHOTO HUKHETO IpElena HOPMBI HE
BKIIIOUAINCh B KJIMHHYECKWE HWCIBITaHus nabpadeHnba. Y maMeHToB ¢ 3a00JeBaHUSMU,
CIIOCOOHBIMU BJIUATH Ha (QYHKIMIO JIEBOTO JKEIy/IodYka, aadpadheHn® B KOMOWHAIMHA C
TPaMETUHUOOM CJIeIyeT MPUMEHSITH C OCTOPOKHOCTHIO.

Jluxopaoka

B xnmHuYeckux uccienoBaHuAx aabpadeHnda kak B MOHOTEpAlMM, TaK U B KOMOHMHAIUHU C
TPaMETUHUOOM OTMEYAJUCh CIIy4ad BOSHUKHOBEHHUS JIUXOPAJKH; MPU ITOM 4YacTOTa M CTENEHb
BBIPOKEHHOCTH OBLIN BBITIE HA (JOHE KOMOMHUPOBAHHOW TEpaIuu.

VY manueHToB, KOTOpBIE MOTy4aan nabpageHnd B KOMOMHAIIMHM C TPAMETHHUOOM, U y KOTOPBIX
pa3BHIIACK JIMXOPAKa, TPUOIH3UTEIHLHO MTOJOBHHA MIEPBBIX CIIy4aeB BOSHUKHOBEHHUS JINXOPAJIKH
MIPOMCXOIMIIAa B TEUEHHE MIEPBOTO MecsLa Teparnuu, U MPUOIU3UTENBHO Y OJHON TPETH NAIlIEHTOB
HaOmrogaI0Ch 3 WiH 0oJiee CIydaeB JTUXOPATKH.

Y 1% nanueHToB B HMHTETPAIbHOM BBIOOpKE UIA aHaian3a Oe30MacHOCTH C IMPHUMEHEHHEM
nabpadennda B MOHOTEpaniK ObUIN BBISIBJICHBI CEPhE3HBIC SIBIICHUS MOBBIIIEHUS TEMIIEPaTyphl,
HE CBS3aHHOIO C HMH(EKIUSMH, ONpeiesisseMble Kak JIMXOpaJKa, COMPOBOXKAaeMas TsDKEIOon
MBIIIIEYHONH  PHUTHUIHOCTBIO, OOC3BOXKMBAHHWEM, THUIOTOHHEH W/HWIM OCTPOH  IMOYCHHOU
HEIOCTaTOYHOCTBIO MPEPEHATLHOTO MPOUCXOXKACHUS Y MAIMEHTOB C HOPMAalbHOM (yHKIMEH
IIOYEK B HCXOAHOM COCTOSHUU. BO3HMKHOBEHHE 3THUX CEPbE3HBIX SIBICHUH IOBBIIICHUS
TEMIIEPATYPbI, HE CBI3aHHOTO ¢ MH(MEKIHUSIMH, OOBIYHO MPOUCXOAUIIO B TEUCHHE IIEPBOT0 MecsIa
npuMeHeHus nabpadeHnOa B MOHOTEpANWW, TPH OSTOM TMAIMEHTH XOpPOIIO OTBEYAIM Ha
npepbIBaHKE MTpUEMa 1035l U/WIIM YMEHBIIEHUS J103bI U MOAJICPKUBAIOIIEE JICUCHHE.

HopaafceHuﬂ nedyerHu
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B kimHuYecKuX uccieqoBaHusIX COO0IIAnoch O HeXKeNaTeNbHbBIX ABJIEHUSX CO CTOPOHBI IEYEHU B
cilydae puMeHeHus nadbpadennda B KOMOMHALUMH ¢ TPAMETHHUOOM.

ApmepuanvHas cunepmen3us

VY manueHToB ¢ paHee MMEBIICHCS apTepUaTbHOW THUIIEPTEH3UEH WM 0€3 TaKOBOW, KOTOPHIC
nonydasn gabpadeHnd B KOMOWHAIMKM C TPaAMETHHHOOM, OTMEYAJIMCh CIIy4Yau ITOBBIIICHUS
apTepUaNbHOTO JaBlIeHUs. ApTepuanbHOE AABICHHUE CIEAYyeT U3MEPUTh O Hayasla JICUCHUs U
pEryJisipHO KOHTPOJIMPOBATh B XOJI€ JICUCHHSI, IPUMEHSISI B CITy4ae HEOOXOUMOCTH CTaHIAPTHYIO
TUIOTEH3UBHYIO TEPAIHUIO.

Humepcmuyuanvruas 601e3Hb 1€2KUX/NHe6MOHUM

Cnyyan NHEBMOHMM WJIM WHTEPCTULHUAIBHOW OOJE3HH JIETKHX BBISBISUINCH B KIMHUYECKUX
UCCIICIOBAaHUSX TP TNPUMEHEHUH nabpadeHnba B KOMOMHAUMU C TpameTHHHOOM. Ecnm
nabpadeHnd mpuMeHsieTcsl B KOMOMHAIIMK C TPaMETUHHOOM, TO Tepamnuio nadbpadernda MoxHO
MPOAOJIKATh B TOM K€ caMOM J103€.

Hapywenue 3penus

B knIMHMYECKHMX HCCIEeOBAaHUSAX HApYLIEHHS CO CTOPOHBI OpraHa 3peHHs, BKIIOYas YBEHT,
WUPUAOLUUKINT W/UITU UPUT, BBIABISUIACH y TAIMEHTOB, MOJYYaIOINUX Tepanuio qadpageHnoom B
MOHOTEpPANUU U B KOMOUHAILIMU ¢ TpaMeTUHUOOM. Bo Bpemst mpoBeeHs Tepanuu HeoOX0AMMO
peryJisipHO KOHTPOJIMPOBATH Y MAIIMEHTOB HAJTMYHUE 3PUTEIBbHBIX HAPYIIEHUH 1 CHMITOMOB, TAKUX
KaK U3MEHEHHE 3pEHHsI, CBETOOOSM3HB U 0OJIb IJ1a3.

Koorcnas coine

KoxkHas cpinb HaOIrOAa1aCh B KIIMHUYECKUX UCCIIEIOBAHUSIX MPUOTU3UTENHHO Y 24% MallueHTOB,
noiy4aBmux gadpadenud B KoMOWHAIMK ¢ TpaMETUHHOOM. B G0IBIIMHCTBE OJOOHBIX CITydaeB
CBHIIIb XapaKTEPU30BAJIACh CTENEHbIO TsHKeCTH | mnM 2 W He TpeboBajga BPEMEHHOH OTMEHBI
npernapaTa Uiy CHIKEHUS J103bl.

Paboomuonus

VY manueHToB, moiayyaBimux AadpadeHud B KOMOMHALMYU ¢ TPAMETUHHOOM, OTMEUAINCh CIy4Yau
pabaoMuonusa.

llanxkpeamum

B k1MHMYECKHX UCCIIEOBAHUSX COOOIIATIOCh O CAydyasX pa3BUTHS MaHKpeaTuTa y MalUeHTOB,
noiay4yaBmux naabpadeHn® B MOHOTEpanuud WM B KOMOMHAIMM c TpameruHuOom. Ilpu
HEOOBICHUMON 0OJIH B )KMBOTE HEOOXOIMMO CPOUYHO U3MEPUTH YPOBEHb CHIBOPOTOUHBIX aMHJIa3
u suna3. [lanueHThl AOKHBI HAXOAWUTHCA MOJ TIIATEIbHBIM HAOMIOJEHUEM, KOI/a BHOBb
HAaYMHAIOT MPUHUMATH npenapat nadpadeHud mocie SM1u30/1a MaHKPeaTHuTa.

Toueunas neoocmamounocms
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[ToyeuyHnass HeIOCTAaTOYHOCTh, OOYCIIOBJIEHHAs TMPEANOYECYHON a30TeMHEH, CBS3aHHOM C
JTUXOPAIKON, WM IPaHyJIeMaTO3HBIM HEPPHUTOM, BCTpedanach HEYAcTO; TeM HE MeEHee,
npuMeHeHue aabpadeHnba He H3y4yalloch Y MAIlMEHTOB C IOYE€YHOH HEZOCTaTOYHOCTHIO
(ompenensemMoii Kak ypoBeHb KpeaTWHuHa >1,5 x Bepxnss rpanunia Hopmbl (ULN)). Takum
00pa3zoM, B JaHHOUM CUTYyaIlH HEOOXOIUMO COOJI0IaTh OCTOPOKHOCTD.

TTanmeHTHl 0COOBIX KATErOpUii

Ilayuenmul 6 6o3pacme > 65 n1em

B uHTErpanpHON BBHIOOpKE NI aHANIM3a 0€30MacHOCTH MOHOTepanuu madpadenHudom (n=578)
22% MNaInyeHTOB ObLIH B BO3pacTte > 65 JIeT u
6 manKeHToB B Bo3pacTe > 75 neT. I1o cpaBHEHUIO € MallMeHTaMu B BO3pacTe <65 JeT, y MallueHTOB
B BO3pacTe > 65 seT ¢ 0obIIel BEpOSTHOCTHIO pa3BUBAIMCH HEXKENATEIbHbBIE PEaKIIUU, KOTOPbIE
MPUBOIMIN K CHUXKEHUIO 103b1 (22% npotus 12%) unu oTMeHe JiekapcTBeHHOro npenapata (39%
npotuB 27%). Kpome TOro, y manuMeHTOB CTapllIero BO3pacTa BO3HHUKaIW Ooyiee TsHKETbIe
HE)KeJIaTeNbHbIE PEaKLUU 10 CPaBHEHUIO ¢ Oojiee MojoasIMu manueHTaMu (41% npotus 22%).
OO6mux paznuuwnii B 3 (HEKTUBHOCTH IJIs1 JAHHBIX TPYTII MAIIUEHTOB HE BHISBIICHO.

B wuHTrerpanbHOi BBIOOpKE i1 aHanm3a Oe3omacHocTH gabpadeHnba B KOMOWHAIIMU C
TpameTuHuOoM (n=1076) 265 nmauuenton (25%) O6butH B Bo3pacte > 65 neT, a 62 nauuenra (6%)
- > 75 ner. Bo Bcex ucciaenoBaHuAX 10JIA MALUEHTOB, Y KOTOpbIX Bo3HUKIM H, B moarpymnmax
NalMeHTOB B Bo3pacte <65 m > 65 ner Obuia mpuMepHo onauHakoBoil. Ilo cpaBHeHHIO ¢
ManyeHTaMH B Bo3pacTe <65 JieT, y MalMeHTOB B BO3pacTe > 65 JeT ¢ OOoJbIIei BEpOSTHOCTHIO
pa3BuBanuch cepre3nbie HA u HS, Bemymue k OKOHYATEIbHOW OTMEHE JIEKAPCTBEHHOTO
npernapara, CHI)KEHHUIO 1035l WIIM €r0 BPEMEHHOM OTMEHE.

Habpaghenub 6 kombunayuu ¢ mpamemuHuOOM y nayueHmos ¢ Memacmasami 8 20106HOM M032€e
be3onacHocTh W 3(QhEeKTHBHOCT, KOMOMHAIIMKM TpamMeTHHHUOa U mabpadeHnda OIECHUBAIH B
uccienaoBanu 11 ¢a3pl y marueHTOB C MEJIAHOMOM C MOJIOKHUTEIBLHBIM cTaTycoM MyTaruu BRAF
V600 u metacrazamu B ToJIoBHOM Mo3re. [Ipoduinbs 6e30macHOCTH y TaKUX MallMEeHTOB B IEJIOM
HE OTJINYAJICS OT Mpo¢ s 6€30MaCHOCTH JaHHON KOMOWHAIUH.

Ecnu ommeueno yxyouienue KiuHuyecko2o meyeHus 1100020 U3 VKA3AHHLIX 6 UHCMPYKYUU
no6ounbix d¢hghexmos unu Bol 3amemunu nobvle opyeue nobounvie 3¢hghexmol, He YKA3AHHbIE 8
UHCMPYKYUU, COOOuume 00 3mom epauy.

IIEPEJTO3APOBKA

Cumnmomsl u npusHaxu

Ha ceromusmHuii JeHP JdaHHBIE O TIEpPeNo3UpoOBKe madpadeHnOa HEMHOTOYHCICHHBI.
MakcumanbHast 103a nabpadennda, KOTOPYIO MOJMy4ald MAalMEHTHl B paMKaxX KIMHHYECKUX

uccienoBanuii, cocrasisia 600 mr (300 mr 2 pa3a B CyTKH).
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Jleuenue

Criermuduueckuit antugot gabpadennda HemssecTeH. [Ipu pa3BUTHH HeXeNaTEeIbHBIX PEaKIHA
CJIeZyeT MPOBOIUTH CUMIITOMATUYECKYIO Tepanuio. [Ipu moo3peHun Ha nepeo3upoBKY cielyeT
HEMEJJICHHO OTMEHHUTh JabpadeHnd W HauvaTh MOJIEPKHUBAIONIYIO Tepanuio. B manbHeimem
BEJICHHE MAIEHTOB ClIeAyeT KOPPEKTUPOBATh B COOTBETCTBUU C KIMHUYECKUMU MPOSIBICHUSAMU
WINA PEKOMEHIAIMSIMH HAIIHOHAJIEHOTO TOKCUKOJIOTHYECKOT 0 IIEHTPa (TIPU HAJTHMYHUH).
B3AMMOJIEICTBUE C APYTUMU JEKAPCTBEHHBIMU CPEJICTBAMM

Bausanue opyeux nekapcmeennuvix npenapamos Ha oaopaghenuo

Ilo Oanmbim, TIOTYYEHHBIM in Vitro, OCHOBHBIMH H30()epMEHTaMU CHUCTEeMBI ITuToXpoma P450,
YYacCTBYIOUIMMHU B OKHCIHTEIBHOM MeTabonu3me aabpadenHuda, SBISIOTCS H30(EpPMEHTHI
CYP2C8 u CYP3A4, torma xak ruapoxkcunabpagenud u nesmerunngadpadeHud sSBIsOTCA
cybcrpatamu nzodepmenta CYP3A4.

JlekapcTBeHHBIE Tpenaparbl, SBISIOMIMECS MOIIHBIMU HHTHMOMTOpAaMH WM HHAYKTOpPaMHU
uzodpepmentoB CYP2C8 unu CYP3A4, ciocoOHBI yBEeIUYMBATD WIIM YMEHBIIATH KOHIICHTPALIHIO
nabpadenuba. Bo Bpems tepanum nabpadeHuOOM ciemyer, M0 BO3MOXHOCTH, MPUMEHSTH
albTepHATUBHBIE ITpenapaThl. Y MalMeHTOB, KOTOPbIE OJHOBPEMEHHO C 1a0padeHn0oM NoayyaroT
cuinbHble uHrHOWTOPHI u30(epmenToB CYP2C8 wmm CYP3A4 (manp., KETOKOHA30,
rempubpo3mn, Heda3omoH, KIAPUTPOMULIMH, PUTOHABUDP, CAKBHUHABHUDP, TEITUTPOMMLIMH,
UTPAKOHA30J1, BOPUKOHA30J, MO3aKOHA30JI, aTa3aHaBHp), CIEAYyeT COOII0AAaTh OCTOPOKHOCTD.
[Ipumenenue nadpadennda 0JHOBPEMEHHO ¢ MOITHBIMHU WHIyKTOpamu uzodepmentoB CYP2CS8
nmn CYP3A4 (wamp., pupamnunuaoM, peHUTOMHOM, KapOaMa3enuHoM, ¢heHoO0apOruTaIoM HIH
3BepoboeM (Hypericum perforatum)) cienyer n30erars.

B ciyuae ofHOBpeMEHHOr0 MPUMEHEHUsI KeTOKOHa3oua (MHruouropa nzopepmenra CYP3A4) B
no3e 400 mr 1 pa3 B cytku u mabpadenunda B mo3e 75 mr 2 pasa B cytku AUC nabpadenunda
yBenmuuuBaiach Ha 71 %, a Cnax — Ha 33 % (10 cpaBHEHUIO ¢ pUMeHeHrneM nadbpadennda B 103
75 Mr 2pa3a B cyTku). [Ipy OnHOBpEMEHHOM INpUMEHEHMM yKa3zaHHBIX mnpenaparoB AUC
THIPOKCU- U AecMeTuiaaadpadennda yBennunBanach Ha 82% u 68% coorBerctBeHHO. AUC

kapOokcunadbpadennda npu 3ToM cHIbKaIach Ha 16%.

B ciydae ogqnoBpemeHHOT0O ipuMeHeHus rembudposmia (marnoutopa nzodpepmenra CYP2CS) B
no3ze 600 mr 2 paza B cyTku u nabpadennba B noze 75 mr 2 paza B cytku AUC nabpadennda
yBenuuuBaiach Ha 47%, a Cmax HE MEHsIach (110 CpaBHEHHIO C NMpHUMeHeHHeM nabpadennba B
mo3e 75 Mr 2pasa B CyTku). Ha cucTeMHYIO0 SKCHO3UIMI0O MeTaboauToB nabpadenuda

reMpuOpO3UIT KIMHUYECKU 3HAYUMOT0 BIUSHUS HEe oKa3biBal (<13%).
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B cnyuae npumenenns pudavnummHa (naaykTopa nzohepmentoB CYP3A4/CYP2C8) B noze 600
Mr 1 pa3 B CyTKH y HallMEHTOB, MHOTOKPATHO Moy4yaBIux nadpadpenud B noze 150 mr 2 pasza B
cyTKU, Cmax mociennero curkanach Ha 27%, a AUC — nHa 34%. 3naunmoro uzmenenuss AUC
ruapokcumpadbpadenndba ormeueno He Obu10. AUC kapOokcumabpadennba yBemndyuBajgach Ha

73%, na AUC necmerunnadbpadennba ymenbianack Ha 30%.

B cnyuae npumenenus nabpagennba B no3e 150 Mr 2 pasza B CyTKHM OJHOBPEMEHHO C
pabenpazonom (mpenaparom, noseimaromuM pH) B 1o3e 40 mr 1 pas B cytku AUC nabpadennda
yBenuuuBaiach Ha 3%, a Cmax yMenbinanach Ha 12%. [lomo6uble n3menenuss AUC u Cax
nabpadgeHnba HE CUMTAIOTCA KIMHUYECKH 3HAYUMbIMH. CHUXEHHUE OWOIOCTYITHOCTH
nabpadennba B ciIyyae OJHOBPEMEHHOTO IPHUMEHEHHUS JIEKapCTBEHHBIX IPENaparos,
m3Menstomux pH B Bepxuem otnene XKKT (mampumep, MHTHOUTOPOB NPOTOHHOM MOMIIBL,

61oxkaTopoB H2-perienTopoB, aHTALUIHBIX CPEACTB) HE OKUIACTCA.
Bausanue oaopaghenuba na opyzue nexapcmeennvie npenapamot

Habpadenud sBisercss MHIYKTOPOM (EPMEHTOB M YBEIMYMBACT HPOAYKLHUIO (PEPMEHTOB,
YUYaCTBYIOUIMX B MeTa0OJIM3Me JICKapCTBEHHBIX IpenapaToB, BkIovas nzopepmentsl CYP3A4,
CYP2C u CYP2B6; oH Takke MOXKET YBEIUYMBATH MPOIYKIHIO OCIKOB-TIEPEHOCYHKOB. DTO
IPUBOJUT K CHIDKEHUIO KOHLEHTPALMH B IUIa3ME€ KPOBH JIEKAPCTBEHHBIX IIPENaparos,
METa0OIM3UPYIOMIMXCS TPU YYAaCTHHM HA3BAHHBIX H30(EPMEHTOB; TAKXKE MOTYT H3MEHSTHCS
KOHIIGHTPALIMH TIPEraparoB, SBISIOUINXCS cyOcTpaTaMu OEJIKOB-IIEPEHOCUHMKOB. B pesynbrare
CHMJKEHHS KOHIIEHTPALUHU TaKUX JIEKapCTBEHHBIX MPENapaToB B IUIa3Me UX KIMHUYECKUH 2P dexT
MOJKET YTPAuMBaTbCA WJIM YMEHBIIAThCSA. TakyKe CyIIECTBYeT PHUCK TOrO, 4YTO AaKTHBHbBIE
METa0OIUTHI TAKUX JIEKAPCTBEHHBIX MIPENapaToB OyayT 0Opa3oBBIBATHCS B OOJIBIIEM KOJIHUECTBE.
K umcny m3odepmMeHTOB, KOTOpbIE MOTYT HHAYLHPOBATHCSA TMOA JeiicTBueM nabpadenunda,
otHocsTcst m3opepmeHT CYP3A B meueHu w kumiedyHwke, a Takxke mzodepmentsr CYP2B6,
CYP2C8, CYP2C9, CYP2C19 u ypuauH-TatoKypoHUITpancdepassl (hepMEHTHI, YUaCTBYIONINE
B 00pa30BaHUU KOHBIOTATOB C INIIOKYPYHOBOM KHCIOTOMN). Takke MOXKeT HaOIIoJaTbCsl MHYKIHS
TPAHCHOPTHBIX OelkoB, Takux kak Pgp, MRP-2 u np. Mcxons w3 JaHHBIX KIMHUYECKOTO
WCCJICIOBaHMS, B KOTOPOM HCIOJb30Bad po3yBactatuH, uHAyKIuss OATP1B1/1B3 u BCRP

MPEJICTaBISIETCS MaJIOBEPOSITHOM.

In vitro nabpadeHud BbI3bIBAI 10303aBUCUMOE yBeTUUeHUE npoaykuuu nzodpepmento CYP2B6
u CYP3A4. Ilo naHHbBIM KJIIMHAYECKOTO UCCIEOBAHUS JIEKAPCTBEHHBIX B3aUMOACUCTBUM, Ciax U
AUC mmmazonama (cyoctpara mzopepmenta CYP3A4) B ciyyae ero OJHOKPATHOTO MpHUEMa
nanueHTaMu, MHOTOKPAaTHO TOJMy4YaBUIMMH Ja0pageHn0, CHUKaIUCh COOTBETCTBEHHO Ha 47% u

65%.
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B cnyuae npumenenus nabpadenunoda B 1o3e 150 mr 2 pasza B CyTKH OJHOBPEMEHHO C BaphapuHOM
AUC S- u R-Bapdapuna cHmxkanach coorBercTBeHHO Ha 37% wu 33% 1o cpaBHEHHIO ¢
npuMeHeHneM BapdapuHa B OTAeNbHOCTH. Cmax S- u  R-Bapdapuna yBenmuumBanach

COOTBEeTCTBEHHO Ha 18% u 19%.

BepositHo, BcTymienue pabpadennOa BO B3aMMOJICHCTBHE CO MHOTHMH JIEKAPCTBEHHBIMU
npenaparamMm, KOTOPBIC BLBIBOAATCA 3a CYUCT MeTaGOHI/I3Ma HWJIM aKTHUBHOI'O TpaHCIIOpTa. Ecmu
TepaneBTHUECKUi 3(p(PeKT Takux mpernapaTroB UMEET Ui MAaIMEeHTa CYIIEeCTBEHHOE 3HAYCHHE, a
KOPPEKIIHIO 03Bl TPYAHO OCYIIECTBUTH MO JTaHHBIM MOHHTOPWHTA OKa3bIBAEMOTO A (deKTa WiH
KOHIICHTPAIlMH B TUIa3Me, IPUMEHEHHsI TAKHX MPENapaToB cleayeT u30erath Win MPUMEHATh UX
C OCTOPOXXHOCTBIO. VY TalMEHTOB, OIHOBPEMEHHO NPUMEHSIOMINUX HHAYKTOPHl (HEpPMEHTOB,

YBEJIMUYEH PUCK NTOPAKEHUS IIEUEHHU NIOCIIE pUeMa napareramoa.

BeposiTHO, 4TO 3a cueT JeKapCTBEHHBIX B3auMOACHCTBUN nadpadeHnd OyaeT BIUATH HA MHOTHE
JICKapCTBEHHBIC MpeNapaThl, XOTs BelndrHa 3PdexTa Oyaer BapbupoBaTh. K eKapCTBEHHBIM

npernaparam, Ha KOTOpbIE MOXKET BIMATH Aa0padeHud, OTHOCATCS B YUCIIE IPOYHX:
® aHAJIBICTUKHU (Harpumep, GEeHTaHUIT, METAI0H);
e aHTHOMOTHUKU (HampuMmep, KIapUTPOMHULIUH, JTOKCUIIUKIIMH);
® [IPOTHBOOITYXOJIEBbIC IIPETapaThl (HaIpuMep, KabazuTakcen);
® AHTHUKOATYJISHTHI (HapuMep, alleHOKyMapoJ, BapdapuH);

® POTUBOAIMIECNITUYECKUE MpenapaThl (Hanpumep, kapdbamazenut, eHUTONH, TPUMHUIOH,

BaJILIIPOCBAs KHCIIOTA);
e HEHpoJenTUKH (HAIpUMeEp, TajaomnepuI0I);

e QJOKaTopbl KaJbIUEBBIX KaHAJIOB (Hampumep, AUITHA3eM, (ETOJUNMUHHU, HUKApIUIHH,

HU(EIUITUH, BeparnamMmu);
® CepJIeYHBIC TIMKO3U/IBI (HApUMEp, TUTOKCHH);
® TIIOKOKOPTUKOCTEPOUIBI (HapuMep, IeKCaMeTa30H, METHIIIPEIHH30JI0H ),

® [IPOTHBOBUPYCHBIE Mpenapatsl ajs jeuenns BUY-undexkunn (Hanpumep, ammnpeHaBHp,
aTa3aHaBUp, JapyHaBUp, JENAaBUPIUH, >(aBupeH3, (ocaMIpeHaBUp, WHIUHABUD,

JIOTUHABHP, HEI(PHUHABUD, CAKBUHABHP, TUIIPAHABUD);
¢ TOPMOHAJIbHBIE KOHTPALENTUBBI;

e CHOTBOpHBIC CpE/ICTBA (HalpUMep, AUa3ernam, MAIa30J1am, 30JITHACM);
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® UMMYHOJEIIPECCAHTHI (HAaIPUMEp, LIMKIOCIOPHH, TAKPOJIUMYC, CHPOIUMYC);

e cratuHbl, MeTtabommszupyembie u3zopepmentom CYP3A4 (mampumep, aropBacTaTHH,

CHMBACTaTHH).

Nunykuust BO3HUKAET 4epe3 3 JHs Mocje Hadaja nmpuMeHeHus: mpabpadenuba. [locme oTrmeHbl
nabpadennba HMHIYKIUS (PEPMEHTOB TOCTENEHHO CHUXACTCS, IMPU O3TOM KOHIICHTPAINH
YyBCTBUTENbHBIX cyOcTpaToB wu3odepmentoB CYP3A4, CYP2B6, CYP2C8, CYP2CY9 u
CYP2C19, V]I®-rmokyporuntpancdepasbl (UGT) u GenkoB-niepeHOCUUKOB (Hampumep, Pgp
ntn MRP-2) moryT yBenumumBaThes. [lanmueHTHI MOKHBI HAXOAUTCS TOJ] HAOIIOJEHUEM s
MPEIOTBPAIICHHUS PA3BUTUSI TOKCUYECKOTO ACHCTBHsI. MOXET MOTpeOOBATHCS KOPPEKIUS O3B

yKa3aHHBIX MIPETIapaToB.

In vitro nabpadennd HeoOpatumo wuHTHOMpyeT H3odepment CYP3A4. [lostomy B mepBbie
HECKOJIbKO JIHEW JICYCHUsT MOXKET HaONIoaThCsl MPEXOJsIliee IOJaBICHHE aKTHBHOCTH

uzodpepmentra CYP3A4.

Bauanue oabpaghenuba na eewyecmea mpancnopmusix cucmem

In vitro nabpadgeHu®d sBIsIETCS MHTHOUTOPOM OEITKOB-TIEPEHOCYMKOB OPTaHMYECKUX aHUOHOB
OATPIB1 u OATP1B3, a takxxe BCRP. I[Ipu npuMeHeHMn OAHOKpPATHOM J03bl pO3yBacTaTUHA
(cyoctpar OATP1BI1, OATP1B3 nu BCRP) Ha ¢poHEe MHOTOKpaTHOrO MpUMeHeHus nabpadeHnda
B fo03¢ 150 Mr 2 pasa B aeHb y 16 mamueHToB OTMEUEHO He3HauuTenbHoe m3MeHeHue AUC
(yBenuuenue Ha 7%) u yBenuueHue Cmax B 2,6 paza posyBacraTtuHa. KnnHudeckas 3HaYMMOCTh
yBenuueHUs! Cmax pPO3yBacTaTHHA IpEACTaBIseTCs MaloBepossTHOU. CremayeT KOHTPOJIUPOBATH
pa3BUTHE BO3MOKHBIX HEXeEJaTeIbHbIX PEAKLUil IPH OJHOBPEMEHHOM MPUMEHEHUH IIperapara C
cyocrparamu OATPIB1 u OATP1B3 ¢ y3kuM TepameBTUYECKHMM HWHAEKCOM, MPHUHHUMAs BO
BHHUMaHUE MMKOBYIO KOHLIEHTPALMIO OJHOBPEMEHHO MPUMEHSIEMOr0 IIpernapara.

Ilpumenenue 6 Komounayuu ¢ mpamemuHuOOM

MHorokpaTHOe OJHOBpPEMEHHOE NMpuMeHeHue nabpadenuda B no3e 150 Mr 2 pasza B CyTKH H
TpaMeTHHMOA B 103€ 2 Mr 1 pa3 B CyTKU MPUBOJIWIO K yBeNH4eHUIO Cmax 1 AUC nabpadennda Ha
16% u 23% coorBercTBeHHO. MHpopManus o B3aWMOJEHCTBUM TpaMETHHUOA C JPYrUMHU
JIEKapCTBEHHBIMHU TIperaparaMyd yKa3aHa B MHCTPYKIMHM 0 IpUMEHEHHuIo TpamerunuOa. Ilo
JaHHBIM TOMYJISAIUOHHOTO (PapMaKOKMHETHYECKOT0 aHaju3a MpU MPUMEHEHUH TpaMeTHHHOa ¢
nabpadennboM ormedaeTcss HeEOOJIBIIOE yMEHbLICHHE OMOJOCTYHNHOCTH TpaMeTHHHOA,
cootBercTBytoniee ymenbiieHuo AUC nocnennero Ha 12%. Ykazanubie uaMeHeHust Cmax 1 AUC
nabpadennda u TpaMeTUHHOA HE SBIISIOTCS KIMHUYECKH 3HAYUMBIMH.

Bausanue nuwu na oaopaghenuo

[lockonbpKy mHIa BIMsET HAa BcacbiBaHWe nadpadeHnOa, MAIMEeHThl JOJDKHBI MPHUHUMATh
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nabpadeHnd B OTAETHHOCTH WM B KOMOWHAIIMK C TPaMETUHHOOM IO KpaliHel Mepe 3a OJIUH Jac

A0 WA UCpe3 JIBa Uaca MocJjC C/bl.

OCOBBIE YKA3ZAHUA

[lepen HauanmoMm mpuMeHeHHs mnpemapaTa Taduanap® B KOMOMHAIIMM C TPaMETHHHOOM
O03HAKOMBTECh C TIONHOW WHCTPYKIHMEH IO MEAUIMHCKOMY TPUMEHEHHIO YKa3aHHOTO
JIEKapCTBEHHOTO Iperapara, B TOM YHcie ¢ pa3aenaoM « Ocobvie yKazaHusy.

Memacmamuueckas mMenaHoma ¢ Memacmasamu  20J108HOU M0O32

[Ipoduns Oe3omacHocTH, HaOmomaembii B wuccienoBanun COMBI-MB y manmentoB ¢
METACTAaTUYECKON MENAHOMOM C METacTa3aMH B T'OJOBHOW MO3T, COIIOCTaBUM C TaKOBBIM MPHU
nedeHuy mpenapatoM Tadumnap® B KOMOMHAIMM C TPaMETMHHOOM Y MAIMEHTOB C
Hepe3eKTabeIbHON I METAaCTaTHIECKON MEJIaHOMOM.

Jluxopaoka

VY mamueHToB, monyuaBmmx mnpernapaT Tapuunap® Kak B MOHOTEpANHH, TAaK M B COCTaBE
KOMOMHHPOBAHHOW TEpaNuy ¢ TPAMETUHUOOM, OTMEUAJIOCh TOSIBIICHUE JTUXOpPanKu. TspKkecTs U
4acToTa JAHHOTO SIBJICHHSI HECKOJIbKO YBEJIMYMBAJIACh MPU MPUMEHEHUH IpernapaTa B COCTaBe
KOMOWHHUPOBAaHHOM Tepamuu C TPaMETUHUOOM TIO TOBOJY HEPE3eKTa0CIbHON  HIIH
METAacTaTUUECKOH MeNaHOMBI; NpH Tepamuu npemapatoM Tapuunap® B KoMOMHALMH C
TPaMETHHUOOM TIO TIOBOJYy HEMENKOKIIETOYHOTO paKa JIETKOro TsHDKECTh M 4acToTa Pa3BUTHS
JMXOpPaJKU YBEIUYMBAJach B MEeHbIIEH cTreneHu. [Ipu npumeHennu npenapara B KOMOUHALIUU C
TPaMETUHUOOM B KIIMHMYECKOM MCCIIEOBAHNUU B aJbIOBAHTHOM Teparnuu Mpu MeJlaHOMe 4YacToTa
U TSDKECTh CIIydaeB JIMXOpaaku ObLIH BhIIe (67%, IpU 3TOM YacToTa ciy4aeB 3 U 4 CTEeNneHH
TSDKECTH cocTaBiisiia 4%) 1o CpaBHEHHIO C TPYIIION raredo.

[Ipu npumenenun npenapara Tadunmap® B mosze 150 Mr 2 pa3a B CyTKM B KOMOMHAIIMH C
TpaMeTUHHUOOM B J103€ 2 MT | pa3 B CyTKH y MMallMEHTOB C MEIAHOMOM B [TOJIOBUHE CIIy4aeB MEpBbIC
AMU30/IbI JINXOPAJAKH OTMEYAIUCh B MEPBBIA MECAIl TePAIHu, IPH 3TOM MPUOIU3UTENTHHO Y 1/3
MAIMEHTOB, TOTYYaBIIMX KOMOWHUPOBAHHYIO TEpamuio, OTMEYaIoch 3 WM 0ojiee SMU30/0B
auxopanku. JlaHHOe  COCTOSIHME  MOXET  COINpPOBOXKAATHCA  BBIPAKEHHOM  APOXKbIO,
00€3BOKMBAHUEM U apTEPHATBHON THIIOTEH3UEH, B PEIKUX CITyYasiX BO3MOXKHO Pa3BUTHE OCTPOM
MOYEYHOH HEIOCTATOYHOCTH. BO BpeMs M MOCHE TSKEIbIX AMH30/0B JIMXOPAAKH CIEAYyeT
KOHTPOJIMPOBATHh CHIBOPOTOYHYIO KOHIICHTPAIMIO KpEaTUHUHA W JIPYTHE MOKazareinu (yHKIUU
mouek. OTMEUeHBl Ciydad TsDKeJIOW HenH(pEKIHMOHHOW ¢eOpuibHON nuxopanaku. [lpu
NPUMEHEHUU Tpernapara B KIMHUYECKUX HCCIEIOBAaHUSAX JaHHBIE COCTOSHUS YCIIEUIHO
KyITHPOBAIUCh KOppekiueil 10361 npenapata Taduanap® u/viu IPHOCTAHOBIEHUEM JICUEHHS C

pUMEHEHHEM MO IepKUBatoleit Tepanuu (cM. pasaen « Cnocod npumenenus u 003vly).
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CpaBHeHue pE3yJIbTaTOB MEPEKPECTHOTO UCCIIETOBaHUS c y4acTueMm
1810 manueHToB, MOJyyaBIINX KOMOMHUPOBAHHYIO TEpaNHio, IPOJAEMOHCTPUPOBAIO CHUKECHHE
YaCTOTHI BEIPAKEHHOW JIMXOPATKU U APYTUX CBSI3aHHBIX C TUXOPATKON HEXKETATEITbHBIX PEeaKIIHiA
NpU TpephIBaHUM Teparmuu TpernapaToM Taduumap® B KOMOMHAIMM C TPAMETHHHOOM IO
CPaBHEHHIO C MpephbIBaHMEM JieueHus mpenapaToM Tadunmap® B MoHOTepanuu. IlosTomy
pexoMeH/yeTcs mpeKpalienue nedenus npenaparom Tapunnap® B kOMOMHALMY C TPAMETHHHOOM,
ecJIi TeMIleparypa tena nanuenTa > 38 °C, a B cilydae peliiinBa TEpanuio TakKe MO>KHO ITpeEpBaTh
IIPU MOSIBJICHUH MEPBBIX CUMIITOMOB JIMXOPAAKH (CM. paznien « Cnocod npumeHeHust u 003ul»).
3noxkauecmseHnuvie 00PA308aAHUA KOHCU

Inockoxknemounwiii pax koxcu (IIKPK)

VY mnanueHTtoB, monydapmux mpenapat Taduunap®, Kak B MOHOTEpAanmMH, TaKk U B COCTaBE
KOMOWHHUPOBAHHON Tepamuu ¢ TpaMeTHHHOOM, coobmanock o ciaydasx [IKPK (B Tom uucrne
KJIacCCU(UIIMPOBAHHBIX KaK KepaTOaKaHTOMa U CMeIllaHHas KeparoakanTtoma). [Ipu MmoHoTepanuun
npenapatoM Tagunnap® BosuukHosenue IIKPK ormeueno y 10% manueHToB ¢
HEPE3eKTAa0eNbHON WM METAacTaTUYeCKOW MENaHOMOM, MpH AITOM MeauaHa BPEMEHH 10
BO3HUKHOBeHMsI miepBoro mposiBiieHus [IKPK cocraBuna 8 wenens. [lpu xoMOMHUpPOBaHHOMN
Tepanuu npenapatom Tadunnap® ¢ TpameTunuGom BosHukHOBeHume IIKPK ormeueno y 3%
NAaIMEeHTOB, NMPU 3TOM MeAMaHAa BPEMEHU [0 BO3HUKHOBeHHUs mnepsoro mnposisienus [TKPK
COCTaBHJIA oT
20 no 32 uepenb. bonee yem y 90% mamuentoB ¢ [IKPK, Bo3nukimem Ha (oHe mpumeHeHUs
npenapata Tapunnap®, gedeHne npenapaToM ObIIO MPOJOIKEHO 6€3 KOPPEKIIHH J03BI.

B xmunmueckoM wuccnepoBanun pazsurue IIKPK  ormeueno y 18% mnaumeHtoB c
HEMENKOKJIETOUHBIM PAKOM JIETKOT0, MOMydYaBIIMX MOHOTepanuio npenaparom Tadurmap®, npu
9TOM MeJlMaHa BPEMEHH J0 BO3HMKHOBEHMsI IEPBOTO MpOsBIEHUS cocTtaBuia 11 Henenb.
Bosnuknosenne [IKPK Ha (hoHe Tepanuu npenapaToM B KOMOMHAITUHN C TPAMETHHUOOM OTMEYECHO
y 2% manueHToB.

[Ipn mpumeHeHUM MpemnapaTa B KOMOWHAIMU C TPAMETUHUOOM B aIbIOBAHTHOW Teparuu Mpu
MmenaHome pasutue [IKPK ormeueno y 1% nanuenTtos, no cpaBHeHuto ¢ 1% nanueHToB, KOTOpbIe
noisydainu Iuianebo. MeauaHa BpeMEHHM 10 BO3HHUKHOBEHHS MEPBOrO MPOSIBICHUS TMpPU
KOMOMHUPOBAHHOM Tepanuu coctaBuia 18 Henens.

Crnemyer OIIGHUTh COCTOSIHUE KOXHBIX IIOKPOBOB TI€pe/l HayajJoM JICYEHHUS IMpernapaToM
Tapuunap® c mocleqylOIMM KOHTPONIEM Kakable 2 MecsAla Ha INPOTSKEHHMH BCEro Kypca
nedeHus. CrenyeT KOHTPOJIMPOBATH COCTOSIHHMSI KOXKHBIX TOKPOBOB Kaxzble 2—3 Mecsla Ha
OPOTSDKEHUH 6 MeCsIeB I0Clie OKOHYAaHHUS TEpaluu IpernapaTtoM WM 10 Hadaia Jpyrou

npotuBoonyxoneBoi Tepanuu. llpu noareepxkaenun nuar"oza [IKPK cnemyer mposectu
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XUPYPrudeckoe JedeHHe MOPAKEHHOTo ydacTKa, Tepamnuio mpemapatoMm Tadumnap® ciemyer
IPOIOJDKUTH 0e3 KoppeKuuu 7036l CieayeT MpOMHCTPYKTHPOBATh NAIlMEHTa 0 HEOOXOJUMOCTH
CO00IIaTh JieyaleMy Bpauyy 0 BOSHUKHOBEHUHN HOBBIX 0YaroB MOPaXEHUS Ha KOXKeE.

Hoesvie ouacu nepeuunou menanomoi

CooOmiaioch 0 BO3HMKHOBEHHWM HOBBIX OYaroB TMEPBUYHOM METAaHOMBI Y TMAIMEHTOB,
npuHUMaBIIEX npenapar Tapuunap® Mo moBody Hepe3eKTabelbHOH MM MeTacTaTHuecKoit
MEJIaHOMBI.

B kiImMHHWYECKMX HCCIEOBaHUSAX JaHHBIE CIIy4au BBISBIIINCH B T€UEHUE IMEPBBIX 5 MECSLEB
Tepanuu M He TpeOoBalM KOPPEKLUHH JICYCHUs, KPOME pEe3eKIMH MOPaKEHHOIo YydacTKa.
HeobxomuM perymisipHbIii KOHTPOJIb COCTOSIHUSI KOKHBIX MTOKPOBOB (IO CXeMe, OMHCAHHOW IS
[TIKPK).

[Ipu axprOBaHTHOM Tepanuy MEIAHOMBI B KIMHUYECKOM HCCIEAOBAaHUU Pa3BUTHE HOBOIO o4ara
NEPBUYHOI MeTaHOMBI OTMEUYEHO Y <1% MaleHToB, NoJy4yaBIINX KOMOMHUPOBAHHYIO TEPaIUIO
10 CpaBHEHUIO ¢ 1% y ManueHToB, MOJIyYaBIINX MJ1aneoo.

3nokauecmsennvle 00PaA306aHUA HEKOHCHOU JTOKATUZAYUU

In vitro nabmonanace mapajgokcanbHas akTuBamus MAP-KWHAa3HOTO CHTHAJIBLHOTO Kackajia B
KiIeTkax ¢ «aukum» TunomMm BRAF ¢ RAS wmyranwmeil, moaBepraBIIMXCS BO3JIEHCTBUIO
uHrHONTOpoB BRAF, uTO MOXET NMPUBOAUTH K YBETUUCHHUIO PUCKA PA3BUTHS 37T0KAY€CTBEHHBIX
00pa3oBaHuii MHOH JOKaIM3alMU y TNAlUeHTOB, Tonmydarommx npernapat Tapuunap®. ITpu
npuMeHeHnr HHruouTopoB BRAF Oblmu 3aperucTpupoBaHbl ciiydan pa3BUTHS 37T0KAaYECTBEHHBIX
oOpasoBaHuii, Hecynux MyTanuio RAS.

[Ipy agbrOBaHTHOM TEpamuu MEJIAHOMBI B KJIMHUYECKOM MCCIIEIOBAHUM BO3HUKHOBEHHE
BTOPUYHBIX 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUI HEKOKHOMW JIOKATH3AIUH UIH UHBIX BTOPHYHBIX
PELUAMBUPYIONINX 3JI0KAaYECTBEHHBIX HOBOOOpa3oBaHWU oTMeueHO Yy 1% manueHTos,
MOJTyYaBIIUX JieueHue, u 1% manueHToB, NoydaBUInX miamnedo.

[TanenTam, MOMyYalOUIMM TEPANUIO TPErnapaToM, cielyeT OO0eCHeuuTh COOTBETCTBYIOIIEE
HaOmonenue. [lpu BBISIBICHHH 3J0KaUYEeCTBEHHOTO HOBOOOpPA30BaHUS HMHOM JIOKAJIM3AIHH,
Hecymero RAS-MyTanmuio, y MHalMeHTa, MOMydyalomero Tepamuio npernapaTom Tadummap®,
JeYeHue IMpenapaToM CleayeT MNPOAOJIKUTh, HUCXOJS W3 COOTHOLIEHUsS monb3a/puck. Ilpu
npuMeHennu npenapara Tapunmap® B KOMOMHAIME C TPaMETMHHOOM KOPPEKIMM 03Bl
nocienHero He Tpedyerca. CienyeT MPOAODKUTH KOHTPOJb COCTOSIHUS TAallMEHTa C IEINbIo
BBISIBJICHUS BTOPUYHBIX/PELUTUBUPYIOLINX RAS-nonoxurenbHbIx 3JI0KaY€CTBEHHBIX
HOBOOOpA30BaHM WHOW JIOKAJIM3allUM Ha TEepUoa 10 6 MECAIeB IOCle OTMEHBI Tepalruu
npenapatoM Taduuiap® umm BIIOTH 10 HavasIa HHOM IIPOTHBOOIYXO0JIEBOM TEpAIIHH.

Hanxpeamum
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Menee ueM y 1% nauueHToB, nomyyasmux npenapat Tadpuunap® B KIIMHUYECKHX HCCIEI0BAHUIX
[0 TIOBOAY HEpe3eKTaOelnbHON WM METacTaTHUYECKOM MEJIaHOMBI, OTMEUYEHO pa3BUTHE
MaHKpPEaTHTa, B KIMHUYECKUX WCCIEAOBaHUAX Yy 1% MalnueHTOB, MOJyYaBIIUX Mpenapat
Tapuunap® 10 MOBOAY HEMENKOKIETOUHOTO paka Jerkoro 3aperucTpUPOBaHO Pa3BUTHE OCTPOTO
naHkpeaturta. [Ipu axblOBaHTHOI Tepanuu MeJIaHOMbI B KIMHUYECKOM HCCIIEIOBaHUM pa3BUTHE
naHKpeaTuTa OTMeueHo y 1% manuMeHToB, TMOJNYYaBIIMX Mpenapar B KOMOWHAIMH C
TPaMEeTUHHUOOM, TI0 cpaBHEHUIO ¢ <1% y MaIMEeHTOB, MOTYYaBIINX TUIANE00.

B onHOM U3 ciy4yaeB cOCTOSIHHE BO3HHUKJIO Y MAIlMEHTa ¢ MEJIaHOMOM MpH NMPUMEHEHHH MEepBOM
03Bl TIperapara C MOBTOPHBIM BO3HUKHOBEHHWEM IpU IOBTOPHOM MPUMEHEHHM Ipernapara
Tapunnap® B ymeHbIIeHHOH n03e. HeoOXoauMo HeMemIeHHO oOCIen0BaTh MNAIUEHTOB C
*KaobamMu Ha 0ONIb B JKMBOTE HESICHOW ATHOJOTHH C OINpENeICHHEM aKTUBHOCTU aMUJIa3bl U
Jaunasbl B CHIBOPOTKE KpoBH. CreayeT TiiaTelbHO HaOMI0AaTh MallMeHTa IpU BO300OHOBJICHHUU
nedeHus 1adbpadeHnOoM mociie Mr30/1a TaHKPeaTUTa.

Yeeum

HaGmronanock pa3BuTHe yBeHWTa, BKIOYas UPHUT (BOCIHAJICHHE PaIy’KHON 000NOYKHM Tiia3a), Ha
dboHe Tepanmuu mpemaparoM. Bo BpeMs Tepanmuu HEOOXOIUM KOHTPOJIb O(TaTbMOJIOTHYECKUX
CHMIITOMOB, TaKHWX KaK W3MEHEHHUE 3pEHHs, CBETOO0O0s3HB, 00Jb B Tiazy (cMm. pasznen «Cnocod
npumenenus u 003vbly). Y TNAlUEHTOB, NOMydaBIIMX nperapar Tadumiap® B KOMOMHALMH C
TpaMeTUHUOOM, OBLTM  3apEeTUCTPUPOBAHBI  CIydad JABYCTOPOHHETO TAaHyBEeUTa WU
JIBYCTOPOHHET0 UPHUIOIUKINTA, Tpeanonaratonme dorr-KossHarn-Xapaaa-nomo0Hblid CHHAPOM.
B Takux ciydasx MOXHO pacCMOTPETh CUCTEMHOE JIEUEHHUE KOPTUKOCTEPOUIaMHU.

[penapar Tapuunap® B KoMOMHAIMM C TPaMETHHHOOM: CM. IIOJHYIO HHCTPYKIHIO MO
IPUMEHEHHIO TpaMeTHHUOa, paznen « Ocobbie yKa3anusy.

Kposomeuenue

Ha ¢one mpuema npemapata Tapuunap® kak B MOHOTEpanuM, Tak M B KOMOMWHALMU C
TPaMETUHUOOM 3apETUCTPUPOBAHBI CEPbE3HBIC CIIy4al TeMOpparuyecKux SBICHHUH (CM. pa3zen
«llobounoe Oeticmsue»). B kiIMHUYeCKUX WHccleAoBaHusIX y 6 manueHToB U3 559 (1%),
nony4yapmux npemapar Taduamap® B KOMOMHAMM C  TPAaMETHHMOOM IO  TIOBOLY
HEpe3eKTabeNbHOM WM  METacTaTU4YeCKOW  MENaHOMbI, pPa3BUJIIOCh  BHYTpPUUEpEIHOE
KPOBOUBJIUSHUE C JIETATBHBIM UCXOJ0M. B KIIMHUYECKOM MCCIIEOBAHUN aILIOBAHTHOMN Tepanuu
MEJAaHOMBI HE OTMEUYEHO CIy4aeB KPOBOTEUCHHUS C JETAIBHBIM HCXOJOM. B KIMHHYECKOM
MCCIeIOBAHUM HpU TIpUMeHeHuH npenapata Taduunap® B KoMOMHALMK ¢ TPaAMETHHUOOM IO
MOBOJy  pAcCHpOCTPAHEHHOTO  HEMEJKOKJIETOYHOIO  pakKa JIETKOTO, BHYTpPHYEpEIHOE

KPOBOM3JIUSHUE C JICTAJBHBIM HCXOJOM 3aperMCTPUpPOBAHO y 2 mauueHToB u3 93 (2%). Ilpu
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MOSIBJICHUH CHUMITOMOB KPOBOTEUEHHUs MAIMEHTy CJeAyeT HEeMEIJIEeHHO OoOpaTuThes 3a
MEJIULIMHCKON OMOILIO.

Benosnas mpombosmbonus

[lpu npumenenuu npenapata Tapuunap® kak B MOHOTEpanmud, Tak U B KOMOMHALUU C
TpaMETHHHUOOM, BO3MOKHO Pa3BUTHE CITy4aeB TPOMOOIMOOIMH, BKITIOUast TPOMOO3 TITyOOKHX BEH
U JerouHyro smoonmio. [lanueHTbl JOKHBI ObITh TPOMH(OPMUPOBAHBI O HEOOXOIUMOCTH
CPOYHOTO OOpalIeHUs 3a MEIUIMHCKONH MOMOIIBIO B CIy4ae Pa3BUTHS CHUMIITOMOB BEHO3HOM
TPOMOOIMOOIIHH.

Toxcuueckue nopasiceHus Koxcu

[Ipu npumenenun mnpenapata Tadpuumap® kak B MOHOTEpanmud, TaKk U B KOMOMHALMU C
TPaMETHHUOOM, BO3MOXKHO PAa3BUTHE CIY4YacB TSKEIBIX MOPAKEHUN KOXKU, BKIIOYAS CHHAPOM
CruBenca-/[>kOHCOHA U JIEKAPCTBEHHYIO ChIMb C 303UHOPUINENH U CUCTEMHBIMU MPOSIBICHUSMHU.
JlanHble MOpakeHUs KOXH MOTYT YIpOXKaTh KM3HU MAlMEHTOB M TMPUBOAUTH K JIETAIbHBIM
ucxonam. [lo Havana Tepanuy MaUeHTHI TOJDKHBI OBITh MPOUH(POPMHUPOBAHBI 0 HEOOXOUMOCTH
KOHTPOJISI 32 COCTOSTHUEM KOKH M CPOYHOTO OOpaIeHus 32 MEAUIIMHCKOW MMOMOINBIO B CIIydae
pPa3BUTHS MPU3HAKOB M CUMITOMOB MOJOOHBIX COCTOSIHMM. B cilydae pa3BUTHS TOKCHYECKOTO
MOpaXeHUsI KOXKU TEPAIUIO CIIEIyeT IPEKPaTUTb.

T'unepanukemus

Ilpu npumeHenun npenapata Tapunmap® oTMeyanoch pasBUTHE THIEpPrIUKEMHH. B
KJIMHUYECKOM HCCIeIoOBaHUU y 5 M3 12 manueHToB ¢ caxapHbIM JuabeToM B aHaMHe3e Mpu
npuMeHeHnn gabpadeHnOa BO3HUKIA HEOOXOIWMOCTh B YBEIMYCHHUH WHTCHCUBHOCTH
TUTOTJIMKEMUYECKON Tepanuu. YacTora pa3BUTHS THUNEPIIUKEMUU 3 CTENEHHW MO JaHHBIM
nabopaTopHBIX HccaenoBanuii cocrasmina 6% (12/187) y manueHToB, moiaydyaBmmx qadbpadeHuo,
B OTIMYME OT TMalWEHTOB, I[OJy4YaBIIMX JakapOa3uH, y KOTOPBIX TaKHUe Ciy4au He
3apErUCTPUPOBAHBI.

IIpu neyenun npenapatoMm Tapuunap® y ManUeHTOB ¢ paHEe JUATHOCTHPOBAHHBIM CAXapPHBIM
nuabeToM WM TUIEePTINKEMUEH HeoOX0IUMO MPOBOIUTh PYTUHHBIN KOHTPOJIb KOHIICHTPAIHH
[JIIOKO3bI B CBHIBOPOTKE KpoBH. [lamueHTam pekoMmeHIyeTcs cooOIlaTh JieyalleMy Bpady o
CUMITOMAX TSDKEJIOW TMIEPIIMKEeMUN, TaKUX KaK Ype3MepHast Jkax/a WiH yBelInueHue oobema u
Y4aCTOTHI MOYEHUCITY CKaHUM.

Hedpuyum enroxo30-6-¢hocpam-oecuopozenazol

Habpadenund, comepxamuii Cyiab(GOHAMUIHYIO TPYIITY, YBEJIMYUBACT PUCK PA3BUTHS
TEMOJINTUYECKOM aHeMHHM Y TAIMEeHTOB C ACPUIIMTOM TIIOK030-6-(hocharaeruaporeHasbl
(T'6dAI'). HeobxomumMo mpOBOAKUTD TIIATETHHBINA METUITUHCKUAN KOHTPOJIb COCTOSIHUS TTAIIUEHTOB

¢ nepururom '6D/II" Ha mpeaMET MPU3HAKOB TEMOJIUTUYECKON aHEMUH.
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T'emogacoyumapnwiii rumgocucmuoyumos (1711

B NOCTpErucTpalOHHOM OIBITE INpUMEHeHHs Tnpemapata Tadummap® B KOMOMHAIMM C
npenapatoM Mekunuct® Habmomancs remodaroruTapusii mumboructuonutos (IJIT). Ilpu
nono3penun Ha I'JII' nedenume ciemyer mpepBatb. B ciaydae moarBepxkaeHus [JIIT neuenue

CIEAYET NIPEKPATUTh U HaYaTh COOTBETCTBYIOLIEE JieueHue ['JII'.

Cunopom nuzuca onyxonu

CooOmranocs o citydasx CHHIpOMa JIM3UCa OIyXO0JIH, BKII0Yas CIIydau CO CMEPTEIbHBIM HCXOI0M,
y MAIMeHTOB, NPUHUMABIINX Tpenapar Taduanap® B komOuHarmu ¢ npenapatrom Mekuanct®
(em. pasnen «llobounoe Oeticmeuey). GAKTOPHI PUCKAa CHHAPOMA JIM3UCA OMYXOJIH BKIFOUYAIOT:
OBICTPO pacTylllde OIYXOJM, BBICOKYIO OIYXOJIEBYI0 HAarpys3ky, AMCQYHKIHMIO TOYEK U
o0e3BokuBaHue. [larueHToB ¢ hakTopaMu pucka CHHAPOMA JIM3KUCA OMYXOJIU CIEAYeT TIIATEIbHO
HAOII0/1aTh, ONPEISIUTh BO3MOKHOCTh MPOPUIAKTUKY (HApUMEp, MPOBEICHUE BHYTPUBEHHON
TUApaTallii U KY[UPOBAaHUE MOBBIIMIEHHOTO YPOBHS MOYEBOW KHCIIOTHI 10 Havaja JCYEHUs) U
JICUUTH N0 KIIMHUYECKUM MOKa3aHUSIM.

BJIMSIHUE HA CIIOCOBHOCTH YITPABJISITh TPAHCIIOPTHBIMU CPEJICTBAMHA U MEXAHU3MAMM
Wccnenosanuii, NOCBAIIEHHEIX BIUSAHUIO Tpenapata Tadunmap® Ha CMOCOOHOCTH YHPABIIATH
TPAHCIIOPTHBIMU CPEJICTBAMHU U MEXaHU3MAaMH, HE MPOBOIMUIOCEH. VIcX0/1s1 U3 (hapMaKoIOTHIECKUX
CBOHMCTB JnabpadenHnba, Kakoe-TUOO HETAaTUBHOE BIHUSHHE HA JEATEIBHOCTh TaKOro pojaa
ManoBepoATHO. OlieHHBasi CIIOCOOHOCTD BBIMIOJHATH JEHCTBHS, Tpedyrolue ObICTPOro MPUHATHUS
pEUICHUM, CIEeIUANbHBIX JIBUTATENbHBIX W KOTHUTHBHBIX HABBIKOB, HEOOXOJMMO YUYUTHIBATH
o0111ee COCTOSIHUE MaIMeHTa ¥ NpoduiIb TOKCHYHOCTH nabpadennoda.

®OPMA BbIITYCKA

Kancynsr, 50 mr, 75 mr.

ITo 28, 120 xamncyn Bo (pyakoHE HENpO3payHOro OEJOro MOJIMATHIIEHA BBICOKOW IUIOTHOCTH C
BJIArOTIOTJIOTUTEIIEM, 3aKPBITOM TOJUTIPONIICHOBOU KPBIIIKOH ¢ YCTPOHCTBOM MPOTUB BCKPBITHUS
neTbMHU, (Dr1akoH cHaOXeH 3anuTHON MemOpaHoi. Ilo 1 dbmakoHy BMecTe ¢ MHCTPYKIMEH IO
MIPUMEHEHHUIO B KAPTOHHOM TauKe.

CPOK roHOCTHU

3 roga.

He npuMeHsTh mocie ucTedeH s Cpoka rOAHOCTH.

YciaoBusa XPAHEHUSA

Xpanuts 1pu temrneparype He Boie 30 °C.

XpaHUTb B HENOCTYITHOM JUIS IETEU MECTE.
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YCII0BUA OTIIYCKA

Ortmyckaercs 1o peuenry.

BJAJIEJEL PETUCTPALIMOHHOI'O YIOCTOBEPEHMS

Hosaptuc ®apma AI', Jluxtmrpacce 35, 4056 bazens, IlBeiinapust / Novartis Pharma AG,
Lichtstrasse 35, 4056 Basel, Switzerland

ITPOU3BOIUTEJD

IIpousBoauTeab roTOBOM JeKApPCTBEHHOM (POPMBI

3urdpun bapbepa C.JI., Ponga Canra Mapus, 158, bapOepa nenp Bamnec, 08210, bapcenona,
Ucnanus / Siegfried Barbera S.L., Ronda Santa Maria, 158, Barbera del Valles, 08210 Barcelona,
Spain

OO0 «HoBaptuc ®apmacbiotukan MbsHblodekuypunr», Beposmkosa 57, 1000 JlroOmsHa,
Cnosenust / Novartis Pharmaceutical Manufacturing LLC, Verovskova ulica 57, 1000 Ljubljana,
Slovenia

IlepBuyHasi ymakoBKa

OO0 «HoBaptuc ®apmacpiotukan MbsHblopekdypunr», Beposmkosa 57, 1000 JlroOmsHa,
Cnosenust / Novartis Pharmaceutical Manufacturing LLC, Verovskova ulica 57, 1000 Ljubljana,
Slovenia

BTopuuHasi ymakoBKa, BbINYCKAIOIIHNII KOHTPOJIb Ka4eCTBa

OO0 «HoBaptuc ®apmaceiotukan MbsHblopekaypunr», Beposmkosa 57, 1000 JlroOmsHa,
Cnosenust / Novartis Pharmaceutical Manufacturing LLC, Verovskova ulica 57, 1000 Ljubljana,
Slovenia

O61ecTBO ¢ orpaHHyeHHOl oTBeTcTBeHHOCThI0 « CKOITMHCKUIT ®APMAIIEBTUYECKMUIA
3ABO/l» (OO0 «CKOITMH®APM»); 391800, Pssanckas o6i., CKONUHCKUN paiioH, Tep.
[Tpomeinuiennas 3o1a Nel, 31. 1, Poccust

OPrAHM3ALIUS, TIPUHUMAIOIIAS IPETEH3UHA IOTPEBUTEJISA:

00O «HoBaptuc ®apmar»

125315, r. Mockga, Jlenunrpaackuii npocnekr, 1. 70.

ten.  (495) 967 1270

dakc (495) 967 12 68

www.novartis.ru

30/30



