NHCTP

COOTBETCTBYET SKCMEPTHOMY OTHETY
ot 22.05.2025 N2 12975
)BATENBHOCTB 0002)

e o R

A% [I/Tlﬁl::: CNENOBA

I[1O MEAJUITMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOI O ITPETTAPATA

[Tazonanu6-IIpomome

PerucrpaunonHblii HOMep:

Toprosoe HaumenoBanme: [lazonanu6-IIlpomomen

Me:xayHapoaHoe HENATEHTOBAHHOE MJIM IPYNNIMPOBOYHOE HAUMEHOBAHUE:

Ia30MmaHuo

JlekapcTBennasi gopMa: TaGJIETKH, TOKPHITHIE IIJICHOYHON 000JI0YKOM

CocraB
Ha OJIHY TaOJIETKY:

eiicmeytowee gewecmao:
naszornaHuba TuIpoXIopUI

(B mepecueTe Ha Ma30MaHuo)
Bcnomocamenvhule sewjecmesa:
KapOOKCUMETHIIKpaxMall HaTpHst
MarHusi cteapar

nosugoH K30

LEJUTI0JI03a MUKPOKPHUCTAIITNYECKAs
lInenounas obonouxa:

MaKporo (MOJUITUIIECHTITUKOJIb)-
MTOJIMBUHWIOBBIN CIIUPT MMPUBUTON
COMOJUMEP

MOJINBUHWJIOBBIN CIIUPT, YACTUYHO
TUIPOJIN30BaHHbBIN

tutana quokcun (E171)

TaJIbK

TJIMIIEPUIT MOHOKAMPUJIOKApaT
xene3a okcu kpacHbii (E172)

HJIM TOTOBOC IJICHOYHOC IMOKPBITUC NACHTHYIHOI'O COCTaBa

IInenounas obonouka:
MOJIMBUHUJIOBBIN CIIUPT, YACTHYHO
TUPOJIN30BAaHHBIN

MakporoJ (moaudTuieHrukob 4000)
tutana auokceua (E171)

TaJIbK

200 mr 400 mr
216,70 mr 433,40 mr
200,00 mr 400,00 mr
21,20 mr 42,40 mr
2,10 mr 4,20 Mr
16,00 mr 32,00 mr
64,10 mr 128,10 mr
9,60 mr
3,838 mr (40,00 %)

0,350 mr (3,50 %)
2,388 mr (24,94 %)
2,638 mr (27,50 %)
0,380 mr (4,00 %)
0,006 mr (0,06 %)
19,20 mr
7,68 mr (40,00 %)

3,88 mr (20,20 %)
4,8 mr (25,00 %)
2,84 mr (14,80 %)

HJIN TOTOBOC INICHOYHOC ITOKPBITUC HACHTUYIHOI'O COCTAaBa

Onucanue

Hozupoexa 200 me: TabneTKU KpPyTiible, TBOSKOBBITYKJIIbIE, TOKPHITHIE IJIEHOYHON
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. OCTENOBATENBHOC TS Q0021
0001104KOi po3oBoro nsera. Ha nonepeynom pnaqpe—l"«: SIPO Bedoro- i ot

0eJoro 1BeTa.

Hoszuposxa 400 me: TaOAETKN OBaJIbHBIC, TBOSKOBBIMYKIIbIC, TOKPHITHIE TIICHOYHON
obonoukoit Oesoro 1BeTa. Ha monepeunoM paspese sapo 6eIoro ui mo4tu 6e1oro
I[BETA.

dapmakoTepaneBTHYECKAS rpymnmna: MIPOTUBOOITYXOJICBBIC CpEICTBa;
WHTHOUTOPHI MPOTEHHKUHA3; IPYTUE HHTUOUTOPHI MPOTCHHKIHA3.

Kox ATX: LO1EXO0S.

dapmakoJ0ruyecKre CBoMcTBa

Dapmakoounamuxa

Mexanusm Odeticmeausi

[Ta3oranu® sBNIsETCS MOIIHBIM MHTHOMTOPOM MHOKECTBA THUPO3WHKHHA3, B TOM
YHCIIe THPO3UHKHHA3 PEIICTITOPOB SHI0TeIHAIBHBIX (hakTopoB pocta (VEGFR)-1, -
2, -3, penenropoB ¢akropa pocta TpombouuToB (PDGFR)- ansdpa u Oera,
peuenTopoB (akropa pocra pudpodmacroB (FGFR)-l u -3, peuenropa ¢akropa
crBosioBbix kieTok (Kit), a Takxke T-kineTo4HON KWHA3bl, HHIYLIUPYEMOUH
untepieiikuaoM 2 (1tk), nefikoruTcnenupuaeckoi nporenH- Tupo3uHkuHa3bI (LCk)
Y TUPO3UHKHUHA3KI PEIIeTITOPa KOJIOHUECTUMYITUPYIOIIero ¢paktopa Makpodaros (C-
Fms). In vitro Ma30IMaHuo UHTHOUPYET JIUTaHI-UHIYTHPYEMOE
ayroochopunuposanrie VEGFR-2, Kit u PDGFR-B. In vivo mna3onanu®
uarnoupyetr VEGF-unnymmpyemoe ¢ochopunupoanne VEGFR-2 B Tkansx
JIETKOTO Y >KUBOTHBIX, aHTHOTEHE3 Y )KMBOTHBIX U POCT HEKOTOPBIX YETOBEYECKUX
OITyXOJIEBBIX KCEHOTPAHCIUIAHTATOB y JKUBOTHBIX. 3HAUCHUS HWHTUOUPYIONICH
kouneHTpauu B 50 % (ICsp) mpu cBsi3bIBaHMM IMa30MaHUOa C pelenTopamu
OHAOTETUATBHOTO (aKTOpa poCTa COCyAOB, (akTopa pocTta TPOMOOIUTOB H
dakTopa CTBOJOBBIX KJeTOK coctaBisitor 10, 30, 47, 71, 84 u 74 umonb/n
COOTBETCTBEHHO.

Dapmakokunemuxa

Bcacwvisanue

MaxkcumanbHast KoHIeHTpaIus (Cmay) Ma3omannba, B CpeIHEM, JOCTUTACTCS depe3
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KpaTHOMY  YBEJIIMYEHHUIO IUIOMAAd 1oJ  (HapMaKOKMHETHYECKOM  KPHUBOM
«koHnentpanusi-Bpems» (AUC). Tlpu exeaneBnom mpueme 800 mr mazomaHuba
3HaueHust AUC 1 Cpax cocTaBiistroT 1,037 u X Mxr/mi u 58,1 MKr/mi1 (3KBHBaJIEHTHO
132 mxmonb/n) cootBercTBeHHO. CymectBeHHOro yBenwmdeHuss AUC u Cp HE
HaOJIFOaeTCsl TIPU MTOBBIICHUH 10361 MazonanuOa 6onee 800 mr.

CucrtemMHasi SKCHO3MUIMS Ma30MaHuOa yBEIMYMBACTCS MPU TpHEME C MHUIICH.
[IpuMeHeHue nazonaHuba ¢ MUIEH ¢ BHICOKMM M HU3KUM COJICP>KaHHEM >KHPOB
npuBoAUT TpubIM3uTensbHo K 2-kpaTHoMy yBenudeHuto AUC u Crpax. Takum
o0Opa3oM, ma3zonaHuo ciaeAayeT MpUHUMATh M0 MEHbIIeH Mepe 3a 1 yac 110 uim yepes
2 4daca nociie npuema nuiu (cm. pazaen «Crnocod NpUMEHEHUS U T03bD»).
[Ipumenenue 400 mr mazomaHn®a B BUAE PACKPOLICHHOW TaOJETKHA BHI3HIBACT
yBenmuueHue AUC g.72) 1 Cax IPUOIU3UTENBHO B 2 pa3a U yMEHBIIEHUE tmax (BpeMs
JIOCTUKEHUSI MAaKCUMAJIbHOW KOHIIEHTPAILUK B MJIa3Me KPOBHU) MPUOIUZUTENHHO HA
1,5 yaca 1o cpaBHEHUIO ¢ MPUMEHEHUEM B BUJIE 11€JI0M TaOlIeTKU. bruogocTymHOCTh
U CcTerneHb adcopOIMu Mma3onanuba npu nepopaibHOM MpUEMe YBEIUUMUBACTCS MPU
preMe PacKpOIIEHHON TaOJIETKU MO CPaBHEHUIO C Ieon TabneTkoi. B cBs3m ¢
BBIIIIECKA3aHHBIM, TaOJETKHU IMa3omaHuba He clieayeT H3MeNbuaTh (CM. pasien
«Crocob npuMEeHEHUSI U 103bD»).

Pacnpeoenenue

Casi3pIBaHKE TTa30MaHKOa ¢ OeJIkaMH T1a3Mbl KPOBH 1N VIVO cocTapiser 6osee 99 %
BHE 3aBMCHMMOCTH OT KOHIIeHTpaluu B Auanazone 10—100 mkr/mi.

JlaHHBIE IN VItro MO3BOJISIFOT MPEAoIaraTh, YTO Ma30MaHuO SBISETCS CyOCTpaToM
s P-riukonporenna (P-gp) m Oenlka Pe3UCTECHTHOCTH paka MOJOYHOM KeJIe3bl
(BCRP).

Memabonusm

WccnenoBanust in Vitro mokaszajiu, 4To MeTa0OJIM3M Ma30MaHuba OIocpeI0BaH

npeumymiectBeHHO n3opepmenToM CYP3A4, a Takke B HE3HAUUTEITHLHON CTENIEHU

nzopepmentamu CYP1A2 u CYP2CS.
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(NOCNEOCBATENEHOCTE 0002)

Buvigeoenue

[Ta3zormanu® BBIBOAMTCA MEMJIEHHO CO CPEJHUM 3HAYE€HHEM NepHoja
nonyBeiBesieHus (t1/2) 30,9 yaca mocie mpuema B pekoMeHgoBaHHOM f03¢ 800 Mmr.
BriBesieHrEe OCYIIECTBISIETCS B OCHOBHOM 4epe3 KUIIEUYHHK, U TOJIbKO MeHee 4 %
MPUHATON JT03bI BEIBOJUTCS MOYKAMU.

DapmaKoKuHemMuKa 6 0CoobIX c1y4anx

Ilayuenmul ¢ Hapywenuem QyHKyuu novex

BeiBenenne nazomaHmbOa He 3aBUCUT OT kiupeHca KpeatrnHuHa —(KK)
(30150 mn/mun). He oxxuaercs M3MEHEHHE CUCTEMHOM SKCITO3HUIIMH Ma30MaHu0a
y nanuentoB ¢ KK > 30 Ma/MuH, B CBSI3U C 4eM KOPPEKIHUS J03bl Y MAIMEHTOB
JTAHHOW KaTeropuu He TpeOyeTcsl.

Ilayuenmul ¢ Hapywenuem QyHKyuu nevenu

VY manveHToB ¢ HAapylIeHHEM (DYHKIMM MEYEHU JIETKON CTENeHU (KOHIEHTpPALUs
OwmpyOvHa B MpeAeliax  HOPMBI  MpPU  TOBBIIIEHUHM  AKTUBHOCTH
anmannHamMuHoTpanchepassl  (AJIT) moOoW  cTemeHW WM TOBBIIMICHUE
KOHLIEHTpanuu OunupyOruHa MeHee 4eM B 1,5 paza Bbllie BEpXHEH rpaHHIbl HOPMBbI
(BI'H) mwne3aBucumo ot axktuBHOcTH AJIT) mocime OgHOKpAaTHOrO mpueMa
nazornannb6a B go3e 800 Mr oaMH pa3 B CYTKM CpEeAHHE 3HAYEHHUS
dapmakokuHeTHyeckux mapamMeTpoB (Cmax 30,9 mxr/mia, (12,5-47,3 Mkr/min) u
AUC 024 841,8 Mxr x u/mi (600,4—1078 MKr X 4/MJj1)) CONOCTaBUMBI CO CPEAHUMU
3HAYEHUAMH Yy TAMEHTOB ¢ HOpMajbHOU (QyHKuued nedeHu (Cmax 49,4 MKr/mi
(17,1-85,7 mxr/min) u AUC g-24) 888,2 Mkr X u/mit (345,5-1482 MKr X u/mi)).
MaxkcumanbHasi nepeHocumasl 7o3a Ta3onaHu0a y MalueHTOB C yMEpPEHHBIM
HapylieHueM (QYHKUMA Te4eHH (TIOBBIIEHUWE KOHIEHTpaluu OwinpyOuHa OT
noiytopa a0 Tpex pa3 Boiie BI'H HezaBucumo ot aktuBHocTu AJIT) cocraBnsier
200 mr oguH pa3 B cyTku. Cpennue 3Ha4eHUs Crax (22,4 MKT/MI (6,4—32,9 MKT/MIT))

u AUC g.24) (350,0 mxr X u/mut (131,8-487,7 mMkr x u/min)) mocie npuema 200 mr

na3zornaHuba OAWH pa3 B CyTKH y MAIMEHTOB C YMEPEHHBIM HapyIlIeHUEM (DYyHKIIMH
NIEYEHH COCTABIISUIA IPUOIU3UTENBHO 45 % 1 39 % COOTBETCTBEHHO IO CPABHEHMIO

CO CpPEeIHUMH 3HAYCHHUSIMH y TAIIMEHTOB C HOPMAJIbHOM (PYHKIIMEH MEeYeHH IMOCIe
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IMMPUMCHCHHUN rma3onaHuoa Y IIaOUCHTOB C HAPYHICHHUCM (I)YHKLII/II/I IICYCHHU TSKEIION

cTeneHu (KOHIEHTpalus obiiero omipyOuHa Oosiee 4eM B TP pasa MpPEBBIIIACT

BI'H, ne3zaBucumo ot aktuBHocTH AJIT), B CBSI3M ¢ 4eM IMIPUMEHEHHUE Y TTAllUCHTOB

JTAHHOW KaTeropuu He peKoMeHA0BaHO (cM pazaen «IIpoTuBonokazanusy).

IToxka3zanusa K NMPUMEHECHU IO

JleyeHue pacrpocTpaHEHHOTO ToueyHOo-Kki1eTouHoro paka (ITKP)

Jleuenne pacnpocTpaHeHHOW capkombl MArkux TkaHen (CMT) (kpome

raCTpOMHTCCTHHAJIbHBIX CTPOMAJIbHBIX OHYXOHCﬁ u JIHHOC&pKOMBI) Y InalucCHTOB,

PaHCC IOJIYHaBIIUX XUMHUOTCPAIIUIO

HpOTl/IBOIIOKaElaHI/IH

[ToBbIllIeHHAsT YYBCTBUTEJNBHOCTh K TA30MaHUOY WM JIO00OMY JIpyromy
KOMIIOHEHTY Mpenapara.

Hapyuienne ¢hyHKIMY TEYEHU TSHKENOM CTereH! (B CBS3H ¢ HEOCTATOYHOCTHIO
JTAHHBIX ).

Hapymienue pyHKIMM MOYEK TSKETOW CTENEeHH (B CBSI3U C HEIOCTATOYHOCTHIO
JTAHHBIX ).

OnHOBpEMEHHOE  MPUMEHEHHWE C  JIPYyTMMU  MPOTHUBOOIYXOJIEBBIMU
npenapaTamu.

bepemMeHHOCTh U nepuoj KOPMIIEHUS IPYIbIO.

JleTckuii Bo3pacT (B CBS3U C HEJOCTATOYHOCTHIO JAHHBIX ).

C 0CTOPOKHOCTHIO

[IpuMeHSATh C OCTOPOXXHOCTBIO y TAIMEHTOB C HAapyIIeHHUEM (QYHKIIUUA TICYCHH

JISTKOM H CpClIHCfI CTCIICHU TAXKECTU, 3a00JIEBaHUSIMHU JKCITYJOYHO-KUIICYHOI'O

TpakTa; 3a00JIE€BaHUSAMH CEPICYHO-COCYIMCTON CUCTEMBI (BKIIIOYAs apTepUaTbHYIO

TUNIEPTEH3UI0, yyIMHeHHe wuHTepBaia QT, JKeTyIOYKOBYHO TaxXUKapAHWIO THUIIA

«IIAPYIT» B aHAMHE3€,; Yy NMAIIUCHTOB, IPUHHUMAKOIIUX aHTUAPUTMHUYCCKHUE CPEACTBA

npenaparel,  yauuHsomme — wHTepBan  QT);  1mepeOpoBacKyISIPHBIMU

3a00JIeBaHUSIMU;  apTEepPUAIbHBIM  TPOMOO30M;  HApPYIICHUSMU  (QYHKLIHUH

IHHTOBHI[HOﬁ JKCJIC3bI; Yy IAIMMCHTOB C IIOBBIMICHHBIM PUCKOM PpPa3BUTHUSA
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«Oco0bie yKa3zaHUs»).

IIpuMeHeHue B epuoa 6€epeMeHHOCTH U TPYAHOT0 BCKAPMJIMBAHUS
[IpotuBonoka3zano mnpuMeHeHue npemnapara [lazonmanuG-IIpomomen  mpu
OEpEeMEHHOCTH U B MEPUO/] TPYTHOTO BCKapMIIUBAHUSI.

bepemennocmo

[Io maHHBIM HMCCIEAOBAaHWW HA JKMBOTHBIX M MCXOJd M3 MEXaHW3Ma JCHCTBHUS,
Ma3onaHud MOXKET HAHOCHUTh BpPEJ IUIOAY MPU NPUMEHEHHH Yy OepeMeHHbIX. B
MCCJIEIOBAHUSIX Y )KUBOTHBIX MTA30MIaHUO BBI3bIBAJI CAMOIIPOU3BOJIBHOE PEPHIBAaHUE
OEpEeMEHHOCTH M OKa3bIBal TEpaTOreHHBINM A(DQPEKT y KpbIC M KPOJIUKOB IPH
CUCTEMHOW 3KCIO3WLHMM MEHBIIEH, 4YeM IMpH NPUMEHEHHH B MaKCUMAJIbHOMN
peKoMeHI0BaHHO# 103¢ y uenoBeka — 800 mr (ucxons uz AUC).

Cnenyer uHOpMUpPOBATH OEPEMEHHBIX, a TAaKXKE MAIMEHTOK C COXPaHECHHBIM
PENPOAYKTUBHBIM MMOTEHIIMATIOM O TOTEHIIMAILHOM PUCKE ISl TUI0J1A.

Jlakmayus

HewusBecTHO, MPOHUKAET JIM Ma30MaHUO UM €ro METa0OJIUTHl B TPYJAHOE MOJIOKO,
HET JJAHHBIX O BIMSHHUY TTa30MaHn0a Ha MIIaJICHIIEB, MOTYYaIoIIUX TPYIHOE MOJIOKO,
a TAK)K€ O BIMSHUU HA MPOIYKIUIO TPYTHOTO MOJIOKA.

B cBs31M ¢ BO3MOXKHOCTBIO Pa3BUTHSI CEPbE3HBIX HEXKEIATENbHBIX pEaKIui y
MJIAQJICHLIEB, TMOJYYAIOUUX TPYyAHOE MOJIOKO, CBS3aHHBIX C BO3ACHCTBHEM
nazonaHuOa, B IEPUOJ JAKTAI[UU MAIUCHTKE CIEAYEeT PEeKOMEH0BATh OTKA3aThCs
OT IPyHOTO BCKapMIIMBAHUSI HA BPEMS TEPAIIUH MPETAPATOM.

Kenwunvi ¢ coxpanennvim penpooyKmueHbiM NOMeHYUaIoM

[TanieHTKaM ¢ COXpPAaHEHHBIM PENPOJYKTHUBHBIM  TOTEHIIMAJIOM  CIEIyeT
WCITOJI30BATh HAICKHBIE METOJIbI KOHTPAIICTIIINH B TIEPUO/ JICUCHUS TTa30ITaHUOOM
Y B TEYEHHUE 2 HEJENb MOCTE MTprUeMa MOCIEIHEN JO3bI.

Cnocod npumeHeHusI U 103bI

Pexomennyemas mo3a mnpemapara IlazomanunO-IIpomomen coctaisier 800 wr
BHYTpPb OJMH pa3 B cyTku. [Ipenapar Ilazonanu6-Ilpomomen cneayer npuHUMAaTh

HC MCHCC 4YCM 3a OAWH 4YacC 10 WK 4CPE3 ABA Haca IIOCJIC IprucMa IuIu. TabneTkn
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CIE/TyeT MPOIATHIBATH HETHKOM, He Hapylas HX HEdoEiHOCIL (He PA3TANLIRATE

HE pa3xkeBbiBaTh). [lpu mpomycke mpuema oOuyepenHOM J03bl Ipenapara
MPOMYIICHHYIO 703y CIEAYET MPUHSATH TOJBKO B CIydae, €CIM JO0 CIEIYIOIIETO
3aIJIaHMPOBAHHOTO MpUEMa OCTanoch Oosiee 12 yacos.

1loo6op 003wl

B 3aBucHMOCTH OT MHIMBUIYaJIbHOW MEPEHOCUMOCTH CyTOYHAs J03a Mpenapara
MO>KET OBITh YMEHbIIIEHA WK yBeauueHa ¢ maromM 200 Mr, mpu ’TOM MakCUMasbHas
CyTOYHas J103a He JoJKHA npeBbimath 800 Mmr.

Ocoovle cpynnvl nayuenmoes

Ilayuenmul nodxcunozo sozpacma

Koppekiun pekuma T03UpOBaHUS W YACTOTHI MIpHEMa y IMAIMEHTOB B BO3pacTe
crapiie 65 et He Tpedyercs.

Ilayuenmul ¢ napywenuem ynkyuu novex

B cBsI31 ¢ HU3KOM CTENEHBIO BHIBEICHUS M1a30IMaHN0A U €T0 METa0OIMTOB MTOYKAMH,
HapylieHue (QyHKIMA TOYEeK  KIMHUYECKHM 3HAYMMO HE  BJIUSET Ha
(bapMaKOKHHETHKY I1a30MaHn0a, TMOITOMY KOPPEKIIMU pEeXUMa JTO3UPOBAHUS Y
nanueHToB ¢ KK > 30 mur/mun He TpeOyeTcs.

OneIT MpUMEHEHHWs Ta30MaHuba y TAIMEeHTOB C HApyIICHHEM (PYHKIIUU TOYEK
TSDKEJIOW CTETeHU WJIM Y TIAIMEHTOB, HAXOASAIIMXCS Ha TIEPUTOHCATLHOM JTHAIN3E
WJIM TeMOJIMajIn3e, OTCYTCTBYET, B CBSI3H C UeM IpuMeHeHue npemnapata [Tazomann6-
[IpomMoMen y TaKuX MAaIIMEHTOB MPOTHUBOTIOKA3aHO.

Iayuenmul ¢ napywenuem ynkyuu neveHu

be3omacHocTh mpuMeHeHUs U (papMaKOKWHETHKA Ma30MaHrn0a y MalueHTOB C YKe
UMCIOIIUMHUCS HApYIICHUSAMH (YHKIIMH TI€YEHHU IOJIHOCTHIO HE YCTaHOBJICHBI.
[Tariuentam ¢ HapymieHneM (DYHKIMH TEUYCHU JIETKOW CTENeHH (OMpEeNesioT IO
naHHbIM akTUBHOCTH AJIT u KOHIEHTpanuu OuaupyOMHa) KOPPEKLIHUH J03bI HE
TpeOyercs.

VY manueHToB ¢ HapyIIeHUSIMHU (PYHKITUU TTEYEHU CPEAHEH CTENEHU CIeAyeT CHU3UTh
no3y npenaparta [1azonanu6-ITpomomen 1o 200 Mr B CyTKH.

JlaHHBIX O TNpPUMEHEHUHW TMa3omaHuba y MAlMEHTOB C HapylleHHeM (QYyHKUIUU
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OoJiee yeM B Tpu paza Beiie BI'H (npu mo6oii aktuBHOocTH AJIT) HemocTaToyHo, B
CBSI3M C 4eM IpuMeHeHue npenapara [lazonanu6-IIpomomen y Takux marieHTOB
MPOTUBOIIOKA3aHO.

Ilo6o4yHoOe nelicTBHe

Huwxe mnpencTtaBieHbl HekeNlaTelbHble JieKapcTBeHHbIe peakuuu  (HJIP),
BO3HMKABIIIME TMpPU MPUMEHEHHH Mpernapara B KIMHUYECKUX HCCIEIOBAHMSIX C
yKa3aHHEeM YacTOThl WX BO3HHKHOBeHHs (Tabmuua 1). HJIP crpynmupoBanbl B
COOTBETCTBUH C KilaccuduKanueir opraHoB u cuctem opranoB MedDRA. Yacrora
BCTPEYAEMOCTH OIIPEIIEISICTCS CIEAYIONMM 00pa3oM: ouens yacmo (>1/10), uacmo
(>1/100 u <1/10), newacmo (>1/1000 u <1/100), peoko (>1/10000 u <1/1000), ouens
peoxo (<1/10000), uacmoma neuszsecmua (4acToTa HE MOKET OBITH ONMpeE/IeIeHA

HAa OCHOBEC HMCIOIIINXCH IlaHHbIX).

Tabnuya 1
ITKP CMT
Hngpexyuu u uneazuu
Nudeximu (¢ nnm 6e3 HelTponieHnn ) Yacro ¢
WNudexunu necen Heuacto Yacro

/Z06p01<auecm6eHHble, 310KA4Y€eCmMeEEeHHble U HEYMOYHEHHbLE H06006pa306‘aHu}Z (BKJZ}O’JCI}I

Kucmol U I’lOJlunbl)

bons B HOBOO6pa3OBaHI/I$IX Heuacto OueHb yacTo

CunapoMm JIU3Huca OMmyXoJu ¢ ¢

Hapywenus co cmopoHul kposu u tumgpamuueckoii cucmembvl

Helitponienus Yacro OueHb yacTo
TpomMOoruToTIEHUS Yacto OueHn 4acTo
Jlelikomenus Yacrto OueHp 4acTo
ITomuuureMus Heuacto ¢

OHOOKpUHHbIE HapYULeHUs.

T'unotupeos Yacro Yacro
IloBpIIIEHNE AKTUBHOCTU TUPEOTPOIHBIX TOPMOHOB | YacTo ¢

B KPOBH

CHukeHre KOHIEHTPALIMH TIIIOKO3bI B KPOBU Heuacto *
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HapyweHuﬂ MemaboruzMa u NUMaHusl

(MOCAEQCBATERBROCTE 0002)

CHMXeEHNE Macchl TeIa

Yacrto

OueHsp 4acTo

CHIKEHHeE anmneTuTa

OueHp yacTo

OuyeHp 4acTo

I'unodocdaremus Yacro ¢
O0e3BOXKUBaHUE Yacro Yacto
I'mnomaranemus Heuacro Heuacro
Icuxuueckue napywenus

becconnumna ¢ Yacto
Hapywenus co cmoponwvl nepsHotl cucmembi

I'onoBokpysxeHue Yacto Yacro
I'nmiectesus Heuacto ¢
[Tepudepuueckas ceHcOpHas HeHpomaTHs Yacto Yacro
[Tapecres3us Yacro Heuwacro
3aTOPMOKEHHOCTh Yacto ¢
COHJIMBOCTB Heuacto Heuacto

Jlucre3us (paccTpoiicTBO BKyca)

OueHp 4acTo

2

OuyeHp 4acTo

TosioBHAs 00JIb

OueHb 9acTo

OueHp 4acTo

ieMudeckuii HHCYIbT Heuacro Hewacto
TpaH3uTOpHAs UIIEMUYECKas aTaka’ Heuacro ¢
CunzpoM oOpaTHMoii 3aHei sHIedanonaTun’ Penko ¢
I'emopparnueckuit HUHCYJIBT Heuacro Hewacto
Hapywenus co cmoponul opeana 3penus

HeuetkocTs 3peHus Yacto Yacro
ObecrBeunBaHUE PECHHULL Heuacro ¢
Ortcnolika/pa3pbIB ceTYaTKU Heuacro ¢
Hapywenus co cmoponul cepoya

Hapymenust cepneunoit nesrenbHocTH (cHMxkeHue | Heuacto Yacro
¢bpakuuy BeIOpOCA JIEBOTO KeMy10uKa, XPOHHUECKas

cepaedHas HEJIOCTaTOYHOCTb, OrpaHUYEHHAas

KapJII/IOMI/IOHaTI/ISI)l

bpanukapaus Heuacro® Yacro*
Undapkr Muokapat Heuacro Heuacrto
Umemus Muokapza’t Hewacto *
XKemynoukoBasi Taxukapaus Thna «nupydat» (torsade | Hewacto ¢
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de pointes)! (MOCHREQOBATERBHOCTE 0002)
Hapywenus co cmopoHul cocy0os

ApTepHanbHas TUNEPTEH3HS OueHnb yacTo Ouenp yacto
OmuryieHre NpuinBa xapa K JIUIy Yacro Yacro
Benosnast pom603MO05Hs Yacto Yacro
I'emopparust Heuacto Heuacto
KpoBoreyenue u3 BEpXHUX OTAEIOB XKeIynouHO- | Hewacto Heuacto
KMILEYHOI'O TPaKTa

PeTrponeputroneaibHOE KPOBOTEUEHUE Heuacto Heuacto
PexranbHOE KpoBOTEUEHUE Heuacto Heuacro
TpomboTuueckass Mukpoanruonarus (B ToMm uymcie | Penko Heuacto
TpoMOOTHYECKask TPOMOOIIUTONIEHUYECKas MMy pIypa u

reMOJINTUKOYPEMHUYECKUI CUHAPOM)!

KpoBoredyenue u3 nmosnoctu pra Heuacto Yacro
I'emopponanbHOE KPOBOTEUEHHE Heuwacro ¢

AHanbHOE KPOBOTEUECHHE Heuacto Yacro
BbponxuanbHOE KpOBOTEUEHHE ¢ Heuacro
KpoBoTreuenus n3 MOYEBBIBOISIINX Ty TEN Heuacto ¢
«IIpunuBbi» Yacto Yacro
I'unepronnueckuii Kpu3 Heuacto ¢

Hapywenus co cmoponul Ovixamenvhoti cucmemsl, 0p2aHo8 2pyOHOU KIemKU U CPeOOCmeHUs]

Kamens ¢ Yacto
Hucdonus Yacto Yacto
JlucrHo? (oAbIIIKa) Yacto Yacto
ITHeBMOTOpaKc Heuacro Yacto
Punopes Heuacro Heuacro
bonu B porormoTke ¢ Heuacto
Hxora ¢ Yacto
KpoBoxapkanse Yacrto Heuacro
WNuTtepcTunmansHas 00J1e3Hb JIETKUX/TTHEBMOHUT Penxo Penxo
HocoBoe kpoBoTeueHue Yacro Yacro
Jlerounoe kpoBoTeueHue Heuacro Yacto
Kenyoouno-kuuieunvie napyuenus

Mereopusm Yacto Yacto

10
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SI3BEHHBIN CTOMATUT Yacro ¢
Yacras nedexamnms Heuacto ¢
PBoTa ¢ kpoBbIO Heuacro ¢
I'emaroxe3us Heuacro ¢
[Tepdoparus TOICTON KUITKHA Heuacrto ¢
[Tephoparyst MoAB3AOIIHON KUIIKH Heuacro Heuacro
Menena Heuacro Heuacro
[Tankpeatut Heuacrto ¢
IlepuTonuT Heuacto Heuacto

Bonb B KUBOTE (B TOM YHUCIIE B SMUTACTPUU U TIO

xony KI/II_HG‘IHI/IKa)

QueHp 4acTo

OueHp 4acTo

Huapes Ouensp yacto Ouensb yacto
Hucnencus Yacro Yacto
Tephopanus sxKeayaKa Wil KMIIeuHHKal Heuacto ¢
OO6pazoBaHue KeTyTOUHbIX U/UIH KUIIEYHBIX Heuacto Heuacto
cBHIIEit

Hapy»xHblii Opro1iHoi cBHIIL Heuacto Heuacto
[ToBbIIEHNE AKTUBHOCTHU JIUTIA3bI Yacro® ¢

TomHoTa Ouenb yacto Ouenb yacTo
Cromatur Yacro Ouenb yacTo
PBota OueHnb yacto OueHp yacTo
CyXOCTb CIM3UCTON 000JI0UYKHU MOJIOCTH PTa Yacro Yacro
KpoBoredyenue u3 xemy104HO-KAILEYHOTO TPAKTa Yacto Yacro
Hapywenus co cmoponul neuenu u scenuegvlgooauyux nymet

['emaToTokcMYHOCTH Yacro ¢

Kentyxa Heuacto ¢
JlexapcTBEHHOE MOPaKEHNE NIEYEHN Heuwacro ¢
[leyeHo4Hast HEJOCTATOYHOCTD Hewacro ¢
OTKIOHEHHE TIE4eHOYHOH (ByHKIIHH OT HOPMBI® Yacro Heuacto
Hapywenus co cmopoHbl Kodicu u NOOKONHCHBIX MKAHElU

TopaskeHus KOKH Heuacto Yacro®
Anonenus OueHb yacto Yacro
DKcdonuanus Koxu Heuacto ¢

11
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CyxocTb KOXHU Yacro Yacro
DkcdoauaTUBHAs ChIIb ¢ Ouensb yacto
N3menenue 1iseta BoJoc Ouensb yacto Ouens vyacto
[Topaxxenue HOrTen Heuacro Yacro
[TaneMapHO-IIIaHTapHAS SPUTPOANIECTEIUL Ouensp yacto Heuacto
(JTaTOHHO-TTOIOIIBEHHBIA CHHJIPOM )

[TomomBeHHast spurTemMa Heuacto ¢

S13BbI KOXKHU ¢ Heuacto
Peaknus porocencubmmsanun Heuacto Heuacto
I'unepruapos Yacto Yacro
Kosxnas ceimnb OueHb yacTo Heuwacro
BesukynspHas cbinb Heuacto ¢
[Tammyne3nas colb Heuacto Heuacto
DOpuTeMaro3Hasi Chlllb Heuacto *
I'enepanuzoBanHas Chilb Heuwacro ¢
MakynsipHas ChbIIlb Heuacto ¢

3yndias Chllb Heuacto ¢

KoxHnslii 3y1 Yacto Yacro
Oputema Yacto Yacro
JlemurMeHTanus KOxXu Yacto ¢
['mnonurMeHTanus KoXu Yacto Ouensb yacto

Hapywenus co cmoponul mbluieyHotl, ckelemHo u cOeOUHUMENbHOU MKAHU

CkeneTHo-MblIIeyHast 00JIb Heuacto Yacro
MpbleyHsbIi criasm Yacto Yacro
ApTtpanrus Yacro Heuacto
Munanrus Yacro Yacro
Hapywenus co cmopoHuvl nouex u Mouegbleo0aujux nymeti

[porennypus’ OueHp yacTo Heuacto
I'ematypus Yacro Heuacto
Hapywenus co cmopoHuvl penpooyKmugHot CUcmeMbl U MOJIOYHBIX Jicerle3
MeHnopparus Heuacto Heuacto
Mertpopparus Heuacto ¢
Buiaranuinoe kpoBoTe4eHue Heuacro Heuacto

12
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Obwue HapyweHus u peakyuu 8 mecme 86e0eH s

(MOCAEQCBATERBROCTE 0002)

Bocnanenue ciu3ucToi 000J104KH Yacto Heuacto
Otekn Yacro® Yacro’
Actenus Yacto Heuacto
Boiib B rpyaHOi KieTke? Yacro Yacro
O3H00 Heuacto Yacro

IToBeIICHHAS YTOMIIACMOCTD

OueHp 4acTo

OueHsp 4acTo

Jlabopamopnvle u uncmpymenmanbHvle OaHHble

ToBbimenne aktuBHOCTH AJIT? OueHnb yacTo Yacto
[ToBbllIEHNE AKTUBHOCTH Ouensp yacto Yacro
acmapratamuHOTpanchepass (ACT)!

I'unep6unupy6ounemus’ Yacrto Heuacto
N3MeHeHne KOHLIEHTpaluu X0JeCTEPUHA B KPOBU ¢ Yacro
[ToBbIIIEHNE KOHIEHTPALMU KPEaTUHNUHA B KPOBH Yacto ¢
[ToBbIlIEHNE AKTUBHOCTH aMUJIA3bl Yacrto ¢
[ToBbIIEHNE KOHIIEHTPALIMM MOYEBHHBI B KPOBU Yacrto ¢
MamoansOymMuHEMES ¢ Ouensb yacTo
[ToBbllIEHNE AKTUBHOCTH raMma- Yacro Yacro
IIOTaMUJITPAHCIENTHAA3BI

N3meHeHne akTHBHOCTH TOPMOHOB ITUTOBUIHOU Heuacto ¢

KETIE3bI

VunuHenue unteppana QT? Heuacto Heuacro
CHmxenue Beca Yacto OueHsb yacTo

4 — B X01¢ PEruCTpaiuOHHBIX KIIMHUYCCKUX I/ICCJ'IGI[OBaHI/Iﬁ CBsA3b HCXKCIATCIIbHOI'O ABJICHHUA C

npueMom rma3onanu0a He YCTaHOBJICHA,
1

2

YYBCTBUTEILHOCTH);

S_ B OOJIBIIMHCTBE CJIY4acB MaJIbMapHO-IUIAHTAPHAA SPUTPOANU3CCTC3UA (J'Ia):[OHHO-HOI[OI_HBCHHHﬁ

CHUHJIPOM);

4 _ 6pamuKkapaus ONpeenseTcs Ha OCHOBAHMM 4acTOTHI CepAedHOro putMa (MeHee 60 yaapoB B

MUHYTY). Bpanukapaus ¢ KIMHUYECKMMM TMPOSIBICHUSIMH BCTpEYaeTCs pexe, M €€ 4acroTa

- HOIlpO6Ha$I I/IH(I)OpMaI_IPlﬂ NIpUBCCHA B pa3aciic «Oco0bIe YKa3aHUs»;

OCHOBaHa Ha oTdeTax 0a3 JaHHBIX O 0e30IMacHOCTH na3onaHH6a;

5

MIPOBEICHUH JIOTIOJTHUTEIbHBIX UCCIICIOBAHU;

— areB3ust (yTpara BKYCOBOW UYBCTBUTEIBHOCTH), THIOreB3us (IMOHMKEHHE BKYCOBOM

— nusa nokazaHus IIKP uactora BCcTpeuaeMOCTH OCHOBAaHAa Ha JAHHBIX, IOJYYEHHBIX IIpU
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%:HEJ.C BATENBHOCTE 0002)

6

il
— nepudepruIecKue OTeKH, JIOKAIbHBIE OTEKH, DTEKH rnzg,

" _ mepudepuueckue 0TeKH, OTEYHOCTh BEK.

Heiitpornienusi, TpoMOOIIMTONIEHUSI U MaJlbMapHO-TUIAHTapHAsT PUTPOIUZECTEIUS
(J1aTOHHO-TIOIONIBEHHBIN  CHHIPOM) dYaile HaOmIoJaluch y  MalMEeHTOB
BOCTOYHOA3UATCKOTO MPOUCXOKICHUSI.

B Tabmuue 2 nmpeacTaBieHbl OTKIOHEHHUS JTAOOpATOPHBIX — IOKa3aTelew,
BcTpevaBmmecs y > 15 % nanuentoB ¢ [IKP, npunumaBmmx mazonaHud B xoje
KIMHAYECKUX  uccienoBaHuid. CrTerneHb  OTKJIOHEHHMS  OCHOBBIBAETCS  Ha
Kiaccuukanuym oOIUX KPUTEPUEB TEPMHUHOJIOTUU HEKENATENbHBIX SBJICHUM

(CTCAE) HaunoHanbHOT0 MHCTUTYTA pakKa.

Tabnuya 2
[Tapamerpsl [Tazonanu6 (N = 290) [Tname6o (N = 145)
Bce Crenens | Crenenn | Bee Crenenn | CteneHb
crenenn, | 3, % 4, % crenend, | 3, % 4, %
% %
I'emamonocuueckue
Jleiikonenus 37 0 0 6 0 0
HetitponieHus 34 1 <1 6 0 0
TpomMOoruTonIeHUS 32 <1 <1 5 0 <1
JlumdouutoneHus 31 4 <1 24 1 0
buoxumuueckue
[ToBbIIEHNE 53 10 2 22 1 0
aktTuBHOCTH AJIT
[ToBbIIEHNE 53 7 <1 19 <1 0
aktuBHOCTH ACT
l'uneprimkemust 41 <1 0 33 1 0
[ToBbIIEHNE 36 3 <1 10 1 <1
KOHIIEHTPALIUU 00ILero
ounupyOuHa
I'unodocdaremus 34 4 0 11 0 0
I'unokanbiieMus 33 1 1 26 1 <1
l'unonaTpuemus 31 4 1 24 4 1
I'unepxanuemus 27 4 <1 23 5 0
I'unepkpeaTunuHemus | 26 0 <1 25 <1 0
['unomarauemust 26 <1 1 14 0 0

14
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B rtabmume 3

MpEACTaBIICHBI

OTKJIOHCHUA

1a0OpaTOpHBIX  TOKa3aTeseH,

BcTpeuaBimmecss y > 15 % mnamuentoB ¢ CMT, nomyuyaBmmx mazonaHu® B XoJe

KIIMHNYCCKUX HCCJ'ICI[OB&HI/II\/'I. Crenenp OTKJIOHCHUA OCHOBBIBACTCA Ha
knaccudukanuu CTCAE HanmonanbHOro MHCTUTYTA paka.
Tabnuya 3
[TapameTpsi [Tazomanu6 (N = 240) [Tnane6o (N = 123)
Bcee Crenenp | Crenens | Bee Crenenp | CreneHb
creneny, | 3, % 4, % crenenu, | 3, % 4, %
% %
I'emamonocuueckue
JleWikoneHUs 44 1 0 15 0 0
HetitponieHus 33 4 0 7 0 0
TpomOGouuToneHus 36 3 <1 6 0 0
JlumdonuToneHus 43 10 0 36 9 2
Anemus 27 5 2 23 <1 <1
buoxumuuecxue
[ToBbimeHue 32 3 0 23 <1 0
aKTHBHOCTH LIEJIOYHON
¢docarazer (ILID)
[ToBbIIEHNE 46 8 2 18 2 <1
aktuBHOCTH AJIT
[ToBbIIEHNE 51 5 3 22 2 0
aktuBHOoCcTH ACT
'umoansOymMuHEMUS 34 <1 0 21 0 0
I'nnepriukemus 45 <1 0 35 2 0
[ToBbIIEHNE 29 1 0 7 2 0
KOHIEHTPALUU O0IIETOo
ounupyOuHa
I'mmonaTpuemus 31 4 0 20 3 0
Namokamuemus 16 1 0 11 0 0

B Ta6J'II/ILIC 4 MpEACTAaBJICHbI HEXKCIATCIbHBIC PCAKIWN, BBIABJICHHBIC BO BPCMs

MNOCTPECTUCTPALMUOHHOI'O ITPUMCHCHUSA IIpCIiapara.

I[aHHBIe HCIKCJIAaTCIIbHBIC PCAKIINH BKJIIIOYAIOT B ce0s1 CITOHTaHHbIE COOGH_ICHI/IH (0)

15
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(Moc DB Hi 0002
HEXKCJIATCIBHBIX SBJICHUIX, A TaKXKeE CCpBC?l;l—TT;Té'-lEI—%)K%II'-IEI-’]EJIIII:BI_F'IBI%Tjp:éak‘n]/ﬂ/]

BBIABJIICHHBIC B PC3YJIBTATC IIPOAOJIKAOIIUXCA PICCJ'IGI[OBE[HHI?I, I/ICCJIe,Z[OBaHI/Iﬁ
KJIMHUYECKOU Q)apMaKOHOFI/II/I N TIOMCKOBBIX I/ICCJIGIIOBaHI/Iﬁ 0 HCYTBCPKIACHHBIM
ITIOKa3aHUAM.

Tabauya 4

Hugpexyuu u unsasuu

Nudexnnn (¢ nim 63 HeUTponeHun) | Yacto
Hapywenus co cmopoHul Kposu u tum@amuyeckou cucmembl

TTomumuremus Heuacto
TpomboTuueckass MuKpoaHruomnatus (B TOM umciae Tpomboruueckas | Hewacro
TPOMOOLIMTONIEHNYECKAass ~ Mypoypa W TeMOJUTUKO-YPEMHUYECKHI
cuaapom)?

Hapywenus memabonuzma u numanus

CuHIPOM JU3HCA OITYXOIH (B TOM YMCJIE M CO CMEPTENBHBIM Hcxoaom)! YacroTa

HEU3BECTHA

Hapywenus co cmoponwl HepsHoti cucmembl

CunzipoM oOpaTuMoii 3aaHei sHIedanonaTun’ Penko

Hapywenus co cmoponwl opeana 3penus

Ortcioiika ceTyaTKu Heuacro

PaspsIB ceTyaTkH Heuacto

Hapywenus co cmoponwl cocyoos

AHEBpHU3MBI U pacclOCHUsI apTepuu | Penko

Hapywenus co cmoponul dvixamenvHoU cucmemsl, Op2aHos8 2pyOHOU KIemKU U CPeO0CmeHUs.

Unrepcrurmansaas 6omesss nerkux (MBJI)/maeBMonuT? Penko

JKenyoouno-kuwieunvie HapyuieHus

Mereopusm Yacro

[TankpeaTut Heuacto

Hapywenus co cmoponul neuenu u scenyesblgo0auux nymeti

[leyeHo4Hast HEJOCTATOYHOCTD Yacrora
HEU3BECTHA

Hapywenus co cmoponul Kodtcu u no0OKONCHbIX MKAHell

S13Ba KOXKM | Heuacrto

Hapywenus co cmoponuvl mbluleynotl, ckeiemHol U cOeOUHUMENbHOU MKAHU

Aprpanrus Ouensp yacto

MplIeYHbIN criasm Yacro

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

[ToBbIIIeHNE AKTUBHOCTH raMMa-TJIFOTAMUJITPAHCIICTITH1a3bl | Yacrto

! _ monpo6uas urdopmarus npuseaena B pasaene «OcoOble yKazaHus.

Ecnu nro6pie U3 yKa3aHHBIX B MHCTPYKIIMH TMOOOYHBIX A((HEKTOB yCyryOIsroTCs,
wiu Bl 3aMerwnu s00ble  Jpyrue 1moOouHble 3(PGEKTh, HE YKa3aHHBIE B
WHCTPYKIMH, COO0IIKTE 00 3TOM Bpauy.

Ilepeno3upoBka

B kmHHUYecKuX MCCien0BaHUsAX Ma30MaHuo npuMeHsics B 1o3ax 10 2000 mr.
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-

ot 22.05.2025 N2 12975
(NOCNEOCBATENEHOCTE 0002)

Cumnmomuwl

Jlo30IUMUTHpPYIOIAsT TOKCUYHOCTH (MOBBIIICHHAs YTOMIIIEMOCTb 3 CTENEeHH) U
apTepualibHasi TUNEPTEH3Us 3 cTeneHu Habmoaammch y 1 w3 3 NalueHToB,
npuHsaBmux 2000 mr u 1000 Mr mazonanu0a B CyTKH COOTBETCTBEHHO. Bo3MOXkHO
YCUJICHUE BBIIICONMCAHHBIX HEKENATEIbHbBIX SIBIICHUM.

Jleuenue

CumnroMaTuyeckoe.

Tonbko HE3HAUWTENbHAS YACTh TA30MaHMOA MOXKET BBIBOAUTHCS ITOCPEIACTBOM
reMoJIhaan3a, MOCKOJIbKY BBICOKA CTENEHb €r0 CBS3bIBaHUS C OElKaMH IUIa3MBbI
KpPOBH.

B3aumopeiicTBue ¢ APYruMu JIEeKAPCTBEHHBIMH CPeCTBAMU

Hnoykxmopvr  unu  uneubumopvt cucmemvl yumoxpoma P450 (uzopepmenma
CYP3A4)

Ha ocHoBaHMM JaHHBIX HCCACIOBAaHWM N VIO MOXHO Tojlarathb, dTO
OKHUCJIUTENIbHBIA MeTa0oNM3M Ma3onaHnba B MHUKPOCOMAxX II€UEHU YeTOBEKa
MIPOTEKAET, B OCHOBHOM, TTpH ydactun m3odepmerta CYP3A4, ¢ He3HAUUTEITLHBIM
yuactuem mzodepmentoB CYPLA2 u CYP2C8. Takum oOpa3om, HHTUOUTOPHI U
uHAyKTOpHl n3opepmenta CYP3A4 MoryT n3MeHsATh MeTab0JIM3M Ma3onaHuoa.
Uneubumopvr  uzogpepmenma CYP3A4, P-eauxonpomeuna (P-gp) u benka
pesucmenmuocmu paxa moaounou sxcenezvl (BCRP)

[Tazommanu6 sBnsiercs cyoctparom s nzodpepmenta CYP3A4, P-gp u BCRP.
OnHoBpeMeHHOE npuMeHeHne nazonanuoa (400 Mr oMH pa3 B CyTKH) C MOIIIHBIM
unruouropom n3zopepmenta CYP3A4 u P-gp, ketokonazonom (400 Mr onuH pas B
CYTKH) TOCJIEOBATEILHO B T€UEHHUE S5 JHEH MPUBOJUIIO K MOBBIIMICHUIO CPEIHUX
3HaueHU AUC(.24) 1 Cpax mazonanuba Ha 66 % u 45 % COOTBETCTBEHHO, IO
CpPaBHEHUIO C MPUMEHEHUEM Ta3ornannba 0e3 conyTcTByromumx npemnapaton (400 mr
OJIVH pa3 B CYTKH B TeueHue 7 nuei). [Ipu moBbIieHnr 10361 B 11anazone ot 50 mr
10 2000 mr BemuurHbI Cmax 1 AUC mazonanuOa Bo3pacTain B MEHBIIEH CTETICHH,
4eM NpOonopLUUOHATIBHO J103€. TakuM 00pa3omM, y OONBIIMHCTBA MAIIUEHTOB MOCTE

CHIDKEHUS J03bI na3zonannba 10 400 Mr oauH pa3 B CyTKU B IPUCYTCTBUH MOIIHBIX
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unruouropoB uzodepmenta CYP3A4 cucTEMAGS %KC]‘IO’PJ/HII%/IH ardidabea

COOTBETCTBOBAJIa TAKOBOM MpU MPUMEHEHUH Na3zonanuba B go3e 800 Mr ojuH pas3 B
CYTKHM 0€3 OJJHOBPEMEHHOI'O PUMEHEHHUS COIMyTCTBYIOIMX IpenapatoB. OJHAKO y
HEKOTOPBIX MAIMEHTOB BEJIMYMHA CHCTEMHOW JKCIO3UIIMU Ma30maHuba MOXKET
YBEJIMYUTHCS TI0O CPABHEHHUIO C TAKOBOW MPHU OTJCIBHOM €ro MPUMEHEHHUU B J103€
800 mr. OOHOBpEeMEHHOE NIpPUMEHEHWE Ma3onaHuda ¢ JIPYTMMU MOIIHBIMU
uHruoutopamu  uzopepmenta CYP3A4  (TakuMum  Kak  MTPAKOHA30],
KJIAPUTPOMULIMH, aTa3aHABUP, UHIWHABUD, He(]a300H, HeIdUHABUDP, PUTOHABHUD,
CaKBHUHABUP, TEIUTPOMUIIMH U BOPUKOHA30J1) MOXET MPUBOJUTH K MOBBIIICHUIO
KOHIIeHTpauuu nazonanuba. [Ipu nmpueme mpenapara ¢ rpedn@pyToBbBIM COKOM
TaK)K€ MOXET OTMEUYAThCsl YBEIUUYCHHE KOHIIEHTPALUU M1a30MaHuoa.

[Ipumenenune 1500 wmr mamaruauOGa, cyOcTpatra u ci1aboro HMHruOUTOpa
nzopepmenta CYP3A4, P-gp u BCRP, ognoBpemernHo ¢ 800 Mr maszomanHuOa
npuBOAUT K yBenudeHuto cpenHux BeauunH AUCp.s U Chax TOCIIEAHErO
npumepHo Ha 50—60 % 1o cpaBHEHHIO ¢ OTAEIbHBIM IPUMEHEHUEM Ta30naHn0a B
no3e 800 wmr. OgHOBpeMEHHOE MNpPUMEHEHHE IMa30omaHuba ¢ UHruOUTOpaMu
uzopepmenta CYP3A4, P-gp u BCRP (manpumep, mamatuHu®) MPUBOAMUT K
MOBBIIIIEHUIO KOHIICHTpAIlMU Ma3onaHuba B T1ia3Me KpoBH. OJHOBPEMEHHOE
NpUMEHEHHE ¢ MOIHbIMH WHTHOUTOpamu P-gp mmm BCRP Moxer m3MeHUTH
HKCIO3UIMIO W paclpezesieHue mna3zonaHu0a, B TOM YHWCIE paclpeiesieHue B
nentpansHoit HepBHOU cucteme (IIHC). Cnenyer wuzberaTh OJHOBPEMEHHOTO
NpUMEHEHUsT Tpernapara ¢ MOIIHbIMU uHTHOUTOpamu P-gp wnm BCRP, nmu6o
MPUMEHSTH aTbTEPHATUBHBIC MIPENAPaThl, HE 00IaTAIONINE YKa3aHHBIM JICHCTBUEM,
WJIM OKa3bIBalolllMe MUHUMAaJIbHOE MHTHOUpYtoulee aevicteue Ha P-gp wiu BCRP.
Cnenyer wu3beratb OJHOBPEMEHHOTO TIPUMEHEHHUS TMa30mMaHuba C MOITHBIM
unruouropom uzopepmenra CYP3A4. Eciu KIMHUYECKH MpUEMIIEMOMN
albTepHATUBbl MOIIHOMY uHTHOUTOPY H30(hepmenta CYP3A4 He umeercs, n03a
nazonanuba nomkHa ObITh cHukeHa 10 400 Mr B CyTKM Ha BECh TMEPUOJ
MIPUMEHEHUS OTHOBPEMEHHOM Tepanuu (cM. pazaen «OcoOble ykazanus»). B ciydae

Pa3BUTHUA HCXKCIIATCIIbHBIX ﬂBJIeHI/Iﬁ, CBA3AaHHBIX C JICKAPCTBCHHBIMU IIpCIIapaTaMu,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

Hnoyxmopwt uzogpepmenma CYP3A4

HNuaykropsl uzodpepmenta CYP3A4, nanpumep, pudaMnuint, MOTYT YMEHbBIIATh
KOHILIEHTpaIMIO TMa3onanuba B 1a3Me KpoBH. OJIHOBpEMEHHOE NpPUMEHEHUE
nazonannba ¢ MomHbIMH HHAYKTOpamu P-gp wim BCRP moxer wu3mMeHUTH
HKCIIO3UIUIO U paclipesiesieHne na3zonanuda, B ToM uucie pachpenenenue B [IHC.
PekomeHnmyeTcss nmpUMEHEHHE allbTEPHATUBHBIX IpenapaToB, He 00Jagaronux
yKa3aHHBIM JICUCTBHEM WM HWMEIOIMUX MHUHUMAIBHYIO WHTHOUPYIOIIYIO
aKTUBHOCTD B oTHOIIeHUU n3odepmenta CYP3A4.

Brusnue naszonanuba na cyocmpamuol cucmemvi yumoxpoma P450

B wuccnenoBanusx in Vitr0 OBUIO TIOKAa3aHO, YTO IMa30MaHUO WHTUOHWPYET
n3odepmentol nuroxpoma 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2El1. B
UCCJIEIOBAHMUIX (PAapMaKOJIOTMYECKUX CBOMCTB Ma3omaHuba, rAe mpenapar
npumensics B 1o3e 800 Mr oIMH pa3 B CyTKH, IMOKAa3aHO, YTO MA30MIaHUO HE UMEET
KJIMHAYECKU 3HAYMMOTO BIMSHUS Ha (apMakOKMHETHKY KodenHa (cyOcTpar
uzopepmenra CYP1A2), Bapdapuna (cyoctpar mzodepmenta CYP2C9) wm
oMmenpaszona  (cyocrpar  um3odepmenta CYP2C19) y  mamueHToB €O
3JI0KaYECTBEHHBIMU HOBOOOPA30BaHUSIMU.

[Tazonanu® npuBoam k yBenudeHuro cpeaanx 3HaueHnit AUC u Cmax Mua30mama
(cyocrpat m3odepmenta CYP3A4) npumepno Ha 30 % u nmoseimennto Ha 33-64 %
COOTHOIIICHUSI KOHIIEHTpALUK JeKkcTpomMeTopdanHa u aekcTpopdana B Moye mocie
npruemMa BHYTpb AekcTpoMeTopdana (cyocrpar nzodpepmenta CYP2D6).
OpnnoBpemenHoe mnpumeHenne 800 Mr maszomanub0a OJAWH pa3 B CYTKA U
naknurakcena 80 mr/m? (cyberpar nzopepmentos CYP3A4 u CYP2C8) oaun pas B
HEJIeII0 MPUBOAMIIO, B cpeaHeM, K moBbimeHn0 AUC u Cp, makimrakcena Ha
26 % u 31 % coOTBETCTBEHHO.

OnHOBpeMEHHOE TpUMEHEHUE Tna3zonaHuba ¢ cyOcTparaMu H30(EPMEHTOB
CYP3A4, 2D6, 2C8 ¢ y3kuM TepaneBTUICCKUM JUATIA30HOM HE PEKOMEH/TyeTC.
Brusanue nazonanuba na opyaue ghepmenmol u mpancnopmuule OeaKu

HccnenoBanus in Vitro mokasaiu, 4To Ma30maHuo SBISIETCS MOIIIHBIM HHTHOUTOPOM

19



COOTBETCTBYET C_E:'_ OMY OTYETY

ot 22 05. 2 25 N2 12975

UGT1Al1 u OATPIBI ¢ ICs 1,2 MkM 1.0 79 M M‘ co%n%fmnenno T[azm'vinn(i

MOXET TMOBBIIATh KOHIEHTPAUUU JIEKAPCTBEHHBIX IIPENapaToB, BBIBEICHUE
KOTOPBIX ocytecTBisieTcs: B ocHoBHOM mipu yuactun UGT1ALl u OATP1BI.
OonospemenHoe npumeneHue na3onaHuda u CUM8ACMAamuna

OnHOBpeMEHHOE MPUMEHEHHE Ma30MaHnba 1 CUMBACTaTHHA YBEJIMUMUBAET YACTOTY
noBbiieHus aktuBHoctu AJIT (27 % mnporuB 14 %). Eciam y mnaruenra,
MPUHUMAIOIIETO CHUMBACTaTUH OJHOBPEMEHHO C TA30MaHUOOM, TMOBBIIIACTCS
aktuBHOCTh AJIT, creayer BBIIOJHUTHE PEKOMEHAALMH IO JIO3UPOBAHUIO
nazornaHuba W OTMEHUTh CHUMBAcTaTWH. JIaHHBIX 178 OIEHKH pHUCKa
OJIHOBPEMEHHOTO TMPUMEHEHMsI aJbTEPHATHBHBIX CTATMHOB U Ta3omaHuba
HEJ0CTaTOYHO.

Bruanue npuema nuwu na hapmaxkoxunemuxy nazonanuoa

[Ipuem mazonannba BMECTE C HACBHIIICHHOUW WJIM O€THOM KUpaMu MUIIEH TPUBOUT
K mpuMepHo aByKpaTHOMY yBenanueHut0o AUC u Cyax ma3omnanuoa.
Jlexapcmeennvle npenapamsi, Komopwvle nosviuiarom pH owcenyoounozo coxa
OnHOBpeMEHHOE  NPUMEHEHHE  Ta3onaHuba W 230MENpas3ojia  CHIXKAET
onomocTynHOCTh nazonannba npuoau3uTeabHo Ha 40 % (AUC u Chay). Craenyer
n30eratb OJHOBPEMEHHOIO MPUMEHEHHs TMa3omaHuba C JIEKapCTBEHHBIMU
npenaparaMmu, Kotopble nosbimaoT pH xemynouHoro coka. I[Ipu HeoOxoaumMocTn
OJTHOBPEMEHHOTO TPUMEHEHUS HWHTHOUTOpPOB TipoToHHOM mommbl  (MUIIIT)
pPEKOMEHyeTCsl IPUHUMATh /103y Ma30MaHu0a BHE MpUeMa MUILH, OJIUH pa3 B ICHb
BeuepoM, opHoBpemenHo c¢ MUIIII. Ilpu HeoOXoguMMOCTH OJHOBPEMEHHOTO
MPUMEHEHUSI aHTarOHUCTOB Hp-perientopoB mazonanuo ciaeayeT NpUHUMATh HE BO
BpeMsl MpHeMa NUIIM, KaK MUHAMYM 3a 2 4aca 10 WIH, [10 MEHBIIEN Mepe, Jepes
10 yacoB mocie mnpuema aHTaroHucra Hy-penentopos. Ilazonmanu® crnenyer
PUHUMATh, [0 MEHbILIEH Mepe, 3a 1 Jac 10 uim yepe3 2 yaca nociie NpuMeHeHus
aHTAIMJOB KOPOTKOrO  JAeicTBUA. PekoMmeHmauuu 1O  OJHOBPEMEHHOMY
npuMmenennto  UIIII  w  anraromncroB  Hj-penentopoB  OCHOBaHBI  Ha

(1)I/ISI/IOJ'IOI‘I/I‘IGCKI/IX 0COOEHHOCTSIX YEJIOBEUECKOIO OopraHusma.
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(NOCNEOCBATENEHOCTE 0002)

Oco0ble ykazanus

Brusinue na ¢ynkyuio neuenu

[Ipy mnpuMeHeHMM Ta30MaHUO0a OTMEUYEHBI CIAyYad Pa3BUTHS TEYCHOYHOMN
HEJIOCTAaTOYHOCTH (BKJIIOYAsl CIydad C JIETaIbHBIM HCXO0JIOM). B KIMHUYECKHX
MCCIIEIOBAHUSIX Ta30maHn0a HabII0AaI0Ch MOBBIIIEHUE aKTUBHOCTH TPAHCAMUHA3
(AJIT, ACT) u koH1eHTpanuy ounrpyOuHa. B OONBIIMHCTBE CIy4aeB OTMEUYAIOChH
u3oaupoBaHHoe nosbilieHue akTuBHOCTH AJIT u ACT, He compoBoXKIaBiIeecs
OJTHOBPEMEHHBIM  TOBBIINICHUEM AaKTUBHOCTH IIENOYHOW ¢ocdara3pl WIH
KOHIIEHTpaluu OuiaupyOuHa. Y mnamueHToB ctapiie 60 JIeT pUCK MOBBIIICHUS
aktuBHoctu AJIT, B Tpu pasza npesbimaromeir BI'H, moxer Bo3pactath. Y
nanueHToB, Hecymux amreas HLA-B57:01, Takke oTMe4danoch yBeTUUCHUE PHCKA
BBI3BAHHOTO MMa30maHuOoM moBbiieHUus akTuBHOCTH AJIT (19 % mnanueHToB C
ammtenem HLA-B57:01 mpotuB 10 % 06e3 TakoBoro). HeoOxommmo mpoBOAMTH
KOHTPOJIb (PYHKIIMH MEYCHH Y TAIIUEHTOB, MPUHUMAIOIINX MTa30MaHu0, HE3aBUCUMO
OT UX T€HOTHUIA U Bo3pacTa. B mojapistomnem OOJbIITMHCTBE Cy4aeB MOBBIIICHHUE
aKTUBHOCTU TpaHCaMUHA3 JIFOOOW CTEMEeHUW OTMEUaJIoCh B TEYEHUE TNEPBBIX
18 negenr Tepanuu  masomaHuOoM. CTENmeHb TSHKECTH OCHOBBIBASTCS Ha
knaccupukanuu CTCAE HannoHanbHOro MHCTUTYTA PakKa.

Heob6xonuMo mMpoBOAUTH KOHTPOJIb AKTUBHOCTH (PEPMEHTOB TMEUEHH Tiepe
IpUMEHEHHEM Ta3onanuba U Ha 3, 5, 7 m 9 Hemensax Tepanuu, 3aTeM Ha 3 H
4 mecdllax Tepanuu U MO KJIMHUYECKUM MokazaHusM. [lepuoandeckuii KOHTPOIIb
CJIeAy€eT MPOBOAUTH MOCIE 4 MECSILIEB TEPANUHU.

Crnenyromue yka3aHus KacaroTCs MAIMEHTOB ¢ MCXOJHOM KOHIIEHTpAIMei o01ero
owmpyouna < 1,5xBI'H, a taxke aktuBHOCcTsIMU AJIT u ACT < 2xBI'H:

. [TartueHTHI ¢ U30IMPOBAHHBIM NOBbIIIeHHEM akTUBHOCTH AJIT Bhilie BI'H B
3-8 pa3 MOTyT IpoJIoJKaTh MPHUEM Ma30MaHuba, MPU ITOM CIIEIYET eXKEHEACTBHO
KOHTPOJIMPOBATh MOKa3aTeanu PyHKIUHU NIeYEHU 10 yMeHbIlIeHus: akTuBHOCTU AJIT
10 1-ii cTeneHn TOKCUYHOCTU WJTU O UCXOJHOTO 3HAYEHUSI.

. [Tanmentam ¢ mnoBeimieHreM akTuBHOCTH AJIT OGonee uwem B 8 pas

otHocutensHo BI'H crnenyer mnpepBarh mnpueM mna3onaHuba a0 CHUKEHHS
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MOTEHIMAIbHASL TI0JIb3a BO300OHOBJICHUS IMpHUEMa Ma30MaHu0a IMPEBBIIIAET PHUCK
pa3BUTHUS TEMAaTOTOKCUYHOCTH, IIPUEM Ma30nmaHnba MOXKET ObITh BO30OHOBJICH B
J103€, yMeHbIIeHHOM 10 400 Mr OJIMH pa3 B CYTKH, O] €XKEHEAEIbHBIM KOHTPOJIEM
nokasatenel (pyHKIMM NedueHu B TeueHue § Heaenb. [Ipu mocneayromux nprueMax
nazonaHuoOa B cliydae MOBTOPHOTO MOBbIIeHUs akTUBHOCTH AJIT Oosiee ueM B Tpu
paza otHocutenbHo BI'H nazonanu6 ciienyeT moJHOCTbIO OTMEHUTb.

* YV mamueHToB ¢ mobimieHHeM akTuBHOCTH AJIT Oonee weM B Tpu pasa
otHocuTenbHO BI'H 1 01HOBpeMEHHBIM MOBBINIEHHEM KOHIIEHTpAIUU OMiiupyOrnHa
Oonbllle yeM B JBa pa3za oTHocuTenbHO BI'H ma3omanu® ciemyeT MOIHOCTBIO
oTMeHUTh. [lanenTa cienyer HaOmMOAaTh 10 CHUKeHUs akTuBHOCTH AJIT o 1-i
CTENIEHW TOKCUYHOCTU WM JO MCXOAHOro 3HaueHus. [lazomanu® sBisercs
uaruouropom UGT1AL. V nanmenToB ¢ cuaapoMoM JKuiapbepa MOKET BO3HUKATH
HempsiMasi (HEKOHBIOTMPOBAaHHAsA) TUINEPOMIIMPYOMHEMUS] JIETKOM cTeneHu. Y
NAlEHTOB TOJBKO C HENpsIMOW TUNEpOUTUpPYOHMHEMHUENW JIETKOM CTENEHHU, C
cuaapomMoM JKuibOepa MM C MOJO3PEHUEM HA €ro Hajluyue, C MOBBIIICHHEM
aktuBHOCTH AJIT Gosee ueM B Tpm pasza oTHocuTenabHO BI'H mpemapar ciemyer
MPUMEHATh TAaK K€, KaK W Yy NalMEHTOB C H30JUPOBAHHBIM MOBBIIICHUEM
aktuBHOCTH AJIT.

OnHOBpEeMEHHOE TPUMEHEHUE Ma30MaHuba W CUMBACTATHHA YBEIMYMBACT PUCK
noBeilieHus akTuBHOCTH AJIT (cm. pasmen «B3aumonelctBue ¢ JApYyTHMMH
JIEKapCTBEHHBIMU CPEACTBaAMI») U TpeOyeT 0C000H OCTOPOXKHOCTH U THIATEILHOTO
HaOJIOICHMS.

JlononHUTENBHBIE PEKOMEHIAMHU IO KOPPEKIMU 03Bl B IIPOLIECCE JICUYEHUs Ha
OCHOBAHHH PE3YyJIbTATOB IEYEHOYHBIX TECTOB Yy NALMEHTOB C YK€ HMMEIOIINMCS
HapylIeHueM (PyHKIIMHU EYeHH OTCYTCTBYIOT.

Apmepuanvrasn cunepmen3sus

B xoxe kIMHMYECKMX HCCIEIOBAaHUM Ma3onaHuOa HaOII0JANOCh MOBBIIICHUE
aprepuanbHoro nasinenus (AJl) u ciayuam runeproHudeckoro kpusa. llepen

NpUMEHEHHEM Ma3omaHuba CleAyeT OIpenensTh HcxXonHblii ypoBeHb AJ[. He

22



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.05.202

5 N2 12375

MO3/IHEE OJHOM HEeNEeM MOcje Haudaja
JICYCHHsS] Ma30MaHuOOM cieayeT KoHTpoiupoBaTh AJ[ W mpu HEOOXOIUMOCTH
MPOBOAUTH TUIOTEH3UBHYIO TEPAIUIO, IPU 3TOM CHUXEHUE JI03bI WM MEPEPHIB B
npuemMe Ma3onaHuda JOJKHBI OBbITh KIMHUYECKHM OOOCHOBaHBI (CM. pa3ielibl
«Crocob mpumeHeHus U 1036 U «[lo00uHOE ericTBHEY ).

AprepuaiibHasi TunepTeH3us (cucroinyeckoe aasieHue > 150 MM pT. cT. Win
nuacToyinyeckoe nasieHue > 100 MM pT. CT.) BOZHMKAET B Hayaje Kypca JIeYeHUs
(mpumepHno B 40 % ciayuaeB k 9-my aHI0 ¥ ipuMepHO B 90 % — B TeueHue nepBbIxX
18 nemenb). B ciydyae mosiBieHUs MPU3HAKOB THUIEPTOHUYECKOTO KpU3a WIIM B
Cllydae TSDKEJIIOW apTepUajbHOM TUNEPTEH3UU WM IOCTOSHHO MOBBIIIEHHBIX
3HaueHU AJl, pE3UCTEHTHBIX K THUIIOTCH3UBHBIM CPEICTBAM W CHMXKEHHUIO JO3bI
nasornanuba, ma3onaHuo cieayeT OTMEHUTD.

Cunopom  obpamumoti  3a0Heu  suyepanonamuu  (CO33)/oopamumvlii
netkosnyeganonamuyeckuti cunopom (JII11C)

[Ipu mpumeHeHuu nasornanuda coolianock o BosHukHOBeHUn CO33/06paTuMoro
JIDTIC. CO33/o6patumeiit JIDIIC mposiBASIOTCS CHEAYIOIIMMUA CUMITOMAMU:
rojioBHasi 00Jib, apTepHaIbHAs TUIIEPTEH3US, CYyI0POTH, COHJIMBOCTh, CITyTAHHOCTh
CO3HAHMS, CJENOTa, APyrue HapyIICHUs 3PCHUS U HEBPOJOTHYECKUE HAPYIICHHUS.
Coo01anoch 0 ciiydasix ¢ JIeTallbHbIM HcX0oA0M. [1a3onanu® cienyer OTMEHUTh Yy
nanueHToB ¢ paspuBarommmcss CO33/o6paTtumbiM JIDTIC.

HUnmepcmuyuanvuas 6one3ns neekux (MbJ1)/nneemonum

[Tpu npumenennu nazonanuda ormeueHo pa3utue MbJI ¢ BO3MOXHBIM JIeTaTbHBIM
ucxooM. HeoO6xonumMo mpoBOAUTH KOHTPOJIh COCTOSIHHS TAIMEHTOB HA MPEAMET
JIETOYHBIX CHMMTOMOB, YKasbiBaomux Ha HbJI/mHeBMOHUT, W TpeKkpaTUTh
NpUMEHEHHEe TMa3omaHuba y manueHToB ¢ pasBuBarommmucs MBIl wm
MTHEBMOHUTOM.

Hapywenus ¢pynxyuu cepoya

B Xxome KIMHMYECKHUX WCCIEAOBAHMA Ta3omaHuba ObUIM 3aperuCTPUPOBAHBI
clenyromue  HapymieHuss — (QyHKIMM — Cepllla:  XpOHHMYEcKas  cepiedHas

HEJI0OCTAaTOYHOCTh U CHIKEHHUE (hpakimu BeIOpoca jeBoro xemyaouka (ODBJIK).
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CrnemyeT TIIATEIBHO KOHTPOJUPOBATH cocmsnglvi'e —1|1a‘r:{né'nma I:,r[m“' REIIBIEHUS

KIIMHAYECKUX  MPU3HAKOB WM  CHUMIITOMOB  3aCTOMHON  cepleyHOM
HEJOCTAaTOYHOCTH. Y TMAalMEHTOB C PHUCKOM pa3BUTHS HapYILIEHUS CEepJCHHOM
NEesATEeILHOCTH pEKOMEHIyeTcst onpenensath ucxoanyro ®BJDK, a Takke mpoBOIUTh
peryJisipHble TOBTOPHBIE n3Mepennss PBJDK.

Yonunenue unmepsana QT u sicenyoouxosas maxuxapous muna «nupysmy (torsade
de pointes)

B xo1e KIMHHUYECKUX MCCIeI0OBaHUM Ma3onaHn0a OTMEYaIUCh CIy4yan yITHHCHUS
uHTepBaia QT W IKeIyTOYKOBOM TaXWKapIuWd THUIA «IHUPYIT» (CM. pasien
«ITo6ouHoE neicTBHEY).

Y mnanueHToB ¢ yasMHeHuWeM wuHTepBasia QT B aHamHe3e, MPUHUMAIOIINX
aHTUAPUTMHYECKUE U JAPyTrUe Mpenaparsl, yuHsomue uatepsai QT, a Takke y
MAIMEHTOB C 3a00JIEBaHUAMH CepJIla PEKOMEHIYETCS MPUMEHSTh Ma30maHub C
OCTOPOYKHOCTBIO. PeKkOMeHAyeTCs NPOBOAUTH HWCXOAHBIA M  MOCICIYIOUIUN
NEPUOANYECKUN KOHTPOJIb HJIEKTPOKAPIUOTrpaMMbl M COAEPIKAHUSI AJIEKTPOJIUTOB
(kanbIUi, MarHuii, KaJIuid) IpU MPUMEHEHUH T1a30MaHuoa.

Apmepuanvrulii mpom603

B xoe KMMHUYeCKNX UCCle0BaHN Ma30mann0a ObLTH 3apeTUCTPUPOBAHBI CITyYan
uHpapKTa MHOKapAa, CTCHOKApJUH, WIIEMHYECKOTO HWHCYJIbTa W MPEXOJSIICH
UIIeMUU TOoJ0BHOTO Mo3ra (cMm. pasnen «I[lo6ounoe nerictBue»). CooOmianock o
CIIy4asix C JIETAIbHBIM HCXOJIOM.

CrnenyeT ¢ OCTOPOKHOCTBIO MPUMEHSTh MpenapaT y MalUeHTOB C MOBBIILIEHHBIM
PUCKOM BO3HUKHOBEHHUS apTEpHabHOTO TpoMOO3a WM C apTepUaIbHbIM
TpomMOO30M B aHamHese. [la3onanu® He W3yyasics y NalueHTOB, Y KOTOPBIX 3TH
SIBJICHUS] HA0JII0/1aJINCh B TEUEHHE MPEIIIeCTBYIONMX 6 MecsieB. TakuM oOpa3om,
pelieHre o0 MPUMEHEHHH IMa30MaHuba cienyeT MpUHUMaTh WHIWBUAYadbHO Ha
OCHOBAHUH OIEHKU COOTHOIIEHUS PUCKA U TIOJIB3HI.

Tpombomuueckas MUKPOAHSUONAMUS]

B xone kIMHMYECKMX HMCCIIEOBaHMN Ma3onmaHnOa Kak B MOHOTEpAIid, Tak U B

KOMOMHAaIMKM ¢ OeBalnM3yMaOOM WJIM TOMOTEKAaHOM OBLIM 3aperUCTPUPOBAHBI
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. (NOCNENCBATENBHOC TS O002)
cily4au TpOMOOTUYECKON MUKPOAHTHOTATUM (. Canam—I!éﬁl«’ﬁ OBOUITHE THelCTRIIEN)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

[Tazormanu® cregyeT OTMEHUTh B CIydae pa3BUTUS  TPOMOOTHYECKOM
MUKpoaHruonatud. ITociie oTMEHBI Tepanuu NpenapaToM 0OTMEYANoCh pa3pelieHue
CUMIITOMOB TpOMOOTHYECKON MuKpoanruonatuu. [lazomann® He mokazaH aJis
MPUMEHEHUS B KOMOWHAIIUY C APYTHMH MPOTHUBOOITYXOJIEBBIMU TIpeTmapaTamu.
Kposomeuenus

B Xoje KIMHUYECKUX HCCIEAOBAHMM TNa3onmaHuOa 3aperucTPUpPOBAHBI CIIydau
KpoBoTeueHuil (cMm. pazgen «[lobouyHoe neicTBHE»), B TOM YHUCIE C JIETalbHBIM
UCXOAOM. Y MAalMEHTOB C BBICOKUM PHUCKOM KPOBOTEUEHMH IMA30MaHUO CIenyeT
IIPUMEHSATH C OCTOPOKHOCTBIO.

Anespusmuvl u pacciroenus apmeputi

Coo0111a10¢h 0 ciIyyasix BOSHUKHOBEHUSI aHEBPU3M U paCCIOCHU apTepuil Ha poHe
npuema uHruoutopoB VEGF, Brmoudas mnasomann® (cm. pasnen «IlobGounoe
nevicteue»). Ilpumenenne unrudbutopoB VEGF y marmueHTOB C apTepuaibHOMN
TUIepTeH3UeN WM 63 Hee MOXKET CIIOCOOCTBOBATH OOPa30BAHUIO AHEBPU3M U/UJIH
paccnoenuto aptepuit. [lepen HauamoM npuMeHeHuUs Ta3omaHuoa ciaeayeT B OJHON
Mepe OLEHUTh PHUCKH PA3BUTHS JAHHBIX OCJIONKHEHUW Yy MAIlMEHTOB C TAKUMH
(dakTopamu pHCKa, KaKk apTepuabHasi TUIIEPTEH3Us WK aHEBpU3Ma B aHAMHE3eE.
llepgopayus u obpasosanue ceuujeti Henyo00uHO-KUUEUHO20 MPAKMA

B xo/e KIMHIYecKrX UCCIeI0BaHNM TTa30MaHn0a OTMEYAIUCh CiTydau nepdoparuu
xenynouHo-kumeyHoro tpakra (JKKT) u popmupoBanus cBumied (cm. pasnpen
«ITo6ounoe neiictBue»). CooOIIANOCh O CITyYasx ¢ JeTAIbHBIM UCXOJ0M. B cBsi3u C
3TUM Na30MaHuO CIeAyeT ¢ OCTOPOKHOCTHIO MPUMEHATH Y MalUEHTOB C PUCKOM
nepdpopaunu XKKT u popmupoBanus cBuiei.

3aorcuenernue pau

Bnusgnue nazonanunba Ha 3aKUBJIICHHE paH HE M3y4eHO. [[0CKOJIbKY MHTMOUTOpPHI
VEGF moryTr yxyamarh 3a)XHBJICHHE paH, Ma30MaHUO CcleayeT OTMEHUTh Kak
MUHHUMYM 32 7 AHEHN J0 IIAaHOBOTO OMEPATUBHOIO BMEIIATEIbCTRA.

Pemienne o BO30OHOBIEHUM JIEYEHHUS Ma30MAHMOOM TMOCJIE ONEPATHUBHOTO

BMCHIATCJIILCTBA CJICAYCT IIPUHUMATh HAa OCHOBAHHUU KJIMHUYECKOU OLCHKH
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aJICKBATHOCTH 3a)KUBIICHUS TI0CIICONCPAMOHHON iﬁla 1P aattannG CHemyer

OTMEHHTH Y NAIMEHTOB C PACXO0XKJIEHUEM KPAeB PaHBbI.
T'unomupeos

B Xxome KIMHWYECKMX HCCIEOBaHUM Tma3onaHuba HaOMOJaINCh Ciy4au
runorupeo3a (cM. pasnen «llobouHoe neictBue»). PekoMeHIyeTcss MpPOBOJIUTH
npOUIAKTUIECKUI KOHTPOJIb (PYHKIIMH TUTOBUTHON KeEJe3bl.

Ilpomeunypus

B Xome KIMHMYECKMX HCCIEJOBaHUN Na3onaHuba OTMEUYEHBl Cllydau
BO3HUKHOBEHHUs  mporeuHypun  (cM. pasgen  «llobounoe  neicTBuUEY).
PekomeHnnyeTcss NpOBOAUTH NEPUOAUYECKUN aHAIM3 MOYM BO BpPEMs JICUYEHUS
Na30MaHuOOM Ha MpeaMeT TMOSABJICHUS NpOoTeMHypuH. B ciiydae pa3BuUTHA
HE(POTUUECKOTO CUHAPOMA M1a30M1aHu0 CIeayeT OTMEHUTD.

Cunopom ausuca onyxoau (CJ10)

VY nanueHToB, MOIYyYaroluX TEPANUIO Ma30MaHUO0M, OTMEYAIUCh CIIy4au pa3BUTHS
CJIO, B TOM 4uCJ€ U CO CMEPTEIBHBIM HCXOAOM. [IOBBIIEHHBI PUCK pa3BUTHSA
CJIO ormeuaercs y MHalUEHTOB C OBICTPO PACTYLIMMHU OITYXOJISIMH, BBICOKOM
ONyXOJIEBOW HAarpy3koi, HapylieHueM QYHKIUM T[OYeK WIM CHMITOMAaMH
neruapatanuu. Jlo Havanma TepanuM Ma3onaHuOOM  CIEAyeT pPaccMOTPETh
BO3MOXKHOCTh TMPOBEJAEHUS NPOPHUIAKTUUECKUX MEPONPUATHM, TaKUX Kak
KOPPEKLUsI BBICOKOTO YPOBHS MOYEBOM KHUCJIOTBI B CBIBOPOTKE KpOBH,
BHYTPUBEHHOE BBEJEHUE pPETrWIpaTallMOHHBIX MpenapaToB. llalMeHThl TpymIibl
pHUCKa NOJKHBI HAXOAUTHCA IO TIIATEIbHBIM KOHTPOJEM U MOJy4YaTh TEPANUIO B
COOTBETCTBUH C KIMHUYECKUMU NPOSBICHUSMH.

Ilneemomopaxc

B knuHuMYeCcKUX UCCIeJOBaHUIX IPUMEHEHHs a30nann0a npy pacpoCcTpaHEHHOM
CMT nabmtomanuch ciiydyad mMHEBMOTOpakca. [laliueHToB, MoTydyaronmX JICUeHHUEe
Na30MaHuooOM, CJleAyeT TIIATEeNbHO HAOMI0JaTh B OTHOUIEHMH BO3HUKHOBEHMS
IIPU3HAKOB U CHMIITOMOB ITHEBMOTOPAKCA.

Koumpayenyus

HaHI/IeHTKaM C COXpPAaHCHHBIM  PCHIPOAYKTHBHBIM  IIOTCHIHAJIOM  CJICAYCT
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UCII0JIb30BATh HAICKHBIE METOJIbI KOHTP
U B TEUCHHE 2 HEJENb MOCJE MpUeMa MOCIeIHEN TO3bI.

[Ipy mMONOBBIX KOHTaKTax MY>KYMHaM, B T.4. C Ba3dKTOMUEH B aHaMHE3E,
MOJIyYarOUIUM JICYCHHE Ma30MaHuOOM, U UX TMOJIOBBIM NapTHepaM (OepeMEHHBIM,
KEHIIMHAM, BEpOSITHOCTh OEPEeMEHHOCTH Y KOTOPBIX HE UCKJIIOYCHA, WU
KEHIIMHAM C COXPAHEHHBIM pENPOAYKTHUBHBIM IMOTEHUIMAJIOM) HEOOXOAUMO
UCITI0JIb30BATh MIPE3EPBATUB B TEUECHUE BCETO MEPUOIA JICUCHUSI MY>KUMHBI, a TAKKe
B T€UEHUE 2 HEJENb MOCIE IpUeMa MOCIEAHEN 1036l IMpernapara.

Biausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeICTBaMM,
MeXaHM3MaMH

Bnusitnue nazomnanun6a Ha CHOCOOHOCTH YIIPABIIATh TPAHCHIOPTHBIMU CPEJICTBAMU HE
U3y4ajoch. YUuThIBas (hapMaKoJOTHYECKUE CBOICTBa IpenapaTa, BIMSHHUS Ha
JeATEIbHOCTh TAKOTO poAa He oxupaercd. CienyeT NPUHUMATh BO BHHMAaHHE
oO11ee CoCTOsIHME NAaMeHTa U Ipoduiib MOOOYHOTO IEUCTBUS Mperapara.

dopma BbINyCKA

TabneTku, MOKPHITHIE TUIEHOUYHOU 000s10uK0i, 200 Mr, 400 M.

[To 10 Tabnerox MOMEMIAIOT B KOHTYPHYIO SYEHKOBYIO YIMAKOBKY M3 IUJICHKH
[IBX/TIBJAX 1 poasru alfoMUMHUEBOM NEYATHON JTaKUPOBAHHOM.

ITo 30, 60, 90 TabsieTOK MOMEIAIOT B OAHKY MOJIMMEPHYIO U3 MOJUITUIIEHA HU3KOTO
JABJICHUS, YKYNOPEHHYIO KpPBIIIKOM HAaBHUHYMBAEMOW M3 IOJIMITUIIEHA HU3KOTO
JaBjeHuss ¢ MeMOpaHOW WM B 0aHKy M3 MOJMAITHIIEHA BBICOKOW IJIOTHOCTH,
YKYIIOPEHHYIO KpBIIIKOW HAaBHUHYMBAEMOW W3 IOJMIPONWIEHA € KOHTPOJIEM
NEPBOTO BCKPBITHUSI CO BCTABKOW M3 CHJIMKAressl, UM B OaHKy M3 IMOJIMITHIICHA
HU3KOTO JaBJCHUS, YKYNOPEHHYIO KPBIIIKOM HAaBUHYMBAEMOW W3 MOJUATUIICHA
HU3KOTO JIaBJIEHHWS W TOJUATHIEHA BBICOKOTO JABJIEHHSI C KOHTPOJEM MEPBOIrO
BCKPBITHSI BMECT€ C  MMaKeToM-ocymuTeraeM  (cwimkarensb). CBoOOaHOE
MPOCTPAHCTBO B  0OaHKe JIOMYCKAeTCs  3aloJIHATh BaTOM  MEIUIIMHCKOM
TUTPOCKOIUYECKOM.

Opny Oanky wmua 1, 2, 3, 6, 9 KOHTYpHBIX SYEHKOBBIX YIAKOBOK BMECTE C

MHCTPYKIMEN MO0 MEIWLIHMHCKOMY NPUMEHEHHUIO MOMEIIAIT B MA4YKy U3 KapTOHA.
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YcaoBusi XpaHeHUs
Xpanuth npu temneparype He Bbime 25 °C. XpaHUTh B OPUTHHAIBHON yIIAKOBKE
(mayke) JUIs 3alUTHI OT CBETA.

XpaHHUTh B HEAOCTYITHOM JIJIS IETE€ MECTE.

YcaoBus oTmycka

OTIycKaroT Mo penenty.

Cpok rogaocru

2 ropa.

He npuMeHsTh 110 UCTEUEHUH CPOKa TOJHOCTH.

Jlep:kaTesib perucTpauiMOHHOI0 YA0CTOBEePEeHUsI

000 «ITPOMOME/] PYC», Poccuiickas @enepanus

Anpec: 129090, r. Mockaa, npocniekt Mupa, nom 13, ctpoenue 1, oduc 13
IIpousBoauTeab

AO «buoxumuk», Poccniickas @enepanus

FOpunuueckuii aapec: 430030, Pecriy6sinka Mopnosus, . Capanck, yi. Bacenko,
o 15A

Anpec mecra mpousBoacTBa: 430030, PecnyOmmka Mopaosus, 1. CapaHCK,
yi. Bacenko, 1. 15A

Tenedon: +7 (8342) 38-03-68

DnekrponHas moura: biohimic@promomed.pro

Ajpec B ceTd HHTEpHET: promomed.ru

Opranuszanus, NPUHAMAIOLIAA IPETEeH3MH NOTPeduTeiei

000 «ITPOMOME/I PYC», Poccuiickas deneparus

Anpec: 129090, r. Mocksa, npocniekT Mupa, n1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyrI0CYyTOUHO)

DnekrponHas nouta: hot_line@promomed.pro
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