MUHUCTEPCTBO 3/IPABOOXPAHEHWAI POCCUMCKOU ®EJEPALIU

UHCTPYKI U

10 MEJUIMHCKOMY IIPHUMEHEHHUIO JICKapCTBEHHOTI'O npemnapara

IMA30IIAHUB

PerncrpanuoHHbIH HOMeEP:

TOPFOBOC HaAaHMCEHOBAaHHE:

Memyﬂapozmoe HeNMaTeHTOBAHHOE HJIM I'PYIIIIHPOBOYHOC HAHMEHOBAHHE: 1a3onaHuo

JlekapcTBenHas popma: TabJIETKH, OKPHITHIE IIEHOYHOH 000II0UKOH.

CocraB

1 TabneTKa, MOKphITas INIEHOYHOH 000JI04KOM, COCPKHUT:

Jeticmeyilowjee 6ewgecmeo:

[Tazonmanuba ruIpoxJIOpHI 216,7 mr 433,4 mMr
B IlepecyeTe Ha Ma30naHub 200,0 Mr 400,0 Mr
BcnomozamenvHule sewjecmsa
Kansuust rugpodocdar 15,0 Mr 30,0 mr
(USP /NF)
KapGokcumeTHIIKpaxMall HaTpus 21,0 Mr 42,0 mr
(USP /NF)
KpeMH¥Hst THOKCH/T KOJLIOH IHBIH 0,3 mr 0,6 mr
(USP /NF)
Maruus creapar 2,0 Mr 4,0 Mr
(USP /NF)
IToBumon K30 16,0 mr 32,0 Mr
(USP /NF)
[lemwmono3a MukpokpucTaumyeckas 101 50,0 mr 100,0 mr
(USP /NF)
Cocmae nienounou 060104KU:
I'unpomeruiosa E6 (USP /NF) 6,3 Mr 12,6 Mr
KpacuTess jxese3a OKCHIL KpaCHBIH 0,09 mr -
(USP /NF)
Makporoa 6000 (USP /NF) 0,81 mr 1,62 Mr
IMTomucop6bat 80 (EP) 0,09 mr 0,18 mr
Turana quoxcun (USP /NF) 1,71 mr 3,6 MT

Ta6remxu 0o3upoekoii 200 m2: TabneTkd OBaTbHOH (POPMBI JBOSKOBBIIYKIIBIC, MOKPHITHIC

TUIEHOYHON 000JI09K0# OT PO30BOI0 J0 KPaCHO-PO30BOT0O 1{BETA.

Tabremku 0o3upoekoti 400 me: TablIeTKM OBaTbHOH (GOPMBI JBOSKOBBIIYKIBIC, MOKPBITHIC

[UIEHOYHOM 000JI04KOM OeJIoro 1Bera.

Ha IIOIIEPEYHOM pa3pe3e AApo MOYTH 0€eJIOT0 HJIH CBETJIO-XKEJITOTO IBETA.

dapmMakoTepaneBTHYECKas rpynna

[IpOTHBOOITYXOJIEBOE CPEACTBO - MPOTEHH-THPO3HHKUHA3bI HHTHOHTOP.




Kox ATX: LOIXE11.

dapMakoI0ruuecKue CBOHcTBA

Dapmakoounamuka

Mexanusm oeticmeus

[MTazonanu® sSBISETCA MOIIHBIM HHTHOMTOPOM MHOKECTBA THPO3MHKHHA3 JUIS IIpMEMA BHYTPb, B
TOM YMCJIE THPO3MHKHMHA3 PELENTOPOB 3HAOTEMaIbHBIX (pakTopoB pocta (VEGFR) -1, -2, -3,
penentopos (akropa pocra tpomboruToB (PDGFR)- ansda u Gera, perentopos pakTopa pocra
¢ubpobnacros (FGFR)-1 u -3, penenrtopa ¢akropa crBosoBeix kiertok (Kit), a Taxke T-
KJIETOYHOM KHHA3Bbl, HHAyupyeMoit uatepieiikuaom 2 (Itk), nelikonurcnenuduyueckoi nporenH-
tupo3unkuHasbl (Lck) M THPO3MHKMHA3BI pelenTopa KOJIOHHECTHMY/IHpYIomero (akropa
makpodaroB  (c-Fms). [n  vitro nasomaHu®  HMHTHOMpYeT  JIMTaHI-MHIYLHPYEMOE
ayrodochopumupoanne VEGFR-2, Kit u PDGFR-B. In vivo nazonanu6 unrubupyer VEGF-
uaaynupyemoe pocdopumpoBanne VEGFR-2 B TKaHAX JIETKOro y )KMBOTHBIX, QHTHOTCHE3 Y
’KHBOTHBIX M POCT HEKOTOPBIX YEJIOBEYECKHX OITyXOJIEBBIX KCEHOTPAHCILIAHTATOB Y )KABOTHBIX.
3naueHus uHrubupyromeii konuentpauud B 50% (ICso) npu cBs3bIBaHMM Ma3omnaHuOa ¢
pelienTopaMH SHAOTEHAIBLHOr0 (paKropa pocTa COCyoB, (akropa pocTa TPOMOOIMTOB H
daxropa cTBOIOBBIX KIeTOK coctaBisiioT 10, 30, 47, 71, 84 1 74 HMOJIB/T COOTBETCTBEHHO.
DapmakoKkunemuka

Bcacwvieanue

MakcumanbHas koHuenTpanus (Cmax) Ma3onanuba, B CpeIHEM JOCTHraeTcs yepes 2—4 4 mocie
npremMa BHYTpPb. ExXeIHeBHbI IpUeM IPHBOJMT K 1-, 2-, 3-, 4-KpaTHOMY YBEIHYCHHUIO ILIOMIAIH
no/1 papMaKOKHHETHYECKON KpHBOii «koHIeHTpanus—Bpems» (AUC). [lpu exeHeBHOM pHeMe
800 mr masonanu6a 3HadeHHs AUC M Cmax coctaBmor 1,037 'u x Mxr/mi u 58,1 MKr/miu
(sxBuBaneHTHO 132 MKmob/1) cootBercTBeHHO. CymecrBeHHOro yBenuyeHuss AUC u Cmax HE
HaOII01aeTCs IPH TOBBIIEHHH /10351 a3onanuba 6oaee 800 mr.

CucTeMHAasi SKCIIO3WIMS NazonaHumba yBeJIWYMBaeTCs NMpH mpueMme ¢ nuined. [IpuMenenue
nasonaHuba ¢ MUIei ¢ BBICOKUM M HU3KHMM COJIEPYKAHHUEM JKUPOB IIPUBOMT MPHOIM3UTENBHO K
2-xkpatHoMy yBenuueHHi0 AUC u Cmax. Takum 00pa3som, masonanu® cliiefyeT NPUHEMATh IO
MeHbIIeH Mepe 3a 1 yac 1o WM yepe3 2 waca mocie mnpuema mumm (cM. paszen «Crocob
IPUMEHEHHS U J103bI»).

I[Tpumenenne 400 Mr nazonann6a B BUJIE PACKPOIIEHHOH TabJIETKU BBI3BIBACT YBE/IMUECHHE AUC -
72) ¥ Cmax TIPEOJIM3UTENBHO B 2 Pa3a M YMEHBUICHHE tmax (BPEMs JOCTHXKCHHUA MaKCHMaJIbHOI
KOHIIGHTPAIMK B [UIa3Me KPOBH) IPUOIM3UTENBHO Ha 1,5 Yaca 10 CpaBHEHHIO C IPUMEHEHUEM B
BUJIE 1€JI0M TabseTKH. BHOIOCTYIIHOCTE M cTeneHb abcopOuuy nasonanuba npu nepoparbHoOM

pueMe yBEIHYMBAEeTCS NpH [PHEME PACKPOUICHHOW TabJeTKH 10 CPaBHEHHIO C IEJIoH
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TabaeTKo. B CBA3M C BBINIECKA3aHHBIM, TaOJETKH TNa3omnaHuOa HeE ClieyeT H3MelIbyaTh
(cm.paszen «Crocod mpUMEHEHHS H 103bD»).

Pacnpeoenenue

CBs3pIBaHME Ta30maHuba ¢ OeJKaMM IUTa3Mbl KpOBH in vivo coctaBiuser Oonee 99% BHe
3aBHCHMOCTH OT KOHIIEHTpauuy B auarnasone 10—100 Mxr/miL.

JlaHHbIe in Vifro TO3BOJAIOT TpEINoJararh, YT0 IasomaHu® spisercs cybcrparom s P-
rimkonporerHa (P-gp) u Genka pe3HCTEHTHOCTH PaKa MOJIOYHO# JKeJIe3bl (BCRP).

Memabonusm

WccnenoBanus in vitro moKaszaiy, 9To MeTaboJM3M a3onannba onocpe10Bal NpeuMyecTBEHHO
mopepmentom CYP3A4, a Takke B HE3HAYUTEIHHOH CTCHCHH msopepmentamu CYP1A2 u
CYP2C8.

Buigeoenue

[la3onanu6 BEIBOJMTCS MEUIEHHO CO CPEIHHM IEpHO/a MOyBbIBeCH s 3HauenueM (ti2) 30,9
yaca rmocJie IpreMa B pekoMeH1oBanHo#i 03¢ 800 mr. BeiBeieHHe OCYIECTBIISAETCSA B OCHOBHOM
yepe3 KMILIEYHHK, ¥ TOJBKO MeHee 4% MPUHATOH /103bI BRIBOJUTCA MOYKAMH.
DapMaKoOKUHEeMUKa 6 0COObIX CYHAAX

Ilayuenmoul ¢ HapywieHuem deKuuu no4ex

BhiBeneHre Taszonmanu6a He 3asucut oT Kimpenca kpearnamHa (KK) (30-150 mu/mum). He
OXKHIACTCS M3MEHEHHE CHCTEMHOM SKCIO3MIMH nasonanu6a y mamuentos ¢ KK >30 mu/muH, B
CBSI3M C 4eM KOPPEKIMs 1035l Y AMEHTOB JAHHON KaTEropuy He TpedyeTcs.

Iayuenumul ¢ Hapyuwienuem d)ymcuuu nevyeHu

V NaIMeHToB ¢ HapyleHHeM (YHKIMM TIeYeHH JIETKOl cTeneHn (KOHIeHTpalys Ouipyouna B
npejenax HOPMBI NP IOBBIIIEHHH AKTUBHOCTH armanuHamMuHOoTpancdepaszbl (AJIT) moboi
CTEIICHH WM TIOBBIIICHAE KOHIEHTPAIMK GuimpyOuna MeHee deM B 1,5 pasa Bbllie BEpXHEH
rpauuisl Hopmbl (BI'H) HesaBucumo ot aktuBHOoCTH AJIT) mocne OIHOKpaTHOro mnpHeMa
nazonanu6a B j03e 800 Mr OXMH pa3 B CYTKH CpeJHHME 3HaueHHs (apMaKOKHMHETHYECCKHX
napametpoB (Cmax 30,9 mMxr/mi (12,5-47,3 mxr/mn) u AUC0-24) — 841,8 mxr x-u/mi (600,4-1078
MKT X-9/MJI)) COMOCTABHMBI CO CPEHMMH 3HAYCHHSIMH Y MALMEHTOB ¢ HOPMAIBHOH bynkuen
nederd (Cmax 49,4 Mxr/mi (17,1-85,7 mxr/mi) u AUC(0-24) 888,2 MKr x-u/mi (345,5-1482 Mkr
X 9/MIT).

MakcuMaabHas NepeHocMMasi J103a MazonaHuba y MalUeHTOB ¢ YMEPEHHBIM HapyIICHHEM
¢yHKIHH IeYeHH (ITOBBIIEHHE KOHIICHTPAIMH GrpyOuHa OT moJTyTopa 10 Tpex pa3 Boiue BI'H
HezasucuMo oT aktuBHocTH AJIT) coctapiser 200 Mr oJuH pa3 B cyTku. CpeiHie 3Ha4CHUA Chnax
(22,4 Mxr/ma (6,4-32,9 mxr/mi)) 1 AUC(0-24) (350,0 MKr x-a/mi (131,8-487,7 Mxr-x 9/Mi1)) mociie

npuema 200 mMr nazonaHu6a oOlMH pa3 B CYTKH y ITALMEHTOB ¢ YMEPCHHBIM HapyIICHACM byHKIIUH
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TIEYEHH COCTABJISUIM IPUOIH3HTETEHO 45% 1 39% COOTBETCTBEHHO 110 CPAaBHEHHIO CO CPETHUMU
3HAYCHUSAMH y AIMEHTOB ¢ HOPMATbHON (yHKIMEH [edeHH noce npueMa nasonanuba B 103e
800 Mr oMH pa3 B cyTkH. HeaocTaTouHO JIaHHBIX O NPUMEHEHHH Ma30aHuOa y MalHEeHTOB C
HapyIeHHeM (GYHKIMH TIEYEeHH TIKEIOH CTeneHH (KOHIEHTpauys 00IIero oumpybuna Goiee
4eM B TpH pasa npesbinaer BI'H, HesaBucumo ot aktuBHOCTH AJIT), B CBSI3M € YeM NPUMEHCHUE
y TALMEHTOB JIaHHOH KaTerophy He PEKOMEH/I0BaHO (cM paszien «[IpoTuBomOKasaHus»).
IMoka3aHus K NPUMEHEHHIO

e JleyeHnue pacnpocTpaHEeHHOro moyedHo-kierounoro paka (ITKP);

o Jleyenme  pacupocTpaHeHHOH  capkombl  Markux  Tkanmed  (CMT)  (xpome
raCTPOMHTECTHHAIBHBIX CTPOMAIBHBIX OIYXOJIeH M JIMIIOCAPKOMbI) y NAlMEHTOB, paHee
MOJTyYaBIINX XUMUAOTEPAIIHIO.

IIpoTuBONOKa3aHHUA
e [loBbImeHHAas YyBCTBUTEJIBHOCTH K I1a30NaHHOy MM JIFOOOMY ApYroMy KOMII@HEHTY
npemnapara;
e Hapymenue QyHKIHH IEYCHH TSHKEION CTENEHH (B CBS3H C HEJIOCTATOYHOCTHIO JIaHHBIX);
e Hapymenne QyHKIHH TIOYEK TSHKENOH CTENeHH (B CBA3H C HEJIOCTATOYHOCTBIO JaHHBIX);
o  OJHOBpEMEHHOE IIPUMEHEHHE C IPYTUMH IIPOTHBOOINYXO0JIEBEIMH IIPENIapaTaMu;
e BepeMeHHOCTh U NMEPUO KOPMIIEHHS IPY/IBIO;
o Jlerckuii Bo3pacT (B CBA3M C HEAOCTATOYHOCTHIO JIAHHBIX).
C 0CTOpPOKHOCTBIO
[IpHMEHATH C OCTOPOXKHOCTHIO Y IALIMEHTOB C HapyIIeHHEM (QYHKIMH [IEYCHH JIETKOH 1 cpenHei
CTENEHH TSKECTH; 3a00JIeBAaHUAMY KEJTYIOYHO-KHIIEYHOTO TPAKTa; 3a00JIeBaHUSIMH CePCYHO-
COCY/IUCTOM CHCTeMBbI (BKIIOYAs apTepHalbHYIO THIICPTEH3HIO, YIIMHEHME HMHTCpBajla QT,
JKENyJIOYKOBYIO TaxMKapIHiO THIA «IHPYST» B aHaMHe3e, y MNAlHEHTOB, NPHHHMAIONINX
AQHTHAPUTMHYECKUE  CpEACTBA  H npenaparsl, yumnastompe  uHtepsan  QT);
1epeGpoBacKYJISPHBIME 3a00/IeBAHUAMH; apTEPHATLHBIM TPOMOO30M; HAPYIIEHUSAMA byHKIMK
U TOBH/IHOM JKeJIe3bI; y MAIIHEHTOB ¢ MOBBIICHHBIM PUCKOM Pa3sBUTHs KPOBOTEUCHHH; a TAKKE y
narmenToB, Hecynmx amtens HLA-B*57:01 (cm. «Ocobble ykazaHus»).
IIpumenenue B nepuojx 6epeMEHHOCTH U IPYAHOI0 BCKAPMJIHBAHHS
[IpoTHBOIIOKa3aHO TpUMeHeHHe npenapara Ilazonanu® B nepuox 6EpeMEHHOCTH W IPYAHOrO
BCKapMJIUBaHHS.
B HCCEOBAaHUSX y JKHBOTHBIX OOHApyXeHAa pENpOJYKTHBHAsS TOKCHYHOCTh. B ciydae
IpAMeHeHHs npenapara [lasomamu® B mepuoi OSpeMEHHOCTH MIM IPH  HACTYIUICHHH

GCpeMCHHOCTH BO BpeMs IIpueMa Ipernapara cleayeTr NpeaynpeauTb IMNalMCHTKY 0
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IOTEHIMAIBHOM pHCKe Juis Iwioza. Het qanubIx 0 npuMeHeHnH npenapara [lazonanu® B mepuon
OepeMeHHOCTH Yy 4enoBeka. [laMeHTKaM ¢ pEnpoJyKTHBHBIM IIOTCHIHAIOM  CleyeT
HCIIOJI30BaTh HAJISKHBIE METO 6] KOHTPALIEIIMHI B IEPUO/ JiedeHus npenaparoM Ilazonanu6 u B
Te4YEeHHUE JIBYX HeJIeJb I0CIIe IPEKPALCHHs TEPaIHH.

Hewn3sBecTHO, mpoHUKaeT jiu npenapat [Tazonanub B rpyaHoe Mosioko. Heo6Xomumo npekpaTuTh
rpy/IHO€ BCKapMJIMBaHKE B [IEPHOJ JiedeHus npenapatom Ilasonanud.

Cnocod npuMeHeHHs H 1035l

Pexomenyemas j03a npenapara [lasomanu6 cocrasinsger 800 Mr BHYTph OJMH pa3 B CYTKH.
IIpenapar [Ta3omanu6 ciexyeT NpuHAMATh HE MEHEE YEM 3a OJIMH 4Yac JI0 WJIM 4Yepe3 JiBa 4vaca
nocsie nprema muiny. TabIeTky cieayeT NporiaTeiBaTh IEIMKOM, He Hapylias UX HEeJOCTHOCTH

(He pasnaMbIBaTh, He pa3keBbBaTh). [Ipu mpomycke npuema odepeJHOH 03Bl NpenapaTa
NPONYIIEHHYIO 03y CleIyeT MpPHHATh TOIBKO B Ciy4ae, €CIM [0 CIEIyIOIEro
3aIIaHAPOBAHHOTO MpUeMa ocTaiochk 6oiee 12 9acos.

IToobop 003bi

B 3aBHCHMOCTH OT HHIMBHIYaIbHOH NMEPEHOCHMOCTH CyTOYHas 703a IIpernapaTta MOXeT OBITh
yMeHbIIIeHA KK yBeuyeHa ¢ maroM 200 Mr, Ipi 3TOM MakCHMallbHasi CyTOYHas 1032 HE I0JDKHA
npesbimath 800 Mr.

Ocobble zpynnbl nayueHmMos

IHayuenmor nodcunozo éospacma

KOppeKIMH pekuMa JI03MpOBaHHUs | 4acTOTHI IPHEMa Y MAllMeHTOB B BO3pacTe crapuie 65 JeT He
Tpebyercs.

Ilayuenmol ¢ napyweHuem yHKYuU nNOYex

B cBSI3M ¢ HH3KOH CTENEHBIO BhIBEIEHMS npenapara [lazonanu® u ero MeTaboJIMTOB IIOYKaMH,
HapymeHue QyHKIMH [04YeK KIMHAYECKH 3HAYHMMO HE BIIMAET Ha (papMaKOKWHETHKY IperapaTa
[lazonaHub, MOATOMY KOPPEKIHH pekuma no3upoBanus y mamueHtoB ¢ KK > 30 mu/mun He
TpeOyercs.

OmbIT IpHMeHeHus npenapara [a3onau6 y naueHToB ¢ HapymeHneM QyHKIMH I10YeK TSHKeI0H
CTENEHHM WJIM Yy MAIMEHTOB, HAXOJAIIMXCS HAa NMEPHUTOHEAILHOM JHalu3e WM TeMOJMAlM3E,
OTCYTCTBY€T, B CBS3M C dYeM I[pHMeHeHHe mpenapara [lazonmanu® y TakuX NalHEHTOB
IIPOTHBOIIOKA3aHO.

Ilayuenmoi ¢ Hapywenuem yHKyuu nevenu

BesomnacHOCTh MpUMEHEHHs W (apMakoKHHeTHKa mpenapara Ilazonanu® y mamueHTOB ¢ yxe
MMEIOIIAMHICS HapylIeHUsAMH (QYHKIMH [EYeHH IOJHOCTHIO HE YCTaHOBJEeHbL [lanmeHtam c
HapylieHreM (yHKIMH NeYeHH JIETKOH CTenenu (Ompe/IesisoT 0 JaHHBIM aKTHBHOCTH AJIT n

KOHIIEHTpaluK OHIMpyOrHa) KOPPEKIUU 103b1 He TpeOyeTcs.



V nanueHToB ¢ HApYIIEHHSMH (YHKIMU TEUCHH CPEJHEH CTENEHH ClelyeT CHHU3HTh 03y
npenapata [1azonanu6 10 200 Mr B CyTKH.

JIaHHBIX O IPEMEHEHUH npernapara [la3onmanu6 y manueHToB ¢ HapylmeHueM QYHKIAH TIeYCHH,
CONPOBOXKIAIOMIENCS TIOBBIIIEHHEM KOHIIEHTpaluH obmmero Oummpyouna Oonee 4eM B TpH pasa
soie BI'H (mpu mo6oii aktuBHOCTH AJIT) HE10CTaTO4YHO, B CBS3H C YeM IPUMEHEHHE IIpenapara
ITazomanu® y Takux NanMeHTOB IIPOTHBOIIOKA3AHO.

IToGouHnoe neiicTBHE

Huke mnpeacTaBieHbl HexesareibHble JekapcTenblie peakuud (HJIP), Bo3HukaBmme npu
NpYMEHEHHH T[periapata B KJIMHMYECKMX HCCIIEJOBaHUSX C YyKa3aHMEM 4YacTOThl HX
Bo3HMKHOBeHHs (Tabmuna 1). HJIP crpynnupoBaHsl B COOTBETCTBUH C KJIacCH(UKAIMEH OPraHoB
u cucrem opranoB MedDRA. Yacrora BCTpe4aeMOCTH OINpEIENsSeTCs CIIeAyromum obpasom:
oueHs yacto (>1/10), acto (>1/100 u <1/10), Hewacro (>1/1000 u <1/100), peaxo (>1/10000 u

<1/1000), ogens peaxo (<1/10000, BkII04ast OTAETBbHBIE CIIydYan).

Tabauna 1
ITKP CMT
Hupexyuonnvie u napazumapnvie 3a601e6anus
Nudexuuu (c nmm 6e3 HefiTponenny)! Heuacro Hewacro
WNudexuun necen Hewacto Yacto

ﬂo6por<auecmeeHHbze, 3/10Ka4ecmeeHHvle U HeymoiHeHHble H06006pa3oeanwz (BKIIIO‘IGH Kucmol u

noauNb)

bosis B HOBOOOpa3zoBaHUAX Heuacro OueHp yacTo

Hapywienusi co cmopoHblL Kpo6u U IUMpamuieckou cucmembl

Helitponenus Yacrto OueHsb 4acTo
TpomGonuronenus Yacto Ouensb yacTo
Jlelikonenus Yacro OyeHb 4acTo
[MTomuuuremMus Heuacto

Hapywenus co cmopoHbl 2HOOKPUHHOU CUCHIEMbL




I'unotupeos’ Yacto Yacto
[ToBbIlIEHHEe AKTHBHOCTH THPEOTPOITHBIX TOPMOHOB B KPOBH Yacro @
CHIKeHHEe KOHIIEHTPAIIHH [TIOKO3bI B KPOBH Heuacto @

Hapywenus co cmoponbl 0bmeHna éeujecms u nUManus

AHopexcus

OueHb 4acTo

OyeHb 4acTo

CHM)KEHHE MacChl Teja

Yacto

QOueHsb 9acTo

CHUXEHUE alllleTUTa

OuyeHb 4acTo

QOueHb 4acTo

l'unodocharemus Yacro ¢
O06e3B0XKMBaHKE Yacro Yacto
['unomaraueMus Hewacto Hewacto
Hapywenue ncuxuxu

becconnuna Yacto Yacro
Hapywenus co cmopoHbl HepeHOU Cucmemol

["onoBokpyxeHue Yacto Yacro
['unecre3us Heuacro ¢
ITepudepuyeckas ceHCOpHas HEUPOIIATUS Yacro Yacro
[Tapecte3us Yacro Hedacro
3aTOpMOKEHHOCTh Yacto ¢
CoHJIHBOCTH Heuacto Hedacro
Jlucre3us (pacCTpoiCTBO BKyca) Ouenb yacto® | OueHb yacTo
["onoBHas 60116 O4eHp 4acTo O4eHpb 4acTo




MmeMHYecKuii HHCYITBT! Hewacro Heuacro
TpaH3HTOpHAS MIIEMHYECKas aTaKa' Heuacto ¢
Cunapom oOpaTuMoi 3aHeH sHnedanonaruy’ Penxo Hewacro
Hapywenus co cmoponvt opeana 3penus

HeueTkocTh 3peHus Yacto Yacto
Ob6ecBeunBaHNE PECHHI] Heuacto ¢
Ortcioiika/pa3pbIB CETYATKA Hewacto Heuacto
Hapywenus co cmoponwt cepoya

Hapymenus cepiedHoil JestenbHOCTH (cHukeHHe (pakuuu | Hewacto Yacto
BBIOpOCA  JIEBOTO  JKEIy/l04YKa, XPOHHYECKas  CepleyHas

He/I0CTATOYHOCTD, OTPaHHUEeHHAs KapIMOMHONATHs)!

Bpaaukapus Heuacro* Yacro*
WndapkT Muokapna' Heuacro Hedacro
Mmremust MHoKap/a' Heuacro ®

V umnenne uaTepsata QT! Hewacto Heuacto
YKemynoukoBas TaxMKap/Ius THIA «IIHPYIT» (torsade de pointes)' | Hewacro ¢
Hapywenus co cmoponwt cocyoos

KpoBou3znusiHie B roJI0BHOM Mo3r! Heuacro Heuacro
HocoBoe kpoBoTeueHHe Yacto Yacro
eIty 104HO-KHIIEYHOE KPOBOTEYeHHE' Heuwacto Heuacto
KpoBoTeueHne U3 MUIIEBO/IA Heuacro Heuacro
['ematypus Yacro Heuwacto




ApTepHasbHas THTIEPTEH3Hs

OueHp 4acTo

OueHp 4acTo

['unepemus Yacto Yacto
Jlerounoe kpoBoTeyenue' Heuacto Yacto
Bernosusle  TpomGosMmOoimyeckue — ocioxkHeHus  (TpomGo3 | Hacto Yacro
riryGOKHX BeH, Jlerounas sMOoHs (B T.4. C JIETATbHBIM HCXO/IOM)

¥ TpoM003)

['emopparus Heuacro Heuacro
KpoBoTeueHne H3 BEPXHHX OTIEJNOB IKeIyao4HO-KumeyHoro | Hewacto Heuwacto
TpakTa

PerponepuroneanbHOe KPOBOTEYEHHE Heuacro Hewacro
PekranbHOE KPOBOTEUEHHE Heuacto Heuacto
TpomboTuyeckas MHUKPOAHTHOIIATHS (B TOM yucne | Peaxo Hedacro
TpoMOOTHYECKAs TpoMOOIUTONIEHHYECKAs nypmypa U

FEeMOJIHTHKOYPEMHUYEKHH CHHIPOM)'

KpoBoTeueHue U3 MojJoCcTH pra Hedacro Yacro
['eMopponiaibHOE KPOBOTEYCHUE Hewacto ¢
AHanbHOE KPOBOTCUCHHE Heuacro Yacto
BpoHxuaibHOE KPOBOTECUECHHUE ¢ Heuacro
KpoBoTeueH s ©3 MOYEBBIBOIAIIMX ITyTeH Heuacto ¢
«IIpunuBsI» Yacro Yacro
['MnepTOHUYECKHH KpU3 Heuacto ¢

Hapywienus co cmoponsl OblxameJbHOl CUCMEMbL, OP2AHO8 ZPYOHOU KIeMKU U cpeodocmenus

Kamens

¢

Yacto




Juchonus Yacto Yacto
JlucrHod (oBImIKa) Yacto Yacto
[TneBMoTOpaKc Heuacto Yacto
Punopes Heuacro Hewacro
Bomu B pororinotke ¢ Hewacro
HxoTta ¢ Yacto
KpoBoxapkanbe Yacto Heuacro
WnTepcTuimanbHas 601€3Hb Jerkux / THEBMOHHT' Penxo Penxo
Hapywenus co cmoponbl ceny004HO-KUMEYHO20 MPaKma

Meteopusm Yacto Yacro
B3nyTHe xuBoTa Yacto Yacro
SI3BEHHBIN CTOMATHT Yacto ¢
Yacroe onopoKHEHHE KHIIEYHHKA Heuacro ¢

PBoTa ¢ KpoBBIO Heuacto ¢
['emaroxesus Heuacro ¢
[Tepdoparus TOJICTON KHIIKH Heuacto ¢
[Tepdoparust moAB3AOMHOM KUIIKA Heuacro Hedacro
Menena Heuacro Heuacro
[TankpeaTut Heuacro Hedacro
[IepuTonuT Heuyacto Heuwacto

BoJib B )KHBOTE (B TOM YMCJIE B JIIUTACTPHH U 110 X0y KMIIEYHHKA)

OyeHsp 4acTo

OuyeHsp YacTo
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Juapes Odenb yacTo OueHb yacTo
Jucnencus Yacro Yacro
Tepdoparus KejTy/IKa K KAIIEYHHKa Hedacro ¢
O6pazoBaHue JKeJTyJOYHBIX H/WIN KHIIEYHBIX cBumeit! Heuacro Heuacro
Hapy>xHp1ii OpronHoi CBHII Heuacro Hewacro
[ToBbIIEHHE AKTUBHOCTH JIMIIA3BI Yacro’ ¢

TomnoTa OueHp 4acTo OuyeHb 4acTo
Cromarur Yacro OyeHp 4acTo
PBora OuyeHb yacTo OueHp 4acTo

CyXOCTbh CIIM3UCTOH 000JI0UKH IOJIOCTH PTa Yacto Yacto
Hapywenus co cmoponbl nedenu u Jcen4esbl600Auux nymeu

['enaToTOKCHYHOCTH Yacto ¢
Kentyxa Heuacro ¢
JlexapcTBEeHHOE MOPAKEHHE IIEYEHH Hedgacro ¢
[TeyeHo4Hast HEIOCTATOYHOCTD Hewacro ¢
Hapyenue yHKIMHA MeYeHHA Yacro Hedacro
Hapywienus co cmopoHbl K0X4CU U NOOKOJICHBIX MKAHeu

TTopakeHHs KOKH Heuacro Yacro®
Anonenus OyeHsp yacTo Yacto
Dxcdonuanus Koxu Heuacro ¢
['eHepanu30BaHHBIA 31 Hewacto ¢
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CyxocTb KOXH

Yacro

Yacto

DkchoaHaTUBHAS ChIIlb

O4eHpb 4acTo

H3meneHne 1BeTa BOJIOC

OyeHpb 4acTo

OyeHp YacTo

[TopaxeHue HOrTeH Heuacro Yacto
[TayibMapHO-TIITaHTApHAS SPUTPOU3ECTEIUSL (maponHO- | OueHb 4acTo Heuacto
TIOJIOIIBEHHbIH CHHAPOM)

[ToromBeHHast spureMa Heuacro ¢

S13BBI KOKH ¢ Heuacro
®OTOYYBCTBUTEIBHOCTD Hewacro Heuacro
['unepruapos Yacro Yacto

Chinib Odensb yacTo Heuacro
BesukysipHas ChIlb Heuacto ¢
[Tanyne3nas cuilib Heuacro Hewacro
DputemaTo3Has ChIllb Heuacro ¢
['enepanu3oBaHHas ChIllb Heuacro ¢
MakynspHas ChIllb Heuacto ¢

3yasiiasi ChIllb Heuacto ¢

3yn Yacrto Yacrto
Oputema Yacto Yacto
JlemurMeHTanus KOXH Yacto OueHb 4acTo
['unonurMeHTanus Koxu Yacro OueHb 4acTo

Hapywienus co cmopoHbl noYex U MO4e6bl00AUUX nymeu
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Iporennypus’ Ouenp yacto | Hewacto
Hapywienus co Cmoponbl CkelemHo-MblUleYHOU U COCOUHUMENbHOU MKAHU
CxeneTHO-MbIIe4Has 6071b Heuacto Yacto
MeIeuHsbli crasm Yacrto Yacto
Aptpanrus Yacto Hewacro
Muanrus Yacto Yacto
Hapywenus co cmoponbl n0106blX 0P2aH08 U MOLOYHOU dicenesbl

Menopparus Hedacro Hewacro
Mertpopparus Heuacro ¢
Bnaramuinoe KpoBOTEYEHHE Heuacro Heuacro
Jlabopamopnvie u uHcmpymenmanbHvle OaHHbLE

INosbimenne aktupEOCTH AJIT! Odenb yacTo Yacro
[ToBBIIIEHHE AaKTHBHOCTH acrapTaTaMUHOTpaHC(passl (ACT)! OueHsp yacTo Yacto
[urepGumpybunemus’ Yacro Heuacto
W3MeHenHe KOHIEHTPAIHU XOJIECTEpPHHA B KPOBH ¢ Yacto
[ToBbIIEHHE KOHIIEHTPAIIMY KPEaTHHHHA B KPOBH Yacto ¢
[ToBeIlIeHHE aKTUBHOCTH aMHJIA3bI Yacto ¢
[ToBBIIIEHHE KOHIIEHTPAIlMM MOYEBHHEI B KPOBH Yacro ¢
['unoansO0ymMuHEMHS ¢ OdeHb yacTo
[ToBbIIIEHHE aKTUBHOCTH raMMa-IIIIOTAMUJITPAHCIICTI THIA3bI Yacto Yacto
M3MeHeHHe aKTUBHOCTH TOPMOHOB IITUTOBH/THOM JKEJIE3bI Heuacto ¢
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Ob6wue paccmpoiicmea u HapyuweHus. 6 Mecme 66€0eHUs

Bocnanenue cim3ucToi 06071049KH Yacto Heuacro
Orexu Yacto® Yacro’
AcTeHus Yacto Heuacro
Boub B rpy/iHOi Ki1eTke! Yacto Yacto
03100 Hewacto Yacro
IToBbIIIEHHAs YTOMIISIEMOCTD Ouensp 9acTo OyeHb 4acTo

¢ - B X0JI¢ PETHCTPAIMOHHBIX KTMHHYECKHX HCCIIE10BAHMI CBSA3b HEXEAaTeIbHOTO ABJIEHHs C PMEMOM Ma3oMnaHnba
HE YCTaHOBJICHA;

! - noxpoGuas uHdopmManus npuBeseHa B pazzeine «Ocobble yKa3aHHs»,

2 - arep3us (yTpaTa BKYCOBOH 4yBCTBHTEIBHOCTH), TUIIOreB3Hs (IIOHIKEHHE BKYCOBOH 4yBCTBHTEIBHOCTH);

3 . B GOJILIIMHCTBE CITy4aeB NalbMapHO-TUIAHTApHAs IPHTPOAH3ECTE3NA (J1aIOHHO-TIONOIIBEHHbIH CHHAPOM);

4. GpaaMKapaMsA ONpEAEfeTCs HAa OCHOBAHWM YacTOTHI CepleyHoro purma (mexee 60 yxapoB B MHHYTY).
BpauKap/us ¢ KIMHHYECKMMH NIPOSBICHUSAMHA BCTPEYAETCs PEXe, M ee 4aCToTa OCHOBaHA Ha OTYeTaX 0a3 JaHHBIX 0
6e30MacHOCTH na3onaHuba.

S.mia nokasanus IIKP dactoTa BCTpPEYaeMOCTH OCHOBaHa HAa [aHHBIX, MOJIy4E€HHBIX MpH MPOBEACHUH
JIOTIOJTHUTENTbHBIX UCCIIEI0BAHUIA;

6 - nepueprUUECKre OTEKH, JIOKATbHbIE OTEKH, OTEKH IJIa3, JIMLIA;

7 - nepr¢epruecKre OTEKH, OTEYHOCTD BEK.

Hefitponenus, TpoMOOUMTONEHHS W NAIbMapHO-IUIAHTApHAS 3PUIPOAM3ECTe3us (JIaJoHHO-
MOIOLIBEHHBIM  CHHAPOM) dYamie HaOMIOJAJIUCh y  ITAlMEHTOB  BOCTOYHOA3HATCKOIO
IPOUCXOXKICHUSI.

B TaGumuie 2 IpeCcTaBIeHbI OTKIOHEHHUS J1ab0paTOpHBIX MOKa3aTeleif, BeTpedasmuecs y >15%
naupentoB ¢ ITKP, npuHMMaBmKX na3onanu® B Xoje KIMHHYECKHX HccienoBanuil. CTeneHb
OTKJIOHEHHS OCHOBBIBa€TCH Ha KiacCHQUKAIMK OOMMX  KPUTEPHEB TEPMHHOJIOIHH

nexenaresbHbIX apieHni (CTCAE) HannonansHOro HHCTUTYTA paka.

Tabruya 2
[TapameTpsl [Tazonanu6 (N = 290) [Tnane6o (N = 145)
Bce Crenenp CrerneHb Bcee Crenens CreneHb
crenenu, % 3, % 4, % crenedd, 3, % 4, %
%
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Temamonocuyeckue

JletikoneHus 37 0 0 6 0 0
Heiirponenus 34 1 <1 6 0 0
TpomGouuToneHus 32 <1 <1 5 0 <1
Jlumormronenus 31 -4 <1 24 1 0
Buoxumuueckue

[loBbIenue 53 10 2 22 1 0

aktuBHOCTH AJIT

[ToBerIEHHE 53 7 <1 19 <1 0

aktuBHocTH ACT

['uneprimkeMus 41 <1 0 33 1 0
[ToBeImIEHHE 36 3 <1 10 1 <1
KOHIICHTPALUH

ob6mrero 6umpybrHa

['unodocharemus 34 + 0 11 0 0
['unokanbIueMus 33 1 1 26 1 <1
['unonaTpuemus 31 5 1 24 4 1
['unepkanuemMus 21 4 <1 23 5 0
[unepkpearuHuHEMHs 26 0 <1 25 <1 0
['unomaraueMus 26 <1 1 14 0 0
['unorymkeMus 17 0 <1 3 0 0

B Tabimue 3 mpe/cTaBIeHbl OTKJIOHEHHs Jab0paTOPHBIX I0Ka3aTe e, BCTPEYaBIIUCCs Y >15 %
namentos ¢ CMT, mosnydaBmmX Ma3onaHu® B XoJe KIMHHYECKHX HCCIICIOBaHHMH. CreneHb

oTKIoHenHs ocHoBbiBaetcs Ha kiaccudukanun CTCAE HannonanipHOro HHCTUTYTA paKa.
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Tabnuya 3

[TapameTpsl

I'emamonoeuyeckue
JlelixoneHus
He#tponenus
TpombGonuTonenus
Jlumdormronenus
Anemus
buoxumuueckue

[ToBeieHHE
AKTUBHOCTH

IIEJIOYHOH

docoarazs! (111P)

[ToBemenue

aktuBHOCTH AJIT

[loBrIeHHE

aktuBHOCTH ACT
['unoansOyMuHEMHS
['unepriukeMus

[ToBrlIEHHE
KOHI[EHTPAIIUH
o0b1ero

OunmupyouHa

[Tazonmanu6 (N = 240)

Bce CreneHb
CTEIEeHH, 3, %
%

44 1

33 4

36 3

43 10

27 5

32 3

46 8

51 5

34 <1

45 <1

29 1

CrerneHb
4, %

[Tnane6o (N = 123)

Bce Crenensb 3, CteneHb

creneHy, % %
15 0
7 0
6 0
36 9
23 <1
23 <]
18 2
22 2
21 0
35 2
) 2

<1

<1
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['unonarpuemus 31 4 0 20 3 0

['unoxanmueMus 16 1 0 /| 0 0

IlepenosupoBka

B KJIMHMYECKHX HCCIIE0BAHUAX MTa30MaHud mpumeHsuics B 103ax 10 2000 mr.

Cumnmomol

J1030/IMMHTHPYIOIIAs TOKCHYHOCTH (TIOBBIIICHHAs YTOMJISEMOCTh 3 CTENEHH) M apTepHajbHas
runeprensus 3 crenenu Habmogamuch y 1 u3 3 manmentos, npunsemux 2000 mr u 1000 mr
nazonaHuba B CyTKH COOTBETCTBEHHO. BO3MOJKHO yCHIIEHHE BBHINIEONMHCAHHBIX HEXeaTeIbHBIX
SIBJICHUH.

Jleyenue

CuUMIITOMaTHYECKOE.

TonpKko HE3HAYWTEIbHAs YacTh Ma3onaHuOa MOKET BBIBOAMTHCS IIOCPEICTBOM TIeMOIHMAIH3a,
IIOCKOJIbKY BBICOKA CTEIIEHB €r0 CBSI3bIBAHUSA ¢ O€JIKaMHM IIa3Mbl KPOBH.

B3auMo/eiicTBHeE ¢ JPYTHMH JIEKAPCTBEHHBIMH CpeICTBAMH

Hnoykmopwl uiu un2ubumoper cucmemvl yumoxpoma P450 (usogpepmenma CYP3A4)

Ha OCHOBaHMM JaHHBIX HCCIIEJOBAHHM in Vitro MOXHO IoOJaratb, 4YTO OKHCIIHMTEIbHBIMA
MeTaboJIu3M na3onaHubda B MEKPOCOMAaX NEYEHH YeJI0BEKa IPOTEKAET, B OCHOBHOM, IIPH y4aCTHH
mzopepmenta CYP3A4, ¢ nesnauntenshbiM ydactiem m3odepmentoB CYP1A2 u CYP2CS.
Takum o6paszom, uHrHOMTOphl W HHIYKTOpHl H30depmenta CYP3A4 wmoryr H3MEHATH
MeTabo0JIu3M na3onaHuba.

Huzubumopwr uzopepmenma CYP3A4, P-gp u BCRP

[Tazonanu6 seisercsa cyberparom st uodpepmenta CYP3A4, P-gp u BCRP.

OyHOBpEMEHHOE TIpuMeHeHne nazonanuda (400 Mr OJIMH pa3 B CYTKH) ¢ MOIIHBIM HHTHOMTOPOM
mzodpepmenta CYP3A4 u P-gp, keTokonaszosom, (400 Mr oJMH pa3 B CyTKH) MOC/IEI0BATE/ILHO B
TeyeHue 5 JHel NPUBOIMIO K MoBbIMIeHHIO cpeanux 3HaueHuit AUC(0-24) B Cmax ma3onann6a Ha
66% u 45% COOTBETCTBEHHO, 110 CPABHEHHIO C IPUMEHEHHEM MTa3onaHuba 6e3 COImyTCTBYIOIIUX
npenaparos (400 Mr oquH pa3 B CyTkM B TedeHue 7 aueid). [Ipu noBbimeHun 1036l B 1Mana3oHe
ot 50 mr g0 2000 mr BenuuuHbl Cmax 1 AUC nasonanun6a Bo3pacTaid B MEHbIIEH CTENECHH, YeM
IPONOPLHOHATBHO H03e. TakuMm o6pa3oM, y OOJBIIMHCTBA MALIMEHTOB IOC/IE CHHXKEHHS JI03bI
nazonanu6a 10 400 Mr oJMH pa3 B CYTKH B IIPUCYTCTBHH MOIIHBIX HHTHOUTOPOB H30(pepMEHTa
CYP3A4 cucteMHas SKCIO3MIMS Ia30maHuba COOTBETCTBOBAJIA TAKOBOM IIPH NPHMEHECHHH

naszonanu6a B 103¢ 800 Mr 0JIuH pa3 B CyTKH 0€3 0/IHOBPEMEHHOIO IPUMEHEHHS COITYTCTBYIOLIUX
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npemnapaToB. OJIHAKO y HEKOTOPHIX NALMEHTOB BEIWYMHA CHCTEMHOH SKCIO3MIMH Ma30naHnba
MOJKET YBEJTHYHTHCS 10 CPABHEHHUIO C TAKOBOI IIPH OTAEIBHOM €ro npuMeHeHud B 03¢ 800 M.
OJIHOBpPeMEeHHOE NPHMEHEHHE Na30MaHuba ¢ IPyruMHE MOIIHBIME HHTHOUTOpaMH u30(pepMeHTa
CYP3A4 (TakuMH KakK MTPaKOHA30Jl, KJIAPUTPOMMIIMH, ara3aHaBUp, WHIAWHABHD, Heda30/0H,
HeI(HHABHP, PUTOHABHD, CAKBHHABUP, TEIUTPOMHIMH M BOPHKOHA30JI) MOXET NPHUBOIHUTH K
[IOBBIIIEHHIO KOHIIEHTpaluu nasonanu6a. [Ipu mpreMe mpemapaTa ¢ IpeinpyToBbIM COKOM
TaK)Ke MOYKET OTMEUYaThCsl YBEIMUEHHE KOHIICHTPAllMH T1a30naHuoa.

IIpumenenne 1500 mr nanatuau6a, cyberpara u craboro uaruburopa usopepmenta CYP3A4, P-
gp u BCRP, oxnoBpemenno ¢ 800 mMr nasonanu®a MPUBOJUT K YBEIHYCHHIO CPEIHHX BEIMYHH
AUC(0-24) 1 Cmax mocieztero npumepHo Ha 50-60% 1o cpaBHEHHIO ¢ OT/IEIBHBIM IPHMEHEHHEM
nasonann6a B go3e 800 mr. OMHOBpEMEHHOE IPUMEHEHHE Ma3onaHuba ¢ HHrHOMTOpaMu
m3odpepmenta CYP3A4, P-gp u BCRP (manpumep, janaTtuHuO) NPUBOAMT K IOBBIIICHHIO
KOHIIEHTpaluk mazonanuba B 1uiasMe KpoBd. OJHOBPEMEHHOE NPUMEHEHHE C MOIIHBIMH
uHruouTopamu P-gp umn BCRP MOXeT H3MEHHTh 9KCIIO3HIMIO H PACIIpe/IelieHHe a30IaHnoa, B
TOM uxcle pacnpenenenue B uentpaibHoii HepHo# cucteme (ITHC). Crexyer wusGerats
OJIHOBPEMEHHOTO IPMMEHEHHMs Mperapara ¢ MOIHbIMI uHrHOuTOpamu P-gp nim BCRP, mbo
NIPUMEHATh aIbTEPHATHBHbIC IIpENapaTsl, He OONajaiolue YKa3aHHBIM JICHCTBHEM, HIIH
OKa3bIBAIOIIHE MUHUMAJIbHOE HHIHOUpyIolee aeiictBue Ha P-gp nim BCRP.

Crexyer m3beraTh OJHOBPEMEHHOTO NPHMEHEHHs I[a30maHuba € MOIIHBIM HMHIHOMTOPOM
msodepmenta CYP3A4. Eciu KIMHAYECKH IPHEMIIEMOH aIbTePHATHBBI MOLIHOMY HHITHOHTOPY
m3odepmenta CYP3A4 ue umeercs, 103a nasonanuOa J0imkHa 6bITh cHIDKeHa 110 400 Mr B CyTKH
Ha BECh NEPHOJ NPMMEHEHHS OIHOBPEeMEHHOH Tepamuu (cM. paszen «Ocobbie yka3aHus»). B
ciTydae pa3BUTHsI HEXeENaTeIbHBIX SBJICHHH, CBA3aHHBIX C JIEKAPCTBEHHBIMH IIPENapaTaMy, MOXKET
paccMaTpUBaTHCS BO3MOJKHOCTD JA/IbHEHINETO CHIOKCHHS JI03bL.

Hnoykmopwr uzogpepmenma CYP3A4

Uunyxropsl uzodepmenta CYP3 A4, Hanpumep puamMIUIiH, MOTYT YMEHbLIATh KOHIEHTPALIHIO
nasonaEnba B IIasMe KpoBH. OJHOBpeMEHHOE IPUMEHEHHE Ia30maHuba C MOIIHBIMH
unaykropamu P-gp wim BCRP MoXkeT M3MEHUTDH SKCIIO3UIHUIO M PACIIPE/ICIICHHE nazonanuba, B
tom umcsie pacnpezenenue B [IHC. Pexomenyercs npiMeHeHNE albTePHATHBHAIX IIPENapaToB,
He 00JAAIOMHUX YKA3aHHBIM JEHCTBHEM WM HMEIOMHMX MHHMMAIbHYIO HHIHOUPYIOIIYIO
aKTUBHOCTH B oTHOomIeHuH u3odepmenta CYP3A4.

Buusinue nazonanuba na cybcmpamel cucmemul yumoxpoma P450

B HcceJ0BaHusX in vitro OBUIO IIOKA3aHO, YTO Ma30MaHud HHrHOUpyeT H30(epMEHTHI IUTOXpOMa
1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2El. B uccienoBausx (apMakoIOrH4ecKux CBOJMCTB

nazonanuba, rae mpemnapar npumeHsuics B jgo3e 800 Mr oamH pa3 B CYTKHM II0Ka3aHO, 4TO
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[1a30IaHAG He MMEET KIMHAYECKH 3HAYMMOTO0 BIUAHUS Ha hapMaKOKHHETHKY Kopenna (cydcrpar
msodepmenta CYP1A2), Bapdapuna (cyGerpar usopepmenTa CYP2C9) wmu omemnpasoja
(cy6erpar m3odepmenta CYP2C19) y nanueHToB Co 3710KaYeCTBEHHBIMA HOBOOOPa30BAHUAMH.
[azonauu® npusoami K yseaudennto cpeannx 3HaueHnd AUC u Cmax MHJA3071aMa (cybctpar
m3opepmenta CYP3A4) mpumepro Ha 30% H TOBBINECHHIO HA 33-64% cOOTHOLIEHHUS
KOHIIeHTpanuii Jekcrpomeroppana M jaekctpoppana B MOYe I[OCIE IIpUeMa BHYTPb
nexcrpomeropdana (cyderpar uzodepmenta CYP2D6).

Opuospemennoe npumenerrne 800 mr masomanu®a OfMH pa3 B CYTKH M TAKJIHTaKcela 80
mr/m? (cyberpar nzopepmentoB CYP3A4 u CYP2C8) ouH pa3s B HEJIEIIO IPHBO/IIIO, B CPEIHEM,
k noseimeHnto AUC 1 Cmax naksmraxcena Ha 26% u 31% cOOTBETCTBEHHO.

OZHOBpEMEHHOE PUMEHeRHe nasonanuba ¢ cyberparamu usodepmentos CYP3A4, 2D6, 2C8 ¢
Y3KHM TeparleBTHYECKUM JHANa30HOM HE PEKOMEHyeTCH.

Buusinue nazonanuba na opyaue (epmenmul u mpancnopmuvie 6eixu

Wcciie10BaHus in vifro TOKa3aiy, 4To masonanu6 ssasercs MoubiM uHruéuTopom UGTIAL 1
OATPIB1 ¢ ICs01,2 MM u 0,79 MkM coorBerctBeHHO. [lazomanu® MOXET MOBBINIATH
KOHIIEHTPAIMH JIEKAPCTBEHHBIX IPENapaToB, BhIBEICHHE KOTOPBIX OCYHIECTBIISETCS B OCHOBHOM
npu yyactun UGT1A1 u OATP1BI.

OoHoBpemenHoe npumMeHeHue NAa3onanuba u cuMeacmamuna

O/[HOBpEMEHHOE NIPUMEHCHHE Na30TNaHu0a M CHMBACTATHHA YBEIMYHBACT YacTOTY MOBBIIICHHUSA
aktuHocTH AJIT (27% mupotuB 14%). Eciu y mnanueHTta, NPHHAMAIOMIETO CHMBAaCraTHH
OJHOBPEMEHHO ¢ TMa3omaHuOoM, IMoBbimaercss aktuBHOCTh AJIT, crexyer BBIIOTHUTE
PeKOMEH/IAIAH TI0 J03UPOBAHMIO 11a30NIaHK0A H OTMEHMTh CHMBACTATHH. JIaHHBIX /UIs OLCHKH
pHCKa OTHOBPEMEHHOTO IIPUMEHEHHUS JIbTEPHATHBHBIX CTATKHOB na3ornanuda HeJ0CTaTOYHO.
Bnusinue npuema nuwyu na papmakokunemuxy nazonanuba

[Iprem nmasonanu6a BMECTe C HACHIEHHOH MM Oe/tHOM JKHpaMH MHINEH NPUBO/UT K IPHMEPHO
nBykpataomy yBeraudeHHI0 AUC u Cmax Tlazonasuoa.

Jlexapcmeennvle npenapamel, Komopuie nogbiuaiom pH oicenyoounozo coka

O/HOBpEMEHHOE [PUMEHEHHE I[a30maHuba u 330Menpas’osia  CHHXKACT OMOI0CTYITHOCTh
nasonann6a npudmmsutenso Ha 40% (AUC # Cmax). Crnemyer usberaTh OJIHOBPEMEHHOIO
IpUMEHEHHs Ta3omaHuba C JIEKApCTBEHHBIMU [pENapaTaMH, KOTOpbIC IOBBIIAIOT pH
EJTY/I0YHOro coka. I[IpH HEeoOXOMMMOCTH OJHOBPEMEHHOIO MPUMEHEHHUS UHTHOUTOPOB
nporouHoit momnsl (UIIII) pekoMmenayercs npuHUMarh 103y nazonanuba BHE IpHeMa ITHINH,
OIMH pa3 B JeHb Bedepom, oaHoBpemenHo ¢ UIIIL Ilpn HeoOXOAMMOCTH OIHOBPEMEHHOIO
IIpUMeHeHHs anTaroHucToB Ho-perentopos, nasonanuo ciietyeT NpUHUMATh HE BO BpEMs IIpUEMa

ITUIIHM, KaK MHHAMYM, 3a 2 daca JI0 HJIH, 10 MeHbIIeH Mepe, depe3 10 gacoB mocie mpuema
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antaronucta Ha-perientopos. Ilasonanu® ciexyer IpHHEMATh, 10 MeHbIIEH Mepe, 3a 1 4ac J10
WM dYepe3 2 daca I0Cje NPUMEHEHHs aHTAIMIOB KOPOTKOro JeHcTBUs. PexoMeHIarmu mo
omuoBpemenHomy Tnpumenenuto WINIT u  anrarommcroB Ha-penentopoB OCHOBaHBI Ha
(GHU3HOIOrHIECKHX OCOOEHHOCTSX YEI0OBEYECKOr0 OpraHu3Ma.

Oco0bie yka3zaHusi

Bnusinue Ha ¢hynkyuio nevenu

[Ipy npuMeHeHHM Ma3omaHuba OTMEYEHbI CIIyYaH Pa3BUTHS NEYCHOYHOH HEA0CTaTOYHOCTH
(BKIrOYas ciydad C JIETAIBHBIM HCXOJ0M). B KIMHHYECKHX HCCIIEI0BaHUAX nazonanuba
Habmonanocs TmoBbImeHHe aktuBHOCTH TpaHcammHasz (AJIT, ACT) u KOHUEHTpanuu
OunupyouHa. B OOJNBIIMHCTBE ClTydaeB OTMEYaloCh M30JIMPOBAHHOE INOBBIIICHHE aKTHBHOCTH
AJIT u ACT, He cONpOBOXKIABIIEECs OJHOBPEMEHHBIM IOBBINICHHEM AKTHBHOCTH IIETOYHOM
docharazpl uIM KOHIEHTpauuk OwupyOuHa. Y marmenToB crapuie 60 JIeT PHCK IOBBIICHHS
axtuBHocTH AJIT, B TpH pasa npesbiuatommeii BI'H, Moxer BozpacTars. ¥ NMallHEHTOB, HECYIIHX
awtens HLA-B57:01, Taike OTMeYanoch YBEJIHYEHHE pHCKAa BBI3BAHHOTO Ia30IMaHUOOM
nospimenust aktuaoctd AJIT (19% mnamuentos ¢ awienem HLA-B57:01 npotu 10% 6e3
TakoBoro). Heo6xoiuMo MPOBOAUTE KOHTPOJIb (PYyHKIMH NEYECHH Y MAlMCHTOB, IPHHHMAIOIINX
na3omnanub, He3aBUCUMO OT MX I'€HOTHIIA M Bo3pacTa. B mojasisiomeM OOJIBIIMHCTBE CIIy4acB
IIOBBIIIIEHHE aKTUBHOCTH TPaHCAMHHA3 JIFO00# CTEIeHH 0TMEYaIOCh B TEUEHHE NEPBBIX 18 Hezenb
Tepanuu masonanubom. CrerneHb TskecTH ocHoBbBaeTcs Ha knaccupukaumu CTC AE
HanpoHabHOro HHCTUTYTA paKa.

Heo6x0aMMO HPOBOAMTH KOHTPOJb AKTHBHOCTH (EPMEHTOB MEYEHH Iepesl INPUMEHEHHEM
nasonanuba ¥ Ha 3, 5, 7 M 9 HeueNsX Tepamuu, 3ateM Ha 3 U 4 Mecsuax Tepanud ¥ I0
KJIMHAYECKHM TTOKa3aHUAM. 11epHOIMYECcKHii KOHTPOJIb CleIyeT IMPOBOJUTH 1OCIE 4 MECsIEB
Tepanuu. CleylONMe YKa3aHUs KacaroTCs NAIMEHTOB C MCXOJHOH KOHIEHTpauuei obmiero
6umpy6una <1,5xBI'H, a taxke aktuBHOCTAMHE AJIT n ACT <2xBI'H.

. [TaupeHTs! ¢ W30mMHpoBaHHBIM noBbimenneM aktuBHocTH AJIT Bbunme BI'H B 3-8 pas
MOTYT MNPOJOJDKATh NPHEM Ia3onaHuba, MpH 3TOM CIIEAYET €XCHEIeIbHO KOHTPOIMpOBATh
noKa3aTeu GyHKIMH Ne9eHn 10 yMeHbiueHus akTuBHoCTH AJIT 10 1-0# cTeneHH TOKCHYHOCTH
WM JI0 HCXOHOTO 3HAYCHHS.

. IarmenTtam ¢ nossiuernem axtuBHoctH AJIT Gonee yem B 8 pa3 otHocuTensHo BI'H
clelyeT mpepBaTh npueM mnasonanuba no cHmkenus axktuHoctH AJIT g0 1-off crenenn
TOKCHYHOCTH HJIM IO HCXOJHOTO 3HaYeHHus. Eciin nmoTeHuuanpHast ojb3a BO300HOBIIEHUS TpHeMa
nazonaHnGa MPEeBBIIAeT PUCK Pa3BUTHS TENIATOTOKCHYHOCTH, TIPHEM Ma30naHnba MOXeT OBITh
BO300HOBJIEH B J103€, yMeHbIIEHHOH 10 400 MI 0/1MH pa3 B CYTKH, [10]] €XKCHE/ICTbHBIM KOHTPOJIEM

nokazatelieil yHKIMHK TedeHH B Tedenue 8 Hezelnb. [Ipy mocieylomux npuemMax nasonaxnoa B
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cllydae TIOBTOPHOro moBbireHns aktuBHoCTH AJIT Oosee yeM B TpU pa3a OTHOCHTEILHO BI'H
1a30maguo ciieyeT MONIHOCTBIO OTMEHHUTh.

. V namuenTtos ¢ nossimenneM aktuBHocTH AJIT Gosiee yeM B TpH pa3a OTHOCHTEIIBHO
BI'H # 0JHOBPEMEHHBIM MOBBIIEHAEM KOHIEHTpaluu OuiupyonHa OoJpllle YeM B JBa pasa
otHocutenpro BI'H nmasonanu6 cieyer MOJTHOCTBIO OTMEHHUTE. [lanuenTa cienyer HaboaaTh
no cumwkerns aktupHocTH AJIT 10 1-0# cTeneHH TOKCHMYHOCTH MM 10 MCXOJHOTO 3HAUCHHA.
IMasonanu6 seisercs uuruéuropom UGT1AL. ¥V naupmenTtoB ¢ cunapomoM JKuiibdepa MOKET
BO3HMKAaTh HempsMas (HEKOHBIOTHPOBAHHAs) THIEPOMIMPYOHHEMHUS JICTKOH CTENEHH. Y
[AIMEHTOB TOJIBKO C HENpPAMOW THIepOMITHpyOMHEMHEH JICTKOH CTENCHH, € CHHIPOMOM
Xuns6epa Win ¢ MOAO3PEHAEM Ha €r0 HAIMYHE, C IOBBIIICHHEM aKTHBHOCTH AJIT 6onee yeM B
TpH pa3a oTHocuTenbHO BI'H mpemapar cieyeT MPUMEHATH Tak K€, KaK ¥ y NMalHeHTOB C
M30JIMPOBAHHBIM MOBbIICHHEM akTHBHOCTH AJIT.

OJHOBpEMEHHOE IPUMEHEHHE Ma3onaHuba M CHMBACTATHHA YBEIMYMBACT PUCK MOBBIMICHHSA
axtuBHOocTH AJIT (cM. paszen «B3auMoneHCTBUE ¢ IPYyTHMHU JIEKapCTBEHHBIMH CpeaCTBaMU») H
TpebyeT 0c060# OCTOPOKHOCTH U TIIATETHHOTO HAOIIIOICHHS.

JIOTIOTHHATE IBHBIE PEKOMEHIAIMH 10 KOPPEKIMH 03Bl B IIPOIECCE JICYCHHT Ha OCHOBAHHH
pe3yJIbTaToOB IMEYCHOYHBIX TECTOB y NAUMEHTOB C YXE MMEHOIIMMCS HapyLICHUEM byHKIMH
IIEYEHH OTCYTCTBYIOT.

Apmepuanvras 2unepmen3us

B xoje KIMHHYECKMX HCCIIEI0BAaHMHA MasomaHunba HaGJIOJANoCch IOBBIIIEHHE apTepHaIbHOTO
nasinenns (AJ]) u ciydan runeproHryeckoro kpusa. [lepen mpumeHeHHEM nasonanuba ciexyer
ompe/enaTh HcXoaub yposenb AJl. He nosnee o/1HOH He/IeM MOCIIE HAYa/Ia JICUCHUA, & TAKKE
HA TOPOTSKEHMM BCErO JICUCHHs Ma30NaHAOOM CJIENYeT KOHTPOIMpPOBATH AJl u mnpH
HEOOXO0IMMOCTH IPOBOIUTH TMIIOTEH3MBHYIO TEPAIMIO, [IPH 3TOM CHHIKCHHE 103bI HIIH IEPEPBIB
B IpHeMe Ma3omaHuda JO/KHBI OBITh KIMHHYECKH o6ocuoBaHbl (cM. paszgensl «Crocod
npuUMeHeHus | 10361y U «IToGouHoe AeHcTBHEY).

ApTepuaiibHas THIEPTEH3Hs (CHCTOIMYECKOE /[aBJICHAC >150 MM pT. CT. HJIM JIHACTOJHYECKOE
nasienue >100 MM pT. CT.) BO3HUKAET B Ha4yaje Kypca JeYCHHs (mpumepHo B 40% ciryyaes K 9-
My JHIO ¥ npuMepHO B 90% - B TeYeHHE NEPBBIX 18 nezens). B cimyuae nosBiIeHUS IPU3HAKOB
IMIIEPTOHAYECKOTO KPH3a MM B CIydae TsDKeIOH apTepHaibHOH IMICPTCH3HH WIIH IOCTOSHHO
[TOBBIIEHHBIX 3HaYeHUH AJl, PE3MCTEHTHBIX K THIOTEH3MBHBIM CPEICTBAM W CHHKCHHIO JIO3bI
na3onaHuba, ma3onaHud cieayeT OTMEHUTD.

Cunopom obpamumou 3a0Het sHyeparonamuu (CO393) / obpamumblii

neiikosnyepanonamuyeckuti cunopom (JISIIC)
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[Ipy npuMeHeHHH Ta3onanuba cooOIanoch 0 BO3HUKHOBEHHH CO3D / obparumoro JIOIIC.
CO3D / o6parumeii JIDIIC mnposBisioTCs ClEAYIONMMA CHMIITOMamu: TIOJIOBHAdA 60b,
apTepHalIbHas THIEPTEH3Hs, CYJIOPOTH, COHIHBOCTD, CIIyTAHHOCTh CO3HAHMS, CICIOTa, IpYrHe
HApYIICHHs 3pEHHs U HeBpoiormyeckne Hapymenus. CoobIanock o Clydyasx ¢ JeTaIbHbIM
pcxooM. T1a3omanu® cieayer OTMEHHTh y MalieHToB ¢ pazpuBaiommmes CO33 / oOpatuMbM
JIDIIC.

Humepcmuyuanvnas 6onesms neexux (MbJI) / nneemonum

IIpu npuMenenuu nasonanuba ormedeno pazsutue WBJI ¢ BOSMOXKHBIM JIETAIBHBIM HCXOIOM.
Heo6X01uMO0 IPOBOIMTE KOHTPOJIb COCTOSIHHS NMAMEHTOB HA MPEIMET JIETOYHBIX CHMITOMOB,
ykaspiBatonmx Ha VIBJI / IHEBMOHMT, W MPEKPaTHTh NPUMEHEHAE nasonanuba y manueHToB C
passuBaronmmucs MbJI uim naeBMOHUTOM.

Hapywenusa gynxyuu cepoya

B Xoje KIMHHYECKAX HCCIEJOBaHMM Ta3onaHuOa ObUIM 3apEerHCTPHPOBAHBI  CIIEAYIONIHC
HapyIIeHus GyHKIMHA CepAIla: XPOHUYECKas Cep/IevHast HEIOCTaTOYHOCTh M CHIDKCHHE (bpaxuuu
BBIOpOCa JieBoro xenyaouka (PBJDK).

CreyeT TIIATEIbHO KOHTPOJHPOBATH COCTOSHWE MALUCHTOB JUIA BBIABJICHHS KIHHHYCCKHX
[IPM3HAKOB WM CHMIITOMOB 3aCTOHHOM CEpJeUHOH HEJOCTATOYHOCTH. Y MAIMEHTOB C PHCKOM
Pa3BUTHS HAPYIICHUS CEPACUHOM NEATETLHOCTH PEKOMEHIYETCs ONPE/IEIIATh HCXOAHYIO ®BJDK,
a TaKoKe MPOBOJIUTD PEryJsApHbIe OBTOPHEIE H3Mepenus GBJDK.

Vonunenue unmepeana QT u dicey004K06as maxukapous. muna « Rupysm»y (torsade de point es)
B xo1e KIMHAYECKHX HCC/Ie0BaHHi 1a30nanuba OTMeYaIuch Cllydan yutnHenus untepsaa QT
1 JKeJTyI0UKOBOM TaXMKap/uK THIa «IHpysT» (cM. pasaen «[lobounoe JICUCTBHEY).

V nauueHToB ¢ yauHenneM uHTepBana QT B anamuese, IPHHUMAIOMIMX aHTHAPUTMHYCCKUE H
JpyTHe Tpenaparsl, yauHsronme uarepsan QT, a Takxke y MalueHToB ¢ 3a00JIeBaHUAMH cep/ra
PeKOMEH/IyeTcs TNPUMEHSTh I1a30IIaHHG C  OCTOPOXKHOCTBIO. PekomenmyeTcs MpOBOIHUTH
MCXO/IHBIH M MOCJIEAYIONHI NepHOUYECKHH KOHTPOIb JJICKTPOKApAKOTpaMMbl U COCPIKAHHS
3JIEKTPOJIUTOB (Kb, MATHUH, KaIUii) IPH IPUMEHECHUH nasomnanuba.

Apmepuanvheiii mpom6o3

B xoze KIMHHYECKHX MCCIIeI0BaHMIl Ma30nann6a ObUTM 3aperHCTPHPOBAHbI Cilydan HH(bapKTa
MHOKAp/a, CTEHOKAP/IUH, HIIEMHYECKOTO MHCYIbTA U IPEXOJIALICH HIIEMHUH TOJOBHOIO MO3ra
(cm. pasnen «ITo6ounoe aeiicTBre»). Coobumanocs o ciaydasx ¢ JETaTbHbIM HCXOIOM.

CreyeT ¢ OCTOPOXKHOCTBIO NPHUMEHSTH IIpernapar y MHAlMeHTOB € IMOBBINICHHBIM PHCKOM
BO3HMKHOBEHHMS apTEPHATBHOTO Tpom0o03a WM C apTepHalbHBIM TPOMOO3OM B aHaMmHese.

IMazonanu®6 He W3yyaucs y TAIMEHTOB, y KOTOPBIX OTH SBJICHHS HAOMONAIMCH B TCYCHHE
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npe/mecTByIomuX 6 Mecsues. Takum 06pa3oM, peleHHe O MPUMEHEHHH a30IaHuba cieayer
NPUHUMATH HHIMBHIyaIbHO HA OCHOBAHHMH OLIEHKH COOTHOLICHUS PHCKA H NOJIB3BI.
Tpombomuyeckas MUKpoaH2uonamus

B xoze KIMHHYECKMX HCCIEI0BaHMN Ma30nankba Kak B MOHOTEPAIHH, TaK M B KOMOMHAIMH C
GeBamu3yMaboM MJIM  TOMOTEKAHOM OBUIM 3aperHMCTPUPOBAHbl CIydad TPOMOOTHYECKOH
MuKpoanruonati (cM. paszen «Ilobounoe nencTBre).

[la30manu6 cieayeT OTMEHHTh B Cilydae pa3BHTHs TPOMOOTHYECKOH MuKpoaHruonaruy. [locie
OTMEHBI Tepanuu IIpenapaToM OTMEeYaloCh pa3pelleHHe CHMITOMOB TPOMOOTHYECKOH
MHKpOaHrHonaTuy. Ilazonanu® He mOKa3aH JUIs IPUMEHEHHS B KOMOWHALMH C JPYrHMH
MPOTHBOOIYXOJIEBBIMH IIperapaTaMu.

Kposomeuenus

B X0/1e KJIMHUYECKHX UCCIIeI0BAHMI Ta30aHK0ba 3aperucTPUPOBAHEI CITydan KPOBOTEUEHHH (CM.
paszien «I1o6o4YHOE JEHCTBHE»), B TOM YHCIIE C JIETATBHBIM MCXOAOM. Y MAIHCHTOB C BBICOKHM
PHUCKOM KPOBOTEYEHHI 11a30IaHUO ClIelyeT IPUMEHATH C OCTOPOIKHOCTBIO.

Ilephopayus u obpazosanue ceuujeit JHceryO0OYHO-KUULEYHO20 MPaKma

B xo0/1e KIMHHYECKUX HCCIIEI0BAHMI a30nannba OTMEYaINCh ClIydau nephopaniu KeyI104Ho-
kumegroro tpakta (OKKT) u dopmuposanus csumeit (cm. pasgen «Ilob6ounoe aeictBHe).
Coofmanoch 0 ciydasX ¢ JETaIbHBIM HCXOJAOM. B CBS3M ¢ 3THM masomaHu® ciexyer ¢
OCTOPOKHOCTBIO TIPUMEHATh y nanuentoB ¢ puckom mnepdopamun XKT u opmupopamus
CBHILIEH.

3aocuenenue pan

Biusuue nazonannOa Ha 3akuBiIeHHE paH He usydeHo. [lockonsky uuruburopsr VEGF moryr
YXy/IIaTh 32KUBJICHHE PaH, 1a30IIaHKO CIIe/lyeT OTMEHUTh KAK MUHMMYM 3a 7 JIHEeH /10 IIaHOBOTO
OIEPaTHBHOTO BMEIIATE/ILCTBA.

Pemenre 0 BO30OHOBJIEHHH JICUEHMs I1a30MIaHHOOM II0CJI€ OIEPATHBHOIO BMELIATE/ILCTBA
clelyeT INpPHHMMATh HA OCHOBAaHMM KIMHHYECKOH OIEHKH aJIeKBATHOCTH 3aXHBJICHHUA
rocieonepaMoHHoi pansl. [Tazonanu6 cieayeT OTMEHUTH y MAMEHTOB C PACXOXKICHHEM KpaeB
paHBL

T'unomupeos

B X0/1e KIHHHYECKHX HCCileJ0BaH i na3onannOa HabIroJaIkCch CITyYaH THIOTHPE03a (CM. pasjien
«ITo6ounoe neiicTBHEY). PekoMeHIyeTcs MpOBOAUTH NPOGUIAKTHYECKHH KOHTPOIb (QyHKIMHA
IIUTOBUHOM JKEJIE3BI.

IIpomeunypus

B Xoje KIMHHYECKMX MCCIIEJIOBaHUM Ta3onaHuba OTMEYEHBI CIy4Yad BO3HUKHOBCHHSA

nporennypun (cM. paszen «IloGouroe jeiicTBrEeY). PekoMenyeTcs IpOBOUTE NEPHOIHYCCKUH
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AHAIW3 MOYH BO BPEMS JICUEHHs T1a30MaHUOOM Ha IIPeIMET NOSBICHHS POTEHHYPHH. B ciydae
pa3BUTHs HEQPOTHYECKOTO CHHIPOMA Na30NaHUO CIIelyeT OTMEHHTB.

IIneemomopaxkc

B KIMHHYECKHX MCCIENOBAHMAX IpPUMEHEHHs nasonanuba mnpu pacmpocrpanenHod CMT
HAGJIOTNCH CIIy9ad MTHEBMOTOpaKca. IlalueHToB, MOIYYalOmMX JIEYEeHHE [a30MaHnOoM,
cIelyeT TIIATENbHO HAOMIOZaTh B OTHOIICHMH BO3HHUKHOBEHHs INPH3HAKOB M CHMIITOMOB
ITHEBMOTOpAKca.

Konmpayenyus

[TanMeHTKaM ¢ COXpaHEHHBIM PEIPOIyKTUBHBIM IIOTEHIIHATIOM CIIETyeT HCII0Ib30BaTh HA/ICHKHBIC
METO/IbI KOHTpAIEIHHH B EPUOJL JICYCHHS [Ta301aHHO0M ¥ B T€YeHHEe 2 HeJIelb MOClIe MpHeMa
IIOCJIETHEH J103BI.

IIpH MOJIOBBIX KOHTAKTAaX MY)KYHHAM, B T.4. C Ba30KTOMHUEH B aHAMHE3€, MOJIyJAIOIIUM JICICHHC
[Ma30mMaHuOOM, M HX [OJIOBBIM mapTHepaM (OepeMEHHBIM, IKCHIIWHAM, BEPOATHOCTDH
GEepeMEHHOCTH y KOTOPBIX HE HCKIIOYEHA, HJIM KEHIIMHAM C COXPAaHEHHBIM PENPOJYKTHBHBIM
MOTEHIHAIOM) HEOOXOJIMMO HCIIOIb30BaTh IIPE3EPBATHB B TEUCHHE BCEro IE€pHO/A JICHCHHS
MY’)KUMHBI, a TAK)XKe B TEYEHHE 2 HEeJIeIb M0CIIe PUeMa TIOCIIeAHEeH 103b] Mpenapara.

BinasiHue Ha ¢cnOcO0HOCTH YIIPABJISATH TPAHCIIOPTHLIMH CPEICTBAMH, MEXaHH3MAMH
Bimsinue ma3onanuba Ha CiocOOHOCTD YIIPABIIATh TPAHCIIOPTHBIMHU CPEJICTBAMH HE U3y4allOCh.
YuurhiBas (papMaKoJIOrHyecKue CBOHCTBA Npenapara, BIHSHIA Ha JIeATEIbHOCTD TakOro poJia He
oxunaercs. ClieAyeT NPUHAMATH BO BHHUMaHHE OOLIee COCTOSHHME MAlMEHTa W HPOQuIb
1n000YHOTO JAEHCTBUS ITperapara.

®opma BbIITyCKA

Ta6neTky, NOKpPLITHIE UIEHOYHOU 060104KO0H, 200 M, 400 mr.

Ilepsuunasn ynakoexka

ITo 10 Ta6IeTOK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 INICHKH MOJTMBHHAIXJIOPUIHOH H donbru
AIIOMHHMEBOM TI€YaTHOM JTaKHPOBAHHOM.

ITo 30, 60 wu 90 TabyieToK B GaHKY MOJMMEPHYIO U3 MOJIMITUIICHA HU3KOTO IaBICHUA C KPBILIKOH
HATATHBAEMOIA M3 TIOTMATHIIEHA HU3KOTO JIaBJICHHs ¢ KOHTPOJIEM MepBoro BCKpbithsi. CBoOOIHOE
IIPOCTPAHCTBO 3ANONHAIOT BaTOH MemMIMHCKOH. Ha OaHKM HAKJIEHBAIOT STHKCTKH H3 Oymaru
THKETOYHOM WM NUCYEH WK U3 TIOJIMMEPHBIX MAaTEPUAJIOB, CAMOKJICAIIIHCCS.

Bmopuunan ynakosxka

I1o 3, 6, 9 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE C MHCTPYKIHEH 10 PUMEHCHHIO NOMEIIAIOT
B MUKy M3 KApTOHA JUIs IOTPEeOHTEbCKOM Taphl IOJIPYIIT XPOMOBBIH HJIH XpOM-3p3all.

ITo 1 Ganke BMecTe ¢ MHCTPYKIHEH 1O NPUMEHEHHIO MOMEIIAIOT B MAYKy M3 KapToHA JUIA

IIOTPEeOUTEIBCKOM Taphl OATPYTIT XPOMOBBIH HJIH XpOM-dp3all.
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YecoBus XpaHEHHS

B 3amuImeHHoM OT cBeTa MecTe npu Temreparype He Bpime 30 °C.

XpaHUTh B HEJOCTYITHOM JUIS ICTEH MecTe.

YcioBus oTImycKa

OTnycKaroT 110 pelenTy.

CpoK roHOCTH

2 rofa.

He npyMeHSTH 10 HCTEYEHHH CPOKaA FOTHOCTH.

IlpousBoauTEIb:

AO «®apmacunTe3-Hopa», Poccust.

FOpuouueckuii aopec: 164356, r. Cankr-IletepOypr, 1opora B Kamenky, 1. 74, nom. 1-H
Aodpec npou3zso0cmeentol NOUAoKU: T. Cankr-ITerep6ypr, nopora B Kamenky, 1. 74, mut. A
Iperensun norpeduTe el HANPABJIATH 10 aApecy:

AO "®apmacunres-Hopa", Poccus, 164356, r. Cankr-IlerepOypr, nopora B KameHky, 1. 74,
nom. 1-H.

ten.: 8-800-100-1550

www. pharmasyntez.com

Ipencrasutens AO «®apmacuntes-Hopa» Masix H.1O.
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