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OBILAS XAPAKTEPUCTHKA JIEKAPCTBEHROFO TIPERAPATA [002)

1. HAMNMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITIAPATA
[Tazormanu®6, 200 mr, TaOIETKH, IMOKPHITHIC JIEHOYHON 000JIOUKOH.

[Tazormann®6, 400 mr, TaOGIETKH, MTOKPHITHIC JIEHOYHON 000JIOUKOH.

2. KAUECTBEHHBIN U KOJIMYECTBEHHbBIA COCTAB
JleficTBytol1ee BEIIECTBO: Ma30MaHuo0.

[Tazomanu6, 200 mr, TAOJIETKH, IOKPHITHIE INIEHOYHON 000JIOUKON

Kaxmas tabnerka, MOKpHITas IJICHOYHONH o0Oosoukoid, comepkut 200 mr mazomanuba (B BUIE
TUAPOXJIOPUJIA).

[Tazonanu6, 400 mr, TAOJIETKHU, HOKPHITHIE ILIEHOYHON 000JI0UKON

Kaxxnast Tabnerka, MOKphITas MJICHOYHOM 000y0ukol, comepkut 400 Mr mazomanuba (B BHIE
TUAPOXIIOPU/IA).

[TonHbIN TIEpeueHb BCIIOMOTATENBHBIX BEIIECTB MPUBEIEH B paszene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE MIICHOYHON 000JI0UKOM.

ITazonanu06, 200 mr, TaOJIETKU, NOKPHITHIE IUICHOYHON 000JIOUKON

TabneTku oBaabHOMN (I)OpMLI ABOSAKOBBIITYKIJIBIC, IIOKPBITBIC IJIEHOYHOM 000I0YKOH OT PO30BOIro 10
KpaCHO-pO30BOI'0 IBCTA.

[Tazomaun6, 400 Mr, TaOJIETKHU, MOKPBITHIE INIEHOYHONM 000JIOUKOMI

TaOnetku oBanbHON (OPMBI JBOSIKOBBIMYKJIbIE, TOKPHITHIE IIJIEHOYHOM O€10T0 IBETA.

Ha TMOIIEPCYHOM pa3pe3€ AP0 NOYTH 0CJIOro MIIM CBETIIO-)KEITOrO OBCTA.

4. KJIMHUYECKUE JTAHHBIE
4.1. Iloxa3zaHusl K NPUMEHEHHUIO
[Tpenapar [Tazonann6 nokasaH K NPUMEHEHHIO Y B3pOCIbIX OT 18 JeT.

e JleyeHue pacpoCTpaHEHHOT0 MoYeyHO-Ki1eToyHoro paka (IIKP).

e Jleuenme  pacmpocTpaHeHHOW  capkombl — Markux  TkaHed  (CMT)  (kpome
raCTPOMHTECTUHAJIBHBIX CTPOMAJIbHBIX OMYyXOJIeH U JMIOCAPKOMBI) Y TAIlMEHTOB, paHee
[IOJIy4YaBIIMX XUMUOTEPAIIUIO.

4.2. PexuM 103UPOBaHMSA U CNIOCO0 NPUMEHEHUS

PexxuMm no3upoBaHus

Pexomenayemas no3a npenapara [lazonanu6 cocrasisier 800 Mr BHyTpb OJIUH pa3 B CYTKHU.
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(NOCNEAQCEA

IIponyck 003b1 TENEHOCTE 0002)

ITpu nponycke npuema o4epeAHOM 036l IpenapaTa IponyIEHHYIO A03Yy CIEAYET IPUHATH TOIbKO
B CIIy4ae, €CJIH JI0 CJICAYIOIIETO 3alIaHMPOBAHHOTO TIpUeMa ocTanoch 6osee 12 yacos.

Iloobop 0031

B 3aBucuMoCTH OT MHIUBUAYaJlbHONW NEPEHOCHMOCTH CYTOYHAs J03a Mpernapara MOXET ObITh
yYMEHbILIEHA WK yBeandeHa ¢ marom 200 Mr, Ipy 3TOM MakCUMallbHasl CyTOYHasl 103a HE JOJDKHA
npeBbimarb 800 Mr.

Oco0nIe T'PYHIIIbI TAIIMEHTOB

Tayuenmui nosicunozo eozpacma

Koppekuuu pexxrMa 103UpOBaHUs ¥ YaCTOTHI ITPHEMa Y TIAlIMEHTOB B BO3pacTe cTapiie 65 et He
TpeOyeTcs.

Tayuenmoi ¢ napywenuem GynKyuu nouex

B cBs3u ¢ Hu3KOM cTeneHblo BbIBeneHUs Npenapara [lazomanu® u ero MeTaboIMTOB IOYKAMHU,
HapymeHne (GyHKIUHU MMOYeK KIMHUYECKH 3HAYMMO HE BIMSACT Ha (apMaKOKWHETHKY Iperapara
[Ta3zomanu®, MO3TOMYy KOPPEKIIUU PEKUMA TO3UPOBAHUS Y MAIIMEHTOB C KJIMPEHCOM KpeaTHHUHA
(KK) > 30 mn/mMuH He Tpebyercs.

OnbIT npuMeHeHus npenapara [Tazonanu y nanueHToB ¢ HapylIeHueM QYHKINU [T0YeK TSHKEI0H
CTETIEHU WJIM Yy TAIMEeHTOB, HAXOIAIIMXCA HA TEPUTOHEATHFHOM JHAjHM3€ WM TeMOIUAIIN3E,
OTCYTCTBYET, B CBS3M C 4YeM IMpHMEHeHHe mnpenapara [lazomanu® y TakuxX NalHUEHTOB
IPOTHUBOIOKA3aHO.

Tayuenmoi ¢ napywenuem GynKyuu nevenu

bezonacHocTh mpuMeHeHUs: U (apMakoKWHETHKa mperapara [lazomanu® y ManMeHToB C yxe
UMEIOIIMMUCS HapyIIeHUsIMA (YHKIIMH T€YEHH IMOJHOCTHIO HE yCTaHOBJIEHHI. [lammeHTam c
HapylmeHueM (YHKIMM TE€YeHU JIeTKOW CTeneHH (ONpeAessitoT IO JIaHHBIM aKTUBHOCTH
ananuHamMuHOTpaHcdepasbl (AJIT) M KoHUEHTpanuuu OwinpyOuMHA) KOPPEKIMH J03bl He
Tpelyercsl.

VY manMeHToB ¢ HapylIeHUSMH (DYHKIMH TI€YEHU CPEIHEH CTENeHU CIIEAYyeT CHU3UTH J03Y
npenapata [Tazonanu6 10 200 Mr B CyTKH.

JlaHHBIX O MpuUMeHeHuu mnpemnapara [lazonanu6 y manueHToB ¢ HapylleHHeM (QYyHKIMH MEYEHH,
COTIPOBOXK/TAFOIIICICS TTOBBIIIIEHUEM KOHIIEHTpaIuu o01ero ommmpyouna 0ojiee yeM B TPU pasa
Bblllle BepxHel rpanuiisl Hopmsl (BI'H) (mpu mo6oit aktuBHocTH AJIT) HegocTaToyHO, B CBSI3U C
yeM npuMeHeHue npenapara [1azonanud y Takux MarueHToB MPOTHBOMOKA3aHO.

Coocob npuMeHeHus

BHyTps.
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npuema nuiy (cM. pasznenst 4.5 u 5.2). Tabnetku cineayer nporiarbiBaTh LETUKOM, HE HapyIIas
WX IIEJIOCTHOCTHU (HE pa3iaMbIBaTh, HE Pa3KEBHIBATH).
4.3. IIporuBomokazaHusi
e [unepuyBCTBUTEIBHOCTh K Ma30MaHUOy WIK K JI0OOMY M3 BCIIOMOTaTEJbHBIX BEIECTB,
MepEeYUCIICHHBIX B pazaene 6.1.
e Hapymenne (GpyHKINN EYCHU TSHKEIIOW CTETIEHU (B CBS3U C HEAOCTATOYHOCTHIO JAHHBIX).
e Hapymenune QpyHKINN MOYEK TSHKEION CTENEHHU (B CBSI3U C HEIOCTATOUHOCTHIO JIAHHBIX).
e OaHOBpEMEHHOE MPUMEHEHHE C APYTUMHU IPOTHBOOIYXOJIEBBIMH MperapaTaMu.
e bepeMeHHOCTH U Nepro KOPMIICHHUS TPYIBIO.
e Jlerckuii Bo3pact (B CBSA3M C HEIOCTATOYHOCTHIO JJAHHBIX).
4.4. OcoOble ykazaHus 1 Mepbl NPeI0CTOPOKHOCTH

C 0CTOPOKHOCTEIO

[TpuMeHSTh ¢ OCTOPOXKHOCTBIO y MAIMCHTOB ¢ HAapyIlIeHHeM (DyHKIIMH MEUSHH JISTKOW U CpeTHEeH
CTEIICHU TSDKECTH; 3a00JICBaHUSME JKEITYJOYHO-KHUIIIEYHOTO TPaKTa; 3a00JICBAaHUSIMH CEpIACYHO-
COCYIUCTON CHCTEMBI (BKJIIOYAs apTepuaIbHYIO THIICPTCH3MIO, yminHeHue wuHTepBana QT,
JKEITYJOYKOBYIO TaXWKApJHIO THIIA «IUPYIT» B aHaMHE3e, y IMalMCHTOB, MPUHUMAIOIINX
AHTHAPUTMUYECKHE  CpEACTBA M IPEraparhl, VIUIMHSIONIAE ~ WHTEPBAJ QT);
1epeOPOBACKY/SIPHBIMU 3200JICBAaHUSIME;, apTEPHAIbHBIM TPOMOO30M; HapyIICHUSIMH (DYHKIIMU
[IUTOBUHOMN JKEJIE3bl; Y TIAI[ICHTOB C IMOBBIIICHHBIM PUCKOM Pa3BUTHS KPOBOTCUCHHIA, a TAKKE Y
nanueHToB, Hecymux amiens HLA-B57:01 (cm. HUxe).

Biausgnue Ha d)VHKI_II/IIO OCYCHHU

[Ipy mpumeHeHUM na3onaHMOa OTMEUYEHBbI CIIydyaud pPa3BUTHs INEYECHOUHOW HEJ0CTAaTOYHOCTH
(BKJIFOYAs Cllydad C JIETQIbHBIM HCXOAOM). B KIMHHUYECKHX HCCIIEIOBaHUAX Ta3onaHnba
HaOII0a]I0Ch TOBBIIEHWE AaKTUBHOCTH TpaHcamuHa3 (AJIT, acnmapratamuHOTpaHc(epasbl
(ACT)) u xoHUeHTpanuu OuaMpyOMHA. B OONBIIMHCTBE CllydaeB OTMEYalOCh W30JIMPOBAaHHOE
nosbiieHne aktuBHocTH AJIT u ACT, He conmpoBOXIaBIIeecs OJHOBPEMEHHBIM MOBBILICHUEM
AKTUBHOCTH IIENI0OUHOM (ocdarassl WM KOHIEHTpaIuu OmnpyOuHa. Y manueHtoB crapiie 60
neT puck nosbieHus aktuBHOCTH AJIT, B Tpu pasa npessimaromuii BI'H, moxer Bo3pactars. Y
nanueHToB, Hecymux awieab HLA-B57:01, Taxke oTMedanoch yBeaHMueHHE PUCKa BHI3BAHHOTO
nazonannOom nosbitienus akTuBHOCTH AJIT (19 % manuentos ¢ amnenem HLA-B57:01 mpotus
10 % 0e3 TtakoBoro). HeoOGxomumo NpoOBOIUTH KOHTPOIb (PYHKUHMM TEUEHU Yy MAIUEHTOB,
NPUHUMAIOIINX T1a30MaHu0, HE3aBHCHMO OT WX TeHOTHIIa W Bo3pacTa. B momaBisromem

OOJIBIIIMHCTBE CJIY4acB IMNOBBIIICHUC AKTUBHOCTHU TpaHCaMHWHA3 000 CTEIEHW OTMEYajaoCh B
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TeueHHe MNepBbIX 18 Hemenb Tepanuy Ia3o mn6om | Clenbas H5iké e 0lHosractes na

knaccupukanun CTC AE HarmonanbHOTo MHCTUTYTA paka.

HeobxomumMo MpOBOAWTH KOHTPOIL AKTUBHOCTH (DEPMEHTOB TICUCHH Iepel MPUMEHEHHUEM
nazornannbOa u Ha 3, 5, 7, u 9 HemensAx Tepamuu, 3aTeM Ha 3 W 4 Mecslax Tepanmud U 110
KJIMHUYECKUM TOKazaHusaM. lleprnogudeckuili KOHTpOJb CieayeT MPOBOAMTH Mociie 4 MmecsleB
tepanuu. Crleayronye yKa3zaHHs KacaloTCsl MAlMeHTOB C HMCXOIHOW KOHIIGHTpaumued oO1ero
owmpyouna < 1,5 x BI'H, a taxxe akruBHocTsimMu AJIT u ACT <2 x BI'H.

. [TarmenTtsl ¢ u3onupoBaHHbIM MoBbimIeHHEM akTUBHOCTH AJIT Beime BI'H B 3-8 pas
MOTYT MPOAOJDKATh MPHEM I[a30MaHuOa, MpU 3TOM CJEIyeT E€XKEHEIEIbHO KOHTPOJIUPOBATH
nokaszatenu (pyHKIUU nedeHu 10 ymMeHblneHus aktuBHocTd AJIT no 1-oif cTeneHr TOKCHYHOCTH
WJIU 10 UCXOJTHOTO 3HAYCHMUSI.

. [TanmenTtam ¢ nosbiueHueM aktuBHoctu AJIT OGonee yem B 8 pa3 orHocutenbHo BI'H
cienyeT TpepBarh INpueM IMaszonanuba 1o cHuwkeHus aktuBHoctw AJIT mo 1-off crenenHu
TOKCUYHOCTH WJIU JI0 UCXOAHOTO 3HaYeHUs. Eciu moTeHnanpHas moJjib3a BO30OHOBJICHUS pUeMa
nazonaHu0a MPeBbIIAET PUCK PA3BUTHUS T€NATOTOKCHYHOCTH, MPUEM Ma30MaHu0a MOXKET OBITh
BO300HOBJIEH B J103€, yMeHbILeHHOM 10 400 MI OfIH pa3 B CYTKH, O] €KEHEIEIbHBIM KOHTPOJIEM
nokaszaresiel (PyHKIMH TICYCHH B TeueHue § Henmenb. [Ipu mociieayomux nprueMax na3omnanuda B
clly4ae MOBTOpHOro rnoBblieHust aktuBHocTd AJIT Gonee yem B Tpu pasa otHocutenbHo BI'H
Ma3onaHuod cieayeT NOJTHOCThIO OTMEHHTD.

. VY nanuenToB ¢ noBeiieHueM akTuBHOCTH AJIT Gonee uem B Tpu paza otHocuteabHo BI'H
U OJHOBPEMEHHBIM TOBBHIIICEHHEM KOHIICHTpAlMi OunupyOuHa Oomnbllle 4YeM B JBa pasa
otHocuTenbHO BI'H mazonmanu® crnemyeT monMHOCThIO OTMEHUTH. [lamuenTta ciemyer HabmonaTh
1o cHkeHus aktuBHOCTH AJIT mo 1-0#1 cTerneHu TOKCMYHOCTU WM JIO MCXOIHOTO 3HAYCHMSI.
[Tazormanu® siBnsiercst uaruoutopom UGT1Al. V marmuentoB ¢ cunapomom JKuinbbepa MoxKeT
BO3HUKATh HempsiMasi (HEKOHBIOTMPOBAHHAS) TUMEPOUTUPYOMHEMHUs JIeTKOW CcTenmeHu. Y
MAIMEHTOB TOJBKO C HEMpPsSMOl TUNEepONIMPYOMHEMHEW JerKod CTEeMeHH, C CHHIPOMOM
KunbOepa uiam ¢ mogo3peHreM Ha €ro HaJu4due, ¢ MoBbIeHneM akTuBHOCTH AJIT Oonee yem B
Tpu pas3a otHocutenbHO BI'H mpenapar ciemyer mpuUMEHATh Tak e, KAK Uy INALUEHTOB C
M30JIMPOBAHHBIM MOBBIIEHUEM aKTUBHOCTU AJIT.

OnHOBpeMEHHOE TMPHUMEHEHHE MMa3onaHnba W CUMBACTaTHHA YBEIWYMBAECT PUCK MOBBIIICHUS
aktuBHocTH AJIT (cm. pasgen 4.5.) u TpeOyer 0co0Oil OCTOPOKHOCTM M THIATEIHHOTO
HaOJIFONEHU.

JlononHuTEeNbHBIE PEKOMEHAAMN MO KOPPEKLMU J03bl B MPOLECCE JICUEHHS HAa OCHOBAaHUU
PE3yIBTATOB MEYCHOYHBIX TECTOB y MAIIMEHTOB C YK€ UMEIOLTUMCS HapyleHneM (pyHKIIUU MeYeHn

OTCYTCTBYIOT.
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ApTrepuaibHas THIIePTSH3US (MOCNEACBATENBEHOCTE

B xome kIMHMYECKMX WCCIEAOBAaHUMN Ma30maHnOa HaOIIOMANOCh MOBBIIMICHUE apTePUaTHLHOTO
nasnenust (A/]) u ciydau runeptoHnueckoro kpusa. [lepen npuMeHennem nazomnanuba ciieayer
onpeAessITh UCXOAHbIN ypoBeHb AJl. He mo3aHee onHOM HeAenun nocie Havalla JICYEHHs], a TAaKKe
HAa TMPOTSDKEHWH BCEro JICUEHHUs I[a30MaHuOOM cieayeT KoHTpoiupoBath AJl u  npu
HEOOXOAMMOCTH TIPOBOUTH TUTIOTEH3UBHYIO TEPAIHIO, IPH TOM CHIDKEHHE JJ03bI HIIU TICPEPHIB B
npreMe Mma3onaHuoa JOKHEI ObITh KIIMHUYECKH 000CHOBAHKI (cM. paznensl 4.2. u 4.8.).
AptepuanbHas runepreH3us (CUCToNIMYecKoe AaBieHue > 150 MM. PT. CT. WM AUACTOIUYECKOE
nasienue > 100 MM. pT. CT.) BOHHUKAET B Hayase Kypca jieueHus (mpumepHo B 40 % ciyyaes k 9-
My AHIO U nipuMepHo B 90 % — B TeueHue nepBbixX 18 Henens). B ciydae nosBieHus npu3HaKkoB
TUTIEPTOHUYECKOTO KpH3a WM B CIIy4ae TSKEJIOW apTepUalbHOM TMIEPTEH3UH WU MOCTOSHHO
MOBBIMICHHBIX 3HaueHUN AJl, pe3UCTEeHTHBIX K TMIIOTEH3UBHBIM CPEICTBAM M CHM)KEHHUIO J03bI
nazonanuba, ma3onanud cieayeT OTMEHUTD.

Cunnpom obpatumoi 3aanei da1edaronarun (CO3D) / 0bpaTumblii JielikodHIIeamomarnaecKui

cuanpoM (JIDIIC)

[Ipu nmpumeHeHuu maszonaHuba coodmanock o Bo3HUKHOBeHHH CO3D / obparumoro JIDIIC.
CO33 / obparumsbiii JIDIIC mnposBiAoTcs CHAEIYIOIMUMMH CHUMIITOMaMH: TOJOBHas 00Jb,
apTepualibHas TUIIEPTEH3UsI, CYIOpPOTH, COHJIMBOCTb, CIIyTAHHOCTb CO3HAHMsI, CIIENOTA, JAPYrue
HapyIICHUS 3PEHUS U HEBpoJoTWYeckhe HapymeHus. CooOmanock O CiIydasx C JeTalbHBIM
ucxonoM. Ilazonanu® cnegyer oTMEHUTH y MalUeHTOB ¢ pa3BuBaronmmMces CO3D / obpaTuMbiM
JIDIIC.

HurepctuimansHasg 00ae3Hb jgerkux (MBJI) / nHeBMOHUT

[Tpu mpumeHeHun mnazonanunb6a orMmedeHo pazBuThe MBJI ¢ BOBMOXXHBIM JE€TaTbHBIM HCXOJOM.
Heo6xonqumMo MpoBOANUTH KOHTPOJIb COCTOSHUS MAllMEHTOB HAa MPEIMET JIETOYHBIX CHMITOMOB,
ykaspiBatoniux Ha MBJI / mHEeBMOHUT, M NpeKpaTuTh NpUMEHEHHE Ia30MaHnba y MalueHTOB C
pazBuBarommucs MbJI uinm nHeBMOHUTOM.

Hapvienne dbyHknmm cepamna

B Xome kiIMHMuYECKHMX HCCIEOBaHUN ma3onaHuOa ObLIM 3aperMCTPUPOBAHBI  CIEIYHOIIUE
HapyleHus QyHKIMU cepilia: XpOHUYecKas cep/ieuHasl HeJoCTaTOYHOCTh U CHUKEHUE (paKkLnuu
BBIOpOCa neBoro xenynouka (OPBJDK).

CrnenyeT THIATENbHO KOHTPOJMPOBATH COCTOSHUE MALMEHTOB IS BBISIBICHUS KIMHUYECKHX
IIPU3HAKOB WJIM CUMIITOMOB 3aCTOMHOM CEpAECYHON HEIOCTAaTOYHOCTHU. Y MAIMEHTOB C PUCKOM
pa3BUTHS HapYLIEHUsI CEPACYHON EATEIBHOCTH PEKOMEHIyeTCs ONpeaessaTh uexonnyo OBIDK,
a Tak)Ke IPOBOAUTH PETYIsipHbIEC MOBTOpHBIE n3MepeHuss PBIDK.

VYmmnaenue narepsaga QT M KeIyIoUYKOBas TaXUKapIus THIHA «IIUpyITY (torsade de pointes)
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1 KEJIyIOYKOBOM TaXUKapJuu TUIA «IUPYIT» (cM. pasznen 4.8.).

VY nanuenTtoB ¢ yqynHeHueM uHtepBaia QT B aHamHe3se, IPUHUMAIOIIMX aHTUAPUTMHUECKHUE U
Jpyrue npenaparsl, yaausstomue uarepsan QT, a Takxke y manueHToB ¢ 3a00J€BaHUAMU CepALa
PEKOMEHIYEeTCs IPUMEHSTh a301aHU0 ¢ OCTOPOXKHOCTHIO. PekoMeH1yeTcs MpOBOANUTh HCXOAHBIN
U TOCIEAYIOUMH TNEpUOJUYECKUN KOHTPOJb 3JIEKTPOKApAUOTpaMMbl U COAEpPYKAHUS
AIEKTPOIUTOB (KaJbIMI, MAarHuii, Kajauii) Ipy NPUMEHEHUH M1a30IaHn0a.

AprepruaibHblil TPOM0OO03

B Xoze KIMHUYECKHX HCCIICOBaHMIA Ma3onaHnba ObUIM 3aperuCTPUPOBAHBI Clydyan WH(apKTa
MHOKapaa, CTCHOKapAuu, HIICMUYCCKOI'O0 NHCYJIbTA U HpeXOI[HHIGfI HUIIIEMHUHU I'OJIOBHOI'O MO3Ta (CM.
paznen 4.8.). Cool111anock 0 ciydasix ¢ JIeTaIbHBIM UCXOA0M.

CrnenyeT ¢ OCTOPOXXKHOCTHIO TPUMEHSATH IMpernapar y MMalMeHTOB C MOBBIIICHHBIM PUCKOM
BO3HMKHOBEHUS apTEPUAIILHOTO TPOMOO3a WM C apTepUalbHBIM TPOMOO30M B aHaMHE3e.
Ha30HaHI/I6 HC H3ydaJICd y HNAalMCHTOB, Y KOTOPLIX 3THU SABJICHUA Ha6JHOIIaJII/ICI) B TCUCHHUC
NPEAMECTBYIONMX 6 MecsieB. TakuM 00pa3oM, pemieHne O MPUMEHEHUH Ma30naHuba ciemyer
NPUHUMATh WHIUBUIYAIFHO HA OCHOBAaHUH OIICHKH COOTHOIIICHHS PUCKA U TTOJIB3HI.

TDOM6OTI/I‘IGCK8.$I MHUKPOAHTHMOIIaTHUA

B xone KIMHWYECKUX HMCCIICIOBAHMIA MMa30MMaHnba Kak B MOHOTEpAINK, TaK U B KOMOWHAIUU C
OeBaru3yMaboM WJIM TOMOTEKAHOM OBUIM 3apETUCTPUPOBAHBI CIy4ald TPOMOOTHYECKOU
MHUKpOaHTHonaTuu (cM. pazzaen 4.8.).

[Tazonanu® ciemyer OTMEHUTH B Cllydae pa3BUTHS TpoMOOTHUEcKoi MukpoaHruonaruu. [locne
OTMEHBI TEpanmuu TpernaparoM OTMEYAJIOCh pa3pelieHue CHMITOMOB TPOMOOTHYECKOMH
MUKpoaHruomnatuu. Ilazomann® He mOKa3aH il NPUMEHEHUS B KOMOHWHAIIMUA C JPYTUMHU
MPOTHUBOOIYXOJIEBBIMU MIPETapaTaMu.

KpoBoteueHus

B xo/1e KITMHUYECKUX UCCIIeIOBAHMI TTa30NIaHK0a 3apETUCTPUPOBAHBI CITyYad KPOBOTEUCHUH (CM.
pasnen 4.8.), B TOM 4uCJIe C JIeTaTbHBIM UCXO0I0M. Y MAaIlMEHTOB C BBICOKUM PHUCKOM KPOBOTECUCHH I
na3onaHuod cieayeT IPUMEHSATh C OCTOPOKHOCTBIO.

AHEBpPHU3MBI U PacCIIOCHUS apTepU

CooOmranoce 0 ciydasix BO3HUKHOBEHHS! aHEBPU3M M pacclloeHHil aprepuil Ha (oHe mpuema
uaruoutopoB VEGF, Bxitouas mazonanu6 (cm. pasznen 4.8.). [Ipumenenue naruéutopoB VEGF y
MAIMEHTOB C apTepuaIbHOW TUNepTeH3ueld uian 6e3 Hee MOXKET CIOCcOOCTBOBaTh 0OPA30BAHUIO
aHEBpHU3M W/WIM pacclioeHuto aprepuil. [lepen HaduamoM NmpUMeHEHHs Ma30mMaHuOa CleayeT B
MOJTHOM MEpE OIEHUTh PUCKH PA3BUTHS JAHHBIX OCIOKHEHHUH Y TTAIIMEHTOB C TAKUMHU (DaKTOpaMu

pHUCKa, KaK apTepuaibHas TUIEPTEH3US WIM aHEBPU3Ma B aHAMHE3€.
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[lepdoparus 1 06pa3oBaHKE CBUIIEH KETYI0U o-xnmet’ig(')%b';lgd%i'aa;-

B xone kMuHIYECKUX HCCIeI0BaHU Ma30maHn0a OTMEYAIMCh clydau nepdopamuu KeryIoqHo-
kumegnoro Tpakra (KKT) u dopmupoBanus cumieit (cM. pasaen 4.8.). CooOmaiocs o cirydasx
C JICTAJIBbHBIM HUCXONOM. B cBsi3u ¢ 3THM ma3zomaHu® clieAyeT ¢ OCTOPOKHOCTHIO MPUMEHSThH Y
nanueHToB ¢ puckom nepdopanun XKKT u popmupoBaHus cBUIIEH.

3aXuBJIEHHE DAH

Bnusaue nazomann6a Ha 3akuBieHHe paH He u3ydeHo. [lockonbky maruoutopst VEGF moryt
YXyALIATh 32KUBJICHHUE PaH, a30MaHuO clieyeT OTMEHUTh KaK MUHUMYM 3a 7 THEH 710 TJIaHOBOTO
ONEPATUBHOIO BMEIIATEIbCTBA.

Pemenue o BO30OHOBIIEHUH JIGUEHUS TA30TTAHUOOM ITOCIIE ONIEPATUBHOTO BMELIATEIbCTBA CIICAYET
IIPUHUMaTh  HAa  OCHOBAHMM  KJIMHHMYECKOM  OLEHKM  aJEKBATHOCTU  3a)KUBJIICHUSA
nocleonepauoHHon pansl. [lazonanu6 criegyeT OTMEHUTH Y MAlMEHTOB C PACXOXKIEHHUEM KpaeB
paHbI.

I'nnortupeos

B xo1e KMMHUYECKUX MCCIeI0BaHUH MMa30mann0a HaOltoIaIiCh CIlydal THIIOTHPE03a (CM. pas3ien
4.8.). PexoMenayercst mpoOBOAUTE MPOGUIAKTHUECKII KOHTPOJIb (DYHKITUH IIUTOBUIHOM JKEJIE3Bl.
IIporeunypus

B xome KIMHMYECKMX WCCIEIOBAaHWH MMA30MaHMOa OTMEYEHBl CIy4ad BO3HUKHOBEHHS
nporeunypuu (cM. pazzaen 4.8.). Pekomenayercss mpoBOAUTh NEPUOAUUYECCKUN aHAIA3 MOYHM BO
BpeMs JIEUCHUs I[1a30MaHUOOM Ha MpeAMET IMOsIBICHUs MNPOTeMHypuu. B ciiydae pa3Butus
HE(POTUYECKOTO CHHAPOMA Ma30MaHu0 cielyeT OTMEHUTb.

Cunnpom musuca onyxonu (CJ10)

VY nmanueHToB, MOMyYarolUX Tepanuio Na3onaHnooM, orMevanucs cinydau pazpurus CJIO, B T. .
U co cMeprenbHbIM ucxonoM. lloseimenssiil puck pazsurus CJIO oTmeudaeTcss y MalUMeHTOB C
OBICTPO PACTYILIMMHU OIYXOJISIMHU, BEICOKOH OITyXOJI€BON Harpy3Koi, HapyleHneM (pyHKIMU MoYeK
WIM CUMITOMaMM JAerujapatanuu. Jlo Hayajga Tepanmuu Ia300aHUOOM CIEQyeT paccMOTPETh
BO3MOYKHOCTb MPOBEAEHUS MPOPUIAKTUUECKUX MEPONPHUATHHI, TAKUX KaK KOPPEKIHS BBICOKOTO
YPOBHSI MOYEBOM KHCIJIOTHI B CBIBOPOTKE KPOBH, BHYTPUBEHHOE BBEICHUE PETHApPATALIMOHHBIX
npenaparoB. IlanueHTs! rpynnsl pycKa JOJDKHBI HAXOAWTHCA IOJ TUIATEIbHBIM KOHTPOJIEM U
MOJTyyaTh TEPAIHIO B COOTBETCTBUU C KIMHUUECKUMHU MPOSBICHUSMHU.

I[TaeBMOTOpAKC

B xnmHMYecKuX HCClIeqoBaHUIX MMPUMCHCHUA nmazomnanu0a npu paCHpOCTpaHCHHOﬁ CMT
Ha6J'IIOI[aJ'II/ICB Cllydan ITHCBMOTOpPAKCA. HaLII/ICHTOB, NOoJIyJaromux JICUCHUC Ha3OHaHI/160M,
CICAYyCT TIIATCIBHO Ha6J'IIO)IaTI) B OTHOHICHWHW BO3HUKHOBCHHUSA IIPU3HAKOB M CHMIITOMOB

THEBMOTOPAKCA.
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4.5. B3aumoneiicTBHe ¢ JAPYruMH JieKap TBeHHﬂRl';{:::ng;igﬁ;zﬁ-‘rlmblﬁ':ﬂ yfl“l';é':';ﬁnbl

B3anMoaeiicTBHS

HMHIyKTOPEL WIIM MHTHOUTOPEI cucTeMBl Iimroxpoma P450 (nsodepmenta CYP3IA4)

Ha ocHOBaHMM JaHHBIX MCCIENOBAHUM in Vitro MOXHO II0JIaraTh, YTO OKUCJIHUTEJIbHBINA
MeTa00JIM3M [1a30I1aHn0a B MUKPOCOMaX MEUEHH YeJIOBEeKa IIPOTEKAET, B OCHOBHOM, IIPH y4acTUH
uzopepmenta CYP3A4, ¢ nesnauntensHbiM yuactuem u3odepmentoB CYP1A2 u CYP2CS.
Takum 06pa3zoM, THTUOUTOPBI M UHAYKTOPHI H30pepmenta CYP3 A4 MoryT n3MeHsATh METa00IN3M
na3onaHuoa.

Nurudurops! nzodepmenra CYP3A4. P-gp u BCRP

[Tazonanu6 siBnsiercs cyocrparom s m3odepmenta CYP3A4, P-gp u BCRP.

OnnoBpemMeHHOE puMeHeHue nazonanuda (400 Mr oguH pa3 B CyTKH) ¢ MOLTHBIM HHTHOUTOPOM
uzopepmenta CYP3A4 u P-gp, ketokonaszonom, (400 Mr onuH pa3 B CyTKH) MOCJIEI0BATEIBHO B
TEYCHHUE 5 THEH MPUBOAMIIO K MOBbIIIeHHUIO cpeaHuX 3HadYeHUH AUC0-24) 1 Cmax T1a301ann0a Ha
66 % 1 45 % COOTBETCTBEHHO, [0 CPAaBHEHUIO C IIPUMEHEHUEM Ia301aHnba 0e3 COMmyTCTBYIOINX
npenaparoB (400 Mr oauH pa3 B CyTKH B TeueHue 7 qHel). [Ipu noBblieHny 10361 B JUana3oHe OT
50 mr 1o 2000 mr BenumunHBl Cmax 1 AUC ma3zonanuOa BO3pacTajid B MEHBIICH CTENEHU, YeM
IPONOPLUUOHANBHO J103e. TakuM 00pa3zoM, y OOJBIIMHCTBA MALMEHTOB IOCIE CHUXKEHUS J103bI
nazonanu6a 10 400 Mr oMH pa3 B CyTKH B MPUCYTCTBHH MOUIHBIX HHTHOUTOPOB M30(epMeHTa
CYP3A4 cucremHas 53Kcro3ulidsg Na3onaHu0a COOTBETCTBOBAjA TAKOBOW IPU NPUMEHEHUU
nazonanu6a B 1o3e 800 Mr oiuH pa3 B CyTKU 0€3 OZIHOBPEMEHHOI'0 TPUMEHEHHS COITY TCTBYIOLINX
npenapatoB. OfHAKO Yy HEKOTOPBIX MAallMEHTOB BEIMYMHA CHCTEMHON SKCIO3MLMHU Ma3olaHuba
MOJKET YBEJIIMYUTHCS [0 CPABHEHUIO C TAKOBOW MPHU OTAEIBHOM €ro npuMeHeHuu B go03e 800 mr.
OpHOBpeMEHHOE MPUMEHEHHUE Ma30naHnba ¢ IpyruMu MOIIHBIMU MHTHOUTOpaMu H30(epMeHTa
CYP3A4 (TtakuMu Kak HMTpakoHa30], KIAPUTPOMUIMH, aTa3aHaBUp, MHIUHABHP, He()as30l0H,
Hel(UHABUpP, PUTOHABUDP, CAKBUHABHUP, TEIUTPOMUIMH M BOPUKOHA30J) MOXKET MPHUBOIUTH K
MOBBILICHUIO KOHIIEHTpaluu naszonanuOa. [Ipu mpueme mpemnapara ¢ rpeidngpyToBbBIM COKOM
TaK)K€ MOXET OTMeUaTbCs yBEINYEHNE KOHIIEHTPAllMy Ma30MaHnoa.

[Tpumenenue 1500 mr anatunuOa, cyocrpara u cinaboro nuuruoutopa uzopepmenta CYP3A4, P-
gp u BCRP, onnoBpemenno ¢ 800 Mr nazonaHu6a MpUBOAUT K YBEIMYEHHUIO CPEIHHUX BETUYMH
AUC0-24) 1 Cinax mocnennero npuMepHo Ha 50-60 % o cpaBHEHUIO € OTAEIbHBIM TPUMEHEHUEM
nazormann6a B go3e 800 mr. OgHOBpeMEHHOE MpPUMEHEHHE Ma30maHuda C WHTHOUTOpaMu
uzopepmenta CYP3A4, P-gp u BCRP (manpumep, nanaruHuO) NPUBOAUT K IOBBIIICHUIO
KOHILEHTpAallMM Ma3onaHuba B 1ia3mMe KpoBU. OIHOBpEMEHHOE NPUMEHEHUE C MOIIHBIMU
uHruoutopamu P-gp nnu BCRP moxkeT U3MEHHUTDh SKCIO3UIMIO U paclpesiesieHue nazonanuoa, B

TOM 4HCIIe pacnpernencHue B ImeHTpaibHOW HepBHOU cucteme (IIHC). Cnemyer wusberarsb
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OJTHOBPEMEHHOT0 MPUMEHEHUs Mpenapara ¢ M LHBIMH %Q&BE%‘E&WJ@%%% THC:E:IE,I:I}I/I6O

OPUMEHATHh aJbTEPHATUBHBIC Mpenaparsl, He OONafarone yKa3aHHBIM JICHCTBHEM, WU
OKa3bIBaIOIINE MUHUMaJIbHOE HHIHOUpYytolee neiicteue Ha P-gp mim BCRP.

Cnenyer wu3beraTb OJHOBPEMEHHOIO MPUMEHEHMs] Ma30MaHub0a C MOIIHBIM HHTHOUTOPOM
nzodepmenta CYP3A4. Ecnu KIMHUYECKH MPUEMIIEMOM aJIbTEPHATHBBI MOIITHOMY HHTHOHTOPY
uzopepmenta CYP3A4 He umeercs, n1o3a ma3onannda 1okHa ObITh CHUKEHA 10 400 Mr B CyTKH
Ha BEChb IEpUOJ MPUMEHEHUsI OJHOBpEMEHHON Tepanuu (cM. paszaen 4.4.). B cinyuae pa3Butus
HE)KeJaTeJIbHBIX SBJICHU, CBI3aHHBIX C JIEKapPCTBEHHBIMHU MperapaTaMu, MOKET pPacCMaTpUBATHCS
BO3MOXKHOCTb JIaJIbHEHUIIIEro CHUKEHUS 103bI.

Nuaykropsl nzodbepmenta CYP3A4

WNunyxropsl n3odpepmenta CYP3 A4, nanpumep, pudaMIuyH, MOTYT yMEHBIIATh KOHIICHTPALIUIO
naornaHuba B 1uiazMe KpoBu. OJHOBpeMEHHOE IPUMEHEHHE Ma3onmaHuba ¢ MOLIHBIMHU
unaykropamu P-gp mim BCRP MoxeT n3MeHUTh 3KCIIO3UIMIO U paclpeseieHre nasonanuba, B
toM unciue pacnpezenenue B [{THC. Pekomenayercs npuMeHeHne anbTepHATUBHBIX MPENaparos,
He O0JafaroIMX YKa3aHHBIM JACHCTBUEM WIM HMEIOLUX MUHUMAJIbHYI0 HHIHMOMPYIOLIYIO
aKTUBHOCTH B oTHoueHuH nu3odepmenta CYP3A4.

Baugnue mazonannba Ha CV6CTD3TLI CHCTEMBI IuToxpoma P450

B uccnenoBanusix in vitro OpUI0 OKa3aHO, YTO MA30MAaHUO HHTHOUPYET H30(EePMEHTHI TUTOXPOMA
1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2EIl. B uccrnenoBanusix (HapMakoJIOTHUYECKUX CBOMCTB
naszonanuoa, rje npenapar npumensuics B 103e 800 Mr ofMH pa3 B CyTKH IOKa3aHO, YTO Ma30MaHu0
HE MMeeT KIMHUYECKH 3HaYMMOro BIHMSIHMA Ha (apMakOKMHETHKY KodenHa (cydcrpar
uzopepmenta CYP1A2), Bapdapuna (cyOctpar mzodpepmenta CYP2C9) wmnm omenpazona
(cyoctpar uzodepmenta CYP2C19) y manmeHToB €O 3710Ka4€CTBEHHBIMU HOBOOOPA30BaHUSIMU.
[Tazonanu® npuBoauia k yBenuueHuto cpeaHux 3HaueHUMH AUC u Cmax MHI@3071aMa (cyOcTpar
uzopepmenta CYP3A4) mpumepno Ha 30 % u moBeimeHuto Ha 33-64 % cooTHOIIEHUS
KOHILIEHTpalMii JekcTpomeropdaHa u jAekcTpopdaHa B Moye TMoOcjie TMpuemMa BHYTPb
nexkcrpometopdana (cyocrpar uzopepmenta CYP2D6).

OnHoBpeMeHHOE mpuMeHenre 800 Mr masonaHuOa ofMH pa3 B CyTKH U MakiuTakcena 80 mr/m>
(cyberpar uzodepmerntoB CYP3A4 u CYP2CS8) onun pa3 B Heneno MPUBOIUIO, B CPEIHEM, K
noBbieHNI0 AUC u Cmax maknuraxcena Ha 26 % u 31 % coOTBETCTBEHHO.

OpHoBpeMeHHOE MTpUMEHeHHe Ma3onanubda ¢ cyocrparamu nzopepmentoB CYP3A4, 2D6, 2C8 ¢
Y3KHM T€parneBTUYECKUM AUANa30HOM HE PEKOMEHyETCsl.

Bausnue nazonannba Ha APYTruec d)CDMCHTLI U TPAHCIIOPTHBIC OCIKH

Wccnenosanus in vitro moxka3aiu, 4To nazonaHuod ssisercs MouHeiM HHruoutopom UGTIAL u

OATPIBI ¢ ICso 1,2 MmxM m 0,79 MKM coorBercTBeHHO. I[lazonmann® MOKET HOBEIIATH
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npu yuactuu UGT1A1 u OATP1BI.

OnHOBpEMEHHOE IPUMEHEHNE HA30IMaHn0a U CHMBAacTaTUHA

OpHoBpeMeHHOE MPUMEHEHHE Ma3onaHn0a U CUMBACTaTHHA yBEJIIMYMBACT YACTOTY MOBBILICHUS
aktuBHoct AJIT (27 % mnpotuB 14 %). Ecniu y manmeHnTta, mpUHUMAIOLIETO CHUMBACTaTUH
OJTHOBPEMEHHO C TMa30MaHuOOM, TMOBHImIAeTCs akTUBHOCTH AJIT, cregyeTr BBITOIHUTH
PEKOMEH/IAIUU 10 JTO3UPOBAHUIO MMAa30MaHN0a M OTMEHUTh CUMBACTaTHH. [[aHHBIX AJIs OIEHKU
pHCKa OTHOBPEMEHHOT'O MPUMEHEHUS alIbTEPHATUBHBIX CTATUHOB U Ma30M1aHu0a HEJOCTAaTOUHO.

BansHue npuema nuIy Ha (baDMaKOKI/IHeTI/IKV a3onaHuoa

[Tprem ma3omanuba BMECTE C HACBHICHHOW WM OSTHOW KUpaMH MUIICH MPUBOIUT K MIPUMEPHO
nBykpatHoMy yBeianueHu0 AUC 1 Cmax TazonaHuoa.

JIekapCcTBEHHBIC MpEnaparhl, KOTOphIE NOBLIIAIOT pH JKeIya104HOro coka

OpHoBpeMEHHOE TMpUMEHEHHEe Tma3omaHuba M 330Menpas3oja CHUXKAeT OWOIOCTYHMHOCTD
nazonannba npubmusurenbHo Ha 40 % (AUC m Cpax). Crenyer m3berarb OJHOBPEMEHHOTO
IPUMEHEHUs Ma3omaHuda C JIEKapCTBEHHBIMHU IIpernaparamMM, KOTopble moBblmaoT pH
KEIyJOYHOro coka. I[Ipu HeoOXoAMMOCTH OJHOBPEMEHHOTO MPHUMEHEHUS HHTUOMTOPOB
npotonHoi nommel (UIIIT) pekomenayeTcst npuHUMaTh 103y a3omnanu0a BHE MpueMa MUIIH, O1UH
pa3 B ieHb Beuepom, ogqHoBpeMeHHo ¢ UTIIT. [Ipyn HeoOXoaMMOCTH OTHOBPEMEHHOTO TPHUMECHECHHUS
aHTaronucroB Hz-penentopos, mazonanud ciaenyeT NpUHUMaTh HE BO BpeMs NpuemMa UM, Kak
MUHHUMYM, 32 2 4yaca J10 WiH, 10 MeHbllIeld Mepe, uepe3 10 yacoB nocne npuema antaronucra Ho-
peneniropoB. [1azonanu6 cnexyeT mpuHUMATh, IO MEHbIIIEH Mepe, 3a 1 yac 10 uiau yepes 2 yaca
1ocjie MPUMEHEHUs] AHTalUJOB KOPOTKOrO JAeicTBus. PekoMeHIanuu 1o OJHOBPEMEHHOMY
npumenenuto WIIII u anraronucroB Ha-perientopoB ocHOBaHBI Ha (PU3HOIOTMYECKHX
0COOEHHOCTSIX YeJIOBEYECKOTO OpraHn3Ma.

4.6. DepTWIBHOCTH, 0EPEMEHHOCTDH U JAKTANMS

)KCHIHI/IHBI C ACTOPOJAHBIM ITOTCHIIMAJIOM (KOHTD&HGHHHH Y MYKYMH 1 )KGHHII/IH)

[TarueHTKaM ¢ COXpaHEHHBIM PENPOTYKTUBHBIM MOTEHIIMAIOM CIIEAYET UCII0JIb30BaTh HAIeKHbIE
METO/Ibl KOHTPALIENIMK B MEPUO]] JICUEHHUS Ma30MaHMOOM U B T€UEHHUE 2 HeJelNb Hocie MmpreMa
HOCIIETHEN JO3BI.

[Tpu MONOBBIX KOHTAKTaX MYXKYHMHaM, B T. 4. C Ba3dKTOMHUEH B aHaMHe3e, MOTyYarolluM JIeUeHHe
na3onaHuOoM, W UX TOJOBBIM MapTHepaMm (OepeMeHHBIM, JKEHIIUHAM, BEpPOSTHOCTh
0epeMEeHHOCTH Yy KOTOPBIX HE MCKJIIOYEHA, WM JKEHIIMHAM C COXPaHEHHBIM PENpPOAYKTHBHBIM
MOTEHIIMAJIOM) HEOOXOAMMO MCIIONb30BaTh MPE3EepPBATUB B TEUCHHE BCErO Nepuoja JICUCHHS

MY>KYHHBI, a TAK)KE B T€UEHUE 2 HENIEh TTOCIIE MMprueMa MOCIeIHeH 03kl Ipernapara.

bepemeHHOCTH

10



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 23.07.2024 N= 15102

[TpoTHBONOKA3aHO NPUMEHEHUe npenapara Ila sonanu B epiron -Gepeseroctr. | Ho' Adftsim

I/ICCJ'IeI[OBaHI/If/'I Ha KHUBOTHBIX U HCXOAA U3 MCXaHHU3Ma IICI>’ICTBI/I$I, Ha3OHaHI/I6 MOXKET HAHOCUTH
Bpel IUIOAY TpU MPUMEHEHMH Yy OEpeMEHHBIX. B HCCleoBaHUSAX Yy JKMBOTHBIX Ma30MaHUO
BBI3bIBAJI CAMOIIPOU3BOJILHOE MIPEpPhIBAHNE OEPEMEHHOCTH M OKa3bIBaJl TEPAaTOreHHbIN 3(PPexT y
KPBIC ¥ KPOJIMKOB ITPU CUCTEMHOM 3KCIIO3UIIMU MEHbIIEH, YeM PU IPUMEHEHUU B MAKCUMATbHON
pexoMeHZ0BaHHON no03e y uenoBeka — 800 mr (ucxoms m3 AUC). Cnenyer mHGOPMHPOBATH
6€p€MeHHBIX, a TaKXC IMaUCHTOK C COXpPAaHCHHBIM PCHOPOAYKTUBHBIM IMOTCHIMUAJIOM O
MOTEHUUAIBHOM PUCKE JIA MJI0AA.

Jlakranus

[TpoTuBonoka3aHo mpuMeHeHue mnpenapara [lazomanu® B mepuoj rpyIHOro BCKAapMIIMBaHUS.
HCI/I3BGCTHO, IMPOHUKACT JIN MMa30IaHu0 UJIA €ro MCTa6OHI/ITBI B I'pyAHOC MOJIOKO, HCT JAaHHBIX O
BJIMSIHUM [1a30MaHN0a HAa MIIAJCHIIEB, MOMYYaIOIUX IPYyJHOE MOJOKO, a TaKXKE O BIMUSHHUU Ha
MPOAYKIIUIO TPYAHOTO MOJIOKA. B CBSI3U ¢ BO3MOXKHOCTBIO Pa3BUTHSI CEPbE3HBIX HEXKeNaTeIbHBIX
peaKuii y MiaieHIIeB, MOTYYaroIuX IPYIHOE MOJIOKO, CBSI3aHHBIX C BO3JICHCTBHEM Ma3onaHmnoa,
B IICPpUO/ JJAKTAlIUHU MATUCHTKE CIICAYCT PCKOMCHAOBATL OTKA3aThCA OT I'pyAHOI'0 BCKapMJIMBAHUA
Ha BpeMs TE€paruu MpernapaToMm.

4.7. BuusiHHMe HAa CHOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMHU CPEACTBAMH U PadoOTaTh €
MeXaHH3MaMu

Biusiane nazomannba Ha croCOOHOCTH YIIPABIIATH TPAHCIIOPTHBIME CPEICTBAMU HE H3Y9aJIOCh.
VYuurteiBas (hapMakoIOrHyecKue CBONCTBA Mpernapara, BIUSHUS Ha JesTeIbHOCTh TAKOrO pojia He
oxunaercs. Creayer NpUHUMAaTh BO BHUMaHUE OOIIee COCTOSIHME MalueHTa W HpOoQHIIb
MOOOYHOTO EHCTBUS Ipenapara.

4.8. HexeaarejbHble peakuuu

Pe3roMe HexenaTeIbHbIX peaKIui

Hwxe mnpencraBieHbl HexenaTenbHble JekapcTBeHHble peakuuu (HJIP), Bo3HMKaBmIMe mpu
NpUMEHEHWH TIpenapara B KIMHWYECKHUX HCCIENOBAHUSAX C YKa3aHWEM YacTOThl HX
BO3HUKHOBeHUs (Tabnuua 1). HJIP crpynnupoBaHbl B COOTBETCTBUH € KJIacCU(PHUKAIMEl OpraHoB
u cucreM opranoB MedDRA. Yacrora BcTpedaeMOCTH OIpENeNseTcsl CIEAYIOUIMM 00pa3oM:
ouenv uacmo (=1/10), wacmo (>1/100, vo <1/10), neuacmo (=1/1 000, o <1/100), peoko
(>1/10 000, HO <1/1 000), ouenv peoko (<1/10 000), uacmoma neuzsecmna (Ha OCHOBAHUH

HUMCIOIIUXCA JaHHBIX OIICHUTH HGBOSMO)KHO).

Tabnuya 1

IIKP CMT
Hugpexyuu u unsasuu
Nudpexkuuu (c unu 6e3 HeiTpornenun)! Yacto ¢

11
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Hl_l.-, MELT '_..;.-F'_'_” o 'I,_.I,- TE I'-I,__I“I:_'
MO EA g TR s HPC T 00

Nudexunn necen

,ZZO6pOKG'¢€CWl6‘€HHbl€, 3/10Ka4YeCcmeerHbvle U HeYMmMO4YHERHbLE H06006pa306aHu}Z (6Kﬂl0llaﬂ Kucmol

U nonunsvl)

Boink B HOBOOOpa3zoBaHUsX Heuacro Ouenb yacto
CunapoMm JM3uca Onmyxoiau ¢ ¢
Hapywenus co cmoponsi Kposu u iumgpamuieckou cucmembyl

Hefitponenus Yacro Ouenb yacto
TpombonuroneHus Yacto OueHb yacTo
Jleitkonenus Yacto Ouensp yacto
TTonmunureMust Heuacto ¢
DOHOOKpuHHbIE HapYuleHUs.

Tunorupeos! Yacro Yacro
[ToBbIlIEHNE AKTUBHOCTH TUPEOTPOIHBIX TOPMOHOB B KPOBU Yacro .
CHuKeHMe KOHIIEHTPAlUH [JIFOKO3bl B KPOBU Heuwacto ¢
Hapywenus memabonuszma u numanus

CHmKeHre MacChl Tena Yacro Ouenb yacto

CHMKEHHE anTeTuTa

OueHp 4acTo

OueHp 4acTo

l'umodocdaremus Yacto ¢
O0e3BoXUBaHHE Yacto Yacto
I'mmomaranemus Heuwacto Heuacto
Icuxuueckue napyuwenus

becconnuna ¢ Yacto
Hapywenus co cmoponwt nepeHou cucmemol

T'onoBokpyxeHue Yacto Yacto
I'unecresns Heuwacto ¢
[lepudeprueckas ceHcopHas HelponaTus Yacto Yacto
[Tapecresus Yacto Heuwacto
3aTOpMOXKEHHOCTh Yacto ¢
CoHnuBoCTh Heuwacto Heuacto

JucreB3us (paccTpoilcTBO BKyca)

OueHb 9acTo>

OueHp 4acTo

TonoBHas 00Jb

OueHp 4acTo

OueHp 4acTo

1

NimeMuyeckuit MHCYNIBT Heugacto Heugacto
TpansuTOpHas MIIEMUYECKas aTaka' Heuacto ¢
CunzipoM o6patuMoii 3aHeii sHuedatonaruu’ Penxo ¢

12
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I'emopparudeckuii HHCYIbT e e = v Sk e = Py
Hapywenus co cmopoust opeana 3penus
Heuerkocthb 3penus Yacto Yacto
OObecuBeuynBaHUE PECHUIL Heuacto *
Otcoiika/pa3pbiB CETYATKH Heuacto ¢
Hapywenus co cmoponwt cepoya
Hapymienust cepaednor AesTenbHOCTH (CHIDKCHHE (Ppakiuu
BEIOpOCA JIEBOTO KEIYJ0YKA, XPOHUYECKas cepacyHas Heuacto Yacto
HEJI0CTAaTOYHOCTh, OTPAHNYEHHAS KapAHOMHONaTHs)!
bpanukapaus Heuacrto* Yacro*
Nudapxr muokapaa’ Heuwacto Hewacto
HNnremusa MI/IOKap,Z[al Heuacto ¢
XKenynoukoBass Taxukapaus TUNA «OUpYIT» (torsade de Hewacto .

pointes)!

Hapywenus co cmoponsi cocyoos

1

ApTepI/IaJ'IBHaH TUIICPTCH3UA OueHp yacTo OueHp yacTo

OmynieHne npuinBa sxapa K JIMIY Yacro Yacro
Benosnast TpoM003MO0IHs Yacto Yacto
I'emopparus Heuwacto Heuacto
KpoBoTeueHne u3 BEPXHUX OTHEJIOB KEIYIOYHO-KUIIEYHOTO

Heyacto Heuyacto
TpakTa
PerponepuroneanbHOe KPOBOTEYEHUE Heyacto Heuyacto
PexranbHOE KpOBOTEUECHHE Hevacto Heuyacto
TpomboTnueckass  MUKpoaHruomaruss (B TOM  4HCIE
TpoMOOTHYECKass  TPOMOOIIMTOIICHHYECKass Myprypa H Penko Heuacro
reMOJIUTHKOYPEMUYECKUHA CHHIPOM)!
KpoBoreuenne n3 nonoctu pra Heuwacto Yacto
I'emopponanbHOE KpOBOTEUEHNE Heuwacto ¢
AHanpHOE KPOBOTEUYEHUE Hegacto Yacto
BponxuanbHOE KPOBOTEUECHHE ¢ Heuacto
KpoBoTeueHns u3 MOYEBBIBOIAIINX MyTEH Heuwacto ¢
«IIpunuBe» Yacto Yacto
I'unepronnueckuit Kpus Heugacto ¢

Hapywenus co cmoponsi 0Ovixamenvhoti cucmemsl, Op2aHo8 epyOHOLL KIemKU U CPeOOCmeHUs]

Karenn ¢ Yacto

13
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY
7.2024 Ne 15102

- MOCTEAOgATENGHPCTa002
JlucniHo? (OnbIIIKA) Yacto Yacro
[TaeBMOTOpaKC Heuacrto Yacto
Punopes Heugacto Heuacto
bonu B poromiorke ¢ Heuacto
Hkota ¢ Yacro
KpoBoxapkanbe Yacto Heuacrto
NHTepcTUranbHas 60Ne3Hb JIETKUX / THEBMOHUT' Penxo Penxo
HocoBoe kpoBoTeuenue Yacto Yacrto
JlerouHoe kpoBOTE€UYEHHUE Heuacto Yacto
Kenyoouno-kuweunvie napyuenus
Meteopuszm Yacrto Yacrto
B3nyrue xuBora Yacto Yacto
SI3BEHHBIN CTOMATUT Yacto ¢
Yacras nedexarus Heuacto ¢
PBora ¢ kpoBbIO Heuwacto ¢
I'emaroxesus Heuacrto ¢
[Tepdopariust TOICTON KHUIIKK Heuacto ¢
[Nepdoparus monB3IOMTHON KUIIKH Heuwacto Heuacto
Menena Heuacrto Heuacro
[Tankpearur Heuwacto ¢
[IepuTonuT Heuwacto Heuwacto
bonp B xuBOTE (B TOM YHMCJIEe B JMUTACTPUU U TIO XOAY

Ouenb yacto | OueHb yacTo
KHIIIEYHUKA)
Huapes Ouenp yacto | OdYeHb 4acToO
Jucnencus Yacrto Yacrto
[Mepdopaius xKemyaKa Ui KUIedHnKa' Heuacto ¢
O6pa3oBaHue KeTy0UHbIX U/UIN KUIIEUHBIX CBUIIEH! Heuacto Heuacto
Hapy>xHblii Opro1IHoi cBUII Heugacto Heugacto
[ToBbITIIEHNE AKTUBHOCTH JTUTIA3HI Yacro’ ¢
TomHoTa Ouenb yacto | OdyeHb yacTo
Cromarur Yacro Ouensb yacto
PBota Ouenb yacto | OueHb yacTo
CyxocTh CTM3UCTON 00OJ0YKH TOJIOCTH PTa Yacto Yacto

14
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
2024 N2 15102

KpoBoTedyeHune U3 keiryo4HO-KHIIEYHOTO TPaKTa ‘IEJI"'E';("EEHEHI' - RdE
Hapywenus co cmoponbl nedenu u Jiceniesbigo0auux nymetl

I'enatoTOKCUYHOCTH Yacro ¢
Kentyxa Heuacrto ¢
JlexkapcTBEHHOE NTOPAKEHUE IIEYCHU Heuacto ¢
[leueHOUHast HENOCTATOUHOCTh Heuacro ¢
OTKIOHEHHE TIe4eHOUHOH QYHKIIME OT HOPMBI! Yacto Heuacto
Hapywenus co cmoponbt Kodicu u NOOKOJCHbIX MKAHeU

TlopakeHus KOKK Heuacto Yacto®
Anonenus Ouens yacto Yacto
Okchonuanus Koxu Heuacto ¢
I'enepann3oBaHHBIN 3y Heuwacto ¢
CyxocTb KOKHU Yacto Yacro
OkchonuaTuBHas ChIlb ¢ Ouenb yacto

3menenue seTa BojIoC

OueHp 9acTo

OueHp 4acTo

[TopaxxeHue HOrTEM Heuwacto Yacto
HanLMapHo—niIaHTapHa;I sputponusecresus  (JIaAOHHO- Ouert 4acTo Hewacto
MOJIOIIBEHHBIA CUHIIPOM)

[TomomBeHHas apuTemMa Heuwacto ¢
S3BBI KOXKH ¢ Heuacto
Peakuust poTocencubummsanmuu Heuacto Heuacto
I'uneprunpos Yacto Yacto
Koxxnas cbinb Ouenb yacTo Heuacto
BesukynspHas cbllib Heyacto L4
[Tamryne3nas chib Heuwacto Heuacto
DpuTeMaro3Has ChIlb Heuacto ¢
I'enepanu3oBaHHast ChIlb Heuacto ¢
MakynspHas CblIlb Hegacto ¢
3yasias Chllb Heuwacto ¢
KoxHsbli 3y Yacto Yacto
Opurema Yacto Yacto
JlenurMeHTanus Koxu Yacto ¢
I'mnonurmeHTanus Koxxu Yacto Ouenb yacto

Hapywenus co cmoponsi nouex u mouesvbigooauux nymeti

15




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 23.07.2024 N2 15102
Tporennypus' e it wacta T~ Hebacta
I'emarypus Yacto Heuacto
Hapywenus co cmoponst mviuieurol, ckelemHotl u COeOUHUmMenbHoU MKAHU
CxeJleTHO-MBIIIIEYHAsT 00JIb Heuacto YacTto
MBEIIIeUHBIN c1a3M Yacto Yacto
Aptpanrus Yacto Heuacto
Muanrus Yacto Yacto
Hapywenus co cmopomst penpodykmueHoul cucmembl U MOJOYHBIX Jcele3
Menopparus Heugacto Heuacto
Mertpopparus Hegacto ¢
Buiraranumnoe kpoBoTeueHue Heuwacto Heuacto
Obwue Hapyuwienusi u peakyuu 8 mecme 86e0eHUsl
Bocnanenne clIM3uCcTON 000JI0UKH Yacto HeuacTto
OTekn Yacto® Yacto’
AcTeHus Yacto Heuacto
Boiib B rpyaHOii Ki1eTke! Yacro Yacro
03100 Heuacrto Yacto

IToBeIIeHHAS YTOMIIAECMOCTD

OueHn 4acTo

OueHp yacTo

Jlabopamophvie u uHcmpymenmanvHwle OaHHbIE

IMoBbinrenne akruBaOoCcTH AJIT! OueHp yacTo Yacro
[loBplilIeHME ~ aKTUBHOCTHM  acmapTaTaMHHOTpaHc(epasbl

1 OueHp 4acTo Yacto
(ACT)
Tunep6unupyOouHemus ' Yacro Heuacro
N3meHeHne KOHIIEHTPAIMK XOJIECTEpHUHA B KPOBHU * Yacto
[ToBbIlIEHNE KOHIIEHTPALUA KPEATUHUHA B KPOBHU Yacrto *
IloBEINIIEHNE AKTUBHOCTH aMMJIa3hI Yacto ¢
[ToBbIIEHNE KOHIIEHTPALIUU MOYEBUHBI B KPOBU Yacro *
l'unoansOymuHeMus ¢ Ouenp yacto
[ToBbITIIEHNE AKTUBHOCTH TaMMa-TIIFOTaMUITPAHCTICITHAA3bI Yacto Yacto
N3meHeHne akTHBHOCTH TOPMOHOB IIIMTOBUJTHOM JKEJIE3bI Heuacto *
Vutnaenne uatepsana QT! Heuacto Heuacto
CHmxeHHe Beca Yacto OueHp yacTo
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 23.07.2024 N= 15102

¢ — B XOJI¢ PETUCTPAIMOHHBIX KIMHHUYECKUX cneno%ﬂﬁ%E@‘;ﬁ:@%{g—eggrléhlﬁ%ggo:ﬁ%%ﬁﬁﬂ c

MIPUEMOM I1a3011aHN0a HEe YCTAHOBJICHA;

'~ nonpo6uas uadopmanus npuseeHa B pasaene 4.4.;
2 _ areB3sus (yTpaTa BKYCOBOH UyBCTBHTENBHOCTH), THIIOTeB3Hs (IIOHMKEHHE BKYCOBOMA
YyBCTBUTEILHOCTH);

3 — B GOIBIIMHCTBE CITyYaeB NaJbMapHO-TIAHTAPHAS IPUTPOAM3ECTE3Hs (J1a0HHO-TIO0NIBEHHbII
CHUHJIPOM);

4 _ Gpaaukapus ONpesenseTcs HA OCHOBAHMH YacTOTHI CepIeyHoro putma (MeHee 60 yrapos B
MUHYTY). Bpamukapaus ¢ KIMHHYECKMMH TPOSBICHUSAMH BCTPEYACTCS PEXe, M €€ dYacToTa
OCHOBaHa Ha oT4YeTax 0a3 MaHHBIX 0 O€30IIaCHOCTH 1a30IIaHn0a;

> — nns nokazanus [1IKP wacrora BCTPEYAEMOCTA OCHOBAaHA HA JAHHBIX, MOJIYYEHHBIX MU
MIPOBE/ICHUH JIONIOJHUTEIBHBIX NCCIICI0OBAHHIA;

6_ HepI/IQ)CpI/I‘leCKI/IC OTCKH, JIOKAJIBbHBIC OTCKHM, OTCKH I71a3, JIMIA,

7 — nepudepuuecKue oOTeKH, OTEYHOCTh BEK.

Helitponienusi, TpoMOOUMTONEHHUsI U MajibMapHO-IUIAHTapHAs SPUTPOIU3ECTE3Us (JIaJO0HHO-
MOJOIIBEHHBI  CHHAPOM) damle HaOIomaiuch y  MAlUMEHTOB  BOCTOYHOA3UATCKOTO
IMPOHUCXOKIACHUA.

B TaGnuiie 2 npencraBieHbl OTKIOHEHHS JTaOOpaTOPHBIX MOKa3aTese, BcTpeuasmmecs y >15 %
naiueHToB ¢ [IKP, npuHumaBmux nazomaHu® B XOA€ KIMHUYECKUX HcclenoBaHui. CTeneHb
OTKJIOHEHHSI OCHOBBIBA€TCA Ha  KIAacCH(PUKAUU OOMIMX KPUTEPUEB  TEPMUHOIOTUU

HexxenarenbHbIX sBieHui (CTCAE) HanmonansHOro HHCTUTYTA paka.

Tabauya 2
ITazomanu6 [Tnane6o
(N =290) (N = 145)
ITapameTprl
P P CT;(;ZH Crenenn | CremneHnb CTe]i(:eeHH Crenenn | CreneHn
o ’ 3, % 4, % o > 3, % 4, %
% %
Temamonozuueckue
JletikonieHns 37 0 0 6 0 0
Hefitponenus 34 1 <1 6 0 0
TpombonuToneHus 32 <1 <1 5 0 <1
JlumbonuuroneHus 31 4 <1 24 1 0
Buoxumuueckue
[ToBbIlIEHWE  AKTUBHOCTH
AT 53 10 2 22 1 0

17



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 23.07.2024 N= 15102

IloBbIlIEHNE  AKTUBHOCTH (MOCMEQUBATENEHOCTE T002)
ACT 53 7 T 19 i 0
[l'unepriikeMust 41 <1 0 33 1 0
oomero Snmpyeua | 3|3 | |0
I'unodocdaremus 34 4 0 11 0 0
T'unokaneuremus 33 1 1 26 1 <1
['unonarpuemus 31 4 1 24 4 1
l'unepkanuemus 27 4 <1 23 5 0
l'unepkpearnHuHemMus 26 0 <1 25 <1 0
l'unomaruuemust 26 <1 1 14 0 0
l'unornmukemus 17 0 <1 3 0 0

B Tabnuue 3 npeacraBneHbl OTKIOHEHUS TaOOPATOPHBIX MOKazaTesel, Becrpeuasiiecs y >15 %
narueHToB ¢ CMT, nonyuaBmmx mna3omaHu0 B XoA€ KIMHUYECKUX wuccienoBanuil. CreneHb

oTKJIoOHeHUs ocHoBBIBaeTcs Ha kinaccupukanun CTCAE HammonanbHOTo HHCTUTYTA paka.

Tabnuya 3
[Tazonanu0d [Tnane6o
(N =240) (N=123)
[Tapamerpsl
Bce Crenens | CreneHn Bce Crenens | CreneHb
crermend, % | 3, % 4, % crerienn, % | 3, % 4, %
Temamonozuueckue
JletikoreHus 44 1 0 15 0 0
Helitponenus 33 4 0 7 0 0
Tpombornuronenus 36 3 <1 6 0 0
JlumbouuroneHus 43 10 0 36 9 2
An"eMus 27 5 2 23 <1 <1
buoxumuueckue
IToBbI1IEHHE
AKTUBHOCTH II[EJIOYHON 32 3 0 23 <1 0
docdarazsr (ILID)
IloBrIIEHUE
aktuBHocTu AJIT 46 8 2 18 2 <1
IToBbmrenue
aktuBHOCTH ACT >l > 3 22 2 0
l'unoansOymuHemMus 34 <1 0 21 0 0
I'mneprikemus 45 <1 0 35 2 0
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 23.07.2024 N= 15102

(MTOCHEOOBATENEBROC TR 0002]
IloBrIIEHUE
KOHIICHTPAIMK 00IIEero 29 1 0 7 2 0
OomnpyonHa
['unonarpuemus 31 4 0 20 3 0
I'mnokamuemus 16 1 0 11 0 0

B rtabmune 4 mpencraBieHbl  HEXeNATeIbHBIE pPEaKLWH, BBIABICHHBIE BO  BpeMs
HOCTPErUCTPALIMOHHOIO IPUMEHEHMSI MTa3011aHn0a. J[aHHbIE HeXeNnaTeIbHbIE PEAKIIUU BKIFOUAIOT
B ce0d CIIOHTaHHbIE COOOLICHMS O HEXKENaTeNbHbIX SBICHUAX, a TaKXKe Cepbe3Hble
HE)KEJIaTeJIbHbIE PEAKLMU, BBIABICHHBIE B PE3YyIbTaTe IPONOJDKAIOIMIMXCS HCCIEAOBAaHUM,
UCCIICIOBAaHUN KIIMHUYECKOW (hapMaKoJIOTUHU U TIOMCKOBBIX MCCIIEIOBAHUN 110 HEYTBEP)KICHHBIM
ITOKa3aHUSM.

Tabnuuya 4

Hnghexyuu u unsazuu

Wudexmun (¢ uau 6e3 HeUTPOTICHUHN ) Yacro

Hapywenus co cmopousi kposu u numgpamuyeckot cucmemul

IHonmnmuremus Heuacto

TpomboTnyeckass MuKpoaHruonarusi (B TOM 4YHCIE TPOMOOTHYECKast
TPOMOOIIMTOTICHNYECKass ~ IypImypa W T'€MOJUTHKOYPEMHUYECKUI Heuacto

CUHpOM)'

Hapywenus memabonusma u numanus

CHHIpOM JIU3HUCa OIYXOJIH (B TOM YMCJIE M CO CMEPTeNbHBIM ucxoaoM)! | UacToTa HeM3BecTHA

Hapywenus co cmopomnwl HepeHoti cucmembl

CunjipoM o6paTHoi 3a1Hel SHIepanonaTuu’ Penxo
Hapywenus co cmoponsl opeana 3penus

Orcnoiika ceT4aTku HeuacTto
Pa3zpeiB ceTuarku HeuacTto
Hapywenus co cmoponst cocyoos

AHEBpPU3MBI U PACCIIOCHUS ApTEPUU Penxo

Hapywenus co cmoponsi OvbixamenvbHotl cucmemsvl, opeanos 2pYOHOU KIemKU U CpedoCmenus

Nurepcrunuanbhas 6onesus jgerkux (MBJI) / naeBMonurt! Penxo

JKenyoouno-kuuieunvie HapyueHus

Mereopusm Yacto

[Tankpearur Heuacto

Hapymele CO CMOPOHbL NEeYeHU U ofceﬂueebleodﬂmux nymed
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COOTEETCTEYET 2KCNEPTHOMY OTYETY
~ 072307.2024 N215102
JETEAOEA T 3ddra nditetma

IleueHounas HEOAOCTAaTOYHOCTD

HapymeHuﬂ CO CNMOPOHbL KOJHCU U NOOKONCHBIX MKAHEL

SI3Ba KOXXHU Heuacto

Hapywenus co cmoponst mbiuieunol, ckeiemHou u coeOUHUmenbHoU mKaHu

Aptpanrus Ouenb yacto

MeEI1eyHsId cia3m Yacto

Jlabopamopnvle u uncmpymernmanvHbie OaHHbIE

IToBBIIEHNE aKTUBHOCTH TaMMa-T. JIIOTAaMUJITPAHCIICIITU AA3bI Yacto

I _ noopobuas ungopmayus npusedena 6 pazoene 4.4.

COO6HI€HI/I€ 0 TOAO03PEBACMBIX HEKCIIATCIIbHBIX PCAKIINAX

Baxxno cooOmare 0 TOM03pEBAEMBIX HEXKENATCNIbHBIX PEaKUUsIX IMOCIe pPEerucTpanuu
JIEKapCTBEHHOTO TIpernapara ¢ IeIbl0 00eCIeYeHHs] HEMPEPHIBHOIO MOHUTOPUHTA COOTHOIICHUS
«TONb3a — PHUCK» JICKApPCTBEHHOTO IMpemnapara. MeauIMHCKUM pabOTHHKAM PEKOMEHAYETCS
co00IaTh O JIFOOBIX ITOIO3PEBACMBIX HEXKEIIATCIIbHBIX PEaKIUAX JICKAPCTBEHHOTO Ipernapara
4yepe3 HalMOHAIBHBIE CUCTEMBI COOOIIEHUSI O HEXKENATEIBHBIX PEaKIHUIX TOCYIapCTB — YICHOB
EBpazuiickoro s5KOHOMHYECKOTO CO03a.

Poccuiickas ®@eneparius.

OenepanibHas ciryk0a 1o Haa30py B cepe 3apaBOOXPAHCHUS.

Anpec: 109012, . Mocksa, CnaBstHCKast Tj101ab, 1. 4, cTp. 1.

Tenedon: +7 800 550 99 03

OnexkTpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit B mH(GOpPMAIIMOHHO-TEJIEKOMMYHHUKAIIMOHHON ceTn «IHTepHeT»:!

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

B xnuHMYeCcKUX Mccaen0BaHUsIX MMa30Mmanu0 npuMeHsics B 1o3ax 10 2000 mr.

CuMOTOMBI

JlozonumuTHpytoasi TOKCHYHOCTh (TIOBBIILIEHHAs YTOMIISIEMOCTh 3 CTENEeHM) M apTepuaibHas
runeprensus 3 creneHu HaOmomanuch y 1 u3 3 manuenrtos, npuHsaBmux 2000 mr u 1000 mr
na3zornaHuba B CyTKHM COOTBETCTBEHHO. BO3MOXHO ycHJIEHHE BBILIEONMHUCAHHBIX HEXeIaTelbHbIX
SIBJICHUM.

Jleuenue

CUMOTOMATHYECKOE.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 23.07.2024 N= 15102

Tonpko He3HAUUTENbHAS 4YACTh IMa30MaHuO0a MOXKET Bﬂ%gﬁ;&;lge;r‘ é&%#ﬁl‘fﬁ'r@ﬁoﬁﬂrﬁvﬁsa,

IMOCKOJIBKY BBICOKA CTCIICHL €TI0 CBA3bIBAHUS C OcIKaMU ILIa3MBbI KpOBH.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHamMH4yecKHe CBOMCTBA

dapmakoTepaneBTHYECKas TPyIIa: MPOTUBOOIYXOJIEBbIE CPEICTBA; HHTUOUTOPBI TPOTEUHKHUHA3;
Jpyrue UHIUOUTOPBI TPOTEHMHKHUHA3.

Kon ATX: LO1EX03.

MexaHNU3M AeUCTBUA

[Tazonanu® ABISICTCS MOITHBIM MHTHOUTOPOM MHOXKECTBAa THPO3UHKWHA3 JIJISl IPUEMa BHYTPb, B
TOM YHCJIE THPO3WHKHHA3 PELENTOPOB IHAOTeNUaNbHBIX (akropoB pocra (VEGFR) -1, -2, -3,
penentopoB (akropa pocta TpombonuToB (PDGFR) -anbda u Oeta, penentopos dakropa pocra
¢ubpodnacroB (FGFR) -1 u -3, penentopa ¢akropa ctBonmoBsix kierok (Kit), a Taxxe T-
KJICTOYHON KMHA3bl, MHAYIHpyeMoin uaTepieikinaoM 2 (Itk), neiikormurcnenudpuaeckoi mpoTenH-
tupo3uHkuHasel (Lck) w TuposmHKMHA3bI pernentopa KOJOHHUECTHMYIHPYIOMETo (hakTopa
makpodaroB  (c-Fms). In  vitro mnazonmanu®  WHrHOUpYeT  JIMTAHI-UHAYLIUPYEMOE
aytoochopunupoanue VEGFR-2, Kit u PDGFR-. In vivo ma3zonanu6 unrubupyer VEGF-
unaynupyemoe gochopunrposanne VEGFR-2 B TKaHSAX JIETKOTO y KHBOTHBIX, aHTHOTE€HE3 Y
KHUBOTHBIX U POCT HEKOTOPBIX YETOBEUYECKHUX OIYXOJIEBBIX KCEHOTPAHCIJIAHTATOB Y KMBOTHBIX.
3nayenust uHruoupyromeit konneHtpauuu B 50 % (ICso) mpu cBs3bIBAaHUM Ma3onaHuba ¢
peLenTopaMu 3HJOTENHAIbHOIO (akropa pocTra COCyaoB, (hakTopa pocTta TpPOMOOLMTOB U
(dakTopa cTBOJIOBBIX KJIeTOK cocTaBisitor 10, 30, 47, 71, 84 u 74 HMOJB/T COOTBETCTBEHHO.

5.2. ®dapmakokuHeTHYeCKHE CBOWCTBA

AOGcopbuus

MaxcumanbHas KoHeHTpanus (Cmax) Ha3onanuba, B CpeaHeM AOCTHraercs yepes 2—4 4 nocie
npreMa BHYTpb. EjkelHEBHBIN NpHeM NPUBOIUT K 1-, 2-, 3-, 4-KpaTHOMY yBEJIWYEHUIO IIJIOLIAAN
noJ (hapMakoKMHETH4YeCcKol KpuBoil «kxoHueHTpauusi—Bpems» (AUC). Ilpu exenHeBHOM npueme
800 mr mazomannOa 3HaueHHSI AUC U Cmax cocTtaBisioT 1,037 u X Mkr/ma u 58,1 MKr/mi
(oxBuBaneHTHO 132 mMxmonb/m) coorBeTcTBeHHO. CymectBeHHOro yBenudeHus AUC u Crax HE
HaOJIOIAeTCs TIPHU TIOBBIIICHUN JT03bI Ma3zonanuoa 6osee 800 mr.

CucreMHasi SKCHO3MIMS Ma3onaHuOa yBeIMYMBaeTcs Npu mnpueme ¢ numed. llpumenenue
nazonaHuba ¢ Muiel ¢ BBICOKUM M HU3KUM COAEPKAHHEM >KMPOB MPHUBOIAUT MPUOTHU3UTEIHHO K
2-kpatHoMy yBenuYeHHI0 AUC U Cupax. TakuM oOpa3om, mazomaHu® cienyerT NpUHUMATh IO

MeHbIIel Mepe 3a 1 gac 10 uim yepe3 2 yaca mocsie npueMa nuiy (cm. paszuen 4.2).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 23.07.2024 N= 15102

[Tpumenenne 400 mr maszomaHuOa B BHUIC D& CKpomeﬂg%qg(%ﬁ ﬁTgb%ﬁge'TT};B@ﬂﬁ'ééHHe

AUC(072) 1 Cmax HOpUOMM3UTENPHO B 2 pa3a M YMEHBIICHHUE tmax (BpEMs IOCTHXKEHUS
MaKCHUMAaJIbHOW KOHIICHTPALIMK B IJIa3M€ KPOBU) NpUOIH3UTEIHHO HA 1,5 Yaca 1o cpaBHEHUIO C
IIPUMEHEHHUEM B BUJIE 11€710M TabneTku. bruonocTynmHocTh U cteneHb abcopOIuy ma3onanuda npu
NEepOpaIbHOM TpUEMe yBEIMYUBACTCS MPH MpUEME PACKPOIICHHON TaONETKU M0 CPaBHEHUIO C
1enoif TabneTkoi. B CBsI3M ¢ BhIIECKa3aHHBIM TA0JICTKH M1a30IIaHN0a He CIIAYeT U3MEIBIaTh (CM.
paznen 4.2).

Pacnopenenenue

Cps3biBaHMe MazonaHuba ¢ OeslkaMu IUIa3Mbl KpPOBU in vivo cocraiser Oonee 99 % BHe
3aBHCUMOCTH OT KOHIIEHTpauuu B nuanazone 10—100 mxr/mi.

JlaHHble in Vvitro TO3BONSIOT Mpearonarath, 4YTO MA30MaHUO sBisercs cyOcTpatom mius P-
mukorporenHa (P-gp) u Genka pesucreHTHOCTH paka MosouHoil xkene3sl (BCRP).

BI/IOTDaHCd)ODMaHI/IH

Wccnenosanus in vitro okasainu, 4To MeTa00JIn3M Na30naHuba ornocpe1oBaH PEUMYyIIECTBEHHO
nzopepmentom CYP3A4, a Taxxke B HesHaunTenbHOU creneHn m3odepmentamu CYP1A2 wu
CYP2CS.

OJIMMUHALNS

[Tazonann® BBIBOIUTCS MEIJICHHO CO CPEIHUM IEPHOJA MONYyBBIBeICHUS 3HadeHHEeM (t12) 30,9
yaca IocJje npruema B pekomeHaoBanHou 103e 800 mr. BeiBeieHue ocyecTBiIsieTcsi B OCHOBHOM
yepes KUIIEYHUK, U TOJIbKO MeHee 4 % MPUHATOMN 103kl BHIBOIUTCS TOYKAMH.

[ToyeuHas HeTOCTATOYHOCTh

BriBenenne mazomanuba He 3aBucuT OT KiupeHca kpeatuHuHa (KK) (30-150 mu/mun). He
OKUJIAeTCSA M3MEHEHHE CUCTEMHOM IKCIOo3uluu nazonannba y maruento ¢ KK > 30 mu/muH, B
CBSI3M C YeM KOPPEKIIUs J03bl Y MAIMEHTOB JaHHON KaTeropuu He TpedyeTcs.

IIeueHouHas HEJOCTATOYHOCTH

VY nanueHToB ¢ HapylleHHeM (YHKIUU NEYeHH JIETKOM CTeNeHu (KOHIEeHTpalus OunupyouHa B
npefenax HOPMbI MPHU MOBBIIEHUM aKTUBHOCTU allaHMHaMuHoTpaHcdepassl (AJIT) moboi
CTETIEHU WJIM TOBBIINIEHUE KOHLIEHTpaluu OmiupyOuHa MeHee 4eM B 1,5 pasa Bbllle BepxHeH
rpanuibl HopMmbl (BI'H) HesaBucumo ot aktuBHoctu AJIT mocie OZHOKpaTHOro IpHema
nazonanuba B go3e 800 Mr oguH pa3 B CYTKH CpeAHHME 3HaueHUs (PapMaKOKMHETHUYECKHUX
napaMeTpoB (Cmax 30,9 mxr/min (12,5-47,3 mxr/min) u AUC(o-24) — 841,8 Mkr X u/mi (600,4-1078
MKT' X 4/MJI)) CONOCTAaBUMBI CO CPETHUMH 3HAYEHUSMH Y MAlMEHTOB C HOPMAJIbHOU (QyHKIMEN
nedeHu (Cmax 49,4 mxr/mi (17,1-85,7 mxr/mi) u AUC(p-24) 888,2 Mkr x u/mi (345,5-1482 mkr x

q/MI).
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MakcuManbpHas ITepeHocHMas J103a I1a30IaHnba y HEGEEQ&J'E’E%J‘:%&HMC EE‘p'}'fH'I'eHI/IeM

(GyHKIMY 1edeHH (MOBbIIEHHE KOHIIEHTPAIMU OWIpyOrHa OT MMoJIyTopa /10 Tpex pa3 Bbime BI'H
He3aBucuMo oT akTuBHOcTU AJIT) coctaBnser 200 Mr onuH pa3 B cyTku. Cpennue 3HaueHus Crax
(22,4 mxr/mi (6,4-32,9 mxr/mi)) u AUC 0-24) (350,0 mxr x u/mit (131,8-487,7 Mkr X 4/min)) mocie
npuema 200 mr nazonanu0a OMH pa3 B CyTKH y NAI[UEHTOB C yMEPEHHBIM HapylIeHueM (pyHKIUN
IEYECHU COCTABIIIIN NPHOIU3UTEIbHO 45 % 1 39 % COOTBETCTBEHHO IO CPABHEHUIO CO CPEAHUMHU
3HAYEHUSIMH y TAIIMEHTOB C HOPMaJIbHOW (DYHKIMEH MeueHH Mmocie MpremMa rmasonanuda B 03¢
800 Mr oguH pa3 B cyTku. HemocTarouHo AaHHBIX O MPUMEHEHHUHU Ia30MaHuba y MalueHTOB C
HapymeHneM (YHKIUHA TIEYCHH TSOKEJIONW CTeneHH (KOHIEHTpamus olriero OminupyonHa Oosee
4yeM B Tpu pasa npesbiinaet BI'H, nezaBucumo ot aktuBHoctu AJIT), B CBSI3U ¢ yeM IpUMEHEHHUE

y HaIMeHTOB JJAHHOW KaTerOpuu HE peKOMEH0BaHo (cM pazzaen 4.3.).

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BcioMorarejbHbIX BelllECTB

ITazonanu06, 200 mr, TaOJIETKU, OKPHITHIE IVICHOYHON 000JIOUKON

AHopo mabnemku

Kanpums rugpodocdar
KapOokcumeTninkpaxmain HaTpHst
Kpemuus 1uoKcua KOJIOUAHBIN
Marnus creapar

[ToBumon K30

[emmrono3a Mukpokpuctamudeckas 101
IInenounas obonouxa

I'mnpomennosa E6

Kpacutens xenesa okcun kpacHsiii (E172)
Makporon 6000

[Tommucopbar 80

Turana quokeun (E171)

HaSOHaHI/I6, 400 mr, Ta6J'IeTKI/I, MOKPBITHIE TNIEHOYHOMN 000J10YKOM

Aopo mabnemku

Kanpums runpodocdar
KapbokcumeTninkpaxman HaTpus
Kpemuust 1MOKCH KOJIJIOUTHBIN
Maruus creapar

IHosunou K30
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[enmrono3a Mukpokpuctamumdeckas 101

_NNEPTHOMY OTYETY

IInenounas obonouka

I'mnpomennosa E6

Maxkporos 6000

[Tommcopbar 80

Turana auokcun (E171)

6.2. HecoBmecTHMOCTH

He npumenumo.

6.3. Cpok ronHocTu (CpOK XpaHeHHs)

2 ropa.

6.4. OcoOble Mepbl NPETOCTOPOKHOCTH IIPH XPAHECHUH
XpaHUTh B 3alIMILIEHHOM OT CBETa MeCTe Npu Temreparype He Boiuie 30 °C.
6.5. Xapakrep u coaep;kaHMe NEPBUYHON YIIAKOBKH

HCDBI/I‘-IHEUI YIIaKOBKa JICKAPCTBCHHOTIO ITpCriapara

ITo 10 TabneTok B KOHTYPHYIO SIMEHKOBYIO YIIAKOBKY U3 IJICHKU MOJIMBUHWIXJIOPUIHON U (HOJIBIU
QJTIOMUHHMEBOM MEYaTHOM JIAKUPOBAHHOM.

ITo 30, 60 nnu 90 TabyieTok B 6aHKY MOTMMEPHYIO U3 MOJIUITUIICHA HU3KOTO JABICHUS C KPBILIKOMN
HATATMBAEMOM U3 MOJMATUIIEHA HU3KOTO JAaBJIEHUS ¢ KOHTPOJIEM NEpBOro BCKpbITHsI. CBOOOAHOE
MPOCTPAHCTBO 3AMOJHSAIOT BaTOW MeIUMUMHCKOW. Ha OaHKM HaKJIEMBAaIOT ATHUKETKH M3 Oymaru
ITUKETOYHOM MJIM MUCYEHN WM U3 TIOJUMEPHBIX MAaTEPUAIOB, CAMOKJIEAIIUECS.

BropuyHas yrmakoBKa J€KapCTBEHHOI'O IIpenapara

ITo 3, 6, 9 KOHTYPHBIX STYEHKOBBIX YITAKOBOK BMECTE C HHCTPYKIIMEH MO MIPUMEHEHHUIO ITOMEIIAIOT
B MTAUKY U3 KapTOHA ISl MOTPEeOUTENHCKOM Tapbl. Ha mauky MoKeT HaKJIeuBaThCsl CaMOKJISSIIAsCS
ATHKETKA C MApPKUPOBKOH U3 OymMaru TUKETOUHOM MIIH MUCYEH I U3 TOTUMEPHBIX MaTepHaIOB.
[To 1 Ganke BMecTe C MHCTPYKIMEH MO MPUMEHEHHIO MOMENIAIOT B MayKy M3 KapTOHA s
noTpeOUTeNnsCkol Tapbl. Ha mauky MOXXET HaKJIeHBAThCs CaMOKJIESIIascs JTHKETKa ¢
MapKUpPOBKOM M3 OymMard STHKETOYHOW WJIM MHUCUYEH WIM U3 MOJMMEPHBIX MarepuanoB. [lauku
MOMEIAIOT B TPYNIOBYIO YIIAKOBKY.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUUYTOXKEHHH  HMCIOJb30BAHHOIO
JIEKAPDCTBEHHOI0 Mpenapara WM  OTXO0A0B, MOJYYEHHBIX TMOCJde NPUMEHEeHUs!
JIEKAPCTBEHHOI'0 Mpenapara, ¥ Ipyrue MaHUIYJISIIUM € TIPenapaToM

Bech ocraBimmiicst iekapCTBEHHBIN Mpenapar U OTXOJbI CIEAYET YHUUTOKUTh B COOTBETCTBHH C

YCTaHOBJICHHBIMH HAIUOHAJIbHBIM 3aKOHOAATCIILCTBOM TpeGOBaHI/IHMI/I.

7. JAEPXKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHMUSA
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Poccuiickas ®@eneparius

AO «Papmacunte3-Hopn»
194356, 1. Cankr-IletepOypr, nopora B Kamenky, 1. 74, mom. 1-H
Ten.: 8-800-100-15-50

Anpec areKTpoHHOM ouThI: info-psn@pharmasyntez.com

7.1. Hpe}ICTaBHTeJ'[L AepkaTe/ist pErMCTPAIMOHHOI0 YIOCTOBEPCHUA

IIperen3un HOTDGGI/ITCHGI;'I HalrpaBJIATh 11O aAPECy.

Poccuiickas ®deneparius

AO «®apmacunrtes-Hopa»

194356, 1. Cankr-IletepOypr, nopora B Kamenky, 1. 74, mom. 1-H.
Ten.: 8-800-100-15-50

Anpec arIeKTpoHHOM ouThI: info-psn@pharmasyntez.com

8. HOMEP PEIT'HCTPALIMOHHOT' O YAOCTOBEPEHUSA

9.  JATA MEPBUYHOW PETMCTPALIUU (IMOATBEP)KIEHUS PETUCTPALIUY,
MMEPEPETCTPALINN)

JlaTa nepBUYHON PETUCTPALINHN:

10. JATA IIEPECMOTPA TEKCTA

OO0m1as xapakTepHUCTHKA JIEKapCTBEHHOTO Tipenapara [lazonann6 noctymnHa Ha nHOOPMAITHOHHOM
noptane EBpa3uiickoro sKOHOMHYECKOTO COr03a B MH(MOPMAIMOHHO-KOMMYHHKAIIHOHHOW CETH

«MHuTepueT» https://eec.eaeunion.org/
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