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OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

OpnotuHuoO, 25 Mr, TaOIETKH, TOKPHITHIE INIEHOYHOU 000T0YKOM.
Opaoruand, 100 Mr, TaGIETKH, TOKPHITHIE TUICHOYHOW 000JIOYKOM.

Opaotuand, 150 Mr, TaGIETKH, TOKPBITHIE TUICHOYHOW 000JIOUKOA.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JleiicTByromee BeecTBO: IPIOTUHHO.

DpsioTuHUO, 25 Mr, TA0JETKHU, IIOKPLITHIE INIEHOYHOU 000JIOYKOM

Kaxxgas tabnerka, MOKpbITas IUICHOYHOH OOOJIOYKOM, COIEPKUT IPIOTUHHOA THUAPOXIIOPHI,
SKBUBAJICHTHBIN 25 MT 3pi0THHHOA.

BcnomoratenbHbie BelllecTBa, HaTUYHE KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: JJaKTOo3bl MOHOTHJIpAT (caxap MOJIOUHbIN) (M. pasznensl 4.3, 4.4).

Opaoruans, 100 mMr, TabJIEeTKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxxgas tabnerka, MOKphITas IUICHOYHOH OOOJIOUKOW, COIEPIKUT APIOTUHUOA THUAPOXIIOPHI,
skBUBaJICHTHBIN 100 Mr sproTuHMOA.

BcnomoratenbHbie BelllecTBa, HAJTUYHE KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npernapara: JJakTo3bl MOHOTHIpAT (caxap MOJIOYHBIH) (cM. pasaenst 4.3, 4.4).

30HOTHHH6, 150 mr, Ta6J'IeTKI/I, TTOKPBITHIE IIJICHOYHOMN 000JI0YKOU

Kaxnas Tabnerka, MOKpbITas MJICHOYHOM OOOJOUYKOM, CONEPKHUT IPIOTHHHMOA THUAPOXJIOPU,
SKBUBAJIEHTHBIN 150 Mr sproTuHMOA.

BcenomoratenbHble BellecTBa, HAMYME KOTOPBIX HAJIO YUYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npernapara: JJakTo3bl MOHOTHIpaT (caxap MOJOYHBIHN) (cM. pazaensl 4.3, 4.4).

ITomHpIit MEPpCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B pa3aCiic 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTku, NOKPHITHIE MJIEHOYHOW 000I0UYKOM.

Kpyrible 1BOSKOBBIMYKIIbIE TaOJETKU, MOKPHITHIE 000JI0YKOM O€0ro Wiu no4ytu O6enoro 1Bera.
Ha nonepeuHoM pa3zpese BUAHBI /1Ba CIIOA: SIAPO OT Oenoro 10 6€JI0ro ¢ JKENTOBAThIM OTTEHKOM

OBCTa U 000J10YKa.
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4. KINHUYECKHUE TAHHBIE (NOCNEOCBATENEHOCTE 00071)
4.1. Iloka3aHusi K NPUMEHEHHIO
[Ipenapar DpiroTUHKUO MOKa3aH K IPUMEHEHHIO Y B3POCIIBIX.

HeMenKkoKIETOUHBIA paK JIETKOI'O

[lepBast nuHUSA Tepanuu W MOAJAEPKUBAIOIIAs TEPANUs MECTHO-PACIIPOCTPAHEHHOIO WU
metacratudeckoro (IIIB—IV craguu) HEeMEIKOKIETOYHOrO paka JIErKOro ¢ aKTUBHUPYIOIIUMU
mytarusamu B rene EGFR (penentop snunepmansHOro dakTopa pocra).
MecTHO-pacpOCTPAHEHHBIM WIM METAaCTaTUYECKUM HEMEJIKOKIETOYHBIM pakK JIETKOro II0Cie
HEYyAa4yl OJHOM UK 0ojiee CXeM XUMHUOTEpaInu.

Pak mookenyno4Hoi JKene3bl

HepBa;I JIMHUSA TCpalnu MCCTHO-PaCIIpOCTPAaHCHHOI'O 50048 METAaCTaTH4YCCKOI'O pakKa

MIOJDKEITYIOYHOM KeJIe3bl B KOMOMHAIIUN C TeMITUTAaOUHOM.

4.2. Pe:xuM 103UPOBAHMS H CIIOCO0 MPUMeEHEeHHUsI
Tepanuto mnpenaparoM ODpIOTUHUO JOKEH MPOBOAUTH Bpay, HMEIOLIUN OMBIT JICUEHUs
3JI0Ka4€CTBEHHBIX HOBOOOPA30BaHUM.

PexxuM J103upoBanus

Hemenkoknemounwiii pax 1e2ko20

Pexomennyemas no3a mpenapara DpnoTuHuO — mo 150 mr 1 pa3 B cytku exenHeBHo. Ilpu
MOSIBJICHUH TIPU3HAKOB MPOTPECCUPOBaHUsl 3a00JeBaHUS WU Pa3BUTUSA HEMEPEHOCUMOMN
TOKCUYHOCTH TEpamnuio MpenaparoM IpiIoTHHHUO cienyeT npekpatuThb. [lepen mpumeHeHuem
npenapata OpJOTMHMO B KadyecTBE MEPBOM JIMHUM Tepanuy WK MOJAJIEp>KUBAIOLIEH Teparuu
MECTHO-PACIPOCTPAHEHHOTO WJIM METaCTaTHUYECKOTO HEMEJKOKIETOYHOIO paka JIETKOTO
HE00XO0IUMO MPOBECTH aHATN3 Ha Hainuue Mytanuu L858R B 21 sx30He nnu nenennu B 19 sx30He
rena EGFR (cm. paznen 4.1).

Paxk nooatcenyoounoti sncenesvl

Pexomennyemass no3a npenapata OpiaoTuHHO — mo 100 Mr 1 pa3 B CyTKH €XeIHEBHO
(cM. opuManbHYI0 HH(GOPMALMIO IO METUIIMHCKOMY ITPUMEHEHHIO reMInTabrnHa, oKa3aHue —
paK MOJKeNnyIouHOM kenesbl). [lpu mosBiIeHUU NMPU3HAKOB MPOrpeccUpoBaHMs 3a00JIeBaHUs
Tepanuio npenapaTom DpJIoTUHUO creayeT npekpaTuTh. Eciu y nanuenTa B TeueHue 4—8 Henenb
JIeYCHHUs] HE DPAa3BUBAETCS ChIlb, JAJIBHEUIIYI0 TEpamuio MpenapaToM OpIOTHHUO Ccleayer
NIEPECMOTPETD.

Koppexyus 0ozl

[Tpu conyTcTBytOIIEH Tepanuu cydocTpaTaMu uiu Moaynsropamu uzopepmenta CYP3A4 moxer

noTpe0OBaThCs K3MEHEHHUE JT03BI TipenapaTa DpioTHHUO (cM. pa3aen 4.5).
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4.4).

Oco0BbIe IPVIIILI TAIUEHTOB

Tayuenmoi ¢ napywenuem ¢hynkyuu novex
be3zonacHocTh U 3()()EeKTUBHOCT Y MALMEHTOB C HapylleHHeM (YHKIHMU MOYeK (KOHLEHTpaLus
KpeaTUHHHA B ChIBOPOTKE KpOBU Oojee yeMm B 1,5 pa3a Bblllle BEpXHEH I'paHHUIl HOPMbI) HE
n3ydanuchk. CornacHo (GpapMaKOKHHETHYECKMM JaHHBIM TIPU JIETKOW M YMEPEHHOH NOYeyHOU
HEI0CTaTOYHOCTH KOPPEKILIMHU J103bI He Tpedyercs (cM. pa3zaen 5.2). [Ipuem npenaparta pioTuHUO
HE PEKOMEHAYETCs IPU TSHKEIOM HapyUIeHUH (YHKLUU ITOYEK.
Ilayuenmel ¢ napywenuem @ynKyuu nevenu
HecmoTpst Ha TO, 4TO 3KCMO3UIMS 3PJIOTHHMOA Oblla OAMHAKOBOW y MALMEHTOB CO CpEIHEH
CTETIEHBIO HapylleHUs neueHouHoH pyHkuu (7-9 6amnos no mkane Yaina-I1st0) n y nanueHTon
6e3 HapyueHus (YyHKIMU NE€YeHH, HEOOXOAMMO HPOSBISATH OCTOPOXKHOCTb IPU Ha3HAYEHUU
npenapara DpJIOTHHHO MAaIieHTaM ¢ HapylieHneM (QyHKouu medeHu. [Ipuem mpemapara
OprnoTUHUO HE PEKOMEHYeTCs IIPH TSHKEJIOM HapyleHnH (yHKIMY TIedeHH (CM. paszen 5.2).
[Tpy pa3BUTHHN TSHKENBIX HEKENATEJbHBIX PEaKLUi, ClIeyeT pacCMOTPETh BOIIPOC O CHUXKEHHUU
JI03bI WJIU TI€pEphIBE TepAMU IIpernapaToM DpIOTHHUO.
bezonacHocTh W 3P (HEKTUBHOCTh Y NAIMEHTOB C TSDKEIBIM HapylmieHHeM (YHKIHH TEYeHU
(akTuBHOCTH anmanmHamuHOTpaHc(hepassl (AJIT) u acmapraramuuotpancdepassl (ACT) Gonee
4yeM B 5 pa3 BblllIe BEpXHEH I'paHULIbl HOPMBbI) HE U3y4YaJIUCh.
Kypenue
Kypenne cuHmxkaer skcrosuiuio spiotuanOa Ha 50-60 %. MakcuManbHO TepeHocHMas 103
APJIOTUHUOA Y KYPSIIUX MAIUEHTOB C HEMEIKOKIETOUHBIM paKkoM Jerkoro cocrasisier 300 mr.
[Ipu npumenenun npenapata B 1o3e 300 Mr Bo BTOpOW JIMHMM Tepalnuu IOCIE HeyJauu
XUMHOTEpanuy Yy MAalUeHTOB, MPOJOJDKAIOIMX KypeHHe, yBenudeHue 3(QeKTuBHOCTH 110
CpaBHEHUIO C peKoMeHayeMoit 10301 150 mr He Habmonanock. Creayer peKOMEHJ0BaTh OTKa3 OT
KypeHHUs MIpU IPUMEHEHUH npenaparta JpioTHHUO (cM. pasaenst 4.4, 4.5 u 5.2).

eTu
be3zonacHocTh 1 3¢ deKTUBHOCTH Mpenaparta DpiaoTHHUO y Aerell B Bozpacte oT 0 g0 18 et Ha
JTAHHBII MOMEHT HE YCTAaHOBIICHBI. /[[JaHHBIE OTCYTCTBYIOT.

Crrocob nnpruMeHeHus

Jlna npuema BHyTpb. [Ipenapar cienyer npuHuMaTh HE MEHee 4eM 3a 1 yac 10 uinm dyepes 2 yaca

IMOCJIC MprUEMa IMUIIH.
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(NOCNEQCBATENEHOCTE 0001)

4.3. IlpoTUBONOKA3aAHHS

® TUIECPYYBCTBUTEIBHOCTh K JPJIOTHHHOY WM K JIOOOMY W3 BCHOMOIAaTENbHBIX BEIICCTB,
IIEPEUUCIICHHBIX B pazzene 6.1;

e OEpEeMEHHOCTb;

e [IEpPHOJ IPYAHOTO BCKapMIIMBaHHS (B XOJI€ TEPAIMH [IPENapaToM U B TCUYCHUE, KAK MUHUMYM
2-X HeJIeTb MOCIIe TIOCIICAHET0 TIprueMa Iperapara);

e Bo3pact 10 18 ner (6e3omacHOCTh U 3(PPEKTUBHOCTD MO 3aPErHCTPUPOBAHHBIM TTOKA3AHUSAM
HE YCTAHOBJICHHI y MAalIMEHTOB MJyiajiie 18 ner);

e Tskenoe HapymeHue ¢yHkuuu nedenu (10 m Gonee GamnoB mo mkane Yaina-IIsro) wm

ITOYCK.

4.4. OcoOble yKkazaHus U MepPbl MPeI0CTOPOKHOCTHU NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

Hapymenne QyHKIMy nedeHu.

Kypenue.

[TatMeHThl € pEOKUMHM HACIEICTBEHHBIMU 3a00JE€BAHUSMH, TaKMMU KaK HENEpEHOCUMOCTh
rajjakTo3bl, 1e(UIMT JIaKTa3bl I IJIIOKO30-TAIaKTO3Hasi MajibaOcopOLus.

OnHOBpEMEHHBIH MTPHEM C MOILITHBIMU WHAYKTOpamMu Win nHruoutopamu nzodepmenta CYP3A4.
[lenTryeckas si3Ba WK JUBEPTHKYIISIpHAS 00JIE3HB B HACTOAIIECE BPEMsI MJIM B aHAMHE3E.
OpnHoBpeMEHHBII ~ IPUEM  C  AHTUAHTMOTCHHBIMM  JIEKAPCTBEHHBIMU  CPEICTBaMH,
[JIIOKOKOPTUKOCTEPOUIAMH,  HECTEPOMJHBIMH  IPOTHBOBOCHAIMTEIBHBIMH  INpenaparaMu
(HIIBIT).

[TarueHTsl, NOTyYaromKue XMMHUOTEPAIHIO, KOTOpasi BKJIIOYAET TaKCAHBI.

Oco0ble yKkazaHus

Oyenxa cmamyca mymayuii 6 cene EGFR

[Tpu ouenke craryca myrauuid B reHe EGFR manueHTOB ¢ MeCTHO-pacHpOCTpaHEHHBIM HWIIU
METacCTaTUYECKUM HEMEJIKOKJIETOYHBIM pPAaKOM JIETKOro, Iepell MpUMEHEHHEM Ipernapara
OpnoTUHUO B KayecTBE MEPBOM JIMHUM TE€panuK WM MO KUBAIOIIEH Teparnuu, HE00X0AUMO
BBIOMpPATh XOpOIIO MPOBEPEHHbIE M HAJEKHBIE METO/bl aHaJM3a, YTOOBl M30€XaTh JIOXKHBIX
OTPHUIIATENIbHBIX WJIM JIOKHBIX TOJOXKUTENbHBIX omnpenenenuil. Ilpemapar OprnotuHu® He
PEKOMEHIyeTCs IPUMEHSTh B Ka4eCTBE MOIEP KUBAIOIIEH Tepanuy NepBoi JTUHUH Y TAllIeHTOB
0e3 akTuBHpyrommx MyTanuii B rene EGFR.

Kypenue

KypsimuM nanuenraM ciieyeT peKOMEHA0BaTh OTKAa3aThCsl OT KYPEHHUs], TaK KaK KOHIEHTpaLus

SpJIOTHHHOA B IUIa3Me y KYpPSIIUX IMAIMEHTOB IO CPAaBHEHUIO C HEKYPSANIUMH 3HAYUTEIHHO
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cHmkaetcs (cm. pazaensl 4.2, 4.5 u 5.2).

HUnmepcmuyuanvroe 3abonesanue nezkux (M3J1)

VY DalnMeHTOB C HEMENKOKJIETOYHBIM PAKOM JIETKOTO, PAaKOM MOJDKETYJAOYHON >Kene3bl WU
OPYTMMH  PACIpOCTPAHEHHBIMH  COJIUJHBIMU  OIYXOJIAMH,  TMOJYYaBIIMX  SPJIOTHHHO,
N3JI- nogo0HbIe CUMITOMBI, B TOM YHCJIE C JIETaTbHBIM UCXOJI0M, JUAarHOCTUPOBAIUCH HEYACTO.
B uccnenoBanuu nmpu HEMEIKOKJIETOYHOM pake JIerkoro cepbe3nbie M3JI-mogoOHbIe sBICHUS
oTMedaIuch ¢ yactoToi 0,8 % Kak y manueHToB, MOJyYaBIIuX SPJIOTUHUO TaK U y MALIUEHTOB, HE
MOJIyYaBIIUX €roO.

[Io pe3ynapTaramMm MeTa-aHaNIM3a PAHJOMH3UPOBAHHBIX KOHTPOJIUPYEMBIX  KIMHHYECKHX
MCCJICIOBAHUI TIPU HEMEJKOKIETOYHOM pake Jerkoro wacrora WM3JI-mogoOHBIX siBIIEHUI
cocraBuna 0,9 % y manueHToB, MOTY4aBIIUX pA0TUHUO, 1 0,4 % y MaMeHTOB, HE MOTYYaBIINX
ero.

B wuccnemoBanum mpu pake MOKENYyIO4YHOM kene3bl yactota W3JI-momoOHBIX sBIEHUN
coctaBuia 2,5 % y mamueHToB, MOTy4aBIIUX SPJIOTUHUO U remiuTadut, u 0,4 % y nmamnueHTos,
MOJTy9YaBIIUX TOJIBKO FeMIUTAOWH.

Haubonee wyacTeiMu AuarHo3aMu y ManueHTOB ¢ noao3peHueM Ha M3JI-mogoOGHbIe CUMITOMBI
SBIISIOTCS: IMHEBMOHUT, UHTEPCTULIMATbHAS THEBMOHUS, JIy4€BON MHEBMOHUT, aJUIEPrHUECKUN
UHTEPCTULMAIBGHBIA THEBMOHUT, WHTEPCTHIMAIBHOE 3a00JIeBaHUE JIETKUX, OOJIUTEPUPYIOIINI
OpoHXMONNUT, (GUOPO3 JIETKUX, OCTPHIA PECHUPATOPHBIA ITUCTPECC-CHHAPOM, HH(DUIbTpAIHS
JIETKUX U aJIbBEOJIHT.

[Tepeuncnennsie WU3JI-momoOHble sBICHMS BO3HUKAIM B MEPUOJ OT HECKOJBKUX JHEH M0
HECKOJIBKUX MECSIIEB TOCJIE Hadala Tepamud SPIOTHHHOOM. BOJBIIMHCTBO ciydaeB OBLIO
CBSI3aHO C OTATYAOIIUMH WA CIIOCOOCTBYIOIIMMH (PaKTOPaMHU, TAKUMHU KaK COMYTCTBYIOIIAS WIIH
paHee poBOJIMMasi XUMUOTEPAIIUs, JTydeBas Teparus, apeHXUMaTo3HOe 3a00JIeBaHNUE JIETKUX B
aHaMHe3e, METaCTaTU4YeCKOe MOPaKEHUE JIETKUX Wi UHPpekuus. IIpu ocTpoM pa3BUTHH HOBBIX
W/WIN  TIPOTPECCHPOBAHNU HEOOBSICHUMBIX JIETOYHBIX CHMOTOMOB (OMBINIKA, Kallelnb |
JTUXOpajKa) MpueM mnpemnapara IpJIoTUHHO HEOOXOIMMO MpepBaTh M0 BHISICHEHUS MPUYUHEL. B
ciyuyae noaTBepxaeHus auaraosa M3J1 Heo0XxoauMo OTMEHHTD npenapar IpiaoTUHUO U TPOBECTH
HeoOxoauMoe JeueHue (cM. pazzaen 4.8).

Huapes, oecuopamayus, s1eKkmporumHole HApYyuleHus: U NO4eYHdask HeOOCMAmMo4HOCMb

[Tpy BO3HMKHOBEHHMHU TSKEJIOM MM YMEPEHHOM Juaper HeoOXOIMMO Ha3HAuuTh Jonepamus. B
HEKOTOPBIX CIy4asiX MOXeT MOoTpeOoBaThCsl CHIKEHHE J03bI pIOTHHHUOA.

[Tpu TsDKENON MM yCTOMUMBOM Auapee, TOUIHOTE, aHOPEKCUU WM PBOTE C 00E3BOKMBAHHEM,
Tepanusi mpernapaToM OpIOTHHUO JO0KHA OBbITh MpepBaHa M MPOBEAEHA peruaparanus

(cm. paznen 4.8).
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Co0011aI0Ch 0 PEAKUX CIIy4asX Pa3BUTHS THIT alHeMin '%:ﬁaﬁe%ﬁiﬁﬁiﬁ%éﬂ%éﬂa'&é?&3'T0M

YHCIIE C JIETATBHBIM HCXOJIOM.
Hekotopble ciyyan mo4YeyHOW HENOCTATOYHOCTH OBLIM BBI3BAHBI TSDKEJIOW Jeruiapararuei
BCJIEJICTBHE JMApen, pBOTHI W/WIM aHOPEKCHUHU, JPYTrue — COMYTCTBYIOLIEH Xxumuorepanuei. B
cilydasix TSKEJIOW WM yCTOMYMBOW JUAper MM COCTOSHMSIX, NMPUBOIAIIMX K JErHIpaTalyi,
0COOEHHO y MAaIMEeHTOB B TPYIIE pHCcKa (COMyTCTBYIOLIAs TEpanus WK 3a00JIeBaHMs, WINA TPU
HAJIMYMK JAPYTHX MpeApacroiaraiomux (pakropoB, B TOM YHCIE IMOXWIOH BO3pacT), MpUEM
npenaparta IpJoTUHUO NMPEPBIBAIOT U MIPOBOJAAT NMAPEHTEPAIBHYIO PErHIpaTanuio. Y MalnueHToB
C BBICOKMM PHUCKOM JIETHJpATallUM CIeAYyeT KOHTPOJIHUPOBAThH AIEKTPOIUTHI CHIBOPOTKH KPOBH,
BKJTIOYAs K, ¥ (QYHKIHIO TOYEK.

I'enamum, neuenounas HeOOCMaAmMoOYHOCMb

Bo Bpemst npuema 3piaoTuHuOa coo0IIanoch 0 PpeKUX CIydasx Me4eHOYHOW HEeJ0CTaTOYHOCTH,
BKJIIOYAs CiIydaud C JIeTaJbHBIM MCXOJOM. PekoMeHnyercs NepuoJudyeckd KOHTPOJIMPOBATH
(GYHKIMIO MEYEeHU MalueHTaM C COIyTCTBYIOIIUMH 3a00JIEBaHUSAMHE TEYCHU WIN TOTYYarOIuM
TelaTOTOKCHUYHBIC JIEKAPCTBEHHBIE CpeiacTBa. lIpu pa3BUTHH TSHKEIOrO IMOPAKEHUS TEYCHU
(cM. pazznen 4.8) npuem npenapara IpIoTUHUO IPEPHIBAIOT.

Ileppopayus sncenyoouno-kuueunoco mpakxma

[TatmeHTHI, MONyYaromue SPIIOTHHUO, WMEIOT TIIOBBIIICHHBIM PUCK pa3BUTUS TepQopanuu
KEIyJOYHO-KUIIEYHOTO TpakKTa, KOTopas HaOI0Jalach HEYacTo, B HEKOTOPHIX CiIydasx ¢
JeTalbHbIM MCXOJOM. B rpynmy HOBBILIEHHOIO pPHCKAa BXOIAT IALMEHTHI, IOJydyaroline
COITYTCTBYIOIIYIO TEpPANUI0 AaHTUAHTMOTEHHBIMM INpenapaTami, TIIFOKOKOPTHKOCTEPOUIAMH,
HIIBII (necreponHblie MPOTHBOBOCHAIUTENbHBIE TIPETIApaThl) U/WIK XUMUOTEPAIINIO HA OCHOBE
TaKCaHOB, WJIM TAlMEHTHI, UMEIOIINE B aHAMHE3€ MENTHUYECKYIO S3BY WM JIUBEPTUKYISIPHYIO
00J1e3Hb.

B cnywae paszButus nepdopanuu KemyJoyHO-KUIIEYHOro TpakTa (cM. paszzmen 4.8) Tepamuio
npenaparoM DPJIOTHHHUO CIeAyeT MPEKPATUTh U HE BO3OOHOBIISITH B JAJIbHEUIIIEM.

Bynnesnvie unu skcporuamusnvie napyuienus

Coobmanocs 0 ciay4asx OyJIe3HBIX, COINPOBOXKIAIOIIUXCA O0Opa3oBaHUEM BOJABIpEH U
9KC(HOIMATUBHBIX HAPYIICHUH, B TOM YHUCIIEe 00 OYeHb PEIKUX CIydasx MOJ03pEHMs Ha pa3BUTHE
cuanpoma CtuBeHca-/[)KOHCOHA/TOKCHYECKOTO AIUACPMATBHOTO HEKPOJIM3a, B HEKOTOPBIX
CIIydasix C JIeTalbHBIM HCXOJ0M (cM. paszen 4.8). B ciydae pa3BUTHS TSKENbIX OYyJUIE3HBIX,
COIIPOBOKIAIOIIMXCS 00pa3oBaHWEM BOJIBIPEH WM 3KC(POIMATUBHBIX TMOPAKEHUNA KOXKH,
JIeYeHHEe mpenapaToM IpIIOTUHUO JOIHKHO OBITH MPEPBAHO WIIM OTMEHEHO.
Ogmanvmonocuueckue HapyueHus

[Ipu npumeHeHHH 3pIOTHHHOA 3aperucTPUPOBAHBl OYEHb pEAKHE ciydyau nepdopanuu HUiu
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W3bsI3BIICHUS poroBUIbI (cM. pasnen 4.8). [Ipu neqeﬁnﬁrggﬁo}%;ﬁ%%ﬁzﬁglﬁklﬁahp}_c% -fxlh' ﬂ/me

oranbMoNOTUYecKHe ~ HapyIIEHHs, BKJIIOYas HENpaBWIBHBIA  POCT  PECHML, CYXOH
KEPAaTOKOHBIOHKTUBUT WIIM KEPAaTHT, KOTOPBIE TAKXKE SBISIOTCS (DaKTOpaMH PHCKA pPa3BUTHUS
nephopanuy/u3bA3BIEeHU POoroBullsl. JleueHue rmpenaparoM Dpa0TUHHO JOHKHO ObITh IPEPBAHO
WIA OTMEHEHO IPU IMOSBJIEHUU OCTPBIX O(TaNIbMOJIOTMYECKUX CHUMIITOMOB, TAaKUX Kak O0Jib B
7143y, WIKA yXyIIIEHUN XPOHHUECKUX 0(TaIbMOIOTUIECKUX 3a00JIeBaHUIA.

BcnomMorarennHble BEIECTBA

Jlakmosza
JlaHHbIi TIpenapar coACpKUT JakTo3y. IlammeHTtaMm ¢ peako BCTpedarolleics HaciaeACTBEHHOM
HENEPEHOCHUMOCTBIO TallaKTO3bl, ACPHUIIMTOM JIAKTa3bl JIOMAPEH WM TIIFOKO30-TalaKTO3HOU

MasibabcopOIHel He ciaeyeT MPUHIUMATh 3TOT Ipernapar.

4.5. BzaumojeiicTBe ¢ JPYrHMH JIeKAPCTBEHHBbIMHM TMpenapaTtaMd M JApyrue BH/bI
B3auMOAeHCTBUA
HccenenoBanus B3aMMOIEUCTBUS IIPOBENECHBI TOJIBKO Y B3POCIIBIX.

Dpi1oTHHUO ¥ UHTHOUTOPSEI WIINM HHAYKTOPEL n3odepmenta CYP3A4

OpnoTUHUO y YenoBeka MeTaboIM3upyeTcs H30(hepMeHTaMU cucTeMbl uToXpoma P450 riaBHbIM
obpaszom mipu ydyactuu uzopepmenta CYP3A4 u B mensiueit crenienun CYP1A2, u jnerounsim
uzopepmerrom CYP1Al. Bo3moxxHO B3auMojeiicTBHE TpH TPUMEHEHHH 3PIOTHHHOA B
KOMOMHAIMK C HHIHOMTOpAaMH WM UHAYKTOpaMU (EPMEHTOB, a TAKKE MpernaparaMu, KOTOpble
MeTa0O0IU3UPYIOTCA TOCPEICTBOM ITUX (PEPMEHTOB.

Moimnble unrubutopsl uzopepmenta CYP3A4 cHuxaroT MeTabonu3Mm 3pioTMHHOA U
YBEJTUYHMBAIOT €r0 KOHIICHTpalMi0 B Tuiazme. VMHruOupoBaHue Merabosim3ma u3opepMeHTa
CYP3A4 non neiictBuem kerokoHaszona (200 Mr BHyTph 2 pa3a B CYTKH B T€UEHHE 5 AHEN)
NPUBONIIO K YBEJTMUEHUIO TUIOIIAAM O] KPUBOM «KOHIEHTpALUs JIEHCTBYIOIEro BellecTBa —
Bpemsi» (AUC) spnotununba Ha 86 % 1 MakCHMalIbHON KOHIIGHTPAIIMY BEIIECTBA B IJIa3Me KPOBH
(Cmax) Ha 69 % 1O CpaBHCHHMIO C TEMH € IMOKA3aTEeJSIMH MPH MPUEME OJHOTO APJIOTHHHOA.
[Munpodnokcauun (uarudutop usopepmenta CYP3A4 u CYP1A2) ysennunBaer AUC u Cmax
spnotunnba Ha 39 % u 17 %, coorBeTcTBeHHO. OJTHOBPEMEHHOE MPUMEHEHHE IPIOTUHUOA C
MotHbMH HHTHOUTOpamu n3ohepmenta CYP3A4 nnu CYP3A4/CYP1A2 npousBoauTcst TOIbKO
npu KpaiiHeld HeoOxoaumocTu. B ciydyae pa3BUTHS TOKCMYHOCTH HEOOXOJUMO CHU3HUTH /103y
npenaparta DpI0THHHO.

Mouurnsie uHAYKTOPHI H30hepMenTa CYP3 A4 yBennunBaroT MeTaboIn3M 3pJIOTUHNOA i 3HAUUMO
CHI)KAIOT €ro KOHIEHTpaluio B Iutazme. MHaykuus merabonu3ma ¢ ydyacTHEM H30(pepMeHTa

CYP3A4 npu omHOBpeMeHHOM mipueme pudammumnmaa (600 Mr BHYTph €KEIHEBHO B TEUCHHE
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CpPaBHEHHMIO C TpUeMOM oOjaHOro »spiotuHuOa. Ilocme mpeaBapUTENBHOTO  JIEUCHUS
pU(aMITUIITHOM, a TaK)Ke MPH OJHOBPEMEHHOM IpUeMe pH(aMITUIIMHA U SPIOTHHHOA MearaHa
AUC »spnotunuba B no3ze 450 mr cocrasusier 57,5 % or AUC spnotunuba B no3ze 150 mr 6e3
npeaBapuTeNbHON Tepanuu pudamMnuuuHoM. [Io BO3MOKHOCTH HEOOXOAMMO HPENYCMOTPETh
QIbTEPHATUBHBIA METOJ JIedeHUss Oe3 MHAyKuMu axkTUBHOCTH u3zodepmenta CYP3A4.
OnHOBpeMEHHOE MMPUMEHEHHUE SPIOTHHIOA ¢ MOIIHBIMU MHIyKTOpaMu n3odepmenta CYP3A4,
TaKUMHU KaK pUPaMIULUH, TPOU3BOIUTCS TOJIBKO IPU KpailHed HEoOXOOUMOCTH, IpPU 3TOM
HE00XO0MMO YBEIHYMTH 103y 3piioTHHHOa 10 300 Mr moa THIATEIbHBIM KOHTPOJEM HpOQHIIsi
6e3onacHocTu. [Ipu xopoiiel nepeHoCUMOCTH IPU IPUMEHEHUY NIpenapaTa B TeueHue 0osiee yem
2 HeJelnb MOXHO PAacCMOTPETh BOMPOC 00 yBEIIMUYEHUM J03bI penapara g0 450 mr, npogosxkas
TIIATEJIBHO KOHTPOJIUPOBaTh Mpoduib 6e3onacHocTu (cM. pasaen 4.4). bonee Bbicokue 1036l B
HOJOOHBIX CUTYAIMSIX HE H3YUYaJIUCh.

Dpsortunub u cyocrparsl nzodhepmenta CYP3IA4

[TpemmecTByromas Tepanvs WK OJHOBPEMEHHBIA MPHEM SPIOTHHHOA HE HAPYIIAST KIMPEHC
TUNIUYHBIX cyOcTpaTtoB uzopepmenta CYP3A4, takux kak Muga3ojiaM U SpUTPOMHULMH. Takum
00pa3oM, 3HaUMTENbHOE BIMSHHE SPIOTHHHOA Ha KIMPEHC APYTUX CyOCTpaToB H30(pepMeHTa
CYP3A4 wmanoBepositHo. Oka3alioch, 4TO OHOMOCTYITHOCTH MHja30jlamMa IMpH MEePOPATLHOM
npueme cHmkaetcst Ha 24 %, 4To He CBSI3aHO C BIMSHUEM Ha akTUBHOCTH u3odepmenta CYP3A4.

30HOTHHH6 M JI€KApPCTBEHHEIE IIpenaparsl, nu3MeHsomue pH

PactBopumocTs 3pnotuHn6a 3aBucut ot pH. Ilpu noeimenun pH pactBopuMocTs 3paoTuHNOa
cHmkaerca. TakuMm oOpa3om, mpenapatbl, u3MeHstone pH B BepXHHUX OTIeNax KelyJA04HO-
KHUILIEYHOIO TpakTa, MOTYT OKa3blBaTh BJIMSHHUE HA pPacTBOPUMOCTb OHPJIOTHUHHOA U €ro
O6uonocTynHocTh. lIpu OJHOBpEMEHHOM IpUeMe 3pPIOTHHHOAa M OMenpa3ojia, MHIHMOUTOpa
npoToHHON nomrbl, AUC u Cmax 3pioTuHnOa cHukanuch Ha 46 % u 61 %, cOOTBETCTBEHHO.
Bpems noctmxenns makcumanbHoN KoHIeHTpaun (TCmax) u nepuon nmonyseiBenenus (T12) He
u3MeHsnuck. lpu onHOBpeMeHHOM mpueMme 3pioTuHuOa u panutuaunHa (300 mr), 6imokatopa
Hz-rucramuuoBeix penentopoB, AUC u Cmax dpiotuHuOa cHmwkanuch Ha 33 % u 54 %,
COOTBETCTBEHHO.

Takum 00pa3zom, 10 BO3MOXKHOCTH cielyeT n30eraTb OJHOBPEMEHHOIO MpHEMa IpIOTUHHOA U
CPEACTB, MOHMXKAIOIUX CEKPELHI0 JKelle3 XKelyaka. MajaoBeposTHO, 4TO YBEIHYEHHE J03bI
SPIAOTUHHUOA MPU OJTHOBPEMEHHOM ITpHEME C TOJOOHBIMHU MpernapaTaMyu MOXKET KOMIEHCUPOBATh
CHIDKEHHE ero dKcro3uimu. OHaKo B TeX ciaydasx, KOrJa 3pJIOTUHUO Ha3HAYaJICs B pa3HbIE Yachl,
T.€. 32 2 yaca 10 uin uepe3 10 yacos nocne npuema panutuausaa (150 mr 2 pasza B cytku), AUC

U Cmax dprnoTmHHOa CHIXATUCh TONbkO Ha 15 % wm 17 %, coorBercTBeHHO. B ciyuae
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65okaTopoB Hz-rHCTaMHUHOBBIX PELENTOPOB, TAKUM Kak paHUTUIMH, B pa3Hble yachl. CrienyeT
NPUHUMATh SPIOTUHHUO MO KpaiHel mepe 3a 2 yaca a0 wiM yepe3 10 yacoB mocie mpuema
6nokaropa H2-THCTaMUHOBBIX PELIENITOPOB.

:‘)DJ'IOTI/IHI/I6 W IMPpONU3BOJHBIC KYMApPHHA, BKIOYasd BaD(baDI/IH

VY manueHToB, MOJIyYaBIIUX IPIOTHHUO B KOMOWHAIIMM C NMPOU3BOAHBIMHU KyMapuHa, BKIIOYAs
Bap(apuH, 3aperucTpupoBaHbl MOBHILIEHHE MeXIyHapOJHOTO HOPMATU30BAHHOTO OTHOLICHHUS
(MHO) u xpoBoTeueHHs, B OTHENBbHBIX CIIydasX C JIETAIbHBIM HMCXOAOM. Y MAalUEHTOB,
NPUHUMAIOIIMX ~ [POM3BOJAHBIE KyMapuHa, HEOOXOIMMO  PErYyIsIpHO  KOHTPOJHPOBATH
npotpomObuHOBOE Bpems i MHO.

Dps0oTUHUO U CTATUHBI

OpnoTuHUO B KOMOWHAIIMY CO CTATUHAMU MOXKET YCUIINBATh MUOMATHIO, BBI3BAHHYIO CTATHHAMU,
BKJIFOYAs pabJOMHOJIN3, HAOIIOABIIUKCS PEIKO.

DpsioTUHUO U KYDEHUE

CrnenyeT pekoOMeHI0BaTh OTKAa3 OT KyPEHHUs MPHU MPUMEHEHHH Iperapara, MOCKOJIBKY KypeHue,
unayupys uzopepmentsl CYP1A1 u CYP1A2, cHmkaeT sxcno3uiuio piaotuauda na 50-60 %
(cm. pasznmensr 4.2, 4.4 1 5.2).

DpsioTUHUO YU TeMUIUTAOMH

He BbBIsBIEHO 3HAYMTEIHLHOTO BIUSHUS TeMIMTa0WHA Ha (DapMaKOKMHETUKY SPIOTHHHOA U
Hao00pOT.

31’))’[0THHH6 U Ipcraparsl IJIaTHHBI

OpnOTUHUO yBETMYMBAET KOHUEHTPALUIO IUIATUHBI B IJ1a3Me KpoBH. OIHOBPEMEHHBIN MpUEM
APIOTUHKOA C KapOOMJIATHHOM U MaKJIMTAKCEIOM NMPUBOANUT K CTATUCTUUECKU 3HAYUMOMY, HO HE
3HaYMMoMYy KiuHHuYeckd mnoBbimeHno AUC o6meit mmatunsl Ha 10,6 %. IloBbimenue
HKCHO3ULMHU KapOOIIaTUHA MOXXET OBITh CBA3aHO C JAPYruMH (akTopamH, HampuMmep,
HapylmieHneM ¢QyHKIUM nodyek. He BBbISABICHO 3HAUMTENBHOTO BIUSHUS KapOOIUIaTMHA WIIU
NakJIuTaKcena Ha GapMaKOKHMHETHUKY 3pJIOTUHUOA.

DpIOoTUHUO U KalleUTaOuH

Kanenurabun yBenuuuBaeT KOHILIEHTPALMIO 3pjoTHHHOA B Iula3Me KpoBu. IIpumenenue
9pJIOTHHHOA B KOMOWHAIIMK C KaneluTaOuHOM IO CPAaBHEHHIO C MOHOTEPAMHEH SPIOTHHHOOM
MPUBOJIUT K CTAaTUCTUYECKH 3HAUMMOMYy MoBbiieHHI0 AUC 3pnoTuHuOa U HE3HAYUTEIbHOMY
noBbIIEHUIO Cmax dpioTuHHOa. He BBISBICHO 3HAUYMUTENBHOTO BIMSHHUS JpIOTHMHHOA Ha
(bapMaKOKMHETUKY KarenuTaOuHa.

Dpnotnanbd u cyocrparel reHa UGT1AL

[Tockonbky spnoTuHUO sBisercss wHTHOMTOpoM Y D-rmoxyponunrpancdepassr UGT1AL,
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BO3MOKHO B3aUMOJICHCTBUE C MpenapaTtaMu, KOTOpbIE ﬁgﬁg%gi&fg%w'%HFlK:II:II]I:'L[JIH

KOTOPBIX PEAKIMsl KOHBIOTAIIMM C TJIFOKYPOHOBOW KHCJIOTOM SIBISETCS OCHOBHBIM ITyTEM
MeTabomm3ma. Heo0xoqumo co0Iro1aTh OCTOPOKHOCTD TP HA3HAYCHHUU 3PIIOTUHIOA TAIIHeHTaM
¢ Hu3kuM ypoHeM skcripeccut UGT1A1 uin ¢ reHeTH4eCKMMU HapyIIEHHUSIMU, BbI3bIBAIOIIIUMU
CHI)KEHHE CKOPOCTH PEAKIINH TNIIOKYpOHU3AIMK (Hanpumep, cuHapoMoM JKuiboepa), MOCKOIbKY

BO3MOYKHO TOBBIIICHHE KOHIICHTPALUU OMIMPYOUHA B TIJIa3Me KPOBH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTAIUSA

JKeHIITUHEI ¢ IETOPOIHBIM ITOTSHITUAIIOM (KOHTDaHCHHI/ISI Y MYKXYMH U }KCHHJI/IH)

Bo Bpems nedenus npenapatoM DPIOTHHUO M KaK MUHUMYM B T€UEHHUE 2-X HENelb MOCIE ero
OKOHYAHMS CIEAYET PUMEHATH HAJEKHBIE METObl KOHTPALICTILIH.

bepeMeHHOCTH

[Ipumenenue npenapara npu 6€PeMEHHOCTH MPOTHUBOIIOKA3aHO.

HCDI/IOII I'PYAHOI'O BCKapMJIMBaHUA

IIpumeneHune npenapara B IEPUOJ TPYIHOIO BCKaPMIIMBAHUS IPOTHBOIOKA3aHO.

4.7. BiusiHde Ha CMOCOOHOCTH YNPABJSITH TPAHCIOPTHBLIMHM CpeICTBAMU M padoTaTth ¢
MeXaHU3MaMH

HccnenoBanust Mo M3y4EHHUIO BIUSHHES Mperapara Ha CIIOCOOHOCTh YIPABJIATh TPAHCIIOPTHBIMHU
CpeIcTBaMU M paboTaTh C MEXaHHU3MaMU HE MPOBOIMINCH, OJHAKO SPJIOTHHHO HE BIHAET Ha

CIIOCOOHOCTH K KOHIOCHTpAllU BHUMAHUA.

4.8. Hexkes1aTelbHbIE peaKIUM

Tabauunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

JIiss OLIGHKM 4YacTOThl HEXKeNaTeldbHbIX A(P(EKTOB HCIOIB3YIOTCS CICAYIOIINE KAaTETOPHH
4acToThI: oueHb uacmo (= 1/10); yvacmo (= 1/100, Ho < 1/10); Heuacmo (= 1/1000, HO < 1/100);
peoko (>1/10000, Ho < 1/1000); ouens peoxo (< 1/10000); uacmoma neuzsecmna (e MOXeET OBITH

OIICHCHA Ha OCHOBC MMCIOIIIHUXCA I[aHHBIX).

CucreMHO-OpraHHbIN Yacrora HexenaTtenbHble peakiuu
KJ1acc
Hnghexyuu u unsazuu OYEHb YaCTO TsDKenble MHbeKkuuu (¢ uau 0e3 HeWTpOoneHHuH,

MTHEBMOHMSI, CETICUC, (IIerMoHa)

HapymeHuﬂ OYC€Hb 4acCTO AHOPCKCHUA, CHUXKCHUEC MACCHI TCJ1a

Mmemaboausma u
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numanus
Tcuxuueckue OYCHb YacCTO Jenpeccust
HapyweHust
Hapywenus co OYEHb YacCTO rOJIOBHAs 00JIb, HEBPOIATHS
CMOpPOHbL HEep8HOl
cucmemol
Hapywenus co OYEHb YacCTO KOHBIOHKTHUBHT, CYXOH KePaTOKOHBIOHKTHBHT
CMOPOHbL opeana 4acTo KepaTuT
3penust HEYacTo HApYIICHHE POCTa PECHHMII, BKJIIOYAs BPOCIIHE
PECHHMIIBI, H30BITOYHBIH POCT W  YTOJIICHHE
PECHHII
OUYEHB PEIKO U3BS3BIICHUC WK TTepPOpaIysl POTOBUIIBI, YBEHT
Hapywenus co OYEHb YacCTO OJIBIIIKA, KallleIh
CMOpOHbL 4acTo HOCOBBIC KPOBOTCUCHUS
ObIXamenbHOU HEYacTO CUMITOMBI, TIOJOOHBIE  HHTEPCTHIIMAIHLHBIM
cucmemol, opeanos 3a00JIeBaHUSAM JIETKUX, BKIOYas CIy4au C
2PYOHOU  KlemKu U JIETANBHBIM UCXOA0M (CM. pazzaen 4.4)
cpedocmenust
Kenyoouno- OYCHB YaCTO nuapesi, TOIIHOTa, pPBOTA, CTOMATHT, OOJH B

KUleurnvle HapyuleHusl

JKHUBOTC, MCTCOPU3M, NUCIICIICUA

qacCcTo

JKEITYT0YHO-KUIIIEYHbIE KPOBOTEUEHUS, BKITIOUAS
OTJICNIbHBIE CIIy4aW C JIETAIbHBIM HCXOJOM
(cm. pazgen 4.4), HEKOTOPBIE U3 KOTOPBIX ObLIH
CBs3aHbBI C OOIHOBPCMCHHBIM  IMTPUMCHCHUEM

Bapdapuna unu HIIBII (cm. pa3nen 4.5)

HCYacToO

nepdopanys KeayJoYHO-KUIIEYHOTO TPaKTa, B

HCKOTOPLIX CIydasdx C JICTAJIbHBIM UCXOA0M

Hapywenus co
CMOpOHbL  nevyeHu U
JHCenyesbl8O0AUIUX

nymeu

qacCcTo

BKJIFO4Yas

ACT,

HapylmieHue  (QyHKIMM  TI€YEHH,

MOBBILICHUE AKTUBHOCTH AJIT,

KOHIICHTpalluu OninpyonHa

penKo

INEYCHOYHAasA HEAOCTATOYHOCTb, B TOM 4YHCIIE C

JeTanbHBIM UCXOA0M (cM. pazzaen 4.4)

Hapywenus co

CNOPOHbL Koorcu u

O4YCHBb 49acCTO

CBIITb (3pI/ITeMaTO3HLIC N TMalyJIoIMyCTYJIC3HBIC

BBICBIITAHU A, KOTOPBIC IIOSABJISIIINCH NI
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ay4eil), 3yA, CyXOCTb KOXKH, aJIONEIHs

9acTo NApOHUXMS, TPEUIMHBI KOXKH, KakK IPaBWIO, HE
HOCSIIIIME CEPhE3HOT0 XapaKTepa, B OOJIBITUHCTBE
CJIy4aeB aCCOLMUPOBAHHBIE C CHIIIBIO U CYXOCTBIO
KOXH, yrpu, akHEU(POPMHBIA  JCpPMaTHT,
GbouKyauT (B OOJBIIMHCTBE CIydaeB JIaHHbBIC
HE)KENaTeNbHbIC SBJICHUS ObUIM HECepPhEe3HBIMH,

JIETKON M YMEPEHHOM CTENIEHU TSIKECTH )

HEYacTo TUIEPIUTMEHTALNAS, TUPCYTU3M, HU3MEHEHUS
pecHu1/OpoBei, IOMKOCTb U PacCIOCHHE HOI'TEH,
3aperuCTPUPOBAHbI cilyyau OyJ1e3HOrO,
9KC(ONMATUBHOTO U COIPOBOXKIAIOLIErOCs
00pa30oBaHMEM BOJJIBIPEH MOPAXKEHUS KOXKH,
BKJIIOYasi OYEHb pE/IKHE Cly4dau IOJO3pEHHs Ha
pasButHe  cuHiapoma  CrueHca-/[>xoHcOHa
(TOKCHYECKOr0 3MHUAEPMAILHOTO HEKpOJIN3a), B

HCKOTOPLIX CiIydadXx C JICTAJIbHBIM UCXOO0OM

Hapywenus co 4acTo MOYEYHAast HEJJOCTATOUYHOCTh

CMOpOHbl  NOYeK U HEYacTo He(puT, TPOTEUHYPHS

MOUEBbIBOOAUUX

nymeu

Obwue HapywieHus u OYEHb YaCTO MOBBILICHHAS] YTOMIISIEMOCTD, JTUXOPajKa, 03HOO

peakyuu 6 mecnie

86e0eH sl

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0maTh 0 TM0J03pEBAEMBIX HEXKeNaTeJIbHBIX pPEaKLUUsAX MOocie pPerucTpanuu
JIEKapCTBEHHOT'O Tpernapara ¢ 1ejbi0 00eCreYeHNs] HeMPEPbIBHOTO MOHUTOPUHTA COOTHOIIEHHUS
«I0J1b3a — PHUCK» JIEKapCTBEHHOIO Mpemnapara. MeIuIMHCKUM pabOTHUKAM pPEeKOMEHAYETCs
coolmiate O JOOBIX MOJO3PEBAEMbBIX HEXKENATENbHBIX PEaKIMIX JIEKapCTBEHHOTO Ipernapara
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOIEHHUS O HEeXKEJAaTeNIbHBIX PeakIUsaX rocyJapcTB — YWICHOB
EBpazniickoro 3K0HOMHYECKOT0 COI03a.

Poccuiickas @enepanus

®denepanbHas city:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUs

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomanip, 1. 4, ctp. 1
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Texedon: +7 800 550 99 03 (MOCNEROBATENBHOCTL 000T)

OnexkTponHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTn «MHTepHeT»:

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

4.9. Ilepeno3npoBka

CHMITOMBI

OHOKpaTHBIN IPHEM IPIOTHHHOA BHYTPh B 103¢ 10 1000 MT 3110pOBBIMU TOOPOBOJIBIIAMHU H JI0
1600 Mr 1 pa3 B Hemena0 MallMEHTaMH C OHKOJIOTHYECKHMH 3a00JIEBaHUSIMH TEPEHOCHIINCH
xopomro. OHAKO MOBTOPHBIN mpueM 3pnotuHuba B no3e 200 mr 2 pasza B JeHb 3J0POBBIMHU
JTO0OPOBOJIBIIAMHE YK€ Yepe3 HECKOIBKO JTHEH MepEeHOCHIICS TUIOXO.

[Ipu mpueme »pnoTuHHOA B J03€ BHIINIE PEKOMEHIOBAaHHOW MOTYT HaOMIOJAThCS TSXKENbIE
HEeXeNaTelbHbIC SBJICHHS, TaKUE KaK JWapes, KOXKHBIC BBICHINIAHUS M BO3MOXKHO TOBBIIICHUE
AKTUBHOCTH «II€YCHOYHBIX» TPAHCAMUHA3.

JleueHme

B cnydae mnomo3peHuss Ha TMepeAO3HPOBKY JICUEHHUE MPUOCTAHABIMBAIOT U IMPOBOJISAT

CUMIITOMAaTUYCCKYIO TCPAIINIO. AHTI/I,I[OT K 3pJ'IOTI/IHI/I6y HCU3BCCTCH.

5. PAPMAKOJIOTUMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOMCTBA
dapmakoTeparneBTHUECKas TPYIIa: MPOTUBOOITYXO0JIEBBIE CPENICTBA; MHTUOUTOPHI IPOTEUHKUHA3;
MHTHOUTOPBI THPO3UHKUHA3KI perienTopa snuaepmanbHoro ¢pakropa pocra (EGFR).

Kox ATX: LO1EBO2

MexaHHN3M e CTBUS

OpnoTUHUO  MOILIHO  HMHTUOMpPYET BHYTpPUKIETOUYHOE (OCHOpUIMpPOBAHHE  pELENnTopa
snuaepmanbHoro Qgakropa pocra HER1/EGFR (HERI1 = penenrtop snuaepmanbHoro ¢gaxropa
pocta yenoseka 1 Tuna/ EGFR = peuentop snunepmanbHoOro Gpakropa pocra).

Okcrnpeccuss HERI/EGFR HaOnromaeTcst Ha MOBEPXHOCTH KaK HOpPMAlIbHBIX, TaK M PaKOBBIX
kietok. Ha noxnuHuueckux monensx uHruouposanue docporuposuna EGFR Topmosut pocr
JIMHUM OMyXO0JIEBBIX KJIETOK W/WIIM MPUBOIUT K UX THOEIH.

Myranun  EGFR  Moryr mnpuBecTM K TIIOCTOSHHOM aKTHBAalMM NpOJU(pEpaTUBHBIX U
AQHTHUAINIONITOTUYECKUX CUTHAJIBHBIX MyTed B KieTke. Bricokas 3ddexkTuBHOCTH 3pnoTtuHHbOa B
otHonieHuHn OnokupoBaHuss EGFR-3aBHCHMBIX CHUTHaJbHBIX IyT€H B OIyXOJsX, HECYIIMX
mytaruio EGFR, o0ycioBneHa NpoOYHBIM CBSI3BIBaHHEM HpioTHHHOA ¢ ATd-CBA3BIBAIONIUM

Y4aCTKOM MyTUpoBaHHOro kuHasHoro paomeHa EGFR. Ilpu stom Onokupyercs Kackan
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BHYTPEHHUH IyTh KIETOYHOM rHOeH.

5.2. DapmakoKMHEeTHYECKHE CBOMCTBA

AOcopbuus

OproTUHUO XOPOIIO BCACHIBACTCS IOCHE MpHUeMa BHYTpb. VIMeeT MpomoDKUTENbHYIO (asy
BCachlBaHMsI, a cpenHee 3HadeHHEe [Cmax B Twiazme cocraBisier 4 4. CoriacHo JaHHBIM
UCCJIEIOBaHMSI Ha 3/I0POBBIX 100POBOJIbLIAX OMOJOCTYIHOCTh 3pioTHHUOA — 59 %, npueM nuuu
MOJKET yBEJIMYMBaTh ero OuomocTynHocTh. [locine BcacklBaHus B KpOBH 3piioTHMHUO Ha 95 %
HAXOJUTCS B CBSI3aHHOM COCTOSIHWH, B TIEPBYIO OuYepeb ¢ OenKaMy Ia3mMbl KpOBH (IbOYMUH U
anbda-1-kucnplii rmukonporent). CBoOoaHAs (paKLus COCTABIACT NPUOIM3UTENBHO 5 %0.
OKCIO3ULINS

[Tocne npuema BHYTpb 150 Mr 3paoTuHIOA B paBHOBECHOM COCTOSIHUM MeinaHa Cmax 3pJI0THHUOA
B asme 1,995 ur/mi. Ilepen mpuemoM creayromend 10361 yepe3 24 4 MearaHa MUHUMATbHOM
KoHIeHTpauuu (Cmin) spiotunuba B minazme 1,238 ur/min. Memmana AUC B MeX1030BOM
MHTEpBaJIe P JTOCTUKEHUU PaBHOBECHOW KOHIIEHTpAaLUu cocTaBiseT 41,3 Mkr/ua*mi.

Pacupenenenue

Kaxymuiicss o0beM pacripeneneHust 232 J1 ¢ pacupesesiecHieM B TKaHb onmyxoiu. B oOpasmax
OITyXOJICBOW TKAHU YeJIOBEKa Ha 9 JIeHb JeUeHHs SpIOTHHUOOM B 103¢ 150 Mr B CyTKHM cpeqHsis
KOHIEHTpanus spiaotuHuda paBHa 1,185 Hr/r, uro cocrtaBiser 63 % oT Cmax B I1a3Me B
PaBHOBECHOM COCTOSIHMM. KOHIIEHTpaIisi OCHOBHBIX aKTUBHBIX META0OJIUTOB B TKAHU OIMYXOJIH
160 Hr/r, uTo cooTBeTcTBYET 113 % Cmax B II1a3Me B paBHOBECHOM COCTOSIHUH. VccenoBanus 1o
M3YdeHHIO pacipe/ieNieHHs B TKaHAX MeueHHoro “*C spnoTuHnGa mocie mepopaitbHOro IpHeMa y
O6ecTuMycHBIX TosbIX Mblmeil ¢ HNS omyxoneBbIM KCEHOTpPaHCIUIAHTAaTOM (C MCIIOJIb30BaHUEM
oOmielt ayropaaunorpaduu) mpoaeMOHCTPUPOBAIM OBICTPOE M MHTEHCHBHOE paclipe/ieieHue B
TKaHAX. Cmax B TKAHU COCTaBHJIa OKOJIO 73 % KOHIIEHTpaIiK 3piaoTHHHOA, TCmax B TKanu — 1 yac.

buorpaucdopmarms

OpnotuHu6 MeTabonusupyercs nzopepMeHTaMu cucteMsl nuToxpoma P450 rmaBHeIM 00pasom
npu ywyactuu wuzopepmenta CYP3A4 u B wMenbmieil creneHu uzogpepmenta CYPIA2.
Bueneuenounslit MeTabonusm nocpeactsom uzopepmenta CYP3A4 B kumeunuke, n3opepMeHTa
CYP1A1l B nerkux, uzopepmenta CYP1B1 B Tkanu omyxonu obecriednBaeT MeTabOINYECKUN
KJIHMpeHc dpaoTuHuba. McenenoBanus in Vitro cBuaeTenbeTBYIOT 0 ToM, uTo 80—95 % sprnotnHnba
MmeTabonau3upyercs npu yuactuu uzopepmenta CYP3A4.

Metabonu3m npoucxouT Tpems nytsimu: 1) O-gemeTunupoBaHre 0 JHOW U3 OOKOBBIX MM 00euX

eTel C MOCIEeIYIONTUM OKHCICHHEM 10 KapOOHOBBIX KHUCIIOT; 2) OKUCIICHHE alleTHIICHOBOW YacTH
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THIPOKCHIMPOBAaHUE  (DEHMITALETHIICHOBOM YacTh  MoJeKynbl. OCHOBHBIE  METa0OIHTHI
obOpa3yrorcsi B pesynbrate O-IeMETHIIMPOBaHHUS OJHONM M3 OOKOBBIX Iemed U 00JagaroT
AKTUBHOCTBIO, CPABHUMOW C IPJIOTHHHOOM B JOKIMHUYECKHX HCCIEAOBaHHAX IN Vitro u Ha
MozieNsiX omyxoneil in Vivo. OHM NPHCYTCTBYIOT B IUIa3M€ B KOHLCHTpAIMAX, KOTOpPbIC
cocraBisitor < 10 % koHUIeHTpamuu HpiaoTHHHOA, WX (APMAKOKMHETHKA aHAJIOTUYHA
(dbapMaKOKUHETHUKE HPIOTHHUOA.

OJIMMHUHALNS

MeTaOonuThl U CIEAOBBIC KOJIMYECTBA 3PIOTUHHOA BBHIBOAATCS, MPEUMYIIECTBEHHO, C JKEIYbIO
(> 90 %), moukaMu BHIBOJUTCSI HEOOJIBIIOE KOJIMYECTBO MIEPOPAILHO BBEICHHOM 03B

[Tp1 MOHOTEpanuy MpenapaToM CpeaHui Kaxkyuuiics kimpenc 4,47 n/4, a cpenuuii T12 36,2 4.
CrenoBaTenbHO, OKHIAETCS, YTO PABHOBECHASI KOHIIEHTpanus OyJeT JOCTUTHYTa Ha 7—8 JICHb.

Oco0nIe T'pYIIIBI ITAIIMCHTOB

3HAUYUTEIILHON CBSI3M MEXKIY KaXKYIIUMCS KIMPEHCOM, BO3PACTOM, MAcCO# Teja, IOJIOM U pacou
MalUEeHTa HE BBISBJICHO.

dapMakOKMHETHKA 3pJIOTHHIOA 3aBHCeNa OT CIAEAYIOIUX MOKa3aTeael: KOHIEHTpalM 00I1ero
OunupyOuHa B ChIBOPOTKE, anb(a-1-KUCI0ro MIMKONpOTenHA M KYpEHHUS B HACTOSIIEE BPEMs.
CHMKEHHEe KIMpEeHCa IPIOTHHHOA OTMEUYEHO MPHU TOBBIIIEHHH CHIBOPOTOYHON KOHI[EHTPAIHH
obmrero ounpyouHa u anbha-1-Kucioro rMKONpOTEnHa, a €r0 MOBBIIIEHUE — Y KYPHIIBIIHKOB.

Kypenue

Kypenue yBennuuBaeT KIMPEHC U CHUXKAET HKCMO3UIMIO 3paoTHHNOA. AUCo-infinity y KypsIIIUX
monen coctaBuia 1/3 ot AUCo.infinity Y HEKYPSIIUX/OBIBIINX KypuiblukoB. Habmtonapmieecs
CHI)KEHHME OKCIO3UIUM Y AaKTUBHBIX KYpWIBIIMKOB BO3MOXHO CBS3aHO C HHIYKIMEH
uzopepmenta CYPIA1 B nerkux u nuzopepmenta CYP1A2 B neyenu.

VYV KypsAlmMX NalMEHTOB C HEMEIKOKIETOYHBIM PAaKOM JIEFKOTO MHUHUMAaJIbHAs pPAaBHOBECHAs
KOHIeHTpauusi cocraBuia 0,65 MKr/mu, 4ro B 2 pa3a HMXKE, Ye€M Yy HEKypAIIUX/ObIBIIMX
KypuabukoB (1,28 mxr/mi). IIpu 3TOM Kaxymiuics KIMPEHC PJIOTHUHHOA yBEIWYUBACTCS Ha
24 %. Ilpu yBenuuenuu A03bl dpaotuHuba ot 150 mr o 300 Mr (MakcUMalbHO TEpEeHOCHMAsT
7103a) HaOII0JAaeTcss J0303aBHCHMOE YBEIMYEHHME SKCIO3UIMM 3pJIOTHMHHOA. MuHMMaIbHas
paBHOBECHAs KOHIIEHTpalus 3pioTHHIOa B 03¢ 300 M y KypHIIBIIIMKOB cocTaBisiia 1,22 MKr/mi
(cm. paznmensr 4.2, 4.4 u 4.5).

Iayuenmor noxcunozo 6ospacma

CrnennanbHble UCCIIEI0BAHNS Y MALIMEHTOB MOXKWIOTO BO3PACTa HE MPOBOIUINCH.

THayuenmol ¢ napywenusmu GyHKyuu nevenu

OpnOTUHUO B OCHOBHOM BBIBOJUTCSA C JK€MUbI0. OKCHO3MLMS SPIOTHUHHOA OJMHAKOBA Y
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Yaiina-I1p10) 1 y manueHToB 6€3 HapyleHus: (PyHKUUU M€YSHH, B TOM YHUCIIC U Y MalUEHTOB C
IIEPBUYHBIM OYaroM OIIyXOJIM B IICYEHH WJIM C METACTa3aMHU B II€UYEHb.
Tayuenmui ¢ napywenuamu yHKyuu nouex
OpioTUHUO U ero MeTaboJIUThl BBIBOJATCS MTOYKaMU B HE3HAYMTEIbHBIX KOJIMYECTBAX — MEHEE
9 % oaHOKpaTHOH 103bl. KilmHMUecKue uccineoBaHus y MalMEHTOB C HapylIleHHeM (YHKIUU
IIOYEK HE IIPOBOJUINCH.

eTH

CrernuanbHbIe UCCISIOBAHMS Y AETEH HE TPOBOIUIKCH.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. Ilepeuenb BcIOMoOraTe/ibHbIX BelIECTB
JlakTO3BI MOHOTHIPAT (CaXap MOJIOYHBII)
[emmon03a mukpokpuctammyeckas (MKII-101)
Lemtono03a mukpokpuctaumdeckas (MKII-102)
KapOoxcumerunnkpaxmai HaTpus

Marnus creapar

Harpus naypuncynbdar

CocraB 000JI0YKH:

I10IMBUHUIIOBBIN CIUPT

Makporon-4000

Turana quokcun

6.2. HecoBmecTumocTh

He npumennmo.

6.3. Cpok romHocTH (CPOK XpaHEeHHs)

3 roja.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUHU

XpaHuThb npu Temmneparype He Boiie 25 °C.

6.5. Xapakrep u cofepkaHue NEPBHYHOH YIIAKOBKH

ITo 10, 20, 30 TabneToK B KOHTYPHYIO SIUEHKOBYIO YIAKOBKY U3 IUIEHKU MOJUBUHUIXJIOPHIHOM,
aM00 TUIEHKH MOJUBUHWIXJIOPHUIHOW/ MOIUBUHIINACHXJIOPUAHON U (DOJBIU  alIOMUHHEBOU
MEeYaTHOW JJAKUPOBAHHOM.

Wmun mo 10, 20, 30 TabneTok B KOHTYPHYIO SYEHKOBYIO YINAKOBKY U3 Marepuaia

KOM6I/IHI/IpOBaHHOFO Ha OCHOBC (pOJ'IBI" n (TpCXCJ'IOI\/'IHBII‘/JI Marcpuall, BKJTIOYAIOIIHI AJIFTOMUHHUECBYIO
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OJIBT'Y, IJIEHKY U3 OPUEHTHPOBAHHOTO MOJHANM/IA, o HeirH i fietiy) H-fonern
b st piiiy 0 mtendy) HBdA

AJIIOMUHHMEBOU I1€YaTHOH JIAKUPOBAHHOM.

Wnm mo 10, 20, 30, 40, 50, 60, 70, 80, 90 wmu 100 TabieTok B OaHKY W3 MOTHITUICHTEpedTAIaTa
WIH TIOJIMIIPONUICHOBYIO, YKYIOPEHHYIO KPBIIIKOW W3 TOJMATUIICHA BBICOKOTO JIABJICHHS C
KOHTPOJIEM II€PBOTO BCKPBITHS, WM KPBIIIKON TMOJUIIPOIMIICHOBOH C CHCTEMOM «Ha)KaTh-
MOBEPHYTH» WM KPBILIIKON U3 MOJMATUIICHA HU3KOTO JIaBJICHUS C KOHTPOJIEM MIEPBOTO BCKPBITHSI.
1,2,3,4,5,6,7,8,9 wim 10 KOHTYpHBIX SYCUKOBBIX YITAKOBOK WM OJIHY OaHKY BMeECTE C
WHCTPYKIMEH TT0 MEIUIIMHCKOMY IPUMEHEHHIO TOMEIIA0T B KAPTOHHYIO YITAKOBKY (TAUKYy).

6.6. OcoOble Mepbl MNPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WJIM OTX0A0B, TMOJYYEHHBIX TOCJe NPUMEHEeHUs
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIMYJIAIMHU ¢ PenapaToM

[Tomamanue JeKapCTBEHHOrO IMpernapara B OKPYXKAIOIIYI Cpely AOKHO OBITh CBEIECHO K
MuHuUMyMy. He crnenyer yTunm3upoBaTh MpemapaT ¢ MOMOIIbIO CTOYHBIX BOJ WJIM BMECTE C
OBITOBBIMU OTXOAaMH. Hencorb30BaHHbIH JIeKapCTBEHHBIN MPerapat WM OTXO/IbI JOJKHEI OBITh

YTUIU3UPOBAHBI B COOTBETCTBUH C MCCTHBIMU Tp€6OBaHI/IHMI/I.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S

Poccns

00O «O30H Meaukay

445043, Camapckas oomactp, r.0. Toaesartu, TEP. O33 IIIIT, MI'CTP. 3-1, 3nanue 11, crpoeHue

1, xom. 37.

7.1. IlpencraBuTe/ib AepaKaTelisi perHCTPALIMOHHOIO YI10CTOBepPeHus

[Iperen3uu HOTDC6I/ITCJ'IGI\;I HalpaBJIATH IO aApPeECy:

Poccus

000 «O308»

445351, Camapckas 0611., r.0. Kurynesck, r. XKurynesck, yi. ['uapocrpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT' O YAOCTOBEPEHMUSA
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9. JIATA MEPBUYHOW PErUCTPAIIIF-“GIOATBEPK AL

PETUCTPALIUU, HEPEPETUCTPALIUN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO61as xapakTepuCcTHKa JIEKapCTBEHHOTO IpernapaTa IpIoTHHUO T0CTyITHA HAa HH(GOPMaIlMOHHOM
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH()OPMAIIMOHHO-KOMMYHHKAIIHOHHON CETH

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