COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 23.12.2024 Ne 28452
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1. HAUMEHOBAHUE JTEKAPCTBEHHOI'O IIPEITAPATA
Jlanmatunau®, 250 Mr, TaOIETKH, TOKPHITHIE TUIEHOYHON 000I0YKOH.
2. KAYECTBEHHBI 1 KOJIMMECTBEHHBIN COCTAB

JlelicTBy1o1II€€ BEIIECTBO: JAIaTUHUO.
Kaxnas Tabnerka, TOKpBITas TUICHOYHOW OOOJOYKOHM, CONEPIKHUT JIalaTUHUOA JAMTO3WJIaTa
MOHOTHJIpaT, SKBUBAJIICHTHBIN 250 Mr 1anatuHuoa.

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pa3aene 6.1.
3. IJIEKAPCTBEHHAS ®OPMA

Ta0neTku, MOKPBITHIE TNICHOYHOH 000I0UKOH.
OBaJIbHBIE JIBOSIKOBBINYKJIbIE TaOJIETKH, MOKPBITHIE IMJICHOYHOH 0005104K0il po3oBoro 1Bera. Ha

TIOTIEPEYHOM pa3pese — sIIPO TaOIETKH OT CBETIIO-XKEITOTO JI0 JKEJITOTO I[BETA.
4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO
[penapar JlanaTuHKUO MoKa3aH K MPUMEHEHHUIO Y B3POCIIbIX.

MecTHO-pacOpoCTpaHEHHBIN WA METACTAaTUYECKUU paK MOJIOYHOH JKeJIe3bl C

runepakcpeccueiit HER2/neu (ErbB2):

e B KOMOMHAIIMM C KameuuTaOWHOM Y MAIMEeHTOB, TOJYYaBIIMX paHEe AHTPALUKINHBI U
TaKCaHbl, C TPOTPECCUpOBaHMEM Ha (OHE WIM TOClIe TEpalud TPacTy3ymMadoM,
PUMEHSBIIICHCS 110 TIOBOIy METACTATHUECKOTO PaKa MOJIOYHOM KeJIe3bl.

Meracratrdeckuii pak MoJIo4HOM xkene3bl ¢ runepakcapeccuert HER2/neu (ErbB2):

e B KOMOMHAIIUU C TPACcTy3yMaOOM y MAIIMEHTOB C OTCYTCTBHEM JKCIPECCHU TOPMOHAIBHBIX
pelenTopoB, ¢ MPOTrpecCHpOBaHMEM Ha (OHE WU TIOCIe TEpamuu TPacTy3ymaOoMm B
KOMOWHAIIMK C XHMHOTEpanueld, MPUMEHSBIIEHCS IO TMOBOJY METAacTaTUYeCKOro paka
MOJIOYHOM >KEJIC3HI.

MeTacTaTHUeCKHil TOPMOHO3aBUCHMBIN paK MOJIOYHOM Jkeje3nl ¢ runepakcapeccueii HER2/neu

(ErbB2):

e B KOMOMHAIMM C HHTHOUTOPOM apoMaTa3bl y MAIMEeHTOB B IOCTMEHOIIAY3e.

Her panHBIX OTHOCHTENHbHO J((PEKTHBHOCTH OTOWM KOMOMHAIMKM TI0 CPAaBHEHHUIO C
TpacTy3ymMaboM B KOMOWHAIIMM C HMHTHOMTOPOM apomarasbl WM XHUMHOTEparmuen s

HaHHOﬁ MOMMYJIAINUHU TMAITUCHTOB.
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4.2. Pe:kuMm 103MPOBAHUSA U CIOCO0 MPUMEHEeHM I

Jleuenne npenapaToM JlanaTMHUO JOKEH HAYMHATH M TPOBOJUTH TOJBKO Bpad C OIBITOM
IPUMEHEHUS IPOTUBOOITYXOJIEBBIX MPETapaToB.

[lepen Hauanom mpumeHeHHs mpernapara JlamatuHuO ciiegyer onpeAenuTh BEIUUYUHY (Qpakiuu
BbIOpoca JsieBoro kenynouka (PBJDK), ymocroBepuBimchk, uro mcxomaHoe 3HaueHne DBJIK
HaXOJUTCS B JOIYCTUMBIX Mpefesiax HOpMbI (cM. paszzen 4.4.)

PexxuM 103upoBaHus

Mecmno-pacnpocmpanennviii Uiy mMemacmamuyeckui. — paK — MOJOYHOU  Jicenesvbl  C
eunepaxcnpeccuett HER2/neu (ErbB2):

B kombunayuu ¢ kaneyumabunom

Pexomennyemas nosa mamaruHuOa cocraBiserT 1250 mr (mare Tabnetok) 1 pa3 B CyTKu Ha
MPOTSKEHUH KOMOMHUPOBAHHOM Tepanuu ¢ KarnenquTabuHoM.

Pexomennyemas no3a xamenurabuna 2000 MF/MZ/CyT, pasneneHHas Ha 2 npueMa (Kaxzasie 12
4yacoB) exxeAHeBHO ¢ | mo 14 cytku kaxporo 21-cyrouynoro mukia tepanuu. KamenuraOun
cieayeT IpUHUMATh BO BpeMsi ITpueMa MU WK B TeueHue 30 MUH MOCJe npueMa MUIIIx.
Memacmamuueckuii pax monrounoil sxcenesvl ¢ cunepaxcnpeccuet HER2/neu (ErbB2):

B xombunauuu ¢ mpacmyszymabom

Pexomennyemast no3a nanatuauba cocrasisger 1000 mr (dersipe Tabnerku) 1 pa3 B CyTKH Ha
IPOTSDKEHUH KOMOMHUPOBAHHOM Teparuu ¢ TpacTy3yMaboMm.

Pexomenayemass no3a Tpacty3ymaba cocraBisieT 4 MI/KT BHYTPUBEHHO (B/B), B KayecTBe
Harpy304HOM /10361, 3aTeM 2 MI/KT B/B | pa3 B HEACIIO.

Memacmamuueckuii  20pMOHO3ABUCUMbILL  PAK  MONOYHOU Jicele3bl ¢ 2UnepIKcnpeccuer
HER2/neu (ErbB2)

B kombunayuu ¢ MHZM6MMODOM apomama3ssl

Pexomennyemas mosa namatuamnba coctaBisier 1500 mr (mectb Tabnetok) 1 pa3 B CyTKM Ha
MPOTSHKECHUH KOMOWMHHMPOBAHHOW Tepamuy ¢ WHTHOUTOpPOM apoMarasbl. PekomeHmyemas mo3a
JeTpo30Jia, MHTUOUTOPA apomaras3bl, B COCTaBe KOMOWHUPOBAHHOW TEpaluu C JamaTUHUOOM
coctaBisieT 2,5 mr 1 pa3 B cytku. [Ipy KoMOMHMpPOBAHHOHW Tepanuu C JIPYTrUM TpernapaToMm —
MHTHOUTOPOM apoMaTa3bl, HEOOXOAMMO H3YyYUTh PEXKUM JIO3UPOBAHMS COOTBETCTBYIOIIETO
mpernapaTta JaHHOUM Tpymmbl. B ciydae oJHOBpEMEHHOTO MPUMEHEHUs JamaThHuOa C JAPYruM
JCKapCTBEHHBIM MpemapaToM HEOOXOAMMO BHHUMATEIbHO O3HAKOMHUTHCS C  PEKHUMOM
JO3UPOBaHUs, MPOTUBOIOKA3aHUAMU U HHopMaleil mo Oe30MmacHOCTH, YyKa3aHHOW B
MHCTPYKIMHU IO TPUMEHEHUIO COOTBETCTBYIOIIETO Mpenapara.

Koppekusa n1o36l

Hapywenusa co cmoponul cepoeuno-cocyoucmotl cucmembl
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HeoOX0muMO IIPEKpaTUTh TEPAlHI0  IPENdpaToM ':IE':'::GH%QE;’%IE% - | GinitoMos,

ACCOLIMUPOBAHHBIX CO cHmkeHueM BennunHbl OBJK no 3 cremenu u Gonee (cormacHo
CTaHJAPTHBIM  TEPMUHOJOTUYECKUM  KPUTEPHUSIM  OLEHKH  HEXENaTelIbHbIX  SBJICHUU
Hanmonansnoro muctutyra onkosioruu CIIA, NCI CTCAE), win npu CHWXEHHH JTaHHOU
BEJIMYMHBI HIKE JIOMYCTUMBIX NPENesoB HOPMBL. Bo03M0OXXHO BO300HOBIEHHE TEparuu
mpernapaToM B yMeHbIeHHOU a03¢e (cHmkenue ¢ 1000 mr/cyt mo 750 mr/cyt, ¢ 1250 mr/cyt no
1000 mr/cyt unu ¢ 1500 mr/cyt go 1250 mr/cyTt) He paHee 4eM uepe3 2 HEIEeNU MPU YCIOBUU
HopMmanuzanuu BenmnunHbl @BJDK u xynupoBanus cumnTomoB. 1o HOCTYNHBIM Ha JTaHHBIN
MOMEHT JaHHBIM OOJBIIMHCTBO citydaeB cHuxkeHus PBJIK ormedaercs B mepBbie 12 Hemenb
Tepanuu MmpenapaTroM, JaHHBIC 10 JJIUTETbHON Teparnuu OrpaHUYEHBI.

Humepcmuyuanvnas 60one3Hb 1e2Kux u /Uiy nHe6MoHUmbl

Crnenyer mnpekpaTUTh TEpanmui0 MpenaparoM MpU TMOSBICHUM JIETOYHBIX CHMIITOMOB,
CBUJICTEIBCTBYIOMIMX O Pa3BUTUU MHTEPCTUIHAIBHON OOJE€3HU JIETKUX W/WIM MHEBMOHHUTA 3-U
creniern u Boie (cornacao NCI CTCAE).

Juapes

Jleyenue mpemnapaTom ciaeAyeT IPUOCTAHOBUTH Y MAIIMEHTOB C AUapeeit 3-i cTernenu (CorjiacHo
NCI CTCAE), nu60 1-0i1 wim 2-0i CTETeHH, OCJI0KHEHHOW CUMITTOMaMH (CITacTUYeCKue 00 B
KUBOTE OT YMEPEHHOW 10 TSKEJIOM CTENEHH, TOIIHOTAa WJIM PBOTA 2-i CTENEHW WM BBIIIE
(cormacHo NCI CTCAE), cHmxeHne paboTOCTIOCOOHOCTH, TUXOpPAJKa, CETNICHC, HEUTPOIEHUS,
MOSIBJICHHE KPOBHU B KaJie Wi o0e3BouBaHue). [Ipy yMeHbIIEHUH BBIPAXKEHHOCTH Auapeu 1o 1
CTEMEeHH M HU)XE BO3MOXKHO BO300HOBJIEHHME TEpamnuH JIalaTUHUOOM B YMEHBIIEHHOW J103€
(camxenue ¢ 1000 mr/cyt mo 750 mr/cyt, ¢ 1250 mr/cyt no 1000 mr/cyt unm ¢ 1500 mr/cyT o
1250 mr/cyr). Jleyenne nanaTuHUOOM CIIEAYET NPEKPATUTh MOJHOCTHIO Y MAIIMEHTOB C AHapeen
4-i1 crenienu (cornacio NCI CTCAE).

Taorcenvie kKodtcHble peakyuu

Jleyenue mnanaTUHUOOM CIIEAYET MPEKPAaTUTh MPH Pa3BUTHU TSDKEIOH MPOrpeccCHpyIome
KOKHOU CBINHU C BOJABIPSIMH WU TIOPAXKEHUEM CIIM3UCTBIX 000JIO0YEK.

IIpouue npossnenus mokcuunocmu npenapama

[Ipu pa3BUTHUM MHBIX MPOSIBICHUN TOKCMYHOCTH 2 cteneHu uiM Bheimie corsiacHo NCI CTCAE
ClIelyeT pacCMOTPETh BO3MOXXHOCTb TPUOCTAHOBJICHHS WM MPEKPALICHUS Teparuu
npenaparoM. [Ipy yMEHbBIIEHHH BBIPA)KEHHOCTU CTENEHH MPOSIBICHUM TOKCUYHOCTH 10 1
crenienn U MeHee corsiacHo NCI CTCAE B03MOXHO BO300OHOBIJICHHE TEpANM B CTaHIAPTHOU
no3e (1000 mr/cyr, 1250 mr/cyt unu 1500 mr/cyt). Ilpu mOBTOPHOM pa3BUTHH TPOSIBICHHI
TOKCUYHOCTH BO30OHOBIIATH TEPAIUIO MPEMAPATOM CIENYET B YMEHBIIICHHOH 103€ (CHIKEHHOM ¢

1000 mr/cyT no 750 mr/cyt, ¢ 1250 mr/cyt go 1000 mr/cyt wmu ¢ 1500 mr/cyT no 1250 mr/cyT).
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

B cnydae mpomycka npuema He cieAyeT NPUHUMATh IMpernapar AOMOJHUTENIbHO, CIETYIOUIYIO
7103y ClIelyeT IPUHSATH B 3aIJTaHUPOBAaHHOE BpeMs (cM. paznen 4.9.).

Oco0nIe I'pYHOIbI TAaMEHTOB

Tayuenmor noscunozo eo3pacma
HenocrarouHo naHHBIX O MPUMEHEHUH JamnaTuHuOA y ManueHToB crapmie 65 ner. B menom y
NAIMEeHTOB JTAHHON BO3PACTHOM TpyNIbl HE OTMEUYEHO M3MEHEHMH Mpoduiis 6e30MacHOCTH U
3 pexTUBHOCTH JanmaTHHWOA B MOHOTEpANUU WIM B KOMOWHAIIMM C KamlelUuTaOuHOM,
TpacTy3ymabom uiu Jserpo3osioM. [lo naHHBIM NpUMEHEHHs IIpernapara B KIMHHUYECKOU
IIPAaKTUKE HE OTMEUYEHO pa3jIu4yuil OTBETa Yy MAalUEHTOB [JAaHHOM BO3PACTHOM TPYIIBLI I10
CpaBHEHHMIO ¢ Ooyiee MOJIOIBIMH TanuMeHTaMu. Henb3s MCKIIOYUTH BO3MOXKHOCTH OOJIBIIEH
YYBCTBUTEJIBHOCTH Y MALUEHTOB MOXHUJIOTO BO3PACTA.
layuenmol ¢ napywenuem @yHKyuu nouex
Her ombiTa mpuMeHeHHs JNanaTHHUOA y MAIMEHTOB C HapyIICHHWEM (DYHKIMHM MOYEK TKEIION
CTETIEHH, OJJHAKO HEOOXOUMOCTh KOPPEKIIMH J103bI MAJOBEPOSATHA B CBSA3H C TEM, UTO IMOYKAMHU
BBIBOAMTCS MeHee 2% BBEJCHHOH [103bl IpenapaTa (B BUAE HEM3MEHEHHOIO BEIIECTBA M €ro
METabOJIUTOB).
Iayuenmoi ¢ HapywieHuem QYHKyuU neveHu
Jlanmatuau® Mertabosm3upyeTcs B meueHH. HapymeHue QyHKIUU MEYEHU CpelHEH M TKeIou
CTEIEHU AaCCOUMHUPOBAHBI C YBEIMYECHUEM CHUCTEMHOM »Hkcno3unuu Ha 56% u 85%
cooTBeTCTBEHHO. ClleyeT ¢ OCTOPOXHOCTbIO TPUMEHATh JIAATMHUO Yy MAIUEHTOB C
HapyleHrneM (QYHKIMH IEYSHU B CBS3H C MOBBIIICHHEM CUCTEMHOM SKCIIO3UIMHU JanatuHuoa. Y
MAIMEHTOB C HapylieHueM (YHKIHUU TedeHU Tspkenon crerneHu (kimace C mo KiaccupuKauu
Yaitna-ITe10) 103y mpenapata HEOOXOAMMO CHU3UTH. Y TAIMEHTOB C HapylmeHHEeM (GYHKIIUH
MEeYCHU TSDKENoH crenenn oxumaercs n3meHenne AUC (Tutomaay mojy KpuBOH «KOHIIEHTPAIUS
— BpeMsD») 10 MIPEJeSIOB HOPMBI MPH KOppekimu 1036l ¢ 1250 mr/cyt no 750 mr/cyt nim ¢ 1500
mr/cyt 10 1000 mr/cyt. Tem He MeHee, KITMHUYECKHE JaHHBIE IO KOPPEKIMH JI03bI JIJanaTuHUOa y
NAlMEHTOB C HApYIIEHUEM (QYHKLUU IEYEHH TSHKETIOM CTENEeHH OTCYTCTBYIOT.

eTH
BbezonacHocts U 3¢ ¢dexTuBHOCTH NanatuHuOa y manueHToB B Bo3pacte oT 0 mo 18 jer He
yCTaHOBJICHBI. /laHHbBIE OTCYTCTBYIOT.

Croco0 ImpuMeHeHus

st mpuema BHYyTpbh. [Ipenapar JlanatuHuO ciemyeT NMpuHUMATh HE MO3aHEE 4eM 3a 1 vac a0
eabl WIK He paHee 4eM uepe3 | dac mocie enpl. PeKOMEHIyeMylo CyTOYHYIO 103y HE CIIEAYET

ACJIUTb Ha HCCKOJIBKO IMTPHUCMOB.
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4.3. [IpoTuBoONOKA3aHUS

['umep4yyBCTBUTENHHOCT, K JIAMATUHUOY WM JIOOOMY H3 BCIOMOTATENBHBIX BEIIECTB,
IIEPEYUCIIEHHBIX B paszaene 6.1.
4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN

KapInoTOKCHYHOCTE

3apeructpupoBaHbl cooOmmeHuss o ciydasx cHikeHus OBJDK B cBsi3u ¢ TpUMEHEHHEM
nanaruanOa. Cienyer coONoAaTh OCTOPOKHOCTh MPU MPUMEHEHHH Tpenapara y MalleHToB ¢
3a00JIeBaHUsMHU, KOTOpPBhIE MOTYT BBI3bIBaTh HapylIeHHUs (PYHKIHMH JIeBOro >keinynouka. [lepen
HayajJoM NMPUMEHEHUs mpenapara cieayer onpenenutsh Bennunny @BJDK ymocroBepuBIIKCH,
yto ucxoaHoe 3HaueHue DPBJDK wnaxonutcs B JomycTUMBIX mpenenax Hopmbl. Cremnyer
npoBoIUTh KOHTpob @BJIK Ha BceM MpoTsHKEHUU TEpanuu MpenapaToM JJisl MPeJoTBPAILCHUS
CHIDKEHUs JaHHOW BEJIMYMHBl HWKE JONYCTUMBIX TpaHdll HOpMBL. B mnepekpecTHOM
KJINHAYECKOM MCCIIEIOBAHUM y TAIMEHTOB C PACIPOCTPAHEHHBIMHM COJIMIHBIMHU OIyXOJISIMU
oTMeualioch yBenudenne uHTepBaia QTc, 3aBucsIee OT KOHIEHTpaluu janarnanba. Criemnyer
coONIOAaTh OCTOPOXKHOCTh TPU MPUMEHEHUH IMperapaTa y MalUeHTOB C YIJIMHEHUEM WU
puckoM ymiuHeHuss wuHTepBaia QTc, a Takke y NAUMEHTOB C TUINOKAIMEMHUEH WU
TUIIOMarHMeMHUer, BpOXKJIECHHBIM CHHIPOMOM YJ/UIMHeHUss wuHTepBana QT; y manueHTos,
MPUHUMAIOIINX AHTUAPUTMUYECKHE TTPenapaThl Uiu IpYyrue JEeKapCTBEHHbIE CPEJCTBA, KOTOPHIE
npuBoAsAT K ymmHeHuto wuHTepBana QT. Ilepen mnpumeHeHueMm mpemnapara CleAyer
CKOPPEKTUPOBATh THIIOKAIUEMHIO, THIIOKAIBIIUEMHUIO UIIM TUIIOMArHUEMHIO.

HuaTepcTrimaabHast 00JIe3HB JIETKUX Y THEBMOHHT

[Ipumenenne namaTuHMOa OBLJIO ACCOIMMPOBAHO C COOOIICHUSMH 00 WHTEPCTHLUAIBHOM
00J1e3HM JIeTKUX U MHeBMOHUTe. ClielyeT TIaTeNbHO Ha0II01aTh MAUeHTa C LIEIbI0 BBISBICHUS
CHMIITOMOB, CBHJETEIBCTBYIOIINX O Pa3BUTUM HMHTEPCTUIMATIBHOW OOJNIE3HU JETKUX W/WIN
ITHEBMOHUTA.

I enaTOTOKCUYHOCTD

B kinmHMueckux wuccienoBaHusX (MeHee uYeM |y 1% manmeHToB), a TaKXke B
HOCTPErUCTPALIMOHHOM NIEPUOJIE TOITYUYEHbI COOOIIEHNUS O SIBICHUAX IeNaTOTOKCUYHOCTH, TAaKUX
kak yBennueHue akTUBHOCTH AJIT mnm ACT B 3 pasza Bblllle BEPXHEH T'PAaHUIBI HOPMBI WU
yBENIMUYEHUE KOHIEHTpauuu OwmimmpyObuna B 1,5 pasza Bbllle BEpXHEW TpaHULBI HOPMBI.
CocTosiHME MOXET HOCUTbH TSDKENBIM XapakTep, OTMEUEHBl CIydau C JIETAJIBHBIM HCXOJOM,
YyeTKas NMPUYUHHO-CIIEACTBEHHAsI CBSI3b C NMPUEMOM JanaTMHHOa He ycraHoBieHa. COCTOsHHUE
MOJET pa3BUBAThCS B MEPHOJA OT HECKOJIBKMX CYTOK O HECKOJBKHX MECSIEB IOCIIEe Haydana
tepanui. Heo0XoauMo mpoOBOIUTH KOHTPOJb JAOOpaTOPHBIX MOKa3arened (yHKIHUU TEeYCHH

(TpaHcamMmuHa3bl, OUIMPYOUH U 1enouHas (ocdaraza) 10 Havana TEparuy, U fanee Kaxaple 4—6
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

(YHKLINU TIEUYEHH TSDKENIOW CTETEeHU TEeparuio MpernapaTroM ClIeayeT OTMEHUTh 0e3 MOBTOPHOTO
BO300OHOBJICHHS. Y TAIMEHTOB, sBIstomuxcs Hocutemsimu amnened HLA DQA1*02:01 u
DRB1*07:01, noBsIllieH prCK BO3HUKHOBEHUS T€MIATOTOKCUYHOCTH, CBSI3aHHOW C MMPUMEHEHUEM
nanatuHuOa. Y MalMeHTOB, MOJy4YaBIIMX MOHOTEPAINHIO JIAMAaTUHUOOM, OOUIMI pUCK pa3BUTHA
HapymeHus (yHKIUM TedeHdu Tspkenol creneHu (aktuBHOcTh AJIT Oonmee uwem B 5 pas,
IIPEBBILIAIONIAS BEPXHIOI TPaHMILy HOPMBI, UTO COOTBETCTBYeT 3-eil creneHu coriacHo NCI
CTCAE) cocraBmsin 2%, npu 3toM y Hocutenen amneneid DQA1*02:01 u DRB1*07:01 puck
pa3BUTHUSI JAHHOTO COCTOSIHUSL Obul BbIIe (OKoio 8%), yeM y NalMeHTOB, HE SBIISIOIIUXCS
HocuTesiMu faHHbIX amenen (0,5%). HocurensctBo amnenun HLA pacnpoctpaneHo cpenu
npencrasuteneit (ot 15% mo  25%) eBpomeomaHOHM, a3uMaTCKOW, adpUKAHCKOW H
JaTUHOAMEpUKAHCKOM momynsuuu, U Huwke (1%) B AMoHCKOM momynauuud. Y NalUEHTOB C
HapylieHneM (QyHKUIMU MEYEeHU TSKEJION CTETeHH B aHaMHe3e Ipenapar cieayeT NPUMEHSTh B
yYMEHbIIIEHHOHW f03e. [Ipu pa3BUTHM TemaTOTOKCHYHOCTH TSXKENIOM cTerneHu Ha (HOHE Teparmuu
JanaTUHUOOM Mperapar cleayeT OTMEHUTh 0€3 TOBTOPHOT'O BO30OHOBIICHHUS.

[napes

Hmerorcst coobiieHust o ciaydasx Juaped, B TOM 4YHCIE TSHKEIOW CTelneHH, Ha (OoHe Teparuu
nanatiHUOOM. Jlmapes MOMKET HOCHUTH TSDKENBbId XapakTep, ObUIM OMHMCaHBl CIy4aW Co
cMepTenbHBIM HcxonoM. Kak mpaBuio, nuapes BO3HUKajda Ha pPAHHUX OJTalnax JEeYeHus
JanaTUHUOOM, TPU ATOM IOYTH Y TOJIOBHUHBI TAaKHX IMAlMEHTOB COCTOSIHHE pa3BUBAJIOCH B
TE€YEHUE MEPBBIX 6 CYTOK, MPOAOJIKUTEIBHOCTh SIBJICHUS KAK MPAaBHJIO COCTaBIsET 4—5 CYTOK.
Juapest, ”HAYIIMPOBAaHHAS IPUEMOM JIallaTHHUOA, KaK MPaBUIIO JIETKOM CTENeHH, TpH 3ToM 3 u 4
crennedb cormacHo NCI CTCAE ormeuanuce wmeHee, yem y 10% u 1% mnanueHtoB
COOTBETCTBEHHO. PaHHSS NMAarHOCTUKAa M CBOEBPEMEHHOE JICUEHHE HMEIOT OOJIbIIOe 3HAUECHUE
JUISL ONTUMAJIBHOTO KOHTPOJISL AaHHOTO cocTosiHus. Crenyer mpouH()OpMHpPOBATh MAllUEHTa O
HEOOXOMMOCTH HEMEJICHHOTO OOpalieHus 3a MEAMLUHCKOW IOMOIIBI0 TIPH IEPBBIX
NpU3HAKaX W3MEHEHHs XapakTepa Aedekannu. Koppekiuio cocTOsSHHS HpPOTHBOAMAPECHHBIMU
npenapatamMu (HampuMmep, JIONEpaMUIOM) PEKOMEHJIOBAaHO HA4YMHATh II0CJIE€ TMEPBOro ciydas
HeoopmiieHHOTO cryna. [Ipu nuapee Tskenoil crerneHu MOXKeT MOTpeOoBaThCs MepopaibHOE
WIH BHYTPUBCHHOE NPHUMEHEHHE OJIIEKTPOIIMTOB M JKUJIKOCTH, AHTUOMOTHUKOB, TAaKUX Kak
GTOpXHHONOHBI (OCOOCHHO B cllydae, €CIU COCTOSIHHE coXpaHseTcss Oonee 24 4acoB Mpu
JTUXOPAIKe UM HEUTPONICHUH 3-1 WK 4-i CTENeH!) WM TIPUOCTAHOBJICHUE TTpHeMa WIIH OTMEHA
npenapara.

TsoKelnble KOKHBIE pEAKIIUU
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3aperucTpupoBaHbl COOOIIEHHUS O TIKEITBIX KOYKHBIX peé%&gggﬁ%ﬁz%gﬁm%hﬁﬁr&fﬁﬁh@

[Ipu mono3peHnH Ha pa3BUTHE MYJIbTU(GOPMHON SPUTEMBl MM TaKUX KU3HEYTPOKAIOIIUX
cocTosiHuM, Kak cuHapoMm CrtuBeHca-/[KOHCOHA WJIM TOKCHMYECKHH SMUIEpMalbHBIA HEKPOJIU3
(HampuMep, TPOTPECCUPYIOMIEH KOXXKHOM  CBHIMH, COMPOBOXKIAIOIICHCS BO3HUKHOBEHUEM
BOJIABIPEN, WIM TpPU BOBJICUEHHUU CIM3UCTBIX O00JIOYEK) JICYEHUE IIPEernapaToM CleayeT
OTMEHUT.

CoBMecTHOE Ha3HaueHHue ¢ MHruouropamu 1 uaaykropamu nzodhepmernra CYP3IA4

Crnenyer mNpOSIBUTH OCTOPOKHOCTh IPU OJAHOBPEMEHHOM IPUMEHEHHUH C YMEPEHHBIMU
uaruouTopamu m3odpepmenta CYP3A4, a Ttaxke TIaTeabHO KOHTPOJHUPOBATH KIMHUYECKOE
COCTOSIHUE NAIIMEHTA U pa3BUTHE BO3MOXKHBIX HEKENATEIbHBIX JeKapcTBeHHbIX peakuuil (HIIP).
Cnenyer wu30eratb OJHOBPEMEHHOTO TIPUMEHEHHUS C HWHAYKTOPAMH WM  MOIIHBIMH
uHruoutopamu nzodepmenta CYP3A4.

Crnenyer u3berarb OJHOBPEMEHHOT'O IPUMEHEHUS C IPEHPpPyTOBBIM COKOM.

Cnenyer wu30eraTb OJHOBPEMEHHOTO TPHUMEHEHHUS C JICKAPCTBEHHBIMHM IperapaTami,
sprsitonuMucs cyocrparamu u3odepmentoB CYP3A4 u CYP2CS8 ¢ y3kuM TepaneBTHUECKUM
nuanazoHoM. Crenyer u30eratb OJHOBPEMEHHOW TEpamuM JIEKapCTBEHHBIMM IperaparamH,
MOBBIMIAIOIMME pH >Kemya0uHOTO COKa (CHMYKEHHUE PACTBOPUMOCTH M a0COpOIIUU JTanmaTHHUOA)
(cM. pazzmen 4.5.).

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aNMOJAEHCTBUSA

BansHue Ipyrux JIeKapCTBEHHBIX CPEJICTB Ha JIaIaTUHHO

Merabonu3Mm anatuHUOAa OCYIIECTBISIETCS TJIABHBIM 00pa3oM ¢ ydactueM u3zodepMeHTa
CYP3A. MWuruburopsr wim uHaykropsl wuzopepmenta CYP3A wmoryr BiauATh Ha
(dhapMaKOKMHETHUKY JIaTaTHHUOA.

VY 3710pOBBIX JOOPOBOJIBIIEB, MOJYYAOIIMX KETOKOHA30J1 (MOIIHBIM MHTHOUTOP M30(epMeHTa
CYP3A4) B no3ze 200 mr 2 pasza/cyT B TedeHHE 7 CYTOK, CUCTEMHAsl KCIO3UIUS JanaTHHUOA
(100 mMr B cyTKH) yBeIMYMBAJIACh MPUMEPHO B 3,6 pasa, mepuo MmoiyBbiBeneHus - B 1,7 pasa.
Cnenyer u30erarb OJHOBPEMEHHOTO MPUMEHEHHS C MOIIHBIMH HMHTHOUTOpamMu u3ohepMeHTa
CYP3A4 (manpumep, pUTOHABUP, CAKBUHABHDP, TEIUTPOMHIIMH, KETOKOHA30JI, MUTPAKOHA30JI,
[I03aKOHA30JI, BOPHKOHA30J, HehazonoH). [Ipu oAHOBpEeMEHHOM NPUMEHEHUH JamnaTuHuOa u
ymepeHHbIX uHTHOUTOpOoB m30depmenta CYP3A4 tpebyercs coOmoaaTh OCTOPOXKHOCTH U
THIATEFHO KOHTPOJIMPOBATh KIIMHUYECKOE COCTOSHUE MAallMeHTa U pa3BuTue Bo3MokHbIX HIIP.
[Ipy HE0OXOAMMOCTH OJAHOBPEMEHHOTO TPUMEHEHHUS MOIIHOTO0 HMHTHOMTOpa H30(epMeHTa
CYP3A4 crenyer pacCMOTPETh BO3MOXKHOCTh YMEHBIIIEHHUS JT03bI JanatuHuOa 10 500 Mr/cyr,

yTo npuBeneT K u3MeHeHrnto AUC 1o BeIMYMHBI, COOTBETCTBYIOLICH NPUMEHEHHUIO JIallaTHHUOA
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JAHHBIX O MPUMEHEHUH JarnaTUHUOA NMpU TAKOM KOPPEKUMHU J03bl y MalUEHTOB, MOTYYarOIUuX
MouHb  mHTHONTOp u30pepmenta CYP3A4. Ilpm oTMeHe OJHOBPEMEHHOH Tepamnuu
MOBBILICHHE J03bl JanmaTUHUOA O PEKOMEHIOBAHHOM ClelyeT MpPOBOJUTH TOJNBKO uepe3 1
HEENI0 T0CIE€ OTMEHBl JUIsi OOEcCreueHus: IMOJIHOTO BBIBEACHHUS MOIIHOTO HMHIHOUTOpa
uzodpepmenra CYP3A4 u3 opranuszma.

VY 370pOBBIX JOOPOBOJIBIIEB, MOMYYAIOMINX KapOamasenuH (MHAYKTOp m3opepmenta CYP3A4) B
no3e 100 mr 2 paza/cyt B Teuenue 3 cytok u 200 mr 2 paza/cyT B TeueHue 17 CyToK, CHCTEMHas
SKCTIO3UIUS JIaraTuHnOa cCHkanach Ha 72%. CrenyeT n3berath OJHOBPEMEHHOTO MMPUMEHEHHS
nmanatuHUOAa M U3BECTHBIX HMHAYKTOpoB m3odepmenta CYP3A4 (mampumep, pudammnuuuy,
pudalbytuH, ¢eHuTONH, KapbamaszenuH, 3BepoOoil mponbIpsBieHHBINH). [Ipn HeoOXxomumocTH
OJIHOBPEMEHHOT'0 MPUMEHEHHSI MOIIHOro MHAyKTopa n3odepmenta CYP3A4 no3y mamaruanba
HEOOXOIMMO MOJI0MPATh, OCHOBBIBASCH HA MEPEHOCUMOCTH, TIOCTEIICHHO MOBHIIIas ee ¢ 1250
mr/cyt go 4500 mr/cyt umu ¢ 1500 mr/cyr mo 5500 wmr/cyr. OxupaeTcsi, 4TO yKa3zaHHas
KOppEeKIHs 1036l puBeaeT K n3MeHennto AUC 10 BeTMYMHBI, COOTBETCTBYIOLIEH MPUMEHEHUIO
nanatuHnOa 0e3 wHAYKTOpoB u3odepmeHTta CYP3A4. B Hacrosimiee Bpems, OJIHAKO, HET
KJIMHUYECKUX JIaHHBIX O MPUMEHEHMM JIallaTUHUOA Yy TMalHWeHTOB, MOJYYalOUIMX MOIIHBIN
unayktop uzopepmenta CYP3A4. Ilpu ormene unaykropos uzopepmenta CYP3A4 obparnoe
YMEHBIICHUE J03bI JIAaTHHUOA 10 PEKOMEHIOBAaHHOH ClIEAYEeT MPOBOAUTH B TCUCHHUE 2 HE/ENb.
JlanatuHuO sBsieTcst cyOCTpatoM st TpaHcmopTHeIX OenkoB Pgp m BCRP. WHru6urtopsi
(KETOKOHA30J]1, UTPAKOHA30J1, XUHUIMH, BepanaMull, HUKJIOCIIOPHH, SPUTPOMUIIMH) U UHAYKTOPbI
(pudamnuuuH, 3BepoOOi MPOABIPIABICHHBIN) JaHHBIX OEJIKOB MOTYT HM3MEHATH AKCIIO3UIIUIO
W/WIIN pacnpeeseHue JanaTHHuoa.

PactBopumocTts manatuauOa 3aBucut ot pH. Crenyer nzberats 0JHOBPEMEHHOTO MPUMEHEHUS
BEIIECTB, yBeIMUMBaOIMUX pH >kemymoyHOro coka, Tak Kak pacTBOPUMOCTh M BCachlBaHHE
JanaTiHUOAa MOXXET yMeHbIIaThcs. PaHee mpoBoAMMOE JeYyeHHE WHTUOMTOPOM IPOTOHHOM
MOMITHI (230METIPA30JIOM) CHIKAJIO YKCIIO3UIIHIO JTIaaTuHNOA B cpeHeM Ha 27% (B mpeaenax ot
6% 10 49%). O1oT 3ddeKT ymMeHblIaeTcs ¢ yBeIudeHrueM Bo3pacta npumMepHo ot 40 jet go 60
ner. B cBs3u ¢ BbINIECKAa3aHHBIM, HEOOXOAMMO COOJIIO/IaTh OCTOPOKHOCTh Yy TMAallMEHTOB,
NPUHUMAIOIIUX HHTUOUTOPHI TPOTOHHOW OMITBL.

Bausguue nmanatuamnOa Ha APYTUEC JCKAPCTBCHHBIC CPEACTBA

Jlamatuau6 wuHruOupyer in  Vitro usopepmenr CYP3A4 B  KIMHHUYECKH 3HAYUMBIX
KOHIIeHTpauusax. OJHOBPEMEHHOE INPHUMEHEHHUE JIanaTMHHOA C MMJA30JaMOM IIpH IIpueMe
NOCJETHEr0 BHYTPh MpUBOAUT K mosbimeHuto AUC mupazonama npumepHo Ha 45%. Ilpu B/B

BBEJCHUU MHJa30jaMa He OOHApyKMBaJIOCh KIMHMYECKH 3HaunMoro ysenuuenus AUC.
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NEepPOPaATLHOTO MpHUeMa C Y3KUM TEPANeBTHUYECKHM UANa30HOM, SBIISIOMIMMUCS CyOcTpataMu
uzopepmenra CYP3A4 (nanpumep, [U3anpua, TUMO3UI, XMHUIMH).

Jlamatuau6 wuHrubupyer wu3odpepment CYP2C8 in  Vvitr0 B KIMHHUYECKH 3HAYUMBIX
KoHIeHTpanusax. CineayeT n3beratb OTHOBPEMEHHOIO MPUMEHEHHS JanaTuHuOa ¢ mpenaparaMmu
C Y3KHM TEpareBTHYECKUM JMANa30HOM, KOTOpBIC SBISIOTCS cyOcTpaTamMu H30(QepMeHTa
CYP2C8 (nampumep, penariauHum).

OpnHoBpeMEHHOE B/B MPHUMEHEHHE MaKJIUTaKcena C JanaTUHUOOM HPHUBOIUT K YBEJIMUYEHHUIO
9KCIIO3MIMHU MakiIuTaKcena Ha 23%, uro o0ycioBieHo HHruoupoBanuem uzopepmenta CYP2C8
/v Pgp mamatuHUOOM. B KIMHWYECKHX HCCIEIOBAaHUSAX IMPHU NMPUMEHEHHH JarmaThuHuOa ¢
MAKITUTAKCEJIOM OTMEYCHO YBEIMUYEHUE YaCTOTHI M CTENEHU TSHKECTH AWAPEH U HEUTPOIICHUU.
Cnenyer coOmolaTh OCTOPOKHOCTh TPU  OJHOBPEMEHHOM MPUMEHEHHM IIpernapara ¢
MaKJIUTaKCEIOM.

[Ipu ogHOBpEeMEHHOM MPUMEHEHHH JOlIeTaKcela B/B M JIaMaTUHMOA HE OTMEYCHO M3MEHEHUs
AUC umn Cmax 000uX JeHCTBYIOIIMX BEUIECTB, MPU 3TOM OTMEUYCHO YBEIMUYCHHE YaCTOTHI
pa3BUTHSI HEUTPOIIEHUH, HHIYIIUPOBAHHOMN JTOI[ETAKCEIOM.

OpnHoBpeMEeHHOE MpUMEHEHHUE JanaTHHUO0a ¢ UPUHOTEKAaHOM (TpU BBEACHUM B PaMKax CXEMbI
neuenust FOLFIRI) mpuBonuino k mossimeHnto AUC aktuBHOTO MeTabonuta upuHoTekana, SN-
38, mpumepHo Ha 40%. TouHbIi MeXaHU3M JaHHOTO B3aWMOJECHCTBUS HEU3BECTEH, HO
IpeJIoiaraeTcs, YTo OH CBSI3aH C MHTUOMpPOBAaHWEM JAaTHHUOOM OJHOTO WJIM HECKOJIBKHX
TpaHCHOpTHBIX OenkoB. PasButme Bo3MoxkHbIXx HJIP mpm npumeHeHun manmaTuHHUOA
OJTHOBPEMEHHO C HPHHOTEKAHOM JIOJIKHO TIIATEILHO KOHTPOJIMPOBATHCS, P HEOOXOTUMOCTH -
pEIIUTh BOTPOC O CHUKCHHH J03bI UpUHOTEKaHa. [I[puMeHeHWe namatuHuO0a B KOMOMHAIIMU C
KarneruTaOMHOM, JIETPO30JIOM WJIM TpacTy3ymMaboM He BiIMsIeT Ha (HapMaKOKHHETHUYECKUE
napaMeTpbl yKa3aHHBIX IMPErnapaToB U UX METaOOIUTOB.

JlamatuHuO WHrHOUpPYEeT TpaHCHOPTHBIA Oenok Pgp in VItr0 B KIMHUYECKH 3HAYMUMBIX
KOHIeHTpalusx. OTHOBpEMEHHOE MPUMEHEHHUE JamaTHHUOA ¢ TUTOKCMHOM BHYTPh MPUBOJUT K
noseimieHnt0o AUC nurokcuna npumepHo Ha 80%. Cremyer ¢ OCTOPOKHOCTBbIO MPUMEHATH
JanaTUHUO OJIHOBPEMEHHO C MperapaTaMu, KOTOpbIE SBJSIOTCS cyOcTpatramu Pgp, ¢ y3kum
TEpaneBTHUECKUM JIMANIa30HOM, a TaK)Xe HEOOXOAMMO PAacCCMOTPETh BOIPOC O CHUXKEHUH JI03bI
TaKUX MPEraparoB.

Jlammatuau6 wuHrubupyer tpancroptaeie Oenku BCRP u OATP1B1 in vitro. Kimuudeckoe
3HaYeHHE JaHHBIX 3((HEKTOB HE M3Yy4alloCh, HO HE UCKJIIOYEHO, YTO JIAMAaTUHUO MOXKET BIIUATH
Ha ¢apmakokuHeTuky cyocrpatoB BCRP (manpumep, Ttomorekana) u OATP1BI1 (nampumep,

pO3yBacTaTuHa).
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

BuonocrynHocts namaTMHMOA 3aBUCHUT OT HpueMa MNUIIKA. Tak Kak TpedpdpyToBBIA COK
crocoben wmHrHOUpoBath uzopepmentr CYP3A4 u tpancnoptHeli Oenmok Pgp B creHke
KUIIEYHUKA, TaKUM 00pa3oM TOBBIIIAs OWOIOCTYIHOCTh JamaTuHuOa, ClaeayeT wu30eraTh
COBMECTHOT'O IPUMEHEHUS JIaMaTUHUOA B TPEUTIhPyTOBOTO COKA.

eTH
HccnenoBanus B3auMOIeHCTBUS IPOBEICHBI TOJIBKO Y B3POCIBIX.
4.6. DepTHIBLHOCTH, 0EPEMEHHOCTH U JIAKTALMS

JKeHIITUHEI ¢ ICTOPOJHLIM TOTSHITATIOM (KOHTDaHeHHI/IH Y MY>XYUH U }KGHIIII/IH)

CormacHo pe3ynbTaTaM MPOBEACHHBIX WCCIECIOBAHUA Ha >KMBOTHBIX, JIAMATHHHO MOXKET
OKa3bIBaTh HETATUBHOE JIeCTBHE Ha MIOA. JKeHIIMHAM C JETOPOJHBIM MOTEHIMAIOM CIEAYyeT
PEKOMEHIOBAaTh HCIIOB30BaTh HAAC)KHBIC METOJBl KOHTpPAIEHIMH (YaCTOTa BO3HUKHOBEHHS
OEpEeMEHHOCTH, TPH HCIIOIB30BAaHUHM KOTOPHIX <1%) BO BpeMsi MpUMEHEHUs JanmaTUHHUOA U B
TEYEHUE KaK MUHUMYM 5 CYTOK MOCJIE ITpUeMa MOCIEIHEN T03bI.

bepemeHHOCTD

He mpoBoamIoCh COOTBETCTBYIOMIUX W XOPOIIO KOHTPOJIUPYEMBIX HCCIICIOBAHUM MPUMEHEHUS
nanaTuHUOa BO BpeMsi OepeMeHHOCTH. BiusiHue nanatnHuOa Ha o Heu3BecTHO. [larmenTkam
C COXPaHEHHBIM PENPOIYKTHBHBIM MOTEHIIMAJIOM CJEAYET HCIONh30BaTh HAJIEKHBIC CIOCOOBI
KOHTpALICTIIIUU, a Takke u30eraTb HACTYIUIGHUS OEpPEeMEHHOCTH B TEpPUON  JICUCHUS
nanatuHuOOM. JlamatnHuG He o0Jajgan TepaTOTeHHBIMH CBOWCTBAMH B HCCIICIOBAHHMIX Ha
JKUBOTHBIX, OJHAKO BBI3bIBAJl BO3HUKHOBCHHE HE3HAYMUTEIBHBIX IIOPOKOB PAa3BUTHS TPHU
MPUMEHEHHUH B J103aX, TOKCUYHBIX JIJI1 MATEPUHCKOTO OpraHu3Ma.

JlakTanus

HewnsBecTHo, NMpoHWKAeT JM JanmaTHHUO B TPYJHOE MOJOKO. B cBsS3M C TeM, 4To MHOTHE
mpenaparsl MOCTYMAT B TPYAHOE MOJIOKO, BO BPEMs TE€paluu JanaTUHUOOM M B T€UEHHE KaK
MUHUMYM 5 CYTOK IIOCJI€ TMpUEMa MOCJIEIHEW 03bl PEKOMEHJIOBAHO MPEKPaTUTh TPYIHOE
BCKapMJIMBaHUE M3-32 BO3MOXKHOT'O BO3HMKHOBEHUS XapaKTEPHBIX HEKENATEIbHBIX PEAKIUN Yy
TPYyIHOTO peOeHKa.

DepTUILHOCTE

Her nannsbIx.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padorarh ¢
MeXaHM3MaMH

BnusiHue Ha cnocoOHOCTh YNpPAaBIATh TPAHCIOPTHBIMU CPEICTBAMM U 3aHUMATHCS JAPYTMMU
BUJAMU JESITEIBHOCTH, TPEOYIOUMMH IOBBIIICHHON KOHLIEHTPAIlMM BHUMAaHUS U OBICTPOTHI

MICUXOMOTOPHBIX PEaKIMi, He U3y4aloch. Mcxons U3 MexaHu3Ma JAeUCTBUS JTanaTHHIOA, Helb3s
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clieflyeT NPUHUMATh BO BHHMaHHE OOIlee COCTOSHHE MAIMeHTa W MpOoMIb HEXelaTeIbHBIX
peakiuii  smanatuHuOa. HeoOxomumo  coOmromaTe  OCTOPOKHOCTH — NPU  YIIPABICHUHU
TPAHCHOPTHBIMM CPEACTBAMU M 3aHATHAX JPYTMMH IOTEHLUAJIBHO ONAaCHBIMH BHJAMU
NESITEeIbHOCTH, TpPEOYIOIIMMH IOBBIIEHHONM KOHLIEHTPAalMM BHUMAaHWs U OBICTPOTHI
IICUXOMOTOPHBIX PEAKIUN.

4.8. HexxenaTesibHbIE peaKIIUU

Pe3roMe HexxenaTeabHbIX PEAKIINN

be3zonacHocTh nanatuHuba oleHeHa B X0/1€ KIIMHUYECKUX UCCIIEIOBAaHUM KaK TPU MOHOTEPAIHH,
Tak ¥ TpU MPUMEHEHUH B KOMOWHAIIMM, B TOM HYHCIE C TpacTy3ymaboM, KarmeuuTaOMHOM H
JIETPO30JIOM.

Haubonee pacmpocTpaHeHHBIMH HEXeTaTeNbHbIMH peakuusMu (> 25%) BO Bpems Teparuu
JanaTUHUOOM OBITM PAcCTPOMCTBA CO CTOPOHBI JKEIYJAOYHO-KHUIIIEYHOTO TpakTa (auapes,
TOLITHOTA U PBOTA) M ChINb. [Ipy HazHaueHUW JamaTuHHOA ¢ KanemuTaOMHOM HaOII0anach
JAJOHHO-TIOIONIBEHHAsT sputpoausectesuss (> 25%). Yactora BO3HMKHOBEHHUS J1aJIOHHO-
MOJIOIIBEHHON 3PUTPOAU3ECTE3UH CXO0XKa C TPYyNIaMU NAllMeHTOB, MPUHUMAIOLIUX JalmaTuHuo ¢
KarneuuTabOMHOM U KameuuTaOMH B KadecTBe MoHoOTepanuu. Jluapes sBisercss HauOouee
pacnpoOCTPaHEHHON HEXENATENbHON pEeakLUEN, NPUBOIALIEH K MPEKPALICHUIO JICYEHUS, KOT1a
JanmaTUHUO MPUHUMANICS B COYCTAHWU C KAMEeUTAOMHOM WM JIeTpo3oioM. He coobmanocek o
KaKUX-T100 JOMOJHUTENIbHBIX HEXeJIaTeIbHbIX PEaKIUsIX, CBI3aHHBIX C IPUEMOM JlanaTUHHOA B
coueTaHuM c TpacTy3ymabom. Habmonanock yBennueHue ciyd4aeB KapJIHOTOKCHYHOCTH, HO TIO
CBOEM CYTM M  TSDKECTM  OTH  OCJOKHEHUS  COMOCTaBUMBI C  OCJIOKHEHUSIMH,
3aperuCTPUPOBAHHBIME B KIMHHYECKON IMporpaMMe JamaTUHUOA. DTH JaHHBIE OCHOBAHBI HA
BO3JICUCTBUH 3TOM KOMOWHAUK y 149 manueHToB B 6a30BOM MCCIICIOBAHUH.

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINI

Hexenarenbuble nekapctBeHHble peakuuu (HJIP), npencraBieHHblE HMKE, CTPYNIIMPOBAHbI B
COOTBETCTBUHM C Kiaccuukanued opraHoB u cucrtem opranoB MedDRA, mepeuncrnensl B
MOPSIKE YMEHBIIEHUS YaCTOThI BCTPEYaeMOCTH.

Yactora BCTpeyaeMOCTH OIICHMBAJIACh CIEAYIOIMM 00pa3oMm: oueHb yacto (>1/10), wacto
(>1/100, vo <1/10), Hewacto (=>1/1 000, HO <1/100), peaxo (>1/10 000, Ho <1/1 000), oueHn
peako (<1/10 000), wacroTa HeusBecTHa (HA OCHOBAaHWUU HMEIONIMXCS JAHHBIX OIICHHUTH
HEBO3MOXKHO). B mpenenax kaxmoit wactorHoi kateropuu HJIP pacnpenenensl B mopsake

YMCHBIICHUSA 4YaCTOTEI BCTPEUAEMOCTH.
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Ta6auna 1. HJIP npu MoHOTepanuu JanaTuHUOOM

CHCcTeMHO-OpPraHHbIi YacroTa HeskenarenbHble peakumu

KJ1acc BO3HUKHOBEHMUS

Hapymennsi co croponsl | Penko Peakuyu  runepuyyBCTBUTEIBHOCTH,  BKIIOYAs
HMMMYHHOU CHCTEMbI aHa(UIAKCHIO.

Hapymenus Ouenb yacto AHOpekcHs.

MeTa00JIM3MAa U NUTAHUSA

Hapyumenus co cTopoHbI
cepaua

Yacrto

Camxenne ®BJIK oTrmedanocs mpuOIu3UTEIEHO
y 1% mnanueHTOB, MONy4YaBIIMX JIANATUHUO, U
npoTekano OeccumnTomMHo Ooinee uyem B 70%
CIIy4aeB. WIH  yJaydlleHue
JAHHOTO ToKa3aresst Habroaasocs Oojiee 4eM B
70% cnydaeB mocie NPEKpalleHUs Teparnuu
MpENapaToM. OBJIK,

COTIPOBOXABIIICECS] CUMIITOMaMH, HAOJII01aI0Ch

Hopmanuzanus

CHmxeHnue

npUOIU3UTEIBHO y 0,3% MallUEHTOB,
nony4aBmux janaruau6. HJIP, nabmogaBmuecs
Opd  3TOM, BKIIOYAJIU OJBIIKY, CEpACYHYIO

HEAOCTAaTOYHOCTh U OLIYIICHUC «Cep,Z[I_I€6I/IeHI/I$I».

Hapyumenusi co croponsl | Heuacto HNurepcruninansHas 00J1e3Hb JIETKUX /
}.]leﬂTe.]]bHOﬁ CHUCTEMBI, IIHEBMOHMUT.

OpPraHoB TpyAHO

KJIETKH U CPeI0CTeHUsl

Kenynouno-kumeuynbie |O4yeHb 4acTo Juapes®, KoTopas MOXKeT TNpPHBOIUTH K
HapyleHus nerugpatanud (B OOJBIIMHCTBE  CIIyYacB

OTMEYEHAa Jauapes
TOIITHOTA, PBOTA.

I-ii wmm  2-  cTeneHu),

Hapyumenus co cTopoHbI
NneYeHu "
JKeJTYeBbIBOAALIMX My TeH

Heuacto

renaroTOKCHYHOCTR.

['unepOunupyonHeMus,
[ToBbIIICHNE KOHIICHTPAIIUH ommmpyOuHa
BO3MO)KHO BCJIEJICTBUE YIHETEHHUS JanaTMHHOOM
koHbroranuu B nedeHdn OATP1BI1 (moaunentus,
nepeHocs Uil opraHudeckue aHuoHsl 1B1) wnm

YTHETECHUsl BBIACICHUS OUIMpPYOMHA C KETYbIO

nocpeactBoM  P-rmukonporenna  (Pgp) wumm

BCRP.
Hapyumenusi co croponsl | O4eHb 4acTo Koxnas  cwhimb!  (Bkmouas — akHe(OPMHBIH
KOKH u MNOAKOKHBIX I[epMaTI/IT).
TKaHel

Yacro [TopaxeHue HOrTeH, BKIIIOYAsi TAPOHUXUIO.

O6mue HapymeHusi u|Od4eHb 4yacTo CnabocTs.
peaxkiuu B MecTe
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COOTBETCTBY
oT 23.12.2024 Nz 28:

BBeJIEeHUSA

e —_—
1

‘ TOCHEQOBETENEHOC

! - nmapest ¥ KOKHas CBIIIb B OCHOBHOM OBLIH JIETKOM CTENEHU U HE NPUBOIUIIH K TIPEKPALIECHUIO
Tepanuu npemnapaToM. J[napes ycnenrHo nojaaBaiack NpoakTUBHON Koppekiuu. KoxxHas chITh B

OOJIBIIMHCTBE CITyyaeB ObliIa MPEeXOIsICH.

2 -yBeNMYEHNE aKTHBHOCTH allanMHaMuHOTpancdepassl (AJIT) nim acapraraMUHOTpaHC(EPasbI

(ACT) B 3 pasa BblIlIe BepXHEi IT'paHUIIbl HOPMBI WIM YBETUYEHUE KOHLIEHTPAIIMH OMIMpyOrHa B

1,5 pa3a BeIlIe BepXHEH TpaHUIIbl HOPMBI ObUTH BBI3BAHBI TPUMEHEHHEM JIallaTHHUOA.

Koxwéunupoeanna;z mepanus ¢ Kaneuuma6uHOM

Honomuurensno k HJIP, nabmomaBmmmcs Ha (oHE MOHOTEpanmuu JIAaTHHUOOM, CIEAYIOIIHNE

HJIP nabmomanuch Ha (OHE MPUMEHEHHUs JIanaTHHUOAa B KOMOMHAIIMM C KarneuuTaOuHOM C

gacToToi 6ornee 5%, yeM B MOHOTEpAITNH KanelUTa0uHOM.

Ta6auna 2. HJIP, nad1onaBuiecst Ha (poHe MPUMeEHEHHS JaNATHHN0A B KOMOUHAIIMH €
KaneuuTaduHoOM ¢ 4acToToil 0oJiee 5%, yeM B MOHOTEPANIMH KANleUTA0UHOM.

CucremHo-oprannbiii (Yacrora HeskenarenbHble peakunu
KJIace BO3HUKHOBEHHUS

Kenynouno- OueHb YacTo Jucnencus.

KHIIIeYHbIe

HapyuIeHUsl

Hapymenns co | OueHn yacTo CyxO0CTb KOXH.

CTOPOHBI KOXH W

MOAKOKHBIX TKAHel

Crnenyroniue

HJIP HaOmopanmucs

npd TNPUMEHEHUHM JanaTuHuOa B

KOMOHWHALIUA C

KarneruTaOMHOM ¢ TOH )K€ YaCTOTOM, YTO U ITPHU MOHOTEPANUHU KaleIUTaOMHOM.

Ta6auna 3. HJIP, naéaonaBuidecsi Npu NpMMeHEeHUH JaNaTUHN0A B KOMOUHALINH €
KaneuuTaduHOM € TOH Ke 4YaCTOTOM, YTO U MPU MOHOTEPANUM KANIEIIUTAOMHOM.

CucreMHO-OpranHbIi
KJ1ace

YacTora
BO3HHUKHOBEHHUS

HeskenarenbHble peakunuu

Ilcuxnueckue
HApYLIEHUs

OueHb 4acTo

Becconnura.

Hapymenust
CTOPOHBI
CHCTEMbI

co
HEePBHOM

Yacto

TonoBHAas 00JIb.

Kenynouno-
KHIIEeYHbIe
HapyuIeHHusl

OueHb 4acTo

Cromarur, 3amop, 60716 B )KHBOTE.

Hapymenust co
CTOPOHBI  KOXKH H
MOAKOKHBIX TKaHel

OueHs 4acTo

Cunapom JIAIOHHO-TIOJOILIBEHHOM

SPUTPOAM3ICTEINH.

Hapymenust co
CTOPOHBI MBbIIICYHOI,
CKeJIETHOM U
COeTUHMTENbHOM
TKAHHU

OueHs 4acTo

Boib B KOHEUHOCTSIX, 00JIb B CITMHE.
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CucremHo-opranupiii |Yacrora Helkenaredbnbre peakin — = - == UeH]
KJIACC BO3HUKHOBEHMNS

Oo6umue Hapymenusi u|O4YeHb 4aCTO Bocnanenue cnmu3ucToil 000JI09KH MOJIOCTH PTa.
peakuMu B MecTe

BBeJ/ICHUsI

Kombunuposannas mepanus ¢ mpacmysymabom

[Ipu npumeHeHUM anaTiHUOAa B KOMOMHALMU C TpacTy3ymaOoM pomnonHutenbHbsix HIIP,
CBS3aHHBIX C JAamaTHHHOOM, OTMeueHo He Obuio. OTMEuYeHO YBEIWYCHHE YacTOTHI
BCTPEYACMOCTH SIBICHUM KapAUOTOKCUYHOCTH, OJJHAKO XapaKTep U TskecTh JaHHbiXx HJIP Obum
CpPaBHMMBl C aHAJOTMYHBIMH JAHHBIMH, TOJYYEHHBIMH B KIMHUYECKHUX HCCIEIOBAHUIX
nanatuHuOa. B KIMHUYECKUX HCCIeNOBAaHUSX MPU MPUMEHEHUHU MpermapaTa B KOMOMHALIUU C
TpacTy3ymaboMm Mo MOBOMy MeTactarudeckoro paka HJIP co cTopoHBI cepmia, BKIIOUas
ymenbmieHne OBJDK, ortmedensl y 7% MauMEeHTOB IO CPaBHEHUIO C MOHOTEpPANMER
nanatuHuOoMm (2% mnanuenToB). XapakTep M cTeneHb TsbkecTd naHHbIX HIJIP cpaBHHMBI ¢
AHAJIOTMYHBIMU JJAHHBIMH, TIOJTYYCHHBIMU B UCCIIEIOBAHUHA MOHOTEPAITHHU JTATATUHUOOM.
Kombunuposannas mepanus c 1empo301om

Hononuurensno k HJIP, mabmonarommmcs Ha (oHE MOHOTEPANHH JTATTATHHUOOM, CIEAYIOIINE
HJIP naGmroganuch mpH MPUMEHEHHWH JIATaTUHHOA B KOMOWHAITMU C JIETPO30JIOM C YacCTOTOU
6omee 5%, ueM B MOHOTEPAITUH JIETPO30IIOM.

Tadoauua 4. HJIP, nabaronaBummecsi npu NpMMeHEeHUH JanaTUHN0a B KOMOMHAIIUM C
JIETPO30JI0M € 4acTOTOM 0oJiee 5% yeM B MOHOTEPANIMH JIETPO30JI0M.

CucremHo-opranubiii |Yacrora HesxkenarenbHble peakuuu
KJIACC BO3HUKHOBEHMNS

Hapymenust c0 | OueHsp yacTo HocoBoe kpoBoTeueHnue.
CTOPOHBI

NBIXaTeJLHOM

CHCTEMBI, OPraHoB

TPYAHOH KJIETKH W

Cpea0CTeHUs

Hapymenust c0 | OueHsp yacTo Anonenusi, CyXOCTb KOXH.
CTOPOHBI  KOXKH H

NMOJAKOKHBIX TKaHel

[Ipu mpuMeHeHnM nanaTHHUOA B KIMHUYECKUH MPAKTUKE B MOCTPETUCTPALMOHHOM IEPUOJIE, B
CTIOHTaHHBIX COOOIICHUSAX U B JIMTEPATYPHBIX UCTOYHUKAX cooldImanoch o ciuenyromux HIIP (B
CBSI3U C T€M, YTO CIOHTaHHBbIE coobOmierus o HJIP mocrynaior B J0OpPOBOIBRHOM MOPSAKE U3
HNONMYJISIMKM  HEONIPENEICHHOTO pa3Mepa, U1 JAaHHBIX PEaKIMi HCIOJIb30BaHA KaTeropus
«4acTtoTa HeusBecTHay). HJIP crpynmupoBaHbl B COOTBETCTBHH C KiIacCU(UKAIMEW OpPraHoB U

cucteM opraHoB MedDRA, nepeuuciieHsl B IOPSIIKE YMEHBIIEHUS BaXKHOCTH.
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Tadoauuna 5. HJIP, na6aonaBmmecst npu l'IpI/HleHeHI/Il/EUIQ&&E‘Q‘%LBTEMZI%&&I%: 02)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

NMPaKTHKE B MOCTPErHCTPALMOHHOM TEPHOIE.

CucremHo-oprannbiii |Yacrora HexenaTenbHble peakuuu
KJIACC BO3HUKHOBEHMS
Hapymenus co |Yacrora XKenynoukoBas apUTMHUSI/KETy104YKOBast
CTOPOHBI Cepna HCH3BCCTHA TaxUKaApJAUs TUIIA «TUPYIT».
YacroTa VY nnunenue untepBana QT o JIaHHBIM
HEU3BECTHA anektpokapauorpaduu (OKI).
Hapymenns co | Yacrora Tsokenble HeXeNaTeNbHbIE SBICHUS CO CTOPOHBI
CTOPOHBI ~ KOXXM  M|HCHU3BCCTHA KOXH, BKIo4asg cuHapom CrtueHca-/[oHCOHa U
HOAKOKHBIX TKAHEH TOKCHYECKHMH SIHAEPMATbHBIN HEKPOIIH3.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare 0 MOJ03peBaeMbIX HEXKENaTEeNbHBIX pEeaKUusX I[OClie pPETUCTpaluu
JIEKapCTBEHHOT'0 Tperapara ¢ 1elbio 00ecredeHnsl HeMPepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«oNMb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
co00ImaTh O JIFOOBIX MOI03PEBACMBIX HEXKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Ipernapara
yepe3 HalMOHaJIbHbIE CHCTEMBbI COOOIICHHSI O HEXEJaTeNbHBIX pPEeaklUsX TroCyIapCTB-UJICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COK03a.

Poccuiickas @enepanus.

®denepanbHas cryx0a 1Mo Ha30py B cepe 31paBOOXPAHCHUS.

Anpec: 109012, r. MockBa, CnaBsiHcKas rionmazis, a. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIEKOMMYHHUKAITHOHHON ceTu

«utepuer»: https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

B knuHMYecKUX HCCIeoBaHUSAX MOKa3aHO, 4yTo Oosiee YacThld, YeM PEKOMEHIO0BAaHO, MpUEM
mpernapaTa MOKET MPUBOANTH K YBEITMYCHHUIO KOHIIEHTPAIIUHU JIATATUHUOA B KPOBHU, MIOATOMY HE
cienyeT NMPUHMMATh MPOMYIIEHHBIE T03bl, YMEHbIIAs HHTEpBaI Mexay npuemamu. [Ipuem
npenapara HeoOXOIUMO BO30OHOBIISATh, HAYMHAS CO CICAYIOMEH 3alIaHUPOBAHHON CYTOYHOU
JTO3BI.

CuMITOMBI

MakcumanbHasi CyToyHas 1032 B KIMHUYECKUX UccaeaoBaHusx cocrapisuia 1800 Mr BHYTpb.

VY manueHToB, MOJIyYaBIIUX TEPANHIO JIAMaTHHUOOM, OTMEYAIIMCh KaK O€CCHMIITOMHBIE CIIy4au

NEepeIoO3UPOBKU, a Takke M Ciydyau, CONpoBOXKIaBliuecss cumnromamu. HaGmromasmmecs
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R i e
CUMIOTOMBI COOTBETCTBOBAIN H3yYEHHBIM JKemaTe b —A8A et | l%ﬁh-d'rl]l_ﬁi/féai-'*-h B

HEKOTOPBIX CIy4asX BKJIIOUYAIM U3bA3BICHUE KOKU TOJIOBBI, CUHYCOBYIO Taxukapauto (OKI' B
npelenax HOPMBI IO OCTAJIBHBIM TapaMeTpaMm) W/WIM TMOPaKEHUE CIU3UCTON OOOJIOYKH.
Jleuenue

He cymecTtByeT crienuduieckoro aHTu0Ta Jyisi MHruoupoBanus GochopusiMpoBaHUs THPO3UHA
EGFR (ERbB1) u/unu HER2/neu (ERbB2).

Cumnmomamuueckas mepanus

BriBenenue nanatnHuOa MovykamMu HE3HAYUTENBHO B CBSA3HM C BBICOKOI CTENEHBIO CBS3BIBAHUS
OeKaMu TIIa3Mbl KPOBH B CBSI3M C UM OXKHJIACTCS, YTO reMoauanu3 OyaeT HedpheKTHBEH s
YCKOpEHUsl BBIBEACHUS JamatuHuOa. JlanpHelilmee Ie4eHHe ClenyeT MPOBOJUTH IO

KJIIMHAYECKUM IOKa3aHUAM WIH B COOTBETCTBUM C MECTHBIMU KIIMHUYECKUMU PEKOMEHAALUSAMU.
5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTUYECKas rpynmmna: MPOTUBOOIYXOJIEBBIC CpE/ICTBa; UHTHOUTOPHI
NPOTEUHKHUHA3; HHTHOUTOPBl TUPO3WHKWHA3Bl pELENTOpa SMUAepMalbHOrO (akTopa pocrta
yenoBeka 2-ro tumna (HER-2).

Koxg ATX: LOIEHO1.

Mexanuszm geiicTBus

Jlamatuau® —  MOIIHBIA  OOpaTUMBI  CENEKTUBHBIM  MHTHOUTOP  BHYTPUKJIIETOUHOM
TUPO3WHKHUHA3BI, cBs3biBatomumiics ¢ peunentopamu EGFR (epidermal growth factor receptor,
peuenrtop snuaepManbHoro ¢akropa pocta, ErbBl) u pementopamm HER2 (human
epidermalgrowth factor receptor, peuenrtop anuaepmansHOro hakTopa pocra yenoneka, ErbB2),
XapaKTepU3YIOLIMICS MEIJIEHHOW JuccoLMaluedl C JaHHBIMM  pelentopamu  (Iepuon
noxyaucconuanuu paBeH 300 muH wim Oonee). [lo cpaBHeHHMIO C NPyrMMH H3yYE€HHBIMU
MHTHOMTOpaMU TUPO3MHKUHA3BI JAMaTUHUO XapaKTepusyeTcst 6ojiee MeUICHHON ucconnanmen
¢ peuenropamu. JlamatuHO WHrUOMPYET PpOCT OIYXOJEBBIX KIETOK, WHUIIMHUPOBAHHBIN
BimsiHueM ErbB, kak in Vitro, Tak v y pa3iM4YHbBIX )KABOTHBIX MOZEIICH.

[ToMuMO COOCTBEHHON AaKTHBHOCTH IN VItr0 jmamaThHUO MPOAEMOHCTPHPOBAT aJTHUTHBHBIM
3 dexT mpu KOMOMHUPOBAHHOM MPHUMEHEHHH C S-(TopyparuioM (aKTHBHBIM METaOOIUTOM
KarenuTaOnHa) B YEThIpEX JTUHUSIX OMyXOJIEBBIX KJIETOK. KimmHWYeckas 3HaYMMOCTh JaHHOTO
sABleHUsT He wu3BecTHAa. KomOuHanms mamatuHMOa M TpacTy3ymMaba MOXeT 00ecneyuTh
B3aMMOJIOTIOJIHSIEMbIN MEXaHU3M JIEUCTBUS, a TAaKXKE BO3MOKHBIE HETIEPEKPECTHBIE MEXaHU3MBbI
MIPEOJIOJICHUST PE3UCTEHTHOCTH K aHTH-HER2 Tepamuu. Marnbupyronme ¢ dexTsl amarnanda

W3YYEHbl B KIETOYHBIX MOJIENSIX, IMOJBEPIIINXCS BO3ACUCTBHIO TpacTy3yMaba. JlamatuHuo
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COXpaHsSJ 3HAYUTENIbHYI0 aKTUBHOCTh IMPU U y‘leHI/II/I( %5&8&33%&?3 %Jfli:hllﬁ-nﬁ PFER2-

IMO3UTUBHBIX OIMYXOJICBBIX KIICTOK B CpCaax, COACpIKAIIUX TpaCTy3YMa6, H B KOM6I/IHaI_II/II/I C
TpacTy3ymMmaboM TIpOSIBISUT B JaHHBIX KJIETOYHBIX JIMHHUSX CHHEPTHYHOE JEHCTBUE. OTH
pe3yabTaThl JIEMOHCTPUPYIOT OTCYTCTBHE TEPEKPECTHOW PE3UCTECHTHOCTH MEXKIY IBYMS
nmuranaamu peuentopa HER2 (ErbB2).

dapmakoauHamuyeckue d3PPeKTol

Brnusnue namaruHuba Ha anuHy uHTepBasia QT OIGHEHO B MEPEKPECTHOM KIMHUYECKOM
WCCJICIOBAHUM TIPU TPUMEHEHUHM TpexX 103 jdanatuHuOa mo 2000 Mr mocie mpueMa Tpex
MoCce0BaTeNbHBIX 103 MIanedo ¢ 12-4acoBbIM HHTEPBAIOM MEXAY MPUEMOM KaKJIOM TO3BI.
MaxkcumanbHoe cpenHee oTkioHeHue uHTepBaia QTcF ormeuanocs uepe3 10 wacoB mocie
npreMa MoCleHeH 1035 TanaTHHUOA U COCTaBIIsUIO B OlleHHBaeMou nomyssiauu 8,75 mc (4,08 —
13,42 mc, 90% noBepuTenbHBI HHTEpBaN). JlaHHbIe, MOJy4YE€HHbIE B JaHHOW MOMYJISALNH,
COOTBETCTBYIOT TMOJYYEHHBIM B TOMYJISLMH HU3y4YeHHs (QapMakOAMHAMHKH, B KOTOPOM
MakcuMalbHOe cpenHee oTkiIoHeHue uHreppana QTcF cocrasmsno 7,91 mc (4,13 — 11,68 mc,
90% noBepuTenbHbIA HHTEpBaN). JlaHHbIe (hapMaKOKMHETHYECKOTo M (papMakoIMHAMUYECKOTO
aHajau3a MOATBEPKJAIOT 3aBUCUMOCTb BEIWYMHBI OTKJIOHeHus uHTepBana QTcF ot
KOHIEHTPAIUH JIallaTUHIOA B TJ1a3Me KPOBH.

5.2. apmakokuHeTHYECKHE CBOHCTBA

AOGcopbuus

BcacpiBanue mamatuHMOa TOCHE NMpPUMa BHYTPh HEMOJHOE M BapbUpyeT ¢ KO3 HUIIMEHTOM
BapraleIbHOCTU IUIOMIA[NM TMOJA (HapMaKOKMHETHYECKOW KpPUBOM «KOHUEHTpALUUs — BpPEeMs»
(AUC) ot 50% no 100%. Jlamatuau® ompenensieTcs B CHCTEMHOM KPOBOTOKE B CPEIHEM uepe3
0,25 gaca (guamazon 0 — 1,5 u). MakcumanbHasi KOHLIEHTpPAIUs JanaTUHUOA B IJIa3Me KPOBH
(Cmax) mocturaetcsi mpuMepHoO udepe3 4 yaca mociie npuemMa. Cmax B paBHOBECHOM COCTOSTHUHU
npu exeaHeBHOM npueme 1250 mr coctaBmsier B cpennem 2,43 (1,57-3,77) mxr/mn, a AUC -
36,2 (23,4-56,0) mxrxvac/mi. CUCTEMHasi SKCIIO3MIINS JIAAaTUHHOA YBEITMUUBACTCS TIPH IIPHEME
onHOBpeMeHHO ¢ mnuieid. [Ipu npueme ¢ numieil ¢ HU3KUM (conepxanue xupoB 5% wnmm 500
KaJIopuil) WM BBICOKUM (conepskanue xupoB 50% wmmm 1000 kamopuil) copepkaHHEM KHUPOB
AUC Bozpactaet B 3 u 4 pa3a (Cmax — IpuOIU3UTENHHO B 2,5 1 3 paza) COOTBETCTBEHHO.

Pacrnpenenenue

JlanatuauO oO0namaeT BBICOKOHM CTENEHbIO CBsA3bIBaHUS (Oonee uem 99%) ¢ anpbOymMHUHOM U
anb(al-KUCIBIM TJIMKOMPOTEHHOM IIa3Mbl KpoBu. VcciaemoBanusi in VItro mokasanau, 49TO
JanaTuHUO sBIsieTcs cyOctpatom s mepeHocunkoB BCRP (Genok pe3ucTeHTHOCTH paka
MosiouHoi skene3bl, ABCG2 — AT®-csa3biBarolmuii kacceTHeld Tpancnoprep (G2) u P-

rmukonporenda (ABCB1 — AT®-cBsa3piBaromuii KacceTHbIM TpaHcmoptep Bl). In vitro
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NManaTMHUO Tak)Ke OKAa3hlBall MHTHOMPYIOIIUH B@Q)eﬂ]';:&%ﬁgéﬁyﬁwgﬁozﬁj Dt

nepeHocunkoB. KnmHudeckoe 3HadeHHe 3TUX APQPEKTOB U BIUSHHE Ha (HapMaKOKUHETHKY
Jpyrux TpernapaToB, a TaKKe IMPernaparoB, 00JAJAIOUMX MPOTUBOOIYXOJIEBOH aKTHBHOCTHIO,
NOKa HenW3BeCTHO. JlamaTnHUO HE3HAYWTENBPHO WMHTHOMPYET aKTUBHOCTh IEPEHOCUMKA
oprannyeckux aHnoHOB (OAT) nnu nepeHocunka opranndeckux katuoHos (OCT).

Buorpancdopmarus

JlamatuHuO moOABEpraeTcss MHTEHCUBHOMY METaOONM3MY TJaBHBIM 00pazoM H3ohepMeHTaMH
CYP3A4 u CYP3AS ¢ munumaneHbiM ydactueM uzopepmentoB CYP2C19 u CYP2CS ¢
00pa3oBaHMEM pA3IUYHBIX OKHCICHHBIX META0OJIMTOB, Ha JIOJIO KaXJIOTO U3 KOTOPBIX
npuxoautcs He Oonee 14% m03bl, BRIBOOUMON uepe3 KuiedyHuK, uiau 10% KOHIEHTpaluu B
nJa3Me KpPOBH.

OIMMUHALNS

[Tepwon momyBbIBeneHus mnanaTuHuOa (T12) yBeIMYHMBAETCS J0303aBUCHUMO TIPH TpHUEME
OJTHOKPATHBIX J103. PABHOBECHOE COCTOSIHUE TOCTHTAETCs Yepe3 6-7 CyTOK ImpHeMa JialaTuHuoa,
T12 cocTaBisier TpUOTU3UTENBLHO CYyTKH. JlanmaTHHNO B OCHOBHOM BBIBOJMTCS Y€pe3 KHUIICYHUK:
B cpenHeM 27% (ot 3% no0 67%) B HEeM3MEHEHHOM BHie, MeHee 2% MPUHSTON 036l BBIBOJIUTCS
IMOYKaMM B HEM3MEHEHHOM BHJIE U B BUJI€ METAa0O0JIUTOB.

OHGHKa MOTEHITMAIa B3aUMOACUCTBUS C JeKAPCTBEHHLIMH CPEACTBAMU in vitro

JlamatuHUO B KJIMHUYECKH 3HAYMMBIX KOHIEHTpauusx uHruoupyer uzodepmentsl CYP3A u
CYP2CS8 in Vitro U HE3HAYUTEIHLHO HHTHOMPYET CIEAYIOIIHEe MHKPOCOMalbHbIE (DEPMEHTHI
MEYCHHU: CYP1A2, CYP2C9, CYP2C19 u CYP2D6 17003
ypuausaaudocatriarokoponosmitpancgepasy (YI'T).

ITarmeHTHl ¢ HApYIICHHUEM d)VHKHI/II/I ITOYCK

dapMaKOKMHETHKA JIATATHHNOA Y MAIUeHTOB C HapylleHHeM (DYHKIMH MOYEK WIIA MAIMEeHTOB,
HAXOMAIIMXCS Ha TeMOAHMAIN3E, WM TOJYYAIOMIUX TPOLEAYPY TeMOIUan3a, CHeIHaIbHO HE
u3yyanack. OIHaKO MaJIOBEPOSITHO BIMSHUE HApyIICHHUs (PYHKLIUHU MOYEK HA (PapMaKOKUHETHKY
JanaTUHUOA, T.K. MMOYKaMHU BBIBOJIUTCS MeHee 2% BBEJICHHOM J103bI (B BHJIC JIallaTUHHUOA U €ro
METabOJIUTOB).

ITanmeHTHl ¢ HapyIICHUEM d)VHKHI/II/I INICYCHHU

DapMakOKHMHETUKY JIaaTHHUOA HW3ydald Y TMAlUeHTOB C HapylleHueM (QYHKIMHM TEYCHH
cpenneir u Tsoxenoi crenenu. AUC namatmHuOa mocie mpuema OAHOKpaTHOHM m03er 100 mr
BHYTPb YBEJIMUMBAETCS MPUOIM3UTENHHO HA 56% 1 85% y manueHToB ¢ HapylmeHueM QyHKIUU
MEYECHU CpelHed U TsDKEJIOW CTENeHH COOTBETCTBEHHO. B CBSi3M ¢ yBeNWYeHHEM SKCIO3ULIUU
CJIEIyeT C OCTOPOXXHOCTBIO MPUMEHSTHh JIAMATMHUO Yy MAIMEHTOB C HapylIeHHEeM (yHKIHH

neyeHu. Y MAUeHTOB C MPEANISCTBYIOIUM HapylIeHHeM (DYHKIIUH TEYSHH TSKENOW CTENeHU
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npenapar crenyer mpuwensts 5 ywemsufermori (R385 ORAHERNSE OC ot

TeMaTOTOKCUYHOCTH TSDKEIOW CTeNeHH, pa3BUBIICHcS HA (OHE Mpuema JiaaTUHUOA JIeYeHHe
MpernapaToM CIeyeT OTMEHHUTh 0€3 TOBTOPHOTO BO30OHOBIICHHUS.

ITanmeHTH OKUIIOr0 BO3pacTa

Bospact He okas3piBan BiIMAHHUA Ha (papMakOKUHETUKY JjanatuHuOa. BrusHue, BeposiTHO,
OTCYTCTBYET.

Bangaue mosa, pacel

[Ton mamueHTa He OKa3bIBajl BIMAHUS HAa (DapMaKOKUHETUKY JlanaTUHUOA. BrnusiHue, BeposTHO,

OTCYTCTBYET.

Paca/sTHHYecKas NpUHAAICKHOCTD HE OKA3bIBAJIU BIUSHUS HAa ()apMaKOKUHETHKY JIaaTUHUOA.
eTn

dapMaKkOKMHETHKA JanaTHHUOa Yy TanueHToB Miaame 18 ner He wu3ydanack. JlaHHBIE

OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeyeHb BCIOMOraTeJILHBIX BellleCTB

Sapo TabJIeTKH:

EJUTI0JI03a MUKpOKpHUcTainyeckas (tum 101),
noBu10H K30,

KapOOKCHUMETWIIKpaxmai HaTpus (Tum A),
MarHusi creapar.

[1neHouyHast 000JIOYKa:

NPUBUTHINA COMOIUMEP MaKporoia u noauBuHUIOBOro criupra — 40,00 %,
Tansk — 27,50 %,

tutana quokeun (E171) — 24,08 %,

MOHO- 1 purimnepus — 4,00 %,

YaCTUYHO TUAPOIM3UPOBAHHBIN MOTUBUHIIOBBIHN criupT — 3,50 %,
KpacuTensb xenesza okcu kpacHeiii (E172) — 0,60 %,

Kpacutens xene3a okcu xxentoiil (E172) — 0,30 %,

KpacuTens xenes3a okcu uepHsiii (E172) — 0,02 %.

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 rona.
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6.4. Ocofble Mepbl IPeJI0CTOPOKHOCTH IPH anernl |OCNEAUBATENEHOCTL 0002]

XpaHuTb 1pu TEMIiepatype He Boie 25 °C.

6.5. XapakTep u coaep:kaHue NEPBUYHONH YIIAKOBKH

[To 70 nmu 140 TtabneTok B OaHKK U3 MONHMATWIECHTEpedTanara, YKyNOpPEHHbIE KPBIIIKAMU M3
MOJIMATUIIEHA HU3KOIO JABJICHUS C KOJBIIOM KOHTPOJIS MEPBOro BCKpBITHUA Uiau 6e3 Hero. [1o 1
OaHKe BMECTE C JIMCTKOM-BKIIAJIBIIIEM B ITAYKY KAPTOHHYIO.

I[Io 5 wan 10 Tabnerok B KOHTYPHYIO SYEHKOBYIO YIAaKOBKY W3 (OJBIU aTIOMHHUEBOU
JAKUPOBAHHOW TIeYaTHOW U (DOJBIM aAIFOMUHUEBOM, JIAMUHHUPOBAHHOW TTOJIMBUHUIXJIOPUIHON U
noyimamMuaHON TIeHKOU. [1o 14 mnm 28 KOHTYpPHBIX SIMEMKOBBIX YIAKOBOK IO 5 TaOJIETOK, UM 1O
7 unu 14 KOHTYPHBIX SYEHKOBBIX yMaKOBOK 1Mo 10 TabIeTOK BMECTE C JIMCTKOM-BKIIAIBIIIEM B
MayKy KapTOHHYIO.

He Bce pa3mepsl ynmakoBOK MOTYT OBITh JOCTYIIHBI JIJISl pean3aliu.

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WINH OTX0J0B, TMOJYYEHHBIX [MOCJe MPUMEeHEHUs
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MAaHUIIYJISIIUHU ¢ NPenapaToM

Oco0ble TpeOoBaHMS OTCYTCTBYIOT.
7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

Poccniickas @enepanvs

00O «OnkoTaprer»

109316, Poccus, r. MockBa, MyHUIIUNTANIBHBIN OKpYT [leyaTtHuku BH.TEp.T., Bosnrorpaackuii np-
KT, I. 42, K. 24, atax 2, koM. 193

Ten.: + 7 (495) 233-01-38

e-mail: info@oncotarget.pro

7.1 llpeacraBuTeib AepaTesisi PerHCTPALMOHHOIO yI0CcTOBepeHus: Ha Tepputopuu Corosza

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccniickas @enepanvs

00O «OnkoTaprer»

109316, Poccus, r. MockBa, MyHMIIUNIANIbHBIN OKpYT [leyaTtHuku BH.TEp.T., Bosnrorpaackuii np-
KT, I. 42, k. 24, atax 2, koM. 193

Ten.: + 7 (495) 233-01-38

e-mail: info@oncotarget.pro

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHHUA
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9. IATA TEPBAYHOW PEMMCTPALIMU (MOJTBEPHIHHNA PEFHCTPAHNY,

HEPEPETUCTPAIIUN)

JlaTa niepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast  XapakTepuUCTHKa  JIEKApCTBEHHOro  mpemapara  JlamatmHu®O  jJocTymHa — Ha
UHPOPMAIIMOHHOM TIOpTajie EBpa3suiickoro SKOHOMHUYECKOTO Cor3a B HWH(GOPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT»: http://eec.eaunion.org/.
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