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OBILAS XAPAKTEPHCTHKA JIEKAPCTBEHOPE TIPEHAPATA “705)

1. HAMUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

HonyrerpaBup, 50 Mr, TabIETKH, TOKPHITHIC TIJICHOYHON 000I0YKOM.

2. KAUECTBEHHBIN X1 KOJIUYECTBEHHBIN COCTAB
JelicTBytolliee BEUIECTBO: 0Ty TErPaBUP.
Kaxnas Tabnerka cogepxut 50 Mr gonyrerpaBupa (B BHIE 10JyTerpaBUpa HATPHSL).

[TonHbIi epeueHb BCIIOMOTaTENbHBIX BEIIECTB MPHBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPHIThIE MNIEHOYHON 000I0UKOM JKEITOT0 1IBETa, KPYTJIbIE, JBOSKOBBITYKJIbIE.

Ha nonepeunom paspese s1po 6e10ro uiu noyTH 0enoro 1BeTa.

4. KIMHUYECKUE JAHHBIE
4.1. lloka3zanusi K NPUMEHEHUI0
JlonmyTerpaBup Moka3aH K MPUMEHEHUIO Y B3POCIBIX U AeTel ¢ 6 jetr u ¢ Maccoit Tena 20 kr u

Oonee B cocTaBe KOMOMHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepamuu AJis JeuyeHUus UHQPEeKIUu

BUY-1.

4.2. PexxuMm 103MpOBaHNs U CNIOCO0 MPUMEHEHUS
Tepanuto 70IyTErpaBUPOM JOHKEH MPOBOAUTH Bpad ¢ onbIToM jieueHust BUU-undekimm.

PexxuM 103upoBaHus

Bspocnvie
Hayuenmel, unguyuposannvie BUY-1, be3 pezucmenmHocmu K UHSUOUMOpAM _UHmMEZpazbl

(AuN)

PexomeHnnoBaHHas 103a moiyTerpaBupa coctaBisieT SO MT oMH pa3 B CyTKH.

[Ipy ogHOBpEMEHHOM TMpPUMEHEHHH ¢ 3(aBUPEH30M, HEBUPANUHOM, PHPAMIUIIMHOM WM
TUIIPAHABUPOM B COUYETAHWUHU C PUTOHABUPOM PEKOMEHIyeMas J03a JONyTerpaBHpa AJs JaHHOM
KaTEroOpuu MalueHTOB cocTaBisieT 50 Mr fBa pa3a B CyTKH (cM. pazaen 4.5).

Hayuenmor, unduyuposannvie BUY-1, ¢ pesucmeHmHOCmMbIO K UHSUOUMODAM UHmMe2pa3bl

(00KVM€HI’I’ZUD0661HHOIZ Uujiu KiuHu4ecKu I’lOOOS’D@@CleMOIZ)

PexomennoBanHast no3a pomyrerpaBupa cocrasiseT 50 mr nBa paza B cyTku. Pemenue o
IPUMEHEHUN [JOJyTerpaBHpa y TAKMX MAlUEHTOB JOJKHO NMPUHMMATBCS C YyUETOM IMpPOpuUIIs
JIEKapCTBEHHOM PE3UCTEHTHOCTH K HHTMOMTOpaM UHTErpa3sl.

Y [1aHHOM KaTeropuu TMalueHTOB cleayeT u30erarb OJHOBPEMEHHOTO MPUMEHEHHS C
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3(haBUPEH30M, HEBUPAITUHOM, PU(DAMITUIIMHOM KN THHIQ%QHM%%%Jg[gﬁﬁzc%gﬂﬁgﬁbOM

(cm. pazmen 4.5).

Ilponyck npuema npenapama

B cnywae mpomycka mpueMa mpernapara cielyeT NPUHSATh MPOMYLICHHYIO 03y KaK MOXHO
CKOpee, eciu JI0 MpHeMa CIenyromei A03bl ocTaloch He MeHee 4 yacoB. Ecnm nmo mpuema
CleayIoled J03bl OCTaOCh MEHee 4 4YacoB, CleAyeT NpeHeOpeyb MPONMYyIIEHHOW J030U M
BO300HOBUTH TIPHUEM IIperapaTa 1mo OObIYHOM CXeMeE.

Oco0nIe I'pYHOIIbl TAIMEHTOB

Tayuenmsi noscunozo eospacma
JlanHble 0 IPUMEHEHUHU JOJYTErpaBUpa y NAMEHTOB B Bo3pacTe 05 JIET U cTapllie OrpaHUYEHBI.
Tem He MeHee, OTCYTCTBYIOT JaHHBIE, CBUACTEICTBYIOIINE O HEOOXOJUMOCTH KOPPEKIIUHU J03bI
JUTS TAaHHOM IpyIbl marueHToB (cM. pasmaen 5.2).
Tayuenmsi ¢ Hapywenuem QyHKyuy nouex
[TaruenTam ¢ HapymieHHeM (DYHKIIMH MOYEK JIETKOW, CPEeIHEH WM TSDKEIOW CTENEHHU TSKECTH
(xmupenc kpearnHuHa [KK] < 30 mur/mMuH, He Ha Juanu3e) KOPPEKIHMs J03bI HE TPeOyeTcs.
JlocTynHBl ~ OTpaHMYEHHBIE JaHHBIE 1O MPUMEHEHHIO JOJyTerpaBUpa Yy MAalUeHTOB,
HAXOJSAIIUXCS Ha JIUalu3e, TEM HEe MEHee, pa3Nuiuii B apMaKOKHHETHUKE B IAHHOM MOMYJISINH
He okuaaercs (cM. pasaen 5.2).
Ilayuenmul ¢ napywenuem ynkyuu nevenu
[TaumenTam ¢ HapylieHHeM (yHKLIUU MEYEHHU JIETKOW WM CpellHel CTeneHu TshkecTH (kimacc A
wii B nmo mxane Yaitng-IIeto) xoppekiust no3sl He TpeOyercs. OTCYTCTBYIOT JaHHBIE
OTHOCHUTEJIbHO MAallMEHTOB C HapylleHHeM (YHKLUUHU TMeueHu Tskenol creneHu (kjmacc C mo
mkane Yainna-I1po), mo3roMy y Takux NAUEHTOB JOJyTErpaBUp CIEAYET HPUMEHATH C
OCTOPOXKHOCTBIO (CM. pazzen 5.2).

eTH
Jemu 6 so3pacme om 12 0o 18 nem u ¢ maccoii mena 20 ke u bonee
Jns marmenToB B Bo3pacte ot 12 nmo 18 ner m ¢ maccoii tena 20 kr U Oojiee B OTCYTCTBHE
PE3UCTEHTHOCTH K MHTMOUTOpaM MHTETpa3bl peKOMEHI0BaHHAs 71032 JOJTyTErpaBrpa COCTABIISET
50 Mr oziMH pa3 B CYTKH.
HepnocTaTouHO AaHHBIX A peKOMEHIAIMK J03bl JOJIyTerpaBupa JJid NPUMEHEHUs y JeTei ¢
PE3UCTEHTHOCTHIO K MHTMOUTOpaM MHTETpasbl.
Hemu 6 6o3pacme om 6 0o 12 nem u ¢ maccou mena 20 ke u bonee
Jns mamueHToB B Bo3pacte oT 6 g0 12 mer u ¢ maccoii tena 20 kr u Ooiee B OTCYTCTBUE
PE3UCTEHTHOCTH K MHIMOUTOpaM MHTETrpa3bl PeKOMEH0BaHHAs J103a JOJyTErpaBupa COCTaBIIsET

50 Mr osIMH pa3 B CyTKH.
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PE3UCTEHTHOCTHIO K MHTUOUTOPAM MHTErPa3hbl.

Hemu 6 6o3pacme 00 6 nem u/unu ¢ maccou mena menee 20 ke

be3onacHocth n 3dexTuBHOCTD npemnaparta JomyrerpaBup, TaGJIETKU, MOKPBITHIE TUICHOYHOMN
000J104KO#, y mereit B Bo3pacte oT 0 g0 6 yieT u/uim ¢ mMaccoii tena Menee 20 KI' Ha JaHHBIHA
MOMEHT HE YCTaHOBJIEHBI. /J[aHHbIE OTCYTCTBYIOT.

Cnooco0 npuMeHeHus

BHyTpb, HE3aBUCUMO OT IpHEMa MUILIH.
[TarueHTamM C pPE3UCTEHTHOCTHIO K HMHTUOMTOpaM HMHTErpa3bl PEKOMEHAYETCS MPUHUMATD
JIOJIyTETPaBUp BMECTE C MHINEH i1 YBEIWYEHUS SKCHO3UIMU (OCOOCHHO MalueHTaM ¢

myTareit Q148) (cm. pasaen 5.2).

4.3. IlpoTUBOMOKA3AHUS

— I'unep4yBCTBUTENBHOCTh K JOJTYTETPaBHPY WIM K JIOOOMY M3 BCIIOMOTATENbHBIX BEILECTB,
MepeUYrCIICHHBIX B pazzene 6.1

— OJHOBpEMEHHOE NMPUMEHEHHUE C JIEKaPCTBEHHBIMH IIpernapaTaMy C y3KUM TeparneBTHUECKUM
IUana3oHoOM, KOTOpble  SBISAIOTCA — cyOcTparamMu  OejlKa-TIepeHOCUMKAa  OpPraHMYeCcKUX
kaTroHoB 2 (OCT2), B yacTHOCTH, TO(ETHIMIOM, MUICHKAMHUIOM WK (paMIpPUINHOM (TaKKe

U3BECTEH KaK Manb(GaMIIpuanH; cM. paszjaen 4.5)

4.4. OcoOble ykazaHMsl M1 Mepbl PeI0CTOPO’KHOCTH NPH NPUMEHEHUH

PeaKHI/II/I THUIICPYYBCTBUTCIIbHOCTHU

[Tpu npuMeHeHnHn 10JTyTerpaBupa ObUIM 3apErMCTPUPOBAHBI PEAKIIMU TUIIEPYYBCTBUTENBLHOCTH,
KOTOpbIE XapaKTePH30BAJIUCh IOSBICHUEM CBIIIHM, CHCTEMHBIMH HAapyLICHUSIMHU W HHOTAA
HapymeHHeM (YHKIIMU OPTaHOB, B TOM YHUCIIE TSKEIBIMU PEAKIMSIMHA CO CTOPOHBI reueHu. [1pu
BO3HHUKHOBEHUH TPH3HAKOB WJIM CHMIITOMOB PEAKIM THIIEPYYBCTBUTEIBHOCTH (B YaCTHOCTH,
CBITTH TSDKEJION CTETICHH WJIHM CHITH, COIPOBOYK/IAIOIICHCS MTOBBIIICHHEM aKTUBHOCTH (DEPMEHTOB
[ICUEHH, TMOBBIICHUEM TEeMIepaTyphbl Tesa, OOIIMM HEJOMOTaHUEM, YTOMIISIEMOCTbIO, OOJBIO B
MBIIIIAX UM CycTaBax, 00pa3oBaHUEM BOJIBIPEH, MOPaKEHUSMH CIIM3UCTONW 000JIOUKHU MOJIOCTH
pTa, KOHBIOHKTUBUTOM, OTEKOM JIMIA, D03WHO(WINEH, aHTHOHEBPOTHYECKHM OTEKOM)
HEOOXOIMMO HEMEJICHHO MPEKPaTHTh MPUMEHEHHE JOIyTerpaBUpa M JAPYTHX JIEKApPCTBEHHBIX
CpeACTB, KOTOpbIE MOIJM OBl BBI3BATh MOAOOHBIE peakuud. HeoOXoauMo KOHTpPOIMPOBATH
KJIMHUYECKOE COCTOSIHHE MallMeHTa, B TOM YHMCIIE MMOKa3aTeNu NMEYeHOYHBIX aMHHOTpaHcdepas u
OnnmpyOuHa.  3ajmepKKa  TNpeKpalleHWs  JICYCHUS  JONYTErPaBHpPOM  WIM  JAPYTHMH

JICKAPpCTBCHHBIMU CPCACTBAMH, KOTOPBIC MOIIN Obl BBI3BIBATH HO,Z[O6HI)I€ p€aKknuuu, I10CJIC
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aJUIEPrU4eCcKOM peaKiuu.

CI/IHZ[DOM BOCCTAHOBJICHUA UMMYHHUTCTA

Y BUY-uHQUUUPOBAaHHBIX MALUEHTOB C TSXKEJIbIM MMMYHOAE()ULIUTOM Ha MOMEHT Hadaia
KOMOWHHUPOBAHHON aHTUPETPOBUPYCHOU Tepanuu (KAPT) BO3MOXKHO pa3BUTHE BOCIIATUTEIHLHOM
peakuuu B OTBET Ha AaKTUBALMIO BO30yAMTENE OECCHMIITOMHBIX WJIM OCTaTOYHBIX
OMNIMOPTYHUCTHYECKUX HWHQEKIHMHA, YTO MOXET CTaTh HNPUYMHON CEPbEe3HOTO YXYAIICHHS
COCTOSIHUSA U yCyryOJeHusl cuMIIToMaTuKU. Kak 1paBuiio, Takue peakliuy BO3HUKAIOT B TCUEHUE
HEpPBbIX HECKOJIBKMX HeAedb WIM MecsueB nocie Havdana KAPT. TunuuseiMu npuMepamu
SBIISIIOTCSL  LUTOMETAJIOBUPYCHBIH  PETHHUT,  TE€HEPAJM30BaHHBIE  W/WIM  OYaroBbIe
MHKOOaKTepUabHble WH(EKIMU W IHEBMOHHMs, BbI3BaHHas Pneumocystis jirovecii. Ilpu
HOSBJICHUM JIOOBIX CUMIITOMOB BOCHAJE€HHs HEOOXOIMMO IPOBECTH OOCIEIOBAHUE M IPH
HE00XOIMMOCTH HayaTh COOTBETCTBYIOILEE JIeUeHHE. AyTOMMMYHHbIE 3a00J1eBaHus (Takue Kak
6one3np ['peiiBca M ayTOMMMYHHBIN T'€MIaTUT) TaK)Ke HAOMIOJATMCh HAa (POHE BOCCTAHOBIICHHS
MMMYHMTETA, OJIHAKO 3apETMCTPUPOBAHHOE BPEMsI MEPBUYHBIX IPOSBICHUI BapbUpyeT U
JTaHHBIE SBJICHUS MOTYT BO3HHMKATh Yepe3 MHOI'O MECSLEB 110CIIE Hayala Teparuu.

B Hawane Tepanuu I0MyTErpaBUPOM Yy HEKOTOPBIX MALMEHTOB C KOMH(EKIHEeH BHUPYCOM
renatuta B w/unu C HaOM01a10Ch MOBBIIEHNE YPOBHSI OMOXUMHUYECKMX MapKepoB (PYHKIIMH
MEYEHHU, YTO COOTBETCTBOBAJIO CHHJPOMY BOCCTAaHOBJIEHHUS HMMyHUTeTa. PexkomeHayercs
HaOJroleHne 3a YpPOBHEM OMOXMMHYECKHX MapKepoB (YHKIMM IE€YEHH Yy TMAIHUEHTOB C
konHpekuuent Bupycom renatura B n/mmm C. HeoOxoauMm ocOOEHHO THIATEIbHBINH KOHTPOJIb B
Hayajie Win BO BpeMs MpoBesieHus 3pGeKTUBHOM Tepanuu remnatuta B (cormacHo aeicTByromum
PYKOBOJICTBAM) INpH Ha3HAYEHUU TEpaNuU JOJYTErpPaBUPOM Yy MALMEHTOB C KOMH(EKIuen
BUpycoM renaturta B (cMm. paznen 4.8).

OnnopTYHHCTUYECCKHE I/IHd)CKHI/II/I

[TarueHTOB crenyer NpoUMHPOPMHUPOBATH O TOM, 4YTO JOJyTErpaBup uiu Jobas Apyras
AHTUPETPOBUpYCHas Tepamnus He uineunBaeT BUU-uHdexnuio 1 He MCKIII0YaeT BO3MOXKHOCTh
pa3BUTHsI ONMIOPTYHUCTHUYECKUX MH(EKIMA U apyrux ocioxHeHuid BUY-undpexuuu, mosromy
HAalMeHThl JIOJDKHBI OCTaBaThCid MOJA  TIIATEIbHBIM KIMHHUYECKUM HaONIOJIEHHEM Bpaya,
HMMEIOIIETO OMBIT JieueHus 3Tux BUY-acconmnpoBaHHbIX 3a007€BaHUM.

Ilepenaya BUY-nudeximu

Xots ObUI0 J0Ka3aHO, 4TO 3P PEKTUBHOE MO/IABICHNUE BHPYCa C TIOMOIIBIO0 aHTUPETPOBUPYCHOM
Tepaluu CyLIECTBEHHO CHMXaeT pUcK nepenaud BMY mosnoBsIM IyTeM, HCKIIIOYAaTh 3TOT PUCK
HOJHOCThIO Henb3d. Crenyer coOmroaTh Mepbl NPEAOCTOPOXKHOCTH Ul MPEJOTBPALCHUS

nepenaun BUUY B COOTBETCTBUM ¢ HALIMOHAIBHBIMU PYKOBOJICTBAMHU.
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[lpy Hanuyuu pPE3UCTEHTHOCTH K IMpenaparaMm Kjiacca HHIHOMTOPOB HWHTErpasbl CIEIyeT
u3oerath (aKTOpPOB, KOTOPBIC MIPUBOIAT K CHHKCHHUIO KCIIO3UILIMH JIOJIYTErpaBUpa, B TOM YUCIIC
COBMECTHOI'O MPUMEHEHUsI C JICKAPCTBEHHBIMU MPENapaTaMy, KOTOPbIC CHUKAIOT SKCIIO3UIIUIO
J0JTyTerpaBupa (HalpuMep, MarHuii- U aJJFOMUHUICOIepIKaIie aHTallU/IbI, IPerapaThl jxele3a u
KaJIbLUs, TIOJIMBUTAMHUHBI M CPEJCTBA ISl MHIIYKIIMHU, 3TpaBUpUH (0€3 yCUIICHHBIX HHTHOUTOPOB
npoTeasbl), THIIPAHABUP/PUTOHABHUD, PUDAMIIUIMH, 3BepOOOH MPOABIPSBICHHBIH U HEKOTOPHIC
IPOTHBOCY IOPOKHBIE JIEKAPCTBEHHBIE Ipenapathl) (cMm. paszaen 4.5).

JonyTterpaBup  MHOBBILIACT  KOHIEHTpanuioo  MeTdopmuHa. Heobxoaumo  paccMoTpeTh
BO3MOXKHOCTh KOPPEKIMU J03bI MET(GOPMUHA B Hayalle W MPH MPEKPAIICHUU OIHOBPEMEHHOIO
NPUMCHEHHS JIOJyTerpaBupa ¢ MET(GOPMHUHOM JIjIsl TOMJICPKAHUS KOHTPOJS TIUKEMUHU
(cm. pazmen 4.5). MerhopMUH BBIBOJUTCS I[OYKAMH, [OITOMY Ba)KHO KOHTPOIHPOBATH
(YHKIHIO MOYEK MpU COBMECTHOM IMPHMEHEHHH C J0JyTerpaBupoM. JlaHHas KOMOWHAIHs
MOXET TOBBIIIATH PUCK PA3BUTHUS JIAKTOAIM/032 Y MAIIMEHTOB C MMOYCYHON HEAOCTaTOYHOCTHIO
cpenHeit crenenu TskecT (ctaaus 3a, kaupenc kpeatunuHa [CrCl] 45-59 mu/mun), mosromy
PEKOMEHIyeTCsl COOMI0aTh OCTOPOXKHOCTh NPH NMPUMEHEHHH y TakuX manueHTtoB. Cremyer
TIIATEIBHO PACCMOTPETh BO3MOXKHOCTh CHIDKEHHUS 10361 MET(OPMHUHA.

JIBYXKOMIIOHEHTHAS TEPAITHs

Punnusupun u oonymezpasup

JIBYXKOMITOHEHTHasI TepaIusi pUINUBUPHHOM B J103€ 25 MI' OJTUH pa3 B CYyTKHU M JJOJTyTErpaBUpOM
B n03¢ 50 Mr oaMH pa3 B CyTKM H3y4ajachb B JIBYX pPaHJOMHU3HUPOBAHHBIX OTKPBITHIX
uccnenoBanmsix SWORD 1 u SWORD 2. DtoT pexuM MOKET NPHUMEHSTHCS ISl JICUCHHUS
uHpexkunu BNY-1 y nanmenTos ¢ Bupyconornueckoi cynpeccuein (PHK BIY-1 < 50 konuit/mo)
TOJIBKO TpPU OTCYTCTBHM HM3BECTHOM WJIM TI0J03pEBAEMON PE3UCTEHTHOCTH K JI0OOMY W3
KOMIIOHEHTOB APT.

Jlamusyoun u donymezpasup

JIByXKOMITOHEHTHAs! Teparwsl JOIyTerpaBUpPOM B s103e SO MT OJMH pa3 B CYTKH W JIAMHUBYIHHOM
B 03¢ 300 Mr oguH pa3 B CyTKH HM3ydajach B JABYX KPYNHBIX PaHJIOMH3HUPOBAHHBIX CIIEIBIX
uccnenoBauuax GEMINI 1 u GEMINI 2. DT1oT pexkuM MOXET NPUMEHSATHCS Ui JICYCHHS
uHpexkunn BUY-1 Tonbko mpH yclIOBUM HM3BECTHOW WM TMOJIO3PEBAEMOW PE3UCTEHTHOCTH K
npernapartam Kjiacca MHTHOMTOPOB HHTETPA3bl WIIH K JIAMUBY IUHY.

Pe3ncTeHTHOCTD K I/IHFI/I6I/ITODaM HWHTETrpas3bl, UMCroniasa 0c000€ 3HAYCHHE

IIpy mpuHATHM pelIEHUs O NPUMEHEHMM JOJyTerpaBUpa IPU HAJIUYUU PE3UCTEHTHOCTH K
mpernapataM  Kjlacca MHTHOMTOPOB HMHTErpasbl CIEQyeT YYUThIBaTh, YTO aKTUBHOCTH

AO0JIyTerpaBUpa 3HAYHUTCIbHO CHHXCHA B OTHOIOCHHMM BHUPYCHBIX MITaMMOB, HECYHIUX
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Jlo kakoi cTeneHW IOMYTErpaBUp MPOSBISACT IMOBBIICHHYIO 3()QEKTUBHOCTh TPHU HATUIUH
TaKOW PE3UCTEHTHOCTH K HHIMOMTOPaM HHTErPa3bl, OCTACTCS HESICHBIM (CM. pasnen 5.2).
OcTteoHeKkpo3

HecMoTpst Ha TO, 94TO 3THOJIOTHS TAHHOTO 3a00JI€BaHUS CUYUTACTCS MHOTO(AKTOPHOH (BKIIIOYAS
NPUMEHEHHE KOPTHKOCTEPOUJOB H JU(OCHOHATOB, YMOTPEOICHHE aJIKOTOJNSA, TSKEIYIO
MMMYHOCYTIPECCHIO, BBICOKMH HWHIEKC MacChl Teja), Clydal OCTEOHEKpPO3a BCTPEUYAIUCh Y
ManyueHToB Ha mno3aHed cragun BUY-uHbeknuum w/wim  JUIMTEIbHO TNPHUHUMABIIUX
koMOuHupoBaHHy0 APT. Ilanuentam criemyer oOpaTUThCS K Bpayy, €ClAM OHU HCIBITHIBAIOT
00JIM ¥ CKOBAHHOCTD B CYCTaBax WM TPYAHOCTHU TP JABUKCHHUH.

Macca Tena 1 MEeTa00IUICCKHIE napaMETphbl

Bo Bpems aHTHpPeTpOBUPYCHOM Tepamuu MOMKET MPOUCXOAUTh YBEIMYEHHME MacChl Tella U
HOBBIIIIEHNE KOHIIEHTPALUH JIMIUI0B U IJIIOKO3bI B KPOBU. DTH U3MEHEHUS MOT'YT OBbITh B KaKOii-
TO CTEIIEHHU CBS3aHbl C KOHTPOJIEM 3a001€BaHMs U 00pa30oM KU3HU. B HEKOTOPBIX ciyuasx Obuin
IIOJIy4Y€Hbl JIaHHbIE, CBUJIETEIICTBYIOLUIME O CBSI3U MOBBILICHUS KOHLEHTPALMHU JIMIUAOB C
IPOBOJUMON Tepanuei, 0JlHaKO HeT BECKUX JJ0Ka3aTelIbCTB OTHOCUTENIHO CBSI3U YBEIMUYCHMS
Macchl Tela C KakoH-mubo KOHKpeTHoW Tepamueil. KoHTposb KOHIEHTpaluuu JMIUAOB U
[JIFOKO3bl KPOBU CJIEyE€T MPOBOJAUTH B COOTBETCTBUHU C YCTAHOBJIEHHBIMU PYKOBOJACTBAMHU IO
nedenuto BUYU-undexnun. Hapymenus aunuaHoro ooMeHa HEoOXOJUMO KOPpPEKTHpOBaTh B

COOTBCTCTBUH C KIIMHUYCCKUMU MTPOABJICHUAMU.

4.5. B3auMojeilicTBMe C JAPYrHMH JIEKAPCTBEHHbIMH TMpenapaTamMu W JApPyrue BH/bI
B3aNMOAelCTBUA

BimsgHue gonyrerpaBupa Ha d)aDMaKOKI/IHCTI/IKV APYIUX JEKAPCTBCHHEBIX CPCACTB

In  vitro nmomyTrerpaBUp JEMOHCTPUPOBAJ OTCYTCTBHUE TPSMOTO HHTHOMPOBAHUS MU
He3HaunTensHoe uHrnomposanue (MKso > 50 MxM) m3odepmenTos cuctemsl nurtoxpoma P450
(CYP)1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A,
ypuauaaudocat-rmokyponosuntpancepazsl  (YAD-I'T)IA1 wmm  YAD-I'T2B7, aubo
nepeHocunkoB Pgp, BCRP, BSEP, OATP1B1, OATP1B3, OCT1, MRP2 umu MRP4. In vitro
noayrerpapup He wuHaynupoBan uzodepmentsi CYP1A2, CYP2B6 wiun CYP3A4. In vivo
JOJTyTeTPaBHp HE OKa3bIBAJ BIIMSHHUS Ha MHJa30j7aM — mokaszatens aktuBHOCTH CYP3A4. Ha
OCHOBaHMM JTHUX [JAHHBIX HE OXXKUIAETCS BIMSHUE [ONyTerpaBHpa Ha (HapMaKOKHHETHKY
JICKapCTBEHHBIX CPEACTB, KOTOpBIE SBISIOTCA CyOCTpaTamMu JaHHBIX (epMEHTOB WM
MePEHOCUMKOB (HAMpPUMEp, WHTHOUTOPHI OOpPAaTHOW TPAHCKPHUIITA3bhl WU MPOTEas3bl, abakaBHp,

SUJO0BYJIHWH, MapaBUPOK, OIHWOHUIHBIC AHAJIBICTHKH, AHTUACIIPECCAHTBI, CTAaTHHBI, Aa30JIbHBIC
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TUC(YHKIUH, ATUKIOBUD, BAIAIUKIOBUD, CUTATJIMITHH, a/1e()OBHP).

B uccnenoBanusx B3auMOJIEHCTBHS C APYTHMHU JIEKAPCTBEHHBIMU CPEJICTBAMHU JIOJyTErPaBUp HE
OKa3bIBaJl KIMHUYECKH 3HAYUMOTO BIUSHUS Ha (apMaKOKUHETHKY CJEIYIONIMX IMpenaparos:
TeHO(OBUP, PUTOHABUD, METAJIOH, 3(haBUpPEH3, JIOMMMHABUD, aTa3aHABUD, JapyHABUP, ITPABUPHH,
docammnpeHaBup, pPUINHBUPUH, OOIENPEBHp, TENANPEBUpP, TAKIATACBUP M IEpOpalbHbIC
KOHTPAIICTITUBBI, COAEPIKAIINE HOPTECTUMAT M STHHUIIACTPATUOI.

In vitro nonyTerpaBup HUHrMOMPOBAT AKTUBHOCTD MTOYEYHOTO OEJIKA-TIEPEHOCUYNKA OPTaHMYCCKUX
katuoHoB 2 (OCT2) (MKso = 1,93 MxM), Oenka-nepeHoCYnKa, OCYIIECTBIISIONIETO BhIBEICHUE
pa3IuYHbIX JeKapcTBeHHbIX BewecTB U ToOKCHHOB (MATE) 1 (MKso = 6,34 MmxM) u MATE2-K
(UKs0 = 24,8 MkM). C y4eToM 3KCIO3UIMU JOTyTerpaBupa in VIVO MajJoBEpOSITHO €ro BIIHSIHUC
in vivo Ha Ttpancnopt cybcrparoB MATE2-K. In Vvivo gomyrerpaBup MOXET MOBBIIIATH
KOHIIEHTPAIIMIO B IUIa3ME€ KPOBHU JIEKAPCTBEHHBIX CPEACTB, BHIBEACHHE KOTOPBIX 3aBUCUT OT
OCT2 wmu MATEI (Hanpumep, noderwimaa, MAJICHKanHUAA, (GaMIIpuIdHa [TakKe U3BECTCH
KaK ganbhamnpuant| wid metdhopmuna) (cM. Tadnuiry 1).

In vitro momyTterpaBup MHIHOMPOBAI aKTUBHOCTH 0a30iaTepalibHBbIX OCIKOB-IEPEHOCUYHUKOB B
noykax: nepenocunka oprannueckux anuoHoB (OAT) 1 (MKsp = 2,12 MxM) u OAT3 (UKsg =
1,97 MmkM). OpHako JJONyTErpaBUp HE OKa3blBaJl BBIPAKCHHOTO BIUSHUSA (N VIVO Ha
¢dapmakokuHeTuky cyOctparoB OAT tenodoBupa u mapaamuHorumnmypara. Takum oOpazowm,
JOJyTerpaBup  00JajaeT  HE3HAUMTENbHOM  CHOCOOHOCTBIO K B3aUMOJACHUCTBUIO  C
JIeKapCTBEHHBIMM CPEJCTBAMU 3a CUeT UHIMOupoBaHus nepeHocunkoB OAT.

Bimsaue APVYIux JEKAPCTBEHHBIX CPECACTB HA d)aDMaKOKI/IHeTI/IKV JOJIYTErpaBupa

HonyTterpaBup BBIBOJWUTCA TJaBHBIM 00pa3oMm mocpeiacTBoM Merabommsma Y(D-I'TIAIL.
HonyterpaBup Takxke sBisiercss cyocrtparom YID-I'T1A3, YVID-I'TIA9, CYP3A4, Pgp u
BCRP; mosToMy 1nekapcTBEHHBIE CpEICTBA, KOTOpPbIE HHIAYIHUPYIOT AaKTHUBHOCTh JaHHBIX
(epMEHTOB MIIN TIEPEHOCYUKOB, TEOPETHUECKH MOTYT CHUKATh KOHIIGHTPAIUIO I0JTyTerpaBupa B
11a3Me KPOBU U YMEHBIIATh €T0 TepaneBTHUecKuii 3 (eKT.

OnHOBpeMeHHOE MPUMEHEHHE JONyTerpaBUpa W JPYTHX JEKapCTBEHHBIX CPEICTB, KOTOPHIS
unruoupyot YO-I'T1A1, VID-T'T1A3, YAD-I'TIA9, CYP3A4 u/unu Pgp, MOXKET MOBBICHTH
KOHIICHTPAIIHIO JIOJTyTEerpaBUpa B IJIa3Me KPOBH (CM. Tabmuiry 1).

In vitro mosnyTerpaBup He SIBISETCS CyOCTPaTOM YEIOBEUECKOTO IMOJHUIMENTHIA-IEPEHOCUYHKA
oprannueckux aHnoHoB (OATP)1B1, OATPIB3 wmu OCTI1, mosToMy HE OXHIACTCS, YTO
mpernapaTsl, MOAYIUPYIOIINE UCKIIOYUTENEHO aKTUBHOCTh 3TUX MEPEHOCUYUKOB, OYAYT BIUATH

Ha KOHIIEHTPAIUIO J0IyTerpaBupa B 1jaa3Me KpoBH.



COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 26.11.2024 N2 26147

COCMENORATE TR O00EY
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PUTOHABUPOM TPUBOAMIN K 3HAYUTEIHPHOMY CHUKCHHIO KOHIIEHTPAIMU JIOJyTerpaBUpa B
IU1a3Me KPOBHU, TIOATOMY B JJAHHBIX CIIydasix HE0OX0AMMa KOPPEKIHs 10361 JoiyTerpaBupa 10 50
MT JIBa pa3a B CyTKH. JlelicTBuE 3TpaBUpHHA YMEHBIIAIOCh IPU OJHOBPEMEHHOM IMPUMEHEHUU
uaruoutopoB CYP3A4 nonuHaBUpa/pUTOHABHpa W JIapyHABUPA/PUTOHABUPA;, aHATOTHYHBINA
3peKT OXUIaeTcs MpH OJHOBPEMEHHOM NPUMEHEHHMH ara3aHaBUpa/puTOHaBHpa. Takum
o0pa3oM, MNpH OJHOBPEMEHHOM TNPUMEHEHHWU JOJyTErpaBHpa C OSTPABUPUHOM H JIHOO
JIOTTMHABUPOM/PUTOHABUPOM, h117 (0] JapyYHaBUPOM/PUTOHABUPOM, 60
aTa3aHABUPOM/PUTOHABHPOM KOPPEKLHMs J103bl JOdyTerpaBupa He TpeOyerca. [pyroi
UHAYKTOp — (OCaMIIPSHaBUP — B COYCTAHHMH C PHUTOHABUPOM MPHUBOAUI K CHIDKECHUIO
KOHIICHTPALlMH JIOJyTETPaBUpa B IJIa3Me KPOBH, OJJHAKO KOPPEKIUS J03bI OJIyTerpaBupa mpu
sToM He Tpedyercs (cm. Tabmumy 1). MccnemoBaHue IJieKapCTBEHHOTO B3aWMOJEWUCTBUS C
uaruouTopom YJID-I'T1A1 arazaHaBupoM HE MOKA3aJI0 KIMHUYECKH 3HAYMMOTO TTOBBIIICHUS
KOHIIGHTPAallMH JIOJyTeTpaBupa B IUia3Me KpoBu. TeHodoBup, JIOMUHABHP/PUTOHABUD,
JapyHaBUD/pUTOHABUD, PHINUBUPUH, OOIENPEBHp, TeNANpeBUp, MPEIHU30H, pHudaldyTuH,
JAKJIaTaCBHP U OMEMPa30Jl He OKa3bIBaJIM BIUSHUS, TMO0 OKa3bIBAIM MUHUMAJIbHOE BIHUSHUE HA
(dbapMaKOKMHETHKY AOJTyTerpaBupa, MOITOMY MpPH OJHOBPEMEHHOM MPUMEHEHUH C JaHHBIMH
JIEKapCTBEHHBIMH CPEJICTBAMU KOPPEKIIHSI TO3HI TOJTyTerpaBupa He TpedyeTcs.

B Ttabmume 1 ommcaHo B3aMMOAEHCTBHE ONYTErpaBUpa C HEKOTOPHIMU JIEKApCTBEHHBIMH
cpenctBamu. llpuBeneHHbIE pEKOMEHJAIMM OCHOBAaHbI Ha pe3ylbTarax HCCIeIOBaHUN
B3aMMOJICHCTBHS JOIyTErpaBupa ¢ IPYTHMH JIEKAPCTBEHHBIMU CPEACTBAMHU, MO0 Ha MPOTHO3E
B3aWMOJICVCTBUAI B CBSI3U C OXWJA€MOW MHTEHCUBHOCTBHIO B3aWMOJICUCTBUS U BEPOSITHOCTHIO

Pa3BUTHUSI CEPbE3HBIX HEXKETATENbHBIX SBJICHUIN WU yTpaThl 3P(EKTUBHOCTH.

Taonuua 1. B3aumooeiicmeue ¢ Opyzumu 1eKapcmeeHHbIMU CPeOCmeamu

Kunacc conyrcrByroniero Bausinue Ha | KommenTapuu
JIEKAPCTBEHHOI'0 CPEACTBA; | KOHLEHTPALUIO
HaMMEHOBaHHE JA0JIyTerpaBupa WIH
JIEKAPCTBEHHOI'0 CPeACTBAa CONYTCTBYIOLIEr0

JIEKAPCTBEHHOI'0

cpeacraa

IIporuBoBHpYCcHBIE NpenapaTsl 1 Jedenusa BUY-1

Henykneo3uonvle uneubumopsbt 00pamuou mpancKpunmaszol

OtpaBupuH  6e3  ycuienus | Jlomyrerpasup | OtpaBupuH 0€3  yCWJICHHUs

MHTUOUTOpPAaMU NPOTEa3bl AUC | 71 % MHTUOMTOpaMU IIpOTEasbl
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Crax | 52 %

5 o,
1T

TEAGEATE MR OCTRARR:

Ct | 88%

DTpaBUpUH <>

KOHLEHTpaluu
JoJyTerpaBupa B ILIa3Me
KpoBU. Pexomennyemas noza
JIOJlyTETpaBUpa  COCTAaBIISAET
S50 Mr nBa pasza B CyTKH IpHU
COBMECTHOM IPUMEHEHUU C
TpaBUPUHOM 0€3 yCHIICHUS
UHTHOUTOpaMu IIPOTEA3BI.
[Tannentam c
pe3ucrteHTHOCTBI0O K MHU He
cleayer IPUHUMATD
JIOJYTErpaBUp C STPABUPUHOM
oe3 OJTHOBPEMEHHOTO
NPUMEHEHHS aTa3aHaBHpa/

pUTOHABHpA, NapyHaBupa/

puUTOHABUPpA UIIN J'IOHI/IHaBI/Ipa/

pHUTOHABHpA.

OTpaBUpHH + JlonyTerpaBup <> JlonuHaBUp/pUTOHABUD U

JIOTMHABUP/PUTOHABUD AUC 111 % JTPaBUPUH HE  OKa3bIBaJIHU
Cmax 17 % KIIMHUYECKHU 3HAYUMOTO
Ct128% BIVMSIHUS Ha KOHIICHTPALUIO

Jlonunasup <>

AOJIyTerpaBupa B ia3mMe

kpoBu. Koppekuus no3el He

PutonaBup < Tpedyercsi.
OTpaBupuH + Homyrerpasup | JapyHnaBup/putoHaBup u
JapyHaBHpP/pUTOHABHP AUC | 25% OTPaBUPHH HE  OKa3bIBAIU
Crmax | 12 % KJIMHUYECKU 3HAYUMOTO
Ct | 36 % BJIMSIHUSA Ha KOHIICHTPALUIO
HapyHasup < JONMyTerpaBupa B IUIa3Me
PuaroHasmp > kpoBu. Koppekumss m03bl He

Tpebyercs.
Ddaupens JomyTerpaBup | DdaBupeHs  mpuBOIUI K
AUC | 57 % CHIDKCHHUTO KOHIEHTpauU
Cmax | 39 % JIONYTErpaBupa B IUIA3ME
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Ct]75% LTS\ s a8 g 518

MPUMEHEHUH C 3(haBUPEH30M
DdaBupens « pEKOMEHTyeMast 032
JOJyTErpaBupa  COCTaBIISECT
50 Mr nBa paza B cytku. llo
BO3MOYKHOCTH Y HAIlMEHTOB C
pesucteHtHocThto  k  MuHU
ClieyeT PUMEHSTh
ATBTEPHATHBHYIO

KOMOWHHUPOBAHHYIO TEPaIuIo,

HC BKJIFOYAIOIITY O 3(baBHpeH3.

HeBupanux HomnyrerpaBup | OMHOBpEMEHHOE TIPUMEHECHUE
C HEBHUPAIMHOM HE M3y4alloCh,
OJTHAKO MOXET TPUBOIUTH K
CHIDKCHHIO KOHIICHTPAIIUU
JOJyTerpaBupa B  IUIa3Me
KPOBH BCJICJICTBHE HHJyKITUU
(hepMeHTOB. Brnustaue
HEBUpaNrHa Ha JKCIO3UIUIO
IOy TeTpaBHpa, BEPOSTHO,
CXOJHO 160 MeHee
BBIDQOXXEHO, YeM  BIIUSHUE
adaBupeHsa. [Tpu
OJTHOBPEMEHHOM TMPUMEHEHHUH
C HEBUPATMHOM
peKOMeHTyemMast 7032
JOTyTETpaBupa  COCTaBIISIET
50 Mr nBa pasza B cytku. Ilo
BO3MOYKHOCTH Y MAIlMEHTOB C
pesucteHtHocThto kK  MHU
clieayeT PUMEHSTh
AIbTePHATHBHYIO

KOMOMHHPOBAHHYIO TEpamuio,

HC BKIIIOYArOITYH0 HEBUPAIIVH.

Pwimusupun JonyrerpaBup <> Koppekuus J103bI HE

10
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AUC 1 12 %

5 o,
TT T

Crmax 1 13 %
Ct122%

PunnuBupun <>

Hyxneoszuonvie uneubumopwt oop

AmMHOU MPAHCKPUNMAZbL

Tenodosup JHonyterpaBup <> TenodoBup He  OKasbIBal
AUC & KITMHHYECKU 3HAYUMOTO
Crmax | 3% BIMSHUS Ha KOHLEHTPALUIO
Ctl8% JOJyTerpaBupa B  IUIa3Me
Tenogosup < kpoBu. Koppekinus 10361 He
AUC 112 %

TpeOyeTcs.

Cmax 19 %
Ct119%

Hneubumopwl npomea3sul

ATa3zanaBup TlonyTerpasup 1 ATazaHaBUp  NPUBOAWI K
AUC 1 91 % MOBBIIICHUIO  KOHIICHTPAIUU
Cmax 1 50 % JOJyTerpaBupa B  IIIa3Me
Ct 180 % kpoBu. Koppekuus 10361 He

ATrazaHaBup <

Tpebyercsi.

ATazaHaBUp/pUTOHABUD

Honyrerpasup 1
AUC 1 62 %
Cmax 1 34 %
Ct1121%
ATa3zaHaBup <>

PuronaBup <

ATazaHaBUp/pUTOHABUP
NPUBOJIMI K  TOBBILICHUIO
KOHLEHTpalnun

JIOJlyTeTpaBUpa B  IUIa3Me
kpoBu. Koppekinusi 10361 He

TpeOyeTcs.

TunpanaBup/puTOHaBUD

Hoiyrerpasup |
AUC | 59 %
Cmax | 47 %
Ct]76%
Tunpanasup <

PuronaBup <

TunpanaBup/puTOHABUD

NPUBOIWII K  CHUKEHHIO
KOHICHTpAIUun
JIOITyTEeTpaBupa. [Tpu

OJTHOBPEMEHHOM NPUMEHEHUU
C TUIIPaHABUPOM/

PUTOHABUPOM pEKOMEHayeMast
J03a JIONTyTeTpaBHpa

cocraBisier 50 Mr gBa pasa B

11
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LS BT

MAIMEHTOB c
pesucteHTHocThi0 kK MHU
clenyer IPUMEHSITh
JIbTEPHATUBHYIO

KOMOWHUPOBAHHYIO TEparmio,
HE BKJTIOYAIOIIY IO

TUIIpaHaBUP/PUTOHABHUD.

docamnpeHaBup/pUTOHABHP Honyrerpasup | docamrnpeHaBUp/pUTOHABUD
AUC | 35% OPUBOAMI K  CHUXKCHHUIO
Cmax | 24 % KOHLIEHTPALUK
Ct]49% JIOJIyTETpaBUpa, OJIHAaKO,

nucxoasa nu3 OrpaHU4YCHHBIX

DocamnpeHaBup «> JIaHHBIX, HE MNPUBOAWI K

Puronasup < CHIKEHUIO  3()(PEKTUBHOCTH
JIOIyTerpaBupa B
uccnenopanusx ¢assl [11. Het
HEO0OXOUMOCTH B KOPPEKIUHU
JI03bl JUISI TIAIIMEHTOB, paHee
He mnonydasmux HWeHHM. Ilo
BO3MOYKHOCTH Yy TAIlMEHTOB C
pesucteHtHocThr0 kK MHU
cleayeT IPUMEHSTh
aJIbTEPHATHBHYO

KOMOWHHUPOBAHHYIO Teparnmio,
HE BKITIOYAFOTIY O

(dbocamnpeHaBUpP/pUTOHABHP.

Hendunasup JonyrerpaBup <> JlaHHOE B3auMOZCHCTBUE HE
obut0 M3yueHo. HecmoTps Ha
TO, YTO HeN(UHABUD SABISETCS
UHTHOUTOPOM CYP3A4,
UCXO0Id u3 JTAaHHBIX,
IIOJIyYEHHBIX  [UIsl  APYTHUX
UHTUOUTOPOB, IIOBBILICHHE

KOHUEHTpaLNU

12
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Koppexknus J103b1 HE
Tpedyercs.
JlonuHaBUp/pUTOHABUD JonyrerpaBup < JlonuHaBup/puTOHABUD HE
AUC | 4% OKa3bIBaJl KJIMHUYECKHU
Crmax <> 3HAYUMOr0  BJIMSHMS ~ Ha
Ct|6% KOHIICHTPAIIHIO
JIOJIyTEerpaBUpa B  ILJIa3Me
Jlonunasup <>
kpoBu. Koppekuus 103b1 He
PurtonaBup <
Tpedyercs.
JapyHaBup/puTOHaBUP Honyrerpasup | JapyHaBup/puTOoHaBUp HE
AUC | 22 % OKa3bIBaJl KJIMHAYECKH
Cmax | 11 % 3HQUMUMOTO0  BIHMSHHUS  Ha
Ct|38% KOHI[CHTPAIUIO

AOJIyTerpaBupa B jaa3smMe

kpoBu. Koppekuus n03bl He

TpeOyeTcs.

Jlpyrue npoTuBOBMPYCHbBIE JIEKAPCTBEHHbIE CPe/ICTBA

Tenanpesup Honyrerpasup 1 Koppekuus J103bI HE
AUC 1 25 % TpeOyeTcs.
Cmax T 19 %
Ct137T%
Tenanpesup <
(ucropuueckuid KOHTPOIIb)
(uHrubMpoBaHue
depmenta CYP3A)

Bouenpesup Honyrterpasup <> Koppekuus J103Bl HE
AUC17% TpeOyeTcs.
Cmax 1 5%
Ct18%

JaxatacBup JHonyrerpasup <> [aknaracBup He OKa3bIBaj
AUC 133 % KIIMHUYCCKHU 3HAYUMOI0
Cmax 729 % BIMSAHUA HAa KOHIEHTPALUIO
Ctt45% rmiasme

JIOJIyTerpaBupa B

KpoBu. JlomyrerpaBup  He

13
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JlakimaracBup <« (o :'EEQQTE%TE“ %'HE;{LHEE' 5o ':"i:;[-%l

KOHLEHTPALMIO JaKjiaTacBupa
B MazMe Kposu. Koppekius

JIO3bI HE TpeOyeTcs.

Jlpyrue jJekapcTBeHHbIe CpeacTBa

Ilpomusoapummuueckue cpeocmea

Hodernnma Hodermmma 1 OnHOBpeMEHHOE MPUMEHEHHUE
[Inncukannug Hnncuxaunnn 1 c JI0JIyTErpPaBUPOM HE
U3y4ajloch, OJHAKO MOXET
IOPUBECTH K  IOBBIIICHHUIO
KOHIIEHTpauuu  aodeTuinaa
WIM NWICMKaWHUJA B IUIa3Me
KpOBH [IOCPEACTBOM
MHIMOMPOBAHUS MEPEHOCUHKA
OCT2. OnHOBpeMEHHOE
MpUMEeHEeHHEe A0(eTUINIA UITU
MUJICUKauHKU1a c
JIOJTyTETPABUPOM

IMPOTHUBOIIOKA3daHO B CBA3U C

BO3MOKHOCTBIO pa3BUTHUSA
YIpOKAOIIEH JKU3HU
TOKCUYHOCTH moJ,
BO3JIeHiCTBHEM BBICOKOM

KOHI[EHTpaluu  JodeTriuaa

WKW IMUJICUKauHuIa.

Cpeocmea 0ns1 ieueHus: paccesiHHo2o CKaepo3a

@amrpunul (Takke u3BecteH | GaMmpuaut 1 OnHOBpEMEHHOE NPUMEHEHUE
KaK JlaabGaMIpUIiH) c JOJTyTErPaBUPOM HE
U3y4anoch, OJHAKO MOXKET
MIPUBECTH K Pa3BUTHIO
CyAopor BCJIE/ICTBHE
MOBBIIIEHUS] ~ KOHLEHTpAINH
¢bamnpuarHa B mjaa3sMe KpoBU
MOCPEJICTBOM HWHTHOUPOBAHUS

MepEeHOCUHKa OCT2.

14
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O S ibtpemeniioe TpieneHie
¢damnpuanna c
JOJTyTETPaBUPOM
MIPOTUBOINOKA3aHO.
IIpomusocyodopodichsie cpedcmsa
Kapb6amazenun Honyrerpasup | Kapbamazenun mnpuBoaun K
AUC | 49 % CHIUXEHUIO KOHIICHTpAIlUH
Cmax | 33 % JIOJIyTEeTpaBUpa B IIJIa3Me
Ct]73% kpoBu. [Ipu omHOBpeMEHHOM
PUMCHCHHUU c
KapOamazenuHOM
peKoMeHayemast 103a

JIOJIyTErpaBUpa  COCTABIISIET
50 Mr nBa paza B cytku. llo
BO3MOKHOCTH y IAaLUEHTOB C
pe3ucteHtHoCcThEO kK UHU
cienyer MPUMEHSATH
AIBTEPHATUBHYIO TEPAIUIO, HE

BKJIFOYAOOIYIO Kap6aMa3enHH.

OxckapOazenuH Hoinyrerpasup | B3anmopencreue HE
n3yyanocb. Hecmorps Ha ToO,
YTO OKCKapOa3emnuH SBISAETCS
uaaykropom CYP3A4, Ha
OCHOBAaHUH JIaHHBIX,

MIOJIyYEHHBIX A JAPYIUX

WHIYKTOPOB, KIIMHUYECKHU
3HAUUMOE CHIDKEHHUE
KOHIIEHTPAILIUN

JIOJTyTETpaBHpa HE OXKHUIAETCS.

Koppeknus J103bI HE
Tpebyercs.
DeHuTonH Honyrerpasup | OnHOBpEMEHHOE NPUMEHEHHE
®enobapoOuTan C JaHHBIMM HHIYKTOpAMH

MeTaboyiM3Ma HE H3ydasoch,

OOHAKO MOXCT HNPUBOAUTH K

15
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oS RS oG TSa

JIOJIyTerpaBupa B ILIa3Me
KpPOBH BCJICJCTBUE WHIYKIUHU
bepmenToB. BumsHue 3THX
MHIYKTOPOB MeTabonu3Ma Ha
JKCIIO3ULUIO JIOIyTErpaBupa,
BEPOATHO, CXOJIHO C BIUSHUEM
KapOama3zenuHa. ITpu
OJIHOBPEMEHHOM IPUMEHEHUU
C JIJaHHBIMM  HHIYKTOpaMH
MeTaboaM3Ma PEKOMEH1yeMast
J103a JIOJIyTErpaBUpa
cocrasisier 50 Mr gBa pasa B
cytku. Ilo BO3MOXHOCTH Yy
MAIMEHTOB c
pesucteHtHoCcThEO kK WHU
cienyer IIPUMEHSTh
aJIbTEPHATUBHYIO

KOMOMHHPOBaHHYIO Teparnmuio,
HE BKIIOYAKOLIYK JaHHbIE

HHAYKTOPBI MeTaboau3ma.

A301108ble NnPOMUBOSPUOKOBLIE CPEOCEA

KeroxoHnazon JlomyTerpaBup <> Koppexus J103b1 HE
®nykoHa301 (HE U3y4eHo) TpeOyetrcs. Ha ocHoBanuu
HtpakoHazon JMAHHBIX, TMOJNYYSHHBIX  JUIS
ITo3zakonazon JIPYTUX UHTHOUTOPOB
Bopukonazon CYP3A4, BBIPAKEHHOE

IOBBIIICHUEC KOHICHTpauu

JIOJTyTETpaBHpa HE OXKHUIAETCS.

Pacmumenvnvie cpedcmea

[Ipenapatsl 3Bepobos | lomyrerpasup | OnHOBpEMEHHOE NPUMEHEHHE
IPOBIPSBIECHHOIO HE U3y4aloch, OJHAKO MOXET
IPUBOAUTE K  CHUXKEHHUIO
KOHIIEHTPaLuU

JIOJlyTerpaBupa B IIIa3Me

16
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oI ARRATE TR RCT RIS

dbepmenToB.  BnusHue  Ha
HKCIIO3UIUIO JTOJyTETrPaBHpa,
BEPOATHO, CXOJTHO C BIUSHUEM
KapOamaszenuHa. [Tpu
OJTHOBPEMEHHOM NPUMEHEHHUU
peKoMeHayemas n03a
JIOJlyTeTpaBUpa  COCTaBIISET
50 Mr nBa paza B cytku. llo
BO3MOYKHOCTH Yy MHAIlMEHTOB C
pe3ucteHtHocThi0 kK  UHU
clenyer MPUMEHSITh
IbTEPHATUBHYIO

KOMOWHUPOBAHHYIO TEPAITHIO.

Anmayuonvie cpedcmea u nuwesvie 000a6KuU

AHTanuel, conepxamue | lomyrerpasup | OnHOBpeMEHHOE NPUMEHEHUE
MTOJINBAJICHTHBIE katuonsl | AUC | 74 % aHTalU/OB, coZIepaKaIIMnX
(manpumep, Mg, Al) Cmax | 72 % MOJTMBAJICHTHBIE KaTHOHBI,
Cu | 7T4% MPUBOAWIO K  CHUKEHUIO

KOHIIEHTPALUU

JOJyTerpaBupa B  IIa3Me
KpPOBH. Pexomennayercs
IPUHUMATh JOJIyTErpaBUup 3a
2 yaca 70 wid 4epe3 6 4acoB
nocie MIPUMEHEHHS
AHTAITUTHBIX pernapaTos.,

COACPpIKAIINX ITOJMBAJICHTHBIC

KATHOHBI.
IIpenapars! Kampous Homyrerpasup | Pexomenayercs  npuHHUMATH
AUC | 39 % JIONTyTeTpaBUp 3a 2 dHaca Jio
Cmax | 37 % Wi 4epes 6 yacoB Imocie
Cas | 39 % npuema Ipernaparos.,

coaepkammx Kajapuuil. [lpu
npueme c 12001 (71

JIOJIyTErpaBup MOXHO
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

5 o,
1T

iphiiintars STHOBpAMERHO ¢

npenaparamu KajbLUs.

[Ipenapartsl xene3a

HonyTterpasup |
AUC | 54 %
Cmax | 57 %
C2s ] 56 %

Pekomenayercs  npuHUMAaTh
JIONTyTEeTpaBUp 3a 2 4aca 10

Wi d4epe3 6 dYacoB mocie

npuemMa rpenaparos,
comepxkammx xkene3o. [lpu
npueme C 13050005
JIOJTyTEeTpaBUP MO>KHO

IIpUHUMAaTb OAHOBPCMCHHO C

InpcriapaTaMu KeEJc3a.

ITonuBUTAMUHHBIE InpcriapaTsl

Honyrerpasup |

PeKOMeHI[yeTCSI IIpUHHUMATb

AUC | 33 % JIOJTyTETpaBUp 3a 2 daca Jo
Cmax | 35 % Wi depe3 6 YacoB IOCIe
Ca| 32% npuema MTOJTMBUTAMUHHBIX
(KOMIUIEKCHOE CBSI3bIBAHUE | IPEIApaToB.
c MOJTMBAJICHTHBIMH
HMOHAMM)

Kopmukxocmepouowi

IIpenau3on JonyrerpaBup < Koppeknus J103bI HE
AUC 1 11 % Tpedyercs.
Cmax 16 %
Ct117%

Ilpomusoouabemuueckue cpeocmaa

Metdpopmun

Metdopmun 1

[Ipu coBmecTHOM
IIPUMEHEHNH C
noiyterpaBupom 50 mr
1 pas/cyTku:
Metdopmun

AUC 179 %

Cmax T 66 %

[Ipu COBMECTHOM

IIPUMCHCHUU C

OnHOBpEMEHHOE NTPUMEHEHHE
JIOJTyTETpaBUpa IMPUBOAMUIIO K
MOBBILIEHUIO  KOHIIEHTpAaIuU
MeThOpMHUHA B IIa3Me KPOBH.
HeoOxomumo  paccmoTpeTh
BO3MO>KHOCTb KOPPEKLIUH

J03bI MCT(pOpMI/IHa B Ha4YaJji€ u

npu MPEeKpaeHUH
COBMECTHOT'O NPUMEHEHHS
JOTyTerpaBupa c
METGOPMUHOM Ui
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

noayterpaBupoM S0 [ FM'?'E%%QX%J:HHAE'HC"ES}?"I%%IJ%I
2 pa3a/CyTKu: TJINKEMHUH.
Merdopmun
AUC 1 145 %
Cmax T 111 %
IIpomusomuxobaxmepuanbrvle cpedcmea
Pudammnuimn HonyTterpaup | Pudpamnuniue npuBomun K
AUC | 54 % CHIKEHUIO KOHIICHTpaIun
Cmax | 43 % JONyTeTpaBupa B  IUIa3Me
Ctl72% kpoBu. [Ipu omHOBpEeMEHHOM
MPUMEHEHUU c
pudaMIUIITHOM
peKoMeHyemast 703a
JOJyTErpaBupa  COCTaBIISIET
50 mr gBa pasa B cytku. Ilo
BO3MOXXHOCTH y TMAllMEHTOB C
pesucteHTHocThlO K MHU
cleyeT MPUMCHSITh
aJIbTEpPHATUBHYIO Tepanuio, He
BKJTIOUAIOIYI0 pUDaMITUIUH.
Pudabytun JonyrerpaBup < Koppexknus JT03bI HE
AUC | 5% Tpedyercs.
Cmax 1 16 %
Ct | 30%
(MHIYKIUS bepMeHToB

VI®-TT1AL u CYP3A)

Ilepopanvhuvle konmpayenmugol

OTUHUIIACTPATNON

Hopaarectpomun

Bnusinue nonyrerpasupa:
DTUHUIACTPATUOI <>
AUC 1 3%

Cmax | 1%

Ct12%

Bnusinue nonyrerpasupa:

Hopoanrectpomun <

AUC | 2%

JonyrerpaBup HE OKa3bIBall
KIIMHNYCCKN 3HAa4YNUMOIro
BIIMSHMUS HAa KOHLEHTPAIHUIO
STUHUJIACTPANOIA u
HOpPAJITeCTPOMUHA B IUIa3Me
kpoBu. [Ipu ogHOBpEeMEHHOM

MNPpUMCHCHUUN C
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Crrax | 11 % O A Er PR oM KOppeK Ak
Ctl 7% J103Bl [IEpOpaIbHBIX
KOHTpALENTHBOB HE
Tpedyercs.
Ananveemuxu
Meranon Bnusinue nonyrerpaBupa: | JomyrerpaBup HE OKa3bIBall
MeranoH <> KIIMHUYECKU 3HAYUMOTO
AUC | 2% BIIMAHMS HAa KOHLEHTPALUIO
Crmax <> 0% METAJIOHa B IUIa3M€ KPOBH.
Ctll% I[pu OJTHOBPEMEHHOM
MIPUMEHEHUU c
JIOJIyTEIPaBUPOM  KOPPEKLIMS
JIO3bI METa/I0HA HE TpeOyeTcsl.

CokpaiieHust: T — MOBBIIIEHUE; | — CHIDKEHUE, <> — OTCYTCTBHE 3HAYUTEIbHBIX HW3MEHEHUH;
AUC — miomanp Mmoj KpUBOM 3aBUCUMOCTH «KOHIEHTpaIusa-BpeMs»; Cmax — MaKCHUMaJIbHas
KOoHLIeHTpauus; Ct — KOHLEHTpalUMs B KOHLE MHTEpPBAJa MEX]Y MPUEMaMH JIEKAPCTBEHHOI'O
npenapara.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTD U JTAKTALUSA

)KGHHII/IHBI C ACTOPOAHBIM IMOTCHIIMAJIOM

JKeHmuH, cOCOOHBIX K JIETOPOXKJIEHUIO, HEOOX0IUMMO MPOUH(OPMUPOBATH O MOTEHIHUATBHOM
pucke pa3BUTHUS Je(EKTOB HEPBHON TPYOKH y Iuiona Ha (oHE MpUMEHEHUs J0NyTerpaBupa, B
TOM YHCJIE PACCMOTPETH BO3MOYKHOCTh HCIIOJIb30BaHUS A()()EKTUBHBIX METOIOB KOHTPAIICTIIINH.
[lpn mnaHupoBaHWM OEPEeMEHHOCTH CIEAyeT OOCYAWTh C TAIMeHTKOW TIOJNb3Yy W PHCKU
IPOJIOJDKEHHS TEPANTUH IOy TETPaBHPOM.

bepemenHoCTh

JlaHHBIE HAOIIOATETFHOTO MCCIIEIOBAHMS UCXO0B OepeMeHHOCTH B boTcBaHe yka3wpiBaloT Ha
HEOOJIbIIOE YBEIMYEHUE YacTOThl Pa3BUTHS J1e(EeKTOB HEPBHON TpyOku: 7 cilydaeB cpenu
3 591 noBopoxaennoro (0,19 %; 95 % AU 0,09 %, 0,40 %), maTepu KOTOPBIX B IEPUOJ 3a4aTHs
NOJTy4Yald TEeparuio, BKIIOYAIONIYIO JOJNYyTerpaBup, B cpaBHeHHMH ¢ 21 ciydaeMm cpeau
19 361 noopoxnennoro (0,11 %; 95 % U 0,07 %, 0,17 %), marepu KOTOPHIX B TEPHOI
3a4aThs TOJTYYad TePAInIo, He BKIFOYAOIIYIO IOy TErpaByp.

YacToTa BcTpeyaeMoCTH Je(eKTOB HEpBHOU TPyOKH B 001Iel momyisuuu Bapsupyer ot 0,5 1o
1 cnyuas na 1000 >xuBbix HOBopoxaeHHBIX (0,05-0,1 %). B GosbmmHCTBE ciay4aeB Ie(eKThI
HEpPBHOH TPyOKH BO3HHKAIOT B TEUCHHE MEPBHIX 4 HEJeIb SMOPHOHATIBHOTO PA3BUTHS C MOMEHTA

3auatus (mpuMepHO 6 Hemenb TOCie TIOCHeAHEeW MeHcTpyanuu). Ecnu  OepeMeHHOCTH
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MOATBEPK/IEHA B IEPBOM TPUMECTpE Ha (hOHE IT MeHCHI Oy T DaBrpa, CHanyeT DGeiTs ¢

NAlUEHTKOM II0Jb3y W PHUCKU MPOJNOJDKEHHUS TEpalUU JOIyTErpaBUpPOM I10 CPaBHEHHUIO C
IIEPEXO0JIOM Ha JIPYrod pEeXUM aHTUPETPOBUPYCHOW Tepaluu, NMPUHMMAas BO BHMMAHUE CPOK
recTalyy 1 IpeAeabHO BO3MOXKHbIE CPOKU Pa3BUTUS Ae()EKTOB HEPBHOM TPYOKH.
ITpoananusupoBaHHble NaHHBIE «PeecTpa 0 NPUMEHEHUIO aHTUPETPOBUPYCHBIX IIPENApaToOB BO
BpeMsi OEpEMEHHOCTH» HE YKa3bIBaIOT HA MOBBIMICHHBIH PUCK CEPHE3HBIX MOPOKOB PA3BUTHUS Y
JeTel, poKACHHBIX y Oonee yeM 600 >KEHIIWH, MOABEPraBIIMXCS BO3ACHCTBUIO JJOTYyTETpaBupa
BO BpeMsi OEpEMEHHOCTH, OJHAKO Ha CErOAHSALIHMN JIeHb HEIOCTATOYHBI U1 OLEHKH PHUCKA
pa3BUTHS 1€(PEKTOB HEPBHOM TPYOKH.

B uccnenoBanusix penpoayKTHUBHOM TOKCHUYHOCTU Ha JKUBOTHBIX HE OBLIM BBISBIIEHBI [TOPOKU
pa3BUTHS, BKIIIOYAst 1eeKThl HEPBHOU TPYOKH.

bonee 1000 ucxonoB OepemMeHHOCTH Ha (DOHE NPUMEHEHMs IOJyTerpaBUpa BO BTOPOM U
TPeTbeM TpUMECTpe OEpEeMEHHOCTH HE CBUJETEIbCTBYIOT O  IIOBBIIIEHHOM  pPHCKE
IMOPHOHAIEHOW/HEOHATAILHOW TOKCUYHOCTH. JlOTyTerpaBup MOXHO MPHMEHSATh BO BTOPOM U
TPETbEM TPUMECTPE OEPEMEHHOCTU TOJIBKO B TOM Cllydae, €Cu 0XKMJlaeMasi 10J1b3a JUJIsl MaTepu
IIPEBBINIACT MOTCHIIMAIBHBIA PUCK AJIA IUIOAA.

JloiyTerpaBup NpOHMKAET 4Yepe3 IUIALEHTY y ueloBeKa. Y OepeMEeHHBIX JKEHIIMH, )KUBYIIUX C
BUY, mennana KOHLEHTpaLMU JTOJyTerpaBupa B MyMOBUHE IUI0Ja Obula mpuMepHo B 1,3 pasa
BBIIIE IO CPAaBHEHUIO C KOHILIEHTpalUel B epru@eprudeckoil miazme KpoBH MaTEpH.

Ha cerogusamuuMii JeHb HEAOCTATOYHO JAHHBIX O BO3ACHCTBMM JOJIyTerpaBUpa Ha
HOBOPOKJCHHBIX.

Jlakranms

JonyrerpaBup B HEOONBIIMX KOJUYECTBAX BBIJIEISETCA C TPYIHBIM MOJIOKOM Yy YellOBEKa
(MearaHa COOTHOLICHHS KOHIIEHTPAIUU JI0JIyTErpaBUpa B TPYAHOM MOJIOKE M KOHIEHTpAIUU B
ia3me KpoBu mMarepu cocransiia 0,033).

Ha ceronnamHuil 1eHb HEAOCTATOYHO JAHHBIX O BIHUSHUU JOJTyTErpaBUpa Ha HOBOPOKIEHHBIX
WJIU IETEU TPYTHOTO BO3pAcTa.

BUY-uHOUIMPOBAHHBIM JKEHIIIMHAM PEKOMEHIYeTCS HHM MpH KAaKUX OOCTOSTEIbCTBAX HE
IPOBOJUTH I'PyIHOE BCKapMIIMBaHKe BO n30exanue nepenaun BUY-undexnun pedeHky.

DdepTUiIbHOCTD

OTCYTCTBYIOT JaHHBIC O BJIMAHUK OOJYTETpaBHpa Ha CIIOCOOHOCTh K 3a4aTHIO Y MYXYUH H
KCHIIIHH. I/ICCHGI[OBaHI/IH Ha JXHUBOTHBIX IIOKa3aJk OTCYTCTBUC BJIMAHHA OOJYTCTpaBHUpa Ha

CIIOCOOHOCTH K 3a4aTHIO Yy caMIIOB U CaMOK.
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4.7. Bausinde HAa CNOCOOHOCTH YNPABJIATH TpancnOP BN CpeACTBAMA- Ir padoTats ¢

MeXaHU3MaMH

HccnenoBanusi BIMSHUS JOJyTerpaBHpa Ha CIIOCOOHOCTh K YMPABJICHUIO TPAHCHOPTHBIMH
cpeAcTBaMu U padoTe ¢ MEXaHW3MaMH He MPOoBOIMINCh. Heo0X01MMO yUUTHIBATh KIIMHUYECKOE
COCTOSIHUE MALMeHTa U NpOo(UIIb HEeXeNaTeIbHbIX SABJICHUN JOTyTerpaBupa Mpu pacCMOTPEHUU

CIOCOOHOCTH MALMEHTa K BOKACHHUIO JTMO0 yIPaBICHUIO MEXaHU3MaMHU.

4.8. HexenarejbHbIe peaKuMu

Pesrome nmpoduisg 6e30nacHOCTH

Haubonee Ttspkenoll HexenaTelnbHOW peakiueld, 3aperuCTPUpPOBAHHONW y OTHENBHO B3STOTO
MAIUeHTa, SIBJSUIACh PEAKIUS THICPIYBCTBUTEIHHOCTH, BKIIIOUABIIAS CBITb H  TSDKEIIBIC
HapymeHust co CTopoHbl medenu (cMm. pasgen 4.4). Haumbosiee yacThIMM HEXKeTaTEIbHBIMH
peaknusIM{, BO3HHUKABIIMMH BO BpeMs JjeueHus, Obutd Tommuota (13 %), mmapes (18 %) wu
rosioBHast 6011k (13 %).

TabauaHoe PE3FOME HEXKEIATCIIbHBIX PEaKIIMI

HexenarenbHble peakiMy, CBS3aHHBIC WM IMPEAMOJOKHTEIBHO CBSI3aHHBIE C MPUMEHEHHEM
JIOJTyTerpaBUpa, MEPEUUCICHbl B COOTBETCTBHU C MOPAXEHHEM OPraHOB U CHUCTEM OPraHOB U
a0COIOTHONW YacTOTOW BCTpedaeMocTH. YacToTa BCTPEYAEMOCTH OIPEAEISETCS CIEAYIOIINUM
obpazom: ouenpb vacto (> 1/10), gacro (>1/100, o < 1/10), Hewacro (> 1/1000, o < 1/100),
peaxo (> 1/10000, o < 1/1000), ouens peako (< 1/10000), wacToTa Hen3BeCTHA (Ha OCHOBAHUH

UMCIOINXCA JaHHBIX OLICHUTDH HCBO3M0)KHO).

OueHb 4YacTo Yacto Heuacto Peaxo

Hapywenusi co cmopoHvl UMMYHHOU cucmembl

peakius
TUIIEPYIYBCTBUTEILHOCTH
(cm. pasgen 4.4)

CUHAPOM
BOCCTaHOBJICHHUA

UMMYyHHTETa (CM. pasnen
4.4)

Hapywenuﬂ memaborumMa u nUmaHusl

‘ ‘ YBCIIMUCHUC MACCEI TCJIa

Tcuxuueckue na VULEHUA

OeccoHHMIA CYyUITUIATBHOE

MBIIJIEHUE WU HOMBITKA
cynnuna (ocobeHHO Yy
MAIMEHTOB C JACNPECCUei

NN IICUXUYCCKUMHU
3a00/I€eBaHUAMHA B
aHaMHE3e)
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T o B W]

(MOCHREQOBATERBHOCTE 0006)

HEOOBIYHBIC CHOBHUJCHUSA

ACIPECCUA

TPEBOXKHOCTh

Hapywenus co cmoponul HepaHoll cucmembl

roNoBHAs 6OTb | TONOBOKPYIKEHHE

JKenyoouno-Kuueunvie HapyueHus

TOIIHOTA pBOTa

auapest METEOPHU3M
00Jb B BEpPXHUX OTJIENax
YKUBOTA

00JIb B 00JIACTH KUBOTA

auckoMpopT B o0mactu

KHBOTA
Hapywenus co cmopoHbl neyeHu u sceniesblgooauux nymet
rernaTuT ocrtpas
TICUCHOYHAsI
HEJIOCTaTOYHOCTh*
TIOBBIIIICHHE
KOHIICHTPALIUU
OounupyOuHa (B
COYETaHUU c
TIOBBIIIICHUEM
AKTUBHOCTH
TpaHCaMMHa3)
Hapywenusi co cmopoHbl Kodcu U NOOKONCHBIX MKAHel
CBITIb
3yA
Hapywenus co cmopoHbl MbludeuHOol, CKeL1emHOU U COeOUHUMENbHOU MKAHU
apTparus
MUAJITHS

Obwue napywenus u peakyuu 8 mecme 88e0enus

YTOMIISICMOCTD ‘

JlabopamopHvle u uncmpymenmanbHvle OaHHblE
MIOBBIIIIEHUE aKTUBHOCTH
aJlaHMHaMUHOTpaHCchepasbl
(AJIT) u/um
acnapTaTaMHUHOTpaHc(epasbl
(ACT),
KpeaTHH(GOCPOKHHA3ZBI
(KDK)

*boinu  nonyuenvl coobweHus o0 pazsumMuu OCmpol Ne4eHOYHOU HeOOCMAamoyHoCmuy npu
npUMeHeHUuy mepanuu, eKauaoueli 0onymezpasup. Bauanue oonymezpasupa 6 dsmux Ciyyasx
O0OHO3HAYHO He YCMAHOBIEHO.

[Tpodune OGezomacHOCTH OBLT CXOAHBIM B TOMYJSIHSIX IMAIIMEHTOB, pPaHee HE MOTY4YaBIIMX
JiedyeHue, MaueHToB, MOTyYaBIIuX JedyeHrue (M He MPUHUMABIIMX UHTUOUTOPHI MHTErpasbl), U

ManucHTOB C PE3UCTCHTHOCTBIO K I/IHPH6I/ITOpaM HWHTCErpasbl.
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OmnmncaHne OTACHBHBIX HEXEIATSIbHBIX pPeaKIIHii

COOTBETCTBYET 2KCNEPTHOMY OTYETY

H3zmenenus nabopamopnuvix nokazameneu

B TeueHue nepBoil Henenu JIEYEHUS AOIYTErPaBUPOM OTMEYAIOCH MOBBIIICHNE KOHLEHTPALNUU
KpeaTMHUHA B CBIBOPOTKE KpPOBHM, KOTOpPOE€ CcoOXpaHsuiochb B TeueHue 48 Henenb. Cpennee
U3MEHEHHE KOHIICHTPALUU KpeaTUHHHA yepe3 48 Henenb Teparuu COCTaBIsI0 9,96 MKMOIB/M.
[ToBblIeHNE KOHLEHTPALMU KpeaTMHHHA OBLJIO CONOCTaBMMO JUIS PAa3IMYHbIX (OHOBBIX
pPEKMMOB Tepanuu. [[aHHbIE M3MEHEHMSI HE CUMTAIOTCA KIMHUYECKU 3HAYMMBIMH, ITOCKOJIBKY
OHHU HE OTPAKAIOT U3MEHEHNE CKOPOCTH KITyOOUKOBOW (DMIIBTPALIUH.

Cunopom eoccmarno6ienus UMMyHuUmema

Y BUY-uHOUUMPOBAHHBIX MALUEHTOB C TSXKEJIbIM MMMYHOAE()UIMTOM HAa MOMEHT Hauaia
KOMOWHHPOBAHHOM aHTUPETPOBUPYCHOI Tepanun (KAPT) BO3MOXHO pa3BUTHE BOCHIATHTEILHOM
peakuun Ha (QoHEe OECCHUMIITOMHBIX ONMNOPTYHUCTUYECKMX HHQPEKUUH WIM UX OCTaTOYHBIX
apieHuid. Taxke ObUIM 3aperucTpUpOBaHbl Clydyaud Ppa3BUTHS ayTOMMMYHHBIX 3a00JieBaHUMN
(Hampumep, Oone3np I'peiiBca MM ayTOMMMYHHBIM TremaTuT) Ha (OHE BOCCTAHOBIICHUS
UMMYHHUTETa, OJHAKO BpEeMsl INEPBUYHBIX IPOSABICHUH BapbUpPOBAJO, W 3a00JEBaHHE MOIJIO
BO3HHUKATh Yepe3 MHOTO MECSILIEB M0CIIe Havana Teparnuu (cM. pasnen 4.4).

Memabonuueckue napamempoi

Bo Bpemsi aHTHpETpOBUPYCHOM Tepanuu MOKET MPOMCXOAUTH YBEJIWYEHHE MacChl Tela u
HOBBIIICHHE KOHIICHTPAIIUY JUITHIO0B U TIFOKO3bI B KPoBH (cM. paszen 4.4).

Kounghexyus BUY u eupyca cenamuma B unu C

B uccnenoBanusix ¢asel Il gomyckanock BKIIIOUEHHE MAMEHTOB C KOMH(EKIUEH BUPYCOM
renatuta B w/mnu C mnpu ycioBUHM, YTO HCXOJHBIE 3HAUEHHUs JIaOOpaTOPHBIX IOKa3aTenen
(YHKIMU TE€YEeHU MpeBbIAIM BepxHIo0 rpanuny Hopmsl (BI'H) He Gonee uem B 5 pa3. B
1esnoM, npoduis 0€30MacHOCTH y MalMEHTOB ¢ KOMH(ekuel Bupycom renaruta B w/mmm C
OBLI CXO/IHBIM C TAKOBBIM y MAllMEHTOB 0e3 konH(pekuuu BupycoM renarura B unu C, HecmoTtps
Ha TO, 4TO 4acTtoTa BcTpedaemoctn oOTkIoHeHHH akTuBHOCTH ACT m AJIT Opina Bbie B
HOATPYIINE MaMEHTOB ¢ KOMH(peKIed BupycoM renatura B u/unu C Bo Bcex TpyImmnax JeueHHs.
[ToBblIeHMEe  aKTMBHOCTH  IE€YEHOYHBIX  ()EPMEHTOB,  COOTBETCTBYIOIEE  CHHIPOMY
BOCCTAHOBJIEHHS] HIMMYHUTETA, Ha0JII01aJI0Ch Y HEKOTOPBIX MallMEHTOB ¢ KOMH(DEKINeH BUpycoM
renatuta B w/unu C B Hayasie Tepanuu JOJYyTETPaBHUPOM, B YACTHOCTU y T€X, Y KOTro OBLIO
OTMEHEHO JieueHue renaruta B (cMm. pasnen 4.4).

IIpumeHeHnue y geren

JocTynHble maHHBIE O NMPUMEHEHUWU Yy JeTe B Bo3pacTte oT 6 10 18 yer yka3plBalOT Ha
OTCYTCTBHE JIONOJHUTENbHBIX TUIOB HEXKEIAaTEeNbHBIX PEaKIHil, TOMUMO peaklUuid, KOTOpbIe

HaOJII01aIHCh Y B3POCIBIX.

24



COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 26.11.2024 Ne 26147
JCMNENOBATENBHOCTb 0006)

LI
Coo0111eHrEe 0 T0I03pEBAEMBIX HEKEIATENbHBIX peaKHI/Is&I

BaxxHo coo0maTth 0 Mo 03peBaeMbIX HEKENATEIbHBIX PEaKIHsIX MMOCIe PETUCTPAIMU Tpernapara
C wUenblo oOecreyeHHss HENPEPhIBHOIO MOHHMTOPUHTA COOTHOLICHHS «IOJb3a — PHCK»
JIEKapCTBEHHOT'O Mpernapara. MeIuuuHCKUM paOOTHUKAM PEKOMEHJIyeTCsl COO0IaTh O JIIOObIX
M0JI03PEBAEMbBIX HEXKENATEIbHBIX PEaKIMsIX JIKApCTBEHHOrO IMpenapara uepe3 HalMOHaJbHbIe
CUCTEMBI COOOILEHUS O HEXKEJIaTeIbHbIX pPEAKUUAX TrocCyJapcTB — ujIeHOB EBpasuiickoro

9KOHOMHUYECCKOI'o COro3a.

Poccuiickas @enepanus

®depnepanbHas cinyx0a 1Mo Haa30py B chepe 31paBooXpaHEHUS

Anpec: 109012, r. Mocksa, CnaBsHCKas Tuiomans, a. 4, crp. 1

Tenedon: +7 800 550 99 03

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEIEKOMMYHUKAITMOHHON ceTu «HTepHeT!

www.roszdravnadzor.gov.ru

Pecny6nuka Kazaxcran

PecniyOnmkanckoe TrocyJapCTBEHHOE TMPEANPHUSTHE Ha TMpaBe XO3SWCTBEHHOTO BEICHUS
«HaunonanbHelil LeHTp 3KCHEepTU3bl JEKAPCTBEHHBIX CPEACTB M MEAULIMHCKHX W3ICTUN»
Komutera MmequimHckoro u apmareBTuaeckoro koutpoist M3 PK

Anpec: 010000, r. Acrana, yn. Umanosa, 13, BLI «Hypcayner»

Temedon: +7 7172 78 98 28

DnexTponnas noyra: farm@dari.kz

Caiit B mH)OpMaLMOHHO-TEIEKOMMYHUKATMOHHOH cetn « HTepHeT»: Wwww.ndda.kz

Pecniy6onmka benapychb

PVII «lleHTp 3KCIIEpTU3 U UCIIBITAHUM B 3/[paBOOXPAHEHUN»
Anpec: 220037, r. Munck, niep. ToBapumeckuit, 1. 2a
Tenedon: +375 17 231 85 14

dakc: +375 17 252 53 58

OnekrponHas moura: rcpl@rceth.by

Caiit B mH)OpMaLIMOHHO-TEIEKOMMYHHUKAIIMOHHO# cetn «HTepHeT: WWW.rceth.by

25


mailto:pharm@roszdravnadzor.gov.ru
http://www.roszdravnadzor.gov.ru/
http://www.ndda.kz/
mailto:rcpl@rceth.by
http://www.rceth.by/

COOTBETCTBYET 2KCNEPTHOMY OTYETY
oT 26.11.2024 N= 26147
(NOCNEOCBATENEHOCTE 0008)

PecniyOnnka Apmenust

Hayunbiii Llentp Oxcneptusel JlekapetB 1 Meaunnnckux TexHonoruii uM. akajeMuKa
3. 'TABPUEJISIHA

Anpec: 0051, r. Epesan, nip. Komuraca 49/5

Tenedon: +374 60 83 00 73

Caiit B mHQOpPMALIMOHHO-TEICEKOMMYHUKAIIMOHHO# cetn «HTepHeT»: WWW.pharm.am

Ksipreizckas PecryGnmka

JlemapTaMeHT JIEKQpCTBEHHBIX CPEACTB M MEIUWLMHCKUX U3Jenuid npu MUHUCTEpCTBE
3npaBooxpaneHus Koiproizckoit Pecriyonuku

Anpec: 720044, r. bumkek, yi. 3-s Jluaus, 25

Tenedon: 0800 800 26 26

Onekrponnas moura: dlomt@pharm.kg

Caiit B mH()OpPMALIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM ceTn «HTepHeT»: Www.pharm.kg

4.9. Ilepeno3upoBka

CuMOTOMBI

B HacTos111€€ BpeMs JaHHBIE O NEPEI03UPOBKE JA0IYTETPAaBUPOM OTPAHUYEHBI.

OrpaHu4eHHbIN OIBIT IPUMEHEHHs 00Jiee BBICOKMX OJJHOKPATHBIX 7103 (10 250 Mr y 310pOBBIX
JNOOpOBOJIBIIEB) HE BBIBMI  CHEHU(PUUECKHMX CHMITOMOB MJIM HPU3HAKOB, IOMHUMO
NEepeYnCIIeHHBIX B pa3zene 4.8.

Jleuenune

JlanpHelinee jgeyeHue ciaenyeT NPOBOAUTh B COOTBETCTBUM C KIIMHUYECKUMHU MOKAa3aHUSMH WIN
PEKOMEHIALUSAMI HAIIMOHAIBHOIO TOKCUKOJIOIMUYECKOTO LIEHTPA, U €r0 HATUYHH.
Creruduueckoe Jie4eHUE MEPEAO3UPOBKHU  JIOIYTETPaBUPOM  OTCYTCTBYyeT. B ciydae
NepeI03UPOBKH 110 HEOOXOJUMOCTH CIIEYET MPOBOJUTH MOAEPKUBAIOIIYIO TEpPAIHIO NalleHTa
¢ HaJJexxauuMm HaOroJeHrueM. B CBsI3u ¢ BBICOKOI CTENEHBIO CBA3BIBAHUS JIOJIyTerpaBUpa C
OenKaMH IJ1a3Mbl KPOBH MaJIOBEPOSITHO, YTO JUAIN3 MOXKET CIIOCOOCTBOBATh 3HAYUTEIHLHOMY

BBIBCJACHUIO €0 U3 OpraHu3Ma.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoaMHaAMHYeCKHe CBOCTBA
®apMakoTepaneBTUUYECKass TpyIa: MPOTUBOBUPYCHBIE CPENCTBA CHCTEMHOIO JEHCTBHS;

MPOTUBOBUPYCHBIE CPEJICTBA MPSAMOTO ACUCTBUS; HHTUOUTOPHI HHTETPA3BI.

Kon ATX: JOSAJO3
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MexaHu3M IeHCTBUS

HonyrterpaBup unHrubupyer uaterpasy BIUU mocpencTBoM CBSI3bIBAHUS C aKTHBHBIM YYaCTKOM
WHTETpa3bl W OJIOKUPOBAHMS dTama IMEpPEeHOca IEeMH BO BPEMsl WUHTETPAMH PETPOBHPYCHOMN
ne3okcupubonykiaennoBot kuciaotel (JJHK), kotopelii HeoOXomuMm s LMKIA PEITMKAINH

BHY.

dapmakoguaamuyeckue d3PpHeKTol

Ilpomueosupycuas akmusHOCmMs 8 Kyibmype Kiemox

3nayenne WKsp (momymakcumanbpHasi WHTHOHMpYIOMIAs KOHIIGHTpALuWs) JOJyTerpaBupa B
OTHOILICHUH Pa3IMYHBIX JTAa0OPATOPHBIX IITAMMOB TP HCIOJB30BAaHUM MOHOHYKJICAPHBIX
kieTok nepudepuueckoit kposu (MKIIK) cocrapnso 0,5 HM, a mpu UCTOIB30BaHUU KIIETOK
MT-4 wmaxommnocs B guanazone 0,7-2 HM. Cxoxmble 3HaueHus HKso HaOmromamuch mis
KJIMHUYECKUX M30JISITOB 0€3 CYIIECTBCHHBIX PA3INYUN MEKIY CyOTHIIAMU; B TIAHEIH, COCTOSIICH
u3 24 uzonsroB BUU-1 cy6tunos A, B, C, D, E, F u G u rpynmns O, cpennee 3nauenne UKsg
cocraBmiio 0,2 HM (muanazon 0,02-2,14). Cpennee 3nayenue MKso ams tpex usonstos BUY-2
cocrasmiio 0,18 HM (auanazon 0,09-0,61).

Ilpomugosupycras akmueHOCMb 8 COYEMAHUU C OPYUMU NPOMUBOBUPYCHBIMU NPENaApamamu
He naGmonanuch aHtaroHuctudeckue 3GGexThl in VItro Mexay J0TyTerpaBupOM H JAPYTHMH
WCCJICIOBAaHHBIMU aHTHPETPOBUPYCHBIMH ITpENapaTaMu: CTaBYJIUHOM, abakaBUPOM,
a¢haBUPECH30M, HEBUPAIMHOM, JIOMMMHABHPOM, aMIIPEHABUPOM, SHQPYBUPTHUIOM, MapaBUPOKOM,
aneoBupoM u panrterpaBupoM. Kpome Toro, pubaBUpuH HE OKa3bIBall BHIPAKEHHOTO BIUSHUS
Ha aKTUBHOCTbH JJOMyTETPaBUpa.

Brusinue cvleéopomxu kposu uenosexa

B 100 % cheiBOpoTKE KpPOBH YellOBEKa OTMEUYanoch B cpemHeMm 75-kpaTHoe u3zMeHenne (KU)
KOHIIEHTpaluu Oenka, B pe3ynbpraTe uyero MKgo (MHTHOMpYIOIIas KOHIIEHTPALHsl, He0OXoauMast
it 90 % MHrHOUpOBaHMSI), CKOPPEKTUPOBAHHAS C YYETOM CBSI3BIBAHUS C OENKaMM, COCTaBJIsIIA
0,064 Mxr/mir.

PesncreHTHOCTD

Pesucmenmuocmas in Vitro

Pa3BuTHE pe3ncTeHTHOCTH IN Vitr0 M3y4aroT ¢ MOMOIIBIO CepHifHOro maccaxa. Bo Bpems 112-
JTHEBHOrO maccaxa jaboparopHoro mramma |[IIB BUU-1 BeineneHHble MyTaluu pa3BUBAINCH
MeIJIeHHO, ¢ 3aMeHamu B mo3unmsax S153Y um F, uro mpuBommino MakcuMyM K 4-KpaTHOMY
usmenenuto (KW) uyBctBUTENbHOCTH (nuamnazoH 2—4). DTH MyTallud HE ObUIM BBIIEICHBI Y
NAIMEeHTOB, MOJTYYaBIINX TEPAHIO JOJYTETPaBUPOM B paMKax KIMHUYECKUX ucciemaoBaHuil. C
nomotnsio mramma NL432 6eutn Beigenersl mytamumun E92Q (KU = 3) u G193E (KU = 3).

Mytamuss E92Q Opima BpIZiCIEHA Y TAIMEHTOB € H3HAYAJbHO  CYIIECTBOBABIIECH
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PE3NCTEHTHOCThIO K panTerpasmpy, srocneadramn_nbityliasl Téphi by rerpibibo

(cumTaercst BTOpUYHOW MyTalien Juis JoayTerpaBupa). JJomoNmHUTEIbHbINA naccax cyoTunos B,
C u A/G BUpyCOB JAMKOrO TUMA B IPUCYTCTBUH JOJYTErpaBUpa MPUBOIUII K CEICKIIUN MyTallUil
R263K, G118R u S153T.

B xome kamMHWUYECKHMX HCcheAoBaHUN coobmanock o 3ameHe R263K y aByX oTmenbHBIX
NaIMEeHTOB ¢ BUpycoM cyOTunoB B u C, paHee moixy4aBIInX aHTHPETPOBUPYCHYIO TEPAIUIO, HO
HE MOJTyYaBIINX TEPANNI0 HHIMOUTOPAMHU MHTETPa3bl, OJHAKO BIMSIHUE HAa YyBCTBUTEIBHOCTD K
JnoayTerpaBupy N Vvitro orcyrcrBoBamo. 3amena G118R cHmKaeT YyBCTBHTEIBHOCTh K
JOJyTerpaBUpy y CalT-HampaBieHHbIX MyTaHTHbBIX IwutamMmmoB (KM = 10), Ho He Oblia
oOHapy’KeHa y MalKMeHTOB, MOJyYaBIIUX JOJTYTETPaBHP B KIMHUYECKUX HCCIEIOBAHHUAX (Da3bl
M.

[lepBuuHble MyTaluK Ui panterpaBupa u snurerpasupa (Q148H/R/K, N155H, Y143R/H/C,
E92Q u T66l) 1o 0TAeIbHOCTH HE OKA3bIBAIOT BIMSHKE HA YyBCTBUTEIBHOCTD K JOJIYTETPABUPY
in vitro. IIpu no0aBIeHUU K ATUM TEPBHYHBIM MYTAILUSIM BTOPHUYHBIX MYTAllMi, Pa3BUBIIUXCS
1OJT BO3/CHCTBHEM WHTHOMTOPOB HMHTErpasbl (Ui pajTerpaBHpa M SJIBUTETPABUpPA) B XOJE
SKCHEPUMEHTOB C CalT-HalpaBI€HHbIMH MYTaHTHBIMM IITaMMaMH, YYBCTBUTEIBHOCTh K
JoNyTerpaBupy ocraBaiack HemsmeHHOH (KM < 2 mo cpaBHEHHIO ¢ BUPYCOM JHKOTO THIIA), 33
UcKIroueHreM ciydas ¢ mytamusmu Q148, roe mabmomamace KM 5-10 wnm Beime s
KOMOMHAIMI HEKOTOPBIX BTOPUYHBIX MyTarmid. Brnusaue myrtanmii Q148 (H/R/K) Obuio Takke
HNOJATBEPXKJIEHO B OKCHEPUMEHTAaX C CalT-HamnpaBI€HHbIMH MYTaHTHBIMHM LITaMMaMH C
npuMeHeHueM naccaxeil. B cepuitHom mnaccaxe co mrammoMm NL432, naumnas c caiit-
HANpaBJICHHBIX MYTaHTHBIX ImTaMMOoB ¢ 3ameHamu NI155H wmm E92Q, ne nHabmomamoch
nanpHenmee pazsutue pesucteHTHOCTH (KU oxono 1, 6e3 usmenennii). HanpoTtus, HaunHas ¢
MYTaHTHBIX IITaMMOB ¢ 3ameHoit Q148H (KU = 1), naGmromancs psa BTOPUYHBIX MyTalui
nocienyomum nossimenneM KU no 3nauennit > 10.

Knunuueckn 3Haunmoe MoporoBoe 3HaydeHue ¢eHotunuyeckoil pesucrentHoctu (KM mo
CpaBHEHHIO C BUPYCOM JTUKOTO THIIAa) HE OIPEEICHO; TEHOTUITUYECKash Pe3UCTECHTHOCTD JIydIlle
MO3BOJIsUIa CIIPOTHO3UPOBATH PE3yJIbTaT.

705 pe3uCTEHTHBIX K palITErpaBUpy HU30JISTOB, BBHIACICHHBIX y MAalMEHTOB, paHee MOJTyYaBIINX
TEPaINUI0 paITErpaBUpPOM, OBUTH TPOAHAIM3UPOBAHBI HA YYBCTBUTEIHLHOCTh K JOJTYTETpaBHUpY.
3nauenne KU s gomyrerpaBupa cocrasisieT < 10 B otHomennn 94 % u3 705 KIMHUYIECKHX
U30JISTOB.

Pesucmenmuocma in Vivo

He Ob10 BBISABIIEHO pa3BUTHE PE3UCTEHTHOCTH K IpernaparaM Kjlacca MHTMOMTOPOB MHTErpa3bl

(Ma) unm HYKICO3HIHBIX HHIHOMTOPOB oOparHoi Tpanckpunrtasel (HUOT) y panee He
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MMoJIydyaBIINX JICHCHUC TMALMCHTOB, KOTOPLIC HDHHHBI’IQ.TI;ILI:HEE;&?}I%EIHCEBED EI%T B

KIMHUYeckux uccienoBanusx ¢asel 11b u I (n = 1118, nabmonenue B Teuenue 48—96 Henenp).
VY paHee HE MOITYYaBIIUX JICYCHUE MAIIUCHTOB, MPUHUMABIINX JOJYTErpaBUp + JIAMUBYIUH B
uccaenoBanusasx GEMINI no 96-it nenenu (N = 716), He HAOIIOAATIOCH Pa3BUTHE PE3UCTEHTHOCTH
K IperapaTam Kjacca HHrHOUTOpOoB HHTETpasbl wiK kiacca HAOT.

B rpynme nanueHToB, y KOTOPBIX MPEIIIeCTBYOMAs Tepanus Obuta HedPEeKTHBHA U KOTOPHIE
paHee HE MOJy4Yald Ipenaparbl Kiacca WHruOuTopoB mHTerpassl (ucciemoBanue SAILING),
3aMeHBbl, CBSI3aHHBIC C IIPUEMOM HMHIMOMTOPOB MHTErpasbl, Habmomamuch y 4/354 manueHTOB
(nabnronenue B TeueHue 48 Hemenb), MOJYYaBIIMX JIOJyTErpaBUp B KOMOMHAIMH ¢ (HOHOBOM
Tepanuei, BHIOpaHHOW wHccienoBaresieM. M3 3THX YeThIpeX MAalMEHTOB y JIByX OTMeEYasach
yHuKanpHas 3amMeHa R263K B rene muTerpassl ¢ makcumanbHoit KU 1,93, y ogHOoro manmenra
ObuTa oTMeueHa noiauMopdHas 3amena V151V/I B rene unrterpassl ¢ makcumansHoit K1 0,92 u
y OJHOIO NalMeHTa U3HAYyalbHO MUMEJUCh MyTallMd B I€HE MHTErpa3bl — Kak MpeAroJiaraercs,
3TOT TAIMEHT paHee MPUHUMAI HMHTHOUTOPHI WHTETpa3bl WM ObT WHOUIMPOBAH ITyTEM
TPAaHCMHUCCHUU PE3UCTEHTHBIM K WHTHOMTOpaM HHTErpasbl BupycoMm. Mytamus R263K Obuia
TakKe BbIeIeHa in Vitro (cM. BhIIe).

Ha ¢one pesucreHTHOCTH K IpemaparaM Kjacca HMHIMOMTOPOB HMHTErpasbl (UccieloBaHHE
VIKING-3) cnenyrome MyTanuu ObUIM BBIJICICHBI Yy 32 TMalMEHTOB C BUPYCOJOTHYECKOM
Hed(p(EeKTUBHOCTHIO, ompezeseHHol npoTtokoiaoM uccienoBanus (BHOII), na 24-it Henene c
HNapHBIMU T€HOTUTIAMHU (BCE MaLMEHTHI MOIy4aIu JoJdyTerpaBup B go3e 50 Mr Ba pas3a B CyTKH C
ONTHMU3UPOBaHHOW 0a30Boi Tepamueit): L74L/M (n = 1), E92Q (n = 2), T97A (n = 9),
E138K/A/T (n = 8), G140S (n = 2), Y143H (n = 1), S147G (n = 1), Q148H/K/R (n = 4), N155H
(n=1)u E1I57E/Q (n =1).

Pe3ucTteHTHOCTh K MHTHOMTOpAaM HHTErpasbl, CBS3aHHAs C IMPOBEACHUEM TepanuH, OOBIYHO
pasBUBAJIACh y MAIlMEHTOB C U3HAYAIBHO CyllecTBYyomeld MmyTtauueit Q148 (Ha ucxoqHOM 3Tarne
Tepanuu Win B aHaMmHese). Y msatu apyrux namuentoB BHOII 6b1a oTMeueHa B mepuo Mexay
24-ii n 48-i1 Henenel, Uy IByX M3 3TUX TISITH MMAIUEHTOB OBUTH BBISBICHBI MyTalll, CBS3aHHBIC
¢ mpoBeneHueMm Tepanuu. HaOmromanuch cienyromue MyTalMM WM COYETAaHHS MyTallMid,
BO3HUKIIIKE BO BpeMs npoBeaenus tepanuu: L741 (n = 1), N155H (n = 2).

B wuccnenoBannn  VIKING-4 wu3ydanoce mnpHMeEHEHHE [ONyTerpaBupa (B COUYETAHHH C
ONTUMM3UPOBAHHOW 0a30BOM Tepamueil) y MaNUEHTOB C MEPBUYHONM TI'€HOTUIHYECKON
pesucteHTHOCThIO K MTHM Ha MomeHT ckpunuHra y 30 mamuentoB. Habmiomaemble MyTtanuwu,
CBSI3aHHBIE C NPOBOJUMON Tepamued, COOTBETCTBOBAIM TEM, KOTOpble HaOIIOAaINCh B
nccienosagnn VIKING-3.

B rpynne manueHTOB [ETCKOTO BO3pacTa, y KOTOPBIX MPEIIIECTBYIOMIAasl Tepamnusi Oblia
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Hed((PeKTHBHA M KOTOpBIE paHee HE MOTydaIy npenaﬂ%;lﬁa%gaaﬂ%hjfgﬁgg ﬁ}';lﬁé—rl%-ésm,

Habmroanack 3aMeHa B rere uHTerpassl G118R y 5/159 manueHToB, nosrydaBIIuX 0Ty TErpaBup
B KoMOMHanuu ¢ (OHOBOH Tepanueid, BRIOpaHHOU uccienoBareneM. 3 3TUX MSITH NAIlMEHTOB Y
YEeThIPeX OTMEYaJUCh CIEIYIOIINE JONOJHUTENbHbIE 3aMEHBl, CBS3aHHbIE C MPUMEHEHHEM
uHruouropos unrerpassl: L74M, E138E/K, E92E/Q u T66l. [Iins yeTbipex U3 MATH Y4aCTHHKOB
¢ nosiBuBIIelcs 3amenoit G118R Obutn nocTymnHbl PeHOTUITNYECKHE JaHHBIC.

Kpatrnocts m3menenust (KM) 4yBCTBUTENBHOCTH K JOIYyTETrpaBUpY (IO CPABHEHHMIO C BUPYCOM
JUKOTO THIA) AJI ATUX YEThIPEeX YYaCTHUKOB BapbUpoOBaja oT 6 10 25.

BiausHue Ha moKa3aTelM 3JIEKTPOKAPAUOrpaMMEI

He Obu10 BBISIBICHO 3HAYMMOE BIUSHHE TOJyTerpaBupa Ha mHTepBand QTC mpu mpuMeHEeHUH B

J103ax, MPUMEPHO B 3 pasa MPEBHIIIAIOIINX TePANIEeBTUUECKHE.

5.2. ®apMaKoOKHHeTHYECKHE CBOHCTBA

dapMaKkOKMHETHKA JIOJIyTErpaBUpa CXOJHA Y  3J0pPOBBIX  1oOpoBosibiieB u  BUY-
UHOQHUIMPOBAHHBIX ManueHToB. CTeneHb BapHaOENbHOCTH IMapaMeTpoB (apMaKOKHHETUKU
JoJyTerpaBupa KosebsieTcst oT HU3KOH 10 yMmepeHHoW. B uccnenoBanusax ¢assl I ¢ yuactuem
30POBBIX JOOPOBONBIEB Kod(duimeHT Bapuaimu B rpymme ucnbiTyeMbix (CVD%) mms
wiomam noj (GapMaKOKMHETHYECKOW KpuBO# «koHIEeHTpaims — Bpems» (AUC) u mis
MakCHUMaIbHON KOHIEeHTpaui (Cmax) BapsupoBai oT =~ 20 10 40 %, a KOHIICHTpAIUs B KOHIIE
untepBana gosupoBanus (Ct) — or 30 mo 65 %. BapuabenbHOCTh (hapMaKOKMHETHUKH
JOJyTerpaBupa MeX,Jy y4yacTHUKaMu Oblia Bbime y BUY-nH(pUIMPOBaHHBIX MAlUEHTOB, YEM Y
3JI0POBBIX JOOPOBOJIBIIEB.

BrytpunnausuayanbpHas BapuadenbHocth (CVWY%) Obita HEXE, yeM BapuaOelIbHOCTh MEXITy
YYaCTHHUKAMU.

Abcopbrus

JonyTterpaBup ObICTPO BCachIBAETCs MOCIE IpUEMa BHYTPb, MEIMaHa BPEMEHHU J0 JAOCTHXKEHUS
MakcUMalIbHON KoHIeHTpaiuu (Tmax) mocie npueMa mnpenaparta B popMe TabJIEeTOK COCTABIISIET
2-3 4Jaca.

B cnyuae mpuemMa mpemaparta BMECTE C IUIIEH MOBBIIIAETCS CTENEHb U CHHUIKAETCS CKOPOCTH
BCAChIBaHMsI J0OIyTerpaBupa. buogoctynHocTs JoimyTerpaBupa 3aBUCHT OT COCTaBa MUILMU: MPH
npreMe THUINA C HH3KUM, YMEPEHHBIM | BBICOKUM cojepkanueM KupoB AUC(o-x)
nonyTerpaBupa noseimanack Ha 33 %, 41 % u 66 %, Cmax moBeimanace Ha 46 %, 52 % u 67 %,
Tmax ymamuHsiocs 10 3, 4 ¥ 5 4yacoB IO CPaBHEHMIO C 2 4YacaMu INpU NpPUEME HATOILAK
COOTBETCTBEHHO. JlaHHOE yBEIMUYEHHE IOKa3aTelel He CUNTAETCs KIIMHUYECKU 3HaYuMbIM. Tem

HE MCHCC, TaHHOC YBCIIUUCHUC MOKa3aTesiel MOKET OBITh KIMHUYECKH 3HAYNMBIM IIpru HAJITUYHHU
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PE3UCTEHTHOCTH K OMNpPEIETICHHBIM IpenapaTgMm xach "II/IHT—LEGEI'T&%E Eﬂltrléll'*bg:z]f_,l:' q—f(IIIé:l‘IOMV

BUY-uHOUIMPOBAaHHBIM MAalMEHTaM C PE3UCTEHTHOCTHIO K HMHTHOMTOpAM HWHTETPasbl
pPEKOMEHyeTCsl IPUHUMATH Tipernapar JloayTerpaBup BMecTe ¢ numiei (cM. paszaen 4.2).
AbcomoTHas OMOIOCTYTHOCTh JOJIyTerpaBrpa He yCTaHOBJICHA.

Pacopenenenue

CoriacHO TaHHBIM, TTOJIyYSHHBIM IN VItro, noinyterpaBup B 3HauuTeNbHOU crenenu (6osee 99 %)
CBsI3bIBaeTCs ¢ OenkamMH Iula3Mbl KpOBHM denoBeka. Kaxymmiics o0beM pacrnpeneneHus
nosyterpaBupa 'y BUUY-uHbUIMpPOBAHHBIX MalMeHTOB cocTaBiaser 17-20 1, coriacHo
pe3yJbTaTaM MONYJISLMOHHOTO (papMaKOKMHETHYECKOro aHanu3a. CBA3bIBaHUE JJOIyTErpaBHpa ¢
OenkaMM TUIa3Mbl  KpPOBHM HE 3aBHCHT OT ero KoHHeHTpamud. CooTHomeHue oOmen
KOHIICHTPALMN PAIMOAKTUBHO MEUEHOTO Iperapara B KPOBH M IJIa3Me COCTABISUIO B CPEIHEM
0,441-0,535, 4r0o yKa3bIBaeT Ha MUHUMAJIbHYIO CTENEHb CBSA3bIBAHMS PaJAMOAKTHBHO MEUEHOI'O
npenapara ¢ KJIETOYHBIMM KOMIIOHEHTaMu KpoBHU. Dpakuus HECBSI3aHHOTO AOIyTerpaBUpa B
IUTa3Me KPOBH TOBBIMIACTCS MPU HU3KOH KOHIIGHTPALMU CHIBOPOTOYHOTO anbOymHuHa (MEHeEe
35 1/1) mo pesynpraTaM HaONIOAEHUS MAIMEHTOB C HAapyHIeHHEeM (DYHKIUU TMEYEeHU CpeaHen
CTETIEHU TSKECTH.

JloiyTerpaBup MpOHUKAET B CIIMHHOMO3TOBYI0 KHMJIKOCTh (CMIK). V 13 paHee He moiy4aBIIux
JICYCHHE TAIMEHTOB, TMOJyYaAIOMINX CTA0MIBHYIO TEPAINUIo JOJYTErPaBHpPOM U abaKaBHpOM +
JaMHUBYJIMHOM, KOHIeHTpanus nosnyterpasupa B CMOXK cocraBnsana B cpeanem 18 Hr/miu (4uto
COIIOCTaBUMO C KOHIIEHTpAIlMEeil HECBSI3aHHOTO JOJyTerpaBHpa B IJIa3M€ KPOBHM M IPEBBINIAET
NKso).

JlonyterpaBup OOHApYXHBAeTCsl B MYXCKHX M IKEHCKMX moioBbix myTsx. AUC B
[IEPBUKOBAaTMHAIBHOM KHUIKOCTH, IEPBUKAIILHONW M BarMHAIBHBIX TKaHAX cocraBmia 6—10 % ot
TAaKOBOH B IJIa3Me KpOBH B paBHOBeCHOM cocTossHuu. AUC B ceMeHHOW XHJIKOCTH COCTaBUIIA
7 %, a B TKaHAX OpsAMOi KUIIKK — 17 % OT TakoBO# B IJ1a3Me KPOBH B PABHOBECHOM COCTOSTHUH.

buorpancdopmarms

JlomyTerpaBup TIaBHBIM 00pa3oM MeTaOOMU3UPYETCS MyTEeM TIIOKYPOHHPOBAaHUS C YYaCTHEM
ypunuaaudocdar-rmokyponuntpanchepassl (YIDP-I'T)IAl u He3HAUUTENbHBIM yYacTHEM
uzodpepmenta CYP3A. JlonyrerpaBup sIBIS€TCS OCHOBHBIM COCJUHEHUEM, IIUPKYJIUPYIOIIUM B
11a3Me KPOBH, BBIBEJICHHE MMOYKaMU B HEM3MEHEHHOM Bue He3HauuTenbHO (< 1 % 103b1). 53 %
oOmield M03bl TpH TIpUEME BHYTPb BBIBOJUTCS B HEHM3MEHEHHOM BHJE Yepe3 KHUIICYHHK.
HewusBecTHO, 00YCIOBICHO JIM 3TO SIBIICHHE IMOJHOCTHIO MM YaCTHYHO HEMOJIHBIM BCAChIBAHHUEM
JIEMCTBYIOIIErO BEIIECTBA WM BBIBEIEHUEM C JKETYbIO TIIIOKYPOHHIHOTO KOHBIOTaTa, KOTOPBIHA
MOXET NOABEpraTbcs IalbHEHIIEMy pacmagy ¢ oO0pa3oBaHHEM MCXOJHOTO COCIMHEHHS B

npocBeTe KuieyHuka. 32 % oOuieil 1036l MpU MpHeMe BHYTPh BBIBOAUTCS MOYKaMU B dopme
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s¢pupa TmroKyponmma gosyterpasupa (18,9 % o'@{é%‘j%ﬁ;‘iTﬁ%ﬁ(ﬁgﬁpg%Q&ﬁoro

merabomura (3,6 % oOmeir 103pl) W MeTabonmuTa, OOpPA30BAHHOTO IIYTEM OKHCICHHS
OensuinoBoro yrieposa (3,0 % obuielt 103b1).

BzanmoeiicTBHE ¢ IPYTUMH JI€KapCTBEHHBIMH IIpenapaTaMu

In vitro nomyTerpaBup JAEMOHCTPHPOBAI OTCYTCTBHE MPSIMOIO WHTHOUPOBAHUS WM Caboe
unruduposanue (MKspo > 50 mMxmoib) mzodepmenToB cuctembl nutoxpoma P450 (CYP)1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A, ypununaudocdar-
rmrokyporosmirpanchepazsl (YAD-I'T)IA1 wmm (YAD-I'T)2B7, mubo nepenocunkoB P-gp,
BCRP, BSEP, OATPI1B1, OATP1B3, OCT1l, MATE2-K, MRP2 wmu MRP4. In vitro
nonyrerpasup He uHaynupoBait uzopepmertel CYP1A2, CYP2B6 niu CYP3A4. Ha ocHoBanuun
ITHX JAHHBIX HE OXHJIACTCA BIUSHHUE JOJNyTEerpaBUpa Ha (HapMaKOKWHETHKY JIEKApCTBEHHBIX
MpernapaToB, KOTOPHIE ABISIOTCA CyOCcTpaTaMyu OCHOBHBIX (DEPMEHTOB MJIH MEPEHOCYMKOB.

In vitro nonyrerpasup He siBisuics cyoctpatom OATP1B1, OATP1B3 win OCT1 y yenoBeka.
DJIMMUHALHS

KoHneuHblll eproj] moyBbIBEEHUS JOJIYTErpaBUpa cocTaBisgeT okono 14 vacoB. Kaxymuiics
obmuit kmupenc npu npueme BHyTpb (CL/F) cocraBmser mnpumepHo 1 s/gu y BHUY-
MHQHUIMPOBAHHBIX NalMEeHTOB Ha OCHOBaHUU pe3yabTaToB HOIYJIAUOHHOTO
(hapMaKOKMHETUYECKOTO aHaAIHN3a.

JInHelHOCTh (HENMMHENHOCTD)

JluHeiHOCTh (papMaKOKMHETHUKH JOJTYyTErpaBUpa 3aBUCUT OT J03bl M JIEKAPCTBEHHOW (OPMBI
npemnapata. [locine mpuemMa BHYTpPh TaONETOK, MOKPBITHIX IUICHOYHON OOOJOYKOM, B IEIOM
JIOJIyTETPaBUp TPOSBISUT HETMHEHHYIO0 (apMaKOKMHETHKY C MEHEE 4YeM IMPOMOPIHUOHATHLHBIM
JI03€ YBEITWYEHUEM OKCIO3WIMKM B Tula3Me KpoBu oT 2 1o 100 Mr; omHako yBeIUYCHHE
AKCIIO3UIMHU JOJyTerpaBupa MpeACTaBIseTCs MPONOPLUHUOHAIBHBIM /103€ B JUANa30HE OT 25 Mr
1o 50 mr s TabIeToK, MOKPBITHIX TIIEHOYHOH 00010ukoil. [Ipu npueme TabneToK, MOKPHITHIX
MJICHOYHOM 000J10uKoi, B 03¢ 50 Mr aBa pa3a B CYyTKH SKCHO3UWIMA B TedueHHWe 24 4 Obuta
MIPUMEPHO B JIBa pasa BHIIIE IO CPABHEHHIO C TPUEMOM B J103€¢ S0 MTI OIMH pa3 B CYyTKH.

(I)aDMaKOKI/IHCTI/I‘-ICCKaH-d)aDMaKOHI/IHaMI/I‘{eCKaﬂ 3aBUCHUMOCTD

B panmoMu3upoBaHHOM HCCIENOBAaHUM C MOAO0OpOM 103 y wuHuIMpoBanueix BHUY-1
MalNEHTOB, MOJYYaBIIMX  MOHOTEpANHIO  JOJyTErpaBUPOM (ING111521), ObLIa
MIPOJIEMOHCTPUPOBAaHA OBICTpasi, M0303aBUCUMAasi MPOTUBOBHPYCHAsT aKTUBHOCTH CO CPEIHUM
camwkenrem konmuuectBa PHK BUY-1 na 2,5 10g10 Ha 11-ii menp npu npueme B go3e S0 wmr.
DTOT MPOTUBOBUPYCHBIM OTBET MOACPKUBAICS B TeueHUE 3—4 JTHEH Mmocie mpueMa mociaeaHei
JI03bl B TPYIIE MAlMEHTOB, MOJIy4aBIIel TabJETKU, MOKPHIThIE MJICHOYHOW 000J0YKOil, B 103€

50 mr.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

OOBEIMHCHHBIX JaHHBIX KIMHHUYECKUX WCCIEAOBAHUN y MAIMEHTOB C PE3MCTEHTHOCTHIO K
MHTUOUTOpPAM MHTETPa3bl MO3BOJISET MPEANOI0KHUTh, YTO YBEIUYeHHue 1035l ¢ 50 Mr JBa pas3a B
cytku 1o 100 mr nBa pa3a B cyTKH B (popMmMe TaOIETOK, MOKPBHITHIX IIJICHOUYHOH OO0OJIOYKOM,
MOKET TOBBICUTh J(PGHEKTUBHOCTh JOJyTErpaBUpa y TMAIMEHTOB C PE3UCTEHTHOCTHIO K
WHTHOUTOpAaM HMHTETpa3bl HW OTPAHUYCHHBIMH BO3MOXXHOCTSIMH JICYCHHS B CBSI3H C
MIPOTPECCUPYIOLIEN MHOKECTBEHHOU JIEKapCTBEHHOM PE3UCTEHTHOCTHIO. bruto
CIIPOTHO3UPOBAHO YBEJIMYCHHE JOJU MalHueHTOB ¢ oTBeToM Ha Tepanuio (PHK BHUY-1 < 50
KJIeTOK/MI) Ha 24-ii Hemene mpumepHo Ha 4-18 % cpemu mnamnmeHToB ¢ Myrarmedn Q148 B
coyeTaHuu ¢ AByMs wiu Oosiee BropudnbiMu MyTtaiusamu G140A/C/S, E138A/K/T, L741. Xots
9TH CMOJICIIMPOBAHHBIC PE3YJIBTATHI HE OBLIN MOATBEPIKICHBI B KIMHHYECKUX HCCIICIOBAHUSIX,
MPUMEHEHHE TaHHOW BBICOKOW J103bI MOXKET OBITh PAaCCMOTPEHO Mpu Hanuuyuu mytanuu Q148 B
covyeTaHuu ¢ JaByms wiu Oojee BropuuHbiMu Mytarmsmu G140A/C/S, E138A/K/T, L741 y
NAllMeHTOB C OrPAaHMYEHHBIMH BapHAHTAaMHU JICYEHUS B CBS3M C IPOTPECCHUPYIOLICH
MHO’KECTBEHHOM JIEKapCTBEHHON PE3UCTEHTHOCThIO. KiMHHMYeckue naHHble MO 0€30M1acHOCTU
win 3G(HEKTUBHOCTH MPUMEHEHHs TaOJIETOK, MOKPBITHIX IIEHOYHOM 000510uKoi, B 103¢ 100 mMr
IBa pa3a B CYTKH OTCYTCTBYIOT. [IpM OJHOBpeMEHHOM TpPUMEHEHUU C aTa3zaHaBUPOM
CYIIECTBEHHO IOBBIIIAETCS SKCIO3HUIHS JIOJyTErPaBUpa, MOITOMY B TAHHOM CIIy4ae HE CIeIyeT
OTHOBPEMEHHO TPHUMEHSATh JIONYTETPAaBUP B YKa3aHHOW BBICOKOW J103€, MOCKOJIBKY
0€30MacHOCTh MOTy4YaeMON IPHU STOM IKCIIO3UIIUH JOTyTErpaBupa He yCTaHOBJICHA.

[TanMeHTHI OKUJIOr0 BO3pacTa

[MonynsauuoHHpt  (apMaKOKMHETHUYECKUH  aHalW3  NPUMEHEHUs  JOJyTerpaBupa ¢
WCIIOJIb30BAHUEM JAHHBIX, MOJYYEHHBIX y B3pOCIHBIX MalMeHTOB, WHuUIMpoBaHHbIX BUY-1,
MoKa3aJl OTCYTCTBHE€ KJIMHUYECKHM 3HAUYMMOrO BJIUSHUSA BO3pacTa Ha  OKCIO3ULUIO
JIOJIyTerpaBupa.

Janublie mo (papMaKOKWHETHKE TOTyTEeTrpaBupa y MalueHTOB cTapiie 65 JIeT OrpaHuYeHBI.

HaHI/IeHTBI C HApYIHICHHUEM d:)VHKHI/II/I TIOYECK

JlonyTerpaBup B HE3HAYUTEIBHOM CTENEHN BBIBOJUTCS NOYKAMHU B HEM3MEHEHHOM BuE. bblio
IPOBEICHO HCCIeloBaHue (apMaKOKMHETUKU JOJIyTerpaBUpa Yy MAllMEHTOB C HapylleHHEeM
¢bynxun noyek Tsxenoit crenenu (KK < 30 mu/mun). He HaGmroganoch KIMHUYECKH 3HAYUMBIX
pa3nnuuil papMaKOKMHETHYECKHX MapaMeTpOB MEXIYy IMallMeHTaMU ¢ HapylleHHeM (yHKIHUH
nouek Tsokenoit cremenu (KK < 30 mu/mMuH) U 310poBBIMH 10OpoBOibilamu. [laruentam ¢
HapylmeHrneM (YHKIMHA TO0YeK KOPPEeKIHUs 1036l He Tpedyerca. JlocTymHble AaHHBIE O
IPUMEHEHUN JOJyTerpaBupa y MalMeHTOB, HaXOJAIIMXCS Ha JUaln3e, OTPAHUYEHBI; TEM HE

MCHEC, pa3jIndyusi B SKCIIO3UIHWH HE OXKUAAIOTCH.
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IlanmeHTHl ¢ HapyIIeHHEM dZ)VHKHI/II/I TICYCHU

COOTBETCTBYET 2KCNEPTHOMY OTYETY

JlonyterpaBup MeTaOOIU3UPYETCS M BBIBOJUTCS TJIABHBIM 00pa3oM IMedeHblo. B uccienoBanmm,
B KOTOPOM CpaBHHBAJIM JaHHBIE § TAIMCHTOB C HapylieHHeM (DYHKIHH TEYCHH CpeaHei
creneHn Tspkectd (kimacc B mo mikane Yanna-IIsio) u 8 310pOBBIX B3POCIBIX JOOPOBOJIBIIECB,
9KCIIO3ULIUS TOCTIe MprueMa OJHOKPAaTHOM 103kl 50 Mr momyTterpaBupa OblLia CXOAHOW AJI ATHX
nByx rpymm. [lanmentam ¢ HapymieHueM (YHKIMM TEYEHU JIETKOW WM CPEIHEH CTEleHU
TSOKECTH HE TpeOyeTcss KOppeKuus n03bl. BrnusHue HapymieHus (QYHKIUUA MEYCHH TSHKEIOU
CTeNeHH Ha (hapMaKOKUHETHKY JTOJyTerpaBUpa HE U3yUEHO.

HOJ'II/IMODd)I/ISM d)eDMeHTOB, MeTa6OHI/I3I/IDVIOH_II/IX JICKAPCTBCHHLBIC MIPCIIapaThl

OTCyTCTBYIOT JTOKa3aTEeIbCTBA TOTO, YTO YAaCTO BCTPEYAIOIIMECS MOJUMOPGU3MBI (HEPMEHTOB,
METa0OMM3UPYIOMINX  JICKAPCTBEHHBIE  Ipemaparbl, BIMAIOT Ha  (PapMaKOKHMHETHKY
JOJyTerpaBupa B KIMHMYECKM 3HAYMMOM cTeneHd. B MerTaaHanuse ¢ MCIIOJIb30BaHUEM
(apMaKOreHOMHBIX 00pa3LOB, IOJyYEHHBIX B KIMHUYECKUX HCCIECAOBAHUSAX C Yy4yacTHEM
3I0POBBIX T0O0pOBOIIbIEB, Y jul ¢ TeHoTtunaMu (YD-I'T)1ALl (n = 7), y KOTOPBIX OTMEYaJICs
HE3HAYUTEIbHBI METa0OU3M JOJyTerpaBupa, KIUPEHC JoayTerpaBupa Obut Ha 32 % HUKe, a
AUC Obuta Ha 46 % Bbllle, YeM y JHUI[ C TEHOTUIAMH C HOPMAJIbHBIM METab0IU3MOM
nocpeacteoM (YID-I'T)1A1 (n = 41). [Momumopdusm uzodepmento CYP3A4, CYP3AS u
NR1I2 re Obu1 cBs3aH ¢ pa3aruusiMu (papMaKOKHHETHKH IOy TerpaBupa.

Ioxn

Ha ocHOBaHMM JaHHBIX, MOJTYYEHHBIX B HCCIIEIOBAHUU C YY4aCTHEM 3[0POBBIX J0OPOBOJIBLIEB
(My>xunHBl: N = 17, skeHIMUHBL: N = 24), 00HApY»XEHO, YTO CPEeId 370POBBIX JOOPOBOJIBIICB
AKCIIO3UITHS TOTyTEerpaBUpa HECKOJIBKO BBIIIE Y JKCHIIUH, YeM y MY>X4uH (mpumepHo Ha 20 %).
[TommynsatmonHelid  (papMaKOKMHETHYECKUH  aHAM3 € HCIOJIB30BAaHHEM  COBOKYITHBIX
(apMaKOKMHETUYECKUX JaHHBIX, TIOJyUYSHHBIX B KIMHHYECKHX uccienoBanmsx daser 11b u 111 ¢
y4acTHEM B3pOCIIbIX MAlMEHTOB, HE TMOKa3al KIMHUYECKH 3HAaYMMOTO BIHUSHHMA TO0jJa Ha
AKCMO3HIINIO JOTyTeTPaBHpa.

Paca

[TorynauuoHHeld  (papMaKOKMHETHYECKUH  aHANU3 €  HCIOJb30BAaHMEM  COBOKYITHBIX
(apMaKOKMHETUYECKUX JaHHBIX, TIOJYYEHHBIX B KIMHHYECKUX HccaenoBanmsx daser 11b u 111 ¢
y4acTHEeM B3pOCIBIX MAIEHTOB, HE TIOKa3ajdl KJIMHUYECKH 3HAYMMOTO BIUSHHS PacOBOM
NPUHAIISKHOCTH Ha JKCIO3UIHIO J0IyTerpaBupa. dPapMakoOKWHETHKA JOIyTerpaBUpa TOCIe
OJHOKPAaTHOTO TpUEMa BHYTPh Y TAIMEHTOB SMOHCKOTO IPOUCXOXKICHHUS aHAJIOTUYHA
(bapMakoOKUHETHKE Yy 3anaaHbIX HapogHocTel (kutenu CLIA).

Koundexnus BUY u Bupycom renarura B wimn C

[TomynsioHHbIH hapMaKOKMHETHUECKUN aHATU3 MOKa3all, YTO KOMH(EKIUs BUPYCOM TernaTuTa
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C He oOKasbiBaeT KIMHEYECKH 3HaumMoro| BmsaHAe G E’;x&ﬁgzmlliﬁ "ﬂ%gyjrgrﬁé{ﬁhpa.

dapMakOKMHETHYECKHE JaHHBIE MO0 TMAalUeHTaM C KouH(peKuued BUpycoM renatura B

OTpPaHUYEHBI.

eTH
dapMaKOKHHETHKA JONyTEeTrpaBHpa TMpU NpHEeMe OJIUH pa3 B CYTKH B QopMmMe TalIeToK,
MOKPBITBIX TUICHOYHOH OOOJIOUKOW, W JUCIEPTHPYEMBIX TaOIETOK y MIIAJICHIEB, ACTed U
MOAPOCTKOB B Bo3pacte oT 4 Henmenb A0 18 ner, nndumupoBanasix BUY-1, Oputa orneHeHna B
nByx tekynmx uccnegoBanusax (P1093/ING112578 u ODYSSEY/201296). CmonenupoBaHHbIE
JaHHBIC 00 YKCIO3UIUH JIOJIyTETPaBUpa B IIa3Me KPOBH B PABHOBECHOM COCTOSTHUY TIPH TIpUEME

A03bI B 3aBUCUMOCTH OT MACCHI TCJIa OAWH pa3 B CYTKH IMPCACTABJICHLI B Taﬁmme 2 HIDKE.

Tabnuya 2. Céoonan ungpopmayun no cmooenuposannvim @K napamempam donymezpasupa
npu npueme 003bl 6 3ABUCUMOCHU OM MACCbl Mmena O00uUH paz 6 CymkKu y oOemeil,

unguuyuposannvix BUH4-1

JAunana3on Ho3a nas Cpennee reomerpuyeckoe 3Hauenne ®K napamerpos
Macchl TeJia npuema 1 (90 % JIW)
(xr) Pa3 B CYTKH
(mr) Crmax AUCo-244 Caq
(MKr/va) (MKr X 9/mJr) (ar/mu)
Ot 20 no <25 | 50 7,43 (4,13; 13,3) 78,6 (36,8; 171) 1080 (178; 4690)
Ot 25 1o <30 | 50 6,74 (3,73; 12,1) 71,4 (33,2; 154) 997 (162; 4250)
Ot 30 o< 35| 50 6,20 (3,45; 11,1) 66,6 (30,5; 141) 944 (154, 4020)
>35 50 4,93 (2,66; 9,08) 54,0 (24,4; 118) 814 (142; 3310)
Heanb: Cpennee 46 (37-134) 995 (697-2260)
reoMeTpH4ecKoe 3HAaUYCHHUe

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOTraTeIbHbIX BElIECTB

S npo TabieTku

Manuurton

[{enmmros103a MUKPOKPUCTATUTMYECKAS
KapOokcumernikpaxman HaTpHst
IToBugon K30

Hatpus creapundymapar
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[1nenouHast 000JI0UYKa

[1oNMMBUHUIIOBBINA CIIUPT, YACTUYHO TUIPOJIU30BAHHBIN
Turana nuokcun (E171)

Makporoi (IToJud THICHTIMKOIb)

Tanbk

Kpacurens xenesa okcu xentoiid (E172)

HJIM TOTOBOC IIJICHOYHOC MOKPBITUC UACHTUYIHOTO COCTaBa

6.2. HecoBmecTuMOCTH

Henpumenumo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs )

2 roja.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH

Xpanuts npu temmnepatype Hike 30 °C. XpaHuTb B OpUrHHAIBHON YIIaKOBKe (Tauke).

6.5. XapakTep u coaep:kaHue NePBUYHON YIIAKOBKHU

[To 10 TabneTok B KOHTYPHYIO SYCHKOBYIO yrakoBKy u3 TuieHkw [1BX mmm urenku [TBX/TIBJIX
¥ QOJIBIY ATIOMUHHUEBOI MeYaTHON JTAKMPOBAHHOM.

[To 30, 60 TabneTok B OaHKY MOJUMEPHYIO U3 MOJIMATHICHA HU3KOTO JABJICHUS, YKYTIOPEHHYIO
KPBIIIKON HABUHYMBAEMON M3 MOJUATHICHA HU3KOTO JABJICHHUS C MeMOpaHOW, Wiau B OaHKY
MOJIMMEPHYIO U3 MOJUATHIIEHA BHICOKOW TUIOTHOCTH, YKYNOPEHHYIO KPBIIIKOW HAaBUHYMBAEMOU
U3 TIOJIUTIPOITUIIEHA C KOHTPOJIEM TEPBOTO BCKPBITUSL CO BCTABKOM M3 CHIIMKArels, WId B OaHKY
13 MOJMATUIIEHA HU3KOTO JIABJICHUS, YKYTOPEHHYIO KPBIIIKON HABUHYMBAEMOU W3 MOIUITHICHA
HU3KOTO JaBJCHUS W CMECH W3 TMOJUATHICHA BBICOKOTO JABJICHUS W TOJHAITHJICHA HHU3KOTO
JABJICHUS C KOHTPOJIEM MEPBOTO BCKPBITHS.

JlommyckaeTcsi BKIIaJpIBaTh B OAHKY MaKeT-OCYIIUTENb (CHIIMKAreib) W/ WU BaTy MEIUIUHCKYIO
TUTPOCKOIUYECKYIO.

Opnny Oanky wm 1, 2, 3, 4, 5 win 6 KOHTYPHBIX SYCHKOBBIX YIIAKOBOK BMECTE C JIMCTKOM-

BKJIQABIIIEM IMOMEMIAIOT B ITAYKY M3 KapTOHA.
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6.6. OcoOble Mepbl NPEIOCTOPOKHOCT npu' || Viirioseiir | Henoaeiokatoro

JIEKAPCTBCHHOI'0 nmpemnaparta HJIH 0TX0/10B, MOJTYYCHHBIX mocJjie NMPUMECHECHUSA
JICKAPCTBCHHOI'0 IIpenmapara, 1 Apyrue MaHuNyJassluu € nmpemnapaTom

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs

000 «ITPOMOMEJ PYC»

Anpec: 129090, r. MockBa, nipocriekT Mupa, 1om 13, ctpoenue 1, odpuc 13
Tenedon: +7 (495) 640-25-28

DnekTpoHHas modra: reception@promomed.pro

7.1. IlpeacTaBuUTENb JEPsKATE/ISI PETHCTPALMOHHOIO Y10CTOBEPEHHU

[Iperen3uun norpeduTene HAIPaABIAT 110 aAPECY:

Poccuiickas ®@enepauust u Pecriybnuka Apmenus

000 «IIPOMOMEJ PYC»

Anpec: Poccuiickas ®@enepauus, 129090, r. MockBa, npocnekt Mupa, aom 13, crpoenue 1,
oduc 13

Tenedon: +7 (495) 640-25-28

Kpyrnocytounslii Tenedon ropstueit nuaun papmakonaazopa: 8-800-777-86-04 (6ecruiaTHO)
DnekTpoHHas mouta: reception@promomed.pro, armenia@drugsafety.ru,

document@drugsafety.ru, adversereaction@drugsafety.ru

Keipreizckas Pecrybnuka

OcO0 «IACME»

Anpec: Keipresckas Pecrry6nmka, 720040, r. bumkex, yn. Tokroryna, 1. 108
Tenedon: + (996) 703-699-466

OnektponHas noura: pv@dasmed.kg, kyrgyzstan@drugsafety.ru,

adversereaction@drugsafety.ru

Pecny6onmka benapych
000 «MEATEXITPOM)»
Anpec: Pecniy6nuka benapycs, 220118, r. Munck, yn. Mammnoctpoutenei, a. 29, nom. 1

Teneqon: + (375) 17-336-04-51, + (375) 17-336-04-20
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
0126112024 N2 26147
SrextporHas mouta: medtehprom@tuf.by, belafus@drugsafety rddottment@drigsarety-u,

adversereaction@drugsafety.ru

Pecny6onuka Kazaxcran

TOO «Decalog» (IEKAJIOI)

Anpec: Peciyonuka Kazaxcran, 050050, r. Anmatsl, yi. ['mazyHosa, 41A-4

Tenedon: +7 (701) 731-52-18

DJIeKTpOHHAs moyTa: decalog@nur.kz, kazakhstan@drugsafety.ru,

adversereaction@drugsafety.ru

8. HOMEP PETUCTPAIIMOHHOI'O YJOCTOBEPEHUS

9. IATA NMEPBUYHOM PEITMCTPAIIMUA (IIOATBEPXKJIEHUS PETMCTPALIMU,
NEPEPEI'MCTPALIUN)

Jlata nepBoii peructpanumu:

10. JATA IEPECMOTPA TEKCTA

OOmiast  xapakTepuCTHKa JIEKapCTBEHHOro mpemapara JlodyTerpaBup JOCTyIHa  Ha
nH(pOpMalMOHHOM TmopTaje EBpa3suiickoro SKOHOMHMYECKOIO cO03a B HMH(DOpPMAIMOHHO-

KOMMYHHUKaIIMOHHO# cetn «HTepHeT» http://eec.eaeunion.org/.
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