COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 30.04.2025 N= 11466

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPETTAPATA

HonyrerpaBup-AMEJIAPT, 50 Mr, TabneTku, MOKPHITHIC TIJICHOYHOH 000JI0YKOH.

2. KAYECTBEHHbLIA U KOJJMYECTBEHHBIN COCTAB

JercTByrolee BEUIECTBO: TOIYTETPaBUP.

Kaxxnas tabnerka, mOKpbITas MJICHOYHOH 00010YKOH, comepkuT S0 Mr monmyrerpaBupa (B BUE
JONTyTerpaBupa HaTpus).

[TonHbIN NIepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JIJEKAPCTBEHHAS ®OPMA
Tabnerku, NOKPBITHIE MIICHOYHOH 000I0UKOM.
Kpyrieie TBOSKOBBITYKIIbIE TaOJIETKH, MOKPHITHIE INICHOYHON 000J0YKOW OT ONoro 0 MOYTH

OeJIoro 1BeTa.

4. KJIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusi K NpUMEHEHHIO

[Tpenapat HonyrerpaBup-AME/IAPT noka3an Kk IPUMEHEHHIO Yy B3POCIIbIX U JETEH C 6 JIET U C
Mmaccoi Ttena 20 kxr u Ooznee ans yedeHuss uHpexkuun BUUY-1 B cocraBe KOMOMHHpPOBaHHOU

AHTUPETPOBUPYCHOM Tepanuu.

4.2.  Pexxum 103MpOBaHUSA U CIOCO0 NPUMEHEHUS
Tepanuto 7oayTerpaBUPOM JOHKEH MPOBOAUTH Bpau ¢ onbIToM jieuenus BUY-undekmnm.

PexxuM 103upoBanus

THayuenmoi, unghuyuposannvie BUY-1, 6e3 pesucmenmnocmu K UH2UOUMOPAM UHIMESPA3bl
PexoMeHi0BaHHas 103a nosyTerpaBupa cocrasisieT S0 Mr oJlMH pa3 B CyTKH.

[Ipy ogHOBpEMEHHOM MPUMEHEHHH C H(PaBUPEH30M, HEBUPAINHMHOM, pU(AMIULIUHOM WU
TUIIPAaHABHPOM B COUETAHUU C PUTOHABUPOM PEKOMEHyeMas /103a AOoJyTerpaBupa Juisl JaHHOU
KaTeropuu MalueHToB cocTaBiseT 50 Mr 1Ba pa3a B CyTKH (cM. pazzen 4.5).

THayuenmoi, unguyuposannvie BUY-1, ¢ pesucmenmHocmvio K UHSUOUMOPAM UHMeESPA3bl

(0OKYyMeHmupoBaHHOU UNU KIUHUYECKU NOO003De8AEMOlL)
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1Y OTUETY

MNPUMCHCHUHN JOJYTCIrpaBUpa y TaKHUX MAMUCHTOB IOOJDKHO IHPHUHUMATLBCA C YUCTOM HpO(i)I/IJ'DI
JIEKapCTBEHHOM PE3UCTEHTHOCTH K MHIMOUTOpPAaM UHTETPA3Bl.

Y 1aHHOW KaTeropuu MAIUEHTOB CleayeT u30erath OJHOBPEMEHHOTO IPHUMEHEHHS C
3¢haBUPEH30M, HEBUPAITUHOM, pU(AMIUIIMHOM WM TUIIPAHABUPOM B COYCTAaHUHM C PUTOHABHPOM
(cm. pazzen 4.5).

Iponyck npuema npenapama

B ciydae nmpomnycka mpremMa npernapara clieAyeT IPUHATH MPOITYIICHHYIO 03y KaK MOKHO CKOpee,
€CIIM JIO TpUeMa CIIEeIYIONIEH 103kl OCTAIOCh HEe MeHee 4 yacoB. Ecnu 1o mpuema cienyrorei
JI03BI OCTAJIOCh MEHEe 4 4acoB, cielyeT npeHeOpeyb MPOMyIEHHOH 10301 1 BO30OHOBUTH IPHEM
npernapara 1mo 0ObIYHOM cXeMe.

Oco0nIe T'pYIIIBI IMAIIMCHTOB

Ilayuenmul noscunoco eospacma
JlaHHble O IPUMEHEHUU J0JyTerpaBupa y MalMeHToB B Bo3pacTe 65 JEeT U cTaplie OrpaHUYEeHbI.
Tem He MeHee, OTCYTCTBYIOT JaHHbIE, CBUJETENbCTBYIOIINE O HEOOXOIUMOCTH KOPPEKIIUHU JA03bI
JUTSL TAHHOM TPYMIbl HAllMeHTOB (cM. pazaen 5.2).
Tayuenmsi ¢ HapyweHuem QyHKyuy novex
[TaruenTam ¢ HapymeHueM (QYHKIUU MOYCK JIETKOW, CPEIHEH HITU TSKEIIOW CTETICHU TSIKECTH
(xnmupenc kpearuHuHa [KK] <30 mi/mMuH, He Ha Auanu3e) KOppeKUus J03bl HE Tpedyercs.
JlocTyIHbBI OrpaHUYEeHHbIE JaHHBIE 110 TPUMEHEHUIO JOJIYyTErpaBUpa y MAMEHTOB, HAXOASIIHNXCSA
Ha Ualn3e, TeM He MeHee, pa3Nuinii B papMakOKWHETHKE B JAHHOUW MOMYJISIIIUKA HE OKUJACTCS
(cm. paznen 5.2).
llayuenmul ¢ napywenuem ynkyuu nevenu
[TaruenTam ¢ HapyuieHneM (YHKIIMH MEYSHH JIETKOW WM CpeHEel CTeleHu TshkecTu (Kimacc A
wimi B mo mkane Yaitna-Ilero) koppekuus no3el He TpeOyercs. OTCYTCTBYIOT JaHHbBIE
OTHOCHUTEJIbHO NAI[MEHTOB C HapyllleHueM (QyHKLNHU NTeYeHH TshKenol crenenu (kiace C no mkaie
Yaitna-11p10), 103TOMY y TaKUX NMaLIUEHTOB JOJIYTErpPaBUp CIIEyeT IPUMEHSITH C OCTOPOKHOCTHIO
(cM. pazzmen 5.2).

eTH
Jemu 6 so3pacme om 12 0o 18 nem u ¢ maccoii mena 20 ke u 6onee
Jns marmmenToB B Bo3pacte OoT 12 mo 18 mer m ¢ maccoi Tena 20 kr u OoJiee, B OTCYTCTBHE
PE3UCTEHTHOCTH K MHTMOUTOpaM MHTETPa3bl, PEKOMEHI0BaHHAs /1032 JI0TyTErpaBupa COCTABISET
50 Mr oz1MH pa3 B CYTKH.
HenoctaTouHO AaHHBIX A peKOMEHAALMU J03bl JOJyTerpaBupa JUIsl MPUMEHEHHs y JeTel C

PE3UCTCHTHOCTBIO K I/IHI‘I/I6I/ITOpaM HWHTCErpasbl.
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1Y OTUETY

Jns manmeHToB B Bo3pacte oT 6 m0 12 jmer u ¢ Maccoi Tena 20 kxr u OoJiee, B OTCYTCTBUE
PE3UCTEHTHOCTU K MHTMOUTOpaM UHTETPa3bl, pPEKOMEHI0BaHHAs 71032 JI0JIyTerpaBupa COCTaBIsET
50 Mr oauH pa3 B CyTKH.

HepnoctaToyHO AaHHBIX AJI1 peKOMEHIAlMK A03bl JOJIyTerpaBUpa JJis MPUMEHEHHS y JeTel ¢
PE3UCTEHTHOCTHIO K MHTHOUTOPAaM UHTETPa3bl.

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

be3onacHocth u 3¢ dexTuBHOCTL npemnapata JlomyrerpaBup-AMEJIAPT, TaGieTku, mMokpeIThe
MJICHOYHOM 000JIOUKOM, Y neTei B Bo3pacte ot 0 10 6 jeT u/wim ¢ Maccoit tena Mmenee 20 Kr Ha
JTaHHBIII MOMEHT HE YCTAHOBJICHBI. /[[aHHBIE OTCYTCTBYIOT.

Cnoco0 nnpuMeHeHus

Jlns mpuema BHYTpb.

JonyrerpaBup MOXXHO IPUHUMATh HE3aBUCHMO OT IIPHEMa MUIIIH.

[TaiueHTamM C PE3UCTEHTHOCTHIO K HMHTHMOWTOpaM HWHTErpa3bl PEKOMEHIYETCS MPUHUMATh
JIOJIyTETPaBUP BMECTE C MUIIEH JJI YBEIMYCHHS KCIO3UINUU (0OCOOEHHO MalleHTaM ¢ MyTaluen

Q148) (cm. pazmen 5.2).

4.3. TlporuBomoxka3aHus

. ['unepuyBCTBUTENBEHOCTS K AOTYTETPaBUPY HIIH K JTFOOOMY U3 BCIIOMOTATEIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B paszaene 6.1.

. OnHOoBpeMEHHOE  TPUMEHEHHWE C  JICKAPCTBEHHBIMH  TpenapaTtaMd ¢ y3KUM
TEepaneBTUYECKUM  JMAMa30HOM, KOTOpBIE SBISIIOTCS  cyOcTpataMu — Oelika-TIepeHOCUUKa
oprannyeckux katuoHoB 2 (OCT2), B uacTHOCTH, NOGETUIUAOM, NHUICUKAUHUIIOM WU

(bamnpuarHOM (Tak)Ke U3BECTEH Kak Jalb(haMIpUanH; cM. pasjen 4.5).

4.4. QOco0ble ykazaHus U Mepbl MPeJI0CTOPOKHOCTH NPHU NPUMEHEHUH

PeaKHI/II/I TUINICPYYBCTBUTCIIBHOCTH

[Tpu nmpumeHeHHH JoayTerpaBrupa ObLUIN 3aperUCTPUPOBAHBl PEAKIIMH TMIEPUYBCTBUTEIBHOCTH,
KOTOpPBIE XapaKTepU30BAJIMCh MOSBJICHUEM CBINIM, CUCTEMHBIMU HAPYIICHMSAMH M HWHOIJA
HapyleHneM (pyHKIIMM OPraHOB, B TOM YHCIIE TSDKEIBIMH PEAKLUsAIMHU CO CTOPOHBI eueHu. [lpu
BO3HUKHOBEHUU NPU3HAKOB MJIM CHMIITOMOB PEAKIUI TMIEPUYYBCTBUTEIBHOCTH (B YaCTHOCTH,
CBINU TSKEJIOW CTETIEHU WJIU CHIMH, COIIPOBOXKIAIOLIEICS MOBBIIEHHNEM aKTUBHOCTH (DEPMEHTOB
MI€YEHH, TOBBIIIEHUEM TEMIEPAaTyphl TeNa, OOIKUM HEIOMOTaHHEM, YTOMIIIEMOCTbIO, OOJBIO B
MBIIIIAX UM CycTaBax, 00pa30BaHUEM BOJIIBIPEH, TOPAKECHUSIMHU CIM3UCTON 000JIO0UYKH MOJIOCTH
pTa, KOHBIOHKTHBHTOM, OTEKOM JIMIA, DJ03MHO(QHIMEH, aHTMOHEBPOTUYECKHMM OTEKOM)

HEO0OXOUMO HEMEJJIEHHO NMPEKpPaTUTh MPUMEHEHHUE JOJIyTerpaBupa U JIPYrux JIEKapCTBEHHBIX
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CpPEeICTB, KOTOpbIE MOTJIM OBl BBI3BATh IOJOOHBIC pe'&'u'frn—.l E%%QJ%HI'{'&)'H¥%HWB6J'3ML

KJIMHUYECKOE COCTOSIHHME MallMeHTa, B TOM YHCJIe oKa3aTeIn NeYeHOYHbIX aMuHOTpanchepas u
OounmupyOuHa. 3a1epKKa MPEKpaLICHUs JICUCHHS J0JIyTErPaBUPOM WM IPYTUMH JIEKapCTBEHHBIMU
CpeACTBaMH, KOTOpble MOINIM Obl BbI3BaThb IOJOOHBIC pEAaKLUMH, [OCIE PA3BUTUA
TUIIEPYYBCTBUTEIBHOCTA MOXET NPUBECTU K PA3BUTHIO YIPOXKAKOUICH >KU3HU aJUIEPrU4eCKOn
peakuuu.

CI/IHZ[DOM BOCCTAHOBJICHUI UMMVYHHUTCTA

Y BUY-uHQUUUPOBAHHBIX MALMEHTOB C TSAXKEIbIM HMMYHOAE(MUIMTOM Ha MOMEHT Hayaia
KOMOWHHUPOBAHHON aHTUPETPOBUPYCHOU Tepanuu (KAPT) BO3MOXHO pa3BUTHE BOCTIATUTEIBHON
peaknuuM B OTBET Ha AaKTUBAaLUUIO BO30yauTenell OECCUMNTOMHBIX WJIM OCTATOYHBIX
ONMOPTYHUCTUUECKUX HMHQPEKUUH, 4YTO MOMKET CTaTb MPUYMHON CEPbE3HOI0 YXYALICHUS
COCTOSIHUSL WM yCyryOieHus cumnromatuku. Kak mnpaBuio, Takue peakuu BO3HHMKAIOT B
TE4EHUE MEePBbIX HECKOJIBKUX HEeb WK Mecs1eB nocie Hayana KAPT. TunuuneiMu npuMepamu
SBIISIIOTCSI  LIUTOMETAJOBUPYCHBI  PETHHUT,  TCHEPAJM30BAHHBIE  W/WIM  OYaroBbIC
MHKOOaKTepUuaibHble WH(EKIMM ¥ THEBMOHHS, BbI3BaHHas Pneumocystis jirovecii. Ilpu
HOSBJICHUM JIOOBIX CHMIITOMOB BOCHAQJIEHUS HEOOXOJMMO IMPOBECTH OOCIEI0BaHME U IpHU
HE00XO0/IMMOCTH HayaTh COOTBETCTBYIOLEE JiedeHHue. AyTOMMMYHHbIE 3a00/1€BaHus (Takue Kak
Oone3np ['peiiBca M ayTOMMMYHHBIA TEMATUT) TaK)Ke HAOIIOAATUCh Ha (JOHE BOCCTAHOBIICHHS
MMMYHHTETA, OJHAKO 3apETUCTPUPOBAHHOE BPEMSI IEPBUUHBIX MTPOSBIECHUI BApbUPYET U JAHHbBIE
ABJIEHUSI MOTYT BO3HHUKATh YEPE3 MHOTO MECSIIEB IOCIIE Hayalla TEPAINH.

B Havane tepanuu JoayTerpaBUpOM Y HEKOTOPBIX MAIlMEHTOB ¢ KOMH(EKIKEeH BUPYCOM TrenaThTa
B w/unu C Habnroaanoch MOBbIILIEHNE YPOBHS OMOXUMHUYECKUX MapKepoB (QYHKIUHU MIEYEHH, YTO
COOTBETCTBOBAJIO CHHJPOMY BOCCTAHOBJIEHMS MMMYyHUTEeTa. PexomeHnyeTcs HaOJoJeHue 3a
YPOBHEM OMOXMMMYECKMX MapKepoB (PYHKIMH MEYEHU y MALUEHTOB ¢ KOMH(EKIUeH BUpyCcOM
renatuta B nw/umn C. Heob6xoaum 0cOOEHHO TIIATENbHBIA KOHTPOJIb B Hayalle MM BO BpeMs
npoBeaeHus 3pPeKTUBHON Tepanuu remnaruta B (cormacHo AeMCTBYIOIIUM PYKOBOJCTBaM) MpU
Ha3HAYeHUH TEepaIluu JI0JyTErpaBUpOM y MallMEeHTOB ¢ KOMH(eKIuel Bupycom renatura B (cMm.
pazzaen 4.8).

OnnopTYHUCTUYCCKHE I/IHd)CKHI/II/I

[TaruenToB crienyer mpouH(OpPMHpPOBaTH O TOM, YTO JOJYTETpaBUp WIM Jto0as Jpyras
AHTUPETPOBUpYCHasl Tepamnus He uzneunBaeT BUY-uHpexknuio 1 He HCKIII0OYaeT BO3MOXKHOCTh
pasBUTHSI ONMIOPTYHUCTUYECKHX MH(peKuuid u apyrux ocnoxkneHuit BUY-ungexuuun, nostomy
NAalMeHThl JIOJUKHBI OCTaBaThbCsi TMOJ  TIIATEIbHBIM KIMHMYECKHUM HaONIOIeHUeM Bpaya,
HMMEIOIIETOo OMBIT JieueHus 3Tux BUY-acconmnpoBaHHbIX 3a007€BaHUMN.

Ilepenaya BUY-nudeximn
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XoTs OBLIO IOKa3aHo, YTO 3G (PEKTUBHOE MOJARICHUE B. ;c:a "FN:I 'L'ﬁ ' ':—'é ) BI/ImrICHOI?I
" OGNERQRATENHACTS 4003

Tepaluu CYIIECTBEHHO CHUXAaeT pUCK nepeaadn BUY mosoBbIM IyTeM, UCKIIIOYATh 3TOT PUCK
HOJHOCTBIO Henb3s. Crenyer coOmofarb Mepbl MPENOCTOPOKHOCTU AN IPEAOTBPALICHUS
nepenaud BIUY B COOTBETCTBUM ¢ HALMOHAIBHBIMUA PYKOBOACTBAMHM.

BzanmoieiicTBrE ¢ IpYTUMH I€KAPCTBEHHLIMM CPEICTBAMH

[Tpy HaMMYMU PE3UCTEHTHOCTH K IpenapaTaM Kjiacca MHTMOUTOPOB MHTErPas3bl ClIeAYyeT n30erath
(akTOpOB, KOTOpbIE MPHUBOAAT K CHW)KCHUIO OKCIIO3WIUHM JIONyTErpaBHpa, B TOM 4YHUCIIE
COBMECTHOI'O NMPUMEHEHHS C JIKAPCTBEHHBIMU MpenapataMu, KOTOPbIE CHIKAIOT AKCIO3UIUIO
JoNTyTerpaBupa (Harnpumep, MarHuii- U alfOMUHHUKICOAEepKAIlMe aHTALU/Ibl, TPerapaThl kKeles3a u
KaJblUsi, TOJMBUTAMUHBI W CPEACTBA JUISI MHAYKLIWHW, OSTpaBUpUH (0€3 yCHIICHHBIX
MHTUOUTOPOBIPOTEA3bl), THIIPAHABUP/PUTOHABUD, pHU(AMIUIMH, 3BEpOOOH MPOABIPSBICHHBINA
(Hypericum perforatum) u HekoTOpbie NPOTHBOCYAOPOKHBIC JEKAPCTBEHHBIC Iperaparhl)
(cm. pasnen 4.5).

JonyTrerpaBup TOBBIIAET  KOHIEHTpanuioo  MeTgopmuHa. HeoOxoammo  paccMOTpeTh
BO3MOXXHOCTh KOPPEKIMHU J03bI MeT(OpMUHA B Hayalle U MPU MPEKPAIIEHUH OJHOBPEMEHHOTO
NPUMEHEHUS JOJyTerpaBupa ¢ METQOPMUHOM [UId MOAJCPKAHUS KOHTPOJS TIMKEMUU
(cM. pazzen 4.5). MetopMUH BBIBOAUTCS MMOYKAMH, TO3TOMY BaXHO KOHTPOIHPOBATH (PYHKIIHIO
MIOYEK ITPU COBMECTHOM IPUMEHEHUH C JOTyTerpaBupoM. JlanHast KOMOWHAIIHSI MOXKET MOBBIIIATh
PHUCK pa3BUTHS JIAKTOAIM103a Y MAIMEHTOB C MOYEYHON HEAOCTATOYHOCTHIO CPEIHEN CTemneHu
Tshkectn (crtaaus 3a, knupeHc kpeatuHuHa [CrCl] 45-59 mn/MuH), mOATOMY pEeKOMEHIyeTcs
coOJII0/IaTh OCTOPOXKHOCTh NpU MPUMEHEHHM Y TakuxX HauueHToB. Crienyer THIATENIbHO
PaccMOTPETh BO3MOYXKHOCTb CHUKEHUSI 103bI MET(HOPMHUHA.

JIBYXKOMIOHEHTHAs Tepaus

Punnusupun u oonymezpasup

JIByXKOMITOHEHTHasl TepaIusi pUINUBUPUHOM B J103€ 25 MI' OJJUH pa3 B CYTKH U JOJIYTETPaBUPOM
B go3¢ 50 Mr oauH pa3 B CYTKM H3ydyajach B JBYX pPaHIOMHM3UPOBAHHBIX OTKPBITHIX
uccinenoBanusix SWORD 1 u SWORD 2. DT0OT pexum MOXKeT NpPUMEHSAThCSA IJi JIeUeHUs
uHdexkuun BNUY-1 y nanuenTos ¢ Bupyconorudeckoii cynpeccuert (PHK BY-1 <50 kommii/min)
TOJIBKO TpPU OTCYTCTBUM M3BECTHOM WM IOJI03PEBAEMON PE3UCTEHTHOCTH K JIIOOOMY U3
KOMITOHEHTOB APT.

Jlamusyoun u donymeepagsup

JIByXKOMITOHEHTHAsI TEpanus J0JyTerpaBupoM B 103¢ 50 MI 0JIMH pa3 B CyTKH U JJaMUBYAHHOM B
no3e 300 Mr ogMH paz B CYTKM H3ydanach B JBYX KPYIHBIX PaHIOMHM3HPOBAHHBIX CJETbBIX

uccinenoBanusix GEMINI 1 u GEMINI 2. DToT pexum MOXET NPUMEHSTHCS AJsl JIeUeHUs
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nHpexun BUY-1 Tombko mpu OTCYTCTBUU U3BECTHOU '%&h&ﬁ&g&ﬁ&g&&;ﬂr&éﬁﬂgc}n K

npernaparam Kjiacca MHTMOMTOPOB MHTETPa3bl WK K JIAMUBYTUHY.

Pe3ncTeHTHOCTD K I/IHI‘I/I6I/ITODaM HHTET'pa3bl, UMCIOIIasa 0c000€ 3HAYCHHE

[Ipy TpHHATHH pEUICHHS O MNPUMCHCHHH JOJyTerpaBHpa IPH HAJIMYUH PE3MCTEHTHOCTH K
mperaparaM  Kjlacca HMHTHOMTOPOB HMHTErpa3bl ClIEAyeT Y4YUTBIBaTh, YTO AKTHUBHOCTH
A0JIyTCrpaBupa 3HAYUTCIbHO CHUKCHA B OTHOILICHHUHW BUPYCHBIX IITAMMOB, HCCYIIIUX BTOPUYHBIC
mytanun Q148 + >2 B yuactkax G140A/C/S, E138A/K/T, L741 (cm. pasgen 5.1). Do xakoi
CTCTIICHH JIOJIYTCTPaBUpP TPOSBJISCT TOBBIICHHYIO S()()EKTUBHOCTh MPU HAJIMYUK TaKOH
PE3UCTEHTHOCTH K MHTHOMTOPAM MHTEIPa3bl, OCTACTCS HESICHBIM (CM. pasjen 5.2).

OcreoHekpo3

HecmoTpst Ha TO, 9TO ATHONOTHSA AAaHHOTO 3a00JIEBAHUSI CUMTACTCS MHOTO(AKTOPHOH (BKIIOYAs
NPUMEHCHHE KOPTHUKOCTEPOUIOB H  TU(POCHOHATOB, YINOTPEOJICHHE aQJIKOTONS, TSDKEIYIO
UMMYHOCYIIPECCHIO, BBICOKHI MHJIEKC MacChl Teja), ClIydal OCTEOHEKpO3a BCTPEUAIUCH Y
NalMeHTOB Ha mno3aHed cramuu  BUY-uHpeknum wW/uam UIMTENBHO IPUHHUMABIINX
komOunupoBannyio APT. [lanuenTtam cnemyet oOpaTUTHCS K Bpady, €CIIM OHHU UCTIBITHIBAIOT 00N
Y CKOBaHHOCTh B CYCTaBax MJIM TPYJAHOCTHU NP JBHIKCHHH.

Macca Tena 1 METaOOIHYECKUE napaMETphl

Bo BpeMsi aHTHpPETPOBUPYCHOM TEpalMU MOKET INPOUCXOAUTH YBEIWYEHUE MAaCChl Tella U
MOBBILICHHE KOHLIEHTPALUU JIUIHUJIOB U TIIFOKO3bI B KPOBU. DTU U3MEHEHUSI MOTYT OBITh B KaKOM-
TO CTEIEHHU CBSA3aHbI C KOHTPOJIEM 3a00JieBaHMs U 00pa30oM *KHU3HU. B HEKOTOPBIX ciaydasx Obun
MIOJIy4YEeHBl JJaHHBIC, CBHUJETEIbCTBYIOIIUE O CBS3M IIOBBIIICHUS KOHLICHTPALUH JIMIIHAJIOB C
IIPOBOJIMMOM TEpPANMEN, OAHAKO HET BECKUX JIOKA3aTEIbCTB OTHOCHUTEIBHO CBS3M YBEIWYCHUS
Macchl Tella ¢ Kakon-1100 KOHKpeTHOU Tepanueil. KoHTposib KOHIIEHTpauy JTUIHI0B U TJIFOKO3bI
KpOBHU CJE€AYET IPOBOJUTH B COOTBETCTBUU C YCTAHOBJIEHHBIMU PYKOBOJCTBAMM I10 JICUECHUIO
BUY-undexnun. Hapymenus munugHoro ooMeHa Heo0X0JMMO KOPPEKTUPOBATh B COOTBETCTBHH

C KIIMHUYCCKUMU NPOABIICHUAMMH.

4.5. B3aumojeiicTBHEe ¢ JAPYrMMHU JIeKAPCTBEHHBIMU MpenapaTaMd M JApPyrue BH/bI
B3auUMOAeliCTBUSA

Bimsguue gonyrerpaBupa Ha d)aDMaKOKI/IHeTI/IKV APYTrux JCKAPpCTBCHHBIX CPCACTB

In vitro monmyrerpaBUp JEMOHCTPUPOBAJI OTCYTCTBHE MPSIMOrO WHTHOUPOBAHUS — WIIH
He3HaunTenpHoe nHrnoupoBanue (MKsg > 50 MxM) u3zodepmeHTOB crctemMbl IuToxpoma P450
(CYP)1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A,
ypuauaaudocdat-rmokyponosuntpancepassl  (YADP-I'T)IA1 wmm  YID-I'T2B7, aubo
nepenocurikoB Pgp, BCRP, BSEP, OATP1B1, OATP1B3, OCT1, MRP2 unu MRP4. In vitro
noayrerpasup He wuHaynupoBan uszodpepmeHTel CYP1A2, CYP2B6 mmu CYP3A4. In vivo

6
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OCHOBAaHMM JTHUX [AHHBIX HE OXXHUIACTCS BIMSHUE JOJyTerpaBHpa Ha (HapMaKOKUHETHKY
JICKapCTBEHHBIX CPEACTB, KOTOpbIE SBISIOTCA CyOCTpaTaMy JaHHBIX (EPMEHTOB WM
IEPEHOCUYMKOB (HAalpUMep, MHIMOMTOPbI 0OpaTHOM TPaHCKPHUNTA3bl MM IMpoTeas3bl, abakaBup,
3UJIOBY/IUH, MapaBUPOK, OINUOMUJHBIC AHAJIBI€TUKU, AHTUICIPECCAHTHI, CTATUHBI, A30JIbHBIE
(GyHrunuapl, MHTHOUTOPHI TNPOTOHHOM MOMITBI, TpenapaThl s JICYEHUS SPEKTHIBHON
TUCQYHKITUH, Al[UKIOBUP, BAJAIIMKIOBUD, CHTATTIUITHH, aae(OBHUD).

B uccnenoBanusx B3auMOJEHCTBUSA ¢ IPYTHMU JICKAPCTBEHHBIMH CPEACTBAMU JOJIYTErpaBUp He
OKa3blBaJ KIMHMYECKH 3HAYMMOTO BIMSIHHUA HAa (apMaKOKUHETUKY CIEIYIOLUIUX MpernapaToB.
TeHO(OBHUP, PUTOHABUD, META/IOH, 3(haBUPEH3, JIOMMHABHP, aTa3aHaBUD, JapyHABUD, STPABUPHH,
docammnpeHaBup, pPUINUBUPUH, OOIETPEBHp, TENANPEBUpP, TAKIATACBUP M IEPOpajbHBIC
KOHTpPALENITUBBI, COAEPIKALINE HOPTeCTUMAT M STUHUIIICTPATUOI.

In vitro moxyrerpaBup MHrHOMPOBA AKTUBHOCTH MMOYEYHOTO OEJIKA-IEPEHOCYHKA OPraHUIECKHUX
katuoHoB 2 (OCT2) (MKso = 1,93 MxM), Genka-niepeHOCUYHKA, OCYIIECCTBIISIONIETO BBIBECHHUE
pa3nuyHbIX JekapcTBeHHBIX BemecTB U TokcuHoB (MATE) 1 (MKso = 6,34 MmxM) u MATE2-K
(UKs0 = 24,8 MkM). C y4eTOoM 3KCITO3HMIIMH J0JTyTerpaBupa in Vivo MajoBEpOSTHO €ro BIMSHUE iN
vivo Ha TtpaHcmopt cybcrpatoB MATE2-K. In vivo gomyrerpaBup MOXET MOBBILIATh
KOHLEHTPALUIO B [IJIa3M€ KPOBU JIEKAPCTBEHHBIX CPEJICTB, BEIBEACHHUE KOTOPBIX 3aBUCUT 0T OCT?2
utn MATE1 (mampumep, poderwinna, nuicukanHuga, (aMrpuadHa [TakKe H3BECTEH Kak
nanbhamMpuanH] wim MethopmuHa) (cM. Tabmuiy 1).

In vitro momyrerpaBup MHrHOMpPOBAN AKTHBHOCTH 0a30iaTepalbHBIX OEIKOB-MEPEHOCYUKOB B
noykax: mnepeHocuynka opranmdeckux aHuoHoB (OAT) 1 (MKsp = 2,12 mxM) u OAT3
(UKso = 1,97 MxkM). OpHako JOJTyTerpaBUp HE OKa3bIBal BBIPAKEHHOTO BIMsHHS IN VIVO Ha
dapmakokuHeTuky cyoctpatoB OAT TeHodoBupa M mapaamuHorummypara. Takum oOpaszom,
JOJyTerpaBup 00J1a1aeT He3HAUNTENbHON CITIOCOOHOCTHIO K B3aUMOAECHCTBHIO C JIEKApCTBEHHBIMU
CpeJCTBaMU 3a cueT HHruOupoBanus nepeHocunkon OAT.

Bimmsaue APVYIuX JICKAPCTBECHHBIX CPECACTB HaA d)aDMaKOKI/IHeTI/IKV JO0JIYTErpaBupa

JlonyrerpaBup BBIBOJUTCS TJABHBIM 00pa3oM mocpeiacTBoM Meradbomuzma YID-I'T1AL.
HonyrerpaBup Taxxke sapisercs cyocrparom Y ID-I'T1A3, YVIDP-TT1A9, CYP3A4, Pgp u BCRP;
MIOATOMY JIEKAPCTBEHHBIE CPEJICTBA, KOTOPHIE MHAYIUPYIOT aKTUBHOCTh JaHHBIX ()EPMEHTOB TN
NEPEHOCYUKOB, TEOPETUIECKH MOTYT CHMKATh KOHIIEHTPAIIMIO JTOyTErpaBrpa B IIa3Me KPOBH U
YMEHBIIATh €ro TepaneBTHUYeCKuit 3pdekT.

OnHOBpeMEHHOE TpPUMEHEHHE IOJYTerpaBUpa M JIPYIMX JIEKAPCTBEHHBIX CPEACTB, KOTOPbHIE
uaruoupyotr YAO-I'TIAL, YID-I'T1A3, VID-I'T1A9, CYP3A4 u/wnu Pgp, MoKeT MOBHICUTH

KOHIICHTPALIMIO TOJyTerpaBupa B riazMe KpoBu (cM. Tabmiuiry 1).
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In vitro monyrerpaBup He sABugeTcsa cybcTpaloM qenégétlfe'c—llél%”ﬁ%&@gﬁéfﬁéﬁé’bgﬂ&ﬁmxa

oprannueckux aHuoHoB (OATP)IB1, OATPIB3 umu OCTI, nostomy HE OXHIAeTCs, 4TO
npenapaThl, MOAYJIUPYIOIINE HCKIIIOYUTEIBHO aKTUBHOCTh 3TUX IEPEHOCYUKOB, OyIyT BIUSATH HA
KOHIEHTPAIUIO JOJyTerpaBupa B Ijia3Me KpOBH.

OdaBupeHns, STpaBUpPUH, HEBUPANTUH, pudaMITUIIH, KapOaMa3enuH U TUIIPAaHABUP B COUETAHUU C
PUTOHABUPOM IIPUBOMIIN K 3HAUUTEILHOMY CHU)KEHHUIO KOHLIEHTPALlUK J10JyTErpaBupa B I1a3Me
KPOBH, IOSTOMY B JIaHHBIX CITy4yasiX HE0OXOAMMa KOPPEKIIHs 103bl JoayTerpasupa a0 S0 Mr 1Ba
paza B cyrku. JlelicTBUe STpaBUpHHAa YMEHBIIAIOCh MHPU OJHOBPEMEHHOM MPUMEHEHUU
uaruoutopoB CYP3A4 nonuHaBupa/puTOHABHpa W JIapyHABUPA/pUTOHABHUPA; AHAIOTHYHBIN
3peKT oXumaeTcs IMpH OJHOBPEMEHHOM IPUMEHEHUHM aTa3aHaBHpa/puToHaBUpa. Takum
Opd OJHOBPEMEHHOM TIPUMEHEHUH JOJyTerpaBHpa C OSTPABHPUHOM H JIMOO

obOpazom,

JIOTTMHABUPOM/PUTOHABHPOM, 160 JTapyHaBUPOM/PUTOHABUPOM, 60
aTa3aHaBUPOM/PUTOHABUPOM KOPPEKIIUs T03bI A0OIyTerpaBupa He Tpedyercs. [pyroit uHIyKTOp
— (hocammpeHaBUp — B COYCTAHUU C PUTOHABUPOM IPUBOAMI K CHI)KCHHIO KOHIICHTPAITUH
JOJTyTEeTPaBHpa B TIA3ME KPOBH, OJJHAKO KOPPEKIIUS TO3BI IOIyTETpaBUpa IMPH 3TOM He TpeOyeTcs
(cM. Tabnuiy 1). MccnenoBanue nekapcTBEHHOTO B3auMoaecTBUs ¢ uuruouropom Y 1O-I'T1A1
aTa3aHABUPOM He MOKa3aj0 KIMHUYECKH 3HAYMMOTO MOBBIIICHHS] KOHLIEHTPALUH JI0JIyTerpaBupa
B IUIa3Me KpoBH. TeHO(OBHp, JONMUHABHP/PUTOHABUP, NapYHABUP/PUTOHABUD, PUITTHBHUPHH,
OorenpeBup, TEIANpPEeBUp, MPEAHU30H, pudadbyTHH, AaKIaTaCBUP M OMEMPa30Jl HE OKa3bIBAJIU
BIUSHUS NTUOO OKa3bplBald MHUHHUMAJbHOE BIHMSHHE Ha (PapMaKOKMHETHKY IOIyTerpaBHpa,
MO3TOMY TIPH OJHOBPEMEHHOM TPUMEHEHHH C JAaHHBIMU JIEKaPCTBEHHBIMU CpPEICTBAMU
KOPPEKIHS T03BI JOJTyTEerpaBupa He TpeOyeTcs.

B Tabnumme 1 ommcaHo B3aUMOJICHCTBHE OJyTETpaBHpa C HEKOTOPBIMH JIEKAPCTBECHHBIMU
cpenctBamu. llpuBeneHHbIE pEKOMEHIAIMM OCHOBAaHBI Ha pe3ylbTaTaX HCCIeIOBaHUN
B3aMMOJICHCTBHS JOIyTeTpaBupa ¢ IPYTUMH JIEKAPCTBEHHBIMU CPEJICTBAMH, JIMOO HA MPOTHO3E
B3aWMOJICVCTBUAIM B CBSI3U C OXHJAEMOW WHTCHCHUBHOCTBHIO B3aUMOJIECHCTBUS M BEPOATHOCTHIO
Pa3BHUTHS CEPhE3HBIX HEXKEIATSIBHBIX SBJICHUA WITH YTPAThl 3)(PEKTUBHOCTH.

Tabéanna 1. B3anmopaeiicTBue ¢ APYTrMMH J1eKAPCTBEHHBIMH CPeACTBAMH

Kuaacc comyrcrByromero Bausinne Ha KOHIEHTPAIUIO
JIEKAPCTBEHHOTO CPEICTBA; J0JIyTerpaBupa Win KomvenTapu
HAaMMeHOBaHUe COMYTCTBYIONIETO
JIEKAPCTBEHHOT'0 CPe/ICTBA JIEKAPCTBEHHOI'0 CPeCTBA
IIpoTuBOBUpYCHBIE MpenapaThl 1/ Jedenns BUY-1
Henyxneoszuonvle uneubumopvl 06pamuoi mpancKpunmasvl
OtpaBupuH  0e3  ycunenus | Jomyrerpasup | OTpaBUpHH oe3 yCUJICHUS
WHTHOUTOPaMH MIPOTEa3bl AUC | 71 % WHTHOUTOpaMHU MpOTeassl
Cmax | 52 % TIPUBOJTAIT K CHIDKEHHIO
C. | 88%




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

]
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Kuacce comyrcrByromero
JIEKAPCTBEHHOT' 0 CPECTBA;
HANMEeHOBaHHe
JIEKAPCTBEHHOTI'0 CPEICTBA

Buansinne Ha KomueHTpaﬁh'l'U' ]

[ HEQOBATENBHOC TE 0003]

JM0JIyTerpaBUpa Win
CONYTCTBYIONIIET0
JIEKAPCTBEHHOTI'0 CPeIcTBA

KomMmenTapuu

OTpaBUpHUH <>

KOHLICHTpaUuu JOJIYTErpaBUpa B
IJ1a3Me KpOBH.

Pexomennyemas Jo3a
noiyTerpaBupa coctasisier 50 mr
JIBa pa3a B CyTKU IPU COBMECTHOM
MIPUMEHEHHN C JITPAaBUPHHOM 0e3
YCUJICHHUS MHTHOUTOpaMHU
MpOTEasbl.

[TatmenTaM ¢ pPE3UCTEHTHOCTBHIO K
Nuld w©e crnenyer nOpuUHUMATH
JIOMyTETPaBAp C 3TPaBUPUHOM 0e3

OJIHOBPEMEHHOT0 MIPUMEHEHUS
aTa3zaHaBUpPa/pPUTOHABHUDA,
JapyHaBUpa/pUTOHABUPA Wwin
JIOTTMHABHUPA/PUTOHABUPA.
OTpaBupuH + HonyterpaBup <> JlonuHaBup/pUTOHABHD u
JIOTIMHABUP/PUTOHABHP AUCT11% STPaBUPUH HE OKa3bIBAJIU
Cmax T 7 % KIMHUYCCKA 3HAYMMOTO BIIMSHUS
C:.128% Ha KOHLIEHTPALHUIO JOIyTeTrpaBUpa B
r1asmMe KpoBu. Koppekiius 1036l He
JlonuHaBup < TpedyeTcs.
PuronaBup <
OTpaBUpHH + Hoinyrerpasup | JapyHaBup/puToHaBUD U
JapyHaBUP/pUTOHABUD AUC | 25 % 3TPaBUPHH HE OKa3bIBAIIU
Ciax | 12% KJIMHUYECKH 3HAYMMOTIO BIIMSHHUS
C: 1 36% Ha KOHIIEHTPAIIHIO 0TyTerpaBupa B
ia3Me KpoBu. Koppekuus 10361 He
HapyHaBup <> TpeOyeTcs.
Puronasup <
O¢aBupens Honyrerpasup | OdaBupeH3 NpUBOIMI K CHHKEHUIO
AUC | 57 % KOHIEHTpaluu JOJIyTerpaBupa B
Crmax | 39 % miasme KpPOBH. ITpu
C:.l75% OJIHOBPEMEHHOM NPUMEHEHHH C
3¢aBUpPEH30M pEKOMEHayeMast 1032
Odapupens < JonyTerpaBupa coctasisier 50 mr
JIBa pa3a B cyTkH. I1lo Bo3MOkHOCTH
y MalMeHTOB C PE3UCTEHTHOCTHIO K
Nul cienyer IIPUMEHSATh
aIbTEPHATHBHYIO
KOMOMHHMPOBAHHYIO TEpamnuio, He
BKITIOUAIOMIYIO 3(paBUPEH3.
Hesupanun Honyrerpasup | OnHOBpEeMEHHOE TPHUMEHEHHE C

HEBUPAITMHOM HC H3y4ajioChb,
OJJHaKO MOXET MMPpUBOAUTD K
CHHMI)XCHHIO KOHIOCHTpAaIun




COOTEET!
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R Nk

Kuacce comyrcrByromero
JIEKAPCTBEHHOT' 0 CPECTBA;
HANMEeHOBaHHe
JIEKAPCTBEHHOTI'0 CPEICTBA

Buansinne Ha KomueHTpaﬁh'l'U' ]

[ HEQOBATENBHOC TE 0003]

JM0JIyTerpaBUpa Win
CONYTCTBYIONIIET0
JIEKAPCTBEHHOTI'0 CPeIcTBA

KomMmenTapuu

JONyTerpaBipa B IUIa3Me€ KPOBH
BCJIC/ICTBUE UHIIYKITUH (DEPMECHTOB.

Brnusinue HEeBUpaNuHa Ha
9KCIIO3ULNIO JOJTyTerpaBupa,
BEPOSITHO, CXOJHO JHOO MeHee
BEIPAXXEHO, qeM BIIUSTHHIE

adasupensa. Ilpu omHOBpeMEHHOM
MPUMEHEHUU  C
peKoMeHyeMas

HEBUPAIIMHOM

J03a
JonyTerpaBupa coctaBnsger 50 mr
JIBa pa3a B cyTKU. [1o BO3MOKHOCTH
y MalUEeHTOB C PE3UCTEHTHOCTHIO K
Nul
AIbTEPHATUBHYIO

cleayer PUMEHATh

KOMOWHHPOBaHHYIO TEpamuio, He
BKJTIOYAOIIYIO HEBHPAITHH.

Punnueupun

HonyrerpaBup<«>
AUC1T12%
Cmax 113 %
C:122%

PunnuBupun <

Koppexkuus 10361 He TpeOyeTcs.

Hyxneozuonvie uneubumopsvt 06pamuot mpanckpunmasul

Tenodosup

Hoinyrerpasup <>
AUC <

Crax | 3%
C.l8%

Tenodosup
AUC 112 %
Cmax T9 %
C:119%

Tenodosup HE OKa3bIBaJ
KJIMHUYECKH 3HAYMMOTO BIIUSHUS
Ha KOHLIEHTPAIHIO JIOTyTerpaBupa B
T1a3Me KpoBH.

Koppexkuus 10351 He TpeOyeTcs.

Huzubumopwr npomea3svi

ATazaHaBup

HonyrerpaBup 1
AUC 191 %
Cmax 1 50 %

C. 1180 %

ATazaHaBup <

ATazaHaBup HPUBOIUIT K

ITOBBIICHHUIO KOHOCHTpAaIunu
A0JIyTerpaBrpa B IJ1a3M€ KPOBH.

Koppexuus 10351 He TpedyeTcs.

ATazaHaBUp/pUTOHABHP

Homnyrerpasup 1
AUC 162 %
Cmax T34 %
C:1121%

ATazaHaBup <

ATazaHaBUP/pUTOHABHP TPHUBOINI
K TIOBBIIIEHUIO  KOHIIGHTPAIUU
JIOJTyTerpaBrpa B IJa3Me KpOBH.

Koppexkuus 10361 HE TpeOyeTcs.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 30.04.2025 N= 11466

et
Kaacc conmyTcTBYIOIIEro Bausinue Ha KoWmeHTpaluo 1-  —— - = EHTEAUL o Uuld)]
JIEKAPCTBEHHOTO CPECTBA; JA0JIyTerpaBupa Win KomvenTapu
HaMMEHOBaHUe COMYTCTBYIOIIETr0
JIEKAPCTBEHHOTO CPECTBA JIEKAPCTBEHHOT0 CPeICTBA
PuronaBup <«
TunpanaBup/pUTOHABUP Honyterpasup | TunpaHaBup/pUTOHABUP TPHUBOTHIT
AUC | 59 % K  CHIDKEHUIO KOHIICHTPAITHH
Cmax | 47 % JTOITyTEerpaBHpa. [pu
C:l76% OJIHOBPEMCHHOM TPUMEHEHUU C
THIPAHABUPOM/PUTOHABUPOM
Tunpaxasup <> peKoMeHIyeMast no3a
PutonaBup < JoyTerpaBupa cocraBimsier 50 Mmr

JIBa pa3a B cyTKU. [10 BO3MOKHOCTH
y MalUEHTOB C PE3UCTEHTHOCTHIO K

Nul cienyer MPUMEHSTh
aNbTEPHATHBHYIO
KOMOWHHPOBAaHHYIO Tepanuio, He
BKITFOYAIOMIYIO TUTIpaHABUP/
PHUTOHABHUD.
docammpeHaBUp/pUTOHABHD Honyrerpasup | ®docaMIipeHaBUP/PUTOHABHP
AUC | 35% TIPHBOIHIT K CHIDKECHUIO
Crax | 24 % KOHIICHTpaIluu JOJIyTerpaBupa,
C.149% OJTHAKO, MCXOIS U3 OrpaHMYECHHBIX
JIAHHBIX, HE IPUBOAMI K CHHYKEHHIO
®docaMIpeHaBup <> 3¢ (eKTUBHOCTH HOIyTErpaBUpa B
PuronaBup < uccnenoBanusax Qaszer  III.  Her

HEOOXOJIMMOCTH B KOPPEKIIMH JI03bI
Ul TalWMeHTOB,  paHee  He
TOJIyYaBIIUX Nul. ITo
BO3MOXKHOCTH y TAIMEeHTOB C
pesuctentHocThi0O K MHU cnenyer
MPUMEHSTh aNbTEPHATHBHYIO
KOMOWHHMPOBAaHHYIO Tepanuio, He
BKJItOUaroNyro  (ocammnpeHarup/
PUTOHABUD.

Hendunasup HonyrerpaBup <> JlanHoe B3amMojelicTBue He OBLIO
n3ydyeHo. Hecmorps Ha TO, 4TO
HeshuHABUP SIBIIICTCS
uaruoutopoM CYP3A4, ucxons us
JTAHHBIX, TIOJNIyYE€HHBIX JJIS APYTHUX
WHTUOUTOPOB, MOBBIIIIEHNE
KOHIEHTpAIlK JOJyTerpaBupa He

0JKHJAeTCH.
Koppexuus 10351 He TpeOyeTcH.
JlonHaBUP/PUTOHABHD Honyrerpasup <> JlonuHaBUpP/pUTOHABHD HE
AUC | 4% OKa3blBaJl KIMHUYECKH 3HAYMMOTO
Crnax <> BITUSTHUS Ha KOHIEHTPAINIO
C: 6% JOJIyTETpaBHUpa B TIa3Me KPOBH.

Koppexkuus 10351 He TpedyeTcs.
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M
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Kuacce comyrcrByromero
JIEKAPCTBEHHOT' 0 CPECTBA;

Buansinne Ha KomueHTpaﬁh'l'U' ]

JM0JIyTerpaBUpa Win

KomMmenTapuu
HAUMEHOBaHHE CONMYTCTBYIOLIEr0
JIeKapCTBEHHOT0 CpeIcTBa JIEKapCTBEHHOT0 CpPe/ICTBa
JlonuHaBup <
Puronasup <
HapyHraBup/puTOHaBHp Homyrerpasup | JapyHaBup/puUTOHABUD HE

AUC | 22 %
Crax | 11 %
C. | 38%

OKa3pIBaJl KIIMHUYCCKHU 3HA4YUMOI'O

BITUSTHUS Ha KOHIICHTPAIUIO
JIONTyTEerpaBrpa B IJIa3Me KPOBH.

Koppexkuus 10361 He TpeOyeTcs.

Jlpyrue npoTHBOBHPYCHBIE JIEKAPCTBEHHBIE CPeICTBA

TenanpeBup

HonyrerpaBup 1
AUC1T25%
Ciax T19%
C.137%

TenanpeBup <
(McTopuyeckuii KOHTPOIIb)
(uarubupoBanne  depmeHTa

CYP3A)

Koppexkuus 10361 HE TpeOyeTcs.

bouenpesup

Honyrerpasup <>
AUC1 7%

Cmax T 5%
C.18%

Koppekuus 10361 He TpeOyeTcs.

HakmatacBup

HonyterpaBup <>
AUC 133 %
Cmax 129 %
C.145%

HaknatacBup <>

HaknaracBup HE OKa3bIBaJl
KIIMHUYECKU 3HA4YUMOI'O BIIMAHHUA
Ha KOHLIEHTPALIUIO JOIyTErpaBupa B
mwia3mMe Kposu. JlomyrerpaBup He
OKa3bIBaJI BIIMSAHUSA Ha
KOHIIGHTPAllMIO JIaKjaTtacBupa B
IUIa3Me KpOBHU.

Koppekuus 10361 He TpeOyeTcs.

Jlpyrue jJekapcTBeHHbIE CPeACTBA

Ilpomusoapummuueckue cpedcmea

Hodernmmn
[Iuncukanaug

Hodermmun 1
IMwicukanaug T

OnHOBpeMEHHOE TPUMEHEHHE C

JOJYTErpaBUpPOM HE H3YydalocCh,

OJJHaKO MOXET IIPUBECTHU K

ITOBBIICHHUIO KOHOCHTpAaIunu

I[O(beTI/IJ'H/II[a WK MNAJICHUKauHuJIa B

IIa3Me KpOBH MTOCPEACTBOM
WHTHOUPOBaHUS MePEeHOCYUKa
OCT2.

OmxHOBpEMEHHOE MIPUMEHEHHUE

noeTHanaa WK MAICHKanHUIA C
JTOJIyTETPaBHPOM TIPOTHBOTIOKA3aHO
B CBSI3U C BO3MOKHOCTBIO Pa3BUTHUS
yrpoKarouieil >KMu3HU TOKCHYHOCTH
BBICOKOU

noJ BO3JIECTBUEM
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 30.04.2025 N= 11466

OO AEQCEETEREROC TE 0003)
Kaace conyrcTByomero Buansinne Ha KomueHTpauh'm 1" == = S VR
JIEKAPCTBEHHOI'0 CPEACTBA; J0JIyTerpaBupa HWin
P P ’ yrerpasip KommenTapun
HAaHMEHOBaHHEe CONYTCTBYIOILIET 0
JIEKAPCTBEHHOTO CPeICTBA JIEKAPCTBEHHOT0 CPeICTBA

KOHIICHTpaIruu AodeTminaa WiIu

MAJICUKAUHU]IA.
Cpeocmaa 07151 ieyeHuss paccessHHo2o CKaepo3da

OammpuanH (Tarke n3BecteH | ammnpunuH | OmHOBpEeMEHHOE TPUMEHEHHE C
KaK Jajgb(paMIpUIrH) JIOJIyTETPaBUPOM  HE  HU3Yy4aJioCh,

OJTHaKoO MOXKCT IIPUBECTHU K
pa3BUTUIO  CydOopor  BCJICACTBUC

MOBBIIICHUS KOHIICHTpAIUU
damnopuauHa B IUIa3ME  KPOBHU
MOCPEACTBOM WHTHOUPOBaHUS
nepenocunka OCT2.

OnHOBpEMEHHOE MIPUMEHEHUE

dammpuauHa ¢ JIOTYTErpaBHPOM

MPOTHBOIOKA3aHO.

Ilpomusocyoopooicuvie cpedcmea

Kap6amazenun Homyrerpasup | Kapb6amazenun TIPUBOIHIT K
AUC | 49 % CHIDKEHUIO KOHIICHTpAIu{
Crmax | 33% JIOJIyTerpaBUpa B IUIa3Me KPOBH.
C.l73% [Ipu ogHOBpEMEHHOM NPUMEHEHHUU

¢ kapbaMa3enMHOM PEeKOMEHAyeMast
Jl03a JoiyTerpaBupa cocrasiset 50
Mr gaBa pasza B cytku. llo
BO3MOXKHOCTH Y TAIMEHTOB C
pesuctentHocThi0O K MHU cnenyer

NPUMEHSTh JIBTEPHATUBHYIO
Teparuio, HE BKJIFOYAIOLIYIO
KapOaMasernuH.

Oxckapbazenux Homyrerpasup | BsaumogeiicTBrue He U3y4anoch.
Hecmotps Ha TO, 4TO
OKCKap0Oa3enuH SBIISIETCS

MHIYKTOPOM CYP3A4, Ha
OCHOBAHUHU JIaHHBIX, MOJIYyYEHHBIX
JUIs OpyTHX MHIIyKTOPOB,
KJIMHUYECKH 3HAUYMMOE CHH)KEHHE
KOHIIEHTpalMK JIOJyTerpaBupa He

OKU/1aeTCA.

Koppexuus 10351 He TpeOyeTcH.
DeHUTONH Homnyrerpasup | OOHOBpEMEHHOE TPUMEHEHHE C
denobapouTan JTAHHBIMHU MHAYKTOpaMu

MeTadoIrM3Ma HE H3Yy4ajochk,
OJHAKO MOXET MNPHUBOAUTH K
CHIDKCHHIO KOHIIEHTpaIuu
JIOJyTerpaBUpa B IUIa3ME€ KpPOBHU
BCJICICTBUE MHAYKIUU (EPMEHTOB.

Bausaue OTHUX HUHAYKTOPOB
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 30.04.2025 N= 11466

OO AEQCEETEREROC TE 0003)
Kaace conyrcTByomero Buansinne Ha KomueHTpauh'm 1" == = S VR
JIEKAPCTBEHHOI'0 CPEACTBA; J0JIyTerpaBupa HWin
P P ’ yrerpasip KommenTapun
HAaHMEHOBaHHEe CONYTCTBYIOILIET 0
JIEKAPCTBEHHOTO CPeICTBA JIEKAPCTBEHHOT0 CPeICTBA

MeTaboiaM3Ma Ha  3KCIO3ULHUIO
JIOJTyTE€rpaBUpa, BEPOSITHO, CXOJIHO
¢ BiausiHMEM KapOamasenuHa. [Ipu
OIHOBPEMEHHOM TPUMEHEHHU C
JTAHHBIMU WHAYKTOpaMu
MeTaboaM3Ma PeKOMEHAyeMast 1032
JonyTerpaBupa coctaBisger 50 mr
IIBa pa3a B CyTkH. 10 BO3MOKHOCTH
y MalUEHTOB C PE3UCTEHTHOCTHIO K
el CIenyeT IIPUMEHATH
aNbTEPHATUBHYIO

KOMOWHHPOBAaHHYIO Tepanuio, He
BKJIFOUAIONIYIO JaHHBIE MHIYKTOPBI

MeTaboIu3Ma.
A3zonoevie npomugocpubrogeie cpedcmsa
Ketokonazon HonyterpaBup <> Ha OCHOBaHUU JAHHBIX,
dirykoHa307 (HE M3y4eHo) MOTyYeHHBIX JUTST IPYTUX
Utpaxonazon WHTUOUTOPOB CYP3A4,
[To3akonazon BBIp)XEHHOE MIOBBILIICHNE
BopuxkoHason KOHIIGHTpAlll JOJyTerpaBhpa He
OKU/IaeTCA.

Koppexuus 1o3s1 He TpedyeTcs.

Pacmumenvnuvie cpeécmea

IIpenapatst 3Bepobos | Jomyrerpasup | OnHOBpEMEHHOE NPUMEHEHHE He
MIPOABIPSIBIEHHOTO M3y4aJloch, OJTHaKO MOJKET
MPUBOJIUTH K CHIDKEHUIO

KOHIEHTpaluy JOJIyTerpaBupa B
1a3Me KpOBHU BCJIE/ICTBUE
WHIYKIMU (epMeHToB. BiusHue Ha

9KCTIO3ULHIO JOJyTEerpaBupa,
BEPOATHO, CXOIHO C BIHMSHHUEM
kapOamasenuHa. IIpu
OJTHOBPEMEHHOM MIPUMEHEHUH
peKoMeHyeMas J03a

JoiyTerpaBupa coctasisier 50 Mmr
IiBa pasa B cyTkH. I1o Bo3MokHOCTH
y MalUEHTOB C PE3UCTEHTHOCTBIO K
Nul cienyer IIPUMEHSATh
aIbTEPHATHBHYIO
KOMOWHHPOBAaHHYIO TEPAIIHIO.

Anmayuonvie cpeocmea u nuujedvie 000a6KU

AHTanuIsI, conepxkaiue | JlomyrerpaBup | OHOBpEeMEHHOE MIPUMEHEHNE
MOJIMBaJICHTHBIE katuonsl | AUC | 74 % aHTAaIUJIOB, colepKalux
(mammpumep, Mg, Al) Cmax | 72% MOJINBAJICHTHBIE KaTHOHBI,

Cul74% MIPUBOJWIIO K CHIDKEHUIO
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

N
ot 30.04.2025 N2 11466

Kuacce comyrcrByromero
JIEKAPCTBEHHOT' 0 CPECTBA;
HANMEeHOBaHHe
JIEKAPCTBEHHOTI'0 CPEICTBA

Buansinne Ha KomueHTpaﬁh'l'U' ]

JM0JIyTerpaBUpa Win
CONYTCTBYIONIIET0
JIEKAPCTBEHHOT'0 CpPeCcTBA

KomMmenTapuu

KOHIIEHTpAIlMK JOJyTerpaBupa B
1a3Me KpOBH.
Pexomennyercs MIPUHUMATH
JOJTyTerpaBup 3a 2 4Yaca JI0 WM

qgepes3 6 JacoB mocie IMPUMCHCHU

AHTAIATHBIX MIperaparos,
coJieprKalInx MOJINBAJICHTHBIC
KaTHOHEI.
IIpenapats! kanbIus Honyrerpasup | Pexomennyercs NPUHUMATh

AUC | 39 % JOJTyTerpaBup 3a 2 4Yaca JI0 WIH
Ciax | 37 % yepe3 6 dYacoB IIOCle IpHeMa
Cu|39% MpernapaTosB, CoJIepIKaIInuX
KaJIbIIUN.
[Ipu npueMe c numen
JOTYTErpaBUp MOXHO TPHHUMATH
OTHOBPEMEHHO C IpemnapaTamu
KaJIbIUs.
[Ipenaparsl xene3a Honyrterpasup | Pexomennyercs MIPUHUMATh

AUC | 54 %
Conax | 57 %
Cas | 56 %

JIOJIyTerpaBup 3a 2 yaca OO WU
gepes 6 uacoB Iociae IpHEMa
IpenapaToB, COACPKAIUX JKEIe30.
[Ipu

JIOJIyTETPaBUP MOXKHO TPHUHUMATH

npuemMe c numen

OJHOBPEMEHHO C Ipenaparamu
JKenesa.
[MTonmmBuTamuHHbIe Ipenapatsl | JlomyTerpaBup | Pexomennyercs MIPUHUMATh

AUC | 33%

Crmax | 35%

Cas | 32%

(KOMIIJIEKCHOE CBSA3BIBAHUE C
MOJIMBAJICHTHBIMU HOHAMH)

JOJyTerpaBup 3a 2 4Yaca A0 WIH
gepes 6 uacoB Iociae IpHeMa

MMOJIMBUTAMUWHHBIX IIPCIIapaToB.

Kopmuxocmepouowi

IIpennuzon

Honyrerpasup <>
AUC111%
Crmax 16 %
C.117%

Koppekuus 10361 He TpeOyeTcs.

Ipomusoduabemuueckue cpedcmesa

Metdopmun

Metdopmun 1

[Ipu coBMeCTHOM ITPUMEHEHUH
¢ pgomyrerpaBupom 50 wMr
1 pas/cyTku:

Metdopmun

AUC179%

Crmax T 66 %

OmxHOBpEMEHHOE TPUMEHEHUE
JOTyTerpaBupa NPUBOIIIO K
MOBBIIIIEHUIO KOHIICHTPAIN
MeTGOpMHUHA B TUIA3ME KPOBH.
Heobxomumo paccMoTpeTh
BO3MOXHOCTb KOPPEKIIUH JI03bI
MeT(hOopMUHA B HAYaJIe U TIPH

MMpeKpalicHuu COBMECTHOI'O

15




=
L Lyl

COOTBETH

ol

CTEYET ZKCTNEPTHOMY OTYETY

ot 30.04.2025 N2 11466

R Nk

Kuacce comyrcrByromero
JIEKAPCTBEHHOT' 0 CPECTBA;
HANMEeHOBaHHe
JIEKAPCTBEHHOTI'0 CPEICTBA

Buansinne Ha KomueHTpaﬁh'l'U' ]

[ HEQOBATENBHOC TE 0003]

JM0JIyTerpaBUpa Win
CONYTCTBYIONIIET0
JIEKAPCTBEHHOTI'0 CPeIcTBA

KomMmenTapuu

[Tpu coBMECTHOM NPUMEHEHUU
¢ npomyrerpaBupom 50 wr
2 paza/CyTKu:

Metdopmun

AUC 1 145 %

Crmax 1 111 %

MIPUMEHEHUS 1OIyTerpaBupa ¢
METGOPMUHOM Ml TOJJEPKAHUS
KOHTPOJISI [JTIUKEMHUH.

IlpomusomukobaxmepuanbHvle Cpeocmaa

Pudammurma HonyrerpaBup <> Pudammurina TPUBOJIAIT K
AUC | 54 % CHIDKEHHIO KOHLIEHTpaLu
Ciax | 43 % JONTyTEerpaBUpa B IJIa3Me KPOBH.
C.l72% [Tpu omHOBpEeMEHHOM NPUMEHEHHH
¢ pudaMIHUIUHOM pEeKOMEHAyeMast
032 JOJyTerpaBuUpa COCTaBISET
50mMr nBa paza B cytku. Ilo
BO3MOXHOCTH Yy MAalMEHTOB C
pesucteHTHOCTRI0O K MHU cnenyer
MPUMEHSTh IBTEPHATUBHYIO
TEepaIuio, HE BKJIIOYAIOIIYIO
pUQaMITUIHH.
Pudadyrun HonyTerpaBup <> Koppexkiius 10361 He TpeOyeTcsl.
AUC | 5%
Cmax 116 %
C.130%

(uenykuus depmentroB Y O-
I'T1A1 u CYP3A)

Ilepopanvuvie Konmpayenmugul

OTUHUIICTPATUOI Bnusinue nonyrerpaBupa: HomnyrerpaBup HE OKa3bIBaJ

Hopanrectpomun OTUHWIACTPAINON <> KIIMHUYECKA 3HAYMMOTO BIIASHUS
AUC 13 % Ha KOHIIEHTPAIHIO
Crax | 1% STUHUJIICTPAINOIIA u
C:12% HOPAJITECTPOMHHA B TINIa3ME KPOBH.

ITpu 0THOBPEMEHHOM MPUMCHEHHUH

Bnusinue C IOJIyTErPaBUPOM KOPPEKIIUS JIO3bI
JIONTyTerpaBupa: MEPOPATHLHBIX KOHTPAIICTITHBOB HE
Hopanrectpomun < TpeOyeTcs.
AUC | 2%
Cmax | 11 %
C.l7T%

Ananveemuxu

Mertanon Bnusiaue nomyrerpasupa: JomyrerpaBup HE OKa3bIBall
MertaioH < KIMHUYECKA 3HAYMMOTO BIIUSHUS
AUC | 2% Ha KOHUEHTPALMIO METaJoHa B
Crmax <> 0% 1a3Me KpoBH.
C:l1%
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COOTBETCTBYET 2K

ot 30.04 20z 4
[HOGNEAOBATENSHOCTE 0003)
Kaace conyrcTByomero Bansinue Ha KomueHTpauHm == e B U
JIEKAPCTBEHHOI'0 CPEACTBA; J0JIyTerpaBupa HWin
P P ’ yrerpasip KommenTapun
HAaHMEHOBaHHEe CONYTCTBYIOILIET 0
JIEKAPCTBEHHOTO CPeICTBA JIEKAPCTBEHHOTO CPeCTBA

[Ipn oMHOBPEMEHHOM NPUMEHEHHU
C JIOTyTEeTPaBUPOM KOPPEKIHS 03B
MeTa/IoHa He TpeOyeTcsl.

Coxpamennsi: AUC — miomans mox KpUBOW 3aBHCHMOCTH «KOHIEHTPAIHSI—BpeMs», Cmax — MaKCHMaJbHAS
KoHreHTpaus, C; — KOHICHTpalus B KOHIIC HMHTEpBala MEXIy MPUEMaMHU JICKAPCTBEHHOI'O mpemapara, | —
MOBBILICHHUE, | — CHIKCHHE, <> — OTCYTCTBUE 3HAYUTEIbHBIX H3MCHCHHUI.

4.6. @DepTUIBHOCTDH, 0€PEMEHHOCTH U JAKTALMS

>K€HH_[I/IHLI C ACTOPOAHBIM ITOTCHIIMAJIOM

JKeHmuH, CIOCOOHBIX K JIETOPOKICHUIO, HEOOXOIMMO MPOUH(DOPMHUPOBATH O MOTCHIUATHLHOM
pHCKe pa3BUTUS Ae(PEKTOB HEPBHOU TPYOKH Yy 11012 Ha (hOHE MPUMEHEHHSI JOTyTerpaBupa, B TOM
YHCIie pACCMOTPETH BO3MOKHOCTD HUCIOJIb30BaHUA 3 (EKTUBHBIX METOA0B KOHTPALICTIIIUH.

[Ipu TUTaHMpOBaHWM OEPEMEHHOCTH CIIEyeT OOCYIUTh C TMAIMEHTKOW TONb3y U PHUCKHU
MIPOJIOJKCHHSI TEPAITHH JIOTYyTETPABHPOM.

bepemeHHOCTD

JlanHble HaOJIOIATENBHOTO UCCIIEIOBAHUS UCXOJ0B OepeMeHHOCTH B BOTCBaHe yKasbIBalOT Ha
HEOOJIBIIIOE YBEIMUCHUE YacTOThI Pa3BUTHUS Ne(DEKTOB HEPBHOW TPyOKH: 7 CIIy4aeB Cpenu
3 591 noBopoxnenHoro (0,19 %; 95 % AN 0,09 %, 0,40 %), maTepu KOTOPBIX B IIEPHOJ 3a4aTHS
MONTydyald TEpanuio, BKIIOYAIONIYI0 JOJyTerpaBup, B cCpaBHeHHMH ¢ 21 cioydaem cpenu
19 361 nosopoxaeunnoro (0,11 %; 95 % A1 0,07 %, 0,17 %), MmaTepu KOTOPBIX B IEPUO 3a4aTHs
MOJTyYaId TeParuio, He BKIIIOYAIOIIYIO TOyTerpaBup.

YacToTta BcTpeyaeMocTH J1e(PeKTOB HEPBHOUM TPYyOKH B OOIIeH momymsiuu Bapeupyet ot 0,5 10
1 cnydas na 1000 >xuBbIx HOBOpOkAeHHBIX (0,05-0,1 %). B GonbimnHCTBE ciiydyaeB AeQeKThI
HEPBHOU TPYOKHU BO3HUKAIOT B TEUCHUE NEPBBIX 4 HEleTb IMOPHOHATIBLHOTO Pa3BUTHS C MOMEHTA
3auatusi (mMpuUMepHO 6 Hemenb TMocle TMocienHelr MeHcTtpyauuu). Ecniu  GepemeHHOCTB
MOJITBEPIKICHA B TIEPBOM TpUMECTpe Ha (OHE MPUMEHEHUS JOJTyTerpaBupa, clieayeT oOCyanuTh ¢
MAIUEHTKOW TIONb3y W PHUCKU MPOJIOJDKEHHUS TEPANUH JIOTYTETPAaBUPOM [0 CPABHEHHIO C
MEPEeX0JIOM Ha JIPYrol pPeXUM aHTUPETPOBUPYCHOW Tepamnuu, MPUHUMAas BO BHUMaHHE CPOK
recTallid W TPEJeIbHO BO3MOXKHBIE CPOKH pa3BUTHS Je(EKTOB HEPBHOH TpPYOKH.
[Tpoananu3upoBaHHbIe JaHHbIC «PeecTpa 10 MPUMEHEHHUIO aHTUPETPOBUPYCHBIX MPENapaToB BO
BpeMsl OEpEeMEHHOCTH» HE YKa3bIBAIOT Ha TIOBBINICHHBIH PUCK CEPbE3HBIX MOPOKOB Pa3BUTHS Y
JeTel, poKIeHHBIX y 0osee yem 600 KeHIIUH, TT0IBEPTaBIINXCS BO3ECHCTBHUIO I0JIyTETPaBUpPa BO
BpeMs OEpeMEHHOCTH, OJHAKO Ha CETOMHSAIIHUYN IEHh HEOCTATOYHBI JITISl OIICHKH PUCKA Pa3BUTHUS

neheKTOB HEpPBHOM TPYOKH.
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1Y OTUETY

B uccnepoBaHusix penpoayKTUBHON TOKCHYHOCTH Ha ;,JEIQB}JEQ';@BIEH I:gilf;fl%gﬁﬁ;l 'r'rl()'lb'oxn

pa3BUTHS, BKIIIOYask 1e()EeKThI HEPBHOM TPYOKH.

Bonee 1000 ncxonoB 6epeMeHHOCTH Ha (POHE TPUMEHEHUS I0JIyTErpaBUpa BO BTOPOM U TPEThEM
TpUMECTPE O0epeMEeHHOCTH HE CBUJETEILCTBYIOT 0 HOBBILICHHOM pucke
SMOPHOHAIBHOW/HEOHATAIbHOM TOKCUYHOCTHU. JloIyTerpaBup MOKHO NPUMEHATh BO BTOPOM U
TPEThEM TPUMECTpE OEPEMEHHOCTH TOJIBKO B TOM Ciydae, €ClM OKuaaeMasi Mojib3a JUIsl MaTepH
IIPEBBILIAET OTEHIIMAIBHBIA PUCK AJIS IUIOAA.

JlonyTerpaBup IpOHMKAET 4Yepe3 IUIALEHTY y 4yesloBeKa. Y OepeMEHHBIX JKEHILIUH, )KUBYIIUX C
BUY, mennana KOHIIGHTpallUM JOJyTerpaBUpa B MYIMOBHUHE IUI0Aa Obuia B 1,3 pasa BbIIIE IO
CpaBHEHHIO C KOHIICHTpaLueil B nepudeprueckoii mia3mMe KpoBU MaTepH.

Ha ceromHAmHMi JOeHp HEAOCTAaTOYHO JAHHBIX O BO3JCHCTBUM JIOJIyTErpaBUpa Ha
HOBOPOJKICHHBIX.

JlakTanuys

JonyrerpaBup B HEOOJBIIMX KOJMYECTBAX BBIACNIAETCA C TPYIHBIM MOJIOKOM Yy YellOBEKa
(MeauaHa COOTHOUIEHMSI KOHLIEHTPALMK JOJyTerpaBupa B IPYJHOM MOJIOKE K KOHIIEHTpAlUu B
m1a3Me KpoBu Matepu coctasisuia 0,033).

Ha ceronHAmHuN 1€Hb HEAOCTATOYHO AAHHBIX O BJIMSHHMU JOJYTErpaBUpa Ha HOBOPOXKIEHHBIX
WJIM IE€TEeU IPyJHOr0 BO3pacTa.

BUY-unduuupoBaHHBIM KEHIIMHAM PEKOMEHIYETCS HU MpU KaKUX OOCTOSTENbCTBAaX HE
IPOBOJUTH IPYIHOE BCKapMIIMBaHHUe Bo u30exanue nepenaun BUY-undexuu peOeHky.

DepTUabHOCTD

OTCYTCTByI-OT JaHHBIC O BJIMAHHU OOJYTErpaBHpa Ha CIIOCOOHOCTH K 3a4aTHIO Y MYXYHH WIN
JKCHIIIHH. I/ICCHGI[OBaHI/ISI Ha JKHWBOTHBIX IIOKAa3aJIM OTCYTCTBUC BJIIMAHHA JOJYTECrpaBrUpa Ha

CIIOCOOHOCTH K 3a4aTHIO Yy caMIIOB UJIKN CaMOK.

4.7. BuusiHHe Ha CNIOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMM CPeICTBAMH U padoTaTrh ¢
MeXaHUu3MaMHu

HccnenoBanust BIUSHUS JOJyTErpaBUpa Ha CIOCOOHOCTh K YIPABICHUIO TPAHCIOPTHBIMU
CpeAcTBaMu U paboTe ¢ MEXaHW3MaMHU He MPOBOAMINCH. He00X0MMO yUHUTHIBATh KIIMHHUYECKOE
COCTOSIHUE TAallMeHTa U Mpo(UIIb HeXeNaTeIbHbIX SBJICHUN JAO0TyTerpaBUpa MpH PacCMOTPEHHUH

CMOCOOHOCTH TAIMEHTa K BOXKICHUIO JTUOO YIPABJICHUIO MEXaHU3MaMH.

4.8. HexeaareabHble peaKkuu

Pesrome nmpoduiist OesonacHoCTH

Haubonee Tskenoii HekelaTelbHOMN peaKHHeﬁ, SapCFHCTpHPOBaHHOﬁ Y OTACJIBHO B3ATOTO

nanucHTa, ABJIAJIaCh PpCaKnusd THUICPUYBCTBUTCIIBHOCTH, BKIIFOYABIIAA CbIIIb W TAXKCIIBIC
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14.4). {in60lel HEerhnti HebkehEri it

peaKknusIMHy, BO3HUKABUIMMU BO BpeMs JjedeHus, Obutun tommHuota (13 %), mmapes (18 %) wu

royioBHas 601k (13 %).

TabanuHoe pE3IOME HEXKENATSILHBIX PeaKIMH

HesxenarennHbie pC€aKknuu, CBA3AHHBIC HJINM IIPCAINOJOXUTECIBHO CBA3aHHBIE C IIPUMCHCHHEM

AoJyTerpaBupa, NCPCUHUCICHbBI B COOTBCTCTBUU C IMOPAKCHUCM OPraHOB M CHUCTCM OpPraHOB U

a0COJIIOTHOW 4acTOTOW BcTpedaeMocTH. YacToTa BCTPEYAEMOCTH OIPEAEISAETCS CIEAYIOLUM

obpaszom: oueHs yacto (>1/10), gacto (>1/100, Ho <1/10), Heuacto (>1/1 000, Ho <1/100), peako

(>1/10 000, o <1/1 000), ouenn peako (<1/10 000).

Taboauua 2. HexenarenbHble peakuuu

CucreMHO-Oprassas

Yacrora HexenarenbHble peakunu
KJIaccupurkanus

Hapymienus co crtoponsl | Heuacto Peakuus runepyyBCTBUTENIBHOCTH
MMMYHHOU CHCTEMBI Cunapom BOCCTaHOBJICHHS

HMMYHUTETA
Hapymenns wmerabonmmsma wu | Hewacro YBenuueHue Macchl Tena
IIUTaHUsA
IIcuxuyeckue HapyLIeHUS Yacto becconnnua

HeoObr4uHbIe CHOBHIEHUS

Henpeccust

TpeBoXHOCTH

Heuacto CyuuuanbHble MBICIH WIH MONBITKA

cyunuaa (0COOCHHO Yy TAIUEHTOB C
JIETpeccueil WM TICUXWYECKUMH

3a00JIeBaHUsIMH B aHAMHE3¢)

Hapymenus co CTOPOHBI

HepBHOﬁ CHUCTEMBI

OueHb yacTo

T'onoBHas 6016

Yacto

I'osoBOKpy)EeHUE

KenynouHo-kuiieqHbie
HapyIICHHS

OueHb yacTo

TommuoTa
Hunapes

Yacto

PBota

Mereopusm

Bosb B BepXHUX OTAEIAX KUBOTA
Bosb B 06nactu sxuBoTa
Juckomdopt B 00J1aCTH )KUBOTA

Hapymenus co cTopoHsI ieueHn
1 JKETYEBBIBOISAIINX MyTeH

Heuyacto

I'ematur

Penxo

Octpasd
HEI0CTATOYHOCTH *

MeYCHOYHAs
[ToBbIIeHHE KOHLICHTPAIIMU
OwnmupyouHa (B COYETaHWUH C
MOBBIIIIEHHEM aKTUBHOCTH

TpaHCaMHHAa3)

Hapyenus co cTopoHbl KOXKHU U
MOAKOXKHBIX TKaHei

Yacto

CeImb

3yn
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 30.04.2025 N2 11466
et
Hapymenuss  co croponsl | Hedacto T AP | = B TS UL
MBITIICIHOH, CKEJIETHOM Hu Muanrus
COCIUHUTEIILHON TKAaHU
OO6mue HapymieHus 1 peaknuy B | YacTo YToMIs1€MOCTh
MeCTe BBEICHUS
JlaGopaTtopHbie u | Yacro [ToBbllIeHKE AKTUBHOCTH
WHCTPYMEHTAaJIbHBIE TaHHBIC ananmHamMuHOTpaHchepassr  (AJIT)
/WA acrapTaTaMHUHOTpaHChepasbl
(ACT), KpeaTuH(poCcHOKUHA3BI
(KDK)

* BpUTH MOJTy4eHbI COOOLICHHSI O Pa3BUTHU OCTPOH MEUEHOYHOH HEAOCTaTOYHOCTU NPU MPUMEHEHHH
Tepanuy, BKIIOYAIOIEH AoNyTerpaBup. BiusHue AodyTerpaBupa B O3THUX CIy4asx OJHO3HAUYHO HE
YCTAHOBJICHO.

HpO(l)I/IJ'IB 0€30IaCHOCTU OBLI CXOOHBIM B IOIYJIANHUAX ITAaIUCHTOB, PAaHEC HE IIOJyYaBHIUX
JICYCHUEC, TMALUMCHTOB, IOJYYaBHIUX JICUCHUC (I/I HC IIPHUHUMABIIUX PIHFPI6I/ITOpLI I/IHTCFpaBBI), u
ManucHTOB C PE3UCTCHTHOCTHIO K I/IHFI/I6I/ITOpaM HUHTErpasbl.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKIII/If/'I

Hzmenenus nabopamopHuvix noxkazameneu

B TeueHue nepBoi Henenu JEUEHUS JOIYTErpaBUPOM OTMEYAJIOCh IOBBIIEHHE KOHLIEHTPALUU
KpeaTMHHHA B CBHIBOPOTKE KpPOBH, KOTOpOE€ COXpaHsuloch B TeueHue 48 Hexenb. Cpennee
M3MEHEHHE KOHIICHTPALMU KpeaTHHHHA 4yepe3 48 Helellb Teparuu COCTaBIIIo0 9,96 MKMOIIB/I.
[ToBbIlIEHNE KOHIIEHTPALMU KpeaTHHIHA ObLIIO CONOCTAaBUMO JUJISl Pa3IMUHbIX (JOHOBBIX PEKUMOB
Tepanuu. [laHHBIE W3MEHEHHs HE CUMTAIOTCS KIMHUYECKH 3HAYMMBIMH, IIOCKOJIBKY OHU HE
OTPaKalOT U3MEHEHUE CKOPOCTU KITyOOUKOBOM (PHIIBTPALIUH.

Cunopom eoccmarno61eHUs UMMYHUmMema

Y BUY-uHQUIMPOBAHHBIX MALMEHTOB C TSXKEJIBIM HMMYHOAE(PHUIIMTOM HAa MOMEHT Hauaia
KOMOMHUPOBaHHOHN aHTUpeTpoBUpYcHOM Tepanuu (KAPT) BO3MOXHO pa3BUTHE BOCTIAIUTEIBHON
peakuuu Ha (oHEe OECCUMNTOMHBIX ONMOPTYHHUCTUYECKMX HMH(EKIMH MIM HUX OCTATOYHBIX
apieHui. Takke ObUIM 3aperMCTPUPOBAHBI CIy4Yyau pa3BUTHUS ayTOMMMYHHBIX 3a00JieBaHMI
(nampumep, Oosie3Hb ['peiiBca WM ayTOMMMYHHBIH Te€NaTUT) Ha (POHE BOCCTAHOBIECHUS
UMMYHHUTETA, OJHAKO BpeMsl NEpBUYHBIX IPOSBICHUN BapbUpoOBallo, U 3a00JieBaHHE MOIJIO
BO3HHUKATh Yepe3 MHOTO MECALEB MOCIIe Havana Tepanuu (cM. pasnen 4.4).

Memabonuyeckue napamempol

Bo BpeMs aHTUPETPOBHPYCHOW Tepamuu MOXKET MPOMCXOJUTh YBEIMYEHHE MAacChl Tella U
MOBBILIEHNE KOHLEHTPALIMHY JIMIIUI0B U IJIFOKO3bI B KPOBU (CM. paszen 4.4).

Koungpexyus BUY u supyca cenamuma B unu C

B uccnenoBanusx ¢assl Il nomyckanoch BKIIOYEHHE MAMEHTOB ¢ KOMH(EKIHeH BHUPYCOM
renatuta B w/mnn C mpu ycrnoBUM, YTO UCXOAHBIE 3HAUEHHUs JTaOOpaTOPHBIX IOKa3aTesen

(GyHKLMYU eYeHN TpeBbIlIai BepXHIoto rpanuily HopMsl (BI'H) He Gosnee yem B 5 pas. B nenom,
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1Y OTUETY

CXO/IHBIM C TAKOBBIM y MalIUEHTOB 0e3 KonH(pekuuu BupycoM renarurta B wnu C, HecMOTps Ha TO,
YTO 4yacToTa BcTpedaeMocTH oTKiIoHeHUM akTuBHOCTHM ACT u AJIT Obuia Bblle B MOArpyIIe
NalMEeHTOB ¢ KouH(pekuuei Bupycom renatura B u/mnum C Bo Beex rpynnax jedenus. [loBeimenue
AKTUBHOCTH II€YEHOUYHBIX (DEPMEHTOB, COOTBETCTBYIOLIEE CHUHAPOMY BOCCTaHOBJIECHUS
UMMYHHUTETA, Ha0JII0/1a710Ch Y HEKOTOPBIX MAIIMEHTOB ¢ KOMH(pEKIKel Bupycom renatuta B n/unmm
C B Hayane Tepanuu JOJyTErpaBUPOM, B YACTHOCTH y TE€X, Y KOro ObUIO OTMEHEHO JIeYeHHE
renatuta B (cMm. paznen 4.4).
eTu

JlocTynHble TaHHBIE O IPUMEHEHUU Y IeTel B Bo3pacte oT 6 110 18 jieT yka3pIBatoT Ha OTCYTCTBHE
JIOTIOJTHUTEIILHBIX TUTIOB HEXENATeIbHBIX PEaKIUil, TOMHUMO PEaKIHUi, KOTOPbIe HAOIIOJAINCH Y
B3pOCIIBIX.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHo cooOmarb 0 M0OJ03PEBAEMBIX HEXKENATENbHBIX PpEaKUUsAX II0CJIE€ PETrUCTpaluu
JIEKApCTBEHHOTO Tperapara ¢ HelIbl0 00eCTIeYeHNsT HeTPEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«I10JIb3a — PUCK» JIEKAPCTBEHHOro Impenapara. MeaunuHCKUM paOOTHUKAM pPEKOMEHyeTCs
coo0uiaTe O JIOOBIX MOJO3PEBACMbIX HEKENATENbHBIX PEaKIHIX JIEKAPCTBEHHOIO Ipernapara
yepe3 HallMOHAJIbHBIE CHUCTEMBbl COOOIIEHMSI O HEKEIATEeNbHBIX PEAKIHUAX IOCY1apCTB — YICHOB
EBpazuiickoro 3KOHOMHYECKOTr0 COI03a.

Poccuiickas ®enepanus

®denepanbHas cityx0a 1o Haa30py B cdepe 3paBOOXpaHEHUS

Anpec: 109012, r. MockBa, CraBsiHCKasl TIIoIaab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnexkTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIEKOMMYHUKAITUOHHON ceTu «VHTEepHETY!

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

4.9. Tlepeno3upoBka

CumMnromsl

B Hacrosiiee Bpemst JTaHHBIE O MIEPEA03UPOBKE JOITYTErPAaBUPOM OTPaHUYEHBI.

OrpaHu4eHHbIN OMNBIT MPUMEHEHHs 00Jiee BBICOKMX OJHOKPAaTHBIX 1103 (10 250 Mr y 370pOBBIX
T0OpOBOJBIIEB) HE BBIABUI  CHENU(UYECKUX CHUMIOTOMOB WM MNPU3HAKOB, [OMHMO
IIEPEYUCIICHHBIX B paszaene 4.8.

Jleyenue

JlanpHeliee jgeyeHue ciaeayeT IpOBOAUTh B COOTBETCTBUM C KIIMHUYECKUMH MMOKA3aHUAMU WIIN

PEKOMEHAAIUAMHN HAIUOHAJIIBHOT'O TOKCUKOJIOTMYCCKOTO LICHTPA, ITPH €0 HAJIUYHHU.
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Crnenuduyueckoe JICUCHHE TEPEIO3UPOBKH nonwég%ﬁa%c%%cmwﬁ%—f!:TB':l :::E'J;!';'Iqae

Nepe03UPOBKHU MO HEOOXOAUMOCTH CJIEAYET MPOBOAUTDH MOIEPKUBAIOLIYIO TEPAMUIO MALIUEHTA
C HaaneXammMm HaOmoaeHreM. B CBsI3U C BBICOKOU CTEIICHBIO CBSI3BIBAHUS JIOJYTETPaBUpPA C
OenkaMM IJIa3Mbl KPOBU MAJOBEPOATHO, YTO TUAIHM3 MOXET CHOCOOCTBOBATH 3HAYUTEILHOMY

BBIBCJACHUIO €I'0 U3 OpraHu3Ma.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. dapmakoamHaMUYecKHe CBOICTBA

dapmakoTepaneBTHUECKasi TpyIIa: [POTUBOBUPYCHBIC CPEICTBA CHCTEMHOTO JICHCTBUS,
IIPOTUBOBUPYCHBIE CPEJCTBA IPSIMOI0O AEUCTBUSI; UHTUOUTOPHI UHTETPA3BI.

Konx ATX: JOSAJO3.

MexaHu3M ASHCTBUS

HonyrerpaBup unrubupyet unterpazy BUU mocpenctBom CBs3BbIBaHUS C aKTHBHBIM Y4aCTKOM
WHTErpa3bl W OJOKMPOBAHUS 3Tara MEPeHoca IIEMU BO BpEeMs HHTErPAllUM PETPOBUPYCHOU
ne3okcupubdonykinenHoBou kuciotsl (JJHK), kotopsriit HeoOxoaum amist nukiia peruinkanun BUY.

dapmakognaamuyeckue 3P HeKTol

Ilpomusoeupycnas akmusHocmo 6 Kyibmype Kiemox

3nauenue WKsp (moiaymakcumanbHash MHTUOMpyOIIas KOHLEHTpalus) JOJyTerpaBupa B
OTHOLIEHUHU PA3JINYHBIX Ja00PAaTOPHBIX IITAMMOB IPU UCTIOIb30BAaHUH MOHOHYKJIEAPHBIX KJIETOK
nepudepudeckoii kpoBu (MKIIK) coctamsmo 0,5 HM, a mpu ucnonb3oBanuu kinerok MT-4
Haxoawiock B nquanaszone 0,7-2 HM. Cxonnble 3HaueHus MKso Habmoganuce 11 KIIMHUYECKUX
W30JITOB, 0€3 CYIIEeCTBEHHBIX pa3IMYUil MEXIy CyOTUIIaMH; B TIAHEIH, COCTosmed u3 24
uzonsatoB BUU-1 cyotunos A, B, C, D, E, F u G u rpynmst O, cpennee 3nauenune UKso coctaBuio
0,2 HM (nmanason 0,02-2,14). Cpennee 3nauenue K50 st tpex uzonsatos BUY-2 cocraBuio
0,18 aM (mmanaszon 0,09-0,61).

IIpomusosupycnas akmugHoCmy 8 cOuemanu ¢ OpyeUMU RPOMUBOSUPYCHBIMU NPenapamamu
He naOmronmanuch aHtaroHucTudeckue 3GGexTsl in VItro Mexay M0JIyTerpaBUpOM M JIPYrHMHU
UCCIICIOBAaHHBIMM ~ AQHTUPETPOBUPYCHBIMH  IperaparaMu:  CTaByJMHOM,  abakaBHUpPOM,
3(aBUpPEH30M, HEBUPAIHUHOM, JIONMHABUPOM, aMIIPEHABUPOM, SH(YBHUPTHIOM, MapaBUPOKOM,
agedoBupoMm u panrerpasupom. Kpome Toro, pubaBupHH He OKa3bIBaI BEIPAKEHHOTO BIUSHUS Ha
AKTUBHOCTb JI0JIyTETpaBHUpA.

Bausnue cvieopomxu kposu uenosexa

B 100 % cheIBOpoTKEe KpOBH 4YeJIOBEKa OTMEUANOCh B cpeaHeMm 75-kpatHoe u3menenue (KI)

KOHIIEHTpaluu Oeinka, B pe3yiabrare uero MK90 (marubupyromnas KOHIIEHTpAIKs, He0OX0aumast
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st 90 % WHrHOUpOBaHMS), CKOPPEKTUPOBAHHAS C we%‘&gi‘p& "?{nggﬁlﬂé;v'm]_ E'd%:f'e-tléa:{ma

0,064 MKr/MIL.

Pe3ncTeHTHOCTD

Pezucmenmuocms in vitro

Pa3BuTHE pe3UCTEHTHOCTH IN VItr0 M3yd4aloT ¢ MOMOIIBIO CepUHOro maccaxka. Bo Bpems 112-
JTHEBHOTO maccaxka JaboparopHoro mramma I[IB BUY-1 BeineneHHble MyTallMu pa3BUBAIUCH
MEMJIEHHO, ¢ 3aMeHaMu B nosuuusax S153Y wu F, uro mpuBoamio MakcuMyMm K 4-KpaTHOMY
usmenennto (KM) gyBcrBuTENbHOCTH (Auana3oH 2-4). DTH MyTauud He OBLIM BBIICIEHBI Y
MAIMEHTOB, MOJYYaBIIMX TEPANHUIO JOJYTErPaBUPOM B paMKax KIMHHYECKUX uccienoBanuii. C
nomotipio mramma NL432 Opumn Beimenensl mytaimu E92Q (KU = 3) u G193E (KU = 3).
Myranus E92Q Obuia BeIe/ICHa Y MAIIMEHTOB ¢ N3HAYAILHO CYIIECTBOBABIICH PE3UCTEHTHOCTHIO
K pajlITerpaBUpy, BIOCIEACTBUHU MOIYYaBIIUX TEPANUIO JOTYyTErPaBUPOM (CUUTAETCS BTOPUUHON
MyTanuen 1uist foiayrerpaBupa). JlononaurensHbiii naccax cyotunos B, C u A/G BUpycOB TUKOTO
TUIIA B IPUCYTCTBUU JOJyTerpaBupa NpuBoAui K cenekiuu myranui R263K, G118R u S153T.
B xo/1e KTMHIYECKUX UCCIIeI0BAaHM co00Imanoch o 3amene R263K y nByx OTe/bHBIX TAIIMEHTOB
¢ Bupycom cyorunoB B u C, paHee mMoiy4aBIIUX aHTHPETPOBUPYCHYIO TEpamuio, HO He
MOJTyYaBUINX TEPANUI0 MHTMOMTOpPAMHM HHTETpas3bl, OJHAKO BIUSHUE HA YYBCTBUTEIBHOCTH K
JoJyTerpaBupy in Vitro orcyrctBoBano. 3ameHa G118R cHmKaeT YyBCTBHUTEIBHOCTh K
JIOJIyTETPaBUPY Yy CalT-HaIpaBiIeHHbIX MyTaHTHBIX mTaMMOB (KU = 10), Ho He Obuta 0OOHapykeHa
y MAIMEeHTOB, MMOJyYaBIINX JOIYTErpaBUp B KIMHUYECKUX HccienoBaHusax ¢a3zsl I11.

[TepBuunble MyTauuu i panrterpasupa u snsuterpasupa (Q148H/R/K, N155H, Y143R/H/C,
E92Q u T66]) no oTaenpHOCTH HE OKA3bIBAIOT BIMSHUE Ha UYBCTBUTEIBHOCTD K JOIYTETpaBUpPY
in vitro. I1pu mo0aBIeHNH K 3TUM MIEPBUYHBIM MYTAIMSIM BTOPUYHBIX MYTaIHid, PA3BUBIIHXCS TTO]T
BO3JCUCTBUEM WHIMOMTOPOB MHTErpa3bl (A7 panTerpaBupa U DSIBUTETPaBUpa) B XOje
DKCIEPUMEHTOB C CalT-HANpaBICHHBIMA MYTAHTHBIMH IITAMMAaMH, YYBCTBUTEJIBHOCTH K
JOTyTerpaBupy ocTaBajach Hem3MeHHOW (KM <2 mo cpaBHEHUWIO ¢ BUPYCOM IHKOTO THIMA), 3a
UCKIIIoUeHreM ciydas ¢ myranusmu Q148, roe wabmomamace KW 5-10 wnm Bbeime anis
KOMOUWHAIMI HEKOTOPBIX BTOPUYHBIX MyTanuil. Bousaue myranuit Q148 (H/R/K) Obuio Takxke
MOATBEPXKJIEHO B DJKCIEPUMEHTaX C CalT-HalpaBJICHHbIMA MYTAHTHBIMH IITaMMaMHu C
IpUMEHeHneM naccaxedl. B cepuitHom mnaccaxke co mrammoMm NL432, HaunmHas c¢ caWr-
HaAlpaBJIEHHBIX MYTaHTHBIX MMTaMMOB ¢ 3ameHamu NI155H wumum E92Q, He Habmonanock
naneHeimee pazsutue pesucteHTHocTd (KU okono 1, 6e3 n3menenwuit). Hanpotus, HauuHas ¢
MyTaHTHBIX mTaMMOB ¢ 3aMmeHor Q148H (KU = 1), Habnromancst psa BTOPHUYHBIX MYTaIuil ¢

nocieayromuM nossimeaneM KW no 3navennii >10.
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KIMHWYECKM 3HAUMMOE IOPOTOBOE 3HAYCHHE d)eHOTI;EP&/II;I:el%%: Eb'éiv%?&ﬁﬁc‘)‘c];ﬁ' l(Ki/I" 110

CPaBHEHMIO C BUPYCOM JUKOI'O THUIIA) HE ONPEIEIIEHO; FEHOTUIINYECKAs! PE3UCTEHTHOCTD JIy4Ile
II03BOJISLJIA CIIPOTHO3UPOBATh PE3YJIbTaT.

705 pe3UCTEHTHBIX K paJITErpaBUpy H30JIATOB, BBIAEICHHBIX Yy MMALMEHTOB, paHEe MOJIyYaBIIUX
TEpaIuIo paJITerpaBUpOM, ObUIM MPOAHAIN3UPOBAHBl HAa YYBCTBUTEIIBHOCTh K JIOJyTE€rpaBUDPY.
3nauennie KU nns nomyrerpaBupa coctarisier <10 B oTHomeHuu 94 % u3z 705 KIMHUYECKHUX
U30JISITOB.

Pezucmenmuocms in vivo

He Obl10 BBISABIIEHO pa3BUTHE PE3UCTEHTHOCTH K IpernapaTaM Kjacca MHIMOMTOPOB MHTEIrpa3bl
(M) wnm HyKJICO3WIHBIX HMHTHOUTOpOB oOpatHO TpaHckpuntazel (HUOT) y panee He
[OJIyYaBUIMX JICYEHHWE NAIMEHTOB, KOTOpble MNpuHUMaiu jgoiyrerpaBup u asa HUOT B
KIMHUYecKuX ucciaenoBanusax ¢asel IIb u Il (n=1118, Habmronenue B TeueHune 48—96 Henenn). Y
paHee He MOJIyYyaBIIMX JIEYEHUE MALMEHTOB, NMPUHUMABIIUX JOJIYTErpaBUp + JIAMUBYIUH B
uccienoBanusix GEMINI no 96-it nenenu (n=716), He HaOIIO4AJIOCH PA3BUTHE PE3UCTEHTHOCTHU K
npernapaTam Kjiacca MHruouTopos unrerpassl wiu kiacca HUOT.

B rpymnmne nauueHToB, y KOTOPBIX MpeIIecTBYIoLas Tepanus Obuia HeaeKTUuBHA U KOTOpbIE
paHee He NOJy4ajau IpenapaThl Kjacca MHIMOMTOpOB MHTerpasbl (ucciepoBanue SAILING),
3aMEHBI, CBSI3aHHBIE C NMPHEMOM HHTHOWTOPOB WMHTETpasbl, HaOmonamuch y 4/354 manueHToB
(nabmroneHue B TeueHue 48 Henmenb), MOJyYaBLUIUX JOJYTErpaBUp B KOMOMHALUU C (POHOBOM
Tepanuei, BbIOpaHHOM wHccnenoBateneM. M3 3THX ueThIpex MalMeHTOB y JIBYX OTMedasach
yHUKanbHas 3ameHa R263K B rene mHrerpassl ¢ makcumanbsHoi KU 1,93, y onHoro namuenra
ObL1a oTMeueHa noaumopgHas 3ameHna V151 V/I B rene unrterpassl ¢ MakcumansHoit K1 0,92 n y
OJIHOTO MallMeHTa U3HaYaJIbHO UMEJINCh MyTallui B TeHE UHTETpa3bl — Kak MpeANnoaaraercs, 3TOT
HalMeHT paHee MPUHUMAJI MHTUOUTOPBI HHTETPa3bl WM ObLT MHGHUIMPOBAH MyTEM TPAHCMUCCUU
PE3UCTEHTHBIM K HHTHOUTOPaM HHTErpasbl BUpycoMm. MyTaiust R263K Oblia takoke BbieseHa in
Vitro (cM. Bblie).

Ha ¢one pesucreHTHOCTM K mpenaparaM Kiacca HWHTHMOMTOPOB HMHTErpas3bl (McCCleaoBaHUE
VIKING-3) cneayromme MyTauuu ObUIM BbIAETICHBI y 32 MalMEHTOB C BHUPYCOJOTHUYECKOM
Hea(PPEeKTUBHOCTHIO, OmpeneneHHol nporokoioM uccienoBanus (BHOII), na 24-ii Hexene c
MapHBIMHU TEHOTUTIAaMU (BCE MAIIMEHTHI MOTYJaIA JTOTyTErpaBup B A03¢ SO MT /1Ba pa3a B CYTKH C
ONITHMHU3UPOBaHHOW 06a30Boii Tepanueit): 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 E157E/Q
(n=1). Pe3ucTeHTHOCTHh K MHTUOUTOpPAM MHTETPa3bl, CBA3aHHAS C IPOBEICHUEM TEPANTUH, OOBIYHO
pa3BUBaiach y MAaIlMEHTOB ¢ M3HAYAIBHO CyIIECTBYOIIeH MyTanuei Q148 (Ha MCX0IHOM 3Tare

Tepanuu Wiv B aHamHe3e). Y msatu apyrux nanuentoB BHOII Gbiia oTMeueHa B epruoa MexIy
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nposefneHueM Ttepanuu. HaOmropanuce crienyromue MyTalMd WIM COYETaHUS MyTalui,
BO3HUKIIIKE BO Bpems npoBenenus tepanuu: L741 (n=1), N155H (n=2).

B wuccnenoBanmun VIKING-4 wusydasioch nOpuMEHEHHE JoJyTerpaBupa (B COYETaHHH C
ONTUMHU3MPOBAHHOKW 0a30BOM Tepamueil) y TMalueHTOB ¢ TIEPBUYHOW TEHOTHUIIUYECKOU
pe3ucteHTHOCThI0O K MIHM Ha MomeHT ckpunuHra y 30 nanuentroB. HabOironaemble MyTanuu,
CBSI3aHHBIE C NPOBOJUMON Tepamued, COOTBETCTBOBAIM TEeM, KOTOpble HAOIIOAAINCh B
nccienosaguu VIKING-3.

B rpynme mnanueHTOB IETCKOTO BO3pacTa, Y KOTOPBIX HpeIecTBYIOLIas Tepamnus Obuia
Heo(pPeKTHBHA M KOTOpbIE paHee HE MONydYalad IMpernaparsl Kjacca MHTMOMTOPOB HHTEIpasbl,
Habmroanack 3ameHa B rere uHTerpassl G118R y 5/159 nanuenToB, mosy4aBImuX J0TyTErpaBUp
B KOMOUHanuu ¢ GOHOBOI Tepanuei, BHIOpaHHOM uccienoBateneM. M3 3TUX MSITH NAllMeHTOB Y
YeThIPEX OTMEUAINCh CIEAYIOIINE OTOJHUTENbHBIE 3aMEHBI, CBSI3aHHBIE C MPUMEHEHHUEM
uarHOuTOpOB MHTErpasel: L74M, E138E/K, E92E/Q u T66I. Jlns yeTsipex U3 MATH YIaCTHHKOB C
nosBuBmIeiics 3ameHoir G118R Obum noctynmHbel (eHoTHIMUEcKHe AaHHBIE. KpaTHOCTB
u3menenus (KM) 4yBcTBUTENBHOCTH K IOJIyTerpaBupy (MO0 CPAaBHEHUIO C BUPYCOM JHKOTO THIIA)
JUTSL 9TUX YEThIPEX yYaCTHUKOB BapbHpoBaa oT 6 110 25.

Bausaune Ha moka3zaTenn QJICKTPOKapANOIrpaMMBbI

He Obu10 BBISIBIIEHO 3HaYMMOE BIIMSHUE JojyTerpaBupa Ha uHTepBas QTc mpu nmpuMeHeHUu B

A03ax, IPUMEPHO B 3 pa3a NpEeBLINIAONINX TCPAIICBTUYCCKUC.

5.2. dapMaKOKHHeTHYeCKHe CBOHCTBa

®apMaKOKMHETHKA JI0JIyTerpaBupa CX0/1HA Y 3J0POBBIX A00poBoiblieB U BUY-uHpumpoBanHbIx
nanueHToB. (CreneHb BapuaOeNbHOCTH MapaMeTpoB (apMakKOKMHETUKHM JOJyTerpaBupa
KosiebseTcst OT HM3KOW 110 yMmepeHHOH. B muccnenoBanumsix ¢aszel 1 ¢ ydactuem 370pOBBIX
N0OpOBOJIBIEB KOA(GUIMEHT Bapualuu B rpymnmne ucneltyeMblx (CVp %) uid miomagy mnoj
(apMaKOKMHETHUECKON KpuBOH «koHUEHTpalus —Bpems» (AUC) u g MakcuManbHON
koHIeHTpanuu (Cmax) BapbupoBan or <20 mo 40 %, a KOHIIEHTpalus B KOHIIE HMHTEpBaJa
nosupoBanus (Cr) — ot 30 10 65 %. BapnadenbHOCTh (hapMaKOKMHETHUKH JOTyTErpaBUpa MEKIY
ydacTHHKamMu Obuta Bbiie 'y BUWY-uHQUIMPOBAHHBIX MMAlMEHTOB, YeM Y 3IIOPOBBIX
noOpoBoJblieB. BuyrpuunnuBuayansHas BapuabenbHocTh (CVw %) Obuta Huxke, dYeM
BapHUabeTbHOCTh MEX/1y YUaCTHHUKAMH.

AGcopbuus

JonyrerpaBup ObICTPO BcachIBaeTcs Mociie MpUeMa BHYTpPh, MEIMaHa BPEMEHU /10 TOCTHKEHUS
MakcHUMaibHON KoHIeHTpauuu (Tmax) mociie nmpuema npenapara B popme TaOIEeTOK COCTaBIIsAET 2—

34,
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1Y OTUETY

BCACBIBaHUs JIOJyTerpaBupa. bUOJOCTYTHOCTh JOJyTerpaBupa 3aBUCUT OT COCTaBa IMHUILIU: MPHU
pueMe MUK ¢ HU3KUM, YMEPEHHBIM U BHICOKUM cojiepskanreM kupoB AUC o) TosryTerpaBupa
noBbimanack Ha 33 %, 41 % u 66 %, Cmax oBbIanack Ha 46 %, 52 % u 67 %, Tmax yIJIUHAIOCH
710 3,4 1 5 4 110 CpaBHEHUIO € 2 4 NIPU NMPUEME HATOIIAK, COOTBETCTBEHHO. JlaHHOE yBEJIMYECHHUE
MoKa3aTesiel He CYMTAeTCs KIMHUYECKHM 3HAYMMbIM. TeM He MeHee, JaHHOE YBeJIUYeHUe
MOKa3aTelned MOXET ObITh KIMHUYECKH 3HAYUMBIM TIPH HAIWYAH PE3UCTEHTHOCTH K
oTpezieNIieHHBIM TpernaparaM Kiacca MHTruOUTopoB uHTerpassl. [loatomy BUU-unduumrpoBaHHbIM
MalUeHTaM C PE3UCTEHTHOCThI0O K MHTUOMTOpPaM MHTETrpa3bl PEKOMEHAyeTCs NPUHHMATh
JIOJTyTETPaBUpP BMECTE C MUUIEH.

AOcomoTHas OMOJOCTYITHOCTH JIOTyTeTpaBupa HEe YCTaHOBJICHA.

Pacupenenenue

CoriacHO TaHHBIM, TIOJIYYSHHBIM IN VItro, 1oayTerpaBup B 3HAUUTEIbHOM cTeneHu (6osee 99 %)
CBA3BIBAaETCS C OeskamMHM IIa3Mbl KpOBU uenoBeka. Kaxymuiics o0beM pacnpeseneHus
nonyrerpapupa y BUWUY-uHDuUIHpOBaHHBIX ManueHTOB cocraBisieT 17-20 i, corjacHo
pe3ylbTaTaM MonyIsaIuOHHOro (papMaKOKMHETHYECKOro aHanu3a. CBs3bIBaHUE J0TyTerpaBupa ¢
OenkaMH I1a3Mbl KPOBH HE 3aBUCUT OT ero KoHIeHTpauu. COOTHOIIeHHEe 001Iei KOHIIEHTpalluu
paauoaKTHBHO MEUEHOTO IpernapaTa B KpOBH M TutazMe cocTasiisiio B cpeanem 0,441-0,535, uro
yKa3bIBa€T Ha MUHHMAJbHYIO CTENEHb CBS3bIBAaHUS PaJMOAKTUBHO MEUYEHOIO Ipernapara ¢
KJIETOYHBIMA KOMIIOHEHTaMH KpoBU. Ppakius HECBA3aHHOIO AOJIYyTErpaBHpa B IIa3Me KpPOBU
MOBBIINIAETCS MPU HU3KOH KOHIEHTpallUU CBHIBOPOTOYHOTO aibOymuHa (MeHee 35 1/1), 1o
pe3ynbTataM HaOJIOJEHMs IMalMEHTOB C HapylleHHeM (YHKIUU TEYEHU CpeAHEH CTeleHH
TSAKECTH.

JloiyTerpaBup MpOHUKAET B CIMHHOMO3TOBYIO skuaK0ocTh (CMIK). V 13 panee He moiy4aBIux
JeYeHHE MAIMEeHTOB, MOJYyYalOIIUX CTa0MIIBHYIO TEpaIuio JOJIYTerpaBUpPOM U abakaBHUpOM +
JaMUBYJIMHOM, KOHIeHTpauus nonyrerpasupa B CMXK cocraBnsiia B cpeaneM 18 Hr/mi (4to
COIMOCTaBUMO C KOHLEHTpalKel HECBSI3aHHOTO JOIyTerpaBupa B IJIa3M€ KPOBH U TPEBBIIIAET
NKsp).

JonyrerpaBup oOHapyXHBaeTcsi B MYKCKHX U JKEHCKMX ToJoBbIXx myTsx. AUC B
LEPBUKOBaruHajIbHON KUJIKOCTH, EPBUKAIBHON U BarMHAJIbHBIX TKaHAX cocTtaBmia 6—10 % ot
TaKOBOH B IJa3Me KpoBH B paBHOBECHOM cocTOsSHUU. AUC B ceMEHHOW KUAKOCTH COCTaBUIIA
7 %, a B TKaHAX OpAMOM KUIIKU — 17 % OT TakOBOH B IJ1a3Me KPOBH B PABHOBECHOM COCTOSTHHH.

Buorpancdopmarnus

JonyrerpaBup TiaBHBIM 00pa3oM MeTabONIM3UPYETCsl MyTEM TIIOKYPOHUPOBAHMS C y4acTUEM

ypumusaudocdar-rmokyponmiarpancepassl (YAD-I'T)1IAl u He3HauuTENbHBIM y4acTUEM
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nzodepmenta CYP3A. JlomyrerpaBup sBIsieTCH OCHOBﬁBH:va&%h@ﬁgﬁﬂﬁﬂfBﬁr T Vll-OHIi/IIM B

1J1a3Me KpOBH, BBIBEJICHUE MOYKAMHU B HEM3MEHEHHOM BHUJIe He3HAUUTENbHO (<1 % 1o3b1). 53 %
0011ei 10361 PH MPUEME BHYTPH BBIBOAUTCS B HEM3MEHEHHOM BUJIC Yepe3 KUIICYHHUK.
HewuspectHo, 00yCIIOBJICHO JIU 3TO SIBJICHHUE, TOJTHOCTHIO WM YACTUYHO, HETMOJIHBIM BCAChIBAHUEM
JEHCTBYIOIIErO BEIIECTBA WM BBIBEICHUEM C JKETYbI0 TIIOKYPOHUAHOIO KOHBIOraTa, KOTOPBIN
MOJKET TMOABEpPraThCsl MabHEUIIEeMy pacmaay ¢ oO0pa30oBaHMEM WCXOJHOTO COCIUHCHUS B
npocBere KumedHuka. 32 % oOmieil 1036l Mpu npuemMe BHYTPb BBIBOAMUTCS MOYKaMU B (Gopme
a¢upa rmokyponuaa goixyrerpasupa (18,9 % obmieit 103b1), N-neaakuinpoBaHHOT0 MeTaboIuTa
(3,6 % oOmieit 103b1) U MeTaboJIUTa, OOPAa30BAHHOTO MYTEM OKHCIEHUS OCH3MIOBOTO yriepoaa
(3,0 % oOmeit 1036b1).

DJIMMUHALHS

Koneunsblit mepuo/1 monyBbIBEACHUS JOTyTErpaBupa coctaBisier okono 14 u. Kaxymuiics oomuit
kiupenc npu npueme BHYTpb (CL/F) cocraBnser mpumepHo 1 n/4u y BUY-unpumpoBanHbIx
MAIMEHTOB HA OCHOBAHUH PE3YJIbTATOB MOMYJISIIHOHHOTO PapMaKOKHHETHISCKOTO aHAIH3a.

B3aHMOZ[€I>'ICTBI/IC C JAPpYIrUuMHU JICKAPpCTBCHHBIMHU ITpCIiapaTaMu

In vitro ngomyrerpaBup JEMOHCTPHPOBAT OTCYTCTBHE MPSIMOTO HWHTHOMPOBAHUS HIH ciaboe
unrubupoBanue (MKsg > 50 mxmons) uzodepmenToB cuctemsl mutoxpoma P450 (CYP)1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A, ypumunmudocdar
rmokyponozuntpancpepaspl (YADP-I'T)1Al wm (YAD-I'T)2B7, nmubo nepeHocuukoB P-gp,
BCRP, BSEP, OATP1B1, OATP1B3, OCT1l, MATE2-K, MRP2 wumu MRP4. In vitro
nonyterpaBup He uHaynupoBan uzohpepmerntsl CYP1A2, CYP2B6 unu CYP3A4. Ha ocHoBanuu
ATUX JIaHHBIX HE 0)KMJIAeTCsl BIUSHUE JOJyTerpaBupa Ha (papMaKOKWHETUKY JIEKapCTBEHHBIX
IIpPEnapaToB, KOTOPHIE ABISAIOTCA CyOCTpaTaMyU OCHOBHBIX (DEPMEHTOB MJIH ITEPEHOCUHKOB.

In vitro nonmyrerpasup He siBisuics cyoctpatom OATP1B1, OATP1B3 unu OCT1 y denoBeka.

JIn"elHoCTh (HEIUHEHHOCTS)

JIuneHOCTh (papMaKOKMHETUKH JOJyTerpaBUpa 3aBUCHUT OT J03bl M JIEKAPCTBEHHOH (POpMbI
npenapara. [locie mpuema BHYTph TaOJIETOK, MOKPBITHIX IIJIEHOYHON OOOJIOYKOM, B IIEJIIOM
JOTYTETpaBUp MPOSBIISIT HEJIMHEHHYIO (hapMaKOKHHETHKY C MEHEe YeM MTPOMOPIIHOHAIEHBIM J103€
YBEJIMUEHUEM DKCIIO3ULUH B IIa3Me KpoBu OT 2 10 100 Mr; oqHaKo yBEIWYEHHME KCIO3ULIHMU
JIOTyTerpaBupa MpeCTaBISIETCA MPONOPIIMOHAIBHBIM J103€ B AMana3oHe oT 25 mr 1o 50 mr mis
TabJIETOK, TOKPBITHIX MJIEHOYHOW 00010uKkoil. IIpu nmpueme TabiIeTOK, MOKPHITHIX MJIEHOYHON
00010uKOif, B 03¢ 50 Mr JBa pa3a B CYTKHM HKCHO3MLUSA B TeueHUe 24 4 Oblja IPUMEPHO B JIBa
pa3a BBILLIE 10 CPABHEHMIO C IPUEMOM B 7103€ 50 MI OJUH pa3 B CYTKH.

q)aDMaKOKI/IHeTI/I‘-IeCKaﬂ-d)aDMaKO)II/IHaMI/ILIeCKaSI 3aBUCHUMOCTH
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(I IBL T 0003
B pangomMu3npoBaHHOM HCCIIEIOBAHUH C TI0JI00POM JI03 \ﬂmdy;pc:rfppo QHMW'-L&MH%OB,

NOJy4YaBIIMX MOHOTepanuio goiyrerpaBupoM (ING111521), Obula npoaeMOHCTpHpOBaHA
ObICTpast, 10303aBUCHMAasl IPOTUBOBUPYCHAsE aKTUBHOCTb CO CPEIHUM CHHUKEHUEM KOJIMUYECTBA
PHK BUY-1 na 2,5 log10 na 11-# nenp npu npueme B 103¢ 50 Mr. OTOT IPOTUBOBUPYCHBIN OTBET
noJAJep>KuBajcs B TeueHue 3—4 AHEN mocie npuema mnocjenHei J03bl B IpyIIe MalUueHTOB,
NOJTy4aBIIei TaOIETKH, MOKPHITHIE IUICHOYHOW 000JI04YKOM, B 103¢ 50 M.
dapMakOKHHETHYECKOe/ (hapMaKoIMHAMHYECKOE MOJIETTUPOBAHUE C HCII0JIb30BaHUEM
O0BEAMHEHHBIX JaHHBIX KIMHUYECKUX KCCIEAOBAHUNA y MAllMEHTOB C PE3UCTEHTHOCTHIO K
MHTHOUTOpAaM MHTErpa3bl MO3BOJISET MPEANOIOKHUTh, YTO yBeIHueHue 1036l ¢ 50 Mr 1Ba pasa B
cytku 0 100 mr 1Ba pa3a B cyTkd B (hopMe TabIETOK, MOKPHITHIX TNIEHOYHOW 000T0YKOM, MOKET
NOBBICUTH A(PPEKTUBHOCTD JOIYTETpaBHpa y MAIMEHTOB C PE3HUCTEHTHOCTHIO K MHTHOMTOpaM
WHTETpa3bl W OrPAaHUYCHHBIMH BO3MOXKHOCTSIMU JIEYEHHMSI B CBSI3M C IPOrpeccUpyromeit
MHO>KECTBEHHOU JIEKaPCTBEHHON PE3MCTEHTHOCTHIO. BBIIO CIPOrHO3MPOBAHO YBEIMUEHUE J10JIU
nanueHToB ¢ orBeToM Ha Tepanuio (PHK BMU-1 <50 knetok/mi) Ha 24-ii Heene MpuMepHO Ha
4-18 % cpenu mamueHToB ¢ myranuend Q148 B couertaHuu ¢ AByMs Wi 0oJjiee BTOPUYHBIMU
mytanusamu G140A/C/S, E138A/K/T, L741. XoTs 3TH cMOJISTUPOBAHHbBIC PE3Y/IbTaThl HE OBLIH
MOJATBEPXKJICHBl B KIMHUYECKUX HCCIEAOBAHUAX, MPUMEHEHUE JAHHON BBICOKON J03bI MOKET
OBITH paccMOTpEeHO Mpu HaMuuu myTtanuu Q148 B coueTanuu ¢ IByMs Wi 00J€€ BTOPUIHBIMU
mytauuamu G140A/C/S, E138A/K/T, L74] y naniueHTOB ¢ OrpaHMYE€HHBIMU BapUaHTaMU JICUECHUs
B CBA3M C NIPOTrPECCUPYIOILEN MHOKECTBEHHOM JIEKAPCTBEHHON PE3UCTEHTHOCTHI0. KimnHnueckue
JTaHHbIe 10 0e30macHOCTU WK 3((GEKTUBHOCTH NMPUMEHEHUS TaOJIETOK, MOKPHITHIX MIEHOUYHOU
o0osoukoif, B 1o3e 100 Mr aBa pa3a B CyTKH OTCYTCTBYIOT. [Ipu 0qHOBpEMEHHOM TPUMEHEHUH C
aTa3aHAaBUPOM CYIIECTBEHHO IIOBBIIIAETCS SKCIO3ULKSA AOJIyTerpaBUpa, MO3ITOMY B JaHHOM
Clly4ae HE cleAyeT OJHOBPEMEHHO NPHUMEHSATH JOJIyTErpaBUp B YKa3aHHOM BBICOKOM n103e€,
MOCKOJIbKY 0€30I1aCHOCTb MOJIYy4aeMON IPU ATOM KCIIO3UIMH JOJIyTerpaBupa He yCTaHOBJICHA.

[TanmeHThl OYKWJIOT0 BO3pacTa

[MonynaunoHHbI  (QapMaKOKWMHETUUECKUH  aHaau3  NPUMEHEHUs  JOoJyTerpaBupa ¢
UCIIOJIb30BAaHUEM JIaHHBIX, MOJIYYEHHBIX y B3pOCIBIX MalMeHTOB, MHuUIMpoBanHeix BUY-1,
[IOKa3aJl OTCYTCTBUE KIIMHUYECKU 3HAYMMOT0 BIIMSHUSA BO3pAcTa Ha DKCIIO3ULIHIO JOJIyTErpaBUpa.
Jlannsle o (hapMaKOKMHETHKE JA0IyTerpaBupa y MalMeHToB cTapiie 65 JeT orpaHuYeHbI.

HaHI/IeHTBI C HApVYIICHUEM (bVHKHI/II/I TIOYECK

JonyTterpaBup B HE3HAYUTEIHHOW CTETIEHU BBIBOJAUTCS MOYKAMU B HEU3MEHEHHOM BHJie. bblio
MPOBEJICHO HCCleqoBaHne (HapMaKOKMHETHKH JOJyTerpaBUpa y TMAalMeHTOB C HapylIeHHUEM
dbyakuun nouek Tspkenon creneHu (KK <30 mn/mMun). He HaObmroganoch KIMHUYECKH 3HAYMMBIX

pa3anuuil papMaKOKMHETHYECKUX MapaMeTpOB MEXIY MallMeHTaMU C HapylleHHeM (yHKIUU
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nouek Tsokenoi crenmenn (KK <30 mn/mun) (n sz[op(gglrkha-l %Q&p@ﬁoﬁﬂ&ﬁ% "i{aﬁfaleﬂr'fét'M C

1Y OTUETY

HapylmeHneM (QYHKIUU T0YeK KOppeKIHs J03bl He Tpedyercsa. JlocTymHble naHHBIE O
IIPUMEHEHUN JIOJIyTerpaBupa y NALUEHTOB, HAXOMIIMXCA HaA JUaau3e, OrPAHUYEHBI; TEM He
MEHEE, Pa3IN4Ms B SKCIIO3ULIMHU HE 0XKUIAIOTCA.

IlanmeHTHl ¢ HapyIIeHUEM (bVHKHI/II/I IICYCHU

JlonyrerpaBup MeTaOOIU3UPYETCSl U BBIBOJUTCS TJIABHBIM 00pa3oM MeuyeHblo. B uccienoBanmy,
B KOTOPOM CPaBHUBAIH JaHHbBIE 8 TAIIIEHTOB C HApyIIeHHUEM (DYHKIINH MTEYCHH CPEeIHEH CTeTIeHU
TsokecTr (kmace B mo mikane Yaiina-I1s10) 1 8 310pOBBIX B3POCIBIX JOOPOBOJIBIIEB, SKCITO3UIIHS
nociie npuemMa OJHOKpaTHOM 7036l 50 Mr goiyTerpaBupa Oblila CXOAHOM ISl 9TUX JIBYX TPYIIIL.
[TaruenTam ¢ HapymieHueM (QYHKIUU TEYEHW JIETKOW WM CpeIHEH CTENeHH TSHKECTH He
TpebyeTcs KOppeKIus 103bl. BnusHue HapymieHus (QYHKIWW TEUEHU TSHKEJION CTENeHU Ha
(bapMaKOKMHETHKY JOJTyTEerpaBUpa He U3yUYEHO.

HOJ'II/IMODd)I/ISM d)eDMCHTOB, MCT8.6OJ'II/I3I/IDVIOH_II/IX JICKAPCTBCHHBIC MIPCIIapaThl

OTCYTCTBYIOT JIOKa3aTe€IbCTBA TOTO, YTO YAaCTO BCTPEYAIOIIUECS MOJUMOPGU3MBI (HEpPMEHTOB,
METa0O0IM3UPYIOIINX JICKAPCTBEHHBIEC IPENapaThl, BIUAIOT Ha (DapMaKOKUHETHKY JTOJTyTErpaBupa
B KJIMHMYECKHM 3HAYMMOHM cTeneHu. B meTaaHanuse ¢ HCMONb30BaHHMEM (PapMaKOr€HOMHBIX
00pa3110B, MOTYYCHHBIX B KIMHUYECKUX UCCIIEIOBAHUSLX C YUACTHEM 3J0POBBIX 100POBOIIBIIEB, Y
mun ¢ reHotunamu (YA®D-I'T)IA1l (n=7), y KOTOpbIX OTMeYaics He3HAUYNUTEIbHBI METa00IN3M
JOJIyTETpaBHpa, KIMPEHC noryTerpasupa osu1 Ha 32 % Huxke, a AUC Obuta Ha 46 % BbIle, 4eM y
JUI] ¢ TEHOTHIIAaMH C HOPMalbHbIM MeTabonu3dMoMm mocpeactBoM (YID-I'T)IAL (n=41).
[Tomumopduzm m3odepmentoB CYP3A4, CYP3AS5S u NRII2 He Obln cBsI3aH C pa3inHuUsIMU
(apMaKOKMHETHUKH J10JIyTeTrpaBUpa.

Hon

Ha ocHOBaHWM MaHHBIX, TIOTYYEHHBIX B MCCIEIOBAHUU C yYaCTHEM 3J0POBBIX OOPOBOIBIEB
(My>)xunHbl: n=17, >XeHIIMHBL: n=24), OOHAapYX EHO, YTO Cpelu 3J0POBBIX J10OPOBOJIBLIEB
HKCIIO3HITHS TOJTyTErpaBUpa HECKOJIBKO BBIIIE Y JKEHIIWH, YeM y MYXUuH (mpumepHo Ha 20 %).
[TommynsuoHHbId  (papMaKOKMHETHYECKUI ~ aHAM3 C  HCIOJB30BAHMEM  COBOKYITHBIX
(hapMaKOKMHETHUECKUX TaHHBIX, MONYUYEHHBIX B KIMHUYECKUX uccienoBanusax ¢assl [Ib u III ¢
y4acTHEM B3pOCTBIX MAlMEHTOB, HE TOKa3aJl KIMHUYECKH 3HAYMMOTO BIIMSHUSA T0Jla Ha
9KCIIO3ULUIO JIOJTyTerpaBupa.

Paca

[TomynsiuoHHbIA  (hapMaKOKUHETHYECKU  aHAllU3 C  HCIIOJIb30BAHUEM  COBOKYITHBIX
(dhapMaKOKMHETHUECKUX JAaHHBIX, MONYYEHHBIX B KIMHUYECKUX uccienoBaHusx ¢assl [Ib u III ¢
y4acTHEM B3pOCIBIX MAIMEHTOB, HE IOKa3ajl KJIMHUYECKH 3HAUYMMOrO BIIMSHHUS pPacoBOMU

MPUHAJJIEKHOCTH Ha ASKCIO3UIMIO JoiyTerpaBupa. dapmakokuHeTHKa JOJIyTerpaBupa IMoclie
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OJIHOKPATHOTO TpHUEeMa BHYTPb Yy TMallMEHTOB ﬂHd&'ﬁé‘I‘JE%b&ﬁ%E@%hﬁ‘ Ta_'I'{:'E{J'I'HI::I/II‘{Ha

dbapMakoKHMHETHKE Y 3anaaHbIX HapoaHocter (ckurenu CIIIA).

Konndexnmsa BUY u Bupycom renatura B mumm C

[TonmynsioOHHBIH (apMaKOKMHETUYECKUN aHaIN3 MOKa3ajl, 4YTO KOMH(MEKIUs BUPYCOM renaTurta
C He oOKa3blBaeT KIMHUYECKHM 3HAUMMOTO BIUSHUS Ha OSKCHO3UIMIO JTOJIyTerpaBUpA.
DapMaKOKHHETUYECKUE JaHHBIE 10 TMAalMeHTaM C KouH(pEeKIuel BUpycOM rematuta B
OTPaHUYCHBI.
eTH
dapMaKOKHHETHKA JOJTyTerpaBupa MNpu IpUeMe OJIMH pa3 B CYTKH B (popme TabJIeTOK, MOKPBITHIX
TUICHOYHOW OO0O0JIOYKOM, W TUCHEPTUPYEMBIX TaOJIETOK y MIIAJICHIEB, ACTEH M TOJPOCTKOB B
Bo3pacte oT 4 Henenb a0 18 ser, nunpunupoBanaeix BUY-1, Oblia omeHeHa B ABYX TEKYIIHX
ucciaenoBanusax (P1093/ING112578 u ODYSSEY/201296). CmonenupoBaHHBIE JaHHBIE 00
9KCIO3ULIMU JIOJIyTETpaBUpa B IJIa3Me KPOBU B PAaBHOBECHOM COCTOSIHMM IpPU IpUeMe J103bI B
3aBUCHMOCTH OT MAcCChl T€Jla OJIUH Pa3 B CYTKH IMPEACTABIICHBI B Ta0IHIIE 3.
Tab6aunna 3. CBognas ungopmanus no cmoaeauposanubiM @K napamerpam
A0JIyTerpaBMpa MpHU MpueMe A03bl B 3aBUCMMOCTH OT MAcChl TeJIa OUH Pa3 B CYTKH Y

nereii, uHpuuupoBanabix BUU-1

Nosa Cpennee reomerpuieckoe 3uauenne @K nmapamerpon
JAunana3zon Macchl HDHeMa ilm:w 5 (90 % JIN)
TeJia (Kr) Pc T (::r) Crax AUCo.244 Cau
y (MKr/™Mi) (MKr>x4/mi) (ur/mur)
743 78,6 1080
2 <2 1 i)
Or 20 no <25 S0 (4,13; 13,3) (36,8; 171) (178; 4690)
6,74 714 997
2 < 1 i)
0125 po <30 S0 (3,73; 12,1) (33,2; 154) (162; 4250)
6,20 66,6 944
30 510 <35 50 ’ !
0130 0 (3,45; 11,1) (30,5; 141) (154; 4020)
s 50 4,93 54,0 814
= (2,66; 9,08) (24,4; 118) (142; 3310)
enn: CpeaHee reoMeTpuyecKoe 46 (37-134) 995 (697-2260)
SHAYCHHUE

6. ®APMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BcIOMOraTe/bHbIX BelleCTB

Snpo TabIeTKn

MasnsauTON

L[CJ'IJ'IIOJ'IO3E[ MUKPOKPUCTATIIINICCKAs

IMoBugon K-30

Kapbokcumeruiakpaxman HaTpHst
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(MOCNEQOBATENEHOCTE 0003)

Hatpus creapmindymapar

[1nenouyHas 000JI0YKa

Onaﬂpaﬁ® AMB II 6embrit 88A180040:

[TommBunumoBsIA criupT (E1203)

Tanbk (ES53b)

Tutana auoxcun (E171)

['muuepon MoHoKanpuiokanpat (tun 1)

Hatpus naypuicynsdar —3,00-%

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpox rogHocTH (CPOK XpaHeHHUs1)

4 rona.

6.4. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuTs 1pu Temreparype He Boiie 25 °C.

6.5. Xapakrep u conepkaHue MEPBUYHONH YIAKOBKH
I[To 30 TabGnerok B 0aHKY U3 MOJIUATUIICHA BBICOKOH MIOTHOCTH C 3aBUHYMBAIOIIECICS KPBIIIKON U3
MOJIMIIPOITUJICHA C OCYIIUTENEM, C 3alIUTON OT JAeTel, C KOHTPOJIEM MEePBOT0 BCKPBITHUS.

ITo 1 Ganke BMECTE C IMCTKOM-BKJIABIIIEM MTOMENIAIOT B KAPTOHHYIO TTAUKY.

6.6. OcolOble Mepbl MNPeIOCTOPOKHOCTH TPH YHHYTOKEHMH  HMCHOJH30BAHHOIO
JICKAPCTBEHHOI0  Npenapara WJIM  OTXOA0B, TMOJYYEHHBIX IOCJAe¢ NPHMEHEHUs!
JIEKAPCTBEHHOI0 Npenapara, u pyrue MaHUMYJISIUM C penapaToM

OcoOble TpeOoBaHUSI OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns

000 «<AMEZIAPT»

109316, r. MockBa, Boarorpaackuit npocmexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495) 741-46-65

daxc: +7(495) 741-46-65

Anpec snekTpoHHO# mouThl: info@amedart.ru

7.1. IlpeacTaBuTeIb Aep:KATE/Isl PErMCTPALMOHHOIO Y10cTOBepeHusi Ha Tepputopun Coro3a

[Iperen3un HOTD66I/ITCJICI71 HalnpasJIATH 110 aApECy.

Poccuiickas @enepanus
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109316, r. Mocksa, Bonrorpaackuit mpocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495) 741-46-65
dakc: +7(495) 741-46-65

Anpec snekrponnoii moutsl: info@amedart.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

9. JIATA TIEPBUYHOM PETMCTPAIIAM (ITOJATBEPXKIEHUSI PETUCTPALIMN
HEPEPEIT'UCTPALIUN)

Jlara nepBoii peructpanuu:

10. JATA NEPECMOTPA TEKCTA

OO6mas xapaktepucThka JekapcTBeHHoro npemapata JomnyrerpaBup-AMEJIAPT nocrynna Ha

uH(pOpMallMOHHOM TmopTane EBpa3suiickoro SKOHOMHYECKOTO CO03a B HH(OpPMAIMOHHO-

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