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WHCTPYKLUS IO MEJIMLIHHCKOMY HPHMEHERFO-C 5 0003)

JIEKAPCTBEHHOI'O ITPEITAPATA
JIOITUPUTA®

PerncrpanuoHHblii HOMep:

Toprosoe Hanmenosanue: JIOITMPUTA®

MexnyHapoaHoe HEeNAaTeHTOBAHHOE WA rPpyNIHpPOBOYHOE HAUMEHOBaHUeE!
JIONIMHABUP + PUTOHABUP

JlexapcTBeHHas ¢opma: TaOIETKU, TOKPHITHIE INICHOYHON 000I0UKOM

Cocras:

1 TabieTKa, DOKPbITAs IUIEHOYHOM 000104kok, 100 Mr + 25 MI COIEDIKUT:

Cocmas sopa mabnemxu:

eiicmeyrowue éewyecmea. nonunasup — 100,0 mr, putonasup — 25,0 mr.

Bcnomozamenvhvie 6ewjecmeéa: KONMOBUIOH, cOpOHMTaHa Jaypar, MarHus alrOMOMETaCUJIMKaT,
KpEMHUS JTMOKCU] KOJUTOUIHBIN, ToBHIOH K12, Kpockapmerio3a HaTpusl, HaTpusl creapuidymapar.
Cocmas obonouku mabaemky. KOMIIO3UIUS I OOOJOYKH PO30BOTO IBETa (ITOJMBHUHUIIOBBINA
CIIUPT, TUTAHA JUOKCH/I, TAJIbK, MAKPOTOJI, KPACHTEIh JKeJe3a OKCHJI KPACHBIN).

1 TabJeTKa, DOKPBITas INIEHOYHOH 000104Koi, 200 Mr + 50 MI, CONEpKHUT:

Cocmas siopa mabremxu:

eticmsyrowue sewgecmsa: nonunasup — 200,0 mr, putonaBup — 50,0 mr.

Bcnomoeamenvuvie geujecmea: KOTOBUIOH, cOpOWTaHa JaypaT, MarHus alllOMOMETACHIINKAT,
KPEeMHHUS AMOKCHUJT KOJUTOUMAHBIHN, moBuoH K12, kpockapMmenio3a HaTpusi, HaTpus creapuidpymapar.
Cocmas ob6onouxku mabremku: KOMIO3UIUS Ui OOOJOYKM KpPAaCHOTO IBeTa (IOJMBUHUIIOBBIN
CIHPT, TATAHA AUOKCH]I, TaJbK, MAKPOTOJI, KPACUTEINb XKelle3a OKCUJ] KPACHBIN).

Onucanue

Tabnemku 100 me + 25 me: TabneTKu OBaJIbHONW (POPMBI, IBOSIKOBBIITYKJIbIE, TOKPHITHIE MJICHOYHOM
000JIOYKOH OT CBETJIO-PO30BOTO IO PO3OBOTO I[BETA, C PUCKOW HA OHON CTOPOHE W TPaBHPOBKOU
«f» Ha npyroii cropoHe.

Tabnemxu 200 me + 50 me: TabneTku OBaJIbHOU (OPMBI, TBOSKOBBIITYKJIbIE, IOKPHITHIE MIIIECHOYHOMN
000JIOYKOM OT KOPUYHEBATO-KPACHOTO JI0 KPAaCHOBAaTO-KOPUYHEBOI'O I[BETA, C PUCKOM Ha OJHOU
CTOpPOHE M 'PaBUPOBKO#T «f» Ha Ipyroii cTopoHe.

dapmakoTepaneBTHYecKasi TPyNna: IPOTUBOBUPYCHBIE CpPEACTBA CHUCTEMHOrO JIEHCTBHUS;
NPOTHBOBUPYCHBIE CPEICTBA TPSMOTO JEHCTBUS; MPOTHBOBUPYCHBIE CPEICTBA Ul JICYCHUS
BUY-undexiuu, koMmOUHAITUN

Koa ATX: JOSAR10

DapMaKoJIOrHYeCKue CBOMCTBA

Dapmakoounamuxa

[Tpenapat JIOIIMPUTA — 3T0 KOMOMHHPOBAHHBIN Mpenapar, KOTOPBIA COJIEPKHUT B CBOEM COCTaBE
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JIONIMHABUP U PUTOHABUP. (NOCNEOQCBATENBEHOCTL 0003)

JlonunaBup sBhsiercs wuHruOuTopom mporeassl BMY-1 m BUY-2 Bupyca ummyHonmedwuimra
yenoBeka (BUY) u obecrieumBaeT MpOTHBOBUPYCHYIO AaKTUBHOCTH Npenapata. MHrubupoBaHue
BUY nporea3pl mnpensTcTBYeT CHHTE3y O€IKOB BUpyca M IpPEJOTBpAllaeT paclleluIeHue
NOJUIENTHAAa gag-pol, YTO MNPUBOIUT K OOPa30BaHUIO HE3PENOro W HECHocoOHOro K
MHOHULMPOBAHUIO BUpYCA.

BausnHue Ha moka3zaTenn QJICKTPOKapAHOIrpaMMBbl

B paHaoMH3upOBaHHOM MEPEKPECTHOM HCCIIEIOBAaHUU C KOHTPOJIEM IO IJanedo U aKTUBHOMY
npemnapary (Mokcudiokcaua 400 mr 1 pa3 B cyTku) y 39 340pOBBIX B3pOCIBIX JTOOPOBOIBICB
MPOBOJMIIACH OLICHKa BiIMsHUS Tpenapata Ha uHTepBal QTcCF, BkmtouaBmas 10 u3MepeHuii B
teyeHue 12 u nHa 3-i geHp ucciaenaoBaHus. MakcumanbHash CpeAHss BEJIMYMHA Pa3IUudsi B
unteppane QTcF (Bepxuss rpanuma 95 % 10oBEepUTETHLHOTO UHTEPBAJA) MO CPABHEHHIO C TPYIIION
miane6o, cocrasuna 3,6 (6,3) u 13,1 (15,8) mist rpynm, nonyvaronux 03y 400 mr + 100 mr 2 pasza
B CYTKH U JI03y, IPeBBIIIAIONIYI0 TepaneBTrHueckyro (800 mr + 200 mr 2 pa3a B CyTKH) JIONUHABUPA
+ pUTOHaBUpPa COOTBETCTBEHHO. YanuHeHue uHTepBaia QRS Ha 6-9,5 Mc npu npueme BBHICOKHX
no3 nonuHaBupa + purtonasupa (800 mr + 200 mr 2 paza B CyTKH) CIIOCOOCTBYET YAJIMHEHUIO
untepaia QT. Ha 3 nenb npuema mpenaparoB 3TOT IOKa3aTesb ObUT MpuMepHo B 1,5 pasza u 3 paza
BBIIIIE, YEM IPU PEKOMEHJIOBAaHHOM IMpHeMe JIONKMHAaBUpa + puTOHaBUpa 1 unu 2 pasa B CyTKH B
PaBHOBECHOM COCTOSIHMH. HH y OJHOTO W3 MalMEeHTOB HE HAOJIIOJAIOCh YBEIMYEHHUs WHTEpBaja
QTcF 6onee ywem Ha 60 Mc OT ucxoaHoro 3HaueHus: wiu uHTepBasia QTcF, mpesblmaromniero
MOTEHIIUATBHO KIMHUYECKHU 3HaYuMBbIN riopor 500 mc.

Ha 3 neHp TOro e uccienoBaHus y UCOBITYEMBIX, IMOJTYYaBIIUX JIOMUHABUP + PUTOHABUD, TAKKE
ObUT0 OTMEUEHO yMepeHHoe yminuHeHue wuHTepBasia PR. Cpennee um3menenme unTepBaia PR
OTHOCHUTEJIbHO HMCXOAHOro cocTaBisio 11,6-24,4 Mc B TeueHwe 12-uyacoBOro mHTEpBajia IMOCIE
npuema 1036l. Makcumanbabli uHTEpBan PR coctaBun 286 Mc, a Grmokanabl cepiiia BTOPOH WIH
TpeThel CTENeHN He Ha0M0aan0ch (cM. pasaen «Ocobbie yKazaHHsy).

[IpoTUBOBUPYCHASI AKTUBHOCTE iN Vitro

[IpoTrBOBHpYCHasE aKTUBHOCTh JIOMHMHABHpa IN VItro mpoTtuB nabopaTopHbix mrammoB BUY wu
KIuHU4Yeckux u3onsitoB BUY Obuta m3ydeHa Ha oCTpo MHOUIUPOBAHHBIX JHUM(OOIACTHBIX
KJIETOYHBIX JIMHUSAX W JuMdouuTax nepupepudeckoil KpoBH COOTBETCTBEHHO. B oTcyrcTBHE
CBIBOPOTKH KpOBU 4YeJOBeKa cpeaHee 3HadeHue [Cso JOnMMHABHpAa B OTHOIICHUH 5 Pa3IUYHBIX
nabopatopubix mTaMMoB BUY-1 cocraBuno 19 M. B orcyrctBue u B mpucyrctBun 50 %
CBIBOPOTKH KpOBHU 4enoBeka cpenHee 3HaueHue ICsp nonumuaBupa B oTtHomeHun BUY-111IB B
MT4-knetkax coctaBuiio 17 HM u 102 HM cootBeTcTBEHHO. B OTCYTCTBHE CBIBOPOTKHM KPOBH
yenoBeka cpenHee 3HadeHue [Cso jonuHaBUpa B OTHOUIEHUH HECKOJIBKUX KIMHUYECKUX HU30JISTOB

BHY-1 cocraBuno 6,5 HM.
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Pe3KcTeHTHOCTD (NMOCNEOOBATENBHOCTL 0003)

Bvloenenue pezucmenmuulx wimammos in vitro

BUY-1 u30514ThI CO CHUKEHHOI YyBCTBUTEIILHOCTBIO K JIONMHABUPY OBbLIH BBIJCICHBHI IN VItro.
BHY-1 61 maccupoBaH iN VItr0 OTAEIBHO € JOMWHABHPOM WM KOMOWHAIMEH JIOMWHABUpPA C
PUTOHABHPOM B KOHLIEHTPAIMSIX, SKBUBAICHTHBIX KOHIEHTPAUAM B IUIa3Me, HAOIIOIaeMbIM TIpU
JICYEHUU JIOMMHABUPOM M PUTOHABUPOM. ['eHOTHNHMYecKUH U (QEHOTUNMYECKH aHau3
BBIJIEJICHHBIX B 3THX I1acca)kaX BHPYCOB IOKA3bIBAE€T, YTO NPHUCYTCTBUE PUTOHABHPA IIPU TAKOM
COOTHOUIEHUHU KOHLEHTPAIMU HE OKA3bIBAECT 3HAUUTEJILHOIO BJIMSHHS Ha BBIIEJICHUE PE3UCTEHTHBIX
K JIOIIMHABUPY BUPYCOB.

B 1ieniom, uzydenwe in Vitro xapakTepucTuk GEeHOTUITHYHOMN MEPEKPECTHON PE3UCTEHTHOCTH MEXKTY
JIONMHABUPOM M JPYIHMH HHTHOMTOpAMH TPOTEa3bl JACT OCHOBAHHS IOJaraTh, YTO CHHKCHHE
YYBCTBUTEIBHOCTH K JIONMHABUPY TECHO CBSI3aHO CO CHU)KEHHEM UYBCTBUTEJIBHOCTU K PUTOHABUDPY
Y UHAWHABUPY, HO HE CONPSYKEHO CO CHUIKEHUEM UYBCTBUTEIBHOCTH K aMIIPEHABUPY, CAKBUHABUPY
u HenduHaBUpY.

Ananuz pesucmenmnocmu y nayuenmos, paree He noay4asuiux aHmupempo8upyCHy0 mepanuio

B KJIMHMYECKMX HCCIENOBAHMSIX C OTPAaHMYEHHBIM YHCIOM IPOAHAIM3UPOBAHHBIX IITAMMOB HE
OBLJI0 OTMEUEHO CEJIEKTUBHON PE3UCTEHTHOCTHU K JIONUHABUPY Yy MALMEHTOB, paHee HE MOJIY4aBILINX
AHTUPETPOBUPYCHYIO Teparnuio 0e3 BBIPAKECHHOW PE3UCTEHTHOCTH K HHTHOMTOpaM IpoTeasbl B
Hayaje UCCIIe10BaHus.

Ananuz pesucmenmnHocmu y nayuenmos, noayyasuiux jleyeHue uneuoumopamu npomeasvl (MI1)
Bo3HHMKHOBEHHE PE3UCTEHTHOCTH K JIOMMHABHUPY Y MALIMEHTOB, MPOLIEAMNX O€3yClelHO JeYeHne
MHTUOUTOpaMU MPOTea3bl, U3y4aloch Ha OCHOBE M30JIATOB, BBIJICJIEHHBIX B XOJ€ MPOCHEKTHBHOIO
HaOmoneHuss y 19 manueHToB, MOMYyYaBIIMX WHTHOWUTOPBI IMPOTEas3bl, B JBYX HCCIIEIOBaHUIX
Il ¢a3er u onHoMm uccrnenoBanuu III ¢aspl. YV manmeHToB HaOdroAanack HEMOJHAs CYNpPECCHs
BHpYyCa WIK ()EHOMEH BUPYCHOM OTAauu, BO30OHOBJIEHUE CUMIITOMOB, SIBISIOLIUICS PE3ylIbTaTOM
IIEPBOHAYAJILHOTO OTBETa Ha JIONMMHABUP W PUTOHAaBUP M IIOKA3aBIIMM HApacTAIOIIYIO
PE3UCTEHTHOCTH IN Vitro MeX/y HCXOHBIM YPOBHEM U OTIauei (OmpeaessieTcsi Kak BOSHUKHOBEHHUE
HOBBIX MYTaIMil UM IByKpaTHOE U3MEHEHNE (PEHOTUINYECKON UyBCTBUTEIBHOCTH K JIOTUHABHPY).
Hapacratomias pe3sucTeHTHOCTh Oblla CBOMCTBEHHA MAllUEHTaM, XapaKTepPU30BaBIIMMCS HaJIUYHEM
MCXOJIHBIX HITAMMOB, ITPETEPIEBIINX HECKOJIBKO MYTAIMi MpHU JE€UYSHUH UHIMOUTOPAMHU MPOTeassl,
npu He O6omee yeM B 40 pa3 CHIDKCHHOW M3HAYAJIbHOW YyBCTBUTEIHHOCTH K JIomMHABUPY. Hanboree
qacTo nposBisioTcs mytaimu V82A, 154V u M461. Taxxke nabmonanuce myrauuu L33F, IS0V u
V321 B coueranuu ¢ [47V/A.

¥ 19 mrammoB otMmeueHo 4,3-kpaTHoe yBennueHue ICsp 10 CpaBHEHHIO ¢ MCXOAHBIMH ILITAMMaMHU
(6,2—43-kpaTHOE M3MEHEHHE 110 CPABHEHUIO C BUPYCOM JIMKOTO THIIA).

CymiecTByeT TE€HOTHUIIMYECKas KOPPEeNAlUs CHUKEHUS (PEHOTUIIMYECKOM UYyBCTBHTEIBHOCTH K
JIOTIMHABUPY y BUPYCOB, BBIJEIEHHBIX MOCJE JEUEHUsl JAPYTUMU MHTMOUTOpaMu IpoTeasbl. bbuia
NpOBEJCHA OILIEHKa TMPOTUBOBUPYCHOW aKTUBHOCTM JIONHMHABUpa IN VItF0O B OTHOLICHUH
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112 KIMHUYECKHUX WU30JIATOB, BBIACIICHHBIX Y MAlIUEHTOB, GéQEﬂeﬂﬁlg';l%Giﬂgﬂ#ﬂfk:ﬂége_ﬁ;{eQ);[EH/IM

WINA HECKOJIBKMMHU MHIHOMTOpaMu IpoTeassl. B npenenax AaHHON rpymibl CleqyoNe MyTalluy B
nporeaze BUY Obumn cBs3aHbl CO CHMKEHUEM IN VItr0 YyBCTBUTENBHOCTH K JIOIHHABUPY:
L1OF/I/R/V, K20M/R, L241, M46I/L, F53L, 154L/T/V, L63P, A711 L/T/V, V82A/F/T, 184V n
L90M. Menunana ECsp nomuHaBUpa B OTHOIIEHUM  H30JSITOB  C  MYTalUsMU
0-3, 4-5, 6-7 u 810 B BBIICYKa3aHHBIX AMHHOKHUCJIOTHBIX mo3umusax Obuta B 0,8, 2,7, 13,5 u
44,0 paza Bbimie, yeM ECso B oTHomeHun aumkoro tuma Bupyca BUY coorBercTBeHHO. Bcee
16 TunOB BHpyca, y KOTOPbIX OTMEUYEHO IOBBIIIEHHE YYBCTBUTEIBHOCTH Oosee ueM B 20 pas,
uMenu mytanuu B nozunmsx 10, 54, 63 u 82 u (wim) 84. Kpome Toro, Mmeauana yucia MyTalui B
aMUHOKHCIOTHBIX mno3umusax 20, 24, 46, 53, 71 m 90 cocraBuna 3. J[OHNOJHHTEIBHO K
BBHIIIICYKA3aHHBIM MyTanusM, Mytanud V321 u [47A ObUtM OTMEUYEHBI y XapaKTePU3YIOMIUXCS
peuuaMBaMM IITAMMOB CO CHIJ)KEHHONW UYBCTBUTENBHOCTBIO K JIONMHABUPY Yy NAlMEHTOB,
NPOIIEAINX JICUeHHEe HMHTHOUTOpaMHM TMPOTEeasbl W IMOJNYYAIOIIUX JIEYCHHE JIOMHMHABUPOM U
PUTOHABHPOM.

VY nauueHToB, NPUHUMABLINX JIONMHABUP U PUTOHABUP, ObUIM BBISIBIEHBI MyTauuu 147A u L76V y
PEeLUIMBUPYIONIUX ITAMMOB CO CHH)KEHHOM YyBCTBUTEJIBHOCTBIO K JIOMMHABUDY.

Ornenka Ba)XKHOCTH OTAEIBHBIX MyTalUi WIM HA0OOPOB MyTallMHd MOXKET MEHSTHCS C MOJTYyYCHHUEM
JIOTIOJIHUTEbHBIX JIaHHBIX. PekoMeHayeTcss Bcerja KOHCYJIbTHPOBATHCS IO TOBOAY TEKYyIIeH
CUCTEMBI OLIEHKH PEe3yJIbTaTOB HCCIIEA0BaHNUN PE3UCTEHTHOCTH.

Ilpomueosupycnas axmueHOCmMb JIONUHABUPA U PUMOHABUPA Y NAYUEHMOS, 0e3YCneuHo
npoweouUx 1eueHue UHeUOUMopamu npomeasvl

KnnHudeckass 3HaYMMOCTh CHHIKEHHS YyBCTBUTEIBHOCTH K JIONMMHABHPY IN VItr0 mccienoBaniach
METOJIOM OLIEHKH BUPYCOJIOTHYECKOTO OTBETA HA JICYEHUE JIONMHABUPOM U PUTOHABUPOM C YUETOM
HCXOJIHOTO BUPYCHOT'O FeHOTUNA U (peHOTHIa Y 56 MalMeHTOB, He MOJYYUBIINX MOJOXKHUTEIHHOIO
s ¢dekTa oT JeyeHUs pa3IUYHbBIMU HHruOuTopamMu npoteasbl. ECso jonuHaBUpa B OTHOLICHUH
56 UCXOAHBIX BUPYCHBIX M30J1TOB MpeBbicHI0 ECs0 B oTHOMIEHNN aukoro tuna BUY B 0,696 pas.
[Tocne 48 Henenp JeyeHUs JONMMHABUPOM U PUTOHABUPOM, 3(AaBUPEH30M U HYKJICO3UIHBIMU
UHTUOUTOpaMH 00paTHOM TpaHCKpuITasbl ypoBeHb B iazMe PHK BUY coctaBun < 400 konuit/mn
y 93 % (25/27), 73 % (11/15), u 25 % (2/8) mauuentoB ¢ meHee yem 10-kpatabiM, 10—40-kpaTHBIM
u Oonee yeM 40-KpaTHBIM CHM)KEHHEM YYBCTBUTEIBHOCTH K JIONIMHABUPY COOTBETCTBEHHO I10
CPaBHEHMIO C UCXOHBIM YPOBHEM.

Kpome toro, Bupycomornyeckuit orBet Habmogancs y 91 % (21/23), 71 % (15/21) u 33 % (2/6)
narueHToB ¢ 0-5, 67 u 8—10 MyTanusMu U3 BBHINICYKAa3aHHOTO CITUCKA MyTaluii B mporeasze BUY,
CBSI3aHHBIMHU CO CHM)KEHHEM YYBCTBHUTEIILHOCTH K JIOMMHABHPY IN Vitro. [TockoibKy 3TH MalueHThI
paHee He MOoJTy4aliy JIeYeHHEe JOMMHABUPOM + PUTOHABUPOM WM 3(aBUPEH30M, YaCTUYHO AP (PeKT
MOXET OBbITh NPUMHCAH AHTUBUPYCHOW aKTUBHOCTH 3(aBUpEH3a, OCOOEHHO Ui MAalMeHTOB C
BBICOKOPE3UCTEHTHBIM THUIIOM BHUpyca. lccienoBaHue He BKIIOYAIO KOHTPOJIBHYIO TPYIILY

ManucHTOB, HC MOJIYYaroInX JICUCHUEC JIOIIMHABUPOM U PUTOHABUPOM.
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ITepekpecTHAs PE3UCTEHTHOCTh (MOCNEOOBATENBHOCTS 0003)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

O(PGEeKTUBHOCTh  JPYrUX  HMHTUOWTOPOB  MPOTEa3bl MPOTHB  IITaMMOB, BBIPAOOTABIIUX
HapacTaloLyl0 PE3UCTEHTHOCTh K JIONMHABUPY IIOCIIE JICUEHUS JIONMHABUPOM U PUTOHABUPOM Yy
NPUHUMABIIUX MHICHOUTOPBI MpPOTEas3bl MAIMEHTOB: HAJIMYUE IEPEKPECTHOW PE3UCTEHTHOCTH K
JPYTUM HMHTHOUTOpaM MpoTeasbl ObUIO NMPOAHAIM3UPOBAHO y 18 penuAMBHPYIOUIMX IMITAMMOB,
IIPOJEMOHCTPUPOBABIIMX IIOBBIIIEHUE PE3UCTCHTHOCTH K JIONMHABUPY B TEUYEHHE TpPEX
uccnenoBanuii 11 ¢a3er u ogHoro uccnenoBanus 111 ¢a3el Mo M3yd4eHUIO TPUMEHEHHUS JIONMHABUPA U
pPUTOHaBMpA y NMALMEHTOB, PaHee NOJIYYaBIIUX UHIMOUTOPHI IpoTea3sl. Menuana ICso tonuHaBupa
g THX 18 HM30JATOB B MCXOIHOM COCTOSIHUM U TpU (PEHOMEHE BHUPYCOJOTHYECKOW OTIauu
OKa3ajach BBILIE B Juana3oHe or 6,9 1o 63 pa3 COOTBETCTBEHHO 10 CPABHEHUIO C AUKUMU TUIIAMHU
Bupyca. Kak mpaBuio, mraMMbl ¢ BUPYCOJIOTUYECKON OTHaueil J100 COXpaHSIOT (MPH MCXOIHOU
HEPEeKPECTHON PE3UCTEHTHOCTH), TIMOO Pa3BUBAIOT CYIIECTBEHHYIO MEPEKPECTHYIO PE3UCTEHTHOCTh
K WHAMHABHUPY, CAaKBUHABUPY, aTa3aHAaBUPY. YMEPEHHOE CHUXEHHE AKTUBHOCTH aMIIpEHaBHpa
Obul0 3amMeueHO npu MexaumaHe kpartHoctd mnoBblmieHus [Cso ot 3,7 mo 8 aiis UCXOIHBIX U
PeLUAMBUPYIOIIMX IITAMMOB COOTBETCTBEHHO. IllTamMMbl CcOXpaHMJIM YYyBCTBUTENBHOCTh K
TUIpaHaBUpy ¢ MeauaHo moBbimieHus [Csp Ha HCXOAHOM YpOBHE M IpU  (EHOMEHE
BHUPYCOJIOTUYECKON OTJauu ¢ KpaTHOCThiO 1,9 u 1,8 COOTBETCTBEHHO IO CPAaBHEHUIO C JUKHUMU
TUnaMM Bupyca. s THOJy4eHUs AONOJIHUTENbHOM HMH(pOpMalMM IO THUIPAHABUPY, BKIOYas
FCHOTUIIMYECKHE  IIOKa3aTelid  OTBeTa IpU  JIEYEHMM  PE3UCTEHTHOM K  JIONMHABUPY
BUY-1 undexnuu cienyer oOpaTUThCA K MHCTPYKLUH 110 IPUMEHEHUIO JUISl TUIIPaHaBUpA.
DapmakoKunemuka

dapMakOKMHETUKY JIONMHAaBMpa B KOMOMHALlMM C PUTOHABUPOM U3YYaIM Yy 3I0POBBIX
no0poBonblieB 1 BUY-MHQUIIMPOBAaHHBIX MAallMEHTOB; CYHIECTBEHHBIX PA3IU4YUA MEXAY JBYMS
rpynnamMy He BeIABWIM. JIOMMHABUP MPAKTUYECKU MOJHOCTBIO METa0OIU3UpyeTcs MoJ JeHCTBUEM
nzopepmenta CYP3A. PutonaBup uHruOupyer Metabosin3M JIOMMHABUPA U BBI3BIBAET YBEIMUEHUE
€ro KOHLEHTpauui B 1masMe. Ilpy npuMmeHeHnn JonvHaBMpa + pUTOHaBUpAa B J03€
400 mr + 100 Mr 2 pa3a B J€Hb CpeHUE PAaBHOBECHBbIE KOHIIEHTpAIMM JIONUHABUpPA B IJIa3Me Y
BUY-unduuupoBanHbslx nanueHToB B 15-20 pa3 mnpeBbllIaJd TAaKOBblE PUTOHABUpA, a
KOHIIGHTpalusl pUTOHABUpPa B IUIa3ME€ COCTaBIsUIa MeHee 7 % OT KOHLEHTpaluH INpH IpHEeMe
putoHasupa B g03e 600 mr 2 pasza B nenb. ECso monmHaBupa in Vitro mpumepHo B 10 pa3 Hike
TaKoBOI puToHaBupa. Takum 0Opa3oM, MPOTUBOBUPYCHASI aKTUBHOCTh KOMOMHAIMH JIONUHABUPA U
PUTOHABHpA ONPENEISAETCS JOIUHABUPOM.

AGcopbuus

B ¢dapmakokuneTnueckoM uccienoBaHuu ¢ ydyactueM BHY-NON0XKHUTENbHBIX MHAIMEHTOB IPU
npueme 400 mr + 100 Mr nonuHaBupa + puToHaBUpa 2 pas3a B IEHb COBMECTHO C IUILEH B TEUEHUE
2 Henenb OINPEAEIEHO CpPEAHEE 3HAUYEHHWE MAKCHMaJlbHOW KOHLIEHTPALMM JIONIMHABHpa B ILIa3Me
(Cmax) 12,3 £ 5,4 MKr/mi, OTMEYArOMICHCS CIyCTs MPpUOIM3UTENbHO 4 dYaca mociie TpuemMa
npernapata. CpenHsss paBHOBECHas KOHIIGHTpallMsl Iepel YTPEHHEH J030H  CcocTaBisuia
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8,1 £ 5,7 mxr/mn. Ilnomans Mo KpUBOM «KOHIIE 1TpauHﬂL%ﬁ%Ea§%T%Hgﬁ%ga?éj TIC"EIIéHI/Ie

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

12 gacoB mociie mprema mnpernapara coctasisiia B cpeadem 113,2 + 60,5 Mxr x u/mi1. AGcomoTHas
OMOJOCTYIIHOCTH JIOTIMHABUpA B KOMOMHAIIMU ¢ pUTOHABUPOM B OpraHU3ME YEJIOBEKA YCTAaHOBJIEHA
He ObLIa.

Brusanue nuwu na eécacvieanue npu npueme 6Hympbo

[Ipuem opHokpatHOM nm0361 400 + 100 Mr komMOMHAIMK JIOMMHABHpa W pUTOHABHUpA B
JICKapCTBEHHON (hopMe TaOJIETKH IMOCHe MpHeMa MUIMU (BBICOKOHW JKUPHOCTH, 872 KKaj, W3 HHUX
56 % mnocTynuiud C >KMPOM) HE IPUBOJWI K CyllecTBEHHbIM H3MEHEHUSIM Cmax U AUCint 1o
cpaBHeHHMIO ¢ mpuemoMm Haromak. Ilostomy mpemapar JIOIIMPUTA B nekapcTBeHHOU (opme
TabJIeTKH MOXKHO IPUHUMATh KaK ¢ MUIIEH, Tak 1 0e3 Hee.

Pacnopenenenne

B paBHOBecHOM cocTosiHUU MPpUOIU3UTEIbHO 98-99 % nonuHaBUpa HAXOAUTCA B CBSI3U C OENKaMU
ria3Mel. JlonnHaBup cBs3bIBaeTcs ¢ anbda-l-kucasiM riumkonporenHoM (AKID) u anpOymuHOM,
OJIHaKo, y JonuHaBupa Oosee Bbicokoe cpoacTtBo K AKI'. B paBHOBeCHOM COCTOSIHUM CBS3BIBaHUE
JONKMHaBHpa ¢ OelKaMM IUIa3Mbl OCTAeTCs IOCTOSIHHBIM B JIMAlla30HE 3aperucTpUpPOBAHHbBIX
KOHIIEHTpaluii, co3aaromuxcs nocie npuema 400 mr + 100 Mr nonuHaBupa + putoHaBupa 2 pasa B
JICHb, U SIBJIIETCSI COTIOCTABUMBIM Y 3JI0POBBIX JOOPOBOJIbIEB 1 BUY-TI0710KUTENBHBIX MAllMEHTOB.

BI/IOTDaHCd)ODMaHI/IH

B wuccnenoBanmsx in VItro moka3aHo, 4YTO JIONMHMHABHP IPEUMYIIECTBEHHO IOJBEPraeTCs
OKHCIIUTEIbHOMY METa00IM3My C ydacTueM cucTeMbl uToxpoma P450 renatonuToB, B OCHOBHOM
non BozzaelctBueM uzopepmenta CYP3A. PutoHaBup — MOIIHBI MHTUOUTOpP H30(pEpMeEHTa
CYP3A, xoropblii HHruOMpyeT MeTa0OoIM3M JIONMHABHpa, YTO OOECHEeuMBaeT YBEIMUYCHHE
KOHIIGHTpaIlMi JIoMMHaBUpa B Iia3Me KpoBu. [locnme omHokpaTHOro mpuema 400 mr + 100 mr
nonuHaBupa + puToHaBupa (¢ MedeHbIM “*C-nonuHaBupoM) 89 % paaMoaKTHBHOCTH 00ECIIEYEHO
MCXOJHBIM JIEKaPCTBEHHBIM IpernapaToM. B opranusme denoBeka ObUIO BBISBIEHO, MO KpailHen
Mmepe, 13 OKHCIUTENbHBIX METa0OJIMTOB JIOMMHABHpa. PHUTOHaBHp cHocoO€H HWHAYLHPOBATh
nzopepmMenTsl nuroxpoma P450, yTo mpUBOOUT K MHIYKIUU €ro COOCTBEHHOTO METaboJIu3Ma.
B Xxone umTensHOro NpUMEHEHUsT KOHIIEHTPALUK JONIMHABHpPA NIEPE] IPUEMOM CIIEAYIOLIEN JT03bI
CHIKAJIUCh CO BPEMEHEM, CTaOUITU3UPYACh NpUOau3nuTenbHo yepe3 10—14 nuei.

OIMMUHAIMA

[Mocne mpmema 400 mr + 100 mr '*C-momumaBmpa + puToHaBHpa depes BoceMb IHENd
npubmmsutensro 104 + 23 % wu 82,6 + 2,5 % or mnpuHATOl m03b1 *C-nomuHaBHpa
0oOHapyXHMBaIOTCS B Moue M Kajne cooTBercTBeHHO. [Ipu atom 2,2 % u 19,8 % ot npuHsATON 03B
HEM3MEHEHHOr0 JIONMHAaBHpa OOHApy)KMBAIOTCS B MOY€ M Kajle CcoOTBeTcTBeHHO. Ilocie
JUIUTETILHOTO TpUMEHEHHsI MeHee 3 % 103bl JIONMMHABHPA YKCKPETUPYETCS] B HEM3MEHEHHOM BHJIE
yepe3 MoukH. J(P(HEeKTUBHBINA MEePHO MOTYBBIBEIEHUS COCTABIsIET B cpeHeM 5-6 yacoB. Kimpenc

(CL/F) nonnuHaBupa npu IpueMe BHYTPb COCTaBISET OT 6 10 7 /4.
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Ilpuem ooun pasz 6 oenw

®apMaKOKMHETHKa KOMOWHAIIMYU JIONUHABUPA U PUTOHABHpA C KPaTHOCTHIO Mpuema 1 pa3 B JeHb
Obuta onienena y BUY-uHpUUIMPOBaHHBIX MALMEHTOB, HE MOJIYYaBIINX paHEe aHTUPETPOBUPYCHYIO
tepanuto. JlomuunaBup + puroHaBup 800 mMr + 200 Mr mnpuMeHsuicE B KOMOWHAIIMM C
smrpururabunom 200 mr u teHodosupom 300 mr 1 pa3 B neHb exenHeBHo. Ilpu amutensHOM
npueme 800 mr + 200 Mr sonuHaBupa + puToHaBHpa 1 pa3 B IeHb B TEUEHHUE 2 HENEIb BO BpeMs
IpUeMa MHIM CPEeIHAS MaKCUMallbHas KOHILIEHTpalus jonuHaBupa B miaazMe (Cmax) cocTaBuia
14,8 £ 3,5 MKr/MI WM JOoCTUTalIach MPHOIU3HMTENIBLHO Yepe3 6 dacoB mocie mnpuema. Cpemnss
paBHOBECHAs KOHIIEHTpalUsl JIONIMHABUpa IIepel] IPUEMOM YTPEHHEH J103bl COCTaBjsuIa
5,5 £ 5,4 mxr/mn. AUC nonuaaBupa npu 24 4acOBOM HHTEpBAJIC NMPHUEMa COCTABIIsIa B CpEIHEM
206,5 + 89,7 mkr x u/mi. [Ipu npumenennu 1 pa3z B cyTku npoucxoaut cHKeHHE Cmin/Cinrough Ha
50 % 1o CpaBHEHHUIO C PEKUMOM JI03UPOBAHUS 2 pa3a B CYTKHU.

IToJ, paca ¥ BO3pacT

dapMaKOKMHETHKA JIOMMHABHPA HE OblIa U3y4YeHa Y MOXKUIIBIX NallMeHTOB. HuKakux 3aBUCSIINX OT
nosia (papMaKOKMHETUYECKHX pa3lIU4Mid y B3POCIBIX MAIMCHTOB HE Habmromanoch. Hukakmx
KIIMHUYECKH 3HAUMMBIX (hapMaKOKUHETHUECKUX Pa3NIUYHii, 3aBUCSIIHUX OT PAChl, HE YCTAHOBJICHO.

bepeMeHHOCTh M ITOCIEPOAOBOM IIEPHOT

B otkpeiToM (apmakokuHeTHueckoM uccienoBanuu 12 BUY-uHpuuupoBaHHBIX OepeMEHHbIX
KeHIMH ¢ MeHee 20 HenmensiMu  OEpEMEHHOCTH, MPUHUMABLUIMX KOMOWHHPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepamnuio, MEepBOHAYAJIBHO TNOJIYy4aldd KOMOMHAIMIO JIOIMHAaBUpa U
putonasupa 400 mr + 100 mr (2 tabnerku 200 + 50 mr) 2 pa3a B J€Hb /10 T€CTAllMOHHOT'O BO3pacTa
30 nenenb. B 30 Henmens recranuu go3a Obiia yBenuueHa qo 500 mr + 125 mr (2 tabnerku mo
200 mr + 50 mr mmtoc 1 tabnerka nmo 100 mr + 25 mr) 2 pasa B €Hb, O TOTO MOMEHTA MOKa HE
HACTYIWJI TEpUOA 2 Heaenu 10 ponoB. KoHIEHTpaluy JIONUHABUpa B IUIa3Me KPOBU HM3MEPSIIN B
TE€YeHHE YeThIpex 12-yacoBBIX MEPHOJOB BO BTOpoM TpuMmectpe (20-24 Henenu OGepeMEHHOCTH),
TpeTheM TpUMecTpe A0 yBenuueHus J103bl (30 Hexenb OepeMEHHOCTH), TPEThEM TPUMECTpe Mocie
yBenuueHus 710361 (32 Hepenu OepeMEHHOCTH) U uepe3 8 Helelb MOocie poloB. YBEINYEHHE J03bl
HE MPUBEJIO K 3HAUNTEIBHOMY YBEIMUEHUIO KOHLIEHTPALUH JIONUHABUPA B IIJIa3Me€.

B npyrom oTkpbiToM (QapMakokuHernyeckoM uccienoBanuu 19  BUY-unduumupoBaHHBIX
OepeMEeHHBIX JKEHIIMH MOJIy4aau JonmuHaBup + putoHaBup mo 400 mr + 100 Mr qBaxkabl B eHb B
pamMKax KOMOWHHPOBAHHOIN aHTUPETPOBUPYCHOW Tepanuu BO BpeMsi OEpEMEHHOCTH U /10 3a4aTHsl.
Jns  (hapMakOKMHETHMYECKOTO aHaln3a OOLIero M HECBA3aHHOTO YPOBHEH KOHLEHTpAIUH
JIOTIMHABHpA B IJIa3Me KpOBU ObuTa coOpaHa cepusi MpoO KpoBU: B TeueHHe 12 4acoB B TpUMECTpe
2 1 TpuMecTpe 3, Ipu poXKIAEeHUH U 4-6 Henelb rnocie poaoB (y KEHIIUH, MPOJODKABIINX JCUCHHE
MOCJIE POJIOB).

dapmMakOKHMHETHYECKHE JaHHbIe, noyuyeHHble y BUY-1-uHGuIMpoBaHHBIX OEpEMEHHBIX KEHIIUH,
MOJTyYaIOLIUX TaOJIETKHU, MOKpBIThIE IUIEHOYHOM obomoukoi, 400 mr + 100 mr nommuHaBupa +

pUuTOHABUpa 2 pa3a B I€Hb, IPCACTABJICHBI B Ta6m/1ue HHIKC.
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JIOTIMHABHpPA B paBHOBECHOM cocTosiHuu y BUU-1-unduimpoBaHHbix OepeMEeHHbIX KEHIIUH

DapMaKOKHUHETHYeCKUI 2-0¥i TpUMecCTp 3-it TpuMecTp Mocaeponosoii
napamerp n=17! n=23 nepuoj
n=172
AUCo-12 (MKrxu/mi1) 68,7 (20,6) 61,3 (22,7) 94,3 (30,3)
Cmax 7,9 (21,1) 7,5 (18,7) 9,8 (24,3)
Chredose (MKT/MIT) 4,7 (25,2) 4,3 (39,0) 6,5 (40,4)
Copredose — KOHLIEHTpALIUA [IpernapaTa B KpOBU J0 pUeMa OYepeIHOM JT03bI.
! n=18 mna Cmax.
2_n=16 mis Coredose.

IloueuyHas HETOCTATOYHOCTh

dapMakOKHMHETHKA JONUHABHpA HE Oblla M3y4eHa Yy MAIMEHTOB C IMOYEYHON HEJOCTATOYHOCTHIO;
OJIHaKO, TaK KaK MOYEUYHbIH KIMPEHC JIOMMHABUPA HE3HAYMUTENIEH, CHU)KEHHs OOILero KiupeHca y
IIALEHTOB € ITIOYEYHON HETOCTATOYHOCTBIO HE 0XKUIACTCS.

IleyeHOUHAs HEIOCTATOYHOCTD

B xome cpaBHHTENBHOrO wuCcienoOBaHUsA (PAPMAKOKHHETHUYECKHE I[OKA3aTelu JIONMHHABUpA Y
BUY-unuurpoBaHHBIX MALUEHTOB C JIETKOH U CpeHEl CTENEHbI0 IEYeHOYHOW HEe0CTaTOUHOCTH
CpaBHUBAIU C TaKOBbIMH y BUY-UHGUIMPOBAHHBIX MAIMEHTOB ¢ HOPMAJIbHOU (YHKIHEH IeYeHU
IpY MHOTOKPaTHOM INPUMEHEHUM KOMOHMHALMHU JionuHaBupa U putoHaBupa 400 mr + 100 mr
JIBaXxbl B cyTKu. HaOnroganoch orpaHM4YeHHOE yBEIMUYEHHUE OO0IIel KOHUEHTpaluu JIOMMHABUpa
npubimzuTensHo Ha 30 %, 4To, MPEANONIOKUTENBHO, HE HMEET KIIMHUYECKOTO 3HAaUEeHUSI.

eTH
JlanHble 0 (hapMaKOKUHETHKE Y JIeTel B BO3pacTe J10 2 JIeT OTPaHUYEHBI.
bbula wu3yueHa (apmMakoKMHETMKAa TMpU TpuemMe TabJeTOK JIONHWHAaBUpa + pUTOHABHpA
100 mMr + 25 Mr aBaxIsl B JIeHb C PEKUMOM JIO3MPOBAHUS Ha OCHOBAaHUM Macchl Tena 0Oe3
HeBupanuHa y 53 nereii. CpeaHee 3HaueHue JonuHaBupa B paBHOBECHOM COCTOSHUN AUC, Chax U
C12 coctaBuio 112,5+ 37,1 mxr x u/ mim, 12,4 £ 3,5 Mxr/ma u 5,71 + 2,99 MKI/MIT COOTBETCTBEHHO.
[Tpuem 2 pa3a B IeHb C JO3UPOBAHUEM HAa OCHOBAHMHM MAacChl Tesla O€3 HeBHpanuHa 00ecreuynBaeT
KOHIIEHTPALMIO JIONMMHABHPA B IUIa3M€, PaBHYIO IOJYYEHHBIM JIaHHBIM Yy B3pOCIBIX NAIMEHTOB,
npuaumMaBiux 400 mr + 100 mr aBa pasa B 1eHb 0€3 HEBUpAIUHA.
Iloxka3zaHus K NIPUMEHEHHIO
JlexapctBennsiii npenapat JIOIIMPUTA noka3an k NIpUMEHEHHIO Y B3pOCIbIX U J€Tei B Bo3pacTte
ot 3 et ans neyenuss BUU-undekunu B coctaBe KOMOMHUPOBAHHOM Teparuu.
IIporuBonokazanus
— I'unepuyyBCTBUTENBHOCTh K JIONMHABUPY, PUTOHABHPY WM K JTIOOOMY M3 BCIIOMOTaTEIbHBIX

BCIICCTB
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— Tspkenble HapylIeHUs! QYHKLINU TEYSHU

[lepuox rpyaHOro BCKapMIMBaHUS

Jerckuii Bo3pacT 10 3 jeT

— IlpumeHeHue JIONTMHABUPa/pUTOHABUPA OJIMH pa3 B JIeHb y eTel Miaame 18 et

— Ilpumenenue nonuHaBUpa/pUTOHABUPA OJMH Pa3 B IeHb Y OEPEMEHHBIX KEHIIUH

— Ilpemapar JIOIIMPUTA conepxutr B cocTaBe JIONMMHABUP M PUTOHABUP, 00a M3 KOTOPHBIX
sBisitoTcss nHruouTopamu uzodepmenra CYP3A muroxpoma P450. Ilpenapar JIOIIMPUTA nHe
JIOJDKEH MPUMEHSATHCS OJIHOBPEMEHHO C IpernaparaMu, KIMPEHC KOTOPBIX B 3HAUMTEIILHOM Mepe
3aBucuT oT u3opepmenta CYP3A u moBblllIeHUE KOHIIEHTPAIMH B IJIa3ME KPOBH KOTOPBIX MOXKET
NPUBECTH K TMOSBICHUIO CEPbE3HBIX M (WJIM) OMACHBIX JUIs >KU3HU peakuuit. K Takum
JIEKapCTBEHHBIM MpernapaTaM OTHOCSTCS Mpernaparsl, epeurcieHHbIe B Ta0IuIIe 5.

Tabmuua 5. [Ipemaparbl, TPOTHBOIMIOKAa3aHHbBIE IJIsi OJHOBPEMEHHOI'O MPUMEHEHHUsSI C IpernapaToM
JIOIIUPUTA

Kuaacce HaunmenoBanue O0ocHOBaHnue
JIEKAPCTBEHHOT 0 JIEKAPCTBEHHOT0
npemnapara npemnapara

[ToBbllIEHHE KOHLIEHTPALMK OJHOBPEMEHHO MPUHUMAEMOr0 JICKAPCTBEHHOTO Tperapara

Anbdar- Andyzo3un [ToBblIeHNE KOHIIEHTpaLuu angy3031Ha B
a/IpeHO0JIOKATOPHI I1a3Me MOXET NPUBECTH K TSHKEIIOM
apTepUabHOM MMIIOTEH3UH.
OpnHoBpeMeHHBIN TpHeM ¢ alihy303UHOM
IPOTHBOIOKA3aH (CM. pa3ien
«B3aumopenicTBre ¢ IpyruMu

JICKApCTBCHHBIMU Cpe,[[CTBaMI/I») .

AHTUaHTUHAJIbHBIE Panonasun [ToBbIlIEHNE KOHLIEHTPALIUY PaHOJIa3UHa B
npenaparsl IJIa3M€ MOXKET ITOBBICUTH PUCK
BO3HHUKHOBEHUS CEPbE3HBIX U (MIJIN)
YTPOXKAIONIUX KU3HU peakluil (CM. pa3aen
«B3aumopencTBre ¢ IpyruMu

JICKApCTBCHHBIMU Cpe,Z[CTBaMI/I») .

AHTHApUTMHUYECKHE AMmuoapoH, [ToBblllIeHNE KOHIIEHTPAIU aMHOIapOHa U
npenaparsl JIPOHEAAPOH JIPOHEAAPOHA B IIJIa3Me. Y BEIMUUBAETCS
PUCK BOSHUKHOBCHUA apUTMHUHN WU APYTUX
CEPbE3HBIX HEKEIATEIbHBIX PEAKIUH (CM.
paznen «B3zaumoaencTeue ¢ JpyrumMu

JICKApCTBCHHBIMU Cpe,Z[CTBaMI/I») .




COOTBETCTEBYET ZKCNEPTHOMY OTYETY
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Kanacce
JIEKAPCTBEHHOT 0

npenapara

HaunMeHoBanue
JIEKAPCTBEHHOI 0

npenapara

MOCTE R TE R RRC T5 0003)

AHTHOMOTHUKH

@y3un0Bas KUCIOTa

[ToBbIIeHNEe KOHIEHTpAUUU (y3UJ0BOI
KHCJIOTHI B I1a3Me. OTHOBpEMEHHOE
npUMEHEeHHE ¢ Py3UT0BOM KHCIOTON
IIPOTUBOIIOKA3aHO MPHU UH(PEKLUAX KOXKU U
MATKHX TKaHe# (CM. pa3jen
«BzauMojencTBue ¢ IPyrumMu

JICKApCTBCHHBIMH CPEJICTBAMUY).

[TpoTuBoOIyX0NIEBHIE

npenaparsl

Benerokmakc

[ToBblllIeHNE KOHIIEHTPAIIMK BEHETOKJIaKCca
B IUIa3Me€. Y BEJIMYEHUE PUCKA PA3BUTHUSA
CHUHJpPOMA JIM3KCA OIYXOJIU B HAavaJe
JICYCHUS U Ha MPOTSHKCHUU (a3l
YBEJIMUYEHUS A03bI (CM. pa3aen
«B3auMopercTBue ¢ JpyrumMu

JICKapCTBCHHBIMHA Cpe,ﬂCTBaMI/I») .

Heparunu6b

IToBrITIIEHHE KOHIICHTpaluu HepaTI/IHI/I6a B
I1asMe. YBEIU4YUBACTCA PUCK PA3BUTHS
CCPBC3HBIX H/MIN OITaCHBIX JJIA XKU3HU
HE)XeJaTeNbHbIX peakluil (CM. pa3nen
«B3aumopenicTBre ¢ IpyruMu

JICKApCTBCHHBIMU Cpe,[[CTBaMI/I») .

Ananyramua

AnanyramMuj sBiseTcs
YMEPEHHBIM/CUIIbHBIM HHYKTOPOM
n3odepmenta CYP3 A4, uto Mmoxer
IIPUBECTH K CHUKEHUIO 3dekTa mpemnapara
JIOIINUPUTA u noteHIMaILHON TTOTEPE
BHUPYCOJIOTHUECKOTO 0TBeTa. Kpome Toro,
MOBBILIEHNE KOHLIEHTPALUU analyTaMuaa B
I1a3Me KPOBU MOYXET IMPUBECTH K
CEpbE3HBIM HEXKENATEeNIbHBIM SIBICHUSM, B
TOM YHCJIe CyIoporam (CM. pasjen
«B3anmonelicTBre ¢ IpyruMu

JICKApCTBCHHBIMU Cpe,Z[CTBaMI/I») .

IIpenapars! s

JICUCHUS TOAAarpbl

Komxumma

IToBBITIIEHHE KOHICHTpAIMKU KOJIXUIIUHA B

m1azMme. Bo3MoxHO Pa3BUTHEC CCPHE3HBIX U

10
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Kanacce
JIEKAPCTBEHHOT 0

npenapara

HaunMeHoBanue

MOCTE R TE R RRC T5 0003)

JIEKApCTBEHHOI'0

npenapara

(MIM) yrposkarolux KU3HU peakuuil y
NAIMEHTOB C HapyIIeHUeM (YHKIUH [10YEeK
u (nn) meueHu (cM. paszaensl «Ocoobie
yKazaHus» 1 «B3aumoneicTBue ¢ IpyruMu

JICKApCTBCHHBIMH CPEJICTBAMUY).

AHTHUTHCTaAMUHHEBIC

Ipenaparsl

Acremu3on, TepdeHaauH

IToBbllIeHNE KOHIEHTPALUK aCTEMHU30J1a U
tepdenaquna B miasme. [Ipu 3tom
BO3PACTAeT PUCK PA3BUTHSI TAKEIBIX
aputMuil (cM. paszaen «B3aumonelictBue ¢

APYruMH JICKapCTBCHHBIMUA CpeI[CTBaMI/I»).

AHTHIICUXOTHYECKHUE
npenaparsl/

HEUPOJIENTUKU

Jlypazunion

[ToBbIlIEHNE KOHLIEHTPALMK JTypa3uoHa B
IJIa3M€ MOXKET ITOBBICUTH PUCK
BO3HUKHOBEHUS CEPbE3HBIX U (WIIN)
YIPOXKAIOLIUX KU3HU peakluil (CM. pa3aen
«B3auMogercTBue ¢ JpyrumMu

JICKAapCTBCHHbBIMHA Cpe,ﬂCTBaMI/I») .

ITumosng

[ToBbllIEHNE KOHLIEHTpALMK TUMO3HUa B
iasme. Bo3pacraer puck pa3Butus
TSKEJBIX FeMaTOJIOTMYEeCKUX OTKJIIOHEHUH U
JPYTUX TSKETBIX MOO0UHBIX 3((HEKTOB
ATOTO Mpernapara (CM. pa3aen
«B3anmonencTBre ¢ Ipyrumu

JICKaPCTBEHHBIMHU CPEIICTBAMUY).

Ksetnanuun

IToBpIIIEHNE KOHLIEHTPALlMM KBETHAIIMHA B
I1a3Me MOXKET MPUBECTH K KOME.
OpnHOBpeMEHHBIN IPUEM IIpenapaTa
JIOITMPUTA ¢ kBeTHanTuHOM
POTHBOIOKA3aH (CM. pa3zien
«B3anmonelicTBre ¢ IpyruMA

JICKApCTBCHHBIMU Cpe,Z[CTBaMI/I») .

AJKanoupl CIOPBIHBU

Juruaposproramus,
PrOHOBUH, SPrOTAMUH,

MCTHUJIDPIrOHOBUH

[ToBbIlIEHNE KOHLIEHTPALIUY AJTKAJIONI0B
CIIOPBIHBHY B IIJIa3M€ BEAET K OCTPHIM
TOKCHUYECKUM 3 eKxTam, BKIIOYas Cria3Mm

COCYJIOB M UIIEMHIO (CM. pa3aedn

11
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Kaacc HanmeHoBaHHe MOCTTEN 960 cnonaime- | = 1005
JIEKAPCTBEHHOT 0 JIEKAPCTBEHHOI 0
npemnapara npemnapara

«B3auMojencTBrE ¢ ApyruMu
JICKApCTBCHHBIMH CPEJICTBAMHI).

CtumynsTopbl Huzanpun [ToBbIlIeHNE KOHIIEHTPAIMY [IU3aIpUa B

Motopuku XKKT masme. [Ipu 3ToM Bo3pacTaeT puck
Pa3BUTHS TSKEIBIX ApUTMUM (CM. pa3zen
«BzauMojercTBue ¢ IpyrumMu
JICKApCTBCHHBIMH CPEJICTBAMIY).

[IpoTrBOBUpPYCHBIE DnbacBUp/Tpa3onpeBUp | YBeIWUYEHUE PUCKA MTOBBIIICHHS

npenaparsl IpsiMoro
NEUCTBUS IJIA JICUSHHUS

BUpycHOro renatura C

AKTUBHOCTH aJJaHHHAMHHOTpaHCc(hepas3sl
(AJIT) (cm. paznen «B3zaumoielicTBHE C

JPYTHMH JICKAPCTBEHHBIMH CPEACTBAMMI).

OmMmbuTacBup/mapuranpe
BUP/PUTOHABHP B
KOMOMHAIIUY C

nacabyBupoM wim 0e3

[ToBbllIeHNE KOHIIEHTPALUU
napuTanpeBupa B IiIa3Me U TaKUM 00pa3oM
YBEJIMYEHUE PUCKA MOBBILICHUS aKTUBHOCTH

anmannHaMuHOTpanchepassl (AJIT) (cm.

nacabyBupa paznen «B3aumoaeincTeue ¢ JpyrumMu

JICKApPCTBCHHBIMH CPEJICTBAMIY).

Wuruburtopsr [MI - JloBactaTuH, IToBbllIEeHNE KOHLIEHTPAMU JJOBACTaTUHA U

KoA-penykra3zbl CHMBaCTaTUH CHMMBAaCTaTHHA B IJIa3Me BEACT K

(cratuHbBI) MOBBIIICHUIO PUCKAa MUONIATUM, BKIIFOYAS
pabaoMuonu3 (cM. paszaen
«B3anmonencTBre ¢ Ipyrumu
JICKApCTBCHHBIMH CPEJICTBAMIY).

Wuruburop JlomuTanu JlomuTanuy sBAsSE€TCA YyBCTBUTEIBHBIM

MHUKPOCOMAITBHOTO cy0cTpaTom i MeTadoJIM3Ma ¢ TTIOMOIIBIO

OenKa-nepeHocunKa

TPUTJIMLIEPUIOB

CYP3AA4.

WNuruburtopet CYP3A4 yBenuuuBaroT
KOHIIEHTPALMIO JOMUTANN/A B IJIa3Me, a
MOII[HbIE€ UHTUOUTOPHI YBEIUUHUBAIOT
KOHIIEHTPALMIO IPUMEPHO B 27 pa3s.
OnHOBpeMeHHOE TPUMEHEHNE JIOMUTAN1a
C YMEPEHHBIMU WJIK MOIIIHBIMH
unrudutopamu CYP3A4 nporuBonoka3ano

(CM. HHCTPYKIUIO IO TPUMCHCHUTO
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 18.03.2024 N= 5164

Kanacce
JIEKAPCTBEHHOT 0

npenapara

HaunMeHoBanue

MOCTE R TE R RRC T5 0003)

JIEKApCTBEHHOI'0

npenapara

JIOMUTAMHUIA).

NHruouTopsI
docdoaurcrepasbl
5 tuma (OJ1D-5)

ABanadun

[ToBbIIEHNE KOHIIEHTpAIMK aBaHadUIa B
ia3me (cM. pasaensl «OcoOble yKazaHus»
u «B3aumojieiicTBUe ¢ IpyrumMu

JICKApCTBCHHBIMH CPEJICTBAMUY).

Cunnenadur

[TpoTHBOIIOKa3aH TOJIBKO MPU
MCTIOJIb30BAHUY JUTS JICUCHHSI JIETOUHOU
aprepuanbHoil runeprensuu (JIAL).
[ToBpIIeHNEe KOHIIEHTPANY CHIIACHAdUIIA
B Iu1a3Me. Bo3pacraeTr BeposITHOCTD
pa3BUTHs MOOOYHBIX F((PEKTOB
cuiieHaduiIa, BKI0Yas apTepUalbHyIo
THIIOTEH3HUIO U OOMOPOKHU. YKa3aHHS 10
0JIHOBPEMEHHOMY IPUMEHEHUIO C
crieHa(hUIoM y TTAlluEeHTOB C
APEKTUIIBHOM JUC(YHKIMENH CM. B pa3jienax
«Oco0ble ykazanus» u «BzaumopelictBue ¢

APYruMH JICKApCTBECHHBIMH CPECACTBAMU)).

Bapnenadun

[ToBbITIEHNE KOHTIEHTpAIMH BapaeHa(uiIa B
ia3me (cM. pasaensl «Ocobble yKazaHus»
n «B3anmonencTere ¢ [pyrumMu

JICKApCTBCHHBIMU Cpe,[[CTBaMI/I») .

CenaruBHbIE/
CHOTBOpPHBIE
JIEKAPCTBEHHBIE

npenapaTsl

Mupazonam s npueMa

BHYTpb, TPHUA30JIaM

[ToBbIlIEHNE KOHLIEHTPALUK MUAa30j1ama
JUIsl IpUeMa BHYTPb U TpHaszoJlama B
miasme. Bo3pacraeT puck n30bITOYHON
CEAallMM U YTHETEHHMS IbIXaHus. Y Ka3aHus
I10 MIAaPEHTEPAIBHO BBOJUMOMY
MUJA30J1aMy CM. B pa3zieie
«B3anmonelicTBre ¢ IpyruMA

JICKAPpCTBCHHBIMU CPCIACTBAMU).

[Ipenaparsl, CHUKaOMME KOHIEHTPALUIO JIOMMHABUPA + PUTOHABUPA B IJIA3Me

Pacturenbunie
JIEKapCTBEHHbBIE

npenapaTsl

[Tpenapats! 3Bepo6os

O,[[HOBpCMeHHOG MPUMCHCHHUC C
PaCTUTCIIbHBIMU JICKAPCTBCHHBIMU

npernapaTamu, CoJepKaluMH 3Bepo0oii
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 18.03.2024 N= b164
Knace HaumeHoBaHHe MOCTTEDGg0dnonanme— | = 1005
JIeKAPCTBEHHOTO JeKApCTBEHHOT0
npenapara npenapara

nposipsiBieHHbIl (Hypericum perforatum),
IPOTUBOIIOKA3aHO B CBSA3H C PUCKOM
CHIDKEHHS KOHIICHTPALIUH JIONIMHABUPA U
pPHUTOHABHpA B IJIa3Me U OCIA0JIEHUS UX
KIMHUYECKHX (P PEKTOB (CM. pa3aen
«BzauMojencTBue ¢ IPyrumMu

JICKApCTBCHHBIMH CPEJICTBAMUY).

C 0CTOPOKHOCTHIO
e BupycHsiii renatut B u C.
e [[uppo3 neueHm.
e Jlerkoii u cpeiHEl CTENEHH TSHXKECTH MEYEHOYHAs! HEIOCTATOYHOCTb.
¢ [loBbllIeHHE aKTUBHOCTH «IIEYCHOYHBIX» (PEPMEHTOB.
e [lankpeaTur.
e ['emodwmmms A u B.
e Jlucnunuaemus (TUNEpXoJIeCTEPUHEMHUS], TUIIEPTPUTIIULIEPUAEMUS ).
e [loxwunoit Bo3pact (cTapuie 65 jer).
e [lammenTtsl ¢ OpraHMyecKUMH 3a00JE€BaHUSAMH CepAlla, TMalUeHThl C pPacCTPOHCTBaMU
IPOBOJSIIENH CUCTEMBI CepJla B aHaMHe3e WM MalMeHThl, NPUHUMAIOIIME IpenapaTsl,
yuMHAonmMe naTepBai PR (Takue kak BepanmaMuil WM aTa3aHaBHp).
e (CoBMeCTHOE MPUMEHEHUE He PeKOMEeHOYemcs CO CIEAYIOIUMU IpernapaTaMu:
— aTopBacTaTHH;
— Tanagaduia (A5 JIe4eHUs JIETOYHOM TUIepTeH3UN);
— pHUOLMIYaT;
— BOparnakcap;
— (y3uz0Bast KMCIOTa MPU KOCTHO-CYCTABHBIX MHPEKIUAX;
— CaJMeTepolr;
— puBapokcabaH;
— pudaMnuuuH;
— (yTHKa30H WU JAPyrUe TITFOKOKOPTUKOUIBI, KOoTopble MeTabom3upyioTes CYP3A4 (takue
Kak OyJeCOHHU U TPUAMIIUHOJIOH);
— (ocammnpenasup, pocaMIpeHaBUp/pUTOHABHD;
— THUMpaHaBUP/PUTOHABUD;

— KETOKOHa30J (BBICOKHE /10361 > 200 MT B JICHB);
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UTPaKOHa30J (BbICOKHUE /10361 > 200 Mr B 1€

OorenpeBup;
CHUMIIPEBUD;

TeanpeBup.

i

LA

TBETCTEYET SKCINEPTHOMY OTHETY

ot 18.03.2024 Nz 5164

(NOCNEOQCBATENBEHOCTL 0003)

o Crnenyer uzbecamv COBMECTHOT'O NMPHUMEHEHHUS CO CIEAYIOUMMH IpenapaTtaMu (CM. pa3felibl

«Oco0ble ykazaHus» u «B3zanuMopelicTBre ¢ IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMUY):

OCIaKBUJINH;
BOPHUKOHA307;

HOpyTUHUO.

e CrnenyeT HPUMEHATb C OCMOPOICHOCMbIO CO CIEAYIOUIMMH TpernapataMu (CM. pa3felibl

«Oco0bIe YKa3aHusI» U ((BSaI/IMO,I[eI\/‘ICTBI/Ie C ApYTUMHU JICKAPCTBCHHBIMU CpCI[CTBaMI/I»)Z

JUTOKCHH;
oenpuan;
JUJIOKANH;
XUHH/UH,
KJIAPUTPOMHMIINH;
SPUTPOMHUIIHH;
xJiop(heHNupamuH;
ahaTuamo;
HEPUTHUHUO;
beHuTOUH;
KapOaMasenuH;
dbenobapOuTa;

TPa30I0H;

Mua30JaM (JUIsl MapeHTepaIbHOrO BBEICHU);

cunieHadui, Tananadui (Ui Je4eHus IPEKTUIIbHON TUCOYHKINN);

pO3yBacTaTuH;

0O3€HTaH.

IIpumeHenne npu 0epeMEHHOCTH M B IEPHO/ TPYIHOI0 BCKAPMJINBAHUS

bepemeHHOCTD
Kak mnpaBuno, mpu NpUHATHM PEIICHHS MCIOIb30BATh AHTUPETPOBUPYCHBIE Mpenaparbl AJis

neyernss BUY-undexnun y OepeMEHHBIX KEHIWH U, CJIEIOBATEIbHO, JJIs CHIDKEHUS PHCKa

BepTHKaﬂBHOﬁ nepeaayun B4 HOBOPOXIACHHOMY, HGO6XOJII/IMO YUYUTHIBATH JAHHBIC HCCIIeJOBaHUM

Ha XKHUBOTHBIX, a TAaKXE KIIMHUYECKHUH OIIBIT INPUMCHCHUA Y 6epeMeHHBIX JKECHIIUH JIs1 OIICHKH

0e30IMacHOCTH U PUCKOB JIA T1JIOJA.

KoMmOuHupoBaHHBIN  mpenapar

JIOTMMHABUpPA W PHUTOHAaBUpAa OBLI M3y4Y€H C yYacCTHEM
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COOTEBETCTE ET - E'_H, IZ:_ NNEFTHOMY OTYETY

ot 18.03.2024 N= 5164

3000 6epeMEHHBIX JKEHIIMH, B TOM YHUCIIE C YyI4aCTHEM 60neﬂ@é®1§%;éihg%fﬁ_&;6-%’ﬁﬁeé‘rﬂa

B mocrperucrpanvoHHoM — HaOnaoAeHMM —Ipu  aHanu3e  Peructpa 1o NPUMEHEHUIO
AHTUPETPOBHUPYCHBIX IpenapaToB BO BpeMs OEPEMEHHOCTH, YTBEPKICHHOM c siHBaps 1989 rona,
HOBBIIIEHHBIN PUCK Pa3BUTHs BPOXKICHHBIX Je(EeKTOB Ha ()OHE IpreMa JIONMHABUPA + pUTOHABHpA
He ObL1 3aperucTpupoBad cpeau 6omnee 1000 KeHIMH, MONyYaBIIMX MPENapar B TEYEHUE MIEPBOTO
TpUMecTpa. PacrpocTpaHEeHHOCTh BpPOKIEHHBIX AE(PEKTOB IOCie MPUMEHEHHs JIONMHABUpPa B
TE4YeHHUE JI000T0 TPUMECTpa CpaBHUMA C PACIIPOCTPAHEHHOCTHIO, HAOII01aeMON Cpeii HACeIeHUs
B LenoM. He HaGmonanoch HU OJHOM 3aKOHOMEPHOCTH, yKa3bIBAaIOLIEH Ha OOLIYIO 3THOJOTHIO
BpPOXKJIEHHBIX JeQeKToB. B Xozae uccrnenoBaHuii TOKCHYHOCTH HA >KUBOTHBIX OBUIO YCTAHOBIICHO
TOKCHUYECKOE BO3AECHCTBUE HA PENPOAYKTHUBHYIO (PYyHKIMIO. OCHOBBIBAsCh Ha JIaHHBIX, YKa3aHHbIX
BBIIIIC, TAKOH PHUCK MAaJIOBEPOsITEH Yy Jroaei. [IpuMeHeHWe nonmuMHaBUpa TpH OEPEMEHHOCTH
BO3MOXXHO TOJBKO B TOM Cllydae, KOTJa MpeiroJiaraeéMas IoJib3a JUIsi MaTepu IPEBOCXOAUT
MOTEHUMAIBHBIA PUCK JUIS TUIOJA.

JlakTanums

B nccnenoBanusax Ha KpbIcax IMOKa3aHO, YTO JIOIIMHABUP IPOHUKAET B TPYAHOE MOJIOKO. /laHHBIE O
BBIBEJICHUH JIJAHHOI'O JIEKAPCTBEHHOI'O Ipenapara ¢ JKEHCKUM MOJIOKOM  OTCYTCTBYIOT.
BUY-uHGUIMPOBAaHHBIM JKEHIIMHAM HE CJIEeIyeT KOPMHUTh TPYyIbl0 JeTeid, 4ToOBl H30exaTb
nepenaun BUY-undexun.

DdepTUabHOCTD

HccnenoBanuss Ha >KMBOTHBIX HE TMOKa3ajdM BIMSHUS Tpenapara Ha (epTHIbHOCTh. JlaHHBIX
KacaTeJbHO BIMSHUS KOMOMHAIIMY JIOMMHABUPA U PUTOHABHPA Ha PEPTUIIHLHOCTD Y YEJIOBEKA HeET.
Cnocod npuMeHeHus U 103bl

Tepanuto mnpemaparom JIOIIMPUTA nomkeH Ha3HayaTh Bpad, MMEIONIUN OMBIT JICUCHUS
BUY-undexumn.

PexxuM 103upoBaHus

Bspocnvie

Pexomennyemas nosa npenapara JIOIIMPUTA cocrasnser:

- 400 mr + 100 mr (2 tabnetku npenapara JIOIIMPUTA B nozuposke 200 mr + 50 mMr wnu
4 tabnerku B no3upoBke 100 mr + 25 Mr) 2 pasa B cHB;

- 800 mr + 200 mr (4 tabnerku mpemapara JIOIIMPUTA B mosuposke 200 mr + 50 mr umm
8 Tabnetok B no3upoBke 100 mr + 25 mr) 1 pa3 B AeHb Ui IALIUEHTOB, Y KOTOPHIX BBISBIEHO MEHEE
3-X MyTalui, CBI3aHHBIX C pa3BUTHEM PE3UCTEHTHOCTH K JIONMMHABUPY. HepocTaTouyHo JaHHBIX A1
NpPUMEHEHHs KOMOWHAIUY JIONIMHABUpa U PUTOHABUpa 1 pa3 B I€Hb Y B3POCIBIX MAI[UEHTOB C 3-Ms
u 0oJiee MyTallUsIMU, CBA3aHHBIMU C Pa3BUTHEM PE3UCTEHTHOCTH K JIONMHABUPY, TOITOMY Ipenapar
JIOIIMPUTA He crnenyer Ha3HauaTh (IPUMEHSATH) B PEKUME TO3UPOBaHUs | pa3 B J€Hb y TaKUX

narueHToB (cM. paznen «DapMakoIMHAMUKAY).
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COOTBETCTBYET 2K
ot 18.03.2024 N= 5164

(NOCNEOQCBATENBEHOCTL 0003)

Conymcemesyrowas mepanus

CNEPTHOMY OTUYETY

[Ipenapar JIOIIMPUTA He cneayer Ha3HauaTh (IpUMEHSATH) 1 pa3 B JI€Hb MPH OJHOBPEMEHHOM
nprueMe npenapaToB kapoamaszenus, penobapouran win Genntoun (cM. pasaen «B3aumoneiicTBue
C IPYTUMH JIEKAPCTBCHHBIMHU CPEJICTBAMEY).

[Ipumenenue npenapata JIOIIMPUTA B coueTtanuu ¢ oMenpas3ojioM U PaHUTUIMHOM HE TpeOyeT
KOPPEKIHHU JIO3BIL.

[Ipy oxHOBpEMEHHOM TIpuUeMe C IMpernaparaMud >(QaBUpPEH3, HEBHUPANHMH, aMIPEHABHp WU
HeN(pUHABHP Yy MAIUEHTOB, JIUTENbHO NPUHUMAIOUIMX MPOTUBOBUPYCHBIE Mpenaparbl IMpU
MOJI03PEHUH HA CHHKEHHUE YyBCTBUTEIBHOCTH K JJONUHABHPY (Ha OCHOBAaHUU UCTOPUU OOJIE3HU WU
71a00paTOPHBIX HCCIEA0BaHUM), HeoOXoauMo yBenuwdyeHue no3bl npemapara JIOIIMPUTA no
500 mr + 125 wmr (2 Tabnerku npenapata JIOIIMPUTA B no3uposke 200 mr + 50 mr u 1 Tabnerka B
no3upoBke 100 mr + 25 mr uimm 5 tabnerok B mosupoBke 100 mr + 25 mr) 2 paza B aenb. He
cinenyer HasHaudath npenapar JIOIIMPUTA 1 pa3 B aeHb Npu OJHOBPEMEHHOM HPHUMEHEHUU C
JaHHBIMU  mpenaparamu  (cM. pasgen «Bs3aumoneicTBue ¢ JIpYrUMH  JIEKapCTBEHHBIMH
CpPE/ICTBAMUY).

Oco0nIe I'pYIIIBI NAIIMCHTOB

Ipumenenue 6o epems bepemeHHOCMU U 8 HOCTIEPOOOBOM NEPUOOE
[lo maHHBIM psAna KIMHUYECKUX HCCIAENOBaHMM Koppekuuu ao3bl npemnapara JIOIIMPUTA Bo
BpeMsi OEpPEMEHHOCTH U B ITOCTIEPOJIOBBIN MEPHO HE TpeOyeTcs.
KomOuHanuoo JionMHaBUpa W pUTOHABHpa HE CleAyeT Ha3HayaTh (IpUMEHATh) 1 pa3 B AEHb Y
OepeMEeHHBIX JKEHUIMH B CBA3M C HEJAOCTAaTOYHOCTHIO (PapMAKOKUHETHMUECKUX M KIMHUYECKUX
JAaHHBIX.

eTH
[Tpenapat JIOIIMPUTA He cnenyer HazHayaTh (IPUMEHSTH) B peXHUMe J103UpOBaHMs 1 pa3 B eHb
y MaIMeHTOB JAETCKOTO Bo3pacTa (masmie 18 jier).
Jns gereii ¢ maccoii Tena 35 kr u Oonee unu ¢ 1uiomanasio nosepxuoctu tena (IIIT) 1,4 M? 1
Oosee MOXeT mnpuMeHsThcs Ao3a mnpemapara JIOIIMPUTA, kak st B3pOCHBIX TMAIMEHTOB,
400 mr + 100 mr (2 Tabnerku npemapara JIOIIMPUTA B no3upoke 200 mr + 50 mr wimm
4 tabnetku B ao3upoBke 100 mr + 25 mr) 2 paza B JeHb 0€3 OJHOBPEMEHHOTO MPUMEHEHMS
s¢aBupeH3a, HEBUPAIIMHA, HeJI(PUHABUPA WK aMIIPEHABUPA.
Jlns neteii ¢ maccoit Tena menee 35 kr unu ¢ ITIIT ot 0,6 M2 10 1,4 M? peKOMeHyeTCs IPUMEHSTH
tabnerkn mpemnapara JIOIIMPUTA B nposupoBke 100 mr + 25 wmr. Pexomenayembie [103bI
MPUBE/ICHBI B TAOINIIaX HUXKE.
Tabmuuel 1 1 2 conepar pekoMeHIauu 1o go3uposanuto npenapara JJIOIIMPUTA, ocHoBaHHBIE
Ha [IIIT.

[Tnommank MOBEPXHOCTHU Tella MOKET OBITh pacCUMTaHa Mo Clenyromiei Gopmyse:

17



COOTBETCTEYET ZE'_H, IZ:_ NNEFTHOMY OTYETY

ot 18.03 2024 N2 5164

(NOCNEOQCBATENBEHOCTL 0003)

||P|:||:'I (cr) % Macea Tena (kr)

IOT (m°) = ] 2500

Tabmuna 1. [lpuHnunsl mo3upoBanus it Aeteid, ocHoBaHHbie Ha [IIIT, Ge3 OJXHOBpPEMEHHOTO

npuMeHeHus 3¢aBupeH3a, HeBUpanuHa, HeJ(uHaBUpPa WIH aMIIpEHaBUPa

IIIT (m?) KosanuyectBo Tadaerok no3uposke 100 mr + 25 mr 2 pa3a B 1eHb
>0,6 10 0,9 2 tabnerku (no3a 200 mr + 50 Mr)
>09 1014 3 tabnetku (n03a 300 mr + 75 mr)
>14 4 tabnerku (mo3a 400 mr + 100 mr)

Tabmuua 2. [lpuHuune! mpo3upoBaHus i aereil, ocHoBanubie Ha IIIIT, mpu ogHOBpeMeHHOM

IIPUMEHEHUH C MpenaparaMmu 3GpaBUpeH3, HeBUPANNH, HeJI(HUHABUD WIH aMIIPEHABUD

IIT (m?) KosmnuecTBo Tadaerok go3uposke 100 mr + 25 mr 2 pa3a B 1eHb
>0,6 10 0,8 2 Tabnetku (mo3a 200 mr + 50 mr)
>0,8 101,2 3 tabnetku (no3a 300 mr + 75 mr)
>1,2 no 1,7 4 Tabnerku (1o3a 400 mr + 100 mr)
>1,7 5 tabnerok (mo3a 500 mr + 125 mr)

Ta6mumpl 3 u 4 comepxaT pekoMeHanuu 1o ao3upoBanuto npenapara JOIIMPUTA, ocHoBaHHBIE
Ha Macce Teia.
Ta6mmma 3. [TpuHIUIIEI T03UPOBaHUS IJIs IEeTEH, OCHOBAaHHBIC Ha Macce Telia, 0e3 OJHOBPEMEHHOTO

npUMeHeHus 3(QaBUpeH3a, HeBUpanuHa, HeJ(pUHaBUpa WIM aMIIpeHaBUpa

Macca Tena (kr) KonnuyectBo Tadierok B 1o3uposke 100 mr + 25 mr 2 pa3a B 1eHb
> 15 no 25 2 tabnerku (go3a 200 mr + 50 mr)
> 25 no 35 3 tabnetku (m03a 300 mr + 75 mr)
>35 4 tabnetku (no3a 400 mr + 100 mr)*

* ATbTEpHATUBHO, AIIUEHTaM, KOTOPbIE MOTYT MPOTJIOTUTH OOJIBIIYIO TaOJIETKY, MOXKHO

npuMeHsTh 2 Tabnetku npenapara JIOIIMPUTA B nozuposke 200 mr + 50 mr

Ta6n1/1ua 4, HpI/IHI_II/IHLI AO3UPOBAHUA I[eTeﬁ, OCHOBAHHBIC HAa MaccCe€ TeEja, Npu OJHOBPECMCHHOM

IIPUMEHEHUH C MpenaparaMu 3(paBUpeH3, HEBUPANMH, HeJI(PUHABUD WIH aMIIPEHABUP

Macca Tena (kr) KosanuyectBo Tadierok B 1o3uposke 100 mr + 25 mr 2 pa3a B 1eHb
> 15 1o 20 2 tabnerku (go3a 200 mr + 50 mr)
> 20 no 30 3 tabnetku (go3a 300 mr + 75 mr)
> 30 no 45 4 tabnerku (no3a 400 mr + 100 mr)*
> 45 xr 5 Tabnetok (mo03a 500 mr + 125 mr)

*AJIBTCpHaTI/IBHO, MnanucHTam, KOTOPbIC MOT'YT IIPOTJIOTHTDH 6OHBI_HYIO TaGJ’IeTKy, MO>KHO

npuMeHsTh 2 Tabnetku npenapata JIOIIMPUTA B no3uposke 200 mr + 50 mr

18



ot 18.03.2024 N= 5164

Tpenapar JIOIIMPUTA He cieayer HasHauats (mpumensts) 'y nere vadine B et dm EMadeoit

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

tema meHee 15 xr, mim ¢ IITIT meHee 0,6 M? B CBSI3M C HEBO3MOXKHOCTBIO OOECIICUHTH PEKHM
JIO3UpOBaHusA. Y TaKUX MALMEHTOB CIIEAYeT IPUMEHATH Ipenapar, COACP)KALIUN JIONWHABUD U
pUTOHABUP B opMe pacTBOpa AJisi IpUeMa BHYTPb.

Cnooco0 nnpuMeHeHus

BHyTpb, HE3aBUCUMO OT IpueMa MUIIH.

Tabnerku mnpenapata JIOIIMPUTA cnenyer mnpornareiBaTh ILEJTHKOM, HE pa3KeBbIBas, HE
pasyiaMbIBasi U HE U3MeJIbYasl.

IToGouHnoe neiicTBHE

Pesrome nmpoduisg 6e3onacHOCTH

besomacHocTh KOMOWHAIMU JIONWHABUpAa W pPHUTOHABUpAa Oblla H3ydeHa Yy Oolee deM
2600 marueHToB B KIMHHYECKUX HccienoBanusx [I-IV ¢a3bl, u3 kotopeix 6osee 700 marueHTOB
nonydasii o3y 800 mr + 200 mr (6 kancyn wiam 4 Tabnerku) 1 pa3 B cyrku. Hapsamy c
HYKJICO3UTHBIMU HUHTHOUTOpaMu oOpaTHO TpaHckpunTassl (HUOT), B HEKOTOPBIX HCCIEAOBAHUAX
KOMOWHAIMS JIONMHABUpPA WM PUTOHABHPA MPUMEHSIACH B COYCTAHWHM C J(PaBUPCH30M WIH
HeBUpanuHOM. Hawubonee YacTbIMU HEXKENAaTeNbHBIMH PEAKIMSIMH, CBS3aHHBIMU C JICUCHHUEM
JIOTTMHABUPOM + PUTOHABUPOM BO BpeMs KIMHUYECKUX HCCIICIOBAHMM, ObUIM IUapesi, TOIIHOTA,
pBOTA, TUIEPTPUTIIHLIEPUAEMHUS U TuniepxonectepuneMus. [Ipu npueme nonuHaBupa + puTOHaBUpa
1 pa3 B cyTku MOKeT OBbITh MOBBILIEH PUCK auapeu. [luapes, TOIMIHOTa U PBOTa MOTYT BO3SHUKATh B
Hayajie JICUCHMs, B TO BpeMs KaK TUNECPTPUTIULEPUACMHUS M THUIEPXOJIECTEPUHEMHUS] MOTYT
pa3BuThCcs mo3naHee. IlposiBieHME HeXeNaTenbHbIX SBICHUN NPHUBEIO K MPEKIECBPEMEHHOMY
npeKparieHuto yjeuenus y 7 % mnanuentoB B uccnenoBaHusx -1V ¢da3el. Baxno oTMeTuTh, 4TO
cIIy4au naHKpeaTuTa ObUTH 3apEeTUCTPUPOBAHBI y MalUEHTOB, MOJTYYaroIuX
JIOTIMHABUP + PUTOHABUP, BKIIOYAs MAIIMEHTOB, Y KOTOPHIX Pa3BHJIACh THUIIEPTPUTIUIECPUICMHUS.
Kpowme Toro, Ob1TH 3aperucTprupoBaHbl pefKue ciaydan yBenndeHus naTepsaia PR B xone neuenus
JIOTTUHABMPOM + PUTOHABUPOM (CM. paszzen «OcoObie yKa3aHus»).

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

HexenarenbHple peaknuu, OOHApPYKCHHBIE B XOJ€ KIMHUYCCKMX WCCICAOBAHWNA W TIEpUOJa
MOCTPETUCTPALIMOHHOTO HAOMIOACHUS Y B3POCIIBIX MAIIUEHTOB U JETeH

Crnenyroniiue HexelnareabHbIe SBICHHS OBLTH ONPE/CICHB B KAUeCTBE HEXKEIATCIbHBIX PEaKIIH.
B xareropum, BbIJICIICHHBIE TIO YaCTOTE MPOSBICHMUSI, BKIIOUEHBI BCE COOOIaeMble HEKenaTeIbHbIe
pPEaKIUU OT YMEPEHHBIX JIO TSDKEJIBIX, HE3aBHUCHMO OT WHAWNBUAYAIbHOW OIICHKH NPUYHHHO-
CIIEICTBEHHOM CBs3M. HekenmaTenbHbIE peaklMW TPEJCTaBICHbI B COOTBETCTBUU C CHUCTEMHO-
opranHoi Kiaccupukamnuend. [To yacToTe MPOSBICHUS HEXeNAaTeIbHBIC PEaKIUU MPEJACTABICHBI B
nopsiike yObIBaHUSI Cephe3HOCTH: Oo4YeHb 4acto (> 1/10); wacto (> 1/100, vHo < 1/10); Hewacto
(> 1/1 000, HO < 1/100); peaxo (= 1/10 000, vHo < 1/1 000); ouens peako (< 1/10 000); gactora

HCHU3BCCTHA (Ha OCHOBAHHWH UMCHOIIMUXCA NJaHHBIX OLICHUTDH HeB03MO)I(HO).
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Tabmuua 7. IlepeueHb HeKeNaTENbHBIX pPEAKNUH, 3aﬂgf;féﬂgla&%fﬂb%ﬂt e -Efjp'rﬁéhléﬁnn

JIomMHaBupa + pUTOHaBUpa

Ouenn Ouennb YacroTa
Yacto Heuacto Peaxo
4acTo peaxo HEH3BEeCTHA

Unghexyuu u unsasuu

nHPEKIH | MHPEKIINA HIHKHIX
BEPXHUX JIBIXATeIbHBIX ITyTCH
pIXaTelb-

HBIX IyTei

MH(EKINH KOXKH, BKITIOYAsT
(haermony, (POITUKYIUT U

(bypyHKYIBI

Hapywenus co cmoponvl kposu u aumghamuueckoii cucmemol

AaHCMU

JIEUKOIIEHUSA

HEUTPOMECHHUS

yBeIU4eHHE TUM(PATHUSCKUX

y3J10B

Hapywenus co cmoporvl umMmyHHOU cucmemsl

THICPUYYBCTBUTECIBHOCTD, B BOCHAJIUTCILHBIN

TOM YHMCJIC KpalIlUBHUILIA U CUHAPOM

aHFHOHeBpOTI/ILIeCKHﬁ OTCK BOCCTAaHOBJICHUSA
HUMMYHHUTCTA

DHooxpunHble HApyUiIeHUs.

TUIIOTOHA/IU3M
Hapywenus memabonusma u numanus
M3MEHEHUE KOHIIEHTPALUU YBEITMYEHHUE MACChI
[JIFOKO3BI B IUIa3MeE KPOBH, Tena
BKJIIOYas caxapHbIi 1uadeT
TUNEPTPUTIIALEPUAEMUSL MIOBBILICHHE
armeTuTa
TUIEPXOJIECTEPUHEMUS
CHWKEHUE MACChI Tela
CHUKCHUE alIEeTUTA
Tcuxuueckue napywenus
TPEBOXKHOCTH HEOOBIYHBIE
CHOBUJICHUS

CHIDKEHHUE JTUONI0
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Hapywenus co cmoponwl nepenoti cucmemol

JCNEOOBATENBADCTES

TOJIOBHAsSI OOJTH (BKITIOUAs epedpoBacKyIsIp-
MUTPCHB) HbIC HAPYIICHUS
HelponaTus (B TOM 4HCIIe CYJOpOTH
nepudepruyeckast
HelponaTus)
TOJIOBOKPYKCHHE JTUCTEB3HSI
OeccoHHmIA areB3us

TpeMop

Hapywenus c

O CIMOPOHbL OpecaHAd 3PEHUS

HapyIICHHUS 3pEHUS

Hapywenus c

0 CMOPOHYL OP2AHA CYXA U AAOUPUHINA

IIyM B yHIax

BEPTUTO

Hapywenus c

0 CMOPOHBL cepoya

aTepoCKIIepO3, B T.U.
OCJIOKHSIEMBIN
HHpapKTOM
MHOKap7a,
aATPUOBEHTPUKYILSIP-

HOI OJIOKaIoi

HEAOCTATOYHOCTD
TPEXCTBOPUYATOIO

KJ1ariaHa

Hapywenus c

0 CMOPOHBL COCYO08

apTepuajibHas rUnepTCH3UA

TPOMOO3 TITyOOKHX

BEH
JKenyoouno-kuweunvle Hapyuienus
TOIITHOTA MaHKpeaTHT (CM. pasjien KeIyJ0YHO-
«Oco0ble yKazaHus») KHIICYHbBIE
KPOBOTCUYEHHS,
BKJIFOYAsI 3By
KeJTy/IKa 1
JIBEHAIIIaTUIIEPCT-
HOW KUIIKU
apest pBOTa IYOJICHHUT
ractpo-33odareanabHas racTpuT U
pedurokcHast 601e3Hb pEKTabHbBIC

KPOBOTCUCHUL
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TaCTPOSHTCPUT U KOJIUT

CTOMATHUT 1 $I3BLI|-]L e

CNEOOUBATENEHPCTE

(R TN

MOJIOCTH PTa

00JTb B )KUBOTE (B BEpXHEH H

HIDKHEH 9acTsIX)

HEACP)KaHUE Kajia

B3OYTUC ) KUBOTA

3aropsl

JUCIICIICUS

CyXOCTb BO PTY

reMoppou

METEOPU3M

Hapymeﬂuﬂ CO CMOPOHbL neveru u ofceﬂqeebleodﬂu;ux nymeﬁ

renaTuT (BKITI0Yas
YBEIUYCHHE aKTHBHOCTH
acrmapTaTaMUHOTpaHCc(epasbl
(ACT),
aTaHMHAMHUHOTpPaHC(hepas3sl
(AJIT), ramma-

rmytamunTpancdepassl (ITT)

KenTyxa

CT€AaTO3 IICUYCHU

rernmaToMerajaius

XOJIAaHTUT

TUNEepOMITUPYyOHH-

CMHUA

Hapywenus c

O CMOPOHbL KOJMCU U NOOKOINCHBIX MKAHEI

CBIITb, BKITFOYAs aJoMNerus CHUH/IPOM

MaKyJIONamyiae3HyIO ChIlb CruBena-
JxoHcoHa

JEPMAaTHUT, BKITFOUYAs 3K3eMbI U | KAITMJUISPUT MYJIbTH-

ceOOperHBIi TepMaTUT thopmHas
apurema

OOMIILHOE TIOTOOT/ETICHUE 110 | BACKYJIUT

HOYaM

3yA

Hapywenus co cmoporvl mbluieutol, cKkeiemHuoul u cCOeOUHUMENbHOU MKAHU
MUAITHUS pabnomuonus
00K B MBIIIAX U KOCTSX, OCTEOHEKPO3

BKJIIOUAs apTpajruio u 601b B

CITMHE

MBIIIEYHBIE CYJOPOTH

MBIIIEYHAs c1a00CTh
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JCNEOOBATENBHOCTE 0003)
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Hapywenus co cmopoHul nouex u Mouebl8o0suux nymet i

COOTBETCTBYET SKCNEPTHOMY OTYETY

CHIDKEHHE KIMpeHca HedponauTHa3

KpeaTHHHHA

Hedput

remMarypus

Hapywenus co cmoponvl penpooykmueHoti cucmemvl i MOJIOYHBIX diceie3

OPCKTUWJIbHAA I[I/IC(I)YHKHI/ISI

HapylmeHuec MCHCTPYaJIbHOI'O
IUKJIa — aMCHOPEA,

MeHOpparus

Obwue Hapyulenus U peakyuu 8 Mecme 88e0eHUs

YTOMJIAIEMOCTD, BKJIFOYas

o011yI0 €1ab0CTh

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKIII/If/'I

Coobmanocs 0 passutnu cuHIpoma WieHko-KymnHra y manueHTOB, MONYyYaBIIMX PUTOHABHUP
COBMECTHO C (pIyTHKA30HA MPOMHOHATOM B BHJI€ MHTAJSIUI WM MHTpaHA3aJIbHO; TAaKUE SBICHUS
MOTYT HaONIONAThCSI M TPH HCHOJB30BAHWU JIPYTHX TIIOKOKOPTHKOCTEPOHIOB, METa0OIU3M
KOTOpBIX ocymiecTBisiercss mo nytu P450 3A, nanpumep, Oyaeconuaa (cm. pazgensl «OcoObie
yKazaHus» U «B3anMoneiicTBre ¢ IpyruMHu JIEKapCTBEHHBIMU CPEIICTBAMUY).
[ToBsimenue ypoBHs kpeatuHpocokunazsl (KDOK), Muanrus, MHO3UT U peIKo pabaoMUOIN3 ObLTH
3aperucTpupoBaHbl ¢ WHIMOMTOpaMU IMpOTea3bl, OCOOEHHO B COYETAHUH C HYKJIEO3UIHBIMU
MHTHOUTOpaMu OOPAaTHOM TPAHCKPHUITA3HI.
Tlokazamenu oomena sewjecms
Bo BpeMst aHTHPETPOBUPYCHOI Tepanuy MOKET BO3pacTaTh Macca Tejaa U KOHIEHTpalus JUIUI0B
¥ TIIFOKO3bI KPoBH (cM. paszaen «OcoObie yKa3aHusiy).
Y BUY-nHpUUMpPOBaHHBIX MALMEHTOB C TSXKEIBIM UMMYHOAEPHUIIMTOM Ha MOMEHT Hadana KAPT
MOXET pPa3BUBATbCA BOCHAIMUTENbHAs peakiuss Ha OeCCUMIITOMHBIE MJIM  OCTaTOYHBIE
onmnopTyHUcTHYecKre nHpekiuu. Takxke coolmaercs 00 ayTOMMMYHHBIX HapyIIEHUsIX (HarpuMmep,
6one3np I'peiiBca U ayrTouMMyHHBIN renatuT). OgHAKO BpeMsl 10 HACTYIJIEHUS TAKUX HapyLICHUN
BapbUpYeT, 1 OHU MOTYT Pa3BUTHCSI MHOT'O MECALEB CIYCTS IOCIE Hayaja JIe4yeHHs (CM. pa3aen
«Oco0bIe yKa3aHum).
Coob1manocs o ciay4asx OCTEOHEKPO3a, OCOOCHHO Y MAalMEeHTOB ¢ OOLIENpPU3HAaHHBIMU (PAaKTOpaMu
pucka, ¢ mno3gHuMH cTtaausmu  BUY-undexkuuu wiM  npu JUIMTENBHOM — NPUMEHEHHH
KOMOWHUPOBAaHHOM aHTHUPETPOBUPYCHON Tepanuu. YacToTa 3TOro sIBIEHUS HEU3BECTHA.

eTH
VY nerei oT 2 ner u ctapiie npoduib 6e30MacHOCTH COMOCTAaBUM ¢ MpoduiaeM 06e30MacHOCTH Y

B3POCJIBIX.
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ITepeno3upoBka (MOCNEAOBATENEHOCTE 0003)

CumMnTOMBI

B nHacrosmee BpeMs KIIMHUYECKUH OIBIT OCTPOH NEPEI03UPOBKH JIONUHABUPOM + PUTOHABUPOM Y
JIIO/IC OrpaHUYEH.

Jleuenue

Crneunduueckoro aHTUAOTa HE cyllecTByeT. JleueHne COCTOMT U3 MEPONPUATUN, HAIPaBICHHBIX
Ha NOJJEpXKaHUE >KU3HEOOECIeUeHUsl OpraHu3Ma, BKJIKOYas KOHTPOJb 3a >KM3HEHHO Ba)KHBIMU
CUCTeMaMHU U HaOJI0/IeHUE 32 KIMHUYECKUM COCTOsSIHMEM nanuenTa. [Ipu HeoOxoauMocTu ynaistoT
HeaOcopOMpOBaHHOE JIEKAPCTBEHHOE CPEJICTBO C IMOMOIIBIO MPOMBIBAHHS IKEIyJKa, U Yero
MOJKET OBITh MOJIE3HO Ha3HAYeHHE AaKTHBHPOBAHHOIO yriis. Tak Kak JOMWHABUp + PUTOHABUD B
BBICOKOM CTENEHW CBA3BIBAIOTCA C O€IKaMu IUIa3Mbl KpPOBM, TO IPUMEHEHHE JAHMaIn3a
HeIeseco00pasHo.

B3anmopneiicTBHe ¢ APYTUMH JIeKAPCTBEHHBIMH CPeACTBAMM

[Tpenapatr JIOIIMPUTA comepXuT JIONUHABUP U PUTOHABUP, KOTOPHIC SIBJISIIOTCS MHTHOUTOpaMU
mzopepmenra CYP3A 1mroxpoma P450 in vitro. CoBmecTHOe MpHMEHEHHE IMpernapaTa
JIOIIMPUTA wu papyrux I€KapCTBEHHBIX CpPEICTB, MPEUMYIIECTBEHHO METa0OIU3UPyEeMbIX
nzopepmenrom CYP3A, MokeT mNpuBECTH K TMOBBIIICHUIO KOHIEHTPAlMM B IUIa3M€ 3THX
JIEKApCTBEHHBIX CPEACTB, U, KaK CJIEACTBHE, K YCHJICHUIO WU MPOMJICHUIO UX TEPANlEeBTUUECKOIO
apdexTa U HexenareabHbIX peaknuid. KomMOMHaNMs JTONMHABHpA M PUTOHABHpA HE WHTUOHpYET
nzodepmenter CYP2D6, CYP2C9, CYP2C19, CYP2EL, CYP1A2 unu CYP2B6 B kimHHYeCKH
3HAYMMBIX KOHIIEHTpanusx (cM. paznen «[IpoTuBomnokasanus»).

b0 mokaszano, yTo KOMOMHAIUS JIONMHABUpA M PUTOHABUPA HWHAYLHMPYET CBOM COOCTBEHHBIN
Merabomu3M IN VIVO ©  yBenWuMBaeT OMOTpaHCHOpMAIMIO HEKOTOPBIX  MpEraparos,
Metabonusupyomuxcs (epmentamu nuroxpoma P450 (Britouas uzodepmentst CYP2C9 u
CYP2C19) u nyreMm TIIOKYpOHHU3AIMU. ITO MOXKET MPUBECTH K CHIDKCHHUIO KOHIICHTPAIUU
npenapara B IUIa3ME€ M BEPOATHOMY CHUKEHHIO A(PQPEKTUBHOCTH MNPUMEHSEMbIX COBMECTHO
JIEKapCTBEHHBIX CPEJICTB.

JlexapcTBeHHBIE IIpemnaparhbl, KOTOpPbIE INPOTHUBOMNOKA3aHbl B CBS3U C 0KMJIAEMBbIM YBEINYEHHEM
B3aMMOJCHCTBUSL M  TOTEHIHAIbHBIM pa3BUTHEM CEPbE3HBIX HEKEIAaTEeIbHBIX  PEAKIIHA,
nepevynciieHbl B pasaene «lIpoTuBonokasanusy».

Bce wuccienoBaHus B3aMMOJIEHCTBHM, €CIIM HE CKa3aHO HWHOE, IPOBOJIWIM C IPUMEHEHHEM
KOMOMHHUPOBAHHOTO Mpernapara JONMWHABHpAa U PUTOHABHpa B (opMe KarcCyld, MpUeM KOTOPOro
MIPUBOAMI K CHCTEMHOMY BO3JICHCTBUIO JIONMHABHPA, MpuOIm3uTeasHo Ha 20 % Oornee HU3KOMY,
4yeM Npu NpUMEHEHUH TabseTok B Jo3upoBke 200 mr + 50 mr.

W3BecTHbIE U TEOPETUYECKH BO3MOXKHBIE B3aMMOJECHCTBUS C BBIOPAHHBIM AHTUPETPOBUPYCHBIM
IpenapaToM M HEAaHTUPETPOBUPYCHBIMU JIEKAPCTBEHHBIMH CPEJICTBAMM IE€pPEUYHCICHBI B TaOiuile

HUXCE.
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JIaHHBIE O JEKAPCTBEHHBIX B3aUMOJIEHCTBHAX (MOCNEQOBATENBEHOCTE 0003)

B3auMopeicTBus Mexay KOMOWHAIMEH JIOMWHABHpa W pPUTOHABUpa W OJHOBPEMEHHO
NPUHUMAEMbIM JIEKAPCTBEHHBIM TpPENapaToM MpPEACTaBICHbl B TaOnuie Hike (yBeIHYCHHE
0003HaUeHO Kak «1», CHIJKEHHE KaK «|», 0e3 M3MEHEHUH KaK «<«>»; OAMH Pa3 B CYTKH Kak
«1 p/cyT», ABaXKABI B CYTKH Kak «2 p/CyT» M TpH pa3a B CYTKH Kak «3 p/cyT»).

Ecnin He yka3zaHO MHOe, MCCIENOBaHUSA, O0O03HAUYEHHblE HMXKE, IPOBEJIEHBl CO CTaHIAPTHOM
pEKOMEH1yeMOol 10301 jonuHaBupa + putoHasupa (T.e. 400 mr + 100 mr 2 pa3a B CyTKH).

Tabnuua 6. JlekapcTBeHHbIE B3aMMOAEHCTBHS KOMOMHAIIMY JIONIMHABUPA U PUTOHABUPA C JPYTUMU

JICKAPpCTBCHHBIMHU CPCACTBAMU

dapmako- Biausinue Ha koHnenTpauuu | KinHuyeckue pekoMeHIamuu,
TepaneBTHYECKAS npenaparon Kacamoumecs 0JHOBPEMEHHOI0
rpynmna NPUMEHEHHUS C MpenapaTom
OTHOBPEMEHHO Cpennee reomerpuieckoe JIOIIUPUTA

NMPUHUMAEMOT0 usMmenenue (%) AUC, Cmax,

npenapara Chrin

HaumMmeHnoBanue MexaHU3MBI

OTHOBPEMEHHO B3anMMo/IeiicTBHSI

NMPUHUMAEMOT0

npenapara

AnmupemposupycHsle npenapamol
Hyxneosuounvie uneubumopuol oopamuou mpanckpunmaswi (HUOT)

CraBynuH, 1aMuByuH | JlonuHaBup: <> Koppekius 10361 He TpeOyeTcs.
AoOakaBup, 3uZIoOByIuH | AGakaBup, 3UJAOBY/IUH: KnuHnueckasi 3HaUMMOCTb CHUKEHUS
KOHIIEHTPALUU MOTYT KOHIIEHTpaluii abakaBupa u
CHIDKATHCSI BBUJYy YBEJIMUEHUS | 3UIOBY/IMHA HEU3BECTHA.
IIIOKYPOHM3AllUHY, BBI3BAHHON
JIOMUHABHPOM + PUTOHABUPOM
Tenodosup, Tenodosup: Koppexkmus 1o3s1 He TpeOyeTcs. bonee
300 mr 1 p/cyt AUC: 132 % BBICOKHE KOHIIEHTpaluy TeHO(poBUpa
Chnax: <> MOTYT CIIOCOOCTBOBATH
Cmin: 151 % BO3HUKHOBEHUIO HEXKEJIATEIbHBIX
SIBJICHHUH, CBSI3aHHBIX C TEHO(POBUPOM,
JlonuHaBup: <> BKJIIOYasl HapylieHne QyHKIUHU MOYEK.
Henyxneozuonvie unzubumopul obpamnoi mpanckpunmaszvl (HHUOT)
Odasupens, Jlonunasup: Jlo3upoBKy TabIeTOK IpenapaTa
600 mr 1 p/cyt AUC: | 20% JIOIINPUTA cnenyer yBenuuuThb 10
Cmax: 13 % 500 mr + 125 Mr nBaxkabl B I€Hb NIPU
Cmin: | 42 % OJIHOBPEMEHHOM TIpHEME C
O¢aBupens, Jlonunasup: < a¢aBupen3om. Heobxonnmo usberath
600 mr 1 p/cyt (CooTBercTBYET 103€ OJIHOBPEMEHHOTO IPUMEHEHUS
400 mr + 100 mr 2 p/cyr, npenapata JIOITUPUTA 1 pa3 B cyTku
(JTorruuaBup + MIPHHUMAEMOM OTICITEHO) 1 daBupeHsa.
PUTOHABHP,
500 mr + 125 mr
2 p/eyr)
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Hepupanus, JlonunaBup: o3y tpertapara JIOITHPU TA cheryer
200 mr 2 p/cyT AUC: | 27 % yBenuuuth 10 500 mr + 125 mr
Cmax: | 19 % JIBAXJIbI B JIEHD MPHU OJTHOBPEMEHHOM
Cnmin: | 51 % MpreMe ¢ HEBUPAITMHOM.
HyxHo u3berath 0 JHOBPEMEHHOTO
npumenenus npenapata JIOIIMPUTA
1 pa3 B CyTKH 1 HEBUpAIHHA.
OTpaBuUpUH OTpaBUpPUH: Koppekuus 10361 He TpeOyeTcs.
AUC: | 35%
(JTonuuaBup + Chmin: | 45 %

PUTOHABUD, Cmax: | 30 %
400 mr + 100 mMr
2 p/cyT) JlonuHaBup:
AUC: &
Chmin: | 20 %
Cnax: <
PunnuBupun PunnuBupus: OnHOBpEMEHHOE IPUMEHEHHE
AUC: 152 % JIOTIMHABUPa U PUTOHABUPA C
(JIomuuaBup + Cnmin: 174 % PWINUBUPUHOM IIPUBOIUT K

PUTOHABUP, KaIICYJIbI
400 mr + 100 mr

2 p/eyr)

Cmax: T 29 %

Jlonunasup:

AUC: &

Chin: l, 11 %

Cinax: <>

(uarHOMpOBaHKE (PEPMEHTOB
CYP3A)

YBCIMYCHUIO KOHIICHTPAIUH
PUINHMBHpPHHA B TUIA3ME, OJJTHAKO
KOPPEKLMHU JJ03bl HE TpeOyeTCsl.

Anmaeonucmot xemoxunogwoix peyenmopos CCRS

Mapasupoxk

Mapasupoxk:

AUC: 1295 %

Cmax: T 97 %

BBuny uarubupoBanus

CYP3A

JIOIIMHABUPOM + PUTOHABHPOM

Jlo3y MapaBHpOKa CIIEyeT CHU3UTD 10
150 mr 2 pa3a B CyTKH BO BpeMs
OJIHOBPEMEHHOTO IpUeMa C
npenapatom JIOIIMPUTA B no3upoBke
400 mr + 100 Mr 2 pa3a B CyTKH.

Hneubumopul unmezpa3zol

Panrerpasup

PanrerpaBup:
AUC: &
Cmax: «

C12: | 30 %

Jlonunasup: <

Koppekuus 103s1 He TpeOyeTcs.

Cosmecmubiili npuem ¢ Opyeumu uneubumopamu npomeaswl (MUI1) BU9
B cooTBeTcTBUU C YTBEPKIEHHBIMH PEKOMEH/IAIIUSMHU, COBMECTHAS TepAusl C HHTUOUTOPAMHU
IPOTEa3bl, KaK MPaBHIIO, HE PEKOMEHI0BaHA.

®docamnpenasup +
PUTOHABUP
(700 mr + 100 mr

2 p/eyr)

(JlonmuuaBup +
PHUTOHABHP
400 mr + 100 mr

docamnpeHaBup:
KOHIIEHTpALUs aMIIpEeHaBUupa
3HAYUTCIIbHO CHUXXACTCS

CoBMeCTHOE TPUMEHEHHE
MOBBIIIEHHBIX 103 (pocamnpeHaBupa
(1400 mr 2 p/cyT) c nonuHABUPOM +
putoHaBupoMm (533 mr + 133 mr

2 p/cyT) nanyeHTaMu, paHee
MOJTyYaBIIUMHU JICUEHUE UHTMOUTOpaMU
MIPOTEa3bl, MPUBOAUIIO K MOBBIILIEHUIO
4acTOThI HEXKEJIATENIbHBIX SIBJICHUN CO
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2 p/eyr) | ropotBrbKey A HO - Kméaioro -
TPaKTa ¥ MOBBIIICHUIO KOHLIEHTPAITUH
17001 TPUTIIUIEPUIOB TIPU KCIIOIb30BAHUH
KOMOMHUPOBAHHOH CXeMbI 0e3
docamnpeHaBup YBEIUYCHUS BUPYCOJIIOTUICCKOM
(1400 mr 2 p/cyT) 3¢ (HEKTHBHOCTH TIO CPABHEHHIO C

(JIonunaBup +
PUTOHABUP
533 mr + 133 mr

2 p/cyT)

MIPUMEHEHUEM CTaHJapPTHBIX J103
(hocammpeHaBupa/puTOHABUPA.
CoBMecTHOE MPUMEHEHHUE ITHUX JIBYX
MEIULUHCKUX MPENapaToB HE
pexomenayetcs. Heobxonumo
n30eraTb OAHOBPEMEHHOTO
npumeHenus npenapara JIOIIMPUTA
JUIS TIpuemMa

1 pa3 B CyTKM U aMIIpEeHaBHpa.

WNuaunaBup WNHnuHaBup: Jlig 3TOM KOMOMHALMK HE
600 mr 2 p/cyT AUC: < YCTaHOBJICHBI ONTUMAJIbHBIE C TOUKHU
Cmin: 7B 3,5 paza 3peHust 3PHEKTUBHOCTH U
Chnax: | 0€30I1aCHOCTH JO35I.
(Cmax IO OTHOIICHHIO K
unauaasupy 800 mr 3 p/cyT B
BU/JIE MOHOTEPAIIUN)
Jlonunasup: <
(TI0 OTHOIICHHUIO K
II0JIyYEHHBIM paHee JaHHBIM)
CakBuHaBUD CakBuHaBHUD: <> Koppekus 10361 He TpeOyeTcs.
1000 mr 2 p/cyT
Tunpanasup + JlonuHaBup: CoBMecTHOE MPUMEHEHHE ITUX ABYX
pUTOHABUP AUC: | 55% MpenapaToB HE PEKOMEHTYeTCsl.
(500 mr + 100 mr Cmin: | 70 %

2 p/cyT)

Cmax: l 47 %

Hpenapam bl, CHUWJicarouiue KucCjiomHocmas

Omenpazon Omenpazon: <> Koppekuus 10361 He TpeOyeTcs.
(40 mr 1 p/cyT) JlonunaBup: <
Panutuun Panutuaun: < Koppexkuust 10361 HE TpeOyeTcs.

(150 Mr omHOKpaTHO)

Anvghal-aopenoonoxkam

opul

Andy3o3uH Andy303uH: CoBMecTHOE TpUMEHEHUE Tpernapara
B CBSI3U CO CIIOCOOHOCTBIO JIOIIMPUTA u andy3zo3una
JIOTIMHABHpa U PUTOHABUpPA MIPOTHUBOINOKAa3aHO (CM. pazJien
unru6uposats CYP3A «[IpoTuBoIOKa3zaHU») U3-3a
O’KHJIAEeTCsI MTOBBIILIEHUE BO3MOYXHOT'O YCUJIEHUS] TOKCUYHOCTH,
KOHIIEHTpauui andy3o3nHa CBSI3aHHOM C IPUMEHEHUEM
andy3o3uHa, B T.4. apTEPUATIHLHON
TMIIOTEH3UU.
Ananvzemuxu
DeHTaHun denTaHuI: IIpu coBMECTHOM IPUMEHEHUU

YBEIMYCHUE PUCKA PA3BUTHS
00OYHBIX AP (PEKTOB
(yraeTeHue JpIXaHUs,

ceianus) BBUIY Oolee

(denranmnna u npenapara JJIOITMPUTA
PEKOMEHI0BaH TUIATEIbHBIHI
MOHHUTOPHUHT TOOOYHBIX 3P (HEKTOB
(0COOEHHO YrHETeHHUs JbIXaHus U
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BBICOKHX KOHIICHTPAIIUK B

efan

T1a3Me B CBSI3U C
naruouposanrem CYP3A
JIOTIMHABUPOM + PUTOHABUPOM

Anmuanzunanvnole npenapamnbl

Panonasun

Ilo npuunne

uaruouposanns CYP3A
JIOMTMHABHPOM + PUTOHABUPOM
OKUJACTCsl YBEIHMUCHUE
KOHIICHTPALlMU paHOJIa3HHa

CoBMecTHOE IPUMEHEHNE Tperapara
JIOTIIMPUTA u panonasuna
IIPOTHUBOIIOKA3aHO (CM. pa3jien
«[IpoTuBOMOKA3aHUA).

Anmuapummuuecmte npenapambal

AMHOIapoH, AMHOIAPOH, JPOHENAPOH: OnHOBpeMEHHOE TPUMEHEHNE
JIPOHEAPOH KOHIIEHTPAlUX MOTYT npenapara JIOIIMPUTA u
YBEJIUYUBATHCA B CBSI3U C aMuOoJapoHa WIH JIpOHEIapoHa
uaruouposanrem CYP3A MIPOTHUBOIIOKA3aHO (CM. pa3ien
JonMHaBUPOM + putoHaBupoM | «IIpoTuBOIMIOKa3aHUsM») B CBS3H C
PUCKOM Pa3BUTHS apUTMHUH WU
JIPYTUX CEPbE3HBIX HEXKENATEIbHBIX
SIBJICHUI.
Juroxcun Jurokcus: B ciiyyae coBmecTHOro npuema

KOHLEHTpalus B I1a3Me
MOJKET yBEJINYUBATHCS B
CBSI3U C MHIMOUpoBaHueM P-
IJIMKOIIPOTENHA JIONMHABUPOM
+ PUTOHABUPOM.
VYBeJIMYEHHBIN YPOBEHb
JUTOKCHHA MOKET CHUIKAThCS
CO BpEMEHEM 110 Mepe
pa3BUTUS UHAYKLIAN
P-rnmuxonporenHa

npenapara JIOIIMPUTA u nuroxkcuna
TpeOyeTcss OCTOPOKHOCTD, TAKXKE, 110
BO3MOXKHOCTH, PEKOMEH/IyeTCS
MPOBOJIUTH MOHUTOPHUHT
KOHIIEHTpalui aurokcuaa. Ocodoe
BHUMAaHUE CIIEYET YACIATh IPH
npumeHeHuu npenapara JJIOIIMPUTA
MalKueHTaM, MPUHUMAIOIIUM JIUTOKCHH,
TaK KaK 0XKHUJAEMOE PE3K0e
WHTUOUPYIOIlee BIUSHUE PUTOHABUPA
Ha P-TIMKONpOTENH 3HAYUTENBHO
TIOBBINIACT KOHIICHTPAIMIO JUTOKCHHA.
Hauano tepanuu AUTrOKCHHOM y
MalMEeHTOB, TPUHUMAIOIINX TTpernapar
JIOIIMPUTA, BeposTHO, IPUBEIET K
MEHBIIIEMY YBEITMUYCHUIO
KOHLIEHTpAllMU JUTOKCHHA 110
CPaBHEHHUIO C MPEINOIaraeMbIM.

benpuaun, nunokanx
MIPU CUCTEMHOM
MPUMEHEHNUH, XUHHUINH

benpuaun, nuaokauH npu
CUCTEMHOM IIPUMEHEHUH,
XUHUMH:

KOHIEHTPALUU MOTYT ObITh
MOBBILIEHBI TP COBMECTHOM
MIPUMEHEHUH C JIONUHABUPOM
+ PUTOHABUPOM

TpeOyeTcsi OCTOPOKHOCTD, IO
BO3MOXHOCTH PEKOMEHIYETCS
MOHHUTOPHHT KOHIICHTPAIIUU
npernapara.

Anmubuomuxu

Knapurpomuimu Knaputpomunus: Cnenyer npuHUMAaTh BO BHUMaHUE
0KHUJAETCSI YMEPEHHOE CHUKEHUE J03bl KIIAPUTPOMHUIIMHA Y
yBenuuenue AUC MalUEHTOB C HapYIIEHUAMU (QYHKIIUN
KJIAPUTPOMHUIIMHA B CBSI3H C Mo4ek (KIMPEeHC KpeaTHHIHA
naruouposanrem CYP3A <30 mur/muH) (cM. pazaen «Ocodbie

JIOMUHABUPOM + PUTOHABUPOM

ykazanus). Crnenyer ¢
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KJIAPUTPOMHUIIMH BMECTE C MPErapaTom
JIOIIMPUTA manuenTtam ¢
HapyHIeHUSIMHA (DYHKIIMY TTEYCHH UITH
IOYEK.

Ilpomugoonyxonegvle npenapanvl

AdaTuaun6d AdaTtunuo6: Crnemnyert nMposiBISATh OCTOPOKHOCTD

(PutonaBup AUC: 1 py npuMeHeHnn adhaTnHnoa B

200 mr 2 pa3a B cyTkH) | Cmax: 1 COYETaHUU C MPEenapaToM
Crenens yBenuuenus 3aBucut | JIOIIMPUTA. Pekomenaanuu no
OT BpEMEHH BBEACHUS KOPPEKILIUHU J03bl CM. B UHCTPYKLIUU
pUTOHABHpA. st aparuanba. Cnenyer

OCYIIIECTBISATH KOHTPOJIb 3a
B cBsi3u ¢ BeIpakKe€HHBIM IIPOSIBJIEHUEM HEKEIATEIbHbIX
MHTHOUPYIOLTUM peakuuii BO BpeMsi IpUMEHEHUs
JeficTBUEM adaTuHNOA.
JIOTIMHABHpa + pUTOHABHpPA HA
P-rnuxonporenn u BCRP
(6emoK pe3nCTEeHTHOCTH paKa
MoJ10uHOI kene3pl; ABCG2)

Leputunu6 [Tpu npumeHeHnn [Ipu npumeHeHnn LepUTUHUOA
OJIHOBPEMEHHO C OJIHOBPEMEHHO C IIpenapaToM
nonuHaBupoMm + putonasupom | JIOIIMPUTA neobxoaumo cobironats
MOJKET BO3pacTarh 0CO0YIO0 OCTOPOKHOCTb.
KOHIIEHTPALUs B CBIBOPOTKE PexoMeHaimm no KOppeKuu 103b1
BCJICJICTBHE MHTUOMPYIOMIETO | CM. B MHCTPYKIIMHU JJISl IIEPUTUHUOA.
JIeicTBUS KOMOUHAIIUU CrnenyeT oCyIIECTBISTh KOHTPOIb 32
JIOTIMHABHpa U PUTOHABHpPA HA | MIPOSBIIEHUEM HEKEIaTeIbHbIX
uzopepment CYP3A u peakuuii BO BpeMs IPUMEHEHUS
P-rimxonporenn LEpUTUHHOA.

BonbumHCTBO BonbIIMHCTBO HHTUOUTOPOB Heo0OxonuM TimateabHbIH MOHUTOPUHT

UHTHOUTOPOB TUPO3WHKUHA3BI, TAKUX KaK MIEPEHOCUMOCTH TPOTUBOOITYXOJIEBBIX

TUPO3UHKUHA3bI, TAKUX
KakK Ja3aTUHHO,

na3aTHHUO, HUJIOTHHHO,
BUHKPUCTUH M BUHOJIACTHH:

IpenapaTos.

HWJIOTHUHUO, PHUCK YBEIMYEHHS YaCTOTHI
BUHKPUCTHUH U pa3BUTHS HEXKENATEeIbHbBIX
BUHOJIACTUH SBJICHUH B CBsI3U C OoJjee
BBICOKMMH CHIBOPOTOYHBIMU
KOHLEHTPaLUsIMU BBULY
uHruoOuposanus CYP3A
JIOIMHAaBUPOM + PUTOHABUPOM
N6pyTrHIO Bcenencteue nnrubupyromiero | CoBMecTHOE MpUMEHEHHE HOpyTHHHOA

JIEUCTBHUS

JIOMMHaBHUpa + pUTOHABHpA HA
CYP3A MoxeTr npou3onTu
MTOBBIIICHNE KOHIIEHTPALMH B
CBIBOPOTKE

n npenapara JIOIIMPUTA moxer
YBEJIMYUTH PUCK TOKCUYHOCTH,
BKJIIOYAsl PUCK Pa3BUTHsI CHHIAPOMA
nusuca onyxonu. Cienyet nzberarb
COBMECTHOI'O IPUMEHEHUS
nbpyruHnOa U npemnapara
JIOITUPUTA. B cnyuae, ecnu nosib3a
MIPEBBILIAET PUCK, HEOOXOAUMO
npumensTs npenapat JIOIIMPUTA,
IIPY 3TOM YMEHBIINB 103y HOpyTHHHOA

29




COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 18.03.2024 N= 5164

T At e b rOmaa i 00 3]

HAXOJUTHCS MOJI THIATEIILHBIM
HaOJII0ICHUEM Ha MPeIMET MPU3HAKOB
TOKCHYHOCTH HOPYTHHUOA.

Benerokmakc

BBuny narnbupoBanus
CYP3A nonunaBupom +
PUTOHABUPOM

BcenenctBue nHrnbupyromero
JEHCTBUS JIOMMHABUPA + PUTOHABUPA
Ha CYP3A mMoxeT npou3onTu
MOBBIIIICHUE KOHIICHTPAIINH B
CBIBOPOTKE U, KaK CJIe/ICTBUE,
YBEJIIMUEHUE PUCKA PA3BUTHUS CHHAPOMA
JM3HUCa OIyXOJIM B HaYaJie JICYCHUS U
Ha IPOTSHKCHUH (Da3bl yBEITUICHUS
JI03bI (CM. pa3en
«[IpoTHBOIIOKA3aHUS» ¥ HHCTPYKIIHIO
JUISL BEHETOKJIAKCa).

Y nanueHToB, 3aBepmuBInX a3y
YBEJIMYEHUS 103bI U TPUHUMAIOIINUX
MTOCTOSIHHYIO CYTOUHYIO JI03Y
BEHETOKJIaKca, 103y IpernapaTa
CJIeyeT CHU3UTh MUHUMYM Ha 75 %
MIPU OJHOBPEMEHHOM PUMEHEHHUU C
MornHeiMH uHTHOUTOpamu CYP3A
(cm. pazgen «Crocob npuMeHEHHs U
JI03BD» ¥ HHCTPYKIIHIO JIJIS
BeHeTOokKIakca). [larreHThl TOKHBI
HaXOUTHCS MO TIATESIIEHBIM
Ha0JI0/IeHUEM Ha MpeaAMeT IPU3HAKOB
TOKCUYHOCTH BEHETOKJIAKCa.

AdeManukiIno

B cBs13u ¢ nuHrnOupoBaHueM
CYP3A nonunaBupom +
PUTOHABUPOM KOHIIEHTPAIUS
B CBIBOPOTKE MOKET
BO3pacTaTh

Crnenyet u3berath
OJTHOBPEMEHHOTO TIPUMEHEHUS
abemanuiinba u npenapara
JIOIINUPUTA. B cnyuae, ecnu
COBMECTHOT'O IPUMEHEHUS JaHHBIX
npernaparoB n30exarh He yIaeTcs,
Heo0X0IuMa KOPPEKITUS 103
abeManukiIn0a B COOTBETCTBHH C
WHCTPYKILHEH TT0 TPUMEHEHUIO
naHHOTO Tpenapara. Heobxoaum
MOHHUTOPHHT

HEXEIIaTeIBHBIX SBIICHUH, KOTOPHIE
MOTYT OBITh BBI3BAHBI PUMEHEHUEM
abemMarmkiImnoa.

Hepatuuu6

B cBs13u ¢ nuHrHOupoBaHueM
CYP3A

JIOMTUHABUPOM + PUTOHABUPOM
KOHIEHTpALUs B CBIBOPOTKE
MOJKET BO3pacTarh

OnHOBpEeMEHHOE TPUMEHEHNE
HepatuHuOa u npenaparta JIOIIMPUTA
MIPOTHUBOMNOKA3aHO 10 MPUYNHE PUCKA
Pa3BUTHS CEPHE3HBIX W/HIIN
YTPOXKAIOUINX KU3HU HEKETATeTbHBIX
peaKuuii, B TOM YHCIIE
remaTOTOKCHYHOCTH (CM. pa3ien
«[IpoTuBOMOKA3aHUN).

OukopaheHuo,
MBOCHIEHUO

B cBasu ¢
uHruOuposanueM CYP3A

OnHOBpeMEHHOE TPUMEHEHUE
sHKopadennda uim HBOCHICHH0A 1
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JIOTIMHaBUPOM + PUTOHEBUPOM

(bt AOTIHPATA MoAer

KOHIICHTPAUX B CBIBOPOTKEC
MOTI'YT BO3pacCTaThb

YBEIUYUTh CHCTEMHOE BO3/ICHCTBHE
sHKOpadeHnba NI HBOCHICHHOA, YTO
MOJKET MOBBICUTH PHCK CEPHhE3HBIX
HE)KENATEIbHBIX PEaKIUi, TAKUX KaK
ynnuHeHue narepsaia QT.

Ananyramug ITockonbky ananyraMus CHMIXEeHHe CUCTEMHOTO BO3JCHCTBUSA
ABJISIETCS npenapata JIOIITMPUTA moxer
YMEpPEHHBIM/CUIIbHBIM IPUBECTHU K [IOTEPE BUPYCOIOTUYECKOM
unaykropom CYP3A4, sto peakuuu.
MOJKET IIPUBECTU K CHMXKEeHHIO | Kpome Toro, oiHOBpeMEeHHOE
CHUCTEMHOTI'0 BO3/ICUCTBUS MIPUMEHEHHUE anaayTamMuaa u
JIONIMHABHUPA + PUTOHABUPA. npenapara JIOIIMPUTA moxer
MPUBECTU K CEPbE3HBIM
Konnenrpanuu ananyraMuja | HeXXeJIaTeJbHBIM pEaKusM, BKIIOYas
B CBIBOPOTKE MOT'YT CyJI0pOrH, U3-3a 00jee BBICOKOM
BO3pacTaTh B CBS3M C KOHIICHTPAIIUU arnanyTaMua.
unruouposanrem CYP3A OnHOBpEeMEHHOE MPUMEHEHHE
JIOTIMHABUPOM + anajyTamua u mnpernapara
PUTOHABUPOM. JIOIINUPUTA npoTuBoIiokasaHo
(cM. paznen «[IpoTUBOMOKA3aHUSY).
Anmuxoazynanmaol
Bapdapun Bapdapun: Pexomennyercs oTciiexxuBarTh
COBMECTHOE BBEJICHHE C MEXyHapOIHOE HOPMAJIM30BaHHOE
JIOTIMHABUPOM + puToHaBUpoM | oTHoleHue (MHO).
MOYET BO3JEHCTBOBATh HA
KOHIIEHTPAIUIO B CBS3H C
unaykuuen CYP2C9
Puapoxcaban PuBapoxcaban: CoBMecTHBIN TTpHeM pUBapoKkcadaHa u
AUC: 1153 % npenapata JIOIITUPUTA moxer
(PutonaBup Cinax: 755 % YBEJIUYHUTH CUCTEMHOE BO3/CICTBUE
600 mr 2 paza B cytku) | BBumy unrubupoBanus puBapokcabaHa, 9YTO MOKET IMOBBICUTH
CYP3A u P-rnmukonporenHa PUCK KPOBOTEYCHHUS.
JonHaBUpOM + putoHaBupoM | [Ipumenenue puBapokcabaHa He
PEKOMEHIOBAHO MaI[UEHTaM,
MOJIYYaOIIUM COIYTCTBYIOIIYIO
tepanuto npenaparom JIOITMPUTA
(cMm. pazaen «OcoOble yKazaHHs).
Bopanakcap [Ipu onHOBpEeMEHHOM OnHOBpEMEHHOE IPUMEHEHHE

MPUMEHEHUH C JIONUHABUPOM
+ PUTOHABUPOM MOKET
BO3pacTaTh KOHLEHTPALUs B
CBIBOPOTKE BCIIEACTBHE

MHTHOUPYIOIIEro AeUCTBUS Ha
CYP3A

BOpamnakcapa ¥ rperapara
JIOTIMPUTA He pekomeHryeTcs (cM.
paznen «Ocolble yKa3zaHUsS» U
MHCTPYKIIMIO JJIsl BOpamakcapa).

Ilpomueocyooposcuvie npenapamul

denuronn

MOEHUTONH:

PaBHOBECHBIE KOHIIEHTPAIUU
YMEPEHHO CHUIKAJUCH B
pe3ynbTaTe UHAYKIINH
CYP2C9 u CYP2C19 npu
JNIEUCTBUH

Crnenyet nposiBIsATh OCTOPOKHOCTD
Mpy TpUMEHEHUU (DEHUTOWHA B
COUYETaHUH C MpenapaTom
JIOITMPUTA. Heobxoaumo
KOHTPOJIHPOBATh YPOBEHb (hEHUTOUHA
TP COBMECTHOM MPUMEHEHHUH C
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JIOIMMHABUpa + PUTOHABHpA.

(bEnalaroN AOFVIPTTA Aph 7=

Jlonuuasup:

KOHIICHTPALUH MOTYT
CHUKATbCS BBUY UHIYKIIUU
CYP3A ¢penutonnom.

COBMECTHOM IPUMEHEHHUH C
(heHUTOMHOM MOJXKET IMOTPEOOBATHCS
YBEJIIMYCHUE JTO3BI

JIOTIMHABUpPa + PUTOHABHPA.
Koppekuust 10361 HE ObLTa N3YYCHA B
KJIMHAYECKOU npakTtuke. HeoOxoaumo
n30eratb OAHOBPEMEHHOTO
npumeHenus npenapara JIOIIMPUTA
1 pa3 B cyTku U ()eHUTOMHA.

Kap6amazenun u
denobapOuTan

Kap6amazenuH:

IPH OAHOBPEMEHHOM
MIPUMEHEHUH C

JIOTIMHABUPOM + PUTOHABUPOM
MOJKET BO3pacTarh
KOHIIEHTPAIIUS B CBIBOPOTKE
BCJIE/ICTBUE UHTHOUPYIOILIETO
nericrtust Ha CYP3A.

Jlonunasup:
KOHIIEHTPALUX MOTYT
CHUKATbhCS 110 PUYNHE

Cremyet mposIBIISATE OCTOPOKHOCTh
NpY IPUMEHEHUH KapOamas3enuHa uin
(henobapOuTaIa B COUCTAHUH C
npenaparoM M. Crieayer
KOHTPOJIUPOBATh YPOBCHb
kapbamazenuHa u ¢penodbapouTana npu
COBMECTHOM IPUMECHEHUH C
npenapatom JIOITUPUTA. ITpu
COBMECTHOM TPUMECHEHUH C
kapOamazenuHoM U (eHobapOuTaioMm
MOJKET MOTPEOOBATHCS YBEIUUYCHUE
JI03bI JIOMIMHABUPA + PUTOHABHUPA.

unaykuun CYP3A Koppekuust 10361 He ObLTa H3y4eHa B
KapOaMa3ernmHOM U KIMHUYEeCcKoU mpakTrke. Heooxoanmmo
dhenobapOuTaIoMm. n30eratb OJHOBPEMEHHOTO
npumenenus npenapata JIOIIMPUTA
1 pa3 B cyTku U KapOamas3enuHa u
(denobapburana.
JIaMOTpHIKUH U JlaMOTpUIKUH: Heo6xoanMo TiatenbHo
BaJIbIIpOAT AUC: | 50 % KOHTPOJIMPOBATh MAllUEHTOB Ha
Crax: | 46 % IIPEIMET CHI)KEHHUS JENCTBUS
Chmin: | 56 % BaJIBIIPOEBOI KUCIIOTHI TIPH
OJTHOBPEMEHHOM MPUMEHEHUU
BBuny nHayknnu npenapata JIOIITUPUTA un
TIIIOKYPOHMIA3Bbl, BAJIBIIPOEBOM KHUCIOTHI MU
MeTaboIU3upYyIOLIeH BaJIbIIpOATa.
JaMOTPUIKUH. IManrenTam, HaYaBUIMM WIIH

Bansnpoar: |

IPEKpaTUBIIMM IPUEM Ipenapara
JIOITMPUTA BO Bpems
COIYTCTBYIOIIEr0 NpUeMa
HOJIEPKUBAIOLINX J103
JaMOTPHJDKUHA: /1032 JIAMOTPUJKIHA
MOJKET OBITh YBEJIMYEHA B CIIyyae
JIOTIOJTHUTEIBHOTO MTpHeMa Ipernapara
JIOITMPUTA wnu ymeHbIIEHA B
cllydae mpeKpalleHus npruema
npenapata JIOIITMPUTA; B cBsi3u ¢
YeM JIOJIKEH MPOBOJUTHCS MOHUTOPUHT
JaMOTPUJIKUHA B IJIa3M€, B YaCTHOCTH,
710 U B T€UEHHUE 2 HeJlelb Mociie Havasa
WJIM NIPEKpAIlEeHus IpUeMa Ipernapara
JIOIIMPUTA, ¢ 1enpro moHUMaHus
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THE06XSAMOCTh KOPDex b OBRH 10361

JaMOTPUJIKUHA.

IlanpeHTaM, IpUHUMAIOLIKM IIpenapar
JIOITMPUTA u HayaBIIUM IPUEM
JaMOTPUJDKUHA, HE TpeOyeTCst
KOPPEKLUsI PEKOMEH1yeMOTr0
YBEJUYCHHUS 03Bl JJAMOTPHUJIKHHA.

Anmuoenpeccanm bl U AHKCUOJIUMUKU

Tpa3o10H 0AHOKPATHO
(PutonaBup
200 mr 2 p/cyr)

TpazonoH:
AUC: 1B 2,4 paza

ITocne coBMecTHOrO
MIPUMEHEHHUS TPa30J0HA U
pUTOHaBHpa HAOIIOJAINCH
HEeXeNaTelIbHbIC SIBJICHUS B
BU/IC TOIIIHOTHI,
TOJIOBOKPYKEHHUS,
apTepuaIbHOW TMIIOTEH3UU U
00MOpOKOB

HewusBecTHO, BBI3BIBAET JIN
KOMOMHAIMS ¢ IpernapaToM
JIOIIMPUTA cxonHoe yBeIMYECHUE
KOHIICHTPALIUU TPa30JI0Ha.
KomOuHnanuio cienyer NpuMeHsTh ¢
OCTOPOXKHOCTBIO, TAKXKE CIETYET
paccMOTpeTh BO3MOKHOCTh
MpUMeHEeHHst 6oJiee HU3KUX 7103
TPa300Ha.

Ilpomueozpudkoevie npenapamot

Kerokonazon u Kerokonaszon, He pexomenayercss npUMeHATh
UTPAKOHA30J]1 UTPAKOHA30JI: BBICOKHE J]03bl KETOKOHA30J1a U
IPU OAHOBPEMEHHOM WUTpaKOHAa30J1a
MIPUMCHEHHUH C (> 200 mr/cyTkn).
JIOTIMHABUPOM + PUTOHABUPOM
MOJKET BO3pacTarh
KOHIIEHTPAIlUs B CBIBOPOTKE
BCJICJICTBHE UHTUOUPYIOIIETO
nericteusa Ha CYP3A
Bopukonason Bopukonasomn: Crnenyet usberaTb NpUMEHEHUS
KOHIIEHTPALlMU MOTYT BOPUKOHA30J1a OJHOBPEMEHHO C
CHUKATbCA HU3KUMHU J103aMU PUTOHABUPA

(100 mr 2 p/cyt), comeprxarierocs B
npenapate JIOIIMPUTA, 3a
UCKJIFOUEHUEM CITy4aeB, KOTAa
IpeArnoaraeMas 1moJjib3a Takoro
JIEYSHMS MTPEBBIIACT MOTEHIUATIBHBIN
PUCK I MaCHTA.

Ilpomusonodazpuueckue npenapamol

Konxununa
OJTHOKPATHO
(PutonaBup
200 mr 2 p/cyT)

Konxunuh:
AUC: 7 B 3 paza
Cmax: T B 1,8 paza

BBuny nHrHOMpoBaHuUs
P-rimkonporenHa u/niam
CYP3A4 putonaBupom

[IpoTrBONOKA3aHO COBMECTHOE
npumenenue npenapata JIOIITMPUTA
Y KOJIXMIMHA MallMEeHTaM C MOYEeYHOU
WJIM TIEYEHOYHOW HEJ0CTaTOYHOCTHIO
BBH/1y MOTEHI[MAIILHOTO YBEITUYEHUS
CBSI3aHHBIX C KOJIXUIMHOM CEPbE3HBIX
HEeXeJlaTeNbHbIX PeaKlni, TAKMX KaK
HEHPOMBIIIEYHAs] TOKCUYHOCTh
(BKITFOUAs pabAOMHOIN3) (CM. pa3aesbl
«IIporuBomnokazanus» u «Ocodbie
ykazanus»). [lanuenTam ¢
COXpaHEHHOH (pyHKIMeH moYeK 1
MI€YEHHU CJIeIyeT CHU3HUTDH JOSUPOBKY
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Tt kHa Wit oTARGHbTs TipelTapar,

eciu TpedyeTcs Tepanus mpenapaTom
JIOTIMPUTA. JIonoJHUTENBHYIO
MH(OPMAIIHUIO CM. B MHCTPYKITUH 110
MPUMEHEHHUIO KOJIXUIMHA.

Anmuzucmamunnvle npenapantol

ActeMm3ou,
tepdenaaun

[Ipu orHOBpEMEHHOM
MIPUMEHEHUU C

JIOTTMHABUPOM + PUTOHABHPOM
MO>KET BO3PacTaTh
KOHIICHTPAIIUs B CBIBOPOTKE
BCJIC/ICTBUE UHTHOUPYIOIIETO
nevicteust Ha CYP3A

OIHOBpEeMEHHOE IPHMCHEHHE
npenapata JIOITUPUTA c
aCTEeMHU30JI0M U TepPEeHATUHOM
HPOTHBOIIOKA3aHO H3-32 BO3MOKHOTO
YBEJINYCHHUS PHCKA PA3BUTHS TSDKEIIBIX
apUTMUH B pe3yJibTaTe MpHeMa dTHX
npenaparoB (cM. pazzen
«[IpoTuBOMOKa3aHUN).

AnmubaxkmepuanbHole npenapamaol

@Dy3ua0Bas KUCIOTa

@y3ua0Bas KACIOTA:
KOHIIEHTPAIUU MOTYT
YBEJIMUUBATHCS B CBA3H C
unrubuposanueM CYP3A
JIOTIMHABUPOM + PUTOHABUPOM

CoBMecTHOE TPUMEHEHHUE TIperiapara
JIOITMPUTA u py3unoBoii KUCTIOTHI
IIPOTUBOINOKA3aHO TIPH WH(EKIIHSIX
KOXHM U MATKUX TKaHEeH BBUIY
YBEJIIMUCHUS PUCKA BOSHUKHOBCHHSI
HE)KeNaTeNbHBIX SBJICHUH, CBSI3aHHBIX C
(Gy3uI0BOI KHUCIOTOM, B YaCTHOCTH,
TaKUX Kak padioMuon3 (CM. pa3es
«[IporuBonokazanus»). [Ipu
NPUMEHEHUH B Cily4ae WH(EKIIMOHHBIX
3a00J1€BaHU KOCTEH U CyCTaBOB, TJIe
COBMECTHOE MPUMEHEHUE MpenapaToB
SIBJISICTCST HEU30C)KHBIM,
PEKOMEH]IyeTCs TIIATeNbHOE
KJIMHMYECKOE HaOII0/IeHNE Ha TIPEIMET
pa3BUTHS HEXKETATEeNbHBIX SBIECHUHN CO
CTOPOHBI MBIIIICYHON CHCTEMBI (CM.
paznen «OcoOble yKa3aHus»).

AnmumuxkodaxmepuaivHvle npenapamaol

benaxsunun
(omHOKpaTHAs 103a)
(JTormHaBUp +
PUTOHABUP

400 mr + 100 mr

2 p/cyT, MHOTOKpPATHO)

benaxsumua:
AUC: 122 %

Cmax: «

bonee BbpakeHHOE BIUSHUE
Ha KOHIICHTPAITHIO
OeIaKBUIMHA B IJIA3ME MOXKET
HaOIIOaTHCS TIPU
IUIATEIHFHOM COBMECTHOM
MIPUMEHECHHH C JIOMUHABUPOM
+ PUTOHABUPOM.

BepositHo nHrHOupoBanue
CYP3A4 o Bo3eliCTBHEM
JIOTIMHABUpPA + PUTOHABHPA.

B cBs13u ¢ puckom pa3BuTHs
HEeXeJIaTeNIbHbIX SIBICHUH, CBI3aHHBIX C
npuMeHeHneM OeakBUINHA,
KOMOUHaIMK OeJaKBUIIMHA U
npenapara JIOIIMPUTA cnenyer
n3berateb. B cinyuae, eciu mons3a
MIPEBOCXOIUT PUCK, COBMECTHOE
MIpUMEHEeHHE OeTaKBUIIMHA C
npenapatoM JIOIIMPUTA canenyer
MIPOU3BOJIUTH C OCTOPOKHOCTHIO.
Pexomenyercst GoJee yacThlii
aNeKTpoKapanorpapudeckuit
MOHHUTOPHHT ¥ KOHTPOJIb 32 YPOBHEM
TpaHcamuHa3 (cM. pazaen «Ocoobie
yKa3aHHUs» U HHCTPYKIIMIO T10
MIPUMEHEHHUIO JUIsl O€JTaKBUIIMHA).

JlenamaHu
(100 mr 2 p/cyT)

JlenamaHu;
AUC: 122 %

B cBsi3u ¢ TeM, uTO O[] BO3/IEHCTBHEM
DM-6705 noBslaeTcst puck
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(JromuHaBHp +

DM-6705 (akTuBHBIN

&b i ephioa OTEC i)

PHUTOHABHP METa0OJHT JAeaMaHuIa): HEOO0XOAUMOCTU IPUMEHEHUS

400 mr +100 Mr AUC: 130 % JleJIaMaHua OJHOBPEMEHHO C

2 p/cyT) npenaparom JIOIIMPUTA
bonee BbpakeHHOE BIUSHUE | PEKOMEHJOBAH OYE€Hb YaCThIN
Ha KoHLeHTpauo DM-6705 B | monutopunr OKI' Ha npoTskeHun
1a3Me BO3MOXKHO MPHU BCEro Nepro/ia JeueHus JelaMaHuIoM
JUIUTETIbHOM COBMECTHOM (cm. pazgen «OcobOble ykazaHus» U
MPUMEHEHUU C JIONUHABUPOM | HHCTPYKIHUIO MO IPUMEHEHHIO JIJIS
+ PUTOHABUPOM. JieJIaMaHua).

Pudabyrun, Pudabyrun (ucxomnoe [Ipu mpumMeHeHuy ¢ IpemnapaTom

150 mr 1 p/cyT

JIEKApCTBEHHOE CPEJICTBO U
€ro akTUBHBINA MeTa00IuT 25-
O-ne3anerun):

AUC: 1 B 5,7 paza

Cmax: T B 3,5 paza

JIOIIMPUTA pexomeHnnoBaHHas 103a
pudadyruna cocrapiser 150 mr 3 paza
B HEJIEJIIO B YCTAHOBJICHHBIE JJHU
(Hampumep, MoHeIeIbHUK-Cpea-
MATHUIIA).

Heo0OxonuM TiaTenbHbIA KOHTPOIIb 32
00yCIOBICHHBIMH pU(PaOYyTHHOM
HeXeNaTeIbHBIMU SIBJICHUSIMH,
BKJIFOYAsi HEUTPOIICHUIO U YBEHUT,
KOTOpBIE MO>KHO OKUAATh MPU
MOBBIIIEHUU CUCTEMHOTO BO3JICHCTBUS
pucdadyruna. [Tanuentam, KoTopbie
IJI0XO MEPEHOCHT 103y prudadyTruHa
150 mr 3 paza B Henelno,
PEKOMEHIyeTCs AaJIbHENIIEe
CHIKeHHUE 703b1 10 150 mr 2 pa3a B
HeZeNto (B yCTaHOBJICHHBIE JTHN).
Cnenyer uMeTh B BUAY, YTO 1032 2
pasa B Hezento 1o 150 Mr MoXeT He
o0ecneynTh ONTUMAILHOTO 3HAYEHHUs
AUC pudabytrHa, 4T0 MOXKET
MIPUBECTH K PUCKY PA3BUTHUS
YCTOMYMBOCTHU K pU(paObyTHHY U
HeaddhekTuBHOCTH JeueHus. s
npenapata JIOIITMPUTA xoppexuus
J103bl HE TpedyeTcsl.

Pudamnunun

Jlonunasup:

3HAYUTEIbHOE CHI)KEHUE
KOHIICHTPAIW JIOMHABHPA
MOYKET HaOJI0AAaThCs B CBSI3U C
unaykimein CYP3A
pUaMITUIITHOM

CoBMecTHOE MpUMEHEHHE Tpernapara
JIOTIMPUTA ¢ pucdamnumninom He
PEKOMEHYETCsl, TOCKOJIbKY CHU)KEHHE
KOHLIEHTPaLUi JIONUHABUPA MOKET
3HAYUTEIbHO CHU3UTD
TepaneBTHYECKU 3 ek
nonuHaBupa. Koppexuus 1031
npenapara JIOIIMPUTA no 400 mr +
400 mr (t.e. mpenapat JIOIITMPUTA
400 mr +

100 mr + puronasup 300 mr) 2 pa3za B
CYTKH I103BOJIsJIa KOMIIEHCUPOBAaTh
MHIYLUPYHOLIEe JeHCTBHE
pudamnuuuna Ha CYP3A4. Onnako
TaKasi KOPPEKIHs 103bI MOXKET
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et MRS

aktuBHOCTH AJIT/ACT n
HapYUICHUSIMH CO CTOPOHBI
JKEITYJOYHO-KHILIEYHOT' O TpakTa. B
CBA3U C YEM, 3a UCKIHOUEHUEM KpaliHen
HE0OXOIMMOCTH, TAKUE TPENapaThl He
clieIyeT NPUMEHSTh OJHOBPEMEHHO.
Ecnu coBmecTHOE IPUMEHEHHE
Hen30eXHO, TO MOBBIIICHHAS 1032
npenapara JIOIIMPUTA 400 mr +
400 Mmr 2 pa3a B CyTKH MOXET OBITh
MPUMEHEHA ¢ pU(aMITUIIMHOM TTPU
TIIATEILHOM TE€PAIeBTUYECKOM
JIEKapCTBEHHOM MOHUTOpUHre. Jl03a
npenapara JIOIITMPUTA moxeT ObITh
MOBBILLIEHA TOJIBKO I1OCJIE Havaia
BBEJICHUS pudaMIuiHa

(cM. paznen «Oco0Oble yKa3aHus»).

Aunmuncuxomuueckue npenapamal

Jlypasunon BBuny nHTHOMpOBaHUS CoBMecTHOE MPUMEHEHHE C
CYP3A Jypa3u0HOM MPOTUBOIIOKA3aHO
JIOTTUHABUPOM + (cMm. pasaen «[IpoTHBOIMOKA3aAHUS).
PUTOHABUPOM, OKUACTCS
YBEIMYECHUE KOHLEHTpALUI
JTypa3uoHa
[Mumo3sua B cBsi3u ¢ nHTHONpOBaHHEM OnHOBpEeMEHHOE MPUMEHEHHE
CYP3A nonunaBupom + npenapara JJIOIIMPUTA u numo3una
PUTOHABUPOM OXKUIAETCS MPOTUBOMOKA3aHO B CBSI3U C PUCKOM
YBEJIUYECHUE Pa3BUTHS CEPHE3HBIX
KOHIICHTpAIlUi MMMO3H/1a reMaTOJIOTHUYECKUX OTKJIOHEHUH U
JPYTUX CEPbE3HBIX HEXKENATEIbHBIX
SIBJICHUH B PE3yJIbTaTe IIPUEMa 3TOrO
npemnapata (CM. pazzen
«[IpoTHBOMOKA3aHUNY).
KBeTnanuu W3-3a uHruOUpoBaHUs CoBMmecTHOE TPUMEHEHHE Tpenapara
CYP3A JIOTIMPUTA u kBeTnanuHa
JONUHABUPOM + PUTOHABUPOM | IPOTHUBOIIOKA3aHO, TAK KAK OHO MOKET
0KHMJIa€TCS YBETUUCHUE YBEJIUYHUTH BEPOSITHOCTD Pa3BUTHS
KOHIIEHTpAll1 KBETHAIIMHA CBSA3aHHOM C KBETHAIMHOM
TOKCHUYHOCTH.
benzoouazenunut
Mmunazomam Munazonam juis mpueMa [Ipenapar JIOITUPUTA

BHYTpb:
AUC: 1B 13 pa3

Muna3zoiam,
napeHTepaibHOE
MIPUMEHEHHUE:
AUC: 7 B 4 paza

BBuny unrubupoBanus
CYP3A

IIPOTUBOIOKAa3aHO IPUHUMATH
OJIHOBPEMEHHO C IPUMEHEHHEM
MU1a301aMa BHYTPb (CM. pasnen
«[IpotuBorokazanus»), a npu
MIapeHTEPAIIbHOM IIPUMEHEHUN
MU1a301aMa clieyeT coOnro1aTh
0c00yr0 0CTOpPOXXHOCTD. [Ipuem
npenapara JIOIITMPUTA
OJIHOBPEMEHHO C NTapEHTEPAIbHBIM
MIPUMEHEHHEM MUJa30JiaMa CleayeT
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JIOTIMHaBUPOM + PUTOHEBUPOM

({bGe0utth’s Ottt mhreHcHBRoi

TE€panuy Wik B aHAJIOTUYHBIX YCIOBUSIX
C ENBI0 YCHJICHHOTO KIIMHUYECKOTO
MOHUTOPHUHTA U HAJUICIKAIIETO JICUCHHS
B CJIy4ae pa3BUTHS YTHETEHUS
JBIXaHUS U (MJIM) UTUTEIbHON
ceparuu. MoskeT moTpedoBaThCs
KOpPEKLHUs 1036l MUAa30J1aMa,
0COOEHHO MPH MMOBTOPHOM BBEJICHUH
JAHHOTO TIpenapara.

Azonucmol 6emaz-adpeHopeuenmopos (01umeabHo20 0elicmeus)

Canmerepoi

Canmerepout:

KOHIICHTPAIlUU MOTYT
YBEJIMYUBATHCS BBU]LY
uaruoupoBanns CYP3A
JIOTIMHABUPOM + PUTOHABUPOM

KomOunupoBaHHOE IprUMEHEHHE
MO>KET YBEITUUUTH PUCK Pa3BUTHS
HE)KeJaTeIbHbIX SBJICHUN CO CTOPOHBI
CEepIEUYHO-COCYIUCTOM CUCTEMBI,
CBSI3aHHBIX C TPUMCHECHUEM
caJiMeTeposia, BKIIIoYas yATuHEHHE
unrepBaia QT, yuamenue
cepaueOreHns U CHHYCOBYIO
TaXWUKap/JUIO, B CBSI3U C YEM
COBMECTHOE MPUMEHEHHE Mpenapara
JIOIINUPUTA u canmerepona He
pexomenyercs (cM. paznen «Ocolbie
YKa3aHU).

BﬂOKamopbl Kaibueeblx Kanaioe

demonunuH,
HUDeUIHH 1
HUKAPIUTTAH

®denoaunuH, HUETUTHH 1
HUKapIUIHH:

KOHLEHTPALUU MOT'YT
YBEJIMUUBATHCS B CBS3H C
unruduposanueM CYP3A
JIOTIMHaBUPOM + PUTOHABUPOM

[Ipu npumenenun 3Tux
JIEKapCTBEHHBIX MPENapaToB
OJIHOBPEMEHHO C IIpenapaToM
JIOITUPUTA pexomenayercs
OCYIIECTBIATh KIMHUYECKUI
MOHMTOPHHI TEPANIEBTUYECKOTO

s dexTa 1 HeXKENATeIbHBIX SIBJICHUM.

Inokokopmuxocmepou

obl

[excamera3on Jlonunasup: [Ipn npumeHneHnn 3Toro
KOHLIEHTPALMX MOTYT JIEKapCTBEHHOT O Tpernapara
CHU)KATbCs BBULY UHJIYKIIUU | OJTHOBPEMEHHO C IIpenapaToM
CYP3A nexcamerazoHOM JIOIINPUTA pexkomennyercs
OCYIIECTBIATh KIMHUYECKUI
MOHHUTOPHHT IIPOTUBOBUPYCHOMN
3 PEKTUBHOCTH.
@dnyTHKa30Ha dyTHKa30Ha PONHUOHAT, Bonee BbIpaskeHHOE NEMCTBUE MOXKHO
[IPOIIMOHAT, 50 MKTr MHTpaHa3aJIbHO 4 paza | OKUIATh IPHU MHTATSALAOHHOM
OyznecoHu, B JICHb: NpUMEHEHUH (IIyTHKa30Ha
TPUAMIIMHOJIOH MpHU npornuoHara. Coo0nianoch 0 pa3BUTHH
MHTAJISIUOHHOM, KOHIIEHTpalus B Iu1a3me | CUCTEMHBIX 3(h(heKTOB
UHBEKIIMOHHOM HIIN [IIIOKOKOPTUKOCTEPOUI0B, BKITIOUAs
MHTpaHa3aJIbHOM ypoBeHb KopTu3ona | 86 % cunapom Muenko-KymmHzra u
MPUMEHEHUN Mo/iaBjieHue (PYHKIIMH HAJIIOYECYHUKOB

y MAIMEeHTOB, MOJyYaBIINX JOMUHABUP
+ PUTOHABUP COBMECTHO C
¢iryTHKa30HA IPOIMOHATOM B BUJIE
WHTJSIIAN WM HHTPAHA3aJIbHO; TAKHE
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(bl MOTyT 6o AT ca Wi

WCIIOJIb30BAHUU APYTUX
[IIIOKOKOPTUKOCTEPOHI0B, META00IU3M
KOTOPBIX OCYILECTBIISCTCS 10 ITyTH
P4503A, nanmpumep, Oyzneconua u
TPUAMIIUHOJIOHA.

CrnenoBaTenbHO, COBMECTHOE
npumenenue npenapata JIOIITMPUTA
Y ATHX TIIIOKOKOPTHUKOCTEPOUIOB HE
pPEKOMEHAYETCs, KpOME CITydaeB, Koraa
MOTEHIIMATIbHAS 0JIb3a JICUEHUS
MIPEBBIIACT PUCK Pa3BUTHS CUCTEMHBIX
3¢ (HEeKTOB IIFOKOKOPTUKOCTEPOUIOB
(cMm. pasaen «OcoOble yKa3zaHHs»).
Crnenyet paccMaTpuBaTh CHUKECHHE
JI03bI TITFOKOKOPTUKOCTEPOUIA C
TIIATETbHBIM KOHTPOJIEM MECTHBIX U
CHCTEeMHBIX 3((HEKTOB, WK
MEepeKIII0YeHUE Ha
TIIFOKOKOPTUKOCTEPOUIbI, KOTOPBIE HE
sBisitoTcs cyocrtpatom CYP3A4
(manpumep, 6extomeTasoH). bonee
TOTO, B CITy4ae OTMEHBI
TIIFOKOKOPTUKOCTEPOHIHBIX
MPEerapaToB MOKET MOTPEOOBATHCA
MIOCTETIEHHOE CHIKEHUE JI03bI Ha
MPOTSDKEHUH JUITUTEIIEHOTO BPEMEHH.

Huzubumoput pocgpoouscmepaszvt 5 muna (®J13-5)
ABanadui ABaHadu: CoBMmecTHOE TpUMEHeHHe aBaHaduiIa u
(puTOoHaBUpP AUC: 1B 13 pa3 npenapata JIOIITMPUTA
600 mr BBuny nnru6upoBanus IIPOTUBOIIOKA3aHO (CM. pa3ien
2 p/cyr) CYP3A nonunaBupom + «[IpoTuBOMOKA3aHUA).
PUTOHABHPOM
Tananadun Tananadwr: J1st ieueHus JerOYHOM TUTIePTEH3UHU:
AUC: 1 B2 paza COBMECTHOE NIPUMEHEHUE NIpenapara
JIOIIMPUTA u cunnenadpuna
BBuny nnrubupoBanus IIPOTUBOIIOKA3aHO (CM. pa3ien
CYP3A4 «IIpotuBomnokazanus»). CoBMECTHOE
JIOTIMHaBUPOM + pUTOHaBUpOM | puMmeHeHue npenapata JIOIITMPUTA
U Tajanaduia He PeKOMEHyeTCsl.
JLns JieyeHus SpeKTUIBLHON
UCHYHKIINU:
CrnenyeT NpUMEHSThH C OCTOPOKHOCTHIO
U OCYLIECTBIIATH TIIATEIbHbIN
Cunnenadr Cunnenadur: MOHUTOPHHT HEXEIATeIIbHBIX SIBJICHUH,
AUC: 1B 11 pa3 TaKUX KaK apTepHUalibHas TUIIOTEH3HS,

BBuny nnrubupoBanus
CYP3A
JIOTTMHABUPOM + PUTOHABUPOM

00MOpOK, HapyIlIeHUE 3pEHUS U
JUTATENIbHAs SPEKIHsl, IPU IPUMEHEHUU
cuieHadguIa uin Taganaduna
MaIeHTaM, MoJy4YaroluM JIeUeHHe
npenapatom JIOIIMPUTA (cMm. paznen
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COBMECTHOM IIPUMEHEHUU C
npenaparoM JIOITMPUTA no3e1
cwiieHaduIa He JODKHBI MPEBBINIAThH
25 mr B TedeHue 48 4acoB, a J03BI
Tajanaduia He JOJKHBI PEBBIIIAT
10 Mr xkaxkaple 72 Jaca.

Bapnenadun

Bapnenadui:
AUC: 1 B 49 pa3

BBuny uHruoupoBanus
CYP3A

JIOIIMHABUPOM + PUTOHABUPOM

CoBMecTHOE TPUMEHEHHE
BapJeHaduiIa 1 mpenapara
JIOIINMPUTA npoTtuBomokazaHo (cM.
paszzaen «IIpoTuBONOKA3aAHHSY).

AnKanouowvl cnopvinvu

Juruaposproramus,
9ProOHOBHH,
ProTaMuH,
METHIIPrOHOBHH

IIpu otHOBpEMEHHOM
IIPUMEHEHUH C

JIOTIMHABUPOM + PUTOHABUPOM
MOJKET BO3pacTarh
KOHLEHTpALUs B CBIBOPOTKE
BCJIEJICTBHE UHTUOUPYIOLIETO
neiicteust Ha CYP3A

OnHoBpeMEHHOE TPUMEHEHNE
npenapara JIOIIMPUTA u ankanounnon
CTIIOPBIHBH MTPOTHBOIIOKA3aHO, TaK KaK
OHO MO>XET MPUBECTU K OCTPOI
TOKCHYHOCTH CITOPBIHBH, BKITIOYAS
BA30CIa3M U MILEMHIO (CM. pa3jen
«[IpoTuBOMOKA3aHUNY).

Cmumynamopot momopuxu KKT

Hu3zanpun

IIpu otHOBpEeMEHHOM
IIPUMEHEHUH C

JIOTIMHaBUPOM + PUTOHABUPOM
MOJKET BO3pacTaTh
KOHLEHTpALUs B CBIBOPOTKE
BCJIEJICTBHE UHTUOMPYIOLIETO
nericteusa Ha CYP3A

OnHOBpeMEHHOE TPUMEHEHNE
npenapara JIOIIUPUTA c
[IU3APUIOM POTUBOIIOKA3aHO M3-32
BO3MOXXHOTO YBEIIMYCHHS PUCKA
Pa3BHUTHUS TSKEIBIX APUTMUN B
pe3ysbTare npueMa 3TOoro rnpemnapara
(cMm. pazaen «[IpoTHBOIMOKA3AHUS).

Anmazonucmul peuenm

opog I'nPI’

1aroymKc

DJaroyvKc sBIAeTCs
c1a0bIM/yMEpEHHBIM
unaykropom CYP3A,
KOTOPBI MOKET YMEHbIIATh
CHUCTEMHOE BO3JICHCTBHE
JIONIMHaBMpa + pUTOHABHpa

OnHOBpEeMEHHOE NPUMEHEHNE
3J1arojiMKca ¢ mpenapaTom
JIOITMPUTA MOXET yBEIUUUTH
KOHIIEHTPALIMIO AJIarojimKca myTeM
unruoduposanust OATP, CYP3A u P-
[JINKONIpOTenHa. M3BeCTHBIE CEphE3HbIE
HeXeJlaTeJIbHbIE peakluu pH
IIPUMEHEHNH 3JIaroJIuKca -
CYHLIUJAIIbHBIE MBICIIH U TIOBBILICHHE
YPOBHS IIEYUEHOYHOIN TpaHCAaMHHAa3Bbl.
Kpowme Toro, smaronukc siBigercs
cJ1a0bIM/yMEPEHHBIM HHIYKTOPOM
CYP3A, KOTOpBIIf MOKET YMEHBLIATh
CHUCTEMHOE BO3/EHCTBHE JONNHABUpa +
putoHaBupa. HeoOxoaumo oOpaTuThes
K UHCTPYKIIMH 10 MEJULIUHCKOMY
MIPUMEHEHHUIO 3J1aroJIuKca Jis
MOJTy4eHUs HHPOPMALIUH O 103aX
3J1arojiuKca Mpu NPUMEHEHHUH C
cuibHBIMU HHrHOUTOpamu CYP3A4.
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Onbacsup +
rpa3onpeBup

(50 mr + 200 mMr
1 p/eyr)

DnbacBup:

AUC: 1 B 2,71 paza
Cmax: T B 1,87 paza
C24: 1 B 3,58 paza

['pazonpeBup:

AUC: 1B 11,86 paza

Cmax: T B 6,31 paza

Co4: 1 820,70 pa3za
(xoMOMHAIIMU MEXAHU3MOB,
BKJII0Yasi MHTUOMPOBAaHUE

CYP3A)

JlonuHaBup: <

OnHOBpeMEHHOE TPUMEHEHNE
anbacBupa + rpa3onpeBupa c
npenaparom JIOIIUPUTA
MIPOTHUBOIIOKA3aHO (CM. pa3aedn
«[IpoTuBOMIOKa3aHUN).

Omburacsup +
apuTanpeBup +
pUTOHABUD;
nacaOyBup

(25 mr + 150 mr + 100
mr 1 p/cyT;
400 mr 2 p/cyr)

JlonnuuaBup +
pUTOHABUP
(400 mr + 100 mr

2 p/eyr)

OmburacBup: <>
[TapuTanpesup:

AUC: 1 B2,17 pa3za
Crax: T B 2,04 pasa
Cirough: T B 2,36 pa3a
(uHTHOMpOBaHUE
CYP3A/adpdmokcHbix
MIePEHOCUYUKOB)

HacaOyBup: <

JlonuHaBup: <>

Omburacsup +
napuTanpeBup +
PUTOHABHP

(25 mr + 150 mr +
100mr 1 p/cyr)

Jlonunasup +
PUTOHABUP
(400 mr + 100 mr

2 p/eyr)

OmburacBup: <>

[TapuTanpesup:
AUC: 1 B 6,10 paza
Cmax: 1 B 4,76 paza
Citrough: T B 12,33 paza

(uHruOMpoBaHUE
CYP3A/adpdmrokcHbIx

MIEPEHOCUYUKOB)

Jlonunasup: <

CoBMecTHOE TPUMEHEHNE
MPOTHUBOIIOKA3aHO.

Jlonurasup + puronasup 800 mr + 200
Mr | pa3 B CyTKH TaK)ke IMPUMEHSUIUCH
C OMOHMTAcBUpPOM + MapuTanpeBUpom +
PUTOHABUPOM B KOMOMHAIINU C
nacabyBupom i 0e3 Hero. Dddekr
[TITTJ] n nonmmHaBUpa ObLT
WACHTUYHBIM HAOII0AaeMOMY TIPH
MPUMEHEHHH JIOIMHABHPA U
putonasupa 400 mr + 100 mr 2 pa3a B
CYTKH (CM. pa3zaen
«[IpoTuBOMOKA3aHUN).

I'mekanpeBup +
NUOpPEHTACBUD

B cBs13u ¢ nHrnOupoBaHueM
P-rimuxonporenna, BCRP n
OATPI1B nonunaBupoM +
PUTOHABUPOM KOHIEHTpaLUU
B CBIBOPOTKE MOTYT
YBEJIMYUBATHCSA

OnHOBpEMEHHOE TPUMEHEHNE
npemnapara JIOIIMPUTA u
riieKanpeBupa + nuOpeHTacBupa He
PEKOMEHTyeTCs N3-3a MOBBILIEHHOTO
pucka nossiiieHust ypoBHs AJIT,
BBI3BAHHOTO POCTOM KOHIIEHTPAaLUU
IJIEKaIpeBUpa.
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CodocOyBup + KonuenTpanun codocoysupa, (O droBpeherHOC TipTMeHehTe. J -]
BEJIIIaTacCBUp + BEJIIIaTaCBUpa U npenapata JIOITUPUTA n
BOKCHJIAITPEBUP BOKCHJIAIIPEBHPA B CHIBOPOTKE | codocOyBUpa + BenmaTracBupa +

MOTYT YBEIMUYUBATHCS
BCJIEJICTBHE UHTMOMPOBAHUS
P-rnmukonporenna, BCRP u
OATP1B1/3 nonuHaBupom +
puToHaBupoM. TeM He MeHee,
TOJIBKO yBEJIMYCHUE
BO3JICUCTBUS BOKCHJIAIIPEBUPA
CUMTAETCS KIMHUYECKUM
3HAYUMBIM.

BOKCHWJIalIpCBHUPa HEC PCKOMCHAYCTCHA
H3-3a BOBMOKHOT'O YCHUJICHHA
TOKCUYHOCTH.

Hnzuoumopwvt npomeaszwvt BI'C

bouenpesup
800 mr 3 p/cyT

bouenpesup:
AUC: | 45 %
Crnax: | 50 %
Cnmin: | 57 %

JlonuHaBup:
AUC: | 34 %
Cmax: | 30 %
Chin: l, 43 %

CoBMmecTHOE IPUMEHEHHUE TIpenapara
JIOITNMPUTA wu GonenipeBrpa He
PEKOMEHIYETCS.

CumenpeBup
200 Mr exxeTHEBHO
(putonaBup 100 mr

2 pleyt)

CumenpeBup:
AUC: 1B 7,2 paza
Cmax: T B 4,7 pa3a
Cmin: 17 B 14,4 paza

CoBMecTHOE IPUMEHEHHUE Ipernapara
JIOIIMPUTA u cumenpeBupa He
PEKOMEHIYETCSL.

TemanpeBup
750 mr 3 p/cyT

Temanpesup:
AUC: | 54 %
Cmax: l 53 %
Chmin: l, 52 %

Jlonunasup: <

CoBMecTHOE TPUMEHEHHUE Ipenapara
JIOIINUPUTA wu tenanpeBupa He
PEKOMEHAYETCS.

Pacmumenvnuoie Jiekapc

MEBEHHblE npenapantbl

[Tpenapatsl 3Bepo00st
(Hypericum
perforatum)

Jlonunasup:

KOHIIEHTPAIIUH B TJIa3Me
MOTYT CHUXKAThCSI BBUY
unaykuun CYP3A
mperapaTamu, CoIepKanuMu
3BepoOoit

[IpenapaTsl, coaeprkamiye B COCTaBe
3Bepoboit (Hypericum perforatum), ue
clenyeT NIpUHUMAaTh B KOMOMHAINH C
JIOTIMHABUPOM U pUTOHaBUpPOM. Ecin
MAlUEHT YK€ IPUHUMAET MpernapaThl
3Bepo00s, ClieyeT HEMEIJIEHHO
MPEKPATUTh IPUEM TaKUX MPENapaToB
1 110 BO3MOXXHOCTH IIPOBEPUTH
BUPYCHYIO HAarpy3Ky. YPOBHU
JIOTIMHABHpa U PUTOHABHpA B IJIa3Me
MOTYT YBEIHUUTHCS MOCTIE
MpEeKpalleHus pruemMa 38epooosl.
MoskeT noTpeboBaThCs KOPPEKLIUS
no3sl npenapara JIOIIMPUTA.
WNunynupoBanHblil 3pdexT MoxeT
COXPAHSTHCS B TEUEHHE 2 HEJIENb
ocJie MpeKpalieHust JIeUeHUs
npernaparamu 38epo0os. Takum
o0pasoM, mpueM npenapara
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(HOHVPTA MoAer Obis ratat qepes

2 HezeNu MOoCIe MPeKpalieHus npuemMa
MpernapaToB 3BEpoOOs.

Hmmynooenpeccanmul

[uknocnopus, [uiocnopuH, cupoaumMyc Pexomenayercst 6oJiee 4acThiii
CUPOJIUMYC (panamMuIIiH), TAKPOJIUMYC: KOHTPOJIb TePareBTHUECKON
(pamaMuIIvH), KOHIIEHTPAllUd MOTYT KOHIIGHTpALIUU JI0 T€X MOp, MOKa
TaKpOJIUMYC YBEJIMYUBATHCS B CBS3H C YpOBEHb 3THUX MPENaparoB B IIa3Me He

unruouposanueM CYP3A
JIONMHABUPOM + PUTOHABUPOM

cTabunm3upyercs.

Huzubumopul kunazl

docramarnanO

VBennueHne KOHIEHTpaluu
MeTrabonuTa hoctaMaTuHUOA
R406

OnHOoBpeMEHHOE TPUMEHEHNE
(hocramaTnHuOa U TIpemnapara
JIOITMPUTA MOXeT yBEIUUUTh
CUCTEMHOE BO3/eiicTBHE MeTabonuTa
¢docramarnanba R406, aTo MmoxkeT
MIPUBECTH K HEXKeENAaTeIbHBIM
peaKIusiM, 3aBUCUMBIM OT JI03bI, TAKHUM
KaK TeraTOTOKCUYHOCTh U

HEUTPONIECHUS.
Ilpenapamul, nonudicaroujue KOHUEHMPAYUIO TURUOOE
JloBacTaTuh, JloBacTaTuH, CUMBacTaTHH: ITockonpKy NOBBILIEHHE
CUMBAaCTaTHH BBIPAKEHHOE NOBBILICHHE KOHIIeHTpauui uHruoutopoB I'MI -
KOHIEHTpAIUH B IJIa3Me KoA-penykra3bl MOKET BbI3BATh
BCJIE/ICTBHE MHUOINATHIO, BKJIIOYasi OCTPBIA HEKPO3
uHruouposanus CYP3A CKEJIETHBIX MBIIIL, IPOTUBOIIOKA3aHO
JIOTIMHaBUPOM + PUTOHAaBUpOM | puMeHsATh npenapat JIOIIMPUTA B
KOMOMHAIMK C TUMH IpernapaTamMu
(cM. paszgen «IIpoTHBOMOKA3aHUSY).
ATopBacTaTH ATopBacTaTuH: OnHOBpeMEeHHOE TPUMEHEHNE
AUC: 1 B 5,9 paza npenapata JIOITMPUTA c
Cmax: T B 4,7 paza aTOPBACTATHHOM HE PEKOMEH/TYETCSI.
[Tpu HEOOXOIMMOCTH OHOBPEMEHHOTO
BBuny uarubupoBanus npumenenus npenapata JIOIIMPUTA
CYP3A C aTOPBACTaTUHOM CJIEAyeT COOII01aTh
JIOTIMHaBUPOM + PUTOHABUPOM | OCTOPOXKHOCTD, JOJKHBI IPUMEHSATHCS
HauMeHbIIHE Y PEKTUBHBIE T03BI
aTopBacTaTHHA.
PozyBactatun PozyBacTatus: CrnenyeT NposiBISITh OCTOPOKHOCTD U
20 mr 1 p/cyt AUC: 1 B2 pa3za CHIDKATh 7103y pO3yBacTaTHHA MPU

Cmax: T BS5 pas

Po3syBacTratvd B HauMeEHbILIEH
CTENeHH MeTab0IN3UpyeTCs

OJTHOBPEMEHHOM MPUMEHEHUH C
npenapatom JIOIIMPUTA (cMm. paznen
«Oco0ble yKa3aHusm).
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MOCNEOUBATENEROCTE 0003)

CYP3A4, yto npuBoaut K

YBEJIUYCHUIO KOHLICHTPAIlU B
Iu1asMe.

MexaHu3M B3auMOICHCTBUS
MOJKET OOBSICHATHCS
MHTUOMPOBAHUEM TPAHCIIOPTA

OEIKOB.
®nyBacTaThH WX @yBacTaTUH WIH Ecnu mokasaHo JiedeHre HHrHOUTOpOM
MpaBacTaTUH MpaBacTaTUH: I'MI'-KoA-penykTasbl, peKOMEHIYETCS
KJIIMHUYECKH 3HAYUMOTO MIPUMEHATDH MPABACTATUH WU
B3aUMO/ICHCTBUS HE (bayBacTaTUH.
OKUJAETCS.

IIpaBacraTtuH He
Metabonusupyercs CYP450.

®nyBacTaTuH
YaCTUYHO METab0IU3UpPYeTCs
CYP2CO.

Jlomuranuyg WNuaruburoper CYP3A4 OnHoBpeMEHHOE TPUMEHEHNE
YBEJIMYMBAIOT KOHLIEHTPALMIO | JIOMUTANKJIA C IpernapaToM
JIOMUTANKIA B IJIa3Me, a JIOIINPUTA npoTtuBorokaszaso (cM.
MOLIHbIE UHHOUTOPbI paznen «IIpoTuBONOKa3aHUY).

YBEITUYUBAIOT KOHIICHTPALIUIO
MpUMEpHO B 27 pas.
Bcenencreue

unrubuposanus CYP3A
JIOTIMHABUPOM + PUTOHABUPOM
KOHIIEHTPAIIUHU JIOMUTAMH/Ia
MOTYT YBEITHUNBATHCS.

Onuouowt

Bynpenopdun Bbymnpenopdun: < Koppexkuust 10361 HE TpeOyeTcs.
16 mr 1 p/cyt

Meranon MeranoH: | Pexomenayercs KOHTPOJIb YPOBHS

MCETaJJOHA B ITJIa3MC.

0paJ1bele KoHnmpauyenmuebl

OTUHUIICTPAIUOI OTUHUIACTPAUON: | B ciydae coBMeCTHOTO IpUMEHEHUs
npenapata JIOITUPUTA c
KOHTpAIeNTUBAMH, COJEPKALUMHU
STUHWIACTPAINOI (HE3aBUCUMO OT
(opMBI KOHTpALIETIIIIH, HAIPUMED,
OpaJIbHBIN Ipernapar WiH IIacTbIpb),
HE00XO0AUMO HUCIIOIb30BATh
JOITOJIHUTECIIBHBIC METO/IbI

KOHTpALENILUN.

Ilpenapamul 05 newenus HUKOMUHOBOU 3A6UCUMOCHIU

bynponvon BynponvoH n ero akTUBHBII Ecnu npumenenue 6ynpornuoHa
METa0OoIUT — OJIHOBPEMEHHO C IIpenapaToM
TUAPOKCUOYIIPOITUOH: JIOIIMPUTA npusHaercs
AUC 1 Crax | ~ 50 % HEOOXOAUMBIM, CIIEYeT OCYILECTBIISATh

TIIATEIbHBIH KOHTPOIb

Taxol 23 pexT BbI3BaH TEPANEBTUYECKOTO IEHCTBUS U HE
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yCHIIEHHEM MeTaboIH3Na I hERilats PeROMOR Ty eM YO 103y |
OymnpornuoHa HECMOTps Ha HaOJII0JaeMyI0

VHYKIHUIO.

3amecmumenvhasn mepanusa npenapamamu mupeoudubtx 20PpMOHOB

JleBoTHpOKCUH B nocrperucrpaunoHHbII Crenyetr KOHTPOJIMPOBATH YPOBEHb
nepuo ObUIN MOJTyYEHBI TUPEOTPOITHOTO TOPMOHA Y MALIUEHTOB,
COOOILIEHUs O CIyYasx NOJIy4aBUIMX JICYEHUE
[OTEHLIUAJIbHOTO JE€BOTUPOKCUHOM, KaK MUHUMYM, B
B3aUMOJICUCTBUS TE€YEHUE NEPBOro MeCsLa MOCIe Hayana
PUTOHABUP-COAEPKAIINUX W/WIA OKOHYAHUS Tepanuu

npenaparoB u Jieotupokcuna | npenapatom JIOIIMPUTA.
Cocyoopacuwuparouiue npenapamaot

bozenran JlonuuaBup + pUTOHABHP: Crnenyet nposiBISITH OCTOPOKHOCTD
CHU)KEHHME KOHLIEHTpaluil IIpY IPUMEHEHUH TIpenapaTa
JIONIMHABUPA U PUTOHABUPA JIOITUPUTA c 603entanom. Korga
BBuy uaaykiun CYP3A4 npenapat JIOIITMPUTA npumensercs
003eHTaHOM. napasuieIbHO ¢ O03EHTaHOM, CIIelyeT
bosenran: KOHTPOJHPOBATH YPPEKTUBHOCTD
AUC: 1B 5 pa3 tepanuu BY u ocyiiecTBiATh
Cmax: T B 6 pa3 KOHTPOJIb 32 IMallMEHTaMH Ha MPEIMET

Pa3BUTHS MIPOSIBIICHUH TOKCHYHOCTH

B Havane Tepanuu 003eHTaH 003eHTaHa, 0COOEHHO BO BpeMsI IEPBOil
Chmin: T mpuOnM3uTensHO B 48 | HEeIM COBMECTHOTO IPHUMEHEHUS

pas. Ipernaparos.

BBuny nHrnoupoBanus

CYP3A4
JIOIMHABUPOM +
PUTOHABUPOM.

Puonuryar IIpn npumenennn OnHOBpeMEHHBIN IPUEM PUOLIUTYaTa C
OJIHOBPEMEHHO C npenaparoM JIOIIMPUTA ne
JIOTTMHABUPOM + PUTOHABHPOM | peKoMeHayeTcs (cM. pasaen «Ocoobie
MOJKET BO3pacTaTh YKa3aHUsD» U UHCTPYKIHIO JUIS
KOHIIEHTpALUs B CBIBOPOTKE puonuryara).

BCJIEJICTBHE UHTUOMPYIOLIETO
JIECTBUS JIONMMHABUpa +
putoHasupa Ha CYP3A n
P-rnukonporens.

pyaue nexapcmeennuvle npenapamoi

Ha ocHoBe n3BecTHBIX MeTabONMYECKUX MPOPHIIEH HE OKUAAECTCSA KIMHUYECKU 3HAUMMBIX
B3aumozeiicTeuil mexay npenaparoM JIOIIMPUTA u nanicoHom, TpUMETONIPUMOM,
CyJb(haMeTOKCa30JI0M, A3UTPOMHUIITHOM WIIH (DITYKOHA30JI0M.

Oco0ble ykazaHus

Iayuenmel ¢ conymcmesyowumu 3a0071€6aHUAMU

Hapywenue ¢pynxkyuu neuenu

BbezonacHocth u 3¢h(heKTUBHOCTD JIONMMHABUPA + PUTOHABUPA HE ObLIA YCTAHOBJIEHA Y MALlMEHTOB
CO 3HaYMMbIMU HapyuieHussiMd QyHkuuu nedeHu. llpemapar JIOIIMPUTA nporuBonokasan

MNanucHTaM € TAKCIIBIMHA HAPYHICHUAMU (I)YHKI_II/II/I INCYCHU (CM. pasaci «HpOTHBOHOK%&HHH»).
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AHTUPETPOBUPYCHYIO TEPAINHIO, UMEIOT IOBBIIIEHHBIM PUCK Pa3BUTHUS TSDKEIBIX U MOTCHLIUAIBHO
OMACHBIX JUISI JKM3HM HEKEJIaTeJIbHBIX pEaKUuil co cTopoHbl IedeHH. [lpu npoBeneHUH
COIIYTCTBYIOIEH MPOTUBOBUPYCHOM Tepanmuu renatutoB B u C HeoOXoauMo cienoBaTh
YKa3aHUSAM COOTBETCTBYIOUINX MHCTPYKIUH MO0 IPUMEHEHHUIO.

VY NanueHTOB C yK€ CYILECTBYIOUIMM HapylleHHeM (DYHKIUHM IEYEHH, BKJIOYas MALUEHTOB C
XPOHMYECKHM aKTUBHBIM T€MIaTHUTOM, Yalle pa3BUBAIOTCS HapyleHUs (QYHKIUH Me4eHu Ha (oHe
KOMOMHUPOBAaHHON aHTUPETPOBUPYCHOH Tepanuu. Takue MalMEeHThl AOJDKHBI HAOIIOAATHCS B
COOTBETCTBUH CO CTaHIAPTHOW KIMHUYECKOH MpakTHKOW. B ciaydae yxyameHust wim o00CTpeHus
3a00J1€BaHUs [I€YEHHU Y TAaKUX MMALUEHTOB CIEAYET PaCCMOTPETh HEOOXOIUMOCTb MPEPhIBAHUS UIIH
IPEKPALLEHUS JICUEHHUS.

Coo0manoch O TMOBBILIEHUM YPOBHS TpaHCAaMMHA3 C IIOBBIIICHHMEM WM ©O€3 IOBBIILICHUS
KOHIIeHTpauuu Ommmpyonna y BUY-1 MmoHOMH(DUIIMPOBAaHHBIX NAIIMEHTOB U Y JIUII, MOTyYaBIINX
npopMIaKTHYECKOe JeUeHHe I0CiIe UHTEHCUBHOIO Kypca JeueHMs dyepe3 7 JHeH mocie Hayaja
TEpanuy JIONMMHABUPOM/PUTOHABUPOM B COUYETAHMHM C JPYTUMH aAHTUPETPOBHUPYCHBIMHU
npenapatamy. B HEKOTOpBIX ciydasx HapylleHns QyHKINUU eUYSeHH HOCUIM TSKEIIbIN XapakTep.
Jlo Hauana Je4eHusl JONMMHABUPOM/PUTOHABUPOM JOJDKHBI OBITH MPOBEACHBI COOTBETCTBYIOIINE
nabopaTopHble HCCIEIOBaHUA. 3a TAKMMM HalMEHTaMU CJeIyeT YCTaHOBUTH TIIATEIbHbBIN
KOHTPOJIb BO BPEMsI JICUEHHUS.

Hapywenue gpynkyuu nouex

[TockonpKy MOYEYHBbIN KIMPEHC JIONMMHABHpPAa U PUTOHABHpPA HE3HAUYMTEICH, HE O0XKHMJIAeTCs
NOBBIIIIEHNE KOHLEHTpPAIMM B IUIa3M€ KPOBHM Y MAIMEHTOB C HapylleHHeM (QYHKIUH MOYeK.
[TockonpKy JIONMHABUP M PUTOHABUP IPOYHO CBS3BIBAIOTCA C O€IKaMU IUIa3Mbl KpPOBH,
MaJIOBEpOSTHO, YTO OHM OyIyT 3HAYMMO YyJAJIEHbl C TMOMOINBIO TEeMOJUAIN3a MU
NEPUTOHEAILHOTO 1HaIH3a.

TI'emoghunusn

CooOmranocs 00 yCUJIEHUH KPOBOTEUEHHH, BKJIIOUasi CIOHTAHHBIE KOYKHBIE TEMAaTOMBI U TEMapTPO3
y MauueHToB ¢ remoduiueil Tmma A u B, momydaBmmMx jeuyeHHMe MHTMOUTOpPaMHU MpPOTeasbl.
HekoropeiM manmentam pomnosHuTenbHO npumeHsnu ¢akrop VIII. bonee uwem B mosoBuHE
3apETUCTPUPOBAHHBIX CIy4YaeB JIEYEHHE HHTUOMTOpAaMH TNpoTea3bl ObUIO MPOJOKEHO WU
BO300HOBJICHO MOCIIE MPUOCTAHOBKHY JieueHUs. bbula ycTaHOBIEHa IPUUNHHO-CIIECTBEHHAS CBSI3b,
XOTS €€ MEeXaHU3M OCTaeTcs HeBbIACHEHHBbIM. [lamueHToB ¢ remodminell HeEoOX0aUMO
IPeIyNpPEaUTh O BEPOSATHOCTU YCUIIEHUS! KPOBOTEUEHHUH.

Ilakpeamum

CooOmanioch 0 ciydasx NaHKpeaTuTa y MAlUEHTOB, MOJy4YaBUIMX JIOMMHABUDP + PUTOHABUD,
BKJIIOYas MAIMEHTOB, Y KOTOPHIX pa3BWJIaCh THIIEPTpUIIIMLEpUeMus. B GOJbIIMHCTBE CiiydaeB y
MAlMEHTOB B aHAMHE3€ MPUCYTCTBOBAJ MAHKPEATUT U (WUJIM) COIYTCTBYIOIIEE JICUEHUE JIPYTUMU
JIEKapCTBEHHBIMU CPEACTBAMM, CBA3aHHBIMU C PA3BUTHEM ITAHKPEATUTA.
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nankpearuta. [lanmmentsr ¢ BUU-unbekueli mo3aHeit cTaauu MOTYT UMETh 00Jiee BHICOKUN PUCK
NOBBILIECHUS] KOHLIEHTPALUK TPUIIIMLIEPUIOB U PA3BUTHS IAHKPEATUTA.

B03MOXHOCTh pa3BUTHS MaHKpeaTHUTa HEOOXOAMMO MMETh B BHUAY IPH IMOSBICHUH KIMHUYECKHX
CUMITOMOB (TOIIIHOTA, PBOTA, 0OJIb B JKMBOTE) WJIM OTKJIOHEHHUH 1aOOpaTOPHBIX TMOKa3aTesield OT
HOpPMBI (TIOBBIIIEHHWE KOHLIEHTPALlMKM JIMNAa3bl WIA aMuia3bl B ChIBOpOTKe). llamuentsr c
IIEPEYUCIIEHHBIMU  TPU3HAKAMM  WIA  CHUMITOMAMU  JIOJDKHBI  MIPOMTH  JIOIOJHUTEIBHOE
oOcienoBaHue, a B ciy4yae MOATBEPXKIACHUS JIMAarHo3a IMaHKpeaTHTa JieUeHUEe Ipernaparom
JIOITUPUTA cnenyet mpuocTanoBUTH (cM. pa3aen «I[lo6ouHoe aeiicTBHEY ).

Cunopom eoccmanogieHus uMMyHumema

Y Buu-MHQUUUPOBAHHBIX MAIMEHTOB C TSDKEIBIM HMMMYHOIS(PUIIMTOM HAa MOMEHT HadJaja
KOMOMHHMpOBaHHOU aHTUpeTrpoBupycHOU Tepanuu (KAPT) mMoxxeT pa3BUThCS BOCHATUTENbHAS
peakuus Ha OECCUMITOMHBIE WJIM OCTATOYHbIE OMMOPTYHUCTHYECKHE MH(EKLIHU, YTO BEIAET K
CEpbE3HBIM KIMHUYECKH 3HAUUMBIM COCTOSIHHSIM HJIM yCYT'YOJIEHHIO CUMITOMOB. Takue peakiuuu
OOBIYHO HAOJIIOJIAIOTCS B TIEPBBIC HECKOJIBKO HEAenb WM MecsieB mnociie Hadaia KAPT. B
KAauecTBE IMpPHUMEpa MOKHO IPUBECTH LIUTOMETAJIOBUPYCHBIM PETUHUT, JUCCEMUHUPOBAHHBIE M
(nK) OKaIM30BaHHBIE MUKOOAKTEpUATbHbIC MH(EKIINU U ITHEBMOHUIO, BBI3BaHHYIO Pneumocystis
jiroveci. Crenyer IOMOJHHUTENLHO OLEHHUTH JIIOOBIE BOCHAIMTEILHBIE CHMOTOMBI H IPH
HE0OXOIMMOCTH HAa3HAYUTh JICUECHUE.

Takxe ©Ha (QoHe CcHUHAPOMA BOCCTAaHOBIEHUS HUMMYHHUTETAa COOOIIATOCH O Pa3BUTHH
ayTOMMMYHHBIX 3a0ojieBaHUM (Takux Kak Oosie3Hb ['peiiBca). OnHako BpeMsl 1O HACTYIJICHUS
TaKUX HapyLIEHWH BapbUpPYeT, U OHU MOTYT Pa3BUTbCS MHOIO MECSILEB CIYCTs IOCIE Hadaia
JICUYEHUS.

Ocmeonekpos

XOTsl ATHOJIOTHSI CUMTAETCS MHOTO(GAKTOPHOH (BKJIHOYasi IPUMEHEHHUE TIIFOKOKOPTUKOCTEPOUIOB,
yIOTpeOIeHHE AJIKOTOJIsA, TSXKEIYyI0 MMMYHOCYIPECCHIO, BBICOKHI MHAEKC Macchl Tena), Cilydau
OCTEOHEKPO3a OBLIHM 3apeTUCTPUPOBaHbI y nanuenToB ¢ BUY-undekueli no3aueit craanu u (Mim)
NOJYYalOIUX B TEYEHHWE JUIUTEIBHOIO BPEMEHH KOMOMHUPOBAHHYIO aHTHPETPOBHPYCHYIO
tepanuio (KAPT). [Tanuentam cienyer oOpaTUTHCS K Bpady B ciaydae MOSBIEHUS JIOMOTHI, 00U
WM CKOBAHHOCTH B CYCTaBaxX U IPH 3aTPYJHEHUU JIBUKEHUS.

Yonunenue unmepeana PR

JlonuHaBup + PUTOHABHUP MOXKET BBI3BIBATH YMEPEHHOE OECCHMNTOMHOE YAJIMHEHHE MHTEpBaja
PR y HekoTOpbIX 3A0pOBBIX B3pOCIbIX [100poBOibIEB. Co00manoOCh O pEeAKUX Cciaydasx
aTPUBEHTPUKYJIAPHOH Oynokansl 27 u 3™ cTemeHn y manMeHTOB, MOMyYarOIMX JIONHMHABHP +
PUTOHABUP, C COIMYTCTBYIOLIUMH OpPraHMYECKUMH 3a00JIeBaHMSIMH CEpllla U CYIIECTBYIOUIUMHU
paHee OTKJIOHEHUSMH CO CTOPOHBI IPOBOJALIEM CHUCTEMBI CEpALla, WIM Yy NAUEHTOB,
NPUHUMAIOIINX JIEKAPCTBEHHbIE Ipenaparbl, KOTOpble YyIIMHAIOT uHTepBan PR (mampumep,
BepanaMmuil W atazaHaBup). Takum nammentam mnpemnapar JIOIIMPUTA cnenyer Ha3zHauaTh C
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OCTOPOXKHOCTBIO. (MOCNEOOBATENEHOCTL 0003)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Macca mena u nokazamenu 0oOMeHa 6euyecme

Ha ¢one aHTHpeTpOBUPYCHOH Tepanmuy MOXET YBEIWYMBATHCA Macca Tella, KOHICHTpauus
JUIKAJOB U TJIIOKO3bl B IUIa3Me KpoBU. Takue M3MEHEHUs YaCTHYHO MOTYT OBbITh CBS3aHbI C
KOHTpoJieM 3a0oiieBaHusi U 00pa3oM >ku3HU. CyIIeCTBYIOT 3HAYMMBIC CBUICTEIBCTBA CIHMSIHHUS
JeYCHHUs] Ha YyBEJIMYEHUE KOHLEHTpauuu JunuaoB. OJHAKO yOEIWTENBHBIX JaHHBIX O CBS3H
YBEIMYEHUSI MACCHI Tella ¢ KaKUM-TM00 KOHKPETHBIM JIe4YeHHEeM HeT. MOHUTOPHHT KOHIICHTPALUU
JUNKAJOB UM TJIOKO3bl B IUIa3M€ KpPOBM HEOOXOJMMO MPOBOAMTH B COOTBETCTBHM C
pa3paboTaHHBIMU PYKOBOACTBaMH 110 JiedueHno BUY-undexiun. Hapymenus mumuaHoro ooMeHa
HE00X0IMMO KOPPEKTUPOBATh B COOTBETCTBUHU C KIMHUYECKOH HEOOXOAMMOCTBIO.
B3aumooeiicmeue c Opyzumu n1ekapcmeenHviMu npenapamamu

[Tpenapat JIOIIMPUTA conep>kuT B cocTaBe JOMUHABUP U PUTOHABUP, 002 U3 KOTOPBIX SBISIOTCS
unruouropamu  m3opepmenta CYP3A mmroxpoma P450. BepositHee Bcero, nomnuHaBup -+
PUTOHABHp  TOBBIIAET  KOHIEHTpPAMM B  IUIA3M€  NpenapaToB,  MeTa0OJIM3UPYEMBbIX
npeumymniectBeHHo CYP3A. TloBblmeHHe  KOHIEHTpPAMM  OJHOBPEMEHHO  Ha3HaYaeMbIX
IIPENapaToB B IIJJa3M€ MOXKET NPUBECTU K YCHICHUIO WM IPOIJICHUIO HMX TEpaneBTUYECKOIO
JNEHCTBUS M Pa3BUTUIO HEXKENATEeNbHbIX sBIEHUN (cM. pasgensl «lIpoTuBonokaszanus» u
«B3aumogpeiicTBue ¢ ApyruMH JeKapCTBEHHBIMU CPEICTBAMU).

Morunbie uaruoutopel CYP3A4, takue kak MHrMOMTOpBI IPOTEa3bl, MOI'YT YCHJIMBATh JEUCTBHE
OeaKBWIMHA, YTO IOTEHLUAIBHO MOXKET YBEJIWYUTh PUCK PAa3BUTUS IOOOYHBIX PpEaKIH,
CBSA3aHHBIX C OeJakBUIMHOM. TakuM oOpa3oM, NpUMEHEHHUs OeIaKBWIMHA OJHOBPEMEHHO C
JIONMMHABUPOM + PUTOHABUPOM ClieAyeT u3beraTb. TeM He MeHee, ecli OKuJaeMasi 1oJib3a TaKoro
JICYEHUsT TPEBBIIIACT MOTEHUMAIbHBIH PHUCK, CJIEAYyEeT TMPOSIBISTH OCTOPOXKHOCTH  IIPU
OJTHOBPEMEHHOM TpPHUMEHEHUHM OeaKBWIIMHA C JIONMHAaBUPOM + pUTOHABUpOM. Pexkomenmyercs
Oosee yacThli 3JEKTpPOKapAHOrpadUUECKUi MOHUTOPUHI U KOHTPOJIb 3a YPOBHEM TpaHCaMHHa3
(cM. pazzen «BzaumopeilicTBue ¢ IPYTMMH JIEKAPCTBEHHBIMU CPEACTBAMU» M HMHCTPYKIHIO I10
MPUMEHEHHUIO JUIsl OeJaKBUIIMHA).

CoBMecTHOE TNpUMEHEHUE JelamMaHujga ¢ MoIHbIMEH uHruoburopamu CYP3A (Takumm Kak
JIOTIMHABUP + PUTOHABUP) MOXKET YCHUJIMBATh JAEHCTBHE METabOJIMTa JelaMaHu]a, KOTOPbIM, Kak
M3BECTHO, MOXKET yJUIMHATH MHTepBas QTc. B cBA3M ¢ 3TMM mnpu OJHOBPEMEHHOM IPUMEHEHUU
JelaMaHugia ¥ JIONMHAaBHpa + pUTOHaBHpa TpelOyercsd odeHb 4YacThlii MoHuTopuHr OKI' Ha
INPOTSKEHUM BCETO NEPUOAA JICYEHHs JelaMaHuIoM (cM. pasnen «BsaummopneicTBue ¢ apyrumu
JIEKapCTBEHHBIM CPEACTBAMI» U MHCTPYKIIUIO JJIs AeJlaMaHu/1a).

Coobmanoch 00 YrpoKaloUMX KH3HH PpEaKIUsX W CMEPTENBbHBIX HCXO0JaX M0 MpPUYHMHE
JIEKapCTBEHHBIX B3aUMOJICHCTBUH Y MAIIMEHTOB, MTOJy4aBIIUX OJHOBPEMEHHO KOJIXUIUH U MOIIHBIE
unruouropsl CYP3A, Ttakue kak putoHaBup. Ilpumenenune mnpenapara JIOIIMPUTA
OJIHOBPEMEHHO C KOJXWUIIMHOM, NAaleHTaM C HapylleHneM (QYHKIMM T[OYeK WM TEeYeHH,
npoTuBonoka3aHo (cMm. pasgensl «lIpoTuBomokazanusi» u «BzaumoneiictBue ¢ JApyrumu
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JIEKAPCTBEHHBIMH CPEICTBAMM). (MOCNENOBATENEHOCTE 0003)

ITpuem npenapara JIOIIMPUTA B coyeTanuu co CaeayrOlUMU JIEKAPCTBEHHBIMU MpenapaTamMu:

e Tanamadun: He peKOMEHAYETCS Ha3HAyaTh [UIA JICYCHHUS JIETOYHOM apTepUatbHOM
THIepTeH3HH (CM. pa3zen «B3auMoaeicTBre ¢ IPyriMH JICKapCTBEHHBIMU CPEACTBAMUY);

e Puouuryar: He peKoMeHyeTcs HazHadath BMecTe ¢ npenaparom JIOIIMPUTA (cm. pasznen
«B3aumoeiicTBre C JPYyrUMH JIGKaPCTBCHHBIMU CPEICTBAMEY);

e Bopamakcap: He peKkoMeHIyeTcsl HazHayaTh BMecTe ¢ npenapatoMm JIOITMPUTA (cm. pa3aen
«BzaumoeiicTBrE ¢ IPYrUMH JICKAPCTBEHHBIMU CPEACTBAMUY);

e @y3uaoBasg KUCIOTa: HE PEKOMEHAYETCS Ha3Ha4yaTh NpU HH(PEKIMOHHBIX 3a00JEBaHUSIX
KOCTel U cyctaBoB (cM. pasgen «BzaumopelictBue C JIpyrUMH  JIEKapCTBEHHBIMU
CpeACTBaMu»);

e (Canmerepod: HE peKOMeHIyeTcsl HazHavyaTh BMecTe ¢ npenaparom JIOIIMPUTA (cm. pasnen
«B3aumoeiicTBre C qPYyrUMH JIGKAPCTBCHHBIMU CPEICTBAMKY);

e PuBapokcabaH: He peKoMeHJyeTcs Ha3HauaTh BMmecte ¢ mnpemnapatom JIOIIMPUTA
(cM. paszzen «B3auMoaeiicTBreE ¢ IPYTHMH JICKAPCTBECHHBIMU CPEICTBAMUY).

OpnnoBpemenHoe npumenenue mnpenapara JIOIIMPUTA c¢ aropBacTraTUHOM HE PEKOMEHAYETCS.
[Tpu HEeoOxoaumocTu ogHOBpeMeHHOro npuMeHeHus npemnapata JIOIIMPUTA c atopBactaTuHOM
JOJDKHBI TIPUMEHSATHCS HauMeHblne 3(QekTuBHbIe 1036l aropBacTathHa. ClemyeT MpOsBISTH
OCTOpPOKHOCTh M Ha3zHauaTh Oojiee HU3KHME J103bl IIPU OJAHOBPEMEHHOM NPHUMEHEHMHM Ipernapara
JIOIIMPUTA wu posyBacratuHa. I[Ipm HEOOXOAWMOCTH TIPOBEACHHS JIEYCHUS HWHTHOUTOPOM
penykra3sl I'MI'-KoA pexoMmeHayeTcs Ha3HadaTh MpaBacTaTMH WIM (DIyBacTaTUH (CM. pasfeln
«B3aumoeiicTBre ¢ IPYyruMHU JIEKAPCTBEHHBIMU CPEICTBAMMY).

Hneubumopor gpocghoouscmepaszwr 5 muna (@3-5)

CrnenyeT ¢ OCTOPOKHOCTBIO NMPUMEHSATH CUiAeHaUI UM Tafanaduia Ui JeYEHUs SPEKTHIbHON
JUCYHKIMH Y manueHToB, npuHuMatonux npenapat JIOIIMPUTA. OgHoBpeMeHHOE TPUMEHEHHUE
TUX JIeKapcTBeHHbIX cpenctB ¢ npernapatoM JIOIIMPUTA  moxker compoBOXAaTbCs
CYLIECTBEHHBIM MOBBIIIEHNEM MX KOHILIEHTPALMM U INOSBICHUEM HEXKENATEIbHBIX SBICHUM, TaAKUX
KaK apTepuaibHasl TUIIOTEH3Us, OOMOPOK, HapyIIeHUEe 3pEHUs U JUIUTEIbHAs dpeKIus (CM. pas3aen
«B3aumopeiicTBue ¢ APYrUMH JIEKAPCTBEHHBIMU cCpeAcTBaMu»). OJHOBpEMEHHOE MpPUMEHEHHE
aBaHawia Ui BapaeHaduiIa C JOMUHABUPOM + PHUTOHABHPOM IPOTHUBOIIOKA3aHO (CM. pa3fen
«[IpotuBomnokazanus»). On1HOBpeMeHHOE NMpuUMeHeHue cuiaeHaguna ¢ npenaparom JIOIIMPUTA
MPOTUBOIMOKA3aHO TMAalMeHTaM C JIETOYHOM apTepuajibHOM TUIEpTeH3WeW (CM. pazzien
«[IpoTuBoOMOKa3aHUNY).

OcoOyr0o OCTOpPOKHOCTH ClelyeT NposBIATh Npu mnpuMeHeHun mnpenapata JIOIIMPUTA wu
JIEKapCTBEHHBIX CPE/ICTB, BBI3BIBAIONINX yanuHeHue untepBaia QT, Takux kak xyopheHHupamMHH,
XUHUJIMH, )PUTPOMULIMH U KJIapuTpoMuliuH. B aelictBurensHocTu, npuem npenaparta JIOIIMPUTA

MOKCET HNPUBECTU K YBCIUYCHHUIO KOHICHTpAOWU OJHOBPECMCHHO HNPUHUMACMBIX IPCIapaToB U
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YBEIUYCHUIO YaCTOThl Pa3BUTHUSA HEXKEJATEIbHBIX peaKﬁgfI_-'::éa EQféﬁmﬁ,ﬁQ'&fsﬁ{thF BEISBARHBIX

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

IIPUMEHEHHUEM 3TUX MPENapaToB. B TOKIMHUYECKHX HCCIENOBAHMAX JIOMMHABHpPA + PUTOHABUPA
co00IIaJIOCh O HEXKENATENIbHBIX pEeaKUUsAX CO CTOPOHBI CEPALA, MO3TOMY IOTEHLIHMAIBHOE
Bo3nelictBue Ha cepaune npenapara JIOIIMPUTA He MoXeT OBITh TOJHOCTBIO HMCKIIOYEHO
(cM. pazgen «[TobouHOE ACHCTBHUEY).

CoBmectHoe mnpumenenue npenapara JIOIIMPUTA ¢ pudamnunuHoM He pPEKOMEHIYeTCs.
PudamnunmH B coueTaHUU C JIONUHABUPOM + PUTOHABUPOM MPUBOIUT K BHIPAKEHHOMY CHUYKCHHIO
KOHIEHTPALlUU JIONUHABUPA, YTO MOXKET 3HAYUTEIBHO YMEHBIIUTh TEepaneBTUUYECKU 3deKT
JonuHaBupa. JlocraToyHoe NeicTBUE JIOMMHABHpA + PUTOHABHPA MOXET OBITh JOCTUTHYTO C
yBenuuenrueM n03bl npenapara JIOIIMPUTA, HO 3TO Takke CBSI3aHO C MOBBIIMIEHHBIM PUCKOM
TOKCHUYECKOT0 MOPAXEHUs MEUEHU U HKENyI0YHO-KUIIEYHOIO TPaKTa. 3a MCKIIOYEHHEM KpailHel
HEOOXOJUMOCTH, TakKue TMpenaparbl HE CcJeAyeT Ha3HayaTh OJHOBPEMEHHO (CM. pasfeln
«B3aumoeiicTBre ¢ qPYyruMHU JICKAPCTBEHHBIMU CPEICTBAMEY).

He pexomennyercst onnoBpemenHnoe npumenenue npenapara JIOIIMPUTA ¢ dmytukazonom wiu
JpYTMMH  TJIFOKOKOPTUKOCTEpouaaMu, KoTopble Mmetabonusupytoress CYP3A4, Takumu Kkak
OyIecoHu], TPUAMIIMHOJIOH, KPOME CIIy4aeB, KOTJa MOTCHIMAIbHAS IMOJIb3a JICUCHUs MPEBbIIIACT
PUCK pa3BUTHS CUCTEMHBIX 3()()EKTOB TIIIOKOKOPTUKOCTEPOUIOB, BKIIOUYas cuHApoM MieHko-
Kymmnra u nopaBneHue (QpyHKIMM HAAMOYEUYHUKOB (cM. paznen «BzaumoneicTBue ¢ Apyrumu
JICKAPCTBEHHBIMU CPEIICTBAMUY).

pyzoe

[Ipenapar JIOIIMPUTA wne wusneunBaer BUY-undexuuro wm CIINA. Hecmotps Ha
YCTAHOBJICHHOE CYIIECTBEHHOE CHMKEHME PUCKa Iepenadyd MH(EKIHUU MOJIOBBIM IyTeM Ha (oHe
3¢ (eKTUBHON BUPYCHOM CyNpeccuu MyTeM aHTUPETPOBUPYCHOM TEpaluu, OCTATOYHBIM PUCK HE
MOXeT ObITh UCKITI0UeH. C 11ebI0 MPeJOTBpAleHUs NepeJaun HHPEKIUN HE0OX0IMMO COOII01aTh
Mepbl MPEIOCTOPOKHOCTH B COOTBETCTBUM C HALIMOHAIBHBIMU PYKOBOJACTBAMHU. Y MaIMEHTOB,
npunumaromux npenapat JIOIIMPUTA, no-npexHeMy MOTYT pa3BUTbCS MH(PEKIMM WIN JIpyrue
3aboseBanus, cBsi3anHbie ¢ 3a0oneBanreM BUY u CITU/I.

Biansinne J1eKapCTBEHHOI0 Ipenapara Ha CHOCOOHOCTh YNPABIAATH TPAHCHOPTHBIMHU
cpeCTBAMH, MeXaHU3MAMH

B nepuox nedenuss HeoOX0IUMO COONIONATh OCTOPOXKHOCTH MU YIPABIEHUH TPAHCIIOPTHBIMHU
CpPEeICTBAMU U TPHU 3aHATHH JPYrUMH TMOTEHIUAIbHO OIMACHBIMH BHJAMU JESTEIbHOCTH,
TpeOYIOIMMH TOBBIIICHHON KOHIICHTPAIMU BHUMAHUS U OBICTPOTHI TICHXOMOTOPHBIX PEaKIU.
[TIpu paszButuu MOOOYHBIX 3(PPEKTOB, KOTOpbIE MOTYT BIMATh Ha YKa3aHHbIE CIOCOOHOCTH,
HanpuMep, TOJIOBOKPYKEHHME, PEKOMEHIYETCS BO3JAEP)KATbCA OT BOXKICHHS aBTOTPAHCIOPTA U
yhnpaBieHUs MexaHu3Mamu. MccienoBaHusi CnOCOOHOCTH K BOXKJIEHHIO aBTOTpPAHCIOPTa U
YIPaBIECHUIO MEXAaHU3MaMH HE TPOBOMIINCE.

dopma BbIIIYCKA

TabneTku, MOKPHITHIE MIEHOYHOM 0060104k, 100 Mr + 25 mr, 200 Mr + 50 wmr.
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Tlo 10 TableTok B KOHTYpHYIO AueiikoBylo ynagoBky u3 ! horsia Apexchoitton Hnd X6i0qkoro

dbopmoanus [IBX/An/OI1A u dhonbru amoMUHHUEBOM TIEYaTHON JTaKHPOBAHHOM.

[lo 6 win 12 KOHTYpHBIX SYEMKOBBIX YINAKOBOK BMECTE€ C MHCTPYKIMEH IO MEIUIMHCKOMY
MIPUMEHEHHUIO ITOMEIA0T B MAUYKy U3 KapTOHA KOPOOOYHOTO.

YciaoBust XxpaHeHUs

B 3amuiieHHoOM 0T cBeTa MecTe Mpu Temiieparype He Boiie 25 °C.

XpaHUTb B HEIOCTYITHOM JIs1 IETEH MecCTe.

Cpox rogHocTu

4 rona.

He npuMeHsTh 0 UCTEYEHUU CPOKA TOJHOCTH.

YcaoBus ornycka

OTnycKaroT Mo PeLenTy.

IOpuanueckoe JIMI0, HA UMSI KOTOPOT0 BHIIAHO PErHCTPALIMOHHOE YI0CTOBEPeHHE

000 «<HAHOD®APMA JEBEJIOIIMEHTY, Poccus

420095, Pecrryonuka Tarapcran, . Kazans, yin. Boccranwus, 1. 102B.

IIpousBoauTeab

000 «M3Bapuno ®apmay, Poccust

108817, r. Mocksa, nocenenne BuykoBckoe, BHykoBckoe mocce 5-i kM, fomoBnaaenue 1, crp. 1.
Opranun3anusi, NPUHUMAIONIAS TPEeTEeH3UN NOTPeduTe el

000 «M3Bapuno dapmar, Poccus

108817, r. Mocksa, mocenenne BuykoBckoe, BHykoBckoe 1mocce 5-it kM, qomoBnaaenue 1, crp. 1.
Temn.: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54
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