3 MHH3 IPAB POCCHH !1
) 0045Y3- 261011 |

MUHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUCKOMN ®EJIEPALINN

‘ COTJACOBAHO
MHCTPYKLIMS

10 MEJIMLIMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOT'O ITPETTAPATA
JTAPYHABHUP

PerucrpanmnoHHbiii HOMep:

Toprosoe HanmenoBanue: /lapyHaBup

Memyﬂapozmoe HEMATCHTOBAHHOC HJIK I'PYNIIIHPOBOYHOC HAMMEHOBAHHE: JapyHaBUD

JlexapcTBenHasi popma: TabeTKH, TOKPHITHIE INIEHOYHOW 000JI0UKOM

Cocras

Jo3upoBka 400 mr

eticmsylowee eewyecmso: napyHasup (napyHaBup amop¢usiii) - 400 mr.

Bcnomozamenvhuvie gewjecmea:

[enmono3a Mukpokpucraumyeckas - 389,166 Mr, KpeMHHUsT THOKCH KOJUIOUIHBIH - 16,667 Mr,
KpocnoBHIOH - 25,000 mr, maraus creapat - 2,500 mr, Onagpaii II opamxessiit 85F530007 -
16,667 mr.

Cocmae Onaodpas Il  opanocesoco 85F530007: TONMBHHHUJIOBBIM CIHMPT YacTHYHO
IHJAPOJIU30BaHHbIN - 6,6068 Mr, makporoin 3350 - 3,3667 mr, Tajibk - 2,4667 Mr, THTaHA THOKCH
- 2,3667 Mr, aIFOMHHUEBBIH JIaK Ha OCHOBE KpacHuTels coyiHeuHoro 3akara (15-18 %) - 1,550 mr,
AIIFOMHHHMEBBIN JIaK HA OCHOBE KpacHUTellsl COTHEUHOro 3akara (38-42 %) — 0,250 wmr.
Jo3upoBka 600 mr

Heiicmeyrowee seuwjecmeo: napyHaBup (napyHaBup aMmopdHblif) - 600 mr.

Bcnomozamenvnuie ewyecmea:

Llemmono3a MuKpokpHucTaudeckas - 583,750 Mr, KpeMHHUs THOKCHT KOJUIOUAHBIHA - 25,000 mr,
KpocnoBuI0H - 37,500 mr, maruus cteapar - 3,750 mr, Onanpaii I opamxessiit 85F530007 - 25
MT

Cocmas  Onaopas Il  opansicesoco 85F530007: TNONMBAHWIOBBIA CIUPT  9acTHYHO
ruaposn3oBaHHbli - 10,00 mr, makporon 3350 - 5,05 mr, Tansk - 3,70 Mr, THTaHaA JUOKCHL - 3,55
MT, QJIIOMHHHEBBIA JIaK Ha OCHOBE KpacuTelss coiiHeuyHoro 3akata (15-18 %) - 2,325 wr,

TIOMHUHHEBBIN JIaK HAa OCHOBE KpacuTellsl COTHEYHOTo 3akarta (38-42 %) — 0,375mr.



Onucanue

Jo3upoBka 400 mr

OBasibHBIE JBOSIKOBBIMYKJIbIE TaOJNeTKH C (ackoi, TOKPHITHIE IUICHOYHOH 000JI0YKOIA,
OpaH)XEBOTO IIBeTa, C rpaBupoBKkoi «H)» Ha omHON cTOpoHE M rpaBUpOBKOH «189» Ha mpyrou
CTOpOHE.

Ha nmonepeunom paspese siipo TabieTku 6eIoro Wid moyTH OeJIoro IBeTa.

Jo3upoBka 600 mr

OBaJibHBIE IBOSIKOBBIITYKJIbIE TAOJIETKH, TIOKPBITHIE TNIEHOYHOH 000JI0UKOI, OPaHKEBOT'O IIBETA,
C TPaBUPOBKOH «J» HA OHON CTOPOHE U 'PaBUPOBKOM «7» Ha APYTO# CTOPOHE.

Ha nonepeunom pa3spese siipo TabsieTku 6e10ro Wiy novry 0eioro npeTa.

dapmakoTepaneBTHYECKasi Tpynmna - npotuBoBupycuoe [BUY] cpencrro.

Koax ATX - JOSAE10

®apmakoI0ra4ecKne cBoicTBa

DapmakoouHamuxa

MexaHu3M AeUCTBUS

JlapyHaBup sBsIeTCS MHTHOMTOPOM JMMEpH3AIlMU U KATAIUTHYECKOH aKTHBHOCTH IPOTEa3bl
BHpyca MMMyHoneduimra yenoBeka I-ro tuma (BUY-1, cpoactBo k mporeaze BUY (Kp) =
4,5%107'2M. TIpenapar u36upaTensHO HETHOMpYET paciieIienne noaunporenHoB Gag-Pol BUY
B MH(UIMPOBAHHBIX BUPYCaMH KJIETKaX, MPeAO0TBpalias 00pa3oBaHUe MOJHOIEHHBIX BUPYCHBIX
YacCTHII.

IIpoTHBOBHPYCHASI aKTUBHOCTB in Vitro

JlapyHaBHp NpOSBIISIET aKTUBHOCTH IIPOTHB JIAOOPATOPHBIX ITAMMOB M KIMHAYECKHUX HM30JISTOB
BUY-1, a Taxke nmpotuB nabopaTopHbX mTaMMoB BUU-2 B JIMHHAX OCTPO HHOHUIIUPOBAHHBIX
T-mumdouuToB. MOHOHYKJIEApPHBIX  KJIETKaX Mepr(epryecKoil  KpOBH  YejIOBEKa U
MOHOIIUTax/Makpodarax denoBeka, ¢ MeauaHoi 3HadeHuss 50 % 3((PeKTHBHONU KOHIIEHTpALUH
(ECs0) or 1,2 nmo 8,5 mmons/n (0,7-5,0 ur/mu). JlapyHaBHp HpOSBISET MPOTHBOBHPYCHYIO
AKTUBHOCTb 1 Vifro 110 OTHOIIEHHUIO K IIMPOKOMY CIIEKTPY NMEepBHUYHBIX U30s19T0B BUY-1 rpymnmsr
M (A.B,C,D, E, F, G) u rpynmnsi O ¢ ECsp ot <0,1 10 4,3 HMOIB/11.

Ot 3nauenuss ECso HAMHOrO HMXKe JHana3oHa KOHIEHTpPAIMi, BBHI3BIBAIOIIAX TOKCHYHOCTH B
50 % knerok (ot 87 mo > 100 MKMOJIB/1T).

Pe3ncTreHTHOCTD

Cenexuus pe3sucTeHTHBIX K tapyHaBupy BUU-1 «aukoro tumay in vitro 6buia umaTensHoi (Gonee

3 niet). OToOpanHBle BUPYCHI HE MOTJIM PACTH B MPHCYTCTBHU KOHIEHTPALMI JapyHABHUPA BHILIE
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400 mmonw/n. Bupychl, oTOOpaHHBIE B 3THX YCIOBHSX H JAEMOHCTPHPYIOIIHE CHIKCHHYIO
BOCIIPUMMYHMBOCTH K JapyHaBupy (B 23 - 50 pa3), comepxanu 2-4 aMHHOKHCIOTHBIX 3aMEHBI B
reHe npoteasbl. CHMKEHHAs BOCIPHMMYUBOCTH K JJapyHABUPY B TOSBUBIIUXCS B pe3yJibTare
CEJIEKIMM BHpyCaxX B JAaHHOM S5KCIEPUMEHTE HE MOXKET ObIThb OOBSICHEHA MOSIBICHHEM 3THX
MyTallUil B T€HE MPOTea3bl.

[To naHHBIM KIMHUYECKUX UCCIIE0OBAHHUH Y IAIMEHTOB, paHee MOJTyYaBIINX aHTHPETPOBUPYCHYIO
TEeparnuio, BUPYCOJIOTHUECKHH OTBET HA JapyHABHP B KOMOMHAIIMU C PUTOHABHPOM B HH3KO#H J103€
CHMKAJICS, KOTJ1a B HaYyaJIe UCCIIeI0BaHUs IPUCY TCTBOBAJIM WJIM B XO/I€ JICUSHHUS Pa3BHBAIHCH 3 U
OoJiee MyTaIuy, CBA3aHHBIX C PE3UCTEHTHOCTHIO K AapyHaBupy (V111, V321, L33F, 147V, I50V,
I54L wmu M, T74P, L76V, 184V u L89V).

Kparnocts noseimenuss ECso napynaBupa mo cpaBHenuto ¢ ucxoaHoit (fold change, FC) 6buia
CBsI3aHA CO CHHMJKEHHEM BHPYCOJIOTHUYECKOTO OTBETA. BBUIM ompenesieHbl BEPXHUNW W HIKHHN
kiaHrYeckue noporu B 10 u 40 pas. U3onsatel ¢ ucxomnoit FC <10 pa3 BOCIpUUMYHBEL, H30JISATHI
¢ FC > 10 no 40 pa3 obnamanu CHUKEHHOH BOCIIPHHMYHUBOCTBIO; M30JATEI ¢ FC >40 Obun
PE3UCTEHTHBIMH.

Bupycsl, BblIeIEHHBIE OT AIIMEHTOB, OTyYaBIIUX JapyHaBup/putoHaBup mo 600/100 mr 2 pasa
B CYTKH, Y KOTOPBIX pa3BUjIach BUPYCOJIOTHYECKasl Hey/laua B BHJIE PELUANBA, U KOTOPbIE ObLIH
BOCIPUMMYMBBI K THIIPDaHaBHpPY B Hayajle HCCIIEIOBaHMs, OCTAINCh BOCIPUHMYHMBHEIMH K
TUIIPAHABHUPY I0CJIE JICYUCHHS B I10/IaBJISIONIEM OOJIBITMHCTBE CITy4Yaes.

Haunbonee HM3Kas 4acToTa pa3sBUTUS PE3HUCTEHTHOCTH HAOMIONANACh y IAIMEHTOB, paHee He
MOJIy4aBIIUX JIEYEHUS CPEACTBAMU AHTUPETPOBUPYCHOHM TepamuH, KOTOpPBIE BIEPBBIE HAYaIH
0JIy4aTh JapyHaBHp B KOMOMHAIMU C APYTHMH [IpenapaTaMi aHTHPETPOBUPYCHOM Teparuu.

[lepekpecTHasi pe3UCTEHTHOCTh

FC napynaBupa 6buta Menee 10 wis 90 % u3 3309 KIMHHYECKHX H30JIATOB, PE3MCTEHTHBIX K
amMIIpeHaBHpY, aTa3aHaBHpy, MHIMHABHPY, JIONIMHABUDPY, HEJI(UHABHPY, PHTOHABHPY,
CaKBMHABHMPY M/MJIM THUIIPAHABUPY, YTO YKa3bIBAaeT, YTO BHPYCHI, YCTOWYHMBBIE K OOJBIIHHCTBY
MHIH-OMTOPOB IIPOTEA3bl, OCTAIOTCS BOCIIPUUMYUBBIMH K JIapyHaBHUPY .

Dapmakokunemuka

DapMakOKHHETHYECKHE CBOMCTBA JapyHaBHpa, IPUMEHSBIIETOCsS B KOMOMHALMA ¢ PUTOHABH-
pOM, H3Yy4YaluCh Yy 310pOBBIX A00poBosiblieB ¥ Yy BHWY-1-uHGHUIMPOBAHHBIX MAIMEHTOB.
Konuenrpanus napynasupa B 1ia3Me ObUTH BBILIE Y MAKEHTOB, HHpuUIMpoBanHpIX BUY-1, uem
Y 310POBBIX JIFOJIEA. DTO pa3IMuKe MOKHO 00BICHUTH 60Jiee BHICOKUMH KOHIIEHTPAIUSIMH ajlb(a-
1-KHCIIOro  IIIMKONpOTeMHa Yy MAlMEeHTOB, WHOuuupoBanHbix BUY-1, uro npuBoauT K
YBEIMYECHUIO KOJIMYECTBA JapyHaBHpa, CBA3aHHOIO C aib(a-1-KUCIBIM TJIHKONPOTEHHOM
miasmel. JlapyHasup metabonmsupyercss B ocHoBHOM m3odepmentamu CYP3A. Putonasup

unruoupyer uszodepmentsl CYP3A mnedeHn u, TeM caMmblM, CYIIECTBEHHO MOBBIIIAETCS
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KOHLIEHTpAIMs Ja-pyHaBHpa B IUIa3Me.

BcaceiBanue

ITocne mpuema BHYTpb JapyHaBHp OBICTPO BCACBIBAETCS B IKENYJOYHO-KHMIIEYHOM TPAKTE.
MakcumanbHas KOHLEHTpanus AapyHaBupa B miasme (Cmax) B NPHUCYTCTBHH HH3KOU O3B
puTOHa-BUpa Jocturaercs depes 2,5 - 4,0 4. AGcomoTHas OUOJOCTYNMHOCTH OJHOW O3B
napyHasupa (600 Mr) npu npueMe BHYTpb COCTaBHIa 0KOJIO 37 % W yBEJIHYHIACH IIPUMEPHO JI0
82 % B npucytcTBun puroHasupa (100 Mr aBa pasa B cyTku). OOlee BIMsIHHE PUTOHABHpA Ha
OMOOCTYIIHOCTh JJapyHaBHpa COCTOSUIO B NMPUMEPHO 14-KpaTHOM YBEIWYECHHH KOHIIEHTPAIlUH
Japy-HaBHpa B ILIa3Me IOC/ie OJHOro mpuema BHYTpb 600 Mr mapyHaBupa B KOMOMHAIIUH C
putoHa-BupoM (100 mr aBa pasa B CyTKH).

IIpn npueme Haromak OTHOCHTENbHAs OWOJOCTYIHOCTH JapyHaBUpa B MPHCYTCTBHH HH3KOM
J103b1 puTOHaBUpa Obutla Ha 30 % HuKe, 4eM mpu mpueme BO Bpems ensl. CliemoBarelbHO,
JlapyHaBUP HY)KHO IPUHHMATH BMECTE C PUTOHABHUPOM BO BpeMsl €/1bl. XapaKTep MUIIH He BIIHSLI
Ha KOHLIEHTPALUIO JapyHaBHpa B IIa3Me.

Pacnpenenenue

Oxono 95 % nmapyHaBHpa cBsi3bIBaeTCsi C OeJKaMH IUIAa3Mbl, [PEMMYIIECTBEHHO C
anb(a-1-KUCIIBIM TTTHKOTIPOTEHHOM.

IIpu BHyTpHBEHHOM BBEJCHHH 00beM pacnpesenenus napyHasupa Obu1 88,1 + 59,01 (cpennee +
CTaHJApTHOE OTKJIOHEHHE) U Bo3pactan 10 131 + 49,91 (cpennee + craHmapTHOE OTKIOHEHHE)
IpPH MCIOJL30BaHM B KOMOMHALMM ¢ HU3KOM 1030# puroHaBupa (100 Mr 2 pasa B CyTKH).
Mertabonu3m

B skcneprMeHTax in vitro Ha MEHKpoOcOMax IEYeHH 4eioBeKa ObUIO MOKa3aHO, YTO JapyHaBUP
MOJBEPraeTcs MPEUMYIIECTBEHHO OKHCIMTEIbHOMY MeTaboimu3My. JlapyHaBUp MeTaOOIH3HPY-
€TCs INPEUMYIIECTBEHHO B II€YEHH CHUCTEMOH muroxpoma P450, mMoYTH HCKIIOYHTEIHHO
nzodepmentom CYP3A4. UccnenoBanne, B KOTOPOM 370pOBBI€ 100POBOIBIIB IpHHAManH 4C-
JapyHaBHp, [I0Ka3aJjio, YTO OOJbIIAs YacTh PAIMOAKTHBHOCTH B ILIa3Me IOCIIE OJHOTO IMpHeMa
400 mr napynasupa u 100 MI puTOHaBHpa IPUXOAUIACH HA OO HEM3MEHEHHOTO JIapyHABHPA.
Y yesioBeKa HAECHTH(UIMPOBAHO IO MEHbIIEH Mepe 3 OKHUCIHUTEIBHBIX METa00JINTa JapyHaBHPA,;
AaKTMBHOCTb BCEX 3THUX MeTa0O0JIMTOB B OTHOIIEHHH Aukoro Tina BUY cocrasisia menee 1/10 ot
aKTUBHOCTH CaMOTO0 JIapyHaBHpa.

Brienenue

ITocre oxHokparHoro mpuema 400 mr '*C-napynasupa u 100 Mr puToHaBHpa okoino 79,5 % u
13,9 % panmoakTMBHOCTH OOHApYXHMBAIOCh B Kajle M MOYE COOTBETCTBEHHO. Ha momo
HEU3MEHEHHOI0 JlapyHaBupa NpHILIoch 0koiio 41,2 % u 7,7 % paanoakTHBHOCTH B KaJie U MOY€E
COOTBETCTBEHHO. KOHEUHBIH nepHo/| MOy BBIBE/ICHHS TapyHAaBHPa COCTABUII OKOJIO 15 4 mpu ero

npueMe B KOMOMHAIMK ¢ pUTOHaBHpOM. KitmpeHe napyHaBupa 1mociie BHYTPMBEHHOTO BBEICHHS
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150 mr cocrasuin 32,8 1/4 (6e3 putoHaBupa) u 5,9 11/4 B IPUCYTCTBHH HU3KOM 1036l PUTOHABHPA.

Oco0ble rpynnbl NalMEHTOB

Jlemu

DapMaKOKHHETHKA JJapyHAaBUpa B KOMOMHAIIMK C PUTOHABUPOM ObLia u3ydeHa y 74 neteit, panee
0Ty YaBIIHUX JIEYEHHE, B Bo3pacTe oT 6 10 17 jner, ¢ maccoii Tena He MeHee 20 Kr. YCTaHOBIIEHO,
9TO y TaKUX JETeH IpHU NPUMEHEHUH JI03bl, NMOAOOpaHHON B 3aBHCHMOCTH OT MAacChl Tela,
napameTpsl (papMaKOKMHETHKH CPAaBHHMBI C TAKOBBIMH y B3POCIIBIX ITAIIHEHTOB, MOJIYYaFOIIHX
KoMOHMHanuIo AapyHaBup/puroHaBup 600/100 mr 2 pasa B CyTKH.

®DapMaKOKHHETHKA JJapyHaBUPa B KOMOWHAIINK C PUTOHABAPOM ObLia u3ydeHa y 14 nerteii, panee
0Ty 4YaBIIKMX JIEYEHHE, B Bo3pacTe oT 3 110 6 JieT, ¢ Maccoit Tena ot 15 no 20 xr. YcraHoBieHo,
YTO y TaKUX JIE€TeH IpHU NPUMEHEHHH M03bl, NMOA0OpaHHON B 3aBHCHMOCTH OT MAacChl Tela,
napameTpbl (papMaKOKMHETHKH CPaBHHMBI C TaKOBBIMH y B3POCIIBIX IIAIIMEHTOB, MOJIYYalOIIHX
KoMOMHauuio gapyHaBup/puronasup 600/100 mr 2 pasa B CyTKH.

dapMaKOKMHETHKA JJapyHaBHpa B KOMOHHAIIMK C PUTOHABUPOM IIPH IPUMEHEHHUH | pa3 B CyTKH
u3yyanach y 12 nereil, panee He NOJy4YaBIIMX JICYEHHS MpenapaTaMd aHTHPETPOBHPYCHOM
Tepanuu, B Bo3pacte oT 12 no 18 ner m maccoit Tena He meHee 40 kr. [Ipu mpueme y HuX
KoMOuHanuu JapyHaBup/putoHaBup 800/100 Mr 1 pa3 B CyTKM KOHIEHTpalus JapyHaBHpa B
miasMe Oblla COINOCTaBUMa C TaKoOBOM y B3pOCIBIX, NPHHAMABIIMX KOMOHHAIHIO
napynasup/putonasup 800/100 mr 1 pa3 B cyTku. Takum 06pa3oM, OHA U Ta Ke JO3HPOBKA,
npuMeHsiemas 1 pa3 B CyTKHM, MOXeT ObITh MCIIOJIB30BaHA y MOJAPOCTKOB, PAHEE IOJIYYaBIIHMX
nedeHune, B Bo3pacte oT 12 10 18 et ¢ maccoii Tena He Mernee 40 kr, 6e3 MyTaIHii, CBI3aHHBIX C
PE3UCTEHTHOCTHIO K AapyHaBupy (V111, V321, L33F, 147V, 150V, I54M, 154L, T74P, L76V, 184V
u L89V), yposaem PHK BUU-1 B mrazme <100000 xommii/min u umciom kinerok CD4+>100
KI1eToK X 10°/71 1 y B3pOCIBIX.

dapMaKOKHHETHKA JIapyHaBHpa B KOMOMHAI[MH C PUTOHABEPOM [IPH PUMEHEHHH | pa3 B CyTKH
usydanach y 10 netelf, panee mosy4aBIImx JieueHHEe, B BO3pacTe OT 3 10 6 JIeT, ¢ Maccoif Tea oT
14 no 20 xr. Ilpu mcnonp3oBaHMHM MOAOOPAHHOM 1O Macce Telda MO3UPOBKH HAOIIONATACh
KOHIIEHTpallusl JlapyHaBHpa B IUIa3Me, CpaBHMMas C TaKOBOW Yy B3pOCHIBIX, MOJYYaBIIMX
KomOuHaimioo napyHasup/putonasup 800/100 mr 1 pas B cyrkn. Kpome Toro, mnpu
MOZICIMPOBAHMH U CHMYJIALMK (papMaKOKHHETHKH JapyHaBupa y aeteil or 3 no 18 ner Gbuia
NOATBepXK/ICHA KOHIEHTpallMs JapyHaBHpa B IUIa3Me, HaOmogaeMas B KIMHHYECKUX
WCCIIE/IOBaHMAX;  OBUIM  TaKKe  YCTAHOBJIEHBI  CXEMBl  JO3HMPOBAaHHS  KOMOHHAIIHH
JlapyHaBMp/pUTOHABHD | pa3 B CyTKH Ha OCHOBE MAccChl TeJla I JeTel ¢ Maccoil Teja He MeHee
15 Kr, KOTOpbIE TONy4Yanu MM He MOJydYald Mpenapathl aHTHPETPOBUPYCHOM Tepamuu, 0e3
MYy Tall#, CBA3aHHBIX C PE3UCTEHTHOCTHIO K AapyHasupy (VI11, V321, L33F, 147V, 150V, 154M,
[54L, T74P, L76V, 184V u L89V), ¢ yposaem PHK BUU-1 B maazme <100,000 xommit/mi u
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gncsioM kietok CD4+ >100 kerok x 109/

Tooscunvie nayuenmol

[TonynsmoHHbIH papMakokuHeTHUeCKHid aHau3 y BUU-uHGUINPOBaHHBIX MAIIMEHTOB MOKa3a
OTCYTCTBHE 3HAYUMBIX pa3Induii papMaKOKMHETHYECKUX MTapaMETPOB JIapyHaBUpPa B BO3PACTHOM
rpynmne 18-75 ner (B 3ToT aHanu3 Obutn BimoueHbl 12 BUY-uHUIMpPOBaHHBIX NMAIMEHTOB B
BO3pacte 65 et u crapme). Tem He MeHee, JaHHbBIE IO IPUMEHEHHIO JapyHaBUpa y MAllUEHTOB
cTapie 65 neT orpaHUYEeHHBI.

Ilonoewvie paznuyus

[MonmynsiuuonHBIH papMakOKMHETHYECKUI aHAIN3 BBIIBUJI HECKOJILKO Oosiee Bbicokue (16,8 %)
KOHIIeHTpaluu JapyHaBupa y BUU-unbunmpoBanHbIx xeHumH, 4eM y BUY-undunupoBanHbix
MYyXuHH. JlaHHOE pa3nuune He ABJISETCS KIMHUYECKH 3HAYUMBIM.

Iayuenmul ¢ Hapywenuamu QyHKyuu novex

Pe3yibTaTsl MCCIIEI0BAHNS C MCTIONBb30BaHKHeM '*C-1apyHaBupa B KOMOMHAIIMM ¢ PHTOHABHPOM
NoKa3aliu, 410 Okono 7,7 % NpuUHATOM [03bl JapyHaBHpa 3KCKPETUPOBATIOCH C MOYOH B
HEU3MEHEHHOM Buze. XoTs (papMaKkOKMHETHKA JapyHaBUpa HE HM3ydalach Y TIAI[MHEHTOB C
HapyImEeHUsIMA (QYHKIUH TI0YeK, MOIMYJIAIHOHHBIA (apMaKOKMHETHYECKUH aHAJIM3 IOKa3all
OTCYTCTBHE 3HAYMMOIO M3MEHEHMs (apMaKOKHHETHYECKUX MapaMeTpoB napyHaBupa y BHUU-
MHOUIMPOBAaHHBIX NAIMEHTOB C YMEPEHHO BBIPAKEHHBIMH HApYIICHUSMH (YHKIHH TOYEK
(xnmpeHc cpiBOpoTOUHOro KpearuHuna 30-60 mir/mMuH, n = 20).

Ilayuenmvi ¢ napywenusmu yHkyuu nevenu

JlapyHaBup MeTaboIM3UpyeTCss ¥ BBHIBOAMTCS MPEHMYIIECTBEHHO NMeYeHbl0. B uccienoBanuu ¢
IIPUMEHEHHEM HECKOJIBKHX 103 JapyHaBHpa B KomMOuHaimu ¢ puroHasupoMm (600/100 mr) aBa pasza
B JIEHb OBLIO TIOKa3aHO, YTO 00IIas KOHIEHTpPAIHs JapyHaBHpPa B IIa3Me Y NMAIMEHTOB C JIETKHM
(xnace A no mxane Yaina-ITeto, n = 8) u ymepeHHbIM HapyiieHreM GyHKIHH nedeHu (kiace B
no mkaine Yawna-I1sto, n = 8) ObUIH cpaBHUMBI ¢ TAKOBBIMH NapaMeTpaMH y 3I0POBBIX JIHIL. TeM
HE MEHee, KOHILEHTPAIlMM HECBA3aHHOIO JapyHaBHpa ObUM mpumepHO Ha 55 % (kmacc A mo
mikase Yaina-ITe0) u 100 % (xiacc B no mkane Yaitna-I1p0) Beire. Kinaudeckas 3Ha4MMOCTh
9TOrO IIOBBIIEHHMsS HEW3BECTHA, M JapyHaBUp CJIEIyeT NPUMEHSTh y TaKUX MAIHEHTOB C
OCTOPOXHOCTBIO. D(Q(EKT THKENIoro HapyuieHuss (GYHKIMH Te€4eHH Ha (DapMaKOKHHETHKY
JapyHaBUpa HE U3y4aJCsl.

bepemennocms u nocnepooogoi nepuoo

IIpn nmpueme xomOuHanmu aapyHaBup/puToHaBHp B 03¢ 600/100 Mr 2 pasa B CYTKH WM
800/100 mMr 1 pa3 B CyTKH B COCTaBe KOMOWHHMPOBAHHOM aHTHPETPOBHPYCHOM Teparuw,
KOHIIEHTPAIlMH JlapyHaBUpa U PUTOHABUpA B IUIa3Me€ KPOBU ObUTH HIIKE MPH MIPUEME BO BpEMS
OepeMEHHOCTH 110 CPaBHEHHUIO C TAaKOBBIMH IIPH NpHUEME B MOCIEPOAOBOM meproxa. OaHaKo,

(apMaKOKMHETHUECKUE MapaMeTpbl HECBA3aHHOTO (aKTHBHOTO) JapyHaBUpa ObLIM CHMIKEHBI B
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MEHBIIEH CTeNeHH, TaK Kak BO BpeMs OEpeMEHHOCTH HaOJIIOAaeTcs yBeInYeHHEe KOHIICHTPAIluU

cB0OOIHOM (pakiy AapyHaBHUpPa 10 CPABHEHHIO C TAKOBOH B MOCIEPOJOBOM IEPHOJIE.

JlanHbIe PaPMAKOKHHETHKH 0011ero JapyHaBHPA 10c/1e NPHEMA KOMOHHAIMH
napynasup/puronaBup B 103e 600/100 mr 1 pa3 B cyTKH B paMKaXxX cXeMbl
AHTHPETPOBHPYCHOI Tepanuu BO BTOPOM TpHMecTpe OepeMeHHOCTH, TPeTheM

TpUMECTpE 6epeMeHHOCTPl H MOCJIEPOAOBOM 1II€PHOAC

PapmMakoKHHeTHKA 00mero Bropoii Tpernit ITocaepoaoBbrit
AapyHaBHpa (cpesHee + TpUMeCTp TpHUMeCTp MepHOJ
CTaHJAPTHOE OTKJIOHECHHE) 0epeMeHHOCTH OepemenHocTn | (6-12 Hexeunb)
(n=12)* (n=12) (n=12)
Cmax, HT/MJI 4668 + 1097 5328 + 1631 6659 + 2364
AUC 2, Hr*u/Mn 39370 + 9597 45880 + 17360 | 56890 + 26340
Cmin, HT/MI 1922 + 825 2661 + 1269 2851+ 2216

a. n=11 g AUCi2n (Tutomaas moj KpUBOW «KOHIIEHTpalUs-BpeMs» depe3 12 9 mocie mpuema

npenapara)

TpuMecTpe OepeMEeHHOCTH M MOCJIePOI0BOM NEepHO/Ie

JlaHHble papMaAKOKHHETHKH 00IIero JapyHaBHpPA Moc/ie NpuéMa KOMOMHAHA
papyHaBup/puronaBup B 103e 800/100 mr 1 pa3 B cyTKH B paMKax cXeMbI

AHTHPETPOBHPYCHOH TepanHH BO BTOPOM TpHMecTpe GepeMeHHOCTH, TPeTheM

®apMaKkoKHHETHKA 001ero Bropoii Tpernii ITocaepoaoBwrit
AapyHaBHpa (cpeqHee + TpHMeCTp TpHMeCTp nepHos
CTaH/IapTHOE OTKJIOHCHHE) OepeMeHHOCTH OepemennocTn | (6-12 Henenn)
(n=17) (n=15) (n=16)
Crnax, HI/MJI 4964 + 1505 5132+ 1198 7310 + 1704
AUC24h, HT*4/MI 62289 + 16234 61112+ 13790 | 92116 + 29241
Chmin, HI/MJ 1248 + 542 1075 + 594 1473 £ 1141

V XKeHIuH, NoTy4JaBIIuX KOMOMHAIMIO apyHaBup/putoHasup B g03e 600/100 mr 2 pa3a B cyTku
B TedyeHHE 2-r0 TpUMecTpa OepeMeHHOCTH, cpenHue 3HaueHHs] Cmax (MakcHMaIbHAs
KOHIIEHTpalus fapyHasupa B miazme), AUC2n B Cnin (MUHUMAaTbHASI KOHIICHTPAIUS JapyHaBHpPa
B IUIa3Me) JapyHaBupa ObLIH, COOTBETCTBEHHO, Ha 28%, 26% u 26% HIKe 10 CPaBHEHHUIO CO
3HAYEHUSMHM JaHHBIX IIOKa3aTeleidl B mociieposoBoi mepuon. Bo Bpemsi 3-ro TpmmecTtpa
6epemenHOCTH 3HAYEHUS! Cmax, AUC12n 1 Cmin JapyHaBUpa OBLUTH, COOTBETCTBEHHO, Ha 18 % u
16 % Huxe 1 Ha 2% BBIIIIE 110 CPABHEHHUIO CO 3HAYCHHUSIMHU JTAHHBIX MTOKa3aTesIel B OCIEPOI0BOM

IEPHO]L.



V JKEeHIIHH, T0JIy4YaBIIuX KOMOUHAIMIO AapyHaBup/putonasup B 103e 800/100 mr 1 pa3 B cyTku
B T€4YeHHe 2-r0 TpuMecTpa OepeMeHHOCTH, cpeaHue 3HAYCHHUS Cmax, AUC2n (TUtomanps mon
KPHBO# «KOHIIEHTpaLUsA-BpeMs» B TeueHHe 24 4 mocie npuema npenapara) 1 Cmin JapyHaBHpa
ObLH, cooTBeTcTBeHHO, Ha 33%, 31% u 30% HMKE 1O CPaBHEHHUIO CO 3HAUEHUSMH JaHHBIX
noKazaTesiell B mociaepooBoi nepuo. Bo Bpems 3-ro tpumectpa GepemeHHOCTH 3HaYCHUS Crnax,
AUC24n 1 Cpin JapyHaBupa ObLIH, COOTBETCTBEHHO, Ha 29 %, 32 % u 50 % HMXe 110 CpaBHEHUIO

CO 3HAYEHHSIMH JaHHbIX NIOKa3aTelel B MOCIEPOI0BOU TIEPUO/L.

IToxa3zanus K NpUMEHEHHUIO
Jleuenne BUY-un(pexun y B3poCibIX MAMEHTOB (B KOMOWHAIIMK ¢ HU3KOH 10301 pHTOHABHpA

U IpyT'MMHU aHTUPETPOBUPYCHBIMHU IpenapaTaMu).

IIporuBonoka3zanus

«  I'umepuyBCTBHUTENBHOCTH K JapyHaBUPY WM K JIOOOMY BCIIOMOTaT€IbHOMY BEILECTBY,
BXOZSIIEMY B COCTaB IIpernapara.

« OpHoBpeMeHHBIH npuem npenapara JlapyHaBUp W pHTOHaBHpa B HH3KHX J103aX C
npenaparamy, KJIMPEHC KOTOPBIX IIPEUMYINECTBEHHO ONpeaenseTcss n30(hepMeHTOM IUTOXpoMa
P450 CYP3A4, n noBbllIeHHE KOHIEHTPAIUU KOTOPBIX B IUIa3Me CONPSDKEHO ¢ BOZHUKHOBEHUEM
CEpPbE3HBIX W/WIM YTPOXKAIOIMX JKU3HH HEXEIAaTeNbHBIX peakiuii (Y3KHH TepaneBTUYECKHi
nuanas3oH). K TakuMm nmpenaparam OTHOCSTCS acTeMH30J1, ajipy303uH, KOJIXUIMH (Y MaIMEHTOB C
MIOYEYHON MM NE€YEHOYHON HEI0CTaTOYHOCTHIO), MANOKCETHH, CHIeHAaGM (IPUMEHSIONIHHACS
JUIS TEpAIMy JIETOYHON apTepHalbHON THIEepTeH3HuH), TepdeHaaud, MuazonaM (IepopaibHoO),
HAJIOKCETOJI, TpHa30J1aM, LU3ampul, TUMO3K], JIypa3ua0H, paHOIa3HH, CEPTHH/IOJ, KBETHAIINH,
Ipernaparsl, CoAepKallie alKaJouIbl CHOPBIHBY (3PrOTaMMH, JUTHAPOIPrOTAMHH, SPrOMETPUH U
METHJIIPrOMETPHH), UBaOpaauH, KOMOMHAIMS JIOMMHABUP/PUTOHABUP, aMHUOJAPOH, OETpH I,
JPOHENApOH, KOMOMHAIMs Tpa3oNpeBUP/10acBUp, XWUHHUIWH, CHMBACTATHH, JIOBACTATHH,
naburarpaH, THKarpeiaop, aBaHaQuI, JIOMHTANH, pH(AMIUINH, [pernapaTbl, COAEpXKaIlue
9KCpakT 3Bepo0osi mponabipsBieHHOTO (Hypericum perforatum (cM. Takxke paszaen
«B3aumopelicTBHE C JPYTHMHU JIEKAPCTBEHHBIMH CPEICTBAMUY).

«  Tsxenas neuenounast HeqocratouHocTh (Kinace C mo Yaina-I1s10).

«  Jlerckuii Bo3pact 10 18 ner (uist JTaHHO# TO3HPOBKH).

C 0cTOpOXKHOCTHIO

— Y nanueHToB ¢ HapylleHHeM (YHKIIUU NIeUYEHH JIETKOW U cpeHei crenenu (kimacc A u B mo
Yaiinng [1s10).

— VY [alMEeHTOB ¢ ajulepruei K cyabpoHaAMHUIaM.



— ¥V nmamnmeHToB, KOTOpPBIe BO BpeMsi 0€peMEHHOCTH U B IOCJIEPOAOBOM MEPHO OJJHOBPEMEHHO
MPUHUMAIOT IpenapaThl, KOTOPbIE MOTYT YMEHBIIATh KOHIEHTPALMIO JapyHaBHpa B ILIa3Me
KPOBH.

— YV nmanueHTOB MOXKUIIOro Bo3pacta (0T 65 et u crapie).

— CoBMeCTHOE IPUMEHEHHE HE PEKOMEHIYETCS CO CIEIYIOLUIMMH IpenapaTaMy (CM. paszeibl
«OcoOble ykazanus» U «B3aumopaeicTBUE ¢ JPYTUMH JIEKapPCTBEHHBIMH CPEICTBAMHY):
CaKBHHaBHp, anukcabaH, 37j0kcabaH, puBapokcabaH; puaneHTHH, IBEPOIUMYC; HPUHOTEKaH,
OerameTa3oH, OyaecoHua, (GIIyTHKAa30H, MOMETA30H, MPEJHU30H, TPUAMIHMHOJIOH,
OonenpeBup, IVIEKaNpeBUP/MUOPEHTACBUP, CHMENPEBHUP; HOBEPOJIUMYC;  CaJIMETEpOoI,
Tajanadui (11 ISYSHUs JISTOYHOH apTepuaIbHOM THIIePTEH3HH );

— Crenyer NpUMEHSTH C OCTOPOXKHOCTBIO CO CIEAYIOIIMMH IpenaparaMu (CM. pasielnsl
«OcoOble ykazanusi» U «B3auMopaeicTBHE C JPYTMMH JIEKQpPCTBEHHBIMH CPEICTBAMUY):
ou3onupaMuz,  (IekamHWI, JUAOKaMH  (CHCTEeMHO), MEKCHJIETHH, TpomnadeHoH,
KJIQPUTPOMHUIIUH, JIOMIIEPHJIOH, KETOKOHA30J, (DIyKOHA30J, M3aBYKOHA30J, HTPAKOHA30Il,
1103aKOHA30J1, KJIOTPUMA30Jl; apTeMeTep/myMedaHTpuH, 1a3aTUHHO, HUWIOTHHUO, BAHOIACTHH,
BUHKPUCTHH, JIEKCAaMETa30H (CHCTEMHO), cuiiieHad w1, Taganadui, BapaeHadu (Juist TeueHHs
SPEKTUIBHON JUCHYHKIMHU), (e30TEPOIUH, CONUPECHAINH;

— Crnenyer nzberatb COBMECTHOTO IPUMEHEHHS CO CIIEAYIOIMMHU IIpenapaTtaMu (CM. pa3iessl
«Ocobple ykazanusi» U «B3aumonelcTBHE C JIPYTMMHU JIEKapCTBEHHBIMH CpPEIACTBAMHY):

(benobapbuta, peHUTOHH, BOPUKOHA3OJL.

IIpumeHenne npu 6epeMeHHOCTH U B MEPHO I'PYAHOr0 BCKAPMJIHBAHHSA

bepemennocme

[TonHOIEHHBIX HCClIeIOBaHHH Y OepEeMEHHBIX KESHIIMH 110 OIIEHKE BIUSHUS JapyHaBHpa Ha HCXO/T
OepeMeHHOCTH He NpoBoaWiIoch. MccienoBaHuss Ha JKMBOTHBIX HE BBIBHIM Y JlapyHaBHpa
TOKCHYECKOW aKTUBHOCTH WM HETaTUBHOTO BIUSHHUS Ha PENPOAYKTUBHYIO (YHKIHIO H
bepTunbHOCTE. B MccnenoBaHUAX Y KphIC AapyHAaBUP HE OKa3bIBaJ BIHMSHUS Ha CIOCOOHOCTBH K
Pa3MHOXEHHUIO U (PEePTHIHLHOCTb.

Jlns HaOmozneHus 3a BIMSIHAEM Ha IUIOJ M OPraHW3M MaTepH co3JaH Peructp ciiydaeB mpuema
AHTHUPETPOBHUPYCHBIX IIpenaparoB BO BpeMsi OepeMeHHOCTH (Www.apregistry.com). JlaHHBIH
PETHCTD ABJISIETCS J0OPOBOIBHBIM MPOCIIEKTUBHBIM HAOIIOJaTETbHBIM UCCIIEIOBAHUEM C IIEITBIO
cOopa ¥ OLEHKH JaHHBIX O BJIMSHHUM IPHEMAa AHTUPETPOBUPYCHBIX MNpErapaTtoB Ha HCXO[
OepemeHHOcTH. JlaHHBIE O TPUMEHEHWH JapyHaBHpa B MEPBOM TPHMECTPe OEpPEMEHHOCTH
JOCTATOYHBI JUIs OLIEHKH €T0 BIIMSHHS HA YBEJIMUYEHUE PUCKA MOSBICHUS BPOXKICHHBIX 1e(DEKTOB

miojaa. K HaCTOAIIEMY BPEMEHHU IOKA3aHO, YTO JapyHaBHUP HE YBEIIMYMBACT PUCK BO3HUKHOBCHHU S
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BPOX/IEHHBIX Je(eKTOB II0/1a.

KomOuHanus 1apyHaBup/puTOHaBHp IPH COBMECTHOM MpHeMe ¢ 6a30Boi Tepanueii oleHHBaIach
B KJIIMHUYECKOM HCCIICIOBAHHH C y4acTHeM 36 OepeMEHHBIX JKEHIIMH BO BpeMs BTOPOrO H
TPETHETO TPUMECTPOB OepeMeHHOCTH. DapMaKOKHHETHYECKHE JaHHbIE [OKA3add, dYTO
KOHIICHTPAIlMM JapyHaBMpa M DPUTOHABHpPAa BO BpeMsl OEpeMEHHOCTH OBUIM HHXKE, 4YeM B
nocnepo1oBoM nepuoie (6-12 nenens). Bupyconornueckuii oTBeT coxpansics B 06eHX rpyInmnax
Ha IPOTSDKEHHHU BCEro uccieioBanus. OTCyTCTBOBala BEpTUKAIbHAs Iiepeiada BUpyca OT MaTepy
K MiajeHny y 31 manuMeHTKM, NPUHUMABIIMX aHTHPETPOBHPYCHYIO TEPANHUIO BIUIOTH [0
ponopaspeuienus. KomOunamus 1apyHaBHp/pUTOHABHP XOPOLIO MEPEHOCHIACH TIPH MIPHEME BO
BpeMsi OEpEeMEHHOCTH M B IOCIEpPOIOBOM mepwoxa. IIpoduis 6Ge30macHOCTH B JaHHOM
HCCIIEIOBAHMH OBLI CONOCTaBHM C TaKOBBIM Y B3POCIIBIX MAIUEHTOB, HHGUIMpoBaHHEIX BUY 1
NPUHUAMAKOIIMX KOMOHHAIMIO JapyHaBUP/PUTOHABHDP.

Kombunanuio 1apyHaBUp/pUTOHABHP MOXKHO Ha3Ha4aTh GEPEMEHHBIM JKEHIIHHAM TOJIBKO B TEX
Clly4asx, KOrja OXMJaemas II0Jib3a €€ NpPUMEHEHHs s Oyaylnel MaTepu IepeBelIHBaeT
NOTEHIUATBHBIA PUCK IS TUIOJIA.

ITepuoo zpyonozo eckapmaueanus

HewussecTHO, ciocobeH M 1apyHaBUp NIPOHHKATh B TPyIHOE MOJIOKO. McciienoBanus Ha Kphicax
NOKa3aJid, 4YTO Mpenapar INPOHMKAEeT B MOJIOKO. YUHTHIBas BO3MOXXHOCTH mepemaun BUY ¢
TPYJAHBIM MOJIOKOM, a TAaKK€ PHUCK CEPbE3HBIX HEXENATeIbHBIX PeakIWii y TpyaHBIX JETeH,
CBS3aHHBIM C BO3JCHCTBMEM Ha HHUX JapyHaBupa, BWY-uHOUIHMpoBaHHBIE IKEHIIMHBI,
ToJIy4aromue npenapat JlapyHaBup, TOJDKHBI BO3JIEP)KUBATECS OT IPYAHOTO BCKAPMJIMBaHHMSI.
DepmunvrHocmeo

B HCCIICOOBAHUAX HAa KpbICAaX HE OBLIIO BBISIBJIEHO BIIMSHHS Ha (bCpTI/IJ'IBHOCTB.

Cnoco6 npuMeHeHHs H 103bI

Buyrtps. Ilpenapar JlapyHaBup Bcerga clieqyeT Ha3HayaTh B KOMOMHAIIMH C HH3KOH 1030M
PUTOHABHMpa B KaYE€CTBE CPEJCTBA, YJIy4lIAIOMIEro ero papMaKOKHHETHYECKHE XapaKTePUCTHKH,
a TaKKXe B KOMOHMHAlMM C JAPYTMMH aHTUPETPOBHPYCHBIMH NpenaparamMi. Bo3MOKXHOCTB
Ha3HAYCHUs PUTOHABUpA JO/DKHA OBITH paccMOTpeHa [0 Hayajda Tepandd KOMOWHaIuen
Japynasup/puronasup. [laruenTsl T0DKHBI OBITH IPOMHCTPYKTHPOBAHBI O MPHEME Ipenapara
JlapyHaBup ¢ HU3KO#H 10301 pHTOHAaBHpaA He mo3Hee 30 MUHYT MOCIIE 3aBEPLICHHUS €/Ibl.

[Toce mavana Ttepanuu mnpenapatoM JlapyHaBHp NAMEHThl HE JODKHBI HM3MEHSTh HITH

IpeKpamarb TCpaIruo 6e3 KOHCYJIbTAIlUH C JICHAIIIUM BpadoOM.
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B3pocible manuenTol:

ITanueHTDI, paHee MOJTyYaBIIHe HHTHOMTOPBI MPOTEA3bI

He MMeIoIHe MYTAaIHii, _
HMeIoIHe 10 KpaiHei
ITanuenTsl, panee He BBI3bIBAIOMIUX Pe3HCTEHTHOCTH
mepe 1 myTanmio,
noJIyYaBIIHe HHTHOMTOPBI | K JapyHABHPY* (€ IJIa3MEHHBIM
BBI3bIBAIOMIY O
npoTeasbl yposaem PHK BU4-1 < 100000
Pe3HCTEHTHOCTD K
KONHUH/MJI H KOJIHYeCTBOM

AapyHaBHpy*
CD4+ kuerok >100 x 10%/1)

600 Mr 2 pa3a B CyTKH B

800 mr 1 pa3 B cyTku B 800 mr 1 pa3 B cyTku B
koMOuHarwmu co 100 Mr
koMOuHaIwmu co 100 Mr xoMOuHarwmu co 100 mr
PUTOHABUPA, BO BpeMsl
PUTOHABHUPA, BO BpeMs €JIblI pPHUTOHABHpA, BO BPEMS €]Ibl

€IbI

*MyTanuu, BbI3bIBAIONIME PE3UCTEHTHOCTH K AapyHasupy: V111, V321, L33F, 147V, 150V, 154M,
[54L, T74P, L76V, 184V u L8OV

JUist manueHToB, paHee MOyYaBIIMX HHTHOUTOPHI poTea3sl BUY, pexoMeHmyeTcs npoBeneHne
I€HOTUITMYECKUX aHAJTU30B.

[Ipy HEBO3MOXHOCTH NPOBENCHHS TE€HOTHIIMYECKHX aHAIM30B, MAlMEHTaM, paHee He
MOJyYaBIIUM ~ HMHTHOMTOPBI  IpOTeasbl, PEKOMEHIYeTCs IMPUHUMATh  KOMOHHAIUIO
napyHasup/putoHaBup 1 pa3 B cytku 800 mr/100 mr, a mamueHTam, paHee IOJNyYaBLIHNM
MHTHOUTOPBI MIPOTEa3bl, PEKOMEH/yeTCs IPUHHMATh KOMOWHALMIO JapyHAaBUDP/pUTOHABHDP 2
pa3a B cytku 600 mr/100 mr.

Tun mumm we Bimsier Ha abcopbumio napyHasupa. Putonasup (100 mr) mcmonbsyercs B
KaueCTBE YCHIHMTENS (papMaKOKHHETHKHU JapyHaBHpa.

Ioxcunvie nayuenmoi

Wudopmanus no NpUMEHEHHIO Y TOXHUIBIX [AlMEHTOB orpaHudeHa. 1109ToMy KoMOHHAIMS
JlapyHABUP/PUTOHABUP JIOJDKHA IMPUMEHSTHCS C OCTOPOXKHOCTBIO y TAlMEHTOB JaHHOM
BO3PAaCTHOM IpyIIIIbL.

Ilayuenmur ¢ Hapywenusmu Qynkyuu nevenu

Y nanueHToB ¢ JIETKOH MM cpefiHeil CTeneHn HapyluenrneM (QyHKIuM nedeny (kiacc A u B mo
Yaitna-I1p10) KoppeKiuy 10351 He TpeOyeTcs, OJHAKO HEOOXOIMMO COBNIIONATh OCTOPOKHOCT
NpU NPUMEHEHHH KOMOMHAIMH JapyHaBHUD/PUTOHABHDP y 9THX mNanueHtoB. Uudopmanus mno
NPUMEHEHUIO KOMOMHHPOBAaHHOM Tepanuy NapyHaBHD/PUTOHABUP MPH TSHKEBIX HAPYIICHHSX
(GyHKUMM TIEYeHH OTCYTCTBYET; CIIEZOBATENbHO, JaTh crelUpUUECKHe PEeKOMEHAAIMH IO
JA03MPOBAHUIO HE NPEJCTABISACTCS BO3MOXKHBIM. [IpremM koMOMHAIMU apyHaBUP/PUTOHABUD Y

NalMEeHTOB C TSDKEIOM MedeHOYHOoM HemocrarouHocThio (wiace C  mo  Yaitna-ITso)
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IPOTHBOIOKA3aH.

Ilayuenmoi ¢ HapyweHusMu QyHKyuu noyex

VYV nauueHToB ¢ HapylleHMSMH (QYHKIMHM [O0YeK HW3MEHEeHHe J103 B KOMOHMHAIMH
JlapyHaBHp/pUTOHABHD He TpedyeTcs.

bepemennocms u nocnepooosoii nepuoo

He TtpeGyercss koppekuu# 1036l KOMOWHALMH JapyHaBHP/PUTOHABHP y MAIIHEHTOB BO BpeMs
OepeMEeHHOCTH H B 110CIIepo10Bo# nepuo1. Heobxo1mumo co0IoaaTh 0CTOPOKHOCTD Y AIHEHTOB,
OJTHOBPEMEHHO IPHHHMMAIOIIMX IIpernaparbl, KOTOpbIE MOIYT YMEHbIIATh KOHIIEHTPALUIO
JapyHaBHpa B IUIa3Me KPOBH.

IIponyck npuema kombuHayuu 0apyHasup/pumoHasup

ITocne Hauana Tepanuy npenapaToM AapyHaBHp MAIMEHTHI HE J0JKHBI IIPOIYCKAaTh OYepeIHOM
IPUEM IIpernapara, a Takske H3MEeHTh WM IpeKpalnaTh Tepanuio 6€3 KOHCYJIbTAIUH C JICYaIIuM
BpauoM.

B ciyuae ecnu mpueM KoMOMHAIMHK 1apyHaBUP/PUTOHABUD Ha3Ha4yeH 1 pa3 B IEHb U OIO3/1aHHE

B IIPHEME COCTaBMUJIO MeHee 12 yacoB, TO MPOIYIIEHHYIO 103y CIEAyeT KaKk MOXKHO CKOpee
NPUHATH BMECTE C NHUINEH, U BO30OHOBUTH OOBIYHBIN PEXUM JO3UPOBAHUS; €CIIH OMO3/IaHHE B
npremMe coctaBuio Oonee 12 4YacoB, TO NPONYIIEHHYIO 103y NPUHUMATH HE CIIEAYET, H
clleAyIomas 103a IPUHUMAETCS] B 0OBIYHOE BpEMs.

B ciayuae ecim npueM KOMOWHAIMHM JapyHaBHP/PHTOHABHP Ha3HAueH 2 pasa B J€Hb U
OII03/IaHKE B IIPHEME COCTABUIIO MEHEe 6 4acoB, TO MPOIMYIIEHHYIO JI03y CIeIyeT KaK MOXKHO
CKOpee IPHHATH BMECTE C IHINEH, X BO300OHOBUTH OOBIYHBIN PEXUM JIO3HMPOBAHUS; €CIIH
OTO3/IaHHE B IIPHEME COCTaBWJIO Ooyiee 6 4YacoB, TO HPOIMYIIEHHYIO 103y NPHHAMATH HE

CICOYCT, U CIeayrouas 103a IPUHUMACTCS B 00BIYHOE BpEMs.

ITo6ounoe neiicTBHe

Haubonee 9acTbIMu HeXeNaTeIbHBIMUA PEAKIMSIMH BO BPeMsi KIMHMYECKHX HCCIIEJOBAaHHUN U B
MOCTPErUCTPALMOHHOM IIepHoje ObUIM: Iuapesi, TOLIHOTA, ChIlb, I'OJIOBHAas 0O0Jb W PBOTA.
HauGonee dacTbiMM Cepbe3HBIMHM HEXKENATeIbHBIMH pEaKIUsMH OBUIM: OCTpas I104eYHast
HEJIOCTAaTOYHOCTh, ~ MH(ApKT  MHOKapia, CHHAPOM  BOCCTAHOBIEHHS  MMMYHMTETA,
TPOMOOILIUTONIEHHS], OCTEOHEKPO3, AUapesi, FeMaTUT U TMXOPaIKa.

HexenarenbHble peaknuy NpuBEICHbI B COOTBETCTBHH C CHCTEMHO-OPTaHHOM Kiaccudukanueii u
C pacipe/IeJICeHHEM I10 YacTOTe BOSHUKHOBEHMs. B Ka10# 4acTOTHO#M IpyIine HexelaTeIbHbIE
PEaKIH IIPE/ICTABICHBI B IOPSIKE YMEHBIIECHHUS HX CEPhE3HOCTH.

Yacrora HexenaTeNbHBIX pEeaKIUil ONpeneseHbl CleAyIomuM o0pa3oMm: odeHb udacto (>1/10
ciayyaes), 9acto (>1/100 u <1/10 cmyuaeB), Hewacto (>1/1000 m <1/100 cmyuaeB), pemko

(=1/10000 m <1/1000 ciyuaeB) W YacTOTa HEM3BECTHA (HEBO3MOXKHO OLEHHTh YacTOTy H3

1k



JIOCTYTIHBIX JIaHHBIX ).

CucTeMHO-0praHHBIH KjIace

KaTteropusi 4acToThI

HesxenaTebHble peaknun

Hngpexyuu u uneasuu

Heuacro

['epniernyeckas uHpeKIHs.

Hapywenus co cmoponel kpoeu u numghamuyeckoii cucmeml

Heuacro TpombouuTonenus, HEUTPONECHUS, aHEMHS,
JICHKOIICHUS.
Penko Do3unopums.

Hapywenus co cmopomnvt ummynnoii cucmemoi

Heuacto

CPIHI[pOM BOCCTAHOBJICHHU A UMMYHHTETA,

(IexapcTBEHHAs) THIIEPYYBCTBUTEIBHOCTb.

OHOOKpuUHHbIEe HapyuLeHUs

Heuacto

FI/IHOTHPCOEI, IIOBBINICHHUE KOHICHTPAIIUA THPEOTPOIIHOIO

rOpMOHa B KPOBH.

Hapywenus memabonrusma u numanus

Yacro JlumommcTpodus (B TOM  UMCIe  JIMNOTHIEPTPOdHS,
nanoaucTpodus,  nunoatpodus), caxapHeli  auaber,
TUNIEPTPHUTITHLIEPHICMHUS, THIIEPXOJIECTEPHHEMHSI,
TUTIEPITUTTHIEMHSL.

Heuacto Iloparpa, aHOpekcHs, TOHW)XEHHE AaNII€THTa, CHUKEHHE

MacCbl T€J1a, IIOBBIIIEHHUE MAcCChl TeEJia, TUICPrIIMKEMHUS,
HHCYJIMHOPE3UCTCHTHOCTD, IIOHU)KCHHUEC KOHICHTpalluu
JIMIIOIIPOTEUHOB BBICOKOM IUIOTHOCTH, IIOBBINICHHUEC aIlIICTUTA,

IOJTAUIICHS, ITIOBBIIIEHNE aKTUBHOCTH JIAKTATACTUAPOTCHA3bI

B KPOBH.

Icuxuueckue paccmpoiicmea

Yacto becconnuna.

Heuacto Hlenpeccusi, ne30pHEHTAlUs, TPEBOra, HapyIIECHHS CHA,
AQHOMAJIbHBIE CHOBHJICHHMS, HOYHBIE KOIIMAphl, CHHIKEHHE
JIHOHUIO.

Penxo CryTaHHOCTB CO3HAHHUS, CMEHBI HACTPOEHHS, OECIIOKOHCTBO.

Hapywenus co cmoponwi nepen

ou cucmemol

Yacto

['onouas 60715, nepudepuveckas HeliponaTus,

T'OJIOBOKPY KEHHE.
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Heuacto

3aTOpMO)KeHHOCTI>, nmapecTe3usi, THUICCTE3usA, OUCTCB3US,

HapylnICHUs BHUMaHHWs, HAPYIICHUA ITIaMATH, COHJINBOCTD.

Penxo

OOMOpOK, CyIOpOTH, areB3us, HapylIeHHe puT™Ma (a3 cHa.

Hapywenus co cmoponwvi opean

a 3penus

Heuacro ['unepemMusi KOHBIOHKTHBBI, CyXOCTh CIM3UCTOH 00O0JIOUKH
rias.
Penxo Hapymenue 3penus.

Hapywenus co cmoponwl opean

a cnyxa u 1abupunma

Heuacrto

BectuOynspHoe rojgoBoKpyXeHHE (BEPTHUIO)

Hapywenus co cmoponwi cepoy

a

Hedacro Wudapkt Muokapaa, creHOKapaus, ymnHenne uareppaia QT
Ha 3JIEKTpOKapAHOTrpaMMe, TaXUKapIusl.
Penko Octpelii uHGpApKT MHOKapjaa, CHUHycoBas Opaaukapaus,

ONIYyIICHHUE CepI[I.IeGPICHI/UI.

Hapywenus co cmopomwsi cocyo

06

Heuacto

[ToBbIIEHHE ApTCPUAIBHOI'O AaBJICHUS, KIIPUJIUBBI).

Hapywenus co cmoponsl ObixamenvbHOU CUcmemvl, Op2ano8 2pyOHOU KIemKU U Cped0CmeHUs

Hedacro Oppimka, Kamenb, HOCOBOE KpPOBOTEUEHHE, IEpIICHHE B
ropJie.
Penxo Punopes.

Kenyoouno-xuweunvie Hapyuienus

Ouenp yacto

Juapes.

Yacto

TommnuoTa, pBoTa, 60MH B 00JIACTH KHMBOTA, IOBBIIICHHUE
aKTUBHOCTHM aMUJIa3bl B KPOBH, JUCIIEITICHS, B3IyTHE XKUBOTA,

METEOPHU3M.

Heuacto

[TankpeaTut, racTpuT, racrpod3odareaqbHblii pedIIoKC,

a(TO3HBIN CTOMATUT, MO3BIBEI K PBOTE, CYXOCTh CIIM3HCTOM
000JIOUKH TOJIOCTH pTa, AUCKOMGPOPT B 0OJIACTH IKUBOTA,
3al0p, TOBBIIIEHHE AKTHBHOCTH

JIMTIa3bl, OTPBDKKA,

HapyHIE€HUC YyBCTBUTCIIBHOCTH B pOTOBOﬁ IIOJIOCTH.

Penxo

CromaTtuT, pBOTa C KpPOBBIO, XEHUJIHT, CYXOCTh CIIH3HCTOM

0001510uKH Ty0, HaJIET Ha S3BIKE.

Hapywenus co cmoponwi neuen

U U JCenyesvl800AUUX nymetl

Yacrto

IToBeIIEHNE aKTHBHOCTH aTaHUHAMUHOTpaHCpepassl.

Heuacrto

['enatutr, IUTOIUTHYECKHI TEMaTHUT, CTEaTo3 IIE€YEHH,
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renmaToMeraivs, IIOBBIIICHUE AaKTUBHOCTH TpaHCAMHWHA3BLI,

MOBBINIEHAE  AKTHBHOCTH  acrapraraMHHOTpaHcdepassl,

NOBBIIIIEHHE  KOHIIEHTpanuu  OwnupyOuHa B KpOBH,

TIOBBIIIICHHE AKTHBHOCTH INEIOYHOM (ocdarazbl B KpOBH,

TOBBIIICHUE aKTUBHOCTH raMMariry TaMHJ’[’I’paHC(l)epaBBI.

Hapywenus co cmoponwi kodicu

U NOOKOJCHOU KIem4amKu

Yacto

Combp (B TOM uHcle MakyJspHas, MakyJolaiyJe3Has,

spUTEMaTO3Has M 3ysdmas), 3y 1.

Heuacto

AHTHOHEBPOTHYECKUH OTEK, TIEHEpaJlM30BaHHAs  ChIllb,
QJUIEPrUYeCKHid JIepMATUT, KPAalUBHUIA, JK3€Ma, HPUTEMA,
THIIEPTUAPO3, HOYHAS TOTIMBOCTD, AJIONEIHs, aKHE, CYXOCTh

KOXH, MUTMEHTAIUs] HOI'TEH.

Penxo

JlexapcTBeHHast ChIIb C J03MHOQWINEH W CHCTEMHBIMH

npostieHusiMa  (DRESS-cunapom), cunapom CruBeHa-

JUKkoHCOHa,  MynIbTH(GOpPMHAsi ~ JpUTeMa,  JIepMATHT,

ceOopeiHbIl 1epMaTUT, TOBPEXKACHUS KOXKH, KCEPOIEPMHUsI.

YacroTa HEU3BECTHA

Toxcuueckuit SIUIEpPMAIbHBIN HEKPOJIH3, OCTpBIN

reHePATM30BaHHBINA YK3aHTEMATO3HbIH MyCTYyJIe3.

Hapywenus co cmoporbl Mbluie4HoU, CKelemHol U coeOUHUmMeNbHoUu mKanu

Heuacro Mmuanrus, OCTEOHEKPO3, MBIIIEYHbIE CIa3Mbl, MBIIICYHAS
cnabocTh, apTpairusi, 00Jb B KOHEYHOCTSIX, OCTEOINOpO3,
MIOBBIINIEHUE aKTUBHOCTH KpeaTHH()OCHOKHHA3EI B KPOBH.

Penxo CkeneTHO-MbIINIEYHAs] CKOBAHHOCTh, apTPUT, CKOBAaHHOCTH B

cycTaBax.

Hapywenus co cmoponwi nouex

U MOYEBbI8OOAUUX Nymell

Heuacrto

OCTpaﬂ ImoycyHas HEAOCTAaTOYHOCTBD, IMo4YcCyYHas

HEAOCTATOYHOCTH, ITOYCYHOKAMCHHAas 6OJIC3HI>, ITOBBIIICHHUEC

KOHIICHTpallu: Kp€aTUHHHa B  KpPOBH, MPOTCUHYPHS,

OunmupyOuHYpHsl, TU3ypHsl, HOKTYPHUS, TOJUTAKHY PHUSL.

Penxo

CHUXKEHHE MOYEYHOTO KIIHpE€HCA KpCaTUHUHA

Hapywenus co cmoponwst penpo

OYKMUBHOU CUCEMbL U MOJIOYHBIX Jicee3

Heuacrto

OpexTuibHas TUCHYHKIUSA, THHEKOMACTHS.

Obwue napyuwieHus u peakyuu 6 mecme 66e0eHUs.

Yacro

ACTCHI/IH, YCTaAJIOCTh.

Heuacrto

JIuxopanxa, 60716 B TpyIHOH KiIeTKe, NepupepHIECKUii OTeK,
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HEZIOMOTaHHKe, OIIyIIeHHUE JKapa, pa3ApakUTeIbHOCTb, OOJIb.

Penxo O3H00, MI0X0€ CaMO4yBCTBHE, KCEPO3 KOXKH.

Onucanue HEKOMOPBIX HEHCENIAMEILHBIX PEAKUUT

Coine

B KIMHHYECKHX HCCIIEIOBAaHUSIX B OCHOBHOM HaOJIIO/IAIACh CHIIb JIETKOM MJIH CPEeHEN CTEIeHH.
Cpimnp yalne BCero MosiBSUIACH B TEYEHHE MEPBBIX YETHIPEX HEJeb TEpallid U McYe3aia IpH
IPOJO/DKEHHH IIpUeMa npenapara. [Ipy pa3BUTHN KOXKHBIX pEaKIHid TSKEIOH CTEIIEH! CM. pa3ies
«OcoOble ykazaHus.

B Xozme KIMHMYECKMX MCCIEIOBaHHWH y NAlMEHTOB, paHee MOJYYaBIIMX TEPAIUIO, ChIllb,
HE3aBHCHMO OT €€ IIPUYMHBI, 00Jiee YacTO BO3HUKAIA IIPU IIPUEME CXEM JICYCHHS, COIepKAIIUX
JApyHaBUp M paJTerpaBup, 4eM IpH Ipueme npenapata JlapyHaBup Oe3 panrerpaBupa WM
panrerpaBupa 6e3 napyHaBupa. Chbinb, 00ycIOBIEHHas NMPUEMOM IIperapara, MOsBIIIach CO
CXOJIHOM YacTOTOM. Bo3HMKaBIIas B KIMHUYECKUX UCCIIE0BAHUSX ChINb ObLIA JIETKOW U CpeIHe
CTENEHU M HE IIPUBOIMIIA K ITPEKPALIICHUIO TEPATTHH.

Jlunooucmpogus

KomOuHMpOBaHHAs aHTHPETPOBHPYCHAs Tepamusi BBI3BIBAET II€pepaclpesieieHHe Kupa
(munomuctpoduro) y manmentoB ¢ BUY. Jlumommcrpodus mposBisiiace B BHAE IOTEPH
nepru(epuueckoro U IMOJKOXKHOTO JKHpa B O0JACTH JIMIA, YBEIMYEHHS BHYTPUODPIONIHOTO H
BHCIIEPAILHOIO JKMpa, THNEPTPOGHUU MOJIOUHBIX JKelle3 W HAKOIUICHHS MOJKOXKHOTO KHpa B
JIOPCOLIEPBUKAIBHOM 001acT («Obrauit ropoy).

Hapywenus memabonusma u numanus

Kom6unMpoBaHHas aHTHPETPOBUPYCHAsI TEPAIUs MOXKET MPHBECTH K TAKAM HApyLICHHSAM, KaK
TUICPTPUIITMIEPUIEMHUS], THIIEPXOJIECTEPHHEMHESI, HHCYTMHOPE3UCTEHTHOCTD, THIIEPTIIHKEMHS H
TUIEPIIaKTaTEMHSL..

Hapywenus co cmoponel mbluieunotl, ckelemnot u coeOuHumenbHotu mKaHu

[loBbIIEHHE aKTHBHOCTH KpeaTHH(OCHOKHHA3BI, MHAITHSA, MHO3UT U pabaoMHONH3 (PEIKO)
OTMEYAJIMCh IIPHM HCIIOJIb30BAaHUM MHIHOMTOPOB IpOTeasbl, OCOOEHHO B COYETAHHH C
HYKJIEO3H/IHBIMH HHTHOUTOpaMH 0OpaTHO# TPaHCKPHUIITA3BL.

Bbumi  oTMedeHBI cllydyam OCTEOHEKpO3a, OCOOEHHO y MAMEHTOB ¢ OOIIENpPH3HAHHBIMU
(axropamu pucka, ¢ 3aboneBanmeM BUY Ha mo3aHe# cTagM¥ WM JUIATENBHOE BpeMs

MOJTy4YalouX KOMOMHHMPOBAHHYIO aHTUPETPOBHPYCHYIO Tepamuio. YacTora BO3HMKHOBEHHUS

OCTEOHEKpO3a HEM3BECTHA.
Cunopom 6occmanosienus umMmynumema
YV mnamuentoB ¢ BUY wu Tokenoir cremeHpr0 MMMyHoAepHMIMTa B MOMEHT Hauaia

KOM6I/IHI/Ip0BaHHOI71 aHTHpeTpOBprCHOﬁ TCpallMii MOTYT BO3HHUKATh BOCIIAJIUTECIIBHBIC PEAaKIIMHU
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Ha OecCHMITOMHO TpOTEKAalOIMe WM OCTaTouyHble MHQeKuu. Takxke HaGIIOIATHCH
ayTOUMMYHHbIE 3a0oneBanus (Hampumep, Gonesnp ['peiiBca). Ommako BpeMss 10 Havana
3a00JIeBaHMs MOKET BapbHPOBATLCS, H TaKhe 3a00JI€BAHUs MOTYT HAYMHATHCS CITYCTS MECSI[bI
[I0CTIe Havasla TepanuH.

Kposeomeuenus y 6onvnwix 2emopunueil

Habmonanoces yBennyenne 4acToThl CIOHTAHHBIX KPOBOTEUYEHHMH y MAIMEHTOB ¢ reMObHIHEH,
NOJTy4YalOIUX aHTHPETPOBUPY CHBIE HHTHOUTOPBI IIPOTEA3bI.

Ilayuenmor ¢ koungexyusmu eupycom 2enamuma B w/unu C

Y NauMeHTOB ¢ JaHHBIMM HWHQEKIMSIMH, MOJyYalolMX KOMOWHAIMIO 1apyHaBHp/pUTOHABHD,
4acTOTa BOSHUKHOBEHHS HEKEJATENIbHBIX PEaKIMii U HapyIIeHHH OMOXMMHYECKHAX MapamMeTpoB
ObUIa He BBILIE, YeM y MAlMEHTOB, NOMYYaOHX KOMOMHALMIO JapyHaBUP/PUTOHABUD G€3 KO-
uH(exmyu BUpycoM renatuta B u/nmm C, 3a HCKIIFOYEHHEM MOBBIIIEHUS aKTHBHOCTH II€YEHOYHbIX
TpaHcamuHa3. KoHIeHTpanus B 1j1a3Me y MAlMeHTOB ¢ KO-HH(eKIHen 1 6e3 Hee Oblia CpaBHAMA.
Ecnu mobvie us ykasauuvlx 6 uHcmpykyuu nobounwix sgpexmoe ycyzybnsiomes, unu Boi
samemunu n0bvie Opyeue nobouHvie Ipgexmpl, He YKA3AHHbIE 6 UHCMPYKYUU, Co0Ouwume 06

IMOM epauvy.

Ilepeno3upoBka

Cumnmompi

Caenenns 06 ocTpoii nepe103UpOBKe NPH IPUEMe JapyHaBUpa B KOMOMHAIIMH ¢ PUTOHABHPOM Yy
JIIOJIE# OrpaHUY€eHBl. 3710pOBBIE NOOPOBOJIBIBI MPUHUMAIN OJHOKpaTHO 10 3200 Mr 1apyHaBHpa
B BHJI€ pacTBopa ¥ 10 1600 Mr B Busie Tab1eToOK AapyHaBUpa B KOMOWHAIIMH C PUTOHABHPOM, ITPH
9TOM HeOJIAronpusTHBIX 3G HEKTOB HE OTMEYEHO.

Jleuenue

Cnenndpuyeckuii aHTHIOT HewsBecTeH. IIpH mMepeO3MpOBKe CieayeT MPOBOAMTL OOIILYIO
TOUIEPXKUBAIOIILY IO TEPAIIHIO ¢ MOHUTOPUPOBAHUEM OCHOBHBIX (DH3HOJIOTHYECKHX II0KA3aTeIIeH.
JlapyHaBUp NpEeUMyYIECTBEHHO CBA3BIBACTCS ¢ OEJKaMH IUIa3Mbl, IO3TOMY 3HAYUMOE Y/IaJCHHE

AKTUBHOM CY6CTaHHI/II/I METOJAOM JuaIn3a MaJIOBEPOSATHO.

B3aumopneiicTBHE ¢ APYrHMH JIeKaPCTBEHHBIMH CPEJICTBAMH

Bcee uccenenoBanns no onpeseneHuo B3aUMOICHCTBHS IPOBOIMIMCH TOJIBKO Ha B3POCIIBIX.
JlapyHaBup ¥ pHTOHABHp SBISIOTCS WHruGuTopomu wusodepmentor CYP3A, CYP2D6 wu
P-rimxonporenna. OpHOBpeMEHHOE TNpPHMEHEHHE KOMOWHAIMA JapyHABHD/PUTOHABHP M
NpenapaToB, KOTOPblE METaOOIU3UPYIOTCs NpeuMmylnecTBeHHO u3odepmentamu CYP3A u/mnmu
CYP2D6 wmi nepeHocsTcs P-riIMKONpOTEeHHOM, MOXKET BBI3bIBATH MOBBILEHHE KOHIEHTPAIUH

TakuX IpenapaTroB B IUIa3Me€, 4YTO, B CBOIO O4YEpEIb, MOXKET OBITH HpI/I‘II/IHOﬁ YCUIICHUS WA
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IPOJIOHTMPOBAHHUS TEPANEBTUYECKOTO 3P deKTa, a Takke MPUUHHOMN IOSBIICHHS HEXKEJIATeIbHbBIX
peaKkum.

He nmomyckaercs coBMECTHOE IpPHMEHEHHE KOMOMHAIMM  JApyHAaBUP/PHTOHABHP C
JIEKapCTBEHHBIMH IIpENapaTaMH, KJIMPEHC KOTOPBIX B 3HAYMTEIBHOM CTENEHH 3aBHCHT OT
uzopepmenta CYP3A, U NOBBIIICHHE CHCTEMHOTO YPOBHS KOTOPHIX MOKET COMPOBOXKIATHCS
Pa3BUTUEM CEPbE3HBIX W/MIIH YTPOXKAIOIIUX JKU3HH SIBIICHUH (y3KUi TepaneBTHYECKHUI TUana3on).
OOmwi (papMaKOKMHETHYECKHH YCHIHBAIOIIHI 9 (DEKT PUTOHABHPA 3aKIIOYAJICS B YBETHUYEHHH
CHCTEMHOT0 YPOBHS JapyHaBHpa IPUMEpHO B 14 pa3 mpu 0JHOKpAaTHOM IpUeMe JapyHaBHpa B
nose 600 Mr B coyeraHuu ¢ puUTOHaBHPoOM B 103¢ 100 mr 2 pasa B cyTtku. Takum obpasom,
npenapar JlapyHaBup HeoOXOJMMO HCIOJIB30BaTh B COYETAHHH TOJIBKO C HU3KHMH JI03aMHU
PUTOHABHpA KaKk (papMaKOKHHETHYECKOTO «YCHITHTENIS.

KomOunamuio  napyHaBHp/pUTOHaBHp  HE  CJleAyeT  HCIOJIb30BaTb  C  JPYTHMH
AQHTHPETPOBUPYCHBIMH IIPENapaTaMH, KOTOpble TPeOYIOT UCTIOIb30BaHHsI PUTOHABHPA B KAYECTBE
(apMaKOKUHETHYECKOTO «YCHIHTEIS.

B KIMHHYECKOM HCCIEOBaHMM C HCIOJIB30BAaHHEM CMECH JIEKAPCTBEHHBIX IIPENapaToB,
meTtabonusupyembix muroxpomamu CYP2C9, CYP2C19 u CYP2D6, otMeuanoch MOBBIIIEHHE
aktuBHOCTH CYP2C9 m CYP2C19 u unrubupoBanue aktuBHoctH CYP2D6 B mpHCyTCTBHH
KOMOMHAIMHU Japy HaBUP/PUTOHABHP, YTO MOXKET OBITH 00YCIIOBIEHO IPUCYTCTBHEM HU3KOM J103bI
putoHaBupa. CoBMeCTHOE INpUMEHEHHE [apyHaBHpa W PHUTOHABHpa C JIEKAPCTBEHHBIMH
npenaparamu, MeTabonu3upyeMbiMu npeumyniectBeHHO CYP2D6 (mampumep, ¢uieKauHHIOM,
nponaeHOHOM, METONPOJIOIOM), MOXET NPUBOJUTH K MOBBIIEHHIO KOHIEHTPAIMM 3THX
JIEKapCTBEHHBIX IIPENApaToB B IUIa3Me, YTO CIIOCOOHO BBI3BATh YBEIMYCHHE WIIU MPOJUICHHE UX
TEpaNeBTUYECKOro 3 dexTa n HexxeTaTeIbHbIX peakiuii. CoBMECTHOE MPUMEHEHHE JapyHaBHpa
¥ PHTOHABHpa C JIEKAPCTBEHHBIMHM IIpenapaTaMH, NpPEeHMYIIECTBEHHO MeTaboJIM3UpyeMBbIMH
CYP2C9 (manpumep, Bapdapurom) u CYP2C19 (Hanpumep, METaJOHOM), MOXKET IPUBOIUTH K
CHMDKEHHMIO CHCTEMHOM KOHIIEHTPALMM 3THX JIEKAPCTBEHHBIX CPEJICTB, YTO CIOCOOHO BBI3BAThH
CHHMDKEHHME WJIM COKpAILEHHE UX TePaNeBTHUECKOro 3 deKTa.

Xors >¢dexr B otHomeHun CYP2C8 wusyuasicst TOJIBKO in Vitro, COBMECTHOE NPHMEHEHHE
KOMOMHAIMM JJapyHaBHP/PUTOHABUD C JIEKApPCTBEHHBIMH IIpelapaTtaMi, IIPEMMYIIECTBEHHO
meTtabomusupyembiMu CYP2C8 (Hanpumep, MakJIMTAKCETIOM, POCHTIIATa30HOM, PENArIMHUIOM),
MOXET MPHBOAMTH K CHHXKEHHIO CHCTEMHOIO YPOBHSI 3THX JIEKAPCTBEHHBIX CPEJICTB, YTO
CIOCOOHO BBI3BaTh YMEHBIICHHE HITH COKpAIIEHHE UX TeparieBTHIECKOro s dexra.

PutonaBup MHrubupyeT TpaHcnopTHbIe MoJieKyJibl P-riukonporenna, OATPIB1 u OATP1B3, u
€ro NpUMEHEHHE ¢ CyOCTpaTaMy 3TUX TPAHCHOPTHBIX MOJIEKYJI MOYKET MPUBECTH K MOBHIIIEHHIO
KOHIICHTpAIlMii 3THX IpenapaToB B IUla3Me (Hampumep, naburarpaHa 3TEKCHIIAT, JTUTOKCHH,

CTaTUHBI U O03€HTaH).
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Jlexapcmeennvle npenapamvl, 61UAIOUUE HA KOHYEHMPAYUIO OAPYHABUPA/PUMOHABUDA

B merabomu3me napyHaBupa M puTOHaBHpa ydyacTByeT m3odepmeHT CYP3A. JlekapcTBeHHBIE
npenaparsl, HHIYIUPYOIHe akTUBHOCTh n3odepmenta CYP3A, mpeamnonoKuTebHO YCHIIAT
KJIMPEHC JapyHaBHpa M PUTOHABUPA, BBI3bIBAs CHWIXKEHHME KOHIIEHTPALMi 3THX IpenapaToB B
IjiasMe, 4TO MOXET IPUBOAUTH K CHU)KEHHMIO TeparneBTHYecKoro 3¢G¢eKkTa W pa3BUTHTHIO
PE3MCTEHTHOCTH (HAIIPUMED, 3TO KacaeTcsi pudaMIuIHa, 38epo00s U JonuHaBupa). COBMECTHOE
NPUMEHEHHE JapyHaBMpa M pHTOHaBHpa C JPYI'MMH JIEKapCTBEHHBIMH IIpenapaTaMi,
uHrubupyrommmu u3opepmeHT CYP3A, MOXKeT CHIKATh KIMPEHC dapyHaBUpa U PUTOHABUPA U
MOBBIIATH WX KOHIIEHTPALHUIO B I1a3Me. COBMECTHOE MPUMEHEHHE ¢ MOIHBIMH HHTHOUTOpaMH
CYP3A He pexkomeHmyeTcs, cliefyeT coOMIOIaTh OCTOPOXKHOCTh. Takhe B3aMMOJIEHCTBHS
ONMCaHbl HMXKE (HANpHMep, WHIAWHABUP, CHCTEMHBIC a30Jibl, B YaCTHOCTH, KETOKOHA30J M
KJIOTpUMA30J1).

Tabnuya 3aumooeticmeuti mexcoy npenapamamu

IIpuBeICHHBIN HUXKE CIIUCOK IPUMEPOB B3aUMOJEHCTBHI MEXIY JIEKAPCTBEHHBIMU CPEICTBAMH
HE SBJIAETCS MCYEPINBIBAIONIMM, U [I03TOMY JUIS MOIyYeHHs HHGOPMALUK, CBSI3aHHOMN C My TAMH
MeTaboIu3Ma, MyTSAMH B3aUMOJICHCTBYS, NTOTCHIHATLHBIME PUCKAMH M JEHCTBUSIMH, KOTOPBIE
HEOOXOMMMO IPEANPHHATh B ClIydae COBMECTHOTO TNpPUMEHEHHs, CJeAyeT obpamarbes K
COOTBETCTBYIOIIEH MHCTPYKIMM JIEKAPCTBEHHOTO IIpenapara, HCIOJb3yeMOr0 COBMECTHO ¢
JTapyHaBUPOM.

Hexoropele wnccnenoBanust B3aumoneicTBusi (0003HAUeHHbIE # B TaONUIE HMXKE) OBUIM
IPOBEJICHBI C MCIIOJIb30BaHMEM J103 JapyHaBHpPa HUXKE PEKOMEH/YEMBIX WU C APYTUM PEXXKUMOM
no3upoBanus. DPPEKTEl B OTHOIIEHHH COBMECTHO MPHUMEHSEMBIX JIEKAPCTBEHHBIX IIPENapaToB
MOTYT, TakuM 00pa3oM, OBITb HEIOOLEHEHBI, BCJIEACTBHE 3TOIO MOXET OBITh MOKa3aH
KJIMHAYECKHH MOHUTOPHHT 0€301T1aCHOCTH.

B3aumopneidcTBis Mexay KOMOMHAIMeW JapyHaBUP/PHTOHABHD W aHTHPETPOBHPYCHBIMH H
NPOYUMH JICKapCTBEHHBIMH CPE/ICTBaMM INpHBeAeHbl B Tabiune Hike («He ompeneneHo»
cokparaercs kak «H/O»). Hanpapnenue crpenku Uit Kaxaoro napamerpa (papMakOKHMHETHKH
ocHoBaHo Ha 90 % moBepHTETHLHOM HHTEpBAJC IS CPEAHETO TEOMETPUUECKOrO COOTHOIICHHS,

KOTOPO€ MOKET HaXOAMThLCS B Ipeienax (<), Hke (| ) wim Beime (1) nuanasona 80-125%.

JlexapcTBeHHBII B3aumopaeiicrBue Pexomenaanum no
npenapar, npuMeHsieMbIi Cpeanee reomerpuyeckoe COBMECTHOMY NPHMEHEHHIO
COBMECTHO ¢ KOMOHHAIHEH usmeHenue (%)

AapyHaBHDP/PHTOHABHP

AHTHUPETPOBUPYCHBIE IIPEITAPATHI 1JI51 TEYEHUS BUY-UHOEKIIUU

Hnzubumoper unmezpasoi
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JlonyTerpaBup

AUC nonyterpasupa | 22 %
Ca4q nomyTerpaBupa 38 %

Cmax nomyrerpasupa | 11 %
JapyHaBup «>*

* Ha ocHOBaHMM CpaBHEHHIA
MEXIy  HCCIECIOBAHUSMH C
HCTIOIb30BaHUEM
HCTOPUYECKHX  JAHHBIX  II0

(bapMaKOKHHETHKE

Kombunanuo
JlapyHaBUP/pUTOHABUP U
JIOJTy TErpaBUP MOXHO

HCIIOJIb30BaTh 0€3 KOppeKIuH

J03BbI.

PanrerpaBup

B  pesynprare = HEKOTOPBIX

KIIMHUYCCKUX UCCJICIOBaHUM

ObUI0O  NPEeanoJIoKEHO,  YTO
paTerpaBUp MOXKET BbHI3BIBATH
yMepeHHOe CHHIKECHUE
KOHLEHTpALMK JIapyHaBUpa B

Ijiasme.

B Hacrosuee BpeMs
npezanosnaraercs, 4ro 3¢hdexr
pajiTerpaBupa Ha

KOHIICHTPAIIMIO JlapyHaBHpa B

ia3me HE SIBIIAETCS
KJIMHUYECKH 3HAYHUMBIM.
Komb6unarmzo

JlapyHaBUDP/pUTOHABHP 7}
pajTerpaBup MOYKHO
OpUMEHSATh 0e3 KOppeKIuH

J03BI.

Hykneo3udnvie/nykneomuonsie unzubumopui oopammuoii mpanckpunmaswt (HUOT)

Jlunano3us

400 mr 1 pa3 B cyTku

AUC munanosuna | 9 %
Cmin tupano3una H/O
Cinax tuaano3una | 16 %
AUC napyHnaBupa <
Cmin JapyHaBUpa <>

Cmax TapyHaBUpa <>

Kombunanuro
JlapyHaBUp/pUTOHABUD "
JM/IaHO3MH MOXHO IIPUMEHSTh
0€e3 KOpPEeKIHH 03B
Jluano3us HEoOX0auMOo
IPUHUMATh HATOLIAK, TaKUM
obpa3zom, ero CleayeT
IpUHHMMATh 3a 1 yac 10 WM
gyepe3 2 wyaca Ioclie NpHeMa
KOMOUHAIMU JapyHaBup/

PHUTOHABHD C IMULIECH.

TenodoBup mu3ompokcu

245 mr 1 pa3 B cyTku®

AUC tenodosupa 1 22 %
Cmin TeHODOBHpa T 37 %

HpI/I COBMECTHOM NIPUMCHCHHUH

KOMOMHAIUH
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Cmax TeHOOBHpa T 24 %
#AUC napynasupa 1 21 %
#Cmin HapyHaBupa T 24 %
#Cmax DapyHasupa T 16 %

(1 xoHueHTpanuu TeHOpOBHpA

BCJICZICTBHE BIIMSIHUS Ha
OIIOCPE0BAHHBIN MDR-1
TPaHCIIOPT B IIOYEYHBIX

KaHaJIbL1ax)

JlapyHaBUP/PUTOHABHD c
TEHO(QOBHPOM MOXET OBITH
TIOKa3aH MOHHUTOPHHT
byHKIHU HIOYEK, B
0COOCHHOCTH Yy MAIMEHTOB C
CHCTEMHBIMH WJIH MOYEYHBIMH
3aboneBaHusIMH, JMOO TIpU
HCIIOJIb30BaHHH

He()POTOKCHYHBIX IIPENapaToB.

OMTpuIUTabHH/

TeHO(oBHpa amapeHaMu I

Tenodosupa anapenamu <>

Tenodosup 1

Pexomennyemas n03a
KOMOHMHAIIUH
SMTpHUIUTAOUH/TEHOPOBUPA
anapenamun — 200/10 Mr mpu

COBMECTHOM INPHUMCHCHHHU C

KOMOMHaImen
JapyHaBUDP/pUTOHABHP.
AbakaBup He wm3ywanocs. Ha ocHoBanum|KomOunarms
OMTpULIUTAOHH nyTed  SIMMHHAIMK  [IPOYMX | JapyHABUDP/PUTOHABHP MOXKET
JlamuBy iMH HUOT (3ua0By1MHa, | IpUMeHsAThes ¢ aTumMu HUOT
CraByuH SMTpUIMTabuHa,  CTaBYJWHA, |06e3 KOPPEKIUH J03BbI.
3UI0BY IMH JIaMHBY INHA), KOTOpBIE
3KCKPETUPYIOTCS

NPpEUMYIIECTBCHHO ITOYKaMH, U

abakaBupa, B MeTaboJH3Me
KOTOpPOTO HE y4acTBYET
CYP450, HHUKaKHX

B3aUMOJICHCTBUN MEXIy 3TUMH

JICKapCTBEHHBIMH MIp€riapaTaMu

U KOMOUWHauen
JlapyHaBUDP/pUTOHABH] HE
Ipe/InoJaraeTcs.

Henykneosuonvie/nenykneomuonsie uHzuGUMOpPsl 06pamuoii

mpanckpunmaszel (HHHOT)

OdaBupens

600 mr 1 pa3 B cyTku

AUC sdasupensa T 21 %
Cmin ¢aBupensa 1 17 %

[Tpn IIPUMEHEHUU

KOMOHHAIUH
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Cmax 2¢aBupensa 1 15 %

#AUC napynasupa | 13 %
#Cmin 1apyHaBupa | 31 %

#Cmax apyHaBupa | 15 %

(1 xoHueHTpanuu >¢aBUpeH3a
BCJIEJICTBHE

CYP3A)

UHTHOMPOBaHHUS

(] xoHUIeHTpamuu [napyHaBUpa

BesiencTBre HHAyKiuu CYP3A)

JlapyHaBUP/pPUTOHABUP B
coyeTaHMH C 3(aBUPEH30M
MOXET notpeboBaThCs
KJIMHUYECKHH MOHHUTOPHHT
TOKCUYHOCTH B OTHOILICHHH
LEHTPaAJIbHON HEPBHOM
CHUCTEMBI, CBSI3aHHBIN C
IIOBBIIIIEHHON KOHILIEHTpanuen
s¢daBupensa.
[Tpuem a¢aBupeHsa B
coYeTaHMM ¢ KoMOMHanuen
JapyHaBUDP/PUTOHABHP B 03€
800/100 mr 1 pa3 B cyTkH
MOXET IIPUBOJIUTH K
CyOONTHMATBbHOMY 3HA4YEHUIO
Cmin  JapyHaBHpa. Ecnu
s¢aBupeH3 notpedyeTrcs
IPUHUMATh B COYETAaHHUH C
KoMOuHarmen
JlapyHaBUDP/pUTOHABHD,

CJICAYET HCIIOJIB30BAaTh PEKUM

600/100 mr 2 pa3a B CyTKH.
OTpaBUpUH AUC stpaBupuna | 37 % KomOunanuto
100 mr 2 pa3a B cyTkH Chin 3TpaBupuna | 49 % JlapyHaBUP/pUTOHABUP c

Crax 3TpaBupuHa | 32 %
AUC napynasupa T 15 %
Cmin JapyHaBHpa <>

Cmax lapyHaBHpa <>

stpaBupuHOM 200 mMr 2 pasza B
CYTKHM MOJXHO HCIOJIE30BaTh

0e3 KOpPpPEeKIUH J103bI.

HeBupanun

200 mr 2 pa3a B CyTKH

AUC neBupanuna 1 27 %
Cmin HeBupanuHa 1 47 %

Cmax HeBUpanuHa 1 18 %

#napyHaBup: KOHLIEHTPALUH
COOTBETCTBOBAIIA

HUCTOPUYCCKHUM TaHHBIM

(1 XOHIIEHTpalW¥ HEBHpalWHa

KomOunanuto
JapyHaBUP/pUTOHABUD c
HEBUPAITUHOM MOXHO

UCTIONIB30BaTh 0Oe3 KOPPEKIIHH

J103BI.
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BCJICJICTBHC

CYP3A)

UHTUOMPOBAHUS

Punnusupun

150 mr 1 pa3 B cyTku

AUC punmuupuna T 130 %
Cmin pummuBuprHa T 178 %
Cmax pumuBmuprHa T 79 %
AUC napynaBupa <>

Cmin apynaBupa | 11 %

Cmax JapyHaBupa <>

KombOunanuro
JlapyHaBUp/pUTOHABUD c
PUWINHBHPHHOM MO>XHO

UCIIONIB30BaTh 0€3 KOppeKIHH

J03BI.

Huzubumopvt  npomeazst BHY 6e3 00nonHumenvHozo npumeHeHus HUKUX 003

pumonasupa’

ATazaHaBHp AUC arazanaBupa <> Kom6unarmio

300 mr 1 pa3 B cyTkH Cmin aTa3anaBupa T 52 % JlapyHaBUDP/pUTOHABHP u
Cmax aTa3anaBupa | 11 % aTa3aHaBUP MOXHO

#AUC napynaBupa <>
#Cmin JapyHaBUpa <>
# Cmax lapyHaBHpa <>
ATa3aHaBup: CpaBHEHHE
aTazaHaBHpa/pUTOHABHpA
300/100 mMr 1 pa3 B CyTKH H
atazanasupa 300 Mr pa3 B CyTKH
B COYETaHUHU c
JlapyHaBUPOM/PHUTOHABHPOM
400/100 Mr 2 pasa B CyTKH.
JlapynaBup:

JlapyHaBUpa/pUTOHABHpA

CpaBHEHHE

400/100 mMr 2 pa3a B CyTKH ¢
JlapyHaBUPOM/pUTOHABUPOM

400/100 mMr 2 pa3a B CyTKH B
coYeTaHuHU ¢ araza”aBupom 300

Mr 1 pa3 B cyTkH.

UCIOJIB30BaTh 0€3 KOPPEeKIHH

J1O3BI.

WnnunaBup

800 mr 2 pasa B cyTkH

AUC unaunasupa T 23 %
Cmin vHMHABHUpa T 125 %

Cinax UHIMHABUDA <>

[Tpu UCII0JIb30BAaHUH B
COYeTaHWH ¢ KoMmOWHarmen

JapyHaBUP/PUTOHABUDP MOXKET

23




#AUC napynasupa T 24 %
#Cmin 1apyHaBupa T 44 %
#Cmax napynaBupa T 11 %
WUununaBup: CpaBHEHHE
WH/IMHABUPA/PUTOHABHpA
800/100 mMr 2 pasa B CyTKH C
WHIMHABUPOM/Iapy HaBUPOM/
puronasupom 800/400/100 mr 2
pasa B CyTKH.
HapyHnasup:

JlapyHaBUpa/pUTOHABUPA

CpaBHEHHE

400/100 mr 2 pasa B CyTKH C
Jlapy HaBUPOM/PUTOHABHPOM

400/100 Mr B codeTaHHH C
unauHasupom 800 mr 2 pasa B

CYTKH.

norpedoBaThCs KOPPEKIIHs
J103bl MHaAuHABUpa ¢ 800 mr 2
pasa B cyTku 10 600 mr 2 paza
B CYTKH B cirydae

HENICPEHOCUMOCTH.

CakBuHaBUD

1000 mr 2 pa3za B cyTKH

#AUC napynasupa | 26 %
#Cmin HapyHaBup | 42 %
#Cmax DapyHasupa | 17 %
AUC cakBunasupa | 6 %
Cmin cakBuHaBHUpa | 18 %
Cmax cakBuHaBupa | 6 %
CakBHuHaBHD: CpaBHEHHE
CaKBHHABHpa/pUTOHABHPA
1000/100 mr 2 pa3a B CyTKH H
CaKBHHaBUpa/fapyHaBUpa/
puronasupa 1000/400/100 mr 2
pasa B CyTKH.
Hapynasup:

JlapyHaBHpa/pUTOHABUPA

CpaBHEHHE

400/100 mMr 2 pa3a B CyTKH H
JlapyHaBHpa/pUTOHABHPA

400/100 Mr B codYeTaHWH ¢C

KombOunanmro
JlapyHaBHP/pPUTOHABUD HE
PEKOMEHIyeTCsl NPHUMEHSTh C

CaKBUHAaBHUPOM.
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cakBuHaBupoM 1000 mr 2 pasa B

CYTKH.

Huzubumoput npomeasvt BUY — ¢ couemanuu ¢ huskumu dozamu pumonasupat

JlonunaBup/puTOHABUP

400/100 mr 2 pa3a B cyTKH

JlonunaBup/puTOHABUP

533/133,3 mr 2 pa3a B CyTKH

AUC nonunasupa T 9 %
Cmin TonmuHaBupa 1 23 %
Crmax TontuHaBHpa | 2 %
AUC napynasupa | 38 %?
Cmin JapyHaBupa | 51 %?
Crmax JapyHaBupa | 21 %*

AUC nonunaBupa <>
Cmin TonmHaBupa T 13 %
Cinax TonmuHaBupa T 11 %
AUC napynasupa | 41 %
Cmin apyHaBupa | 55 %
Crmax apyHasupa | 21 %

+

* Ha OCHOBaHHH HE
HOPMaJIM30BaHHBIX 10  JI03€
3HAYEHUH.

BcenenctBue CHUIKEHUS
KOHIICHTPAIHH (AUC)
napyHasupa Ha 40 %
NOIXOASIIHE  JO3BI  JTOM

KOMOHWHAIIMH HE YCTaHOBJICHBI.

Takum oOpa3oMm, coBMecTHOE

INpHUMEHEHHE KoMOUHAIHU
JapyHaBUp/pPUTOHABHD c
KOMOMHUPOBAHHBIM
IpernapaToM,  BKIIOYAIOIIUM
JIONMHABUP/PUTOHABHUD,
IPOTHBOIIOKA3aHO.

AHTAI'OHHUCTBI PEIIEIITOPOB CCR5

Mapasupox

150 mr 2 pa3a B cyTkH

AUC mapasupoka T 305 %

Cmin MapaBupoka H/O

Cimax MapaBupoka T 129 %
Konnentpamuu papyHaBupa u
PUTOHABHPA COTJIACOBBIBAIUCH C

HCTOPUYCCKHUMHU JaHHBIMHU.

HpI/I IMPUMEHCHUHU B COYCTAHUHN

c KoOMOHMHanuen
JapyHaBHp/PUTOHABHD 71032
MapaBHpOKa JOJDKHA

cocraBnsate 150 Mr 2 pasza B

CYTKH.

AHTAT'OHHUCTBI al-A/IPEHOPEILIEIITOPOB

Andy3o3uH

Ha ocHoBaHuM TeopeTHYecKHx
cooOpaxxeHui npenapar
JlapyHaBUp JOJDKEH MOBBIIIATH
KOHIIEHTpanuio andy3o3uHa B
11asme (3a cueT UHruOupoBaHUs

CYP3A).

OnHOBpEeMEHHOE TPUMEHEHHE
KOMOWHAIIUU
JlapyHaBUP/pUTOHABHP "
andys3o3uHa

IIPOTUBOITIOKA3aHO.
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AHECTETHKH

AndenraHun

He usywanocs. B merabommusme
anpeHTaHnIa y4acTBYyeT
m3opepmenT CYP3A, xortopsrii
MOXET UHTUOMPOBATHCS
KOMOMHarmen

JlapyHaBUP/PUTOHABHUP.

IIpn coBMECTHOM NPHUMEHEHUH
c KoMOHWHanuen
JlapyHaBUP/pPUTOHABUDP MOXKET
noTpeboBaThCs CHIDKEHHE

J103bI aJI(I)CHTaHPIJIa, a TaKXe

MOHHUTOPHHT PHUCKOB
JUTATEJIEHOTO WIH
OTCPOYEHHOTO yTHETEHUS
JIBIXQHUSI.

AHTHAHTI'HHA/IBHBIE/AHTHAPUTMHYECKHE ITPEITAPATBI

Jnzonupamu g He u3yuanocs. Heobxoaumo cobimonenne Mep
OnexanHu I IIpeanonaraercs, uyro IIPEJOCTOPOXKHOCTH,  KpOMe
JlnoxauH (cuCTEMHO) KOMOMHAIHS TOTO, pEKOMEHyeTCs
Mexcunetun JlapyHaBHP/pPUTOHABHP MOBBICHT | MOHUTOPUHT TEPANIEBTHYECKON
[Iponadenon KOHLIEHTPAIUIO 3TUX KOHIIEHTpaIMK (MpH HATHYUH
AQHTHAPUTMUYECKUX IIPENapaToB | TAKOW BO3MOXKHOCTH) OTHX
B IU1a3Me (MHTHOUpOBaHKE AHTHAPUTMUYECKUX
n3odepmentoB CYP3A w/uimm  |mpenapatoB mpu COBMECTHOM
CYP2D6). IIPUMEHEHUH C KOMOWHaIuen
JlapyHaBHP/pPUTOHABHP.
[TpotuBonokazaHo
Amuonapox IIPUMEHEHHE KOMOMHAIIUU
benpumun JlapyHaBHp/pUTOHABUP c
Jlponenapon aMHOIApOHOM,  OempuIHIOM,
XUHUIUH JPOHEAPOHOM,  XMHHIMHOM
Panonazun WIH paHOJa3uHOM.
Jluroxcun AUC murokcuna T 61 % [Tockonbky JIUTOKCHH
0,4 Mr ogHOKpaTHO Cmin murokcuaa H/O XapaKTepU3yeTcs Y3KUM
Cinax urokcuna 1 29 % TepaneBTUYECKUM
(T xOHIIEHTpaIUU TUTOKCHHA JIAAMa30HOM, B ciiyyae
BCJIEZICTBHE BEPOSTHOTO Ha3HAYEHUS JTUTOKCHHA
uHrubupoBanus P- NaIEeHTaM, HOJTy YaIOLHM
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TJIMKOIIPOTEHHA)

KOMOUMHAIHIO
JlapyHaBUpP/pUTOHABUD,
NEPBOHAYAILHO
PEKOMEH/IyeTCsl UCIIOJIb30BATh
MHHUMAJIBHYIO  BO3MOXHYIO
no3y  gurokcuHa.  Jlanee
crenyer IPOBOJIUTH

aKKypaTHYI0 THUTPALHUIO 03B

JUTOKCHHA C (137
JOCTHKEHUS )KEJTaeMoro
KIuHHYeckoro d3¢p¢ekra Ha
dbone OLIEHKH obmero
KJIMHUYECKOTO COCTOSIHUS
MalyeHTa.

WBabpanun He u3zyuanocs. CoBmecTHOE IIPUMEHEHHUE
KOMOUHAIHH
JlapyHaBUp/pUTOHABUP u
uBabpaauHa
IIPOTHUBOIIOKA3aHO.

AHTHBHOTHKH

Knapurpomunun AUC knaputpomunusa T 57 % |Pexomennyercs  cobmoaars

500 mr 2 pa3a B CyTKH Cmin k1apuTpoMunuHa T 174 % | 0cTOPOXXHOCTH pu

Cmax K1aputpomuiaa T 26 % | COBMECTHOM IPUMEHEHUHN

#AUC napynasupa | 13 %
#Cmin fapyHaBupa T 1 %
#Cmax Dapynasupa | 17 %
Konuenrparuu

14-OH-knaputpomMunnHa HE

BBISIBJBSUIUCH TIPH  COBMECTHOM
IIPUMEHEHUU C KOMOMWHammen
JlapyHaBUDP/pUTOHABHD

4 KOHIIEHTpaIlu{
KJIAQDUTPOMHUIIMHA  BCJIE/ICTBHE
UHruOMpoBaHusi u3odepmenTa
CYP3A u BO3MOKHOTO

KJIAPUTPOMHUIIMHA B COUYETAHUH
¢ KOMOHWHaIHeH
JlapyHaBUDP/pUTOHABHD.

VY nanueHToB ¢ HOPMabHOU

byHKIme# moyek KoMOUHAIHS

JlapyHaBUDP/pPUTOHABHUD B
COYCTAHHH g
KJIQPUTPOMHUITTHOM MOXET
OBITH Ha3Ha4YeHa Oe3

KOPPEKIIMHU J035I.
PexomenoBanHy10 203y

KJIAPUTPOMHUIIMHA Y TIAIIUEHTOB
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UHTUOUPOBAHUS

P-rmukonpotenna).

C  HapylmeHueM  (yHKIuM
IIOYEK  CleAyeT  BbIOMpATh
corimacHo  MHCTpykuum 1o

MEIUIOHUHCKOMY IPHMCHCHHUIO

KJIQPUTPOMHUIIUHA.
AHTHUKOATI'YJIAHTbBI
Arnukcaban He wusywanoce. ComectHoe |[IpumeHenue KOMOMHAIIUH
Onokcaban IIPUMEHEHUE KOMOHMHAIHH | TapyHaBUP/pUTOHABUP c
Pusapoxcaban JlapyHaBUDP/pUTOHABH] C|3TUMM aHTHKOAryJIssHTaMH He
AHTUKOATYJISTHTAMHU MOXET | pPEKOMEH/TyeTCsl.
IOBBICUTh MX KOHIEHTpAIHIO,
9TO0  MOXET  TPHUBECTH K
YBEIMUEHUIO pHCKAa pPa3BUTHUS
KPOBOTE€YEHUN (MHTMOMpOBaHHE
n3zopepmenta CYP3A w/umm P-
TIIMKOIIPOTEHHA).
Jaburarpan He wu3ywanocs. CoBmectHOe |CoBMeECTHOE IIpUMEHEHNE
Tukarpenop IPUMEHEHUE ¢ KOMOHWHaIMel | KoMOuHAIHH
JlapyHaBHP/PUTOHABHP  MOXET | JapyHaBUP/PUTOHABUP c
NPUBOJUTE K CYIIECTBEHHOMY |Ia0MrarpaHaHOM WU
TIOBBIIIEHHIO KOHIIEHTPAIUH | THKArpeaopomM
naburaTtpaHa WM THKarpeyiopa. |IpOTHBOIIOKA3aHO.
Pexomennyercss mnpumeHeHue
JAPYTHX aHTUTPOMOOIUTAPHBIX
IpernaparoB, Ha KOTOpble He
BIUSICT HMHTUOMPOBAHHWE WM
uaaykuus CYP  (manpumep,
pacyrpen).
Bapdapun He usyuanocs. [Ipu coBmectHoM | [Ipu coBMECTHOM pUMEHEHHH

IPUMEHEHHH ¢ KOMOWHAIue
JlapyHaBUDP/pUTOHABH]
BO3MOYXHO U3MEHEHHE

KOHLIEHTpaluK BaphapuHa.

BapdapuHa ¢ KoOMOWHaIHen
JlapyHaBUP/pPUTOHABUD
PEKOMEH/IyeTCs MOHHTOPHHT
MEXXTyHapOAHOTO

HOPpMAJIM30BaHHOI'O
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otHomenus (MHO).

ITPOTHBOCY/IOPO’KHBIE IIPEITAPATBI

®enobapbutan He u3zyuanocs. Kombunanuto

DeHuToNH @®enobapbutan ¥ (QEHUTOMH | JapyHABUP/PUTOHABHP HE
IPEANONIOXKUTEIBHO  BBI3OBYT | CIIEAyET IPUMEHSTD B
CHIIKEHHE KOHIIEHTpAIHii | COUeTaHUU ¢ TUMHU
JlapyHaBUpa M PUTOHABUpPA B |JIEKAPCTBEHHBIMH CPEJICTBAMH.
wiazMe (MHIYKIus (epMeHTOoB
CYP450).

Kap6amazenun AUC kapbamazenuna 1 45 %  |Koppekiuu 10361 KOMOMHAIIHH

200 mr 2 pa3a B CyTKH

Ciax kKapbamazenuna 1 54 %
Cmax kapbamazenuna 1 43 %
AUC napyHnaBupa <

Cmin JapyHaBupa | 15 %

Ciax 1apyHaBHpa <>

JlapyHaBUp/pUTOHABUD HE
PEKOMEHTy€TCH. Ecmu
norpedyercst COBMECTHOE
IIPUMEHEHUE KOMOHMHAIUU
JlapyHaBUpP/pUTOHABUD U
kapbamasenuHa, HEOOXOIUM
MOHHMTOPHHI TOTEHIHATbHBIX

CBSI3aHHBIX C Kap63M3.3€III/IHOM

HEXXeJaTeIbHBIX SIBIICHHIA.
Cnenyer KOHTPOJIMPOBATh
KOHIIEHTPAIUIO

Kapbama3zenuHa, Kpome TOro,

TpeOyeTcsi TUTpAIHS ero O35

g LETTBIO obecrieueHus
ajJekBaTHoro  orBera. Ha
OCHOBaHHH MOJTyYE€HHBIX
Ppe3yJIbTaToB J103y
kapOamasenuHa B
IIPUCYTCTBHH KOMOUWHAIUU

JlapyHaBUP/pUTOHABUP MOXKET
oTpeboBaTLCSl CHU3UTH Ha 25

%-50 %.

Kionazenam

CoBmecTHOE IIPUMEHCHHUC

KOMOMHAIMHU J1apyHaBup/

HpH COBMECTHOM IIPUMCHCHHUH

KOMOWHAIMu JapyHaBup/
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PHUTOHABHP U KJIOHA3€mmamMa

MOXKET IMPUBECTH K IMIOBBIIICHUIO

PUTOHABHp H  KJIOHa3€liama

PEKOMEHJyeTCsl KIIMHUYECKUH

KOHIIEHTPAllUH KJIOHA3eramMa B | MOHUTOPHHT.
mia3me (MHruOupoBaHue
CYP3A).
AHTHIEIIPECCAHTBI
[TapoxceTun AUC napokceruna | 39% B ciyyae COBMECTHOT'O
20 mr 1 pa3 B cyTKH Chin mapoxcetuna | 37% IIPUMEHEHHUS
Crmax mapokceTrna | 36% AQHTH/IETIPECCAHTOB ¢
#AUC napyHaBupa <> KOMOMHaImen
#Cmin 1lapyHaBHpa <> JlapyHaBUpP/pUTOHABUP
#Cmax JapyHaBHpa <> PEKOMEHIyeMbIM  TIOAX0J0M
SBISIETCS ~ THTpALUs  JI03BI
Ceprpanun AUC ceprpanuna | 49% aHTH/IETIpECCAHTa Ha
50 mr 1 pa3 B cyTkn Cmin cepTpanuna | 49% OCHOBaHUH KIIMHHAYECKOM
Cmax cepTpanuna | 44% OLICHKM OTBE€Ta Ha  I3TOT
#AUC napyHaBupa < npenapar. Kpome Toro, 3a
#Cmin AapyHaBupa | 6% NalMeHTaMH, [OJyYaIOIUMH
#Cmax JapyHaBUpa <> cTabuIbHBIE JI03bI
aHTUJICTIPECCAHTOB, KOTOPBIE
HAUUHAIOT Tepanuio
KOMOMHaInueu JapyHaBup/
PHUTOHABHD, CleayeT

AMUTPUNITUIIHH
Jle3unpamMun
Wmunpamux
Hoprpuntunun

Tpazonon

CoBMecTHOE pUMEHEHHE
KOMOWHAIUU
JlapyHaBUP/pPUTOHABUD C STUMH
aHTHUIETIPECCAHTAMH MOXKET
IIOBBICUTH KOHIIEHTPAIHIO
aHTHUIETIPECCAHTOB
(uarubuposanue CYP2D6
uw/mm CYP3A).

HaOMoIaTh HA IpeaAMET OTBETA

Ha aHTHACTIPECCAHTHI.

HpI/I COBMECTHOM IPUMECHCHHUH

KOMOHWHAaIUH
JlapyHaBHp/pUTOHABUD ¢
9TUMH  aHTHJENPECCaHTaMH

PEKOMEHYETCA KIIMHAYECKU A

MOHHMTOPDHHI, KpOME  TOrO,
MOXET notpeboBaThCs
KOPPEKIHSI J103b1 9THX
AHTHUJICTIPECCAHTOB.
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ITPOTHBOPBOTHBIE IIPETTAPATBI

Jlomnepuion

He u3yuanocs.

IIpn coBMECTHOM NpHUMEHEHUH

KOMOMHAIUHA
JlapyHaBUP/pUTOHABHP c
JIOMIIEPHI0HOM ciexyer

co0moaTh OCTOPOXKHOCTH H
HaOMmoaaTh 3a
HE)KEJIaTe/IbHBIMU PEaKIHsIMH,
CBSI3aHHBIMH e

JAOMIICPUIIOHOM.

ITPOTUBOI'PUBKOBBIE IIPEITAPATBI

Bopuxonazon He wm3yuanoce. PurtonaBup |Bopukonazon He ciexyer
MOXET CHMXKaTh KOHIIEHTPAIUIO | IPUMEHATh B COYETAHHH C
BOPUKOHA30J1a B 1a3Me | KoMOMHanuei napyHaBHp/
(MHIY KM (EepMEHTOB | pUTOHABHP 3a HMCKIFOYEHHEM
CYP450). CJIy4aeB, KOrJa Ha OCHOBaHHH
OLICHKH COOTHOIICHHUS PUCKA H
NI0JIb3BI HE0OX0IUMO
IIPUMEHEHUE BOPUKOHA30/1a.
Kerokxonazon AUC xetokonazomna T 212 % [Tpu UCIOJIb30BaHUH
200 mr 2 pa3a B CyTKH Cmin keTOKOHa301a T 868 % KOMOUHAIMH
Ciax keToxonazona T 111% JlapyHaBUDP/pUTOHABHP
#AUC napynasupa 1 42 % HE0OX0IMMO cobmonarh
#Cmin fapyHaBupa T 73 % OCTOPOXKHOCTB,

#Cmax DapyHasupa T 21 %
(uarubuposanune CYP3A).

PEKOMEH/IyeTCsl KITMHHUYECKUH
MoHHTOpHHT. Eciu Tpebyercs
COBMECTHOE NpPHUMEHEHHE, TO
CYyTOYHas 7032 KETOKOHAa30Jia

He J10JDKHa npeBbimats 200 Mmr.

@irykoHa3011
N3aBykoHazon
Wrpakonazomn

ITo3akoHazon

He wu3yuanocs. KomOunaims
JApyHaBUP/PUTOHABHDP  MOXKET
MOBBILIATH KOHIIEHTPAIHIO
IPOTUBOIPUOKOBBIX TPETapaToB

B njaasMme, 1103aKOHA30J1,

Heobxoaumo co0II0naTh
OCTOPOXKHOCT,

PEKOMEHIyeTCsl KIIMHHYECKHI
MOHHUTOPUHT. [Tpn

COBMCCTHOM IIPUMECHCHHHA
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H3aBYKOHAa30lJI, HTpPAKOHAa30J1

WU GrykoHazon MOTYT
NOBBINATH KOHIIEHTPALIUIO
JapyHaBupa  (MHrHOMpOBaHHE

m3opepmenra CYP3A wu P-

IIIMKOIIPOTEHHA).

CyTO4YHas 103a HUTpaKOHa3oJia

He J0JDKHa npeBbimath 200 mr.

Knorpumazon

He uzyuanocs. CoBmMecTHOE
CHCTEMHOE TIPUMEHEHHE
KJIOTPUMa30Jia ¥ KOMOWHAIMH
JlapyHaBUP/pUTOHABHP MOXKET

IIOBBIIATh KOHLICHTPAIIHUIO

Eciu TpeGyercss coBmecTHOE
NpHUMEHEHHE c
KJIOTPUMA30JI0M, HEO0O0XOIUMO
coOMOaaTh  OCTOPOIKHOCTB,

PEKOMEHOYETCA KJIMHUYECKUH

JlapyHaBUpa U /Wium MOHUTOPUHT.
KJIOTPHMa30Jia B IIa3Me.
AUC24n napynaswupa 1 33% (Ha
OCHOBAHHH IIOIYJIALIMOHHON
Mozienu (papMaKOKHHETHKH).
ITPOTHUBOIIOJAI'PHYECKHUE ITPEIIAPATBI
Konmxunun He wusywanoce. CoBmectHoe |Ecmm  TpeOyercss  Tepamus
NPUMEHEHHE  KOJIIXMIMHA U |KOMOMHaImen
KOMOHMHaIH JlapyHaBUp/pUTOHABUD y
JIApYHAaBUP/PUTOHABHD  MOJXET |TALMEHTOB C  HOPMAIbHOM

ITIOBBIIIATH KOHIICHTpAIUIO

KOJIXUIMHA  (MHruOMpOBaHHE
n3zopepmenta CYP3A wu/umu P-

TJIMKOIIPOTEHHA).

(byHKIMEH TeYeHN WM TT0YeEK,
pEKOMEH Ty eTCs CHIDKEHHE

J103BbI KOJIXUIIMHA W

IIPHUOCTAHOBIICHHE npuema
sToro mpenapara. [lanuentam
¢ HapymieHHeM  (yHKIMH

INCYCHHU HIIA IIO4YCK
IIPOTUBOIIOKA3aHO IPHMEHSATH

KOJIXHIIHH B COYCTaHHH C

KOMOHMHanuen
JlapyHaBUpP/pUTOHABHD.
ITPOTHBOMAJIAPHHHBIE ITPEITAPATHI
Apremerep/Jlymedantpun | AUC apremerepa | 16 % KomOunarms
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80/480 mr, 6 103 yepes 0, 8,
24, 36, 48 u 60 gacos

Cmin apTeMeTEpa <>
Cmax apTemetepa | 18 %
AUC

1 18%

JAUTUAPOAPTEMU3UHHUHA

Cmin JUTHIPOAPTEMU3HHUHA <>
Cmax

1 18%
AUC nymedantpuna T 175 %

JAUTHAPOAPTEMHU3HMHHUHA

Cmin Tymedantpuna T 126 %
Cmax Tymedantpuna T 65 %
AUC papyHnaBupa <>

Cmin tapyHaBupa | 13 %

Cmax JapyHaBHpa <>

JlapyHaBUP/PUTOHABHP MOXKET

IIPpUMEHATECA B COYECTAaHHUHU C

apremerepom/

TymedaHTpUHOM 6e3
KOPPEKIIMH JI03bI; TeM He
MeHee, BCJIC/ICTBHE
MOBBILIECHUS]  KOHIIEHTpPAIUH
nymedaHTprHa JTAHHYIO
KOMOHWHAIHIO clenxyer

IIPUMEHATH C OCTOPOXKHOCTHIO.

ITPOTHBOTYBEPKYJ/IE3HBIE IIPEIIAPATHI

Pudamnunun

Pudanentun

He wusywanoce. Pudanentun u

pudamMIUIH SIBIISIIOTCSI
MOIIHBIMHA MHIyKTOpaMu
mopepmenta CYP3A, onu
BBI3BIBATH BBIP2XKEHHOE
CHU)KEHHE KOHIIEHTpaHii

JApYTUX HHTHOMUTOPOB MpoTEas,

YTO0 MOXET MPHUBOAMTH K
BHPYCOJIOTHYECKON

Hed(PPEKTUBHOCTH M Pa3BUTHIO
PE3UCTEHTHOCTH (MBIyKIHS
dbepmentoB CYP450). B xoxme

IIOMIBITOK MPEOA0JIETH CHHIKCHHUE

KOHLEHTPALUK  TOCPEICTBOM
IOBBIIIEHUS]  JI03BI  JIPYTHX
MHTHOUTOPOB nporeas B

COYETAaHUH C HHU3KUMH J03aMH
pHUTOHaBHpa Habmozanach
BBICOKAsl 4acTOTa peakiMid Co
CTOPOHBI NE€YEHH, CBSI3aHHBIX C

pU(paMITHITTHOM.

IIpumenenue pudaneHTHHA C
KOMOMHaIme
JlapyHaBUDP/pUTOHABHP HE

PEKOMEH Ty eTCsl.

IIpoTuBOonOKa3ana
KOMOWHHMPOBAHHAS TEPAITUs
pUGaMITHITHHOM C
KOMOMHanuen

JlapyHaBUDP/pUTOHABHP.
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Pudabytun
150 mr 1 pa3 B 2 aus

AUC™ pudabyruna 1 55 %
Cmin . pudabyruna 1 H/O
Cmax .~ pubabyTuHa <>

AUC napynasupa 1 53 %

Cmin TapyHaBupa 1 68 %

Cmax nmapynaBupa T 39 %
“cymma AKTUBHBIX
IPOU3BOJHBIX pudabyTrHa
(ucxomubit mpemapar + 25-O-
Jle3aleTHIIbHBIA METabOIHUT).

B UCCIIe/IOBAaHUU
B3aMMO/ICHCTBUS HAOIONATHCH
CpaBHHMBIE CYTOYHBIE
CHCTEMHBIe KOHIICHTPAIHH
pu¢abyTuHa Ipu NpreMe B J103€

300 Mr 1 pa3 B CyTKH B BHJE

MoHOTepanuu u 150 mr uepes
JIeHb B COYETaHUH c
KoMOuHarmen

napyHaBup/putonasup (600/100
MT 2 pa3a B CyTKH) C IPEMEPHO
JIECATUKPATHBIM  yYBEJTMYEHHUEM

CYTOYHOTI'O YPOBHSA aKTHBHOI'O

MeTaboauTa (25-0-
ne3aneTwipupadbyTuHa).
Kpome Toro, AUC cymmel
AKTHBHBIX IPOU3BOTHBIX
pudpabyTuna (ucxomHOTO
npemnapara & 25-0O-
J€3alEeTHIBHOTO  MeTaboJIHTa)
nosbicuiaack B 1,6 pasa, B TO
BpeMss Kak 3HaueHHe Cmax
0CTaBaJIOCh COTMIOCTABUMBIM.

B HacTosiee BpeMs
OTCYTCTBYIOT  JIaHHBIE  IIO

[Tanuentam, HOJTy YarOIIUM
KOMOHMHAIHIO
JlapyHaBUP/PUTOHABHP,
PEKOMEHIyeTCs CHHIKECHHE
1036l pudabyTuna Ha 75 % ot
obpruHOM 10361 300 wmr/cyT
(mampumep, 150 wmr uyepes
JIeHb), a Takxe OoJiee yacThIit
MOHHTOPHHI 1[I0  TIOBOAY
CBSI3aHHBIX ¢ pudpabyTuHOM
HEXeJaTeIbHBIX sBJIeHHH. B
ciryyae mpobiieM CO CTOPOHBI
Oe3omacHOCTH  HEOOXOJUMO
paccMOTpeTh JlanbHeee
YBEIMUYECHUE HHTEpBAIa MEXTY

npuemMamu pudalbyTHHA W/WIH

MOHHUTOPUHI  KOHIICHTpalluU
pudabyTuna.
Heob6xomumo U3YUYUTh

oumanbHbIe  peKOMEHIAUN
[0  HaJUIeXallled  Tepanuu
TyOepKye3a y BUY-
UH(UIMPOBAHHBIX MAIHEHTOB.
Ha  ocHoBanuum  mpodwis
Oe30macHOCTH ~ KOMOMHAIHH
JlapyHaBHpP/pPUTOHABHP

YBEJIIMYEHUE  KOHIICHTpPAIUH
JlapyHaBUpa Ha (OoHE Tepamuu
TpebyeT

KOPPEKIHUHA J03bI KOMOHHAIUH

pudabytuHoM  He

JlapyHaBUpP/pPUTOHABHP. Ha
OCHOBaHHH
(bapMaKOKHHETHIECKOTO
MOJIEIUPOBAHHUS ITO CHIKEHHUE

036l Ha 75 % Taxxe xacaercs
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CPaBHCHHIO CO CTaHﬂapTHOﬁ

n030i 150 mr pa3 B cyTku.

(Pudabytun SBJISICTCS
HHIYKTOPOM H  cyOcTparom

modepmenta CYP3A). Ilpu

COBMECTHOM IPUMEHEHUH
KOMOHWHAaIUu
JlapyHaBUp/pUTOHABUP c

pudpabytunom (150 Mmr uepes
JICHb ) Ha0mo1a10Ch
MIOBBILIICHUE CHCTEMHOM

KOHIIEHTPAIMH JIapyHaBHPA.

MaIEeHTOB, 0Ty YarOIIHX
pudalbyTun B n03e,

ormmyaroeiics ot 300 mr/cyT.

ITPOTHBOOITYXOJIEBBIE IIPEITAPATHI

JlazaTuHHuO
Hunornuuod
BunG1actun

Bunkpucrun

OBeposumyc

He U3Yy4ayocCh.
IIpeanonaraercs, 4TO
KOMOMHAIUs

JapyHaBUp/pUTOHABHp  Oyner
TOBBIIIATH KOHIEHTPAIHIO 3THX
IIPOTUBOOITY XOJIEBBIX

npenapaTos B ia3zme
(uarubupoBanue wu3zodepmeHTa

CYP3A).

IIpu coBMECTHOM NpUMEHEHHH
ITUX JIEKapCTBEHHBIX
NpernapatoB ¢ KoMOWHAIUeH
JlapyHaBUDP/pUTOHABHP

BO3MOXKHO TIOBBIIIEHHE HX
KOHLIEHTPALUH, TaKUM
oOpa3zom, BO3MOKHO

YBCIIMUCHHUE HECXKCIIATCIIBHBIX

SIBJICHUH, 00BIYHO
Ha0J1I0/1aeMbIX npu
IPUMEHEHUH JTAaHHBIX
JIeKapCTBEHHBIX CpPEeICTB.
Heobxomumo co0r01aTh
OCTOPOXHOCTh npu

Ha3HAYEHUH KaKoro-aubo u3
OTHX IIPOTHUBOOITY XOJIEBBIX

InpenapartoB B COYECTAaHHH C

KOMOMHanuen
JlapyHaBUDP/pUTOHABHP.
CoBmecTHOE IpPUMEHEHHE
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Wpunorexkan 9BEpOJIMMYCa WIH
UPHUHOTEKaHa ¢ KOoMOWHaImen
JlapyHaBUP/pPUTOHABUD HE
PEKOMEH Ty eTCSl.
AHTHIICUXOTHYECKHE ITPEITAPATbI/HEHPOJIEIITHKH
KBeTnanun He u3yyanocs. CoBmecTHOE IPUMEHEHUE
IIpeanonaraercs, uyto KOMOUHAIMK
KOMOUHaIumst JlapyHaBHp/pUTOHABUD c
JlapyHaBHP/PUTOHABHP MOBBICHT | KBETHAITHHOM
KOHILIEHTPALUIO 3TOTO IIPOTHBOIIOKA3aHO, IMOCKOJIbKY
AHTUIICUXOTHYECKOTO BO3MOXKHO yBEJINYEHHUE
npenapara B IU1a3Me CB3aHHOW C KBETHAIIMHOM
(uHrubuUpoBaHue M30pepMEHTa |TOKCHUHOCTH. [ToBbmeHue
CYP3A). KOHIEHTpalluii  KBEeTHANKWHA
MOJKET MIPUBOIUTH K KOME.
[lepdenazun He U3y4aiocek. | B cirydae COBMECTHOTO
Pucnepunon IIpeanonaraercs, YTO | IPUMEHEHHUS 3TUX IpenapaToB
Tuopunazun KOMOMHAIHS € KoMOWHanuen
JlapyHaBUP/PUTOHABUD MOBBICHUT | IapyHABUP/PUTOHABAP MOXKET
KOHIIEHTPAIHIO 9TUX |1OTPeOOBAThCS CHIDKEHHE HX
AHTUIICUXOTHYECKHUX JI03Bl.
npenapaToB B iaszme
(uHrUOHMpOBaHKE H30(EPMEHTOB
CYP3A, CYP2D6  w/umm
P-rimuxomnporenna).
Jlypazuaon CoBmecTHOE [IPUMEHEHUE
[Tumo3sun KOMOUHAIMU
Ceprunnon JlapyHaBUDP/pUTOHABHP c
Ty pa3suI0HOM, TUMO3H/IOM HJTH
CEPTHH/I0JIOM
IPOTUBOIIOKA3aHO.
BETA-A/[PEHOB/IOKATOPbI
Kapseaumnon He u3y4qaiocs. | [Ipu coBMecTHOM MpUMEHEHHH
Mertomnposnon IIpeanonaraercs, 4TO0 | KOMOMHALIUU
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Tumounon

KOMOHMHaIus

JlapyHaBHP/pPUTOHABHP MOBBICHT
KOHIICHTpAIlMI0  3THX  OeTa-
aZipeHOOJIOKATOpOB B ILIa3Me

(narubupoBanue wu3zodepMeHTa

CYP2D6).

JlapyHaBUp/pUTOHABHD C OeTa-
azipeHobI0KaTopaMu

PEKOMEHAYETCS KIMHUYECKHUI
MOHHUTOPHHT. Clle/lyeT penmTh
BOIIPOC O CHW)KEHHH JI03BI

Oera-azpeHobI0KaTopa.

b/IOKATOPBI «<ME/J/TEHHBIX» KAJIBITHEBBIX KAHAJIOB

AMIIOTMTTHH
Jluntrazem
Oenoaunux
Huxapaunua
Hudenunun

Bepanamun

He U3y4aJioch. Moxno
IPETOI0XKHUTB, 9TO
KOMOUHaIus

JapyHABUP/PUTOHABUD  MOXKET
HOBBICUTH KOHIIEHTPAIHIO
O10KaTopoB «MEJJIEHHBIX»
KaJIbIIUEBbIX KAHAJIOB B ILIa3Me
(nHrEGEpoBaHUe H30(EPMEHTOB

CYP3A w/wm CYP2D6).

IIpu cOBMECTHOM NMpUMEHEHHH
3THX IpernaparoB g
KOMOUHaIuen
JlapyHaBUp/pUTOHABHP

PEKOMEHAYETCS KIMHUYECKHM
MOHHMTOPHHI T€pPaeBTUYECKHX

U 1060YHBIX 3 (HeKToB.

I''TIOKOKOPTHKOCTEPOH/[bI

[ TIOKOKOPTHKOCTEPOHIBL,

MeTaboIu3upyeMbIe

B

nepByro oyepens CYP3A (B

TOM 4ucie OeramerasoH,
Oyneconun, GbiryTHKa30H,
MOMETa30H, IpEeHU30H,
TPUAMIIMHOJIOH)

CDJIYTI/IKaBOHI B KIHWHHYCCKOM

HCCIIEZIOBAHUH, B  KOTOPOM
putoHaBup B a03e 100 mr B
Kancynax 2 pa3a B CYTKH
IPUMEHSIM B codyeTaHuu ¢ 50
MKI' (UIyTHKa30Ha MPOIHOHATA

MHTpaHa3aabHO (4 pa3a B CYTKH)

B TE€YEHUE 7 JIHEH Yy 3I0POBBIX
JN00OpOBOJIBIIEB  HAOIIOAAIOCH
CYIIECTBEHHOE HOBBIIIEHUE
KOHLIEHTpaiuii  ¢uryTHKa30Ha
IpONHOHATa B IUIa3Me, B TO
BpeMsl  KaK  KOHIICHTpAIlHH
9HJIOTEHHOT'O KOpTHU30J1a

CHMJKQJIUCh IIPUMEpPHO Ha 86 %
(90% noBepuTeNBHBIN HHTEPBAI

82-89 %). [Ipu MHTATAIHOHHOM

ITpu OJTHOBPEMEHHOM

IPUMEHEHUU KOMOMHAIIUH
JlapyHaBUP/pPUTOHABUP U

TIIFOKOKOPTHKOCTEPOHU OB,

Merabommsupyemsix  CYP3A
(mampumep, ¢iryTHKa3oHa
NpONHMOHATa  WIM  JPYTHX
MHT IS IIHOHHBIX WIIH
Ha3aJIbHBIX

ITTFOKOKOPTHKOCTEPOH/IOB),
MOXET  BO3pacTaTb  PHCK
pa3BUTHUS CHCTEMHBIX
a¢dexToB

ITFOKOKOPTHKOCTCPOUIOB,
BKJIKO4asi CHHAPOM Kyanra u
CYIIPECCHUI0  HAAIIOYCYHHUKOB.

IIpumeHeHne OTHOBPEMEHHO C
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IPUMEHEHUH diyTHKa3oHa
MoryT Habmonatecs  Oojee
BeIpaXKeHHBIE 3 dexTe. Y
TAIUEHTOB, TIOJTY YaIOIIHX

puTOHaBUp M (IyTHKa30H

UHTAISIHOHHO WITH
HHTpaHa3aIbHO OTMEYaJIiCh
CHCTEMHBIE
TJIFOKOKOPTHKOCTEPOUTHBIE
apdexTsr, BKIIOYAS CHHIPOM
Kymmnra u CYIPECCHIO
Ha/IIOYEYHUKOB. DddexTor
BBICOKOM KOHIICHTpAL[H

GbryTHKa30Ha Ha KOHIIEHTPAIIUIO
pUTOHaBHpa B ia3me
HEU3BECTHBI. Hpyrue
[IIOKOKOPTUKOCTEPOUIBI:
JIEKapCTBEHHbBIE

B3aUMOJICUCTBHS HE HU3Yy4aJIuCh.

Konnenrpanuun 3TUX
IpenapaToB B IUIa3M€ MOTYT
BO3pacTaTh npu

OJHOBPEMECHHOM ITPUMCHCHHHU

KOMOHWHAIHH
JlapyHaBHp/pUTOHABHD,
HPUBOIS K CHIKEHHUIO

KOHIEHTpallMi  KOPTH30JIa B

CBIBOPOTKE.

metabonmmsupyembivu CYP3A
TTIOKOKOPTHKOCTEPOUIaMU He
pEKOMEHTyeTcs, 3a
HCKITIOYEHHEM CIIy4aeB, KOrja
NOTEHIMATbHAS TI0JIb3a IS
MalUeHTa peBbIaeT puck. B
TaKMX  CIy4asX  CJeayeT
Ha0MoaTh 3a MalueHTaMu Ha
npeaMeT CHCTEMHBIX

spdexron

TTTIOKOKOPTHKOCTEPOUIOB.
Cnenyer paccMOTpeTh,
0CcOOEHHO B ciy4ae

HEOOXOIMMOCTH JUTUTEIHHOTO
NPUMEHEHHs, AlTbTePHATHBHBIE
TTFOKOKOPTHKOCTEPOH /B,
MeHee 3aBHCHMBIE oT
MeTaboIu3Ma CYP3A,
HanpuMmep, OEKIOMEeTa30H ISt
Ha3aJIbHOTO AN
UHTAISIHOHHOTO

IIPUMCHCHHUA.

JlexcameTa3oH

(cucremHo)

He wusywanoce. Jlexcamerason

MOXET CHI)KaTh KOHIIEHTPAIHIO
JlapyHaBHpa B iazme
(MHIYKIHS n3odepmenra

CYP3A).

JlekcaMeTazoH B KadecTBe
CHCTEMHOTO npernapara
cienyer PUMEHSTh B
OCTOPOXKHOCTBIO B COYETAaHUHU
c KOMOMHaIuen

JlapyHaBUDP/pATOHABHD.

AHTAT'OHHCTbI SH/IOTEJTHHOBBIX PEL[EIITOPOB
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Bo3enran

He wu3ywanocs. CoBMecTHOE
npuMeHeHue  0o3eHTaHa ¢
KoMOuHanuen

JapyHABUP/PUTOHABHP  MOJXKET
MOBBIIIATh KOHIICHTPAIAIO
0o03eHTaHa B IIa3Me.
bo3eHTan  MoOXeT  CHHMXKAaThb
KOHLIEHTPALMIO JapyHaBHpa W
PHTOHABHpA B IUTa3Me

(uanyxuus CYP3A).

[Ipu coBMecTHOM IPUMEHEHHUH
KOMOWHAIUH
JapyHaBHP/pUTOHABUP
PEKOMEH/IyeTCSI MOHHTOPHHT

MEPEHOCUMOCTH 0o3eHTaHa.

AHTHBHPYCHBIE IIPEIIAPATBI IIPAMOIO JEHCTBHA JI/IA TEPAIIUH

I'EIIATHTA C

Huzubumopsr npomeasvt NS3-4A

bouenpeBup

800 mr 3 paza B cyTkm

AUC 6onenpesupa | 32 %
Cmin GonenpeBupa | 35 %
Cmax 60ouenpesupa | 25 %
AUC napynaswupa | 44 %
Cmin 1apyHaBupa | 59 %
Cmax fapyHaBupa | 36 %

KomOunanmio
JlapyHaBUP/pUTOHABHP HE
PEKOMEHIIyeTCsl TPUMEHSTH B

COYCTaHHUH C 60HerCBHpOM.

I nexanpeBup/mubpenTacBup

CoBMecTHOE TpHMEHEHHE
KOMOMHAIUU
JlapyHaBUp/pUTOHABUD B
COYETaHUH ¢ KOMOWHAaImei
rJeKanpeBup/MuOpeHTacBUp
MOJXET MOBBICHTH
KOHIIEHTPALHIO ITIeKapeBupa u
nOpeHTacBHpa B IJIa3Me
(uarubupoBanue P-
TIIMKONIPOTeHUHA, Oenka
PE3UCTEHTHOCTH paKa
MOJIOYHOH JKeJIe3bl W/HITH

OATP1B1/3).

CoBmecTHOE IIPUMEHEHUE
KOMOUHaIMu
JlapyHaBUp/pUTOHABUP c
KoMOuHarmen

rJeKanpeBup/ muOpeHTacBUp

HE PEKOMEH/TyeTCsl.

Cumenpesup

AUC cumenpesupa T 159 %
Cmin cumenipeBupa T 358 %

KomOunaumro

JlapyHaBUDP/pUTOHABHP HE
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Crmax cumenpesupa T 79 %
AUC napynasupa 1 18 %
Cmin mapyHasupa T 31 %
Cmax TapyHaBupa <>

Jloza cumenpeBupa B 3ITOM
UCCIIEJOBAaHHH B3aMMOICHCTBHS
cocraBmsiia 50

MI  TIpH

COBMECTHOM TIPHMEHEHHH C
JTApYHABUPOM/PUTOHABHPOM U

150 Mr B rpynme MoHOTepanuu

PEKOMEH/IyeTCsl NPUMEHSTh B

COYE€TaHUH C CHMECIIPEBUPOM.

CHUMETIPEBHPOM.
DnbacBup/Tpa3onpeBHp ITpenmonaraercs, yto | KomOuHanmo
KOMOMHAIHS JlapyHaBUpP/pUTOHABHP

JlapyHaBHP/PUTOHABHP MOBBICHT

KOHIEHTpALUIO I'pa3oIpeBUpa B

IIPOTHUBOIIOKA3aHO INIPHUMECHATH

B COYETAaHHMU C KOMOWHAIMEH

I1a3me (uHrHOMpOBaHUeE | rpa30nPeBUpP/IIOACBHD.
m3odpepmertoB CYP3A w
OATPI1B).

PACTHUTEJIBHBIE ITPEITAPATHI

3Bepoboii mpozabipsiBieHHbIH | He n3ydanocs. Kom6unarnus

(Hypericum perforatum) IIpennonaraercs, 4To 3Bepoboii | 1apyHaBUP/pUTOHABUP HE
IIPOJBIPSIBIICHHBIH Oy 1eT JOJDKHA  TNIPUMEHSThCS B

CHMJKaTh KOHIIEHTPAIIHIO
JlapyHaBHpa U pUTOHABUPA B

wiazme (uaayknus CYP450).

COYETAaHWH C Ipenaparam,
COJIeprKalMH 9KCTPaKT
3Bep0o00s  MPOJIBIPSBIECHHOTO
(Hypericum perforatum). Eciu
IAlMeHT  yXe  IOoJydaeT
3Bepo00il  NPOJBIPSBICHHBIH,
HEOOX0/IMMO €ro OTMEHHTH H,
110 BO3MOXXHOCTH, IIPOBECTH
aHallM3  ypOBHS  BUPYCOB.
Konnenrpamus napynasupa (a
TaK)K€ PHUTOHABHUPA) MOXKET
IIOBBICUTBCS

IIpu OTMCHC
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3Bep000s  IIPOJIBIPSBICHHOTO.
JlaHHBIH UHIy IUPY IO
3} dexT MoKeT coOXpaHATHCS B
TE4YEeHHE IO KpaiHeld mepe 2
HeJIelTb

IIocJiIe OTMCHBI

3Bep0o00sI IPOABIPSIBIICHHOTO.

HHTHBHUTOPBI T'MI'-KOA-PE/[YKTA3bI

JloBacTatun He u3ywanoce. IIpennonaraercs | [IoBbimieHne  KOHIEHTpAIMK
CumBacraTuH 3HAYUTEIILHOE IIOBBIIIICHHE | JIOBACTATHHA W
KOHIIEHTpAIMii JI0BaCTaTHHA | |CHMBACTaTHHA B IJIA3M€ MOXKET
CHMBacTaTHHa B IUIa3M€ IIpH |BbI3BaTb MHOINATHIO, B TOM
COBMECTHOM IIPUMEHEHHHM C|4ucie pabmoMuosm3. Takum
KOMOMHaIue obpazom, COBMECTHOE
JlapyHaBUP/pUTOHABUD IpPUMEHEHHE KOMOMHALIUH
(uarubupoBanne u3odepMeHTa | 1apyHaBHUP/PUTOHABHP Cc
CYP3A). JIOBaCTaTHHOM WA
CHMBACTaTHHOM
IIPOTHBOIIOKA3aHO.
ATopBacTaTuH AUC aropBacratua 1 B 3-4|B ciIyyae [IPUMEHEHUS
10 mr 1 pa3 B cyTku pasza aTropBacTaTHHA c
Cmin aTopBacTaTHa T B =5,5- 10 | koMOuHanmen
pa3 JlapyHaBHp/pUTOHABUD
Cmax aTopBacTaTHHa | B ~2 pa3a |peKOMeHyeMas  HayajlbHas
no3a aTopBacTaTHHA

cocrapisser 10 mr 1pa3 B
CYTKHU. Bo3moxxHo
IIOCTENIEHHOE HIOBBIIIICHHE
JI03BI aTopBacTaTHHA B
COOTBETCTBHH C KIMHHYECKHUM

OTBETOM.

[IpaBacTatun

40 Mr oTHOKpaTHO

AUC npasacraruna 1 81 %"
Cmin mpaBacTatuaa H/O
Cmax paBactatuHa T 63 %

Mg OrpaHUYEHHOM CyOnomyIsLuu

Eciu Tpebyercs coBMmecTHOE
IIPUMEHEHHE TIpaBacTaTHHA C
KOMOUWHanuei

JlapyHaBUp/pUTOHABHD,
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MAIMEHTOB HA0II01aJI0Ch YBEJIINYCHHUE

10 5 pa3

PEKOMECHAYETCA Ha4YhHAThb C

MUHUMAJILHOUA BO3MOXXHOM
JI036I npaBacTaTHHA C
TUTpAaLlUE 1O  IKEJIaeMoro

KJIMHAYECKOTO  3ddexTa ¢

MOHUTOPHHI'OM 0€30macHOCTH.

PozyBactatun

10 mr 1 pa3 B cyTku

AUC posyBacratusa 1 48 %'
Cmax po3yBacraTusa 1 144 %'
: Ha OCHOBAaHHUH OHyGJIPIKOBaHHLIX

JaHHBIX

Ecmn Ttpebyercst coBmecTHOE
IIPUMEHEHUE pO3yBacTaTHHA C
KOMOMHaImen
JlapyHaBUDP/pUTOHABHP,
PEKOMEH/IyeTCsT HauyuHaTh ¢
MUHHUMAJIbHOR BO3MOXKHOM
J103b1 po3yBacTaTHHA g
TATpalE 10  XKeJIaeMoro
KIMHAYECKOTO  3ddekra ¢

MOHHUTOPHUHI'OM 0€30IMacHOCTH.

APYTHE 'HIIOJTHITHIEMHUYECKHE ITPEITAPATBI

JlomuTanuzg Komb6unarus CoBMeCTHOE  HCIIOJIb30BAHHE
JApyHAaBUP/PUTOHABHD  MOXKET | KOMOHMHAIMH
MOBBIIIATH KOHLIEHTPALHIO | IapyHaBUP/PUTOHABHP U
JIOMHTANUJA IPH COBMECTHOM |JIOMHTAIH/Ia
UCIIOJIb30BAHUH IPOTHUBOIIOKA3aHO.
(narubupoBanue uzodepMeHTa
CYP3A).

B/IOKATOPBI H-THCTAMHHOBBIX PEI[EIITOPOB

Panutuaun #AUC napyHaBupa <> Kom6unarmro

150 Mr 2 pa3a B cyTku

#Cmin JapyHaBUpA <>

#Cmax 1apyHaBHpa <>

JlapyHaBHP/PUTOHABHP MOXHO
IPUMEHSATh B COYETAaHHH C
O1okaTopamu H»-
THCTAMHHOBBIX  PEIEeNTOpOB

0€e3 KOppeKIHH JT03bI.

HMMYHOCYIIPECCAHTbBI

[Muxnocnopun

He wu3yuanocs. KoHueHntpanus

B ciyyae COBMECTHOT'O
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Cuponumyc

Takpomumyc

OBepouMyc

3THX UMMYHO/IETIPECCAHTOB
IOBBICUTCS TIPH  COBMECTHOM
NPYMMEHEHUH C KOMOHWHaImeH
JlapyHaBUP/PUTOHABHP

(narubupoBanue wu3zodepMeHTa

CYP3A).

NPUMEHEHHS PEKOMEHIyeTCs

TEpaNeBTUYECKUA MOHUTOPHHT

KOHIICHTpPAIUH
UMMYHOCYTIPECCAHTOB.
CoBmecTHOE IIpUMEHEHHE

IBEpOJIUMYyCa ¢ KOMOWHAIHEH

JlapyHaBHp/pUTOHABUD HE
PEKOMEH Ty eTCsl.
HHTAJIAIJHOHHBIE BETA-AJIPEHOMHUMETHUHKH
Canmerepon He wu3ywanocs. CoBmectHOe |CoBMECTHOE NpUMEHEHHE
NPUMEHEHHE CcaJMeTeposia U |calMeTepoia ¢ KOMOHMHaIuen

JlapyHaBUpa ¢ HU3KUMH JI03aMH
PUTOHABHpAa MOJXKET IIPUBECTH K
HOBBIIICHUIO KOHIIEHTpaIii

CaJIMETEPOJIa B IIa3MeE.

JapyHaBUDP/pUTOHABHP HE
pekoMeHayercs. B pesynbrare
KCIIOJIb30BaHUS 3TOM
KOMOWHAIUH BO3MOKHO
IIOBBILIIEHHE PHUCKA CEPICYHO-
COCYAMCTBIX HEXeJaTeIbHBIX
SIBJICHUH, CBSI3aHHBIX C
CaJIMETEPOJIOM, BKJTFOYAs
ymiHeHnue uHTepBana QT,
CWIbHOE cepAlneOHeHHe W

CHHYCOBYIO TaXHUKapIUIO.

HAPKOTHYECKHE AHAJIbTETHKH/TEPAITHA OITHOHTHOH 3ABHCHMOCTH

Meranon
WH/IUBUTy AJIbHBIE 0351 B
guamnasone ot 55 mo 150 mr 1

pa3 B CyTKH

AUC R(-) meranona | 16 %
Chin R(-) meTamona | 15 %
Cmax R(-) MeTaniona | 24 %

B Hayaje COBMECTHOT'O
IPUMEHEHUs C KOMOWHaIUeH
JlapyHaBUP/pUTOHABUP

KOPpPEKIMs 1036l METaJoHa He
Tpebyercs. Tem He MeHee, B
cirydae COBMECTHOTI'O
NPUMEHEHHST Ha TPOTHKCHHH
Oosiee JUTMTENBHOTO TIEpHOJA

BPEMCHH MOXET
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noTpeOOBaThCSI  yYBEITHYEHHUE
1036l  MeTagoHa.  Takum
obpazom, pPEKOMEHTyeTCs
KJIMHUYECKU  MOHMTOPHHT,
IOCKOJBKY Yy  HEKOTOPBIX
NalUeHTOB MOXeET
noTpedoBaThCs KOPPEKIIHS

MO//IEPXKUBAIOLLEH TEPAITHH.

bynpenopdun/Hanokcon
8/2 Mr—16/4 mr 1 pas B

CYTKH

AUC 6ynpenopduna | 11 %
Cmin Oynpesoppuna <

Cmax Oynpesoppuna | 8 %
AUC HopOynpenopduna 1 46 %
Cmin HOpOympeHopouna 1 71%
Cmax HOpOynpenopduna 1 36%
AUC Hanokcona <>

Cmin HaTOKCOHA H/O

Cmax HAJIOKCOHA <>

Kiunnueckas 3HAYUMOCTD

YBEITMYECHUS I1apaMeTpoB
(bapMaKOKUHETHKH

HOpOynpeHopduHa HE
yCTaHOBJIEHA. [Tpu

COBMCCTHOM INPUMCHCHHHU C

KOMOMHarmen
JapyHaBUpP/pUTOHABHP
KOPPEKIHS JI03BI
OynpeHopduHa MOXET He

noTpeboBaThCs, TEM HE MEHeEE,
PEKOMEHAYETCS  TUIATEIbHBIN
KJIMHUYECKHH MOHMTOPHHI Ha
npeaMeT CHMIITOMOB

ONMHATHOM TOKCHUYHOCTH.

®deHTaHuI, OKCHKO/IOH,

TpamaioJ

CoBMecTHOE IPUMEHEHHUE
KOMOMHAIIU
JlapyHaBUP/pUTOHABUD C

(eHTaHUIIOM, OKCHKOOHOM HJIH
TPaMaJiIojIoM MOXET MOBBICHTH
KOHIIEHTPAITHIO 9THUX
AHAJIBIETUKOB (MHTHOMpOBaHHE
n3opepmentoB CYP2D6 w/uim

CYP3A).

[Tpu coBMecTHOM pUMEHEHHUH
KOMOHWHAaIu
JlapyHaBUP/pUTOHABUD c

(beHTaHI/IJIOM, OKCHKOJOHOM H
TpaMaJl0JIOM PEKOMEHIOYETCA

KIIMHUYECKUI MOHUTOPHHT.

ICTPOI'EH-COJEPKAIIIHE KOHTPAIIEIITUBHBIE IIPEITAPATHI

Jpocniupenon

Biustaue KOMOHHAaIUU

Ecmn  sctporencoaepxkarmue
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OTUHWIACTPaIHon (3 Mr/

0,02 mr 1 pa3 B cyTKH)

JapyHaBHP/PUTOHABHP Ha
KOHIIEHTPAIMIO  IPOCITHPEHOHA

HE U3YUYCHO.

DTUHWIACTPATHOI
Hopatunapon

35 mxr/1 mr 1 pa3 B cyTku

AUC stunnmserpanuona | 44 %
Cmin 3THHIITICTpaauoa | 62%
Cmax dTHHHII3CTpaauona | 32%
AUC Hopatuspona | 14 %
Cmin HOpaTHHApPOHA | 30 %

Cinax HOPITHHIpOHA <>

KOHTpAlCNTUBBI IIPUMCHAIOTCS

B COYETAaHHM C KOMOHWHaIHEH

JlapyHaBUP/PUTOHABHP
PEKOMEHTyeTCsI
HCIIOJIb30BaHHE
JIbTEePHATHBHBIX WITH
JOTIOJTHATETBHBIX CpencTB
KOHTpALIETII!H. 3a

NMalMUCHTKaMH, II0JIy4YarOoluMH
3CTPOT'CHBI B Ka4eCTBC

FOpMOHO3aMCCTHTCHBHOﬁ

TepamnuH, HeoOxoumMo
HaOmomath  Ha  IpeAMET
CHMIITOMOB 3CTPOr€HOBOM
HEI0CTAaTOYHOCTH. [Tpu
COBMECTHOM IPUMEHEHUH
KOMOHMHAIIUU

JlapyHaBUp/pUTOHABUP v

JPOCIHPEHOH-COAEPIKAIHMU
npenapataMi pPeKOMEHIyeTCs
KJIMHUYECKHH MOHHUTOPHUHT B

CBSA3M C PHCKOM pa3BUTHA

TUNEPKATHEMHUH.
AHTAI'OHHUCTBI OITHOH/THBIX PELIEIITOPOB
Hamnoxkceron He u3zyuanocs. CoBMecTHOE MIPUMEHEHUE
KOMOHWHAaIMU
JlapyHaBHP/pUTOHABUD 5
HaJIOKCEeroJja
IIPOTHBOIIOKA3aHO.
HHTHBUTOPBI ®OCPOAHUICTEPA3BI 5 THIIA (®13-5)
Jlis neyenus spextwibHOM | B uccinenopanud [ [[pumenenne aBanapuia B
TUCHYHKITHH B3aUMOJICHCTBHS" COYETAaHHU C KOMOWHanuen
ABanadui COIIOCTaBUMEIE CHCTEMHBIE | JapyHaBHP/PUTOHABUP
Cunpnenadun KOHIIEHTpalluk  CHJieHaduIa | IPOTHBOIIOKA3aHO. Hpyrue
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Tapanagpun
Bapnenadun

HaOIIOJAJIACH rnocie

OJIHOKPaTHOT'O npuema
cuneHaduna B mo3e 100 mr B
BH/IE MOHOTEpAIUU U B 103€ 25
MI' B COYETaHUHU ¢ KOMOUHAIMeH

JlapyHaBHp/pUTOHABHD.

dL1O-5

9PEKTUIILHOU

UHTUOUTOPBI JUTS
JIeYEHUS
TUCOYHKIHH B COYETAHHH C
KoMOuHanuen
JlapyHaBHpP/pUTOHABUP
cremyer IPUMEHSATh &
OCTOPOXXHOCTBIO. Ecim
MIOKa3aHo COBMECTHOE
NpUMEHEHHE KOMOHMHAIUH
JlapyHaBHp/pUTOHABUP c
cuiieHaduom,
BapzeHaduiIom WU
TajianapuiIoM, peKOMEHIyeTCs
IpueM cuiiieHapuia B
pa3oBOM J103€ HE BbIIIE 25 MT
3a 48 yacos, BapaeHaduia B
pa3oBoOM 703€ HE BBIIIE 2,5 MT
3a 72 vaca wiM Tajanaduia B
pa30Bo¥i J103¢ He Bbime 10 mMr

3a 72 4aca.

Jn1s1 TeYeHus Iero9Hoi
apTepHAJIbHON TUIIEPTEH3UH
Cunnenadun

Tananagpun

He w3ywanoce. CoBMecTHOE
INPUMEHEHUE cuiieHapuIa HiIH
Tajanaduna B KayecTBe

ImpenaparoB JUISA JICYCHUS

JIETOYHOU apTepuaIbHOU
THIIEPTEH3UH M KOMOHMHAIIH
JapyHABUP/PUTOHABHP  MOJXKET
IPUBOJUTE K  IOBBIIICHHUIO
KOHLEHTpaluu  cuiieHaduia
WM Tajanapmwia B IUIa3Me.
(Murubuposanue

CYP3A).

bepmenTa

bezonacnas u sddexTrBHAS

no3a  cwigeHadpuima i

JICYCHHUS JIETOYHOM
apTepHaATbHOM  THIEPTEH3UH
IIpH IPUMEHEHUH B COYETAHHH
C KOMOHMHaIuen
JlapyHaBUp/pUTOHABUP HE
yCcTaHOBJeHA. lloTeHIHaIBEHO
BO3MOXKHO YBEJIHYCHHE

CBS3AaHHBIX C CI/IJIIIeHa(bPIJ'IOM

HEXeJaTeIbHbIX SBJICHUH
(BKuIIOYast 3pUTEIbHbBIE
paccTpOMCTBa, TUIOTEH3HIO,
JUIMTEJIBHYIO ~ JPEKLIHUI0 |
CHHKOIIAJIbHOE  COCTOSIHHE).
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Takum obpazom, coBmecTHOE
pUMEHEHHE KOMOHMHAITHH
JlapyHaBUDP/pPUTOHABHUP u

cuiieHadpuna JUIA  JIeYeHus

JIErOYHOM apTepuaIbHOU
THIIEPTEH3UU
IIPOTUBOIIOKA3aHO.
CoBmecTHOE IIPUMEHEHUE
tTamanapuaa IS JIeYEHHs
JIETOYHOM apTepHaIbHON

THIIEPTEH3UH ¢ KOMOWHauuei

JlapyHaBUpP/pUTOHABUP HE
PEKOMEHTyeTCSl.
HHTHBUTOPBI IPOTOHHOH ITOMIThI
Owmenpazon #AUC napyHaBupa <> Kombunanuio
20 mr 1 pa3 B cyTkn #Cmin TapyHaBHpA <> JapyHaBHP/PUTOHABHP MOXKHO

#Cmax IapyHaBHpA <>

NPUMEHATH B COYETAHHH C
MHTMOMTOpPaMH  MIPOTOHHOM

IIOMIIBI €3 KOPPEKIIMHU JI03bI.

CE/IATUBHBIE/CHOTBOPHBIE ITPEITAPATBI

bycnupon
Knopazenar
Jlnazemam
OcTtazonam
®nypazenam
Mmunazonam
(mapeHTepaIbHO)

3oanuaem

He U3y4aJioch.
CenaTuBHBIE/CHOTBOPHBIE
npenaparbl B 3HAYUTEJHHOM
obbeme MeTaboTM3UPYIOTCS
n3odepmeHTOM CYP3A.
CoBMecCTHOE TpPUMEHEHHE ¢
KOMOMHaImen
JlapyHaBUP/PUTOHABHP  MOJXKET
BBI3BaTh 3HAYUTETHHOE
TIOBBIIIIEHHE KOHIIEHTpPAIUH
9THX IpenaparoB.

IIpu coBMecCTHOM NpUMEHEHHH
MHJa307aMa TMapeHTepaIbHO ¢

KoMOuHarmein napyHaBup/

IIpu coBMeCcTHOM pUMEHEHHH
KOMOHMHAIHH
JlapyHaBUDP/pUTOHABUP ¢
TUMHU
CelaTUBHBIMH/CHOTBOPHBIMHU
CPEICTBAMH  PEKOMEHJIyeTCs
KIIMHUYECKUA  MOHHMTODPHHT,

KpOME TOTO, ClIe[lyeT PELIUTh

BOIIPOC O CHH)KEHUH JIO3BI 3THX
npenapaTos.

Ecmu MH/1a30J1aM
IIapeHTePaAILHO Oyner

IIPUMECHATHCA B COYECTAaHUHU C
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PUTOHABHD BO3MOXXXHO
3HAYUTCIBHOC ITOBBIIIICHHUEC
KOHIICHTpallun 9TOro

OenzomuasenuHa. JlaHHblE 110
COBMECTHOMY PUMEHEHHIO

MHJa30/laMa IapEeHTEPAIbHO C

JIPYTHMHA UHTUOUTOpAMH
nporeasbl  YKa3bIBAlOT  Ha
BO3MOXHOCTb TIOBBIIIECHUS

KOHICHTpallui MHKJaa3ojlaMa B

mwiasme B 3-4 pasa.

KOMOMHaIHeH

JapyHaBHp/pUTOHABHD,
JICYCHHE HE0OX0IUMO
HAa4YMHATh B YCIIOBHSX
HHTECHCHUBHOM

(OUT)

AHAJIOTUYHBIX  YCJIOBUAX, B

OTACIICHUSA
TCpaluu WA B

KOTOPBIX MOXET OBITH

obecneueH TIIATEIbHBIN
KJIMHUYECKHH MOHHTOPHHT H
HaJUIe)XaIas Teparnus B cirydae
YTHETEHHUS JIBIXaTeTbHOTO
IEHTpa W/WIM  JJTHTeTHHOM
cemammu.  Creyer  penmTh
BOIIPOC O KOPPEKIHH O3Bl

MHasojiama, B 0COOEHHOCTH B

cllyyae IPUMEHEHHsI 3TOro
npemnapara Ooiee 9eM
OJTHOKPATHO.

Mmuazonam (mepopajibHo) IIpumenenue KOMOMHAUU

Tpuazonam JlapyHaBUP/pUTOHABUD c
TPUA30JaMOM W
MH/1a30J1aMOM EPOPATHHO
IIPOTHBOIOKA3aHO.

ITPEITAPATBI V1A IEYEHHA ITPEK/IEBPEMEHHOH AKY/IALIUA

JlanokceTun Her naHHBIX. CoBmecTHOE IIPUMEHEHHE
KOMOUHaIMu
JlapyHaBUDP/pPUTOHABHUP U
JIANOKCEeTHHA
IPOTUBOIIOKA3aHO.

ITPEIIAPATBI JUVI1 JIEYEHHA YYAIIEHHOIO

HEJIEP’KAHHA MOYH

MOYEHUCIIYCKAHHA H

®e3oTepouH

Het nausbIx.

Crnenyer cobmoarp
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Comupenarnmn OCTOPOXKHOCTh npu

COBMECTHOM IIPUMEHEHUH
KOMOHWHAINH
JlapyHaBUP/pUTOHABUP c

yKa3aHHBIMH  IIperapaTamH.
Heobxomumo nabmonenue 3a
HE)KEJIATeIbHBIMU PEaKIUsIMH,
CBSI3aHHBIMH v
be3oTepoaHOM %}
conu(peHauHOM, BO3MOXHO
noTpedyercss CHUXKEHUE 03Bl

yKa3aHHBIX [TPEIapaToB.

4 UccnenoBanus NpOBOJMIIMCL C NI03aMH JapyHaBUpa HWXKE PEKOMEHJIOBAaHHBIX HIH C JIPYyTUM PeXUMOM

J03MPOBAHMS

T OddexrusHocTr M GesomacHocTs npenapata JlapyHaBAp ¢ putoHaBHpoM 100 Mr M mMOGBIMH IpYrHMM
uHruouropamn BUY (nanpumep, (hoc)amnpenaBupom, HelipHHABHPOM 1 THIIpaHaBUPpoM) y BUU-HHGUIMPOBAHHBIX
NAlMeHTOB He ycTaHOBJieHa. COrIacHO TEeKYIIMM pPEKOMEHJALMAM M0 JIEYEHHIO, Tepamnus, BKJIOYaromas 2
MHIMOUTOpA MpOTeasbl, KaK MPaBUIIO, HE PEKOMEHIYETCS.

¥ McernieioBanue pOBOAMIOCH C MCTIOJIB30BAHHEM TeHODOBHpA IM30MpoKcHia hymapara 300 Mr 1 pas B cyTKu.

OcobOble ykazaHusi

[TanienToB HEOOXOMMMO IMPOMH(GOPMHPOBATE O TOM, YTO COBPEMEHHBIE AHTUPETPOBHUPYCHBIE
npenaparsl He usneunBaoT BUU-undexnuro u He npeporBpammnaior nepeaauy BUY, B Tom uncie
nojoBeiM  nmyrteM. [lammentam  ciemyer  paspACHHTH  HEOOXOAMMOCTH  COOJIIOJEHHUS
COOTBETCTBYIOIIUX MEP MPEAOCTOPOKHOCTH.

Ha ¢one Tepamum mnpemapatoM HEOOXOAMMO  MpPOBOAUTH  PETYJISPHYIO  OLEHKY
BHPYCOJIOTHYECKOT0 OTBeTa. B ciydae OTCYTCTBHS WJIM NOTEPU BHPYCOJOTHYECKOTO OTBETA
HEe0O0XO0JMMO IIPOBECTH UCCIIEI0BAHKE HA HAIMYHE PE3UCTEHTHOCTH.

JlapyHaBHp NpPEMMYIIECTBEHHO CBA3BIBAaeTCS C aib(a-1-KUCIIBIM T[IIMKOMPOTEMHOM ILIa3MBL.
CreneHp CBA3BIBAHMS 3aBHCHT OT KOHIEHTpALMH CBOOOAHOTO aib(a-1-KHUCIIoro rIMKONpOTEHHA.
Taxum o6pazom, Helb3s HCKIIOYATh BIHMSHHE MPENapaToB ¢ OOJBIIAM CPOJACTBOM K aibda-1-
KHCJIOMY TTAKOIIPOTEUHY IIJ1a3Mbl HAa KOHIEHTPALUIO CBOOOIHOTO JapyHaBHpa.

HaIII/ICHTH, paHee NoJayYaBlUIKE JICUYCHUE — IPUEM Ipenapar 1 pa3 B CYTKH

KomOunanus napyHaBHp/PUTOHABHp HE IO/DKHA MPHMEHATHCS ¢ 4acTOTOH 1 pa3 B CyTKH y
NAlUeHTOB, paHee IMOJIyYaBIIMX WHIMOMTOPBI MPOTea3bl U UMEIOLIMX, M0 KpaiHe#l Mepe, OaHy
MYTallHIO, BBI3BIBAIOIIYIO PE3UCTEHTHOCTD K napyHaBupy (V111, V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V) mm ¢ miasmMesssiv PHK BUY-1> 100 000 xomumii/mn u
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xomuectBom CD4+ kietok < 100 x10%/1.

[Ipumenenne xKoMOMHAIMK JapyHAaBHP/PUTOHABHP COBMECTHO C ONTHMHM3HPOBAHHON 6a3o0Boif
tepanueii (ObT), Bkmouaromeit 2 u Gonee npenapara kiacca HUOT, He u3ydanoch y Takmx
NalueHToB. JlanHple 0 npuMeHeHuH y manueHToB ¢ BUY-1 apyrux rpymm, 3a HCKIIOYEHHEM
rpynmnsl B, orpaHn4eHsbl.

bepemenHOCTH

[Ipenapar [lapyHaBup cielyeT MCIONB30BaTh BO BpeMs GEPEMEHHOCTH TOIBKO B TOM CIIydae,
€C/IM TOTCHIMAIbHAS M0JIb3a IPEBBINIAET BO3MOXHBIH pHCK. ClieqyeT ¢ OCTOPOKHOCTHIO

NPUMEHATD TpEenaparsl, KOTOPbIE MOTYT IIPUBECTH K CHIDKEHHIO KOHIICHTPAIMH JapyHaBHpa y
OepeMEeHHBIX.

[To)kuJIble DalMEHTHI

Uudopmanus o nedeHnn KoMOMHALNMEH JapyHABUDP/PUTOHABUP MAIIKEHTOB B BO3pacTe 65 JeT u
cTapiie BechbMa OrpaHHYeHa, HeOOXOAMMO COOIOAAaTh OCTOPOXKHOCTH IMpPH JIEYEHHH TAKHX
MAIMeHTOB NpenapaToM JlapyHaBup, NOCKOJIBbKY Y HHX Yallle BCTPedaeTcs AUC(YHKIUS IEYEHH,
¥ OHM Yalle CTPaJaloT COMYyTCTBYIOIMMH 3a00I€BaHUSAMH WIH MPUHAMAIOT KOMOWHUPOBAHHYIO
TEpaIuIo.

AGcomoTHas GHOIOCTYTHOCTB ITOCIIe pa3oBoro mpuema 600 Mr JapyHaBHpa COCTaBHIa IPEMEPHO
37 % w yBenuuuiach npuMepHo 10 82 % mocie npueMa JapyHaBupa B KombuHarmu co 100 Mr
pUTOHaBHpA JBa pa3a B CyTKH. CymmapHblii 3G dexT yayumenus ¢papMakOKHHETHKH JapyHaBUpa
PUTOHABUPOM BBIPA3UJICS MPUMEPHO B 14-KpaTHOM yBEIMYEHHM KOHIEHTpAlUH JapyHaBHpa B
IiasMe Tociie IpueMa OJHOHM 103bl 3Toro mpenapara (600 mr) B xomOuHammu co 100 mr
pUTOHABHpa JIBa pa3a B CyTKH. Takum obpaszom, npenapat JlapyHaBup HEOOXOIMMO MPHHAMATH
TOJILKO B KOMOMHAIMM C HHU3KOH /1030f pUTOHaBHpa B KadecTBe (PapMaKOKHHETHYECKOIO
YCUJTUTES.

[loBbileHME yKa3aHHOW 03Bl PUTOHABHpAa HE MPHBOJUT K 3HAYUMOMY YBEJIHYEHHIO
KOHILIEHTPALlWK JIapyHaBHpa B IUIa3Me, M IO3TOMY /103y PHUTOHABHpPAa HE PEKOMEHIYETCs
TIOBBIINATE.

KoHbIe peakIiy TSHKEIOH CTENEHH

¥V 0,4 % nanueHToB U pHeMe JapyHaBHpa ObUTH 3aQUKCHPOBAHBI KOKHBIE PEAKIIMH TSKEIOH
CTENEHH, KOTOPHIE MOIYT CONPOBOXKAATHCS JIMXOPAIKOH H/WIKM YBEIWYEHHEM AaAKTHBHOCTH
ne4eHOuHbIX TpaHcamuHas. DRESS cumjapom (exapcTBeHHass CHIIb C 03HHO(MIHEH H
CHCTEMHBIMH IPOsIBJICHUAMH) U cuHApoM CtuBeHca-/[)xoHcoHa ukcuposaics peako (<0,1%). B
NOCTPETUCTPALHOHHOM IIEPHOJIE COOOIANIOCh O PAa3BUTHH TOKCHYECKOTO SIHAECPMAIBLHOIO
HEKPOJIM3a U OCTPOI0 I'€HEPATM30BaHHOIO HK3aHTEMATO3HOTO IMycTyJje3a. [Ipy BO3HHKHOBEHHH
NPU3HAKOB MJIM CHMIITOMOB KOXHBIX PEaKIMH TSKEJION CTeNeHH (ChINb TSKEJIOro TEYEHUS WU

ChIIlb, COIIPOBOXIaacMast HHXOp&lIKOfI, o0mmmmM HEAOMOIraHHUEM, YCTAJIOCTBIO, 00JISIMH B MBIIIIAX
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WM CyCTaBaX, BOJIIBIPSAMHM, NOPaKEHUSMH POTOBOM MOJIOCTH, KOHBIOHKTHBHTOM, T€IAaTHTOM
u/um  >03MHO(HMIMEH W ap.) npuHeM mpenapata JlapyHaBHp HEOOXOIMMO HEMEUIEHHO
PEKPaTHTB.

Chbinb yaie Habmosanach y MAlMEHTOB, PaHee MOJyYaBIIAX aHTHPETPOBHPYCHYIO TEPAIHIO U
NPUHMMAIOMIUX OAHOBPEMEHHO palTerpaBup H KOMOWHALMIO JapyHABHP/PUTOHABHP IO
CPaBHEHMIO C MAl[MEHTaMH, IOJIyYaBIIMMH 10 OTAETbHOCTH DAITErPaBHP MM KOMOMHAIHIO
JlapyHaBUP/PUTOHABHD.

HapynaBup conepxut cynbdoHamuaHyro rpynmy. Ilpumenenwe mnpemapata JlapyHaBup
NAIMCHTAaMH C QJUIEPrUed Ha CyIb(GOHAMHU/IBI JODKHO IPOU3BOJUTHCS C OCTOPOKHOCTBIO.

ITarMeHThI ¢ COYTCTBYIONMMHE 3a00JIeBAHUSIMHI

Iayuenmer ¢ 3a60ne6anusimu nevenu

JlaHHBIE 110 NPUMEHEHHIO KOMOWHAIMM JapyHaBUP/PUTOHABHP Y IAMEHTOB C TSKEIbIM
HapylmeHneM (YHKIMM TeYeHH OTCYTCTBYIOT; CIEIOBAaTeNbHO, JaTh CHenu(HIecKue
PEKOMEH/IAIMK 110 JIO3MPOBAHMIO HE IIPEJCTABISETCS BO3MOXHBIM. [IpueM KoMmOHHAIMM
JlapyHaBHP/PUTOHABHD  NPOTHBOMOKA3aH y  MAlMEHTOB C  TKEIOH  NEe4eHOYHOM
HeocTaroyHoCThI0 (kiace C nmo Yampa-I1pt0). OCHOBBIBasICh Ha JAHHBIX, 4TO CTAOHMIIBHBIE
(apmMakOKHHETHYECKHE MapaMeTphl NPH MPUMEHEHWH JapyHaBUpa y MAlMEHTOB C JIETKOH I
CpelHel creneHd HapyiieHneM (yHkimu nedenu (knacc A U B mo Yaitna-I1s10) cpaBHUMEI ¢
napaMeTpaMH y 370POBBIX JIMI, KOPPEKIMH 03Bl MAIUEHTaM C JIETKOM WM CpeIHel CTEeleHH
HapyuienreM QyHkuuu neyeny (kaacc A u B no Yaitna-I1bi0) He TpeGyeTcs, 0HAKO CIEIyeT ¢
OCTOPOXKHOCTBIO IPUMEHATh KOMOHHAIMIO JapyHaBUP/PUTOHABUD Y STHUX IAIHEHTOB.
I'enamomoxcuunocmo

IIpy npumeHeHMM KOMOMHAIMM JapyHaBHP/PUTOHABHP BO3MOXKHO pa3BHTHE TelaTHTa,
BBI3BAHHOIO IIPMMEHEHHMEM JICKApPCTBEHHBIX IIpenapaToB (HAmpuUMep, OCTPHI TIemaTHT,
HUTONMTHYECKHM renatut). ['ematut Habmopancs y 0,5 % manWeHTOB, MMOJIyYaBIIMX
KOMOMHHMPOBAHHYIO TEPANHUIO JJapyHaBHP/PUTOHABHD. Y MAMEHTOB C HAPYIIEHUSAMH (YHKIUH
MEeYCHH, B T.9. C XPOHHYECKHUM aKTHBHBIM renaturoM B mmm C, mMeercs MOBBINIEHHBIA PHCK
pa3sBUTHS TSKEIIBIX HEXKEIATEIbHBIX PEaKIUii CO CTOPOHBI TEYEHH.

Heobxoaumo mpoBOAMTE MOHMTOPHHI COOTBETCTBYIOIIHMX JIAOOPATOPHBIX MOKA3aTejed Mmepes
Ha3HAYCHUEM KOMOMHMPOBAaHHON Tepaluy JJapyHaBUP/PUTOHABUD U BO BpeMs Jedyenus. Cieayer
paccMOTpeTh BO3MOXHOCTHL KOHTposs yBenudeHus: akTuBHOocTH ACT/AJIT y mammeHToB ¢
XPOHHYECKHUM T'€NaTUTOM, LIMPPO30M HJIM Y HAIMEHTOB, Y KOTOPHIX HAO/FOAaIach MOBBIICHHAS
aKTHBHOCTbH TPAaHCAMHHA3 IIE€pe/] HA4aJlOM Tepaluy U OCOOCHHO B TEYCHHE TEPBBIX HECKOJIBKHX
MecseB KOMOMHMPOBAHHON Tepaniu KOMOWHAIMEH 1apy HaBHp/pUTOHABHD.

B ciyyae oOnapyxkeHus HapylleHWiH (QYHKIWH MEYEHH WM YXYIIIEHHsS MX TSOKECTH (B T.d.

KJIMHUYECKH 3HAQYMMO€ YBCIIMYCHHEC AaKTHUBHOCTH II€YEHOYHBIX (bepMeHTOB U/WTH  TaKuX
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CHMIITOMOB, KaK YCTaJlOCTh, AHOPEKCHs, TOLIHOTA, JKENTyXa, MOYa TEMHOIO I[BETa,
0O0JIE3HEHHOCTh TIPH NaNbIALMK [IEUEHHU, TeaTOMETalusl) ClIeyeT pacCMOTPETh BO3ZMOXHOCTD
IpepbIBaHKs WA OTMEHBI Tepanui KOMOUHAIMEH 1apyHaBUpP/PUTOHABHP.

Ilayuenmoi ¢ 3a601e6anusMU noYex

[Toukn WrpaioT HE3HAYUTEIBHYIO POIb B KIHMPEHCE TapyHaBHpa, W IO3TOMY Yy MAIHEHTOB C
3a00s1€BaHMAMH IOYEK OOIMH KIMPEHC AapyHaBHpa MPaKTHYECKH He yMeHbInaeTcs. JlapyHaBup
¥ DUTOHABHp 00JaJalOT BBICOKOW CTENEHBIO CBSA3bIBAaHMS C O€NKaMH IUIa3Mbl, H IOITOMY
reMOJIMaIi3 WM TIEPUTOHEATbHBINA JAUAIN3 HE UIPAIOT CYLIECTBEHHON POJIM B BBIBEICHHH 3THX
IPEernapaToB U3 OpraHu3Ma.

Ilayuenmor ¢ 2emogpunueii

Nwmerorest coobmmenns 06 yCuiIeHUH KPOBOTEUSHHUH, BKITIOYAsi CIIOHTAHHBIE KOJKHBIE T€eMaTOMbI U
remMapTpo3, y MHalUeHTOB ¢ reMopminei tuma A W B, JeueHHBIX WHrHOMTOpaMH MpPOTEaskl.
Hekoropele M3 3THX nanmeHToB noiydanu ¢akrop cBepreiBanus kpou VIII. Bonee uem B
TMIOJIOBMHE OIMCAaHHBIX CITy4YaeB JIEYeHHe HHTHOUTOpaMH ITPOTea3bl MPOI0/DKAIOCh Oe3 epephiBa
WM BO30OHOBIIAJIOCH NOCIE BPEMEHHOM NMPHOCTAHOBKH. BBUIO BBICKA3aHO IPEAIONIOKEHHE O
NPUYMHHOM CBSA3HM MEXy JICYCHHEM MHTHOMTOpAMH NpPOTEa3bl U YCHIEHHEM KPOBOTEUCHHS Y
00JBHBIX reModuINeH, 0OTHAKO MEXaHW3M TaKOW CBSI3M HE YCTaHOBIEH. BOJIbHBIX reModuImei,
MOJIy4YalOIUX  KOMOMHAIMIO  JapyHaBHp/pHUTOHABHD, CJIEAyeT IMPOMHOOPMHUPOBATH O
BO3MOKHOCTH YCHJICHHS KDOBOTEUCHHIA.

Caxapsblii 1uabeT/rTunepriimkeMus

b § NaIUCHTOB, MOJIYYAOIIUX aHTHPETPOBUPYCHYIO TE€paAIIUIO, BKIIHOYAs I/IHFI/IGI/ITOpBI IIpoTe€askbl,
OIIMCaHbI BIICPBBIC BBIABJICHHBIC CIIydad CaXapHOTO zudaGeTa, TANCPIIIMKEMHUS WIN yXYOUICHUEC
TCUCHUsS YK€ CYIMECTBYIOLIECTO CaxapHOro nuabera. Y HEKOTOPBIX H3 OJTHX IAIUCHTOB
THNICPIIINKEM U ObLIa TSHKEIOW M B pAne ciiy4dac€B COIIPOBOXKIAaIaCh KETOAIMI030M. VY MHOrHX
MMaluCHTOB HUMEJIIA MECTO COMYTCTBYIOIIHUEC 3a60JIeBaHI'I$I, HEKOTOPBIE H3 KOTOPBIX Tpe6OBaJIH
JICUCHHS ITpEliapaTaMu, CHOCO6CTByIOIIII/IMI/I Pa3BUTHIO CaxapHOIro nuabera HIIH TANICPIIIMKEMHAH.

Bec u Metabommueckne napaMeTphbl

V nanueHToB, NOMYYaloIUX aHTUPETPOBUPYCHYIO TEPAIUIO, MOXKET HAOIIOIAThCS YBEIHYECHHE
MaccChl Tela, a TAKXKe MOBBIIIEHHE YPOBHS JIMIKIOB U IIFOKO3bI KPOBH. Takue W3MEHEHUS! MOTYT
OBITH YaCTHYHO CBA3aHBI C KOHTPOJIEM 3a00JIeBaHUs U 00pa3oM XKH3HH. B HEKOTOPBIX CiTydasx
OBLIO JIOKA3aHO, YTO TOBBIIEHHE YPOBHS JIMIIH/OB KPOBH CBA3aHO C MOCIEACTBHAMHM JICUCHHS,
O/IHaKO, He OBLIO J0Ka3aHO, YTO YBEJIHYEHHE MAcChl Telld KaK-TO CBS3aHO ¢ NPOBEICHHEM
AQHTUPETPOBUPYCHOW Tepanuu. Jlii MOHHMTOpPHMHra YpOBHS JIMIIKAAOB M TJIFOKO3BI KPOBH
HEOOXOJIMMO CJIeJOBAaTh COOTBETCTBYIOLIUM PEKOMEHIAIHUSM 110 JIEYeHHIO nanueHToB ¢ BUY-
uHdexnuern. Hapymenus munuaHoro MeraGoimsma HEOOXOAMMO JIEYHTH COOTBETCTBYIOIIMMHU

npenapaTamy.
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Octeonekpos

Hecmorps Ha MHOro(akTopHYIO STHONOTHIO (HCIOJIB30BAHHE TIIOKOKOPTHKOCTEPOHIHBIX
TOPMOHOB, YIIOTPEOJIEHHE aJIKOT0JIsL, TSDKENas CTeIIeHh HMMYHOCYIIPECCHH, OBBIIIEHHBIH HHIEKC
MacChl Tena), ObUTM OTMEYEHBI CIIydaH OCTEOHEKpO3a, B OCOOEHHOCTH y manmeHToB ¢ BUU-
uHpeKuMed B TMPOJABMHYTON CTAIMH W/WIM Yy MNALMEHTOB, JUTMTEIBHOE BPEMs IOTyYaBIIMX
KOMOWHMPOBAHHYIO  AQHTHPETPOBHPYCHYIO  Tepamnuio.  IlaMeHThl  JODKHBI  OBITH
MPOUHGOPMUPOBAHBl O HEOOXOIMMOCTH HE3aMeTMTENBHOTO MOCEMEHHs Bpaya B Ciydae
TosiBJieHHs OOJIeH B CyCTaBaX, CKOBAHHOCTH B CyCTaBaX WJIM 3aTPy/AHEHHS JBHKCHMUIA.

CHHAPOM BOCCTAHOBJICHHUS HUMMYHHUTECTA

Y BUY-uHOUUMPOBAaHHBIX IAUMEHTOB C TSOKEIBIM HMMMYHOJEhHMIMTOM B Havale
KOMOWHMPOBAHHOM aAHTHPETPOBHPYCHOM TepamMd BO3MOXHO MOSBJICHHE BOCIAIHTEIBHOM
peakiuy OpraHu3mMa Ha 6ECCHMIITOMHBIE WM OCTATOYHBIE OMMOPTYHHUCTHIECKHE HH(EKIHH, UTO
MOXET TPHUBECTH K CEPbE3HBIM KIIMHHYECKMM OCJIOKHEHHSM WM YXYIIIEHHIO CHMITOMATHKH.
OO6blYHO TaKWe peakuuM HAOMOAIOTCS B TEPBble HENEIH WIM MecAlbl IPHMEHEHHUs
KOMOMHMPOBAaHHOH aHTHPETPOBUPYCHOH Tepamud. B KadecTBe NPUMEPOB MOKHO NPHBECTH
IIMTOMETAJIOBUPYCHBI PETHHUT, TI€HEPAJM30BAHHBIE W/MIM MECTHbIE MHKOOAaKTepHaIbHBIE
MHGOEKIMK 1 THEBMOHHIO, BBI3BAHHYIO Pneumocystis jiroveci. HeoGX01uMO OTIpenensTh TSXECTb
JFOOBIX CHMIITOMOB BOCIAJIEHHS ¥ IIPOBOMTH COOTBETCTBYIOILYIO TEPAIIHIO.

AyTtouMMyHHBIE 3a0071€Banus (Takue Kak 0ose3Hs ['peiiBca ¥ ayTOMMMYHHBIH TeNaTHT) TaKKe
OTMEYAJIMCh TPH BO3HUKHOBEHMH BOCHAIMTEIBHOIO CHHIPOMA BOCCTAHOBICHHS HMMYHHOM
cucrembl. O1HAKO BpeMs 10 Havasa 3a00J1eBaHHsI MOXKET BAPbUPOBATHCS, M TAKHE Ay TONMMYHHBIE
3a00J1EBaHHs] MOTYT HAYMHATBCS CITYCTS MECSI[BI [IOCTIE HaYala TEPaIHH.

B3aumoeicTBue ¢ APYTUMH JICKAPCTBEHHBIMHU IIpeIiapaTaMu

JlapyHaBup ¥ PHTOHABHD SIBISFOTCS HHrHOUTOpamu u3opepmentoB CYP3A u CYP2D6, a Takxe
UHTUOUTOpAMH P-rimmukonporenna. OnHOBpeMeHHOE IIPUMECHEHHE KOMOHMHAIMU
JlapyHaBUP/PUTOHABHP U JPYTHX IPENapaToB, KOTOPbIE METAGOIM3UPYIOTCS IPEHMYIIECTBEHHO
uzopepmentamun CYP3A, CYP2D6 u nepeHocsitcss P-rIMKONPOTEMHOM MOXET IPHBOIMTH K
MIOBBIIICHUIO KOHIEHTPAIMH TaKKX IPENaparoB B ILIa3Me, BCIEACTBHE YETr0 MOTYT YCHIHBAThCS
WIH YJTTMHATBCS MX Te€paneBTHYECKHe U MoO0YHbIe 3 (eKThI.

HapyHnasup u putoHaBup MeTabomu3upyiotcs n3odpepmentom CYP3A. OHOBpeMEHHBIH pHEM
npenapaToB, HHAYLUHPYIOMHX akKTHBHOCT CYP3A, MOKeT yBe/lMYHTh KIHPEHC AapyHaBHpa M
PHUTOHABUpA, B pe3yJIbTaTe€ Y€ro YMEHBLIUWTCS KOHIEHTpALWs JapyHaBupa B 1uiasMme. [Ipuem
npenaparos, HHruoupyromux CYP3A, MOXKeT yMEHbIIHTh KIMPEHC JapyHaBUpa ¥ PUTOHABHPA,
B pe3yJIbTaTe Y€ro yBEIHYUTCS KOHIIEHTPAIHs AapyHaBUpa U PUTOHABHUPA B ILIA3ME.
OnHOBpeMEHHOE  MCIOJIB30BaHHE KOMOWHALMH JapyHaBUD/PUTOHABHP C KOMOHMHAIHEH

HOHHHaBHp/pHTOHaBHp, pI/I(I)aMHI/II.II/IHOM M PaCTHUTCIIBHBIMH Ipe€napaTamMH, COACpKalluMH
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3KCTPaKT 3Bep0o00os mpoasipaBienHoro (Hypericum perforatum) npotusomnokasano.
Hcnonk3oBanue sdaBupeH3a cOBMECTHO ¢ KoMOwWHamuei xapyHaBup/putoHasup 800 /100 mr
OJIMH pa3 B CyTKH MOXET IIPUBOJUTH K JOCTHKEHUIO HEIOCTATOYHOTO 3HaYeHHS Crin IapyHABUPA.
Eci adpaBrpen3 Heo6X0MMO HCIIOIB30BaTh COBMECTHO C KOMOWHAIMEHN 1apy HABUP/PUTOHABHD,
TO 1€J1ec000pa3Ho MPUMEHATh KOMOHMHaIMIO NapyHaBup/puroHaBup 600 /100 mMr asa pasa B
CyTKH. Y IalMEHTOB, IOJYYaBIIMX TEPANHIO KOJIXHIMHOM H CHJIbHBIMH HHIHOMTOPAMH
uzopepmenta CYP3A u P-rimkonpoTeHHHa, OTMEYAIHCH JKU3HEYTPOXKAIONINE M CMEPTEIbHEBIE
JIEKapCTBEHHBIE B3aUMO/ICHCTBHSI.

JlekapcTBeHHbIH NpenapaT COAep/KHT aJIOMHHHEBBIH JIAK HA OCHOBE KPACHTEJIsl COJIHEYHOIOo
3aKaTa, KOTOPbIH MOKeT BbI3bIBATH aJI/IEPrUYeCKHe PeaKIHH.

Binsinue Ha cnocoOHOCTH YNIPaB/ISATH TPAHCHOPTHBIMH CPEACTBAMH, MEXAHH3MAMH

He npoBoiiiocs Hccie10BaHuMiA 110 H3YYSHUIO BIUAHNS KOMOUHAMK JlapyHaBUp/pUTOHABUD Ha
CIIOCOOHOCTB YNIPaBJIATh TPAHCIIOPTHBIME CPEACTBAMH M MeXaHu3MaMmu. O/[HaKo, HEOOXOIUMO
NPUHEMATh BO BHHMaHHE TOT (aKT, YTO Yy HEKOTOPBIX IAIMEHTOB BO BPEMS JICYEHHS,
BKJIFOYAIOIIETO MPUEM KOMOMHAIMK JapyHaBHP/PUTOHABUP, HAOIIOJATIOCH TOJIOBOKPYIKEHHE.
[Ipy 1MOSBIIEHHH TOOBOKPYIKEHHS CIEYeT BO3AEPXKATHCSA OT BBINOJHEHHS YKA3aHHBIX BHJIOB
NS TEIbHOCTH.

®opma BbINyCKa

Tabnerku, nokpeIThie MIeHOYHOM 06010uK0M, 400 M 1 600 M.

Ilpu npouseoocmee na Xemepo Jlaoc /lumumeo

[Io 60 Tabnerok BO (IaKOH M3 MOJMATHIEHA BBICOKOM IUIOTHOCTH, ¢ IUIACTHKOBOM KPBILIIKOM,
3AIIMIICHHOM OT CIIy4aHOro OTKpbIBaHUS AeTbMH. (DlakoH BMecTe C HHCTPYKIHEH 110
MEIUIMHCKOMY IIPUMEHEHHIO IOMEIIAIOT B NAa4Ky M3 KapTOHA.

IIpu npouseoocmee, npu pacgpacoexe u ynaxkosexe na 000 «MAKH3-DAPMA»

60 TabyeTox B GaHKe M3 MOIMATUIIEHAa HU3KOTO IaBJICHHS, YKYIIOPEHHOM KPBIIIKON ¢ KOHTPOJIEM
TMIEPBOTO BCKPBITHS, HJIH B OaHKe MIMIIOPTHOM U3 NOJTHUATHIIEHA BBICOKO#H IJIOTHOCTH, YKYTTOPEHHOM
KPBIIIKON C KOHTPOJIEM NEPBOTO BCKPBITHS.

CBobomHoe mpocTpaHCTBO B OaHKE TPH HEOOXOIMMOCTH 3alOJHSIOT BaTOH MeIUIIMHCKOH
TUTPOCKOTINYECKOH UIIH aMOPTH3aTOPOM.

1 6anka monMMepHasi BMECTe ¢ MHCTPYKLIMEH 10 MPUMEHEHHIO B TaYKe M3 KapTOHa.

Cpok roanocTu

2 rona. He IIPUMCHSATD 110 HCTCYCHUH CPOKa r'OAHOCTH.

YcaoBus XpaHCHHUHA

[Ipu Temnepatype He Bbime 25 °C.
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XpaHHUTb B HEJIOCTYIIHOM JUTS JIETeH MecCTe.

YecaoBusi oTmycka

OtmyckaroT 1o perenty.

IIponsBoauTtenp /PacoBmMUK/YNAKOBIIHK:

Xemepo Jlabc Tumumeo, Huoun

Aopec mecma npouzeoocmsa:

[Onwut 111, 22-110, I.D.A., Jxunumerna, Xaitnapa6asn - 500055, Tenanrana, Maaus.
WIN

000 «MAKH3-DAPMA», Poccun

Aopec mecma npoussoocmea:

r. MockBa, ABToMOOMIIBHBIH TTpoe3 ], 1.6 cTp. 4, cTp.6, cTp.8.

Biajesien perucTpanMoHHOI0 y10CTOBEPEeHHUSI

Xerepo Jlabc Jlumuren, Uuaus

Aopec: «Xerepo Kopnopeiir», 7-2-A2, Unpactpuan Octeiitc, Canar Harap, Xaitmapaban —
500018, Tenanrana, Uuaus.

Opranmn3anusi, (PUHHMAIOLIAS IPETEH3HH MOTPeOUTE el

MockoBckoe npesacTaBuTenscTBO Komnanuu «Xerepo Jlabe Jlumureny (Mumus):
Anpec: 109029, r. MockBa, ABTOMOOMIIBHBIN Tpoe3, 1. 6, cTp. 5.

Ten./bakc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@heterodrugs.com

['naBa MMpEACTAaBUTECIILCTBA Komnanum
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