COOTBETCTBYET 3KCMEPTHOMY OTY

ot 14.04 2026 N2 7621

OBIIASI XAPAKTEPUCTHKA JEKAPCTBEHHOTO TIPERAPATA "

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Kemepysup, 800 Mr, TabieTKu, MOKPHITHIC TUICHOYHONH 000JIOYKOH.

2. KAMECTBEHHBI 1 KOJIMYECTBEHHBIA COCTAB
JleicTByO1Iee BELECTBO: JapyHaBHP.

Kaxxnas Tabnerka cogepxut 800 mr napynaBupa (aMmopdHOro).
[Tonublii MepeyeHs BCIIOMOTaTEIbHbIX BEIIECTB MPUBEIECH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MJICHOYHON 000T0UYKOH.

IIpomonroBarele, JBOSKOBBINYKIIbIE TaOJETKH, IMOKPBIThIE IJIEHOYHOM 000JI0YKOM, OT CBeTJIOo-
JKEJTOr0 10 TEMHO-KEITOrO 1IBETA, C PUCKON HA OJTHOW CTOPOHE.

Ha IIOIICPCUYHOM pPaA3pPEe3€ Ta0JIETKA OEI0T0 HIIM OEI0TO C JKENTOBATEIM OTTEHKOM OBCTA.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusi K MPUMEHEHHU IO

Jleuenne BUY-undeknuu y B3pOCIbIX MANMEHTOB (B KOMOMHAIIMK C HU3KOH 1030l pUTOHABHpA H
JOPYTUMU aHTUPETPOBUPYCHBIMH MpenapaTaMu).

4.2. Pe:xuM 103MPOBaHUS U CNIOCO0 MPUMEHEHHU s

Tepanus qomKHA Ha3HAYATHCS BpauyoM, UMEIOIIUM OnbIT JeueHns BUY-undexun.

PexxuM 103upoBaHus

HapyHaBup Bcerja cielyeT Ha3HayaThb B KOMOWHAIMU C HU3KOW 0301 pPUTOHABUpa B KauecTBE
CpeACTBa, YIYYLIAIOMIEro ero papMakOKMHETHYECKUE XapaKTEepUCTUKH, a TaKKe B KOMOMHAIUU C
JPYTUMHU aHTUPETPOBUPYCHBIMHU IMpENIapaTaMu.

Bo3MOXXHOCTh Ha3HaueHUS PUTOHABHpa JOJDKHA OBITh paccMOTpeHa /0 Hayaja Tepamnuu
JapyHaBUPOM/PUTOHABUPOM.

ITocne Havana TEepaliu JapyHAaBUPOM MMAOUCHTHI HE NOJKHBI U3MCHATH HWJIU IIPCKpallaTh TECpaInuto
0e3 KOHCYJIbTAllMU C JICHAlllUM BpavOM.

BS’pOC]Zble nayuermaosl.

HaHI/IeHTLI, paHee nmojayvyaBuine I/IHFI/IﬁI/ITopBI nmporeasbl:

He HMeloIue MyTalui,

lanuentyl, i e HNmeromue, no kpaiineit mepe, 1
noJaydyaBmme HHrHOuTOpHI | BPI3PIBAIOIIIX My A s BbBbIBamm);m
npoTeasbl: PE3UCTECHTHOCTDH K )

AapyHaBHpy* (c | PE3UCTEHTHOCTH K

mia3MeHnpiM ypoBHem PHK |AapyHaBHpY™

BHNY-1 <100 000 xomuii/ma u
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PCAEQOBATENEROC T 00UE)

Tt
koamuectBom CD4+ KierTok

>100 x 10%/1)

800mr 1 pa3 B cyrkm B|800mMr 1 pa3 B cyrkm B|600mMr 2 pa3a B CyTKH B
KOMOMHAIMK €O 100 Mr | koMOUHATIT co 100 mr | koMOuHAIUT co 100 mr
PUTOHABHPA, BO BPEMS €lIbl. | pUTOHABHUPA, BO BPEMS CJIbI. PUTOHABHPA, BO BPEMS €JIbI

* MyTamuu, BBI3BIBAIOIINE PE3UCTEHTHOCTH K mapyHasupy: V111, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V,
184V u L89V

JUid mNanueHTOB, paHee IOJIY4aBIIMX HWHTUOMTOPBI IPOTEa3bl, PEKOMEHIYETCS IPOBEJIECHUE
TCHOTUIIMYECKUX aHAJIU30B.

[Tpu HEBO3MOXKHOCTH MPOBEACHHS TCHOTUIIMYECKUX AHAIM30B MAalMEHTaM, paHee He MOJIyYaBIIuM
MHTHOUTOPHI MPOTEa3bl, PEKOMEHyeTCs MPUHUMATh KOMOMHALIMIO apyHaBUp/puToHaBUp 1 pa3 B
cyrku 800 mr/ 100 mr, a manueHTam, paHee MOJy4YaBIIUM MHTHOUTOPHI MPOTEa3bl, PEKOMEHIYETCS
MPUHUMATh KOMOHWHAIMIO AapyHaBuUp/puToHaBup 2 pasza B cyrku 600 mr/ 100 mr. PutonaBup
(100 mr) ucrnonb3yeTcst B KauecTBE yCHIHTENs (PapMaKOKHHETHKY JIapyHABHpa.

Ilponyck npuema npenapama

[Tocne Havana tepanuu npenaparoM AapyHABUP MALMEHTHI HE JIOJHKHBI MPOMYCKATh OYEPEIHOU
IpHeM MpernapaTa, a TakKe W3MEHSITh WIM IpeKpalarh Tepanuio 0e3 KOHCYIbTAIluU C JIeUalluM
BpPa4yOM.

B cnyuae, ecaun npuem KoMOWHAIMK TapyHABHP/PUTOHABUDP Ha3HaueH | pa3 B ICHb M OMO3JaHUE B
IIpYEME COCTaBUJIO MeHee 12 yacoB, TO IPOMYIIEHHYIO O3y CIENYeT KaK MOKHO CKOpee IPUHATH
BMECTE C MHUIICH, W BO30OHOBHUTH OOBIYHBIA PEXHM JO3MPOBAHUS; €CIIH OINO3JaHHE B IpPUEME
cocTaBuio Oosiee 12 4acoB, TO MPONYIICHHYIO A03y INPUHUMATh HE CIEIyeT, U CIEAyIolas 103a
IIPUHUMAETCS B OOBIUHOE BPEMSI.

B cnyuae, eciiu mpueM KOMOMHAIIMK JapyHAaBUP/PUTOHABUP HAa3HA4YeH 2 pa3a B CYTKU U OINO3JaHHe
B IIPUEME COCTaBUJIO MEHee 6 4acoB, MPOIMYIICHHYIO /03y CIeAYyeT KaK MOXHO CKOpee MPUHATh
BMECTE C MHIIEeH W BO30OHOBUTH OOBIUHBIN PEXUM JO3UPOBAHMS, €CIU OIMO3JaHHE B TpHUEMe
cocTtaBuio Oosiee 6 4acoB, NMPONYILIEHHYIO /03y HNPUHMMATh HE CIEAyeT, M CleAylomias 1032
MIPUHUMAETCS B OOBIYHOE BPEMSI.

Oco0BIe TPVIIIHI MTAIMEHTOB

ﬂuua nOJ2HCUNI020 s0o3pacma

Wudopmanusg mo NpuUMEHEHMs] Yy MOXKHWIBIX MNAlUEHTOB orpaHuudeHa. [loaToMy koMmOuHanus
JapyHaBUDP/PUTOHABUP JIOJDKHA MPUMEHATHCS C OCTOPOKHOCTBIO Y MAIMEHTOB JaHHOM BO3PaCcTHOM
rpynmnsl (cM. pa3zaenst 4.4 u 5.2).

Hal/ﬂ/teHn’Ibl C NOYeurol HedoCMamo4HoOCmbIO

Y nanMeHTOoB ¢ HapymleHUSAMH ~(QYHKIMM TIOYeK HM3MEHEHHWe J03 B KOMOWHAIUU
JapyHaBUpP/pUTOHABUpP He TpeOyeTcs (cM. pa3zaensl 4.4 u 5.2).

HalzﬂzleHl’l’Ibl C NeYeHOYHOoU HedOCMAmo4YHOCHbIO

VY manueHToB ¢ HapylleHHeM (YHKIMU MEYeHU JIETKOH MM cpeaHel cremeHu (kimacc A u B mo
mkane Yaitnga-Ilpio) koppekuuu g03bI He TpedyeTcs, OJHAKO HeoO0XOAuMO coOI0aaTh
OCTOPOXXHOCTh NpU MPUMEHEHHMM KOMOHMHALUMU JapyHaBUP/PUTOHABHP Yy OSTUX IALUEHTOB.
WNudopmanus no npuMeHeHH0 KOMOMHUPOBAHHOM Tepanuu JapyHaBUP/PUTOHABUP MPH TKEIBIX
HapylmeHUsX (PYHKIMK NIEYeHU OTCYTCTBYET; ClIe0BATeNbHO, AaTh celu(uyeckre peKkoOMeHIaluu
10 JI03UPOBAHUIO HE MPEACTABISAETCS BO3MOXKHBIM. [IpreM KoMOMHAIMK apyHaBUP/PUTOHABUD Y
MAlMEHTOB C TSDKENOW MeueHOuHoW HexoctaTouHocThio (kinacc C mo mkane Yaiinga-I1ero)
MPOTHBOIOKa3aH (cM. pazaensl 4.3, 4.4 u 5.2).
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Bepemennocms u nocnepoooswiii nepuoo

He TtpeOyercsi KOppeKIMM 10361 KOMOWHAIIMHM JapyHABUP/PUTOHABUD Y MAIMEHTOB BO BpEMSs
OEpEeMEHHOCTH | B MOCIEPOIOBBIN Tieprnoa. HeoOxoaumo cobiio1aTh OCTOPOKHOCTH Y TAIIICHTOB,
OTHOBPEMEHHO TMPUHUMAIONIMX Tpenaparbl, KOTOPbIE MOTYT YMEHbBIIATh KOHIICHTPAIIHIO
JapyHaBHpa B I1a3Me KpoBHU (cM. pa3aeinsl 4.4, 4.6 u 5.2).

C€TH

besomacHocte U 3ddekTrBHOCT, Y neTeil B Bo3pacte n0 18 yier Ha JaHHBIA MOMEHT HeE
YCTAHOBJICHBI (U151 TAHHOM JI03UPOBKH).

Cnoco0 mpuMeHeHus

Buytps. IlanmeHTsl [0JXKHBI OBITH NPOMHCTPYKTHPOBaHBI O mpueme mpenapara Kemepysup c
HU3KOW 10301 pUTOHaBUpa He no3aHee 30 MUHYT MOCie 3aBEpIIeHUs eabl. THI MUK HE BIMSIET Ha
abcopOIMIO JapyHaBHpA.

4.3. IlpoTuBoONOKa3aHUS

e [HmepuyyBCTBUTEIFHOCTh K [apyHaBHpPY WM K JTOOOMY U3 BCIIOMOTAaTEIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

e OagHOBpEMEHHBIN MPHUEM JapyHaBHpa U PUTOHABHPA B HU3KUX J103aX C MpenaparaMu, KIMPEHC
KOTOPBIX MPEUMYIIECTBEHHO ormpeaensercs uzopepmentom muroxpoma P450 CYP3A4, u
NOBBILIICHHE KOHIIEHTPALMM KOTOPBIX B IlJIa3M€ COIPSHKEHO C BO3HUKHOBEHUEM CEPBE3HBIX
W/WIA yIPOXKAIOMIMX JKU3HU MOOO0YHBIX 3¢ (dekToB (y3kuil TepameBTHUeCKHil Auama3oH). K
TaKUM IpernapaTaM OTHOCATCS acTeMM30JI, ajpy303UH, KOJXULIMH (y HNAlUEHTOB C MOYEYHOM
WIM TICYEHOYHON HEAOCTAaTOYHOCTHIO), MANOKCeTHH, cuiAeHapun (MpUMEHSIOMUNCS IS
TEpanuy JIETOYHOW apTepHajbHON TUINEPTEH3UH), aBaHaQwi, TepPeHaTuH, MHUAA30IaM
(mepopanbHO), HAJOKCEroJl, TpUA30JaM, IM3ampUl, MHMO3UJ, Jypa3HJIOH, paHOJIA3UH,
CEepTUH/OJ, KBETHUAIlMH, IIpernapaTsl, COJAEpXKAllUe aJIKaJIOUAbl CIOPbIHBM (3proTaMuH,
TUTUIIPOIPTOTAMUH, JPrOMETPUH W METHWIDPrOMETPUH), UBaOpaauH, KOMOWHAIUSA
JIOTIMHABUP/PUTOHABUD, aMHUOJIAPOH, Oenpuan, JPOHEIapOH, KOMOMHAIMS
rpa3onpeBup/310acBUp, XUHUIUH, JUAOKAUH NPU CUCTEMHOM BBEJCHHUH, CHUMBACTaTHH,
JIOBacTaTUH, THKarpenop, jJomurtanuy (cM. pasgen 4.5). Ilpu npuMeHeHuM AapyHaBHpa U
pUTOHABHpa B HU3KHX J03aX MAlMEHTHl HE JOJDKHBI OJHOBPEMEHHO MPUMEHSTH Mperaparsl,
coJepkaniye pupamMIUIMH, a TakkKe Mpernaparbl, COJEp)Kallie SKCTPaKT 3Bepo0os
IPOJBIPSBICHHOIO, MTOCKOJIBKY OJHOBPEMEHHOE NMPUMEHEHHE MOXKET MPUBECTU K MOHMKEHHUIO
KOHIEHTpAlluu JapyHaBUpa B Iula3Me. DTO MOXKET MNPUBECTU K IOTEpPE TEepaneBTHUYECKOIO
s deKTa U pa3BUTHIO PE3UCTEHTHOCTH.

o Tskenas nmeueHouHast HenoctaTouHOCTh (Kiace C mo Yainna-I1sio).
4.4. Ocobble ykazaHus ¥ Mepbl MPeT0CTOPOKHOCTH MPH MPUMEHEHUH

[TarimeHTOB HEOOXOAMMO MPOMH(GOPMHUPOBATE O TOM, YTO COBPEMEHHBIE AHTHPETPOBHPYCHBIE
npenapaTsl He uzneunBaioT BUY-undexkuuio u He npepoTBpamaiot nepenadyy BUY, B Tom yucne
noJioBbIM IyTeM llanuenTtam cienyer pa3bsiCHUTh HEOOXOIUMOCTh COOIOAEHNUSI COOTBETCTBYIOLIMX
Mep NMPENOCTOPOKHOCTH.

Ha ¢one Tepanuu npenaparom He0OXOIUMO MPOBOAUTH PETYISPHYIO OIEHKY BUPYCOJIOTHYECKOTO
oTBeTa. B ciiydae OTCYTCTBUSI WM MOTEPH BUPYCOJIOTHYECKOTO OTBETAa HEOOXOIUMO MPOBECTH
HCCJIEIOBAHUE HA HAJIMYNUE PE3UCTEHTHOCTH.

JlapyHaBHp TMPEUMYIIECCTBEHHO CBS3bIBAETCSA C alb(a-1-KUCIBIM TJIMKOTPOTEHHOM TIJIa3MBbl.
CremneHb CBSI3bIBAHUS 3aBUCUT OT KOHIEHTPAIMU CBOOOMHOTO anb(da-1-KUCIOro TIUKONPOTEHHA.
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Takum oOpa3om, HENb3s HCKIIOYATh BIUSHHUE IMPEINiapaTroB 'gl 60111[[1‘3 'pr)ICTléoM' K 'aibdha-1-

KHCIIOMY TJIMKOIPOTEHHY IJIa3Mbl Ha KOHLIEHTPALIMIO CBOOOIHOTO TapyHaBUpa.

HaI_II/IeHTBI, PaHEC NMOJYYaABIIMEC JICUCHUEC — ITPHUCM IIpCIiapara 1 pa3 B CYTKH

KoMOuHanusi gapyHaBUP/pUTOHABUP HE JOJDKHA NMPUMEHSTHCS C 4acTOTOW 1 pa3 B CYTKH Y
MAIMEHTOB, PaHee MOJTYYaBIIMX HHTUOMTOPHI MPOTEa3bl M UMEIONINX, 10 KpaiHeld Mmepe, OAHY
MYTAIMIO, BBI3BIBAIOIYIO pe3UCTeHTHOCTh K mapyHaBupy (V11l, V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V) unu ¢ mnazmennbim yposiem PHK BUY-1>100 000 kormwii/mi u
xommaectBoM CD4+ kirerok < 100 x 108/ (cm. pasnen 4.2).

[TpumeHeHne KOMOMHALMU JapyHAaBUP/PUTOHABUP COBMECTHO C ONTHMHU3MPOBAHHOW 0a30BOM
tepanuerr (OBT), Bkmrouaromeit 2 u 6osnee mpemapara kiacca HUOT, He m3yyanoch y Takumx
nanueHToB. JlaHHble O mpuMeHeHMM y nauveHtoB ¢ BHUY-1 npyrux rpymnm, 3a UCKIOYEHHEM
rpynibl B, orpanudens (cM. pazzaen 5.1).

bepemeHHOCTD

JlapyHaBUp CleAyeT HCIONB30BaTh BO BpeMsl OEpEeMEHHOCTH TOJNBKO B TOM Cllydae, €Cid
MMOTCHIMAJIbHAs I10JIb3a MPCBLIIIACT BO3MOKHBIN PHUCK. Cne;[yeT C OCTOPOKHOCTBIO IPUMCHATH
npenaparbl, KOTOPble MOTYT NMPHUBECTH K CHM)KEHHIO KOHLIEHTPALUU JapyHaBHpa y OepeMEeHHBIX
(cM. pa3nensl 4.5 u 5.2).

IToxxunple MalMEeHTHI

Wudopmanus o neyeHnn KOMOWHAIMEH NapyHaBHp/PUTOHABUP IMAIMEHTOB B BO3pacTe 65 JET H
cTapuie BechbMa OrpaHHYEHa, HEOOXOAMMO COONIOJAaTh OCTOPOXKHOCTh TIPH JICYCHHH TaKHX
MAIMEeHTOB JapyHABUPOM, OCKOJIBKY Y HUX Yallle BCTpeYaeTcss TUCQYHKIHUS MTEYCHH, U OHU Yallle
CTPaJaroT COMYTCTBYIOIMMHU 3a00JICBAaHUSMH WIIN IPHHUMAIOT KOMOMHUPOBAHHYIO TEPAITHIO.

AOcomoTHas OMOIOCTYITHOCTH Tocie pa3oBoro nprema 600 Mr napyHaBHpa COCTaBHIIA TIPUMEPHO
37 % u yBenuuuiach npumepHo 1o 82 % mocie mpuema AapyHaBupa B kKomOunHauuu co 100 mr
puTOHaBHpa ABa pa3a B cyTku. CymmapHslid 3¢ dekt ymydnieHus: GapMaKOKHHETHKH JapyHaBHpa
PUTOHABUPOM BBIpA3WiICAd MPUMEPHO B 14-KpaTHOM yBENWYCHHH KOHIIEHTpAllMHU JapyHaBUpPa B
I1asMe Iocie IpuemMa oOJHOM Jo03bl 3Toro mnpemapara (600 mr) B komOuHamuu co 100 mr
pUTOHaBHpA /IBa pa3a B CYTKH. TakuMm o0OpazoMm, JapyHaBUp HEOOXOJUMO NPUHUMATh TOJBKO B
KOMOWHAIINH C HU3KOW 0301 pUTOHABHpA B KauecTBE (hapMaKOKWHETHYECKOTO YCHUITUTEIIS.

[loBbIIeHNE YKa3aHHOM J03bl pUTOHABHPA HE IPUBOJUT K 3HAYUMOMY YBEJIMUYEHUIO KOHIIEHTPALIMH
JapyHaBHpa B IJIa3Me, U MOATOMY 703y PUTOHABHPA HE PEKOMEH/IYETCs TTOBBIIIATD.

KoxHBIe peakInu TSKEION CTEIICHU

V¥ 0,4 % mauMeHToB NpH MpHEME JapyHaBHpa ObUTM 3a(UKCHPOBAHBI KOXKHBIE PEAKLUU TKEION
CTENEHH, KOTOpblE MOTYT CONPOBOXKJIATHCS JIMXOPAJKOM W/MIM YBEIMYEHHEM AaKTHBHOCTHU
neyeHouyHbIX TpaHcamuHa3. DRESS cungpom (JiekapcTBeHHass cblllb C DJ03MHOPUINEH H
CHCTEMHBIMH NPOSIBIEHUSAMH) U cuHIpoM CtuBeHca-/xoHcoHa ¢ukcupoBaics peako (< 0,1 %). B
MOCTPETUCTPALIMOHHOM IEPUOJE COOOIMAIOCh O PAa3BUTHM TOKCHYECKOTO AMHICPMaIbHOTO
HEKpOJIM3a U OCTPOr0 TeHEpPaIM30BAaHHOI'O 3K3aHTEMATO3HOTo IycTyne3a. I[Ipu BO3HHKHOBEHHH
MPU3HAKOB WJIM CHMIITOMOB KOXKHBIX PEAKIMHA TSHKEION CTENeHH (CHIb TSHKEJIOTO TEYCHUS WIIN
CBIITb, COTIPOBOXKJIaeMast JTMXOPAJKOH, OOIIMM HEJOMOTaHUEM, YCTAJIOCThIO, OOJIIMU B MBIIIIAX WX
CyCTaBax, BOJIBIPSMH, TOPAKEHUSIMHA POTOBOH TOJOCTH, KOHBIOHKTHBHTOM, TEIAaTUTOM W/WIIN
H03MHO(UIINEH U Ap.) IpUEeM JJapyHaBHpa HEOOXOAMMO HEMEIJICHHO NPEKPATUTD.

Ceip yanie HaOnoanach y MalMEHTOB, paHee MMOJIyYaBIIMX aHTUPETPOBHPYCHYIO Teparvio U
IPUHUMAIOIIUX OJHOBPEMEHHO palTerpaBUp M KOMOWHAIMIO JapyHaBUP/pUTOHABUDP IO
CPaBHEHHIO C TMalMEHTaMM, MOJY4YaBIIMMU IO OTAEIBHOCTH paJTerpaBUp WM KOMOWHAIMIO
TapyHaBUP/pUTOHABHP.
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JlapyHaBUpP COIEPKHUT CyIb(HOHAMUAHYIO TPYIIY. HDI/IMCI}EE:I;:: Trgt;YﬁaBHUa HaHHeHTaNII/I 2s

aiseprueil Ha cynb()oHaAMUABI JOKHO MPOU3BOAUTHCS C OCTOPOKHOCTBIO.

HaI_II/IeHTBI C CONMYTCTBYIOIMMUMH 3a00J1¢BaHUSIMH

Hal/;ueHl’l’Zbl ¢ 3a400/1€6AHUAMU NeYeHU

JlaHHBIE 10 TPUMEHEHHIO KOMOHMHAIMM JapyHABUP/PUTOHABHP Yy TMALUEHTOB C TSKEIBIM
HapylieHueM (QYHKIMM TEeYEeHU OTCYTCTBYIOT;,  CII€[OBAaTe€IbHO, JaTh CHEHU(pUYECKHEe
PEKOMEHJALMU TI0 JO3MPOBAHUIO HE NPEACTABIsAETCS BO3MOXKHBIM. I[lpuem komOuHanmu
JapyHaBUP/PUTOHABUP MPOTUBOIOKA3aH y MAIMEHTOB C TSHKEJIOW MEYEHOYHON HEIOCTaTOYHOCTHIO
(xmacc C mo Yainn-I1pt0). OcHOBBIBasICh Ha JAaHHBIX, YTO CTaOMJIbHBIC (DapMAaKOKUHETHUYECKUE
napaMeTpsl IpU NPUMEHEHHM JapyHaBHpa y MAlUMEHTOB C JIETKUM M YMEPEHHOH CTeleHu
HapymeHneM ¢yHkiuu nedeHu (kiacc A u B mo Yainn-IIeio) cpaBHUMBI C mapaMeTpamu y
3I0POBBIX JIMI, KOPPEKIMH J03bl MallMEHTaM C JIETKUM U yMEPEHHOW CTENEeHU HapylIEHUEM
¢dbysakun nedenu (knacc A u B o Yainn-ITsto) He TpeOyeTcsi, 0JHAKO CIIETYeT ¢ OCTOPOKHOCTHIO
MIPUMEHATh KOMOMHAIIMIO JapyHABUP/PUTOHABUP Y ATUX MAIMEHTOB (cM. pasnensl 4.2, 4.3 u 5.2).

T'enamomoxcuunocmo

[Tpu npuMeHEHUH KOMOWHAIIMY 1apyHABUP/PUTOHABHP BO3MOYKHO Pa3BUTHE T'€lIATUTA, BHI3BAHHOTO
IIPUMEHEHUEM JICKapCTBEHHBIX IIpenaparoB (HaOpUMEp, OCTPbIA TIemaTuT, LUTOIUTHYECKUN
rernatut). ['enatutr HaOmonancs y 0,5 % mayeHToB, MOIyYalonMX KOMOMHUPOBAHHYIO TEPAIUIO
JTapyHaBUP/PUTOHABUP. Y TAIMEHTOB C HAPYMICHUSMH (QYHKIMHM NEYEHH, B T.4. C XPOHHYECKUM
aKTHUBHBIM TernaTuToM B wmim C, uMeercss MOBBIINICHHBIA PHCK Pa3BHTHS TSHKEIBIX MOOOYHBIX
3¢ (HEeKTOB CO CTOPOHBI TICUCHHU.

Heo0OxonuMo mpoBOAMTH MOHUTOPUHT COOTBETCTBYIOIIMX J1a0OpaTOPHBIX IOKa3aTenell mepen
Ha3HAUYeHUEM KOMOMHHPOBAHHOW Tepanuu NapyHABHP/PUTOHABHUP M BO Bpems JieueHus. Ciemyer
pPaccMOTPETh BO3MOXHOCTh KOHTpoJiss yBenudeHus akTuBHOcTH ACT/AJIT y mnammeHToB C
XpPOHMYECKUM TEeNaTUTOM, LHUPPO30OM I€YEHM WM Yy MAlUEHTOB, Yy KOTOPbIX HaOI0Aanach
MOBBILICHHAs] aKTUBHOCTh TPaHCAMHUHA3 Iepe]] Ha4yaloM Tepanuu U, OCOOEHHO, B TEUEHUE MEPBBIX
HECKOJIbKUX MECSIIEB KOMOMHUPOBAHHOH Teparnuu KOMOMHALIMEH 1apyHaBHP/PUTOHABHUD.

B cnyyae oOHapykeHHs HapylleHMH (YHKUMU MEYEHU WIM YXYIIWEHUS UX TSHKECTH (B T.U.
KIIMHUYECKH 3HAYMMOE YBEIMYEHHWE aKTUBHOCTH II€YEHOYHBIX (EPMEHTOB W/MIM TaKUX
CHUMIITOMOB, KaK yCTaJIOCTh, aHOPEKCHS, TOIIHOTA, JKEJITyXa, MOYa TEMHOTO I[BeTa, 00JI€3HEHHOCTb
IpYU MajbHalyK MEeYeHU, renaToMeraius) cleyeT pacCMOTPETh BO3MOXXHOCTh IpPEpBhIBaAHUS WU
OTMEHBI Tepanuu KoMOMHaLKel 1apyHaBUp/pUTOHABUD.

HCll/;ueHMbl ¢ 3a400/1e8AHUAMU NOYEK

[Toukn wurparT HE3HAYUTETHHYIO POJb B KIUPEHCE AapyHaBHpa, W MOITOMY Yy MAIMEHTOB C
3200JIeBaHUSIMHU TIOYCK OOIIHN KIMPEHC JapyHaBUpa MPAKTHYESCKH HE YMEHbIaeTcs. JlapyHaBup u
puTOHaBHpP 001a/1aI0T BHICOKOW CTEMEHBIO CBA3BIBAHUSA C O€NKaMHU TJIa3Mbl, U TO3TOMY TeMOIHAN3
WJIM TIEPUTOHEATBHBIN UaN3 HE UTPAIOT CYIISCTBEHHOW POJIM B BBIBEJICHUU JTHX IMPENApaTOB W3
opranuszma (cM. paznenst 4.2 u 5.2).

THayuenmui ¢ cemoghunueii

NmeroTcs cooOmieHnss 00 yCHIEHWH KPOBOTEUEHHUH, BKIIIOYAs CIIOHTAHHBIE KOXHBIE T€MaTOMBI U
reMapTpo3, y HalueHToB ¢ remoduiued thuma A u B, JleyeHHBIX MHTUOMTOpPaMHM MpPOTEA3bl.
Hekotopble u3 3THX mManmueHToB mnosydanu ¢akrop cepTbiBaHus kpoBu VIII. Bonee yem B
IIOJIOBUHE OMNMCAHHBIX CIIy4aeB JICUEHHE MHTMOMTOpaMM IpPOTeas3bl MPOJOIKAIOCh Oe3 mepepbiBa
WIA BO30OHOBISUIOCH TOCJE BPEMEHHOW NPUOCTAHOBKH. BBITO BBICKa3aHO MNPEAroyioKeHHe O
MPUYMHHOM CBSI3W MEXAy JICYEHHEM HHTUOUTOpaMH MpOTea3bl U YCHJIEHHEM KPOBOTEUYEHHS Y
O0JIbHBIX ¢ reMo(duINel, 0OJHAKO MEXaHU3M TaKOW CBSA3M HE YCTaHOBJIEH. bombHBIX remouine,
MOJIyYarolUX KOMOWHAIMIO JapyHaBUP/PUTOHABUD, CIeAYyeT IPOMH(OPMUPOBATH O BO3MOKHOCTH
YCWJICHHS] KPOBOTECUEHU.
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COOTBETCTEBYET .
ot 14.04 .2
(MOCNEODOBAT

CaxapHblil 1uadeT/TUIIEPIIIUKEMUS

VY manueHToB, MOJIyYalOIIMX aHTUPETPOBUPYCHYIO TEpaIlvio, BKIIOYas HHTHOUTOPHI IPOTEas3bl,
OIMHCAHBbI BIEPBHIC BBISABJICHHBIC CIydaW CaxapHOro auadera, TUMEPTIMKEMHUS WIH YXYAIICHUE
TEYEHMsI YK€ CYILECTBYIOUIET0 caxapHOro jauadera. Y HEKOTOPBIX M3 O3TUX MAalUEHTOB
TUMEPTIIMKeMHsT OblIa TSHKEIIOW W B PsjIe CIIydaeB COIMPOBOXAANACH KETOAUIO030M. Y MHOTHX
MAlUMEHTOB HMMEJIH MECTO COIYTCTBYIOIIME 3a00JieBaHUs, HEKOTOPbIE U3 KOTOPBIX TpeOoBasu
JICUYCHUS TIperapaTamMu, CIIOCOOCTBYIOIIUMHU Pa3BUTHIO CaXapHOTO MUa0eTa WM TUICPTIINKEMHUH.

Bec n MeTaboanueckue napamMCeTphbl

VY narueHToB, MOMYYarolX aHTHPETPOBUPYCHYIO TEpaIvio, MOKET HAOIIOIAThCS YBEIUYCHHE
Macchl Teja, a TakkKe MOBBIIICHHE YPOBHS JIUIUJOB M TJIIOKO3bl KPOBU. Takue M3MEHEHUS MOTYT
OBITh YaCTUYHO CBSI3aHBI C KOHTPOJEM 3a0oJieBaHUs U 00pa3oM KU3HH. B HEKOTOPBIX Clydasx
ObUIO JTOKA3aHO, YTO MOBBIIICHHE YPOBHS JIUIHUIOB KPOBH CBSI3aHO C IMOCIEACTBHUSIMH JICUCHUS,
OJHAKO, He OBLIO JO0Ka3aHO, YTO YyBEJIMYEHHE MAacCChl Tella KaK-TO CBA3aHO C IPOBEIACHUEM
aHTUPETPOBUPYCHOM Tepanuu. J{js MOHUTOPUHTA YPOBHS JIMMIUIOB U TITFOKO3bI KPOBH HEOOXOIUMO
CJIEJIOBATh COOTBETCTBYIOIIMM PEKOMEHJANMSIM TI0 JICYCHHIO TarueHToB ¢ BUY-unpekmnmeid.
Hapymenus nunuanoro metadonn3ma He0OX0AUMO JICYUTh COOTBETCTBYIOIIMMH MpenapaTamMu.

OcteoHnekpo3

HecmoTpss Ha MHOro(akTOpHYIO 3THOJIOTHIO (MCIOJb30BAaHUE IIIIOKOKOPTUKOCTEPOUIHBIX
TOPMOHOB, YIOTPEOJICHUE AJTKOTOJIS, TSKENask CTETIIeHb MMMYHOCYIIPECCHH, TTOBBIIIEHHBIH WHIECKC
Macchl Tena), ObUIM OTMEYEHBI Cllydyal OCTEOHEKpO3a, B O0COOEHHOCTH y manueHtoB ¢ BUY-
uHpEKIe B TPOJBUHYTOW CTaIud W/WIM y TAIMEHTOB, IUTEIHFHOE BpEMS IOJYYaBIINX
KOMOWHUPOBaHHYIO aHTUPETPOBUPYCHYIO Tepanuio. [TanueHTs! JOJKHBI OBIThH
IpoUH(POPMHUPOBAHBl O HEOOXOJMMOCTH HE3aMEAIMTENBHOIO IIOCEIIEHHs Bpada B Ciydae
nosiBjieHUsI 00JIel B CycTaBax WM 3aTpyJHEHUS ABHIKEHHH.

CI/IHI[DOM BOCCTAHOBJICHUS UMMVHUTCTA

Y  BUY-uHOUUUPOBAHHBIX  MAMEHTOB C  TSHOKEIBIM  HUMMYHOJAC(PHUIIMTOM B  Havaie
KOMOWHUPOBAHHON aHTUPETPOBUPYCHOM Teparnuu BO3MOKHO MOSBJICHHE BOCHIAIUTEILHONW PeaKiiu
opraHuzMa Ha OECCHMIITOMHBIC HJIM OCTATOYHBIC ONMOPTYHHCTHUYECKHE HH(MEKIUU, YTO MOXKET
MIPUBECTH K CEPbE3HBIM KIMHHUUYECKHUM OCIOKHCHHSIM WIH YXYALICHHIO cCUMOTOMATHKH. OOBIYHO
TaKWe PEaKIMU HAOJIIOJAOTCS B TEPBBIC HENENIHM WM MECSIBI MPUMEHEHHUS KOMOWHHPOBAHHOU
AHTUPETPOBUPYCHOM Tepamuu. B KauecTBe NMPUMEPOB MOXHO MPUBECTH [UTOMETaJOBHPYCHBIN
PETUHUT, TEHEpaJIM30BaHHBIC W/HIM MECTHbIC MHUKOOAKTEpUaTbHbIC WH(EKIMH ¥ MHEBMOHHUIO,
BbI3BaHHYIO Pneumocystis jiroveci. HeoOXoaumo OmNMpeaensaTh TSKECTh JIIOOBIX CHMIITOMOB
BOCIIJICHUSI ¥ TIPOBOJIUTH COOTBETCTBYIOIIYIO TEPAINUi0. AyTOMMMYHHbIE 3a00JIeBaHus (TaKue Kak
Oone3np I'pefiBca W ayTOMMMYHHBIM T€MAaTUT) TaKXKEe OTMEUAINCh IPH BO3HUKHOBCHUU
BOCIIAJIMTEIPHOTO CHHIPOMa BOCCTAHOBJICHHS WMMYHHOW cucTeMbl. OJHAaKO BpeMs 0 Hadaia
3a00JICBaHUST MOXET BapbHPOBAThCS, M TaKWe ayTOMMMYHHBIC 3a00JIEBaHUS MOTYT HAYHMHATHCS
CITYCTsI MECSIIbI TIOCIC Hauaya Tepanuu (cM. pasnen 4.8).

BSaI/IMOI[CI\/’ICTBI/Ie C IPpYIUMH JICKAPpCTBCHHBIMHU ITpCIiapaTaMu

JapyHaBup 1 puToHaBUp sBisitorcss uHruouropamu uszodepmento CYP3A u CYP2D6, a takxke
WHTUOUTOpaMHU P-rnukomnporenHa. OnHOBpEeMEHHOE pUMEHEeHHE KOMOWHAIHH
JTapyHaBUP/PUTOHABUP M JIPYTUX IPErnapaTroB, KOTOPbIE METAOONM3UPYIOTCS MPEUMYIIECTBEHHO
nzopepmenramu CYP3A, CYP2D6 u mepeHocsaTcs P-TTUKOMpPOTENHOM MOXET MPHBOAHWTH K
MOBBIIIEHUIO KOHIEHTPAIMK TaKUX IMpernapaToB B IIa3Me, BCIEACTBUE YEro MOTYT YCHUJIMBATHCS
WJTU yJUTMHATHCS UX TEpareBTHYECKHE U T000YHBIEe (D PeKThI (cM. pazaen 4.5).

JapyHaBup u putoHaBup Merabonusupyercs uzopepmentrom CYP3A. OgHOBpeMeHHBIH NpHEM
npernaparoB, WHAyNHpYOMUX akTUBHOCTE CYP3A, MOXET yBeNMWYHTH KIMPEHC NapyHaBHpa H
pPUTOHAaBHpa, B pe3yjibTaTeé YEro YMEHBIIUTCS KOHIEHTpaluus AapyHaBupa B Iuiazme. llpuem
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COOTBETCTBYET :
ot 14042

npenapaToB, HHruOupyromux CYP3A MoXKeT yMEHBIIUTH Kﬂlppeﬂ'c zra%yi{émpa DII/I'TD-}-IE_IBT/I’DIBI., B

pe3yNbTaTe Yero yBeJIUYUTCS KOHIIGHTpAIlHs JapyHaBUpa U pUTOHaBHpa B I1a3Me (cM. pasaen 4.5).

OnHOBpEeMEHHOE  HCMOJNBb30BaHWE KOMOWHAIMKM  JTapYHABUP/pUTOHABUP C  KOMOMHammein
JIOTIMHABUP/PUTOHABUD, pUGAMIUIITHOM U PACTUTEIbHBIMU MIPENapaTaMu, COEPKAIUMHU SKCTPAKT
3BepoOosi  mpojsipsiiienHoro  (Hypericum  perforatum) mnporuBomokaszano. Mcmonb3oBaHue
a(aBUpeH3a COBMECTHO C KoMOuWHaiued napyHaBup/putoHaBup 800/100 Mr omuH pa3 B CYTKH
MOJKET NMPHUBOJUTH K JTOCTHIKEHHUIO HEIOCTaTOYHOrO 3HaueHusi Cmin mapyHaBupa. Ecnu sdaBupens
He00X0IMMO UCIOJIB30BaTh COBMECTHO C KOMOMHAILIMEH AapyHaBUP/PUTOHABUD, TO IeJeco00pa3Ho
NpUMEHATh KOMOMHaIuio napyHaBup/putonaBup 600/100 mr nBa pasa B CyTKdA. Y NaIMEHTOB,
MOJTYYaBIIUX TEPANHMIO KOJXUIIMHOM W CUJIbHBIMH WHruoutopamu m3odpepmenta CYP3A u P-
[JIUKOTIPOTEMHA,  OTMEYAINCh  JKU3HEYTPOXKAIOIIME U CMEpTEIbHBbIE  JIEKapCTBEHHBIC
B3aUMOJCHCTBUSA (CM. pazzen 4.5).

4.5. B3aumoaeiictBie ¢ JAPYrUMH JIEKAPDCTBEHHBIMH TMpenaparaMd W Jpyrue BHAbI
B3aMMOJAEHCTBUSA

Bce uccnenopanus mo OIpPCaACIICHUIO B3aHUMOJICHCTBHUS IMPOBOAUJIUCH TOJIBKO Ha B3POCIJIbIX.

JlapyHaBup, IpUMEHsSIEMbI B KOMOWHAIIMY C pUTOHABUPOM, SIBJISIETCS MHTUOUTOPOM N30(EpPMEHTOB
CYP3A, CYP2D6 wu P-rnuxomporenHa. OJHOBpeMEHHOE€ NIPUMEHEHHE KOMOWHALUU
JapyHaBUP/pUTOHABUP M  IMpenapaToB, KOTOpble METa0OJU3UPYIOTCS  HPEUMYLIECTBEHHO
nzopepmenramu CYP3A, CYP2D6 wu mnepeHocsTcst P-rimmKonmpoTeMHOM, MOXET BBI3BIBATH
MOBBIIIEHUE KOHIIEHTPALMH TaKUX IpernaparoB B IUIa3Me, YTO, B CBOIO OYEPE]b, MOXKET OBITh
NPUYMHON YCWJICGHUS WIHM TIPOJIOHTHMPOBAaHUSI TepaneBTHYECKOro 3¢ ¢ekra, a TakkKe MNPUUNHON
MOSIBJICHUS TOOOYHBIX 3 (PEKTOB.

He nomyckaercs coBMecTHOE MPUMEHEHHE KOMOWHAIMH JapyHaBUP/PUTOHABUP C JIEKAPCTBEHHBIMU
npernapaTamu, KIUPEHC KOTOPBIX B 3HAYUTENBLHOW cTemeHu 3aBucHUT oT u3odepmenta CYP3A, u
MOBBIIIEHUE CHCTEMHOTO YPOBHS KOTOPBIX MOYKET CONPOBOYKAATHCS PA3BUTHEM CEPhE3HBIX W/WIIN
YTPOXKAIOUINX KU3HU SBICHUM (y3KUN TepareBTUYECKUI THUara3oH).

OO6muit (papMaKOKMHETHUECKUN yCUIMBAIOUN 3p(GeKT pUTOHABUpa 3aKIHOYalCs B YBEIUYEHUU
CHCTEMHOI'O YPOBHS JapyHaBUpa NpuUMepHO B 14 pa3 mpu OAHOKPATHOM IpHeMe JapyHaBHpa B
no3e 600 Mr B coueraHuu ¢ putroHaBupoM B jo3e 100 mr 2 pasa B cyrku. Takum oOpaszowm,
JapyHaBUpP HEOOXOJMMO HCIOJIb30BaTh B COYETAHUU C TOJBKO HU3KMMHU J03aMU PUTOHABHpA Kak
(hapMaKOKUHETUYECKOTO «YCUITUTEIISD.

KomOuHnanuio gapyHaBup/pUTOHaBUp HE CIEIYET MCIOJb30BaTh C APYTUMH aHTUPETPOBUPYCHBIMU
npenapaTamu, KOTOpble TpeOYIOT UCIIOJIb30BaHUS PUTOHABHPA B KauecTBe (papMaKOKUHETHUECKOTO
«YCHIIUTEISI.

B kinuHUMYEeCKOM HCCIEOBAHMM C HCIIOJIB30BAHMEM CMECH JIEKapCTBEHHBIX IIpernaparos,
Metabommsupyembix nuroxpomamu CYP2C9, CYP2C19 u CYP2D6, oTmeuanoch MOBBIIICHHE
aktuBHOocTH CYP2C9 m CYP2C19 u unrubuposanme aktuBHoctu CYP2D6 B mpucyrcrBum
KOMOMHAIMM JapyHaBUP/PUTOHABUD, YTO MOXKET OBITH OOYCIOBJIEHO NMPUCYTCTBUEM HHU3KOM J103bI
putoHaBupa. CoBMECTHOE NpPUMEHEHHE JapyHaBUpa W pPUTOHAaBUpa C JIEKAPCTBEHHBIMU
npernaparamu, MeTadoiau3upyeMbiMu npeumyniectBeHHO CYP2D6 (Hanmpumep, ¢uiekauHUIOM,
npona@eHoHOM, METONPOJIOIOM), MOXKET MPUBOAUTH K TMOBBIIEHUIO KOHIIEHTPAMU ATHX
JIEKapCTBEHHBIX IPENapaToB B IJla3Me, YTO CIIOCOOHO BbI3BaTh YBEJIMYECHHE WM MPOJJICHUE HX
TepaneBTHUecKoro 3ddexra u HexenaTenbHbIX peakiuii. CoBMeCTHOE MpUMEHEHHE AapyHaBHpa U
PHUTOHABHpA C JICKAPCTBEHHBIMH TpenapaTaMu, MpeuMyIecTBeHHO MeTtabonu3upyembivu CYP2C9
(manpumep, Bappapunom) u CYP2C19 (manpumep, METaOHOM), MOXKET MPUBOJIUTH K CHUKEHHIO
CHCTEMHOTI'O YpPOBHSI A3THX JIEKapCTBEHHBIX CPEJCTB, YTO CIIOCOOHO BBI3BaTh CHIDKEHHE WIH
COKpallleHHE UX TepaneBTUUeCKoro 3¢ ¢dekra.

Xors addexkr B orHomenun CYP2C8 wusywancs Toibko IN VItro, coBMecTHOE NpHMEHEHHUE
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KOMOWHAIIME  JaPYHABUP/PUTOHABUP C JIEKAPCTBEHHBIMHE ' rprﬁenllf_a ' ﬁ;T%M&&eﬁﬁb

MetabommsupyeMbiMu CYP2C8 (Hampumep, MaKIUTAKCEIIOM, POCHUTIMTA30HOM, PEMarMHUIOM),
MOJKET MPUBOJNUTH K CHUKCHHIO CUCTEMHOT'O YPOBHS 3THUX JICKAPCTBEHHBIX CPEACTB, YTO CIIOCOOHO
BBI3BAaTh YMEHbILIEHUE WJIM COKpALICHHE UX TepaneBTUYecKoro s dekra.

PutonaBup uHruOupyer tpancrnoptHsle Mojekyiasl P-rimkonporenna, OATPIB1 u OATPIBS, u
€ro NpUMEHEHHE C CyOcTpaTaMu 3THX TPAHCIOPTHBIX MOJIEKYJI MOYKET IPUBECTH K IOBBIIICHHIO
KOHIIGHTPAaLMi 3THX TMpernaparoB B Iula3Me (Hampumep, gaburarpaHa 3TEKCHIIAT, IMTOKCHH,
CTaTUHBI U 003CHTaH).

.HeKaDCTBeHHbIe nopénaparsl, BIUAIOMNEC Ha KOHIICHTPAIINIO ,IIaDVHaBI/IDa/ pHUTOHABHpA

B merabonmu3sme nmapyHaBupa u puToHaBupa ydactByeT uzopepmeHT CYP3A. JlekapcTBeHHBIC
mpemapaTsl, HHIYIHPYIOIIHEe aKTUBHOCTh u3odepmenta CYP3A, mpeamnonoXuTensHO YCHIISAT
KIIMPEHC JapyHaBUpa W PUTOHABHPA, BBI3bIBAS CHIDKEHUE KOHIEHTpPAlMi STUX MpernapaTtoB B
mia3Me (Hampumep, 3TO KacaeTcs pudamnumnuHa, 3Bepodos u sonuHaBupa). CoBMECTHOE
NpUMEHEHHE JapyHaBUpa W PpUTOHABUpa C JAPYTMMHU JIEKAPCTBEHHBIMHM IIperapaTamu,
uaruoupyronmmu u3opepmeHT CYP3A, MOXeT CHUXKATh KIMPCHC NapyHaBUpa W PUTOHABUpPA U
MOBBIIIATH UX KOHIICHTPAIUIO B TUIa3Me (HapuMep, 3TO KacaeTcs UHIUHABUPA, CUCTEMHBIX a30JI0B,
B YaCTHOCTH, KETOKOHA30JIa ¥ KJIOTPUMA30Jia). DTH B3aMMOJICHCTBHS ONMCAHBI HUXKE B TAOJIHIIC.

Ta@mua B3aMMOACHCTBUN MEKAY ITpenapaTaMu

[IpuBeeHHBIN HUKE CIIMCOK IIPUMEPOB B3aUMOJICHCTBUN MEXKIY JIEKAPCTBEHHBIMU CPEICTBAMH HE
SBJISICTCS MCUEPIIBIBAIOIIMM, U TOATOMY IS IOJIydyeHHs MHGOpMAaluu, CBA3aHHOM C MyTSAMHU
MeTabonu3ma, MyTSIMHU B3aUMOJCHCTBHS, NMOTEHUUAIbHBIMU PUCKAaMU M JACHCTBUSIMH, KOTOpBIE
HEOO0XOAMMO TPEANPHHATH B Cllydya€ COBMECTHOIO IIPUMEHEHMs, cielyeT oOpamarbes K
COOTBETCTBYIOIIEH MHCTPYKLIMM JICKAPCTBEHHOI'O IIpenapara, MCIOIb3yeMOI0 COBMECTHO C
JapyHaBUPOM.

B3aumopneiictBust Mexay KOMOWHAIMEW AapyHaBUpP/PUTOHABUP W AHTUPETPOBUPYCHBIMH U
IPOYMMHU JIEKAPCTBEHHBIMU CpEICTBaMU IpuBeAeHbl B Tabnuue Huwke (He onpeneneno
cokpamaercs kak «H/O»). HampaBnenue cTpenku Ui Kaxaoro mnapamerpa (GpapMaKOKHHETUKU
ocHOBaHO Ha 90 % n0OBEepUTENBHOM HMHTEpBaje Ul CPEJAHEr0 NeOMETPUYECKOI0 COOTHOUICHHS,
KOTOpOE MOXKET HaXOJUThCA B Tipeenax («), Hmxe (|) wiu Boimre (1) quamazona 80-125 %.

Psin uccnenoBanuii B3auMozelcTBUSL (0003HAYCHHBIM # B TaOJMIle HWKE) OBLIM MPOBEICHBI C
HCIIOJB30BAHUEM 103 JAapyHaBUpa HUXKE PEKOMEHIYEMBIX WM C JPYTMM PEXKUMOM TEPaluu.
D¢ dekThl B OTHOUICHHHM COBMECTHO IMPHMEHSEMBIX JICKAPCTBEHHBIX IMPEMapaToB MOTYT, TaKUM
00pa3oM, ObITh HEIOOIICHEHBI, BCJIEICTBHE ATOTO MOXKET OBITh MOKa3aH KIMHUYECKUH MOHUTOPHUHT
0€30I1aCHOCTH.

JlekapcTBeHHbII B3aumopeiictBue PexoMeH1alMu 10 COBMECTHOMY
npenapar, NpuMeHsieMbIi TMPUMEeHEHHI0
COBMECTHO C
KOMOMHAaNM e
JapyHaBMpP/pPUTOHABUP

AHTHUPETPOBUPYCHBIE IIPENNAPATBI JJI JEYEHUA BUY-UHOEKIIUN

Huzudbumopsl unmezpaszul

CpenHee reoMeTpuyecKoe U3MeHeHHe
(%)

AUC nonyterpasupa | 22 % KomOuHanmio napyHaBUp/pUTOHAaBHp U
Homnyrerpasup o

Ca44 momyTerpasupa 38 % JIONyTETPaBUp MOXKHO TPHUMEHATH 0e3

Crmax goyTerpasupa | 11 % KOPPEKIIMH J03BI.

HapynaBup «>*

*Ha  OCHOBaHMH  CpaBHEHHH  MEXIy
UCCIICIOBAaHUSAMU € HCIIOJNB30BAaHHEM
NCTOPHYECKHUX JIAaHHBIX o
(hapMaKOKHHETHKE




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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OnBUTErpaBup

AUC snBuTerpasupa <>

tOCTERDEATENBROC TE 0008]

Chin JIBUTETpaBHpa <>
Chnax DIIBHTETpABHpa <>
AUC mapyHnaBupa <>
Chin mapynasupa | 17 %
Chax JapyHaBUpA <>

Hpn COBMECTHOM
KOMOUWHAITNH JapyHaBUP/PUTOHABUP
(600/100 mr 2 pasa B CyTKHM) B COUCTaHHH
C DIBHTETPABHPOM [103a DIIBHTETPaBHpA
JOJDKHA cocTaBIATh 150 Mr 1 pa3 B cyTKH.

TP IMICTICTIVIYT

dapMakoKHHETHKa W PEKOMEHIALUH IO
JO3UPOBAHUIO U1 Ipyrux 103
JapyHaBHpa WIM JUIi  KOMOHMHAIMU
9JIBUTErpaBHpP/KOOUIHCTAT He
YCTaHOBJICHBL. Takum obpasoM,
COBMECTHOE NPUMEHEHHE KOMOHMHAIIMU
JapyHaBUp/PUTOHABUp B 000 1103e,
kpome 600/100 Mr 2 pa3a B CyTKH, B
COYCTAaHWH C  DJIBUTCTPAaBHPOM  HE
pexoMeHnnyercs. COBMECTHOE IPHUMEHEHHUE
KOMOMHALMK  JapyHaBHP/PUTOHABUP U
JJIBUTETPaBHpa €  KOOHMLHCTaTOM  He
PEKOMEHIYETCS.

PanTerpasup

B pesynpTare HEKOTOPBIX KIMHHYECKUX
HCCIIEOBAaHUN OBLIO TPEIIIOJIOKEHO, HYTO
paiTerpaBup MOXKET BbI3BIBATE YMEPEHHOE
CHUKCHHME KOHLEHTpaluu JapyHaBUpa B
IIa3Me.

B Hacrosmee BpeMs mpeamnonaraercs, 94To
3¢ QeKT panrerpaBupa Ha KOHIEHTPAIHIO
JapyHaBHpa B IIJa3Me He sBJIETCA
KIMHUYECKH 3HAYHMBbIM.

KomOuHanmo aapyHaBUp/pUTOHaBHp U
panTerpaBup MOXHO INPHMEHATh  0e3
KOPPEKLIMH 03Bl

Hyxkneosuonvle/nykneomuonvie unzuoumopst oopamnoii mpanckpunmasst (HUOT)

Jnmano3uH
400 mr 1 pa3 B cyTKu

AUC nmunanosuna | 9 %
Chin aumanoszusaa H/O
Cax tumaHo3unHa | 16 %
AUC napyHaBupa <>
Chin TapyHaBupa <>
Cinax JapyHaBHUpa <>

KomOuHanmio mapyHaBUp/pUTOHAaBHp U

JUTaHO3UH MOXXHO MIPUMCHATH 6e3
KOPPCKIHHU OO3LI.
HI/I,Z[aHO3I/IH HCO 6XOZ[I/IMO NPUHUMAThb

HATOLaK, TaKUM 00pa3oM €ro CleayeT
MpUHUMATh 3a | yac 1o unu gepes 2 gaca
rnoce npuema KOMOUWHAIINH
JlapyHaBUP/PUTOHABUP C MHLICH.

TenothoBup TU30TIPOKCUIT
245 wr 1 pa3 B cyTku®

AUC tenodosupa T 22 %

Chmin TeHodosupa 1 37 %

Cmax TeHodoBupa 1 24 %

#AUC napynasupa 1 21 %

#Crin mapynasupa 1 24 %

#Cmax mapyHasupa 1 16 %

(1 xoHUeHTpaluKu TeHO(OBHpPA BCIEICTBUE

BIUSHHAA Ha onocpenoBaHHeli MDR-1
TPAHCTIOPT B MOYEYHBIX KaHATHIIAX)

[Ipu COBMECTHOM IIPUMEHEHUH
KOMOHMHAIIMK  JIapYHAaBUP/PUTOHABUpP  C
TeHO(QOBUPOM MOXET OBbITh  IOKa3aH
MOHUTOPHHI  (YHKOIMM  TOYEK, B
0COOCHHOCTH Y NMAIMEHTOB C CUCTEMHBIMHU
WIN TIOYEYHBIMH 3a00JIeBaHMAMH, JHOO
IIPU  WCIOJIB30BAaHUM  HE(HPOTOKCHUHBIX
MIpenapaTosB.

OMTpuUIUTaduH/ Tenodorupa anadenamug«— Pexomennyemas J03a KOMOMHAIMH

teHooBupa anapenamun | Tenodosup 1 SMTpHUIMTAOMHA/TeHODOBHPA
anapenamuga  — 200/10 mr npu
COBMECTHOM IPUMEHEHHH ¢ KOMOMHanuei
JapyHaBUDP/PUTOHABHD.

AbaxaBup He w3ywamocs. Ha ocxoBanum myteit | KomOunams JapyHaBUP/pUTOHABHUP

OMTpUINTAONH mmMuHanuy npounx HUOT (3mpoByanHa, | MokeT mpumensartses ¢ atumu HUOT Ge3

JlamuByanH SMTPHUIMTAONHA, CTaBy/AWHA, JIAMHUBY/MHA), | KOPPEKLIUH JO3BI.

CraByaun KOTOpbIE 9KCKPETUPYIOTCS

3UI0BYAUH MIPEUMYIIECTBEHHO TOYKaMH, U abakaBHpa,

B MeTabomu3Me KOTOPOrO0 HE YyYacTBYET
CYP450, Hukaknux B3aUMOJIECHCTBUN MEXKITY
STUMH JIEKQpPCTBEHHBIMHM TIperapaTamMu |
KOMOWHaIMel JapyHaBUpP/PUTOHABHD HE
MIPETOJIaraeTcs.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 14.04 2026 N= 7621

Henykneozuouvle/HenyKneomuonsvie UH2UOUMOPbL 00pamuoil mpaucxpuijt'm'iwamﬂ EIEAULTD UUUG)

Ddasupens
600 mr 1 pa3 B cyTkH

AUC s>¢dasupenza 1 21 %
Chmin 2dasupensa 1 17 %
Crmax 2¢aBupensa 1 15 %
#*AUC papynasupa | 13 %
#Crin mapynasupa | 31 %
#Crmax napynasupa | 15 %

(1 xoHUeHTpauuK >]aBuUpeH3a BCIEICTBHE
nnrubuposanus CYP3A)

(] KOHUEHTpaIMK JapyHABHUPA BCIEICTBHE
uaaykima CYP3A)

IIpu IIPUMEHEHHN KOMOHMHAINN
JapyHaBUP/PUTOHAaBHP B COYCTAHHU C
3¢paBUpEH30OM  MOXET  MoTpedoBaTbCs
KIMHUYECKUH MOHUTOPUHT TOKCHUHOCTH B
OTHOLLEHUH LIEHTPAJILHOI HEPBHOMU
CHCTEMBI, CBS3aHHBI C MOBBIIIEHHOMN
KOHLIeHTpaue 3aBupeHsa.

[lpuem  mpemapata  3¢daBupeHza B
COYETaHUH c KOMOMHaIueH
napyHaBup/putoHaBup B mo3e 800/100 mr
lpaz B CyTKM MOXET TpPHBOIUTH K
CyOONITHMAaIBEHOMY 3HAYCHUIO Chin
JapyHaBHPA. Ecmu a¢haBupeH3
MOTpeOyeTCsl MPUHUMATh B COYETAHHH C
KoMOWHaImen JapyHaBUP/pUTOHABHP,
clielyeT ucrnonb3oBarh pexxum 600/100 mr
2 pasa B CyTKH.

OTpaBUpUH
100 mr 2 pasa B cyTku

AUC stpaBupuna | 37 %
Chmin TpaBupuna | 49 %
Cmax dTpaBupuHa | 32 %
AUC napynasupa 1 15 %
Chin JapyHaBHpa <>

Chax 1JapyHaBHpa <>

KomOuHamuo aapyHaBUP/PUTOHABHD C
stpaBupuHoM 200 Mr 2 pasza B CyTKH
MOXHO UCIIOJIb30BaTh 0€3 KOPPEeKIHU
JIO3BI.

Heupanun
200 mr 2 pa3a B CyTKH

AUC neupanmna T 27 %
Chin HeBHparmHa T 47 %
Crmax HeBUpanuHa T 18 %

#napynaswup: KOHIICHTPAIIN
COOTBETCTBOBAJIN HCTOPUYECKUM JaHHBIM

(TKOHIICHTpAllUK HEBUpANHHA BCIEICTBHE
unrubuposanus CYP3A)

KomOuHanmio napyHaBHp/pUTOHABHpP C
HEBHPAITMHOM MOXXHO HCIIOJIB30BaTh 0€3
KOPPEKILNH J03HI.

Punnusupun
150 mr 1 pa3 B cyTkn

AUC punnusupuna 1 130 %
Chmin punnuBupuza 1178 %
Crmax punnuBupusa 1 79 %
AUC napyHaBupa <>

Chmin 1apyHaBupa | 11 %
Chnax JapyHaBHpa <>

KomOuHamuo aapyHaBUP/PUTOHABHD C
PWIMTUBUPHUHOM MOXKHO HCIIOJIb30BaTh 0Oe3
KOPPEKIIUHU JI03BIL.

Huzuéumoput npomeasvt BUY 6e3 0ononnumenbnozo npumeHenus HU3KUX 003 pumonasupa™*

ATa3zaHaBHp
300 mr 1 pa3 B cyTku

AUC arazanaBupa <>
Chmin aTazanaBupa T 52 %
Cmax aTazanaBmpa | 11 %
#AUC mapyHaBHpa <>
#Crnin TapyHaBHpA <>
#Cpnax TapyHABHpA <>

ATazaHaBup: CpaBHCHHUE
arazaHaBupa/putonaBupa 300/100 mr 1 pa3
B CyTkd H aTa3a”aBupa 300 mMr 1 pa3 B

CYTKH B COUYCTaHUU c
JapyHaBUPOM/PUTOHABUPOM 400/100 mr
2 pasa B CyTKH.

HapynaBup: CpaBHEHHE

napyHasupa/putonasupa 400/100 mr 2 pasa
B CYTKM C JapyHaBHPOM/PUTOHABHPOM
400/100 mr 2 paza B CyTKH B COYCTaHHH C
atazanaBupoM 300 mr 1 pa3 B cyTku.

KomOuHaMo0 AapyHaBUp/pUTOHABHD U
aTa3aHaBHp MOXXHO HCHOJIB30BaTh 0e3
KOPPEKLHUH JIO3BL.

WNununasup
800 mr 2 pa3a B CyTKH

AUC nnnnnHaBupa 1 23 %
Chin mauHaBHpa T 125 %
Chnax THIIMHABUPA <>

IIpy wucnonb3oBaHUM B COYETaHUH C
KoMOMHaIen JlapyHaBUP/pPUTOHABUP
MOJKET TOTPeOOBaTHCSI KOPPEKIHS JI03BI
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.04 2026 N= 7621

*AUC napyuasupa 1 24 % : ﬂl'n'hﬁﬂh'ﬁvrﬂ'{r: £'800wr t2i_lﬁ'als".a b-_é}ﬁrm'a"é[.b

#Crmin mapynasupa 1 44 % 600 Mr 2 pasa B CyTKH B cCilydae
#Crmax NapyHasupa 1 11 % HETICPECHOCHUMOCTH.
Wnnunasup: CpaBHEHHUE

nHanHaBupa/putonasupa 800/100 mr 2 pasza
B CYTKH C WHAWHABUPOM/IapyHaBHPOM/
puronasupom 800/400/100 Mr 2 pasa B
CYTKH.

HapyHaBup: CpaBHECHUE
napyHasupa/putonasupa 400/100 mr 2 pasa
B CYTKM C JapyHaBHPOM/PUTOHABUPOM
400/100 Mr B co4yeTaHWW C WHIUHABUPOM
800 mr 2 pa3a B CyTKH.

CakBuHaBUD AUC cakBunaBupa | 6 % KomOuHamuio JgapyHaBUp/pUTOHABUD HE
1000 mr 2 pa3a B CyTKH Chin caxBuHaBupa |18 % peKOMeHTyeTCs MIPUMEHSTh c
Crmax cakBuHaBHpa |6 % CaKBHHABHPOM.

#AUC napynasupa 26 %
#Crin mapynasupa| 42 %
#Cax mapyHaBupa| 17 %

CakBHWHABHUD: CpaBHEHHE
CaKBHHABHPA/PUTOHABUPA 1000/100 mr
2 paza B CYTKH u

CaKBHHABUpa/lapyHaBHpa/pUTOHABUPA
1000/400/100 mr 2 pa3a B CyTKH.

HapyHnasup: CpaBHCHUE
napyHaBupa/puroraBupa 400/100 mr 2 paza
B CYIKH ¥ JapyHaBHUpa/pUTOHABUpA
400/100 Mr B coueTaHHH C CaKBHHABHPOM
1000 mr 2 pa3a B CyTKH.

HNurudoutopsl nporea3st BUY — B coueTanuyn ¢ HU3KHMU 103aMU PUTOHABHpa™™

JlonuHaBup/pUTOHABUD AUC nornmuasupa T 9 % BcenenctBue  cHUKEHHsIT  KOHLIEHTpPALUU
400/100 mr 2 paza B cyTku | Cmin TomaaBupa 1 23 % (AUC) napynasupa Ha 40 % noaxoasmne
Cmax TormHaBupa | 2 % JI03BI 9TO KOMOWHAIINK HE YCTAHOBJICHBI.

AUC mapynasupa | 38 %*
Cmin mapyHaBupa | 51 %*
Cmax JapyHaBupa | 21 %*

Takum 00pazoM, COBMECTHOE ITPUMEHEHHE
KOMOMHAIIMM ~ JapyHaBHP/PUTOHABUP  C

BayrenAP/pHIOHADAD | AUC somunanipa <> e ROy
533/133,3mMr 2 paza B|Cmin tonunaBupa 1 13 % Jii p/p D,
CYTKH Crnax JOTHHABHpa T 11 % HNPOTUBOIOKA3aHO (cM. paszaen 4.3).

AUC napynasupa | 41 %

Cnmin 1apyHaBupa | 55 %

Cmax JapyHasupa | 21 %

*Ha OCHOBAHHUU HEC HOpMaJ'II/I?)OBaHHI)IX 10
JI03€ 3HAYECHUH

AHTATOHHUCTBI PEIHEIITOPOB CCR5

Mapasupox AUC mapasupoxka T 305 % [Ipy npuMeHEHHH B COYCTAHUH C
150 mr 2 paza B CyTKH Cmin MapaBupoxka H/O KOMOWHAaIen JapyHABHP/PUTOHABUP
Cmax MapaBupoka T 129 % 032 MapaBHUpOKa JOJDKHA COCTaBIISITh

Konuentpanuu gapynaBupa u putoHaBupa| 150 mr 2 pasa B CyTKH.
COIIaCOBBIBAIUCH c HUCTOPUYECKHMHU

JIAHHBIMH.

AHTATOHHUCTBI a1-AIPEHOPEIIEITOPOB

Andysoznn Ha OCHOBAaHUU TeopeTHdecKuX | OTHOBpPEMEHHOE IPUMEHEHUE
co00pakeHNH, JlapyHaBUp JIOJDKEH | KOMOWHAIMK ~ JapyHaBUP/PUTOHABHP U

MOBBIIIATh KOHIEHTpaNuio andy303uHa B |an(y303WHa  MPOTHUBOIOKA3AHO (cm.
ra3me (3a cuet naruduposanust CYP3A). |paszgen 4.3).

AHECTETHUKH

AndentaHmn He H3Yy4aJIoCh. B Metabonmm3me |IIpp  coBMECTHOM  NPUMEHEHHH  C
aneHTaHWIa  yJacTBYeT  W30(epMEeHT | KoMOWHAIHen JapyHAaBHP/pPUTOHABHUP
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COOTBETCTEBYET 2K

L

ot 14.04 2026 N= 7621

{obke SAAPEOnTHaR Cmibbime Ab3h

CYP3A, BCICACTBHE 3TOr0 OH MOXKeT
UHTHOUPOBATHCS KOMOWHAITHEH
JapyHaBUP/pUTOHABHP.

andeHTaHWIa, a Takke MOHHUTOPHHT
PHUCKOB [UIMTEIFHOTO HIIM OTCPOYEHHOTO
YTHETCHUS JIBIXaHMUSL.

AHTUAHTUHAJIBHBIE /| AHTUAPUTMHWYECKHE CPEACTBA

Juzonupamun He wm3yuganoce. Ilpeamomaraercs, uto|Heobxoxmmo coOroieHme Mep
dnexanHug KOMOMHAIHSA JapyHaBHpP/PUTOHABUP | IPEAOCTOPOKHOCTH, Kpome TOTO,
JInpokauH (CHCTEMHO) TIOBBICUT KOHLICHTPAIHIIO 3THX | pPEKOMEHIYETCS MOHHUTOPHHT
MexkcuneTns AaHTHAPUTMHUYECKHX TIPENapaToB B IUIA3ME | TEPANEBTHYECKOW KOHHIEHTpanuu (Ipu
[Mponagenon (uarnbupoBanue msopepmentoB CYP3A u|Hamuuum Takod BO3MOXKHOCTH) 3THX
(umu) CYP2D6). AQHTUAPUTMHUUYECKUX  TIpernapaToB  MpHU
COBMECTHOM NPUMEHEHUHU ¢ KOMOMHAIMEH
JapyHaBHUpP/PUTOHABHP.
AMHOIAapOH IIpoTuBONOKa3aHO NIPUMEHEHHE
Benpunun KOMOMHAIIMM  JapyHaBHP/PUTOHABUpP  C
Jponenapox aMHOJAPOHOM, oenpuaniom,
XWHUNH JPOHEIAPOHOM, XUHUJITHOM,
Panonasun nBaOpagMHOM WM pPaHOJNAa3MHOM  (CM.
WBabpaaux pazzen 4.3).
Jurokcun AUC purokcuna 1T 61 % ITockonbKy IUTOKCHH XapaKTepHu3yercs

0,4 Mr OTHOKpAaTHO

Chmin nuroxcuna H/O

Y3KUM TEPANCBTUYCCKUM JUalla3OHOM, B

Cmax auroxcusa 1 29 % cilyyae Ha3HauCHUS JUTOKCHHA
(1 KOHIIEHTpanWM JUTOKCHHA BCIICICTBHE | TAIMCHTAM, IIOJyYalONIMM KOMOWHAIHIO
BEPOSITHOTO WHTUOUPOBAHUS P- | napyHaBup/puTOoHaBHp,  TEPBOHAYAIHHO
TJINKOIPOTEHHA) pEeKOMEHIyeTCs UCIIONIB30BaTh
MHUHAMAJIbHYIO BO3MOXKHYIO 03y
ourokcuHa. Jlamee ciexyeT TNPOBOIMTH
aKKypaTHYIO THTPALHUIO 03Bl JUTOKCHHA C
IEIIBI0 JIOCTH)KEHUS JKeIaeMoro
KIHHUYECKOTo 3(dekra Ha (oHE OLECHKHU
obuiero KIIMHUYIECKOTO COCTOSTHHS
HalyeHTa.
AHTUBUOTHUKHA
Knaputpomuina AUC xnaputpomuruaa 1 57 % Pexomenmyercs coOroIaTh
500 mr 2 pa3a B CyTKH Chin kmaputpomuraa T 174 % OCTOPOXKHOCTh pu COBMECTHOM
Crmax KITaputpomuituaa 1 26 % MIPUMEHEHUH KJIAPUTPOMMIIMHA B
#AUC napynasupa | 13 % COYETaHUHU c KoMOWHAaIHeH
#Crin mapynasupa T 1 % JapyHaBUP/pPUTOHABHP.

#Cax mapyHaBupa | 17 %

Konnentpanun  14-OH-knaputpoMuiinuHa
HE  BBIABISUINCH  IPU  COBMECTHOM
IIPUMEHEHUH c KoMOMHanuen
JlapyHaBUP/PUTOHABHD.

1 KOHLEHTpaLuu KJIApUTPOMMUIIMHA

VY mamueHTOB ¢ HOpPMaJbHON (yHKIHEH
no4yeK KOMOMHANNS AapyHaBUP/PUTOHABUD
B COYETAHMHU C KIAPUTPOMHIIMHOM MOXKET
ObITh Ha3HAYCHA 0€3 KOPPEKIIUHU TO3BI.

PexoMeH10BaHHYO 103y KJIAPUTPOMMIIMHA
y TAlMeHTOB C HapylUIeHHeM (QYHKIHUU

BCJIC/ICTBHE WHTHOMpPOBaHMS HM30(ePMEHTa |[I0YEeK  CleAyeT BBIOMpaTh  COTJIACHO
CYP3A u B0o3MOXHOTO MHTHOMpOBaHUs P-|HCTpyKINH o MEIUITHCKOMY
TJIMKONIPOTEHHA). NPUMEHEHHIO KIIAPHTPOMHUILIMHA.
AHTUKOATI'YJISIHTbBI /AHTUATPETAHTBI
AmnnkcabaH He wusyuanocs. CoBmecTHOoe mnpuMeHeHwHe |l[Ipumenenue KOMOWHAIMN
Onokcaban KOMOWHAIIMA  JITapyHABHP/PUTOHABUDP  C | JapyHABHpP/PUTOHABUD c STHMHU
PuBapokcaban AQHTUKOATYJSTHTAMH MOXET IOBBICHTh MX | aHTUKOATYJITHTaMH HE PEKOMEHIYETCSL.
KOHLICHTPAIMIO, YTO MOXET IPUBECTH K
YBEJIMYECHUIO pHcka KpPOBOTCUCHU I
(uarnbuposanue msogpepmenta CYP3A u
(nmu) P-rnukonpoTenHa).
Haburarpan He usyuanocs. CoBmecTHOoe npumMenenue c | [Ipumenenne KOMOMHAIMN
Tuxarpesnop KoMOMHaIuei JlapyHaBHp/PUTOHABHP | JApYHABUP/PUTOHABHUP C JaOUTaTpaHOM M
MOXET TMPHUBOIUTh K CYLIECTBEHHOMY | THKarpeiopoM IPOTHUBOINOKA3aHO  (CM.

TIOBBIIICHUIO KOHIEHTpaunu IIa6I/IFanaHa
WITH THKATrpesopa.

pasnen 4.3). Pexomennyercs npuMeHEHUE
JIPYTHX AQHTUTPOMOOIMTAPHBIX
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 14.04
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[htndg ol B i A i

uHruOupoBanne wid wmHAyKous CYP

(HampuMep, TpacyTpen).

Bapdapun

He H3Yy4aJIoCh. IIpn COBMECTHOM
MIPUMEHEHUN c KOMOMHAIHeEH
JapyHaBUpP/PUTOHABHP BO3MO>KHO

N3MEHEHHE KOHIIEHTpanuy BapdapuHa.

Ipu coBMECTHOM NIPUMEHEHUH BapaprHa
¢ KoMmMOWHammed mapyHaBUDP/PUTOHABHP
PEKOMEHIyeTCs MOHHUTOPHHT
MEXIyHapOIHOTO HOPMaJIM30BaHHOTO
otHommenus (MHO).

MMPOTUBOCYJOPOXHBIE ITPETTAPATBI

denobapOuTan He m3yuanocs. @enobapbutan u ¢pennronH | KoMOMHaNmio napyHaBHp/pUTOHABUD HE
dennTonH NPEIIIONIOKUTEIFHO  BBI3OBYT — CHIDKCHHE | CIISIyeT IPUMEHATh B COUYSTAaHHU C STUMH
KOHIIGHTpAIUi JapyHaBUpa U PUTOHABUPA B | IEKapCTBEHHBIMHU CPEACTBAMH.
rasme (meaykuus pepmenros CYP450).
Kapbamazenmn AUC xap6amazenmHa T 45 % Koppexmmm pi(0k3 3 KOMOWHAIAN
200 mr 2 pa3a B CyTKH Chin kapbamazennHa T 54 % JapyHAaBUP/PUTOHABHP HE PEKOMEHIYETCS.
Crmax Kapbamazermaa T 43 % Ecmm notpedyercs PUMEHEHHE
AUC napynaBupa <> KOMOMHAIIMM  JapyHaBHP/PUTOHABUP  C
Chmin mapynasupa | 15 % kapbaMa3enuHOM, HEo0X0IuM

Crax JapyHaBupa <>

MOHHUTOPHHT TMOTCHIMATIBHBIX CBSI3aHHBIX
¢  kapbamazenuHOM  HEXKenaTeJIbHBIX
spneHuid.  Ciemyer  KOHTPOJHPOBATH
KOHIICHTpAIMI0 KapOamas3enuHa, KpoMme
TOro, TpebyeTcss THUTpalus €ro A03bl C
LENbI0 00eCHeUeHnsT aIcKBaTHOTO OTBETA.
Ha ocHOBaHUM MOJYYEHHBIX PE3yJIbTATOB
03y Kap0OamasenuHa B OPUCYTCTBHU
KOMOUHAIHH JapyHaBUP/PUTOHABUP
MOJXET TOTpeOOBaThCcs CHU3UTH Ha 25 %—
50 %.

AHTUJAEINNPECCAHTDI
[Tapokcetun AUC napokcernna | 39 % B cayyae coBMECTHOro MpHUMEHEHUS
20 mr 1 pa3 B cyTku Chin mapoxcetusa | 37 % AHTHJICTIPECCAaHTOB c KoMOWHaImeH

Crmax mapoxcetnHa |36 %
#AUC napyHaBHpa <>
#Crin JapyHaBHpA <>
#Cpnax JApYHABHPA <>

JapyHAaBUP/PUTOHABHP  PEKOMEHAYEMBIM
HNOJXOJOM  SBISETCA TUTpaAlMs  JO3bI
aHTHUJeNpeccanTa Ha OCHOBAHUU
KJIMHUYECKOH OIEHKM OTBETa Ha JTOT

Ceprtpanun AUC ceprpanuna | 49 % npemnapat. Kpome Toro, 3a mnanueHTaMmu,
50 mr 1 pa3 B cyTku Chmin ceprpanuna | 49 % HOJTYyYarOIUMHU CTaOMJIbHBIE JIO3BI
Crmax ceptpanuna | 44 % AHTHUJICTIPECCAHTOB, KOTOPHIE HAYMHAIOT
#AUC napyHaBHpa <> Teparuio KoMOWHaIHen
#Crin mapyHaBupa | 6 % JlapyHaBHpP/PUTOHABUP, cienyer
#Crmax lapyHaBHpa <> HaOmonaTh Ha TIpeaMeT OTBETa Ha
AHTHJICTIPECCAHTHI.
AMUTpUITHINH CoBmMecTHOe TpuMeHeHHe KoMOmHauwmu | [Tpu COBMECTHOM MIPUMEHEHHU
Je3unpamux JlapyHaBUP/PUTOHABHD c STHMHU | KOMOMHAIMN  JapyHaBUP/PUTOHABHP C
Wmunpamun aHTHJIENIPECCAaHTAMH ~ MOXET  ITOBBICUTH | STUMH AHTHACTIPECCAaHTAMHU
Hoprpuntuiun KOHLIEHTPALHIO AHTUCTIPECCAHTOB | PEKOMEH TyeTCs KJIMHUYECKHN
Tpazonon (marubupoBanne  CYP2D6 wu  (WiIM) | MOHHTOPHHI, KpOME  TOTO,  MOXET
CYP3A). HOTpeOOBaThCSI KOPPEKIMSA JIO03Bl  ITHX
AHTHUJICTIPECCAHTOB.
MNPOTUBOPBOTHBIE TPENMAPATbBI
Jomnepunox He uzyuanocs. IIpu COBMECTHOM IPUMEHEHUU
KOMOMHAIIMM  JapyHaBHP/PUTOHABUP  C
JOMIIEPUIOHOM  CIeIyeT  coOironarTh
OCTOPO’KHOCTb u  HaOmomate  3a
HEXXeJlaTeIbHBIMHU SIBJICHUSIMH,

CBA3aHHBIMU C JOMIICPUIOHOM.

NPOTUBOI'PUBKOBBIE ITPEITAPATBI

Bopuxkonason

He nzyuanoces. PUToHaBUp MOXET CHIKATh
KOHIIGHTPAL[MI0 BOPHKOHA30JIa B ILIa3Me
(menyxuus pepmentoB CYP450).

Bopukona3on He cielyeT NpUMEHATh B
COYETaHUU c KoMOWHanmen
JapyHAaBUP/PUTOHABHP 32 HCKIIOUYCHUEM
ClIlydaeB, KOTJIa Ha OCHOBAHWHU OIEHKH

13




=
L Lyl

e it

TEBETCTEYET ZKCNEPTHOMY OTYETY

ot 14.04

2026 N2 7621

TE68ridmEimt | pricia (= 1 = ot

HE00X0IMMO MTPUMEHEHHE BOPHKOHA30JIA.

OyKoHa3071 He M3ydanoch. Kombunanus | Heo6xoammo coOirogaTe OCTOPOKHOCTE,
N3aBykoHa3071 JapyHAaBUP/PUTOHABHP MOXKET IIOBBIMIATE | PEKOMEHAYETCS KITMHUYECKUH
Htpaxonazon KOHIICHTPALHIO MPOTUBOTPHOKOBBIX | MOHUTOPHHT. Ecii Tpebyercst coBMecTHOE
ITo3zakonazon IpenaparoB B IUIa3Me, II03aKOHA30JI, | IPUMEHEHHWEe, TO  CyTOYHas  J03a
N3aBYKOHA301, HUTPAKOHA30I WM | NITPaKOHA30JIa HE JOJDKHA IIPEBBIIIATH
¢brykoHa30M MOTYT noBeImaTh | 200 mr.
KOHLICHTPALHIO JlapyHaBHpa
(uarnbuposanue msopepmenta CYP3A u
P-rnukonpoTenna).
Knorpumazon He wu3syyanoce. CoBmectHoe cucremHoe | Eciu TpeOyercsi coBMeCTHOE MpUMEHEHHE
MIPUMEHEHHE KJIOTPHUMa30ia ¥ KOMOUHAIHH | C KJIOTPUMA30JIOM, HEeo0X0auMo
JapyHaBUP/PUTOHABHP MOXKET IIOBBIILATE | COOMIOAATH OCTOPOXKHOCTb,
KOHLEHTPALMIO  JapyHaBupa ©  (WIH) | pEKOMEHAYETCS KIIMHUYECKUN
kmorpuMazona B mmasme.  AUC244 | MOHHTOpHHT.
napyHasupa 133 %  (Ha  OcHOBaHWMH
MOMYJIAUOHHON MOJIETH
(hapMaKOKHHETHKN).
Kerokxonazon AUC xetokonazomna 1 212 % [pu HCITOJIE30BAaHUH KOMOMWHAIN
200 mr 2 pa3a B CyTKH Chin keToKkOHa307a T 868 % JapyHaBUpP/pUTOHABHP HE00X0IUMO
Crmax keTokoHa3oma T 111 % co0oaaTh OCTOPOKHOCTB,
#*AUC napynasupa 1 42 % peKOMeHIyeTCs KIIMHUYECKUI
#Cmin napyHasupa 1 73 % MoHUTOpHHT. Eciu Tpebyercst coBMeCTHOE
#Crmax napynasupa 1 21 % MIPUMEHEHHUE, TO CyTOYHast J103a
(uarubuposanue CYP3A). KETOKOHA30Ja HE JIOJKHA IIPEeBBIIATh
200 mr.
MNPOTUBONOJATPUYECKUE MPENAPATBI
Konxnmma He wuzyuanocs. CoBmectHOe mnpumeneHue |Ecmu TpeOyeTcs Tepammsi KomOuHarmen
KOJIXHIMHA u KOMOMHAINY | JapyHaBUP/PUTOHABUP,  MAaIlMEHTaM ¢
JapyHaBUP/PUTOHABHP MOXKET TIOBBILIATH | HOPMAJIBHOW  (DYHKUMEW T[EYeHH WIH
KOHLICHTPALHIO KOJIXUIIMHA. | TIOYeK, PEKOMEHIyeTCS CHW)KEHHE O3Bl

(narubupoBanue u3odpepmenta CYP3A wu
P-rnuxomnpoTenHa).

KOJNXUIIMHA WM IPHOCTAHOBKa NpHeMa
3TOro npenapara. ITanmentam c
HapyleHueM (QYHKIUU [IeUYSHH WIH MT0YEK
NPOTUBONOKA3aHO MPUMEHSTh KOJXHUIUH B
COYCTAHUH c KOMOUHaIHeH
JapyHaBUp/pUTOHABHP (CM. pa3zgen 4.3).

HPOTUBOMAJISIPUMHBIE ITPEITAPATHI

Apremetep/ymeanTpuH
80/480 wmr, 6 o3 uepes 0,

AUC apremerepa | 16 %
Chin apTemerepa <>

Kombunanus JlapyHaBUP/pPUTOHABUP
MOXET TIPUMEHATbCSA B COYETAaHUH C

8,24, 36, 48 u 60 wacos Cmax apTemerepa | 18 % apremerepom/TymeaHTpHHOM 0e3
KOPpEeKIIMH  JO3BI; TEM HE MeEHee,
AUC gurunpoapremusuanHa | 18 % BCJICICTBHE TIOBBINICHHUS KOHICHTPAIHA
Chin AUTHIpOAPTEMHU3HHAHA <> nymMepaHTpHHA JaHHYI0 KOMOWHAIIHIO
Crmax turupoapremusianHa | 18 % CIIeZyeT MPUMEHSTH C OCTOPOXKHOCTBIO.
AUC aymedantpuna 1 175 %
Chmin tymedantpuna 1 126 %
Crmax Tymedantpuna 1 65 %
AUC napyHaBupa <>
Chmin mapynasupa | 13 %
Crax JapyHaBUpa <>
OPOTUBOTYBEPKYJIE3HBIE ITPEITAPATBI
Pudammunyx He HU3y4asoch. Pudanentun u | [Ipumenenue pudaneHTuHA c
Pudanentun pudaMuH SABJISIIOTCA MOIIIHBIMY | KOMOWHAIWEH JapyHaBUP/PUTOHABHP HE
uaaykropamu uzopepmenta CYP3A, oHM | peKOMEHIyeTCs.
BBI3bIBAJIH BBIPKEHHOE cHmwxkenue | [IpotuBonokazana KOMOMHHUPOBaHHAs
KOHIICHTpallii ~ JOpYruX  WHTHOUTOPOB | Tepamus pudaMIUIPHOM ¢ KOMOMHAIUCH
poTeas, dYTO MOXET NPHUBOIUTH K | JapyHaBHp/puTOHABUP (cM. pasaen 4.3).
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tOCHAEQOEAT

Pa3BUTUIO  PE3HCTEHTHOCTH  (MHAYKLUS
¢depmentoB CYP450). B xome moOIBITOK
IpPEOoTeTh  CHIKEHHE  KOHLCHTpPALUH
MOCPECTBOM MOBBILECHUS JO3Bl JIPYrHX
HHTHOWTOPOB TPOTEa3 B COYCTAHHH C
HHU3KHMH JI03aMH PUTOHABHpa HAOIIOanach
BBICOKAsi YacTOTa pEaKIUid €O CTOPOHBI
MIEYCHH, CBA3AHHBIX C pU(BaMITUITHOM.

Pugabyrun
150 mr 1 pa3 B 2 nus

AUC*** pudabytuna 1 55 %
Chrin*** puabyruna H/O
Crmnax*** pucpabyruna <

AUC napynaBupa 1 53 %

Chin mapyHasupa T 68 %

Crmax DapyHasupa 1 39 %

***cyMMa aKTUBHBIX TIPOU3BOIHBIX prpadyTHHa
(ucxomHsIi mpenapat + 25-O-1e3aneTHIbHbIH
MeTaboInT)

B HCCIIEJOBAaHUU B3aUMOJEUCTBUSA
HaOII01aJHCh CpaBHHUMBIC CyTOYHBIE
CHUCTEMHBIC KOHILEHTpamuu pudadyTHHA
npu npueme B go3e 300 mr 1 pa3 B CyTKH B
BUJe MOHOTepanuu U 150 Mr yepe3 AeHb B
codeTaHuHu c KoMOUHaImei
napynasup/putonasup (600/100 mr 2 pasa B
CYTKHM) C€ TPUMEPHO JAECSITUKPATHBIM
yBEJIMYEHUEM CYTOYHOTO YpOBHS
aKTUBHOTO MeTaboIuTa
(25-O-ne3anerunpudadbyTuna). Kpome
Toro, AUC cyMMBbI aKTUBHBIX TPOU3BOJHBIX
pudabytnHa (WMCXOOHOTO TMpemapara +
25-O-ne3aneTuiabpHOro MeTabouTa)
MOBBICHIIOCE B 1,6 pa3a, B TO BpeMs Kak
3Ha4eHUE Cmax OCTABATIOCh COMOCTABHMBIM.
B Hacrosmee BpeMs OTCYTCTBYIOT IaHHBIC
II0 CPaBHEHUID CO CTAaHJApPTHON J1030M
150 mr pa3 B CyTKH.

Pucpabytnn  sBIsIeTCS  MHIYKTOPOM U
cyoctpatom wu3odepmenta CYP3A. Ilpu
COBMECTHOM  IIPUMEHEHMH KOMOWHAIMH
JapyHaBUP/PUTOHABHpP C  pU(PaOyTHHOM
(150 Mmr  uepe3  jgeHb)  HAOMIOATOCH
TOBBIIIEHNE CHUCTEMHOW  KOHIEHTpPAILN
JlapyHaBupa.

[ManuenTtam, MONyYaOMMM KOMOHWHALIUIO
JapyHABHP/PUTOHABHP,  PEKOMEHAyETCS
CHIDKEHHE J103bl pudadyTtuna Ha 75 % oT
o0bryHON 10361 300 Mr/cyT (Hampumep,
150 Mr uyepe3 JneHp), a TaKkKe Ooiee

YacTBIi ~ MOHMTOPMHT 10  TOBOZY
CBSI3aHHBIX c pudadyTruHOM
HeXeJaTelbHbIX  sBICHUA. B ciyuae
mpobieM €O  CTOPOHBI  0e30macHOCTH

HEOOXOMMO pPAccMOTpeTh JajbHelInee
YBEJIMUCHUE WHTEpBaJa MEXIY NpPHEeMaMH

pubabytiaa u  (WIM)  MOHHTOPHHT
KOHICHTpaIMy pudadyTHHa.
HeoOxoaumMo — m3y4yuth  OoQuIMAIbHBIC

PEKOMEHIANMHU 0 HaJyIekKallei Tepamuu
TyOepkyne3a y BUY-unbHUIIUpOBAHHBIX

nanueHToB. Ha  ocHoBaHMM — mpodmis
Oe3omacHOCTH KOMOWHAINN
JapyHaBHpP/PUTOHABHP YBEINYCHUE
KOHLICHTPAaLlMM  JapyHaBupa Ha (oHe
Tepanun  pupadbytuHOM HEe  TpedyeT
KOpPEeKIUH J03BI KOMOWHAIMU
JnayHaBup/putoHaBup. Ha  ocHOBaHMHU

(hapMaKOKMHETHYECKOTO MOZEIHPOBAHUS
9TO CHIDKEHHE 03kl Ha 75 % Tamoke
KacacTcCAa aluCHTOB, NoJIyJaromumx
pudabyTH B J03e, OTIMYAIOLICHCS OT
300 mr/cyr.

HPOTUBOOIIYXOJIEBBIE ITPEITAPATBI

Jazatuauno
Hunorunu6
Bunobmactun
Bunkpucrtux

OBeponumMyc
Hpunorexan

He wu3yuanoce. Ilpennonaraercs, 4To
KOMOWHAIMSA JapyHABHP/PUTOHABHP OyIeT
TIOBBIIIATH KOHLICHTPAIHIO 3THX
MIPOTHUBOOITYXOJIEBBIX IIPENapaToB B ILIa3Me
(narnouposanue nzodepmenta CYP3A).

Ilpy CcOBMECTHOM NPHMEHEHHH OTHX
JIEKapCTBEHHBIX npenapaTos c
KOMOUHaIHeH JapyHABUP/PUTOHABUP
BO3MOJKHO IMOBBIIICHUE UX KOHICHTpAIUH,
TakuM 00pa3oM, BO3MOXKHO YBEIUUSHHE
HCXCIIaTCIbHBIX HBHGHHﬁ, 0OBIYHO
Ha6J'II'0)IaeMBIX Ipyu IPUMCHCHUUN HJAaHHBIX
JIEKApCTBEHHBIX CPENCTB.

Heobxomnmo co0mogaTte OCTOPOXKHOCTD
OpU HA3HAYCHUHM KaKOro-MbO M3 OSTHX

MIPOTHBOOINYXOJIEBBIX  INpENapaTtoB B
COYETaHUU c KOMOMHaIuei
JlapyHaBUpP/PUTOHABHP.

CoBMecTHOE MpPUMEHEHHE HBEPOJIUMYyca
WIH WPUHOTCKaHa C  KoMOWHarmein
JIapyHaBUP/PUTOHABUP HE PEKOMEHTyeTCSI.
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ITUKHU |

HOCHEQCBATERBROC TE 000

AHTHUIICUXOTUYECKHUE NPENAPATBI / HEUPOJIENITUKK] ‘' '-"=d 12D FEHIE PR o WU
Ksernanuu He w3yuganoce. IIpemmonaraercs, uro|CoBMecTHOE MPUMEHEHHE KOMOWHAIIUN
KOMOWHAITHS JApyHABHP/PUTOHABHP | TapYHABUP/PUTOHABHP C KBETHAIIHHOM
TIOBBICUT KOHIICHTPALHIO 3TOTO | IPOTHBOIIOKA3aHO, IOCKOJIBKY BO3MOXKHO
AQHTUIICUXOTUYECKOTO Tperapara B IUIa3Me | yBEJIMYECHHE CBSI3aHHOW C KBETHAIIMHOM
(uarubuposanue uzodepmenta CYP3A). TOKCUYHOCTH. [IoBBIIIICHHE KOHLIEHTpaUui
KBETHAIlMHA MOJET IPHUBOIUTH K KOMeE
(cm. paznen 4.3).
[epdenaznn He wm3yuanoce. [Ilpemnomaraercs, uto|B ciyuae coBMECTHOro NpUMEHEHHUS STHUX
Pucnepunon KOMOMHAIMS JlapyHaBUP/PUTOHABUP | TPENapaToB c KOMOMHaImei
Tuopunasun TIOBBICUT KOHIICHTPAIHIO 9THX | IapyHaBUP/PUTOHABUP MOXeET
AHTUIICUXOTHYECKHUX MPENapaToB B IIa3Me | HOTPeOOBAThCS CHIKEHHE UX JIO3bI.
(maTHOMpOBanMe m30depmenToB CYP3A,
TTumosup CYP2D6 u (unn) P-rimkonporenHa). CoBMecTHOE TIPHIMEHEHHEe KOMOWHAIINU
Ceptunpon JapyHAaBUP/PUTOHABHP C JTyPa3sHIOHOM,
Jlypasunon MTUMO3HIOM WITH CEPTHHAOJIOM

MPOTHBOMOKa3aHo (cM. paszen 4.3).

BETA-AJPEHOBJIOKATOPBI

Kapsenumnon
Mertomnpoion
Tumounon

He wu3yuanoces. Ilpeanonaraercs, 4ToO
KOMOMHAITHA JlapyHaBHpP/PUTOHABUP
IIOBBICHUT KOHIICHTpAIUIO OTUX
aJIPeHOOI0KATOPOB B ia3Me

(uarubuposanue uzopepmenra CYP2D6)

IIpu COBMECTHOM NIPUMEHEHUH
KOMOHMHAIIMK  JapyHaBUP/PUTOHABUp  C
Oera-aipeHOOIOKATOPaMH PEKOMEHAYETCS
KIMHUYeckuii  MoHuTOpuHr.  Cremyer
peLIUTh BOMPOC O CHIKEHHWH 03I OeTa-
aIpeHOOIOKaTOopa.

BJIOKATOPBI «<MEJJIEHHBIX» KAJIBIIUEBBIX KAHAJIOB

AmioaunuH He usyuanocs. MOXHO NPEANONOXKUTh, uTO [ [Ipy  COBMECTHOM IPUMEHEHUU 3THUX
Junrunazem KOMOMHAIMS TapyHaBUP/PUTOHABUP MOJKET | IPpenaparoB c KoMOMHanuen
Denoaunux MOBBICUTh ~ KOHIEHTPAIMIO  OJIOKaTOPOB | JapyHaBUP/PUTOHABHP PEKOMEHYETCSI
Hukapaunux «MEJUICHHBIX» KaJbLMEBBIX KAaHAJIOB B | KIMHUYECKUU MOHUTOPHHT
Hudeaunun wiazMe (MHruOMpoBaHHe HM30(EPMEHTOB | TEPAlleBTHYECKUX M HEXeJIaTelbHBIX
Bepanamuin CYP3A u (umn) CYP2D6) 3¢ PeKToB.
IIIOKOKOPTUKOCTEPOU/IbI

I'mokokopTukocTeponsl, | @ryTHKa30H: B knuHrYeckoM | [Ipu COBMECTHOM MIPUMEHEHUN
MeTaboIM3HpyeMbIe B | NCCNIEIOBaHNM, B KOTOPOM pPHTOHABHp B |KOMOWHAIMM  JapyHaBUP/pUTOHABHUP C

nepeyto ouepenrs CYP3A
(B ToM uncne OeTaMeTa3oH,

Oyneconun, (IyTHKA30H,
MOMETa30H,  MPEIHU30H,
TPUAMIIUHOJIOH)

noze 100 Mr B kamcymax 2 pas3a B CyTKH
NPUMEHSUIM B codeTtanud ¢ 50 Mkr
¢yTHKa30HA MPONMOHATA WHTPaHA3AIBHO
(4 pa3a B CyTkM) B TedeHHe 7 IHEH y
3I0pPOBBIX  JOOPOBOJIBIIEB  HAOIIOAANIOCH
CYIIECTBEHHOE TIOBBIIIEHHE KOHLEHTPAIHi
(GnyTHKa30Ha MPOIMOHATA B IUIa3Me, B TO
BpeMs. KaK KOHLEHTPAalMHd D3HIOTCHHOrO
KOPTH30JIa CHIDKAJIUCh NpUMepHO Ha 86 %
(90 % moBeputenbHbIi HHTEpBaN 82—-89 %).
Ipu HHTAJALHOHHOM NPUMCHEHUT
¢iyTHKa3oHa MOTYT HaOIrmaThes Oosee
BbIpaKeHHble 3(Q(eKThl. Y  MalueHTOoB,
MOJYYaloIUX PHUTOHABUP W  (IIyTHKa30H

HHTASAINOHHO WIN UHTPaHa3aJIbHO
OTMEUaINCh CHCTEMHBIE
[JIFOKOKOPTUKOCTEPOUIHBIE 3¢ dexTHI,

BKJIOYass CUHAPOM KyHII/IHl"a " CYIPECCUro

Ha/INIOYEYHUKOB. O¢dexTsl  BBICOKOH
KOHLICHTPALINH ¢uryTnKazoHa Ha
KOHLICHTPALMI0O PHUTOHAaBHpa B IUIa3Me
HEHU3BECTHBI.

Hpyrue TIIIOKOKOPTHUKOCTEPOHIBI:
JIeKapCTBCHHBIE B3aUMO/ICHCTBUS HE
HA3Yy4aIIUCh. KonuenTpanuun JTHUX
IpernaparoB B IUIa3Me MOTYT BO3pacTaTh
pu OJTHOBPEMEHHOM PUMEHEHUHU

TIIIOKOKOPTHKOCTEPOHIaMH,
merabonmzupyembiMu CYP3A (nanpumep,
¢GiyTMKa3oHa MPONMHMOHATA WU JPYTHX
WHTaJISIIIMOHHBIX WIN Ha3aJbHBIX
TJIFOKOKOPTUKOCTEPOHIOB), MOXET
BO3pactaTb PHUCK pPa3BUTHS CHUCTEMHBIX
sddexTon TIIFOKOKOPTHKOCTEPOHIOB,
BKJIFOYasi cHHIpoM KyIuHra u cynpeccuio
HaJII0YEYHUKOB. [TpumeneHue
OJIHOBPEMEHHO C MeTabOIH3UPyEeMbIMH
CYP3A TIIIOKOKOPTHKOCTEpOHIAMH HE
peKoMeHayeTcs, 3a UCKITIOUEHHEM
cllydaeB, Korja IOTEHIMANbHAs I0Jb3a
JUIsl TIALIMEHTOB IIPEBBIIIAET PUCK. B Takux
ciy4dasx ~ cieayer — HaOmoJath  3a
NallMeHTAMH Ha TPEeIMET CHUCTEMHBIX
3((HEeKTOB TIIFOKOKOPTUKOCTEPOHIOB.

CrienyeT paccMOTpETh, 0COOCHHO B CiTy4ae

HCO6XOHI/IMOCTI/I JJIATCIIBHOI'O
MNPUMCHCHUA, AJIbTCPHATUBHBIC
TJIFOKOKOPTUKOCTEPOUHbI, MCHEC

3aBUcuMble oT Metaboimmsma CYP3A,
Harpumep, OeKJIIOMETa30H IS
WHTPAHA3AILHOTO WM HWHTAAIMOHHOTO
TIPUMECHEHHUS.
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KOMOMHAIMN JApyHABUpP/PUTOHABHD

tOCAEQOBATENBHOCTE 0008)

OpUBOIS K CHIDKEHHIO KOHLCHTpPALUH
KOPTHU30JIa B CHIBOPOTKE.

JlexcameTa3oH (CUCTEMHO)

He wu3ywanoce. [lekcamMeTasoH MOXKET
CHIDKAaTh KOHIIEHTPAaIWIO JapyHaBHpa B
wra3me (mHayknus usodepmenta CYP3A).

JexcaMeTa3oH B Ka4eCTBE CHCTEMHOTIO
mperapara  clIeAyeT — NPUMEHATh ¢
OCTOPOKHOCTBIO B COYCTAaHHH  C
KOMOWHAIMeH JapyHaBUp/pUTOHABHD.

AHTATOHHUCTBI SHAOTEJIMHOBBIX PEHEIITOPOB

bozenran

He wusyuanocs. CoBMeCTHOE NpHMEHEHHE
0o3eHTaHa c KOMOMHAIEN
JApYHABUP/PUTOHABUP MOXKET TOBBIIIATH
KOHIICHTpAIUIO 003CHTaHAa B IIa3Me.

Bo3eHTaH MOXKET CHMKATh KOHIICHTPALUIO

JapyHaBHpa W pHTOHABHpa B IUIa3Me.
(uanykuus CYP3A).

pu COBMECTHOM NPUMEHEHHU
KOMOWHAINN JapyHAaBHUP/PUTOHABUP
peKoMeHyeTcs MOHHUTOPHHT

NEPEHOCUMOCTHU 003eHTaHa.

AHTUBUPYCHBIE ITPEITAPATHI ITIPSIMOI'O JIEUCTBHUS JIJI1 TEPAIIMU TEITATUTA C

Huzuoumoput npomeasvt NS3-4A

Bouenpesup
800 mr 3 pasa B cyTKu

AUC 6onemnpesupa | 32 %
Chmin 60meripeBupa | 35 %
Crmax OomeripeBupa | 25 %
AUC napynasupa | 44 %
Chmin mapyHaBupa | 59 %
Cmax JapyHaBupa | 36 %

KombOunamnmrio napyHaBUpP/pUTOHABHp HE
PEKOMEHIYETCS IPUMEHSTh B COYETAHHH C
OOIETIPEBUPOM.

I'nexanpesup/
MUOPEHTaCBUP

CoBMecTHOE TNpUMEHEHHE KOMOHMHAIIUU
JapyHaBUP/PUTOHAaBHp B COYETaHUH C
KOMOMHAIMEl TIieKanpeBUp/MMOPEHTaCBUP
MOXET TIOBBICHTb KOHILICHTPALHIO
rJeKanpeBupa U MHOpPEHTAcBHpa B ILIAa3Me
(mHTHOMpOBaHMe P-rmuKompoTenHa, Oenka
PE3UCTEHTHOCTH PaKa MOJIOYHOH Kele3bl
(mmm) OATP1B1/3).

CoBMecTHOE TMPUMEHEHHE KOMOHHAIIUU
JapyHaBUP/PUTOHABHpP C KOMOMHaIMEH
rJieKanpeBup/miopeHTacBUp HE
pEeKOMEHIyeTCsl.

CumernpeBup

AUC cumemnpesupa 1 159 %

Chmin cmeripeBupa 1 358 %

Cmax cumenpesupa T 79 %

AUC napynasupa T 18 %

Cnmin 1apyHasupa 1 31 %

Chax 1apyHaBHpa <>

Jlo3za cuMenpeBupa B 3TOM HCCIIEIOBaHHU
B3auMoJeiicTBuA cocTaBmsia S50 Mr mpu
COBMECTHOM MIPUMEHEHUU c
JapyHaBUpOM/pUTOHaBUpoM U 150 Mr B
rpyIIe MOHOTEPAITNH CUMENPEBHPOM.

KomOuHanmio napyHaBUp/pUTOHABUD HE
PEKOMEHIYETCS] IPUMEHSTH B COUCTAHUH C
CHMEIIPEBUPOM.

OnbacBup/rpazonpeBup

[Mpenmnonaraercs, 4TO KOMOMHAINS
JlapyHaBUpP/PUTOHABHP TIOBBICUT
KOHILICHTPALIMIO TpPa3oNpeBupa B IUIa3Me
(uarudupoBanue uzopepmentos CYP3A u
OATP1B).

Komb6unarmio JapyHaBUP/pPUTOHABUP
MIPOTHUBOIIOKA3aHO MIPUMEHSTh B
COYETaHUH c KOMOMHaImei

rpasonpeBup/anbacsup (cM. pasaen 4.3).

Tenanpesup
750 Mr kaxaeie 8 yacoB

AUC tenanperupa | 35 %
Chmin Tenmanpesupa | 32 %
Crmax Tenmanpesupa | 36 %
AUC, 2, napynasupa | 40 %
Chmin mapynasupa | 42 %
Cmax gapynasupa | 40 %

KomOuHaIuo gapyHaBUp/PUTOHABHD HE
PEKOMEHAYETCS] MPUMEHSITh B COYETAHUU C
TeIanpPEBUPOM.

PACTUTEJIBHBIE TIPEITAPATBI

3Bepo0boi
IIPOABIPSBICHHBIN
(Hypericum perforatum)

He wusyuanocs. Ilpeamomaraercs, uTo
3Bepo0oii IIPOABIPSBICHHBIN Oyner
CHIDKAaTh KOHLEHTPALMIO JapyHaBUpa W
puroHaBupa B masme (naaykuus CYP450).

Kom6unarmio JlapyHaBUP/pUTOHABUP
MIPOTUBOIIOKA3aHO MMPUMCHATH B
COYCTaHUM C MIperaparaMu, CoACpKallluUMU
OKCTPAKT 3BCpO6OH MPOABIPABICHHOTO
(Hypericum perforatum). Ecnu maruent
yiKe MOJTy4daeT 3BepoOoii
NIPOJbIPSIBICHHBIH, HE00X0IMMO €ro
OTMCHHUTH W, IO BO3MOXXHOCTH, IMPOBECTU
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JapyHaBupa (a TakKe pUTOHABHPA) MOXKET

MOBBICUTBCSA  IIPU  OTMEHE  3BEpO0Os
MIPOJBIPSIBIEHHOTO. Jlanub1i
MHAYIAP YOI ekt MOJXKET
COXpAHATHCS B TEUEHUE IO KpailHel Mepe
2 He#enp TOCIE OTMEHBI 3Bepo0Os

MPOJIBIPsIBIEHHOTO (cM. pazaen 4.3).

HNHI'NBUTOPBI 'MI'-KOA-PEAYKTA3bI (CTATUHBI)

JloBacTaTuH
CuMmBacTaTHH

He M3Yy4aJIoCh. IIpeanonaraercs
3HAYUTEIHHOE MOBBINICHHE KOHLCHTpPaUii
JIOBACTaTHHA U CUMBACTaTHHA B IUIa3Me IPH
COBMECTHOM NIPUMEHEHHH C TapyHaBHPOM H
HU3KUMHU JI03aMH pHUTOHaBHpa
(uarubuposanue uzodepmenta CYP3A).

[ToBBIlIEHNEe KOHLEHTpPALUK JIOBACTATHHA
WIM CHUMBAacTaTHHAa B IUIa3Me MOXeT
BBI3BAaTh ~MHOIIATHIO, B TOM 4HUCJE
pabaoMuom3. Taxum o0pazom,
COBMECTHOE NPUMEHEHHE KOMOHMHAIINU
JapyHaBUP/PUTOHABHP C JIOBACTATHHOM
WIN CHUMBACTaTUHOM MPOTHUBOINOKA3aHO
(cm. paznen 4.3).

ATopBacTaTHH
10 mr 1 pa3 B cyTku

AUC atopBacratuna 1 B 3—4 paza
Chmin aTopBactatHa T B =~ 5,5-10 pa3
Cmax aTopBacTatta | B = 2 pasza

B cnydyae mpuMeHeHMs aTOpBacTaTHHA ¢
KoMOUMHaImei JlapyHaBUP/pPUTOHABUP
peKoMeHayeMast HavalbHas Jo3a
atopBactaTuHa cocrasiusier 10 mr 1 pas B
CYTKH. BozmoxHO TIOCTETICHHOE
MOBBIIIGHUE  J03Bl  aTropBacTaTMHAa B
COOTBETCTBHH C KIIMHUYECKHM OTBETOM.

IIpaBactatun
40 Mr OJTHOKpaTHO

AUC npaBacraruna 1 81 %*

Chmin paBactatura H/O

Cmax ipaBacTatuHa T 63 %

B OrpaHUYEHHON cyOnomynsuu
MAlMeHTOB HaOI0JaNoCch YBEIMYCHUE [0
5 pa3

Ecmu TpeOyercss COBMECTHOE MPUMCHEHUE
IIpaBacTaTUHA c KoMOMHanuen
JlapyHaBUDP/PUTOHABHD, peKoMeHayeTcs
HAa4YMHATh C MHMHHUMAJIBbHONM BO3MOXKHOM
JI03bl TIpaBacTaTMHA C TUTpaUuend Jo
JKEMAeMOTro  KIMHUYECKOro d(deKrra ¢
MOHHTOPHHIOM 0€30IacHOCTH.

PozyBacTtatun
10 mr 1 pa3 B cyTkun

AUC posyBacratuna 1 48 %*
Crmax po3yBactaTina T 144 %*
*

Ha OCHOBaHHH 0Hy6J’II/IKOBaHHLIX JaHHBIX

Eciu tpeOyercs COBMECTHOE MPUMEHEHHE
po3yBacTaTUHA c KOMOUWHAIHCH
JapyHaBHP/PUTOHABHP,  PEKOMEHAYyeTCs
HaYMHATP C MHHUMAJIBHOH BO3MOXKHOM
JI03bl PO3yBacTaTHMHA C TUTpaLUed 10
JKETaeMoro KJIMHUYECKoro sddexra ¢
MOHHTOPHHIOM 0€30I1aCHOCTH.

JAPYTHME THNITOJIMIIMAEMHUYECKUE ITPEITAPATBI

Jlomuranun

Kom6uHanus [apyHaBup/pPUTOHABHP MOXKET
MOBBIIIATH  KOHICHTPAIMIO  JIOMHUTAIN/IA
npu COBMECTHOM HCIOIb30BaHUH
(narnouposanue mzodepmenta CYP3A).

CoBMeCTHOE HUCIOJIb30BaHHE KOMOHMHAIINU
JapyHaBUP/PUTOHABHP H  JIOMUTANHUJA
MPOTUBOTIOKa3aHo (cM. pazfen 4.3).

BJIOKATOPBI H-T'NCTAMMWHOBBIX PELHEIITOPOB

Panntunun
150 Mr 2 pa3a B cyTKH

#*AUC mapyHaBupa <>
#Cpmin JapyHaBHpa <>
#Cpmax JapyHaBHpA <>

Kom6uHarmio JlapyHaBHUP/PUTOHABUP
MOXHO MNPUMCHATH B COYETAHUU C Hz-
TUCTAMHHOBBIX PEIENTOPOB OJOKaTOpaMu
0e3 KOPPEKIIUH JT03bI.

NMMYHOCYIPECCAHTBI

uxinocnopun He wu3ywamocs. KonuenTpamus 3tux|B cmydae COBMeCTHOro mNpHMEHEHHS

Cuponumyc HMMYHOJETIPECCAHTOB MOXET ITOBBICHUTHCS | pPEKOMEHIYETCS TepaneBTHYECKUIT

Takpommyc pu COBMECTHOM MIPUMEHEHUN C | MOHHTOPHHT KOHIICHTPAITUH
KoMOMHaIuei JlapyHaBHpP/PUTOHABHP | IMMYHOCYTIPECCAHTOB.

(uarubupoBanue uzodepmenta CYP3A).

OBeponmMyc CoBMecTHOE IPUMEHEHUE IBEPOIUMYCa C
KoMOMHAaIMel TapyHaBUp/pPUTOHABHUP HE
pEKOMEHAyeTCs.

HUHI AJISINAOHHBIE BETA-AIPEHOMUMETHUKHU

Canmerepon He wusyuanocs. CoBmecTHoe mnpuMeHeHHe | COBMECTHOE NPUMEHEHHUE CalMeTeposa C

CaJIMCTCPOJIa M HAapyHaBupa C HU3KUMHU

J03aMHU PpUTOHABHUpPA MOXKET MPUBECTH K

KOMOMHAIMEH JapyHaBUp/PUTOHABHUD HE
PEKOMEHAYETCSI. B pe3ynbpTare
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TIOBBIIICHHUIO KOHHCHTpaIII/Iﬁ CaJIMCTEPOJIa BI

chod somrrint | 515t |~ cbrxon Rt

masMe.

BO3MO)KHO IIOBBIIICHHE PHCKA CEPACHHO-
COCYAMCTBIX HEXENATeIbHBIX SBICHUH,
CBSI3aHHBIX C CaJMETEPOJIOM, BKIIOUAs
ymumHenue uHTepBania  QT, cuibHOe
cepaneOHeHNE U CHHOCOBYIO TaXHKaPIHIO.

HAPKOTUYECKHWE AHAJIBI'ETUKHA / TEPAIIAA OTMOUTHOM 3ABUCUMOCTH

Mertanon
WHIUBHYaIbHBIE 0351 B
nuamnasoHe oT 55 g0 150 mr
1 pa3 B cyTku

AUC R(-) metamona | 16 %
Cmin R(-) metamona | 15 %
Cmax R(-) metamona | 24 %

B Hagane COBMECTHOrOo MpPHMEHEHHS C
KoMOUMHaImei JlapyHaBUP/pPUTOHABUP
KOPPEKLHsI 1036l METaJoHa He TpeOyeTcs.
Tem He MeHee, B Cilyuyae COBMECTHOTO

NIPUMEHEHHUsT Ha MPOTSDKEHUM  Oojee
JUIUTEIEHOTO TEpPHO/ia BPEMEHH MOXKET
OTpeOOBaTHCS U3MEHEHHE JI03BI
MeTaJlOHa BCJICACTBUEC HMHIYKIMU €ro
MeTadom3Ma oz IEHCTBHEM
pPHUTOHABHpA. Takum o0pazom,
PEKOMEHIyeTCs KIIMHHYCCKHI
MOHHTOPHUHT, IIOCKOJBKY Y HEKOTOPBIX
NalMeHTOB MOXeET NnoTpedoBaThCs

KOPPEKIIUS MOAEP>KUBAIOIIEH Tepanuu.

BynpenopduH / HanokcoH
8/2 mr — 16/4 mr 1 pa3z B
CYTKH

AUC 6ynpenopouna | 11 %
Chmin OynpeHOpduHa <>

Cmax Oynpenopduna | 8 %
AUC nopOynpeHopduna 1 46 %
Cmin HOpOymIperopduHa T 71 %
Cmax HOpOyTpeHOpduHA T 36 %

KnuHuueckass 3HaYMMOCTh — YBEITHUYCHUS
apaMeTpoB (hapMaKOKMHETHKH
HOpOynpeHopduHa He ycTaHoBjeHa. Ilpu
COBMECTHOM NPUMEHEHUHU ¢ KOMOUHAIMEH
JapyHaBHP/PUTOHABUP KOPPEKIHMSA 03B
OynpeHOpQIHA MOXKET HE MOTPebOBATHCH,

AUC HanokcoHa <> TeM HE MeHee, peKoMeHayeTcs
Chmin HamoKCcOHa H/O TIIATEJbHBIM KIMHAYECKUH MOHUTOPUHT
Crax HAJIOKCOHA <> Ha TpeAMeT CHUMIITOMOB  ONHATHOH
TOKCHYHOCTH.
denTaHMT CoBmecTHOe TmpuMeHeHHe KoMOmHanwmu | [Tpu COBMECTHOM MIPUMECHEHHN
OKCHKOI0H JapyHaBUP/pUTOHaBHpP ¢  (DEHTAHWIOM, | KOMOMHAIMM  JlapyHaBUP/PUTOHABUpP C
Tpamanon OKCHKOJIOHOM WJIM TpamaiolioM MOXeT | peHTaHHIIOM, OKCHKOJOHOM u
MIOBBICUTh KOHIIEHTPAIUIO 3THX | TPaMaI0JIOM peKoMeHayeTcs
aHAJIbTeTHKOB (nHrHOMpOBaHME | KIIMHUYECKUI MOHUTOPHHT.

n3odpepmertoB CYP2D6 u (mm) CYP3A).

I3CTPOTEH-COAEPKAIIUE INEPOPAJIBHBIE KOHTPAIIEIITUBHBIE ITPEITAPATBI

HpocnupeHon
OTUHUIACTPATUOIN
(3 Mr/0,02 mr 1 pa3 B
CYTKH)

Brusane xomOnHaIMH
JapyHABUP/PUTOHABHP HA KOHIICHTPAIHIO
JPOCTINPEHOHA HE U3yUYeHO.

OTUHUIICTPAIUOI
Hopatunnpon
35 mkr/1 mr 1 pa3 B cyTku

AUC stunmmcerpaauona | 44 %
Chmin aTHHMIDCTpaAKoNa | 62 %
Crmax 3THHIIDCTpaguona | 32 %
AUC nopatunapona | 14 %
Chmin HOpaTHHIpOHA | 30 %

Chax HOP3TUHAPOHA <>

Ecmn
KOHTPAIIETI TUBBI

JCTPOreHCOICPIKAIIIE
HNPUMEHSOTCS B
COYETaHUU c KoMOWHanuen
JlapyHaBUpP/PUTOHABHP peKOMeHayeTCs
UCIIOJIb30BAaHUE  alIbTEPHATHUBHBIX WU
JIOTIOJTHUTENBHBIX CPEJICTB KOHTPALETILIUH.
3a MarMeHTKaMH, MOJTyYarOIIUMHU
3CTPOreHbl B KayecTBE 3aMECTUTENbHOM
TOPMOHANBHOW  Tepamuu, HEeoOXOIUMO
HaOJllomaTh Ha MOpeIMeT  CHMITOMOB
3CTPOreHOBOM HEJOCTATOYHOCTH.

[pwu COBMECTHOM NpUMEHECHUU
KOMOWHAIlMM  JIapyHAaBUP/PUTOHABHD €
JPOCIIEPHHOH-CO/IEPKALIIMHU
npernaparamu pEeKOMEHyeTCst
KJIMHUYECKHH MOHUTOPUHI B CBSI3U C
PHCKOM Pa3BUTHS THIIEPKAJIMEMHU.

AHTATOHHUCTBI OITIMONJHBIX PEHHEITOPOB

Hamnokceron

He uzyuanocs.

CoBMeCTHOE NpPUMEHEHHE KOMOHMHAIIMU
JapyHaBUP/PUTOHABHp M  HAaJOKCeroJja
MIPOTUBOIIOKA3aHO (cM. paznen 4.3).

HUHI'UBUTOPBI ®OCPOANICTEPA3BI 5-T'0 TUIIA (®13-5)

s nedeHus 3peKTUIIbHOM
JTucHyHKIIH

B KCCJIEJOBaHUU B3auMoeHcTBUs"
CONOCTAaBUMBIE CHUCTEMHbIE KOHIEHTpaIH

[Ipumenenne aBaHaduia B COYCTAaHHU C
KoMOMHaImen JlapyHaBHp/pUTOHABHP
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Apanagun
Cunpenadun
Tamamadun
Bapnenagpun

cuiaeHagua HaOJII0JAIINCh nocié

S ERRBATE RS ORTE0008]

OIHOKPATHOT'O TIpHeMa CHIZicHauIIa B 03¢
100 mr B BHAE MOHOTEpAHNU U B 103€ 25 MT
B COYCTaHUU c KOMOMHAIHEH
JapyHaBUP/pUTOHABHP.

Hpyrue naruoutopsr @J12-5 mis nedenus
SPEKTHIBHOW AUCHYHKIMU B COUYCTAHUH C

KoMOWHaIen JapyHaBHAP/pUTOHABHUP
ClIelyeT TPHMEHATh C OCTOPOKHOCTEHIO.
Ecnu NI0Ka3aHO COIYTCTBYIOILIEE
MIPUMEHEHHE KOMOHMHAINH
JapyHaBUP/PUTOHABUp C CHIAeHa(UIOM,
BapAcHA(IIOM HWITH TajganaQuiIom,

pEKOMEHIyeTcsl IpueM cuiieHapuia B
pa3oBoii 103e He BhIme 25 Mr 3a 48 4acos,
BapJcHa(MiIa B Pa30BOH J103€ HE BBHILIE
25Mr 3a 72 yaca wm Tamanadguia B
pa3oBoii mo3e He Boime 10 mr 3a 72 gaca.

JI71st meueHns IeTOYHOM
apTepHaIbHOMN
THITEPTEH3UN
Cunnenadun
Tamanadun

He wm3ywamocs. CoBMecTHOE INpHMEHEHHE
cungeHadma wid Taganaduia B KauyecTBe
mpernapaToB s JICYCHHSA  JITOYHOU
apTepUaNbHONW TUIEPTCH3NHA  KOMOMHALINT
JapyHaBUP/PUTOHABHP MOXKET MPUBOIUTDH K
MIOBBIIICHUIO KOHIICHTPAINH CHIIcHadMIa
win Tagaidaduiaa B miasme (MHTHOUpOBaHKE
¢depmenta CYP3A).

Besomacmass w  3¢ddexktuBHAT  mo3a
cwigeHaduiia OIS JICYCHUS  JICTOYHOMN
apTepuaIbHON THIEPTeH3UH npH
NPUMEHEHHUHU B COYCTAHUH C KOMOUHAINEH
JapyHaBHP/PUTOHABUP HE YCTaHOBJICHA.

IMoTeHIMATBHO BO3MOXKHO — yBEIIMYCHHUC
CBSI3aHHBIX c cuiieHaduIoM
HEXKENATENbHBIX  SBICHUN  (BKIFOYAs

3pUTENBHBIE PACCTPONCTBA, THIOTEH3UIO,
JUIUTETIFHYI0 DOPEKIUI0 ¥ CHHKOMAJIbHOE

COCTOSIHUE). Takum o0pazom,
COIYTCTBYOILIIEE NpUMCHCHUE
KOMOWHAIlMM ~ JApyHAaBUDP/PUTOHABHP C

cuinieHaQWIOM JUI JICYCHHUS JIETOYHOMN
apTepHaTbHON THIICPTEH3UU
MPOTHBOMOKa3aHo (cM. pazmen 4.3).
CoBMecTHOE IpHMEHEHHUE Tajanaduia s
JIeYeHUs JIErOYHOU apTepUaILHON
TUIEPTEH3UH c KoMOMHanuen
JlApYHAaBUP/PUTOHABHP HE PEKOMEHIYeTCsl.

UHI'MBATOPHI IPOTOHHOMN MOMIIbI

Omenpazon
20 mr 1 pa3 B cyTKu

#AUC mapyHaBupa <>
#Crin JapyHaBHpa <>
#Cpmax JApyHABHpA <>

Kom6unarmio JapyHaBUP/pUTOHABUP
MOXXHO TIPpUMEHATH B COYETAaHHH C
UHTHOUTOpaMM TPOTOHHONH MOMIIBI  0e3
KOPPEKIIUHU JI03BI.

CEJATUBHBIE/CHOTBOPHBIE ITPEITAPATBI

Bycniupon
Kiopazenar
Juazemnam
Ocrazonam
®dnypazenam
Mupaszonam
(mapeHTepanbHO)
3onnuaeM

He wusydanocs. CenaTuBHBIC/CHOTBOPHBIC
npernapatel B 3HAYMTENBHOM  OObeMe
MeTa0OIH3UPYIOTCS nzodepMeHToOM
CYP3A. CoBmecTHOE TNPHUMEHEHHE C
KoMOMHanuen JlapyHaBHP/pPUTOHABUP
MOJKET BbI3BATh 3HAYUTCIIBHOC IIOBBIINICHHEC
KOHLIEHTPALMH 3TUX HPENapaToB.

ITpy COBMECTHOM NMPUMEHEHHH MHU1a30J1aMa

IapeHTepaIbHO c KOMOMHaIHEH
JlapyHaBUpP/PUTOHABHP BO3MO>KHO
3HAUUTEJIbHOE TOBBIIICHUE KOHIEHTPALN
sToro  OeHzoxmasennHa.  JlaHHBIE  IIO

COBMECTHOMY MPHMEHCHHIO MHJIa30JaMa
MapeHTEePAIbHO C IPYTUMH HHTHOUTOpaMu
mpoT€asbl yKa3bIBAIOT Ha BO3MOXHOCTH
TIOBBIIICHUA KOHICHTpAIlMM MHUIa3ojiaMa B
mia3me B 3—4 pasa.

IIpu COBMECTHOM
KOMOMHAIIMM ~ JapyHaBHP/PUTOHABUpP  C
STUMHU CellaTHBHBIMH/CHOTBOPHBIMH
CPeICTBaMHU PEKOMEHAYETCs KIMHUYECKUI
MOHUTOPHHI, KpPOME€ TOTO, CleayeT
pEeInTh BOIPOC O CHWKEHHMH 03Bl 3THUX
npenapaTos.

Ecnmn Mmpazonmam mapeHTepanbHO Oyzmer
TIPUMEHSTHCS B COYETaHNHU c
KoMOMHaIei JlapyHaBHpP/pUTOHABHP,
JeYeHHe  HeoOXOoAMMO  HaYWHATh B
YCIIOBHSIX OTJENeHUS HWHTEHCHBHON
teparun  (OMT) wnum B aHAIOTMYHBIX
YCIOBHAX, B KOTOPBIX MOXET OBITh
o0ecriedeH THIATENBHBIM  KIMHUYECKUH
MOHHWTOPHHI W Hajajexamas Tepanus B
Cllydae yTHETEHUS ABIXaTeNBHOI'O IIEHTpa
w/unu  umrtenbHoW  cemanuu.  Cremnyer
pPEemUTh BOMPOC O KOPPEKIHH JI03BI
MHa30jdaMa, B OCOOCHHOCTH B CIydae
IIPUMEHEHHsI 3TOTr0 Ipenapara Ooyiee 4eM
OJIHOKPATHO.

MIPUMCEHCHUHN
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(HOCTEQUEAT iOCTE 0008)
Mupgazonam (TiepopaibHO) IIpumenenue KOMOUWHAITIH
Tpuazonam JapyHAaBUP/PUTOHABHP C TPUA30JIaMOM
WIH MH/1a30J1aMOM nepopaIbHO

MIPOTHBOMOKA3aHO (cM. pazzen 4.3).
TMPENAPATBI JIUISA JTEYEHUS MMPEXKIEBPEMEHHOWM DSAKYJISAITANA

JanokceTnH Her naHHBIX. CoBMecTHOE NpPUMEHEHHE KOMOHMHAINU
JapyHaBUP/PUTOHABUP U  JAJOKCETHHA
MIPOTHBOMOKA3aHO (cM. pa3zen 4.3).
NPEIIAPATBHI JJ1s TEYEHUSA YYALLEHHOI'O MOYEUCITYCKAHUS U HEJEP)KAHUA MOYHA

de3oreponuH Her naHHBIX. Crenyer coOiomaTe OCTOPOXHOCTH IIPH
Comudpenannx COBMECTHOM TIPUMEHECHHUH KOMOMHAIINI
JapyHaBUP/PUTOHABUP C  YKa3aHHBIMH
npenaparamyu. HeoOGxonumo HabmroneHne
3a HE)KeaTeIbHBIMH SIBJICHUSIMH,
CBSI3aHHBIMM ¢ (e3oTepomuHOM U
conu(peHaHOM, BO3MOXKHO, NOTpedyeTcs
CHI)KEHHE J103bl YKA3aHHBIX ITPenaparosB.

#Yccnenosanus IPOBOMIKCH C JI03aMH JIaPyHABUPA HUKE PEKOMEHI0BAHHBIX WU C JIPYTHM PEKUMOM JI03UPOBAHHS.

**J¢dekTuBHOCT, U 0€30MaCHOCTh HCIOJIb30BaHUS JapyHaBupa C¢ puToHaBUpoM 100 Mr u JroOBIMH JPYTUMH
uaruouropamu BUY (mampumep, (doc)ammperaBrpom, HeM(UHABHPOM U TUIpaHaBupoM) y BUY-urdumnpoBaHHBIX
NalUeHTOB He ycTaHoBJeHa. COINIaCHO TEKYIIMM PEKOMEHIALMAM 10 JiedeHnto BIY-nHQUIMpPOBaHHBIX MalMEHTOB,
PEXKHMBI TEPAINH, BKIIOYAIOIIIE 2 HHTHOUTOpa MpoTeasbl, Kak IPaBuio, HE PEKOMEHIYETCS.

°HccnenoBanne MpoOBOAMIOCH C HCIONIB30BaHIEM TeHO(OBHpa An3onpokcuia ¢pymapara 300 mr 1 pa3 B cyTku.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTDb U JAKTALUSA

bepemeHHOCTB

HOJIHOH@HHI)IX I/ICCJIGI[OBaHI/Iﬁ y 6ep€MCHHI)IX JKCHIMH 10 OLCHKC BJIMAHUSA JapyHaBHUpPa Ha UCXOJ
6epeMeHHOCTI/I HC ITPOBOAHIIOCH.

Jlnst HaOmroieHUs 32 BIMSHUEM Ha IUION M OPraHM3M MaTepu co3fgaH Perucrp ciydaeB mpuema
aHTUPETPOBUPYCHBIX MpenapaToB BO BpeMms OepeMeHHOCTH (wWww.apregistry.com). JlaHHBIH
perucTp sBISETCS AOOPOBOJIBHBIM IPOCHEKTUBHBIM HaOJIOJATENIbHBIM HCCIEIOBAHUEM C IIEJIBIO
cOopa M OIEHKM JaHHBIX O BIMSHUU IPHEMa AHTUPETPOBUPYCHBIX NpPENapaToB Ha MCXOA
OepemeHHOCTH. JlaHHBIE O NPUMEHEHUU JapyHaBUpa B IIEPBOM TpPHUMECTpe OEpEeMEHHOCTH
JOCTaTOYHBI JUIsI OLEHKH €ro BIMSHUS Ha yBEJIMUYEHHE PUCKA MOSBICHHS BPOXKIACHHBIX Je(PEKTOB
wioga. K HacrosimeMy BpeMeHH MOKa3aHO, YTO JapyHABUP HE YBEJIUYMBAET PUCK BO3HUKHOBEHUS
BPOXJIEHHBIX JEPEKTOB II0JA.

KoM0OuHanus napyHaBup/puToHaBUp MpU COBMECTHOM IpHeMe ¢ 0a30BOM Teparuei olleHUBalach B
KJIMHUYECKOM HCCIIeIOBaHUU C yyacTHeM 36 GepeMeHHBIX JKEHIIWH BO BPEMsI BTOPOTO U TPETHETO
TpuMecTpoB OepeMeHHOCTH. (DapMaKOKMHETHUYECKHE JaHHbIE MOKa3alld, YTO KOHIEHTpAINU
JapyHaBUpPa U PUTOHABHpA BO BpeMsi OEPEMEHHOCTH ObLIM HMJKE, YEM B IOCIEPOJIOBOM IEPHUOjIE
(6-12 menmenp). Bupyconoruveckuii OTBET COXpaHsUICS B 00EMX TpyIIax Ha MPOTSHXKSHUH BCETO
uccnenoBanus. OTCyTCTBOBaJla BepTHUKalbHas Ilepefada BHpyca OT MaTepu K MIAJICHLy Y
31 manueHTKW, TPUHUMABIIUX aAHTHPETPOBUPYCHYIO TEpANMI0 BIUIOTH A0 POJOPA3PEIICHHUS.
KomOunanus gapyHaBup/pUTOHABHP XOPOILIO MEPEHOCUIIACh TP IIpUeMe BO BpeMs OepeMEeHHOCTH
U B nocaepoaoBoil nepuos. Ilpoduns 6e30macHOCTH B TaHHOM HMCCIIEI0BAaHUU ObLI COMOCTAaBUM C
TAKOBBIM Y B3pOCIJIBIX MAaLMEHTOB, HHOUIMpoBaHHBIX BUY u npuHHMaomumx KOMOWHAIHIO
napyHaBUpP/pUTOHABHP.

KoMOuHanmio gapyHaBHp/pUTOHABUP MOXKHO Ha3HAdaTh OEpEeMEHHBIM >KEHIIMHAM TOJBKO B TeX
CyJasix, KOTJa OXHJaeMmas II0jb3a €€ NPUMEHEHUs I Oyayiedl Marepu IepeBelInBaeT
MOTEHIMATbHBIA PUCK JIA IUIOJA.
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JlakTaius

HewusBecTHO, ciocoOeH Jn JapyHaBUp NPOHMKAaTh B IpyJHOE MoJoKo. MccrnenoBaHus Ha Kpblcax
MOKa3aJid, 4TO Mpenapar IMPOHUKAET B MOJOKO. YUHWThIBas BO3MOXHOCTH nepenaun BUY ¢
I'PYIHBIM MOJIOKOM, a TaK)XX€ PUCK CEPbE3HBIX NOOOUYHBIX 3((EKTOB Y IPYAHBIX AETEH, CBA3aHHBIN C
BO3/ICHCTBUEM Ha HUX AapyHaBupa, BUY-unpunmpoBanHble )KEHIIMHBI, TOIYYaloLIie JapyHaBUp,
JOJKHBI BO3ACPKUBATHCS OT TPYIHOIO BCKaPMJIMBAHUS.

DepTUIBLHOCTD

HccnenoBanuss Ha JKUBOTHBIX HE BBUIBWIM y JapyHaBHpa TOKCUYECKOM aKTHBHOCTH WIIU
HETaTUBHOTO BIUSHHS Ha PEIPOAYKTHBHYIO (PYHKIHUIO U (PepTHIBLHOCTD. B mccnenoBanusx y Kpeic
JApyHABUP HE OKa3bIBaJl BIMSIHUSA HA CHOCOOHOCTh K Pa3MHOKEHHIO U (DePTUIIBHOCTb.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPAaBJATH TPAHCHOPTHBIMH CpeACTBAMHM M padorarh ¢
MeXaHM3MAMH

He mpoBoauiock uccinenoBaHui MO WM3YYEHHUIO BIMSHUS KOMOMHALMU JapyHaBHp/PUTOHABHP HA
CIOCOOHOCTH YIPaBIATh TPAHCIOPTHBIMH CpeACTBaMM M MexaHu3mamu. OJIHAKO, HEOOXOIUMO
IpPUHUMATh BO BHHUMaHHE TOT (aKT, YTO y HEKOTOPHIX IalMEHTOB BO BpPEMs JICUCHUS,
BKJIIOUAIOIIETO MpHeM KOMOWHAIMU JAapyHaBUP/PUTOHABUD, HAOIIOAANIOCH TOJIOBOKpYKeHue. [lpu
MOSIBJICHUU TOJIOBOKPYXKEHMSI CJIEJYEeT BO3JEPKATbCAd OT BBINOJHEHUS YKa3aHHBIX BHJIOB
NEeSATEIbHOCTH.

4.8. HexkesaTeibHbIE peaKkuu

Pesrome nmpoduiist 0e300acHOCTH

HaubGonee dacTehiMu MOOOYHBIMH JICHCTBUSAMH BO BpeMs KIWHUYECKHX HWCCICIOBAaHUN U B
MTOCTPETUCTPAIIMOHHOM TIEpHOJIe OBUIN: JaHUapes, ChIllb, TOIIHOTA, PBOTAa W TOJIOBHAs OOJb.
Haumbonee dacTeiMH CEphE3HBIMH TMOOOYHBIMH  JICHCTBUSMH  OBLUTH: OCTpas IOYCHHAS
HEJ0CTAaTOYHOCTh, HH(PAPKT MUOKAP/Ia, CHHIPOM BOCHAIUTEILHOTO BOCCTAHOBICHUS UMMYHHUTETA,
TPOMOOIIUTONIEHH S, OCTEOHEKPO3, Tuapesi, rernaTuT, JUX0paaKa.

Tabnuunoe pEe3IOMe HEeXKeNIaTeIbHbIX pEaKIINi

[ToGouHble neWCTBUS MPUBEIECHBI B COOTBETCTBUM C CHUCTEMHO-OPraHHOM KiIacCU(PHUKAIMEH U C
pacmpesieieHueM Mo 4YacTOTe BO3HMKHOBEHHUsS. B Kaxkmo0il 4acTOTHOM Tpyrmie moOovYHbIe AeHCTBUS
MPEJICTABJICHBI B IOPSIAKE YMEHBIIEHUS UX CEPbE3HOCTH.

YacroTa mno6o4yHbIX 3()PEKTOB OmpeeneHa CieIyIM 00pa3om:
oueHb yacto (>1/10);

gacro (>1/100, no <1/10);

Hedacto (>1/1 000, no <1/100);

pexnxo (>1/10 000, no <1/1 000);

YacTOTa HEM3BECTHA (HA OCHOBAHUH MMEIOIIUXCS TAHHBIX OIIEHUTh HEBO3MOIKHO).

CucreMHO-OpraHHbIii KJjace Ilo6ouHoe neiicTBUE
Kareropust yacrorbl

Hugpexyuu u unsasuu

Heuacro I'epnieTnueckas HHPEKIHS

Hapywenus co cmoponul kposu u numgamuueckou cucmemul
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Heuacto TpQMf'n]_p/rrnrn':r.mr1:[7 HEUTPOHECHUS, AHEMUSL,
JICHKOTIEHUS
Penxo Do3uHOopMIHsA

Hapywenus co cmopoHnvl ummynHotl cucmembl

Heuacto

Cungpom BOCCTaHOBJICHUS MMMYHUTETA,
(JlekapcTBeHHas!) TUIIEPYYBCTBUTEIHLHOCTD

OHOOKpUHHbIE HAPYULeHUs

Heuacto

I'unotupeos, HIOBBIILIEHHUE KOHIIEHTPaLu1
TUPEOTPOITHOTO TOPMOHA B KPOBU

Hapywenusa memabonuzma u numanus

Yacto Jlunoguctpodus (B TOM yucie JunoruneptTpodus,
aunoaucTpodus, aumnoarpopus), caxapHbIi
nuaoer, THIICPTPUTITHLIEPUICMHUS,
THIIEPXOJIECTEPHUHEMUS, THIIEPIIUTTHIEMUS

Heuacto [lomarpa, aHOpeKcHs, MOHIKCHHE  AaIIEeTUTA,

CHMIXCHHC MACChl TCJia, ITOBBINICHMEC MAacCChl TCJIa,
TUIICPIIIMKCMUA, HHCYJIIMHOPE3UCTCHTHOCTD,
IIOHHNXKXCHHUEC KOHOCHTpAaluu JIMTIOIIPOTCUHOB
BBICOKOH IIJIOTHOCTH, IIOBBIIICHHUEC aIlrICTHuTAa,
TIOJIMJHUIICH A, ITOBBIIICHHUEC AKTUBHOCTH
JJAKTaTACTHAPOIrCHa3bl B KPOBH

Icuxuueckue Hapywerus

Yacto becconuria

Heuacro Jenpeccus, ne30puUeHTalns], TPEBOra, HAPYLICHUS
CHa, IATOJOTMYECKHUE CHOBUACHMS, HOUHBIC
KOLIMaphbl, CHUKEHHE JTUOUT0

Penxo CnyTaHHOCTB ~ CO3HAHUS, CMEHBl HACTPOEHUS,

OECIIOKOICTBO

Hapywenus co cmoponul nepenoii cucmemvl

Yacro l'onoBHast Oonb, mnepudepuyueckas HelponaTus,
TOJIOBOKPYKECHHE

Heuacro 3aTOPMOKEHHOCTb,  TAPECTE3Us,  T'MIIECTE3Ms,
JUCTEB3MsI, HApYLICHUS BHUMAaHUSA, HAPYIICHUS
[IaMATH, COHJIUBOCTh

Penxo OOMOpOK, Cynoporu, areB3us, HapylleHHE pUTMa

¢a3 cHa

Hapywenus co cmoponul opeana 3penus

Heuacro I'mnepemusi KOHBIOHKTHUBBI, CYXOCTb CIM3UCTOU
000JI0YKH 133
Penko Hapyenus 3penus

Hapywenus co cmoponul opeana ciyxa u rabupunma

Heuacto

BecTtuOynsipHOe rooBoKpyKeHue
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Hapywenus co cmoponul cepoya
Heugacro Wudapkr MuOKapna, CTEHOKapAus, YIJIMHEHHE
uaTepBaia QT Ha  2IeKTpoKapauorpamme,
TaxuKapaus
Penko Ocrtppilii uHpapKT MHOKapAa, CHUHYCOBas

OpaauKap s, OIIYIICHUE CepIeOneHus

Hapywenus co cmopoHul cocy0os

Heuacto

IloBrIicHNE APTCPUATIBHOT'O JAaBJICHUA, «IIPUIJIMBLI»

Hapywenus co cmopoHul ObixamenvHoll cucm

eMbl, Op2aHo8 2pYOHOU KNemKU U CPe0oCmeHUs

Hevacro Oppllika,  Kamenb, HOCOBOE  KPOBOTEYEHHE,
IepIIEHUE B TOpJIe

Penko Punopes

Hapywenus co cmopoHbl d#ceny0ouno-Kuueuno2o mpakma

Ouenp yacto Muapes

Yacro Tommnora, pBoTa, 06071 B 00JaCTH JKUBOTA,
NOBBIIICHUE AaKTUBHOCTM aMWIa3bl B  KpOBH,
JUCIIETICHS], B3YTHE )KUBOTA, METEOPU3M

Heuacro [lankpeaTtur,  racTpur, racTpod3odarearbHbIH
peduitokc, adTO3HBI CTOMATUT, MO3BIBBI K PBOTE,
CYXOCThb CIM3MCTOH OOOJIOYKM HOJOCTU PTa,
auckoMpopT B 00JacTM  JKMBOTa,  3arop,
MOBBIIICHUE  AKTUBHOCTH  JIMIA3bl, OTPBDKKA,
HapyLIEHHE YyBCTBUTEIBHOCTH B POTOBOM MTOJIOCTH

Penko CromaTtut, pBOTa C KpOBBIO, XEHJIHUT, CYXOCThb

CIIM3UCTON 000JI0UYKH T'y0, HaJIeT Ha sS3bIKEe

HapymeHu}l CO CMOPOHbL neverHu u 9!C€]Z1166bl800}lu/;ux nymeﬁ

Yacto IloBbrmieHmne aKTUBHOCTH
allaHMHAaMUHOTpaHCchepassl

Heuacro I'ematuT, OUTONMMTHYCCKHUM TeNaTHT, CTEaTo3
IICYCHHU, TelaToOMEeraiaus, MOBBIIICHHE aKTUBHOCTHU
TpaHCAMHUHA3BI, MTOBEIIIICHHE aKTUBHOCTH
acmapraTaMHHOTpaHc(epassbl, MOBBIIICHUE

KOHLEHTpaluu OUIMpyOHHa B KPOBHU, IOBBIIICHUE

aKTUBHOCTH IEJOYHOW (ocdarazsl B  KpoBH,
ITOBBIIICHHE AKTUBHOCTH
raMMariyraMuiITpancgepasbl

Hapywenus co cmopoHbl Kodicu u NOOKOACHBIX MKAHeU

Yacro Coinp (B TOM qucie MaKyJsipHas,
MakyJionamnyJjie3Has, naryJje3Has, SpuTeMaTo3Has 1
3yasuias), 3ya

Heuacto AHTMOHEBPOTHUYECKUI  OTEK, TE€HEpPaIU30BAHHAS

CBIllb, QIJIEPTUYECKUI JIEpPMATUT, KPAIHUBHHIIA,
JK3eMa, IpuTEMA, TUTIEPTHUIIPO3, HOYHAast
MOTJIIMBOCTh, AJIOMEIUsl, aKHE, CYXOCThb KOXH,
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MUIMEHTALMS HOITE

Penko JlekapcTBeHHasi  ChIlIb € DO3MHOPUIMEH U
cucteMHbiMu  TiposiBiieHusIMU  (DRESS-cunapom),
cuapom CruBeHca-J[>KOHCOHA, MyIbTH(QOPMHAs
sputreMa, JepMaTUT, CceOOpelHbIl  JepMaTHT,
MOBPEXJICHHUS KOXKH, KCEPOICPMUs

YacroTa HEeU3BeCTHA Tokcuueckuil >nuaepMaibHbIi HEKPOJIU3, OCTPHIN
FE€HEpaJIn30BaHHbINA AK3aHTEMATO3HBIN MyCTYJIE3

Hapywenus co cmoponwvl mvluieunotl, KOCMHOU U COCOUHUMENTbHOU MKAHU

Heuacto Muanrusi, OCTEOHEKPO3, MBbIIICYHBIE CIa3Mbl,
MblllIeyHast ~ ciaabocTh,  aprpanrusi, Ooib B
KOHEUYHOCTSIX, OCTEOI0pOo3, MOBBIIICHHUE
aKTUBHOCTH KpeaTuH(HOCPOKNHA3BI B KPOBU

Penko CkeneTHO-MblIIIeYHAast CKOBAaHHOCTb, apTpHT,
CKOBAHHOCTb B CYCTaBax

HapymeHu}z CO CNIOPOHbL NOYeK U MOLteGblGO()ﬂM/;Mx nymezZ

Heuacto OcTpass modeuHas HEIOCTaTOYHOCTb, IOYEYHAas
HE/JI0CTaTOYHOCTh, IOYEYHOKAMEHHas  OO0JIe3Hb,
MOBBIILIEHNE KOHLEHTPAllud KpEeaTUHUHA B KPOBH,
IPOTEUHYpPHUS, OuIMpyOuHypuUs, U3ypHs,
HOKTYpHUS, IOJUIAKUYpHUS

Penxo CHMKeHHEe TTOYEYHOT 0 KIIMPpCHCA KPpCATHUHHHA

Hapywenus co cmoponvl penpodykmusHou cucmembsl U MOTOYHBIX JiCele3

Heuacto apeKTI/IHBHaﬂ ,I[I/IC(b}THKI_[I/ISI, T'MHCKOMACTHA

Obwue Hapywenus u peakyuu 8 Mmecme 86e0eHUs.

Yacrto AcTeHusl, yCTanocThb

Heuacro JInxopazxa, 6011b B IPYAHOU KIIETKE,
nepudepruyeckuil OTeK, HeIOMOTaHHUE, OIlyIIEHHE
&Kapa, pa3ipakuTeNIbHOCTh, 00JIb

Penko O3H00, TJI0X0€ CaMOYyBCTBHUE, KCEPO3 KOKHU

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DeaKHI/II\/’I

Cuino

B ximHMUYeCcKMX MCCIENOBaHMIX B OCHOBHOM HAOJIIOJaNIach CHINMb JIETKOW WIIU CpEIHEN CTETeHH.
Chlllp yalie BCEero MOSBISUIACh B TEUEHUE NEPBBIX YETHIPEX HENENb TEepaluyd W Hcde3ana IMpu
MPOJIOJKEHHH TIprueMa Tipernapara. [Ipu pa3BUTHH KOXKHBIX PEAKIMi TSHKETION CTETeHH CM. pa3fien
4.4,

B Xxone KIMHMYECKHMX WCCIEAOBaHUN Yy TNAIMEHTOB, paHEe MOJy4YaBUIMX TEPAINUio, ChIllb,
HE3aBUCHMO OT €€ NMPHUYMHBI, 0oJiee YacTO BO3HHUKAJIA NMPHU MPHEME CXEM JICUCHMS, COJEepKaIuX
JapyHaBUp U palTEerpaBHp, YEM MpHU MpUEMe JapyHaBHpa 0e3 paiTerpaBupa WiH pairerpaBupa 6e3
napyHaBupa. Celb, 0OyCIIOBIIEHHass NMPUEMOM IMIperapara, MOSBISIACh CO CXOAHOM YacTOTOM.
Bo3HukaBmias B KIMHUYECKMX MCCIEAOBAHUSAX ChIMb ObUIA JIETKOM M CpeaHell CTeneHH U He
IIPUBOJIMIIA K NIPEKPALLEHUIO TEPATIHH.
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Jlunooucmpodghus

KomOuHupoBaHHass ~ aHTUpPETPOBHpYCHas TepalMs  BbI3bIBAET  IIE€pEpaclpelesieHue  Kupa
(munoguctpoduio) y mnammentoB ¢ BUY. Jlumoamctpodus mnposiBisiack B BHAEC IMOTEPH
nepu(epuyeckoro M IMOJKOXKHOTO JKUpa B O0JAcCTH JIMIA, YBEJIUYEHUS BHYTPUOPIOLIHOIO U
BUCIICPAIILHOTO JKUpPA, TUNEPTPOGUN MOJIOYHBIX JKeJe3 M HAKOIUIGHUS IOJKOXKHOTO XHpa B
JOPCOIEPBUKAIBHON 00J1aCTH («OBIYMiA TOPO»).

Hapywenus co cmoponvl obmena geujecms

KomOuHupoBaHHAsT aHTUPETPOBUPYCHAS TEpalMsl MOXKET NMPHUBECTH K TaKUM HApYHICHUSM, Kak
TUNEPTPUIITULEPUAEMHAS, TUIEPXOJIECTEPUHEMUSA, HHCYINHOPE3UCTEHTHOCTD, TUIIEPIIIMKEMUS U
THIIEPJIAKTATeMUs, a TAaK)Ke IMOBBIIICHHE MAcChl Tella W KOHIEHTPAIMH JIMIUAOB B KPOBH (CM.
paznen 4.4).

Hapymeyuﬂ co Cm0p0HblCKeflel’l’lHO-MblulellHOlZ MKAHU

[ToBbIIeHNEe AKTUBHOCTH KpeaTHMH()OCPOKWHA3BI, MHAITUS, MHUO3UT M pPadAoMHOIM3 (PEIKo)
OTMEYAJMCh TIPH HCHOJBb30BAaHMM HHTUOUTOPOB TMpOTEasbl, OCOOEHHO B COYECTAaHHH C
HYKJICO3UIHBIMU MHTHOUTOpaMu 00paTHOM TPaHCKPHIITA3bI.

bbutn oTMEUeHbI Cily4an OCTEOHEKPO3a, OCOOCHHO y MAallMEHTOB C OOLIENPU3HAHHBIMU (haKTOpaMu
pucka, c¢ 3a0oseBanueM BUWY Ha mno3gHell craguum WM AJUTENBHOE BpEMsl IOJYYarOLIUX
KOMOMHUPOBaHHYI0 aHTUPETPOBUPYCHYIO Tepamnuio. YacTtora BO3HUKHOBEHHS OCTEOHEKPO3a
HEU3BECTHA.

CMHOpOM 60CCMAHOBICHUA UMMYHUmMemda

Y mammentoB ¢ BHWY wu Tskenol  cTemeHp0 MMMyHOoAeMIIMTA B MOMEHT Hadaja
KOMOMHUPOBAaHHON aHTUPETPOBUPYCHOM Tepanuu MOTI'YT BO3HMKAaTh BOCHAJIMTEIbHBIC pEaKMH Ha
0ECCUMIITOMHO TPOTEKAIOIINE WM OCTaTOYHbIe MH(eKInH. Taxke HaOI0AaIiCh ayTOMMMYHHBIE
3aboseBaHus (Hanpumep, 6ose3Hb ['peiiBca 1 ayTouMMyHHBIN renatut). OgHaKo BpeMs 10 Havyaja
3a00JIeBaHMsI MOXKET BapbUPOBATHCSA, W TaKWe 3a00JIEBaHUS MOTYT HAYMHATHCS CIYCTS MECSIIBI
II0CJIE Hayasa TeparuH.

Kposomeuenus y 6onvnvix cemopunuett

HaGnronanoce yBenMueHHE 4acTOThl CHOHTAaHHBIX KPOBOTEUEHHMH Yy MAllMEHTOB C reMoguine,
MOJIYYaIOLUX aHTUPETPOBUPYCHBIE HHTUOUTOPBI IPOTEA3bI.

Iayuenmsi ¢ koungexyusmu supycom cenamuma B u/unu C

VY mnauuMeHToB ¢ JaHHBIMM HHQEKUMSIMH, MOIyYarollMX KOMOWHAIMIO JapyHaBUp/pPUTOHABUD,
4acTOTa BOZHUKHOBEHUS MOOOYHBIX 3(P(HEKTOB M HapylIeHUH OMOXMMHYECKHUX MapaMeTpoB Oblia
HE BBIIIE, YEM y MAI[MEHTOB, MOJy4YaloUMX KOMOMHAIMIO AapyHaBUp/pUTOHABUDP 0€3 KOMH(DEKINH
BupycoM rematura B w/mim C, 3a HCKIIOYEHUEM TMOBBILIEHHWS AKTUBHOCTH IEYEHOYHBIX
TpaHcamuHa3. KoHlleHTpalys B 11a3Me y NalueHToB ¢ KonHgekuyen u 0e3 Hee Obula CpaBHUMA.

COO6H.I€HI/IC 0 MOJ03PEBACMBIX HEXKCIATCIIbHBIX PCAKIIHAX

BaxHo coo0mars O MOJO3PEBAEMBIX HEXKENATENBHBIX pEaKIUsIX IOCIe PEerucTpanuu
JIEKapCTBEHHOT'O IIpernapara ¢ Iebl0 00ecreueHus] HEMpPepbIBHOTO MOHHMTOPUHIA COOTHOIICHHUS
«II0JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapara. MeAMIUMHCKUM pabOTHUKaM pPEKOMEHIYeTCs
co00MIaTh O JIOOBIX MM0I03PEBAEMBIX HEXKENIATEIbHBIX PEAKIMAX JEKAapCTBEHHOTO MpenapaTa yepes
HalTMOHAJIBHBIE CHUCTEMBbI COO6H1€HI/I$I 0 HCXKCIIATCIIBHBIX pPEeaKOUAX TOCYydapCTB — YJIICHOB
EBpasuiickoro 5KOHOMHUYECKOT0 COK03a.

Poccuiickas @enepanns

denepanbHas ciy:x0a 1Mo Haa30py B cepe 3ApaBOOXPaHCHUS
Anpec: 109012, r. MockBa, CnaBsHCKas TUIOMIAb, 1. 4, cTp. 1
Tenedon: +7 800 550 99 03
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Caiit B HHGOPMAIIMOHHO-TEJICKOMMYHHUKAITMOHHON ceTn «IHTepHET»:
https://www.roszdravnadzor.gov.ru/

Pecnyonnka benapychb

VII «lleHTp 2KCnepTu3 U UCHBITAHUN B 34PABOOXPAHCHUMN

Anpec: 220037, r. Munck, ToBapuiieckuii nep. 2a

Tenedon: +375-17-242-00-29

DnexrponHas moura: recpl@rceth.by

CaiiT B nH(bOpPMAIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: https://www.rceth.by/

4.9. Ilepeno3upoBka

CHUMIITOMBI

Ceenenusi 00 OCTpoil mepeno3upOBKe MpH MPUEME JapyHABUpPa B KOMOMHAIIMA C PUTOHABHPOM Y
JIOJIeH OTpaHUYEHBI. 310POBBIC JOOPOBOJIBIBI IPUHUMATH OJHOKpaTHO 10 3200 Mr mapyHaBupa B
BHUJe pacTBopa M 10 1600 Mr B BUAEC TaOJIETOK B KOMOWHAIIMA C PUTOHABHPOM, IMPH STOM
HeOmaronpusATHEIX 3((HEKTOB HE OTMEUEHO.

Jleuenue

Crneunduyeckuif aHTHIOT HeusBecTeH. [Ipu mepemno3upoBKe CielyeT MPOBOAUTH OOIIYIO
MOJIJICP’KUBAOIIYIO TEPAIMIO C MOHUTOPHPOBAHUEM OCHOBHBIX (PU3MOJIOTHYECKUX IOKA3aTENICH.
JlapyHaBUp MPEUMYIECTBEHHO CBS3bIBAETCS € OeJIKaMu IJIa3Mbl, TIOSTOMY 3HAUYMMOE yJaleHUE
AKTUBHOM CYOCTaHIIMU METOJIOM JUaIN3a MaJOBEPOSATHO.

5. PAPMAKOJIOTHTYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMHUYecKHe CBOlicTBa

dapMakoTepaneBTUYeCKass TpyMma: MPOTHBOBUPYCHBIE CPEICTBA CHUCTEMHOIO  JEHCTBUS,
MIPOTUBOBUPYCHBIC CPEJICTBA MPSIMOTO JACHCTBHS; HHTHOUTOPHI TIPOTEa3.
Kox ATX: JOSAE10.

MexaHu3M AeicTBus

JlapyHaBUp SIBJISI€TCSI MHTUOMTOPOM JUMEPU3ALUM M KaTaJIUTHYECKOW aKTHBHOCTU IpOTeas3bl
BUpyca ummyHozaeduimra denoseka I-ro tuma (BUY-1). IIpemapat u3dupareibHO MHTHOHPYET
pacuerienre  nonunporenHoB Gag-Pol BUY B uHQUUIUpPOBaHHBIX BHpycaMHM KIJIETKax,
MpeoTBpalas 00pa3oBaHKE MOJIHOIIEHHBIX BUPYCHBIX YaCTHII.

[IpoTUBOBUPYCHAS AKTUBHOCTSG N Vitro

JlapyHaBup NpOSIBISIET aKTUBHOCTH MPOTHUB JIA0OPATOPHBIX INTAMMOB M KIMHUYECKHX MH30JISTOB
BUY-1, a takxke nmpoTuB jabopaTopHbix mTaMMoB BUY-2 B nMHMAX OCTpO MH(UIIMPOBAHHBIX
T-numponuTOB,  MOHOHYKJEApHBIX  KJIE€TKax  nepudepuyeckodl  KpoBM  4YeloBeKa U
MOHOIIMTax/Makpodarax yenoBeka, ¢ meauaHod 3HadeHus 50 % 3¢ddexkTuBHON KOHIEHTpaUU
(ECs0) ot 1,2 mo 8,5 mmome/n (0,7-5,0 ur/mi). JlapyHaBHp MpPOSBISET MPOTHBOBHPYCHYIO
aKTHBHOCTH IN VitrO 1Mo OTHOWICHHUIO K ITMPOKOMY CIIEKTPY NepBUUHBIX n30isToB BUY-1 rpynmsr M
(A,B,C,D, E, F, G) urpynmst O ¢ ECso ot <0,1 10 4,3 HMOTB/T1.

Otu 3HaueHust ECsop HaMHOTO HIDKE uana3oHa KOHIIEHTPAIIi, BBI3BIBAIOIIUX TOKCUYHOCTE B 50 %
kieTok (0T 87 mo >100 MkMoIIB/11).
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Pe3ncreHTHOCTD

Cenekuus pe3uCTEHTHBIX K gapyHaBupy BUU-1 «aukoro tuma» in Vitro O6suta aautenasHO# (O6omee
3 ner). OToOpaHHBIE BUPYCHl HE MOTJIHM PACTH B MPUCYTCTBUM KOHLIEHTPAIMH JapyHaBHpa BbIIIE
400 amonb/n.  Bupychkl, OTOOpaHHBIE B OTHUX YCJIOBHSAX M JIGMOHCTPUPYIOIIHE CHIDKCHHYIO
BOCIIPUMMYHMBOCTH K JapyHaBupy (B 23—50 pa3), cogepxain 2—4 aMMHOKHUCIOTHBIX 3aMEHbI B T'€HE
nporeasbl. CHI)KEHHAss BOCIPUUMYHUBOCTD K JIapYHABUPY B MOSIBUBLIMXCSA B PE3YNIbTAaTe CEJICKIHU
BUpYCax B JaHHOM SKCIEPUMEHTE HE MOXKET ObITh OOBSCHEHA MOSBICHHEM ITUX MyTallUi B T€HE
pOoTeasbl.

[To maHHBIM KJIMHUYECKUX MCCIEAOBAHUN y MAIMEHTOB, paHee MOTyYaBIINX aHTUPETPOBHPYCHYIO
TEparuio, BUPYCOJIOTHUCCKHI OTBET HA JapyHABHP B KOMOMHAIIMHM C PUTOHABHPOM B HHU3KOH J03€
CHIDKAJICS, KOT/Ia B Havajie MCCIICIOBAaHUS MPUCYTCTBOBAIM MU B XOJIC JICUCHHS Pa3BUBAIUCH 3 U
OoJjiee MyTallMd, CBS3aHHBIX C PE3UCTEHTHOCTHIO K mapyHaBupy (V11I, V321, L33F, 147V, 150V,
I54L v M, T74P, L76V, 184V u L8OV).

Kpatnocts mnossimenust ECsop mapynaBupa mno cpaBHenuto ¢ ucxoanoi (FC) Opina cBsizaHa co
CHUKEHUEM BHPYCOJOTHYECKOTO OTBETa. bbUIM ompenencHbl BEpXHUH M HWKHUN KIMHUYECKUE
noporu B 10 u 40 pa3. Uzonsatel ¢ ucxognout FC <10 pa3 BocnpuumuuBsel; uzoiAtel ¢ FC ot 10 no
40 pa3 obiaganyu CHUKEHHONW BOCTIPUUMYHBOCTEIO; H30JsThI ¢ FC >40 ObLITN pe3UCTCHTHBIMH.

Bupychl, BblieleHHbIC OT MAIMEHTOB, MMOJIYYABIIMX KOMOHMHAIMIO JapyHABUP/PUTOHABUD IO
600/100 mr 2 pa3a B CyTKH, y KOTOPBIX pa3BHJIach BUPYCOJOTHYECKAs HEy/aua B BUJC PEIMINBA, U
KOTOpbIe OBUTM BOCHPUMMYMBBI K THIIPAaHABHPY B Hadyajle WCCICAOBaHUSA, OCTAJIHCh
BOCIIPUMMYHUBBIMHU K THIIPAHABUPY MOCIIC JICYCHHUS B TOAABIISAIONIEM OOIBITUHCTBE CITyYacs.

HaubGonee Hu3Kas YacToTa pa3BUTHUS PE3UCTEHTHOCTH HAOIIOAaNach y MalMEHTOB, paHee He
[IOJIYyYaBIIUX JIEYEHUS] CPEICTBAMU AHTHUPETPOBUPYCHOM TEpanuu, KOTOpbIE BIEPBbIE Hadallu
MOJIy4aTh AAPyHABHP B KOMOMHALIMU C APYTUMU MperapaTaMyd aHTUPETPOBUPYCHON Tepanuu.

IlepexpécTHas pe3uCTEHTHOCTD

FC napynaBupa Obuta menee 10 mist 90 % u3 3309 kiIMHMYECKHX H30JSTOB, PE3UCTEHTHBIX K
aMIIpeHaBUpy, aTa3aHaBUPY, UHAUHABUDY, JTOMMHABUDPY, HEI(PUHABUPY, PUTOHABUDPY, CAKBUHABUPY
W/WUIM TUIIPAHABHPY, YTO YKa3bIBa€T, YTO BUPYCHI, YCTOMUMBHIE K OONBIIMHCTBY WHTHOUTOPOB
MPOTEa3bl, OCTAIOTCS BOCTIPUUMYMBBIMU K JIApYHABUDY.

5.2. GapMaKOKHHeTHYeCKHUe CBOHiCTBA

dapMaKOKMHETUYECKHE CBOWCTBA JapyHaBUPA, MPUMEHSBIIETocs B KOMOWHALMU C PUTOHABUPOM,
U3ydalu y 370poBbIX 100poBoibieB M y BUU-undunupoBanHbXx mnanueHToB. KoHueHTpauun
JapyHaBUpa B I1a3Me ObUIM BBILIE y MAaUEHTOB, MHQHUIMpoBaHHBIX BUY-1, ueM y 310poBbIX
moAed. DTo pa3nuyhe MOXKHO OOBSCHUTH Oojiee BBICOKMMHU KOHIIEHTpaLUsMH aibga-1-Kucioro
IJIMKOMIPOTENHA Yy MauueHToB, WHuuupoBaHHbelx BHUY-1, m mostomy OosblIMe KOJIMYECTBa
JapyHaBUpa CBS3bIBAlOTCA € alb(a-1-KUCIbIM  TIMKONPOTEMHOM  IUIa3Mbl.  JlapyHaBup
MeTtabonusupyercsi B ocHOBHOM u3opepmentamu CYP3A. PutronaBup uHrubupyer nsodepmMeHTs!
CYP3A nedeHu u, TeM caMbIM, CYLIECTBEHHO MOBBIIIAET KOHLIEHTPALNIO JapyHaBUPA B IIJIa3Me.

AOGcopOrtus

[Tocne mpuema BHYTpPh JapyHaBUp OBICTpO abcopOHMpyeTcss B HKETyJOYHO-KHUIIEYHOM TpPAKTe
(OKKT). MakcuManbHasi KOHIIEHTpalus JapyHaBHpa B IJJa3M€ B MPHUCYTCTBHM HHU3KOM J03bI
puTOHaBHpa aocturaercs yepes 2,5-4,0 4. Ab6contoTHas OGMOIOCTYITHOCTh OJHOM J103bI JapyHABUPA
(600 Mr) mpu mpueme BHYTPh COCTaBIsAeT OKOio 37 % W yBenuuuBaercs mpuMepHo a0 82 % B
npucyrcTBuM putoHaBupa (100 Mr nBa pasza B cytku). OTmeuaercss 14-kpaTHoe yBelIHYEHHE
KOHIIEHTPAllUM JapyHaBUpa B IUIa3ME IOCJIE OJHOKPATHOIO IMpueMa BHYTpb B ao03e 600 mr B
KoMOuHau ¢ putoHasupom (100 mr nBa pasa B cytku). Ilpu mpueme HaTomak OTHOCHTEIbHAsS
OMOJOCTYITHOCTh JapyHaBHpa B MPUCYTCTBUU HU3KOW 703kl puToHaBHpa Ha 30 % HuXKe, yeMm mpu
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PUTOHABHPOM BO BpeMsl €[1bl. XapaKTep MUIIM HE BIMSIET Ha KOHIIEHTPAlUH 1apyHaBHpa B IJIa3Me.

Pacopenenenne

Oxomno 95 % napyHaBHupa CBSI3bIBaeTCS ¢ O€IKaMU IU1a3Mbl, IPEUMYIIIECTBEHHO ¢ alib(a-1-Kuciapim
[JIMKOTIPOTEUHOM.

[Tocne BBeneHUsT BHYTPUBEHHO OOBEM paclpelesieHus JapyHaBHpa B KaueCTBE MOHOTEPAITUU
coctapisui 88,14+59,01 (cpennuii + ctangapTHOE OTKIOHEHHE) U Bo3pacTai 10 131+49,91 (cpennnii
+ CcTaHJApTHOE OTKJIOHEHHE) B MPUCYTCTBUU puToHaBupa (100 mr 2 pasza B CyTkH).

Buorpancdopmars

B skcnepuMenTax in Vitr0 Ha MHKpOcOMax IEYEHH YeIOBeKa ObLIO MOKa3aHO, YTO JapyHaBUD
MOJIBEPraeTcsi MPEUMYIIECTBEHHO OKHCIUTEIbHOMY MeTaboiu3My. JlapyHaBHp HMHTEHCHUBHO
MEeTa0O0JIM3UPYETCS B MEUCHH CHCTEMOM mutoxpoma P450, modTr HCKIIOYUTENHHO U30(EPMEHTOM
CYP3A4. Wccnenosanue, B KOTOPOM 30pOBbIE JOOPOBOJBIBI MpUHUMATU “*C-mapyHaBup,
MO0Ka3ajo, 4yTo OoJbllas YacTh PaJMOAKTUBHOCTU B IUIa3Me mociie oaHoKpatHoro mnpuema 400 mr
napyHaBupa ¥ 100 Mr puroHaBUpa NpPUXOIWIACH HAa JOJI0 HEU3MEHEHHOro JapyHaBupa. Y
YyeloBeKa UACHTU(PHUIMPOBAHO MO MEHbIIEH Mepe 3 OKUCIUTENbHBIX METa0oNIMTa JapyHaBHPA;
aAKTUBHOCTH BCEX ATHX METaOONMTOB B OTHOIICHHH qukoro Tuma BUY cocrasisuia menee 1/10 ot
aKTUBHOCTH CaMOTO JIapyHaBHpa.

OnUMUHALMS

Iocne oxgnokpaTtHoro mpuema 400 mr *C-mapynaBupa u 100 Mr purtonasupa okono 79,5 % u
13,9 % paguoakTUBHOCTH OOHApYKMBAIOCH B Kaje M MOYE COOTBETCTBEHHO. Ha mouro
HEU3MEHEHHOT0 JapyHaBHpa MNpHUILIoch okojo 41,2 u 7,7 % paauoakTUBHOCTA B Kaje U MoOue
COOTBETCTBeHHO. KOHEUHBII MepHo;] MOTYBBIBECHHUS apyHABUPa COCTABHJ OKOJO 15 4 mpu ero
npreMe B KOMOMHAIMKM ¢ puToHaBUpoM. KimpeHc mapyHaBupa mocie BHYTPUBEHHOTO BBEICHUS
150 mr cocraBun 32,8 11/4 (6e3 putoHaBupa) u 5,91 /9 B IpUCYTCTBUU HU3KOH 10361 pUTOHABHPA.

Oco0Oble I'PpYHIIBI MAIIMCHTOB

Toueunas neoocmamoyurnocme

Pe3ynbTaThl HCCIEIOBAHMS C UCTONb30BaHMEM ~*C-IapyHaBHpa B KOMOMHALMH C PUTOHABHPOM
MOKa3zajau, 4To OKojJo 7,7 % MpUHATON [103bl JapyHaBHUpa OSKCKPETHPOBAIOCH C MOYOM B
HEM3MEHEHHOM BHJE. Y TAIMeHTOB C HapyHIeHUIMH (QYHKIUUA TouYeK (PapMaKOKMHETUKY
JapyHaBHpa HE U3Yy4allH, HO TOMYJISIIMOHHBIN (hapMaKOKHHETHYECKUN aHAJIN3 TOKa3al OTCYTCTBUE
3HAYUMOTO U3MEHEHUsI (PapMaKOKMHETHYECKUX MapaMeTpoB napyHaBupa y BUU-unpunmpoBaHHbIX
MalMeHTOB CO CpeIHEW CTENEeHBI0 TSHKECTH HapylmieHUsMH (QYHKIMH TIo4eK (KIUPEHC
CBIBOPOTOUHOTO KpeatnHuHa 30—60 mu/muH, n = 20).

Ileyenounas nedocmamounocms

HapyHaBup MeTabONMM3UpPYETCs] U BHIBOJUTCS MPEUMYILECTBEHHO IME4YeHblo. B uccrnenoBanuu ¢
MIPUMEHEHUEM HECKOJIBKHX JI03 JapyHaBupa B komOuHaImu ¢ puroHasupom (600/100 Mr) aBa pasa
B JIeHb OBLIO MOKAa3aHO, YTO OOIIasi KOHIIEHTpAIlysl JAapyHaBHUpa B IJ1a3Me y MAlMEeHTOB C JIETKUM
(xmace A no mkane Yaiina-IIsto, n=8) 1 ymepeHHbIM HapyuieHHeM (QyHKUUU rnedeHu (kiacc B mo
mkane Yainna-ITeto, n=8) ObLIM CpaBHUMBI C TAKOBBIMHU MapaMeTpaMH y 30POBBIX JHUIl. TeM He
MeHee, KOHIICHTPAIIM HECBA3aHHOTO JapyHaBHpa ObUTH MpuMepHO Ha 55 % (kmacc A mo mikaie
Yaiina-ITer0) u 100 % (xmacc B mo mikane Yainna-Ileto) Beime. KiaumHuueckas 3HaYMMOCTh 3TOTO
MOBBILICHUS] HEU3BECTHA, U JAPYHABUP CJEIyeT MPUMEHSATh Y TAKUX MAIlUEHTOB C OCTOPOKHOCTBIO.
DddexT Tsxenoro HapyieHus: QyHKIIUY IEYeHN Ha (apMaKOKMHETHKY JapyHABUpPA HE U3ydalCs.
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[TonynsauuonHbd (hapMakokuHETHYeCKUN aHanu3 y BUY-uHUIMPOBAHHBIX MAIIMEHTOB MOKa3ajl
OTCYTCTBHE 3HAYUMBIX pa3inuuii papMakOKHHETUYCCKUX MapaMeTpOB JapyHaBHpa B BO3PACTHOMN
rpynme 18-75 ner (B stor aHanmu3 Obumd BKIOYEeHBI 12 BUY-uHpUIIMpOBaHHBIX MAIMEHTOB B
Bo3pacte 65 ner u crapmie). Tem He MeHee, JaHHbIE 0 MPUMEHEHUIO JapyHaBUpa Yy MallMEHTOB
crapiie 65 JeT orpaHHYCHBI.

Ilonosole pasiudus

[MomynsaiuonHelid (hapMaKOKHHETHYCCKHI aHAIN3 BBISBHII HECKOJIBKO Oojiee Bbicokue (16,8 %)
KOHIIEHTpauuu jaapyHasupa y BUY-unpunmpoBaHHbIX keHIIMH, yeM y BUY-unpunmpoBaHHBIX
My>X4MH. [laHHOE pa3nnuue He ABIAETCA KIMHUYECKU 3HAUYUMBIM.

Bepemennocms u nocnepooosoti nepuoo

[Ipu npueme koMOuHanuu papyHaBup/puToHaBup B ao3e 600/100 Mmr 2 pasa B CyTKH WIH
800/100mMr 1 pa3 B CyTKM B cOCTaBe KOMOWHHPOBAaHHON aHTHPETPOBUPYCHOM TEpaIluw,
KOHIIEHTpAllMU JapyHaBHpa W PUTOHABUpPA B IUIa3Me KPOBU ObUIM HUXKE MU MPHEME BO BpeMs
O0EpeMEHHOCTH IO CPAaBHEHHIO C TAaKOBBIMH IPH IpPHEME B MOCIEpoaoBod mepuon. OmHako,
(bapMaKOKMHETHUECKHUE IMapaMeTpbl HECBS3aHHOTO (AKTUBHOIO) JapyHaBUpa ObUIM CHUKEHBI B
MEHBIIEH CTENEHU, TaK KaK BO BpeMsi OEpEeMEHHOCTH HaOJI0JAeTCsl YBEIMYEHHE KOHLEHTpPALUU
cBOOOIHOM (paKIMK TapyHaBUPa [0 CPABHEHUIO C TAKOBOW B MOCIEPOIOBOM MEPUOIE.

JlanHble (papMaAKOKMHETHKH 001ero JapyHaBHpPA MocJie MpueMa KOMOUHAIIUH
aapyHaBup/putoHaBup B 103e 800/100 mr 1 pa3 B CyTKH B paMKaXxX cXeMbl
AHTHPETPOBUPYCHOM Tepanuu BO BTOPOM TpUMecTpe 0epeMeHHOCTH, TPEeTheM TPUMeCTpe
0epeMeHHOCTH U MOCJIEPOI0BOM Iepuojae
DapMaKOKUHETHKA Bropoii TpumecTp Tpertuii TpuMecTp Hocnepono; Ol
o011ero JapyHaBupa 0epeMeHHOCTH 0epeMeHHOCTH mepuon (6-
— _ 12 nenean)
(cpenHee + cTaHmapTHOE (n=16) (n=14) oy
OTKJIOHEHUE) (n=15)
Crmax, HI/MJ 4964 + 1505 5132 + 1198 7310 £ 1704
AUCasn, Hr*u/mn 62289 + 16234 61112 + 13790 92116 + 29241
Chmin, HI/MI 1248 + 542 1075 £ 594 1473 + 1141

VY JKeHIIMH, NOoJIy4YaBIINX KOMOMHAIMIO napyHaBup/putoHasup B 1o3e 800/100 mr 1 pa3 B cyTkH B
Te4eHue 2-ro TpuMecTpa OepeMeHHOCTH, cpefHue 3HaueHUS Cmax (MakCHUMaiabHasi KOHLIEHTPALHS
napyHasupa B 1uiazme), AUCasn (TUtomaap moa KpUBOH «KOHIEHTpAIHS-BpEMs» B Te€UeHHE 24 .
nocne npuema mpemnapata) U Cmin (MHUHMManmbHAs KOHIIGHTpAIlUs JapyHaBUpa B ILIa3Me)
napyHaBupa ObUIH, COOTBETCTBEHHO, Ha 33 %, 31 % u 30 % HuXe 1o CpaBHEHHIO CO 3HAYCHHUSIMU
JaHHBIX TOKa3aTesel B mociepoaoBoii nepuoi. Bo Bpems 3-ro Tpumectpa GepeMEeHHOCTH 3HaYEHHUS
Cmax, AUC24n u Cmin JapyHaBupa ObutH, cooTBeTcTBeHHO, Ha 29 %, 32 % wu 50 % Hwke 1O
CPaBHEHMIO CO 3HAYCHMUSMU JIaHHBIX MTOKa3aTelNeil B MOCIepoI0BOM MEPHO/.

CTHU

dapMakOKMHETHKA JapyHaBUpa B KOMOMHAIMM C PUTOHABUPOM IpU NMPUMEHEHUH | pa3z B CyTKH
n3yyanacb y 12 pnered, paHee HE MNOJYy4YaBIIMX JIEYEHUS NpenapaTaMd aHTUPETPOBUPYCHOU
Tepanuu, B Bo3pacre oT 12 no 18 ner m maccoit tena He meHee 40 kr. Ilpm mpuéme y Hux
koMOuHamu aapyHaBup/putonasup 800/100 mr 1 pa3 B CyTKM KOHIEHTpalus JapyHaBuUpa B
wiasMe Obljla  CONOCTaBUMa C  TaKOBOM y  B3POCHBIX, NPUHUMABIIUX KOMOMHALUIO
napynaBup/putoHaBup 800/100 mr 1 pa3 B cyrku. Takum oOpa3om, ofHa U Ta >K€ JO3UPOBKA,
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nedyeHue, B Bo3pacte ot 12 mo 18 ner ¢ maccoit tena He meHee 40 Kr, 6€3 MyTaluii, CBA3aHHBIX C
pesucteHTHOCThIO K napyHaBupy (V111, V321, L33F, 147V, 150V, 154M, I54L, T74P, L76V, 184V
u L89V), yposaem PHK BNU-1 B mirazme <100000 xomuii/mi 1 yuciom kinetok CD4+>100 kineTox
x 1081 1 y B3pOCIIBIX.

6. PAPMAIIEBTUUECKHUE CBOVMCTBA

6.1. Hepeqenb BCIIOMOraTe/JIbHbIX BCIIECCTB

Aapo:

TUIPOJI03a HU3KO3aMEIIeHHAS;
noscopoar 80;

KPOCTIOBU/IOH;

KPEMHHUS JHOKCHUJT KOJIIOUHBIH;
PROSOLV ® EASYtab SP.

[Inenoynas 060J04Ka.

runpomerniosa ES;

KpacuTesb kKeje3a OKCu kel E172;
makporoi 6000;

TaNbK;

TuTaHa guokcug E171.

6.2. HecoBMecTHMOCTH

He nmpumenumo.

6.3. Cpok roaHocTu (CPpOK XpaHeHus )

4 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH
XpaHuTb IpH Temreparype He Boie 25° C.

6.5. XapakTep U cojep:KaHHe YIAKOBKH

ITo 10 TabneTok B KOHTYpPHYIO SIUEHKOBYIO YIAKOBKY M3 IUIEHKH MOJIMBUHUIXJIOPUAHON U (HONBrU
AJIFOMUHHUEBOM I1€YaTHOM JIAKUPOBAHHOM.

ITo 30, 60 wnu 120 Tabnerok B GaHKYy HMOJUMEPHYIO C KPBIIIKOM HATATMBAaeMON C KOHTPOJIEM
nepBoro BeKphITUsA. CBOOOJHOE MPOCTPAHCTBO 3aMONHAIOT Baro MeauuuHckod. Ha Oanku
HAKJIEWBAIOT ATUKETKH M3 OyMaru >TUKETOYHOW WIJIM THCYEH WM W3 MOJMMEPHBIX MaTepUaloB,
CaMOKJIESIIHeCH.

ITo 3 unu 6 KOHTYPHBIX SYEUKOBBIX YITAKOBOK BMECTE C JIMCTKOM-BKJIJBIIIIEM MTOMENIAIOT B MAYKY
W3 KapTOHA NJsl TMOTPEOUTENHCKOM Taphbl MOATPYII XPOMOBBIM HIIM XpOM — 3p3all WIH JIPYroro
AHAJIOTUYHOTO Ka4yeCcTBa.
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Tapbl HOJATPYIII XPOMOBBINA WM XPOM — 3p3al] WK APYroro aHaJOTHYHOTO KayecTBa.

6.6. Ocodble MepbI MPEIOCTOPOKHOCTH NMPH YTHIM3ALUH MCIOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara WJid OTXO0H0B, NOJYYEHHBIX IOC/e NMPUMEHEHHs JIeKAPCTBEHHOI0 Npenapara, u
Apyrue MAaHUMYJISIMHU € MIPenapaTomM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

AO «®apmacuHTE3»

664007, Upkytckas o6i., r. Upkyrck, yi. KpacHorBapaeiickas, a. 23, opuc 3
Ten.: +7 3952 55-03-55

Anpec anekTpoHHOU ouTsl: info@pharmasyntez.com
7.1. IIpeacTaBUTENb AePKATE]ISI PETHCTPAIMOHHOIO YI0CTOBEPEHUsI

[Iperensun notpeduTeseil HaMpPaBIATh MO AAPECY:

Poccuiickas @enepanns

AOQO «PapmacuHTE3»

664040, Upkyrckas 0611, . Upkyrck, yi. Po3sr JIrokcemOypr, 1. 184
Ten: 8-800-100-15-50

Anpec anekTpoHHOM mouThl: iInfo@pharmasyntez.com

Pecniy6muka benapychb

TOO «Adalany

220131, r. MuHuck, yn. ['amapuuka 30/395
Mo0. Temn. (24 gaca): +3 752 955-12-510
Agnpec anekTpoHHO# outhl: pv@adalan.kz

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUs OTIIYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapcTBEeHHBIN IpenapaT OTHOCUTCS K KATETOPUU OTITYCKa IO PELIENTY.
OOmasi xapakTepuUCTHKa JIEKapCTBEHHOIo mpemnapara KeMepyBuUp AOCTYNHA B €JMHOM pEECTpe
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpazMiicKOro SKOHOMMYECKOTO COK3a M Ha

ouIMaTEHOM canTe YIOJIJHOMOYEHHOTO oprasa (axcrepTHOM OpraHHU3aI1H)
(https://Ik.regmed.ru/Register/EAEU_SmPC).
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