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1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

KemepysBup, 75 mr, TabneTKu, MOKPHITHIE MIIEHOYHOW 000I0YKOIA.

Kemepysup, 150 mr, TabneTKH, TOKPHITHIE TUICHOYHON 000JIOYKOH.
Kemepysup, 300 mr, TabieTku, MOKPHITHIE MJICHOYHON 000JI0UKOIA.
Kemepysup, 400 mr, TaGnIETKH, TOKPHITHIE TUICHOYHON 000JIOYKOH.

Kemepysup, 600 mr, Ta0neTKH, MOKPHITHIE MIIEHOYHONH 000JI0UKOM.

2. KAUECTBEHHBIN U KOJIMYECTBEHHbBIN COCTAB

JleficTByO1IIEe BEIECTBO: JapyHaBUp.

Kemepysup, 75 Mr, TabIeTKH, ITIOKPHITHIE TNICHOYHON 000JI0YKOMI

Kaxnas Tabnerka conepxur 75 mMr gapyHaBupa (aMop(HOro).

Kemepysup, 150 mr, TabJIeTKH, ITOKDPBITHIE INIEHOYHOU 000JIOUKON

Kaxnas Tabnerka conepxut 150 Mr napynasupa (aMopgHOro).

Kemepysup, 300 mr, TabJIeTKH, ITOKDPBITHIE INIEHOYHOU 000JIOUKOMN

Kaxnas tabnerka conepxut 300 Mr napyHaBupa (aMOpQHOro).

Kemepysup, 400 mr, TabJIETKH, ITOKDPBITHIE INIEHOYHOU 000JIOUKON

Kaxnas Tabnerka conepxut 400 Mr napyHasupa (aMOpQHOro).

Kemepysup, 600 mr, TabJIeTKH, ITOKDPBITHIE INIEHOYHOU 000JIOUKOM

Kaxnas Tabnerka conepxut 600 Mr napyHasupa (aMOpQHOro).

[TonHbI TepeyeHb BCIIOMOTaTEIbHBIX BEIIECTB MPUBENICH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabeTku, MOKPHITHIE TIIEHOYHONW 000T0UKOH.

Kemepysup, 75 mr, Ta0JIeTKH, ITOKPBITHIE INIEHOYHON 000JIOYKON

Kpyrmbie, ABOSKOBBINYKIIbE TaOJETKH, MOKPHITHIE MJIEHOUYHON 000JI0YKOM, OT CBETJIO-KEITOro 110

TCMHO-KXCJITOI'O IIBETA.

Kemepysup, 150 mr, TabIeTKH, ITOKDPBITHIE INIEHOYHON 000JIOUKON

prr JIBIC, NBOSAKOBBIITYKJIBIC Ta6J'IeTKI/I, IOKPBITLIC IUIEHOYHOH 060.]10‘{1(01‘/’1, OT CBCTJIO-XKCIITOIroO O0

TEMHO-XKCJITOI'O IIBETA.

Kemepysup, 300 mr, TabIeTKH, ITOKPBITHIE INIEHOYHON 000JIOYKOM

OBaJsibHbIE, ABOSIKOBBITYKJIbIE TAOJIETKH, TOKPHITHIE MJIEHOYHOW 000J0YKOH, OT CBETIO-KEJITOTO A0

TCMHO-KXCJITOI'O IIBETA.

Kemepysup, 400 mr, TabJIETKH, ITOKDPBITHIE TNIEHOYHOU 000JIOUKOMN

OBaJ'ILHBIC, ABOSKOBBIITYKJIBIC Ta6J'ICTI(I/I, IIOKPBITLIC IUJICHOYHOM 060HO‘IKOI>1, OT CBCTJIO-KCJITOTO A0

TEMHO-XKXCJITOI'O IBETA.
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Kemepysup, 600 mr, TabieTKH, ITOKPLITHIE INIEHOYHON 000JI0Y IQ)I/I _IE ":l'

OBaJ'ILHBIC, ABOSIKOBBIITYKIJIBIC Ta6J'IeTKI/I, IMMOKPBITHIC IJICHOYHOM O6OJIO‘{KOI\;I, OT CBCTJIO-XKCITOI'O 40
TEMHO-KCJITOI'O IIBECTA.

Ha IOIIEPECUIHOM pa3pe3c Ta0JIETKA OETI0T0 HIIH OEJI0T0 C JKEATOBATHIM OTTEHKOM OBECTA.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusl K NPUMEHEHHUIO

[Ipenapat KemepyBup nokaszan k npuMmeHeHuto 11st aedeHnss BUU-undexunn y B3poCibIX U JeTeil B
BO3pacTe ot 6 JeT u ¢ Maccoii Tena 20 Kkr u 6oee, paHee NOTYUYaBIINX AHTUPETPOBUPYCHYIO TEPAITUIO
(B KOMOMHAIIMU C HU3KOM 10301 PUTOHABUPA U IPYTUMU aHTUPETPOBUPYCHBIMH TPETIapaTaMu).

4.2. Pe:xuM 103MPOBaHUS U CNIOCO0 MPUMeEHEHU s

Tepanus gomKHA HA3HAYATHCS BPA4OM, UMEIOIIMM OIBIT JieueHnus BUY-undexiun.

PexxuMm 103upoBaHus

B3pocnbie

JapyHaBup Bcerja cienyeT Ha3HauyaTh B KOMOWHAIIMU C HU3KOW 030M PUTOHABUpA B KauecTBe
Cpe/CTBa, YAYUIIAKMEro ero (apMakKOKMHETHICCKUE XapPaKTEPUCTHUKH, a TaKKe B KOMOWHAIIMH C
JIPYTUMH aHTHPETPOBUPYCHBIMH IpemnapaTaMu. BO3MOXKHOCTh Ha3HAUYEHHUs PUTOHABUpPA JOJKHA
OBITH PACCMOTPEHA JI0 HavaJla Teparuy KOMOMHAIMEH JapyHaBUP/PUTOHABHUD.

Ilocne nHauama TCpallu JapyHAaBUPOM MMAOUCHTBI HC JOJIKHBI U3BMCHATH WJIN IMMPEKpAllaTh TCPAIIUIO
oe3 KOHCYJIbTalluU C JICHAIIUM BpadoOM.

B3p0€]lbl€ nayuermol

ITaumentsr, panee He | IlanmeHThl, paHee Moy4aBIIe HHTHOMTOPBI NPOTEA3bI:
noJiy4aBlIde HHTMOMTOPHI

nporeasnl He uMeroume myrtauuii, | UmMeromue mno  kpaitHei
BBI3BIBAIOIIIUX PE3UCTEHTHOCTH | Mepe 1 MYTAalUIo,
K JapyHaBHPY™ (€ IJIA3MEHHBIM | BbI3bIBAIOILYIO
yposaem PHK BHUY-1 <100 000 | pe3ucTeHTHOCTH K

Konuii/Ma u koamdecteom CD4 | napynaBupy*
KjeTok >100 x 105/)

800mr 1 pa3 B cyrku B|800mMr 1 paz B cyrku B|600Mr 2 pasa B CyTKd B
koMOnHarmu co 100 Mr | koMOMHAIINH co 100 Mr | KOMOMHAIIMK  CO 100 mr
PHUTOHABHpA, BO BPEMs €Ibl. | pUTOHABHPA, BO BPEMS €J1bl PUTOHABHPA, BO BPEMS €/Ibl

* Myrtanuu, BBI3BIBAIOIINE PE3UCTEHTHOCTH K AapyHaBupy: V111, V321, L33F, 147V, 150V, 154M, I54L, T74P, L76V,
184V u L899V

Jlnsi mamueHToB, paHee TOJYyYaBIIMX WMHTHOUTOPHI TIPOTEas3bl, PEKOMEHIYETCS IPOBEICHHE
TEHOTUITMYECKUX aHAJIU30B.

[Ipn HEBO3MOXKHOCTH MPOBEACHUS M€HOTUITUYECKUX aHAJIM30B MAlMeHTaM, paHee He MOIyYaBIINM
MHTUOUTOPBI MPOTEa3bl, PEKOMEHAyeTCs MPUHUMATh KOMOMHALMIO AapyHaBUp/pUTOHaBUp | pa3 B
cytkr 800 mr/ 100 mr, a manueHTaM, paHee MOTYYaBIIAM HHTHOUTOPHI MPOTEA3bl, PEKOMEHTyeTCs
MIPUHUMATh KOMOUHAIMIO JapyHaBUp/puToHaBup 2 pasza B cyTku 600 mr/100 mr.

Puronasup (100 Mr) ucnonb3yercsi B KadyecTBe yCHIINTENS papMaKOKMHETUKH JapyHaBUpA.
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IIponyck npuema npenapama

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[locne Hawanma Tepanuu HpenapaToM AApyHABUP MALMEHTHl HE JOJDKHBI MPOIMYCKaTh OYepeIHON
IIpUEM IIpenapaTa, a TakKe M3MEHSITh WIM IpeKpalaTh TEpanuio 0€3 KOHCYNbTALUU C JIEYaIlUM
BPAYOM.

B cirydae ecniu mpuemM KOMOMHAIMK AapyHAaBUP/PUTOHABHP Ha3HA4YeH | pa3 B JIEHb U ONO3/IaHHUE B
IIpUEME COCTABWJIO MEHee 12 4acoB, TO MPOIYIIEHHYIO 103y CIEAYET KaK MOYKHO CKOpee NPHUHATH
BMECT€ C MHUIIEH, U BO300OHOBUTH OOBIYHBIA PEKUM JO3UPOBAHMS; €CIU OINO3JaHHE B IpHEME
coctaBuiio Oosiee 12 yacoB, TO MPOMYILICHHYIO J03y NPUHUMATh HE CJIEIyeT, U CleAyrolas 103a
MIPUHUMAETCS B OOBIYHOE BPEMSI.

B cnydae ecnu mpueM KoMOWHAIIUY AapyHaBUP/PUTOHABUP HA3HA4YeH 2 pasa B ACHb U OMO3JaHUE B
IIpUEME COCTaBMJIO MEHee 6 4acoB, TO MPOIYIIEHHYIO 03y CIeAyeT KaK MOYHO CKOpee INPHUHSThH
BMECTE C MHUIIEH, U BO30OHOBUTH OOBIYHBIA PEKUM JO3UPOBAHMS, €CIM OMO3JaHHE B IpHUEME
cocTtaBuiio Oojiee 6 4acoB, TO MPOMYyLICHHYIO O3y NPUHUMATh HE CIEAyeT, U cieayrouias 103a
MIPUHUMAETCS B OOBIYHOE BPEMS.

Oco0ble TPYIIILI TAIMEHTOB

ﬂut;a nooaicusoco sospacma

Nudopmanysg 1o NpUMEHEHUIO y MOXWIBIX IalMeHTOB orpaHuueHa. I[losromy komOuHanus
JapyHaBUP/pPUTOHABUP OJKHA MPUMEHATHCS ¢ OCTOPOKHOCTHIO Y MALIMEHTOB JTaHHON BO3pacTHOU
TPYIIIIBL.

Hauueﬂmbz C NEeYEeHOYHOU HeOOCMAMOYHOCbIO

VY nmanueHToB C JIETKOM WK CpeHeH CTeneHblo HapylieHus pyHkuuu neyeHu (knace A u B o mikane
Yaiinn-I1st0) Koppekuuu 1036l He TpeOyeTcs, 0JHAKO HEOOXOUMO COOII01aTh OCTOPOKHOCTD MIPU
MPUMEHEHUH KOMOMHAIMM JapyHaBUP/PUTOHABUP Yy OTUX MauueHtoB. MHdopmanus 1o
IPUMEHEHUI0O KOMOMHHMPOBAHHOW TepanmuM JapyHaBUP/PUTOHABUD MPH TSDKEJBIX HapyIIEHHUSIX
(yHKIMU TE€YeHU OTCYTCTBYET: CJEJ0BaTeNbHO, JaTh CHEeUU(PUUECKUEe PEKOMEHJAIUN 110
JI03UPOBAHUIO HE MPEICTaBIseTCs BO3MOXKHBIM. [IpueM komOuHaMM JapyHaBUp/pUTOHABUD Y
MalMeHTOB C TSKEJIOW MedYeHoyHoM HexoctaroyHocThio (kimace C mo mkane Yainna-I1sio)
IIPOTUBOIIOKA3aH.

Hauueymbl C NOYeYHOoU HeOOCMAmMoOYHOCHIbIO

Y npanMeHTOB ¢ HapylIeHUsAMH ~(QYHKIMM TOYeK H3MEHeHMe [J03 B  KOMOWHAIUU
JapyHaBUp/pUTOHABHUP HE TpeOyeTcs.

bepemennocms u nocnepoooswiii nepuoo

He tpeOyercsi KOppeKIMu 10361 KOMOWHAIMM JapyHAaBUP/pPUTOHABUDP Y TAlMEHTOB BO BpeMs
OEepeMEeHHOCTH U B NOCIepooBbIi nepuoa. Heo6xonnmo cobiogaTh OCTOPOKHOCTh Y MALUEHTOB,
OJIHOBPEMEHHO IPHUHHUMAIOLIUX IIpenaparsl, KOTOpPblE MOIYT YMEHbBIIATh KOHLIEHTPALHUIO
JapyHaBUpA B IIJ1a3Me€ KPOBH.

eTu
[TanmenTs! ot 6 110 18 1eT, paHee Moyy4aBIlve aHTUPETPOBUPYCHYIO TEPATUIO

Pexomennyemast 103a qapyHaBUp/pUTOHABHP AU AeTeit oT 6 mo 18 et m maccoil Tena He MeHee
20 Kr 3aBHCHT OT Macchl Tena (CM. TaOJIUILy HIXKE) M HE JI0JDKHA TPEBBIIATh PEKOMEHIYEMYIO 103y
st B3pocabix naruenToB (600/100 mr 2 paza B CyTKH).

Tabnetku KeMepyBup H0JKHBI IPUHUMATBCS C PUTOHABUPOM 2 pa3a B CYTKH BO BPEMsI €/IbI.
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Pexomenayemasi 1o3a napyHaBupa u pnmnannpmn%ﬁi:ﬁu—ﬂﬁné
MOJIy4YaBUINX AHTHPETPOBUPYCHYIO TEPAIUIO

Macca Tena (Kr) Ho3a

> 20 kr — < 30 kr 375 mr mapynasupa ¢ 50 Mr putoHaBUpa 2 paza B CyTKU

> 30 kr — <40 kr 450 mr napynasupa ¢ 60 Mr puToHaBUpa 2 pas3a B CyTKU

> 40 xr 600 mr mapynasupa ¢ 100 Mr putoHaBupa 2 pas3a B CyTKH

bezomacHocTh 1 3G heKTUBHOCTH y AeTel B Bo3pacte oT 0 10 6 et u Bece MmeHee 20 Kr HA JTaHHBIN
MOMEHT HE YCTaHOBJICHBI (JIsl TaHHOM JIeKapCTBEHHON (POPMBI U JO3UPOBKH).

[Ipenapat KemepyBup He cieayer Ha3HayaTh (IPUMEHSTD) y JieTel 10 18 j1eT, paHee He MOTy4YaBIInX
AHTUPETPOBUPYCHYIO TEpalHio, B CBSA3M C PHUCKOM, CBSA3aHHBIM C OIACEHUSIMU OTHOCHUTEIBHO
6e3omacHocTH U 3¢ pekTuBHOCTH.

Croco0 nmpuMeHeHus

BuyTtps. [lanmeHTs! 10MKHBI OBITH MPOMHCTPYKTUPOBAHBI O MpHEME JapyHaBHUpa ¢ HU3KOM 10301
puToHaBUpa He no3aHee 30 MUHYT IOCIE 3aBEpIICHUs €bl. THM MUY HEe BIUSET Ha aOCOpOLHIO
JapyHaBUpA.

4.3. IlpoTuBoONOKA3aAHUS

e [ WUnepyyBCTBUTENBHOCTh K JapyHAaBUPY WM K J00OMY H3 BCIIOMOIaTENbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B paszzene 6.1.

e OgHOBpPEMEHHBIN NPUEM JIapyHABHpa U PUTOHABHPA B HU3KUX J03aX C MperapaTaMu, KIUPEHC
KOTOPBIX TMPEUMYIIECTBEHHO ormpeaensercs u3opepmenTtom nuroxpoma P450 CYP3A4, u
MOBBIIICHUE KOHIEHTPAIMU KOTOPHIX B TUIA3ME COMPSIKEHO C BO3HUKHOBEHHEM CEpPBhE3HBIX
W/WAITY YTPOXKAIOITUX )KU3HU TOOOYHBIX A (HEKTOB (Y3KHI TeparneBTHYECKU nruarna3oH). K Takum
mpemapaTaM OTHOCATCS acTeMH30J, ai(y303UH, KOJXUIUH (y MAlUEHTOB C IMOYCYHOW WIH
MEYEHOYHON HEJIOCTATOYHOCTHIO), NANOKCETHH, CHIIeHAQWIT (IPUMEHSIOIIMNACS I Teparuu
JIETOYHOW apTepHaIbHON TUNEPTEH3UM), aBaHA(WI, TeppeHaTuH, MUAa30daM (MEPOPaIbHO),
HAJIOKCETOJI, TpHUa30JiaM, IIU3aNPH]I, TUMO3HU/, Typa3uJI0H, paHOIa3HMH, CEPTUH/IOJ, KBETHAIIHH,
MperapaTsl, COAEPIKAIINE ATKAIOUIBI CTIOPBIHBU (3PTOTAaMUH, TUTHIPOIPTOTAMUH, IPTOMETPHH
¥ METHJIDPTOMETPHH ), UBAOpaIvH, KOMOWHAIIHS JIOMHABUP/PUTOHABHP, aMHOIaPOH, OCTIPUIIII,
JPOHEIAPOH, KOMOWHAIMS T'Pa30NpPEeBUP/IT0ACBUP, XUHUIAWH, JTUIOKAUH TPH CHCTEMHOM
BBEJICHUH, CHMBACTATHH, JIOBACTATHH, TUKATPEIOP, JJoMHUTAMu (CM. Takxke pasnern 4.5).

e [lpu mpumeHeHMM JAapyHaBUpa M PHUTOHaBUpa B HHU3KHMX J103aX MALMEHTHl HE JOJDKHBI
OJIHOBPEMEHHO MPUMEHATh Npenaparbl, coaepxkamiue puGamMnulIMH, a TaKXKe Ipenaparsl,
coJIeprKalle SKCTPaKT 3Bepo00si MPOABIPSIBICHHOTO, TOCKOIBKY OJHOBPEMEHHOE MPUMEHEHHE
MO’KET MIPUBECTH K OHWKEHUIO KOHIEHTPALMU AapyHaBUpa B IIa3Me. ITO MOXKET MPUBECTU K
notepe TepaneBTu4eckoro 3¢ dexra u pa3BUTHIO PE3UCTECHTHOCTH.

o Tspkenas nmedeHoYHast HeqOoCcTaTOUHOCTH (Kiacce C no Yaina-ITsto).
4.4. Ocobble yka3aHus U MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

[TaneHTOB HEOOXOAMMO TNPOWH(GOPMHUPOBATH O TOM, YTO COBPEMEHHBIE AHTHPETPOBHUPYCHBIE
npenapaThl He uineunBatoT BUY-undekuuio u He npegorspamaot nepeaayy BUY, B Tom uucie
1oJIoBbIM IyTeM. [lannenTam ciieyeT pa3biCHUTh HEOOXOIUMOCTh COOIIOIEHHS COOTBETCTBYFOIIMX
Mep NPeAOCTOPOKHOCTH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

oTBeTa. B CJIydac OTCYTCTBUA HWIIM IMOTCPU BHUPYCOJOTMYCCKOTO OTBETA HeO6X0)II/IMO IMPOBECTU
HCCIICA0OBAHNEC HA HAJTUYNEC PE3UCTCHTHOCTH.

JlapyHaBup NperMYILECTBEHHO CBSI3bIBAETCS C alib(ha-1-KUCIIBIM ITMKONPOTEUHOM I1a3Mbl. CTeNeHb
CBA3BIBAHUA 3aBUCHUT OT KOHLOCHTPAHUKU CBO60)IHOFO aﬂL(ba-l-KI/ICJ'IOFO TJIMKOIIPOTCHHA. Taxkum
00pa3oM, Henb3sl UCKIIOYaTh BIMSHHUE MpEnapaTroB ¢ OOJBIIMM CPOACTBOM K aib(da-l-kucmomy
TJIUKOMPOTEUHY IJ1a3Mbl Ha KOHIIGHTPAIIMIO CBOOOIHOTO napyHaBupa (cMm. pasnen 4.5).

[lanmeHTEl, paHee IOdYYABIIKE JICUYSHHUE — IPUEM IIpemapara 1 pa3 B CYTKHU

KomOuHanwst napyHaBUp/pUTOHABHpP HE JOJDKHA NPUMEHSTHCS C 4acToToil | pa3 B CyTKH y
MAIMEeHTOB, paHee MOJIYYaBIIMX HHTHOUTOPBI MpOTea3bl M UMEIOIIUX, 10 KpaiiHeW Mmepe, OIHY
MYTaIliIo, BBI3BIBAIONIYIO PE3UCTEHTHOCTH K aapyHaBupy (V111, V32l, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V) unu ¢ miazmenssiM ypoBiem PHK BY-1 > 100 000 konwii/mMia u
xomugectBoM CD4+ kietok < 100 x 10%m (cm. pasnen 4.2).

[Ipumenenne KOMOWHALIMK JapyHABHP/PUTOHABUP COBMECTHO C ONTHUMH3UPOBAHHON 0a30Boi
tepanued (OBT), Bxmtouaromeir 2 u 6onee mpemapara kiacca HUOT, we msywanock y Takux
nanueHToB. J[aHHbIe 0 MprUMeHeHnd y narnueHToB ¢ BUU-1 npyrux rpymii, 3a HCKIIFOUEHUEM TPYIIIBI
B, orpanuuens (cM. pazgen 5.1).

Iloxxnible MalKEHTHI

WNudopmanus o nedyeHnn KoMOMHAIMEW NapyHaBUP/pUTOHABUP MALMEHTOB B Bo3pacTe 65 JeT u
CTapllle BeChbMa OrPAaHMYEHA, HEOOXOIUMO COOII0AAaTh OCTOPOKHOCTh IPU JICUEHUHM TaKHX
MAUEHTOB JapyHaBUPOM, [IOCKOJIbKY Y HUX 4Yallle BCTpe4aeTcs AUCPYHKIMS NEYSHU, U OHH Yallle
CTPa/aloT COIYTCTBYIOIUMHU 3a00JI€BaHUAMHU WIIM IPUHUMAIOT KOMOMHUPOBAHHYIO TEPAIIHUIO.

IlpueM ¢ puTOHABHUPOM

JapyHaBup Bcerga cielyeT Ha3HadaTb C HM3KOM J030M pPHUTOHaBUpa B KauecTBE CPENCTBA,
YJIy4IIAIOUIEro €ro (papMaKOKHMHETUYECKUE XapaKTEpUCTHKH, a TaKKe B KOMOMHALMM C JPYTMMHU
aHTUPETPOBUPYCHBIMU TmpenaparamMu (cMm. pasgen 5.2). IlosTomy mnepen HayajloM Tepamnuu
JapyHaBUPOM HEOOXOJUMO O3HAKOMHUTBCS € OOIIed XapaKTepUCTHKOW JIEKaPCTBEHHOTO
npernapara/MHCTpyKLUUEH 110 MEJUIIMHCKOMY IIPUMEHEHUIO PUTOHABUDA.

AbcomoTHas OMOIOCTYITHOCTD TOCiIe pa3oBoro mpuema 600 Mr gapyHaBUpa COCTaBHIIA TIPUMEPHO
37 % m yBenuuuiach NpuMepHo 10 82 % mocie mpuema JgapyHaBupa B kKomOuHanuu co 100 mr
puTOHaBHpa ABa pasza B cyTku. CyMmmapHusblil 3¢ dext ynyumenus GpapMaKOKHHETUKU AapyHaBUPA
PUTOHABUPOM BBIPA3WJICS MPUMEPHO B 14-KpaTHOM YBEJNIWYEHHHM KOHIIEHTpAllMM JapyHaBUpa B
IJ1a3Me MOCJIe pruemMa ofHOM 103b1 3Toro npemnapata (600 mr) B komOunanuu co 100 Mr putoHaBupa
JIBa pa3a B CyTKU. Takum oOpa3om, gapyHaBUp HEOOXOJUMO MPUHUMATh TOJBKO B KOMOMHAIIMH C
HU3KOH /10301 pUTOHABUPA B KauecTBE (PapMaKOKMHETUIECKOTO YCHIIUTEIS.

[ToBeIlIeHNE YKa3aHHOW JJ03BbI PUTOHABUPA HE MIPUBOIUT K 3HAYMMOMY YBEITUUEHHUIO KOHIIEHTPAIUH
JapyHaBHUpA B IUIa3ME, U MIOATOMY /103y PUTOHABHUPA HE PEKOMEHIYETCS IMOBHIIIATh.

bepeMeHHOCTH

[Mpenmapatr KemepyBup ciieyer mpuMeHsITh BO BpeMsi OEPEeMEHHOCTH TOJBKO B TOM Cllydae, eCiid
MOTEHIMAJIbHAs TI0JIh3a MPEBBIMACT BO3MOXHBIH pHCK. CleqyeT ¢ OCTOPOKHOCTBIO TPUMEHSTh
MperapaThl, KOTOPHIE MOTYT MPUBECTH K CHUYKCHHUIO KOHIIEHTPAIIUY TapyHaBUpa Y OEPEMEHHBIX (CM.
pasznensl 4.5 u 5.2).

KoskHEBIE peakiiuy TSKEI0M CTENEHN

VY 0,4 % nanueHToB npu npuemMe AapyHaBupa Obuid 3aUKCUPOBAHBI KOXKHBIE PEAKIMH TSHKETOH
CTEMEHHU, KOTOPbIE MOTYT COINPOBOXIATHCS JHMXOpPaaAKOH u (WIHM) YBEJIMYCHHEM aKTHBHOCTH
NeyeHOYHbIX TpaHcamuHa3. DRESS-cunapom (JiekapcTBeHHass ChIb ¢ DO3WHODUIMEH |
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MOCTPETUCTPALIMOHHOM TE€PUOJIe COOOIIAIOCh O pa3BUTHUM TOKCHYECKOI'O 3IMUAEPMAIbHOTO
HEKpOJIM3a U OCTPOr0 IeHEPAIM30BAaHHOTO SK3aHTEMAaTO3HOrO IycTyise3a. IIpM BO3HUKHOBEHHMHU
MIPU3HAKOB WJIM CHUMIITOMOB KOKHBIX PEaKIUi TSKEJIOW CTENeHHU (ChIb TSDKEIOro TEUCHMs WU
ChIITb, COTIPOBOXAAEMAsl TUXOPAIKOM, OOIUM HEAOMOTAHUEM, YCTAIOCThIO, OOJISIMU B MBIIILAX WX
CyCTaBax, BOJIBIPSMH, MOPAKCHUSIMH POTOBOI MOJOCTH, KOHBIOHKTUBHTOM, I'€aTUTOM U (HJIH)
H03MHOUMINEH U Ap.) IpUEM apyHaBHpa HEOOXOIMMO HEMEIJICHHO TIPEKPATUTD.

Ceinp yaime HaOIroJalach y MAlMCHTOB, paHee MOJYyYaBUIMX AHTHPETPOBUPYCHYIO TEPANHUIO U
MPUHUMAIOIINX OJJHOBPEMEHHO PAITETPABUP U KOMOWHAIMIO JapyHABUP/PUTOHABHUD, TTO CPABHEHUIO
C TMAlMeHTaMH, [OJYYaBIIUMH [0  OTACABHOCTH  PAJTErpaBUp HIM  KOMOHHAIIUIO
napyHasup/putoHaBup (cM. paszzen 4.8).

JlapyHaBup cCOAEpKUT CybhoHaMUIHY0 Tpymny. HazHaueHue qapyHaBupa naueHTam ¢ ajiepruen
Ha CyJb(OHAMUIBI TOJKHO MTPOU3BOIUTHCS C OCTOPOKHOCTHIO.

IIalueHThl ¢ COMYTCTRBYIOIIUMU 3a00JICBaHUSIMU

Hauueﬂmbz ¢ 3ab0nesanuaMU neyenu

JlaHHBIE 10 NPUMEHEHHIO KOMOMHALMM JAapYHAaBUDP/PUTOHABHP Yy TALMEHTOB C TSKEIbIM
HapyuieHHeM (QyHKIUY [IeYeHH OTCYTCTBYIOT, CJIEJOBATEIbHO, 1aTh CleIU(pHUECKUE pEKOMEH AU
[0 JIO3UPOBAHMIO HE NPEACTaBIsAETCS BO3MOXKHBIM. [IprieM KoMOMHanuM AapyHaBUpP/pUTOHABUP
IIPOTHBOIIOKA3aH y MALUEHTOB C TSKEJIOH MEYEHOYHOM HeAocTaTodHocThio (knacc C mo mkane
Yaiinna-I1pt0). OCHOBBIBAsACH Ha JITaHHBIX, YTO CTAOMIIbHBIC (PapMaKOKMHETHUYECKHUE TapaMeTphl IPU
MIPUMEHEHUU JapyHaBHpa Yy MAlMEHTOB C JIETKOM M YMEPEHHOM CTENEeHbI0 HAPYIIEHUS (YHKIUH
nedyeHu (kaacc A u B mo mkane Yaitnga-I1pio) cpaBHMMBI ¢ mapaMeTpaMy Yy 370POBBIX JIMIL,
KOPPEKIMHU 103bI TALUEHTaM C JIETKOW M yMEPEHHOM CTeNeHbI0 HapyLIeH!s (QyHKLINHU MeYeHH (Kiacc
A u B no mkane Yaiinna-Ilbto) He TpeOGyeTcs, OAHAKO CIEAYeT C OCTOPOXKHOCTHIO NMPUMEHSTH
KOMOHMHAIMIO JapYHABUP/PUTOHABHD y ATHX MAIMEHTOB (cM. paszneinsi 4.2, 4.3 u 5.2).

T'enamomoxcuunocmo

[Tpu npuMeHeHUN KOMOWHAILINY JapyHABUP/PUTOHABHP BO3MOXKHO PAa3BUTHE TEMATUTA, BHI3BAHHOTO
MPUMEHEHHEM JICKAPCTBCHHBIX TIpenapaToB (HANpUMep, OCTPBIA TEMaTUT, UTOIUTUYCCKUN
renatut). ['ematutr nabmogancs y 0,5 % manueHToB, MOMYyYaOMIMX KOMOMHUPOBAHHYIO TEPAIUIO
JapyHaBUP/pUTOHABUD. Y TAIMEHTOB C HAPYIICHUSAMHU (QYHKIUHM MEYCHHU, B T.4. C XPOHUYCCKHM
aKTUBHBIM renaTutoM B wim C, uMeeTcs MOBBIMIEHHBIA PUCK Pa3BUTHS TSHKEIBIX HEXKENIaTeIbHBIX
SIBIICHUI CO CTOPOHBI TICUCHH.

HeobxommMo TPOBOAWTE MOHUTOPUHT COOTBETCTBYIOIIMX JaOOPAaTOPHBIX IOKa3aTelliel Iepes
Ha3HaYeHUEeM KOMOWHHPOBAHHON Tepanmuu AapyHaBHPOM/PUTOHABUPOM U BO BpEMs JICUCHHS.
CrnemyeT paccMOTpeTh BO3MOKHOCTh KOHTpoutst yBenuueHus akTuBHOCTH ACT/AJIT y manueHToB ¢
XPOHUYECKHM TeMaTUTOM, IUPPO30M WIIM Yy MAlMEHTOB, Y KOTOPBIX HaOII0/anach MOBBIIICHHAS
AKTUBHOCTH TpaHCaMHWHA3 MEPC] HavaJlOM TCpalru H, OCO6€HHO, B TCYCHHC INCPBBIX HCCKOJIBKUX
Mecs1eB KOMOMHUPOBAaHHOW TepaIuu JapyHaBUPOM/PUTOHABUPOM.

B ciydyae oOHapyxeHHs HapylmieHWH (yHKIUU T[EYSHW WIH YXYAMICHUS WX TSXKecTH (B T.4.
KJIMHUYECKH 3HAYMMOE YBEIMYECHHE aKTHMBHOCTH IEYECHOYHBIX (epMeHTOB u (MamM) Takux
CUMITOMOB, KaK YCTaJIOCTh, aHOPEKCHsI, TOIIHOTA, )KEJITyXa, MOYa TEMHOTO IBETa, OOJIE3HEHHOCTh
NP MajNbHalui TEeUeHHU, TelaTOMETanus) ClelyeT pPacCMOTPETh BO3MOXKHOCTH IMpEpbIBAaHUS WU
OTMEHBI Teparuy KOMOWHAINEH TapyHaBUP/PUTOHABHD.

HauueHmbl ¢ 3a001e6AHUSMU NOYEK

[Touku urparOT HE3HAYMUTENBHYIO POJIb B KIMPEHCE JapyHaBUpa, U TMOITOMY Y TMAIMEHTOB C
3a00JIeBaHUAMHU TIOYEK OOIIMIA KIMPEHC JapyHaBHpa MPaKTUYECKH He yMeHblIaeTcs. JlapyHaBup u
pUTOHABHP 00J1a/1at0T BHICOKOW CTEMEHBIO CBSI3BIBAHMS ¢ OCITKAMU TUTa3Mbl, U TI0O3TOMY T'e€MOUAIIN3
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NnJIn HepI/ITOHeaHLHBII/I anaJIn3 HE I/IFpaIOT CYHIGCTBGH HOU POJIU B Bb) CHUHU STU IIpCTIapaToOB U3

opranusma (cM. pazzaensi 4.2 u 5.2).
Tayuenmul ¢ cemoghunueii

NmeroTcst cooOuieHns 00 yCUIEHUH KPOBOTEUEHUH, BKIIIOYAs CIIOHTAHHBIE KOKHBIE FeMaToOMbl U
reMapTpo3, y TalueHTOB ¢ TreModuiuueil Thuma A u B, Je4eHHbIX HHTHOMTOpaMH MPOTEa3bl.
HekoTopsie 3 3THX manueHToB nonxydanu ¢pakrop cBeprbiBanus kposu VIII. bonee yuem B monosune
ONMCAaHHBIX CJIy4yaeB JIEYEHHE MHTUOMTOpaMM IpOTea3bl MpPOAOIIKaIoch 0e3 mepepbiBa MU
B0O300HOBJISIIOCH OCJIE BPEMEHHOM IPUOCTAHOBKH. BBIJIO BBICKA3aHO NPEATNOIOKEHUE O TPUUUHHON
CBSI3M MEX]y JICYEHHEM HHTHOUTOpaMHu IpoTea3bl M YyCUJIEHUEM KPOBOTEUEHMsS Y MAllMEHTOB C
reMopmineii, OIHAKO MEXaHW3M TaKoW CBs3M He ycraHoBieH. [lanmueHToB ¢ remoduiuei,
MOJTy4alOIUX KOMOMHAIMIO JapyHaBUpP/pUTOHABUP, CIEAYET MPOUH(OPMUPOBATH O BO3MOKHOCTH
YCUJICHUS! KPOBOTCUEHHUM.

CaxapHblii 1rnadeT/THHEPrInKEMUI

VY nauueHTOB, NOJYyYaroLMX AHTHUPETPOBHPYCHYIO TEpalMiO, BKIKOYas HWHIMOUTOpPHI MpOTEasbl,
OINMCaHbl BIEPBHIC BBISBICHHBIE CIydyau caxapHOro auadera, TUIEPIIMKEMUs WIM yXyZIIEeHue
TEUYEHUs] YK€ CYIIECTBYIOIEIO caxapHOro jauabera. Y HEKOTOPbIX M3 3TUX MalUEeHTOB
TUIEPIIIMKeMHsl Obla TSKENIOM W B psijie CIIy4aeB CONPOBOXKAAJIACh KETOALUUIO030M. Y MHOTHX
NAIMeHTOB HMENHM MECTO COIYTCTBYIOLIME 3a00JeBaHMs, HEKOTOpble M3 KOTOPBHIX TpeboBayin
JIeYeHus IpernapaTaMy, CIOCOOCTBYIOIIMMU Pa3BUTHIO CaXapHOIo Auadera WK TMIEePrIuKEMHUN.

Macca Tena u MeTaboaudYecKue napaMcTphbl

VY nanueHToB, MOJyYaroUIMX aHTUPETPOBUPYCHYIO TEPaIrio, MOXKET HAOJII0JaThCS YBEIUYECHUE
MAacchl Tella, a TAK)KE MOBBIILIEHHE YPOBHS JIUITUI0B U TIIIOK03bI KpOBU. Takue n3MeHeHUs MOTYT ObITh
YaCTUYHO CBSI3aHBl C KOHTpPOJEM 3a00jeBaHUs M 00pa3oM XHU3HU. B HEKOTOpBIX cilydasx ObLIO
JI0OKa3aHO, YTO MOBBILIECHUE YPOBHS JIMIIUIOB KPOBU CBA3aHO C IIOCICACTBUSAMU JICUCHM, OJHAKO, HE
OBUIO JI0KA3aHO, YTO YBEIMYEHUE MACCHI TEIA KaK-TO CBA3aHO C IIPOBEJCHUEM aHTUPETPOBUPYCHOU
Tepanuu. JlJis MOHMTOPUHra YpPOBHSA JIMIMJIOB M TIJIFOKO3bI KPOBHM HEOOXOIMMO CJe0BaTh
COOTBETCTBYIOIIUM PEKOMEHJAIMSIM 10 JiedeHuto mnanueHtoB ¢ BUY-undekuwmeit. Hapymenus
JUIUAIHOTO METab0IM3Ma HEOOX0AUMO JIEYUTh COOTBETCTBYIOILUMHU MperapaTaMu.

OcTeoHekpo3

HecmoTpss Ha MHOro(akTOpHYIO OTHOJOTHIO (HMCIONB30BAaHHE TIFOKOKOPTUKOCTEPOUIHBIX
TOPMOHOB, yIOTPEOJICHHE aJIKOTOJIs, TsDKENas CTETIIeHb MMMYHOCYIIPECCHH, MOBBIIIEHHBIH WHIEKC
Macchl Tena), ObUIM OTMEUEHBI CIlydal OCTEOHEKpO3a, B OCOOCHHOCTH y mamueHtoB ¢ BUY-
UH(EKIUeH B NMPOABHHYTOW cTamuu W (WIK) y TAIUCHTOB, JUTEIBHOE BPEMs MOJIYYaOIINX
KOMOMHHPOBAHHYIO aHTUPETPOBUPYCHYIO Tepamnuto. [1areHTs! ToMKHBI ObITH MPOUH(POPMUPOBAHBI
0 HEOOXOTMMOCTH HE3aMeJIUTEIBHOTO MOCEIICHUs Bpaya B cydae MOsBJIeHUs Ooleil B cycTaBax,
CKOBAHHOCTHU B CYCTaBaX WJIM 3aTPYJHEHHUS TBUKCHUM.

CI/IHZ[DOM BOCCTAHOBJICHUSI UMMVYHUTCTA

YV BUY-uHGHIHUPOBAHHBIX TTAIIMEHTOB C TSHKEIBIM HMMYHOIE(DUIIUTOM B Havyajie KOMOMHHPOBAHHOMN
AQHTUPETPOBUPYCHOM TepalM¥ BO3MOYKHO TOSBJIIEHHE BOCIAJIMTEILHON DPEaKIMH OpraHu3Ma Ha
OECCHMIITOMHbBIE WM OCTAaTOYHBIC ONMOPTYHHCTHYECKHE HWH(M)EKIMH, YTO MOKET IPHBECTH K
CEPBhE3HBIM KJIMHUYECKUM OCJIOKHEHUAM WM YXYAMIEHHIO CUMITTOMATHKH. OOBIYHO TaKHE PEAKIHH
HaOJTIOIAI0TCS B TIEPBbIE HEJIENN WITH MECAIIBI IPUMEHEHHUsI KOMOWHUPOBAHHOM aHTHPETPOBUPYCHOM
Tepanud. B KadecTBe NPUMEPOB  MOXKHO TPHBECTH  [UTOMETAIOBUPYCHBIM  PETHHHT,
reHepaar30BaHHble W (MJIH) MECTHBIE MUKOOAKTEpHaIbHble HHA)EKIIMN U THEBMOHHIO, BHI3BAHHYIO
Pneumocystis jiroveci. HeoOXxoauMo OmMpeaensaTh TSKECTh JIIOOBIX CHMITOMOB BOCHAJICHUS |
MPOBOJIUTH COOTBETCTBYIOIILYIO TEPATTHIO.

AyTonMMyHHBIE 3a00ieBaHus (Takue Kak Ooye3Hb ['peiiBca M ayTOMMMYHHBIM TENAaTHUT) TaKkKe
OTMEYaJNCh NPHU BO3HMKHOBEHHM BOCHAJIMTEIBHOIO CHHAPOMA BOCCTAHOBJIEHHS HWMMYHHOH
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3a0071eBaHUs MOTYT HAYHUHATHCA CITYCTA MECALBI ITOCJIC HaYalla TCpaltunu (CM. pas3acin 48)

BSaHMO[LGﬁCTBHG C APYI'UMU JCKAPCTBCHHBIMMU IIpCiapaTaMu

HapyHaBup u putoHaBup sBistoTcss unruouropamu uzodepmentos CYP3A u CYP2D6, a taxxke
WHTUOUTOpAMHU P-rnuxomnporenHa. OnHOBpEeMEeHHOE pUMEHEHNE KOMOWHAINN
JIapyHaBHP/PUTOHABUP W JPYTUX IIPENapaToB, KOTOPbIE META0OIM3UPYIOTCS MPEUMYIIECTBEHHO
nzopepmentamu CYP3A, CYP2D6 u mepeHocstcss P-rmKonpoTenHOM, MOXKET NPUBOIUTH K
MOBBIIIEHUIO KOHIIEHTPALUU TaKUX MIPENapaToB B IJ1a3Me, BCIEACTBUE YEr0 MOTYT YCHIIMBATHCS WIIN
YAJIUHATHCS UX TEpareBTUYECKUE U HexenaTeabHble 3P GeKThl (cM. pasznen 4.5).

HapyHaBup u putoHaBup Metabonmusupytorcs uzopepmentoM CYP3A. OnHOBpeMEHHBIH MpHeM
npenaparoB, WHAYHHpyOmuX akTUBHOCTE CYP3A, MoXeT yBenmn4nuTh KIMPEHC NapyHaBHpa H
pUTOHABHpa, B pe3yJbTaTeé YEro YMEHBIIUTCS KOHLIEHTpAlUs JapyHaBUpa B IIJIa3Me.
OnHOBpeMeHHBIN TpueM mnpenapatoB, wHruOupyrommx CYP3A, MOXeT yMEHBIIUTHh KIMPEHC
JapyHaBUpa W PUTOHABHpA, B pe3yJbTaTe€ YEro YBEIUYUTCS KOHLEHTpalMs JapyHaBUpa H
pHUTOHaBHpa B Ma3me (cM. paszaen 4.5).

OnHOBpeMEHHOE  NpPUMEHEHHWE  KOMOMHALMU  JapyHaBUpP/pUTOHABUpP €  KOMOMHAIMen
JIONIMHABUP/PUTOHABUD, PUPAMIUIIMHOM U PACTUTEIILHBIMU MperapaTaMu, COJIepKalliMH 3KCTPAKT
3BepoOost mpoabipsiBiaerHoro (Hypericum perforatum) mportuBomnokasaHo (cM. pasaen 4.3 u 4.5).
[Ipumenenne 3¢aBUpeH3a COBMECTHO ¢ KoMOuHanmen gapynasup/putonasup 800/100 mr onun pa3
B CYTKHM MOXET NPHUBOJUTH K JOCTHXKEHHIO HEIO0CTaTOYHOro 3HadeHus Cmin JapyHaBupa. Ecnu
3¢aBUpeH3 HEOOXOIUMO NPUMEHATh COBMECTHO € KOMOMHanued JapyHaBUp/pUTOHABUP, TO
1es1eco00pa3Ho MpUMEHSATh KoMOMHaIuIo aapyHaBup/putonasup 600/100 mr nBa pasa B cyTku. Y
MAlUEHTOB, MOJIyYalollUuX TEPanui0 KOJXUIMHOM M CHJIBHBIMM HHTHOUTOpamMu u3odepMeHTa
CYP3A u P-rnuxonpoTenHa, OTMEYAJINCh JKU3HEYT'POKAIOIIME M CMEpTeNbHbIC JIEKapCTBEHHbIE
B3auMoencTBus (cM. pasnen 4.5).

4.5. B3aumojeiictTBie ¢ JAPYrUMH JIeKAPDCTBEHHLIMH TMpenapaTaMd U Jpyrue BH/bI
B3alMOJAEHCTBUSA

Bce wuccnemoBaHus 1O ONPENEICHUIO B3aWMOJCHCTBHUS NPOBOJMIMCH TOJBKO Ha B3pOCIBIX.
HapyHaBup, IpUMEHSIEMbII B KOMOWHAIIUU C PUTOHABHPOM, SIBIIIETCS HHTHOUTOPOM M30(hePMEHTOB
CYP3A, CYP2D6 wu P-rnmukonporenHa. OJHOBpEMEHHOE TMpPUMEHEHHE KOMOWHAIINH
JapyHaBUP/PUTOHABHP ¥  MPEMapaToB, KOTOpPbIE METAOOIM3UPYIOTCS  MPEUMYIIECTBEHHO
modepmentamu CYP3A, CYP2D6 wu mnepeHocstcs P-rmukonmpoTeMHOM, MOXKET BBI3BIBATh
MOBBIIIICHUE KOHIICHTPAIMKA TaKWX IMPEnapaToB B IDIa3Me, YTO, B CBOK OYEpe]b, MOXET OBITh
MPUYMHON YCWJICHUS WIHM TPOJOHTHPOBAaHUS TepamneBTHueckoro 3¢ddekra, a Takke NPUUNHOU
MOSIBJICHHSI TOOOYHBIX (D PEKTOB.

He nomyckaercsi coBMecTHOE MpUMeHEeHHne KOMOUHALIMN JapyHaBUP/PUTOHABHP C JIEKAPCTBEHHBIMH
npernapaTamMy, KIMPEHC KOTOPBIX B 3HAYUTENIBHOHN creneHu 3aBUCUT OT m3odepmenta CYP3A, u
MOBBIIIEHNE CUCTEMHOTO YPOBHS KOTOPBIX MOKET COMPOBOXKIATHCS PA3BUTHEM CEPbE3HBIX W/WIH
YTPOKAIOLIUX KU3HU SBICHUM (Y3KUI TepareBTUYECKUI MaIa3oH).

OO6muit (hapMaKOKMHETHUECKUN yCHIMBAOMUN 3 (GEeKT pUTOHABUpA 3aKIIOYANICS B YBEIHMUEHUU
CHUCTEMHOT'O YPOBHSI JIapyHaBUpa NpUMEpHO B 14 pa3 mpu 0JJHOKpATHOM MpUEME JIapyHABUPA B J103€
600 mr B codyeTanuu ¢ putoHaBupoMm B 1o03e 100 mr 2 pa3a B cyTku. Takum oOpaszoM, IapyHaBUD
HEOOXOJIMMO WCIONB30BaTh B COYETAHUH C TOJIBKO HHU3KHUMH JI03aMH PHTOHABUpA Kak
(hapMaKOKUHETHUECKOTO «YCHIUTENS.

KomOuHnanuio qapyHaBup/puTOHABUP HE CIEAYET MCIOJIB30BaTh C JPYTUMHU aHTHPETPOBUPYCHBIMU
npernaparamMu, KOTopble TpeOyIOT MCII0JIb30BaHHsI pUTOHABUPA B KauecTBE (DapMaKOKHHETHYECKOTO
«YCHIIUTEIS.
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B KIIMHUYCCKOM HCCJICAOBAHHMU C HCIIOJIBb30BAHUECM CMECCHU DCTBCHHI) TIpcriapaTton,

Metabonmsupyembix nuroxpomamu CYP2C9, CYP2C19 u CYP2D6, oTmedanoch MOBBIIICHHE
aktuBHocTH CYP2C9 m CYP2C19 u wnrubmposanme axtuBHocTH CYP2D6 B mpucyrcTBHM
KOMOMHAIIMH JJapyHaBHP/PUTOHABUP, YTO MOXKET OBITH 00YCIOBIEHO MPUCYTCTBUEM HU3KOW JO3BI
putoHaBupa. COBMECTHOE TPUMEHEHHE JapyHaBHpa H PHTOHABHpA C JICKAPCTBEHHBIMH
npemnapatamu, MerabonusupyeMbiMu mnpeumytiectBeHHO CYP2D6 (Hampumep, QuieKanHHIOM,
nponageHOHOM, METOMPOJIOJIOM), MOKET MPHUBOAWUTH K TOBBIIICHUIO KOHIICHTPALUU OSTHX
JIEKapCTBEHHBIX IpPEnapaToB B IIa3Me, YTO CIIOCOOHO BBI3BaTh YBEJIMYECHUE WM MPOJUICHUE HX
TepaneBTHYECKOTO dPPeKTa U HeKeIaTeIbHbIX peakiuuil. CoBMECTHOE IPUMEHEHHE JTapyHaBHpa U
PUTOHABHpA C JICKAPCTBEHHBIMH IpenapaTamy, MpeuMyIlecTBeHHO MeTabonusupyembivu CYP2C9
(marmpumep, Bapdapunom) u CYP2C19 (mampumep, METalOHOM), MOXKET MPUBOIAUTH K CHU)KECHUIO
CHUCTEMHOI'0 YpPOBHSI 3THX JIEKapCTBEHHBIX CPEJCTB, YTO CIIOCOOHO BBI3BAaTh CHIDKEHHE WU
COKpallleHHE UX TepaneBTu4Yeckoro 3¢ dexra.

Xors a¢pdexr B orHomennn CYP2C8 wusywancs tompko In Vitro, coBMeCTHOE NpHMEHEHHUE
KOMOWHAIIMM JapyHAaBUP/PUTOHABHP C JIEKAPCTBEHHBIMHU IIperapaTtaM, MPEeUMYIIECTBEHHO
MmetabonuzupyembiMu CYP2C8 (Hanmpumep, NMakIUTaKCEIOM, POCUTIIUTA30HOM, PEHarivuHUIOM),
MOJKET TPUBOJIUTH K CHUKCHUIO CHCTEMHOTO YPOBHS 3THX JIEKAPCTBEHHBIX CPEJICTB, YTO CIIOCOOHO
BbI3BaTh YMEHbIICHUE WM COKpAILEHHE UX TePAeBTHUECKOTO Y PeKTa.

PurtonaBup uHrHOMpyeT TpaHcopTHeIE MOJeKyIbl P-rmukonporenna, OATP1B1 u OATP1B3, u ero
IpUMEHEHHe C CcyOcTpaTaMM 3THX TPAHCHOPTHBIX MOJEKYJ MOXKET MPHUBECTH K IOBBILICHUIO
KOHLEHTpAaLUi 3TUX [IPernapaToB B IJIa3Me (Harnpumep, JjadurarpaHa STeKCUIaT, TMIOKCUH, CTATUHBI
1 003€HTaH).

.HCKaDCTBeHHBIe Oopenaparsl, BIMAOMKE HA KOHIICHTPAIIMIO I[aDVHaBI/IDa/‘DI/ITOHaBI/IDa

B merabonusme napyHaBupa M puToHaBupa ydactByeT uzodepmeHT CYP3A. JlekapcTBeHHBIE
npernapaTel, WHIYIHUPYIOMHe akTUBHOCTh H3odepmenTa CYP3A, mpeamnoioKUTebHO YCUISAT
KIIMPEHC JJapyHaBUpa U PUTOHABUPA, BbI3bIBASI CHU)KEHUE KOHIICHTPALIMI STHX MPENnapaToB B IU1a3Me
(HammpuMmep, 3TO Kacaercs pudammnuimHa, 3Bepobos u jonuHaBupa). COBMECTHOE NMpPUMEHEHHE
JapyHaBUpa W PUTOHABUpA C JPYTUMH JIEKaPCTBEHHBIMHU IpenapaTaMu, HHTHOUPYIOLIMMU
nzopepment CYP3A, MOXeT CHWXKaTh KIUPEHC AapyHaBUpa M PUTOHABUPA M TOBBIIATH HMX
KOHIIEHTPALIMIO B MJIa3Me (HalmpuMep, 3TO KacaeTcsi MHAMHABUPA, CUCTEMHBIX a30JI0B, B YaCTHOCTH,
KETOKOHA30J1a ¥ KJIOTPUMa30J1a). DTH B3aUMOJEHCTBYSI ONTMCaHbl HUKE B TaOJINLIE.

Tabauiia B3anMOIENCTBHI MEXKIY OpenaparaMu

[IpuBeIeHHBIN HUKE CIIMCOK IPUMEPOB B3aUMOJEHCTBUNA MEXIY JICKAPCTBEHHBIMH CPEICTBAMU HE
SBJISICTCS. MCUEPIBIBAIOIINMM, WU TOATOMY JJs IOJydeHHs WHGPOpMalMu, CBA3aHHOM C MyTsIMHU
MeTaboaM3Ma, MyTSIMH B3aUMOJCHCTBUS, NMOTEHLMAJIbHBIMU PUCKAMHU M JCHCTBUSMHU, KOTOpBIE
HEOO0XOAMMO TPEANPHHATH B CIyyae COBMECTHOIO IIPUMEHEHMs, cJelyeT oOpamarbes K
COOTBETCTBYIOIIE MHCTPYKIUHM JICKAPCTBEHHOI'O IIPEnapara, MCIOIb3yEMOIO COBMECTHO C
JapyHaBUPOM.

BianmopeicTBrs MeX Ty KOMOMHALIMEH JapyHaBUP/pUTOHABUD M aHTUPETPOBUPYCHBIMH U IPOYHMHU
JICKapCTBECHHBIMH CpEJICTBAMH TIpUBEACHBI B Tabnuie Hmwke (He ompenencHo cokpamiaercst Kak
«H/O»). HanpaBnenue cTpeinku sl KaXI0ro mapameTpa (hapMaKOKHHETHKH OCHOBaHO Ha 90 %
JIOBEPUTEIIPHOM HHTEpBajle Ui CPEAHEr0 TEeOMETPHYECKOTO COOTHOIICHHUS, KOTOPOE MOXKET
HaXOJUTHCS B mpenenax («), Hwke () wm Beime (1) auanazona 80-125 %.

Psan uccrnenoBanuii B3aumojeicTBUs (0003HAYCHHBIM # B TaOJMIle HWKE) OBLIM MPOBEACHBI C
WCIIOJIb30BAaHUEM JI03 JIapYHAaBHpA HIDKE PEKOMEHIYEMBIX WM C JIPYTUM PEXKHMOM TEpariuH.
OddexTsl B OTHOIICHHH COBMECTHO MPUMEHSIEMBIX JIEKAPCTBEHHBIX IMPENapaToB MOTYT, TaKUM
00pa3oMm, OBITh HEJOOIICHEHBI, BCIICJICTBHE 3TOTO MOXKET OBITh TTOKa3aH KIIMHUYECKUH MOHUTOPUHT
0€30IaCHOCTH.




COOTBETCTBYET 3KI

ot 15.05.2026 N= 9684

S

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH
AapyHABUP/PUTOHABUP

B3anmopeiicTBue

AR T 000

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

AHTHUPETPOBUPYCHBIE ITPEITAPATHI JJIA JIEYEHUSA BUY-UHOEKIINHN

Hneuoumopor unmezpaszol

JlomyTerpaBup AUC nonyterpasupa | 22 % KomMOuHnanuro
C 244 nonmyterpasupa | 38 % JapyHaBUP/pUTOHABUD u
Cmax nomyterpaBupa | 11 % JIOJTy TETPaBUP MOXHO
napyHaBup «>* UCTIONIb30BaTh 0€3 KOPPEeKUUu
*Ha ocHOBaHWM  CpaBHEHUH | 1O3HI.
MEXIy  HUCCIEIOBAaHHSIMU  C
UCIIOJIb30BAHUEM HCTOPUYECKUX
JAHHBIX 0 (JapMaKOKHHETHKE
DnBUTETpaBUP AUC snButerpaBupa <« [Ipy coBMECTHOM MPUMEHEHHH
Chmin ar1BUTETpaBHpa <> KOMOWHAIINH
Cmax 2JIBUTETpaBUpa<«—> JapyHaBUP/pUTOHABUP c
AUC napynasupa <> HU3KMMM J103aMU PUTOHABUPA
Cmin napynasupa | 17 % (600/100 mr 2 pa3za B CyTKH) B
Cmax 1apyHaBHpa <> COYETaHUU C DJIBUTETPABUPOM
7032 DJIBUTETpaBHpa JOJDKHA
coctaBiaATh 150mMr 1pa3 B
CYTKH.
PapMaKOKMHETHKA u
peKOMEHIaluu 1o
JO3UPOBAHUIO JUIA APYTHX 103
JapyHaBUpa WIH TUISt
KOMOWHAIINH
AJIBUTETPABUP/KOOUITUCTAT  HE
yCTaHOBIIEHBI. Takum o0pazom,
COBMECTHOE IpUMEHEHNE
KOMOHWHAIIUU
JapyHaBUP/PUTOHABHP B JTFOOOM
no3se, kpome 600/100 mr 2 pasza B
CyTKM, B  COYETAaHUU C
JJIBUTETPABUPOM HE
pexomennayercs. CoBMecTHOe
MpUMEHEHNE KOMOMHAIINH
JapyHaBUDP/pPUTOHABUP u
AJIBUTETPABHpPA C KOOUIIMCTATOM
HE PEKOMEHIyeTCsl.
Panrerpasup B pe3yapTare HEKOTOpbIX | B HACTOSIIEE BpeEMs
KIIMHUYECKHIX UCCIIeIOBaHMM | mpeanonaraercs, 4tro 3¢Qekr
OBUIO  TPEINOJOKEHO,  4TO | palTerpaBupa Ha
palTerpaBUp MOXET BBI3BIBATH | KOHIICHTPAIMIO JapyHaBHpa B
YMEpPEHHOE CHUKECHUE TiazMe HE SBIISICTCS
KOHIICHTpAllUU JapyHaBUpa B |KIMHUYECKU 3HAYHMBIM.
IasMme. Komb6unanuto
JapyHaBUDP/pPUTOHABUP u

panTerpaBup MOKHO MPUMEHSTh
0e3 KOPPEKIIUH JT03bI.
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COOTBETCTBYET 2K

ot 15.05.2026 N= 9684

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH
AapyHABUP/PUTOHABUP

B3anmopeiicTBue

AR T 000

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

Hykneo3uonwie/nykneomuonsie uncudoumopst oopamnou mpanckpunmasel (HUOT)

JmaaHo3uH
400 mr 1 pa3 B cyTku

AUC nunanosuna | 9 %
Cmin tuganozuna H/O
Cmax qunano3una | 16 %
AUC napyHnaBupa <>
Cmin TapyHaBupa <>
Cmax JapyHaBHpa <>

Kom6unarwmro
JapyHaBUP/pUTOHABUP u
TUIaHO3UH MOXXHO TMPUMCHSTH
0€3 KOPPEKIIUH JI03BI.

Jwunano3ux HE00X0TUMO
IPUHUMATh HATOIIAK, TAaKHM
o0pazom, ero clenyeT

npuHUMaTh 3a | 4ac 70 Win
yepe3 2wdaca TOcCie MpUeMa
KOMOWHAINU
JapyHaBUP/pUTOHABUD c
MUIIEH.

Tenodosup

dbymapar
300 mr 1 pa3 B cyTkH

JTU30TIPOKCHIT

AUC Tenodosupa 1 22 %
Cmin Tenogosupa T 37 %
Cmax TeHo(oBupa T 24 %

# AUC napynasupa 1 21 %
# Cmin napynasupa 1 24 %

[Ipu coBMECTHOM NPUMEHEHHUH
KOMOWHAINN

JapyHaBUP/pUTOHABUD c
TEHO()OBUPOM  MOXKET  OBIThH
MOKa3aH MOHUTOPHHT (DYHKIIMH

# Cmax napynasupa 1 16 % MOYEeK, B  OCOOEHHOCTH Y
(1 xoHUeHTpamMu TEHO(POBUPA | TALUEHTOB C CUCTEMHBIMU WIIH
BCJIE/ICTBUE BIITUSTHUS Ha | TOYEYHBIMU  3a00JIeBaHUIMH,
OIOCpEOBaHHBIN MDR-1|nu00 1npu  HCIOIB30BaHUU
TPaHCIIOPT B MOYEYHBIX | HEPPOTOKCUUHBIX MTPEMapaTOB.
KaHaJbIax)

AbGakaBup He wusywanoce. Ha ocHoBanuu | KomOuHanus

OMTpUIITAOUH nyTeld  SIMMHMHAIMK  [POYMX | JAPYHABUP/PUTOHABHP  MOXKET

JlamuBy1uH HHUOT (3umoByamHA, | IpuMeHAThCA ¢ 3TiMu HUAOT

CraByauH SMTpPULIUTAOMHA, CTaBYJIMHA, | 0€3 KOPPEKLIMH J103bI.

3U10BY IUH JaMUBYJIMHA), KOTOpBIE
9KCKpPETUPYIOTCS

NPEUMYIIECTBEHHO IIOYKaMu, U
abakaBupa, B  MeTaboJIHM3ME
KoToporo He ydactByeT CYP450,
HUKAKUX B3aHUMOJICICTBUI MEXK LY
3TUMHU JIEKApCTBEHHBIMU
npernapataMM U KOMOMHauuen
JapyHaBUP/pUTOHABUP HE
IpeJoJiaraeTcs.

Henykneo3uonvle/nenykieomuonsle un2uoumoput oopamnou mpanckpunmazol (HHHOT)

Ddasupens
600 mr 1 pa3 B cyTku

AUC >¢dasupensa 1 21 %

Cmin aaBupenza T 17 %

Cmax 2¢aBupensa 1 15 %

# AUC napynasupa | 13 %

# Cmin mapynasupa | 31 %

# Cmax napynasupa | 15 %

(1 xoHueHtpamuu 53(QaBupeH3a

BCJICACTBUEC I/IHFI/I6I/IpOBaHI/I$I
CYP3A)

[Ipu nmpumeHeHnn KOMOMHALIUU

JapyHaBHpP/pUTOHABUD B
coyeTaHMu ¢  3(aBUPEH30M
MOXET noTpedoBaThCs
KITMHUYECKUH MOHHTOPHHT
TOKCHUYHOCTH B  OTHOUICHUH
LEHTPAJILHON HEPBHOUN
CHCTEMBI, CBSI3aHHBIN c
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COOTEBETCTEYET 3KI(

ot 15.05_2026 N= 968
b ol sl s |

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH
AapyHABUP/PUTOHABUP

B3anmopeiicTBue

ARl W50

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

(| KOHIEHTpanuu JapyHaBHpa
Beaencreue uaaykuu CYP3A)

MOBBIIEHHOW  KOHIEHTpaLHei
a¢aBupeH3a.

IIpuem mpenapata 3¢aBupeHsa B
COYETaHMU C KOMOHMHauuen
JapyHaBUp/PUTOHABHD B J103€
800/100 mr 1 pa3 B CyTKH MOXKET
IPUBOJIUTH K CyOONITUMAIIEHOMY
3HaueHH0 Cmin  JapyHaBupa.
Eciu sdasupens norpelyercs
NpUHUMATh B COYCTAaHUH C
KOMOMHaLuen
JapyHaBHP/pPUTOHABUD, CIEAYET
UCTIOJIb30BaTh peKUM
600/100 mr 2 pa3a B CyTKH.

DTpaBUpUH
100 mr 2 pasa B cyTku

AUC stpaBupuna | 37 %
Cmin aTpaBupuHa | 49 %
Cmax 3TpaBupuna | 32 %
AUC napynasupa 1 15 %
Chmin 1apyHaBupa «»>

Cmax JapyHaBUpa <>

KomOunanuro
JapyHaBUP/pUTOHABUD c
srpaBupuHoMm 200 mr 2 pa3a B
CYyTKM MOXXHO HCIIOJIb30BaTh
0€3 KOPPEKIIUH JT03BI.

HeBupanun
200 mr 2 pa3za B CyTKH

AUC neBupanuna 1 27 %

Cmin HeBupanuna 1 47 %

Cmax HeBupanuna T 18 %

* napynaBupa:  KOHLIEHTpALUU
COOTBETCTBOBAJIM HMCTOPHYECKAM
JTaHHBIM (TKOHIIEHTpAIMH
HEBHUpAINTUHA BCJIC/ICTBHE
unrnouposanusi CYP3A)

KomOunanuro
JapyHaBUP/pUTOHABUD c
HEBHPAITMHOM MOYHO

UCTIONIb30BaTh 0€3 KOppPEeKLIUu
JI03Bl.

Punnusupun
150 mr 1 pa3 B cyTku

AUC punnusupunat 130%
Cmin punnuBupuna T 178%
Crax punnuBupuHa T 79%
AUC napynasupa <>

Cmin mapynaBupa | 11%
Cmax TapyHaBUpA <>

KomOunanuro
JapyHaBUP/pUTOHABUD c
PUIMBUPUHOM MOYHO

UCIIONIB30BaTh 0€3 KOPPEKIHUU
JI03BI.

Huzubumopwvr npomeazvt BHY 6e3 0ononumensHozo npumenenua Hu3Kux 003 pumonasupa’

ATa3zaHaBup
300 mr 1 pa3 B cyTkH

AUC arazanaBupa <>

Cmin aTa3anaBupa 1 52 %

Cmax aTazanasupa | 11 %

# AUC napynaBupa <>

# Cmin TapyHaBupa <>

# Cmax napyHaBupa <>
ATazaHaBup: CpaBHEHME
aTa3aHaBHUpa/pUTOHABHPA
300/100 Mr 1pa3 B CyTKH U
atazanasupa 300 mMr pa3 B CYTKHU B
COYETaHUU C
JlapyHaBUPOM/PUTOHABUPOM
400/100 Mr 2 pa3a B CYTKH.

KomOunammro
JTapyHaBUP/pPUTOHABHUP u
aTazaHaBUP MOYKHO

HCIIOJIB30BaTh 0e3 KOppCKIUn
JO3bI.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 9684

PR B

S e Wl |

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH
AapyHABUP/PUTOHABUP

B3anmopeiicTBue

AR T 000

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

HapynaBup: CpaBHEHUE
JapyHaBHUpa/pUTOHABUPA
400/100 Mr 2 pa3a B CYTKH C
JapyHaBUPOM/PUTOHABUPOM
400/100 Mr 2 pa3a B CyTKH B
COUETaHMM C  aTa3aHABUPOM
300 mr 1 pa3 B cyTKH.

NuaunaBup
800 mr 2 pa3a B cyTKH

AUC unnunasupa 1 23 %

Cmin unguHaBupa T 125 %

Cmax UHJIMHABUPA <>

# AUC napynasupa 1 24 %
# Cmin napynasupa 1 44 %

# Cmax napynasupa 1 11 %

IIpn HCIIOJIb30BaHUU B
COUeTaHUM C KOMOHMHaIMel
JTapyHaBUP/PUTOHABHDP  MOXKET
notpedboBaThCs KOppEeKLUs
no3pl  mHAMHaBHpa ¢ 800 mMr
2 pa3a B cyTku 110 600 mr 2 paza

WnpunaBup: CpaBHEHHE | B CYTKH B ciydae
WHMHABHPA/pUTOHABUPA HENePEHOCUMOCTH.
800/100 Mmr 2 pa3a B CyTKH C
WHIMHABUPOM/apYHABUPOM/
putronasupom  800/400/100 mr
2 pasa B CYTKH.
HapyHaBup: CpaBHEHUE
JapyHaBUpPa/pUTOHABHPA
400/100 mr 2 pa3za B CYTKH C
JapyHABUPOM/PUTOHABUPOM
400/100 Mr B coueTaHMH C
unauHaBupom 800 Mr 2 paza B
CYTKH.
CakBuHaBUD # AUC napynasupa | 26 % KomMOuHanuro
1000 mr 2 pa3za B cyTKH * Cmin napynasupa | 42 % JapyHaBUP/pUTOHABUD HE

# Cmax napynasupa | 17 %

AUC caxBunaBwupa | 6 %

Cmin cakBuHaBupa | 18 %

Cmax caxBuHaBHpa | 6 %
CakBHUHaABUD: CpaBHECHHE
CaKBMHaBHpa/pUTOHABHPA
1000/100 Mr 2 pa3a B CYTKH H
CaKBHHABHpA/IapyHaBUpa/

pUTOHABUPA 1000/400/100 mr
2 pa3a B CyTKH.
JlapyHaBup: CpaBHEHHE

JlapyHaBUpa/pUTOHABUPA
400/100 mr 2 pa3a B CyTKH H
JlapyHaBUpa/pUTOHABUPA
400/100 Mr B  coYeTaHHH C
caksuHasupoMm 1000 mr 2 paza B
CYTKH.

PEKOMEHAYCTCA TPUMCHATL C
CaKBUHAaBUPOM.

Huzubumopui npomeaszvt BHY — 6 couemanuu c Huskumu 003amu pumonasupa’

JlonMHaBUp/PUTOHABUD
400/100 mr 2 pa3a B CyTKH

AUC nonunaBupa T 9 %
Cmin tontuaaBupa T 23 %

CHUXCHUA
(AUC)

BcnenctBue
KOHIICHTpaIluU
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COOTEBETCTEYET 3KI(

ot 15.05.2026 Nz 965:
b ol sl s |

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH

B3anmopeiicTBue

ARl W50

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

JAApYHABHP/PUTOHABHP
Cmax tontuHaBupa | 2 % JlapyHaBHUpa Ha 40 %
AUC nmapynaBupa | 38 0ot IMOAXOISIIIIE 0351 ITOMH
Crmin mapyHaBupa | 51 %* KOMOHMHAIIUM HE YCTaHOBIICHBI.
Cmax napyHasupa | 21 %* Takum 00pa3oM, COBMECTHOE
JlonuHaBUp/pUTOHABHP AUC nonuHaBupa <> MIPUMEHEHUE KOMOWHAIINH
533/133,3 mr 2 pa3za B cytku | Cmin monmaaBupa 1 13 % JlapyHaBUpP/pUTOHABUD c
Crmax montmHaBupa T 11 % KOMOWHHUPOBAHHBIM
AUC papynasupa | 41 % IIPENapaToM, BKJIFOUAIOIUM
Cmin mapynasupa | 55 % JIOTIMHABUP/PUTOHABUD,
Cmax mapyHasupa | 21 % IIPOTUBOIOKA3aHO.
! Ha OCHOBAHHU HE
HOPMAJIM30BaHHbIX 1O  J103€
3HA4YCHMI.

AHTAI'OHHCTBI PEHEIITOPOB CCRS5

MapaBupok AUC wmapasupoka T 305 % [Ipu nmpuMeHeHHH B COYETaHUU

150 mr 2 pa3a B cyTku Cmin MmapaBupoka H/O c KOMOMHAIHEH
Cmax MapaBupoka T 129 % JapyHaBUP/pUTOHABUP 71032
Konuenrpauuu papyHaBupa u|MapaBUpOKa JIOJIKHA
pUTOHABHpa COIJIACOBBIBAIMCH C |cCOCTaBiATh 150 Mmr 2 pasa B
HMCTOPUYCCKUMU JTAHHBIMH CYTKH.

AHTAI'OHUCTHI al-A/I[PEHOPEIEIITOPOB

Andyso3un Ha ocHoBanuu teopernyeckux | OMHOBpEMEHHOE MPUMEHEHUE
Co00paxkeHuil, JTapyHaBUp | KOMOMHALIUU
JTOJKEH MOBBIIIATH | JApyHABUP/PUTOHABHP u
KOHIIeHTpanuio andy3o3uHa B |andy303uHa IPOTHUBOIOKA3aHO.
wia3me (3a cu€T MHruOUpOBaHUS
CYP3A).

AHECTETHKH

AndenTanun He wu3yudanoce. B merabonusme |[Ipu coBMecTHOM MpPUMEHEHUU

andeHTaHuIa y4acTByeT
m3opepment CYP3A, koTopsiii

MOXKET MHTHOMPOBATHCS
KoMOUHaIuen
JapyHaBUpP/pUTOHABUP

C KOMOHMHaLIMENR
JTapyHaBUP/PUTOHABHDP  MOXKET
oTpeOOBaTHCSI CHIKEHUE JO03BI

andenTaHuna, a TaKXKe
MOHHUTOPHHT PHUCKOB
JUTUTEIIBHOTO WA
OTCPOYEHHOTO YTHETEHUS
JbIXaHHUS.

AHTHAHT'HHAJIBHBIE / AHTHAPUTMHUYECKHUE IIPEIIAPATBI

Jwnzonupamu
dnexanHNI
MexkcuneTun
[Iponadenon

He n3yuanocs.

[Ipennonaraercs, qTO0
KOMOWHALUSA

JapyHaBUP/PUTOHABUD TTOBBICUT
KOHI[EHTPAIHIO ITHUX
AHTHAPUTMHUYECKUX TIPETapaToB B
masme (uHrHOMpoOBaHME
modepmento CYP3A w/wm

CYP2DS).

Heo6xomumo cobmtonenne mep
MIPEI0CTOPOKHOCTH, Kpome
TOTO, PEKOMEH Ty ETCS
MOHHUTOPHUHI TEPareBTUYECKOM
KOHIIEHTpaluu (MpH HAJTUYUU
TaKOH  BO3MOXXHOCTH)  3THUX
AHTHAPUTMUYECKUX MPErapaToB
MIPY COBMECTHOM IIPUMEHEHUH C
KOMOHMHAaIen
JapyHaBUDP/pUTOHABHP.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

2026 Mo 9684

[ SN S SLE -

ot 15.05

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH

B3anmopeiicTBue

e
11"

AR T 000

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

JAApYHABHP/PUTOHABHP
AMuomapoH [IpoTBONIOKa3aHO MPUMEHEHHE
benpuann KOMOWHAINN
JlpoHenapox JapyHaBUP/pUTOHABUD c
JInpokauH (CHCTEMHO) aMHUOJapOHOM,  OCTPHIUIOM,
XUHUANH JIPOHETAPOHOM,  JIHJIOKAWHOM
Panonazun (cucTeMHO), XMHUJIUHOM WIH
pPaHOJIa3UHOM.
Juroxcuna AUC purokcuna 1 61 % [TockosbKy IOUTOKCUH
0,4 Mr OTHOKPATHO Cmin auroxcuna H/O XapaKTepu3yeTcs Y3KUM
Cmax murokcuna T 29 % TEpPANEeBTUYECKUM JTUAMA30HOM,
(1 KOHIIEHTpallUM JUTOKCHHA |B ciydae Ha3HAYCHUS
BCJIE/ICTBUE BEPOSATHOTO | IUTOKCHHA nanueHTam,
WHTUOMPOBAHUS P- | monyuaromum KOMOWHAIIHIO
TJIMKOMIPOTENHA) JapyHaBUpP/pUTOHABHD,
NePBOHAYAILHO PEKOMEHYETCS
UCIIOJIb30BaTh  MUHUMAJbHYIO
BO3MOXHYIO JI03y JMTOKCHHA.
Jlanee cnemyeT  MPOBOAMTH
AKKypaTHYI0 THTPAIUIO J103bI
JTUTOKCHHA c LEJbI0
JOCTHXKECHUS KEIIaeMOro
KIMHU4Yeckoro d¢ddexra Ha
¢done OLIEHKHU o0riero
KIIMHUYIECKOTO COCTOSTHUS
HaIyeHTa.
HBabpanun He uzyuanocs. CoBMecTHOE MIPUMEHEHUE
KOMOUWHAIIUU
JapyHaBUP/pUTOHABUP u
uBabpaiMHa MPOTUBOIMOKA3aHO.
AHTHBHOTHKH
Knaputpomuia AUC xiaputpomuriaa 1 57 % | Pekomenmyercst co0JIr0/1aTh

500 mr 2 pa3za B cyTKH

Cmin xiaputpomunuaa T 174 %
Cmax kmaputpoMuninaa T 26 %
# AUC napynasupa | 13 %

# Cmin mapynasupa 1 1 %

# Cmax napynasupa | 17 %

OCTOPOXKHOCTH IPY COBMECTHOM
NPUMEHEHUN KJIApUTPOMHIIMHA
B COYETAaHMHM C KOMOMHaIumen
JapyHaBUDP/pUTOHABUP.

PexomenoBaHHYO 03y

Konnenrpanuu KJIApUTPOMUIIMHA Yy TIAlUEHTOB
14-OH-xnapurpoMuIHa HE | C HapylIeHueM (yHKIMU MOYeK
BBIABISUIUCH TIPH  COBMECTHOM | CIIEAYET BBIOMPATh COTJIACHO
OpUMEHEHUH ¢ KoMOuHaiuel | IHCTpyKIuK o MeIMIMHCKOMY
JapyHaBUP/pUTOHABUD (1 | TpUMEHEHHIO KITAPUTPOMHUIIMHA.
KOHIIEHTPALUN KJIapUTPOMULIMHA

BCJICJICTBUE MHTMOMPOBAHUS

nzodepmenTa CYP3A u

BO3MOXXHOTO HMHTHOMpoBaHUs P-

TJIMKOMPOTEHHA).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 3684
JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -
npenapar, NpuMeHsieMbIi CpenHee reomMeTpuieckoe COBMECTHOMY NMPUMEHEHHI0
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
JAApYHABHP/PUTOHABHP

AHTUHKOATI'YJIAIHTHI
AnukcabaH He wusyuanocs. CoBMmectHoe | [IpuMenenune KOMOWHAIMH
Jlaburarpana ATEKCHWJIAT | IPUMEHEHHUE KOMOWHAIINH | JapyHABUP/PUTOHABUD C ITUMU
PuBapokcaban JapyHaBUP/pPUTOHABHP C | aHTUKOAryJITHTaMHU HE

AHTHUKOATyJISTHTAaMH MOJKET | pPEKOMEH Ty €eTCSl.

MOBBICUTh WX  KOHIEHTPAIUIO

(marHOMpOBaHUEe  M30(epMeHTa

CYP3A u/unm P-

TJIMKOTIPOTEHHA).
Bapdapun He wusyuanocse. IIpu coBmectHoM | [Ipy cCOBMECTHOM NpHUMEHEHUH

NpUMEHEHWH C KOoMOWHaiuel | BappapuHa ¢  KOMOWHAIMEH
JapyHaBUP/pUTOHABUP BO3MOXKHO | AapYHABUDP/PUTOHABHP

U3MEHEHHE KOHIICHTPALIMH | PEKOMEHJIyeTCSI ~ MOHUTOPHHI
BapdapuHa. MEXTyHApOJTHOTO
HOPMAaJIM30BaHHOT'O OTHOIIEHUS
(MHO).
IIPOTHBOCY/IOPOKHBIE IIPEITAPATHI
denobapobuTan He uzyuanocs. Kombunarnmuto
DeHuTONH ®enobapOutan U (EHUTOMH | JapyHABUP/PUTOHABUD HE
MIPEIOI0KHUTEITHHO BBI3OBYT | CIIEAYyET MIPUMEHSTh B
CHIDKCHHE KOHIICHTpALUH | COUEeTaHUU c TUMHU
JapyHaBUpa ¥ pPUTOHAaBUpPA B |JIEKAPCTBEHHBIMU CPEACTBAMHU.
I1a3Me.
(manykuus pepmentoB CYP450)
Kapbamazenun AUC xap6amazenuna T 45 % Koppexkiuu 10361 koMOMHALIUU
200 mr 2 pa3a B CyTKH Cmin kapbamasennHa 1 54 % JapyHaBUP/PUTOHABUD HE
Cmax kapbamazenuna 1 43 % PEKOMEHIYETCSL. Ecnn
AUC papyHaBupa <> norpedyercs IIPUMEHEHNE
Cmin mapynaBupa | 15 % KOMOMHAINN
Cmax 1apyHaBupa <> JapyHaBUP/PUTOHABUP c

KapObaMa3enuHoM, HEOOXOANM
MOHHUTOPHHT  TOTCHIIUATBHBIX
CBS3aHHBIX C KapOama3enuHOM

HeXeJlaTeIbHbIX SIBIICHU.
Cnenyer KOHTPOJINPOBATh
KOHIEHTPALUIO

KapbamaszenuHa, KpOME TOro,
TpeOyeTcst TUTPALIUS €TO JO03BI C

LETIBI0 obecreyeHus
aJIeKBaTHOTO OTBETA. Ha
OCHOBaHHH MOJTYYCHHBIX
pe3yIBTaTOB 03y
KapOamMaszenuHa B MPUCYTCTBUU
KOMOHWHAIINH

JapyHAaBUP/PUTOHABUD  MOXKET
noTpebOBaThCs CHU3UTH HAa 25—
50 %.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 9684

JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -
npenapar, NpuMeHsieMbIi CpenHee reomMeTpuieckoe COBMECTHOMY NPUMEHEHHUIO
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
JAApYHABHP/PUTOHABHP
AHTH/IEIIPECCAHTBI
[TapokceTnn AUC napokceruna | 39 % B ciydae COBMECTHOI'O
20 mr 1 pa3 B cyTKH Cmin mapokcetuna | 37 % MIPUMEHEHHS aHTHICTIPECCAHTOB
Cmax mapokceruna | 36 % c KOMOMHAIHEH
# AUC napyHaBupa <> JapyHaBUP/pUTOHABUP
# Cmin napyHaBupa <> PEKOMEHIyEeMbIM MOJIXOJIOM
# Cmax napynasupa <> ABIIICTCS ~ TUTpAlUsl  JI03bI
AHTHUJICTIPECCAHTA HA OCHOBAHUU
Ceptpanun AUC ceprpanuna | 49 % KJIMHUYECKOU OLICHKH OTBETa Ha
50 mr 1 pa3 B cyTku Cmin ceptpanuna | 49 % aTOT Tpenapar. Kpome Toro, 3a
Cmax cepTpaniuna | 44 % NalueHTaMu,  MOJyYarolUuMHU
# AUC napynasupa <> CTaOHIIbHBIE 03B
# Cmin napynasupa | 6 % AQHTHUJICTIPECCAHTOB,  KOTOpHIE
# Cmax napyHaBmpa <> HAYMHAIOT TEPAIHIO
KOMOWHAaIMEn

JapyHaBUP/pUTOHABUP, CIETYET
HaOJr0/1aTh Ha MpeIMeT OTBeTa
Ha aHTUJIETIPECCAHTHI.

AMUTPUNITUIINH CoBmecTHOE npumMeHenue | [Ipy COBMECTHOM NpPUMEHEHHH
Je3unpamun KOMOHMHALIUU KOMOHMHAIINU
Nmunpamun JapyHaBUP/PUTOHABUDP C STUMH | JapyHABUP/PUTOHABUP C STUMH
Hoprpuntunuia aHTHJICTIPECCAHTAMHU MOJKET | aHTUACTIPECCAHTAMHU
Tpazonon MIOBBICUTD KOHIIEHTPALUIO | PEKOMEH/IYeTCs  KIIMHUYECKUM
AQHTHJICTIPECCAHTOB. MOHUTOPDHHT,  KpOME  TOTO,
(uarudupoBanue CYP2D6 w/unu | MoxeT noTpeboBaThCs
CYP3A). KOPPEKIIHS TI03b1 ITHX
AQHTHU/ICTIPECCAHTOB.
IIPOTHBOPBOTHBIE IIPEITAPATHI
Jomnepunox He n3yuanocs. [Ipn coBMECTHOM NpPUMEHEHHUH
KOMOWHAINU
JapyHaBUP/pUTOHABUD c
JIOMITEPUI0HOM clenyer

coOiroaaTb OCTOPOKHOCTh U
HaOJrO4aTe 3a  IMOOOYHBIMH
peaKiusMHU, CBSI3aHHBIMH  C

JIOMIIEPHIOHOM.
ITPOTHBOI'PUBKOBABIE ITIPEITAPATBI
Bopukonazon He uzyuanoce. PuronaBup moxeT | Bopukonason  He  ciemyer
CHIDKATh KOHIIGHTPAIUIO | TPUMEHATh B  COYETAaHHUH C
BOPHKOHA30J1a B 1a3Me | KoMOMHaImen
(manyxums pepmentoB CYP450) | napyHaBup/puTOHaBUD 3a
WCKIIIOYEHHEM CITydaeB, KOTJa
Ha OCHOBaHHHU OLICHKH
COOTHOUICHUS] PHCKA U TIOJIB3bI
HE00X0MMO IPUMEHEHNE
BOPHKOHA30J1a.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 3684
JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -
npenapar, NpuMeHsieMbIi CpenHee reomMeTpuieckoe COBMECTHOMY NMPUMEHEHHI0
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
JAApYHABHP/PUTOHABHP
Kerokonazon AUC xerokonazomna T 212 % [Ipu HCTOJIb30BAHUH
200 mr 2 pa3a B CyTKH Cmin keTokoHa30ma T 868 % KOMOHWHAIINH
Cmax ketoxonazona T 111 % JapyHaBUP/pUTOHABUP
*# AUC napynasupa 1 42 % HEO0XO0MMO coOroaaTh
# Cmin napynasupa 1 73 % OCTOPOXKHOCTh, PEKOMEH]IyETCS
# Cmax mapynaBupa 1 21 % KJIMHUYECKUH MOHMTOPHHT.
(uarubuposanue CYP3A) Eciu Ttpebyercs coBMecTHOE
NPUMEHEHHE, TO CyTOYHas /1032
KETOKOHA30jla  HE  JOJDKHA
npesbiath 200 mr.
d1yKOHa30J1 He wusywanoce. KomOunanus | Heooxoaumo co0Iro1aTh
[To3akonazon JTApyHaBUP/PUTOHABHP  MOXKET | OCTOPOKHOCTh, PEKOMEHYETCs
N3aBykonazon HOBBIIIATD KOHIEHTPAUIO | KTMHUYECKUNA MOHUTOPUHT.

MPOTHUBOTPUOKOBBIX IPENapaToB
B Iuia3Me (MHruOupoBanue P-
[JIMKOIIPOTENHA),  [103aKOHA30J1

WIH (baykoHazon MOJXKET
MOBBIIIATH KOHLIEHTPAIUIO
JTapyHaBHpa (mHTHOMpOBaHUE
n3opepmenta CYP3A)

Hrpakonazon He wm3yuamocs. CoBmectHOe | HeoOxomammo co0Iro1aTh
CHUCTEMHOE MIPUMEHEHUE | OCTOPOKHOCTh, PEKOMEHYETCS
UTPaKOHA30Jda U KOMOHMHAIMU | KTUHUYECKUN MOHHUTOPHUHT.
TapyHaBUp/pUTOHaBHpP  MOXkeT | Ecmu  TpebyeTcss coBMecTHOE
HOBBIIIATD KOHIICHTPAIUIO | IPUMEHEHHE, TO CyTOYHasl J103a
JapyHaBUpa W WUTPAKOHA30JIa B|UTPAKOHA30Jla  HE  JOJDKHA
Jia3me (marHOUpOBanue | mpeBbimaTh 200 mr.
nzopepmenta CYP3A)

Knorpumaszon He wm3yuamocs. CoBmectHoe | Eciim  TpeOyercs coBMecTHOE
CHUCTEMHOE MIPUMEHEHUE | IPUMEHEHHUE C KJIOTPUMA30JI0M,
KJIOTpUMa3ojia W KOMOHMHAIIMU | HEOOXOAUMO coOiroaaTh
JTApYHaBUP/PUTOHABHDP  MOXKET | OCTOPOKHOCTh, PEKOMEHYeTCs
MOBBIIIATh KOHIIEHTPAIUIO | KTUHUYECKUHA MOHUTOPHUHT.

JapyHaBUpa W/WIK KIOTpUMa3oia
B masme. AUC24q napyHaBupa

33 % (Ha OCHOBaHUU
MO JISIIIHOHHOM MOJIETT!
(hapMaKOKWHETHKH)

IIPOTHBOIIOJAI' PHYECKHE IIPEIIAPATHI

Konxunun He wusyuanocs. CoBmectHoe |Ecnmu  Tpebyercs — Tepamus
OpUMEHEHHE  KOJIXHUIMHA U | KoMOWHaIuei
KOMOWHAIMH JapyHaBUP/pUTOHABUD y
JTApyHaBUP/PUTOHABHP  MOXKET | TAIIMEHTOB C  HOpMaJbHOU
TIOBBINIATH KOHIIEHTPALUIO | QyHKIMEH TMeYeHH WIN TOYeK,
KOJIXUIIMHA (MHrUOMpPOBaHUE | PEKOMEHTyEeTCS CHIKEHUE JT03bI
uzopepmenta CYP3A w/wm P-|konmxunuHa 158105
TJIMKOMIPOTEHHA). MPUOCTAaHOBIICHUE npuema

OTOr0 npenapara.
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COOTEBETCTEYET 3KI(

ot 15.05_2026 N= 968
b ol sl s |

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH
AapyHABUP/PUTOHABUP

B3anmopeiicTBue

ARl W50

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

[TatmenTaM ¢ HapylI€HHEM
(YHKIMM TICYEHH WM TO0YEK

IPOTUBOIIOKA3aHO  TPHMEHSTH
KOJNXUIIMH B COYETAHUU C
KOMOWHAaIER
JapyHaBHP/pPUTOHABUD.
ITPOTHBOMAJIAPHUHHBIE ITPEITAPATHI
Aptemerep/Jlymedantpun | AUC apremerepa | 16 % Kombunarnms

80/480 mr, 6 mo3 uepes 0, 8,
24,36, 48 u 60 yacoB

Cmin apTemeTepa <>
Cmax apremetepa | 18 %

AUC JUTUIPOapPTEMU3UHUHA
1 18 %

Chmin AMTUIpOApPTEMU3UHUHA <>
Cmax JTUTHIIPOAPTEMHU3UHIHA
118 %

AUC nymedantpuna T 175 %
Cmin mymedantpuna T 126 %
Cmax mymecdantpuna T 65 %
AUC napyHaBupa <>

Cmin napynasupa | 13 %

Cmax TapyHaBUpa<>

JapyHAaBUP/PUTOHABUD  MOXKET
NPUMEHATBCS B COYCTAHUU C
apTemeTepoM/TyMmeaHTPUHOM

0e3 KOppPeKIMH J03bl; TeM He
MEHEee, BCIICICTBUE MOBBIIICHUS
KOHIICHTpAuu JTyMe(daHTprHA
JAHHYI0 KOMOWHAITUIO CIIEIyeT
PUMEHSTH C OCTOPOKHOCTBIO.

IIPOTHBOTYBEPKYJ/IE3SHBIE IIPEITAPATBI

Pudammnunun
Pucganentun

He wusywanoce. Pudanentun wu
pubaMIuIuH SBIISTFOTCS
MOIIIHBIMH UHAYKTOpaMH
mopepmenta  CYP3A, oHnm
BBI3bIBAIN BBIpAXXECHHOE
CHIDKEHHE KOHIICHTPALUH IPpyTHUX
WHTHOUTOPOB

poTeas, 4YTO MOXKET MPUBOUTH K
BUPYCOJIOTHYECKOI
Hed(p(PEeKTUBHOCTH W PA3BUTHUIO
PE3UCTEHTHOCTH (MHIYKUUS
depmertoB CYP450). B xonme
MOTBITOK TPEOAOJETh CHIDKEHUE
KOHIICHTPAIUH MOCPEICTBOM
MOBBIIICHUS JI03bI JIPYTHX
UHTUOUTOPOB poreas B
COUETAaHUHM C HU3BKUMH J103aMU
pUTOHaBHpa Ha0JII0/1a71ach
BBICOKAsl 4YacTOTa pEeakKIHil co
CTOPOHBI IICUEHH.

[TpumeHeHne pudaneHTHHA C
KOMOHMHAaIHEH
JapyHaBUP/pUTOHABHP
PEKOMEHTyeTCSl.

HE

[IpoTuBonokaszana
KOMOMHHUPOBaHHAs Tepanus
pupaMIUITHOM c
KOMOWHAINER
JlapyHaBUpP/pUTOHABUP.

Pudabytun
150 mr 1 pa3 B 2 nHs

AUC** pugabytuna 1 55 %
Cmin** pudadbyruna 1 H/O
Cmax®* pudabytuna <
AUC pmapynasupa T 53 %
Cmin mapyHaBupa 1 68 %
Cmax mapynasupa T 39 %

ITanmenTam,
KOMOHWHAIIUIO
JapyHaBUpP/pUTOHABHD,

PEKOMEH/TYETCS] CHUKCHHE JI03bI
pudpabytuna Ha 75% oOT
o0bryHOM 1036l 300 Mr/cyT

MMoJIy4aroum
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 9684

R A

JlekapcTBeHHBIH BsanmoneiictBue 1= "= PexoMenatmm mo - -

npenapar, npuMeHsieMblii CpenHee reoMeTpu4ecKoe COBMECTHOMY NMPHUMEHEHHIO
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
AapyHABHP/PUTOHABHP

**cymma aKTUBHBIX | (Harpumep, 150 Mr dyepes neHsb),
IIPOU3BOIHBIX pudalbyTtuHa|a  Takke  Oosee  4YaCTHIN
(ucxomupii mpenapatr + 25-O- | MOHUTOPUHT o MOBOJTY
JIe3ale TUIIbHBIA METa0OIHT) CBSI3aHHBIX ¢ pudabyTHHOM
B UCCJIE0BAHUM | HEXKEIATeNIbHbIX ~ ABJICHUI. B
B3aUMOJICHCTBUSA ~ HAOIIOAAINUCH | cllyyae HpoOJeM CO CTOPOHBI
CpaBHUMEIE CyTOYHBIE | 0€30MTACHOCTH HE0OXO0IMMO
CHCTEMHbIE KOHIICHTPALIUH | PACCMOTPETh nanpHeiiee
pudabyTuHa Mpu IpUeMe B J03€ | yBEIIMYCHHE HHTEpBalia MEXKIY
300 mr 1pa3 B cyrku B Buje |npuemamu pudadyTuHa H/UIH

MoOHOTeparmu U 150 Mr 4epe3 | MOHUTOPUHT KOHLEHTpALIUU
JEHb B COUYETaHUH ¢ | pucabyTuHa.

KOMOHMHaIuen Heobxonumo H3Y4UTh
JlapyHaBUP/pUTOHABUD ouLuanbHble  PEKOMEHAALUU
(600/100 Mmr 2 pa3a B CyTKH) C|[O  HaJISKalled  Tepamnuu
IIPUMEPHO JIECSATUKPATHBIM | TYOepKyJie3a y B1Y-

YBEIIMYCHUEM CYTOYHOTO YPOBHS | MHQHUIIMPOBAHHBIX MAI[EHTOB.
aKTUBHOro Mertabosnuta (25-O-|Ha OCHOBaHUU npoduiis

ne3anetmwipudadytuna). Kpome | 6e3omacHoCTH KOMOWHAIINH
toro, AUC CcyMMBbl aKTUBHBIX | AapyHaBUP/PUTOHABHP
MIPOU3BOTHBIX pudalyTrHa | yBeTMUEHHE 1036l PHUTOHABHPA
(ucxoaHOrO Npenapara + Ha (hoHe Tepanuu pudadyTHHOM
25-0-1e3aneTmIIbHOTO He TpeOdyeT KOppEeKUHH 03Bl
MeTa0oMuTa)  MOBBICWIOCH B | KOMOMHALIUU

16pa3a, B TO Bpems Kak |JapyHaBUP/pUTOHABUP. Ha
3HaueHHe  Cmax ~ OCTaBaJlOCh | OCHOBAaHHU

COITOCTaBUMBIM. (bapMaKOKUHETUIECKOTO

B Hacrosimiee BpeMs OTCYTCTBYIOT | MOJIETUPOBAHUSI 3TO CHUXKEHHUE
JaHHBIE 10 CPaBHEHHWIO  CO |/J03bI Ha 75 % TakkKe KacaeTcs

CTaHJapTHOU 030 150 Mr pa3 B | MallUEHTOB, MOJTYYaroIUX
CYTKHU. pudadbyTuH B J03e,
Pugabytun sBisieTcs | ornuyaromeiicst ot 300 mMr/cyT.

HHAYKTOPOM U cyOcTpaTom
mopepmenta CYP3A. Ilpu

COBMECTHOM IPUMEHEHUH
KOMOWHAIUU
JapyHaBUpP/pUTOHABUP c

pudalbytunom (150 Mr  uepes
JIeHb) Ha0JI0/1aJI0Ch MOBBIIICHHE

CUCTEMHOM KOHLEHTpaLun

JapyHaBUDA.
IIPOTHBOOIIYXOJIEBBIE IIPEIIAPATBI
JazaTuHuo He n3yuanocs. [Ipn coBMECTHOM NpPUMEHEHHH
Hunotunu6 [Ipennonaraercs, YTO | 3TUX JIEKapCTBEHHBIX
Bun6nactun KOMOWHAIIHS nmpenapaToB ¢ KOMOWHaIMeH
Bunkpuctux JapyHaBUpP/pUTOHABUD OyJeT | tapyHaBUP/pUTOHABUD

MOBBIIIATh KOHLOCHTPAILMIO O3THX | BOBMOXKHO ITOBBIICHHUEC nux
IIPOTHUBOOITYXOJICBBIX IMPCINIAPATOB | KOHOCHTPAIIUH, TAKUM o6pa30M,
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 9684

R A

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH

B3anmopeiicTBue

e
11"

AR T 000

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

AapyHABUP/PUTOHABUP
B 1ia3Me  (MHrHOMpOBaHUE | BO3MOXKHO YBEITUUCHUE
nzopepmenta CYP3A). HE¥KEJaTeJIbHBIX SIBJIEHUH,
OOBIYHO  HAOJIOAEMBIX  TPHU
NPUMEHECHUN JTAHHBIX
JIeKapCTBEHHBIX CPEJICTB.
Heo6xoaumo co0uro1aTh
OCTOPOKHOCTb MPU Ha3HAYEHUU
KaKoro-janobo u3 ITUX
MIPOTUBOOITYXOJICBBIX
npernapaToB B COYETAHUU C
KOMOHWHaIUEeH
JTapyHaBUP/pUTOHABHP.
OBeponumyc CoBmecTHOE MIpUMEHEHUE
WNpunoTekan 9BEPOJIMMYCA MJIM UPUHOTEKAHA
c KOMOMHAaIHeH
JapyHaBUpP/pUTOHABUP HE
PEKOMEHIYETCSL.
AHTHTPOMBOILIUTAPHBIE IIPEIIAPATHI
Tuxarpenop He wusyuanocs. CoBMmectHOE | COBMECTHOE IPUMEHEHNE
OpUMEHEHHe ¢ KOoMOHWHauuen | KoMOMHAIN
JapyHAaBUP/PUTOHABUP  MOJXKET | AapYHABUDP/PUTOHABHP c
OPUBOJUTH K CYIIECTBEHHOMY | THKArpeiopom
MTOBBIIICHUIO KOHIICHTPALIUHU | IPOTHUBOIIOKA3aHO.
TUKarpesopa.
Pexomennyercs  npuMeHEHHE
JIPYTUX aHTUTPOMOOLIUTAPHBIX
npenaparoB, Ha KOTOpbIE He
BIUSET WHTUOUPOBAHHE WM
uanaykiuus CYP  (manpumep,
npacyrpen).
AHTHIICUXOTHYECKHE IIPEITAPATHI | HEHPOJIEIITHKH
Ksernanun He n3yuanocs. CoBmecTHOE MIPUMEHEHNE
[Ipennonaraercs, YTO | KOMOMHAIIUU
KOMOHMHAIINSA JapyHaBUDP/pUTOHABUP c
JapyHABUP/PUTOHABHP TOBBICHUT | KBETHATHHOM
KOHIIEHTPAIUIO 3TOTO | IPOTHUBOIMOKA3aHO, TOCKOJIBKY
AQHTUIICUXOTUYECKOTO Tperapara | BO3MOXKHO yBEJIMUYEHUE
B IUIa3Me. (MHTUOMpPOBAHUE | CBA3AHHOW C  KBETHANIMHOM
uzopepmenta CYP3A). TOKCUYHOCTH. [ToBwimeHwe
KOHIIEHTpaIui KBETHAIHMHA
MO>KET IPUBOINTH K KOME.
[Tepdenazun He uzyyanocs. B ciydae COBMECTHOTI'O
Pucnepunon [Ipeanonaraercs, YTO | IPUMEHEHUS ITUX MIPENapaToB ¢
Tuopunazun KOMOHMHAIINSA KOMOHMHaLuen

JapyHaBUP/PUTOHABUD TIOBBICUT
KOHILICHTPALUIO 3TUX
AHTUINICUXOTHYECKUX MpenapaToB

JTapyHaBUP/PUTOHABHDP  MOXKET
NOTPeOOBATLCSl CHIDKEHHE HX
JI03Bl.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 3684
JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -
npenapar, NpuMeHsieMbl i Cpennee reoMeTpuyecKoe COBMECTHOMY IPUMEHEHHUIO
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
JAapYHABHP/PUTOHABHP
B IUIa3Me. (mHTHOMpOBaHNE
nzopepmentoB CYP3A, CYP2D6
n/unu P-rimkonpoTenHa)
Jlypazunon CoBMecTHOE NpUMEHECHUE
[Mumosun KOMOWHAIINN
Ceprtunion JapyHaBUP/PUTOHABUD c
JyPa3HI0HOM, MTUMO3HIOM HIIH
CEPTUH]IOJIOM
POTHBOIOKA3aHO.
BETA-A/IPEHOBJIOKATOPHI
Kapseauion He u3yuainoce. [lpr coBMECTHOM TPUMEHEHUU
Mertonponoin [Ipennonaraercs, YTO | KOMOWHAITUT
Tumonon KOMOHWHAIUS JTapyHaBUP/pUTOHABHp C OecTa-

JTapyHaBUP/PUTOHABHP TOBBICHT | aIPEHOOIOKATOpAMU

KOHIIGHTPAIlMI0 ~ 3THX  OeTa- | peKOMEHIYeTCsl  KIMHHYECKUI
aJIpeHOOJIOKATOPOB B IJIa3Me | MOHUTOPUHT. CleqyeT pemuTh
(marHOMpOBaHUe  M30()epMEHTA | BOIIPOC O CHIKCHHH JI03bI OeTa-

CYP2D6) aapeHoOIoKaropa.
Bb/IOKATOPBI «ME/UIEHHBIX» KAJIBITUEBbBIX KAHA/IOB
AmtonunuH He M3y4alIoCh. MoxHo | [Ipy cOBMECTHOM IPUMEHEHUN
Juntuaszem MPEANOI0KHUTh, YTO KOMOMHAIUS | ITUX IIpenapaToB c
denoaunuH JApyHaBUP/PUTOHABHP  MOXET | KOMOMHaLMen
Huxkapaunux IIOBBICUTh KOHILIEHTPALUIO | JapyHaBUP/pUTOHABUD
Hudenunun 6J10KaToOpoB «MEJUICHHBIX» | pPEKOMEHJIYETCSl  KIIMHUYECKHM
Bepanamun KaJbLIMEBbIX KAaHAJIOB B IUIa3Me€ | MOHUTOPUHI TEpareBTHYECKUX
(uaruOupoBanue u30(epMEHTOB | M MOOOYHBIX (P (HEKTOB.
CYP3A u/unu CYP2D6)
IJTOKOKOPTHKOCTEPOH/IbI
I'mrokoKOpTHKOCTEPOUIBI, @uyTHKazoH: B KiauHu4eckoM |IIpn OJIHOBPEMEHHOM
MeTaboIn3upyeMble B |MCCII€ZIOBAHUH, B  KOTOPOM | IPUMEHEHHUU KOMOHMHAINH
neppyto odepenb CYP3A (B|puronaBup B j1o03e 100 Mr B |mapyHaBUpP/pUTOHABHP 51
TOM uuciae OeTraMeTasoH, |Kamcylax 2pa3a B CYTKH | NTIOKOKOPTUKOCTEPOHUIOB,
OyaecoHM ], ¢ryTHKa30H, | IpUMeHsUM B coyeTanuu ¢ 50 Mkr | Metabonmsupyembix  CYP3A
MOMETAa30H, MPEAHN30H, | PIryTHKa30HA MPOMHOHATA | (Hampumep, (bayTHKazoHa
TPUAMIIMHOJIOH) MHTpAHA3aJIbHO (4 pa3a B CyTKH) B [ IPONMMOHATa  WIM  JIPYTHX
Te4eHue [ JHEeH Yy 370POBBIX | MHTAISIIMOHHBIX I
J0OpPOBOJIBLIEB Ha0JII0/1aJ10Ch | HA3aIbHBIX
CYILLIECTBEHHOE MOBBILIEHHE | TTIFOKOKOPTHUKOCTEPOUIOB),
KOHLEHTpaLun ¢byTHKa30HA | MOKET BO3pacTarh puCK

MPONMOHATA B TUTa3Me, B TO BPEMsI | pa3BHTHUS CHCTEMHBIX A ()EKTOB
KaK KOHIEHTPAlUU 3HJIOTEHHOTO | TTTIOKOKOPTHKOCTEPOHIOB,

KOPTH30J1a CHIDKAQIIMCH | BKITIOYast cuHapoM KymmHra u
npumepHo Ha 86 % (90 % |cynpeccuto  HaINOYEYHUKOB.
JIOBEPUTENIbHBI MHTEpBan 82— |IIpumeHeHne OJHOBPEMEHHO C
89 %). Ilpm wuHramnaumonHom | merabommsupyembiMu CYP3A
MpUMEHEHUH (ITyTHKa30HA MOTYT | TITFOKOKOPTHKOCTEPOUIAMH  HE
HaO0JII01aThCs Oonee | peKOMEHIyeTCs, 3a
BBID&KEHHBIE 3P (EKTHI. VY | MICKIIFOYEHHEM Clly4aeB, Korja
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 9684

R A

JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -

npenapar, npuMeHsieMblii CpenHee reoMeTpu4ecKoe COBMECTHOMY NMPHUMEHEHHIO
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
AapyHABHP/PUTOHABHP

MMaIeHTOB, MOJYYAIOUIMX | MIOTEHIMAIbHAs  1MOJb3a A
pUTOHABUP u ¢ITyTHUKA30H | MallMeHTa TMPEBBIIIACT PUCK. B
WHTAISIIMOHHO WJIH | TAKUX CIIydasix clenxyer
HWHTpaHa3aJIbHO OTMEUAJIUCh | HA0II0IaTh 3a IMallMCHTaMH Ha
CHCTEMHBIC MpeaAMET CUCTeMHBIX d()(eKTOB
JIFOKOKOPTUKOCTEPOUTHBIE [JIFOKOKOPTUKOCTEPOUIOB.
addexTh, BrOUas cuHAapoM | Cnemyer paccMOTpETb,
Kyuinnra u CYMPECCHIO | 0OCOOEHHO B ciyuae
HaJIIOYEYHUKOB. OddekTsl | HEOOXOTUMOCTH  TUTEIHHOTO
BBICOKOM KOHIIEHTPALlUY | IPUMEHEHUS, aJbTepHATUBHBIE
(byTHKa30Ha Ha KOHIEHTPAIMIO | TTTFOKOKOPTUKOCTEPOUIBI,
pUTOHABUPA B IJIa3Me | MEHEE 3aBUCHMbIC oT
HEU3BECTHEI. MeTa0oau3Ma CYP3A,
Hpyrue HampuMep, OCKIOMETa30H s
TJTFOKOKOPTHKOCTEPOU/IBI: Ha3aJIbHOT'O HWIH
JIEKAPCTBEHHbIE B3aMMOJCHCTBUSA | MHTAIALIMOHHOT'O IPUMEHEHHUS.
He wu3yyanuch. KoHueHTpanuu
3TUX MPENapaToB B IJIa3M€ MOTYT
BO3pacTaTh MpPHU OJHOBPEMEHHOM
MIPUMEHEHUU KOMOHHALIMU
JapyHABUP/PUTOHABUD, TPHUBOJIS
K CHI)XEHHUIO  KOHIICHTpPAalUU
KOPTHU30J1a B CBIBOPOTKE.

JlexcameTa3zoH He usyuanocs. JlekcameTa3oH B~ KauyecTBe
(cuctemHO) JlekcaMeTazoH MOKET CHUXaTh | CHCTEMHOTO Mpenapara CiaeayeT
KOHLIGHTPALUIO JapyHaBUpPAa B |IPHUMEHSTH C OCTOPOKHOCTHIO B
mnasMe (MHAYKOUS U30(epMEeHTa | COYeTaHud ¢ KOMOWHAIMein

CYP3A) JlapyHaBUP/pUTOHABUP.
AHTAI'OHHUCTbBI SH/IOTEJIHHOBbBIX PELIEIITOPOB
bosenTtan He wusyuanocs. CoBMmectHoe |IIpn coBMECTHOM IpPUMEHEHHUU
pUMEHEHNE 003eHTaHa ¢ | koMOMHaIuu
KOMOWHaImen JapyHaBUP/pUTOHABUD
JApYHAaBUP/PUTOHABUP  MOJKET | PEKOMEHJIYeTCSI ~ MOHUTOPHHI
TIOBBINIATH KOHLIEHTPALUIO | IEPEHOCUMOCTH O03CHTaHa.

0o03eHTaHa B IUIa3Me.

Bbosenran MOKET CHIDKATH
KOHIICHTpAIIMIO JIapyHaBUpa U
pUTOHaBHpA B TU1a3Me. (MHLy KU
CYP3A)

AHTHBHPYCHBIE ITPEITAPATBI ITPIMOI O JEUCTBHA JIVIA TEPAITHH I'EITATHTA
C

Huzuoumopuvt npomeasor NS3-4A

Temnanpesup AUC tenanpesupa | 35 % Kombunanuro

750 Mr xaxpie 8 9acoB Cmin TemanpeBupa | 32 % JapyHaBUP/PUTOHABUP HE
Cmax Tenamnpesupa | 36 % pEKOMEHAYETCS NPUMEHATH B
AUC12 napynasupa | 40 % COYETAHHH C TEJIANPEBUPOM.
Cmin napynaBupa | 42 %
Cmax mapynasupa | 40 %
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COOTBETCTBYET SKCTNEPTHOMY OTHETY

ot 15.05.2026 N= 9684

JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -
npenapar, npuMeHsieMbIi Cpennee reoMeTpuyeckoe COBMECTHOMY NPUMEHEHHUIO
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
JAApYHABHP/PUTOHABHP

bouennpeBup AUC 6ouenpeupa | 32 % KomMOuHnanuro

800 mr 3 pa3a B cyTKH Cmin 60onienpeBupa | 35 % JapyHaBUP/pUTOHABUD HE
Cmax 601ienipeBupa | 25 % PEKOMEHIyeTCSl TPUMEHSTh B
AUC papynasupa | 44 % COYETaHUH C OOLETIPEBUPOM.

Cmin mapynaBupa | 59 %
Cmax 1apyHasupa | 36 %

CumenpeBup AUC cumenpeBupa T 159 % KomMOuHanuro
Cmin cumeripeBupa 1 358 % JapyHaBUP/pPUTOHABHP HE
Cmax cumenpesupa 1 79 % pEKOMEHIyeTCsl TMPUMEHSTH B
AUC pmapynasupa T 18 % COUYETaHUU C CUMEIIPEBUPOM.

Cmin mapynaBupa 1 31 %
Cmax 1apyHaBupa <>
Jloza cuMmenpeBupa B ITOM

UCCIIeIOBAaHUH
B3aUMO/JICHCTBUS COCTaBJISLIIA
50 mr npu COBMECTHOM
PUMEHEHUN C

TapyHaBUPOM/PUTOHABUPOM |
150 Mr B rpymnme MOHOTEpamuu

CHMETIPEBHPOM.
I'pasonpeBup/>md6acBup [Tpeamonaraeres, gro | KomOnnanuio
KOMOUHAIHS JapyHaBUP/pUTOHABUD

JApyHaBUP/PUTOHABUP TOBBICUT | IPOTHUBOINOKA3aHO MPUMEHSAThH B
KOHIICHTPALIMIO TPa3olpeBHpa B|COYETAaHUHM C  KOMOHMHAIUEH

ia3Me (mHTHOMpOBaHUE | TPa30NIPEBUP/IM0ACBUP.
n30(hepMEeHTOB CYP3A u
OATPI1B).
PACTHTEJIBHBIE ITIPEITAPATHI
3BepoOoil mpoabIpsABIeHHBIN | He n3yuanocsk. KomMOuHanuro
(Hypericum perforatum) [Ipeanomnaraercs, 4to 3BepoOOHi | AapyHABUP/PUTOHABHP
POBIPSBICHHBIN OyZIeT | IpOTUBOINOKAa3aHO MTPUMEHSAThH B
CHIKATh KOHIICHTPAIMIO | COUETAHUU €  TpenapaTami,
JapyHaBUpa U PUTOHABHpA B |COJEPKAIIUMHU JKCTPaKT
mwiasme (naaykaus CYP450). 3Bepo00s  MPOIBIPSBICHHOTO
(Hypericum perforatum). Ecmwu
MAIUCHT yKe M0JTy4aeT

3BEpO0Ol  MPOJBIPSIBICHHBIMH,
HEOOXOJIMMO €TI0 OTMCHHTL WU,
MO0 BO3MOXXHOCTH, TPOBECTH
aHaJIU3  ypOBHS  BHUPYCOB.
Konnenrpamnus napynaBupa (a
TaKK€ PUTOHABHpAa)  MOXKET
MOBBICUTBCS ~ NPU  OTMEHE
3Bepo00sT  TPOJBIPSIBICHHOTO.
JlaHHbIN 1503010%00519) 2001002071
3¢ (}eKT MOXKET COXPaHSITHCS B
TEUCHHE TI0 KpailHel Mepe
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N2 9684
— — IH]_ .-:_|I_ _|If"|l- I;.'l-l_l_|l .I II:_‘:I:- 'l-_ IFi:':l""::;'I
JlekapCTBEeHHBIN B3aumoaeiicrBue T ":‘J'Patof\ﬁuﬁﬂmn o -
npenapar, NpuMeHsieMbIi CpenHee reomMeTpuieckoe COBMECTHOMY NMPUMEHEHHI0
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
JAApYHABHP/PUTOHABHP

2 Helenb ocJje OTMEHBI
3Bep000s TPOABIPSBICHHOTO.

HHI'UBHTOPBI I'MI-KOA-PEJIYKTA3bI

JloBacTaTun He nsyuanocs. [ToBbiIEHME KOHIICHTpaLUH
CumBactaTuH [IpennonaraeTcss 3HAYUTENBHOE |JIOBACTATHHA WJIM CUMBACTaTHHA
MTOBBIIIICHUE KOHI[EHTPAllU |B  TJIa3ME€ MOXET  BBI3BATh
JoBacTaTMHA M CHUMBACTaTHHA B|MHOIATUIO, B TOM  4YHCIIE
a3me npu COBMECTHOM | pabpomuonu3. Takum oOpaszom,
OPUMEHEHHH C KOMOHMHAalMel | COBMECTHOE IpUMEHEHNE
JapyHaBUP/pPUTOHABHUP KOMOWHAIINH
(marHOMpOBaHue  W30(d)epMEHTA | JapyHaBUP/PUTOHABHUP c
CYP3A) JIOBaCTaTUHOM WU
CUMBACTaTHHOM
IPOTHBOIOKA3aHO.
ATopBacTaTuH AUC aropBacratuna 1 B 3—4 paza|B ciay4dae MIPUMEHEHUS
10 mr 1 pa3 B cyTku Cmin aTtopBactatmHa 1 B = 5,5—|aropBacTaTvHa ¢ KOMOHMHAaIUEH
10 pa3 JapyHaBUP/pUTOHABUP
Cmax aTopBacTatuHa T B =~ 2 pa3a |peKOMEHIyemas HavabHas
# napynasupa 71032 aTOpBAcTaTHHA COCTABIISET

10 mr 1 pa3 B cyTtku. BozmoxkHO
IIOCTENICHHOE TIOBBIIICHUE 03Bl
aTOpBacTaTHHA B COOTBETCTBUU
C KIIMHUYECKUM OTBETOM.

[IpaBacTatun AUC npapactatuna 1 81 % Ecmu Tpebyercss coBMecTHOE
40 Mr 0THOKpPaTHO Cmin mpaBactatuna H/O NpUMEHEHHEe IIpaBacTaTHHA C
Cmax ipaBactatuHa T 63 % KOMOWHAIUEH
'8 orpannueHHOl cyOnONyNIAMHU | TapyHABUP/PUTOHABHUD,
MaIKMEeHTOB HAa0JII01aI0Ch pEeKOMEHIyeTCsl HAuWHATh C
yYBEJIMUEHHE JI0 5 pa3 MHHUMAaIbLHON BO3MOKHOM
JIO3BI npaBacTaTHHA c

TUTpPALME 10  JKEJIaeMOro
KIMHUYeCKoro  3ddekra ¢
MOHHTOPHUHIOM 0€30MAaCHOCTH.

PozyBacTtaTtun AUC posysacraruna 1 48 %] Eciu Ttpebyercs coBMecTHOE
10 mr 1 pa3 B cyTku Cmax po3yBacTaThsa 1T 144 %l IPUMEHEHNE pO3yBacTaTHHA C
Ha OCHOBAHHU KOMOMHAIINER
OITyOJIMKOBAHHBIX JTAHHBIX JapyHaBUpP/pUTOHABUD,
pPEKOMEHAyeTCsT HauWHATh C
MUHUMaJIbHOM BO3MOXHOM
JI03b1 po3yBacTaTuHa c

TUTpPALME 10  JKEJaeMOro
KIMHUYEeCKoro  3ddekra ¢
MOHHTOPHUHIOM 0€30MaCHOCTH.

bJIOKATOPBI H-IT'HCTAMHHOBBIX PEHEIITOPOB

Panntunun # AUC napyHaBupa <> Kombunanuro
150 mr 2 pa3a B CyTKH # Cmin napynaBupa <> JapyHaBUDP/PUTOHABUP MOKHO
# Cmax mapyHaBupa <> OPUMEHATh B COYETAaHUH C
OJioKaTopamMu Ho-
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 3684
JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -
npenapar, NpuMeHsieMbI il Cpennee reoMeTpu4ecKoe COBMECTHOMY MPHMEHEHUIO
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
apyHABHP/PUTOHABHP

TMCTAMUHOBBIX PELENTOPOB O3

KOPPEKIIUH J03BI.
HMMYHOCYIIPECCAHTbI
[uxnocniopun He nsyuanocs. B ciy4ae COBMECTHOTI'O
Cuponumyc Konuenrpanus ITUX | IPUMEHEHUSI ~ PEKOMEHIYeTCs
Takposnnmyc MMMYHOJEIIPECCAHTOB TEPANeBTUYECKU MOHUTOPHUHT

IIOBBICUTCSI IIPU  COBMECTHOM | KOHLIEHTpALUU
NPUMEHCHHH C KOMOHWHAIMEH | IMMYHOCYTIPECCAHTOB.

JapyHaBUP/PUTOHABUD
(uaruOupoBanue  u3opepMeHTa
CYP3A)
DBEpOIUMYC CoBmecTHOE MpUMEHEHNE
IBEpoJIUMyca € KOMOWHarmen
JapyHaBUP/pUTOHABUD HE
PEKOMEHTYETCSI.
HHTAJIAIIHOHHBIE BETA-A/IPEHOMHUMETHKH
Canmerepon He wu3yuanocs. CoBmectHOoe | CoBMECTHOE MIPUMEHEHUE
NpUMEHEHHE  CajJMeTeposia | |calMeTepoia ¢ KOMOHMHAIUeH
JapyHaBUpa C HU3KUMH JI03aMHU | 1apyHABUDP/PUTOHABHP HE
pUTOHABHpa MOXKET MPHUBECTH K |peKoMeHayercs. B pesynbrare
MIOBBIIICHUIO KOHIICHTPALUH | UCTIOb30BaHUS 9TOMN
caliMeTepoJia B Iia3me. KOMOWHAINN BO3MOIKHO

MOBBIIICHHE PUCKA CEepPJCHHO-
COCYJIUCTBIX  HEXKeJaTeIbHBIX
SIBJICHU, CBSI3aHHBIX c
CaJIMETEPOJIOM, BKJIIOYasi
yumHenue  uHtepBaia  QT,
CUIbHOE  cepauebueHue U
CHUHYCOBYIO TaXUKaPAHIO.

HAPKOTHYECKHE AHAJIBTETHKH | TEPAITHA OITHOHTHOH 3ABUHCHMOCTH

Meranon AUC R(-) metanona | 16 % B Hayaje COBMECTHOTO

uHIuBHIyadbHble  703bI B |Cmin R(-) MeTagona | 15 % MPUMEHEHHU C KOMOUWHaIMeu

muanazoHe ot 55 1o 150 mr | Cmax R(-) MeTanona | 24 % JapyHaBUpP/pUTOHABUD

1 pa3 B cyTkH KOPPEKIMs 036l METaJoHa He
TpeOyercs. Tem He MeHee, B
cirydae COBMECTHOTO

NPUMEHEHUS Ha MPOTSKCHUH
OoJsiee ITUTENHHOTO TIEPHOJIA
BPEMEHH MOKET MOTpeOOoBaThCs
YBEITUYCHUE JI03BI METaJ0Ha
BCJIC/ICTBUE  HMHIYKIHUH  €r0
MeTabonu3Ma I0J AEHUCTBHUEM
putoHaBupa. Takum o00pazom,
pEKOMEHIyeTCS  KIIMHWYCCKUH
MOHHUTOPUHT, TIOCKOJBKY Y
HEKOTOPBIX TMAIUCHTOB MOXET
noTpedoBaThCs KOPPEKIIHs
MOJIIEPKUBAIOIIEN TEpaITHH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 9684

~ e

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH
AapyHABUP/PUTOHABUP

B3anmopeiicTBue

AR RR TR0

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

bynpenopdun / HanokcoH
8/2mr — 16/4mr 1pa3 B
CYTKH

AUC 6ynpenopduna | 11 %
Cmin OymipeHop¢uHa <>

Cmax Oymipenopduna | 8 %
AUC nopOynpenopduna 1 46 %
Cmin HOpOynpenopduna T 71 %
Cmax HOpOyTIpeHopduHa 1 36 %
AUC nHanokcona <

Cmin Hanokcona H/O

Cmax HaJIOKCOHA <>

Knnanueckas
YBCIIMUCHUA
bapMaKOKHHETHKH
HOpOynpeHoppuHa HE
yctanoBieHa. [Ipu coBMecTHOM
NPUMEHEHUH C KOMOUWHAIMeH

3HaYMMOCTb
napamMeTpoB

JapyHaBUpP/pUTOHABUP
KOPPEKIHA JI03bl
OynpeHoppuHa  MOXKET  HE

noTpeboBaThCs, TEM HE MEHEe,
PEKOMEHIyeTCs  TINATEJbHBIN
KIIMHUYECKUM MOHUTOPUHI Ha
MpeaMET CUMITOMOB ONMHATHOMN
TOKCUYHOCTH.

ICTPOI'EH-COAEPKAIIIHE KOHTPALENITUBHBIE IIPEITAPATHI

DTUHWIACTPAAUOIN
Hopatunapon
35 Mkr/1 mr 1 pa3 B cyTku

Crmax dTHHHIICTpaAuONA | 32 %

AUC stuammcrpanuona | 44 %
Cmin aTHHWIACTpaauona | 62 %

AUC nopatunapona | 14 %
Cmin HOpaTHHApOHA | 30 %
Cmax HOPITHUHIpOHA <>

Ecnu ACTPOTEHCOICPIKAIIIE
KOHTpPAIENTUBBl TIPUMEHSIOTCS
B COYCTAHMHM C KOMOHHALMEH
JapyHaBUP/pUTOHABUP
PEKOMEH/TyEeTCS UCTIOIb30BaHUE
aTbTEPHATUBHBIX HIIH
JIOIIOJTHUTEIBHBIX CpEeICTB
KOHTpALICIIIHH. 3a
MAIUCHTKAMH, TOJTYYarolMH
ACTPOTEHBI B KayecTBe
TOPMOHO3aMECTUTEIBLHON
Tepanuu, HEOOXOIMMO
HaOMI0aTh Ha peaAMET
CHMIITOMOB ACTPOTEHOBOM
HEIOCTATOYHOCTH.

AHTAI'OHHUCTBI OITHOH/ITHBIX PELIEIITOPOB

Hanoxkceron

He n3yuanocs.

CoBMecTHOE
KOMOWHAINU
JapyHaBUP/pUTOHABUD u
HAJIOKCEroJjia MPOTUBOIOKA3aHO.

IIPUMEHEHUE

HHIHBUTOPbI ®OCDPONHUICTEPA3BI 5 THIIA (®/3-5)

Jns nedeHus SpEeKTUIIBHOU
TUChHYHKITIT

ABanadun

Cunnenadpun

Tamanadun

Bapnenadun

B HUCCIEeI0BaHUN
B3aMMOJICHCTBUS" COMOCTABUMBIE
CHCTEMHBIC KOHIIEHTPAIIUU
cuieHadguia HaOII0JATHCh
Moclie  OJHOKPAaTHOTO MpHeMa
cunaenapuina B go3e 100 mr B
BUJIE MOHOTEpanmuu M B JI03€

25 mr B COYETAaHUU c
KOMOUHaLMen
JapyHaBUpP/pUTOHABHP.

[Ipumenenne  aBaHaduia B
COYETaHMH C KOMOWHaIMen
JTapyHaBUP/pUTOHABHUP
MPOTUBOIIOKA3aHO. Hpyrue
uHruouroper  OJI3-5 TS
JICYEHHUS IPEKTUIIBHOU
TUCHYHKIIUM B COYETAHUH C
KOMOMHAIINER
JTapyHaBUP/PUTOHABHP CJEAYET
MPUMEHATh C OCTOPOKHOCTBIO.
Ecnmn mokazaHo coBMeECTHOE
TIPUMEHCHHE KOMOWHAIINH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 3684
JlexapcTBeHHBIN B3anmopneiicTrBue T TESp o Men tatimi mwo -~ - -
npenapar, NpuMeHsieMbl i Cpennee reoMeTpuyecKoe COBMECTHOMY IPUMEHEHHUIO
COBMECTHO ¢ KOMOMHAIHM el n3menenue (%0)
JAapYHABHP/PUTOHABHP
JapyHaBUP/pUTOHABUP c
cungeHaduiom, BapaeHahuiIoM
1501051 TaganaduIoMm,
PEKOMEHIyETCS puemM

cuiieHaduIa B pa30BOM 103€ HE
Beile 25Mr 3a 48 yacos,
BapjeHaduIa B pa30BOH 103€ HE
BbIie 2,5 Mr 3a 72 daca uiIu
Taganaduiga B pa3oBOM /103€ HE
BeIme 10 mr 3a 72 yaca.

Jns nmeuenus  nerounod |He  wm3ywanock.  CoBmecTtHoe | bezomacHas wu  sddexkTuBHas
apTepUaNTbHON IMIIEPTEH3UN | IPUMEHEHHE CUiieHaduIa WM | 1032 cuiiieHaduIa 1jist JeueHHs

Cunnenadun Taganadpuia B Ka4yeCTBE | JJIETOUHOI apTepHalIbHOM
Tananadun MpernaparoB TUIst J€YCHHS | THIEPTEH3UH TPH NPUMEHEHUH
JIETOYHOM apTepHUaJIbHOM | B COYETAaHUM C KOMOWHAIIMEH
THIEPTEH3MH W KOMOHMHALIMY | AapYHABUDP/PUTOHABHP HE
JApyHaBUP/PUTOHABUP  MOXET | ycTaHOBieHA.  [loTeHuunanbHO
NPUBOAUTE K  TIOBBIIICHHIO | BO3SMOXHO yBEJINYCHUE
KOHIICHTpAIlUU CUJIZICHA(UIIa WK | CBSI3aHHBIX C  CHIIJCHA(PUIOM
Tajanaduia B rasme. HE)KEeIaTeIbHBIX SIBIICHU
(BKITIOYAs 3pUTEIIbHbIC
paccTpoKcTBa, TUIIOTEH3HIO,
JUTUTENEHYTO APEKIINIO u
CHHKOIIAJIbHOE COCTOSIHHE).
Takum o00pa3oM, COBMECTHOE
IpUMEHEHNE KOMOUHAINU
JnapyHaBUP/pUTOHABUD "
cungeHadpuia  JUIs  JICYEHUS
JIErOYHOMN apTepruaIbHON
TUIEPTEH3UN

npotuBonoka3aHo. CoBMeCTHOE
npUMeHeHne Tajanaduiua A

JICYEHUs JIETOYHOMN
apTepUanbHON TUMEPTEH3UH C
KOMOUWHaImei
JlapyHaBUpP/pUTOHABUD HE
pEKOMEHAYeTCSl.

HHTHEHTOPBI TIPOTOHHOH ITOMIIbI

Owmernpazon # AUC napynasupa <> Komb6unanuo

20 mr 1 pa3 B cyTkH # Cmin napyHaBupa <> JapyHaBUP/PUTOHABUDP MOXKHO

# Cmax mapyHaBupa <> OPUMEHATh B COYETAHUU C

UHTUOUTOpaMHU IIPOTOHHOMN

IIOMIIBI 0€3 KOPPCKIUHN JO3bI.

CE/IATHBHBIE/CHOTBOPHBIE IIPEIIAPATBI

Bycniupon He nzyuanocs. [Ipn coBMECTHOM NpPUMEHEHHH
Kiopasenar CenatuBHBIE/CHOTBOPHBIE KOMOMHAINU

Jnazenam npemapatel B 3HAYUTEIFHOM | JapyHABUP/PUTOHABUD C 3TUMH
Ocrazonam o0beme MeTa0OJIU3UPYIOTCS | CeTaTUBHBIMI/CHOTBOPHBIMH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.05.2026 N= 9684

R A

JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH

B3anmopeiicTBue

e
11"

AR T 000

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

JApYHABHP/PUTOHABHP
®dnypaszenam n3odepMeHTOM CYP3A. |cpeactBamu pEKOMEHTyeTCA
Munaszonam CoBMecTHOE  NPUMEHEHHE  C | KIMHUYECKUN MOHUTOPUHT,
(mapeHTepaabHO) KOMOMHAaIMeH KpOME TOTO, CIEAYeT PEeUIUuTh
3onnuaem JapyHABUP/PUTOHABUP  MOJKET | BOIIPOC O CHMIKEHUU JI03BI ATUX
BbI3BATh 3HAYUTENILHOE | TPETapaToB.
MOBBIIICHUE KOHLIEHTPALUU ITUX
IIpernapaToB.
IIpu coBmectHOM mnpumeHeHuu | Eciu MUIa30J1aM
MUJa3ojiaMa IapeHTepalbHO C | HapeHTEePaIbHO Oyner
KOMOUHaIHeu NPUMEHATBCS B COYETAHUM C
JapyHaBUP/PUTOHABUP BO3MOXKHO | KOMOMHAIEH
3HAUUTENIBHOE MOBBILICHHE | JApyHABUP/PUTOHABHUD,
KOHLEHTpaLuu 3TOTrO | JIeYeHHe HE0OX0AMMO HAaUMHATh
OeH30/11a3enuHa. B YCIIOBUSAX OTJIEeTICHUs
JlanHbIe o coBMecTHOMY | uHTeHcHBHOM Tepanuu (OUT)
MIPUMEHEHUIO MUJIa30J1aMa | MU B aHAJIOTUYHBIX YCIOBUSX, B
MapeHTepaIbHO € JIPYTHMMH | KOTOPBIX MOKET OBITh
UHTUOUTOpaMU poTeasbl | 00ecreyeH TINATEIbHBIN
yYKa3blBalOT HA  BO3MOKHOCTb | KIMHUYECKUA MOHUTOPUHI U
MOBBIIICHUS KOHIIEHTPAIIMY | HaJIe)Kallasi Tepanusi B cilydae
MUJa3ojiaMa B 11a3Me B 3—4 pasa. | yTHeTeHHUsI JIBIXaTEeIbHOTO
HeHTpa ¥ / WIU JJIUTENHHOU
cepauuu. Crnexyer  pemuTh
BOIIPOC O KOPPEKLMH JI03bI
MHJa30jlaMa, B OCOOCHHOCTH B
cllydyae  IPUMEHEHHUs  ITOro
npernapara Oozee 4em
OJITHOKpPATHO.
Mpupazonam  (IepopajbHO) [Ipumenenue KOMOUWHAITNH
Tpuazonam JapyHaBUP/pUTOHABUP c
TpUA30JIaMOM WA
MHUJa30J1aMOM MePOPaIBLHO
IPOTUBOINOKA3aHO.
IIPEITAPATBI JUIA TEPAITHH ITPEKTEBPEMEHHOMH AKYJIAIIHHA
JlanokceTuH Her nanHbIX. CoBMmecTHOE [IpUMEHEHUE
KOMOWHAINU
JapyHaBUP/pUTOHABUD u
JTATIOKCEeTHHA
IPOTUBONOKA3aHO.
IIPEIIAPATBI JUVIA JIEAEHHA  YYAIIIEHHOI'O MOYEHCIIYCKAHHA H
HEJIEP)KAHHUA MOYH
de30TepoIUH Het na"HpIx. Cnenyer coOIro1aTh
Comudpenanun OCTOPOKHOCTb P COBMECTHOM
NPUMEHEHUU KOMOUHAIINH
JapyHaBUP/pUTOHABUD c
yKa3aHHBIMU npenapaTami.

HeoOxomuMo HaOmoneHue 3a
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JlekapcTBeHHbIH
npenapar, NpuMeHsieMblii
COBMECTHO ¢ KOMOMHANHEH

B3anmopeiicTBue

e AP AR T 000

Cpennee reoMeTpu4ecKoe
n3menenue (%0)

COBMECTHOMY NIPUMEHCHUIO

JApYHABHP/PUTOHABHP

OOOYHBIMH peaKIUsIMH,
CBSI3aHHBIMU C (PE30TEPOTUHOM
U conudeHalMHOM, BO3MOXKHO,
noTpeOyeTcss CHIDKEHUE JI03bI
YKa3aHHBIX MTPEIapaToB.

+ OddexTrBHOCTE M Oe30macHOCTh JapyHaBupa ¢ puroHaBupoM 100 Mr u moObIMH ApyruMH uHruoutopamu BUY
(manpumep, (doc)ammpeHaBupom, HenpUHABUPOM M THIpaHaBupoMm) y BUY-uHQUIMPOBAHHEIX MAIMEHTOB HE
ycraHoBiieHa. COrJIaCHO TEKYIIMM PEKOMEHAAIMSM 110 JICYSCHUIO Teparusl, BKJIIOYAIoIas 2 HHruOUTopa mpoTeassl, Kak
MIPaBUIIO, HE PEKOMEH Ty eTCsI.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTD M JIAKTAIUSA

bepeMeHHOCTD

HOHHOHGHHBIX I/ICCJ'IGI[OBaHI/Iﬁ JapyHaBHpa 'y 6epeMeHHI)IX JKCHIIMH 110 OIICHKE BIIMAHUA JapyHaBUpa
Ha UCXO0J 6epeMeHHOCTI/I HC POBOJUIIOCH.

Jis HaOmroJeHMs 3a BIMSHUEM Ha IUIOA W OpraHM3M MaTepu co3jaH Peructp mnpuema
AHTUPETPOBUPYCHBIX MPEIIapaToB BO BpeMs OepeMeHHoCTH (WWW.apregistry.com). Jlanusiii peructp
ABJISICTCS. TOOPOBOJBHBIM IPOCIEKTUBHBIM HAOIIOAATENbHBIM HCCIIEJOBAHUEM C LieNblo cOopa U
OLIEHKU JIaHHBIX O BJIMSHHUU TPHUEMa aHTUPETPOBHUPYCHBIX IMPENapaToB HA MCXOJ OCPEMEHHOCTH.
JlaHHBIE O IPUMEHEHUHU JapyHaBUpPa B IIEPBOM TPUMECTpe OEPEMEHHOCTH JOCTATOUYHbI AJISl OLIEHKU
€ro BIMSAHUS HAa YBEIMUYEHHE PUCKA MOSABICHHS BPOXICHHBIX JedekToB mioga. K Hacrosmemy
BPEMEHH I0Ka3aHO, YTO AAPYHABUP HE YBEIMUYMBAECT PUCK BOZHUKHOBEHUS BPOXKAECHHBIX Ae()EKTOB
ILI0/a.

Kom6unanus napyHaBup/puUTOHABUp MPU COBMECTHOM IpHeMe ¢ 6a30BOI Teparnueil OlleHUBalach B
KJIIMHUYECKOM HCCIJIEJOBaHUM C yyacTHeM 34 OepeMEHHBIX KEHIIUH BO BPEMsl BTOPOIO U TPETHErO
TpUMECTPOB OepeMeHHOCTH. PapMaKOKMHETHYECKHUE MJaHHBIE [OKa3aJld, 4YTO KOHIIEHTPAIUH
JTapyHaBUpPA U pUTOHABHPA BO BpeMsi OEpEMEHHOCTH ObLIN HIKE, YEM B IIOCIEPOJLOBOM nepuojie (6—
12 nenenv). Bupycosnornyeckuif OTBET COXpaHsUICA B 00€UX TpyINIax Ha MPOTSKEHHUH BCETO
uccinenoBanus. OTCyTCTBOBajla BEpTHUKaJlbHAs Ieperaya BHUpyca OT MaTepu K MIAQACHIY Y
29 manyeHToK, NPUHUMABIINX AaHTUPETPOBUPYCHYIO TEpamuio BIUIOTH 10 POJOpa3pEIICHUS.
KomOuHnanmst gapyHaBup/pUTOHABHP XOPOIIO NMEPEHOCHIIACh TIPU MPHEME BO BpeMsi OEpEeMEHHOCTH
U B mociepoioBelii iepuo. [Ipoduns 6e3omnacHOCTH B TaHHOM HCCIEIOBAHUU OBbLT COMOCTABUM C
TAKOBBIM Y B3pOCIBIX IMANHUEHTOB, WHMUIHUpoBaHHBIX BUY u mpuUHUMAOMIMX KOMOWHAITUIO
JapyHaBUP/pUTOHABHP.

KomOuHnanmio napyHaBUp/pUTOHABHP MOXXHO Ha3HayaTh OEpPEMEHHBIM >KEHIIMHAM TOJBKO B TeX
cilydasix, KOrja OxXuJaemas II0Jib3a €€ INpUMEHEHus A Oyaymiedl marepu MepeBelIMBaeT
MIOTEHIMAIbHBIN PUCK IS IUIOJA.

JlakTanus

HewussectHo, criocoOeH 1 1apyHaBUp NPOHUKATh B TPYJHOE MOJIOKO y yesnoBeka. MccnenoBanus Ha
KpbICax MOKa3aJlM, 4To MpenapaT NPOHUKAET B MOJIOKO. YUHUTHIBAasE BOBMOXKHOCTH nepenaun BUY ¢
IPYIHBIM MOJIOKOM, a TaKXX€ PHCK CePhE3HBIX MOOOYHBIX 3()(HEKTOB y TPYIHBIX JeTeH, CBSI3aHHBIH ¢
BO3/IeIiCTBHEM Ha HUX JapyHaBupa, BUU-unduirpoBaHHble )KEHITUHBI, MOTyYaroNle JapyHaBHp,
JIOJKHBI BO3EPKUBATHCS OT TPYTHOTO BCKaPMIIMBAHUS.
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HccenenoBanus Ha )KUBOTHBIX HE BBIABUIIN Y JapYHABUPA TOKCUYECKON aKTUBHOCTH WJIM HETATUBHOTO
BIIMSTHUS HA PETPOTYKTHBHYIO (DYHKIHIO M (EePTHIIBHOCTE. B McciaenoBaHny y KpbIC JapyHaBUD HE
OKa3bIBaJ BIUSHHS HA CIIOCOOHOCTh K Pa3MHOXKEHHUIO U (PePTHIBHOCTb.

4.7. BimsiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeACTBAMH M PpadoTaTh ¢
MeXaHU3MaMH

He npoBoaunoch ucciaenoBaHuil MO M3Y4YEHHUIO BIMSHUS KOMOMHAIMM JapyHaBUP/PUTOHABUDP Ha
CHOCOOHOCTh YIPABIATh TPAHCIIOPTHBIMU CpeACTBaMU M MexaHu3MaMmu. OjHaKko, HEOOXOJUMO
MIPUHUMATH BO BHUMAaHUE TOT (PAKT, YTO Y HEKOTOPHIX NAI[IEHTOB BO BPEMsI JICUEHHU S, BKIIOYAIOIIETO
npueM KOMOMHALMU JapyHaBUP/PUTOHABHUP, HAOIIOJANOCh TOJNOBOKpykeHue. Ilpu mnosBieHun
TOJIOBOKPY>KEHHUS CJIEIyeT BO3JIEPKATHCS OT BHIIIOJHEHUS YKa3aHHBIX BUJIOB JACSITEIbHOCTH.

4.8. Hexkes1aTesIbHbIE peakuH

Pesrome npoduig Oe3omacHoCTH

Haubonee dacThiMH NOOOYHBIMHM JIEHCTBHSAMU BO BpeMs KIMHUYECKHX HCCIEIOBAaHUA U B
MOCTPETUCTPALIMOHHOM IIEpUO/Ie ObUIN: uapes, TOIIHOTA, ChIllb, T0JI0OBHAsA 001k U pBoTa. Hanbonee
YacThIMU CEphE3HbIMU MOOOYHBIMM JEHCTBUSAMHU OBLIM: OCTpas IOY€YHas HeIO0CTaTOYHOCTb,
nH(papKT MUOKapJa, CHUHJIPOM BOCCTAaHOBJIEHUS HUMMYHHUTETa, TPOMOOIMTOIIEHUS, OCTEOHEKPO3,
Juapesi, TeNaTuT U JTUX0pPaJKa.

TabnuaHoe pPE3FOME HEXKENATCIILHBIX PEaKIMA

[ToGouHble neiicTBUS NMPUBEAEHBI B COOTBETCTBUU C CHCTEMHO-OPTaHHOM KilaccU(UKaluend u ¢
pacnpeeneHneM [0 YacTOTe BOBHUKHOBEHHUA. B kax10il 4acTOTHOH Tpymnie nobovyHble AeHCTBUS
MIPEACTABIICHBI B IIOPSAAKE YMEHBIIECHUSA UX CEPbE3HOCTH.

YacTota mo6ouHbIX 3()PEKTOB OmpeiesieHa CIeay0mUM 00pa3oMm:
oueHb yacto (>1/10);

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

nevacto (>1/1 000, vo <1/100);

penxo (>1/10 000, Ho <1/1 000);

qaCTOTa HCU3BCCTHA (Ha OCHOBAaHMH NMCIOIIIUXCA JAaHHBIX OLICHUTH HeBOSMO)KHO).

CucremHo-oprannblii kiaacce | HexesatenbHble peakuuu
Karteropust 4acTorsbl
Hnghexyuu u unsazuu

Heuacto ‘ ['epnernyeckas HHPEKIHUS

Hapywenus co cmoponul kposu u iumgamuueckol cucmembl

Heuacto TpomOoruTONIEHNS, HEUTPONIEHN S, AaHEMHUSI, ICHKOTICHHUS

Penxo Do3uHOp NS

Hapywenus co cmoponvl ummynnou cucmemol

Heuacto CHUHIpPOM BOCCTAaHOBJICHHsSI HMMMYHHUTETa, (JI€KapCTBEHHAas)

TUINICPYYBCTBUTCIIBHOCTD

OHOOKpUHHbBIE HAPYULeHUS]
Heudacto ['mnoTtupeo3, TOBBINICHHE KOHIIGHTPAIMU  THUPEOTPOITHOTO
TOPMOHA B KPOBH

Hapywenus memabonuzma u numanus

Yacro Jlumopuctpodust (B TOM  yHWciIe  JUOOrHNEpTpodus,
JTUTIOTUCTPOUS, numnoaTpodus), caxapHbId nualer,
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THIICPJIMITU ACMU A

Heuacto

[Tomarpa, aHOpeKCHs, TIOHUKEHUE aIllIeTUTa, CHIKEHUE MAacChI
Tena, ITOBBIIICHHE Macchl Tela, THIEPTITUKEMUS,
WHCYJTMHOPE3UCTEHTHOCTb, ITOHIDKCHUE KOHIICHTpAIlu1
JUNONPOTENHOB BBICOKOM TIUJIOTHOCTH, MOBBIIICHUE AaNIMeTHUTA,
TTOJIUJTATICHSI, TIOBBIIICHHE aKTUBHOCTH JIAKTATACTHUIPOTEHA3bl B
KpOBU

ITlcuxuueckue Hapywernusi

Yacto becconnunia

Heuacto Henpeccusi, ne30pueHTAallds, TpPEBOra, HApyIICHUS CHAa,
MaTOJIOTUYECKUE CHOBHUACHUS, HOYHBIC KOIIMAaphl, CHUXKEHUE
JMOUI0

Penxo CnyTaHHOCTbH CO3HAHHUS, CMEHBI HACTPOCHHUSI, OECITOKONCTBO

Hapywenus co cmoponul HepgHoti cucmemvl

Yacto ["onoBHas 6016, epudepuyecKas HelponaTusi, FOJI0BOKPYKEHUE

Heuacto 3aTOPMOXKEHHOCTh, ~ IapecTe3usi, THIECTe3us,, JAUCTEB3US,
HapyIleH!s] BHUMaHMsl, HApyIIEHHsI IaMsTH, COHJIMBOCTb

Penko OOMOpOK, CyIOpOTH, areB3usi, HapylIeHue puTMa (a3 cHa

Hapywenus co cmoponwl opeana 3penus

Heuacto

['unepemusi KOHbIOHKTHUBBL, CYXOCTb CIM3UCTON 000JIOUKH I1a3

Penxo

Hapymenue 3penus

Hapywenus co cmoponul opeana ciyxa u 1abupunma

Heuacto

| BecTubymsipHOE rOIOBOKPYKEHHE

Hapywenus co cmoponul cepoya

Heuwacrto Wndapkr Mmuokapaa, creHokapaus, yuyinHenne narepsana QT Ha
IEKTPOKAPAUOTrPAMME, TAXUKAPAUS
Penxo Octpeiit  wHpaApKT MHOKapJa, CHHycoBas Opaaukapaus,

OINYIICHNEC cepz[ue6neHI/I;1

Hapywenus co cmoponul cocyoos

Heuacto

‘ IIoBrimmieHue APTCPUAIBHOT'O OJABJICHUSA, KITPUTITUBLD)

Hapywenus co cmopoHbl ObixamenvHou cucmembl, Op2anos 2pyOHOU KIemKU U cpe0oCmeH sl

Heuacto

Om)mn(a, KalcJib, HOCOBOC KPOBOTCUCHHUC, ICPIICHUC B T'OPJIC

Penxo

Punopest

Hapywenus co cmoponul srceny0ouno-Kueuno2o mpaxkma

QueHp 4acTo

Huapes

Yacro TomoTa, pBOTa, 0O0JH B OOJACTH JKUBOTA, TIOBBIIICHUE
aKTUBHOCTH aMWJIa3bl B KpPOBH, AMCIIENICUS, B3IyTHE >KMBOTA,
METEOPU3M

Heuwacro [Tankpeatut, racTpur, ractpolr3odareanbHblii  peditokc,
aTO3HBIA CTOMATUT, MO3BIBBI K PBOTE, CYXOCTh CIIU3HMCTOM
000JIOYKH TOJIOCTH PTa, TUCKOM(OPT B 001aCTH KHUBOTA, 3ATI0D,
MOBBILIEHHE AKTUBHOCTH JIMMAa3bl, OTPBDKKA, HapyIIEHUE
4YBCTBUTEIBHOCTU B POTOBOM MOJIOCTU

Penko CroMarut, pBOTA C KpOBBIO, XEWUJIUT, CYXOCThb CIM3HCTOU

000J104yKH Ty0, HaJIeT Ha A3bIKE

Hapymesz CO CIMOpPOHbL neverHu u WC@ﬂU@GbZBO()}ZWMX nymeﬁ

Yacto [ToBbllIeHNE AKTUBHOCTH aJlAHUHAMUHOTpaHC(hepasbl

Hegacro ['ematuT, UOUTONUTHYECKUH  TEMATHT, CTEaTO3  IICUECHH,
renaToMerajivs, IOBBIIIEHWE AKTUBHOCTM  TPAaHCAMMHA3BI,
MOBBILICHUE aAKTUBHOCTH acrmapTaTaMUHOTpaHc(epasbl,
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AKTUBHOCTH IIENOYHOM ¢ocdaTtaspl B KPOBH, IMOBBIIICHUE
AKTUBHOCTH raMMarilyTaMuiITpaHchepassl
Hapywenus co cmoponul Kodtcu u noOKONCHbIX mMKaHell

Yacro Combp (B TOM 4Hcle MakyJspHas, MakyJonamyié3Has,
nanyJie3Has, 3puTeMaTO3Hasl U 3yAsias), 3y 1
Heuacto AHTHOHEBPOTHYECKUN  OTEK, reHepaaIn30BaHHAS CBIIIb,

QJICPrUYECKU  IePMATUT, KpalMBHUIA, SK3€Ma, JSpHUTEMa,
TUIEPruipo3, HOYHAs MOTIMBOCTb, ajOlelus, aKHE, CYXOCTh
KOKH, IATMEHTAIHsI HOTTeH

Penxo JlekapcTBeHHass Cbllb € D03MHO(PUIMEH U CHUCTEMHBIMU
nposisinenusimu  (DRESS-cunnpom), cunapom  CtuBeHca-
JI>xoHcoHa, MyJbTH(QOpPMHAs dpUTEMa, NEPMATUT, CeOOpEIHBIN
JICPMATHT, IIOBPEKACHUS KOKHU, KCEPOACPMHUS

Toxkcnueckuii SMUAEPMaIbHBINA HEKPOJIN3, OCTpBII
T€HEepaJM30BaHHbINA SK3aHTEMATO3HBIN MY CTYJIE3

Hapywenus co cmoponul mbluieyHotl, CKeemHol U COeOUHUMENIbHOU MKAHU

Heudacto Mmuanrusi, OCTEOHEKPO3, MBIIICYHbIE CHa3Mbl, MBIIICYHAS
cnabocTh, apTpairusi, 00Jb B KOHEYHOCTAX, OCTEOIOPO3,
TOBBIIIICHNE aKTUBHOCTH KpeaTHH(POCHOKHHA3HI B KPOBH

YacToTa HEeM3BEeCTHA

Penko CKelleTHO-MbIIlIEYHasi CKOBAaHHOCTb, ApPTPUT, CKOBAaHHOCTh B
cycraBax

Hapywenus co cmopoHbl nouex u Moueableo0sauux nymeu

Heuacto Ocrtpas HoyeyHas HE/I0CTaTOYHOCTb, HoyeyHas

HEJ0CTAaTOYHOCTh, IOYEYHOKaMEHHasi OO0JIe3Hb, IOBBIILIEHUE
KOHLIEHTpallMl  KpeaTMHWHa B KPOBH,  IMPOTEUHYPUS,
OmIIMpyOuHYpUsl, IU3YpHsl, HOKTYpUs, OJUIAKIYPHSI

Penxo

CHMXKeHHEe IT0YEIHOTr0 KIIMPCHCA KPpCaTHHHWHA

Hapywenus co cmopoHbl penpodyKkmusHot cucmembsl U MOJIOYHBIX Jicelle3

Heuacto

‘ SpCKTI/IHBHaﬂ ,[[I/IC(I)YHKI_[I/IH, TMHCKOMACTHUA

Obwue HapyweHus U peakyuu 8 mecne 66e0eHUs

Yacto AcTeHusi, ycTanocTh

Heuacto Jluxopaaka, 0oiib B TPYJIHOW KJETKe, NMepu(EpUUECKUA OTEK,
HEJI0MOTaHue, OUTYLIEHHUE XKapa, Pa3ApakUTEIbHOCTb, 00JIb

Penxo O3H00, MJI0X0€ CaMOYyBCTBHE, KCEPO3 KOXKHU

Onmncanue OTACIBHBIX HEXCJIATCIBbHBIX DeaKHI/Iﬁ

Cuino

B ximHMYeCKUX MCCIeI0BaHHUSAX B OCHOBHOM HAOJIOAANIaCh CHINb JIETKOW WJIM CPEHEW CTENeHH.
Chinp yalie BCEro MOSABIAJIACh B TEUEHHME IEPBBIX YETHIPEX HENEIb TEpalMM W Hcue3ana INpu
MIPOJOJDKEHUM TpueMa npenapara. lIpy pa3BUTHMM KOXKHBIX PEAaKIMM TSKEIOW CTENEHH CM.
paznen 4.4.

B xo/1e KTUHUYECKUX UCCIIeIOBAHUH Y TTAIMEHTOB, PaHEE MOTYUYaBIIUX TEPAIUIO, CHIITb, HE3ABUCUMO
OT €€ MPUYHHBI, OOJiee YacTO BO3HUKANA MPH MPUEME CXEM JICUEHUSs, COJEpKalliuX TapyHaBUD U
panTerpaBup, 4eM IpH MpUEeMe JapyHaBHpa 0e3 pajTerpaBupa Wil pairerpaBupa 0e3 rapyHaBHpa.
Crinib, 00yCIOBJIEHHAs PUEMOM TIpernapara, MosiBJsIach CO CXOIHOM dacToTol. Bo3HukaBiias B
KIIMHUYECKUX WCCIEIOBAHUAX CHINb ObLIa JITKOW ¥ CpeIHed CTeNeHW W He MPUBOIMIA K
MIPEKPAILEHUIO TepaInu.
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KoMOuHMpoBaHHasT ~ aHTUPETPOBUPYCHAs Tepamusl BbI3bIBACT  IepepacrlpesieieHue  Kupa
(mumomuctpoduo) y mamuentoB ¢ BUY. Jlunomuctpodus mposBIsIack B BHIE IMOTEPU
nepuQepruyeckoro M TMOJKOXKHOTO >KHpa B O0JIaCTH JIHMIA, YBEIUYEHUS BHYTPHUOPIOIIHOTO H
BUCIICPAIBHOTO JKUpPA, THUMEPTPO(UU MOJOYHBIX KeJe3 W HAaKOIUIGHHS MOJIKOKHOTO JKHpa B
JOPCOLIEPBUKATIBLHOM 0011acTH («ObIduii TOpO»).

Hapywenus co cmoponvl obmena sewecms

KOM6I/IHI/IpOBaHHaH AHTHPETPOBUPYCHAA TCpallrsd BbI3bIBACT HAPYHICHUA oOMeHa BC€IICCTB, TaKHUC
KaK TUNnepTpuUuriInuCpuacMus, ruri€pxojacCTCpuHEeMuA, MHCYJIUHOPE3UCTCHTHOCTD, TMIICPITIMKEMUA U
THUIICPJIAKTATCMU .

Hapyweﬂu}z CO CMOpPOHbL CKeIemHO-MblUEeYHOU MKAHU

[loBbllIeHHe AaKTUBHOCTH KpeaTHMH()OCPOKHMHA3BI, MHAITUS, MHUO3UT M pPadAOMHOIM3 (PEIKO)
OTMEYAJIUCh NPU HUCHOJB30BAHUM HMHTUOMTOPOB MpPOTEa3bl, OCOOEHHO B COYETAHUU C
HYKJICO3UIHBIMU MHTUOUTOpaMH 0OpaTHOM TPaHCKPHUIITA3bI.

beimn oTMeueHBI citydan OCTEOHEKPO3a, OCOOCHHO Yy MAlMEHTOB C OOIIeTpU3HAHHBIMU (paKTOpamMu
pucka, c¢ 3aboneBanueM BUY Ha mo3gHed cTaguu WM ATUTENBHOE BpeMs MOIYYarOIlUX
KOMOWHHMPOBAHHYIO aHTUPETPOBHPYCHYIO Tepamuio. YacroTa BO3HUKHOBEHHUS OCTCOHEKPO3a
HEU3BECTHA.

CqupOM B0CCMAHOBNIEHUA UMMYHUmMema

¥V nanentoB ¢ BUY u Tskenoi cTeneHblo MMMYHOAe(pUIIMTa B MOMEHT Hayasla KOMOMHUPOBAaHHOU
AHTUPETPOBUPYCHON Tepanmuu MOTYT BO3HUKATh BOCHAJIUTENIbHbIE pEaKIUU Ha OECCHMIITOMHO
[poTeKaroIlue WIM ocTarouHble MHpekuuu. Taxke HaOMIOJAINCh ayTOMMMYHHbIE 3a00JeBaHUs
(manpumep, 60me3Hb ['peliBca 1 ayTOUMMYHHBIN renaTuT). OqHaKo BpeMs 10 Hadasia 3a00JIeBaHus
MOJKET BapbUpPOBATHCS, M Takue 3a00JIeBaHUS MOTYT HAUMHATBHCS CITyCTs MECSIbI MOCie Havyasa
Tepanuu.

Kposomeuenus y 6onvuvix cemoghunuet

Habmroganock yBenMueHHE YacTOTHI CIIOHTAHHBIX KPOBOTEUCHHH Yy MAIMEHTOB C TreModuiuei,
MOJTyYaOIIUX AaHTUPETPOBUPYCHBIE MHTUOUTOPHI TPOTEA3HI.

Iayuenmoi ¢ koungexyusamu eupycom cenamuma B u/unu C

VY manueHToB ¢ JaHHBIMM WHQEKIHUAMH, MOJIy4arolMX KOMOWHAIMIO JapyHaBHp/pUTOHABUD,
94acTOTa BO3HUKHOBEHUS MOOOUHBIX 3(h(HEeKTOB M HapyIIEHHH OMOXUMUYECKUX ITapaMeTpoB ObliIa He
BBIIIIE, Y€M Y MAIMEHTOB, MOJYyYarolIMX KOMOWHAIMIO JapyHAaBUP/PUTOHABUD 0e3 KOMHGEKIUU
BupycoM rematuta B w/mnmm C, 3a HUCKIIOYEHHEM TMOBBIIICHUS AKTUBHOCTH TIE€YEHOYHBIX
TpaHcamuHa3. KoHlleHTpalus B ria3mMe y NaieHToB ¢ KOMH(eKuen u 0e3 Hee Obula cpaBHUMA.

Coo011eHune 0 Moa03pEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

BaxHo coo0mare O MOJO3pEBAaEMbIX HEKENATENbHBIX pEaKIMAX IOClIe perucTpanuu
JIEKapCTBEHHOTO Tperapara ¢ Lelbl0 00ecTieueHHsT HEeNpephIBHOIO MOHHTOPWHTA COOTHOUICHHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOTO Ipenapata. MeIMUIMHCKUM pPAaOOTHUKAM pPEKOMEHIyeTcs
coo0LIaTh O THOOBIX MOJ03PEBAEMBIX HEXKEIATENBHBIX PEAKIMAX JEKApCTBEHHOIO Ipenapara 4epes
HallMOHAJIbHBIE CHUCTEMBI COOOIEHHMS O HEeXEeNaTeNbHbIX pPEAaKLUUAX TOCYAapcTB — UYJICHOB
EBpa3uiickoro 5KOHOMHUYECKOTO COHO3a.

Poccuiickas @enepanus

denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpaneHus (PocsnpasHamzop)
Anpec: 109012, r. MockBa, CnaBstHCKasi I101Iaab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnexkTponHas moura: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru
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HETY:

CaiiT B nH(POPMAIIMOHHO-TEJIEKOMMYHHUKAIIMOHHOM CO

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

Pecny6nuka benapych

VII «LleHTp 3KCnepTU3 U UCIIBITAHUHI B 3paBOOXPAHCHUN

Anpec: 222037, Pecniybnuka benapycs, r. Munck, ToBapurieckuii nep. 2a

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

OnekrponHas nouta: rcpl@rceth.by

Caiit B nH(OpMaLIMOHHO-TEIEKOMMYHUKAIMOHHOM ceTn «HTepHeT»: https://www.rceth.by/

4.9. llepeno3npoBka

CHUMIITOMBI

Ceenenust 00 OCTpOi MEepeIo3uPOBKE NPH MPUEME JapyHABHUpPa B KOMOWHAIIMU C PUTOHABUPOM Y
JIOAICH OrpaHUYEHBI. 310pOBbIe TOOPOBOJIBIBI MPUHUMATIN OAHOKpaTHO A0 3200 Mr mapyHaBupa B
Buae pactBopa u g0 1600 Mr B Buae TablieTOK B KOMOWHAIIMM C PUTOHABUPOM, MPU STOM
HeOJIaronpusATHLIX 3P PEKTOB HE OTMEUYEHO.

Jleuenue

Crnenuduueckuii aHTHUIOT Heu3BecTeH. lIpu mepeno3upoBKe cleayeT MNPOBOIUTH OOLIyIO
MOAJEPKUBAIOILYI0 TEPalHMI0 ¢ MOHUTOPUPOBAHUEM OCHOBHBIX (DM3HOJIOIMYECKUX IOKa3aTesei.
JlapyHaBUp NPEUMYIIECTBEHHO CBS3bIBaeTCA ¢ OelKaMM IJIa3Mbl, IOITOMY 3HAUMMOE YAaJICHHE
AaKTUBHOM CyOCTaHIIMK METOJIOM JIMaIn3a MaJIOBEPOSTHO.

5. DPAPMAKOJIOTMYECKUE CBOHCTBA

5.1. ®apmakoauHaMHYecKHe CBOiicTBA

dapMakoTepaneBTUYECKass Tpynma: MPOTUBOBUPYCHBIE CPEICTBA CHUCTEMHOTO  JICHCTBUS,
MIPOTUBOBUPYCHBIC CPEJICTBA IIPSIMOTO JACHCTBHSI; HHTHOMTOPHI IIPOTEa3s.
Kox ATX: JOSAE1L0.

Mexanusm aeiicTeus

HapyHaBup SBIsieTCS WHTHOMTOPOM JMMEPHU3AlMU U KATAIUTUYECKOW AaKTUBHOCTH TMPOTEa3bl
BUU-1. Tlpemapar w30mpaTelbHO WHTHOUpPYET paciieruienne nonunporenHoB Gag-Pol BUY B
MH(UIMPOBAHHBIX BHpPyCaMH KJETKaX, MpenoTBpaiias oOpa3oBaHHE IOJHOLIEHHBIX BHPYCHBIX
YaCTHIL.

I[IpoTMBOBUpPYCHAS aKTHUBHOCTS iN Vitro

JlapyHaBup MPOSIBISIET aKTUBHOCTH MPOTHB JIA0OPATOPHBIX IITAMMOB M KIMHHYECKUX H30JISITOB
BU1Y-1, a Taxke mpoTuB jabopaTopHbIX ImTamMmMoB BUY-2 B nUHUAX OCTPOMH(HUITUPOBAHHBIX
T-mumponUTOB,  MOHOHYKJICAPHBIX  KIETKaX  mepudeprudeckodl  KpOBH  4YENOBEKa U
MOHOLIMTax/Makpodarax ueigoBeka, ¢ MeauaHod 3HaueHus 50 % >hdexTHBHONW KOHIIEHTpAIUH
(ECs0) or 1,2 mo 8,5 umoaw/n (0,7-5,0 ur/mia). JlapyHaBup MHposBIsSE€T HPOTHBOBHUPYCHYIO
AKTUBHOCTH IN VItro 1mo OTHOIIEHHIO K IUPOKOMY CIIEKTPY MEPBUYHBIX H30i1T0B BUY-1 rpymmer M
(A,B,C,D, E, F,G) urpymmst O ¢ ECsoot < 0,1 10 4,3 HMOJIB/I.

Ot 3Ha4ennss ECso HAMHOTO HYDKE AMana3oHa KOHIIGHTPAIM, BBI3BIBAIONINX TOKCUYHOCTH B 50 %
kieTok (ot 87 10 > 100 MxMomb/i).

Pe3ncTeHTHOCTD

Cernekius pe3uCTeHTHBIX K JapyHaBupy BupycoB 1 BUU-1 «aukoro tumay in Vitro Obuta JinTeIbHOM
(6onee 3 nert). [lomydeHHble BUPYCHl HE MOTJIM PacTH B MPUCYTCTBUU KOHIIEHTpAIUI JapyHaBHpa
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BOCIIPUUMYHBOCTD K JapyHaBupy (B 23-50 pa3), comepkanu 2—4 aMUHOKUCIOTHBIX 3aMEHBI B T€HE
nporea3bl. CHUKEHHAs! BOCIPUUMYHBOCTh K JIAPYHABUPY B BO3HUKAIOUIUX MPHU CEICKIIUU BUPyCaX B
JAHHOM PKCIIEPUMEHTE HE MOXKET ObITh 00BSCHEHA MOSBICHUEM ITUX MYTaIlUil 'eHa MPOTEasbl.

[To maHHBIM KIMHHYECKUX WCCIIEAOBAHUN y MAIIMEHTOB, paHEe TMOTYUYaBIINX aHTUPETPOBHPYCHYIO
TEPAINIo0, BUPYCOJIOIHUSCKUH OTBET Ha JapyHaBHP B KOMOMHAIIMU C PUTOHABUPOM B HHU3KOM J103€
CHIDKAJICS, KOT/Ia B HavaJie MCCIIEOBAHUS PUCYTCTBOBAIU MM B XOJIC JICUCHUS Pa3BUBAINCH 3 U
0oJiee MyTalluy, CBI3aHHBIX C Pe3UCTEHTHOCTHIO K napyHasupy (V11l, V32l, L33F, 147V, 150V, 154L
w M, T74P, L76V, 184V, u L89V).

Kpatnoctes moBsimenuss ECso mapynaBupa mo cpaBHeHuio ¢ ucxonnoit (FC) Owuia cBsizaHa co
CHIDKEHHEM BHPYCOJIOTUYECKOTO OTBeTa. BBuIM ompesesieHbl BEpXHUH W HIDKHHHA KIMHUYECKHE
noporu B 10 u 40 pa3z. M3onsatel ¢ ucxoanoit FC<10 pa3 BocnpuumuuBsl; n30i1Tsl ¢ FC > 40 6bu1n
PE3UCTEHTHBIMH.

Bupycel, n301upoBaHHbIe y TAIIMEHTOB, NOTY4YaBIINX JapyHaBup/putoHasup mo 600/100 mr 2 paza
B CYyTKH, Y KOTOPBIX pa3BUJIaCh BUPYCOJOTHYECKAs HEyJaua B BUJEC PELUIMBA, U KOTOPHIC OBLIN
BOCHIPUUMYUBHI K TUIIPAHABUPY MOCIE JICYSHHS B TIOJABIISIFOIIEM OONBITMHCTBE ciydaeB. Hanbonee
HU3Kasg 49acTOTa Pa3BUTUS PE3UCTEHTHOCTH HAOJIO/Anach y MAIMEHTOB, paHEe HE IMOTY4YaBIIUX
JICYEHUS] CPEJACTBAMHU AHTUPETPOBUPYCHOM Tepamuu, KOTOpbIE BIIEPBbIE HAyajld MOJIy4aTh
JapyHaBUP B KOMOWHAIMY C IPYTUMH MperapaTaMu aHTUPETPOBUPYCHON TEparuu.

IlepekpecTHas pe3UCTEHTHOCTh

Kparnocte FC pmapynaBupa Obuta menee 10 mnsg 90 % w3 3309 KIMHHYECKHX H3O0JIATOB,
PE3UCTEHTHBIX K aMIIpEHaBUpPY, aTa3aHaBUpPy, HHIUHABUPY, JIONMHABUPY, HeI(UHABHUDY,
PUTOHABHPY, CAKBHHABUPY W/WIM TUIIPAHABUPY, YTO YKa3bIBa€T, YTO BHUPYCHI, YCTOWYHMBBIE K
OOJIBIIMHCTBY UHTMOUTOPOB MPOTEA3bl, OCTAIOTCS] BOCIPUUMYUBBIMU K JapyHaBUDY.

5.2. PapMaKOKHHETHYeCKHUEe CBOMCTBA

dapMaKOKMHETHUECKUE CBOMCTBA JapyHaBHpa, MPUMEHSBLIET0Ccs B KOMOMHAIIMM C PUTOHABUPOM,
W3yYaIMCh y 3/0pOBBIX J100poBoibleB U 'y BUY-unuuupoBanHbXx manueHToB. KoHneHTpammuu
JlapyHaBHpa B IU1a3Me ObUIM BBIIIE Y NAIIMEHTOB, HH(UIMpoBaHHBIX BUY-1, ueM y 310poBBIX JItOEH.
OTO pasznuuue MOXKHO OOBACHUTH Oojiee BBICOKMMHU KOHIEHTpamMsMHu ajibda-1l-Kucioro
IJIMKONPOTENHAa Yy NanueHToB, HMHpuuupoBaHHbXx BUY-1, m mosromy Ooibiune KoiuyecTBa
JapyHaBHpa CBSA3BIBAIOTCS C allb(ha-1-KUCIIBIM TTTUKOTIPOTENHOM TIIa3MBl.

JapynaBup wmetabomusupyercss B ocHOBHOM depmentamu CYP3A. PutonaBup wuHTHOHMpYyeET
depmentel CYP3A meueHu U, TEM caMbIM, CYIIECTBEHHO MOBBIIIACT KOHIICHTPAIIMIO JapyHaBUPA B
ia3Me.

AOGcopouus

[Tocne nmpuema BHYTpH NapyHaBUp ObICTpO abcopOupyercs B xemyaouHo-kumeyHoM Tpakte (OKKT).
MaxkcumanpHasi KOHIIGHTpAlusl 1apyHaBUpa B IJIa3Me B MPUCYTCTBUM HU3KOH J103BI PUTOHABUPA
nocturaercs uepes 2,5 — 4,0 u. Ab6comoTHass OMOJOCTYITHOCTE OAHOM 10361 fapyHaBupa (600 mr) mpu
IpUeMe BHYTPb COCTaBisieT OKosio 37 % u yBenumuuBaeTcs NpuMepHO 110 82 % B IPUCYTCTBUU
putonaBupa (100 mr nBa paza B cyTku). OTmedaercs 14-kpaTHoe yBETWYCHHE KOHIICHTpAIlUU
JapyHaBUpa B IUIa3ME€ TOCJIE OJHOKPATHOrO mpuema BHYTpb B j103¢ 600 Mr B KOMOHMHAIUU C
putonaBupom (100 mr nBa pasza B cyTku). [Ipu mpreme HaTOIaK OTHOCUTENbHASI OMOJAOCTYIHOCTD
JapyHaBUpa B IPUCYTCTBUM HU3KOW 103bl puTOoHaBUpa Ha 30 % Huxe, 4eM MpH NPUEME BO BpPEMs
enpl. CnenoBaTensHo, TabneTku KemepyBup HY>KHO NMPUHUMATh BMECTE€ C PUTOHABHPOM BO BpeMs
e/1bl. XapakTep MUIIK He BIUSIET Ha KOHIICHTPAIUHU IapyHaBUpa B TIa3Me.
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Pacnopenenenue

Oxomno 95 % napyHaBupa CBSI3bIBa€TCs ¢ O€lKaMM IJIa3Mbl, IPEUMYIIECTBEHHO € ab(a-1-Kucism
riukonporenHoM. [locie BBeneHHsI BHYTPUBEHHO O00BEM pacmpesesieHHs TapyHaBHpa B KauyecTBE
MoHoTepanuu coctaBisii 88,1 £ 59,01 (cpennuii £ crangapTHOE OTKIOHEHHUE) U Bo3pacTan ao 131 +
49,91 (cpennuii + craHAapTHOE OTKJIOHEHUE) B IpUCYTCTBUU putoHaBupa (100 Mr 2 pasza B CyTKH).

BI/IOTDaHCd)ODMaHI/ISI

B skcnepumenTax in Vitr0 Ha MHKpocOMax IEYeHH YeJIOBeKa ObLJIO MOKa3aHO, YTO JapyHaBUD
[IOJIBEPraeTcs NPEeUMYILIECTBEHHO OKHCIUTEIbHOMY MeTabonu3Mmy. JlapyHaBUp HHTEHCUBHO
MeTaboIM3UpyeTCsl B IIEUeHU cUcTeMOor nuToxpoma P450, modtu MCKIIOYUTENHbHO M30(EepMEHTOM
CYP3A4. Wccnenosanue, B KOTOPOM 3J0pOBble J0OPOBOJbLBI NpuHUManu ‘*C-papyHaBup,
MI0Ka3aJ10, 4TO OONbIIas 4acTh PAAMOAKTUBHOCTH B IUIa3Me mHocie oxHokpaTtHoro npuema 400 mr
napyHasupa u 100 Mr puroHaBUpa IPUXOANIACH HA I0JIF0 HEM3MEHEHHOIO JapyHaBupa. Y 4elloBeKa
UACHTU(PUIMPOBAHO O MEHbIIEH Mepe 3 OKHUCIUTENbHBIX MeTaboNHuTa JapyHaBHpa; aKTUBHOCTH
BCEX THX METAabOJIMUTOB B OTHOIIEHHH Jukoro tuna BUY cocraBnsna menee 1/10 oT akTuBHOCTH
caMoro JapyHaBHpa.

OnIMMUHALIMS

ITocne ognoxpaTHOTro npuema 400 mr **C-napynasupa u 100 Mr puronaBupa okono 79,5 % u 13,9 %
PaZMOaKTUBHOCTH OOHApPY’>KMBAJIOCh B Kaje MU MOYE COOTBETCTBEHHO. Ha 1010 HEM3MEHEHHOIro
JapyHaBUpa MPUILIOCH 0KOJo 41,2 u 7,7 % paanoakTUBHOCTH B Kajie U MOYE COOTBETCTBEHHO.
KoHeuHblll nepuoj NOMYyBBIBEIACHUS JapyHaBUpa COCTaBWI OKOJIO 1549 mpu ero mnpueme B
KOMOMHaIMu ¢ puToHaBUpoM. KimpeHC napyHaBupa Mocjieé BHYTPUBEHHOro BBeAeHHs 150 mr
coctaBui 32,8 11/4 (6e3 putoHaBupa) u 5,91 11/4 B IpUCYTCTBUU HU3KOM /103bl PUTOHABUPA.

Oco0ble TPYIIILI TAIMEHTOB

Toueunas nedocmamounocms

Pe3ynbTaThl McCiIe0BaHHs C MCIOJb30BaHMeM ~C-JapyHaBuUpa B KOMOMHALMM C PUTOHABHPOM
[IOKa3ajau, 4TO OKojio 7,7 % MpUHATOM [03bl JapyHaBUpa 3KCKPETHUPOBAIOCH C MOYOM B
HEM3MEHEHHOM BHJE. Y TMAalUMEHTOB C HapyLICHUSMH (QYHKIUM TMOYeK (HapMaKOKUHETHKY
JapyHaBUpa HE U3y4ald, HO MOMYJIALUOHHBIA (papMaKOKMHETHUECKUI aHallu3 [10Ka3ajl OTCYTCTBHE
3HAYMMOTO U3MEHEHUS (PapMaKOKHMHETHYECKUX MapaMeTpoB napyHasupa y BUU-uapumnpoBaHHBIX
MAIEHTOB C YMEPEHHO BBIPa)KEHHBIMU HAPYLICHUSAMHU (YHKIUH MOYEK (KIUPEHC CHIBOPOTOUHOTO
kpearuanHa 30—-60 mu/muH, n = 20).

Ileuenounas nedocmamourocms

HapyHaBup MeTabOIM3UpPYETCs M BBIBOAWUTCS NMPEUMYIIECTBEHHO IE€ueHbl0. B uccienoBaHuu c
MIPUMEHEHHEM HECKOJIbKHMX 7103 IapyHaBUpa B KomOuHammu ¢ putoHaupom (600/100 mr) aBa pasza B
JIeHb OBLJIO TTOKa3aHO, YTO 00I1ast KOHIIEHTPAIH JapyHaBHpa B IUIa3Me Y MAIIMEHTOB C JIETKUM (KJ1acc
A 1o mkane Yaina-ITsto, n=8) u yMepeHHbIM HapylieHHeM QyHKIUH TiedeHu (kimace B mo mkame
Yaitna-IIsto, n=8) OblIM cpaBHUMBI C TAKOBBIMM IapaMeTpaMM Yy 370pOBbIX Jull. TeMm He MeHee,
KOHIIEHTPALlMU HECBA3AHHOTO JapyHaBupa Obuid mpumepHo Ha 55 % (kmacc A mo mkane Yaiina-
[Tpr0) 1 100 % (xmacc B no mikane Yana-I1st0) Boime. Knuandyeckast 3Ha4UMOCTB 3TOTO MOBBIIICHUS
HEW3BECTHA, U JapyHaBHUp CJEAYeT MPUMEHSTh y TaKUX IMAlMEHTOB C OCTOPOKHOCTHIO. DddeKT
TSDKEIJIOTO HapyIIeHUs (yHKIIMY TIeueHU Ha (papMaKOKMHETUKY JIapyHAaBHpa HE U3YyUaJICs.

JIMI1a moKHMI0T0 BO3pacTa

[HomynsuuonHbIl papMakokuHeTnyeckuil aHanu3 y BUY-uHQUIMpoBaHHBIX MAallMEHTOB MOKa3all
OTCYTCTBUE 3HAUMMBIX pa3iIuyuil (apMaKOKMHETHYECKHX MapaMeTpOB JapyHaBHpa B BO3PACTHOM
rpymne 18—75 ner (B 3ToT aHanu3 Obutu BKMrOueHb! 12 BUY-uHUIIMPOBAHHBIX MAIMEHTOB B
BO3pacTe 65 yeT u crapie). Tem He MeHee, JaHHbIE 110 MPUMEHEHHUIO JAApYHABUpPA Yy MALMEHTOB
cTapuie 65 neT orpaHu4eHsbl.
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Tlos0BEIE pa3nnyus

[MonynsauoHHbIH (hapMaKOKHMHETHYECKHI aHAlM3 BBIIBUII HECKONBKO Oosiee Bbicokue (16,8 %)
KOHIIEHTpauuu aapyHaBupa y BUY-undunmpoBansbix xeHuwH, yeM y BUY-uruumnpoBaHHBIX
My>KuuH. /[aHHOE pa3nuuue He SABIAETCS KIMHUYECKU 3HAYUMBIM.

BepeMeHHOCTH M MOCIEPOIOBOM HEPHOL

[Tpu mpueme komOuHaIIMK AapyHaBHUp/puTOoHaBUP B 103€ 600/100 Mr 2 paza B cyTku wnu 800/100 mr
1pa3 B cyTku B cocTaBeé KOMOMHMpPOBAaHHOW aHTUPETPOBUPYCHOM Tepanuu, KOHIEHTpaLUuu
JlapyHaBHpa U PUTOHABHUpA B IJIa3Me KPOBH ObUIM HIDKE MPH MPHEME BO BpeMs OEpEMEHHOCTH IO
CPaBHEHMIO C TAKOBBIMH IIPH MPHEME B MOCIepoa0oBoil nepuoa. OaHako, papMaKOKMHETUYECKUE
napaMeTpbl HECBSI3aHHOTO (AaKTUBHOI'O) JapyHaBHUpa ObUIM CHUXKEHBI B MEHbILEH CTENeHH, Tak Kak
BO BpeMsl OEpeMEHHOCTH HaOJII0/laeTCsl YBEJIMYEHHE KOHLEHTpaluu CBOOOJHON (pakuuu
JlapyHaBUpA 10 CPAaBHEHUIO C TAKOBOM B IIOCIEPOAOBOM IIEPUOJIE.

JlanHble (papMaKOKHMHETHKH 001ero JapyHaBupa 1mocJie npueMa KoMOUHAIIUH
napyHaBup/puronaBup B 103e 600/100 Mr 2 pa3a B CyTKH B paMKaXx cXeMbl
AHTHPETPOBUPYCHOM Tepanuu BO BTOPOM TpuMecTpe 0epeMeHHOCTH, TPeTheM TPUMeCTpe
0epeMeHHOCTH H MOCJepoI0BOM NMepHojie

PapMaKOKHHETHKA Bropoi tpumectp | Tperuit rpuMmecTp ITocneponosblii
o01rero JapyHaBUpa 0epeMeHHOCTH 0epeMeHHOCTH nepuon (6-12 nexesn)
(cpennee + craHgapTHOE (n=12)2 (n=12) (n=12)
OTKJIOHECHHE)

Cmax, HI/MJ 4668 + 1097 5328 £ 1631 6659 + 2364
AUC12n, Hr*u/min 39370 + 9597 45880 + 17360 56890 + 26340
Chmin, HI/MJ 1922 + 825 2661 + 1269 2851 + 2216

an=11 gma AUC12n (Tmomaap noJ KpUBOH «KOHIEHTpaIHsI-BpeMs»» depe3 12 4 mocie npueMa npenapara).

JlanHble (papMAKOKMHETHKH 001ero JapyHaBHpa nocJjie npueMa KOMOMHALMH
napyHaBup/putonasup B a03e 800/100 mr 1 pa3 B CyTKH B paMKax CXeMblI
AHTHPETPOBUPYCHON Tepanuu BO BTOPOM TPpUMecCTpe 0epeMeHHOCTH, TPeThbeM TpUuMecTpe
0epeMEeHHOCTH U MOCJIePOI0BOM NepHoje

PapMaKOKHHETHKA Bropoii tpumectp | Tperuit rpuMecTp IHocneponosblii
o01urero JapyHaBUpPa 0epeMeHHOCTH 0epeMeHHOCTH nepuon (6-12 Hemesin)
(cpemHee + craHmapTHOE (n=17) (n=15) (n=16)
OTKJIOHECHHE)

Cmax HI/MJ 4964 + 1505 5132 + 1198 7310+ 1704
AUC24n ar*u/mn 62289 + 16234 61112 + 13790 92116 + 29241
Chmin HI/MI 1248 + 542 1075 + 594 1473 + 1141

VY JKeHIHH, OJTy9YaBIIUX KOMOWHAINIO JapyHaBup/putoHasup B 103e 600/100 mr 2 pa3a B CyTKH B
TEeYEHUE 2-TO TPUMECTpa OepeMeHHOCTH, cpenHue 3HaueHUS Cmax, AUC12h 11 Cmin TapyHaBUpa ObLIH,
COOTBETCTBEHHO, Ha 28 %, 26 % u 26 % HMXe 10 CPAaBHEHUIO CO 3HAUCHHUSIMH JJAHHBIX TIOKa3aTelei
B MOCIepO10BOi nepuo 1. Bo Bpems 3-ro pumectpa 6epeMeHHOCTH Cmax, AUC12h 11 Cmin tapyHaBupa
OBLITH, COOTBETCTBEHHO, Ha 18 % u 16 % Hmxke u Ha 2 % BbIIIE MO0 CPABHEHUIO CO 3HAYEHUSIMHU
JAHHBIX MTOKa3aTeJIeH B MOCIEPOI0OBOM TIEPHUOI.

VY KeHIIUH, TMOTy4YaBIINX KOMOMHALMIO napyHaBup/putonasup B no3e 800/100 mr 1 pa3 B cyTku B
TedeHue 2-ro TpuMecTpa OepeMeHHOCTH, cpearne 3HaueHUsI Cmax, AUC24h 1 Cmin TapyHaBupa ObLIH,
cooTBeTcTBeHHO, Ha 33 %, 31 % u 30 % Huke Mo CPaBHEHUIO CO 3HAUCHHUSIMH JJAHHBIX TIOKa3aTelei
B TIOCJIEpOIOBHI epro. Bo Bpems 3-ro tpumectpa 6epemernHoctr 3Ha4eHUST Cmax, AUC24h 11 Cmin
JIapyHaBupa ObUIH, COOTBETCTBEHHO, Ha 29 %, 32 % u 50 % HmKe 10 CpaBHEHHIO CO 3HAYCHHUSIMU
JIAHHBIX TIOKa3aTeNel B MOCIePOIOBhIA MEPHO/I.
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dapmMakOKMHETHKA JapyHaBUpa B KOMOMHALIMU C PUTOHABUPOM Oblia M3ydeHa y 74 nereil, panee
M0JIy4aBILIUX JI€UYEHUE, B Bo3pacTe oT 6 1o 17 set, ¢ Maccoii Tena He MeHee 20 Kr. Y CTaHOBJIEHO, UYTO
y Takux JieTedl Mpu NPUMEHEHUH J03bl, T0J0OPaHHONM B 3aBUCUMOCTH OT Macchl Tejia, mapamMeTphbl
(hapMaKOKWHETHKH CPAaBHUMBI C TaKOBBIMU Yy B3POCIBIX IMAI[MEHTOB, MOJYYAIOMINX KOMOHMHAITUIO
napyHasup/putonasup 600/100 Mr 2 pasza B CyTKH.

dapMaKOKMHETHKA JapyHaBUpa B KOMOMHAIMU C pUTOHABHPOM Obula u3ydeHa y 14 nerel, paHnee
I0JIy4aBILIUX JIEYEHUE, B BO3pacTe OT 3 110 6 JeT, ¢ Maccoi Tena ot 15 1o 20 Kr. YcTaHOBIEHO, UTO y
TaKUX JIeTell MpU NMPUMEHEHUH J03bl, MOJOOPAHHON B 3aBUCUMOCTU OT MaccChl Teja, MapameTpsl
(apMaKOKMHETUKH CPAaBHUMBI C TaKOBBIMU Yy B3pPOCIBIX MAIMEHTOB, MOJYYalOIIUX KOMOHMHAIUIO
napynasup/putronaBup 600/100 mr 2 pa3a B CyTKH.

dapMakOKMHETHKA JapyHaBUpa B KOMOMHALMU C PUTOHABUPOM IpU NMPUMEHEHUH | pa3 B CyTKU
n3ydanack y 12 nereil, panee He MMOIy4aBIINUX JICUEHUS IIperapaTaMu aHTUPETPOBUPYCHON Tepanui,
B Bo3pacte oT 12 nmo 18 mer m maccoit Ttena He MeHee 40 kr. [Ipu mpueme y HUX KOMOWHAIMU
napynasup/puronaBup 800/100 mr 1 pa3 B CyTKM KOHIIEHTpaIlus JapyHaBHUpa B IUIa3Me ObLia
COIIOCTaBUMa C TAaKOBOM Yy B3pOCHbIX, NPUHUMABLIMX KOMOHMHALIMIO JapyHaBUDP/PUTOHABUP
800/100 wmr 1 pa3 B cytku. Takum oOpa3oM, 0JJHA U Ta e JTO3UPOBKA, IPUMEHsieMasi 1 pa3 B CyTKH,
MOJKET OBITh HCIIOJIB30BaHA Y MOAPOCTKOB, paHee MOIy4aBIINX JIedeHue, B Bo3pacte ot 12 1o 18 ner
¢ Maccoii Tena He MeHee 40 kr, 6e3 MyTaluii, CBA3aHHBIX C PE3UCTEHTHOCTHIO K AapyHaBupy (V11l,
V321, L33F, 147V, 150V, 154M, I54L, T74P, L76V, 184V u L89V), yposuem PHK BUY-1 B muiazme
< 100 000 xomwii/mn 1 uncnom knetok CD4+ > 100 xretox x 10%/1 ' y B3pocmix.

dapMakOKMHETHKA JapyHaBUpa B KOMOMHAIIMM C PUTOHABUPOM IpPU NMPUMEHEHUH | pa3 B CyTKU
m3yuanacek y 10 mereid, panee moyry4aBiinx jJe4eHUe, B Bo3pacte ot 3 10 6 JeT, ¢ Maccoi tena ot 14
no 20 kr. Ilpu wucnonp30BaHMM NOJAOOpaHHOW IO Macce Tela JO3MPOBKHM Haliroganzach
KOHLEHTpaLKs JapyHaBUpa B [J1a3Me, CPaBHUMAsl C TAKOBOW Y B3POCIIBIX, [TOJIy4aBIINX KOMOUHALINIO
napyHasup/putonasup 800/100 mr 1 pa3 B cyTku. Kpome Toro, npu MoA€IMpOBAHUU U CUMYJISILIUN
(hapMaKOKWHETHKU JapyHaBuUpa y neTedl or 3 mo 18 yer Oblia MOATBEpKIEHA KOHICHTpAIUS
JlapyHaBUpa B IUIa3Me, HaOroaeMasl B KIMHUYECKUX UCCIEOBAHUAX; OBLIIM TAKXKe YCTAHOBIJIEHBI
CXEMBI JJO3MPOBaHUS KOMOMHAIIMN AapyHAaBUP/pPUTOHABHUP | pa3 B CyTKM Ha OCHOBE MacChl Tela Jyis
JeTeil ¢ Maccod Tena He MeHee 15 Kr, KoTopble MOJydyald WM He NOJdy4aldd HpenapaTsl
aHTUPETPOBUPYCHOH Teparuu, 0€3 MyTalil, CBSI3aHHBIX C PE3UCTEHTHOCTHIO K napyHaBupy (V11l,
V321, L33F, 147V, 150V, 154M, I54L, T74P, L76V, 184V u L89V), ¢ ypoBHem PHK BNU-1 B mnazme
< 100 000 xonuit/mn u uciaom kiretok CD4+ > 100 kerox x 108/

6. PAPMAIIEBTUYECKHE CBOVCTBA

6.1. IlepeyeHb BcoMoraTeibHbIX BelIECTB

Snpo

['unpono3a HU3K03aMeleHHas
[Tomucopbat 80

Kpocnosunon

KpemHuust n1MoKcHT KOJITTOUIHBIN
PROSOLV ® EASYtab SP

IInenoyHas 000JI0YKa

I'mopomennosa ES

Kpacurens xene3a OKCUT AKEIThII
Maxkporon 6000

Tansk
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Turana quokcuna

6.2. HecoBMecTHMOCTDH

He npumennmo.

6.3. Cpok roaHocT (CPOK XpaHeHHs )

4 roga.

6.4. Oco0ble MepbI MPEIOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTb IpH TeMIieparype He Boiie 25 °C.

6.5. Xapakrep u cojep:KaHHe YNAKOBKH

[To 10 TabneTok B KOHTYpPHYIO SYEMKOBYIO YNAKOBKY W3 IUIEHKH MOJIMBUHWIXJIOPUIHOW MapKH

OIl- 73 u Gonbru amoMUHUEBOH NeYaTHOW JTAKMPOBAHHOM.

ITo 60, 100, 120, 240, 360, 480 TabieTOK B OaHKY MOJUMEPHYIO U3 MOJIMITUIICHA HU3KOTO JTaBJICHUS
C KPBIIIKOW HATSATUBAEMOU M3 MOJUATHIICHA BHICOKOTO JABJICHUS C KOHTPOJIEM MEPBOTO BCKPBITHS.
CB00OIHOE TIPOCTPAHCTBO 3aIOJIHSAIOT BaTOW MEIUIIMHCKON. Ha OaHKW HAKIIEUBAIOT 3TUKETKH U3
OyMaru TUKETOYHOM WU MHUCUeH, UM U3 TTOJTUMEPHBIX MaTEPHATIOB, CAMOKJICSIIIUECS.

[To 6 mn 10 KOHTYPHBIX SYEHKOBBIX YHAKOBOK BMECTE C JTUCTKOM-BKJIA IBIIIEM TTOMEIIAIOT B TTAYKY
Y3 KapTOHA JUIsl MOTPeOUTEeNbCKOM Taphl. [lauku moMemaoT B TpaHCIIOPTHYIO Tapy.

[To 1 6anke BMeCTe C JIMCTKOM-BKJIQJbIIIEM TOMEIIAIOT B AaUKy U3 KapTOHA JUIsl HOTPEOUTEIbCKOM
Tapbl. [[auky momemaroT B TpPaHCIIOPTHYIO Tapy.

He Bce pa3mepbl ynakoBOK MOTYT ObITh JOCTYIHBI JISl peaau3aluu.
6.6. OcoOble Mepbl MPETOCTOPOKHOCTH MPH YTHIN3ALUUHN HCIOJIb30BAHHOIO JIEKAPCTBEHHOI0

npenapara MM OTXOJ0B, IIOJYYCHHBIX IOCJIe IPUMEHEHHs JIEKAPCTBEHHOI0 Ipenapara, u
Apyrue MaHMIYJISILIHMHU € penapaToM

OcoObie TpeOoBaHUS OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPAHMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanys

AO «®apmacuHTes»

664007, Upkyrtckast 0011., . UpkyTck, yi. KpacHorBapaeiickas, 1. 23, odpuc 3
Ten.: 8 (395) 255-03-55

Anpec anekTpoHHON ouTHL: info@pharmasyntez.com

7.1. IIpencraBuTe/ib AepKaTe/isi perHCTPALMOHHOIO YA0CTOBEPEHUsI

[Iperen3un norpedbuTene caeayeT HalpaBisATh MO aJApecy:

Poccuiickas @enepanus

AO «®apmacuHTes»

664040, r. UpkyTck, yi. P. JlrokcemOypr, 1. 184

Ten: 8-800-100-15-50

Anpec anekrponHoii moutsl: info@pharmasyntez.com

Pecny6nuka benapych
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TOO «Adalany (MOCNEOOBATENEHOCTE 0008)

220131, r. Munck, yi. Famaprauka 30/395
Mob. ten.: +3 752 955-12-510
Anpec snekTponHo# mouThl: pv@adalan.kz

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

JITI-Ne(000210)-(PT-RU).

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

HeKapCTBeHHLIﬁ npenapaTt OTHOCHUTCA K KaTCrOpuH OTITyCKa I10 PCLCIITY.

OOmias xapakTepUCTHKa JIeKapCTBEHHOro mnpenapara KemepyBup JOCTynmHa B €IMHOM peecTpe
3apErMCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3uiicKoro SKOHOMMYECKOTO COK3a M Ha
opUIHMATEHOM caire YIIOJIJHOMOYEHHOTO opraHa (3xcnepTHOM OpraHu3alix)
https://Ik.regmed.ru/Register/EAEU_SmPC/.
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