COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 30.03.2023 N2 6112

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAUMEHOBAHUE JTJEKAPCTBEHHOI'O IIPEITAPATA
JAPYHABHP-HAHOJIEK, 400 mr, TaGiaeTKH, TOKPBITHIE TUICHOYHOH 000JIOYKOA.
JAPYHABUP-HAHOJIEK, 600 Mr, Tab/ieTKH, TOKPHITHIC TUICHOYHON 000JI0YKOH.

2. KAUECTBEHHBIN 1 KOJJTMYECTBEHHBIN COCTAB

JelicTBytolliee BEIECTBO: JapyHABUDP

JAPYHABUP-HAHOJIEK, 400 mr, TaOJIETKH, IOKPLITHIE INIEHOYHOI 000JI0YKON

Kaxxnas Tabnerka, mOKpbITas INIEHOYHOM 00om0uko, cogepxut 400 Mr napyHaBupa

JAPYHABHUP-HAHOJIEK, 600 mr, TabJIeTKH, HOKPBITHIE IUIIEHOYHONW 000JIOUYKON

Kaxxgas Tabnerka, mOKpbITas IIIEHOUYHOM 00071049K0#, coaepxut 600 Mr napyHaBupa

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKu, MOKPHITHIE INICHOYHOU 000TI0YKOM.

OBasibHBIC JBOSKOBBITYKIIBIC TA0JICTKH, MMOKPBITHIC TNIEHOYHON 00O0JIOYKOM, OEIIOro WIIM MOYTH

Oenoro IBCTA,; HA NOIICPECHHOM pa3pe3¢ 0€JI0ro MM OYTH 0eJI0ro OBCTA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3zaHusl K IPUMEHEHHUIO
Jleuenne BUY-unpexunn y B3poCIibIX NAUEHTOB (B KOMOMHALIMY ¢ HU3KOM J10301 pUTOHABUPA U

JPYTUMH aHTUPETPOBUPYCHBIMU IIpenapaTamu).

4.2. Pexxum 103MpoBaHNs U €C1IOCO0 NPUMEHEHUs!

PexxuM 103upOBaHus

[Tpenapat TAPYHABUWP-HAHOJIEK Bcerna cnenyer Ha3Ha4aTh B KOMOMHAIIMY C HU3KOU 10301
pPUTOHABHpa B KaUE€CTBE CPEACTBA, YIYUIIAIOIIEro ero (hapMaKOKUHETHUECKUE XapaKTePUCTUKH,
a Takke B KOMOMHAIMM C JPYIMMH aHTUPETPOBHPYCHBIMHU TIpernaparamMu. Bo3MOXHOCTh
Ha3HAUEHUs PHUTOHABHpa JIOJKHA OBITH paccMOTpeHa [0 Hauyana Tepanuu KOMOMHAIMen

JlapyHaBUP/pUTOHABUD.
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[Mocine wawama Tepanuu mpenapatom JIAP HABI/IPIE%;}%%EFI@“E% IF:{:];—I%IJZ.II-OIJ-J&(HLI
p penap il

HU3MCHATH WJIM MPCKpalaTh TCPAIIUIO oe3 KOHCYJIbTAllUHU C JICHAalllUM BpPa4OM.

Bspocnvie:
[TanueHTHl, paHee NOayYaBlIe HHTUOUTOPHI MPOTEa3bl
HE UMEIOIINE MYTaIlHi, BBI3BIBAIOIINX
[TanmenTsl, panee He N
PE3UCTEHTHOCTh HMMEIOIIHE 10 KpaitHeit Mepe 1
NOJTyYaBIIUe * MYTAaIUIO, BEI3BIBAIOIYIO
K JJapyHaBU
WHTUOUTOPHI Aapy py Y ’ Y
(c mnazmennsiM ypoBHeM PHK BU-1 PE3UCTEHTHOCTD K
POTEa3bl ® .
< 100 000 KOnMi1/MJI ¥ KOJIMYECTBOM JlapyHaBupy":
CD4+ knerok >100 x10%/1):
800 mr 1 pa3z B 800 mr 1 pa3 B cyTKM B KOMOMHAIIUN 600 mr 2 pasza B cyTtku co 100
CYTKH B co 100 mr putoHaBUpa, BO BpeMs €ibl | MI' pUTOHABUPA, BO BpeMs
komOuHnarmu co 100 el
MTI' pUTOHABHPA, BO
BpeMsl eIbl

*MyTaiuu, BI3bIBAIOIINE PE3UCTEHTHOCTH K AapyHaBupy: V11I, V321, L33F, 147V, I50V, 154M,
154L, T74P, L76V, 184V u L89V.

Jlis manueHToB, paHee MOMY4YaBUIMX HMHTHOUTOPBI MPOTEa3bl, PEKOMEHIYETCS IMPOBEACHUE
TEHOTHUITUYECKUX aHAJIU30B.

[Ipy HEBO3MOXXHOCTH TIPOBEACHHUS TEHOTUIMYECKUX AaHAJIM30B TMAlMEHTaM, paHee He
MOJyYaBIIUM  HMHTHOUTOpPBI  MpOTEas3bl, PEKOMEHIYeTCs  MPUHUMATh  KOMOWHAIIMIO
napyHaBup/putoHaBup 1 paz B cytku 800 mr/100 mMr, a mnamueHTam, paHee IOJy4aBIIUM
WHTHOUTOPHI MIPOTEA3bl, PEKOMEHIYETCS IPUHUMATh KOMOWHAITUIO JapyHABUP/PUTOHABHD 2 pa3a
B cyTku 600 mr/100 mr.

Purtonasup (100 Mr) ucnonbs3yercsi B KadecTBe yCHINUTEN PapMakKOKMHETUKH JapyHaBUPA.
IIponyck npuema KomoOuHayuu 0apyHaA8Up/puUmoHasup

Ecnu ono3nanue B mpuemMe KOMOMHAIIMHM JapyHaBUp/pUTOHABUP, MPUHUMaeMol 1 pa3 B CyTKH,
COCTaBUJIO MeHee 12 4acoB, MPOMYIIEHHYIO 03y cleayeT KaKk MOKHO CKOpee MPUHSATh BMECTE C
MUIIEH, U BO30OHOBUTH OOBIYHBIN PEIKUM JTO3UPOBAHMUS.

Ecnu omo3nanue B mpueMe KOMOWHAIIMU JapyHaBUP/pUTOHABHP, TPUHUMaeMoi 1 pa3 B CyTKH,
cocTtaBuiio Oojyee 12 yacoB, MPOMYIICHHYIO 03y MPUHUMATh HE CIEAYyeT; CIeAyIoIas 103a
MIPUHUMAETCSI B 0OBIYHOE BpPEMSI.

B crydae ecnu npuem KoMOMHAIMK JapyHaBUP/PUTOHABUP Ha3HAUEH 2 pa3a B CYTKH U OM03/1aHHE
B IIpHEME COCTaBUJIO MeHee 6 4acoB, TO MPOMYIICHHYIO 103y CIEAYET KaK MOKHO CKOpEE MPUHSTH
BMECTE C MHIIEH, 1 BO30OHOBUTH OOBIYHBIA PEXKUM TO3UPOBAHUS; €CIU OIMO3JaHHE B MpUEME
cocTaBUiIo Oojee 6 4acoB, TO MPOIYIICHHYIO 103y NMPUHUMATh HE CIIEAYET, U Cileayronas 103a

MMPUHHUMACTCA B 00BIYHOE BpeMs.
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(NOCNEQCBATENEHOCTE 0001)

Ocobuie 2pynnsl ndyuerHmos

Tooxcunvie nayuenmoi
Wudopmanus 1Mo NPUMEHEHHIO JapyHaBUpa y TMOXWJIBIX IMAIMEHTOB orpaHudeHa. [losromy
KOMOUHAIMs JapyHaBUP/PUTOHABUP JOJKHA INPUMEHATHCS C OCTOPOXKHOCTHIO Yy IAlMEHTOB
JTAaHHOW BO3pPAaCTHOM I'PYIIIIBI.
Iayuenmul ¢ HapywenuaMU GYHKYUU nevenu
VY NanueHToB ¢ JETKUM WU CpeJHeH CTeleHH HapylmeHneM (QpyHKUIuH nedeHu (knacc A u B mo
Yaiina-I1pt0) Koppekuuu A03bl He TpeOyeTcs, 0JHAKO HE0OXO0AUMO COOJOAATh OCTOPOKHOCTh
IpY NPUMEHEHUH KOMOMHAIMKM JapyHABUP/pUTOHABUP Yy 3THUX mNanueHtoB. MHdopmanus mno
NPUMEHEHHI0O KOMOMHUPOBAHHOM Tepanuu JapyHaBUP/PUTOHABUP MPU TSHKEIBIX HAPYIICHUSX
(YHKIMM TI€YEeHH OTCYTCTBYET; CIIEJOBATENbHO, JaTh CHEHU(PHUECKHE PEKOMEHAALUU I10
JTIO3UPOBAHUIO HE IMPEJCTABIAETCS BO3MOXKHBIM. [IpuemM koMOMHaLMK JapyHaBUp/pUTOHABUD Y
NAllMeHTOB C TSDKEJIOM MedyeHOYHoM HenocratoyHocThio (kinacc C  mo  Yaing-IIsio)
IIPOTUBONOKA3aH.
Tayuenmul ¢ HapyweHuaAMU GYHKYUU NOYeEK
Y mnauueHToB C HapylleHUsAMM (YHKIMM TIOYeK M3MEHEHHEe J03 B KOMOMHAIMU
JlapyHaBUP/pUTOHABUP He TpeOyeTcsl.
bepemennocms u nocnepoooswiii nepuoo
He TpebOyetcst xoppekuuu 10361 KOMOWHAIMK JapyHABUP/PUTOHABUD Yy MAIIMEHTOB BO BpEMs
OepeMEHHOCTH U B 11ociiepo1oBoi nepuoa. Heo6xoanmo cobio1aTe OCTOPOXKHOCTD Yy AIIUEHTOB,
OJIHOBPEMEHHO NPHHHMMAIOLIMX IPENnaparbl, KOTOPbIE MOrYT YMEHbUIaThb KOHLIEHTPALUIO
JapyHaBUpa B IJa3Me KPOBH.

eTH
[Tpenapat JTAPYHABUWP-HAHOIJIEK npoTtuBonokasas y neteit B Bozpacte 10 18 et (cM. pazzen
4.3).

Criocob nnpuMeHeHus

BuyTps. [laniueHTs! AOKHBI OBITH TPOUHCTPYKTHPOBAHBI O IpHUEME JapyHaBHpa ¢ HU3KOM 10301
puTOHaBMpa He no3aHee 30 MUHYT MOCTe 3aBepIIeHuUs ebl. THUI NHUIY He BIUseT Ha abcopO1HIo

JlapyHaBHUpA.

4.3. [IpoTuBoONOKa3aHUS
¢ [UIepuyBCTBUTENBHOCTh K JapyHaBUPY WIH K JFOOOMY M3 BCIIOMOTAaTEIbHBIX BEIIECTB,
BXO/IAIIMX B COCTAB Ipenapara, NepeynciIeHHbIX B pasjaene 6.1
¢ Tspkenast medeHouHast HegoctaTouHoCTh (Kinace C mo Yaitna-I1s10).

e Jletckuii Bo3pacT 10 18 net (11 JaHHOW JO3UPOBKH).
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OIHOBpEMEHHBIN MPHUEM JapyHaBUpa U PUTOHIBUPA B %;&Q%QQ“CTE&E%EK&NKHAMHC

KOTOPBIX TPEUMYIIECTBEHHO ormpeaensieTcs uzopepmernTom muroxpoma P450 CYP3A4, u
MOBBIIICHUE KOHIIEHTPAIIMN KOTOPBIX B IJIa3Me COMPSHKEHO C BOSHUKHOBEHHUEM CEPbE3HBIX U/HITU
YIpOXKAOIUX JKU3HU MOOOYHBIX A(PdekToB (y3KMid TepameBTHYECKH auamnazoH). K Takum
mpernapaTaM OTHOCSITCSL acTeMH30JI, ai(y303UH, KOJXUIUH (y MalHUEeHTOB C IOYEYHOW WIU
MEYCHOYHON HEI0OCTaTOYHOCThIO), CwineHadun (TMPUMEHSIOMUNACA s Tepamuy JIeTOYHON
apTepuallbHON TUNepTeH3UN), TepPeHaanH, MIIa301aM (TIepopaIbHO), HAIOKCETOJI, TPUA30JIaM,
U3aNpyUa, MUMO3U/, Typa3uoH, paHOJA3UH, CEPTHUH/ION, KBETHAIINH, IIPEraparhl, CoIepKaliue
QIKAJIOUAbl CIOPBIHBU (3ProTaMUH, IUTHAPOIPTOTAMHH, 3PTOMETPUH U METUJIIPrOMETPUH),
uBaOpaauH, KOMOWHAIMS JIONMWHABUP/PUTOHABHP, AaMHOAAPOH, OCNPUAMI, JIPOHEIAPOH,
KOMOWHAIMS TPa3onpeBUP/I0ACBUP, XWHUIWH, CHMBACTATWH, JIOBACTAaTWUH, JaburaTpa,
TUKarpenop, aBaHadui, JOMUTAnuA, pudaMIUIUH, TANOKCETHUH, IMpernapaThl, COAepKallue

9KCTpaKT 3Bepobos npoasipssieHroro (Hypericum perforatum) (cm. pasaen 4.5.).

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

¢ YV ManMeHToB C HapylleHueM (YHKIIMU MEYEeHU JIETKON U cpeaHel crenenu (kimacc A u B mo
Yaitna-ITe10).

¢ YV MalMeHTOB C aJulepruei K cyibpoHaMuIaMm.

¢ Y MaIueHToB, KOTOPbIE BO BpeMsi OEPEMEHHOCTH U B MOCJEPOIOBBIN MEPUOJI OJTHOBPEMEHHO
OPUHUMAIOT MpenapaTthl, KOTOpble MOTYT YMEHBIIATh KOHLEHTpAIMIO JapyHaBUpa B ILIa3Me
KPOBH.

¢ YV ManueHToB MOXKWIOro Bo3pacTta (0T 65 JeT u cTapiie).

e CoBMeCTHOE IPUMEHEHNE HE PEKOMEHAYETCs CO CIEAYIOIUMHU NpenapaTtamMmu (cM. pa3zaensl 4.4
u 4.5). cakBuHaBUp, anukcabaH, 3/0KcabaH, pHBapoKcabaH; pHUQANCHTHH; 3YBEPOIUMYC,
WPUHOTEKaH; OeTaMmeTa3oH, Oy/necoHu ], (HIyTUKa30H, MOMETA30H, MPEAHNU30H, TPUAMIIUHOJIOH,
TeJIanpeBup, OOLETPEBUP, TIEKANPEBUP/TMHOPEHTACBUP, CUMETIPEBHP; CATMETOPOJI, Tajanadu
(17151 IeYeHUst JISTOYHOM apTepHalibHOM THIIEPTEH3UHN).

e CrieryeT MPUMEHSTh C OCTOPOKHOCTBIO CO CIIETYIOIIMMH ITpernapaTaMu (cM. pasnensl 4.4 u 4.5):
IU30nupaMu, piaexkauHu, TUA0KauH (CUCTEMHO), MEKCUIIETHH, TIPOoNa(eHOH; KIapUTPOMUIIMH;
JOMIEPUIIOH;  (DIyKOHA30J7, M3aBYKOHA30J, MTPAKOHA30J, I[03aKOHA30JI, KIOTPUMA30Jl,
KETOKOHA30JI; apTemeTep/liyMedaHnTpuH; Ma3aTUHUO, HUIOTUHHO, BUHONACTHH, BUHKPUCTHUH;
JeKcaMmeTa3oH (CucTeMHO); cunaeHadui, Taganadui, BapacHabuia (I JIeUeHUS IPEKTHIHHOU

TucyHKIUM); He30TepoHH, COTH(EHAIH.
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e CiiemyeT n30eratb COBMECTHOTO IIPUMEHEHHSI |CO cnen&%‘ﬁ&ﬁﬂﬁ%ﬁ&%#&hT ﬁéglz[elﬁl,i 4.4

u 4.5): hbenobapOuTan, GeHUTONH; BOPUKOHA3OI.

Oco0ble yKa3zauus

[TarueHTOB HEOOXOAUMO TPOUH(GOPMHUPOBATH O TOM, YTO COBPEMEHHBIC AHTUPETPOBUPYCHBIC
npenaparsl He uneunBaroT BUY-uadeknnio u He npenoTBpamaroT nepeaadyy BUY, B Tom umcie
noJIOBBIM ~ myTeM.  [lammeHTam  ciemyeT  pa3bsACHUTh  HEOOXOAMMOCTh  COOJIIOJIEHUS
COOTBETCTBYIOIIUX MEP IIPEIOCTOPOKHOCTH.

Ha ¢one Tepammm mnpenaparoM  HEOOXOAUMO  TMPOBOJIUTH  PETYIAPHYH)  OIICHKY
BHUPYCOJIOTMYECKOTO OTBeTa. B cilyyae OTCYTCTBUS WM IMOTEpU BUPYCOJIOTMYECKOTO OTBETa
HE00XO0IMMO MTPOBECTHU UCCIIEJIOBAHNE HA HAIMYUE PE3UCTEHTHOCTH.

JlapyHaBup TMPEUMYIIECTBEHHO CBS3BIBACTCS C alb(a-1-KUCIBIM TIIMKONPOTEUHOM ILIA3MEI.
CrerneHb CBS3BIBAHUS 3aBUCHT OT KOHIICHTPAIIMH CBOOOHOTO anb(a-1-KuCcIoro rimKonpoTeHHa.
TakuM 00pa3oM, HENb3sl UCKIII0OYATh BIMSHHE IpernaparoB ¢ OOJBIIMM CPOACTBOM K anbga-1-
KHUCIIOMY TTIMKOMPOTEHHY IJIa3Mbl Ha KOHLIEHTPALIUIO CBOOOTHOTO TapyHaBUPA.

Iayuenmesi, panee nonyuasuiue nevenue — npuem npenapama I paz 6 cymxu

KoMmOuHammsi napyHaBUp/pUTOHABHP HE JIOJDKHA MPUMEHSTHCS C YacTOTOH 1 pa3 B CyTKH Yy
MAIMEHTOB, paHee MOJMYYaBIINX HHTHOMTOPHI MPOTEa3bl U UMEIONINX, 110 KpaitHel mepe, OJHYy
MYTallHI0, BBI3BIBAIOLIYIO pe3uCcTeHTHOCTh K napyHaBupy (V11 V321, L33F, 147V, 150V, 154M,
154L, T74P, L76V, 184V u L89V) unu c mnazmenssiM ypoaem PHK BU-1 > 100 000 komuii/min
1 xommaectBoM CD4+ knerox <100 x 105/,

[TpumeHeHre KOMOMHAIUU JapyHaBUP/PUTOHABUP COBMECTHO C ONTHMU3MPOBAHHOW 0a30BOM
tepanueit (OBT), Brimoyaromeit 2 u Oonee mpenapara kiacca HUOT, He u3ydanoch y Takux
nauueHToB. JlaHHble 0 mpuMeHeHuH y nanumeHtoB ¢ BUY-1 npyrux rpynm, 3a HUCKIIOYEHUEM
rpymmnsl B, orpaHuyeHsI.

Toorcunvie nayuenmaol

Wudopmarius o edyeHnr KOMOMHAIMEW AapyHAaBUP/PUTOHABUD MAIMEHTOB B BO3pacTe 65 JeT u
CTaplie BechbMa OrpaHHuYeHa, HEOOXOAMMO COONIOAaTh OCTOPOXKHOCTh TMPHU JICYCHHH TaKHUX
nanrentoB mnpemnapatom JJAPYHABUP-HAHOJIEK, mockonbKy y HHUX dHallle BCTpEYaeTCs
TUC(HYHKITUS TIEUCHU, M OHU Yallle CTPaJaroT COMyTCTBYIOMMMU 3a00JIEBAaHUSIMU WIIM TPUHUMAIOT
KOMOMHHPOBAHHYIO TEPAIHIO.

AOGcomoTHas OMOIOCTYITHOCTH MOcJe pa3oBoro mprema 600 Mr qapyHaBUpa cCocTaBUIa IPUMEPHO
37% wu yBenmuuuiack nmpumMepHo 10 82% mociie nmpueMa gapyHaBupa B komOuHaimu co 100 mr
puTOHaBHpa JBa paza B CyTku. CymMapHsbIii 3QdekT yayureHus: (GapMakKOKHHETHKH JTapyHaBUPA
PUTOHABUPOM BBIPA3WJIICS MPUMEPHO B 14-KpaTHOM yBEIMYEHHHM KOHILIEHTPALMU JapyHaBUpa B

IU1a3Me Tocjie mpueMa OAHOM 103bl 3Toro mpemapara (600 mr) B komOunamuu co 100 mr
5
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pUTOHABUpa JBa paza B CYTKH. Takum oppaszom, ([ yériadpat ™ FA PYHABIP R AHOTEK

HEOOXOIMMO TNPUHUMATh TOJBKO B KOMOWMHAIIMKM C HU3KOW J030H PHUTOHAaBHpa B KayecTBE
(bapMaKOKMHETUYECKOTO YCHIUTEIIS.

[ToBplmeHNE yKa3aHHOM JO3bl PUTOHAaBUPA HE MPUBOAUT K 3HAYUMOMY YBEINYCHMIO
KOHLEHTpAallMu JapyHaBHpa B IIa3Me, M IO3TOMY J03Y DPHUTOHaBUpa HE PEKOMEHIYETCS
HOBBILIAT.

bepemennocms

[Tpenapar JAPYHABWP-HAHOJIEK cneayer ucmnoias30BaTh BO BpeMsi O€peMEHHOCTH TOJIBKO B
TOM CJIy4ae, €CIM IOTCHLHAJIbHAs I10JIb3a IPEBBIIIACT BO3MOXHBIA puUCK. IIpn coBmecTHOM
IIPUMEHEHHUU C IIpenapaTraMu, KOTOPbIE MOT'YT IPUBECTH K CHUYKEHUIO KOHLIEHTPALMY 1apyHaBUpa
y OEpeMEeHHBIX KEHIIHH, CIEAYET COOITI0IaTh OCTOPOKHOCTD.

Kooicnvie peaxyuu maoicenoti cmenenu

V¥ 0,4% nanueHToB Ipu IpueMe JapyHaBupa ObUTH 3a(pUKCHPOBAaHbI KOXKHBIE PEAKLIUU TSKEION
CTETEHH, KOTOPbIE MOTYT COINPOBOXKIATHCA JIMXOPAAKOW W/WIM YBEIHMYCHHEM AaKTHBHOCTHU
nedyeHoYHbIX TpaHcamuHaz. DRESS  cunzapom (fiekapcTBeHHast ChIIb C  J03MHOQWINEH U
CHCTEMHBIMHU IPOsIBICHUAMH) U cuHApoM CTtuBeHca-/[)xoHcoHa pukcupoBancs peako (<0,1%). B
HOCTPErMCTPALIMOHHOM IIEpUOJE COOOLIANIOCh O Pa3BUTHUM TOKCHYECKOIO SHUAEPMAIbHOIO
HEKpOJIM3a U OCTPOr0 T'€HEPATM30BaHHOIO 3K3aHTEMATO3HOro mycTyje3a. [lpu BO3HUKHOBEHUU
IIPU3HAKOB WJIM CUMIITOMOB KOXHBIX PEAKIUI TSXKEION CTENEHU (ChIb TSXKEJIOro TEUSHUS WU
CBIIIb, COMPOBOXKaeMasl JIUXOPaJKOH, OOIIMM HEeIOMOTaHUEM, YCTAIOCThIO, OOJIIMU B MBIIIIAX
WIM CyCTaBax, BOJABIPSAMH, MOPAKEHUSMU DPOTOBOM IOJOCTH, KOHBIOHKTHMBUTOM, I€NaTUTOM
/i 303uHomiuer u nap.) npueMm mnpenapata JAPYHABUP-HAHOJIEK neoO6xogumo
HEMEJIEHHO MPEKPaTUTb.

Ceinp yaie HabIOAaNach y MAIMEHTOB, paHee MOJyYaBIIUX aHTUPETPOBUPYCHYIO TEPAIUIO U
NPUHUMAIOIIUX OJHOBPEMEHHO pAJTErpaBUp U KOMOMHAIMIO JapyHaBUP/pPUTOHABHUD IO
CPaBHEHMIO C MAI[MEHTAMH{, MOJYYaBIIMMH [0 OTAEIBHOCTU DPAJTETpaBUp WM KOMOMHAIIUIO
JapyHaBUP/pUTOHABUP.

JapyHaBup conepkut cyibpoHamuaHyio rpymnmy. Ilpumenenue mnpenapara JJAPYHABUP-
HAHOJIEK mnanuentamMmu ¢ amieprueil Ha Cyiab(OHaMUABl JODKHO HPOM3BOIUTHECS C
OCTOPOKHOCTBIO.

THayuenmor ¢ conymemeyrowumu 3a601e6aHUAMU

Hayuenmui ¢ 3a001e8aHUAMU NEYEHU

JlaHHBIE TIO TPUMEHEHUI0 KOMOMHALIMM JApyHAaBUP/PUTOHABUD Yy MAIMEHTOB C TSXKEIbIM
HapylieHueM (yHKIMM T€YeHH OTCYTCTBYIOT; CII€JIOBaTe€IbHO, JaTh cleunuduueckue

PEKOMEHJAIMA TI0 JO3WPOBAHUIO HE TPENCTABIsACTCS BO3MOXHBIM. [IpuemM KoMOWHauu

6



COOTBETCTBYET 3KCMEPTHOMY OTUETY
3.2023 N2 6112

JapyHaBUP/pUTOHABUP  NPOTUBOMOKAa3aH Yy nauﬂg%BQEﬂ-g SA ko = Treddibdmoi

HepocTaToyHOCThi0 (kmace C mo mkane Yainga-Ilsto). OcHOBBIBasACh Ha JAHHBIX, YTO
cTabmibHbIe (DapMAaKOKUHETHUYECKUE MapaMeTphbl MPU MPUMEHEHUH JTapyHaBUpa y MAIEHTOB C
JIETKUM M YMEPEHHOW CTeneHW HapylieHreMm (pyHkiuu neudenu (knace A u B mo Yaina-IIsi0)
CPaBHHMMBI C TapaMeTPaMHU y 3/I0POBBIX JIUI], KOPPEKLIUHU JT03bI MAIUEHTAaM C JIETKUM U YMEPEHHON
cTernieHd HapymeHueM (yHkimun nedeHn (kiacc A u B mo Yaitna-IIeo) e Tpebyercs.
Heo6xoauMo mpuMeHEHHE C OCTOPOXKHOCTBIO y MAIMEHTOB C HapylIeHHeM (YHKIUHU TEeYCHU
JIETKOM M CpeIHEN CTENEHU TAXKECTH.

Tenamomoxcuunocmo

[Ipy TnpuMEeHEHWHM KOMOWHAIMU JapyHAaBUP/PUTOHABHDP BO3MOXKHO pAa3BUTHE TeMATUTA,
BBI3BAHHOTO NPUMEHEHUEM JICKAPCTBEHHBIX IpernapaToB (HampuMmep, OCTPbIA TenaTur,
HUTONUTHYECKU remartut). [ematut HabOmomancs y 0,5% mMmanuMeHTOB, MOIYYaroIINX
KOMOMHHMPOBAHHYIO TEPANUIO JapyHaBUP/PUTOHABUP. Y MALMEHTOB C HAPYUICHUSAMH (YHKIUU
MEYEHHU, B TOM YHUCJIE C XPOHUYECKUM aKTUBHBIM rernatutoM B mmm C, uMmeercsi mOBBIIICHHBIHA
PHUCK Pa3BUTHS TSHKEIBIX TOOOYHBIX A3P(EKTOB CO CTOPOHBI TICUCHHU.

Heo0Oxoqumo mpoBOIUTE MOHUTOPHHI COOTBETCTBYIOUIMX JTAOOPATOPHBIX MOKa3aTelel mepen
Ha3HaYeHHEeM KOMOMHUPOBAHHOW Tepanuu JapyHaBUp/pUTOHABHUP U BO Bpems euenus. Cregyer
paccMOTpeTh BO3MOYKHOCTh KOHTpOJiss yBeiawueHuss aktuBHOocTH ACT/AJIT y manueHToB ¢
XPOHUYECKHM T'eIIaTUTOM, IIUPPO30M WJIHM Y MAIMEHTOB, Y KOTOPHIX HAOIIOAAACH ITOBHIIICHHAS
AKTUBHOCTH TpaHCAMHUHAa3 Mepe]] HauajaoM Teparuu U, 0COOCHHO, B TEUEHUE NEPBBIX HECKOIBKUX
MecsIeB KOMOMHUPOBAHHOW Tepanuyu KOMOMHALIMEH JapyHaBUP/PUTOHABUD.

B cnydae oOHapyxeHHs HApyIICHUH (PYHKITUH IMEUYEHN I YXYIIICHUS UX TSHKECTH (B TOM YHCIIe
KIIMHUYECKH 3HAYUMOE YBEIMYEHHE AaKTUBHOCTH TICYCHOYHBIX (PEPMEHTOB W/WIM TaKUX
CUMIITOMOB, KaK yCTaJOCTh, AaHOPEKCUs, TOIIHOTA, JKEITyXa, MoOYa TEMHOIO LBETa,
00JIe3HEHHOCTh MPHU MaNbMAIUN MEYSHH, TeIaTOMETallks) CIeAyeT PacCMOTPETh BO3MOKHOCTh
MIPEPHIBAHMSI WJIM OTMEHBI Tepanuyu KOMOUHALMEH TapyHaBUP/PUTOHABHD.

Hayuenmul ¢ 3a001e6aHUAMU NOYEK

[Toukn UrparOT HE3HAYUTENBHYIO pPOJIb B KIMPEHCE JapyHaBUpPa, W NOJTOMY y MAallMEHTOB C
3a00J1eBaHUAMHU MTOYEK OOIIMI KIMPEHC JapyHaBUpa MPaKTHUECKH He yMeHbluaeTcs. JlapyHaBup
U PUTOHABHp OO0JIAAIOT BBICOKOM CTENEHbIO CBSI3bIBaHMS € O€IKaMu IUIa3Mbl, U MO3TOMY
reMOJUalIN3 WM MEepUTOHEATbHBIA JUAlu3 HE UTPAIOT CYIIECTBEHHON pOJIM B BBIBEACHUU ITHX
[IpenapaToB U3 OpraHu3Ma.

Tayuenmui ¢ zeMod)quueLZ

NmeroTcst cooOmieHns 00 yCHIICHHH KPOBOTEUCHHM, BKITIOUAsl CTIOHTAHHBIE KOYKHBIE TEMAaTOMBI U

remMapTpo3, y MalueHToB ¢ remodunueil TunoB A u B, ne4eHHbIX HHTMOUTOpPaMU MPOTEA3BI.
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HekoToppie U3 3THX MAalMEHTOB MOIy4alu (RKTOP ch@;';h;rgzﬁt;[; ﬁc‘ﬁggp YT “Bonde Hem B

MIOJIOBHMHE OIMCAHHBIX CITy4YaeB JIeYeHUEe HHIMOUTOPAMHU IPOTEasbl MPOJODKAIOCH 0e3 mepephiBa
WIA BO300HOBIISUIOCH TOCJIE BPEMEHHOW MPUOCTAHOBKH. BBUIO BBICKAa3aHO MPEATIONIOKEHHE O
MPUYMHHO-CJIEICTBEHHON CBSI3W MEXAy JI€YEHHEM HHTUOMTOpaMH MpoTea3bl U YCHICHHEM
KPOBOTEUYEHHMsI Y MAlMEHTOB ¢ reModuived, 0JHAKO MEXaHW3M TaKOW CBA3M HE YCTaHOBIJICH.
[TaruenToB ¢ remMouIMel, MONYyYAOIUX KOMOWHAIMIO JapyHaBUP/PUTOHABHD, CIEAYET
npOorH()OPMUPOBATH O BO3MOKHOCTH YCHUJICHHUS! KPOBOTEUECHUH.

Caxapmuwiii ouabem/eunepenuxemus

VY manueHToB, MOJIYYAIOIIUX aHTHPETPOBUPYCHYIO TEPAINHIO, BKIOYas HHTUOUTOPHI MPOTEa3bl,
OIMCAHbI BIIEPBBIC BBISBIECHHBIE CIyyau CaxapHOro Aualdera, TMIEPIIMKEMUs WIN YXYZALIEHUE
TE€YEHMsI YK€ CYIIECTBYIOLIEr0 caxapHoro auadera. Y HEKOTOPBIX U3 3THUX HAIUEHTOB
TUIEPrIIMKeMUs ObUTa TSHKEIOW U B psAJE CIIy4aeB COMPOBOXKAAIach KETOAMI030M. Y MHOTHX
MAIMEHTOB MMENU MECTO COIYTCTBYIOIIME 3a00lieBaHHUs, HEKOTOpPbIE M3 KOTOPHIX TpeOOBaIU
JIeYEHUs IperapaTaMy, ClIOCOOCTBYIOIIMMU Pa3BUTHIO CaXapHOro Auadera WK TMIEepPriIuKEMUN.
Bec u memabonuueckue napamempul

VY nmanueHToB, MOMyYalolUX aHTUPETPOBUPYCHYIO TEPANUIO, MOXKET HAOII0AaThCsl YBEIHMUYECHUE
MAacchl Teja, a TAK)KE MOBBIIICHNUE YPOBHS JHUIHIOB U TIIIOKO3bI KPOBU. Taknue W3MEHEHUS MOTYT
OBITh YAaCTUYHO CBSI3aHBI C KOHTpPOJIEM 3a0osieBaHUs U 00pa3oM KHU3HUA. B HEKOTOPBIX Cirydasx
OBLIIO JJOKa3aHO, YTO MOBBILICHUE YPOBHS JUIHUA0B KPOBH CBSI3aHO C MOCJIEICTBUSMU JICUEHUS,
OJIHAaKO, He OBbUIO JI0Ka3aHO, YTO YBEIMYEHUE MAacChl Tella Kak-TO CBSI3aHO C IMPOBEICHHUEM
AHTUPETPOBUPYCHOM Tepanuu. /[l MOHUTOpPUHra YpOBHS JHMOUAOB M TJIIOKO3bl KpPOBHU
HEOOXOJAMMO CJIEI0BAaTh COOTBETCTBYIOIIUM PEKOMEHJALMIM I10 JIeueHUIo nanueHToB ¢ BUY-
uHpekuue. Hapymenust nunuaHoro mMeradoau3Ma HEOOXOIUMO JIEYUTh COOTBETCTBYIOIIMMU
npenaparam.

Ocmeonexpos

Hecmotpss Ha MHOroakTOpHYIO 5STHOJOTHIO (MCTIOJIB30BaHUE TIIFOKOKOPTHKOCTEPOUTHBIX
TOPMOHOB, YIOTPEOJIEHUE aJIKOTOJIs, TSKelask CTeleHb UMMYHOCYIIPECCUH, TOBBIIEHHBIA HHIEKC
Macchl Tena), ObUIM OTMEUEHBl CIIy4ad OCTEOHEKp03a, B OCOOEHHOCTH Yy TMAalMeHTOB C
3aboneBanneM BUY Ha mo3qgHeil cTaguu W/wiM y MalMeHTOB, JUINTEIbHOE BPEMs MOITYyYarolX
KOMOMHHMPOBaHHYIO  aHTHUPETPOBUPYCHYIO  TEparwio. [TarueHTsl  MOJMKHBI  OBITH
npouH(OPMUPOBAHBl O HEOOXOAMMOCTH HE3aMEUIMTENLHOTO IIOCEIEHUsl Bpaya B cilydae
MOsIBJICHUS 0OJieH B cycTaBaX, CKOBAHHOCTHU B CyCTaBax WIIM 3aTPYTHEHHUS JIBHKEHUH.

Cunopom eoccmaHno8ieHus UMMYHUmMema

Y  BUY-uHQUUUpPOBaHHBIX MAIMEHTOB C TSKEJIbBIM HMMYHOAEQHUIIMTOM B  Hayaie

KOMOMHHMPOBAaHHOW aHTHUPETPOBUPYCHOHN Tepamuu BO3MOXHO TMOSIBJICHHE BOCHATUTEIbHON
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CMEPTHOMY OTYETY

MOYET MPHUBECTU K CEPHE3HBIM KIMHUYECKUM OCJIOXHEHUSIM WM YXYAICHUIO CUMITOMATHKH.
OOBIYHO TakWe peakuu HAOMIOJAIOTCS B TIEPBBIC HEACTHM WM MECSIbl MPUMEHEHUS
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOW Tepanmuu. B kadecTBe NpUMEPOB MOXKHO MPUBECTU
[UTOMETaJIOBUPYCHBIA PETUHUT, TEeHEPAIM30BAHHbIE W/UJIUM MECTHbIE MHUKOOAKTepUaIbHbIC
WH(EKLIUH 1 THEBMOHUIO, BEI3BAaHHYIO Pneumaocystis jirovecii. Heo0xonumo onpeaensiTe TKeCTh
JT0OBIX CUMIITOMOB BOCIHAJICHUS U TMPOBOJUTH COOTBETCTBYIOILYIO TEpamuio. AyTOMMMYHHBIE
3a0oneBaHus (Takue kak 60se3Hb ['peiiBca U ayTOMMMYHHBIM renaTUT) TakkKe OTMeYallCh MpU
BO3HMKHOBEHUHU CHUHJpPOMa BOCCTAHOBJIECHHS MMMYHHOW cucTteMbl. OIHAKO BpeMmsi 10 Hadaja
3a00JIeBaHUS MOKET BapbUpPOBATHCS, U Takue 3a00JI€BaHUS MOTYT HAYMHATBHCS CITyCTS MECSIIbI
10CJIe Havaia Tepanum.

Bzaumooeticmeue ¢ opyeumu nexapcmeenHblMU npenapamams

JapyHnaBup u putoHaBup aBistoTcs uaruoutopamu nzopepmentoB CYP3A4 u CYP2D6, a taxke
MHTHOUTOpaMu P-rnuxonporenHa. OnHoBpeMEHHOE IIPUMEHEHHE KOMOMHAaIUH
JapyHaBUP/PUTOHABUP U JPYTUX MPENApaTOB, KOTOPbIE META0OIM3UPYIOTCS MPEUMYIIECTBEHHO
nzodepmenramu CYP3A4, CYP2D6 u nepenocsaTcss P-rmukonpoTeMHOM, MOKET MPHUBOJUTH K
MOBBILICHUIO KOHIIEHTPAILMU TAaKUX MPErapaToB B IJIa3Me, BCIEICTBUE YErO MOTYT YCUIIUBATHCS
WIN yJUTAHATBCS UX TEPANEBTHUECKUE U TOOOUYHBIE (D (DEKTHI.

HapyHaBup u putoHaBup Metadboausupyorcs uzopepmenrom CYP3A4. OmHOBpeMEHHBIN TpHEM
npenapaToB, HHAyHUpYyOImMX akTuBHOCT CYP3A4, MOXeT yBeIHUUTh KIUPEHC JapyHaBHUpa U
pUTOHABHpa, B pe3yjibTaTe UEro YMEHBIIUTCS KOHIEHTpalus napyHaBupa B muiasme. [Ipuem
npemapaToB, nHTHONpYyrommx CYP3A4, MoXeT yMEHBIIUTH KIIMPEHC JTApYHABUPA U PUTOHABUPA,
B PE3yJIbTaTe Yero YBEIMYUTCS KOHIIEHTPAIHS JapyHAaBHUPa B TUIa3Me.

OnHOBpEMEHHOE HCIONb30BaHME KOMOMHAIMM  JlapyHaBUpP/pUTOHABUpP ¢ KOMOMHauuen
JIOTIMHABUP/PUTOHABUDP, PUGAMIUIIMHOM U PACTUTEIBHBIMU MpemapaTamH, COAEpKaIIUuMU
IKCTPAKT 3Bepo0osi mpoasipsiBiieHHOr0 (Hypericum perforatum), mporuBorokasaHo.
Hcnonp3oBanue 3¢paBupeH3a COBMECTHO ¢ KoMOMHanueln napyHasup/puronasup 800 mr/100 mr 1
pa3 B CyTKH MOXKET NPUBOJUTH K JJOCTHXKEHUIO HEJJOCTATOYHOr0 3HaYeHUS Cmin 1apyHaBHpa.
Ecnu a¢aBupen3 He06X01MMO UCTIONb30BaTh COBMECTHO ¢ KOMOMHALIMEH TapyHaBUP/pUTOHABUD,
TO 11eJ1IecO00pa3HO MPHUMEHATh KOMOWHaIuio AapyHaBup/putoHasup 600 mr/100 mr 2 pasza B
CYTKH.

VY manueHTOoB, MOMYYaBIIMX TEPANUI0 KOIXUIIMHOM W MOIIHBIMH WHTHOUTOpaMHu U30(hepMeHTa
CYP3A4 u P-rnukonporenHa, 0OTMEUaINCh KU3HEYTPOXKAIOIINE U CMEPTEIbHBIC JIEKAPCTBEHHbBIE

B3aUMOJICHCTBUSL.
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4.5. BzammopeiicTBHe ¢ ApyrumMu nexapcmennm‘i&ll'a:'%})@%’%A_ﬁgtﬁcﬂp—g’?ﬁg':'Hmm

B3aMMO/1eliCTBUA

Bce uccnenoBaHus Mo ONPENENIEHUIO B3aUMOAECUCTBUSI MPOBOAMIMCH TOJIBKO Ha B3POCIBIX.
JapyHaBup W pUTOHAaBHp sBJstOTCS uHTrHOMTOpamu uzodepmentoB CYP3A4, CYP2D6 u
P-rmukonporenna. OnHOBpEeMEHHOE NPUMEHEHHWE KOMOWHAIMHM JapyHaBUP/PUTOHABUP U
MpernapaToB, KOTOPbIE META0OIU3UPYIOTCS MpenmMylecTBeHHO n3odepmentamu CYP3A4 w/wm
CYP2D6, unu nepeHocsTCcsl P-riMKOnpoOTEnHOM, MOXKET BBI3bIBATH MOBBIIICHUE KOHLIEHTPAUN
TaKUX TMpenapaTroB B IUIa3Me, YTO B CBOIO OYepelb MOXET ObITh MPUUMHOM YCHIICHUS WU
MIPOJIICHUS TEPANIEBTUYECKOTO AP (PeKTa, a TaKKe MPUUNHOHN TOSIBICHUS TOOOYHBIX 3P (HEKTOB.
He pmomyckaercss COBMECTHOE TNpPUMEHEHHWE KOMOWMHAIMKM — JTapyHABHP/PUTOHABUD  C
JIEKAPCTBEHHBIMU TIpernaparaMu, KIUPEHC KOTOPBHIX B 3HAUYMUTENIbHOW CTENEHH 3aBUCUT OT
uzopepmenta CYP3A4, 1 noBbllieHHe CUCTEMHOTO YPOBHSI KOTOPBIX MOKET COMPOBOKIATHCS
pa3BUTHEM CEPHhE3HBIX U/UJIHM YTPOKAIOIIMX KU3HU SIBICHUH (Y3KUN TepaneBTHUECKU TUana3oH).
OO0mmii papMaKOKHHETUUECKUH YCHITMBAIONIHHA 3((EKT PUTOHABHPA 3aKITIOYAJICS B YBEITUICHUU
CHCTEMHOM KOHIIGHTpAllMi JapyHaBUpa MNpuUMepHO B 14 pa3 mpu OJHOKPATHOM IpUEME
JapyHaBupa B 1o3e 600 Mr B couetaHuu ¢ puToHaBupoM B o3¢ 100 mr 2 pasza B cyTku. Takum
obpazom, mpemapatr JAPYHABUP-HAHOJIEK Heo0XxoaMMo HCMONb30BaTh B COUETAHUHU C
TOJIEKO HU3KMMH JI03aMU PUTOHABHPA KaK (PapMaKOKHHETUIECKOTO «YCHUITUTEIIS).

KomOuHammio  gapyHaBUpP/pUTOHaBHp  HE  CJEIyeT  HCIOJIB30BaTh  C  JPYTUMH
AHTUPETPOBUPYCHBIMH MpenapaTaMu, KOTOpble TPEOYIOT HCIOIb30BaHMs PUTOHABHUPA B KAUECTBE
(bapMaKOKHHETHUECKOTO «YCHIIUTESI.

B xiIMHHYeCKOM HCCIEIOBaHUM C UCIOJb30BaHMEM CMECH JIEKApCTBEHHBIX IIPENapaTos,
Metabonuzupyembix nuroxpomamu CYP2C9, CYP2C19 u CYP2D6, oTmedanoch MOBBIIIEHHE
aktuBHOCTH CYP2C9 m CYP2C19 u unrubupoBanue axtuHoctd CYP2D6 B mpucyrcTtBun
KOMOHMHAIIMU JapyHABUP/PUTOHABUP, YTO MOKET ObITH 00YCIIOBICHO MPUCYTCTBUEM HU3KOM O3B
putoHaBupa. COBMECTHOE€ TIpHUMEHEHHE [apyHaBUpa W PUTOHABUpA C JIEKAPCTBEHHBIMU
npenapatamMu, MeradonauzupyeMbiMu npeumyinectBeHHo CYP2D6 (Hampumep, ¢rexauHUaoOM,
npornadeHOHOM, METOMPOJIOJIOM), MOXKET MPHUBOJUTh K TOBBIIIEHUIO KOHIEHTPAIMUA ATHX
JIEKapCTBEHHBIX MpemapaToB B IJIa3Me, UYTO CIIOCOOHO BBI3BATh YCHIIEHWE WU TPOIJICHUE HX
TepaneBTUYECKOro AP deKTa U HexenarenbHbIX peakiuii. CoBMeCTHOE IPUMEHEHUE JapyHaBupa
U PUTOHABUpA C JICKAPCTBEHHBIMHU TMpenapaTamu, MPEUMYIIECTBEHHO METa0O0JU3UPYEMbIMU
CYP2C9 (nanpumep, Bappapunom) u CYP2C19 (manpumep, METaAOHOM), MOXKET MPUBOIUTH K
CHI)KCHHMIO CHCTEMHOW KOHIIEHTpPAIlUU ITHX JIKAPCTBEHHBIX CPEJCTB, UYTO CIIOCOOHO BHI3BATH

CHIDKEHHWE WJIM COKPAIIEHNE WX TepareBTHIeCcKoro 3 dekra.
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Xots 3dpdextr B orHomennu CYP2C8 wuzyuajics TOHLQ(')_-';H—@@F?“C‘&%@EH{%E -I;'l'_ﬁldll\’l!cll-lléHI/Ie

KOMOWHAIMKM JapyHABUP/PUTOHABUDP C JIEKAPCTBEHHBIMU INpenapaTamMu, HPEUMYILIECTBEHHO
metabommsupyembivu CYP2CS8 (Hammpumep, MaKIUTaKCEIOM, POCUTIUTa30HOM, PETarInHUIOM),
MOJKET MPUBOJUTH K CHIDKEHUIO CUCTEMHON KOHIICHTPAIMH 3TUX JIEKAPCTBEHHBIX CPEJICTB, UTO
CIOCOOHO BbI3BAaTh YMEHBIIIEHUE WU COKPALICHHE UX TepaneBTHIeCKoro 3¢ dekra.

PurtonaBup narnbupyer rpancrnoptasie Mosekynbl P-rimukonporenna, OATP1B1 u OATP1B3, u
€ro MPUMEHEHHE C CyOCTpaTaMu ITUX TPAHCIOPTHBIX MOJIEKYJI MOXKET IPUBECTU K MOBBILICHUIO
KOHIEHTpAllMi STUX NpenaparoB B IUIa3Me (Hampumep, AadurarpaHa 3TEKCHIAT, JUTOKCHH,
CTaTUHBI M 003CHTaH).

HeKaDCTBeHHBIe npenaparsl, BIUAIOIMNMEC Ha KOHIICHTPAILIMIO ILaDVHaBI/IDa/DI/ITOHaBI/IDa

B merabonusme napyHaBupa u puToHaBupa ydactByeT uzopepment CYP3A4. JlekapcTBeHHBIC
npenaparsl, UHAYIUpYoIKue akTUBHOCTh n3odepmenta CYP3A4, npeAnonokUTeNbHO YCUIIAT
KIIMPEHC JapyHaBUpa U PUTOHABUPA, BBI3bIBAsS CHUKEHHE KOHLIEHTPALMHA 3TUX IMpEenapaToB B
I1a3Me, 4YTO MOXET NPUBOIAUTh K CHWKCHHIO TepaneBTHYecKoro 3ddexra W pa3sBUTHIO
PE3UCTEHTHOCTH (HAampUMep, 95TO Kacaercs pudammuiydHa, 3BepoOOsS W JIONMHABHUPA).
CoBMecTHOE MpUMEHEHHE JapyHaBHpa U PUTOHABUPA C JPYTHMHU JIEKAPCTBEHHBIMU MpenapaTamMu,
uurnoupyromumu nzopepmeHT CYP3 A4, MOXKeT CHUXKATh KIUPEHC JapyHaBUPA U pUTOHABUPA U
MOBBIIIATh UX KOHIICHTpAIUIO B Tu1azMe. COBMECTHOE MPUMEHEHHUE C MOIIHBIMU WHTHOUTOpaMU
CYP3A4 He pexkoMeHayeTcs, CIeayeT COOIOAAaTh OCTOPOKHOCTh. Takue B3amMMOICHCTBHS
OTHCAaHBI B TA0OJIHIIE HIDKE (HAlIpUMep, UHIUHABUD, CUCTEMHBIE a30J1bl, B YACTHOCTH, KETOKOHA30J1
U KJIOTPUMA30I).

Tabauira B3anMOJIEUCTBHI MEXKIY IIpernapaTaMu

IIpuBeIeHHBIN HMKE CIIMCOK IPUMEPOB B3aUMOJIECHCTBUN MEXY JIEKAPCTBEHHBIMM CPEACTBAMU
HE SBJISICTCSA MCUEPIIBIBAIOIIUM, U MTO3TOMY JUIs MOJYy4YeHHUs MH(POPMALUH, CBI3aHHON C MyTAMHU
MeTaboaM3Ma, MyTAMH B3aUMOJEHCTBHS, MOTEHIUAIBHBIMA PUCKAMHU U JIEHCTBUAMHU, KOTOpbIE
HEOOXOIMMO TPEINPUHATH B CIlydae COBMECTHOTO MPHUMEHEHHS, CIEAyeT oOpamarbcs K
COOTBETCTBYIOIIEH HWHCTPYKIMU JIEKAPCTBEHHOTO TIpernapara, HCIOJIb3yeMOT0 COBMECTHO C
JapyHABUPOM.

HekoTtopsie wuccrnemoBanusi B3auMoOJeHCcTBUS (0003HAa4YeHHbIE # B TaOlulle HIDKE) OBLTH
NIPOBE/ICHBI C UCTIOB30BaHUEM J103 JIapyHaBUPa HIDKE PEKOMEHIyEMBIX HITU C IPYTUM PEKUMOM
no3upoBaHus. DP(GEKTH B OTHOMIEHUH COBMECTHO MPUMEHSIEMBIX JIEKAPCTBEHHBIX IpEnapaToB
MOTYT, TakuM 0Opa3oM, OBITh HEJOOLIEHEHBI, BCIEJCTBHE 3TOT0 MOXET OBbITh TOKa3aH
KJIMHUYECKHI MOHUTOPHHT 0€30MacHOCTH.

B3anmoneicTBusl MeXIy KOMOWHAIWEH MapyHaBUP/pUTOHABUP W aHTHPETPOBHPYCHBIMH H

IPOYMMH JIEKAPCTBEHHBIMU CpPEJCTBAMH MpUBEJACHBl B Tabnuie HIKe (HE ONpeaeseHo
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ocHoBaHO Ha 90% J10BEpUTEIHLHOM MHTEpBAJE JUIsl CPEAHETO I€OMETPUUECKOTO COOTHOIICHUS,

KOTOPOE MOXKET HaXOJUThCA B Ipeaenax («), Huxe (|) wiu Boie (1) auamazona 80-125%.

JlekapcTBeHHbIH B3anmoaeicreue Pexomenpanuu mo

npenapar, Cpennee reomMeTpuieckoe COBMECTHOMY ITPUMEHEHUI0
NpUMeHsIeMbIi usmenenue (%)

COBMECTHO €
KOMOMHanue

napyHasup/

PUTOHABHP
AHTHPETPOBUPYCHBIE IIPEIIAPATHI JUUIA JIEYEHUA BUY-HHOEKI[UH
Hneuoumopor unmezpaszol

JlomyTerpaBup AUC ponyterpaBupa | 22% KomOunanmro
Ca4q gonmyterpaBupa | 38% JapyHaBUP/PUTOHABUP U
Cmax nonyrterpasupa | 11% JIOJIyTETPAaBUP MOKHO
JapyHaBup <>* UCIIOJIb30BaTh 0€3 KOPPEKIIUU
* Ha ocHOBaHMHU CpaBHEHHM JIO3BI.

MCKAY UCCIICAOBAHUAMU C
HCII0JIb30BAHHUEM UCTOPHUICCKUX
JaHHBIX I10 Q)apMaKOKI/IHeTI/IKC.

DnBUTErPaBUP AUC snButerpaBupa <> [Tpu cOBMECTHOM MPUMEHEHUHT
Cmin 27IBUTETpaBUpA <> nperapara
Crmax 2JIBUTETpaBUpa <> JAPYHABHP-HAHOIJIEK ¢
AUC napynasupa <> HU3KUMHU J103aMU PUTOHABUPA
Cmin napynasupa | 17% (600 mr/100 mr 2 pa3a B
Crmax JapyHaBupa <> CYyTKH) B COUETAHHH C

AJIBUTETPaBUPOM 71032
ANIBUTETPAaBHUpA AOKHA
coctaBiATh 150 Mr 1 pa3 B
CYTKH.

dapMakOKMHETHKA U
PEKOMEHIalluu 1O
JIO3UPOBAHUIO JUISL IPYTHX 103
JapyHaBUpa WIK IS
KOMOWHAIIUH
AJIBUTETPaBUP/KOOUIIUCTAT HE
YCTaHOBJICHBI. TakuMm
00pa3oM, COBMECTHOE
npUMeHeHne KOMOMHAIINT
JlapyHaBUP/pUTOHABUD B
mo00it 103€, KpoMe

600 mr/100 mr 2 pasa B CyTKH,
B COUETaHUH C
AIIBUTETPABUPOM He
pexoMenyercsi. CoBMeCTHOE
npUMeHeHHe KOMOMHAIIUU
JapyHaBUpP/ pUTOHABUP U
AIIBUTETpaBHpa C
KOOMIIMCTaTOM He
PEKOMEHIYETCSL.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 30.03 JN2EB112
Panterpasup B pe3ynbraTe HEKOTPpPBIX T e e rosmice Bpema = - 1
KIIMHUYECKHUX UCCIIEJOBAaHUM npezrnosaraercs, 4ro 3Qpgext
OBUIO MPEIOI0KEHO, YTO panTerpaBupa Ha
paJiTerpaBup MOXET BbI3bIBATh KOHIEHTPALUIO JJapyHaBUpPa B
YMEpPEHHOE CHU)KEHUE I1a3Me He SBISETCA
KOHIIEHTpALlUU JapyHaBHpa B KIIMHUYECKH 3HAUUMBIM.
1asMe. KomOunarmro
JapyHaBUDP/pUTOHABUP U
panTerpaBup MOXKHO
MPUMEHSTH 0€3 KOppeKLnu
JI03Bl.
Hykneo3uonvie/nykneomuonvie uncudumoput oopamnou mpanckpunmaszot (HUOT)
Junano3ux AUC nmunanosuna | 9% KomOunammro
400 mr 1 pa3 B cyTku C min tnganozuna H/O JlapyHAaBUP/PUTOHABHD U
Crax aunanosuna | 16% JUAAHO3UH MOKHO IPUMEHSTh
AUC napyHnaBupa <> 0€3 KOPPEKIUHU J03BI.
Cmin IapyHaBupa <> JnnaHo3uH HE0OX0 MO
Chmax 1apyHaBHpa <> MPUHUMAThH HATOIIAK, TAKUM
00pasom, ero cieayer
MPUHUMATH 3a | yac 10 i
yepes 2 yaca 1ocie npruema
KOMOMHAIUU
JapyHaBUP/pPUTOHABUD C
MHUIIEH.
TenodoBupa AUC Tenodosupa 1 22% ITpu coBMECTHOM IPUMEHEHUN
JU30ITPOKCUIT Cnmin TenodoBupa 1 37% KOMOMHAIINH
245 mr 1 pa3 B cytku' | Cmax TeHO(OBHPa T 24% JapyHaBUP/pPUTOHABUD C
*AUC napynasupa 1 21% TEHO(POBHPOM MOXKET OBITH
#Cmin mapyHnasupa 1 24% TIOKa3aH MOHUTOPHHT
#*Cmax napynasupa 1 16% (GyHKIMU TIOYEK, B
(1 xoHUEHTpauu TeHO(OBUPA 0COOEHHOCTH Y NAI[UEHTOB C
BCJIEJICTBHE BIMSHUS HA CHUCTEMHBIMU WJIM TTOYEYHBIMHU
OINOCPEAOBAHHBIN 3a001€BaHUAMH, TUOO MPHU
MDR-1 TpaHcnopT B HOYEUHBIX UCII0JIb30BaHNNU
KaHaJblax) He(POTOKCUYHBIX
IPEenaparos.
OMTpunuTadrH/ TenodoBupa anapeHamuyg < Pexomennyemast no3a s
TeHodoBHUpa Tenodosup 1 KOMOMHAIINH
anadeHaMug AMTPULIUTAOMH/TeHODOBHpA
anapenamug — 200/10 mr npu
COBMECTHOM IIPUMEHEHUH C
KOMOHMHaIuen
JTapyHaBUDP/pUTOHABHUP.
AbaxaBup He uzyuanoces. Ha ocHoBanuun KomOunarums
OMTPUITUTAONH MyTeH STMMHUHAIH TTPOYHX JapyHaBUP/PUTOHABUDP MOXKET
JlamuByIuH HUOT (3unoByauna, npuMeHsaTbes ¢ 3tumu HUOT
CraByuH AMTpPULIMTAONHA, CTaBYIMHA, 0€3 KOpPEeKIUH J103bI.
3UI0BYAMH JAMUBY/IMHA), KOTOPbIE
OKCKPETUPYIOTCS
PEUMYIIECTBEHHO MTOYKaMH, U
abakaBupa, B MeTa00JIM3ME
KoToporo He yuactByer CYP450,
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HHUKAKHX B3aUMOJECUCTBUM M'é)i():[y' 3

EOCBATENBHOCTE 000T)

STHUMH JIEKapCTBEHHBIMU
npenapaTtamM 1 KoMOuHanuen
JlapyHaBUP/pPUTOHABUD HE
IPeANOoIaraeTcsl.

Henykneozuouvle/nenykn

eomuonvle unzudbumopst oopamnou mpanckpunmaszvl (HHUOT)

DdaBupens
600 mr 1 pa3 B cyTku

AUC s¢dasupensa 1 21%

Cmin 2¢aBupenza 1 17%

Chmax 2daBupensa T 15%
*AUC napynasupa | 13%
#Cmin mapynasupa | 31%
#*Crmax mapynasupa | 15%

(1 xoHIIEeHTpauu 3(aBupeH3a
BCJICJICTBHE UHTMOMPOBAHUS
CYP3A)

(| xoHLIEHTpaIK JapyHaBUPA
Bentencteue uHaykiuun CYP3A)

IIpu npumenenun
KOMOMHAIUN
JapyHaBUP/pPUTOHABUD B
coueTaHuu ¢ 3(aBUPEH30M
MOYET MOTpeboBaThCs
KIIMHUYECKUIT MOHUTOPUHT
TOKCUYHOCTH B OTHOIIICHUH
LEHTPAJIbHOW HEPBHOM
CHCTEMBI, CBSI3aHHBIN C
MOBBIIIEHHOW KOHLIEHTpaluen
adaBupeHs3a.

[Tpuem s¢aBupensa B
COUETaHUM C KOMOMHAIMEN
JapyHaBUDP/pUTOHABHP B J03€
800 mr/100 mr 1 pa3 B cyTku
MO3KET IPUBOIUTH K
cyOoNnTUMaIbHOMY 3HaYEHUIO
Cmin napynaBupa. Ecnu
adaBupeH3 noTpedyeTcs
MPUHUMATH B COUETAHUH C
KOMOWHAaIUEH
JapyHaBUP/pUTOHABHP,
CJIEIyeT UCI0JIb30BATh PEKUM
600 mr/100 Mr 2 pa3a B CyTKH.

Otpasupun 100 mr
2 pa3a B CyTKHU

AUC srpaBupuna | 37%
Chmin aTpaBupuHa | 49%
Chmax dTpaBupuHa | 32%
AUC napynasupa T 15%
Cmin TapyHaBHpa <«
Cmax 1apyHaBupa <>

KomOunammro
JlapyHaBUP/pUTOHABUP C
stpaBupuHoM 200 mr 2 pasza B
CYTKH MOYHO HCII0JIb30BaTh
0€3 KOPPEKIIUHU JI03BI.

Hesupanun
200 mr 2 pa3a B CyTKH

AUC neBupanuna T 27%

Cmin HeBupanuHa 1 47%

Chmax HeBupanuaa T 18%
*napyHaBup: KOHIIEHTpALUK
COOTBETCTBOBAJIM HCTOPHUIECKUM
JTAHHBIM

(T KOHIICHTpAIIMY HEBUPATIMHA

BCJICOCTBUEC HHFI/I6HpOBaHH${
CYP3A)

Komb6unanuro
JapyHaBUP/pPUTOHABHP C
HEBHPAITMHOM MOXHO
HCIIONIb30BaTh 0€3 KOPPEKIIUU
JIO3EI.

Punnusupun 150 mr 1
pa3 B CyTKH

AUC punnusupuna T 130%
Chmin punmuBupuHa T 178%
Crax puinuBupusa 1 79%
AUC napynaBupa <«

Cmin napynaBupa | 11%
Cmax TapyHaBUpa <>

KomOunarmio
JapyHaBUDP/pUTOHABHP C
PHITMBUPUHOM MOXHO
HCIIOJIb30BaTh 0€3 KOPPEKIIUN
JIO3BI.
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Hnzubumoper npomeazot BHY oe3 oo,ounuméﬁi%{ﬁ%%lﬁ{%'-—' ";ttl;a_"lé;'wc':'dlboa

pumonagupa’

ATta3zaHaBup
300 mr 1 pa3 B cyTku

AUC arazanaBupa <>

Cmin atazanaBupa T 52%

Cmax aTa3zanaBupa | 11%
*AUC napynasupa <

#Cmin mapyHaBupa <>

#*Crmax lapyHaBupa <>
ATazaHaBUp: CpaBHEHUE
aTa3zaHaBUpa/pUTOHABUPA

300 mr/100 mr 1 pa3 B cyTku u
arazanasupa 300 Mr pa3 B CyTKH B
COYETaHUH C
JapyHaBUPOM/PUTOHABUPOM
400 mr/100 mr 2 pa3a B CyTKH.
JapyHaBup: cpaBHEHUE
JapyHaBUpa/pUTOHABHPA

400 mr/100 mr 2 paza B CyTKH C
JTapyHABUPOM/PUTOHABUPOM
400 mr/100 mr 2 pasa B CyTKH B
COYETaHUU C aTa3aHABHPOM
300 mr 1 pa3 B CyTKH.

KoMOnnamuro
JlapyHaBUP/PUTOHABUD U
aTazaHaBUP MOXKHO
HCII0JIb30BaTh 0€3 KOPPEKIIUU
JIO3BI.

NuaunaBup
800 mr 2 pa3a B CyTKH

AUC unnunasupa 1 23%

Cmin unuHaBupa T 125%

Crmax MHIMHABHpA <>

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

#*Crmax mapynasupa T 11%
WNHauHaBup: cpaBHEHHE
WH/IMHaBUPa/pUTOHABHPA

800 mr/100 mr 2 pa3a B CyTKHU C
WH/IMHABUPOM/1apyHaBUPOM/
PUTOHABHPOM

800 mr/400 mr/100 mr 2 pa3a B
CYTKH.

JlapyHaBup: cpaBHeHUE
JapyHaBUpa/pUTOHABUPA

400 mr/100 mr 2 pa3a B CyTKH €
JlapyHaBUPOM/PUTOHABUPOM
400 mr/100 mMr B coueTaHUH €
unauHasupom 800 Mmr 2 pasa B
CYTKH.

IIpu ucnosp3oBaHuy B
COUETaHUH C KOMOUHAIIHEH
JapyHaBUP/PUTOHABUP MOKET
noTpebOBaTHCA KOPPEKIIHS
11036l nHAMHaBUpa ¢ 800 mr 2
paza B cytku 110 600 mr 2 pasa
B CYyTKH B Cllydae
HENEPEHOCUMOCTH.

Caksunasup 1000 mr 2
pasa B CyTKH

*AUC nmapynasupa | 26%
#Cmin mapynasup | 42%
#Crmax mapyHaBupa | 17%
AUC cakBunaBupa | 6%
Chmin cakBrHaBHpa | 18%
Crmax cakBuHaBHpa | 6%
CaxBHHaBUD: CpaBHEHHUE
CaKBHHABUPa/pUTOHABHPA

Komb6unanuro
JapyHaBUP/PUTOHABUP HE
PEKOMEHTyEeTCSl TPUMEHSTH C
CaKBHHABHPOM.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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1000 Mr/100 mr 2 pasa B cythd - [-oor 1 EEROCTE 000

CaKBWHaBHpa/napyHaBupa/
pUTOHaBHpA

1000 mr/400 mr/100 mr 2 pa3a B
CYTKH.

JapyHaBup: cpaBHEHUE
JapyHaBUpa/pUTOHABHPA

400 mr/100 mr 2 pa3a B CyTKH U
JapyHaBUpa/pUTOHABHPA

400 mr/100 mr B coueTaHuu ¢
cakBuHaBupoM 1000 mr 2 pasza B
CYTKH.

Hnzubumopwt npomeasw.

1 BUY — 6 couemanuu ¢ Ru3Kumu 003amu pumonasupa*

JlomuHaBup/
putonasup 400
mr/100 mr 2 pa3a B
CYTKH

JlonuuaBup/
putoHaBup 533
mr/133,3 mr 2 pa3a B
CYTKH

AUC nonunasupa T 9%
Cmin mormmaaBupa T 23%
Cmax TortuHaBupa | 2%
AUC napynasupa | 38%**
Cmin mapynaBupa | 51%%**
Cmax DapyHaBupa | 21%**
AUC nonunHaBupa <>

Cmin mortmaaBupa T 13%
Cmax tTonnuHaBupa T 11%
AUC napynasupa | 41%
Cmin mapyHaBupa | 55%
Cmax HapyHasupa | 21%

** Ha OCHOBAaHHMH HE
HOPMaJIM30BaHHBIX I10 JI03¢
3HAYEHU

BcenenctBue cHuxeHUs
koHientpanuu (AUC)
napyHnasupa Ha 40%
MOJXOISIIME 03Bl 3TOU
KOMOHMHAIIUU HE YCTAaHOBIICHBI.
Takum o0pa3om, COBMECTHOE
MPUMEHEHHE KOMOMHALIUN
JapyHaBUP/pPUTOHABUD C
KOMOMHHPOBaHHBIM
IIpernapaToM, BKIIOYAIOLUIUM
JIOTIMHABUP/PUTOHABUD.
IIPOTUBOMNOKA3aHO.

AHTAI'OHHUCTBI PELHEIITOPOB CCR5

Mapasupok
150 mr 2 pa3a B CyTKH

AUC mapasupoxka T 305%

Cmin MapaBupoka H/O

Crmax MapaBupoka T 129%
KonnenTtpanuu napyHasupa u
PUTOHABHpA COTIACOBBIBAIMCH C
HCTOPUYECKIMH JaHHBIMH.

ITpu npumeHeHnn B
COUYETAaHUH C KOMOUHaIueH
JapyHaBUP/pUTOHABUD 71032
MapaBHpPOKa J0JKHA
coctaBiATh 150 Mr 2 pasza B
CYTKH.

AHTAI'OHUCTHI al-AIPEHOPEHOPEILIEIITOPOB

Andyso3uH Ha ocHOBaHuM T€OpEeTHUECKHUX OnHOBpeMEHHOE TPUMEHEHNE
cooOpakeHHi mpenapar KOMOUHAIUU
JAPYHABUP-HAHOIJIEK JlapyHaBUP/pUTOHABUP U
JIOJDKEH TOBBIIIATh angy3031Ha
KOHIIEHTpALUIO aln(y3031Ha B IIPOTUBOIIOKA3aHO.
ia3Me (3a c4€T HUHruOMpOBaHUS
CYP3A4).

AHECTETHKH

Andenranui He uzyuanoce. B merabonusme ITpu coBMECTHOM IPUMEHEHNUN

andeHTaHuIa y4acTByeT
uzopepmert CYP3A4, kotopsrit
MO>KET MHTHOUPOBAThHCS
KOMOUHaImen
JapyHaBUP/pUTOHABUP.

¢ KOMOWHaIUEH
JapyHaBUP/PUTOHABUP MOKET
MoTpeOOBaTHCS CHIKCHHE
JI03bI aI()eHTaHUIIA, a TAKKE
MOHHUTOPHHT PHCKOB
JUTUTETTLHOTO UITN
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ot 30.03.2023 N2 6112
T SepoterHor yierems
JIBIXaHUSI.
AHTHAHTHHAJIBHBIE/AHTHAPUTMHUYECKUE TIPEIIAPATHI
Juzonupamu He uzyyanocs. [Ipeanonaraercs, Heo0xoxnmo coOironenue
dnexauHu YTO KOMOMHAIUS Mep IPeAOCTOPOKHOCTH,
JIunokauH (CUCTEMHO) | JapyHaBUP/PUTOHABUP MOBBICUT KpOME TOT0, pEKOMEHIYEeTCs
MexkcuneTnH KOHIICHTPALIUIO 3TUX MOHHUTOPHUHT TePAeBTUYECKOI
[Iponadenon AHTHAPUTMUYECKUX KOHIEHTpaluu (Mpu HATHIUH
IpenapaToB B IUIa3Me TaKOW BO3MOKHOCTH) ATUX
(naTHOMpOBaHUE N30(DEPMEHTOB AHTUAPUTMUYCCKUX
CYP3A4 w/umm CYP2D6). [IPENapaToB NPU COBMECTHOM
MIPUMEHEHUU ¢ KOMOUHaIuein
JapyHaBUP/pUTOHABUD.
AmMuonapox IIpoTuBOMIIOKa3aHO
benpuaun MpUMEHEHHE KOMOMHALIUN
Jponenapon JapyHaBUP/PUTOHABHUP C
NBabpanun aMHOJJapOHOM, OETIPUIIIIOM,
XUHUIUH JIPOHEIAPOHOM, HBAOPAIHHOM,
Panonasun XUHUJIUHOM UJTH
paHOJIa3UHOM.
Jurokcun AUC aurokcuna T 61% [TockonbKy AUTOKCHH
0,4 mMr C min muroxcuna H/O XapaKTepU3yeTCs Y3KUM
OJIHOKPATHO C max qurokcuna T 29% TEepaIeBTUYECKUM
(1 KOHLIEHTpALNH JMara30HoM, B CIydae
JTUTOKCHUHA HA3HAYCHUS TUTOKCHHA
BCJIEJICTBHE BEPOSITHOTO HaIreHTaM, MOIyYaroIuM
WHTHOUPOBAHUS KOMOHMHAIIHIO
P-rnukonpoTenHa) JapyHaBUDP/pUTOHABUD,
NepBOHAYAIIEHO
PEKOMEH/TyeTCs UCTIONB30BaTh
MUHHMAJIbHYIO BO3MOXKHYIO
03y aurokcuna. Jlanee
CclIeZlyeT MPOBOINUTh
aKKypaTHYIO THTPAIHIO JI03bI
JUTOKCHHA C LIENbIO
JOCTHKEHUS JKEIaeMOro
KJIMHUYECKOTo 3 deKTa Ha
(dhoHe o1IeHKH 00111eT0
KJIMHUYECKOT'O COCTOSIHUS
MAIMEHTA.
AHTHBHOTHKH
Knaputpomurma AUC xmaputpomunuaa 1 57% Pexomennayercs cobmoaath
500 mr 2 pasza B cyTku | Cmin kaputpomunaa T 174% OCTOPOKHOCTB IIpU
Cmax k1aputpomuimaa T 26% COBMECTHOM ITPUMEHEHUHU
*AUC napynasupa |13% KJIAPUTPOMHUILIMHA B COYETAHUU
#C min mapynasupa 1 1% ¢ KoMOHHaImeH
*C max napynasupa | 17% JapyHaBUpP/pUTOHABUD. Y
Konuenrpannn MTalUEHTOB ¢ HOPMAJIbHON
14-OH-kyapuTpoMUIIMHA HE byHKIMEH moYeK KOMOMHAIUS
BBISIBIISUTHCH TIPU COBMECTHOM JapyHaBUP/pPUTOHABUD B
COYETaHUHU C
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e
MIPUMEHEHUU C KOM(}HHauHeﬂiI e

AT IR T

JlapyHaBUP/PUTOHABHP

(T KOHILIEHTpaUu
KJIAPUTPOMMUIIMHA BCIIEJICTBUE
WHTHOWPOBaHUS N30(epPMEHTA
CYP3A4 1 BO3MOXKHOTO
uHruOuposanus P-
TJIMKOMIPOTEUHA).

ObITh Ha3HaueHa 0e3
KOPPEKINH JI03bI.
PexomeH10BaHHYIO 103y
KJIApPUTPOMHIIMHA Y
HAIMEHTOB C HApYLIEHUEM
(YHKIMHU TIOYEK CleIyeT
BBIOMPATh COTJIACHO
WNHcTpykunu 1o
MEIULUHCKOMY ITPUMEHEHHIO
KJIAPUTPOMHUIIMHA.

AHTHKOATI'YJIAHTBIIAHTUTPOMBOILIHTAPHBIE IIPEIIAPATHI

Anukcaban He uzyuanoce. CoBmecTHOE [Ipumenenne kKOMOMHALIUU
Puapoxcaban MpUMEHEHHE KOMOMHALIUN JapyHaBUP/pPUTOHABHP C
Dnokcaban JapyHaBUP/PUTOHABHUP C STUMH aHTUKOATYJISTHTAMH HE
AHTUKOAryJITHTaMU MOXET PEKOMEHIyeTCsl.
MOBBICHTH UX KOHIIEHTPALUIO, YTO
MOJKET IPUBECTU K YBEITHMUCHUIO
pHICKa pa3BUTHS KPOBOTEUCHHI
(narHOMpOBaHUE N30(hepMeHTa
CYP3A4 u/umu P-
TJIMKOMIPOTEHHA).
Jlaburatpan He uzyuanocs. CoBmecTHOE CoBMecTHOE TTPUMEHEHNE
Tuxarpenop MpUMEHEHHE KOMOMHALIUN KOMOHMHAIINH
JapyHaBUDP/pPUTOHABUD C NaHHBIMHU | AapyHaBUP/PUTOHABHP C
JIEKapCTBEHHBIMU CPEJCTBAMU JaburaTpaHoM WU
MOJKET IPUBOUTH K THUKarpesopom
CYILIECTBEHHOMY MOBBIIICHUIO MIPOTUBOMOKA3aHO.
KOHIICHTpaluy Jaburarpana wim | PexoMmeHayeTcst mpuMeHeHHne
TUKarpenopa. JIPYTHX aHTUTPOMOOIIMTApHBIX
MperapaToB, Ha KOTOPBIE HE
BIUSIET UHTUOMPOBAHHUE UITU
naaykius CYP (manpumep,
npacyrpen).
Bapdapun He u3yvanocs. [Ipu coBMecTHOM [Ipu coBMECTHOM MPUMEHEHUH

MPUMEHEHUU C KOMOUHaIuei
JapyHaBUDP/pUTOHABUP BO3MOKHO
W3MEHEHUEe KOHIIEHTpAIu!
Bap(apuHa.

BapdapuHa ¢ KoMOuHaIMen
JlapyHaBUP/pUTOHABUP
PEKOMEH1yeTCs MOHUTOPHHT
MEXTYHAPOIHOTO
HOPMAaJIU30BaHHOTO
otHourenusi (MHO).

IIPOTHBOCY/IOPO/KHBIE IIPEITAPATBI

denobapouTan
denuroun

He u3yuanoces. ®enobapburan u
(eHUTOMH NPEOI0KUTEIBHO
BBI3OBYT CHUKCHUEC
KOHILIEHTPALU JapyHaBHpa U
pUTOHABHpA B MJ1a3Me (MHAYKLIUS
depmentoB CYP450).

Komb6unanuro
JapyHaBUP/pPUTOHABUP HE
cJeayeT IPUMEHSTH B
COYETAHUH C STUMH
JIEKapCTBEHHBIMU CPEICTBAMMU.

Kap6amazenun 200 mr
2 paza B CyTKH

AUC kap6amazenuna T 45%
Cmin kapbamazenuna 1 54%
Cmax kapbamazermaa T 43%

Koppekuuu 10361 KOMOMHALIUN
JapyHaBUP/pPUTOHABUD HE
pekomenayercs. Ecnu
noTpeOyeTcsi COBMECTHOE
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v

AUC aapyrampa 1100 SRkl

Cmin napynaBupa | 15% JapyHaBUDP/pUTOHABUP U

Cmax TapyHaBHpa <> KapOamazenuHa, Heo0X0 UM
MOHHUTOPHUHT TIOTSHIIMATBHBIX
CBSI3aHHBIX C KapOamMa3enmuHOM
HEXKEJATEIbHBIX SIBICHUH.
CrnenyeTr KOHTPOJIUPOBATH
KOHIICHTPAITUIO
KapbamazenuHa, Kpome TOro,
TpeOyeTcsl TUTPALUS €Tr0 JJ03bI
C LIeTIbI0 OOecIeYeHus
anekBatHoro orsera. Ha
OCHOBAHHHU MOJYYCHHBIX
pe3yabTaTOB 103y
KapOamazenuHa B
MPUCYTCTBUM KOMOMHAITIH
JapyHABUP/PUTOHABUP MOXKET
nmoTpeOoBaThCS CHU3UTH Ha

25%-50%.

Kionazemam CoBMECTHOE MPUMEHEHHUE [Ipu coBMecTHOM NMPUMEHEHUH
KOMOMHAINHU KOMOMHAINHU
JapyHaBUDP/PUTOHABUP U JapyHaBUDP/pPUTOHABUP U
KJIOHA3eTaMa MOXET IIPUBECTH K KJIOHA3ermamMa peKOMEH1yeTCs
MTOBBIIICHUIO KOHIICHTPAIUU KIIMHUYECKUI MOHUTOPHHT.
KJIOHA3eIaMa B IIa3Me

(uarubuposanre CYP3A4).

AHTH/IEINIPECCAHTbHI
[TapokceTun AUC napokceruna | 39% B cityuae coBmecTHOrO
20 mr 1 pa3 B cyTku Cmin mapokcetuna | 37% MIPUMEHEHUS
C max mapokcetuna | 36% AHTUJCIIPECCAHTOB C
*AUC napynaBupa <> KOMOMHAIIEH
*Cmin mapyHaBupa <> JlapyHaBUP/pUTOHABUP
*C max mapyHaBupa <> PEKOMEH1yEeMbIM IIOJIX0JI0M
Ceprpanun AUC ceprpanuna | 49% ABJISICTCS. TUTPALIUAS 103bI
50 mr 1 pa3 B cyTkH Chmin ceptpanuna | 49% aHTHUJIETIPECCAHTA HA
C max cepTpasiuna | 44% OCHOBAaHUM KIIMHUYECKOU
*AUC napynaBupa <> OIICHKH OTBETA Ha ATOT
*Cmin mapynasupa | 6% npenapat. Kpome toro, 3a
#C max NapyHaBupa <> TIAIMEHTaMH, TIONYYaOIHMA
CTaOMIIbHBIE J103bI
aHTHIETIPECCAHTOB, KOTOPHIE
HA4YMHAIOT TEPAIHIo
KOMOMHanuen
JapyHaBUP/pUTOHABUD,
ciemyeT HaOoaaTh Ha
IIpeIMET OTBETA Ha
aHTHJIETIPECCAHTHI.
AMWUTpUNITAIINH CoBMeCTHOE TPUMEHEHHE IIpu coBMECTHOM NPUMEHEHUHN
JlesunpamuH KOMOUHAIUU KOMOUHAIUU
Nmunpamun JapyHaBUP/PUTOHABHP C 3TUMU JlapyHaBUP/pUTOHABUP C
AHTHUAETIPECCAHTAMU MOYKET STUMH aHTUJENPECCAHTAMU U

19



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 30.03.2023 N2 6112
Hoprpunrunux TIOBBICHTh KOHIIEHT[ALHIO | koM e Ty ST KT rHaeCR kit
Tpaszonon AHTHUCTIPECCAHTOB MOHMTOPHHT, KPOME TOTrO,
(uaruOupoBanue CYP2D6 w/unmu | MOXeT moTpeOoBaThCs
CYP3A4). KOPPEKIIUS T03bI 3THX
AHTUJCIIPECCAHTOB.
IIPOTHBOPBOTHBIE IIPEITAPATHI
Jomnepunox He n3yuanocs. IIpu coBMECTHOM NIPUMEHEHUHU

KOMOMHAIUN
JapyHaBUP/pPUTOHABUD C
JIOMITEPUIOHOM CJICTyeT
COOJI0IaTh OCTOPOXKHOCTD U
HaOJII01aTh 3a TOOOYHBIMHU
pEaKIusIMH, CBI3aHHBIMHU C
JIOMITEPUIOHOM.

IIPOTHBOI'PUBKOBBIE IIPEIIAPATBI

Bopukonazon He u3yuanocek. PutonaBup moxetr | BopukoHason He cienyer
CHW)KATh KOHI[EHTPAIHIO MIPUMECHSITh B COYCTAHUU C
BOPUKOHA30J1a B IJIa3Me KOMOHMHanuen
(uanykuus pepmentoB CYP450). | napyHaBup/puTOHaBHD 32
UCKITIOYCHHEM CITy4aeB, KOoraa
HA OCHOBaHHUH OLIEHKU
COOTHOILIEHUS TI0JIb3a/PUCK
HE00X0JUMO ITPUMEHEHNE
BOPHMKOHA3071a.
Kerokonazon AUC ketokoHnazona 1 212% ITpu ucnonb3oBaHun
200 mr 2 pa3a B cyTku | Cmin KeTokoOHa30ma T 868% KOMOMHAIINH
Cmax keToxoHazona T 111% JapyHaBUP/PUTOHABHUP
*AUC napyHasupa 1 42% HE00X0IUMO COOIII0IATh
#Cmin mapynasupa 1 73% OCTOPOXKHOCTS,

#*Cmax napynasupa 1 21%
(uarubuposanue CYP3A4).

PEKOMEHTyeTCSl KITMHUYECKHUM
MoHuTOpuHr. Eciiu Tpedyercs
COBMECTHOE IPUMEHEHUE, TO
CyTOYHas J103a KETOKOHA30J1a
He J0JKHa npeBbimath 200
MT.

dykoHa301 He uzyqanocs. Kombunanus Heob6xonumo cobmoath
ITo3zakonazon JapyHaBUDP/pPUTOHABUP MOXKET OCTOPOKHOCT,
W3aByKoHa301 MOBBIIIATH KOHIEHTPALIHIO pPEKOMEHAYeTCs KITMHUUECKHI
HtpakoHazon POTHBOTPHUOKOBEIX TpenapaToB B | MOHUTOPHHT. [Ipu
I1a3Me, M03aKoHa3o07, COBMECTHOM NPUMEHEHUH
M3aByKOHA30JI, HITPAKOHA30JI WJIM | CYTOYHAsl ]03a UTPaKOHa30Ja
(1yKOHA30J1 MOTYT MOBBIIIAThH HE JI0JDKHA TPEeBbIIaTh
KOHIISHTPAIUIO JapyHaBUpa 200 wmr.
(uHrHOMpoOBaHUE N30(pepMeHTa
CYP3A4 u P-rnmuxonporenHa).
Knorpumazon He uzyuanoce. CoBmecTHOE Ecnu tpebyercst coBMecTHOE

CHCTEMHOE TPUMEHEHNE
KJIOTPUMA30Jia 1 KOMOMHALIUN
JapyHaBUP/PUTOHABUP MOXKET
MOBBIIIATH KOHIIEHTPALIUIO
JapyHaBUpa W/WUIHU KJIOTpUMa3oia

B I1JIa3MC€.

MIPUMEHEHHE C
KIIOTPUMA30JI0M, HEOOXOAUMO
C00JTII0/1aTh OCTOPOKHOCTb,
PEKOMEHIYETCSl KITMHUYECKUN
MOHI/ITOPI/IHF.
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AUC 4, napynasupal T 33% (ﬂﬁé':' -

EOCBATENBHOCTE 000T)

OCHOBAaHUH NOMYJISIIMOHHOM
MoJienu (hapMaKOKUHETUKH).

IIPOTHBOIIOJAI'PUYECKHUE IIPEITAPATBI

Komxumun

He uzyuanoce. CoBmecTHOE
MPUMEHEHHE KOJIXUIMHA U
KOMOUWHAIIUU
JapyHaBUP/PUTOHABUP MOKET
MOBBIIIATH KOHIICHTPAIIHIO
KOJIXHMIMHA (MHTMOMPOBaHUE
uzopepmenta CYP3A u/unm P-
TJIMKOMIPOTEHHA).

Ecnu tpebyercs Tepanus
KOMOMHaImen
JapyHaBUP/pPUTOHABUD Y
MAIMEHTOB ¢ HOPMAJILHON
GyHKIUEH MeYeH WU TIOYCK,
PEKOMEH/IyEeTCSI CHIDKEHHE
JI03BI KOJIXHUIIMHA WITH
MIPUOCTAHOBIICHHE TTPUEMa
aToro npenapara. [lanuenram
C HapylIeHueM (QyHKIUU
MIEYCHU WJTH MTOYEK
MPOTHBOIIOKA3aHO MPUMEHSTh
KOJIXUIIMH B COYCTAHHH C

KOMOMHaImen
JTApyHABHUP/pPUTOHABHUD.
IIPOTHBOMAJIAPUHHBIE ITPEITAPATHI
Aptemerep/ AUC apremerepa | 16% KomOuHammst
Jlymedantpun Cmin apTemetepa <> JapyHaBUP/PUTOHABUP MOXKET

80 mr/480 mr, 6 103
yepes 0, 8, 24, 36, 48 u
60 gyacoB

Cmax apTemetepa | 18%
AUC auruapoapreMu3MHUHA
1 18%

C min IMTHAPOAPTEMUZNHIHA <>
Crmax IHTUAPOAPTEMU3HHIHA
1 18%

AUC nymedantpuna T 175%
Chmin 1ymedantpuna T 126%
Cmax tymedantpuna T 65%
AUC napynaBupa <>

C min mapyHasupa | 13%
Cmax 1TapyHaBHpa <>

MIPUMECHSITHCSI B COUCTAHUU C
apreMeTepom/TyMedaHnTpHHOM
0€3 KOPPEKIIMHU JJ03bI; TEM HE
MEHee, BCIICCTBUE
MOBBIIICHHS KOHIICHTPAIHH
aymedaHTpUHA, JaHHYO
KOMOWHAIIUIO CJIETYET
MIPUMEHSITh C OCTOPOKHOCTBIO.

IIPOTHBOTYBEPKYJIE3HBIE IIPEIIAPATHI

Pudamnunun
Pudanentun

He u3zyuanoce. Pudanentun n
pUQaMITAIIIH SBIISIOTCS
MOIIIHBIMH UHyKTOpaMHu
uzodpepmenra CYP3A4, onn
BBI3BIBAJIM BBIPAKEHHOE
CHIDKEHHE KOHIICHTPALUI IPyTUX
MHTUOUTOPOB MPOTEa3, YTO MOXKET
MPUBOJIUTH K BUPYCOJIOTUIECKON
Hed(P(HEKTUBHOCTH U PA3BUTHUIO
PE3UCTEHTHOCTH (MHYKIIHS
dbepmentoB CYP450). B xone
TIOTIBITOK TIPEOJI0NIETh CHIKEHHUE
KOHIIEHTPALUH ITOCPEICTBOM
TIOBBIIIICHUS TO3BI APYTUX
MHTUOUTOPOB MPOTEa3 B
COYETaHUU C HU3KUMH JI03aMH
pHUTOHaBHpa, HAOIIOAATIACh

[Tpumenenue pudaneHTHHA C
KOMOMHaIuen
JapyHaBUP/pUTOHABUP HE
PEKOMEHTyeTCsl.
[TpoTtuBomoKazaHa
KOMOMHHMPOBAHHAS TePaTHs
pUPaMITUIITHOM C
KOMOMHaIuen
JapyHaBUP/pUTOHABHP.
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CTOPOHBI NICUYCHHU, CBA3aHHBIX C
pUQaMITUIITHOM.

Pudabytun
150 mr 1 pa3 B
2 nHA

AUC™ pudabyruna 1 55%
Cmin . pudabytuna 1 H/O

Cmax . pudabyTrHa <>

AUC napynasupa 1 53%

C min napynaBupa T 68%

Cmax mapynasupa T 39%

* cyMMa aKTHBHBIX TIPOM3BOIHEIX
pudalyTrHa (MCXOIHBIN IpenapaT
+ 25-0-ne3aneTuibHbIN
METa0OJINT).

B uccnenosanuu B3auMoaeiCTBUA
Ha0JII01aIMCh CPaBHUMbIE
CYTOYHbIE CHUCTEMHBIE
KOHIICHTpauuu pudadyTuHa npu
npueme B go3e 300 mr 1 pa3 B
CYTKH B BUJIC MOHOTEPAITHH U
150 Mr yepe3 ieHb B COUETaHUU C
KOMOWHAIMEH JapyHaBup/
putonasup (600 mr/100 mr 2 pa3za
B CYTKH) C IPUMEPHO
JECATUKPATHBIM YBEITHUYCHUEM
CYTOYHOTO YPOBHS aKTUBHOTO
Metabonura (25-0-
ne3aneTmipudadyTuHa).

Kpome toro, AUC cymmbl
AKTHUBHBIX ITPOU3BOIHBIX
pudaldyTuHa (MCXOIHOTO
npenapara + 25-0O-
JIe3alleTHIBHOTO MeTa00InTa)
noBbICHIIach B 1,6 pasa, B TO
BpeMs Kak 3HaueHUE Cmax
0CTaBaJiOCh COMOCTaBUMEIM. B
HACTOSIIEE BPEMsI OTCYTCTBYIOT
JaHHBIE TIO CPABHEHUIO CO
cTaHJapTHOU 10301 150 Mr pa3 B
CYTKH.

(PugabyTun sBusiercs
HUHIYKTOPOM U CyOCTpaToM
nzodpepmenra CYP3A4). [Tpu
COBMECTHOM MPUMEHEHUHU
KOMOUWHAIIHN
JapyHaBUP/PUTOHABHUP C
pudadytunom (150 mr uepes
JI€Hb) Ha0JTF01aTIOCh MOBBIIICHUE
CHCTEMHOM KOHIIEHTpaluu
JapyHaBUpA.

[TaruenTam, MoJIy4ar0muM
KOMOHMHAIIHUIO
JapyHaBUP/pUTOHABHP,
PEKOMEHIYETCSI CHIYKEHUE
no3bl pudadytuHa Ha 75% ot
00bryHO# 10361 300 Mr/cyT
(manpumep, 150 mr uepes
JICHB), a TaKXe 00JIee YacThIi
MOHHUTOPHHT TI0 TOBOJLY
CBSI3aHHBIX ¢ puhadyTHHOM
HEeXeNaTelIbHbIX sIBJIeHU. B
citydae mpo0JieM CO CTOPOHBI
0€e3011acHOCTH HEOOXO MO
paccMOTpETh JAJIbHENIIIEE
YBEIMUYEHUE UHTEPBAIA MEXKIY
npuemamu prudaldyTuHa 1/ UiaH
MOHHUTOPHHT KOHIICHTPAIHH
pudadyTuHa.

Heo0Oxoaumo u3y4uTh
oUIATEHBIC PEKOMEHIAllNN
M0 HaJUIeKAIIeH Tepanuu
Tyoepkyneza y BUU-
MH(UIUPOBAHHBIX MAI[UCHTOB.
Ha ocnoBanuu npoguis
0€30MacHOCTH KOMOUHAIINH
JapyHaBUDP/pUTOHABUP
yBEIMUYEHUE KOHIICHTPAIHH
pUTOHaBHpa Ha (pOHE Tepanuu
pudalOyTHOM He TpeOyeT
KOPPEKIIHA 71036l KOMOMHAIINN
napyHaBup/putoHasup. Ha
OCHOBaHUU
(hapMaKOKHHETHIECKOTO
MOJIETTUPOBAHUS ITO
CHIDKEHHE 1036l Ha 75%
TaK)Ke KacaeTcs MalueHTOB,
noJtyqaromux pupadyTuH B
J03€e, OTINYaromeics oT

300 mr/cyrT.

IIPOTHBOOII YXOJIEBBIE IIPEITAPATHI

JazaTtuHu6

He usyuanocs.

HpI/I COBMCCTHOM IMPUMCHCHUU
OTUX JICKAPCTBCHHBIX
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Hunotuauo
BunOnactun
Bunkpucrun

OBepoaumyc
HpuHorekan

[Ipenmnonaraercs, 410

R o R o

KOMOMHAIHA
JapyHaBUp/pUTOHABUP OyAeT
MIOBBIIIATH KOHIIEHTPAIHIO ATHX
IPOTHBOOITYXOJIEBBIX MPETIapaToB
B IJ1a3Me (MHTHOMpPOBaHUE
uzodepmenta CYP3A4).

JlapyHaBUDP/PUTOHABHP
BO3MOJKHO IOBBIIIEHHE UX
KOHIICHTPAIIUH, TAKHM
00pa3oM, BO3MOXHO
YBEIMUCHUE HEXKEIATSITbHBIX
SIBJICHUM, OOBIYHO
HAOJTI0IAEMBIX TIPU
NPUMEHCHHUHU JTaHHBIX
JICKAPCTBEHHBIX CPEJICTB.
Heo0xoaumo cobmroaaTh
OCTOPOXHOCTB TIPH
Ha3HAYCHHH KaKOTro-I11u00 13
3THX MPOTUBOOITYXOJIEBBIX
[perapaToB B COYCTAHUU C
KOMOMHaImen
JapyHaBUP/pPUTOHABUD.

CoBMecTHOE IPUMEHEHNE
IBEPOIMMYCa WIH
UPUHOTEKaHA ¢ KOMOMHAIMEH
JapyHaBUDP/pUTOHABUD HE
PEKOMEHIyeTCSl.

AHTHIICHXOTHYECKHE ITPEITAPATBI/HEHPOJIEIITHKH

Ksernanux He n3yuanocs. CoBMecTHOE IPUMEHEHNE
[Tpennonaraercs, 4To KOMOUHAIUU
KOMOMHAaLUS JapyHaBUP/PUTOHABUD C
JlapyHaBUP/pUTOHABUD MOBBICUT KBETHAIIMHOM
KOHLEHTPALUIO ATOr0 IIPOTUBONOKA3aHO, IOCKOJIbKY
AQHTUIICUXOTHYECKOTO TIpenapara B | BO3MOKHO YBEJIUUYECHUE
miasMe, (MHruoupoBaHNe CBSI3aHHOM C KBETUAIIMHOM
uzoepmenra CYP3A4). TOKCHUYHOCTH. [loBbIIIEHNE
KOHIEHTpallui KBeTHaNuHa
MOJKET IPUBOJUTH K KOME.
[lepdenasun He n3yuanocs. B ciydae coBmecTHOrO
Pucnepunon [Ipenmnonaraercs, 4To IIPUMEHEHHUS ITUX IIPENapaToB
Tuopunasun KOMOMHAaIUS ¢ KOMOMHaLuen
JlapyHaBUP/pUTOHABUD MOBBICUT JapyHaBUP/pUTOHABUP MOXKET
KOHIEHTPALUIO ITUX OTpeOOBATHCS CHUKEHHUE UX
AQHTUIICUXOTHUYECKUX MPENApaToB | J03BI.
B IU1a3Me (MHrMOUpOBaHME
uzodpepmentoB CYP3A4,
CYP2D6 u/umu P-
[JIMKOIPOTENHA).
Jlypa3unox CoBMecTHOE IPUMEHEHUE
ITumo3sug KOMOUHAIMU
Ceprunaon JapyHaBUDP/pUTOHABHP C

JYypasuaoHOM, IMUMO3UI0M
HJIN CEPTUHIO0JIOM
MMPOTHUBOIIOKA3aHO.
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BETA-A/IPEHOBJIOKATOPbI

e — -
|

(MOCTEOUBATENEADCTE 000T)

Kapsenunmon
Meronpomnon Tumosnon

He u3yyanocs.
[Ipenmnonaraercs, 4To
KOMOMHAIHA
JapyHaBUP/PUTOHABUP MTOBBICUT
KOHIIEHTPAIUIO ATHX OeTa-
aapeHo0JI0KaTOPOB B IJIa3Me

(naTHOMpOBaHUE N30(hepMeHTa
CYP2D6).

[Tpu cOBMECTHOM MPUMEHEHUHT
KOMOMHAIAH
JlapyHaBUP/pUTOHABHD C OeTa-
aJipeHO0I0KaTOpaMu
PEKOMEHIYETCS KITMHIUYECKHIA
MOHHUTOPHHT. CJeIyeT peluTh
BOIIPOC O CHIKEHUH JI03bI
Oera-aipeHo0I0KATOPA.

bJIOKATOPBI «<ME/UIEHHBIX» KAJIBITUEBbIX KAHA/IOB

Amnoaunun
Juntuazem
denogunux
Huxapaunun
Hudenunun
Bepanamuin

He nsyuanocs.

MOo>KHO NPEeAnOI0KUTH, YTO
KOMOUWHaIUS
JapyHaBUDP/PUTOHABUP MOKET
MOBBICUTH KOHIICHTPAIUIO
OJI0KaTOPOB «MEJIEHHBIX»
KaJIBI[MEBBIX KAHAIOB B IJIa3Me
(naTHOMpOBaHUE N30(hDEPMEHTOB
CYP3A4 w/umu CYP2D6).

[Tpu cOBMECTHOM MPUMEHEHUN
ATHX MPEIapaToB C
KOMOMHAaImen
JapyHaBUP/pPUTOHABUD
PEKOMEHYETCS KIMHUYECKUI
MOHHUTOPHUHT TEPAICBTUYCCKUX
1 T000YHBIX 3P (PEKTOB.

ITTIOKOKOPTHKOCTEPOH/IbI

I'imrokoko-
PTUKOCTEPOH B,
MeTaboIu3upyeMBbIE B
NIEPBYIO OYepeb
CYP3A (B Tom uucne
OeTamMeTasoH,
OynecoHus,
(bayTHKa30H,
MOMETAa30H,
MIPEHHU30H,
TPUAMIIMHOJIOH )

®nyTHKa30H: B KIIMHIYECKOM
UCCIIEIOBAaHUH, B KOTOPOM
putoHaBup B 103e 100 mr B
KalcyJjax 2 pas3a B CyTKU
NPUMEHSUTN B coueTaHnu ¢ 50 MKr
¢uyTHKa30Ha POIIMOHATA
MHTpaHa3aJIbHO (4 pa3za B CyTKH) B
TEeUeHHE 7 THEU Y 310POBBIX
J0OPOBOJIBIICB HAOTIOIAIOCH
CYLIECTBEHHOE MOBBIILICHHE
KOHIIEHTpalui GayTHKa3oHa
IPOMNHOHATa B TJIa3Me, B TO BpeMsI
KaK KOHIICHTPAIIUU SHJJOT€HHOTO
KOPTHU30J1a CHUKAITUCh TPUMEPHO
Ha 86% (90% noBepUTETBHBII
uHTepBan 82-89%). Ilpu
VHTSIIIMOHHOM ITPHUMEHEHHH
¢iyTHKa30Ha MOTYT HaOJIIO1aThCA
Oosee BbIpaxkeHHbIE 3PPEKTHI. Y
NalMEeHTOB, MOTYYatoNUX
pUTOHABUP U (PIyTUKA30H
MHTSIIIMOHHO MITH
WHTpaHa3JIbHO, OTMEYAIHCh
CHCTEMHbBIE
TITFOKOKOPTUKOCTEPOUTHBIC
a¢heKThI, BKIIOYast CHHIPOM
Nuenko-Kymmnra u cynpeccuto
Ha/IMOYEYHUKOB. DPPEKTHI
BBICOKOW KOHILIEHTPALIUU
¢yTHKa30HA Ha KOHIIEHTPALIUIO
pPHUTOHABHpA B IJIa3Me
HeHu3BeCTHBI. Jlpyrue

IIpu oxHOBpEMEHHOM
IPUMEHEHUH KOMOMHALUU
JapyHaBUP/pPUTOHABUD U
IIIOKOKOPTUKOCTEPOHIOB,
metabonm3upyembix CYP3A4
(manpumep, GayTUKa30HA
MPOMHOHATA WIN APYTHX
MHTSIIMOHHBIX WIN
Ha3aJIbHBIX
TITIOKOKOPTUKOCTEPOUIOB),
MOYKET BO3pacTaTh PHCK
Pa3BUTHS CUCTEMHBIX

¢ dekToB
TITIOKOKOPTUKOCTEPOHIOB,
BKJItOUast cuHApoM MueHko-
KymmHzra u cynpeccuro
Ha/IMTOYEYHUKOB. [IpmMenenmne
OJTHOBPEMEHHO ¢
MeTaboIU3UPYyEMBIMU
CYP3A4
TITIOKOKOPTHUKOCTEPOHIaM He
peKoMeHayeTcs, 3a
UCKJTFOUYEHHEM CITyJaeB, KOT/1a
MOTEHIMATIbHAS [T0JIb3a IS
MaIMeHTa MPEeBHIIIaeT pUCK. B
TaKuX CIy4asx cieryer
HaOJIFOJATh 3a MalleHTaMA Ha
IpeaMeT CUCTEMHBIX
s¢dekToB
TITIOKOKOPTHUKOCTEPOHIOB.
Crnemyer pacCMOTPETb,
0COOEHHO B cllyuae
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JIEKapCTBEHHBIC

B3aUMOJICHCTBUS HE U3YYAIKCh.
KoHneHnTpanuu 3Tux npenapaTron
B [IJTa3M€ MOTYT BO3pacTaTh Npu
OJTHOBPEMEHHOM ITPUMEHEHUH
KOMOHMHAIINHU
JlapyHaBUP/PUTOHABHP, TIPUBOJIS K
CHIKEHUIO KOHIICHTPALIUU
KOPTHU30J1a B CBIBOPOTKE.

PUMEHCHHS, alIbTCPHATHBHBIC
[JIIOKOKOPTHKOCTEPOHIBI,
MEHEE 3aBUCUMBEIE OT
Metabomm3ma CYP3A4,
Harmpumep, OEKIOMETa30H IS
MHTpPaHA3JIbHOTO WIIH
WHTAJISIMOHHOTO
HpI/IMeHCHI/IH.

JlexcameTra3oH
(cuctemHO)

He usyuanocs.

JlekcamMeTa30H MOKET CHUKATh
KOHIICHTPALIMIO JapyHaBUPa B
ma3Me (MHIyKIus n3oepMeHTa
CYP3A4)

JlexcameTa3oH B Ka4eCTBe
CHCTEMHOTO TIpernapara
cJeIyeT IPUMEHSTD C
OCTOPO’KHOCTBIO B COUETAHUU
¢ KOMOMHAIIHCH
JIapyYHABUP/PUTOHABHP.

AHTAI'OHHUCTHI SH/IOTEJIMHOBBIX PELIEIITOPOB

bozenran

He u3yuanoce. CoBmecTHOE
IIpUMEHEHNE OO3EHTaHa C
KOMOMHaImen
JApyHABUP/PUTOHABUP MOXKET
MOBBIIIATH KOHIICHTPAIIHIO
003eHTaHa B TUIa3Me.

Bo3eHTaH MOXET CHIXKATh
KOHIIEHTPAIIMIO TapyHaBUPA U
pUTOHaBHpA B I1a3Me (MHIYKIIHS
CYP3A4).

[Ipu coBMECTHOM MPUMEHEHUH
KOMOHMHAIINU
JapyHaBUP/pUTOHABHUP
PEKOMEHTyEeTCS MOHUTOPUHT
MePEHOCHUMOCTH 003CHTaHa.

AHTUBHPYCHBIE IIPEIIAPATBHI IIPIMOIO JIEHCTBHA JUIA TEPAIIHH

T'EIIATHTA C

Huzubumopuvr npomeazper NS3-4A

Temanpesup
750 Mr KaXaeple 8 yacoB

AUC renanpesupa | 35%
C min Tenanpesupa | 32%
Cmax TemamnpeBupa | 36%
AUC1, napynasupa | 40%
Cmin mapynaBupa | 42%
Cmax 1apynasupa | 40%

Komb6unanuro
JapyHaBUP/pUTOHABUP HE
PEKOMEHTyeTCsl IPUMEHSITh B
COYETAaHHUHU C TEJIAIPEBUPOM.

bouenpesup
800 mr 3 pa3a B cyTKH

AUC 6omnenipesupa | 32%
Cnmin 6ouenipeBupa | 35%
Cmax O6omienipeBupa | 25%
AUC napynasupa | 44%
Cmin 1apyHnasupa | 59%
Cmax 1apyHasupa | 36%

Komb6unanuo
JlapyHaBHP/pPUTOHABHD HE
PEKOMEH/IyeTCsl IPUMEHSTD B
COYETaHUU ¢ OOLETPEBUPOM.

I'nexanpesup/
MUOpPEHTaCBUD

CoBMecTHOE TPUMEHEHHE
KOMOWHAIIUH
JTapyHaBUP/pPUTOHABUD C
KOMOMHanuen
rJIeKanpeBUp/mMMOpeHTacBUp
MOYKET MOBBICUTH KOHIICHTPAIIHIO
rJIeKanpeBrpa B IiazMe
(uHrUOMpoOBaHUE

CoBMeCTHOE IPUMEHEHUE
KOMOHMHAIINH
JTapyHaBUP/pUTOHABUD C
KOMOMHaIUEN
rIIeKanpeBup/MuOpeHTacuBUP
HE PEKOMEHIYETCS.
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PE3UCTEHTHOCTH paKa MOJIOYHOU
xenessl u/umn OATP1B1/3).

CumenpeBup

AUC cumenpesupa T 159%
Cmin cumenpeBupa 1 358%
Cmax cumenpesupa T 79%
AUC napynasupa T 18%

Cmin mapyHnasupa 1 31%

Cmax TapyHaBHpa <>

Jlo3a cumeripeBupa B 3TOM
UCCIICIOBAaHUU
B3aMMOJICICTBHS COCTaBIIsIIA
50 Mr npu COBMECTHOM
MPUMEHEHUH C
JapyHAaBUPOM/PUTOHABUPOM U
150 Mr B rpynmne MOHOTEpaIruu
CUMETIPEBHPOM.

KomOunamuro
JapyHaBUDP/pUTOHABUD HE
PEKOMEHYeTCsl IPUMEHSTD B
COYETAaHUH C CUMETIPEBHPOM.

I'pazonpeBup/
a10acBup

[Ipeanonaraercs, 4To
KOMOHUHAaIH
JapyHaBUP/PUTOHABUP MOBBICUT
KOHIICHTPAIIMIO Tpa3onpeBupa B

KomOunanuro
JapyHaBUDP/pUTOHABUP
MIPOTHBOITIOKA3aHO IIPUMEHSTh
B COYETAaHHMHU C KOMOMHALIMEH

1a3Me (MHruOMpOBaHUE Ipa3onpeBUp/3a0acBUp.
uzodpepmentoB CYP3A4 u
OATP1B).
PACTHUTEJIBHBIE ITPEIIAPATHBI
3BepoOoit He u3yuanocs. KomOunanuro
IIPOJBIPSIBICHHBIN [Tpeamomnaraercs, 4To 3BepoOOi JapyHaBUDP/pUTOHABUP
(Hypericum MPOJIBIPSIBICHHBIN MIPOTUBOMNOKA3aHO TPUMEHSTh
perforatum) OylleT CHIKATh KOHILICHTPAIUIO B COYCTAHUHU C MperapaTamu,

JlapyHaBHpa U pUTOHABHPA B
iazme (maayknus CYP450).

COJZIEPKALIUMH IKCTPAKT
3Bep000s IPOABIPSIBICHHOTO
(Hypericum perforatum). Eciu
MAIUEHT yKe MM0JIy4aeT
3BepO0OH IPOIBIPSBICHHBIMH,
HEOOXOJIMMO €ro OTMEHHTE M,
10 BO3MOXHOCTH, IIPOBECTH
aHaJIu3 YpOBHS BUPYCOB.
Konnentpanus gapyHasupa (a
TaK)Ke pUTOHABUPA) MOXKET
MOBBICUTHCS TP OTMEHE
3Bep000s POABIPSIBICHHOTO.
JlaHHBI MHAYLUPYOLUH

b PEeKT MOXKET COXPAHSITHCS B
TE€4YEHHE 110 KpaliHel Mepe 2
HeZIeJb M0CIIe OTMEHBI
3Bep000s IPOABIPSIBICHHOTO.

HHI'HUBEHTOPBI 'MI-KOA-PE/IYKTA3bI

JloBacTaTun
CuMBacTaTuH

He usyuanocs.
[Ipenmosnaraercs 3HAYUTEIIBHOE
MIOBBIIICHUE KOHLICHTPALUN
JIOBaCTaTMHA U CUMBACTaTHHA B
IIJ1a3M€ IIPU COBMECTHOM

[ToBbIlIeHNE KOHIIEHTPAIUU
JJOBaCTaTHa 1IN
CHUMBAcTaTHHA B IJIa3Me
MOXXET BbI3BaTh MHOIIATHIO, B
TOM 4Hciie pabJOMHUOIIH3.
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JlapyHaBUP/PUTOHABHP
(uHrMOHpOBaHNE M30(dhepMeHTa

CYP3A)

IpUMEHEHHE KOMOWHAIINT
JapyHaBUP/PUTOHABUD C
JIOBaCTaTHHOM WJIN
CUMBACTaTHHOM
IPOTHBOIIOKA3aHO.

AropBacratun 10 mr 1
pa3 B CyTKH

AUC aropBacratuna 1 B 3—4 pasa
Cmin aTopBactatua T B = 5,5-10
pa3

Cmax aTopBactatuHa 1 B =~ 2 pa3za
*napynasupa

B ciydae npumeHeHus
aTopBacTaTUHA C
KoMOUHAaIen
JapyHaBUDP/pUTOHABUP
pEKOMEH1yeMasi HayallbHasl
J103a aTopBacTaTHHA
cocrasiusier 10 mr 1 pa3 B
CcyTKH. Bo3M0XHO
IIOCTEIIEHHOE ITOBBIILIEHUE
JI03bI aTOpBACTaTHHA B
COOTBETCTBUU C KIIMHUYECKUM
OTBETOM.

[IpaBactatun
40 Mr OJTHOKPATHO

AUC npaBacratuna 1 81%*

Cmin mpaBactaTuna H/O

Cmax ipaBactatuHa T 63%

* B OrpaHMYEHHON CyOIOMyIsSIUN
MaIMEeHTOB HAOII0AaI0Ch
yBEJIMYCHHUE 710 5 pa3

Ecnu tpeOyercs coBMecTHOE
MIPUMEHEHHUE ITpaBacTaTHHA C
KOMOMHaLHEH
JTapyHaBUP/pUTOHABHP,
PEKOMEHIyEeTCSI HAYMHATH C
MHHHMaJIbHOH BO3MOKHOH
JTO3bI TIpaBacTaTHHA C
TUTpaIMei 10 KeaaeMoro
KITMHUYEeCKoro ¢ dekra ¢
MOHUTOPHHIOM 0€30IaCHOCTH.

Posysactratun 10 mr 1
pa3 B CyTKH

AUC posyBacratuna 1 48%*
Cmax po3yBacTtatuHa 1T 144%%*

**Ha OCHOBAHUU OITyOJIMKOBaHHBIX
JTAHHBIX.

Ecnu tpeOyercs coBMecTHOE
MPUMEHEHHE PO3yBacTaTHHA C
KOMOWHAIIUEH
JapyHaBUP/pUTOHABHP,
PEKOMEHIyEeTCSI HAYMHATh C
MUHUMAJIBHON BO3MOKHOM
JI03BI

po3yBacTaTUHA C TUTpaIUen
JI0 JKEJTAEMOTO KIIMHHYECKOTO
sddekTa ¢ MOHUTOPUHTOM
0€30MMaCHOCTH.

APYTHE 'HIOJTHITH/IEMHYECKHE TIIPEITAPATHI

JlomuTanmg Komb6unanus CoBMeCTHOE UCIOIb30BaHUE
JTapyHaBUP/PUTOHABUP MOKET KOMOHWHALIMHU
MOBBINIATH KOHIICHTPAIIHIO JapyHABUP/PUTOHABUD U
JIOMHTAIU/A IPU COBMECTHOM JIOMHUTAIIHIA
HCIIOJIb30BaHUU (MHTUOMPOBAHKUE | IPOTHUBOIMOKA3aHO.
u3zodepmenra CYP3A4).

bJIOKATOPBI H-IT'HCTAMHUHOBbBIX PEI[EIITOPOB

Panutugua 150 mr *AUC JlapyHaBUpaA <> KombOunanuro

2 pa3a B CyTKH

#Cmin TapyHaBHpa <>
#*Cmax napyHaBupa <>

JapyHaBUDP/pPUTOHABUP MOKHO
IPUMEHSTh B COUETAHUU C
6sokaTopamu Hp-
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0€3 KOPPEKITUHU J03BI.

HMMYHOCYIIPECCAHTHI

[Huknocnopun He uzyyanocs. Konuenrparus B ciyuae coBmecTHOrO

Cuponumyc ATUX UMMYHO/JICIIPECCAHTOB MIPUMEHEHHUS PEKOMEHTyeTCsl

Taxpoaumyc MOBBICUTCS IPU COBMECTHOM TepaneBTHYECKUn
MPUMEHEHUU C KOMOUHaIuei MOHUTOPUHT KOHIIEHTpaIuu
JIapyHaBup/ pUTOHABUP MMMYHOCYTIPECCAHTOB.
(uarMOHpOBaHNE M30(dhepMeHTa
CYP3A)

OBepoaumyc CoBMecTHOE ITpUMEHEHUE

IBEpOIMMYyca ¢ KOMOMHAIEH
JapyHaBUP/pUTOHABUD HE

PEKOMEHIyeTCsl.
HHT'AJIAIITHOHHBIE BETA-A/[PEHOMHUMETHKH
Canmerepon He u3yuanocs. CoBmecTHOE CoBMecTHOE IPUMEHEHHUE
NpUMEHEHHE CalMeTepoIIa U caMeTeposia ¢ KoMOnHamen
JapyHaBUpa C HU3KUMH J103aMU JapyHaBUP/pUTOHABUP HE
PHUTOHABHPA MOXKET MPUBECTHU K pexoMenayercs. B pesynbrate
MOBBILICHUIO KOHIICHTPAI[UU UCIIOJIb30BaHUs ATON
caJiMeTepoJa B IIa3Me. KOMOWHAIMHA BO3MOXKHO

MOBBIIICHUE PUCKA CEPICUHO-
COCYAMCTBIX HEXKEIIATEITbHBIX
SIBJICHUM, CBSI3aHHBIX C
CaJIMETEPOJIOM, BKITFOUAs
yanuHeHnue uarepsana QT,
CUJIBHOE cep/iieOnueHne u
CHHYCOBYIO TaXHUKaPHIO.

HAPKOTHYECKHE AHAJTbT'ETHKH/TEPAITHA OITHOHTHOH 3ABHCHMOCTH

Meranon AUC R(-) meramona | 16% B nauane coBmecTHOrO
uHIUBHAYyaIbHBIe 0361 | Cmin R(-) MeTamona | 15% MPUMEHEHHUs ¢ KOMOMHAaLKen
B JIMara3oHe ot 55 1o Cmax R(-) meTanona | 24% JapyHaBUP/pUTOHABHUP

150 mr 1 pa3 B cyTku KOppEKIM 1036l METAJI0HA HE

Tpebyetcs. Tem He MeHee B
CJlydae COBMECTHOTO
NPUMEHEHHS Ha POTSHKCHUH
OoJiee IMTEIHHOTO TTEPHO/Ia
BPEMEHU MOXKET
noTpebOoBaThCS yBEIUYEHUE
J103bl MeTaioHa. Takum
00pazoM, peKOMEHTyeTCs
KJIMHUYECKUH MOHUTOPUHT
IIOCKOJIBKY Y HEKOTOPBIX
MAIMEHTOB MOYKET
oTpebOBATHCA KOPPEKIIUS
10JIeP>KUBAIOLIEH TEepalUH.

Bynpenopdun/ AUC 6ynpenopouna | 11% Kimanueckas 3Ha4uMOCTh
HAJIOKCOH Cmin Oynpenop¢una <> YBEJIMYEHUS TapaMeTPOB
8 Mr/2 mr—16 mr/4 mr | Cmax Oynpenopduna | 8% (bapMaKOKHHETUKH
1 pa3 B cyTKHn AUC nopbynpenopdpuna 1 46% HOpOynpeHophuHa He
Cmin HOpOYTIpeHopduHa T 71% ycranoBieHa. [Ipu
Cmax HOpOymipenop¢uHa 1 36% COBMECTHOM IIPUMEHEHUU C
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Chin HaTOKCOHa H/O
Cmax HAJIOKCOHA <>

JlapyHaBUDP/PUTOHABHP
KOPPEKIHSI TO3BI
OyrnpeHopduHa MOKET He
notpe0oBaThCs, TEM HE MEHEE,
PEKOMEHIyeTCsI THIaTeNbHBbIH
KIIMHUYECKUIT MOHUTOPUHT Ha
peIMeT CUMITOMOB
OINMATHOW TOKCUYHOCTH.

®deHTaHUI, OKCUKOJIOH,
Tpamaaoi

CoBMecTHOE TPUMEHEHHE
KOMOUWHAIIUU
JapyHaBUP/pUTOHABUP C
(heHTaHMIIOM, OKCUKOJIOHOM HITH
TPamaJi0JioM MOXET MOBBICUTD
KOHIIEHTPAIUIO ITHX
aHaJIBI€THKOB (MHIHOUpPOBaHUE
uzopepmertoB CYP2D6 u/umu
CYP3A4).

[Tpu cOBMECTHOM MPUMEHEHUU
KOMOMHAIAH
JapyHaBUDP/PUTOHABUP C
(heHTaHUIIOM, OKCUKOJIOHOM H
TPaMaI0JIOM PEKOMEHTYETCsI
KJIMHUYECKHI MOHUTOPHHT.

ICTPOI'EH-COAEPKAIIIUE KOHTPALENITUBHBIE TIIPEITAPATHI

DTUHUIACTPAINOI
Hopatunapon

35 mkr/1 mr 1 pa3 B
CYTKH

AUC stunmmcrpanuona | 44%
Chmin aTHHWIACTpanuona | 62%
Cmax aTHHHIDCTpaauona | 32%
AUC Hopatunapona | 14%
Cmin HOpaTUHIpOHA | 30%

Cmax HOPITHHJIPOHA <>

Ecnm sctporenconepxkariie
KOHTPAICTITUBBI TPUMEHSIOTCS
B COYETAHUU C KOMOMHAIHEH
JapyHaBUDP/pUTOHABUD,
PEKOMEHyeTCs
UCIIOJIb30BAHUE

JpocnupeHoH
DTUHWIACTPAAUOI
(3 mMr/0,02 mr 1 pa3z B
CYTKH)

Bnusnue komOnHau
JapyHaBUP/pUTOHABUD HA
KOHLIEHTPALIUIO IPOCTIMPEHOHA HE
U3y4EHO.

aJIbTePHATUBHBIX WU
JIOTIOTHATEILHBIX CPEJCTB
KOHTpALeNuu. 3a
MAIUECHTKAMHU, TTOTYYarOIIUMU
ACTPOTEHBI B KAUeCTBE
TOPMOHO3aMECTUTEIBLHON
Tepanuu, Heo0X0AUMO
Ha0II0aTh HA TIPEIMET
CUMIITOMOB CTPOTE€HOBOM
HEJ0CTATOYHOCTH.

[Tpu coBMECTHOM MPUMEHEHUN
KOMOMHAIINHN
JapyHaBUP/PUTOHABHP C
JIPOCTTUPEHOH-COICPKAIIUMHA
npernapaTaMu peKOMEHIyeTCs
KIIMHUYECKUI MOHUTOPHUHT B
CBSI3H C PUCKOM Pa3BUTHUS
THIICPKATUEMUH.

AHTAI'OHHUCTHI OITHOH/ITHBIX PELIEINITOPOB

Hanorekcon

He n3yuanocs.

CoBMecTHOE IPUMEHEHUE
KOMOMHAIINH
JapyHaBUP/pUTOHABHUP U
HaJIOreKcoJia
MPOTHBOIIOKA3aHO.
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Hns nedeHus
3PEKTUIBLHON
TUChHYHKITTH
Apanadun
Cunnenaduin
Tananadun
Bapnenadun

B uccnenosannu
B3aUMOJICIHCTBUS" COIIOCTABUMBIE
CHUCTEMHBIE KOHIIEHTpAIU!
cuiieHaduIa HaOJII01aHCh
MOCJIe OAHOKPATHOTO MpHeMa
cunnenaduna B 1o3e 100 mr B
BHJIE MOHOTEPAIHUH U B J103€ 25 Mr
B COYETaHHHU C KOMOMHAIIMEH
JlapyHaBUP/PUTOHABHD.

[Ipumenenue aBanaduia B
COYCTAHUN C KOMOMHAIUEH
JlapyHaBUP/PUTOHABHP
MPOTUBOIIOKAa3aHo. [pyrue
uaruouTopel OJID-5 mis
JICYECHUS IPEKTUIIBHOU
TUC(YHKIIUU B COUCTAHUH C
KOMOMHaLHEH
JlapyHaBUP/PUTOHABHP
cJeIyeT IPUMEHSTD C
OCTOpPOXKHOCTHIO. Ecin
IIOKa3aHO COBMECTHOC
MIPUMEHEHNE KOMOWHAIINH
JapyHaBUP/PUTOHABUD C
cunaeHapuIoMm,
Bap/ieHaUIOM WU
TaganaduioMm, peKOMEHyeTCs
npuem cuiieHadpuia B
pPa3oBOil 103€ HE BhIIIE 25 MI'
3a 48 yacos, BapJeHaduIa B
pa3oBoil 103€ HE BhIIIE 2,5 MT'
3a 72 yaca wiu Taganaduia B
paszoBoii go3e He Bhiiie 10 mr
3a 72 4Jaca.

J1J1s1 JIeYeHust JIETOYHOM
apTepuaIbHOU
THIIEPTEH3UN
Cunpnenadun
Tananadun

He uzyuanoce. CoBmecTHOE
NpUMEHEeHHE CHIIeHadUIIa I
Tajanaduia B KauecTse
[IpenapaToB Jyisl J€UEHUs
JIETOYHOM apTepHaIbHOU
TUIEPTEH3UU U KOMOUHALIUU
JapyHaBUDP/pUTOHABUP MOXKET
MPUBOJUTH K TOBBIIICHUIO
KOHIICHTPALUH CUjIieHa(uIa Uiu
TaganaduiIa B Tuia3me.

(Murubuposanue pepmeHTa
CYP3A4).

be3onacHas u 3¢ dhekTuBHAS
J03a criIAcHa(IIa IS
JICUYEHUSI JIETOYHOM
apTepUaTbHON TMIIEPTEH3UU
[IpYU IPUMEHEHUU B COYETaHUU
¢ KOMOMHaLuen
JapyHaBUP/pUTOHABUDP HE
ycraHoBiieHa. [loTeHunanbHO
BO3MO>KHO YBEJINYECHHE
CBSI3aHHBIX C CUJIZIeHA(UIOM
HE)KEJaTeNNbHbIX SIBICHUN
(BKJIIOYast 3pUTEIbHBIE
paccTpoicTBa, THIIOTEH3UIO.
JUTUTETBHYIO dPEKIUI0 U
CHHKOIAJILHOE COCTOSIHUE).
TakuMm oOpa3om, COBMECTHOE
pUMeHeHHe KOMOMHALUU
JlapyHaBUP/pUTOHABUP U
cuiiieHaduIa 1is JIe4eHus
JIETOYHOM apTeprualbHOU
TUIIEPTEH3UU
MIPOTUBOMNOKA3aHO.
CoBMeCTHOE IPUMEHEHNE
Taganadua s JISUCHH
JIETOYHOM apTepUabHOU
TUIEPTEH3UU ¢ KOMOUHaIMen
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PEKOMEHIyeTCsl.

HHTHBHTOPBI ITPOTOHHOH ITOMITHI

Owmenpa3zon
20 mr 1 pa3 B cyTKH

*AUC napynasupa <>
#Cmin mapyHaBupa <>
#*Crmax lapyHaBupa <>

KomOunamuro
JapyHaBUP/pUTOHABUDP MOKHO
IPUMEHSATh B COUETAHUU C
MHIMOUTOpaMU POTOHHOM
HOMITbI O€3 KOPPEKLIUH J103Bl.

CEJIATHBHBIE/CHOTBOPHBIE IIPEIIAPATHI

bycniupon
Knopasenar
Hnazenam
Ocrazonam
®dnypazenam
Mupnazonam
(mapeHTepaibHO)
3onmnuaem

Mmunazoiam
(mepopaibHO)
Tpuazonam

He u3yyanocs.
CenatuBHBIE/CHOTBOPHBIE
npernapaThl B 3HAYUTEIILHOM
00BbeMe MeTabOIH3UPYIOTCS
nzodepmerntom CYP3A4.
CoBMecTHOE TPUMEHEHHE C
KOMOMHaImen
JApyHABUP/PUTOHABUP MOXKET
BbI3BaTh 3HAYMTEIHLHOE

IMOBBIIICHHUEC KOHIOCHTPALUH 3TUX

MpernapaToB.
[Tpr cOBMECTHOM IPUMEHECHUN
MUa30j1aMa MapeHTePaIbHO C
KOMOHWHAIMEH qapyHaBup/
PUTOHABUP BO3MOKHO
3HAYUTEIIEHOE ITOBHIIICHUE
KOHI[EHTPALUU 3TOTO
o6enzoaunasenuna. Jlanueie mo
COBMECTHOMY MPUMEHEHHIO
Muja3ojiaMa napeHTePaIbHo C
JPYTUMH UHTHOUTOpaMU
MPOTEa3bl YKa3bIBAIOT HA
BO3MO>XHOCTH TMOBBIIICHUS
KOHIIEHTPAIIUU MHIa30j1amMa B
niasme B 3—4 paza.

[Tpr cOBMECTHOM IPHUMEHEHHUN
KOMOMHAIINHU
JapyHaBUP/PUTOHABHP C
STUMH
CE/IaTUBHBIMHU/CHOTBOPHBIMHU
CpEIICTBAMHU PEKOMEHIYETCs
KIMHUYECKHIT MOHUTOPHHT,
KpOME TOTO, CIICAYET PEIIHTh
BOIIPOC O CHHYKCHHH JI03bI
ATHUX MPEIapaToB.

Ecnu munaszonam
napeHTepaibHo Oyaer
MIPUMECHSITHCSI B COUCTAHUU C
KOMOMHaImen
JapyHaBUDP/pUTOHABUD,
JieYeHrne He0OXOAMMO
HAYMHATH B YCIIOBUAX
OTJIeJICHHs] UHTEHCUBHOM
tepanuu (OUT) nnu B
aHAJIOTUYHBIX YCIOBUSX, B
KOTOPBIX MOKET OBIThH
obecrneveH THIaTeIbHbIN
MOHHTOPHHT ¥ HaJ[IC)KAIIasT
Tepanusi B cIyyae yrHEeTCHHUS
JIBIXATEILHOTO TICHTPA /TN
JUTUTETTLHON CealuH.
Crnemyer pemmuTs BOIIPOC O
KOPPEKIMH 03Bl MUa301ama,
B 0OCOOCHHOCTH B CTydae
MIPUMEHEHHUS ITOTO MpenapaTa
0osiee 4eM OJHOKPATHO.

[Ipumenenne koMOMHAIIH
JapyHaBUP/PUTOHABHUP C
TPUA30JIAMOM HIIH
MU/1a30J1aMOM TEPOPATBHO
MTPOTUBOIIOKA3aHO.

IIPEITAPATBI JUIA TEPAITHH IIPEKTEBPEMEHHOH AKYJIALIHH

JamokceTun

Het nanHbIX.

CoBMecTHOE IPUMEHEHUE
KOMOMHAIINH
JlapyHaBUDP/pUTOHABHUP U
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IPOTHBOIIOKA3aHO.
IIPEITAPATBI JUVIA JIEYEHHA YYAIIEHHOIO MOYEHCIIYCKAHHA H
HEJIEPKAHUA MOYH
de3oTepouH Her naHHBIX. Crnenyet cobmo1aTh
Conmudenanux OCTOPOKHOCTH TIPU
MPUMEHEHUN KOMOMHAIINN
JapyHaBUDP/PUTOHABUP C
YKa3aHHBIMU MpenapaTamMu.
Heo0Oxonnmo coOironenue 3a
NOOOYHBIMH PEAKIUSIMH,
CBSI3aHHBIMHU C
he30TepoAHOM U
conrQeHaIMHOM, BO3MOXKHO
noTpeOyeTCsl CHIKEHUE 10361
YKa3aHHBIX MTPETapaToB.

# VccnenoBaHus MPOBOJMIIMCH C JI03aMH JTapyHaBHpa HIDKE PEKOMEHIOBAHHBIX WU C JIPYTHM
PEKUMOM J03UPOBAHUSI.

& DddextuBHocTh 1 6e30macuocTs npenapara JAPYHABUP-HAHOJIEK c putronasupom 100
MT ¥ J1I0ObIMH ApyrumMu uHruOutopamu BUY (Hanmpumep, hocamnpeHaBupoM, HeIPUHABUPOM U
tunpaHaBupom) y BUY-uHUIMPOBAaHHBIX MalMeHTOB HE ycTaHOBieHA. COTNacHO TEKYIIHM
PEKOMEHIANUSM TI0 JICYCHHUIO, TePAITnsl, BKIIIOYAIOIas 2 HHTHOUTOpa MPOTeasbl, KaK MPaBUiIo, He
PEKOMEHTyeTCS.

| UccnenoBaHue mpoBOIMIIOCH C UCIIOIb30BaHNEM TeHO(OBHpa Iu3onpokcuia pymapara 300 mr

1 pa3 B cyTku.

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTD U JAKTALMS

bepemeHHOCTD

[ToTHOLIEHHBIX UCCIIEIOBAHMM Y OEPEMEHHBIX JKEHIIIUH T10 OIEHKE BIMSHUS JapyHAaBUpaA HA UCXO/T
OEpeMEHHOCTH HE TPOBOAUIIOCH. McciaenoBaHWs Ha >KMBOTHBIX HE BBISBIWIIM y JapyHaBHpa
TOKCHYECKOW AaKTHBHOCTM WJIM HETaTUBHOTO BIMSHHUS Ha PENPOAYKTHBHYIO (GYHKIUIO U
depTunpHOCTh. B MccnenoBanusx y Kpeic JapyHaBUp HE OKa3bIBall BIUSHHS HAa CIIOCOOHOCTH K
Pa3MHOXKEHHIO U GEePTHIIHHOCTb.

st HaOmroieHus 3a BIMSHUEM Ha TUIO U OPTaHU3M MaTepH co3jaH Peructp ciydaeB mpuema
AHTHPETPOBHUPYCHBIX TIperapaToB BO Bpems OepeMeHHocTH (WWW.apregistry.com). [laHHBIH
pErucTp SABISETCS JOOPOBOJIBHBIM MPOCIIEKTUBHBIM HAOIIOIaTEIHHBIM UCCIIEIOBAHUEM C LIETIBIO
cOopa W OILIGHKH [MaHHBIX O BJIUSHUW TpHEMa AaHTHPETPOBUPYCHBIX IMPENapaToB Ha HCXOJ
OepemeHHOCTH. [laHHBIE O TNPUMEHEHUHM JapyHaBHpa B TEPBOM TPUMECTpe OEpEeMEHHOCTH

A0CTAaTOYHBI IJId OLICHKH €T0 BIIMAHUA HAa YBEIIMUCHUC PUCKaA IMTOABJICHUS BPOXKIACHHBIX }Ie(l)eKTOB
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BPOXKJICHHBIX Je(PEKTOB IO/,

KomOuHnanus napyHaBup/puTOHaBHp ITPU COBMECTHOM IIpHUeMe ¢ 6a30BOH Teparueil oleHuBaiach
B KJIMHUYECKOM HCCIEAOBAHUU C y4yacTheM 36 OepeMEHHBIX >KCHIIUH BO BpEMsl BTOPOrO U
TPETbEr0 TPUMECTPOB OepeMeHHOCTH. DapMaKOKHMHETUYECKHWE MJaHHbIE IOKa3aldH, 4YTO
KOHIIGHTPAllMU JapyHaBHpa W pPUTOHABHpPA BO BpeMs OCpPEMEHHOCTH OBLIM HIXKE, 4YeM B
nocsepo1oBoM nepuoje (6—12 venens). Bupyconorndeckuii 0TBET COXpaHSICS B 00€HX TpyInax
Ha MMPOTSHKEHUU Beero uccnenoBanus. OTCyTCTBOBajIa BEpTHKaIbHAs Iepejaua BUpyca OT MaTepu
K MiageHy y 31 mnanuMeHTKH, NPUHUMABUIMX AHTUPETPOBUPYCHYIO TEpamuio BILIOTH 10
ponopaspernienusi. KomOunanus napyHaBUp/pUTOHABHP XOPOIIO MEPEHOCUIIACh IPU MIPUEME BO
BpeMsi OEpeMEHHOCTM H B TmociiepogoBoii mepuona. IIpoduns Oe3omacHOCTH B JAaHHOM
MCCJICTIOBAaHUH OB COTIOCTABUM C TaKOBBIM Y B3pPOCIBIX MAlIMEHTOB, HHPHUIHpoBaHHbIX BUY u
MPUHUMAIOIINX KOMOWHAIIMIO JapyHABUP/PUTOHABUD.

KomOuHamio gapyHaBup/pUTOHABHP MOKHO Ha3HaYaTh OEPEeMEHHBIM JKEHIIUHAM TOJBKO B TEX
cilydasix, Korja OKuJaemasl Iojib3a €€ NpHUMEHEHus A Oyayuiedl MaTepu IepeBEelIMBacT
MOTEHLUATBHBINA PUCK IS TLTO/IA.

JlakTanuys

HewussectHo, cioco0OeH 1 1apyHaBUp MIPOHUKATH B IPYJHOE MOJIOKO. VccnenoBanus Ha Kpbicax
MOKa3aJid, YTO NIpenapar MPOHUKAET B MOJOKO. YUUTHhIBAas BO3MOXKHOCTH mepemaun BUY ¢
TPYAHBIM MOJIOKOM, a TAK)KE PUCK CEPbE3HBIX MOOOUHBIX 3P(HEKTOB y IPYAHBIX ACTEH, CBI3aHHBIH
C BO3CHCTBHEM Ha HHUX JapyHaBupa, BUY-unduuupoBaHHbIE >KXEHIIMHBI, IOJIy4YarOLIUe
npenapat JAPYHABWP-HAHOJIEK, nomkxHbBI BO3A€pKUBATHCS OT ITPYJHOTO BCKApMIIMBAHUSI.

DdepTUabHOCTD

B nuccinenoBanusax Ha KpbICaxX HE OBLIIO BBISBJICHO BIUSHUS Ha (I)epTI/IJ'H)HOCTB.

4.7. Biausinde Ha CNOCOOHOCTH YHPABJIATH TPAHCHOPTHBIMHM CpPeICTBAMH U padoTaTh ¢
MeXaHUu3MaMH

He mpoBoauiocs uccienoBaHuii Mo U3y4eHUIO BIUSHUS KOMOMHAIIMY JapyHaBUP/PUTOHABUP HA
CIIOCOOHOCTh YHPABIATh TPAHCIIOPTHBIMHU CPEICTBAMHU M MexaHu3Mamu. OgHaKo, HEOOXOAUMO
NpUHUMATh BO BHUMAaHHE TOT (aKT, YTO y HEKOTOPBHIX MAIMEHTOB BO BpPEMs JICUCHUS,
BKJTFOYAIOIIETO MPUEeM KOMOWHAIIMW JapyHABUP/pPUTOHABHUP, HAOJIOIATIOCHh TOJOBOKPYKEHUE.
[Ipu nosiBNEHUU TOJOBOKPYKEHHS CIIETyET BO3JEP/KATHCS OT BBINOJIHEHUS yKa3aHHBIX BHJIOB

ACATCIIBHOCTH.
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4.8. HexkennaTeibHbIe peakunuu

Pesrome npoduiist 6e3onacHocT

COOTBETCTBYET 3K

CMEPTHOMY OTYETY
032023 N2 6112
(NOCNELOBATENBHOCTL 0001)

Hauboinee 4yacTbiMM MNOOOYHBIMU IIGfICTBHSIMH BO BpCMs KIMHHUYCCKUX I/ICCJICZ[OBaHI/Iﬁ n B

MOCTPETrUCTPAIMOHHOM IIEPHUOIC ObLIN: Juapces, TOHIHOTA, Cblllb, T'OJJOBHasA 0ob U PBOTA.

Haubonee wyacteiMu

HEIOCTaTOYHOCTh,  MH(APKT

CCPBEC3HBIMU MOOOYHBIMU HCﬁCTBHHMH ObUIH:

ocCTpas Imo4dYeuHasd

MHOKap/Ja, CUHAPOM BOCCTAaHOBJICHU A HMMYHUTCTA,

TpOM60LII/ITOHeHI/I$I, OCTCOHCKPO3, AUAPCs, ICIIaTUT U JIMXOpaaKa.

TabanuHoe pE3I0OME HEKENATCIbHBIX PeaKIIMH

IToOouHEIE ,I[CﬁCTBHH IMPUBCACHBI B COOTBCTCTBHUU C CHCTCMHO-OpFaHHOﬁ KJIaCCI/I(bHKaHHeﬁ nc

pacripesielieHieM 10 4aCcTOTe BOSHUKHOBEHHUS. B Kax 101 4acTOTHOM rpyrine moOouHbIe 1eHCTBHS

MNpEaACTaBJICHLI B TOPAAKES YMCHBIICHUA UX CCPbE3HOCTHU.

Yacrora mobounsix 3((ekToB ompeseneHa cieayomuM odpazom: odeHb yacto (> 1/10), gacto

(> 1/100, < 1/10), mewacto (>1/1 000, < 1/100), peaxo (>1/10 000, < 1/1 000), oyeHp peako

(< 1/10 000), yacrora Hen3BeCTHA (HA OCHOBAHUK UMCIOLIMXCS JAHHBIX OLICHUTh HEBO3MOXKHO).

CuCTeMHO-OpraHHbIi KJIacce
Karteropusi 4ucToThl

ITo0ouHbIe aelicTBUA

HUnghexyuonmnvie u napasumapnsvie 3a601e6anusl

Heuacto

['epneTnueckas nHdEKIHs

Hapywenus co cmoponwl kposu u numgamuieckou cucmemol

Heuacto

TpomMOouTONICHUS, HEUTPONIEHHUSI, aHEMUS, JICHKOTIEHHUS

Penxo

Do3uHobUINsA

Hapywenus co cmopoHbl UMMYHHOU cucmembl

Heuacto

CI/IHHPOM BOCCTAHOBJICHUS UMMYHHUTCTA,
(HeKapCTBeHHaH) TUNICPIYBCTBUTCIIBHOCTD

Hapywenus co cmopoHvl 2HOOKpUHHOUL cucmembl

Heuacto

FI/IHOTI/IpeO3, IOBBIIICHUC
TOpMOHa B KpOBHU

KOHIOCHTpAlUK  TUPCOTPOIIHOI'O

Hapymemm CO CMOpPOHDbL obmena eeuecne U nNUMAHUA

Yacto

JaUnorunepTpodus,
caxapHbelii  auaber,
TUIEPXO0JIECTEPUHEMMUS,

Jlunopguctpopust (B TOM  4HCIe
JUnoAucTpodus,  aumnoarpopus),
TUIIEPTPUTIULIEPUIEMHUS,
TUIIEPITUITHIEMHUST

Heuacto

IToparpa, aHOpeKCHsl, TOHMKEHUE aINETUTA, CHUKEHUE MACCHI
Tena,  NOBBIMIEHWE  MacChl  Tela,  T'MOEPrIUKEeMMs,
WHCYJIMHOPE3UCTEHTHOCTh,  IOHM)KEHHME  KOHLEHTpaluu
JIUITONPOTENHOB BBICOKOM IUIOTHOCTH, IOBBIIICHUE AINIETUTA,
ITOJIMJIATICHS], TTOBBIIIEHUE AKTUBHOCTH JIAKTATAECTUIPOTr€HA3BI
B KPOBH

Hapywenus ncuxuxu

Yacrto

Becconnumna
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CucremMHO-OpranHblii Kjace
Kareropust 4ncToTnI

-
|

IMoGounbIe l[eﬁCTBHH'_i CCTEOOBATENEAOCTE 000T)

Heuacto Hemnpeccusi, ne30pveHTalMs, TPEBOra, HAPYIIEHUs CHa,
aHOMaJIbHBIE CHOBMJICHUSI, HOYHBIC KOIIIMAaphl, CHUKEHUE
12 (070 ()

Penxo CryTaHHOCTBH CO3HAHMSI, CMEHBI HACTPOCHH S, OECIIOKOMCTBO

Hapywenus co cmoponul HepéHoii cucmemul

Yacro I'onosnas 001b, nepugepudeckas HelponaTus,
TOJIOBOKPYKEHUE

Heuacto 3aTOPMOKEHHOCTb,  IAPECTE3UsA, TMIECTE3Usl, JUCTEB3HUs,
HapyILIECHNUs] BHUMAaHUs, HApYILLIEHUs [TAMSTH, COHJIUBOCTh

Penko OOMOpOK, Cy10pory, areB3us, HapylieHue purMa ¢as cHa

Hapywenus co cmoponul opeana 3penus

Heuacto ['unepemMusi KOHBIOHKTHUBBI, CYXOCTb CIIU3HCTON 000J0YKU
rias
Penko Hapymenue 3penus

Hapywenus co cmoponwvl opeana

alyxa u pasrnosecus

Heuacto

BectuOyisipHoe rooBoKkpyx’eHue

Hapywenus co cmoponul cepoya

Heuwacro WNndapkr Muokapnaa, creHokapausi, yaianHeHue unrepsaia QT
Ha 3JIEKTPOKapIUOTrpamMmMe, TaXUKapIus
Penxo Octpelii  uHGbapKkT MHUOKapAa, CHHycOBas OpaauKapaus,

OlIyIIeHUE cepAreOneHus

Hapywenus co cmoponwl cocyoos

Heuacto

IloBbrmeHue ApPTCPHUAIBHOT'O AAaBJICHUA, KITPUIJIUBBD)

Hapywenus co cmoponul Ovixamenvhoti cucmemsl, Op2anHos8 epyOHOU KIemKU U CPpeOOCmeHUs.

Heuacto

Oz[mnma, Kale€jib, HOCOBOC KPOBOTCUCHUC, IICPIICHUE B I'OPJIC

Penxo

Punopes

Hapywenus co cmoponul d#ceny0ouno-KuueyHo2o mpakma

OdeHb yacTo Huapes

Yacro TomHoTta, pBoTa, 0ONMHF B 00NACTH >KMBOTA, TIOBBIIICHUE
AKTUBHOCTH aMHJIa3bl B KPOBH, IUCIEICHS, B3AyTHE KHBOTA,
METEOpHU3M

Heuacto [Tankpearur, TacTpuT, racTpodzodareansHbiii  pedITroKc,
apTO3HBIM CTOMATHUT, MO3BIBBI K PBOTE, CYXOCTb CIM3UCTOU
000JI0YKH TTOJIOCTHU PTa, AUCKOMMOPT B 00JIACTH )KHBOTA, 3a110p,
MOBBIIICHNEC AKTUBHOCTU JIMIIA3bl, OTPBDKKA, HAPYIICHUC
YYBCTBUTEIBHOCTH B POTOBOU MOJOCTH

Penxo CromaTuT, pBOTa C KPOBBIO, XEHUIUT, CYXOCTh CIIH3UCTOU

000J104KH Ty0, HaJIeT Ha A3bIKE

Hapywenus co cmoponvl neuenu

u 9!C€ﬂ1l€6b1606}lu4ux nymed

Yacto IloBbINIeHHE aKTUBHOCTH aHaHI/IHaMI/IHOTpaHC(bepﬁBLI
Heuacto reHaTI/IT, LHUTOJIUTHYECCKUIM I'CIIaTHUT, CT€aTo3 IICYCHU,
remaromMeraians, IMOBBIMICHUC AKTUBHOCTH  TpaHCAMHHA3BI,
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Kareropust 4ncToTnI

COOTBETCTEYET ZKCMNEPTHOMY OTYETY
ot 30.03.2023 N2 6112
CucremHo-opranubiii kiace | IoGounsie Jeiicrus |- - [=-WEA TEIEAUL TS UULT

TIOBBIIICHUE aKTUBHOCTH acriapTaTaMHHOTpaHC(epassbl,
MOBBIIIEHUE KOHIIEHTPAUN OMIHpyOrHa B KPOBH, TOBBIILICHHUE
aKTUBHOCTH IIEJIOYHOH ¢ochaTazpl B KPOBH, MOBBIIICHUE
aKTUBHOCTH raMMariyTaMuiITpanchepassl

Hapywenus co cmoponul Kodtcu 1 noOK0HCHbIX MKAHell

Yacto

Comp (B TOM 4HCIE MakyJsipHas, MakyJonamnyié3Has,
namnyJie3Has, dpuTeMaTo3Has v 3yas1ast), 3y,

Heuacto

AHFI/IOHeBIZ)OTI/ILIeCKI/Iﬁ OTCK, TeHepaIin30BaHHaAA CBIIIb,
annepmqecmlﬁ ACPMATUT, KpallMBHHUIIA, 3K3€MaA, OSpPUTEMA,
TUIICPIruapo3, HOYHAA IOTIMBOCTH, aJIOICHHsA, aKHE, CYXOCTb
KOXHU, IMI'MEHTaUsA HOTTEH

Penxo

JlekapcTBeHHasi ChIb C 303WHO(UIMEH ¥ CHUCTEMHBIMHU
nposiieaussmu  (DRESS-cunapom), cungpom  CTuBeHca-
JI>xoHCOHA, MyTbTU(OPMHAS dpUTEMA, AEPMATUT, CEOOPEHHBIN
JIEPMATHUT, TIOBPEKACHUS KOKH, KCEPOIACPMHUS

YacTora Hens3BecTHA Tokcuuecknii 3MUEPMAIIbHBIN HEKPOJIN3, OCTpBII
TE€HEPAIN30BaHHBIN 3K3aHTEMATO3HBIN ITyCTYJIE3

Hapywenus co cmopoHul ckenemno-mulileyHou u cOeOUHUMenbHOU MKaHu

Heuwacro Mpuanrusi, OCTEOHEKPO3, MBILIIEYHbIE CIa3Mbl, MbIIICYHAS
cabocTh, apTpayirusi, O0O0Jb B KOHEUHOCTSX, OCTEOINOpO3,
MOBBIIIEHUE AKTUBHOCTU KpeaTUH(POCHOKMHA3HI B KPOBU

Penko CkeleTHO-MBIILIEYHAs] CKOBAaHHOCTb, apTPUT, CKOBAHHOCTh B

CyCTaBax

Hapywenus co cmoponul nouexk u Mouesbig00sauux nymet

Heuacto Octpas Io4eyHas HEJ0OCTATOYHOCTb, Io4eyHas
HEJ0CTaTOYHOCTh, MOYEYHOKaMeHHasi 00Jie3Hb, IOBBIIICHHE
KOHIICHTPAallUW  KpeaTMHMHAa B  KPOBHM, IPOTECHHYpPHS,
OuNMpyOUHYpHS, TU3YPHsl, HOKTYpUSl, IOJUTAKIYPHSI

Penko CHMKeHHe MoYeyHOoro KJIMpeHca KpeaTHHUHA

HapymeHu}z CO CMOPOHbL NOJI0BLLX OP2AHO6 U MOJIOUHOU Jicene3bl

Heuacto

OpekTuibHas TUcyHKIUSA, THHEKOMAaCTHs

Obwue paccmpoiicmea u HapyuieHus 8 mecme 66e0eHUs

Yacro AcTeHus, ycTanocThb

Heuacto JIuxopaaka, 601b B TPYJIHOM KIETKe, MepupepuyecKuil OTeK,
HEJIOMOTaHue, OUTYILIEHHUE )Kapa, pa3ApakUTEeIbHOCTh, O0JIb

Penko O3H00, TII0X0€ CaMOYyBCTBHUE, KCEPO3 KOKHU

Omnwmcague OTACIBHBIX HEXKCIIATCIbHBIX DeaKHI/Iﬁ

Cuino

B xnumHMYecKuX HCCaeI0BaHUIX B OCHOBHOM Ha6mo;[ana01> CBINb JIETKON WU CpC,Z[HCﬁ CTCIICHU.

ChItb qame BCEro IoOABJIAIACH B TCUCHHE IIEPBBIX YCTBIPEX HEACIIb TCpAIlMKU M HCUC3alia IMPU
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 30.03.2023 N2 6112

MPOJOHKEHUHU Mpuema npemnapata. [Ipu pazsur KOKHEIX E&MFTE%J%%%EJPFEM 'i')l@;nen

4.4.

B xone KIMHMYECKMX HCCIENOBAaHUI y NAllMEHTOB, paHee IOJy4YaBUIMX TEpalMio, ChlIIb,
HE3aBUCHMO OT €€ IPUYMHBI, 00Jiee YacTO BO3ZHUKAJIA [IPU MPUEME CXEM JICUCHMS], COAEPIKAIINX
JapyHaBUpP U pajTerpaBUp, YeM IIpU IpUeMe JapyHaBupa 0e3 pajTerpaBupa UM pajaTerpaBupa
6e3 napynaBupa. Crbllb, 00yCIOBICHHAS IPUEMOM ITperapara, HOSBISIIACE CO CXOAHOM 4YacTOTOM.
Bo3HukaBmiass B KIMHUYECKUX HMCCIEOBAHUSAX ChINb ObLa JIETKOW M CPEIHEH CTENeHW W He
IPUBO/NIIA K IPEKPAILEHUIO TEPAIUH.

Jlunooucmpodghus

KombOunupoBaHHast aAHTUPETPOBUPYCHAs TEpanus BBI3bIBACT nepepacnpeaesieHue
xupa (unoauctpoduro) y nauumento ¢ BUY. Jlumomucrpodus nposBisiiack B BHIEC NOTEPH
nepuepuyeckoro M JIMIEBOrO IOJKOXKHOTO JKMpa, YBEIMYEHHS BHYTPUOPIOLIHOIO U
BUCILIEPAJIBHOTO KHMpa, T'MIEPTPO(UU MOJIOYHBIX JK€JI€3 M HAKOIUIEHUS JOPCOLEPBUKAIBLHOIO
xupa («Obrauit ropo»).

Hapywenus co cmoponbvl oomena geujecme

KomOunupoBaHHast aHTUPETPOBUPYCHAS TEPAIKsl BbI3bIBAET HAPYLIEHUs: OOMEHA BEIEeCTB, TaKHe
KaK TUIIEPTPUTIULIEPUICMHUS, TUIIEPXO0JIECTEPUHEMHUS, UHCYJIMHOPE3UCTEHTHOCTD,
TUIEPIVIMKEMHUS] U TUIIEPIaKTaTEMHUS.

Hapywenus co cmopoHbl CKenemHo-MblueyHOU MKaHu

[ToBblIeHNE AKTMBHOCTH KpeaTMH()OC(HOKHMHA3BI, MUAITUS, MHO3UT U PabAOMHOIU3 (PEIKO)
OTMEYAJIMCh MPHU HUCHOJb30BAHUM HMHTHOUTOPOB MPOTEa3bl, OCOOCHHO B COYETAHUU C
HYKJIEO3UTHBIMU HHIMOUTOpaMU OOPAaTHOM TPAHCKPHUNTA3HI.

Beitm  oTMeueHBI cCilydan OCTEOHEKpO3a, OCOOCHHO y TAIMEeHTOB C OOIIENPU3HAHHBIMU
¢dakTopamu pucka, c 3aboneBanneM BHWY Ha mno3aHel craguM WM JAJUTEIbHOE BpeMs
HOJYYaroIuX KOMOMHHMPOBAaHHYIO aHTHUPETPOBUPYCHYIO Tepanuio. Yacrora BO3HUKHOBEHHUS
OCTEOHEKPO3a HEN3BECTHA.

Cunopom eoccmarno6ieHUus UMMYHUmMema

Y namuentoB ¢ BUY u Tspkenoil cremeHbl0 MMMyHOJAepHIMTA B MOMEHT Hauaja
KOMOMHUPOBaHHOM aHTUPETPOBUPYCHOM TepaiKi MOTYT BO3HUKATh BOCTIAJIMTEIbHbIE pEaKI[MH Ha
0eccUMIITOMHO NMPOTEKAIOIINE UIIM OCTaTOUHbIE HHpEKINU. Takxke HabI0JaIich ayTOUMMYHHbBIE
3abosneBanus (Hapumep, 6one3Hs I'peiiBca u ayTouMMyHHBIH renatuT). OIHaKo BpeMs 10 Havasa
3a00JIeBaHNUs MOKET BapbUpPOBAThCS, U Takue 3a00J€BaHUS MOTYT HAUMHATBCS CITyCTS MECSIIbI

IMMOCJIC HavaJia TCpaltnu.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 30.03.2023 N2 6112

(NOCNEQCBATENEHOCTE 0001)

Kposomeuenus y 6onvhvix cemogunuett

HaGmromanock yBenM4eHHE 4acTOThI CIIOHTAHHBIX KPOBOTEUYCHHN Y MAIUEHTOB C TeMOUIHEH,
MOJTyYaIOIUX aHTUPETPOBUPYCHBIC MHTUOUTOPBI IPOTEA3BI.

Tayuenmui ¢ koungexyuamu supycom eenamuma B u/uiu C

Y mnanueHToB C JaHHBIMU HH(QEKIUSAMH 4aile OOHapy>KHMBAJOCh IOBBIIIEHUE AaKTUBHOCTU
MEYCHOYHBIX TPAaHCAMHUHA3, YEM Y MAIMEHTOB 0€3 COMYTCTBYIOIIMX BHPYCHBIX T€MATUTOB B min
C.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno coo61ath 0 mo/103peBaeMbIX HeXkKelaTeNbHbIX PEaKIUIX MOCe perucTpaluy rnpemnapara ¢
[ENbI0  O0CCIeUeHUs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIIEHUS «IOJIb3a — PHCK»
JICKapCTBEHHOTO Tpernapara. MeTuIMHCKUM pa0OTHUKAM PEKOMEHIYETCs COOOIaTh O JIFOOBIX
MOJI03PEBACMBIX HEXKENATEIbHBIX PEaKIMIX JICKApCTBEHHOTO IMpernapara 4yepe3 HalMOHaJbHbIe
CUCTEMBbl COOOILEHUS O HEXKeJIaTeNbHBIX pPEaKIUsIX ToCyAapcTB — ujaeHOB EBpasuiickoro
HKOHOMHUYECKOTO COI03a.

Poccuiickasa ®@eoepayus

Anpec: 109012, r. MockBa, CnaBsiHcKast 1iomiaib, a. 4, ctp. 1

OenepanbHas ciryx0a 1mo Haa3opy B cdepe 3apaBooxpanenus (Poc3apaBuaazop)

Tenedon: +7 800 550-99-03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiir: https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMnTOMBI

Caenenus 06 ocTpoit mepe1o3upoBKe MpU MpHUeMe JapyHaBHpa B KOMOMHALIUY C PUTOHABUPOM Y
Jro/iel OrpaHUYeHbl. 310pOBbIe JOOPOBOJIBIIBI MPUHUMAIN OJHOKpaTHO 10 3200 Mr gapyHaBupa
B Bujie pactBopa u 0 1600 mMr B Buae TabneToK AapyHaBHpa B KOMOWHAIIMU C PUTOHABUPOM, TIpU
ATOM HeOJIaronpusITHbIX 3(P(HEKTOB HE OTMEUEHO.

Jleuenue

Cremuduueckuil aHTUAOT HeusBecTeH. Ilpu mnepemo3upoBke cieqyeT NPOBOAMTH OOIIYIO
MOJJIEP>KUBAIOLIYIO TEPANHIO C MOHUTOPUPOBAHUEM OCHOBHBIX (PU3MOJIOTMYECKUX MOKa3aTeNeH.
[Ipu cooTBETCTBYIOLIUX MMOKAa3aHUSX IS BBIBEJCHHUS HEBCOCABILIErocs IMpernapata He0OXOAUMO
BbI3BaTh pBOTY. Takke MOXXHO IPUMEHATh AKTUBUPOBAaHHBIM  yrosb. JlapyHaBup
IPEUMYIIECTBEHHO CBS3BIBAETCS C O€NKaMM IIa3Mbl, TIOATOMY 3HAUMMOE YJalleHHE aKTHUBHOMN

CY6CTaHHI/II/I METOOOM AraJIN3a MaJIOBEPOSATHO.
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COOTBETCTEYET 3KCMEPTHOMY OTYETY
 oT30.032023N=6112
5. DPAPMAKOJIOTMUYECKHUE CBOMCTBA (MOCNEACBATENBHOCTE 0001)

5.1. ®apmakoauHAMHYeCKHe CBOICTBA
®apMakoTEpaneBTUUECKAs] TPYIIA: MNPOTUBOBUPYCHBIE CPEACTBA CUCTEMHOIO JCHCTBUS,
MPOTUBOBUPYCHBIE CPEJICTBA PSIMOT0 ACHCTBUSI, UHTUOUTOPHI IPOTEa3.

Kon ATX: JOSAE1L0

Mexanunsm geiicTBus

JapyHaBup SBIS€TCSI MHTMOUTOPOM JUMEpPU3ALMM U KaTAIUTUYECKONM aKTUBHOCTU IPOTEa3bl
BUpyca mMMyHoaeduiuTa yemoBeka 1-ro tuma (BUY-1), cpoxctBo k mporeaze BUY (Kp) =
4,5x 102 M. TlpenapaT W30upaTenbHO MHIHOMpYeT paclieluieHue monmmpoTenHoB Gag-Pol
BUY B uHQUUMPOBAaHHBIX BHUpYyCaMH KJIETKaX, MPEAOTBpalias oOpa30BaHHE MOJHOLEHHBIX
BUPYCHBIX YaCTHII.

[IpoTUBOBUPYCHAS AKTUBHOCTS iN Vitro

JapyHaBup mposIBIsSIET aKTUBHOCTh IMPOTHUB JTAOOPATOPHBIX IITAMMOB M KIIMHUYECKUX H30JISTOB
BUMUY-1, a Taxxe npotuB adoparopHbix mramMmmoB BUY-2 B nuHusAX octponHpUmpoBaHHbIX T-
TUMQOIMTOB,  MOHOHYKJICApHBIX  KIETKaX  MepuepudecKorl  KpOBU  UelIOBeKa U
MOHOIIMTaX/MaKkpodarax 4enoBeka, ¢ MeauaHo 3HadeHus 50% 3¢h(eKTUBHON KOHIIGHTpalUU
(ECs0) ot 1,2 mo 8,5 mmonn/n (0,7-5,0 ur/mmn). JlapyHaBup HpOSBISET MPOTUBOBUPYCHYIO
AKTUBHOCTH IN VItro 1mo OTHOIIEHHIO K IIUPOKOMY CIIEKTPY MEPBUUHBIX H3051T0B BUY-1 rpyris
M (A, B,C,D, E, F, G) u rpymms O ¢ ECso o1 < 0,1 10 4,3 HMOJIB/J1.

Ot 3HaueHuss ECso HaMHOTO HUYKE JTMaria3oHa KOHIICHTPAIMH, BBI3BIBAIOIIUX TOKCUYHOCTH B 50%
kJeTok (0T 87 1o > 100 MKMoOIIB/T).

PesncreHTHOCTD

Cernekiusi pe3UCTEHTHBIX K jaapyHaBupy BupycoB BUU-1 «amkoro tuma» In Vitro Obuia
untenbHo (Oosnee 3 net). OToOpaHHbIe BUPYCHI HE MOTJIM PacTy B IPUCYTCTBUU KOHLIEHTPALMA
napyHasupa Beiie 400 HMoib/11. Bupychl, oToOpaHHBIE B 3TUX YCIOBHSIX U IEMOHCTPUPYIOIIHE
CHI)KEHHYIO BOCIIPMMMYHUBOCTbH K JapyHaBupy (B 23—50 pa3), conepkanu 2—4 aMHUHOKHCIOTHBIX
3aMeHbl B TeHe npotea3bl. CHU)KEHHAss BOCIPUHUMYHMBOCTD K JIapyHAaBUPY B BO3HUKAIOIIUX MPU
CEeJIEKIMU BHpYyCaxX B JIaHHOM SKCIIEPUMEHTE HE MOXET ObITh OOBSCHEHA IMOSBICHHUEM 3THX
MyTaIHi reHa npoTeasbl.

[To JaHHBIM KIIMHUYECKUX HCCIIE0BaHUH Y TAllMEHTOB, paHee MOJIy4YaBIINX aHTUPETPOBUPYCHYIO
Tepanuio, BUPYCOJIOrMYECKU OTBET Ha JapyHaBUpP B KOMOMHAIIMHU C pPUTOHABHPOM B HU3KOM /103€
CHIDKAJICS, KOT'/Ia B HavaJjie UCCIIeI0BaHMsI IPUCYTCTBOBAIM WM B XOJI€ JICUEHUS pa3BUBAINCH 3 U
OoJiee MyTaIWii, CBA3aHHBIX C PE3UCTEHTHOCTHIO K napyHasupy (V11l, V32l, L33F, 147V, 150V,
I54L uu M, T74P, L76V, 184V u L89V).
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CBS3aHa CO CHUIKEHUEM BHUPYCOJIOTMYECKOTO OTBETA. BbIIM OmpeneneHbl BEPXHUM UM HUKHUN
kiuHnYeckue noporu B 10 u 40 pa3. Uzomnarsr ¢ ucxoanoit FC < 10 pa3 BOCHpUUMYHBEI; H30JIATHI
¢ FC > 10 no 40 pa3 oGmamanu CHHKEHHOW BOCIPUUMYHUBOCTHIO; M30JATHl ¢ FC > 40 Obum
PE3UCTEHTHBIMH.

Bupychl, BeIZieNIeHHBIE Y TALMEHTOB, MOJIyYaBIIUX JapyHaBup/putonasup no 600 mr/100 mr 2
pa3a B CyTKH, Y KOTOPBIX pa3BHBaJIaCh BUPYCOJIOTMUYECKAsl HEYylaya B BUJI€ PELIU/INBA, U KOTOPbIE
ObUIM BOCIIPUMMUUBBI K TUIIPAHABUPY B Haydaje HUCCIIEIOBAaHUS, OCTAIUCh BOCIPUUMYHUBBIMU K
TUIPAaHaBUPY 1OCIIE JICUEHUS B [10/IaBJISIOIIEM OOJIBIIMHCTBE CIIy4aeB.

Hamnbonee Hu3Kasg yacToTa pa3BUTUS PE3UCTEHTHOCTH HaONIONanach y MAIMEHTOB, paHee He
[IOJIyYaBIIUX JIEYEHUS] CPEJCTBAMU AHTHUPETPOBUPYCHOW Tepanmuu, KOTOpbIE BIEPBHIE HAYaIU
HOJIy4aTh JapyHaBUpP B KOMOMHAIMU C IpyTMMU MpenapaTaMu aHTUPETPOBUPYCHOMN Teparuu.

IlepexkpecTHas pe3UCTEHTHOCTh

FC napynaBupa Oputa mMenee 10 mist 90% w3 3309 KIMHHYECKUX HM30JSTOB, PE3UCTCHTHBIX K
aMIpECHABHPY, aTa3aHaBUpPY, WHIUHABUPY, JIONUHABUDPY, HEI(PUHABUPY, PHUTOHABUPY,
CaKBUHABHPY W/WIIM TUIPAHABHPY, YTO YKa3bIBACT, YTO BHPYCHI, YCTOHYMBBIC K OOJBIIUHCTBY

I/IHI‘I/I6I/ITOpOB MMPOTECa3bl, OCTAOTCA BOCIIPUUMYNBBIMHA K IAPYHABUDY.

5.2 ®apmakokuHeTHYECKHE CBOWCTBA

dapMakOKMHETUYECKHE CBOWCTBA 1apyHaBUPA, IPUMEHSBILErOCsl B KOMOUHAIIMU C PUTOHABUPOM,
U3ydald y 370pOBbIX J100poBoibleB U 'y BUY-unduuupoBanHsix nanueHToB. KoHueHTpanuu
JapyHaBUpa B IUIa3Me OBLIM BbIIIE y MAlUEHTOB, HHpUuMpoBaHHbIX BUY-1, uem y 310poBbIX
JTroieil. DTo pa3nuyuue MOKHO OOBSICHUTH 00Jiee BBICOKUMHU KOHIIEHTpalMsIMH anbda-1-kuciaoro
[JIMKONPOTEMHA Y TMalUeHTOB, HHOuIMpoBaHHbIX BUY-1, uTO NpPHUBOAUT K YBEIMUYCHMIO
KOJINYECTBA JapYHABUPA, CBA3aHHOIO ¢ anb(da-1-KUCIbIM IIIMKOIPOTEMHOM IJ1a3Mbl. JlapyHaBup
MeTabonusupyercsi B ocHoBHOM n3zopepmeHToM CYP3A. PutoHaBup MHrUOMpYyeT U30(pepMEHT
CYP3A u Tem caMbIM CYIIECTBEHHO MOBBIIIAET KOHIIEHTPAIMIO IapyHABUPA B IIa3MeE.
AbGcopbuus

[Tocne npuema BHYTph JapyHaBHp OBICTPO BCAChIBAETCS B HKEIYJOYHO-KHUIIEYHOM TpakKTe.
MakcumanbHass KoHHIeHTpanusi aapyHaBupa B 1uia3Me (Cmax) B HPUCYTCTBHH HHU3KOH J103BI
puToHaBUpa Jocturaercs depe3 2,5-4,0 4. AOconroTHas OHMOJOCTYIMHOCTb OJIHOM 03Bl
napyHasupa (600 Mr) npu nmpueme BHYTpPh cOCTaBMiIa OKoJIo 37% M yBEIMUYMIACh IPUMEPHO 10
82% B mpucytcTBun putoHasupa (100 mr nBa pasa B cytku). OO1iee BIMSHUE PUTOHABUpPA HA

OMOJOCTYTHOCTh JIapyHAaBHpA COCTOSIIO MPUMEPHO B 14-KpaTHOM yBEIMYEHUH KOHLIEHTPALUU
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JapyHaBHpa B IUIa3Me HOCJe OJHOrO MpUema BHymB':@%::ﬂF%%ﬁl%li - koMBHHAIIN ¢

putoHaBupoM (100 Mr 1Ba pa3a B CyTKH).

[Ipu npuemMe HaTOLIAK OTHOCHUTEIbHAs OMOJOCTYNHOCTh JapyHaBUpa B IPUCYTCTBUM HU3KOMU
10361 puTOHaBHpa ObL1a Ha 30% HUXKe, 4eM Npu mpreMe Bo BpeMs efipl. Clie1oBaTeNnbHo, mpenapar
JAPYHABHWP-HAHOJIEK ny>XHO MpUHUMATh BMECTE C PUTOHABUPOM BO BpeMs €/ibl. XapaKTep
UM HE BJIMSUI HA KOHLIEHTPALMK JapyHaBupa B IJIa3Me.

Pacnopenenenne

Oxko1o 95% napyHaBupa CBSI3bIBAETCS ¢ OeIKaMU I1a3Mbl, IPEUMYILIECTBEHHO C aibda-1-Kuciabim
[JIMKOTIPOTEUHOM.

Buorpancdopmarus

B skcnepumenTax in Vitro Ha MHKpOcOMax IMEYeHH YelIOBeKa ObUIO MOKa3aHo, YTO JAapyHaBHP
HoJBepraercs IIPEUMYILECTBEHHO OKHUCIIUTEILHOMY MeTaboIU3MYy. HapyHaBup
METa0OoIM3UpPyeTCs INPEUMMYIIECTBEHHO B IIeYeHH cucTeMoi muroxpoma P450, mnouru
uckmountensHo n3odepmentom CYP3A4. ccnenoBanue, B KOTOPOM 3/I0POBBIE JOOPOBOJIBIIBI
npuauMamy *C-mapyHaBup, mokasano, 4to 6omblias 4acTh PagHOAKTHBHOCTH B ILIa3Me TOCHe
oanoro npuema 400 mr napynasupa u 100 Mr puToHaBUpa MPUXOAUIACH HA JTOJIF0 HEU3MEHEHHOT O
JapyHaBUpa. Y yesloBeKa UIEHTHU(GHULHUPOBAHO MO MEHbILEH Mepe 3 OKUCIUTENbHBIX METa00INTa
JapyHaBUpPAa; aKTUBHOCTb BCEX ATHX META0OJUTOB B OTHOIIEHUHU aukoro tuna BUY cocraisiia
meHee 1/10 oT akTHBHOCTH CamMoro JapyHaBUpA.

DJIMMUHALNS

[ocne oxHokpatHoro npuema 400 mr *C-mapynasupa u 100 mr putoHaBupa okono 79,5% u
13,9% pannoakTUBHOCTH OOHApYXUBAJIOCH B Kaje M MoOYe COOTBeTCTBeHHO. Ha momro
HEU3MEHEHHOT0 JapyHaBupa npuuuiock okono 41,2% u 7,7% paauoakTUBHOCTH B Kajie U MOYe
COOTBETCTBEHHO. KOHEUHBII Nepro/1 NOyBBIBEICHUS JapyHaBUpa COCTaBUII OKOJIO 15 4 npu ero
npruemMe B KOMOMHAIUMKM ¢ pUuTOHaBUpoM. KimpeHc napyHaBupa mocjie BHYTPUBEHHOTO BBEICHUS
150 mr cocraBun 32,8 n/4 (6e3 putoHaBupa) 1 5,91 11/4 B IpUCYTCTBUU HU3KOM O3B pUTOHABHPA.

Oco0ble TPVIIILI TAIKEHTOB

Tloowcunvie nayuenmoi

[TomynsanmonHslit papmakokuHeTHYeckuid aHanu3 y BUY-uHGUIMPOBaHHBIX MAIIMEHTOB MOKa3aJl
OTCYTCTBHE 3HAUMMBIX pa3nduil papMakOKMHETHUYECKUX TapaMeTpOB 1apyHaBHpa B BO3PACTHON
rpynne 1875 net (B 3ToT aHanu3 ObUIM BKiItOueHbl 12 BUY-uHGuUIMpPOBaHHBIX MallMEHTOB B
Bo3pacte 65 ser u crapiue). Tem HE MeHee, JaHHbBIE 110 IPUMEHEHUIO JapyHaBUpa y MalUEHTOB
crapuie 65 €T OrpaHUYEHBI.

Ionossie pasiudus
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KOHIIEHTpauuu AapyHaBupa y BUY-unpuurpoBaHHbIX jxeHIINH, yeM y BUY-uHQHUIHpOBaHHBIX
My>KuMH. [laHHOE pa3nuuue He SBIAETCS KIMHUYECKH 3HAYMMBIM.

Tayuenmoi ¢ napywenuamu GyHKYyuu nouex

Pe3ynbTaThl HCCIe0BaHHS ¢ HCHOJIb30BaHueM ~*C-n1apyHaBupa B KOMOMHAIIMU ¢ PUTOHABUPOM
NOKa3ajau, 4To OKoyuo 7,7% NpUHATON 103l JapyHaBHpa SKCKPETUPOBAJIOCH C MOYOM B
HEM3MEHEHHOM BHJE. Y TMAalMEHTOB C HapyIIEHUSAMH (QYHKIMU TOYEeK (apMaKOKUHETHUKY
JapyHaBUpa HE W3y4Yald, HO TMONYJSLMOHHBIN (apMaKOKMHETUYECKMH aHalu3 I0Ka3all
OTCYTCTBUE 3HAUMMOI'0 M3MEHEHMs (papMaKOKMHETHMUYECKUX IapaMeTpoB jaapyHaBupa y BUY-
UHQHUIMPOBAHHBIX MAIEHTOB C YMEPEHHO BBIPAKEHHBIMH HapYHICHUSMH (QYHKIUH MOYEK
(xupenc ceiBopoTouHOro KpearnnuHa 30—60 min/mun, n=20).

Tayuenmoi ¢ napywienuamMU hyHKYUU neveHu

JapyHaBup MeTabosn3upyeTcst U BBIBOJUTCS NMPEUMMYIIECTBEHHO IeueHblo. B uccnenoBanuu ¢
NPUMEHEHHEM HECKOJIBKHX /103 JapyHaBHUpa B KOMOMHanuu ¢ putoHaBupom (600 mr/100 mr) 2
paza B CyTKH OBUIO IOKa3aHO, 4YTO OOIIas KOHIEHTpauWs JapyHaBHpa Y TalHUEHTOB C
nerkuM (kiacc A no mxane Yaina-ITeto, N=8) n ymepeHHbIM HapylleHueM (QYyHKIUH HeYeHH
(xnacc B no mkane Yaiina-ITeto, N=8) OblIM CpaBHUMBI C TAKOBBIMU ITapaMETPaMHU Y 30POBBIX
nun. Tem HE MEeHEe, KOHIIEHTpAIlMU HECBS3aHHOTO AapyHaBHupa Obutk puMepHo Ha 55% (kiace
A mno mkane Yaitnna-Ile0) u 100% (xkmacc B mo mxkane Yaitnna-I1pro) Beime. Knunnueckas
3HAYMMOCTb JTOTO IIOBBIIIEHUS HEWU3BECTHA, M JAPYHABUP CIEAYyeT NPUMEHATh y TaKuX
NAllMeHTOB C OCTOPOXKHOCTBIO. OQQPEKT THKeNIoro HapymeHus (QyHKIUM TeYeHH Ha
(bapMaKOKMHETHKY JapyHaBUpPA HE U3y4acsl.

Bepemennocms u nociepo0oswiii nepuoo

[Tpu npueme komOuHaIMK AapyHaBup/puToHaBup B 1o3e 600 mr/100 mr 2 pa3za B cyTku w800
mr/100 Mr 1 pa3 B CyTKM B cOCTaBe KOMOWHUPOBAaHHON aHTHPETPOBHPYCHOM Tepamuw,
KOHLEHTpAllMu JapyHaBHpa U PUTOHABHpA B IUIa3Me KPOBU OBLIM HUKE IPU MPHEME BO BpEMs
OepeMeHHOCTH MO CpPaBHEHHUIO C TAaKOBBIMM IpU IpHUeMe B mociiepogoBoi mepuon. OnHako,
(bapMaKOKUHETHYECKHE TapaMeTpbl HECBA3aHHOTO (AKTUBHOIO) JlapyHaBHpa ObLIM CHIKEHBI B
MEHbIIEH CTeNeHu, TaKk KaK BO BpeMs O€peMEHHOCTH HaOJIr01aeTcsl yBeTUYEeHUEe KOHIIEHTPALUU
cBOOOAHOM (paKIK TapyHaBUpa 110 CPAaBHEHHUIO C TAKOBOW B MTOCIEPOJOBOM MEPUOJE.

V JKeHIWH, TMOJyYaBIINX KOMOWHAINIO AapyHaBup/puToHaBup B o3¢ 600 mr/100 mr 2 pasza B
CYTKH B T€UEHHUE 2-TO TpuMecTpa OepeMeHHOCTH, cpeauue 3HaueHUsI Cmax, AUC12n (1011216 TI01T
KPUBOH «KOHIIEHTpalus-BpemMs» uyepe3 12 u mocne npuema npenapara) U Cmin (MUHUMaIbHAS
KOHIICHTpAIlMs IJapyHaBUpa B TJIa3Me) JapyHaBUpa ObUTH, COOTBETCTBEHHO, Ha 28%, 26% u 26%

HIDKE 110 CPAaBHEHUIO CO 3HAYEHHUSMH JaHHBIX MTOKa3aTesiel B MOCIEPO0BON nmepuo. B Teuenue
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3-ro Tpumectpa 6epeMeHHOCTH Cmax, AUC12n 1 Crin Ilap&ga's;n;la:-@f;m%t;‘ c—ozcr;lls'e?é"rsgrfﬂo,l'{'ail 18%

u 16% Hke 1 Ha 2% BBILLIE 110 CPABHEHUIO CO 3HAUEHUSMH JIaHHBIX [T0Ka3aTesIel B [IOCIEpOJ0BON

HEPUOA.
Jannbie papMaKOKMHETHKHU 001Eero JapyHABUPA MOcJIe IpUueMa KOMOUHAIUM
AapyHaBup/putoHaBup B 103e 600 Mr/100 Mr 2 pa3a B CyTKH B paMKaX CXeMbl
AHTHPETPOBUPYCHOM Tepanuu BO BTOPOM, TPeTbeM TpuMecTpe 0epeMeHHOCTH 1
NOCJIEPOI0BOM Iepuoje
DapMaKOKHHETHKA Bropoii TpumecTp Tpertnii TpumecTp IHocaeponoBblii
0011ero 1apyHaBupa 0epeMeHHOCTH 0epeMeHHOCTH nepuos (6-12 Henep)
(cpenneetcranaapTHOE (n=12)" (n=12) (n=12)
OTKJIOHCHHE)

Crmax, Hr/MI1 4668+1097 5328+1631 6659+2364

AUC 12, Hr¥u/ma 39370+£9597 45880+17360 56890+26340

Chmin, HT/MI 19224825 2661+1269 2851+2216

An=11 mst AUC12n

VY JKEHIIMH, MOJIy4aBIIMX KOMOHWHALMIO AapyHaBup/puToHaBup B no3e 800 mr/100 mr 1 pa3 B
CyTKM B TedeHue 2-ro Tpumectpa OepemeHHOCTH, cpenHue 3HAa4eHUS Cmax, AUC2h 1 Cmin
JapyHaBUpa ObLIN, COOTBETCTBEHHO, Ha 33%, 31% u 30% HIKe 10 CPAaBHEHUIO CO 3HAYCHUSIMU
JaHHBIX TIOKa3aTesiel B MOCIepo10Boii nepuo. B reuenue 3-ro tpumectpa 6epeMeHHOCTU Crmax,
AUC24n 11 Crin fapyHaBupa ObUTH, COOTBETCTBEHHO, Ha 29%, 32% u 50% HuXe 1o cpaBHEHUIO CO

3HAYEHUSIMU JAHHBIX NTOKA3aTeJel B IOCIEPOJOBOM MIEPUOLL.

/laHHbIe (papMaKOKHHETHKH 0011ero 1apyHaBupa 1nocjie npueMa KOMOUHAIIUH
aapyHaBup/putoHaBup B 103e 800 mr/100 mr 1 pa3 B CyTKHM B paMKax cXeMbl
AHTHPETPOBUPYCHOI Tepanuy BO BTOPOM, TPeTheM TpuMecTpe 6epeMeHHOCTH U
MOCJIEPOI0BOM IEepHoe
DapMaKOKHHETHKA Bropoii Tpumectp Tpernii TpumecTp IHocepoaoBbiii
0011€ero 1apyHaBupa 0epeMeHHOCTH 0epeMeHHOCTH nepuon (6-12
(cpenHeetcTangapTHOE (n=17) (n=15) HeJleJIb)
OTKJIOHEHHE) (n=16)
Cmax, HT/MIT 4964+1505 5132+1198 7310£1704
AUC24h, HT*u/Mi 62289+16234 61112+13790 92116+29241
Chmin, HT/MIT 12484542 1075+594 14731141
eTH

dapmMakOKMHETHKA JJapyHaBHpa B KOMOMHAIIMY ¢ pUTOHABUPOM Obljia u3ydeHa y 74 nerel, panee
II0JTy4aBIIUX JIEYEHHE, B Bo3pacTe oT 6 1o 17 sier ¢ maccoii Tena He MeHee 20 Kr. Y CTaHOBIIEHO,
YTO y TaKuX JEeTed Mpu MPUMEHEHHU MA03bl, MMOJ00paHHOM B 3aBHUCHMOCTH OT MAaccChl Tela,
napaMeTpsl (papMaKOKMHETUKH CPaBHUMBI C TAKOBBIMU Y B3POCIBIX MAllMEHTOB, MOJIYYarOIINX
KoMOuHaimio napynasup/putonaBup 600 mr/100 mr 2 pasa B CyTKH.

dapMakOKHHETHKA JlapyHaBUpa B KOMOMHAIIMY ¢ pUTOHABUPOM Obljia n3ydeHa y 14 nereit, panee
MOJTy4YaBIIUX JIECYEHHE, B BO3pacTe OT 3 10 6 jeT ¢ Maccoil Tena oT 15 1o 20 kr. YcraHoBiI€HO, 4TO

y TaKuX JeTel Ipyu NPUMEHEHHUH J103bl, T0100paHHOM B 3aBUCUMOCTH OT MACChI Teja, MapaMeTphbl
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napyHaBup/putorasup 600 mr/100 mr 2 pa3a B CyTKH.

dapMaKOKHHETHKA TapyHaBHpa B KOMOWHAIIUU C PUTOHABUPOM TP MPUMEHEHUH | pas B CyTKH
u3yvanach y 12 nereil, paHee He MOMyYaBIIMX JICYCHHE IpenaparaMd aHTUPETPOBUPYCHOMN
Tepanuu, B Bozpacte oT 12 1o 18 net u maccoit He meHee 40 kr. [Ipu npueme y HUX KOMOWHAIIUA
napyHaBup/putorasup 800 mr/100 mr 1 pa3 B CyTKM KOHIICHTpAIUs JapyHaBHpa B Iia3Me ObLia
COIMOCTaBUMA C TAKOBOW y B3POCIBIX, IPUHUMABIINX KOMOWHAIMIO napyHaBup/putoHaBup 800
Mmr/100 mr 1 pa3 B cyTku. Takum 00pa3om, ofHa U Ta K€ JO3UPOBKA, IpUMEHsIeMas | pa3 B CyTKH,
MOJKET OBITh UCIOJIb30BaHa y MOAPOCTKOB, paHee MOJIy4yaBIINX JieueHue, B Bo3pacte ot 12 o 18
aer ¢ maccoil Tena He MeHee 40 kr, 0e3 MyTauMid, CBSI3aHHBIX C PE3UCTEHTHOCTBIO K
napynasupy (V111, V32I, L33F, 147V, 150V, 154M, I54L, T74P, L76V, 184V u L89V), ypoBHem
PHK BHMU-1 B mmaszme <100 000 xomuit/mMn u unciom kiaetok CD4+ > 100 knerox x 108m u y
B3POCIIBIX.

dapMaKOKHHETHKA JJapYHABHPA B KOMOWHAIIUU C PUTOHABUPOM IIPU NMMPUMEHEHUU | pa3 B CyTKH
usyyvanach y 10 gereid, paHee 1osy4aBIlUX JIEYEHUE, B BO3pacTe OT 3 110 6 JIeT ¢ Maccoi Tena oT
14 no 20 xr. Ilpum mcnosib30BaHWM MOAOOpPAaHHOM MO Macce Teja JO3WPOBKU HAOJIOIanIach
KOHIIEHTpallusl JapyHaBHpa B IUJla3Me, CpaBHHMMAas C TaKOBOM Yy B3pOCIHBIX, MOJIYYaBIIMX
kKoMOuHammo napyHasup/puronasup 800 mr/100 mr 1 pas B cyrku. Kpome toro, mpu
MOJICIIMPOBAHUH M CUMYJISIIMK (papMaKOKMHETHKHU JapyHaBUpa y nerei ot 3 mo 18 yer Obuia
MOJATBEPXK/IEHA KOHIIGHTpallMsl JapyHaBUpa B IUa3me, HabOmogaemMas B KIMHHYECKHUX
UCCIIEIOBAHMX; OBbUIM TaK K€ YCTAaHOBJEHBI CXEMbl JO3MpPOBaHHS KOMOMHAIIUU
JIapyHaBUp/puTOHaBUp | pa3 B CyTKM Ha OCHOBE MACCHI Teja ISl IETe C Maccoil Tena He MeHee
15 kr, KoTOpble MOJIydyaad WIM HE MOJydalau IpernapaTrbl aHTUPETPOBUPYCHOW Tepamuu, Oe3
MyTalluii, CBI3aHHBIX C Pe3UCTEHTHOCTHIO K napyHaBupy (V111 V321, L33F, 147V, 150V, 154M,
I154L, T74P, L76V, 184V u L89V), c yposaem PHK BHNY-1 B mnazme < 100 000 xomwuit/mi u

yucsioM kiaerok CD4+ > 100 kierok x 10%/1.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHp BCIOMOraTeJIbHBIX BeIIECTB

JAPYHABUP-HAHOJIEK, 400 mr, TaOJIETKH, ITIOKPEITHIE INIEHOYHOIN 000JI0YKOH

[emmtono3a mukpokpuctauimueckas (VIVAPUR 102)
KpocnoBuon (komwmaon CL)

KpeMH#Ust THOKCH]T KOJUIOUIHBIN (23pOCHII)

Maruus creapat

Cocmasg nienouno 000104KU
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Onapaii Gereiii 03F280030 (OPADRY 03F280030 White): Hriiomerttosd: Makporolt “rahsk,

THTaHa JUOKCHU

JAPYHABUP-HAHOJIEK, 600 mr, TaOJIETKH, IOKPLITHIE INIEHOYHOI 000JI0YKON

[emtrono3a mukpokpuctaumyeckas (VIVAPUR 102)

KpocnoBuon (komutuaon CL)

KpemHuUst AMOKCHT KOJITIOUIHBIH (a3pOCHiT)

Maruus creapat

Cocmag naenounotl 060104KU

Omnanpaii 6enbiii 03F280030 (OPADRY 03F280030 White): rumnpomernio3a, MakporoJ, TajbK,

THUTaHa JUOKCH

6.2. HecoBMecTUMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

2 roza.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

B 3amuiienHoM ot cBeta Mecte mpu Temreparype He Boiie 25 °C.

6.5. XapakTep u coaepkaHue NePBUYHON YIAKOBKHU

ITo 60 Ttabnerok mpemnapara B 6aHku noiudTuiaeHoBble (IIOBII) ¢ BUHTOBOW TOpiOBHUHON NS
JIEKapCTBEHHBIX CPEJCTB, 3aKpbIThie Moau3TWiIeHOoBbIMU ([IDHII) kpelmikamMu, ¢ BCTPOEHHBIM
OCYILIUTENIEM U KOHTPOJEM MEepPBOro BCKpbITUS. baHka cHaOkaeTcsl caMOKJIESIIENCs] STUKETKOM.
Kaxnayro OaHky BMecCTe € HHCTPYKIMEW IO MEIUIUHCKOMY IPUMEHEHHIO IOMEIIAI0T B

KApTOHHYIO NIAYKYy.

6.6. Oco0ble Mepbl MNPeJOCTOPOKHOCTH MNPH  YHUYTOKEHHHM HMCIOJIB30BAHHOIO
JIEKApPCTBEHHOI'0 Mpenapara Uil 0TX0J0B, NOJYyYeHHBIX ocJe MPUMeHEeHHs Npenapara u
Apyrue MAHMMYJISLMH € IPenapaTom

Becb ocraBmmiics 1€KapCTBEHHBIN MIpeNapaT U OTXOABI CIEAYET YHUUTOXKNUTh B COOTBETCTBUU C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/IHMI/I.
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7. IEPKATEJ b PETUCTPAIIMOHHOTO|Y TOCTOBEPER¥EH | E/1EHUCTE 0007]

Poccniickas @enepanys

OO0m1ecTBO ¢ OrpaHMuYeHHON OTBETCTBEHHOCTHIO «Hanonex» (OO0 «Hanonex»)

127055, r. MockBa, ynumna byteipckuii Bai, a. 68/70, ctp. 1, atax 2, mom. I, kom. 23-37.
Tenedon: +7 (495) 648—-26-87

DnekTponHas noyra: info@nanolek.ru

7.1. IlpeacTaBUTENb A€PsKATE/IsI PETHCTPAIMOHHOTO Y10CTOBEPEHUsI

[Iperen3zun HOT]Z)C6PITCJ'ICI>1 HampaBJIATH I10 aApPCCy.

Poccuiickas @enepanus

OO0m1ecTBO ¢ OrpaHMuYeHHON OTBETCTBEHHOCTHIO «Hanonex» (OO0 «Hanonex»)

127055, r. Mocksa, ynmuna byTteipckuii Bam, 1. 68/70, ctp. 1, atax 2, mom. I, kom. 23-37.
Tenedon: +7 (495) 648—-26-87

Onekrponnas modra: info@nanolek.ru

8. HOMEP PETUCTPAHMOHHOI'O YAOCTOBEPEHUA

9. IATA IEPBUYHOM PETUCTPALIIMU (TOATBEPKJIEHUE PETUCTPAIIAM,
INNEPEPETUCTPALIUSA)

JlaTta mepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

O6mas xapakrepuctuka jekapctBenHoro npenapara JJAPYHABUP-HAHOJIEK noctynmHa Ha
nH(popManmoHHOM TopTasie EBpa3uiickoro SKOHOMHUYECKOTO COr03a B HWH(OpPMAIMOHHO-

KOMMYHHUKaIIMOHHOH cetu «HTepHeT» http://eec.eaeunion.org/.
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