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OBIIAS XAPAKTEPUCTHKA JJEKAPCTBEHHOTO PENAPATA- = 0001)

1. HAMUMEHOBAHHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Hapynaup, 400 mr, TaGiIeTKH, TOKPBITHIE TUICHOYHOW 000JI0YKOM

Hapynaup, 600 mMr, TaG1IeTKH, TOKPBITHIE TUICHOYHOW 000JI0YKOM

2.  KAYECTBEHHBIA U KOJIUYECTBEHHBIN COCTAB
JlelicTBytol1I€€ BEMIECTBO: IapyHABUP

Japvraasup, 400 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxnas Tabnerka cogepxut 400 mr napynasupa (B BHIE 1apyHaBHpa aMoOp(HOTO).
BcrmomorarenbHbpie BelecTBa, HAJIMYME KOTOPBIX HAIO YYHTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npernapara: aTlOMHHHUEBBIH JJaK Ha OCHOBE KPACUTENsl COJTHEYHOTO 3aKaTa (cM. paszzen 4.4.).

Japvyaasup, 600 mr, Ta0JIETKH, ITIOKPBITHIE INIEHOYHOU 000JIOYKOH

Kaxnas Tabnerka cogepxut 600 mr nqapyHaBupa (B BHIE HapyHaBHpa aMop(HOTo).
BcmiomorarennHbIe BCIICCTBA, HAJIMYHUC KOTOPLIX HAAO YYUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npernapara: aTlOMHHHUEBBIH JJaK Ha OCHOBE KPACUTENsl COJTHEYHOTO 3aKaTa (cM. paszzen 4.4.).

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPUBCICH B Pa3JCJIC 6.1.

3.  JIEKAPCTBEHHAS ®OPMA
TaGnerku, MOKPHITHIE MIICHOYHOM 000JI0UKOIA.

JapvyHaasup, 400 mr, Ta0JIETKH, IIOKPHITHIE INIEHOYHON 000JIOYKOH

OBasibHbBIE JIBOSIKOBBIMYKJIbIE TAOJETKU C (PACKOMN, MOKPHITHIE MJICHOYHONW 000JI0UKOM, OPaHKEBOTO
1IBETa, ¢ TpaBUpOBKOi «H» Ha o/tHOM cTOpOHE U rpaBUpOBKOM «189» Ha Apyroii cTopoHe.
Ha nonepeunom paspese sapo TabaeTKu 0e1oro Win MoyTH Oesoro 1BeTa.

JapyHaasup, 600 mr, Ta0JIETKH, IIOKPHITHIE INIEHOYHON 000JIOYKOH

OBasibHbBIE JIBOSIKOBBIMYKJIbIE TaOJETKU C (PACKOMN, MOKPHITHIE MJICHOYHOW 000JI0UKOM, OPaHKEBOTO
IIBETa, C TPAaBUPOBKOM «J» Ha OJTHOW CTOPOHE U TPAaBUPOBKOU «7» Ha JAPYTroi CTOPOHE.

Ha MOIICPCUYHOM pa3pe3€ AP0 Ta0JETKH OCJIOr0 UIIU IOYTH OEJIOro OBCTA.

4.  KIIMHUYECKHUE JAHHBIE
4.1 Tloka3aHusi K NPUMEHEHHIO
Jleuenne BUY-un}pexium y B3pocibiX NalMEeHTOB (B KOMOMHALMU ¢ HU3KOM J030i pUTOHaBHpa U

JAPYTUMH aHTHPETPOBUPYCHBIMHU TpenapaTamu).

4.2 PexuM J103UPOBAHMS U CTIOCOO MPUMEHEHUSs
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PexxuM n03upoBaHus

[Tpenapat [lapyHaBup Bcerna ciieayeT Ha3HadyaTh B KOMOMHALIMU C HU3KOW J1030H PUTOHABHpA B
KayecTBE CPEJCTBA, YJYUYMIAIOMET0 €ro (apMaKOKMHETUYECKHE XapaKTEPUCTHKH, a TaKkKe B
KOMOMHAIIMM C JPYTUMH aHTUPETPOBUPYCHBIMU IpernapaTaMu. Bo3MOXXHOCTH Ha3HaueHUs
pUTOHABHpA 0JKHA OBITH PACCMOTPEHA JI0 Havalla Tepanuu komouHauuei JlapyHnaBup/puToHaBup.
ITocne Havana Tepanuu npenaparoM JlapyHaBup NalUeHThl HE JOHKHBI U3MEHATh WM NIPEKpallaTh
Tepanuio 6€3 KOHCYJIBTAIUH C JISYALM BPAuOM.

B3p0c11bze nayuernmol.

HaIII/IeHTBI, paHee nmojgayvyaBmue HHFHﬁHTOpLI nmporeasbl

He MeIoLIue MyTaluii, o
UMeInue N0 KpaiiHei
IMauuenTsl, panee He BBI3bIBAOIIUX PE3NCTEHTHOCTH
Mepe 1 myTanmuio,
MOJIy4aBIIe HHTUOUTOPBI | K JapyHABUPY™ (C MJIA3MEHHBIM
BBI3bIBAIOLIY IO
npoTeaspl ypoBauem PHK BHUY-1 < 100 000
PE3UCTEHTHOCTh K
KOIMii/MJI ¥ KOJIHYeCTBOM

AapyHaBHpPY™
CD4+ kuerok >100 x 105/)

600 mr 2 pa3a B CyTKHU B

800 mr 1 pa3 B cyTKH B 800 mr 1 pa3 B cyTku B
xoMmOnHamu co 100 mr
xkoMmOuHarmu co 100 mr xoMmOuHarmu co 100 mr
pUTOHABUpPA, BO BpeMs
pUTOHABUPA, BO BPEMSI €/1bI pUTOHABUPA, BO BPEMS €]IbI

eIbl

*MyTanuu, BbI3bIBAIOIINE PE3UCTEHTHOCTh K napyHasupy: V11, V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V.

Jlis manueHToB, paHee MOJIy4yaBIIMX MHrHOuTOpHl nporteassl BUY, pexomeHnyercst npoBeaeHue
TEHOTUIINYECKUX aHAJIN30B.

IIpy HEBO3MOXHOCTM TIPOBEACHMsSI T'€HOTUIIMYECKUX aHAIM30B, MAlMEHTaM, paHee He
MOJIy4aBIIUM  MHTUOUTOPBI  HpOTE€a3bl,  PEKOMEHAYEeTCsl  NpPUHUMATh  KOMOWHAIUIO
napyHaBup/putoHaBup 1 pa3 B cytku 800 mr/100 mr, a manumeHTam, paHee IOJIy4aBIIUM
MHTUOUTOPBI IPOTEa3bl, PEKOMEHIyeTCsl IPUHUMATh KOMOMHALIMIO JapyHAaBUP/PUTOHABUD 2 paza

B cyTku 600 mr/100 mr.

Puronasup (100 Mr) ucnosb3yercsi B KadecTBe yCHINTENS papMaKOKMHETUKU JapyHaBUPA.
IIponyck npuema xomounayuu 0apyHasup/pumonHasup

Ilocne Hauana Tepanuu NmpenapaToM JapyHaBUp MALMEHThI HE OJDKHBI IPOIYCKaTh O4epEeaHON
IIpUEM IIpernapara, a TakkKe U3MEHSITh WK MPEeKpallaTh Tepanuio 0e3 KOHCYIbTALUHU € JICUaIluM
BpavoM.

B cnydae ecnu mprem KoMOWHAITMY TapyHaBUP/PUTOHABUD Ha3HAYEH | pa3 B JICHb U OMO3/JaHUE B

MpuUEMEe COCTAaBUJIIO MCHEC 12 49acCoB, TO IMMPOITYIMICHHYIO 103y CICAYCT KaK MOKHO CKOPEC IMPUHATH
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coctaBmiio 6osiee 12 yacoB, TO MPOMYIIEHHYIO 103y MPUHUMATh HE CIEIYeT, U CIEAyIoas 103a
MPUHUMAETCS B OOBIYHOE BPEMS.

B cnyuae ecnu nmpuemM KOMOMHAIIMH AapyHABUP/PUTOHABUDP Ha3HAUEH 2 pa3a B IEHb U OMO3/1aHue
B IIpUE€MeE COCTaBUJIO MEHee 6 4acoB, TO MPOMYLICHHYIO J03Y CIEAYeT KaKk MOYKHO CKOpee IPUHATh
BMECTE C MUIIEH, U BO30OHOBUTH OOBIYHBIA PEXHUM JO3UPOBAHUS; €CIIM ONO3JaHUE B MpHEME
cocTaBuiIo Oosee 6 4acoB, TO NPOMYIIEHHYIO /103y PUHUMATh HE CIENYET, U CIEIyIoIIas 103a
MPUHUMAETCS B OOBIYHOE BPEMSI.

Oco0Oble T'PYIIIBI ITAITWMEHTOB

Hayuenmur nodicunozo 6o3pacma
Wudopmanus 1mo NMPUMEHEHHIO Yy TOXHIIBIX IAlUEHTOB orpaHudeHa. [losromy xomOmHanms
JapyHaBUP/PUTOHABUP JOJDKHA IPUMEHATBCS C OCTOPOXXHOCTHIO Yy MAIlMEHTOB JaHHOM
BO3PACTHOMN I'PYIIIIHL.
Iayuenmoi ¢ napyuieHuAMU QYHKYUU NOYEK
Y mnanueHToB ¢ HapyumleHHsAMH (QYHKIMM TIOYeK M3MEHEHHWE 1103 B KOMOMHAIMU
JapyHaBUP/pPUTOHABUP HE TPeOyeTCsl.
Iayuenmvi ¢ napywenusMu GyHKYUU nevenu
VY nmanueHToB ¢ JISTKOW WIIK CpeHeH cTereHn HapyieHneM QyHKIMH nedenu (kiaace A u B no mkane
Yaitnn-I1p10) KOppeKIuu 10361 HE TPEOyeTCs, OJHAKO HEOOXOIUMO COOIOaTh OCTOPOKHOCTD MIPH
NPUMEHEHUH KOMOWHAIlMKM JapyHaBUP/PUTOHABHP y O3TUX nanueHtoB. MuHdopmanus no
IPUMEHEHUI0O KOMOMHHMPOBAaHHOW TepanmuM JapyHaBUP/PUTOHABUD MPH THKENBIX HapyIICHHUSX
(GYHKIMM TI€YEeHH OTCYTCTBYET; CJEI0BaTENbHO, JaTh CHEUUPUUECKHEe PEKOMEHJAIUN 110
JIO3UPOBAHUIO HE TpPEACTaBIsAETCS BO3MOXHBIM. [Ipriem komMOWHanuu JapyHaBUP/pUTOHABHD Y
MAIMEeHTOB C TSKEJION neueHouHo HegocTtaTouHoCThIo (Kinace C no Yaiina-I1sto) mpoTuBoIIOKasaH.
Bepemennocms u nocrnepooosoti nepuoo
He Ttpebyercss xoppekuuu 103bl KOMOMHAIMM JapyHaBUP/pUTOHABHP Y NAIlMEHTOB BO BpeMs
OEpEeMEHHOCTH U B TIOCIIEPOo10BOM nepro. HeoOxonumo coOmo1aTh OCTOPOKHOCTD y TAIIMEHTOB,
OJTHOBPEMEHHO MpPUHHMMAIOLIMX IIpernaparbl, KOTOpblE MOTYT YMEHbUIaThb KOHIIEHTPALUIO
JapyHaBUpa B IUIa3Me KPOBU.

eTH
[Ipenapat lapyHaBup npoTuBOIIOKa3aH y JieTeil B Bo3pacte 10 18 net (cM. paznen 4.3.).

Cnoco0 mpuMeHeHus

BayTps.
[TarueHTH! TOJIKHBI OBITh MPOMHCTPYKTUPOBAHBI O PUEME JapyHaBUpPa C HU3KOU /10301 pUTOHABUpa

He no3aHee 30 MUHYT IociIe 3aBEPIICHUsS] IIpUeMa MHILH.
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Tun munm He BauseT Ha abcopOLMIo JapyHaBHpa.

4.3 TIpoTHBONOKA3aHMA

. ['unepuyyBCTBUTENBHOCT K JapyHaBUPY WM K JIOOOMY M3 BCIIOMOTAaTeNbHBIX BEIECTB,
MEepPEUYMCIICHHBIX B pazjeine 6.1.

. OpHoBpemMeHHBI IpueM Impenapata JlapyHaBUp M pUTOHaBUpa B HU3KMX J103aX C
npernapaTamy, KIHPEHC KOTOPBIX MPEUMYIIECTBEHHO oOmpenensercs h30(pepMeHTOM LUTOXpOMa
P450 CYP3A4, u noBblilieHHE KOHUEHTPALMU KOTOPBIX B IUIa3ME COIPSKEHO C BO3ZHUKHOBEHUEM
CepbE3HBIX W/WIIM YTrPOXKAIOUIMX >KU3HU HEXKENATeNbHbIX peakuuid (Y3Kud TeparneBTUYeCKuil
nuanaszoH). K TakuM mpemapataM OTHOCATCS acTEMH30J, andy303uH, KOIXULIUH (y MAIEHTOB C
MOYEYHON WJIM MEYEHOYHOM HEIOCTaTOYHOCTbIO), MTAIOKCETHH, cuiieHadui (IPUMEHSIONTHICS 11
TEepanuy JIETOYHOW apTepUAIbHON THIEPTCH3WHU), TeppeHaanH, MuAa3oiaM (TepopaibHO),
HAJIOKCEroJl, TpuaszojiaM, LU3aNpuja, MUMO3UI, JTypa3uJIOH, pPaHOJa3WH, CEPTHUHAON, KBETHAIMH,
mpernapaTsl, CoAepIKallue aJKaIOUu bl CIIOPHIHBU (IPrOTaMUH, TUTUIPOIPrOTaAMUH, SPTOMETPUH U
METHIIDPrOMETPUH), HBAaOpaguH, KOMOWHAIMS JIOMMHABUD/PUTOHABUD, aMUONAPOH, OCTpHINI,
JIpOHENApOH, KOMOWHAIUSI Tpa3onpeBUp/>10acBUp, XUHUAWH, CHMBACTaTHUH, JIOBaCTATHH,
naduraTpaH, TUKarpejaop, aBaHadui, JoOMUTanua (M. Takxke pasnen «B3anmopeiictBue ¢ Apyrumu

JICKapCTBCHHBIMHA CpC,Z[CTBaMI/I»).

. Tsoxenast meueHoyHast HefocTaTo4HOCTh (Kiace C mo mikane Yaina-I1s1o).
. Jletrckuii Bo3pact a0 18 net (m1st JTaHHOM TO3UPOBKH).
. [Ipy mpumeHeHUMH JapyHaBHUpa M PUTOHABHpA B HU3KUX J03aX MALMEHTHl HE JOJIKHBI

OJTHOBPEMEHHO TMPUMEHATh Mpenaparbl, CoJepKamue pupaMIUIMH, a TaKKe MpermapaTsl,
COJZIep>KaIllie DKCTPaKT 3BepoOosi mpogasipsBieHHoro (Hypericum perforarum), mockonbKy
OJTHOBPEMEHHOE TMPUMEHEHHE MOXKET MPHUBECTH K TOHWKCHHIO KOHIICHTPAIMH JapyHaBUpa M
pUTOHABHpa B IUIa3Me. JTO MOXKET MPUBECTH K MOTEpe TepaneBTUYECKOro 3¢ @deKkTa u pa3BUTHIO

pe3nucTeHTHOCTH (CM. paszen «B3zaumonencTBue ¢ IpyrumMu JIEKapCTBEHHBIMU CPEJCTBAMU).

4.4  OcoOble ykazaHusl M Mepbl PeJ0CTOPOKHOCTH NIPH NIPUMEHEHUH

C OCTOPOKHOCTBHIO

— VY nanueHToB ¢ HapyIleHHneM (pyHKIIUH TICUYSHH JIETKOH U cpe/iHel cTenenu (kiacc A u B no mikae
Yaiinn [1p10).

— VY NanueHToB ¢ aljiepruen K cyabpoHaMHIaM.
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MY OTHETY

MPUHUMAIOT MpEenaparhl, KOTOPbIE MOTYT YMEHBIIATh KOHIICHTPAIMIO JapyHaBHpa B IUIa3Me
KpOBH.

— YV manuMeHToB MoXujiaoro Bo3pacrta (0T 65 Jiet u crapiie).

— CoBMecTHOE MPHUMEHEHHE HE PEKOMEHIYETCS CO CIEAYIOIMIMMHU Mpenapatam (CM. pa3aesbl
«Oco0bie ykazaHusi» W «B3aumopelcTBHE € JPYrUMH JIEKAPCTBEHHBIMH CPEIACTBAMUY):
CakBHHAaBHp; amukcabaH, 370kcabaH, puBapokcabaH; pudaneHTuH; dBepoIuMyc; OeTaMeTasoH,
OyznecoHun, (QIIyTUKa30H. MOMETA30H, MPEIHNU30H, TPUAMIMHOIOH; OOIETpEeBHp, TEIanpeBup,
AJIBUTETPABHp,  TJICKAPEBUP/MIMOPEHTACBHP, CHMEIPEBHP;  IBEPOJIIMMYC, HPHHOTCKAH;
canmeTepod, Taaanadui (1JIs JIeYSHHUs JISTOYHOM apTepraIbHON TUIICPTEH3UH );

— Creqyer mMpUMEHSTh C OCTOPOXKHOCTBIO CO CIICAYIOIIMMHU Tperaparamu (cM. paszaensl «OcoObie
yKazaHus» U «B3aumoneicTBUE ¢ OPYrHMH JICKAPCTBCHHBIMU CPEICTBAMEY): JH3OIMHUPAMUIL.
¢bekanHua, TMIOKaWH (CUCTEMHO), MEKCHIICTHH, Mporad)eHOH; KIapUTPOMHUIIUH, JOMIECPUIOH;
(GIIyKOHA30J1, H3aBYKOHA30J, MTPAKOHA30J, I103aKOHA30J, KJIOTPUMAa30Jl, KETOKOHA30Il;
de3orepoann, conudeHanuy; apremerep/aTyMmedanTpuH; 1a3aTUHUO, HUJIOTUHUO, BUHOIACTHUH,
BHHKPHUCTHH; JIeKCaMeTa30H (CHCTEMHO); cruiaeHadm, Tananaduia. BapaeHadua (I JeYeHUs
APEKTHIBHON TUCHYHKITN);

Cnenyer u3beratb COBMECTHOTO NPHUMEHEHHUS CO CIEAYIOUIMMH IpenaparaMu (CM. pa3felibl
«Oco0Oble  ykazaHusi» u «B3aumoneiictBue ¢ JAPYrUMHU JIEKAPCTBEHHBIMU CPEICTBAMM):
¢benobapburan, GeHUTONH; BOPUKOHA30M.

Oco0ble yKa3zaHusg

[TarueHTOB HEOOXOAMMO NPOMH(POPMUPOBATH O TOM, YTO COBPEMEHHBIE AHTHUPETPOBUPYCHBIE
npenapaTsl He uzneunBaroT BUY-undekumio n He npepoTBpamatot nepeaayy BUY, B Tom uucne
1oJIoBbIM IyTeM. [lannenTam cienyer pa3bsiCHUTh HEOOXOMMOCTb COOJIIOIEHHUS COOTBETCTBYIOLIMX
Mep NPEAOCTOPOKHOCTH.

Ha ¢one Tepanuu npenaparoM He0OXOIUMO MPOBOAUTH PETYJISIPHYIO OLEHKY BUPYCOJIOIHYECKOIO
oTBeTa. B ciyuyae OTCYTCTBHSI WM MOTEPU BUPYCOJOTMYECKOIO OTBETa HEOOXOAMMO MPOBECTH
HCCIIeIOBAaHNE HAa HAIMYKME PE3UCTEHTHOCTH. JlapyHaBUp MpeuMyIIeCTBEHHO CBS3bIBAeTCS ¢ anbda-
1-KuCIBIM IIUKOMPOTENHOM Iu1a3Mbl. CTENEeHb CBA3BIBAHUS 3aBUCUT OT KOHIIEHTPALUH CBOOOIHOTO
anbda-1-kucnoro raukonporenHa. Takum o00pa3oMm, HeNb3s HCKIIOYATh BIMSHHE MpPErnapaToB C
OOJBIITUM CPOJACTBOM K aib(a-1-KucaoMy rIuKONPOTEHHY TUTa3Mbl Ha KOHIICHTPAIHIO CBOOOIHOTO
JapyHaBUpa.

[lanmeHThl, paHee IOodYYaBIIKE JICUSHHE — IIPpUEM IIpenapaT 1 pa3 B CYTKHU

KomOuHnanmst gapyHaBUp/pUTOHABUpP HE JOJDKHA HPUMEHATbCS C 9acToTo 1 pa3 B CyTku y

MAIUMEHTOB, paHee IMOJTYyYaBIIMX WHTHOUTOPHI MPOTEa3bl U UMEIOUINX, M0 KpalHed mepe, OJHY
5
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MYTAIMI0, BBI3BIBAIOIIYIO0 PE3UCTCHTHOCTh K JapyHABUPY (V1n1|- V§§|1 1-.%313-EIJ21|H7| —I'Sd_\? |I54M

OMY OTYETY

154L, T74P, L76V, 184V u L89V) mu ¢ mnazmennsiM ypoBaeM PHK BMU-1 > 100 000 xormmii/mi u
xomuuectBoM CD4+ < 100 xnerox x 10%m. IlpumeneHne KOMOMHAIMM JAapyHABHMD/PUTOHABUP
COBMECTHO C ONTHMH3UpOBaHHOW 0a3oBoil Tepanueit (OBT), Bkatovaromield 2 u Oonee mpemapara
kiacca HUOT, e u3yvanock y Takux nmanueHToB. J[aHHbIe 0 MpuMeHeHnH y mamnueHToB ¢ BY-1
JPYTUX TPYIII, 32 UCKIIOYEHUEM Ipynibl B, orpaHrueHsl.

Tloskmiable DalMeHThl

Wudopmanus o neyeHnn KOMOWHAIMEH JapyHaBHP/PUTOHABHUDP IMAIMEHTOB B Bo3pacte 65 JeT u
cTapuie BechbMa OrpaHWYEHa, HEOOXOAMMO COONIOJAaTh OCTOPOXKHOCTh TIPH JICUCHHH TaKHX
NaMEeHTOB IpenaparoM JlapyHaBup, MOCKOJIBKY Yy HHUX Yalle BCTpedaeTcst AUCHYHKIMS NeUeHU, U
OHM 4Yallle CTPAJAIOT COIMYTCTBYIOIIMMHU 3a00JICBAaHUAMH WM MPUHUMAIOT KOMOWHHPOBAHHYIO
TEpaIHIo.

IIpueM ¢ puTOHABUPOM

AOcomoTHas 6MOJOCTYMHOCTh Mocie pa3zoBoro mnpuema 600 Mr 1apyHaBUpa COCTaBUIIA TPUMEPHO
37 % wu yBenuuuiack npumepHo 10 82 % mocne npuema aapyHaBupa B komOunHanmu co 100 mr
puTOHaBHpa ABa pa3a B cyTku. CymMmapHsbIid 3ddekt ymydmenns (papMakOKHHETHKH JapyHaBUpa
PUTOHABHPOM BBIpA3WiICA MPUMEPHO B 14-KpaTHOM YBENWYEHHHM KOHIIEHTPALMU JapyHaBUpPA B
IJ1a3Me IMoCJIe MpueMa OJTHO# 10361 3Toro npenapara (600 mr) B komOunanuu co 100 Mr putoHaBUpa
nBa paza B cyTku. Taxum oOpasom, mpemapaT JlapyHaBUp HEOOXOAMMO HPUHUMATH TOJBKO B
KOMOMHAIMK ¢ HU3KOU 0301 pUTOHABUPA B KaUeCTBE (PapMaKOKHMHETUYECKOTO YCUIIUTETIS.
[ToBbIIEHNE YKa3aHHOW O3bl pUTOHABUPA HE IPUBOJUT K 3HAYUMOMY YBEJIMUYEHUIO KOHIIEHTPALINH
JapyHaBHpa B IJIa3Me, U MOATOMY J103y PUTOHABHUPA HE PEKOMEHIYETCs TOBBIIIATD.

bepeMeHHOCTD

[Ipenapat lapyHaBup cieayeT UCIOJb30BaTh BO BpeMsi O0EPEMEHHOCTH TOJIBKO B TOM CiIydae, €ciiu
MOTEHIMAaIbHAsl T0JIb3a IMPEBBIINIAET BO3MOXKHBIM puCK. CleyeT ¢ OCTOPOKHOCTHIO NPUMEHATH
MpenapaTsl, KOTOpPbIE MOTYT MPUBECTH K CHIKEHUIO KOHIICHTPAIMH 1apyHaBUpa y OepEeMEHHBIX.

KoxHbIe peakInu TSKEION CTEICHU

VY 0,4 % manueHToB Mpu npHeMe JapyHaBupa ObUIH 3a()UKCHUpPOBAHBI KOXKHBIE PEAKLUU TXKEIOoN
CTETIEHH, KOTOpPhIE MOTYT COMPOBOXKIATHCS JIMXOPAIKOW W/WIM YBEIHMYCHHEM aKTUBHOCTH
ne4yeHOYHbIX TpaHcamuHa3. DRESS-cunapom (niekapcTBeHHast Cbllb € 203MHOGMIMEH U
CHCTEMHBIMH TPOsIBIIEHUsIMU) U cUHIpoM CtuBeHca-/oHcoHa ¢ukcupoBaics peako (<0,1%). B
MOCTPETUCTPALIMOHHOM MEPHOAE COOOMIAIOCh O PAa3BUTHH TOKCHYECKOTO 3IUAECPMATBHOTO
HEKpOJIM3a U OCTPOTO TeHEPATM30BAHHOTO HK3aHTEMATO3HOTO ITycTyjie3a. [Ipym BO3HMKHOBEHUH
MPU3HAKOB WJIM CHMIITOMOB KOXKHBIX PEAKIMi TSKEJIOW CTENeHH (ChIb TSHKEIOro TEUEHHs WU

ChIIlb, COIIPOBOKAaACMas J'IHXOpS.IIKOIZ, O6H_II/IM HCAOMOIraHUECM, YCTAJIOCTBIO, 00JIsIMU B MblIIOax uinu
6
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503MHOGUINEH U Ap.) IpueM mnpenapara JlapyHaBup HEOOX0IUMO HEMEJIEHHO MTPEKPATHTb.

Cepinp vamie HaOdrOAanach y MAalMEHTOB, paHee MONYYaBIIMX AHTUPETPOBUPYCHYIO TEPANUI0 U
NPUHUMAIOIINX OJHOBPEMEHHO PAITErpaBUp U KOMOWHALIMIO 1apyHAaBUP/PUTOHABUP 110 CPABHEHHIO
C TAaUWeHTaMM, MOJYYaBIIUMH 10  OTAEIBHOCTH  DANTErpaBUp WMIM  KOMOWHAIIMIO
JapyHaBUP/pUTOHABUP.

JlapyHaBUp COAEPKUT Cyb(hoHaMUAHYIO rpymiy. [Ipumenenue npenapara JlapyHaBup nanuueHTaMu
C aiyiepruei Ha Cyab(pOHAMUABI JOIDKHO IPOU3BOJUTHCS C OCTOPOXKHOCTBIO.

IlanmeHTHl ¢ COMYTCTBYIONIUMU 3a00JIEBAHUSIMU

Iayuenmui ¢ 3a001e6anuAMU NEYeHU

JlaHHBIE 10 TPUMEHEHHIO KOMOWHAIIMM JapyHaBUP/PUTOHABHP Yy TALUMEHTOB C TSIKEIBIM
HapyleHueM (YHKIUH [I€Y€HU OTCYTCTBYIOT; CII€J0BATENIbHO, 1aTh clielu(UIecKre peKOMEHJalluu
[0 JIO3UPOBAHMIO HE IPEACTaBISIETCS BO3MOXKHBIM. [IpreM KoMOMHaLuu JapyHaBUpP/pUTOHABUP
IIPOTUBOIOKA3aH y MAalMEHTOB C TSDKEIOW MEYEHOYHOW HeaocTaToyHocThio (kiacc C mo mikaie
Yaiinna-I1pr0). OCHOBBIBAsICH Ha NaHHBIX, YTO CTAOMIIBHBIE (PapMAKOKMHETHIECKHE TapaMeTPhl IPH
IPUMEHEHUH JapyHaBUpa Y MAalMEHTOB C JITKOM WJIM CpellHEll CTeneHHW HapylleHHeM (QYHKLUU
nedyeHu (xiacc A u B no mkane Yaiina-Ilbio) cpaBHMMBI ¢ mapaMeTpaMu y 310pOBBIX JIHII,
KOPPEKIMH J03bI MAI[EHTaM C JIETKOW HJTM CPEeTHEH CTeTIeHN HapylIeHneM (pyHKIUH redeHu (Kiace
A u B no mxkane Yaiina-Ileto) He TpebGyercs. HeobxonuMo mpuUMEHEHHE C OCTOPOKHOCTBIO Y
NAIMEeHTOB ¢ HapylIeHUeM (YHKINHU TIeUYeHH JIETKOM U CpeHel CTEeNeHH TAKECTH.
I'enamomokcuunocmyo

[Ipu npuMeHeHnN KOMOWHAIIMYU AapyHABUP/PUTOHABUP BO3MOKHO pPa3BUTHE reNaTUTA, BHI3BAHHOTO
MIPUMEHEHUEM JICKapCTBEHHBIX IpEnaparoB (HampuUMep, OCTPbIA TeMaTuT, LIUTOIUTHYECKUN
rernatut). ['enmatut Habmoxancs y 0,5 % manueHToB, MOMy4YaBIIMX KOMOMHUPOBAHHYIO TEPAIUIO
JapyHaBUP/pPUTOHABUP. Y NAIMEHTOB C HapyIHIEHUSMH (YHKIMM NEYEHH, B T.4. C XPOHUYECKUM
akTUBHBIM renatutoM B unn C, uMmeercs NOBBIIIEHHBIA PUCK Pa3BUTHUS TSKEJIBIX HEXKENaTeIbHBIX
pEeakuii Co CTOPOHBI IIEUYEHH.

Heo6xonuMo NpoBOAMTE MOHMTOPUHI COOTBETCTBYIOIIMX J1a0OpaTOPHBIX IMOKa3aTene mepen
Ha3HaueHHUEeM KOMOMHHMPOBAHHOW Tepamnuu JapyHaBUP/pUTOHABUDP M BO BpeMs jeueHus. Ciemxyer
paccMOTpPeTh BO3MOXKHOCTh KOHTpOJs yBenuueHus aktuBHoctTh ACT/AJIT y mnanueHToB C
XpPOHUYECKUM TeNaTUTOM, IIUPPO30M MJIM Yy MAlMEHTOB, Y KOTOPBIX HaOJ0/1anach MOBBIIIEHHAS
aKTUBHOCTh TPAaHCAMUHA3 I€pe]] HAauyaJoM Tepanuu U, OCOOCHHO, B TEUEHHE NMEPBBIX HECKOIBKHX
Mecs11eB KOMOMHUPOBAaHHOM Tepanuu KoMOMHaluel fapyHaBUp/pUTOHABUD.

B cnywae oOHapyxeHHs HapylmleHMH (YHKIUU MEYEHH WIM YXyAUIEHUs UX TsSXKecTH (B T.4.

KIIMHUYCCKH 3HAYUMOC YBCIIMUCHUC aKTUBHOCTH ITCUCHOYHBIX (bepMeHTOB H/WIIA TAKAX CHUMIITOMOB,
7
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najblalyuy NE€YEeHU, TeaTOMErallns) CIeAYET pacCMOTPETh BO3MOKHOCTD IIPEPHIBAHMSI UJIM OTMEHBI
Tepanuy KOMOMHAIMEH JapyHaBUp/pUTOHABUP.

llayuenmui ¢ 3a601e6anusmu novex

[loykn urparOT HE3HAYUTENIBHYIO pOJIb B KIMPEHCE JapyHaBUpa, U IHO3TOMY Y HAIUEHTOB C
3a00JIeBaHUSAMU MMOYEK OOIIMI KIMPEHC JapyHaBUpa MPAKTHUYECKU HE yMeHbluaercs. [lapyHaBup u
PUTOHABHP 00JIAJAIOT BHICOKOM CTENEHBIO CBSI3BIBAHUS C OEIKaMHM IJ1a3Mbl, H IO3TOMY T€MOIUAIIN3
WJIY TIEPUTOHEAJBHBIN IUANIN3 HE UTPAIOT CYIIECTBEHHOM POJIM B BBIBEJICHUM 3TUX IPENapaToB U3
opraHusma.

Iayuenmoi ¢ cemoghunueii

Nwmerorcs cooOiieHuss 00 yCHIIEHUH KPOBOTEUEHUH, BKIJIIOYAsl CIIOHTAHHBIE KOJKHBIE F'€MAaTOMBlI U
reMapTpo3, y HalueHToB ¢ remoduiuuedt thuma A u B, Je4eHHBIX WHTHOUTOpaMU MPOTEa3bl.
HekoTopsie u3 3TUX manueHToB noxyvanu Gaktop ceepthiBanus kpoBu VIII. bonee uem B monoBune
ONMCAHHBIX CIIy4aeB JIEYCHWE HMHTHOMTOpaMH MPOTEas3bl IMPOJODKAIOCH 0e3 mepephiBa WU
BO300HOBJISIIOCH [10CJIE BPEMEHHOM TPUOCTAaHOBKH. bbl10 BBICKA3aHO NMPEATION0KEHHE O IPUIUHHON
CBSI3M MEX[Y JICYCHHEM HHTHOUTOpaMH MpOTeasbl M yCUICHHEM KPOBOTEUYEHUS Y IAlUEHTOB C
reMo(uIueii, 0JHaKO MEXaHU3M TaKOU CBSI3H HE YCTaHOBJIEH. BONbHBIX reMouiIreid, moMydaronux
KOMOWHAIMIO JapyHABUP/PUTOHABUD, CIEAYET MPOUHPOPMHUPOBATH O BO3MOXKHOCTH YCHIICHUS
KPOBOTEYECHMI.

CaxapHbIi 1ua0eT/TUIIEPIIINKEMU

VY nanueHTOB, MOJYYalOUMX AaHTHUPETPOBHPYCHYIO TEpalvio, BKIOYas WHIMOMTOpPHI MpOTEasbl,
ONMCaHbl BIEPBHIC BBIABICHHBIE CIy4yau caxapHOro auadera, TUIEPIIMKEMHUs WIM yXyZAIIEeHUe
TEYEHMsI YK€ CYIIECTBYIOUIETO caxapHOro avabera. Y HEKOTOPbIX W3 OTUX IallMEHTOB
TUIEpIIIMKeMHUs: Obljla TSDKEJIOHM M B psJie CIIydaeB CONPOBOXKJANACH KETOAMI030M. Y MHOTHX
NAIMEeHTOB HMMENH MECTO COMYTCTBYIOLIME 3a00JeBaHMs, HEKOTOpble M3 KOTOPBIX TpedoBaiu
JIeUYEHHUs IpernapaTamMy, ClIOCOOCTBYIOIMMHY Pa3BUTHIO caXapHOro Juadera WK MMIepriuKeMUH.

Bec n MeTabonmaeckue napaMETphbl

VY manueHToB, MOJIyYaIOMIUX AHTUPETPOBUPYCHYIO TEpanuio, MOXeT HaOJIr0AaThCs YBEIMYCHHE
Macchl Tella, a TaK)Ke MOBBIIICHHE YPOBHS JIUITUI0B U TIIIOKO3bI KpOBH. Taknue n3MeHeHHs MOTYT OBbITh
YaCTUYHO CBSI3aHBl C KOHTpOJIEM 3a0oseBaHMs M 00pa3oM KHU3HU. B HEKOTOPBIX cilydasx ObLIO
JIOKa3aHO, YTO MOBBIIICHUE YPOBHS JINIIHJI0OB KPOBHU CBA3AHO C MTOCIIEICTBUAMU JICUECHHUSI, OJTHAKO, HE
ObUIO JI0KA3aHO, YTO YBEIMUEHUE MACCHI TeJla KaK-TO CBS3aHO C MIPOBEACHUEM aHTUPETPOBUPYCHON
Tepanuu. J[1s MOHHMTOpMHIa YypOBHS JUMHMJOB M TJIIOKO3bl KPOBH HEOOXOAMMO CIel0oBaTh
COOTBETCTBYIOIIMM PEKOMEHJALUAM IO JeueHuto mnauueHtoB ¢ BUY-undexnueit. Hapymenus

JUTIATHOTO META00IM3Ma HEOOXOIMMO JIEUUTh COOTBETCTBYIOITUMU MTpENapaTaMH.
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OcteoHekpo3

HecmoTpss Ha MHOTro(akTOpHYIO ATHOJIOTHIO (HMCHOJB30BAHHE TIIIOKOKOPTUKOCTEPOUIHBIX
TOPMOHOB, yNOTPEOJICHUE AIKOTOJIs, TsHKeNlask CTeNeHb UMMYHOCYIIPECCHH, TOBBIIICHHBIA UHIEKC
Macchl Tenla), ObUIM OTMEYEHBl CIydyau OCTEOHEKpO3a, B OCOOCHHOCTH y marueHtoB ¢ BUU-
uH(peKkuue B MPOABUHYTOM CTAaJuW W/WIK Yy TMalHUEHTOB, [UIMTEIbHOE BpeMs MOJIYYaBIIMX
KOMOWHUPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio. [1aiueHTsl JOIKHBL ObITh TPOMH(DOPMUPOBAHBI
0 HEOOXOUMOCTH HEe3aMeUTMTEIBHOTO MOCEIICHUS Bpaya B CiIydae MosBJieHus 0oJeil B cycTaBax,
CKOBAaHHOCTH B CyCTaBax WJIM 3aTPYIHEHUS JBHKECHUH.

CHHIpPOM BOCCTAHOBJICHHS MMMYHHUTETA

Y BUY-uHGUIMPOBaHHBIX TAIIMEHTOB C TSHKEIBIM UMMYHOIS(PHUIIUTOM B Hauaie KOMOMHHUPOBAHHOU
aHTUPETPOBUPYCHOM Tepanuy BO3MOXKHO IOSIBIIEHWE BOCHAIMTEIBbHOW pEaklMM OpraHu3Ma Ha
0EeCCUMITOMHBIE MM OCTATOYHBIE OINIMOPTYHUCTHYECKHE MH(MEKLUUH, YTO MOXKET IPHUBECTH K
CepbEe3HBIM KIIMHUYECKHM OCTIOXKHEHUAM WU YXYALICHUIO CUMOTOMATUKU. OOBIYHO TaKHE PeaKkLuu
HAOJIIOAAI0TCS B IIEPBBIC HEACTH WM MECSIIbI TPUMEHEHHS KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOU
Tepanuu. B kadecTBe NpPUMEpPOB MOXKHO IPHUBECTH LIMTOMETaJOBUPYCHBIH  PETHHMT,
IeHEPAIM30BAHHbBIE W/WIM MECTHblE MUKOOAKTEpUalbHble MHGEKIUN U IMHEBMOHHIO, BBI3BAaHHYIO
Pneumocystis jiroveci. HeoOxoaumMo OmpenensaTh TSKECTh JIFOOBIX CHMIITOMOB BOCIAJIEHHSA H
IIPOBOJUTH COOTBETCTBYIOLIYIO TE€PAIHIO.

AyTtouMMyHHbIE 3a0o0sieBaHUs (Takue Kak Oose3Hb ['peliBca M ayTOMMMYHHBIN TI'elaTUT) TaKkKe
OTMEYAJINCh MpPH BO3HUKHOBEHMHM BOCHAJIUTEIBHOIO CHUHAPOMA BOCCTAaHOBJIEHUS HWMMYHHOHN
cucreMbl. OJJHaKO BpeMs 10 Haydaia 3a00JIeBaHUS MOKET BapbUpPOBATHCS, U TaKUe ayTOMMMYHHbIE
3a00JIeBaHUs MOTYT HAUYMHATHCSI CITYCTsI MECSILIbI TI0CJIE Hayalla TePaInu.

BSaHMOHeﬁCTBHe C APYIUuMH JCKAPCTBCHHBIMMU IIpCriapaTaMu

OnHOBpeMEHHOE  TNpUMEHEHHEe  KOMOMHAIMM  JapyHaBUP/pUTOHABUP C  KOMOMHaLuei
JIONIMHABUP/PUTOHABUD, PUPAMITUIITHOM M PACTUTENIHBIMU IpenapaTaMu, COAEPKALIMMH IKCTPAKT
3BepoOost mpoasipsiBiieHHOr0 (Hypericum perforatum) nporusonoka3zano. [IpuMeHenue rdaBupensa
COBMECTHO ¢ KoMOuHanuen gapyHasup/putonasup 800/100 Mr oiuH pa3 B CyTKU MOXET IPUBOIUTH
K JOCTHXKEHUIO HeNoCTaTouHoro 3HaueHus Cmin JapyHaBupa. Ecim sdaBupeH3 HeoOXoaumo
IPUMEHSATh COBMECTHO C KOMOMHaIMeH IapyHaBUP/PUTOHABHP, TO LEIECOOOpPa3HO MPHUMEHSTh
KoMOuHammio napyHaBup/putonasup 600/100 Mr nBa pa3a B CyTKH. Y MaIMEHTOB, MOJYYarOITUX
TEpanuio KOJXUIMHOM W CHJIbHBIMH HHTHOMTOpamu n3zodpepmenta CYP3A u P-rimkonporenHa,
OTMEYaJIOCh KU3HEYTPOKAIOIINE U CMEPTEIIbHBIE JIEKAPCTBEHHBIE B3aUMOACUCTBHUS.

JapyHaBup 1 puToHaBUp sBIsitoTcs nHruouropamu uzodepmentoB CYP3A u CYP2D6, a Takxe
MHTHOUTOpaMu P-rimuxonporenHa. OnHoBpeMeHHOE IIPUMEHEHHE KOMOUHAINH

JapyHaBUP/pPUTOHABUP M JIPYTUX IpenapaToB, KOTOpPblE META0OIU3UPYIOTCS NMPEUMYIIECTBEHHO
9
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MOBBIIICHUIO KOHIICHTPAIIMH TAKUX MTPETapaToB B TUIa3Me, BCICICTBUE YETO MOTYT YCHUIIMBATHCS WITH
YATUHATHCS UX TEPANeBTUYCCKHUE U ITOOOYHBIE Y(PPEKTHI.

JapyHaBup u putoHaBup Metabonusupyrorcs u3opepmeHTom CYP3A. OgHOBpeMEHHBIN TpHeM
npenaparoB, HHAYIUPYHOMMX akTUBHOCTE CYP3A, MOXKET yBEIMUWTh KIMPEHC IapyHaBUpa H
pUTOHABHpa, B pe3yibTaTe Yero YMEHBIIUTCS KOHIICHTpalWs JIapyHaBupa B rmiasme. [Ipuem
npemapaToB, nHruOupymux CYP3A, MOXeT YMEHBIIUTh KIUPEHC JapyHaBUpa U PUTOHABUPA, B
pe3ybTaTe Yero yBeIMYUTCS KOHIICHTPAIUs JapyHaBUpPa U PUTOHABHPA B IJIa3MeE.
JlekapcTBeHHBbII NMpenapaT COAEPKUT AJTIOMHUHUEBBIN JJAK HA OCHOBE KPACHTEJISI COJTHEYHOI 0

3aKara, KOTOpLIﬁ MOKET BbI3bIBATDH AJVICPIrUIECCKUEC PEAKIUU.

45 B3aumojeiicTBHe ¢ JPYrHMH JIEKADCTBEHHbIMH MpenapartaMu H Jpyrue ¢opmbl
B3aMMOJAEHCTBUSA

Bce uccnenoBanus no onpeaeneHuIo B3auMOACHCTBIS MPOBOINUINCH TOJIBKO HA B3POCIIBIX.
JlapyHaBup, U pUTOHABHPOM, SABISIIOTCS uHTHOMTOpoMu u3opepmentoB CYP3A, CYP2D6 u P-
rivkornporenHa. OTHOBpEMEHHOE MpUMEHEeHHEe KOMOUHALIUY JapyHaBUP/PUTOHABHP U MIPENapaToB,
KOTOpbIe MeTabonu3upyroTcs npeumyiiectBeHHo nuzopepmentamu CYP3A, CYP2D6 u nepenocstcs
P-rinukonpoTenHoM, MOKET BbI3bIBATH IMMOBBIIIICHUE KOHIICHTPAIIMM TAKUX MTPENapaToB B IJIa3Me, UTo,
B CBOIO OY€peb, MOXKET ObITh MPUYUHOW YCHUJICHWS WM TMPOJIOHTUPOBAHMS TEPANEBTUUECKOTO
addekra, a TakKe MPUIUHON MOSBICHUS HEXKETATeNbHBIX PEAKIIHA.

He nomyckaeTcst coBMecTHOE MpUMEHEHHE KOMOWHAIIUY 1apyHAaBUP/PUTOHABUD C JIEKAPCTBEHHBIMU
npenaparamu, KIMPEHC KOTOPHIX B 3HAYUTENLHON cTemneHu 3aBucuUT OT m3odepmerta CYP3A, u
MOBBIIICHHE CUCTEMHOTO YPOBHSI KOTOPBIX MOXET COMPOBOXKIATHCS PA3BUTHEM CEPbE3HBIX H/HIIH
YTPOXKAIOUINX KU3HU SBJICHUM (Y3KUI TepaneBTUYECKUI THUaras3oH).

OO6muit (hapMaKOKUHETHUECKUN yCHIMBAIOMUN 3P (HEKT pUTOHABUpA 3aKIIOYANCS B YBEIMYECHUU
CHUCTEMHOTO YPOBHS JIapyHaBUpa MPUMEPHO B 14 pa3 mpu 0JHOKpATHOM MpUEME JapyHaBHUpa B J103€
600 mr B coueranuu ¢ putoHaBupoMm B no3e 100 mr 2 pasza B cyTku. Takum oOpasom, mpemnapat
JlapyHaBup HEOOXOIMMO HCIIOIH30BaTh B COYETAHUH TOJIBKO C HU3KHUMH J103aMU PHUTOHABUpPA KaK
(hapMaKOKUHETHUECKOTO «yCHIIUTESI.

KomOunanmio napyHaBUp/pUTOHABUP HE CIEAYET UCIOJIB30BATh C IPYTUMU aHTUPETPOBUPYCHBIMH
npernapaTamu, KOTOpble TpeOyIOT UCIIOJIb30BAHUS PUTOHABHpPA B KadecTBe (hapMaKOKUHETHYECKOTO
«YCUITUTES.

B knauHMYeCKOM HCCIIEJOBAaHMUM C MCIOJIb30BAHUEM CMECH JIEKAPCTBEHHBIX IpEenaparos,
Metabommsupyembix nuroxpomamu CYP2C9, CYP2C19 u CYP2D6, orMeuanoch MOBBIINICHHE

aktuBHocTH CYP2C9 u CYP2C19 u unrubuposanue axktuBHoctu CYP2D6 B mnpucyrcTBUM
10
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putoHaBupa. CoBMECTHOE NPUMEHEHHE JapyHaBUpa W pPUTOHAaBHpAa C JIEKAPCTBEHHBIMU
npemapatamu, MeTtabonu3upyeMbiMu mnpeumyiiectBeHHO CYP2D6 (manpumep, QuekanHugom,
nponad@eHoHOM, METONPOJIOJIOM), MOXXET HPUBOAUTH K MOBBIIMICHUIO KOHIIGHTPAIMH ATHX
JIEKapCTBEHHBIX IpEnaparoB B IJIa3Me, YTO CIOCOOHO BBI3BATh YBEJIWYCHHE WM MPOIJIEHHE UX
TepaneBTHUECKOro dPQeKTa U HexenaTeIbHbIX peakuuil. COBMECTHOE IPUMEHEHHE JIapyHaBHpa U
pPUTOHABHpA C JICKAPCTBEHHBIMH TperapaTamMu, MpeuMyInecTBeHHO MeTabonusupyembsimu CYP2C9
(manpumep, Bappapunom) u CYP2C19 (manpumep, METaJOHOM), MOKET MPHUBOJUTH K CHHUKEHHUIO
CUCTEMHOI'O YPOBHS JTHX JIEKAPCTBEHHBIX CPEICTB, YTO CIIOCOOHO BBI3BATh CHIDKEHUE WITU
COKpaIlleHHEe UX TepareBTHIECKOro ¢ ¢exra.

Xota 3¢pdexkr B orHomennn CYP2C8 wm3ydwancst TONBKO in Vitro, COBMECTHOE MpPHMEHEHHE
KOMOMHAIIMK JapyHaBUP/PUTOHABUP C JIEKAPCTBEHHBIMH IpenapaTaMu, MPEUMYIIECTBEHHO
Metabomusupyembivu CYP2C8 (Hampumep, MaKIUTAKCEIOM, POCHUIIIMTA30HOM, PEMArIHHHUIIOM),
MOJKET TPUBOJIUTH K CHUKEHUIO CHCTEMHOTO YPOBHS 3THX JIEKAPCTBEHHBIX CPEJICTB, YTO CIIOCOOHO
BBI3BaTh YMEHBIICHUE WIIM COKPAILICHHE UX TEPAIeBTHUECKOTO dPeKTa.

PuronaBup uHrubupyet TpaHcnopTHsie Mosiekyibl P-riukonporenna, OATP1IB1 u OATP1B3, u ero
MPUMEHEHHE C CyOCcTpaTaMH STUX TPAHCIOPTHBIX MOJIEKYJ MOXKET MPHUBECTH K MOBBILICHUIO
KOHIICHTPALIMH ITHX MPENapaToB B I1a3Me (Hanpumep, faduratpaHa STeKCHIIAT, IUTOKCHH, CTATUHBI
1 003€HTaH).

Jlexapcmeennvle npenapamsi, nusAOuUe Ha KOHYEHMPAYUuro 0apyHaeupa/pumoHasupa

B wmerabonu3me mapyHaBupa W puToHaBHpa ydacTByeT u3odpepmeHT CYP3A. JlekapcTBeHHBIE
npenaparsl, UHAYHUPYIONIME akTUBHOCTh u3zodepmenta CYP3A, mnpeamnonoXuTeNbHO YCHIIAT
KIIMPEHC JapyHaBHpa U PUTOHABUPA, BbI3bIBAsI CHIDKEHNE KOHIIEHTPAIMH ATHX MpenaparoB B I1a3Me
(HampuMep, 3TO Kacaercss pudamnuIMHa, 3Bepo0ost U jonuHaBupa). COBMECTHOE NMpPUMEHEHUE
JapyHaBUpa M pUTOHAaBHpAa C JAPYTMMH JIEKaPCTBEHHBIMH TIperapaTamMH, HWHTHOUPYIOIIUMU
nzopepment CYP3A, MOXeT CHWKaTh KJIMPEHC JapyHaBUpa M PUTOHABHpa W MOBBINIATH HX
KOHLEHTPALMIO B IUIa3Me (HanpuMmep, UHINHABUP, CUCTEMHBIE a30Jibl, B YaCTHOCTH, KETOKEHA30JI U
kiotpumMason). CoBMecTHOE NpUMeHeHHe ¢ MoIHbIMA HHruouTopamu CYP3A He pekomenayercs,
clieyeT coOIr01aTh OCTOPOKHOCTD. Takue B3auMOIEHCTBHSI OMMCAHBI HIDKE.

Tabauya 83aumooeticmsuii Mexicoy npenapamamu

[IpuBeneHHBIN HUXKE CITMCOK TPUMEPOB B3aUMOJICUCTBUIA MEXKy JIEKaPCTBEHHBIMHU CPEJICTBAMU HE
SBIIICTCS MCUEPMBIBAIOIINM, M TOATOMY JUIsl TMONYy4YeHHs WH(OPMAIIUU, CBS3aHHOM C MyTAMH
MeTabonu3Ma, MOTCHIIUAThHBIMUA PUCKAMU U JCUCTBUSMHU, KOTOPbIE HEOOXOIUMO MPEIIPUHSTH B
Cllydyae COBMECTHOTO MpPHMEHEHHUs, cleAyeT oOpamarbcs K COOTBETCTBYIOUIEH WHCTPYKLIUU

JICKApCTBCHHOTO ITperiapara, UCII0JIL3YEMOIro COBMECTHO C JapyYHABUPOM.
11
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HCIIOJIb3OBAHHUECM 103 JapyHaBHpa HHUXXC PCKOMCHAYCMbBIX HWJIM C APYIUM PCIKUMOM JO3UPOBAHUA.

D¢ ekt B OTHOLUICHUHM COBMECTHO IMPHMEHSEMBIX JIEKAPCTBEHHBIX IMPEMapaToB MOTYT, TaKUM

o6pa30M, OBITh HEOOOUCHCHBI, BCIICACTBUEC 3TOI'0O MOXKET OBITH ITOKA3aH KIMHUYECKUI MOHHUTOPHHI

0€30I1aCHOCTH.

BianmoneicTBus MeX Ty KOMOMHALMEH JapyHaBUP/PUTOHABUD M aHTUPETPOBUPYCHBIMH U IPOYNMU

JICKapCTBEHHBIMH CPEJICTBAMH INpHBeNEHBI B Tabnuie Huxke («He ompeneneno» cokpariaercst Kak

«H/O»). HampaBiienue cTpenku Ais KaXJIOro napamerpa (papMakKOKHHETHKH OCHOBaHO Ha 90 %

AOBCPUTCIIBHOM HMHTCPBAJIC OJId CPEAHETO TI'COMETPHUUYCCKOrO COOTHOLICHHSA, KOTOPOE MOXKET

HaXOJUThCS B mpezenax («), Hike () uimu Beie (1) nuanazona 80-125%.

JlekapcTBeHHBII
npenapar,
NpUMeHsieMbIii
COBMECTHO €
KOMOMHaIuel

AapyHABHP/PUTOHABH

P

B3aumoaeiicrBue

Cpennee reoMmeTprnyeckoe

usmenenue (%)

PexoMenaanuu mo COBMECTHOMY

NpUMeHEeHUI0

AHTHPETPOBHUPYCHBIE IIPEIIAPATHBI JUIA JIEYEHHA BUY-UHDOEKITUH

Hnzubumopwr unmezpasot

JlomyTerpaBup AUC nonyrerpasupa | 22 % KomOunamnmro
Co4q nonyterpasupa | 38 % JlapyHaBUDP/PUTOHABHP u
Cmax nomyrerpasupa | 11 % JIOJIyTErpaBUpP MOKHO HUCIIOIb30BATh
JapyHaBup «>* 0€e3 KOpPPEeKIUH J03bI.
* Ha ocHoBaHMM CpaBHEHUN
MEXIy  HCCIICIOBaHUSMH  C
UCMOJIb30BaHUEM
UCTOPUYECKUX  JIaHHBIX IO
(hapMaKOKMHETHKE

DnBHUTETpaBUP AUC smBuTerpaBupa <> [Ipy  COBMECTHOM  TpPHMEHEHHH
Chin 21BUTErpaBUpa <> KOMOMHAIUK J1TapyHaBUP/PUTOHABUP
Cmax 2JIBUTETpaBUpa <> (600/100 mMr 2 pasa B CyTKH) B
AUC snButerpasupa <> COYETaHUHU C DIIBUTETPABHPOM 034
Chin anButerpasupa | 17 % ANBUTETPAaBUpPA JOJKHA COCTaBIIATH

12
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Crax dIIBUTETpaBUpa <>

TOCTIEODEATENEHOCTE 000
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1 ih MT 1 Pa3 B CYTKU
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TEETCTBYET ZKCNEFTHOMY OTYETY

dapMaKOKUHETHKA U PEKOMEHIAIIUU
M0 JIO3UPOBAHUIO JUISL JIPYTUX 03

JapyHaBUpa WU i1 KOHOMHAIMH

AIBUTETPABUP/KOOUITUCTAT HE
ycraHoBieHbl. Takum  oOpasowm,
COBMECTHOE pUMEHEHHE

KOMOHMHAIIMK JTapyHABUP/PUTOHABUD
B moboi no03e, kpome 600/100 mr 2
pa3a B CYyTKH, B COYCTaHHH C
AJIBUTETPABUPOM HE PEKOMEHIYETCS.
CoBMecTHOE IPUMEHEHHUE
KOMOUWHAIIMK JTapyHAaBUP/PUTOHABUD

Y DJIBUTETPABUPA C KOOUIIMCTATOM HE

PEKOMEHTy€eTCsl.
PanrerpaBup B  pesynprare  HekoTopsix |B HACTOsIIECE BpeMs
KIIMHUYECKUX  HMCCJIEIOBAaHUM | IpeAroaraercs, 4TO s ekt
ObUIO  TPENIOJIOKEHO,  YTO |palTerpaBupa Ha KOHIEHTPAIUIO

payITerpaBUp MOXET BbI3bIBAThH
YMEpPEHHOE CHU)KEHHE
KOHIIGHTpAllMl JapyHaBUpa B

I1a3Me.

JapyHaBUpa B TUIa3ME€ HE SIBIIAETCS

KJIMHUYECKU 3HAYUMBIM.
KomOunanuro
JapyHaBUP/pUTOHABHUP u

pajiTerpaBup MOXHO MPUMEHSATH 0€3

KOPPEKIUHU JT03bI.

Hykneo3uonvle/nykneomuonvie uncuoumopsl oopamnoii mpanckpunmasot (HHOT)

JAngaHo3uH

400 mr 1 pa3 B cyTku

AUC munano3una | 9 %
Cmin nunano3una H/O
Cmax qumano3una | 16 %
AUC napyHnaBupa <>
Chmin TapyHaBHpa <>

Cmax 1lapyHaBupa <>

Komb6unamuo
JApyHABUP/PUTOHABUD U NTUJAHO3UH
MOXHO TPUMEHSTh 0€3 KOPPEKIIHH
JTO3bI.

Junano3uH HE0OX0IMMO MPUHUMATH
HATOI[AK, TaKUM 00pazoMm, €ro
cleyeT MpUHUMAaTh 3a 1 yac 10 uiu
yaca TIOcye

yepez 2 npuema

13
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R

ot 06.02

(NOCNEOUBATENEHOCTE 000
KOM T/IT—IHT[T/IT/I gnpyr—mnwp/ pn’rnnﬂnmp

C IUUICH.
Tenodosup AUC Ttenodosupa 1 22 % IIpy  cOBMECTHOM  IPUMEHEHUHU
nu3onpokcui pymapar | Cmin TeHOQOBHpPa T 37 % KOMOHMHAIUK J1apyHaBUP/PUTOHABUP
300 mr 1 pa3 B cytku | Cmax TeHOQoBHpa T 24 % ¢ TeHO(DOBUPOM  MOXKET  OBITh
#AUC napynasupa 1 21 % MOKa3aH MOHUTOPHHT  (YHKIMH

#Cmin napynasupa 1 24 %
#Cmax napyHasupa T 16 %
(T xoHmeHTpanuu TeHO(DOBHpA
BCJICJICTBHE BIIMSTHUS

MDR-1

Ha
ONOCPEIOBaHHBIN
TpaHCHOPT

B IIOYCYHBIX

KaHaJIbIIaxX )

MOYEK, B OCOOCHHOCTH Yy TMallEeHTOB

C CHCTCMHBIMHU HWJIHW IIOYCUYHBIMU

3a00JICBaHUSAMH, 160 npu
UCTIOJIB30BaHUU  HE(POTOKCHYHBIX
Mperaparos..

OMTpHUIUTAOUH/TEHOD

oBHpa aadeHaMu

Tenodosupa anadhenamuy <>

Tenodosup 1

Pekomenayemasi 103a KOMOMHALIUU

IMTPULIUTAOMHA/TEHODOBHPA

amapenamuga — 200/10 mMr npu
COBMECTHOM PUMEHECHUN c
KOMOMHaImen
JlapyHaBUP/PUTOHABHUD.

AbaxaBup
OMTpULIUTAOUH
JlamuByiuH
CraByauH

3U10BYIMH

He wsywanocs. Ha ocHoBanumn
MyTel  AIUMHUHAIUU

HNOT

POYNX
(3u10BYyIMHA,
IMTPHUIMTAOHHA, CTaBy/IMHA,
JIaMUBY/IMHA), KOTOpBIE
AKCKPETUPYIOTCA

NpEUMYIICCTBECHHO ITOYKAMH, U

abakaBupa, B MeTaboIU3Me
KOTOPOTO HE YYacTByeT
CYP450, HUKAKUX

B3aUMOJCHCTBUI MEXIY THUMH
JIEKapCTBEHHBIMU IIpenapaTaMu
u KoMOUHanuen

JapyHaBUpP/pUTOHABUP HE

KombOunanust rapyHaBup/puToHaBUp
MO’KET IPUMEHATHCS C ITUMHU

HUOT 6e3 koppeKuu J103bl.
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COOTBETCTBYET SKCNEPTHOMY OTYETY

nmpeanojaaracTcs.

(MOCNEOOBATENBAOC TS 000

Henykneozuonvie/nenyxkineomuonsie unzuoumopul oopamuoit mpanckpunmaszol (HHUOT)

DdaBupens

600 mr 1 pa3 B cyTku

AUC s¢dasupensa 1 21 %

Chmin 2¢aBupensa 1 17 %

Crmax 2aBupensza 1 15 %

#AUC napynasupa | 13 %
#Cmin mapynasupa | 31 %

#Cmax napynasupa | 15 %

(1 xoHmeHTpamuu 3paBupeH3a

BCICACTBUC

CYP3A)

WHTUOMPOBAHMS

(] xoHUIeHTpamuu JapyHaBupa

Beneacteue uuaykiun CYP3A)

[Ipy nmpumeHeHUM  KOMOWHAIMU

JApyHABUP/PUTOHABUP B COUYCTAHHH

c s¢haBUPEH30M MOJKET
noTpedoBaThCs KIIMHUYECKH
MOHUTOPHUHT TOKCUYHOCTH B

OTHOILICHUH LEHTPAIBHON HEPBHOU
CHCTEMBI, CBA3aHHBIN C TOBBIIIEHHON
KOHIIEHTpaLueil a¢aBupeHsa.

[Ipuem mnpenapata >¢aBupeHza B
COUYETaHUH c KoMOMHanmen
JapyHaBUP/pUTOHABUp B J103€
800/100 mr 1 pa3 B CyTKH MOMKET
NPUBOAUTE K CyOONTHMAaIbHOMY
3HaueHnt0 Cmin napyHaBupa. Ecim
s¢aBupeH3 noTpedyeTcs NpUHUMATh
B COYETAaHMU C KOMOMHaIuen
JlapyHaBUpP/pUTOHABUD, cleayeT
ucrnonb3oBatk pexkum 600/100 mr 2

pasa B CyTKH.

OTpaBUpUH

100 mr 2 pa3a B CyTKH

AUC stpaBupuna | 37 %
Cmin aTpaBupuna | 49 %
Crax oTpaBupuna | 32 %

KomOunanuro
JapyHaBUP/pUTOHABHUP c

stpaBupuHoM 200 Mr 2 pa3a B CyTKU

AUC napynasupa 1 15 % MOKHO UCTIOJTb30BaTh 0e3
Cmin BapyHaBupa <> KOPPEKIMH JI03bI.
Cmax 1lapyHaBupa <>

Hesupanun AUC neBupanuna 1 27 % KomOunarmio

200 mr 2 pa3a B cyTkH | Cmin HeBupanuaa T 47 % JapyHaBUDP/PUTOHABHP c

Cmax HeBupanuHa 1 18 %

#napyHaBup: KOHIICHTPAIUU
COOTBETCTBOBAJIU
HCTOPHYECKUM JTAaHHBIM

HCBUPAIIMHOM MOXHO HCIIOJIB30BaTh

0€3 KOPPEKIUH J103bI.
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COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 06.02. 2024 Nz 2234
(MOCNEOUBATENEHOCTE 000
(1 KOHLIEHTpallUM HEBHUpalUHA
BCJIE/ICTBHE UHTUOMPOBAHUS
CYP3A)
PunmuBupun AUC pwmusupuna T 130 % KomOunanmro
150 mr 1 pa3 B cytku | Cpin priinuBupuna 1 178 % JapyHaBUDP/pUTOHABHUP c
Cmax puimuBupuHa 1 79 % PUINMBUPUHOM MO>KHO

AUC napynaBupa <>
Cmin mapynaBupa | 11 %

Cmax JapyHaBupa <>

UCIIOJIb30BaTh 0€3 KOPPEKIMHU JI03BI.

Hneuoumopwer npomeazot BHY 6e3 0onoiHumenvHoz0 nNPUMEHeHUsA HUBKUX 003
pumonaeupa’
ATa3zaHaBup AUC arazanaBupa <> Komb6unanuo

300 mr 1 pa3 B cyTku

Chmin aTazanaBupa 1 52 %
Cmax atazanaBupa | 11 %
#AUC napynaBupa <>
#Cmin TapyHaBHpa <>

# Cmax 1apyHaBHpa <>
ATazaHaBup: CpaBHEHHE
aTazaHaBUPA/pUTOHABHPA
300/100 mr 1 pa3 B CyTKH H
atazaHaBupa 300 mr pa3 B CyTKH
B COYETaHUH c
JapyHaBUPOM/PUTOHABUPOM
400/100 Mr 2 pa3a B CyTKH.
JapyHaBup:

JapyHaBUpa/pUTOHABUPA

CpaBHEHUE

400/100 mr 2 pa3a B CyTKH ¢
JapyHaBUPOM/PUTOHABUPOM

400/100 mr 2 pa3a B CyTKH B
codeTaHuu ¢ arazaHasupom 300

Mr 1 pa3 B cyTKH.

JApyHABUP/PUTOHABUP U aTa3aHABUP

MOXHO HUCIIOJIB30BAaTh oe3

KOPPCKIUHU OO3bI.

NuaunaBup

800 mr 2 pa3a B CyTKH

AUC unaunasupa T 23 %
Cnmin naauHaBupa T 125 %

HpI/I HUCIIOJB30BaHHUM B COUYCTAaHUU C

KOMOMHaIHEN

16




COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 06.02 2024 N= 2234
[TOCT] gﬂ.',_- BATENTBHUCTE 0001
Cmax UHIMHABUpA <> IAPYHARMP/PUTOHABKP MQXKET
#AUC napynasupa 1 24 % noTpeOOBaThC  KOPPEKIUS  JTO3BI

#Cmin napynasupa 1 44 %
#Cmax napyHasupa 7 11 %
NunaunaBup: CpaBHEHUE
WH/IMHABUPA/PUTOHABHPA
800/100 Mr 2 pa3a B CyTKH C
WHJIMHABUPOM/IapyHABUPOM/
putonasupom 800/400/100 mr 2
pasza B CyTKH.
JapyHaBup:

JIapyHaBUpPa/pUTOHABHPA

CpaBHEHUE

400/100 mMr 2 pa3a B CyTKU C
JTapyHaBUPOM/PHUTOHABUPOM
400/100 Mr B coyeTraHuu cC

unauHaBupoM 800 mr 2 pasza B

uHauHaBupa ¢ 800 mr 2 pasza B CyTKU
1o 600 mr 2 paza B CyTKH B cliydae

HEIIEPCHOCUMOCTH.

CYTKH.

CakBuHaBUD #AUC napynasupa | 26 % Komb6unanuio

1000 mr 2 paza B cyTku |#Cmin mapyHaBup | 42 % JapyHaBUP/pUTOHABUP HE
#Cmax mapynasupa | 17 % PEKOMEHTyeTCsl MIPUMEHSATD c
AUC cakBunaBupa | 6 % CaKBMHABHPOM.

Chmin cakBuHaBupa | 18 %
Cmax cakBuHaBHpa | 6 %
CakBHUHaBUD: CpaBHEHHE
CaKkBUHaBHpa/pUTOHABUPA
1000/100 mr 2 pa3a B CyTKH H
CaKkBMHABUpa/IapyHaBUpa/
puronasupa 1000/400/100 mr 2
pasa B CyTKH.
JapyHaBup: CpaBHEHUE
JapyHaBUpa/pUTOHABHpA

400/100 mr 2 pasza B CyTKH U

JapyHaBUpa/pUTOHABUPA

17
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400/100 Mr B coueraHul__C

(MOCNEOOBATENBAOC TS 000

cakBuHaBupoM 1000 mr 2 paza B

CYTKHU.

Huzubumopur npomeasvt BUY - 6 couemanuu ¢ nuskumu 003amu pumonasupa’

JlonmHaBUp/pUTOHABUD
400/100 mr 2 pa3a B

CYTKHU

JlonmuHaBup/pUTOHABUD
533/133,3 mr 2 paza B

CYTKHU

AUC normuaaBupa 1 9 %
Chmin toniuHaBupa 1 23 %
Cmax tortuHaBupa | 2 %
AUC napynasupa | 38 %*
Cmin tapynasupa | 51 %*
Crmax 1apyHaBupa | 21 %!

AUC nonmaaBupa <>
Chin mormuaaBupa 1 13 %
Crmax tonnmHaBupa T 11 %
AUC napynasupa | 41 %
Cmin mapynaBupa | 55 %
Cmax mapynasupa | 21 %
i Ha

OCHOBAaHHH HE

HOPMaJIN30BaHHBIX oo 03¢

3HAYEHUIA.

Bcenencreue CHUKEHHS
konmenrpauud (AUC) napynaBupa
Ha 40 % noaxodsuive 103kl ATOU

KOM6I/IHaHI/II/I HC YCTAaHOBJICHBI.

Takum  oOpa3om,  COBMECTHOE
pUMEHEHHE KOMOHMHAINH
JapyHaBUDP/pUTOHABUP c
KOMOWHUPOBAaHHBIM  IIPETapaTom,
BKJIFOUAIOIIUM
JIONMHABUP/PUTOHABHD,
MPOTHBOIIOKA3aHO.

AHTATI'OHHUCTBI PELIEIITOPOB CCR5

Mapasupox AUC mapasupoxka T 305 % IIpy npuMeHEHUU B COYETAHUU C

150 mr 2 pa3za B cytku | Cmin MapaBupoka H/O KOMOUHaIuen
Cmax Mapasupoka T 129 % JlapyHaBUP/pUTOHABUP 71032
KoHneHTpanmu mapyHaBUpa U |MapaBHpOKa JOJDKHA COCTaBIISTH
pPHUTOHABHPA COTIACOBRIBAIUCH ¢ | 150 Mr 2 pasa B CyTKH.
UCTOPUYECKUMHU JJAHHBIMH.

AHTAI'OHHUCTHI al-A/IPEHOPELIEIITOPOB

Andy3o3un Ha ocHoBanum Tteopernyeckux | OJHOBpEeMEHHOE IpUMEHEeHHE

CO00paxeHui, npenapar
JlapyHaBup JOJ>KEH MOBBIIIATH

KOHIIEHTpaluo andy303uHa B

KOMOMHAIUK J1TapyHaBUP/PUTOHABUP

1 ayipy303MHA TPOTUBOMNOKA3aHO.

18




COOTBETCTEBYET ZKCNEPTHOMY OTYETY
ot 06.02.2024 Nz 2234

i
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JCNEOOBATENBHOLC

ma3Me (3a cCueT HHrHOMPOBAHUS

CYP3A).

AHECTETHKH

Andenranmi He usyuanoce. B merabonmusme [[Ipy coBMECTHOM NpPUMEHEHHUU C
andeHTaHuIa y4acTBYeT | KOMOWHAIIUEH

m3odepmernt CYP3A, KOTOpHIi | JapyHaBHpP/pUTOHABUP MOXKET
MOKET MHTUOMPOBATHCS | TOTPEOOBATbCA  CHIDKEHHE  J03bI
KoMOUHaImen aneHTaHnIa, a TAaK)Ke MOHUTOPUHT
JapyHaBUP/pPUTOHABUD. PHCKOB JUTUTEIBHOTO W

OTCPOYCHHOI'O YITHCTCHUS AbIXaHUS.

AHTHAHTHHA/IBHBIE/AHTHAPUTMHUYECKHUE IIPEIIAPATHI

Juzonupamun He usyuyanocs. HeoGxonumo  cobmoneHue  Mep
dnexanHuI [Ipennonaraercs, 4To MPENOCTOPOKHOCTH, KPOME TOrO,
JluoxanH (CHCTEMHO) | KOMOMHALIUS PEKOMEHIyeTCs MOHHUTOPUHT
MexkcuneTux JapyHaBUP/PUTOHABUP HOBBICUT | TEPANIEBTUUECKOM  KOHILIEHTPALUH
ITponadenon KOHIIEHTPALIUIO 3TUX (MpY HaTMYMM TAKOM BO3MOYKHOCTH)

aHTHAPUTMUYECKHUX IIPENapaToB | ITUX AHTHAPUTMHYECKHUX

B IJ1a3Me (MHTMOMpOBaHUE IpenaparoB  IMpd  COBMECTHOM

uzopepmentoB CYP3A u/unu | mpuMEeHEHUU c KOMOHWHaIHen

CYP2D6). JlapyHaBUP/pUTOHABUD.
AMHnomapoH [IpoTnBOMmOKa3aHoO NIPUMEHEHNE
benpuann KOMOUHAIMK JTapyHaBUP/pUTOHABUD
JpoHenapox C  aMHOJapoOHOM,  OempHINIOM,
XUHUIVH JIPOHETAPOHOM, JTUJA0KAUHOM
Panonasun (cucreMHO), XUHUJUHOM,

I/IBa6paIII/IHOM HJIN paHOJIA3UHOM.

JluroxkcuH AUC nurokcuna 1 61 % [Tockonbky JIIUTOKCUH
0,4 Mr OJTHOKpAaTHO Chin nurokcuna H/O XapakTepu3yercs Y3KUM
Crmax murokcuna T 29 % TEpANEeBTUYECKUM JUAINla30HOM, B

(1 KOHIIEHTpAIlUU JTUTOKCHHA clydyae  Ha3HA4Y€HUs  JUTOKCHHA
BCJIE/ICTBUE BEPOSTHOTO MaLUEHTAM, MOJTYYarO UM

uHTHOMpoBaHus P- KOMOWHAIIHIO
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COOTBETCTEYET 3K l’__EF'TH JMY OTUETY

'T“hﬁh

ToC JBATENBHUCTE 0001)
TJIMKOTIPOTEHHA) rwmvnmzvm nwmnnnvm

MEePBOHAYAIILHO PEKOMEHTyeTCSI
UCIIOJIb30BATh MUHUMAIBHYIO
BO3MOXHYIO 103y JUrOKcHHa. Jlanee
CIIelyeT TPOBOJIUTH aKKypaTHYIO
TUTPALHIO JO3bI JUTOKCUHA C TIEIBIO
JIOCTHIKEHUS KEIaeMOTo
KIMHn4Yeckoro 3ddexkra Ha QoHe
OIICHKA  OOIIEro  KIMHHYECKOTO

COCTOSAHHA ITaIUCHTA.

AHTHBUHOTHKH

Knaputpomuima AUC xnaputpomuruaa 1T 57 % | Pexomenmyercs co0JII0/1aTh
500 mr 2 paza B cyTkd | Cmin kiaputpomutiiia T 174 % |0OCTOPOKHOCTh TP COBMECTHOM

Cmax kmaputpoMuinia T 26 % |npUMEHEHHH KIApUTPOMUIIMHA B

#AUC napynasupa | 13 % COYETaHUH c KoMOMHanmen
#Cmin napynasupa T 1 % JapyHaBUP/PUTOHABHP.

#Cmax napyHasupa | 17 % PexoMeHnioBaHHY1O 03y
Konuentpanuun KJIQPUTPOMUIIMHA Yy TAlUEHTOB C

14-OH-xnaputTpoMuIHa HE |HapylmeHHeM  (QyHKIUM  TO0YeK
BBISIBISUIMCH TIPH  COBMECTHOM | CIIEyeT BBIOMpPATH COTJIACHO
NpUMEHeHHH C KoMmOuHammeln | MHCTpyKIuu 10  MEAWIUHCKOMY
JapyHaBUP/pUTOHABUD IPUMEHEHHIO KJIapUTPOMUIIMHA.

Q) KOHIIEHTPALIUH
KIIQPUTPOMHIIMHA  BCIIEACTBHE
MHTHOMpoBaHUS H30(epMeHTa
CYP3A u BO3MOYKHOT'O
MHTUOMPOBAHUS

P-rnmukonporenna).

AHTHKOAT'Y/IAIHTHI

Arnukcaban He wu3yuamoce. CoBmectHoe |[Ipumenenne KOMOHMHAINU

Onokcaban IIPUMEHEHNE KOMOUWHAIIMH | JapyHaBUP/PUTOHABUP C  ATUMH

PuBapokcaban JapyHaBUP/pUTOHABUD C | aHTUKOAryJISIHTaMU HE
aHTHKOAryJISHTaMu MOJKET | pEKOMEHIYEeTCSl.
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Y OTYETY

IMOBBICUTh HX KOHICHTpAUUIO

9TO0  MOXET  MPHBECTH K
YBEIMUCHUIO PUCKA PA3BUTHUS
KpOBOTEUYCHUH (MHTHOMPOBAHUE
m3odepmenta CYP3A w/umu P-

IJINKOIIPOTENHA).

Jlaburatpan

Tukarpenop

He wu3ywanocs. CoBmecTHOE
IIPUMEHEHUE C KOMOMHanuen
JapyHaBUP/PUTOHABUDP  MOXKET
IPUBOAUTH K CYLIECTBHHOMY
MTOBBIIIICHUIO KOHIICHTPAIIH

naburarpaHa Wik TUKarpreiopa.

CoBmecTHOE IIPUMEHEHNE
KOMOWHAIMK JapyHaBUP/PUTOHABUD
c JnaburaTpaHaHOM W
THUKarpreiopoM IPOTHBOIOKA3aHO.
PexomeHayeTcsi npuMeHEeHHe qpyTuX
AHTUTPOMOOIMTAPHBIX TPENapaToB,
Ha KOTOpBIE

HC BIUACT

uHruOupoBanue win uaaykius CYP

(Hanmpumep, mpacyrpein).

Bapdapun

He uzyqanocs. [Ipu coBmecTHOM
IPUMEHEHUH C KOMOMHaIuen
JlapyHaBUP/pUTOHABUD

BO3MOXHO MU3MEHEHUE

KOHLIEHTpalluu Bap(apuHa.

IIpy  COBMECTHOM  IPUMEHEHHH

Bap(dapuHa c KOMOWHAIIHEH
JapyHaBUP/PUTOHABUP
peKoMeHyeTcs MOHHUTOPHHT
MEXTyHApOTHOTO

HOPMAaJTM30BAHHOT O OTHOIIICHHUS

(MHO).

IIPOTHBOCY/IOPO/KHBIE ITIPEITAPATHI

denobapOuTan

deuntoun

He HU3y4ajoch.

®enobapbutan U (PEeHUTOUH
MPENIOJIOKUTETBHO  BBI3OBYT
CHIDKEHHE KOHIICHTpaLui
JapyHaBUpa M pPUTOHAaBUpA B
mwiazMe (MHAYKUHUS (QEepMEeHTOB

CYP450).

KomOunanuro
JApYHABUP/PUTOHABUP HE CJCIYeT
MPUMEHSTh B COYECTaHUU C JTUMHU

JICKAPpCTBCHHBIMU CPCACTBAMU.

Kap6amazenun

200 mr 2 pa3a B CyTKH

AUC xap6amazernnaa T 45 %
Cmax kapbamazenuna 1 54 %

Cmax kapbamazernuna 1 43 %

Koppekuuu  103pl  KOMOMHALUU

JapyHaBUP/pUTOHABUP HE

pekomenayercs. Ecnu motpeOyercs
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AUC napynaBupa <>
Cmin mapynaBupa | 15 %

Crmax 1lapyHaBupa <>

(MOCTIEOQOBATENEHOULTE U0

]'II’W/TMF‘T—IF‘T-TT/T R'OMF)-T/"—THTTT/"/T
JapyHaBUP/pUTOHABUP c
KapOaMa3enmHOM, HEO0X0 UM
MOHUTOPUHT HNOTEHIUATBHBIX

CBSI3aHHBIX C  KapOama3enuHOM
HeXenaTelbHbIX siBaeHui. Cremyer
KOHTPOJIUPOBATh KOHIICHTPAIUIO
kapOamazenuHa,  KpoMe  TOTO,
TpeOyeTcss THTpamus €ero 03Bl C
HEeNbI0  o0ecreueHusl aJeKBaTHOTO
orBera. Ha OCHOBaHWM MOITyYeHHBIX
pe3yabTaToOB J103y KapOaMmasenuHa B
NPUCYTCTBUH KOMOWHAIMH
JapyHaBHP/pPUTOHABHP MOXET
notTpedoBaThCsi CHU3UTH Ha 25 %-50

%.

Knonazenam CoBMecTHOE TPUMEHEHUE [Ipy  coBMECTHOM  MPUMEHEHUU
KOMOMHAIMK JapyHaBup/ KOMOHMHAIUU JapyHaBUp/ pPUTOHABUP
PUTOHABHP ¥ KJIOHA3eMama M KIOHa3emamMa pPEeKOMEHIyeTCs
MOJKET IPUBECTH K IMOBBIIICHUIO | KIMHUICCKIUI MOHUTOPHHT.
KOHIIEHTpAIIUU KJIOHA3emaMa B
a3Me (MHTHOUpOBaHKe
CYP3A).

AHTH/IEIIPECCAHTbBI

[TapokceTun AUC mapoxkceruna | 39% B ciyuae coBMeCTHOTO pUMEHEHUs

20 mr 1 pa3 B cyTkn

Ceptpanun

50 mr 1 pa3 B cyTkH

Cmin mapokcetuna | 37%
Cmax mapokcetruna | 36%
#AUC nmapynaBupa <>
#Cmin TapyHaBUpa <>
#Cmax TapyHaBHUpA <>

AUC ceprpanuna | 49%
Chmin cepTpamuna | 49%

AHTHACTIPCCCAHTOB C KOM6I/IHaI_II/IeI\/’I

JapyHaBUDP/pUTOHABUP
PEKOMEHTyeMbIM MOJIXOJIOM
SBIISETCS TUTpPALIUS JI03BI

aHTUJETIPECCaHTa Ha OCHOBAaHMUU
KJIIMHUYECKON OLIEHKH OTBETA HA 3TOT
npemapar.  Kpome — Toro, 3a

nanueHTaMu, MMoJIyJaroImuMun
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COOTBETCTBYET 3KC _EF'TH JMY OTYETY
ot 06.02.202: 34
Cmax cepTpannna | 44% AR OBATENBHOT TE 00 T)
#AUC napynaBupa <> aHTHJIEIIPECCAHTOB, KOTOpBIE

#Cmin mapynaBwupa | 6%
#Cmax JapyHaBUpa <>

HAUMHAIOT TEepanuio KOMOWHaIMen
JapyHaBUp/ pUTOHABUP, CJEAYET
HaOM0IaTh Ha MpeAMeT OTBeTa Ha

AHTUACTIPCCCAHTHI.

AMUTPUNTUIINH
Jle3unpaMuH
Nmunpamun
Hoprpuntunna

Tpazonon

CoBMecTHOE TPUMEHEHNE
KOMOHMHAINH
JapyHaBUP/PUTOHABUP C STUMH
AHTUJICTIPECCAHTAMH MOKET
MTOBBICUTH KOHIICHTPAIUIO
AHTUJICTIPECCAHTOB
(uarubuposanue CYP2D6
u/umu CYP3A).

[Ipy  COBMECTHOM  MpPHMEHEHHH
KOMOWHAIMK JapyHaBUP/PUTOHABUD
C  DJTUMH  aHTHJCNPECCAHTAMH
PEKOMEHyeTCs KJIMHUYECKHH
MOHUTOPHUHT, KPOME TOTO, MOXET
oTpeOOBaTbCA  KOPPEKLUS  JI03bl

OTUX AHTHUACIIPCCCAHTOB.

IIPOTHBOPBOTHBIE IIPEITAPATHI

Jommiepuion

He n3yuanocs.

HpI/I COBMCCTHOM MMPUMCHCHUUN
KOMOWHAIMK JapyHAaBUP/PUTOHABUD
c JOMIIEPHIOHOM clemyer
co0I01aTh OCTOPOKHOCTh u
HaOJMIO4aTh 3a HeXKeIaTeILHBIMHU
PCaKusAMHU, CBsI3aHHBIMU C

JAOMIICPUIOHOM.

IIPOTHBOI' PUBKOBALIE ITIPEITAPATBI

Bopuxkonason He wusyuanocs.  Purtonasup | Bopukonason HE cienyer
MOXET CHUKaTh KOHLEHTPAIUIO | TPUMEHSATh B COYETaHUU c
BOPHKOHA30J1a B IU1a3Me | KOMOMHAaIueH JTapyHaBup/
(MHIYKIUSA (hepMEeHTOB | pUTOHABUP 3a HCKIIFOUEHHEM
CYP450). ClIy4yaeB, KOrja Ha OCHOBaHUU
OIIEHKM COOTHOIIEHHS pPHUCKAa H
MOJIB3bI HEOOXOJIUMO TPUMEHEHHE
BOPHUKOHA30J1a.
Kerokonazon AUC xerokonazona 1 212 % IIpu wucnonab30BaHUM KOMOMHALIUU
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200 mr 2 pa3a B CyTKH

Chmin keTokoHa3011a T 868 %

lﬁl:l-:._"lg"',_. BATENEHOLTE 000

EHPVT—IHRT/IP ﬂT/ITOT—THRT/Ip I—TPﬁﬁ-Y QOaUMO

Cmax xketokonazomna T 111%
#AUC napynasupa 1 42 %
#Cmin napynasupa T 73 %
#Cmax napyHasupa 1 21 %
(uaruduposanue CYP3A).

coOII01aTh OCTOPOKHOCTD,

PEKOMEHAYETCS KIIMHUYECKU I

mouutopunr.  Ecnu  Tpebyercs

COBMECTHOC IIPUMECHCHUC, TO
CyTO4YHasA J03a KCTOKOHAa30JIa HC

JoJKHA TipeBbIath 200 mr.

dmykoHa301 He wu3yuanocs. KomOunanus | HeoOxogumo coOII01aTh
N3aBykoHa30m1 IapyHaBUP/PUTOHABUP  MOJXKET | OCTOPOKHOCTb, pEeKOMEHyeTCs
HtpakoHnazomn MOBBIIIATH KOHLIEHTPALIUIO | KTMHUYECKU MOHMUTOpHHT. Ecmu
[To3zakona3zon IIPOTUBOIPUOKOBBIX IIPENapaToB | TpeOyeTcsi COBMECTHOE IPUMEHEHUE,
B 1a3Mme, I103aKOHA30J1, | TO CyTOYHAasl 1032 HHTPAKOHA30J1a HE
M3aBYKOHA30JI, UTPAKOHA30JI M |JOJDKHA rmpeBbimars 200 mr.
(IyKOHA307 MOTYT TIIOBBIILIATH
KOHIICHTPALIUIO JTapyHaBUpa
(uarHOMpOBaHKe u30(epMeHTa
CYP3A u P-rnukonporenna).
Knorpumason He uzyuanocs. CoBmecTHOE Ecnu Tpedyercs COBMECTHOE
CHCTEMHOE PUMEHEHNE IPUMEHEHHEe C  KIOTPUMAa30JIoM,
KJIOTpUMAa3o0Jjia U KOMOMHALUKU | HEOOXOJIUMO co0mroaaTh
JTapyHaBUP/PUTOHABUDP MOXKET | OCTOPOKHOCTb, peKOMeHTyeTCs

MOBBIIIATH KOHIICHTPAIHIO
JapyHaBHUpa U /WK
KJIOTPHMA30J1a B IIa3Me.
AUC24n napynasupa T 33% (uHa
OCHOBAHHH TIOMYJISIIIHOHHON

Mojiesn (hapMaKOKUHETHUKH).

KJIWHAYECKUMN MOHUTOPUHT.

IIPOTHBOIIOJJAT'PUYECKHUE ITPEITAPATBI

Konxumma

He wu3yuanmocs. CoBmecTHOE
MPUMEHEHHE  KOJXWLMHA U
KOMOWHAIUU

JTapyHaBUP/PUTOHABUDP  MOXKET

IIOBBIIIIATH KOHICHTPAIHUIO

Ecmu Tpedyercs Tepanus
KOMOMHaIHNEN

JapyHaBUP/pPUTOHABUD Y MAIEHTOB
C HOpMaNbHOM (yHKIMEH TeyeHu
WIH

MOYEK, PEKOMEHTyeTCs
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ot 06.02.2024 N= 2234
MOCTIEQUBATENBHOC TE 0001
KOJIXMIIMHA (I/IHFI/I6I/Ip0B HUE | CHIDKCHUE O3Bl KOIXUIIMHA WX
nzodpepmenta CYP3A wu/unmu P-|mpuoctaHoBieHue mpueMa 3TOTo
[JIMKOTIPOTEUHA). nperapara. [Tatmentam c

HapylieHueM (YHKIUHU MEeYeHU WIN

IMOYCK IMPOTUBOIIOKA3aHO IIPUMCHATH

KOJIXULIUH B COYETAaHUU C
KOMOUHaen
JapyHaBUP/pPUTOHABHP.

ITPOTHBOMAIAPHHHBIE ITPEITAPATHI

Aptemerep/Jlymedant
pun 80/480 mr, 6 103
yepes 0, 8, 24, 36, 48 u

60 yacoB

AUC apremerepa | 16 %
Chmin apTemeTepa «>

Cmax apTemetepa | 18 %
AUC
118%

JAUTUAPOAPTEMU3UHUHA

Chmin IUTHAPOAPTEMU3NHUHA <>
Crmax

| 18%
AUC nymedantpuna 1 175 %

JUTUIPOAPTEMU3UHUHA

Cmin nymedantpuna T 126 %
Cmax nymedantpura 1T 65 %
AUC napynaBupa <>

Cmin mapynaBupa | 13 %

Cmax 1apyHaBupa <>

KomOunanus napyHaBup/puToHaBUp
MOXET MPUMEHSTHCA B COUETAHUU C

apremerepom/ mymedaHTpuHOM 0e3

KOPPEKIMH J03bI; TEM HE MEHee,
BCJICJICTBHE TIOBBIIIICHUS
KOHLIEHTpaluu TymMedaHTpHHA
JAHHYI0  KOMOHMHAIIMIO  CIIETyeT

IMPUMCHATDb C OCTOPOKHOCTBIO.

IIPOTHBOTYBEPKYJ/IE3HBIE ITIPEIIAPATHI

Pudamnunyn

Pudanentun

He wusyuwanocs. Pucdanentun u
pubaMnuuH SBIISIOTCS
MOILHBIMHU UHAYKTOPaMH
nzopepmenta CYP3A, oHu
BBI3bIBAIIN BBIpaXXEHHOE
CHIKEHHE KOHIICHTPalui

JApYyTUX MHTUOUTOPOB TMpOTEa3s,

4qTo MOXCT IMPpUBOJUTH K

BHUPYCOJIOTHYECKOU

[Ipumenenue  pudaneHtuHa ¢
KOMOMHanuen
JapyHaBUP/pUTOHABUP HE
PEKOMEHIYETCSL.

[IpotuBonoka3zana

KOMOWHUpPOBaHHAs Tepamus
prU(aMIIUITHOM C KOMOMHAIUEH

JapyHaBUDP/pUTOHABHP.
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HEed(DPEKTUBHOCTH U Pa3BUTUIO

(MOCNEOOBATENBAOC TS 000

—

PE3UCTEHTHOCTH (MHIYKIUSA
depmentoB CYP450). B xoze
HIOTIBITOK MPE0JI0IETh CHUKEHHE
KOHIIEHTPALUU  [OCPEICTBOM

ITIOBBIIIICHUA J03bI

IpPYTux

WHTUOUTOPOB nporeas B
COYETAHUM C HU3KUMH J03aMHU
pUTOHABHpA HabIo1a1ach
BBICOKAasl 4acCTOTa PEAKLHH CO
CTOPOHBI MNCYCHU, CBA3AHHBIX C

pudaMIUIITHOM.

Pudabytun
150 mr 1 pa3 B 2 qus

AUC™ pudabytuna 1 55 %
Cmin pudabyruna T H/O
Cmax  pupabyTHHA <>
AUC napynasupa 1 53 %
Cmin mapynaBupa T 68 %

Cmax mapyHaBupa T 39 %
“cymma AKTHUBHBIX
IIPOU3BOHBIX pudadbytuHa

(ucxomnbiii mpemnapat + 25-O-

Ne3aleTHIIbHBIN MeTa0oIuT).

B HUCCIICOBAaHUH
B3aMMOJICUCTBHUS HAOIIONAINCH
CpaBHUMBIE CyTOYHBIE
CHCTEMHBIC KOHLEHTpALNHU

pudadbyTuHa npu NpueMe B 103€
300 mr 1 pa3 B cyTku B BHJE
MoHOoTepanuu U 150 mr uepes
JI€Hb B COUYETaHUH c
KOMOMHaIuen

napyHasup/putonasup (600/100

M 2 pa3a B CyTKH) C IPUMEPHO

ACCATUKPATHBIM  YBCIIMUCHUCM

[TarenTawm, TOJTYYarOIIUM
KOMOWHAIIUIO
JapyHaBUDP/pUTOHABUD,
PEKOMEHAYETCS  CHIDKEHHE 03Bl
pudadbytuna Ha 75 % OT OOBIUHOM
no3s1 300 mr/cyT (Hanpumep, 150 mr
4yepe3 JIeHb), a Takke 0oJiee 4acThIi
MOHHUTOPHHT IO TIOBOJTY CBSI3aHHBIX C
pudaldyTrHOM HEXEIIaTEIIbHbIX
apneHuid. B ciydae mnpobGiiem co

CTOPOHBI 0€30MTACHOCTH HEOOXOIUMO

paccMOTpETh JlanbpHeee
yBEJIMYEHUE  MHTEpBaja  MEXJIy
npuemamu  pudabyTuHa  W/WIH
MOHHUTOPHHT KOHIICHTPALUH
pudabyTuHa.

Heob6xonumo U3YYUTh

O(I)I/II_II/IaJIBHBIe PCKOMCHAAIUU 110

HaJJIeXxalled Tepanuu TyOepkyiesa

y BUY-unduimpoBaHHBIX
MAIMEHTOB.
Ha OCHOBaHUU npoduis
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 06.02.2024 Ne 2234
MOCNEOOBATENBHOCTE 0001)
CyTOLIHOFO ypOBHﬂ AKTHUBHOI'Q C30IMTACHOCTI R'ﬂMﬁT/ﬂ—THTU/"/T

MeTabouTa (25-0O-
nesanetwipudpadyrtuna). Kpome
toro, AUC CyMMBl aKTHBHBIX
MTPOM3BOTHBIX pudadyruna
(ucxomguoro mpenapara + 25-O-
Ne3aleTIIBHOTO ~ MeTabonTa)
MoBbICWJIOCH B 1,6 pasza, B TO
BpeMss Kak 3HadeHHe Cmax
0CTaBaJIOCh COTIOCTABUMBIM.

B HacTosIIEE BpeMs
OTCYTCTBYIOT  JaHHBIE  TIO
CPaBHEHHUIO CO CTaHAApTHOM

no3oi 150 mr pa3 B CyTKH.

Pudabytun SIBIISIETCS
UHIYKTOPOM U  cyOcTpaTtom
nzopepmenra CYP3A. Ilpu
COBMECTHOM PUMEHEHUN
KOMOMHAIINU

JapyHaBUP/pUTOHABUD c

pudadbytunom (150 mr uepes
JICHb ) Ha0JII0JaJI0Ch
MIOBBIIIIEHUE CHCTEMHOMU

KOHICHTpAIUU JapyHaBUpa.

JapyHAaBUP/PUTOHABUD yBEIHUYCHHUE

JI03bl pUTOHABUPA Ha (POHE Tepanmuu

pudadyTuHOM HE Tpedyer
KOPpPEeKIIMH  J03bl  KOMOWHAIMH
JapyHaBUP/pUTOHABUD. Ha

OCHOBaHUU (papMaKOKUHETHIECKOTO
MOJCIIUPOBAHUS 3TO CHIYKEHUE 03I
Ha 75 % Taxke KacaeTcs IalyieHTOB,
nojyyamomux pudadyTuH B 103e,

otnuyarorerics ot 300 mr/cyT.

IIPOTHBOOIIYXOJIEBBIE IIPEITAPATBI

Ja3atunu6
Hunotnauo
BunOmnactuu

Bunkpucrux

He HU3yYajocCh.
[Ipeanomnaraercs, 4TO
KOMOHMHANS

JIapyHaBUp/pUTOHABUp  Oyxer

MOBBIIIIATL KOHICHTPAIIUIO 3TUX
IMPOTHUBOOITYXOJICBBIX

IpernapaToB B ia3Me

[Ipu cOBMECTHOM MPUMEHEHUHU ITHX
JIEKAapCTBEHHBIX  MPEmaparoB  C
KOMOMHaIHUEN

JApyHABUP/PUTOHABUP  BO3MOKHO
MOBBIIIEHHE HMX  KOHIIEHTPALWH,

TaKuM oOpazom, BO3MOKHO

YBCIIUUCHUC HEXCIIAaTCIIbHBIX
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DBEpPOIUMYC

Hpunorexan

(maTHOMpOBaHUE u30(hepMEeHTA

oCT E;Jé_. BATE] I:EI OCTE 000
IRIEHUN, QORIYHO _ HAOIIOTAEMEIX

—

CYP3A).

npu PUMEHCHHUU JIAHHBIX
JIEKapCTBEHHBIX CPEIICTB.
Heo0xoxumo co0Iro1aTh
OCTOPOXXHOCTh ~TPpU  Ha3HAYCHHHU
KaKoro-inodo u3 ITHX

MMPOTHUBOOITYXOJICBBIX IIPCIIapaTOB B

COYETaHUU C KOMOMHaIen
JapyHaBHpP/pUTOHABHUD.
CoBmecTHOE IIPUMEHEHNE

IBEPOJIMMYyCAa WM HMPHHOTEKaHa C
KOMOMHaImen
JapyHaBUDP/pUTOHABUP HE

PEKOMEHIyETCSL.

AHTHIICHXOTHYECKHE ITPEIIAPAThI/HEHPOJIEIITUKH

Ksernanun He usyuanocs. CoBmecTHOE MIPUMEHEHUE
[Ipenmnonaraercs, 4To KOMOHMHAIIUK JTapyHABUP/PUTOHABUP
KOMOUHAaIHs C KBETHAlMHOM IPOTHBOIIOKA3aHO,
JapyHaBUP/pUTOHABUP MOBBICUT |[TOCKOJIBKY BO3MOKHO YBEJIMYEHHE
KOHIEHTPALIUIO 3TOTO CBSA3aHHOMN C KBETHAIINHOM
AHTUIICUXOTHYECKOTO TOKCUYHOCTH. IToBbiIEHME
Ipernapara B Ij1a3Me KOHLEHTPAallUi KBETHAIIMHA MOXET
(uHrubupoBaHue U3opepMeHTa |IPUBOIUTH K KOME.
CYP3A).

[Tephenasun He U3y4anock. | B ciydae coBMECTHOro mpUMeHEHUs

Pucnepunon IIpennonaraercs, 4TO |3TUX IMpernapaToB ¢ KOMOWHaIMen

Tuopungazuu KOMOWHAIIHS JapyHaBUDP/PUTOHABHP MOKET

JapyHaBUP/PUTOHABUP TTOBBICHT

KOHICHTPAIHIO 9TUX
AHTUIICUXOTHUYCCKHUX
npemnapaTron B jia3sme

(uHrnbupoBaHue U30(hepMeHTOB

HOTpC6OBaTI)C$I CHHMIXCHHEC UX JJO3BI.

28




COOTBETCTEYET 3KCNEPTHOMY C
ot 06.02 2024 N= 2234
CYP3A. CYP2D6 - (MOCNEOUBATENEHOCTE 000
P-rnmukonporeunna).
Jlypasunon CoBmMmecTHOE MIPUMEHEHHUE
[Tumosug KOMOHMHAIUK J1apyHaBUP/PUTOHABUP
CepTunnon C JIypa3uJIOHOM, IHMO3UJOM WU
CEPTHUH/0JIOM ITPOTHBONIOKA3aHO.
BETA-A/[PEHOB/IOKATOPBI
Kapsenumnon He n3ydanock. | [Ipy  cCoBMECTHOM  NpPUMEHEHUU
MeTomnpomnon [Ipenmnonaraercs, YTO | KOMOMHAIIMU JapyHaBUpP/PUTOHABHUP
Tumoinon KOMOMHAIHS c 6eta-ampeHoOI0KaTOpaMu
JTapyHaBUP/pPUTOHABUP TOBBICUT | pPEKOMEHIYETCS KJIIMHUYECKU I
KOHIIEHTpalMi0  3THUX  Oera- \MOHUTOpHHI. CreayeT  peuIuTh
aZpeHo0JI0KaTOpOB B  IUIa3Me |BONPOC O CHIKEHUH J03bl OeTa-
(uarHOMpOBaHKe u30(epMeHTa | aApeHO0IOKATOPA.
CYP2D6).

Bb/IOKATOPBI «<ME/V/IEHHBIX» KAJIBITUEBbIX KAHA/IOB

AMnoauniH
Juntnaszem
denonunuH
Huxkapaunua
Hudenunun

Bepanmamuin

He M3y4alIOCh. MoxHo
MIPEINOJIOKHTD, 4TO
KOMOMHAIHSA

JApYHAaBUP/PUTOHABUD  MOXKET
MOBBICUTH KOHIIEHTPAIUIO
6J10KaToOpoB «MEJUIEHHBIX»
KaJIbLIUEBBIX KaHAJIOB B IUIa3Me
(uHrnOMpoBaHue U30(hepMEHTOB

CYP3A u/umu CYP2D6).

IIpy COBMECTHOM ITPUMEHEHUHN ITUX

IIpernapaToB c KOMOMHaIuen
JapyHaBUP/pUTOHABHUP
PEKOMEHIYETCS KIIMHUYECKU I

MOHHUTOPHUHI TCPANICBTHYCCKUX H

00OYHBIX 3P (PEKTOB.

I''TOKOKOPTHKOCTEPOH/IbI

I'mrokokopTHKOCTEPOU
AL,
MeTabonu3upyemble B
IIEPBYIO

CYP3A (B Tom uucne

ouepeb

CDJ'IYTI/IKE[BOH . B KIMHHYCCKOM

UCCIIEIOBAaHUM, B  KOTOPOM
putoHaBup B go3e 100 mMr B
Kamncyinax 2 pa3a B CYTKH

pUMeHsAIn B codetanuu ¢ 50

IIpy OIHOBPEMEHHOM IPUMEHEHUU

KOMOWHAIMM JapyHaBUP/pUTOHABUD

" TJIIOKOKOPTUKOCTEPOUIOB,
MeTaboIM3UPyEMBIX CYP3A
(manpumep, ¢byTuka3oHa
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OeTameTasoH,
OynecoHus,
¢ryTHKa30H,
MOMETAa30H,
MIPETHHU30H,

TPUAMIIMHOJIOH )

MOCTEOOBATENBAOCTS 000
a UIu

MKT (pIyTMKa3oHa HpomnuoHara
MHTpaHAa3aJIbHO (4 pa3a B CyTKH)

B T€UYEHUE 7 JTHEW Yy 3J0POBBIX

T0OpOBOJIBIICB HaOJIFOAJIOCh
CYIIECTBCHHOE MIOBBIIIICHNE
KOHIIEHTpauid  QIIyTHKa30HA

nponuoHara B IUIa3ME, B TO

BpeMsi  KaKk  KOHLEHTPALUH
9HJIOTEHHOT'O KOpPTH30J1a
CHIDKQJIMCh TpUMEpHO Ha 86 %
(90% noBepHUTENBHBIN UHTEPBAI
82-89 %). Ilpu MHraIsHOHHOM
PUMEHEHUH ¢yTKazona
MOryT HaOmojgaTbcsi  Oosee
BEIp@XEHHBIE  3PPeKTh. Y
MaIKEHTOB, HOJTYYarOIIUX
puUTOHaBUp W (IyTHKa30H
MHTSIIIMOHHO 170071
WHTPaHA3IbHO OTMEYaJINCh
CHCTEMHbIE

TJIIFIOKOKOPTUKOCTCPOUAHBIC

3¢ dexTh, BKIIOYAS CHHIPOM
Kymmnra 51 CYIIPECCHIO
HAJTOYEUYHUKOB. D¢ dexTs
BBICOKOM KOHIIEHTPAIIH

(b1yTHKa30Ha HAa KOHLEHTPALIUIO
pUTOHaBUpaA B IJ1a3Me
HEU3BECTHBI.

Jlpyrue
TIIIOKOKOPTUKOCTEPOUIBL:
JIEKapCTBEHHbIE
B3aUMOJICVCTBUSI HE M3YYaIUCh.
KonuenTpanun ITUX

npenaparoB B INJIa3MC€C MOTYT

OPONMUQHAT. OPYrux
WHTAJSIMUOHHBIX WM  Ha3aJbHBIX
IJIIOKOKOPTUKOCTEPOUIOB),  MOXKET

BO3pacCTaThb PHUCK Pa3BUTHA

CHCTEMHBIX s dexToB
TIIIOKOKOPTHUKOCTEPOUIOB, BKIIOYAS
cuapoMm KymmHra m cynpeccuro
HaJIIIOYEYHUKOB. [Ipumenenue
OJTHOBPEMEHHO c
METa0O0IN3UPYEMBIMH CYP3A
TITIOKOKOPTUKOCTEPOUIaMHU HE
PEKOMEHIyeTCs, 3a HCKIIOUCHHEM

ClIy4yaeB, Korja IOTE€HUHUAJIbHAsA
Mojp3a Il TAlUWEHTa IPEBBIIIACT
puck. B Takux caydasx cremyer
HaOmoaTh 3a MalMeHTaMu Ha

MpeAMET  CUCTEMHBIX 3] deKTOoB
TIIIOKOKOPTUKOCTEponioB. Cremyer
paccMoOTpeTb, O0COOEHHO B cllydae
HE00X0IMMOCTH JUTATETHHOTO
MPUMEHEHUS, anbTepHATUBHBIC
TITIOKOKOPTHKOCTEPOHIBL, MeHee
3aBHCHMBbIE oT MeTabonusma
CYP3A, nanpumep, OekioMeTa3oH
Ha3aJbHOTO

TS AIIH

HHTaJIIIUOHHOTO ITPUMCHCHMU .

30
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it

BO3pacTaTh npu

OOAHOBPECMCHHOM  IIPUMCHCHUU

KOMOUHALIMUA
JapyHaBUpP/pUTOHABHD,
TIPUBOIS K CHIDKEHUIO

KOHIOCHTpAallMKM  KOPTHU30Jla B

CBIBOPOTKE.

JlekcameTra3oH He wusyuanoce. [lekcamera3oH |/lekcamera3on B KauyeCTBE

(cucreMHO) MOJKET CHMKaTh KOHIIGHTPALIMIO | CHCTEMHOTO — TIperapaTra  Clexyer
JIapyHaBUpa B I1a3Me | IPUMEHSITh C  OCTOPOKHOCTBIO B
(MHIYKUUSA n30(epMEeHTa | COUCTAaHUU C KoMOMHanmen
CYP3A). JapyHaBUP/pPUTOHABUD.

AHTAI'OHUCTHBI SDHIOTE/IHHOBBLIX PELIEIITOPOB

bozenran He wusywanocs. CoBmectHoe |[Ipy  coBMecTHOM — NpUMEHEHUH
npuMeHeHne  0Oo3eHTaHa  C|KOMOHWHAIMH JapyHaBUP/PUTOHABUD
KOMOMHAaIMen PEKOMEHTyeTCS MOHHTOPHHT
JapyHaBUP/PUTOHABHDP  MOXKET | IEPEHOCUMOCTH OO3CHTaHA.
MOBBIIIATH KOHIIEHTPAIUIO
003eHTaHa B TUIa3Me.

bo3zeHTan  MOXET  CHWXaThb
KOHIICHTPAIIMIO JTapyHaBUpa U
pUTOHABHpA B IIa3Me

(uaaykiust CYP3A).

AHTUBHPYCHBIE IIPEIIAPATbI IIPAMOIO JEHCTBHA JUIA TEPAIIHH
T'EITATHTA C

Huzuoumoput npomeasvr NS3-4A

BorenpeBup AUC 6omnenipesupa | 32 % KomOuHammro

800 mr 3 pa3a B cytku | Cmin GouienipeBupa | 35 % JapyHaBUDP/pUTOHABUP HE
Cmax OoueripeBupa | 25 % PEKOMEHYETCSI ~ NPUMEHATH B
AUC napynasupa | 44 % COYETAHHUH C OOIIETTPEBUPOM.

Cmin mapynaBupa | 59 %
Cmax mapyHasupa | 36 %
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I'mexanpeBup/mubpent | COBMECTHOE MPHMEHEHHE R E";'TEni:ﬁizriwlﬁkﬁIn:érgﬁE“
acBup KOMOWHAINH KOMOWHAIMK JapyHaBUP/pPUTOHABUD
JTapyHaBUP/pPUTOHABHD B c KOMOUWHAIMeH
COYETaHUH ¢ KOMOWHAIIMEH TJICKAIPeBUP/TUOPEHTACBUD HE
rIIeKanpeBUp/MUOpPEHTACBHP PEKOMEHTyETCH.
MOJKET MOBBICUTH
KOHIICHTPALIMIO TJICKApeBUpa U
MUOPEHTACBUPA B TIIA3MeE
(maTHOMpOBaHUE P-
TJIMKOTNPOTEHUHA, OeJKa
PE3UCTEHTHOCTH paKa
MOJIOYHOH JKEJe3bl H/HITH
OATP1B1/3).
CumenpeBup AUC cumenpesupa T 159 % Komb6unanuio
Cmin cumenipeBupa T 358 % JapyHaBUP/PUTOHABHUP HE
Cmax cumenpesupa T 79 % PEKOMEHTyeTCsl MIPUMEHSATD B
AUC napynaupa 1 18 % COYETAaHHH C CUMETIPEBUPOM.
Cmin napynasupa T 31 %
Cmax TapyHaBupa <>
Jloza cuMmenpeBupa B ITOM
HCCIIeIOBAaHUM B3aUMOJICHCTBUSA
cocrapmsiia 50  wMr  mpu
COBMECTHOM TPUMEHEHHU C
TapyHaBUPOM/PUTOHABUPOM U
150 mMr B rpymnmne MOHOTEpanuu
CHMETIPEBHPOM.
DOnbacup/rpazonpeBu |[Ipeanonaraercs, yto | KomOunammro
p KOMOMHAIHS JapyHaBUDP/pUTOHABUP
JTapyHaBUP/PUTOHABHP TOBBICUT | IPOTUBONOKA3aHO  TPUMEHSTH B
KOHIIGHTPALIMIO TPa3oNpeBUpa B |COUECTAHUU c KoMOMHanuen
mazme (MHruOMpoBaHue | rpa3onpeBup/316acBUp.
m3opepmenroB CYP3A wu
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OATPIB), mocn -TE 0000
Tenanpesup 750 mr AUC renanpesupa | 35 % KombOunammro
KaXKJible 8 yacoB Cmin TenanpeBupa | 32 % JapyHaBUP/PUTOHABHUP HE
Crmax TenmamnpeBupa | 36 % PEKOMEHTyeTCS MIPUMEHSATH B
AUC napynasupa | 40 % COYETAHHUH C TEIAIPEBUPOM.
Cmin mapynaBupa | 42 %
Cmax mapynasupa | 40 %

PACTHUTEJ/IBHBIE IIPEIIAPATBI

3BepoOoit He uzyuanocs. KomOunammro

MPOIBIPSIBIICHHBIN [peamonaraercsi, 4T0 3Bepo0OOil | 1apyHaBUP/PUTOHABHP

(Hypericum MPOBIPSIBIICHHBIH Oy1eT OPOTHUBOIMOKA3aHO  MPUMCHSATh B

perforatum) CHIDKATh KOHIICHTPALIUIO COYETaHUU c npenapaTami,
JapyHaBHpa U PUTOHABHPA B COJIEPXKAIIUMH 3KCTPAKT 3Bep00Os
wiasme (uaaykuus CYP450). | mpoabIpsBIEHHOTO (Hypericum

perforatum). Ecmu nammeHt yxe
MOJIy4aeT 3BepoOOit
IIPOJBIPSBICHHBIN, HEOOXOAUMO €ro
OTMEHHUTb U, TIO BO3MOXKHOCTH,
IIPOBECTU AHAJIM3 YPOBHS BHUPYCOB.
KonnenTpanus napyHaBupa (a Takxke
PUTOHABHpA) MOXKET TOBBICUTHCS
npu OTMEHE 3Bepo0os
MPOIBIPABIEHHOTO. JlaHHbI
UHAyUUpyomui  3pGeKT  MOXKeT
COXpaHATHCS B TEUEHHE MO KpalHEH
Mepe 2 He[elb I0CI€ OTMEHBI

3Bep000s IPOABIPSBICHHOTO.

HHI'HBHTOPBI 'MI-KOA-PE/IYKTA3bI

JloBacTatun He N3Yy4aJIOoCh. Hpe,unonaraeTc;I IloBbImICHHE KOHICHTpalu
CumBacTaTuH 3HAYUTCIIBHOC IIOBBIICHUCE | JIOBACTaTHHA WJIM CHMBaCTaThHa B
KOHHeHTpaHI/Iﬁ JoBacTaThHa U |IJIa3ME€ MOXKECT BbI3BATh MHUOIIATHIO, B
CUMBACTaTMHA B ILIa3MC IIpHU|TOM YHUCIIC pa6I[OMI/IOJ'II/13. Takum

COBMCCTHOM  IIPUMCHCHHUU C 06p330M, COBMCCTHOC NPUMCHCHHC
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KOM MHAITUI EHPVHHRI/IP/}’W/I’T‘OHHR p

—

JapyHaBUpP/pUTOHABUD
(naTHOMpOBaHUE M30(depMeHTa

CYP3A).

C JJOBaCTaTUHOM nin

CUMBACTATHUHOM ITPOTUBOIIOKA3aHO.

ATopBacTaTuH

10 mr 1 pa3 B cyTku

AUC aropBacratuna 1 B 3-4
paza

Cnmin aTropBactatuna 1 B =5,5- 10
pa3

Cmax aTopBactatuHa 1 B =2 pasa

B ciydae [IPUMEHEHUS

aTopBacTaTMHa ¢  KOMOWHAIHen
JapyHaBUP/pUTOHABUP

pEeKOMEeHlyemMasi HaudajbHas J03a
aTopBacTtaTuHa cocrtasisier 10 wmr
Bo3moxHo

l1pas B  CYTKH.

IOCTCIICHHOC ITOBBIIICHUEC J03bI
aropBaCtaTuHa B COOTBCTCTBHU C

KIIMHUYCCKHUM OTBCTOM.

IIpaBactatun

40 Mr oJIHOKpaTHO

AUC npaBactaTtuna 1 81 %'
Chmin mpaBactatuna H/O

Cmax ipaBactatuHa T 63 %

s orpannuennoii
CyOTOnyJISIMH NAIlMEHTOB
Ha0II0/1a710Ch YBENWYESHHE JI0 5

pa3

Ecmu Tpedyercs COBMECTHOE
MIPUMEHEHUE MpaBacTaTUHA c
KOMOMHaLHEH
JTapyHaBUP/pUTOHABHP,
PEKOMEHyeTCsl HAYMHATh c
MUHUMAIbHOM BO3MOKHOM  JIO3BI

MpaBacTaTUHA C THUTpALUEd 10
KeJlaeMoro KinHu4eckoro s dexra

C MOHUTOPHUHIOM 0€30ITaCHOCTH.

PosyBacratun

10 mr 1 pa3 B cyTku

AUC posysacraTtuna 1 48 %'
Cmax po3yBacTaTiHa 1 144 %'
' Ha ocHOBaHUM

OHY6HI/IKOBaHHHX JaHHBIX

Ecmn Tpebyercst COBMECTHOE
MPUMEHEHUE  pO3yBacTaTWUHA  C
KOMOMHAaIHEH
JapyHaBUP/pUTOHABHD,
pPEKOMEHyeTCsl HA4YMHATh c
MHUHUMAQJIBHON BO3MOXKHOHM  JO3EI

po3yBacTaTMHA C THUTpaLMEd 10
KellaeMoro KinHu4eckoro sgdexra

C MOHUTOPHUHI'OM 0€30ITaCHOCTH.

JAPYTI'HE 'HIIO/THIITHIEMUYECKHUE ITPEIIAPATBI

JlomuTamnun

KombOunanus

CoBMecTHOE HCIIOJIBb30BaHHUEC
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KET

IMOCTEOOBEATENEHUC TS 000

JapyHaBUP/PUTOHABUD M
MOBBIIIATH KOHIICHTPAIUIO
JIOMHTAINUA TPU COBMECTHOM
WCIIOJIb30BaHUHT

(maTHOMpOBaHUE uU30(EepMEeHTa

CYP3A).

KOM MHAITUI EHPVHHRI/IP/}’\T/ITOHHRHP

" JIOMUTAIIMIa TPOTUBOIIOKA3aHO.

Bb/IOKATOPBI H-T'HCTAMHHOBbBIX PELIEIITOPOB

Panutuann #AUC napynaBupa <> KomOunarmro
150 mr 2 pa3a B cyTku |#Cmin JapyHaBHpa <> JapyHaBUDP/pUTOHABHUP MOYHO
#Cmax 1apyHaBHpa <> OPUMEHSITh B COUETAaHUM  C
0JI0KaTopamMu Ha-rucrammuoBbIx
penenTopoB 0€3 KOPPEKIUH JT03bI.
HMMYHOCYIIPECCAHTHBI
Huknocnopux He wusyuanocs. Konuenrtpanus|B ciiyyae coBMECTHOro MpUMEHEHUS
Cuponumyc 3TUX UMMYHOJICTIPECCAHTOB | PEKOMEHIYeTCS ~ TeparneBTHUYECKUN
Takponumyc MOBBICUTCS TPH COBMECTHOM | MOHUTOPHHT KOHIEHTPALUU
IIPUMEHEHUH C KOoMOMHanuel | HMMyHOCYIIPECCAaHTOB.
JapyHaBUp/pUTOHABUP
(uHruOupoBanue u3odepmMeHTa
CYP3A).
DBEPOIUMYC CoBmecTHOE MIPUMEHEHUE
’BepoIuMyca €  KoMOMHaiuen
JapyHaBUP/pUTOHABHUP HE
PEKOMEHIyeTCsl.
HHT AJIAIIHOHHBIE BETA-A/[PEHOMHMETHKH
Canmerepon He w3yuanmocs. CoBmectHOE | COBMECTHOE MIPUMEHEHNE
IpUMEHEHHE calMeTepoja U |calMereposla €  KOMOHMHauuei
JapyHaBUpPa ¢ HU3KUMHU JI03aMH | JapyHaBUP/pUTOHABHUD HE
pPUTOHABHpA MOXET MPHUBECTU K |pekoMeHayeTcs. B pesynbraTte

ITIOBBIIIICHHU IO KOHHGHTpaHI/Ifl

caJIMETEpOJIa B IJIa3Me.

HCIIOJIL30BaHUSI JTOH KOMOWHAILINA

BO3MOKHO IIOBBIIICHHUEC pUCKa
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MMOCNEOUBATENBAOC TS 000

CEPACUHO-COCYTUCTRIX

HCXCIIaTCIIbHBIX HBJIGHI/II;'I,

CBs3aHHBIX C CaJIMCTCPOJIOM,

BKJIFOYas yaiMHeHue uHTepBana QT,
CHJIBHOE

cepaueOrueHue u

CHHYCOBYIO TaXUKapIUIO.

HAPKOTHYECKHE AHATbTETHKH/TEPAITHA OITHOHTHOH 3ABUCHMOCTH

Metanoun
WHIUBUyaTbHbIE J03bI
B Juara3oHe oT 55 5o

150 mr 1 pa3 B cyTku

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

B Hagasie COBMECTHOIO ITPUMEHEHUS
C KOMOUHAaIMen
JapyHAaBUP/PUTOHABUD  KOPPEKLUS
J103bl MeTazioHa He Tpedyercs. Tem
HE MEHee, B Cllyyae COBMECTHOI'O
IPUMEHEHMs Ha MPOTSHKEHUU Oolee
JUINTEJIBHOTO ~ NIE€pUoJia  BPEMEHH
MOET TOTPeOOBATHCS YBEIHUYCHHE
J103Bbl

METaJ0Ha BCJIICACTBHEC

WHAYKIMM €ro MetadoiiM3ma IMoj

JICUCTBUEM  pHUTOHABHpA. Takum
o0pazom, peKoMeHayeTcs
KIIMHUYECKUM MOHUTOPHUHT,

IMMOCKOJIBKY Y HCKOTOPBIX IMAIMCHTOB
MOXET HOTpe6OBaTBC$I KOppCKIHA

HOI[,I[ep)KI/IBaIOH_[eﬁ TCpalru.

Bbynpenopdun/nanokco
H
8/2 Mr — 16/4 mr 1 pa3

B CYTKHU

AUC 6ynpenopduna | 11 %
Chmin OynipenopduHna <

Cmax Oymiperopduna | 8 %
AUC nopOynpenopduna 1 46 %
Chmin HOpOymipeHopduna 1 71%
Cmax HOpOympeHopdura T 36%
AUC nanokcona <

Chmin Hanokcona H/O

Crnax HAJIOKCOHA «>

Knununueckas 3HAUYUMOCTb
YBEIHUYEHUS apaMeTpoB
(bapMaKOKUHETUKH

HOpOynpeHoppHHA HE YCTaHOBIICHA.
[Ipy COBMECTHOM TIPUMEHEHUH C
KOMOMHaIHEN

JApyHABUP/PUTOHABUD  KOPPEKITUS
o036l OynmpeHoppHuHAa MOXKET He

HOTpC6OBaTBC}I, TCM HEC MCHCC,

PEKOMEHTYETCS TIATEJIbHBIN
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K TIWT—TT/TLTE'(‘R'T/TI/T MﬂI—TVT’T‘ﬂpT/ﬂ—IT‘ Ha

npeameT CHUMIITOMOB OIMMaTHOM

TOKCHUYHOCTH.
deHTaHUIT CoBmMmecTHOE npuMmenenue |[Ipy  coBMecTHOM  IpUMEHEHUU
OKCHKOIOH KOMOUHAINH KOMOHMHAIUK J1apyHaBUP/PUTOHABUP
Tpamanon JapyHaBUpP/pUTOHABUD c|c (QeHTaHWIIOM, OKCHKOJIOHOM |

(heHTaHWIIOM, OKCUKOJOHOM WJIH | TPaMa0JIOM PEKOMEHYETCSI

TPaMaIoJIOM MOXXET TOBBICUTS | KIMHUYECKUH MOHUTOPHUHT.
KOHIICHTPAIUIO ITHX
aHAIBT€TUKOB (MHTHOMpPOBaHUE
nzodpepmentoB CYP2D6 w/mmm
CYP3A).

ICTPOI'EH-COAEP/KAIINHE KOHTPALIEIITUBHBIE IIPEIIAPATHI

JlpocriupeHoH Bnusaue komOuHauuu | Eciin 3CTPOreHCcoIeprKallne
OtuHUIACTpaauon (3 | napyHaBUP/pUTOHABUD Ha | KOHTPALENTUBbl [PUMEHSIOTCS B
mr/ 0,02 mr 1 pa3 B KOHUEHTPALHIO JIPOCIUPEHOHA | COYETAaHUU c KOMOWHAIHEH
CYTKH) HE U3YYE€HO. JapyHaBUDP/pUTOHABUP

OTUHWIACTPAAUOT AUC stunmmcrpanuona | 44 % PEKOMEHIyeTed HCIIONB3OBARME
Hopstunapon Chmin 3THHMIBCTpaauona | 62% AILTCPHATHBHRIX i
35 mxr/1 mr 1 paz B Cmax dTHHHIDCTpaauona | 32% JIOTIOJTHUTCIILHBIX cpencts

CyTKH AUC HOPOTHH/POHA l 14 % KOHTpaluCInu. 3a mannueHTKaMu,

Cmin HOpaTHHIpOHA | 30 % MOTy4aro UMK ACTPOTEHBI B

Cimax HODSTHHIPOHA <> KayecTBe TOPMOHO3aMECTUTEIIbHON
Tepanuu, HEOOXOoaUMO HaOII0ATh
Ha npeaMeT CHMITTOMOB
ACTPOT€HOBOM  HEIOCTATOYHOCTH.
I[Ipy  COBMECTHOM  IpPHUMEHEHHH
KOMOMHAIIUK J1TapyHaBUP/PUTOHABUP
c JPOCIUPEHOH-COIEPKALIUMU
npenapaTamu PEKOMEHTyeTCsI

KIIMHUYECKUM MOHUTOPUHT B CBA3U C

PUCKOM pa3BUTHUA THIICPKATIUCMUH.

AHTATI'OHHUCTHI OITHOH/ITHBIX PELIEIITOPOB
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MOCTNEOOBATENEHUC TS 000

Hanokceron He nzyuanoce OBMECTHOE IpUMCHEHUE
KOMOMHAIHH
JapyHaHaBUP/PUTOHABHP u
HAJIOKCEroJjia MPOTUBOIIOKA3aHO

HHIHBUTOPBI ®OCDOJHUICTEPA3BI 5 THIIA (®/]3-5)

Jns neyenus B uccienoanuu | [ IJpumenenue aBaHaduIa B

3PEKTUIBHOM B3aHMOICHCTBUS" COUYCTaHUH C KoMOuHanuen

TUCQHYHKITH COMOCTAaBUMBIEC CUCTEMHEIE | TapyHABUP/PUTOHABUP

ABanadun KOHIEHTpallMu  cuiaeHaduia | IpOTUBONOKA3aHO. Hpyrue

Cunpenadun HaOII01aTHCh nocne | uaruouropsr OJID-5 s nedyeHus

Tananadun OJIHOKPATHOTO rpueMa | 3peKTHIbHOU TUCHYHKITHH B

Bapnaenadun cwineHadmwia B go3e 100 mMr B|coueTaHum C KOMOWHAIHEH

BUJIE MOHOTEpANuu U B 03¢ 25 | tapyHaBUP/pUTOHABHUP clenyer

MI' B COUCTaHHH C KOM6I/IHaI_II/ICI71

JIapyHaBUP/pUTOHABUP.

MPUMEHATH C OCTOPOXKHOCTHIO. Ecin
MMOKA3aHO COBMECTHOE IPUMCHCHHE
KOMOWHAIIMK JTapyHABUP/PUTOHABUD
¢ cunaeHaduiaoM, BapAcHAPUIOM
Wik TaganapuioM, PeKOMEHIYyeTcs
npueM cuiieHaduna B pa3oBoit 103e
He BbIIEe 25 Mr 3a 48 4acos,
BapieHaduIa B pPa3oBOM J103€ HE
Beime 2,5 Mr 3a 72 daca wuid

Tajanaduia B pa30BOi 103€ HE BbIIIE

10 Mr 3a 72 yaca.

Jns nedenust JIero4Hom
apTepUaIbHON
TUNIEPTEH3UU
Cunnenadun

Tanamadun

He wusywanocs. CoBmecTHOE

MpUMEHEeHHEe cuiieHaduIa Uiu
taganaduna

B Ka4dCCTBC

MpenaparoB  JJs  JICYEHUS

JIErOYHOMN apTepuaIbHON
TUNEPTEeH3UH U KOMOWHAIUU
JTapyHaBUP/PUTOHABUDP  MOXKET
IIPUBOJIUTH

K IOBBIIICHHIO

KOHIIGHTpallUl  CUJIIeHaduIa

besonacnas u »>¢dexkTuBHas 1032

CI/IJ'II[eHa(I)I/IJ'Ia I JICUYCHUA

JIETOYHOMN apTepuaIbHOU

TUIIEPTEH3UH NP TNPUMEHEHHH B

COYeTaHHUH C KoMOUWHaI e
JapyHaBUDP/pUTOHABUP HE
YCTaHOBJICHA. [ToreHunanbHO

BO3MOXXHO YBCIIMUCHUC CBA3AHHBIX C

cuiieHapuIoM HEXeIaTeIbHBIX
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uim  Tajamadguia B IJIadMe
(MarubupoBanue dbepmenra
CYP3A).

ABIICHUU KIIIQUYada QPT/T’T‘P IIEHEIC
paccTpoicCTBa, TUIIOTEH3UIO,
JUIUTEIbHYIO IPEKIHUIO u

CHHKOIIAJIbHOC COCTOHHI/IG). Taxum
o6pa30M, COBMCCTHOC IPHUMCHCHHC

KOMOWHAIMK JapyHaBUP/pUTOHABUD

u  cwigeHaduia A JICYCHUS
JIETOYHOMN apTepuaIbHOU
TUIEePTEH3UN MPOTUBOIMOKA3aHO.
CoBmecTHOE IIPUMEHEHNE

Taganaduaa s JCUYSHHs JISTOYHOM

apTEpUAIBHON  TUINEPTCH3UH  C
KOMOMHaImen
JapyHaBUDP/pUTOHABUP HE
PEKOMEHTYETCH.

HHTHBEHTOPBI IIPOTOHHOH ITOMITbI

Owmernpazon #AUC napynaBupa <> KomOunanuro

20 mr 1 pa3 B CyTKH #Cmin 1apyHaBupa <> JapyHaBUDP/pUTOHABHUP MOJKHO

#Cmax 1apyHaBHpa <>

IPUMEHAT B COYETAaHUU  C
MHTMOUTOpAaMU TMPOTOHHOW TTOMIIBI

0€3 KOPPEKIIUHU JI03BI.

CE/IATHBHBIE/CHOTBOPHBIE IIPEITAPATBI

bycnnpon
Kiopasenar
Hunazenam
OcTazonam
Quypasenam
Munazonam
(mapeHTepaibHO)

SoymuaemM

He HU3y4ajoch.
CenaTtuBHBIE/CHOTBOPHBIE
mpenaparsl B 3HAYUTEIHHOM
o0Bbeme MeTaboIU3UPYIOTCS
n3ohepMeHTOM CYP3A.
CoBMECTHOE TPUMEHEHHE C
KOMOMHAaINER
JApYHAaBUP/PUTOHABUD  MOXKET
BBI3BaTh 3HAYUTENIbHOE
MIOBBIIIIEHUE KOHIIEHTPAIIH

3THUX MpenapaToB.

IIpy  coBMECTHOM  IpPHUMEHEHHH
KOMOUHAIMM JapyHaBUP/pUTOHABUD
c STHMHU
CeIaTUBHBIMHI/CHOTBOPHBIMH

CpeACTBaMu peKoMeHayeTcs
KJIMHUYECKHM MOHUTOPHHT, KpOMeE
TOTO, CJEAYeT PEeHIUTh BOMPOC O

CHHIXXCHHUH 03Bl OTHUX IIPCIIapaToB.

Ecnmn wMmpazonam MNapeHTCPAJIBbLHO

OyJeT MPUMEHSATHCS B COUYETAHUU C
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ITIOCTTEQOBEATENBHOT
[Ipy coBMECTHOM NPHMEHEHUU |KOMOMHAIIACH

MU/Ia30j1aMa TMapeHTEPaIbHO C | JapyHaBUP/PUTOHABHUD, JIeYeHue
KOMOMHAIHEH JTapyHaBup/ | HEOOXOUMO HAYMHATH B YCIOBHSIX
PUTOHABUP BO3MOJXKHO | OT/IEJICHUS] MHTEHCUBHOI Tepamnuu
3HAYUTEIBbHOE noBbimieane | (OUT) wam B aHAIOTHMYHBIX
KOHIICHTPALIUU 3TOTO | yCIOBHUSAX, B KOTOPBIX MOXET OBITh
O6enzonunaszenuHa. JlanHble 110 |o0ecmeueH TIIATEeIbHBIN
COBMECTHOMY MPUMEHEHHUIO | KITMHUYECKUIT MOHHUTOPHUHT u

MyugasojaMa IMapCHTEpaJIbHO C|Haajcxallad TEpalrusd B ClIydac

OpYTUMH UHTUOUTOpAMHM | YTHETEHHUS JIBIXaTeJIbHOIO IIEHTpPA
IIPOTEA3BI YKa3pIBAIOT  Ha|W/WIK JUIATEIbHOU CCIaLlUN.
BO3MO>XHOCTb nosbiieHus | CiiegyeT  pemmTb — BOIPOC O

KOHLIEHTPALlMM MHJa30jaMa B|KOPPEKIMH J03bl MHUAa3ojlama, B
miasme B 3-4 pasa. OCOOEHHOCTH B Clly4ae MPUMEHEHUS

TOro  mpemapara  Oojee  uyeM

OJIHOKPATHO.
MupgasoaaMm [Ipumenenue KOMOUHAaIu
(mepopaibHO) JapyHaBUDP/pUTOHABUP c
Tpuazonam TpHa30JlaMOM WM  MHUAA30JIaMOM

NEpOpaJIbHO ITPOTHBOITOKA3aHO.

IIPEITAPATHI JUIA JIEYEHHUA IIPEKJEBPEMEHHOH AKY/IAIIHH

JlanokceTnH Her nanHBbIX. CoBpemeHHOE IIPUMEHEHNE
KOMOMHAIUK J1apyHaBUP/pUTOHABUP

" JAllOKCECTUHA IMPOTHBOIIOKAa3aHO

IIPETIAPATBI JUIA JIEYEHHUHA YYAIIEHHOI'O MOYEHCHHYCKAHUA H
HEJIEPKAHUA MOYHU

de3oTepoanH Hert nansbIxX. Crnenyer coOuoaTh OCTOPOXKHOCTb
Comudenanux OpH  COBMECTHOM  IPHMEHEHHH
KOMOMHAIUK J1TapyHaBUP/PUTOHABUP
C  yKa3aHHBIMH  [Iperaparami.
HeoOxonumo  HabmogeHue — 3a

HEXCIIaTCIIbHBIMHA SIBJICHUSIMU,
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CRI3AHHBIMU _C (bPQﬂTPPOVT[‘VTHnM u
conu(eHAITTHOM, BO3MOXKHO
noTpedyercss  CHW)KCHHE  JIO3BI

YKa3aHHBIX IIPCIIapaToOB.

# WccnenoBanus MPOBOIMIKCH C J03aMH JapyHaBHPa HUKE PEKOMEHIOBAHHBIX WM C JIPYTHM
PEKUMOM J03UPOBAHUS.

+ DddexTuBHOCTS M Oe3omacHOCTh npenapara [lapynaBup ¢ putonaBupoMm 100 mMr u moObMu
npyrumu uaruouropamu BUY (Hanpumep, (dhoc)amnpeHaBupom, HelIGUHABUPOM U TUIIPAHABHPOM )
y BUY-unpunupoBaHHbIX NAllMEHTOB He ycTaHOBJIeHa. COrjacHO TEKyHIMM PEKOMEHIALUsSM IO

JICYEHUIO0, TEPAIINs, BKIIIOUaronas 2 MHruOuTOopa npoTeassl, Kak MpaBuio, HE PEKOMEHIYETCSL.

46 @epTHIBHOCTH, 0€PEMEHHOCTDb U JJAKTALMS

bepemeHHOCTD

[ToJTHOTICHHBIX MCCIICIOBAHUHN Y OEPEMEHHBIX JKCHIIUH 10 OIEHKE BIIHMSHHS JapyHaBUpPA Ha UCXO/T
OCpeMEHHOCTH HE MPOBOAMIOCH. McciemoBaHUsT Ha JKUBOTHBIX HE BBIABHIN Y JapyHaBHpa
TOKCUYECKOW aKTUBHOCTH WM HETaTUBHOTO BIMSHUSA HA PENpPOAYKTHBHYIO (YHKIHUIO U
dbepTunpHOCTh. B MccnenoBaHusiX y KpbiC JapyHaBUpP HE OKAa3bIBal BIUSHUS HA CIOCOOHOCTH K
Pa3MHOKEHUIO ¥ (PEPTHIILHOCTb.

Jlnst HaOmroieHus 3a BIMSHUEM Ha TUIOJ M OpraHU3M MaTepu cosjiaH Peructp ciyuaeB mpuema

AHTHPETPOBUPYCHBIX MTPEIAPaTOB BO BpeMs bepeMeHHocTH (WWW.apregistry.com). JlaHHBIH perucTp

ABJISICTCA JOOPOBOJBHBIM MPOCIEKTUBHBIM HAOIIOAATENbHBIM HCCIIEIOBAaHUEM C IeJIbl0 cOopa U
OLIGHKHM JaHHBIX O BJIMSHUM IPHEMa aHTHUPETPOBUPYCHBIX NpernapaTtoB Ha UCXO0J OEpeMEHHOCTH.
JlaHHbIE O IPUMEHEHUH JapyHaBUpa B IEPBOM TPUMECTpPE OEPEMEHHOCTH JIOCTATOYHBI I OLIEHKH
€ro BIUSHUS Ha yBEJIMUEHHUE PHUCKa MOSIBICHUS BPOXKJIEHHBIX JeeKkToB Iuiofa. K Hacrosmemy
BPEMEHH IOKa3aHo, YTO AAPYHABUP HE YBEIMUYMBAECT PUCK BOZHUKHOBEHHUS BPOXKAECHHBIX Ae(PEKTOB
10/a.

KomOunanums qapyHaBup/puTOHaBUpP IIPU COBMECTHOM TIpHieMe ¢ 0a30BOM Tepamnuei OleHuBaiach B
KJIIMHUYECKOM HCCIIEJIOBaHUM € yyacTheM 36 OepeMeHHbIX KEHIIUH BO BpeMsl BTOPOTO U TPETHEro
TpuUMecTpoB OepeMeHHOCTH. (DapMaKOKMHETHUYECKHE JaHHbIEe MOKa3ajld, YTO KOHLEHTpaIuu
JapyHaBUpa U pUTOHABUPA BO BpeMsi OEpEeMEHHOCTH OBLIM HUXKE, UEM B ITOCIEPOI0BOM Tepuoe (6-
12 nenenb). Bupycomormdyeckuii OTBET cOXpaHsUICSs B 00€UX Ipynmax Ha HPOTSKEHUH BCETro
nccnenoanus. OTCyTCTBOBana BEpPTHKAJIbHAsA Iepeada BHUpyca OT MaTepu K MiaaeHny y 31
MAUEHTKH, NPUHUMABIIUX AaHTUPETPOBUPYCHYIO TEPANHIO BIUIOTH JO POAOPA3PEUICHMS.

KomOuHnanust gapyHaBup/pUTOHABHP XOPOLIO MEPEHOCUIIACh MPU MPHEMe BO BpeMsi OEpEeMEHHOCTH
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TAKOBBIM Y B3pOCHBIX MalMEHTOB, HHpuIMpoBaHHBIX BUY u npuHHMaommx KOMOWHAIIHIO
JapyHaBUP/pUTOHABUP.

KomOuHanuio napyHaBUp/pUTOHABUP MOXKHO Ha3HAayaTh OCPEMEHHBIM JKEHILMHAM TOJIBKO B TeX
cllyyasix, KOrja OXXuaaemas II0jb3a €€ INpUMEHEHus s Oynyumieil marepu IepeBelIMBaeT
IIOTEHIMAIbHBIM PUCK IS IUIOJA.

Jlakranus

HewusBecTHO, cniocoOeH Jin JapyHaBUp IPOHMKATh B IpyJHOE MoJIOKO. VccienoBaHus Ha Kpblcax
IIOKa3aJIi, YTO Ipenapar IPOHUKAET B MOJIOKO. Y UUTBIBAas BOZMOKHOCTB nepenaun BUY ¢ rpyaasiM
MOJIOKOM, a4 TaK)K€ PUCK CEPBbE3HBIX HEXKEJATEIBbHBIX PEAKLUUN Yy I'PYIHBIX IETEH, CBSA3AHHBIA C
BO3/ICHCTBUEM Ha HHX JaapyHaBupa, BUY-undunmpoBaHHBIE KEHIIUHBI, MOIYYAIOUINE Mperapar
JlapyHaBup, JOJKHBI BO3IEPKUBATHCS OT IPYJHOTO BCKapMJIMBAHUS.

DepTHIbHOCTD

B HCCIICAOBAaHUAX Ha KpPbICax HE OBLIO BBLISBJICHO BIMSHHUA HA q)epTI/IHI)HOCTI).

4.7 BJausiHMe Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeICTBAMH M PpadoTaTth ¢
MeXaHU3MaMH

He mpoBoamnock uccienoBaHuid MO U3YyYEHHUIO BIUSHUS KOMOHWHAIIMH JapyHaBUp/PUTOHABHP HA
CHOCOOHOCTb YMpPAaBJIATh TPAHCHOPTHBIMU CpPEACTBAMHU M MexaHu3MaMu. OpjHako, HE0OXOIUMO
INPUHUMATh BO BHUMaHHUE TOT (aKT, 4TO y HEKOTOPBIX MAI[IEHTOB BO BpeMs JICUCHHU 1, BKIIFOYAIOIIIEr 0
npueM KOMOMHALMM JapyHaBUp/pUTOHABUP, HAOIIOAAIOCH TOJIOBOKpYykeHue. Ilpu mnossineHun

T'OJIOBOKPYKCHUA CICAYCT BO3ACPKATHECA OT BBIIIOJIHCHHUA YKa3aHHBIX BUJ0OB ACATCIIBHOCTHU.

4.8 HexenaTe/ibHbIe peakIuu

Pesrome nmpoduiist 0e300acHOCTH

Haubonee yacTbiMu HEXeNaTeNbHBIMM pPEAKLUUSIMU BO BpEeMs KIMHUYECKUX HCCIEIOBaHUM U B
MIOCTPErUCTPAIIMIOHHOM IEepHOJie ObLIN: AMapesi, TOIIHOTA, Chillb, TOJIOBHAs 00Jb ¥ pBOTa. Hanbonee
YaCcThIMU CEpPhE3HBIMU HEXeNaTeIbHBIMU PEaKkIUsIMU ObUIM: OCTpas Mo4yeyHas HEeAOCTaTOYHOCTH,
MHGaApKT MHOKAapAa, CHHIPOM BOCCTAHOBJICHHS HUMMYHHUTETa, TPOMOOLMTOIEHHS, OCTEOHEKPO3,
auapesi, TemaTUT U JTMX0PaJIKa.

Tabnuynoe pE310ME HEKENATCILHBIX PEaKIINH

HexenarenbHbie peaKknuu NMpuBCACHLI B COOTBETCTBUH C CHCTCMHO-OpFaHHOﬁ KHaCCH(bHKaHHCﬁ nc
pacnpeaciiCHUEM 110 YaCTOTC BO3HHUKHOBCHUA. B kaxpgoil 4acTOTHOM TpyHarie HEKCIATCIbHBIC
pPCaKkuu NpeaACTaBJICHBI B MOPAAKE YMCHBIICHUSA UX CEPHE3HOCTH.

YacTtoTra HEXKENATeNbHBIX PEaKIHMi OMpeneNieHbl CIASAYIOIMM o00pa3oMm: odeHb dacto (>1/10
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1 <1/1000 crmydaeB) 1 yacTOTa HEM3BECTHA (HEBO3MOXKHO OIEHUTH YACTOTY U3 IOCTYITHBIX IaHHBIX ).

CHCTEMHO-OPraHHbIN KJIACC

KaTeropnﬂ 4acTOThI

HeskenaTenbHble peakunuu

Hngpexyuu u uneasuu

Heuacto

I'epnieTnueckast uHPeKU.

Hapywenus co cmoponvl kposu u aumgpamuueckoul cucmeml

Heuacto

TpomOoIuTONIeHNS, HEUTPOTICHUS, AaHEMUSI, JICHKOTICHHSI.

Penxo

DosuHorIIHS.

Hapywenus co cmoponbl uMMyHHOU cucmembl

Heuacto

CHUHIpPOM BOCCTaHOBJIEHUS WMMYHHTETa, (JI€KapCTBEHHAas)

TUIICPYYBCTBUTCIIBHOCTD.

DHOOKpUHHbLE HAPYULeHUsL

Heuacto

['unotpeos3, MOBBILIEHUE KOHIEHTPAUUH TUPEOTPOIHOIO

TroOpMOHa B KpOBH.

HapymeHuﬂ Memabonusma u NUMAaHus

Yacro Jlumomuctpodust (B TOM  UHUCIE  JIMOOTHIEPTPOdHS,
munoguctpodus,  aumoarpodus),  caxapHbelid  Auader,
TUNEPTPUTIMLIEPUIEMHUS, TUIEPXOJIECTEPUHEMMUS,
TUINEPIUIHIEMHUSL.

Heuacto [Tomarpa, aHOpekcHs, TOHWKEHHE AaNleTHTa, CHUKECHHE
Macchl TeJjla, TOBBIIIEHUE MacChl Tela, TUIMEPTIUKEMUs,
MHCYJIMHOPE3UCTEHTHOCTh,  IOHW)XEHHME  KOHLEHTpALUuu

JIMTIOIIPOTCUHOB BBICOKOH IJIOTHOCTH, ITOBBIICHHUEC aAIIIICTUTA,

MOJIUAUIICHUS, ITOBBIIICHHUE aKTUBHOCTHU JIAKTATACTUAPOTCHA3HI

B KPOBH.

Tcuxuyeckue napywenus

Yacto becconnuma.

Heuacrto Henpeccusi, ne3opueHTanusi, TpPEeBOTa, HAPYUIEHUS CHA,
QHOMaJIbHbIE CHOBMJICHUS, HOYHBIE KOIIMAapbl, CHUXCHUE
JHOUIO.

Penxo CryTaHHOCTB CO3HAHUSI, CMEHBI HACTPOCHHUSI, 0ECITOKONCTBO.

Hapywenus co cmoponul nepén

ol cucmembwl

Yacto

I'onosnas 6011b, nepugepudeckas HelponaTus,
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TONOBOKDY/KEHHE. (MOCNEOUBATENEHOCTE 0007 )
Heuacto 3aTOPMOKEHHOCTh, TMApPECTe3Us, THUIECTEe3Us, JAUCTEB3Us,
HapylUIeHHUs] BHUMAaHUSI, HAPYIICHUS TaMATH, COHJIUBOCTb.
Penxo OO6MOpOK, Cy1oporu, areB3us, HapylieHue purMa ¢as cHa.

Hapywenus co cmoponul opean

a 3perust

Heuacto l'unepemMusi KOHBIOHKTHBBI, CYXOCTh CIH3UCTOM 000JIOUKH
ras.
Penxo Hapymenue 3penust.

Hapywenus co cmoponwl opean

a cayxa u 1abupunma

Heuacto

BecTtubynspHoe roioBokpyxeHue (BEpTUTO)

Hapywenus co cmoponvl cepoy

a

Heuacro WNudapkr Muokapaa, creHokapaus, yaauHeHue natepsana QT
Ha 3JIEKTPOKApIUOTpaMMe, TaXUKapIusl.
Penxo OcTperii wHpaApPKT MHOKapJa, CHHYCOBas OpaawKapIus,

OIyIIIEHUE CepIIcONCHUSI.

Hapywenus co cmoponwl cocyoog

Heuacto

J):38011 (3045 APTCPUATIBHOI'O JABJICHUA, KIIPUJIIUBLD).

Hapywenus co cmoponsl ObixamenbHOU cucmemyl, 0Op2aHos epyOHOU KIemKU U cpedoCmens]

Heuacro Oppllika, Kamiellb, HOCOBOE KPOBOTEUEHHUE, NEpIICHHE B
ropie.
Penxo Punopes.

Kenyoouno-kuuieunvie HapyueHus

QOueHp 4acTo

Huapes.

Yacrto

TomHoTa, pBOTa, 007 B 00JACTH KUBOTA, IOBBIIIICHUE
AKTUBHOCTH aMUJIa3bl B KPOBH, JUCIIEIICHS, B3IyTHE KUBOTA,

MCTCOPHU3M.

Heuacto

[TankpeaTut, racTputT, ractpo3zodareanbHblii pediroke,

apTO3HBIA CTOMATHUT, MO3BIBBI K PBOTE, CYXOCTh CIIU3HMCTOM
000JIOUKH TOJIOCTU pTa, AUCKOMPOPT B 00JACTH KHUBOTA,
3amop, TOBBIIMIEHHE  AKTUBHOCTHU

JIMITA3kbl, OTpPbIXKKa,

HapyHICHUC YYBCTBUTCIILHOCTHU B pOTOBOﬁ IIOJIOCTH.

Penxo

CromaTuT, pBOTa C KPOBBIO, XEWIHUT, CYXOCTh CIIM3UCTOU

000JI0UKH I‘Y6, HaJICT Ha A3bIKC.

HapyweHuﬂ CO CNMOPOHbL ne4YeHu u ofceﬂqeebzeodﬂw;ux nymeﬁ
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Yacto

Tossimenne axtushocTy ataid Aol paHchepass -~ = 00

Heuacto

I'ematuT, LOUTOIMTUYECKHUM TEMAaTUT, CTEaTO3 IICUCHH,
rernaroMerainvs, MOBBIIIEHUE AaKTUBHOCTH TpaHCAMHUHA3BI,
MOBBINICHUE  AaKTHBHOCTH  acmapTaTamMuHOTpaHcdepassl,
MOBBIINICHUE  KOHIEHTpAalluM  OWIupyOMHA B KPOBH,
MOBBIIIEHUE AKTUBHOCTH WIETOYHOM (pocdara3sl B KpOBH,

ITOBBIIIICHUEC aKTUBHOCTH FaMMaFJ’IYTaMI/IHTpaHC(bepaSBI.

Hapywenus co cmoponwl xocu

U NOOKOJCHOUL KIem4yamKu

Yacto

Coilib (B TOM 4YHCIIE€ MaKyJsSIpHAs, MaKyJIONaIyiae3Has,

spUTEeMaTo3Has M 3yduiasi), 3yA.

Heuacto

AHTMOHEBPOTHYECKUI  OTEK, TE€HEpAIM30BaHHAs  ChIlb,
AJUIEPrUYECKUN JE€PMATUT, KPAalMBHUIA, JK3€Ma, IPUTEMA,
TUIIEPTUIPO3, HOUHAS NOTJIIMBOCTh, aJONENHs, aKHE, CyXOCTh

KOXXH, IMT'MCHTauA HOTTEH.

Penxo

JlekapcTBeHHAs! CBHIb C D03MHOMWINMEH W CHUCTEMHBIMU
nposutenusimu - (DRESS-cunapom), cunapom CruBeHca-
JI>xOHCOHA, MyJIbTH()OPMHAsS spuTeMa, JIepMATHT,

ceOOpEeHbII 1epMaTUT, TOBPEXKACHUS KOXKHU, KCEPOAESPMHUSL.

YacToTa HEM3BECTHA

Tokcuuecknii SMUAEPMAIIbHBIN HEKPOJIN3, OCTpBII

TeHEPATM30BaHHBIN 9K3aHTEMATO3HBIN MyCTYJIE3.

HapymeHuﬂ CO CNMOPOHbBL MbluxtellHOZZ, CKeNemHOU U COOUHUMETbHOU MKAHU

Heuacto Muanrusi, OCTEOHEKPO3, MBIIICYHbIE CHa3Mbl, MbIIICYHAST
cnabocTh, apTpairus, OO0Jb B KOHEYHOCTSX, OCTEOMOPO3,
MOBBIILIEHNE AKTUBHOCTU KpeaTUH(POCHOKNHA3HI B KPOBH.

Penxo CkeneTHO-MbIIIIEYHas] CKOBAHHOCTh, apTPUT, CKOBAaHHOCThH B

CycTaBax.

HapymeHuﬂ CO CNMOPOHbL NOYEK

U MO4e8bl800AUUX nymell

Heuacro Ocrtpas [I04YeYHas HEJ0CTaTOYHOCTb, I104eyHas
HE/I0CTaTOYHOCTh, MOYEUYHOKAMEHHasi 00JIe3Hb, MOBBILICHHUE
KOHIICHTPAallUW  KpeaTMHWHAa B  KPOBH, IPOTEHHYpHS,
OUNMpyOUHYpHS, TU3YPUSL, HOKTYPHS, TOJIAKUYPHUSL.

Penxo CHuKeHMe N0YEeUHOro KJIMPeHca KpeaTHHUHA

Hapywenus co cmopoHnvl penpo0yKmusHouU cucmembvl U MOJIOYHbBIX JHcele3

Heuacto

OpekTuibHas TUCOYHKIUS, THHEKOMACTHSL.
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JCNEOOBATENBHOCTE 000 )

Obwue Hapyuienus u peakyuu 8 mecme 68e0eHuUs

Yacto AcTeHusl, yCTanocCTh.

Heuacrto Jluxopazaka, 00Jib B TPYyAHOU KJIETKE, Mepu(epuuecKuii OTeK,

HCAOMOIr'aHUEC, OIIYINCHHUE XKapa, pa3apaKUTCIbHOCTD, 00JIb.

Penxo O3HO00, TII0X0€ CaMOYyBCTBHUE, KCEPO3 KOXKH.

OnuncaHue OTACABHBIX HEXKEIATCABHBIX PEAKITUMN

Coinp

B knmuHMYECKUX MCCIeI0OBAaHUAX B OCHOBHOM HaOJr0/1a1ach CHIIb JIETKOW MJTM CPE/IHEH CTENCHH.
CpInb yalie BCero MosiBIsUIach B TEUEHUE NIEPBBIX YETHIPEX HEAEIb TEPANIMU U Hcue3aia IIpu
MPOJOJKEHHUHU MTpremMa rpernapata. [Ipu pa3BUTHH KOXKHBIX PEaKIMid TSKEJIOM CTeNeHU CM. pa3fel
"Oco0ble yka3zaHus".

B xoJ1e KIMHUYECKUX UCCIIe0BaHUM Y MAalMEHTOB, PAHEE MOJyYaBIINX TEPAINNIO, ChIIb,
HE3aBHCHUMO OT €€ MPUYMHBI, 00JIee 4YaCTO BO3ZHUKAJIA IPU IIPUEME CXEM JICUEHHUSI, COJIEPIKALINX
JapyHaBUP U palTerpaBup, 4YeM MpH MpueMe AapyHaBupa 0e3 pajirerpaBupa Wiu paaTerpaBupa o6e3
napyHaBupa. Celnb, 00yCIOBIEHHAs MPUEMOM Ipernapara, MosBIsIach CO CXOIHON YaCTOTOM.
Bo3Hukas1as B KIIMHUYECKUX UCCIIEI0OBAaHUSAX ChINb ObLIA JIETKOI U CpelHEN CTENEHU U HE
MIPUBOJIMJIA K IPEKPAILIECHUIO TEPANIHH.

Jlunooucmpogus

KomOuHupoBaHHas aHTUPETPOBUPYCHAsI TEPAITUs BBI3BIBAET NIEpepaclpeesieHUe KUpa
(munoguctpoduio) y manmentos ¢ BUY. Jlunoaucrpodust mposBiisuiack B BUAE MOTEPH
nepuQepruyecKoro U MoAKOXKHOTO KUpa B 00JIaCTH JIMLA, YBEIHUUEHUS BHYTPUOPIOIIHOTO U
BUCILIEPAJILHOTO KHUPA, TUIIEPTPOPHUH MOJIOYHBIX XKeJle3 U HAKOIUIEHUS MTOIKOKHOTO JKUpa B
JOPCOLIEPBUKATBHOM 001acTh («ObIYuid TOPO»).

Hapywenus memabonuzma u numanus

KoMOuHMpoBaHHas aHTUPETPOBUPYCHAS TEPAIIUS MOYKET MPUBECTU K TAKUM HapyIICHUSAM, KaK
TUIEPTPUTITHLIEPUAEMHUSL, TUIIEPX0JIECTEPUHEMHUS], UHCYJINHOPE3UCTEHTHOCTD, TUIIEPTIUKEMUS U
TUIEPIAKTATEMHUS], & TAKXKE IMOBBILIEHUIO MAcChl T€JIa U KOHIICHTPALUK JIUIIUA0B B KPOBH.
Hapywenus co cmopoHvl MbluieuHoll, CKelemHoll U COeOUHUMENbHOU MKAHU

[ToBbIIEHNE aKTUBHOCTH KpeaTHH(POCPOKUHA3HI, MUAITHS, MAO3UT U padoMuon3 (peaKo)
OTMEYaJIMCh IPU KUCIIOJIb30BAHUN MHTHOUTOPOB MPOTEa3bl, 0COOEHHO B COUETAHUU C
HYKJICO3UIHBIMUA MHTHOUTOpaMH 00paTHOM TPaHCKPHUIITA3bI.

Bbutn oTMeueHs! cityyan OCTEOHEKP03a, OCOOCHHO Y MalMEHTOB C OOLIEPU3HAHHBIMU (haKTOpaMH
pucka, c 3abonesanneM B1Y Ha no3aHel craguu Win ATUTENBHOE BpeMs MOJTyYatoInuX
KOMOMHHPOBAaHHYIO aHTUPETPOBUPYCHYIO Tepanuio. YacToTa BOSHUKHOBEHHSI OCTEOHEKPO3a

HEU3BECTHA.
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CuH()pOM 60CCMAHOBIEHUA UMMYHUmMemda

COOTBETCTBYET SKCNEPTHOMY OTYETY

VY nanuentoB ¢ BUY u Tspkenol CTeneHbio MMMYHOIe(hUIINTa B MOMEHT Hadasa
KOMOMHHPOBAHHOW aHTUPETPOBUPYCHOH Tepaniui MOTYT BO3HUKATh BOCTIAJIUTEIIBHBIE PEAKIIUU Ha
0ecCHMITTOMHO MPOTEKAIOIIUE WM OcTaTouHble nH(pekuuu. Takxke HaOII0AaTUCh Ay TOUMMYHHBIE
3aboneBanus (Hanpumep, 6onesns ['peiiBca u ayrouMMyHHBIH renatut). OHAKO BpeMs 0 Havasa
3a00JIeBaHUS MOKET BaPbUPOBATHCS, H TAKUE 3a00JIEBaHUSI MOTYT HAYMHATHCS CITYCTSI MECSIIBI
II0CJIE Hayasa TepaIuH.

Kposomeuenus y bonvhvix cemopunuet

Habmonanock yBennyeHne 4acTOThl CIIOHTAHHBIX KPOBOTEUEHHH y MAIIMEHTOB ¢ reMo(uiineH,
MOJTYYaIOIUX aHTUPETPOBUPYCHBIE HHTUOUTOPHI TPOTEA3BI.

THayuenmoi ¢ koungexyuamu gupycom cenamuma B u/unu C

VY nanueHToB ¢ JaHHBIMH WH(EKIUSIMHE, MOJIYYaloIUX KOMOUHAIMIO JapyHaBUP/PUTOHABUD,
4acTOTa BOSHUKHOBEHHS HEXKENNAaTEIbHBIX peaKlUid U HapyIIeHuH OMOXUMUYECKUX TTapaMeTpOB
ObLTa HE BBIIIE, YEM Yy MAIMEHTOB, MOJYYAIOIINX KOMOUHAIIUIO TapyHABHP/PUTOHABUD 03 KO-
nH(peknuu BUpycoM renatuta B w/wm C, 3a UCKITIOYCHUEM MOBBIIICHUS AKTUBHOCTH TIEYCHOYHBIX
TpancamuHa3. KoHIleHTpalus B 1ia3Me y NaueHToB ¢ Ko-uH(peKuuen u 6e3 Hee ObLia CpaBHUMA.
Crnenyrolue cepbe3Hble HEXKeNaTeNbHbIE SBICHUS ObUIM 3aperMCTPUPOBAHBI B CBSI3H C MPUEMOM
HIIBII u He Moryr OBITh HCKIIOYEHBI IS STOPHUKOKCHOA: HE(PPOTOKCHYHOCTH, BKIFOYAs
WHTEPCTUIIMATBHBIN HEPPUT U HEPPOTUIECKUN CHHIPOM.

COO6H.I€HI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmiath 0 mMojo3peBacMbIX HEKeTaTeNbHBIX PeaKlUsiX MOoCcie perucTpaiuy mpemnapara ¢
LIETBI0 00eCTIeYeHHs] HEMPEPHIBHOIO MOHUTOPUHTA COOTHOIIEHUS «IIOJIb3a-PUCK» JIEKAPCTBEHHOTO
npenapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYETCsl CcOooOImaTh O JIFOOBIX IMOJ03PEBAEMBIX
HEeXKeNaTeNbHBIX PeaklUiX JEeKapCTBEHHOTO MpernapaTa 4epe3 HallOHATbHBIE CUCTEMBI COOOIICHUS

0 HCXKCIIATCIIbHBIX PCAKIUAX IT'OCYAapCTB-YICHOB EBpaSHﬁCKOFO 9KOHOMHUYCCKOI'O COr03a.

Poccutickas ®@eoepayus

Anpec: 109012, MockBa, CnaBsHCKas TJI01Ia15b, 1. 4, cTp. 1

denepanbHas ciyx0a mo Hag30py B cdepe 3npaBooxpaneHus: Poccuiickoit denepanmu
Ten.: +7 800 550 99 03, +7 (499) 578 02 20, +7 (499) 578-06-70

Dnexrponnas moura: iInfo@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

4.9 TIlepeno3dupoBka

CHUMIITOMBI
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JIOIeW OrpaHUueHbl. 310pOBBIE JOOPOBOJBIBI MPUHUMAIHN OJHOKpaTHO 10 3200 Mr napyHaBupa B
BH/JIe pacTBopa 1 10 1600 Mr B BUjIe TaOJIETOK JapyHABHPA B KOMOMHAIIMH C PUTOHABUPOM, IIPU STOM
HeOmaronpusATHEIX 3((HEKTOB HE OTMEUEHO.

Jleuenune

Crneun¢uyecknii aHTUAOT Hew3BecTeH. [lpu Tepeno3upoBKE CJeayeT MPOBOAMTH OOLIYIO
MOJ/ICPKUBAIOUIYI0 TEPAlMI0 C MOHHUTOPHUPOBAHHUEM OCHOBHBIX (PM3HMOJIOTHUECKHX MOKAa3aTelNeH.
JlapyHaBup NpEeUMYIIECTBEHHO CBA3bIBAETCA C OelKaMM I1a3Mbl, MOSTOMY 3HAYUMOE YAalleHHE

aKTUBHOU CY6CTaHHI/II/I MCTOAOM JUain3a MaJIOBECPOSATHO.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1 @apmakoauHamMHYecKHe CBOiiCcTBa

dapmakoTepaneBTHUECKass TpyMHa - MOPOTHBOBUPYCHBIE CPEICTBA CUCTEMHOTO JCHCTBUS;
MIPOTHBOBUPYCHBIE CPENICTBA MPSIMOTO ICHCTBHSI; HHTHOUTOPHI IPOTEA3.

Kon ATX - JOSAE10

MexaHu3M ASHCTBUS

JlapyHaBup SBJISIETCSI HUHTHOMTOPOM AMMEPU3ALUH U KaTATMTUYECKON aKTUBHOCTH ITPOTEA3bl BUpyca
umMMmyHoeduiuTa genoseka [-ro tuna (BUY-1), cpoactso k mporeaze BUY (KD) = 4,5*10-12M.
[Ipenapar wu30uparensHO HWHTHOMpPYeT pacmieryienue mnonunporenHoB Gag-Pol BUY B
UHQULIMPOBAHHBIX BHpYCaMM KJETKaxX, MpenoTBpamias oOpa30BaHHE IOJHOLIEHHBIX BHUPYCHBIX
YacTHll.

IIpoTuBOBHUpYCHAsT aKTHBHOCTH 1N VItro

JlapyHaBUp NpPOSBISET aKTMBHOCTh NMPOTUB Ja0OPATOPHBIX LITAMMOB M KJIMHHUYECKHUX H30JISTOB
BUWU-1, a takxe npoTuB J1abopaTopHbIX mtaMmMoB BUY-2 B nuHMAX ocTpo HHPUUIMpOBaHHBIX  T-
TUMQOLMTOB,  MOHOHYKJIEApHBIX  KJEeTKax  nepudepudyeckodl  KpOBHM  UelOBEKa U
MOHOIIMTax/Makpodarax 4yejgoBeka, ¢ MeauaHoil 3HaueHus 50 % >(QQekTHUBHON KOHIEHTpauuu
(EC50) or 1,2 nmo 8,5 mmonw/a (0,7-5,0 ur/mn). JlapyHaBup MNposBIsSeT NPOTUBOBUPYCHYIO
aKTUBHOCTD 1N Vitro Mo OTHOIICHHUIO K IIMPOKOMY CIIEKTPY NMepBUYHBIX u30isToB BUY-1 rpynnet M
(A.B,C,D, E, F, G) u rpynnst O ¢ EC50 ot <0,1 10 4,3 HMOIIB/T1.

Otn 3Hauenus EC50 HaMHOTO HI>Ke TMana3oHa KOHIEHTPalUid, BHI3bIBAIOIINX TOKCUYHOCTE B 50
% witetok (0T 87 mo > 100 MkMoIB/1).

Pezucmenmnocmo

Cenexuus pe3sUCTeHTHBIX K AapyHaBupy BUU-1 «aukoro tumay» in vitro 6s1a 1auTensHoi (6omnee 3
net). OToOpaHHBIE BUPYCHI HE MOIJIM PacTH B MPUCYTCTBUU KOHIIEHTpaluii gapyHaBupa Bbiiie 400

HMOJIB/JI. BI/IPYCLI, 0T06paHHBIe B 9TUX YCIOBUAX U JACMOHCTPUPYIOIMIUC CHUKXCHHYIO
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BOCTIPHEMYHBOCTH K apyHABUPY (B 23 - 50 pas), comepsam 314 aviliHokire o THIR 3avreHEr B FeHe

nporeasbl. CHIKEHHAsT BOCTIPUUMYHUBOCTD K JIAPYHABUPY B MOSBUBIINXCS B PE3yJIbTATE CENEKIIUN
BHUpYyCax B JAHHOM JKCIIEPUMEHTE HE MOXET ObITh OOBSCHEHA MOSBICHUEM JTHUX MYyTalllil B TCHE
poTeasbl.

[To naHHBIM KIMHUYECKUX HMCCIEJIOBAHUHN Yy MallMEHTOB, paHee MOTYyYaBIIUX aHTHPETPOBUPYCHYIO
TEpaIuio, BUPYCOJIOTHYECKHA OTBET HAa JapyHABHP B KOMOWHAIIMU C PUTOHABUPOM B HU3KOU J03€
CHUXKAJICSI, KOTJ]a B HavaJie MCCIIeI0BAHUS MPUCYTCTBOBAJIU WIHM B XOJI€ JICUCHUS Pa3BUBAIUCH 3 U
OoJiee MyTalliH, CBI3aHHBIX C PE3UCTEHTHOCTHIO K apyHaBupy (V111, V321, L33F, 147V, 150V, I54L
wi M, T74P, L76V, 184V u L89V).

Kparnocts nossimienuss EC50 mapynaBupa no cpaBhenuto ¢ ucxonnoi (fold change, FC) Obuia
CBA3aHA CO CHWKEHHUEM BHPYCOJOTMYECKOrO0 OTBETA. DBUIM ONpENeNeHbl BEPXHUN W HHWKHHUU
kinHn4ueckue noporu B 10 u 40 pa3. U3onsarel ¢ ucxoanoi FC <10 pa3 BocnpUMMYHBBL, U30JSATHI C
FC > 10 mo 40 pa3 oGnamanu CHM)KCHHOW BOCHPHUUMYHBOCTBIO; M30JAThI ¢ FC >40 OpLim
PE3UCTECHTHBIMH.

Bupycel, BbIICTICHHBIC OT TAI[UCHTOB, MOJIyYaBIINX JdapyHaBup/puToHasup o 600/100 mr 2 pasa B
CYTKH, Y KOTODPBIX pa3BHJIaCh BHPYCOJOTHMYECKas HEyJauya B BHUJE PEIUIMBA, U KOTOPbIE OBLIN
BOCIIPUMMYHUBBI K THUIPAHABUPY B Hayaje WCCIEIOBaHUS, OCTaJUCh BOCHPUUMYUBBIMH K
TUIIPaHABUPY MOCJIE JICUYEHUS B [10JIaBIISIOIEM OOJIBIIMHCTBE CIIy4aeB.

HaubGonee Hu3Kas YactoTa pa3BUTHUSI PE3UCTEHTHOCTH HaOIIOAaNach y MalMEHTOB, paHEe He
MOJTyYaBIIUX JICYCHHs] CPEICTBAMHU AHTHUPETPOBUPYCHON TEpamuu, KOTOpbhIE BIEPBBIE HaYald
MOJIy4aTh JapyHaBUP B KOMOMHAIIMY C APYTUMU IperapaTaMyu aHTUPETPOBUPYCHOMN Teparuu.

IlepekpecTHas pe3UCTEHTHOCTD

FC napynaBupa Owma menee 10 mist 90 % u3 3309 kIMHUYECKHX HM30JISITOB, PE3UCTEHTHBIX K
aMIpeHaBUpYy, aTa3aHaBUPY, HHAUHABHUDPY, JIOMUHABUPY, HENPHUHABUPY, PUTOHABUPY, CAKBUHABUPY
W/WIM TUIpPaHABUPY, YTO YKa3bIBA€T, YTO BUPYCHI, YCTOWUYUBBIE K OONBIIMHCTBY MHTU-OUTOPOB

MPOTEA3bl, OCTAKOTCA BOCIPUUMYHUBBIMU K JJAPYHABHPY.

5.2 dapmakoKkMHeTHYeCKHe CBOICTBa

dapMakOKMHETHYECKHE CBOMCTBA JapyHaBHpa, MPUMEHSBLIETOCs B KOMOMHAIIMHM C PUTOHABUPOM,
M3YyYaJluch y 340pOoBbIX 100poBoibleB U 'y BUY-1-undunupoBannbix nanrenToB. KoHuenTpamnus
JapyHaBUpa B IU1a3Me ObUTH BBILIE y TAIIMEHTOB, HH(UIMpoBaHHbIX BUY-1, ueM y 310pOBBIX JTrOEH.
OTO paszaMuuMe MOXKHO OOBACHUTH Ooyiee BBICOKMMH KOHIIEHTpauusMu anbda-1l-kucioro
TJIMKONPOTENHA y NAlMEeHTOB, HHpUIupoBaHHbIX BUY-1, yTO MpUBOIUT K YBETMUEHHUIO KOJIMYECTBA

JapyHaBHpa, CBA3aHHOTO C  anbda-l-KuciaplM  TIIMKOMPOTEMHOM  Tuta3Mbl.  JlapyHaBup
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MeTtabonmsupyercs B ocHoBHOM m3odepmentamu CYP3A. Pﬁ%és%%ﬁ&%w&b&;ébﬂeﬁﬂl

CYP3A nedenu u, TeM caMbIM, CYIIECTBEHHO MOBBIIIAECTCS KOHIICHTPALIMS IapyHaBUpa B TUIa3Me.
AOGcopOrms

[locne mpuema BHYTpPh JapyHaBUpP OBICTPO BCACBIBAETCS B JKEIYJOYHO-KUIIEUHOM TpPAKTE.
MaxkcuManbHasi KOHIIEHTpalus jAapyHaBupa B mmiazMe (Cmax) B HPHUCYTCTBUU HU3KOW 03Bl
pUTOHaBHpa nocTUraeTcs uepes 2,5 - 4,0 4. AGcomoTHas OMOAOCTYITHOCTh OJHOM 10361 TapyHABUPa
(600 Mr) mpu mpueme BHYTPb cocTaBuja okojio 37 % u yBenuuwiachk npumepHo g0 82 % B
npucytcTBuu putoHaBupa (100 mMr gBa pasa B cyTtku). OOmiee BiHMsSHHE PUTOHABUpa Ha
OMOJOCTYTHOCTh JIapyHaBUpa COCTOSUIO B NPUMEPHO 14-KpaTHOM yBEIMYEHUU KOHLEHTPALUU
JapyHaBUpa B IUIa3Me€ IOCNe OAHOro npuema BHyTpb 600 Mr mapyHaBupa B KOMOWHAIMU C
putonaBupoMm (100 Mr 1Ba pa3a B CyTKH).

[Ipu mpreme HaTOLIaK OTHOCHUTEIbHAsI OMOJIOCTYIHOCTD JAapyHAaBHpa B MPUCYTCTBUU HU3KOU J03bI
putoHaBupa Obuna Ha 30 % HuKe, yeM Mpu npueme Bo Bpems enpl. CienoBaTelbHO, JapyHaBUP
HY)KHO TPHHAMAaTh BMECTE C PUTOHABUPOM BO BpeMs enbl. XapakTep NHIMM HE BIUSI Ha
KOHIICHTPALIMIO JapyHABUPA B TUIa3Me.

Pacnpenenenue

Oxono 95% napyHaBupa CBSI3bIBa€TCS ¢ O€JIKaMU IIa3Mbl, IPEUMYIIECTBEHHO C alib(a-1-Kucabim
TJIMKOTIPOTEHHOM.

[Ipu BHYTpHMBEHHOM BBEICHUM 00BEM pacmlpenereHus napyHasupa Obu1 88,1 + 59,01 (cpemnee +
CTaHJIapTHOE OTKIIOHEHHE) U Bo3pacTain a0 131 + 49,91 (cpeanee + craHAapTHOE OTKJIOHEHHE) MPU
MCIOJH30BaHUH B KOMOMHAIIMYU C HU3KOM 103011 putoHaBupa (100 mr 2 pa3a B CyTKH).

buorpaucdopmaris

B skcnepumenTax in vitro Ha MHUKpOCOMax TEYEHH 4YeJIOBeKa ObUIO TMOKAa3aHO, YTO JapyHaBUP
MOJIBepraeTcs MPeruMyIIECTBEHHO OKUCIUTEIbHOMY MeTabonu3My. JlapyHaBup mertabonusupyercs
MPEUMYIIECTBEHHO B TIEUYEHU CUCTeMOH IuToxpoma P450, moutu UCKIIOUUTENHHO H30(hepMEHTOM
CYP3A4. HccrenoBanue, B KOTOPOM 370pOBBIE J0OpOBOJBIBI npuHMUMamu 14C-mgapyHaBup,
MOoKa3ajo, 4YTo OOJbINas YacTh PAJAMOAKTUBHOCTH B IUIa3Me Tociie ogHoro mpuema 400 wmr
napyHasupa u 100 Mr putoHaBHpa IPUXOAWIACH HA JOJI0 HEU3MEHEHHOTO IapyHaBupa. Y deloBeka
UICHTU(QUIIMPOBAHO TIO MEHbIIEH Mepe 3 OKHCIUTENbHBIX MeTabonuTa napyHaBUpa; aKTHBHOCTH
BCEX ATHUX MeTa0onnTOB B oTHOIEHHH nukoro tuia BMY cocrasisiia mesee 1/10 oT akTUBHOCTH
CaMoro JIapyHaBupa.

ONUMUHALMS

ITocne ognokpatHoro npuema 400 mr 14C-napynasupa u 100 mr putonasupa okoso 79,5% u  13,9%
PaIMOAaKTUBHOCTH OOHAPYKUBAJIOCh B KaJie M MOYE COOTBETCTBEHHO. Ha 100 HEeM3MEHEHHOTO

JnapyHaBupa mpunuiock okosio 41,2% wu 7,7% pannoakTHBHOCTH B Kaje U MOYE COOTBETCTBEHHO.
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KoMOuHanuu ¢ puroHaBupoMm. KimpeHc napyHaBupa mocie BHYTPUBEHHOTrO BBeneHus 150 wmr
coctaBui 32,8 11/4 (6e3 puToHaBUpa) U 5,9 11/4 B IPUCYTCTBUU HU3KOH 10361 pUTOHABHPA.

CDaDMaKOKI/IHeTI/I‘ICCKaﬂ'(baDMaKOHI/IHaMI/ILIeCKaH 3aBUCUMOCTDb

Iloueunas neoocmamounocmo

PesynbraTel uccnenoBanusi ¢ ucmnonb3oBanueMm 14C-gapyHaBupa B KOMOMHALIMU C PUTOHABUPOM
[IOKa3ajau, 4YTO OKoJo 7,7% TpUHATOM [03bl JapyHaBHpa 3KCKPETHPOBAIOCH C MOYOH B
HEM3MEHEHHOM BHJe. XOoTd (papMaKOKMHETHKAa JapyHaBMpa HE H3ydalach y MalUEHTOB C
HapyleHUsIMH (QYHKUMU II0YeK, MOMYJSAIUOHHBIN (apMaKOKMHETHUYECKMH aHalMu3 IOoKa3ajl
OTCYTCTBHE 3HAYMMOTO H3MEHEHHs (hapMaKOKMHETHMUYECKMX IMapameTpoB naapyHaBupa y BUU-
MHOHUIMPOBAHHBIX AIIMEHTOB C YMEPEHHO BBIPAKEHHBIMU HAPYIICHUSIMU (DYHKITHH ITOYEK (KITUPEHC
CBIBOPOTOUYHOTO KpeatnHuHa 30-60 mur/muH, n = 20).

Ileuenounas nedocmamournocms

JlapyHaBup MeTa0OIM3UPYETCss W BBIBOAWUTCS NMPEHMYIIECTBEHHO IMEYeHbI0. B mccrienoBanmm ¢
MIPUMEHEHHEM HECKOJIBKUX /103 IapyHaBHpa B KoMOuHaiuu ¢ puroHasupoM (600/100 mr) nBa pasza
B JICHb OBUIO MOKAa3aHO, YTO O0Ias KOHLIEHTpALMs JapyHaBHpa B IJa3Me y MalUEHTOB C JIETKUM
(xnacc A no mkane Yaina-ITsto, n = 8) u yMepeHHbIM HapylieHueM (QyHKIuM nedeHu (kiacc B o
mkane Yaina-I1eto, n = 8) ObUIM CpaBHUMBI C TAKOBBIMH IapaMETpaMu Yy 3/10pOBbIX Jull. Tem He
MEHee, KOHIIEHTpAIlMU HECBS3aHHOTO JapyHaBUpa ObUTM mpuMepHO Ha 55% (kimacc A mo mikane
Yaiina-ITer0) u 100% (xiacc B mo mkane Yaiina-I1pt0) Beime. KnnHudyeckass 3HaUUMOCTh 3TOTO
MOBBIIIEHUS HEU3BECTHA, U IapPYHABUP CIIEAYET IPUMEHATh Y TAKUX MAlMEHTOB C OCTOPOKHOCTBIO.
OddexT TsKenoro HapyleHHs PyHKINY IeYeHN Ha (apMaKOKHMHETHUKY JapyHaBHpa HE U3ydalcs.
Jluya nooswcunozo éozpacma

[TonynsumonHbld GapmakokuHeTHUYecKUi aHanu3 y BUY-uHQUUMpPOBaHHBIX MAllMEHTOB MOKa3aj
OTCYTCTBUE 3HAUMMBIX Pa3NUuuii (papMaKOKMHETHYECKHX MAapaMeTpOB JapyHaBUpa B BO3PACTHOM
rpynne 18-75 ner (B aroT aHanu3 Obutn BKItoueHb! 12 BUY-uHOUUIMPOBAHHBIX NAIMEHTOB B
Bo3pacte 65 et u crapie). TeM He MeHee, TaHHbIE MO0 MPUMEHEHHIO JapyHaBUpa Yy MalUE€HTOB
cTapuie 65 JeT OrpaHUYECHHBI.

Ilonosvie pasnuuus

[TonmynsuoHHbI (hapMaKOKMHETHUECKUN aHallu3 BBISIBIII HECKOJBKO Ooiyiee Bbicokue (16,8 %)
KOHIEeHTpauuu aapyHasupa y BHUY-unbunupoBanHbix xeHuuH, yeM y BUY-undunupoBanHbIx
My>KuuH. /[aHHOE pa3nuuue He ABIAETCSA KIMHUYECKH 3HAUUMBIM.

Bepemennocmsb u nocnepooogoii nepuoo

[Tpu npueme koMOuHaIMK JapyHaBup/putoHaBup B go3e 600/100 mr 2 pasa B cytku uin ~ 800/100

Mr | pa3 B CyTkM B cOCTaBe KOMOMHMPOBAHHOW aHTUPETPOBUPYCHOW Tepamuu, KOHIIEHTpaIUH
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JapyHaBHMpa ¥ PUTOHABMpA B IJIa3Me KPOBU OBbLIM HEKE ITPH! Hpﬂél\jl'g"g(l)];ﬁéM;Idép_éMCI;HTOCﬂ/lll Ho

CPaBHECHUIO C TAaKOBBIMH TIIPH MpUEME B MOCIEpoa0BOi nepuoi. OmHako, hapMaKOKHMHETHYCCKHE

napaMeTpbl HECBSA3aHHOTO (aKTMBHOT'O) JapyHaBUpa ObLIM CHIDKEHBI B MEHBILICH CTETEHH, TaK Kak

BO BpeMsi OepeMeHHOCTH HaOIofaeTcs yBeIWYeHHEe KOHIEHTpaluuu CBOOOIHON (dpakuuu

JapyHaBHpa 110 CpaBHCHUIO C TaKOBOM B IIOCJIEPOJOBOM IICPUOE.

Jannbie

(papMakoOKUHETHKH

00111ero

6epeMeHHOCTI/I ! 1MOoCJIEPOAOBOM II€puoac

AapyHaBHpa

mocJjie

aapyHapup/putoHaBup B 103e 600/100 mMr 1 pa3 B CYIKM B PpaMKax CXeMbl

AHTHPETPOBUPYCHOI Tepanuu BO BTOPOM TpUMecTpe 0epeMeHHOCTH, TPeThbeM TpuMecTpe

npuéma

KOMOHUHAIINH

dapMakoKHHeTHKa  00mIero Bropoii Tperuit IHocneponoBbii
AapyHaBHpa (cpennee + TPUMeECTP TPUMeECTP nepuoja
CTaHJAPTHOE OTKJIOHCHHE) 0epeMeHHOCTH 0epeMeHHOCTH (6-12 nemesn)
(n=12) (n=12) (n=12)
Cmax, HI/MII 4668 + 1097 5328 £ 1631 6659 + 2364
AUC12h, Hr*u/mn 39370 £ 9597 45880 + 17360 56890 + 26340
Chmin, HI/MI 1922 + 825 2661 £ 1269 2851 +2216

a. n=11 gna AUCizn (Tutomaaps moji KpUBOM «KOHIEHTpAIMsa-BpeMs» depe3 12 4 mocie mpuema

npenapara).

Jdannbie

(hbapMaKOKHMHETHKH

o011Iero

GepeMEeHHOCTH U MOCJIePOI0BOM NepHo/e

AapyHaBHpa

mnmocJje

napyHapup/putonaBup B 103e 800/100 mr 1 pa3 B CyYIKH B paMKax CXeMbl

aHTI/IpeTpOBprCHOﬁ TEépaluua BO BTOPOM TPUMECTPE 6epeMeHHOCTI/I, TPETHEM TPHUMECTPE

npuéma

KOMOHHAIINH

dapMakoKnHeTHKa  00u1ero Bropoi Tperuit IHoceponoBbii
AapyHaBHpa (cpennee + TPUMeCTP TPUMeECTP nepuoz
CTaHJapTHOE OTKJIOHCHHE) 0epeMeHHOCTH 0epeMeHHOCTH (6-12 nemesin)
(n=17) (n=15) (n=16)
Crmax, HI/MI 4964 + 1505 5132 +£1198 7310 £ 1704
AUC24n, Hr*u/Mn 62289 + 16234 61112 +13790 92116 +29241
Chmin, HI/MI 1248 + 542 1075 £ 594 1473 £ 1141

VY KeHIUH, NoJy4YaBUINX KOMOMHALMIO AapyHaBup/puToHaBup B Ao3e 600/100 mr 2 pas3a B CyTKH B

Te4eHHe 2-ro TpuMecTpa OepeMeHHOCTH, cpeaHue 3HauyeHus: Cmax (MakcuMalbHasi KOHIIEHTpaIHs

napyHaBupa B miazme), AUC12h u Cmin (MUHMMAanbHas KOHIIEHTpalUs JapyHaBHpa B IUIa3Me)

JapyHaBupa ObLTH, COOTBETCTBEHHO, Ha 28%, 26% u 26% HUXe 10 CPaBHEHUIO CO 3HAYCHUSIMHU

JAaHHBIX TOKa3aTesell B Mociepo10Boii nepuo. Bo Bpems 3-ro Tpumectpa OepeMeHHOCTH 3HAUEHUS
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Cmax, AUC12n u Cmin TapyHaBupa ObUTH, COOTBETCTBEHHO, Ha 1 890641 6o Hamite 15 0% et ode 11 414 2%

BBIILIE [0 CPABHEHUIO CO 3HAYEHUSIMU JJAHHBIX MTOKA3aTeIeH B MOCIEPOJOBOM NIEPUOL.

VY KeHIUH, MOJy4aBIIMX KOMOMHAIMIO JapyHaBup/putoHaBup B go3ze 800/100 mr 1 pa3 B cyTku B
TeueHue 2-ro TpuMecTpa oepemeHHocTH, cpennue 3HadeHuss Cmax, AUCosn (Tuiomanas 1moj KpuBou
«KOHILIEHTpalMs-BpeMs» B TeueHue 24 41 mocie npuema npemnapara) U Cmin JapyHaBuUpa ObLIH,
cOOTBETCTBEHHO, HA 33%, 31% u 30% HUKe 1O CPaBHEHUIO CO 3HAYCHUSAMHM JIaHHBIX MOKa3aTesel B
nocnepoaoBoi nepuos. Bo Bpems 3-ro tpumectpa 6epemenHocTH 3HaU9CHUS Cmax, AUC2n 11 Chin
napyHaBupa ObUIM, COOTBETCTBEHHO, Ha 29%, 32% u 50% Huke 1mo CpaBHEHHIO CO 3HAYCHUSIMU
JAHHBIX MTOKa3aTelell B MOCIepOI0BOM MEPHO/I.

Jlemu

dapMaKOKMHETUKA JapyHaBUpa B KOMOMHAIMU C pUTOHABUPOM ObuIa M3ydeHa y 74 nerel, paHee
MOJTy4aBIIUX J€UEHUE, B Bo3pacte ot 6 10 17 net, ¢ maccoit Tena He MmeHee 20 Kr. Y CTaHOBJIEHO, YTO
y TakuX AeTel mpH MPUMEHEHUU J03bl, MOJOOPAaHHON B 3aBUCMMOCTU OT MAcCChl TeJa, TapaMeTphI
(apMaKOKMHETUKH CPAaBHUMBI C TAaKOBBIMU Yy B3pOCIBIX MAI[EHTOB, MOJYYAOIINX KOMOWHAIIHIO
napyHasup/putonasup 600/100 Mr 2 pasza B CyTKH.

dapMaKkOKMHETHKA JapyHaBUpa B KOMOWHAIIMU C pPUTOHABUPOM Obula u3ydeHa y 14 nerelt, panee
MOJIy4yaBLIUX JIEYEHHUE, B Bo3pacte oT 3 10 6 Jiet, ¢ Maccoi Tena oT 15 1o 20 xr. Y craHoBIEHO, UTO y
TaKuX JETed MpH MPUMEHEHHWHU JI03bI, MOJOOPAHHON B 3aBUCHMOCTH OT MAacCChl Teja, MapaMeTphl
(apMaKOKMHETHKU CPAaBHUMBI C TaKOBBIMHU Yy B3pPOCIIBIX MAIMEHTOB, MOJyYaIOUUX KOMOWHAIUIO
napyHaBup/putoHasup 600/100 mr 2 pa3a B CyTKH.

dapMakOKMHETHKA JapyHaBUpa B KOMOMHAIIMM C PUTOHABUPOM IpU MPUMEHEHHH 1 pa3 B CyTKH
u3ydanace y 12 neteil, panee He MMOJIy4aBILINX JICUEHUS IIperapaTaMi aHTUPETPOBUPYCHOM Tepanuu,
B Bo3pacte oT 12 no 18 nmer u maccoii tena He menee 40 kr. IIpu mpueme y HUX KOMOWHAIUU
napyHaBup/putoHaBup 800/100 mr 1 pa3 B CyTKM KOHIIEHTpalus JapyHaBHpa B IuUla3Me Obuia
COIIOCTaBUMa C TAKOBOM Yy B3POCIBIX, MPUHUMABIINX KOMOMHAIMIO AapyHaBup/putoHasup 800/100
Mmr 1 pa3 B cyTku. TakuMm oOpa3oM, ofHa U Ta K€ T03UPOBKaA, IpUMeHsieMas | pa3 B CyTKH, MOXKET
OBITh HCIIOJIb30BAHA Y MOAPOCTKOB, paHee MOJy4yaBIIMX Jie4eHHe, B Bozpacte oT 12 no 18 mjer ¢
Mmaccoil Tena He meHee 40 kr, 0e3 MyTalui, CBA3aHHBIX C PE3UCTEHTHOCTHIO K aapyHaBupy (VII1,
V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V, 184V u L89V), yposuem PHK B1U-1 B mi1azme
< 100 000 xonuit/mi u ynciaom kietok CD4+ > 100 knetok x 106/1 1 y B3pOCTBIX.
dapMaKOKMHETHKA JapyHaBHpa B KOMOMHALIUM C PUTOHABUPOM IPU MPUMEHEHHUU | pa3 B CyTKHU
n3yuanach y 10 nereii, panee nojiy4aBIInx Je4eHUE, B Bo3pacTe oT 3 10 6 jert, ¢ Maccou Ttena ot 14
10 20 kr. [Ipu ucnonp3o0BaHuM MOA0OPAHHO IO Macce Tea JO3UPOBKHU HaOIr0/1a1ach KOHLEHTPAIHS
JapyHaBUpa B IUIa3Me, CpaBHUMass C TaKOBOM y B3pOCIbIX, MOJYYaBIIUX KOMOWHAIUIO

napynasup/putonasup 800/100 mr 1 pa3 B cytku. Kpome Toro, mpu MOAETMPOBAaHUN U CUMYJISIIUNA
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(hapMakOKMHETUKH JapyHaBupa y nereid or 3 mo [I8 jer &i%é%@b‘x&?eggﬂéﬁ&ﬁ%ﬁﬁﬂ

JapyHaBUpa B I1a3Me, HaOmoaeMasi B KIIMHUYECKUX UCCIICOBAHUSX; OBLIM TAK)KE YCTAHOBIICHBI
CXEMBI JI03UPOBAHUS KOMOWHAIINY TapyHABUP/PUTOHABUD | pa3 B CyTKH Ha OCHOBE MACChI TeJa JIs
JeTed ¢ Maccoll Tejla HE MeHee 15 Kr, KOTopble NOJydadd WIM HE MOJIy4dald IMpernaparbl
AHTUPETPOBUPYCHOM TEparuu, 0€3 MyTalllid, CBA3aHHBIX C PE3UCTEHTHOCTHIO K napyHaBupy (VII1,
V32I, L33F, 147V, 150V, I54M, 154L, T74P, L76V, 184V u L89V), c ypoBuem PHK B1Y-1 B miiazme

<100 000 kormit/mn u yuciaoM kinetok CD4+ > 100 kiaerok x 106/71.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1 TIlepeueHb BCIOMOraTe/ibHBIX BellleCTB

[{emmromo3a MEKPOKPUCTAILTNICCKAS,

KpemHuust nuokcu1 KOJTOUIHBIN;

KpocnoBuon;

Marnus creapar.

Obonouxa

Omanpaii Il opamxeBbiit 85F530007 [MOJUBHHUIOBBIA CIOHUPT YACTHYHO T'MIPOJU30BAHHBIH,
makporon 3350, Tanbk, TUTaAHA TUOKCHJ, ATIOMUHHUEBBIA JaK Ha OCHOBE KpPACUTEINs COJHEYHOIO

3akata (15-18 %), arOMUHHEBBIN JIAK HA OCHOBE KPACHUTEIIsl COJTHEUHOTro 3akara (38-42 %)].

6.2 HecoBMecTHMOCTD

Henpumenumo.

6.3 Cpok roanocTu (CpoK XpaHeHHs )

2 roja.

6.4 Oco0ble Mepbl MPEIOCTOPOKHOCTH MPH XPAHEHUH

XpaHuTh 1pu Temneparype He Boime 25 °C.

6.5 Xapakrep U cofep:KaHHe EPBUYHOI YIAKOBKH

TabneTku, HOKPBITHIE MIIEHOUHOM 00607104K0i1, 400 Mr 1 600 Mmr.

Ipu npoussoocmee na Xemepo Jlabc Jlumumeo

ITo 60 TabneTox BO (IaKOH W3 TMOJMITHICHA BBICOKOW IUIOTHOCTH, C IJIACTUKOBOM KPBIIIKOM,
3alIMIIEHHONM OT CIIydallHOro OTKpbIBaHHMA JeTbMU. @DIakoH BMeECTe C MHCTPYKLIHUEH 10
MEIUIMTHCKOMY NTPHUMEHEHHIO IIOMEIIAI0T B MTAYKy M3 KapTOHA.

Ilpu npoussoocmee, npu pacghacoexe u ynaxosxe na OO0 « MAKHU3-DAPMA»
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60 TabneTok B OaHKE M3 MOJUITUIICHA HU3KOTO JTaBJICHUSI, yxyﬁa&ﬁgg%ﬂ{@ﬁ%%bgpﬁfhﬁé la

i

BBICOKOI'O JIaBJIEHUSI C KOHTPOJIEM IEPBOIO BCKPHITUS, WIM B OaHKE MMIIOPTHOM M3 IMOJIMATUIIEHA
BBICOKOHM IUIOTHOCTH, YKYIOPEHHON KPBIIIKOW W3 IOJIMATUIIEHA HU3KOW IUIOTHOCTH C KOHTPOJIEM
IIEPBOTO BCKPBITHS.

CBo0OosiHOE MPOCTPAHCTBO B OaHKe NpU HEOOXOAMMOCTH 3alOJHAIOT BAaTOM MEIUIIMHCKON
TUT'POCKOIINYECKON UIIM AMOPTU3ATOPOM.

1 6aHka nosMMepHasi BMECTE C MHCTPYKIIMEH 110 IPUMEHEHHIO B [IaUKe U3 KapTOHA.

6.6 OcoOble Mepbl  NPeIOCTOPOKHOCTH  NPH  YHMYTOKEHMH  HMCIOJIb30BAHHOIO
JIEKApPCTBEHHOI'0 Npenapara UJid 0TX00B, MOJy4YeHHBIX MOC/e IPMMEHeHHs JeKAPCTBEHHOI 0
npenapara Wwiv padoTbl ¢ HUM.

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

7.  JAEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU

Nunus

Xerepo Jlaobc Jlumuren, Maaus

Aopec: «Xerepo Kopnopeiir», 7-2-A2, Ungactpuan Dcreiitc, Canatr Harap, Xaiinapadang — 500018,

Tenanrana, Maans.

7.1.I1peacraBuTe/ib JepKaTess PerHCTPALIMOHHOIO Y10CTOBEpeHMs

IIpereH3un HOTDC6I/IT6J'I€I\/’I HamnpasJATH 110 aaApeECy:

Poccus

MockoBcKoe IpeicTaBUTeNbCTBO KoMnanuu «Xerepo Jlabe Jlumuren» (Munus)
Anpec: 109029, r. MockBa, ABTOMOOHIIBbHEI mpoe3, 4.6, cTp. 5

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

On. nouta: DrugSafety-Russia@heterodrugs.com

8. HOMEP(A) PETUCTPAIIMOHHOT O(-bIX) Y/IOCTOBEPEHMSI(-i1)

9. JIATA MEPBOW PETUCTPAIIMH / IPOJJIEHUAS PETUCTPAIINN

JlaTa mepBOW perucTpannu:

10. JATA IIEPECMOTPA TEKCTA
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OO6m1ast XapakTepUCTHKA JIEKAPCTBEHHOTO Tipermaparta | HBapOKéggggm'Eggﬁb%ﬁgﬁdgﬁm)M

noptane EBpa3uiickoro SKOHOMHYECKOTO CO03a B HH(OPMAIMOHHO-KOMMYHHMKAIIMOHHON CeTH

«Wutepuer». http://eec.eaeunion.org/
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