COOTBETCTBYET SKCMEPTHOMY OTHETY

ot 28.03.2024 N= 608

OBIIASI XAPAKTEPHCTHKA JEKAPCTBEHIORE TFERKPATA 0004

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
OtpaBupun-dOC, 25 mr, TabJIeTKH.
OtpaBupun-OC, 100 mr, TabneTkH.

OrpaBupun-OC, 200 mr, Ta0IETKH.

2. KAYECTBEHHBIW 1 KOJIMYECTBEHHBIA COCTAB
JleiicTBy10l1I€€ BEIIECTBO: ATPAaBUPHH.

DrpaBupuH-PC, 25 mr, TabIEeTKU

Kaxxnast Tabrnerka cogepkut 25 Mr 3TpaBUpHUHA.

OrpasupuH-PC, 100 mr, TabiaeTKH

Kaxxnas Tabmerka comepxut 100 Mr aTpaBUpHrHAa.

Orpasupua-PC, 200 Mr, TabIETKH

Kaxxnas tabnerka conepxut 200 Mr 3TpaBUpHUHA.

ITonuerit MNEPCUYCHb BCIIOMOI'aTCIIbHBIX BCIICCTB IIPUBCACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0meTku.

OrpaBupuH-PC, 25 mr, Ta0IETKH

prrJ'IBIe ABOSIKOBBIITYKJIBIC Ta6HeTKI/I, 0€JI0ro WM moYTH OEJIoro OBCTA.

Orpasupua-OPC, 100 Mr, TabIeTKH

OBasibHbIE ABOSKOBBITYKJIbIE TA0JIETKH, O€JI0r0 WM MTOYTH OEJIoro 1BeTa.

OrpasupuH-PC, 200 mr, Ta0IETKH

OBajnbHbIC ABOSKOBBIITYKJIBIC Ta6HeTKI/I, 0€JI0ro WIIM IOYTH OEJIoro OBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusA K IPUMEHEHH IO

[Tpenapat DOtpaBupuH-PC mnoka3aH K NpUMeHeHHIo Juii JedeHus uHpexkuuun BUY-1 (Bupyc
UMMYyHOIeHIINTA YeToBeKa TUIl 1) y B3pOCIbIX, KOTOPBIE paHee MOayJain aHTUPETPOBUPYCHBIC
npernapatsl, ¥ JeTel ¢ 2 JIeT, KOTOpbIe paHee MOTyvald aHTUPETPOBUPYCHBIE MTPETIapaThl.

4.2. Pe:xuM 103UPOBAHMSA U CIIOCO0 NPUMEHEHHA

Tepanust 1oKHA OBITH MHUIIMMPOBAaHA BPAuOM, UMEIOIUM ONBIT JiedeHuss BUY undexuu.

PexuMm no3upoBaHus
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IIpenapar Dtpasupun-®C Bcerma cuemyef npuMeistts |58 Ckonrb - ' i

AHTUPETPOBUPYCHBIMU MpeNapaTamMu.
Bspocnvie

ITo 200 mr (1 Tab6aerka 200 mr wim 2 Tabnerku mo 100 mr) 2 paza B CyTKH.

Ilponyck 00o3bi

Ecnu namnueHT 3a0bUT IPUHATH O4YepeTHYI0 103y npenapara DtpaBupuH-OC 1 BCoOMHMI 00 3TOM
HE T03KE YeM depe3 6 4acoB mociie 0ObIYHOT0 BPEeMEHH MpHueMa Ipernapara, TO OH JOJDKEH Kak
MO’KHO ObICTpee MPUHSTH €€ MOCIe ebl U 3aTeM MPUHATH CICAYIOUIYIO 03y B OOBIYHOE BpeMsl.
Ecnu mponuto Oosiee 6 yacoB mociie OObBIYHOTO BPEMEHHM IpHeMa Ipernapara, TO MalMeHT He
JIOJKEH MPUHUMATH TPOITYIIEHHYIO 7103y, a IPOCTO BO3OOHOBUTH MPHEM IpenapaTa 1o oObIYHOMI
cxeme.

Ecnu nanuenTa BeIpBaio B TeUeHHE 4 4acOB MOCIE MpUeMa MpernapaTa, caeayeT NPUHATh HOBYIO
no3y npenapara JtpaBupuH-OC kak MOKHO cKkopee nocie efpl. Ecnu manuenTa BeipBaio Oonee
yeMm depe3 4 yaca 1oOcCie ImpHeMa Ipernapara, eMy He TpeOyeTcsl MPUHHMAaTh HOBYIO JI03Y O
CJIEIYIOIIEH 3aIUIAaHUPOBAHHOM.

Oco0bIe T'pYIHIIBI NAIIMCHTOB

Tayuenmsi noscunozo eospacma
HNmeercst orpanndeHHast HHGOpMAIUs O JICYSHUN STPAaBUPUHOM ITALMEHTOB B BO3pacTe > 65 Jer,
TaKuM 00pa3oM, MPUMEHSTH IpenapaT y 3TO IpyIIbl MAIIHEHTOB CIEAYET C OCTOPOKHOCTHIO (CM.
paznen 4.4).
Tayuenmsi ¢ Hapywenuem gyuKyuu nevexu
VY manueHToB ¢ HapymeHHeM (PyHKIUH NIeUYeHH JISTKOW U CpeIHEeH CTETeH! TSDKECTH (KJIacchl A
wim B mo mkane Yaina-Ile0) koppekuuu 10361 He Tpedyercs. CremyeT coOI0aaTh
OCTOpPOKHOCTh TpH MpHUMEHeHHH mnpenapata OTpaBupuH-PC y NalMEeHTOB C HapylIeHHEM
(YHKLINU TEYEHU Cpe/IHEel CTeNEeHU TSKECTU. Y MAlMeHTOB C TSDKENbIM HapylleHHeM (YHKLIUU
neyeHn (kmacc C mno mkane Yaina-Ilepto) ¢gapMakOKMHETHKY OSTpaBUpHHAa HE H3yYall.
[TpumeHeHne penapaTa y HalMeHTOB C TSHKEIBIMU HapyIIeHussMU QyHKIun nedeHu (kiaace C mo
mkasne Yaiina-ITs10) npoTuBONOKa3aHo.
Tayuenmoi ¢ Hapywenuem yHKyuu novex
VY manueHToB ¢ HapylIeHueM (QyHKITH MTOYeK KOPPEKIIUHU 03I He TpedyeTcs.

eTn
Hemu u noopocmku (om 2 0o 18 nem)
PexomentoBanHas 103a 3TpaBUpUHA Ui JeTeill ¥ MoaApocTKoB (0T 2 1o 18 set, ¢ Maccoii Tena He

MeHee 10 KT) 3aBUCUT OT MacChl Tena (CM. TaOJIUITy HUXKE).
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Macca Tena Jlo3a Taberkun

Ot > 10 kr 10 <20 | ITo 100 mr 2 pa3a B | 4 TabneTku o 25 mr 2 pa3a B cyTku uiu 1 TabneTka

CYTKH 100 Mr 2 pasa B cyTKH

Ot1>20 no <25 xr | I[To 125 mr 2 pasza B | 5 TabieTok 1o 25 mr 2 pasza B CyTKH WM 1 TabieTka

CyTKHU 100 mr u 1 Tabnerka 25 mr 2 pasa B CyTKU

Ot >25 1o <30 kr | [To 150 mr 2 pa3a B | 6 TabneTok 1o 25 mr 2 pa3a B CyTKH wiH | Tabierka

CYTKH 100 mr u 2 Tabnetku 25 Mr 2 pasza B CyTKH
> 30 kr ITo 200 mr 2 pasza B | 8 TabneTok 1o 25 Mr 2 pasa B CyTKH WU 2 TaOIETKU
CyTKHU 100 mr 2 pa3a B cytku unu 1 tabnerka 200 mr 2

pasa B CyTKH

Jlemu maaowe 2 nem

[Ipenapar DtpaBupun-OC He M0KEH NPUMEHSThCA y AeTedl muamame 2 ner. JlocTymnHbie B
HACTOsIIEe BPeMsl IaHHbIe O IPUMEHEHHH Y JIeTel B Bo3pacte oT 1 110 2 neT, mpeacTaBlIeHHbIE B
pa3nenax 4.8 u 5.2, cBUAETENBCTBYIOT O TOM, YTO B JAHHOW Tpymme MAaIMeHTOB IMOJb3a HE
npeBbImaet puck. st nereit maazdimie 1 roga HET TOCTYIHBIX JaHHBIX.

Criocob nnpuMeHeHus

BuyTpb, ocne enpl.
TabneTku cieayeT mporiaTeiBaTh ETUKOM, 3aUBast )KUKOCThIO, TAKOW KaK BOJA.
[TaneHTsI, UCTBITHIBAIOIINE TPYAHOCTH C TMPOTJIaThiBaHUEeM TabieTok DTpaBupuH-OC, MOTyT
W3MEIBYHNTh WX M pa3MelaTh B CTaKaHE BOJBI. B 3TOM cilydae mocienoBaTebHOCTh NEHCTBUIH
CIIEYyIOIIas:
® OMECTHUTH TabneTKy (TabneTkun) B 5 mu (1 yaiiHas 10KKa) BOJIBI, MIIK B KOTUYECTBO BOJIBI,
JIOCTATOYHOE ISl TIOJTHOTO TIOKPHITHS TaOJNeTKH,
e THIATENFHO MEepPEeMENIaTh B TEUCHHE OKOJO | MHUHYTHI O T€X MOp, MOKAa BOJia HE CTaHET
BBITJISIETh KaK MOJIOKO,
e cciM HEOoOXOJMMO, MOXHO J00aBUTH OoJbIe BOAbL, 10 30 M1 (2 CTONOBBIC JIOXKKH),
amneNbCUHOBOTO COKa WJIM MOJoKa (MalMeHThl He JOJDKHBI TOMeNaTh TaONeTKHu B
aTeJIbCHHOBBIA COK WIJTH MOJIOKO 03 MpeIBapUTEIIBHOTO PACTBOPECHHUS B BOJIC),

® HCEMCIJICHHO BBIIIUTE COACPKUMOC CTaKaHa,
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e I o0ecreyeHusl mprueMa TMOJHOM 7103 CTaKaH( QQEH%EKOEE%%;'UEBHEC%&ML

BOJIOH, aneIbCUHOBBIM COKOM MJIM MOJIOKOM M IOJIHOCTBIO BBIMUBATH COAEPKUMOE.
Crnenyer u3beratb ucnosibp3oBanus Terioi (6ombie 40 °C) BoAbI ¥ ra3UpOBaHHBIX HAIIUTKOB.
Pexomennyercss nmpuHuMare TabneTku npemnapara DTpaBupuH-DPC, pacTBOpeHHbBIE B BOJE, 10
npueMa JIpyruxX aHTUPETPOBUPYCHBIX MpPENapaTtoB B KUIAKOH (opMe, KOTOpbIe MPUMEHSIOTCS
COBMECTHO ¢ nipenapatom OTpaBupun-DC.

4.3. IlporuBonokaszanus
e [ Unep4YyBCTBUTENBHOCTh K ATPABUPUHY WIH K JIFOOOMY M3 BCIIOMOI'aTENIbHBIX BEIECTB,
IIEPEYUCIICHHBIX B paszzene 6.1.
e Tskensle HapymieHus: pynkuuu neyenu (knacc C no Yaitna-I1eto).
e (OJHOBpPEMEHHOE IPUMEHEHNUE C pUTOHABUPOM (Tipu nmpueme B 103e 600 mMr 2 pa3a B CyTKH)

U C KOMOWHaIel 3n6acBup/rpazonpeBup (cm. pasaen 4.5).

4.4. Ocodble yka3aHus M Mepbl MPeI0CTOPOKHOCTH MPH NPUMEHEHUH

Hecmotps Ha monydeHHOe NOATBepkAeHUE 3(PPEKTUBHOTO MOAABICHUS BUPYCHON HH(EKIUU
Opyd TPOBEJICHUU aHTUpeTpoBUpycHOH Tepamuu (APT), YTO CyHMIECTBEHHO CHHXKAET PHCK
nepenayd MHGEKIUU TOJOBBIM IyTEM, OCTATOYHBIA PUCK HE MOXET ObITh HCKIOueH. Bo
n30exxaHue rnepenadn MHPEKIHH MMOJIOBBIM IYTEM CIIEAYeT MPHHATH MEPhI MPEIOCTOPOKHOCTH
COTJIACHO HAIIMOHAJILHBIM PYKOBOJICTBAM.

[Ipemapatr OtpaBupun-OC cienyeT ONTUMAIbHO TMPUMEHSATH B KOMOMHAIMM C JAPYTUMHU
AHTUPETPOBUPYCHBIMH TpernapaTamMu, 00Ja1al0IMMI aKTUBHOCTBIO B OTHOIIIEHUH KOHKPETHOTO
TUIIA BHpYCa, UMEIOIIerocs: y nanueHTa. CHUKEHHE BHPYCOJIOTHYECKOTO OTBETa Ha TEPAIHIO
ATPABUPUHOM OTMEYANIOCh y marueHToB ¢ BUYU-undekmuei, BeI3BaHHOM IIITaMMaMU, UMEIOIIUMU
OJIHOBpeMeHHO 3 wiu Oosee MyTaruii u3 Hrke nepeunciennsix: V90I, A98G, L1001, K101E/P,
V1061, V179D/F, Y181C/I/V u G190A/S. 3akitoueHre 0 3HAYUMOCTH OTICIbHBIX MYTaIlUil HITH
COYETaHUH MyTaluid JOJDKHO JENaThCsl C YYETOM JOMOJHUTEIBHBIX JaHHBIX: PEKOMEHIYeTCs
o0pamarbesi K aKTyalbHBIM COBPEMEHHBIM CHCTEMaM HHTEPIIPETALMH TS OLEHKH PEe3yJIbTaToOB
TECTa Ha PE3UCTEHTHOCTb.

[Tpu mpuMeHeHUHU STpaBUpPHUHA B KOMOMHAIIMU C PAITETPABUPOM WIM MapaBUPOKOM KaKHE-THOO
JAHHBIC, BBIXOJAIIME 32 pAaMKH JaHHBIX O B3aMMOJACUCTBUSAX MEXIY JI€KapCTBEHHBIMU
CpeICcTBaMH, OTCYTCTBYIOT (CM. pazzen 4.5).

Peakium co cTOpOHBI KOXKHU TSHKEI0M CTeNSHHU 1 PeaKIIMK THIEePYYBCTBUTEILHOCTH

[Ipu npuMeHeHnH YTpaBUPUHA OTMEYATUCH TSHKEIbIE HEXKEIaTeIbHbIE PEAKIIUU CO CTOPOHBI KOXKHU
(cm. pazgen 4.8). B KTWHUYECKHX HCCIEIOBAHUAX OTMEUYAIHNCHh PEIKHE COOOIICHUS O CITydasx

BO3HUKHOBEHHUsI cuHipoma CtuBeHca-/[)kOHCOHA W MyJIbTHU(QOPMHON 3pUTEMBI (C YacCTOTOH

4
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<0,1%). Ilpu pa3BuUTHHU TAKENBIX PEAKIIUNA CO CTOPOHBI k%T@%Q&ﬁb“J&HM%MT . a'ﬁﬁﬁnH-

OC cnegyer OTMEHUTD.

Knununueckue qaHHblE OTPaHUYEHBI, HENb3S UCKIIIOUATh YBEIMUEHUE PUCKA PA3BUTHSI PEAKIUI CO
CTOPOHBI KOXHM Yy MAallMEHTOB C KOXHBIMH PEAaKUUSMH, CBSI3aHHBIMU C HEHYKJICO3UIAHBIMU
uHruouropamu obparnoit Tpanckpunrtasel (HHUOT), B amamuese. Cremyer co0/roaath
OCTOPOXXHOCTh Yy NAIIMEHTOB C pEeakUUsIMU CO CTOpPOHbI Koxu npu npumeHenun HHUOT B
aHamHe3e, B 0COOCHHOCTH €CJIH 3TU PEaKIIUMHA HOCHIIU TsDKETBIA XapakTep.

[Ipu npuMeHeHnn STpaBUpPUHA OTMEUYAIUCH CIIy4Yau TSKENBIX PEAKUUN THIEPUYyBCTBUTEIBHOCTH,
Bmoyas DRESS-cunapom  (nekapcTBeHHass Chillb € DO3WHOGWIMEH W CHCTEMHOM
CUMIITOMATUKOW) U TOKCHUYECKHH SNUIEPMAIIbHBIA HEKPOJIU3, B HEKOTOPBIX ClIydyasXx — CO
cmeprenbHbIMU  ucxonamu. DRESS-cunnmpom  xapakrtepusyercss  CBINIBIO,  JIMXOPAIKOM,
503UHO(HUIINEN U CUCTEMHBIMH MPOSBICHUSIMH (BKJIIOYas, HO HE OTPaHUYMBASICh: TSKENIAs ChIMb,
100 CHINb C TUXOPAAKOH, o0liee HeIoOMOTaHUe, YTOMIISIEMOCTb, 0O0JIb B MBIIIIAX WM CyCTaBax,
Oysui1€3HblE MOpPAXEHMs, O4Yaru IOPAKEHUS POTOBOM IOJOCTH, KOHBIOHKTUBUT, TEMATUT U
so3uHOmus). Kak mpaBmiio, oH pa3BUBaeTCs MPUMEpPHO uepe3 3—6 Hemenb, a HCXOI B
OOJIBIIMHCTBE CITy4yaeB HOCUT OJaronpUATHBIN XapakTep IPHU yCIOBUM OTMEHBI JICUEHHUS M Havala
Tepanuu KopTukocrtepougamu. [lanmeHToB ciemyeT npouHPOPMHUPOBATH O HEOOXOIUMOCTH
oOpailleHusi 3a MEIUIIMHCKOW IOMOINBIO B Clydyae pa3BUTUS TSDKEIOW CHIIM WM peakuui
TUIEPYYBCTBUTENBHOCTU. [IpyM JMarHocTUKe peakuuid TUIIEPUyBCTBUTEIBHOCTH BO BpeMs
Tepanuu npenaparom ITpaBupuH-PC HE0OX0IMMO HEMEUIEHHO €€ OTMEHUTh.

3anepkka B oTMeHe npenapara ITpaBupuH-OC mocie BBIABICHUS CIIN TSXKEION CTENEHN MOKET
BbI3BATh PEAKIIUIO, YTPOXKAIOILYIO )KM3HH MMalUEHTA.

[TaruenTam, MpeKpaTUBIIMM Tepanuio mnpernapatoM OTpaBUpuH-OC B CBSI3U C peakUUsIMU
TUIIEPUyBCTBUTEIBHOCTH, BO3OOHOBIIATh €€ HE Cle/1yeT.

Chlinb

[Tpu nprMeHeHuH ATpaBUpPHHA ONKMCAHBI CITyYyau BOSHUKHOBEHHS ChIIH. Yallle BCcero K0>kHasl ChIllb
ObIBaeT JIETKOW WJIM YMEPEHHO BBIPA)KEHHOM, BOHHMKAEeT Ha BTOPOM HEJese Tepalnuu U PeaKo
HaOmronaercs nocie 4-it Heaenu. B OONBIIMHCTBE CilydaeB Takas ChIb HE TPEOYyeT CIeaTIbHOTO
JgeyeHust U OObIYHO Mcue3aeT uepe3 1-2 Henmenu Ha ¢oHe mponoskarouerocs jgeueHus. [Ipu
HazHayeHuH npenapaTta ITpaBupuH-OC jxeHIIMHAM CllelyeT TOMHHUTH 0 0oJiee BBICOKOM YyacToTe
Pa3BUTHS CHINHU Y KEHIIMH (cM. pazaen 4.8).

[Toxxuiible MaEHThI
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MCCIeI0BaHMM 6 MallMeHTOB B Bo3pacTe 65 JieT wiu ctapiie, 1 53 namnuenTta B Bozpacte 56—64 ner
MOJTyYaJId TEPAMUIO 3TPAaBUPUHOM. THUI U 4aCTOTA HEKENATEIbHBIX PEAKIUH Y MallMeHTOB CTapIie
55 net ObUIH CXO0XU C TEMH, UTO HAOIIOAATUCH Y O0JIee MOJIOABIX MMallUEeHTOB.

bepeMeHHOCTB

YuuThiBas TOBBIIICHHE OKCIIO3UIMA BO BpeMs OEpEeMEHHOCTH, CIeAyeT COONI0AaTh
OCTOPOXKHOCTH MPU HA3HAYCHHUH TIperapara OepeMeHHBIM, KOTOPBIM TpeOyeTCs COMyTCTBYIOIIAs
JIEKapCTBEHHAs Tepamnus J1U00 MMEIOLIUM COIyTCTBYIOIIKE 3a00JIeBaHUs, B CBSA3H C KOTOPBIMU
MO>KET HaOJII0JaThCsl IOMOTHUTENIbHOE MOBBIIIEHUE KCIIO3UIIMH STPABUPUHA.

HaL[I/IeHTLI C CONNYTCTBYIOMMUMH 3a00JIeBaHUSIMU

Hapywenue ¢ynkyuu neuenu

OTpaBUPHH B OCHOBHOM METa0O0JIM3UPYETCs M BBIBOJUTCS MEYEHBIO, a TAKXKe 00J1aaeT BBICOKOH
CTENICHBIO CBS3bIBaHMS C O€lKaMu IU1a3Mbl KpOBU. B03MOXHBI 3((EKTHl B OTHOLICHUH
9KCITO3UIIUHU HECBSI3aHHOTO Tperapara (4To He U3YYCHO) U, TAKHM 00pa3oM, CJIeIyeT COO0IaTh
OCTOPOXKHOCTh y TALMEHTOB C HapymieHHeM (QYyHKIUHM TEYCHH CPETHEH CTENeHH TSKECTH.
[IpumeHeHne STpaBUPUHA HE U3YYaIOCh Y MAIIMEHTOB C TSHKEIBIM HapyIIeHUeM (QYHKIMN TeYeHH
(xnacc C no mkane Yaitna-I1sto0), B CBA3M ¢ yeM Ha3Hau€HHE Mpernapara MaueHTaM ¢ TSHKEIbIM
HapymeHneM GyHkuuu rnedenu (krace C nmo mkane Yaina-11p10) mpoTrBomokazaHo (cM. pa3aessl
42,43 u5.2).

Tayuenmoi, 00HO8pemenHo unuyuposannvle supycom cenamuma B unu eupycom cenamuma C
Crnenyer co0ir01aTh OCTOPOKHOCTh IPU MTPUMEHEHUH Tpenapara DT1paBupuH-PC y naueHTos,
OJTHOBPEMEHHO WMH(HUIIMPOBAHHBIX BUpycOM remaruta B wim Bupycom rematuta C, B CBSI3U C
OTpaHUYECHHBIMHU JTAHHBIMHU 10 TIPUMEHEHHUIO STPAaBUPHHA Y JaHHOW TPyNITBI ManueHToB. Hemb3s
UCKJTIOUUTh TOTEHLIUANIbHYI0 BO3MOXHOCTb YBEJIWYEHUS pPHCKAa TOBBIIIEHUS AaKTUBHOCTHU
NeYEeHOYHBIX (hepMeHTOB (cM. pazzen 4.8).

Macca Tena 1 MeTa00IMYECKHE TOKa3aTeIn

[Tpu npoBeneHnN aHTUPETPOBUPYCHOM Tepanuy MOXKET HaOII0AaThCs YBEIMUEHUE MacChl Tejla U
KOHIIEHTPALUH JIUIIUI0B U TIFOKO3bI B IJ1a3Me KpoBU. J[aHHBIE N3MEHEHHSI MOTYT OBITh OTYACTH
CBSI3aHBI C KOHTPOJIEM 3a00JeBaHUs U 00pa3oM KHU3HU. B HEKOTOpBIX ciyyasx ObUIO MOJYYEHO
MOJITBEPK/IEHUE BIUSHUS Tepaluy Ha KOHIIEHTPAIIUIO JIMIIKUI0B, B TO BpEMS KaK JI0Ka3aTeabCTBa
CBSI3M MEXy MPUMEHEHUEM KaKoro-1100 onpeeeHHOro Ipenapara 1 yBeJIH4eHHEeM MacChl Tefia
OTCYTCTBYIOT. JIJI1 MOHUTOpPMHIa KOHLEHTPAaLUi JIMIKUAOB M IJIIOKO3bl B IIIa3M€ KpPOBH
PEKOMEHIYETCSl MCIIOJIb30BaTh YTBEPXKACHHbIE pyKoBojacTBa no Tepanuu BUY. Hapymenus

JUTIMTHOTO OOMEHA CIEAYeT JCUUTh KITMHUYECKH TTOIXO/ISIIIINM CTIOCOOO0M.
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(NOCNEQCBATENEHOCTE 0004)

CHHIpPOM BOCCTaHOBJICHHS HMMMYHHTETA

CMNEPTHOMY OTYETY

Y BUY-uHGUIMPOBAHHBIX MALMEHTOB C TSHKEIBIM HMMYHOIE(HUIIMTOM BO BpeMs Hauaia
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHON TEPAIIMM MOKET BOSHUKHYTh BOCHAIMTEIbHAS PEaKIUs
Ha OECCHUMIITOMHbIE MWJIM JIATCHTHbIE ONMOPTYHUCTUYECKHE HWHQPEKIHH, KOTOpas MOXKET
IIPOSBIIATECS yXYAIIEHUEM KIMHHYECKOTO COCTOSIHMSI M YCWJICHHEM HMEIOUIMXCS CUMITOMOB.
OOBIYHO Takue peakuuu HaOIIOJAIOTCS B IIEPBbIE HENENM WJIM MECAlbl II0CiIe Hayaia
KOMOMHHMPOBAaHHOW AaHTUPETPOBUPYCHOW Tepanuu. B kadecTBe NpPUMEPOB MOXKHO NPUBECTU
LIUTOMETAJIOBUPYCHBII PETUHUT, T'€HEPaIM30BAHHBIE W/MIM OYaroBble MHUKOOAKTEpHUaIbHbIE
uHGEKIMY U THEBMOHUIO, BhI3BaHHYIO Pneumocystis jirovecii. ITosBieHue ar00BIX CHMIITOMOB
BOCTIAJICHUS TpeOyeT HeMeUIEHHOTO 00CIeJOBaHus U, TP HEOOXOIMMOCTH, JieueHus. MmeroTcs
COOO0IlleHUsI 0 BO3HMKHOBEHUM ayTOMMMYHHBIX 3a0osieBaHMM (Takux Kak Oosie3Hb I'peiiBca u
ayTOMMMYHHBIH rernatuTt) Ha (hoHe BOCCTaHOBICHUS UMMYHUTETa. CpOK BO3SHUKHOBEHUS JaHHBIX
3a00J1eBaHUI IMPOKO BapbUpyeTCs; 3a00J€BaHMUs MOT'YT HA4aThCsl Yepe3 MHOTO MECALEB MOcCiie
Hayaa JedeHus (cm. paszzaen 4.8).

OcTeoHekpo3

XO0Ts ATHOJIOTUSL OCTEOHEKPO3a SIBJISAETCS MHOTO(PAKTOPHOH (IOSBICHHE OCTEOHEKPO3a MOXKET
OBbITh BEI3BAHO B TOM YHCJIE IPUMEHEHUEM INIIOKOKOPTUKOCTEPOUI0B, YIOTPEOIEHIEM aJIKOT0JId,
CHJIbHOM UMMYHOCYIIpECCHEHN, BHICOKMM HHEKCOM MaccChl TeJla), UMEIOTCS COOOIIEHHUS O CITydasix
OCTEOHEKPO3a OCOOCHHO y MAIMEHTOB ¢ MPOABUHYTOM cTraauein BUY-un(eknuu u/mim 001bHBIX,
HaXOJSIIMXCS Ha JJIUTEIbHOM KOMOWHUPOBAHHOM aHTUpETpoBHUpYCHOW Tepanuu. IlanmeHtam
clleflyeT peKOMEHI0BaTh OOpaTUTbCA K Bpady, €CIM OHM HCHBITBIBAIOT OOJNM B CyCTaBax HIIU
0osieBOE OrpaHNYEHUE B ABMKEHUAX (CM. pa3zaen 4.8).

BSaHMOIlefICTBHe C APYIUMH JCEKAPCTBECHHBIMHU CPCACTBAMU

OnHOBpEeMEHHBIH NpHEM TpaBUpUHA U KOMOMHALIMY TUIIPAHABUP/PUTOHABUP HE PEKOMEHTyETCs
U3-32 3HAUYUTEIBHOIO (hapMaKOKMHETHYECKOTO B3auMoaeHcTBHs (76% CHMXEHHE IUIOAau TOA
KpuBoil «koHueHTpauus-Bpems» (AUC) sTpaBupHHA), YTO MOXKET CYIIECTBEHHO H3MEHUTh
BHUPYCOJIOTUYECKUN OTBET Ha TEpaIvio 3TpaBUpUHOM. OJHOBpEMEHHBIM MPHEM 3TpaBUpPUHA C
JTAKJIaTaCBUPOM,  aTa3aHaBHUPOM/KOOMIIMCTATOM  WJIM  JapyHaBUPOM/KOOWILIMCTATOM  HE
pexkoMenayertcs (cM. pasnen 4.5).
eTH

Jns nmereid, KOTOpbIE HE MOTYT TPOTJIOTUTH TAOJIETKH IIEJIMKOM, TaOJETKH MOTYT OBITh
pacTBOpPEHBI B )KUAKOCTH (CM. paszzen 4.2). Takyro BO3MOKHOCTh CJIe/lyeT paccCMaTprBaTh TOJIbKO
B TOM cCiydYae, eciM pPeOCHOK CKOpee BCEro CMOXKET MPHUHATH MOJIHYIO 03y TalOJeToK,

PACTBOPEHHBIX B KUAKOCTH. BaXXHOCTH MpremMa MmoTHOM 10361 T0DKHA ObITh 0003HaYeHa KaK JJIs
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CMNEPTHOMY OTYETY

HKCTMO3ULIMU U CHU)KEHUSI BUPYCOJIOTHYECKOT0 OTBETa. B ciydyae COMHEHMS B TOM, YTO peOEHOK
IPUMET IOJHYIO 03y TaOJETOK, PACTBOPEHHBIX B JKUJIKOCTH, CIEIYET PacCMOTPETh TEPAIUIO
JIPYTUM aHTUPETPOBUPYCHBIM IPENapaToM.

4.5. B3amMmopeiicTBHe ¢ [pPYrMMH JIEKAPCTBEHHBIMH INpenapaTamMM H JApyrue BH/bI
B3aUMO/JeHCTBUSA

HeKaDCTBeHHBIe npenaparsl, BIUAIOMINMEC HAa KOHICHTPALIMIO 3TpaBHPHUHA B IJIa3MC

OtpaBupuH Metabonu3upyercs cuctemon mutoxpoma P450 CYP3A4, CYP2C9 u CYP2C19, a
ero  MeTabOoJUThl  IOJBEPraroTCs  IJIIOKYPOHMPOBAHUIO  IOJ  BIUSHMEM  (pepMmeHTa
ypuauHaudochaTriIroKypoHo3mwiTpancdepassl. JlekapcTBeHHbIE TpenapaTthl, WHAYLHPYIOIINE
uzodpepmentsl CYP3A4, CYP2CY9 wmm CYP2C19, moryT moBbIIaTh KIMPEHC 3TpPaBHPHUHA,
BCJIEJICTBHE YETO CHUXKAETCS €ro KOHLEHTpAlMs B IUIa3Me.

OnHOBpeMEHHOE IPUMEHEHHE Ipernapara U IpenapaToB, KOTOPble HHTHOUPYIOT H30(EpMEHTHI
CYP3A4, CYP2C9 umun CYP2C19, MoxeT CHUXaTb KJIMPEHC 3TpaBUPUHA M IOBBILIATH €0
KOHLIEHTPALUIO B IIJIa3Me.

JIekapcTBEHHBIC IpenapaThl, Ha META00IH3M KOTOPbIX BJIUACT OTPABUPHUH

OtpaBupuH sBisercs cnadbiM HHAYKTOpoM u3zodepmenta CYP3A4. CoBmecTHOE MpUMEHEHUE
npenapata OtpaBupuH-OC W mpemnaparoB, KOTOpbIE METaOOIU3UPYIOTCS B OCHOBHOM
uzopepmenTom CYP3A4, MoxeT NIpUBOAUTH K CHI)KEHUIO KOHIEHTPAIMH TaKUX MpEnapaToB B
IU1a3Me U, CJIeJ0BATENIbHO, OCIa0IATh WM YKOPauUBaTh UX TepaneBTHUeCKue () (HEKTHI.
OTpaBUpHH sABIseTCs ciabbiM HHrHOUTOpOM H3opepmentoB CYP2C9 u CYP2C19.

OTpaBUPUH TaKXkKe SBISETCS clabbIM HHTHOUTOpOoM P-rnukonporenna. CoBMeCTHOE TPUMEHEHNE
ATpaBUpPHUHA U MPENapaToB, KOTOPbIE META0OIN3UPYIOTCS B OCHOBHOM H3odepmentamu CYP2C9
win CYP2C19 wnu TpaHCHOPTUPYIOTCA € MOMOUIbIO P-riiMKompoTenHa, MOXKET IOBBIIIAThH
KOHIIEHTPALMIO TAKUX IIPENapaToB B IUIa3ME U, CIEN0BATENIBHO, YCWINBATD WIN MPOAJIEBATh UX
TepaneBTUYECKUE I HeXKeNaTeIbHbIE peaKLUu.

W3BecTHbIE U TEOPETUUECKUE B3aUMOECHCTBHS C OT/I€IbHBIMU NTpENapaTaMu aHTUPETPOBUPYCHOM
TEepanuu M JPYTMX TPYIN IepedrcieHbl B Taluuie Hibke. OTa Tabmula He sBIsSETCA
BCEOOBEMITIOLIEH.

Tabauira B3anMOIEHCTBHI

B3aI/IMOJIeI\/’ICTBI/I$I MCXKAY OTpaBUPHUHOM HW COBMECTHO INPHUMCHACMBIMU JICKAPCTBCHHBIMU
npenapaTtaMu repeUnCICHbI HUXKEC (HOBLIIJ_IGHI/IC YKa3aHO KakK «T», CHHMIXXCHHC KaK «l», OTCYTCTBUC
W3MEHEHHMH KakK «>», OTCYTCTBUC NJAaHHBIX I/ICCJ'ICI[OBaHI/Iﬁ Kak «H/ o», I[OBCpHTGJIBHLIﬁ HHTCPBAJI

Kak «JJN»).
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Bnusinue Ha KOHIIGHTpal{uu
IIpenapaToB
CooTHouleHne CPEIHUX

HauMeHbIMX kBajaparoB (90 %
JAU; 1,00 = orcyrctBue 3dpdekra)

IIPUMEHEHHUIO

IIPEITAPATEI )15 JIEUEHU ST MTHOEKIINIA

[IpenapaTbl aHTUPETPOBUPYCHOM Tepanuu

Hyxneomuouwie / Hykneozuonvle uneubumopwl oopamuou mparnckpunmaswvl (HHUOT)

JAnmano3un
400 mr 1 pa3 B

ZlI/IZ[aHOSI/IH
AUC < 0,99 (0,79-1,25)

He
BIIUSTHUS

Ha6n}01[anoc5 3HA4YUTCIIBHOI'O

Ha napameTpsl

CYTKH CminH/0 (apMaKOKMHETUKU JUAAHO3MHA U
Cmax <> 0,91 (0,58-1,42) 3TpaBUpPUHA.
OTpaBUpUH IIpenapar OtpaBupun-OC 51
AUC < 1,11 (0,99-1,25) TUAAHO3UH MOTYT MPHUMEHSThCS 0e3
Cmin <> 1,05 (0,93-1,18) KOPPEKIUH J03.
Cmax <> 1,16 (1,02-1,32)
Tenodosupa Tenodosup He wHaOmomanoch 3HAYUTENBHOTO
TA30TIPOKCHUIT AUC < 1,15 (1,09-1,21) BIIMSTHUS Ha napameTpsl

245 mr 1 pa3 cyTkun®

CminT 1,19 (1,13—1,26)
Cmax T 1,15 (1,04-1,27)
OTpaBUPUH

AUC | 0,81 (0,75-0,88)
Cmin | 0,82 (0,73-0,91)
Cmax | 0,81 (0,75-0,88)

(apMakOKUHETUKH TeHO(DOBHpA W
ATpaBUpPHUHA.
[Ipenapar OtpaBupun-OC
TeHO(POBUP MOTYT MPUMEHATHCS 0e3

KOPPEKIIHUU J103.

u

Hpyrue HUOT

He uzyuanoce, HO He OKHAAETCS
B3aUMOJCICTBUN, YUYUTBIBasA
OCHOBHOM  ITOYEYHBIH  IIyTh

apyrux  HUOT

abakaBmupa,

BEIBEJICHUS
(Hammpumep,
SMTPULIMUTAONHA,
CTaBy/AMHA U 3UJIOBYMHA).

JJaMUBYJIWHA,

DTpaBUPUH MOXKET MPUMEHSTHCS C
stumu HUOT 6e3 koppekuuu 103.

Henyxneosuonvle uneubumopvl 06pammuoti mpancKkpunm

asvl (HHHUOT)

Ddasupens
Heupanun
PunmuBupun

[IponeMoHcTpHpOBaHO,
KOMOMHHpPOBaHUE JIBYX
HHHOT HE MIPUHOCUT
JIOTIOJTHUTENBbHOW MOJIb3bI. [Ipu

qTo

COBMECTHOM PUMEHEHUN
npenapata OtpaBupuH-OC ¢
3¢ aBUPEH30M WA
HEBUPAMHOM
HAOMIOAAThCS  3HAUUTENBHOE
CHID)KEHHE KOHIIEHTPAIIH
STpaBHpHUHA B IJIa3M€ U TOTEPs
TepaneBTUYecKoro  3ddexra
npenapata OtpaBupuH-DC.

MOXET

IIpenapar OtpaBupun-OC HE
pEKOMeHyeTCs

coBmecTHO ¢ npyrumu HHUOT.

MNPUMCHATH
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CoBMecTHOE

IIpUYEHEHUE"

TOCHENOBATENEHOCTE 0004)

npenapata OtpaBupuH-®C  u
PWINHUBUPUHA MOXET INPUBECTU
K CHIXEHHIO KOHILIEHTpalUU
PWINIMBUPUHA B IIJIa3Me U IOTEpe

€ro TepaneBTuYeckoro 3ddekra.

Hneubumopor npomeaszvt BUY, ne O6ycmuposanuvie
PUMOHABUPA UTU KOOUYUCTIAMA 8 HUZKOU 003€e)

(m.e. Oe3 coemecmHO20 NPUMEHEHUs.

WNunuHaBup IIpu coBmectHOM mnpumeHeHuu | [Ipemapar OtpaBupun-OC HE
npenapata  OtpaBupun-OC ¢ | pekomenayeTcs PUMEHSTh
WHIWHABUPOM MOXET | COBMECTHO C HHAUHABUPOM.
OTMEYaThCst 3HA4YUTEIILHOE
CHIDKEHHE KOHLEHTpaluu
WHJMHABUpa B IUIa3ME U MOTEPs
€ro TepaneBTU4ecKoro 3 dexra.

Hendunarup B3aumopeiictBue He nzyyanoce. | [Ipemapar OtpaBupun-OC HE
Oxwupaercsi, YTO  Tpemapar | pPEKOMEHIyeTCs MIPUMEHSTH
OtpaBupun-eOC MOBBICHT | COBMECTHO C HeJI(UHABUPOM.

KOHIICHTPALIMIO HEJI(PHHABUPA B
IIasMe.

WNuruburops! nporeas

pI BUY, OycTupoBaHHbBIE pUTOHABHUPOM B HU3KUX J103aX

ATtazanaBup / ArtazaHaBup IIpenapar OtpaBupun-OC 51
PUTOHABUP AUC | 0,86 (0,79-0,93) KOMOUMHAIHsI aTa3aHaBUP/ PUTOHABHP
300/100 mr 1 pas s Cmin | 0,62 (0,55-0,71) MOTYT MPUMEHATHCS 0€3 KOPPEKIIUU
CyTKH Cmax <> 0,97 (0,89-1,05) 703.

OTpaBUPUH

AUC 11,30 (1,18-1,44)

CminT 1,26 (1,12—1,42)

Cmax T 1,30 (1,17-1,44)
JapyHaBup / | dapynaBup [Mpenapar OrpaBupun-OC u
PUTOHABHUD AUC < 1,15 (1,05-1,26) KOMOWHAHUS TapyHABHP/ PUTOHABUP

600 / 100 mr 2 pa3za

B CYTKH

Cmin «> 1,02 (0,90—1,17)
Crmax <> 1,11 (1,01-1,22)
OTpaBUPUH

AUC | 0,63 (0,54-0,73)
Cmin | 0,51 (0,44-0,61)
Crmax | 0,68 (0,57-0,82)

MOTYT HMPUMEHSTHCSI 0€3 KOppEeKIUU
7103.

®docammnpenasup /
PHUTOHABUD
700/ 100 mr 2 pa3za

B CYTKH

AMIIpeHaBHp

AUC 11,69 (1,53-1,86)
CminT 1,77 (1,39*2,25)

Cmax 1T 1,62 (1,47-1,79)

OTpaBUpPUH
AUC <8

Chine>?

Cmax(—) a

IIpy CcOBMECTHOM TPUMEHEHUH C
npenaparoM OTpaBupuH-OC Moxker
noTpeboBaTbCsi CHIDKEHHE 103 B
KOMOHMHAIHIX aMIIpEHaBUP /
puToHaBUp U ¢ocamnpeHaBup /
putoHaBup. Jlng CHIKEHUs 1103

MOXET paccMaTpruBaTLCA

10
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BHYTPb.
Jlonunasup / | JlonunaBup IIpenapar OtpaBupun-OC 51
PUTOHABUP AUC « 0,87 (0,83-0,92) KOMOWHAITHS JIOTINHABUP /

(B TabneTkax)
400/ 100 mr 2 paza
B CYTKH

Cmin | 0,80 (0,73-0,88)
Cmax <> 0,89 (0,82-0,96)
OTpaBUPUH

AUC | 0,65 (0,59-0,71)
Cmin | 0,55 (0,49-0,62)
Cmax | 0,70 (0,64-0,78)

PUTOHABHP MOTYT IPUMEHSTHCA 0€3
KOPPEKLMH J03.

/

CakBuHaBuUp
PUTOHABUP
1000 / 100 mr 2

pasa B CyTKH

CaxkBUHABUD

AUC « 0,95 (0,64-1,42)
Cmin | 0,80 (0,46-1,38)
Cmax <> 1,00 (0,70-1,42)
OTpaBUPUH

AUC | 0,67 (0,56-0,80)
Cmin | 0,71 (0,58-0,87)
Cmax | 0,63 (0,53-0,75)

IIpenapar OtpaBupun-OC 51
KOMOMHAIIHS CaKBHHABHP /
PHUTOHABUP MOTYT IPUMEHSATHCS 0e3
KOPPEKIIUH J103.

TunpanaBup /
PHUTOHABUD

500 /200 mr 2 paza
B CYyTKH

TunpanaBup

AUC 11,18 (1,03-1,36)
CminT 1,24 (0,96—1,59)

Cmax T 1,14 (1,02-1,27)

OTpaBUpPUH

AUC | 0,24 (0,18-0,33)
Cmin | 0,18 (0,13-0,25)

Cmax | 0,29 (0,22-0,40)

He
HpI/IMeHﬂTI)

PEKOMEHIyeTCSI ~ COBMECTHO
KOMOMHAIIHIO
TUTIPAHABHUP / PUTOHABHP U Mpenapar

OtpaBupun-OC

Hneubumopwvl npomeasvr BUY, 6ycmuposanusie Kobuyucmamom

ATtazaHaBup /
KoouuucTat
HapyHaBup /
KoOHIcTaT

BzaumopaencTBus He U3ydaluch.
[Ipu coBMeCTHOM IPUMEHEHUHU
OtpaBupun-O®C ¢
/

KOOMIINCTAT HIN KOMOHMHALMEH

npernapara
KOMOMHaIMe  arazaHaBUp
JTapyHaBUp / KOOUIIUCTAT MOKET
CHMIKAThCS KOHIIEHTpAIUs
UHTUOMTOpa MpoTeasbl W/ WIN
KoOMLMCTaTa B IUIa3Me, 4TO
MOXXET TPUBECTH K TNOTEpe
TepaneBTUYeCKOoro »ddexkra u

Pa3BUTHIO PE3UCTEHTHOCTH.

He pekoMeHayercs COBMECTHOE
MpPUMEHEHHE Tpernapara ITpaBUpPUH-
®C ¢ xomOuHamuen arazaHaBup /
KoMOuHaInuei

KOOUIMCTAT  WIA

JapyHaBUp / KOOUIIMCTAT.

broxamopwur CCR5 p

eyennmopos

Mapasupok
300 mr 2 paza B
CYTKH

MapaBupok

AUC | 0,47 (0,38-0,58)
Cnmin | 0,61 (0,53-0,71)
Cmax | 0,40 (0,28-0,57)

OTpaBHpHH

PekoMeHni0BaHHas 1032 MapaBUpOKa
IIPY COBMECTHOM TIPUMEHEHUHU C
npernapatoM  OtpaBupuH-OC B
MPUCYTCTBUHU MOIIHBIX HHTHOUTOPOB

nporeassl coctasisieT 150 mr 2 pasza

11
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AUC < 1,06 (0,99-1,14)

T T e TERE ek o eten

Cmin <> 1,08 (0,98-1,19)
Crmax <> 1,05 (0,95—1,17)

koMOuHammu  ocammnpenaBup  /
PUTOHABHP, NPUMEHSITH KOTOpPBHIC B

KOMOMHAIIMM C MapaBUPOKOM HE

pexomenayercs. Koppekuust 10361
npenapara  OtpaBupuH-OC  He
Mapasupok /| MapaBupok* Tpedyercs.
napyHaBup/ AUC 1 3,10 (2,57-3,74)
PUTOHABHUD Cmin 7 5,27 (4,51-6,15)
150/600/100 mr2 | Cmex T 1,77 (1,20-2,60)
pasa B CyTKH * I1o cpaBHEHHUIO C MAPABUPOKOM
150 mr 2 pa3a B CyTKu
Hneubumopwl crusanus
OHpyBUPTUI OTpaBUPUH™ [Ipy  coBMECTHOM  NIPUMEHEHUU
90 mMr 2 paza B|AUC & * npernapara OrpaBupun-OC u
CYTKH Coher ? SHQYBUPTHIA B3aUMOJCHCTBUS HE
Konnenrpanus sHQYBUPTHIA HE | OKUIACTCS.
M3ydanach, BITUSTHUS HE
OKUJIAeTCS.
* Tlo pganHBIM  aHanM3a
MONYJIALIMOHHON
(hapMaKOKUHETHKH.

Uneubumopor unmeepazvt BU4

JlomyTerpaBup
50 mr 1 pa3 B cyTku

EOHYTGFQaBI/II )

AUC | 0,29 (0,26-0,34)
Cmin | 0,12 (0,09-0,16)

Crmex | 0,48 (0,43-0,54)

OTpaBUPUH 3HAUUTEIBHO CHHXKAET
KOHIICHTpAallUM  JIOJyTerpaBupa B
minasMme. BimsgHue sTpaBHpuHa Ha

KOHLCHTpAIUKO  OOJIyTCrpaBUupa B

OTpaBUpUH IUIa3Me€ CHUXKAJOCh  TOCPEICTBOM
AUC &2 COBMECTHOI'O IIPUMEHECHHUS
Chin > * KOMOMHAaIMH 1apyHaBUp / pUTOHABUP
Cmax e ? WIA JIOIMHABUDP / PUTOHABHp, U
HomyterpaBup  + | JlomyrerpaBup NPEIoiIaraeTcsi, 4YTO OHO TaKKe
JapyHaBHP / | AUC | 0,75 (0,69-0,81) MOXET CHUXKATBCSI oI
PHUTOHABUD Cnmin | 0,63 (0,52-0,77) BO3JICiiCTBHEM KOMOMHAITUH
50 mr 1 pa3 B cytku | Cmax | 0,88 (0,78-1,00) aTa3aHaBUp / PUTOHABHUD.
+ 600 / 100 mr 2 | OtpaBupuH
pasa B CyTKH AUC & 2 IIpenmapar OtpaBupun-®C MOXHO
Cmin <> ? OpPUMEHSATh B KOMOMHAIMM €
Cmax <> 2 JOJTYTETPAaBHPOM TOJBKO B CITydae
HomyterpaBup  + | JlomyrerpaBup OJTHOBPEMEHHOTO PUMCHEHHS
JIOTTUHABUP /| AUC < 1,11 (1,02-1,20) KOMOWHAIIHIA: aTa3aHaBUP /

putonasup 50 mr 1
pa3 B cytku + 400 /

Cmin 17 1,28 (1,13-1,45)
Cmax <> 1,07 (1,02-1,13)
OTpaBUpHH

PUTOHABUP, AapyHABUP / pPUTOHABHUP
WX JIONUHABUD / pUTOHABHp. Takue
KOMOWHAIIMM MOXKHO HCIIOJIb30BaTh
0€3 KOPPEKIUH J103bI.

12
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100 mr 2 pasa B | AUC & @ (MOCHEQOBATENEHOCTE 0004
CYTKH Chine—?
Cmax <> ?
PanrerpaBup Panrerpasup [Ipenapar OtpaBupun-OC u

400 Mr 2 pasa B
CYTKH

AUC | 0,90 (0,68-1,18)
Cmin | 0,66 (0,34-1,26)
Cmax | 0,89 (0,68-1,15)
OTpaBUPUH

AUC « 1,10 (1,03-1,16)
Cmin< 1,17 (1,10-1,26)
Cmax<—> 1,04 (0,97—1,12)

payiTerpaBup MOTyT IPUMEHSATHCS 0e3
KOPPEKLHHU J03.

AHTUAPUTMUNYECKUE ITPEITAPATDI

Juroxcun Jluroxcun [Ipenapar OtpaBupun-OC u
0,5 mr ogrokparao | AUC 11,18 (0,90-1,56) JUTOKCUH MOTYT MpPHUMEHSThCS 0e3
CminH/0 Koppekuuu 7103. Pexkomenmyercs
Cmax 1 1,19 (0,96-1,49) HAOMI0aTh 3@  KOHIEHTpaluen
JUTOKCHHA TIPH  OAHOBPEMEHHOM
PUMEHEHUN C npenapaTom
OtpaBupun-OC.
AMHOapOH B3aumoneiictBue He uzyuanock. | Tpebyercs c00JIr0/1aTh
benpuann [Ipenmnonaraercs, 4To mpemnapar | OCTOPOKHOCTb; 1o Mepe
Juzonupamua OtpaBupun-OC OyneT CHUXKATh | BO3SMOXHOCTH PEKOMEHTyeTCs
dnekanHU KOHLIEHTPALUU ATUX | HAONMOJaTh 3a  KOHICHTPAIUSIMU
JInnokaux AHTHAPUTMUYECKUX MPENapaToB | aHTUAPUTMHUUYECKUX MPENapaToB Mpu
(cucreMHO) B ILIa3Me. COBMECTHOM MIPUMEHEHUN c
MekcuneTns npenaparoM DTpaBupuH-DOC.
[Iponadenon
XUHUIUH
AHTHUBUOTUKA
A3UTpOMHLINH B3anmopencreue He m3yvanocs. | [Ipemapar OtpaBupun-OC 51
VYuurbiBass INyThb  BBIBEACHMS | A3UTPOMHUIIMH MOTYT HPHUMEHATHCA
a3UTPOMHUIIMHA C KEIYblo, HE | 0€3 KOPPEeKIHHU J03.
MIpeIoaraeTcs JIEKapCTBEHHBIX
B3aUMOJCUCTBUI MEXIY
a3UTPOMUILIMHOM U IpernapaToM
OtpaBupun-OC.
Knapurpomunma Knapurpomurua KoHueHTpanust KIapuTpoOMHUILIMHA B

500 mr 2 paza B
CYTKHU

AUC | 0,61 (0,53-0,69)

Cmin | 0,47 (0,38-0,57)

Cmax | 0,66 (0,57-0,77)
14-ruapoKCcU-KIapUTPOMUIINH
AUC 11,21 (1,05-1,39)

Cmin < 1,05 (0,90-1,22)
Cmax T 1,33 (1,13-1,56)
OTpaBUpUH

ia3smMe CHMIKAJIaCh o

BO3JCHCTBUEM 9TpaBUpPHUHA; OJHAKO,

KOHIICHTpPAIUS AKTUBHOTO
MeTabounTa, 14-ruapokcu-
KJIApUTPOMHIINHA, BO3pacTana.
ITockonbky 14-ruapokcu-
KJIApUTPOMMLIUH oOmanaer

CHIDKEHHON aKTHMBHOCTBIO IMpOTHUB
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AUC 11,42 (1,34-1,50) '

TWiyedbaieetone ki Gt

CminT 1,46 (1,36—1,58)
Cmax 1 1,46 (1,38-1,56)

(MAC), obmasi aKTUBHOCTh MPOTHB
ATOr0  TMATOreHa  MOXET  OBITh
W3MEHEHA;  CJICIOBATEIbHO, IS

JICUEHUST MAC HE00X01MO
paccMoTpeTh aJlbTepHaTUBHbBIC
KJIAPUTPOMULIMHY IpEnaparsl.
AHTUKOAI'VJIAAHTBI
Bapdapun B3anmopenicteue He nu3yyanocs. | IIpy  coBmMecTHOM — IpUMEHEHUH
Ipennonaraercs, 4T0 | Bap(apuHa u npenapata DTpaBUPUH-

npenapar OrtpaBupun-eOC
Ooyzner MOBBIIIATH
KOHIIEHTpanuio BapdapruHa B

@®C pexomenayercss HabOIOIaTh 3a
MEX/yHapOAHbIM
HOpPMaJIN30BaHHBIM OTHOLIEHUEM

Ia3me. (MHO).
[MPOTUBOCYIOPOXHBIE CPEZICTBA
Kap6amazenun B3aumopeiictBue He m3yyanock. | KomOuHaims He peKOMEHIYETCA.
denobapbuTan ITpennonaraercs, 4TO
®eHnuTonH kapbamasenuH, GpeHooapouTan u

¢enutoun  OyAyT  CHUXATh
KOHILIEHTPALIMIO JTPaBHpPHHA B
iasMe.

[TPOTUBOI'PUBKOBBIE CPEJICTBA

@yKOHa3011 DuyKoHa30I1

200 mr ognokparno | AUC < 0,94 (0,88-1,01)
yTpOM Cmin < 0,91 (0,84-0,98)
Cmax <> 0,92 (0,85-1,00)
OTpaBUpPUH

AUC 1 1,86 (1,73-2,00)
Cmin 1 2,09 (1,90-2,31)
Cmax 1 1,75 (1,60-1,91)

IIpenapar OtpaBupun-OC 51
(ITyKOHA30J1 MOTYT IPUMEHSTHCS O€3
KOPPEKIHUH J103.

Hrpakonason BzaumopencTeue He U3y4asnoch.
Kerokonason ITo3zaxoHasou, MOIIHBII
Tosakonason unruburop CYP3A4, wMoxer
MOBBIIIATh KOHIIEHTPAaLUIO
STpaBUpHUHA B IIasme.

I/ITpaKOHaSOJ'I N KCTOKOHA30JI

SABJIAKOTCSA MOIITHBIMH
WHTHOUTOpaMH, a TaKkxKe
cybcTpaTamu, CYP3A4.
CoBMecTHOE CHCTEMHOEC

MNPUMCHCHUC UTPAKOHA30J1a UJIN

KCTOKOHAa30Jla MW  Ipfrapara

OtpaBupun-OC MOXKET

[Ipenmapatr OtpaBupun-O®C u 31H
MPOTHUBOIPUOKOBBIE CPEICTBA MOTYT
MPUMEHSATHCS 0€3 KOPPEKLIUH J103.
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HOBBILIATL KOHIIEH}PAIHIO [TOCTEOOBATENEHOCTE 0004]
JTpaBUpHUHA B IIazMme. B 1o xe

BpeMs KOHLEHTpaLus

UTPaKOHAa30J1a WIn

KETOKOHA30J1a B IIJIa3M€ MOXKET

CHW)KATbCA IIOJ BO3JCHCTBUEM

npenapata OtpaBupuH-DOC.

BopukoHnason BopukoHnason IIpenapar OtpaBupun-OC 51

200 mMr 2 pasza B

AUC 1 1,14 (0,88-1,47)

BOPHKOHA30JI MOTYT [IPUMCHATBHCA

CYTKH Cmin T 1,23 (0,87-1,75) 0€3 KOPPEKIIUH J103.

Cmax | 0,95 (0,75-1,21)

OTpaBUpPUH

AUC 11,36 (1,25-1,47)

Cmin T 1,52 (1,41-1,64)

Cmax T 1,26 (1,16-1,38)
CPEACTBA JIJIA JIEHEHW A MAJISIPUA
Apremerep | | Apremerep IIpy  coBMECTHOM  IIPUMEHEHUHU
mroMeaHTPHH AUC | 0,62 (0,48-0,80) npernapara OtpaBupun-OC u
80 / 480 wmr, 6 103 | Cmin | 0,82 (0,67-1,01) KOMOWHAIMH apremerep /
yepes 0, 8, 24, 36, | Cmax | 0,72 (0,55-0,94) aroMe(paHTPHH Tpebyercs

48 u 60 gacos

AuruapoapTeMU3MHUH
AUC | 0,85 (0,75-0,97)
Cmin | 0,83 (0,71-0,97)
Cmax | 0,84 (0,71-0,99)
JromedanTpun

AUC | 0,87 (0,77-0,98)
Cmin « 0,97 (0,83-1,15)
Cmax <> 1,07 (0,94-1,23)
OTpaBUpPUH

AUC < 1,10 (1,06-1,15)
Cmin g 1,08 (1,04—1,14)
Cmax < 1,11 (1,06-1,17)

TIIAaTeJIbHOE HAOJII0IEHHE 32 OTBETOM
Ha MPOTUBOMAISPUNHYIO TEpaIuIo,
IIOCKOJIbKY 3HAYUTEJIbHOE CHUYKEHUE
KOHLIEHTpallUu apTeMeTepa U €ro
aKTHUBHOTO MeTaboIunTa,
JUTHIpOAPTEMU3MHUHA B  ILIa3Me,
MOKET TPUBOAUTH K CHUKCHHUIO
MIPOTUBOMAJIAPUNHON

spdexTuBHOCTH. Koppekuuu m03b1
npernapata  OtpaBupuH-O®C  He

Tpebyercs.

[MPOTUBOTYBEPKVYIJIE3HBIE ITPEITAPATBI

Pudammnunun
Pucdanentun

BzaumopeiicTBue He U3ydaIOCh.
Pudamnuuua u  pudaneHTHH
MOTYT CHMXKaTh KOHIIEHTPAIUIO
STpaBUpPHHA B IJIa3Me.

[Ipenapar OtpaBupuH-OC
clenyeT PUMEHS T B
KOMOMHaIMKU ¢ OyCTUPOBAHHBIM
UHTHOUTOPOM MIPOTEA3BI.
CoBMmecTHOE IPUMEHEHNE
pudamnuHa u

KomMOuHaimst He peKOMEH1yeTCsl.
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OyCTHpPOBAaHHBIX  WHIU

IIpOTEa3bl MPOTUBOIIOKA3aHO.
Pugabyrun [Tpu coBmecTHOM npuMeHeHnu ¢ | KomOuHanmo npernapara
300 mr 1 pa3 B | OyctupoBaHHBIM HHTUOUTOpOM | DTpaBupuH-OC ¢ OyCTUPOBAHHBIM
CYTKH MpOTEeasbl: UHTHOUTOPOM POTEas3bl u

HccnenoBanue JeKapCTBEHHBIX
B3aUMOJCUCTBUI HE
IIPOBOJWIIOCH. CornachHo
HMCTOPUYECKUM JTaHHBIM MOXKHO
0XKUJIaTh CHIDKEHUS
KOHIIEHTPAllUW JTPaBUPHHA B
IUIa3ME, a TaKXKC IOBBIIICHUS

KOHIIeHTpauuu pudadbytuHa u

0CO0€EHHO 25-0O-
ne3aneTmipudadyTuHa B
IU1a3Mme.

be3 coBMeCTHOrO NMPUMEHEHHUS C
OyCTUPOBAaHHBIM HWHTHOUTOPOM
mporeasbl  (4TO HE  SBISCTCS
PEKOMEH/IOBAaHHBIM TIOKa3aHUEM
K MPUMCHEHHIO dTPaBUPHHA):
PudabyTtun

AUC | 0,83 (0,75-0,94)

Cmin | 0,76 (0,66-0,87)

Cmax | 0,90 (0,78-1,03)
25-0-ne3aneruaprdadyTHH
AUC | 0,83 (0,74-0,92)

Cmin | 0,78 (0,70-0,87)

Cmax | 0,85 (0,72-1,00)
OTpaBUpPUH

AUC | 0,63 (0,54-0,74)

Cmin | 0,65 (0,56-0,74)

Cmax | 0,63 (0,53-0,74)

puhadyTHHOM clielyeT MPUMEHSATD C
OCTOPOXKHOCTBIO, YUUTHIBAS PHCK
CHWKCHHUS KOHI[EHTPALIUU

3TpaBUpUHA U HOBBILICHUS
KOHIIeHTpauuu pudadytuna u 25-0O-
nesaunetunapudadyTuHa B ILIa3Me.
Pexomennyercs TILATEJIBHOE

Ha6J'IIOI[eHI/Ie 3a BUPYCOJIOTHYECKHUM

OTBETOM U CBSI3aHHBIMU c
pudadbyTuHOM HEeXenaTeIbHBIMU
peakuusamu.  Crnenyer  H3Yy4uTh
uHpopMaLll0 O  IPUMEHIEMOM
OyCTUPOBaHHOM UHTHOUTOpE
POTEa3kl, 9TOOBI NPaBUIBHO

CKOPPEKTUPOBATH 103y pruadyTHHA.

BEH30IMA3EITMHBI
Junazenam B3aumoneiictBue He uzyyanoch. | Cienyer paccMOTPETh albTepHATUBY
IIpeanomnaraercs, 4To 3TpaBupuH | AHA3CIaAMYy.
Ooyner MOBBIIIATH
KOHLIEHTPALMIO JMa3ernaMa B
IasMe.
INTFOKOKOPTUKOCTEPOU/IBI
JlexcameTa3oH B3aumoneiictBue He u3ydanoch. | JlekcaMerazoH (CHCTEMHO) ClEIyeT
(cuctemHoO) [Ipeanonaraercs, YTO | IPUMEHATH C OCTOPOXKHOCTBIO WITH

JCKCaMCTa30H 6YI[CT CHHIXKATb

pPaccMOTpPECTh AJIBbTCPHATUBHBIC
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KOHUEHTPALUHIO 3TpaBHpPHUHA B

e = B8t 07 o

1a3me.

AJIUTCIIBHOTO TPUMCHCHU .

SCTPOI'EH-COAEPXAIIME KOHTPALIEIITUBHbI

E IIPEITAPATDI

DTUHUIACTPAINOI
0,035 mr 1 pa3 B
CYTKH
Hopatunnpon

1 mr 1 pa3 B cyTku

BTHHI/IHBCTDaI[I/IOJ'I

AUC 1 1,22 (1,13-1,31)
Cmin e 1,09 (1,01—1,18)
Crmax 1 1,33 (1,21-1,46)

Hopatunnpon
AUC « 0,95 (0,90-0,99)

Cnmin | 0,78 (0,68-0,90)
Cmax <> 1,05 (0,98-1,12)
OTpaBUpuH

AUC <2

Cmin —?

Cmax(—)a

KoMOuHanmst KOHTpalenTHBOB Ha
OCHOBE OCTPOr€HOB U /
porecTepoHa u npernapara
OtpaBupuH-OC MOXKET MPUMEHATHCS

U1

0€3 KOPPEKIUH J103.

[IPEITAPATBEI TIPSIMOI'O TIPOTUBOBUPYCHOI'O JEWCTBUSA JUIA JIEYEHUSA

I'EITATUTA C

PuGaBupun BaumoneiictBue He uzydanoch, | KomOuHanus npenapara ITpaBUpUH-
HO HE oxugaerca | ®C  u  pubaBupuHa  MOXKET
JIeKapCTBEHHBIX MPUMEHSTHCS €3 KOPPEKLIUH J103.
B3aUMOJCICTBUN, YUYUTBIBasA
MOYEUHBI  IyTh  BBIBEACHUS
pubaBupuHa.

JakmnaracBup BaumoneiictBue He nzydanoch. | CoBMECTHOE IPUMEHEHHUE Tpernapara
IIpu coBmectHOM mnpumeHeHuH | ITpaBupuH-OC U makiaTacBuUpa He
npenapara ITpaBupuH-OC U | peKOMEHyeTcs.

JaKiaTacBupa BO3MOXHO
CHIDKCHHE KOHIICHTPAITUH
JlaKJIaTacBupa.

DnbacBup / | B3aumopeticTBue He u3y4anoch. | COBMECTHOE MIPUMEHEHUE

rpa3onpeBup IIpy cOBMECTHOM NPUMEHEHUH | MPOTUBOMOKA3aHO.

npenapata OtpaBupuH-OC  u
KOMOUHAIMH anbacBUp /

Tpa3o0peBUP MOKCT CHHUIKATHCA

KOHIIEHTpanus dnbacBupa U
rpazonpeBupa,  OpPUBOIA K
CHIKEHUIO 150:4

TepaneBTuYecKoro 3 dexra.

PACTUTEJIbHBIE ITPEITAPATDI

IIpenapatst
3Bepo0os

(Hypericum
perforatum)

BzaumopeiicTBue He U3ydaIOCh.

[Mpenmonaraercs, 4TO
npenaparsl  3Bepobos  OyayT
CHHMXKAaThb KOHIOCHTpPAIUIO

3TpaBHpHUHA B IUIa3Me.

KomOuHnanus He peKOMEeHyeTcsl.

WNurunduropst I'MI'-KoA-penykrassl
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AropBactaTuH
40 mr 1 pa3 B cyTKH

ATopBacTaTuH

TicomBmHatiis hpHapath SrpanHpun-

AUC | 0,63 (0,58-0,68)
Cmin H/O

Cmax 1 1,04 (0,84-1,30)
2-TUJIPOKCU-aTOPBACTATHH
AUC 1 1,27 (1,19-1,36)
Cmin H/O

Cmax 1T 1,76 (1,60-1,94)
OTpaBUpUH

AUC « 1,02 (0,97-1,07)
Cmin<+> 1,10 (1,02-1,19)
Cmax <> 0,97 (0,93-1,02)

dC mu
MIPUMEHSTHCS 0€3 KOPPEKITNH 103, HO

aTopBacTaTuHa MOXKET
MOXKET HOTpe60BaTBC$I U3MCHCHUC
J03bl aTOPBACTATHHA B 3aBUCUMOCTH
OT KJIMHHUYCECKOI'O OTBETA.

®dnyBacTaTuH
JloBactaTun
IIpaBactatnn
PosyBacratun
CumBacTaTuH

B3anmoaeiicTBre HE N3y4anoch.
He oxunaercsa B3anMoaeiCTBUN
MEXIy  IpaBaCTaTUHOM u
npenapatoM OtpaBupuH-OC.

JloBactaTuH, pO3yBacTaTUH U
CHMBACTaTHH
cyoctparamu CYP3A4, u npu
COBMECTHOM

SABJIAKOTCA

IIPUMCHCHHUU C

[pernapaToM OtpaBupun-OC
KOHLIEHTpaLUs TUX
WHTHOUTOPOB I'MI'-KoA-
peaykTassl B IUIa3ME MOXET
cHU3UThCA.  DuyBacTaTUH U
po3yBacTaTuH

Mmetabonuzupytorcss CYP2C9 u
TP COBMECTHOM IIPUMEHEHUH C

IpenapaTom OtpaBupun-OC
KOHLIEHTpaLUs yKa3aHHbIX
UHTHOUTOPOB I'MI'-KoA-
peayKkTa3sl B IUIa3ME€ MOXKET

IIOBBICUTBCH.

MoxkeT mnoTpeOoBaThCS KOPPEKIUs
1103 yKa3aHHbIX HHTHOUTOpOB ['MI -
KoA-penyxrassl.

BJIOKATOPBI Ho-THCTAMHWHOBBIX PELIEIITOPOB

Panutunun OTpaBUpUH IIpemapatr OtpaBupun-®C Moxer
150 mr 2 pasa B | AUC | 0,86 (0,76-0,97) NPUMEHSThCST ¢ Onokaropamu Ho-
CYTKH Chmin H/O TUCTAMMHOBBIX  pelentopoB  0e3
Cmax | 0,94 (0,75-1,17) KOPPEKIUH J103.

NMMVYHOIEITPECCAHTbI

[Muxnocnopun B3aumoneiictBue He u3ydanock. | Cienyer coOmoAaTh OCTOPOXKHOCTD
Cuponumyc [Ipenmnonaraercs, 4To ITPAaBUPHUH | IPU  COBMECTHOM IPUMEHEHHH C
Takponumyc OyZeT CHW)XaTh KOHIIEHTPALUHU | CHCTEMHBIMH

LUKJIOCIIOPHHA, CHUPOJIMMYyCa H
TaKpOJIMMYyCa B IUIa3Me

UMMYHOCYNpEeCcCaHTaMH, T.K. TpHU
COBMECTHOM IMIPUMCHCHUU C
IpenapaTom OtpaBupun-OC
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KOHILICHTPaLUH LUKJIOCIIOPHHA,
CHUpOJIMyCa U TakpoiuMyca B
Ij1a3Me.
HAPKOTUYECKHE AHAJIBI'ETUKIA
Meragon B | R(-) MeTamon [To naHHBIM KIMHHYECKOTO CTaTyca,
WHIMBHTy ATbHOU AUC < 1,06 (0,99-1,13) BO BpeMsl W IIOCJI€ COBMECTHOTO
1103€, Cmin< 1,10 (1,02-1,19) IPUMCHCHHS c npernapaToM
Bappupytomieit 0T | Cmax <> 1,02 (0,96-1,09) OtpaBupua-OC, u3MEHEHUE 03Bl
60 mr no 130 mr 1 | S(+) mMeTagon MeTa/IoHa HEe TPeOOBAIOCH.
pa3 B CyTKH. AUC « 0,89 (0,82-0,96)

Cmin <« 0,89 (0,81-0,98)
Cmax < 0,89 (0,83-0,97)
OTpaBUPUH

AUC - *

Cmine?

Chax <@

UHT'UBUTOPBI ®OCOOANICTEPA3BI TUIIA 5 (D/1D-5)

Cunpenadun Cunpenadun [lpy  COBMECTHOM  TPUMCHEHUU
50 mr omnokparHo | AUC | 0,43 (0,36-0,51) unrudutopoB ®JI3-5 u mpenapara
Tananadun Cmin H/O OtpaBupun-O®C 11 moydeHUs
Bapnenadun Cmax | 0,55 (0,40-0,75) JKeIaeMoro KimHu4Yeckoro 3ddekra
N-necmeTricmiaenadun MOXET TOTPeOOBATHCS KOPPEKIUS
AUC | 0,59 (0,52-0,68) 10361 HrHONTOpa ®J12-5.
Cmin H/O
Cmax | 0,75 (0,59-0,96)
AHTUATPET'AHTBI
Knonunorpen ITo mauubIM in Vitro, sTpaBupun | B KauyecTBe Mepbl
unrubupyer CYP2CI19. Takum | npeaocTOpoXKHOCTH COBMECTHOE
o0pa3oM, ATpaBUPUH MOXKET | IPUMEHEHUE ITpaBUpPUHA u

MHTHOMpOBaTh TpaHCchOpMALINIO
KJIOMMUAOTpENa B €ro aKTUBHBIN
MeTabouT, UHTHOUPYSI
CYP2C19 in vivo. Kniuanyeckas
JAHHOTO

HE

3HAYUMOCTD
B3aUMOJEHCTBUSA
IIPOJEMOHCTPUPOBAHA.

Kionugorpeiia HE pCKOMEHAYCTCA.

VHIMBUTOPBI [TPOTOHHOM ITOMITBI

Owmenpa3zon
40 mr 1 pa3 B cyTKH

OTpaBUPUH

AUC 10,41 (1,22-1,62)
Chin H/O

Cmax T 1,17 (0,96-1,43)

IIpenapar OtpaBupun-O®C  Moxker

MMPUMCHATHCA C I/IHFI/I6I/ITOpaMI/I

IPOTOHHON MOMITBI 0€3 KOppPeKLUU

J03.

CEJIEKTUBHBIE UHTTUBUTOPLEI OBPATHOI'O 3AXBATA CEPOTOHMHA (CHO3C)
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20 mr 1 pa3 B cytku | AUC « 1,03 (0,90-1,18) MPUMEHSITBCSI C TAPOKCETHHOM 0e3

Cmin | 0,87 (0,75-1,02) KOPPEKIHH J103.

Cmax <> 1,06 (0,95-1,20)

OTpaBUPUH

AUC < 1,01 (0,93-1,10)

Cmin e 1,07 (0,98—1,17)

Cmax <> 1,05 (0,96-1,15)

% CpaBHEHUE OCHOBAHO Ha JIaHHBIX UCTOPUYECKOIO KOHTPOJISL.
b YccnenoBanue nmpoBoaMIOCh C IPHMEHEHNEM TeHo(hoBHpa au3onpokcria gymapara 300 mr 1
pa3 B CyTKH.
[Ipumeuanue: B UCCIIEJOBAHUAX JIEKAPCTBEHHBIX B3aMMOICHCTBUM HCIIOJIB30BAIUCH PA3JINYHBIC
JeKapCTBeHHbIE (OPMBI W/WIM O3Bl 3TPABHPHHA, KOTOPHIE MPHUBOAMIM K OIMHAKOBOU
KOHIICHTpAallUM 3TpaBUpPHHA B ILJIA3ME€ M, CIEJOBATEIIBHO, B3aUMOJACHCTBUSA, PEJICBAHTHBIEC IS
OJTHOM JIEKAPCTBEHHOW (hPOPMBI, pEJIEBAHTHBI TS IPYTHX.

eTH
HccenenoBanus B3aMMOIEHCTBUHM IPOBOJUINCH TOIBKO Y B3POCIIBIX.
4.6. ®epTHIBHOCTD, 0€PEMEHHOCTH U JIAKTALUSA
bepemeHHOCTD
B kauecTBe o01iero npasuiia npu BeIOOpE aHTUPETPOBUPYCHOTO Ipemnapata i tepanuu BIY-
UHOEKIH y OEpEeMEHHBIX JKEHIIMH U, KaK CJIEJICTBHE, CHIKCHHUS PUCKA BEPTUKAIBHON Mepeaadn
BHNY HOBOpOXIEHHOMY, TaHHBIE, MOJYYEHHBIE HA KUBOTHBIX, TAKKE KaK U KJIMHUYECKUN OMBIT
OpUMEHEHHUs Yy OepeMEHHBIX JKEHIIWH JOJDKHBI OBbITh NPUHATHI BO BHUMaHME JUIS OLEHKU
0€30I1acHOCTH JUIA TUI0/1A.
[IpoHUKHOBEHHE Yepe3 IUIALleHTy HaOI0Aanoch y OEpeMEHHBIX KpbIC, HO HEU3BECTHO,
CYLLECTBYET JIM TpaHc(ep dTpaBUpUHA Yepe3 IUIALEHTY Y OepeMeHHBIX *KeHIIMH. MccnenoBanus
Ha JKMBOTHBIX HE IMOKAa3aJd NPSIMOIO WM KOCBEHHOI'O BPEJHOTO BO3JEWUCTBUS B OTHOILIEHUU
OepeMEeHHOCTH, SMOPUOHATIBHOI0/(PETATLHOTO PA3BUTHUS, POIOPA3PELICHHS WM TOCTHATAILHOTO
pa3Butusa. Ha OCHOBaHNU NaHHBIX, TOJYYEHHBIX HA )KUBOTHBIX, PUCK IIOPOKOB PA3BUTHSA Y JIFOEN
ManoBeposaTeH. KilnHnyeckue faHHbIe He BBI3bIBAIOT O€CIIOKOMCTBA MO TOBOAY 0€30MacHOCTH, HO
OHM KpallHE OTpaHUYCHBI.
JlakTanus
OTpaBUPHH BBIAEIAETCS C IPYAHBIM MOJIOKOM Yy U€JIOBEKa.
B kauectBe obmiero mpaBuia, marepsMm, nHpuuupoBanHbiM BUY, He pekomenayeTcsi rpyaHoe
BCKapMJIMBaHHUeE JIE€TEN HU MPU KaKUX 00CTOATENbCTBAX BO n30exkanue nepenaun BUY-undexumu.

DdepTUabHOCTD
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CMNEPTHOMY OTYETY

3pdeKxTa B OTHOILIECHHM CIAPUBAHUSA WIM (PEPTHIBLHOCTH NpPU MPUMEHEHHWU STPaBUPHUHA HE
Ha0JII0AAJIOCH.

4.7. BausiHde HA CNOCOOHOCTH YIPABJIATHL TPAHCIOPTHBIMHM CpeICTBAMH W padoTaTh ¢
MeXaHU3MaMHu

[Tpemapar OtpaBupuH-OC OKa3bIBaCT MHUHHMAIBLHOEC BIHMSHHE HA CIIOCOOHOCTH YHPABISATH
TPAHCHOPTHBIMH CPEJICTBAMU M paboOTaTh ¢ MeXxaHu3MaMmH. VccienoBaHUI BIMSHUS Mpernapara
OtpaBupun-OC Ha CHOCOOHOCTH YMNPaBIATh TPAHCHOPTHBIMU CpPEICTBAaMU U paboTaTh C
MEXaHU3MaMH He NpoBOAMIIOCH. HekenaTenbHble peakluu, TaKHe KaK COHJIMBOCTh U
TOJIOBOKPY>KEHHE, O KOTOPBIX COOOIIANIOCH Y MAIMEHTOB, MPUMEHSBIIUX ITPABUPHUH, TOJKHBI
OBITH IIPUHATEI BO BHUMAHUC IIPHU OLICHKC CIIOCOOHOCTH ManueHTa yHIpaBJIATbh TPAHCIIOPTHBIMU
CpeIcTBaMU M paboTaTh C MEXaHU3MaMH.

4.8. HexkesiaTesIbHbIE peaKIIHU

Pesrome nipoduiis 6e3onacHocT

HaubGonee yacteiMu HexenarenbHbIMU peakuusiMu (dactota >10%) y1r000i cTeneHu TAKECTH,
OTMEUYCHHBIMH NP PUMEHEHNUH STPAaBUPHUHA, OBUIN CHINb, JUApes, TOIIHOTA U TOJOBHAsI OOJIb.
YacToTa npekpalieHus Teparuy B CBSI3H C JI000i HEe)KeNaTelbHONW peakIuel B UCCIeOBAHMIX
¢a3b1 11l cocraBuia 7,2% B rpyInie nauueHTOB, MOJIy4YaBIINX STPABUPHUH.

Haubonee gacToii HeXeNaTeIbHON peakiuel, IPUBOIAIICH K OTMEHE TEpAIiy, ObUIA CHIITb.

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

HexenatenbHble peakiM y MAIMEHTOB, MOJYYaBIINX ATPABUPHH, MPEACTaBIeHbl B Tabnuile
Hioke. HexemnarenbHble peakiliy MEPEUNCICHbI B 3aBUCHMOCTH OT CHCTEMHO-OPTaHHOTO Kjlacca
9acTOTHl. B paMKax KakJoi KaTeropuH 4acTOThI HEXKeIaTeNbHBIC PEaKIMH IPEICTaBICHB B
NOPSIIKE  CHIDKEHHS CEepbE3HOCTH. YacTOThl BO3HHUKHOBEHHS HEKENATEIbHBIX —peaKInil
orpesenacHbl Kak oueHb yacto (>1/10), gyacto (>1/100, Ho <1/10), neuacro (>1/1000, no <1/100),
penko (>1/10 000, o <1/1 000), ouens penko (<1/10 000), yacTroTa Hen3BecTHa (Ha OCHOBAHHH
UMEIOIMXCS JTaHHBIX OLCHUTH HEBO3MOKHO).

Heoicenamenvhvie peakyuu, HabmMo0a8uiecs: 8 KIUHUYECKUX UCCLe008AHUSIX IMPAGUPUHA U 6

nOCMpe2UCmpayuoHHOM nepuooe

CucremHo-opransbii knacc | Hacrora HexenarenbHble peakunn

Hapywenus co cmoponsr | HacTto TpombouuToneH s, aHeMus, CHUKEHUE YhCIia
Kposu u Jaumghamuueckou HEUTPOPHUIIOB

cucmembl Heuwacro CHuxeHue unciia JeNKOLUTOB

Hapywenus co cmoponwvr | Hacto ['Mnep4yBCTBUTEIBHOCTD K IIPEMapaTy
UMMYHHOU CUcmeMmbl Heuwacro CHHIpPOM BOCCTAHOBJIEHHS HMMYHHUTETA
Hapywenus memabonruzma u | Yacto CaxapHsrii nuaoer, TUTIEPTIIUKEMUS,
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JTUNONPOTENHOB HU3KoM motHocTH (JITTHIT),
TUIIEPTPUTIIUUEPUIAEMUS], TUMEPIUNUAECMUSA,
JUCIIUNUAEMUS, AHOPEKCUS

Icuxuueckue napywenus Yacro TpeBoxHOCTH, OECCOHHMIIA, HAPYIICHUS CHA
Heuwacro CrnyTaHHOCTh ~ CO3HaHUS, JI€30pPHEHTALUs,
HOYHBIE KOIIMaphl, HEPBO3HOCT,

naToJIOTrM4CCKUEC CHOBHUACHN A

Hapywenus co cmopounsi | Ouenb yacto | ['onoBHast 60715

HEPBHOUL cCuCmeMmbl Yacro [lepudepuyeckast HelponaTHs, MapecTe3nH,
TUIECTEe3UH, aMHE3HU s, COHJIMBOCTD
Heuwacro Cynoporu, 0OMOpOK, TpeMOp, TUIIEPCOMHUS,
HapylIeHHe BHUMaHUs
Hapywenus co cmoponwr | Hacto HeuérkocTs 3penus
op2aHa 3peHust
Hapywenuss co cmoponwvr | Heuacto Bepturo
opeama cuyxa u 1adupuHma
Hapywenus co cmoponwvr | Hacto NupapkT muokapma
cepoya Hewacro OuOpHILIAIUS Tpeacepanii, CTeHOKapIus
Hapywenua co cmoponer | Yacto ['uneprensus
cocy008 Penko I'emopparuueckuii UHCYJIbT
Hapywenus co cmoponwvr | Hacto Opplilka Ipyu Harpy3Ke
ObixamenbHou cucmemslt, | Hewacto Bbponxocnasm
O0p2aHOo8 2pYOHOU KIemKU U
cpedocmenust
Kenyoouno-kuweunvie Ouenb yacto | [luapes, TomHOTa
Hapywenus Yacto I"actponzodareansHas peditokcHas 001€3Hb,
pBOTa, 0ONH B JKUBOTE, B3JIyTHE JKUBOTA,
METEOpPU3M, T'aCTPUT, 3aop, CyXOCTh BO PTY,
CTOMATUT, NOBBIIIEHHE AKTUBHOCTU JIUIA3bl,
MOBBILICHHE aKTUBHOCTU aMMJIa3bl B KPOBU
Heuwacro [Tankpeatur, KpoBaBasi pPBOTA, IO3BIBBI Ha
pBOTY
Hapywenus co cmoponwl Yacro IToBbI1IEHNE aKTUBHOCTH
neyeHu U Hcendesbl8o0AUIUX aJlaHMHaMUHOTpaHC(epasbl (AJIT),
nymeii MTOBBIIIICHHE AKTUBHOCTH
acrapraramMmuHoTpancdepassl (ACT)
Heuwacto I'emaTut, cTeaTo3 neueHu, IUTOJIUTHYSCKAN
renaTuT, TernaToMeraius
Hapywenus co cmoponvi Ouenb yacto | Coinb
KOJICU U NOOKOJICHBIX mKanel | Yacto HouHast NOTIMBOCTE, CYXOCTh KOXKH, IIPYPUTO
Heuacro AHTHOHEBPOTHYECKUI OTEK?, OTEK JHIIa,
TUIEPTUAPO3
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MyJIbTH(GOpPMHAs SpuTeMa’

Ouens penko | Tokcuueckuit anuaepManbHbIN HEKPOJIN3?,
DRESS-cunapom”

Hapywenus co cmoponul Yacro [ToueyHast HEIOCTaTOUYHOCTD, ITOBBILLICHUE
NOYeK U MOUEeBblBOOAUSUX KOHIICHTpAIlMU KPEaTUHUHA B KPOBHU
nymei

Hapywenus co cmoponwvr | Heuacto ['muexomactus

PEenpoOYKMUBHOU Cucmemsl U
MOJIOUHBIX Jicenie3

Obwue napywenus u peakyuu | 9acto YTomiseMocThb

6 Mecme 66e0eHUs Heuwacro 3aTOpPMOKEHHOCTh

* HexxemaTeapbHBIC peakliny, HaOMIOMABIINECS B KIIMHUYCCKUX HCCICIOBaHUAX, OTIHIHBIX oT DUET-1 n
DUET-2.
® HesxenatenbHble peakiuy, HAOII0AABIIHECS B TOCTPETUCTPALIMOHHOM HEPHOJIE.

Onucanue OTACIBHBIX HECXKCIATCIbHBIX DeaKHI/Iﬁ

Coino

Yamie Bcero KOXHAas ChHIMb OblIa JIGTKOW WM YMEPEHHO BBIPQKCHHOW, B IIEJIOM SBJISUIACH
MAaKyJISIpHOM, MaKyJIonamya€3H0M WK S)puTeMaTO3HOM, Yallle BCEro BO3ZHUKaJIa Ha BTOPOU Hezene
Tepanuu U peako Habmroganack nocie 4-ii Henenu. B OoNbIIMHCTBE CilydaeB Takasl Chlllb He
TpeboBaja CHELUaIbHOrO JIeYeHHs M OOBIYHO Hcue3ana yepe3 |-2 Henmenu Ha (QoHe
pojoJpKarolerocs Jeuenust. Yacrora ceinu B rpymnmne 3TpaBupusa B uccienopanusx DUET Obia
BBIIIE Y )KEHII[MH, YEM Yy MY>KUUH (O BOSHUKHOBEHHUH CBIITM CTENIEHU 2 U BbIIlIE COO0IIAIOCh ¥ 9 U3
60 [15,0%] sxennmu u y 51 u3 539 [9,5%] MykuuH; 00 OTMEHE TEpalvu B CBA3U C CHIMBIO
coobmanock y 3 u3 60 [5,0%] xenmun n'y 10 u3 539 [1,9%] myxunn). He otmeuanocs paznuanii
B CTENEHU TSHKECTU ChIMM WM MPEKPALeHUs] Tepalluy B CBSI3U C MOJIOBOW MPUHAAJIEKHOCTBIO.
Knununyeckue qaHHble OTpaHUYEHbI, HENb3S UCKIIIOUATh YBEIMUEHUE PUCKA PA3BUTHSI PEAKIUI CO
CTOPOHBI KOXM Yy MAalMEHTOB C KOKHBIMM peakuusMy, cBa3anHbiMu ¢ HHUOT, B anamuese.
Memabonuueckue napamempoi

Macca Tena M KOHIEHTpalMs JMIMIOB W IJIIOKO3bl B KPOBH MOTYT BO3pacTaTh BO BpeMs
MPUMEHEHUS aHTUPETPOBUPYCHOM Tepanu.

CunOpom 6occmanosienus UMMyHUMema

VY namuentoB ¢ BUY-undexumeir u TOXKETBIM HMMMYHOAE(DUIIMTOM HAa MOMEHT Hauaia
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOMN T€paIMK MOXKET BO3HUKATh BOCHAIIUTEIbHAS PEAKIHs Ha
OeccUMIITOMHBIE MJIM OCTaTOYHbIE onmopTyHHcTudeckue uHpexnuu. CoolIianoch Takke o

cillydasiXx pa3BUTHUA ayTOMMMYHHBIX 3a0onieBanHuii (Hampumep, Oosiesnn I'peliBca u
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ayTOMMMYHHOTO TeraThTa), HO BpeMs Hadaja 3a6oneBélﬂh%-:MﬁaWé€;%M%&Ho,

BIUIOTH 10 MHOTHX MECAIIEB C MOMEHTA Hayajia Teparuu.
Ocmeonexpos

CooOmranoch 0 ciayyasx pa3BUTHS OCTEOHEKPO3a, OCOOEHHO Yy MAIUMEHTOB ¢ (DaKTOpamMH pHUCKa,
pactpoctpanénnoit BUY-undexuueir wiM UIMTEIbHBIM TNPUMEHECHHEM KOMOMHHPOBAHHOW
AHTUPETPOBUPYCHOM Tepanuu. YacToTa pa3BUTHUSI OCTEOHEKPO3a HEM3BECTHA.

[Ipoune 0coObIe MONVYIISLIUA

Tayuenmoi ¢ koungexyueii supycom cenamuma B u/unu eupycom cenamuma C
CormacHo pesysbraraMm o0beIWHEHHOTO aHayim3a JaHHbIX uccienoBannii DUET-1 u DUET-2,
4acTOTa Pa3BUTHUS HAPYIICHUH (QYHKIMHM IMEYCHH OblIa HECKOJIBKO BHINIC Yy IAIMEHTOB C
KOMH(EKIMEH, MMOTyYaBIINX 3TPABUPHH, Y€M Yy MAMEHTOB ¢ KOMH(EKIMeH B TPpyIe miamnedo.
[Tpenapat OtpaBupun-OC n10KEH NPUMEHATHCS Y ITUX MAIUEHTOB C OCTOPOKHOCTBIO.

eTu
Oruenka 0€30MacHOCTH y AeTeil u moApocTKOB (0T 1 10 18 1eT) ocHOBaHa HA ABYX UCCIEIOBAHMIIX
B ojiHoi#t rpymne. PIANO (TMC125-C213) — sto uccnenoBanue dassi I, B kotopom 101 martueHT
Bo3pacte ot 6 10 18 net, unpunuposanusiii BUU-1 u panee npuHUMaBIINii aHTUPETPOBUPYCHBIE
mpemnapaTsl, NPUMEHSI OSTPaBUPUH B KOMOMHALIMM C JIPYTUMH aHTUPETPOBUPYCHBIMU
npenaparamu. TMC125-C234/IMPAACT P1090 — sto uccnenoBanue ¢assi I/11, B koTopom 26
NalMeHToB B Bo3pacte oT 1 mo 6 ner, mHpunmpoBanHeix BUY-1 u paHee npuHUMABIINX
AHTUPETPOBUPYCHBIE Tpenaparbl, MNPUMEHSUIM OSTPaBUPUH B KOMOWHAIUU C JAPYTUMH
AHTUPETPOBUPYCHBIMH MpenapaTamMu.
B wuccanepoBanusx PIANO u TMC125-C234/IMPAACT P1090 uactora, THII U TSKECTh
HE)KeJlaTeJIbHbIX PEaKIUi y neTell ObUIM CpaBHHMBI C TaKOBBIMU BO B3pOCIION momyisuuu. B
uccinenoBannu PIANO o cbimu gatie cooOmianocs y Juil )KEHCKOTO T0Ja, YeM Y JIUIl MY>KCKOTO
nosa (ChIlb CTEMEHHU TsHKeCTH >2 Habmoganack y 13/64 (20,3%) aui sxkeHckoro moja u'y 2/37
(5,4%) nuir My»CKoOro 1oja; 00 OTMEHE TeparyK B CBSI3U C CHINBIO cO00IIanocs y 4/64 (6,3%)
mutt skeHckoro nona u'y 0/37 (0%) nuir myskckoro mosa. Yarie coinb Oblia JIETKOW WM CpeHen
CTETICHH TSHKECTH, MAKYJISIPHOTO/MAMyJISPHOTO THIIA U TOSBISIACH Ha BTOPOH HeJene Teparuu.
Chinib ObUTA B OCHOBHOM CaMOOTPAaHUYHMBAIOIICHCS U B OCHOBHOM pa3peliaiach B TeueHue |
Hezenu Ha (oHe IpoAoIIKaroLIeiics Tepaniu.
B nmocTpeructpaiinoHHOM peTpOCHEKTUBHOM KOTOPTHOM MCCIIEI0BAaHUH, LIETBIO0 - KOTOPOTO OBLIO
000CHOBaHUE NOJITOCPOUHOTO Mpoduist 6e3onacHocTH dTpaBupruHa y BUY-1 nHbumpoBaHHBIX

JeTeil ¥ MOJPOCTKOB, MOJYYaBIIMX 3TPABUPHH C JPYTUMHU aHTUPETPOBUPYCHBIMH IpenapaTamMu
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(N=182), o cunapome CrtuBeHca-/I)KOHCOHA C o6manog;3|'%%8%&'%&38%'@;{:0];6%'Ei:t%ﬁ 1o

CPaBHEHHIO C YaCTOTOM B KIIMHMUYECKUX UCCICIOBAHUSX Y B3pocibix (<0,1%).

COOGH.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmath 0 TOI0O3pEBAaEMbBIX HEXKENATEIbHBIX PEaKIUAX IOCIE pPETrUcTpaIuu
JIEKAapCTBEHHOTO Tpernapara ¢ 1eJbl0 00eCIICUeHHs] HEPEPHIBHOTO MOHUTOPUHTA COOTHOIICHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOIo mpemnapara. MeauIMHCKUM pabOTHHUKAM PEKOMEH]YyEeTCs
co00IaTh O JIFOOBIX TOI03PEBACMBIX HEXKEIATEIBHBIX PEAKIUAX JCKAPCTBEHHOTO IMpernapara
yepe3 HallMOHAJIbHBIE CHCTEMBI COOOIIEHUS O HEXENIATeIbHBIX PEaKIUAX rOCyIapCTB — YWICHOB
EBpasuiickoro "»KOHOMHUYECKOTO COr03a:

Poccniickas @enepanus

OenepanibHas ciryx0a 1o Ha30py B cdepe 3npaBooxpanenus (Pocsnpasuamazop

Anpec: 109012, r. MockBa, CriaBstHCKas IUIOIIa b, 1. 4, cTpoeHue |

Tenedon: +7-800-550-99-03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHON ceTH «VIHTepHET» !

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

4.9. llepeno3upoBka

CHMIITOMBI

JIaHHBIX O CUMNTOMAX MEPE03UPOBKU ITPABUPHHA B HACTOSIIIEE BPEMs HET, OHAKO, BEPOSITHO,
4yTO HanboJiee YacTble HEeXKeNaTeNbHbIE PEaKkIUu IMPH MpHEeMe TPaBUPHHA, TaKHe KaK ChIIb,
Juapes, TOITHOTAa U TOJIOBHAs 001b, OyIyT Hanbosee YacThIMU CUMITOMAaMHU.

JleueHme

Her crnenuduueckoro anTuaora s JEYSHHUS TEPEIO3UPOBKH OITpaBUPUHOM. Tepamus
nepeno3upoBKH mpemnaparoM DTpaBupuH-OC BKIIOYaeT 00IIKe MOAIEPKUBAIOIINE MEPBI, B TOM
yrcine HaOMIoJeHHe 3a JKU3HEHHO BaXHBIMU MapaMeTpamMH M KIMHUYECKUM COCTOSHUEM
nanuenTa. [1oCKONbKY STpaBUPWH 3HAYUTEIBHO CBSI3bIBAETCA C O€nmKamu, IWaau3 BpsI K

MIPUBEIET K 3HAYUTEILHOMY BBIBEICHUIO JEHCTBYIOLIETO BELIECTBA.

5. DPAPMAKOJIOTMYECKHE CBOVCTBA

5.1. ®apmakoaMHaAaMHUYeCKHe CBOMCTBA

®apMakoTepaneBTHUECKasi TpyIIa: MNPOTUBOBUPYCHBIE CPEACTBA CHUCTEMHOIO JICWCTBUA,
MPOTUBOBUPYCHBIE CPEACTBA TMPSMOTO NEHCTBUS; HEHYKJICO3UTHBIE MHTHOMTOPHI OOpaTHOMH

TPAHCKPHUIITA3HI.

Kox ATX: JOSAG04

25


mailto:pharm@roszdravnadzor.gov.ru
http://www.roszdravnadzor.gov.ru/

COOTBETCTE '1~"!ET _E_I‘iﬁ. CMNEPTHOMY OTYETY

ot 28.03.2024 Nz 6080

(NOCNEQCBATENEHOCTE 0004)

MexaHu3M IeHCTBUS

OTpaBUPHH SIBIISETCSI HEHYKJICO3UAHBIM HMHTHOMTOpOM oOpatHoW Tpanckpunrtazsl (HHHUOT)
BUpyca uMMyHoJedunura yenoseka — BHUY-1. DTpaBupuH HEMOCPEICTBEHHO CBS3BIBACTCS C
obpatHoit TpaHckpunTazoi u 6mokupyer PHK-3aBucumyro u JIHK-3aBucumyro aktusaocts JJHK-
HOJIMMEpasbl, BbI3bIBAs pa3pyllIeHUE KaTaIUTHYECKUX YYaCTKOB 3TOro (hepMeHTa.

I[IpoTHBOBUPYCHAS AKTUBHOCTSH IN Vitro

DTpaBUPHUH MPOSIBISLET aKTUBHOCTH B oTHOIeHUH BY-1 nukoro tuna B T-KI€TOYHBIX TUHUSAX U
MEPBUYHON KYyJIBTYpPE KJICTOK C MEIAMAHOW 3HA4YeHHH cpeaHed 3((EKTUBHON KOHIICHTpAIUU
(ECs0) ot 0,9 1o 5,5 amMoab. DTpaBUpUH 00/1a1a€T AKTUBHOCTHIO B OTHOIICHUH IIIMPOKOTO Kpyra
Bo30yaureneir BUY-1 rpynmet M (moxrunst A, B, C, D, E, F, G) u nepuunbix u3onstoB BUY-1
rpynnsl O, 1715 koTopbix 3HaueHus: ECso Bappupyrot ot 0,3 1o 1,7 amonb u ot 11,5 1o 21,7 Hmonb,
COOTBETCTBEHHO. XOTS 3TPAaBUPUH JAEMOHCTPHPYET aKTHBHOCTH iN VIFO B OTHOIICHHH IUKOIO
turma BUY-2 ¢ meauanoii 3nauennii ECsp ot 5,7 mo 7,2 MxMoub, aedenne nHpexkuun BIY-2
STPABUPUHOM HE PEKOMEHAYETCS B CBSI3U C OTCYTCTBHUEM KIMHUYECKUX JAHHBIX. DTPAaBUPUH
COXpaHseT aKTUBHOCTH MPOTHUB mTaMMOB BIY-1, pe3ucTeHTHBIX K HYKIICO3UTHBIM HHTHOUTOpaM
obOparnoit Tpanckpuntazpl (HUOT) w/mnu wmnrubutopam mnporeassl (MII). B momonnenwue,
3TPAaBUPUH JIeMOHCTpHUpYyeT KpaTHoe usMeHenue ECso < 3 nmpotus 60% u3 6171 ximHHYECKUX
n30J51TOB, pe3ucteHTHbIX K HHUOT.

Pe3ncTreHTHOCTD

O¢ddekTuBHOCT, 3TpaBUpPUHA B OTHOLIEHHWH pe3ucTeHTHocTH K Apyrum HHUOT B nHauane
TEpanuy B OCHOBHOM ObljIa MpOaHAIN3UPOBaHa C 3TPAaBUPUHOM, IPUMEHSIBILIUMCS B KOMOUHAIIMN
¢ mapyHaBupom/putonaBupoM (uccienoBanus DUET-1 u DUET-2). YcunenHbie HHTHOUTOPBI
poTeasbl, TaKHe Kak JapyHaBUP/pUTOHABUp, MOKA3bIBAIOT Oojiee BBICOKUN Oapbep
PE3UCTEHTHOCTH II0 CPAaBHEHHMIO C JPYTMMM KJAaCCaMU aHTUPETPOBUPYCHBIX IIPENApaTOB.
[TorpannyHoe 3HaueHUE CHMXKEHHOM 3((EKTUBHOCTH ATpaBUpUHA (>2 MyTalMi, CBA3aHHBIX C
ATpaBUPUHOM, B Hayajie Teparuu) NpUMEHseTCsl, KOTrJa 3TPaBUPHUH UCIIOJIb3YETCSl B KOMOMHALIUN
¢ ycunenHsiM UII. OTo morpannyHoe 3HaYeHHE MOXKET OBITh HI)KE MPHU MPUMEHEHUU CXEMBbI
KOMOWHUPOBaHHOH aHTUPETPOBUPYCHOM TEpanuu, KOTOpas He colepKUT ycuineHHbii UL

B wuccnenosanusix ¢azer [II DUET-1 u DUET-2 myrtanusiMp, KOTOpble Haubosiee YacTo
Pa3BUBAJIUCH y IMALMEHTOB C BHUPYCOJOTMYECKOW HEyAadel, NMPUHUMABIIUX CXEMBI TEpaIlnH,
conepskaniue drpasupud, oputr V1081, V179F, V1791, Y181C u Y181l u 00b19HO BO3ZHUKAIH HA
(oHe MHOXecTBa APYTruX MyTalui, cBsi3aHHbIX ¢ pe3ucteHTHOCThI0 K HHMOT. Bo Beex npyrux

UCCIIIOBAaHUSAX, NPOBEIEHHBIX ¢ 3TpaBUpuHOM y BUY-1 uHOUIMPOBAHHBIX NalMEHTOB,
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IlepekpecTHas PE3UCTEHTHOCTD

He pexomenyercst IpoBOAUTD JiedeHHE 3(PaBUPEH30M /WM HEBUPAITMHOM Y IMallMEHTOB MOCIE
BHPYCOJIOTMYECKOI HeyAauu Py MPUMEHEHUN STPaBUPUH-COACPKAILIUX CXEM.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

XapakTepucTUKd  (papMaKOKMHETHKH JTpaBHUpUHA HM3Y4YAJIUCh Yy B3POCIBIX  3JI0POBBIX
JTIOOpOBOJIBIIEB M Y B3pOCHBIX M jaerei ¢ mHpeknueir BNUY-1, panee mosrydaBImx JIe4YCHHE.
KoHnentpanus sTpaBupuHa B muiazme 0pi1a HemHoro Hrke (35-50%) y marueHToB ¢ nHQpEKuen
BHY-1 no cpaBHEHUIO CO 3I0POBBIMH JI00pOBOJIBIIAMH.

Pacuérnble mapameTphl MOMyIsIUOHHON (papMakoKknHeTUKU 3TpaBupuHa 200 Mr 2 pa3a B CyTKHU Y

B3pocibix ¢ nHpeknuert BUY-1 (o0bennHEHHBIC JaHHBIC HccaeaoBanuil ga3bl 111 Ha Henene 48)*

[TapameTpsl OtpaBupun 200 mr 2 pa3a B CyTKU

N =575

[Tnomane moa KPUBOM «KOHIICHTPALIUS-BPEMSD)

(AUC2 ) (ar*ua/mi)

I'eomerpuueckas cpeaHss + cranmapTHOe oTKIIoHeHne 4522 +4710

Menuana (auamna3oH) 4380 (458 — 59084)

HavanpHas kOHIEHTpaus penapara B KpOBU

(Cou.) (ur/™M)

I'eomeTpuueckas cpenHsis = cTaHAapTHOE OTKIOHeHne |297 + 391

Menuana (nuana3oH) 298 (2 —4852)

* Bce mauuentsl ¢ uadexnueii BUU-1, BkiatouéHHble B KIMHUYecKue uccienoBanus ¢asel 1,
nojy4anu KomMOuHaiuo aapyHasup/puroHasup 600/100 Mr 2 pa3a B CyTKH B KauecTBe 0a30BOM
tepanuu. Takum oOpa3oM, pacuéTHble mapamMeTpsl (apMaKOKMHETHKH, YKa3aHHBIE B TaOuIle,
YUUTBHIBAIOT CHUKEHHE TIapamMeTpoB (HapMaKOKMHETHKU JTpaBUpUHA TPU OAHOBPEMEHHOM
NPUMEHEHUH OJTpaBUpUHA M KOMOWHAIMHM JapyHaBup/putoHaBup. [Ipumeuanue: cpenHss
CKOppEKTHPOBaHHAs O CBsi3bIBaHUIO ¢ Oenkamu ECso s knetok MT4, undunupoannsix BUU-

1/1IB in vitro, cocraBiser 4 Hr/mi.

AOGcopOnus
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BuyTtpuBenHas ¢opMa BBeAE€HUS ~ITpaBUPHHA '@RO:C'—IIHQ,E'“%%M§ Clapeoitotnan

OMOJOCTYIIHOCTh 3TpaBHpHHAa HeusBecTHa. [locrme mpuema BHYTpb C MUIIEH MaKCHMallbHas
KOHIICHTpPALUS 3TPABUPHHA B TJIa3Me JIOCTUTAETCS B T€UCHHUE 4 U.

Y 310pOBBIX JOOpPOBOJIBLIEB Ha BCAChIBAHME OSTPaBUPHUHA HE BIMSUIO NPUMEHEHUE BHYTPh
pPaHUTHIMHA WJIM OMETPa30Jia, JIEKApCTBEHHBIX CPEJCTB, MOBbIamux pH xenynka.

Bausnue nuwu na ecacvieanue

Cucremnas sxcnosunus (AUC) sTpaBupuHa CHWXKanach npubausurenbHo Ha 50% npu npueme
HATOLIAK MO CPaBHEHHIO C MPUMEHEHHUEM Iociie npueMa numu. Takum obOpazom, mpemapar
OtpaBupuH-dOC ciegyeT NpUHUMATH OCIIE MpUeMa MHUILIH.

Pacnopenenenne

In vitro okoso 99,9% sTpaBupHHa CBS3BIBACTCS OCIKaMHU IUIa3Mbl KPOBH, MTPEUMYIIECTBEHHO C
anbOymuHOM (99,6%) u ¢ ou-KuciabiM rukornporenHoMm (97,66 — 99,02%). Pacnpenenenue
STpaBUPHUHA B JIPYTHX JKUIKOCTAX (HAIpUMEp, CIMHHOMO3TOBYIO JKHJIKOCTh, CEKPEThI MOJOBBIX
OpraHoOB), Y YeJIOBEKa HE U3y4aJoCh.

Buorpancdhopmariusa

DKCIEepUMEHTSI IN Vitro ¢ MUKpOCOMaMu [EYSHH YeI0BEKa MOKa3alld, YTO ITPABUPHUH B OCHOBHOM
IOJIBEPraeTcsi OKUCIUTEIbHOMY METaboNIM3My IOJA JCHCTBUEM IEYEHOUYHBIX H30(EpMEHTOB
cemerictea CYP450 (CYP3A) u, B menpuieii crenenu, cemerictea CYP2C, ¢ mocnenyromieit
[IFOKYPOHU3ALACH.

OIMMUHAIMA

[Mocne npuema BHYTph 103bl MedeHoro *C-stpaBupuna 93,7% u 1,2% mnpuHATONH 103BI
00HapyXUBaJIKCh B KaJIe U MOUY€, COOTBETCTBEHHO. Ha /107110 HEM3MEHEHHOT0 3TpaBUPHHA B KaJie
npuxogminock 81,2 — 86,4% npunsTol 1036l B Mode STpaBUpHH B HEM3MEHEHHOM BHJE HE
oOHapy>xeH. KoHeuHbIi STUMHUHALMOHHBINA NIEpUO/] 3TPaBUPHHA cocTaBisgeT 0kosio 30 — 40 4.

IloyeuyHas HEAOCTATOYHOCTh

PapMaKOKMHETHKA JTPaBUPUHA HE M3y4dajach y IMAIMEHTOB C ITOYEYHOM HEIOCTATOYHOCTBIO.
CorylacHO pe3yJibTaTaM Macc-0alaHCOBOTO MccienoBanus “*C-3TpaBUpHHA C PaJMOAKTHBHOM
METKOH, ¢ MOYOW BbIBOAWUTCS MeHee 1,2% BBen€HHOW a03bl ATpaBUpUHA. HenmzmeHEHHBIN
npenapaTr B MOY€ He BBIABISUICA, IO3TOMY BIUSHHE HApYLIEHUs (YHKLIUHU MOYEK HA BBIBEICHUE
3TpaBHPUHA JIOJKHO OBITh MUHUMAaJIbHBIM. [I0CKONBKY 3TpaBUPHUH 3HAYUTENBHO CBSI3bIBACTCS C
OenkaMM IUIa3Mbl, BO3MOYKHOCTh €TI0 3HAUYUTEIBHOIO BBIBEICHHUS C ITOMOIIBI0 TeMOAMATIN3a WIIN
MIEPUTOHEAIBHOIO IUAIN3a MaJIOBEPOATHA.

IIeueHOYHAs HEAOCTATOYHOCTD
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DTpaBUPUH META00JIM3UPYETCS U BHIBOJIUTCS B NIEPBYIO @%Eﬁ%&éﬁﬂﬁﬂ%gﬁeg&gﬁﬁﬁj rIe

IPOBOJMIIOCH CPAaBHEHHE § MAIIMEHTOB C HapyIIeHUEM (PYHKIIMHU [TEYEHH JIETKOW CTEIICHU TSKECTH
(xmacc A no mkane Yauna-ITeto) ¢ 8§ cOOTBETCTBYIOIMMU KOHTPOJBHBIMUA yYaCTHUKaMU U §
NAlMEHTOB C HapylleHWeM (QYHKLUHU MEeYeHU CpeAHel cTeneHHu TskecTu (kiaacc B mo mikane
Yaitng-IIpt0) ¢ 8 COOTBETCTBYIOIIMMHM KOHTPOJIbHBIMH YYaCTHHUKaMH, (PapMaKOKHHETHUYECKHE
[IOKAa3aTeIM MPU UCIIOJIb30BAHUU PA3JIMYHBIX /103 3TPABUPUHA HE OTIMYAINCHh Yy MAlMEHTOB C
HapylmeHrneM (YHKUUHU MEYeHU JIETKOM M cpefHel creneHd TsokecTd. OHAKO, KOHICHTPALUs
HECBSI3aHHOTI'O ATpaBUpUHA HE H3Mepsigach. MOXHO OKUAATh IOBBIINIEHUE C KOHIEHTPALUU
HECBSI3aHHOI0 3TpaBHpuHa. Koppekius 103bl y NAlMEHTOB C HapylleHHEeM (YHKIHMM ME4YEeHU
JErKOW M CcpelHed CTEeneHH He Tpedyercs, OJHAKO, CIEAyeT cOONI0JaTh OCTOPOXKHOCTH Yy
NAIMEeHTOB C HapylIeHWeM (DYHKIUH MeYeHU cpenHei crternenu. [IpuMeHeHune STpaBUpHHA HE
U3y4aloch y JIML ¢ TSDKENBIM HapylieHueM GyHkuuu neyenu (kiaace C no mkane Yaitna-ITero) u
HO3TOMY ITPOTUBOIIOKA3aHO.

JInia moKmjioro Bo3pacra

CornacHo pe3yibTaTaM aHaJM3a MOIMYJSIIUOHHOW (DapMaKOKMHETHKH y mamueHtoB ¢ BUY-
uHpekuen, (apMakKOKMHETHKAa STPaBUPHHA 3HAYMTEIbHO HE pa3ivyajlaCh B H3yYEHHOM
BO3pacTHOM JuamnasoHe (ot 18 no 77 ner), npu 31oM 6 cyOBbEKTOB OBbLIM B BO3pacTe 65 neT win
cTapuie.

Buusanue nosa

He mnaOmonanoch 3HAUMTENbHOW pa3HUIBI (apMaKOKMHETHUYECKMX MapaMeTpoB MEeXIy
MYKYMHAMH U JKeHIIMHaMH. B uccnenoBanust ObUIO BKIIOUYEHO OTPAaHUYEHHOE YHCIIO JKEHINIKH.
Bausinue pacel

CornacHo pe3yJbTaTaM aHaIN3a MOMYJISIIHOHHON (apMaKOKMHETHKN 3TPABUPUHA y TTAIUEHTOB C
BUY-undexnueit, paca He oka3blBaja BIMSIHMA Ha CUCTEMHYIO KOHIIEHTpPALMIO 3TPaBUpPHHA B
IU1a3Me y TpeJcTaBUTeNed eBpONEOUHON M HErpoMJHOM pac, a TakXke JaTMHOAMEPHKaHIIEB.
dapMaKOKHHETHKA Y APYTUX pac U3ydeHa HEJTOCTaTOYHO.

Ko-undekims supycamu renarura B n/mmu C

CornacHo pe3ynbpTaTaM aHajlu3a MOMYJISAIMOHHON GapMakokMHEeTHKU B uccienoBanusx DUET-1
u DUET-2, oTmeuanoch CHMXXEHHE KIMpeHCa (TMOTEHLMAIbHO MPUBOJSAIIEE K MOBBIIICHUIO
9KCIO3ULUU U U3MEHEHHUIO NMpoduiisi 0€30MacHOCTH) 3TpaBUpHHA y MAIMEHTOB ¢ WHGeKuuen
BUNUY-1 u xo-undexuueii Bupycamu remnatuta B w/mmm C. B cBsi3u ¢ Tem, 4TO JaHHBIE O
NPUMEHEHHH Y NAIlMEeHTOB ¢ Ko-uH(ekuei Bupycamu renaruta B n/nnm C orpaHudeHsl, ciaenyer
cOOJII0JIaTh OCTOPOXKHOCTh NpPU NMpUMEHEHUH npenapara DTpaBupuH-PC y yKazaHHBIX TPyl

MaIeHTOB.
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oT 25.03.2024 Nz 6080

(MOCNEODBATENBEHOCTE 0004)

bepeMeHHOCTE M HOCIEPOIOBLINA IIEPUOT

B uccnenoanun TMC114HIV3015 nsyuanocs npuMeHnenue 3tpasupusa B 103e 200 mr 2 pasa B
CYTKH B KOMOMHALIUY C APYTUMH aHTUPETPOBUPYCHBIMHU TpenapaTamMu y 15 6epeMeHHBIX KESHITHH
Bo |l u III TpumecTpax GepeMeHHOCTH, a TaKXKe B MOCIEPOAOBOM mepuonae. O0Imas cucteMHas
9KCIIO3UIUS ATpaBUpUHA B IazMe mociie npuéma 200 mr 2 pasa B CyTKH B paMKax CXEMbI
AHTUPETPOBUPYCHOU TEPAITUH B L[EJIOM ObLIa BBIIIE BO BpeMsi OEpEMEHHOCTH, YEM IOCIIE POIOB.
Pa3nuria Oblia MeHee BBIPaKEHHOM [T KOHIIEHTPAIIMH CBOOOIHOTO STPaBUPHHA.

VY JkeHIWH, mojaydaBmux dTpaBupul mo 200 mr 2 pasa B CyTKH, BO BpeMsi OEpEMEHHOCTH IO
CPaBHEHMIO C IOCJIEPOJOBBIM IEPUOJIOM OTMEYAIHUCh Oo0Jiee BBICOKHME CpEIHUE IOKa3aTelu
MaKcuManbHOH KoHneHTpanun B miasMe (Cmax), AUCi2¢« M MHHMManbHON KOHLEHTPAllUH B
wiazmMe (Cmin). DT mapaMeTpbl ObUIM CPaBHUMBI MEXIY BTOPBIM M TPETBUM TPHUMECTPaMU
OCpPEeMEHHOCTH.

[TapameTpsl hapMaKOKMHETHUKH OOIEro ATpaBUpHHa nocie npuéma stpaBupuna 200 mr 2 pasza B
CYTKM B PaMKaX CXEMbl aHTUPETPOBHPYCHOM TEpallid BO BTOPOM TpUMECTpe OEpPEMEHHOCTH,

TPEThEM TPUMECTPE OEPEMEHHOCTH U IIOCIIE POJOB

PapMaKkOKMHETHKA OtpaBupun 200 mr 2 | OtpaBupun 200 mr 2 | OtpaBupun 200 mr 2
3TpaBHpPUHA pasza B CYTKH, IOCJIE | pa3a B CyTKH, BTOPOH | pa3a B CyTKH, TPETUH
Cpeee . | ponos TPUMECTP TPUMECTP

N =10 O0epeMeHHOCTH OepeMeHHOCTH
CTaHAapTHOE
OTKJIOHEHHE (MeraHa) N =13 N =10?
Chin, HT/MIT 269 + 182 (284) 383 + 210 (346) 349 + 103 (371)
Cmax, HT/MIT 569 + 261 (528) 774 + 300 (828) 785 + 238 (694)
AUC2 «, Hr*u/mMa 5004 + 2521 (5246) 6617 + 2766 (6836) 6846 + 482 (6028)

2 n=9 ma AUCi2 .

Kaxnas mamueHTka cioykuia CBOMM COOCTBEHHBIM KOHTpOJIEM, M HpPU BHYTPUCYOBEKTHBIX
cpaBHeHUSIX 001IKe 3HAYCHUS Cmin, Cmax 1 AUC 12 4, 3TpaBupuna 66utn B 1,2, 1,4 u 1,4 pasa Beie,
COOTBETCTBEHHO, BO BTOPOM TpHUMECTpe OEpPEeMEHHOCTH IO CPaBHEHHIO C MOCIEPOJOBHIM
nepuoaoM, u B 1,1, 1,4 u 1,2 pa3a Bblllle, COOTBETCTBEHHO, B TPETHEM TPUMECTpE OEPEMEHHOCTH
10 CPAaBHEHUIO C ITOCJIEPOAOBBIM IIEPUOIOM.

eTH
dapMaKOKMHETHKA dTpaBUprHa Oblia n3ydena y 122 nanuenroB ¢ BUU-1 undexnueii B Bozpacre

or 1 nmo 18 n;er, paHee mMoOJy4YaBIIMX AHTUPETPOBUPYCHYIO Tepamnuio. bbpUlo MmokazaHo, 4TO
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N ylo OO0
oT 25.03.2024 Nz 6080

CHCTEMHas DKCIIO3UITUS STPAaBUPHUHA CPABHUMA ( mxom@%&bﬁ%ﬁ@ﬁgﬂgﬁﬂﬁ%Tﬁ ) F‘]'SII/II%)i/IH B

no3e 200 mr 2 pasa B I€Hb.

ITapamerps! papmakokuneTuku 3tpaBupuHa (AUC 24 1 Co«.) IIpeacTaBiIeHbl B TAOIUIE HUXKE.
Ilapamempolr papmaxokunemuxu smpasupuna y oemeu om 1 0o 18 nem ¢ ungexyuer BUY-1,
paHee nonyyasuiux neverue (ananus oanHvlx Heoeau 48 uccreoosanuit TMC125-C234/\IMPAACT

P1090 u PIANO)

Jlnama3oH Bo3pacta >1romango<2ner | >2merno<6ier 6 ner no < 18 ner

(rojte) (Koropra II) (Koropra I)

[Tapamerp OTpaBUpUH OTpaBUpUH OTpaBUpUH
N=6 N =15 N =101

AUC12h (areu/mi)

I'eomerpuueckas 3328+3138 3824 +3 613 3729 +4 305

cpennsisi = CranmapTHoe

OTKJIOHCHHUC

Menmana (lmanazon) | 3390 (1148 —9989) | 3709 (1221 — 12 999) ' 4 560 (62 — 28 865)

Con (ar/m)

I'eomerpuueckas 193 + 186 203 + 280 205 + 342
cpennsisi = CrannmapTHoe
OTKJIOHEHHE
Menuana (/{namaszon) 147 (0*—503) 180 (54 —908) 287 (22 276)
* ¥V opHoro cyObekrta B koropre |l HayanmbHBIE KOHLIEHTpAaMM 3TPaBUPHHA OBLIM HIDKE Ipenena

O6Hapy>¥(eHI/I$I BO BpEM:A BU3UTA OLICHKH HHTSHCUBHOM CpapMaKOKI/IHeTI/IKI/I.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelleCTB

OrpaBupuH-PC, 25 mr, TabaeTKu

I'mapoxcunponuameruesionosa (I'unpomertosa) E-5
Hemmono3a mukpokpucramnyeckas 101

Hemmtono3a mukpokpucranandeckas 200
Kpockapmennosa Hatpus

Kpemuust 1TMOKCH KOJITTOWIHBIN

Marnus creapat

Kapbokcumerniakpaxmain HaTpus
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(MOCNEODBATENBEHOCTE 0004)

KpocnoBumon (tum A)

OrpaBupuH-PC, 100 mr, TabiaeTKu

I'unpokcunponunmerminemitonosa (I'unpomennosa) E-5
[enmrosio3a Mukpokpuctamuimdeckas 101

[enmrosio3a Mukpokpuctamuimdeckas 200
Kpockapmenno3a Harpust

KpemHuus 1MoKcuI KOJIIOUAHBII

Maruus creapat

Kapbokcumeruiakpaxman HaTpust

KpocnoBunou (tun A)

Orpasupua-PC, 200 Mr, TabIETKH

I'uapokcunponunmeruieioaosa (I'unpomeniosa) E-5
[enmrosio3a Mukpokpuctamuimdeckas 101

[emmronosa mukpokpuctaunyeckas 200
Kpockapmenno3a Harpust

Kpemuust 1MoKcu KOJITOUAHBIN

Marnus cteapar

KapOoxcumeTunkpaxman HaTpus

KpocnoBunon (tun A)

6.2. HecoBMecTUMOCTD

He nmpumenumo

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

2 rona.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NIPH XPAHCHUHU
Xpanuts npu temneparype He Boie 30 °C.

6.5. XapakTep u coaepkaHue NePBUYHON YIAKOBKHU

Orpasupua-PC, 25 mr, TabiaeTkn

[To 10 TabneTok MOMEIIAIOT B KOHTYPHYIO SIUEHKOBYIO yNMakoBKY M3 IuieHkd [IBX u donbru
AJIIOMUHHMEBOM I1€YaTHOH JIAKUPOBAHHOM.

ITo 20, 30, 60, 90 TabneTok BMECTe C JABYMs MaKeTUKaMH CHJIMKaresis (C mpeayrnpeauTeabHON
HAAMKUChIO O HECHhEJTOOHOCTH BIIArOMOTJIOTUTEINS/CUIIUKArelid) TOMeNlaloT B OaHKy U3
MOJINATUIIEHA HU3KOTO JABJIEHUS C KPBILIKOM HATATMBAEMON C KOHTPOJIEM NEPBOIO BCKPBITHUS.

CB00OIHOE TMPOCTPAHCTBO 3AMOJHSIOT BaTOW MEIUIIMHCKOM Trurpockonuueckoi. Ha OaHky
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HAKJICUBAIOT STUKETKY U3 OyMaru 3TUKETOYHOM MIIN nn@éﬁ;ﬂﬁ&lﬁﬁoﬁaﬂbﬁ{'sﬁ Kﬁ%ﬁ%ﬁo&

CaMOKJIESLYIOCS.

ITo 120 TabyeTox BMecTe C ABYMs ITaKETUKaMH CUJIMKAress (C NpeaynpeInTeNbHON HaAMChIO O
HECHEIOOHOCTH BJIArONOITIOTUTENS/CUITMKAressl) MOMEeNaloT B OaHKy M3 MOJUATHIIEHA HU3KOTO
JABJICHUSI C KPBIIIKON HATATMBAEMON C KOHTPOJIEM IEPBOro BCKpbITHsI. CBOOOIHOE MPOCTPAHCTBO
3aIOJIHAIOT BaTOW MEUIIMHCKOM TMTrpOCKonn4Yeckoil. Ha 0aHKy HaKIenBalOT STUKETKY U3 OyMaru
ATUKETOYHOUW WJIM MUCYEH, WU U3 MOJUMEPHBIX MATEPHUAIIOB, CAMOKJIESAIIYFOCS.

ITo 2,3, 6,9 win 12 KOHTYPHBIX AYEUKOBBIX YIIAKOBOK BMECTE C JINCTKOM-BKJIAJIBIIIIEM TOMENIAIOT
B MAYKy U3 KapTOHA JJIsl MOTPEOUTENbCKONW Tapbl MOArPYIN XPOMOBBIA WIIM XPOM - 3p3all, WK
JPyroro aHaJOTHYHOTO KadecTBa. Ha mauky MOKeT ObITh HaKJIeeHa CaMOKJIESIIAsICs STUKETKA C
MapKUpPOBKOU M3 OyMaru STUKETOYHOM WM MHUCYEH, UM U3 MOJUMEPHBIX MarepuaioB. [lauku
MOMENIAIOT B TPAHCIOPTHYIO Tapy.

I[To 1 Ganke BMecTe ¢ TUCTKOM-BKJIA/IbIIIIEM [TOMEIIAIOT B TAUKY U3 KapTOHA I MOTPEOUTENbCKON
Tapbl MOArPYII XPOMOBBIM MM XpOM-3p3all, WM JPYroro aHajioru4yHoro kayecrsa. Ha mauky
MOYET OBITh HaKJIECeHa CAMOKJIEAIIAsICA ITUKETKA C MAPKUPOBKOM M3 OyMaru 3TUKETOYHOU WIIH
NYCYeH, WINA U3 MOJIUMEPHBIX MaTepUanoB. J[OMOIHUTENBHO HA NAYKy MOTYT HaKJIEUBaTh OJIMH
WM JIBA IPO3PAYHBIX (PUKCUPYIOLIUX CTHKEPA U3 TOJTUMEPHBIX MaTepuanoB. [lauku nomemarot B
TPAHCIIOPTHYIO Tapy.

Orpasupua-PC, 100 Mr, TabIeTKH

[To 10 TabneToxk MOMeEIIAIOT B KOHTYPHYIO sIU€HKOBYIO yNakoBKY M3 IuieHkd [IBX u donbsru
AJIIOMUHHMEBOM I€YAaTHOH JIAKUPOBAHHOM.

ITo 20, 30, 60, 90 TabneTok BMECTE C JABYMs MaKeTUKaMH CHJIMKaresis (C mpeaynpennTeabHOn
HAAMKHChIO O HECHhEJTOOHOCTH BIIATONOIJIOTUTEINS/CUIIUKArelid) TOMEeHlaloT B OaHKy U3
MOJINATUJIEHA HU3KOTO JABJIEHUS C KPBILIKOM HATATMBAEMOM C KOHTPOJIEM NEPBOTO BCKPBITHUS.
CB00OOIHOE MPOCTPAHCTBO 3AMOJHSIOT BaTOW MEIUIMHCKOM rurpockonuueckoi. Ha OGaHky
HAKJIEMBAIOT 3TUKETKY U3 OyMaru 3TUKETOYHOM WM MHUCYeH, UM U3 TOJUMEPHBIX MaTepHalIoB,
CaMOKJIESLYHOCS.

I[To 120 Tabnerok BMecTe ¢ TpeMs MAaKeTHKaMH CHIMKaress (C npeaynpeauTeabHON HalMUChIO O
HEChEZOOHOCTH BIIAromnorjoTUTENs/CHIINKAress) MOMEIAloT B OaHKY M3 MOJIMITHIIEHA HU3KOTO
JABJICHUSI C KPBIIIKON HAaTATMBAaeMOMN ¢ KOHTPOJIEM IEPBOro BCKphITH. CBOOOAHOE MPOCTPAHCTBO
3aIOJIHSIIOT BaTOM MEIMIIMHCKON rurpockonuueckoil. Ha 6aHky HakjIenBaroT 3TUKETKY U3 Oymaru
ATUKETOYHOW MJIM MUCYEN, UM U3 MOJIMMEPHBIX MaTepUaJIOB, CAMOKJIEALIYIOCS.

I1o 2,3, 6,9 unu 12 KOHTYPHBIX TUEUKOBBIX YIIAKOBOK BMECTE C JJUCTKOM-BKJIA/IBIIIIEM TOMEUIAIOT

B MAYKy M3 KapTOHA JJIsl MOTPEeOUTENbCKONW Tapbl MOATPYII XPOMOBBIA WIIM XpOM - 3p3all, WK
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JPYroro aHaJOTMYHOro KadecTBa. Ha mauky mdxer Gurth Haxdeena EH‘T\IO@HM&&CE%M@IM c

_NNEPTHOMY OTYETY

MapKUPOBKOW M3 OyMaru 3TMKETOUHOW WM MHUCYEH, WM U3 MOJMMEPHBIX MarepuanoB. [lauku
IIOMELIAIOT B TPAHCIOPTHYIO Tapy.

ITo 1 6aHke BMecTe C IMCTKOM-BKJIa/IbIILIEM IIOMEILAIOT B [TAYKY U3 KapTOHA AJIsl HOTPEOUTEIbCKON
Tapbl MOATPYII XPOMOBBIM WM XPOM-3p3al], WIX JPYroro aHaJlOrM4HOro kadecrsa. Ha mauky
MOYET OBITh HaKJICCeHAa CAMOKJIEAIIAsICA ITUKETKA C MAPKUPOBKOM M3 OyMaru 3TUKETOYHON WIIH
NMACYEH, WIN U3 MOJIMMEPHBIX MAaTepUasoB. J(OIIOJHUTEIBHO HA Ma4YKy MOT'YT HAaKJIEUBAaTh OJUH
WY JIBa IPO3PAYHbIX (PUKCUPYIOIIUX CTUKEpa U3 MOJIMMEPHBIX MaTepuaioB. [lauku nomemaroT B
TPAHCIIOPTHYIO Tapy.

OrpaBupuH-PC, 200 mr, TabIEeTKH

[To 10 TabmeToKk MOMEMIAOT B KOHTYPHYIO SYEHKOBYIO ymakoBKy u3 1uieHku [IBX u domnbru
AJTIOMUHHMEBON MEYaTHOM JIAKUPOBAHHOM.

ITo 20, 30, 60, 90 wm 120 TabmeTok BMeCTEe C TpeMs NAKETHKaMU CHIMKarens (c
peaynpeIuTeIbHON HaIIHChIO O HEChETOOHOCTH BIIArOMOTIIOTHTESI/CHITMKAress ) TOMEIIAloT B
0aHKy U3 MOJUATHIICHA HU3KOTO JABJIEHUS C KPBIIMIKOM HATATHBAEMOW C KOHTPOJIEM IE€PBOTO
BCKpBHITUS. BO3MOXHO 3amoiiHEHHME CBOOOJHOTO MPOCTPAHCTBA BaTOW  MEAMIIMHCKON
rurpockonuyeckoil. Ha 0aHky HakJIeuBalOT STUKETKY U3 OyMaru STUKETOUYHOM WM MHUCUeH, WiH
U3 MOJIMMEPHBIX MaTEPUAIIOB, CAMOKJIESIIIIYOCS.

[To 2,3, 6,9 nnu 12 KOHTYpPHBIX SIYEHKOBBIX YIIAKOBOK BMECTE C JINCTKOM-BKJIAbIIIIEM IIOMELIAIOT
B MAYKy U3 KapTOHA JJIs MOTPEeOUTENbCKOW Tapbl MOATPYIIN XPOMOBBIA WM XPOM - 3p3all, WU
JPYroro aHaJOTUYHOTO KavyecTBa. Ha mauky MoXeT ObITh HaKlIeeHa CaMOKJIesIascs TUKEeTKa C
MapKUpPOBKOW M3 OyMarud STUKETOYHOM WM MHUCYEH, UK W3 TOJUMEPHBIX MarepuaioB. [lauku
MOMEIIAIOT B TPAHCIOPTHYIO Tapy.

I[To 1 Ganke BMecTe ¢ TUCTKOM-BKJIA/IbIIIIEM [TOMEIIAIOT B TAUKY U3 KapTOHA I MOTPEOUTENbCKON
Tapbl NOJArPYII XPOMOBBIA WIIM XPOM-3p3all, WK APYTOro aHAJIOTMYHOro kadectBa. Ha mauky
MOET OBITh HAKJIEEHA CAMOKJIESIIAsICSI 3TUKETKA ¢ MAPKUPOBKOM U3 OyMaru 3TUKETOUYHON HIIH
MUCYEH, WA U3 TOJTUMEPHBIX MaTepuasoB. J[OMONHUTENBHO HA MAYKy MOTYT HaKJIEUBATh OJUH
WM JIBA IPO3PAYHBIX (PUKCUPYIOLIUX CTHKEPA U3 TOTUMEPHBIX MaTepuanoB. [lauku momemaroT B
TPAHCHOPTHYIO Tapy.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  mNpenapara WJIM  OTX0JA0B, TOJYYEHHBIX TOcCJe NPUMEHEeHus!
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIMYJIAIMHU C PenapaToM

Bech ocraBmmiics jekapCTBEHHBIN MpenapaT U OTXO/IbI CIEAYET YHUUTOXKHUTh B COOTBETCTBUH C

YCTAaHOBJICHHBIMH HaAIMOHAJIBHBIM 3aKOHOJATCIIECTBOM Tpe60BaHI/I${MI/I.
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7. IEPKATEJ b PETUCTPAIIMOHHOTO|Y TOCTOBEPER¥EH | E/1EHUCTE 0004]

Poccniickas @enepanvs

000 «Dapmadonm»

123182, r. MockBa, BH.Tep.I. MyHHIIUNIAIbHbIA OKpyT LllykuHo, yn. ABuanuonsas, a. 77, k. 2,
nomert. 92/1

Ten.: +7 (495) 925-07-95

Anpec snekrponHo# nmoutsl: info@pharmafond.ru

7.1. llpeancraBuTeib AepKaTesisi perucTPAIMOHHOT0 YA0CTOBEPEeHUA

Ilperen3un noTpedbuTENE HAIPABIIATE IO AAPECY:

Poccuiickasa ®@eoepayus

000 «PapmacunTe3-TrOMEHBY

625059, TromeHnckast 00:1., T. TromeHb, TpakT Benvxanckuit 7 kwm, 1. 2
Ten.: 8-800-100-15-50

Anpec snekTpoHHOM mouThl: INfo-pst@pharmasyntez.com

8. HOMEP PEIT'UCTPAIMOHHOI'O YAOCTOBEPEHUA

9. JTATA NEPBHUYHON PETUCTPAIIMHA (IIOATBEPXJIEHUSA PETMCTPAIIMN,
INEPEPETUCTPAIIN)

JlaTa niepBoi perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OOmiass  xapakTepuCTUKa JIeKapCTBEHHOro mpemnapara OtpaBupuH-OC  noctymHa Ha

MH(pOPMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHUKaIIMOHHOU cetu «aTepHe™ http://eec.eaeunion.org/.
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