OBILIASA XAPAKTEPUCTHKA JI

COOTEETCTEYET 2KCNEPTHOMY OTYETY
or 14.11.2023 M= 23

i APCTHHVBPBATRERAPRTA 1004)

1. HAUMEHOBAHME JIEKAPCTBEHHOTI O ITPEITAPATA

HapyHnaBup, 75 mr, TabJI€TKH, MOKPHITHIC MJICHOYHONH 000I0UKOH.

Hapynasup, 150 Mr, TaGIETKH, MOKPHITHIC TIJICHOYHON 000T0YKOH.

Hapynasup, 300 mr, TaOIETKH, MOKPBITHIE INIEHOYHOU 000T0YKOIA.

Hapynasup, 400 mr, TaOIETKH, MOKPBITHIE INIEHOYHOU 000T0YKOA.

Hapynasup, 600 Mr, TaGIETKH, TOKPHITHIC TIJICHOYHON 000I0YKOH.

2. KAYUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JleicTByroliee BELIECTBO: JapyHABUP.

JlapyHaBup, 75 Mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxxnas tabnerka conepxut 75,00 Mr mapyHaBupa (B BUIE HapyHaBUpa 3TAHOJATA).

JlapyHasup, 150 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

Kaxxnas rabnerka cogepxut 150,00 mr napyraBupa (B Bue JapyHaBUpa dTaHOJIATA).

Jlapyrasup, 300 mMr, TaOJIETKH, ITIOKPEITHIE INIEHOYHON 000I0YKON

Kaxnas tabnerka conepxut 300,00 mr napyHaBupa (B BHIE JapyHaBUpPa dTaHOJATA).

JlapyHasup, 400 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

Kaxxnas rabnerka cogepxut 400,00 mr napyraBupa (B Bue JapyHaBUpa dTaHOJIATA).

JlapyHasup, 600 mMr, TaOJIETKH, ITIOKPEITHIE INIEHOYHON 000I0YKON

Kaxnas tabnerka conepxut 600,00 mr napyHaBupa (B BU€ JapyHaBUpPa dTaHOJATA).

BcenomorarenbHble BelllecTBa, HAIMYME KOTOPBIX HAIO YYUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npernapara: KpacuTelb COJIHEUHBIN 3aKaT KENThIN (CM. paznen 4.4).

[TonHbIi IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB

3. JIEKAPCTBEHHAS ®OPMA

TalneTku, MOKPBITHIE TNICHOYHOH 000I0UKOM.

npuBeAeH B pazjene 6.1.

Japyrasup, 75 mr, 150 mr, 300 mr, 400 mr, TaOIE€TKH, ITOKPBITHIE INIEHOYHON 000JIOYKOH

TabyeTku, MOKPHITHIC TJICHOYHONW 000JI0YKON

OpaH)XEBOI'O I[BETA, JIBOSIKOBBIMYKJIbIE, KPYTJION

(G opMBI; Ha TTOTIEPEYHOM pa3pese AIPO MOUTH OeIoro I[BeTa.

JlapyHasup, 600 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

TabyeTku, MOKPHITHIE TUICHOYHOW 00O0JIOYKON OpaHXKEBOTO IIBETA, IBOSKOBBITYKIIbIE, OBAIBHON

(GhopMBI; Ha TTIONIEPEYHOM pa3pese PO MOUYTH OEIIOTO IBETA.
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4. KJIUHUYECKUE JTAHHBIE (NOCNEOOBATENEHOCTE 0004)

4.1. IlokazaHusA K NPUMEHEHHUIO
[Ipenapar dapyHaBup nokasas K npuMeHeHuto Juis JeueHuss BUY-undexumn y B3pocibIxX 1 1eTei

B BO3pacTe oT 6 JeT u ¢ Maccoit Tena 20 kr u 6osee, paHee MOMyYaBIINX aHTUPETPOBHPYCHYIO
Tepanuio (B KOMOWHAIMU C HHU3KOM 10301 pPUTOHABHpPAa M APYTUMHU AHTUPETPOBUPYCHBIMU

npenapaTamm).

4.2. Pe:xuM 103MPOBaHUS M CIOCO0 MPUMeEHEHHU s
Tepanust 1oKHA Ha3HAYATHCS BPavyoM, MMEIOLIUM ONbIT JieueHus: BUY-unpexuuu.

PexxuM 103upoBaHus

[Ipenapar JlapyHaBup Bceraa cieayeT Ha3HayaTh B KOMOWHAIIMK C HU3KOHM /10301 PUTOHABUpPA B
KayecTBE CPEJACTBA, YJIy4lIalomero ero (apMakOKHHETHUYECKHE XApaKTEPUCTUKH, a TAKXKe B
KOMOMHAIMM C JPYTMMH aHTUPETPOBUPYCHBIMH IpernaparaMu. Bo3MOXHOCTh Ha3HAuCHHS
pUTOHaBHpa  JODKHA  OBITH  pacCMOTpPeHa 1O  Hayajla  Tepanmuud  KoMOuHarmei
napyHaBup/puToHaBup. IlosToMy Tmepen HadajaoM Tepamuu JapyHaBUPOM HEOOXOIMMO
O3HAKOMHUTBCS C OOIIEH XapaKTepUCTUKON JIEKapCTBEHHOrO IMperapara/uHCTPYKIHUeH 110
MCIUIIMHCKOMY IMPUMCHCHUIO PUTOHABUPA. ITocie Hauana TCpallu OAapyHABUPOM IMALUCHTHI HC

AOJIKHBI UBMCHSATH UJIHU IMMPCKPpAIlaTh TCPAIIUIO oe3 KOHCYJIbTAIlMU C JICHAIlIUM BpPavOM.

Bspocnvie:
ITauneHTHl, paHee He IMauueHTHI, paHee MOJy4YaBIIMe HHTMOUTOPHI MPOTEA3bI
no/1y4aBLINe HHTHOUTOPbI He HMeKIIe MyTalui, HMelolINe, 0 KpaiiHei
npoTeasbl BbI3bIBAIOIINX Mepe 1 myTaumio,
PE€3UCTEHTHOCTD K BbI3bIBAIOIIY IO
AapyHaBHpYy* (c PEe3UCTEHTHOCTb K
mia3MeHHbIM yposaem PHK JapyHaBUpPY*
BHUY-1 <100 000 xomuii/mMJa 1
KOJMYeCTBOM

CD4+ kaerox >100x105/r)

800mr 1 pa3 B cyrku B | 800mr 1 pa3 B cyrku B | 600 Mr 2 paza B CyTku B
koMOuHammu co 100 Mr | koMOMHANUH co 100 mr | xkomOuHammu co 100 mr
PUTOHABHPA, BO BpeMsl €Ikl | PUTOHABHPA, BO BPEMS €JIbI PUTOHABHPA, BO BPEMsI €]IbI

*MyTaIuu, BeI3bIBAIOIINE PE3UCTEHTHOCTH K AapyHaBupy: V111, V32I, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V.

JUisi manuMeHToB, paHee MOJYYaBIIMX WHTUOMTOPHI IPOTEa3bl, PEKOMEHIYETCS MpOBEICHHUE
TEHOTUIINYECKUX aHAIU30B.

[Ipy HEBO3MOXKHOCTH TPOBEIEHUS TE€HOTUIIMYECKUX aHAJIW30B, IALMEHTaM, paHee He
NOJY4YaBIIUM  MHTUOMTOpPBl  MpOTe€a3bl,  PEKOMEHAYeTCs  INpUHUMaThb  KOMOHMHALUIO
napyHaBup/putonaBup 1 pa3 B cyrku 800 mr/100 mr, a namumeHTam, paHee IOJYy4aBLIINM

UHTUOUTOPHI MTPOTEa3bl, PEKOMEHIYETCSI IPUHUMATh KOMOMHALIMIO 1apyHaBUP/PUTOHABHD 2 paza

2
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B cyTku 600 Mr/100 mr.

IIponyck npreMa KOMOUHALIMKA NApYHABUD/PUTOHABUD

ITocne Havana Tepanuu npenapaToM JapyHaBUP NALUEHTHI HE JOJDKHBI IPOIYCKAaTh OYEPEIHOU
IpHUeM IMpenapara, a TakyKe U3MEHATh WU MpeKpalaTh Tepanuo 0e3 KOHCYIbTAlUU C JIeHalluM
BpauoM. JlaHHBIE pEKOMEHJAlMd OCHOBAaHbl Ha IMEPHOJE IOJYBBIBEACHHUS JapyHaBHUpa B
MPUCYTCTBUU PUTOHABUPA M YCTAHOBJICHHOM pEXUME IIpHeMa MpernapaTa uepes Kaxble 24 yaca.
B ciyuae, ecnu mpreM KOMOMHAIIMKY TapyHABUP/PUTOHABUD Ha3HaueH | pa3 B CyTKH U OMO3/1aHUE
B [IpHEME COCTAaBHJIO MeHee 12 yacoB, MPOIMYIIEHHYIO A03Y CJIEAYET KaK MOKHO CKOpee MPUHATH
BMECTE C MUIIEH W BO30OHOBUTH OOBIYHBIA PEKUM JO3UPOBAHMS; €CIM OMO3JaHHE B IpHUEME
cocraBuiio Oosiee 12 yacoB, TO MPOMYIIEHHYIO 103y MPUHUMATh HE CIIEAYyeT, U CIeMYIOIIas 1032
NPUHUMAETCS B OOBIYHOE Bpemsl. JlaHHBIE pPEKOMEHJAlMd OCHOBaHBI Ha 15-yacoBoM mepuojne
MOJTYBBIBEJICHUS JIapyHaBHpa B MPUCYTCTBUU PUTOHABUPA U YCTAHOBJIEHHOM pEXHMME IpHeMa
npenapara depes kaxasie 12 gacos. B ciaydae, ecnu nmpueM KOMOMHAIIMK TapyHABUP/PUTOHABUD
Ha3Ha4eH 2 pa3a B CyTKU U OIMO3/IaHHE COCTABWIJIO MEHEe 6 4acoB, MPOIMYIIEHHYIO 103y CIEAYET
KaK MOXKHO CKOpee MPHUHATh BMECTE C MHILEH M BO3OOHOBUTH OOBIUHBIA PEKUM JIO3UPOBAHMS;
€CJIM OIO3/IaHuEe B MpUEMe COCTaBWJIO Oosiee 6 4yacoB, MPOIYILEHHYIO /103y NMPUHUMATh HE
CIIeTyeT, U CIeAyIolIas 103a IPUHUMAETCS B 0OBIYHOE BPEMSI.

Oco0ble rpyInel NAKMEHTOB

Tlayuenmui nodcunozo eospacma

Nudopmanvg mo NpUMEHEHHMIO Y MOXWIBIX MalUEHTOB orpaHuydeHa. [losTomy komOuHaius
TapyHaBUP/pUTOHABUD JOJDKHA TMPUMEHSATHCA C OCTOPOXKHOCTBIO Y TMAlMEHTOB JaHHOU
BO3pacTHOM Ipymiibl (cM. pa3aensl 4.4 u 5.2).

Tayuenmoi ¢ HapywieHuaMYU YHKYUU NeYyeHu

VY mamueHToB ¢ JETKUM WA CPEIHEH CTeneH! HapylieHueM (GpyHKIuu nedenn (kimacc A u B mo
Yaitna-ITe10) KOppeKIuu 10361 HE TpeOyeTcs, OAHAKO HEOOXOIUMO COOMIOAaTh OCTOPOKHOCTD
npu MPUMEHEHHH KOMOWHAIIMM JapyHABUP/PUTOHABHP Yy ITHX NaIMeHToB. MHpopmarus mo
MPUMEHEHUI0O KOMOWHUPOBAHHOUW Tepanmuu JapyHAaBHP/PUTOHABUD TPHU TSIKEIBIX HAPYIICHHUSIX
(GyHKIIMM TE€YEeHU OTCYTCTBYET; CIJIeOBAaTEIbHO, JaTh cleludUYecKue peKOMEeHIAaluHu 10
JIO3UPOBAHUIO HE MpPEICTaBiIsieTcs BO3MOXKHBIM. [IpremM KomMOMHALUUU JapyHaBUP/PUTOHABUD Y
MAlMEHTOB C TSDKEJIOW TMeYeHOYHOW HemoctarouHocThio (kimacc C  mo  Yakinn-ITsio)
NpOTHBONOKa3aH (cM. paznensl 4.3, 4.4 u 5.2).

Tayuenmul ¢ napywenusmu GyHKyuu novex

Y namueHToB ¢ HapyHIeHUAMH (DYHKIMM T[OYEeK M3MEHEHHe [03 B KOMOHMHAIMU

JapyHaBUp/pUTOHABUD HE TpeOyeTcs (cM. pazaensl 4.4 u 5.2).
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bepemennocms u nocrepooosoui nepuoo

He Tpebyercst xoppekuuu 10361 KOMOMHAIMK JapyHAaBUP/PUTOHABUP Yy HAIIMEHTOB BO BpeMs
OepeMEeHHOCTH U B IOCIepo10Boi nepuoa. Heo6xoanmo cobio1aTh OCTOPOKHOCTD Y TAIIMEHTOB,
OJHOBPEMEHHO MPHUHUMAIOIINX Mpenaparbl, KOTOPHIE MOTYT YMEHbBIIATh KOHICHTPALHIO

JlapyHaBHpa B IJ1a3Me KPoBH (CM. pasnenst 4.4, 4.6 u 5.2).

eTu
Jlemu om 0 0o 6 nem
[Ipenapat JlapyHaBup He clieayeT Ha3Ha4aTh (IPUMEHATH) y eTei B Bo3pacte oT 0 10 6 et win
¢ Maccoii Tena MeHee 20 Kr B CBSI3U C HEBO3MOXXHOCTBIO 00ECIICUNTh PEXKUM J103UPOBAHUSL.
Jlemu om 6 0o 18 nem, panee nonyuasuiue AaHmMupemposUPYCHy0 mepanuio
Pexomenayemas mo3a mapyHaBUp/pUTOHABUD AJIA eTel oT 6 10 18 neT u maccoii Tena He MeHee
20 Kr 3aBHCUT OT Macchl Tena (CM. TabJIUIly HIKE) U HEe JOJDKHA MPEBBIIIATh PEKOMEHIYEMYIO
703y Jutst B3pocibix narrenTos (600/100 mr 2 pasa B cyTku). JlapyHaBup T0KEH TPUHUMATHCS C

PUTOHABHPOM 2 pa3a B CyTKH BO BpeMs €Ibl.

PexoMennyemasi 103a JapyHABHPA M PUTOHABHPA JIsl NALUEHTOB
oT 6 10 18 JieT, paHee MOJTy4aBIINX AHTHPETPOBHPYCHYIO TEPANHI0
Macca Tena (kr) Ho3a
>20 xkr — <30 kxr 375 mr napynaBupa/50 Mr puToHaBHpa 2 pa3a B CyTKH
> 30 xr — <40 kr 450 mr mapynaBupa/60 Mr puToHaBHpa 2 pa3a B CyTKH
> 40 xr 600 mr gapynasupa/100 Mr puToHaBHpa 2 paza B CyTKH

[Ipenapar JlapyHaBup He cienyeT Ha3zHadaTh (MPUMEHATH) y neTei no 18 ser, panee He
NOJY4YaBIIUX AHTUPETPOBUPYCHYIO TEpPAIUIO, B CBA3M C PUCKOM, CBSI3aHHBIM C OINACEHUEM

OTHOCHUTEJILHO 0€301acHOCTH U 9(PPEKTUBHOCTH.

Cnooco0 nnpuMeHeHus

Buytps. [lanueHTsl JOKHBI OBITH MPOMHCTPYKTHPOBAHBI O MpUeMe mpemnapara JlapyHaBHp C
HU3KOM 10301 puTOHaBHUpa HE No3aHee 30 MUHYT TOCE 3aBEpIICHUs eAbl. THI MUILIK HE BIUSIET

Ha a0COpOITHIO TapyHaBHPA.

4.3. IIpoTuBONOKA3AHUS

o ['unepuyBCTBUTENBHOCTD K AApyHABUPY WM K JIIOOOMY U3 BCIOMOTATENbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pazjene 6.1;

o OpHoBpeMeHHBIN IIpueM Ipenapata JlapyHaBUp W pUTOHaBUpa B HHU3KUX J103aX C
npenapaTamy, KJIMPeHC KOTOPBIX MPEUMYILIECTBEHHO ONpeAeisieTcss H30(hepMEHTOM LUTOXpOMa
P450 CYP3AA4, 1 noBbIlIeHNE KOHIEHTPAIIMKA KOTOPBIX B IJIa3ME COMPSKEHO ¢ BOSHUKHOBEHUEM

CephE3HBIX H/MIM YTPOXKAIOIIUX JKU3HU TMOO0YHBIX 3(PQekToB (y3KUH TepaneBTUUYECKHMA
4
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NOYEYHOH MM MEUYSHOYHOW HEIOCTaTOYHOCTHIO), MAIOKCETHUH, CUIIACHADII (IPUMEHSIOLIHNCS
JUIsS. TEpaliH JIETOYHOW apTepuallbHOM THIEePTEH3MH), aBaHadwi, TepheHaTuH, MUIa30J1aM
(mepopanbHO), HATOKCET0JI, TPHUAa30JIaM, IIU3aNpHI, IMMO3H], Typa3uI0H, paHOIAa31H, CEPTUH/IOI,
KBETHAITNH, IMpenapaThl, COoJepiKaIlNe AIKATOUIbl CIIOPBIHBH (3PrOTaMUH, JUTHIPO3PTOTAMHUH,
IProMETPUH U METHIIIPrOMETPHUH ), UBAOPaIiH, KOMOMHAIMS JIOMUHABUP/PUTOHABUD, aMHOIAPOH,
Oermpuani, JIpOHENApOH, KOMOHMHALUS Tpa3oNpeBUp/N0acBHp, XWHUAWH, CHMBACTaTHH,
JI0BAaCTaTHH, JaburaTpaH, THKarpeaop, JoMuTamnu (CM. Takxke pasaei 4.5.).

J [Ipn nmpumeHeHun mpemnapara JlapyHaBUp W PUTOHABUpPAa B HU3KHMX 033X MAIMEHTHI HE
JIOJDKHBI  OJTHOBPEMEHHO IPUMEHSATH TpenapaThl, cojepkamue pHpaMIuIuH, a TaKkKe
npernaparbl, COJEp)Kallue AKCTPAKT 3BepoOosi mpoabipsBieHHoro (Hypericum perforatum),
IIOCKOJIbKY OJIHOBPEMEHHOE IPUMEHEHHE MOXET MPHUBECTH K TOHIKCHUIO KOHIICHTpALUU
JapyHaBHpa ¥ pUTOHABHPA B TUIa3Me. DTO MOXKET ITPUBECTH K IIOTEPE TepareBTHIECKoro dpdekra
Y Pa3BUTHIO PE3UCTEHTHOCTH (CM. pas3zen 4.5).

° Tsprenas nedenouHast HeqocTatouyHOCTh (Kimace C mo Yaitna-I1s10).

4.4. OcoOble yKa3aHHsl U MePbI MPEI0CTOPOKHOCTH NMPHU NMPUMEHEHU !
[TanimeHTOB HEOOXOAMMO TPOMH(POPMHUPOBATH O TOM, YTO COBPEMEHHBIE aHTHPETPOBHUPYCHBIC

npenapatsl He u3neunBaioT BUYU-undekuio 1 He npenorspamaioT nepenaay BUY, B Tom uuncne
NOJOBBIM  myTeM. [lanmeHTam  cieyeT  pa3bsCHUTh  HEOOXOIUMOCTh  COOJIOACHUS
COOTBETCTBYIOLIUX MEP NPEIOCTOPOKHOCTH.

Ha ¢one Tepanuu npenapaToM HE0OX0AUMO IPOBOAUTE PETYIISIPHYIO OLIEHKY BUPYCOJIOTHYECKOTO
oTBeTa. B ciydyae OTCYTCTBHS MM MOTEPH BHUPYCOJIOTHYECKOTO OTBETA HEOOXOAMMO MPOBECTU
MCCJIEJOBAaHNE HAa HAJINYUE PE3UCTEHTHOCTH.

JlapyHaBUp NpEUMYILECTBEHHO CBS3bIBAECTCS C aiub(a-1-KUCIbIM TJIMKONPOTEUHOM ILIa3MBbI.
CreneHb CBSI3bIBAaHUS 3aBUCUT OT KOHIIEHTPALUU CBOOOJHOIO anb(a-1-KUCa0ro rimkonpoTenHa.
Taxkum 00pa3oM, HENb3sl MCKIIOYATh BIUSHUE MPENapaToB ¢ OOJIBIIMM CPOACTBOM K anbda-1-
KHCJIOMY TJIMKOTIPOTEUHY IJIa3Mbl Ha KOHIIEHTPAIMIO CBOOOIHOTO JapyHaBupa (cM. paszen 4.5).

ITanmeHTHl, paHee NoayJaBIINe JICUCHNE — IPpHEM Ipenapara 1 pa3 B CYTKH

KoMOuHanmsi napyHaBUP/pUTOHABUDP HE JOJKHA NMPUMEHSITHCS C YacTOTOM 1 pa3 B CyTKH Y
MAIMEHTOB, paHee IMOJIYyYaBIIUX WHTHOUTOPHI MPOTea3bl U MMEIONIUX, 1O KpaiHel Mepe, OJHY
MYTAIIHMIO, BBI3BIBAIOIIYIO pE3UCTEHTHOCTH K AapyHaBupy (V111, V321, L33F, 147V, 150V, 154M,
I154L, T74P, L76V, 184V u L89V) nnu ¢ miiazmenasiM ypoaemM PHK BIY-1 > 100 000 kormii/mi
1 xommaectBoM CD4+ knerox <100 x10%/1 (cm. pasnen 4.2).

[IpumeneHnne KOMOWHAIMK JAapyHABHP/PUTOHABHP COBMECTHO C ONTHMHU3MPOBAHHOW 0a30BOM
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nanueHToB. JlaHHble O MpUMEHEHMH y mauueHToB ¢ BUY-1 npyrux rpynm, 3a MCKIIOUYEHHEM
rpynnsl B, orpannuensl (cm. pasaen 5.1).

bepemeHHOCTD

[Tpenapat lapyHaBup cienyeT IpUMEHSITh BO BpeMsi OEpEeMEHHOCTH TOJIBKO B TOM Cllydae, eClly
NOTEHLIMaIbHAs 10J1b3a MPEBBIILIAET BO3MOXHBIA pUCK. ClleyeT C OCTOPOKHOCTBIO IPUMEHSATh
npenapaThl, KOTOPbIE MOT'YT IPUBECTH K CHM)KEHHUIO KOHIICHTPALMU JapyHaBUpa Yy OepeMEeHHbIX
(cm. paznmener 4.5 u 5.2).

ITanmeHTH MOKUIIOr0 BO3pacTa

WNndopmanus o neueHun KOMOWHAIMEH TapyHaBUP/PUTOHABUD MAIIMEHTOB B BO3pacTe 65 net u
CTaplle BecbMa OrpaHHuYeHa, HEOOXOJUMO COOJIOAATH OCTOPOKHOCTH MPU JICUEHUH TaKUX
NaMEeHTOB MpenapaToM JlapyHaBup, TOCKOIBKY y HUX Hallle BCTpedaeTcs TUc(yHKINS eYeHH,
¥ OHH Yallle CTPAJAI0T COMYTCTBYIOUIMMH 3a00JIEBAaHUSAMH MM IIPUHUMAIOT KOMOWHHPOBAHHYIO
TEpaIuIo.

IIpreM ¢ puTOHABUPOM

JapyHaBup Bcerga cieayeT Ha3HayaTh C HU3KOM J030M pUTOHABUpa B KayeCTBE CPENICTBA,
yIy4IIAIOUIEro ero papMakOKHHETUYECKUE XapaKTEPUCTUKH, a TaKKe B KOMOMHAIIUH C JPYTUMHU
AHTUPETPOBUPYCHBIMHM TpenapatamMu (cM. pazgen 5.2). [loaTomy mnepea HaudaaoMm Teparuu
JApyHAaBUPOM HEOOXOJMMO O3HAKOMHUTbCS C OOIIeH XapaKTepHCTUKOM JIeKapCTBEHHOTO
npernapara/MHCTPyKIMEH 10 MEIUIIMHCKOMY TMPHMEHEHUIO pUTOHAaBHpa. AOCOTIOTHAs
OMOOCTYMHOCTH Tocie pazoBoro nmpuema 600 mr napyHaBupa cocTaBmiia mpumepHo 37 % u
yBenuuMiIach npuMepHo 10 82 % mocie mpueMa JnapyHaBupa B KomOuHaimu co 100 mr
puTOHaBHpa J1Ba pasa B cyTku. CymmapHbiii 3 ekt ynydmenus papMakOKMHETHKHI TapyHaBUpa
PUTOHABHPOM BBIPA3UJICS MPUMEPHO B 14-KpaTHOM yBEIMYEHUH KOHIEHTpAIMU JapyHaBHpa B
ma3Me Iocje MpueMa OJHOM J03bl AToro mpemapara (600 mr) B xomOuHaruu co 100 mr
pUTOHaABHpa JBa pa3a B CyTKU. Takum oOpa3oM, mpemnapar /lapyHaBup HE0OX0AUMO MPUHUMATH
TOJNBKO B KOMOWHAIIMM C HU3KOH 1030 pPUTOHABUpPAa B KadecTBe (HapMaKOKMHETHYECKOTO
YCHUIIUTES.

[ToBbilieHNe yKa3aHHOW JO3bl PUTOHABHpPAa HE TMPUBOAMT K 3HAUMMOMY YBEIWYCHHIO
KOHLEHTpAlluu JapyHaBUpa B IUIa3Me€, U TO3TOMY J03y DPHUTOHAaBUpa HE PEKOMEHAYETCS
MOBBIIIATD.

Ko)kHBIE peakINy TSKEIION CTENIEHN

V¥ 0,4 % nanueHToB MpH nprueMe AapyHaBHpa ObUIH 3a()UKCHPOBAHBI KOXKHBIE PEAKIH TSHKEIOM
CTCIICHU, KOTOPBLIC MOTYT COIIPOBOXAATHCA meopam(oﬁ I/I/I/IJII/I YBCINYCHUCM AKTHUBHOCTH

neuyeHOYHbIX TpaHcamuHa3. DRESS cunapom (iekapcTBeHHass Cbllb C S03MHOGMINEH H
6
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CHCTEMHBIMHU IIPOSBICHUAMH) U cUHApPOM CTH eHca-ﬂﬁGﬁé:oﬁLiEq;ﬂﬂ@ﬁJ%“ﬂeﬂ_@ (<04 %)

B moctperucTpanioHHOM IMepHoie COOOMIANIOCh O Pa3BUTHH TOKCHYECKOTO AIHIECPMAIbHOTO
HEKPOJIM3a U OCTPOr0 reHEpaIn30BaHHOIO 3K3aHTEMATO3HOTO IycTyine3a. [Ipu BO3HMKHOBEHHH
MPU3HAKOB MJIM CHMIITOMOB KOXKHBIX PEAKIMI TSKeNoi cTeneHH (ChIb TSHKEJIOro TeUeHUs WIN
CBIIb, COIIPOBOXAaeMas JIUXOPAIKOM, OOLIMM HEJOMOTaHUEM, YCTAIOCThIO, OOJISIMH B MBIIIIAX
WIA CyCTaBax, BOJABIPSMH, MOPAKEHUSIMH POTOBOW TMOJOCTH, KOHBIOHKTHBHTOM, T€NAaTUTOM
u/wim  s03uHO(GUIMEe W Ap.) mpueM mnpenapata JlapyHaBuUp HEOOXOOMMO HEMEIEHHO
MIPEKPATUTD.

Coinp yaiie HabIo1a1ach y MalMEeHTOB, paHee MOJyYaBUIMX AHTUPETPOBUPYCHYIO TEPANUIO U
NPUHUMAIOIIUX OJHOBPEMEHHO palTerpaBUp M KOMOHMHALIMIO JapyHaBUP/PUTOHABHUD IO
CPaBHEHHIO C TMAlMEHTaMH, MOJYYaBIIUMH IO OTIACIBbHOCTH PaJNTErpaBUp WIM KOMOMHAILIHIO
napyHaBup/putoHaBup (cm. paszaen 4.8).

HapyHnaBup conepxut cynbhoHaMuaHyl0 Tpynny. IIpumenenwe mnpemapara JlapyHaBup
NalMeHTaMHt ¢ ajuleprueil Ha Cynb(pOHAMHIBI JODKHO MTPOU3BOIUTHCS C OCTOPOKHOCTBIO.

ITalueHThl ¢ CONYTCTBYIOIIUMU 3a00JIeBaHUSIMU

Ilayuenmul ¢ 3a601e6anusmu neveHu

JlanHble MO NPUMEHEHUI0 KOMOWHALMK JapyHaBUP/PUTOHABUD Yy MALMEHTOB C TSHKEIBIM
HapylmieHneM (YHKIUM TICYEHW OTCYTCTBYIOT, CJIEIOBATEIbHO, JaTh CHEIH(PUICCKHE
PEKOMEHJANUKA 1O JO3UPOBAHUIO HE TPEJCTABISACTCS BO3MOXKHBIM. [IpueM KoMOWHAIMN
JapyHaBUP/pUTOHABHP  NPOTHBOINOKA3aH y  MAIMEHTOB C  TSOKEJIOH  MEYECHOYHOM
HenoctatouHOCThiO (Kiacc C mo Yaitnna-ITpto0). OCHOBBIBasCh Ha JaHHBIX, YTO CTAOWJIbHBIC
(dapMaKOKMHETHYECKHUE MapaMeTphl MpPU MPUMEHEHHUH JapyHaBHpa y TAIMCHTOB C JIETKUM U
YMEpPEHHOU cTeneHn HapylieHneM QpyHkuuu nedeHu (knace A u B mo Yaiina-I1e10) cpaBHUMBI ¢
napaMeTpaMH y 3J0pOBBIX JIMII, KOPPEKIMU J03bl MAlMEHTaM C JIETKUM U YMEPEHHON CTEeNeHU
HapymeHneM ¢yHkuuu nedeHu (kimace A u B mo Yaina-I1epi0) He TpeGyeTcs, OMHAKO CIAEAYET C
OCTOPOKHOCTBIO MPUMEHSATh KOMOMHALIMIO JapyHAaBUP/PUTOHABUD Y ATHUX HAlUEHTOB (CM.
paznenst 4.2, 4.3 1 5.2).

I'enamomokcuynocmds

[Ipy npuMeHeHMHM KOMOHMHAIMK JapyHAaBUP/PUTOHABUP BO3MOXKHO pa3BUTHE TeMaTHUTA,
BBI3BAHHOTO TPUMEHEHHEM JICKQpPCTBEHHBIX TIpenaparoB (HampuMep, OCTPBIA TrenaTwr,
UTONUTHYCCKHU TeratuT). [ematutr HaOmomancs y 0,5 % manueHTOB, TOTYYarOIINX
KOMOMHHMPOBAHHYIO TEPANUIO JapyHaBUP/pUTOHABHP. Y MAIMEHTOB C HApYIIEHUSMHU (PYHKIHUU
MEYEHU, B T.4. C XPOHUYECKUM aKTHUBHBIM renatutoM B mmm C, umeercs MOBBIIIEHHBIH PUCK
Pa3BUTHS TKEIBIX MOOOYHBIX 3PPEKTOB CO CTOPOHBI IIEYCHH.

Heo6xoauMo mpoBOAUTE MOHUTOPHHI COOTBETCTBYIOUIMX J1a0OPATOPHBIX MOKa3aTenel nepen
7
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paccMOTpeTh BO3MOXHOCTh KOHTpoJisi yBenndeHus akTuBHocTH ACT/AJIT y mammeHToB C
XPOHUYECKHUM TeaTUTOM, IUPPO30M WM y TAIlMEHTOB, Y KOTOPHIX HAOII0aIach TOBBIIIICHHAS
AaKTUBHOCTH TpPaHCAMHHAa3 Nepe]] HauajioM Tepaliuu U, 0COOEHHO, B T€YEHHE MEPBBIX HECKOJIBKHUX
MECSIIeB KOMOMHUPOBAHHOM Tepanuy KOMOWHAIUEH JapyHaBUP/pUTOHABHP.

B cnydae oOHapyxeHus HapymieHUH (DYHKIIMU TEYCHH WM YXYALICHUS WX TsDKECTH (B T.d.
KIIMHUYECKH 3HAYMMOE YBEJIMYCHUE AaKTHBHOCTU «IICYCHOYHBIX» (DEPMEHTOB W/WIM TaKUX
CUMIOTOMOB, KakK yCTallOCTb, AQHOPEKCHs, TOLIHOTA, JKEITyXa, MOYa TEMHOro IIBETa,
00JIe3HEHHOCTh MpH MaJbHallMi MEYEHHU, FenaToMeraius) cielyeT pacCMOTPETh BO3MOXKHOCTh
MPEPBHIBAHMSI UM OTMEHBI TePAui KOMOUHAIIMEH JapyHaBUDP/PUTOHABHD.

Iayuenmoi ¢ 3a601e8aHUAMU NOYEK

[Touku UrparoT HE3HAYUTENIBHYIO POJb B KIMPEHCE JapyHaBHpa, U MOITOMY y MHAIMEHTOB C
3a00JIeBaHUSIMHU MTOYEK 00U KIMPEHC AJapyHaBHpa MPaKTUUECKU He yMeHblnaetcs. JlapyHaBup
U PUTOHABHUP OOJAMAOT BHICOKON CTEMEHBIO CBS3BIBAHUS C O€lIKaMU IJIa3MbI, U IMO3TOMY
TreMOUAIIA3 WU TIePUTOHCATBHBIN THUAaIN3 HE UTPAIOT CYIIECTBEHHON POJIM B BBIBEICHUU ITUX
npenaparoB U3 opraHusma (cM. pazaensl 4.2 u 5.2).

Iayuenmul ¢ cemoghunueti

Nmetotes coobmieHus 06 yCuIIeHHH KPOBOTEUCHU, BKIIIOUAsl CIOHTAHHBIE KOXKHBIC TEMATOMBI U
reMapTpo3, y MalueHToB ¢ remoduianeit Tuna A u B, Ne4eHHBIX MHTHOMTOpPaMH TPOTEa3bl.
HekoTtopele 3 3THUX MalMeHTOB Toiydainu ¢aktop cBepTbiBanus kpoBu VIII. bomee yem B
MOJIOBUHE OMUCAHHBIX CIy4aeB JIeYeHHEe HHIMOUTOpaMU MPOTea3bl MPOAOIKAIOCH O€3 mepephiBa
WIH BO30OHOBIISJIOCH TOCTIE BPEMEHHON MPUOCTAHOBKH. BBUIO BBICKa3aHO MPEATIOIOKEHUE O
NPUYMHHOW CBSI3M MEX[IY JICYCHHEM WHTHOUTOpaMH MPOTEa3bl U YCHIEHUEM KPOBOTCUCHUS Y
MAalMeHTOB C TeMO(WINeH, OJHAKO MEXaHW3M TaKOW CBS3W HE ycTaHOBJeH. [lamueHToB ¢
reMopuINeH, MOTyJaronuX KOMOWHAIIMIO JapyHABUP/PUTOHABUP, CIEAYET MPOUH(GOPMHUPOBATH
0 BO3MOXXHOCTHU yCUJICHUS] KPOBOTEUCHUH.

CaxapHblil 1ua0eT/TUIIEPTIIIUKEMUS

VY nanueHToB, MOMyYaIolUX aHTUPETPOBUPYCHYIO TEpAINHIO, BKIOYasi HHTUOUTOPHI IPOTEasbl,
OIMCAHbI BIEPBBIC BBISBICHHBIE CIIy4al CaxapHOTo Aualera, TMIEPriIuKeMusi Wik yXyAIIeHHe
TEUCHHsSI YXKE CYIIECTBYIONIErO caxapHOro amadera. Y HEKOTOPhIX M3 JTHX MAI[UEHTOB
TUTEPIIIMKeMHusl ObllIa TSHKEIION W B psANE CIydaeB COMPOBOXKIAIACH KETOAUA030M. Y MHOTHX
MAIMEHTOB MMEJIN MECTO COIYTCTBYIOIIME 3a00JIeBaHUS, HEKOTOpPbIE M3 KOTOPBIX TpeOoBasin
JiedyeHus IpernapaTaMy, CIOCOOCTBYIOLIMMH Pa3BUTHIO CaXapHOTo MadeTa Wik TUIeprINKeMHH.

Bec u Meraboauueckue napaMcETphl

VY nmanueHToB, MOMyYaroluX aHTHPETPOBUPYCHYIO TEPANUIO, MOKET HAaOMI0aThCsl YBEIUUCHHE
8
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OBITh YACTUYHO CBSA3aHBI C KOHTPOJEM 3a00JIeBaHusl 1 00pa30M JKU3HU. B HEKOTOPBIX ciydasx
ObUIO TOKa3aHO, YTO MOBBIIICHUE YPOBHS JIMMUAOB KPOBU CBS3aHO C MOCIEICTBUAMHM JICUCHUS,
OJIHAaKO, HEe OBLJIO J0Ka3aHO, YTO YBEIMUYEHUE MAacChl Teja Kak-TO CBSA3aHO C IMPOBEIECHUEM
AHTUPETPOBUPYCHON Tepanuu. [lsi MOHUTOpPHHra YpOBHS JIMIHAOB M TJIIOKO3BI KPOBU
HE00XO0IUMO CJIeI0BaTh COOTBETCTBYIOIIMM PEKOMEHAALMSAM IO JieueHHIo nanueHtos ¢ BNY-
uHdpekue. Hapymenus nmunuanoro MerabonuzMa HEOOXOIMMO JICYUTh COOTBETCTBYIOIIMMU
npenapaTami.

OcreoHekpo3

HecmoTtpss Ha MHOro()akTOpHYIO ATHOJIOTHIO (HMCHOJB30BAaHHUE TIIOKOKOPTUKOCTEPOUTHBIX
TOPMOHOB, YNOTpeOJEeHUE aJKOToJis, TsKeNash CTENeHb WMMYHOCYNPECCHHU, ITOBBIIICHHBIN
WHJIEKC MacChl Teja), ObUTM OTMEUEHBI CIydyal OCTEOHEKPO3a, B OCOOCHHOCTH Y TMAIMEHTOB C
BUY-undexnuei B IpoABUHYTON CTAAUU W/HWIIN Y MAIIMEHTOB, JJIUTEILHOE BPEMS IMOTyYaBIINX
KOMOMHHPOBAaHHYIO  aHTUPETPOBUPYCHYIO  Tepamuio.  [larueHTB  JOMKHBI  OBITh
NpOoMH(GOPMUPOBAHBl O HEOOXOAMMOCTH HE3aMEUIMTENIBHOTO IIOCEIIEHUsI Bpaya B Ciydae
nosIBJIeHUs 0oJiel B cycTaBaX, CKOBAaHHOCTH B CyCTaBax WM 3aTPYJHEHUs IBUXKEHUH.

CHHIpPOM BOCCTAHOBJICHHS MMMYHHTETA

Y  BUY-uHOUUUPOBAHHBIX MALMEHTOB C TSDKEIBIM HMMYHOAE(DUIMTOM B  Haydaie
KOMOWHUPOBAHHON aHTUPETPOBUPYCHOM TEpanmuy BO3MOXKHO IOSIBJIEHHE BOCHAIUTEIBHOM
peaKIy OpraHu3Ma Ha OECCUMIITOMHBIE WIM OCTATOYHbIE ONMOPTYHUCTHYECKUE HH(EKLIUH, YTO
MOJKET IIPUBECTH K CEPHE3HBIM KIMHHYECKUM OCIIOKHEHUSM WIM YXYAIIECHUIO CUMITOMATHKH.
OObIYHO TakMe peakuuu HaONIONAIOTCS B TEpBbIE HEAETH WM MECSAIbl MPUMEHEHHS
KOMOMHUPOBAaHHON aHTUPETPOBUPYCHOH Tepamuu. B KkauecTBe MpUMEPOB MOXKHO MPUBECTH
LIUTOMETAJIOBUPYCHBIM PETHHUT, TE€HEPAIU30BaHHBIC H/WIM MECTHblE MHUKOOAKTEepHUaIbHbIE
UHOEKIMK U THEBMOHUIO, BI3BaHHYIO Pneumocystis jiroveci. Heo0xoaumo onpeaessiTh TSHKECTh
JTFOOBIX CUMIITOMOB BOCIIAJIEHUS M ITPOBOJIUTH COOTBETCTBYIOIIYIO TEPAIIHUIO.

AyronMMyHHbIe 3a00neBaHMs (Takue Kak 00s1e3Hb ['peiiBca M ayTOMMMYHHBIN IenaTuT) TakxkKe
OTMEUYAJINCh TPU BO3HMKHOBCHMM BOCHAJIUTEIBHOIO CHHIPOMA BOCCTAHOBIEHUS HMMMYHHOH
cucreMbl. OpHako BpeMs A0 Hauyaja 3a00J€BaHUS MOXKET BapbUPOBAThCA, M TaKHe
ayTOMMMYHHBIE 3a00JIeBaHUSI MOTYT HAUMHATBHCS CITYCTSI MECSLbl NOCIe Hayalla Teparnuu (CM.
paszaen 4.8).

BzanmoeiicTBHE ¢ IPYTUMH ISKapCTBEHHLIMH IIpenapaTaMu

HapyHaBup u putoHaBup siBisitorcs nHruontTopamu nzopepmento CYP3A u CYP2D6, a Takxke
UHTUOUTOpaMU P-rivkonporeunHa. OnHoBpemMeHHOE IIPUMEHEHNE KOMOUHAIMN

JapyHaBUP/PUTOHABUD U JPYTHX IMPENapaToB, KOTOPhIE METAO0IN3UPYIOTCS IPEUMYILIECTBEHHO
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MOBBIIIIEHUIO KOHIIEHTPAIIMH TaKUX MPENapaToB B IUIa3Me, BCIEICTBUE YETO MOTYT YCHIUBATHCS
VI YAJTUHSATHCS UX TEPANEBTUYECKUE U MOOOYHBIC Y3PdEeKTHI (CM. paznen 4.5).

HapynaBup u putoHaBup metadonuzupyrorcs nzodpepmerrom CYP3A. OnHOBpeMEHHBIN TTPHEM
npenaparoB, HHAYIUPYOIUX akTHBHOCT CYP3A, MOXKET yBEeIMYHTh KIMPEHC JapyHaBUpa U
PUTOHABHUpA, B pe3yJabTaTe€ 4YEro yMEHBIIMTCS KOHICHTpalWs JapyHaBupa B 1mia3me. llpuem
npenapatos, HHruoupyoumx CYP3A MoxeT yMEHBIINTE KIUPEHC JapyHaBUpa U PUTOHABHPA, B
pe3yabTaTe 4ero yBEIMYHUTCS KOHIICHTPAIUS JapyHaBHpa M PUTOHABUpPA B IUIa3Me (CM. pasien
4.5).

OnHOBpEMEHHOE HCIIONB30BAaHHE KOMOWHAIMK  JapyHaBUP/PUTOHABHP C KOMOMHAIMen
JIOTIMHABUP/PUTOHABUD, PUGAMIUIIMHOM W PACTUTEIBHBIMU TMpemapaTamMu, COACpKAIIUMU
9KCTPaKT 3Bepobost mpoasipsiecHroro (Hypericum perforatum) mporuBomnokasano (cM. pa3/ieibl
4.3 u 4.5). Ucnonb3oBanue »¢haBUpeH3a COBMECTHO C KOMOWHAIMEW JapyHaBUP/PUTOHABUD
800/100 Mr oauH pa3 B CyTKH MOKET MPUBOJIUTH K JTOCTUKCHUIO HEIOCTATOYHOTO 3HAYeHUS Crmin
napyHaBupa. Ecnmm s¢daBupeH3 He0O0XOAMMO HCIONB30BaTh COBMECTHO € KOMOMHAIUEH
JapyHaBUP/PUTOHABHUP, TO IEJIECOO0pPa3HO MPUMEHATh KOMOWHAIIMIO JapyHaBUP/PUTOHABUD
600/100 mr nBa pa3a B CyTKH. Y MaIMEHTOB, MOJYYaBIINX TEPAMUI0 KOJXUIIMHOM M CUJIbHBIMHU
unruouropamu n3opepmenta CYP3A u P-rmukonporenHa, 0TMEHaIUCh KU3HEYTPOKAIOLINE U
CMEpTeIbHBIC JIEKAPCTBEHHBIC B3auMoieiicTBus (cM. pasaen 4.5).

BcnoMorarenbHEIC BEMIECTBA

B cocraB mieHouHol 000J0YKH BXOJUT AITFIOMUHHEBELIN JIaK HA OCHOBE KpaCuTeyisd COJIHCYHOT'O

3aKaTta XCJIToro, KOTOpBIfI MOZKCT BbI3bIBATH aJITICPTUYCCKUC PCAKIIUU.

4.5. B3ammopgeiicTBHe ¢ JPYrMMHM JIeKAPCTBEHHBIMH TMpenaparaMd M JApyrue BH/bI
B3aNMOJAEHCTBUSA

Bce umccnemoBaHusl MO ONpENCICHUI0 B3aMMOACWCTBUSI MPOBOIWINCH TOJIBKO HA B3POCIBIX.
HapyHaBup, TpUMEHsIEMbIH B KOMOWHAIIMM C PUTOHABUPOM, SIBISIETCS WHTHOUTOPOM
uzopepmentoB CYP3A, CYP2D6 wu P-rauxonporenmna. OnHOBpEMEHHOE IPHUMEHEHHE
KOMOWHAIIUK  JApPYHABUP/PUTOHABUP W  TPEMApaToOB, KOTOpPhIE  METaOOIM3UPYIOTCS
npeumymectBeHHO u3odepmernTamu CYP3A, CYP2D6 u mepenocsatcss P-rmukompoTenmHOM,
MO>KET BBI3BIBATH TIOBBIIIICHHE KOHIICHTPAIMI TAaKUX MPENapaToB B IJ1a3Me, YTO, B CBOIO OUEPE/Ib,
MOKET OBITh TPHUYMHOW YCUJICHHS WM MPOJOHTHPOBAHUS TepPAeBTHUECKOTo 3 dekTa, a Takxke
MIPUYHHON TMOSBIICHUS MMOOOYHBIX d(PPEKTOB.

He nmomyckaeTcs COBMECTHOE TNpPUMEHEHHWE KOMOWHAIMKM  JapyHABUP/PUTOHABUD  C
JICKapCTBCHHBIMU TIpernapaTaMy, KIUPEHC KOTOPHIX B 3HAYUTEIHHOW CTEMEHU 3aBUCUT OT

uzopepmenta CYP3A, u NOBBIIIEHHE CUCTEMHOTO YPOBHSI KOTOPBIX MOXET COIPOBOXKIATHCS
10
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(cMm. pazmen 4.3).

OO0uwmii papMaKOKMHETUUECKUH ycHIMBaOIUil 3pPeKT puToHaBUpa 3aKITIOYAJICS B YBEITHUCHUH
CHUCTEMHOI'0 YpOBHS JlapyHaBHpa NMpUMEpPHO B 14 pa3 mpu OJAHOKpATHOM IpHUEME JAapyHaBHpa B
no3e 600 Mr B coueraHuu ¢ puToHaBUpoM B mo03e 100 mMr 2 pasa B cyTku. Takum oOpazom,
npenapat JlapyHaBHUp HEOOXOAWMO HCHOJB30BATh B COYETAHWU C TOJBKO HHU3KUMH J103aMH
pUTOHABHpA KaK (HapMaKOKUHETUYECKOTO «yCHIMTENs» (CM. pa3aensl 4.4 u 5.2).

KomOunanmio  mapyHaBUp/pUTOHaBUpP  HE  CIEIyeT  HWCIOJIb30BaTh € JAPYTUMHU
AHTUPETPOBUPYCHBIMHU NpeNapaTaMu, KOTOpble TPEOYIOT HCIOIb30BaHUS pUTOHABHPA B KAUECTBE
(bapMaKOKMHETUYECKOTO «YCUITUTEIISD.

B KJIMHMYECKOM HCCIEOBAHUU C UCIOJNBb30BAHUEM CMECH JIEKAPCTBEHHBIX IIPENaparos,
meTtabonmzupyeMbix nuroxpomamu CYP2C9, CYP2C19 u CYP2D6, oTMevanoch TOBBIICHHUE
aktuBHOCTH CYP2C9 m CYP2C19 u umnrubupomanue aktuBHocTH CYP2D6 B mpucyTcTBUH
KOMOUWHAIMK 1apyHaBUP/PUTOHABUP, YTO MOXKET ObITH 00YCIIOBIEHO MPUCYTCTBUEM HU3KOM 103bI
putoHaBupa. CoBMeCTHOE NpPUMEHEHHE JapyHaBUpa W PUTOHABHpA C JICKAPCTBECHHBIMH
npenaparamu, MetadbonauzupyeMbiMu nipeumyinectBeHHO CYP2D6 (manpumep, drekamHumoMm,
npornadeHOHOM, METONPOJIOIOM), MOXKET MPHUBOAUTH K TOBBIIIEHHIO KOHLEHTPALUU ATHX
JIEKapCTBEHHBIX MpenapaToB B IJIa3Me, YTO CIIOCOOHO BBI3BATh YBEJIWYCHUE HIIM MPOJUICHUE UX
TepaneBTHUeCKOoro 3(@dexkra ¥ BO3HUKHOBEHHE HEXeENaTeNbHbIX peakiuii. CoBMeCTHOE
NpUMEHEHHE apyHaBUpa M PUTOHABHPA C JICKAPCTBEHHBIMU IpernapaTamMu, MPEeuMyLIIECTBEHHO
metabonuzupyeMmbiMu CYP2C9 (manpumep, Bapdapunom) u CYP2C19 (manpumep, MeTaioHOM),
MOXET TPHUBOJUTH K CHHKEHHIO CHUCTEMHOTO YPOBHS 3THUX JIEKAPCTBEHHBIX CPEICTB, YTO
CIOCOOHO BBI3BAaTh CHIYKEHUE WIIH COKPAILIEHUE MX TepareBTuYeckoro dddexra.

Xotsa sddexr B otHomennn CYP2C8 wusywancs Toiapko in Vitro, COBMECTHOE MPHMEHEHHE
KOMOMHAIIUKM JTapyHAaBUDP/PUTOHABUDP C JIEKAPCTBEHHBIMHU IMperapaTamH, NPEUMYLIECTBEHHO
metabonusupyembivu CYP2C8 (nampumep, MakiIMTaKCeIOM, POCUTIIUTA30HOM, PEMArIMHUAOM),
MOXET TPHUBOJUTh K CHHKEHHIO CHUCTEMHOTO YPOBHS 3THUX JIEKAPCTBEHHBIX CPEICTB, YTO
CIOCOOHO BBI3BaTh YMEHBIIICHHE WJIM COKPAIICHUE UX TepaneBTUIECKOro ddekra.

PutonaBup nHrHOMpYET TpaHCIIOPTHBIE MOJIEKYJbI P-rmukonpotenHa, OATP1B1 u OATP1B3, u
€ro NpUMEHEeHHE ¢ CyOCTpaTaMy 3TUX TPAHCIIOPTHBIX MOJIEKYII MOXKET MPUBECTH K MOBBILICHUIO
KOHIIGHTPAlMil 3TUX MpernapaTtoB B IjIa3Me (Hampumep, AaduraTpaHa STEKCHJIAT, TUTOKCHH,
CTaTUHBI U 003EHTaH).

JlekapCcTBEHHBIC IIpenapaThl, BIMSIONINE Ha KOHIICHTPAIUIO I[aDVHaBI/IDa/DI/ITOHaBI/IDa

B merabonusme napyHaBupa u puToHaBupa ydactByeT nzodepment CYP3A. JlekapcTBeHHbIE

npernaparsl, HHAyIUpYomue akTuBHOCTh m3odepmenta CYP3A, mpeamonokuTeNnbHO YCHIISAT
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IUIa3Me, 4YTO MOXXET NPUBOJAUTH K CHIDKEHHIO TeparneBTH4YecKoro s¢ddexkra u pa3BUTHIO
PE3UCTEHTHOCTH (HAIPUMeEp, 3TO KacaeTcs pudaMIuIimHa, 38epo0ost u JonuHaBupa). COBMECTHOE
NpUMEHEHHE JapyHaBUpa M pPUTOHaBUpa C JPYTUMH JIEKapPCTBEHHBIMU IIperapaTamu,
uHruoupyromumu nzodepment CYP3A, MokeT CHUKATh KIIMPEHC JIapyHaBUpa U PUTOHABHUPA U
MOBBIIIATH UX KOHIICHTPAIUIO B TUTa3Me (HampuMep, MHAWHABHP, CUCTEMHBIE a3071bl, B YaCTHOCTH,
KETOKOHA30JI U Ki1oTpuMa3zoi). CoBMecTHOE MpuMeHeHne ¢ MouHbIMU naruouropamu CYP3A4
HE PEKOMEHJYETCsl, CeIyeT COONI0AAaTh OCTOPOKHOCTh. Takue B3aMMOJAEWUCTBUS ONMCAaHbBI B
TaOJIMIIE HIKE.

Tabauia B3anuMOACUCTBUI MEXKIY OpenaparaMu

[IpuBeeHHBIN HUXKE CIIUCOK ITPUMEPOB B3aUMOICHCTBUN MEXAY JICKAPCTBEHHBIMU CPEICTBAMHU
HE SIBJISIETCS MCUEPIBIBAIOIINM, U IMOATOMY JUISl MOJy4YeHUs WH(OPMAaLUHU, CBSI3aHHOM ¢ MyTAMU
MeTabonu3ma, MyTSIMH B3aUMOJICHCTBUS, MOTCHIMATBHBIMA PUCKAMU U ACUCTBUSMH, KOTOPHIE
HEOO0XOMMO NPEANPUHATh B CIIydae COBMECTHOTO MpPHMEHEHHs, CleAyeT oOpamarbes K
COOTBETCTBYIOIIEH MHCTPYKIUHU JIEKaPCTBEHHOI'O IIpenapara, HCIOJIb3YyEMOTO COBMECTHO C
npenaparoM [lapyHaBup.

B3aumopeiicTBus Mexay KOMOMHaUMeW AapyHaBUP/PUTOHABUP U aAHTHPETPOBUPYCHBIMH U
POYMMH JICKApCTBEHHBIMHM CpEACTBaMHU IMpuBeAeHbl B Tabmuue Humxke (He onpeneneno
cokpamaercs kak «H/O»). HampaBneHnue crpenku as Kaxaoro mapamerpa (hapMaKOKHHETHUKH
ocHOBaHO Ha 90 % OBEpUTENBHOM MHTEpPBAJIE JUISl CPEAHETO T€OMETPUUYECKOIO0 COOTHOILIEHHS,
KOTOPOE MOXKET HaXOAUTHCS B Tipenenax («), Hwke () wim Beime (1) auanazona 80-125 %.

Psn uccnenoBanmii B3auMonelcTBUs (0003HAUYCHHBIN # B TaOiuile HUXKE) OBLI MPOBEACH C
MCIIOJIb30BAaHUEM 03 JlapyHaBUpa HM)KE PEKOMEHAYEMBIX WIH C JPYTUM PEXKHMOM TEpaIUU.
O} PeKTsl B OTHOIIEHUH COBMECTHO MPUMEHSIEMbIX JIEKAPCTBEHHBIX MPENapaToB MOTYT, TAaKUM
o0pa3oM, OBITb HEJOOLICHEHbI, BCIEACTBUE OTOTO MOXET ObITh I[OKa3aH KIMHUYECKUN

MOHUTOPHUHT 0€30MacHOCTH.

JlekapcTBeHHBbIH B3aumoneicreue PexoMenganuu mo
npenapar, Cpeanee reomeTpuieckoe COBMECTHOMY IIPMMEHEHHUI0
npUMeHsieMbIii n3menenue (%0)
COBMECTHO C
KOMOMHauen
AapyHABHP/PUTOHABHUP

AHTHPETPOBHPYCHBIE ITIPEIIAPATHBI JUIA JIEYEHHA BUY-UH®EKIITHH
Hnzubumopwt unmezpaszot

JHonyrerpaBup AUC nonyrerpasupa | 22 % Kombunaruro
Ca44 monmyTerpasupa 38 % JapyHaBUP/pUTOHABUP "
Cmax gonyrerpasupa | 11 % JOJyTErpaBUp MO>KHO
JTapyHaBHp «>* WCIIOIb30BaTh 0€3 KOPPEKIUU
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COOTBETC

ot 14.11.2023 N= 23015

* Ha ocHOBaHUH cpaBHéf:&/'I;‘/LI':'HMTZE"'."TEHE'H"-""T:' 0ou4)

MEXIY HCCIEIOBaHUSAMHU C

UCTIOJIb30BAHUEM

HUCTOPUYECKUX  JaHHBIX 10

(hapMaKOKMHETHKE

DnBUTETpaBUP AUC snBuTerpaBupa «> [Ipu coBMECTHOM NPUMEHEHUH

Chmin BUTETpaBUpa <> KOMOUMHAIHH

Cmax DJIBUTETpaBUpa <> JTapyHaBUpP/pUTOHABUP c

AUC napynaBupa <> HU3KMMH [J103aMH PUTOHABHpA

Cmin mapynasupa 17 % (600/100 mr 2 pasa B CyTKH) B

Crmax lapyHaBHpa <> COYETaHUU C DIIBUTETPABUPOM
7032 DJIBUTETpaBHpa JOJDKHA
cocraBiuaTh 150mr 1 pa3 B
CYTKH.
dapMaKOKMHETHKA u
peKoOMeHAAINN o
JIO3UPOBAHUIO JUISI APYTHX 103
JTapyHaBUpa WIH TUISE
KOMOWHAINH
AJIBUTETPABUP/KOOUITUCTAT  HE
yCcTaHOBJIEHBI. Takum o0pas3om,
COBMECTHOE pUMEHEHUE
KOMOUWHAINH
JapyHaBUP/PUTOHABHP B JIFOOOH
no3se, kpome 600/100 mr 2 pasza B
CyTKM, B  COYETaHUH C
AIIBUTETPABUPOM HE
pexkomenayerca.  CoBmecTHOE
MPUMEHEHUE KOMOUWHAIUU
JapyHaBUP/pPUTOHABHUP u
AIIBUTETPABHpA C KOOUIIUCTATOM
HE PEKOMEHIYyeTCsl.

Panrerpasup B  pesymbrare  HekoropsX | B HacTosIIEe BpeMs

KJIMHUYECKUX  HCCJEeNOBAaHUM | mpeamojiaraercs, 4ro 3QQexT

ObUIO  TPEANOJIOKEHO, UTO | pajTerpaBupa Ha

panTerpaBUp MOKET BBI3bIBATH | KOHILIEHTPALIMIO JlapyHaBUpa B

YMEpEHHOE CHIDKEHHE | IUIa3Me HE SIBIISIETCS

KOHIEHTpAllUU JapyHaBUpa B | KIMHUYECKU 3HAYMMBIM.

Jia3me. Kom6unarmro
JapyHaBUP/pPUTOHABHUP u

PAITCTrPpaBUP MOKHO IIPUMCHATH
0e3 KOPPEKIIUH JT03bI.

Hykneo3uonvle/nykneomuonule uncudumoput oopamnou mpanckpunmasol (HUOT)

Jnnano3ux
400 mr 1 pa3 B cyTKH

AUC nunanosuna | 9 %
Chmin aupano3una H/O
Cmax mtunano3una | 16 %
AUC napynaBupa <
Cmin T1apyHaBupa <>
Cmax 1TapyHaBupa <>

KomOunamuro
JapyHaBUP/pUTOHABUP U
JUIaHO3MH MOXKHO TPHUMEHSITh
0e3 KOpPEKIIUHU JT036I.

Jnnmano3un HEO00XO0IUMO
HpI/IHI/IMaTB HaToIIakK, TaKuUM
obpazom, ero ciemyer

npuHUMaTh 3a 1 vac 10 wiam
yepe3 2 dYaca TMOCie TpueMa
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COOTBETCTBYET 3KI

ot 14.11.2023 N= 23015

- H'_OMG"/E[.EI‘L[[EJI l I:H 1o Uu |_I£i. 1

JTApYHABUP/PUTOHABHP C TMHUIIICH.

Tenodoupa
JI30IPOKCHIT
245 wr 1 pa3 B cyTkH

t

AUC Tenodosupa 1 22 %
Cmin TenHodoBupa 1 37 %
Cmax TeHodoBupa 1 24 %
*AUC napynasupa 1 21 %
#*Cmin napynasupa 1 24 %

[Ipn coBMecCTHOM NPUMEHEHHUH
KOMOWHAINN

JapyHaBUP/pUTOHABUP c
TeHO()OBUPOM  MOXKET  OBITh
MOKa3aH MOHUTOPHHT (DyHKIHU

#*Cmax mapyHnasupa 116 % MOYEeK, B  OCOOEHHOCTH ¥y
(1 xoHueHTpauu TeHO(OBHpPA | NAIMEHTOB C CUCTEMHBIMU WIIU
BCJIE/ICTBUE  BIMSIHMS ~ HA | IOYEYHBIMH  3a00JIEBaHUSMU,
OIOCPEOBaHHBIN MDR-1 | iu60  1npu  UCHOJB30BAHUU
TPaHCIIOPT B MOYEYHBIX | HEPPOTOKCHUYHBIX IIPEMapaToB.
KaHaJIbI1ax)
OMTpunuTabun/ Tenodosupa anadpenamuy <> Pexomenyemas 03a
TeHo(oBUpa Tenodosup 1 KOMOWHAIMK SMTPUIIUTAOUH/
anadeHaMu/1 teHodoBupa anabpeHamu; —
200/10 Mr mnpum COBMECTHOM
NPUMEHEHUH C KOMOHWHauuen
JlapyHaBUP/pUTOHABUD.
AbGakaBup He wmsyuanoce. Ha ocHoBannu | KomOuHanus
DOMTpUITUTAONH Pa3TUYHBIX TyTeH STUMUHAIIMY | JapYHABUP/PUTOHABHP  MOXKET
JlamuByauH npounx HUOT (3umoByamna, | mpumeHsaTbes ¢ >tumu HUAOT
CraBynun OMTPULIMTAOWHA,  CTaByJWHA, | 0€3 KOPPEKIUHU AO3HI.
3U10BYINH JaMHUBYJIMHA), KOTOpBIE
KCKPETUPYIOTCS

PEUMYIICCTBEHHO MTOYKaMH, H
abakaBupa, B MeTaboIM3Me
KOTOPOTO HE y4acTBYeT
CYP450, HUKaKHX
B3aUMOJICUCTBUM MEXKTY dTUMHU
JIeKapCTBEHHBIMU

npenaparaMi 1 KOMOWHAIHEH
JapyHaBUP/pUTOHABUP HE
IpeIoIaraeTcsl.

Henykneozuouvie/nenykneomuonvie unzudbumopul oopamnoit mpanckpunmazol (HHUOT)

Ddasupens
600 mr 1 pa3 B cyTKun

AUC s¢aBupensa T 21 %

Chmin 2daBupensa 1 17 %

Cmax 2aBupenza 1 15 %
*AUC napynasupa | 13 %
#*Cmin mapynasupa | 31 %
#*Cmax mapynasupa | 15 %

(1 xoHueHTparuu 3¢aBUpeH3a
BCIIC/ICTBHE  WHTUOMPOBAHUS
CYP3A)

(I xoHIEHTpanmuu NapyHaBHpa
BCJICJICTBHE WHTYKITH
CYP3A)

[Ipu npuMeHeHUU KOMOMHALIUU

JapyHaBUP/pUTOHABUP B
coyetaHnn ¢  d(haBUPEH30OM
MOKET notrpedoBaTbCcs
KIIMHUYECKUI MOHHUTOPHHT
TOKCUYHOCTH B  OTHOLIEHUU
LHEHTPATbHOUN HEPBHOU
CUCTEMBI, CBSI3aHHBIN C
MOBBIIEHHOW  KOHIEHTpalHUei
adaBupeHsa.

[Tpuem npemapara 3¢paBupeH3a B
COUCTAaHWM ¢ KOMOWHAIMen
JapyHaBUP/pUTOHABHDP B J103€
800/100 mr 1 pa3 B CyTKH MOXKET
NPUBOJIUTH K CYOONITUMATBHOMY
3HaueHU0 Cmin  JapyHaBupa.
Ecnmm adaBupens mnorpebyercs
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.11.2023 N= 23015

—

MOy AR RATE AT

KOMOMHaImen
JapyHaBUP/pUTOHABUD, CIEIYyeT
HCIIOJIb30BaTh peXUM
600/100 mr 2 pa3a B CYTKH.
OTpaBUpUH AUC stpaupuna | 37 % KomOunanuto
100 mr 2 pa3a B cyTKH Chmin aTpaBupuna | 49 % JapyHaBUP/pUTOHABUD C
Crmax oTpaBupuna | 32 % srpaBupuHOoM 200 Mr 2 pasa B
AUC napynasupa 1 15 % CYTKH MOXHO HCIIOJIb30BaTh 0e3
Cmin IapyHaBupa < KOPPEKLIHUU T03bI.
Crax JapyHaBHUpa <>
Heupanun AUC neBupanuna 1 27% Komb6unanuro
200 mr 2 pasa B CyTKH Cnmin HeBupanuna 1 47% JapyHaBUP/pUTOHABUD C
Cmax HeBupanumHa T 18% | HeBupanuHOM MOXHO
*napymaBupa: KOHIIEHTpAIMM | MCIIOJIB30BaTh 0e3 KOPPEKIHH
COOTBETCTBOBAJIIN JI03Bl.
UCTOPUYECKHM TTAaHHBIM
(1 KOHLEHTpallUK HEBUpaIHHA
BCJICCTBHE  WHTMOMPOBAHUSA
CYP3A)
Punnusupun AUC punnusupuna 1 130 % Kombunaruro
150 mr 1 pa3 B cyTku Chin prmmuBupuHa T 178 % JapyHaBUP/pUTOHABUP c
Cmax pwmmuBupuHa 1 79 % PUINMBUPUHOM MO>KHO
AUC napynaBupa <> WCIIOB30BaTh 0€3 KOPPEKIUU
Cmin mapynaBupa | 11 % JI03BL.
Crmax JapyHaBHUpa <>

Huzuoumopoer npomeasot BUY 06e3 O0ononnumenvHo20 NpumMeHeHus HUZKUX 003
pumonagupa'

Arta3zaHaBup AUC atazanaBupa <> Kombunaruro

300 mr 1 pa3 B cyTku Chmin aTazanaBupa 1 52 % JapyHaBUP/pUTOHABUP u
Cmax aTazanasupa | 11 % aTazaHaBUD MO>KHO
*AUC napynasupa <> WCIIONb30BaTh 0€3 KOPPEKIUU
#*Cmin napyHaBupa <> JIO3BL.

#Cmax JapyHaBupa <>

ATa3zaHaBup: CpaBHEHHE
aTa3aHaBUpa/pUTOHABHPA
300/100 Mmr 1 pa3 B CyTkH U
atazaHaBupa 300 mr 1 pa3 B
CyTKH B  COYETaHMM C
JapyHaBUPOM/PUTOHABUPOM
400/100 Mmr 2 pasa B CYTKH.
JapyHaBup: CpaBHEHUE
JapyHaBHpa/pUTOHABUPA
400/100 mr 2 pa3a B CyTKH C
JapyHaBHUPOM/PUTOHABUPOM
400/100 mr 2 pa3a B CyTKH B
COYETaHMH C AaTa3aHaBUPOM
300 mr 1 pa3 B cyTKH.

NununaBup AUC unnunaBupa 1 23 % [Tpu WCITOJTb30BaHUN B
800 mr 2 pasa B cyTKH Cmin unaunaBupa T 125 % COYETaHUH ¢ KOMOMHaIMen
Cmax MHAWHABUPA <> JTapyHaBHP/PUTOHABHD  MOXKET
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.11.2023 N= 23015

*AUC napynasupd 1 24 %'ﬂ':":'q%;'be%o;gd?r}:l:iﬁwoﬁpgﬁﬁlﬁ}'dsm

*Cmin mapynasupa 1 44 % nHauHaBupa ¢ 800 mMr 2 pasa B
#*Cmax napynasupa 1 11 % cytku 10 600 mr 2 pasza B CyTKU

B ClIy4ae HEIEePeHOCUMOCTH.
Nuaunasup: CpaBHEHUE

WH/IMHABUPA/PUTOHABHPA
800/100 Mr 2 pa3a B CYTKH C
WHMHABUPOM/1apyHaBUPOM/
putonasupom 800/400/100 mr
2 pa3a B CyTKH.

JapyHaBup: cpaBHEHUE
JIapyHaBUpPa/pUTOHABHPA
400/100 Mr 2 pasa B CYTKH C
JapyHaBUPOM/PUTOHABUPOM
400/100 Mr B cOYeTaHHH C
unauHasupoMm 800 mr 2 paza B

CYTKH.
CakBuHaBUp *AUC napynasupa | 26 % Kombunaruro
1000 mr 2 paza B cyTku | *Cmin napynasup | 42 % JapyHaBUp/pUTOHABUP HE
#*Cmax mapynasupa | 17 % PEKOMEHAYETCSI MPUMEHSATh C
AUC cakBunaBupa | 6 % CaKBUHABUPOM.

Chmin cakBuHaBupa | 18 %
Crmax cakBuHaBupa | 6 %

CakBuHaBup: CpaBHEHUE
CaKkBMHABHUpa/pUTOHABUPA
1000/100 mr 2 pa3a B CyTKH H
CaKkBHMHABUpa/mapyHaBUpa/
puronaBupa 1000/400/100 mr
2 pa3a B CyTKH.

JapyHaBup: CpaBHEHUE
JapyHaBHpa/pUTOHABUPA
400/100 mr 2 pa3a B CyTKH U
JapyHaBHpa/pUTOHABUPA
400/100 Mr B codYeTaHUH C
caksuHaBupom 1000 mr 2 pasa

B CYTKH.
Huzubumoput npomeazvt BUY - ¢ couemanuu ¢ Huskumu 003amu pumonasupa’
Jlonunasup/puronasup | AUC nonunasupa 1 9 % Bcenencteue CHY)KECHHUS
400/100 mr 2 pasa B Cmin ortuaaBupa 1 23 % KOHIIEHTPAIIU! (AUC)
CYTKH Cmax oriuHaBupa | 2 % JapyHaBUpa Ha 40 %
AUC napynaBupa | 38 %t IMOAXOISIIINE IIO3BI 3TOH
Cmin apyHaBupa | 51 % KOMOWHAIIMY HE YCTAaHOBIICHBI.

Crmax mapyHasupa | 21 %!

Jlonuuasup/puronasup | AUC nonuHaBupa <> TakuM 00pa3oM, COBMECTHOE
533/133,3 mr 2 pasa B Chmin 1onmmaaBupa 1 13 % IPUMEHEHNE KOMOWHAIMH
CyTKH Crmax totmuaaBupa T 11 % JlapyHaBUP/pPUTOHABHUP c
AUC napynasupa | 41 % KOMOWHHUPOBAHHBIM
Cmin napyHaBupa | 55 % IpenapaToM, BKJTFOYAIOIITUM
Cmax tapynasupa | 21 % JIOTIMHABUP/PUTOHABUD,
Ha OCHOBAaHHU HE | MPOTUBOIOKA3aHO (CM. pa3aen
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COOTBETC

ot 14.11.2023 N= 23015

T
HOpMaJIM30BaHHBIY 11O ﬂd36'

T OBATENBHOCTS 0004)

3Ha4YCHUHU

AHTAI'OHHUCTBI PELIEIITOPOB CCR5

Mapasupox AUC wmapasupoka T 305 % [Ipu nmprMeHEeHUH B COYETaHUH C

150 mr 2 pasa B cyTKu Cmin MapaBupoka H/O KOMOUHaImen
Cmax MapaBupoka 1 129 % JlapyHaBUP/pPUTOHABHUP 03a
KoHnenTpanuu gapyHaBupa u | MapaBHpPOKa JOJKHA COCTABIISATh
puTOHaBHpa corjacoBeiBaMChH | 150 Mr 2 pa3a B CyTKH.
C HICTOPHYECKUMHU JAHHBIMHU.

AHTAI'OHHUCTHI al-AJIPEHOPEILIEIITOPOB

Andyzo3un Ha ocnHoBanum teoperndeckux | OQHOBpEMEHHOE MPHUMEHEHUE
COOOpakeHU I npenapar | KOMOMHAIUN
JlapyHaBUp JOKEH MOBBINIATE | JapyHaBUP/PUTOHABHUP u
KOHIICHTpaInio andy3o3uHa B | al(y303WHa MPOTUBOIOKA3AHO
j1a3Me (3a cuér | (cm. pasnen 4.3).
unrunouposanus CYP3A).

AHECTETHKH

Andenranmn He nzyuanocs. B metabonusme | [1pu coBMECTHOM TpUMEHEHUH C

andeHTaHuIa y4acTBYET
nzodepment CYP3A, koTopsIit
MOKET MHTUOMPOBATHCS
KOMOMHAaImen
JlapyHaBUP/pUTOHABUD.

KOMOUHAaIUEn

JapyHAaBUP/PUTOHABUDP  MOJXKET
noTpeOOBaThCS CHIDKEHUE 03B
andeHTaHuma, a TaKKe
MOHHUTOPHHT PHUCKOB

JJIUTEIIBHOT'O UJIKX OTCPOUYCHHOT'O
YIrHCTCHUSA ObIXaHUS.

AHTHAHT'HHAJIBHBIE / AHTHAPUTMHUYECKHE IIPEIIAPATBI

Juzonupamu He n3ydanochk. | HeoOxonumo cobimogeHne mep
dnekanHua [Ipennonaraercs, 4YTO | IPEIOCTOPOKHOCTH, KpoMe
JInpokanH (CUCTEMHO) KOMOHWHAIIUS TOTO, PEKOMEHIyeTCs
MexkcuneTnH JTapyHaBUDP/pPUTOHABHP MOHHTOPHHT TEpaneBTUICCKON
[Tponadenon MOBBICUT KOHLIEHTPALMIO ATHX | KOHUEHTpauuu (MpyU HaJIU4du
AHTUAPUTMUYECKUX TakKOH  BO3MOXXHOCTH)  JTHX
IpenapaToB B ia3Me | aHTHApUTMUYECKUX MpenapaTroB
(uHrHOMpOBaHUE IIPY COBMECTHOM IIPUMEHEHUU C
nzoepmentoB CYP3A w/unm | koMOMHaIen
CYP2D6). JlapyHaBUP/pUTOHABUD.
Amuonapon [IpoTrBOMOKa3aHO MPUMEHEHHUE
benpuun KOMOHMHAIINH
Jporenapon JlapyHaBUP/pPUTOHABHUP c
XUHUIH aMUOJapOHOM, OenmpuInIIoM,
Panonasun JIPOHEAAPOHOM, XUHUJAUHOM WU
paHonazuHoOM (cM. pasnen 4.3).
Jluroxcua AUC aurokcuna T 61 % [Tockonbky IIUTOKCUH
0,4 Mr oTHOKpaTHO Cnmin nuroxcuna H/O XapaKTepU3yeTCs Y3KUM

Cmax murokcuna 1 29 %

(T KOHIEHTpAallMu JUTOKCHHA
BCJICACTBHUE BEPOSITHOTO
UHTUOMPOBAHUS
P-rimuxonporenna)

TEPaNeBTHYECKUM HAINIa30HOM,
B clTyyae Ha3HAYEHUS TUTOKCHHA
NalyeHTaMm, MOy YarOIIUM
KOMOHWHAIIUIO
JapyHaBUP/pUTOHABHD,
MEPBOHAYAILHO PEKOMEHyeTCs

HCIIOJIb30BaTh MHWHHUMAJIbHYIO
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COOTBETCTBYET 3KI

ot 14.11.2023 N= 23015

——

TBoshdkiyio | 705y~ MArORHa,

Hanee cinegyer  mpOBOAUTH
AKKYpaTHYIO THUTPALMIO JO3bI
JTUTOKCHHA c LEJbI0
JOCTHKCHUS HKEJIAEMOT0

KIMHUYecKoro 3¢ dexra Ha hoHe
OLIEHKH OOIIEro KIMHUYECKOIO
COCTOSTHHS TTAlHEHTA.

WBabpanun He nsyuanocs. CoBmMmecTHOE [IPUMEHEHUE
IIPOTHBOIIOKA3aHO (CM. paszen
4.3).

AHTHBHOTHKH

Knapurpomunux AUC xnaputpomununa 1 57 % | Pekomenayercs co0mo1aTh

500 mr 2 paza B CyTKH Chin KJTapuTpOMHIIHA T OCTOPOKHOCTB ITPH COBMECTHOM

174 %

Crax kmaputpomuiaa T 26 %
*AUC napynasupa | 13 %
#*Cmin mapynasupa T 1 %

#Cmax mapynasupa | 17 %
Konuenrpauuu
14-OH-knaputpoMuIMHa  HE
BBISIBJSUIUCH TPU COBMECTHOM
NPUMEHEHUH C KOMOMHAIMen
JapyHaBUP/pUTOHABUP

(1 KOHLIEHTpaluu
KJIAPUTPOMHIIMHA BCJIEJICTBUE
UHTHOUpOBaHUS H30(epMEHTa
CYP3A u BO3MOKHOTO
WHTUOMPOBAHUS
P-rimmkxonporenHa).

MPUMEHCHUH KIAPUTPOMHUIIMHA
B COYETAaHMHU C KOMOMHAIMER
JapyHaBUP/PUTOHABUP.

Y mNamueHToB € HOPMAJIBHOMN
¢byHKIMeH Mouek KOMOMHAIuMs
JapyHaBUP/pUTOHABUP B
COUYETAHWH C KIIAPUTPOMHUIITHOM
MOXKET OBITh Ha3HayeHa 0e3
KOPPEKIIHH JIO3BL.
PexoMennoBaHHYIO 03y
KIAPUTPOMHIIMHA Yy TAIMCHTOB
¢ HapymieHueM (QYHKIIMH TTOYEK
ClieyeT BBIOMpATh COTJIACHO
WHCTPYKIIUU 10 MEAUITTHCKOMY
MPUMEHECHHIO KIIAPUTPOMHUIIMHA.

AHTHKOATI'YIAHTBI/AHTHAI' PET'AHTBI

ArnukcabaH He w3ydanocs. CoBmectHoe | [Ipumenenue KOMOWHAIIUH
Onokcaban IIPUMEHEHNE KOMOWHAIMY | JapyHaBUP/PUTOHABUP C ITUMH
Puapoxcaban JapyHaBUpP/pUTOHABUP C | aHTUKOAryJIssHTaMu He

AHTHKOATyJSTHTAMU MOXET | PEKOMEHIYETCH.

MOBBICUTh MX KOHIICHTPAIHIO,

YTO  MOXET TPUBECTH K

YBEJIMUEHUIO pPUCKA PAa3BUTHUS

KPOBOTEUECHU I

(maTHOMpOBaHUE U30(hepMeHTa

CYP3A u/unu

P-rimmkonporenHa).
Jlaburarpan He wuzyuanocs. CoBmectHoe | IIpumenenune KOMOWHAIUU
Tukarpenop MPUMEHEHHE C KOMOWHAaIMeW | JapyHaBUP/pUTOHABUD c

JapyHABUP/PUTOHABUDP MOXKET
MPUBOANUTH K CYIIECTBCHHOMY

ITOBBIIIICHHU KO KOHI.[GHTp alnun
naburarpaHa 1503051
THKarpenopa.

naburaTpaHoM M THKArpeIopoM
MPOTHBOIOKA3aHO (CM. pazjen
4.3).

PexomeHnmyercss  mpHMeEHEHHE
OPYTUX AHTUTPOMOOITUTAPHBIX
npernaparoB, Ha KOTOpbIE HE
BIUSICT WHTUOMPOBAHUE WIIU
uaaykius  CYP  (Hampumep,
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Bapdapun

He M3y4alioCh. [Ipu
COBMECTHOM TPUMEHEHUHU C
KOMOMHAaImen
JapyHaBUP/pUTOHABUP
BO3MOXHO W3MEHECHHE
KOHIIEHTpaIuu BapdapuHa.

[Ipn coBMECTHOM NPUMEHEHHUU
BapapuHa ¢  KOMOMHaIuMeH
JlapyHaBUP/pPUTOHABHUP
PEKOMEHAYETCSI ~ MOHUTOPHHT
MEKTYHApOIHOTO
HOPMAaJIM30BAaHHOTO OTHOILICHHUS

(MHO).

IIPOTHBOCY/IOPO/KHBIE IIPEITAPATHI

denobapOuTan He usyuanoce. ®@enobapoburan | KomObunaruio
deHnTonH 1 (heHUTOWH JlapyHaBUP/pPUTOHABHUP HE
IPEMNOI0KUTEIBHO  BBI3OBYT | CIEIyeT MIPUMECHSITh B
CHIDKEHHE KOHIICHTpPAIUi | COUeTaHUN c STHMHA
JapyHaBUpa W PUTOHABHUpA B | JEKAPCTBECHHBIMH CPEICTBAMHU.
TIa3Me
(MHIYKIMS (bepmeHTOB
CYP450).
Kapbamazenun AUC xapOamazennna T 45 % | Koppekuun 10361 KOMOMHALIUU
200 mr 2 pasa B CyTKH Chmin kap6amazennHa T 54 % JlapyHaBUP/pPUTOHABHUP HE
Chmax kKapbamazenuna 1 43 % pEKOMEHYETCS. Ecmu
AUC napynaBupa <> noTpedyeTcs MIPUMEHCHHE
Cmin mapynasupa | 15 % KOMOWHAIUN
Cmax 1TapyHaBHUpa <> JapyHaBUpP/pUTOHABUP c
KapOamMa3enuHoM, HEOOXOaUM
MOHUTOPHHT  MOTEHIHAIBHBIX
CBSI3aHHBIX C KapOama3enmuHOM
HEXKEeMaTeIbHBIX SIBTICHH.
Cnenyet KOHTPOJIMPOBAaTh
KOHIICHTpaInio kapOamas3ernuHa,
KpoMme TOTO, Tpedyercs
TUTpPAIMsl €ro JO03bl C IEJbI0
o0ecrieyeHus aJIeKBaTHOTO
OTBETA. Ha OCHOBaHUU
NOJIYYCHHBIX PE3yIbTaTOB /103y
kapOama3ernuHa B TPUCYTCTBHH
KOMOMHAINH
JapYHAaBUP/PUTOHABUDP  MOXKET
noTpeboBaThCs  CHUBUTH  Ha
25 %-50 %.
Knonazenam CoBMmecTHOE TPUMEHEHHE [Ipu coBMECTHOM NPUMEHEHUU
KOMOMHAINN KOMOMHAINN
JapyHaBUP/pUTOHABUD U JapyHaBUP/pUTOHABUP U
KJIOHA3ermamMa MOKET IMPUBECTH | KJIOHA3ermamMa  pPEKOMEHIYeTCs
K MTOBBIIICHUIO KOHIICHTPAIIUN | KITUHUYECKHI MOHUTOPHHT.
KJIOHA3emama B TuTa3Me
(uHrnOupoBanue n3opepMeHTa
CYP3A).
AHTH/IEIIPECCAHTbBI
[TapokceTun AUC napokceruna | 39 % B ciry4yae COBMECTHOTO
20 mr 1 pa3 B cyTku Cmin mapokcetruna | 37 % IIPUMEHEHHUS aHTUAETIPECCAHTOB
Cmax mapokcetrnsa | 36 % c KOMOWHAaIMEH
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Ceptpanun
50 mr 1 pa3 B cyTkun

*AUC napynapupa <>

TRy aBHpAbHT OBy 00

#*Cmin TapyHaBupa <>
#*Cmax napyHaBupa <>

AUC ceprpanuna | 49 %
Cnmin ceptpanuna | 49 %
Cmax cepTpasinna | 44 %
*AUC napynasupa <>
#*Cmin mapynasupa | 6 %
*Cmax mapyHaBupa <>

PEKOMEHTyEMbIM MMOIX0JI0M
SIBISICTCS TUTpALUS JIO3BI
aHTHJICTIPECCAaHTa Ha OCHOBAaHUH
KJIIMHUYECKOU OLICHKHU OTBETa Ha
atoT npenapar. Kpome toro, 3a

NalUeHTaMH,  IOJYYalOIIUMU
CcTaOMJIbHBIE IIO3BI
AHTHUJICTIPECCAHTOB, KOTOpBIC
HAYMHAIOT TEPAITHIO
KOMOHMHAaIHEH

JTapyHaBUpP/pUTOHABHUP, CIEIYET
HaOIOIaTh HA TIPEIMET OTBETa
Ha aHTHUJICTIPECCAHTHI.

AMUTPUNITUINH ComecTHOE INPUMCHCHHUC | [T[py COBMECTHOM MPHUMEHEHUU
Jle3unpamMun KOMOHMHAIMH KOMOWHAINA
Nmunpamun JlapyHaBUP/PUTOHABHUP C ITUMU JapyHaBUP/pPUTOHABUDP C 3TUMHU
HopTrpuntunun AHTUCIIPCCCAHTAMU MOXCT | aHTHIEIIPECCAHTAMU
TpasonoH TIOBBICUTH KOHICHTPAIHUIO | peKOMEHAYETCS ~ KIMHUYECKUU
aHTHUJCTIPECCAHTOB MOHUTOPUHI,  KpOME  TOrO,
(nHrHbupoBanue CYP2D6 | mosxer notpe0oBaTbCs
u/umn CYP3A). KOppeKLIus 036l ITUX
AQHTUJCIPECCAHTOB.
IIPOTHBOPBOTHBIE IIPEITAPATBI
Jomnepuion He u3yyanocs. [Ipu coBMECTHOM NPUMEHEHHH
KOMOMHAINH
JapyHaBUP/pUTOHABUP c
JIOMIIEPUIOHOM clenyer
coO0IaTh  OCTOPOXKHOCTH M|
HaOmonaTh 32  MOOOYHBIMHU
peakuusMu, CBSI3AHHBIMH ~ C
JIOMIEPUJIOHOM.
IIPOTHBOI'PUBKOBAIE IIPEIIAPATHI
BopuxkoHnason He wsyuanocs. PurtonaBup | Bopukonazon  He — cienmyer
MOKET CHU)XATh | MIPUMEHATH B COUYETAHUH C
KOHIIEHTPALMI0O BOPHKOHA30J1a | KOMOMHAIIHEH
B ryIa3Me (MHAYKIUS | TapyHABUP/PUTOHABHP 3a
depmentoB CYP450). HCKJIIOYEHHEM CITydyaeB, Korja
Ha OCHOBaHUU OLICHKHU
COOTHOIIIEHUSI PUCKA U TOJIb3BI
HEe00X0INMO IpUMEHEHNE
BOPUKOHA30J1a.
drykoHaz301 He wusywanoce. KomOunanus | Heobxomgmumo coOJIro1aTh
N3aBykoHnazon JTapyHABUP/PUTOHABHP MOXKET | OCTOPOKHOCTh, PEKOMEHIYETCS
Wtpakonazon MOBBIIIATh KOHIEHTPALUIO | KIMHUYECKUN MOHHUTOPUHT.
ITo3akoHazon IPOTHUBOTPUOKOBBIX Ecnmu Ttpebyercss coBMecTHOE
MpernapaToB B njaa3Me, | IpUMEHEeHHe, CyTOYHas [03a
M03aKOHA30JI, HW3aBYKOHA30J, | UTpaKOHa30jda  HE  JIOJDKHA
WUTpaKoHa30J1, Win (aykoHa3on | mpeBbimars 200 mr.
MOTYT MOBBIIIATH
KOHIIEHTPALlMI0  JlapyHaBHpa
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(MHTUOMpPOBAHUE ¥ 3od)epM9d'rc'1"

NEODBATENEHOCTE U00E]

CYP3A u

P-rnukonporenHa).

Knorpumazon

He wusyuanoce. CoBmecTHOE
CHCTEMHOE pUMEHEHHE
KJIOTPHMA30J1a U KOMOWHAIMH
JapyHABUP/PUTOHABUDP MOXKET
MOBBINIATh KOHIICHTPAITUIO
JapyHaBHpa U /1
KIOTpHMa3oia B IJIa3Me.
AUCy4, mapynaBupa T 33 %

(Ha OCHOBaHUU
HOHy.]'DII.[HOHHOﬁ MOA€CIn
(hapMaKOKMHETUKH).

Ecmun  tpebyercs coBmecTHOE
MPUMEHEHHE C KIIOTPUMA30JIOM,
HEe00X0INMO coOJIro1aTh
OCTOPOXKHOCTh, PEKOMEHIYETCSI
KIIMHAYECKUH MOHUTOPHHT.

IIPOTUBONOJAI'PHYECKHUE IIPEITAPATHI

Komxumuu

He wusyuanoce. CoBmecTHOE

MPUMEHCHHE KOJXUIIMHA U
KOMOHWHAIIUNA
JapyHABUP/PUTOHABUDP MOXKET
MOBBIIIATH KOHIICHTPAITUIO
KOJIXUIIMHA

(maTHOMpOBaHUE M30(hepMeHTa
CYP3A w/unu
P-rimuxonporenHa).

Ecmm  Tpebyercs
KOMOMHAIHEeH

JapyHaBUP/pUTOHABUP y
MNalMeHTOB C HOPMaJIbHOU
GyHKIMEH TMeYeHu WU TOYeK,
PEKOMEH]IyEeTCSsl CHUKEHUE J103bl
KOJIXULHHA WIH
MIPUOCTAaHOBIICHUE nprema
sToro mpenapara. [lanuentam c
HapylieHneM (QYHKIMH TIeYCeHU
WIM TIOYEK MPOTHUBOIMOKA3aHO

Tepanus

IPUMEHSTh KOJIXUIIMH B
COYETaHUN C KOMOMHAIMER
JapyHaBUP/pUTOHABUD (cm.
paznen 4.3).

IIPOTHBOMAJIAPHHUHBIE ITPEITAPATHI

Aptemerep/ AUC apremertepa | 16 % KomOunammst

Jlymedantpun Cmin apTemerepa <> JapyHAaBUP/PUTOHABUDP  MOXKET

80/480 wmr, 6 103 uepes 0,
8,24, 36, 48 u 60 yacos

Cmax apTemetepa | 18 %
AUC guruapoapreMu3uHUHA
118%

Chmin IUTHAPOAPTEMU3NHUHA
<> Crmax
auruapoapremMusuanaa | 18 %
AUC nymedantpuna T 175 %
Chmin mymedantpuna T 126%
Crmax mymedantpuna T 65 %
AUC napynaBupa <>

Cmin mapyHnasupa | 13 %

Crax JapyHaBHUpa <>

NPUMEHATHCSI B COYETAaHHU C
apTemMeTepoM/ITyMe(paHTPHHOM

0e3 KOPpEeKIMU JI03bl; TEM HE
MEHee, BCIIEACTBUE MOBBIIICHHS
KOHIIEHTpauu JyMe(haHTpHHA
JaHHYI0 KOMOHMHALIMIO CIIEAyeT
HOPUMEHSATH C OCTOPOXKHOCTBIO.

IIPOTHBOTYBEPKYJIE3HBIE IIPEITAPATBI

Pudammunin
Pudanentun

He uzyuanocs. Pudanentun u

pudammuuH SIBJITIOTCS
MOIITHBIMHA I/IH,Z[yKTOp aMHn
modepmenra CYP3A, oHu
BbI3bIBAJIN BBIpa)KeHHOG
CHIDKEHHUE KOHIIEHTpaIUil

[Ipumenenne pudaneHTuHa C
KOMOMWHaIuen
JapyHaBUP/pUTOHABUD
PEKOMEHyeTCS.

HC

IIpoTnBonokaszana
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IPYTUX UHTUOUTOPOB HpOi’EH;',':'qMEﬂé{'ﬁggggﬁiﬂéﬁ: 5 ';Legzil Hs

YTO MOXET MNPUBOAUTH K | pUPaMIUIIMHOM C
BHUPYCOJIOTHUECKON KoMOUHaImen
Hed(DPEKTUBHOCTH U PA3BUTHUIO | JapyHABUP/PUTOHABUD (cm.
pesucTeHTHOCTH  (MHIyKIus | paszgen 4.3).
dbepmentoB CYP450). B xoxe
MOTIBITOK PE0I0JIETh
CHIDKEHHE KOHIIEHTpalluu
MOCPEJICTBOM MTOBBIMICHUS
J03bl JIPYTUX HHTHOUTOPOB
npoTeas B COYETaHUU C
HU3KUMH [103aMH PUTOHABHpa
Ha0Ir01a71ach BBICOKAsI
4acToTa peaklMii cO CTOPOHBI
MEYCHH, CBSI3aHHBIX c
pudaMIUITHOM.
Pucgabyrun AUC** pudabyruna 1 55 % [TanmenTawm, MIOJIy4aroIUM
150 mr 1 pa3 B 2 nua Chmin** pudadyruna T H/O KOMOWHAIIHIIO
Cmax™* pudalyruna < IapyHaBUP/pUTOHABUD,
AUC napynaBupa 1 53 % PEKOMEHTYETCSl CHUKEHHUE JT03bI
Cmin napynaBupa 1 68 % pudabyruna Ha 75% ot
Cmax napyHasupa 1 39 % oObryHOM 70361 300 mr/cyT

**cymma AKTHUBHBIX
MTPOM3BOTHBIX pudabyruna
(ucxonuswlii npenapar + 25-0O-
NIe3aleTHIIbHBIA METa0OJINT)

B uccnenoBanuun

B3aUMOJCUCTBU

HaO0JIFOIAJINCH CpaBHUMBIE
CYTOUHBIE CUCTEMHBIE
KOHIIeHTpauuu  pudabyTuna
npu npueme B ao03e 300 mr
1 pa3 B cyrku B BuUIe

MoHoTepanuu U 150 mr yepes
IeHb B COYETaHHUH  C
KOMOUMHAIHEeH
JapyHaBUP/pUTOHABUP
(600/100 mr 2 pasa B cyTKH) C
MIPUMEPHO JECSITUKPATHBIM
YBEITMUECHUEM CYTOYHOT'O
YPOBHS aKTUBHOT'O MeTa00IHUTa
(25-0-

ne3anetwipudadyTrHa).

Kpome Toro, AUC cymmbl
AKTHUBHBIX MIPOU3BOTHBIX
pudalbyruna (ucxonHoro
npenapara + 25-0-

JIE3alETHIIBHOTO MeTaboIuTa)
nossicliioch B 1,6 pasza, B TO
BpeMs Kak 3HaueHHe Cmax
OCTaBajJ0Ch COMOCTABUMbIM.

B HacTosIIee BpeMs

(manpumep, 150 mr uepes neHb),

a Takke Oomee  YaCTBIA
MOHUTOPHUHT 10 noBoay
CBA3aHHBIX C pupaOyTHHOM

HEXKEJIaTeNbHbIX  sBICHUN. B
ciiydae mpoOJIeM CO CTOPOHBI
0e30MmacHOCTH HE00X0TUMO
paccMoOTpeTh JajbHeIee
YBEJIMUEHUE HHTEpBaIa MEXIY
npueMaMu pudadyTHHA W/WIU

MOHHUTOPHHT KOHIICHTpAIUU
pudadyruHa.

Heo0xomumo H3Y4YUTh
ounHManbHbIE  PEKOMEHIAIIUU
o HaJuIeXxaniei Tepanuu
TyOepKynesa y BUU-
WH(UIMPOBAHHBIX MAIUCHTOB.
Ha OCHOBaHUU npoduis
0€30I1aCHOCTH KOMOMHAINN
JapyHaBUP/pUTOHABUD

yBEJIMUYEHUE [03bl PUTOHABHUPA
Ha (oHe Tepanuu pupadyTuHOM
HE TpeOyeT KOPPEKIUU J03bI
KOMOMHAINH
JapyHaBUP/pUTOHABHP.

Ha ocHoBanuun
(hapMaKOKHHETHYECKOTO
MOJICTTUPOBAHUSL 3TO CHIDKCHUE
mo3el Ha 75 % Takke Kacaercs
MAIUEHTOB, MOJTY4YaIOIIUX

22




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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orcyrcTByloT  npHHble ' 10+ prudabyram ST -E 5 VWligse,
CpPaBHEHHUIO CO CTaHJAApTHOU | oTiuvaromieics oT 300 mr/cyT.
no3oi 150 mr pa3 B CyTKH.
(Pudabyrun SIBJISICTCS
UHAYKTOPDOM H  cyOcTpaTtoM
uzopepmerra CYP3A.) Ilpu
COBMECTHOM MPUMEHEHHUH
KOMOWHAINN
JapyHaBUP/pUTOHABUD c
pudadbyruaom (150 Mr depes
JICHB ) HaO0JIF0JaJIOCh
MTOBBIIICHHE CHUCTEMHOMN
KOHIICHTPALIMU JIapYHABHPA.
IIPOTHBOOIIYXOJIEBBIE IIPEIIAPATHI
Ja3atunu6 He n3ydanoch. | IIpy coBMECTHOM INpUMEHEHHUU
Hunotunu6 [Ipenmnonaraercs, YTO | 3TUX JIEKapCTBEHHBIX
Bun6nactun KOMOUWHAITHS mpemapaToB ¢ KOMOHWHanuen
Bunkpuctun JTapyHaBUp/pUTOHABUP OyneT | mapyHaBUP/pUTOHABUD
MOBBIIIATH KOHIIEHTPAIIMIO | BOSMOXKHO  TOBBIICHUE WX
3TUX MIPOTUBOOITYXOJIEBBIX | KOHIIEHTPAIUH, TAKUM 00pa3oM,
MpernapaToB B a3Me | BO3MOXKHO yBEIUYECHUE
(maTHOMpOBaHUE M30(epMeHTa | HEXelaTeIbHbIX SIBJICHUH,
CYP3A). OOBIYHO  HAOMIONAEMBIX  TpHU
MPUMEHEHUN JTAHHBIX
JIEKapCTBEHHBIX CPEZCTB.
Heo0xomumo coOJIr01aTh
OCTOPOXHOCTh MPHU HA3HAYCHUU
KaKoro-inoo u3 ATUX
MIPOTHUBOOITYXOJIEBBIX
IpernapaToB B COYETAaHUU C
KOMOMHAIHeH
JapyHaBUP/pUTOHABHP.
DBepOIIMYC CoBmecTHOE IIPUMECHEHHE
VpuHOTeKAH 3BEpOJIMMYCca WIH UPUHOTEKaHa
c KOMOHWHAIMen
JapyHaBUP/pPUTOHABHUP HE
PEKOMEHIYETCS.
AHTHIICHXOTHYECKHE ITPEITAPAThI/HEHPOJIEIITHKH
KBernanun He n3zyqanocb. | CoBmMecTHOE IIPUMEHEHHE
[Ipenmnonaraercs, YTO | KOMOMHAIMHU
KOMOMHAITHS JapyHaBUP/PUTOHABHUP c
JapyHaBUpP/pUTOHABUP KBETHAITUHOM
MOBBICUT KOHLIEHTPAIUIO 3TOTO | MPOTHUBOIOKA3aHO, IOCKOJIBKY
AHTUIICUXOTUYECKOTO BO3MOYKHO yBEJIHUYEHUE
npermapara B 1a3Me | CBSA3aHHOW € KBETHAIIMHOM
(maTHOMpOBaHKE N30(hepMEHTa | TOKCUYHOCTH. [ToBbIIeHNE
CYP3A). KOHIICHTpaLUi KBETHAIHNHA
MOKET MPUBOAUTH K KOME (CM.
paznen 4.3).
Ilepdhenazun He n3yqayiock. | B ciay4dae COBMECTHOI'O
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Pucniepuion [Ipennonaraercs, o Mﬁ&%ﬁﬁﬁlgﬁk hﬂe?l'a'va't"fbﬁs C
Tuopunazuu KOMOMWHAIUA KOMOMWHaIuen
JapyHaBUP/pUTOHABUD JapyHaBUP/PUTOHABUP  MOXKET
MOBBICUT KOHIIEHTPAIMIO 3THUX | MOTPEOOBAThCS CHUKEHUE HX
AHTUTICHXOTHYECKUX TI03BI.
MpernapaToB B mazme
(uarHOUpOBaHME
n30()epMEHTOB CYP3A,
CYP2D6 W/Amm
P-rimuxonporenna).
Jlypasunon CoBMecTHOE MPUMEHEHUE
[Mumozun KOMOUMHAIIHH
CepTtunnon JapyHaBUp/pUTOHABUP C
Typa3uOHOM, MTHUMO3HIOM HIIN
CepTUHO0JIOM MPOTUBOIIOKA3aHO
(cm. paznen 4.3).
BETA-A/IPEHOBJ/IOKATOPbBI
Kapsenunon He n3y4anock. | IIpy cOBMECTHOM INpPUMEHEHUU
Mertonpomnon [Ipennonaraercs, 4qT10 | KOMOWHALIMA
Tumonon KOMOUHAIHSA JTapyHaBUD /PUTOHABHUP C
JapyHaBUP/pUTOHABUP OeTa-apeHobI0KaTopaMu
MOBBICUT KOHIICHTPAIMIO 3TUX | PEKOMEHIYeTCsS  KIMHUYCCKUI
OeTa-aIpeH00I0KAaTOPOB B | MoHUTOpUHT. CleayeT pemuTh
Ja3me (MHTUOMpPOBAHME | BOMPOC O CHIDKEHUH  JI03BI
nzodpepmenra CYP2D6). OeTa-apeHo0I0KaTOpA.

bJIOKATOPBI «<MEJUVIEHHBIX» KAJIBIIUEBbIX KAHA/IOB

Awmitogunug
JuntuazeM
Denoaunun
Huxapaunua
Hudenumn
Bepanamuin

MosxHO
qTo

He H3y4alioCh.
MIPEIOJIOKHTD,
KOMOMWHAIUA
JapyHABUP/PUTOHABHDP MOXKET
MTOBBICHTD KOHIICHTPAITUIO
OJI0KaTOPOB «MEJJICHHBIX»
KaJIbIIMEBBIX KaHAJIOB B TIa3Me
(uarHOUpOBaHME
m3odepmentoB CYP3A n/mmm
CYP2D6).

[Ipy coBMeCTHOM NpPUMEHEHUU

THX npenapaToB C
KOMOMHaIuen
JapyHaBUP/pUTOHABUD
PEKOMEHIyeTCs  KIMHUYECKHH

MOHUTOPHUHI TCPANICBTUYCCKUX
1 T0O0YHBIX 3D PEKTOB.

ITTIOKOKOPTHKOCTEPOH/IbI

I'mroxokopTukocTe- @uyTHKa30H: B KIMHUYECKOM | IIpu COBMECTHOM IpUMEHEHUU
pouIbI, UCCIIEIOBaHUHM, B KOTOPOM | KOMOMHAIIUU
MeTabonu3upyemble B | puToHaBup B go3e 100 mMr B | mapyHaBUp/pUTOHABUD 51
nepByto ouepenb CYP3A | karicynax 2 paza B CYTKH | TIIFOKOKOPTHKOCTEPOHUIOB,
(B TOM YHClie | MPUMEHSUTH B couyeTaHwu ¢ | MerabommsupyemMbix  CYP3A
OeTameTas3oH, 50 MkT (iryTHKa30HA (manpumep, (bayTrkaszoHa
Oyneconus, GIyTUKA30H, | MPOMMOHATA  HWHTPAHA3AIbHO | MPOMHUOHATA WM JPYTHX
MOMETAa30H, MPEIHU30H, | (4 pa3a B CyTKH) B TEYEHHE | MHTAISALMOHHBIX WK
TPUAMILIUHOJIOH) 7 ITHEeN y 300POBBIX | HA3aJIbHBIX
TOOpPOBOJIBIICB  HAOIIOJANIOCH | TIIFOKOKOPTHKOCTEPOUIOB),
CYLUIECTBEHHOE  IIOBBILIEHHE | MOXKET BO3pacTarh pHUCK
KOHIIGHTpanud  (pIyTHKa3oHa | pa3BUTHsI CUCTEMHBIX 3P HEKTOB
MpPOMUOHATa B IUJIa3M€, B TO | TJIFOKOKOPTHUKOCTEPOUIOB,
BpeMsl KaKk KOHIIEHTpaluu | BKJtoyas cuHapom KymmHra u
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N —

A
OHAOI'CHHOI'O KODTI/IEI(JJTEI' i

HhecChE B Hafinbaedikos.

CHHKAJIMCh IpUMEpHO Ha 86 %
(90 % JIOBEPUTEIIHHBIH
untepBan  82-89 %).  Ilpu
MHTSIIIMOHHOM MTPUMEHEHHUH

(bayTuKazoHa MOTYT
HaO0JII01aThCS Oonee
BeIpakeHHBIE A PexTh. VY
IIanmMucHTOB, MOJIyHaromux
puToHaBUp ®  (UIYyTHKAa30H
HHTaJIAIUOHHO NI
WHTPAHA3IHO  OTMEYaJIHCh
CUCTCMHBIC

[JIFOKOKOPTUKOCTEPOU THBIE
3¢ (deKThl, BKIOYas CHHAPOM
Kymmnra u CYIPECCHUIO
HAJOYEUYHUKOB. D dexTrr
BBICOKOM KOHLIEHTPaLU!
(bayTuKazoHa Ha
KOHIIGHTPALIUI0 PUTOHABUpA B
IJIa3M€ HEN3BECTHBI.

HApyrue
[JIFOKOKOPTUKOCTEPOUJIBIL:
JIEKapCTBEHHbIE
B3aUMOJICUCTBU HE
U3YyYaJINCh. Konuentpanun
9TUX NpenaparoB B IIJIa3Me
MOTYT BO3pacTaTh npu
OJTHOBPEMEHHOM ITPUMEHEHUH

KOMOWHAINH napyHaBup/
pPHUTOHABUD, HPUBOIS K
CHIDKCHHIO KOHIICHTPAIIUN

KOPTH30J1a B CBIBOPOTKE.

[IpumeHeHne OTHOBPEMEHHO C
metabonusupyembivu  CYP3A
TTIIOKOKOPTUKOCTEPOUAaMHU  HE
peKoMeHayeTcs, 3a
UCKJIIOYEHUEM CIIydaeB, KOrna
NOTEHIMaNbHasl TOoJib3a Ui
ManyeHTa MPEeBbIIIaeT pHcK. B
TaKuX clrydasix cienyeT
HaOMI0aTh 3a TMAIMeHTaMH Ha
IpeaMeT CHCTEMHBIX 3(P(HEKTOB
TIIIOKOKOPTUKOCTEPOUIOB.

Cnenyet pPaccMoOTpETb,
0COOEHHO B ciryJae
HEOOXOAUMOCTH  JUTUTEIBHOTO
NPUMEHEHHUs], aTbTEPHATHBHBIC
TIIIOKOKOPTUKOCTEPOHIBI,

MeHee 3aBHCHUMBIE oT
MmeTradoim3Ma CYP3A,
HampuMmep, OEKIOMETa30H JUIs
Ha3aJIbHOTO WIIN
MHTSIIIMOHHOTO IPUMEHEHHUSL.

JexcameTra3oH
(cuctemHO)

He wusyuanocek. [lekcamera3zoH
MOJKET CHIDKATh
KOHIIEHTPALIUIO JapyHaBUpa B
IIasMe (MHIYKIUS
nzodepmenta CYP3A).

JlekcameTazoH B KadecTBe
CHUCTEMHOTO TperapaTa cleayeT
MPUMEHSTH C OCTOPOXKHOCTHIO B
COYETaHUU C KOMOMHAIMER
JapyHaBUP/pUTOHABUP.

AHTAI'OHUCTHI SHIOTEJIHHOBBIX PELHEIITOPOB

Bo3enran

He wusyuanoce. CoBmecTHOE
npuMeHeHne  Oo3eHTaHa ¢
KOMOMHaIuen
JapyHABUP/PUTOHABUDP MOXKET
MOBBINIATh KOHIICHTPAITUIO
003eHTaHa B TUIa3Me.

bo3eHran MoXkeT CHWXaTh
KOHIIEHTPAIIMIO JTapyHaBUpa U
pHUTOHaBHpa B TIa3me
(uanykuus CYP3A).

[Ipr COBMECTHOM NPHUMEHEHHUH
KOMOMHAINH
JapyHaBUP/pUTOHABUP
PEKOMEHIYEeTCSI ~ MOHUTOPHUHT
MePEHOCUMOCTH 003CHTaHa.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.11.2023 N= 23015

AHTUBHPYCHBIE IIPEITAPATBI IIPIMOIO" JAENWCTHIS = JEIS - TEPAITHH

T'EIIATHTA C

Huzuoumopol npomeaszwvt NS3-4A

Bouenpesup
800 mr 3 pasa B cyTkH

AUC 6onenpesupa | 32 %
Cmin 6otienipeBupa | 35 %
Crax 6omienipeBupa | 25 %
AUC napynasupa | 44 %
Cmin napynaBupa | 59 %
Cmax apynasupa | 36 %

KomOunammro
JapyHaBUP/pUTOHABUD HE
PEKOMEHJyeTCs TPHUMEHSATh B
COYETaHUM C OOLETIPEBUPOM.

['nmexanpesup/ CoBMeCTHOE MPUMEHEHHUE CoBMecTHOE MPUMEHEHUE
MUOPEHTACBUP KOMOMHAINH KOMOMHAINH
TapyHaBUP/pUTOHABHD B JapyHaBUP/pUTOHABUP c
COUYETAaHUHU C KOMOUHaIel KOMOWHaIER
TJIeKanpeBup/ MHOPEHTACBUD TJICKanpeBUP/TUOPEHTACBUD HE
MOJKET MOBBICUTD PEKOMEHIYETCH.
KOHIICHTPAIIMIO TIICKaNpeBUpa
U NMUOpeHTacBUpa B IUIa3Me
(naTHONpOBaHUE P-
TJIUKONPOTENHA, Oenka
PE3UCTEHTHOCTH paKa
MOJIOYHOM KeJIe3bl U/UITN
OATP1B1/3).
CumenpeBup AUC cumenpesupa 1 159 % Kombunaruro
Chmin cumenipeBupa T 358 % JapyHaBUP/pUTOHABUP HE
Cmax cumenpesupa T 79 % pEeKOMEHAyeTCs TNPUMEHATh B
AUC napynaBupa 1T 18 % COYETaHUH C CHUMETIPEBUPOM.
Chmin mapynasupa T 31 %
Cmax AapyHaBHpa <>
Jloza cumenpeBupa B 3TOM
WCCIICIOBAaHUH
B3aMMOJICHCTBHUS  COCTaBIIsIa
50 mr npu COBMECTHOM
MPUMEHEHHUH c
JapyHaBHUPOM/PUTOHABUPOM H
150 mr B rpymnmne MOHOTEpanuu
CHMETIPEBHPOM.
I'pazonpeBup/anbacsup | [Ipenmonaraercs, yro | KomOunammio
KOMOWHAIHS JapyHaBUP/pUTOHABUP
JapyHaBUP/pUTOHABUD MIPOTHUBOIIOKA3aHO MPUMEHSTH B
TTOBBICHT KOHIICHTPAIIMIO | COYETAHUU C  KOMOHMHAIUEH
rpasonpeBupa B IUIa3Me | Ipa3omnpeBup/310acBup (cm.
(mHTHOUpOBaAHUE paznen 4.3).
m3opepmentoB  CYP3A u
OATPIB).
PACTHTEJIBHBIE ITPEIIAPATBI
3Bepoboit He n3yvanoch. | KomOuHanuro
MIPOJIBIPSIBIICHHBIN [Ipenmonaraercs, YTO | AapyHaBUP/PUTOHABHP
(Hypericum perforatum) | 3Bepo0oii  MPOJBIPSABICHHBIN | IPOTHBOIOKA3aHO MPUMEHSTH B

OyleT CHM)KaTh KOHIICHTPAIHIO
JapyHaBHpa M PHTOHABHpa B
iazme (maayknus CYP450).

COYETAaHWU C MpenapaTam,
CoZiepIKaIUMHU IKCTPAKT
3Bep000s  TPOJBIPSBICHHOTO
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COOTBETC

ot 14.11.2023 N= 23015

T{Fiypéricim’ perforatamy - (eu.

pasnen 4.3). Ecnu manueHT yxe
MoJy4yaer 3BepoOoi
MPOJBIPSBICHHBINA, HEOOXOIMMO
ero OTMEHHUTH u, 1o
BO3MO>XHOCTH, TPOBECTHU aHAJIN3
YpOBHS BHPYCOB.
Konnenrpanust mapynaBupa (a
TaK)K€ PpUTOHABHPA) MOXKET
MOBBICUTBCA ~ TPU  OTMEHE
3Bepo00s  TPOABIPSBICHHOTO.
JlaHHBIH 1503010005100 () 1102071
3p(}HEeKT MOKET COXpaHATHCS B
TEUEHWE TI0 KpailHeh wmepe
2 He#enb TOCIE€  OTMEHBI
3BEpPO00S IPOIBIPSBICHHOTO.

HHI'HBUTOPBI ’'MI-KOA-PEJIYKTA3bI

JloBacTtaTun He n3ydasock. | [loBbiienune KOHIIEHTPALINKU
CHMBACTATHH [Ipenmonaraercs JIOBacTaTWHA WJIM CUMBACTaTHHA
3HAYUTEIBHOE MOBBIIIIEHHE | B IUJIa3M€  MOJKET  BbI3BATh
KOHIIEHTPAllM{ JIOBACTaTHMHA W | MUOMATHIO, B TOM  YHCIE
CMMBACTaTHHA B IUIa3Me MpHu | pabaomuonu3. Takum oOpazom,
COBMECTHOM TMPUMEHEHHH C | COBMECTHOE MIPUMEHECHUE
KOMOHWHaIuen KOMOHWHAIIUNA
JapyHaBUP/pUTOHABUD JapyHaBUP/pUTOHABUD C
(maTHOMpOBaHUE N30(hepMEHTa | JIOBACTATUHOM WIIn
CYP3A). CUMBACTaTHHOM
MPOTUBOMNOKAa3aHO (CM. paszen
4.3).
ATopBacTaTHH AUC aropBacratuna 1 B 3-4 B ciydae MIPUMEHEHUS
10 mr 1 pa3 B cyTku pasza aTopBacTaTMHa C KOMOWHAaIMen
Cnmin aTopBacTatuHa T B =5,5- | mapyHaBUp/pUTOHABUD
10 pa3 peKoMeHnyemas HayaJbHas

Cmax aTopBactatmHa 1 B ~2
pasza

*napynaBupa

71032 aTOPBAaCTaTHHA COCTABIIIET
10 mr 1 pa3 B cyTku. Bo3moxHo
MOCTETICHHOE MOBBIMICHNE JI03bI
aTopBaCTaTHa B COOTBCTCTBUU
C KIIMHUYECKUM OTBETOM.

IIpaBacratun
40 Mr 0JTHOKpaTHO

AUC npasacratuna 1 81 %'
Chmin mpaBactatuna H/O
Cmax mpaBactaTina T 63 %
Ts OTPaHUYECHHOMN
cyOnomynsiuuu MAIMEHTOB
Ha0II01a710Ch YBEIMYEHUE 0 5
pas

Ecnmu Ttpebyercss coBMecTHOE
NpUMEHEHHE TIpaBacTaTUHA C
KoMOUHaImen

JapyHaBUP/pUTOHABHUD,

PEKOMEHAYETC  HAa4YMHATL C
MUHHMAaJIbHOU BO3MOKHOM
JTO3BI npaBacTaTHHA c
TUTpaIMed O  JKeJIaeMoro
KIuHUYeckoro  addekra ¢

MOHUTOPHHTOM 0€30MaCHOCTH.

PosyBacrarun
10 mr 1 pa3 B cyTku

AUC posysacratuna 1 48 %'
Crmax po3yBacTaTiHa T 144 %"

' Ha ocHOBaHMH

Ecnmu  Ttpebyercss coBMecTHOE
MPUMEHEHHE pPO3yBacTaTHHA C
KOMOMHAIHEeH
JapyHaBHP/pUTOHABHUD,
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COOTBETCTEYET ZKCMNEPTHOMY OTYETY
ot 14.11.2023 N2 23015
OIyOJMKOBaHHBIX anaeix | - BeROMEHAVETEH | - HauhHATh | ©
MUHHMAaJIbHOU BO3MOKHOM
JTO3BI po3yBacTaTuHa c
TUTpaIed O  JKeJIaeMoro
KIuHUYeckoro  addekra ¢
MOHUTOPHHTOM 0€30MaCHOCTH.
JPYTUHE THITOJTHITH/IEMHUYECKHE IIPEIIAPATHI
JlomuTanung KomOunamus CoBMecTHOE HUCIOJIL30BaHUE
JTapyHaBUP/PUTOHABHP MOXKET | KOMOWHAIIMH
MOBBIIIATH KOHIIEHTPAITHIO JapyHaBUP/pUTOHABUP n

JjoMUuTarnujaa npu COBMCCTHOM

JIOMUTAIIKnJa MTPOTUBOIIOKA3aHO

HCIIOTh30BaHUN (cm. paznen 4.3).
(uHrHOMpOBaHME
nzodpepmenta CYP3A).
BbJIOKATOPBI H-THCTAMHHOBbBIX PEIIEIITOPOB
Panutnana #*AUC JTapyHaBHpa <> KomOunammro
150 mr 2 pa3a B cyTku #Crin napyHaBupa <> JapyHaBUP/PUTOHABUP MOKHO
#*Crmax JapyHaBUpa <> NPUMEHITh B COYETAHUH C
O6mokaropaMu Ho-
TMCTAMUHOBBIX PELENTOPOB 0e3
KOPPEKIIMH JIO3BL.
HMMYHOCYIIPECCAHTbBI
[Muxnocriopun He wnsyuanocs. Konnenrpamnus | B ciaydae COBMECTHOI'O
Cuponumyc 3TUX  HMMMYHOJEIPECCAHTOB | MPUMEHEHUSI  PEKOMEHAYEeTCs
Takponumyc MOXKET  TOBBIMIATHCS TP | TEPANEBTUYCCKUHA MOHHTOPHUHT
COBMECTHOM MPUMEHEHHH C | KOHIEHTpaluu
KOMOMHAIHeH UMMYHOCYTIPECCAHTOB.
JapyHaBUP/pUTOHABUP
(uaTMOMpOBaHUE H30(epMeHTa
CYP3A).
DBEPOIUMYC CoBMecTHOE MPUMEHEHUE
IBEpOIMMYyca C KOMOWHAanuen
JapyHaBUP/pUTOHABUP HE
PEKOMEHAYETCH.
HHIT'AJTAIHOHHBIE BFPETA-A/IPEHOMHUMETHKH
Canmerepon He wu3ywanocs. CoBmectHOoe | CoBMECTHOE MPUMEHEHUE
NPUMEHEHHE CcalIMeTeposia U | caiMeTepona ¢ KoMOWHammen
JapyHaBUpPa ¢ HU3KUMU J1I03aMHU | JapyHaBUP/pUTOHABUP HE
pPUTOHABHPA MOXKET MIPUBECTH K | peKOMeHayeTcs. B pesyibrare
MOBBIICHUIO  KOHIIEHTPAIMi | UCIIOJIb30BaHUS 3TOU
caJiMeTepoJia B Iia3Me. KOMOHMHAIIHH BO3MOKHO
MOBBILICHHE pHUCKA CEpAECYHO-
COCYAHMCTBIX  HEXeNaTelbHbIX
SIBJIICHUH, CBSI3aHHBIX c
CaJIMETEPOIIOM, BKJTIOYAsI
ymiuHeHnne  uHTepBaima  QT,
CWIBHOE  cepialeOueHue u

CHUHYCOBYIO TaXUKAPAHIO.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

or 14.11.2023 K

23015

AR LY

HAPKOTHYECKHE  AHAJBTETHKH /""" TEPAANA = ""OHHOWIHOH

3ABHCHMOCTH

Mertanon AUC R(-) meranona | 16 % B Hayvame COBMECTHOTO
CrinR(-) metamona | 15 % NPUMEHCHHS C KOMOHMHAIIUEH

MHIUBUAYanbHbIe 1036 B | Cmax R(-) MeTanona | 24 % JapyHaBHP/pUTOHABUP

nouamnasoHe oT 55 1o
150 mr 1 pa3 B cyTku

KOPPEKIHs 03I METaJioHa He
TpeOyercs. Tem He MeHee, B
cirydae COBMECTHOTO
NPUMCHCHHUS Ha MPOTSHKCHUH
OoJsiee JUITMTENIBHOTO TIEpHUOJA
BPEMEHHU MOXET MOTPeOOBaTHCA
U3MEHEHHE JI03bI  METaJIoHa
BCJIC/ICTBUE  HMHIYKIUU  €r0
Meradoiu3Ma [OoX HJEUCTBUEM
putoHaBupa. Takum oOpa3om,
PEKOMEHAYETCS  KIIMHUYECKUH
MOHHTOPHHT,  TIOCKOJBKY Y
HEKOTOPHIX TIAlIMEHTOB MOXKET
noTpedoBaThCs KOPPEKIIHS
MOJJAEP>KUBAIONIEH TepaIH.

Bynpenopdun/nanokcon
8/2 mr -16/4 mr 1 pa3 B
CYTKH

AUC 6ynpenopduna | 11 %
Chmin OymipeHopuHa <>
Cmax Oymiperopduna | 8 %
AUC nopOynpenophuna
146 %

Chmin HOpOyTIpeHOphHHA
171 %

Cmax HOpOyTIpeHOppHrHA
136%

AUC nanokcona <

Cmin Hammokcona H/O

Crax HAJIOKCOHA <>

Knunnueckas 3HA4UMOCTh
yBEJINYEHUs apaMeTpoB
(bapMaKOKUHETUKH
HOpOympeHophruHa HE
ycraHosieHa. [Ipu coBMecTHOM
NPUMEHEHUH C KOMOMHaluen
JapyHaBUP/pUTOHABUP
KOPPEKIIUS 1035l OyrpeHopduHa
MOXET HE TMOTpeOOBaTHCS, TEM

HE  MEHee, PEKOMEHIYeTCs
TIIATEIbHBIA KIIMHUYECKUU
MOHUTOPHUHT Ha npeaMeT
CUMIOTOMOB OIMMaTHOMN
TOKCHYHOCTH.

deHTaHM,
OKCHUKOJIOH,
Tpamanmon

CoBMecTHOE TPUMEHEHHE
KOMOMHAINN
JlapyHaBUP/pUTOHABUD C
(heHTaHUIIOM, OKCUKOJJOHOM
WA TPaMaJI0JIOM MOXKET
TIOBBICHTH KOHIICHTPAITUIO
ATUX aHAIBIETUKOB
(mHTHOMpOBaHUE
uzopepmentoB CYP2D6 u/unu
CYP3A).

IIpu coBMECTHOM NPUMEHEHUU
KOMOMHAINN
JapyHaBUP/pUTOHABUP c
(eHTaHUIIOM, OKCHKO/IOHOM WJTN
TPaMaJ0IOM  PEKOMEHJYeTCs
KJIMHUYECKU MOHUTOPHUHT.

ICTPOI'EH-COAEPKAIIIHE KOHTPALIEIITUBHBIE

IIPEIIAPATHI

HpocnupeHon Bnusane komOuHAIMM Ecmu 3CTPOTreHCOAEPIKAIINE
OTUHUIICTPATUOT JTapyHaBUP/pUTOHABHP HA KOHTPAIICTITUBLI TPUMEHSIOTCS B
(3 mr/0,02 mMr 1 pa3 B | KOHIEHTpAIMIO IPOCIMPEHOHA | COYETAaHUU C  KOMOWHAIMEH
CYTKN) HE U3YYCHO. JTapyHaBUDP/pPUTOHABUP
€KOMEH/IyeTCsl HMCIIOJIb30BaHHE
OTHHUIACTPASNOIN AUC stunmmacTpaanona p 1y
0 ATbTEPHATHUBHBIX WA
Hopatuaapon 144 %
JTOTIOJTHUTEIbHBIX CPEICTB
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COOTBETC

ot 14.11.2023 K=

23015

A

35 mkr/l mr 1
CYTKH

pa3 B

Chmin THHWIIACTpAIMOIIA

SRR R HOCTE 000473,

162%

Crmax 3TUHHWJI3CTpaanoia
132%

AUC nopatunapona | 14 %
Chmin HOpaTHHIpOHA | 30 %
Cmax HOPITUHAPOHA <>

NAlMEHTKaMH, IOJy4aloluMU
ICTPOTEHBI B KauecTBe
TOPMOHO3aMECTUTEIHLHON
Tepanuy, HE00X0IMMO
HaOJIFOJaTh Ha npeaMeT
CUMIITOMOB 3CTPOTEHOBOM
HEJ0CTaTOYHOCTH.

[Ipu coBMECTHOM NPUMEHEHUU
KOMOMHAINN
JapyHaBUP/pUTOHABUP c
JPOCHUPEHOHCOICPKATMIMHI
npenapataMu  peKOMEHIYeTCs
KJIMHUYECKUH MOHHUTOPUHT B

CBSA3M C  PHUCKOM pa3BUTHS
TUIEepKATMEMUH.

AHTAI'OHHUCTHI OITHOH/THBIX PEIIEIITOPOB

Hanokceron He uzyvanocs. CoBMecTHOE MIPUMEHEHUE
KOMOUWHAINH
JapyHaBUP/pPUTOHABHUP u

HAJIOKCEToJia MPOTUBOIOKA3aHO
(cm. pazzen 4.3).

HHTHBUTOPBI ®OCPONHICTEPA3BI 5 THIIA (®/]3-5)

JICHYCHUA

Jost
IPEKTUIBHON
TUChHYHKITHT
ABanadun
Cunnenadur
Tananagun
Bapnenadun

B HUCCIIENOBAHNU
B3aMMOICHCTBUS

COMOCTaBHUMBIC CHCTEMHBIC
KOHIIEHTpAlluu  cuieHaduna
HaOJIFOJaJINCh [1ocJie
OJIHOKPATHOT'O npuema

cunaeraduia B go3e 100 mr B
BUJIC MOHOTEPAIUH U B JI03€

25 mr B COYETaHUH c
KOMOMHAaLHEH
JapyHaBUP/pUTOHABHUD.

[Ipumenenue  aBanadpuia B
COUETAaHWM C KOMOWHAaIMen
JapyHaBUP/pPUTOHABHUP

IPOTHBOIOKA3aHO (CM. pa3len
4.3). Npyrue uaruouropsr /13-
S A ned4eHus OPEKTUIIBLHON
TUCHYHKIIMK B COYETAHUH C
KOMOMHALIMEH
JapyHaBUP/PUTOHABHUD CJEAYET
NPUMEHSTh C OCTOPOXHOCTBIO.
Ecin mokazaHo coBMecCTHOE
MIPUMEHEHUE KOMOMHAIINU
JlapyHaBUP/pPUTOHABHUP c
cungieHaduiIoM, BapaeHapUIOM
1507051 TaganapuIoMm,
pPEKOMEHTYETCS npueM
cuiieHaduiIa B pa3oBoi 03¢ HE
Belle 25 mr 3a 48 dyacos,
BapjcHaduIa B pa30BOi 03¢ HE
BeImie 2,5 Mr 3a 72 dYaca WM
Taganaduia B pa3oBON /03¢ HE
Boile 10 mr 3a 72 yaca.

Jst meuenust nerovyHout | He wm3yuanocs. CoBmectHoe | besomacnas u 3¢ dexTuBHas
apTepUabHON pUMEHEHHE cunaeHaduia | no3a cuiaeHaduia Juist JeUYeHUs
TUIEePTEH3UN WK Tajajapuia B KayecTBE | JIETOYHOM apTepHaIbHOM
Cunnenadun mpemapaToB  [JIs  JICYCHHS | THIIEPTEH3UU TPH TPUMEHEHUU
Tanamadun JIETOYHOM apTepUabHON | B COYETAaHUU C KOMOHWHAImen

TUIEPTEH3MH W KOMOWHAIMHM | JapyHaBUP/pPUTOHABUD HE

JapyHaBUP/PUTOHABUP MOXKET | ycTaHOBieHa.  [loTeHImaibHO
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COOTBETC

ot 14.11.2023 N= 23015

OpUBOOUTL K HOBHHIGHI!IIRI)"' Hﬁzkiro;k'ﬁbtj IBHUL )'lﬁéﬂﬂt'{'élﬁne
KOHILEHTpalUu cujeHaduaa | CBA3aHHBIX C CHIIeHApUIOM
win  Tajanaduna B TUIa3Me | HEXKeNaTEIbHBIX SIBIICHUU
(narHOUpOBaHue  (depMmeHTa | (BKIHOYAs 3pUTETHHBIE
CYP3A). paccTpoiicTBa, TUTIOTEH3HIO,
JUTATEIBHYIO IPEKIHUIO0 u
CHHKOTIAJIbHOE COCTOSTHHE).
Takum oOpa3oM, COBMECTHOE

pUMEHEHHE KOMOMHAIUN

JapyHaBUP/pUTOHABUP u
CI/IJI,Z[GHaq)I/IJIa JJISL JICUCHUA
JIETOYHOM apTepuaibHON

TUNIEPTEH3UU MPOTUBOIOKA3aHO
(cm. pazgen 4.3). CoBmecTHOE
NpUMEHEHHE Tananaduia ais
JIeYeHUs JIErOYHOMN
apTepUaIbHOM TUIEPTEH3UU C
KOMOMHAIHEH

JapyHaBUP/pUTOHABUP HE
PEKOMEHAYETCH.
HHTHBHTOPBI ITIPOTOHHOH IIOMITBI
Owmernpazon *AUC napynasupa <> KomOunanuto
20 mr 1 pa3 B cyTkun #*Cmin napyHaBupa <> JapyHaBUP/PUTOHABUDP MOKHO
#*Cmax napyHaBupa <> NPUMEHITh B COYETAHUH C

UHTUOUTOpaMHU IIPOTOHHOMN
oMbl 0€3 KOPPEKIMH TO3BI.

CEJIATHBHBIE / CHOTBOPHBIE IIPEIIAPATHI
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.11.2023 N= 23015

bycniupon He Hsyqaﬂ-w]s'.'" ﬁpﬁ-&%ﬂ&é%h "nbﬁl\'fellfléﬂnn

Kinopazemnar CenatuBHBIE/CHOTBOPHBIC KOMOHWHAIIUNA

Jnazenam mpemapaTbl B 3HAYUTEILHOM | IapyHABUP/PUTOHABUD C ITUMHU

DcrazonaM o0beMe  MeTabONMHM3UPYIOTCS | CeaTUBHBIMU/CHOTBOPHBIMHU

diypazenam n30(pepMEHTOM CYP3A. | cpeactBamu pEKOMEHAYETCS
CoBMECTHOE MNPUMEHEHHE C | KJIMHAYECKUU MOHHTOPUHT,
KOMOMHAIHEeH KpOME TOTr0, CJEIyeT PEeIInuTh
JapyHaBUP/PUTOHABUP MOXKET | BOPOC O CHUKEHHUH J103bI 3TUX
BBI3BATh 3HAYUTENBHOE | TIPeraparoB.

MOBBIIIEHUE  KOHLIEHTpAIUH
3THUX IIPENapaToB.

Mupaszonam IIpu coBMecTHOM npuMeHeHuu | Ecin MHIa30/1aM

(mapeHTepaibHO) MHJ1a30jlaMa TIapEHTEPaIbHO C | TapeHTEPATLHO Oyner

3onmuaem KOMOUMHAIHEeH MPUMEHSITHCSI B COUYCTAaHUHM C
JapyHaBUP/pUTOHABUP KOMOWHAaIuen
BO3MOYKHO 3HAYUTENBHOE | JapyHAaBUP/PUTOHABUD, JTCUCHUE
MOBBIIICHUE  KOHICHTPAI[MU | HEOOXOJUMO  HAYMHATH B
3TOro GEH30/AMa3enHHa. YCIIOBUSX OTJICJICHUSI
JlaHHBIE 110 COBMECTHOMY uHteHcuBHo Ttepanuu (OUT)
MPUMEHEHHIO MHJ1a30/1aMa WJIM B aHAJIOTHYHBIX YCIOBHUSX, B
MapeHTePALHO C IPYTHMH KOTOPBIX MOJXKET OBITh
WHTUOUTOPAMU TTPOTEA3BI obecrieueH THIATETHHBIA
YKa3bIBalOT Ha BO3MOXKHOCTb KIIMHUYECKUH MOHHUTOPUHT U
MOBBILIECHUS KOHIIEHTPAIUH HaJJIexalas Tepamnus B ciiydae
MUJa30J1aMa B TUIa3Me YTHETEHUSs JBIXATENLHOTO
B 3-4 pa3za. LEHTpa W/WIW  JUIATEIHHOMN

cenauun. Cnepgyer  peluTh
BOIIPOC O KOPPEKIUHU  JO3BI
MHJa30JIaMa, B OCOOEHHOCTH B
cllydae  TPUMEHEHHUS  3TOTO

npemnapara Oonee 4eMm
OJTHOKPATHO.

Mupaszonam [IpumeHeHue KOMOUHAIUU

(mepopasbHO) JapyHaBUP/pUTOHABUD C

Tpuaszonam TpHUA30J1aMOM WIIn
MUa30J1aMOM epopanbHO
IPOTHBOIIOKA3aHO (CM. paszen
4.3).

IIPEITAPATBI JUIA TEPAITHH ITPEKEBPEMEHHOH AKYIALIUH

JlanokceTnH Her nanHbIX. CoBmMmecTHOE [IPUMEHEHUE
KOMOHWHAIIMHA
JapyHaBUP/pUTOHABUD U

JATIOKCETHHA TIPOTHBOITOKA3aHO
(cm. paznen 4.3).

IIPEIIAPATBI JUIA JIEYEHHA YYAIHIEHHOI'O MOYEHCIIYCKAHHUHA H
HEJIEP/KAHUA MOY9HU

®de30TepoIuH Her nanHbIX. Cnenyet co0mo1aTh
Conundenanux OCTOPOKHOCTh pu
COBMECTHOM IIPUMEHEHUU
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JapyHaBUP/pUTOHABUP c
yKa3aHHBIMHU npernaparam.
HeoOxomuMmo wHabmaomeHue 3a
0OOYHBIMU peakuusIMH,
CBSI3aHHBIMH C (He30TEPOTUHOM
U conu(eHannHOM, BO3MOXKHO,
noTpedyeTcsl CHIDKCHHE J103BI

YKa3aHHBIX [IPENapaToB.
# I/ICCHGHOBaHI/IH MMpOBOAWIMCH € J03aMH JapyHaBHpa HHXKXE PCKOMCHAOBAHHLIX WM C JAPYIrUM pPEKUMOM
J03UPOBAHUSL.

T Db dexkTHBHOCTD U 6€30MACHOCTD JapyHaBHpa ¢ puTOHaBUPOM 100 Mr u JTH0OBIMU APYTUMH UHrHOUTOpamMu BIY
(manpumep, (¢oc)ammnpeHaBupoMm, Hel(PUHABUPOM MU TUNpaHaBupoM) y BUU-mHGUIMPOBaHHBIX IAlMEHTOB HE
ycraHoBieHa. COrJIaCHO TEKYIIUM PEKOMEHIALUSM I10 JICYEHHIO, TEpanys, BKIOYaomas 2 HHrHOUTOpa MpoTeassl,
KaK MPaBUJI0, HE PEKOMEHIYETCS.

i WccnenoBanue MpoBOAMIIOCH C UCTIONB30BaHUEM TeHO(OBUpA Iu3onpokcmia pymapara 300 mr 1 pas B cyTku.

CTH
Bce HUCCIICAOBAHUs 1O OMPCACICHUTIO B3aHMO,Z[€I>'ICTBI/I$I MMPOBOAUJIMCH TOJIBKO Yy B3POCJIbIX.

4.6. ®epTWIBLHOCTD, 0EPEMEHHOCTDb U JAKTALUA
bepemeHHOCTD

[TomHOLIEHHBIX HCCIIEIOBAHUH Y OEpEMEHHBIX KEHIIMH 110 OLIEHKE BIMSHUSA JapyHaBUPA HAa UCXOJ
OepeMEHHOCTH HE NpOBOAMIIOCH. MccnenoBaHns Ha XKMBOTHBIX HE BBIIBIIIM Yy JlapyHaBUpA
TOKCUYECKOW AaKTHBHOCTH WJIM HETaTHBHOTO BIMSHUS Ha PEINPOAYKTHBHYIO (QYHKIHUIO W
¢depTriibHOCTE. B nccnenoBaHusX y KpbIC TapyHaBUP HE OKa3bIBAJ BIMSHUS HA CIIOCOOHOCTH K
Pa3MHOXEHUIO U (PePTHIILHOCTb.

Jns HaOmroeHus 3a BAMSHUEM Ha IUIOJ M OPraHWU3M MaTepH co3faH Perucrtp ciydaeB mprema

AHTHPETPOBHPYCHBIX TpENapaToB BO BpeMs OepeMeHHOCTH (WWW.apregistry.com). JlaHHbI#H

perucTp sBIsieTcss JOOPOBOIBHBIM MPOCIIEKTUBHBIM HAOIIOIATEIbHBIM HCCIEOBAHUEM C IIEIIBIO
cOopa W OICHKH JAaHHBIX O BIMSHUM TIpUEMa AHTUPETPOBHUPYCHBIX IPENapaToB Ha HCXOX
OepeMeHHOCTH. JlaHHBIE O NPHMEHEHWH IapyHaBHpa B IEPBOM TPHMECTpe OEpPEeMEHHOCTH
JOCTAaTOYHBI JJIs1 OLICHKHU €TO BIMSHUS Ha YBEIMYCHNE PUCKA TTOSBICHHUS BPOXKICHHBIX 1e()eKTOB
I0/1a.

KomOunanus napyHaBup/puTOHaBHp IPU COBMECTHOM NpHEeMe ¢ 6a30BOH Tepanuei OleHBaIach
B KIMHAYECKOM MCCIICIOBAHUU C ydacTHeM 36 OepeMEHHBIX JKCHIIMH BO BpPEMsS BTOPOTO U
TPETBETO TPHUMECTPOB OepeMeHHOCTH. (DapMaKOKMHETHYECKHE [aHHbIC IIOKa3ajld, dTO
KOHIIGHTPALlMU JapyHaBHpa M PUTOHABHpPAa BO BpeMsi OEpPEMEHHOCTH OBLIM HHXE, YeM B
nociaepooBoM nepuoae (6-12 nenens). Bupyconornueckuii 0OTBeT CoXpaHsuics B 00euX rpymnmax
Ha NMPOTSKEHUH BeeTo nccienoBanusi. OTCYTCTBOBAJIAa BEpTUKANbHAS IIepejada BUpyca OT MaTepH
K MiageHny y 31 HanueHTKH, NPUHUMABIINX AHTHPETPOBHPYCHYIO TEPANuio BIUIOTH 10
ponopaspemienus. KomOunanus napyHaBup/pUTOHABUP XOPOIIO NMEPEHOCHIIACh MIPU TPUEME BO
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BpeMsi OEPEMEHHOCTH M B IIOCIEPOIOBOM nepno/:[.':nﬁ';;)&)% g dbrlabiidetn’ 5 Hdfom

UCCIIEIOBaHUU OBLT COTIOCTaBUM C TAaKOBBIM Y B3pPOCIBIX HAallMEHTOB, HHuUIMpoBaHHbIX BUY u
NPUHUMAIOIIUX KOMOWHAIIMIO 1apyHABUP/PUTOHABHUD.

KomOuHnamnuo napyHaBup/pUTOHABUP MOXHO Ha3Ha4yaTh OEPEMEHHBIM JKEHIMHAM TOJIBKO B TEX
cilydasix, KOIrjla O)KMJaemas I0JIb3a €€ NpPUMEHEHUus g Oyaylied marepu IepeBEelINBacT
NOTEHLNAIbHBINA PUCK TS TUIOAA.

JlakTanus

HewusBecTHO, criocoOeH Jin AapyHaBUp IPOHUKATh B IPyIHOE MOJIOKO. MccnenoBanus Ha Kpblcax
MOoKa3aJid, YTO Mpenapar MPOHUKAET B MOJIOKO. YUHUTHIBas BO3MOKHOCTH mepegaun BUY c
I'PYIHBIM MOJIOKOM, & TAKXK€E PUCK CEPbE3HBIX MOOOUHBIX AP PEKTOB Y TPYIHBIX JAETEH, CBSI3aHHBIH
C BO3JACHCTBMEM Ha HUX JapyHaBupa, BUY-uHpuIMpOBaHHBIC >XEHIIUHBI, MOIYYaIOIIHE
npenapat JlapyHaBup, JOJKHBI BO3JEPKUBATHCS OT IPYIHOTO BCKapMIIMBAHMSL.

DepTUILHOCTE

B HCCIICAOBAHUAX HAa KPbICAX HC OBLIO BBLIABJICHO BIMSHHUA Ha (bepTI/IJ'IbHOCTb.

4.7. BausiHMe Ha cNIOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPECTBAMHU M padoTaTth ¢
MeXaHM3MaMH

He mpoBoamiiock uccie0BaHuid 0 H3yYCHUIO BIUSHIS KOMOMHAIIMY TapyHABUP/PUTOHABHP HA
CHOCO6HOCTB YIpaBJIATb TPAHCIIOPTHBIMU CPCACTBAMU U MCXAaHU3MaMMU. OI[HaKO HGOGXOZ[I/IMO
INPpUHUMAaTh BO BHUMAHHC TOT q)aKT, YTO Y HCKOTOPBIX IMMAIIMCHTOB BO BpEMA JICUCHUA,
BKJTFOYAIONIETO MpHEM KOMOWHAIMKM JapyHAaBUP/PUTOHABHP, HAOIIOJANIOCH TOJOBOKPYKECHHE.
[Ipy TOSBICHUN TOJIOBOKPYKCHHUS CIIEAYET BO3ACPIKATHCS OT BBHIMIOJHEHUS YKa3aHHBIX BHIOB

JACATCIIbHOCTH.

4.8. HexkesaTeJIbHbIE peaKkIuu
Pesrome npodmis 0e3omacHOCTH

Haubonee yacTeiMu HeXeNnaTeNbHBIMU PEAKIUSIMHU BO BpeMsl KIMHUYECKUX HCCIIEOBAHUNA U B
MOCTPETUCTPALIMOHHOM TepHuojie ObLIM: Juapesi, TOLUIHOTA, ChIlb, I'OJOBHAas 0OJb M pPBOTA.
Haubonee dacThiMH CEpbE3HBIMU HEKEIATEIBHBIMU PEAKIHSIMH OBUIH: OCTpas IMoYedHas
HEJIOCTAaTOYHOCTh,  HMH(APKT  MHUOKapAa, CHHIPOM  BOCCTAHOBJICHHS  HMMMYHHUTETA,
TPOMOOLIUTONEHHUSI, OCTEOHEKPO3, TUapes, TeNaTuT U JINXOopaKa.

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINI

HexxenarenbHble pCaku NpUBCACHBI B COOTBECTCTBUH C CHCTGMHO-OpFaHHOﬁ Knaccn(bmcauneﬁ n
C pacmpeneleHHEM IO YacTOTe BO3HHUKHOBEHHWS. B KaxI0oi 4YacTOTHOH Tpymme MoOOYHbBIS

I[CI\/'ICTBI/IH MMPpEACTABJICHEI B ITOPAAKE YMCHBIICHUA UX CEPHE3HOCTHU.
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Yactora HexenaTeIbHBIX PEAKIUi ompeaeiicHa cnen%&ﬁﬂ%ﬁé‘é&E%@gﬁ;cgﬁﬁ I:&:1/10

ciydaeB), acto (>1/100 u <1/10 cmyuaeB), Heuacto (>1/1000 u <1/100 cmyuaeB), pemko

(>1/10000 u <1/1000 ciyuaeB) ¥ 4YacTOTa HEM3BECTHA (HEBO3MOXXHO OIICHUTh YaCTOTy W3

JIOCTYITHBIX JTAHHBIX ).

Taoauna 1. YacTora HexelaTeIbHBIX peaKkIuii M0 CHCTEeMaM U OpraHam

CucreMHO-OprasHbIi
KJIacce
Kareropust yacTtorsl

ITo0ouyHbBIEe aelicTBUA

HUnghexyuu u unsazuu

Heuacto

‘ I'epniernueckas HHPEKIHS

Hapywenus co cmoponul kposu u numgamuueckou cucmembl

Heuacto

TpomOonuTonenust, HEUTPONICHNS, AHEMUS, JICUKOTICHUS

Penxo

DozuHO NS

Hapywenus co cmoponvl umMmynHOU cucmembl

Heuacto

CHUHIpPOM BOCCTaHOBJIEHUSI HMMMYHHUTETa, (JIE€KapCTBEHHAsl)
TUNIEPUYBCTBUTEIBHOCTD

OHOOKpUHHbLE HAPYULEHUS]

Heuacto

['unotupeos, MOBBbIIIEHWE KOHIEHTPAIMH TUPEOTPOIHOTO
rOpMOHA B KPOBU

Hapywenusa memabonuzma u numanus

Yacto

aunoruneptpodus,
caxapHbId IHraoerT,
THIIEPXO0JIECTEPHHEMUS,

Jlunmoguctpoduss (B TOM  UuCIe
nunogucTpodus,  numoaTpodus),
TUNEPTPUTITULEPUIEMHUS,
THITCPITUTIHIEMUS

Heuacto

[Togarpa, aHopekcus, TOHM)XEHUE alleTUTa, CHU)KEHHE MacChl
Tena,  TOBBIIIEHHE  MacChl  Tela,  TUIEPIIIMKeMHUs,
WHCYJIMHOPE3UCTEHTHOCTb, MOHMXEHUE KOHIIEHTPALIUN
JIUTIONIPOTENHOB BBHICOKOW IJIOTHOCTH, TOBBIIICHHUE aIlETUTa,
MOJIMIUTICHS], TIOBBIIICHHE aKTUBHOCTH JIAKTATIETUAPOTreHa3bI
B KPOBH

Icuxuueckue Hapywerus

Yacro becconnnna

Heuacto Henpeccusi, Ae30pUEHTAIUsA, TPEBOra, HApYLICHHUS CHa,
MaTOJIOTUYECKUE CHOBUJICHUS, HOYHBIE KOIIMAaphl, CHUKEHHE
MO0

Penxo CryTaHHOCTb CO3HAHMSI, CMEHBI HACTPOCHHSI, 0ECIIOKOMCTBO

Hapywenus co cmoponwl Hepsroti cucmembi

Yacro I'onosnas 601b, nepugepuyeckas HelponaTus,
TOJIOBOKPY/KEHHE

Heuwacro 3aTOPMOKEHHOCTb, IApECTe3Usl, THUIECTE3Us, AUCTEB3MUS,
HapylICHNs] BHUMAHUs, HAPYIIECHHUsI IAMSITH, COHJIMBOCTh

Penko OOMOpOK, CyIOpOTH, areB3usi, HapyleHue puTMa a3 cHa

Hapywenus co cmoponwl opeana 3penus

Heuacto

['unepemusi KOHBIOHKTHUBBI, CYXOCTh CIIM3UCTON 00O0JIOUKH TJ1a3

Penxo

Hapywenue 3penus

Hapywenus co cmoponul opeana cnyxa u 1abupunma

Heuacto

‘ BecTtuOynsipHoe roJoBoKpykeHue (BepTuro)
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Hapywenus co cmoponul cepoya

(MOCTEOOBATENEHOUTTE U004]

Heuacto NudapxT Muokapna, cTeHOKapaus, yIyIMHeHUEe nHTepBaia QT
Ha JIEKTPOKAPIMOTPaAMME, TaXHKaPIUs
Penko Octpeiii  WH(DApKT MHOKap[a, CHHYcOBas Opaaukapaus,

OIIyIIIEHUE cepAreOneHus

Hapywenus co cmoponul cocyoos

Heuacto

‘ IToBblIIEHNE APTEPUATIBHOTO NABJICHMUS, «ITPUIIMBBIY

Hapywenus co cmoponul OvlxamenvHotl cucmembsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHUs

Heuacto

Opplika, Kaliejab, HOCOBOE€ KPOBOTEUEHHE, IEPIICHUE B TOpJIe

Penxo

Punopes

Kenyoouno-Kkuuieunvie HapyuleHus

OuyeHp 4acTo

Juapest

Yacto

TomoTra, pBoTa, 60AF B 00JACTH >KMBOTA, ITOBHIIICHUE
AKTUBHOCTHU aMWJIa3bl B KpOBI/I, JUCIICIICHUA, B3,Z[yTI/Ie KHUBOTAQ,
METCOPHU3M

Heuacto

[TankpeaTur, TacTpuT, TacTpod3odareadbHbIl pedIrokc,
adTO3HBIA CTOMATHUT, TMO3BIBBI K PBOTE, CYXOCTh CIM3UCTOU
000JIOYKM TOJOCTH pTa, JUCKOM(POPT B 0ONACTH >KUBOTA,
3amop, MOBHINICHNE aKTUBHOCTH JIUIA3bl, OTPBDKKA, HAPYIICHHE
YYBCTBUTEIBHOCTH B POTOBOH MOJIOCTH

Penxo

CromaTuT, pBOTa C KpPOBBIO, XEHUJIIUT, CYXOCThb CIHU3UCTOH
000I109KH Ty0, HAJIET Ha SI3BIKE

Hapymeﬁuﬂ CO CIMOPOHbL ne4erHu u 9!6‘6]146661180()}111/[1/{)6 nymeﬁ

Yacto

[ToBbIlIEHNE AKTUBHOCTHU aJlTaHWHAMUHOTpaHChepasbl

Heuacto

I'ematuT, UUTOIUTHYECKUN TEIaTUT, CTeaTro3 IICUYCHH,
rernaroMeraivs, TMOBBIIICHUE AaKTUBHOCTH TpaHCAMHUHA3bI,
TTOBBIIICHUE AKTUBHOCTHU acmapraTaMHHOTpaHchepassbl,
MTOBBIIICHUE KOHIICHTPAIUK OMIMpPYyOrHA B KPDOBH, TTOBBIIIICHHUE
aKTUBHOCTH WIENOYHOM (pocdarassl B KPOBH, IOBBILICHHUE
AKTUBHOCTH TaMMarjiyTaMuiITpaHchepasbl

HapymeHuﬂ CO CIMOPOHBL KOIHCU U NOOKOJNCHBIX MKAHel

Yacto

Ceimp (B TOM 4HCIe MaKyJsIpHAs, MaKyJIOMmamyineé3Has,
TnarnyJse3Has, YpuTeMaTo3Has u 3yasmias), 3y1 (cm. pazaen 4.4)

Heuacto

AHTMOHEBPOTHUYECKUH  OTEK, TIEHEpaJIM30BaHHAs  ChIIb,
QJUIEPTUYECKUNA JIepMaTUT, KpAalmuBHUIEA, SK3€Ma, JpHUTEMA,
TUIIEPTUAPO3, HOUHAS MOTIMBOCTD, AJIOINELHS, aKHE, CYXOCTh
KOXKH, IINTMEHTAIUs HOI'Tel

Penxo

JlekapcTBeHHass ChIIb C 203UHODWIMEH ¥ CHUCTEMHBIMH
nposisienusimu  (DRESS-cunapom), cunapom CruBeHca-
JxoHCOHA, MYTBTU(OPMHAs dpUTEMA, JepPMATHUT, CEOOPEHHBIIH
JEpMATUT, OBPEXKACHUS KOKHU, KCEPOAEPMUS

YacTtoTa HEU3BECTHA

Toxcuuecknii ANUAECPMAIIBHBIN HEKPOJIN3, OCTpBII
re€HepaIn30BaHHbBIA SK3aHTEMATO3HBIN MyCTYJE3

Hapymeﬁuﬂ CO CMOPOHbL szmelmoﬁ, CKeemHoU U COeOUHUMENbHOU MKAHU

Heuacro Mmuanrusi, OCTEOHEKpO3, MBIIICYHBIE CHAa3Mbl, MbIIICYHAs
cnabocTh, apTpanrus, O0lb B KOHEYHOCTSX, OCTEOIOpPO3,
HOBBIIICHNE aKTUBHOCTH KpeaTnH(pOC(HOKHHA3HI B KPOBH

Penko CkeneTHO-MbIIlIEYHas] CKOBAaHHOCTb, apTPUT, CKOBAHHOCTH B

CyCcTaBax

Hapywenus co cmoponvl nouex u Mo4esblgo0sauux nymei

Heuacto

‘ OCTpaH moycyHas HCOOCTAaTOYHOCTD, moycyHasa
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HEZIOCTATOUHDCTh, MOYEUHOKaMettas —60TesHE, HOBLIeHHE
KOHIEHTpAallUh  KpeaTUHWHAa B  KPOBU, NPOTEHHYpHS,
OUnMpyOUHYpHsL, AU3YPHUsL, HOKTYPHS, IOJTTAKUYPHS

Penxo CHUXKEHHE MOYEYHOT0 KJIMPEHCa KpeaTHHUHA

Hapywenus co cmopoHvl penpoO0yKmusHoU cucmembvl U MOJIOYHbBIX JHcele3

Heuacto \ DOpeKTHIbHAs TUCPYHKITNS, THHEKOMACTHUS

Obwue napywenus u peakyuu 8 mecme 86e0eHusl

Yacto AcCTeHus, yCTaJ0CTh

Heuacto Jluxopanka, 601b B TPYyAHOU KJIETKE, Mepudepudeckuii oTek,
HEJOMOTaHue, OUTYIICHHE XKapa, Pa3ApaKUTeIbHOCTh, 00Jh

Penxo O3HO00, TJI0X0€ CaMOYyBCTBHE, KCEPO3 KOKHU

Onucanne oTHENIbHBIX HEXKEIATEIbHBIX ACHCTBUM

Cuiny

B xnnHMYecKuX MccleOBaHUAX B OCHOBHOM Ha0J10/1a1ach ChIb JIETKOW WJIM CPEIHEH CTETeHH.
Coinp yarie BCero MosBIsjach B TEUEHHE MEPBBIX YEThIPEX HEJENb Tepalmuu U ucdesaja Mpu
IIPOJIOJKEHUHU IIpreMa npenapara. [Ipu pa3BUTHM KOKHBIX pEAKIUH TAKEJIOU CTEIICHU CM. pa3ell
4.4.

B Xome KIMHMYECKHUX HCCIENOBaHUM y MAllMeHTOB, paHee IMOJy4YaBIINX TEParuio, ChIlb,
HE3aBHCHUMO OT €€ NMPUYMHBI, 00Jiee YacTO BO3ZHHUKANIA IPHU MIPUEME CXEM JICUEHHUsI, COJEPKAIINX
JApyHaBUD W palTerpaBup, YeM IpH IpUeMe JapyHaBUpa 0e3 pajTerpaBupa UM pajTerpaBupa
6e3 napynaBupa. Colnib, 00yCIOBICHHAS IPUEMOM IIpeTnapara, MosBIISIACH CO CXOJHON YacTOTO.
Bo3HukaBmias B KIMHUYECKUX HCCIEIOBAHUIX ChIMb ObLIa JIETKOM M CpeAHEH CTEleHU U He
MPUBOAMIIA K MIPEKPAIICHUIO Tepanuu (cM. pazzaen 4.4).

Jlunooucmpoghus

KomOuHupoBaHHAass aHTUPETPOBUPYCHAs Tepamus BBI3BIBACT IepepaclpeiciicHue JKupa
(munoguctpoduio) y manmeHtoB ¢ BUY. Jlunomuctpodus mnposiBiasiach B BUAE TNOTEpU
nepuepuIecKoro M IMOAKOKHOTO >KHpa B OOJIACTH JIMIA, YBEJIWYEHHUS BHYTPHUOPIOIIHOTO H
BUCIIEPAJIBHOTO KHMpa, TUMEPTPO(YUU MOJIOUHBIX JKelle3 M HAKOIUICHHs IOJKOKHOTO >KHpa B
JIOPCOLIEPBUKAILHOM 0051acTH («ObI4mii TOpo»).

Hapywenus co cmoponvl obmena eeujecme

KomOuHMpoBaHHasT aHTUPETPOBUPYCHAS TEPAMHS MOXKET NMPUBECTH K TAKUM HAPYLIECHUSM, KaK
TUIIEPTPUTIHLIEPHIEMHUS, TUTIEPXO0JIECTEPUHEMHUS, HHCYJIIMHOPE3UCTEHTHOCTD, THIIEPTITUKEMUS U
THIIEPJIAKTaTeMHUs, a TaKXKe MOBBIIICHUIO MACCHl Te€Jla U KOHIIEHTPALUH JIMIUIOB B KPOBH (CM.
paznen 4.4).

Hapywenus co cmoponul ckenemuo-muludledHol mKaHu

[ToBblIeHne aKTUBHOCTU KpeaTUH(POC(HOKUHA3BI, MUAITHSA, MHO3UT U pabJoMuonu3 (peuKo)
OTMEYAJNCh TMPHU HUCIOJH30BAHUM HMHTUOUTOPOB TMpOTEa3bl, OCOOCHHO B COYETAaHUH C

HYKJIEO3UTHBIMA HHTHOUTOpAaMU OOPAaTHOI TPAHCKPHUNTA3HI.
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dakTopamu pucka, c 3abonmeBanneM BHWY Ha mno3gHed craguM WM JUIMTENBHOE BpeMs
MOJYYaloIUX KOMOMHMPOBAHHYIO AaHTHUPETPOBUPYCHYIO Tepanuio. YactoTa BO3HUKHOBEHHS
OCTEOHEKPO3a Hen3BecTHA (CM. pazzaen 4.4).
Cunopom eoccmaHno8ieHus UMMYyHUmMema
Y mnammentoB ¢ BUY u TsOKeNnOM CTENEHbI0O HMMYHOASPHUIMTa B MOMEHT Hayaja
KOMOWHHUPOBAHHOM aHTUPETPOBUPYCHOH Tepanuy MOTYT BOZHUKATh BOCTIAJIUTEIbHbIC pEaKI[UH Ha
0eCcCUMITOMHO TPOTEKAIOIINE WIIM OCTaTOYHbIEC MHPEKIMH. Takxke HaOII0JaIuCh ayTOUMMYHHbBIE
3aboneBanus (HarpuMmep, 6oe3Hb [ peliBca u ayTonMMYHHBIHN renaTuT). OTHaKo Bpems 10 Havasia
3a00JIeBaHNs MOKET BapbHUPOBAThCS, U TaKue 3a00JIEBaHUS MOTYT HAYMHATHCS CITYCTSI MECSLIBI
1ocje Havaia Tepanuu (cM. paszuen 4.4).
Kpoeomeuenus y nayuenmos c cemounuet
HaOnronanoce yBenuueHUe 4acTOThl CHIOHTAHHBIX KPOBOTEYEHUH y MAlMEHTOB C TeMOo(UIIneH,
MOJTYYalOIUX aHTUPETPOBUPYCHBIE HHTUOUTOPBI IPOTEa3kl (CM. pazznen 4.4).
THayuenmoi ¢ kounghexyusamu supycom cenamuma B u/unu C
VY nanueHToB C AAHHBIMU HMHQEKUUSAMH, MOJYyYaIOUMX KOMOMHAIMIO AapyHaBUp/PUTOHABHP,
YacTOTa BOSHUKHOBEHHS HEXKEIATENbHBIX PEaKUil U HapylleHU OMOXMMUYECKHUX MTapaMeTpoB
OblTa HE BBIIIEC, YEM Yy MAlMEHTOB, MOJYYAOIIUX KOMOWHALIMIO NapyHaBUP/pUTOHABUp Oe3
KonHpekmu BupycoM remaruta B w/mmm C, 3a HCKITIOYEHHWEM MOBBIMICHUS AKTUBHOCTH
NICYEHOYHBIX TpaHcaMHHa3. KOoHIIEeHTpalus B Mia3Mme y MalueHTOB ¢ Ko-MH(eKuelh u 0e3 Hee
Obl1a cpaBHUMA (CM. pazaen 4.4).

eTn
YactoTa, TUII ¥ CTENEHb TAKECTH HEKENATENbHBIX peaklUui NpHU NPUMEHEHHU JapyHaBHpa y
JeTel ¥ MOAPOCTKOB CPABHUMBI C TAKOBBIMM Y B3POCIIBIX MTALIUEHTOB.

COO6H_ICHI/IC 0 ITOAO03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmare 0 TOM03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX T[OCIEe PETrUCTpaIuu
JICKapCTBEHHOTO TIperapara ¢ melibio 00ecredeHnsi HeMPephIBHOTO MOHUTOPUHTA COOTHOIICHUS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeaunuHCKUM paOOTHHUKAM PEKOMEHIYyeTcs
coo0IaTe O JIIOOBIX MOJ03PEBAEMbIX HEXeNIaTelIbHBIX PEeaKIUAX JIEKapCTBEHHOIO Ipernapara
4yepe3 HAIMOHAIBHBIE CHCTEMbI COOOIIEHHS O HEXKENATEIbHBIX PEaKIUsIX rOCydapCTB — YJICHOB
EBpa3uiickoro 53K0HOMHUYECKOr0 COI03a.
Poccuiickas ®@eoepayus
109012, r. MockBa, CnaBstHCKas IJIOIIA b, 1. 4, cTpoeHue |
®denepanbHas cryx0a mo Haa3opy B chepe 3apaBooxpanenus (POC3IPABHAI30P)
Tenedon: +7 (499) 578-02-20
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4.9. [lepeno3upoBka
CuMIOTOMBI

Caenenus 00 ocTpoil nepejo3upoBKe NMPH MIpUEME JapyHaBUpa B KOMOMHAIIMN C PUTOHABUPOM Y
Jro/Iel OrpaHUYEHBl. 30POBbIE JOOPOBOJIBIIBI MPUHUMATN OAHOKpaTHO 10 3200 Mr mapyHaBupa
B BHJIe pacTBopa u 70 1600 mMr B Buae TabiaeToK napyHaBHpa B KOMOMHAIIMK C PUTOHABUPOM, IIPU
ATOM HEeOJIaronpusITHHIX 3PHEKTOB HE OTMEUYECHO.

Jleuenune

Creruduueckuii aHTHIOT Hew3BecTeH. [Ipu mepemo3upoBKe CledyeT NPOBOAUTH OOIIYIO
NOJIEP’KUBAIOIIYIO TEPAITMIO0 C MOHUTOPUPOBAHUEM OCHOBHBIX (DM3MOJIOTHUECKUX MTOKA3aTeNeH.
JlapyHaBup NpPEeUMYIIECTBEHHO CBS3BIBAETCS C OEJIKaMU IJ1a3Mbl, I03TOMY 3HAaUMMOE yJalleHHE

AKTHUBHOM CYOCTaHIIMH METOJOM JHaIN3a MaJOBEPOSTHO.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakonMHaMHYecKHe CBOIiCTBa
dapmakoTepaneBTUYeCKass TIpyIIa: IIPOTUBOBUPYCHBIE CpPEACTBA CHUCTEMHOIO JIECUCTBUS,

IPOTHBOBUPYCHBIE CPEJICTBA MPSIMOTO JACHCTBHS; HHTHOUTOPHI IPOTEa3s.
Kox ATX: JOSAE10

MexaHu3M IeHCTBUS

JlapyHaBup sBiISIeTCS MHIMOUTOPOM IUMEPH3alMHM M KaTaJIUTHYECKOW AKTMBHOCTH INPOTEa3bl
BUpyca uMMyHoaeduuumrta denoBeka I-ro Ttmma (BUY-1), cpomctBOo K mpoTease
(Kp) = 4,5 x 102 M. Japynasup u30MpaTelbHO MHTMOMpYET paclielieHHe MOIUIIPOTEHHOB
Gag-Pol BUY B wuHOHUIMPOBAHHBIX BHpPYyCaMHM KJCTKax, MpeaoTBpam@as o0pa3oBaHUE
HOJTHOLICHHBIX BUPYCHBIX YaCTHII.

IIpoTrBOBHUPYCHAS AKTUBHOCTSH IN Vitro

JlapyHaBup NposBISET aKTUBHOCTh POTHUB JIA0OPATOPHBIX INTAMMOB U KIMHUYECKUX HU30JIATOB
BUUY-1, a Takxke npoTtuB jgabopaTopHbXx mTamMmmMoB BIY-2 B nmuHUSIX OCcTpo MHGUIIMPOBAHHBIX
T-numponTOB, MOHOHYKJIEAPHBIX  KJETKaX mnepudepuueckoil  KpOBH  4YeJlOBEeKa U
MOHOIIMTax/Makpodarax yeynoBeka, ¢ MeauaHoi 3HaueHus 50 % 3¢ (hexkTuBHON KOHLEHTPAIUH
(ECs0) ot 1,2 nmo 8,5 umonw/n (0,7-5,0 uar/mi). apyHaBup HpOSIBISIET HPOTHBOBUPYCHYIO
AKTUBHOCTH IN VItro mo OTHOIIEHHIO K ITUPOKOMY CIIEKTPY MEPBUUHBIX M30J1T0B BUY-1 rpymms
M (A, B, C, D, E, F, G) u rpynmst O ¢ ECso ot <0,1 10 4,3 HMOIB/11.
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50 % xnetok (ot 87 10 >100 MKMOB/1).

Pe3ncTeHTHOCTD

Cenexkuusi  pe3UCTEHTHBIX K  JapyHaBupy BupycoB u BHY-1  «imkoro  tumay»
in vitro obuta guuTensHoM (6onee 3 set). [loydeHHbIe BUPYCHI HE MOTJIM PACTH B IIPUCYTCTBHH
KOHIIEHTpauuil napyHasupa Bbimie 400 HMonb/1. Bupycel, oroOpaHHbIE B 3THX YCJIOBUSAX H
JEMOHCTPHUPYIOIINE CHIKEHHYIO BOCIIPUUMYHUBOCTE K napyHaBupy (B 23 - 50 pa3), comepxanu
2 - 4 aMUHOKHUCIIOTHBIX 3aMEHBI B TeHe npoTteas3bl. CHI)KEHHAs! BOCIPUUMYHMBOCTD K JapyHAaBUPY
B BO3HMKAIOUIMX IPH CEJIEKIIMU BUpPyCaxX B JaHHOM JKCHEPUMEHTE HE MOXKET ObITh 0ObSICHEHA
MOSIBIICHUEM 3TUX MYTallUii TeHa MPOTeasbl.

[To naHHBIM KIIMHUYECKUX MCCIIEIOBAHUN Y TAIIUEHTOB, paHee MOJIyYaBIINX aHTUPETPOBUPYCHYIO
Tepanuio, BUPYCOJIOTUYECKUN OTBET Ha JapyHABHP B KOMOWHAIIMH C pPUTOHABUPOM B HU3KOH /103€
CHUJKAJICSl, KOT/Ia B HayuaJje UCCIeI0OBaHus MPUCYTCTBOBAIM MIIH B XOJI€ JICUEHUS Pa3BUBAINCH 3 U
OoJiee MyTallMHu, CBS3aHHBIX C PE3UCTEHTHOCTHIO K AapyHasupy ( V111, V32l, L33F, 147V, 150V,
I54L umu M, T74P, L76V, 184V u L89V).

Kparnocts noBeimennst ECso mapynaBupa mo cpasuenuto ¢ ucxoanoit (fold change, FC) Obuia
CBfI3aHA CO CHM)KEHHMEM BHMPYCOJOTMYECKOro OTBEeTa. BbIIM ompeneneHbl BEpXHUM M HIKHUN
kauHnYeckue moporn B 10 m 40 pa3. Mzonatel ¢ ucxomHoit kpatHoctbio FC <10 pas
BocTIpuMMYMBBL; nM30sATEl ¢ FC > 10 no 40 pa3 obnamanu CHUKEHHOW BOCIIPHHMMYHUBOCTHIO;
n307s1Thl ¢ FC >40 Obuti pe3rCTEeHTHBIMH.

Bupychl, BblielieHHbIE OT MAalMEHTOB, MOJYYaBIIUX KOMOWHAIUIO JapyHaBUP/PUTOHABHUP IO
600/100 mr 2 pa3a B CyTKH, y KOTOPBIX pa3BHJIaCh BUPYCOJOTHYECKasl Heyla4ya B BUJIC PELIUINBA,
U KOTOpble OBUIM BOCIPHUMMYUBBI K THIPAHABHPY B Hayaje HCCIEAOBAHUS, OCTAJIHCh
BOCIPUHUMYHMBBIMU K TUIIPAHABHUPY MOCIIE JCUEHUS B MOIABIISIONIEM OOJIBIIMHCTBE CITy4aeB.
Haubonee Hu3kass yactoTa pa3BUTHUS PE3UCTEHTHOCTH HAOMIOAaNach y MAlMEHTOB, paHee He
NOJYyYaBIIUX JICYEHUSI CPEICTBAMU AaHTHUPETPOBUPYCHOM Tepamuu, KOTOpbIE BIIEPBHIC Hayald
NOJy4aTh AapyHABUP B KOMOWHAIMHK C IPYTUMU MpenapaTaMyd aHTUPETPOBUPYCHON TEparHH.

ITepekpécTHast PE3UCTCHTHOCTh

FC napynaBupa Obuia menee 10 mist 90 % u3 3309 KIMHUYECKUX H3OJISITOB, PE3UCTEHTHBIX K
aMIpeHaBHpy, aTa3aHaBUpPYy, WHIMHABUDPY, JIONHHABUPY, HeN(UHABUPY, PHUTOHABUDY,
CaKBUHABHPY /WM TUIPAHABHPY, YTO YKa3bIBAeT, YTO BHPYCHI, YCTOHYMBBIC K OOJIBIIMHCTBY

MHTHOUTOPOB MPOTEA3bl, OCTAIOTCS BOCIPUUMYUBBIMU K TapyHABUDY.

5.2. ®apMaKoOKHHeTHYECKHE CBOiCTBA
dapMaKOKHHETHYECKHE CBOWCTBA JapyHABUPA, IPUMEHSBIIETOCS B KOMOWHAIIMH C PUTOHABHUPOM,
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JapyHaBUpa B IIa3Me OBLIM BBINNIE Yy MAMeHTOB, HHPuImpoBaHHbIX BUY-1, ueM y 310pOBBIX
Jroed. DTO pa3uure MOXKHO OOBSICHUTH 0o0Jiee BBICOKUMH KOHLIEHTPALUsIMH alib(ha-1-Kucioro
TJIMKONIPOTEMHA Yy TAaIlueHToB, WH(umupoBanHeix BUY-1, 9TO nNpuUBOAUT K YBEITWYEHUIO
KOJIMYECTBA JlapyHaBUpa, CBA3aHHOTO C aibda-1-KUCiAbIM TIIMKOMPOTEHMHOM IUIAa3MbI, U
cliefioBaTeNbHO, OoJiee BBICOKOHM KOHIIGHTpauuu B Iuta3me. JlapyHaBup merabonusupyercs B
ocHoBHoM m3opepmentamu CYP3A. Putonasup unrubupyer uzopepmentsl CYP3A nedenu u,
TEM CaMbIM, CYIIIECTBEHHO MOBBIIIAET KOHIIEHTPALIMIO JapyHaBUPA B IIa3Me.

AbGcopbuus

[locne mpuema BHYTpPh HapyHaBHp OBICTPO BCACHIBACTCS B IKENYJOYHO-KUIIEYHOM TpaKTe.
MakcumainpHas KoOHIeHTpauus AapyHaBupa B 1ia3mMe (Cmax) B MPUCYTCTBUM HHU3KOH J103BI
puToHaBHUpa gocturaercs uepe3 2,5 — 4,0 4. AOcomoTHas OMOIOCTYITHOCTH OJHOW JIO3bI
napyHaBupa (600 Mr) npu npueme BHYTPb COCTaBUIIa OKOJI0 37 % M yBeIW4HJIach MPUMEPHO 10
82 % B mpucyrctBum putonasupa (100 mr nBa pasza B cytku). OOmiee BIUSHUE PUTOHABUpPA Ha
OMOJOCTYHOCTh JJapyHAaBHpa COCTOSJIO B MPUMEPHO 14-KpaTHOM YBEIWYEHHUU KOHLEHTPALMH
JapyHaBHpa B IJIa3Me€ IOCJIEe OAHOro mpueMa BHYTpb 600 Mr mapyHaBHpa B KOMOHWHAITUU C
putonaBupom (100 Mr aBa pasza B CyTKH).

[Ipu mpueme HaTOIIAK OTHOCUTENbHAs OMOMOCTYIHOCTh JapyHaBHpa B MPUCYTCTBUM HHU3KOM
70361 pUTOHaBHpa Obuta Hxke Ha 30 %, yem mpu npueme Bo Bpems eabl. CrenoBarenbHO,
JTapyHaBUp HY>KHO IPUHUMATh BMECTE C pUTOHABUPOM BO BpeMsl e/ibl. XapaKTep MUIIH HE B
Ha KOHIIGHTpAIMK JapyHaBUpa B IJIa3Me.

Pacrnpenenenue

Oxono 95 % napyHaBupa CBA3BIBAaeTCA € OEIKaMHU IUIa3Mbl, MPEUMYIIECTBEHHO ¢ anbda-1-
KHCJIBIM INIMKOIPOTEUHOM.

[Tocne BBeneHMsSI BHYTPUBEHHO OOBEM pacmpesesieHHs] JapyHaBHpa B Kau€CTBE MOHOTEpAaIHU
coctaBisin 88,1459,01 (cpemumii + craHmapTHOE OTKJIOHEHHE) M Bo3pactan no 131+4991
(cpemHuii + cTangapTHOE OTKJIOHEHHE) B MPUCYTCTBUM puToHaBupa (100 mr 2 pasa B CyTKH).

Buorpancdhopmarims

B skcnepuMenTax in VIitro Ha MHKpOCOMax IMEYEHH YelloBeKa ObUIO MOKA3aHo, YTO JapyHaBHP
NOJIBEpraeTcs IIPEUMYLIECTBEHHO OKHUCJIUTEIbHOMY MeTa0oIU3MYy. HapyHnasup
MeTabONMM3UPYETCsl MPEUMYIIECTBEHHO B TICUEHHW CHCTeMOl muroxpoma P450, mouru
uckimountenbHo nzopepmentom CYP3A4. VccnenoBanue, B KOTOPOM 310POBBIC JOOPOBOJIBIIBI
npuaAMany *C-napyHaBup, mokasano, 4To GOnblIas 4acTh PaAHOAKTHBHOCTH B ILIa3Me TIOCTIE
onHokpatHoro npuema 400 mr napynasupa u 100 Mr puTtoHaBUpa NPUXOAMJIACH HA JOJIIO

HEM3MEHEHHOT0 JapyHaBHpa. Y 4UeloOBeKa MWJICHTHU(GUUIUPOBAHO, MO MEHbIIEH Mepe, 3
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«aukoro Tunay BUY cocrasisiia meree 1/10 0T akTUBHOCTH caMOTO IapyHaBHpa.

DJIMMUHAIMS

Iocne oxmoxparHoro mpuema 400 mr *4C-nmapynaBupa n 100 mMr putonasupa okono 79,5 % u
13,9 % pannoakTHBHOCTH OOHAPY)KMBAJIOCh B Kaje M MO4YEe COOTBETCTBeHHO. Ha moiro
HEU3MEHEHHOI0 lapyHaBupa npuuuiock okoio 41,2 % u 7,7 % paanoakTUBHOCTHU B KaJleé U MOYE
cooTBeTcTBEHHO. KoHeuHblli nepuon nonyseiBeaeHus (T4) AapyHaBHpa cocTaBuI 0KoJo 15 4 npu
ero npuemMe B KOMOMHaIMM C pUTOHaBUpoM. KimpeHc napyHaBupa mociieé BHYTPUBEHHOI'O
BBeneHus 150 mr cocraBun 32,8 /4 (6e3 puTtoHaBupa) U 5,9 /4 B MPUCYTCTBUM HU3KOW 03B
pUTOHABHpA.

JInia mosKuJioro Bo3pacra

[TonynsauroHHbIN apMakoKuHETHUYeCKU aHann3 Y BUY-uHGUIIMPOBaHHBIX MAIIMEHTOB MTOKa3aJl
OTCYTCTBHE 3HAYUMBIX pazinduil (hapMaKOKMHETHUYECKHUX MapaMeTPOB 1apyHaBHUpa B BO3PACTHOM
rpynmne 18-75 net (B aToT aHanu3 ObuIM BKIOYEeHB! 12 BUY-uHOUIMPOBAHHBIX MAllUCHTOB B
Bo3pacte 65 jer u crapie). Tem He MeHee, JaHHbIE 110 IPUMEHEHUIO JapyHaBUpa y MAllMEHTOB
crapiie 65 neT orpaHuYeHHBI (CM. pazaen 4.4).

ITosoBEIE pa3anyus

[MonmynsunonHbI (apMaKOKMHETHUSCKUN aHATN3 BBISBHJI HECKOJbKO Oosiee Bbicokue (16,8 %)
KOHIIEHTpauuu AapyHaBupa y BUH-uHpuuupoBaHHBIX jXeHIIMH, yeM Y BUY-uHpHUIHpOBaHHBIX
MyK4MH. [laHHOE pa3nuuue He ABIAETCS KIMHUYECKH 3HAYUMBIM.

[TanmeHTHl ¢ HapYIICHUSIMH d)VHKHI/II/I IMTOYCK

Pe3ysbTaThl HCCIeN0BaHKs ¢ HCMONb30BaHueM ~*C-IapyHaBupa B KOMOUHAIMU C PUTOHABUPOM
NOKa3ajau, 4ro Ookojo 7,7 % NpHUHATOM A03bl JapyHaBUpa 3KCKPETHPOBAJIOCH C MOYOHl B
HEM3MEHEHHOM BHJIEe. Y TMALUEHTOB C HapyIIEHUSAMH (QYHKIUU MOYeK (PapMaKOKUHETHKY
JApyHaBUpAa HE U3ydYalHd, HO TONYJSIMMOHHBIM (apMaKOKMHETUYECKMH aHalu3 I0Ka3all
OTCYTCTBHE 3HAUYUMOI'O M3MEHEHHs (PapMaKOKMHETHUYECKUX IMapaMeTpoB aapyHaBupa y BUNU-
UHQUIMPOBAHHBIX TAIMEHTOB C YMEPEHHO BBIPRXKEHHBIMU HAPYHICHUSMH (QYHKIUHU IOYEK
(knmupeHc ceiBOpoTOUHOro KpearnnuHa 30-60 mu/mun, N = 20) (cm. pasgenst 4.2 u 4.4).

ITanmeHTHl ¢ HapYIICHUSIMH (bVHKHI/II/I INCYCHU

JlapyHaBup MeTaboin3upyeTcst U BBIBOAUTCS MPEUMYIIECTBEHHO MEYeHbI0. B nccienoBanum ¢
NPUMEHEHHEM HECKOJIbKMX J103 JapyHaBHpa B KomMOuHammu c¢ putoHaBupom (600/100 mr) nsa
pa3a B JeHb ObIJIO MOKa3aHO, YTO OOLIasi KOHLEHTpalUs JapyHaBUpa B IUIa3Me y MAIMEHTOB C
nerkuM (knacc A mo mkane Yaitna-ITero, N=8) n ymMepeHHbIM HapylieHHeM (YHKIIUUA TEYCHHU
(xknacc B mo mkane Yaitna-ITeto, N=8) ObLIM CpaBHUMBI C TAKOBBIMU MapaMeTpPaMu y 310POBBIX

. Tem He MeHee, KOHIICHTpalluK HECBSI3aHHOTO AapyHaBUpa ObUIM MpUMEpHO Ha 55 % (kiacc
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no mnddfe UdiAHESOY Bhiine K mivietas

A no mkane Yaitng-IIsto) u 100 % (knacc E

3HaYMMOCTb HTOTO MOBBIIICHUS! HEU3BECTHA, U IIpenapaT [lapyHaBup cieayeT NpUMEHSTh Y TaKUX
NAllMEHTOB C OCTOPOXKHOCTBIO. OQPQEKT THKEIOoro HapyuieHus (QyHKIUM TeYeHH Ha
(dhapMaKOKMHETUKY JapyHaBUpa He uzyqancs (cM. pasaensl 4.2, 4.3 u 4.4).

bepeMeHHOCTE M HOCIEPOIOBON IIEPHUOT

[Ipu nmpueme komOuHanMM napyHaBup/puToHaBup B no3e 600/100 Mr 2 pasa B CyTKH WIH
800/100 Mr 1 pa3 B CyTKH B COCTaBe KOMOHMHUPOBAHHOW aHTHPETPOBHPYCHOM Teparmu,
KOHILICHTPALMK JapyHaBHpa W PUTOHABHPA B IUIa3Me KPOBU ObUIM HMIKE IPU MPHEME BO BPEMs
OEepeMEHHOCTH TI0 CPAaBHEHHUIO C TAKOBBIMH IIPH IpHEME, B MOCIEpoaoBoi mepuoxa. OmHaxo,
(apMaKOKMHETHYECKHE MapaMeTpbl HECBSI3aHHOTO (AaKTUBHOIO) JapyHaBUpa ObUTM CHUXKEHBI B
MEHBIIEH CTENeHH, TaK KaKk BO BpeMsi O0epeMEHHOCTH HAOII0aeTCsl YBEIIMUCHUE KOHLIEHTPAIH

cBOOOHOM (hpaKIMU JapyHABHpA 10 CPABHEHHIO C TAKOBOH B IMOCIEPOIOBOM TIEPUO/IE.

JlaHHBIe (pAapMAKOKMHETHKH 0011ero JapyHaBupa 1nocjie npuéMa KOMOHHAINH
napyHaBup/puronaBup B 103e 600/100 mr 2 paza B CyTKH B paMKaX CXeMbl
AHTHPETPOBUPYCHOM Tepanuu BO BTOPOM TpUMecTpe 0epeMeHHOCTH, TPeTheM
TPUMecTpe 0epeMEeHHOCTH U MOCJIePOI0BOM NepHoie

®apmakokuHeruka | Bropoii rpumectp | Tperuii Tpumectp IHocneponoBblii
001Iero 1apyHaBupa 0epeMeHHOCTH 0epeMeHHOCTH nepuo.
(cpennee (n=12) (n=12) (6-12 nemesn)
CTaHJIapTHOE (n=12)
OTKJIOHEHHE)
Crmax, HI/MJ 4668+1097 5328+1631 665912364
AUC12n, Hr¥*u/mn 39370+9597 45880+17360 5689026340
Chmin, HI/MJ 1922+825 2661+1269 2851+2216

JlaHHBIe (PAapMAKOKHMHETHKH 0011ero JapyHaBupa 1nocJje npuéMa KoMOHHAINH
napyHapup/puronasup B 103e 800/100 mr 1 pa3 B CyTKH B paMKaXx cXeMbl
AHTHPETPOBHUPYCHOM Tepanuu BO BTOPOM TpUMecTpe 0epeMeHHOCTH, TPeTheM
TPUMecTpe 0epeMEeHHOCTH U MOCJEePOI0BOM NepHoie

®apmakokuHeruka | Bropoii rpumectp | Tperuii Tpumectp IocneponoBblii
0o01ero JapyHaBupa 0epeMeHHOCTH 0epeMeHHOCTH nepuo.
(cpennee (n=17) (n=15) (6-12 nemesn)
CTaHJIapTHOE (n=16)
OTKJIOHEHHE)
Crmax, HI/MJ 4964+1505 5132+1198 73101704
AUC24n, Hr¥*u/mn 62289+16234 61112+13790 92116429241
Chmin, HI/MI 1248+542 1075+594 14731141

VY KeHIWH, MOTyYaBIINX KOMOMHAIHIO JapyHaBup/putoHasup B 1o3e 600/100 mr 2 pa3a B cyTkH
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KOHIIEHTpauus napyHasupa B miasme), AUC12n (momans moa KpUBOH «KOHIICHTPALIUSA-BPEMS
yepe3d 12 u mocne mpuema npenapata) U Cmin (MMHHManbHash KOHIEHTpalMs JapyHaBHpa B
1asMe) JAapyHaBHpa ObLIH, COOTBETCTBEHHO, Ha 28 %, 26 % u 26 % HuXe Mo CPaBHEHHUIO CO
3HAYEHUSAMHU JaHHBIX I[IOKa3aTeliel B MmociepodoBoMm mepuoge. Bo Bpemss 3-ro Tpumectpa
6epemenHocTH 3HaUeHUS Cmax, AUC12h 1 Cmin JapyHaBHpa ObLIH, COOTBETCTBEHHO, Ha 18 %, 16 %
HUOKEe U Ha 2 % BBIIIE 110 CPABHEHHUIO CO 3HAYCHHUSMHU JAHHBIX MOKa3aTeliell B MOCIEPOIOBOM
nepuoze.
V JKeHIWH, MOoTyJYaBIIuX KOMOUHaIWIO gapyHaBup/putoraBup B 1o3e 800/100 mr 1 pa3 B cyTku
B TeueHHEe 2-T0O TpuUMecTpa OEpeMEHHOCTH, cpenHue 3HaueHUs Cmax (MakcHUMalbHas
KOHIIEHTpalus aapyHaBupa B miazme), AUCosn (Imomanp moa KpUBOH «KOHIIEHTPAIUS-BPEMSI»
yepe3 24 4. mocne mpuema mnpenapara) U Cmin (MUHUMaIbHAs KOHIIEHTpAIUsl JapyHaBUpa B
iasMe) JapyHaBupa ObUIM, COOTBETCTBEHHO, Ha 29%, 32% u 50% HuXe 1Mo CpaBHEHHIO CO
3HAUEHUSMHU MJAHHBIX IIOKa3aTelell B MOCIepoaOBOM mepuone. Bo Bpems 3-ro TpumecTpa
oepemeHHOCTH 3Ha4€HUS Cmax, AUC24h 1 Crmin 1apyHaBHpa ObLIN, COOTBETCTBEHHO, Ha 29 %, 32 %
1 50 % HUKE MO CPaBHEHHUIO CO 3HAUYCHUSIMU JTAHHBIX MMOKA3aTeNIe B IMOCIEPOI0BOM MEPHUOIE.
eTu
dapMaKOKHHETHKA TapyHAaBHpa B KOMOWHAIIMU C PUTOHABUPOM IPH MMPUMEHEHUU | pa3 B CyTKHU
u3ydanach y 12 nereil, paHee He MONYYaBIIMUX JICUYCHHS TperaparaMu aHTUPETPOBUPYCHOU
Tepanuu, B Bo3pacte oT 12 mo 18 ner m maccoir tena He meHee 40 kr. Ilpu nmpuéme y Hux
koMOuHaimu napyHaBup/putonaBup 800/100 mr 1 pa3 B CyTKM KOHIICHTpalus JapyHaBUpa B
mrazMe ObUla  COMOCTaBUMa C TaKOBOM Y  B3POCHBIX, MPHUHUMABIIAX KOMOWHAIUIO
napynasup/putonaBup 800/100 mr 1 pa3 B cyrku. Takum oOpazom, oJlHa M Ta ke TO3HPOBKA,
npuMeHsieMas 1 pa3 B CyTKH, MOXET OBbITh HCIIOJIb30BaHA y MOJIPOCTKOB, paHee MOIy4aBIINX
JedeHue, B Bo3pacrte oT 12 mo 18 jmet ¢ Maccoit Tena He meHee 40 kr, 63 MyTaIuii, CBI3aHHBIX C
pesuctenTHoCcThIO K aapyHaBupy (V11l, V321, L33F, 147V, 150V, 154M, 154L, T74P, L76V,
184V u L89V), yposaem PHK B1U-1 B mna3zme <100 000 xomuii/min u unciiom kierok CD4+>100
k1eTok X 10%1m u y B3pocibix (cMm. pasnen 4.2).
dapMaKOKMHETHKA JJapyHaBHpa B KOMOMHAIIMU C PUTOHABUPOM IpU MPUMEHEHUHU | pa3 B CyTKU
u3ydanach y 10 neteil, paHee nony4aBIlInX JIEUEHUE, B Bo3pacTe oT 3 110 6 JeT, ¢ Maccoi Tena oT
14 no 20 xr. Ilpu ucnonp3oBaHMKM MOJOOpPaHHOW MO Macce Tela JO3UPOBKM Habiroganach
KOHIIEHTpallusl JapyHaBHpa B IUIa3Me, CpaBHUMas C TaKOBOW Yy B3pOCIHbIX, MOJy4YaBIIMX
koMOuHammio mapyHaBup/putoHaBup 800/100 mr 1 pa3 B cyrku. Kpome Toro, mnpu
MOJICIIUPOBAHUHM U CUMYJIALMU (ApMAaKOKMHETHKHM JapyHaBupa y nered or 3 mo 18 jer

HOI[TBep)K,Z[GHa KOHI_IGHTpaI_[I/IH I[aPYHaBI/Ipa B j1a3me, Ha6moz[aeMa;1 B KIIMHUYCCKUX
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JTapyHaBUP/pUTOHABHD | pa3 B CyTKM HA OCHOBE MAcChl TeJa JUIs IETe ¢ Maccoil Tela He MEeHee
15 kr, KOTOpBIE TOJy4add WM HE TMOJydaldw TpernapaTbl aHTUPETPOBUPYCHOU Tepamuu, 0e3
MYyTaIii, CBI3aHHBIX C pe3UCTEeHTHOCTHIO K napyHaBupy (V111, V321, L33F, 147V, 150V, 154M,
I154L, T74P, L76V, 184V u L89V), ¢ ypoeuem PHK BHNY-1 B mmazme <100 000 xomwmit/min u
ypcniom knerok CD4+ >100 knetok x 10%1 (cM. pasnen 4.2).

dapMakOKHMHETHKA JapyHaBHpa B KOMOMHAIIMY ¢ PUTOHABUPOM OblIa 3yueHa y 74 nereid, paHee
MOJIy4YaBIINX JICUEHHUE, B Bo3pacte oT 6 1o 17 ner, ¢ maccoit Tena He MmeHee 20 Kr. Y CTaHOBJIEHO,
YTO y TakuX JeTeil Mpu NPUMEHEHHH I03bl, MOAOOPAaHHON B 3aBHUCHUMOCTH OT MaccChl Teja,
napaMeTpsl PapMaKOKHHETUKH CPABHUMBI C TAKOBBIMU Y B3POCIBIX MAlMEHTOB, MOTYYArOIIHX
KoMOuHaimio napyHasup/putonasup 600/100 mr 2 pasa B cyTku (cM. pasaen 4.2).
dapMaKOKMHETHKA JapyHaBHpa B KOMOWHAIIMK ¢ PUTOHABUPOM ObliIa M3ydeHa y 14 nereit, panee
MOJIy4YaBIIMX JIEYEHUE, B Bo3pacTe oT 3 10 6 jeT, ¢ maccou Tena ot 15 go 20 kr. YcraHOBIEHO,
YTO y TaKuX JeTel MpH NMPUMEHEHHH I03bl, MOAOOPAaHHON B 3aBHCHMOCTH OT MAacChl Tela,
napaMeTpsl (PapMaKOKHHETUKH CPABHUMBI C TAKOBBIMU Y B3POCIBIX MAllMEHTOB, MOTYYArOIIHX

koMOuHanmo aapyHasup/putorasup 600/100 mr 2 pasa B cyTku (cM. pasnen 4.2).

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. Ilepeyenb BcnoMoraTeibHbIX BellIeCTB
Aapo

[{emtrono3a mukpokpuctaumueckas MC-101
IToBumon K-30

Kpocnosunon

Kpemuust 1MOKCH KOJITTOUAHBIN

Maruus creapat

Inenounas o6omouka Onamapaii® IT 85F 13962 Opamskessiii (OPADRY® 11 85F13962 Orange)

[TonMBUHUIIOBBINM CIUPT
Maxkporon/I12T

Twutana quokcug

Tanpk

ANIOMMHMEBEIHN JIaK HA OCHOBE KpacCuTeysd COJTHCYHOT'O 3aKaTa KCJITOro

6.2. HecoBMecTHMOCTH
He npumenumo.
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6.3. Cpok roaHocTH (CpOK XpaHeHHsl)

2 roja.

6.4. OcoOble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH
XpaHuTh 1pH Temnepatype He Boie 25 C.

6.5. XapakTep u coaep:kaHue NePBUYHON YIIAKOBKHU
[To 10 TabieTOK B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IJIEHKH MTOJMBUHUIXJIOPUTHON U (hOTBTH

AITIOMUHHUEBO.

ITo 30, 60, 100, 120, 240, 360 wnu 480 TabneTok B OaHKY M3 MIacTHKA (MOJUITHIIEHA BBICOKOM
mwiotHocTH (HDPE) ¢ miiacTukoBO# KphIMIKO# (M3 MONUATUIICHA BRICOKOU TIOTHOCTH (HDPE) mmn
noymmdTUIeHa Hu3koi twiotHoctu (LDPE), Bxonmsmel B xommuiekT). Ha OaHky HakiIeWBaroT
ATUKETKY U3 OyMaru STUKETOYHOW WK U3 Oymaru Jijist opUCHON TEXHHUKH.

ITo 1, 3, 6 wnmu 10 KOHTYPHBIX SYEHKOBBIX YINAKOBOK, WM | OaHKY BMECTE C MHCTPYKIHEH IO
MEIUIUHCKOMY MTPUMEHEHHIO (JIMCTKOM-BKJIAJIBIIIIEM) B MTAUYKy U3 KapTOHA.

He Bce pa3meps! ynmakoBOK MOTYT ObITh JOCTYIIHBI JIJISl pean3aliu.

6.6. Oco0Oble Mepbl NPeAOCTOPOKHOCTH TPHM YHUYTOKEHUHM  HCIOJH30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WINH OTX0A0B, TMOJYYEHHBIX [MOCJe MpPUMeHEHUs
JIEKAPCTBEHHOI0 Mpenapara, ¥ Apyrue MaHuMyJsiiHU ¢ NpenapaToM

Het oco0bIx TpeOOBaHM K yTHIN3AIUH.

7. AEPZKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Poccuiickas @enepanus

®denepanbHOE TOCYJIapCTBEHHOE YHUTapHOE mpeanpustie HaydHO-TIpOU3BOJICTBEHHBIN LIEHTP
«®Dapmzamuray ~ DenepanbHOro  MeAuKo-Omonmormdeckoro  arentcrBa (PI'YIT  HIILL
«Dapmzammuray DMBA Poccun).

141402, Poccus, MockoBckast 001acTh, T.0. XUMKH, T. XUMKH, 11. Bamrytuackoe, a.11

tei. 8 (495) 789-65-55

Anpec snekrponHo# moutsl: info@atompharm.ru

7.1. IlpencraBuTeib AepKaTesisi PerUHCTPAIHOHHOTO YA0CTOBEPEHMsI
[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus

®denepanbHOE TOCYJIapCTBEHHOE YHUTapHOE mpeanpustue HaydHO-TpOU3BOJICTBEHHBIN LIEHTP
«®Dapmzammray ~ DenepanpbHOro  MeAuKo-Omonmormdeckoro  arentcrBa (PI'YIT  HIIL]
«Dapmzammray DMBA Poccun).

141402, Poccus, MockoBckast 0071acTh, T.0. XUMKH, T. XUMKH, 11. Bamrytuackoe, a.11
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8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
JIII-Ne(003750)-(PT-RU)

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOJATBEPXJIEHHSI PETMCTPALIMU,
IHEPEPETUCTPAIIN)

Jata nepBoii peructpanun: 21 HosiO6pst 2023
10. JATA HEPECMOTPA TEKCTA
OO1mas xapakTepUCTUKa JIEKapCTBEHHOT 0 Mpemnapara JlapyHaBup qocTynHa Ha ”HGOPMAITMOHHOM

noptaie EBpa3uiickoro 3KOHOMHYECKOTO CO103a B MH(OPMAIIMOHHOE-TEIEKOMMyHUKAIMOHHOM

cetu «MuTepueT» Coro3a http://eec.eaeunion.org/
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