COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.11.2024 N= 25527

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOTFO-TIPEIFAPATARHCCTE 0002]

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
Hapynasup, 150 mr, TaGIETKH, TOKPHITHIC TIIICHOYHON 000I0YKON
Hapynasup, 400 Mr, TaGJIETKH, TOKPHITHIC TIIICHOYHON 000I0YKON
Hapynasup, 600 mr, TabIeTKH, MOKPBITHIEC MJICHOYHOW 000JI0UKOMA

Hapynasup, 800 mr, Ta0IeTKH, MOKPBITHIEC MIICHOYHONW 000JI0UKOMA

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB
JelicTByrolee BEIECTBO: JapyHAaBUP

JlapyHasup, 150 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

Kaxxnas tabnerka conepxut 150 mr napyHaBupa

Jlapyaasup, 400 mr, TaOJIETKH, ITIOKPEITHIE INIEHOYHON 000I0YKON

Kaxxnas rabnerka cogepxut 400 mMr napyHaBupa

JlapyHasup, 600 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

Kaxnas tabnerka conepxut 600 Mr napyHaBupa

Jlapyaasup, 800 mMr, TaOJIETKH, ITIOKPEITHIE INIEHOYHON 000I0YKON

Kaxxnas Tabnerka cogepxut 800 Mr mapyHaBupa

[TonHbIi mepeyeHpb BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TalneTku, MOKPBITHIE TNICHOYHOH 000I0UKOH.

JlapyHasup, 150 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

OBajibHBIC, JTBOSKOBBIMYKIIBIC TAOJICTKH, TMOKPBITHIC IJICHOYHOW 00O0JIOUKOW Oeoro IBera, ¢
PHCKOI ¢ 00erX CTOpOH. S po oT 6eoro 10 MoYTH O6eI0To IBEeTA.

JlapyHasup, 400 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

OBaJibHBIC, TBOSKOBBINYKJIbIE TA0TIETKH, MOKPHITHIEC MJICHOYHOH 000JI0YKON CBETIO-OPaHKEBOTO
IIBETA, C TPAaBUPOBKOU «Z» C OJHOU CTOPOHEI. S apo oT 6emoro 10 moutu 0eIoro mBeTa.

Jlapyaasup, 600 mMr, TaOJIETKH, ITIOKPEITHIE INIEHOYHON 000I0YKON

OBaJibHBIE, IBOSIKOBBITYKJIbIE TAOJIETKH, MOKPHITHIEC MIJICHOYHOM 000JI0UKO OpaHKEBOTO I[BETA C
pHUCKO¥ ¢ 06eux CTOpoH. Sapo oT 6emoro 10 Mo4YTH OENOTOo IBETA.

Jlapyaasup, 800 mr, TaOJIETKH, ITIOKPEITHIE INIEHOYHON 000I0YKON

OBaJsibHbIE, TBOSIKOBBIITYKJIbIE TA0JIETKH, HOKPHITHIC MJIEHOYHOM 000JI0UKON KPACHO-KOPUIHEBOTO

I[BETA, C PUCKO C 00erX CTOPOH. Sapo oT Genoro A0 MoYTH OEIOTro IBETA.
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4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenapar JlapyHaBup nokaszaH K IPUMEHEHHUIO Y B3POCJIbIX MAIMEHTOB U JIETE B BO3pacTe OT 6
7eT u ¢ Maccor Tenma 20 kr u OoJiee, paHee MOJYYABIINX aHTUPETPOBUPYCHYIO TEPAIuIo, s
neuennss BUY-undpexnuu (B KOMOMHALMUM C HHU3KOM [O30H pHUTOHaBUpa M APYTUMH

AHTUPETPOBUPYCHBIMU NIpENIApaTaMu ).

4.2 Pe:xxum 103MPOBaHUA U CIIOCOO MPUMEHEeHUsI
Tepanust 1oKHA Ha3HAYATHCS BPayoM, MMEIOLINM ONbIT JieueHuss BUY-unpexuunn.

PexxuM 103upoBaHus

JapyHaBup Bcerja ciieyeT Ha3Ha4aTh B KOMOMHAIIMU C HU3KOHM J1030M PUTOHABHpPA B KaueCTBE
CPEICTBA, YIYUIIAIOLIETO ero (hapMaKOKMHETHYECKHE XapaKTEPUCTHKH, a TAK)Ke B KOMOUHAIINY C
JIPYTUMU aHTUPETPOBUPYCHBIMU IIpenaparaMu. Bo3MOXKHOCTh Ha3HAYEHUSI PUTOHABHUPA JIOJHKHA
OBITH PACCMOTpEHA /IO Hadaja Tepanui KOMOWHAIUEH apyHaBUP/PUTOHABUD.

[Tosromy mnepex HavajqoM Tepanuud AApPyHABUPOM HEOOXOIUMO O3HAKOMHUTHCS C oOImei
XapaKTepUCTUKON JIEKApCTBEHHOTO Mpenapara/MHCTPyKUUEH M0 MEAMIMHCKOMY MPHUMEHEHUIO
pUTOHABHpA.

[locne nauana Tepanuu AapyHAaBUPOM MAIMEHThl HE JOJKHBI WM3MEHSATh WM IPEeKpaliarh
Tepanuio 0e3 KOHCYJIbTAIUH C JICYALTUM BPayOM.

BS’pOCJZble nayuernmol.

ManueHTHI, paHee He | [lanueHTsl, paHee MoJy4YaBIIde HHTMOMTOPSBI POTEA3bI

MOJIy4YaBlIMe HMHrHOMTOPBLI | HE  HMMeOLIHEe  MYTAIWid, | HMeoIIHe N0 KpaiiHeil Mepe

NpoTeasbl BBI3bIBAKOIIUX 1 MyTaumio, BbI3bIBAIOLLYIO
PE3UCTEHTHOCTD K | Pe3UCTEHTHOCTb K
JapyHaBupy* JapyHaBupy*

(¢ MWIa3MeHHBIM YpPOBHeM
PHK BHY-1 <100 000
KONMIA/MJI M KOJMYECTBOM

CD4+ kaerok =100 x 10%/1)

800 mr 1 pa3 B Cyrku B

koMOuHatmu co 100 wmr

pUTOHABHUpPA, BO BpEMs CAbI.

800 mMr 1 pa3 B CyTku B

koMOuHarmun co 100 wmr

puTOHaBUpa, BO BpEMA CAbI.

600 Mr 2 paza B CyTKH B

koMOuHamun co 100 wmr

puTOHaBUpa, BO BpEMA CAbI.

*MyTaIuu, BeI3bIBAIOIINE PE3UCTEHTHOCTH K AapyHaBupy: V111, V321, L33F, 147V, 150V, I54M,
154L, T74P, L76V, 184V u L89V.
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Jlis manuMeHToB, paHee TMOJYYaBIIMX WHTUOMTOPHI IMPOTEasbl, PEKOMEHIYETCS MpOBEICHHUE
TE€HOTUIINYECKUX aHAIU30B.

Ilpy HEBO3MOXKHOCTHM NIPOBEIEHUS TEHOTUIIMYECKUX aHAJIW30B, IAllUEHTaM, paHee He
NOJY4YaBIIMM  MHTUOMTOpPBl  MpOTe€a3bl,  PEKOMEHAyeTCs  INpUHUMaThb  KOMOHMHALUIO
napyHaBup/putonaBup 1 paz B cyrku 800 mr/100 mr, a manueHTaM, paHee IOJyYaBLIMM
MHTUOUTOPHI MTPOTEa3bl, PEKOMEHIYETCS IPUHUMATh KOMOMHALIMIO JapyHaBUP/PUTOHABHD 2 pa3a
B cyTku 600 mr/100 mr.

PuronaBup (100 Mr) ucnosib3yercsi B KaueCTBE YCUIUTENS (PapMaKOKMHETUKH JapyHaBUpa.

ITponyck nprueMa KOMOWHALIMKA NApYHABUD/PUTOHABUD

[Tocne Hayama Tepanuu mpernapaToM JapyHaBUP MAMEHTHl HE JOJDKHBI MPOMYCKaTh OYEpeIHON
MIpUEM Tpernapara, a TakykKe U3MEHATh WM MPEKpaIaTh Tepanuio 0€3 KOHCYJIbTAIUH C JIeHaluM
BpPavyOM.

B ciiyuae, ecniu npuemM KoMOMHAIMK JapyHaBUP/PUTOHABUP HAa3HAYEH | pa3 B CYTKH U OMO3/1aHUE
B MPHUEME COCTAaBUJIO MeHee 12 JacoB, MPOIYIICHHYIO 03y CIEIyeT KaK MOKHO CKOpee MPUHSTH
BMECTE C MUIIEH W BO30OOHOBUTH OOBIYHBIM PEXKUM JO3UPOBAHMS; €CIIM OIO3/IaHUE B MpPHUEME
cocraBuiio 6osee 12 4acoB, TO MPOMYIICHHYIO 103y IPUHUMATh HE CIEAYET, U CIEAYomas 103a
npuHUMaeTcs B 00bIyHOE BpeMs. JlaHHbIe peKOMEHIAIlM OCHOBAHBI Ha MIEPUO/IE TTOTYBBIBEACHUS
JlapyHaBHUpa B MPUCYTCTBUM PUTOHABHPA M YCTAHOBJICHHOM PEKHMME ITpHUeMa Ipernapara uepes
Kaxnaele 24 4Jaca.

B cnyqae, ecniu mpreM KOMOMHAIIUMY 1apyHaBUP/pUTOHABHP Ha3HAuEH 2 pa3a B CYTKH U ONIO3/1aHHE
B IIPUEME COCTAaBUJIO MEHEE 6 4acoB, MPOMYIIEHHYIO /103y CJIEIYET KaKk MOKHO CKOpee MPUHSThH
BMECTE C MUIIEH W BO30OOHOBUTH OOBIYHBIM PEXKUM JO3UPOBAHMS; €CIIM OIO3/IaHUE B MpPHUEME
cocTtaBmiio Oosiee 6 4acoB, MPOMYIICHHYIO J03y NMPUHUMATh HE CIENYET, M CIenylomas 103a
NpUHUMAeETCs B 00bIYHOE BpeMs. J[aHHBIE peKOMEHJAlMu OCHOBaHBI Ha 15-dacoBoMm mepuone
MOJYBBIBEICHUA JapyHaBHpa B IIPUCYTCTBUM PUTOHABHPA U YCTAHOBIECHHOM pEXHUME IIpUEMa

npenapara yepes kaxaple 12 yacos.

Oco0ble rpyInel NAKMEHTOB

THayuenmur nodgwcunozo eospacma

HNHdpopmanys no NPUMEHEHUIO y MOXWIBIX MalMEeHTOB orpaHuyeHa. IlosTomy komOuHamus
JApYHABUP/PUTOHABUP JIOJDKHA IPUMEHSTHCA C OCTOPOXKHOCTBIO y MAIMEHTOB JaHHOU
BO3pacTHOM Tpymibl (cM. pazzaensl 4.4 u 5.2).

Tayuenmoi ¢ HapyweHuAMU PYHKYUU NOYEK
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JapyHaBUp/puTOHABUP He TpeOyercs (cM. pa3aensl 4.4 u 5.2).
THayuenmoi ¢ HapyweHusAMU PYHKYUU NeYeHU.
VY manueHToB ¢ HapymeHrneM (PYHKIUU TICYSHH JIETKOW Wi cpenHel creneHu (kmacc A u B o
mkane Yainnma-Ilpr0) koppekumst 10361 He TpeOyeTcs, OaHAKO HeoOXoaumo coOJr01aTh
OCTOPOXXHOCTh TPU MPUMEHEHUH KOMOWHAIIMM JapyHABUP/PUTOHABUP Y OSTUX MAIUCHTOB.
Nudopmanus mo npuMeHeHHIO KOMOMHHPOBAHHOW TEPANUH TapYHABUP/PUTOHABUD TPHU TIKEITBIX
HapylmeHusxX (yHKIUU TE€YEeHH OTCYTCTBYET; CJEeIOBaTEebHO, JaTh cleuuduueckue
PEKOMEHJALUU TO JO3UPOBAHUIO HE TMPEACTaBIseTCsS BO3MOXKHBIM. [Ipuem kKoMOuHaIMK
JapyHAaBUP/PUTOHABUD Yy MALMEHTOB C TSDKEJION MEUeHOYHOM HemocTarouHocThio (kimace C 1o
mkane Yannaa-I1s10) npotuBomnokasan (cm. paznenst 4.3, 4.4 u 5.2).
bepemennocms u nocrepodosuiii nepuoo
He TpeOyercs xoppekuuu 103bl KOMOWHAIMU AapyHABUP/PUTOHABUP y MAIMEHTOB BO BpeMs
OepeMEHHOCTH W B TOCIEpPONOBBIA mepuoa. Heobxomumo coO0naTh OCTOPOKHOCTH Y
MNAIMEHTOB, OJHOBPEMEHHO MPUHUMAIOIIMX Tpenaparbl, KOTOPbIE MOTYT YMEHbINIATh
KOHIICHTPAIIMIO IapyHaBUpa B Tu1azMe KpoBu (cM. pazaensl 4.4, 4.6 u 5.2).

eTu
IHayuenmor om 6 0o 18 nem, nonyuasuiue paree aHMUpempoBUPYCHYI0 Mepanuio
PexoMennyeMas 103a qapyHaBUp/pUTOHABHP JJIs IETEH B Bo3pacte oT 6 10 18 et u Maccoii Tena
He MeHee 20 KT 3aBUCHUT OT Macchl Tena (Tabnuma 1) u He gomkHa npessimats 600/100 mr 2 paza
B cyTku. TabneTku napyHaBupa JA0JKHBI IPUHUMATHCS C PUTOHABUPOM 2 pa3a B CyTKH BO BpeMs
enbl (Tabymma 1).
Tabnuna 1. Pekomenayemas 103a napyHaBupa ¥ pUTOHABUpA IS MAIMEHTOB B BO3pacTe OT 6 10

18 net, paHee MoOIyYaBIIMX AHTUPETPOBUPYCHYIO TEPATHIO

Macca Tena (Kr) Jlo3za

> 20 kr — <30 kr Hapynasup 375 mr/ putonaBup 50 mr 2 pasza B CyTKU
> 30 xr — <40 kr Hapynasup 450 mr/ putonasup 60 mr 2 pasza B CyTKU
> 40 xr Hapynasup 600 mr/ putonasup 100 mr 2 pasa B CyTKu

[Ipenapar [lapynaBup He cieayeT Ha3HayaTh (MPUMEHSATH) y AeTelt B Bo3pacte oT 0 10 6 et win
¢ Maccoii Tena MeHee 20 Kr B CBSI3U C HEBO3MOXXHOCTBIO 00ECIIEUNTh PEXKUM J103UPOBAHMUSL.

[Ipenapar [lapyHaBup He clieayeT Ha3HauyaTh (MIPUMEHATH) y nereid no 18 ner, paHee He
NOJY4YaBIIUX AHTUPETPOBUPYCHYIO TEpANMIO, B CBSI3U C PUCKOM, CBSI3aHHBIM C OINACCHUSIMHU

OTHOCHUTEJIEHO 0€301acHOCTH U 9(PPEKTUBHOCTH.

Cnooco0 nnpuMeHeHus
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BnyTtpsb.

[TaneHTHl MOMKHBI OBITH MPOMHCTPYKTUPOBAHBI O IpHEME JapyHaBUpa C HU3KOH /1030M
puTOoHaBMpa He no3aHee 30 MUHYT 10CIIE 3aBEPIIEHMS] IPUEMa TTHILH.

Tun iy He BIuseT Ha abcopOMIo JapyHaBUpa.

4.3 IIpoTuBONOKA3aHUSA
e [ 'unepuyBCTBUTENBHOCTh K AAPYHABUPY WIIHU K JIIOOOMY M3 BCIIOMOTaTENIbHBIX BEIIECTB,

IIEPEYUCIICHHBIX B pazzaene 6.1.

e OJIHOBpPEMEHHBIN MpUeM JapyHaBHpa W PUTOHABUpPA B HU3KUX J03aX C Ipernaparamu,
KJIMPEHC KOTOPBIX NMPEUMYILECTBEHHO ompenensercss ndodpepmenToMm nutoxpoma P450
CYP3A4, u T1OBBIICHHE KOHIIEHTPAUM KOTOPBIX B IUIa3M€ COMNPSDKEHO C
BO3HUKHOBEHHEM CEPbE3HBIX W/WINM YTPOXKAIOUIUX JKU3HH HEXeNaTeabHbIX 3(P(HEeKToB
(y3kuil TepameBTHYeCKMi nuana3zoH). K TakuMm mpemaparaM OTHOCATCS acTEMHU30,
andy303uH, KOIXHUIMH (y TAIIUECHTOB C TOYSUYHON WIIH MIEYEHOYHON HETOCTATOYHOCTHIO),
JATIOKCETUH, cuiacHabua (MPUMEHSIOMUNACA UIsl Tepaluy JIETOYHON apTepuaIbHOMN
runepTeH3un), apaHadui, TepdeHanauH, wMuAazonaMm (mepopaibHO), HAJIOKCETO,
TpHazojiaM, LU3ANpUi, TUMO3UMA, JIYPa3HJIOH, PAHONA3UH, CEPTUHJOJN, KBETHAIHH,
mpenaparsl, COJAEpIKAIINE aTKaJlOWuIbl CIOPBIHBH (IPrOTAMHH, IUTHUIPOIPTOTAMUH,
SPTOMETPUH M METWIIPrOMETPHH), MBAOpaIWH, KOMOWHAIMs JIOMUHABUP/PUTOHABUD,
aMuoAapoH, Oenpuawi, APOHEAAPOH, KOMOHMHAIUS TPa3onpeBUP/I710acBUpP, XUHHUIWH,

CUMBACTaTHH, JJOBACTAaTHH, Ta0UTaTpaH, TUKArpenop, JoMuTanuy (cM. paznen 4.5).

e [lpu npuMeHeHUU JapyHaBHpa M PUTOHABHpPA B HU3KHUX J03aX MAI[MEHTHI HE JOJIKHBI
OJTHOBPEMEHHO NMPUMEHATH IIPEnapaThl, CoAepKalie pupamMIuLIuH, a TAKXKe Mpernaparsl,
coJlepKallfe B3KCTPaKT 3Bepo00s MPOIBIPSBIECHHOTO, IOCKOJIBKY OJHOBPEMEHHOE
MPUMEHEHHE MOXKET MPUBECTU K MOHWKEHUIO KOHLIEHTPALUK JapyHaBUpa U pUTOHABHpa
B IU1a3Me. DTO MOXKET MPHUBECTH K IOTEpe TepameBTHYECKOro 3(pdexkra M pa3BUTHIO

pe3ucTeHTHOCTH (cM. pazaen 4.5).
e Tskenas nmeuyeHovHast HegocTaTouHOCTD (Kiace C mo mkane Yainma-11p10).

4.4 OcoOble yka3zaHus U MepPbI PETOCTOPOKHOCTH NPH MPUMEHEHHU U

[TanreHTOB HEOOXOAMMO MPOUH(OPMHUPOBATH O TOM, YTO COBPEMEHHBIE aHTHPETPOBHPYCHBIE
npenapatsl He nzneunBaioT BUY-undekuuio n He npeaoTepamaioT nepegaay BUY, B Tom uuncne
nojoBbiIM  myreMm. [lammeHtam  cieayeT  pa3bsACHUTH — HEOOXOJMMOCTb  COOJIIOJCHHS

COOTBETCTBYIOIINX MEP MPEIOCTOPOKHOCTH.
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BUPYCOJIOTMYECKOTO OTBETa. B cilydae OTCYTCTBUS MM INOTEPH BHUPYCOJOTHYECKOTO OTBETa
HE00X0IMMO MTPOBECTH UCCIIEIOBAaHHUE HA HAJTMYUE PE3UCTEHTHOCTH.

JlapyHaBHp TPEUMYIIECTBEHHO CBS3BIBACTCS C aib(a-1-KUCIBIM TIHUKOMPOTEHHOM IIIa3MBl.
CreneHb CBA3BIBAHUS 3aBHCUT OT KOHIIEHTPAIMU CBOOOIHOTO abda- 1 -KUCI0ro TIMKONPOTEHHA.
Taxkum 00pa3om, HeNlb3sl UCKJIIOYaTh BIMSHUE MPENapaToB C OOJNBIINM CPOJACTBOM K ajbda-1-
KHCJIOMY TJIMKOTIPOTEUHY I1JIa3Mbl Ha KOHIIEHTPAIMIO CBOOOIHOTO JapyHaBupa (cM. paszen 4.5).

ITanmeHTHl, paHee NoayYaBIINe JICUCHNE — IPHEM Ipenapara 1 pa3 B CYTKH

KoMOuHanmsi mapyHaBUp/pUTOHABHpP HE JOJDKHA MPUMEHSATHCS C YacTOTOW | pa3 B CyTKH y
NAIMEeHTOB, paHee MOJyYaBIIUX MHTHOWTOPHI MPOTea3bl U UMEIOIINX, 110 KpaiiHed Mmepe, OJHY
MYTaIl1IO, BBI3BIBAIOIIYIO pe3UCTEHTHOCTH K napynasupy (V111 V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V) mnu ¢ mnasmennasiM yposaem PHK BUY-1 > 100 000 kormii/mi
1 komraecTBoM CD4+ knetok < 100 x 10%/1 (cm. pasnen 4.2).

[IpumeHeHnne KOMOMHALMU JapyHABUP/PUTOHABUP COBMECTHO C ONTHUMH3UPOBAHHOH 0a30BOi
tepanueit (OBT), Brimoyaromeit 2 u Oonee mpenapara kiacca HUOT, He u3yyanoch y Takux
nanueHToB. JlaHHble 0 mpuMeHeHuu y nanueHtoB ¢ BUY-1 apyrux rpyni, 3a UCKIIOYEHUEM
rpymbl B, orpanndensr (cM. pa3aen 5.1).

I1oxuaple malyueHThl

Wndopmanus o 1edeHuu KOMOMHAIIMEH JapyHaBUpP/PUTOHABHP MAIMEHTOB B BO3pacTe 65 JeT u
cTapuie BeCbMa OTpaHUYEHA, HEOOXOIUMO COONIOJAaTh OCTOPOXKHOCTH TPH JICYEHHH TAKHX
NalMEHTOB JapyHAaBUPOM, TOCKOJIBKY Y HUX Yallle BCTpedaeTcst UCHYHKIUS ICUYCHH, U OHHU YaIle
CTPaAJa0T COMYTCTBYIOMUMHU 3a00JIeBaHUSMH WIIM IPUHUMAIOT KOMOMHUPOBAHHYIO TEPAIHIO.

IIpreM ¢ puTOHABUPOM

JapyHaBup Bcerga ciaeayeT Ha3HayaTh C HU3KOW J1030M PUTOHABUpAa B KAdyeCTBE CPENICTBA,
yIy4IIAIOUIero ero apMakOKMHETUYECKUE XapaKTePUCTUKH, a TAaK)Ke B KOMOMHALIMU C APYTUMU
AHTUPETPOBUPYCHBIMU TpemnaparamMu (cM. paszaen 5.2). Ilosromy mnepen HauyaiaoMm Tepanuu
JApYHAaBUPOM HEOOXOJUMO O3HAKOMHUTBCS C OOIIeH XapaKTepUCTUKOM JIeKapCTBEHHOTO
npenapaTa/uHCTPYKIMEH M0 MeIULIUHCKOMY TPUMEHEHHUIO pPUTOHABHPA.

AOcoroTHas OMOOCTYITHOCTH MTOCIIe pa3oBoro nmpuema 600 Mr 1apyHaBrUpa coCcTaBUIa TPUMEPHO
37 % u yBenuumiacek npuMepHo 1o 82 % mocne npueMa gapyHaBupa B komOuHanuu co 100 mr
pUTOHaBHpA /1Ba pa3a B cyTku. CyMMapHbIi 3¢ ekt yrnydmeHus papMakOKHHETUKHU TapyHaBHpa
PUTOHABHPOM BBIpA3UJICS MPUMEPHO B 14-KpaTHOM yBETMYEHUM KOHIIEHTpAIMH JapyHaBHpa B
Ia3Me Iocje IpremMa OJHOM 103kl 3Toro mpemaparta (600 mr) B xkomOumHamuu co 100 mr
pUTOHABHpA JIBa pa3a B CyTKU. TakuMm o0Opazom, JapyHaBUpP HEOOXOAUMO MPUHUMATh TOJIBKO B

KOMOMHAIMM C HU3KOM 1030H pUTOHABUpAa B KadecTBE (hapMAaKOKWHETHUYECKOTO YCHUIIHTEINS.
6
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KOHILIEHTpaUWU JapyHaBHpa B ILIA3Me, M I[O3TOMY 103y PHUTOHAaBHpa HE PEKOMEHIYETCS
IIOBBIIIATH.

bepemeHHOCTD

[Ipenapat lapyHaBup cieayeT IpUMEHSTh BO BpeMsi OEpEMEHHOCTH TOJIBKO B TOM clly4yae, €cliv
NMOTCHIUAJIbHAs IM0JIb3a MPCBLIIIACT BO3MOKHBIN PHUCK. Cne;[yeT C OCTOPOXXHOCTBIO IMPUMCHATH
npenapaThl, KOTOPbIE MOTYT NMPUBECTU K CHIDKEHUIO KOHIICHTPALUU JJapyHaBUpa Yy OepeMEHHBIX
(cm. paznmener 4.5 u 5.2).

Ko)kHbIe peakIMy TSDKEJION CTENEHH.

V¥ 0,4 % manueHToB npu mpueMe JAapyHaBUpa ObUIH 3a(pUKCUPOBAHBI KOXKHBIE PEAKIH TKEIIOM
CTETIEHU, KOTOpPBIE MOTYT COIPOBOXKAATHCS JIMXOPAIKOM M (MJIM) YBEJIWYCHHUEM AaKTHBHOCTH
neyeHouHbIX TpaHcamuHa3. DRESS-cunapom (JiekapcTBeHHast ChIb € J03WHOPWIMEH W
CUCTEMHBIMU MPOsBIEHUSIMHU) U cuHIpoM CtuBeHca-/[xoHcoHa dukcupoBancs peako (< 0,1 %).
B mocTpeructpainoHHOM MepHoOjEe COOOIIAIOCh O Pa3sBUTHH TOKCHYECKOTO AIHIECPMAIbHOTO
HEKPOJIM3a U OCTPOTO T€HEPaTM30BaHHOTO YK3aHTEMATO3HOTO MycTyie3a. [Ipu BO3SHUKHOBEHUH
IPU3HAKOB WM CUMIITOMOB KOKHBIX PEAKIMH TSKENIOM CTENeHHU (ChIb TSKEJIOro TEUEHUs UIIH
CBIIIb, COMPOBOXK/JAEMasl JIUXOPAAKOH, OOLIMM HEOMOIaHUEM, YCTAIOCThIO, OOISIMH B MBIIILAX
WIN CycTaBaX, BOJIJBIPSIMU, MOPAXKEHUSIMH POTOBOU IMOJIOCTH, KOHBIOHKTUBUTOM, T€NAaTUTOM H
(nmm) s03uHOGMINEH U /Ip.) TpUeM npenapata JlapyHaBup HE0OX0AUMO HEMEJIEHHO MTPEKPATHTh.
Chinp yamie HaOMOJanach y MAlUEHTOB, paHEee MOIYyYaBLIMX AaHTUPETPOBUPYCHYIO TEPANHIO U
IPUHUMAIOIIUX OJAHOBPEMEHHO pAITErpaBUp M KOMOHMHALMIO JapyHaBUP/pUTOHABUP, IO
CpPaBHEHHMIO C TAlMEHTaMH, IMOJIYYaBIIMMHU IO OTACIBHOCTH PAJTErPaBUP WIM KOMOMHALIHIO
napyHaBup/putoHaBup (cM. pasnen 4.8).

JlapyHaBup coAepXuUT cylb(oHaMUAHY rpynny. Ha3zHaueHue papyHaBupa MaLUMEHTaM C
ajiepruei Ha cyab(pOHaAMUbI JOJKHO MMPOU3BOAUTHCS C OCTOPOKHOCTBIO.

ITalueHThl ¢ CONYTCTBYIOIIMMU 3a00JIeBaHUSIMU

Tayuenmul ¢ 3a601e6anusMU nevenu

JlaHHBIE TO TPUMEHEHHIO KOMOWHAIIMK JapyHaBHP/PUTOHABUP Yy TMAIMEHTOB C TSKEIBIM
HapymieHneM (QYHKIUM TICYCHH OTCYTCTBYIOT, CIIE€JOBATEIbHO, J1aTh CHeHU(pUUIECKUE
PEKOMEHJAMKA TIO JO3UPOBAHHUIO HE TMPEACTABISETCS BO3MOXKHBIM. [IpueM KoMOWHAIMN
MapyHaBUP/pUTOHABHDP  NPOTUBOMOKA3aH y  MAUEHTOB C  TSOKEIOHM  MMEeYEeHOYHOM
HemoctatoyHoCcThi0 (kmacc C mo mkame Yainma-I1pr0). OcHOBBIBasCh Ha JTaHHBIX, YTO
cTaObmIbHBIC (papMAKOKMHETHUECKHE TapaMeTphl IPU MPUMEHEHUHN JapyHaBHpa y MAIMEHTOB C
JIETKOM ¥ yMEpEHHO! CTEeNeHblo HapylieHus GpyHkiun neyenu (kiaacc A u B no mkane Yaiinna-

[1pr0) cpaBHMMBI C MapaMeTpaMu y 310pPOBBIX JIMI, KOPPEKLHH J03bl NALIUEHTaM C JIETKOH U
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YMEPEHHOW CTETCHBIO HapyIIeHUs (DYHKIIMU MEUCHH (K'J'BIC(IJ:'TQ '-:pr:B-:ﬁc'): -Eﬁc@ﬁé‘lﬁ}%{ﬁgﬁ‘éﬁﬁﬁ)’) He

TpeOyeTCsl, OAHAKO CIIEIYeT C OCTOPOKHOCTBIO MPUMEHATH KOMOMHAIIMIO TapyHABUP/PUTOHABUD
y 3THX HanueHToB (cM. paznensl 4.2, 4.3 u 5.2).

I'enamomokcuunocms

[Ipy npumeHeHMrn KOMOWHAIMU JapyHaBUP/PUTOHABUP BO3MOXKHO pa3BUTHE TemaTUTa,
BbI3BAHHOTO IPUMEHEHHEM JIEKAPCTBEHHBIX IIpENapaToB (HAampUMeEp, OCTPbIM IenaTur,
MUTONMUTHYECKH TematuT). [emarutr nHabmomancs y 0,5 % DanueHToB, NOTYYarONIHX
KOMOMHHMPOBAHHYIO TEpAIUIO JapyHAaBUP/PUTOHABUD. Y MALIMEHTOB C HApYUICHUSMH (QYHKIUU
MIEYEHHU, B T.4. C XPOHUUYECKUM AaKTUBHBIM renatutoM B wim C, mMeercs MOBBIIIEHHBIM PUCK
Pa3BUTHS TSXKENBIX HEXKENATENbHBIX SIBJICHUN CO CTOPOHBI IIEUEHHU.

Heo6xoauMo mpoBOAMTE MOHUTOPUHI COOTBETCTBYIOIIMX JIAOOPAaTOPHBIX MOKa3zaTesnel mepen
Ha3HaYeHHeM KOMOWHHPOBAHHOM Tepanuu JapyHaBUPOM/PUTOHABUPOM U BO BpeMs JICUEHHUS.
Crnemyet pacCMOTpPETh BO3MOXKHOCThH KOHTPOJIs yBennueHust aktuBHocTH ACT/AJIT y nmanueHToB
C XPOHMUYECKUM T'elaTUTOM, IUPPO30OM WIH Y MALIUEHTOB, Y KOTOPHIX HA0JII01a/1ach MOBBILICHHAS
aKTUBHOCTh TPAHCAMHUHA3 IIepel HayajIoM Tepanuu U, 0COOEHHO, B TEYCHHE NEPBbIX HECKOIBKUX
MecsIeB KOMOMHUPOBAaHHON TEpaIiiu AapyHaBUPOM/PUTOHABUPOM.

B cnyuae obHapyxeHuss HapymieHUN (YHKIUU MEYEHH WM YXYALIEHUS UX THKECTH (B T.U.
KJIMHUYECKH 3HAUYMMOE YBEJIWYCHHE AKTUBHOCTU IEYEHOUYHBIX (EPMEHTOB M (WJIM) TaKuX
CUMITOMOB, KaK YCTaJOCTb, aHOPEKCHs, TOIIHOTA, JKEJITyXa, MoOuYa TEMHOIO LBETa,
00JIe3HEHHOCTh MpU MaJbMAlUU MEYEHH, TeaTOMETalusl) ClIeyeT pacCMOTPETh BO3MOXHOCTD
IpepbIBaHMsI UM OTMEHBI Tepanuyu KOMOUHAIMEH JapyHaBUpP/pUTOHABHP.

Iayuenmsi ¢ 3a601e8aHUAMU NOYEK

[loukn urparoT HE3HAUUTENbHYIO pOJIb B KIHMPEHCE JapyHaBHpa, U MO3TOMY Yy MAllMEHTOB C
3a00JIeBaHUSMU [TOYEK OOIIMI KIMPEHC AapyHaBHpa MPAKTHUECKU HE yMeHbIIaeTcs. JlapyHaBup
U PUTOHABHp OOJIAJAIOT BBICOKOM CTENEHBbIO CBS3bIBAHUS C OENKaMU IUIa3Mbl, U MO3TOMY
reMOJUAJIN3 WM MEPUTOHEATIbHBIA JUAIN3 HE UTPAIOT CYLIECTBEHHON POJIM B BBIBEACHHUM ATHX
IpenapaToB U3 opranusma (cM. pasaenst 4.2 u 5.2).

Iayuenmul ¢ cemoghunueti

Hmerorcst coobmieHns 00 ycuaeHUH KPOBOTEUEHUH, BKIIIOYasi CIIOHTAHHbBIE KO>KHbBIE TeMaTOMbI U
reMapTpo3, y MalueHToB ¢ remominedl tuna A u B, nedeHHBIX MHTUOUTOpAMH TPOTEa3bI.
Hekotopble u3 3TuX manueHToB noiydanu (akrop cBeprteiBanusi kpoBu VIII. Bomnee uem B
MOJIOBUHE OIMMCAHHBIX CITy4yaeB JieueHne HHIMOUTOpaMH MpOTeas3bl MPOJ0IKaIoCch 0e3 rnepepbiBa
WM BO30OHOBIISIIOCH TOCJIE BPEMEHHOM MPUOCTAaHOBKH. BBIIO BBICKa3aHO MPEANOJIOKEHHE O
NPUYMHHOM CBSI3M MEXAY JEeUCHHEM HHTHOUTOpaMM MpOTeas3bl U YCHJICHHEM KPOBOTCUCHHUS Y

MAIUEHTOB C TeMO(UINel, OMHAKO MEXaHW3M TaKOW CBSI3M HE YCTAaHOBJICH. [lamMeHToB ¢

8



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 19.11.2024 N= 25527

reMopuINeH, MOayJarommnX KOMOUHAIIUIO J1apy HaBHp/pﬂ_ngﬁ:érEEp—;L'E#éﬁ;%ﬁﬁ%&b%ﬁ%ﬁam

0 BOBMOKHOCTHU YCUJICHU KpOBOTG‘IGHHﬁ.

CaxapHbli 1ua0eT/TUIIEPTIIUKEMUS

VY nmanueHToB, MOJYYaroNIMX aHTUPETPOBUPYCHYIO TEpANUIO, BKIIIOYas MHTUOUTOPHI MPOTEasbl,
OIMCAHbI BIIEPBBIEC BBHIABICHHBIE CIydyau CaxapHOTo auabera, TMMEepriuKeMUs WIH YXYAIIEeHHe
TEUCHHSI YK€ CYIIECTBYIOIIET0 caxapHOro auabera. Y HEKOTOPBIX U3 3THUX MAIMEHTOB
TUTEPIIIMKeMHEs ObUTa TSHKEIOW U B PANE CIYYaeB COMPOBOXKAANACH KETOAIMA030M. Y MHOTHUX
MAIMEHTOB MMEJIM MECTO COIYTCTBYIOIIUE 3a00JIeBaHUS, HEKOTOPbIE M3 KOTOPBIX TpeOoBasiu
JIeYeHus pernapaTamMmu, ClIOCOOCTBYIOIIMMHU Pa3BUTHIO CaXapHOTo [uadeTa Wil TUIEePrINKeMHH.

Macca Tena ¥ MeTab0OIHYCCKUE napaMETphl

VY nanueHToB, MOJIYYAIOIUX aHTHPETPOBUPYCHYIO TEPAIUIO, MOXKET HAOMI0JaThCsl yBEITMUCHHUE
MAaccChl Teja, a TaK)Ke MOBHIIIICHUE YPOBHS JIMITHIOB M TJIFOKO3bI KPOBU. Takue U3MEHEHUS MOTYT
OBITh YaCTUYHO CBSI3aHBI C KOHTPOJIEM 3a00JIeBaHM M 00pa3oM XU3HH. B HEKOTOPHIX Clydasx
6]:1)10 JOKa3aHO, 4YTO INOBBIIICHUC ypOBHH JINTIIN 0B KpOBI/I CBA3aHO C IIOCICACTBUAMM JICUCHUA,
OJIHAaKo, He OBUIO JIOKa3aHO, YTO YBEJIMYEHUE MAcChl Tella KaK-TO CBSI3aHO C IMPOBEICHUEM
AHTUPETPOBUPYCHOM Tepanuu. J[J1 MOHUTOpPHHTAa YPOBHS JIMIUIOB U TJIFOKO3Bl KPOBH
HEOOXOIMMO CJIeI0BaTh COOTBETCTBYIOIIMM PEKOMEHJIAIMAM I10 JICUEHHIO ManueHtoB ¢ BUY-
uHpekuue. Hapymenus: TUnuaHOro MeTadoin3Ma HeoOXOAUMO JICUYUTh COOTBETCTBYIOIIUMU
npenaparamu.

OcTteoHekpo3

HecMoTpst Ha MHOroakTOPHYIO STHOJIOTHIO (HMCIOJIB30BAaHUE TIIFOKOKOPTHKOCTEPOUTHBIX
I‘OpMOHOB, ynOTpGG.HeHI/IG AJIKOI'0JIA, TAXKEIIasd CTCIICHD HMMyHOCyrIp@CCI/II/I, HOBI:II_HGHHI:II\/'I HUHIOCKC
Macchl Tena), ObUIM OTMEYEHBI CIIydal OCTEOHEKpO3a, B OCOOCHHOCTH y manueHToB ¢ BUY-
uH(peKerd B MPOJBUHYTOW CTaauH M (WJIM) Yy TAIMEHTOB, JUIMTEIBHOE BpPEMs IOJTyYarOIINX
KOMOWHHUPOBAHHYIO AHTUPETPOBUPYCHYIO Tepanuio. ITannenTHI JTOJIKHBI OBITE
NpoMH(GOPMUPOBAHEl O HEOOXOJMUMOCTH HE3aMEUIMTEIBHOTO MOCEIICHUsI Bpaya B Cilydae
TIOSIBJICHUA 60.]16171 B CyCTaBaX, CKOBAHHOCTH B CyCTaBaX NnIn 3any,Z[H€HI/I}I ,Z[BI/I)KeHI/II\/'I.

CHHIpOM BOCCTAaHOBJICHHS MMMYHHTETA

Y BUY-uHGUIMPOBAHHBIX MAIMEHTOB C TSOKEIBIM HWMMYHOAC(PHUIIUTOM B  Hayaie
KOMOWHUPOBAHHOHN aHTHUPETPOBUPYCHOM TEPATUU BOZMOKHO IMOSIBJICHUE BOCTIATUTEIHHON

peakIy opranu3Ma Ha OECCUMIITOMHBIEC WIIM OCTATOYHbBIE ONMOPTYHUCTUUYECKUE HH(EKIMH, YTO
MOJKET IIPUBECTH K CEPbE3HBIM KIMHUYECKUM OCIIOKHEHUSAM MM yXYIUICHUI0 CUMITOMATHKH.
OObIYHO TakMe peakuM HaONIOJAITCS B IIEpBble HENENU WIM MECSIbl HPUMEHEHUS
KOMOWHUPOBAaHHON aHTHPETPOBUPYCHOM Tepanmuu. B KayecTBe NMPUMEPOB MOXXHO MPUBECTH

[IUTOMETATIOBUPYCHBI PETHHHT, T'€HEPAJU30BaHHBIE U (WJIM) MECTHbIE MHKOOAKTEpUAJIbHBIC
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JTFOOBIX CUMIITOMOB BOCIIAJIEHUS M TPOBOJIUTH COOTBETCTBYIOIIYIO TEPAIIHUIO.

AytonMMyHHbIE 3a0051eBaHus (Takue Kak O0one3Hb ['peiiBca 1 ayTOMMMYHHBIN IelaTuT) TakxKe
OTMEYaJINCh IPU BO3HUKHOBEHHM BOCHAIMTEIBHOTO CHHAPOMA BOCCTAHOBJIEHUS HMMMYHHOM
cucteMbl. OHAaKO BpeMsl 10 Hayasa 3a00J€BaHMs MOXKET BapbUPOBATh, U TAKUE ayTOUMMYHHBIE
3a00JIeBaHNs MOTYT HAYMHATBCS CITYCTSI MECSIIbI TIOCIIe Havana Tepanuu (cM. pasnen 4.8).

B3auMoenicTBre ¢ ApYTUMH JIEKAPCTBEHHBIMU IIpEapaTaMu

HapyHaBup u puToHaBUp sABISIOTCS HHrHOMTOpamMu m3opepmeHToB CYP3A u CYP2D6, a takxke
UHTHOUTOpaMU P-rnukonporenna. OnHoBpeMeHHOE MIPUMEHECHHE KOMOMHAINH
JapyHaBUP/PUTOHABUD U IPYTUX IPENaparoB, KOTOPbIE METa0OIU3UPYIOTCS IPEUMYILIECTBEHHO
uzopepmernramu CYP3A, CYP2D6 u mepeHocsTcs P-rmukonpoTrenHOM, MOXKET HPUBOJAUTH K
MOBBIIICHUIO KOHIEHTPALUK TaKUX MPEnapaToB B IJIa3Me, BCIEACTBUE YEro MOTYT YCHIIMBATHCS
WU YJUTHHSTHCS UX TEPANEBTHUYCCKUE U HEXenaTenbHble 23QdeKThI (CM. pazzaern 4.5).

HapynaBup u putoHaBup metadonuszupyroTcs uzopepmearom CYP3A. OnHOBpEeMEHHBIN TpreM
IIpenapaToB, MHAyLIHUpYOMKUX akTUBHOCTh CYP3A, MoXkeT yBelIWYUTh KIMPEHC JapyHaBHpa U
pUTOHABHpa, B peE3yJabTaTe YEro YMEHBIIUTCA KOHILIEHTpalMs JapyHaBUpa B IUIa3Me.
OnHoBpeMeHHBIN TipueM mpenapaTtoB, HHrHOUpyonmx CYP3A, MOXET yMEHBIIUTH KIHPEHC
JapyHaBUpa M PHUTOHABHpA, B pE3yAbTaTe YEro YBEJIWYHUTCS KOHLEHTpAIMs IapyHaBUpa H
pUTOHaBHpA B I1a3Me (cM. pazzaen 4.5).

OnHOBpeMEHHOE  TMPUMEHEHHE KOMOWHAIIMM  JTapyHAaBUP/PUTOHABUP ¢  KOMOHWHaIMEH
JIOTIMHABUP/PUTOHABUDP, PUGAMIUIMHOM U PACTUTEIbHBIMU MpernapaTamMH, COAEpKaIlUuMU
HKCTPAKT 3Bepo00s MPOABIPABICHHOTO (Hypericum perforatum) MpOTHBOMNOKA3aHO (CM. pasfel
43 u 4.5). Ilpumenenue 53(aBupeH3a COBMECTHO C KOMOWHAIMEH IapyHaBHp/PUTOHABUP
800/100 mr oguH pa3 B CyTKH MOXKET MPUBOJIUTH K JTOCTHIKEHUIO HETOCTATOUHOTO 3HAYCHHS Crnin
napyHaBupa. Ecmm »daBupeH3 HE0O0XOIUMO TMPUMEHSTh COBMECTHO C KOMOWHAIMEH
JapyHaBUP/pPUTOHABUD, TO LEJIECOOOpPa3HO NPUMEHATh KOMOWHAIMIO JapyHAaBHP/PUTOHABUD
600/100 mr nBa pa3a B CyTKH. Y HaIMEHTOB, IMOJYYAIOMIUX TEPANTNIO KOJIXUIIMHOM U CHIIbHBIMU
uaruouTopamu n3odpepmenta CYP3A u P-rimukonporernHa, oTMEHaIMCh )KHU3HEYTPOXKAIOITUE U

CMEpTEIIbHBIC JIEKAPCTBEHHBIC B3aUMOACHCTBUS (CM. pazaen 4.5).

4.5 B3aumopeiicTBHe ¢ JAPYIMMH JIeKAPCTBEHHBbIMHM IIpenaparamMM MW Jpyrue BHABI
B3aNMOJAEHCTBHS.
Bee mccnenoBaHus 1O ONPENENICHUIO B3aWMOJACHCTBHSA NPOBOIUINMCH TOJIBKO Ha B3POCIBIX.

JapyHaBup u puTOoHaBUp sABIAIOTCS nHrHOUTOpaMu n3opepmentos CYP3A, CYP2D6 u
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MpernapaToB, KOTOPhIE MPEUMYIIIECTBEHHO MeTabonm3upytorcs nzopepmenramu CYP3A u (nmm)
CYP2D6, unu nepeHocsTcss P-riimkonpoTenHOM, MOKET BbI3bIBATH MOBBIIIEHWE KOHIIEHTPALIUN
TaKUX IpernapaToB B IJla3Me, 4YTO, B CBOIO OuY€pe/lb, MOXKET ObITh NPUYMHOM YCUJICHHS WU
MPOJOHTHUPOBAHUS TEPANEBTUYECKOT0 3P (deKTa, a TakKe MPUUNHON MOSBICHUS HEXeIaTeIbHbIX
SIBJICHU.

He pmomyckaercss COBMECTHOE TpUMEHEHHE KOMOWHAIMM  JapyHaBUP/PUTOHABUP  C
JICKapCTBEHHBIMU IIpernapaTaMy, KIUPEHC KOTOPbIX B 3HAUYUTEIHHOW CTENEHU 3aBUCUT OT
n3oepmenra CYP3A, 1 MOBBIIIIEHUE CUCTEMHOTO YPOBHSI KOTOPBIX MOXKET COMPOBOXKIATHCS
pPa3BUTHEM CEpbhE3HBIX M (WJU) YTPOXKAIOIIUX >KU3HHU SBICHUN (Y3KUH TepaneBTUYCCKUI
nuanasoH) (cm. pazzaen 4.3).

O6mwmit hapMaKOKMHETHIECKUN YCHUITMBAIOIMNKA 3P hEeKT pUTOHABHPA 3aKITI0YAJICS B YBEIUUCHUN
CHUCTEMHOI'0 YPOBHS JlapyHaBHpa NMpUMEpPHO B 14 pa3 mpu OJAHOKpATHOM IpHUEME JapyHaBHpa B
noze 600 mMr B couetanuu ¢ puToHaBUpoM B o3¢ 100 mr 2 pasza B cytku. Takum oGpazowm,
JapyHaBUP HEOOXOAMMO UCIIONIB30BaTh B COYETAHUH TOJIBKO C HU3KMMHU J03aMHU PUTOHABUPA KaK
(hapMaKOKMHETHIECKOTO «yCHUIUTENS» (CM. pa3aeinsl 4.4 u 5.2).

KomOunanmio  napyHaBUp/pUTOHaBUpP  HE  CIEOyeT  HWCIOJIb30BaTh € JIPYTUMHU
AHTUPETPOBUPYCHBIMH IIperapaTaMu, KOTOpbIE TPEOYIOT UCTIONb30BaHUS PUTOHABHPA B KAYECTBE
(bapMaKOKMHETUYECKOTO «YCHUITUTEIISD.

B kinuHUMYecKOM UCCIIEJOBaHUHM C UCIOJIb30BAaHUEM CMECH JIEKapCTBEHHBIX IMPEnapaTosB,
MeTtabonuzupyeMbix nuroxpomamu CYP2C9, CYP2C19 u CYP2D6, oTmedanock TOBBIICHHUE
aktuBHOCcTH CYP2C9 m CYP2C19 u unrubuposanue aktuBHoctu CYP2D6 B mpucyrcrBum
KOMOUWHAIMK 1apyHaBUP/PUTOHABUP, YTO MOXKET ObITH O0YCIIOBIEHO MPUCYTCTBUEM HU3KOM 1035l
putonaBupa. CoBMecTHOEe MpPUMEHEHHE JapyHaBUpa W PHUTOHABHpa C JIEKAPCTBEHHBIMU
npenaparamu, MeTaboIM3UPyeMbIMHA TTpeuMyIiecTBeHHO u3odepmentom CYP2D6 (mampumep,
¢diekanHuAOM, TpOMadEeHOHOM, METONPOJOIOM), MOXKET MPHBOAUTH K IOBBIIICHUIO
KOHIIGHTPAaLMU JaHHBIX IMpErnaparoB B IJJa3Me, YTO CIIOCOOHO BBI3BAaTh YBEIMYCHUE WIH
IpOJUIEHHE HUX TepaneBTudeckoro »3¢dexkra U HexenareabHbIx peakiuil. CoBMecTHOE
NpUMEHEHHE apyHaBUpa U PUTOHABHPA C JIEKAPCTBEHHBIMU IperapaTamMu, MPEeuMyLIIECTBEHHO
merabonusupyembivu  CYP2C9  (manpumep, Bapdapunom) u wuzodepmentom CYP2C19
(HampuMep, METaJOHOM), MOXXET NPUBOAUTH K CHIKEHHMIO CHUCTEMHOTO YPOBHS 3THX
JIEKapCTBEHHBIX CPEJICTB, YTO CIOCOOHO BbI3BaTh CHIDKEHHE WM COKpAlleHHe UX
TepaneBTUYeCKOro I dexra.

Xota s¢pdext B otHomennn CYP2C8 wuzywancs TOJBKO in Vitro, COBMECTHOE INPHMEHEHHE

KOMOWHAIMKM JapyHABUP/PUTOHABUDP C JIEKAPCTBEHHBIMU NpenapaTamMH, HPEUMYIIECTBEHHO
11
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metabonusupyemble CYP2C8 (nanmpumep, nak mraxce IM. POCH AL GHON, PerariiHiiom),

MOKET TPHUBOJIUTh K CHIDKEHUIO CHCTEMHOTO YPOBHS 3THUX JIEKQPCTBEHHBIX CPENICTB, YTO
CIOCOOHO BBI3BAaTh CHIYKEHUE WIIM COKpAILIEHUE MX TepareBTuYeckoro dddexra.

PutonaBup nHrHOMpYET TpaHCIIOPTHBIE MOJIEKYJbI P-riukonpoTtenHa, OATP1B1 u OATP1B3, u
€ro IPUMEHEHHE ¢ CyOCTpaTaMH 3TUX TPAHCIIOPTHBIX MOJIEKYJI MOXKET MPUBECTH K IOBBIIICHUIO
KOHIIEHTPAIlMU ITHX MpPEernaparoB B IUIa3Me (Hampumep, Ha0urarpaHa 3TEKCHUJaT, TUTOKCHH,
CTaTHHBI U 003EHTaH).

JlekapCcTBEHHBIEC IpenapaThl, BIMSIONINE Ha KOHIICHTPAIUIO I[aDVHaBI/IDa/DI/ITOHaBI/IDa

B Merabomm3me mapyHaBupa u putoHaBupa ydactByeT m3zodepmeHT CYP3A. JlekapcTBeHHBIS
npenaparsl, HHAYIUPYOIKUe akTUBHOCTH m3odepMenta CYP3A, mpeAmnonaoKUTENbHO YCHIISAT
KIMPEHC JapyHaBUpAa U PUTOHABHPA, BBI3BIBAS CHIDKEHUE KOHIICHTPAIMHM 3THUX TPENapaTroB B
iasMe, 4YTO MOKeT NPUBOAUTH K CHUIKEHHIO TepareBTUYecKoro 3(¢exrta U pa3BUTHUIO
PE3UCTEHTHOCTH (HampuMep, 3TO KacaeTcs prudaMIUIHa, 3Bep0o00s 1 JonmrHaBupa). CoBMecTHOE
NPUMEHEHHE JapyHaBHUpa W pPHUTOHABUpA C JPYTUMHU JIEKAPCTBEHHBIMU TIperiapaTaMu,
uHrnoupyronmmu n3opepment CYP3A, MoxeT CHUXKATh KIIMPEHC JapyHaBUpa U PUTOHABUPA U
MOBBILIATH UX KOHIIEHTPAIUIO B IU1a3Me (HampuMep, MHAUHABUP, CUCTEMHBIE a301bl, B YaCTHOCTH,
KETOKOHA30JI ¥ KioTpuMazon). CoBMeCTHOE MpUMEeHEHHe ¢ MOIIHbIMUA uHTHONTOpamMu CYP3A4
HE PEKOMEH]IyeTCs, CIIEAYeT COOMI0aTh OCTOPOKHOCTh. DTH B3aMMO/ICHCTBHSI ONTMCAHbBI HIKE B
TaduIe.

Ta0nuia B3anMOAEHCTBUI MEXKIY penaparaMu

[IpuBeaeHHBIN HUKE CIUCOK MPUMEPOB B3aUMOJECHCTBUN MEXKIY JIEKAPCTBEHHBIMHU CPEACTBAMU
HE SIBJISICTCS MCYEPIBIBAIOIINM, U MOATOMY JUTSI TTOJY4YeHUS WH(OPMAIIUH, CBI3aHHOW C MyTAMHU
MeTabonmu3mMa, MyTSIMH B3aUMOJICHCTBUS, MOTCHIIMATLHBIMA PUCKAMU U JACHCTBUSIMH, KOTOPBIC
HEOOXOIUMO TMPEANPHUHATH B CIy4yae COBMECTHOTO NPUMEHEHHs, cleAyeT oOpamaTrhecs K
COOTBETCTBYIOIIEH HMHCTPYKIMHU JIEKapCTBEHHOIO IIpernapara, HCIOJIb3YEeMOr0 COBMECTHO C
JTapyHaBUPOM.

B3aumoneiicTBus Mexay KOMOWHAIMEH JapyHABUP/PUTOHABHP M AHTUPETPOBHPYCHBIMU H
OPOYMMH JIEKAPCTBEHHBIMU CpPEJICTBAMHU TPUBEJIEHB B TaOiuile HUXe (HE OIpeneaeHo
cokpamaercst kak «H/O»). HampaBnenue crpenku ajs Kaxaoro rnapamerpa hapMakOKUHETHUKU
ocHoBaHO Ha 90 % nOBEpUTEIILHOM HMHTEPBAJE AJISI CPEJHEr0 F€OMETPUUECKOr0 COOTHOILICHHUS,
KOTOpPOE MOKET HAXOJUThCS B mpeaenax («), Huxe () win Boie (1) auamazona 80 — 125 %.
Psn uccnenoBanuii B3auMoAecTBUsA (00O3HAUYCHHBIM # B TaOnWIle HUXKE) OBUT MPOBEICH C
HCIIOJIb30BaHUEM 103 IapyHaBUpa HUKE PEKOMEHAYEMBIX WU C IPYTUM PEKUMOM JT03UPOBAHUA.

D¢ dekTh B OTHOLUIEHUN COBMECTHO MPUMEHSEMBIX JIEKAPCTBEHHBIX IMPENapaToB MOTYT, TAKHM
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00pazoM, OBITh HEIOOIICHEHBI, BCIICIACTBUE

MOHUTOPHUHT 0€30MacHOCTH.

JlekapcTBeHHBbII npenapar, B3aumopeiictBue PexomMenzanuu 1no coBMeCTHOMY
NpUMeHsIeMbIii  COBMECTHO ¢ CpenHee reoMeTpuyeckoe MpUMeHEeHHI0

KOMOMHAaIUeH u3menenue (%)

JapyHABHP/PUTOHABHUP

AHTHPETPOBHUPYCHBIE ITPEITAPATBI 1JIS1 TEYEHUSA BUY-UHOEKIINNA

Huzudbumopst unmezpasvl

KJIMHUYECKUX HMCCIEJOBAaHUH ObUIO
MPEAIOJIOKEHO, YTO paJITErpaBHUp
MOXET  BBI3bIBaTh  yYMEPEHHOE
CHIKEHUE KOHILIEHTPaLuH
JlapyHaBHpa B IIa3Me.

Honyrerpasup AUC nmomyterpasupa | 22 % Kombunanmio napyHaBup/pUTOHABUP
C244 momryterpasupa 38 % WU JOIYTErpaBUP MOXKHO INPUMEHSATh
Chmax Bonyterpasupa | 11 % 0e3 KOPPEKIUH JO3HI.
HapynaBup «*
*Ha oCHOBaHMM CpPaBHEHHH MEXIY
UCCIIEJOBAaHUSIMH c
UCIIONIb30BAaHMEM  HCTOPHYECKUX
JIAaHHBIX 110 (h)apMaKOKHHETHKE
OnBUTErpaBup AUC snBuTerpasupa <> IIpy  coBMECTHOM  HpPUMEHEHUU
Chmin DJIBUTETPABUpPA <> KOMOWHAITNH JapyHAaBHP/pUTOHABUP
Comax DJIBUTETPABHpPA <> (600/100 mMr 2 pa3a B CyTKH) B
AUC pmapyHaBupa <> COYETaHUHU C DIIBUTETPABUPOM J103a
Chin TapyHaBupa | 17 % 3JBUTETPaBUpPA JIOJKHA COCTaBIATh
Chnax JApYHABHPA <> 150 mr 1 pa3 B CyTKH.
DapMaKOKHHETHKA U PEKOMEHIAINN
10 JO3UPOBAHUIO JUIA JPYrHX JI03
JapyHaBHpa WIH ISl KOMOWHaIuu
3JBUTErpaBUp/KOOUIIUCTAT HE
yCTaHOBIICHbI.  TakuM  oOpa3som,
COBMECTHOE NpUMEHEHHE
KOMOWHAITNH JapyHAaBHP/pUTOHABUP
B moboit mo3ze, kpome 600/100 mr
2paza B CyTKM, B COYETaHUU C
SJIBUTETPABUPOM HE PEKOMEHIYETCH.
CoBMecTHOE NIPUMEHEHUE
KOMOWHAIINH JTapyHABHP/pUTOHABUP
Y DJIBUTETPaBHUpa ¢ KOOUIIMCTATOM HE
pEKOMEHyeTcsl.
Panrerpasup B pe3yibrare HEKOTOpbIX | B HacTosee Bpems npexronaraercs,

yro addekr panrerpaBupa Ha
KOHLICHTPALUIO IapyHABUPA B IU1a3Me
HE SIBJISIETCS KIIMHUYECKH 3HAaYHMBIM.
KomOuHamuio papyHaBup/pUTOHABHD
U paNTEerpaBUp MOXKHO IPHMEHATH
0e3 KOPPEKIIHH JT036I.

Hyxkneo3uonvie/nyxneomuonvle unzudbumoput oopamuou mpanckpunmaszvt (HUOT)

Jnmano3ua
400 mr 1 pa3 B CyTKu

AUC munanosuna | 9 %
Chin Inmanosuaa H/O
Chmax TuIaH03uHA | 16 %
AUC papyHaBupa <>
Chmin TapyHaBHpa <>
Chnax JapyHaBHPA <>

Kombunanmo napyHaBHp/pUTOHABUP
U TUIAHO3WH MOXKHO MPUMEHSTH 0e3
KOPPEKIIUH 03Bl

Juaano3uH He0OXOIUMO MPUHUMATD
HATOIIAK, TAKUM O00pa3oM  ero
ClIeJlyeT MPUHUMATH 3a 1 Jac 10 Wiu
yepe3 2 dYaca TMOClIe IpueMa
KOMOWHAIIMK JTapyHABHUP/PUTOHABUP
C IUILIEH.

TenodoBupa qU30IPOKCHIT
245 mr 1 pa3 B cyTku

AUC Tenogosupa 1 22 %
Chin TeHOGOBHpPA T 37 %
Chnax TeHO(OBHpa T 24 %
#AUC mapynasupa 1 21 %
#Cmin mapyHaBupa T 24 %
#Cmax mapyHaBupa 1 16 %

I[lpy COBMECTHOM MpPHUMCHCHHU
KOMOMHANUU

JTapyHAaBHP/pUTOHABUP c
TEHO(POBUPOM MOXeET OBITH

MOKa3aH MOHUTOPHHT  (YHKIHA
M0YeK, B OCOOCHHOCTH y TIAIINEHTOB
C CHCTEMHBIMH WJIH ITOYEYHBIMU
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(1 xoHueHTpauuy TeHoq)dHig&:--

15385 eRamMiz | oloe - - Uripn

BCJIECTBHE BIMSHUS Ha | UCIIOJb30BAaHMM HE(PPOTOKCHYHBIX
OMOCPEeI0BaHHBII MDR-1 IIPENapaToB.

TPaHCHOPT B MOYEYHBIX

KaHaJIbLAaX)

OMTpUINTAONH/TeHOQOBHpa
anadenammu

Tenodosupa anapenamug«—>
Tenodosup 1

Pekomennyemas m03a KOMOWHAIIUU
IMTpHULUTA0NHA/TeHO(OBUpa

amapenammma — 200/10 Mr mpum
COBMECTHOM MPUMEHEHUU c
KoMOWHAaIen
JIapyYHABUDP/PUTOHABUD.

AbakaBup
OMTPHUITUTAONH
JlamuBynux
CraByauH
3UI0BYAUH

He n3yqanocs. Ha ocHoBanuu nyreit
SJIMMHUHAITAN TPOYNX HUOT
(3umoByIMHA, SMTpHUIMTAOWHA,
CTaBY/MHA, JTAMUBYINHA), KOTOPHIE
9KCKPETUPYIOTCS

MPEUMYIIECTBEHHO IOYKaMH, U
abakaBwpa, B MeTabomu3Me
koToporo He yuactByeT CYP450,
HUKAKMX B3aUMOJACHCTBUA MEXIY
STHMHU JIEKapCTBCHHBIMH
mpermapataMu W KOMOWHanmei
JTapyHABHP/pUTOHABUP HE
MIPEII0IaraeTcsl.

Kombunanust nmapyHaBHp/pUTOHABUP
MOXeT pUMeHAThCA ¢ dTimMu HUOT
0e3 KOpPEKIUH JT036I.

Henykneozuonvie/nenykineomuonvie unzudoumoput oopamnoit mpanckpunmaszvt (HHHOT)

Odasupens
600 mr 1 pa3 B cyTkH

AUC >dasupensa 1 21 %

Chin 2¢aBupensa 1 17 %

Chnax 2¢baBupensa 1 15 %

#AUC papynasupa | 13 %

#Cmin napyHaBupa | 31 %

#Cmax mapyHaBupa | 15 %

(t xoHueHTpauuu  3¢aBUpEH3a
BCJIC/ICTBHE WHrUOMPOBaHUS
CYP3A)

(] KoHmeHTpamuu  mapyHaBHpa
Beaencteue HHIykmu CYP3A)

Ilpu  mpuMeHeHMH  KOMOWHAIUK
JapyHaBHUP/pPUTOHABHUP B COUYCTAHUH C
3(haBUPEH30M MOXKET MOTPeOOBATHCS

KIUHAYECKHUH MOHUTOPHUHT
TOKCHUYHOCTH B OTHOIICHHH
LIGHTPAJIbHOM  HEPBHOM  CHUCTEMBI,
CBSI3aHHBIN c MOBBIIIEHHOM

KOHIICHTpAIHECH d(paBUpeH3a.

[Ipuem sdaBupeHsa B COYETAHHU C
KOMOWHAITNEH fapyHaBHP/pUTOHABUP
B no3ze 800/100 mr 1 pa3 B cyTku

MOXET HPUBOIUTE K
cybonTuManbHOMY 3HA4CHHIO Cmin
JapyHaBHPA. Ecmm a(haBupeH3
norpedyercs MIPUHUMATh B
COYETaHnU c KoMOMHaIHen
JlapyHaBHpP/pUTOHABUP, cieiyer

ucronbp3oBath pexum  600/100 mr
2 pa3a B CyTKH.

OTpaBUpHH AUC »tpaBupuna | 37 % KomOunamnuio papyHaBup/pUTOHABHD
100 mr 2 pa3a B CyTKH Chin dTpaBupuHa | 49 % ¢ atpaBupuroM 200 Mr 2 pasa B CyTKH
Chnax 3TpaBupuna | 32 % MOJKHO HCIIOJIB30BaTh 0€3 KOPPEKINH
AUC pmapynasupa 1 15 % JIO3BI.
Chin JapyHaBUPA <>
Chmax TApYHABHPA <>
Heupanun AUC nesuparmaa 127 % Kombunamnmio napyHaBHp/pUTOHABUP
200 mr 2 pa3a B CyTKH Chin HEBUpanmaa T 47 % c HEBHUPAIIMHOM MOXHO
Crnax HeBUpanuua 1 18 % HCIIOJIb30BaTh 0€3 KOPPEKLUH J03HI.
#IapyHaBHp: KOHIICHTPAIUU
COOTBETCTBOBAIH  HMCTOPUYECKUM
JTAHHBIM
(1 KOHICHTpAIMM  HEBUpPAIUHA
BCJIC/ICTBHE WHTHOMPOBAHUS
CYP3A)
PunnuBupun AUC pummmsupuna T 130 % Kombunanmio napyHaBHp/pUTOHABUP

150 mr 1 pa3 B cyTku

Chin prmmuBupuHa T 178 %

Crnax prmmuBupuHa 1 79 %

c PUIIUBHPHHOM MOJKHO
HCIOJH30BaTh 0€3 KOPPEKIHH JO36I.
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MEQOBATENEHOCTE 0002)

AUC napyHaBupa <> (1

Chmin 1apyHaBupa | 11 %
Chmax JapyHaBHpa <>

Huzudoumopul npomeaszvt BUY 6e3 0onoanumensnozo npumenenus HU3KuUX 003 pumonagupa **

ArazaHaBup AUC ata3anaBupa <> KomOunamnuio papyHaBup/pUTOHABHD
300 mr 1 pa3 B cyTku Chin aTa3anasupa 1 52 % U aTa3aHaBUp MOXHO MCIIOJIb30BaTh
Chax aTa3aHaBupa | 11 % 0e3 KOppEeKIUH J103bI.
#AUC papyHaBupa <>

#Cmin TapyHaBHpA <>

#Cmax TapyHaBHPA <>

ATazaHaBup: CpaBHEHHE
aTazaHaBHpa/pUTOHABUPA

300/100 mr 1 pa3 B CYTKH H
atazanaBupa 300 mr 1 pa3 B CyTku B
COYETaHUU c
JlapyHaBHPOM/PUTOHABUPOM
400/100 mr 2 pa3a B CyTKH.
JapyHaBup: CpaBHEHHE
JlapyHaBHpa/pUTOHABHPA

400/100 Mr 2 pa3a B CYTKH C
JTapyHaBHPOM/PUTOHABUPOM
400/100 Mr 2 pasa B CyTKH B
coueTaHnu ¢ atazaHasupoM 300 mr
1 pa3 B CyTKH.

Wnaunasup AUC nanunasupa 123 % IIpu ucnonb30BaHUM B COYETAHUU C

800 Mr 2 pa3a B cyTKH Chin mHAMHABHPA T 125 % KOMOWHAITNEH JapyHaBHP/pUTOHABUP
Crnax MHIMHABHpa <> MOXET HOTpeOOBaThCS KOPPEKLIUS
#AUC papynasupa 1 24 % J03bl nHAnHaBHpa ¢ 800 mr 2 pa3 B
#Cmin napyHaBupa T 44 % cytku Ha 600 mr 2 pasa B CyTKU B
#Cmax mapyHaBupa T 11 % Clly4ae HEIEPEHOCUMOCTH.
Wununasup: CpaBHEHHE

WHJIMHaBUPA/PUTOHABUPA

800/100 Mr 2 paza B CyTKH C
WHAWHABUPOM/IapyHABHPOM/PHTOH
asupom 800/400/100 mr 2 paza B
CYTKH.

HapyHnaBup: CpaBHEHHUE
JapyHaBHpa/pUTOHABHPA

400/100 Mr 2 pa3a B CYTKH C
JlapyHaBHPOM/PUTOHABUPOM
400/100 Mr B COYeTaHUH C
naguHaBupom 800 Mr 2 pasa B

CYTKH.

CakBHHaBUD #AUC papynasupa | 26 % KomOuHamnuio napyHaBup/pUTOHABHP

1000 mr 2 pa3a B CyTKH #Cmin mapyHaBupa | 42 % HE PEKOMEHIYeTCs IPUMEHATh C
#Cmax mapyHaBupa | 17 % CaKBHHABHPOM.

AUC caxsunasupa | 6 %

Chin cakBuHaBHpa | 18 %

Chnax CakBHHaABHUpA | 6 %
CaxBrHaBHD: CpaBHEHHE
CaKBHHABHPA/PUTOHABUPA
1000/100 mMr 2 pa3a B CYTKH H
CaKBMHABUpa/apyHaBUpa/pUTOHAB
upa 1000/400/100 mr 2 pa3a B
CYTKH.

HapynaBup: CpaBHEHUE
JapyHaBHUpa/pUTOHABHPA

400/100 Mr 2 paza B CYTKH H
JapyHaBHpa/pUTOHABHPA

400/100 Mr B coYeTaHHH C
cakBuHaBupoMm 1000 Mr 2 pasza B
CYTKH.
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JlonuHaBUp/pUTOHABUD
400/100 mr 2 pa3a B CyTKH

AUC nonunasupa 19 %
Chin TonuHaBupa 1 23 %
Chnax J0nIMHABHPA | 2 %
AUC napynasupa | 38 %*
Chin 1apyHaBupa | 51 %*
Crax fapysasupa | 21 %*

JlonuHaBup/pUTOHABUD
533/133,3 mr 2 pa3a B CyTKH

AUC nonunaBupa <>

Chin TonmmaaBHpa T 13 %
Crnax TommHaBHpa 1 11 %
AUC pmapynasupa | 41 %
Chin ZapyHaBupa | 55 %
Crax ZapyHaBupa | 21 %
*Ha OCHOBaHUH HE
HOPMAJIM30BAHHBIX 110 J103¢
3HauYCHUHN

Bcenenctsue CHIDKEHUS
konuenrpauun (AUC) napynaBupa
Ha 40 % mnoaxoxdmue A03bI 3TOU

KOMOMHAIlMM ~ HE  YCTaHOBJICHBI.
Taxum obpazom, COBMECTHOE
MIpUMEHEHHE KOMOMHAIMN
JapyHaBUP/pUTOHABHUP c
KOMOWHHPOBAaHHBIM IperapaTom,
BKJIIOYAIOLTAM
JIOTTMHABHUP/PUTOHABHP,

TIPOTHBOIIOKA3aHO (CM. pa3zaen 4.3).

AHTAT'OHHUCTBI PEIHEIITOPOB CCRS

Mapasupox AUC mapasupoxka T 305 % IIpy npuMeHEHUU B COUYETAHUU C

150 mr 2 pa3za B cyTkH Chin MapaBupoka H/O KoMOMHaIHel
Chnax MapaBupoka T 129 % JTapyHAaBHP/pUTOHABUP J103a
KonumenTpammnm  napyHaBHpa M| MapaBHpOKa JOJDKHA COCTAaBIATH
pUTOHaBHpa COTJIACOBBIBAIUCH ¢ | 150 Mr 2 pasza B CyTKH.
HCTOPHYCCKIMHU JAHHBIMU.

AHTATOHHUCTHI a1-AAPEHOPEIIEIITOPOB

Andyzo3un Ha ocHoBanmm Teopernueckux | OmHOBpeMeHHOE MIPUMEHEHHE
coo0pakeHUH, AapyHaBUpP IOJDKEH | KOMOWHAIIMM JTapyHABHP/pUTOHABHUP
TIOBHIIIIATh KOHIICHTPANHUIO | ¥ al(y303uHa MPOTHBOMOKA3aHO (CM.
andy3osmHa B Ira3Me (3a cuer | paszgen 4.3).
nnarubupoBanus CYP3A).

AHECTETHUKH

Andenranun He wusywanoce. B wMerabomusme | [Ipy COBMECTHOM NPUMEHEHHH C

andenTaHmIa y4acTBYET
m3opepmentr CYP3A, Bcunenctsue
9TOr0 OH MOXET WHTHOMPOBATHCS
KOMOHHAaIen

KOMOMHaIMeH 1apyHaBUp/pUTOHABHD
MOXET TIOTpPe0OBaThCS  CHIDKCHHUE
036l aneHTaHWw1a, a  TakKe
MOHMTOPUHI PUCKOB JUIUTENILHOIO

JapyHAaBHP/pUTOHABUP. WIA  OTCPOYCHHOTO  YTHETCHUS
JIBIXaHUS.
AHTHUAHTNTHAJIBHBIE/AHTUAPUTMHNYECKUE CPEJICTBA
Jnzonupamug He wm3ywanoces. Ilpenmonaraercs, | Heooxomumo coOimroienne Mep
DrrexanHIT 9TO KOMOWHAIAA | MIPEJOCTOPOXKHOCTH, KpPOME  TOTO,
JInnoxanH (CHCTEMHO) JTapyHAaBHP/pUTOHABUP TTOBBICUT | PEKOMEHIYeTCs MOHHUTOPHUHT
MexkcuieTiH KOHLIEHTPALHIO 9THX | TepPaeBTUYECKOI KOHIICHTPAILUN
[ponadenon aHTHAPUTMUYECKHUX TpenapaToB B | (IPU HATUYKU TAKOH BO3MOMKHOCTH)
ia3Me (MHrHOUpOBaHME | ITUX AHTHAPUTMHUYECKUX MPETIAPaTOB
n3odpepmenra CYP3A wu (W) | Ipy COBMECTHOM IPUMEHEHHH C
CYP2D6). KOMOUWHaIuei
JlapyHABUDP/PUTOHABUD.
AmMuonapon TIpoTuBomnokazano TPUMEHEHHUE
Benpumn KOMOWHAITNH JTapyHAaBHP/pPUTOHABUP
Hponenapon C  aMHOJapoOHOM,  OCHpPHUIMIIOM,
XUHUIUH JIPOHETApOHOM, XUHUIHHOM,
Panomazun HUBaOPaIMHOM WIIM PAHOIA3UHOM (CM.
WBabpanun paznen 4.3).
Jurokcun AUC purokcuna T 61 % ITockonbky JIUTOKCUH
0,4 Mr oJHOKpaTHO Cuin Auroxcuna H/O XapaKTepU3yeTcs Y3KUM
Chnax auroxcusa 1 29 % TEpaneBTHYECKUM  JMala3oHoM, B
(1 KOHIEHTpalWMK  JWUTOKCUHA | CIydae  Ha3HAYCHHS  JUTOKCHHA
BCJIC/ICTBHE BEPOSITHOTO | MalMeHTaM, MOy YarOIIUM

uHrubuposanus P-rimkonporensa)

KOMOMHAIMIO IapyHaBUP/PUTOHABHP,
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HCII0JIb30BAaTh MHUHHMAJIbHYIO
BO3MOJXKHYIO 103y JMrokcuna. Jlanee
CllelyeT  MPOBOAMTH  AKKypaTHYIO
TUTPALMIO JIO3bI JUTOKCHHA C LEIbIO
JOCTHKEHUS JKEITAeMOTO
kmuHIYeckoro 3¢ddexkra HAa doHe
OLEHKHM  O0Wmero  KIMHHYECKOI'O
COCTOSIHHS NAIMCHTA.

AHTHBUOTHUKH

Kiaputpomurnuu
500 mr 2 pa3a B cyTKH

AUC xnapurpomuraa T 57 %

Chin KTaputpoMuniuaa 1 174 %
Chnax KIIapuTpomMunuHa 1 26 %
#AUC napynasupa | 13 %

#Cmin napyHaBupa T 1 %

#Cmax mapyHnaBupa | 17 %
Konuentpauuun
14-OH-xnapuTpoMuIIHA HE
BBIABISUINCH  IPH  COBMECTHOM
IPUMEHEHHH C  KOMOWHammeu
JTapyHAaBHP/pUTOHABUP.

(1 KOHLEHTPAH KJIAPUTPOMHILIMHA
BCJIC/ICTBHE MHTHOUPOBAHUS
n30(pepMeHTa CYP3A u
BO3MOXXHOTO MHIrHOMpoBaHus P-
TJIMKONPOTEHHA)

Pexomenayercs co0iro1aTe
OCTOPOXKHOCTh  NPU  COBMECTHOM
MPUMEHCHHH KJIAPUTPOMHUIIMHA B
COYETAHHHU c KOoMOMHAIHeH
JlapyHaBUDP/PUTOHABUD.

Y  nauMeHTOB ¢ HOpPMaJlbHOM
GbyHKIHIEH MOY€eK KOMOMHANUsA
JapyHaBUP/pPUTOHABHUP B COUYCTAHUH C
KIAPUTPOMHUIIMHOM  MOXET  OBITh
Ha3HaueHa O0e3 KOPPEeKIHH MJO3EI.
PexomenioBaHHYIO 03y
KIAPUTPOMUIIMHA Y TAIIHCHTOB C
HapyIIeHIEM ¢GbyHKIMN MoYeK
cienyet BBIOUpATH COTJIaCHO
WHCTpYKIIMM 1O  METUIIMHCKOMY
MPUMCHCHHIO KJIAPUTPOMHMIIMHA.

AHTUKOATYJIAHTBI/AHTUATPET'AHTbBI

Anukcaban He H3Yy4aJIoCh. CoBmectHoe | IIpumenenue KOMOMHAIMN
DnokcabaH MIPUMECHEHNE KOMOWHAIINY | JapyHABUP/PUTOHABHP C  OTHMH
PuBapokcaban JapyHaBHpP/PUTOHABUP C | aHTHKOATYJISHTaMHU HE
AHTHUKOATYJITHTAMH MOXET | PEKOMEHIYETCSI.
MOBBICUTh MX KOHIIEHTPALUIO, YTO
MOXET NPUBECTH K YBEIHICHHIO
pucka KpOBOTEUYEHUI
(uHrMOUpoOBaHUe n3odepmenTa
CYP3A u (un) P-rnukonporenHa).
Jaburarpan He H3Yy4aJIoCh. CoBmectHoe | IIpumenenue KOMOMHAIMN
Tuxarpesnop IpUMEHEHHe ¢  KOMOWHauume# | papyHaBUp/pPUTOHABHD c
JlapyHaBUp/PUTOHABUP MOXeET | maburarpaHoM W THKarpeliopom
NPUBOJUTH K  CYHNIECTBEHHOMY | MPOTHBONOKa3aHo (cM. paszmen 4.3).
TIOBBILIEHUIO KOHLIEHTpauuu | PexoMeHIyeTcsi MpUMEHEHHE IPYrux
nraburaTpaHa WM THKarpenopa. AHTUTPOMOOLNTAPHBIX IPENapaTos,
Ha KOTOpBIE HE BIIHSIET
nHTHONpoBaHne Wiu nHAykuus CYP
(Hanpumep, mpacyrpen).
Bapdapun He wusyuanoce. Ilpu coBmectHOM | [Ipy  COBMECTHOM  NpUMEHEHUH

OPUMEHEHHH ¢  KOMOHMHaumeu
JlapyHaBUP/PUTOHABUDP  BO3MOXHO
n3MEeHEHHe KOHILIEHTPaLUH
BapdapuHa.

BapdapuHa c KOMOHWHaIuen
JapyHABUP/PUTOHABUP
peKoMeHayeTcs MOHHUTOPHUHT
MEX[yHAPOIHOTO
HOPMAJIU30BAHHOTO OTHOILICHHS
(MHO).

HNPOTUBOCYAOPOXKHBIE IPEITAPATBI

denobapoburan
dennTonH

He wsywanocs. ®denobapbutanm u
(beHnToNH MPEANOI0KUTEIHHO
BBI30BYT CHMKEHHE KOHIICHTpAIHii
JlapyHaBHpPa ¥ PUTOHABHPA B [Ia3Me
(manykius depmentoB CYP450).

Kombunanmio napyHaBHp/pUTOHABUP
HE CJIe/lyeT NPUMECHSTh B COYETAHUH C
ITHMHU JIEKAPCTBEHHBIMHU CPEICTBAMHU.
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Kap6amazennn
200 mr 2 pa3a B CyTKH

AUC kapbamaszenuha 1 45 %'.i_i':":--

IR ORRGIE MO C TR

Chin KapOamazenuna T 54 %
Crax KapOamasennHa T 43 %
AUC napyHaBupa <>

Chin ZapyHaBupa | 15 %
Chnax JapyHaBHPA <>

JlapyHaBHUpP/PUTOHABHP HE
pexomenayercsi. Ecnmu mortpebyercst
IIpUMEHEHHE KOMOMHAIMN
JlapyHaBHUpP/PUTOHABHP c
Kap0Oama3enHoM, HEo0X0uM
MOHHUTOPUHT MOTEHIHAIBHBIX
CBSI3aHHBIX ¢  KapbaMa3enmuHOM
HeXeJaTeJbHbIX sBJIeHUH. Crexyer
KOHTPOJINPOBATh KOHLICHTPALHIO
KapbaMazemnmHa, Kpome TOTO,
TpeOyeTcsi THUTpauusi ero JO3bl C
HeNnbl0  00ecreyeHus: aJeKBaTHOTO
orBeTa. Ha OCHOBaHMHM IOJTyYEHHBIX
pe3yNbTaTOB 703y KapbamaseluHa B
HPUCYTCTBHU KOMOUHAIH
JapyHaBHUpP/PUTOHABHP MOJET
noTpedoBaThCcs CHU3UTH Ha 25 % —
50 %.

Kronazenam CosmecTHOE npumeneHne | [Ipy  COBMECTHOM  NPUMEHEHHH
KOMOUWHAITIHI KOMOHWHAINH TapyHABUP/PUTOHABUP
JapyHaBHUpP/PUTOHABHP W| W KIOHa3emamMa pPEeKOMEHIYETCs
KJIOHa3emamMa MOXKET IPUBECTH K| KIMHHYECKHH MOHHUTODPHUHT.
TIOBBIIIEHUIO KOHIIEHTPaInuu
KJIOHa3ernama B IasMe
(naruduposanune CYP3A).

AHTHUJAEINNPECCAHTbBI
IMapokceTun AUC napokceruna | 39 % B cityuae coBMECTHOrO MPUMEHEHUS

20 mr 1 pa3 B cyTku

Chin mapoxcetuna | 37 %
Cinax apokceTuHa | 36 %
#AUC nmapyHaBupa <>
#Cmin JTapyHaBHpA <>
#Cmax TapyHaBHpA <>

Ceptpanun
50 mr 1 pa3 B cyTku

AUC ceptpanuna | 49 %
Chin cepTpanuna | 49 %
Cunax cepTpanuna | 44 %
#AUC napyHaBupa <>
#Cmin JapyHaBupa | 6 %
#Cmax TapyHaBHpA <>

AHTUACTIPECCAHTOB C KOM6I/IHaIIPI€ﬁ

JlapyHaBUp/pPUTOHABUP
PEKOMEHTyEMBIM MOJXO0J0M
SIBIISIETCSI TUTpanust JIO3BI

AQHTHICNIPECCAHTa Ha OCHOBAHUH
KJIMHHYECKOH OLGHKH OTBeTa Ha
sToT mpemapar. Kpome Toro, 3a
MalMeHTaMH, MOJTYYaIOIUMHU
cTaOWIIbHbIE O35l
aHTHUICTIPECCAHTOB, KOTOpBIE
HAYMHAIOT TEPANUI0 KOMOWHAlUeH
JlapyHaBHP/pPUTOHABUP, cnenxyer
HaOMI0aTh Ha NpeAMET OTBEeTa Ha
AQHTHUICTIPECCAHTHL.

AMUTpUNITUIIVH
Jlesunpamux
Nmunpamun
Hoprpuntunun
Tpazonon

CoBMecTHOE MIPUMEHEHHE
KOMOUWHAITH
JApYHAaBUP/PUTOHABUDP C OTUMHU
aHTH/IeTIPECCaHTaM K MOXeET
MOBBICUTb KOHIIEHTPAIHIO
AHTH/ICTIPECCAHTOB

(uarubupoanne CYP2D6 u (unm)
CYP3A).

Ilpyu  COBMECTHOM  MPHUMEHEHUH
KOMOHWHAIINH TapyHABUP/PUTOHABUD
C  OTUMH  aHTHJEHpPECCAaHTAMH
PEKOMEHyeTCst KJIMHUYECKHUN
MOHHUTOPHHT, KPOME TOrO, MOXKET
MOTpeOOBaThCSI  KOPPEKLHUSI  J103bI
9THX aHTHUJICTIPECCAHTOB.

INPOTUBOPBOTHBIE NIPEITAPATDBI

Homnepunon

He usyganocs.

I[Ipy  COBMECTHOM MNPUMCHCHHUH
KOMOWHAIIMY J1apyHABHP/PUTOHABUP
c JIOMIIEPHIOHOM crenyer
co0oIaTh OCTOPOXHOCTh u
HAOMIOJAaTh 32 HEXeJaTelbHbIMU
SIBJICHUSIMH, CBSI3aHHBIMHU c
JIOMICPHIOHOM.

IMPOTUBOTI'PUBKOBBIE ITPEITAPATDBI
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COOTBETCTBYET 3KCTMEPTH
ot 19.11.2024 N2

YEETT

Pl B A

BopukoHazon He wusyuanocs. Pyronasup Mok ”Bbb'ﬂﬁ)ﬁalsgﬂ Hé'afleby&:hﬂnﬂajeﬁhn
CHMXKATh KOHLIGHTPALMIO | B COYETAHMM C  KOMOMHalueH
BOpPHKOHA30J1a B IJ1a3Me (MHAYKUHS | AapyHaBUP/PUTOHABHD 3a
¢depmentoB CYP450). HWCKJIIOYEHUEM CIly4yaeB, KOrJa Ha
OCHOBAaHHMH OIIGHKHM COOTHOLICHHS
puUcka W TOJB3Bl  HEOOXOIMMO
MIPUMEHEHNE BOPUKOHA3071a.
DrykoHa30IT He H3y4aJIoCh. KombOunamms | Heobxogmumo co0Iro1aTe
N3aBykoHa30m1 JapyHaBUpP/PUTOHABUP MOXET | OCTOPOXHOCTb, pEKOMEHIyeTCs
Hrpakonazon MOBBIIIAThH KOHIIEHTPAIMIO | KIMHUYECKU MoHUTOpuHr. Ecmm
ITo3zakonazon MPOTUBOTPHOKOBBIX TpPENapaToB B | TpeOyeTcs COBMECTHOE NMPHMEHEHHUE,
IUIa3Me, MI03aKOHA30JI, | TO CYTOYHas /1032 WTPAaKOHa30J1a He
M3aBYKOHA30JI, WTPAaKOHA30J WM | JOJDKHA mpeBbImats 200 mr.
(iykoHa301  MOTYT  IOBBIIIATh
KOHLIEHTPALHIO JlapyHaBHpa
(uHrMOMpOBaHUE n3odepmenTa
CYP3A u P-rnukonporeuna).
Knorpumazon He H3Yy4aJIoCh. CosmectHoe | Ecn Tpedyercs COBMECTHOE
CUCTEMHOE NPUMEHEHHE | MPUMEHEHHE C  KIOTPUMA30JIOM,
KIOTpUMaszoia W KOMOWHAIWW | HE0OXOIUMO co0iro1aTe
JlapyHaBUpP/PUTOHABUP MOXET | OCTOPOXHOCTb, PEKOMEHAYETCS
MOBBIIIATH KOHIEHTPALHUIO | KIMHUYECKHMH MOHUTOPHHT.
IapyHaBHpa U (WIM) KIOTPUMAa3oJia
B mrazme. AUC24s mapyHaBupa
133% (na OCHOBaHUHU
HONYJIALMOHHOM MOJIEIH
(apMaKOKUHETHKH).
KeroxoHnazon AUC keroxoHnazona 1212 % IIpn wncnosp30BaHUM KOMOWHALWHU

200 mr 2 pa3a B CyTKH

Chmin K€TOKOHA30Ja 1868 %

JlapyHaBUP/PUTOHABUP HEOOXOJUMO

Chnax KeTOKOHa305a T111 % co0uo1aTh OCTOPOKHOCTb,
#AUC napynasupa 142 % pexomeHayeTcst KJIIMHUYECKU N
#Cmin napyHaBupa 173 % MOHUTOPHHT. Ecnu Tpedyercs
#Cmax mapyHaBupa 121 % COBMECTHOE NIPUMEHEHHUE, TO
(marnouposanue CYP3A). CyTodHas J03a KETOKOHA30Jla He
JoJDKHA mpeBbimath 200 mr.

NPOTUBONOAATPUYECKHUE ITPEITAPATBI

Komxunyx He HA3Yy9aJIOCh. CoBmectHoe | Ecnu Tpedyercs Tepanus
MIPUMCHECHUE KOJIXUIIMHA U | KoMOuHanuen
KOMOWHAIIMA JapyHABUP/PUTOHABUP, MAIIMEHTaM C
JTapyHABHUP/PUTOHABUD MOXET | HOpMAJILHOU (PYHKIIUEH MEeYeHH WU
MOBBIIIATH KOHILIEHTPALIMIO | MOYEK, PEKOMEHIYETCs CHIDKCHHUE
KOJIXHUIIMHA (MHrHOUpOBaHME | O3Bl KOJXHUIIMHA WIHA MIPHOCTAHOBKA
m3opepmenra CYP3A wu  P- | mpuema 3TOrO npermnapara.
TJIUKOTIPOTEHHA). [TarenTam ¢ HapymeHneM QyHKIAN

MIEYCHH WM NTOYEK IPOTHBOIIOKA3aHO
NPUMEHATH KOJIXULMH B COYCTAHUH C
KOMOWHAITNEH TapyHaBHP/pUTOHABUP
(cM. pasnen 4.3).

MPOTUBOMAJISAPUMHBIE CPEJICTBA

Apremerep/mymedaHTpuH
80/480 mr, 6 mo3 uepes 0, 8, 24,
36, 48 u 60 yacos

AUC apremertepa | 16 %

Chmin apTEMETEpA >

Cmax apTemetepa | 18 %

AUC purunpoapremusuauHza | 18%
Chnin JUTHAPOAPTEMU3UHHIHA <
Chnax IUTHAPOApTEMU3NHUHA | 18 %
AUC nymedantpuna T 175 %

Chin Tymedantpuna T 126 %

Chnax TyMedanTpuna T 65 %

AUC pmapyHaBupa <>

Chmin napyHaBupa | 13 %

KomOunamnus napyHaBUp/pUTOHABHD
MOJKET IPUMEHSTHCS B COUETAHHH C
apreMeTepoM/IiyMeaHTpuHOM  0e3
KOPpEKLUH [03bl; TEM HE MeHee,
BCJIC/ICTBHE TIOBBIIICHUS
KOHIICHTPALIIH TymedaHTpHHA
JaHHYFO ~ KOMOMHAIMIO  CJexyeT
MIPUMEHATH ¢ OCTOPOKHOCTBIO.
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Chnax JapyHaBUPA <3

EOOBATENBHOCTE U0UZ]

HNPOTUBOTYBEPKYJIE3HBIE

HIPEITAPATHBI

Pudamniuna He w3ydanocs. Pudanentun wu | IlpumeHenue pudanenTuna c
Pudamentun puGaMIUIINH ABISIOTCS MOIIHBIMU | KOMOMHANMEH MapyHaBUp/pUTOHABUD
HHIyKTOpaMu n3odepMeHTa | He pEKOMEHIYeTCs.
CYP3A, OHU BBI3BIBAM | [IpoTHBOIIOKA3aHa
BBIPaKCHHOE CHIDKCHHE | KOMOMHHpOBaHHAS Tepanus
KOHLICHTPALIH Ipyrux | pudammuipHOM ¢ KOMOHMHAImeil
HHTHOWTOPOB TPOTEa3, YTO MOXKET | JTapyHAaBHP/pUTOHABHP (CM. pasien
NPUBOJNTH K BUpYycoJorniyeckon | 4.3).
Hed()PEKTHBHOCTH W PaA3BUTHIO
PE3UCTEHTHOCTH (mHAyKUMS
n3zodepmenros CYP450). B xone
MOIBITOK ~ [TPEOJIOJETh CHHKEHUE
KOHLIEHTPALH MOCPE/ICTBOM
TIOBBIIIICHUS JIO3BI JIpYTHX
MHTHOUTOPOB TPOTEa3 B COUCTAHUH
C HHM3KMMH JI03aMH PHUTOHaBHpa
HaOmonanack BBICOKAas —YacTOTa
peakmuii Cco CTOPOHBI MEUYCHH,
CBSI3aHHBIX C pU(aMIHLIIIHOM.
Pugabyrun AUC*** pudabyruna 1 55 % ITanuenTawm, MOJTy4arouM
150 mr 1 pa3 B 2 aus Chin*** pudadyruna H/O KOMOMHAIMIO JapyHaBUP/PUTOHABHD,
Crax™** pudabyruna < PEKOMEHIyeTCs  CHU)KEHUE  J103bl

AUC napynasupa 1 53 %

Cumin 1apyHaBupa T 68 %

Chnax JapyHaBupa 1 39 %

*#%* cyMMa aKTHBHBIX IIPOU3BOIHBIX
pudabyTtiuHa (MCXOIHBIA TpemapaT
+ 25-O-ne3aneTubHBINH METa0OJTUT)
B ucciaenoBanum B3anMMOJENHCTBUS
HaOIIOHAIINCH CpaBHUMBIC
CyTOYHBIE CHUCTEMHBIE
KOHLIEHTpauuu pudadyTnHa 1npH
npueme B f103e 300 mr 1 pa3 B cyTku
B BHJIc MOHOTepanuu U 150 mr yepe3
JIcHb B COYCTAHHM C KOMOWHAIMEn
nmapynaBup/putoHasup (600/100 mr
2 paza B CyIKM) C TPHUMEPHO

JIECATUKPATHBIM YBEIHYCHUEM
CYTOYHOTO  yPOBHSI ~ aKTUBHOTO
MeTadomTa (25-O-pe3armun

pudadyruna). Kpome toro, AUC
CyMMBI aKTHBHBIX MPOH3BOIHBIX
pudadbyTrHa (MCXOIHOTO IpenapaTa
+ 25-0O-ne3aneTUIBHOTO
MeTaboiuTa) MOBBICHIOCH B 1,6
pasa, B To BpeMs Kak 3HaueHHe Cmax
0CTaBaJIOCh COIIOCTABUMBIM.

B Hacrosiee BpeMmsi OTCYTCTBYIOT
JaHHBIE  TI0  CPaBHEHHIO  CO
cTaHaapTHOW mo30i 150 mr pas B
CYTKH.

Putabytun sBIseTCS MHIYKTOPOM
u cyocTpaToM n3odepmeHTa
CYP3A. IIpu COBMECTHOM
NIPUMEHEHHUU KOMOMHAIMN
JlapyHaBUp/PUTOHABUP c
pudadbyrnHoM (150 Mr yepe3 neHb)
Ha0JII01a710Ch TIOBBILIICHUE

pudadytnna Ha 75 % oT OOBIUHOM
no3el 300 mr/cyr (Harpumep, 150 mMr
yepe3 JIeHb), a Takke 0oJice 4acThId
MOHHUTOPHHT II0 TIOBOAY CBA3aHHBIX C
pudadyTuHOM HEXKEJIaTeITbHBIX
apneHnid. B cimydae mpobiem co
CTOPOHBI 0E30MaCHOCTH HEOOXOIMMO
paccMoTpeTh JlanbHenee
YBEIMYCHHE  WHTEpBala  MEXIy
npueMamu  pudabytuHa U (Win)
MOHHUTOPHHT KOHLICHTPALNH
pucdabdyruna.

Heobxoaumo u3y4nTh ounmansHble
peKOMEHJAaMK 10  HaJylexarei
Tepanuu  TyOepkynesa y BUY-
MHQUIMPOBAaHHBIX mManueHToB. Ha
OCHOBaHMU Tpoduisi 0e30macHOCTH
KOMOWHAITNH JTapyHAaBHP/pPUTOHABHUP
YBEIIMUICHHUE KOHLICHTPALNH
mapyHaBupa Ha (OHE Tepamuu
pudadyTrHOM He TpeOyeT KOPPEKLUU
JI03BI KOMOHMHAINN
JlapyHaBHUpP/PUTOHABHP. Ha
OCHOBaHHMHU (apMaKOKHHETHYECKOTO
MO/ICTIMPOBAHHUS 9TO CHIDKEHUE JJO3bI
Ha 75 % Takxe KacaeTcs MalueHTOB,
rmomy4yaromux pudadyTuH B 103€,
otimyaromeiics ot 300 mMr/cyT.
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crcTemHoi xonuentphidin [EQUEATENERHUCTE T002]

JlapyHaBHpA.

IMPOTUBOOITYXOJIEBBIE ITPEITAPATHI

Jazatunn6 He wsywanoce. Ilpenmonaraercs, | IIpy coBMECTHOM NPHUMEHEHUH STHX
Hunotnan6 4TO KOMOMHAIMS | JICKADCTBEHHBIX  IpernaparoB ¢
BunOnacTun JlapyHaBUp/pPUTOHABUP Oyner | koMOMHaNMEH 1apyHaBUP/PUTOHABUD
Bunkpuctun HOBBIIIATh  KOHIEHTPALMIO 3THX | BO3MOXKHO HOBBIILICHHE ux
HPOTHBOOITYXOJICBBIX NPEIapaToB B | KOHIGHTPALMK, TakuM 00pasom,
Ia3Me (nHTHOMpOBaHMUE | BO3MOXKHO YBEIUUCHUE
n3odpepmenra CYP3A). HEe)XeJIaTeIbHBIX SBICHUH, OOBIYHO

HaOMIOJaeMBIX IIPU  IPUMEHEHUH
JIaHHBIX JIEKAPCTBEHHBIX CPEJCTB.

Heob6xoanmo co0uoiaTh
OCTOPOXXHOCTh ~ NPH  Ha3HAYCHHU
Kakoro-indo u3 9TUX
MPOTHBOOIYXOJIEBBIX MPEHapaToB B
COYCTaHUU c KOMOUHaIHeH
JapyHaBUAP/pUTOHABHP.
OBeponumyc CoBmecTHOE NIpUMEHEHHE
UpuHOTEeKaH IBEpPOJIIMYyCa WJIM HPHUHOTEKAaHa C

KOMOWHAITNEH fapyHaBHP/pUTOHABUP
HE PEKOMEHIYETCSI.

AHTUIICUXOTHUYECKHWE MTPEMMAPATBI/HEUPOJENITUKA

Kseruanun He wusywanoces. Ilpennonaraercs, | CoBMecTHOE NPUMEHEHUE
4TO KOMOWHAIMS | KOMOUWHAIIMK JapyHaBUDP/PUTOHABHP
JTapyHABHUP/PUTOHABUD MOBBICUT | C KBETHAIIMHOM IIPOTHBOIIOKAa3aHO,
KOHLIEHTPALHIO 9TOT0 | MOCKOJBbKY BO3MOXHO YBEIHYEHHE
AHTHIICUXOTHYECKOTO TpernapaTa B | CBSI3aHHOM c KBETHAIIMHOM
1a3Me (nHrHOMpOBaHUE | TOKCHYHOCTH. [oBrimenne
n3odpepmenta CYP3A). KOHIICHTPAaMH KBETHAIITHA MOXET
MPUBOJIUTH K KoMe (cM. paznen 4.3).
[Tepdpenazun He wusywanoces. Ilpenmonaraercs, | B ciydae cOBMECTHOTO NPUMEHEHMS
Pucnepunon 9TO KOMOWHAIMA | 9THX TMpernapaTtoB ¢ KoMmMOWHammen
Tuopunazua JTapyHAaBHP/pUTOHABUP TTOBBICUT | JapyHABUP/PUTOHABHP MOJXKET
KOHIICHTPAIIIO 9THX | TTOTPeOOBATHCS CHIKEHHE WX JIO36I.
AHTHIICUXOTHYCCKUX MPENapaToB B
I1asMe (uHrMOUpOBaHUE

n3odpepmentoB CYP3A, CYP2D6 u
(vnm) P-rnukonpoTenHa).

IMumo3un CoBMmecTHOE MIPUMEHEHHE
CepTuHIOA KOMOMHAIMK J1apyHaBUP/pUTOHABHD
Jlypasunon C IypasuIOHOM, IIMMO3HIOM HIH
CEPTUHIOJIOM IPOTHBOIIOKA3aHO (CM.
pasnen 4.3).
BETA-AJIPEHOBJIOKATOPbBI
Kapsegunon He wusywanoce. Ilpeamonaraercs, | [Ipy  coBmMecTHOM  TpUMEHEHUU
Merormpoion 4TO KOMOMHAIMS | KOMOMHAMK JapyHaBHp/PUTOHABHP
Tumoinon JlapyHaBUP/PUTOHABUP  TOBBICUT | C OeTa-aipeHo0I0KaTOpaMu
KOHLIEHTPALHIO 9THX | PEKOMEHyeTCs KIIMHUYECKUH
aJpeHoOJIOKaTOpOB B IUIasMme | MOHMTOpHHT.  CrienyeT  pemmrh
(uHrHOMpOBaHUE nzodepMeHTa | BOIPOC O CHIDKEHWH 103kl OeTa-
CYP2D6). aJIpeHo0JI0KaTopa.
BJIOKATOPBI «<MEJJIEHHbIX» KAJIBIIMEBBIX KAHAJIOB
AmitogunuH He H3y4asoch. Moxno | [Ipu coBMecTHOM MPUMEHEHUU 3THUX
Junrrazem IPENIOJIOKUTE, YTO KOMOMHAIMA | NpenapaTos c KOMOUHaIHeH
DenogunuH JapyHaBUP/PUTOHABUP MOXKET | apyHaBUP/PUTOHABHD
Hukapaunux HIOBBICHTb KOHIICHTPALMIO | PEKOMEHIYETCS KIMHHYECKHH
Hudenunun 6J10KaTOPOB «MEJUUICHHBIX» | MOHUTOPHHI  TEPaleBTUYECKHX U
Bepanamun KaJIbLIMEBbIX KAaHAJIOB B IUIa3Me | HeXeJaTeJbHbIX 9h(eKToB.
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GrGaposais | mopephli TEAOBATENEHOC TS 0002)

CYP3A u (mm) CYP2D6).

I''IIOKOKOPTUKOCTEPOU/IbI

I'nroxoKOpTHKOCTEPOUIBI, OnyThka3oH: B KIMHMYECKOM | IIpy  cOBMECTHOM — IIpUMEHEHHH
MeTaboJIM3UpyeMble B MEPBYIO | HCCICAOBAHUM, B KOTOPOM | KOMOWHALMK JapyHaBHp/pPUTOHABHP
ouepens CYP3A (B ToMm umcne | puroHaBup B jo3e 100 mr B |c TJIFOKOKOPTUKOCTEPOUIAMH,
OerameTasoH, OynmecoHmn, | Karcymax 2 pa3a B CYTKH | METabOIM3HPYEeMBIMHU CYP3A
¢ryTHKa30H, MOMETA30H, | MPUMEHUTH B codeTanuu ¢ 50 MkKr | (Hampumep, ¢yTHKa30HA
MIPEAHU30H, TPUAMIIMHOJIOH) ¢uryTHKa30HA MIPONMOHATA | MPONHOHATA nnm JPyTUX

WHTpaHa3ambHO (4 pa3a B CYTKH) B | MHTAJIIMOHHBIX WM  Ha3aJbHBIX
Te4yeHWe 7 IHEH Yy B3I0pOBBHIX | MIIOKOKOPTUKOCTEPOUIOB),  MOXKET

JI0OpOBOJIBIIEB HaOmo1anocks | Bo3pacraTh pHCK pasBuTHL
CYIIIECTBEHHOE MOBBIIIEHHE | CUCTEMHBIX a¢dexToB
KOHIICHTPAIHH GbryTHKa30HA | TIIFOKOKOPTUKOCTEPOUIOB, BKIIFOYAs

ImponuoHaTta B IUIa3M€, B TO BpEMsA | CUHIPOM Kyuera n CYIIPECCHUIO
KaK KOHUOCHTpalWu OSHIAOTCHHOI'0 | HAANIOYCYHHUKOB.
KOpPTHU30Jla CHMKAJIMCh HPUMCEPHO HpI/IMGHeHI/Ie OJHOBPEMCHHO C

Ha 86 % (90 % nmoBepHUTENbHBIH | METAOOIM3UPYEMBIM CYP3A
uaTepBar 82 % — 89 %). Ilpm | TIIOKOKOPTHKOCTEPOUIAMHU HE
HHTAAHOHHOM NPUMCHEHUN | PEKOMEHAYeTCs, 3a HCKIIOYCHHEM

(uryTHKa30HAa MOTYT HaOJIOAAThCS | CIydaeB, KOrJa  HOTECHIMATbHAs
Oonee BbIpakeHHBIE 3(Q¢eKTb. Y | momb3a JUId MAlHWeHTOB IPEBBIIIACT

MAIEeHTOB, MONMyYaroIuX | pUCK. B Takux ciydasx ciexyer
PHUTOHABHP u (bnyTHka3zoH | HAOMIOMATh 3a TANKMCHTAMU  HA
MHTAJSIIIAOHHO WM MHTPAHA3aJIbHO | MPEIAMET  CHUCTEMHBIX 3P QPEKTOB
OTMEYaJnCh CHCTEMHBIE | TIIOKOKOPTUKOCTEPOUIOB.

TIIFOKOKOPTHKOCTEPOUTHBIE Crnenyer paccMOTpeTb, OCOOCHHO B
3¢¢deKxTs,  BKIIOYAs  CHHIPOM | Cly4ae HeOOXOIAMMOCTHU JUTUTEIHLHOTO
Kymunra u CYMPECCUI0 | MPUMCHEHUS, aJbTePHATUBHbBIC
HA/IMOYCYHUKOB. O} deKThl | TMIOKOKOPTUKOCTEPOHIBL, MeHee
BBEICOKOM KOHIIGHTpaluK | 3aBUCHMBIE OT MeTtabommma CYP3A,
¢yTHKa30HA Ha KOHIEHTPAIMIO | HaIpUMeEp, OeKIIOMeTa30H  UIA
pUTOHABHpA B IIa3ME HEM3BECTHHL. | MHTPAHA3AIBHOTO 130031

Jlpyrue  TIIOKOKOPTUKOCTEPOWABI: | MHIAJSIIMOHHOTO NIPUMEHEHHS.
JIEKapCTBEHHBIE B3aUMO/ICHCTBUS HE
n3y4yanuch. KOHIEHTpaumm 3THX
npenaparoB B IUIa3Me€  MOTYT
BO3pacTaTh IPH OJHOBPEMEHHOM
NIPUMEHEHHUU KOMOMHAIMN
JlapyHaBUP/PUTOHABUP, TPUBOAS K
CHIKCHUIO KOHIIEHTPaLuH
KOPTH30J1a B CBIBOPOTKE.

JlekcameTaszoH (CHCTEMHO) He w3yuamoce.  lexcameta3on | [lekcameTrazoH B KadecTBe
MOJKET CHIDKaTh KOHIIEHTPAIMIO | CHCTEMHOTO  TIpermapara  CIeayeT
JapyHaBHpa B IUIa3Me (MHOYKLOUS | IPUMEHATH C OCTOPOXHOCTBIO B
nm3opepmenta CYP3A). COYCTaHUH c KOMOHWHaruen
JlapyHABUDP/PUTOHABUD.

AHTATOHHUCTBI DHAOTEJIUHOBBIX PEHEIITOPOB

Bosenran He H3y4ajoch. CoemectHoe | IIpu COBMECTHOM NIPUMEHEHUH
[IpUMEHEHUE 0Oo3eHTaHa C | KOMOMHALIMU JapyHABUP/PUTOHABUD
KOMOUHaIuen peKoMeHayeTcs MOHUTOPHUHT
JTapyHABHUP/PUTOHABUD MOXKET | MEPEHOCUMOCTH DO3CHTaHA.
MOBBIIIATH KOHIICHTPAIHIO
003eHTaHa B IIa3Me.
bozenran MOXKET CHIKATH

KOHIIGHTPAILlMIO  JapyHaBUpa U
pPUTOHAaBHpa B IuTa3Me (WHIYKITHSL
CYP3A).

AHTUBUPYCHBIE IIPEITAPATHI ITPSIMOI'O TEVMCTBUSA JJISI TEPAITUUA TEITATHUTA C
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Bonenpesup
800 mr 3 pa3a B cyTkH

AUC 6onenperupa | 32 %
Chmin O01IepeBupa | 35 %
Chax Oonienipesupa | 25 %
AUC napynasupa | 44 %
Chin JapyHaBupa | 59 %
Crnax JapyHaBupa | 36 %

Kom0OuHanuo napyHaBup/pUTOHABUD
HE pPEKOMCHIYeTCS MPUMEHATh B
COYeTaHuM ¢ OOLENPEBUPOM.

I'mexanpeBup/muOpeHTacBHP

CoBMecTHOE MIPUMEHECHHE
KOMOHWHANN

JlapyHABUP/PUTOHABUP B COUCTAHUH
c KoMOWHaImen
rJIeKanpeBup/mMOpPEHTacBUP MOJXKET
MOBBICHUTh KOHIIEHTPALUIO
rJeKanpeBupa U NMuOpeHTacBupa B
I1a3Me (uHrHOMpOBaHUE P-
TJIMKOIIPOTEHHA, Oenka

PE3UCTEHTHOCTH paka MOJOYHOU
xenesnl ¥ (mu) OATP1B1/3).

CoBMecTHOE MPUMEHEHHE
KOMOWHAITNH JapyHAaBHP/pUTOHABHUP
C KOMOMWHamen
TJIeKanpeBUp/THOPEHTACBUD HE
PEKOMEHIYETCS.

Cumenpesup AUC cumemnpeBupal 159 % Kombunanmio napyHaBHp/pUTOHABUP
Chin cumenipeupa T 358 % HE PpEKOMEHIYETCs IIPUMEHSATh B
Chnax cumetnipeBupa T 79 % COYETaHUH C CUMENPEBUPOM.
AUC pmapynasupa T 18 %
Chin Tapysasupa 1 31 %
Chnax JApYHABHPA <>
Jloza  cumemnpeBupa B ITOM
nCCIeJOBaHUU B3aMMO/ICHCTBHS
coctapisiia 50 Mr pu COBMECTHOM
MIPUMEHECHUN c
JTapYHABHPOM/PUTOHABUPOM u
150 mMr B rpymnme MOHOTEpanuu
CHMETIPEBHPOM.

DnbacBuUp/Tpa3onpeBUp [Ipennonaraercs, aro xomOmHarus | KomOuHammio napyHaBUp/pUTOHABUP
JapyHAaBHP/pUTOHABUP TOBBICUT | MPOTHBOINOKA3aHO  NPHUMEHATH B
KOHIIGHTPAI[MIO TPa3oOIlpeBHpa B | COUYETAHUU c KoMOWHaImen
m1a3me (nHTHOMpOBaHUE | AyI0acBUp/Tpa3onpeBup (CM. pasfer
n30(hepMeHTOB CYP3A u | 4.3).
OATPI1B).

Tenanpesup AUC Tenanpesupa |35 % KomOunamnuio papyHaBup/pUTOHABHD

750 Mr kaxkaple 8 yacoB

Cumin Tenanpesupa |32 %
Cmax TENManIpeBupa |36 %
AUCi124 napynasupa |40 %
Cnmin mapynaBupa |42 %
Cmax napysaBupa [40 %

HEC PCKOMCHAYCTCA TNPUMCHATL B
COYCTAaHUU C TCJIAIIPEBUPOM

PACTUTEJIBHBIE ITPEITAPATBI

3Bepoboii TIPOIBIPSBIICHHBIN
(Hypericum perforatum)

He wusywanoce. Ilpeanonaraercs,
9TO 3Bep000i  MPOIBIPSBICHHBIN
OymeT CHIDKaThb KOHIIEHTPAITHIO
JapyHaBHpa M PUTOHABHPA B TUIa3Me
(manykums CYP450).

Kombunanmo napyHaBHp/pUTOHABUP
MPOTHUBOIMOKA3aHO  MPUMEHSATh B
COYETaHUU c npenaparamu,
COJIpIKAIMH  DKCTPAKT 3BEpo0Ost
MPOJIBIPSIBIEHHOTO (Hypericum
perforatum). Ecin mNanueHT yxe
HoJxy4yaer 3Bepo0oii

NPOJBIPSBICHHBIH, HEOOXOJUMO €ro
OTMEHUTh M, IO BO3MOXKHOCTH,
NPOBECTH AaHAJIM3 YPOBHS BHUPYCOB.
KoHueHTpanus gapyHaBHpa (a Takxke
PHTOHABHPA) MOXKET IOBBICUTHCS IIPH
OTMEHE 3Bep000sI IIPOIBIPSBICHHOTO.
Hanavenii  wHIyOupyomui 3¢ dexr
MOXET COXPAHATBHCS B TCYCHHE IO
KpaliHeH Mepe 2 Hedelmb Tocle
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TS Reir 3 Epb00h hporbpAAcAbro

(cm. paznen 4.3).

HNHI'NBUTOPBI I'MI'-KO-A-PEJYKTA3BbI (CTATHUHBI)

JloBacrarun He w3yuanocs. Ilpennonaraercs | IloBblenne KOHLICHTPALNH
CumBacTaTus 3HAYUTEIBHOE NOBBILIICHUE | JIOBACTATUHA WM CHMBAacTaTHHa B
KOHLEHTpAllMii  JoBacTaTWHa M | IUIa3Me MOXKET BBI3BaTh MHOIIATHIO, B
CHMBacTaTMHA B IUIa3M€ TIIpH | TOM 4ucie padaomuonus. Taxkum
COBMECTHOM NPUMEHEHUU c | oOpa3om, COBMECTHOE HPHUMEHEHHUE
JApYHAaBHPOM M HHU3KHUMH [03aMH | KOMOMHAIWH JapyHaBHP/pPUTOHABUD
pHUTOHaBHpa (vHrMOMpoOBaHUE | C JIOBACTATHHOM HIIM CHMBACTATHHOM
n3opepmenta CYP3A). MPOTHUBOIIOKA3aHo (cM. paznen 4.3).
ATopBacTaTuH AUC aropBactatuHa 1 B 3-4 paza B cirydae TIPUMEHECHHSI
10 mr 1 pa3 B cyTku Chin aTopBacTatusa T B~ 5,5-10 pa3 | aropBactatuHa ¢  KOMOMHanuen
Crax aTOpBacTaTuHa T B = 2 pasa JlapyHaBHUpP/PUTOHABHP
peKoMeHyeMasi HadajibHas 71032

aTopBacTtaTuHa cocrtaBiser 10 mr 1
pa3 B cyTku. Bo3MoxxHO nocTenenHoe
TIOBBIIIEHHE 03Bl aTopBacTaTHHA B

COOTBETCTBHM  C  KIMHUYECKHM
OTBETOM.
IIpaBactaTun AUC npaBactaruna 1 81 %* Ecnu Tpedyercs COBMECTHOE
40 Mr OJTHOKPATHO Chmin mpaBactaTuaa H/O MPUMEHECHHE TpaBacTaTHHA c
Chnax IpaBacTaTuHa T 63 % KoMOWHAaIen
*B OrpaHMYEHHOW CyONOMyJSIIMU | AapyHaBHP/PUTOHABHD,
MAIUEHTOB HaOJIIOJANIOCH | PEKOMEHIYeTCs HAYUHATH c
YBEIMYCHUE JI0 5 pa3 MUHUMAJTbHOH  BO3MOXHOW  JIO3BI

npaBacTaTWHa € THUTpalMed 1o
JKEIAEMOT0 KIMHUYECKOTO d(deKTa ¢
MOHUTOPUHIOM GE€30MaCHOCTH.

PozyBactatun
10 mr 1 pa3 B cyTku

AUC posyBacraruna T 48 %*

Crax po3yBacraTtuHa T 144 %*

*Ha OCHOBAHHMH OITyOJIMKOBaHHBIX
JaHHBIX

Ecmn Tpedyercs COBMECTHOE
MIPUMCHCHHE po3yBacTaTuHa C
KOMOUWHaIuein
JapyHaBUP/PUTOHABHD,
peKoMeHayeTcs HAa4YUHATh c
MHHHUMAIBHOM  BO3MOJKHOHM  JIO3BI

po3yBacTaThiHa C TUTpauuedl 1o
JKEJIaeMOT0 KIMHUIecKoTo 3¢ dekra ¢
MOHHUTOPHHIOM 0€30MacHOCTH.

JAPYI'ME THITOJIMIIUAEMHUYECKHUE ITPEITAPATBI

Jlomuranun KomOunanus CoBMecTHOE HCTOJb30BaHUE
JTapyHABHUP/PUTOHABUD MOXKET | KOMOWHAIIMK JapyHaBUP/PUTOHABHP
MOBBIIIATh KOHIICHTPAILIUIO | ¥ JIOMHUTAMH/A IPOTUBOIIOKA3aHO (CM.
JOMHUTaNUJa MpU  COBMECTHOM | pasnen 4.3).
WCTIONIb30BaHUN  (MHTHOMpPOBAaHUE
n3opepmenta CYP3A).
BJIOKATOPBI H:-'MCTAMUWHOBBIX PEHEIITOPOB
Panutuaun #AUC napyHaBupa <> Kombunanmo napyHaBup/pUTOHABUP
150 mr 2 pasa B CyTKH #Cmin TapyHaBHpa <> MOXHO MPUMEHSTH B coueTaHuu ¢ Ho-
#Cmax TapyHaBHpa <> THCTAaMUHOBBIX PELenTopoB
Gr0kaTopamu 6e3 KOPPEKIHHU JI03bI.
UMMYHOCYHIPECCAHTHBI
[uxsocnopux He usyuanoce. Konnenrpanus 3Tux | B ciydae cOBMECTHOTO MpUMEHCHHS
Cuponumyc NMMYHOJICTIPECCAHTOB MOXET | PCKOMEHAYETCS  TepareBTUYCeCKUN
Takpomumyc MOBBICUTECS ~ NPH  COBMECTHOM | MOHHTOPHHT KOHIICHTpPAIUHI
NpUMEHEHHH ¢  KOMOHWHAIWeidl | IMMYHOCYIPECCaHTOB.
JTapyHAaBHP/pUTOHABHUP
(nHTHOMpOBaHHE n3odepMenTa
CYP3A).
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DBEpoIUMYC IO %&ME i "BE]‘]E,H.H C TEpQMQf-éﬁne

3BEpOIUMYca c KOMOMHAIMEH
JlapyHaBHUpP/PUTOHABHP HE
pEeKOMEHOyeTCs.

NHT'AJIAINUOHHBIE BETA-AIPEHOMUMETHUKHU

Canmerepon He H3Yy4asioCh. CoBmectHoe | CoBMecTHOE MPUMEHEHHE
MpUMEHEHHE caiMerepoiia M | cauMmerepoJa c KOMOHHAaIHel
JapyHaBHpa C HU3KUMH J03aMH | JAapyHaBUP/PUTOHABHD HE
pUTOHABHpa MOXET MPUBECTH K | peKOMeHayeTcs. B pesynbrare
MOBBILICHHUIO KOHIICHTPALIMI | MCIOJb30BAHUSI JTOW KOMOHHAIMU
calMeTepoia B Tia3me. BO3MOXHO MOBBILIGHHE  pHUCKa
CEepACYHO-COCYANUCTHIX
HEXKEIATSIBHBIX SIBIICHHUIA,
CBSI3aHHBIX c CaJIMETEPOJIOM,

BKJIIo4as yanuHeHue uHtepsana QT,
CHJIbHOE cep/illeOMeHHe U CHHYCOBYIO
TaXUKapIUI0.

HAPKOTUUYECKHUE AHAJIbIETUKWA/TEPAIIMSI OMUOUIHOM 3BABUCUMOCTH

Meranon AUC R(-) meramona | 16 % B Hauane COBMECTHOrO NPUMEHEHMS
MHIUBUAYaJIbHbBIE JIO3BI B | Cmin R(-) MeTamona | 15 % C KOMOHMHAaIueH
nmuanazoHe oT 55 1o 150 mr 1 pa3 | Cuax R(-) MeTamona | 24 % JapyHAaBUP/PUTOHABHP  KOPPEKIUS
B CYTKH JI03bI MeTa/IoHa He TpebyeTcs. Tem He

MEHee, B Cllyua€ COBMECTHOIO
MIPUMEHEHHs] Ha TPOTSDKEHHU Oouiee
JUINTENIbHOTO ~ NEepHoJa  BPEMEHHU
MOXET MOTpeOOBaThCs H3MEHEHHE
JI03BI MeTaJ0Ha BCJIEJICTBHE
MHIYKIUK €ro MeTadonu3Ma oA
JIECTBUEM  puUTOHaBupa  Takum
obpazom, PEKOMEHAYETCS
KITMHUYECKUH MOHUTOPUHT,
MIOCKOJIbKY Y HEKOTOPBIX IMAIlNEHTOB
MOXET HOTpeOOBaThCS KOPPEKIHUS
TOICPKUBAIOIIEH Tepanuu.

Bynpenopdun/Hanokcon AUC o6ynpenopduna | 11 % Kinnnueckas 3HAYUMOCTb

8/2 mMr — 16/4 mr 1 pa3 B cyTkH Chin Oyripenopduna <> YBEJIMYEHUS napaMeTpoB
Chnax Oymiperop¢una | 8 % (hapMaKOKHHETHKH
AUC HopOymnpenopduna 1 46 % HOpOynpeHopduHA HE yCTaHOBJEHA.
Chin HOpOynpenopouna T 71 % IIpu coBMECTHOM NPUMEHEHUU C
Crnax HOpOynpenopouHa 1 36 % KoMOMHaIMeH 1apyHaBUp/pUTOHABHD
AUC nHanokcona «» KOppEKIMs. 1036l  OympeHopduHa
Chin HaJTOKCOHA H/O MOXXET HE TIOTpeOOBaThCsA, TeM HE
Cinax HAJIOKCOHA <> MeHee, PEKOMEHIYETCs TIATeNbHBII

KIUHAYECKHA MOHUTOPHUHT Ha
npeaMeT CHUMIITOMOB OIMMATHOM

TOKCHYHOCTH.

DeHTaHUI CoBmMecTHOE npumenerue | [Ipy  COBMECTHOM  HPUMEHEHHH

OKCUKOZIOH KOMOHMHAIMN KOMOMHAIMK JapyHaBUP/pUTOHABHD

Tpamanon JlapyHaBUp/pPUTOHABUP c | ¢ (eHTaHWIOM, OKCHUKOJOHOM H
(eHTaHWIIOM, OKCHKOJIOHOM WJIH | TpamasiojoM peKoMeHayeTcs

TPaMajoJIoOM  MOXET  IOBBICUTH | KIMHHYECKHH MOHUTOPUHT.
KOHLICHTPALMIO 3TUX aHAJIbIeTHKOB
(uHrnOUpoBaHne  M30(EPMEHTOB
CYP2D6 u (nnm) CYP3A).

ICTPOI'EH-COAEPKAINUE TEPOPAJIBHBIE KOHTPALEIITUBHBIE ITPEITAPATDBI

JpocniupeHoH Bnusiaue koMmOuHaruu | Ecin 3CTPOTECHCOIEPIKAIINE

OTHHHAIACTPAINON JapyHAaBHP/pUTOHABUP Ha | KOHTPAIleNTUBEl TNPUMEHSIOTCS B

(3 mr/0,02 mr 1 pa3 B cyTkn) KOHIIEHTPAIINIO JPOCITUPEHOHA HE | COYEeTaHUHU c KOMOHWHaIuen
U3y4EHO. JTapYHABUP/PUTOHABUP
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OTUHUIICTPAIUOT
Hopatunapon
35 mkr/1 mr 1 pa3 B cyTku

AUC stunmmcrpajuona | 44 FJ()D - %elbﬂ'-:éﬂh;gr@:'ﬂ - 'MIH?SJ'I:LSJ;{;&ﬁHe

Chin dTHHIIICTpaAKONA | 62 %
Chnax dTHHUIACTpaguona | 32 %
AUC nopatunapoHa | 14 %
Cumin HOp2TUHApPOHA | 30 %
Cinax HOPITUHPOHA <>

ANbTCPHATHBHBIX WIH
JIOTIOJTHUTEIIHHBIX Cpe/CTB
KOHTpAICNIIMU. 3a MalueHTKAMH,
MOJTY4aIOIUMHK ACTPOTCHEI B
Ka4yecTBe 3aMEeCTHTEIBHOM
TOPMOHAJILHOM Tepanuy,
Heo0X0IMMO HaOIIOIaTh Ha TPEIMET
CUMIITOMOB 3CTPOTreHOBOM
HEJIOCTaTOYHOCTH.

IIpp  coBMecTHOM  IPHUMEHEHHH
KOMOWHAITNH JTapyHAaBHP/pUTOHABUP
c JPOCIIEpPHHOH-CO/IEPXKALTUMHU
mpenapaTamMmu pexoMeHayeTcs

KIUHAYECKHUH MOHUTOPUHT B CBA3U C
PUCKOM pa3BUTUSA THIICPKAJIUCMUU.

AHTATOHHUCTBI OMIMOUJHBIX PEHHEIITOPOB

Hamokceron

He nzyuanocs.

CoBMecTHOE MPUMEHEHHE
KOMOWHAITNH JapyHAaBHP/pUTOHABUP
M HAJOKCErojia IMPOTHBOIOKA3aHO
(cM. pasnen 4.3).

NHI'MBUTOPBI ®OCPOJUICTEPA3BI 5-I'0 THIIA (®A3-5)

st neduenust  opexTwibHOM | B uccnenoBanum BzammoneictBusi# | [Ipumenenue aBaHaduIa B
JTUCHYHKIIUU COIMOCTaBUMBIC CHUCTEMHBIC | COYCTAHUH c KOMOWHAaIen
Apanagun KOHIICHTPAIIUH cuieHaduia | qapyHaBUpP/PUTOHABHP
Cunpenadun HAOJIOIaJKCh TIOCJIEe OJHOKPATHOTO | MPOTHBOIOKa3aHo (cM. pasmen 4.3).
Tananadun npuema cuiigeHaduia B go3e 100 mr | Jpyrue wnnruburoper O3-5 s
Bapnenagun B BUJIC MOHOTEPAITUY U B I03€ 25 MT' | JICUCHUsI IPEKTUIILHON TUCPYHKIIUHU B
B COYETAaHWM C KoOMOWMHAIMEN | coueTaHnu C KOMOMWHamen
JapyHAaBHP/pUTOHABUP. JapyHaBUAP/pUTOHABHUP ClenyeT
MIPUMEHSATHh C OCTOPOXHOCTHIO. Ecim
MTOKa3aHo COITyTCTBYIOIIEE
MIpUMEHEeHHE KOMOWHAINH
JapyHaBUP/pUTOHABHUP c
cunjeHauioM, BapJcHAQUIOM WIH
TaaanaduioM, pEKOMEHAyeTC s
npueM cuijgeHaduia B pa3oBoii 103e
He BeIIIE 25 Mr 3a 48 4acos,
BapZeHaduia B pa3oBOW 03¢ He
Bbiie 2,5 Mr 3a 72 wyaca wWiu
Taganaduia B pa3oBoii J03€ HE BHIIIE
10 mr 3a 72 gaca.
Jlost JICUCHHUS nerounoit | He H3Yy9aJIOCh. CoBmectHoe | besonmacHast u 3¢dexTuBHas 03a
apTepHaIbHOI THIIEPTEH3NN mpuMeHeHne  cwigeHadpmna W | crwineHadwia st JISUSeHHS JIeTOTHON
CunpeHadur Taganaduia B Ka4eCcTBE MPEMapaToB | apTepHaIbHOW  THIECPTCH3UU  IPHU
Tamanadun TUTS JIeYCHUS JIETOYHOW | IPUMEHEHHH B COYETAaHHH  C
apTepuaibHON  THUIEPTCH3MH W | KOMOWHAIMCH NapyHABHP/PUTOHABUP
KOMOWHAIIMU HEC YCTaHOBJIICHA. [lOTEHIMAIBHO
JTapyHABHUP/PUTOHABUD MOJXKET | BO3MOXKHO YBEIUUCHHUE CBSI3aHHBIX C
MIPUBOJIUTH K MOBBINICHUIO | CHJIICHA(IIOM HEXKEJaTeIbHBIX
KOHIICHTPAIlUN CUJICHA(QUIA WIU | sSBICHWHA  (BKIOYAas  3PUTCIBHBIC
Tajanaduia B Iula3Me | paccTpoiicTBa, TUIIOTCH3HIO,
(nHTHOMpOBaHHE (depMeHTa | ITUTETHHYIO JPEKIIHI0 u
CYP3A). CHHKONAJIBHOE COCTOSTHUE). Takum
o0pazom, COITyTCTBYIOIIEE
MIpUMEHECHHE KOMOWHAIH
JapyHaBUpP/pUTOHABHUP c
cuiaeHahIoM OIS JICYCHUS
JIETOYHOH apTepuanbHON

TUNICPTCH3MU TMPOTHUBOIIOKA3aHO (CM.
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Toashe™ 1 E4BJTOCT ediuberhoe

MIPUMEHEHNE Tajanapuna s
JeueHus. JIETOYHOM apTepHallbHON
TUNEPTEeH3UU c KoMOuHaIen
JlapyHaBHUpP/PUTOHABHP HE
PEKOMEHIyeETCS.

UHI'MBATOPHI IPOTOHHON

| TIOMIIbI

Omerpa3or
20 mr 1 pa3 B cyTku

#AUC napyHaBupa <>
#Cmin TapyHaBHpa <>
#Cmax TapyHaBHpa <>

Kombunanmio napyHaBHp/pUTOHABUP
MOYKHO IPHUMEHSITh B COYETAHUH C
WHTUOUTOpAaMH TPOTOHHOM TOMIIBI
0e3 KOPPEKIMH JT03bI.

CEJATHUBHBIE/CHOTBOPHBIE ITPETTAPATBI

Bycnupon

Knopasenar

Jnazenam

Ocrazonam

®nypasenam

Mpunazonam (mapeHTepaiIbHO)
ommmaeM

Mupazonam (mepopaibHO)
Tpuazonam

He H3y4ajoch.
CenaTHBHBIE/CHOTBOPHBIC
npenaparsl B 3HAYUTEIILHOM 00beMe
METaboJIM3UPYIOTCS N30(ePMEHTOM
CYP3A. CoBMecTHOE NpUMEHEHUE
c KOMOHMHaIueH
JapyHAaBHP/pUTOHABUP MOJXET
BBI3BATh 3HAYUTEIEHOE MOBBIIICHUC
KOHIICHTPALNH TUX IPETIapaToB.
IIpy  CcOBMECTHOM TPHMEHEHUH
MHJa3ojgaMa  IapeHTepajJbHO  C
KOMOWHAaIHen
JlapyHaBUP/PUTOHABUDP  BO3MOXHO

3HAYUTENIBHOE MOBBIIIEHHE
KOHIIEHTpaILU1 3TOro
OensonuazenuHa.  JlaHele  mo
COBMECTHOMY TIPUMEHECHHIO

MHa30aMa  MapeHTepalbHO ¢
IPYTUMH HMHTHOUTOPAMH IIPOTEa3bl
YKa3bIBaIOT Ha BO3MOKHOCTD
MTOBBIIICHUS KOHIICHTPaIu{
MHuJa3osiama B Iiasme B 3 — 4 pasa.

Ilpy  CcOBMECTHOM  NpPUMEHEHUH
KOMOWHAIIMK JTapyHABHUP/PUTOHABUP
C 9TUMH CEJJaTHBHBIMH/CHOTBOPHBIMHU
CpelcTBaMu peKoMeHyeTcs
KIIMHUYECKUI MOHHUTOPHUHT, KpOMeE
TOTO, CIIEAYeT PEUINTh BOMPOC O
CHIDKEHHH J03bI STHX IIPETapaToB.
Ecnmu  mmpazonmam  mapeHTepaibHO
OyzeT MPUMEHATHCS B COYETAaHUH C
KoMOWHAaIen
JlapyHABUDP/PUTOHABHD, JIe4eHue
HEO0XOMMO HAYMHATH B YCIIOBHSIX
OTIEJICHUs] WHTCHCUBHOW Tepamuu

(OUT) wunum B aHAJOTUYHBIX
YCIIOBHSX, B KOTOPBIX MOXET OBITh
obecrieueH TIIATEIBbHBIN
KITMHAYECKIHA MOHHUTOPHHT u

HaJuleKaliass Tepamus B Ciydae
YCHETEHHS JIBIXaTEIBFHOTO IIEHTpa
W/WIH JITUTeNbHON cenanuu. Crenyert
PELINTE BONPOC O KOPPEKUUH 03B
MHIa3ollamMa, B  OCOOCHHOCTH B
cily4ae MpUMEHEHHS STOTO TIpenapara
6oee ueM OJJHOKPATHO.
[Ipumenenue KOMOMHAIMN
JlapyHaBHUpP/PUTOHABHP c
TpPUa30JaMOM WM  MHA30J1aMOM
NepopaibHO MIPOTUBOIIOKA3aHO (CM.
paznen 4.3).

HPEITAPATHBI 1JIA JEYEHUA

MPEXJEBPEMEHHOM DAKYJIAIANA

JlanokceTuH

Her manHbIX.

CoBMecTHOE MPUMEHEHHE
KOMOWHAITNH JapyHAaBHP/pUTOHABUP
U JIAIOKCETUHA IMPOTHBOIOKA3aHO
(cm. pazzen 4.3).

HPEMMAPATHBI JJIA JEYEHUA YYAIEHHOT'O MOYEUCITYC

KAHUA U HEJAEP)KAHUSA MOYH

®dezoTepoanH
Conugenanux

Hert nanHbIx.

Crnenyer coOmoaaTh OCTOPOXKHOCTB
IpU  COBMECTHOM  IPUMEHEHUH
KOMOMHAIMK JapyHaBUP/pUTOHABHD
c YKa3aHHBIMH npenapaTamy.
Heo0Oxomnmo HaOIr0AEHNE 3a
HeXeJaTeIbHBIMH SIBIICHUSIMH,
CBSI3aHHBIMH C (DE30TEpPOIMHOM H
comdeHaIHoM, BO3MOJKHO
noTpedyeTcs CHIDKCHUE JIO3BI
YKa3aHHbIX IPEnapaToB.
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#WccnenoBanus MpoOBOAUIUCH C J03aMH JlapyHaBHpa I&H}llee:];@g&&ﬁg%ﬂ; I;/IEP_I' g: sy UM

PEXUMOM J03UPOBAHUS.

**JpexkTUBHOCT U 0E30MAaCHOCTh MCIONB30BaHUA JapyHaBupa ¢ putoHaBupom 100 mr u
moObiMu pyrumu uHrHOUTOpamMu BUY (Hampumep, (dhoc)ammpeHaBupoM, HeIDUHABUPOM H
tunpanaBupoM) y BUY-uHGUIIMPOBAHHBIX MAllMEHTOB HE ycTaHOBJeHA. COrlacHO TEKYIIMM
pexoMeHmanusaM 1o JiedeHnro BUY-uHOUUIUPOBAHHBIX MAIMEHTOB, PEKUMBI Tepamuw,
BKITIOUAIOIIUE 2 MHTHOUTOpA MPOTEa3bl, KaK MPaBUIIO, HE PEKOMEHIYIOTCS.

HccnenoBanue mpoBOAMIOCH C UCIIOJIB30BaHWEM TeHOhoBUpa au3onpokcuia pymapara 300 mr 1

pa3 B CYTKH.

4.6 ®epTUIBLHOCTH, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

[ToHOLIEHHBIX HCCIEIOBAHUH Y OepeMEHHBIX KESHIIMH 0 OIICHKE BIMSHUS JapyHaBUpPa HA UCXO[
OepeMEHHOCTH HE NPOBOAMIOCH. VccriemoBaHMs Ha >KMBOTHBIX HE BBIBWIM Y JapyHaBUpa
TOKCHYECKOW AKTUBHOCTH WJIM HETaTHBHOTO BIMSHUSA Ha PENPOAYKTHBHYIO (QYHKIHMIO H
depTunabHOCTE. B HccnenoBannsax Ha Kpblcax JapyHaBHp HE OKa3bIBaJl BIMSHUS HA CIIOCOOHOCTh
K Pa3MHOXEHUIO U (PePTHIBHOCTb.

Jlnist HaOmroieHus 3a BIUSHUEM Ha IUJI0OJ] U OPraHU3M MaTepH co3/laH Peructp ciyyaeB npuema
AHTUPETPOBUPYCHBIX MpPENapaToB BO BpeMs OepeMeHHOCTH (Www.apregistry.com). JlaHHBIH
perucTp sBIsSeTcss JOOPOBOIBHBIM MPOCHEKTUBHBIM HAOIIOJaTEIbHBIM UCCIEJOBAHUEM C IENBI0
cOopa ¥ OIIEHKHU JaHHBIX O BIMSIHUU aHTHPETPOBUPYCHBIX MPENapaToB Ha HCXO OEpeMEHHOCTH.
JlaHHBIE O MpPHUMEHEHHM JAapyHaBUpPAa B TIEPBOM TpUMECTpe OEpEeMEHHOCTH IOCTATOYHBI JUIS
OLIGHKM €r0 BIUSHHMS Ha YBEJIMYCHHE DHCKA IOSBICHUS BPOXKACHHBIX aedekToB muiona. K
HACTOAIIEMY BPEMEHH II0Ka3aHO, YTO JAapyHABHP HE YBEIMYMBAET PHCK BO3HHKHOBEHUS
BPOXKICHHBIX JIe(heKTOB IUIOa.

Kombunarus qapyHaBup/puToHaBUP MPH COBMECTHOM IpHeMe ¢ 6a30BOi Tepanuel OleHHBaIach
B KJIMHUYECKOM HCCIIEJOBaHUHU C ydacTHeM 36 OepeMEeHHBIX JKEHIIMH BO BPEMs BTOPOTrO H
TPETBETO €ro TPHUMECTPOB OepeMeHHOCTH. DapMaKOKMHETHYECKHE IaHHBIC IOKA3ald, YTO
KOHLICHTPALlMM JlapyHaBUpa M PHTOHABUPAa BO BpeMs OEpPEeMEHHOCTH OBUTM HHXKE, YeM B
nociepoaoBoM nepuoie (6 — 12 Henens). Bupyconoruueckuii 0TBET COXpaHsuICs B 00eUX IpyIminax
Ha IPOTSDKEHUH BCero uccienoBanus. OTCYTCTBOBaja BEpTUKAIbHAS Iepejadya BUpyca OT MaTepH
K MiIafeHny y 31 NanuMeHTKH, NPUHMMABIINX aHTHPETPOBHPYCHYIO TEPANHIO BIUIOTH JI0
ponopaspenienus. KomOuHamms qapyHaBUp/pUTOHABHP XOPOIIO MEPEHOCHIACh PU MPHEME BO

BpeMsi OEpeMEHHOCTH W B mocieponoBoMm mepuone. [Ipoduns Oe3omacHOCTH B JaHHOM
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NPUHUMAIOIIUX KOMOWHAIIMIO 1apyHABUP/PUTOHABHUD.

Kombunamuo napyHaBup/puTOHABUP MOKHO HazHauaTh OEPEMEHHBIM >KEHIIMHAM TOJBKO B TEX
cilydasix, KOrJa OXHJaemasl Iojb3a €€ NPUMEHEHUs il Oyayliedl MaTepu IepeBelIMBAET
NOTEHLUAIbHBINA PUCK IS TUIOAA.

JlakTanus

HewusBecTHO, criocoOeH 1 1apyHaBUp NPOHHUKATh B IPyIHOE MOJIOKO. MccienoBaHus Ha KpbIcax
MOKa3aJid, 4YTO Mpernapar NPOHUKAET B IPYTHOE MOJIOKO. YUHUThIBas BO3MOXXHOCTh nepegaun BUY
C TPYAHBIM MOJIOKOM, a TaK)K€ PUCK PA3BUTHS CEPHE3HBIX HEKEIATEIBHBIX SIBICHUW Yy JETEH,
CBSI3aHHBIH C BO3JEHCTBMEM Ha HUX JapyHaBupa, BWY-uHQHUIMpPOBaHHBIC >KEHIIMHBI,
NOJIyYaIOLUE 1apyHABUP, TOJKHBI BO3JIEPKUBATHCS OT IPYIHOIO BCKapMIIMBAHMSL.

DepTUILHOCTE

B HCCICO0OBAaHMAX HA KPbICaX HE OBLIO BEISBJICHO BIMSAHHUSA Ha (1)epTI/IJ'IBHOCTB.

4.7 BunsiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMHM M Padorarh ¢
MeXaHHU3MaMH

He mpoBoauiiocs uccienoBaHuil Mo U3y4eHUIo BIMAHUS KOMOWHAIMY JapyHaBUpP/pUTOHABHUP Ha
CIIOCOOHOCTD YIIpaBJIAATh TPAHCHIOPTHBIMU CPCACTBAMH U MCXaHU3MaMMU. OI[HaKO H€O6XO,Z[I/IMO
INPpUHUMAaThb BO BHUMAHUC TOT (baKT, YTO Yy HCKOTOPBIX MAUCHTOB BO BpPCMA JICUCHUA,
BKJTFOYAIOIIETO MPUEM KOMOWHAIIMW JapyHABUP/PUTOHABHUP, HAOIIOAIOCHh TOJOBOKPYKEHUE.
[Ipu mosIBIEHUM TOJIOBOKPYXKEHHS CIEAYET BO3IEPKAThCSl OT BBIMOJIHEHHS YKa3aHHBIX BUIOB

JACATCIIbHOCTH.

4.8 HexxesnaTesibHbIE peakuu

Pesrome mpoduiist 6e300acHOCTH

Hauboiee yacThIMU HEXEIATECALHBIMM SIBICHUSIMH BO BpEM KIIMHUYCCKHX I/ICCJIGI[OBaHI/II\/'I n B
MOCTPECTUCTPATUOHHOM MIEPHUOAC ObLIN: Auapes, TOIHOTa, Cblllb, T'OJIOBHAA 00JIb U pBOTA.
Haubonee uwacTeiMu CCPbC3HBIMU HEXKCIIATCIIBHBIMU  SIBJICHUSAMU OBLIN: ocTpasa Io4dYcuHasd
HEAOCTATOYHOCTD, I/IH(bapKT MHOKap/Ja, CHUHIPOM BOCHIAJIMTCIIBHOT'O BOCCTaHOBJICHHUA
HMMYHUTCTA, TpOM6OI_[I/ITOH€HI/I}I, OCTCOHCKPO3, ANapCAd, ICIaTUT U JINXOpaaKa.

TabauyHoE PEe3IOME HEXKENATEIbHBIX DEAKIIUN

HesxxenaTenbHble peakiuy MPUBEACHBI B COOTBETCTBUH C CHCTEMHO-OpPraHHON Kiaccudukanueil u
C pacrpeieJIeHHeM [0 YaCcTOT€ BO3ZHUKHOBEHHUA. B ka0l 4acTOTHOM IpyrIe HeXenaTeabHble

pCaknu MpeACTaBJICHBI B TOPAAKEC YMCHBIICHUSA UX CCPbC3HOCTHU.
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YacToTa HEXeNaTeNbHBIX SIBICHUM OMpesaesne cnenyﬁgﬁ%\n—l %@&gbﬂ%ﬁﬂ: ';Jc-_fc;' %%'}'/ 10),

gacto (>1/100, Ho <1/10 cnyuae), Heuacto (>1/1 000, Ho <1/100 ciygaes), peaxo (>1/10 000, HO
<1/1 000 cnyyaeB) W YacTOoTa HEW3BECTHa (HEBO3MOXXHO OIICHUTH YacTOTy HA OCHOBaHUU

JIOCTYITHBIX JTAHHBIX ).

CucTeMHO-OpPraHHbIil KJIacce HesxkenarenbHble peakunu

Kareropust yacTorsl

HUnghexyuu u unsazuu

Heuacto I'epriernueckas nHOEKIHUS.

Hapywenus co cmopoHul Kposu u tumgamuueckou cucmembl

Heuacro TpomOorurToneHus, HEUTpOIEeHUS, aHeMHus,
JICKOTICHHUSL.
Penxo D03uHODMITHA.

Hapywenus co cmoponvl uMMyHHOU cucmembl

Heuacto Cunapom BOCCTaHOBJICHUS MMMYHUTETA,

(JlekapcTBEHHas1) TUIIEPYYBCTBUTEIBHOCTD.

OHOOKpUHHbIE HapYUleHUs!

Heuacto ['unotupeos, IIOBELIIIICHUE KOHIEHTpaLNK1

THPEOTPOITHOTO TOPMOHA B KPOBH.

Hapymele MemabonruzmMa u nUMaHusl

Yacrto Jlumoguctpodust (B TOM dHHCIE JUMOTHIEPTPOUS,

nunogucTpodus, nunoarpodus), caxapHbeli auader,

TUIEPTPUTTULEPUIEMHUS, TUNEPXOJIECTEPUHEMUSL,
TUNICPJIMITU ACMUS.
Heuacro [Tonarpa, aHopekcusi, MOHM)KEHUE aINEeTUTa, CHUKEHHUE

MacCChI T€J1a, MMOBBIIICHHUE MACChI TCJIa, TUIICPTIUKEMMUSI,
HHCYJIMHOPC3UCTCHTHOCTh, INMOHWKCHUC KOHLCHTPALUU
JIMTIOIIPOTCUHOB BBICOKOM IIJIOTHOCTH, ITOBBIIICHHEC
aIireTuTa, MOJIMAUIICUS, TIIOBBIIICHHUE  AKTHUBHOCTHU

JAKTaTACTUAPOT€HAa3bl B KPOBHU.

Icuxuueckue Hapywernus

Yacto Becconnurra.

Heuacto Henpeccusi, 1e30pueHTalNs], TPEBOra, HApPYyIICHUsI CHA,
IIaTOJIOTUYCCKHUC CHOBHUJCHUA, HOYHBIC KOIIMaphlI,

CHUKEHUE JIMOU 0.

30



-
Ll

—
|
o et

IE577

P b

o1 19.11.2024 W=

TEBETCTEYET ZKCNEPTHOMY OTYETY

Pemko CryraHjocTs ' @1(;'31;1;@4;}:‘- BA T IRFOC Il-a?_é'i'l-b'd:é;{hﬂ,
OCCIIOKOMCTRBO.

Hapywenus co cmoponwl neperoti cucmemoi

Yacrto l'omoBunass  Gonb, mepudepuueckass  HeWpomaTus,
TOJIOBOKPY>KEHUE.

Heuacro 3aTOPMOKEHHOCTb, TAPECTE3Us, TUIIECTE3US, TUCTEB3US,
HapyIIeHUs BHUMAaHHS, HapyIIeHUs MTaMSITH,
COHJIMBOCTBD.

Penko OOMOpOK, Cymoporu, areB3us, HapymieHue putma Qa3

CHa.

Hapywenus co cmoponul opeana spenus

Heuacto I'mnepemMuss  KOHBIOHKTUBBI, CYXOCTb  CIIM3UCTOH
00O0JIOYKH TJ1a3.
Penxo Hapymenue 3penus.

Hapywenus co cmoponul opeana ciyxa u 1abupunma

Heuacto

BecTtuOynsipHoe rooBokpy eHue (BEpTHro).

Hapywenus co cmoponul cepoya

Heuacto WNudapkr  muokapaa,  CTEHOKapIus,  YyUIMHEHUE
untepana QT Ha ayekTpoKaparOoTpaMme, TaXHUKaP U
Penko OcTtpeiii HHGAPKT MHOKap/la, CHHYCOBasi OpaauKapaus,

OIIYIICHHUE CepIIeOnCHHUS.

Hapywenus co cmopoHul cocy0og

Heuacto

IloBpImieHNE ApTEPHUAJIBHOT'O AaBJICHUA, «IIPUITUBBD).

Hapywenus co cmoponul OvixamenvHoti cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPe0OCMeHUs

Heuacto Opplika, Kamieab, HOCOBOE KPOBOTEUEHHUE, IIEPIICHUE B
ropJe.

Penxo Punopes.

Kenyoouno-xkuweunvie napyuieHus

OueHnb yacto Huapest.

Yacro TomnoTa, pBOTa, 607K B 00JACTH )KMUBOTA, TTOBHIIIICHUE
AKTUBHOCTHU aMUJIa3bl B KPOBH, IOUCIICIICHUA, B3AYTUC
KHUBOTA, METCOPHU3M.

Heuacto [Tankpearut, racTpuT, racTpod3odareanbHbIN pedIrroke,

apTO3HBIA CTOMATUT, IMO3bIBBI K PBOTE, CYXOCTh
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obiactu JKMBOTa, 3arop, IOBBIIICHUC AKTUBHOCTHU
JMmnasbl, OTPBDXKKA, HAPYIICHHUEC UYYBCTBUTCIIBHOCTH B

POTOBOM MOJIOCTH.

Penko Cromarurt, pBoTa ¢ KpOBbIO, XEUIIUT, CyXOCTb CIIM3UCTOMN

000I109KH Ty0, HAJIET Ha SI3bIKE.

Hapywenus co cmoponul neuenu u srcenuesvi800awux nymet

Yacro [ToBbIlIeHNE aKTUBHOCTHU alaHMHAMUHOTpaHCchepasbl.

Heuacto I'ematuT, UUTOIUTHUYECKUN T'eMaTUT, CT€aTO3 IMCUYCHHU,
rermaToMeranus, MTOBBIIICHHUE aKTUBHOCTH
TpaHCaMHUHA3bI, MOBBIIICHUE aKTUBHOCTH
acmapraTaMuHOTpaHc(epassl, TOBBIIIICHUE

KOHIIGHTpalMu OunupyOnHa B KpOBH, IOBBIIICHHE
aKTUBHOCTH  WIENOYHOW  ¢ocdaTa3el B KPOBH,

MOBBIIIEHNE AKTUBHOCTH raMMa-TiyTaMuiITpaHchepassl.

Hapymesz CO CMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHel

Yacro Ceinb (B TOM 4YMCIEe MakyJsipHas, MakyJolamyse3Has,

namnyJse3Has, )puTeMaTo3Has U 3yJs1ast ), 3y.

Heuacto AHTMOHEBPOTHUYECKUH OTEK, I'€HEPAIM30BAHHAS CHIIb,
QJUIEPTUYECKUN  IepMaTUT, KpaluBHULA, D3K3€Ma,
JPUTEMA, TUIIEPTUAPO3, HOYHAS MOTIMBOCTD, AJOMELHNs,

AKHEC, CYXOCTb KOXH, IMT'MCHTAIUA HOT'TEH.

Penko JlekapcTBeHHas CHINb ¢ Y03UHOMWINEH U CUCTEMHBIMU
nposisinenusimMu (DRESS-cunnpom), cunapom CtuBeHca-

JlxoHcoHa, MynbTHGOpPMHAs JpuUTeMa, JEPMATHUT,

ceOopeHbIi JI€pPMaTHT, MOBPEKICHUS KOXH,
KCEpOAECpMUSL.
Yacrora Hen3BeCcTHA Tokcnueckuii 3MUACPMAIBHBIL  HEKPOJIM3, OCTPBIM

reHepaIn30BaHHbINA SK3aHTEMATO3HBIN MyCTYJIE3.

Hapywenus co cmoponwvl mvluieunotl, ckeiemHou U COeOUHUMENbHOU MKAHU

Heuacto Muanrus, OCTEOHEKPO3, MBIIIICYHBIE CIa3MBl,
MBIIIEYHAs CJIa00CTh, apTpairus, 00Jb B KOHEYHOCTSX,
0CTEOIopO3, MTOBBIIICHHE AKTHBHOCTH

KpeaTuH(pocPOKnHA3bI B KPOBH.
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CKOBAaHHOCTbB B CyCTaBax.

Hapywenus co cmoponul nouek u mMouesvigo0sauux nymei

Heuacto Octpasgs  mnodeyHass  HEIOCTATOYHOCTb,  IOYEYHas
HEOOCTAaTOYHOCTBD, IIOYCHYHOKaAMCHHas 6OHG3HB,
MOBBIINICHNUC KOHLCHTpAIlUKM KpCaTHHUHA B KpPOBH,
MPOTCHHYPUsI, OWIMPYOWMHEMUs, AU3YpUs, HOKTYPHS,

MOJIJIAKUypHSL.

Penxo CHuKeHHe 0YEeYHOro KIIMpeHca KpeaTHHUHA.

Hapywenus co cmoponuvl penpodykmusHotl cucmembsl U MOJIOYHBIX JHcelle3

Heuacto DOpeKTHIIbHAs TUCPYHKITUS, THHEKOMACTHS.

Obwue napywenus u peakyuu 8 mecme 86e0eHusl

Yacto AcCTeHus, yCTaIO0CTh.
Heuacto Jluxopanka, 60J1b B TPYAHOU KJIETKE, IepudepuIecKuit
OTeK, HEJIOMOTaHue, OLIyIICHUE xKapa,

pa3ApaKUTEIbHOCTD, OOJIb.

Penxo O3HO00, TII0X0€ CaMOYyBCTBHE, KCEPO3 KOXKHU.

Onucanue OTACILHBIX HEXKEIATEIbHEIX PEAKIINN

Cuine

B xIuHMYECKHUX UCCIIEIOBAHMIX B OCHOBHOM HAOIOAANIACH CHIMb JISTKOW WM CPEeIHEH CTENeHH.
ChIllb "aIe BCEro MOsBISIACH B TEUCHHE MEPBBIX YETHIPEX HEJENb Tepaluu W ucdesala Mmpu
MPOJIOJDKCHUH TIpueMa mpenapara. [Ipu pa3BUTHU KOXHBIX PEAKIUN TSHKEIION CTeeHH (CM.
pasznen 4.4).

B Xome KiIMHMYECKHUX HCCIENOBaHUI y MAlleHTOB, paHee IOJy4YaBIIMX TEpanulio, ChIlb,
HE3aBHCHUMO OT €€ MPUYHHBI, 00Jiee YacTO BO3ZHHUKAIA MIPHU MPHEME CXEM JICUCHHSI, COJIEPIKAIIIIX
JapyHaBUP U paiTerpaBup, 4YeM MpH MpHeMe JapyHaBUpa Oe3 paiTerpaBupa WIH palTerpaBupa
0e3 napyHaBupa. Celrtb, 00YCIOBIICHHAS MPUEMOM Tperapara, MosBIIsIaCh CO CXOHON YaCTOTOM.
Bo3HukaBmas B KJIMHHUYECKUX HCCIEIOBAHMIX ChIMb ObLIa JIETKOM M CpeAHEH CTEleHUu U He
IPUBOJMIIA K NIPEKPAILEHUIO Tepanuu (cM. pa3aen 4.4).

Jlunooucmpoghus

KomOuHMpoBaHHas aHTUPETPOBUPYCHAsE Tepamusi BBI3BIBACT MEpepaclpesielieHne JKupa
(munmoguctpoduio) y mammeHtoB ¢ BUY. Jlunomucrtpodus mnposiBiasiach B BUAE TOTEpPHU

nepuepuyeckoro M IMOJKOKHOTO JKHUpa B 00JACTH JIMLA, YBEIUYEHUS BHYTPUOPIOUIHOTO H
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JIOPCOLIEPBUKAILHON 0051aCTH («ObI4Mii TOPO»).
Hapywenus co cmoponvl obmena sewgecms
KomOuHMpoBaHHasi aHTUPETPOBUPYCHAS TEpaIus MOXET MPUBECTU K TaKUM HapyIICHUSAM, Kak
TUIEPTPUTIUIEPUIEMHUS], TUIIEPXOJIECTEPUHEMHUSI, UHCYJINHOPE3UCTEHTHOCTb, THUIEPTIIMKEMHUS,
TUTEPIaKTATeMUsI, a TaKKe MOBBIIICHUE MAcChl Tela W KOHIICHTPAIMH JIUIIHUIOB B KPOBH (CM.
paznen 4.4).
Hapywenus co cmoponul ckenemuo-muludedHol mKaHu
[ToBbIIeHHE aKTUBHOCTH KpeaTHH(POCHOKUHA3BI, MUAITHS, MHO3UT M PadAOMUONN3 (PEIKO)
OTMEUAINCh TPU UCIOIB30BAHUM HWHTHOMTOPOB TPOTEa3bl, OCOOCHHO B COYETAaHUU C
HYKJICO3UTHBIMU HHTHOUTOpaMH 00OpaTHOM TPaHCKPHUIITA3bI.
bbuin oTMeueHBl ciydau OCTEOHEKpO03a, OCOOEHHO Yy TMAalHUEeHTOB C OOLIenpU3HAHHBIMU
dakTopamu pucka, ¢ 3aboneBanneM BWY Ha mo3mHeN cTaguu WM JUIMTEIBLHOE BpeMs
MOJTyYaONMX KOMOMHHUPOBAHHYIO aHTHPETPOBUPYCHYIO Tepamuio. YactoTa BO3HUKHOBEHUS
OCTEOHEKpO3a Hen3BecTHa (CM. pazaen 4.4).
Cunopom occmanognenus UMmMyHumema
Y mnamuentoB ¢ BUY w TsKenoil cTenmeHbI0 HWMMYHOAEPUIIMTA B MOMEHT Hadaia
KOMOMHHPOBAHHOW aHTUPETPOBUPYCHOMN TEPAITMK MOTYT BO3HHUKATh BOCTIATIUTEIbHBIC pEaKIIUY Ha
0eCcCUMITTOMHO MPOTEKAIOIIHE HIIM OCTATOYHbIE HHPEKInU. Takke HaOI0JaCh AyTOUMMYHHBIC
3aboneBanus (HarpuMmep, 6oae3Hb [ peliBca u ayTonMMyHHBIHN renaTuT). OTHaKo Bpems 10 Havasia
3a00yieBaHUsl MOXXET BapbUpOBaTh, M Takue 3a00JI€BAaHUS MOTYT HAUMHATHCS CITYCTSI MECSIIbI
noclie Hauana tepamuu (cMm. paszaen 4.4).
Kposomeuenus y nayuenmos c cemogpunuetl
Habmronanoce yBenuueHue 4acTOThl CIIOHTAHHBIX KPOBOTEUEHUN Yy MAIMEHTOB C TeMOGUIHEH,
MOJTYYAIOITUX aHTHPETPOBUPYCHBIE HHTHOUTOPHI TTPOTEa3bl (CM. pazzen 4.4).
THayuenmoi ¢ kounghexyusamu supycrnoeo cenamuma B u (um) C
VY manweHToB C JaHHBIMU HHQEKIUSMH, MOTYYAOIIUX KOMOWHAIMIO JapyHaBUP/PUTOHABUD,
4acTOTa BOSHUKHOBEHHS HEXKENATEIbHBIX SBJICHUM U HapYIICHUH OMOXMMHYECKHX MapaMeTpoB
Oblla HE BBINIE, YE€M Yy MAIlMEHTOB, MOJYYAIONIMX KOMOWHAIIMIO JapyHaBUp/pUTOHABUD Oe€3
komHpeknun BUpycoM rematuta B u (wim) C, 3a HCKIIOYEHHWEM TMOBBIMICHUS AKTHBHOCTH
MEYCHOYHBIX TpaHcamuHa3. KoHIIEHTpalys B Tuia3Me y MalueHToB ¢ Ko-uHpeknue u 6e3 Hee
Obl1a cpaBHUMA (CM. pazzaen 4.4).

eTu
YactoTa, TUI U CTENEHb TSKECTH HEXKENATENbHBIX PEaKlui MpHU MPUMEHEHUU IapyHAaBHpa y

I[GTGﬁ 1 TOAPOCTKOB ObLIH CpaBHUMBI C TAKOBBIMHU Y B3POCJIbIX MAIIUCHTOB.
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COOGH.IGHI/IH 0 TOA03PpEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0ImIaTh O TMOA03PEBACMBIX HEKEIATCIbHBIX PEAKIMIX IOCIE PETUCTPAIUH
JICKApCTBEHHOTO Tperapara ¢ IeNbl0 00eCIIeYeHNsT HePEPHIBHOIO MOHUTOPUHTA COOTHOIICHHS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeIUIMHCKUM PaOOTHUKAM PEKOMEHIYeTCs
coo0maTh O JIOOBIX MOI03PEBAEMbBIX HEKEIATEIBHBIX PEAKIMIX JIEKAPCTBEHHOTO Iperapara
Yyepe3 HallMOHAIbHBIE CHCTEMbI COOOIICHHUST O HEKEIAaTEIbHBIX PEAKIUAX FOCYIapCTB — YWICHOB
EBpa3uiickoro 3KOHOMHUYECKOT0 COH03a.

Poccuiickas @enepanus

®denepanbHas Ciryx0a 1Mo Haa30py B chepe 3ApaBOOXpaHEHUS

Anpec: 109012, r. Mocksa, CraBstHCKasl miiomaip, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEICKOMMYHUKALMOHHOM ceTH «MHTepHeT»:

http://roszdravnadzor.gov.ru/.

4.9 Ilepeno3upoBka

CuMITOMBI

Caenenust 00 OCTpOil mepeo3upPOBKE MPH MpHUeMe JapyHaBHpPa B KOMOUHAIINHN C PUTOHABHPOM Y
JOJIeH OTpaHUYCHBI. 3I0POBBIC TOOPOBOJIBITEI MPUHUMAIH OJTHOKpaTHO A0 3200 Mr napyHaBupa
B BHJIe pacTBopa u 10 1600 Mr B Bue TabMETOK AJapyHaBUpa B KOMOWHAIIUYA C PUTOHABUPOM, TIPU
3TOM HEOJIaronpusTHBIX 3P(PEKTOB HE OTMEUECHO.

Jleuenue

Cnemuduuecknii aHTUAOT HeW3BecTeH. [Ipu mepemo3upoBKe CIEAyeT NPOBOAUTH OOIIYIO
MOJJIEPKUBAIOLIYIO TEPAIUI0 C MOHUTOPUPOBAHUEM OCHOBHBIX (PU3MOJIOTMYECKUX MOKa3aTeNeH.
JlapyHaBup MpeuMYyIIECTBEHHO CBSI3BIBAETCS C OEJIKaMH IJ1a3Mbl, TO3TOMY 3HAYUMOE yJlaJeHHe

AKTUBHOU CYOCTaHIIMHM METOJIOM JMaIN3a MAJIOBEPOSTHO.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1 ®apmakoaMHaMH4YecKHe CBOMCTBA

®dapmakoTepaneBTUYECKass TpPYyIIa: MPOTUBOBUPYCHBIE CPEJACTBA CUCTEMHOIO JCHCTBUS,
IPOTHBOBUPYCHBIE CPEJICTBA MPSIMOTO NEHCTBHSI; HHTHOUTOPHI IPOTEA3.

Koxg ATX: JOSAE10

MexaHu3M IeHCTBUS
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JlapyHaBUp sBJsETCS MHTHOHTOPOM iMepusdimn u KArATmimee kol akfHBiroci Hpoteasni

BUpyca uMMyHoaedumuTa yenoseka 1-ro Tuna (BMU-1), cpoactso k mporeaze BUY (Kp) =4,5 x
1012 M. IIpenapar u3bupaTenbHO HHrHOUPYET paclienienue nonunporennos Gag-Pol BUU B
MH(QUIMPOBAHHBIX BUPyCAaMH KJIETKaX, MPEIOTBpaIias oOpa3oBaHUE MOTHOICHHBIX BHUPYCHBIX
YACTHII.

IIpoTrBOBUpPYCHAA aKTUBHOCT iK1 Viiro

JlapyHaBup IposBISET aKTUBHOCTh POTHUB JIA0OPATOPHBIX INTAMMOB U KIMHUYECKUX HU30JIATOB
BUU-1, a Taxxe npotuB mabopatopHbix mrammoB BIY-2 B nuHMsIX ocTpo nHpumupoBanubix T-
AUMGOLMTOB,  MOHOHYKJIEApHBIX  KJETKax  rnepudepuyeckoil  KpoBM  4eJoBeKa U
MOHOIIMTax/Makpodarax yenoBeka, ¢ Meauanoi 3HadeHus 50 % 3¢ddexkTrBHON KOHLIEHTpAIH
(EC50) ot 1,2 no 8,5 umonw/n (0,7 — 5,0 ur/mi). JlapyHaBup HpOSIBISET NPOTHUBOBUPYCHYIO
AKTHBHOCTH 1N Vitro Mo OTHOIIEHHUIO K ITUPOKOMY CTIEKTPY MEePBUUYHBIX n30J1T0B BIUY-1 rpymmsl
M (A, B, C, D, E, F, G) u rpynnsr O ¢ EC50 ot <0,1 1o 4,3 HMoib/m1.

Otn 3HaueHnsa EC50 HaMHOTrO HMDKE JMaria3oHa KOHLEHTPALWH, BBI3BIBAIOIIMX TOKCUYHOCTH B
50 % xnerok (ot 87 go > 100 MKMOITB/T).

Pe3ucTeHTHOCTD

Cenekius pe3UCTEHTHBIX K napyHaBupy BUU-1 «aukoro tumnay in vitro Obuia ;utensHoO# (6oee
3 net). OToOpaHHBIC BUPYCH HE MOTJIM PACTH B MPUCYTCTBUU KOHIICHTPAIMA TapyHABUPA BBIIIE
400 umomnb/n. Bupychkl, oroOpaHHbIE B 3THX YCIOBUSX U JEMOHCTPUPYIOIINE CHUXECHHYIO
BOCITPUUMYHUBOCTH K AapyHaBupy (B 23 — 50 pa3), conepxkayim 2 — 4 aMIHOKHUCIIOTHBIX 3aMEHBI B
reHe mporeasbl. CHUKEHHAs BOCIPUMMYHMBOCTD K JapyHaBUPY B IOSBUBIIMXCS B PE3YJbTATE
CeNIEKIMU BHpYycaxX B JIAHHOM 3KCIIEPHUMEHTE HE MOXKET OBITh OOBACHEHA MOSABICHHEM 3THX
MYyTalUi B T€HE POTEA3bI.

[1o maHHBIM KIMHUYECKUX UCCIIETOBAHNN Yy NAIMEHTOB, PAHEE MOJy4aBIINX AHTUPETPOBUPYCHYIO
Teparnuio, BUPYCOJIOTUYECKUN OTBET Ha JapyHABHP B KOMOWHAIIMH C pPUTOHABUPOM B HU3KOH /103€
CHIJKAJICS, KOT/1a B HayaJsle NCCIeI0BaHMs IPUCYTCTBOBAIM WIIM B XOJI€ JICUEHUS Pa3BUBAINCH 3 U
Oosiee MyTaIuy, CBSI3aHHBIX C PE3UCTEHTHOCTHIO K napyHasupy (V111 V321, L33F, 147V, 150V,
I54L v M, T74P, L76V, 184V u L89V).

Kparnocts noBeimennst EC50 napynaBupa mo cpaBHeHuto ¢ ucxoanoi (fold change, FC) 6nuia
CBSI3aHA CO CHM)KEHUEM BHPYCOJIOTMYECKOTO OTBETAa. bbUIM OnpeneneHbl BEPXHUNW W HUKHHMI
knuHu4eckue noporu B 10 u 40 pas. M3omatsl ¢ ncxognoi FC < 10 pa3 BocnpUMMUUBBI; H30JSThI
¢ FC or 10 mo 40 pa3 obGnamganu CHUKEHHOW BOCIPUUMYHUBOCTHIO; M30JsThI ¢ FC > 40 Obutn
PE3UCTEHTHBIMH.

Bupycel, BBIIEICHHBIE OT MAIMEHTOB, MOJTYYAaBIIMX KOMOWHAIIWIO JapyHABUP/PUTOHABHP IO

600/100 mr 2 pa3a B CyTKH, Y KOTOPBIX pa3BUjIach BUPYCOJIOTHYecKas Heylaua B BU/IC PELUANBA,
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BOCTIPUMMYMBEI K TUIIPAHABHUPY MOCIIE JICUCHHUS B MTOIABIISIONIEM OOJNBIINHCTBE CIIy4aeB.
Haubonee Hu3kas yactoTa pa3BUTHS PE3MCTEHTHOCTH HAOIIOAANach y MAalMEHTOB, paHee He
MOJIyYaBUINX JICYEHHS] CPEICTBAMU AHTHUPETPOBUPYCHOW Tepamuu, KOTOphIE BIEpPBbIE Hayalld
MoJIy4aTh AapyHABUP B KOMOMHALIMU C APYTUMU MperapaTtaMyu aHTUPETPOBUPYCHOM Teparnuu.

IlepekpecTHas pe3UCTEHTHOCTD

FC napynaBupa 6buta meree 10 mist 90 % u3 3309 KIMHUYECKUX U30JSITOB, PE3UCTEHTHBIX K
aMIpeHaBUpYy, aTa3aHaBUpPY, WHIAUHABUPY, JIONUHABUDPY, HEJI(PUHABUDPY, PHUTOHABHUDY,
CaKBUHABHPY U (WJIM) TUIPAaHABUPY, YTO YKA3BIBAET, YTO BUPYCHI, YCTOMUMBHIE K OOJIBUIMHCTBY

I/IHI‘I/I6I/ITOpOB MMpOTCa3bl, OCTAOTCA BOCIIPUUMYNBLIMU K JAPYHABUDPY.

5.2 PapmakokuHeTHYECKHE CBOMCTBA

dapMaKOKMHETUYECKHE CBOMCTBA IapyHaBUpa, IPUMEHSIBIIET0Cs B KOMOUHAIIMU C PUTOHABUPOM
U3YYaIUCh Y 3I0POBBIX 100poBONbIeB 1 y BUU-uH(uMpoBaHHbIX manueHToB. KoHIleHTpanun
JapyHaBUpa B IIa3Me OBLIM BHINNIC Yy MAlMeHTOB, HHPuIMpoBaHHBIX BUY-1, ueM y 310pOBbIX
Jrofieil. ITo pa3inuyue MOKHO OOBSICHUTH 00jiee BBICOKUMHU KOHIIEHTPAIMSIMU aibda-1-Kucioro
TJIMKONPOTEMHA Yy TAaInueHToB, WH(umupoBaHHbix BUY-1, 9TO nNpuUBOAUT K YBEITWYEHUIO
KOJIMYECTBA JlapYHABUpPA, CBSA3aHHOTO C anbda-1-KUCHABIM TIMKOMPOTEHHOM IUIA3MBI, U
clieZioBaTeNbHO, OoJiee BBICOKOM KOHIIGHTpauuu B Iuta3me. JlapyHaBup meraGonusupyercs B
ocHoBHOM m3odepmeHTamu CYP3A. PutonaBup unrudupyer nzopepmentsl CYP3A nedyenu u,
TEM CaMbIM, CYIIECTBEHHO MOBBIIIAET KOHIIEHTPALIMIO JapyHaBUPA B MIa3Me.

AOGcopbuus

[Tocne mpueMa BHYTpPH JapyHaBHpP OBICTPO BCACHIBACTCS B JKEITYJOYHO-KHUIIIEYHOM TpPAKTE.
MakcumanbHasi KoHIEHTpanus napyHaBupa B TUia3Me€ (Cmax) B TPUCYTCTBUHM HHU3KOW JO3BI
puToHaBHUpa gocturaercs uepe3 2,5 — 4,0 4. AOcomtoTHas OMOJOCTYITHOCTH OJHOW JIO3bI
napyHasupa (600 mMr) mpu npueMe BHYTpb COCTaBHIIAa OKOJIO 37 % M yBEIWYHIIACh TPUMEPHO 10
82 % B mpucyrcrBuu puronasupa (100 mr nBa pasa B cyrku). OO1iee BIMsSHUE PUTOHABHpA HA
OMOJOCTYIMHOCTh JIapyHaBUpa COCTOSJIO B MPUMEPHO 14-KpaTHOM yBEIWYEHHHM KOHIEHTpalUu
JapyHaBHpa B IUIa3Me IOCe OAHOro npuema BHYTph 600 Mr mapyHaBupa B KOMOWHAIIUU C
puronaBupom (100 Mr aBa pasza B CyTKH).

[Ipn mpueme HATOIIAK OTHOCHTENbHAS OMOIOCTYMHOCTh JapyHaBUpa B MPUCYTCTBUU HU3KOM
036l puTOHaBUpa Obuta Hibke Ha 30 %, yem mpu mpueme Bo Bpems efbl. CienoBaTenbHO,
JapyHaBUp HY>KHO IPUHUMATh BMECTE C PUTOHABUPOM BO BpeMsl eibl. XapaKTep MUIIH He BIUSII
Ha KOHLIEHTpAIlMU JapyHaBHUpa B IJIa3Me.

Pacrnpenenenue
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TJIMKOTIPOTEUHOM.
[locne BBeneHHs BHYTPUBEHHO OO0BEM pacipenesieHus] JapyHaBUpa B KaueCTBE MOHOTEpAIHH
coctaBmsur 88,1+59,01 (cpemnuii £ cTaHZapTHOE OTKJIOHEHHME) W Bo3pactan no 13144991
(cpenHuii = cTaHIapTHOE OTKJIOHEHHUE) B MPUCYTCTBUH puToHaBupa (100 mr 2 paza B CyTKH).

Buorpancdopmarus

B skcnepumMenTax in vitro Ha MUKpOCOMAax IMEYEHHU YeJOBeKa ObLIO MOKAa3aHO, YTO JAapyHABUD
noJiBepraercs MPEUMYIIECTBEHHO OKHUCJIUTEIHHOMY MeTaboIn3My. HapyHaBup
METa0OMM3UPYETCsS TMPEUMYIIECTBEHHO B TIEYCHH CHCTeMOW mutoxpoma P450, mourn
uckmountensHo uzodpepmenrom CYP3A4. MccnenoBanue, B KOTOPOM 3/10pOBBIE TOOPOBOJIBIIBI
npunarManu *C-1apyHaBup, MoKa3ano, uTo GOMNbIIAS YacTh PaAMOAKTHBHOCTH B IIa3Me MOCIHE
oaHokpatHoro mpuema 400 mr mapyHaBupa u 100 Mr putoHaBupa NPUXOAWIACH Ha OJIIO
HEU3MEHEHHOTO0 JapyHaBupa. Y 4YeloBeKa HWICHTU(QHUIMPOBAHO, 1O MEHBIIEH Mepe,
OKHCJIUTETFHBIX METAa0ONHNTa JapyHABHPA; aKTUBHOCTH BCEX ITHX META0OJIUTOB B OTHOIICHUHU
«aukoro Tunay BUY cocrassia meree 1/10 oT akTUBHOCTH caMOTO IapyHaBHpA.

OJIMMUHALNA

Iocne oxHokparHoro npuema 400 mr '“C-napynasupa u 100 Mr puToHaBupa okosno 79,5 % u
13,9 % paanoakTHBHOCTH OOHApYXHMBAJIOCh B Kalle M MOYE COOTBETCTBeHHO. Ha momro
HEU3MEHEHHOI0 JapyHaBHUpa npuuuiocsk okoio 41,2 % u 7,7 % paanoakTUBHOCTHU B KaJleé U MOYE
cootBeTcTBeHHO. KOoHeuHbIi neproa noyBeiBenenus (1) mapyHaBupa cocTaBuil 0Koio 15 4 npu
ero mnpuemMe B KOMOMHaIMM C pUTOHaBUpoM. KimpeHc napyHaBupa mociieé BHYTPUBEHHOIO
BBeneHus: 150 mr cocraBun 32,8 n/4 (6e3 putoHaBupa) u 5,9 /4 B MPUCYTCTBUU HU3KOU JO3BI
pUTOHABHpA.

JINIta MoKMUJIOro Bo3pacTa

[TonynsauuoHHbIN apMakoKuHETHYeCKU aHann3 y BUY-uHGUIIMPOBAHHBIX MMAIIMEHTOB MTOKa3all
OTCYTCTBHUE 3HAYMMBbIX pa3IUunii (papMaKOKMHETHUYECKUX apaMeTPOB AapyHAaBUPA B BO3PACTHOM
rpynmne 18-75 net (B aTor aHanu3 ObuiM BKIOYEeHB! 12 BUY-uHOUIMPOBAHHBIX MAlUEHTOB B
Bo3pacte 65 net u crapie). TeM He MEHee, JaHHBIE TT0 TPUMEHEHHUIO JapyHaBUpa y TAIlMEHTOB
crapiie 65 neT orpaHuYeHHBI (CM. pazaen 4.4).

Ilos0BEIE pa3INYnd

[MonmynsaumoHHbli (hapMaKOKMHETHUECKUI aHAIM3 BBIIBHII HECKOJbKO Ooiee Bbicokue (16,8 %)
KOHIIEHTpanuu napyHasupa y BUU-undunmpoBansbix xeHuH, yeM y BUY-unbumpoBanHbIX
My>kuuH. [laHHOE pa3nuuue He ABISETCS KIMHUYECKU 3HAUUMBIM.

ITarmeHThI ¢ HapyIIcHUAMHU d)VHKHI/II/I IIOYCK
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PGSYJ'IBTaTBI HcciacaJoBaHus C UCIIOJIb30BaHHEM

NOKa3ajau, 4To OKoyo 7,7 % NpUHATON A03bl JapyHaBHpa 3KCKPETHPOBAIOCH C MOYOH B
HEM3MEHEHHOM BHJE. Y TAalMEHTOB C HapyIIEHUSAMH (QYHKIUU TOYeK (HapMaKOKUHETHKY
JApyHaBUpAa HE U3ydYalHd, HO TONYISIIMOHHBIM (apMaKOKMHETHYECKMH aHalu3 I0Ka3all
OTCYTCTBHE 3HAYUMOTO HM3MEHEHHUs (apMaKOKMHETHUYECKHX TapaMeTpoB napyHaBupa y BUY-
UHQHUIMPOBAHHBIX MMAIMEHTOB C YMEPEHHO BBIPRKEHHBIMU HAPYHICHUSMH (QYHKIUHU IOYEK
(knupenc ceiBopoTouHOoro kpearnHuHa 30-60 mi/mun, n = 20) (cM. paznenst 4.2 u 4.4).

ITanmeHTHl ¢ HapYIICHUSIMH (bVHKHI/II/I INCYCHU

JapyHaBup mMeTaboau3upyeTcss U BHIBOAMUTCS MPEUMYIIECTBEHHO Me4YeHblo. B nccnenoBanuu ¢
PUMEHEHHEM HECKOJIBKUX J103 AapyHaBHpa B KoMOMHaIuK ¢ putoHaBupom (600/100 mr) nBa paza
B JICHb OBLJIO MTOKA3aHO, YTO 00IIast KOHIEHTpAIMA JapyHaBHpa B IJ1a3Me Y MAIIMEHTOB C JIETKUM
(xmacc A mo mikanie Yaitna-ITeto, n=8) u ymepeHHbIM HapyiieHueM GyHKIHUH redeHu (kiaacce B mo
mkane Yaina-ITet0, n=8) OblTM CpaBHUMBI C TAKOBBIMH TTapaMeTpaMH Yy 370POBBIX JiHil. Tem He
MeHee, KOHLIEHTPAIMH HECBSI3aHHOTO IapyHaBHpa ObUTn mpuMepHo Ha 55 % (kiacc

A no mkane Yaitna-Ileto) u 100 % (xknacc B nmo mkane Yaina-Ileto) Beime. Knunuueckas
3HaYUMOCTb ATOT'O MOBBIIICHUS HEU3BECTHA, U Mpenapat J{apyHaBup cieayeT IpUMEHSITh Y TaKHX
MallMeHTOB C OCTOPOXKHOCTHIO. ddexT Tsmkemoro HapymeHuss GYHKIUA T€YEHU Ha
(apMaKOKUHETHKY apyHaBHpa He uzydancs (cM. paznensl 4.2, 4.3 u 4.4).

bepeMeHHOCTE M ITOCIEPOIOBOU ITEPUOT

[Ipu mpueme xkoMOuHanuu napyHaBup/putoHaBup B no3e 600/100 mr 2 pasa B CyTKH WIH
800/100 mMr 1 pa3 B cyTkm B cocTaBe KOMOWHHMpPOBAHHOW aHTUPETPOBHPYCHOM Tepamuw,
KOHIIGHTPALlMU JapyHaBHpa M PUTOHABHpA B IJIa3Me KPOBH OBbLIM HUXKE MPU MpPHUEME BO BpeMs
OepeMEHHOCTH IO CPABHEHHWIO C TAKOBBIMH TPU MPHUEME, B MOCIEpOoAoBOi mepuoa. OmHako,
(dhapMaKOKMHETHYECKHE TTapaMeTphl HECBSI3aHHOTO (AKTMBHOTO) JapyHaBHpa OBLIN CHH)XCHBI B
MEHBIIIEH CTENeHH, TaK KaKk BO BpeMsi OepeMEeHHOCTH HaOII0faeTcs yBelnyeHHe KOHIEHTpaluu

cBOOOIHOM (hpaKIMU AapyHaBHpa 10 CPABHEHHIO C TAKOBOI B ITOCIEPOIOBOM IEPHO/IE.

Jdannbie papMaKOKMHETHKHN 001Ero JapyHaBHUPA MocJie NpueMa KOMOUHAUM
napyHaBup/puronaBup B 103e 600/100 mr 2 paza B CyTKH B paMKaX CXeMbl
AHTHPETPOBHUPYCHON Tepanuu BO BTOPOM TpUMecTpe 0epeMeHHOCTH, TPeTheM

TpUMecTpe 6epeMEeHHOCTH U MOCIepoI10BOM MepHo/e

®apmakokuHeTuka | Bropoi TpumecTp Tpertuii TpumMecTp IHocseponosoii
o0uIero 1apyHapupa | 06epeMeHHOCTH OepeMeHHOCTH nepuon (6-12
(cpennee + cranaptioe | (n=12)a (n=12) HejeJb) (n=12)
OTKJIOHCHUE)

Cinax, HI/MI 4668+1097 5328+1631 6659+2364
AUC 124, HT*u/MI 39370+£9597 45880+17360 56890+26340

39



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
o7 13 11:El:|24 Nz .’_':':l._ L
Cinin, HI/MII 19224825 26611269~ I=HVEA T BREHH516= VUL

JanHble (papMaKOKHHETHKH 001Iero JapyHaBUpa MocJie NpueMa KOMOMHAIMHA
napyHapup/putonasup B 103e 800/100 mr 1 pa3 B CyTKHM B paMKaXx cXeMbl
AHTHPETPOBUPYCHOI Tepanuu BO BTOPOM TpUMecTpe 0epeMeHHOCTH, TPeTheM TpuMecTpe

GepeMeHHOCTH U MOCJIEPOI0BOM MepPHo/Ie

DapMaKOKHHETUKA Bropoii Tpumectp Tpertuii TpumecTp IMocaepoxosoii
0011ero 7apyHaBupa OepeMeHHOCTH 0epeMeHHOCTH nepuon (6-12
(cpemnee + cTaHmapTHOE (n=17) (n=15) Heaesb) (n=16)
OTKJIOHEHHE)

Crax, HT/MI 4964+1505 5132+1198 7310£1704
AUC244, HI*u/MI 62289+16234 61112+13790 92116429241
Cmin, HI/MJI 12844542 1075+594 1473+1141

VY >KeHIIMH, MOTyYaBIIUX KOMOUHAIMIO JapyHaBup/putonasup B 1o3e 600/100 mr 2 paza B cyTkH
B TeuyeHHe 2-ro TpuMecTpa OepeMEeHHOCTH, cpeaHue 3HaueHUus Cmax (MakcHUMalbHas
KOHIIEHTpanus napyHasupa B miazme), AUC on (Tutomanp 1moj KpUBOM «KOHIICHTPALIASI-BPEMSI»
yepe3 12 4 mocne nmpuema mnpenapata) U Cmin (MMHUMalIbHas KOHILIEHTpAlMs JapyHaBUpa B
IU1a3Me) JapyHaBHpa ObUIM, COOTBETCTBEHHO, Ha 28 %, 26 % u 26 % HWXe 10 CPaBHEHUIO CO
3HAUEHUSAMHU JaHHBIX IIOKa3aTejaell B mocieponoBoM mnepuone. Bo Bpemsa 3-ro Tpumectpa
6epemeHHOCTH 3HAUCHUSI Cmax, AUC 121 U Crin JapyHaBHpa ObUIH, COOTBETCTBEHHO, Ha 18 %, 16%
HIKE U Ha 2 % BBILIE 110 CPABHEHMIO CO 3HAYEHUSIMU JAHHBIX MOKA3aTelIed B MOCIEPOIOBOM
nepUoze.

VY JKeHIIMH, TOJy4YaBIIUX KOMOMHAIMIO AapyHaBup/putoHasup B go03e 800/100 mr 1 pa3 B cyTku
B TeuyeHHe 2-ro TpuMecTpa OepeMEeHHOCTH, cpeaHue 3HaueHUus Cmax (MakcHUMalbHas
KOHIIEHTpanus napyHaBupa B miazme), AUCosn (TUtomanp 1moJy KpUBOM «KOHIICHTPALIASI-BPEMSI»
yepe3 24 u. mocne npuema mnpenapara) U Cmin (MUHMMaIbHAs KOHILEHTpAIUsl JapyHaBUpa B
IU1a3Me) JapyHaBHpa ObUIM, COOTBETCTBEHHO, Ha 29%, 32% u 50% HMXe MO CpPaBHEHUIO CO
3HAYEHUSAMHU JaHHBIX I[IOKa3aTeliel B MociaepodoBoM Imepuoge. Bo Bpemss 3-ro Tpumectpa
6epemeHHOCTH 3HAUCHUSI Cmax, AUC24n 1 Crin JTapyHaBHpa ObUIH, COOTBETCTBEHHO, HA 29 %, 32%
1 50 % HIKE 10 CPaBHEHUIO CO 3HAYEHUSIMH JIaHHBIX IIOKa3aTesel B IOCIEPOAOBOM IIEPUOJIE.

eTH

dapMaKOKMHETHKA JapyHaBHpa B KOMOMHAIIMU C PUTOHABUPOM IpHU MPUMEHEHUHU | pa3 B CyTKU
m3ydainach y 12 nereil, paHee He NOJYYaBIIMX JICUCHUS MpernaparaMyd aHTUPETPOBUPYCHOM
Tepanuu, B Bo3pacte oT 12 no 18 ner m maccoil tena He MeHee 40 xr. Ilpu nmpuéme y HuX
koMOuHarmu aapyHaBup/putoHaBup 800/100 mr 1 pa3 B CyTKM KOHLEHTpAIHs JapyHaBUpa B

miasMe ObUla COMOCTaBUMa C TaKOBOM y B3POCHBIX, MPUHUMABIIMX KOMOWHAIUIO
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napynasup/putonaBsup 800/100 mr 1 pa3 B CyTKw. Taﬁﬂi:'&%gégtﬁ'ﬁﬂ_m#étkg E[(';%lBKa,

npuMeHsiemass | pa3 B CyTKH, MOXET OBITh HCIIOJIb30BaHA y TOJPOCTKOB, paHEe MOTyYaBIIHX
JedeHue, B Bozpacte oT 12 1o 18 net ¢ maccoit Tena He meHee 40 kr, 63 MyTaIuii, CBSI3aHHBIX C
pesucteHTHOCTHIO K napyHaBupy (V111 V32I, L33F, 147V, IS0V, I54M, 154L, T74P, L76V, 184V
u L89V), yposaem PHK BUY-1 B mnazme <100 000 xommii/mMa u uuciaom kiaetok CD4+ >100
kJeToK X 106/ 1 y B3pocinbIx (cM. pa3zaen 4.2).

dapMaKOKHHETHKA TapyHAaBHpa B KOMOWHAIIMU C PUTOHABUPOM IPHU MIPUMEHEHUU | pa3 B CyTKHU
n3yyanach y 10 gereid, paHee nojiy4aBIIUX JIEYEHHE, B BO3pacTe OT 3 10 6 JeT, ¢ Maccoi Tena oT
14 no 20 xr. I[lpm ucnonp3oBaHUM MOAOOpPAHHOW TO Macce Tella JO3UPOBKH HaAOII0Manach
KOHILIGHTpallus JapyHaBUpa B IUIa3Me, CpaBHMMash C TAaKOBOM Yy B3pPOCIBIX, MOJIYYaBIIMX
koMOnHammo napyHaBup/putonasup 800/100 mr 1 pa3 B cyrku. Kpome Toro, mpu
MOJICIUPOBAHUN WU CHUMYJISIIMKA (apMaKOKMHETHKH JapyHaBHpa y neted ot 3 mo 18 et
MOJATBEP)K/IEHA KOHIIEHTpalUsl JapyHaBUpa B IUIa3Me, HaOmonaeMas B KIMHHYECKHX
UCCIICIOBAHMSIX; OBUIM  TaKXKe  yCTAHOBJICHBI  CXEMBl  JIO3UPOBAHHUS  KOMOWHAIIUU
JTapyHaBUpP/pUTOHABHP | pa3 B CYyTKH HA OCHOBE MAacChl TeJa JJIs JIETe C Maccol Tella He MeHee
15 xr, KOTOpBIC MOJydYadud WJIA HE TMOJIydalu TMpenaparbl aHTUPETPOBUPYCHOW Tepanuu, 0e3
MYyTaIii, CBSI3aHHBIX C Pe3UCTEHTHOCTRIO K napyHasupy (V111, V321, L33F, 147V, 150V, 154M,
I54L, T74P, L76V, 184V u L89V), ¢ ypoaem PHK BUNY-1 B mnazme <100 000 komuii/mMa u
ypcniom knetok CD4+ >100 knetok x 10%1 (em. paszgen 4.2).

dapMaKOKMHETHKA JapyHaBHpa B KOMOWHAIIMK ¢ PUTOHABUPOM ObLiIa M3ydeHa y 74 neTel, paHee
MOJTy4YaBIINX JICUEHHUE, B Bo3pacte oT 6 1o 17 ner, ¢ maccoit Tena He MmeHee 20 Kr. Y CTaHOBJIEHO,
YTO y TaKuX JeTed MpH NMPUMEHEHHWH I03bl, MOAOOPAaHHON B 3aBHCHMOCTH OT MAacChl Tena,
napaMeTpsl (PapMaKOKHHETUKH CPABHUMBI C TAKOBBIMU Y B3POCIBIX MAIlMEHTOB, MOTYYArOIIHX
KoMOuHanuo aapyHasup/putorasup 600/100 mr 2 pasa B cyTku (cM. pasnen 4.2).
dapMaKOKMHETHKA JapyHaBHpa B KOMOWHAIIMK ¢ PUTOHABUPOM ObliIa M3ydeHa y 14 neteit, panee
I0JIy4aBLINX JIEUEHHUE, B Bo3pacTe OT 3 10 6 seT, ¢ Maccoi tena ot 15 no 20 xr. YcraHoBieHo,
YTO y TaKuX JeTel MpH NPUMEHEHHWH I03bl, MOAOOPAaHHON B 3aBHCHMOCTH OT MAacChl Tena,
napaMeTpbl papMaKOKMHETUKH CPaBHUMBI C TAKOBBIMU Y B3POCIBIX MallMEHTOB, MOJIYYarOIINX

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

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1 IlepeuyeHb BcnoMorarebHbIX BelIECTB
Japyaasup, 150 mMr, TaOIETKH, TOKPLITHIE INIEHOYHON 000I0YKO

AHopo:
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(NMOCNEOOBATENEHOCTE 0002)

MukpoxkpucTauinyecKkas 1elIoa03a

KpeMHuust quoKcH 1 KOJUTOU THBIHA
Kpocnosugon

[Tomucopbat 80

Komosunon

Hatpus creapuna pymapar
Cocmag obonouxu:

O6omouka Omnaapaii OembIii:
[ToMBUHUIOBBIN CIUPT
Makxkporoi 4000

Turana TMOKCHU]T

Tanpk.

JlapyHasup, 400 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

AHopo:

MUuUKpOoKpHUCTAIITHYECKas 1IEeIUTI0I03a
Kpemuust 1TMOKCH KOJITTOUAHBII
KpocnoBugon

[Momucopbat 80

Komosunon

Hatpus creapuna pymapar
Cocmasg obonouku:

O6omnouka Onaapait opaHXeBbI:
[ToMBUHUIOBBIN CIUPT
Makporoa 4000

Turana quokcu

Tanbk

Kpacurens xeneza OKCUI AKEAThIN

Kpacurens xeneza OKCUl KpACHBIM.

JlapyHasup, 600 mr, TaOJIETKH, MOKPHITHIE INICHOYHON 000J10YKON

AHopo:

MukpokpucTajiinuecKas 1eJuIra03a
Kpemnus auokcua KoJImouaHbINA

Kpocnosugon
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[onucop6ar 80 (MOCNEOOBATENEHOCTE

R
U]

(R RO TP

Komnosuaon

Hatpus creapuna pymapar
Cocmas obonouku.

O6omouka Omnaapaii opaHKEBbII:
ITonMBHUHUIIOBBIN CIUPT
Makxkporoi 4000

Twutana quokcug

Tanbk

Kpacurens xeneza OKCHUT KENThIH

KpacuTrens xene3a okcuJ KpacHbIH.

Jlapyrasup, 800 mr, TaOJIETKH, ITIOKPEITHIE INIEHOYHON 000I0YKON

AHopo:

MuKpoKpHCTaIAYeCcKast IeJITI0I03a
Kpemuust 1MOKCH KOJITTOUAHBII
Kpocnosugon

[Momucop6at 80

KomnoBuon

Hatpus creapuna pymapar

Cocmas obonouxu.

O6onouka Onaapait TeMHO-KpaCHBIN:
ITonMBHUHUIIOBBINM CIUPT

Maxkporoa 4000

Twutana quokcug

Tanbk

KpacuTrens xene3a okcug KpacHbIH.

6.2 HecoBMecTHMOCTD

He npumenumo.

6.3 Cpok rogHocTH (CPOK XpaHEHHs )

2 roxa.

6.4 OcoObie Mepbl NPEeAOCTOPOKHOCTH NPH XPAHEHUH
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XpaHuTh pu TeMnepaType He Boiiie 25 °C. (NOCNEOCBATENEHOCTEL 0002)

6.5 XapakTep u cogepkaHue IEPBUYHON YIIAKOBKH

240 tabnetok mo3upoBkoi 150 mr, 60 Tabmerok mo3upoBkoit 400 mr u 600 mr, 30 TabeTok
no3upoBkor 800 Mr B OaHKy W3 TOJHMMPONWICHA WJIM TOJUATHUICHA HHU3KOTO JIaBJICHHUS,
YKYIOPEHHYIO KPBIIIKON I JIEKAPCTBEHHBIX CPEACTB C KOHTPOJIEM IIEPBOIO BCKPBITUS U3
IIOJIMDTUJICHA BBICOKOI'O aBJICHUA. CBO60,Z[HO€ MMpOCTPAHCTBO B GaHKe 3aIlOJIHAIOT BaToOU
MEUITMHCKOW TUTpocKonnueckoi. Ha 6aHKy HaKJIEMBaIOT dTHKETKY CaMOKJIESIITYFOCS.

1 6aHKy BMeCT€ C JINCTKOM-BKJIABIIIIEM [TOMEIIAIOT B MAYKy KapTOHHYIO.

6.6. OcoOble Mepbl TNPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKAPpCTBEHHOr0 TIpenapara WJIH OTX0A0B, TNOJYYEeHHBIX TMOCJe TPUMeHEeHHs
JIEKApCTBEHHOI0 Mpenapara, i Ipyrue MaHUMYyJIsIHH C MPenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

000 «MPBUH 2»

140000, MockoBckast 061acTh, T. JIrooepisl, yin. Korensaudeckas, a. 13, momemenue 11, koMmHaTta
1.

Ten./akc: +7 (495) 800-77-87.

7.1 IlpeacTaBuTe b Iep:KaTeNsl PericCTPAlHOHHOIO Y10CTOBEPEeHHS

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus

000 «MPBUH 2»

115230, r. Mocksa, 1-it Haraturckuit mpoesq, 1. 10, ctp. 1, a/s 332.
Ten./dpaxc: +7 (495) 800-77-87.

8. HOMEP PEIT'NCTPAIIMOHHOI'O YOCTOBEPEHMUSA

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOJATBEPXJIEHHSI PETHCTPAILIMU,
IHNEPEPETUCTPALINN)

JlaTa nepBoii perucTpanuu:
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10. IATA IEPECMOTPA TEKCTA

OO6mras xapakTepuCTHKA JICKapCTBEHHOTO npemnaparta JlapyHaBup 10CTymmHa Ha HTHGOPMAIIMOHHOM
noptane EBpa3uiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIMOHHO-KOMMYHUKAIIMOHHOW CETH

«UuTepuer» http://eec.eacunion.org/ .
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