COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 10.09.2025 N= 22686

OBLIASI XAPAKTEPUCTHKA JIEKAPCTBEHIFOFO TIPEITAPATA 1004

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

PanterpaBup-AMEJIAPT, 400 mr, Ta0ieTKH, MOKPBITHIC IICHOYHONW 000JI0UKON

2. KAYECTBEHHbBIW 1 KOJIMYECTBEHHBIA COCTAB

JleiicTBytol1ee BEIIECTBO: paITerpaBup

Kaxnas Tabnerka conepxut 400 mr panterpasupa (B BUIE palTerpaBupa Kajaus)
BcenomorarenbHble BelllecTBa, HAIMYME KOTOPBIX HAJIO YYUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npenapara: jlaktosa (cMm. pasuen 4.4.).

ITomubIi MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCIICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOH.
OBaJibHBIE JIBOSIKOBBIITYKJIBIE TA0JIETKH, HOKPBITHIE MJICHOYHON 000JI0YKOM Oeoro WM MoyTH

OeJoro 1BeTa.

4. KINMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

Jleuenne BMY-1 undexknun B KOMOMHAIIMK C APYTUMH aHTHUPETPOBUPYCHBIMH TperapaTamu y
B3POCJIBIX, TIOJIPOCTKOB M JIETE€H, HaUMHas ¢ 6 JIET U C Maccoi Teja He MEeHee 25 Kr, Kak paHee

MOJTY4YaBIINX, TAK U HE MOJYYABIINX AHTUPETPOBUPYCHYIO TEPAMHIO.

4.2 PeskuM 103MPOBAHUS U CIIOCO0 NPHUMEHEHHS

PexxuM 103upOBaHUs

Jleuenne mnpemaparom PanrerpaBup-AMEJIAPT npomkeH mnpoBOauTh Bpad, OOIaTarOIIHil
JIOCTAaTOYHBIM OMbITOM Tepanuu BUY-undexuun.

Jleuenne mpenaparom PanterpaBup-AMEJIAPT mnpoBoasT B KOMOMHAMM ¢ JPYyTUMH
AHTUPETPOBUPYCHBIMHU IIpENapaTaMHu.

Pexomennyemas noza npenapata PanterpaBup-AMEJIAPT nmns neuenuss BUU-1 undexuun y
B3pociblx — 400 Mr X 2 pa3a B CyTKH.

Oco0bIe I'pynnbl DaMCHTOB

Iayuenmur noxcunozo 6ospacma
Koppekuust 10351 y MOXKUIIBIX TAIIUEHTOB HE TpedyeTcsl.

llayuenmul ¢ napywenuem ynkyuu novex
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THayuenmoi ¢ HapywieHuem yHKyuu neveHu
Koppekuust 10361 y TAIMEHTOB C HapylieHHeM (DYHKIHUU TEYEHU JIETKOW WM CpeTHEH CTeneHu
TshKecTH He TpeOyercs. bezonmacHOCTh U 3¢ (HeKTUBHOCTD panTerpaBupa y HalMeHTOB C TSKEIbIMU
COIMYTCTBYIOIIMMHU 3a00JI€BaHUSIMHU I[€YEHH HE YycTaHoBJeHa. Takum o0pas3oM, mpenapar
PanterpaBup-AMEJIAPT cnenyer npUMEHATH C OCTOPOXKHOCTBIO y HALMEHTOB C TSKEIOU
MEYEHOUYHON HEJ0CTaTOYHOCThIO (CM. paznensl 4.4 u 5.2).

eTH
Pexomennyemas no3a npenapara Panrerpasup-AMEJIAPT netsam c¢ 6 net u Mmaccol Tejia He MeHee
25 xr —400 Mr x 2 pa3a B CyTKH.
[Ipenapar He crneayeT MpUMEHSTH Y JeTel B Bo3pacTte /10 6 JIET U ¢ Maccoi tena MeHnee 25 kr (B
CBSI3H C HEBO3MOXKHOCTBIO OOECIICUUTh PEKUM JTO3UPOBAHHUS).

Cnoco6 IIPUMCHCHUA

BnyTps.

Tabnerku mnpenapata PanrerpaBup-AMEJIAPT wHens3st keBarh, pas3nambiBaTh. Ilpemapar

MPUMCHACTCA BHC 3aBUCUMOCTHU OT IIPpUCMa ITUIIIN.

4.3 IIpoTBONOKA3AHUA
['MnepuyBCTBUTENBHOCTh K paJITErpaBUpPy WM K JHOOOMY M3 BCIIOMOTaTeNIbHBIX BELIECTB,

NIEPEYUCIICHHBIX B pazzaene 6.1.

4.4 Oco0ble yKka3aHusi 1 MepbI NPEJI0CTOPOKHOCTH NPH NPHUMEHEHHH

[TannenToB ciexyeT MHGOPMUPOBATH O TOM, YTO COBPEMEHHBIE aHTUPETPOBUPYCHBIE MpenapaThl
He uzneunBaoT BUU-undekuio u He npeaoTBpamiatot nepenavy BUY apyrum oM ¢ KpoBbIO
WIM TpU TOJIOBBIX KOHTakTax. XOTSA JI0Ka3aHO, 4TO 3(¢EeKTHBHOE IOJABICHHE BHUpYca
AHTUPETPOBUPYCHON Tepamuel CYIIECTBEHHO CHIDKAET PHUCK Meperaud HHQGEKIUH I0JIOBBIM
IIyTE€M, OCTATOYHBIM PUCK HCKIIIOUYaTh HeNb3s. Bo Bpems sieueHus mpenaparom Panrterpasup-
AMEJIAPT manueHThl JIOJDKHBI — MPOJOJIKATh  COOMIOJATh  COOTBETCTBYIOIIHME  MEPBI
0€30I1aCHOCTH.

Taxoke MarUeHThl JOJDKHBI ObITh MPOMH(OPMHUPOBAHBI O TOM, YTO Y HUX BCE €Ie MOTYT
pa3BUBaTbcd MH(PEKIMH WM JApPYrHe€ COCTOSHUS, pacmpocTpaHeHHele cpenu BUY-
MH(QUIUPOBAHHBIX MAUEHTOB (OMMOpTyHUCTHUeckue uHpekuuu). Bo Bpems Tepanuu
npenapatoM PanrerpaBup-AMEJIAPT ouenb BaxkHO ocTaBaTbcs 1101 HAOIIOIEHUEM Bpaya.
PanrerpaBup MMeeT OTHOCUTENIBHO HU3KUI T'eHEeTHUYECKUI Oapbep K pa3BUTHIO PE3UCTEHTHOCTH,
MOSTOMY JUIsl TOBBbIIEHUS S(PQPEKTUBHOCTH JIEUEHHs] M CHIKEHHMS pHUCKa pPa3BUTHUSA

PE3UCTEHTHOCTH K Tpernapary paiTerpaBup HEoOXOAMMO Ha3HAayaTh B KOMOWHAIIMHM C JBYMS
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BaxxHO 00BSICHUTH MallMEHTaM HEOOXOAUMOCTh U3yYHTh HHCTPYKIHUIO MO PUMEHEHHIO (JIMCTOK-
BKJIAJIBIII) II€pe]l HauajoM Tepanuu npenapatom PanrerpaBup-AMEJIAPT u nepeunthiBaTh €€
KaX/bll pa3 NpH MOJIyYEHUH OYEpPEeJHOro peuenta oT Bpaya. [lanueHTbl AOIKHBI OBITH
IPOMH(GOPMUPOBAHBI 0 HEOOXOJUMOCTH COOOIIATh Bpady O MOSIBICHUH KaKUX-TH00 HEOOBIYHBIX
CHUMIITOMOB, JTUOO COXPAaHEHUH WJIH YXYIIICHUH JIF0O0T0 HEM3BECTHOTO CUMIITOMA.

CI/IHZ[DOM BOCCTAHOBJICHUI UMMVYHHUTCTA

Ha navanpHbIXx 3Tanmax komOmHMpoBaHHOW APBT y BUY-uHGUUIHMpPOBaHHBIX MAallUEHTOB C
TSOKEIIBIM UMMYHOJIE(PHUIMTOM MOXKET Pa3BUTHCSA TaK Ha3blBa€Mblil CHHIPOM BOCCTaHOBJIECHHUS
MMMYHHUTETA, TO €CThb BOCHAJIUTENbHAS PEaKLMsl HA OECCUMIITOMHO TEKYIIME UM OCTaTOYHbIE
ONIMOPTYHUCTHUECKHUE NH(DEKINH (LLUTOMETAIIOBUPYCHBIM PETUHUT, THEBMOILIMCTHASI THEBMOHUS,
BbI3BaHHAs Pneumocystis jiroveci, nucceMUHHPOBAHHBIC MJIM OYaroBble MHKOOAKTEpUAIbHbIC
UHQEKIMM U JAp.). DTO MOXKET CIIOCOOCTBOBATh YXYALICHUIO KIMHMYECKOI'O COCTOSHUS U
YCUJICHUIO UMEIOIMUXCST CUMITOMOB. OOBIYHO Takasi peakiysi MOXKET HaOII0JaThbCs B TIEPBBIC
HEJeNM WM MECSIbl T0CiIe Havaja KOMOMHMpPOBAaHHOW Tepamuu. JIroOble BOCHATUTEIbHBIC
CHUMIITOMBI JIOJIKHBI ObITh OLIEHEHBI M IPU HEOOXOIMMOCTH Ha3HAYEHO JICUEHHE.

[Tpu pa3BUTHH CHHIpPOMa BOCCTAHOBJICHHMSI UMMYHHMTETa OBLIM ONMCAaHbl TAKUE AyTOMMMYHHbIE
paccrpoiicTBa, kak basemoBa Oone3np. TeM He MeHee pa3BUTHE TAaKUX HAPYIICHUH MOXKET
Ha0JII0/1aThCS Yepe3 MHOTO MECSLIEB MOCIIE Havasa JICUEeHHUS.

OcTeoHekpo3

HecMmoTpst Ha TO, 4TO 3THOJIOTHS JAHHOTO OCJIOKHEHHsI CUMTAeTCsl MHOTO(aKTOpHOU (BKIrOYast
Tepanuio KOPTUKOCTEPOUJIAMHU, YIIOTPEOICHNUE aIKOT0JIs, TAKENIbI UMMYHOIe(ULIUT, BEICOKUN
MHJEKC Macchl TeJia), OMMCAHbl ClIyuyau pa3BUTHS OCTEOHEKPO3a, 0COOEHHO Ha MO3/HUX CTaIUAX
BUY-undexnum w/wim npu AauTenbHOM mnpueMe komOuHupoBaHHOM APBT. Ilamumenram, y
KOTOPBIX MOSBHJIMCh TAaKUE CUMIITOMBI, Kak 00JIb B CyCTaBaX, CKOBAaHHOCTb WJIM OTpaHUYEHUE
MOJIBU’KHOCTH, HYXHa CpPOYHasi KOHCYJIbTAIlMsl CIIEUAIKCTA.

Tsoxenpie PEAKIIMHM CO CTOPOHBI KOXKH U PCAKIINU THIICPUYYBCTBUTCIBbHOCTHU

[TomydeHbl pgaHHBIE O TSOKENbIX (MOTEHUMAIBHO KM3HEYTPOXKAOMUMX) W (paTanbHbBIX
HEXENATENIbHBIX pEeakUMsIX CO CTOPOHbI KOXM Yy MAalUeHTOB, IPUHUMABIIMUX Ipernapar
PanrerpaBup-AMEJIAPT B coctaBe KOMOMHUPOBAHHON Tepanuu ¢ APYTUMHU JIEKAPCTBEHHBIMU
CpecTBaMH, aCCOLIMMPYIOIHUMHUCS C 3TUMH HEXKENATEIbHBIMU PEAKIUAMH, TAKUMHU KaK CUHAPOM
CruBeHca-J[DKOHCOHa M TOKCHYECKHMH SHUAEpMaibHbI Hekponu3. Takxke cooOmanock o
peakuysaX THUIEePYyBCTBUTEIBHOCTH, KOTOPBIE MPOSBISINCH B BUJIE CBHIIM I'€HEPAIM30BAHHOIO
XapakTepa, U MHOT/1a OPraHHOM TUC(YHKIINY, BKIIIOYas IEYEHOUYHYI0 HEIOCTaTOYHOCTh. Criefyer

HEMEJUIEHHO MPEKpaTUTh MNpuMeHeHue mnpenapara PanrerpaBup-AMEJIAPT u apyrux
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NPU3HAKK WM CHUMIITOMBI  TSDKEIBIX PEAKUUid CO CTOPOHBI KOXHM WU PEaKluu
TUTIEPUYYBCTBUTEIIBHOCTU (BKIIIOYASI TSDKENYI0 KOXKHYIO ChIIlb WM ChIllb, COMPOBOXKIAIOLIYIOCS
JUXOpPaaKoM, o0llee HeJOMOraHue, cladocTh, OONM B MBIIIIAX WJIA CYCTaBaxX, MOSIBICHUE
BOJIJIBIpEN Ha KOXe, MOBPEXJACHUS B POTOBOW MOJOCTH, KOHBIOHKTHUBHUT, OTEK JIUIA, I'EMaTHUT,
903UHO(DHUITNIO, AaHTHOHEBPOTHYECKHI OTEK, HO HE OTPAHHYUBASCh TOJLKO UMH). B 3THX cirydasx
HEOOXOAMMO MOHHMTOPUPOBATH KIMHUYECKUM CTAaTyC, BKJIIOYAs AKTUBHOCTh «IIE€YCHOYHBIX)
aMUHOTpaHcdepas3, U HayaThb COOTBETCTBYIOIIYIO Tepanuio. HecBoeBpeMeHHOE MpeKpalleHue
tepanuu npenaparoMm PanrerpaBup-AMEJIAPT unu apyrumu JieKapCTBEHHBIMU CPEACTBAMM,
ACCOIMUPYIOIIUMHUCS C 3TUMH HEXKENATEIbHBIMHU PEAKIUSIMU, TTOCIIE MOSBICHUS TXKEION ChINU
MOJKET IMPUBECTH K )KUZHECYTPOXKAIOIITUM PEAKIUSM.

Muonatus u Da6I[OMI/IOJII/IS

Coo01manocs 0 pa3BUTUN MUONATUU U pabaomuonu3za. Ciaenyer cobogaTh 0OCTOPOKHOCTh MPU
Ha3HAYEHUH Tpernapara nanueHTaM ¢ MUOMaTHe U pabJJOMUOTM30M B aHAMHE3€ WA C KAKMMH-
100 QaxTOopaMu, MpeapacnoIaralolliMi K X Pa3BUTHIO, B YACTHOCTHU, NIPU COITYTCTBYIOIICH
TepaIuy rpenaparaMmu, ClIOCOOHBIMU BbI3BaTh 3TH HEXXEJIAaTEIbHbIE PEAKIHH.

Hapymenue d)VHKHI/II/I INCYCHHU

beszonacHocTh 1 3 dexTuBHOCTH npenapara Panterpasup-AMEJIAPT y nanieHTOB ¢ TSKEIbIMU
COITYTCTBYIOIIMMH 3a00JI€BaHUSIMU TIEUEHU HE YCTaHOBJEHBI. ClieyeT coOI01aTh 0CTOPOKHOCTh
npu HasHadyeHuu npenaparta PanrerpaBup-AMEJIAPT manneHTaMm ¢ TSKENBIMU HapyLIEHUSMU
(GYHKLINU TIEYSHH.

VY namueHToOB C CYIIECTBYIOIIEH AUCHYHKIMEH TIeYeHHU, BKJIIOYas XPOHUYECKUU TEeMaTuT,
MOBBILIAETCA YacToTa HapyleHU QpyHKuuu nedeHu Ha poHe komOuHupoBanHo APBT, u onun
MOJJIEXKaT MOHUTOPUHTY B COOTBETCTBHM CO CTaHJAPTHOM NMpakTUKOM. IIpu nosiBineHnn y takux
NAlMEeHTOB MPU3HAKOB YXY/IIEHUsS 3a00J€BaHUs MEUYEHU JTOJKEH OBITh pacCMOTPEH BONPOC O
IIPEPBIBAHUN WJIN ITPEKPAILCHUH JICUCHUS.

[TaruenTs! ¢ XxpoHnueckuM renatutom B min C, Takxke nonydaromue komOnauposannyto APBT,
BXOJST B TPYINIY pHCKAa Pa3BUTHS TSDKEIBIX M MOTEHLUUAIBHO (aTalbHBIX HEXeIaTeIbHbIX
SABJICHUM CO CTOPOHBI IIEYEHU.

KosHad cpinb

VY nauuenTos, panee nony4dasiiux APBT, npu npumenenun npenapara Panrerpasup-AMEJIAPT
OJTHOBPEMEHHO C JIapyHaBHpPOM KOKHasl ChIIlb HAONIOJAeTCs dYalie, 4YeM Yy NalUeHTOB,
NPUMEHSIOIMX MTPenaparsl o OTAEIbHOCTH (cM. pasaen 4.8.).

2!61’[[ )CCCHUA

HereCCI/IH, BKJIIOHaromasa CyYWIUAaJIbHBIC HWJACH W ITOBCACHUC, Ha6J'HO)IaJ'IaCB B OCHOBHOM Yy
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co0iroaaTh OCTOPOXKHOCTh IIpU Ha3HaueHuM npenapara PanrerpaBup-AMEJIAPT nanuentam c
ﬂenpeccneﬁ HJIU ICUXUATPUICCKUMU 3a00JIEBaHUSIMHU B aHaAMHE3E.

OaHOBpEMEHHOE IPUMEHEHHE ¢ JIDYTHMH JICKAPCTBEHHBIMH CPEJICTBAMH

Anmayuool

OnnoBpemenHoe npumeHeHue npenapara PanrerpaBup-AMEIAPT ¢ anraummamu,
COJIEpXAIIMMU aTIOMUHUM WIM MarHuil, IPUBOJNUT K CHUXKEHUIO KOHIIEHTPAI[UU pajiTerpaBupa B
miasMe KpoBu. OnHOBpeMeHHOe TmpuMeHeHue mnpenapara PanrerpaBup-AMEAPT ¢
aHTAallM/IaMH, COJEPKAIIMMHU aTIOMUHUI UM MarHui, He peKkoMeHayercs (cM. pasaen 4.5.).
Pugpamnuyun

CrnemyeT coOJIr01aTh OCTOPOKHOCTD MIPH HA3HAUYCHUH PaJTerpaBUpa OJTHOBPEMEHHO C MOITHBIMHU
unaykropamu YJ®-I'T1A1, takumu kak pudamnuiuy. PupamMnuima cHIKaeT KOHIIEHTPAIUIO
painTerpaBupa B IUIa3Me; BIusHUE Ha S()(PEKTUBHOCTb paiTerpaBupa HeusBecTHO. llpu
HEOOXOAMMOCTH TPOBEICHNUS KOMOMHMPOBAHHON Tepanuu pu(aMIUIUHOM U PAITETPaBUPOM,
J103a pajTerpaBupa JOJDKHA OBITH YBEIMUYEHA B 2 pa3a y B3pOCIBIX MAMeHTOB. HeT qaHHbIX s
BO3MOKHOCTH KOPPEKTUPOBKH J103 MPENAPATOB MPU OJTHOBPEMEHHOM PUMEHEHHUH pajiTerpaBupa
u puamnuivHa y naiueHToB Muaame 18 net (cMm. pazngen 4.5.).

BcnomMorarennHble BelecTBa

[TaimenTaM C peAaKO BCTPEYAOLIEHCS HACIEICTBEHHOM HENEPEHOCUMOCThIO TalaKTO3bl,
nedUIUTOM JaKTa3bl JIOMaped WM TII0KO030-TalaKTO3HOW ManbaOcopOIueil He ciemyer

MMPUHHUMATB 3TOT IIpCIiapar.

4.5 B3aumoneiicTBHe ¢ [APYIMMHM JeKAPDCTBEHHbIMHM IpenaparamMM H JApyrue BH/bI
B3aUMO/IeliCTBUS.

B wuccnenoBanusix in Vitr0 ObUIO TOKa3aHO, YTO paNTErpaBUp HE SBISETCS CyOCTpaTtoM
uzopepMeHToB cuctembl mnutoxpoma P450, me unrubupyer CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 unu CYP3A u ve unrubupyer YJI® riaroxyponmirpanchepass
Al u 2B7. Kpome storo, in vitro panrerpaBup He uHaynupyer CYP3A4 wu He sBiusercs
UHTUOUTOPOM P-TIMKONMPOTEHH-0MOCPEIOBAaHHOTO TpaHcmopTa. Ha OCHOBaHMM ATHUX JaHHBIX
MOYKHO CJIeJIaTh BBIBOJ, YTO paJTErpaBUp HE BIUSET Ha (hapMaKOKWHETHUYECKHE HapaMeTphl
JIEKapCTBEHHBIX CPEJCTB, KOTOpbIE SBISIOTCA CcyOcTpaTaMHM yKa3aHHBIX (epMeHTOB uiau P-
[JIMKONIPOTENHA.

Kak mokazanmu wuccienoBanus in Vitr0 u in ViVO, panTerpaBUp BBIBOJUTCS B OCHOBHOM
nocpeacTBoM Merabonusma (rmokyponupoBanus) no Y/D-I'T1Al-onocpenoBannomy myt. B
(dapMakOKMHETHKE palTerpaBupa HaOIoAanach 3HauMMas WHTEp- M HUHTPaUHAWBUIYyaIbHas

NU3MCHYHNBOCTS.
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B uccienoBanusax 1o M3y4yeHUIO JIEKAPCTBEHHOTO B3aMMOJEHCTBUS paJITErpaBUp HE OKa3bIBAJ
KJIMHUYECKH 3HAYMMOTO BIMSAHUS Ha (DapMaKOKUHETHKY STPaBUPHHA, MapaBUPOKa, TEHO(HOBHUpa
JU30MpPOKCHI  (ymapara, TOPMOHAJbHBIX KOHTPAaLENTHBOB, METAJOHa, MHAA30lIaMa U
OorenpeBupa.

B HekoTOphIX HccieoBaHUSAX IpU OJHOBPEMEHHOM IpUMEHEHMM Ipenaparta PanrterpaBup-
AMEJIAPT ¢ papyHaBUpOM HaOJIOJANIOCh HE3HAUUTEIbHOE CHUKEHHE KOHLEHTpaluu
JlapyHaBUpa B IUIa3Me KpOBU. MeXaHU3M TaHHOTO SIBJICHHs HEM3BECTEH. TeM He MEHee BIHMSIHHE
pajiTerpaBipa Ha KOHLIEHTPALMIO JapyHaBUpa B IUIa3M€ KPOBH HE CUYMTACTCA KIMHHYECKU
3HAYUMBIM.

Brusanue opyeux nekapcmeenHvlx cpeocme Ha GapmMaKoOKUHEemuKy paimezspasupa

Crenyer coba0aTh OCTOPOXKHOCTD IPU OJJHOBPEMEHHOM IIPUMEHEHUH ipenapaTa PanrerpaBup-
AMEJIAPT c moumabsiMu unaykropamu YJ®-I'TIA1 (manpumep, pudaMnuinHom), yauTbIBas,
YTO payiTerpaBup Metradonusupyercss B ocHOBHOM mocpeactBoM YD-I'T1A1l. Pudamnumun
CHIDKAeT KOHICHTPAIlUM palTerpaBupa B IUIa3Me KpoBU. BimsHue Ha 3¢p(HEeKTUBHOCTH
panTerpaBupa HEM3BECTHO. TeM He MeHee eClId OAHOBPEMEHHOI'0 PUMEHEHUS ¢ puaMINIIMHOM
n30exaTh HEBO3MOKHO, MOXKHO YABOUTH 103y npenapara PanrerpaBup-AMEJIAPT y B3pocibIX.
JlanHble 1O OJHOBpEMEHHOMY IpuUMEHeHHIo mpenapara PanrerpaBup-AMEJIAPT wu
pudaMnuuuHa y MalMeHTOB Miajauie 18 jer oTcyTcTBYHOT. BnusHue Apyrux MOIIHBIX
UHAYKTOPOB M30()€pMEHTOB, META0OIM3HPYIOLINX JIEKAPCTBEHHBIE CPEJCTBA, TaKHUE Kak
¢denuronH u penodapOutan, Ha cucremy Y/ ID-I'T1A1 HensBectHo. MeHee MOIIHBIE HHAYKTOPHI
(mampumep, 5¢aBUpPEH3, HEBUPANWH, JTPAaBUPHUH, pHUPAOYTHH, TIIFOKOKOPTUKOCTEPOUIDI,
3Bep0oOO NPOABIPSIBICHHBIN, MMOTTIUTA30H) MOTYT MPUMEHSITHCSI OJHOBPEMEHHO € IpernapaToM
PanrerpaBup-AMEJIAPT B pexomeH10BaHHOMU 103€.

OnHoBpeMeHHOe nnpuMeHenue npenapara Panrerpasup-AMEJIAPT ¢ cunbHbIME HHTHOMTOpaMU
YAD-I'TIAl (manpumep, ara3aHaBUPOM) MOKET INOBBICUTh KOHIIEHTpAIMIO pajTerpaBupa B
mwiasmMe KpoBu. Menee cuibHble uHTUOuUTOpHl YD-I'TIA1l (Hampumep, WHAUHABUP U
CaKBMHABHp) TAKXKE€ MOTYT MOBBICUTH KOHIICHTPALIMIO palTerpaBuUpa B IIa3Me KpOBH, HO B
MEHBIIIEH CTeNeH! MO CPaBHEHHUIO ¢ ara3zaHaBUpoM. Kpome Toro, TeHo(oBUpa TU30MPOKCHI
¢dbymapaT MOKET MOBBICUTH KOHIIEHTPALMIO pajiTerpaBupa B IJIa3M€ KPOBU, OJHAKO MEXaHU3M
3TOro BIUsHUA Heu3BecTeH. [Ipodunb 6e3onacHOCTH, HaOIIOAaeMbIi Y TAI[MEHTOB, OJyYaBIINX
aTa3aHaBUp W/WIM TeHO(OBUpAa ITU3ONMPOKCHUI ¢yMapar, B ILEJIOM HJICHTHYEH Hpoduiro
0€30I1aCHOCTH y MallMEeHTOB, KOTOpPbIE HE MPUHUMAJIH JAaHHBIE MpenapaTsl, IO3TOMY KOPPEKIUI
J103bI HE TpedyeTcsl.

OnnoBpemeHHoe mnpuMmeHeHue Tmipenapara PanterpaBup-AMEIAPT ¢ adTtammmamu,
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CoJIepKaIIMMu OMBAJICHTHBIC HOHBI METAJIOB, MOXKET cﬁ%ﬁj@&%ﬁ&g%%fpgﬁhﬁal%eM

XEJIaTUPOBAHMS, YTO IIPUBOJUT K CHUIKCHUIO KOHIICHTPALIMK paJTErpaBupa B Iiasme KpoBu. Tak
KaK MpUEM aHTAlUJIOB, COJAEpKAIIMUX AIIOMUHHUM WM MarHui, yepe3 6 4acoB mocie npuema
npenapara PanrerpaBup-AMEJIAPT npuBoAuT K 3HAYUTENIBHOMY CHHXKCHHUIO KOHIEHTPALUMHU
panrerpaBupa B IUIa3ME€ KpOBH, OJHOBPEMEHHOE MNpPUMEHEHHE Ipemnapara PanrerpaBup-
AME/JIAPT u anTanuioB, coepkaiimux aJlOMUHUN WK MarHui, He peKOMEH1yEeTCSI.
OnnoBpemenHoe npumeHeHue npenapara PanrerpaBup-AMEIAPT ¢ anraummamu,
CoJlep’KallMMH KapOOHAT KaJlbLiMs, CHIXKAET KOHIEHTPALUIO pajTerpaBupa B IUIa3Me KPOBH,
OJIHAKO JIaHHOE B3aMMOJICHCTBHE HE PACCMATPUBAETCs KAK KJIMHUYECKU 3Hauumoe. Beneactaue
3TOro IpU OJHOBPEMEHHOM IpuMeHeHuu npenaparta PanterpaBup-AMEJIAPT c¢ antanmnamu,
coJiepKallMMK KapOOHAT KaJIbLUsl, KOPPEKIUS 103bl HE TpeOyeTcs.

OnHoBpemeHHOe puMeHeHue npenapara PanrerpaBup-AMEJIAPT ¢ npyrumu aekapcTBEHHBIMU
CpeICTBaMU, IMOBBIMIAIOIIMME 3HaueHuss pH jkemynouyHoro coka (Hampumep, OMEmpas3oil WU
dbaMOTHINH), MOXET IOBBICUTH CKOPOCTh a0COpPOLMM panTerpaBupa H, COOTBETCTBEHHO,
KOHIICHTPALIMIO pPAajJTEerpaBupa B IIa3Me KPOBU. B KIMHHYECKOM HCCIEIOBaHHU MPOQUIb
0€30MacHOCTH B MOATPYIIE MalUEeHTOB, TPUHUMABIINX MHTUOUTOPHI MPOTOHHOTO HAcoca WIIU
O1okatopsl Hz-rMCTaMUHOBBIX pPELENTOPOB, ObUT COMOCTaBUM C MpoduieM O0e30MacHOCTH B
MOATPYIIIE MTALIMEHTOB, HE IPUHUMABIINX JAHHBIC JEKAPCTBEHHbIE cpeacTBa. Koppekuus n03sl
npenapata PanrerpaBup-AMEJIAPT He TpeOyeTcss npu OJHOBPEMEHHOM NPUMEHEHHUU C
MHTUOMTOpPAaMH ITPOTOHHOTO Hacoca WK 0siokaTopaMu Ho-rucTaMHHOBBIX PELIETITOPOB.

Bce wuccnenoBanus B3aMMOJEHCTBHS JIEKAPCTBEHHBIX CPEACTB IPOBOAWINCH C y4acTUEM
B3POCJIBIX MTALUEHTOB.

Ta6auna 1. JlanHbple 1o papMaKOKMHETHYECKOMY B3aUMOJICHCTBUIO JIEKAPCTBEHHBIX CPEJCTB Y

B3pPOCJIbIX MAIUCHTOB.

JlekapcTBenHoe cpeacTso ¢ | B3aumopneiicteue (MexanmusMm, | Pekomenganun 1o
YY4E€TOM TepaneBTHYEeCKOH | eCJId M3BEeCTEH) KOppeKUHnH pekuMa
00J1aCTH NPUMEHECHH S A03MPOBAHUSA

AHTHpPETPOBHPYCHBbIE JIeKAPCTBEHHbIE CPeACTBA

Huzuoumopor npomeaso (HII)

ATazaHaBUp/pUTOHABUD Panterpasup AUC 1 41% Koppekuust no3bl mpenapara
(panterpaBup 400 mr 2 paza | PanterpaBup Ci2q T 77% PanrerpaBup-AMEJIAPT we
B CYTKH) PanrerpaBup Cmax T 24% TpebyeTcs.

(uHrubMpoBaHUe Y0-

I'TIAI)
TunpanaBup/putToHaBup Panterpasup AUC | 24% Koppeknns no3sl npenapara
(panterpasup 400 mr 2 paza | PanterpaBup Ci2q | 55% PanrerpaBup-AMEJIAPT =e
B CYTKH) PanrerpaBup Cmax | 18% TpeOyercs.

(mapykius YD-I'TIAL)

Henykneozuonvie unzubumopul oopamnoii mpanckpunmaszolt (HHHOT)
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.......

O¢aBupens
(panterpaBup 400 mr 1 pa3 B
CYTKH)

Panterpasup Al

Panrerpasup Ciz2q | 21%
PanterpaBup Cmax | 36%
(maaykmus YIDO-I'T1AT)

PanrerpaBup-AMEJIAPT He
TpebyeTcs.

OTpaBUpUH
(panTerpaBup 400 mr 2 pa3a
B CYTKH)

Panterpasup AUC | 10%
Panrerpasup Cizq | 34%
PanrerpaBup Cmax | 11%
(maaykmus YID-I'T1ATL)

OtpaBupun AUC 1 10%
OtpaBupuH Cizq T 17%
OtpaBupuH Cmax T 4%

Koppekuusa pno3 mnpemnapara
PanrerpaBup-AMEJIAPT
WJIn ATpaBUpPUHA
Tpedyercs.

HEC

Hykneozuonvle uncudbumopui

oopamnou mpanckpunmazvl (HUOT)

TenodoBupa Tu30mpPOKCUIT
bymapar

(panTerpaBup 400 mr 2 pa3a
B CYTKH)

Panrerpasup AUC 1 49%
Panterpasup Cizq T 3%
PanterpaBup Cmax T 64%
(MexaHU3M  B3aHUMOJICHCTBHS
HEU3BECTECH)

Tenodosup AUC | 10%
Tenodosup Ci2q4 | 13%
TenodoBup Cmax | 23%

Koppeknust 103 mpenapara
PanrerpaBup-AMEJIAPT
WIn TeHo(hoBUpa
JTU30NPOKCHI  (ymMapara He
TpeOyercs.

Anmazonucmol xemokunogvix peuenmopos CCRS5

Mapasupok
(panterpasup 400 mr 2 pasa

B CYTKH)

Panrerpasup AUC | 37%
Panterpasup Cizq | 28%
PanterpaBup Cmax | 33%
(MeXaHM3M  B3aUMOJICHCTBHUS
HEU3BECTEH)

Mapasupox AUC | 14%
Mapasupok Cizq | 10%
MapaBupok Cmax | 21%

Koppeknuss 103 mpenapara
PanrerpaBup-AMEJIAPT
WIN MapaBUpOKa
TpeOyercs.

HE

JIeKapCTBeHHLIe CpeaACTBA IIPOTUB BUPYCa renaTura C

Huzubumopwol npomeaszvt NS3/4A eupyca cenamuma C

bouenpesup Panterpasup AUC 1 4% Koppekuuss 103 mnpemnapara
(panterpasup 400 mr 1 pa3 B | PanterpaBup Ci2q | 25% PanrerpaBup-AMEJIAPT
CYTKN) PanrerpaBup Cmax T 11% WIN Oorenpesupa HE
(MexaHu3M  B3auMoOJEHCTBHS | TpeOyercs.
HEH3BECTEH)
I[IpoTuBOMMKpPOOHBIE MpenapaThl
IlpomueomyobepKynesnvie npenapamaol
Pudamnunun Panterpasup AUC | 40% Pudamnunyn CHIDKAET
(panterpasup 400 mr 1 pa3 B | PanterpaBup Ci2q | 61% KOHILICHTPALUIO palTerpaBupa
CYTKH PanterpaBup Cmax | 38% B Ima3Me KkpoBH. Ecim
(uanykuus YD-T'TIAL) KOMOWHUPOBaHHON Tepanuu
pudamMouHOM  K30eXxarhb
HEBO3MOXXHO,  HEOOXOIMMO
paccMOTpeTb  BO3MOKHOCTb

YBEJIMUEHHUE J103bl Ipernapara
PanrterpaBup-AME/IAPT B 2

pasa.

CenaTuBHBIE IpEenapaTbl
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Munazonam
(panterpaBup 400 mr 2 pa3a B

CYTKH)

Mupaszonam AUC | 8% (oCH

i

FR o pBeR Tos | Hpehapara

Munazonam Cmax T 3%

PanrerpaBup-AMEJIAPT

WJIn Mya3ojama HE
Tpedyercs.

[Tonyuyennbie JTAHHbIE
YKa3blBalOT Ha TO, UTO
paiTerpaBup HE  SIBISETCS
HUHIYKTOPOM W

unruouropom CYP3A4 u uto
panTerpaBuUp He BIHAET Ha

(bapMaKOKUHETHKY
JIEKapCTBEHHBIX CPEJICTB,
ABJISIIOLUXCS  cyOcTpaTaMu
CYP3A4.
AHTAIUABI
AHTanuabl, coaepxaiinie OaHOBpEMEHHO c | AHTanmabl, coJieprKaIue
QITIOMAHMN WJIM MarHui panrerpaBuUpoM QIIOMUHAA  WIM  Mar”ui,
(panterpaBup 400 mr 2 paza | Panterpasup AUC | 49% CHMKAIOT KOHIIEHTPALUIO
B CYTKH) Panrerpasup Cizq | 63% panTerpaBupa B IUIa3Me
PanterpaBup Cmax | 44% KpPOBH. OnHoBpeMEHHOE
MIPUMEHEHUE npemnapara
3a 2 wyaca go npuema | PanterpaBup-AMEJIAPT u
panrerpasupa aHTalUJIOB, coJieprKaInx
Panrerpasup AUC | 51% QIIOMUHUA WM MAarHui, He

PanterpaBup Ci2q | 56%
PanterpaBup Cmax | 51%

UYepez 2 waca mocne mpuema
panTerpaBupa

Panterpasup AUC | 30%
Panterpasup Cizq | 57%
PanrerpaBup Cmax | 22%

3a 6 uyacos
panTerpaBupa
Panterpasup AUC | 13%
Panterpasup Cizq | 50%
PanrerpaBup Cmax | 10%

10 IpuemMa

Yepe3 6 yacoB mocie mnpuema
panTerpaBupa

Panterpasup AUC | 11%
Panterpasup Cizq | 49%
PanrerpaBup Cmax | 10%
(xematupoBaHWE  KaTHOHAMH
METaJJIOB)

PEKOMEHOOBAHO.

AHTamIpI, CoiepKaImue
KabIus KapOoHAT
(panterpasup 400 mr 2 pasa

B CYTKH)

Panterpasup AUC | 55%
PanrerpaBup Cizq | 32%
PanterpaBup Cmax | 52%
(XemaTupoBaHHE  KaTHOHAMHU
METaJIOB)

Koppekuus no3el npemnapara
PanrerpaBup-AMEJIAPT =e
TpeOyercs.

Baokaropsl Ho-rucTaMHHOBBIX peliennTOPOB H HHTHOUTOPBI MIPOTOHHOIO HACOCA




COOTBETCTBYET 3KCMEPTHOMY OTUYETY

ot 10.09.2025 N= 2
Omenpason Panrerpasup AUC 1 37% "= "MRoppekmust Ross | Hpenapara
(panterpaBup 400 mr 2 paza | PanterpaBup Ci2q T 24% PanterpaBup-AME/IAPT He
B CYTKH) PanrerpaBup Cmax T 51% Tpebyercs
(yBenuueHne pacCTBOPUMOCTH)
damoTuIH Panterpasup AUC 1 44% Koppekuust no3bl npemnapara
(panrerpaBup 400 mr 2 paza | PanterpaBup Ci2q T 6% PanterpaBup-AME/IAPT He
B CYTKH) PanterpaBup Cmax T 60% TpeOyercs.

(yBennueHne pacCTBOPUMOCTH)

FOpMOHaJ'[LHLIe KOHTpPauCnTUBLI

OTHUHWIACTPAANOI Orunmwierpaanon AUC | 2% | Koppekuuss 103  npenapara
Hopanrectpomun Orunmmacerpannos Cmax T 6% | PanterpaBup-AMEJIAPT
(panrterpaBup 400 mr 2 paza | Hopanrectpomun AUC 1 14% | unu TOPMOHAJIbHBIX
B CYTKH) Hopanrectpomut Cmax T 29% | KOHTpauenTuBoB  (3CTpOreH
u/unm
MIpOrecTareHCcoIep Kalinx) He
TpeOyercs.
OnuoniHble AaHAJTBIeTUKHU
MetanoH Metanon AUC < Koppeknus n03 mnpemnapara
(panterpaBup 400 mr 2 paza | MeragoH Cmax <> PanrerpaBup-AMEJIAPT
B CYTKH) WM METaJioHa He TpedyeTcsl.

4.6 PepTHIBHOCTD, 0EPEMEHHOCTb U JAKTALUSA

bepeMeHHOCTD

Boinbiioe KOMM4ecTBO JaHHBIX O OEpeMEHHBIX JKEHIIMHAX, MPUHIUMABIINX PaJTETPaBUp B J03€
400 mr aBa pasa B JieHb B TeueHue neporo tpumectpa (6onee 1000 mpenmonaraeMbIx UCXO0/I0B
OepeMEHHOCTH ), YKa3bIBAET Ha OTCYTCTBHE Mallb(hOpMaIIMOHHON TOKCUYHOCTH. MccnenoBanus Ha
YKUBOTHBIX IT0OKA3aJI1 PEMPOLYKTUBHYIO TOKCUYHOCTD.

YMepeHHOe KOJIMYECTBO JaHHBIX O OEpEMEHHBIX JKEHIIMHAX, IPUHUMABIIUX PAJIITErPaBUp B 103€
400 Mr gBa paza B JIeHb BO BTOPOM W/WJIM TPEThEM TpUMeECTpe (MEXIy IpearnoiaraeMbIMu
ucxonamu OepemenHoctd 300 — 1,000), yka3plBaeT Ha OTCYTCTBHE IOBBIIICHHOIO pHCKa
(beTo/HeoHaTaTbHON TOKCUYHOCTH.

Panterpasup B no3e 400 Mr 1Ba pa3a B JJeHb MOKHO IIPUMEHSTHh BO BpeMsi OEpEMEHHOCTH, €CIIU
3TO HEOOXOUMO IO KIIMHUYECKUM MOKa3aHUIM.

Pezucmp npumenenus anmupemposupycrotl mepanuu 60 pems bepemeHHoCmu

C nenpl0 MOHMTOPHMHIA KIMHUYECKMX HMCXOJOB Y Marepd U IIOJA NPH HENpeIHAMEPEHHOM
npuMmeHenun npenapata PanrerpaBup-AMEJIAPT Bo Bpemss OepeMeHHOCTH ObLT CO3/aH
MesxyHapoHblil Peructp npumMeHeHus! aHTUPETPOBUPYCHOM Tepanuu BO BpeMsi OepeMeHHOCTH.
Bpauam pexkomeHzyeTcss BHOCHTh MH(OPMAILMIO O MAIMEHTaX B 3TOT PErHCTP C MOMOILBIO
snekTpoHHO# ouTtkl SM_ APR@INCResearch.com.

Kak npaBuiio, npu NpuHATHN petieHust 00 NCIOJIb30BaHUN aHTUPETPOBUPYCHBIX MPEnapaToB A
nedyenuss BUY-undexkunn y OepeMEeHHBIX KEHIIWH M, CJIE€IOBATEIbHO, JJIsi CHUXKEHUS pHUCKa

BepTHKaﬂBHOﬁ nepcaauun B4 HOBOPOXKACHHBIM, IJId OHCHKU 0e30IMacHOCTH AJId 1104a CIICAYCT
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JKEHIIHH.

JlakTanus

PanrerpaBup/ero MeTtaGoNUTHI BBIICISIOTCS € TPYAHBIM MOJOKOM B TaKOH CTENEHH, 4YTO
BO3/ICIICTBIE HAa HOBOPOXJICHHBIX/MJIQJICHIIEB, HAaXOIALIMXCA Ha TPYAHOM BCKapMIIMBaHUH,
BeposATHO. [lo wWMeromuMmcs JaHHBIM 10  (apMaKOJUHAMHUKE/TOKCUKOIOTUNA Y >KHBOTHBIX,
payiTerpaBup/ero MeTaboJIUThI SKCKPETUPYIOTCS B TPYIHOE MOJIOKO.

Puck 1151 HOBOPOXKIEHHBIX/JETEH IPYyAHOTO BO3pacTa UCKIIOYUTH HEIb3S.

PanrerpaBup He cieayeT UCIOJIb30BaTh B IEPHUOJ TPy IHOT0 BckapMinBanus. Kak nmpasuno, BUY-
UHOHUIMPOBAHHBIM MaTepsiM HE PEKOMEHIYeTCsl TpyAHOEe BCKapMIIMBaHHE BO H30exaHUe
nepenaun BUY neram.

DepTUabHOCTH

VY caMI110B U caMOK KpBIC pajiTerpaBup He BIHUI Ha PepTUIIHHOCTH B 103ax 10 600 Mr/kr/cyT, mpu
KOTOPBIX SKCIO3UIMS B 3 pa3a mpeBblliaia TAKOBYIO y YeJIOBEKa MPU MPUMEHEHUH IIpenapara B

PEKOMEHIyEMOM J103€.

4.7 BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeACTBAMH M padorarb ¢
MeXaHN3MaMH

HccnenoBanust 1o M3YyYSHHWIO BIHMSIHHSA Ha CHOCOOHOCTh K YIPABJICHUIO TPAHCIIOPTHBIMHU
CPEJICTBAMU U UCIIOJIb30BAaHUIO MEXAHU3MOB HE IPOBOMIIUCH. Y UUTHIBasi BO3MOKHOCTh Pa3BUTHUS
Ha (oHe uedyeHus npenaparom PanrerpaBup-AMEJIAPT rosnoBokpyskeHus, claboCTH,
COHJIMBOCTHM M HEYETKOCTH 3pPEHHUs, KOTOPbIE MOTYT BJIMATh HAa YKa3aHHbIE CIOCOOHOCTHU, HYKHO
MIPOSIBIISITH OCOOYIO OCTOPOKHOCTD MPH YIPABICHUH aBTOMOOUIIEM B paboTe ¢ MEXaHU3MaMHu (CM.

paznen 4.4. u 4.8.).

4.8 HexennaTenbHbIe peakuuu

Pesrome mpoduis 6e300acHOCTH

[Ipoduns Ge3omacHOCTH paiTerpaBUpa OCHOBAH Ha pe3yjibTaTax OOOOIIEHHBIX JaHHBIX IO
0€30MacHOCTH, MOJTYYEHHBIX B X0/ KJIMHUYECKUX MCCIIEJOBAaHUM C y4acTHEM IallieHTOB, paHee
NOJYYaBIIUX aHTUpETpoBUpYCHYIO Tepanuio (APBT), m mauueHTOB, paHee HE MOJy4aBIIMX
APBT.

B oObennHeHHOM aHaiu3e pe3yJabTaTOB KIMHUYECKHUX HCCIEA0BaHUN aHTUPETPOBUPYCHON
TE€panuy y B3POCIBIX NAMEHTOB, paHee nomydaBmux APBT, wacrora oTMeHsl Tepamuu 1o
IIPUYMHE HEXKENATEeNIbHBIX peakuui cocrtaBuna 3,9 % B rpymnne HanueHTOB, NPUHUMABIINX
panTerpaBUp W ONTHUMHM3HPOBaHHYIO AomnonHUTenbHYt0 Tepanuio (OAT), u 4,6 % B rpynme

NanueHToB, npuHUMaBImKX Iutane6o u OJIT. Yactora OTMEHBI Tepanmuu MO MPUUYUHE
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5,0 % B rpymnmne nanueHToB, MIPUHUMABIINX PAITETPABUP OJHOBPEMEHHO C 3MTPULUTAOMHOM U
teHodoBupa au3onpokcus ¢ymaparom, u 10,0 % B rpynmne ManmMEeHTOB, MPUHUMABIIHX
OJIHOBPEMEHHO 3(haBUPEH3, IMTPULIUTAOUH M TeHO()OBUPA AU30IPOKCHIT hyMapar.

Pe3roMe HexxenaTeabHbIX DEAKIINN

Haunboniee yacTpiMu HEXENATENbHBIMU PEAKIMsIMUA BO BpEeMs JICU€HHUs ObUIM TOJOBHAs OOJb,
TOLITHOTA U 00JIb B )kKBOTE. Hamboee yacTbIMM Cephe3HBIMU HEXKEIATEIbHBIMHI PEAKIUIMHU OBLITH
CHUHJIPOM BOCCTAHOBJIGHUS MMMYHUTETa U Cbillb. B KIMHUYECKHUX HCCIIEIOBAHUSAX 4YacTOTa
CJlydaeB OTMEHBI paITErpaBUpa BCIEACTBUE HEXeENATEeIbHbIX PeaKkLuii cocTaBuiia 5 % Win MeHee.
Hwxe npezncraBieHbl JaHHBIE O HEXENATENbHBIX SBJICHUAX, HAOIIOAABIINXCSA B KIMHUYECKUX
UCCIICIOBAHMSX, C PA3IMYHON CTENEHBIO BEPOSTHOCTH CBS3aHHBIX C PAITETPABHPOM WIIH €rO
komOuHamer ¢ npyroit APBT. HexenarenbHble sBI€HHS IEpEUYMCIEHbI B COOTBETCTBUU C
CHCTEMHO-OpPTaHHBIMHM KJIacCcaMHu M KjiacCHUUKAIUK Mo 4JacToTe: «JacTeiey» (>1/100 u <1/10),
«uegacteie» (>1/1000 u <1/100) 1 «gacToTa HEU3BECTHA» (YACTOTA HE MOXKET OBITH yCTAaHOBJICHA
Ha OCHOBAaHMH UMEIOIINXCS JAHHBIX ).

I/IHd)eKI_II/IOHHbIe H 11apa3suTapHBIC 3a00JIEBaHUS

Heyacmule: TeHUTaNBbHBIN repiiec, (QOTUKYINUT, TACTPOIHTEPUT, IPOCTOM repriec, reprneTuieckast
WH(EKIHS, OMOSICHIBAIOIINHN JHIIai, rpumnm, adcmecc TUMQOy3ia, KOHTArMO3HBIM MOJUTIOCK,
Ha3o(apuHruT, HHGEKIUSI BEPXHUX JIbIXaTEIbHBIX MyTEH.

JoOpokauecTBEHHbBIE, 3T0KAYECTBEHHBIC M HEYTOUYHEHHBIE HOBOOOPa30BaHUs (BKIIOYAst KUCTBI U

IOJIUIIBI )

Heuacmuie: manuiioMaTo3 KOXH.

Co CTOPOHBI KOXKH U HHMd)aTquCKOﬁ CHUCTEMBI

Heuacmuvle: ~ aHemus,  ’kene3ojepuUUUTHAs  aHeMus, OOJE3HEHHOCTb  JUM(OY3IOB,
auMdaaeHonaTus, HEUTPONeHUs, TPOMOOLIUTOIICHHS.

Co CTOPOHBI PIMMVHHOI71 CHUCTEMBbI

Heuacmoie: cUHAPOM BOCCTAHOBIIEHHWS WMMYHHUTETA, TMIIEPUYYBCTBUTEIIBHOCTH K Iperapary,
peakLyy rMIepuyBCTBUTEILHOCTH.

Co CTOpPOHEI oOMeHa BCIICCTB M NMIUTAHUA

Yacmole: CHKCHHE aIllIETUTA.
Heuacmovie:  kaxekcusi, caxapHbli  1nua0eT, JUCIWINUIEMHUS, THIEPXOJIECTCPUHEMHUSI,
TUNEPIIIMKeMHs], TUNEpIUNuAeMus, runepdarus, TOBBIIICHHE alleTuTa, OJUJAUIICUS,
HapYyIICHHUE KUPOBOTO OOMEHA.

Hapyiuennsa ncuxmku

Yacmule: HEOOBIYHbIE CHOBMJIEHUS, OECCOHHMIIA, HOUHbIE KOIIMaphl, HapylleHUE MOBEIEHUs,
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COOTBETCTEYET 3_' KCMNEPTHOMY OTYETY

ot 10.08 :
(NMOCNEOQBATENEHOCTE 0004)

JETPeCCHsl.

Heyacmule: TICHXWYECKHE pPACCTPOMCTBA, CYHWIHUJANbHBIC TMOMBITKA, YYBCTBO TPEBOTH,
CIYTaHHOCTh CO3HAHMA, TOAABICHHOE HACTPOCHHE, OOJIBIIOE JIENPECCMBHOE PACCTPOUCTBO,
U3MEHCHHS HACTPOCHUWS, TIAHWYECKHE aTaKd, HAPYIICHUs CHA, CYHMIUJAIbHBIC WJICH,
CyUIUIajIbHOE TOBENeHHE (OCOOCHHO y TAIMEHTOB C INCUXHUATPUYCCKHMHU 3a00JICBaHUSMHU B
aHaMHe3e).

Co CTOPOHBI HEPBHOU CHCTEMBI

Yacmoie: TOTOBOKPYKEHUE, TOJIOBHAS 00J1b, ICUXOMOTOPHAS TUIIEPPEAKTUBHOCTbD.

Heuacmeie: aMHe3usi, CUHAPOM 3aISICTHOTO KaHaja, KOTHUTUBHBIE PAaCCTPONCTBA, HAPYIIEHUS
BHUMAaHHS, MOCTYPaJIbHOE TOJOBOKPYXKEHHE, NUCTEB3UsI, TUIIEPCOMHUS, THUIIECTE3Us, JIETaprHus,
pacCTpoOCTBO TaMSTH, MHUTPEHb, Nepudepudeckas HEHPOIaTHs, MMapecTe3wH, COHIIUBOCTD,
roJioBHast 00JIb HANIPSKEHHOTO TUIIA, TPEMOP, CHIDKEHUE KaueCcTBa CHa.

Co cTOpOHBI OpraHa 3peHus

Heuacmuie: cHIKEeHNE OCTPOTHI 3pCHU.

Co CTOPOHBI OPraHa ciayxa U JJAOUPUHTHBIEC HAPYIICHUS

Yacmuie: BEepTUTO.
Heuacmuie: miyMm B ymiax.

Co CTOpOHEI cepara

Heuacmule:  omymieHue — cepaueOueHus, CcHHycoBass — Opaaukapiusi,  JKeIyJO4YKoBas
HKCTPACUCTOJIUS.

Co CTOpPOHEI COCYIOB

Heuacmuie: CIIPUITKUBBD) KPOBU K KOKE€ JIMIIa C OIMYIICHUEM Kapa, apTCpuaibHasd rUICPTCH3UA.

Co CTOPOHBI I[BIX&TCJIBHOﬁ CHUCTEMBI, OPTaHOB FDV}IHOﬁ KJICTKHU U CPCAOCTCHUA

Heuacmuie: I[I/IC(I)OHI/ISI, HOCOBOC KPOBOTCUCHUEC, 3AJIOKCHHOCTD HOCA.

Co CTOPOHEI KETYA0YHO-KUIIIEUHOTO TPAKTa

Yacmeie: 9yBCTBO paclUpaHUs B )KUBOTE, OOJIb B )KMBOTE, TUApEsi, METEOPU3M, TOIIIHOTA, PBOTA,
JTACTICTICHS.

Heyacmule: racTpuT, omylieHue AuCKoM@opTa B KUBOTE, O0Ib B BEPXHHX OTIENaX >KUBOTA,
00JIe3HEHHOCTh B 00JIACTH JKMBOTA, YYBCTBO TUCKOMGOpTa B 00JIACTH 3aIHETO MPOXO0/a, 3amop,
CYXOCTh BO PTY, OIIYIICHHE AUCKOM(OPTa B SMUTACTPAILHON 00JIACTH, SPO3UBHBINA TYOJCHUT,
OTPBIKKA, TacTpod30dareasibHbId PeIIFOKC, THHTUBHUT, TJIOCCUT, OOJIE3HEHHOCTh TIPH TJIOTAHUH,
OCTpbIN AHKPEATUT, NENTUYECKas A3Ba, PEKTaIbHbIE KPOBOTECUEHUSI.

Co CTOPOHEI IICUCHHU U JKECITUCBLIBOASIINX ITYTEH

Heuacmuie: rernaTuT, CTC€aTo3 IICYCHH, aJIKOTOJIbHEIN T'eIaTuT, ICYCHOYHaA HEAJOCTAaTOYHOCTD.

Co CTOPOHBI KOXKH U ITOAKOXHBIX TKaHEH
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Yacmule: KOKHAS CHIIb.

Heuacmuie: axHe, ajonenusi, yrpeBHIHAs ChIlb, CYXOCTh KOXKH, SpPUTEMA, JIMIIOATPODUs JIHLIA,
THIEPTUAPO3, JHUrnoarpodus, mpuoOpeTeHHas IUNOAUCTpodus, aunoruneprpodus, HOUYHAS
NOTJINBOCTh, TPYPUTO, 3yX (JOKAIBHBIH W T'eHEPAIW30BaHHBIA), MAaKyJspHas CBHIIb,
MaKyJIOIamyJse3Has ChIllb, 3yASIIas ChIllb, KPAIMBHUIA, KCEPOAECPMUS, IPYTHE TOPAKEHUS KOXH,
cuapom CruBeHca-/[>KOHCOHA, JIEKAPCTBEHHAs CBIIIb C DO3MHOPHUINEH U CHUCTEMHBIMU
cumrnromamu (DRESS-cunapom).

Co CTOPOHEBI CKEJIETHO-MBIIEYHON M COCAMHUTENLHON TKAaH!

Heuacmpoie: apTpairus, apTpuT, 00JIb B CITHHE, 00J1b B 00Ky, CKEJIETHO-MBILICYHAs! 00J1b, MHAITHS,
00Jib B 00JIACTH IIIEH, OCTEOICHHUSI, OOJIb B KOHEYHOCTSIX, OCTEOIOPO3, MOJIUAPTPUT, TCHANHHT,
MUOTIATHS, Pa0IOMHUOIH3.

Co cTOpOHBI MOYEK ¥ MOYCBBLIBOJISAIIMX ITYTEH

Heuacmoie: moueyHas HEIOCTATOYHOCTb, HEPPUT, HEDPONMUTHA3, HHUKTYpPHs, KHUCTa MOYKH,
HapymeHne QyHKIUU 0YeK, TyOyJIONHTePCTHIINAIBHBIN He(PHUT.

Co CTOPOHBEI ITOJOBBIX OpPraHOB M MOJIOYHOM JKEJIC3EI

Heuacmuie: OPCKTHJIbHAA I[I/IC(i)YHKI_H/IH, TMHCKOMACTUA, CUMIITOMbI MCHOIIAY3bl.

O6H_II/IG pAcCCTPOMCTBA M HAPYIICHHUS B MECTE BBEACHUS

Yacmole: acTeHus, cnaboCTh, TUXOPAJIKA.

Heuacmoie: muckompopT B TPyau, 03HOO, OTEK JIMIA, YBEIMUEHUE OOBbeMa KHPOBOW TKaHH,
COCTOsTHUE OECMOKOMCTBa, HEIOMOTaHHe, MOAYETIOCTHOE HOBOOOpa3oBaHHe, nepudepuyeckue
OTCKH, 0O0JIb.

Ha6ODaTODHI)IC N MHCTPYMCHTAJIbHBIC TaHHBIC

Yacmule:  TOBBILIEHWE  AaKTUBHOCTH B  IUla3Me  anaHuHamuHoOTpaHcdepaszbl  (AJIT),
acriapraramMmuHoTpaHcdepasbl (ACT), munassl 1 aMHUIa3bl MOIKENTYIOYHON Kele3bl, MOBBIIIEHUE
KOHIIEHTPALUU TPUTIIULEPUIOB U KOJMUECTBA aTUIMYHBIX TUM(OIUTOB.

Heuacmuie: cHuxkeHne aOCOIIOTHOTO YKciia HEUTPOPHUIIOB I1a3Mbl, MOBBIIIEHHE AKTUBHOCTU B
iasMe IenouHoil ¢ocdarasel, aMmuiaasbl, KpeaTHHPOCHOKNHA3BI, CHIKEHUE KOHLEHTpalUu
aIb0yMUHa, TOBBIIICHHE KOHIIEHTPAMH OMIMpyOMHA, XOJIECTEpHHA JIUIIONPOTEMHOB BBICOKOM
IUIOTHOCTH, XOJIECTEpPUHA JIMIIONPOTEMHOB HU3KOM IJIOTHOCTH, TIOBBIIIEHUE 3HAYCHUS
MEXIYHApOJAHOIO HOPMaJIM30BAaHHOTO OTHOIIEHHS, CHI)KEHHE KOJIMYeCTBa TPOMOOLUTOB U
JICKOIIMTOB B KPOBH, HAJIMYKME TIIOKO3bl B MOYE, HAJIMYME SPUTPOLUTOB B MOYE, YBEIMUYEHUE
OKPY>KHOCTH TaJIUH, YBEJIMUEHUE WIN CHUKEHUE MacChl Tela.

TpaBMBbI, MHTOKCUKAIIMK U OCIOKHEHMS MaHUITYJISIIIMI

Heuacmule: nenpennamepeHHas rnepeio3upoBKa.

Onucanue OTACIBHBIX HEXKCIIATCIbHBIX DeaKHI/Iﬁ
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3nokauecmeenmwvie H06006pa306aHuﬂ

B xoze KiIMHUYECKUX MCCIIEN0BaHUM y MMALIMEHTOB, paHEe NOJyYaBLUINX U paHEE HE MOTydYaBIINX
APBT, wHaOmomanuch ciydyad pa3BUTHS — 3JIOKQUECTBEHHBIX HOBOOOpA3OBaHWM  MpHU
UCIOJIb30BaHUM KOMOMHAIIMM IIperapara pajTerpaBupa ¢ APYTUMH aHTHUPETPOBUPYCHBIMHU
cpeAcTBaMu. XapaKTepUCTHUKA U YaCTOTA 3JI0Ka4€CTBEHHBIX HOBOOOPa30BaHUM COOTBETCTBOBAIIN
TAaKOBBIM JJISi MAIIMEHTOB C TSDKEIBIM UMMYHOJE(PUIMTOM. PHCK pa3BUTHS 370Ka4eCTBEHHBIX
HOBOOOPA30BaHUI B KIIMHUYECKUX HCCIEIOBAHUAX OBUI OJMHAKOB KaK B IPYIIaxX MAIMEHTOB,
IPUHUMABILUX [Ipernapara pajTerpaBiupa, Tak U B rpyniax NalueHToB, IPUHUMABIINX IpenapaTsl
CpaBHEHHMS.

Muonamus u paboomuonus

VY nanueHToB, NPUHUMABIIKX Ipenapar paiTerpaBupa, HabI0JalIoCh MOBBILIEHHE AKTUBHOCTU
kpeatuHpochokunaszel 2 — 4 crenenu. HalOmiogamuch ciiyyan pa3BUTUS MHUONATHM U
pabaomuonusa. [lanuenram ¢ MuonaTiei uiaM pablOMHOJIN30M B aHAMHE3€, a TAKXKEe UMEIOLIUM
npyrue (GaxkTopbl prcKa (BKIIOYas COMYTCTBYIONIYIO TEPANUIo), IpenapaT cieayeT Ha3HadaTh ¢
OCTOPOKHOCTBIO.

Ocmeornekpos

Coob1manocs o cityyasix pa3BUTUSI OCTEOHEKPO03a, OCOOCHHO Y MAallMEHTOB C O0IEeNpHU3HaHHBIMU
¢dakropamMu pucka, mnozaHed cragueit B U-3aboneBanusi WM JJIMTENbHBIM BO3JEHCTBUEM
komOnHMpoBaHHOU APBT. YacToTa pa3BUTHS HEU3BECTHA.

Koorcnas coine

B KIMHMYECKHX HCCIEeIOBaHUAX y MAallMEHTOB, paHee noaydaBmux APBT, koxHas cbinb, BHE
3aBUCHUMOCTH OT 3THOJIOTHH, 4Yalle HaOJrojanach MpU NPUMEHEHUHU Ipernapara pajrerpaBupa
OJIHOBPEMEHHO C JapyHaBUPOM, YEM MPU IPUMEHEHUH ITaHHBIX [TPENapaToB MO OTAEIbHOCTU. TeM
HE MeEHee, 4YacToTa pPa3BUTHUSA KOKHOW CBINM, CBSI3aHHOM C NPUEMOM IIpernaparoB, OblLIa
COIIOCTAaBMMa BO BCEX TpeX rpynnax jedeHus. KoxxHas cblnb Obl1a JIErKoi 1 yMEPEHHOH cTeneHn
TSKECTH U He BiMsiia Ha npojnospkenne APBT. ¥V nanuenTos, panee He nonyuasmux APBT, npu
JICYCHUHN TIpenapaToM pajiTerpaBupa B KOMOHWHAIIMM C SMTPUIMTAOMHOM W TEHO(OBHUPOM,
pasBUTHE CHINM HAOMIONATOCh pEXe, 4YeM MpH JeYyeHUH 3(aBUpPEH30M B KOMOMHAIUU C
AMTPULIUTAOMHOM U TEHO(HOBUPOM.

[Tpoune ocoOBIe MOMYJIAIINNA

Iayuenmul ¢ ko-ungexyueti cenamuma B u/unu eenamuma C

B nenom npoduinb 6e30macHOCTH palTerpaBupa y MalyueHToB, Kak paHee MOTy4YaBIInX, TaK U HEe
nonyudaBimnx APBT, ko-uH(UIIMPOBAHHBIX XPOHHYECKUM (HO HE OCTPBIM) aKTUBHBIM IeNaTUTOM
B w/unu renaturom C, 6611 aHANOTHYEH NPOGUITIO 6€30MaCHOCTH Y MALIUEHTOB 0e3 KO-uH(pEeKInu

renatuta B w/umm rematuta C, xoTsa yactora otkioHeHus aktuBHocTer AJIT u ACT unorma 6su1a
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BBILIE B IPyNNax ¢ Ko-uHpeKuuei renarura B n/umu reﬁﬂ'ﬂf&—@‘}" BATENBHOCTE 0004)

eTH
[To pe3ynpTaTaM KJIMHUYECKUX MCCIICOBAHUN MPUMEHEHUS pajITErpaBUpa B PEKOMEHIOBAHHBIX
J103aX B KOMOWHAIMH C APYTHMH aHTHPETPOBUPYCHBIMU JICKAPCTBEHHBIMH cpeacTBamMu y BIY-
WH(DHUIIMPOBAHHBIX JETEH U TOAPOCTKOB OT 2 10 18 jeT ObIIO YyCTAaHOBJIEHO, YTO YacTOTa, THI U
BBIPQXECHHOCTh HEXKETIATEeNbHBIX PEAKIIHiA, CBSI3aHHBIX C TIPUEMOM IpenapaT, ObUTH COMTOCTABUMBI
C TAaKOBBIMH y B3pPOCJIbIX MAIIUEHTOB.
Y opHOro manMeHTa HaOMIOJATUCh CICAYIONIME CBsI3aHHBIE C TNPUEMOM IIpemapara
HEeXeNaTelIbHBIC PEaKIIUU: ICUXOMOTOPHAs TUIIEPAKTUBHOCTH 3 CTEIICHU, HApYyIIEHNE TTOBEACHUS
1 OECCOHHUIIA. Y IPYroro MmaiueHTa Ha0JIr1anach Cepbe3Has HexKelaTeIbHast peakius 2 CTeTICH!
— aJIepruvecKasi Chilb.
Eme y onnoro mamuenta naOmromanoch mnosbiiieHne akTuBHOCTHU ACT 4 crenmenu u AJIT 3
CTEIEHHU, KOTOPOe OBIJIO PAaCIEHEHO KaK CEPbE3HOE.

COO6HI€HI/I$I 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOAO03PEBAEMBIX HEKEJIATEIbHBIX PEAKIMAX IIOCIE PETUCTpalUU
JIEKapCTBEHHOTO Ipernapara ¢ eIbl0 00ecledeHnsl HeNPepbIBHOIO MOHUTOPUHIa COOTHOILICHUS
«I10JIb32a-PUCK» JIEKAPCTBEHHOro Ipenapata. MeAMLMHCKUM pPAaOOTHUKAM pPEKOMEH]yeTCs
coo0ImaTh O JIIOOBIX IMOJO3PEBAEMBIX HEXKEIATENBHBIX PEAKIHAX JIEKapCTBEHHOIO IpernapaTa
yepe3 HallMOHAJIbHBIE CHUCTEMBl COOOIIEHHSI O HEKEIATEeNbHBIX PEAKIUAX FOCYAapCTB — YJICHOB

EBpa3uiickoro 53K0OHOMHUYECKOTr'0 COI03a.

Poccniickas @enepanns

®denepanbHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs
Anpec: 109012, r. Mocksa, CrnaBsiHCKasl miiomanp, 1. 4, ctp. 1
Tenedon: +7 (800) 550-99-03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMAIIMOHHO-TEIEKOMMYHHUKAIIIOHHOM ceTn «HTEpHETY:!

http://www.roszdravnadzor.qgov.ru/

4.9 Ilepeno3upoBka

CumMnromsl

Criermuduueckux CMMITOMOB Iepe1o3upoBKu npenapara Panrerpasup-AME/IAPT He BbIsSiBIEHO.
Jleuenune

B cnyuae mepeno3upoBKM HEOOXOAMMO CJE€I0BaTh CTaHAAPTHBIM PEKOMEHJALMSAM: BBI3BATh
pBOTYy, HaOJIOJEHME 3a TIOKa3aTelsIMM JKuU3HeAeaTenbHocTH, Bkimtoyas OKI, Ha3HaueHue

CUMIOTOMAaTHYECKOMN TCpaIunu.
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HCT.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1 ®apmakoaMHaMH4YecKHe CBOMCTBA

®dapmakoTepaneBTUYECKass Tpylma: TPOTUBOBUPYCHBIE CPEACTBA CHCTEMHOTO JICUCTBUS;
IIPOTUBOBUPYCHBIE CPEJCTBA IPSIMOI0O AEUCTBUSI; UHTUOUTOPHI HHTETPA3BI.

Koxg ATX: JOSAJO1

MexaausM aeiictBus ¥ dhapMakoarHaMuueckue 3¢ dheKThl

PanrerpaBup wuHrHOMpyer KaTaquTH4YecKylo akTuBHOCTb BUY wuHTerpasel — ¢depmenra,
ydacTByloniero B perunkanuu Bupyca BUY. WurubupoBanue uHHTErpassl MNpeoTBpaIlacT
KOBaJICHTHOE BBeJIeHHE (MHTerpanuio) reHoma BUY B reHOM KJIETKM X0351MHa Ha PAHHUX CTaIHIX
paseutuss uHbeknuu. He Bxmtouennele B JIHK wuyenoBeka renomber BUY He cmocoOHBI
WHIYyLIMPOBAaTh IPOAYKLIHIO HOBBIX BHPYCHBIX YaCTHIl, II03TOMY IIOJAaBJICHUE IIpoLEecca
MHTETPAIUH [IPEIOTBPAIIACT PACIIPOCTPAHEHNE BUPYCHOM HH(EKIINU B OpTraHU3ME.
Wurubupyromas crnocoOHOCTh panTerpaBupa B OTHouieHUH (ocdoTpaHcdepas dYenoBeka,
Bkitovas JIHK-nonumepassl, o, f 1 7, BelpakeHa HE3HAUUTENbHO.

[Tpu mna3menHoi koHmeHTpamuu 31 = 20 HMOJB/T panTerpaBup OOECICUMBAI IOIABIICHUE
peruukauu Bupyca Ha 95 % (95 % wunrubupyromas xoHueHtpauus, 1MKgs) B KIeTOUHBIX
KyJbTypax d4eJoBedecKuX T-TuMGOLNTOB, WHOUIMPOBAHHBIX aJaNTHPOBAHHBIM K KYJIbTypam
kiaerok Bapuantom HOIIIB BUY-1, mo cpaBHEHUIO ¢ KOHTPOJBHOM BUPYC-WH(UIIMPOBAHHOM
KynbTypoit kietok. MKes mocturamace B koHueHTpamusx oT 6 mo 50 HMOIB/I B KyJdbTypax
YEJIOBEYECKMX  MUTOTE€H-aKTUBHPOBAHHBIX ~ MOHOHYKJI€apoB  nepudepuyeckoil  KpOBH,
UHOHUIMPOBAHHBIX PA3JIMYHBIMU TEPBUYHBIMU KIMHHUeCKUMHM Imtammamu BUY-1, Brirouas
mrammbl 5 He-B nmoartunos BIU-1, a Takke mraMmbl, pe3UCTEHTHBIE K HHTHOMTOpaM 00paTHON
TpaHCKpUNTa3bl M HHruouropam mnporeazsl BUY. Ilpu anamuze ogHoro uukia uHGEKUUU
panTterpaBup noJaBisl MHQUIMpOBaHUe, BbI3BaHHOE 23 mramMmamu BUY, npeacrasnsomumu 5
He-B moATHIoB M 5 HUPKYIUPYIONMX PeKOMOMHAHTHBIX GopM, ¢ ipu MKgs koHIIeHTpamu oT 5
10 12 umons/n. PanrerpaBup Taxke MOAaBIsul peruivkanuio mramMmoB BUY-2 npu TectupoBaHuu
Ha kietkax aquHuM CEMx174 (MKgs = 6 umonb/n). [Ipy o1HOBpEMEHHOM BBEIEHUU B KYJIbTYPY
yenoBedeckux T-nmumpornutos, uHbuuupoBaHHbix Bapuantom HOIIIB Bupyca BUY-1,
panTerpaBupa W HYKJICO3UIHBIX HHTHOUTOPOB OOpAaTHOW TpaHCKpUITa3bl (3UIOBYAMH,
3aJbIUTA0NH, CTaBYIWH, abakaBUp, TEHO()OBUD, NUIAHO3UH U JIAMUBYIUH), HEHYKJICO3UHBIX
MHTMOUTOPOB 00paTHON TpaHCKpUNTa3bl (3(aBUpPEH3, HEBUPANHH U J€JIaBUPANH), UHTHOUTOPOB

nporea3bl BUY (MHauHaBup, CaKBUHABHP, PUTOHABUD, aMIIPEHABUP, JOMUHABUD, HeJIQUHABUD U
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AKTUBHOCTH OT AIIUTUBHON 1O CAUHEPTUYHOM.

PesncTeHTHOCTE K Ipenapary

Myrtamuun uHTerpassl BUU-1, crnocoOcTByromue MOSBICHUIO PE3UCTCHTHBIX K PaITErpaBUPY
IITAMMOB BHpYca (pa3BUBajach Win iN Vitro, Win y maiueHToB, MIPUHUMABIINX PAITETPABUp), B
OCHOBHOM BKJIIOYAIOT 3aMeHbl B nojoxkenusix 143 (Y143 3amena na C, H wim R), 148 (Q148
3amena Ha H, K wimm R) umm 155 (N155 3amena na H), B coueranuum ¢ onxHoil miau Oonee
JIOTIOJTHUTEILHBIMU MyTarusiMu (Harpumep, L74M, E92Q, T97A, E138A/K, G140A/S, V1511,
G163R, S230R).

PexomOunanTHbIe BUpychl ¢ ofgHoW nepBuuHod Mytaumend (Q148H, K wim R wim NI55H)
OTJIMYAJIUCh CHU)KEHHON CHOCOOHOCTBIO K PEIJIMKALMM M CHU)KEHHON YYBCTBUTEIBHOCTBIO K
pasirerpaBupy in Vitro. Bropuunsie MyTaiu BUpyca eriie 00JIbIle CHUKAIN YyBCTBUTEIBHOCTh K
paiTerpaBupy, HWHOTJa KOMIICHCHUPYS CHHXEHHYIO CIIOCOOHOCTh BHpYyca K pEIUIMKAIIUH.
Myrtanuuy, accouMMpOBaHHBIE C PA3BUTUEM PE3UCTEHTHOCTH K PAITErpaBUpy, TAKKE MOTYT
MPUBOUTH K (DOPMHUPOBAHHUIO YCTOMYMBOCTH K IPYTOMY HHTHOUTOPY TIEpEHOCA [IEMTU HHTETPa3oi
anButerpasupy. [Ipu 3amene B monoxeHnu 143 4yBCTBUTENBHOCTD K pAJITErpaBUPy CHIXKAETCS B
OoJbIIel CTENneHU, YeM YYBCTBUTEIBHOCTh K JJIBUTETpaBUpY, TOrjAa kak Myrauud B E92Q —
0OJIBIIYI0 PE3UCTEHTHOCTh K 3JIBUTErPaBUpPY, YEM K paliTerpaBupy. Y BUPYCOB C MyTanueil B
noJyio’keHnu 148 B coueTaHuu ¢ 0J1HOM U OoJsiee TOMOTHUTEIbHBIMA MYTAllUsIMU, BbI3bIBAIOIIIUMU
PE3UCTEHTHOCTh K palTEerpaBHpPy, TakKe MOXKET HaOIIoAaThCcsl KIMHUYECKH 3HaunMas
PE3UCTEHTHOCTD K JI0IYTErPaBUPY.

Bausane Ha 5] CKT‘[)Od)I/IL’.I/IOJ'IOFI/ILIGCKVIO AKTHBHOCTb cepanna ~ WiIHn Ha IIOKa3aTcJin

OJICKTPOKApAHUOTPaMMbI

B nnane60-koHTpoIpyeMOM KIMHUYECKOM HCCIIEJOBAHUH C YUAaCTHEM 3/10pPOBBIX JOOPOBOJIBIIEB
oHOKpaTHbII mpuem 1600 Mr panrerpaBupa HE OKa3blBal Kakoro-iuOo BIUSHHUS Ha
POIOIKUTEIBHOCTE nHTEepBaia QTc, HecMOTpst Ha TO, UTO MakcuMasbHass KOHIEHTPAHS (Crmax)
panTerpaBupa B Ila3Me KpoBU Oblia B 4 pasza OoJsbllie, YeM TPU OJHOKPATHOM TMpPUEME
panrerpasupa B 103¢ 400 mr.

5.2 ®apmakoKkuHeTHYECKHE CBOHCTBA

AOGcopOnus

PanrerpaBup ObICTpO BcachIBaeTcs IMOciie MpueMa npenapara HaTomak, Cmax B I1a3Me KpOBU
onpezensercs NpuMepHo depes 3 vaca. [Inomanp nog kpuBoil «koHueHTpanus — Bpems» (AUC)
1 3HaueHNUE Cmax paITErpaBupa yBEIUUYHUBAIOTCS MIPONIOPLMOHAIBHO 103€ B Auana3oHe 103 ot 100
Mmr 710 1600 mr. 3HaueHUs KOHIIEHTPAIUHU paITerpaBrpa B Tia3Me KpoBH yepe3 12 4 mocie npuema

(Ci24) panTerpaBupa BO3pacTaroT MPOMOPIMOHATBEHO 03¢ B quanazone 103 ot 100 mr go 800 mr
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pexuMe IpueMa Ipemnapara 2 pasa B CyTKH PAaBHOBECHOE COCTOSHHE JOCTHTaeTcs OBICTPO,
IIPUMEPHO B TeueHue 2 aHel nocie Havasna jiedeHus. 3HaueHus AUC U Cmax CBUIIETENBCTBYIOT B
M0JIb3Yy OTCYTCTBHSI MUHUMAJIbLHOW KyMYJIAIMU nipenapara. B pexxume Mmonorepanuu no 400 mr 2
pa3a B CyTKH 3HaUE€HUE CPEAHET0 FreOMETPUUECKOro AJIs IUIOLIaU Ol KPUBOM «KOHIIEHTpAIIHS —
Bpemsi» B uHTepBaie oT 0 1o 12 1 (AUCo-124) coctaBnsno 14,3 Mxmoub/n X 4, 3HaueHue Ciog —
14 umonb/m.

AGcomoTHas OMOIOCTYITHOCTh pajiTerpaBUpa HE yCTaHOBJIEHA. PanrerpaBup MOKHO MPUHUMATH
BHE 3aBHCHMOCTH OT peXHMa IpruemMa MuIy.

Pacnopenenenne

[Tpumepno 83 % panTerpaBupa CBs3bIBACTCS C OCIKAMHU IUIA3Mbl B TUANIa30HE KOHIICHTPAIMA OT
2 1o 10 MxMos/m.

PanrerpaBup Jierko mpeoiosieBal IaleHTapHbli 0apbep B IKCIEPUMEHTAIbHBIX UCCIIEI0BAHHIX
Ha KpbIcax, HO HE MMPOHUKA Yepe3 reMaTodHuedanndeckuii baprep B 3aMETHOM cTerneHu. B nyx
KJIMHUYECKHX HCCIIEAOBAHMIX C y4acTHeM ManueHToB, umH(puuupoBanueix BUY-1, xoropsie
npuHuUManu pairerpaBup B jo3e 400 Mr 2 pasza B CyTKM, pajTerpaBup ObICTPO ONpenescs B
CIIMHHOMO3rOBOM >kuakoctd. B mepBom wuccnenoBanuu (n=18) cpeaHss KOHLEHTpaLUs
paiTerpaBupa B CHUHHOMO3IOBOM JKHIKOCTH cocTaBmia 5,8 % (B aquanaszone ot 1 10 53,5 %) ot
COOTBETCTBYIOILIEH KOHLEHTpAluu B Mjia3Me KpoBu. Bo Bropom mccienoBanuu (n=16) cpenuss
KOHIIEHTpAaLUs pajlTerpaBupa B CIMHHOMO3IOBOM KUAKOCTH cocTaBuiaa 5,8 % (B auanazoHe ot 1
no 61 %) oT coOTBETCTBYIOIIEH KOHILEHTpalMKM B IUIa3Me KpoBU. MenuaHbl MOJyYEHHBIX
3Hau€HUMN ObUIM MPUOJIM3UTENBHO B 3 — 6 pa3 HUXKE, YeM KOHLEHTPALUKU CBOOOHON (ppakuuu
panrterpaBupa B IJla3Me KpPOBH.

BI/IOTDaHC(bODMaHI/IH

HccnenoBaHusi ¢ HCIONB30BAaHUEM CEJIEKTHBHBIX HMHTHOUTOPOB u30(popMBI  epMeHTa
ypunuadochar-raokyponunTpancepazsr  (YID-I'T), mnomydeHHON myTeM HKCIpPECcCUU
komiuiementapHod JIHK, mnokazamu, uyto wuszopopma VYII-I'TIA1 sBasercss OCHOBHBIM
(dbepMEeHTOM, YIaCTBYIOLIUM B 00pPa30BaHUH PANTETPABUP-TIIOKYPOHUIA. DTH JIaHHBIE MTOKa3aly,
YTO OCHOBHOW MyTh MeTa0ONM3Ma palTerpaBupa y 4dYelOBeKa IMPEeACTaBlIeH MPOIECCOM
TIIOKYpOHHpOBaHusi, onocpenoBannoro YAI-I'T1A1.

DJIMMUHALMS

JlnmuTenpHOCTh KOHEUHOU (ha3bl Mepuoja TMONTYBBIBEACHUS paliTerpaBUpa COCTaBISET OKOJIO
9 yacoB, 6onpmas yactb AUC cooTBeTcTBYeT Oosiee KOPOTKOH a-(hase KaxKyIierocs mnepuoja
MOJTyBBIBEJIEHUSI pasiterpaBupa (coctaBisier npumepHo 1 wac). [locne mnpuema BHYTph

paZoaKTUBHO MEUYEHOI0 pajiTerpaBupa npumMepHo 51 % oT npuHATON 103bI BHIBOAUIIOCH Yepe3
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KumeyHuk u 32 % — depe3 mouku. B kaie 06Hapy>1<1';1g:':1;'1:c-::;1—|E&%Eb‘i‘g%w;&lgf KO{:'(%HI?I,

BEPOSITHO, OOpa30BBIBAICA MyTEM TUAPOIN3A PAITErpaBUP-TIIOKYPOHUA, BBIICIUBIIETOCS C
XKeJuplo. B Moue onpenensuinch palnTerpaBup U paiTerpaBup-TIIOKYPOHU] B KosndyecTBe 9 % u
23 % OT NpUHATOM [03bl COOTBETCTBEHHO. B I1u1asMe KpOBM OCHOBHBIM LUPKYJIUPYIOLIUM
pazoaKTUBHBIM KOMIIOHEHTOM ObL1 panterpasup (mpumepHo 70 % oT o0111eii paA0aKTUBHOCTH),
B TO BpeMs Kak Ha pajTerpaBUp-IIIOKYPOHU IPUXOAUIOCH TOJIbKO 30 %.

Hon

[Ton He oka3pIBa)l KIMHUYECKH 3HAYUMOTO BIMSHUS Ha (DapMaKOKMHETHYECKHE IMapaMeTphl
panrerpaBupa. Koppekius 10361 npenapara B 3aBUCUMOCTH OT I10J1a MalMeHTa He TpeOyeTcs.

[loskuiiple DalMeHThl

B wuccnemoBanmsx Ha mammeHtax or 18 jer u crapuie He OBUIO OOHApPYKEHO 3HAYMMOU
3aBUCHUMOCTH (hapMaKOKMHETHYECKUX MapaMeTpOB pajJTerpaBupa OT BO3pacTa IaIMEHTOB,
HI03TOMY KOPPEKIIHKs JI03bI TIperapaTa B 3aBUCUMOCTH OT BO3pacTa He TpeOyeTcs.

Paca

PacoBo-3THHYECKas MPHHAUICKHOCTh HE OKa3blBAJIAa KIMHUYECKHM 3HAYMMOTO BJIHMSHHSA Ha
(apMakOKMHETHYECKHE TTapaMeTphl panrterpaBupa. Koppekuus 10351 He TpeOyeTcs.

[lanueHTsl ¢ pa3InyHbIM HHASKCOM Macchl Tena (MIMT)

NMT He oka3plBal KIMHUYECKH 3HAYMMOIO BIHMSHHS Ha (DapMaKOKMHETHYCCKHE IMapaMeTphl
panTerpaBupa y B3pocCiblX nanureHToB. Koppekuus mo3sl npenapara B 3aBUcUMOCTH oT UMT
naiueHTa He Tpedyercs.

[TaneHThl ¢ NEYeHOYHOW HEAOCTaTOYHOCTHIO

PanrerpaBup  BBIBOAMTCS  NPEUMYIIECTBEHHO IIyTEM INIIOKYPOHHPOBAaHHS B  IICYCHH.
@dapMakOKMHETHKa TIpenapara Obula H3ydeHa Y B3pOCHBIX NAIMEHTOB C I€YEHOYHOM
HE/IOCTaTOYHOCTBIO ~ CpEeIHEH  CTeNmeHW TKeCTH, a Takke B KOMOMHHPOBAHHOM
(bapmakokuHeTHYecKOM aHanu3e. KIMHUYecKkH 3HaYMMBbIX OTKJIOHEHUH (hapMaKOKMHETHYECKHX
[IapaMeTPOB y B3pOCIBIX MAlMEHTOB C II€YEHOYHOM HEIOCTATOYHOCTBIO CpPEIHEH CTEIECHH
TSKECTH 10 CPAaBHEHUIO CO 3/I0POBBIMHM J0OpPOBOJIBLIAMU HE BBIABIEHO. TakuM o00pa3oM,
KOPPEKLHUs 03Bl IIperapara Mpu Ne4eHOYHON HEAOCTaTOYHOCTH JIETKOM WIM CPEJHEN CTENEeHU
TSOKECTH He TpeOyercs. BimsHue TsKenol CTeneHM MEeYeHOYHOM HEeIOCTaTOYHOCTH Ha
(bapMakOKMHETHUECKHE TapaMeTphl pajTerpaBupa He N3y4anoch.

ITarmedTsl ¢ MOYeYHOH HEJIOCTATOYHOCTHIO

Ha noueunsiii KIIMPCHC MPUXOAUTCA HC3HAYUTCIbHAA OOJISI B BBIBCACHUH PAJIITCrpaBUpa U3
OopraHu3ma. (I)apMaKOKI/IHeTI/IKa Ipernapara ObLIa HN3YUCHA Y B3POCJIBIX IMAIUCHTOB C TSDKEIoH
CTEIIEHBIO MMOYCUHOM HEAOCTATOYHOCTH, a TAKXKE€ B CIIOKHOM q)apMaKOKI/IHeTH‘IeCKOM aHaJIn3e.

Kimmandeckn 3HAYMMBIX OTKJIOHEHHI (i)apMaKOKI/IHeTI/I‘ICCKI/IX nmapaMeTpoB y HalUCHTOB C
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HE BBIABICHO. TakuM 00pa3oM, KOPPEKIUH 03Bl Mpernapara MaueHTaM ¢ TSDKEIOH CTereHbIo
MOYEYHOW HE0CTaTOYHOCTH He TpedyeTcs. IlockonbKy 3¢ (eKTUBHOCT TUalln3a paiTerpaBupa
HEU3BECTHA, MPUHUMATh Mpenapar HaKaHyHE CeaHca Juajin3a He peKOMEHIyeTCsl.

[Naruments! ¢ noauMopdusmom YID-T'T1A1

JlokazarenbcTBa MM Kakue-Tuoo TaHHbIE, CBUACTEIbCTBYIOIINE, YTO HATMYKE MTOIUMOphU3Ma y
depmenta YID-I'TIAl MoxeT oOKa3plBaTh KIMHUYECKH 3HAUYMMOE  BIHMSHHEC Ha
dbapMakOKMHETHYECKHE TapaMeTpbl paiTerpaBupa, He Obuin monydeHbl. [lo  n1aHHBIM
CPaBHHUTEIBHOIO HccleoBaHuss ¢ ydacTHeM 30 B3pOCBIX 3/I0POBBIX JOOPOBOJBIEB C
TEHETUYECKU JICTEPMUHUPOBAHHON CHIKEHHOW akTUBHOCTBhIO Y/ID-I'T1A1l u 27 B3pocibix
37I0POBBIX JIOOPOBOJBIEB C H3MEHEHHBIM reHOTUNoOM YJI®-I'TIA1l oTHolIeHHE CpeaHux
reomerpuueckux AUC panrerpaBupa coctaBmio 1,41 (90 % noBeputenbHbId HHTEPBal COCTABHII
0,96; 2,09).
eTH

J103b1 [U1s1 TOAPOCTKOB U JieTeit crapie 6 jet ais nedenust BUY-1 nadexnun pekoMeH10BaHbl Ha
OCHOBaHUU TOr0, 4YTO (hapMAaKOKMHETHUYECKHE IMapaMeTphbl palTEerpaBHpa COMOCTABUMBI C
TaKOBBIMH Y B3POCIBIX MAI[EHTOB.

@dapMaKOKMHETHKA paJITerpaBupa y AeTel Miajauie 2 JIeT He U3y4anach.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1 Ilepeyenb BcioMoOraTe/ibHbIX BelIeCTB
Snpo:

[{enmrono03a MUKPOKpUCTAIINYECKAS

JIakTO3bI MOHOTHJIPAT

Kanbuus rugpodocdar

['umpomerosa 2208

[Tonokcamep 407

Hatpus creapundymapar

Marnus creapat

[Tnenounas o6omouka: Onagpait ® AMB 11 6enbrit 88 A 180040
[TommBununoBHIA ciupT (E1203)

Tanbk (ES53b)

Turana auokcun (E171)

['munepuna MoHOKanpuiokarpar (tun 1)

Hatpus naypuiicynbdar
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(MOCNEQOBATENEHOCTE 0004)

6.2 HecoBMecTHMOCTD

He npumennmo.

6.3 Cpok rogHocTH (CPOK XpaHEeHHUs)

2,5 rona.

6.4 OcoOble Mepbl NPEI0CTOPOKHOCTH NMPU XPAHEHUN

XpaHuTb 11pu TEMIiepatype He Boie 25 °C.

6.5 XapakTep u coaep:kaHue NePpBUYHON YIIAKOBKHU

ITo 60 TabneTok B GaHKY M3 MOIUATUIEHA BBICOKOH INIOTHOCTHU € 3aBUHYMBAIOIIMMUCS KPBIIIKAMU
U3 TTOJIMIPOITIIICHA C OCYIIUTEIeM MM 03 Hero, ¢ 3alUTOH OT AeTel wim 0e3 Hee, ¢ KOHTPOJIeM
NIEPBOr0 BCKPBITHSI UK 0€3 HEroO.

ITo 1 6anke BMecTe C JINCTKOM-BKJIABIIIEM [TOMEIIAOT B [TAYKYy U3 KapTOHA.

6.6. Oco0Oble Mepbl NPeIOCTOPOKHOCTH TNPH YHUYTOKEHHH HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara MWJH OTXO0JA0B, TMOJYYEHHbIX IOcjde NpPHMEHEeHUs!
JIEKAPCTBEHHOI'0 MPenapara, v Apyrue MaHUILYJISIIUN € IPenapaTomM

Oco0ple TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns

000 «<AMEZIAPT»

109316, r. MockBa, Bonrorpaackuit npocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Temn.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec snekTponHo# mouThl: info@amedart.ru

7.1. IlpeacTaBuTeb AepiKATeJIs] PerHCTPALMOHHOIO YI0CTOBEPEHHUS

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy.

Poccniickas @enepanns

000 «<-AMEJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec snekTpoHHO# mouThl: info@amedart.ru

8. HOMEP PETUCTPAIIMUOHHOI'O YIOCTOBEPEHUS
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9. JIATA MEPBUYHON PETMCTPALMM (MOATBEPACEHMS PEFMCTPAITIY,

INEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmast xapakTepucTuKa JiekapcTBeHHoro mpenapara PanrerpaBup-AMEIAPT noctynHa Ha

uH(pOpMallMOHHOM TmopTaje EBpa3uiickoro SKOHOMHYECKOTO CO3a B HH(OpPMAIMOHHO-

KOMMYHUKaIMoHHOU cetn «uTepHeT» https://eec.eacunion.org.
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