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ot 01.04 2026 N 6684

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOTO IPEHAPATA "

COOTBETCTBYET ZKCNEPTHOMY OTUETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Omutua, 150 Mr, TabneTkH, MOKPHITHIC TIIICHOYHON 000JI0YKOH.
Omutun, 300 Mr, TaOIETKH, TOKPHITHIE TUIEHOYHON 000JI0YKOM.

Omutua, 600 Mr, TabIeTKH, TOKPHITHIC TIIICHOYHON 000JI0YKOH.

2. KAUECTBEHHBIN U KOJNYECTBEHHBI COCTAB

JleiicTBy1oIIIEee BEIIECTBO: abaKaBHp.

Onutua, 150 mr, TabJIeTKU, IOKPBITHIE IUNIEHOYHOU 000JI0YKOU

Kaxknas tabneTka, MOKpbITas IJICHOYHOW 000J04Koi, comepkut 150 mr abGakaBupa (B BHC
cynbdara).

Onurya, 300 mr, TaOJIETKU, IIOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxnass Tabnerka, MOKphITas IUIEHOYHOW oOomoukoid, comepxutr 300 Mr abakaBupa (B BuUje
cynbgara).

Onutua, 600 mr, TaOJIETKU, ITOKPBITHIE INIEHOYHOU 000JIOYKOMU

Kaxknas tabneTka, MOKpbBITas IICHOYHOW 000J04Koi, comepkut 600 mr abakaBupa (B BHjE
cynbdara).

BemecTBa, HATMYME KOTOPBIX HAJI0 YIUTHIBATH B COCTABE JIGKAPCTBEHHOTO Tperapara: HaTpuid (CM.
pasnen 4.4).

[TonHbIii IepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, HOKPHITHIE MIIEHOYHOW 0007104YKO.

Omutna, 150 mr, Ta6J'IeTKI/I, MOKPBITHIC TINIEHOYHOM 000J109KOM

Kpyrible NBOSKOBBIMYKIIbIE TaOJETKH, MOKPHITHIE IJIEHOYHOW o0ojoukol Oenoro msera. Ha
MOTIEPEYHOM pa3zpese TabJeTKH Oeoro IBeTa.

Omutun, 300 Mr, TaOJIETKH, ITOKPBITHIE TUNIEHOYHON 000JI0OYKON

OBanbHBIE [TBOSKOBBIMYKIIbIE TAONETKU, MOKPHIThIE IJICHOYHOW oOonoukoi Oemoro mBera. Ha
MOTIEPEYHOM pa3pe3e TaOJIeTKU OesIoro IBETa.

Onurrg, 600 mr, TaOJIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

OBasibHbBIE ABOSIKOBBIMTYKJIbIE TAOJETKU C PUCKOM, MOKPHITHIE MJICHOYHONW 000I04YKOM Oenoro 1seTa.
Ha nonepeunom paspese TabnaeTku 6eoro 1nsera.



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 01.04 2026 N= 6684
4. KIMHUYECKUE JTAHHBIE (MOCNEOCQBATENBHOCTL 0007)

4.1. ITokazaHusl K IPUMEHEHHUIO

[Ipenapar OnuTHa NoKa3aH K NPUMEHEHHIO Y B3POCIBIX U JIETEH ¢ Maccou Tena oT 14 Kr 11 jeueHus
uHeKn BUpyca nMMyHoAeduuuTa yenoseka (BMY-undexun) (B coctaBe KOMOMHUPOBAHHOU
aAHTUPETPOBUPYCHOI Tepamnum).

4.2. Pesxum 103MpOBaHus U cNOCO0 NPUMMEHEeHUs

[IpenapaT noykeH Ha3HAYATHCS BPauoM, UMEIOIIUM OmbIT Jiedenuss BUY-undexuunn.

PexxuM 03upoBaHus

Pexomenayemasi cyrodHas jo3a JjIsi B3pOCIBIX M JACTeH ¢ Maccod Tena Oosee 25 Kr coCTaBiseT
600 mr. IIpenapar HazHavaroT B 103¢ 300 mr 2 pasza B cyTku niau 600 mr 1 pa3 B CyTKu.

Oco0Oble T'PYIIIBI ITAITWMEHTOB

ﬂuua nooaicus10co so3pacma
CDapMaKOKI/IHCTI/IKa a6aKaBHpa Yy MallTUCHTOB CTapIIe 65 et He HN3y4aJIacChk.
HCZI/;MGHWIIJZ C NOYEYHOU HeOOCMAamo4HOCHbIO

VY namueHToB C HapylleHHMeM (YHKUMM NOYeK KOPpEeKLHMM J03bl Ipernapara He TpeOyercs.
[Ipumenenue npenapara OJMTHI HE PEKOMEHAYETCSl y MAlUMEHTOB C TEPMHMHAIBHOW cTanuein
IIOYE€YHON HEAOCTATOYHOCTH.

HCZI/;MGHWIIJZ C NeYeHOYHOU HeOOCMAMOYHOCbIO

AbakaBup MeTaOOIM3MpYyeTCs MPEUMYIIECTBEHHO B TeYeHW. [l JieyeHWs IalUeHTOB C
HapyleHrneM (QYHKIWUU MEeYeHH Jerkoi creneHu (5—6 OamoB mo mkane Yainn-IIsro) crnemyer
NPUMEHATh a0aKaBUp B JPYroi JIEKapCTBEHHOH (hopme, KOTOpasi MOKET 00eCTIeYnTh yMEHBILICHUE
T03BI.

JlanHple 1O (apMakOKMHETHKE U O€30MacHOCTH IpUMEHEHUs abakaBUpa Y TAlMEHTOB C
HapyluleHueM (QYHKIUM NEYEeHU CpeAHEeW M TSHKENOM CTEeNeHM OTCYTCTBYIOT. TakuM oOpas3om,
pUMEeHeHHe abakaBupa y MAMeHTOB C HapylleHueM (QYHKINH [TeYeHU CpEeTHEN U TSKEI0H CTelneHu
HE PEKOMEHYeTCsl.

CTH

Pexum no3upoBanHus y neteil ¢ maccoit Tena 6osee 25 KI' COOTBETCTBYET PEXKUMY JO3UPOBAHUS Y
B3POCIJIBIX.

Jetu ¢ maccoii Tena ot 14 xr 1o 20 kr: pekoMeHIyemasi cyTouHas go3a coctaniseT 300 Mr B CyTKu:
150 mr 2 paza wim 300 mr 1 pa3 B CyTKH.

Hetu ¢ maccoit Tena ot 20 kr 10 25 Kr: pekomMeHayemas 103a coctasisieT 450 mr B cyTku: 150 mr
yrpoMm 1 300 mr Bedepom uiu 450 Mr 1 pa3 B CyTKH.

[Ipenapar Onutua He cneayeT Ha3HAYaTh (MPUMEHSTH) y IeTel ¢ Maccoi Teja MeHee 14 KT B CBS3H
C HEBO3MOXKHOCTBIO 00ECTICUUTh PEKUM JI03UPOBAHUS.

Cnooco0 nmpuMeHeHns

[Tpenapat OnuTHA TpUHUMAETCs BHYTPb, HE3aBUCHUMO OT Npuema mnuimu. s obecriedyeHus
TOYHOCTH J03UPOBAaHMs Tperapara TalleTKy(-M) peKOMEHAYEeTCsl MPOIIaThiBaTh MOJHOCTHIO, HE
U3Menbyast.

[TaruenTam, y KOTOpPBIX MPOTJaTbiBaHWE TAOJIETOK BBI3BIBAET TPYAHOCTH, abakaBUp HAa3HAYalOT B
JpyToii JIeKapcTBeHHOW dopme. B kauecTBe anbTepHATUBBI IOMYCKAETCS U3MENIbYCHHUE TaOJIETOK C
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COOTBETCTEBY

. 1O0OCNE
00aBJIEHUEM UX K He60JILUJOMy KOJIMYECTBY ITOIYTBEPAOU HI/III]IJH I/an";lI(

MOJTYYEHHOH cMecH He00X0AUMO MPUHATH BHYTPb HE3aMeIITUTEIBHO.

IIpu nepexozne OT pexxuMa npueMa 2 pa3a B CyTKH K peXUMY IIpueMa 1 pa3 B CyTKH CllelyeT IIPUHATh
IIEPBYI0 PEKOMEHYEMYIO OJHOKPATHYIO 03y (KakK OIMCAHO BBILIE) IMPUMEPHO depe3 12 u mocie
IOCJICAHEW MPUHATOM 03Bl 10 PEKHUMY IBYKPAaTHOI'O IIPHEMA, a 3aT€M IPOAOJIKATh IPUHUMATh
PEKOMEHIYEMYIO OJTHOKPATHYIO 103y (KaK ONMCAHO BbIIIE) IPUMEPHO KaxKable 24 4. [Ipu Bo3Bpate
K pPeXUMy IIpHeMa 2 pa3a B CyTKH CJIEIyeT IPHUHATH IEPBYI0 PEKOMEHAYEMYIO J03Yy IO PEXUMY
JBYKPATHOT'O IIpUeMa IIPUMEPHO depe3 24 4 1ociie MocIeHEN IPUHATON OTHOKPATHOM J03bI.

4.3. [IpoTuBONOKA3aAHUSA

['umepuyBCTBUTENBHOCT, K a0akaBupy WM K JIOOOMYy W3 BCIIOMOTAaTENbHBIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazjeine 6.1.

4.4. OcoOble yka3aHMsl U1 Mepbl PeI0CTOPOKHOCTH IPH NPUMEHEHUH

I'unepuyyBCTBUTEILHOCTD

[Ipumenenue npemnapata OIUTH] CBSI3aHO C PUCKOM PA3BUTHS PEAKIMI THIEPUyBCTBUTEILHOCTH
(PT'Y), xapakTepusyromuxcs MOSBICHUEM JIHXOPAIKUA W/WIKA CBHIIA C JAPYTUMHU CHUMITOMamH,
YKa3bIBAKOIIMMH Ha MOJMOPraHHoe nopakeHue. PI'Y MOryT yrpoarth )KU3HU U B PEAKHUX CIy4dassx
MPUBOAUTH K JIETATBHOMY MCXOAY IIPU OTCYTCTBUM Hajjexaiuero jgedenus. Puck passutusa PI'H
Ipu MIpUMEHEHUHU npernapata OJUTH] 3HAYUTETHFHO TOBBIIMICH Y MAIlMEHTOB C MOJOKUTEIbLHBIM
pesyiabTaToM Tecta Ha Hammuue amrenss HLA-B*5701. Bmecre ¢ tem, PI'U k aGakaBupy
HaOJr01aHCh ¢ 00JIee HU3KOW YacTOTOH Y MAI[EHTOB, HE SBJISIOIINXCS HOCHUTEIISIMUA STOTO aJlJIeIIs.

Cnedyem npuoeporcugamuvcs cledyiouux npasuL:

e Craryc B orHomenun amienss HLA-B*5701 nomkeH OBITH YCTAaHOBJIEH B 0053aTE€IbHOM
MOpsIIKE A0 Havyaia Tepanuu npenaparom OIuTHI.

e Hu npu kxakux oOCTOATENbCTBAX HE CIEAyeT HAuuMHATh JiedeHHe mnpenapatoM OmuTHa y
MAIMEHTOB C TIOJIOKUTEIIBLHBIM CTaTycoM B oTHOIIeHUU auienss HLA-B*5701 wiu y martueHToB
C oTpHLaTeNIbHBIM cTaTycoM B oTHomeHnn HLA-B*5701, y koTopsIx paHee Obu1a 3a110/103peHa
PT'Y k aGakaBupy Bo BpeMsi TpuMeHEHUs abakaBUP-COEPIKAILIETO JISKAPCTBEHHOTO Mpernapara.

e [lpu mono3pennn Ha PI'Y Tepanusi mpemapatom OJMTHI A0JKHA ObITH HeMeAJEHHO
npekpaunieHa aaxe B ciaydae orcyrcrBus amnenss HLA-B*5701. 3apepxka mpekpalieHus
Tepanuu npemnaparoM OIUTUI 1Ocie BO3HUKHOBEHHMs PI'Y MoXeT mpHBECTH K pPa3BUTHIO
YIPOXKAOLICH )KU3HU PEAKLIUHU.

e [locne npekpaienus JiedeHus npenaparom OIuTHA 10 Ipu4rHE nofo3peHns Ha PI'Y uu npn
KAKHX 00CTOATE/IbCTBAX HeJib3sl BO30OHOBJIAITH NMpUMeHeHUe npenapara OuauTua Wiu
JIOOBIX JPYIMX JIeKAPCTBEHHBIX NMpenaparToB, cojaep:kamux adaxkaBup. BozoOHoBiIeHME
MIPUMEHEHHUs TpernapaToB, coAepKanux adbakaBup. mocie nojxo3peBaemort PI'Y nHa abGakaBup
MOJKET MPHUBECTH K OBICTPOMY BO3BPAILIEHUIO CHUMIITOMOB B TEUYEHHE HECKOJIbKUX YaCOB.
[ToBTopHas PI'Y, xak mpaBuiio, mpoTekaeT B OoJiee TsKenod ¢dopme, yeM Mpu MEepBUYHOM
MIPOSIBJIEHUH, U MOXKET BKJIHOYATh YTPOXKAIOIIYIO )KU3HU apTEPUAIIbHYIO TUIIOTEH3HIO U CMEPTb.

e [lanmenToB, y KoTOpbIX pasBuiack PI'Y, cienyer mpoMHCTPYKTHPOBATH O HEOOXOIUMOCTH
nepefayn ocTaTkoB mnpemnapara OMuTH] JiedalleMy Bpady BO H30€kKaHHE BO300HOBIICHUS
npuema abakaBupa.

Knunuuecxasn xapmuna PI'Y k abakasupy

PI'Y k abakaBupy ObUIM XOPOIIO OXapaKTEpU30BaHbI B paMKaxX KIMHUYECKUX UCCIIEI0BAaHUI U BO
BpEMsI IOCTPETUCTPALIMOHHOTO HabmoieH!sl. CUMITOMBI OOBIYHO MOSBIISIINCH B TEYEHHUE MEPBBIX



COOTBETCTBYET:

ot 010

. OCHNENORATE HOC TR OO0
6 Henmenb (MeIMaHa BPEMEHHM Hayaia STOM peakiuul _— ilil "cVT-IO'K:;L ToCe HAUANE Tepalii

abakaBUpOM, OJHAKO ITH PeAKIHH MOIYT Pa3BHBATHLCA B JII000Hi MOMEHT NpOBeleHHS
Tepanum.

[Tpaktuyecku Bce PI'Y k abakaBupy BKIIIOYAIOT JUXOPAAKY H/MIM CHIIb KaK 4acTh CHHAPOMA.
Jpyrue nmpusHakd M CHUMIITOMBI, KOTOpble HaOmomanuck npu PI'U k abakaBupy, BKIIOYAIOT
CUMITOMBI CO CTOPOHBI OPTraHOB JbIXaHMS U KEIYJOUYHO-KUIIEYHOTO TPAaKTa, KOTOPbIe MOIYT
NMPUBECTH K olIHO04HOM JuarHoctTuke PI'Y kak pecnupaTopHoro 3a0oJieBanusi (MHeBMOHMH,
OpoHxuTa, GapUHIUTA) MU TACTPOIHTEPHUTA.

[Tpu mpopoKeHUH JeueHus TSKeCTb CUMITOMOB, CBsA3aHHBIX ¢ PI'Y, HapacraeT, 1 OHM MOTyT
IPUHUMATh YTPOKAIOLIUI KU3HM XapakTep. Kak mpaBuiao, 3TM CUMIITOMBI HCYE3AIOT IOCIE
IpeKpalleHus nprueMa adbakaBupa.

B penkux ciydasx y malMeHTOB, NMPEKPATUBILUX IPUEM abakaBUpa MO MHBIM IIPUYMHAM, YEM
cumnToMsl PI'Y, Taxoke pa3BUBaIMCh yIPOKAIOIIUE KU3HH PEAKIIMH B TECUEHHUE HECKOJIBKHUX YacOB
1ocsie BO30OHOBJIEHHs Tepanuu abakaBUpoM. Bo300OHOBiIeHME JeueHHs a0aKaBUPOM Yy TaKuX
HAlMEeHTOB CJIEAYeT MPOBOAUTH TOJBKO IPU HAJIMYUU OBICTPOTO JOCTyNa K MEIUIMHCKON
ITOMOIILIH.

JIakTOalKn103 M BEIpAXKCHHAS T'€IaTOMETaIls CO CTEaTO30M

HNmeroTcs COO6HI€HI/I$I O Pa3BUTHHU JIAKTOALIMA03a U BLIan(eHHOﬁ renaToMEerajainm Co CTr€aro3oM, B
TOM 4YHCIC C JICTAJIBHBIM HCXOAOM, BCICIACTBUC aHTHpeTpOBHPYCHOfI TCpalliki aHaJIoraMH
HYKJICO3U 0B, BKJIIO4aA a6aKaBHp, IMPUHUMACMBIMH KaK IO OTACJIBbHOCTH, TaAK U B KOM6I/IHaIII/II/I. B
OOJILIINHCTBE CJIY4acB 3TH OCJIOKHCHUS BO3HUKAIOT Y JKCHIIIUH.

KnmHnyeckuMu mpru3HaKaMu pa3BUBAOLIETOCS JIAKTOAIH 1032 SABIISIOTCS 00mmIasi ci1adoCcTh, MOTEeps
anmneTuTa, CTpeMHUTENbHAS HEOObSICHUMAs TIOTEPsI MACCHI Tella, HAPYLICHHS CO CTOPOHBI JKEITyJ0YHO-
KHIIIEYHOTO TpakTa (TONIHOTA, PBOTA, OOJIb B JKMBOTE), HAPYIICHHS CO CTOPOHBI JBIXaTEIbHON
CUCTEMBI (OBIIIKA U TAXUITHOD) UM HEBPOJIOTMUECKHE CUMIITOMBI (BKIIIOUasi MOTOPHYIO c1ab0CTh).

JlakToanumo3 XxapakTepu3yeTcsi BBICOKOM CMEPTHOCTBIO U MOKET Pa3BUTHCS Ha (DOHE MaHKpeaTHTa,
MEYEHOYHOM HEJOCTATOYHOCTH MJIM MTOYEUYHON HEJOCTATOYHOCTH.

HaKToaanm, KakK IMpaBuJIO, pa3BUBAJICA CITYCTA HECKOJIBKO MECALICB TCPAIIUU.

Heo0xonuMo mnpekpaTtuTh Tepanuio aHajJoraMHd HYKJIEO3WJ0B B CIydae CHUMITOMAaTHYECKHX
IPOSIBIICHUN THIEPJAKTATEMUU, U METa0OIMUYECKOro alM03a/JaKTOalK103a, NPOrpecCUpOBAHNUS
rernaToMerajiiy Wik ObICTPOro MOBBIIIEHUS] AKTUBHOCTH aMMHOTpaHcdepas.

Crnenyet cob01aTh OCTOPOXKHOCTD TIPH MPUMEHEHUH Tipenapata OIUTH y JIFOOBIX MaIMeHTOB (B
0COOEHHOCTH — KEHIIUH C 0’)KUPEHUEM) C reraToMerajineil, renaTiToM WiId APYTUMU U3BECTHBIMU
(dakTopaMy pHUCKa MOpPaXEHMsI MEUEHU U CTeaTO30M IeueHHU (BKIOYash MPUMEHEHUE HEKOTOPBIX
JIEKapCTBEHHBIX MpenapaToB M ynoTpebieHue ankoross). [lanueHTsl ¢ KouH(ekiueil BupycoM
renatuta C, KOTOpbIE MOJY4arOT JeuyeHue HHTeppepoHOM ainb(a U pUOABUPUHOM, MOTYT
NpPEJCTaBIATh COOOM TIpymnmy ocoboro pucka. [lalMeHThl ¢ TMOBBIIIEHHBIM PHCKOM TpPEOYIOT
THIATEIbHOTO HAOIIOCHHUS.

HpI/I INOABJICHUU KIMHHUYCCKUX HUJIN J'IaGOpaTOpHBIX MPHU3HAKOB JIAKTOAIM 1034 C ICIaTUTOM HJIN 0e3
HETO (B TOM YHUCJIC I€IIaTOMErajJiii U CT€aro3da, OaXXE€ B OTCYTCTBUC 3HAUUTCIIBHOTO IMOBBIIICHHUA
AKTUBHOCTHU TpchaMI/IHa3) JICUHCHUC TTpCIIapaToM OJ'II/ITI/IJI HCO6XOZ[I/IMO MMPUOCTAHOBUTD.

MI/ITOXOH)I]I)I/IaJ'H)Haﬂ }II/ICd)VHKI_[I/ISI B PE3YJIbTATC BHVTDI/IVTDO6HOFO BOS)ICf/iCTBI/ISI

AHaJIOTH HYKJICO3UJOB U HYKJIEOTHJIOB CIIOCOOHBI BBI3BIBATH PA3IMUHYIO CTENEHb MOBPEKICHUS
MUTOXOHJIpHI, YTO HauOojee SPKO MPOSIBISAETCA MPU NMPUMEHEHUHM CTaByJWHA, TUIAHO3MHA U
3uoByAMHA. bbul  3aduKCHUpOBaHBI CiOyyal MUTOXOHApHanbHOW auchyHkumu y BUY-
OTpHULATENIbHBIX JeTel, MOABEP>KEHHBIX BO3/JEUCTBHIO AHAJIOIOB HYKJIEO3UJOB BHYTPUYTPOOHO
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COOTBETCTEBY

MMOCNEOOBATE HOC TR 0007
u/unm nocne poxacHus. OCHOBHBIMU HEXeIaTeIbHbIMH peaKEme;l 'H‘QJTSIJ'I'I/ICBTe ATOTOTHUCCKIC

HapylleHus: (aHeMHs, HEHTpoNeHus) W HapylmeHHss oOMeHa BEIIeCTB (THIepJIaKTaTeMHUs,
TUIIEPIIUIAa3eMus).

JlaHHBIE HEXeNaTeIbHbIE PEaKIMK YacTO ObUIM TPAH3UTOPHBIMU. BBITH 3aperucTpupoBaHbl peaKue
HEBPOJIOTHYECKUE DPACCTPOMCTBA C IMO3AHMM HayaJoM (IOBBIIIEHHBIH TOHYC MBIIIL, CYIOPOIH,
HapyLIeHMsI MOBEAEHUS). SIBISIIOTCS 1M JTaHHBIE HEBPOJIOTUYECKUE PACCTPONCTBA TPAH3UTOPHBIMU
WIM IIOCTOSSHHBIMH, B HACTOAILIEE BpeMs HEU3BECTHO. BeposATHOCTE MHUTOXOHIPHUATIBHOU
TCHYHKIMH CIeTyeT paccMaTpuBaTh y JHOO0TO pebeHKa, MOJBEpraBIIErocs BHYTPHYTPOOHOMY
BO3JCHCTBUIO AaHAJIOTaMH HYKJICO3UIOB U HYKJICOTHJOB. C BBIPAKCHHBIMU KIMHUYECKUMU
CUMIITOMaMU HESICHOW ATHOJIOTMH, B 0COOEHHOCTH HEBPOJIOTMYECKMMH PacCTPOMCTBAMM.

[IpencraBieHHble JaHHBIE HE BIMSIOT Ha TEKYyIIUME HAIMOHAIbHbIE PEKOMEHJAIMH IO
WCIIOJIb30BAHUIO AHTUPETPOBHPYCHON Tepanmuu y OEpEeMEHHBIX KCHIMUH I TPOQUIAKTUKU
BepTUKabHOU nepenaun BUY-undexuun.

Macca Tena ¥ MeTaOOIMYECKHIE napaMETphbl

Bo Bpems aHTHPETPOBUPYCHOH Teparnuu MOXKET IPOUCXOIUThH YBEITMUCHHE MACChI TeJa, TOBBIILICHHE
KOHIOCHTpAalMKU CBIBOPOTOYHLIX JIMIIMIOB U I'NIFOKO3bI KPOBH. KOHTpOJIB 3a00JIeBaHUs U U3MEHEHHE
o0pa3a )HM3HU TaK)Ke MOTYT BHOCHTB BKJIAJl B 9TOT IpoLecc. B HEKOTOPBIX cirydasx ObUTH MOTYYEHBI
AAaHHBIC, CBUACTCIILCTBYIOIIMUC O CBA3W IIOBBIMICHWA KOHICHTpAUWUH JIMIIKUAOB C HpOBOIII/IMOfI
Tepanued, OJHAKO HET BECKHX J0KAa3aTelIbCTB OTHOCUTEIBHO CBS3M YBEIMYEHHS MAacChl Tejla C
KakoW-1100 KOHKpeTHOM Tepanueil. Crenyer paccMOTpeTh HEOOXOJAMMOCTb ONPEesICHUs
KOHILIEHTPALlMM CBHIBOPOTOYHBIX JIMIIUAOB W TIIIOKO3bl KpoBW. HapymieHus jaumuaHoro oOmeHa
HCO6XOI[I/IMO KOPPECKTHUPOBATH B COOTBETCTBUU C KIIMHUYCCKUMU IIPOSABIICHUSAMMU.

ITankpeatur

briu 3a(i)I/IKCI/IpOBaHI)I CJIy4dau IMaHKpeaTuTa, XO0TA NPUINHHO-CIICACTBCHHAA CBA3b C IPUMCHCHUEM
a6aKaBHpa TOYHO HC YCTAHOBJICHA.

Tepamms, conepxkamast tou HUOT

VY manueHToB € BBICOKMM YpOBHEM BupycHOM Harpy3ku (> 100 000 xonumii/mi) Ha3HaueHHE
TPEXKOMIIOHEHTHOM KOMOMHAIMM, cojeprkaiieid abakaBup, JaMUBYAMH M 3UJOBYJIUH, TpeOyer
0c000ro pacCMOTPEHHUS.

beimu momy4yeHsl cOOOIIEHUST 0 BBICOKOM YacTOTE€ BUPYCOJOTUYECKOW HEYJa4l W BOSHUKHOBEHHH
PE3UCTEHTHOCTH HAa PAHHUX CTaausAX, KOIJla B KAueCTBE pEeXUMa Tepanuu OAMH pa3 B CYTKH
MIPUMEHSITM KOMOMHAaIMIO abakaBrpa ¢ TeHO(POBHUPA TU30MPOKCUI HyMapaToM U JTaMUBYAHHOM.

3a0oieBaHus ICYCHU

O¢ddexTuBHOCTh M Oe3omacHOCTh Hpenapata OnuTu HE OBUIM YCTAaHOBJEHBI Yy IallUEHTOB C
BBIPQ)KEHHBIMU COITyTCTBYIOIIMMH 3a00jeBaHusAMHU neueHH. [Ipemapar OauTu] NpOTHBONOKA3aH
MaIMeHTaM ¢ HapymeHneM (YHKINY TIEYSHH CPEHEN U TSHKEJIOHN CTeTeH .

VY NanueHToB ¢ U3HaYaIbHO MPUCYTCTBYIOIUM HapyllleHueM (QyHKIMU TeYeHH, BKII0Yasi aKTUBHYIO
(GbopMy XpOHMUYECKOIO TIelaTuTa, OTMEYAeTCsl YBEIWYEHHME YacTOThl HAapyIIEHUH CO CTOPOHBI
(GYHKIMK TIeYeHH BO BpeMsi KOMOMHHMPOBAHHON aHTUPETPOBUPYCHOM Tepanuu. Takue ManueHThI
JIOJKHBI HAXOJIUTHCS 1O/ HAOJI0IEHUEM B COOTBETCTBHH CO CTAaHAAPTHON KIIMHUYECKOW MPAKTHUKOM.
Heo6xonuMo paccMOTpeTh BO3MOKHOCTh IMPUOCTAHOBIICHHMS WJIM TPEKpAIIEHUs JIEUSHUs Npu
HaJIMYMU MPU3HAKOB YXYAIIEHUS 3a00JIeBaHNUs IEUEHU Y TAKUX MAllUEHTOB.

[lanMeHTHl ¢ COMYTCTBYIOIINUM XPOHUYESCKMM TernatuToM B mimm C

HaHI/IeHTBI C CONYTCTBYIOIUM XPOHUYCCKUM I'€IaTUTOM B umn C, IoJTydaromume KOM6I/IHI/IpOBaHHy10
AHTHPCTPOBUPYCHYIO TCPAIIMIO, IHOJABCPIKCHBI IMOBBIICHHOMY PHCKY Ppa3BUTHUA TSKECIBIX U
INOTCHIHUAJIBHO JICTAJIBHBIX HECXCIIATCIIbHBIX peaKuMﬁ CO CTOPOHBI IICYCHU. B ClIydyac MmpoOBCIACHUA
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COOTBETCTEY ET SKCTNEPTHOMY OTYETY

COOTBCTCTBYIOIIHUM MHCTPYKIUAM I10 TPUMCHCHUTIO JaHHBIX JICKAPCTBCHHBIX ITPCIIAPATOB.

3aboeBaHus IoYeK

[Ipenapat OnuTua HE JOKEH Ha3HA4YaThCsl NMALMEHTaM C TEPMHHAIBHOM XpPOHUYECKONH MOYEYHON
HEZ0CTaTOYHOCTBIO.

CI/IHI[DOM BOCCTAHOBJICHUSI UMMVYHUTCTA

Y BHUY-uHQUUUPOBAaHHBIX NALMEHTOB C TSDKENBIM HMMMYHOAEDULIMTOM HAa MOMEHT Hayajia
KOMOWHUPOBAaHHOHN aHTUPETPOBUPYCHOM TepAIK BOZMOKHO PA3BUTHE BOCTIAIMTEIILHON PEaKIK Ha
(oHe GecCUMITOMHBIX ONIOPTYHUCTUYECKUX MHPEKIUM WM UX OCTaTOYHBIX SIBIEHUI, UTO MOXKET
CTaTh MPUYMHON CEPHE3HOTO YXY/IIICHHUS COCTOSIHUS WU yCYTyOIeHUs CUMITOMAaTHKH. OOBIYHO 3TH
peakuuy BO3HUKAIOT B TEUYCHHE IIEPBBIX HECKOJIBKUX HENENb WM MECALEB II0CIEe Hayaia
KOMOWHUPOBAaHHOH  aHTUPETPOBUPYCHOW  Tepanmuu. TUINUYHBIMH  TNPUMEpPaMH  SIBISIOTCS
LUTOMETaJIOBUPYCHBII PETUHUT, TeHEepalM30BaHHas W/WIM odvaroBas HWHQEKIUs, BbI3BaHHAs
MUKOOAKTepHUsIMH, M TTHEBMOHWUS, BBI3BaHHAs Pneumocystis jirovecii (Takke HW3BECTHa Kak
ITHEBMOLMCTHAsl MHEeBMOHUA). [1osiBiIeHNE TI00BIX CUMITOMOB BOCHAIEHUS TPeOyeT HEMEUIEHHOTI'O
o0ciieoBaHus U, TP HEOOXOJUMOCTH, JICUCHHUS.

AyroumMMmyHHBIC 3a0oieBaHusl (Takue Kak Oose3Hb ['peliBca) Takke HaOMOgaIMCh Ha (GOHE
BOCCTAHOBJICHHSI UMMYHHTETA, OJTHAKO BPeMsI ICPBHYHBIX MTPOSIBIICHUH BaphHUPOBAIIO, U 3a00JIeBaHNE
MOTJIO BOBHHUKATh Y€pe3 MHOTO MECSIICB MOCIIC Havyajia Tepariu.

OcteoHnekpo3

HecmoTps Ha TO, YTO 3THOJIOT U JTaHHOTO 3200J1€BaHUS SIBJII€TCSI MHOT0(aKTOPHOH (BKJIHOYask IPUEM
TITIOKOKOPTUKOCTEPOUIOB, YIOTPEOJICHHE AJIKOTONS, TSDKEIYI0 HMMYHOCYIIPECCHIO, BBICOKHI
MHJIEKC MacChl Tela), Ciydyal OCTEOHEKPO3a Yallle BCEro BCTPEYaIUCh y MAl[MEeHTOB Ha IPOJBUHYTON
cTaauu BUY-undexnun W/1m JUTUTEIBHO MIPUHUMAOIINX KOMOMHHPOBaHHYIO
aHTUPETPOBUPYCHYIO Tepanuio. [lannenTam ciegyer oOpaTUThCs K Bpady, €CJIM OHHM UCIBITHIBAIOT
00JI1 ¥ CKOBaHHOCTh B CyCTaBaxX WM TPYAHOCTH IPHU JBIKCHHH.

OnnopTyYHUCTHYSCKHE I/IHd)eKHI/II/I

[Ipumenenue mnpemnapata OnuTHA WU JIOOBIX JAPYTHX AHTUPETPOBHPYCHBIX IMIPENapaToB HE
UCKITIOYaeT BO3MOXKHOCTh Pa3BUTHUSI ONMOPTYHUCTUYECKHX MHQEKIUN WM APYTUX OCIOKHEHUH
BUY-undexnmu, mo3ToMy MHalMEHTHl JODKHBI OCTaBaThCSA IOJ] CTPOTUM HaAOJIOJCHHUEM Bpaya,
UMeIoIIero onbIT neuenus BUY-acconmmpoBaHHbIX 3a00I€BaHUI.

Ilepenaya BUY-undexmn

Xota ObIIO J0Ka3aHO, YTO 3(PPEeKTUBHOE IO/ABICHHE BUpPYCAa C MOMOIBIO aHTHUPETPOBUPYCHOU
TEepanuy CyIECTBEHHO CHMKAaeT puUcK nepenaun BUY apyrum smonsM npH IOJOBBIX KOHTAaKTax,
UCKJIIOYaTh 3TOT PHUCK TMOJHOCThIO Henb3d. CiemayeT coOmolaTh COOTBETCTBYIOIIME MEphI
MPEOCTOPOKHOCTH JIJI MPEIOTBpalleHus nepenaun BIY.

I/IH(baDKT MHOKapaa

B Heckonpkux HAOMIOJATENbHBIX ASHNUAEMHOJIOIMYECKHUX HUCCIEJOBAHMUSX COOOIIAIOCh O
B3aMMOCBSI3U MEXJy MpUMEHeHHEeM abakaBUpa M PUCKOM pa3BUTHs MHGpapkTa MHoKapnaa. Mera-
aHaJIM3 JAaHHBIX, TMOJYYEHHBIX B PaHJAOMU3HPOBAHHBIX KOHTPOJHUPYEMBIX KIMHUYECKUX
UCCIIEIOBAaHMSIX, HE MOKa3al MOBBIIICHHE PUCKA pa3BUTH MH(apKTa MUOKapJa MpU NPUMEHEHUU
abakaBupa. J[o HAcTOSIIEr0 MOMEHTa HE YCTaHOBJIEH OMOJIOTMYECKUN MEXaHU3M, MO3BOJISIOLINI
OOBSICHUTH TMOTEHIHAILHOE TOBBIICHHE PUCKA. B 11e10M, MOCTyNHBIE JaHHBIE, MOJyYEHHBIE B
Ha0JI01aTeNbHBIX HUCCIIE0BAHUAX U B KOHTPOJIUPYEMbIX KIMHUYECKUX HCCIEI0BAHUAX, HECKOIBKO
MPOTHUBOPEYUBHI M TAKUM 00pa30M HE MO3BOJISIOT CAETIAaTh BBIBOJ] O MPUUYUHHO-CIIEICTBEHHOM CBS3U
MeXJy Tepanueil abakaBUpOM U PUCKOM pa3BUTHA MH(papKTa MUOKapa.
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MOAJAIONINXCA HW3MEHEHHI0 (akTOpoB (Hampumep, KypeHHe, apTepuaibHas THUIEPTEH3US |
TUTIEPIIATTHICMHS ).

BcnomMorarennHble BEIeCcTBA

JlaHHBIN JIeKapCTBEHHBIN ITpenapar CoAepKUT MeHee 1 MMouth (23 Mr) HaTpust Ha TaOJIETKY, TO €CTh,
10 CYTH, «HE COJICPKUT HATPHUSD.

4.5. BzaumoneiictBue ¢ JApPYrUMH JIeKAPDCTBEHHBIMH MNpenapaTtaMM ¥ Jpyrue BHAbI
B3aMMO/1eliCTBUSA

B3anmopeiictBue abakaBupa C JApYrMMH IIpenapaTaMy MajioBeposiTHo. VccienoBaHus in vitro
nokasayu, 4yTo abakaBup crocoOeH nHruOupoBarh uzodepment uroxpoma P450 1A1 (CYP1AL).
AbakaBUp XapaKTepU3yeTcsl OrPaHUYEHHOH CIOCOOHOCTHIO K MHTHOMpPOBAaHUIO MeTaboim3Ma ¢
yuactueM uzopepmenta CYP3A4. B uccrnenoBanusix in vitro Takxke NOKa3aHO, 4To abakaBUp HE
BCTyIaeT BO B3aWMOJCWUCTBHS C MpenapataMH, KOTOPBIE METa0OIM3UPYIOTCS H30(epMEHTaMU
CYP2C9 umu CYP2D6. Knunuueckue ucCiaeIOBaHHS HE BBIABIIIM HHAYKIIMM MeTa0ojM3Ma B
neueHd. Takum oOpazom, B3aumMoOjeicTBHE abakaBUpa C aHTUPETPOBHPYCHBIMH HHIHOMTOpaMHU
poTea3bl W APYTUMH JIEKAPCTBEHHBIMU TIpenapaTaMy, METaboJIM3M KOTOPBIX MPOHUCXOAHUT IPH
y4acTHH OCHOBHBIX H30(hepMEHTOB cucTeMbl nuToxpoma P450, mamnoBepostHo. KimHuueckue
MCCIICIOBAHMS ITOKA3AJIA OTCYTCTBUE KIIMHIMUECKH 3HAYUMBIX B3aMMOJICHCTBHI MEXy a0akaBUPOM,
3UZOBYJMHOM U JJAMUBYTUHOM.

Morisable HHIYKTOPBI (PEPMEHTOB, TaKkue Kak pudamnuiuH, penodapouran u GEHUTOUH, MPH HX
B3auMozeiicteun  Ha Y D-rmokypoHuiaTpaHcdepady MOTyT  HE3HAUMTENIbHO  YMEHbIIAaTh
KOHILIEHTPALMIO a0aKaBUpa B IJIa3Me KPOBH.

Binusuue a6aKaBHpa Ha d)aDMaKOKI/IHeTI/IKV APYIuX BCIICCTB

In vitro abakaBUp JEMOHCTPUPYET OTCYTCTBHE MU CIIa0yI0 CIOCOOHOCTH K MHTHOMPOBAHUIO OEIIKOB-
NEPEHOCUYMKOB JICKApPCTBEHHBIX IIPENaparoB: TpaHCIOpTEpa OpraHuYecKux aHuoHoB 1B1
(OATP1B1), OATP1B3, Oenka pe3ucreHTHOCTH paka MoyiouHoil »xene3bl (BCRP) wmm P-
rnukonporenHa (P-gp); 1 MUHUMaNTbHOE HHTMOMPOBAaHUE TPAHCIIOPTEPA OPraHUYECKUX KaTHOHOB |
(OCT1), OCT2 u 6enka 3KCTpy3uHU JEKapCTBEHHBIX npenaparoB U TokcuHOB 2-K (MATE2-K).
Takum obpa3zom, He oxugaercs, 4To abakaBup OyneT BIMATH HAa KOHIEHTPALUHU B IJIa3Me€ KPOBU
JIEKapCTBEHHBIX NPENapaToB, KOTOPHIE SBISIOTCS CyOCTpaTaMu ITHX OEIKOB-NIEPEHOCYHKOB.

Abaxasup siBisgercst unruoutopom 6enka MATEL in vitro, onnako o0nagaet cnaboil cmocoOHOCTBIO
BJIUATh Ha KOHLEHTpauuu cyoctparoB Oenka MATE] B miazMe KpoBH MHpU TEpareBTUYECKUX
YPOBHSX Kcmo3unuu npemnapara (10 600 mr).

Brausiaue npyrux BemiecTs Ha hapMaKOKHHETHKY adaKaBupa

In vitro abakaBup He siBnsieTcs cyoctparom OATPIBI1, OATP1B3, OCTI1, OCT2, OATI1, MATEI,
MATE2-K, acconuupoBaHHOTO C MHOKECTBEHHOM JI€KApPCTBEHHOW PE3UCTEHTHOCThIO Oenka 2
(MRP2) unu MRP4, mosToMy He 0)KUAAETCS, YTO JEKAPCTBEHHBIE Mpenaparhl, KOTOPbIE BIUSAIOT HA
AKTUBHOCTbH JIAHHBIX TICPEHOCYNKOB, OYIyT BIHMSTH HAa KOHIICHTpAIIUU abakaBHpa B TIa3Me KPOBH.

Hecmotpss Ha TO, uTO in vitro abakaBup sBiserca cybctpatom BCRP u P-gp, xnuHuueckue
WCCIIEIOBaHMs TIOKa3alM OTCYTCTBHE KIMHUYECKHM 3HAYUMBIX HW3MEHEHUH (hapMaKOKWHETHKU
abakaBHpa MpU OJHOBPEMEHHOM NPUMEHEHHUH C JIONMHABUPOM/PUTOHABUPOM (MHrHOUTOpamu P-gp
u BCRP).

JIekapCTBEHHBIE B3aMMOACHCTBHS, CBSI3aHHEIE C a6aKaBI/IDOM

Omanon

HpI/I COBMCCTHOM ITPUMCHCHHUU 3TAHOJI OKA3bIBACT BJIMAHUC HaA MeTa00JIn3M a6aKaBHpa, MMpUBOJA K
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yBemmuennio AUC a6GakaBupa npumepHo Ha 41 %. Yunrbizas B6ds- 60 AEEIR a6k AR D4,

OTU PC3YJbTAThl HC CUUTAKOTCA KIMHUYCCKU 3HAUYUMBIMU. Ha merabonusm 3TaHoia a6aKaBI/1p HE
BJIMSCT.

Memaoon

[To nanHBIM apMaKOKMHETUYECKOTO UCCIIEIOBaHUS NP IpUMeHeHnH abakaBupa B 103e 600 mr 1Ba
pasza B CyTKH COBMECTHO C METaJIOHOM OTMeUalloch CHUKEeHUE Cmax abakaBupa Ha 35 % u 3amepixka
tmax Ha 1 4, omHako AUC He u3MeHsutach. M3aMeHenns ¢hapMakOKMHETHKH abakaBUpa HE CYUTAIOTCS
KIIMHUYECKH 3HAuMMbIMU. B 1gaHHOM wuccienoBaHuM abakaBHp TMOBBIIIAN CPEIHUNA CHCTEMHBIM
KIIMpEeHC MeTaioHa Ha 22 %. DTO U3MEHEHUE He CYUTAETCS KIIMHUYECKH 3HAUUMBIM Y OOJIBIINHCTBA
MAIMEHTOB, OJIHAKO B HEKOTOPBIX CIIyYasX MOKET BO3HHKATh HEOOXOAUMOCTHh B KOPPEKIUU O3B
MeTajioHa. BesencTBre 3Toro nayeHThl, NodyJaroniye JIeYeHHe METaJJOHOM U a0aKaBUPOM, TOJIKHBI
HaxOJUThCS TMOJI HAONIOACHHUEM B CBSI3M C BO3MOXKHOCTBIO pa3BUTHSL CHHIPOMA OTMEHHBI,
MIPOSBIISAIONIETOCS IPU CHUKEHUH TO3UPOBKH.

Pemunouowi

PetunougHnie COCIUHCHMNA, TaKucC Kak H30TPCTUOHUH, BBIBOJATCA C ydyaCTuem
AJIKOT'OJIbACTUAPOIrCHASEI. BzanmoneiictBue ¢ a6aKaBI/Ip0M BO3MOXHO, OJHAKO 10 HAaCTOAICTO
BPEMCHHU HC U3YYaAJIOCh.

Puoyuecyam

AbGakaBup wunruobupyer CYP1Al in vitro. Y mnamuentoB ¢ BUY-undekuued, momyqarmux
KOMOMHAIMIO (PMKCHPOBAHHBIX 03 abakaBup + gomyTterpaBup + mamuBynuH (600 mr + 50 mr+
300 mr, oaMH pa3 B CYTKH), IIPU OJHOBPEMEHHOM OJIHOKPAaTHOM IpUMeHeHuH puonuryara (0,5 mr)
3HaueHne AUC --) puoliryara npuMepHo B Tpu pasa npesbimaio 3HaueHuss AUC o-) puonuryara,
IIOJIyYEHHbIE HCTOPHUYECKH Y 3J0pPOBBIX J0OpOBOJbLEB. MOXKET MOTpeOOBaTbCs CHMXKEHUE J103bI
puoLMryara; peKOMEeH1alluu 10 MoAO0pY A03bl CM. B UHCTPYKLUU IO METULIUHCKOMY ITPUMEHEHUIO
puoLuryara.

4.6. ®epTHIBHOCTH, 0€PEMEHHOCTDb U JAKTALMS

bepemeHHOCTD

Kax npaBuiio, npu NpUHATUM pelIeHHs 00 MCHOIb30BaHUM aHTUPETPOBUPYCHBIX MpPENapaToB IS
neuenust BUY-un¢ekuun y OepeMeHHBIX MXEHIMH W, KaK CIEACTBUE, Ul CHIKEHHs pHCKa
BepTUKaNbHOM rmepenaun BUY-uHpexnuu HOBOPOXICHHOMY CJEIyeT YYUTHIBATH JIaHHBIE
MCCIIEIOBAaHMSI HA )KUBOTHBIX, @ TAKXKE KIMHUYECKUN OIBIT MPUMEHEHUS y OEpEeMEHHBIX >KEHIIMH.
HccnenoBanuss mo npuMeHeHUss albakaBHpa y MKUBOTHBIX MPOJAEMOHCTPUPOBAIN TOKCUYECKOE
BO3/ICHCTBUE HA Pa3BUBAIOIINNCS SMOPHUOH U IO KPBICHI, OIHAKO Y KPOJIMKOB JaHHbIN 3 ekt He
HaOmonancs. Kak Obulo moka3aHO B XOJleé HCCIENOBaHMM Ha >KMBOTHBIX, abakaBUp CHOCOOEH
IIPOSABIIATH KaHLEPOr€HHbIE cBOMCTBA. KilMHMUECKas 3HAYMMOCTD 3THUX JIaHHBIX HEM3BECTHA. bbulo
YCTaHOBJIEHO, YTO Y 4€JI0BEKA BO3MOXKHO IPOHUKHOBEHHE a0aKaBUpa U/WIIN €ro METabO0IUTOB Uepes3
IUIALIEHTY .

B uccnenoBanusx mo omeHke NpUMEHEHHs abakaBupa y OepeMeHHbIX xKeHIIH 6osiee 800 ucxo0B
OepeMEeHHOCTH TIocjie TPUMEHEHUsT BO BpeMs IepBoro Tpumectpa u Oonee 1000 ncxomos
0epeMeHHOCTH TT0CIIe TIPUMEHEHHS BO BPeMsI BTOPOTO U TPETHETO TPUMECTPa MPOJIEMOHCTPUPOBAITN
OTCYTCTBUE MaJb(OPMATUBHOIO U (heTalbHOrO/HEOHATAILHOTO B3auMojeicTBus. Ha ocHOBaHuUM
BBIIIEH3I0KEHHBIX JaHHBIX MOXHO CIENaTh BBIBOJ O TOM, YTO MpPH NPHUMEHEHUH abakaBupa y
YeJIOBEKA PUCK BPOXKICHHBIX IMaTOJIOTHI MAJOBEPOSITEH.

Mumoxonopuanvruas oucghynkyus

B uccrnenoBanusx in vitro m in vivo ObUIO MPOJEMOHCTPUPOBAHO, YTO AHAJIOTH HYKJIEO3HUJOB U
HYKJIEOTHJOB CHOCOOHBI BBI3BIBATH MOBPEKIACHHUS MUTOXOHAPUN pa3IU4YHON CTeNneHu. bputu
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MOJIBEPTHYTHIX BO3JICHCTBUIO AHAJIOIOB HYKJICO3UIOB BHYTPUYTPOOHO W/WIM B TOCIEPOJOBOM
[epuoIe.

JlakTarus

AbakaBup U ero MeTabOoJIUTHI IPOHUKAIOT B MOJIOKO Y KOPMSIIITUX KpbIC. AOaKaBHp TAaKKe IPOHUKACT
B IPyIHOE MOJIOKO y UesnoBeka. JlanHbie 0 6e301MacHOCTH IPUMEHEHNUs abakaBHpa y eTeil B Bo3pacrte
MIIQJIIIE TPEeX MecsAleB OTCYTCTBYIOT. BUU-MHOUIMPOBAHHBIM IKCHIIMHAM HHU TIPU KaKUX
00CTOSITENTLCTBAX HE PEKOMEHIYETCSI TIPOBOJIUTH TPYAHOE BCKAPMIIMBAHHUE BO M30ekKaHUE Mepeaadn
BUY-undexnuu pedeHKY.

DepTiIbHOCTD

Pe3ynbTaThl HMCCICMOBAHUI Ha JKMBOTHBIX IMOKA3aH, YTO a0akaBUP HE OKa3bIBacT BIIMSHHE Ha
(hepTHILHOCTS.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBLIMHM CpeIcTBAaMM H PpadoTarb C
MeXaHHu3MaMu

HccnenoBanuss 10O OLIGHKE BIIUSHUS a6aKaBHpa Ha CIOCOOHOCTH YIpaBJATh TPaHCIIOPTHBIMUA
CpeacrBaMu U pa6OTaTI) C MEXaHMU3MaMU HE MPOBOJUJIUCE.

4.8. HexkesaTeibHbIe peakmuu

Pesrome mpoduiist 6e300acHOCTH

JIisi MHOTHX 3aperMCTPHPOBAHHBIX HEKEIATENbHBIX PEAKIMH OCTAETCA HESCHBIM, CBA3aHO JIM MX
pa3BUTHE C TNPUMEHEHHEM abakaBHpa JMOO IIUPOKOTO CHEKTpa JIEKAPCTBEHHBIX IPENaparos,
IpUMEHSEMBIX UIs JiedeHnss BUY-uHbekium, Wik K€ OHH SBJISIOTCS MPOSBICHHEM OCHOBHOIO
3a00JIeBaHUs.

MHorue u3 NNCPCUUCIICHHBIX HHUKC HEIKCIIATCIbHBIX peaKHI/Iﬁ (TOI_HHOTa, pBOTa, AUapes, JINXOopaiKa,
COHJIUBOCTbD, CI)IHI)) JaCTO pa3BHUBAIOTCA y MALUCHTOB C THIICPUYBCTBUTCIIBHOCTBIO K a6aKaBI/1py.
HOSTOMy Ipu MOSABJIICHUU JMI000r0 M3 3THX CHUMIITOMOB IIOKA3aHO TIIATCIBbHOC O6CJ'I€)IOB8.HI/IG
ManueHTa Ha HAJIMYUE TUIICPIYBCTBUTCIIBHOCTH.

brbutu 3apeructpupoBaHbl OU€Hb peKUe CIydau MOIUMOP(HOI SKCCyTaTUBHOM SPUTEMBI, CHHIPOMA
CTI/IBGHC&-I[)KOHCOHa HJIIM TOKCHYECCKOTO 3MUACPMAJIBHOIO HCKPOJIM3a, B KOTOPBLIX HEJIb3A OBLIO
uckmounTh PI'Y k abakaBupy. B Takux ciayyasx HeoOXOIUMO MPEKPATUTh MPUEM JIEKapCTBEHHBIX
MpenaparoB, coAepKaniux adakaBup, 0€3 BO3MOKHOCTH BO30OHOBJICHUSI.

Tabnuunoe pEe3IOMe HEeXKeNIaTeIbHbIX peaKIINi

boapmmuHCTBO NEPCUUCIICHHBIX HMXKE HEKCIATCIbHBIX peaKHI/Iﬁ HEC ABJIAIOTCSA OTpaHWUYHBAIOIIMMHA
JICUCHHUC.

[IpencraBinena  yacToTa  BO3HUKHOBEHHUS  HEXKENATENIbHBIX  peaklui, KOoTopble  Obuln
3apeTUCTPUPOBAHbl TPU HCIIOJIB30BAaHMM abakaBHpa, B XOJ€ KIMHUYECKUX HWCHBITAHUNA WIN
MOCTPETUCTPAILIIOHHOTO HAOIIOICHHUS.

YacToTa BCTpeYaeMOCTH ONPEEIISETCs CISTYIOUIMM 00pa3oM:
oueHb yacto (>1/10);

gacto (>1/100, HO <1/10);

Heyacto (>1/1 000, vHo <1/100);

penko (>1/10 000, o <1/1 000);

oueHb peako (<1/10 000);
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4acToTa HEM3BECTHA (Ha OCHOBAHUHU MMEIOIIMXCS JaHHbBIX oueﬁﬂ&ﬁnlﬁc%ﬁﬁ%“&ﬁ“ bHOCTE 0007)

CucTteMHO-OpraHHbIN YacroTa HexenarenbHbie peakuuun
KJ1acc
Hapymenuss metabonusma | Yacto MOTeps almneTuTa
U IIUTaHUus
Ouenb penko JAKTOALUI03
Hapymenust co crtoponsl | YacTto rojoBHasi 00Jib

HEPBHOU CUCTEMBI

Hapymenus co croponsl | Hacto TOILLHOTA, PBOTA, AUAPEs
KEITyJOYHO-KHUIIEYHOT O

Penko [TAaHKPEATUT
TpakTa
Hapymenust co cropons! | Yacto CBIIIb (npu OTCYTCTBUHU CUCTEMHBIX
KOXM U IOJKOXHBIX IIPOSIBJICHUI)
TKaHEeH

Odenb penko noJuMopQHast JKCCyNaTUBHAs IpUTEMA,

cungapoMm CtuBeHca-/[)KOHCOHA, TOKCHYECKUM
SMUAEPMAIbHBIA HEKPOIU3

O6mue Hapywenus u | Yacto JIMXOPAJIKa, COHJIUBOCTb, yTOMIISIEMOCTh
pEaKIK B MECTE BBEACHUS

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DeaKHI/Iﬁ

Peam;uu cunepuyecmeumejlbHocmu K 61661K06Mpy

[Ipu3Haku ¥ cuMnTOMbl peakuuu runepuyscrBurenbHocTd (PI'Y) nmpuBenenst Huke. JlanHble
IPU3HAKM M CHUMITOMBI OBUIM BBISBJICHBI BO BpeMsl KIMHMYECKUX MCCIEJOBAaHUN WIM TNpU
[IOCTPErUCTPALIMIOHHOM Ha0 0 1eHuU. CUMIITOMBI ¥ IPU3HAKU, 3aPETUCTPUPOBAHHBIC HE MeHee YeM
y 10 % nanuentoB ¢ PI'Y, BbifeneHbl MOy XKUPHBIM MIpU(TOM.

[IpakTnueckn y Bcex mnanveHToB ¢ PI'U pa3BuBaroTcs JnMxopaaka W/WMIU Cbllb (OOBIYHO
MakxyJionamnyJje3Has WIM YpTUKapHas) KaK 4YacTh CHHAPOMA, OJIHAKO pPEaKLIHUH TaKXKe MOTYT
MpoTekath 0e3 ChIMKU WU JUXOpaIKkH. J[pyrue OCHOBHBIE CUMITOMBI BKJIFOUAIOT CHUMITOMBI CO
CTOPOHBI XKEITy J0YHO-KUIIEYHOT' 0 TPAKTA, IbIXaTEIIbHON CUCTEMBI UJIM CUCTEMHBIE CUMIITOMBI, TAKHE
KaK COHJIMBOCTb U HEJIOMOTaHHeE.

Hapywenus co cmoponvl kposu u numgamuieckou cucmemol

nuMdorieHus.

Hapywenus co cmoponul nepgHoii cucmemul

roJioBHasi 60J1b, IapecTe3nsl.

Hapywenus co cmoponul OvixamenvHotl cucmemsl, Op2aHos epyOHOU KIemKU U Cpe00CmeHUs.

OAbIIIKA, Kalleldb, 00Jb B ropje, peCIUpPaTOPHBIA TUCTPECC-CUHAPOM B3POCIHbIX, JbIXaTelbHas
HEJIOCTATOYHOCTb.

Hapywenus co cmoponul srcenyodouno-kuuieuno2o mpaxkma
TOLIHOTA, PBOTA, AUapesi, 00J1b B *KMBOTE, U3bSI3BICHHUE CIU3UCTON 0O0JIOUKH pTa.
Hapywenus co cmoponul neuenu u srcenuesbi8ooauux nymeti

NOBbINIEHHE OHOXMMHUYECKHX IoKa3aTeseil (l)yHKI[I/II/I Nne4YeHHu, T1cIaTuTr, IICYCHOYHaA
HEAOCTATOYHOCTD.

Hapymeﬁuﬂ CO CMOPOHBL KOJHCU U NOOKOJNCHLIX MKAHell
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cbINb (0OOBIYHO MaKyJIOTIaNyJie3Has! WM YPTHUKapHas)

Hapywenus co cmopoHbl MbluieuHoll, KOCMHOU U COeOUHUNENbHOU MKAHU

MMAJITHS, PEIKO MUOJIHN3, apTPAJTHsl, TOBBIILIEHNE aKTUBHOCTU KpeaTUH(POCHOKNHAZHI.
Hapywenus co cmopoHbl nouex u Mouesbl8o0auux nymetl

MOBBILIEHNE KOHLIEHTPALUY KpEaTUHHHA, TOYEYHAsI HEJJOCTaTOYHOCTb.

Obwue napywenus u peakyuu 6 mecme 66e0eHusl

JHUX0pajJaKa, COHIUBOCTb, HCJIOMOTIaHHUE, OTCKH, J'II/IM(baI[eHOHaTI/IH, apTCepUuaJIibHasl TUIIOTCH3UA,
KOHBIOHKTHBHT, aHa(i)I/IJIaKTI/I'-IGCKI/Ie pCakuru.

CumntomMbl, cBsizaHHble ¢ gaHHOM PI'Y, yxXymmarorcss npu OpOJOHKEHUHM TEpanmud U MOTYT
MPUHUMATh YTPOKAIOIIMMA KU3HU XapaKTep, B PEAKUX CIydasX OHU HMPUBOJAWIN K JIETAJIbHOMY
UCXOTY.

Bo3oOnosnenne nmpuema abakasupa nocie PI'U na abakaBup mpUBOAUT K OBICTPOMY MOBTOPHOMY
MOSIBJICHUIO CHUMIITOMOB B TeU€HHE HECKOJIbKUX yacoB. [ToBropHast PI'H 06b14HO mpoTekaet B 6osee
TsOKeNol (opme, 4eM MpH TEPBUYHOM TPOSIBICHUH, W MOKET BKIIOYATh YTPOXKAIOIIYIO >KU3HU
apTepualIbHYI0 TUIIOTEH3MIO U JIeTabHbIA HcXo. B psne ciaydaeB noJo0HbIE peakMi BO3HUKAIN
npunu BO300HOBJIEHUH TCparnun a6aKaBI/IpOM II0CJIE €0 OTMCHHI, BBI3BAHHOM ITOSIBICHUEM OAHOI'0 U3
OCHOBHBIX CUMIITOMOB THIIEPYYBCTBUTEIBLHOCTH (CM. BBIIIE), U B OYE€Hb PEAKHUX CIydyasX peakLuu
HaOJII0 AN Ch TIPU BO30OHOBIICHUH IIPUMEHEHUS a0aKaBHpa MAIlIeHTaMH, Y KOTOPBIX J0 €r0 OTMEHBI
HE OTMeYalIMch HHUKakue cumnTomMbl PI'Y (T.e. y mMaunueHTOB, KOTOPbIX paHee CUHUTAIU
MIEPEHOCAIIMMHU Tepanuio a0akaBUPOM).

Memabonuueckue napamempoi

Macca Tena, KOHIEHTPAIMU JMIHAOB M TJIIOKO3bl KPOBH MOTYT TIIOBBIIIATHCS BO BpeMs
aHTHPETPOBUPYCHOM TEparuH.

CuH@pOM 60CCMAHOBIEHUS UMMYHUmMemda

Y BUY-uHQUIUPOBaHHBIX NAlMEHTOB C TSDKEJIBIM HMMYHOAE(DUIIMTOM HAa MOMEHT Hayana
KOMOMHHPOBAaHHOW aHTUpeTpoBUpycHOU Tepanuu (KAPT) BO3MOXXKHO pa3BUTHE BOCHAIUTEIbHOU
peaknuu Ha poHe OECCUMITOMHBIX ONMOPTYHUCTUYECKUX MH(EKIUI UM UX OCTaTOYHBIX SBJICHUM.
AyTtoumMMyHHbIEe 3a0osieBaHus (Hampumep, Oosie3Hb ['peiiBca) Takke HaOdOaNUMCh Ha (QoHE
BOCCTAaHOBJICHUS IMMYHHTETA, OJTHAKO BPEeMsl IEPBUUHBIX MTPOSBICHUN BApbUPOBAIIO U 3a00JIeBaHHE
MOTJIO BO3HHUKATh Y€pe3 MHOI'O MECSIIEB MTOCIIE Hayalla TePaInu.

Ocmeonexpos

3aperucTpupoBaHbl  CIy4ad OCTEOHEKPO3a, OCOOCHHO Yy NAalMEeHTOB C OOIIeNpU3HAHHBIMU
dakTopamMu pHcka, Ha MNpoABUHYTOW craauu BUWY-undpexnum wim 0Opu  JUIMTENbHOU
KOMOMHHPOBAaHHOW aHTHUPETPOBUPYCHOM Tepanuu. YacToTa 3TOro sBJIEHUSI HEM3BECTHA.

H3zmenenus nabopamopnwvix noxazamernetl

B koHTponmupyeMbIX KIMHHUYECKMX HCCIIEJOBAHMSX M3MEHEHHE J1a0OpaTOpPHBIX IMOKazarene mnpu
JeyeHNH abakaBUpOM HAOMIONANOCh HEYACTO, KaK M B KOHTPOJBHOM TpyMIe NalueHTOB, HE
MOJTy4aBLIUX Mperapar.

CTH

B uccnenosannn ARROW (COL105677) npuaumanu yuactue 1206 BUY-nndunrpoBanHbIx geteit
B BO3pacTe OT 3 MecsleB /10 17 j1eT, u3 KoTopelx 669 neteii nomyyanu abakaBup U JJAMUBYIUH OJWH
WK JBa pa3a B CyTKU. He ObUIM BBISIBIEHBI HUKAKHE JOMOJHUTENbHbIE MPOOJIIEMbl B OTHOLICHUH
0€30MacHOCTH y JeTell, MPUHUMAaBIINX a0akaBUp OJUH WJIU JBa pa3a B CYTKH, [0 CPAaBHEHHIO CO
B3pOCIBIMH.
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COO6HI€HI/I€ O ITOAO03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0marh O TOJ03pEBAacMBIX HEXKENATENbHBIX PEAKUUAX IOCIE€  PErucTpaluu
JIEKapCTBEHHOI'0 IIpernapara ¢ LeJbl0 00eCHeueHUs] HeNpPEepbIBHOIO MOHUTOPHUHIA COOTHOLICHMS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOrO Tpemnapara. MeAWIUWHCKUM pPaOOTHUKAM pPEKOMEHIYeTCs
coo01IATh O JHOOBIX M10103PEBAEMBIX HEKEJIATEIIbHBIX PEAKIMAX JEKApCTBEHHOrO IpenapaTa yepes
HAllMOHAJIbHBIE CHUCTEMBbl COOOILIEHUS O HEXKENATENIbHbIX pEeakLUUsaX TIOoCylapcTB — UJIEHOB
EBpa3uiickoro 5KOHOMHUYECKOT0 COH3a.

Poccuiickas @enepanus

OenepanbHas cityx0a 1o Haa30py B cdepe 31paBoOXpaHeHuUs

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl IUI0IIa1b, 1. 4, cTp. 1
Tenedon: +7-800-550-99-03

DnexTpoHHas nouyta: pharm@roszdravnadzor.ru unm
npr@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMAIIMOHHO-TEIEKOMMYHUKAMOHHON ceTh «HTepHeT»:
https://www.roszdravnadzor.gov.ru/

Pecniy6nuka benapychb

VII «lleHTp 3KCnepTU3 U UCIBITAHUN B 3PABOOXPAHCHUN»

Anpec: 220037, Pectiybnuka benapycs, r. Munck, ToBapuiieckuit nep. 2a
Tenedon: +375-17-242-00-29

OnexkTpoHHas noura: repl@rceth.by

CaiiT B nH(MOPMAIIMOHHO-TEIEKOMMYHUKAMOHHOW ceTH «HTepHET»:
https://www.rceth.by/

Pecrry6nuka Kazaxcran

«HanmoHanbHBIN EHTP SKCHIEPTH3HI JIEKAPCTBEHHBIX CPEJICTB M MEAMLIMHCKUX n3aenuii» Komurera
MEIUIUHCKOTO U (papManeBTUYEeCKOTO KOHTPOJIsT MHHHUCTEpPCTBa 3ApaBooXpaHeHus: PecmyOmuku
Kazaxcrtan

Anpec: 010000, r. Acrana, yn. A. Imanosa, 13

Tenedon: 8 (7172) 78-98-28;

OnexTponHas nouta: pdlc@dari.kz

CaiiT B nH(pOpMaIIMOHHO-TEIEKOMMYHUKAaMOHHON ceTn «HTepHeT»: https://www.ndda.kz/

Koipreisckas PecriyOmnmka

JlemapTaMeHT JIEKAPCTBEHHBIX CPEACTB W MEAMIMHCKMX H3lenuil npu  MuHucCTepcTBe
3npaBooxpaHeHus Keiproizckoit PecriyOmmku

Anpec: 720044, r. bumikexk, yiu. 3-a Jlunus, 25

Tenedon: 0800-800-26-26, + 996-312-21-92-88

OnextponHas noyra: dlomt@pharm.kg

CaiiT B ”HpOpMaIIMOHHO-TEIEKOMMYHHUKAIIMOHHON ceTH «IHTepHeT»:!

https://www.pharm.kg/

PecniyOnuka Apmenus

«HayuyHbllf 1LIEHTp OSKCHEpPTHU3bl JIEKApCTB M MEIUIMUHCKMX TEXHOJOTUH MM. aKaJeMHKa
3. I'abpuensnay AO3T

Anpec: 0051, EpeBan, np. Komuraca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

OnexkTpoHHas noyra: vigilance@pharm.am

CaiiT B m”HGOpMAIIMOHHO-TEIEKOMMYHHUKAIIMOHHON ceTH «IHTepHeT»:!

https://www.pharm.am/

4.9. Ilepeno3upoBka

CHUMIITOMBI
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B kIuHMYECKUX MCCIEI0BAHUIX MAliCHTHI IIpUHUMAaJN O,Z[HOII(QEII%I;B-IIg Edgﬁﬁgggh%;ﬁgzlgo@-ﬁr

COOTBETCTBYET ZKCNEPTHOMY OTUETY

u cytounble 1036l 10 1800 mr. He Ob10o OTMEUEHO pa3BUTHE HEMPEIBUICHHBIX HEKEIATEIbHBIX
peakuuii. JlefictBue abakaBupa B 0oJiee BRICOKHX J103aX /10 HACTOALIET0 BPEMEHU HE U3yUYEHO.

Jleuenue

B ciiydac nep€ao3upoBKU a6aKaBI/IpOM AU ECHT JOJIPKEH HaXOAUTBHCA IIOM Ha6J'IIO,Z[CHI/ICM Bpayda C
LCJIBIO BBIABJICHHA NPHU3HAKOB TOKCHYECKOI'O JIeHCTBUSA npenapara U MpOBCACHUA CTaHI[apTHOfI
CHMIITOMATHYECKON TEpaIiriu 10 IMMOKa3aHUuAM. HGI/IBBCCTHO, MOXKET JIN a6aKaBHp OBITE BBIBCICH IIpU
MMPOBCACHUH MEPUTOHCAIIBHOI'O AHUAJIM3a UJIK TEMOJualIn3a.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoanHamMHu4YecKHe CBOCTBA

dapMakoTepanieBTUYeCKasi Tpynmna: NOPOTUBOBUPYCHBIE CPEICTBA CHUCTEMHOTO  JIEHCTBUS;
MIPOTHUBOBUPYCHBIE CPEICTBA MPAMOTrO JCHCTBUSA; HYKIJICO3UIIHBIE U HYKJICOTHUIHBIE WUHTUOUTOPHI
00paTHOM TPaHCKPUMITA3BI.

Koxg ATX: JOSAFO06.

MexaHHn3M AeHCTBUS

AbakaBup SBIIICTCS HYKJICO3UIHBIM aHAJIOTOM — HWHTHOMTOPOM OOpPAaTHOW TPaHCKPHUITA3bl. ITO
MOIIHBIA celeKTuBHbIM MHruouTop BUY-1 u BUY-2, Brmrouyas mrammel BUY-1 co cHuMKeHHOM
YYBCTBUTEIBHOCTHIO K 3HUJIOBYIUHY, JIAMUBYJIMHY, 3aJbLIMTaOUHY, AUAAHO3MHY M HEBUpPAIUHY.
AOakaBup TOJBEpPraercs BHYTPUKIETOUHOMY METa0OJIM3My, MPEBpAIllasch B aKTHUBHYIO (Qopmy
kapOoBup-5’-tpucocdar (kapooBup-Td). [To qaHHBEIM UCCIICIOBAHUMN in Vitro, MEXaHHU3M JICHCTBUS
abakaBupa B oTHomeHun BUY 3akirouaeTcss B MHTHOMPOBaHUH (hepMEHTa 00OPaTHOW TPAHCKPUIITA3bI
BUY, uto npuBoAUT K OOPBIBY LIETIH U OCTAHOBKHU LUKJIA PEIUIMKALIMUA BUPYCA.

He nabmrogancst aHTaroHW3M HMPOTHMBOBUPYCHOM aKTUBHOCTU abakaBUpa B KyJbType KIETOK IpU
KOMOMHAIIMK ¢ HYKJICO3UIHBIMU HUHTHONTOpamu oopatHoil Tpanckpuntassl (HUOT) nunanosuHomMm,
SMTPHULMTAOMHOM, JAMUBYAUHOM, CTaBYAMHOM, TEHO(OBHPOM, 3aTbIIUTAOMHOM WUJIH 3UJIOBYHHOM,
HEHYKJICO3UHBIM HMHIrUOMTOpOM o00OpatHoil TpaHckpuntazel (HHWOT) HeBupanuHoMm wim
uHruouropom npoteasst BUY (U1 BUY) amnpenaBupom.

Pe3ncTeHTHOCTD

Pezucmenmnocme in vitro

PesuctenTtHbie k abakaBupy n3oyaTel BUY-1 Obutn BeIIENEHBI in Vitro U CBS3aHBI CO CHEIU(DUIHBIMU
TeHOTUITNYECKUMHU U3MEHEHUSIMH B KOJIOHAX reHa oOpatHoi Tpanckpuntassl (OT) (kogonst M184V,
K65R, L74V u Y115F). PeaucteHTHOCTS BHpyca K abakaBUpY in Vitro pa3BUBA€TCsS OTHOCUTEIHHO
MEIJICHHO, A KIMHMYecKH 3HauuMmoro ysenuueHus: WKso (MHrubupyromas KOHIIEHTpalUs B
otHomeHnn 50 % MmTaMMOB) OTHOCUTENBHO «IUKOT0» IITaMMa TPeOYIOTCS MHOXECTBEHHbIE
MYTAallHH.

Pezucmenmuocme in vivo (nayuenmul, panee He noayuasuiue mepanuio)

VY H30714TOB BHpYCa, MOJYYEHHBIX B 0a30BBIX KIMHUYECKHX MCCIIEOBAHUSAX Yy OOJBIIMHCTBA
MAIMEHTOB C BUPYCOJOTrnYeckoi Hed()(PEKTUBHOCTHIO pexnMa Tepanuu, coJepKaiiero adakaBup,
ObUIO MTPOAEMOHCTPUPOBAHO MO0 OTCYTCTBUE M3MEHEHMH MOKa3zaTeseil OTHOCUTEIbHO UCXOIHOTO
3HaueHus, cBsi3aHHbIX ¢ npuMeHeHueM HUOT (45 %), nubo cenexius Tonbko mytaunu M184V unn
MI1841 (45 %). O6mas uactora cenekuuu M184V umu MI1841 Obita Bwicokoi (54 %), pexe
npoucxoamna cenekiusa L74V (5 %), K65R (1 %) u Y115F (1 %). beuio ycraHoBieHO, YTO TpH
BKJIIOUEHUHU 3UJOBYJMHA B PEXHUM TEpaluu CHIbKaercs dactora cenekuuu L74V u K65R B
npucyTcTBuM abakasupa (c 3umoByauaoM: 0/40, 6e3 3sumoByauHa: 15/192,8 %).
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COOTBETCTEBY

o OCNENOBATE HOCTE 0007
Cenekiusi THAMHIMH-aHATOTOBBIX MyTanuii (TAM) MQKeET HD(I)L-IICXOII-J/I'[‘E'B CHV‘I&H)!:, KOT7id aHaJory

THUMUJMHA COYETAoTCS C abakaBuUpoM. B Mera-aHanm3e pe3yJabTaTOB INECTH KIMHUYECKUX
uccinenoanuii cenexkuus TAM oTcyTcTBOBanIa MpH pexuMax Tepanuu, CoaepKamux abakaBup 06e3
sunoBynuHa (0/127), HO MPOUCXOIWIIA TIPU PEKUMAX TEPANHH, COJACPKAIIMX a0aKaBUp M aHAIIOT
TUMHJIUHA — 3UI0OBYAMH (22/86,26 %).

Pezucmenmuocmo in vivo (nayuenmul, panee nonyuaguiue mepanuio)

Knunuyecku 3HauMMoOe CHUKEHHE YYyBCTBUTEIBHOCTU K abakaBUpPy ObUIO MPOAEMOHCTPUPOBAHO B
KJIIMHUYECKUX M30JITaX MallMEHTOB C HEKOHTPOJIMPYEMON peIuIMKale BUpyca, paHee MoTyyaBIInX
TEpanuio IPyruMH HYKJICO3WTHBIMA MHTUOMTOpPaMHU M 00JaJaroIIUX PE3UCTEHTHOCThIO K HUM. B
MeTa-aHaJIu3e Pe3yJIbTaTOB MATH KIMHUYECKUX UCCIIEIOBAaHHH, B KOTOPBIX abakaBup ObUT J0OaBIIeH
B PEXHUM Tepanuu Juisl yCUIeHUs ee aeicTBus, u3 166 nmamuentoB y 123 (74 %) Obuia BbIsBIICHA
myTtamnust M184V/I, y 50 (30 %) Obuta BeisiBiiena T215Y/F, y 45 (27 %) Obina BeisineHa M41L, y 30
(18 %) 6bu1a BeisiBieHa K70R 'y 25 (15 %) Obuia BeisiBiena D67N. Myranust K65R orcyrcrBoBana,
mytauuu L74V u Y115F Bcrpewanuch Hewacto (<3 %). MopenupoBaHue IPOrHOCTUYECKUX
3HAYEHUH /1711 TEHOTHIIA C TIOMOIIBIO JIOTUCTUYECKON perpeccuu (C y4eToM UCXOJAHOTO COJIEp>KaHus
PHK BHY-1 B mmasme kpoBu (BPHK), kommuectBa CD4+ kierok, koiuyectBa U
MPOJOIKUTENFHOCTH MPEAIIECTBYIOMUX aHTUPETPOBUPYCHBIX Teparuii), MoKaszaao, YTO HaIu4ue 3
i 6onee myTtanuii pesucteHTHOCTH K HUOT 6B110 CBSI3aHO C yXyIIIIEHWEM OTBETa Ha TEPAINIo Ha
4 uenene (p = 0,015) unu pazsutuem 4 unu 6osxee mytanuii Ha 24 Henene (p < 0,012). Kpome Toro,
KOMIUIEKC MHCEPIMOHHBIX MyTauuil B KomoHe 69 mnu mytauus Q151M, koropas, kak HmpaBuIIo,
BcTpeuaercsi B codetanun ¢ A62V, V751, F77L u F116Y, npuBoAsT K pa3BUTHIO BBICOKOM
PE3UCTEHTHOCTH K abaKkaBHpYy.

Denomunuveckas PEFUCMERMHOCNTb U NEePEKPECMHAS PEeSUCMEHMHOCTb

Jnst pa3BuTHs (EHOTUIMHMYECKOW PE3UCTEHTHOCTH K abakaBUpy HEOOXOAMMO HAIMYHE MYyTalud
M184V B coueranuu, 1o KpaitHeil Mepe, ¢ ellle OAHON MyTalllel pe3UCTEeHTHOCTH K abaKkaBUpy, THO0
myTtaiusi M184V B couerannn ¢ HeckoibkuMu TAM. Pa3Butus QeHOTHITMYECKOI HepeKpecTHON
pesucrentHoctd K Apyrum HUOT npu Hamuuuum tonpko mytauuu M184V wiam Tonbko MyTauuu
M1841 orpanuueHo. 3WAOBYIWH, JIWAAHO3WH, CTaByIMH W TEHO(MOBHP  COXPAHSIOT
aHTUPETPOBUPYCHYIO AaKTHBHOCTh B OTHOLIEHMM Takux BapuaHToB BUY-1. Hamnume myrtanun
M184V ¢ K65R mnpuBoauT K pa3BUTHIO IMEPEKPECTHON PE3UCTEHTHOCTH MEXAy abaKkaBUPOM,
TeHO(POBUPOM, TUAAHOZMHOM W JamMuByauHoM. Hammume myrtanuu M184V ¢ L74V mpuBoaut k
Pa3BUTHIO MEPEKPECTHOM PE3UCTEHTHOCTH MEXJIy abakaBUpPOM, JAWJAHO3UHOM U JIAMHUBYJIHUHOM.
Hannuwne myrannn M184V ¢ Y115F npuBoauT Kk pasBUTHIO IEPEKPECTHON PE3UCTEHTHOCTH MEXIY
abakaBupoM U JaMuByJIuHOM. [l obecrieueHus: Haajexallero npuMeHeHus abakaBHpa MOXKHO
PYKOBOJCTBOBAThCSI PEKOMEHIyEMBIMHU B HACTOSIILIEE BPEMSI METOJaMHU UHTEPIPETALIUN HMEIOLUXCSI
MyTalui Pe3UCTEHTHOCTH.

[TepexkpecTHasi pe3UCTEHTHOCTh MEX Ty abakaBUPOM U aHTHPETPOBUPYCHBIMH MpernapaTaMu Jpyrux
kiaccoB (Hanpumep, UIT uniu HHUOT) manoseposiTHa.

5.2. ®apMakoOKHMHeTHYECKHE CBOMCTBA

AOGcopOrtus

AbakaBup OBICTPO W XOPOIIO BCACHIBAETCS MpU MpHEMe BHYTPh. AOCONIOTHAsE OMOJOCTYITHOCTH
abakaBHpa MpU IPHEME BHYTPh Y B3POCIBIX cOCTaBIsIeT 0Koyio 83 %, CpenHee BpeMs TOCTHIKEHUS
MaKCUMaJIbHOW CHIBOPOTOYHON KOHIICHTPAIMH (tmax) MpU TpHEeMe abakaBupa BHYTPh B BHJE
TabJIeTOK cocTaBjseT okoJo 1,5 4.

He 6bu10 0TME4EHO OTIIMYMIA TIT01Ia 11 0] (PapMaKOKWHETUYECKON KPUBON «KOHLIEHTPALHSI-BPEMSI»
(AUC) nnsa abakaBupa B gopme TabneTok u pactBopa. Ilpu npueme abakaBupa BHYTpPh B Gopme
TabneTok B 03¢ 300 Mr Ba pa3za B CyTKU CpeAHss MaKCUMallbHasi paBHOBECHAs! KOHLEHTpAIHs B
mna3me KpoBHU (Cmax) coctaBmsuia 3,00 mxr/mi, a cpeansis AUC B Tedenne 12-4acoBoro mHTepBajia
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[ "-J.' E.l:..:;'_
MEXIy MpUeMaMH TpernapaTta cocraBisuia 6,02 mMxriu/mi (C@&ME%%%HJ&%I{/{JITE{ gﬁhl&'f[elﬁ;{b

12,0 mxr*ua/mn). Tlocne ogHOKpaTHOTO pUMEHEHUs1 abakaBupa B (opme TabieTok B no3e 600 mr
cpentsisi Cmax abakaBupa cocTaBisuiia okoso 4,26 mxr/min, a cpeausas AUC. cocTaBisiia
11,95 Mxr*u/mi.

ITpuem numm 3ameyisieT BcacblBaHHE a0akaBUpa UM yMEHbINACT Cmax, HO HE BIMAET Ha OOLIYIO
KoHIeHTpauuio B iasme kpoBu (AUC). [ToaTromy abakaBup MOXKHO MPHHUMATh BHE 3aBHCHMOCTH
OT IpueMa MULIH.

He oxupaercsi, 9To mpueM HM3MEIbYeHHOW Ta0JIETKH ¢ HEOOJBIIUM KOJIHYECTBOM TOTYTBEPHAOH
UM WK JKAIKOCTH MTOBJIHMSCT Ha (hapMaKoJOTHYeCKUEe CBOMCTBA IperapaTa H, CJIeJoBaTe/IbHO, Ha
€ro KIMHUYECKYyIo 3()(eKTHBHOCT. DTO 3aKIOYCHHE OCHOBAaHO Ha (DU3MKO-XUMHUYECKUX U
(hapMaKOKUHETHYECKHX TapaMeTpax JEHCTBYIOIIErO BEIIECTBA U PACTBOPUMOCTH N Vitro TabJIeTOK
abakaBupa B BOJIC ITPH YCIOBHUH, UTO MAIIMEHT U3MENbYACT U T0OABIISET B MUILY WK ®KuakocTh 100 %
Ta0JICTKH U IPUHUMAET HEMEJIJICHHO.

Pacopenenenne

IIpy BHYTpPHBEHHOM BBEJECHUM KaXyLIHMiics 00beM pacrpeneneHuss abakaBUpa COCTABISET OKOJIO
0,8 1/Kr, 4TO yKa3bIBaeT Ha TO, YTO abaKaBUP CBOOOIHO MPOHHUKAET B TKAHU OPraHU3Ma.

Uccnenoanus ¢ yuyactuem BUY-uHbUIIMpPOBaHHBIX NAI[MEHTOB MOKA3ald, YTO abakaBHp XOPOIIO
IIPOHUKAET B CIMHHOMO3roBY10 uKkocTh (CMIXK), npu aTom otHomenne AUC abakaBupa B CMXK
k AUC abakaBupa B mia3me kposu coctanisier 30—44 %. B dhapmMakoKHHETHUECKOM UCCIIEJOBAaHUH
¢a3s1 [ nzyganocs nponukHoBeHue abakaBupa B CMIK mocne npumenenus B go3e 300 mr 1Ba paza B
cytku. Cpennsas koHueHtpamus abakaBupa B CMXK nocruranace uepes 1,5 4 mocne mpuema u
cocraBimsuia 0,14 mxr/mii. B apyrom ¢gapMakOKHHETHYECKOM HCCIICIOBAaHUU TIPU TPUMEHECHUU
abakaBupa B 103e 600 Mr 11Ba pasza B cyTKu ero koHmentpamus B CMXX co BpemeHeM MOBHIIIANACh
ot npumepHo 0,13 mxr/mi gepe3 0,5-1 g nocne mpuema 1m0 npumepHo 0,74 mMxr/mn 4yepe3 3—4 d
nocie mnpueMa. XOTS MaKCUMallbHas KOHIEHTpalluMs MOKeT ObITh He JOCTUTHyTa uepe3 4 d,
HabmromaemMble 3HaueHMs B 9 pas npesbimarot [Cso abakaBupa, kotopas cocrasisier 0,08 MKr/mi nimm
0,26 MKMOJB/II.

B uccrienoBanusx 1o omeHKE CBS3bIBAaHUA ¢ O€JIKaMHU IJIa3Mbl KPOBH M Vitro YCTaHOBJIEHO, UYTO B
TepaneBTHUECKUX KOHIICHTpAIUsIX a0akaBUp HE3HAYUTENHHO WU yMepeHHO (mpumepHOo Ha 49 %)
CBA3BIBACTCS C O€NKaMu IUIa3Mbl KPOBU YENOBEKA. ODTO YKa3bIBACT HA HHU3KYIO BEPOATHOCTH
JIEKapCTBEHHBIX B3aWMOJICHCTBUM, CBS3aHHBIX C BBITECHEHHMEM IPENapaToB U3 CBS3U C OemKkaMu
TJ1a3Mbl KPOBHU.

BI/IOTDaHCd)ODMaHI/IH

AGakaBup MeTabOIM3UPYETCS TIIaBHBIM 00pa30oM B MieueHH, MeHee 2 % BBEIEHHOM /1035l BEIBOAUTCS
MOYKaMH B HEM3MEHEHHOM BUJe. B opranmnsme denoBeka abakaBup MeTaOOIM3UPYETCS B OCHOBHOM
MoJl JIEUCTBUEM aJIKOTOJIBACTUIPOTEeHA3bl ¢ 00pa3oBaHHEM 5’-KapOOHOBOW KHCIOTHI U TyTEM
KOHBIOTAIIMH C TIIOKYPOHOBOM KHUCIOTOM ¢ 00pa3oBaHueM 5’ -TNIIOKYPOHH/IA, YTO COCTABISET OKOJIO
66 % oT BBEJIEHHOM J103bI IIpenapaTa. Y Ka3aHHbIE METa0O0IUThI SKCKPETUPYIOTCS TOUKAMH.

ONIUMUHALIMSA

Cpennuii mepuon TONyBbIBEeHUsT abakaBupa cocTaBisieT okoyio 1,5 4. Ilocie MHOTOKpaTHOTO
npuema abakaBupa BHyTpb B g03e 300 Mr aBa pa3a B CyTKU He HAOIOIaeTCs 3HaYMMas KyMYJISIus
npenapaTta. BriBenenue abakaBupa OCYIIECTBISIETCS IOCPEICTBOM MeTadoiiM3Ma B TI€UEHU C
MOCTEAYIONIEH IKCKperrel MeTaboIuTOB MpeuMyIiecTBeHHO moykamu. Oxono 83 % BBeneHHOM
TO3bI a6aI<aBHpa BBIBOAUTCSA IIOYKaAaMH B BUIC MeTabOJINTOB U a6a1<aBHpa B HEU3MCHCHHOM BHJIC,
OCTaBIIIEECs] KOJIMUECTBO BHIBOJAUTCS Ye€pe3 KUIICUHHUK.

Bayrpukinerounas papMakOKHHETHKA
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COOTBETCTE

[To naHHBIM MccaenoBaHus c¢ ydactuem 20 BUU- Hd)HHHpGBaH}ﬁ;rx] MANMCRTOR, TNy UaBITIK

abakaBup B o3¢ 300 Mr aBa pa3a B CyTKH U TOJIBKO oHY 103y 300 mr 3a 24 4 10 B3sSTHs MPo0 1Jist
aHallM3a, CpeJHee TeOMETPUUECKOe 3HayeHHEe KOHEYHOr0 BHYTPHUKJIETOYHOIO IepHojaa
MOJTyBBIBeICHUST KapOoBupa-Td B paBHOBECHOM COCTOSSHUM cocTaBmwio 20,6 4, B TO BpeMs Kak
cpeHee TeOMETPUYECKOe 3HaueHUE IMepuoja IMOJyBbiBeleHUs albakaBUpa W3 ILIa3Mbl KPOBU
cocTaBmiio 2,6 4. PaBHOBecHbIe (hapMaKOKMHETUYECKHE MTOKA3aTeNU MPU MPUMEHEHHH a0aKkaBupa B
no3e 600 Mr ofMH pa3 B CYyTKH CPaBHUBAJIM C TAKOBBIMHU ITPU IpUMEHEHUHU abakaBupa B 103¢ 300 Mr
JIBa paza B CyTKU B NMIEPEKPECTHOM KIMHUYECKOM HCCIIEAOBaHUH, B KOTOpOM yuacTtBoBayiu 27 BIY-
MH(UUIMPOBAHHBIX MAlMEHTOB. BHyTpuKIeTOuHOE cofepxaHue kapooBupa-Td B MOHOHYKIEapax
nepudepuyeckoil KpoBH OBUIO BBILIE MIPU MPUMEHEHUH abakaBupa B J103¢ 600mMr OMH pa3 B CYTKU
o nokazaressiMm AUC B paBHOBecHOM cocTosiHUM 32 24 4 (AUC24 55, BBIIIE Ha 32 %), MAKCHMAITLHOM
CYTOYHOM KOHIICHTpPAIIUU B paBHOBECHOM COCTOSTHUH 32 24 4 (Cinax 24,55, BbIIIE Ha 99 %) 1 OcTaTOYHON
KOHIIEHTPAllMU B PaBHOBECHOM COCTOSIHUM 32 24 4 (Chix 24,65, BbIIIE Ha 18 %) MO CpaBHEHHIO C
npuMeHenueM abakaBupa B qo3e 300 Mr 1Ba pa3a B CYTKH, YTO CBUAETEILCTBYET O BO3MOXHOCTHU
npuMeHeHus npenapara y BUU-unpunmupoBanusix nanueHToB B go3e 600 Mr onuH pas3 B CyTKH.
O¢ddexTuBHOCTL M 0E30MACHOCTH MpenapaTa NpU MPUMEHEHUH OJWH pa3 B CYyTKU Obla TaKKe
MmokasaHa B 6a3zoBoM kimHU4YeckoM uccienoBananu (CNA30021).

Oco0Oble I'PpYIIIBI MAalIMCHTOB

Toueunas neoocmamounocme

AbaxaBup MeTaboJIM3UpyeTCs IJIaBHBIM 00pa3oM B IE€YEHH, OKOJIO 2 % ero BhIBOAUTCS MOYKAMH B
HEU3MEHEHHOM BHjae. PapMakOKMHETHKAa abakaBUpa y MAalLKUEHTOB C TEPMUHAIBHON cTajauei
[IOYEUHOW HEJOCTAaTOYHOCTU CXOJHA C TaKOBOM Yy MALMEHTOB C HOPMaJlbHOW (DyHKIMEH IOueK.
CrenoBarenbHO, y MAIMEHTOB ¢ HAapyIIeHHEeM (DYHKIIMH TOYEK KOPPEKIIUs 036l He TpeOyeTcs.

Ileyenounas neoocmamounocmos

AbakaBup MeTabONMM3MpYyeTCsl TJIAaBHBIM 00pa3oM B miedeHH. PapMakoKMHETHKa abakaBupa
U3ydanach y MalUeHTOB ¢ HapylleHueM (YHKIMU MeYeHHU JIerkoi creneHu (5—6 6ayuioB Mo mkane
Yaiina-ITpr0). Pe3ynbraTel miccnenoBaHus CBUACTEILCTBYIOT 00 yBenmueHun AUC abakaBupa B
cpeaneM B 1,89 pasza u yBenuueHUM Nepuoja NoiayBbiBeeHHs abakaBupa B 1,58 pa3a. Hapymenue
¢byHkuuu nedeHu He BiusieT Ha 3HaueHuss AUC merabonuToB abakaBHpa, OJHAKO CKOPOCTh UX
00pa30oBaHMs U BBIBEICHHSI ITPU TOM CHUXKAETCS.

JIis JOCTHKEHUSI SKCTIO3ULIMN, COOTBETCTBYIOIIEH TepaneBTUUECKOMY TUana3oHy IpyU NPUMEHEHNUN
npernapara naueHTamMu 0e3 3a0oJieBaHUM MeYeHH, MalMeHTaM ¢ HapylIeHHeM (yHKIUHM Me4YeHU
JIETKOW CTENEeHU cieayeT NpuHuMaTh adbakasup B Ao3e 200 Mr nBa pasza B cyTkH. PapMakOKMHETHKA
abakaBHUpa y MalMEHTOB C HAapyUIEHUAMU (YHKIMH TMEYEHU CpelHEel M TsKeIoW CTeNeHu He
n3ydajack, I0ATOMY NpUMEHEeHNe abakaBupa y ATHX I'pYyMII MallMEHTOB HE PEKOMEHy€eTCs.

ﬂuua nosHCUI020 so3pacma

dapMakoKMHETHKa abakaBupa y MallMeHTOB cTapiie 65 et He u3yyanack. [Ipu neueHun nanueHToB
MOKUJIOTO BO3pacTa He0OX0IMMO YUUTHIBAaTh OoJiee YacThle HapyLIeHUs (QyHKIMH [TeYEHH, T0YEK U
cepllia B 3TOM BO3pacTe, a TaKXKe COMYTCTBYIOIIME 3a00jieBaHUS U JIpyrue MNpUHUMaeMble
JIEKapCTBEHHbIE MPENapaThl.

CTHU

AbaxaBHp XOpOIIO 1 OBICTPO BCACKIBAETCS MPH MIPUMEHEHUH Y JIeTel B (hopMe pacTBOpa [l IpuemMa
BHYTpb U B (opme Tabnerok. bpino mokasaHo, 4TO 3Kcmo3ulus abakaBupa B IUIa3Me€ KPOBU
OJMHAKOBAa NpPU TPUMEHEHUH OOEUX JEKapCTBEHHBIX (OpM B OJMHAKOBBIX J03aX. Y JeTeH,
noslydaromux abakaBup B (¢opMe pacTBopa s IpUeMa BHYTPb B COOTBETCTBUU C
PEKOMEHIOBAaHHBIM PEXUMOM JO3MPOBAHUS, HKCIO3ULMS abakaBupa B IJJa3Me KPOBU CXOJAHA C
TaKOBOH y B3pocCibIX. Y neTel, nonydaromux adakaBup B ¢popMe TabIeTOK JIJs MprueMa BHYTPb B
COOTBETCTBHHM C PEKOMEHJIOBAHHBIM PEXHMMOM J03MPOBAHUS, SKCHO3MLMS abakaBupa B IJIa3Mme
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KpOBH BBIIIIE, YeM Y JeTeHd, moyrydaronmx abakaBUp B moﬂ-&é‘%g@%&;&i“ﬂﬁ_'h%&wl :ia;'w'r'ﬁﬂ

MMOCKOJIbKY B (hopMe TabJIETOK MPUMEHSIOT O0jiee BHICOKHE 03Bl B MI/KT. DapMaKOKMHETHUECKUE
WCCIIC/IOBAHMSI C y4YacTHEM JIETeH IMOKa3ad, YTO MPHUEM OJMH pa3 B CYTKH SKBHBAJICHTEH II0
nokazareno AUC.24 MpuemMy Takol ke 0011eit CyTOUHOM 03Bl Mpenapara, pa3IeJICHHON Ha JIBa paza
B CYTKHU TIpU NMPUMCHEHUH a0akaBHpa Kak B (popme pacTBopa Jisi puemMa BHYTPb, TaK U B Gopme
TabJIETOK.

OTCYTCTBYIOT 1OCTaTOYHBIC TaHHBIE 10 OE30MIACHOCTH ISl PEKOMEHJAllNY TIPUMEHEeHUs abakaBupa
y nereir muagme 3 mecsueB. CylecTBYIOT OTpaHMUYCHHBIC JaHHbBIE, MOKAa3bIBAIOIIME, YTO MpPHU
NPUMEHEHHH Y HOBOPOXKJCHHBIX B Bo3pacte 70 30 aHei B 103¢ 2 MI/KT HaOIIOAAat0TCS CXOIHBIC WITH
6onee Beicokue 3HaueHUs: AUC 1o CpaBHEHHUIO ¢ IPUMEHEHHEM J03bl 8 MI/KT y JeTeill CTapIuero
BO3pacrTa.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

Aopo:

[M'uipokcunponuiIeItoao3a (THIpoI03a)
Kapb6okcumerunkpaxman HaTpust TUII «A» (IPUMOTEIIb)
Kpemuus auokcua kosmon bl (a3pocun mapka A-300)
Maruus creapat

emnrono3a mukpokpucramumueckas 101/102

Kpaxman kapTodenbHbIii

Ilnenounas obonouxa.

[MuapokcUnponuIMETHIIIEIITI0103a (TUIIPOMEIIO3a)
[Monmmatrnenrnukons 6000 (Makporon 6000)
Jlnokcua TuTaHa

Tanpk

Konosuon

6.2. HecoBMecTHMOCTH

He nmpumenunmo.

6.3. Cpok roxHocTH (CpoOK XpaHeHHs)

4 rona.

6.4. OcoObIe MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUH

XpaHUTh B OPUTMHAJIBHOM yIIaKOBKE ITPOU3BOIUTENS IPU TeMieparype He Boiie 25 °C.
6.5. Xapakrep u copep:kaHne yNaKOBKHU

HeDBI/IqHaﬂ YIIaKOBKa JICKAPCTBCHHOT'O ITperiapaTa

ITo 10 TabmeTok B KOHTYpPHYIO SIMEHKOBYIO YIIAKOBKY U3 TUICHKH MOJMBUHUIXJIOPUAHON U (HOJIBTU
ATIOMUHHEBOM NIEYaTHOM JJaKUPOBAHHOM.

ITo 30, 60, 90, 120 TabneTok B GaHKY MOJMMEPHYIO C KPBILIKOW HATATMBAEMON C KOHTPOJIEM ITEPBOTO
BCKpbITHs. Ha GaHKM HakJIeMBalOT CaMOKJIESIIIUECs STUKETKU U3 OyMaru STUKETOUYHOM UM MUCUEH,
WM U3 TTOJIMMEPHBIX MaTepUaIoB.
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(MOCNEQOBATENEHOCTE 0007)

BropuuHas yimakoBKa JIEKAPCTBSHHOI'O IIperapara

[To 3 unu 6 KOHTYPHBIX SYEHKOBBIX YIAKOBOK BMECTE C JTMCTKOM-BKJIAABIIIEM MMOMEIIAIOT B AUKy
U3 KapTOHa JJIsl HOTpeOUTEeNbCKOM Taphl. Ha mauky MOKeT HaKJIeMBaThCs CAMOKIIESIIAsACS ATHKETKA
C MapKUpPOBKOW M3 Oymard STUKETOYHON WM MHUCUEH, WIM U3 TMOJMMEPHBIX MarepuaioB. [lauku
IIOMENIAIOT B FPYIIIOBYIO YIIAKOBKY.

ITo 1 Ganke BMecTe C JIMCTKOM-BKJIAJIBIIIEM TOMEUIAIOT B AYKy U3 KapTOHA JJISl MOTPEOUTEIBCKON
Tappl. Ha mauky MoO)KeT HakJIeuBaTbCs CaMOKJIesAlasicsi dTHKETKa ¢ MapKHUpPOBKOH W3 Oymaru
STUKETOYHOM WJIM NMCYEH, WM U3 MOJMMEPHBIX MaTepuajoB. /[OMOIHUTENBPHO Ha MAYKy MOTYT
HaAKJICUBATh JIBa MPO3PAYHBIX PUKCUPYIOUX cTUKepa. [lauky moMemaroT B TpyNnnoByIO YIIaKOBKY.

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTH NMPH YTHIM3ANMUM UCHOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara Wid OTX0I0B, NMOJYYEeHHBIX MOCJe MPUMEHEHHsI JeKAPCTBEHHOro IMpenapara, u
Apyrue MAHUMYJISIIUHU ¢ TPenapaTomM

Oco0Oble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickast ®enepanus

AO «DapmacuHTE3»

664007, Upkytckas 0611, r. UpkyTck, yn. KpacHorsapaeiickas, 1. 23, odpuc 3
Ten.: 8 (395) 255-03-55

Anpec anekTpoHHOU ouThl: info@pharmasyntez.com

7.1. [IpeacTaBUTENb IEPKATENS] PETHCTPALMOHHOTO Y10CTOBEPEHHS

IIpeTen3un HOTDCGHTeHCﬁ HAaITpaBJIATh 11O aAPECy.

Poccuiickas ®@enepanns

AO «DapmacuHTE3»

664040, r. UpkyTck, yiu. P. JlrokcemOypr, 1. 184

Ten: 8-800-100-15-50

Anpec aneKTpoHHOM mouThl: info@pharmasyntez.com

Pecnybnuka benapych

TOO «Adalan»

220131, r. MuHck, yn. 'amapnuka, 30/395
Mo0. Ten.: +3 752 955-12-510

Anpec 37eKTpoHHOI mouThl: pv(@adalan.kz

Pecny6nuka Kazaxcran

TOO «Adalany»

050057, r. Anmartsl, yn. TumupsizeBa, 42, nas. 23, od. 202

Ten: +7 (727) 269-54-59, +7 (727) 269-54-18

Mo6. Ten.: +7 (701) 217-24-57

Anpec 31eKTpoHHOM mouThl: pv(@adalan.kz; b.satova@adalan.kz

Koipreisckas PecniyOmnmka

TOO «Adalan»

720016, r. bumkek, c. Opro-Caii, yn. Mmananuesa, a. 52
Mo6. Ten.: +996 557 870101, +996-555-262-680

Anpec 35eKTpoHHON NouThl: pv(@adalan.kz

Pecniy6nuka ApmeHust

18



COOTBETCTBYET 3KCNEPTHOMY OTUETY
ot 01.04 2026 N° 6684

(NMOCNEOOBATENEHOCTE 0007)

TOO «Adalan»

0022, r. EpeBan, 2-0if Mukpopaiion ABaH-ApuHIK, oM 2/9
Mo6. Tein.: +374-91-402717
Anpec 37eKTpoHHO# mouThl: pv(@adalan.kz

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUA OTITYCKA JIEKAPCTBEHHOTI' O ITPEITAPATA

JlexapcTBeHHBIN MpenapaT OTHOCUTCS K KaTErOpUH OTITYCKa MO pelenTy.

OOmast xapakTepuCTHKa JIEKapCTBEHHOro mnpenapata OIMTHI [IOCTyHa B €IWHOM pPEECTpe
3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEICTB EBpa3MiiCKOro 3KOHOMHUYECKOTO CO03a M Ha
odumaTEHOM caiite YIOJTHOMOYECHHOTO oprana (3KcTepTHOM OpTaHHU3AIIH)
https://lIk.regmed.ru/Register/EAEU _SmPC.
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