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OBILASI XAPAKTEPUCTHKA JIEKAPCTBEHHOTO TIPEITAPATA "4

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Aobakaup Kanon, 300 mr, TaGJIeTKH, TOKPBITHIC INIEHOYHOM 000JI0YKOM
AobakaBup Kanon, 600 mr, Ta0GJIeTKH, TOKPBITHIE INIEHOYHOM 000JI0UKOM
2. KAYECTBEHHBIN U KOJJMYECTBEHHBI COCTAB
JleiicTBytoliee BElIECTBO: abaKaBup.

Aobakasup Kanon, 300 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxxnas tabnerka comepxut 300 mr abakaBupa (B Bujae cyib(ara).
BcmomorarenbHbIE BEIIeCTBa, HATMYHE KOTOPHIX HAJMO YYHTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: HaTpuid (cM. pazzaen 4.4.) u nakro3a (cM. pasznensi 4.3. u 4.4.).

Aobakasup Kanon, 600 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxxnas tabnerka comepxut 600 mr abakaBupa (B BUIE cyibdarta).

BcenomoratenbHble BelllecTBa, HAIUYUE KOTOPBIX HAJI0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npenapara: HaTpuid (cM. pazzaen 4.4.) u nakro3a (cM. pasznens 4.3. u 4.4.).

[TonHbIif IepedeHb BCIIOMOTraTeNbHBIX BEIIECTB MPUBECH B pasene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, NOKPHIThIE MIIEHOYHOH 000I0UKOMH.

Aobaxkasup Kanon, 300 Mr, TabJIETKH, ITOKPBITHIE INIEHOYHON 000JI0UYKON

TabneTku oBajibHbIE TBOSIKOBBIITYKJIbIE, C PUCKOM, IOKPBITHIE MNIEHOYHOW 000I0UYKOM KENTOro
nBeta. Ha monepeuHoM paspese — 6€10ro Win no4TH O6esoro IBeTa.

Aobakasup Kanon, 600 mr, Ta0JIeTKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

TabneTkn oBajibHbIE TBOSIKOBBIITYKJIbIE, C PUCKOM, IOKPBITHIE MJIEHOYHOW 000I0UYKOM KEeITOro
nBera. Ha monepeunom pazpese — 6€10ro Uik mouTH OesIoro 1BeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. TIloxka3aHusi K NPUMEHEHUIO

AbakaBup KaHOH moka3aH K IPUMEHEHHUIO y B3pOCIBIX U JeTel ¢ maccol Tena oT 14 kr ans
neyerns BUU-undexnnm (B coctaBe KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM TEpAITnn).

4.2. Pe:xuMm 103UPOBaHMS M CIIOCO0 MPUMEHEHUSI

[Tpenapat 10/KeH Ha3HAYATHCSl BpauoOM, UMEIOIUM ONBIT JiedeHus: BUY-undexmu.

PexuMm no3upoBaHus

Bspocnvie
PexomennyeMas cyrounas go3a ais B3pocibix coctasisger 600 mr. Ilpenapar Ha3HauaroT B 103€
300 mr nBa pasza B cyTku uin 600 Mr oauH pa3 B CyTKH.

Oco0nlie T'pYHOIIbI TAIMEHTOB
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HauueHmbl NnOS2HCUTIOC0 803pacma

dapmakoKHHETHKa abakaBupa y MAMEeHTOB cTapiie 65 JIeT He 3ydanach.
Tayuenmoi ¢ Hapywenuem hyHKyuu novex
VY nauueHTOB ¢ HapylleHHeM (YHKIHMM IOYEK KOPPEKLUM J03bl Ipernapara He Tpelyercs.
[Tpumenenue npenapata AbGakaBup KaHoH He pekoMeHIyeTcsl y MalUeHTOB ¢ TEPMHUHAIbHON
CTaJuel IOYEeYHON HETOCTaTOYHOCTH.
Iayuenmel ¢ napywenuem @ynKyuu nevenu
AbakaBup MeTabOIM3UPYETCs NPEUMYIIECTBEHHO B neueHW. [y JieyeHus NalUeHTOB ¢
HapymeHueM (YHKIHMH TIEYCHH JIeTKo cTeneHu (5-6 6amnos mo mkane Yaina-I1pr0) ciuemyer
IpUMEHSATH a0aKkaBUp B APYroH JEKapCTBEHHOH (hopMe, KOTOpasi MOKET 00ECTIEYUTh YMEHBIIICHHE
n036l. JlaHHBIE IO (hapMaKOKWHETHKE U 0e30MacHOCTH NMPUMEHEHUs abakaBupa y MAalUEHTOB C
HapylmeHueM (QYHKIHMU HEeYeHH CpeIHEeH M TsDKeNoil crenmeHM OTCyTCTBYIOT. Takum oOpasoM,
npUMeHeHHe abakaBupa Yy HallMEHTOB C HapylleHHeM (DYHKIMM MEeYeHM CpeIHEeH M TsKeIon
CTEMNEHH NTPOTUBOIIOKA3aHO.

eTH
Jlemu ¢ maccoui mena om 14 0o 20 ke
Pexomennyemas cyrounas go3a cocrasisietr 300 mr B cytku: 150 mr aBa pa3a B cytku uinu 300 mr
OJIMH pa3 B CYTKH.
Jlemu ¢ maccoti mena 0o 14 ke
bezonacHocTs u 3¢ pekTrBHOCTE abakaBupa y JieTei ¢ Maccoii Tesa 10 14 Kr Ha JaHHBII MOMEHT
HE YCTaHOBJEHBI. MIMeromuecs Ha CeroJHAIIHUN 1eHb JaHHbIE IPUBEACHBI B pa3zeie 5.2, 0THaKO
HEBO3MO’KHO J1aTh PEKOMEHAINH 110 PEXUMY JO3UPOBAHUSI.
Jlemu ¢ maccoti mena om 20 0o 25 ke
Pexomennyemas nosa cocrasiuser 450 mr B cytku: 150 mr yrpom u 300 mr Beuepom mnu 450 mr
1 pa3 B cyTKH.
Jlemu ¢ maccoti mena b6onee 25 ke
Pexum no3upoBanus y JeTei ¢ Mmaccolt Tena 0osiee 25 KT COOTBETCTBYET PEXKUMY 103UPOBAHUS Y
B3POCJIBIX.

Crooco0 rmpuMeHeHus

[Tpenapat AGakaBup KaHOH npuHUMaeTCsl BHYTPb, HE3aBUCUMO OT IIPUEMa MUIIIH.

Jns oOecnieyeHHss TOYHOCTH JO3MpPOBaHMS IpermapaTa TaOJeTKy(-M) PpeKOMEeHIyeTcs
IIPOIJIaThIBATh MTOJIHOCTBIO, HE U3MeEIbYasl.

[TatenTam, y KOTOpBIX MpOriaThiBaHHE TaOJIETOK BBI3BIBACT TPYAHOCTH, a0aKaBUp HA3HAYAIOT B

JIpyro# jekapcTBeHHOH ¢opMme. B kauecTBe anbTepHATUBBI JOITYCKAETCS U3MENbYeHHE Ta0lIeTOK
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KOJIMYECTBO IOJIyYEHHOI cMecH HE00XO0UMO MPUHATh BHYTPb HE3aMEJIUTEIBHO.

[Tpu nepexozie OT pexxrMa IpUeMa JiBa pa3a B CyTKH K PEKHUMY IIpUEMa OJIUH pa3 B CYTKHU CIEAYeT
INPUHATH TEPBYI0 PEKOMEHAYEMYIO 103y (KaK OMKMCAHO BHIIIE) MpUMEpHO depe3 12 u mocie
MOCNeAHEH MPUHATON 03Bl [0 PEKUMY JABYKPATHOTO MpHEMa, a 3aTeM MPOAOKATh MPUHUMATD
PEKOMEHIyeMYI0 OIHOKPaTHYI0 103y (Kak OMUCaHO BbIIE) MpUMEpHO Kaxiasie 24 4. [lpu
BO3BpaTe K pEeXUMY IpHUEMa [[Ba pa3a B CYTKHU CIEAYET MPUHATH NEPBYIO PEKOMEHIYEMYIO 103y
[0 PEeXHUMY JABYKPATHOTO MpHUEeMa HNPUMEpPHO uepe3 24 4 mocie MOCAeTHEW MPUHATOU
OJIHOKPATHOM J03bI.

4.3. IIporuBoNOKa3aHuA

- I'unepuyBCTBUTENBHOCTh K al0akaBUpy WJIM K JHOOOMY M3 BCIIOMOTaTENlbHBIX BEIIECTB,
MEepEUYUCIICHHBIX B pazzene 6.1;

- Jletu ¢ maccoii Tena Menee 14 Kr (1151 JaHHOU JICKapCTBEHHON (DOPMBI);

- [leyeHouHast HeAOCTATOYHOCTh CpeaHel U Tskenol crenenu (kinace B u C no mkane Yaiing-
[Ip10), B CBS3M C OTCYTCTBUEM KIMHUYECKHX JaHHBIX M PEKOMEHJOBAaHHOTO pEeXHUMa
JIO3UPOBAHUS;

- IleueHOUYHasT HENOCTATOYHOCTH JIETKOM cTeneHu (kiacc A mo mkane Yainn-I1sto), B cBs3u ¢
HEBO3MO>KHOCTBIO 00ECIIEUNUTh PEKUM JO3UPOBAHMUS;

- Ilepuop rpyTHOTO BCKapMIITMBAHUS,

- HemepernocuMocTh JaKTO3bI, AEPUITUT JTAKTA3bI, TIFOKO30-TATaKTO3HAsI MaTbabcopOIIus.

4.4. Oco0ble ykazaHus ¥ Mepbl MPeTOCTOPOKHOCTHU NMPH NPUMEHEHUH

FI/IHGD‘IVBCTBI/ITCJ'II)HOCTI)

[Ipumenenue mnpenapara AobakaBup KaHOH CBsI3aHO C€ pHUCKOM pa3BUTHUS PEAKIHM
runepuyBctBuTesnbHOCTH (PI'Y), XapakTepu3yromuxcs MosBICHUEM JIMXOPAIKU U/WIN CHINU €
JIPYTHMMH CUMIITOMaMH, YKa3bIBalOIMMU Ha MOJMOpraHHoe nopaxenue. PI'Y moryrt yrpoxars
KU3HU U B PEJIKHUX CIy4asX MPUBOJIUTH K JETAIBHOMY UCXOY TP OTCYTCTBUM HAJUIEKAIIETO
neuenus. Puck paszsutus PI'U npu npumenenun npemnapara AbakaBup KaHoH 3HauuTenbHO
MOBBIILIEH y TMALMEHTOB C IOJOKUTEIbHBIM PE3YJIbTaTOM TecTa Ha Hanuuue amiens HLA-
B*5701. Bmecte ¢ tem, PI'U k abakaBupy Habmomamuch ¢ 0Oojee HU3KOW YacTOTOH y

MaIMEHTOB, HE ABJIAIONIMXCA HOCHUTCIISIMH 3TOI'O aJIJICIIA.

CraenyeT NpuacpKUBAThCS CACAYIONINX MPABUII

- Craryc B otHomenun amienss HLA-B*5701 nomkeH OBITH yCTaHOBIIEH B 00S3aTEIbHOM

MOPsIZIKE 10 Havyayia Tepanuu npenaparoM Abakasup KanoH.
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y MalMEHTOB C MOJIOKUTEIBHBIM CTaTycoM B oTHOIIeHnU ayuenss HLA-B*5701 wim y nanueHTos
C OTpHIIATeIbHBIM cTaTycoM B oTHomeHuu HLA-B*5701, y koTopsIX paHee ObLIa 3armomo3peHa
PI'Y x abakaBupy BO BpeMsi IpUMEHEHHUs abakaBUP-COAEPIKAILEro JIEKapCTBEHHOTO Mpernapara.

- IIpu momo3penuun Ha PI'Y Tepanus npenapatom AGakaBup KaHoH qoimkHA OBITH HEMEIJICHHO
npeKpaiieHa gaxe B ciydae orcyrerBus ayutenss HLA-B*5701. 3aneprka npexpaiienus Tepanuu
npemapatoM AbakaBup KanoH mnocne Bo3HukHOBeHHsI PI'U MOXET MpPUBECTH K Pa3BUTHIO
YTpOXKaroUeH )KU3HUA PEaKIIMH.

- [Tocne npekpamenus aedeHus npenaparom Adakasup Kanon o npuunne nomo3penus Ha PT'H
HU [IPH KaKUX 00CTOSTENbCTBAX HENIb3si BO30OHOBISATH MPUMEHEHHE penapaTta Abakasup Kanon
WIIH JTIOOBIX IPYTUX JISKAPCTBEHHBIX MIPEMAapaToB, COACPKALINX abaKkaBUP.

- Bo3oOHOBIeHNE TpUMEHEHUs [IPEenapaToB, COAepKAIIUX adakaBup, mocie nogo3pesaemoit PI'Y
Ha abakaBUP MOXET MPUBECTU K OBICTPOMY BO3BPAIICHHIO CUMITOMOB B T€YEHHE HECKOJIbKUX
yacoB. [loBTopnas PI'Y, kak npaBuiio, mpoTekaet B 0oJiee TSKEN0M popme, ueM Ipu NEPBUYHOM
IIPOSIBJICHUU, U MOXET CONPOBOXKAATHCS YIPOKAKOUICH XU3HHU apTepUAIbHOM TMIIOTEH3UEN U
JeTalbHBIM UCXOOM.

- IlanmenTtoB, y koTopbix pasBuiack PI'U, cneayeT mpOMHCTPYKTUPOBATH O HEOOXOAMMOCTH
nepeaun OCTaTKoB npenapara AdakaBup KaHoH seuariiemy Bpady Bo n30exaHue BO30OHOBIEHUS
npueMa abakaBupa.

Kinuanueckas kaptuna PI'Y k abakaBupy

PI'Y k abakaBupy ObUIN XOPOILO 0XapaKTEPH30BAaHbI B PAMKaX KIIMHHUUYECKUX UCCIIETOBaHUN U BO
BpEMsI TOCTPErUCTPAIIMIOHHOTO Ha0to1eHUsl. CUMIITOMBI OOBIYHO MOSIBIISITUCH B TEUEHUE MTEPBBIX
6 Hexenb (MeouaHa BpEeMEHM Hayaia 3TOM peakuuu - 11 cyTrok) mocie Havajna Tepanuu
a0akaBUpOM, OJHAKO 3TH PeaKIHH MOIYT Pa3BHBAThCsl B JiI00O MOMEHT NpoBeAeHUs
Tepanuu.

[TpakTuecku Bce PI'Y k abakaBupy BKIIIOUYAIOT JIMXOPAAKY W/WJIH ChIIb KaK YacTh CUHApPOMA.
Jpyrue mpu3HaKM W CHUMIITOMBI, KOoTOpble Habmonanuch npu PI'Y k abakaBupy, BKIIOYAIOT
CHUMIITOMBI CO CTOPOHBI OPTaHOB JBIXaHUS U JKEIYJIO0YHO-KHUIIEYHOIO TPAKTAa, KOTOpPbIE MOIYT
npuBecTH K omudoyHoii amarHoctuke PI'Y kak pecnuparopHoro 3a0oJieBaHMA
(mHeBMOHMM, OPOHXMTA, (PAPMHIUTA) WIH FACTPOIHTEPHUTA.

IIpy npoIOIKEHNH JIEYEHUS TSKECTh CUMIITOMOB, CBA3aHHbIX ¢ PI'Y, HapacTtaeTr, © OHH MOTYT
IPUHUMATh YIPOXKAIOIIMKA KM3HU XapakTep. Kak mpaBuiio, 3TM CUMIOTOMBI HCYE3AIOT MOCIE
npeKpaleHus nprueMa adbakaBupa.

B penkux ciydasx y NalMeHTOB, IPEKPaTUBIIMX MpUEM abakaBHpa 110 UHBIM IPUYMHAM, YEM

cumnToMbl PI'Y, Takke pa3BUBAINCH YTPOXKAIOIIHME )KU3HU PEAKIIUU B TEUEHUE HECKOIBKUX 4acOB
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MNanuceHTOB CJICAYCT MPOBOAUTHL TOJIBKO IIPU HAJIWYUU 6BICTpOI‘O AOCTyIIa K MeﬂHHHHCKOﬁ
IIOMOIIH.

JlakToanu103 U BEIpaKCHHAS TeIaTOMETaans O CTEaTO30M

NmeroTes cooO11eHns 0 pa3BUTHH JIAKTOALM/103a U BBIPAXKEHHOM reraToMeraily co CTeaTo3oM, B
TOM YHCJIE C JIETAIbHBIM HCXOJOM, BCIEACTBHUE AHTUPETPOBUPYCHOM Tepanmuu aHajloraMu
HYKJICO3H/IOB, BKJIIO4asi abakaBup, IPUHIMAEMBIMHU KaK 110 OT/IEIbHOCTH, TaK U B KOMOMHauu. B
OOJIBIIMHCTBE CIIy4aeB 3TU OCJI0KHEHUS BOSHUKAIOT Y )KEHIIHH.

KnuHuyeckuMu Npu3HaKaMu pa3BUBAIOLIEIOCS JIAKTOALUA03a SBIAIOTCS 00mas ciaadocTs,
NOTEPS ANIeTUTa, CTPEMHUTENIbHAs HEOOBSICHIMAs TIOTEPsl MACCHI TeJa, HAPYIIECHHUsI CO CTOPOHBI
JKEJIYZJ0YHO-KUIIEYHOT0 TpakTa (TOLIHOTA, pBOTA, OOJIb B JKUBOTE), HAPYLIEHUS CO CTOPOHBI
JIbIXaTeIbHOM CHUCTEMbI (OJBIIIKA M TaXWUIHO?) WM HEBPOJIOTMYECKHE CHMIITOMBI (BKJIIOYas
MOTOPHYIO C1a00CTh).

JlakTOaImm03 XapakTepU3yeTCs BBICOKOH CMEPTHOCTBIO M MOXET pa3BUThCS Ha (oHe
NaHKpeaTuTa, MeYeHOYHOW HEAOCTAaTOYHOCTU WJIM MOYEeYHOM HepocTaToyHocTH. Jlakroannaos,
KaKk IpaBWIO, pPa3BUBAJCAd uepe3 HECKOIbKO MecsleB Tepanuu. HeoOXoauMo mnpekpaTuTh
TEpaIuIo aHAJOraMU HYKJICO3HMIOB B CIIydae CUMITOMATUYECKUX MPOSIBICHUH rUnepIakTaTeMUuu
¥ MeTa0O0JIMYECKOTO alu03a/IaKToall103a, IPOrPeCCUPOBAHMS TeNaTOMErajJuu i ObICTPOTo
MOBBILICHUS] AKTUBHOCTH aMHUHOTpaHc(epas.

Crnenyer cobmoaaTh OCTOPOXKHOCTb HpU NMPUMEHEHUH npenapata Abakasup KanoH y mo0bIx
NalMEeHTOB (B OCOOCHHOCTH - JKEHIIMH C OKUPEHHEM) C TelaTOMEerajuei, rematuToM WIH
JPYTMMH H3BECTHBIMU (PaKTOpaMHU pUCKa MOPAKEHUS MEUYEeHU M CTeaTO30M IE€YeHM (BKIItOuas
IPUMEHEHNE HEKOTOPBIX JIEKAPCTBEHHBIX MpenapaToB U ynorpedieHue aiakoross). [lannueHTs! ¢
KonH(pekuueir Bupycom remaruta C, KOTOpbIE MOIY4YalOT JIeYeHUE HHTEpPEpoOHOM aibda U
prOaBUPUHOM, MOTYT IPEJCTABIATh COOON rpymnmy ocoboro pucka. [1areHTsl ¢ MOBBIIIEHHBIM
PHUCKOM TPeOYIOT TIIATEIBHOTO HAOIIOIEHUSI.

[Tpu mosiBIEHUM KIMHUYECKUX WM JJAOOPATOPHBIX MPU3HAKOB JIAKTOALMA03a C TeaTUTOM WIIH
6e3 Hero (B TOM uYHClIe TelmaTOMETalud M CTearo3a, Jake B OTCYTCTBHE 3HAYUTEIHHOTO
MOBBIIIEHUS] aKTUBHOCTH TpaHCAMHHA3) JeueHue rnpernaparoM AOakaBup KanoH HeoOxoaumo
MPUOCTAHOBUTb.

MuTroxoHapraabHasg AUCOVHKIINS B PE3YIBTATE BHYTPUYTPOOHOTO BO3AECHCTBUSA

AHaJoru HYKJICO3UOB M HYKIICOTHUIOB CIIOCOOHBI BBI3BIBATh PA3NIMYHYIO CTETICHb MOBPEXKICHUS
MUTOXOHJIDHI, YTO HamOoJee BBIPAKEHHO TPOSBISETCS TMpPU MPUMEHEHWU CTaBYyJWHA,
TUAAHO3MHA U 3uAOBYyAMHA. bbuin 3adukcupoBaHbl ciydyan pa3BUTHS MHUTOXOHAPUATHHON

muchyaknun  y  BUY-oTpunarenbHbIX A€TEH, TMOIBEPraBIIMXCS BO3JICUCTBUIO aHAJIOTOB
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peaKuusAMU SIBJISUINCh T'€MATOJOTMYECKUE HapylIeHUs (aHEMUs, HEUTPOIIEHUs) U HapyLIEeHUs
o0OMeHa BelLECTB (TMIepIakTaTeMHUsl, TunepannazeMus). JlaHHble HeXXeNlaTeIbHbIE PEAKIIUU YacTO
OBLIM TPaH3UTOPHBIMU. BbUTH 3aperucTpupoBaHbl peAKUe CIydan HEBPOJIOTHUECKUX PaCCTPOHCTB
C MO3JHUM Ha4yaJioM (IIOBBIIIIEHHBIN TOHYC MBIIIIILI, CYJJOPOTH, HAPYLICHUS MTOBEACHUS ). SIBISIOTCS
JIM JJaHHbIE HEBPOJOTMYECKUE PACCTPOICTBA TPAH3UTOPHBIMU WJIM ITOCTOSHHBIMH, B HACTOSIIEE
BpeMsl HEU3BECTHO. BepoATHOCTh MUTOXOHIPUAILHOW NUCHYHKIUU CIEAyeT paccMaTpuBaTh y
m06oro pebeHka, oIBepPraBIIErocs BHyTPUYTPOOHOMY BO3ACHCTBHIO aHAJIOraMHU HYKJICO3HI0B
U HYKJIEOTHUJOB, C BBIPAKCHHBIMH KJIMHUYECKUMU CUMIITOMAaMU HESCHOM J3THOJIOTHH, B
O0COOEHHOCTH HEBPOJOTMYECKUMM paccTpoiicTBamu. lIpencTaBieHHblE JaHHBIE HE BIMSIIOT Ha
TEKYIIME HAlMOHAJIbHbIE PEKOMEHJALMM 10 HCIOJIb30BAaHUIO aHTUPETPOBUPYCHOM TEparuu y
OepeMEeHHBIX >KeHIUH s MPO(PIIAKTUKHN BepTUKaIbHOU nepenaun BUYU-undexkuun.

Macca Tena 1 METaOOIHYECKUE napaMETphl

Bo Bpemsi aHTHUPETpOBHPYCHOW Tepamuud MOXKET NPOUCXOIUTh YBEIWYEHUE MAacChl Tela,
MOBBIIICHHE KOHIIEHTPAIMM CBHIBOPOTOYHBIX JIMIIHMJIOB M TJIIOKO3bI B KpoBU. KOHTPOIB
3a0oNeBaHusl M U3MEHEHHE 00pasza >KM3HHM TakKe MOTYT BHOCHTH BKJIaJ B ATOT mporecc. B
HEKOTOPBIX Cllydasx ObUIM TMOJIY4EHBI JaHHbIe, CBUICTEIHCTBYIOUIME O CBSA3M IOBBIIICHUS
KOHIIGHTpAIlUX JIUIMUI0B C MPOBOJUMON Tepamuei, OJHAKO HET BECKHX JI0KAa3aTEIbCTB CBSI3U
YBEUYCHUS MacChl Teja C Kakou-mmOOo KOHKpeTHOW Tepamnuend. Clenyer paccMOTpeTh
HEOOXOUMOCTh OMpPEENeHNUs KOHIIEHTPAIIMH CHIBOPOTOYHBIX JHUIHIOB W TJIIOKO3bI B KPOBH.
Hapymenust aunuinoro ooMeHa Heo0X0uMO KOPPEKTUPOBATH B COOTBETCTBUU C KIIMHUYECKUMU
MIPOSIBIICHUSIMU.

ITankpeatut

beun 3adukcupoBaHbl cliydyau pa3BUTHS MAHKPEATUTa, XOTSA MPUYMHHO-CIEICTBEHHAS CBA3b C
MpUMEHEeHHeM abakaBUpa TOUHO HE YCTaHOBJICHA.

Tepanus, comeprkaras TPy HYKIEO3UIHBIE HHIHONTOPEI 00paTHOI TpaHckpuirassl (HHUOT)

VY nanueHToB ¢ BBICOKMM YpOBHeM BupycHoM Harpy3ku (> 100 000 xomuii/mi) Ha3HaueHUe
TPEXKOMIIOHEHTHOW KOMOHMHAILIMM, cojiepxkalieil abakaBup, JJaMUBYJUH U 3UJIOBYAMH, TpeOyeT
0c000ro pacCMOTpPEHHS.

bbutn mosryueHsl COOOIIEHHS O BBICOKOH YacTOTE BUPYCOJIOTHYECKON HEYJaul U BOSHUKHOBEHUU
PE3UCTEHTHOCTH Ha paHHUX CTaAMsIX, KOIJa B KayecTBE peXHMa Tepanmuu OJUH pa3 B CYTKHU
IpUMEHSUTH KOMOMHaIMIO abakaBUpa ¢ TEeHO(POBHUPa TU3ONPOKCUI (pymMapaToM U JaMUBYAUHOM.

3aboJieBaHus ICYCHU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

BBIPQKEHHBIMH CONYTCTBYIOIIMMH 3a0ojeBaHusMu neueHu. [Ipemapar AobakaBup Kanon
POTHBOIOKA3aH MAIlMEHTaM ¢ HapyleHneM (yHKIIMY TIeUYCHH CPETHEH U TSHKENIOH CTEIeHN.

VY nauueHToB C M3HAYAIBHO MPHUCYTCTBYIOIIMM HapylleHHMEeM (YHKIMM I€4EeHHU, BKIIOYas
aKTUBHYIO ()OpPMY XPOHHUYECKOIO renaTtuTa, OTMEYAETCsl YBEJIWYEHHUE YAaCTOThl HapyLIEHUH CO
CTOPOHBI (YHKIIMU TIEUYEHH BO BpeMsi KOMOMHUPOBAHHON aHTUPETPOBUPYCHOH Tepamuu. Takue
NAIlMeHTHl JIOJDKHBI HAXOIUTHhCS TOJ HaOJIIOJAEHWEM B COOTBETCTBHHM CO CTaHIAPTHOU
KJIMHUYECKON mpakTUKod. HeoOxoaumo paccMOTpeTh BO3MOKHOCTb NPUOCTaHOBJICHUS WU
IPEKpaIleHNs JeUCHHUs NPU HAIWYMK NPU3HAKOB YXY/IIEHUS 3a00J€BaHMS MEYEHH Yy TaKHUX
ITallUECHTOB.

HaIII/IeHTI)I C CONYTCTBYIOIIMNM XPOHHUYCCKHUM I'CIIATUTOM B nnu C

[TanueHnTsl € CONYTCTBYIOIIMM XpOoHMYecKMM rematuroMm B wmmm €, nomywaronue
KOMOUMHUPOBAaHHYI0 aHTUPETPOBUPYCHYIO TEpaluio, I10JBEPKEHbl IOBBIIIEHHOMY pPUCKY
Pa3BUTHUSA TSKEINIBIX U IIOTEHIUAIBHO JIETAIBHBIX HEXKEIATEIbHBIX PEAKIIMM CO CTOPOHBI IICYECHHU.
B ciydae npoBeneHust conyTcTByOLIEH IPOTUBOBUPYCHOM Tepanuu renatuta B unu C crienyer
00paTUThCSI K COOTBETCTBYIOIIMM HMHCTPYKLUSAM [0 MPUMEHEHHUIO JIAHHBIX JIEKapCTBEHHBIX
IIPENapaToB.

3abosieBaHus MOYEK

[Ipenapar AGakaBup KaHOH HE MOJDKEH Ha3HAYaThCs MAlMEHTaM C TEPMUHAIBHOM cTaauei
XPOHUYECKOW MOYEUYHON HETOCTATOYHOCTH.

CHHAPOM BOCCTAaHOBIICHUSI UMMYHHUTETA

Y BUY-uHQUUMPOBAHHBIX MAalMEHTOB C TSXKEIBIM UMMYHOAEPHUIIMTOM Ha MOMEHT Hadyala
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM TEPANTUK BO3MOXKHO Pa3BUTHE BOCIAIIUTEIBHON peakiuu
Ha (oHe OECCUMIITOMHBIX ONMOPTYHUCTUYECKUX MH(EKUMH MM MX OCTATOYHBIX SBJICHUH, YTO
MOJET CTaTh MPUYMHON CEPbE3HOr0 YXYALIEHUS COCTOSIHUS WIHM yCYTyOJeHHsS CUMITOMATHUKH.
OOBIYHO 3TH pEaKIMHM BO3HHUKAIOT B T€YEHHE NMEPBBIX HECKOJBKUX HENENb UM MECSIEB Mocie
Hayaja KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOM Tepamuu. TUNHUYHBIMHU MPUMEpPAMU SIBISIFOTCS
IIUTOMETATIOBUPYCHBI PETUHUT, TE€HEpaJIM30BaHHAs W/WIM o4aroBas HWH(EKIHs, BbI3BaHHAs
MUKOOAKTepUsIMHU, U THEBMOHUS, BbI3BaHHAas Pneumocystis jirovecii (TakXe H3BECTHA Kak
nHeBMonuctHas nHeBMoHus (III1)). IlosBneHue mOOBIX CHMIITOMOB BOCHAalieHUS TpeOyeT
HEMEIJIEHHOTO 00CceIOBaHus U, P HEOOXOAUMOCTH, JICUECHHUS.

AyTtonMMyHHbIe 3a0oneBaHMs (Takue Kak Ooje3Hb I'peiiBca) Takke HaOmonanuch Ha (oHE
BOCCTAaHOBJIEHMSI MMMYHHUTETA, OJHAKO BpEMsS IEPBUUYHBIX IPOSBICHUNM BapbUpOBalO, U

3a00JIeBaHNE MOTJIO BO3HHKATH YEpe3 MHOT'O MECAIIEB ITOCJIC Havalla TCpaluu.

OcTteoHekpo3
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IOpUEM TIIOKOKOPTUKOCTEPOHUIOB, YHOTPEOICHUE QJIKOTONA, TSKEIYI0 HMMYHOCYIIPECCHIO,
BBICOKMM MHJIEKC MaccChl Teja), CIydyau OCTEOHEKPO3a Yallle BCEro BCTPEYAINUCh Yy NMAallMEHTOB Ha
npoaBuHyTol ctaauun BUY-uHbekunn u/umm JUIMTEIbHO MPUHUMAIONIMX KOMOMHUPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepanuio. [lanrientam cienyet oOpaTuThes K Bpady, €CJIM OHU UCIBITHIBAIOT
00JIM ¥ CKOBAHHOCTb B CyCTaBaX WJIM TPYJHOCTU IIPU JBUKECHUH.

OnnopTyHucTHYECKHE HHPEKIINU

[Tpumenenue npenapara Adakasup KaHoH min 00bIX APYIUX aHTUPETPOBUPYCHBIX MPENapaToB
HE MCKIIIOYAeT BO3MOYKHOCTh DAa3BUTUS ONIOPTYHUCTHMUYECKMX HHQPEKUUH WM JAPYrux
ocnoxkHeHut BUWY-uHpexkuuu, no3ToMy mNanueHThl JOJDKHBI OCTaBaThbCAd IO/  CTPOrHMM
HaOJr0IeHneM Bpada, UMeromIero onbIT JeueHunss BUY-acconnmupoBaHHbIX 3a001€BaHUH.

[lepenaua BUY-nudexumu

Xot4 ObUIO JOKa3aHO, 4TO AP PEKTUBHOE MOJIABIEHUE BUPYCa C MOMOIIbIO aHTUPETPOBUPYCHON
TEepanuu CyIIECTBEHHO CHWXaeT pUCK nepeaadn BUY monoBeIM myTeM, UCKIIIOYATh 3TOT PUCK
HOJHOCTBIO Henb3d. Cuenyer coOnrofaTh COOTBETCTBYIOIME MEPBI MPENOCTOPOKHOCTU IS
npenorsBpauieHus nepeaaun BUY B cOOTBETCTBUYM C HALIMOHAJIIBHBIMU PEKOMEHAALUSMH.

I/IHd)aDKT MHOKapaa

B Heckonbkux HaOMIOAATENBHBIX OSMHUJEMHUOJOTHYECKHUX HCCIEIOBAaHUSAX COOOIIANOCh O
B3aMMOCBS3M MEX]ly IPUMEHEHUEM abakaBrpa U PUCKOM pa3BUTHs MH(papKkTa Muokapaa. Mera-
aHaJau3 JAaHHBIX, IIOJIYYCHHBIX B PaHIOMM3UPOBAHHBIX KOHTPOIMPYEMBIX KIMHUYECKHUX
UCCIIEIOBaHMSIX, HE TI0Ka3aJl MOBBIIIEHUE PUCKa Pa3BUTHS HH(papKTa MUOKapAa NP IPUMEHEHUU
abaxaBupa. Jlo HacTOSIIIEr0O MOMEHTA HE YCTAHOBJIEH OMOJIOIrMYECKUI MEXaHU3M, TI03BOJISFOIINN
OO0BSCHUTH MOTEHLIMATIbHOE TMOBBIIIEHNE PUCKA. B 11e0M, 10CTyIHbIE AaHHbBIE, TIOJYyYEHHbIE B
HaOJIOATENbHBIX HCCIEAOBAaHUSAX M B KOHTPOJIMPYEMBIX KIMHMYECKHX MCCIIEJOBAHUSAX,
HECKOJIbKO NPOTUBOPEUMBBI, U TaKUM 00pa3oM, HE MO3BOJISIIOT CIENaTh BBIBOJ O MPUYHUHHO-
CJIEICTBEHHOM CBSI3M MEXIy Tepanuell abakaBUpOM M PUCKOM pa3BUTHS MH(papKTa MUOKap.a.
[Tpu HazHayenuu npemnapara AbakaBup KaHoH cienyer mpuHSTH MEpbI ISl MUHUMH3ALUU BCEX
MOJIAIONINXCS M3MEHEHUIO (aKkTopoB (HampuMep, KypeHue, apTrepuaibHas THIEPTeH3US U
TUIEPIUNHNIEMUS ).

BcnoMorarensHble BENIECTBA

[Ipenmapar AoOakaBup KaHoH comepxut nakro3y. [lanmmentam ¢ peako BcTpedaroleics
HACJIE/ICTBEHHON HETEePEeHOCUMOCTBIO TaJlaKTO3bl, J€(HUIIMTOM JIaKTa3bl Jonapeil Uil III0K030-
rajJjakTo3HOM MajabaOcopOuueil He clieayeT MpUHUMATh STOT Mpenapar.

[Ipenapar AbakaBup KanoH conepxut Hatpuii MeHee 1| MMoub (23 MT) HaTpus Ha OJHY TabJIETKY,

TO €CTh IO CYTH HE COJEPKUT HATPHSL.
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B3auMOJeiCTBUS

HccnenoBanust in vitro W aHaIM3 OCHOBHBIX HM3BECTHBIX IIyTel Meraboim3ma abakaBupa
YKa3bIBAIOT Ha TO, YTO €r0 B3aUMOJICHCTBUE C APYTUMHU IpernapaTaMu MaJloBEepOsiTHO. AbGakaBup
XapaKTepU3yeTcsi OTCYTCTBHEM CIOCOOHOCTM K HMHTHOMPOBAHHIO METAa0OJIM3Ma C y4acTHEM
uzopepmenta CYP3A4 cucremsl nuroxpoma Psso. B uccnenoBanusx in vitro Takxe moxka3aHo,
4yT0 abakaBUp HE BCTYMAET BO B3aUMOJCHCTBHUS C IMpenapaTamMu, KOTOPbIE METa0OIN3UPYIOTCS
nzoepmenramu CYP3A4, CYP2C9 nnu CYP2D6. Knunuueckue uccienoBaHusl HE BBISIBUIN
UHAYKIUU MeTaboiM3mMa B 1edeHU. TakuM oOpa3oM, B3aumojeiicTBue abakaBupa C
AHTUPETPOBUPYCHBIMH ~ HMHTHOWTOpamMH Tiporeasbl BUY w  npyrumu  JieKapCTBEHHBIMU
npernapaTaMu, MeTa0O0IM3M KOTOPBIX MPOUCXOAHUT IMPH YYaCTUHU OCHOBHBIX H30()epMEHTOB
cucteMbl IUTOXpoma P4so, ManoBeposiTHO.

MoriHbie HHIYKTOPBI (EPMEHTOB, TaKUe Kak pudamMnuing, Genodapouran u GeHUTONH, MPH UX
Bo3aericTBuM  Ha Y /®-rmrokypoHmnTpancdepasy MOTYT  HE3HAUUTENIBHO  yMEHBINIAThH
KOHLEHTPALMIO abaKaBupa B IJIa3Me KPOBH.

Bausnue a6aKaBHpa Ha d)aDMaKOKI/IHeTI/IKV APYIruXx BCIICCTB

In vitro abakaBuUp JEMOHCTPUPYET OTCYTCTBUE WMJIHU CIA0yH0 CIIOCOOHOCTb K MHIMOMPOBAHUIO
0eNIKOB-IIEPEHOCUHNKOB JIEKAPCTBEHHBIX MIPENapaToB: TPAHCIOPTEPa OpraHNYECKUX aHHOHOB 1B1
(OATP1B1), OATP1IB3, Oenka pe3ucTeHTHOCTH paka MoJjouHoil xkene3sl (BCRP) wnwm
P-rnuxomnporenna (P-gp); W MUHMMajabHOE HWHTHOMPOBAHUE TPAHCIOPTEPAa OPraHUYECKUX
katuoHoB 1 (OCT1), OCT2 u Genka 3KCTpY3UH JIEKAPCTBEHHBIX MpPENapaToB M TOKCHHOB 2-K
(MATE2-K). Takum o0pa3zom, HE OXHAaeTcs, yTo abakaBup OyAeT BIUATh HAa KOHIIEHTpAlUU B
I1a3Me KpOBHU JIEKAPCTBEHHBIX IPENapaToB, KOTOPbIE SBJISIOTCS CyOCTpaTaMH 3THX OENKOB-
IIEPEHOCYHKOB.

AbakaBup sBisgercss unHruOutopom Oenka MATEL in vitro, onHako oGnamaer ciaboi
CIIOCOOHOCTBIO BJMSATH Ia KOHIEHTpanuu cyoctparoB 6enka MATE] B mnazme kpoBu mpu

TepaneBTUYECKUX YPOBHSIX IKCIO3UIMH npenapata (10 600 mr).

BnusHue apyrux BEIIeCTB Ha d)aDMaKOKI/IHCTI/IKV a6aKaBHpa

In vitro abakaBup He sBisercs cyoctpatom OATPIB1, OATPIB3. OCTI, OCT2, OATI,

MATEI1, MATE2-K, accouurpoBaHHOTO C MHOKECTBEHHOW JIEKAPCTBEHHOW PE3UCTEHTHOCTHIO
6enka 2 (MRP2) wniu MRP4, nostomy He oxuaaercs, 4To JeKapCTBEHHbIE IIpenaparhbl, KOTOpbIe
BIIUSIIOT A aKTUBHOCTH JAHHBIX MEPEHOCYMKOB, OYAYyT BIUATH HAa KOHIICHTpAIuM abakaBUpa B
IJ1a3M€e KPOBH.

HecMotpst Ha TO, 4TO in vitro abakaBup siBisercs cyoctpatom BCRP u P-gp, xnmunuueckue

HCCIICOOBAaHUA IIOKAa3aJIl OTCYTCTBUC KIMHHUYCCKHU 3HAYMMBIX H3MEHEHHI (bapMaKOKI/IHeTI/IKI/I
9
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P-gp u BCRP).

JlekapcTBEHHBIE B3aUMOIENCTBYSL, CBA3AHHBIE C A0aKaBUPOM

Smanon

[Tpu coBMECTHOM NTPUMEHEHUH STaHOJI OKa3bIBACT BIMSHME HAa METa00IU3M abakaBupa, IPUBOJISL
Kk yBenmdyenuto AUC abakaBupa npumepHo Ha 41%. YuutsiBas mnpodmiib 06e30MacHOCTH
abakaBupa, 3TH Pe3yibTaThl HE CYMTAIOTCS KIMHUYECKU 3HAaYMMbIMU. Ha MeTabonmu3m 3TaHoIa
abakaBHp HE BIMSET.

Memaodon

[To manHBIM (papMaKOKHMHETHYIESCKOTO MCCIICIOBAHUS TP MPUMEHEHHH abakaBupa B 03¢ 600 mr
JIBa pa3a B CYTKH COBMECTHO C METaJOHOM OTMEYaJIoCh CHIKeHUE Cmax abakaBupa Ha 35% u
3aJIepKKa tmax Ha 1 4, onHako AUC He u3MeHsnach. M3MeHeHus: GpapMakoKMHETHKU abakaBHpa
HE CYMTAIOTCS KJIMHUYECKHU 3HaYMMbIMU. B 1aHHOM HcciieoBaHny abakaBUp MOBbIIIAT CPETHUM
CUCTEMHBIN KIMPEHC MeTag0Ha Ha 22%. DTO U3MEHEHHUE HE CUYMTAETCS KIMHUYECKU 3HAYUMBIM Y
OOJIBIIMHCTBA MAIIMEHTOB, OJTHAKO B HEKOTOPBIX CIY4asxX MOXET BO3HHUKATh HEOOXOIUMOCTH B
KOPPEKIMH 03Bl METaJJ0HA. BeneacTBre 3TOro nanyeHTsl, Molydyaroliye JeYeHUe METaloOHOM U
a0akaBUpOM, JIOJDKHBI HAaXOIMThCS IOJ HAOJIOJCHHEM B CBS3M C BO3MOXHOCTBIO Pa3BUTHS
CHHJIPOMa OTMEHBI, TPOSIBIISIFOIIETOCS TTPH CHUYKEHUH JTIO3UPOBKH.

Pemunouowi

PeTuHOMIHBIE  COENMHEHMs, TakKMe€ KaKk M30TPETUHOWH, BBIBOAATCA C  y4acTUEM
JIKOToJIbJIeTuporeHassl. Bzanmoneiicteue ¢ abakaBUpOM BO3MOXKHO, OJJHAKO JI0 HACTOSIIETO
BPEMEHH HE U3Y4aJIOCh.

4.6. DepTHIBHOCTH, 0EPEMEHHOCTD M JAKTALMSA

bepeMeHHOCTD

[TpumeHeHne abakaBupa BO BpeMsi OEpEMEHHOCTH U IOCIIE POJIOB OLIEHUBAJIH 110 JaHHBIM Peectpa
NPUMEHEHUs aHTHUPETPOBUPYCHBIX IpernapatoB BO BpeMmsi OepemeHHocTu Oonee yem y 2000
xkeHImuH. JaHHble, mocTymHbIe B PeecTpe mpHMeHEHWs] aHTHPETPOBHUPYCHBIX TPENapaToB BO
BpeMs OEpEMEHHOCTH, HE YKa3bIBAIOT Ha YBEJIMYEHUE PUCKA PAa3BUTHUS OCHOBHBIX BPOKIEHHBIX
MIOPOKOB Pa3BUTHS, CBA3aHHBIX C IPUMEHEHHEM abakaBUpa, MO0 CPABHEHHUIO C YaCTOTOIH MOPOKOB
pa3BUTHSA B rpymnie cpaBHeHUs. OIHAKO HaJyIexkKalllle U XOPOIIO KOHTPOJIUPYEMbIe UCCIIEI0BaHUS
C ydactueM OepeMEeHHBIX JEHIIWH OTCYTCTBYIOT, O€30MacHOCTh NpUMeHeHus abakaBupa Yy
YKEHIIH BO BpeMsi OEpEeMEHHOCTH JI0 HACTOSIIIET0 BPEMEHHU HE YCTaHOBJIeHa. VIMEIOTCs JaHHbIE O
BIMSIHUM a0akaBUpa B PENPOJYKTUBHBIX HMCCIEIOBAHUSAX Ha XKMBOTHBIX. [Ipu HeoOXxoaumocTu
npuMeHeHus mpenapara AOakaBup KaHoH Bo Bpems OepeMEHHOCTH CIEAyeT OLEHHUThb

COOTHOIICHHUEC npezxnonaraeMoﬁ MOJIB3BI i1 MAaTCpyu W MOTCHIUAJIBHOI'O PHCKA I ILIOJA.

10
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IU1a3ME€ KPOBU HOBOPOXKJEHHBIX M JETEM IPyAHOrO BO3pacTa, MaTepu KOTOPBIX BO BpeEMs
o6epemennoctu u poaoB npuHumMann HUOT. Bo3mMoxkHO, 3TO CBSI3aHO ¢ MUTOXOHIPUATIbHBIMU
HapywieHusAsMH. KinHMYeckass 3HAYMMOCTh 3TOrO SIBJIEHUS JO HACTOSIIET0 BPEMEHU He
ycraHoBjieHa. Kpome Toro, umerorcss KpaiiHe peAKue COOOIIECHHS O 3aJepKKe pa3BUTHUA,
AMWIENTUYECKUX MPUCTYIIAX U IPYTUX HEBPOJOTMYECKUX HAPYLIECHUAX (HAIpUMED, YBEIUUEHUE
TOHYCA MBIIII) Y HOBOPOXKJIEHHBIX, XOTSI IPUUYMHHO-CJIEICTBEHHAs! CBA3b ATUX HApYIIECHUH C
npuemom HUOT maTepsiMmu Bo Bpemsi OEpEeMEHHOCTH U B POJIaX HE YCTAaHOBJICHA. DTH JaHHBIC HE
OTMEHSIOT CYLIECTBYIOIIUX PEKOMEHIalUI 110 MPUMEHEHHUIO aHTUPETPOBUPYCHBIX MPENAPATOB BO
BpeMsi OEpEMEHHOCTH /IS IPEIOTBPAIIEHHUS BEpTHKAIBbHON niepeaaun BIY.

JlakTanus

Crneunanuctsl He pekoMeHytoT BUU-uHpuIrpoBaHHBIM NallMEHTKaM IPyAHOE BCKapMIIMBaHUE,
4yT00BI N30exkaTh nepenaun BUY-undexkunn pedbenky. [Tockonbky abakaBup, ero MeTaboIuTh U
BHY npoHMKaOT B IpyTHOE MOJIOKO, TPYIHOE BCKapMJIMBAaHUE IIPOTUBOIIOKA3aHO.

DdepTUabHOCTD

Pe3ynbraThl MccnenoBaHUl Ha JKMBOTHBIX ITOKA3ajiH, YTO abakaBHp HE OKa3bIBACT BIIHMSHUE HA
(bepTUIBHOCTD.

4.7. BJausiHue HA CTIOCOOHOCTH YNPABJATH TPAHCIOPTHBLIMHU CPeICTBAMH H PadoTaTh C
MeXaHH3MaMHU

HccnenoBanusi 1O OLEHKE BIMAHUS abakaBUpa Ha CIIOCOOHOCTH YNPAaBIATh TPAaHCIOPTHBIMU
CpeAcTBaMu M paboTaTh ¢ MEXaHU3MaMH HE IPOBOMIIUCE.

4.8. HexenareJbHble peakunu

Pesrome nmpoduiast 0e30macHoOCTH

JI1s1 MHOTHX 3apeTruCTPUPOBAHHBIX HEXKENIATEIbHBIX PEAKI[Ui OCTAETCS HESICHBIM, CBSA3aHO JIU UX
pa3BUTHE C MPUMEHEHHEeM abakaBHpa, TUOO IMIMPOKOTO CIEKTpa JEKApCTBEHHBIX MpPEnapaTos,
MMPUMCHACMBIX IJId JICUCHUA BI/Iq—I/IH(l)eKHI/II/I, HJIN K€ OHU SABJAIOTCA MPOSABICHUEM OCHOBHOI'O
3a00J1eBaHUSI.

MHorve w©3 TEepeYHCICHHBIX HUXKE HEeXKeNIaTeNbHbIX peakiuil (TOIIHOTa, pPBOTA, AHapes,
JTUXO0paJKa, COHIUBOCTb, ChIllb) YaCTO PA3BUBAIOTCS y MAIIMEHTOB C TUIIEPUYBCTBUTEIBHOCTHIO K
abakasupy. [losToMy mpw TOSBIEHWH JIOOOTO M3 ITHX CHUMITOMOB ITOKa3aHO TIIATEIBHOE
oOcreioBaHue TAIMEHTa HAa HAIMYNE THIIEPUYYBCTBUTEIIHHOCTH.

Beutn 3aperucTpupoBaHBl OYEHb pEAKHE Claydal MOIUMOP(HON HKCCYyTaTUBHOW SPUTEMBI,
cungpoma CrtuBeHca-/[>KOHCOHA WM TOKCHMYECKOTO SIMUJIEPMAIbHOTO HEKPOJIU3a, B KOTOPBIX
Hemb3s O0buto ueKIounTh PI'Y k abakaBupy. B Takux ciydasx HEOOXOIUMO MPEKPATUTH MTPUEM

JIEKapCTBEHHBIX MPEMapaToB, COIEPKAIMMUX abaKkaBUp, 0€3 BO3MOKHOCTH BO30OHOBIICHHS.

11
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TabnuyHOE pe3roMe HEXKENATEIbHBIX PEAKIINI

BonpIIMHCTBO IEPEYNCIICHHBIX HIKE HEXKETaTeNIbHBIX PEaKIIUi He SABISIOTCS OTPaHUYUBAOIIIUMU
JICUCHHE.

MHorue HexenaTellbHbIE peaklUU HE SBIAIOTCS OrpaHUYUBAIOIIMMH JiedueHue. [1o maHHBIM
Bcemupnoii  opranmsammu  3apaBooxpaHenus — (BO3)  mexemarenmbHble 3¢ hEKTHI
KJIACCU(UITUPOBAHBI B COOTBETCTBUU C X YaCTOTON Pa3BUTHS CISAYIOIINM 00pa3oM: OUYeHb YacTO
(> 1/10), gacto (> 1/100, vHO < 1/10), Hewacto (> 1/1000, Ho < 1/100), peaxo (> 1/10000, HO
< 1/1000), ouensb peako (< 1/10000), yacToTa HEU3BECTHA - 110 UMEIOIIUMCS JAHHBIM YCTAaHOBUTD

YaCTOTY BOSHUKHOBCHUS HE IPECACTABIIAIOCE BO3MOXKHBIM)).

Yacro ‘ Penxo ‘ Ouensb peako

HapymeHu}z memabonuzma u NUMAaHusL.

TMOTEPA anmneTruTa, rurepIakraTreMus ‘ ‘ JJAKTOAIIU 103

Hapywenus co cmoponwl nepenoti cucmembl:

roJI0BHAS 6OJb ‘ ‘

KenyoouHo-KuueuHvle HapyueHus.

TOIITHOTA, PBOTA, AHApEs ‘ MaHKPEATUT ‘

Hapywenus co cmoponwvl Kodicu 4 NOOKONCHBIX MKAHELL:

Chillb (TIpX  OTCYTCTBHH CHCTEMHBIX rosimMopdHast JKCCyTaTUBHAS

MIPOSIBIICHHIA) spuremMa, cuHapom CTuBeHca-
J>KxOoHCOHa, TOKCUYECKUMN
SMUIEPMAITbHBIA HEKPOJII3

Obwue Hapyuwienus u peaxyuu 8 Mmecme 68e0eHuUs:

JinxXopajakKa, COHJIMBOCTb, YTOMIIACMOCTD ‘

Hmerorcst cooOLIeHnsT O Pa3BUTHH JIAKTOANMI03a, WHOTIA C JIETAIBHBIM HMCXOA0M, OOBIYHO
COMPOBOXKIABIIETOCS TSDKEJIOH rermaToMeraineil co CTeaTo30M, BCIEACTBUE TepaluU aHAJIOTaMH
HYKJICO3U/IOB.

Onucanue OTACIBHBIX HCXKCITATCIbHBIX DeaKIII/Iﬁ

Peaxyuu eunepuyecmeumenvrocmu k abaxagupy

[Tpusnaku u cumntoMbl PI'Y nipuBenens! Huxe. J[aHHbIe TPU3HAKY U CUMIITOMBI OBUTH BBISIBIICHBI
BO BpeMsl KIWHUYECKHX WCCJICIOBAHUM WM TIPHU TOCTPETUCTPAIMOHHOM HAOJIOICHHH.
CuMnTOMBI M IPU3HAKH, 3aPETUCTPUPOBaHHBIC HE MeHee ueM Yy 10% manuentos ¢ PI'Y, BeigeneHsl
MOJTY>KUPHBIM HMIPUGTOM.

[TpakTueckn y Bcex mamueHTOB ¢ PI'U pa3BuBaroTcs nuXopajaka HW/Wid Chillb (OOBIYHO
MakyJonamnyJje3Has Wi ypTUKapHas) KaK YacTh CHHAPOMA, OJHAKO PEAKIMH Tak)Ke MOTYT
MpOTEeKaTh 0€3 CHIMU MWW JUXOpadKku. [[pyrue oCHOBHBIE CHMIITOMBI BKJIIOYAIOT CHMIITOMBI CO
CTOPOHBI KENYIOYHO-KHUILIEYHOTO TPAKTA, IbIXaTEIbHOW CUCTEMbI UM CUCTEMHBIE CUMIITOMBI,
TaKUE€ KaK COHJIMBOCTb U HEJIOMOTaHUE.

KJ'IaCCI/Id)I/IKaHI/IH 10 opraHamMm M CuCTéMaM

Hapywenus co cmoponwl kposu u numgamudeckou cucmemul: TAMQPOTICHUS.
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. (0 (]
Hapywenus co cmoponul nepsHoti cucmembvl: TOJIOBHASL 6E|JE,'I;L1|:DQCT

Hapywenus co cmoponbl OblxamenvHou cucmemyl, 0peano8 cpYOHOU KIemKu U CpedoCHmeHUs:
OJIBIIIIKA, Kalllesb, 00Jb B TOpJIE, PECIUPATOPHBIA TUCTPECC-CHHIPOM B3POCIBIX, IbIXaTeIbHAs
HEI0CTaTOYHOCTb.

Kenyoouno-kuweunvle napyuwienus: TOILIHOTA, pBOTA, nuapes, 00jb B KHUBOTE, U3bSA3BICHHE
CJIM3UCTON 00OJIOUYKH pTa.

Hapywenusa co cmoponvl neuenu u dHcenyedbl8o0AwuUx nymeli: TOBBIIIEHUE OMOXMMHUYECKHX
nokasaresuei (yHKIMM eYeHH, TeNaTUT, IEYEHOYHAasi HeI0CTATOUYHOCTb.

Hapywenus co cmopoHbl KO#CU U NOOKOICHBIX MKaHell: Chlllb (0OBIYHO MaKyJonamyJe3Has Wiu
ypTUKapHasi).

Hapywenus co cmopoHbl MbluledHOU, CKeemHOU U COeOUHUMENbHOU MKAHU: MHUAITUS, PEIKO
MHOJIN3, apTPAITHsl, OBBILIEHHE aKTUBHOCTH KpeaTHH()OCHOKHHA3HI.

Hapywenus co cmoponvl nouek u MOYe8blGOOAWUX Hnymel: TOBBIIIEHUE KOHLEHTPALH
KpeaTWHUHA, TT0YeYHast HEI0CTaTOYHOCTb.

Obwue napywenus u peakyuu 8 mecme 66e0eHus1: JINX0paaiKa, COHIMBOCTb, HEJIOMOTaHUE, OTEKH,
auMdaaeHonaTus, apTepuaibHas THIOTEH3Us], KOHBIOHKTUBUT, aHA(DUIAKTUUECKUE PEAKIIUH.
CumnToMsl, cBs3aHHble ¢ JaHHOM PI'Y, yxyamaroTcss mpu HpOAOJDKEHHUH TEparnud U MOTYT
NPUHUMATH YTPOXKAIOIINH JKU3HU XapaKTep, B PEAKHUX CIydasX OHH MPHBOIMIN K JIETAITEHOMY
UCXOY.

Bo3oOHoBnenue npuema adbakasupa nocie PI'Y Ha abakaBup NpUBOAUT K OBICTPOMY TOBTOPHOMY
HOSBJICHUIO CUMIITOMOB B T€UeHHME HeCKOJIbKMX 4acoB. IloBropHast PI'U oObIYHO mpoTekaeT B
Oonee Tshkenol Gopme, YeM MPHU NMEPBUYHOM MPOSBICHUH, H MOXKET BKJIIOYATh YIPOKAIOIIYIO
KU3HU apTepUAIbHYIO TUTIOTEH3UIO U JIETAalIbHBIN MCX0J. B psne ciiydaeB momoOHbBIE peakiuu
TaKKe BO3HUKAIM IPU BO30OHOBJIEHUHU TEpanuu abakaBUPOM IIOCIE €0 OTMEHbI, BHI3BAHHOU
HOSIBIEHUEM OJHOT'O M3 OCHOBHBIX CUMIITOMOB TMIEPYYBCTBUTEIBHOCTH (CM. BBIIIE), U B OYE€Hb
pPEIKUX CIydasX peaklUu HaOIoJadiuch IpH BO300HOBIEHUWH TNpUMEHEHHs abakaBupa
NalMeHTaMH, y KOTOPBIX /IO €r0 OTMEHBl HE OTMeYainch HHUKakue cumnToMel PI'U (T.e. y
NaIMEeHTOB, KOTOPBIX paHEe CUUTAIN NEPEHOCAIIMMHU TepaIHio abakaBUpOM).

Memabonuueckue napamempul

Macca Tena, KOHIEHTpAIlMM JUIHIOB M TIIOKO3bI KPOBH MOTYT TIOBBIIIATECS BO BpEMS
AHTUPETPOBUPYCHOU TEpAITHH.

CunOpom 6occmanosienus uMmMyHumema

Y BUY-uHQUIMPOBAHHBIX MAMEHTOB C TSKEIBIM HMMYHOAE(UIIMTOM Ha MOMEHT Havaia
KOMOWHHUPOBAHHON aHTUPETPOBUPYCHOU Tepanuu (KAPT) BO3MOXXHO pa3BUTHE BOCHATUTEIIBHON

peakiuu Ha (oHE OECCUMNTOMHBIX ONMOPTYHUCTHYECKUX HHGPEKUUH HIM MX OCTATOYHBIX
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SIBJICHHH. AyTOUMMYHHBIE 3a00JIeBaHus (HAIIPUMED, 601&@3‘?‘15?’66%3&7-1;%'6;8;{%&%}', Ha

(oHE BOCCTAaHOBICHHUS MMMYHHUTETa, OJHAKO BpPEMs MEPBUYHBIX IMPOSBICHUN BapbUPOBAIO U
3a00J1€eBaHNE MOIJIO BO3HUKATh YEPE3 MHOT'O MECSIIEB I10CIIE Hayalla TEPaItH.
Ocmeonekpos
3aperucTpupoBaHbl ClIy4au OCTEOHEKpPO3a, OCOOEHHO Yy TMAalKMEHTOB C OOLIENpU3HAHHBIMU
dakropamMmu pucka, Ha npoABUHYTOW craguun BUY-undeknum wnm TpH  ATUTENBHON
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepanuu. YacToTa 3TOro sBJIE€HUS HEU3BECTHA.
Hzmenenus nabopamopHuix nokasamereti
B KOoHTpoONupyeMBbIX KIMHUYECKUX UCCIIEeIOBAaHUSAX U3MEHEHHE JIa0OpaTOPHBIX MOKa3aTeslel npu
nedyeHnn abakaBUPOM HAOJIIOAATIOCh HEYACTO, KAK W B KOHTPOJBHOHM TPYIIE MAIMEHTOB, HE
[OJIy4yaBLINX ITpenapar.

€T’
B uccnenoBanun ARROW (COL105677) npunumanu yyactue 1206 BUY-unbunupoBaHHbIX
neTel B Bo3pacte oT 3 MmecsueB 10 17 jier, u3 kortopbix 669 nerelt mosydanu abakaBup U
JAMUBYIMH OJIWH WM JBa pa3a B CyTKH. He ObUIM BBISBICHBI HHUKAKUE JIOTIOJHUTEILHBIC
po0OJieMbl B OTHOILIIEHUH 0€30MaCHOCTH Y JeTe, MPUHUMABIINX a0aKkaBUp OJMH WIHU JBa pa3a B
CYTKH, IO CPABHEHHIO CO B3POCIIBIMHU.

Coo011eHne 0 mMoI03PEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

BaxHo co00mIaTh 0 10103peBacMbIX HEXKEJIATEIBHBIX PEAKITUIX MTOCIIE PETHCTPAIINH ITperapara ¢
[EeNbI0 O0ECHeueHHss HEMPEepPhIBHOTO MOHUTOPUHTA COOTHOIIEHHUS «I0JIb3a - PHUCK»
JIEKapCTBEHHOTO Tpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYeTCs COOOIIaTh O JTHOBIX
MOJI03PEBACMBIX HEKENATEIBHBIX PEaKIUIX JIEKAPCTBEHHOTO IMperapaTa depe3 HaI[MOHAThHBIC
CUCTEMBI COOOINCHUS O HEXKEIATeNbHBIX PEAKIUsIX TOCYJAapCTB — UICHOB EBpasmiickoro
HKOHOMUYECKOTO COI03a.

Poccuiickas ®edepayus

®denepanpHas cayx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)

109012, Poccuiickas ®enepanusi, 1. MockBa, CnaBstHCKas miomanb, 1.4, ctp.l

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

OnextpoHHas nouta: pharm @roszdravnadzor.gov.ru

Caiit B uH(opMaIIMOHHO-TENEKOMMYHUKAMOHHOM ceTH «HTepHeT: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka
CuMITOMBI
B xnuHMYeCKHX HCCIeN0BaHUSX MAIlMEHTHl TPUHUMAIN OJHOKpaTHbBIE 103bl abakaBupa 10 1200

MI ¥ cyrodHble 1036l A0 1800 mr. He ObUI0O OTMEYEHO pa3BUTHE HEMPEABUICHHBIX
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HEeXeNnaTeNlbHBIX peakiuid. JlelicTBue mpenaparaB 0oJee QEIIEIO:I{JII;%& 'X‘ ng&'mgfb%ﬁéﬂmn

HE U3YYEHO.
Jleuenne

B cayuae mnepeno3upoBKM 3a IMAMEHTOM YCTAaHABIMBAIOT HAOIIOJCHUE Ui BBISBICHUS
CHMIITOMOB OTpaBJICHUS W CBOCBPEMEHHOTO Hadaja JieueHus. [Ipm HEOOXOIMMOCTH TPOBOIAT
cuMnToMarudeckoe JieueHne. IP(HEKTUBHOCTh MEPUTOHEATBHOTO JUANIM3a M TeMOJAHAIn3a s

yaaneHus abakaBupa HEU3BECTHA.

5. DPAPMAKOJIOTHMUECKHUE CBOMCTBA

5.1. ®apmakoguHAMHYeCKHEe CBOHCTBA

®dapMaKkoTepareBTUYECKass TPYIa: MPOTHBOBHPYCHBIE CPEICTBA CHCTEMHOTO JCHCTBUS;
POTHBOBUPYCHBIC CPEACTBA MPSIMOTO JICHCTBHSI, HYKJICO3HIHBIC U HYKJICOTHIHbIC HHTHOUTOPHI
00paTHOM TPaHCKPHIITA3BI.

Kox ATX: JOSAF06

Mexanusm geificTBus

AbakaBup SBJISIETCS HYKJICO3UIHBIM aHAJIOTOM - MHTUOUTOPOM OOpAaTHOW TPaHCKPHITA3bl. DTO
MOIIHBIN cesleKTUBHBIN nHrnouTop BUU-1 u BUY-2, Brimrovas mrammel BUY-1 co cHmkeHHON
YYBCTBUTEJIBHOCTHIO K 3UOBYAMHY, JIAMUBYAMHY, 3aJIIUTaOWHY, JUAAHO3UHY U HEBHUpAIHUHY.
AbakaBup MOJIBEPraeTcsi BHYTPUKIETOUHOMY METa00JIM3My, NpeBpaIlasich B aKTUBHYIO (HOpMy
kapooBup-5’-tpudochar (kapboBup-T®d). [lo naHHBIM HCCIENOBaHHUN in Vitro, MeXaHU3M
neiictBust abakaBupa B oTHomeHun BUY 3axmrouaercs B MHruOupoBaHuu (epMeHTa 0OpaTHOM
Tpa"ckpunrassl BUY, uro npuBoauT K 00pBIBY LIENN U OCTAHOBKE LIMKJIA peIuIuKauy Bupyca. He
HaOJII0/1aJICsl aHTarOHU3M IPOTHUBOBUPYCHOW aKTHMBHOCTH abakaBUpa B KYJIBTYpE KIETOK IMPH
komMOuHaimu ¢ HUWOT nupaHo3MHOM, SMTPULMTAOMHOM, JAMUBYIMHOM, CTaBYJIHHOM,
TEHO()OBUPOM, 3ATLUTAOMHOM WU 3UAOBYIUHOM, HEHYKJIECO3UWIAHBIM HHTHOMTOPOM OOpaTHOM
tpanckpunrtassl (HHUOT) neBupanumnom wnm uurubutopom mporeazst BUYU (MIT BUY)
aMIIPEHaBUPOM.

PesncreHTHOCTD

Pezucmenmunocmes in vitro

Pesucrentnpie k abakaBupy wu3onarel BUY-1 Obimu BBIOENEHBI in Vifro W CBA3aHbl CO
crenupUYHBIMU T€HOTUIMYECKUMH M3MEHEHUSMHU B KOJOHAX T'€Ha OOpaTHOW TPaHCKPHUIITA3bl
(OT) (xomonst M184V, K65R, L74V u Y115F). Pe3ucrenTHOCTh BUpyca K abakaBUpy in vitro

pa3BHUBACTCA OTHOCHUTCJIBHO MCIAJICHHO, A KIWMHHUYCCKHU 3HAYUMOI'0 YBCINMYCHHA HK50
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(MHTHOUPYIOIAs KOHIIEHTPAIUs B OTHOIIEHHHN 50 % mmﬁvﬂ)réﬁ')%ﬁ%eﬁ%kﬁﬁk&%yii{"r%MMa

BUpYyca TpeOYyIOTCS MHOKECTBEHHBIC MYTAlIHH.

Pezucmenmnocmo in vivo (nayuenmul, panee ne nonyyaguiue mepaniio)

VY U3014TOB BHpYCa, MOIYYEHHBIX B 0a30BbIX KIMHMYECKMX HCCIIEOBAHUSAX Yy OOJIBLIIMHCTBA
HAIMEHTOB C BUPYCOJIOTNYECKO Hea(h(PEKTUBHOCTBIO peXHUMa TEPAINH, COIEPIKalLero abakaBHp,
ObUIO TIPOJEMOHCTPUPOBAHO JHOO OTCYTCTBHE W3MEHEHHMH IOKa3aTejed OTHOCHUTEIHHO
HCXOJIHOTO 3HaueHwusi, cBsizaHHbIX ¢ npumeHeHuemM HUOT (45%), nubo cenekuusi TOJIBKO
myTtaruu M184V unu MI84I1 (45%). Obmas yactora cenekiuu M 184V wim M1841 6p11a BeICOKOH
(54%), pexe npoucxoamia cenekuus L74V (5%), K65R (1%) u Y115F (1%). beuio ycranosieHo,
YTO IPU BKIIIOYEHUH 3UJI0OBYIMHA B PEXKUM Tepalluu CHUKaeTcs yactora cenekunu L74V u K65R
B IIPHUCYTCTBUH abakaBupa (¢ 3umoByauHom: 0/40, 6e3 3unoBynuna: 15/192, 8%).

Cenexkuust TMMHIUH-aHaoOroBbix Myranuii (TAM) MoXeT HpoucXoIuTh B clyyasX, Korja
aHaJloTH TUMHJMHA coyeTaroTcss ¢ abakaBupoM. B Mera-aHanmuze pe3yiabTaToB LIECTH
KIMHUYECKUX HccienoBaHuil cenekuuss TAM  orcyrcTBoBaja IpH  peXKUMax Tepaluu,
comepxammx abakaBup Oe3 3umoByauHa (0/127), HO mpoucxoawia MPH PEKUMAX TEparuu,
coJieprKalux abakaBup U aHAIOT TUMUIUHA - 3UJIOBYIUH (22/86, 26%).

Pesucmenmuocms in vivo (nayuenmul, panee nonyuasuiue mepanuio)

Knuanyeckn 3HauMMOe CHIDKEHUE YyBCTBUTEIBHOCTH K abakaBUpPy OBLTO MPOJIEMOHCTPUPOBAHO
B KIMHUYECKUX H30JTaX NAIMEHTOB C HEKOHTPOJIHPYEMOW peruiMKalueil BUpyca, paHee
NOJYYaBIIUX  TEPamui0 JPYTMMH  HYKJICO3UJHBIMH  HMHTHOMTOpaMH UM O0JIQAAIOLIUX
PE3UCTEHTHOCThIO K HUM. B MeTa-aHanmu3e pe3ynbTaToOB MATH KIMHUYECKHX MCCIIEOBAaHUM, B
KOTOpBIX abakaBup ObUT J00aBIEH B PEXUM TEpamuu A yCUJICHHsS ee JeHcTBus, u3 166
nanuenToB y 123 (74%) Obina BeisiBiaeHa mytaruss M184V/I, y 50 (30%) Oblna BbIsIBIICHA
T215Y/F, y 45 (27%) 6bina BeisiBneHa M41L, y 30 (18%) Osina BeisiBnena K70R u y 25 (15%)
6buta BeIsiBIeHa DO67N. Mytanus K65R orcyrerBoBana, myramun L74V u Y115F Berpeuanuch
HeuacTto (< 3%). MonenupoBaHue MPOTHOCTHUECKUX 3HAYEHHM [JI T€HOTHNAa C MOMOIIbBIO
JOTUCTUYECKOU perpeccun (¢ ydgeroM ucxomnoro conepxkanusi PHK BUY-1 B mmazme kpoBu
(BPHK), xomnyectBa CD4+ KjeTOK, KOJMYECTBA M TNPOJODKUTEIBHOCTH MPEIIIECTBYIOMIMX
AHTUPETPOBUPYCHBIX TEPAIHii), IOKa3ao0, 4YTo HAIW4YKE 3 WM 0oJiee MyTallii pe3UCTEHTHOCTH K
HUOT 65110 cBSA3aHO ¢ yXy/IIIIEHHEM OTBeTa Ha Tepamnuto Ha 4 Henene (p = 0,015) nnu pa3Butuem

4 unu 6onee mytaruii Ha 24 Henene (p < 0,012). Kpome Toro, KOMIIJIEKC HHCEPITMOHHBIX MyTaIlUi
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B KoJ0He 69 mm mytamus Q151M, koTopas, KaK HDaBILlJHb{:BC%@F;CEWIG%a]IPﬂd‘JC IAd*62V,

V751, F77L u F116Y, npuBOIAT K pa3BUTHIO BBICOKON PE3UCTEHTHOCTH K abaKaBupy.
Denomunuueckas pe3ucmeHmHoOCms U NEPEKPECMHAS Pe3UCIEHMHOCTD

s pa3Butus (HEHOTHIIMYECKON PE3UCTEHTHOCTH K abakaBUPY HEOOXOJMMO HAIMYUE MYTalluU
M184V B coderanuu, 1o KpailHeH Mepe, C elle OJHOW MyTaluel Pe3UCTEHTHOCTH K abaKkaBupy,
6o wmyramms M184V B couerannmu c Heckoinbkumu TAM. PaszButue ¢eHoTHnHUECKON
nepekpectHoi pesucteHTHocTH K apyruM HUOT npu Hanmmuuu Toibko myrauuu M184V nmm
tonbko Mmytanuu MI1841 orpanwyeHo. 3WAOBYAWH, IUAAHO3WH, CTaBYJWH M TEHO(OBUP
COXPaHSIIOT aHTUPETPOBUPYCHYIO aKTUBHOCTh B OTHOIIICHUHU TakuxX BapuanTtoB BMY-1. Hanuuue
mytauun M184V ¢ K65R mpuBOIUT K pa3sBUTUIO IMEPEKPECTHOM PE3UCTEHTHOCTU MEXIY
abakaBUpPOM, TEHO(POBHUPOM, TUIAHO3WHOM U JIaMUBYIHUHOM. Hammuue myramnu M184V ¢ L74V
MPUBOJIUT K Pa3BUTHIO MEPEKPECTHON PEIUCTEHTHOCTH MEXIy abakaBUPOM, IUAAHO3UHOM U
namuByauHoMm. Hannume myraumn M184V ¢ Y115F npuBoaut K pa3BUTHIO NEPEKPECTHOM
PE3UCTEHTHOCTH MEXJy a0akaBUpOM U JaMuBynuHOM. Iy oOecriedeHus HaAIeKaliero
IPUMEHEHUs abakaBUpa MOXHO PYKOBOJICTBOBATbCS PEKOMEHAYEMBIMM B HACTOSIIEE BpeMs
METOJJaMU UHTEPIPETALNN UMEIOIIUXCS MYTalluil pe3UCTEHTHOCTH.

[lepekpecTHasi PE3UCTEHTHOCTh MEXAY a0akaBUPOM U AHTUPETPOBUPYCHBIMH IpernapaTaMu

npyrux kiaccos (Hanpumep, UIT wnn HHUOT) manoseposiTHa.

5.2. ®d®apmakokHmHeTHYeCKHe CBOHCTBA

Abcopbrus

AbakaBup OBICTPO U XOPOILIO BCACHIBAETCS MPHU NMpUEMe BHYTpb. AOCOIIOTHASE OMOJOCTYITHOCTh
abakaBupa IpH IpUEME BHYTPD Y B3POCIBIX COCTaBIsIeT 0KoJio 83%. CpenHee BpeMsi TOCTUKEHUS
MaKCHUMAaJIbHON CBIBOPOTOUYHOM KOHIEHTpauuu (Tmax) MpH mpueMe abakaBUpa BHYTPh B BUJE
TabJIETOK COCTaBJIsAeT OKoJIo 1,5 4, a B BUjie pacTBopa - 0KoJio 1 u.

He ObII0 OTMEYEHO OTIMYMH IJIOMIATU MOA (hapMaKOKHHETHYECKOH KPUBOW «KOHIICHTPAIIHS-
Bpemsi» (AUC) g abakaBupa B hopme Tabierok u pactBopa. [Ipu npueme abakaBupa BHYTph B
¢dopme Tabmerok B no3e 300 mMr gBa pasa B CYTKM CpeAHsAs MaKCHMajlbHas paBHOBECHAs
KOHI[EHTpalus B miazMe KpoBU (Cmax) cocTaBmsia 3,00 mxr/mi, a cpeansisi AUC B Teuenue 12-
4acOBOTO MHTEpBANa MEXIy IPUEMaMH TpenapaTa cocTasisia 6,02 Mxr u/mi (cyrounas AUC
cocraBuia npuMepHo 12,0 Mxr u/mi). 3Hadenue Cmax MPH NPMMEHEHHM pacTBOpA Ui MpHEMa
BHYTpPb OBUIO HEMHOTO BbIIIE, 4YeM IpH NpuUMeHeHHHu TabneTok. [locrme oIHOKpaTHOrO
npuMeHeHus abakaBupa B ¢popme Tabnerok B 03¢ 600 mr cpenHsast Cmax abakaBupa cocTapisiia

oko1o 4,26 mxr/mn, a cpeansias AUCs coctapisna 11,95 Mxr u/mi.
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KoHUeHTpauuto B 1uazme Kposu (AUC). [ToaToMy abakaBup MOXKHO IPUHUMATh BHE 3aBUCUMOCTH
OT MpUEMa IMHUIILH.

He oxupaercs, 4To npueM U3MelbYeHHOU TabJETKU C HEOOJIBIIMM KOJHMUYECTBOM IMOIYTBEPIOM
MUIIA WK JKUJIKOCTH MOBJIHSET Ha (hapMaKoJIOTMYeCKUe CBOMCTBRA Mpernapara H, cJIe10BaTeNbHO,
Ha €ro KIMHUYECKYI0 3(PPEKTUBHOCTh. ITO 3aKIFOUECHUE OCHOBAHO Ha (PH3UKO-XMMHUYECKHUX U
(dhapMaKOKMHETHUECKUX IapamMeTpax JeHCTBYIOIIErO BEIIECTBA W PACTBOPUMOCTH N Vitro
TabyieTok abakaBupa B BOJI€ IIPU YCIOBUH, YTO MAIIMEHT W3MENbYaeT U J100aBIseT B MUILY WU
)uakocTh 100 % TabneTku U NpUHUMAET HEMEIJICHHO.

Pacnpenenenne

[Tpu BHYTpUBEHHOM BBEJCHHH KaXYIIMNACA 00BbEM pacripeiesieHus: abakaBupa COCTaBISET OKOJIO
0,8 n/Kr, 4TO YKa3bIBaeT Ha TO, YTO abaKkaBUpP CBOOOHO MPOHUKAET B TKAHU OpraHHU3Ma.
Hccnenoanus ¢ yuactuemM BUY-uHQUIMPOBaHHBIX NALIMEHTOB IMOKA3aIM, YTO abaKaBHp XOPOLIO
IIPOHUKAET B CHMHHOMO3roBYIO >kuJkocTh (CMIK), npu stom otHomenne AUC abakaBupa B
CMX k AUC abakaBupa B miazme KpoBHu coctaBisier 30—44%. B ¢dapmakoknHETHUECKOM
uccienoBanu ¢assl | n3yyanocs nponukHoBeHue abakasupa B CMIK nocie npuMeHeHus B 103€
300 mr nBa pasa B cytku. Cpenusisi koHueHTpanus abakasupa B CMIK nocturanace yepes 1,5 u
nocie npuema u coctanisuia 0,14 Mxr/mi. B npyrom papmMakoknHETHYECKOM HCCIIEIOBAaHUH TPU
npuMeHeHuu abakasupa B 1o3e 600 Mr Ba pa3a B cyTkH ero koHuenrpanus B CMX co Bpemenem
nosbInanace ot npumepHo 0,13 mMkr/mi yepes 0,5-1 u nocne npuema 10 npumepHo 0,74 MKr/mi
yepe3 3—4 4 nocie npuema.

XO0Ts1 MakcHUMaJlbHasi KOHIIEHTpalMsi MOXKET ObITh HE JOCTMrHyTa 4depe3 4 4, HabOmogaembie
3HaueHuss B 9 pa3 mpeBbimator [Cso abakaBupa, xotopas coctaBisier 0,08 MKr/miu wim
0,26 MKMOJIB/II.

B wuccnenoBaHusix CBs3bIBaHUS € OeNKaMU IUIa3Mbl KPOBM in Vitro YCTaHOBIIEHO, YTO B
TepaneBTUYECKNX KOHIICHTPAIUAX abaKkaBUp HE3HAUUTEILHO WM yMEpeHHO (mpumepHo Ha 49%)
CBS3BIBAaETCS C OENKaMy IUIa3Mbl KPOBU YeJIOBEKa. JTO yKa3blBaeT HA HU3KYIO BEPOATHOCTD
JIEKapCTBEHHbIX B3aUMOJICHCTBUH, CBA3aHHBIX C BHITECHEHHEM IPEnapaToB U3 CBS3M C OelKaMu
IJ1a3Mbl KPOBH.

buorpancdopmarms

AOakaBup MeTa0ONM3UPYyeTCs TJaBHBIM OOpa3oM B MedeHH, MeHee 2% BBEICHHOW 03Bl
BBIBOJIUTCS TIOYKaMU B HEW3MEHEHHOM BuAe. B opranusme dYenoBeka abakaBUp
MeTabONMM3UPYETCs] B OCHOBHOM TOJ JIEHCTBHEM allKOTOJBACTUAPOTEHA3bl ¢ 00pa3oBaHUEM

5'-kapOOHOBOI KHCIIOTHI M MYTEM KOHBIOTAIIMKM C TJIIOKYPOHOBOH KHCJIOTOH C 0Opa3oBaHUEM
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5’-IIIOKYpOHH/IA, YTO COCTaBisieT okoyno 66% ot BBégéﬁHt;%%bﬁi‘ 'E%Qlfa[ﬂét':r'a.]_’_s?klaﬁﬁ%the

METaOOUTHI SKCKPETHPYIOTCS IIOYKAMHU.

DJIMMHUHALMS

Cpennuii meproj NOJyBBIBEACHUS a0akaBupa cocTaBisieT okoyio 1,5 4. [Tocie MHOTOKpaTHOTO
npuema abakaBupa BHYTpb B 03¢ 300 Mr /1Ba pa3za B CyTKH He HaOI0JaeTcst 3HAUMMast KyMYJTSIIIHS
npemnapata. BeiBeneHue abakaBupa OCYIIECTBISICTCS MOCPEACTBOM METa0OIM3Ma B IEUEHHU C
MOCIIEAYIOIEH dKCKpelneil MeTaboIUTOB MPEUMYIIIECTBEHHO moykamMu. Okono 83% BBeneHHOU
J103bl abaKaBHpa BBIBOJUTCS IOYKaMHU B BHJI€ META0OJIUTOB U abakaBupa B HEU3MEHEHHOM BHJIE,
OCTaBIIIEECs] KOJIMYECTBO BBIBOJIUTCS UePE3 KUILICUHHUK.

Oco0ble TpyNIIbI NAIUEHTOB

Jlemu

AbakaBup XOpoIIo U OBICTPO BCACchIBA€TCS MpU MPUMEHEHHH Yy JeTel B (opMe pacTBopa Ais

npuemMa BHYTpb U B (hopMe TabneTok. bwuio mokaszaHo, uTo 3Kcmo3uius abakaBupa B IIa3zMe
KpPOBH OIMHAKOBA IIPU IPUMEHEHUHU 00EHX JIEKAPCTBEHHBIX (POPM B OJIMHAKOBBIX J03axX. Y JeTeH,
nonyJaomux abakaBup B (Qopme pacTBOpa ans IpHEMa BHYTPh B COOTBETCTBHH C
PEKOMEH/I0BaHHBIM PEXHMOM JO3MPOBAHMUs, SKCIIO3ULMs abakaBupa B IJIa3Me KPOBU CXOJHA C
TAaKOBOM Yy B3pOCibIX. Y JeTei, moimydarouux adakasup B popme TabieTok Juist IpueMa BHYTpPb B
COOTBETCTBUHU C PEKOMEHJOBAaHHBIM PEKHMMOM JI03UPOBaHMs, SKCIO3ULIMS abaKkaBupa B IUIa3Me
KpPOBH BBbIIIE, YeM Y JAETel, Moiydyaronux abakaBup B (opme pacTBopa Ajsi IpHUeMa BHYTPb,
MOCKOJIBKY B (hopMe TaObJIEeTOK MPUMEHSIOT 0oJiee BEICOKUE 03bI B MI/KT. DapMaKkOKHMHETHYECKHE
MCCIJIEIOBAHMSl Y JIeTel NOKa3aiu, YTO IPUEM OJMH Pa3 B CYTKH DKBUBAJIEHTEH I10 MOKAa3aTEII0
AUCy.24 mpriemMy Takoi e oOIei CyTOYHOM 1036l Iperapara, pa3eIieHHON Ha J1Ba pa3a B CYTKHU
IIpU IpUMEHEHUH abakaBupa Kak B GopMe pacTBopa AJis IpuemMa BHYTpb, Tak U B (hopMe TaOJIETOK.
OTCYyTCTBYIOT JOCTaTOYHbIE JaHHBIE MO O€30HacHOCTU JUIsl PEKOMEHJALMM NPUMEHEHUS
abakaBupa y aereil muajie 3 MecsieB. CylecTBYIOT OrpaHUYECHHBIE ITaHHbIE, TOKa3bIBAIOLINE,
YTO MpPU NPUMEHEHUHN Y HOBOPOXKJIEHHBIX B Bo3pacTte 10 30 aHeil B 1o3e 2 MI/Kr HabI0JatoTes
cxoanble win Ooisiee Bbicokue 3HaueHHs AUC 1o cpaBHEHUIO ¢ MPUMEHEHHUEM J03bl 8 MI/KT Y
JIETEN cTaplIero Bo3pacra.

Iayuenmor noxcunozo 6ospacma

®apMakoKMHETHKa abakaBUpa y MalMeHTOB crapuie 65 jer He u3yyanach. llpu neueHun
MAIMEHTOB MOXKUJIOTO BO3pacTa HEOOXOAMMO YUHMTHIBATh OoJsiee YacThle HapylleHUs (YyHKIUU
NEYeHH, MOYEK M Cep/lla B 3TOM BO3pacTe, a TAKKe COMYTCTBYIOLIME 3a00JEBaHMS U JpYyrue
IIPUHUMAEMBIE JIEKAPCTBEHHBIE IIPENIapaThl.

Ilayuenmul ¢ Hapywenuem yHKyuu novex
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AbakaBup MeTabOIU3UPYETCs IIIaBHBIM 00pa3oN B HC‘ICHQ,'OK(;E%:EO/(I)E

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Hen3MeHeHHOM Buje. PapMakokuHETHKa abakaBHpa y MAlMEHTOB C TEPMUHAIBHOM CTajuen
MOYEYHOW HEJTOCTaTOYHOCTH CXOJHA C TAKOBOH Yy MAallMEHTOB C HOPMAIBbHOM (PyHKIMEH MOYeK.
CrnenoBarenbHO, y MAIUEHTOB C HapylIeHHEeM (QYHKIIMHA HOYEK KOPPEKLUs 103bl He TpeOyeTcs.
Tayuenmoi ¢ napywienuem yHkyuu neveru

AbakaBup MeTabONIM3UPYETCsl TIIaBHBIM oOpa3oM B meueHH. PapMakOKMHETHKA abakaBupa
U3y4yasach y MalMeHToB ¢ HapylIeHneM (PyHKITUH MEUYeHH JIETKOH cTernenu (5-6 0ayyioB Mo mKaie
Yaitna-ITer0). Pe3ynbrarhl uccienoBanus cBUaAETENbCTBYIOT 00 yBenmnueHun AUC abakaBupa B
cpenneMm B 1,89 pasza u yBennueHUH epro/ia MoayBbIBeieHUs abakaBupa B 1,58 paza. Hapymienue
¢yHkuKu neyeHu He BiauseT Ha 3HayeHUss AUC metabonutoB abakaBupa, 0JIHAKO CKOPOCTb UX
00pa30BaHMs U BBIBEJCHUS IPU ITOM CHIXKAETCS.

JUis  OCTMXKEHHs SKCIO3UIMM, COOTBETCTBYIOUIEH TepamneBTUYECKOMY JMaNa3oHy IpH
IPUMEHEHUU IpenapaTa HalveHTamu Oe3 3a0ojieBaHMM NEUeHH, HallMEeHTaM C HapylLIeHHEeM
(GYHKIIMY [I€YEHHU JIETKOM CTENEeHH CllelyeT NpuHUMaTh abakaBup B go03e 200 Mr aBa pa3a B CyTKH.
dapmakoKHHETHKa abakaBHpa y MAIMEHTOB C HAPYMICHUSMH (YHKIWW TIE€YEHU CpeAHed u
TSDKEJION CTeNeHU He M3ydajach, I03TOMY IPUMEHEHHEe abakaBUpa y 3TUX IPYIIl MalUEHTOB He
pPEKOMEH1yeTcs.

6. PAPMALNEBTUYECKUE CBEAEHUA

6.1. IlepeueHb BcOMoOraTe/ibHbIX BEelIECTB

SAnpo

KapOOKCUMETHIIKpaxMajl HaTpus,

KPEMHUS TUOKCU]] KOJIJIOUTHBIMN,

MarHus creapar,

nosunoH K-30,

LEJUTI0JI03a MUKpOKpucTasunyeckas (tum 101),

MakKporoJ (MOJUITUICHTITUKOIb);

[Iinenounast 060JI0YKA:

Omnappait 11 32F220031 >xenThlii, B TOM 4HCIIE:
TUITPOMEII03a (TUIPOKCUTTPOTTMIIMETUIIIEIIIION03A),
JAKTO3bl MOHOTH/IPAT,

MakKporoJ (TTOIUITUIICHTITUKOJIB),

TUTaHa JUOKCHUII,

TaNbK,

KpaCHUTEJIb KEJIE3a OKCU/T JKEJITHIN.
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6.2. HecoBMecTHMOCTE

He npumennmo.

6.3. Cpok rogHoctu (CpoK XpaHeHUs1)

3 roxa.

6.4. OcoOble Mepbl MPETOCTOPOKHOCTH MPH XPAHEHHUH

XpaHuTb 1pu TeMieparype He Boiie 25 °C.

6.5. Xapakrep u coaep:kaHHe NEPBUYHON YIAKOBKHU

ITo 10 TabieTok B KOHTYPHYIO STYEHKOBYIO YIIAaKOBKY U3 TJICHKU OJUBUHWIXJIOPUIHON U (HOJIBTH
QJTIOMUHUEBOM NEYaTHOM JJaKUPOBAHHOM.

ITo 30, 60, 90, 120 Tabnerok (mo3upoBka 300 mr) unu no 30, 60, 90 Tabrerox (Ho3upoBka 600 mr)
B 0aHKY MOJMMEPHYIO JUIS JIEKAPCTBEHHBIX CPEJCTB U3 MOJMATHICHTEpedTanara ¢ KphIIIKOi U3
MOJIUIPOITUIICHA.

[To 3, 6, 9 KOHTYpPHBIX STYEHKOBBIX YIAKOBOK WX MO 1 OaHKe MOJUMEPHOMN IS JIeKAPCTBEHHBIX
CPEJCTB BMECTE C MHCTPYKIMEN MO MPUMEHEHUIO U NMPEAYIPEeIUTENbHON KapTOUKON B MauKy U3
KapTOHa.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH TPH  YHUYTOKEHHMH HCIOJIH30BAHHOIO
JIEKAPCTBEHHOI0 mNpenapara WJH OTX0JA0B, TMOJYYEeHHBIX IOcCjde NPUMEHEHUs
JIEKApPCTBEHHOI0 Mpenapara, 1 pyrue MaHUuNyJIsiMU ¢ penapaTomM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOT'O YAOCTOBEPEHU S

3A0 «Kanondapma npogaxiny, Poccuiickas denepanus

141100, Mockogckas 00u1., T.0. [1]&nkoBo, r. [lé€nkoBo, yiu. 3apeunas, a. 105.

Ten.: +7 (495) 797-99-54.

OnexkTpoHHbIN aapec: safety(@canonpharma.ru

7.1. IIpeacTaBUTE/Nb AEPKATE/SI PETHCTPALMOHHOI0 YI0CTOBEPEeHUs

[Mperen3un norpedUTENEeH HAIPABIATE 110 aIPECY:

3A0 «Kanondapma npoaakmny, Poccuiickas denepariust

141100, MockoBckast 0011., r.0. LI{énxoBo, r. [lénkoBo, yu. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54.

DneKTpoHHBIN anpec: safety@canonpharma.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUS
JITT-Ne(005773)-(PT-RU)

9. IATA IEPBUYHOM PETUCTPAIIAU (ITIOATBEPXKJIEHUS PETUCTPAIIAH,
INEPEPETUCTPALIUN)

Hara nepsuuHoil peructpamuu: 14 urons 2024
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10. JATA TIEPECMOTPA TEKCTA

OOmast xapakTepuCTHKa JIeKapCTBEHHOTO mpenapara AoOakaBup KaHoH noctymHa Ha
UHPOPMALIMOHHOM TopTanie EBpa3swiickoro HSKOHOMHYECKOTO COK3a B HH(POPMAIMOHHO-

KOMMYHHUKaIIMOHHOM ceTtn « HTEepHET» http://eec.eaeunion.org/.
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