MUHUCTEPCTBO 3/IPABOOXPAHEHWS POCCUNCKOM ®EEPALIMU

MHCTPYKLIUA

[10 MEJAMLIMHCKOMY TMPUMEHEHUIO JIEKAPCTBEHHOI'O ITPETIAPATA

OJIUTHI"
Peruncrpaunonublii Homep:

Toprosoe naumenosanue npenapara: Onurua®

Memyﬂaponnoe HEMATEHTOBAHHOE MJIM IPYNIIUPOBOYHOE HAUMEHOBAHHE! a6a|<asup.

JlekaperBennas ¢opma: pacTBOp Ui NpUemMa BHYTPb.
CocraB

| M1 nmpenapara coepKuT:

Heticmeyrowee sewecmso:

AbGakaBupa cynbdar

(B nepecuete Ha abakaBup)

Benomoeamenvhvie egewyecmea.

Manstuton P200

[TponuneHraukosb

CaxapuHat HaTpus

Hartpus uutpara auruapar

JINMOHHOM KMCIOTbI MOHOTMApAT
MerunnaparuapokcubeH3oat
[Tponunnaparuapokcubenszoar

Apomatu3arop Ki1yOHHUYHBbIH

Apomartuzarop 6aHaHOBBIH

X710pUCTOBOOPOAHOM KUCIOTHI 2M pacTBOp M/MiH HATPUS
ruapokcuaa 2M pactBop

Bona ouniieHHas

OIIMCAHHUE

23,40 mr
(20,0 mr)

442,0 mr
50,0 mr
0,3 mr
9,0 Mr
6,5 mr
1,5 mr
0,18 mr
2,0 Mr
2,0 mr

a0 pH 4,1

no 1,0 mn

[Tpo3pauHblii pacTBOp OT GECLBETHOIO 10 CBETI0-XKEITOr0 1UBETA, ¢ ()PYKTOBBIM 3aMaXOM.

OPAPMAKOTEPAINTEBTHYECKAS I'PYIIIIA
[TpotuBoBupycHoe (BHUY) cpeactso.
Koa ATX: JOSAFO06.



®APMAKOJIOTMYECKHUE CBOMCTBA

PapmakoaHHAMHKA

Mexanusm oeicmeus

AbakaBHp SBIAETCS HYKIEO3MIHBIM aHAJOTOM MHIMOMTOPOB OOPaTHOMN TPaHCKPUNTA3bl. DTO
MOLLHBIH CeNeKTUBHbIH nHrubutop BUY-1 u BUY-2, Bkmoyas wrammsl BUU-1, co cHUKEHHOIM
HYBCTBMTE/IbHOCTBIO K 3MIOBY/AMHY, JaMUBYIMHY, 3aNUMTaOUHY, AWJAHO3UHY U HEBUPAMMHY.
AbakaBup MoABEPraeTCs BHYTPUKIECTOUHOMY MeTabOo/NN3My, NPEBPALasch B aKTUBHYIO GopMy
kapboBup-5’-Tpudocdar (kap6oup-Td). [To gaHHBIM UCCNEAOBAHMI in Vilro, €ro MeXaHu3m
AeicTBus B oTHOweHun BUY npeacrabnser coGoit  uHruGuposanue depmeHta oOpaTHOI
TpaHckpunTazsl BUY, 4to npuBoaMT K 0GpbIBY LIEMH W OCTAHOBKE LIMKJIA PETVIMKALIMK BUpYCa.
He oTmeuyanock aHTaronn3ma npoTHBOBUPYCHOM aKTUBHOCTH abakaBupa B Ky/bType KIETOK MpH
KOMOMHALUMKH € HYKICO3WAHBIMM  MHruOMTOpamu oOpaTHoii  Tpanckpuntazsl (HUOT)
AWaHO3WHOM, SMTPUUMTAOMHOM, JIAaMHBYAMHOM, CTaBYJAWHOM, TEHODOBUPOM, 3alLUTAOMHOM
WKW 3M0BYIMHOM, HEHYKICO3MIHbIM MHrHUOMTOpOM oOpartHoit TpaHckpuntassl (HHHUOT)
HEBUpPANUHOM MM MHrMOUTOpOM npoTteasst BUY (MIT BUY) amnpenasupom.
Dapmakoounamuveckue ¢hgphexmoi

Pesucrentusie k abakaBupy wrammbl BUY-1 Obutn mosyueHsl in vitro W Xapaktepusyrorcs
crneurpUYHBIMM FEHOTHITMYECKMMH M3MEHEHUSMU B KOJOHAX reHa oOpaTHOM TpaHCKpUNTa3bl
(OT) ( komonet M184V, K65R, L74Vu Y115F). PeaucteHTHOCTH BUpyca K abakaBupy in vitro n
in vivo GOpMHUpPYeTCs OTHOCHTENLHO MeANeHHO. [l KIMHUYECKH 3Hauumoro ysennuenus ICso
(nHrubupyrolas KOHUEHTpaLus B OTHOWEHHN 50% WTaMMOB) B 8 pa3 OTHOCHTEIBHO «IMKOr0»
lITaMMa BUpyca TpebyroTcsi MHOJKECTBEHHbIE MY TaLIMH.

PesucrenTHbie K aDakaBUpy IITAMMBI, MOTYT TaKXKe MPOSB/ATh CHUIKEHHYIO YYBCTBUTEILHOCTH K
JIAMMBY/IMHY, 3aIUMTaOMHY M/WIIM AMAAHO3UHY, HO COXPAHSTh YYBCTBUTEILHOCTD K 3UI0BYAHHY
W CTaByAMHY. Pa3BUTHE nepexpecTHOH pe3ncTeHTHOCTH mexay abakasupom u UIT BUY wuau
HHHUOT wmanosepostHo. HeadpekTuBHOCTL Tepanuu nepBoit JTHHUHK, BKIOUAIOUIEH abakaBup,
JTaMMBYIMH M 3WI0BYIMH, NPEUMYLIECTBEHHO CBA3aHA ¢ €AMHUYHOK myTauuei - M184V, urto
COXpaHsET BO3MOKHOCTb LUMPOKOTo BbIOOpA PEXKUMOB TEpanuu BTOPOi JIMHUK.

AbGakaBUp NPOHMKAET B CMTUMHHOMO3rOBYIO JHuAKocTh (CMIXK) 1 yMeHbluaeT conaepkanue B Hell
PHK BHY-1. B couyeranuu ¢ ApyrumMH aHTUPETPOBUPYCHBIMH Mpenapatamu, abakaBup MOXKET
ChIrpath posib B NPO(pHUIAKTUKE PA3BUTHS HEBPOJIOrMYECKMX ociokHeHuit BUY-undexkuuun u

3aMeUIATH MOABIEHUE PE3UCTEHTHBIX IITAMMOB B LEHTpaabHON HepBHOI cucteme (LIHC).



DMapMaKOKHHETHKA

Bceacvieanue

AbakaBup OGbICTPO M XOPOLLIO BCACBIBACTCS MMPHU MpUeMe BHYTPb. AGComoTHas GHOAOCTYMHOCTD
abakaBupa npu npuemMe BHYTPb Yy B3pOCIbIX COCTaBsAeT 0K0JI0 83 %. CpesiHee BpeMs 10CTHKEHHS
MaKCUMaJIbHOM CBHIBOPOTOYHON KOHUEHTpAUMM (tmax) NpHU npueme abakaBupa BHYTPb B BHJIE
TabJ1eTOK cocTaB/feT 0KoJ10 1,5 4, a B BUAe pacTBopa — 0KoJ0 | 4. He GbL10 0TMEUEHO OTaHUMi
MI0WaAM noj GhapMakoKMHETHYECKOH KPUBOM «koHLeHTpauuns — Bpemsi» (AUC) ans abakaBupa
B opme Tabnerok u pacteopa. [1pu npueme abakasupa BHyTpb B hopme TabaeTok B 103e 300 Mr
ABa pa3a B CYTKHM Cpe/lHSsl MakCHMalibHas paBHOBECHAs KOHUEHTpauus B niaasme KpoBH (Cmax)
cocrasnisna 3,00 mxr/mi, a cpeauss AUC B Teuenune 12-4acToOBOro MHTEpBaia MEXKY NpUEMamMy
npenapara cocrasigna 6,02 mxr*u/ma (cyrounas AUC cocraBuia npumepHo 12,0 mkrru/mi).
3uauenue Cmax IPH NPUMEHEHHN PACTBOPA JUIS MPUEMa BHYTPb ObUIO HEMHOIO BbILIE, YEM TPHU
npumeHeHnu tabnerok. [Tocne oaHokpaTHoro npumerenus abakasupa B popme TabieTok B 103€
600 mr cpeanss Cmax abakaBupa coctasisiia okosno 4,26 Mxr/mi, a cpeanss AUC oo cocTtasisna
11,95 Mxr*u/mi.

[Tpuem nuim 3amennser BcacbiBaHue abakaBupa M yMeHblIaeT Cmax, HO HE BIMSET Ha OOLLYIO
KOHUEHTpaLMio B niasme Kposu (AUC), nostomy abakaBup MOIKHO NMPUHUMATh BHE 3aBUCHMOCTH
OT NnpUeMa MuLLH.

Pacnpeoenenue

I[Tpu BHYTPHBEHHOM BBEECHHUH KaxyllHiics oObeM pacripeenetns abakaBupa cOCTaBIseT OKOIIO
0,8 a/Kr, 4TO yKa3bIBaeT Ha TO, 4TO abakaBUp cBOGOAHO MPOHMKAET B TKAHW OpraHU3Ma.
HUccnenoBanus ¢ yuactuem BUY-unduumpoBanHbix nauMeHToOB nokasanu, yto abakaBup XopolLio
MPOHUKAET B CIIMHHOMO3roBy1o xuakoctb (CMIK), npu stom cootHowenne AUC abakaBupa B
CMX k AUC abakaBupa B rulasme KpoBu cocrapiser 30-44 %. B ¢apMakoKnHeTHYECKOM
uccaenoanuu dassl | uayvanoch npoHukHosenue abakasupa 8 CMXK nocne npumeHenus B 103e
300 mr aBa pa3a B cytku. Cpeansis koHueHTpauus abakasupa B CM)K nocruranacek yepes 1,5 u
nocsie npuema u cocrasisna 0,14 mxr/ma. B apyrom papmMakoKuHETHYECKOM UCCIEA0BAH UK TTPH
npumMeHeHnu abakasupa B 103e 600 mr Ba pa3a B cyTkH ero KoHueHTpauus B CMIK co BpemeHem
noseiwanack ot npumepHo 0,13 mxr/ma yepes 0,5-1 4 nocne npuema a0 npumepHo 0,74 Mxr/ma
yepe3 3-4 4 nocie npuema. XOTs MaKCUMalbHas KOHLEHTPALMs MOXET ObITh HE JOCTHrHYyTA
uepes 4 4, Habmoaaempie 3HaueHus B 9 pas npesbiwatoT 1Cso abakaBupa, KoTopas COCTaBIsSET
0,08 mxr/ma nnum 0,26 MKMOJIB/JI.

B wuccnenoBanusx cBa3biBaHMs ¢ OenkaMu Ma3Mbl KPOBH im Vitro YCTAHOBJIEHO, YTO B



TEPANeBTHYECKUX KOHLIEHTPALIUsX abaKaBUp HE3HAUUTEILHO HIIH YMEPEHHO (puMepHO Ha 49 %)
CBA3bIBACTCA C OesKaMu M1a3Mbl KPOBH HeJOBEKA. DTO yKa3blBAET HA HU3KYIO BEPOSTHOCTH
JIEKapCTBEHHbIX B3aUMO/JCHCTBUI, CBA3aHHBIX C BHITECHEHHEM MPENapaToB U3 CBS3M ¢ Genkamu
M71a3Mbl KPOBH.

Memabonusm

AbakaBup MeTabo/M3UpyeTCs raBHbIM 00pa3oM B rnedyeHd, meHee 2 % MNPUHATON 103bl
BBIBOAMTCS ~ MOYKaMM B HEM3MEHEHHOM Buae. B opranusme uenoseka aGaxaBup
MeTaboM3UpyeTCsi B OCHOBHOM MO/ JEHCTBMEM alKOrObJeruaporeHasbi ¢ oGpa3oBaHHeM
5- KapbGOHOBOM KHMCIIOTBI M MyTeM KOHBIOTALIMK ¢ MIIOKYPOHOBO# KHMCIOTO! ¢ o6pa3oBanuem 5'-
TJIFOKYPOHHAA, YTO COCTABJSET OKOMO 66 % OT BBEAEHHOH [103bl mNpernapara. YKa3aHHble
MeTaboNNUTbI IKCKPETUPYIOTCS MOYKAMH.

Buiseoenue

Cpenunit nepuon nomyeeiBenenus (Tin) abGakaBupa coctapaser okono 1,5 u. [locre
MHOTIOKpaTHOTro npuema abakaBupa BHYTpb B 03¢ 300 mr aBa pasa B CyTKM He Habioaaercs
3HauMMas Kymynsuus npenapara. BoiBenenue abakaBupa OCYLLECTBISETCH MOCPEACTBOM
MeTaboM3Ma B MEUeHHU C NMoceayIoLei IKCKpeLei MeTaboIMTOB MPEUMYILLIECTBEHHO NOYKAMH.
Oxo710 83 % BBeIeHHOM 103b1 abaKkaBUPa BBIBOAMTCS MOYKAMH B BUE MeTab0MTOB M abakaBupa
B HEM3MEHEHHOM BH/IE, OCTABIIEECH KOJIMUYECTBO BbIBOAUTCS YEPE3 KHILEUHHK.

Ocobble rpynnel nanueHToB

Jlemu

AbakaBup xopouwo u GbICTPO BCachiBaeTCs NMPU NpUMEHEHUH y AeTell B Gopme pacTBopa s
npuema BHYTpb U B (hopme Tabnetok. Bbu1o mokasaHo, 4To 3KCMO3MUMs abakaBupa B r1a3me
KPOBM OJIMHAKOBA MPH NPUMEHEHUH 00EHUX JIeKapCTBEHHbIX HOPM B OJIMHAKOBBIX 103aX. Y aereil,
nojyvaomux abakasup B ¢opMe pacTBopa /S MpUEeMa BHYTPb B COOTBETCTBUM C
PEKOMEHIOBAHHBIM PEXKMMOM J03MPOBaHUS, IKCNO3UuLMs abakaBupa B njaazMe KpOBM CXOJHA C
TaKOBO# y B3pOC/ibIX. Y neTei, noayyatrommx abakasup B Gpopme TabaeTok uis npuemMa BHYTPb B
COOTBETCTBUM C PEKOMEHOBAHHBIM PEKUMOM J103UPOBaHMA, IKCMO3ULIMS abakaBupa B nja3me
KpOBM BbIlle, YeM Y AeTei, nosyyarownx abakaBup B opme pacTBopa ais npuema BHYTPb,
NOCKOJIBKY B (hopme TabieTOK NpuMeHsIOT 6osiee BLICOKHE 103bl B MI/Kr. DapMakoKMHETHYECKHE
MCCIIeIOBAHMSA Y JIETEH MOKa3aaM, YTO NMPUEM OJMH pa3 B CYTKH SKBMBAJIEHTEH MO MOKa3aTeto
AUCy-24 npuemy Takoii ke obuiei cyTouHO# 1036l npenapara, pa3aesieHHoi Ha 1Ba pa3a B CyTKH
MpH NpUMEeHeH MU abakaBupa Kak B popMe pacTBopa /1s IpuemMa BHYTPb, TaK U B hopme Tab1eToK.

OTC)/TCTB)’IOT JIOCTaTO4YHbIe JAaHHble 10 0e30MacHOCTH s PEKOMEHAALUHUN TNPUMEHCHUA



abakaBupa y neteil Mnaauie 3 mecsues. CylIecTBYIOT OrpaHHYEHHBIE JAHHbIE, MoKa3blBatoLLKe,
4TO MpH MPUMEHEHHH Y HOBOPOXKAECHHBIX B Bo3pacte 10 30 aHei B 103e 2 MI/Kr Habmoaai0TCA
cxonHsie unu Gonee Boicokue 3HaueHns AUC 10 CpaBHEHMIO C MPUMEHEHHEM 103bl 8 MI/KF y
AETei cTapliero Bo3pacra.

layuenmor noxcunozo eozpacma

®apmakokuHeTHKA abakaBMpa y MalMEHTOB crapuie 65 JeT He W3yuvanach. [Ipu neuenunu
MaLMCHTOB MOXHIJIOr0 BO3pacTa HEOOXOAMMO y4MThIBaTL Gosee yacTbie HapylleHus QYHKLMHU
MEYeHH, MOYEK M CepAlia B 3TOM BO3pacTe, a TaKKE COMYTCTBYIOLIME 3a00/1€BaHus M Apyrue
NPUHUMAEMbIE JIEKAPCTBEHHBIE Mpenapars.

Iayuenmur ¢ napywenuem ynxyuu novex

AbGakaBup meTabonu3upyercs riaBHbIM 06pa3oM B MeUeHH, OKONIO 2 % ero BbIBOAUTCA NOUKAMMU
B HeM3MeHeHHOM Buje. DapmakokuHeTHKa abakaBUpa y MALMEHTOB C TEPMUHANLHOIN CTanueil
MOYEYHON HEAOCTATOYHOCTH CXO/IHA C TAKOBOH Y MALMEHTOB ¢ HOPMAJIbHOM (yHKUMEl mouek.
CnenosaresibHO, y NAUMEHTOB ¢ HapylIEHHEM (YHKLIMU TOYEK KOPPEKIMS 10351 He TpebyeTcs.
Iayuenmer ¢ napywenuem ¢ynxyuu nevenu

AbakaBup meTaboaM3MpyeTcss riaBHbIM 0OpazoM B rneuenu. DapmakokuHeTHKa abakaBpa
H3y4aaach y MauMeHTOB C HapyleH1eM QyHKLMK NeveHn 1erkoit crenenu (5-6 6an10B 1o wkane
Yaiina-Ilbto). Pesynbrathl uccnenoBanus cBuaetebeTByoT 06 yBenuuennn AUC abakasupa B
cpeaxeM B 1,89 pasa u yBeanueHum nepuoaa nomyBbiBeeHus abakasupa B 1,58 pasa. Hapyuenue
hyHkuMK neveHn He BauseT Ha 3HaueHus AUC metabonuroB abakaBupa, OJHAKO CKOPOCTh MX
06pa3oBaHus U BbIBEEHHUS NPU ITOM CHHUIKAETCH.

HAns  pocTuKeHus SKCMO3MUMM, COOTBETCTBYIOLUEH —TeparneBTMYECKOMY /MAaNa3oHy Mpw
MPUMEHEHHUHU npenapara nauveHtamu Oe3 3aboneBaHMit neyeHH, MalUMeHTaM C HapylIEHUEM
(yHKunu neyeny nerkoii crenenu caenyer npuHumars abakasup B 103e 200 Mr 1Ba pa3a B CyTKH.
MapmakokvHeTHKa abakaBMpa y MALMEHTOB C HAPYLIEHUAMH (QYHKUMM MEYEHH cpeiHeil M
TSXKEJION CTENEHH He W3y4asach, MOITOMY NMpUMEHeHHe abakaBupa y 3TUX IPYIIl NALMEHTOB He
PEKOMEH/1yeTCH.

ITOKA3AHUS K IPUMEHEHUIO

Jleuenne BUY-undexkumnm y B3pocablx M jgeteid B cocTaBe  KOMOMHMPOBAHHOM
aHTHPETPOBUPYCHOM Tepanuu.

ITPOTUBOIIOKA3AHUS

* [lloBbllIeHHAss YyBCTBUTENBHOCTE K abakaBUpy WIM J1000MY JApYromy KOMIIOHEHTY,

BXOAAUIEMY B COCTaB Mnperapara,



* BO3pacT 10 3 MecsueB, TaK Kak ONbIT NnpumeHeHus abakaBupa B 3TOW BO3pacTHO# rpynne
OrpaHUuEeH;

* NEYEHOYHAas HEeJOCTATOUYHOCThb CpeAHEH U TsKenoi crenenu (kiacc B u C no wkane Yaina-
[Ib0), B CBA3M C OTCYTCTBMEM KJIMHMYECKHUX JaHHBIX M PEKOMEHJOBAHHOIO peKMMa
JI03UPOBAHUS;

*  HENepeHOCMMOCTb hPYKTO3bI.

[NPUMEHEHHUE TIIPK BEPEMEHHOCTH HW B [IIEPMO/I TIPYJHOI'O
BCKAPMJIMBAHUSI

bepemennocrs

[IpumeHenne abakaBupa GbL10 OLIEHEHO 10 AaHHbIM Peectpa npuMeHeHHs aHTHPETPOBUPYCHBIX
npenapatos B nepuoa 6epemeHHocT Gosee vem y 2000 xkeHLMH BO Bpems GepeMEHHOCTH W
rnocie poaos. JloctynHele 1aHHbie U3 PeecTpa NnpUMEHEHUs aHTUPETPOBUPYCHBIX MPEnapaTos B
nepuoj 6€peMEHHOCTH HE YKa3bIBAlOT HA MOBBILEHHBIH PUCK CEPBE3HBIX BPOXKIEHHBIX MOPOKOB
Pa3BUTHS MPU NMPUMEHEHWW abakaBupa Mo CpaBHEHHIO ¢ (OHOBOM HACTOTON BCTPEUAEMOCTH.
OaHaKo MOJHOLEHHBIE W XOPOLIO KOHTPOJIMUpPYeMble HCCIEA0BaHUS C y4acTHEM OepeMEHHBIX
KEHILMH HE NPOBOAMIMCE M 06e30macHOCTh NpUMeHeHUs abakaBupa y JKEHUIMH BO BpeMs
GepeMEeHHOCTH /10 HACTOALLErO BPEMEHH He YCTaHOBJeHa. B xoae Mccie10BaHuil Ha JKMBOTHBIX
Obl1a yCTaHOB/IEHA CBA3b MEXK/Y MPUMEHEHHEM abaKkaBHpa U Pa3BUTHEM Y KMBOTHBIX HApyILEH U
penpoayKTHBHOH (GyHKUMH. [lo3TOMY BO3MOXKHOCTH mNpuMeHeHMs abakaBupa BO BpeMms
GepeMEeHHOCTH CJelyeT paccMaTpuBaTh TOJBKO B TOM Clydyae, €CjiM Mojib3a JUIs MaTepu
MPEBbILIAET BOZMOXKHBIH PUCK IS 171074,

MmeroTes 1aHHbIE O HE3HAYMTENIbHOM TPAH3MTOPHOM MOBBIIEHWM KOHLEHTpALMM JlaKTaTta B
nj1a3Me KpPOBM HOBOPOJKAEHHBIX M AETEH IpyJHOro BO3pacTa, MaTepu KOTOPbIX BO Bpems
OepemeHHOCTH MM B OkonopogoBoM nepuoje npurumain HUOT. Bo3MoxkHO, 3TO CBSI3aHO C
MHUTOXOH/IpHATbHBIMU HapyLIeHUsAMU. KiiMHNYecKas 3HAYMMOCTb 3TOTO ABAEHHS 10 HACTOSALLEro
BpeMeHM He ycTaHoBiaeHa. Kpome Toro, ObuiM 3aperMcTpupoBaHbl OY€Hb pEJKHE Cllyyau
3aIepXKKH  Pa3BUTHUSA, DMUICNTHUECKUX TMPUCTYNOB M JAPYrMX HEBPOJIOTMUYECKUX HapylueHHid
(Hanpumep, yBeauueHue ToHyca Mbiil). OAHAKO NPUYUHHO-CIEACTBEHHAs CBS3b ITHUX
Hapywenuit ¢ npuemom HHUOT Bo Bpems OGepeMeHHOCTH MM B OKOJOPOJOBOM MepHoje He
ycraHoB/eHa. JlaHHble pe3y/bTaThl He BJIMSIOT HA TEKyllMe PEeKOMEHIALMUH 10 NMPUMEHEHHIO
AHTUPETPOBUPYCHBIX MpenapatoB y OepeMeHHbIX IKEHUWMH ¢ ULedblo  NpopHIaKTUKHU

BepTUKaNbHOM nepeaaun BUY.



ITepnoa rpyaHoro Bckapm/JinBaHus

Cneuunanuctsl He pekomeHayioT BUY-HHPMUHPOBAHHBIM KEHLLMHAM IPYAHOE BCKapM/IMBaHHUE
Bo usbexxanue nepenaun BHUY-undexumnn pebenky. [Tockonbky abakaBup, ero MetaboauThl
BHWUY npoHMKatOT B rpyIHOE MOJIOKO, MPYAHOE BCKapM/IMBaHUE MPOTUBONOKA3aHO.

CITIOCOB IIPUMEHEHMUS U 103bl

IMpenapar Onutua® npUHMUMAETCS BHYTPb, HE3aBUCHMMO OT NPUEMA TTHILLH.

[Ipenapar 1o/KeH Ha3HA4YaTbCA BpauoM, UMeoLUM onbIT nedeHus BUY-uudexumnm.

JletsmM M B3poCabIM, KOTOpbIM npuem npenapara Oautua® B hopme TabieTok He MokasaH, Wiu
nauueHTaM, y KOTOpBIX MporjaTbiBaHUe TabJeTKH BbI3bIBAET TPYAHOCTH, HA3HAYAKOT rpenapar
Onutua® B BM/IE pacTBOpa /15l IPUEMA BHYTPb.

Bspocnvie, noopocmxu u 0emu ¢ maccoit meaa He mexee 25 ke

Pexomennyemas no3a npenapara Oautua® cocrasnser 300 mr (15 mi) aBa pasa B CyTKH WM
600 mr (30 M) OAMH pa3 B CYTKH.

Oco0ble rpynnbl nalHeHToB

Hemu 6 so3pacme om 3 mecsiyes u cmapuwe ¢ maccoit meia 0o 25 ke

Pekomenayemas a03a coctaBnsier 8 Mr/Kr iBa pa3a B CyTKM MM 16 MI/Kr OIMH pa3 B CYyTKHU NpH
MaKcuMaibHO# cyTouHo# a03e 300 Mr aBa pa3a B cyTku uin 600 Mr oauH pa3 B CYTKH.

Hemu 6 so3pacme 0o 3 mecayee

JlaHHble no npuMeHeHuIo abakaBupa B 3TOM BO3PACTHOM rpyrire O4eHb OrpaHHUEHbI.
ITayuenmoi ¢ napyuwenuem GyHKyuu novex

YV nauMeHToB ¢ HapyuleHHeM (YHKLUMM MO4YeK KOppeKuus ao3bl npenapara Onutna® He
Tpebyercs.

Iayuenmor ¢ Hapywenuem Gynkyuu nevenu

AbGakaBup metabonu3upyercs riaBHbiM oOpa3om B neuyeHu. PexomeHnayemas 103a rnpernapara
Onutua® A nauMeHToB ¢ HApyIEHUAMH QYHKUMM TeYeHu Jerkoi crenenu (5-6 GannoB no
wkasne Yaina-ITeio) cocranser 200 mr (10 ma pacTBopa) aBa pasa B CyTKH. [L1s neueHus Takux
MalMeHTOB ClelyeT NPUMEHSATh pacTBOP ISl IPHEMa BHYTPb, 4TOObI 00ECNEUNTh YMEHbILEHHE
n03bl. JlaHHble no apmakokuHeTHKe M Ge30MacHOCTH NpUMeHeHMs abakaBupa y MalHueHTOB C
HapyleHUsMH (QYHKLMHK MEYEHU CPeIHel U TSKeNOoi cTeneHu oTcyTcTByIOT. Takum obpazom,
npumMeHeHne abakaBupa y MALMEHTOB € HApYLIEHUAMH (QYHKUMH NEYEHM CPEAHEH W TsKeIoM
CTeNeH! NMPOTHBOMOKA3aHO.

[NOBOYHOE JIEMCTBUE

Hﬂﬂ MHOT'MX 3ap€rucCTpHpOBaHHBIX HEXKEJIATEIbHbIX peaxunﬁ OCTACTCA HEACHBIM, CBA3AHO JIH HUX



pa3BuTHE C NnpumMeHeHuem abakaBupa MO0 LIMPOKOro CrEKTpa JeKapcTBEHHbLIX Mpenaparos,
npumeHsieMbix A5 nedeHus BUU-undexunn, uam e oHU ABIAIOTCA NPOABIEHUEM OCHOBHOIO
3ab0s1eBaHMUs.

MHorue Hu3 nNepevyMClEeHHbIX HHMIKE HEeXenaTelbHbIX peakluil (TOWHOTa, pBOTA, [AMapes,
JIMXOpajiIka, YTOMJSEMOCTb, CbIllb) YAacTO pa3BUBAIOTCA KaK MPOSABIEHUS  peakLMH
runepuyBcTBuTensHocTH (PI'Y) k abakaBupy. [lostomy mnpu nossieHud 1000ro M3 3THx
CHUMITTOMOB MOKa3aHO TuaresbHoe obcnenoBaHue nauuventa Ha Hanuuue PI'Y. Ecam npenapar
Oautua® 6611 OTMEHEH B CBA3M C MOABIEHUEM JIIOOOTO M3 BbILLIENEPEUUCIEHHBIX CUMITOMOB M
MPHUHATO pelieHre BO30OHOBUTH TEPANUIO ITUM IPENnapaToM, JeYeHHe CiIelyeT HaYUHaTh TOJIbKO
MO/ HEMOCPEACTBEHHBIM MEAULIMHCKUM HaO/IOlEHUEM.

BbiiM 3aperucTpupoBaHbl OYEHb pEaKWe Ciyyau MOAUMOP(HON 3KCCYAaTUBHOW 3PHTEMBI,
cunapoma CtuBeHca-J[KOHCOHA MM TOKCHYECKOrO 3MUAEPMajbHOr0 HEKpO/IM3a, B KOTOPBIX
Hesb3s Obu10 uekmounTh PI'Y k abakaBupy. B Takux ciyyasx HeOOXOAMMO MPEKPaTUTh MpUEM
JIeKapCTBEHHbIX MpenapaToB, coaepxkaliux abakasup, 6€3 BO3IMOKHOCTH BO30OHOB/IEHHUS.
BOJBIIMHCTBO ~ MEPEYMCIEHHBIX  HWJKE  HEXKelaTelbHbIX  peakuMid  He  ABJIAKTCH
OrpaHMYMBAIOLIMMH JiedeHHe. YacToTa BCTPEHaeMOCTH OMnpejensiercs cieaylowum obpasom:
ouens yacmo (> 1/10), vacmo (> 1/100 u < 1/10), nevacmo (> 1/1 000 u < 1/100), peoxo (> 1/10
000 u < 1/1 000), ouenwv peoxo (< 1/10 000).

CucremHo- O4YeHb 4yacro He4yacTo peaKo OYeHb PE1Ko
OpraHHbIi 4acTo
KJaace
Hapywenus co noTeps anneTura, J1aKTOaLM/103
CcMopoHbl runepjakraTeMus
obmena

sewecme u
numanus

Hapywenus co ronoBHas 0601b
CMopoHbl
HepBHOU

cucmembl

Hapywenus co TOLIHOTA, PBOTA, MaHKpeaTuT
CMopoHbvl auapes (MpU4MHHO-
JHCeNYOOYHO- CJI€ICTBEHHAas
KUUWEYH020 CBA3b c
mpakma NPUMEHEHHEM




abakaBupa He
YCT@HOBIICHA).
Hapywenus co ChIlb (npu nosumopdHas
cmoponbl OTCYTCTBUH dKCCynaTHBHas
KOHCU u CHCTEMHBIX JPUECM
HOOKOHCHBIX NpOsiBJICHUI). o,
i CrtuBeHca-
mKaen JI)KoHCcOHa,
TOKCUYECKH I
anuaepManbHbli
HEKPOJIU3.
Obwue nuxopaska,
paccmpoiicmea COHJIMBOCTb,
U HapyuteHus 6 YTOMJISIEMOCTD
mecme
66e0eHUs

B KOHTPOJMpPYEMbIX KIMHHUYECKMX HCCIE0BaHUAX H3MEHEHHE 1ab0paTOPHBIX MOKa3aTeeH npu
neyeHnu abakaBUpoM HabIOAIOCh HEYACTO, KaK M B KOHTPOJBLHOW Ipynrne MalueHToB, He
MoJIy4aBLUMX Npenapar.

UmetoTcss cooblieHHss O pa3BUTHM JIaKTOALM103a, MHOTJA C JIeTalbHbIM HMCXOA0M, OObIYHO
COMPOBOXKIABILErocs TAKEOH renaroMeraauei co cTeaTo3oM, BCJAEACTBME TEPANMK aHalloraMu
HYKJI€03M/10B.

Onucanue OTA/IbHbIX HeKeNaTeAbHbIX PeaKuHii

TI'unepuyscmeumenvbHocmy

Peakuus runepuyyscrButensHoct (PIY) k abakaBupy Obina onpeneneHa Kak obuias
HeXXenaTesbHas peakius MpH JIEYEHUH Mpenapatamu, copepxaliumu abakasup. [IpuszHaku u
cumntomsl PI'Y npuBenensl Huwke. JlaHHbIE IPU3HAKK U CUMMTOMbI ObIJIM BbISIBJIEHBI BO BpEMS
KIMHUYECKUX HMCCIIEIOBAHMI MM MNPH MOCTPErucTpauMoHHOM HabmoaeHuH. CUMNTOMBI M
NpU3HaKK, 3aperucTpupoBaHHbie He MeHee udem y 10 % naumentoB ¢ PI'Y, BbigeneHbl
MOJYKUPHBIM WPUPTOM.

[lpakTuuecku y Bcex mauueHToB ¢ PI'Y pa3puBaioTcs auxopaaka W/uin cbifb (0ObIMHO
MaKyJjonanyjie3Has MM ypTHKapHas) KaK 4acTb CMHAPOMA, OJHAKO peaklMH TakkKe MOoryT
nporekaTh 6e3 chinu UK JAUXopanku. JIpyrue OCHOBHbBIE CHMITOMbI BKJIKOHAKOT CHMIITOMbI CO
CTOPOHbI XKEeJyA04HO-KUILIEUHOrO TPAaKTa, AbIXaTe]bHOW CHCTEMbl MM KOHCTHUTYLMOHA/IbHbIE

CUMIITOMBI, TAKHE KaK COHJIMBOCTH H HEJOMOI'aHHE.



Hapywenus co cmopomsl kodicu u NOOKOJICHbIX mKaneil: cbillb (00bIYHO MaKyjOnanyJe3Has uiu
ypTHKapHas).

Hapywienus co cmopomsl 3ceayoouHo-Kuue Ho20 mpakma: TOIWHOTA, pBoTa, auapes, 601b B
AKUBOTE, U3bA3BIEHHUE CIAU3UCTONH 000J0UKH pTa.

Hapywenus co cmoponst OvbixamenbHoll cucmemsl, OpeaHo8 2pyoHoll KIemKku U cpeoocmeHus:
OAbIlIKA, Kalle/b, 00/1b B rop/ie, pecrnupaTopHbli IMCTPECC-CUHAPOM B3POCIbIX, AbIXaTe/IbHAas
HEA0CTaTOYHOCTb.

Hapywenus co cmopombsl HepeHoil cucmems/ncuxuxu: roJoBHas 00Jb, napecresus.
Hapywenus co cmoponsl kposu u iumgpamuveckou cucmemst. TAMQPONEHUS.

Hapywenus co cmopoHbl nevenu u xHcenqegblgoosuux nymeil. noBbilieHHe GHOXHMHYECKHX
nokasateeil GyHKUNH NeYeHH, renaTuT, NeYeHoYHas HeJ0CTaTOUHOCTh.

Hapywenus co cmoponbl ckeiemHo-mbluleyHoU U COeOUHUMENbHOU MKAHU: MHAJTHS. PEIKO
MHOJIU3, apTPAJITHUs, MOBbILLIEHHE AKTHBHOCTU KpeaTHH(POCHOKNHA3DI.

Hapywenus co cmopoust novek u MOYeGblGOOsWUX nymeil: TOBbILIEHHE KOHUEHTpaLUH
KpeaTMHHHA, MoYeyHasi He0CTaTOYHOCTb.

Obwue paccmpoiicmea u Hapywexus 6 mecme 66edeHus. JAUXOPAAKaA, YTOMJSIEMOCTb,
HeJOMOraHue, OTEeKH, JuMQaaeHONaTUs, apTepuhasbHas TUMNOTEH3US, KOHBIOHKTHBMT,
aHaunaKTUYECKHE peaKLuu.

Bozo6Hnosnenue npuema abakasupa nocie PI'Y na aGakaBup npuBoauT K ObICTPOMY NOBTOPHOMY
MOSABJICHUIO CUMNTOMOB B T€YEHHE HECKOJIbKUX uyacoB. [ToBropHas PI'Y oObluHO mpoTekaer B
Gonee TsKenoi Gopme, ueM NMPU MEPBUYHOM MPOSIBICHUH, U MOXKET BKJIIOYATb YIPOXKaIoLULyHO
KM3HW apTepHabHYIO THMIOTEH3UIO M cMmepTh. MHoraa peakuumu Takke BO3HHUKaNW NpH
BO30OHOBNEHUM Tepanuu abakaBUpOM MOC/IE €ro OTMEHbI, BbI3BAHHON MOSABIEHHWEM OAHOIO M3
OCHOBHBIX CUMITTOMOB FMIEPUYYBCTBUTEIBHOCTH (CM. BBILIE), U B O4YEHb PEAKUX C/IyYasX peakunu
Habnoaanuce npu BO30OHOBIEHUM NpUMeHeHUs abakaBupa nauMeHTaMM, Y KOTOPbIX 10 €ro
OTMEHbI HE OTMeuanoch HUKaKuX cumntoMoB PI'Y (T.e. y nauueHTOB, KOTOPbIX paHEe CYMTAIN
MepeHOCALLMMH Tepanuio abakaBupom).

Mertaboauyeckue napameTpsbl

Macca Tena, KOHLUEHTpAlUMM JIMITMAOB W TJIIOKO3bl KPOBM MOTYT [MOBBILIATLCS BO BpeMs
aHTUPETPOBUPYCHOM Tepanuu.

[IpumeHeHue KOMOMHUPOBAHHOW  AHTMPETPOBUPYCHOHW  Tepanmuu  COMPOBOKAAIOCH
meTabonueCKUMH HapylIeHUAMH, TaKUMH KaK TUMEPTPUIIIMLEPHAEMHUS,

FUTNEPXOJIECTEPUHEMUA, MHCYJTMHOPE3UCTECHTHOCTb, TMNEPIIIMKEMHA U TUNIEPIIAKTATEMH A,
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CHHAPOM BOCCTAHOB/ICHHSI HMMYHHTETA

Y BHUY-uHGUUMPOBAHHBIX MALMEHTOB € TSIKEIbIM MMMYHOAE()HMLUMTOM HA MOMEHT Hayana
KOMOMHMPOBAHHOW AHTUPETPOBUPYCHOM Tepanmuu BO3MOKHO pa3BUTHE BOCHAIMTENbHOIM
peakuny Ha (oHe OECCUMNTOMHBIX ONMMOPTYHUCTHYECKUX HHGPEKUMM MM MX OCTATOUYHBIX
ABNEHUI. AyToMMMyHHble 3aboneBaHus (Hanpumep, Oone3nb [peiiBca M ayTOMMMYHHbIi
renaruT) Takxke Habro1aauch Ha (JoHE BOCCTAHOBICHMS MMMYHHUTETA, OJIHAKO BPEMS MEPBUYHBIX
MPOSABJICHHUH BapbUPOBaso U 3aD0/1€BaHHE MOIJIO BOZHMKAThL Y€pe3 MHOrO MECSLEB ocjie Havasa
Tepanu.

Ocreonexkpo3

3aperucTpupoBaHbl CIy4aM OCTEOHEKpO3a, OCOOEHHO Yy MaUMEHTOB ¢ OOLIENPU3HAHHBIMK
(axropamu pucka, Ha npoaBMHYTOH cTagun BUY-uHpeKuMM WIM  NpH  UTMTENLHOM
KOMOMHUPOBAHHOM aHTUPETPOBUPYCHOH Tepanuu. YacToTa 3TOro sBjieHMs HEU3BECTHA.

Jlern

JlanHble o 6e30MacHOCTH, NOATBEPXKAAIOLME OJHOKPATHOE J03WpoBaHue abakaBupa y aerei B
Bo3pacte oT 3 mecsiue 10 17 ner, Obiin nonyyensl B uccnepoaiun ARROW (COL105677), B
KoTtopom 669 nereil, uHpuurpoBannbix BUU-1, nonyyanu abakaBup 1 1aMMBYAMH OJIMH M JIBa
paza B cyTkd. He Obilo BBIIBAEHO HMKAKMX JOMOJHMTENBbHBIX MpobJeM B OTHOLUEHHH
0e30nacHOCTH y JeTeH, NpUHUMaBLIMX abakaBUp OJMH MM [Ba pa3a B CYTKH, 10 CPABHEHHIO CO
B3POC/IbIMH.

[Toapobuyto MHPOPMALIMIO O KIIMHUYECKOM BEACHUH B ciyvae noao3peHus Ha PI'Y k abakaBupy
cM. B paszzene «Ocobble ykazaHuUs ».

INEPEIO3UPOBKA

CHMNOTOMBI H NPU3HAKH

B KIMHMYECKMX MCCIeN0BaHUAX MALIMEHThl MPUHUMAIN OJHOKpaTHBIE 103bl abakaBupa a0 1200
Mr M cyrouHbie 1036l 10 1800 wmr. He Obi1o OTMEYEHO pa3zBMTHUS HENpPeABMACHHBIX
He)KenaTenbHbIX peakuuii. JleficTBue npenapara B 60/1ee BLICOKMX /103aX /10 HACTOSLLEr0 BpeMEHH
HE U3Y4EHO.

Jleuenue

B cnyuae nepenosupoBku mpenapatom OnuTua® NauUMEHT JIOJDKEH HAXOAMTBLCS MO
HaO/IOJIEHHEM Bpaya C LE/bIO BbISBACHUS MMPU3HAKOB TOKCHYECKOro JEHCTBMSA npenapara W
MPOBEJAECHUS CTAHAAPTHON CUMNTOMATHUYECKOM Tepanuu rno nokasaHusm. HenssectHo, MOKeT N1

a6aKaBMp ObITh BbIBE/ICH Npy NMpOBEACHUHU MEPHUTOHCATIBHOI'O AHaIU3a WK réMoanainnia.
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B3AUMOJENCTBUE C IPYTUMM JIEKAPCTBEHHBIMH CPEJICTBAMU
B3aumopeiicTBue abakaBupa ¢ ApyrMMH rpenapataMu MajoBeposTHO. MccaenoBauus in vitro
rnokasajiu, 4to abakasup crnocobeH MHruoupoBarh u3odepment uuroxpoma P450 1A1 (CYPIAL).
AGakaBup XapaKTepu3yeTcsi OrpaHH4eHHON CMOCOGHOCTBIO K MHrMOMPOBAHUIO MeTaboM3Ma ¢
yuactuem uzodepmenta CYP3A4. B uccnenoBaHusaxX in vitro Takxke nokasaHo, 4to abakasup He
BCTYNAaeT BO B3aMMOJACHCTBUS C rpenapatamMu, KOTOpble MeTabonM3upytoTes n3odepMeHTaMu
CYP2C9 nnun CYP2D6. KnuHuyeckue MCCie0BaHus He BbIABMIM MHAYKLMM MeTabonuzma B
neyeHu. Takum obpaszom, B3aumojeiicTBue abakaBupa ¢ aHTHPETPOBUPYCHBIMM MHIMOMTOPAMH
npoTeasbl U APYTMMH JIEKAPCTBEHHBIMU NpenaparaMu, MeTaboM3M KOTOPBIX MPOMCXOAUT MpH
Y4acTHH OCHOBHBIX M30(EPMEHTOB cUcTeMbl LuTOXpoma P450, manosepostHo. Knunuueckue
MCC/IEI0BAaHUA  TOKa3ald OTCYTCTBME KJIMHHYECKHM 3HAYMMbBIX B3aUMOJACHCTBUI Mexay
abakaBUpPOM, 3MI0BYJIMHOM M JIAMUBYAMHOM.

MouuHble HHAYKTOPbI (PEPMEHTOB, TaKne Kak pudamnuuut, GeHodapOurtan u GeHUTOUH, NpU UX
Bo3jeicTBUM  Ha  Y]ID-rmokypoHunTpaHcdepasy MOryT  He3HAYMTENbHO  yMEHbLLIAThb
KOHLEHTpaLuio abakaBupa B rjiazme KpoBH.

Bausinue abakaBupa Ha papMaKOKHHETHKY APYIrHX BellecTB

In vitro abakaBup NEMOHCTPUPYET OTCYTCTBME MM c1abylo crnocoOHOCTh K MHTMOMPOBAHHIO
OeIKOB-NEPEeHOCYMKOB JIEKAPCTBEHHBIX MPEnapaToB: TPAHCIIOPTEPa OpraHUYeCKUX aHHOHOB 1B
(OATPIBI), OATPIB3, Genka pe3sucTEHTHOCTH paka MoJouHO# skene3sl (BCRP) wau P-
ravkonporenHa (P-gp): u MuHMManbHOe MHrUOUpPOBaHKE TPAHCIIOpTEPA OPraH HYECKMX KATHOHOB
1 (OCTI), OCT2 u Genka 3KkeTpy3u# JieKapcTBEHHbIX npenapatoB i TokcuHoB 2-K (MATE2-K).
Takum obpa3zom, He oxkuaaercs, uto abakaBup OyaeT BAMATH HA KOHLUEHTPALIMK B M1J1a3Me KPOBH
JIEKapCTBEHHBIX MpenapaToB, KOTOpbIE ABASAIOTCA cybcTpataMu 3TUX OeIKOB- NepeHOCYHKOB.
AbakaBup sBisercs wuHruburopom OGenka MATEL in vitro, onnako obnanaetr ciaboi
CrnocoOHOCTBIO BIMATH Ha KOHLEHTpauuu cyberparoB Genka MATE! B maa3me KpoBu Mpw
TEPaneBTUYECKUX YPOBHAX 3KCMO3MLMM npenapata (10 600 mr).

Baunsinue apyrux BeumecTs Ha (papMakoKMHeTHKY abakaBupa

In vitro abakaBup He sBasetcs cybectparom OATPIBI, OATPIB3, OCTI, OCT2, OATI,
MATEI1, MATE2-K, accouMnpoBaHHOrO ¢ MHOKECTBEHHOM JIEKAPCTBEHHOM PE3UCTEHTHOCThIO
6enxa 2 (MRP2) unu MKP4, nostomy He 0)KMAAETCS, YTO JIEKAPCTBEHHbBIE Mpernaparbl, KOTOPbIE
BJIMAKOT HAa aKTUBHOCTb JAHHBIX MEPEHOCYUKOB, OYyAYT BAMATH HAa KOHUEHTpauuu abakaBupa B

nja3me KpoBH.
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Hecmotps Ha TO, uTO in vitro abakasup sasercs cy6erpatom BCRP u P-gp, kauuunueckue
MCCIIeI0BAHNA NOKA3AJIM OTCYTCTBUE KJIMHMYECKM 3HAUMMBIX M3MEHEHHI  (apMaKOKMHETHKH
abakaBvpa Npv OJHOBPEMEHHOM MPUMEHEHHH C JIONUHABUPOM/PUTOHABHPOM (HHrUGMTOpamMy
P- gp u BCRP).

JlekapeTBenHble B3aUMO/IeliCTBHSI, CBSI3aHHbIE ¢ A0aKABUPOM

DOmanon

[Ip1 cOBMECTHOM NPUMEHEHHM ITAHOIN OKa3biBAET BIAWSHUE Ha MeTaboM3M abakaBupa, NpUBOs
K yseauyenuro AUC aGaxaBupa npumepHo Ha 41 %. YuutbiBas npopuib 6e30MacHOCTH
abakaBupa, 3TH pe3y/ibTaThl HE CUMTAIOTCS KAMHUYECKH 3HauMMbiMu. Ha meTaGoausm staHona
abakaBup He BIMSET.

Memaodon

[To nanHbIM hapMaKOKMHETHYECKOrO HCCIe0BaHuS MPH NpuMeHeHnH abakaBupa B 103e 600 mr
ABa pa3a B CYTKM COBMECTHO C METAJ0HOM OTMeuanoch cHumeHHne Cmax abakaBupa Ha 35 % u
3a/1EPIKKa tmax HA 1 4, 01HaKo AUC ne usmensnace. M3menenus papmakokuHeTrkn abakasupa He
CUMTAIOTCH KIMHUYECKH 3HaUMMbIMU. B 1aHHOM nccnenoBannu abakaBup noBbiliag cpeaHuit
CUCTEMHbIN KJIMPEHC MeTaaoHa Ha 22 %. DTO U3MEHEHHE HE CUMTAETCH KIMHUYECKH 3HAaYUMbIM
y OOJIBIIMHCTBA NALMEHTOB, OIHAKO B HEKOTOPBIX CJAydasiX MOXKET BO3HMUKATh HEOOXOAMMOCTh B
KOPPEKLMH 103bl METaloHa. BeneacTBre 3TOro nauMeHThl, Noayyarolme Je4eH e MeTajloHOM M
abakaBMpOM, [0/KHBI HAaXOAWTbCA MOA HAOMOJEHMEM B CBA3M C BO3MOXHOCTBIO Pa3sBUTHS
CHH/IpOMA OTMEHBbI, MPOSABJAIOLIErocs NP1 CHUKEHNUH J03UPOBKH.

Pemunouowi

PeTHHOMIHBIE  COEAMHEHMS, TaKMe KaK  M30TPETMHOMH, BBIBOAATCH C  y4yacTHEM
ajsIKoroJsipieruaporeHassl. Bzaumoseiicteue ¢ abakaBUpOM BO3MOJKHO, OJIHAKO [0 HACTOSLIETrO
BPEMEHH HE U3Yy4asoCh.

Puoyucyam

Ab6akaBup uHrubupyer CYPIAI in vitro. Y nauuentoB ¢ BUY-undexumeit, noayuarommx
KOMOMHaLMIO PUKCUPOBaHHBIX 103 abakaBup + aonyrerpaBup + aamuByaus (600 mr + 50 mr +
300 mr, oauH pa3 B CyTKH), NPH OJAHOBPEMEHHOM OJHOKPATHOM fpuMeHeHun puouuryara (0,5
mr) 3HaueHue AUC(o.) puouMryara npuMepHo B Tpu pasza mnpesbitano 3HauyeHUuss AUC(0.0)
puouMryara, Mojy4eHHble MCTOPHYECKM Yy 30poBbIX a00poBosbueB. MoxeT norpeGoBarbes
CHIKEHHE /103bl PHOLMIYaTa; PEKOMEHAALUMH Mo noadopy [A03bl CM. B HMHCTPYKUMH 10O

MEAULUMHCKOMY MPHUMEHEHHIO pHOLUTYyaTa.
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OCOBBIE YKA3AHUS

I'MnepuyBCTBUTEILHOCTD

[Mpumenenue npenapara OnuTHA® CBS3aHO C PUCKOM Pa3BUTHS DKLU FUIEPYYBCTBUTEIbHOCTH
(PTY), xapaktepusylolmuxcs MosBICHUEM JMXOPAAKH M/MIM ChIM C APYTMMH CUMITOMAMH,
YKa3blBalOLMMH Ha NOJIHOpraHHoe nopaxenue. PI'Y MoryT yrpoxarb ®u3HHU U B PEAKUX Cilyuasx
NMPUBOJMTH K JIETAILHOMY MCXO/Y MpH OTCYTCTBUM Hajulexkallero jevyeHus. Puck pazsutus PI'Y
npyu npumeHeHuu npenapata OanTua® 3HaYMTENBLHO MOBBIIEH Y NALMEHTOB C MOJOKHTENbHBIM
pesyabratoM Tecta Ha Hanuuue amiens HLA-B*5701. Bmecre ¢ tem, PI'Y k abGakaBupy
Habmonanuce ¢ Gonee HU3KON YaCTOTOW y MAUMEHTOB, HE SABJAIOLIMXCH HOCHTEIAMM 3TOTO
annens.

Credyem npudepoicueamucs credyiowux npasua.

. Craryc B orHowenuu annens HLA-B*5701 nosmkeH GbiTh yCTaHOBIEH B 0653aTENbHOM
nopsaKe 10 Hayana tepanuu npenapatom Onutua®.

. Hu npu kakux o6cTosTebCTBAX HE Ce/lyeT HaYuHaTh JiedeHue npenapatom Onutua® y
MaLKWEHTOB C MOJIOKUTE/IbHBIM CTAaTYCOM B OTHOLIEHUH aiens HLA-B*5701 uaun y nauneHTos ¢
OTpULATE/IbHBIM cTaTycoM B oTHoweHun HLA-B*5701, y kotopeix paHee Oblna 3anono3peHa
PI'Y k abakaBupy BO Bpems nmpuMeHeHHs abakaBHp-CoOepIKalLEro JIEKapcTBEHHOro npenapara
(Hanpumep, KOMOMHUpPOBaHHbIE npenaparbl abakaBup+1aMHUBYMH,
abakaBUp+3UI0BYAMHHIAMHUBY/IMH).

. [Tpu nopospenun Ha PI'Y tepanus npenapatom Oanrua® n0kua 6b1Th HeMeAIEHHO
npekpaumena naxe B ciaydae orcyrctBus annens HLA-B*5701. 3anepxka npekpatueHus
Tepanuu npenapatoM Onutna® nocie Bo3HMKHOBeHMs PI'U MOXKeT NpMBECTH K Pa3BUTHIO
YIpOXKAKOLIEH HU3HU PEaKLIUH.

. [Nocne npekpaiienns neuenus npenaparom Onutua® no npuuune noaosperus Ha PIY un
NPH KAKHX 00CTOSTEILCTBAX HEJlb3sl BO30OHOB/ATH NpuMeHenune npenapara Oaurua® nian
M00bIX  APYrUX JIeKapCTBEHHBIX MpenapaToB, cojepxamux aGakaBup (Hanpumep,
KOMOMHHMpPOBaHHbIE NpenapaThbl abakaBup+aaMuBy AMH, abakaBUp+3uA0BYANHHIAMUBY AMH ).

. Bo3o6HoBieHre npuMeHeHus npenaparos, coAepikaliux abakaBup, nocie noao3peBaeMoi
PI'Y na abGakaBMp MOXKET mnpuMBECTH K ObICTPOMY BO3BPALUEHHIO CHMIITOMOB B TEYEHME
HECKOJIbKMX yacoB. [Tosropnas PI'Y, kak npasuio, nporekaer B Gosee Tsukenoi Gopme, yem npu
NEPBUYHOM TMPOSABICHHH, W MOXKET COMPOBOXKAATLCS YrpoXKaroled KHU3HM apTepuaibHOM
FUIIOTEH3HEH U JIeTallbHBIM UCXOIOM.

. [lauuenros, y kotopsix pa3sunace PI'Y, cieayer npoMHCTpYKTHPOBATh O HEOOXOAMMOCTH
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nepeaaun octaTkos npenaparta Onutua® neyawemy Bpauy Bo u3beskaHne BO30OHOBJIEHUS PUEMA
abakaBupa.

Knunuveckas kapmuna PI'Y k abakasupy

PI'Y k abGakaBupy ObliM XOPOLLO OXapaKTEPU30BaHbl B paMKaxX KIMHUYECKMX UCCIE10BaHUI U BO
BpeMs MoCTperucTpalMoHHoro HabmoaeHus. CuMnToMbl 06BIYHO MOSBASIMCH B TEUEHHE NEPBbIX
6 Hepmenb (MeaMaHa BpPEMEHM Hayasa 3ToM peakuumu — 11 cyTOK) nocine Hauyana Tepanuu
abakaBUpOM, OAHAKO HTH pPeaKUHH MOIYT pa3BuUBATLCS B /11000 MOMEHT NpOBeI1eHUS
Tepanuu.

[Npaktuuecku Bce PI'Y k abakaBupy BKJIIOHAIOT JMXOPAAKY M/MJM Chilb KaK YacTb CHHApPOMA.
Jlpyrue npu3HaK¥ M CHMNTOMBI, KOoTOpble Habmopanuchk npu PI'Y k abaxaBupy, BKIIOHAIOT
CUMNTOMbI CO CTOPOHBI OPraHOB JbIXaHHUS U JKETYJA0UHO-KUIIEYHOrO TPakTa, KOTOpble MOryT
npuBecty K owunbounoii amarHoctuke PI'Y kak pecnupartopHoro 3abosaeBaHust
(nHeBMOHMH, OPOHXHTA, PAPHHIHUTA) HJIN TACTPOIHTEPHUTA.

[Tpn npoaomKEeHUHU JIeUEHUS THKECTb CUMITOMOB, CBsi3aHHbIX ¢ PI'Y, HapacTaeT, U oMM MOryT
MPUHUMATL YrpoXKaOUWMH KU3HKM Xapakrep. Kak npaBuio, 3TH CUMNTOMbI MCYE3AIOT MOC/IE
npekpaieHus npuema abakaBupa.

B peaxux ciyuasx y nauMeHTOB, NMPEeKpaTUBIUMX Mpuem abakaBupa M0 MHbIM NPUYMHAM, HE
CBSi3aHHbIM ¢ cumnTomamu PI'Y, Takke pa3BuMBaIMCh yrpoXKarolIMe KU3HW PEaKLUMHU B TEYEHUE
HECKOJIbKMX 4acoB rnocie BO300OHOBIeHMs Tepanuu abakaBupoM. Bo3oOHoBieHue neveHus
abakaBMpPOM y TakMX MAaLMUEHTOB CJIEYeT MPOBOAUThL TOJIBKO MPH HAAMUYMK ObICTPOro 10cTyNna K
MEAULIMHCKON MOMOLIHN.

JIakToaumn103 U BbIpazKeHHAasl renaToMerajus co cTeaTo3om

Mmetrorcst coobLueHus 0 pa3BUTHH NaKTOALM/103a U BLIPQKEHHOMH renatoMerajiuu co cTeato3oM,
B TOM YMCJIE C JIETaJbHbIM MCXO/OM, BCJEJICTBHE AHTUPETPOBMPYCHOW Tepanuu aHajaoramu
HYKJICO3UI0B, BKJIIOUas abakaBUp, MPUHMUMAEMBIMHU KaK MO OTJAEJ]bHOCTH, TaK U B KOMOMHALMH.
B 60abLIKMHCTBE Cly4YaeB 3TH OC/IOKHEHUS BO3HUKAIOT Y KEHLLUMH.

KiuHMuecKMMHM npu3HaKamu pa3BMBAKOLLIErocs JaKToalM103a ABAAIOTCS o0was caadbocTs,
noTeps anneTurTa, CTpeMUTENbHAs HEOOBbACHUMAs MOTEPS MACChl Te/la, HAPYLIEHUS CO CTOPOHBI
KeJNyA04HO-KHIIEYHOro TpakTta (TOWHOTa, pBOTa, 00Jb B XKMBOTE), HapylIEHUs CO CTOPOHbI
AbIXaTeNbHOM CUCTeMbl (OJBILIKA M TAXMUITHOD) WJIM HEBPOJOrMYECKHE CHMNTOMBI (BK/IKOYAs
MOTOPHYO €1ab0CTh).

JlakToauMa03 XapakTepulyeTcs BBICOKOH CMEPTHOCTBIO W MOXET pa3BUTbcs Ha (owe

MaHKpeaTuTa, MeYeHOYHOW HEJO0CTATOYHOCTH MJIM MOYEYHOM HeJ0CTaTOYHOCTH. Jlakroaunaos,
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KaK MpaBujo, pa3BUBAICA CIYCTS HECKO/IbKO MecsleB Teparnuu. HeoOXOAMMO rMpekpaTuTh
TEpanuio aHaJoraMy HyKJ1€03M/10B B Cily4ae CUMNTOMATHYECKUX MPOSBICHHUI rUnepiaKTaTeMMu
¥ MeTaboJMYECKOro alu103a/1aKToalua03a, NPOrpecCUpOBaHms renaToMeraiun i ObIcTporo
MOBBIIIEHHUS aKTUBHOCTH aMMHOTpaHcdepas.

Crenyet co6:1101aTh OCTOPOXKHOCTD NpH NpuMeHeHnu npenapata Oautua® y nio6bIX NaLUeHTOB
(B OCOOEHHOCTH — JKEHLUMH C OXKMUpPEHWEeM) C rernaToMeraliued, renatuTom WM APYrHMH
M3BECTHBIMH (PaKTOpaMM pPUCKa MOPAKEHUs MEYEHH U CTEATO30M MeueHH (BKIKOYas NpUMEHEHHE
HEKOTOPBIX JIEKAPCTBEHHbIX NpenapaTos U ynotpedaenue ankorons). [launeHTsl ¢ kouHpexkume
BUpycoM renatura C, KOTOpbIE MOJIy4atoT JeueHne HHTephepoHom aibba U pubaBUuPUHOM, MOTYT
npejacTaBiaTh coboit rpynmy ocoboro pucka. ITauueHTbl ¢ MOBBILEHHBIM PUCKOM TpebyroT
TILATEILHOTO HabIIOACHHS.

[Ipu nosBiEHUM KIMHUUYECKUX WK 1a00paTOPHBIX MPU3HAKOB JIAKTOALM/03a C IenaTHTOM M
0e3 Hero (B TOM uMucie rernaroMeralMm M CTearo3a, [axe B OTCYTCTBHE 3HAYUTEILHOIO
MOBLILIEHUS AKTUBHOCTH TpaHcamuHa3) neuenue npenapatom Onutua®  Heo6Xoaumo
MPUOCTAHOBHTD.

MuTtoxonapuaabHas AHCHYHKUUS B pe3y/ibTaTe BHYTPUYTPOOHOIO BO3A€HCTBHS

AHanoru HyKJI€031/J10B U HYKJIEOTH/I0B COCOOHBI BbI3bIBATH PA3/IMYHYIO CTENEHb MOBPEHACHHS
MHUTOXOHAPHH, 4TO Haubonee BBIPAKEHHO TNPOSABISETCS MPU NPUMEHEHUHM CTaByAMHA,
AWAAHO3MHA U 3UA0BYAHHA. bbutn 3adMKCHpOBaHbI Cly4an MUTOXOHAPHAILHON AUCHYHKUNM Y
BUY-otpuuarenbHbiX  AeTei, TMOABEPKEHHbIX  BO3ACHCTBMIO  aHAJOMOB  HYK/IEO3MAOB
BHYTPUYTPOOHO W/uau nocie poxaeHus. OCHOBHBIMU HeXesaTebHbIMU PEeaKLUsIMHU SBISIUCH
remMatoJIOrMYecKue HapyleHus (aHeMus, HEHTpPOneHWMs) M HapylleHuss OOMEHa BELLEeCTB
(runepnakratemus, runepnunazemus). JlaHHble HexelaTelbHbIe peaKLUHWM YAaCTO SBJISIUCH
TPaH3UTOPHBIMH. BbUTH 3aperucTpupoBaHbl peKKe HEBPOIOrMUECKME paccTPOHCTBA C MO3AHUM
HayajioM (MOBbIILEHHbIH TOHYC MBILULL, CYJI0POrH, HApYLIEHUs NOBeAeHMUS). SIBASIOTCS /1M JaHHbIE
HEBPOJIOTMYECKHE PACCTPOHCTBA TPAH3UTOPHBIMHU MWJIM TMOCTOSHHBIMH, B HacTosllee Bpems
HEN3BECTHO. BepoATHOCTE MUTOXOHAPHAILHOW AMCHYHKLMHU ClIeyeT paccMaTpuBaTh y J1l060ro
pebeHKa, nojABepraBLIErocss BHYTPUYTPOOHOMY BO3AEHCTBUIO aHalOraMM HYKIE€O3MAOB M
HYKI€OTHAOB, C BBIPAKEHHBIMM KIMHMYECKMMH CHUMITOMAaMHU HESCHOW OSTHOJIOTHH, B
0cOOEHHOCTH HEBPOJIOrHYeCKMMMU paccTpoiicTBamu. [lpeacraBieHHble aHHbIE HE BJMAKOT Ha
TEKyILIME HaUMOHA/IbHBIE PEKOMEHJAUMHM MO TNPUMEHEHHIO AHTHUPETPOBUPYCHOU Tepanuu y

OepeMeHHbIX JKEeHIUMH A8 NpoUIaKTUKY BepTHKanbHOH nepeaaun BUY-undekumn.
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Macca Tes1a u metaGo/inyeckne napamerpbl

Bo Bpems aHTUPETPOBMPYCHOH Tepanuu MOKET MPOMCXOAWThL YBEIMYEHHE Macchl Tena,
MOBBILIEHHE KOHLIEHTPALIMK CbIBOPOTOUYHBIX JIMTTUAOB U TII0KO3bl KpoBH. KOHTpOIL 3a60s1€BaH Hst
W U3MeHeHue 0bpasa )KU3HM TaKKe MOTyT BHOCHTb BKJIJL B 9TOT MpoLece. B HEKOTOpbIX cayyasx
OblIM MOJTYYEHBI JaHHbIE, CBUCTEIILCTBYIOLINE O CBS3M MOBBILEHUS KOHLEHTPALIMH JTUITHIOB C
MPOBOJIMMON Teparnuei, 0JHAKO HET BECKMX [0Ka3aTe/]bCTB OTHOCHTENBHO CBS3M YBEIMYEHHS
Macchl Tena ¢ KakoW-1u00 KoHKpeTHOW Tepanueit. CieayeT paccMOTpeTh HEOOXOAMMOCTb
OnpeaeneHus KOHUEHTPALUMKM ChIBOPOTOYHBIX JIMMMAOB M IJIOKO3bl KpoBH. Hapyluenus
JIMNUAHOrO oOmMeHa HeoOXOAMMO KOPPEKTHpPOBaTb B COOTBETCTBHM C  KJIMHHMUYECKUMH
MPOSABICHUAMH.

ITankpeaTur

bbiin  3auKCHpOBaHBI  CllydaW MaHKpeaTHTa, XOTS [PUYUHHO-CNIEJACTBEHHAs CBA3b ¢
npuMeHeHuem abakaBipa TOYHO He YCTaHOBJIEHA.

Tepanusi, conepxamas tpu HUOT

VY NauMeHTOB C BBICOKMM YPOBHEM BHMpPYCHO# Harpysku (>100 000 konuii/mn) HazHaueHue
TPEXKOMIMOHEHTHON KOMOMHaLMM, coaepxkalluei abakaBup, TaMUBYAWH W 3WI0BYAMH, TpeOyeT
ocoboro paccMOTpeH#Hs.

Bbln nosy4eHsl cooO1IEH S O BBICOKOH 4aCTOTE BUPYCOJIOTHUYECKOH HEy1auM U BOSHUKHOBEHUH
PE3MCTEHTHOCTH Ha PaHHMX CTaAMsAX, KOrJa B KayecTBE pexxuMa Tepanuu OJMH pa3 B CYTKM
NpUMEHsIM KOMOMHauMio abakaBupa ¢ TeHO(OBHPaA AN30MPOKCHI (hyMApaTOM W JaMHBYAMHOM.
3abosieBaHus neyeHu

Do dekruBHocTs U GezonacHocTs npenapata OauTua® He GbIIM YCTAHOBIEHBI Y MALUEHTOR C
BHIDOKEHHBIMM  COMYTCTBYIOWMMHU  3abosieBanusiMu  nedenu.  [lpemapar  Oautua®
MPOTHBOINOKA3aH NalMeHTaM ¢ HapyLeHHeM QyHKLMHU MeYeHH CPeHE W TAKEN0H CTerneHH.

VY nNauMeHTOB € M3HAYaIbHO MPUCYTCTBYIOIUMM HapylleHueM (GYHKUHM [MeYeHH, BKJIOYas
aKTUBHYIO (JOpMY XPOHMYECKOrO renaTuTa, OTMEYaeTcs yBeJIWYeHHE 4acTOThl HapyLIEeHWi co
CTOPOHbI (YHKLMH NEYEeHHU BO BpeMs KOMOMHUPOBAHHON aHTHPETPOBUPYCHOMN Tepanuu. Takue
MauMeHThl JIOJKHbl HAaXOAMTbCA MoA HabnloJeHHeM B COOTBETCTBUM CO CTaHAApPTHOM
KJIMHUYECKOH mnpakTukoi. HeobxoauMo paccMoOTpeTb BO3MOXHOCTb MPUOCTAHOBIEHHUS WIIU
MpEeKpalleHHs JICYEHUs TP HAJUMYUM NPU3HAKOB YXYALIeHWs 3a00/eBaHMs MEYEHH Yy TaKUX
MaLUEHTOB.

ITauuenTsl ¢ CONyTCTBYIOWUM XpoHHYecKHM renatutom B uan C

[Tauuentsr ¢ COMYTCTBYOLIMM  XPOHHYECKHUM  TIernaTtuTom B um C, nojy4yarouue
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KOMOMHHUPOBAHHYIO aHTMPETPOBUPYCHYIO TEparuio, MOABEPKEHbI MOBBILIEHHOMY PHCKY
pa3sBUTHS TSXKEJbIX U NOTEHLMAIBLHO JIETANbHBIX HEXeNaTebHbIX PEaKLMii CO CTOPOHBI MEYEHH.
B ciyyae npoBenenus conyTeTBytoleil NpOTHBOBUPYCHOI Tepanuy renatuta B unu C cneayer
00paTuTbCs K COOTBETCTBYIOIIMM MHCTPYKLMSM [0 MPHUMEHEHHIO AAHHBIX NEKAPCTBEHHbIX
npenaparos.

3aGoseBanus nouex

Ipenapar Onutua® He AOMKEH HA3HAYATLCS MNALMEHTAM C TEPMUHANBHON XPOHUYECKON
MOYEYHON HEJOCTATOYHOCTbIO.

Cunapom BocCTaAHOB/IEHHSI HMMYHHTETA

Y BUY-uHQUUHPOBAHHBIX MALMEHTOB C TKEIbIM HMMYHOAEPHLMTOM Ha MOMEHT Hayana
KOMOMHMPOBAHHOH aHTUPETPOBUPYCHON Tepanuu BO3MOKHO Pa3BUTHE BOCMATUTENbHOI
peakuuu Ha (poHe OGECCUMNTOMHBIX OMMOPTYHUCTHYECKMX HMHGDEKLMI MIM MX OCTATOUHBIX
SAIBJICHUH, YTO MOXET CTaThb MPUYUHON CEPLE3HOr0 YXYALIEHUS COCTOSHUS WM yCyrybineHus
cumMnToMatHki. OOBIYHO 3TH PeakUMK BO3HUKAIOT B TEYEHHE MEPBbIX HECKOIbKMX HEETb WK
MecsleB [ocie Hayana KOMOMHMPOBAHHON aHTUPETPOBUPYCHOW Tepanuu. TUNUYHBIMM
NpUMepaMH SABJIAIOTCS LUMTOMEraJOBUPYCHBI PETUHMT, reHepaiu30BaHHas W/WIM 0varosas
MH(EKUMs, BbI3BaHHAs MHMKOOAKTEPHAMM, W THEBMOHMs, Bbi3BaHHas Pneumocystis jirovecii
(Takxe M3BecTHasi Kak mHeBMouMcTHas nHeBMoHus, [111). TTosBaeHue MOOBIX CHMITOMOB
BOCHasieHus TpebyeT HeMeUIEHHOro 00Ce10BaHus U, MPU HEOOXOAMMOCTH, JIEYEHHS.
AyTouMMyHHbIe 3a001eBaHus (Takue Kak GonesHb ['peiiBca M ayTOMMMYHHBIN renatuT) Takke
Haboaannch Ha (pOHe BOCCTAHOBJICHMS MMMYHHMTETA, OJHAKO BPEMS MEPBUUHBIX MPOSBICHHIA
BapbUpOBAJIO, M 3a00/1€BAHUE MOIJIO BO3HUKATh Yepe3 MHOIO MECSLEB M0CIIe Hayaa Teparum.
Ocreonexkpos

HecmoTps Ha TO, 4TO 3THONOrMS AaHHOrO 3aboseBaHUs SBNAETCS MHOroakTopHO# (BKiIIOUas
MPUEM [IHOKOKOPTUKOCTEPOM/IOB, YNOTpeONeHHEe alKOroas, THKEIYI0 HMMYHOCYNPECCHIO,
BbICOKHI MHJIEKC MAcChl Teja), Cy4au OCTEOHEKpO3a yallle BCero BCTPeYaluch y NalMeHTOB Ha
npoABHHYTOH ctaaun BUY-undekuun w/umm AIUTeNbHO NMPUHUMAKOUMX KOMOHHMPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepanuio. [laumenram cieayer oOpatuTbes K Bpady, €CIM  OHHM
MCTIBLITHIBAIOT OOJIM U CKOBAHHOCTB B CYCTaBax WM TPYAHOCTH MPH JABHIKEHHUH.
Onnoprynucruyeckue nupekunu

[pumenenue npenapara Oantua® wim M06BIX APYTMX AHTHPETPOBMPYCHBIX MPENAapaToB He
MCKJIKOYAET BO3MOXHOCTb Pa3BUTHA OMMOPTYHUCTHYECKUX MH(DEKLMH WU JAPYTUX OCIIOKHEHHU

BHL[-MHCbeKLlMM, MO3TOMY MaUMUEHTbI A0JKHBI OCTaBaThCA MO CTPOIrMM HaO0IeHUEM Bpaua,
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uMmeroLLero onsIT nedeHus BUY-accounupoBanubix 3aboneBaHuid.

ITepenaua BUY-undpexunn

XoTs 6bU10 A0Ka3aHo, 4TO 3 PeKTHBHOE MOJABIEHUE BUPYCa C MOMOLLbIO AHTUPETPOBUPYCHOM
Tepanuu CylIeCTBEHHO CHUXKaeT puck nepeaaun BUY apyrum noasm npu nonoBbiX KOHTAKTax,
MCKJIIOYaTh 3TOT PHUCK MOJHOCTBbIO Henb3s. Caeayer cobiatoaarth COOTBETCTBYIOLLME MeEpbI
NPEeAOCTOPOKHOCTH A8 npeaoTBpaileHus nepegaun BUY B cOOTBETCTBUM € HALMOHATbHBIMU
PEKOMEHAALMAMH.

HudapkT Mmuokapaa

B HeckonbKMX HaOIOAATENbHBIX 3MUAEMHOJOIMYECKUX MCC/IE0BaHUAX coo0lanoch o
B3aMMOCBS3HM MEX/1y NpUMeHeHreM abakaBupa U PUCKOM pa3BUTUS UH(ApKTa MUOKapaa.
Meta-aHanu3 JaHHbIX, MOJYYEHHBIX B PaHJ10MU3HPOBAHHBIX KOHTPOJIUPYEMbIX KJIMHUYECKUX
MCCNIEI0BAaHUAX, HE MOKa3asl MOBbILLIEHHE PUCKA PA3BUTHSA MH(pAPKTa MHOKApJa NPy NPUMEHEHHH
abakaBupa. Jl0 HacTOSALLEr0o MOMEHTA HE YCTaHOBIEH OMONIOrHYECKUIH MEXaHN3M, NO3BOSIOLLN#A
0OBACHUTD MOTEHLMA/ILHOE MOBbILLIEHUE PUCKA. B Lenom, A0CTyNHbIE JaHHbIE, MOyYEHHbIE B
HabMo1aTeIbHBIX UCCIEI0BAHUAX M B KOHTPOJIMPYEMbIX KJIMHUYECKUX UCCIIE10BAHHUAX,
HECKOJIbKO MPOTHUBOPEYMBBI M TaKMM OOpa3oM He MOo3BOJAIOT clesaTh BbIBOA O MPUYMHHO-
CNIE/ICTBEHHOM CBSI3M MEX1y Tepanuei abakaBUpOM M PUCKOM pa3BUTUS MH(aApKTa MUOKap/a.
[Ipy HazHauenuu npenapata OauTua® cneayeT NPUHATH MEpPbl Ul MHUHUMH3aLUMHM  BCEX
MOAAAIOLMXCS M3MEHEHHI0  (haKTOpOB (Hanpumep, KypeHus, apTepuaibHOM
FUNEPTEH3UU U THIIEPIUITUAECMHUH).

BenomorartenbHble BeulecTsa

[penapar Onutun® B ¢opme pacTBopa /s TNpHeMa BHYTPb COAEPKHT MalbTHUTON C
KoHueHTpauuei 442,0 mr/mi. [Ipu npuMeHeHun npenapaTa B COOTBETCTBUU ¢ PEKOMEH/10BAHHbIM
PEeXMMOM 103MpoBaHMs Kaxable 15 mn npenapata Onutua® coaepxar npubausutensHo 6,6 r
MajbTUTOMA, KOTOPbIH MOXKET Bbi3biBaTh 00N B JKMBOTE M aAuapero. ManbTuron
meTabonusupyercs ¢ obpazoBanueM (pykTosbl, mosromy npenapatr Oantua® He ciaeayer
Ha3HayaTh MALMEHTAM C HACNEACTBEHHOW HENepeHOCUMOCTBIO (PYKTO3bl. DHEpreTnyeckas
LEHHOCTh MaJIbTUTOJIA COCTaBsIeT 2,3 KKa/T.

Mpenapar Oautua® B dopme pactBopa s fpueMa BHYTPb TaKKe COACPKHT
MeTuanaparuapokcubenzoar M nponuanaparuaipokcubeH30ar, KOTOpbIE MOrYT BbI3blBAaTh
aJlJlepruyeckue peakium (BO3MOXHO, 3aMEIIEHHOTO THIA).

BMecTe ¢ MHCTPYKIMEH 10 MPUMEHEHHIO lekapeTBeHHoro npenapara Onutua® B Kaxaylo nauxy

BKJIAJbIBAETCS MpEAyNpeauTebHas KapTouka Ui MauueHToB ¢ vHpopmaumeid o peakuusax
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FUTEePYYBCTBUTEILHOCTH.

BJIUSIHUE HA CIIOCOBHOCTb YIIPABJISITh TPAHCIIOPTHBIMHU
CPEJACTBAMHU, MEXAHU3MAMMU

JlanHble 0 BausHMM abakaBupa Ha CNOCOOHOCTH YNPaBIATh aBTOTPAHCHOPTOM M oOpaluathes ¢
MeXaHM3MaMH OTCYTCTBYIOT.

®OPMA BBIITYCKA

PactBop ans npuema BHyTpb, 20 Mr/mi.

Ilepeuynas ynaxoska iekapcmeeHHo20 npenapama

[To 240 ma BO ¢1aKOHBI CTEKJISHHbIE M3 TEMHOrO CTEK/A, YKYNOPEHHbIE KPbILIKOW BUHTOBOM
MOJMMEPHOH ¢ KOHTPOJIEM 1epBoro BCKpbiTHi. Ha diakoHbl HaKIeMBalOT ITUKETKH M3 Oymaru
ITUKETOYHOM WM MUCYEH, WK U3 MOJTUMEPHBIX MaTePHAIOB, CAMOKJIEsLLIMECS.

Bmopuunas ynaxoexa nexapcmeennozo npenapama

[To 1 ¢nakoHy BMecTe ¢ MHCTPYKLIMEH MO NMPUMEHEHHIO, MpeaynpeauTebHO| KapTOuKoi ans
NnauMeHToB ¢ MHpOpMaLMei O peakuusiX rUNepyyBCTBUTEIbHOCTH M IUMPHULIEM-103aTOPOM,
COCTOSILIMM M3 TMOPILHS M3 MOJUITUICHA BBICOKOH MIOTHOCTH M LIMJMHAPA M3 MOJUNPONUIIEHA,
MOMELLAIOT B NMayKy U3 KapToHa Juid notpedurenbckoi Tapbl. [lauku nomewarT B rpynnoByto
YNaKOBKY.

CPOKTOAHOCTH

2 roaa.

[Tocne BekpbITHA (hrlakoHa: 2 Mecsila.

He npuMeHsATH M0 UCTEYEHUIO CPOKA FOAHOCTH.

YCJOBUS XPAHEHU S

Xpanutb npu Temneparype He Boiue 30 °C.

XpaHUTb B HEJOCTYIHOM /1S [IETeil MecTe.

YCJIOBHUSA OTITYCKA

OtnyckatoT no peuenry.

BJAJIEJIELL PETUCTPAIIMOHHOTI' O YAOCTOBEPEHUSI

AO «®Dapmacunres», Poccus

664007, Upkytckas 0611., r. Upkyrck, KpacHoreapaeiickas, a. 23, oduc. 3.
ITPOU3BOJIUTEJIb

AO «®apmacunres», Poccus

FOpuouveckuii aopec: 664007, UpkyTtckas o6., r. Upkytek, KpacHorBapaeiickas, a. 23, oduc. 3.

Aopec npouzsoocmeennou niowaoxu. r. Upkytck, yi. P. Jlrokcembypr, a. 184.
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OPIAHU3ALIMS, IPUHUMAIOIIASI IPETEH3UMU NOTPEBUTEJIEN
AO «Dapmacunres», Poccus

664040, r. UpkyTck, yu. P. JliokcemObypr, a.184.

Ten: 8-800-100-15-50

www.pharmasyntez.com
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IIpedynpeoumensrnas kapmouka 018 nayuenma
Buumanue!
Oantua®, pacTBop 145 npueMa BHYTpb
AbakaBup
Beerna nocure ¢ co6oii 9Ty KapTouKy

[Mockonbky npenapat Onutua® coaepkuT abakaBup, y HEKOTOPBIX MALMEHTOB, MPUHUMAIOLLIUX
npenapar  Oautua® Moxer pasBuThCH peakuus runepyyBCTBUTEIbHOCTH  (cepbe3Has
ajiepruyeckas peakius), HEpeAKO yrpoKaloLlas JKU3HHU, €U He OTMEHMTh Npenapar.
HEMEJVIEHHO OBPATUTECH K CBOEMY JIEYALIEMY BPAYY 3a koucysbTauueil
110 MOBO/lY BO3MOXKHOCTH JanbHeiiero npuema npenapata Onutua® B ciyvae, ecau:
- y Bac nosBunace KoxHas Cblfib, HIH
-y Bac nossuiics oaun nan Gosee CMMNTOMOB, 110 KpaiiHel Mepe M3 BYX NepeurcIeHHbIX HHKe
rpynm:

e Jluxopanka;

e  Oppbliuka, 6016 B ropsie WM Kalleb;

e TowHoTa, MK pBOTA, UK aHaApes, UK 60k B XKHUBOTE;

o [loBbllueHHas yTOMISEMOCTb UM GOJIEBbIE OLLYILEHHS, UM 0OIIEe HEAOMOraHHe.
Ecnn Bbl npexpatuan npuem npenapata Onutua® B pesysnbrate s1oit peakuuu, BOJIBLIIE
HUKOI'IA HE NPUHUMAWMTE npenapar Onutua® wim mo6oii ApYroi npenapar,
coaepKalluit abakaBup (xoMOGHHHMpOBaHHBIE rnpenaparbl abakaBup+IaMUBYIMH,
abakaBUp+3M10BYAMH+IAMUBY/IMH), TAaK KK B TEYEHHE HECKOJIBKMX YACOB 3TO MOKET NMPUBECTH

K YrpoXKaroleMy JKU3HH NaJCHUIO apTEPHaIbHOr0 JaBJACHUSA UKW K CMEPTH.

Buue-npesuaeHt no pazsutuio 6usxeca
Mansbix H.1O.
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