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OBIIASA XAPAKTEPUCTHUKA JIEK

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

AbaxkaBup, 150 Mr, TabJIETKH, TOKPHITHIE TNIEHOYHOH 000JI0UKOM

AbaxkaBup, 600 MT, TabJIETKH, TOKPHITHIE TNIEHOYHOH 000JI0UKO#

2. KAYUECTBEHHBIN 1 KOJITMYECTBEHHBII COCTAB

JleiicTByrolee BEIIECTBO: abaKaBup.

Aobakasup, 150 mr, TabJIETKH, IOKPBITHIE INIEHOYHOI 000JIOYKOHI

Kaxnmass Tabmerka, TMOKpBITas IUICHOYHOH 000s0ukoii comepkut 150 mr abakaBupa (B BUE
cynedara).

Ao0Gakasup, 600 mr, TaOJIETKHU, ITOKPBITHIE INIEHOYHOU 000JOYKOHN

Kaxnmass Tabmerka, TMOKpBITas IUICHOYHOH 000s0ukoii comepkut 600 mr abakaBupa (B BUAC
cyne(dara).

[TosHBIM TTEepeyeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEIIEH B pa3ene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIC TNICHOYHON 000JIOYKOM.

AoOaxkaBup, 150 mr, TaOJIEeTKN, TOKPBITHIE INIEHOYHON 000JI0OYKOH

Kpyribie 1BOSKOBBITYKIIbIE TaOIETKH, HOKPHITHIE IJICHOYHOU 000JI0UKOM 6€JI0T0 MiIH MOUYTH 0eJIoTro
1[BETA.

Ao0axkasup, 600 mr, TaOJIETKN, TOKPBITHIE INIEHOYHOU 000JIOYKOH

OBaJIbHBIC JIBOSIKOBBIMYKJIBIC TAOJIETKH, TOKPBITHIC IJICHOYHOW 000JI0YKO# OEoro Wid TOYTH
0eJIoro 1Bera.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHH IO

AbakaBHp MOKa3aH K NIPUMEHEHHUIO Y B3pOCIBIX U JIeTel ¢ Maccoit Tena ot 14 kxr i neyenus BUY-
uHGEKIH (B cocTaBe KOMOMHUPOBAHHOM aHTUPETPOBUPYCHON TepamuH).

4.2. Pe:xuM 103MPOBAHHSA M CIIOCO0 NPUMeEHEHHUsI

HpenapaT HAOJIKCH Ha3HAYaTbCs BpavOM, UMCIOIIUM OIIBIT JICHCHUSA BI/II’I'I/IH(I)eKLII/II/I.

PexxuMm 103upoBaHus

Bspocnvie

Pexomenayemas cyrouHas no3a ais B3pocibix cocrasisier 600 mr. [Ipenapar Haznauarot B 103e 300
M JiBa pa3a B cyTku win 600 Mr ouH pa3 B CyTKH.

Oco0ble rpymniibl MalueHTOB
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

dapmakoKHHETHKA abakaBUpa y MAIMEHTOB cTaplie 65 JIeT He N3y4anach.
THayuenmovr ¢ noueyHou HedoCmamoyHoOCmvio

VY mamueHToB C HapymieHHeM (YHKIHH TIOYeK KOPPEKIMH J03bl Tpernapara He Tpedyercs.
[Ipumenenue npenapara AOakaBUp HE PEKOMEHIYETCS Yy MAlMEHTOB C TEPMUHAIBHOMN cTaauein
IIOYEYHOU HEJJOCTATOYHOCTH.

HCZI/;UQHWIZ)Z C NeYyeHOYHOU HedOCMAamo4HOCbIO

AbakaBup MeTabONMM3UPYETCS NPEUMYIIECTBEHHO B Te4YeHH. J[nsg Jie4eHus ManueHToB ¢
HapylieHneM (yHKIUU TeueHu Jierkoil creneHu (5-6 OamnoB mo mkane Yaiina-IIsio) crenyer
MIPUMEHATh abakaBUp B JIpYroil JeKapCTBEHHOU (opme, KoTopass MOKET 00eCleUnTh YMEHbIIEHUE
no3bl. JlaHHbBIE 1O (QapMakOKMHETHKE M 0O€30MacHOCTH NMpHUMEHEHHs abakaBupa y MAlMEHTOB C
HapylieHneM (QYHKIMM TEYEeHU CpeJHEeM M TSAXKEJNOM CTeNeHU OTCYTCTBYIOT. Takum oOpasom,
IpUMeHeHHe abakaBUpa y MalMEeHTOB C HapylIeHHeM (DYHKIUH [T€YEHH CPEeTHEHN U TSHKEJION CTeNeHn
HE PEKOMEHYeTCs.

eTn
Jlemu ¢ maccoii mena om 14 0o 20 ke

Pexomennyemas cyrounas nosa cocrasisger 300 mr B cyrku: 150 Mr nBa pa3a B cyrku uinn 300 mMr
OJIUH pa3 B CYTKH.

[Ipenapar AbGakaBup HE cileayeT Ha3HadaTh (MPUMEHSTH) Y JETEH ¢ Maccou Teina MeHee 14 KT, B
CBSI3U C HEBO3MOXKHOCTBIO 00ECIICUNTh PEXKUM JO3UPOBAHHSL.

Jlemu ¢ maccoti mena om 20 0o 25 ke

Pexomenayemast no3a cocrasmusier 450 mr B cytku: 150 mr yrpom u 300 mr Bedepom minm 450 mr 1
pa3 B CyTKH.

Jlemu ¢ maccoii mena bonee 25 ke

Pexxum no3upoBaHus y JIeTelt ¢ Maccoil Tena 0ojiee 25 KT COOTBETCTBYET PEKHUMY JO3UPOBAHUS Y
B3POCIIBIX.

Coco0 rmpuMeHeHust

[Ipemapat AGakaBup NPUHUMAETCS BHYTPh, HE3aBUCUMO OT MpHeMa MHIIH.
Jliia obecnieueHrs TOYHOCTH JI03WPOBAHUs Mpernapara TableTKy(-1) peKOMEHIyeTCsl POTaThIBaTh
MOJIHOCTHIO, HE U3METIbYas.

HaL[I/IeHTaM, Y KOTOPBIX IIPOIJIATBIBAHUC Ta0JIETOK BBI3LIBAET TPYAHOCTH, 8.68.K8.BI/Ip Ha3Ha4aroT B
I[perﬁ HeKapCTBCHHOﬁ (bOpMC. B kauectBe AJIBTCPHATUBBI JOITYCKACTCA U3MCIIbUYCHUC TaOJIETOK C
I[O6aBJ'ICHI/ICM HX K HC6OJ'H>H_IOMy KOJIMYCCTBY HOHYTBep,HOﬁ MUIIY WIH KUJKOCTH. Bee KoaudecTBo
HOHy‘ICHHOﬁ CMCCHU HCO6XO,I[I/IMO IMPUHATH BHYTPb HE3aMCUINTCIILHO.

IIpu nepexone OT pexxuMa npuema Asa pa3a B CyTKU K PEKUMY IIPUEMaA OJIUH pa3 B CYTKHU CIENYET
NPUHATH TEPBYI0 PEKOMEHIYeMYI0 /103y (KaK ONMCaHO BbIIIE) MPUMEpHO dYepe3 12 u mocne
MIOCJIEAHEN MPHUHATON 03Bl 10 PEKUMY IBYKPATHOIO IIPHEMA, a 3aT€M IPOAOJIKATH MPUHUMATh
PEKOMEHIyeMYIO OJHOKPATHYIO 103y (KakK OMMCAaHO BhIIIE) MpUMepHO Kaxkable 24 4. [Ipu Bo3Bpate
K PEKMMY IIpHEMa JBa pa3a B CYTKHU CIEAYET NPUHATH MEPBYI0 PEKOMEHIYEMYIO 103y IO PEXKUMY
JBYKPAaTHOTO IIpUeMa IPUMEPHO 4epe3 24 4 1ociie MocaeqHed NPUHATON OTHOKPATHOM J103bI.

4.3. IIpoTuBONOKA3aAHUS

['unepuyBCTBUTENBHOCT, K a0akaBUpy MM K JIIOOOMY M3 BCIIOMOTaTeNbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B pa3zaene 6.1.
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FI/IHCD‘IVB CTBUTCIIbHOCTH

[Tpumenenue npenapara AGakaBUp CBSI3aHO C PUCKOM Pa3BUTHUS PEAKIMNA THIIEPUyBCTBUTEIBHOCTH
(PTY), xapakTepu3yrOIIUXCs MOSBICHUEM JUXOPAAKA W/WIH CHIIA C JAPYTMMH CUMIITOMaMH,
YKa3bIBaIOIMMH Ha NOJUOpraHHoe nopaxenue. PI'Y MoryTr yrposarhk *KU3HH U B PEIKHX CIydasx
IIPUBOJUTH K JIETAJIbHOMY UCXOy IIPH OTCYTCTBUHU HaJuIeKalero jeuenus. Puck pazsutus PI'Y npu
NpUMCHCHUU IIpCriapara A6aKaBI/Ip SHAYUTCJIbHO IIOBBIIICH Yy IMNAOUCHTOB C IIOJIOKUTCIBbHBIM
pesynapraroM Tecta Ha Hammuwe amwienss HLA-B*5701. Bmecre c¢ tem, PI'U k abakaBupy
HaOmoganuck ¢ 6ojee HU3KOH YacTOTON y MAIMEHTOB, HE SBJISIOLUINXCS HOCUTEISIMU 3TOTO aJuIess.

CJ'IC)IVGT OPUACPKHUBATHCA CIACAVYIONMINX ITPaBUJI

- Craryc B otHomenuu ayienss HLA-B*5701 nomkeH ObITh ycTaHOBJIEH B 00s3aTE€IbHOM HOPSIKE
710 HayaJla Teparnuu npenaparom AOakaBup.

- Hu npu xakux oOcTosiITeNbCTBaX HE CleAyeT HAuyMHATh JiedeHHe mpernaparoM AOakaBup y
MAIMEHTOB C IMOJIOKUTEIbHBIM cTaTycoM B oTHomeHuu amiens HLA-B*5701 unu y nanueHToB ¢
oTpunaTenbHbIM ctaTycoM B oTHomeHnn HLA-B*5701, y kotopsix panee Obli1a 3anogo3pena PI'Y k
abakaBUpPY BO BpeMsl IPUMEHEHHsI a0aKaBUP-COAEPIKAIIETO JIEKapCTBEHHOTO Ipenapara.

- Ilpn nono3pennn Ha PI'Y Tepanms mpenmapatom AOakaBuUp A0JKHA OBITb HEMEIJIEHHO
npexKpaileHa gaxe B ciyyae orcyrcTBus amiens HLA-B*5701. 3anepxka npekpanieHus Tepanuu
npenapatoM AbGakaBup nocie BO3HUKHOBeHUs PI'U Mo)keT mpHBECTH K Pa3BUTHUIO YrpoKarolien
KU3HH PEAKLIUH.

- Tlocne mpekpamienus aedeHus npernaparoMm AbGakaBup Mo npuyuHe moao3peHus Ha PI'U Hu npu
KaKHX O00CTOSAATe/ILCTBAX HeJIb3sl BO300HOBJISATH NPHMMEHeHHe Npenapara AO0akaBUp WIH
JII0OBIX IPYTUX JIeKAPCTBEHHbIX NPENapaToB, coAep KalluX adaKaBup.

- Bo3o0OHOBIIEHHE TPUMEHEHUS TIPETIAPATOB, COJIEpKAIKUX abakaBup, mocie moao3peBaemoit PI'Y na
abakaBUp MOKET MPUBECTU K OBICTPOMY BO3BPAILEHUIO CUMIITOMOB B TEYEHHE HECKOJIbKMX YacOB.
[ToBropHas PI'Y, kak mnpaBwmiio, mpoTekaer B OoJiee Tsokenod (opme, 4eM MpU NEPBUYHOM
MPOSIBIIGHUU, U MOKET COIPOBOXKAATHCA YrpOXKAIOIIeH >XU3HU apTepHalbHOM THUNOTEH3Uen u
JIETAJIbHBIM HCXOJIOM.

- IlammentoB, y KOTOphIX pa3Bwiack PI'Y, cieayeT NPOMHCTPYKTUPOBATH O HEOOXOIMMOCTH
nepeiayl OCTATKOB IMperapara AOGakaBup JieualieMy Bpady Bo u30exkaHue BO30OHOBICHHS ITpHEeMa
abakaBHpa.

Kiuanueckas kapruna PI'Y k abakaBupy

PI'Y k aGakaBupy ObUIH XOPOIIO OXapaKTEPU30BaHBI B paMKaX KIMHHYECKUX HCCIEAOBAHHUMA U BO
BpeMs IOCTPETUCTPAIMOHHOTO HaOMoAeHua. CUMIITOMBI OOBIYHO MOSIBIISITUCH B TEUEHUE MIEPBBIX 6
Hezenb (MeuaHa BpeMeHH Havala 3TOM peakuuu - 11 cyTOK) mocie Havajga Tepanuu abakaBUpOM,
OJHAKO 3TH PEAKIHH MOI'YT Pa3BMBATHCA B JIIO00H MOMEHT NIPOBECHHUS TEPATIHH.

IIpaktnyeckn Bce PI'Y k abakaBupy BKIIOUYAIOT JMXOPAAKY W/WIM ChIb KaK 4acTb CHHIpPOMA.
Jlpyrue mNpU3HaKd W CHUMITOMBI, KoTopble HaOmomanuch npu PI'U k abakaBupy, BKIIOYAIOT
CUMITOMBI CO CTOPOHBI OPIaHOB JBIXaHUS U JKEIYAOYHO-KHUIIEYHOIO TPAKTA, KOTOPbIE MOIYT
npuBecTH K ommnOo4Hoil quarnocruke PI'Y kak pecnuparopHoro 3adoseBanus (ITHEBMOHMH,
OpoHxuTa, GApHMHIUTA) HJIN FACTPOIHTEPHUTA.

IIpy npoaoKEHNHU JeueHus TSHKECTh CUMIITOMOB, cBsi3aHHBIX ¢ PI'U, Hapacraer, U OHM MOTYT
IIPUHUMATh YTPOKAIOWUK KU3HU XapakTep. Kak npaBwiio, 3TH CHMITOMBI HCYE3alOT IOCIE
IpeKpalleHus npueMa abakaBupa.

B peaxux ciy4asx y HalMeHTOB, NPEKpPaTUBLIMX MpueM abakaBUpa MO HHBIM HpPUYHHAM, YEeM
cumnromsl PI'Y, Takke pa3BUBalINCh YIpOXKAIOIUE KU3HU PEAKLUN B TEYCHUE HECKOJIBKUX 4acOB
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ManMCHTOB CJICAYCT MPOBOJAUTH TOJILKO IMPU HAJIMYUU 6BICTpOI‘O JA0CTYyIa K MeI[HHHHCKOﬁ IIOMOIIH.

JlakToalmmo3 1 BEIpaKEHHAs T'ellaTOMEeTraans CO CTeaTo30M

HmeroTcs COO6HI€HI/I$I O Pa3BHUTHHU JIAKTOAIIMI03a U BI)Ipa)KeHHOI\/JI renaroMerajimm Co Cr€aro3oM, B
TOM YHCJIC C JICTAJIbHBIM HCXOJ0M, BCICIACTBUC aHTHpeTpOBprCHOfI TCpaly aHajJloramMmu
HYKJICO3U 0B, BKJIIO4YaA a6aKaBHp, IMPpUHUMACMBIMH KaK IO OTACJIBbHOCTH, TaK U B KOM6I/IHaIII/II/I. B
OOJIBIIIMHCTBE CJIy4acB O3THU OCJIOKHCHUA BO3HUKAIOT Yy KCHIIIWH.

Knuanueckumu nmpu3zHakaMu pa3BUBAIOIIETOCS JIAKTOAIMI03a SIBJISIOTCA 00IIas ciabocTh, MOTeps
anmneTuTa, CTpeMUTEIbHAsA He0ObICHUMAS TOTEPS] MACCHI TeJIa, HAPYIICHHUS CO CTOPOHBI )KEITyA0YHO-
KHUIIIEYHOTO TpakTa (TONIHOTA, PBOTA, OOJIb B KUBOTE), HAPYIIEHUS CO CTOPOHBI JBIXATEIHHOU
CUCTEMBI (OJIBIIIKA M TAXUITHOY) UM HEBPOJOTUUECKHE CUMIITOMBI (BKJIFOYAsi MOTOPHYIO CITAa00CTh).

JlakTOanmm03 XapakTepu3yeTcss BBICOKOW CMEPTHOCTHIO U MOYKET Pa3BHTHCS HA (OHE IMaHKpEaTHTa,
MEYCHOYHOW HEJOCTATOYHOCTH WJIM IOYCYHOW HEIOCTATOYHOCTH. JIakToammmo3, Kak MpaBHIIO,
pa3BHBAJICS Yepe3 HECKOJbKO MeECsIeB Tepanud. HeoOXoanMo TMpeKpaTUTh TEPANUio aHAJIOTaMH
HYKJICO3UJ0B B CIIy4ya€ CHUMIITOMATHYCCKUX HpOfIBJ’IeHI/Iﬁ TUNICPIIAKTATEMUN U MeTabOIMYECKOTO
aIu103a/JIaKTOAIH 1032, TPOTPECCUPOBAHMS IeNaTOMET NN HITH OBICTPOTO IMOBBIMICHUS AKTHBHOCTH
aMUHOTpaHcdepas.

Crnenyet cobmoaTh OCTOPOKHOCTD MPH MIPUMEHEHUH Tpenapara AOakaBup y JTIOObIX MAIUEHTOB (B
0COOEHHOCTH - JKEHIIIUH C O)KI/IpeHI/IeM) C FeHaTOMeFaJ'[I/IeI\/’I, renmaTuToM Win APYruMH U3BCCTHBIMU
(baKTOpaMI/I pUCKa MOPAKCHHUA MCYCHU U CTCATO30M IICYCHH (BKJ'IIO‘—I&?I IMPUMCHCHUEC HCKOTOPBIX
JIEKapCTBEHHBIX MpernapaToB U ymnoTpeOneHue ankorosis). [lanueHTsl ¢ KoMHGEKIueld BUPYycoM
renatuta C, KOTOpBIE TOJY4alOT JieYeHHE WHTEpPEepoHOM anbdha U PUOABUPHUHOM, MOTYT
MPEACTABIATE COO00M Tpymmy ocoboro pucka. [lameHTh ¢ MOBBIIICHHBIM PHCKOM TPEOYIOT
THIATEILHOTO HAOIIOACHHUS.

HpI/I MOABJIICHUHN KIIMHUYCCKUX HIIU Ha60paTOpHBIX IIPHU3HAKOB JIAKTOAIA03a C I'ClIaTUTOM WJIN 0e3
HETO (B TOM YHUCJIC I'€lIaTOMErajiui M CT€aro3a, AaXE€ B OTCYTCTBUC 3HAUWTCIIBHOI'O IMOBBIIICHUA
AKTHBHOCTH TpchaMI/IHaS) JICYCHHE IIpfIapaToM A6aKaBI/Ip H€O6XO,Z[I/IMO IMPUOCTAHOBHTD.

MuTtoxoHapHraabHas I[I/ICd)VHKHI/IH B PE3YIbTATC BHVTDI/IVTDO6HOFO BO3ACHCTBUSA

AHanoru HyKJI€03UJ0B U HYKJIEOTHJOB CHOCOOHBI BBI3BIBATh PA3JIMUHYIO CTENEHb IOBPEKICHUS
MUTOXOHPHHL, 4TO HanboJiee BBIPa)KEHHO MPOSBIIAETCSA IPU IPUMEHEHUH CTaByIMHA, UJaHO3UHA U
3uJ0ByiMHA. bbun 3adukcupoBaHbl ciaydau pa3BUTHS MUTOXOHApHaIbHON auchynkuuu y BUY-
OTPHLIATENIbHBIX JIeTeH, MOJABEPraBIINXCs BO3JEHCTBHUIO aHAJIOrOB HYKJIECO3UJOB BHYTPUYTPOOHO
u/unu nocne poxxaeHus. OCHOBHBIMU HEXEJIATENIbHBIMU PEAKLUAMH SBJISJIMCH [€MAaTOJOTHYECKUE
HapyleHust (aHeMHs, HEUTpOINleHUs) M HapylleHHs OoOMeHa BeIlecTB (THIepilakTaTeMus,
runepaunazemusi). JlaHHble HeXenaTelabHbIE PEAKUMHM YacTo ObUIM TpPaH3UTOPHBIMHU. bBblau
3apErMCTPUPOBAHbl PEIKUE CIy4ad HEBPOJOIMYECKHUX PACCTPOMCTB C IO3JHHUM HayaloM
(MOBBILIEHHBIM TOHYC MBIIIL, CYIOPOTH, HapylUIeHWs TOBEACHUs). SBIAIOTCA 1M JIaHHbIE
HEBPOJIOTUYECKUE PACCTPOMCTBA TPAH3UTOPHBIMU WM IIOCTOSHHBIMHU, B HACTOALIEE BpeMsd
HEU3BECTHO. BeposITHOCT MUTOXOHJPUANBHOW TUCPYHKIMM CIEAyeT paccMaTpUBaTh y JHOOOTO
peOeHKa, TMOABEPraBUIErocs BHYTPUYTPOOHOMY BO3ACHCTBHIO aHAJIOTaMH HYKJICO3WIOB U
HYKJICOTUIOB, C BBIPAXKCHHBIMHM KJIMHUYECKUMU CUMITOMAaMH HESICHOM 3THOJIOTUH, B 0OCOOEHHOCTH
HEBPOJIOTUYECKUMH paccTpoiictBaMu. IIpencraBieHHBIE [aHHBIE HE BIUAKT Ha TEKYILHE
HaIlMOHAJIbHbIE PEKOMEH/AlUU 0 UCIOJIb30BaHUI0 AaHTUPETPOBUPYCHOU Tepanuu y OepeMEeHHBIX
KEHIUH U1 Tpo(HIaKTUKU BepTHKaIbHON nepeaaun BUY-undexkuun.

Macca Tena u MeraboanyecKue napaMeETphbl

Bo BpeMs aHTUPETPOBUPYCHON TEPATUU MOXKET IIPOUCXOUTD YBEIUYEHUE MACCHI TENA, IOBBILICHNE
KOHIICHTPAIIUU CHIBOPOTOUHBIX JMIHUOB U IITIOKO3bI B KpoBH. KOHTpOIL 3a0071€BaHMs U M3MEHEHUE
o0pa3a *HM3HH TaKKe MOTYT BHOCUTH BKJIAJ] B 3TOT Iporiecc. B HEKOTOPBIX ciydasx ObUIH MOTYUYESHBI
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Tepanueil, OJHAKO HET BECKUX J0Ka3aTEeNIbCTB CBS3M YBEJIMYECHHS MAcChl Tela € Kakoh-10o
KOHKpeTHOW Tepanueil. Cremayer paccMOTpPETb HEOOXOIMMOCTh ONpEAETCHUs KOHICHTPALUU
CHIBOPOTOYHBIX JIMIMJIOB M TJIOKO3bl B KpoBU. Hapymienus nunuaHoro oOMeHa HE0OXO0AMMO
KOPPEKTUPOBATh B COOTBETCTBUHU C KIMHUYECKUMU IPOSBICHUSIMHU.

[Tankpeatut

beum 3adukcupoBaHBl Cilydaw pa3BUTHSl MAHKPEATHUTA, XOTS MPUYMHHO-CIICACTBEHHAsI CBS3b C
IIpUMEHEHHEM abaKaBUpa TOUHO HE YCTaHOBJICHA.

Tepanus, cozepxaias Tpyu HYKIEO3UAHbIE HHTHOUTOPBL 00paTHO Tpanckpurnrassl (HUOT)

VY nanueHToB € BBICOKMM YpOBHEM BuUpycHOW Harpy3sku (> 100 000 xonwmii/mil) Ha3HaueHUE
TPEXKOMIIOHEHTHOM KOMOHMHAIMM, cojepxaiieid abakaBup, JaMUBYIUH U 3UIOBYAUH, TpeOyeT
0Cc000ro pacCMOTPEHHSI.

beimn momydeHsl cooOIIeHUsT 0 BBICOKON YacTOTE€ BUPYCOJOTHYECKOW HEylaud M BOSHHUKHOBEHUU
PE3UCTEHTHOCTH Ha PAHHMUX CTAJHUsAX, KOT/JAa B KayeCTBE peXUMa Tepanmuud OJUH pa3 B CYTKH
MIPUMEHSIIM KOMOWHaINI0 abakaBrpa ¢ TeHO()oBHpa AU3OMPOKCHI HyMapaTOM U JTaMUBYIUHOM.

3a0oJieBaHMs IEUEHU

D¢ddexTuBHOCTH U Oe30MacHOCTh abakaBUpa He ObUIM YCTAHOBJIEHBI Y MAIIMEHTOB C BhIPAKEHHBIMU
COITYTCTBYIOIUMH 3a0o0sieBaHUSAME TiedeHHu. [Ipermapar AOGakaBup MPOTHBOTIOKA3aH MAIMEHTaM C
HapymeHneM (QYHKIIUY TIEUYeHH CPEeTHEN U TSDKEJIOH CTeNeHH.

VY manueHToB ¢ M3HAYAIbHO MPUCYTCTBYIOIIMM HapylIeHHeM (DYHKIIUU eYeHH, BKII0Yas aKTUBHYIO
(dbopMy XpPOHMYECKOTO TIeNaThTa, OTMEYaeTCs] yBEIWYEHHE YaCTOThl HApyIIEHUH CO CTOPOHBI
(GYHKIMM T€YeHH BO BpeMsi KOMOMHHPOBAHHOW aHTUPETPOBUPYCHOW Tepanuu. Takue MalMeHThI
JIOJIKHBI HAXOIUTHCS 10| HAOII0IEHUEM B COOTBETCTBUU CO CTAHAAPTHON KIMHUYECKOM MPAKTHKOIA.
Heobxomumo paccMoTpeTh BO3MOKHOCTH MPUOCTAHOBJICHMSI WM MPEKPALEHHs JICYCHHUS Mpu
HaJIMYUU IPU3HAKOB YXYALICHUS 3a00J€BaHUs IEYEHU Y TAKUX MMAllUEHTOB.

IlanmueHThl ¢ COMYTCTBYIOMIMM XPOHHYSCKHM rernatutoM B nmm C

[TarueHTHI € COMYTCTBYIOUIUM XpOHHYECKUM TenatutoM B unu C, nonydaronine KoMOMHUPOBAHHYIO
AHTUPETPOBUPYCHYIO TEPAIHIO, TOJBEP)KEHbI IOBBIIIEHHOMY PHUCKY pPAa3BUTUS TKEIBIX U
MOTEHIIMATIFHO JIETANIbHBIX HEXKEJIaTeNbHBIX PeakiUil co CTOPOHBI NeueHu. B ciiyuae mpoBeneHust
COIMMYTCTBYIOIIIEH MPOTUBOBUPYCHOUW Tepanuu rematuta B wunmu C crnegyer oOpartutbes K
COOTBETCTBYIOIIUM HHCTPYKIUSAM O IPUMEHEHHIO TAHHBIX JIEKAPCTBEHHBIX MPENapaToB.

3a001€BaHUs IOYEK

HpenapaT A6aKaBI/Ip HC OJOJKCH HAa3HA4YaThCA MallMCHTaM C TepMI/IHaHBHOﬁ CTa,Z[Heﬁ XpOHH‘IGCKOfI
MMOYCYHOMN HEOO0CTAaTOYHOCTH.

CHUHJIPOM BOCCTAaHOBJICHUS UMMYHHUTETA

Y BUY-uHQUIMPOBAHHBIX TAIMEHTOB C TSDKEIBIM HMMMYHOAC(MUIIITOM Ha MOMEHT Havala
KOMOMHHPOBAaHHOHN aHTUPETPOBUPYCHOH Tepariy BO3MOKHO Pa3BUTHE BOCTAIMTEIILHON PEaKIUY Ha
(oHe OECCUMIITOMHBIX ONMMOPTYHHUCTUYCCKUX UHPEKITUI MIIM UX OCTATOYHBIX SIBJICHUH, YTO MOXKET
CTaTh MPUYUHON CEPHE3HOTO YXYIIICHHS COCTOSIHUS HITH YCYTryOsieHus: cuMnToMaTHKH. OOBIYHO ATH
peakiMyu BO3HUKAIOT B TEYCHUE IEPBBIX HECKOJILKUX HEICTb WM MECAIEB IOCle Hadayia
KOMOWHUPOBAaHHON  AQHTHPETPOBUPYCHOM  Tepanmuu. TUINWYHBIMH  TPUMEpPAMH  SBJISFOTCS
IIUTOMETAJIOBUPYCHBIM PETUHUT, TCHEPAJIU30BaHHAS W/WIM OdYaroBas HWH(EKIHs, BbI3BaHHAsS
MUKOOAKTEepHUsIMHU, W THEBMOHUS, BbI3BaHHas PneumocystiS jirovecii (Ttakxke HW3BEeCTHa Kak
nHeBMonucTHass mHeBMoHus (I1I1)). IlosBneHue mOOBIX CHMOTOMOB BOCHAJICHHS TpeOyeT
HEMEJUICHHOTO 00CIeIOBaHUS U, IPU HEOOXOIUMOCTH, JICUCHHSI.



or 25.11.2025 N= 25287

AyTouMMYyHHBIE 3a0o0JyieBaHHs (Takue Kak OoJie3Hb FpeﬁB'Qp::I’am':&é%%l&ﬂigg Tffh':l&)lg)%l-%

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

BOCCTAHOBJICHHUA UMMYHHUTCTA, OJHAKO BPEMS IICPBUIHBIX HpOHBJIeHI/Iﬁ BapbUpOBaJIO, 1 3a00JI€BaHUE
MOTJIO BO3HHMKATh Y€PC3 MHOI'O MCCAIICB IMOCJIC Ha4YaJIa TCpaIliu.

OcTeoHekpos

HecmoTpst Ha TO, 4TO STHOJIOTHSI JAaHHOTO 3a00JIEBaHUS SBJIICTCSI MHOTO(AaKTOPHOH (BKITIOYAs TPHEM
TTIIOKOKOPTUKOCTEPOUIOB, YHOTPEOJICHUE aJKOTOJs, TSDKENIYH0 HMMMYHOCYIPECCHIO, BBICOKHI
MHJIEKC MacChl TeJa), CIIydal OCTEOHEKPO3a Yallle BCer0 BCTPEYAINCh y MAIEHTOB Ha IPOJBUHYTON
cTajuu BUY-undexnyn u/um JUIUTETIBHO PUHUMAIOLIUX KOMOHMHHUPOBAHHYIO
aHTUPETPOBHUPYCHYIO Tepamuto. [lanmenTam ciemyer oOpaTuThCs K Bpady, €CIM OHHM HCTIBITHIBAIOT
00JIM ¥ CKOBaHHOCTh B CyCTaBaX WJIA TPYIHOCTH TPH JIBHKCHUH.

ONIoPTYHUCTHYECKHUE HHDEKIINHT

[Ipumenenue npenapara AOakaBUp WM JIIOOBIX APYTUX aHTUPETPOBUPYCHBIX IpENapaToB HE
HCKJIIOYaeT BO3MOXKHOCTbh Pa3BUTHUSL ONIOPTYHUCTHUUECKUX HMH(EKIMH WM APYruX OCIOKHEHUN
BUY-undexuu, mo3ToMy MaluMeHThl JOJDKHBI OCTaBaThCsl IMOJ CTPOrMM HAONIOJEHHEM Bpaua,
uMmetolero oneIT JeueHus BUY-acconmnpoBanHbIX 3a001€BaHUI.

Ilepenaua BUY-undekimu

XoTs ObUIO J0Ka3aHO, 4TO IPPEKTUBHOE MOJABICHHE BHpPYyca C MOMOIIBI0O aHTUPETPOBUPYCHOMN
Teparuu CyIIECTBEHHO CHIKAeT pHcK mnepeaadnn BUY monoBBIM ImyTeM, HUCKIIOYATh ITOT PHUCK
MOJHOCTBIO Hemnb3s. Cremyer coOmoaTe COOTBETCTBYIOIINME MEPHl MPEIOCTOPOKHOCTH  UIS
npenoTBpaienus nepegaun BUY B cooTBeTCTBHY ¢ HAIIMOHATBHBIMU PEKOMEHJALIUSIMH.

HNudapkr Mmuokapma

B Heckonpkux HaOMIOJATENBHBIX ASHUAEMUOJIOTMYECKUX HCCIEAOBAHMSX COOOIIAIOCh O
B3aMMOCBSI3U MEXIy NpUMEHEeHHeM abakaBHpa M PUCKOM pa3BUTHs MH(papKkTa MHOKapaa. Mera-
aHaJIU3 JAaHHBIX, TOJYYEHHBIX B PaHAOMU3ZHPOBAHHBIX KOHTPOJIMPYEMBIX KIMHUYECKUX
UCCIIEIOBAaHUAX, HE MO0Ka3ajl MOBBIIICHHE PUCKA Pa3BUTHUs MH(ApKTa MUOKapAa MpU MPUMEHEHUU
abakaBupa. J[o HacTosIero MOMEHTa HE YCTAaHOBJIEH OMOJIOTMYECKUN MEXaHU3M, MO3BOJISIOIIUN
OOBSCHUTH MOTEHIMAIILHOE IMOBBIIIEHUE pUCKA. B 1e0M, NOCTYHHBIE AAaHHBIE, MOJTYYE€HHBIE B
HaOJI0JaTeNIbHBIX UCCIIEI0BAHUAX U B KOHTPOIUPYEMBIX KIMHUYECKUX UCCIEIOBAHUSIX, HECKOJIBKO
MIPOTUBOPEUYUBBI, U TaKUM OOpa3oM, HE MO3BOJIAIOT CAENATh BBIBOJ O MPHUUYMHHO- CJIEICTBEHHOM
CBSI3M MEXJy Tepanueil abakaBUpOM M PUCKOM pa3BuTHs MHbapkTa Muokapaa. [lpu HazHadeHuu
npemnapata AGakaBup CIeAyeT MPUHATh MEPHI i MUHUMU3AIMHA BCEX MOATAIOIINXCS U3MEHEHHUIO
(bakTopoB (HampuMep, KypeHue, apTepuanbHas TUIEePTeH3Us U TUTIEPIUTUACMUS).

CTH

OTCYTCTBYIOT JOCTATOYHBIE JAHHBIC 10 OE30MACHOCTH JJIsl PEKOMEH AN TPUMEHEHHUs1 abaKaBupa
y IeTei muafiie 3 MecsIeB.

4.5. BzaumoneiicTBue ¢ [JPYrHMH JIeKADCTBEHHBIMH IIpenapaTamMd © Jpyrue BHABI
B3aNMOIeHCTBHUA

BzaumopeiictBre abakaBupa € JAPYTHMH TpenapaTaMd MaioBeposiTHo. MccmemoBanusi in Vitro
noka3zanu, yTo abakaBup crnocoOeH MHruOupoBaTh u3odepmeHt uroxpoma P450 1A1 (CYP1A1).
AbakaBUp XapaKTepHU3yeTCs OTPaHUYCHHON CHOCOOHOCTHIO K HMHTHOMPOBAHHUIO MeTaboim3ma ¢
yuactueM m3opepmenta CYP3A4. B uccrnenoBanusx in Vitro Takke Moka3aHo, 4yTO abakaBUp HE
BCTyIMaeT BO B3aMMOJCWUCTBUS C TperaparamMy, KOTOpble METaboNMM3UPYIOTCS H30(pepMEeHTaMu
CYP2C9 wmu CYP2D6. Knunudeckue wucclieIoBaHWs HE BBISBWIM HMHIYKIHMH MeTaboln3ma B
neyeHu. TakuM oOpa3oMm, B3auMoOJIeHCTBHE abakaBHpa C aHTUPETPOBUPYCHBIMU WHTHOUTOpaMU
MpoTeasbl M JPYTMMHU JIEKApCTBEHHBIMH IMpernapaTaMu, METa0OIU3M KOTOPBIX MPOWCXOJUT MPHU
Y4aCTHU OCHOBHBIX H30()EpPMEHTOB cHUCTeMbl muToxXpoMa P450, manoBepositHo. KnmHuueckue
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HCCICA0BaHU: MMOKAa3aJIM OTCYTCTBUC KIIMHUYCCKHN 3HAHMMBIX é&l&MHOE%QH%ﬁ&M %%JI&M,

3UJOBYIMHOM U JJAMUBYJIMHOM.

Mo1Hble UHAYKTOPHI (PEpPMEHTOB, Takue Kak pudaMnuiut, GpenodapOuTan u GEHUTOUH, MIPH HX
Bo3/elicTBUH Ha Y JID-rmokypoHMITpanchepasy MOTYT HE3HAUUTEIBHO YMEHBIATh KOHIICHTPALIUIO
abakaBupa B IJIa3Me KPOBH.

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

In vitro abakaBup IEMOHCTPUPYET OTCYTCTBHUE MJIH CIIa0YI0 CIIOCOOHOCTh K MHTMOUPOBAHHIO OCITKOB-
MEPEHOCYMKOB JICKAPCTBEHHBIX IMPENaparoB: TPAHCIOPTEpa OpraHUYecKuX aHuoHOB 1BI1
(OATPIBI1), OATPI1B3, Oenka pe3ucteHTHOCTH paka MosiouHo¥ xene3sl (BCRP) wumu P-
rimkonporenHa (P-gp); 1 MUHUMaIbHOE HHTHOMPOBAHUE TPAHCTIOPTEPA OPTAaHNIECKUX KATHOHOB |
(OCT1), OCT2 u OGenka 3KCTpy3UH JEKapCTBEHHBIX npenapatoB U TokcuHOB 2-K (MATE2-K).
Takum o0pa3zom, He oKuJaercs, 4to abakaBup OyJeT BIMATH Ha KOHLIEHTPALMU B IUIa3Me€ KPOBHU
JIEKapCTBEHHBIX NPEMapaToB, KOTOPHIE SBISIOTCS CyOCTpaTaMu STHX OEIKOB- MEPEHOCYMKOB.

AoaxkaBwup siBisiercst uHruOuTopom 6enika MATETN in vitro, onHako o6nanaet ciaboii criocoOHOCThIO
BIIUATh Ha KOHILEHTpauuu cyoctparoB O6enka MATE] B miazme KpoBHM MpH TepameBTHUECKUX
YPOBHSX dKCTO3uInM nipenapara (1o 600 mr).

BumsiHue apyrux BeniecTB Ha hapMaKOKHHETHKY a0aKaBupa

In vitro abakaBup He siBisiercst cyocrparom OATP1B1, OATP1B3, OCT1, OCT2, OAT1, MATEI,
MATE2-K, acconmuupoBaHHOTO € MHOKECTBEHHOU JIEKAPCTBEHHOM PE3UCTEHTHOCThIO Oeika 2
(MRP2) unu MRP4, mosTomy He 0KHUIIA€TCs, YTO JIEKAPCTBEHHBIC MPEMAPaThl, KOTOPHIC BIHUSIIOT Ha
AKTUBHOCTbH JIaHHBIX MIEPEHOCUMKOB, OyAyT BIMSITH Ha KOHIIEHTpAI[MK adakaBupa B IIa3Me KPOBH.

Hecmotpst Ha To, uto in Vitro abakaBup sBisiercs cyoctpatom BCRP wu P-gp, knumHMueckue
UCCIIEIOBAaHUSl TOKa3ajdM OTCYTCTBHE KIMHUYECKHM 3HAUYMMBIX H3MEHEHHH (PapMaKOKMHETUKU

abakaBHpa MPU OJTHOBPEMEHHOM MIPUMEHEHUHU C JIOMTMHABUPOM/PUTOHABUPOM (MHTHOUTOpamu P-gp
u BCRP).

JlexapCTBEHHBIE B3aMMOICHCTBHS, CBSI3aHHBIC C a6aKaBI/IDOM

Omanon

[Ipu coBMECTHOM MPUMEHEHUH 3TAaHOJI OKa3bIBA€T BIMAHNUE HAa MeTab0IM3M abakaBupa, MPUBOAS K
yBenuueHuto AUC abakaBupa npumepHo Ha 41 %. YuutsiBas npoduib 6e30macHOCTH abakaBupa,
9TH pe3yJbTaThl HE CUMTAIOTCS KIMHUYECKH 3HauMMbIMU. Ha merabGonmu3m 3TaHona abakaBUp HE
BITUSICT.

Memaoon

ITo nanHBIM (hapMaKOKUHETUYECKOTO UCCIIEIOBAHUS MTPU IpUMEHeHUH abakaBupa B 1o3e 600 mr 1Ba
pa3a B CyTKM COBMECTHO C METa/IOHOM OTMeuanoch CHUKEeHNE Cmax abakaBupa Ha 35 % u 3ajepxka
Tmax Ha 1 4, oqHako AUC He u3meHsnach. M3meHenus papMakoKMHETUKU a0aKkaBUpa HE CUMTAIOTCS
KJIMHUYECKH 3HAUYMMBIMU. B JaHHOM HccienoBaHUMM abakaBUp MOBBIIAT CPEJHUNA CUCTEMHBIN
KJIMPEHC MeTaloHa Ha 22 %. DTO N3MEHEeHHEe He CUUTACTCS KIMHUUYECKH 3HAYUMbIM Y OOJIBLITMHCTBA
MAIMEHTOB, OJTHAKO B HEKOTOPBIX CIIydasX MOKET BO3HHKAaTh HEOOXOJMMOCTh B KOPPEKIMHU JI03bI
MeTaJloHa. BenencTBre 3Toro nanueHTsl, Mojlydaromye JeueHne MeTaJ0HOM U a0aKaBUPOM, JIOJTKHBI
HaXOJUThCS TMOJ HaOMIOJICHMEM B CBSI3M C BO3MOXKHOCTBIO DPAa3BUTHUS CHHIpPOMa OTMEHBHI,
MIPOSIBJIIONIErOCs IPU CHUKEHUH JJO3UPOBKH.

Pemunouont

Petunongueie COCIUHCHUA, TaKHeC KakK HU30TPCTUHOHWH, BBIBOAATCSA C y4aCTuEM
AJIKOTOJIBACTUAPOTrCHASEI. BzaumoaeiictBue ¢ a6aKaBI/IpOM BO3MOJXHO, OJHAakKO 10 HaCTOAICIO
BpPEMCHHU HC N3YyYaJIOCh.

Puoyuecyam
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KOMOUWHaIMIO (MKCUPOBAHHBIX 103 abakaBup + fgomyrerpaBup + mamuByauH (600 mr + 50 mr + 300
MT, OJIMH pa3 B CYTKH), NPH OJHOBPEMEHHOM OJHOKpaTHOM npuMmeHeHun puonmuryara (0,5 mr)
3HaueHue AUC ) puonuryata npuMepHo B Tpu pa3a npesbiiaino 3HaueHuss AUC o) puonuryara,
MOJTy4eHHBIE MCTOPHYECKH Y 370POBBIX JHOOpOBONIBIEB. MOXeT moTpeOoBaThCsi CHIDKEHHE 03B
puoLMryaTa; peKOMEHIaluu 10 10A00PY 103bl CM. B MHCTPYKLIHUHU 110 MEAUIIMHCKOMY IIPUMEHEHHUIO
puouuryara.

4.6. DepTUWILHOCTD, 0€PEMEHHOCTD M JIAKTAIHUSA

bepemeHHOCTD

Kak npasuiio, npu NpUHATUM pelIeHUs 00 MCMHOJIb30BaHUM aHTHUPETPOBUPYCHBIX IPENapaToB s
neuenns BUY-undexnum y OepeMEHHBIX JKEHUIMH M, KaK CIEACTBHE, Uil CHIKEHHUS pHUCKa
BepTUKaNbHOH mnepenaun BUY-uHpexnum HOBOPOXKIEHHOMY CIIEAyeT YYWUTHIBAaTh JaHHbIE
WCCIIEIOBAaHUS HA dKUBOTHBIX, & TAKKE KIMHUYECKUH OIBIT IPUMEHEHUS Y OEpPEMEHHBIX KEHILHH.

HccnenoBanuss mo NpUMEHEHHIO abakaBUpa Y >KMBOTHBIX IPOJEMOHCTPUPOBAINM TOKCHUYECKOE
BO3JICHCTBUE HA Pa3BUBAIOLINIICS 3MOPHOH U IO/ KPBICHI, OJHAKO Y KPOJIUKOB JaHHBIN 3P PeKT He
HaOmogancsa. Kak ObUTO MOKa3aHO B XOJE HMCCIEAOBaHWUN Ha JKMBOTHBIX, abakaBUp CIIOCOOCH
MPOSIBIIATh KaHIEPOreHHbIE cBoWcTBA. KiMHMUYeckas 3Ha4MMOCTh 3TUX JIAHHBIX Heu3BecTHa. bblio
YCTaHOBJIEHO, YTO Y YE€JIOBEKa BO3MOYKHO TPOHUKHOBEHHE adaKaBupa U/UiIH €ero MeTaboJIUTOB Yepes
IJIAIeHTY.

B uccnenoBanusx mo orneHKe MpUMEHEHHS abakaBupa y OepeMeHHbIX skeHIIHH 0ojee 800 ncxoaoB
OCpEeMEHHOCTH TMOCJe TPUMEHEHUs BO BpeMs IepBoro Ttpumectpa u Oonee 1000 wmcxomos
OepeMEeHHOCTH NOCTIe MPUMEHEHUS BO BpEMsI BTOPOTO U TPETHETO TPUMECTPA MPOIEMOHCTPUPOBATIU
OTCYTCTBHE Majib(hOPMATUBHOTO U (heTarbHOro/HeOHATaIbHOrO B3auMojaencTBus. Ha ocHoBanum
BBIIIEH3JIOKEHHBIX JTAHHBIX MOXHO CJIENaTh BBIBOJ O TOM, YTO NpU NMPUMEHEHHH abakaBHpa Y
YeJI0BEKa PUCK BPOXKACHHBIX MATOJOTUI MaJlOBEPOSITEH.

Mumoxonopuanvrasn oucyukyus

B wucciaenoBanusix in Vitro u in Vivo ObUTO MPOJAEMOHCTPUPOBAHO, YTO AHAJIOTH HYKJICO3UIOB U
HYKJICOTHIOB CIIOCOOHBI BBI3BIBATh MOBPEXKIACHHUS MUTOXOHAPUN pa3IUYHON CTemneHu. beuin
3aperucTpUpOBaHbl COOOIICHUS 0 MUTOXOHApUaibHOU quc@ynkunn y BUY-oTpunarenbHbIX JeTei,
MOJABEPrHYTHIX BO3JCHCTBUIO AHAJIOTOB HYKJIEO3UIOB BHYTPUYTPOOHO H/WIM B IOCIEPOJIOBOM
Mepuo/Ie.

JlakTanus

AbakaBup 1 €ro MeTabOINTHI HPOHUKAIOT B MOJIOKO Y KOPMSIIUX KpbIC. AGaKaBUp TaKKe MPOHUKAET
B IPy/JHOE MOJIOKO Y 4eloBeKa. J[aHHbIe 0 0e301macHOCTH IpUMEHeHHs abakaBupa y IeTei B BO3pacTe
MIIQIIe TpeX MecseB OTCYTCTBYIOT. BUY-mHOUIMPOBAHHBIM >KEHIIMHAM HH NpPU KaKUX
00CTOATENLCTBAX HE PEKOMEHIyeTCs IPOBOJUTh IPYAHOE BCKapMIIMBaHKUE BO M30exkaHNe Nepeaadn
BUY-undexnuu peOeHKy.

DepTUabHOCTH

Pe3ynbrarel umccnenoBaHUN Ha KMBOTHBIX TOKa3aJid, 4TO a0akaBUp HE OKa3bIBAaeT BIUSHUE Ha
(bepTUIBHOCTD.

4.7. BiusiHue Ha CHOCOOHOCTH YNPABJAATH TPAHCHOPTHBIMU CpeACTBAMH U padoraTh C
MeXaHU3MaMHu

HccnegoBaHus IO OLIGHKE BIIMSHUSA a6aKaBI/1pa Ha CIIOCOOHOCTH YIIPaBJIAAITE TPAaHCIIOPTHBIMU
cpeacTBaMu U pa60TaTB C MCXaHU3MaMU HE TPOBOAUIINCE.
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(MOCNEOOBATENEHOCTE 0003)

4.8. HewxeaTeJibHbIE peaKIuu

Pesrome npoduiist 0€301aCHOCTH

I[HSI MHOI'UX SapeI‘I/ICTpI/IPOBaHHBIX HCXKCIIATCIIbHBIX peaKHI/If/’I OCTAacTCa HCACHBIM, CBA3aHO JIM UX
pa3BUTHE C IpUMEHEHHEM abakaBHpa, JUOO IIMPOKOIO CIEKTpa JIEKApCTBEHHBIX IIPENapaTos,
HpI/IMCHﬂeMI)IX IJIA JICUCHUS BI/ILI'I/IHCPCKHI/II/I, NN XK€ OHU ABIIAIOTCS HpO?[BJIeHI/IeM OCHOBHOTO
3a00JIeBaHUs.

MHorue u3 NepeyrcICHHBIX HUKE HEXKEIATeNbHBIX PEeaKIMil (TOHOTa, pBOTA, JUAPEs], JIUXOPAIKa,
COHJIMBOCTb, CBIIIb) YaCTO Pa3BUBAIOTCS y MAIMEHTOB C THIEPYYBCTBUTEIBLHOCTHIO K abakaBHUpY.
[TosToMy mpu MOSIBIEHUH JTIO0OTO M3 STUX CHUMIITOMOB IIOKAa3aHO TIIATEIbHOE OOCIEeIOBaHUE
MalMEHTa HA HAIMYHE TUIEPUYBCTBUTEIBHOCTH.

Bbo1in 3apeructpupoBaHbl 04€Hb PEIKUE CIydan TOJUMOP(HOM SIKCCYTaTUBHOM SpUTEMBI, CHHJIPOMA
CTI/IBCHC&'H)KOHCOH& HJIM TOKCHYCCKOI'O SIMUACPMATIBHOI0 HCKPOJH3a, B KOTOPBIX HEIIb3A OBLIIO
uckmounth PI'Y k abakaBupy. B Takux ciydyasx He0OX0IUMO MPEKPATUTH MPUEM JIEKapCTBEHHBIX
MpenaparoB, CoJepKamux adakaBup, 6€3 BO3MOKHOCTH BO30OHOBIICHUSI.

TabauaHOoE pe3roMe HEXKEIATEIBHBIX PeaKIIUN

BonpmuHCTBO MNEPCUUCIICHHBIX HUKC HCKCEIIATCIIbHBIX peaKquI HEC ABJIAIOTCA OTpaHUYMBAIONIUMHA
JICYCHHUC.

[IpencraBinena  yacTOoTa  BO3HHUKHOBEHHS  HEXKENATENbHBIX  peakiuii, KOTOpble  ObLIM
3aperucTpUpOBaHbl MPU MCHOJIb30BaHUM abakaBHpa, B XOJ€ KIMHUYECKUX HCIBITAaHUN WIN
MOCTPErUCTPAIIIOHHOTO HAOIIOIEHUSI.

YacToTa peakiuii ykazaHa B COOTBETCTBUH C KiaccuuKkamueit: oueHs yacto (> 1/10); gacro (> 1/100,
HO < 1/10); Hewacto (> 1/1 000, o < 1/100); peaxo (= 1/10 000, Ho < 1/1 000), ouens peako (< 1/10
000); gactoTa HEeM3BeCTHA (HA OCHOBAHWU MMEIOIIMXCS JAaHHBIX OIEHUTH HEBO3MOIKHO).

Yacro Peakxo Ouenb peako

Hapywenusa memabonuzma u numanus:
MoTeps anmneTuTa | | JIAKTOAINI03

Hapywenus co cmoponul Hepsnoii cucmeml:
roJIOBHas 00JIb | |

Hapymeﬂuﬂ CO CNMOPOHDbI DfCEﬂyOOLIHO'KMWeUHOZO mpakma.

TOIIHOTA, pBOTA, AUapPEA | INaHKpEaTUuT l

Hapymeﬂuﬂ CO CMOPOHbL KOXCU U NOOKOJICHbIX MKAHELL:

ChIIIb (HpH OTCYTCTBUHU HOJ'II/IMOp(l)HaH

CHUCTCMHBIX HpOHBJ’ICHHﬁ) JKCCyIaTUBHAs 3puTeEMa,
CUHAPOM CruBeHca-
I[)KOHCOH@., TOKCUUYECKHUI

BHI/II[CpMaJIBHBIﬁ HCKPOJIN3

Obwue napywenus u peakyuu 8 Mmecme 66e0eHUs.:
JIUXOpaJKa, COHJIMBOCTb,
YTOMJIIEMOCTD

Onucanue OTACIbHEIX He)KENaTSIbHBIX PeAKIINT

Peaxyuu cunepuyscmeumenvnocmu k abakagupy

HpI/I3HaKI/I u cuMmnToMsl PIH MPUBCACHBI HUXKC. I[aHHBIC MPU3HAKU U CUMIITOMBI OBLIIN BEISBIICHBI BO
BpEMs KIIMHUYCCKUX HCCIeNOBaHUN WU IpH MOCTPETUCTPALUOHHOM Ha6J'IIOI[CHI/II/I. CuMOTOMEI B
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mpUuPTOM.

[Ipaktnyeckn y Bcex mauumeHToB ¢ PI'U pasBuBaroTcs Juxopagka W/WiIH ChIlb (OOBIYHO
MakyJonanysjae3Has WIM ypTHKapHas) Kak 4YacTh CHHJAPOMA, OJHAKO PEAKIUH TaKKe MOTYT
NpoTeKaTh 0€3 ChIMM WM JHUXOpankd. /Ipyrue OCHOBHBIE CHMIITOMBI BKJIIOYAIOT CHMITOMBI CO
CTOPOHBI XKEITYT0YHO-KHAILIEYHOTO TPAKTA, IbIXaTEIbHON CUCTEMBI UM CUCTEMHBIE CHMIITOMBI, TAKHE
KAaK COHJIMBOCTb M HEJIOMOTaHHE.

Knaccupukauus no opranaM u cucreMam
Hapywenus co cmoponul kposu u tumgpamuueckoi cucmemol: TAMPOTICHUS.
Hapywenus co cmoponwl nHeperoti cucmemsbl: TOJIOBHAS 00JIb, TAPECTE3USL.

Hapywenus co cmoponvl OvixamenvHou cucmemvl, Op2aHO8 2pyOHOU KIemKU U Cpe0oCmeHUs:
OJIBIIIIKA, Kalllellb, 00Jb B TOpJie, PEeCIUPATOPHBIN JUCTPECC-CUHIPOM B3POCIHBIX, JbIXaTeIbHas
HEJ0CTaTOYHOCTb.

Kenyoouno-kuwieunvle napywenusa: TOUIHOTA, PBOTA, AWapesi, OOIb B JKUBOTE, H3BA3BICHHE
CIIU3UCTOM 00O0JIOUKH pTa.

HapymeHuﬂ CO CMmMOpPOHbL nedeHu u 9!C€Jl’4€6’b1600}1u!ux nymeﬁ: MOBBIIICHHE OHOXUMHYECKHX
MmoKasaTeei q)YHKIII/II/I IIEYCHH, T'CIIaTUT, IICYCHOYHAasA HEJOCTATOYHOCTD.

Hapywenus co cmoponsl Kodtcu u NOOKONMCHbIX mKaHell: ChIllb (0OOBIYHO MAaKyJIOTIAITyJIe3HaAs HITH
ypTHKapHas).

Hapywenus co cmoponvl mbiueunotl, KOCMHOU U COeOUHUMENbHOU MKAHU: MUAITHUS, PEAKO MUOJIH3,
apTpaJirus, MOBbIIIEHHE aKTUBHOCTU KpeaTHH(HOCHOKHHA3HL.

Hapymeﬂuﬂ CO CNMOPOHbL NOYEK U MO’JGGblGOa}ZWMX nymeﬁ: IMOBBIIICHNEC KOHICHTPAlIUU KpCaTHHWHA,
IHo4Yye€4YHass HEJOCTAaTOYHOCTD.

O6u;ue HAapyuieHus u peakyuu 6 mecme 66e0enUs: JUXopaika, COHJIMBOCTb, HECAOMOI'aHHUE, OTCKU,
J'II/IM(baI[CHOHaTI/IH, apTepuajibHas ruioTCH3Usl, KOHbIOHKTUBMUT, aHa(bI/IJ'IaKTI/I‘ICCKI/Ie pPEaKknuu.

CumntoMbl, cBsi3aHHbIE ¢ JaHHOM PI'Y, yxyamarorcss mpu MOpOJOJDKEHUH TEparnvuud W MOTYT
MPUHUMATh YTPOXKAIOIIMHA >KU3HU XapakTep, B PEIKUX CIy4dasX OHHM MPUBOIWIN K JIETATLHOMY
UCXOMY.

Bozo6HoBnenue npuema abakaBupa nocine PI'U Ha aGakaBup MpuUBOAUT K OBICTPOMY ITOBTOPHOMY
MOSIBJICHUIO CUMIITOMOB B T€UeHHE HEeCKOIbKuX 4acoB. [ToBTropHas PI'Y o6b14HO npoTekaeT B Oosee
TsOKENoN Qopme, 4eM MpU MEePBUYHOM IMPOSBICHUU, U MOXKET BKJIIOYATH YIPOXKAIOIIYIO KU3HU
apTepHalibHYI0 TUIIOTEH3UIO U JIETANbHBIM HCXOH. B psane ciydaeB mojoOHBIE PEaKIMH TaKkKe
BO3HMKAJIM MIPH BO30OHOBIIEHUHU TEPANUU a0aKaBUPOM IIOCJIE €T0 OTMEHBI, BRI3BAHHOM MOSBICHUEM
OJIHOTO U3 OCHOBHBIX CUMIITOMOB TMIIEPUyBCTBUTEIHLHOCTH (CM. BBIIIE), U B OYEHb PEIKUX CIydasx
peakiuu HabII0JaInCh MPU BO30OHOBJICHUU MPUMEHEHHUs a0akaBUpa MAallMeHTaMH, Y KOTOPBIX A0
€ro OTMEHBI HE OTMeUaInch HUKakue cuMnToMbl PI'Y (T.e. y manueHToB, KOTOPBIX paHee CUYUTaIIU
MEPEHOCALINMHE TepPauio abakaBUpPOM).

Memabonuueckue napamempul

Macca Tena, KOHLEHTpPAlMM JIMIIMJIOB M IUIIOKO3bl KPOBHM MOTYT TIOBBIIIATBCSI BO BpEMs
aHTUPETPOBUPYCHOU TEparuH.

CMHOpOM BOCCNMAHOBIIEHUSL UMMYHUNMena

Y BUY-uHQUUUPOBAHHBIX MNAIMEHTOB C TSDKENBIM HMMMYHOAE(DUIIMTOM HAa MOMEHT Havaia
KOMOMHUPOBAHHON aHTUpeTpoBUpYCHOM Tepanuu (KAPT) BO3MOXXKHO pa3BUTHE BOCHAINTENBHOU
peaknuu Ha poHe OECCUMIITOMHBIX ONMOPTYHUCTHYECKUX HH(PEKIUI MM UX OCTATOYHBIX SBJICHHH.
AyTtouMMyHHBIE 3a0ojeBaHus (Hampumep, Oosie3np ['peiiBca) Takxke HaOmoganuch Ha (oHE
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BOCCTAHOBJICHHUA UMMYHUTECTA, OJHAKO BPpCM IMCPBUYHLIX HDO%Q%&&%%S&%EE&%W%%&%&%

MOTJIO BO3HHMKAThH Ye€pe3 MHOTO MECSIIEB MOCIIe Hayajia Teparuu.
Ocmeonexkpos

3aperucTpupoBaHbl ClIy4ad OCTEOHEKPO3a, OCOOCHHO Yy TALMEHTOB C OOIIeNpU3HAHHBIMU
dakTopamu pucKa, Ha TpoaBUHYTOW cTaguu BUY-uHpexnum wiMm  1OpH  UIATEIBHOU
KOMOMHHPOBAaHHON aHTUPETPOBUPYCHOM Tepanuu. YacToTa 3TOTro SBJICHUS HEU3BECTHA.

Hsmenenus nabopamopmnvix nokasamernet

B koHTpoJIMpyeMbIX KIMHUYECKUX HCCIEJOBAaHHUSIX M3MEHEHHE JabOpaTOpHBIX IOKazareiael mnpu
JedeHnn abakaBUpOM HAOIIOJANOCh HEYacTO, KaKk U B KOHTPOJBHOM TpyIIe MalleHTOB, HE
MOJIy4aBILIUX Mpenapar.

€T

B uccnenoBanun ARROW (COL105677) npuaumanu ydactue 1206 BUY-unduumnpoBaHHbIX aeTei
B Bo3pacTe oT 3 MecsueB A0 17 jiet, u3 KoTopbix 669 aereil nosyyanu abakaBup U JJaMUBYJIUH OJIMH
WIN J1Ba pa3a B CyTKH. He ObLTH BBISIBICHBI HUKAKWE JOTOJHHUTEIBHBIE TPOOIEMbl B OTHOIICHUN
0€30MaCHOCTH y JIeTel, MPUHUMAaBIINX a0akaBUp OJUH HJIM JBa pa3a B CYTKH, IO CPaBHEHHUIO CO
B3POCIIBIMH.

Coo0111eHHEe 0 TOA03PEBAEMBIX HEXKEIATEIHHBIX PeaKIUIX

Baxxno cooOmarb 0 10J03pEBAaEMBbIX HEXKEJIAaTeIbHBIX pEeakUusX IOoCie PerucTpanuu
JIEKapCTBEHHOT'O IIperapara C LEeIbl0 O00ecreueHusl HEeNpPEepbIBHOTO MOHUTOPHHIA COOTHOIICHHUS
«oJib3a — PHUCK» JIEKAPCTBEHHOro IMpernapata. MeIWIUHCKUM paOOTHUKAM pPEKOMEHIyeTCs
co00IIaTh 0 JIOOBIX M0I03PEBAEMBIX HEXKENATENbHBIX PEeaKIUIX JEKApCTBEHHOTO Ipenapara yepes
HAI[MOHAJIbHBIE CHCTEMBI COOOIIEHHS O HEXEeNIaTeIbHBIX pEeaKIUsIX TOoCYIapCcTB — YJICHOB
EBpa3uiickoro 3kOHOMHUYECKOT0 COI03a.

Poccuiickas @enepanust

OenepanbHas ciyx0a o Haa30py B cdepe 31paBoOXpaHEHHS

Anpec: 109012, r. Mocksa, CnaBstHcKas miomans, a. 4, ctp. 1

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

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru wium npr@roszdravnadzor.gov.ru

Caitt B nH()OPMAITMOHHO-TEIEKOMMYHUKAIIMOHHOU ceTu «HTEpHETY!
http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBKa

CHUMIITOMBI

B knmmHMYECKHX MCCIeI0BaHUAX MAlMEHTH IPUHIMANN OTHOKpATHBIE 1036l abakaBupa 10 1200 mr
U cyroynble 10361 10 1800 mr. He ObII0 OTMEUEHO pa3BHUTHE HETPEIBHICHHBIX HEXeIaTeIbHBIX
peakumii. JlefictBue mpenapara AGakaBup B 0ojiee BBICOKMX J103aX O HACTOSIIETO BPEMEHH He
U3Y4EeHO.

Jleuenue

B CJIydac Iepeao3upOBKHU MIPLCIIapaTomM A6aKaBI/Ip MNalMCHT OOJDKCH HAXOJUTHCA IO/ Ha6J'II-OI[eHI/IeM
Bpada C MOCJIbIO BbIABJICHHUA TPHU3HAKOB TOKCHYCCKOTO JIeNCTBUS npenapara W MTPOBCACHUA
CTElH,Z[ElpTHOfI CHUMIITOMaTHUYECKOM TCpaIru 1o NOKa3aHUuAM. HeI/IBBCCTHO, MOXKET JIN a6aI(aBI/Ip OBITH
BBIBCJICH IIPHU NPOBCACHUUN IICPUTOHCAIILbHOTO AUAJIM3a UJIW I'EMOAAIN3a.

5. PAPMAKOJIOTHYECKUE CBOHCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOMCTBA
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dapmakoTepaneBTUUYECKass TpyIma: MPOTUBOBUPYCHEIE 'J%EHETEJC&%I&&%'FB:CE&QE%{;

MMPOTUBOBUPYCHBIC CPECACTBA IMPAMOIO I[eI>'ICTBI/I$I; HYKJICO3UIHBIC W HYKJICOTHUAHLIC I/IHI‘I/I6I/ITOpI:I
0OpaTHOM TPaHCKPHUTITA3bI.

Kon ATX: JOSAF06

MexaHW3M OeicCTBUSA

AbakaBup SIBIISIETCSI HYKJICO3HIHBIM aHAJOTOM - MHTHOMTOPOM OOpaTHOM TPaHCKPHUMTA3bl. JTO
MOIIHBIN cenekTuBHbIM nHruoutop BUY-1 u BUY-2, Bximrouas mrammbel BUU-1 co cHukeHHOM
YyBCTBUTEIBHOCTBIO K 3UAOBYIMHY, JaMHUBYIUHY, 3aJILUTa0MHY, IUWJAHO3UMHY M HEBHUPAIIUHY.
AbakaBup TOJBEpraercsi BHYTPUKICTOYHOMY METa0OJIM3My, MpEBpaliasich B aKTUBHYIO (opmy
kapOoBup-5’-tpudochar (kapooBup-Td). [To qaHHBIM HCCIIEAOBaHUI IN VItr0, MEXaHU3M JICHCTBHUS
abakasupa B oTHoIeHnH BUY 3akimtoyaercs B uHruOupoBanuu pepMeHTa 00paTHOW TPAaHCKPUITA3bI
BUY, yto nmpuBOIUT K OOpBIBY LIETIM M OCTAHOBKE LIMKJIA peruiMkanuu Bupyca. He naGmronancs
aHTaroHW3M IPOTUBOBUPYCHOM aKTUBHOCTH abakaBHpa B KyJbType KIETOK NPU KOMOMHAIMK C
HUOT  gumaHo3wHOM, AOMTPUIIMTAOMHOM, JIAMHUBYJIWHOM, CTaBYAMHOM, TEHO(OBHpPOM,
3aNUUTaOMHOM WJIM 3WJA0BYIMHOM, HEHYKJICO3UWIAHBIM HHTHOMTOPOM OOpaTHOM TpaHCKPUIITA3bl
(HHUOT) neBupanunom win uaruéutopom nporeazsl BUY (MI1 BUY) amnpenaBupom.

PesncreHnTHOCTD

Pezucmenmnocme in vitro

PesucrtentHbie kK abakaBupy u30JsTel BUY-1 Ob11H BBIAEIEHBI IN VILFO 1 CBSI3aHBI CO CrIeNU(UIHBIMA
TeHOTHUITUYECKUMHU U3MEHEHHMSIMU B KOJIOHaX TeHa 00patHo# Tpanckpuntassl (OT) (kogonst M 184V,
K65R, L74V u Y115F). Pe3ucreHTHOCTH BUpyca K abakaBupy iN Vitr0 pa3BUBAcTCS OTHOCHUTEIHLHO
MEJUIEHHO, Uil KiIuHW4Yecku 3Hauumoro ysennueHuss WKsp (MHrmOupyromas KOHIIEHTpalus B
oTtHoIIeHU! 50 % MTaMMOB) OTHOCUTEIBHO «IUKOT0) IIITaMMa BUpyca TPeOyIOTCSI MHOKECTBEHHbIE
MYyTaluu.

Pezucmenmuocmo in vivo (nayuenmul, paree He noiyyaguiue mepanuio)

VY Uu30J4TOB BUpYyCa, IMOJYYCHHBIX B 0a30BBIX KIMHHYECKHX HCCICAOBAHMIX y OOJIBIIMHCTBA
MalMEHTOB C BUPYCOJOTUYECKOW HEIPPEKTUBHOCTBIO PEKUMa TEpaluu, CoJAepKaIIero adbakaBup,
OBLIIO MPOJAEMOHCTPUPOBAHO JHUOO OTCYTCTBHE M3MEHEHHUH TOKa3aTesied OTHOCHUTEIBLHO HCXOHOTO
3HaueHus, cBsizaHHbIX ¢ npumeHenrem HUOT (45 %), nubo cenexius Toabko myrauuu M184V unun
MI84I (45 %). Obmas yacrota cenekuuu M184V wmnmu MI841 Gwina Beicoko (54 %), pexe
npoucxomia cenekuust L74V (5 %), K65R (1 %) u Y115F (1 %). beuio ycraHoBieHo, 4To mpu
BKJIIOYEHUHU 3UJIOBYJIMHA B PEXHUM Tepanuu CHUXKaercs vacrora cenekuuu L74V u K65R B
npucyTcTBUM abakaBupa (¢ 3uaoByaunom: 0/40, 6e3 3unoBynuna: 15/192, 8 %). Cenexiust TAMUANH-
aHanoroBbix Mmytauuii (TAM) MOXET NPOUCXOAWTH B Cllydasix, KOTJa aHAJIOTH THUMHIUHA
couetaroTcsi ¢ abakaBupoMm. B Mera-aHanmmse pe3yiabTaTOB MIECTH KIMHUYECKUX HCCIEIO0BAaHUMN
cenekuust TAM oTCyTCTBOBaIa MpU pexUMax Tepamuu, colepkainux abakaBup 0e3 3uI0BYIMHA
(0/127), HO mpoucxoAuiia MPHU PEKUMAX TEPaNUU, COACPKAIMUX adakaBUp U aHAJIOT TUMUIUHA -
3uoBYIUH (22/86, 26 %).

Pesucmenmuocms in vivo (nayuenmul, panee nonyuasuiue mepanuio)

Knunudeckn 3HaUMMOE CHIDKEHUE YyBCTBUTEIBHOCTH K a0akaBUpPY ObLIO MPOAEMOHCTPUPOBAHO B
KJIIMHUYECKHUX U30J15TaX NAallMEHTOB C HEKOHTPOJIUPYEMOM peIIMKaIeil BUpyca, paHee MOJTy4aBIINX
TEPaNui0 JPYTUMHU HYKICO3WIHBIMU HHTUOMTOPAMU M 0OJaNAIONINX PE3UCTEHTHOCTHIO K HUM. B
MeTa-aHallu3€e Pe3yabTaTOB MATH KIMHUYECKUX UCCIEIOBAHUH, B KOTOPBIX abakaBup ObLI 100aBIIeH
B PEXUM Tepaluu Ui YCUIEHUs ee NeicTBus, u3 166 maumentoB y 123 (74 %) Oblia BbIsIBICHA
mytanus M184V/I, y 50 (30 %) 6buta BeisiBnena T215Y/F, y 45 (27 %) Obina Beisinena M41L, y 30
(18 %) 6bura BeisBIIeHa K70R 1y 25 (15 %) Obu1a BeisiBnena D67N. Myranus K65R otcyrcTBoBana,
myrauuu L74V u Y115F Bcrpeuanucy Hewacto (< 3%). MogenupoBaHHe TPOTHOCTHYECKHUX
3HAUEHUH 715 TEHOTUIIA C IOMOIIIBIO JIOTUCTUYECKON PErpeECCHH (C YIETOM MCXOJHOTO COJIEPKAHUS
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PHK BHWY-1 B mmazme kpoBu (BPHK), ko HqGCTBa'ﬂ'é%ZEJ'%E&EEﬂEfgﬁg‘l-ei‘f%ﬁ‘am-'ﬂ

IIPOJIOJKUTEIBHOCTH MPEALIECTBYIOIUX aHTUPETPOBUPYCHBIX TEPAINIA), IOKA3aJ0, YTO HaJIU4ue 3
i 6onee myrauuit peauctenTHoctd K HUOT ObU10 CBSI3aHO € yXy/IIEeHHEM OTBETA Ha TEPaIHio Ha
4 nenene (p = 0,015) unu pazBuruem 4 wim 6onee myranuii Ha 24 "Henene (p < 0,012). Kpome Toro,
KOMILJIEKC MHCEPLUUOHHBIX MyTaluil B kojoHe 69 win myranus Q151M, xotopasi, kKak npaBuio,
BcTpeuaeTcss B couetanuun ¢ A62V, V751, F77L u F116Y, npuBoasaTr K pa3BUTHIO BBICOKOU
PE3UCTEHTHOCTHU K abaKkaBupy.

Denomunuveckas PEZUCMEHMHOCMb U NEePEKPECNTIHAS PESUCMEHNTHOCTMb

Jnst pa3BuTus (PEHOTUIHYECKOW PE3UCTEHTHOCTH K abakaBUpPy HEOOXOAWMO HAMYHME MYTaIHH
M184V B coueTanuu, 1o KpaHeu Mepe, ¢ ele 0JHOM MyTalue pe3uCTEeHTHOCTH K abaKkaBupy, TU00
mytarusit M184V B coueranun ¢ HeckoibkuMu TAM. Pa3zButne QPeHOTUITMUECKOU MEPEKPEeCTHOM
pesucrenTHocTy K apyruM HUOT npu Hanuuuu Tonpko Myrauuu M184V umu Toiabko mMyTranuu
M1841 orpanuueHo. 3UIOBYAMH, JWJAHO3WH, CTaByIMH M  TEHO(OBHUP  COXPAHSIOT
AHTUPETPOBUPYCHYIO AKTUBHOCTh B OTHOIIEHWMM Takux BapuaHtoB BUY-1. Hamuume wmyramuum
M184V ¢ K65R mnpuBoAMT K pPa3BUTHUIO IMEPEKPECTHON PE3UCTEHTHOCTH MEXAy abdakaBUPOM,
TeHO()OBUPOM, JUIAHO3MHOM U JamMuByAuHOM. Hammume myranmm M184V ¢ L74V npuBoaut k
Pa3BUTHUIO MEPEKPECTHOM PE3UCTEHTHOCTH MEXIy abakaBUPOM, NUJAHO3HMHOM M JAMHUBYIUHOM.
Hannuue myranmu M184V ¢ Y115F npuBoauT kK pa3BUTHIO NEPEKPECTHON PE3UCTEHTHOCTH MEXKY
abakaBupoM U JamMuByIUHOM. [[si oGecrnieueHuss Haasjexallero npuMeHeHus abakaBupa MOXKHO
PYKOBOJICTBOBATbCSI PEKOMEHIyEMbIMU B HACTOSIIIIEE BPEMsI METOIaMU MHTEPIPETALHN UMEIOLUXCS
MYTalUi Pe3NCTEHTHOCTH.

[epekpecTHast pe3UCTEHTHOCTh MEXIy a0aKaBUPOM M aHTUPETPOBUPYCHBIMHU IpETapaTaMu IPYTUX
knaccoB (Hanpumep, UIT wiim HHUOT) manoseposTHa.

5.2. @apMaKoOKHHeTHYECKHE CBOHCTBA

AOGcopOrtus

AOGakaBup OBICTPO M XOPOIIO BCACHIBACTCSA MPU NMPHUEME BHYTPhb. AOCOJIIOTHAs OHMOJOCTYITHOCTH
abakaBHpa MpU IPHEME BHYTPh Y B3POCIBIX cocTaBiisgeT okoyio 83 %. CpenHee BpeMs JOCTHIKEHUS
MaKCUMaJbHON CHIBOPOTOYHOM KOHIEHTpaluu (Tmax) mpu mpueme abakaBupa BHYTPh B BHJC
Ta0JIETOK COCTABJISIET OKOJIO 1,5 4.

He BbIsiBIIeHBI paznuyusi B BEIUUKHE IJIOMAAU 0] (hapMaKOKUHETUYECKOU KPUBON «KOHIICHTpAI[HSI-
Bpems»» (AUC) ansa aGakaBupa B popme Tabinetok u pactBopa. [Ipu mpueme abakaBupa BHYTpPb B
dbopme Tabnerok B moze 300 Mr gBa pa3a B CYTKM CpeAHSs MaKCHMajibHas paBHOBECHas
KOHLIeHTpauus B maazMe KpoBU (Cmax) coctaBisiia 3,00 mxr/mi, a cpenusis AUC B Tedenue 12-
4acOBOT'O MHTEpBaJla MEXIy IMpHeMaMH mpernapara cocTtaBisuia 6,02 Mxr x u/miu (cyrounas AUC
coctaBuia npuMmepHo 12,0 Mxr x u/mu). 3HaueHue Cmax MpU NPUMEHEHHH PAcTBOpPA IS MpHeMa
BHYTPH OBLIIO HEMHOTO BBIIIE, YEM IpU NMpUMeHeHuU Tabnetok. [locie oHOKPaTHOTO MPUMEHEHUS
abakaBupa B ¢opme Tabnerok B mo3e 600 mr cpemuss Cpax abakaBupa cocTtaBisuia okono 4,26
Mkr/mi, a cpennsis AUC cocrasmsina 11,95 Mxr X u/mi.

[Tpuem numm 3amenssier BcachiBaHue abakaBUpa U YMEHbIIACT Cmax, HO HE BIMAET Ha OOLIYIO
KoHIeHTpauuio B ra3me kpoBu (AUC). ITostomy abakaBup MOXHO NMPUHUMATh BHE 3aBUCUMOCTHU
OT IpreMa MUIIH.

He oxwupmaercs, yTo mpueM H3MENbYEHHOH TaOIeTKH ¢ HEeOOJBIIMM KOJWYECTBOM IOJIYTBEPIOH
MUIIY WK )KUJKOCTH TMOBJIMSET Ha (hapMaKoJIOTHYeCKre CBOMCTBA Mpenapara u, cjaeloBaTelbHO, Ha
€ro KIMHUYECKYI0 3(()EeKTUBHOCTb. ITO 3aKIIOUYEHHE OCHOBAHO HA (PU3UKO-XUMHUECKUX U
(apMaKOKWHETHYECKMX NapaMeTpax JeHCTBYIOIIETO BEIIECTBA U pAaCTBOPUMOCTH IN Vitro tabnetok
abakaBUpa B BOJIE IIPU YCIOBUH, UTO MALMEHT U3MEbYAET U 100aBIsIeT B MUILY MK XKUAKOCTh 100 %
TaOJEeTKU U IPUHUMAET HEMEJICHHO.
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(MOCNEOOBATENEHOCTE 0003)

Pacnopenencnne

[Ipy BHYTPUBEHHOM BBEACHHH KaXKYIIUHCS 00beM pachpejeneHus abakaBHpa COCTABISIET OKOJIO
0,8 n/kr, 4TO YKa3bIBaeT Ha TO, YTO abaKaBUpP CBOOOTHO MPOHMUKAET B TKAHU OPTaHU3Ma.

HccnenoBanus ¢ yuactueM BUY-nHOUIIMPOBAHHBIX MAIMEHTOB MOKA3alH, YTO abakaBUP XOPOIIO
IIPOHUKAET B CIMHHOMO3T0BY10 uJKocTh (CMXK), npu 3Trom otHomenne AUC abakasupa B CMK
k AUC abakaBupa B 1uia3me kposu coctasisier 30—44 %. B ¢papMakoOKHHETHYECKOM UCCIIEIOBAaHUN
¢a3bl | u3yuanoce nponnkHoBeHUe abakaBupa B CMIK mocite mpumenenus B 1o3e 300 mr aBa pasa B
cytku. Cpenusis koHueHntpanus abakaBupa B CMIXK nocruranace yepe3 1,5 4 mocne mpuema u
cocraBimsia 0,14 mxr/mu. B apyrom (apMakOKMHETHYECKOM HCCIICIOBAHUU IMPH TPUMEHEHUHU
abakaBupa B 03¢ 600 Mr 1Ba pasza B cyTku ero konieHntpaius B CMXX co BpemeHeM MoBbIIIaiach
ot npumMepHo 0,13 mxr/mi uepes 0,5-1 1 nocne npuema 1o npumepHo 0,74 mkr/mi uepe3 3—4 4 nocie
npueMa. XOTsI MaKCUMaJIbHAs! KOHIIEHTPAIHMS MOXKET OBITh HE JOCTUTHYTA 4epe3 4 4, HabIromaeMbIe
3HaueHuss B 9 pa3 npesblmaroT MKso abakaBupa, xoropast coctasiser 0,08 mkr/mn umu 0,26
MKMOJIB/J.

B uccienoBanusx mo oleHKe CBA3BIBAHUS ¢ OCJIKaMH IUIa3Mbl KPOBH IN VItr0 yCTaHOBJICHO, YTO B
TEpaneBTUUYECKUX KOHIIEHTpAIUAX abakaBUp HE3HAUMUTEIbHO WM yMEpeHHO (IpumepHO Ha 49 %)
CBS3BIBAETCA C O€lKaMu IUIa3Mbl KPOBU 4YeNOBEKa. JTO YKa3blBaeT HAa HU3KYIO BEPOSITHOCTh
JIEKapCTBEHHBIX B3aWMOJIEUCTBUM, CBSA3aHHBIX C BBHITECHEHHEM IpENapaTtoB U3 CBS3U C OeIKaMu
J1a3Mbl KPOBH.

Buorpancdopmariis

AbaxaBup MeTaboIU3UpyeTCs IIIaBHBIM 00pa3oM B IedeHH, MeHee 2 % BBEICHHOMU 103bI BIBOAUTCS
MOYKaMH B HEM3MEHEHHOM BuJie. B opranusme denoBeka abakaBup METa0OIU3UPYETCS] B OCHOBHOM
MoJT JCHCTBHEM aJIKOTOJIbJIETHAPOTEHA3bl C oOpa3oBaHHEeM 5'-KapOOHOBOW KHCIOTHI W ITyTEM
KOHBIOTAIMH C TJIFOKYPOHOBOM KHCIOTON ¢ 00pa3oBaHUEM 5’ -TIIOKYPOHHUA, YTO COCTABIISIET OKOJIO
66 % oT BBe/IeHHOM JI03bI MpenapaTa. YKa3aHHbIE METa0O0IUThI SKCKPETUPYIOTCS TTIOUKAMH.

OIruMHUHALUS

Cpennuii mepuoJi MOJyBbIBEACHHS abakaBupa coctaBisieT okosio 1,5 4. Ilocie MHOTOKpaTHOTO
npuema abakaBupa BHYTpb B 03¢ 300 Mr 7Ba pa3a B CyTKH HE HaOJIIOJIaeTCsl 3HaYUMasi KyMYJIsIus
npenapata. BriBeneHue abakaBupa OCYLIECTBIISIETCS IOCPEICTBOM MeTadoymM3Ma B TI€UYEHU C
MOCJIEYIOMEH SKCKpenneld MeTaboIuTOB ImpeuMyliecTBeHHO moukamu. Okono 83 % BBeAeHHON
n03bl abakaBHpa BBHIBOJUTCS MOYKaMH B BHJIE€ METabOIUTOB M abakaBUpa B HEM3MEHEHHOM BHJE,
OCTaBIIIEECs] KOJIMYECTBO BBIBOAUTCS Ye€PE3 KUILICUHUK.

BayrpukinerouHas d)aDMaKOKI/IHeTI/IKa

[To nmanubiM wuccnenoBanus c¢ ydactueM 20 BUY-uHUIMPOBAHHBIX MAIIMEHTOB, MOJIYYaBIINX
abakasup B j03e 300 Mr aBa pasza B CyTKH M TOJIBKO oaHY 103y 300 Mmr 3a 24 4 1o B34TUSA IPOO AMs
aHalu3a, CpeJHee TIeOMETPUYEeCKOe 3HAaYyeHHEe KOHEYHOr0 BHYTPUKJIETOYHOrO IepHoja
MoJTyBbIBeIeHUsT KapOoBupa-Td B paBHOBECHOM cOCTOSIHMU cocTaBmwio 20,6 4, B TO BpeMs Kak
CpeqHee TeOMETpHYeCKOe 3HAueHHEe TIepHoJia TMONyBhIBEACHUs abakaBUpa M3 IUIa3Mbl KPOBH
coctaBmiio 2,6 4. PaBHOBecHbIE (hapMaKOKMHETHUECKUE MTOKa3aTeIu Py MPUMEHEHHH abakaBupa B
no3e 600 Mr oiMH pa3 B CYTKH CpaBHUBAJIM C TAKOBBIMHU PU NMPUMEHEHUN abakaBupa B 03¢ 300 Mr
JIBa paza B CYTKU B IEPEKPECTHOM KIMHUYECKOM UCCIIEA0BaHUU, B KOTOpOM ydacTBoBasn 27 BIY-
MH(UIMPOBAHHBIX MAIIMEHTOB. BHyTpHKiIeTOUHOE coiepxkanue kapooBupa-Td B MOHOHYKIeapax
nepudeprudeckoil KpoBU OBLIIO BBIIIE TPU MPUMEHEHUU abakaBupa B qo3e 600 Mr oJMH pa3 B CYyTKH
o nokazarensiMm AUC B paBHoBecHOM coctosiHuM 3a 24 4 (AUC24 ss, BbItiie Ha 32 %), MaKCUMaIbHOM
CYTOYHON KOHLEHTpAluu B PaBHOBECHOM COCTOSHUM 32 24 4 (Cmax 24s, Bblle Ha 99 %) u
OCTaTOYHOUN KOHIICHTpAIlMU B paBHOBECHOM cocTosHHUH 32 24 4 (Cpin 24,5, Bbiie Ha 18 %) mo
CpPaBHEHHIO C MpUMeHeHneM abakaBupa B j03e 300 Mr 1aBa pa3a B CyTKH, YTO CBHUJIETEIILCTBYET O
BO3MOHOCTH TpuMeHeHus npenapara y BUY-uHpuupoBaHHBIX MaueHToB B 03¢ 600 Mr oauH
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pa3 B cyTkd. DPPEKTUBHOCTh M 0€30MaCHOCTh Tperapara npn'%%&el%ﬂ%&%@g%ﬂypég%b

TaKXe MoKa3aHa B 6a30BoM kinHuueckoM uccienaoBannu (CNA30021).

Tloueunasg HEAOCTATOYHOCTD

AbakaBup MeTa0OIU3UPYETCS TJIABHBIM 00pa3oM B MEYCHH, OKOJIO 2 % €ro BBIBOAWTCS MOYKAMH B
HeM3MeHeHHOM Buje. PapMakOoKMHETWKa abakaBUpa y MAlMEHTOB C TEPMHHAIBHOHN cTaauei
MOYEYHON HEJOCTATOYHOCTH CXOJHA C TAaKOBOW y MAIMEHTOB C HOPMAaJbHOM (YHKIMEH MOYeK.
CrnenoBartenbHO, y MAIMEHTOB C HapyIIeHHEM (YHKIIUU TIOYEK KOPPEKIHS 1036l HE TpedyeTcs.

IleueHoYHAas HEIOCTATOYHOCTh

AbakaBup MerabosM3upyeTcsi TJaBHbIM o0OpazoM B mneueHu. dapmakokuHeTuka abOakaBHpa
M3y4ajgach y MalMeHTOB ¢ HapylleHueM (YHKUUU MEYeHH JIETKOM creneHu (5—6 OanioB mo mikaie
Yaitnn-I1e10). PesynbTaTel uccnenoBaHusi cBUAECTeNbCTBYIOT 00 yBenmuueHun AUC abakaBupa B
cpenseM B 1,89 pasa u yBennueHuM nepuoja moJryBbiBe/ieHUs abakaBupa B 1,58 pasza. Hapymenue
¢byHkMKM nedeHu He BiuseT Ha 3HaueHue AUC MerabosmToB abakaBHMpa, OJTHAKO CKOPOCTb HMX
00pa3oBaHUs U BBIBEJICHHS IIPH TOM CHHUKAETCSI.

JInst nocTrKEHUS SKCIIO3HUIINY, COOTBETCTBYIOIIEH TEPAIIEBTUYECKOMY JUANla30HY IPHU IPUMEHEHUH
npernapaTa nanueHTamu 0e3 3a00JieBaHUN TEYEHH, MalMEeHTaM C HapylleHHeM (YHKIMH TeYeHU
JIETKOM CTeneHM cleAyeT npuHuMaTh abakaBup B 1o3e 200 mr 1Ba pasza B cyTku. dapmakoKnHETHKA
abakaBupa y NAIMEHTOB C HapylleHHeM (YHKIMM TEYEeHU CpeHEeH W TsDKEJIOW CTEeleHH He
M3y4ajach, IOATOMY NpUMEHEeHUe abakaBupa y 3TOU IpyIIbl NallMeHTOB MPOTHUBOMOKA3aHO.

JIWIa mosKMIIoro BO3pacTa

dapmakoOKHMHETHKA abaKkaBUpa y MAIMEHTOB cTapiie 65 et He uzydanack. [Ipu jeueHnn nanueHToB
MOKUJIOTO BO3pacTa HEOOXOAMMO YUUTHIBATH OoJiee YacThle HapyleHUs: (QYHKIUHU NI€UYEHH, TIOYEK U
cepaiia B ATOM BO3pacTe, a TakXKe COMYTCTBYIOIIME 3a00JieBaHUSI WU JApYyrHe NpUHUMaeMble
JIEeKapCTBEHHbIE TIPeraparsl.

C€TH

AbakaBup XOPOIIO U OBICTPO BCAChIBACTCS IIPH IPUMEHEHHUH Y ieTel B (hopMe pacTBopa i IpreMa
BHYTpr U B (opme TabieTok. BBLIO MOKa3aHO, YTO SKCIO3WIMSA abakaBUpa B IIa3Me KpPOBHU
OJIMHAKOBAa TPH TNPUMEHCHHH OOCHX JIEKAPCTBEHHBIX (OPM B OJMHAKOBBIX J103aX. Y JCTEH,
moyydaronux abakaBup B (opme pacTBOopa I IpHeMa BHYTPh B COOTBETCTBUU C
PEKOMEHIOBAHHBIM PEKHUMOM JIO3MPOBAHMS, DKCIIO3MIIMS ab0akaBUpa B IIa3Me KPOBH CXOJHA C
TAKOBOM y B3pOCIBIX. Y JIETEH, Moydaronmx adbakaBup B opMe TabIECTOK /sl MpHeMa BHYTPh B
COOTBETCTBUU C PCKOMEHJIOBAHHBIM PEKHUMOM JIO3MPOBAHUS, IKCIIO3MIIMS ab0akaBUpa B ILIa3Me
KPOBH BBIIIIE, YeM y JeTed, Mojydaronmx abakaBup B (opme pacTBopa [uis NpuUeMa BHYTPb,
MOCKOJIBKY B (popMe TaOJIETOK MPUMEHSFOT 00Jiee BBICOKUE J03bI B MI/KT. dapMako KHHETHYECKHE
WCCIIC/IOBAHUS C y4acTHUEM JIETeH IMOKa3aJid, YTO HPUEM OJHMH pa3 B CYTKH DKBUBAJICHTCH IIO
nokazarernto AUCo-24 puemMy Takoii ke oOIieid CyTouHO# A03bI ITpenapaTa, pa3/ieJIeHHON Ha J1Ba pa3a
B CYTKH IpHU MpUMeHeHUU abakaBupa Kak B (hopMe pacTBopa Uil puemMa BHYTPh, Tak U B popme
TaOJIETOK.

OTCyTCTBYIOT IOCTaTOYHBIE JaHHBIE 10 OE30MTAaCHOCTH /U PEKOMEHJalluy IPUMEHEeHus1 abakaBupa
y aereir muaame 3 mecsneB. CyImIecTBYIOT OTpaHHWYEHHBIE JaHHBIC, MOKAa3bIBAIOIIME, YTO IPH
NPUMEHEHNH Y HOBOPOXKJICHHBIX B Bo3pacte 10 30 aHei B 103¢ 2 MI/KT HaOIIOJat0TCs CXOAHBIC HITH
oosiee Bbicokue 3HadeHUs: AUC 10 CpaBHEHHUIO C MMPUMEHEHUEM J03bl 8 MI/KT y JETel CTapIlero
BO3pacTa.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeyeHsb BcioMoraTeJbHbIX BellleCTB
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(MOCNEOOBATENEHOCTE 0003)

Snpo tabiuerku

emnros103a MUKPOKPUCTAIIIMYECKAS
KapOokcumeTninkpaxman HaTpus
Maruus creapar

KpemHuust 1MOKCHT KOJITOMAHBII

CocraB IJIEHOYHOU 000JI0UYKH
Omnanpait® AMB II 6enbrit 88A180040:

[TonMBUHUIIOBEIN CIUPT

Tanbk

Turana quokcug

['muuepuna MOHOKanpuiIoKanpaT
Hatpus naypuncynbdar

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok roxHocTu (CPOK XpaHeHHs )

2 roja.

6.4. OcoOble MepbI MPEAOCTOPOKHOCTH NMPHU XPAHEHUH
XpaHuTh Npu Temmneparype He Baoime 25 °C.

6.5. XapakTep u coepkaHue YNAaKOBKH

ITo 10, 20, 30, 40, 50, 60, 90, 100 unu 120 TabneTok B 0aHKY MOJMMEPHYIO U3 TTOJUNPOTUIICHA HIIH
13 MOJIMATUIICHA HU3KOTO JaBJICHUS M YKYITOPECHHYIO KPBIITKON M3 TIOJUATHIICHA BEICOKOTO JIaBJICHUS
C KOHTPOJIEM TIEPBOTO BCKPHITHSI.

Ha KaXXOYrOo 6aHKy HAKJICUBAKOT 3TUKETKY U3 6YMaFI/I STHKETOYHOMN HMIIH CaMOKJICAIIYIOCS OTUKETKY.

Ilo 1 O6anke HOJ'IPIMCpHOfI BMECTC C JIUCTKOM-BKJIAABIIIEM IIOMEIIAIOT B ITAYKY U3 KapTOHA.

6.6. Oco0Oble MepblI MPEIOCTOPOKHOCTH MPH YTHJIN3AINU HCIO0JIb30BAHHOIO JIEKAPCTBEHHOI' 0
npenapara WJid OTXO/0B, NOJIYYEHHBIX MOCJIe NMPUMeHeHHs JIEKApCTBEHHOro mpenapara, u
Apyrue MaHUINYJISIIMU € NPernapaTom

Oco0ble TpeOGoBaHMsI OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanns

000 «MBA-rpynm»

115230, r. MockBa, Xneb03aBoCKuit poes, 1.7, cTp. 9, aTax 3, komH. 309
Ten.: +7(495)-982-59-56

daxkc: +7(495)-982-59-56

7.1. IlpeacraBuTe/]Ib AepaKaTeIs] PETHCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3uu noTpeduTeneit HaNPaBIIATh 110 aPecy:
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Poccniickas @enepanus

000 «MBA-rpynm»

115230, r. MockBa, Xi1e603aBoJICKU# TIpoe3, 1.7, cTp. 9, atax 3, komH. 309
Temn.: +7(495)-982-59-56

daxc: +7(495)-982-59-56

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEIOPHUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapCTBEHHBIN ITpenapaT OTHOCUTCS K KATETOPHUH OTITyCKa IO PELENTY.

OO0mrast xapakTepUCTHKA JIEKAPCTBEHHOTO Tpernapata AOakaBUp JOCTyIIHA B €IMHOM PEECTpPE
3apETHCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEICTB EBpPa3sWiiCKOr0 SKOHOMHYECKOTO COK03a W Ha

opUIATIEHOM caire YIIOJIHOMOYEHHOT'O opraHa (3xcnepTHOM OpraHHu3aIuu)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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