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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOFOTIPERAPATA 1701

1. HAUMEHOBAHME JIJEKAPCTBEHHOTI'O IIPEITAPATA

AobakaBup-OaBanca, 150 mr, TaGiIeTKH, MOKPHITHIEC INIEHOYHOU 000JI0YKOM
AbaxkaBup-OaBanc, 300 Mr, TaGIETKH, MOKPBITHIC TIICHOYHON 000JI0UKON
AobakaBup-OaBanca, 600 mr, TaGJIeTKH, MOKPHITHIEC INIEHOYHOW 000JI0YKOM

2. KAUECTBEHHBI 1 KOJTUYECTBEHHBI COCTAB
JleiicTBytollee BEIEeCTBO: abakaBup

AbakaBup-DaBanc/, 150 Mr, TaGIeTKH, MOKPBITIC IICHOYHON 000JI0UKOU
Kaxnas Tabnerka cogepxut 150 mr abakaBupa (B Buje cyiabdara).

AoOakasup-OnBasci, 300 mMr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKOH
Kaxnas Tabnerka cogepxut 300 mr abakaBupa (B Buje cyiabdara).

AbaxkaBup-DaBanci, 600 Mr, TaGIETKH, MOKPBITIC IICHOYHON 000JI0UKON
Kaxnas Tabnerka cogepxut 600 mr abakaBupa (B Buje cyiab(ara).

ITonHbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000I0UKOM

AobGakasup-Dasanci, 150 Mr, TaOJIETKH, TOKPBITHIE IIIEHOYHOW 00010YKOM

Kpyrnible TBOSKOBBIMYKIIbIE TaONETKU, MOKPBITHIE 000JIOYKOM OT CBETJIO-XKENTOro A0 KEITOrO
usera. Ha monepeunom paszpese sapo oT 6e510ro A0 Mo4TH 0eIoro 1BeTa.

AoOakasup-2OnBasci, 300 mr, Ta0JIEeTKH, TOKPBITHIE INIEHOYHON 000JIOYKOH

OBasibHbIE ABOSKOBBINYKIJIbIE TA0JIETKU C PUCKOM Ha OJHOM CTOPOHE, MOKPBIThIE 000JI0YKOM OT
CBETJIO-XKEJITOrO JI0 XKEeITOro mnpeta. Ha momepeynom paspese sapo oT Oeoro A0 ModTH OEJIoro
IBETA.

AbakaBup-2aBanca, 600 Mr, Ta0JIETKH, TOKPBITHIE MIEHOYHOH 000JI0YKOM

OBasibHBIE ABOSKOBBINYKIIbIE TA0IETKH, OKPBITbIE 000JI0YKON OT CBETIIO-’KEITOrO /10 JKEITOr0
nBera. Ha momepeynoM paspese siipo oT 0enoro A0 mouTH O6eoro 1Bera.

Ornpezenenne NpoBOAST BU3YATbHBIM METOIOM.

4. KIMHUYECKHUE JAHHBIE

41  Tloka3aHusi K NPUMEHEHHIO

[Tpenapat AOakaBup-DBaHCA MOKa3aH K MPUMEHEHHIO Y B3pOCIBIX U JIETEH C Maccoil Tena oT
14 xr gna neuenuss BUY-undexkuuu (B cocTaBe KOMOMHHUPOBAHHOW aHTHUPETPOBHUPYCHOM
Tepanuu).

4.2  PexxuMm 103MPOBAHUS U CNIOCOO MPUMEHEHHA
[Tpenapat 10/KeH Ha3HAYATHCsl BpauoOM, UMEIOIUM ONBIT JiedeHuss BUY-undexmu.

PexuMm no3upoBanus

Bspocnvie
PexomennyeMas cytounas no3a ains B3pocibix coctasisger 600 mr. [Ipenapar Ha3HauaroT B 103€
300 mr nBa pa3a B cytku uiau 600 Mr ouH pa3 B CyTKH.

Oco0bIe I'pynnbl DaMCHTOB

THayuenmuwr nodxcunozo eospacma
dapMaKkOKMHETHKA abakaBupa y MallMeHTOB cTaplie 65 JeT He U3y4eHa.
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Tayuenmul ¢ napywenuem GyHKyuu novex (NOCNEOCBATENEHOCTE 0001)

VYV mnamueHTOB ¢ HapymieHHeM (QYHKIMH TOYEK KOPPEKIMS M03bl Ipernapara abakaBupa HE
TpeOyercs. Tem He MeHee, MpUMEHEHUE mpernapara abakaBupa He PEKOMEHYeTCs y TTAIUEHTOB C
TEpMHUHAIBLHOM CTaJIUEN MOYEYHON HEIOCTAaTOYHOCTH.

Tayuenmo ¢ HapyweHuem yHKYuU neveHu

AbakaBup MeTa0OIM3UPYETCS TPEUMYIIECTBEHHO B TeueHH. [y JiedeHus NaIMeHTOB C
HapymieHneM (YHKIMHM TIEYeHH JIeTKo cteneHu (5-6 OamnoB mo mikane Yaina-I1ero) ciaemyer
OPUMEHSATH a0aKaBUp B JEKAPCTBEHHOM (opMe pacTBOp AJisl IpUeMa BHYTpPb, YTOObI 00€CIeUnTh
yYMEHBIICHUE J103bl. JlaHHbIe 10 apMaKOKHHETUKE M 0€30MacHOCTH NMPUMEHEHHs abakaBHpa y
NAIMEeHTOB C HapyIIeHHeM (PYHKIIUH MEYSHH CPETHEH U TSHKEJIOW CTENeHH OTCYTCTBYIOT. Takum
o0pa3oM, NMpUMEHEHUE abakaBHpa Yy MAMEHTOB C HAPYIICHWEM (QYHKIWHU IEYCHU CPEIHEU U
TSKEJIONW CTETNIEHU MPOTUBOIIOKA3aHO.

C€THu

Jlemu ¢ maccoti mena om 14 0o 20 ke

Pexomenayemast no3a cocrasisier 300 mr B cytku: 150 mr aBa pasa B cyTku, wim 300 Mr oauH pa3
B CYTKH.

[Ipumenenne mpemnapara B opme TabIETOK MPOTUBOIOKA3aHO y JETEH C Maccoil Teia MeHee
14 xr. [lng Ha3HAYEeHUS JETSIM ¢ Maccoi Tena MeHee 14 Kr mpemnapar A0CTyIneH B hopMe pacTBOpa
JUTS IpYeéMa BHYTPb.

Jlemu ¢ maccoui mena om 20 ke 0o 25 ke
Pexomennyemas noza cocrasisier 450 mr B cytku: 150 mr yrpom u 300 mr Beuepom, uin 450 mr
OJIMH Pa3 B CYTKHU.

Jlemu ¢ maccoti mena b6onee 25 ke
PesxuM o3upoBanus y JeTel ¢ Macco Tena 6osee 25 K COOTBETCTBYET PEXKUMY JO3UPOBAHUS Y
B3POCIIBIX.

Crioco6 nmpuMeHeHus

[Ipenapat abakaBupa MPUHUMAETCS BHYTPb, HE3aBHCUMO OT Ipuema numy. Jis obecriedeHus
TOYHOCTH J03MPOBaHUS IpenapaTa TableTKy(-u) peKOMEHIYeTCsl IPOIIaThiBaTh MOJHOCTHIO, HE
u3Menpyas. [lanmenTam, y KOTOpBIX IPOIJIaThIBaHUE TaOJIETOK BBI3BIBAET TPYAHOCTH, HA3HAYAIOT
npenapat abakaBupa B BHJAE pacTBOpa JUIsl IpHeMa BHYTpb. B KauecTBe ajbTepHATHBBI
JIOTIyCKaeTCsl M3MesbueHue TalleTok ¢ J00aBleHMEM HX K HEOOJbUIOMY KOJUYECTBY
HOJIYTBEPON MUIIM MITH SKUAKOCTH. Bece KomMuecTBO MosyueHHON cMecH HE0OXO0JMMO MPUHSATh
BHYTPb HE3aMEUIUTEIBHO.

[Ipu nepexone OT pexkrma npremMa iBa pa3a B CYTKH K PEKUMY IPUEMA OJIH pa3 B CYTKH CJIEAYET
MPUHSTH TIEPBYI0 PEKOMEHAYEMYIO OJTHOKPATHYIO 103y (KaK OMHCAHO BBIIIE) MPUMEPHO Yepes
12 4 mocne mocneaHe MPUHATON T03bI 110 PEKUMY JBYKPATHOTO MPUEMa, a 3aT€M MPOI0JIKATh
MPUHUMATH PEKOMEHAYEMYIO0 OJHOKPATHYIO 103y (KakK OMKCAHO BBILIE) MPUMEPHO Kaxble 24 4.
[Ipu BO3BpaTe Kk pexuMy IpueMa JBa pa3a B CYTKHU CIEAYET MPUHITh NEPBYI0 PEKOMEHIYEMYIO
703y 1O PEKUMY JABYKPATHOTO IMpUEMa NPUMEPHO 4Yepe3 24 4 mocie MmociaeAHell MpPUHATOU
OJHOKPATHOM JT03BI.

4.3  IIporuBomoka3aHus

e [UMep4yBCTBUTEIBHOCTh K abakaBUpy WIM K IJOOOMY K3 BCIOMOTAaTENbHBIX BEIIECTB,
MEepPEUHCIICHHBIX B pazzaene 6.1;

e Jletu c maccoii Tena MmeHee 14 Kr (1715 JaHHOMH JIeKapcTBEHHOU (hOpMBI);

e [leueHodHast HEJOCTATOYHOCTH CPEAHEN U TspKenou crenenu (kmace B u C o mkane Yaitn-
[Tpt0), B CBSI3M C OTCYTCTBHEM KIMHUYECKUX JAHHBIX M PEKOMEHJOBAHHOTO peXHMa
JIO3UPOBAHUS;

o [ledeHouHas HEAOCTATOYHOCTH JIETKOH crerneHu (kinacc A mo mkane Yaiina-I1si0), B cBs3H ¢
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HEBO3MOXKHOCTBIO 0OECIICUNTh PEXKIM JO3HPOBAHHS. MNOCNEOOBATENBHOCTE 0001)

4.4  Oco0Oble yka3zaHusi 1 MePbI IPEIOCTOPOKHOCTH MPU MPUMEHEHUH

['MIIep4YyBCTBUTEIBHOCTD

[Ipumenenne  mpemapara  abakaBUpa  CBS3aHO C  PUCKOM  Pa3BUTHS  PEAKIUU
runepuyBcTBuTenbHOCTH (PI'Y), XapakTepu3yromuxcs MOsSBICHUEM JTMXOPAIKH W/WIH CHIIH C
JPYTUMH CUMIITOMaMH, YKa3bIBaIOIIUMHU Ha TMoJHopranHoe nmopaxenue. PI'Y moryt yrpoxartb
JKU3HU U B PEIKUX CIIydasX MPUBOJUTH K JETAIBHOMY MCXOJY MpPH OTCYTCTBHM HAJICKAIIETO
nedenus. Puck pa3zsutus PI'Y npu npuMeHeHnn npernapaTta abakaBupa 3HAYUTEIIBHO MOBBIIICH Y
NAIMEHTOB C MOJOXHUTEIBHBIM PE3yJIbTaTOM TecTa Ha Hanmuuue amiens HLA-B*5701. Bmecre ¢
teM, PI'H x abakaBupy HaOII01aTMCh C 00JIee HU3KON YacTOTOM y MAallMEHTOB, HE SBJISIOIINUXCS
HOCHUTEJIIMU 3TOr'0 ajlIes.

CruenyeT npuaSpKUBAThCSA CISAYIOIMX ITPABHII

e Craryc B otHomeHun amwienss HLA-B*5701 nmomkeH ObITh YCTaHOBJICH B 005S3aTEIbHOM
MOPsIZIKE 10 HavyaJia Tepanuu mpenaparoM abakaBupa.

e Hu npu xakux oOCTOATENbCTBAX HE CIEAYyeT HauMHATh JIeUeHHUE MpernapatoM abakaBupa y
MAIMEHTOB C MOJOXKUTEIbHBIM CTaTycoM B oTHoIIeHuu ayiens HLA-B*5701 unu y mannenToB
C OTpUIIATENIBHBIM cTaTycoM B oTHomeHn HLA-B*5701, y koTopbIX paHee Obliia 3a1mo03peHa
PI'Y k aGakaBupy BO BpeMs MpUMEHEHHS abaKkaBUP-COEPKAILIETO JIEKapCTBEHHOTO Mpenapara
(nanpumep, Kusekca, Tpususup®).

e [Ipu monmo3pennu Ha PI'Y Tepamus mnpenaparom abakaBupa HOJDKHA OBITh HEMEIJIEHHO
nmpekpaiieHa aaxe B ciydae oTcyrcTBus amnens HLA-B*5701. 3amepxka mpexpaiineHus
Tepanuu InpenapaToMm abakaBupa rnociae Bo3HMKHOBeHUs PI'U MokeT mpuBECTH K pPa3BUTHIO
YIpOKaroue )KU3HU PEaKLIUH.

e [locne mpekpaieHus JiedeHus rpenaparoM adakaBupa 1o npuyuHe noao3penus Ha PI'Y aHu
IIPU KaKUX O0OCTOSATEIHCTBAX HEJB3s1 BO3OOHOBIISTH MPUMEHEHUE MperapaTa adakaBupa WIH
T00BIX IPYTHUX JIEKAaPCTBEHHBIX IpenapaToB, cojepkammx abakaBup (Hampumep, Kusekca,
Tpuzusup®).

e Bo0300HOBIEHHE MpPUMEHEHUS MpernapaToB, COAepKalUX abakaBUp, MOCIE MOA03PEeBaEMO
PI'Y na abakaBUp MOKET MPHUBECTH K OBICTPOMY BO3BPAIICHHIO CUMIOTOMOB B TEUEHHUE
HecKoJbkuX 4acoB. [losropuas PI'Y, kak mpaBuiio, mpoTekaeT B OoJiee Tshkenon Gopme, uem
MIPU IEPBUYHOM MPOSIBICHUU, U MOKET COIPOBOK/IATHCS YIPOXKAIOLIEH KU3HU apTepUaTbHOM
TUIIOTEH3UEN U JIETAIbHBIM UCXOJIOM.

o [lammenTtoB, y KoTopbiX pa3Buiach PI'U, ciemyer mMpOMHCTPYKTHPOBATH O HEOOXOAMMOCTH
nepesayd OCTaTKOB IpernapaTta abakaBupa JieyalleMy Bpady BO H30ekaHUE BO30OHOBIEHUS
npueMa abakaBupa.

Knunnyeckas kaptuna PI'Y k abakaBupy

PT'Y x abaxaBupy ObUIM XOPOILIO 0XapaKTEPU30BAHbI B paMKaxX KJIMHUUYECKHUX MCCIET0BaHUN U BO
BpeMs OCTPETUCTPALIMOHHOTO Ha001eHHsT. CUMITTOMBI OOBIYHO MOSBIISUTUCH B TE€UEHUE EPBBIX
6 Hexenb (MeouaHa BpeMEHM Hayaia 3TOM peakuuu - 11 cyTok) mocie Havajna Tepanuu
abakaBUPOM, OJIHAKO 3TH PEaKI[MH MOTYT pa3BHUBAThHCS B JIIOO0H MOMEHT NMPOBEJCHUS TEpPaIHH.
[Tpaktuecku Bce PI'Y k aGakaBupy BKIIOYAIOT JUXOPAAKY W/WIM ChIIIb KaK 4acTh CHHJIIPOMA.
Jlpyrue mpu3HAaKM M CHUMIITOMBI, KOTOpble HaOmoganuch npu PI'Y k abakaBupy, BKIIOYAIOT
CHUMIITOMBI CO CTOPOHBI OPTaHOB JBIXaHUS MU JKEIYJOYHO-KHUIIEYHOTO TPAaKTa, KOTOPHIE MOTYT
npuBecTH K ommbouyHoi auarHoctuke PI'YU kak pecnupartopHoro 3aboneBaHusi (THEBMOHHH,
OpoHnxurta, (hapuHTUTA) WIK TacTpodHTepuTa. [Ipu npoaokeHun JedeHus: TSKECTh CUMITOMOB,
cBsa3aHHbIX ¢ PI'Y, HapacTaeTr, 1 OHM MOTYT NPUHUMAaTh YIpOXKAIOIIMN >KU3HU Xxapakrep. Kax
MIPAaBUJIO, 3TU CHUMIITOMBI HCYE3AI0T MOCIe MpeKpalleHus mpruema abakasupa. B peakux cimyyasx
y HalMeHTOB, IPEKPAaTUBIINX MprueM abakaBupa M0 UHBIM PUYKUHAM, 4eM cumnTomsl PT'Y, Taxoke
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Pa3BUBAIUCH YIPOXKAIOIIME )KU3HU PEAKLINHU B TEUCHUE HEL o kK Eor T 0e fid-Ho 3G HOBA S

Tepanuu abakaBUpoOM. B0300HOBICHHE JieUeHUsT a0aKaBHUPOM Yy TaKUX IMAIlMEHTOB CIEIyeT
IMPOBOAUTD TOJIBKO ITPU HAJTMYUU 6BICTpOI‘O A0CTYyIIa K MGHHHHHCKOﬁ IIOMOIIIH.

JlakToAaI/103 ¥ BEIpaKEHHAs TeNaTOMETallnus CO CTeaTO30M

HmeroTcs cooOIIeHUs O pa3BUTHH JAKTOAIH103a U BBIPAKEHHOM I'elaTOMErajIiy CO CTeaTO30M, B
TOM YHCIIE C JIETAIBHBIM HCXOJOM, BCIEACTBHE AHTUPETPOBHPYCHOM TEpamuy aHaJIOTaMH
HYKJICO3H/JIOB, BKJIIOUasi abakaBup, MPUHIMAEMBbIMHU KaK 110 OTJIEIbHOCTH, TaK U B KOMOMHanuu. B
OOJIBIIMHCTBE CIIy4acB TH OCJIOKHEHUS BO3HHKAIOT Y XECHIIMH. KIMHUYECKHMMHU NpH3HAKaMH
Pa3BUBAIOIIETOCS JIAKTOALN03a SBISIOTCA 00I1ast c1aboCTh, MOTEPS ANIEeTUTa, CTPEMUTEIbHAS
HEOOBSICHUMAsI MOTEPsT MAacChl Tella, HAPYLIEHUS CO CTOPOHBI JKETYIOYHO-KUIIEYHOTO TpPaKTa
(TomrHOTa, pBOTA, OOJIb B KHUBOTE), HAPYIICHUS CO CTOPOHBI JBIXaTEIbHONW CUCTEMBI (OJBIIIKA U
TaXUITHO?) WJIM HEBPOJOTMYECKHE CHMOTOMBI (BKIIOYAass MOTOPHYIO ci1abocTs). JlakToarmmos
XapaKTepU3yeTCsl BHICOKOH CMEPTHOCTHIO M MOXKET Pa3BUTHCS Ha (DOHE MMAHKPEATUTA, IIEYCHOYHOM
HEJIOCTATOYHOCTH WJIM TOYEYHOW HEJOCTaTOYHOCTH. JlakToammmos, Kak MpaBHIIO, pa3BUBAJICS
CIYCTSI HECKOJBKO MecsleB Tepanuu. Heo0XoauMo MNpeKpaTUTh TEpanuio aHaloraMu
HYKJICO3HJIOB B CITy4ae CUMIITOMAaTHYECKUX MPOSBICHUI THIEPIAKTATEMHH U METa00IMYECKOTO
aly103a/IakTOANNI03a, TMPOTPECCHPOBAHUS TENATOMETAINNA MM  OBICTPOTO  TMOBBIIICHHS
aKTUBHOCTH aMMHOTpaHcpepas. Cienyer cobunto1aTh OCTOPOKHOCTh IIPU IPUMEHEHUH ITpenapara
abakaBupa y JIOOBIX MAIMEHTOB (B OCOOCHHOCTH - JKEHIIMH C O)KUPEHHEM) C TelaTOMETaIHeH,
TelaTUTOM WM JPYTMMHM HW3BECTHBIMH (DaKTOpaMu pHUCKa IMOPaKEHUs TEYEHH M CTEaTO30M
neueHn (BKJIIOYAsh MPUMEHEHHE HEKOTOPBIX JIEKAPCTBEHHBIX NpEnapaToB M yHoTpeOieHue
asnikorouist). Ilanmentsl ¢ kouHgekuueil BupycoM remnatutra C, KOTOpbIE IOJIy4arOT JIeYEHUE
uHTephepoHoM anbha U puOaBUPUHOM, MOTYT HPEACTABIATH COO0I TPyHIy 0coOOTro pHCKa.
[TanmeHTsl ¢ MOBBIMICHHBIM PHCKOM TpeOyIOT TIIaTeidbHOro HaOmroxeHus. [Ipu mossieHun
KJIMHUYECKUX MM JTAOOpAaTOPHBIX MPU3HAKOB JIAKTOALUA03a C TEMaTUTOM Hiu 0e3 Hero (B ToM
YHCIIe TeaTOMETAINN M CTeaTo3a, JaXKe B OTCYTCTBUE 3HAYUTEIHHOTO TOBBIIICHHS aKTHBHOCTH
TpaHCAMHHA3) JICUCHHUE TpernaparoM abakaBupa HE0OX0IUMO MPUOCTAHOBUTD.

MuroxoHipuanbHas AMCHYHKIMS B Pe3ybTaTe BHYTPUYTPOOHOTO BO3ICHCTBUS

AHaJ0ry HyKJIEO3U0B U HYKJIEOTHJIOB CIIOCOOHBI BBI3bIBATh PA3JIMYHYIO CTENIEHb MOBPEXKICHUS
MHUTOXOH/IpH, 4TO Haubojee SIPKO MPOSBISAETCA MPU NMPUMEHEHHM CTaBYAWHA, AUJIAHO3MHA U
3UI0By/IMHA. bBbUM 3auKCHUpOBaHbI cllyyau MUTOXOHJApHalbHON auchynkumn y BHUY-
OTPHILIATENIbHBIX JIeTel, MOJBEPKEHHBIX BO3JCHCTBHUIO aHAJIOrOB HYKJIEO3UIO0B BHYTPHUYTPOOHO
U/WiM ocie poxieHus. OCHOBHBIMU HEXeNaTeIbHbIMU PEaKLUIMU SBIISJIUCH TEMATOIOTMYECKHE
HapyleHus (aHeMMs, HEHTpPONEHHus) M HapylleHus oOMeHa BelecTB (THIepiIaKTaTeMHUs,
runepiaunasemMus). JlaHHble HexenaTeNbHbIE PEAKIMM 4YacTo ObUIM TPAH3UTOPHBIMU. bbuin
3aperucTpUPOBAHbI PEAKHE HEBPOJIOIMYECKHE PACCTPOICTBA C MO3JHUM HAavyaaoM (MTOBBIIIEHHBIN
TOHYC MBIIIL, CYAOPOTrH, HApYyLUIEHUS MOBEIEHUs). SBISAIOTCS JIM JaHHBIE HEBPOJIOTMYECKUE
pacCTpOMCTBA TPAH3UTOPHBIMU WJIM IOCTOSHHBIMHM, B HACTOALIEE BPEMS HEU3BECTHO.
BepossTHOCTP MUTOXOHAPHUAIBHONW TUCHYHKLIUU CIELyeT paccMaTpuBaTh y JII0OOOro pedeHKa,
MOJIBEPraBILErocsi BHyTpUYTPOOHOMY BO3AECHCTBUIO aHAJIIOTaMH HYKJIEO3UI0B U HYKJIEOTHUIOB, C
BBIPQKCHHBIMU ~ KJIMHUYECKMMHU CUMIOTOMaMH  HESICHOW  ATHOJOTHMH, B  OCOOEHHOCTH
HEBPOJIOTMYECKUMHU paccTporcTBamu. IIpencraBieHHbIE NaHHBIE HE BIHAKOT Ha TEKyIIUe
HaI[MOHAJbHbIE PEKOMEHAINH MO NCIIOJIb30BaHUI0 aHTUPETPOBUPYCHOM Tepanuu y 6epeMeHHBIX
KEHILUH [T TPOopHIAKTUKN BepTHKaIbHON nepenaun BUY-unpexnuu.

Macca Tena 1 MeTaboIMYECKUE TapaMeTphl

Bo Bpems aHTHpPETPOBUPYCHOH TEpamuu MOMKET IPOUCXOAMTH YBEIMYEHUE MAacChl TEIa,
IMOBBIIICHHUEC KOHICHTpAIN CBIBOPOTOYHBIX JTUIIUI0B U I'NTFOKO3BI KPOBH. KOHTpOJ'II) 3a00JIeBaHUs
U U3MEHEHHUe 00pa3a *KU3HU TaKKe MOTYyT BHOCUTH BKJIAJ B ATOT Ipoliecc. B HEKOTOPBIX ciaydasx
ObLIH IMMOJIYYCHBI TaHHBIC, CBUACTCIILCTBYIOMUC O CBA3W IMOBBIMICHUA KOHLICHTPAIUU JIUIINIO0OB C
IIPOBOAMMOM TEpamueil, 0OJIHAKO HET BECKMX JI0Ka3aTEIbCTB OTHOCHUTEIBHO CBS3HM YBEINYEHHS
Macchl Tela € KakoW-1ubo KOHKpeTHOH Ttepanueil. CreayeT paccMOTpeTh HEOoO0XOJUMOCTh
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OIpENEICHUs] KOHLEHTPALUU CHIBOPOTOYHBI szt =l %ﬁb@lﬁ@bb@' THEQ);}MéHI/IH

JIUITUIHOTO oOMeHa HCO6XOI[I/IMO KOpPpEKTUPOBAaTh B COOTBETCTBHMU C KIMHHUYCCKUMU
IMPOSBJICHUSIMMU.

[Tankpeatut
beum  3aduKkcHpoBaHBI CIIydaW [MaHKpEAaTUTa, XOTS MPUYHMHHO-CICJCTBEHHAs CBS3b C

IMPUMCHCHHUECM a6aKaBHpa TOYHO HC YCTaHOBJICHA.

Tepanus, coaeprkalas TPA HYKJICO3UIHBIX MHTHOUTOpa 00parHoi tpanckpunrassl (HUOT)

VY mamueHTOB ¢ BBICOKMM ypOBHEM BHUpYycHOW Harpy3ku (> 100 000 korwmii/mir) HazHaueHUE
TPEXKOMITOHCHTHON KOMOWHAIIMH, COJEpKalleil abakaBup, JJAMUBYAWH W 3UIOBYAHH, TpeOyeT
0coboro paccMoTpeHusi. bbuiM mosyueHbl COOOIIEHUsI O BBICOKOM 4acTOTe BUPYCOJIOTMUYECKOM
HEy/auyd U BO3HUKHOBEHUHU PE3UCTEHTHOCTH HAa PAHHUX CTAAMUAX, KOTJIAa B KAa4ECTBE pexXUMa
Tepanuu OJUH pa3 B CyTKH MPUMEHsUIM KOMOMHAIMIO abakaBupa ¢ TeHO(POBHpA TU30MPOKCHUI
(dbymapaToM U JIAMUABYIHHOM.

3a0oJeBaHUs ICUCHH

OddexTuBHOCTh U OE30MACHOCTH Tpernapara abakaBupa HE ObUTH YCTAHOBJICHBI Y TAIICHTOB C
BBIDQKCHHBIMU  COINYTCTBYIOIUMH  3a00JieBaHUSAMH  TieueHW. [Ipemapar  abakaBupa
POTHBOINOKA3aH MAalMEHTaM C HapyleHHeM (YHKIMU TI€YCHH CPEIHEH U TSHKENOH cTerneHu. Y
NAIMEHTOB C H3HAYAIBHO MPUCYTCTBYIONIMM HapyIICHUEM ()YHKIIMH IEYCHHU, BKITIOYAsi aKTUBHYIO
q)OpMy XPOHHUYCCKOr'o remnarura, OTMEHYacTCsd YBCIUMUYCHUC YaCTOTBI HapyHIeHI/Iﬁ CO CTOpPOHBI
(GYHKIMU TIEYEeHU BO BpeMsi KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM Tepanuu. Takue manueHThl
JOJKHBI HaAXOJUTHCA 11O Ha6JIIOIleHI/I€M B COOTBCTCTBUU CO CTaHHapTHOﬁ KIIMHAYECKOU
npakTukoil. HeoOXomuMo paccMOTpETh BO3MOXHOCTh MPHUOCTAHOBIICHHSI WM TPEKPALICHUS
JICYCHUS IIPU HAJTMYKWHW IPHU3HAKOB YXYAUICHUA 3a00/1eBaHNs [IEYEHU Y Takux IManreHTOB.

ITaneHTs! ¢ CONYTCTBYIOIUM XPOHUYECKUM renatutoM B ninu C

[TarueHTsl € COMYTCTBYIOLIMM XpoHMYecKkMM rematutoM B wunm  C, mnomydaromue
KOMOUMHUPOBaHHYI0 aHTUPETPOBUPYCHYIO TEpaluio, I10/BEP)KEHbl IOBBILIEHHOMY PHCKY
Pa3BUTHUSA TSKEINIBIX M IIOTEHIMAIBHO JIETAIBHBIX HEXKENIATEIIbHBIX PEAKIIMK CO CTOPOHBI IICYECHHU.
B ciydae npoBeneHus: CONyTCTBYIONIEH IPOTUBOBUPYCHOM Tepanuu renaruta B wimm C cnenyer
0o0paTUTbCSI K COOTBETCTBYIOLIMM HMHCTPYKIMSAM MO HMPUMEHEHHIO JaHHBIX JIEKapCTBEHHBIX
[Ipenaparos.

3aboneBaHus IOYEK
[Ipenapatr abakaBupa HE MJOJDKEH HA3HA4aThCsl MAIlMEHTaM C TEPMHHAJIBHOM cTaauei
XPOHHUUYECKOW ITOYEYHON HEAOCTATOYHOCTH.

CHHIIPOM BOCCTaHOBJICHHSI IMMYHHTETA

Y BUY-uHQUUMPOBAHHBIX MAlMEHTOB C TSKEIbBIM UMMYHOAEC(PHUIIMTOM Ha MOMEHT Hadaja
KOMOMHHUPOBaHHOM aHTUPETPOBUPYCHO Tepanuy BO3MOKHO pa3BUTHE BOCHATUTEILHON peakliuu
Ha (oHE OECCUMNTOMHBIX ONMOPTYHUCTHUUECKUX MHPEKUUN WM UX OCTATOYHBIX SIBJICHUH, YTO
MOYET CTaTh MPUYMHON CEPbE3HOr0 YXYALICHUS COCTOSHUS WIH YCYT'yOJeHHMs CUMITOMATHKH.
OOBIYHO 3TH pEaKIMM BO3HHUKAIOT B TEUEHME NMEPBBIX HECKOJIBKUX HEJENb UM MECSIEB MOoCie
Hayana KOMOMHHPOBAHHOW aHTHPETPOBUPYCHOHM Tepanmuu. THUNUYHBIMU MpPUMEpaMH SBISIOTCS
UTOMETAJIOBUPYCHBIM PETUHUT, T€HEepaM30BaHHAs HW/WIKM ouaroBas WH(EKIMs, BbI3BaHHas
MHUKOOAKTEpUsMH, W THEBMOHHMA, BBbI3BaHHAs Pneumocystis jirovecii (Takke M3BECTHA Kak
nueBMonrctHas mHeBMoHwus, [II1). IlosiBmeHue mOOBIX CHUMNITOMOB BOCHAJICHHS TpeOyeT
HEMEJJIEHHOTO 00CJIe/IOBaHuUS U, IPU HEOOXOIUMOCTH, JICUCHHS.

AyTouMMyHHBIE 3a0ojeBaHusl (Takue Kak Oose3Hb ['peiiBca) Takxke HaOmoganuch Ha (oHe
BOCCTAHOBJIEHMSI MMMYHUTETa, OJHAKO BpeMs IEPBUYHBIX INPOSBICHUM BapbUpOBAJO, U
3a00JIeBaHNE MOTJIO BO3HUKATh Yepe3 MHOTO MECSIIEB I1OCIIE Havyajla Tepanuu.

OcTeoHekpo3
HecmoTpst Ha TO, YTO 3THONOTUS TaHHOTO 3a00JieBaHUS SABIIAETCS MHOTO(aKTOPHON (BKItOuas
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pHEeM TIIOKOKOPTHKOCTEPOUIOB, YHMOTpeOIeHue am%&%f;ﬁ-,l E%ﬂé”ﬁﬁk&n&yﬁp%dm,

BBICOKMI MHJIEKC MAcChl TeNa), Cllydyal OCTEOHEKPO3a Yallle BCEro BCTPEYAIUCh y MAlMEHTOB Ha
npoaBuHyTOM cragun BUY-undekunn n/wnu JUIMTENbHO MPUHUMAIONIMX KOMOMHUPOBAHHYIO
aHTUPETPOBUPYCHYIO Tepamnuto. [lanrentam cienyer 0OpaTUThCA K Bpady, €CJIM OHU UCIIBITHIBAIOT
00JIM ¥ CKOBAaHHOCTb B CyCTaBaX WJIM TPYJHOCTU IIPU JBUKECHUH.

OnnopTyYHUCTUYECKHE HHGMEKIINU

[IpumeneHnue mpernapara abakaBUpa WU JIIOOBIX JPYTUX aHTUPETPOBHPYCHBIX MpEmapaToB HE
HCKIIFOYAaeT BO3MOYKHOCTh Pa3BUTHUS ONMIMOPTYHHUCTHYCCKUX WH(PEKIIUN WM APYTUX OCIONKHEHUN
BUY-undexnuu, mo3roMy HanueHTH JODKHBI OCTaBAaTHCS MOJ CTPOTUM HaOJIIOJEHUEM Bpaya,
UMeIoIIIero onbIT JieueHuss BUY-accormmupoBaHHbIX 3a001€BaHUH.

IIepenaua BUY-undexun

XoT4 ObUIO JOKa3aHO, 4TO 3PPEKTUBHOE MOJIABIEHUE BUPYCa C IOMOIIbIO aHTUPETPOBUPYCHON
TEpaluu CyILIECTBEHHO CHIKAeT puck nepenayu BUY npyrum sroasm npu 1osjaoBbIX KOHTAKTAX,
UCKJIIOYaTh 3TOT PHUCK IOJIHOCTBIO Henb3s. Crenyer coOmroiaTh COOTBETCTBYIOIIUE MEpPhI
IIPEAOCTOPOKHOCTH IS IIpenoTBpalieHus nepenaun BIY.

Hudapkr Muokapsa

B Heckonbkux HaOMIOAATENBHBIX OSMHUJEMHUOJOTHYECKUMX HCCIIEIOBAaHUAX COOOIIAIOCh O
B3aMMOCBSI3M MEKIY IPUMEHEHHEM abakaBupa U PUCKOM pa3BUTUs MH(papKTa MUokapaa. Merta-
aHaJIu3 JAHHBIX, IIOJYYEHHBIX B PaHJOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX KIMHUYECKHUX
UCCIIEIOBaHMSIX, HE IT0Ka3aJl MOBBIIIEHUE PUCKa Pa3BUTUS MH(pApKTa MUOKapAa IPpU IPUMEHEHUU
abaxaBupa. /1o HacTOSIIIEr0O MOMEHTA HE YCTAHOBJIEH OMOJIOrMYECKUA MEXaHU3M, TI03BOJISIOLIUI
OOBSICHUTh MOTEHIMAJIbHOE MOBBIIIEHUE PUCKA. B 11€10M, AOCTYIHBIE AaHHBIE, MTOJyYCHHbIE B
HAOJIIO/IaTENIbHBIX HMCCIIEAOBAHUAX U B KOHTPOJUPYEMBIX KIMHUYECKUX HCCIIEIOBAHUSX,
HECKOJIbKO IPOTHBOPEYMBBI U TaKMM OOpa3oM HE MO3BOJISIIOT CHENaTh BBIBOA O MPUYHUHHO-
CJICZICTBEHHOW CBSI3M MEXIY Tepanueil abakaBUpOM M PUCKOM pa3BHUTHSI WH(pAPKTa MHUOKap/a.
[Ipy Ha3zHaueHuM mpenapara abakaBupa CieIyeT NPUHATb MEpbl JUIsI MUHUMM3ALUM BCeX
NOJJAIOIINXCA W3MEHEHUI0 (AKTOpoB (HampuUMep, KypeHue, apTepuaibHas TUIEPTEH3US U
TUIEPIIMIUAEMUS ).

45  B3aumopgeiicTBHe C JPYIrMMHM JIeKAPCTBEHHbIMH NpenapaTamMM W JApyrue BHABI
B3aHMO/AeliCTBUA

UccnenoBanus in Vitr0o m aHaau3 OCHOBHBIX M3BECTHBIX IMyTel MeTaboim3ma abakaBHpa
YKa3bIBaIOT HAa TO, YTO €ro B3aMMOJIEHCTBHE C JAPYTHMH JIEKapCTBEHHBIMH IpenapaTamH,
onocpenoBanHeie un3opepmentom CYP3A4 cuctembl mutoxpoma Pasp, MamoBeposTHO.
Nzodepment CYP3A4 cuctemsl iuToxpoma Pasp He urpaeT 3HAYMMOW pOJH B MeTaboimm3Me
abakaBupa, W abakaBUp He 00JIaJJaeT CHOCOOHOCTbIO K MHTMOMPOBAHMIO MeTaboJIM3Ma ¢
yuactuem n3opepmernta CYP3A4 cuctemsl iuroxpoma Paso. B nccnenoBanmsix in vitro taxke
NOKa3zaHo, 4To abakaBup He nuHruoupyet nzopepmentsl CYP3A4, CYP2C9 unu CYP2D6 B
KJIMHUYECKU 3HAYUMBIX KOHIIEHTpanusx. KinnHndeckue uccieqoBaHms He BRISIBUIN HHIYKIIUA
merabonu3ma B medeHH. Takum  oOpa3zoMm,  B3auMojelcTBUe  abakaBupa C
AHTUPETPOBUPYCHBIMU HWHTHOWTOpamu mpoTeassl BUY u japyrumm  nekapCTBEHHBIMHU
npernaparaMy, MeTadoJIu3M KOTOPBIX MPOUCXOJUT MPH yYaCTUU OCHOBHBIX H30()EPMEHTOB
cucTeMbl mutToxpoma Paso, MmaoBeposiTHO. KirHIYecKue necneoBaHus MOKa3ail OTCYTCTBHE
KJIMHUYECKH 3HAYMMBIX B3aUMOICHCTBHUI Mex 1y a0akaBUPOM, 3UJOBYTUH OM U JJaAMUBYIHUHOM.
Mominble HHAYKTOPHI (hepMEHTOB, Takhe Kak pudamMnunuH, GeHodapOuTan u GEeHUTOUH, pu
ux BozjxedcTBuM Ha Y ®P-rmokypoHuiTpaHcdepasy MOryT HE3HAUUTEIbHO YMEHBIIATh
KOHIIEHTpAIMIO abaKkaBupa B IJIa3Me KPOBH.

JIekapCTBEHHBIE B3aMMOICHCTBHS, CBSI3aHHEIC C a6aKaBI/IDOM

Omanon
[Ipu coBMeCTHOM NpPUMEHEHHHM STaHOJ OKa3bIBaeT BIWSHHE Ha MeTaboIM3M abakaBHpa,
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npuBoas k yBenunueHuto AUC abakaBupa npuyepHo udl M0 54 %@E@M%—I W& edithldres

KJINHUYECKH 3HaYMMBIMHU. Ha MeTaOoIn3M 3TanoIa a6aKaBHp HE BJIUSCT.

Memaoon

[To nanHBIM (papMaKOKMHETHYECKOTO HCCIEJOBAaHUS NpHU MpPUMEHEHUH abakaBupa B J103€
600 mr nBa paza B CyTKH COBMECTHO C METQJIOHOM OTMeuaaoch CHIKEeHHE Cmax abakaBupa Ha
35 % u 3amepxka tmax Ha 1 4, ogHako AUC He u3Mensnack. M3MeHeHus: papMaKOKWHETUKH
abakaBHpa HE CUUTAKOTCS KIMHUYECKH 3HAUYMMBIMH. B NaHHOM HCCieloBaHWU abakaBHUp
MOBBIIIAN CPETHUM CHCTEMHBIN KiMpeHe MmeTagoHna Ha 22 %. [ToaTomy uHAyKIus GepMeHTOB,
METa0OIU3HPYIONINX JEKAPCTBEHHBIC Mpenaparbl, He MOXET ObITh MCKIIOYeHA. [lalueHTsl,
MOJIYYaIoIIHe JICYCHNE METAIOHOM U a0aKaBHPOM, JOJDKHBI HAXOAUTHCS T0J1 HAOII0ACHHEM B
CBSI3M C BO3MOXXHOCTBIO Pa3BHTHsI CHHApPOMAa OTMEHBI, HPOSBIISIONICTOCS TPH CHIKCHUU
JIO3UPOBKH, ITIOCKOJBKY B HEKOTOPBIX CIIy4asX MOXET BO3HUKAThb HEOOXOAMMOCTH B
MOBTOPHOM THTPOBAaHUHU JIO3bI METAIOHA.

Pemunouowi
Perunounnsie COEIUHEHUSA BBIBOISITCS C ydacTueM QJTKOTOJIbJIETUIPOTECHA3BI.
B3aumoseiicTBrie ¢ abakaBUPOM BO3MOKHO, OJTHAKO J0 HACTOSIIETO BPEMEHH HE M3y4ajiocCh.

46  @epTHIBHOCTDH, 0€PEMEHHOCTH H JIAKTAIUS

bepemeHHOCTD
Kaxk npaBumo, npu NpuHATHH pelieHus 00 UCMOIb30BaHUU aHTHUPETPOBUPYCHBIX MpENaparoB

it neaennst BUY-undexnnn y 6epeMeHHbIX KeHIUH U, KaK CIIEJICTBUE, 11 CHI)KEHUS pUCKa
BepTUKaNbHON mnepenaun BUY-uHpexkunn HOBOPOXKIECHHOMY CIEIyeT YUYHUTHIBATH JlaHHBIE
UCCJICIOBAHNN HA JKMBOTHBIX, a TaK)K€ KIMHUYECKUU ONBIT NMPUMEHEHHUs Yy OepeMEHHBIX
xeHIMH. MccnenoBanus mo mpuMeHEHUI0 abakaBHUpa y JKUBOTHBIX NPOJAEMOHCTPUPOBAIU
TOKCHYECKOE BO3/ICHCTBHE HA Pa3BUBAIOIIMIICS YMOPUOH U TUIOJ Y KPBIC, OJJHAKO y KPOJIUKOB
naHHbIA 3¢ dexT He Habmoaanca. Kak Obulo moka3zaHo B XO/€ UCCIEAOBAHUM Ha )KUBOTHBIX,
abakaBHp CIOCOOCH MPOSIBIATH KaHIEPOTeHHBbIE cBOWcTBa. KimHMYecKass 3HAYUMMOCTh ITHUX
JAHHBIX HEW3BECTHA. BBIIO yCTaHOBIEHO, YTO y YEJOBEKAa BO3MOXHO IPOHUKHOBEHHE
abakaBupa W/WJIM €ro MeTa0OJUTOB uepe3 IUIalleHTy. B wuccienoBaHUsSX IO OLEHKE
npUMeHeHUs abakaBupa y OepeMeHHBbIX *eHIIMH Oonee 800 McXoq0B GEpeMEHHOCTH IHocie
NPUMEHEHHUS BO BpeMs mnepBoro tpumectpa u 6osiee 1000 mcxomoB OepeMEHHOCTH MOcCie
OPUMEHEHHUSI BO BpPEMS BTOPOIO U TPEThEro TPUMECTpPa MPOJAEMOHCTPUPOBAIU OTCYTCTBUE
ManbGhOpMaTUBHOTO U  (eTalbHOTO/HEOHATaIbHOTO  Bo3faelicTBus. Ha  ocHoBanuu
BBIIIEU3JI0KEHHBIX JAaHHBIX MOKHO C/IeJIaTh BBIBOJ O TOM, UTO IPU NPUMEHEHUHU abakaBUpa y
YEJIOBEKAa PUCK BPOKJIECHHBIX MATOJIOTHIA MaIOBEPOSTEH.

Mumoxonopuanvras oucynkyus

B uccrienoBanusx in Vitro u in Vivo 66110 MPOIEMOHCTPHUPOBAHO, YTO aHAIOTH HYKJICO3UI0B U
HYKJICOTHJIOB CIIOCOOHBI BBI3BIBATH MOBPEKJICHUS MUTOXOHAPHUHA PA3TUYHOW CTeNeHU. bputn
3aperuCTPUPOBAHBI COOOIIEHHS] O MUTOXOHApHUANbHOU nucPyHkuun y BUY-orpunarenbHbIx
JeTel, TOJBEPTHYTHIX BO3JCHCTBHIO aHAJIOTOB HYKIJICO3UJIOB BHYTPUYTPOOHO W/WIIH B
MOCJIEPOJIOBOM TIEPHUO/IE.

JlakTarms
AbGakaBup U ero MeTaboIUTHI MPOHUKAIOT B MOJIOKO Y KOPMSIIUX KpbIc. AOakaBHp Takke

IIPOHUKAET B IPYIHOE MOJIOKO y UeioBeKa. JlaHHbsle 0 6e30MmacHOCTH MPUMEHEHNs abakaBupa
y JeTel B BO3pacTe MiIaJilie TpeX MecsleB OTCYTCTBYIOT. BUU-uH(puUIHpOBaHHBIM KEHIMHAM
HU TIPU KaKUX OOCTOSITENIbCTBaX HE PEKOMEHAYETCS MPOBOIUTH TPYAHOE BCKApMIIMBAHHE BO
u3z0exanue nepenaun BUY pebenky.

DepTHIILHOCTE
Pe3ynbTaThl Mccae0BaHUN Ha )KUBOTHBIX TTOKA3alH, 4TO abakaBUp HE OKa3bIBAET BIMSIHUE Ha
GepTHIBLHOCTD.
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(NOCNEQOBATENEHOCTE 0001)

4.7  BuusiHMe HA CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHU CPeICTBAMHU M padoTath ¢
MeXaHH3MaMHU

HccnenoBanus 1o OLEHKE BIMSHHS abakaBupa Ha CIIOCOOHOCTH YHPaBJSATh TPAHCIIOPTHBIMU
cpencTBaMM M paboTaTh ¢ MEXaHU3MaMH HE MPOBOIUIIUCE.

4.8 HexenaTebHbIe peakuuu

Pestome npoduiis OezonacHocTu

JIJ11 MHOTHX 3aperuCTpUPOBAaHHBIX HEXKEIATECIIBHBIX PEAKLIUI OCTAETCSl HESICHBIM, CBSA3AaHO JIM UX
pa3BUTHE C MPHMEHEHHEM IIpernapara adakaBHpa JHOO MIUPOKOTO CIEKTPa JIEKApCTBEHHBIX
IpenapaToB, IpUMeHsAeMbIX Ui JeueHust BUY-undexunn, wim xe OHU SBISIOTCS NPOSIBIEHUEM
OCHOBHOTO 3a00JieBaHMsI. MHOTHE U3 IEPEUNCIICHHBIX HI)KE HeXeNaTeIbHbIX Peaklnil (TOIIHOTA,
pBOTa, Juapesi, JMXOpajaKa, COHJIMBOCTb, CBbIIIb) 4YacTO pPAa3BUBAIOTCS Yy MAIUEHTOB C
runepuysctButenbHocThi0 (PI'Y) k abakaBupy. IlosToMy npu mnosiBaeHHM JF0OOTO U3 3THX
CUMIITOMOB IIOKa3aHo THIATEJIBHOE o0cieoBaHue HanueHTa Ha HaJIu4ue
TUIEPYYBCTBUTEIBHOCTU. bBbUIM 3aperucTpupoBaHbl OUYEHb PEAKHE Cllydad IOJIUMOPQHON
9KCCYIAaTUBHOM 3pUTEMBI, cuHapoma CtuBeHca-/[)KOHCOHA WIIM TOKCHUUYECKOTO 3IUAEPMaIbHOIO
HEKPOJIN3a, B KOTOPBIX HEJB3s ObUT0 UCKIIouuTh PI'Y k abakaBupy. B Takux ciaydasx He00X01uMo
IOPEKpaTUTh MPUEM JICKApCTBEHHBIX IpenapaToB, cojepiKauux abakaBup, 0€3 BO3MOXKHOCTH
BO300HOBJICHHUS.

Pe3toMe HeKeNnaTeNIbHBIX PEaKIHii

MHorue HeXeIaTeIbHbIC PEAKIIMK HE SIBIISIOTCS OIPAaHMYMBAIOIINMU JICUCHUE.

[To nmanabiM BcemupHoii opranmsanuu 3apaBooxpanenusi (BO3) HexenarenbHble dPQPEKTHI
KJIaccu(UIMPOBAHBI B COOTBETCTBUHU C UX YaCTOTOM Pa3BUTHS CJICIYIOIIUM 00pa3oM:

odeHb yacto (> 1/10), wacto (> 1/100, Ho <1/10), Hewacto (> 1/1000, nHo <1/100), peako

(> 1/10000, wo <1/1000), ouensr peaxo (<1/10000), yacrora HeW3BeCTHA — IO HMMEIOIIMMCS
JTAHHBIM YCTAHOBHTB YaCTOTY BOZHUKHOBEHHS HE MPECTABIISIIOCH BO3MOKHBIM.

HapymeHuﬂ CO CMOpPOHbL obmena sewecme u numaHuA
Yacro - MOTeps allllCTUTA; OYCHb PCAKO - JIAKTOALIUJ03.

Hapywenus co cmoponvl nepenoti cucmemol
Yacro - ronoBHas 00Ib.

Hapywenus co cmoponvl s1ceny0ouno-Kumeuno2o mpaxkma
Yacro - TOIHOTA, pBOTA, AMAPES; PEAKO - TAaHKPEATHT.

Hapywenus co cmoponsl Kodtcu u noOOKONCHbIX MKAHeL

Yacto - ceimb (MpU OTCYTCTBUU CHCTEMHBIX MPOSBIEHUN); OYEHb pEAKO - MoIuMopdHas
JKCCydaTUBHasg dputema, cuHaApoM CTuBeHca-/[PKOHCOHA, TOKCHYECKHN AIUIEepPMaTbHBINA
HEKPOJIN3.

Obwue paccmpoticmea u HapyuleHus 8 Mmecme 66e0eHuUs
Yacro - nuxopajka, COHIMBOCTh, yTOMIISIEMOCTb.

Omnwmcague OTACIBHBIX HCXKCIIATCIbHBIX DeaKHI/Iﬁ

Peaxyuu eunepuyecmsumenvnocmu k abaxasupy

[Tpu3Haku U CUMIITOMBI peakiuu runepuyBcTBUTEIbHOCTH (PTY) mpuBenens! Huxke. /[anHbie
NMpPU3HAKA W CHUMIITOMBI BBISIBJICHBI BO BpEeMs KIMHUYECKUX HCCIECIOBAHUN WIH TIPH
MOCTPETUCTPAlMOHHOM HaOmoneHnn. CHUMNOTOMBI W TPU3HAKH, 3apETUCTPUPOBAHHEBIE He
MeHee yeM y 10 % namuentoB ¢ PT'U, BeIeneHbl MOMYKUPHBIM MPUPTOM.

[Ipaktuuecku y Bcex manueHtoB ¢ PI'U pasBuBaroTcs auxopaaka W/UIU CHIIb (OOBIYHO
MaKyJonamnyjae3Hasl WIH YpTUKapHasi) Kak 4acTh CHHIPOMA, OJHAKO PEAKIIMU TaKKE MOTYT
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npoTekaTh 0e3 ChINU WK JUX0paaku. Jpyrue beHoBHINE eimlFrotrt Bk oIS P FOME co

CTOPOHEI KETYAOUYHO-KHUIICYHOT'O TPAKTA, )IBIX&TGJ'IBHOI\/'I CHCTEMbI HJIM CUCTEMHBIC CUMIITOMBI,
TaKM€ KaK COHJIMBOCTb U HCAOMOI'aHUC.

Hapywenus co cmoponwl Kodtcu 1 nOOKOINCHbIX MKAHell
Crpinb (00BIYHO MaKYyJIONAITYJIE3HAS UM YPTHKAPHAS).

Hapywenus co cmoponul diceny0ouno-Kumeunoco mpaxma
TomHoTa, pBOTA, 1HApeEs, 00Jb B dKMBOTE, U3bSI3BICHUE CIU3UCTON 000IOUKHU pTaA.

Hapywenus co cmoponsl ObixamenbHOU cucmemsl Op2aHo8 2pyOHOU KIemKU U CPe0OCmeHUs
Oaplmka, kamejab, 00JIb B TIoOpiie, PECHUPATOPHBIM AUCTPECC-CUHAPOM B3pOCIBIX,
JbIXaTelbHasi HeJOCTaTOYHOCTbD.

Hapywenus co cmopoHvl HepHOU cucmembl/ncuxuxu
I'onoBHas 6041b, TapecTe3us.

Hapywenus co cmoponbvl kposu u iumgamuyeckou cucmembl
Jlumdonenus.

Hapywenus co cmoponul neuenu u y#cenuesbleo0auux nymeti
[loBbllleHHEe OMOXMMHUYECKHX MOKa3aTeseil (YHKIUM TeYeHH, TElaTHT, MeYyeHOUHas
HEJIOCTaTOYHOCTb.

Hapywenus co cmoponul ckenemno-muludeyHou 1 cOeOUHUmenbHOU mKanu
Mmuanarus, peJIko MHOJIU3, apTPAIITHs, TOBBIIIEHNE aKTUBHOCTH KPeaTHH(POCPOKUHAZHI.

HapymeHuﬂ CO CNOpPOHbL NOYEK U MOH€6b1606}lu41/lx nymeii
IToBrIIICHTE KOHIOCHTpAMH KPpCAaTUHWHA, [TOYCYHasA HEAOCTATOYHOCTD.

Obwue paccmpoiicmea u HapyuieHus 8 Mmecme 66e0eHUs

JIuxopaaka, COHJIMBOCTb, HeAOMOTraHWe, OTEKH, JuMdaneHonaTusi, apTepuagbHas
TUIOTEH3Us, KOHBIOHKTUBUT, aHAPUIAKTUUECKUE PEaKLUU.

CumnTomsl, cBsi3aHHble ¢ JaHHOW PI'Y, yxynmamoTcs npu NpoAOKEHUU TEpAnud U MOTYT
IIPUHUMATh YIPOKAIOIINHI )KM3HU XapaKTep, B PEAKUX CIydasX OHU NPUBOJUIIN K JIETAJLHOMY
HUCXONY.

Bozo6HoBnenne mnpuema mnpenapara abakaBupa mnocie PI'Y Ha aOakaBup NPUBOAMT K
OBICTPOMY MOBTOPHOMY MOSIBJIEHUIO CHUMIITOMOB B T€UEHHE HECKOJbKUX yacoB. [loBTopHas
PI'Y o6b1uHO mpoTekaeT B Oosee Tsxkenon popMe, 4eM MpHU MEPBUYHOM MPOSBIECHUHU, U MOXKET
BKJIFOYATh YTPOJKAOIIYIO JKM3HU apTEPUAIBHYIO THIIOTEH3HUIO WU JIETAIBHBIA UCXOA. B psane
clly4aeB MOJ00HBIE peaklUU TAaK)Ke€ BO3HMKAIM MPU BO30OHOBIEHUHU TEpaNMM IpernapaToM
abakaBupa MOCJIE €ro OTMEHbI, BBI3BAHHON MOSBIEHHEM OJIHOIO M3 OCHOBHBIX CHMIITOMOB
TUIEPUYYBCTBUTEIBHOCTH (CM. BBILIE), U B OYEHb PEAKUX CIydasX peakluy HaOIoAalnuch Npu
BO300HOBJIEHMH IPUMEHEHHUS Ipernapara abakaBupa NallMeHTaMH, Y KOTOPBIX J0 €r0 OTMEHbI
HE OTMeYaluch HHUKakue cuMntomel PI'Y (T.e. y manuMeHTOB, KOTOPBIX paHEe CUYUTAIU
MEPEHOCAIIMMHU Tepanuio abakaBupom).

Memabonuueckue napamempol
Macca Tena, KOHLEHTpPAaUHUM JMIKAOB M IJIIOKO3bI KPOBHM MOTYT IOBBIIIATHCS BO BPEMS
AHTUPETPOBUPYCHOU TEpaIUH.

Cunopom eoccmanognenus uMmyHumema

Y BUY-uHQUIMPOBAHHBIX MalMEHTOB C TSHKEIBIM MUMMYHOAEC(PHUIIMTOM Ha MOMEHT Hauaja
KOMOMHMpPOBaHHOW  aHTHpeTpoBUpycHOM  Tepanuu  (KAPT)  BO3MOXHO  pa3BUTHE
BOCHAIMTENIbHON peakluy Ha OoHEe OECCUMITOMHBIX ONMOPTYHUCTUYECKUX MHPEKIUN MIIH UX
OCTaTOYHBIX SIBJICHUU. AYTOUMMYHHBIC 3a00eBaHus (Hampumep, 0oyie3Hb ['peiiBca) Takxke
Ha0Jr01anuch Ha (POHE BOCCTAHOBJIEHUS! UMMYHUTETA, OJJTHAKO BpEeMsI IEPBUYHBIX MTPOSIBICHU I
BapbUPOBAJIO U 3a00J€BaHNE MOTJIO BOBHUKATh YePe3 MHOI'O MECSIIEB MOCIIe Hayalla Tepaluu.
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Ocmeonekpos (NOCNEOOBATENEHOCTE 0001)

3aperucTpupoBaHbl clydad OCTEOHEKPO3a, OCOOEHHO Yy MAalMEHTOB C OOLIENpPU3HAHHBIMU
dakTopamu pucka, Ha NpoABHHYTOH crtaauun BUY-undexuunm wim npu JIMTETBHOU
KOMOMHUPOBAHHON aHTUPETPOBUPYCHON Tepanuu. HacToTa 3TOro sIBICHUSI HEU3BECTHA.

H3menenue nabopamopHuix noxazameinet

B KOHTponMpyeMbIX KIMHMYECKHX HMCCIIEJOBAaHUAX M3MEHEHHE J1abopaTOpHBIX MOKa3aTesen
IpH JICYSHUH TpernapaToM abakaBupa HaOII0JANI0Ch HEYACTO, KaK M B KOHTPOJBHOM rpyIe
NAIMEHTOB, HE MOJy4YaBIINX Mpenapar.

eTu
B uccnenopanun ARROW (COL105677) npunumanu ydactue 1206 BUY -unpunmpoBaHHBIX
neteil B Bozpacte oT 3 mecsueB a0 17 neT, u3 KoTopbix 669 nereil momydyanu abakaBup H
JaMUBYJIMH OJIMH WJIM JIBa pa3a B CyTKU. He ObUIM BBISBICHBI HUKAKHE JOMOJHUTEIbHbIC
npo0seMbl B OTHOUIEHHH 0€30MaCHOCTH y AeTel, IpUHUMABIIUX a0akaBUp OJMH WUIIU JIBa pasa
B CYTKH, IO CPABHEHUIO CO B3POCIBIMH.

Coo011eH s 0 T0/I03PEBACMBIX HEXKEIIATEITbHBIX PEAKITUIX

BaxHo coo0mare 0 MMOAO03peBaeMbIX HEXKENATeNbHBIX pEaKIUsIX IMOocle pPerucTpaluu
JICKapCTBEHHOTO TIperapara ¢ Meiblo 00eCreYeHrs HEMPEePhIBHOIO MOHUTOPHUHTA COOTHOIIICHUS
«T0JTb3a-PUCK» JIEKAPCTBEHHOrO Tpemnapara. MeTuIMHCKUM pabOTHUKAaM pEKOMEHAYEeTCs
CO00IIaTh O JIFOOBIX TO03PEBACMBIX HEXKEIIATEIBHBIX PEAKIUAX JICKApPCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHHS O HEKEIaTeNbHBIX PEaKIHIX TOCylapCTB — YICHOB
EBpazuiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas ®@enepanus

Anpec: 109012, r. MockBa, CraBstHCKas IUI011a/1b, 1.4, cTpoeHue 1

®enepanbHas ciryx0a o Haazopy B cdepe 3npaBooxpanenusi (POC3APABHAI30P)

Temedon: +7 800 550 99 03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Anpec B unTepHeTe: WWw.roszdravnadzor.gov.ru

49  Ilepeno3mpoBka

CHMIITOMBI
B kiuHWYECKMX WCCIEAOBAHUSAX IMAMEHTHl MPUHUMAIM OJHOKPATHBIE 03Bl abakaBwWpa 10
1200 mr u cyrounble n03bl n0 1800 mr. He Obuto OoTMeYeHO pa3BUTHE HEMPEIBUICHHBIX
HEeXeJaTeNbHBIX peakiuid. JlelicTBue mpenapara B 00jiee BEICOKUX J103aX 0 HACTOSIIETO0 BpEMEHHU
HE M3YUYEeHO.

Jleuenne

B cnywsae mnepeno3mpoBku TmpemapaToM abakaBHpa MAaIlMEeHT JODKEH HaXOAWUThCA TIOJ
Ha6J'IIOI[€HI/I€M Bpa‘la C IICJBKO BBISIBJICHUA HpI/ISHaKOB TOKCHYECKOI'O I[CﬁCTBH?I npenapaTa "
MPOBEICHUS CTAaHAAPTHOM CUMIITOMAaTUYECKOM TE€panuu Mo rnoka3zaHusaMm. HensBectHo, MOXeT 1u
abakaBup OBITH BRIBEJICH MPHU MPOBEACHUH NIEPUTOHEATHLHOTO JHANIA3a WK TeMOIHAIN3a.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1 @apmakoauHaMHYeCKHe CBOIiCTBA

®apMakoTepaneBTHUECKasl TpyNIa: MNPOTUBOBUPYCHBIE CPEICTBA CHUCTEMHOIO JEHUCTBUS,
IPOTUBOBUPYCHBIE CPEACTBA MPSAMOTO JEHCTBHS; HYKJICO3UIHbIE U HYKJICOTUIHbIE HHTUOUTOPHI
00paTHOM TPaHCKPUNITA3HI.

Kox ATX: JOSAF06

MexaHu3M IeHCTBUS
AbakaBup SBISIETCS HYKJICO3UIHBIM aHAJIOTOM — MHTHOUTOPOM OOpaTHOM TpaHCKPHITAa3bl. ITO
MOIIHBIN cenleKTuBHBIN nHrnouTop BUY-1 u BUY-2, Brmrovas mrammbl BUY-1 co cHmkeHHOM
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YyBCTBUTEIBHOCTBIO K 3UJOBYIMHY, JIAMUBYIHHY, 3anﬁﬁ%éﬂi§y;'%§ﬁ£%®:ﬁ Eéﬁs';ﬁ)gfl[th.

AbakaBup moJIBepraercsi BHyTPUKIETOUHOMY METa0Ou3My, MpEeBpallasch B aKTUBHYIO (Gopmy
kapooBup-5’-tpudochar (kapooBup-Td). [lo HaHHBIM HCCIETOBAHMIA in Vitro, €ro MEXaHU3M
nerictBusi B oTHomennn BUWY 3akmrodaercs B MHrHOMpoBaHMM ¢depMeHTa OOpaTHOU
TpaHnckpunrtassl BUY, uro npuBoauT K 0OpBIBY IIENH U OCTAHOBKE IMKJIAa PEIUIMKALINU BUpYCa.
He nabmionancst aHTaroHu3M nIpOTUBOBUPYCHON aKTUBHOCTH abakaBUpPa B KYJIbType KJIETOK MPH
KOMOMHAIMM C HYKJICO3MIHBIMU HWHruOuropamu obpatHod Tpanckpunrtazsl (HHUOT)
JTUAAHO3UHOM, AIMTPUIUTAOWHOM, JIAMUBYAMHOM, CTaBYIWHOM, T€HO(DOBHUPOM, 3aILIUTAOMHOM
WIA 3UAO0BYIMHOM, HEHYKJICO3HIHBIM HHrHOUTOpOM oOpaTHOW TpaHckpuntassl (HHUOT)
HEBHPAITMHOM WM HHruOuTopoMm nporeassl BUY (MIT BUY) amnpenaBupom.

Pe3ncTeHTHOCTD

Pezucmenmuocmo in vitro

PesuctentHpie k abakaBupy mrammbl BUY-1 Obumn BbeneHsl iN VILFO u CBsI3aHBI CO
creur(UUHBIMM FeHOTHUIIUYECKMMU HU3MEHEHHUSMHU B KOJIOHAaX IeHa OOpaTHOM TpaHCKpHUITa3bl
(OT) (komonst M184V, K65R, L74V u Y115F). Pe3ucreHTHOCTh BHpyca K abakaBupy in Vitro
pa3BUBAETCS OTHOCHUTEIBHO MEIUICHHO, [UId KIMHMYECKH 3HauuMoro ysennueHus HWKso
(uHruOUpyomas KoHIeHTpalus B oTHoweH!H 50 % mLTaMMOB) OTHOCUTEIBHO «IUKOT0» IITaMMa
BUpYyca TPeOYIOTCS MHOXKECTBEHHbIC MYTALIUU.

Pezucmenmuocmu in vivo (nayuenmol, panee e noayuasuiue mepanuio)

VY U30JIATOB BHpYCa, MOJYYCHHBIX B 0a30BBIX KIMHHUYECKUX HMCCIICOBAHUSAX Y OOJBIIMHCTBA
MAIUEHTOB C BUPYCOJIOTHYICCKOM HEI(PPEKTUBHOCTHIO PEIKUMA TEPAITHH, COICPIKAIIETO a0aKaBHp,
OBUIO TIPOJIEMOHCTPUPOBAHO JHOO OTCYTCTBHE W3MEHEHHMH IIOKA3aTeliell OTHOCUTEIBHO
UCXOJHOTO 3HAaueHUs, CBsA3aHHBIX ¢ mpumeHeHnem HUOT (45 %), nubo celekmusi TOIBKO
mytauun M184V umm M1841 (45 %). O6mas vacrora cenexkuuu M184V umu M1841 Obina
BBICOKOIT (54 %), pexe npoucxoamna cenekims L74V (5 %), K65R (1 %) u Y115F (1 %). beuio
YCTAHOBJICHO, YTO TIPY BKJIFOUCHUH 3UJIOBY/IMHA B PEXKUM TEPAIMU CHIYKACTCS YaCTOTa CEICKIIHU
L74V u K65R B pucyrcTBUmM abakasupa (c 3umpoByaunom: 0/40, 6e3 3unopyauna: 15/192, 8 %).
Cenexkuus TUMHAWH-aHAIOTOBbIX MyTauuid (TAM) MOXeT MpPOUCXOIUTh B Clyyasx, Koruaa
AQHAJIOTH TUMHUJWHA COYETAIOTCS C abakaBUpoM. B MeTa-aHanmu3e pe3ysibTaToB IECTH
KIMHUYECKUX HcclaenoBaHuil cenekiuss TAM  OTCyTCTBOBasla MpU PEKHUMAax TEParuu,
conepxkaux abakaBup Oe3 3upoByauHa (0/127), HO mpoucxoauia IpHU PEKUMax Tepamuu,
coJiepKalux abakaBUp U aHAIOT TUMUIUHA — 3UTOBYAHH (22/86, 26 %).

Pezucmenmuocmu in vivo (nayuenmul, panee nonyuaguiue mepanuio)

Knunudeckn 3Ha4nMoe CHUKEHHE YyBCTBUTEILHOCTH K a0aKaBUPY OBLIO MPOJAEMOHCTPUPOBAHO
B KJIMHMYECKUX H30JISITaX MAalUEHTOB C HEKOHTPOJIMPYEMOH pemuKauueld BHpyca, paHee
MONyYaBUIMX  TEpamui0 JAPYTUMH  HYKJICO3UJHBIMM  HMHTHOMTOpaMH U OONAJArOIINUX
PE3UCTEHTHOCThIO K HUM. B MeTa-aHanu3e pe3ynbTaToB ISATH KIMHUYECKUX HCCIIENOBaHUM, B
KOTOpBIX abakaBup ObUT JOOABIEH B PEXUM Tepanmuu A yCUJICHHUS ee JeWCTBus, u3 166
nanueHToB 123 (74 %) Obuia BeigBiieHa mytaus M184V/I, y 50 (30 %) 6b11a BeisiBiena T215Y/F,
y 45 (27 %) Obina BeisiBneHa M41L, y 30 (18 %) Obuia BeisiBneHa K70R u y 25 (15 %) Obuia
BbIsiBiIeHa DO67N. Myranus K65R orcyrctBoBana, mytauuu L74V u Y115F Berpedanucs HewacTo
(£ 3%). MonenupoBaHue TPOTHOCTHYECKUX W3MEHEHHH [UII TEHOTHINA C TOMOIIBIO
JOTUCTUYECKOU perpeccun (¢ yderoM ucxomnoro coaepxkanusi PHK BUY-1 B miazme kpoBu
(BPHK), xommuectBa CD4+ KkIIeTOK, KONMMYECTBA M MPOJOHKUTEIBHOCTH MPEANIECTBYIOMINX
AHTHUPETPOBUPYCHBIX TEPAIHii ), TOKA3aJI0, YTO HaTH4Ke 3 Win 00Jee MyTalllil pe3UCTEHTHOCTH K
HUOT 6510 cBsA3aHO ¢ yXyAllIeHHeM 0TBeTa Ha Tepanuio Ha 4 Henene (p = 0,015) unu pazputuem
4 unu 6onee mytaruit Ha 24 Henene (p < 0,012). Kpome Toro, KOMITJIEKC HHCEPITMOHHBIX MyTaIlUi
B KoJIoHe 69 miu mytanus Q151M, koTopas, Kak MpaBUiIO, BCTpeUaeTcsi B coueTaHuu ¢ A62V,
V751, F77L u F116Y, npuBoAsT K pa3BUTHIO BHICOKOM PE3UCTEHTHOCTH K abaKkaBHpYy.

Denomunuueckas PESUCMEHNTHOCMb U NepeKpeCmMHas pe3uCmeHmHoCcnlob
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st pa3BuTusl PEHOTUMUYECKON PE3UCTEHTHOCKU K aGd&g%}%g@bﬂ%ﬁéﬁlﬁbh%ﬁnn

M184V B coderanuu, o KpailHe Mepe, C elle OAHOW MyTalMe PEe3UCTEHTHOCTH K abakaBHpY,
mibo wmyramms M184V B coueranun c Heckoiabkumu TAM. Pasurue Qenorunmnueckoit
nepekpecTHoi pesucteHTHocTd K npyruM HUOT npu Hammuuu toiapko myrtanuu M184V wmm
Tonbko MyTtammu M184| orpanuyeno. 3uIOBYIWH, AWJAHO3WH, CTaBYAMH U TEHO(OBUP
COXPaHSIIOT aHTUPETPOBUPYCHYIO aKTUBHOCTh B OTHOIIICHUHU Takux BapuantoB BMY-1. Hanuune
mytauun M184V ¢ K65R mpuBOIUT K pa3BUTUIO IMEPEKPECTHON PE3UCTEHTHOCTU MEXKIY
abakaBUpoM, TeHOHOBUPOM, TUIAHO3UMHOM U JJaMUBYIuHOM. Hanmumune mytanmu M184V ¢ L74V
IPUBOJIUT K Pa3BUTHIO MEPEKPECTHOM PE3UCTEHTHOCTH MEXIy abakaBUPOM, AUIAHO3UHOM U
namuByauHoM. Hamnune myrtaumu M184V ¢ Y115F npuBoaut K pa3BUTHIO MEPEKPECTHOM
PE3UCTEHTHOCTH MEXAy abakaBHpOM M JIaMUBYyIUHOM. Jlnsi oOecnedeHHUs HaAJIeKallero
NpUMEHEeHUs abakaBUpa MOXHO PYKOBOJICTBOBATHCS PEKOMEHAYEMBIMH B HACTOSILEE BpeMs
METOJaMU  MHTEpIpETaluyd  HUMEIOLIUXCS  MyTauuid  pe3ucteHTHocTH.  llepekpecTtHast
PE3UCTEHTHOCTh MEXAYy a0akaBUPOM M aHTUPETPOBUPYCHBIMU IMpenapataMy JIPYrHX KJIacCcoB
(manpumep, UIT miin HHUOT) manoseposiTHa.

5.2 dapMaKOKHHETHYECKHE CBOHCTBA

Abcopbrus
AbakaBup OBICTPO M XOPOIIO BCACHIBACTCS MPH MPHEME BHYTPh. AOCONIOTHAS OMOIOCTYITHOCTh

abakaBupa Mpu MpUEMe BHYTPh Y B3POCIIBIX COCTaBISIET 0K0JI0 83 %. CpenHee BpeMs TOCTUKEHUS
MaKCHUMaJIbHOH CBIBOPOTOYHON KOHIEHTPAUWH (tmax) IPU TpHEME abdakaBUpa BHYTPh B BHIIE
TabJIETOK COCTaBJIseT OKoio 1,5 4, a B Buje pacTBopa — okoio 1 4. He BbIsSBICHBI pa3nuyus B
BEJIMYMHE TUIOMAIAHN MOJ (papMaKOKMHETHYECKOH KpUBOH «koHUeHTpamus-spems» (AUC) s
abakaBupa B hopme TabneTok u pactBopa. [Ipu nmpueme abakaBupa BHYTpb B (hopme TabIeTOK B
no3e 300 mr 2 pa3za B CyTKH CpeJiHsIsl MaKCUMallbHas PAaBHOBECHAs! KOHIIEHTPAIH B IIJ1a3Me KPOBU
(Cmax) coctaBmsma 3,00 mxr/mi, a cpenusis AUC B TedeHue 12-4acOoBOro MHTEpBasla MEXKIY
npueMoM mpenapara coctaBmsuia 6,02 mxr X u/mn (cyrounas AUC cocraBmia MPUMEPHO
12,0 Mkr x u/mn). 3HaueHue Cmax IPU MPUMEHEHUH pacTBOpA JJIs MpUeMa BHYTPh ObLIO HEMHOTO
BBIIIIE, YeM TpU MpUMEHeHHH TadneTok. [locie oJHOKpaTHOTO MpUMEHeHus1 abakaBupa B (hopme
tabnetok B go3e 600 mr cpenHss Cmax abakaBUpa cocTaBisia OKOJO 4,26 MKI/MII, a CpeaHss
AUCs cocraBnsima 11,95 mxr x u/mn. Ilpuem numm 3ameanser BcachiBaHMe alOakaBHpa U
yMeHbIIAeT Cmax, HO HE BIMAET Ha 00IIyI0 KOHLeHTpaiuio B mia3me kposu (AUC). ITostomy
abakaBUp MOXKHO NPUHHMMATh BHE 3aBUCUMOCTU OT npuema nuimu. He oxumaercs, 4To npuem
U3MEJbYCHHOM TabJeTKu ¢ HEOOJBbIIMM KOJMYECTBOM IOJIYTBEPAOH MHUIIM WIH SKUIKOCTH
NOBJIMSET Ha (hapMaKOJIOTHYECKHE CBOMCTBA MIpenapaTa U, CIeI0BaTeNIbHO, Ha €r0 KIIMHUYECKYIO
3P PEKTUBHOCTD. DTO 3aKJIFOYEHHE OCHOBAHO HAa (PU3MKO-XMMHUYECKHX U (hapMaKOKHHETHUECKUX
napameTpax JEUCTBYIOIIETO BEMIECTBA U PACTBOPUMOCTH in Vitro TabieTok abakaBrpa B BOJIE PH
YCIIOBHMHM, YTO MAIMEHT M3MeNbYaeT U A00aBiseT B muily wiM xujakoctb 100 % Tabnerku u
IPUHUMAET HE3aMeJIUTENbHO.

Pacnpenenenue

[Tpu BHYTpUBEHHOM BBEJIEHUU KaXyIIHiics 00beM pacnpezeneHus: abakaBupa COCTaBIISET OKOJIO
0,8 5/kr, 4TO yKa3bIBa€T Ha TO, YTO abakaBUp CBOOOJHO IMPOHUKAET B TKAaHM OpraHHU3Ma.
Uccnenosanus ¢ yaactueM BUY-uHGuImpoBaHHBIX MalMEHTOB MOKAa3alH, 4TO abakaBUpP XOPOLIO
POHHUKAET B CIMHHOMO3roBYI0 kHIKocTh (CMIXK), nmpu stom otnHomenne AUC abGakaBupa B
CMX x AUC abakaBupa B 1miazmMe kpoBu coctaniser 30-44 %. B ¢dapmakokuHeTHueckoM
uccnenoBanuu ¢assl | n3yuanocs npoHukHoBeHue abakaBupa B CMIK nocie npuMeHeHus B 103€
300 mr nBa pasza B cytku. Cpemnsisi koHIeHTpanus abakasupa B CMOK ngocturanace uepes 1,5 u
nocie npuema u cocrasisiia 0,14 Mxr/min. B apyrom ¢apMakoKnHETHYECKOM HCCIIEIOBAaHUU TIPU
npuMeHeHun abakasupa B 03e 600 Mr Ba pa3a B cyTkH ero KoHieHrpamus B CMXK co Bpemenem
nosbInanace ot npumepHo 0,13 mxr/mi uepes 0,5-1 4y nocne npuema 10 npumepHo 0,74 MKr/mi
yepe3 3-4 4 nmocie npuema. XOTs MakCUMallbHasi KOHLEHTpalus MOXET ObITh HE JOCTUTHYTA
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yepe3 4 4, HabmoaeMble 3HaUeHHs B 9 pas mpe Bmmam&%'(%a%%ﬂw%}; eotdbhser

0,08 mxr/ma wiu 0,26 MKMOJIB/I. B MicclienoBaHUAX IO OIICHKE CBS3LIBAHHUA ¢ OCIKaMHM ILIA3MBbI
KPOBH in Vitro yCTaHOBJIEHO, YTO B TEPANEBTUYECKUX KOHIICHTpALUAX a0akaBUp HE3HAYUTEIHHO
Wi ymepeHHo (mpumepHo Ha 49 %) cBs3biBaeTcs ¢ OelNKaMu IJIa3Mbl KPOBH YEJIOBEKa. JTO
yK%BIBaeT Ha HI/I3KYIO BepOHTHOCTB JIeKapCTBeHHBIX B33PIMO,II€I>1CTBHI>1, CBs3aHHBIX C
BBITECHEHUEM IIPENapaToB U3 CBS3H C OCITKaMHM IJIa3Mbl KPOBH.

Buorpanchopmarms

AbakaBup MeTaOONMM3UPYyeTCsl TJIaBHBIM 00pa3oM B Te4YeHH, MeHee 2 % BBEISCHHOH 03Bl
BBIBOJIUTCS. TIOYKAMH B HEM3MECHEHHOM Buie. B opranusme uyenoBeka abakaBup
MEeTabOIM3UPYETCS B OCHOBHOM O] JEHCTBHUEM aJIKOTOJIBJAECTHIPOreHa3bl ¢ oOpa3oBaHueM 5’ -
KapOOHOBOM KHCIIOTHI U MyTE€M KOHBIOTAI[MH C TIIOKYPOHOBOW KHCIIOTOH ¢ oOpa3oBaHueMm 5’-
JIIOKYPOHHIA, YTO COCTaBIISIET OKOJIO 66 % OT BBEINEHHOM A03bl NIpemnapara. Y Ka3aHHbIE
METaOOUTHI SKCKPETHPYIOTCS IIOYKAMHU.

DJIMMUHALMS
Cpennuii mepuo/1 MOJIyBBIBEICHUST adakaBupa cocraiseT okoio 1,5 4. [locme MHOTOKpaTHOTO

npuema abakaBupa BHYTpb B o3¢ 300 Mr 1Ba pa3za B CyTKH He HaOII0JaeTCsl 3HaUNMast KyMYJISIUs
npenapara. BeiBenenue abakaBupa OCYIIECTBIISIETCS TOCPEICTBOM MeTabOIM3Ma B TEYCHH C
MOCIEAYIOLIEH IKCKpEIre MeTaboIuTOB IpeuMyIlecTBeHHO noukaMu. Okono 83 % BBeAeHHOMN
JI03bI a0aKaBHUpa BBIBOJUTCS TTOYKAMHU B BHJIC META0OJIUTOB U abaKkaBUpa B HEU3MEHEHHOM BUJIC,
OCTaBIIIeeCs KOJIMYECTBO BBIBOJUTCS Yepe3 KUIICYHUK.

Baytpukierounas ¢papmMakoKHHETHKA

ITo nanupM uccnenoBanus ¢ ydyactueMm 20 BUY-uHQUUUPOBaHHBIX MAMEHTOB, MOIYYaBIIMX
abaxaBup B 103e 300 Mr 1Ba pa3a B CyTKHU U TOJIBKO 0AHY 103y 300 Mr 3a 24 4 10 B3ATUS NpoO AJs
aHaliu3a, CpeJHee TIeOMETPUYECKOe 3HAYeHHE KOHEYHOI0 BHYTPUKIETOYHOTO IEpHoja
MOJTyBbIBe/IeHUs KapOoBupa-Td B paBHOBECHOM COCTOSHHH cocTaBmiio 20,6 4, B TO BpeMs Kak
CpelHee TeOMETPUUYECKOe 3HAaueHHUE IepHuoja MOTyBbIBEICHHMs abakaBupa M3 IJIa3Mbl KPOBU
cocraBmiio 2,6 4. PaBHOBecHbIE (hapMaKOKWHETHYECKHE MTOKAa3aTe I  IPH NPUMEHEHNN abaKaBupa
B 103¢ 600 Mr o1 H pa3 B CYTKHU CPaBHUBAJIM C TAKOBBIMU IPU NIpUMeHeHHH abakaBupa B 103¢e 300
MT JIBa pa3a B CYTKHU B MEPEKPECTHOM KIMHUYECKOM HMCCIIE0BaHUH, B KOTOPOM y4acTBOBaIU 27
BUY-unuuupoBaHHBIX NalMeHTOB. BHyTpukierouHoe cojaepxkanue kapboBupa-Td B
MOHOHYKJIeapax nepudepudeckoil KpoBH ObLIO BBILIE IPU TPUMEHEHUH abakaBupa B 103e 600 Mr
oJluH pa3 B cyTku 1o nokazatensiM AUC B paBHOBecHOM cocTosiHUHM 3a 24 4 (AUC24,s5, BBIIIE Ha
32 %), MakCUMaJIbHOW CYTOYHOW KOHIICHTPAIIMM B paBHOBECHOM COCTOSHUU 32 24 9 (Crmax 24,ss,
BhIIIE HA 99 %) 1 0CTAaTOYHOI KOHIIEHTPALUU B PABHOBECHOM COCTOSTHUHM 32 24 4 (Crin 24,55, BBILIE
Ha 18 %) mo cpaBHeHMIO C NpuMeHeHHeM abakaBupa B no3e 300 mr aBa pas3a B CyTKH, 4TO
CBUJIETEJICTBYET O BOBMOXKHOCTH MpUMeHeHus npenapara y BUU-unpuuupoBaHHBIX TallUEHTOB
B 103¢ 600 Mr oauH pa3 B CyTKU. DPPEKTUBHOCTh U OE30MACHOCTD Mpenapara npu NpUMEHEHUN
OJIMH Pa3 B CYTKHU ObLIa Takke Moka3aHa B 6a30BoM kianHHYeckoM uccineaoBanuu (CNA30021).

IloyeyHas HEIOCTATOYHOCTh

AbakaBup METabOIM3UPYETCS TTIaBHBIM 00pa30M B ME€UYEHH, OKOJIO 2 % €ro BBIBOAUTCS MOYKAMH
B Hen3MeHeHHOM Buje. dapmakoknHeTnka abakaBupa y MAallMEHTOB ¢ TEPMHHAIBHOM cTagueit
MOYEYHOW HEJTOCTaTOYHOCTH CXOJHA C TAKOBOHM Yy MAllMEHTOB C HOPMAaJIbHOM (PYHKIIMEH Mouex.
CrnenoBarenbHO, y TAI[UEHTOB ¢ HapylIeHneM (yHKIUHN MOYeK KOPPEKIUs 1036l He TpeOyeTcs.

IleyeHOYHAs HEJOCTATOYHOCTD

AbakaBup MeTalOoNIM3UpyeTCs TIJIaBHBIM oOpa3oM B mneueHH. DapmakokuHETHKa abakaBupa
U3y4yasach y MalUeHTOB ¢ HapylIeHHeM (PYHKIIUH MeUYeHH JIETKOH cTernenu (5-6 0ayioB Mo mKaie
Yaitna-ITe10). Pesynpratel uiccienoBanus cBuaeTenbcTBy0T 00 yBenmnuennn AUC abakaBupa B
cpeaneM B 1,89 pasza u yBennueHUM Niepruo/ia noayBbeiBeieHHs abakaBupa B 1,58 paza. Hapymenue
¢byHK1MKM nedeHu He BiuseT Ha 3HadeHuss AUC metabonutoB abakaBHpa, OJHAKO, CKOPOCTh UX
o0pa3oBaHUSI U BBIBEJACHUS MpPU OTOM CHMWXKaercs. JIisg JOCTHKEHHS DKCIO3UIHH,
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3a00JIeBaHUI TI€UEHH, MalMEeHTaM C HapylleHHeM (YHKIUU TEeUeHU JIETKOM CTENeHH CIeayeT
npuHUMaTh abakaBup B go3e 200 mr aBa paza B cyrku. DapMakOKMHETHKa abakaBupa y
NAIMEHTOB C HApyLIEHUSMU (QYHKIMHM I[EYEHH CpeIHEd M TKEION CTEleHUW He H3ydalach,
[I03TOMY IIpUMEHEHNE abakaBUpa y 3TOM rpyNIibl MAMEHTOB IPOTUBOIOKA3aHO.

JIvia noXuaoro Bo3pacra

dapmakoknHeTHKa a0akaBupa y MalMEHTOB crapuie 65 jer He u3ydanack. llpu nedeHun
HAlMEHTOB MOXHJIOTO0 BO3PAacTa HEOOXOIMMO YYMTHIBATh OoJiee yacTble HapyUIeHUs (YHKLUU
IICYEHH, MIOYEK U CEepJla B 3TOM BO3pacTe, a TAK)KE COIYTCTBYIOLIME 3a00J€BaHUSA U Jpyrue
IPUHUMAaEMbI€ JIEKAPCTBEHHBIE [TPENapaThl.

eTH
AbakaBup XOpoIIo U OBICTPO BCAchIBA€TCS MpPU NMPUMEHEHHH y AeTed B (opme pacTtBopa ais
npuemMa BHYTpPbh U B (hopme TabneTok. bputo mokazaHo, uyTo 3Kcmo3uius abakaBupa B IUIa3Me
KpPOBH OJIMHAKOBA TP MPUMEHEHUHU 00EHX JIEKApCTBEHHBIX (OPM B OJIMHAKOBBIX J03axX. Y JeTeH,
noydaronmx abakaBup B ¢GopMe pacTBopa s TpUeMa BHYTPh B COOTBETCTBUU C
PEKOMEHIOBAaHHBIM PEKUMOM J03MPOBAHUS, SKCIIO3ULIMS adaKaBUpa B IJIa3Me KPOBU CXOJHA C
TAKOBOH y B3pOCHBIX. Y JIETei, momydaronux abakaBup B popme TabieToK Juist mpreMa BHYTPb B
COOTBETCTBUU C PEKOMEHJOBAHHBIM PEKMMOM JI03UPOBAHMS, SKCIIO3UIINUSA abaKkaBupa B IIa3Me
KpPOBH BBbILIE, YEM Y JETEH, MOodydarolmux adbakaBup B (opme pacTBopa il NpUeMa BHYTPb,
MOCKOJIBKY B (hopMe TabJIETOK MPUMEHSIIOT O0Jiee BHICOKHE 03bI B MI/KT. DapMaKOKMHETHUYECKUE
UCCJIEIOBAHMSI C y4acTUEM JIeTel MOoKa3ald, YTO MPUEM OJIMH Pa3 B CYTKU AKBUBAJIEHTEH IO
nokazarento AUCo.24 mpueMy Takoii sxe o011iei CyTouHOM 7036l IIpenapaTa, pa3/IeJIeHHON Ha JBa
pas3a B CyTKHM TpH NIPUMEHEHUH abakaBHpa Kak B (pOpMe pacTBoOpa Ui MpUeMa BHYTPb, TaK U B
dbopme TabIETOK.
OTCYTCTBYIOT JIOCTaTOYHbIE JaHHbIE IO OE€30MaCHOCTU JJIsi PEKOMEHAAUMHU IPUMEHEHUs
abakaBupa y aereit muamiie 3 mecsieB. CyliecTBYIOT OrpaHUYCHHbIE JaHHbIE, TOKa3bIBAIOIIKE,
YTO NMPH NIPUMEHEHUH Y HOBOPOXKACHHBIX B Bo3pacte 10 30 nHell B 103e 2 MI/KT HaOIIOJar0TCs
cxoanbie uian 6onee Boicokue 3HadeHHs: AUC 1o CpaBHEHUIO C MPUMEHEHUEM J03bl 8§ MI/KT Y
JIeTed CTapIIero Bo3pacra.

6. PAPMAIIEBTHUECKHWE CBOWMICTBA
6.1 IlepeyeHb BcOMOraTe/bHbIX BelleCTB

BcnomorarenbHble BemiecTsa (Apo)
[emtrono3a Mukpokpuctauindeckas (tum 102)
Kapbokcumeruiakpaxman HaTpHst

KpemHust AMOKCHT KOJITIOUIHBIH

Marnus creapat

BcnomorarenbHble BemecTBa (000709Ka)

T'omosoe noxkpwimue sxcermozo yeema Wincoat WT-18025P swcenmviii
[TonMMBUHUIOBBIN CIUPT YaCTUYHO TUIPOTNIOBAHHBIN

Maxporoun 3350

Tanbk

Twurana quokcug

Kpacutens anroMUHHEBBIN JTaK ¢ XUHOTUHOBBIM KEJIThIM

6.2 HecoBmecTHMOCTH
He npumennmo.

6.3  Cpox roaHocTH (CpoOK XpaHeHHs )
2 roza.
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6.4 Oco0ble Mepbl NPETOCTOPOKHOCTH MPH xpaneﬂ-llf;i:: ]

IIpu Temnepatype He BbIme 25 °C.

6.5 Xapakrtep u cojep:kaHHe NMEPBUYHON YIIAKOBKH

TabneTku, MOKPHITHIE TIEHOYHOU 000104K0i, 150 Mr, 300 Mr, 600 Mmr.

ITo 10 TabseToK B KOHTYPHYIO STYCHKOBYIO YIIAaKOBKY (OJIMCTEP) U3 TUICHKHU IMOJIUBUHWIXJIOPUIHON
U (OJIBTU ATFIOMHUHHUEBOM.

ITo 1, 2,3,4,5,6,9 nmu 10 KOHTYPHBIX STYCHKOBBIX YITAKOBOK (OJUCTEPOB) C MHCTPYKIUEH IO
MEIUIIMHCKOMY TPUMEHEHUIO B MAUKy U3 KapTOHA.

IIo 10, 20, 30, 40, 50, 60, 90 wummm 100 Ta0JIETOK B IUIACTUKOBYIO OaHKy W3
nonud THIIeHTepedTanaTa, YKYNMOpPEHHYH0 HAaBUHYHMBAIOMICHCS TUIACTUKOBOM KPBIIMIKOW W3
MOJIMATUIIEHA BBICOKOW IJIOTHOCTH C KOHTPOJIEM MEepBOro BCKpbITUS. Ha GaHKy HakjiewBaroT
ATUKETKY U3 OymMaru mucuel Wik STUKETOYHON MU CAMOKJISSTIYIOCS STHKETKY.

[To 1 6anke BMecTe ¢ HHCTPYKIIMEH 110 MEIUIIMHCKOMY TPUMEHEHHUIO B MaYKy U3 KapTOHA.

6.6 OcoOble Mepbl NPEAOCTOPOKHOCTH MNPH YHHYTOKEHHHM HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara Uil 0TX0A0B, MOJY4YeHHBIX NOc/e MPUMEHeHus npenapara u
Apyrue MAHMMYJISIHUY ¢ TPenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAHUOHHOI'O YIOCTOBEPEHUSA

Poccus

00O «32nBancn Papmar

308010, benropoxackast 00J1., MyHUITUTIAIBHEIN paiioH benropojackuii, r.n. noceinok CeBepHBIN,
nrt. CeBepHblil, yin. bepesonas, 31. 5.

Ten.: +7 (4722) 20 23 19

Anpec snekrponnoii moutsl: factory@atcl.ru

7.1  IlpeacTraBUTe/Nb Jep:KaTesl PeruCTPALMOHHOI0 YI0CTOBEPEHHUS

[IpereH3uu noTpeduTeNeH HANPaBIATh O aAPECY:

Poccus

000 «32nBancn Dapma

308010, benropoxackas 0611., benroponckuit paiion, nrr. CeBepHslii, yi. bepesosas, 31. 5.
Ten.: +7 (4722) 20 23 19

Anpec snexTpoHHO# mouThl: factory@atcl.ru

8. HOMEP PETUCTPAIIMUOHHOI'O YAOCTOBEPEHUS

9. IATA NEPBUYHOM PETMCTPAIIUM (IOATBEPXKJIEHWS PETUCTPAIIUM,
NEPEPET'UCTPALIUN)

JlaTa epBoii peructpanuun

10. JATA NEPECMOTPA TEKCTA

OOmast XapakTepuCTUKa JIEKapCTBEHHOTro mpemnapata AoOakaBUp-DABaHCH JOCTYHa Ha

uH(GOpMAIIMOHHOM TopTane EBpa3suiickoro 3KOHOMHYECKOTO coro3a B HH(DOPMAIMOHHO-
KOMMYHUKaIIMOHHOM cetn «HTepHeT http://eec.eaeunion.org/
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