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(NOCNEOCBATENEHOCTE 0004)

OBILIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOT O IPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Abaxkasup, 300 mr, TabIETKH, TOKPHITHIE MJICHOYHOH 000JI0UKOi

2. KAYECTBEHHBbIA U KOJIUYECTBEHHBIA COCTAB

JlelicTBy1oI1IIee BEIIECTBO: abaKkaBUp

Kaxnass tabnerka, MOKphITas IUICHOYHOH oOomoukoi, cogepxxutr 300 mr abakaBupa (B BHIE
cynb(ara).

ITonubIit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPUBCACH B Pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Tabnerku, NOKPHITHIE MJICHOYHOM 000JI0UKOIA.

KarncynoBuHble ABOSKOBBITYKIIbIE Ta0JIETKH, OKPBIThIE INIEHOUYHONW 000JI0UKOH JKENITOro 1BeTa, ¢
OJIHOM cTopoHbI TpaBupoBka «H», ¢ apyroit ctoponsl rpaBupoBka «139» u pucka, pasaenstonas

«13» u «9». Ha nonepeunom paspese sipo TabiaeTku 0enoro win nouTH 6e1oro 1BeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHUIO

AOakaBup Moka3aH K MPUMEHEHHIO y B3POCIIBIX U JIeTel ¢ Maccoit Tena ot 14 kr nmns neuyenust BUY-
nHpexuu (B cocTaBe KOMOMHUPOBAHHON aHTHPETPOBUPYCHOM TEPATTHH ).

4.2. PexuM 103MPOBAHUS U CNIOCOO NPUMEHEHHA

[IpemapaT nomKeH Ha3HAYATHCS BPauoM, UMEIOIIUM OMbIT edeHuss BUY-undexuun.

PexxuM 1o03upoBaHus

Bspocnvie
Pexomenayemast cyTouHas no3a ais B3pocibix cocrasiser 600 mr. [Ipenapar HazHaudaroT B 103€ 300
M JIBa pa3a B CyTkH uiau 600 Mr ofMH pa3 B CyTKH.

Oco0nIe T'PYIIIBI TAITWUCHTOB

Ilayuenmul nodxcunozo eospacma

dapMaKkOKMHETHKA a0aKaBHpa y MAIUEHTOB CTapIie 65 JIeT He U3ydJaach.

Ilayuenmsi ¢ Hapywenuem yHKyuu nodex

VY mamueHToB C HapylmeHHeM (QYHKUIUMM MOYeK KOPPEKIMH J03bl Ipernapara He TpeOyercs.
[Ipumenenue npenapara AOakaBUp HE PEKOMEHIYETCS y MalUeHTOB C TEPMHMHAJIBHOW CTajuei
MOYEYHON HEJOCTATOYHOCTH.

Iayuenmsi ¢ Hapywenuem QhyHKyuu neyeHu

A6aKaBI/Ip MCTa6OJII/I3I/IpyeTC$I NpEUMYIIECTBCHHO B TICYCHMU. I[J'ISI JICYCHHUA MalluCHTOB C
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HapylleHueM (YHKIMU TEYECHU JIETKOM CTEMeHH (0-0 OaJUIOB MO WKale Jauia-ITbi0) CieayeT
MPUMEHATH a0aKaBHp B JPYTOH JEKapCTBEHHOH (hopMme, KOTOpas MOXKET 00ECIeYlTh yMEHBIICHUE
no3bl. [lanHble mo (apMakokMHETHKE M OE30MaCHOCTH NpUMEHEHHUs abakaBHpa y MalUeHTOB C
HapyuieHrneM (GYHKIUM MEYeHU CpeAHed M TSHKeNOW CTeNeHM OTCYTCTBYIOT. TakuMm o0pas3om,
pUMEHEeHHEe abaKkaBupa y MAIlMEHTOB C HApyIIeHHEeM (PYHKIUH [IEYEHU CPEIHEN U TSDKEJIOM CTeTeH!
MPOTHBOIIOKA3aHO.
eTH

Jlemu ¢ maccoti mena om 14 0o 20 ke
Pexomenayemas cyrounas no3a cocrasisier 300 Mr B CyTKHU:

— 150 mr (monoBuHA TaONIETKH, pa3JIOMUTHh TOYHO MO PUCKE) /IBa Pa3a B CYTKH, WU

— 300 M (1 nenas TabneTka) OJJMH pa3 B CyTKHU.
Jlemu ¢ maccoti mena 0o 14 ke
beszomacHocTh 1 3¢ (heKTUBHOCTE abakaBupa y JeTel ¢ Maccoi Tea 10 14 Kr Ha JaHHBIA MOMEHT He
YCTaHOBJICHBI.
Ilemu ¢ maccoti mena om 20 0o 25 ke
Pexomennyemas no3a cocrasinser 450 Mr B CyTKH:

— 150 mr (mosoBuHa TabJIETKH, Pa3JIOMUTh TOYHO 110 prucke) yrpoM 1 300 mr (1 mienas rabierka)

BEUYEPOM, HITU

— 450 mr (mosrtopsl TabneTku) 1 pa3 B CyTKH.
Jlemu ¢ maccoti mena bonee 25 ke
Pexomenayemas no3a npenapara cocrasisier 600 mr B cyTku. [Ipenapar Ha3Hauatot B 103e 300 mr
IBa pa3a B cyTku win 600 Mr ouH pa3 B CyTKH.

Cnoco0 nmpuMeHeHus

[Ipenapat AbGakaBup NpUHUMAETCS BHYTPb, HE3aBUCUMO OT MpUEMa MUILH.

Jlnia obGecrnieueHus: TOYHOCTH TO3UPOBaHUs Mpenapara TadneTKy(-1u) peKOMEHyeTcsl MporaaThiBaTh
IIOJIHOCTBIO, HE U3MEIIbYasl.

[TaneHTam, y KOTOPBIX MPOIJIaThIBAaHUE TAOJIETOK BBI3BIBACT TPYJHOCTH, a0aKkaBUpP HAa3HAYAIOT B
JpyTroi JexkapcTBeHHOU dopme. B kadecTBe ambTepHATHUBHI JIOMYCKACTCS U3METhUYCHHE TaOIeTOK C
no0aBiIeHHEM UX K HEOOJIbIIOMY KOJIMYECTBY MOIYTBEPAON MUIIHM WK KUAKOCTU. Bee kommuecTBo
MOJTyYEHHOH cMecH He00X0AUMO MPUHATH BHYTPb HE3aMeIIUTEIbHO.

IIpu nepexone oT pexxuma IpreMa JiBa pa3a B CyTKU K PEKUMY IIpUEMa OJMH pa3 B CYTKHU CIEAYET
MPUHATh NEPBYIO PEKOMEHIYEeMyIo /103y (KaK OMHMCAHO BbIIIE) MPUMEpPHO uepe3 12 1 mocie
MoCNIeAHeN MPHUHSITON J103bl MO0 PEKUMY JBYKPaTHOI'O IpHUEMa, a 3aTeéM MPOJA0JIKATh MPUHUMATh
PEKOMEHAYEMYIO OJTHOKPATHYIO /103y (KaK OMUCAHO BBIIIE) MpUMEpHO Kaxable 24 4. [Ipu Bo3Bpare
K PEXHMMYy IIpUEMa JBA pa3a B CYTKHU CIIEYET MPUHAThH NEPBYI0 PEKOMEHAYEMYIO 103y MO0 PEXKUMY
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JBYKPAaTHOT'O IIpUeMa IIPUMEPHO depe3 24 9 1ociie MOCIEAHEN HIPUHATON OJHOKPaTHOM 103bI.

4.3. TlpoTuBONmOKa3aHUA

['unepuyBCTBUTENBHOCT, K a0akaBUPy WM K JIIOOOMY W3 BCIIOMOTAaTENIbHBIX BEIECTB,
MEepPEUYUCIICHHBIX B pazzaene 6.1;

Jletu ¢ maccoii Tena meHee 14 kr (U1 JaHHO# JIeKapCTBEHHOUM (OpMBI);

[TeueHouHast HEIOCTATOYHOCTH CpeIHEN U Tshkenoi ctenenu (kinacc B u C mo mikane Yaina-
[Ip10), B CBSI3U C OTCYTCTBHEM KJIMHUYECKHUX JAHHBIX W PEKOMEHJIOBAHHOI'O pEeXUMa
JI03UPOBAHUS;

[TeueHouHast HEIOCTATOYHOCTD JIETKOM cTeneHu (kiaacc A mo mkane Yanna-I1sro0), B cBsizu ¢

HEBO3MOKHOCTLIO 00ECIIEUUTE PEKHUM DO3UPOBAHMA.

4.4. OcoOble yka3aHHSl M Mepbl IPEJOCTOPOKHOCTH NIPH NPUMEHEHUHU

FI/IHGD‘-IVBCTBI/ITCJII)HOCTI)

[Ipumenenue npenapara AGakaBUp CBA3aHO C PUCKOM Pa3BUTHUS PEAKIUi TMIIEPUYBCTBUTEIHLHOCTU

(PT'Y), xapakTepu3yrIIUXCS MOSBICHUEM JHMXOPAAKU W/WIM CHIIU C JIPYTUMH CHUMITOMaMH,

YKa3bIBAIOIIMMH Ha MOJMOpraHHoe nopaxenue. PI'Y MoryT yrpoarh )KM3HU U B PEIKHX CIIydasx

IIPUBOJUTH K JIETAIbHOMY UCXOYy ITPH OTCYTCTBUU HaJIexkaulero gedenus. Puck pazsurus PI'Y npu

NpUMCHCHUMN IIpCIriapara A6aKaBI/Ip SHAYUTCJIBbHO IIOBBINICH Y ITAOUCHTOB C IIOJIOKUTCIbHBIM

pesdynbraroM Tecta Ha Hamuuue amnens HLA-B*5701. Bmecte ¢ Tem, PI'U k abakaBupy

Ha6J'IIOI[aJ'II/ICB ¢ 0oJlee HM3KOM YacTOTOM Yy NalTUCHTOB, HE ABJIAOUIUXCA HOCUTCIIIMU 3TOT'O aJIJICIIA.

CJ'IGI[VCT OPpUACPKHUBATHCA CICAYIOMINX ITPaBUJI

Craryc B otHomennn amienss HLA-B*5701 momkeH OBITH yCTAaHOBIEH B 00S3aTENEHOM
MOPsIIKE 0 Havyaia Tepanuu rnpenaparomM AbGakaBup.

Hu npu kakux oOCTOSATENbCTBAX HE CleAyeT HauMHATh JIeYeHHe mpenaparoM AOakaBup y
MAIEHTOB C TMOJIOKUTEIBHBIM cTaTycoM B oTHomenun amiens HLA-B*5701 wm y
MAIMEeHTOB C OTPHUIIATENbHBIM cTaTycoM B oTHoIeHu HLA-B*5701, y koTopsIx paHee ObL1a
3amono3peHa PI'Y k abakaBupy BO BpeMs NpuUMEHeHHs abaKkaBHUP-COAEPIKaIlero
JIEKapCTBEHHOI'O IIperapara.

[Ipu nmogo3penuun Ha PI'Y Tepanusi npenapatom AGakaBup A0/:KHA ObITh HeMelJIEHHO
npekpainieHa jgaxe B ciydae orcyrcTBus amwienss HLA-B*5701. 3anepkka mpekparieHust
Tepanuu npenapatoM AbakaBup nocie Bo3HUKHOBeHHsI PI'H mMoxeT mpuBecTy K pa3BUTHIO
YTPOKAIOLIEH KU3HU PEAKIUH.

[Tocne npekpaiienus JedeHus npenapatoM AbakaBup 1Mo npuyrHe nojao3penus Ha PI'Y Hu
NP KAKUX 00CTOATEIbCTBAX HeJIb351 BO30OHOBJISATH IPUMEHEHHE Ipenapara AdaKkaBup

WJIM JIIOOBIX IPYTUX JIEKAPCTBEHHBIX MPeNapaToB, coAepKaALIUX adaKkaBup.
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— Bo3o0HOBEHNE TPUMEHEHUS TpenapaToB, COACPKALIMX a0aKaBUp, MOCIE M0103PEBAEMON
PI'U na aGakaBUp MOXET NPUBECTH K OBICTPOMY BO3BPAIICHUIO CHUMITOMOB B TEUYECHHUE
HeckobKkuX yacoB. [loBroprast PI'Y, kak mpaBuiio, mpoTekaeT B Ooiiee Tshkenout popme, uem
IIpY [EPBUYHOM IIPOSABICHHH, M MOXKET CONPOBOXKIATHCS YIPOXKAIOIIEH JKU3HU
apTepUaIbHON TMIIOTEH3UEN U JIETaJIbHBIM UCXOIO0M.

— TIlammentoB, y xotopsix pazBuiack PI'Y, cienyer mpoHMHCTPYKTUPOBATh O HEOOXOAMMOCTH
nepeaayn OCTaTKOB Ipenapara AOGakaBup JedalieMy Bpady BO M30ekaHHe BO30OHOBJIECHUS
npuema abakaBupa.

Kimmnanueckas kaprtuna PI'Y k abakaBupy

PI'Y k aGakaBupy ObLIM XOpOLIO OXapaKTE€pPHU30BaHbl B paMKax KIMHUYECKUX HCCIIECAOBAHUI U BO
BpeMs [TOCTPETUCTPallMOHHOr0 HaOmoeHusl. CUMOTOMBI OOBIYHO MOSIBJISUIMCH B TEUEHHE MEPBBIX 6
Hezenb (MeuaHa BpeMEHH Hadaja 3Tol peakuuu - 11 cyTok) mocie Hayana Tepanuu abakaBUpOM,
0IHAKO 3TH PeaKIHH MOTYT Pa3BUBATHLCH B JII000ii MOMEHT NMPOBeIeHUs TepanuM.
IIpaktryecku Bce PI'Y k abakaBupy BKIIIOYAIOT JIMXOPAJIKY U/UIIH ChIIb KaK 4YaCTh CUHAPOMA.
Jlpyrue npuU3HAKM M CUMIOTOMBI, KoTopble HaOmromanuch npu PI'Y k abakaBupy, BKIHOYAIOT
CHUMIITOMBI CO CTOPOHBI OPraHOB AbIXaHUA W KCIYAOYHO-KHUIICHHOI'O0 TpaKTa, KOTOPbLIE€ MOIYT
NpHUBeCTH K omM004HOii Anarnoctuke PI'Y kak pecnupatopHoro 3adoJieBanus (IHEBMOHMM,
OpoHxXHTa, GAPUMHIUTA) WK FACTPOIHTEPHUTA.

IIpu mpomoKEHUH JIeYeHMs TSKECTh CUMIITOMOB, cBsi3aHHbIX ¢ PI'U, HapacTaer, ¥ OHU MOTYT
MPUHUMATh YTPOXKAMOIIUN JKM3HM XapakTep. Kak mpaBmiio, 3TH CHMIITOMBI HCYE3alOT IOCIE
MpeKpaleHus npuema adakaBupa.

B peaxux ciaywasx y HalMeHTOB, MPEKPATUBLIMX IMpHEeM abakaBUpa MO HMHBIM MPUYUHAM, YEM
cumntoMmbl PI'Y, Taxke pa3BUBAIUCh YTPOXKAIOIINE )KU3HU PEAKLIMU B TEUEHHE HECKOJIbKUX YacoB
rnocjie BO300HOBJIEHUs Tepanuu adakaBUpoM. Bo300OHOBieHHE jeueHuss abakaBUPOM Y TaKUX
MAaIMCHTOB CICAYCT NPOBOAUTH TOJILKO IMMPHU HAJTMYNHN 6I)ICTpOFO A0CTyIa K MGI[HHHHCKOﬁ IIOMOIIH.

JlakToanma03 ¥ BEIpaXKCHHAS TeaTOMETaINs CO CTEaTO30M

Nmerorcs cooOIieHrs 0 pa3BUTHU JAKTOAIKU03a U BHIPAKEHHOM IemaToMeraiuu co CTearo3oM, B
TOM 4YHCII€ C JETAIbHBIM HCXOJOM, BCIEACTBUE AHTHUPETPOBUPYCHOM Tepanuu aHaJlIOraMu
HYKJICO3UIOB, BKJIFOUass abakaBUp, MPUHUMAEMBIMU KaK MO OTAEIBHOCTH, TaK U B KOMOMHAIuu. B
OOJIBIITMHCTBE CIYy4YaeB dTU OCJIOKHEHHUS BOSHUKAIOT Y )KCHIIHH.

KnuHudyeckumu mpu3HakaMH pa3BUBAIOIIETOCS JTAKTOAIM103a SBISIOTCS 00Iast cnabocTh, MOTePst
amnmneTuTa, CTpEMHUTENbHAS HEOObSICHUMAs TIOTEPSI MACCHI TeJla, HAPYIIIEHHSI CO CTOPOHBI KeITyI09HO-
KHUIIIEYHOTO TpakTa (TOITHOTA, PBOTA, OOJb B KWUBOTE), HAPYIICHUS CO CTOPOHBI JBIXATEIHHOU
CUCTEMBI (OBIIIKA U TAXUITHO?Y) U HEBPOJIOTHYECKUE CHMITOMBI (BKIIFOYast MOTOPHYIO CIIa00CTh).

JlakToanumo3 XapaKTCPU3YCTCA BBICOKOH CMCPTHOCTBIO U MOXKCT Pa3BUTLCA Ha (I)OHe ITaHKpeaTura,
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MEe4YCHOYHOMI HEAOCTATOYHOCTU HNJIU MOYEYHOU HEJOCTAaTOYHOCTH. JlaKTOAlUJa03, KakK ImpaBujio,
pa3BUBAJICSA Yepe3 HECKOIBKO MecsueB Tepanuu. Heo0XonuMo MpeKpaTHTh TEparuio aHajJoraMu
HYKJICO3HJIOB B CIIy4ae CHMIITOMATUYECKUX TPOSIBICHUI THUIEPIAKTATEMHH M METa0O0JIMYEeCKOTO
aIm103a/IaKTOAU103a, IPOTPECCUPOBAHMSI TEATOMETAIINN WITH OBICTPOTO MOBBIIICHUS AaKTUBHOCTH
aMUHOTpaHcdepas.

CrnemyeT coOI01aTh OCTOPOKHOCTH TP IPUMEHEHUH npenapara AGakaBup y JHOOBIX MAIUEHTOB (B
0COOEHHOCTH - KCHIIUH C 0)KUPEHHUEM) C reraroMerajineil, TeaTUTOM WIH APYTUMH U3BECTHBIMU
(dakTopamMH pHCKa MOPKEHUsSI TIEUCHH M CTEaTO30M IEYCHHU (BKIIIOYAs MPUMEHEHUE HEKOTOPBIX
JIEKapCTBCHHBIX MPENapaToB U ymoTpedneHue ankoroiisi). [lanueHTsl ¢ KOWH(EKIUEH BUPYCOM
renatuta C, KOTOpBIE MOJNY4YalOT JedeHne uHTepdepoHoM anmbha U pUOABUPUHOM, MOTYT
MPEJCTaBIATh COOON Tpymmy ocoboro pucka. [lalieHThI ¢ TOBBIIMIEHHBIM PHCKOM TpPEOYIOT
TIIATEIBHOTO HAOJIIOICHUSI.

[Tpu mosiBIEHNN KIMHUYECKUX WK Ja00OpaTOPHBIX MPU3HAKOB JIAKTOAIN103a C TEATUTOM WK 0e3
HETO (B TOM YHUCJIC I€lIaTOMCrajv U CT€aro3a, AaXXC B OTCYTCTBUC 3HAUUTCIIBHOT'O ITOBBIIICHUA
AKTUBHOCTH TPaHCAMHHA3) JICYCHHUE TpenapaToM AOakaBup HEOOXOAMMO MPHUOCTAHOBUTD.

MuToXOoHapHalIbHas I[I/ICd)VHKI_II/ISI B PC3YJIbTATC BHVTDI/IVTDO6HOFO BO3ACHCTBUA

AHanoru HyKJI€O3UJI0B U HYKIEOTHUJOB CIIOCOOHBI BBI3bIBATh PA3JIMUYHYIO CTENEHb IOBPEXKICHUS
MUTOXOHJIpHH, 4YTO HanboJjiee BbIPaXEHHO MPOSABISIETCS IPU IPUMEHEHUH CTaByAMHA, TUJaHO3HHA U
3UJ0BYyAMHA. BN 3auKCHpOBaHbl Cilydau pa3BUTHS MUTOXOHIpUaibHOM nuchyHkuun y BUY-
OTPHLIATENIbHBIX JeTel, MOJBEpraBIIMXCs BO3JCHCTBHIO aHAJIOrOB HYKJIEO3UJI0B BHYTPUYTPOOHO
u/unu nocie poxxkaeHusi. OCHOBHBIMHM HEKEJIaTeIbHBIMU PEaKLUUIMU SBIISIIUCh T€MaTOJIOTHYECKUE
HapyluleHusl (aHeMus, HEWUTpONeHHs)) M HapylleHus OOMEHa BelecTB (TUIlepIIaKTaTeMus,
runepaunasemus). JlaHHble HexenaTelabHbIE peaKIUM dYacTo OBUIM TpPaH3UTOPHBIMHU. bbutn
3apErUCTPUPOBAHbl  pEIKUE ClIy4dal HEBPOJIOTMYECKHX pPAcCTPOMCTB C TO3JHHM HadaloM
(TOBBIIEHHBI TOHYC MBILIIL, CYJOpPOTH, HapyIIEHUs TOBEIEHUs). SIBIAIOTCA 1M JaHHbIE
HEBPOJIOTUYECKHE PpACCTPOICTBA TPAH3UTOPHBIMM MM TIOCTOSIHHBIMU, B HAcTOSIIEE BpeMs
HEU3BECTHO. BeposTHOCTh MUTOXOHAPHAIBHONW JUC(HYHKIUH CIeIyeT paccMaTpuBaTh Yy JHOOOTO
peOeHKa, MOJBEPraBIIErocs BHYTPUYTPOOHOMY BO3JACHCTBHIO aHAJIOTaMH HYKJIEO3UIO0B U
HYKJIEOTHUOB, C BEIPQXEHHBIMU KIIMHUYECKUMHU CUMIITOMAMH HESICHOW 3THOJIOTHH, B OCOOEHHOCTH
HEBPOJIOTUYECKUMH paccTpoiictBamu. [lpencraBieHHble JaHHbIE HE BIUSAIOT Ha TEKyIIUe
HaIlMOHAJIbHBIE PEKOMEHJALMHU 0 HCIIOJIb30BAaHUIO aHTUPETPOBUPYCHON TEpanuu y OepeMeHHBIX
KEHIIUH JUI TpOQHIAKTUKU BepTHKaIbHON nepeaaun BUY-undexunn.

Macca Tena 1 METa00INIECKHE napaMeTpbl

Bo Bpemst aHTHPETPOBUPYCHOM TEpATUX MOKET NPOUCXOIUTH YBEITMYEHUE MACCHI TEJIA, MOBBIILICHUE

KOHIOCHTpAMU ChIBOPOTOYHLIX JIMIIUIAOB U I'NTFOKO3bI B KPOBHU. KOHTpOJ'IB 3a00JIeBaHUs U U3MCHEHHUE
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o0pa3a KU3HH TaKXKE MOTYT BHOCUTH BKJIAJT B 3TOT IIPOIECC. B HEKOTOPBIX CIydasiX ObLIM 10Ty ICHbI
JTAaHHBIC, CBUJETEIBCTBYIOIIME O CBS3M TOBBIIICHUS KOHIUEHTpAIMU JUIUIOB C MPOBOAUMOM
Tepamuel, OJHAKO HET BECKHUX JIOKA3aTEeIbCTB CBS3M YBEIWYCHHUS MAcChl Tela ¢ KaKoW-JInbo
KOHKpEeTHOM Tepanuei. CiemayeT paccMOTpeTh HEOOXOAMMOCTh ONpEISICHUs KOHIICHTPAIMH
CBIBOPOTOYHBIX JUIUAOB W TIIOKO3Bl B KpOBU. HapymieHus numnugHOro oOMeHa HeoOXOoauMo
KOPPEKTUPOBATh B COOTBETCTBUU C KJIMHUYECKUMU MTPOSIBICHUSIMHU.

[Tankpeatut

beimu 3adukcupoBaHbl Cilydaud pa3BHTHS TAHKPEATHUTA, XOTS NPHYMHHO-CIICACTBEHHAs CBS3b C
MIPUMEHEHHEM abaKaBUpa TOYHO HE YCTAHOBJICHA.

Tepanus, comeprkanias ThU HYKICO3UIHBIE MHTHOUTOPEL 00paTHoi Tpanckpunrassl (HMOT)

VY ManueHToB C BBICOKMM YpOBHeM BupycHoi Harpy3ku (> 100 000 komuit/mi) Ha3HaueHUE
TPEXKOMIIOHEHTHON KOMOHWHAIIMH, cojepraiiel abakaBup, JaMHUBYJIWH WU 3UJOBYIUH, TpeOyer
0c000r0 pacCMOTPEHHUS.

bbun noxy4yeHsl coOOIIEHNs O BBICOKOW YacTOTE BUPYCOJIOTMUECKON HEyJauu M BO3HUKHOBEHUU
PE3UCTEHTHOCTU HA PAaHHUX CTAIUSAX, KOTJIa B KauyeCTBE PEXHUMa TEpaluu OAWH pa3 B CYTKU
MPUMEHSIM KOMOHMHALNI0 a0akaBupa ¢ TeHOGOBUpPA JUZOMPOKCHI (yMapaToM U JIAMUBYIAHHOM.

3aboJsieBaHud IeYeHU

D¢ dexTuBHOCTH U OE30MACHOCTH abaKaBUpa HE OBUIM YCTAHOBJICHBI Y MAITMEHTOB C BBIPAKCHHBIMH
CONYTCTBYIOIIMMH 3a00JIeBaHUSIMH TieueHH. [Ipemapar AOakaBUp MPOTHBOINOKAa3aH MAalMEHTaM C
HapyuieHueM (QYHKIUH NIeYSHN CPETHEeH U TSHKEIIOH CTeTeHH .

VY nanmeHToB ¢ U3HAYAIBHO MPUCYTCTBYIOIIMM HapylieHHeM QYHKIUH NICUCHH, BKITFOYas aKTUBHYIO
bopMy XpPOHHYECKOTO TelmaThTa, OTMEYAeTCs YBEIMYCHHUE YacTOThl HAPYIICHUH CO CTOPOHBI
(GYHKIIMM TIEYeHH BO BpeMsi KOMOMHHMPOBAHHOW aHTHUPETPOBUPYCHOW Tepamuu. Takue marreHThI
JOJDKHBI HAXOJJUTHCS TIO HAOIIOAEHHEM B COOTBETCTBUH CO CTAHAAPTHOW KITMHUYECKOH IPAKTUKOM.
Heo0xoauMo paccMOTpeTh BO3MOXKHOCTH MPUOCTAHOBIICHHS WM TPEKPALICHUS JICUCHHS MpPU
HAJTMYUY TPU3HAKOB YXY/IICHHUS 3a00JICBaHMUS IIEYCHH Y TAKUX ITAIUCHTOB.

[lanMeHTHl ¢ COMYTCTBYIOIINM XPOHUYESCKHM TernatuToM B mimm C

[TareHThI ¢ COMYTCTBYIOLIMM XpOHUUECKUM renatutoM B unn C, nomyyaroniue KOMOMHUPOBaHHYIO
AHTUPETPOBUPYCHYIO TEPaNuio, TOJABEPKEHbI IOBBIIIEHHOMY PUCKY pa3BUTUSA TSDKEIBIX U
MOTEHIIMAJIBHO JIETAIbHBIX HEXKENaTeIbHBIX PEaKIUil CO CTOpOHBI MeueHu. B cioyyae mpoBeneHus
COITyTCTBYIOIIEH MPOTUBOBHPYCHOM Tepamuu renmaruta B wimm C crnenyer oOpaTHTbes K
COOTBETCTBYIOIIUM UHCTPYKLHUSAM IO IPUMEHEHUIO JAHHBIX JIEKAPCTBEHHBIX IIPENapaToB.

3a0o0eBaHNs TOUYEK

[Ipenapar AbGakaBup HE MOJDKEH HA3HAYATHCS MAlMEHTaM C TEPMHHAIBHOU CTaAUEH XPOHHYECKOU

MOYEYHOM HEAOCTaTOYHOCTH.
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CI/IHHDOM BOCCTAHOBJICHUA UMMVYHUTCTA

Y BUY-uHOUIUPOBAHHBIX NAIMEHTOB C TSDKENBIM HMMMYHOAE)UIMTOM HAa MOMEHT Hayaia
KOMOHMHUPOBAaHHON aHTHPETPOBUPYCHOM TEPAIIMM BO3MOXKHO PAa3BUTHE BOCHIAINTEIILHON peakIMy Ha
(oHe GecCUMITOMHBIX ONIOPTYHUCTUYECKUX MH(DEKIMHA UM UX OCTATOYHBIX SBJICHUH, YTO MOXKET
CTaTh IPUYMHON CEPHE3HOTO XY IIICHUS COCTOSIHUS WU yCYTyOIeHUs cUMITOMAaTHKH. OOBIYHO 3TH
peakuuy BO3HHUKAIOT B TEYECHHE IEPBBIX HECKOJIBKMX HEIEIb WM MECALEB II0CIe Hadaja
KOMOWHUPOBAaHHON  aHTUPETPOBUPYCHOW  Tepanuu. THUIOUYHBIMH  [pPUMEpPAMU  SABISIOTCS

I_[I/ITOMCI‘aJ'IOBI/Ip}ICHHﬁ PETHHUT, ITCHEPATIM30BaHHAA W/UIM 04arosas I/IH(l)CKHI/IH, BbI3BaHHAasi

MHUKOOAKTEpHsAMH, W IHEBMOHHs, BBI3BAHHAS Ppeymocystis jirovccii (Takke n3BecTHa Kak

nuepmonrictHas mHeBMOHHUS (III1)). TlosiBnenwe mr0OBIX CHMITOMOB BOCHAJICHHS TpeOyer
HEMEJIEHHOTO 00CIe0BaHUS U, IPU HEOOXOTUMOCTH, JICUCHHUS.

AyTtouMMyHHBIe 3a0oyieBaHus (Takue Kak Ooyie3Hb ['peiiBca) Takke HaOmoganuch Ha (oHe
BOCCTAHOBJICHHSI UMMYHHTETA, OJTHAKO BPeMsI ICPBUYHBIX MTPOSIBIICHUH BaphUPOBAIIO, U 3a00JIeBaHNE
MOTJIO BO3HHKATh Yepe3 MHOTO MECSIICB TOCIIC Havayia TepaInu.

OcTeoHekpo3

Hecmotps Ha TO, 4TO ATHONOTHS JAaHHOTO 3a00J1€BaHUS SBISETCS MHOTO(AKTOPHOM (BKIIIOUYAs IPUEM
TJIFOKOKOPTUKOCTEPOHJIOB, YIOTPEOJIICHUE AaIIKOTOJSI, TSDKEIYI0 HMMYHOCYIPECCHIO, BBICOKHI
WHJICKC MACCHI TeNa), CIIydan OCTEOHEKPO3a Yallle BCero BCTPEUAIHChH y MAIUEHTOB Ha IMPOJIBUHYTOM
cTauu BUY-undexnuu u/unu JUTUTETHHO MPUHUMAIOTIINX KOMOMHHPOBAHHYIO
aHTHPETPOBUPYCHYIO Tepanuio. [lannentam crnegyer oOpaTUThCS K Bpaudy, €CIIM OHU UCTIBITHIBAIOT
00JIM ¥ CKOBAaHHOCTh B CyCTaBaxX WJIH TPYJHOCTH TPU JBUKCHUU.

OnnopryHucTudeckre nHGEKIMN

[Ipumenenune npenapata AOakaBUp WIM JIIOOBIX APYTUX AHTUPETPOBUPYCHBIX IMpENapaToB He
HCKJIIOYAeT BO3MOXHOCTb Pa3BUTHUSl OMMOPTYHUCTHUECKUX MH(EKUMN WM JIPYrHX OCIOXKHEHUH
BUY-undexnumn, mo3ToMy MNalyeHThl JOJKHBI OCTAaBaThCA IMOJ CTPOrMM HaONIOJIEHHEM Bpaua,
uMerolIero oneIT geyenns BUY-acconmmpoBanHbIX 3a001€BaHUM.

Ilepenaya BUY-undbexkumn

Xots ObLIO J0Ka3aHO, YTO 3(PPEeKTUBHOE IMOJABICHHUE BUpPYCAa C MOMOILBIO aHTUPETPOBUPYCHOU
Tepanuu CYLIECTBEHHO CHIDKaeT puck mnepenadyn BUY monoBeIM myTeM, MCKIIIOYATh ATOT PHUCK
MOJHOCThIO Henb3d. Cienyer coOnoaTh COOTBETCTBYIOLIME MeEpPhI MPEAOCTOPOXKHOCTU  JUIS
npenoTBpaieHus nepegaun BUY B cooTBeTcTBHY ¢ HAIIMOHAIBHBIMU PEKOMEHAALMSIMH.

I/IHd)aDI(T MHOKapaa

B Heckonpkux HaOMIOJATENbHBIX ASHUAEMHUOJIOIMYECKUX HCCIEIOBAHUAX COOOIAIoCh O
B3aMMOCBS3M MEXIy IpUMeHeHHueM al0akaBHpa M PUCKOM pa3BUTUs MH(papKTa MUOKapnaa. Mera-

AHAJIN3  JAaHHBIX, IOJYYCHHBIX B PAHAOMHU3UPOBAHHLIX KOHTPOJIUPYCMLBIX  KIMHUYCCKUX
7
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WCCJICIOBAHMX, HE MOKAa3ajl MOBBIIICHHE PUCKA Pa3BUTHs WH(APKTa MUOKapa HpH NPUMEHECHUN
abakaBupa. Jlo HACTOSIIEr0O MOMEHTA HE YCTAaHOBJIECH OMOJIOTMYMECKUN MEXaHU3M, TO3BOJISIOLIIHA
OOBSICHUTH MOTEHIMAIBLHOE MOBBIIEHUE pUCKA. B 1e0M, OCTyHmHBbIE JAaHHBIE, MOJYYEHHBIC B
Ha0JII01aTeNbHBIX HCCIEA0BAHUAX U B KOHTPOIUPYEMbIX KIMHUYECKUX HCCIEA0BAHUAX, HECKOIBKO
MIPOTUBOPEUYUBHI, U TAKIM 00pa30M, HE MO3BOJISIOT CIeTIaTh BEIBOJ O IPUYUHHOCIICCTBEHHON CBSI3U
MEXIy Tepamuei abakaBUPOM M PHUCKOM pa3BUTUs HH(apkTa Muokapaa. [Ipu HaszHaueHUUM
npenapata AGakaBup cieayeT NPUHATh MEphl 11 MUHUMU3AIMK BCEX MOIAIOIINXCS U3MEHEHHUIO
(bakTopoB (HampuMmep, KypeHue, aprepraibHas TUIIePTeH3Us TUIIEPIUITUICMHUS ).

4.5 BzaumojeiicTBHe ¢ JPYrUMH JIEKAPCTBEHHBIMHU TMpenapaTamMum H Jpyrue BHJbI
B3aMMOJAEHCTBUA

BsaunmoseiictBue abakaBupa ¢ IPYyrHMH IperapaTaMu MajioBeposTHo. McciemnoBanus in Vitro
oKasaid, 4To abakaBup crocobeH nHruoOupoBath uzodepment muroxpoma P450 1A1 (CYPLAL).
AbakaBup XapaKTEpU3yeTCs OTPaHUYEHHOW CHOCOOHOCTHIO K WHTHOMPOBAHHIO MeTaboIu3Ma C
yuactuem m3opepmenta CYP3A4. B uccrnenoBanusx in VIitro taxke mokasaHo, 4to abakaBHp HE
BCTyMaeT BO B3aMMOJCUCTBUA C Tpernaparamu, KOTOpble MeTaOoIM3UPYIOTCS H30(QepMeHTaMu
CYP2C9 umu CYP2D6. Knunudeckue uccieloBaHUs HE BBIIBWIM HHIYKIUU MeTabonu3ma B
nedeHn. TakuM oOpa3om, B3aMMOJCHCTBHE a0akaBHpa C AHTUPETPOBUPYCHBIMH WHTHOUTOpAMU
MpoTeas3bl W JPYTHMMH JICKAPCTBEHHBIMH IperapaTamMu, METaboIH3M KOTOPBIX IMPOUCXOIUT IIPU
y4acTHU OCHOBHBIX HM30(pepMEHTOB cucTeMbl IuToxpoMa P450, manoBepostHo. KnnHuueckue
WCCIIETOBAHMS MOKA3aJId OTCYTCTBHE KIMHUYECKU 3HAYMMbIX B3aUMOJICHCTBUIN MEXy abaKkaBUpPOM,
3UJIOBYIMHOM H JIAMHUBYTUHOM.

MortiHble UHAYKTOPBI (PEPMEHTOB, TaKue Kak pupamMIuIuH, peHodapOuTan U pEeHUTOUH, IpU UX
BozeiicTBuM Ha Y [ID-rmokypoHunTpancdepazy MOTyT HE3HAUUTETFHO YMEHBIIIATh KOHIICHTPAIUIO
abakaBupa B IJ1a3Me KPOBH.

Bausane a6aKaBHpa Ha d)aDMaKOKI/IHeTI/IKV APVYIUX BCIIIECCTB

In vitro abakaBup 1eMOHCTPUPYET OTCYTCTBUE HIIH CI1a0YI0 CIOCOOHOCTh K MHTMOMPOBAHHIO OCITKOB-
MEPEHOCYMKOB JICKAPCTBEHHBIX IPENaparoB: TPaHCIOPTEpa OpraHUYecKux aHuoHoB 1Bl
(OATPIB1), OATPIB3, Oenka pe3ucreHTHOCTH paka MojouHou sxene3bl (BCRP) wmm P-
rinukonporenHa (P-gp); 1 MUHHUMaJIbHOE HHIMOMPOBAaHKHE TPAHCIIOPTEPA OPraHUUECKHX KaTHOHOB |
(OCT1), OCT2 u Oenka 3KCTPY3UH JIEKapCTBEHHBIX mpemnapatoB u TokcuHOB 2-K (MATE2-K).
Takum oOpa3zom, He OKUAAETCs, 4TO abakaBUp OyJeT BIMATH HA KOHLEHTPALMH B IUIa3Me KPOBH
JIEKapCTBEHHBIX PENapaToB, KOTOPbIE SBISAIOTCS CyOCTpaTaMy ATUX OEJIKOB-TIEPEHOCYHUKOB.

Abakaup siBrisieTcst uuruouropom 6enka MATEL] in vitro, ograko o6agaet ¢iaaboii cnocoOHOCTHIO
BIUATh Ha KOHLEHTpauuu cyOctpatoB O6enka MATE] B mmasme KpoBH HpH TeparneBTHUECKUX

YPOBHSIX 3KCIo3uIu npenapara (10 600 mr).
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Bimsgune apyrux BEIIeCTB Ha (baDMaKOKI/IHeTI/IKV a0aKaBupa

In vitro abakasup He sBasercs cyocrparom OATPIB1, OATP1B3, OCT1, OCT2, OATI,

MATEIL, MATE2-K, accoiuupoBaHHOTO C MHO>KECTBEHHOW JIEKQPCTBEHHOW PE3UCTEHTHOCTHIO
oenka 2 (MRP2) wim MRP4, nostomMy He 0XHAAeTCs, YTO JICKAPCTBEHHBIC MPENapaThl, KOTOPbIE
BIMSIIOT Ha aKTHBHOCTH JAaHHBIX NEPEHOCYMKOB, OyIyT BIUATh Ha KOHLEHTparuu abakaBupa B
1a3Me KpOBH.

Hecmotpss Ha TO, 9ro in Vitro abakaBup sBisicrcs cyoctpatom BCRP um P-gp, xiamHHYecKue
WCCIICIOBAHMSI TIOKa3aJdd OTCYTCTBHE KIMHUYECKH 3HAYUMBIX H3MEHEHHH (papMaKOKMHETHKH
abakaBupa Mpu OJJHOBPEMEHHOM NPUMEHEHHUH C JIOMHABUPOM/PUTOHABUPOM (MHTHOUTOpaMu P-gp
u BCRP).

JlexapcTBEHHBIE B3aMMOJICHCTBHSA, CBSI3aHHEIC C a6aKaBI/IDOM

Omanon

[Ipu coBMECTHOM NPUMEHEHUH 3TAHOJI OKA3bIBAET BIMAHKE HA METa00au3M abakaBHpa, MPUBOJS K
yBenuueHnto AUC abakasupa npumepHo Ha 41 %. YuuteiBas npoduib 6e30macHocTu abakaBupa,
9TH pe3yJIbTAaThl HE CYMTAIOTCS KJIMHUYECKH 3HauMMbIMH. Ha Merabonmu3m sTaHona abakaBup He
BIIUSIET.

Memaoon

[To nanHBIM hapMaKOKMHETUYECKOTO UCCIIEIOBAaHUS MPU MPUMEHEHNH abakaBupa B 103e 600 Mr 1Ba
pa3a B CyTKHA COBMECTHO C METaJJOHOM OTMeUanochk cHuxkeHne Crax abakaBupa Ha 35 % u 3a7epxka
TmaxHa 1 4, oqrako AUC He nzMensutacek. M3MeHeHus: papMaKkOKHHETUKN abaKkaBUpa HE CYMTAIOTCS
KJIMHUYECKH 3HAUYMMbIMUA. B 1aHHOM wuccienoBaHMM abakaBHp TOBBINAN CPEIHUNA CHCTEMHBIMN
KIMpeHc MeTafioHa Ha 22 %. DTo u3MeHEeHHE He CYMTACTCS KIMHUYECKH 3HAYUMBIM Y OOJIBITMHCTBA
MAaIMEeHTOB, OJIHAKO B HEKOTOPBIX CIy4yasX MOXET BO3SHHKATh HEOOXOJAMMOCTHh B KOPPEKIIUU JO3BI
MeTasioHa. BerencTBre 3Toro naueHThl, Molyvyaroliye IeYeHHe METaJOHOM U abakaBUPOM, JOJKHbI
HaxOJUTHCS TOJI HAONIOJACHHUEM B CBA3M C BO3MOXHOCTBHIO Pa3BUTHS CHHAPOMA OTMEHBI,
MPOSIBJISIOIIETOCS PU CHUKEHUU TO3UPOBKH.

Pemunouout

PernHommHbIE  COCNMHEHWS, TaKWe  KaK  HW30TPETUHOWH,  BBIBOAATCS C  yYacTHEM
aJIKOTOJIbJIeTUAporenassl. B3aumoneiictBue ¢ abakaBUpOM BO3MOXKHO, OJIHAKO JI0 HACTOSLIETO
BPEMEHHU HE U3Yy4aloCh.

Puoyucyam

AbakaBup wuurubupyer CYPLAL in vitro. ¥ mamuentoB ¢ BUY-undeknueit, momyvarommx
KOMOWHAaIMIO (PMKCUPOBAHHBIX /103 abakaBup + gonyterpaBup + samuByauH (600 mr + 50 mr + 300
MT, OJMH pa3 B CyTKH), NMPU OJHOBPEMEHHOM OJIHOKpPAaTHOM mNpuMeHeHuu puounuryara (0,5 mr)

3HayeHne AUC o-») puonuryara npuMepHo B TpH pa3a npessbiiiaino 3HadyeHust AUC o) puonuryara,

9
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MOJTyYCHHbIE MCTOPHYECKU Y 3JI0OPOBBIX JOOPOBOJIBIEB. MOXKET MOTPEOOBATHCA CHIDKCHUE N03bI
puoLMryara; peKOMEHIaluu 110 11oA0OpY J03bl CM. B MHCTPYKIMH 110 MEAULIMHCKOMY IIPUMEHEHUIO
puoLuryara.

4.6. ®epTUIBLHOCTb, 0€PEMEHHOCTDH M JIAKTAIIUA

bepemeHHOCTD

Kak mpaBuiio, mpu NpUHATUU PELICHUS 00 UCIIOJIB30BaHUHM aHTUPETPOBUPYCHBIX MPENApaToB IS
neuenust BUY-undexuun y OepeMEHHbIX >KEHIIMH M, KaK CIEICTBHE, JUISl CHW)KEHUS PpHUCKa
BepTUKaIbHOM 1niepenaun BUY-undekunun HOBOPOXIECHHOMY ClE€QyeT Y4YUTHIBaTh JIaHHbIE
WCCIICIOBAaHMSI HA )KUBOTHBIX, @ TAKXKE KIMHUYECKUN OIBIT IPUMEHEHUsI Y OEPEMEHHBIX JKEHIIMH.
HccnenoBanusi Mo NMpUMEHEHHIO a0akaBHpa y >KUBOTHBIX IPOJEMOHCTPUPOBAIA TOKCHYECKOE
BO3/ICHCTBUE HA Pa3BUBAIOIIUNACS SMOPHUOH U IO KPBICHI, OIHAKO Y KPOJIMKOB JaHHbIN 3 ekt He
HaOmoxancs. Kak Obulo MOKa3aHO B XOA€ HCCIIEIOBAaHUI HAa >KUBOTHBIX, a0akaBUp CHOCOOEH
MIPOSABIISATH KaHLEPOreHHbIE cBOMCcTBA. KilMHMYecKkas 3HaYMMOCTh 3THUX JIaHHBIX HeU3BecTHA. bbuio
YCTaHOBIICHO, YTO y Y€JIOBEKa BO3MOKHO POHUKHOBEHHE a0aKkaBUpa U/MIH €ro METa0OIUTOB Yepe3
IUTALIEHTY .

B nccnenoBanusx no oueHke NpuMeHeHHs abakaBupa y 6epeMeHHBbIX skeHIIMH 6osee 800 ucxonos
OepeMEeHHOCTH TIOClie TPUMEHEHHUS BO BpeMsi mepBoro Tpumectpa u Oomee 1000 wmcxomos
0epeMEeHHOCTH TI0CIIe IPUMEHEHUS BO BPeMsI BTOPOTO U TPETHETO TPUMECTpa MPOAEMOHCTPHPOBAIIH
OTCYTCTBUE MaJb(OPMATUBHOIO U (heTaTbHOr0/HEOHATAbHOIO B3auMojeiicTBua. Ha ocHoBaHUM
BBIIIEU3/I0)KEHHBIX JAHHBIX MOXHO CZeNlaTh BBIBOJ O TOM, YTO HpPU NMPUMEHEHHM abakaBUpa y
YeJloBeKa PUCK BPOKIEHHBIX MATOJIOTUI MaJlOBEPOSTEH.

Mumoxonopuanvras oucghynkyus

B wuccnenoBanusix in Vitro u in Vivo ObUIO MPOJEMOHCTPHPOBAHO, YTO AHAJIOTU HYKICO3UIIOB H
HYKJICOTHUJIOB CIIOCOOHBI BBI3bIBaTh MOBPEKJICHUS MHUTOXOHJAPHHA pa3IMuHOM cTerneHu. bbutn
3aperucTpUpPOBaHbl COOOIIEHNS 0 MUTOXOHApUaIbHON Aucynkunn y BUY-otpunatenbHbIxX geTei,
MOJIBEPTHYTHIX BO3JEHCTBUIO AHAJIOIOB HYKJIEO3UIOB BHYTPUYTPOOHO W/MIU B MOCIEPOIOBOM
NIEPHUOJE.

Jlakranus

AbakaBup U €ro MeTabOIUThI MPOHUKAIOT B MOJIOKO Y KOPMSIIHNX KpbIC. AGaKaBUp TakkKe IPOHUKAET
B IPYJIHOE MOJIOKO Y uesoBeka. JlanHble 0 0e301acHOCTH IpUMEHEeHHsI abakaBupa y JieTell B Bo3pacTe
MIIaJIIe Tpex MecsAleB OTCYTCTBYIOT. BUYU-uHOUIMPOBaHHBIM IKEHIIMHAM HU TpPU  KaKUX
00CTOSITENLCTBAX HE PEKOMEHYEeTCs IPOBOAUTH TPy THOE BCKapMIIMBaHKUE BO M30exaHUe Tiepeiadn
BUY-undexnuu pedbeHKy.

DdepTbHOCTH

PC3YJ'ILT3.TLI HUCCIeIOBAaHUM Ha >KHBOTHBIX ImoKasaJid, 4To a6aKaBI/Ip HC OKa3bIBaCT BJIMAHHEC Ha

10
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(bepTHILHOCTS.

4.7. BausiHde Ha CIOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMH CpeCTBAMHM H PadoTaTh C
MeXaHNU3MaMu

HccnenoBanuss 1o OIEHKE BIUSHUS abakaBUpa HA CIIOCOOHOCTH YIPABISATH TPAHCIIOPTHBIMHU
CpeacTBaMH U paboTaTh ¢ MEXaHU3MaMH HE ITPOBOIMIINCE.

4.8. HexenatejibHble peaKIuu

Pesrome mpoduiist 6e30nacHOCTH

I[HSI MHOT'HUX 3apCruCTPpUPOBAHHBIX HCKCIIATCIIbHBIX peaKquI OCTacTCsa HCACHBIM, CBA3aHO JIM HUX
pa3BUTHE C TPUMEHEHHEM abakaBHpa, JMOO HIMPOKOTO CIEKTpa JIEKApCTBEHHBIX IpPENapaTos,
npUMEHsIeMbIX JUIsl JiedeHuss BUYU-unbexium, uin ke OHH SIBJISIOTCS MPOSBICHUEM OCHOBHOTO
3a00JIeBaHUSI.

MHorue u3 nepevyrciIeHHbIX HUKE HEXKENIaTebHBIX peakiuil (TOHOTa, pBOTA, AUApes, IUXOpPaIKa,
COHJIMBOCTb, ChIIIb) YaCTO PAa3BHBAKOTCS Yy MAIMEHTOB C TMIIEPUYYBCTBUTEIBHOCTHIO K abakaBupy.
[TosToMy Tpu TOSIBICHHM JHOOOTO M3 ATHX CHMIITOMOB IOKa3aHO TINATEIbHOE O00CIIeI0BaHUE
ManMeHTa Ha HAJIMYHUEC TUIICPYYBCTBUTCIIBHOCTH.

Bbutn 3aperucTpupoBaHbl OUEHb PEIKUE CITydan MOTUMOP(HOI IKCCYAATUBHOM 3PUTEMBI, CHHAPOMA
CruBeHca-/[P>KOHCOHa WJIM TOKCHYECKOTO SMUACPMATIBHOIO HEKPOJIM3a, B KOTOPBIX HENb3sl OBLIO
uckirounth PI'Y k abakaBupy. B Takux ciydasx HE0OXOAMMO NPEKPATUTh NMPUEM JICKAPCTBEHHBIX
MpenaparoB, coAeprKaniux adakaBup, 0€3 BO3MOKHOCTH BO30OHOBJICHUSI.

TabauaHoe pE3IOME HEXKENIAaTSIbHBIX pPeaKIIHi

BonbIIMHCTBO MEepeYrCIeHHBIX HIKE HEXENATENbHBIX PEakluil He SBISIOTCS OTPaHMYUBAIONIUMU
JIeUEHHE.

MHorue HeXenarelbHbIe PEAKIMH HE SBISIOTCS OrPAHWYUBAIONIUMH JieueHne. [lo JaHHBIM
Bcemupnoi OpraHu3alHH 3/1paBOOXPAaHEHUS (BO3) HEeXeNaTelIbHbIe 3¢ deKTb
KJIaCCU(UIIUPOBAHHBI B COOTBETCTBUU C UX YACTOTOM Pa3BUTHUS CIEAYIOUIIM 00pa30M: O4€Hb 4acTo
(> 1/10), gacto (> 1/100, HO < 1/10), HEewacto (> 1/1000, Ho < 1/100), penko (= 1/10000, Ho < 1/1000),
oueHb penko (< 1/10000), yacToTa HEM3BECTHA — MO UMEIOIIMMCS JaHHBIM YCTAHOBUTH YaCTOTY HE

MMpEeaACTABIAIIOCH BO3MOKHBIM.

Yacro ‘ Penko ‘ OueHb peako

HapymeHuﬂ Memaboau3IMa u NUMAaHUsL:

[MOTCPs AllIICTUTA ‘ ‘namoaunuos&

Hapywienus co cmopoHbl HepsHOIL CUCTEMbL:
roJI0BHAsT 00JIb ‘ ‘

VKenyoouno-xuwieunvie HapyuileHus:

TOILIHOTA, PBOTA, IHApest ‘HaHeraTI/IT ‘

HapyweHuﬂ CO CMOPOHBL KOJHCU U NOOKOJMCHBIX MKAHell
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CBITIb (TIPH OTCYTCTBUU [MOJUMOP(HASA DKCCyJaTUBHAS
CHCTEMHBIX MPOSBIICHUN) hputema, cuaapom CTuBeHca-
J>KOHCOHA, TOKCUYECKU I
DIIUIEPMATBHBIA HEKPOJIH3

Obwue HapyweHus U peakyuu 8 Mmecme 8e0eHuUs

JIMXopaaka, COHJINBOCTD,
YTOMIISICMOCTD

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKHI/Iﬁ

Peaxyuu cunepuyecmeumenvrHocmu Kk abakasupy

ITpusnaku u cumnromsl PI'Y npusenens! Huxke. J[aHHbIE IPU3HAKU U CUMITOMBI ObUIN BBISIBJICHBI
BO BpeMsl KIIMHUYECKHX MCCIIEJOBAHUI WM IIPU TOCTPETUCTPALIMOHHOM Ha0ojeHu. CUMIITOMBI U
IIPU3HAKHU, 3aperucTprUpoBaHHbIC He MeHee YeM Yy 10 % nanuenToB ¢ PI'Y, BeiieneHbI Oy KUPHBIM
mpudrom.

IIpaktnyeckn y Bcex mnauumeHToB ¢ PI'Y pasBuBaroTCs JuXopaaka W/WIKM Cbilb (OOBIYHO
MakxyJionamyJje3Hasi WIM YPTUKapHas) KaK 4YacTh CHUHAPOMA, OJIHAKO PEaKUUH TaKXe MOIyT
npoTeKaTh 0e3 ChIM WM JIMXOpaakd. Jlpyrue OCHOBHBIE CHMIITOMBI BKIIIOYAlOT CHUMITOMBI CO
CTOPOHBI KeTyT0YHO-KUIIEYHOTO TPAKTA, ABIXaTEIbHON CUCTEMBI WIIA CUCTEMHBIE CHMIITOMBI, TAKHE
KaK COHJIMBOCTb U HEZIOMOT'aHHUE.

Kaaccudukanus mo opranam u cucreMam

Hapywenus co cmoponul kpo6u u iumgpamuueckou cucmemvl: TAMPOTICHUS.

Hapywenus co cmoponul nepHotl cucmemsl: TOJOBHAS 00JIb, TapecTe3usl.

Hapywenus co cmopoHbl ObixamenvbHou cucmemsl, Op2aHo8 2pYOHOU KIeMKU U CPeOOCMeEeHUs.:
O/bIIIKA, Kalledb, 00Jb B ropiie, peCupaTOpHbI JAUCTPECC-CUHAPOM B3pOCHbIX, AbIXaTelbHas
HE/10CTaTOYHOCTb.

Kenyoouno-xuweunvle napywenus: TOIIHOTA, PBOTa, Auapes, 00.1b B KUBOTe, M3bI3BICHHE
CIIU3UCTON 00OJIOUKH pTa.

Hapywenus co cmoponvl neuenu u acenuesvigooawjux nymeii: TOBbIINIEHHe OMOXMMHYECKHX
nokasarteJieil pyHKIMM NeYeHH, TeNaTuT, eYeHOUHas! HeJJOCTATOYHOCTb.

Hapywenusa co cmopoHbl Kodcu u NOOKONMCHbIX mMKaHell: Cbillb (0OOBIYHO MaKyJIOMAITyJIe3Has WIIH
ypTUKapHasi).

Hapywenusa co cmopoHbl MbluleyHOl, CKelemHOU U COeOUHUMENbHOU MKAHU MHAJITHS, PEIKO
MUOJIN3, apTPAJITHs, HOBBIIIEHHE AKTUBHOCTH KpeaTHH()OCHOKUHABHI.

Hapywenus co cmoponvl nouex u Mo4egbl8005uux nymeli. TOBBIIIICHNE KOHIICHTPALNH KPEaTHHIHA,
MoYeYHasi HeJJOCTATOYHOCTb.

Obwue napyuienus u peakyuu 6 mecme 66ederus. JINX0PaaKa, COHIUBOCTb, HEIOMOTaHUE, OTEKH,

JII/IM(I)a,Z[CHOHaTI/ISI, apTepualibHasd rMIOTCH3UA, KOHbIOHKTUBUT, aHa(I)I/IJIaKTI/I‘{eCKI/Ie pPCaKknuu.
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Cumnromsl, cBsi3aHHble ¢ JaHHOM PI'Y, yxynmaroTCs 0HpH HpOJOJDKEHMM TepallMd U MOILYT
IIPUHUMATh YIPOXKAIOIIMK JKU3HHM XapakTep, B PEIKHX CIydyasX OHM NPUBOAWIN K JIETAJIbHOMY
UCXOLY.
Bo3oOHoBienne npuema abakasupa nocie PI'Y Ha aGakaBup NPUBOAUT K OBICTPOMY MOBTOPHOMY
MOSIBJICHUIO CUMIITOMOB B TEYCHHE HECKOJIBKUX 4acoB. [loBroprast PI'H 00b4HO mpoTekaet B Ooliee
TSDKEToON (hopMe, YeM IpH MEPBHYHOM IPOSBICHUU, U MOXET BKJIIOYATh YTPOXKAIOUIYIO JKU3HU
apTepUalbHYI0 TUIOTEH3MIO U JIeTaJbHBIH HCX0J. B psne ciayyaeB monoOHbIE peaklUM Takxke
BO3HUKAJIM IIPU BO30OHOBJICHUM Teparuy a0akaBUPOM II0CIIE€ €r0 OTMEHBI, BBI3BAaHHOM MOSBICHUEM
OJIHOTO M3 OCHOBHBIX CUMIITOMOB IMIIEPYYBCTBUTEIBHOCTHU (CM. BBILIE), U B OYEHb PEAKUX CIydasx
peakuu HaOIIOAAINCh MTPH BO30OHOBICHUH MTPUMEHEHHS a0aKaBHpa IMAallMEHTaMH, Y KOTOPBIX 10
€ro OTMEHbl HE OTMeYalIuch HUKakue cuMmntoMbl PIY (T.e. y malMeHToB, KOTOPBIX paHEee CUUTAIIH
NEPEHOCALIMMHU TepaHio a0akaBUPOM).
Memabonuueckue napamempui
Macca Tena, KOHUEHTPALMU JIMIKMIOB M TIVIFOKO3bI KPOBH MOIYT IIOBBIIIATBCS BO BpeEMs
aHTUPETPOBUPYCHOM TEpanuH.
Cunopom soccmanosnenus uMmyHumema
Y BUY-uHQUIUPOBAHHBIX MNAIMEHTOB C TSDKEIBIM HMMMYHOAC(DUIIMTOM HAa MOMEHT Hayaia
KOMOWHUPOBAHHON aHTUpeTpoBUpYCHOH Teparmu (KAPT) BO3MOXHO pa3sBUTHE BOCHATUTEIHHON
peakiuu Ha poHe OECCUMITOMHBIX ONNOPTYHUCTUYECKUX MH(MEKIUI UK UX OCTaTOYHBIX SBJICHUM.
AyTtonMMyHHbIE 3a0oneBaHus (Hampumep, Oone3Hb ['peiiBca) Takke HaOmogalIuCh Ha (oHe
BOCCTAHOBJICHHS] IMMYHHTETA, OJHAKO BPEMsI IEPBUYHBIX IIPOSBICHUI BapbHUpOBAJIO U 3a00JIeBaHNE
MOTJIO BO3HHUKATh 4e€pe3 MHOT'O MECSLEB ITOCIIE Hadasa TEPaInii.
Ocmeonexpos
3aperucTpupoBaHbl  CIydal OCTEOHEKPO3a, OCOOEHHO Yy TMAalMEHTOB ¢ OOIIeNpU3HaHHBIMU
(dakTopamMmu pucka, Ha npoaBuHyTOM cTaguun BUY-undexnuu wnM  npu  ITUTEIHHOU
KOMOMHHPOBAaHHOW aHTUPETPOBUPYCHOM Tepanuu. YacToTa 3TOro sBJIEHUSI HEM3BECTHA.
H3zmenenus nabopamopnvix noxazamernetl
B KOHTpoMupyeMbIX KIMHMYECKUX HCCIEIOBaHMAX M3MEHEHHUE JIAOOPAaTOPHBIX IOKazaTesied Mpu
nedeHnn abakaBUpoM HaOIIOJAIOCh HEYacTO, KaKk M B KOHTPOJIBHOM Ipynme MalHueHTOB, He
MOJTy4aBIIUX Mperapar.

eTH
B uccnenoBannun ARROW (COL105677) npuanmanu yuactue 1206 BUU-unumpoBaHHbIX
JeTel B BO3pacTe OT 3 MecsiieB 10 17 JeT, u3 KOTOphIX 669 neteit momyvanu abakaBUp ¥ JaMUABYIUH
OMUH WIM JBa pa3a B CyTKHM. He ObLIM BBISBIEHBl HHUKAKUE JOMOIHHUTEIbHbIE MPOOJIEMBI B

OTHOIIICHUU O€30MaCHOCTH y HCTCﬁ, MMPUHHUMABIINX a6aKaBI/Ip OIWH WA [Ba pas3a B CYTKH, IIO
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CpaBHCHHIO CO B3POCJILIMHU.

Coo011eHune 0 MoI03pEBAEMBIX HEXKEIATEIbHBIX PEAKIIHIAX

Baxxno coo0miate 0 MOJ0O3PEBAEMBIX HEXKENATEIbHBIX PEaKUUsX IOClie PEerucTpaluu
JIEKapCTBEHHOI'O Tpernapara ¢ Lelblo 00ecredyeHus] HelpepbIBHOTO MOHUTOPHUHIA COOTHOILICHUS
«IMoNb3a - PHUCK» JIGKAPCTBEHHOTO TMpemapaTa. MeIuInUHCKIM pabOTHUKAM PEKOMEHIYETCS
coo0mIaThk 0 JIOOBIX MM0I03PEBAEMBIX HEKEIATEIbHBIX PEAKIHMIX JEKApCTBEHHOTO IpenapaTa yepes
HAI[MOHAJIbHBIE CHCTEMBbI COOOIIEHUN O HEXKENaTeNbHBIX PEeaKIHsIX TrocydapCTB-WICHOB

EBpaSHﬁCKOFO 9KOHOMHYECKOI'O COKO3a.

Poccutickas ®@eoepayus

Anpec: 109012, Mocksa, CinaBsHCKas miiomap, 1. 4, ctp. 1

®denepanbHas ciyx0a o Haa30py B cdepe 3npaBooxpanenus Poccuiickoit denepanuu
Ten.: +7 800 550 99 03, +7 (499) 578 02 20, +7 (499) 578-06-70

DnekrponHas nmoyra: iInfo@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

4.9. Tlepeno3mpoBka

CuMITOMBI

B xnmHuyeckux uccneoBaHUsAX MAlMEeHThl TPUHUMAIH OJIHOKpATHbIE 103bl abakaBupa 10 1200 mr
u cytouHsle 10361 A0 1800 mr. He ObI10 OTMEYEHO pa3BUTHE HENPEABUACHHBIX HEXKETaTeIbHBIX
peakuuii. JlefictBue mpemnapara AbakaBup B 0oyiee BBHICOKHMX /033X JI0 HACTOSIIETO BPEMEHHU HE
W3Yy4YEeHO.

Jleuenue

B cnyuae nepeno3upoBku npenapatom AOakaBUp MAUEHT JI0JDKEH HAXOAUTHCA MO/ HAOII0IeHHEM
Bpaya C UENbI0 BBIABICHUS IPU3HAKOB TOKCHUYECKOrO JEWUCTBHS Npemnapara U MpPOBEICHUS
CTaHJAPTHOW CUMIITOMATHYECKOMN Teparuu 1o mokasaHusiM. HensBecTHo, MOXKeET Jin abakaBup ObITh

BBIBCJICH ITPpH NPOBCACHUN ICPUTOHCAIIBHOTO AUAJIM3a UJIIKM IrEMOAaIn3a.

5. ®APMAKOJIOTUMYECKHUE CBOMCTBA

5.1. dapmakoanHaMH4yecKHe CBOWCTBa

dapmakoTepanieBTU4YecKasi TIpymna: MPOTUBOBUPYCHBIE CpEACTBA CHCTEMHOTO JEWCTBHUS,
MPOTHUBOBUPYCHBIE CPEICTBA NMPSMOTO JNEHCTBUS; HYKJICO3UAHbIE M HYKJICOTHIHBIE MHIHMOUTOPHI
00paTHON TPAHCKPUIITA3HI.

Kox ATX: JOSAF06

MexaHu3M aeicTBus

AGaKaBI/Ip ABJISICTCA HYKJIICO3UIAHBIM aHAJIOTOM - I/IHTI/I6I/ITOpOM O6paTHOﬁ TPAHCKPHUIITA3HI. 910
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MOIIHBIN cenekTuBHBIM nHrHOMTOp BUY-1 u BIMY-2, BKitodas mraMMbl BIIY-1 CO CHMKCHHOU
YyBCTBUTEIBHOCTHIO K 3HIOBYIHMHY, JAMHUBYAWHY, 3aILUTaOWHY, AWIAHO3UHY M HEBUPAIUHY.
AbakaBup NOJBEpraercsi BHYTPUKIETOYHOMY METa0O0JIM3My, IpPEBpalliasichb B aKTUBHYIO (OpMy
kapooBup-5'-tpudochar (kapbopup-TD). [To maHHBIM HCCIIEAOBaHUI IN VItro, MexaHu3M JICHCTBUS
abakaBupa B otHomeHnr B1Y 3akimtouaercst B MHruOMpoBaHuu (hepMeHTa 00paTHON TPAHCKPHIITA3bI
BUWY, uro nmpuBOAMT K OOPHIBY LIETH U OCTAHOBKE IMKJIA PEIUIMKALIUU BHpYCa.

He nabmromancst aHTaroHW3M NpPOTUBOBUPYCHOM aKTUBHOCTH abakaBHpa B KYyJIbTYpe KIETOK IpHU
komMOuHanuu ¢ HUMOT jaumpaHo3uHOM, SMTpULMTAOMHOM, JIAMUBYJMHOM, CTaBYJIUHOM,
TEHO(OBUPOM, 3aIIUTA0OMHOM WM 3UJOBYAMHOM, HEHYKJICO3MIHBIM HHTHOMTOPOM OOpaTHOMH
tpanckpuntassl (HHUOT) wneBupanuHoMm wnmm wuHruOuTopom mnporeasst BUY (MIT BUY)
aMIIPEHABUPOM.

Pe3ucTeHTHOCTh

Pesucmenmuocms in Vitro

Pesucrenthbie k abakaBupy u30/sTel BUU-1 Obu1H BhIIEIEHBI IN VItrO 1 CBsI3aHbI CO CrIelU(UIHBIMU
TeHOTUITUYECKIUMH U3MEHEHUSIMHU B KOJJOHaxX reHa oOpatHoi TpanckpunTtassl (OT) (kogonst M184V,
K65R, L74V u Y115F). Pe3ucTeHTHOCTh BUpYca K abakaBupy in Vitr0 pa3BUBaeTCs OTHOCUTEIBHO
MEIJICHHO, Ui KIMHUYECKH 3HaumMmoro ysenmueHus MKso (MHrmOupyromas KOHLEHTpalus B
oTHomeHuu 50 % MTaMMOB) OTHOCUTENBHO «JUKOI0» IITaMMa BUpyca TpeOyIOTCs MHOXKECTBEHHbIE
MYTallHH.

Pesucmenmnocms in VIVO (nayuenmel, panee ne noiyuasuiue mepanuio)

VY H30JITOB BHpYCa, MOJYYCHHBIX B 0a30BBIX KIMHUYECKHX HCCIEOBAHUSX Yy OOJBIIMHCTBA
MAIMEHTOB C BHPYCOJIOTHYECKON HEI(P(HEKTUBHOCTHIO PEKMMA TEPAIUH, COJICPIKAIIEro abaKaBHp,
ObUIO MTPOAEMOHCTPUPOBAHO JTUOO OTCYTCTBHE U3MEHEHHUH MOKa3aTeNleil OTHOCUTENBHO MCXOIHOTO
3HaueHusl, cBsi3aHHbIX ¢ npuMeneHrneM HUOT (45 %), nmubo cenekuust Tonbko myTamuu MI84V umu
MI841 (45 %). OOmas gactora cenexiun M184V wunu MIB4l Obta Beicokoi (54 %), pexe
npoucxoauia cenekuus L74V (5 %), K65R (1 %) u Y115F (1 %). beuto ycTaHoBi€HO, YTO TpH
BKJIIOYEHUU 3MJIOBYJMHAa B PEKUM TEepamuM CHIKaerca dactota cenekuumu L74V u K65R B
npucyTCTBUU abakaBupa (¢ 3ugoByauaoM: 0/40, 6e3 3unoBynuna: 15/192, 8 %). Cenexiust THAMUAMH-
aHanoroBeix MmyTtanuid (TAM) MoOXeT NPOUCXOAUTH B CiIy4asx, KOTJa aHaJIOTH THUMHUIWHA
codeTaroTcsi ¢ abakaBHMpoM. B Mmera-aHanmm3e pe3yibTaTOB MIECTH KIMHUYECKUX HCCIICIOBAHUIA
cenekiuss TAM oTCyTCTBOBaja IpU peXHUMax Teparuu, cojaepkamux abakaBup 0e3 3UJOBYAMHA
(0/127), HO mpoucxoania MPH peXUMax Teparuu, CoAepkalx adakaBUp U aHAIOT TUMHAWHA —
3upoByauHa (22/86, 26%).

Pesucmenmuocms N VIVO (nayuenmol, panee noxyyasuwiue mepanuio)

Knuandecku 3HaYNMOE CHIDKCHHE YYBCTBUTCIIbBHOCTU K a6a1<aBpr OBLIO OpOACMOHCTPHUPOBAHO B

15



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 27.06.2024 N= 12983
(NOCNEOCBATENEHOCTE 0004)

KIMHUYECKUX U30JIITaX MalMEeHTOB ¢ HEKOHTPOJIUPYEMO PEIUINKaLieH BUPYyCa, paHee 10Ty YaBIINX
TEpanuio JPYTMMHU HYKJICO3HIHBIMA MHTMOMTOPAMHU U O0JIQJAIONINX PE3UCTEHTHOCTHIO K HUM. B
MeTa-aHaJu3e Pe3yJbTaTOB MATH KIMHUYECKUX UCCIIeIOBaHMi, B KOTOPBIX abakaBup ObuT 100aBIeH
B PEXHUM Tepanuu AJisd yCUiieHus ee neictBus, u3 166 namuentoB y 123 (74 %) Oblia BhIsBICHA
mytaiust M184V/1, y 50 (30 %) Obuta BeisiBiieHa T215Y/F, y 45 (27 %) 6buna BeisiBiena M41L, y 30
(18 %) 6bna BeisiBieHa K70R ny 25 (15 %) Obina BeisiBneHa D67N. MyTtarus K65R otcyrcTBoBaa,
mytauuu L74V u Y115F Bcrpeuanuch Hewacto (< 3%). MopenupoBaHue HPOrHOCTHYECKHX
3HAYEHUH /17151 TEHOTHIIA C TIOMOIIBIO JIOTUCTUYECKON perpeccuu (C y4eTOM UCXOIHOTO COJEepKaHUS
PHK BHY-1 B mmasme xpoBu (BPHK), kommuyectrBa CD4+ kjerok, KonudyectBa U
MPOJAOIDKUTEITFHOCTH TPEAIIECTBYIOIINX aHTUPETPOBUPYCHBIX TEPAIuii), MOKa3aJio, YTO HAIWYHE 3
win 6onee myTaruii pesucteHTHOCTH K HUOT 651710 CBSA3aHO C yXyAllIEHHEM OTBETa Ha TEPAIUIO Ha
4 nenene (p = 0,015) unu pazsutuem 4 unu 6onee mytauuii Ha 24 Henene (p < 0,012). Kpome Toro,
KOMIUICKC MHCEPIIMOHHBIX MyTalui B kogone 69 wim myrtanus Q151M, xortopas, kak mpaBuio,
BcTpeuaeTcss B coueranun ¢ A62V, V751, F77L u F116Y, mpuBOIAT K Pa3BUTHIO BBICOKOU
PE3UCTEHTHOCTH K abakaBHpy.

Denomunuieckas pe3ucCmeHmHOCMb U NepeKpecmuas pe3ucmeHmuoCns

Jnst pa3BuTHs (EHOTUMMYECKONW PE3UCTEHTHOCTH K abakaBUpPy HEOOXOIMMO HAJIMYUE MYTAIlUH
M184V B coueranuw, 1o KpaiiHeH Mepe, C eIIe OJHOW MyTallueil pe3UCTCHTHOCTH K abakaBHpy, JINOO
myTtaiuss M184V B coderanuu ¢ HeckosbkuMu TAM. Pa3Butne heHoTHIHMUECKON MEpeKpecTHON
pesucrentHocTH K apyruM HUOT npu Hanmuuuu tonbko mytauuu M184V umu Toiabko mMyTanuu
M184l orpanwdeno. 3uWIOBYIWH, JTUAAHO3WH, CTaBYAHMH W  TEHO(POBHP  COXPAHSIOT
AHTUPETPOBUPYCHYIO AaKTUBHOCTh B OTHONIIEHMM Takux BapuantoB BUY-1. Hanmume myrtaruum
M184V ¢ KG65R mpuBOAMT K Pa3BUTHIO NMEPEKPECTHOM PE3UCTEHTHOCTH MEXAYy abakaBHpPOM,
TeHO(OBUPOM, AMJAHOZMHOM U JamuByauHoM. Hammumne myrtanuu M184V ¢ L74V npuBomut k
Pa3BUTHIO TIEPEKPECTHOW PE3UCTEHTHOCTH MEXIy abakaBUPOM, IMIAHO3HMHOM U JIAMHUBYIHHOM.
Hammane mytarun M184V ¢ Y115F npuBoauT K pa3BUTHIO MEPEKPECTHON PE3UCTEHTHOCTH MEKIY
abakaBUpPOM U JIaMUBYJIUHOM. {151 obecnedyeHus: HaJuIexalero nNpuMeHeHus abakaBUpa MOXKHO
PYKOBOJICTBOBATHCSI PEKOMEHYEMBIMHU B HACTOSIIIIEE BPEMsI METOAAMU UHTEPITPETAIIMN UMEIOIUXCS
MyTalui pe3UCTEHTHOCTH.

[epekpecTHast pe3UCTEHTHOCTh MEXKTy a0aKaBUPOM M aHTHUPETPOBUPYCHBIMHU ITpeTiapaTaMy IPyTHX
knaccoB (Hanpumep, UIT unu HHUOT) manoseposTHa.

5.2. dapmMakoKMHeTHYeCKHe CBOICTBA

AGcopOrtus

AbakaBup OBICTPO M XOpOIIO BCAcChIBae€TCs NMPHU IpHUeMe BHYTpb. AOCOIIOTHAs OMOAOCTYIMHOCTh

abakaBupa Mmpu MpueMe BHYTPb Y B3POCIBIX cocTaBisieT okoio 83 %. CpenHee BpeMs JOCTHIKCHHUS
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MaKCHMaJIbHOW CBHIBOPOTOYHOW KOHIICHTPAIIMU (max) IpPHA NPUEME aDakaBHpa BHYTPb B BHJC
TabJIETOK COCTaBIIsAET OKOJIO 1,5 4.

He BobIsiBIIeHBI pa3inyus B BeIHUMHE IUI0M[AA1 10 (apMaKOKMHETUYECKON KPUBOM «KOHIIEHTPALIUs -
Bpems» (AUC) mis abakaBupa B popme TabaeTok u pactBopa. Ilpu mpueme abakaBupa BHYTPh B
dbopme Tabnerok B moze 300 Mr gBa paza B CYTKHM CpeAHsSS MaKCHMalbHAas paBHOBECHAs
KoHIeHTpanus B mia3me KpoBH (Crax) cocraBmsuia 3,00 mxr/mi, a cpeansisi AUC B teuenue 12-
4acOBOT'0 MHTEpBaja MEXIy IpHeMaMu Ipernapara coctaBimsuia 6,02 mxr x u/mia (cyrounas AUC
coctaBmia npumepHo 12,0 mkxr x 4/mu). 3HadeHne Crax IpH MPUMEHEHUU PAcTBOpa I MpUeMa
BHYTPb OBLIO HEMHOTO BBIIIE, YeM MPU MPUMEHEHHH Ta0neToK. [lociie oqHOKpaTHOTO MPUMEHEHUS
abakaBupa B (hopme TabneTok B q03e 600 mr cpeansis Crax abakaBupa cOCTaBIIsIIA OKOJIO 4,26 MKT/MII,
a cpenusst AUCcocrasisa 11,95 MKr X u/mit.

[Tpuem mumu 3amenssieT BcachiBaHue a0akaBupa U yMmeHbIIaeT Crax, HO HE BJIMSIET Ha OONIYIO
KoHIeHTpanuio B tazme kpoBu (AUC). TTosTromy abakaBup MOXHO MPHHUMATh BHE 3aBHCHMOCTH
OT TIpHieMa TTHUTITH.

He oxupgaetcs, 4To mpueM H3MeNbYeHHOW TaONeTKU ¢ HEOOJBIINM KOJIMYECTBOM IOIYTBEPIOi
MUY WU JKUJKOCTH MOBIHSIET Ha (hapMaKOJIOTHYECKHE CBOMCTBA Mperapara u, ClieJJoBaTeIbHO, Ha
€ro KIMHUYECKYI0 3()(PEeKTHBHOCT. DTO 3aKIIOYCHHE OCHOBAHO HA (U3UKO-XUMHYCCKHX U
(hapMaKOKHHETHYCCKHMX MTapaMeTpax JICHCTBYOIIErO BEIIeCTBA U PAaCTBOPUMOCTH IN Vitro tadbiaeTok
abakaBupa B BOJIE IIPU YCIIOBUH, YTO MAIIMEHT U3MEbYaeT U J00aBIseT B MUILy WiH kuakocts 100
% TabneTKH U MPUHUMAET HEMEJJICHHO.

Pacnopenenenne

[Ipu BHYTpHUBEHHOM BBEICHUHU KaXyIIUiics 00beM pacnpeaenenus abakaBupa cocrapiseT okoio 0,8
JI/KT, 9TO yKa3bIBaeT Ha TO, YTO abakaBUp CBOOOHO MPOHHUKAET B TKAHU OPraHU3Ma.

HccnenoBanus ¢ yuactueM BUY-MHQUIMPOBaHHBIX MAIlMEHTOB MOKA3alM, YTO abakaBUp XOPOILIO
MPOHHUKAET B CTUHHOMO3TOBY0 XHUAKOCTh (CMIK), mpu sToM otHomenne AUC abakasupa B CMIK
k AUC abakaBupa B muazme kpoBu coctasisier 30-44 %. B ¢papmMakoKMHETHYECKOM HCCIIEIOBAaHUN
¢a3sl | n3ydanocs npoHukHOBeHHe abakaBupa B CMIK nmocne npumenenus B go3ze 300 mr 1Ba pasa
B cyTku. Cpennsisi KoHueHTpaus abakasupa B CMOK nmocturanace yepe3 1,5 4 mocie npuema u
cocraBmsuia 0,14 mxr/mu. B npyrom (apMakoKWHETHYECKOM WCCIICIOBAHUM TIPH TPUMEHEHUHU
abakaBupa B 103¢ 600 mMr aBa pasza B cyTku ero koHientpamus B CMXK co BpemeHneM moBsIanach
ot npumepHo 0,13 mkr/mi uepes 0,5-1 1 nocne npuema g0 npumepHo 0,74 Mxr/mi yepe3 3-4 4 nocine
npuemMa. XoTs MaKCUMallbHasi KOHLIEHTPAIHsI MOKET OBbITh HE JOCTUTHYTa 4yepe3 4 4, HaOIroaeMble
3HaueHust B 9 pa3 mpesbimaroT UKso abakaBupa, xkoropast cocrabmser 0,08 mkr/ma wmm 0,26
MKMOJIb/JI.

B uccinegoBaHusaX MO OILIEHKE CBI3BIBAHUS C OCJIKaMH I1J1a3MbI KpOBU in vitro YCTAHOBJICHO, YTO B
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TCPAINICBTUYCCKUX KOHICHTPAIHUAX a6aI<aBHp HE3HAYMTECIILHO MJIM YMEPCHHO (IIPUMEPHO Ha 45 7o)
CBSI3BIBAETCSL C OE€JIKAMHU ILJIa3MbI KpOBH YCJIOBCKA. OTo0 YKa3bIlBA€T Ha HHU3KYIO0 BCPOATHOCTH
JICKApCTBCHHBIX BSaHMOHeﬁCTBHﬁ, CBA3aHHBIX C BBITCCHCHHEM IIPEIIApaTOB M3 CBA3H C OeKaMu
IJ1a3MbI KPOBH.

Buorpancdopmars

AbGakaBup MeTa0OIM3UPYETCS TJIABHBIM 00pa3oM B IeUeHU, MeHee 2 % BBEJICHHOM 036l BBIBOAUTCS
MOYKaMH B HEM3MEHEHHOM BUJie. B opranusme denoBeka abakaBup MeTaOOJIM3UPYETCS B OCHOBHOM
MoJ JEHCTBHEM alIKOTOJBACTUAPOTeHa3bl ¢ oOpa3oBaHHEM S5'-KapOOHOBOW KHCIOTHI U IyTEM
KOHBIOTAILIMH C TJIFOKYPOHOBOM KHCJIOTOM ¢ 00pa3oBaHUEM S'-TIIOKYPOHHU/IA, YTO COCTABIISET OKOJIO
66 % oT BBEIEHHOM J103bI IIpernapaTa. Y Ka3aHHbIE METa0O0IUThI SKCKPETUPYIOTCS [TOUKAMH.
DJIMMUHALMS

Cpennuii nmepuoa monyBbIBeeHUST abakaBupa cocTaBisgeT okojo 1,5 4. [locie mMHOrokpatHoro
npuemMa abakaBupa BHYyTpb B 103¢ 300 Mr /1Ba pa3a B CyTKH HE HAOJIIOJAeTCsl 3HAaUMMasi KyMYJISIus
npenapara. BeiBefeHue abakaBupa OCYIIECTBIISICTCS IMOCPEACTBOM MeTabodu3Ma B TE€UEHU C
MOCIEAYIONIeH dKCKpelreld MeTaboIuToB MpeuMylecTBeHHO nmoukamu. Okono 83 % BBeaeHHON
7103bl a0aKkaBHpa BHIBOJUTCS MOYKaAMH B BHJIE METAa0OJIUTOB M abakaBUpa B HEM3MEHEHHOM BHJE,
OCTaBIIIeeCs] KOJMIESCTBO BBIBOJUTCS Yepe3 KUIICUHUK.

BayTpukieroyHas papMakOKHHETHKA

ITo nanHbIM uccnepoBanus ¢ yuyactueM 20 BUY-uHUUIUpPOBaHHBIX MAllMEHTOB, MOJTYYaBIIUX
abakaBup B 03¢ 300 Mr aBa pa3a B CYTKH U TOJIBKO OAHY 03y 300 Mr 3a 24 u 10 B3sTHS TPOO IS
aHaJl3a, CpelHee TeOMETPUYECKOe 3HAaYeHHE KOHEYHOrO0 BHYTPHUKJIETOYHOIO IepHoaa
MOJTyBBIBEJIEHUsST KapOoBupa-T®d B paBHOBECHOM COCTOsSIHUM cocTaBmio 20,6 4, B TO BpeMs Kak
CpeaHee TeOMEeTpUYEeCKOe 3HAaueHUEe MepuojJia MOJYyBbIBEIEHUS abakaBupa U3 IJIa3Mbl KpPOBH
cocTaBuiIo 2,6 4. PaBHOBecHBIE (hapMaKOKHHETHYECKHE ITOKa3aTeNn pU NPUMEHEHUH a0akaBupa B
no3e 600 Mr oMH pa3 B CyTKHM CpPaBHUBAJIM C TAKOBBIMU TP IpUMEHEHUH abakaBupa B 103¢ 300 mMr
JIBa pa3a B CyTKH B IEPEKPECTHOM KIMHMYECKOM HCCIIEJIOBAHUU, B KOTOpOM yuyacTBoBaiu 27 BIY-
MHOUIMPOBAHHBIX MallMEHTOB. BHyTpHKiIeTouHOE colepkaHue kapOooBupa-Td B MOHOHYyKJeapax
nepupepuyeckoil KpoBU OBLIO BBILIE MPHU NMPUMEHEHUH abakaBupa B 03¢ 600 Mr oJIuH pa3 B CyTKH
o rokasareisMm AUC B paBHOBeCHOM cocTosiHUH 3a 24 4 (AUC24,ss, BeIe Ha 32 %), MaKCUMaTbHOU
CYyTOYHOM KOHIIEHTPAIIUX B PABHOBECHOM COCTOSTHUH 32 24 4 (Crax 24,ss, BbIIIe Ha 99 %) 1 ocTaTouHOM
KOHIICHTPAIIMU B PaBHOBECHOM coCTOSIHUHU 3a 24 4 (Cmin 24,5, BbIllie Ha 18 %) 1o CpaBHEHHIO C
npuMeHeHreM abakaBupa B 103¢ 300 Mr 1Ba pa3a B CyTKH, YTO CBUETEIHCTBYET O BO3MOXHOCTH
npuMeHeHus npenapara y BUU-unuuupoBanusix nanueHToB B 103e 600 Mr oIuH pa3 B CyTKH.
O¢ddexTuBHOCTH M 0€30MACHOCTH Mpernapara Mpu NMPUMEHEHHHM OJMH pa3 B CYTKU OblIa Takxke

nokaszaHa B 6a30BoM kinHHueckoM uccienoBannu (CNA30021).
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TloyeyHas HENOCTATOYHOCTD

AbGakaBup MeTa0OTU3UPYETCS TIIaBHBIM 00pa30M B MMEYCHH, OKOJIO 2 % ero BBIBOJUTCS MMOYKAMH B
HeM3MeHeHHOM Buje. DapmMakoKMHEeTHKa abakaBUpa y IAlMEHTOB C TEPMHUHAIBHOW CTaauei
MOYEYHOW HEJOCTATOYHOCTU CXOJHA C TAaKOBOW Yy IMAIIMEHTOB C HOPMaJIbHOW (DYHKIMEW IOYeK.
CrnemoBateNnbHO, Y TAIIUEHTOB C HapyIIeHHeM (YHKIIUH MOYEK KOPPEKITUS 036l He TpeOyeTcs..

IleueHouHas HCAOCTATOYHOCTD

AbakaBup MeTabOJM3UPYETCsl TJABHBIM 00pa3oM B mneueHH. dapmakokHHETHKa abakaBHpa
M3ydYanach y MalMEHTOB C HapylleHHeM (YHKIIMU TIEYCHH JISTKOW cTerneHH (5-6 0ayuioB 1o mkaie
Yaiina-ITer0). Pe3ynbraTel miccnenoBanus cBUACTEILCTBYIOT 00 yBenmueHun AUC abakaBupa B
cpenneMm B 1,89 pasza u yBenuueHun nepuojia moiyBeiBeAeHUs abakaBupa B 1,58 paza. Hapymenue
¢dbyHkiuu nedeHu He Biuser Ha 3HaueHue AUC merabonuToB abakaBHupa, OJHAKO CKOPOCTh HMX
00pa30BaHMs U BBIBEICHHSI IIPH TOM CHUXKACTCSI.

JIJIs MOCTHKESHHMSI SKCIIO3UIINH, COOTBETCTBYIOIICH TEPANIeBTHUECKOMY JHAAa30HY TPU IPUMEHECHUU
mperapara rnandeHTaMu 0e3 3a00JieBaHU TICUCHH, MAMEHTAM C HapylieHHeM (YHKIUU TICUYCHU
JIETKOM CTENeHHU CIIeAyeT MPUHUMATh abakaBup B 03¢ 200 Mr aBa pa3a B cyTku. DapMaKOKUHETHKA
abakaBupa y TAalMEHTOB C HapylmIeHHEM (QYHKIUU TEYCHU CPEIHEH W TSHKEIOW CTENeHH He
M3ydJaliach, IIOATOMY MPUMEHEHUE abaKkaBupa y dTOU TPy HAIIIEHTOB IPOTHBOIIOKA3aHO.

JIniia mosKWJIoro Bo3pacra

dapMakoKMHETHKA abakaBUpa y MalMEeHTOB cTapiie 65 et He n3yvanack. [Ipu neyeHnn nainueHToB
MOKUJIOTO BO3pacTa HeOOX0IMMO yUUTBIBAaTh 00Jiee yacThle HapylIeHus: (YHKIMU IIeUeHH, TOYeK U
cepilia B 3TOM BO3pacTe, a TaKXe COMYTCTBYIOIIME 3a00JeBaHUS U JIpyrue NpPUHUMAEMbIe
JIEKapCTBEHHbIE MPEnapaThl.
eTH

AbGakaBup XOpOLIO M OBICTPO BCACBIBAETCA MPHakapup B hopMe pacTBOPA UTS IIPHEMA BHYTDb,
MIPUMEHEHUH y JIeTell B popMe pacTBOpa JJis IpHeMa BHYTpb U B (popme TabieTok. beuio nokasaxo,
YTO 3KCIIO3HIIUA a6aKaBI/Ipa B IJIa3ME KPOBH OJHWHAKOBA IMPU NPHUMCHCHUU obeunx JICKAPCTBCHHBIX
(GbopM B 0IMHAKOBBIX J103aX. Y AeTel, moirydaronux abakaBup B popMe pacTBopa 1Jisl IpreMa BHYTPb
B COOTBETCTBMU C PEKOMEHJOBAHHBIM PEXKHMOM J03MPOBAHUS, HKCIO3UIUSA abakaBupa B IIa3Mme
KPOBH CXOJIHA C TaKOBOH y B3pOCIHBIX. Y JEeTeH, MOMydaromux adakaBup B ¢opMe TabIETOK s
nmpue€Ma BHYTPb B COOTBETCTBHMH C PEKOMCHIOBAHHBIM PEXKHUMOM HOO3WPOBAHHA, OSKCIIO3HUIUA
abakaBupa B IUIa3Me KPOBH BBIIE, YeM Y JETel, monydaromux abakaBup B (opme pactBopa Iuist
npueMa BHYTpb, IOCKOJIbKY B (hopMe TabNeTOK MPUMEHSIOT Oojiee BBICOKHME J103bl B MI/KT.
(DapMaKOKI/IHeTI/I‘—IeCKI/Ie HCCIICOOBAaHUA C YHaCTUEM neTeﬁ IMoKasajik, 4TO IMPUEM OJHUH pa3 B CYTKU
skBHBaJIeHTeH 10 Tokasatemro AUCo-24 mpueMy Takoi ke OOIIeld CyTOYHOW 03Bl Tperapara,

pa3zieseHHo Ha JBa pa3a B CyTKU IIpU IPUMEHEHUH abakaBupa Kak B (hopMe pacTBOpa Ui IpueMa
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BHYTpPb, TaK U B (popMe TabJIeTOK.
OTCyTCTBYIOT 1OCTaTOYHBIC JAHHBIE IO 0€30MACHOCTH Il PEKOMEH/Ialluy IPUMEHEHNUs1 abaKkaBupa
y nereii mmaame 3 wmecsneB. CymiecTBYIOT OrpaHHYEHHBIC TAaHHBIC, MOKa3bIBAIOLIME, YTO IPU
IPUMEHEHHH Y HOBOPOXKJCHHBIX B Bo3pacTe 70 30 aHeil B 103e 2 MI/KT HaOII0AAI0TCS CXOJHBIE WIIN
6onee Beicokue 3HaueHUs AUC 1o cpaBHEHHIO C MPUMEHEHUEM JI03bl 8§ MI/KT y JeTeil cTapiiero

BO3pacTa.

6. ®APMAIIEBTUYECKHE CBOVCTBA

6.1. Ilepeuenb BCIOMOraTe/IbHbIX BelIECTB

emnrono3a mukpokpuctaumueckas (tum 102)

Kapbokcumerunkpaxmai HaTpHs

Maruus creapat

Kpemuust nuokcu1 KOJITOMIHBII

lInenounas obonouka:

I'unpomennosza

Turana quokcua

Tpuanetnn

Kpacurenp xene3a OKCUI KEATHII

[TomucopOat

6.2. HecoBmecTHMOCTH

He nmpumenunmo.

6.3. Cpok rogHocTu (CpoK XpaHeHuUs )

2 roja.

6.4. OcoOble Mepbl MPeIOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTh pu Temneparype Hike 25 °C.

XpaHUTh B HEJOCTYITHOM JJIsl I€TEN MeCTe.

6.5. Xapakrep u cojiep:KaHHe NEPBUYHONH YIIAKOBKH

Ilpu npouszeoocmee na Xemepo Jlaoc /lumumeo

ITo 60 TabmeTok BO ¢iakoHE M3 MOJIUAITUIIEHA BRICOKOW MJIOTHOCTH, 3alleyaTaHHOM aJIFOMHUHUEBON
($hoNBroM, ¢ TUIACTUKOBOMW KPBIIIKOM, 3aIIUIIEHHON OT CIyYailHOTO OTKPBIBaHHS MeThbMH. DilakoH
BMECTE C UHCTPYKLIHUEN 10 MEAUIIMHCKOMY IPUMEHEHUIO B MMaYKe U3 KapTOHA.

IIpu npouszeoocmee, pacghacoeke u ynaxoseke na 000 «MAKH3-DAPMA»

60 tabierok B OaHke u3 monumdTUiIeHa HuU3koro nasieHus (IIOH/), ykynmopeHHON KpbIIIKOM C
KOHTpPOJIEM IEPBOTO BCKPBITUS, WM B OaHKE MMIIOPTHON M3 MOJUATUIIEHA BBICOKOHM IUIOTHOCTH

(HDPE), yxymopeHHO# KpBIIIKOH W3 moiudTHiIeHAa Hu3kod tiotHoctH (LDPE) ¢ koHTponem

20



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 27.06.2024 N= 12983
(NOCNEOCBATENEHOCTE 0004)

MIEPBOTO BCKPBITHS, WIH BO (hIaKOHE UMIIOPTHOM W3 MOJMATHIICHA BBICOKOW ILIOTHOCTH (HDPE),
3arevyaTaHHOM aTFOMUHHEBOH (POJIBroii, YyKyHOPEHHOM IJIACTUKOBON KPBIIIKOH.

CB000IHOE MPOCTPAHCTBO B OaHKe/(IakoHE MPU HEOOXOIUMOCTH 3aIOIHSIOT BATOW MEIUIIMHCKOM
TMTPOCKONMYECKON WIIM BaTHBIM KI'yTOM UMIOPTHBIM. Ha OaHKy/(uiakoH HaKJIEUBAIOT 3TUKETKY U3
OyMaru 3TUKETOYHOHN HJIM MHUCYEH, UITH CAaMOKJICSTITYIOCS.

1 OGanka/dakoH BMeCTe C HHCTPYKITUEH 110 MPUMEHEHHIO B TIAYKe U3 KapTOHA.

6.6. Oco0ble Mepbl MNPEJOCTOPOKHOCTHM  NPHM  YHUYTOKEHHM  HCII0Jb30BAHHOIO
JICKAPCTBEHHOI'0 Npenapara WM OTXO0J0B, IOJY4YECHHBIX IOC/I¢ NPHMEHEHHMs Ipemnapara u
Apyrue MAHMIYJISILMH € IPpernapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT

7. JEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

Nunusa

Xerepo Jladc Jlumuten, Unnus

Aopec: «Xerepo Kopnopeiit», 7-2-A2, Unnactpuan Dcteiire, Canat Harap, Xaiinapaban —
500018, Temanrana, Unans.

7.1. IlpeacTaBuTeIb AeprKaTe/Isi PETHCTPALMOHHOIO Y0CTOBEPEeHHU

IIpeTen3uun HOTDC6I/IT6J'I€I‘/'I HaIpaBJIATh IO aAPECyY.

Poccus

MOCKOBCKOE MpeACTaBUTEIBCTBO KoMaHuu «XeTepo Jlabc Jlumurem» (Mumns)
Anpec: 109029, r. MockBa, ABTOMOOWIBHEIH 1poe3, 1.6, cTp. 5

Ten./dakc: +7 (495) 981-00-88

On. noura: DrugSafety-Russia@hetero.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA
9. JATA IEPBUYHOM PETUCTPALIMU (IIOJATBEPKJIEHUS PETUCTPALIUH,
HEPEPET'MUCTPAIIN)

JlaTa niepBOM perucTpanuu:

10. JATA NIEPECMOTPA TEKCTA

OO0mas xapakTepUCTHKa JIEKApCTBEHHOro Mpenapara AOakaBUp JOCTyIIHA Ha MH(POPMAIMOHHOM

nopraje EBpaBHﬁCKOTO O9KOHOMHYCCKOT'O COKO3a B I/IH(I)OpMaLII/IOHHOKOMMyHHK&LIPIOHHOfI CCTU

«HuTepuer» http://eec.eaeunion.org/
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