NHCTPYKIUA
0 MEJUIIUHCKOMY IPUMEHEHHUIO JIEKAPCTBEHHOTO Tpernapara
3UATEH
Onmcanue (0011as XapakTepUCTUKA)
Perucrpaunonnbiii Homep: 11 Ne 011612/02 ot 15.07.2005
Toprosoe HazBaHue: 3uareH
MexkayHapoaHOe HeMMaTEHTOBAHHOE HA3BaHMe: a0aKaBup
JlekapcTrBenHas ¢popma: PacTtBop s npuema BHyTPb

Cocras

Axmuenoe gewjecmso. abakaBupa cyiabdar 23,4 mr/mn

Bcnomozeamenvuvie gewyecmea. copout 70% (HEKpUCTAIIIMYECKUI), CaXapuH HaTpHUs,
MCKYCCTBEHHBI apoOMaTU3aTOp KIIYOHUYHBIN, HCKYCCTBEHHBIN apoMaTHU3aTOop
OaHaHOBBIN, HATPUS LUTPAT, KUCIOTA TUMOHHAsA 0€3BOHAS,
METWIAaparuApOKCUOEH30aT (HUMArvH), MponunaparuipokcuoeH30ar (HUMa3on),
MPOMWICHTIIMKOJIb, KUCTIOTa XJIOPUCTOBOIOPOIHAS pa3BeACHHAS UM PACTBOP HATPUS
TUAPOKCHIA, OUUILICHHAS BOJA.

Onucanue: nNpo3payHbli WK CIIETKA ONAJIECUUPYIOLINI CIErKa KeJITOBATHIN
pacTBOp ¢ GPYKTOBHIM 3aIIaXOM.

dapmakoTepaneBTHYECKAS TPynna:

[TporuBoBupycHoe (B1Y) cpenctro

Kon ATX: JOSA FO06.

dapMaKkoJI0rH4ecKre CBocTBa

Mexanuzm oeiicmeusn

AOakaBUp — HYKJICO3WJHBINA aHAJIOr, WHTHOMPYIONIUMN OOpaTHYIO TPaHCKPUITA3y
BUY wu cenextuBHO mnomaisgommi permkamuio BUY-1 uw BHAY-2, Bkimrouas
mrammbl  BUUY-1, ycroiiuuBbie K 3UJIOBYJIMHY, JAMHUBYAWHY, 3albLIUTAOUHY,
IUAAHO3UHY W  HeBUpanmuHy. AOakaBUp TOJBEPraercsi BHYTPUKIECTOUHOMY
MeTa0oIu3My, MPEBpAIllasICh B aKTUBHYIO (Qopmy, kapooBup-5’- tpudochar (TD).
[lo nmaHHBIM HCCIENOBAHUM in  Vitro, TPOTUBOBUPYCHOE [EWCTBHUE IIpernapara
00yCJIOBIEHO MHTMOMpOBaHUEM OOpaTHOW TpaHckpunrtazsl BUY, yto mpuBoauT K
o6peiBy cunTe3a BupycHou JIHK na marpunie PHK u octanoBke pernukamuu BHUY.
B ycnoBusix in vitro abakaBup JACHCTBYE€T CHHEPIrMYHO C HEBUPAIUHOM U
3UIOBYJIMHOM W TIPOSIBIIAECT aAJAUTUBHBINA 3P(DEKT ¢ AUAAHO3UHOM, 3aJbLIUTA0UHOM,
JAMUBYJIMHOM U CTaBYJAHMHOM.

Dapmakoounamuka

B nonywennbix in vitro mrammax BWY, ycroiuuBbix Kk abakaBupy, ObUIU
OoOHapyXeHbl MYTallMM B HECKOJIBKUX KOJOHAX reHa oOpaTHOM Tpanckpuntasel (OT)
—M184V, K65R, L74V u Y115F. YcroituuBocts BUY k abakaBupy in vitro u in vivo
dbopmupyercst MeasieHHO. JIJisi KIMHUYECKH 3HAYUMOI'0 YBEIMYEHUS UHTUOUPYIoLen
koHIeHTpauu (ICso)(moBeimenue ICsp B 8 pa3 OTHOCHUTENBHO «JIUKOT0» IIITaMMa
BHpYyca) TpeOYIOTCS MHOXXECTBEHHBIE MyTallUi BUPYCHOT'O T€HOMA.

[[Itammbl,  ycTOMuMBBEIE K  abakaBUpy, MOryT  oOJagaTh  CHHUXKEHHOU



YyBCTBUTEJIBHOCTHIO K JIAMUBYJIMHY, 3QJILIIUTAOMHY U JTUJIAHO3UHY, HO TMOJHOCTHIO
COXpaHSAIOT YYyBCTBUTEJIBHOCTh K 3UJOBYAMHY H cTaByauHy. IlepekpecTHas
YCTOMYMBOCTh K abakaBUpy W uHruOutopam nporeassl BUY unu HEeHyKI€03UTHBIM
MHTUOUTOpaM 00paTHOM TpaHCKpunTasbl ManoBeposTHa. HeadekTuBHOCTh pexkumMa
MepBOM  JIMHHUM, BKIIOYAIONMIETO  a0akaBup, JIAMUBYJIUH U  3HUJIOBY/HH,
MPEUMYIIECTBEHHO CBsi3aHAa C €AMHWYHOW MyTtanumenn — MI184V, uro coxpanser
BO3MOKHOCTbH IIMPOKOTO BEIOOpA PEXKUMOB TEpAIIUK BTOPOU JTUHUMU.
AOakaBUp NPOHHUKAET B CHUHHOMO3TOBYIO kujakocTh (CMXX) u ymeHbliiaeT
coaepxkanne B Hell PHK BUY-1. B codetanuu ¢ IpyruMu aHTHUPETPOBUPYCHBIMHU
npenapaTaMd OH MOET MPeNOoTBpallaTh Pa3BUTHUE HEBPOJIOTUYECKUX OCIO0KHEHUU
BUY-undexunu u 3aMe1IsITh NOSIBIICHUE YCTOMUYUBBIX mITaMMOB B npenenax [THC.
ITo nanubM uccnenoBanus y 20 BUU-unduimpoBaHHbIX TAlMEHTOB, TPUHUMABIINX
abakaBup B n03¢ 300 mr 2 pasza B CyTKU M TOJBKO ojHYy 1103y (300 mr) nepen 24-
4acoBbIM MEpHOJOM cbopa mpo0d jisi aHanu3a, CpeAHee TIeOMETPUUYECKOe
TEPMUHAJIBHOTO Tiepuoja nonyBbeiBenaeHus (T;,) BHYTpUKIETOUYHOrO KapooBupa-Td
MpU PABHOBECHOM COCTOSIHMM cocTaBisieT 20,6 4 (aHaJIOTMYHBIM MOKa3zaTenb st
KOHIIEHTpaluu  abakaBupa B  CbIBOpOTKE — 2,6  4). PaBHOBecHbIe
(hapMakOKHUHETHYECKUE MOKa3zaTeau npu npueme adbakaBupa 600 mMr 1 pa3 B JeHb
ObLIM OJAMHAKOBBI C TAaKOBBIMU Npu npueme adakaBupa 300 Mr nBaxkabl B JIEHb B
MEPEKPECTHOM KIHMHHYECXOM wuccieaoBanun y 27 BUY— wuHbUIMPOBAHHBIX
nanueHToB. BHyTpukierouHoe coaepxkanue kapoosupa-Td B MoOHOHyKII€apax
nepudepruueckoil KpoBu OBLIO BBIINIE NMPU MPUMEHEHUHU abakaBupa B n03upoBke 600
Mr 1 pa3 B JIeHb MO CpaBHEHHUIO ¢ mpuemMoM abakaBupa 300 Mr IBaxkabl B JICHb
(yBelMYeHUE TUIOMAAU TIOJ KPUBOM «KOHIEHTpALHUS-BpeMs» B COCTOSIHUU
paBHOBecus 3a 24 yaca (AUC,4 ) Ha 32%, MaKCUMAJIBHOM CYTOYHON KOHILIEHTpaluU
B COCTOSIHUM PAaBHOBECUS (Cpax 24,55)- HA 99%), 4TO CBUAETENBCTBYET O BO3MOXXHOCTH
Takoro pexuma npuema npenapata BUY-uH@uuupoBaHHBIMH MAIIUEHTAMU.
OddexkTuBHOCT M 0€30MaCHOCTh 3MareHa MpU YCIOBUM OJIHOKPATHOTO MpHeMa
CyTOYHOM /J103bI OblIIa TTOKa3aHa B KIIMHUYECKOM uccieaoBanuu (CNA30021).

e QDapmaxkoKunemuka

e Bcacwvieanue
AOakaBup OBICTPO W XOPOIIO BCAachIBaeTCsl MPU MPUEME BHYTPb. AOCOIJIOTHas
OMOJIOCTYTHOCTh a0akaBHUpa MpU MPUEME BHYTPb Yy B3POCIBIX COCTAaBIAET OKOJIO
83%. BpeMs OOCTH)KEHUSI MaKCHUMaJIbHON KOHIEHTpAUU (tn.x) MPU HOpHEME
abakaBupa BHYTpPb B BHUJE TaOJETOK COCTaBJISIET OKOJo 1,5 4, a B BUAEe pacTtBopa —
MpUMEPHO 1 4.
[lnomane mnox kpuBoil «koHueHTpauus-BpeMs» (AUC) nnga TabGreTupoBaHHOU
dbopmbl abakaBUpa HE OTIWYAETCA OT TAaKOBOM JJis abakaBUpa B BHUJIE pacTBOpa ISt
npueMa BHYTpb. [Ipu npueme abakaBupa BHYTph B 103€ 300 Mr 2 pa3a B CyTKH Cpax
MpU JOCTHKEHUU PABHOBECHOI'O COCTOSIHUSI COCTABIISIET B cpenHeM 3 Mkr/mi, a AUC
B T€YeHHE 12-4acoBOro nepuoja Mexy NpueMoM J03- B cpeaHeM 6,02 MKL9MIT (B
TEUYCHUE CYTOK- OKOJo 12 MKr‘q'Mn'l). [locne onHOKpaTHOro mpueMa TabJIETOK
abakaBupa B 103¢ 600 Mr C,,.x cOCTaBIAET B cpeaHeM okoo 4,26 Mxr/mi, a AUC — B

cpenneM 11,95 MK 9'MIT .



[Tpuem nuiu 3ameIsieT BcachbiBaHUe adakaBupa U YMEHbIIAET Cy,x, HO HE BIUSET
Ha AUC. [losTomy abakaBup MOXKHO IPUHUMATH KaK C MUIIEH, Tak 1 0e3 Heé.

Pacnpedenenue u ceéazviéanue c 6enKamu naamol Kpoeu

O0beM pacnpenesneHus: abakaBupa NPy BHYTPUBEHHOM BBEJEHUU COCTABIISIET OKOJIO
0,8 1/Kr, 4TO CBUAETENBCTBYET O €r0 CIIOCOOHOCTH JIETKO MPOHUKAThH B TKAHHU.

B uccaepgopanusx y BUY-unduimpoBaHHbIX MAallMEHTOB IMOKAa3aHO, YTO abaKaBUpP
xopoiro mporukaer B CMIK, npu 3tom cootHomenue AUC abakaBupa B CMXK k
AUC abakaBupa B miazme coctaBiasier 30-44 %. B ¢dapmakokuHeTHYECKOM
uccnenoBanun 1 ¢assl ObUIO yCTaHOBIIEHO, 4YTO d4epe3 1,5 wyaca mociie mnpuema
abakaBupa B 03¢ 300 Mr 2 pa3a B cyTku ero konnenTpauus B CMXK cocrtasuna 0,14
Mkr/mi. Ilpu npumenenuun abakaBupa B go3e 600 Mr 2 paza B CyTKHA KOHIIEHTpaIus
npenapata B CMX napactana ¢ 0,13 Mxr/mn npu ee usmepenun yepe3 0,5-1 4 go
0,74 Mxr/mn ipu u3zmMepenuu yepes 3-4 4 nocie npuema abakaBupa. Takum oOpazom,
JaXke ecIM KOHIeHTpalus abakaBupa, HaOmtomgaemas B CMIK gepes 4 daca mocie
npueMa mnpenapara B go3e 600 Mr 2 paza B CYTKH, HE SIBJISIETCSI MaKCHMAaJbHO
JOCTUTAaeMOU MIPU TaKOM pEXKHME Tepanuu, oHa yxke npessiimaet 1Csy (0,08 Mkr/min
unu 0,26 MkMoJb/1) B 9 pas.

B uccnenoBaHusix in vitro yCTaHOBJIEHO, YTO B TEPANEBTUUYECKUX J103aX aOakaBUpP
ymepeHHo (mpumepHo Ha 49%) cBsi3bIBaeTCS ¢ O€IKaMH IUIa3Mbl KPOBHU YEJIOBEKA.
OTO CBHUIETEIBCTBYET O TOM, 4YTO B3auMOJEHCTBUE abakaBupa C JAPYTrUMU
npenapaTaMd IyTEM MX BBITECHEHUSI U3 COCAMHEHUs C OellkaMu IJIa3Mbl
MaJIOBEPOSITHO.

Memabonuszm

AbakaBup MeTa0OJU3UPYETCS MPEUMYIIECTBEHHO B TIEUYEHM U C MOYOM B
HEN3MEHEHHOM BHJE BbIICHACTCI MeHee 2% NpUHATOM J03bl Ipenaparta. B
OpraHu3Me 4eJIOBeKa abakaBUp METa0OJM3UPYETCS B OCHOBHOM MO JEHCTBUEM
AJIKOTOJIbJICTUAPOreHa3bl € 00pa3oBaHUEM 5°-KapOOHOBOM KHUCIOTBI U IyTEM
KOHBIOTAIIMM C TJIIOKYPOHOBOM KHUCJIOTOM C oOpa3oBaHWEM 5’- TIIOKYpPOHHUIA,
COCTaBJISIIOIINX OKOJI0 66% OT 001Iero KoJinuecTBa BBEJACHHOM 1036l IIpenapara. JTu
MeTa0O0IUThI SKCKPETUPYIOTCSI C MOYOH.

Begeoenue

B cpeanem mnepuon mosyBbiBeleHUsT abakaBHpa cocTaBiser okono 1,5 u.
JnutenbHbIN pueM abakaBupa BHYTPb B J03¢ 300 Mr 2 pa3a B CyTKU HE NPUBOJIUT K
3HQUMMOM KyMyJsilMM TpenapaTta. BeiBeneHue abOakaBupa  OCYILIECTBIISIETCS
MOCPEACTBOM METa0oM3Ma B MEYEHU-C MOCIEAYIOMIEH 3KCKpelueid MeTaboIuToB
MPEUMYIIECTBEHHO ¢ MO4oil. Ok010 83% BBEIEHHOW 03bl BBIBOAWUTCSA MOYKAMHU B
BHJI€ META0OJIUTOB U a0akaBUpa B HEM3MEHEHHOM BHUJIE, a OCTABIIIEECS KOJIMYECTBO —
C KaJIOM.

Ocoovie zpynnbt nayuenmos

L Jluua nooJiculo2co eopacma



dapmakokuHETHKa abakaBUpa y MAlMEHTOB crapiie 65 jer He usydanack. [lpu
JICYEHUHN TOXKWIBIX MAIMEHTOB HEOOXOJMMO YUYUTHIBATh 00Jiee 4acTOoe HapylIEeHUE
(yHKIIMU TE€YEeHHM, TOYEK MU CepAlla B 3TOM BO3pacTe, a TaKXKe COMYTCTBYIOIIUE
3a00J€BaHUS U IPUMEHSIEMbIE JICKAPCTBEHHBIE MPEMapaThI.

o [Jlayuenmut c napyuienuem QyHKyuu novex
AOakaBup MeTa0ONIM3UpPYETCA TMPEUMYIIECTBEHHO B MedyeHu; MeHee 2% ero
BBIBOJUTCS TMOYKaMuU B HeusMeHeHHoM Buje. dapmakokuHeTnka abakaBupa B
TEPMUHAJIBHOW CTAaIUM MOYEYHON HEAOCTATOUYHOCTHU MPUMEPHO TaKas K€, KaK Mpu
HOpMabHOM (QyHKUMH T104YeK. [loaTomMy mpu HapylmieHUM QYHKIUH [OYEK
KOPPEKIIMS 103bl HE TpeOyeTCH.

o Jlayuenmul c Hapyuienuem yHKyuu neuenu
AbGakaBup MeTabOIM3UPYyETCS B OCHOBHOM B IeueHU. Pe3ynbTaThl MCCieAOBaHUs
(apMakOKUHETHKHA ab0akaBUpa y MAIMEHTOB C KOMIIEHCUPOBAHHBIM ILIHUPPO30OM
neueHu (5-6 6annoB no mkane Yaina-I1st0) cBuaetenscTBy0T 00 yBenuuenuun AUC
B cpeaneM B 1,89 pasa u nepuoja nonyBsiBeneHus B 1,58 paza. Ha mokazarens AUC
MeTa00IuTOB abakaBUpa HapyIIeHUE PYHKIHUH [EUYECHU HE BIUSET, OJIHAKO CKOPOCTh
uxX 00pa30BaHUs U BBIBEJCHUS MIPU ITOM CHUMKAETCS.
[lanpenTsl ¢ HapylleHHeM (QYHKIMM TEYEHW JIETKOM CTENEHU TSKECTH B
TepaneBTUYECKUX LEesiX MOTyT npunumath 200 Mr abakaBupa 2 pa3a B CyTKH.
dapmakoKMHETHKa a0akaBUpa y MAIMEHTOB C HapYyIIECHUSAMU (QPYHKIMH TEYEHU
YMEPEHHOM U TSKENIOM CTeNeHW He Hu3yyajaach, TakKuM O0Opa3oM, IPUMEHEHHE
abakaBupa NPOTHUBOIMOKA3aHO Y ATUX TPYMI MallMEHTOB.

Knunuueckan y¢pghekmuenocmo

[Ipumenenue 3uareHa B KOMOMHAIUU C 3UJIOBYJMHOM U JJAMUBYJIUHOM HPHUBOAUT K
BBIPQXKEHHOMY W YCTOMYMBOMY CHH)KCHHIO BUPYCHOW HArpy3Kd M YBEJIMYECHUIO
gyucia CD4-mumM@ounToB y feTeil U B3pOCIbIX.

AHanmu3 JlaHHBIX PaHJIOMU3UPOBAHHOIO, JBOMHOIO CJENOr0, CPaBHUTEIBLHOIO
MCCIIEIOBAHUS KOMOMHAILIMKM 31areHa ¢ JIJAMUBYAUHOM U 3UJIOBYIMHOM W UHIWMHABHUPA
C JaMUBYJIMHOM M 3UJIOBYJIMHOM, MPUMEHSBIINXCS B TeueHUE 48 Helelb y B3pOCIbIX
BUY-unduimpoBaHHbIX TMAIMEHTOB, paHee HE MOJYYaBIIMX AHTHPETPOBHUPYCHYIO
Tepalnuio,  T[OKa3aJll  CONOCTaBUMYK  BHUPYCOJIOTHYECKYIO  3(PPEKTUBHOCTD
CpaBHUBaeMbIX KoMOMHanuil. OAHAKO B TMOArPYINE MNAlMEHTOB C HCXOJIHBIM
ypoHeM PHK BHY-1 B ceiBopoTke, npeBbimatomuM 100 000 xomuit/mii, pexum,
colepXalmuii WHAWHABUpP, Obul Oosee dddextuBeH. [Ipu ucCXomHOM ypoBHE
BupycHoii PHK menee 100 000 xomuii/ma 3¢pPeKTUBHOCTE 000UX PEXKUMOB Oblia
OJINHAKOBA.

B  MHOroumeHTpoBOM, JBOWHOM  CIIEIOM, KOHTPOJIUPYEMOM  HCCIEAOBAaHUU
(CNA30021), BxmroyaBmiem 770 BHUY-uHGUUUpPOBAHHBIX NAIMEHTOB, paHEE HE
MPUHUMABIINX AaHTUPETPOBUPYCHBIE MpenapaThl, ObUIO MPOBEACHO CpPaBHEHUE
OJTHOKPATHOTO W JIBYKpPaTHOTO PEKUMOB A03UpoBaHusi 3uareHa. llanueHTtsl ObLu
PaHIOMHU3HUPOBaHbI B JIBE Ipynnbl. B nmepBoii rpymnmne 3uareH HazHadaiu B 1o3e 600
Mmr 1 pa3 B cyTku, BO BTopor — 300 mr 2 pa3a B CyTKH; ONHOBPEMEHHO C 3MareHOM



NalUEeHThl B 00€HUX I'pyIIax Mojiydaaud JaMuByauH B no3e 300 mr 1 pa3 B CyTKu U
adaBupen3 B go3e 600 mr 1 pa3 B cyTku. B 3aBUCMMOCTH OT MCXOJHOTO YPOBHS
BupycHoii PHK B chIBOpOTKE KPOBHU-OBUIN BBIIEIEHBI 2 MOATPYIIBI MAIIUEHTOB — C
ypoBHeM PHK BHNU-1 ne 6onee 100 000 konwmit/ma u ¢ yposuem PHK B1Y-1 Goinee
100 000 xomuii/mi. [IpoaomKUTENLHOCTD JIEYEHUS COCTaBIIsIa HE MeHee 48 Helelb.
Pe3ynbTaThl Hcciie10BaHUS IPEACTABICHBI HAKE.

o Jlona nayuenmos c yposnem PHK BUY-1 ¢ cvieopomke kposu menee 50
konuii/mn uepes 48 neoenv nociae navana neuenun (ITT-ananus)

[Toarpyrmmel nalMeHToB C I'pynmbt manuenTos

ATPYT u 3uareH (1 pa3 B cytku) + | 3uareH (2 pasza B CyTKH)
Pa3HBIM UCXOIHBIM

oBHEM BHDVCHON PHK JaMUBYAMH + 3(aBUpEH3 + JJaMUBYJUH +
P py (N = 384) sdbasupens (N =386)
Menee 100 000 xonumii/mn | 141/217 (65%) 145/217 (67%)
bonee 100 000 konwmit/mn 112/167 (67%) 116/169 (69%)
O6miee uyncio marmeHToB | 253/384 (66%) 261/386 (68%)

Taxkum 00pa3oM, ObLIO MOKA3aHO, YTO PEKHUM JO3UPOBAHMS 3UareHa HE BIUSET Ha
3 PEeKTUBHOCTH JieueHUs] HU B OOIlEN MOMyJSIMU MAallMeHTOB, HU B MOArpyMmnax ¢
Pa3HBIM UCXOJHBIM YPOBHEM BUPYCHOM Harpy3ku. HacTtoTa HexeaaTeIbHbIX SIBICHUM
ObLJIa OJJTMHAKOBOM B 00€MX IpyIlNax NalMeHTOB — MPUHUMAaBIIUX 3uareH B 103e 600
Mmr 1 pa3 B cytku wim 300 mr 2 pasa B CyTKH.

[lanmenTaM, y KOTOpPBIX Tepamnusl OKa3ajlach BHUPYCOJOTHYECKH HEIP(HEKTUBHOM
(xonuentpanus PHK BUY 6Gonee 50 xomwmit B 1 mun k 48 Henmene Tepanuu), ObLI
MPOBEJIEH TEHOTUIIMYECKUN aHaldu3 BBIJACICHHBIX H30JISITOB BUPYyca. YPOBEHb
BHUpYycCOJNOrn4ecKor HeA(hPeKTUBHOCTU ObLIT HEBBICOKUM — Y 10% u 8% mainueHToB B
rpynnax, npuaaMmaBimnx 3uared 600 mr 1 u 2 paza B CyTKM COOTBETCTBEHHO.
YcToMunMBOCTh K HYKJIEO3UJIHBIM HMHTHOMTOpaM OOpaTHON TpPaHCKPHUIITA3bl Yallle
Bcero Obuia 00ycnoBieHa mytamusiMu B 184-m kogone (M184V unu M1841). Bropoii
1o yacrote Obuta Mytanust L74V. Pexe Bcero ormevanuch myrauuu Y 115F nu K65R.
CpaBHUTENBHOE HCCIEAOBAaHUE TPEX KOMOMHAIMK HYKJICO3UIHBIX HHTHMOUTOPOB
oOpaTHOM TpaHCKpuUNTa3bl (abakaBupa ¢ JaMHUBYAMHOM, abakaBUpa C 3UJIOBYJUHOM
WIM JIAMUBYJMHA C 3HJOBYJMHOM), NPUHUMAEMBIX JETBMHU B COYETAHUU C
Hen(UHABUPOM WM Iulalebo, MOKaszano, 4To abakaBUP-COJEPHKAIIUE PEKUMbI
JIOCTOBEPHO TMPEBOCXOAAT MO dAP(PEKTUBHOCTH KOMOMHALUIO JIAMUBYJIMHA C
3UJOBYIMHOM. bBBUIO yCTaHOBJIEHO, 4YTO CHWKeHHE KoHueHTpauumu PHK BHNY-I1
MeHee 400 xomuii/mn udepe3 24 Hemenw Tepanuu Habmomanock y 73% B rpymme
JeTed, MpUHUMABIIMX KOMOMHaIMI0 abakaBupa c JamuByauHoMm, y 70% nerei,
MPUHUMABIINX a0aKaBUp C 3UJOBYAUHOM, U TOJIbKO y 44% nereil, mpUHUMABIINX
JAMUBYJIUH C 3UJJOBYJAMHOM.

KomOunamusi abakaBupa ¢ JaMUBYJIMHOM M 3UJOBYJAMHOM Yy JE€TEW, paHee
MOJIYYaBIIUX PA3IMYHBIE PEKUMbI BBICOKOAKTUBHOM aHTHUPETPOBUPYCHOM Tepamuu
(BAAPT), xapakrtepu3zoBajlacb YMEpPEHHBIM, HO CTOMKUM MPOTHBOBUPYCHBIM
apdexTom.

NmMeroTcs orpaHHYeHHbIE JAHHBIE O TOM, YTO Tepamnus 3UarecHoM B KOMOHWHAIIUM C



IPYTUMH HYKJIEO3UIHBIMU WHTHOMTOpAaMU OOpaTHOW TPAHCKPHUINTA3bl y MAaLUEHTOB,
nonyyaBmnx BAAPT, npuBoauT K JaqbHEHIIEMY CHUKEHUIO BUPYCHOW HAarpy3Kky U
noBblieHuto yuciaa CD4-mumdonutos. [lpu sTom 3¢ dexTuBHOCTS 3MareHa 3aBUCUT
OT CXEMbl W TPOJOJDKUTEIBHOCTH MPEAIIECTBYIOIIETO JICYEHUsI, KOTOPOE MOIJIO
MIPUBECTHU K (DOPMUPOBAHUIO IEPEKPECTHON PE3UCTEHTHOCTH K 3UareHy.

IHokazauus

BUY-undexuus y B3pocibIiX U AeTed B cCOCTaBE KOMOMHUPOBAHHOM
AHTUPETPOBUPYCHOM TEpaIUU.

HpOTI/IBOHOKaI}aHI/ISI

e [IloBblllIeHHAS! YYBCTBUTEIBHOCTh K a0aKaBUPY WIH JIFOOOMY JPyromMy
KOMIIOHEHTY Ipenapara
e Hapymienus pyHKUIUM IEYSHH YMEPEHHOU U TSKEIOU CTEeHU

Ilpumenenue npu depemennocmu u 1aKmMayuu

bepemennocmo

be3zonacHocTh mnpuMeHeHus abakaBUpa y KEHIIMH BO BpeMs OEpEeMEHHOCTH 0
HACTOAIIEr0 BpeMeHH He u3ydeHa. CylecTBYIOT JKCHEPUMEHTAJbHbIE JTaHHBIE O
TOKCHUYECKOM BIIMSHUM abakaBUpa Ha pa3BUTHE SMOPUOHOB KpPBIC, OJHAKO 3TH
3¢ dekThl He OBLITM BOCHPOU3BEICHBI Y KPOJIUKOB. [Ipn HEOOX0AMMOCTH IPUMEHEHUS
3uareHa BO BpeMsi OEpEMEHHOCTHU CJEAYET OLICHUTh COOTHOLIEHUE MPEIIoIaraeMoi
MOJIB3bI 111 MAaTEPU U MOTEHIIMAIBLHOIO PUCKA ISl TUIO/IA.

NMmeroTcs naHHbIE O HE3HAYUTENIbHOM TPAH3UTOPHOM IMOBBIIIEHUH KOHIEHTpAIUU
MOJIOYHOM KHUCJIOTBI B CHIBOPOTKE HOBOPOXICHHBIX MU JIET€ TPYAHOTO BO3paCTa,
MaTepu KOTOPHIX BO BpeMsi OEpEMEHHOCTH MU POJIOB MPUHUMAIIA HYKIJIECO3HUIHbBIC
UHTUOUTOPBl  OOpaTHOM  TpaHCKpuMTa3bl. BO3MOXHO, 3TO  CBSI3aHO €
MUTOXOHIPUATIBHBIMU HapylieHusMU. KiuHuueckasi 3HaYUUMOCTb 3TOTO SIBIICHUS 10
HACTOSAIIET0 BPEMEHM HE ycCTaHOBJeHa. Kpome TOro, UMeEIoTcs KpailHe peaKue
COOOIIEHUST O 3aJepKKE Ppa3BUTHUA, OHHUJICNTUYECKUX MPUCTYNaX M JPYTHUX
HEBPOJIOTUYECKUX HAPYUICHUSIX Y HOBOPOXKICHHBIX, XOTS MPUYUHHO-CIICICTBEHHAs
CBSI3b OJTHX HApYIIEHUN C MPUEMOM HYKIECO3UJAHBIX HMHTHOUTOPOB OOpaTHOM
TPAHCKPUNTAa3bl MATEPSIMU BO BpeMsi OEPEMEHHOCTH U B POJIaX HE YCTAHOBIICHA. DTH
JAHHBIE HE OTMEHSIOT CYIIECTBYIOIIMX PEKOMEHJAUMi MO0 MPUMEHEHUIO
AHTUPETPOBUPYCHBIX MpPENapaToB BO BpeMsi OEPEMEHHOCTU JUIsl MPEAOTBPAILICHUS
BEPTUKAIBHOM Tepenaun BIY.

Jlakmauus

DKCNEPUMEHTAIBHBIE HCCIEAOBAHUS HA KpbICaX B MEPUOJ JAKTAlUH MOKA3aJIH, YTO
abakaBup U €ro MeTabOJIUThI BBIJCISAIOTCS C TPyJIHBIM MoyiokoM. [Ipenmnonaraercs,
XOTSI 3TO JI0 HACTOSIIEr0 BPEMEHU HE JI0Ka3aHO, YTO a0akaBUP U €ro METaOOJIMTHI
MPOHUKAIOT U B JKEHCKOe MoJIoKOo. JlaHHbie 1O 0€30MacHOCTH MPUMEHEHUSs
abakaBupa y JeTeil B Bo3pacte A0 3 MeC. OTCYTCTBYIOT. HekoTopble crienranucThl
pekomeHayroT BUY-uHPUUUPOBaHHBIM KEHIIMHAM B JIIOOBIX CHUTyalusix u30eratb



KOpMJIEHUSI peOeHKa Tpyblo, 4TOOBl MpeAOoTBpaTUTh e€ro 3apaxkenue BUY. Takum
o0pa3om, *KeHIMHAaM, TPUMEHSIIONUM abaKkaBUp, TAK:KEe HE PEKOMEHYETCS KOPMUTD
pebeHKa Tpyablo.
Cnoco0 npuMeHeHHUs U 103bI
[IpenapaT q0J’KE€H Ha3HAYATHCSI BpauOM, UMEIOIINUM OMbIT JeueHus: BUY-undekiuu.
3uareH MOKHO MPUHUMATh HE3aBUCUMO OT MPUEMa MUIIIH.
JleTsiM 1 B3pOCHBIM, KOTOPBIM IIpUeM 3uareHa B TabJeTKax He MOKa3aH, WK
MalKueHTaM, y KOTOPBIX MPOrJIaTblBAHUE TA0JETKH BhI3bIBAECT TPYAHOCTH, HA3HAYAIOT
3uareH B BUJI€ pacTBOpa Jyisl IpUeMa BHYTPb.

e B3pocnvie u noopocmku eecom oonee 30 k2
Pexomennyemas nosa 3uarena — 300 mr (15 mi1) 2 paza B CyTKH.

o Jlemu ¢ 6o3pacme 3 mec u cmapuie gecom 00 30 k2
Pexomennyemas 1o3a — 8 MI/Kr 2 pa3a B CyTKH, MaKCUMaibHas cyTouHas go3a — 600
Mr (30 mo).

o Jlemu ¢ éo3pacme 00 3 mec.
JIlaHHBIE IO NPUMEHEHUIO 3UareHa 3TOW BO3PACTHOM IPYIIE OYEHb OTPAHUYCHBI.

e Jlayuenmul c Hapyuienuem yHKyUU nouex
VY nanueHToB ¢ HapylleHUeM () YHKIIMU TOUYEeK KOPPEKIIMH 103bl 3uarcHa He
TpedyeTcs.

o Jlayuenmul c Hapywienuem yHKyuu neuenu
AOakaBup MeTabOIU3UPYETCs] MPEUMYIIECTBEHHO B IEueHHU. PekoMmeHayemasi 103a
3uareHa JJisi HalMEHTOB C HAPYIICHUSAMHU (DYHKIIUU TIEYSHU JIETKON CTEIEeHU TIKECTU
(5-6 6annoB no mkane Yaina-Ilso) cocrasmsier 200 mr (10 mn pactBopa) 2 pasa B
CYTKU. YUUTBHIBasi HEOOXOAUMOCTh MPUMEHEHHUSI MEHBIINX /103 3uareHa y OOJIbHBIX C
HapylIeHUSIMU (PYHKIIMM TI€YEHU JIETKOM CTENEeHH, JUIsi KOPPEKTHOIO J103UPOBAHUS
npemnapara, €ro Ha3Ha4aroT B BHJI€ pacTBOpa JJig npuema BHYTpb. [larmentam c
HapyleHUsIMU (QYHKIIMU TEUYEHH YMEPEHHON U TSKEJIOW CTeNeHU mpueM 3uarcHa
MPOTUBOMNOKA3aH, MOCKOJbKY (papMakOKMHETHKA Mpernapara B JTOW MOMyISIUA
MalUeHTOB HE U3YyYEHa.

MNOBOYHOE JIEMCTBUE
I'mnepuyBCTBUTENBHOCTD.

[lo pmaHHBIM KIMHWUYECKHUX MCCIEAOBAHWUWA, NTpUMEpHO y 5% mnDaunueHTos,
MPUHUMABIINX a0aKaBUp, OTMEUANACh PEaKIUsl TUIEPUYYBCTBUTEIBLHOCTH, B PEIKHUX
CIy4asiX CO CMEpTEJbHBIM HCXOJOM. [UIEepYyBCTBUTENBHOCTh K abakaBUpY
XapaKTEPU3YETCS MOJUOPTaHHBIM ITOPAKEHUEM.

Y OOJBIIMHCTBA MAlMEHTOB C THUIEPUYYBCTBUTEIBHOCTBHIO MPU PA3BUTHU 3TOU
peakiuu OTMEYaloTCsl JIMXOpaJka M Chillb (OOBIYHO MakyJjo-mamnyjie3Has WId
YPTHKapHAas), XOTSI B HEKOTOPBIX CIIy4asiX 3TH NPOSBICHUS OTCYTCTBYIOT.

CUMOTOMBI pEaklMU TUIEPUYYBCTBUTEIBHOCTH MOTYT MOSABISATHCS B JIHOOOE Bpemsi
MocJjie Hayaja JieueHHus: abakaBUpOM, OJIHAKO Yallle BCETO OHM BO3HUKAIOT B TEUEHUE
nepBbIX 6 Helenb JeueHus (MelnaHa BpEMEHH Hadalia 3Toi peakuuu — 11 cyTok).
[IposiBneHns peakuuu TUNEPUYBCTBUTEIBHOCTU IpUBEAEHbI HUXKE. CHMITOMBEI,
BCTpeuaromuecss He MeHee dyeM y 10% mnanueHToB ¢ TunepyyBCTBUTEIBHOCTHIO,



BBIJICIICHBI JKUPHBIM IIPH(TOM.

Co cmopoHbl KodCU U NPUOAMKO8 KOodcu. ChINb (0OBIYHO MaKyJo-Mammyjie3Has UiIn
ypTUKapHas).

Co cmopoHbl dHceny0ouHo-KuueyHo2o mpakma: TOIHOTA, pBOTa, Auapes, 00J1b B
’KHBOTE, U3BS3BICHUE CIU3UCTOU O00JIOUKHU pTa.

Co cmopownbl OvixamenvHol cucmembvl. OABbIIIKA, KallejJb, O0Jb B TOpIe,
peCcIMpaTOPHBIN JUCTPECC-CHHIAPOM B3POCIBIX, bIXaTelbHas HEIOCTATOYHOCTD.

Co cmoponbsl HepsHOU cucmembl. TOJTOBHAS 00J1b, TAPECTE3UH.

Co cmoponbl cucmembl KpOGemaopeHus U TUMPamuyeckol cucmemvl.: TAMQOTICHUS.
Co cmoponbl neweHu u noOHCENYOOUHOU dcesle3vl. TOBbINIEHNE AKTHBHOCTH
(epMeHTOB MeyeHH, IEUCHOYHAS HETOCTATOYHOCTD.

Co cmoponbl ONOPHO-08UCAMENbHOU CUCMEMbl. MHAJITUM, PEIKO — MHOJIU3,
apTpaJiruu, NOBBIIIEHUE aKTUBHOCTU KpeaTUH(HOCHOKHUHA3HI.

Co cmoponbl MoYesblOeIUMENbHOU  CUCHeMbl: TIOBBIIIEHWE KOHIEHTPALUU
KpeaTHHHHA B CBIBOPOTKE, MIOYEUHAS HEJIOCTATOYHOCTD.

Ilpouue: JINXOPaJKa, YYBCTBO yYCTAJIOCTH, HeI0OMOTraHue, OTEKH,
nuMdazeHonaTusi, apTepualibHas TUMOTOHUS, KOHBIOHKTUBUT, aHa(UIAKTUUYECKUE
pEaKInH.

BonpHble € peaknueldl THUNEPUYBCTBUTEIBLHOCTHM BHAuyaje MOTYT MPHUHATH €€ 3a
3a00J€BaHNe OPraHOB JAbIXaHUs (THEBMOHUIO, OPOHXUT, (PApUHTUT, PECIUPATOPHYIO
BUPYCHYIO MH(EKIMIO), TACTPOIHTEPUT WIIU 32 HEXKEJIATEIbHbIE PEAKIINH, CBSI3aHHbBIC
C mpueMoM JApyrux mnpemnapatoB. lIponomxkenue npuema 3uareHa IpU pa3BUTUU
pEaKIMu TUIEPUYBCTBUTEIBHOCTH TaK €, KaK BO30OHOBIIEHUE €ro mnpuema IMocie
CTUXaHUS CHUMITOMOB, YpEBATO TSDKEJIBIMH  TOCIEICTBUSIMU, BIUIOTH IO
cMepTenbHOro ucxoja. lloaTomy mnpu mNOsABIEHUM JIOOBIX U3 TMEPEUUCICHHBIX
CUMIITOMOB HEOOXOAMMO THIATEIbHOE OOCJEeIOBAaHUE MAalMEHTa JJISI UCKIIIOYEHUS

peaKkiuu TUIEPYYBCTBUTEIBHOCTH. Ecimn UCKJIIOYUTh PEaKIUIO
TUIEPUYYBCTBUTEIBHOCTH HENB3s, TO MOBTOPHOE Ha3HAaueHHWE 3WareHa Wiu JAPYyrux
abakaBup-coJIepKAIIUX MpEnapaToB (Kusekca, Tpuzusup), CTpOTO
MPOTUBOMOKA3aHO.

Ecaun mpu pa3BUTUM peaklMy TUNEPUYBCTBUTEIBHOCTH MAlMEHThl MPOJIOJIKAIOT
MPUHUMATH 3UareH, TO KIIMHUYECKUE MPOSBICHUSI CTAHOBATCS 00JIee BhIPAXKEHHBIMH,
a Ipy OTMEHe 3uareHa OHM OOBIYHO MOJBEPral0TCsi 00PAaTHOMY Pa3BUTHIO.
BozoOHoBnenue npuemMa 3uareHa MaeHTaMu c peakuuen
TUIIEPUYYBCTBUTEIILHOCTBIO B aHAMHE3€ IPUBOJUT K PA3BUTHIO IOBTOPHOM PEAKLIMU B
TEUCHUE HECKOJIbKMX 4acoB. [IOBTOpHAs peakuusi rHNepuyBCTBUTEIBHOCTH MOXKET
MpoTeKaTh OoJiee TSHKENO, 4YeM IMepBasi, W MPOSBISTHCA YrpoKAOUIEH >KU3HU
apTepUaIbHOU TMIIOTOHKUEN, BILUIOTH JO JIETAIBHOTO ucxoda. IIpu pazsutun peakuuu
TUIIEPYYBCTBUTEIIBHOCTA TMALIMEHT JOJDKEH HABCET/IA OTKA3aThCs OT NPUMEHEHUS
3uareHa u Apyrux npemnaparon, cojaepxamux adakasup (Kusekca, Tpuzusup).
NHorna peakuus TUNEPYYBCTBUTEIBHOCTH PAa3BUBAETCS MpPU BO30OHOBICHUU
Tepanuu 3WareHOM IIOCJE €r0 OTMEHBI, BBI3BAHHOM IOSBJICHHEM BCEr0 OJHOTO W3
OCHOBHBIX CHUMIITOMOB 3TOM peakuuu (ChIlIKM, JIUXOPAJKH, HEJOMOTaHUS,
YTOMJIIEMOCTH, HAPYLIEHUA CO CTOPOHBI JKEIYJOYHO-KHUIIEYHOTO TPAKTA WJIHU
JIbIXaTeIbHOU CHUCTEMBI).



B penkux ciydasx 3Ta peakiys BO3HMKAET IMPU BO30OHOBIECHUM TNpUeMa 3uareHa
MalKueHTaMu, y KOTOPBIX 10 OTMEHBI IIpenapaTa He OTMEYAIOCh HUKAKUX CUMIITOMOB
TUNEPUYYBCTBUTEILHOCTH.

[lpupona  npyrux  HexeJaTeAbHbIX  SIBICHUM, OTIMYHBIX OT  pPEaAKIUU
TUIEPUYBCTBUTEIBHOCTH, HO HAOIIOJAEMbIX Y TAIMEHTOB, MOJYyYAOUUX 3UareH, 10
KOHIIAa HE€ sCHA. SIBISAIOTCS JIM OTU HEXKeENaTelbHbIe SIBICHHUS CIIEICTBUEM
MPUMEHEHUS 3uareHa Wi APYrux MpenapaTtoB, OJJHOBPEMEHHO HA3HAYAEMBIX C HUM,
WIM OHU OOYCIIOBIIEHBl CaMUM 3a00JIeBaHUEM, JO HACTOSIIEr0 BPEMEHU HE
YCTaHOBJICHO.

MHorue u3 nNpuBeJICHHBIX HIKE HEXKeNaTelbHbIX 3(()EKTOB, CBI3AHHBIX C MTPUEMOM
3uareHa (TOIIHOTa, PBOTa, Juapes, JUXOPAAKa, YTOMISIEMOCTb, CbIllb), MOTYT
HaOMIOJAaThCsl U MPU PA3BUTHU PEAKIUMU THUIEPUYBCTBUTEIbHOCTU. [loaToMy mpu
MOSIBIICHUM JI000r0 U3 ATUX CHUMIOTOMOB MOKAa3aHO THIATEIbHOE OOCIEeI0BaHUE
OOJILHOTO ISl IOJITBEPKICHUS WJIM UCKJIFOUEHUS PEAKIIMU TUIIEPUYyBCTBUTEILHOCTH.
Eciu  3maren Obul  OTMEHEH  BCIEACTBUE  MOAO3PEHUST HA  PEAKIUIO
TUNEPUYBCTBUTEIBHOCTH,  BO300HOBIIEHHME  TMpUEMa  TMpenapara  3amperieHo.
Bo0300HOBISTE Tepanuio 3uareHOM I[OCJ€ MPEpPhIBAHUS B CBSI3M C MOSBJICHUEM
BBIIIEMIEPEYUCICHHBIX CHUMIITOMOB MOKHO TOJIBKO IMOCJE MCKJIIOUCHHS pPeaKluu
TUNEPUYBCTBUTEIBHOCTU U MOJ HEOCPEICTBEHHBIM MEUIIMHCKUM HAOJIIOICHUEM.
BOnbIIMHCTBO MNPUBEAECHHBIX HUXKE HEXKENATEIbHbIX PEaKUUM HE OrpaHUYMBAIOT
npuMeHeHue 3uareHa. B 3aBUCMMOCTH OT YacTOThI BBISBICHUSI UX MOXHO YCIIOBHO
pa3ienuTh Ha CIEAYIOIINE KaTeropuu: o4eHb yacthie (dactora Bblme 1/10), yacTeie
(uacrota ot 1/100 mo 1/10), newacteie (wactota ot 1/1000 mo 1/100), penxue
(gacrora ot 1/10 000 mo 1/1000) u ouens peakue (yactora Huxe 1/10 000).

Jlannsvle K1unuyeckux ucciedo8anuil

Hapywenus memabonuzma u numanus: 4acTo — MOTEPs anmeTuTa.

Hesponocuueckue napyuienus: 4acto — rojaoBHast 00Jib.

Kenyoouno-kuuieunvle Hapyuienusi; 4acTo — TOIIHOTA, PBOTA, JUAPESL.

Cucmemnvle nposigieHusi U MecmHvle peakyuu: 4acTo — JIMXOPaJKa, COHJIMBOCTD,
YTOMJISIEMOCTb.

B KOHTpOJMpYEMBIX KIMHUYECKUX UCCIEAOBAHUAX OBLUIO MOKA3aHO, YTO U3MEHEHUE
1a0OpaTOPHBIX MOKa3aTelied Mpu JICYEHUH 3UareHoM HaONIOAAeTCs TaK Ke PEeJKo,
KaK U B KOHTPOJIBHOM TPYIINE MAIIMEHTOB, HE MOTYYaIONIUX Mpenapar.

Jannvle nocmpezucmpayuonnozo Had.1100eHu

Hapywenus memabonuzma u numanus: 4YacTO — THUIEPIAKTATEMHUs; PEIKO —
JAKTOAlM/I03, HAaKOIUICHUE/TiepepacnpeeyieHue KUpoBo TkaHu. Yactora 3THX
HEXENATeIbHbIX pPEaklWil 3aBUCUT OT MHOTMX (aKTOpoB, B TOM 4YHCIE OT
AHTUPETPOBUPYCHBIX IIPENapaToB, UCIOIb3YEMbIX B KOMOMHAIIMU ¢ a0aKaBUPOM.
Hapywenus co cmoponwvl diceny0ouno-kuuieuno2o mpakma: PeIKo - MaHKpEeaTHT
(MpUYUHHO-CIIEICTBEHHAS CBSI3b C MPUMEHEHUEM abakaBupa TOUYHO HE YCTAHOBJICHA).
Hapywenuss co cmopomnst Kkodcu: 4acTto — Cblllb (IPU OTCYTCTBUM CUCTEMHBIX
MpOSIBJICHU); OYEHb PEAKO — MOIUMOp(dHAas HSKCCyJaTUBHAasi ApUTEMA, BKIIOYas
cunipoM CtuBeHCa-/[)KOHCOHA M TOKCUYECKUN SMUAECPMAIbHBIN HEKPOJIU3.



Ilepeno3upoBka

Cumnmomut

B xiMHMYECKUX HCCIIEIOBAHUSX HE OBLIO BBISBICHO HEXEIATEIbHBIX PEaKIUil Mpu
MPUMEHEHNH 3WareHa B pa3oBbIX ng03ax A0 1200 mMr m cyrouneix no 1800 wr.
JlelicTBre npenapara B 60Jiee BBICOKUX J103aX JI0 HACTOSIIET0 BPEMEHU HE U3YUEHO.
Jleuenue

B cnyyae nepeno3upoBku 3uareHa 3a MAallUEHTOM YCTAHABIMBAIOT HAOMIOJICHUE NS
BBISIBJICHUSI CUMIITOMOB OTpPaBJEHUS W CBOEBPEMEHHOIO Havajna JieueHus. l[lpu
HEO0OXOJIUMOCTH, MPOBOJAT CTaHJAPTHOE MOIICPKUBAIOIIIECE JICYCHHUE.
O@PdeKTUBHOCTh MEPUTOHEATHHOTO JWAW3a M TeMoauaiu3a Ui  yAAJICHUS
abakaBHMpa HEM3BECTHA.

B3aumopeiicTBue ¢ APYyruMH JIeKAPCTBEHHBIMH CPeACTBAMM U MPO4YNe BU/bI
B3auMOACHCTBUI

UccnenoBanust in vitro W aHalu3 OCHOBHBIX IyTed Merabonu3ma abakaBupa
VKa3plBAlOT HA TO, 4YTO €ro B3aUMOJEWUCTBHE C JPYrUMU IpenapaTaMu,
ornocpeioBaHHOe IuToXpoMoM P450, manoBeposiTHO. AOakaBup HE MOAABISET
MeTabonu4eckue peakuuu ¢ ydactuem uzodepmenta 3A4 uuroxpoma P450. B
UCCIIEIOBAHUSIX in Vifro TIOKa3aHO, 4YTO a0akaBUp HE CHUXAET AaKTHUBHOCTH
m3opepmentoB CYP3A4, CYP2C9 u CYP2D6. Knunnuueckue HCCIEAOBaHUS HE
BBISIBWJIM HWHIYKIHMM TEYEHOYHOTO MeTaboJiu3Ma 53K30T€HHBIX CYOCTaHIMWA MOJ
nevctBueM abakaBupa. Takum  oOpa3oMm, B3auMojeHcTBHE abakaBupa C
uHruoutopamu npoteassl BUY u npyrumu npenapataMmu, MeTab0JIU3UPYIOIIUMHUCS C
y4acTHUEM OCHOBHBIX M30(hepMeHTOB IuToXpoma P450, ManoBeposiTHO.

Omanon. ITaHON 3aMeISIET MeTa00In3M abakaBupa, YTO MPUBOJIUT K YBEIUUYCHUIO
omanu noj papmakokunetndeckon kpuBo (AUC) Ha 41%. OnHako KIuHUYECKast
3HAYMMOCTh ATOTO HM3MEHEHHs HeBenuka. Ha merabonusm sTaHona abakaBup He
BIIUSIET.

Memaodon. 1lo naHHbIM (apMaKOKUHETUYECKHX HCCIEAOBAHUNM MPUMEHEHHE
abakaBupa B 03¢ 600 Mr 2 pa3a B CyTKM B KOMOMHAIlMM C METAJOHOM CHHUXKAET
MaKkCUMalibHyl0 KoHIeHTpauuio (Cmax) abakaBupa B ChIBOpoTke Ha 35%,
YBEJIMYMBAET BpEeMs JOCTUKEHUS MAKCUMAJIbHOW KOHLIEHTPALUU B CHIBOPOTKE (Tinax)
Ha 1 4, HO He u3menser AUC. KinnHuueckas 3HaUMMOCTb 3TUX U3MEHECHUN HEBEJIHMKA.
B sTOM e wHccienoBaHMM YCTaHOBJIEHO, YTO abakaBUpP TMOBBIIIAET CYMMAapHBIN
KJIUpeHC MeTajnoHa Ha 22%. B OonbIIMHCTBE CciaydyaeB 3TH HM3MEHEHHUS TakKKe
PaCLEHUBAIOTCS KaK KIMHUYECKH HE3HAYMMBbIE, OJTHAKO B OIMPEJEICHHBIX CUTYaLUIX
MOXKET MOTPeOOBaThCS U3MEHEHHE 103bl META/IOHA.

Pemunouowvi. Petunonapl, HampuMep HU30TPETUHOWH, STUMUHUPYIOTCS C y4acTUEM
AJKOTOJIbJICTUAPOreHa3bl, IMO3TOMY MOTYT BCTyNaTh BO B3aUMOJIEUCTBUE C
a0akaBUpOM, OJIHAKO B HACTOSIIEE BpEMsl CHEUUAIbHBIX HWCCIEIOBAHUM HE
MIPOBOJIUIIOCK.

Oco0ble yka3anust
[IpenapaT q0JI’KE€H Ha3HAYATHCSI BpAauOM, UMEIOIINUM OMbIT JeueHus: BUY-undexiuu.
T'unepuyecmeumenvnocmso



ITo naHHBIM KIIMHUYECKUX UCCIEOBAHUN, NPUMEPHO Y 5% MAlMeHTOB,
MPUHUMAIOIIUX a0aKaBUp, pa3BUBACTCS TMIIEPUYBCTBUTEIIHLHOCTH K Mpernapary, B
PEIKUX CIIy4asix C JETaJIbHBIM UCXOJ0M.

Daxkmopwul pucka
B xnmHMYeCKUX HCCienoBaHMAX OBLIO MOKA3aHO, YTO HOCHUTEIBLCTBO aynrenss HLA-
B*5701 3HAYUTEIBHO YBEJIUYUBAET PUCK pa3BUTHA peakuuu

TUNEPUYYBCTBUTENBHOCTH K  abakaBupy. B  NpOCHEKTUBHOM  KIMHUYECKOM
uccnenoBanun CNA106030 (PREDICT-I) nanuentam ¢ nanuuumem amnens HLA-
B*5701 mnpemnapatsl, cojeprkamiue abOakaBHp, HE Ha3HA4YajJWCh, YTO IO3BOJIHUIIO
CYIIECTBEHHO CHM3UTh YacTOTY BO3HHUKHOBEHHS KIMHUYECKH T0JI03pEeBaEMOM
peakiuu runepuyyBcTBUTeNbHOCTH ¢ 7,8% (66 maruentoB u3 847) mo 3,4% (27
nanpeHToB  u3  803) (p<0,0001), a Takxke YaACTOTy pa3BUTUSA pEaKIUU
TUNEPUYBCTBUTEIBHOCTH, TOATBEPKICHHON KOXHO-aNIUIMKAIIMOHHOW TpoOoH ¢
2,7% (23 nmauuentoB u3 842) no 0,0% (0 marmmentoB u3 802) (p<0,0001). Takum
00pa3oM, OCHOBBIBASICh Ha pe3yJibTaTaxX JAHHOTO MCCJeA0BaHus, ObUIO MOKa3aHo, YTO
y 48-61% mnauuentoB-nocutenedt amienss HLA-B*5701 pasBuBaetcst peaxuus
TUIIEPYYBCTBUTEIILHOCTH MO cpaBHEHHIO C 0-4% ManueHToB, y KOTOPBIX 3TOT aJlIENb
OTCYTCTBYET.

Bpauam pexoMeHayeTCs NPOBOAUTH CKPUHHUHI HAa HOCHUTENbCTBO ayens HLA-
B*5701 y BUY-undunupoBaHHbIX MallMEHTOB, KOTOPHIM paHee HE Ha3HAYaIUCh
npenapatel, cojaepxamue abakaBup. Mcnonb3oBaHue abakaBHP-COAEPKAIIMX
MpenapaToB HE PEKOMEHJYETCs Yy MalueHToB, uMmeromux amiens HLA-B*5701. B
UCKJIIOUUTENBHBIX CJIy4dasX, KOrja NOTEHIUajdbHas I[0Jb3a IMPEBBIIIAET PUCK,
Ha3HaueHUEe abaKaBUP-COJACPIKAIIUX IMPENaparoB y TaKUX MAIl[MEHTOB MOXKET
o0CyX)aaTbCs, NOpPU HSTOM TMalMEHT JOJDKEH HaXOIUThCS TMOJ TUIATEIbHBIM
MEJIUIIMHCKUM HAOJIIOJCHUEM.

Kinandeckuid n1MarHo3 moj03peBaeMoOM peaklUy TUIEPYyBCTBUTEIBHOCTH JOJIKEH
OCTaBaTbCsl OCHOBOM JUIsl TPHUHATHS PEUICHUS MCIOJIb30BaHUSI IPENapaTos,
cojepkalux abakaBup, y BceX MHalueHToB. Jlaxke B clydae OTCYTCTBUS aJlIems
HLA-B*5701 aGakaBup HEOOXOJUMO OTMEHUTh U HE BO30OHOBISATH €r0 MPUEM BO
BCEX ClydasiX, KOrJa pEaklHUl0 TUIEPUYBCTBUTEIBHOCTH HEIIb3S HCKIIOUYUTD,
PYKOBOJCTBYSICh KIMHUYECKMMHU JaHHBIMHU, MO TMPUYMHE TOTEHIHAIBHOTO PHUCKA
Pa3BUTHUA CEPbE3HBIX HEXKENATEeNbHBIX 3 (PEKTOB UIIH J1a’Ke JIETAIbHOTO UCXOa.

Knunuueckaa kapmuna

['MnepuyyBCTBUTENLHOCTh K  a0akaBUpPy  XapaKTEpU3yeTCs  MOJIUOPTaHHBIM
nopaxeHrueM. CaMble YaCThlE CUMITOMBI — JIMXOPaAKa M ChIlb, OTMEYAIOTCS ¥y
OOJIBIIMHCTBA MAlUEHTOB.

JpyrumMyu  cUMOTOMaMM  TUINEPYYBCTBUTEIBHOCTH K  abakaBUpPy  SIBISIIOTCS:
YTOMJIIEMOCTh, HENOMOTaHWE, HAPYLUIEHHUS CO CTOPOHBI KEIYyAOYHO-KHUIIEYHOTO
TpakTa, BKJIOYas PBOTY, TOIIHOTY, AUapel0 U OO0Jb B JKUBOTE, HAPYIIECHUS CO
CTOPOHBI JbIXaT€IbHOW CHUCTEMBbI, BKJIOYasl OJBIIIKY, OOJb B TOpJeE, Kalllellb,
MOpaKEHHUE JIETKUX (B OCHOBHOM B BHU/IE JIOKAIbHBIX UH(QUIBTPATUBHBIX U3MEHEHUH,
BBISIBISIEMBIX ~ NPU  PEHTIEHOTpauu  TPYJIHOM  KIETKH). CuMnTOMBI



TMIIEPYYBCTBUTEILHOCTH MOIYT NOSBUTLCH B JII000€e BpeMs IMOCJe HAa4yaja
JieueHUsl 20aKaBUPOM, OJHAKO Yalle BCEr0 OHM BO3HUKAIOT B TEUYECHHE NEPBBIX
IECTH HeAenb. ECau npu MOSBIEHUHA CUMIITOMOB THIIEPYYBCTBUTEIBHOCTH JICUYEHHE
a0akaBUpPOM TPOJOJDKAETCS, OHU CTAHOBATCS 00Jie€ BBIPAKEHHBIMH M MOTYT
MPUHUMATh YTPOXKAONIMK KU3HU Xapakrtep. [locie oTrmeHsl mpemapata CUMITOMBI
TUNIEPUYBCTBUTEIBHOCTH OOBIYHO MOJABEPratoTCsi 00paTHOMY Pa3BUTHIO.

Jleuenue

IIpy mosiBJIeCHUM CHMIITOMOB THIIEPYYBCTBHUTEJIBHOCTH K a0akaBUPY 00JbHOUM
HemeieHHo JOJIZKEH oOparurhbest K JiedameMy Bpady 3a KOHCYJIbTallHMeH.
ITocTaHOBKA JUArHO3a peakuy IMNEePYYBCTBUTEIbHOCTH K a0akaBupy Tpedyer
HeMeIJIeHHOW oTMeHbI npenapara. Bo3oonosienue jgeyenus SUAT'EHOM uinn
APYruM mnpemnapatoM, coaepxkamum abOakaBup (Kusekca, TpususBup), y
NMAalUEeHTOB, ¢ PpeaKuueil THUIEPYYBCTBUTEJIBHOCTH B aHaMHe3e, CTPOro
NPOTHBOMOKA3aHO, MOCKOJbKY B TeYeHHE HECKOJbKHX 4YacOB IOCJIe MpueMa
npenapara BO3MOKHO IOBTOPHOe pPa3BUTHE peakuuu B 0oJiee Tskenou popme,
BILIOTH /10 YIPOXKAKIIEHd KU3HU APTEPHUATbHOM TMIOTOHUU MJIHM JIETAJIBLHOIO
HCXO0/A.

Ecnau uckimounTh TUNEPUYBCTBUTEIBHOCTh K abakaBUpPY HENb3sl, TO BO M30ekKaHUE
MO3HEN JUArHOCTHKUA W JJIi MUHUMM3ALUMNA PUCKA PA3BUTHS YIPOXKAKOIIMNX KU3HU
COCTOSIHUM, abakaBUp OTMEHSIOT HaBCEr/a., Ja)Xe €CJIM BO3MOXKEH JAPYroil JuarHo3
(Hanpumep, 3a00JeBaHME JbIXATENbHBIX IMYTEW U JIETKUX, TPUINONOA00HBIN
CUHIPOM, TaCTPOIHTEPUT WIM HEXKeNaTelbHbld A(PPeKT apyrux mpenaparTos.
BozoOHoBiieHue jgeueHus: 3uareHoM WM UHBIM MpernapaToM, cojepKaiium adakaBup
(Kusekca, TpuszuBup), HEJOMYCTUMO, JIa’)Ke€ €CJIM MOBTOPHOE Pa3BUTHE CHUMIITOMOB
TUNEPUYBCTBUTEIBHOCTY OTMEUAETCSd TMpU  BO30OOHOBIECHUM TMpUEMa JPYrux
MpenapaToB, MPUMEHSBIIUXCSA BMECTE C COJAEpKAIUM abakaBUp JIEKapCTBEHHBIM
CPEACTBOM.

B koMIuiekT ymakoBkHM 3MareHa JOJDKHA BXOAUTHh KapTOYKa-IPENYyNPEXKICHHE C
nH(opMalment 1Jisi HalMEeHTOB O PeaKlMU TUIEPUYBCTBUTEILHOCTU K a0aKaBupy.

Ocobvie yKkazanus no j1e4enuio nocie nepepviea ¢ mepanuu npenapamom 3uazex
Ecaun mocne ormensl 3uareHa mpeanosiaraeTcs BO30OHOBIICHHE JICUEHHUS JaHHBIM
MpenapaToM, HeOOXOJIUMO BBISICHUTH MPUYUHY OTMEHbI, U YOEIUTHCS B TOM, YTO Y
0O0JILHOTO HE HaOJI0/1aIOCh CUMIITOMOB THIIEPUYYBCTBUTENBHOCTH. ECIu UCKIIOUNTH
PEAKIMI0 TUNEPUYBCTBUTEIBHOCTH HEJIB3s, TO JICUCHHE 3UAr€HOM WIH JPyTruMm
npenapaTom, coaepxamuMm adbakasup (Kusekca, Tpuszusup), 3anpemieHo.

Onrcanbl HEMHOTOYHMCIICHHBIE CIIy4au Pa3BUTHS PEaKlMK TUIEePYyBCTBUTEILHOCTHU
MIpU BO30OHOBJICHUH JIEUeHUSI a0aKaBUPOM IOCIIE€ €r0 OTMEHBI B CBS3U C MOSBICHUEM
KaKOT0-1u00 OJHOTO W3 TUIUYHBIX CHUMITOMOB THIEPUYYBCTBUTEIBHOCTU (CHIIb,
JUXO0pajJika, HEJOMOTAHHUE, YTOMIISIEMOCTh, >KEITyIOYHO-KUILIECYHbIE HApPYIICHUS HU
HapylIeHUs] CO CTOPOHBI JbIXaTelbHOW cucTeMbl). [lockonbKy BO BCEX TaKHX
CIy4asiX MCKJIIOUHUTHh PEAKIMI0 TUIEPUYBCTBUTEIBHOCTU HEIB3S1 WU, NMPUHUMAS BO
BHHMAaHUE JlaHHbIE O OoJiee TSKEIOM €€ TEUEHUH IpPU IMOBTOPHOM MPUMEHEHUU
abakaBupa, BO3OOHOBJIEHUE T€pPANIMK 3UAr€HOM WU IPYTUM abaKkaBUpP- COJIEPKAITUM
npenapatom (Kusekca, TpusuBup) y 3Tux OONBHBIX HE pexoMmeHayetrcsa. OaHako,



€CIM B TaKuX CJIydasX BOIPOC O IMOBTOPHOM Ha3HAUYeHUU abakaBHUpa peIIaeTcs
MOJOXKUTEIBHO, TO JIEYEHHE UM MPOBOIAT TOJBKO IIPU HEMOCPEICTBEHHOM
MEJIUIIMHCKOM HaOJII0ICHUU.

Peakuusi runepd4yBCTBUTEIBHOCTH OTMEYAETCS, XOTSA U KpaWHE PEAKO, NaXe MNpHU
BO30OHOBJICHUM JIeueHUsSI abakaBUP-COJEpkKAIIUM IMpernapaToM MNalUeHTOB, Yy
KOTOPBIX CUMIITOMBI 3TOM peaklMh paHee He HaOII0JaIucCh, U MEpPEphIB B MpUEME
npemnapara, cojaepkaiiero abakaBup, ObUT CBA3aH C APYrUMU NMpuYMHaMu. B Takom
cllyyae BO300HOBJIEHHE MpUEMa IpemnapaTa BO3MOXHO, OJHAKO TpeOyeT HaIU4us Y
MalKueHTa WIM OKPYXKAIOUUX €ro JIoAed OBICTPOro JAOCTyNa K MEIUIUHCKOU
MTOMOIIH.

Heooxooumasa ungopmayus 01sa nayuenmoes
Bpau, Haznavaromuii npemnapar, J0J:Ke€H O3HAKOMMTBL MAllUE€HTa CO CIeayIouen
uH(popMaleit o peakiuy runepuyBCTBUTEILHOCTH:

® TMAIMEHT JOJKEH OBbITh OCBEOMIIEH O BOZMOXXHOCTH MOSIBIICHUSI YTPOXKAIOIIUX
KU3HU CUMIITOMOB TUIIEPUYBCTBUTEIHHOCTU U PUCKE JIETATLHOIO UCXOA;

® [IpU MOSIBJICHUU CUMIITOMOB, KOTOpPbIE MOTYT OBITh OOYCIIOBJICHBI peaKiuen
TUNIEPUYBCTBUTEIBHOCTH, MAIIUEHT JOJKEH HEMEJIEHHO OOPATUTHCS K CBOEMY
JeyanieMy Bpauys;

® TMAIMEHThl C THUIEPUYYBCTBUTEIBHOCTHIO K a0akaBUpy JOKHBI  OBITh
MpEeAYNPEKICHbBl O HEIOMYCTUMOCTH BO300OHOBJIECHUS MPUMEHEHUs 3HareHa
WU APYTUX Mpenaparos, cojaepxanux adakasup (Kusekca, Tpususup);

e BO u30€kaHHE MOBTOPHOI'O MPUMEHEHHS 3UareHa naiueHTaMu, NepeHeCIuMu
PEaKIUI0 TUNEPUYBCTBUTEIBHOCTH, UM PEKOMEHAYETCSI BEPHYTh OCTaBIIHECS
TabJeTKH 3uareHa iy pacTBop 3uareHa JJjis IpremMa BHyTpb Bpauy;

® TMAIMEHTHI, MO KaKOW-TMOO TMPUYMHE MPEpBaBIIME JICUCHUE 3UAreHOM
(0cOOEHHO B CBSI3U C BO3MOXKHBIMM HEXKEJNATEIbHBIMU PEAKIUAMU MU
OCJIOKHEHUSIMU JICUCHUs), Tepea BO30OHOBJICHUEM IMpueMa Mpenapara
JIOJIKHBI 00paTUTHCS K JIeHallleMy Bpady;

KaxxnoMy nanueHTy HamOMUHAIOT O HEOOXOJUMOCTH O3HAKOMIICHUS C BJIOKEHHOU B
YIAKOBKY 3HMareHa KapTOUKOH-NpenynpexaeHueM. Kpome Toro, mnanueHTam
HallOMUHAIOT O TOM, YTO KapTOYKY-IPEeIAyNpeKIeHHE HEOOXOAMUMO BBIHYTH W3
YIAKOBKHU U MOCTOSIHHO HOCUTH C COOOiA.

Jlakmoauuoo3, zenamomezanus u Hcupoeas oucmpohusa neuenu:

NmeroTcss cooOmieHnss O pa3BUTHUU JIAKTOAIMA03a, TEHaTOMETauM W JKHPOBOM
aucTpouu  medeHu, B TOM YHCIE C JICTAJbHBIM HCXOJOM, BCJIEJICTBHUE
AHTUPETPOBUPYCHON Tepamuy aHajJoraMu HYKJICO3WJ0B, BKIouUas abakaBup,
JaMHUBYIWH U 3UJIOBYAMH, IPUHUMAEMBIX KaK [0 OTAEIbHOCTH, TaK U B KOMOWHAITUH.
B OonbmmHCTBE CIydaeB 3TH OCJIOKHEHUS BOZHUKAIOT Y JKCHIIHMH.

CuMITOMBI, yKa3bIBAIOIIME Ha JAKTOAIMI03, BKJIIOYAIOT OOIYyH CcJ1a0oCTh,
CHIDKCHHUE amleTHTa, OBICTpOe MOXYyJaHHE HESCHOW ASTHUOJOTHH, HAPYIICHHUS CO
CTOPOHBI JKEIYIOYHO-KHUIIIEYHOTO TpaKTa M HAPYIIEHHUS CO CTOPOHBI JbIXaTEIbHOU
CHUCTEMBI (OJIBIIIIKA U TAXUITHO)).

[Ipumenenune 3uareHa W Jpyrux abakaBHUP-COJEpKAIMX MpPENnapaToB y JHOOOTo



nanueHTa TpeOyeT OCTOPOXKHOCTH, OCOOCHHO TMpU Hamuyuu (HAKTOPOB pHCKA
nopakeHus: nedeHu. [Ipu MOsBICHUM KIMHUYECKUX U JTA0OPATOPHBIX MPU3HAKOB
JAKTOAIMI03a WM TeNaTOTOKCUYHOCTU (MOXET MPOSBIATHCS TenaTOMEraiuel u
KUPOBOU mucTtpodueld MeyYeHU, J1a)ke B OTCYTCTBUE BBIPAKEHHOT'O TMOBBIIICHUS
aKTUBHOCTU aMUHOTpaHc(]epas) jeueHrue 3uareHoM HeoOX0AUMO MPEKPATUTb.
Ilepepacnpedenenue noOKOHCHO-HCUPOBOTL K1EMUAMKU

KoMmOunMpoBaHHass  aHTUPETPOBUPYCHAsT  Tepamus  MOXET  COMPOBOXKAATHCS
Pa3BUTHUEM OJHOTO WJIM HECKOJBKMX W3 MEPEYUCICHHBIX CHUMIITOMOB: OXKHUPEHHUEM,
nepepacnpeieicHUEM MOJKOXKHOIO >KUpa C OTJIOKEHHUEM €ro Ha TYJIOBHIIE, IlEe
(«ropO OyiiBOMa»), 3HAYUTEIBHBIM YMEHBIIIEHUEM IOJKOXKHOI'O XUPOBOTO CJOS Ha
KOHEUHOCTAX U JIUIE, T€HEKOMACTHEU, MOBBIIICHUEM KOHIEHTPAIMU JUIUJO0B B
CBIBOPOTKE U YPOBHS IJTIOKO3bI B KPOBH.

Bce 3TH cuMOTOMBI OTHOCSTCS K MPOSIBACHUAM Junoauctpopuu. OauH win
HECKOJIbKO W3 JTHUX CHUMITOMOB MOTYT BO3HHUKATh MpPU JICUCHUH JIOOBIMU
uHruoutopamu mnporeassl BUY u HyKI€O3WAHBIMU HMHTrUOUTOpaMU OOpaTHOMU
TpaHckpunTazbl. OAHAKO PHUCK HJTUX HEXKENATEIbHbIX pEaKIuid 3aBUCUT OT
MPUMEHSIEMOTO Tpernapara.

Jlunoguctpodusi UMEET CIOKHYIO ITHOJOTHIO U MOXKET PA3BUBATHCS MOJI ICHUCTBUEM
pa3HbIX (HAKTOPOB, KOTOPHIE MOTYT JIEUCTBOBATh CUHEPruyHO. BakHyro poiib B ee
pa3Butun urpator cama BUY-undexuus, mNOXKWIOW BO3pacT NalUEHTA W
MPOIOKUTEIHLHOCTh AaHTUPETPOBUPYCHOTO JICUCHUS.

[Ipu knnHUYECKOM OO0CiIeA0BaHUU OOJBHBIX HEOOXOAMMO oOpaliaTh BHUMAaHHUE Ha
nepepacnpeiesieHue MoJKOKHO-KUPOBOM Kietuatku. JlabopatopHoe oOciegoBaHue
JOJKHO BKJIIOYATh OMNPENENICHHE KOHIICHTPAI[MU JIUMIUJIOB B CHIBOPOTKE M YPOBHS
[NIIOKO3bl B KpoBU. Ilpu HapymieHMd JUOUAHOTO OOMEHa  Ha3HAYaroT
COOTBETCTBYIOLLEE JICUCHHUE.

Cunopom eoccmanogi1eHus UMMYHUmMeEemMa

[Tpu nanuuun y BUY-uHpuunpoBaHHBIX MAIIMEHTOB C TSHKEJIBIM UMMYHOAE(PUIIUTOM
OCCCUMIITOMHBIX WJIM MaJOCUMITOMHBIX OMNMOPTYHUCTUYECKUX HMHOEKIUH Ha
MOMEHT Hauajla aHTUpeTpoBUpyCcHOUN Tepanuu (APT), npoBeneHue Takou Tepanuu
MOYKET MPUBECTU K YCUJICHHUIO CUMIITOMATUKN OMIMOPTYHUCTHYCCKUX MHOEKIMN HITH
IPYTUM TSKEIBIM TochencTBUsIM. OOBIYHO 3TH pPEaKIMU BO3HUKAIOT B TEUYCHUE
MEePBbIX HeAenb WM MecsueB nocie Havama APT. TunuuasiMu npumMepamMu
SBJISIFOTCSA  ITUTOMETaJIOBUPYCHBIN PETUHHUT, TE€HEpaJu30BaHHAs WJIM oOdaroBas
MH(QEKIMs, BbI3BaHHAS MHKOOAKTEpUSIMHU, W MMHEBMOHUS, BbI3BaHHAs Pneumocystis
jiroveci (P. carinii). llosBneHwe mOOBIX CHUMIOTOMOB BOCHAJIeHHs TpelyeT
HEMEJJICHHOT0 00CJIeIOBaHMS U, PU HEOOXOAUMOCTH, JICUCHUS.

Onnopmynucmuueckue uHpexyuu

[IpumeHenune 3uareHa win Apyrux aHTUPETPOBUPYCHBIX MIPENAPATOB HE UCKITIOYAET
BO3MOKHOCTH Pa3BUTHSI ONMOPTYHUCTUUECKUX UH(PEKIUN WU JPYTUX OCIIOKHEHUM
BUY-undexunn, 1o3ToMy MalMeHThl TOKHBI OCTABAThCS MO HAOII0IEHUEM Bpaya,
MMEIONIETO OMBIT JICUCHHSI 3TUX 3a00JICBaHHIA.



Ilepeoaua BUY-ungpexyuu

[IpoBeneHrne aHTUPETPOBUPYCHOM TEpANMM, B TOM YHCJIE 3UAar€HOM, HE HUCKIIOYAET
BO3MOXHOCTH nepemaun BHWY  1monoBeiM  myTeM WM  NPU  KOHTAKTE C
MH(QUIIUPOBAHHON KPOBBIO U MOATOMY HE OTMEHSET HEOOXOAMMOCTH COOJIIOACHUS
COOTBETCTBYIOIIUX MEP IIPELOCTOPOKHOCTH.

Hugpapkm muoxapoa

B pe3ynbraTe MpPOCHEKTUBHOTO, HAOIIOAATENBHOTO, AMUIEMHOJIOTHYECKOTO
UCCIIEIOBAHUS C 1EIbI0 U3YUYEHHUSI YACTOThl BOSHUKHOBEHUs MH(apKTa MUOKapaa y
MalUEeHTOB, MOJYyYaroUMX KOMOWHHUPOBAHHYI0 aHTUPETPOBUPYCHYIO TEpaIuIio,
OoOHapyX ujIach CBS3b MPEAIICCTBYIONIETO, B TeUeHUE 6 MecsIeB, pueMa adakaBupa
C TOBBIIIEHHBIM PUCKOM pa3BuTUs uHpapkTa Muokapaa. [lo maHHbIM 0000IIEHHOTO
aHaIM3a KJIMHUYECKUX HCCIIEIOBAHU, CIIOHCHPYEMBIX KOMITaHUEN
I'makcoCmutKiistitH, He HaOII0aI0Ch TIOBBIIICHUS pHCKa HH(papKTa MHUOKapia,
COMNPSKEHHOTO ¢ IMpueMoM abakaBupa. buomornueckue MeXaHu3Mbl, OOBSCHSIONINE
MOTEHIIMAJILHO TOBBIIIEHHBIA PUCK, HEU3BECTHBI. B 001IeM, MOCTymHHBbIE 1aHHbIE,
MOJy4YeHHbIE M3 HAOMIOACHUS KOTOPT ©  KOHTPOJUPYEMBIX KIMHHUYECKHX
UCCIIEIOBAHUM, HE MO3BOJISIOT OJJHO3HAYHO OMPEJETUTh CBSI3b Tepanuu adakaBUpOM
Y PUCKOM HH(apKTa MHOKap/a.

TeM He MeHee, C OCTOPOKHOCTBIO CJEAYET Ha3Ha4aTh AHTHUPETPOBUPYCHYIO
Tepanuio, BKJIIOYAs Mpernaparsl, coAepkaiiue adakaBup, MaldeHTaM C BO3MOKHBIM
PUCKOM BO3HMKHOBEHHS HIIEMHUYECKUU Ooje3nu cepama. Heobxomumo mnpuHsaTHe
BCEX Mep IS MHHUMaiIu3aluu (HaKTOpOB pHCKa (TaKUX Kak apTepuaibHas
TUTICPTOHUS, JUCTUTIUIEMUS, CaXapHbIi 1Ua0eT U KypeHue).

Bauanue na cnocobnocmos ynpagiamos aemompancnopmom u MeXanusmamu
JIaHHBIX O BIMSHHMHM a0aKaBUpa Ha CIOCOOHOCTH YMPaBIATH ABTOTPAHCIIOPTOM H
oOpaiaTbcsi ¢ MEXaHU3MaMU HE UMEETCHI.

®OPMA BbIITYCKA:

PactBop 1151 mpuema BHYTpb 20 Mr/mIL.

[To 240 mn npenapata Bo ¢uiakoH u3 nojudTuieHa Beicokoi mnotHoctu (HDPE) ¢
HAaBUHYMBAIOIIMMCS KOJIIIAYKOM, OCHAIIEHHBIM 3alIUTON OT BCKPBITUS AeTbMHU. [lo
oHOMY ()JJAaKOHY BMECTE C aJanTepOoM, JTO3UPYIOMIUM IIMPUIIEM U UHCTPYKIUEH MO
MPUMEHEHUIO B KAPTOHHYIO MAYKY.

CPOK I'OAHOCTMH: 2 roga. He npuMeHATh Npenapar Mocjae UCTEUYCHUsI CpOKa
TOJHOCTH, YKa3aHHOT'O Ha YIIaKOBKE.

YCJIOBUSA XPAHEHUA: [Ipu temneparype Huxe 30°C, B HEAOCTYIIHOM I
JIeTel MecCTe.

YCJI0BUSA OTITYCKA U3 AIITEK: Ilo peuenrty.

MNPOU3BOJAUTEJIb
I'makcoCmutKisgiin Muk. / GlaxoSmithKline Ink.
Kananma, L5SN 614, OnTtapuo, r. Muccucora, Muccucora Poag Hopt, 7333 / 7333,
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