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JIpyTOi.

(I)apMaKOTepaneBanecKaﬂ rpymnmna: ﬂpOTHBOBﬂHHCﬂTM‘ICCKHﬁ rnpenapar, MpOU3BOAHOE

KapOoKcamua.
Koa ATX: NO3AF04
dapmakoIHHAMHUKA

MexaHu3M JeHCTBUS

TouHble MeXaHU3MBI JICUCTBUS 3cnm<ap6a3enuﬂa aucrara HCEU3BCCTHLI. O)]HaKO, corjlaCHO
pe3yJibTaTam BHCKTpOCbVIBHOHOI‘H‘{CCKHX UcceJIoBaHul in Vitro, 3cnm<ap6a36nnﬂa anerar u €ro
MeTa0OJTUTHI CTa6I/IHH3I/Ipyl'OT WHAKTUBUPOBAHHOE COCTOSAHUEC MOTCHIHUAJTI03aBUCUMBIX
HAaTPUEBBIX KaHAJIOB, TMIPEMATCTBYSd WX AaKTUBAaUWW H, TaKHM O6p3.30M, MperATCTBY A

NEepUOANUECKOMY BO30YKIECHUIO HEHPOHOB.



dapmakogrHaMuyeckue G hexTs

3cnm<ap6a3€nnHa aneratr MU €ro akKTHUBHBIC METaOOTUTBI NpeaoTBpalaroT pa3sBUTHEC
SMUICTITUYECCKUX TPUCTYTIOB B JOKIIMHUYECKHUX MOICJIAX, YTO MO3BOJIACT TMPOrHO3UPOBATHL €Io
MPOTUBOCYAOPOIKHOE JICUCTBHE Y H4cCJIOBCKA. V 4enoseka (bapMaxonornquKaﬂ AKTUBHOCTbB
3cnnKap6a3enuHa alueraTta TMposABIACTCA, T'JIAaBHBIM 06pa30M, MOCpEeACTBOM €ro aKTHUBHOI'O

MeTabouTa - acnuKapbas3enuHa.

Knuauueckas 3 ¢dheKTHBHOCTE

B3spocnvie nayuenmul

DddekTuBHOCTE 3ciukapba3enuHa anerata B COCTaBe [JOTMOJHUTENbHOW - Tepanuu Obina
yCTaHOBJIEHA B XOJI€ YETHIPEX JIBOMHBIX CIEMBIX Tulauebo-KoHTpoaupyembix vccienoBanuii 111
¢da3sl y 1703 B3pocibIX MNALKMEHTOB € MapUUalbHBIMU STUIECNTUYECKUMHU TIPUCTYTIaMH,
pebpakTepHBIMM K  JIEUEHHIO JApPYrMMH  (OT OJHOrO 10 KOMOWHALUMM U3  Tpex)
npoTtuBosnuienTuiyeckuMu npernaparamu (I1311). U3yuancs npuem scnukapbaszenuna auerara B
OJIHOKpaTHBIX cyTo4HbIX A03ax 400 mr, 800 mr u 1200 Mr. bbulo ycTaHOBIEHO, YTO MpPUEM
scnuvkapbaszenuHa auerata B go3ax 800 mr u 1200 mMr oauH pa3 B CyTKH 3HauuTeNIbHO Ooiee
3¢ PEeKTUBEH B CHWKEHWM YacTOTHI TMPHUCTYNOB MO CpaBHEHWIO ¢ miauebo B TeueHue 12-

HEACJIBHOTO MOJAACPXKKUBAOLICTO MEpUoaa.

D¢ dekTHBHOCTL MOHOTEpanuu sciukapba3enuHa areratoM ObUla YCTaHOBIEHAa B JIBOWHOM
CJIETIOM  KOHTPOJIMPYEMOM C aKTWUBHBIM TIpernapatoM CpaBHeHHWs (kapOaMazenuHoMm ¢
KOHTPOJIMPYEMBIM BBICBODOXKIEHHEM) HcceloBaHUU Y 815 paHIOMHM3MPOBAHHBIX B3POCIBIX
MalMEHTOB C BIIEPBBIE AUArHOCTUPOBAHHBIMM MAapLUMAIBLHBIMU SMUJIETITUYECKUMHU TTPUCTYTTAMHU.
Nzyuancs npuem scimkapbas3enuHa anerara B OJIHOKPaTHBIX CyTouHbIX g03ax 800 mr, 1200 mr u

1600 wmr.

D¢pdexr Tepanuu, NPOAEMOHCTPUPOBAHHBIK B TeyeHHE 26 HEAENbHOrO TEpUOJa OLEHKH

MOAACPKUBAJICA B TCUHCHUE 1 roja JICHCHUs.

DddexTuBHOCTL dcnKKapba3enyHa aleraTa npu nepexoje K MOHOTepanuu Oblla MokasaHa B
JBYX  JIBOMHBIX  CJIEMbIX  MCCIEIOBAaHUSX C  MCTOPUYECKUM  KOHTpojeM y 365
PaHIOMHU3UPOBAHHBIX B3POCIbIX MALMEHTOB C MapUUaIbHBIMU MUIENTUYECKUMU TIPUCTYTIAMHU.

W3zyuancs npuem scirkapOazenuna auerara B go3ax 1200 mr u 1600 mr.



HaLIMEHmbl NoJHCUN020 8o3pacma

be3onacHocTe M 3¢ ¢deKkTUBHOCTL 3ciMKapba3enuHa auerata B KayecTBE JOTOJHUTEIbHOM
Tepanvy TMpU TapUUATBHBIX STHICNTHYECKUX TMPUCTYNaX y MalMeHTOB MOXHWIJIOro BO3pacra
Oblla OLlEHEHa B XOJ€ HEKOHTPOJIMPYEMOro MCCIEJOBAaHUS UIMTENBHOCTBIO 26 Helaenb y 72
MalMeHToB B Bo3pacte crapue 65 ner. Pe3ynabraTel WccieOBaHUS MOKa3ajld, YTO 4YacToTa
BO3HMKHOBEHMs HEXeNlaTEeJbHBIX SIBJICHHWA, CBS3aHHBIX € TPUEMOM TMpenapara, B JaHHOM
nonynasiuuu (65,3 %) Obula cXOAHOW ¢ pe3yibTaraMH, TMOJYYEHHBIMM Yy TalMEHTOB,
YYacTBYIOIIMX B JIBOMHBIX cienbiX uccienoBanusx ¢asel I (66,8 %). Haubonee wacto
BCTPEUAIOIIUMHUCS HEXKENaTeIbHBIMU SIBJICHUSIMH, CBSI3aHHBIMH C TPHEMOM T[ipenapata, Obliu
rojoBokpyxenue (12,5 %), connusoctsb (9,7 %), yTOMIASEMOCTh, CyJJOPOTH U TUITOHATPUEMHUS
(no 8,3 % kaxwlit), HazohapuHTUT (6,9 %) U UHPEKIMH BEPXHUX AbIXaTeIbHBIX myTei (5,6 %).
50 w3 72 nauMeHTOB, HauYaBIIUX MCCIEAOBaHUWE, 3aBEpIWIIA 26 HeJeNIbHbIA MEepUO JIEUEHHUS,
4TO COOTBETCTBYET 69,4 %-HOMY ypOBHIO yAepkaHWs Ha miperapare (cM. pasaen «Pexum

JA03UpPOBaHUA, CIIOCOOBI BBCIACHUA U ﬂpHMCHCHHH))).

JlaHHble O TIPUMEHEHWH B PEXUME MOHOTEparuu y TOXWIBIX IO orpaHuyeHsl. 27
MalMEeHTOB cTapuie 65 JNeT TOoNy4YWIu Teparnuio SciukapOa3ernuHa aleTatoM B pexuMe

MOHOTEparnM1u B X0/1¢ KITIMHUYECKOTO UCCIIeIOBaHUS.
DapMaKOKHHETHKA
BcacbeiBanue

Ocnukapba3zenuHa aueTar B 3HAYMTENTBHON cTerneHW MeTabosin3upyercss B 3ciMKapOa3enuH.
[Tocne nprieMa BHYTpb KOHUEHTpALIMS ScIMKapOa3enuHa alerara B 1jia3mMe KpoBH, Kak MpaBuilo,
OCTaeTCsl HUKE YPOBHS KOJMYECTBEHHOTO omnpeaeneHus. MakcumanbHas KOHUEHTpAUMs (Crmax)
sciukapba3enuHa B Mia3me JocTHraercs vepes3 2-3 4 mnocie npuema (tmax). buogoctynmHocts
npernapaTa MOXXHO CUMTATh BBICOKOMH, MOCKOJIBKY KOJIMYECTBO META0OIUTOB, OOHAPYKUBAEMBIX

B Moue, cocTaBlisieT Oosiee yeM 90 % 10361 3cauKapOa3ernyHa aierara.

buonocrynHocts (AUC u Cnax) conocraBuMa Juis 3civkapdasenuHa, BBOAMMOro NepopaibHo B
BHJIE W3MEILYEHHOM TaOJIeTKH, CMEIaHHOW ¢ A0JOYHBIM IMOpe W BBOJMMOW C BOJOH, MO

CPaBHEHHIO C LENOH TaOIETKOM.

Pacripesienienme

CeasbiBanue scivkapbasenuia ¢ OelkaMu TUla3Mbl OTHOCHTENBbHO Huzkoe (< 40 %), u He

3aBUCHUT OT €ro KOHUEHTpaLHUH. CoracHo pe3yJibTaTamM WUCCIIEIOBAHUM [n Vilro, TMPUCYTCTBUC



BapdapHHa, AMasernama, IMrokcuHa, peHuTorHa W Ton0yTaMHuIa He OKa3bIBAET CYUIECTBEHHOTO
BJIMSIHUS Ha CTENeHb CBsA3bIBaHWS SciiMkapbasenuHa ¢ OeskaMu Tuia3mbl. DcinkapOa3enuH, B
CBOIO oOuepe/lb, NMPAaKTHYECKW HE BJIMAET Ha CBsi3biBaHMe ¢ OelkaMu Tula3mbl BapdapuHa,

Jaszernama, IUrokcuHa, GeHUToMHa U ToJI0yTaMKIa.
MeTtabonuszm

DcnukapbazenuHa auerat Mpv MepBOM MPOXOXKICHUU 4Yepe3 MevyeHb ObICTPO M MHTEHCHUBHO
MeTaboJIM3UpyeTCs B CBOM INIaBHbINA aKTHBHBIH MeTabOIUT — 3ciuKapOa3enuH myTem ruaposin3a.
PaBHOBecHass KOHLeHTpauus sciukapbasenuHa B [ja3Me JocTuraercss vepes 4-5 naHet
MPUMEHEHUs TIpernapata OJMH pa3 B CYTKH, YTO COOTBETCTBYET 3(PEKTUBHOMY MEPUOLY
nosyBbiBeZieHUst okono 20-24 4. B xoae vccnenoBaHuit ¢ y4acTHEM 30pOBbIX 100pPOBOJIbLEB U
B3pOCJIBIX MAalMeHTOB C JIMTUJICTICUEH, KaXylluiics nepuo] royBbiBeeHust coctaBun 10-20 u
13-20 4 cooTBeTcTBeHHO. He3HauuTeIbHOE KOJMYECTBO  CIEAYIOIIMX  METabOJIMTOB
oOHapyxuBaeTcs B Tia3me: R-nukapOaszenH W okckapOaszenuH, KoTopble oOiaaaror
(dapmakolOoruyeckoid aKTMBHOCTBIO, a Takke KOHBIOraThl dcivkapOa3zenuHa —alerarta,

sciukapbazenuna, R-nmkapbasenita u okckapOasernuHa ¢ riifoKypOHOBOM KUCIOTOI.
Dcnukapba3enuHa aluerar He BIMSET Ha CBOM cOOCTBEHHbIH MeTabOIM3M U KIIMPEHC.

Dcnukapbazenun  sBisetcs  cnabbiM - UHAYKTOpoM W3odepmenta CYP3A4 wu  okaseiBaer
uHrnomupyromiee neiicteue Ha uzohepmeHt CYP2C19 (cm. paznen «B3aumoneicTBre ¢ ApyruMu

JIEKapCTBEHHBIMHU CpCIICTBaMH»).

B X0A€ SKCIECPUMCHTAIIBHBIX WCCJIEJOBAHMM Ha CBEXHUX TEIaToOLMUTaX YEIOBEKa, BBISBIIEHA
CITOCOOHOCTD 3cnm<ap6a3ennHa HE3HAYUTCJIbHO HHAYUUPOBATHL AKTUBHOCTH H30Cb€pMeHTa

UGTI1AL, yyacTBytoniero B peakuusix riifokypoHHpOBaHHSI.

BriBeeHuUe

MetabonuTel 3ciavkapba3enyHa alietaTa BBIBOAATCS W3 CHCTEMHOTO KPOBOTOKA, TIaBHBIM
00pa3oM, MoYykamMH, B HEW3MEHEHHOM BHJIE M B BHJE KOHBIOIaTOB C MIFOKYPOHOBOW KHCIIOTOM.
DenukapOasenuH 1 ero rtoKypoHua cocTapstor 6osee 90 % Bcex MeTaboIMTOB, BHIBOAUMBIX C

MO40it (0K0JI0 2/3 BHIBOASTCS B BUJIE 3ciukapOaszenuHa u 1/3 - B BUE MNIOKYPOHUA).

JIuneitnocte/HenmHENHOCTD

B awmanasone 103 400-1200 mr, kak y 3A0pOBBIX J0OpOBOJIBLEB, TaK W Y MalMEHTOB C
STUIIETICUEN, scnukapOaszenuHa alerar oOnamaeTr  JUHEHHOM u J10303aBUCUMOM

(bapMaKOKMHETHKOM.



ITaumeHTH NTOXKWIOro Bo3pacTa (crapiue 65 ner)

@dapMakOKMHETHUECKHI Mpoduib sSciaMkapbaszenuHa auerata HE MEHsSeTCs y MalWeHTOB
noxunaoro Bospacta ¢ kiampeHcom kpearunuHa (KK) > 60 mu/mun (cm. paspen «Pexum

JA03UpPOBAHUAA, CIrocoobl BBCICHHUA U anMCHCHl/lH»).

[TarMeHTHI ¢ MOYeYHOW HEJI0CTAaTOYHOCTBIO

MeraGonutel SciukapbazeniHa arerata BBIBOAATCS M3 CHCTEMHOIO KPOBOTOKA, TJIABHBIM
o6paszoM, noukamu. CorjacHO pe3ysbTaTam MCCIeJOBaHUs ¢ YYaCTHEM MALMEHTOB € MOYCYHOM
HEIOCTATOYHOCTHIO OT JIETKOM 10 TSHKEJION CTENEeHH, KIIMPEHC Mpernapara 3aBUCUT OT (QyHKUWH
nouyek. Bo Bpemst iedeHus npenaparoM Dkcanued® peKoMEHIYETCsi KOPPEKLMs ero 103bl Mpu

KK < 60 mi/mun (cM. pazaen «Pexum 103upoBanus, CriocoObl BBEAECHUS U IPUMEHEHUSY ).
MetabonuTel SciuKapba3erniHa aleTara BbIBOAATCS U3 IJ1a3Mbl KPOBH MPH IeMOIHAITH3E.

[TaumeHTHI ¢ MEYEHOYHOM HEI0CTATOUYHOCThIO

dapMakOKHHETHKY M MeTaboJIu3M  AciMKapOasenuHa auerata  W3y4yald Yy  3J10pOBBIX
JOOpOBOJIBIIEB W TMALMEHTOB € YMEPEHHOW T[EYEHOYHOW HENOCTaTOYHOCTBIO — Tocle
MHOTOKPATHOTO TMpHeMa rpernapara. YMepeHHas Me4yeHouHas HeJ0CTaTOYHOCTh HE BiIMsNa Ha
dapmakokuHeTHKY 5ciuKapbasenuHa aterata. B ciydae jierkod M yMepeHHOW MEYeHOYHOH
HEJI0CTATOUHOCTH KOPPEKLMS 1036l He TpeOyercs (cM. paszaen «Pexum 103upoBaHus, CrocoObl

BBCJACHUA U ﬂpHMCHCHHH»).

p% MAlMEHTOB C TIKEIION IIEYEHOYHON HEJOCTATOYHOCTHIO (bapMaKOKPIHCTI/IKa 3cnuKap633ennHa

HE U3y4ajiachb.

[TosioBast npuHaUIEXKHOCTD

Hccneuosamm C y4aCTHEM TALUEHTOB W 3I0POBLIX II06pOBOJ'II>L[CB HE BBLISIBUJIKM 3aBUCUMOCTH

(hapMaKOKWHETHKH dclMKapOa3enuHa alerara ot rnoJja.
IMoka3anus 118 NpUMeEHEHH s
[MTpenapar Dkcanued® nokasaH B3pOCIbIM:

e B KayeCcTBE MOHOTEpAIlWU TMapurajdbHBIX SIMAJICTITUHICCKAX IMMPUCTYTIOB C BTOpH‘IHOﬁ
reHepanmauweﬁ unu 0e3 Hee IpH BIICPBLIC IIHaFHOCTHPOBaHHOﬁ SITUJICTICUN;
® B Kayc€CTBC ILOHOHHI/ITCHBHOﬁ Teparnuu napurajibHbIX SMHAICITUYCCKHAX TMPUCTYIIOB C

BTOPUYHOI reHepaiu3aumeil umm 6e3 Hee.



HpOTHBOﬂOKaI}aHHSI AJIst IPUMEHEHUSA

[ UInepuyBCTBUTEILHOCTh K CiMKapOa3eniHa aleTaTy, APYrMM TMpOU3BOIHBIM Kapbokcamuia
(HanpuMep, KapOamasernuHy, OKcKapOas3ernuHy) WM JTI000MY W3 BCMOMOTaTeNbHBIX BEIIECTB

npenapara.
ATpUOBEHTPUKYIsIpHAst OJ10Kala BTOPOM UM TPETbEH CTENEHMU.
Jlerckuii Bo3pact no 18 ner.

[TaupeHTs! ¢ Tskenoi noyeuno HegoctatogHoCThiO (KK < 30 mMii/MUH) (IaHHBIX O IPUMEHEHUH

npernapara y AaHHON KaTeropuu nauleHToB HEJ0CTaTOUHO).

nal_[I/lGHTbl C TSDKEJIOM MEYEHOYHOM HEI0CTaTOYHOCTHIO ((bapMaKOKHHCTHKa 3cnuKap6a3ennHa

alerara y JaHHOW KaTeropuu MalMeHTOB He U3yvasach).
Mepb! Ipe0CTOPOKHOCTH NPH NPHMEHEHHH

CyuumaansHOe TMTOBEJICHHE

Hpn Ha3HaA4YC€HWHU TIPOTHUBOCYAOPOKHBIX JICKAPCTBEHHBLIX CPEACTB MO HECKOJILKUM IOKa3aHUIM
OTMEYAJIUCh Clly4Yau pa3BUTUSA CYUUMUAAIBHOIO MOBEACHUA. MeTa-aHanus PaHAOMU3UPOBAHHBIX
ﬂﬂauC60-KOHTpOHI/]pyCMle HCCJIeJOBaHUM IMPOTHUBOSMHUIICTITUYECKUX JICKAPCTBECHHBIX CPEACTB
TaKXKe ToKa3ajl HeboJibloe YBECJIMYEHUE pUCKA Ppa3sBUTHA CYUUHUAAJIBHOIO TOBCACHHUA.
Mexanuszm JAHHOTO SBJICHUS HEU3BECTECH, NOCTYIMHBIC JAaHHBIE HE HUCKIHOYarOT BO3MOXXHOCTH
pa3sBUTUA aHAJIOTUYHOM pe€aKkuuun Ha ¢)OH€ [prueMa 3cnnKap633ennHa alerara. Takum 06pa30M,
cJieayer Ha6J'H'OIlaTB 3a MalMEHTaMM Ha NpeAMET TIOABJICHUA TIPU3HAKOB CYUUHWAATIBHOIO
MOBECACHUA, a TaKXE€ paccMarpuBaTb BapUaHTbl COOTBETCTBYIOUIETO  JICHCHHA. ﬂpn
BO3HMKHOBEHUH KaKHX-JIHOO INNPU3HAKOB CYWLHUAAJIBHOIO TOBEACHHUS TMMallMCHTaM (H JIMLaM,

OCYUIECTBIISIFOIIUM YXO/1 3a TMalMEeHTaMH) clieyeT 00paTUThLCS K Bpayy.

HaDVL[ICHl/]ﬂ CO CTOPOHbI HEPBHOM CUCTEMBI

anICM achKap6asennHa anerara MOXET COMPOBOXKIAATHECA HEXKEJIATCIbHBIMU PCAKUUAMHU CO
CTOPOHBI LleHTpaJ'IbHOﬁ HepBHOﬁ CUCTEMBbI, TAKUMHU KaK TOJIOBOKPYXKEHWE U COHJIMBOCTbL, YTO

MOBLIIACT PUCK MOJIYYECHUA CﬂyqaﬁHle TpaBM.

[Ipouune Mepbl MPEIOCTOPOKHOCTH

Hpn HCO6XOI[HMOCTI/I OTMEHBI Tperapara 9KC3HHC¢)®, CJICAYET MPOBOAUTHL €€ TMOCTEINEHHO,

YTOOBI MUHHUMH3UPOBATH PUCK YBECJIMYCHUSA YACTOTHI SMTUJICIITUYCCKUX TTPUCTYTIOB.



KoxHBIe peakluu

B XoJe KIMHWUYECKMX HWCCIEJOBAaHMN € y4acTHeM MauueHToB ¢ snuiencueit y 1,2 % Bcei
MOMyJISMKA MAIMEHTOB, MonyyaBuieii Jkcanned®, oTMeueHa HexenaTelbHas peakius B BUJE
ceim. CooOmanock 0 ciyyasx KpanmMBHHUIBI M aHTMOHEBPOTMYECKOTO OTEKA y MalMEHTOB,
NMpUHUMaBLIMX DKcanne®. AHIHOHEBPOTHYECKHI OTEK B KOHTEKCTE TUIIEPYyBCTBUTEIBHOCTH /
aHa(pUIaKTUYECKOW peaKlMH, CBSI3aHHOW C OTEKOM TOpPTaHW, MOXKET MPUBOJIUTH K JIETAILHOMY
ucxony. Ilpu mMosiBIEHWM CHMNTOMOB TOBBIMIEHHOW YYBCTBMTENBHOCTH K [pernaparty,

3KC&J’[HC¢)® CJaeayeT HEMEIJICHHO OTMEHUTH U HA3HAYUTH AJIbTEPHATUBHOC JICHECHUC.

B Xoze noctpericTpalliOHHOTO NMpUMEHeHUs npenapata Jkcaned® coobinanoch 0 pa3BUTHH
CepbEe3HBIX KOXHBIX TMOOOYHBIX peakuuid, Bkiaouyas cuuapoM CruseHca-/[koHcona /
TOKCHUYECKMH SMHUIEpPMalbHBIA HEKPOJIW3 M JIEKapCTBEHHYIO CBHIMIb € J03WHOQWIHEH U
cucteMHbIMU TiposiBiieHusIMU (DRESS-cunapom), koTopbie MOTyT OBITH JKWU3HEYIPOXKAIOIUMHU
WIJIM TIPUBECTH B JieTallbHOMY Mcxoay. [Ipu Ha3sHaueHuu npenapara clielyeT npouHpopMupoBarsb
MalMeHTa O MPU3HAKax W CUMMTOMAx JaHHOTO MOOOYHOTO SIBJIEHHUS, a TaKKe BHUMATEIbHO
OTCJIeXKHMBATh  KOXHBIE  peakuuu. [lpu  mMoOsSBIEHMHM  TNPU3HAKOB WKW CUMITOMOB,
CBHJICTENLCTBYIOMIMX O MOJOOHBIX peakuusix, Jkcanue® cieayer HEMEATEHHO OTMEHUTh W
paccMOTpPEeTh BO3MOXKHOCTh allbTEPHATUBHOTO JiedeHus (npu HeoOxoaumocTH). Eciu y naumenta
pa3Buiiach JaHHas HexejarejbHas peaklus, JedyeHue npernaparom Dkcanned® He J0KHO

BO300OHOBIISITHCS.

Hanuuue annenss HLA-B*1502 (kuraiiubl HapoaHOCTH XaHb, YpoxkeHUb! Tanianaa u Ipyrux

cTpaH A3uu)

Nmetores nanubie, uro amienb HLA-B* 1502, npucyTcTBytomunii y KuTaiilieB HapoJHOCTH XaHb,
ypoxeHueB Taunanaa v apyrux crpai A3uu, CBsi3aH ¢ pUCKOM pa3BUTHUs cuHapoMa CTuBeHca-
JkoHCOHa NpH JieYeHUuU KapOaMaszenuHoM. XUMHUUecKas CTpyKTypa sciukapOa3zenuHa auerara
Onu3ka TakoBOiM kapOamasenuHa M CYLIECTBYET BEPOSTHOCTH  MOBBILIEHHONO  pHUCKa
BO3HMKHOBeHMs cuHapoma CrtueHca-JKOHCOHA y mnauueHToB ¢ Hanuuuem amnens HLA-
B*1502 npu nedenuu scnuvkapbaszenuna aueratoM. Pacnpoctpanennocts annens HLA-B*1502
Cpe/ld KWTAMlleB HApOJHOCTH XaHb W ypoxkeHueB Taunanaa cocrasiser okono 10 %. Tlepen
Ha3HaueHWeM KapOamaszernuHa WM XMMHUYECKU POJCTBEHHBIX COEJIMHEHHH, NPU BO3MOXHOCTH,
clie/lyeT MPOBOAWTL CKPUHHMHT MAalMEHTOB JaHHOW MOMYJISAUMH Ha HAJIMYUE YKA3aHHOTO ajens.
[TpuMeHenue scaukapbasenyHa anerara y MalueHToB ¢ JoKa3aHHbIM Hanuuuem amens HLA-

B*1502 moxeT ObITh OTIPaB/1aHoO, €CIIM M0JIb3a OT PUMEHEHUS NPEBLILIACT PUCK.



M3-3a pacnpocTpaHEHHOCTH JaHHOTO ajjieliss CPeIr YPOXKEHIEB APyrux ctpaH Asuu (okono 15
% y xutesied OumnmuH ¥ Manaiizun), npoBeieHHe CKpUHUHTA Ha Hanuuue ayens HLA-

B*1502 Taxke MOXeET OBITH 11e71ecO00pa3HBIM.

Hanwune annens HLA-A*3101 (npeacraButenu EBponelickoi 1 SIMOHCKON MOMYJISILIMK)

WMeroTcs JaHHble, MO3BOJSIOIME MPEANOI0KUTh, 4To amiens HLA-A*3101, npucyTcTByroumi
y npexacrasureneii EBponeiickoit u SIMOHCKON MOMyJNsILMM, MPU JIEUEHUHM KapbOamasernuHOM
MOBBILIAET PUCK PA3BUTHs KOXKHBIX alIEPrUYecKUX peakuMid, Takux kak cunapom CTuBeHca-
JI’KOHCOHA, TOKCUYECKHI dMuaepMalibHbIii HEKPOJIN3, JIeKapCcTBEHHAs ChiMb ¢ 303UHO(UIMEN 1
CUCTEMHBIMM TPOSIBICHUSIMM WIIM B MeHee TsKelnod ¢(opme OCTphIi TreHepalu30BaHHbIH
5K3EHTEMATO3HBIN TMYCTYyNIe3 M MakyJjonamnyle3Has cbinb. Pacnpocrpanennocts amnenss HLA-
A*3101 wWpoKo BapbUpyeTCss B STHHYECKOM TMOMyNSAUWM M cocTaBiseT oT 2 g0 5 % B
Esponeiickoii u okosio 10 % - B Slnoxckoit nonynsiumn. Hanvuue annens HLA-A*3101 moxer
MOBBIIATE PUCK BO3HUKHOBEHMS KapOaMa3enuH-WHIYLMPOBAHHBIX KOXHBIX peakuui (B
OOJILIIMHCTBE CllyyaeB MeHee cepbe3HbiX) oT 5 % B obwei nomynsumu go 26 % y
npezacraButenei EBponeiickoit momynsumm, Toraa Kak ero oTCyTCTBHE, B CBOKO OYEPE/b, MOXET

CHWXKaThb puck ¢ 5 110 3,8 %.

JlaHHbIX U peKOMEHAALWKM MpOBeIeHUs CKPUHWHra NauMeHTOB Ha Hanuuue annens HLA-
A*3101 nepen HazHaueHWeM KapOamaszernuHa WM XMMUYECKH POJACTBEHHBIX €MY COEJIMHEHMH,

HCJIOCTATOYHO.

[TpumeHeHne kapOamazenuHa WIW XHMUUYECKH POJCTBEHHBIX COEJAMHEHWH Yy TMAalMEHTOB ¢
JokazaHHeIM Hanuuvem amnens HLA-A*3101 moxer ObITh onpaBaaHo, €CiW TMOJb3a OT

MPUMEHEHUS MPEBBILIAET PUCK.

["unonarpuemMus

['unoHaTpueMusi oTMevanach B KauecTBe HeXelaTelbHON peakluWW Ha NMpUMEHEHHWE mpenapara
Dkcanedp® y 1,5 % mnauueHToB. B OOJNBLIIMHCTBE Clly4aeB TUIOHATPUEMUS SBJISCTCS
0eCCUMNTOMHOM, OJIHAKO OHAa MOXXET COMPOBOXKIATHCS TAKUMU KIMHUYECKUMU TIPOSIBIICHUSAMM,
KaK yCWJIEHWE OSIHJICNITUYECKUX TPUCTYNOB, TMOSBIECHUE CIYTAHHOCTH WJIM  HapylICHHs
co3Hanus. Yactora pa3BUTHS THUIOHATPUEMMM YBEJIMUMBAETCA C  TMOBBIIICHWEM  JIO3bI
scaukapbasenuHa auerara. [Ipy THMOHaTPUEMHMH BCJIEACTBUE MOYEYHOW HENOCTATOYHOCTH B
aHaMHe3e WK B pe3yJibTaTte OJJHOBPEMEHHOIO MpUeMa MpenapaTos, KOTOPbIE MOTYT MIPUBECTH K
BO3HMKHOBEHMIO TMITOHATPUEMHUH (HarpUMep, IHYPETHKH, IECMOTIPECCHH, KapbaMasenuH), 10 1

BO BpEMsA JICHCHUSA 3cnnKap6a3ennHa aleraToM, a TakKkKe TMpH padBUTHU KIIMHHUYCCKHX



CUMIITOMOB  TUITOHATPUEMHUHU HCO6XO,£[HMO KOHTPOJIMpOBATL KOHUECHTpPALUIO HATpUsd B
CBIBOPOTKE KpPOBH. ﬂpn pPa3BUTHHU KIIMHWUYECKH 3HAYUMOM T'AMOHATPUEMHH 3cnm<ap6a3enpma

auerar cJieAyeT OTMCHUTD.

Hnurepsan PR

B xozme KiIMHUuYECKMX HccleoBaHMI ScivkapOasenuHa auerata Habmoaanoch yAJTMHEHHE
untepBana PR. Heobxoaumo cobmoaare OCTOPOXKHOCTB MPH  ONPENECIIEHHBIX COCTOSHHUAX
(HanpuMep, NMPU HU3KOM KOHLEHTpALUMKU TUPOKCHHA, HAPYLUEHUSIX CEpAECYHOH NMPOBOJMMOCTH)
WJIM OJIHOBPEMEHHOM TMpUEME JIEKAPCTBEHHbIX CPEJACTB, KOTOpBIE, 10 HUMEIOIIMMCS JaHHbIM,

COMIPOBOXAAIOTCA YAJIMHEHUEM UHTEpBaJia PR.

[Toyeunas HEAOCTATOYHOCTb

[Tpu sleyeHnn NaLMEeHTOB ¢ MOYEYHON HEIOCTATOYHOCTBIO ClielyeT cOOOaTh OCTOPOKHOCTD U
MPOBOJUTE KOPPEKLMIO 103l B COOTBETCTBMM C KIMPEHCOM KpeaTWHHWHa (cM. pasgen «Pexum
A03MpOBaHUs, crocoObl BBeaeHUs W npuMeHenus»). [lpu KK < 30 ma/MuH npumeHeHue

rpenapara 3KC&HHC¢)® HE pPEKOMEHAOBAHO BCJICACTBUE HEAOCTATOYHOI'O KOJIMYECTBA JaHHBIX.

[TeyeHoyHass HEJOCTATOYHOCTh

BBUay OrpaHM4eHHOro KOJIMYECTBa KJIMHMYECKWMX JAaHHBIX Ul TMalMEeHTOB C JIErKOH WM
YMEPEHHOW  MEYEHOYHOW  HEJ0CTaTOYHOCTBIO, Y  JIaHHOW  KaTeropuM  MalUeHTOB
sciMkapba3enuHa alueraT NPUMEHSIIOT C OCTOPOIKHOCTBIO. BeeacTBUE OTCYTCTBUS KIMHUYECKUX
JAaHHBIX HE PEKOMEHJAYETCs Ha3HauaTh SciMkapOa3zenuHa auerar MalueHTaM ¢ TsKelou

MEYEHOYHOM HEe0CTATOYHOCTbIO.
[Ipumenenue npu 6epeMeHHOCTH H B IEPHO/I TPYAHOT0 BCKAPMJIHBAHUSI

OO011Me pUCKH, CBsI3aHHBIE ¢ drriiericueit U mpuemom 1111

MmMerorcs aHHbIe, 4TO PacnpOCTPAHEHHOCTb MOPOKOB pa3BUTUSL Y AETEW, POAMBLIMXCHA Y
XKEHIIMH, CTpajaloluX snuiencueit, B 2-3 pasa Bbllle, yeM coctaBisiouas 3 % B oOuwei
nomynsuuu. Yaie Bcero BBHISBISIOTCS ClEAYIOIIHME TOPOKH: pacluerieH|e BepXHel ryObl,
AHOMAJIMM  PasBUTHSA  CEPACYHO-COCYIMCTON CHUCTeMbl M JeeKTbl HEpBHOH TpyOKH.
KomOuHupoBaHHast  Tepanusi  MPOTHBOCYJIOPOXKHBIMM  TpenapataMu  COINPOBOXKAAETCS
MOBBIIIICHHEM PUCKA Pa3BUTHS BPOXKICHHBIX MTOPOKOB B CPABHEHWH C MOHOTEPAIMEN, B CBS3H C
4yeM, HeoOXOAMMO, TP BO3MOXKHOCTH, HazHayaTb MOHOTeparnuto. JKEHIIMHBI ¢ COXpaHEHHBIM
JIETOPOIHBIM MOTEHLMAIOM, 0CODEHHO, TIIaHUpYOLIe OEPEMEHHOCTD, JJOKHBI HabmoaaThes y

Cricuuaaucra. HCO6XOHHMOCTB ﬂpOTHBOSﬂHHCHTI/IquKOﬁ TEparnmuu OLCHUBACTCA Yy IMXCHIIHH,
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NIaHUpyroIHMX OepeMeHHoCTh. HeromycTiMa peskas 0TMEHa MPOTHUBOCYI0POKHOMN TEparuu u3-
3a pUCKa pPa3BUTHS SMHUIECTITHYECKOTO TPUCTYMNA, KOTOPBI MOXET TMPUBECTH K CEPLE3HBIM

MOCCACTBUAM, KaK JIA MaTCpH, TaK U T TJIOAA.

JKeHIIWHEI ¢ COXpaHEHHBIM JETOPOJAHBIM MOTEHLMAIOM W KOHTpALICTILIHUS

OTMe4eHO HexenaTelbHOE B3aUMOJCHCTBUE SciauMKapbaszenuHa auerata ¢ MepopajibHbIMU
KOHTpauenTuamu. Bo Bpemst ieyeHust ¥ 10 KOHLA TEKYLEro MEHCTPYallbHOTO LIMKJIA MOCIIE €ro
3aBeplleHUs, HeOOXOMMO UCIOJIb30BaTh allbTEPHATUBHBIN, 3 PEeKTUBHBINA 1 Oe30nacHbIi MeTO

KOHTpauCrumu.

bepeMeHHOCTD

JlanHble O TIpUMEHEHWH 3ciuKapbaszenuHa auerarta y OepeMeHHBIX XXEHIIWH OTCYTCTBYIOT. B
XOJIe MCCIIEIOBAaHUN Ha JKWUBOTHBIX Yy TMperiapata BbISBIEHA PENpoOAyKTHBHAs TOKCHYHOCTB.
Llenecoobpa3zHocTh Ha3HadeHus npenapara Dkcaaned® cieayeT OLEHUTb MOBTOPHO, €CIIU BO
BpeMsi €ro TpuUeMa HacTyMaeT WM TUlaHupyeTcs OepeMeHHOCTh. PekomeHIyeTcs Ha3zHauarh
MUHUMaJbHBEIE 3((eKTHBHBIE 103BI Tperapara W, 1Mo BO3MOXXHOCTH, OTJaBaTh MPEANOUYTEHHE
MOHOTEpanuu XoTs Obl B TmiepBoM TpumecTpe OepemenHocTH. [laumentoxk HeoOXoauMO
NpeyNpexkaaTb O TOBBIIIEHHOM pHUCKE pa3BUTHS BPOXAEHHBIX TIOPOKOB y TUloga W

NPEAOCTaBISATh BO3MOXHOCTD JUISl POBEIEHUS I0POOBOTO CKPUHUHTA.
Monumopune u mepvl npedocmopoIicHocmu

[IpoTuBO3MUIENTHYECKHE TIpeniapaThl MOTYT CIOCOOCTBOBATH pa3BUTHIO Aeduumra donueBoii
KUCIIOTBI, SIBJSIIOLUErOCs JONOJIHUTENbHONW MPUYMHONW BO3ZHUKHOBEHUS aHOManuii y nioza. [lpu
TUIAHUPOBAHUU OEPEMEHHOCTH M TIOC/IE €€ HACTYMJIEHUS PEKOMEHAYETCS JAOTOJHUTENBHO
NpuHUMaTh Tmpenaparbl  ¢GoaueBoi KucnoTel. Crneuupuueckyro A0pOoAOBYIO AMArHOCTHUKY
BPOX/IEHHBIX TIOPOKOB pa3BUTHSl CIEAYET TNpeiaratb Jaxke TEM JKEHIIWHAM, KOTOpbIe

MPUHUMAIOT QOJHEBYIO KUCIIOTY.
Hoeopooicoennwvie

VYV HOBOPOXIEHHBIX, MAaTEPHU KOTOPBIX MOJTYyYalu MPOTUBOCYOPOKHYIO TEPANUIO, OTMEYAIUCh
cllydad pa3BUTHsI KpoBOTeueHWH. B kauecTBe NMpodHIaKTUUECKOTO CpPeICTBa KEHIIMHAM Ha

MOCJICAHUX HEACJIAX 6Cp€MCHHOCTH U HOBOPOXKICHHBIM JIE€TAM CJIEAYET Ha3Ha4YaTb BUTAMHUH KI.
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['pyHOE BCKapMJIMBaHUE

HeT 1aHHBIX O IPOHUKHOBEHWM SciMKapba3enyHa alerara B rpyiHOe MOJIOKO yesioBeka. B xone
MCCIIENOBAHUI  BBISBJIEHO TPOHUKHOBEHWE SciMKapba3enuHa auerata B TPyJAHOE MOJIOKO
KMBOTHBIX. [ 'pyZHOEe  BCKapMJIMBaHME  CllelyeT OTMEHWTb Ha  BpeMs  Ha3HAuCHHsA

3cnnKap6a3ennHa alerara, rMoCKOJIBKY HEJIb3A UCKIIFOYUTD PUCK I pC6CHKa.

DepTUNLHOCTD

HeTt naHHBIX O BIMSIHUU 3cnnKap6a3ennHa alecTrara Ha (I)epTHJ'IBHOCTB yesioBeka. MccnenoBanus

Ha )XUBOTHBIX BBIABWUJIM HAPYIICHUEC d)CpTVUleOCTH rocJie Teparuu 3cnm<ap6a3ennﬂa aleTaToMm.
Pexum AO3HPOBAHMHA, cnoco0bl BBeJIeHUS U NPUMEHEHHUSA

PexxuM 103upoBaHust

Okcanved® Ha3HAYAOT B PEXUME MOHOTEpPAnuW, JMOO JOMOJHUTENLHO K MPOBOAUMOM
NPOTHBOCY IOPOKHOM Tepanui. PekoMeH1oBaHHas HauanbHas 103a - 400 Mr ofMH pa3 B CyTKH,
yepe3 1-2 vemenu 103y noseiwatoT A0 800 Mr oauH pa3 B cyTkH. C y4yeTOM MHAMBUYallbHOIO
OTBETAa Ha JIeYEHUE 03y MOXKHO MOBbicHTh A0 1200 mr oamn pa3 B cyTku. Hekoropeie
MauMeHThl, MPUHUMAalOLIKe npenapat Jkcanned® B pexxuMe MOHOTEpANu1, MOTYT OTBEYaTh Ha

10361 1600 Mr ouH pa3 B cyTku (cM. pazaen «PapmakoauHaMuKay ).

Ocobvle 2pynnbl hayuenmos

Iayuenmer nosxcunozo sospacma (cmapuie 65 1em)

Koppekuus 10361 nipenapata He TpeQyeTcsi, MPH YCIOBUHU, UTO HE HapylleHa (yHKUMs MOYEK.
BBHy OrpaHUUYEHHOCTH JaHHBIX HE PEKOMEHLYETCs IPUEM OIHOKPATHOM CyTOUHOM 103kl 1600

MT B peKHME MOHOTEPANUU Y MOXKUIIbIX MaMEHTOB.
IHayuenmol ¢ noueunou HeOOCMamoyHoOCmMuio

le/l JICYEHHUH MMALIUCHTOB C MOYEYHOM HEJOCTATOYHOCTHIO CJIeayeT COGHIOI[aTb OCTOPOXKHOCTbL U

TMPOBOIMTE KOPPEKLIMIO 1036l B 3aBUCUMOCTH OT Ben4nHbl KK:
— KK > 60 ma/MuH: KOppeKLHs 103bl HE TpeOyeTCs.

— KK 30-60 ma/mMuH: HauanbHas 103a 400 Mr 4epe3 JeHb B TeueHue 2 Hezenb, 3ateM 400
MI OAMH pa3 B CyTkM. OJIHAKO C y4YeTOM WHIMBHYAllbHOrO OTBETA JI03y MOXHO

YBEIIUYUTD.
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— KK < 30 mi/MuH: npyMeHeHHe y MalMeHTOB C TSKENOM MOYeYHON HEeJ0CTATOYHOCTHIO

HE PEKOMEH/I0OBAaHO BBHM/Y HEIOCTATOYHOCTH JIaHHBIX.
Iayuenmul ¢ neuenounol HedOCMamoyHOCMbIio
B ciyuae nerkoit u yMepeHHO#H NeYeHOYHON HeIOCTaTOUHOCTH KOPPEKIIUS 103bI He TpeOyeTcs.

@®apmakoKMHETHKA OciuKapOazenuHa amerara y MalMEHTOB C  TSOKEJIOW  TMeYeHOYHOM
HEJIOCTATOYHOCTBIO ~ He  u3yyanack  (cMm.  pazgensl  «®DapmakokuHeTHKa»,  «Mepbl
NPEJOCTOPOKHOCTH NPU TPUMEHEHUH»), TIO3TOMY TPUMEHEHHE €ro y JIaHHOW KaTeropuu

MAUEHTOB HE PEKOMEHIYETCH.

CnocoObl BBCACHUA U MPUMCHCHMUS

Okcanned® MPUHUMAIOT BHYTPb HE3aBUCHMO OT mnpuema nuiu. TabieTky MOXKHO JeuTh Ha

JABE PABHbIC YaCTH.

IIJTSI IMaUEHTOB, KOTOPBIC HE MOT'YT IPOTJIOTHUTH LEJIBIC TaGJ’IeTKH, TaOJIETKH MOYXKHO U3MEJIBUYHUTD
A CMelaTh C BOJOW MU MSITKOM nmueﬁ, TaKoi Kak s0JIouHOE ITHOPE, HEMOCPEACTBEHHO TMEPE]

MPUMEHCHUEM U BBOJAUTE NMEPOPAJIBHO.
Bo3moxkHble HexkenaTeIbHbIe PE€aKIHH

CBojaHas nadopManus 1o 6e30MacHOCTH

B Xxoxe kiIMHWYeCKHUX HccleoBaHWH (JIOMOJHUTENBHONH M MOHoTepanuu) 2434 mnauueHra c
NnapuMaibHbBIMU SMUJIENTUYECKUMU TIPUCTYNAaMHK TIoJTydaiu sciavkapOazenvHa amerat (1983
B3pocCIbIX MauueHTa U 451 pebeHok) u'y 51 % w3 HUX cooOmanoch 0 pa3BUTHH MOOOYHBIX

peakuui.

HexenarensHble pe€akuuu 6I:Ull/l, Kak TpaBuHJIo, JIETKOW WU yMCpCHHOﬁ CTCINICHU TSXKCECTHU U

BO3HHKAJIU, I''TaBHBIM 06pa30M, B IEPBBIC HEACIIHU TEPAIIUH.

HexenarenbHble peakuuu, BO3HMKaBLIME Ha (oHe Tepanuu npenapatom Dkcanued®, B
OCHOBHOM, SIBJIAIOTCS [10303aBUCMMBIMU peakUMsIMH, CBA3aHHBIMU C NPHUHALJIEKHOCTBIO K
Kiaccy kapbokcamuaoB. Haubosee yacTbiMM HexenaTeIbHBIMA peakUMsIMU, BO3SHUKABLIMMHU B
Xo/ie M1aneb0-KOHTPOIUPYEMbIX KIMHUYECKUX MCCIIEOBAaHUI JIOTIOJHUTEILHOW TEpanuu y
B3pOCIBIX MAlMEHTOB C SMUJIETICHE U B XOJ€ WCCIEeOBaHUS MOHOTEpanuu sciukapbasenuHa
alleTaToM ¢ AaKTHBHBIM TIpernapaToM cpaBHeHHs (kapOama3ernuHOM ¢ KOHTPOJIHMPYEMBEIM

BblCBO60)K}1€HHCM), ObITH IOJIOBOKPYXKEHHUE, COHJIIMBOCTb, TOJIOBHAsA 0onb W TOIIHOTA.
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BOoJBIIMHCTBO HeXeNaTeIbHBIX peaklnii Habmmoanoch MeHee 4yeM y 3 % mauueHToB B 00enx

rpymmnax.

B nocTperucTpaliioHHOM Tepuoie coo0Ianoch O Pa3BUTHH BEIPAKEHHBIX KOXKHBIX MOOOUYHBIX
peakuuii, Bkmouas cuuapom CtuBeHca-J/[PKoOHCOHA / TOKCHMYECKUH SMTUIEPMANIbHBIA HEKPOJIU3 U
JNIEKapCTBEHHYIO CHIMB ¢ 203MHOQMIIMElN U cucTeMHbIMU TiposiBiicHusaMu (DRESS-cunapom) (cm.

pazzaen «Mepbl TPe0CTOPOIKHOCTH NIPU TPUMEHEHU ).

CrniMcok HexenaTeIbHbIX peaKLui

B Ta6J'lI/lLlC HWKE TICPEYUCIICHBI BCC HEXKCJIATCIIBHBIC PEAKUHH, 3ad)HKCHpOBaHHHC B XO0HI€

KJIMHUYECKUX UCCJIEIOBAHUN U MOCTPETUCTPALMOHHOTO TPUMEHEHUSA 3cnuKapGa3f:nnHa aferara.

HexenartenbHble peakidy pa3jielieHbl COrIaCHO YacTOTe UX BCTPEUAEMOCTH Ha: OYEHBb YacThie >
1/10, wacteie ot > 1/100 mo < 1/10, newacteie ot > 1/1000 no < 1/100u peakuuu, yacrora
KOTOPBIX HEW3BECTHA (YacTOTY HEBO3MOXHO OLEHWTH MO MMEHOLMMCs JaHHbIM). B kaxaoi

KaTE€ropuHr HEXKEIATCIIbHBIC pCAKIIUU TPEACTABIICHBI B TTIOPSAJIKE y6bIBaHl/l$l TAXKECTH.

HexenareJbHble peaklMM, BO3HUKABIIMWE Ha CbOHf: TEparuu 1penapaTom 3KC8.HHC(1)® B XOJI€

KJIMHUYECKUX UCCIEOBAHUM U TTIOCTPETUCTPALIMOHHOTO TPUMEHEHUS

Ou4ennb yacTbie Yacrele Heuactbie YacTroTa HeH3BeCTHA
Hapymenus co AuHemus TpombouuToneHus
CTOPOHbI KPOBH H Jlefikonenus
auMbaTHYecKoi
CHCTEMBI
Hapymenus co I'MnepuyBCTBUTENILHO
CTOPOHBI HMMYHHOHH CThb
CHCTEMBI
Hapymenus co I'unotupeos
CTOPOHBI
IHIOKPHHHOI
CHCTEMBI
Hapymenus: co ['unonarpuemus Hapywenue 6ananca
CTOpPOHBI 00MeHa CHWKEHHE anneTuTa |3J1EeKTPOJIMTOB
BellecTB H MHTAHUSA 0O06e3BoXkHBaHNE
["unoxnopemus
Hapymenus becconnuua [TcuxoTuueckue
MCUXUKH paccTpoiicTBa AnaTus
Jlenpeccus
HepBo3zHocTh
AxxuTtauus
PaznpakuTenbHOCTb
Cunapom aepuunTa
BHUMaHUs/
rMMEepakTHBHOCTh
CrnyTaHHOCTb
CO3HaHHUs
JlabunbHOCTH
HACTPOEHHS
InakcuBOCTB
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3amenieHue CKOPOCTH
NCUXOMOTOPHbIX
peakuui
TpeBokHOCTB

Hapymenus co
CTOPOHbI HEPBHOM
cHCTeMbI

I"onoBokpyxeHue
COHTUBOCTH

T"onosHas 60516
Hapyumenue
BHUMaHUs
Tpemop
ATakcusi
Hapyuenue
paBHOBECHS

Hapywenue
KOOpAWHALIMU
JIBUOKEHU I
CHMXKeHne MaMaTH
AMHe3us
[ToBbllIeHHas
COHJIMBOCTb
CenaTuBHbIHN Y dekT
Adazus
Juzecresus
JlncTonus
Bsocte
ITapocmus
Mo3:keuKoBblii
CHHAPOM
Cynoporu
IMepudepuueckas
HelponaTus
Hucrarm
Hapywenue peun
Jwuzaprpus
OuyeHue AoKeHus
[Tapecte3us
MurpeHs

Hapymenusi co
CTOpPOHBI OpPraHa
3peHust

Junnonus
PacokycupoBanHoe
3peHne

Hapywenue 3penuns
Ocumiutoncus
Hapywenue
COAPYKECTBEHHBIX
JBWKEHUH ITa3HBIX
610K

I'unepemus
KOHDBIOHKTHBBI

Hapymenus co
CTOPOHBI OPraHa
cayxa
Na0MpPUHTHBIE
HapYyIIeHHst

Bepturo

CHuKeHue cinyxa
[llym B ywax

Hapymenus co
CTOPOHBI cepAua

Ouryuenue
cepaueOHeHus
bpaaukapaus

Hapywmenus co
CTOPOHBI COCY/IOB

AprepuanbHas
TUNEPTEH3MS
(BKTHOUAs
TUNEepPTOHUYECKU I
KpH3)
AprepuanbHas
TMIOTEH3Us
OpTrocTaTudeckas
TUMOTEH3HS
[MTpunuse!
YyBcTBO X050 B
pyKax M Horax

Hapymenus co
CTOPOHBI
AbIXaTeJIbHOMH
CHCTEMbI, OPraHOB
TPYAHOM KJIeTKH H

Hocogoe
KpPOBOTEYEHHE
bonb B rpyau

14



CPEAOCTCHUSA

Hapywenus co TowHoTa 3anop IMTankpeatur
CTOPOHBI PBora Jucnencus
AKeJTy109HO- Juapes I"actpur
KHIIEeYHOro TPaKTa A6nomMuHanbHas 607b
CyXxocTb BO pTy
JluckomdopT B
KHUBOTE
BznyTue xxuBoTa
'uHruBuT
Menena
3y6Has 6osb
Hapymenus co Hapyuenue ¢pyHkumun
CTOPOHBI NMEeYeHH U nevyeHu
KeJT4eBbIBOAAIMMX
nyTei
Hapymenus co Chinb Anoneuunst Tokcnueckui
CTOPOHBI KOXKH H CyX0CTb KOXKH SMUIEPMATbHbIH
MOAKOXKHBIX TKAHEH [ToBbItIeHHOE HEKpOJIU3
NOTOTAENEHHE Cunapom CtuBeHca-
Opurema JxoHcoHa
INTopaxenue koxH JlekapcTBEeHHas ChINb
3yn ¢ 203UHOGUIHER U
Annepruveckui CUCTEMHBIMHU
JepMaTuT MPOSIBJICHUSIMHU
(DRESS-cunnpom)
AHTMOHEBPOTHYECKHH
oTeK
KpanusHuua
Hapywenus co Muanrus
CTOPOHBI CKeJIETHO- Hapyenue
MBbIIIEYHOH U metabonu3Ma KOCTHOMH
COeIHHUTEJILHOM TKaHU
TKaHH MelweuHas cnaboctb
bonb B KOHEYHOCTSIX
Hapymenus co Nudekunu
CTOPOHBI MOYeK H MOYEBBIBOASIINX
MOYeBbIBOAAIMIHX myTei
nmyTei
O6mmue VYTomnsemocTts Henomoranue
paccTpoiicTBa U Hapyuwenue noxoaku |O3H00
HapyleHUs] B MecTe AcTteHus IMepudepuyecknii
BBeJIeHUS oTeK
JlabopaTopHsie u VBenuuenue maccel  [CHUXKEHHE
HHCTPYMEHTAJIbHbIe Tena apTepHaIbHOrO
JaHHbIE nasnenus (AJl)

CHIKEHUE MaCChl
Tena

IloBwimenne AJl
CHIKEeHUE
KOHLEHTpaLHH HATPHs
B KPOBH
CHMXKEHUE YPOBHS
XJIOPUJIOB B KPOBH
VBenuuenue
coJiepKaHus
OCTEOKaJIbIIHHA
CHMKeHue
reMaToKpHuTa
CHMXKEHHE
KOHLIEHTpaUUu

reMorjo01Ha B KpOBH
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TToBebileHKe
AKTUBHOCTH
«TIEYEHOYHBIX»

TpaHCAaMHHa3
TpaBmsl, TokcnuuHOCTB
HHTOKCUKALIUU U npenapata
0CJI0KHEHU S IManenue
MaHUNYJISIIM Tepmuueckuii 0xor

OnucaHue HEKOTOPbIX HEXKENATeJIbHbIX peaKlni

Hapywenus co cmoponel opeana 3peHus u HepeHOU CUCMeMbl

[Tp OZHOBpeMEHHOM Ha3HaueHWW OSciMkapOasenuHa anerata M KapOamasernuHa B XOJe
11ae00-KOHTPOJIUPYEMBIX HCCIIEJOBAaHUI OTMEUATNUCh CIIEAYIOUIME HEXKENaTelIbHbIE PEaKLIMu:
aurutonus (y 11,4 % nauueHToB MpH OJAHOBPEMEHHOM MpueMe KapOamazenuHa u y 2.4 %
MalMeHTOB, He MPUHUMABIIMX kapOamasernuH), HapyleH’e KOOpAUHaLMK ABwxeHui (y 6,7 %
MalMEeHTOB TpH OAHOBPEMEHHOM TipMeme KapbamazenuHa u y 2,7 % nauuMeHToB, He
MPUHUMABIINMX KapOamazenuH) u rosnoBokpyxenue (y 30,0 % mauueHTOB NMpU OJHOBPEMEHHOM
npueMe kapOamazenuua u'y 11,5 % mauueHToB, He MPUHUMABIIKUX KapOamaszenuH) (cM. pazaen

«B3auMoelicTBHE C IPYTUMU JIEKApCTBEHHBIMU CPEICTBAMM).
Humepean PR

Vinunenue uHtepBana PR cBs3piBatoT ¢ mpueMoM scimkapbazenuna. Ilpy 3TOM BO3MOXKHO
BO3HMKHOBEHHME HEXENaTeNIbHbIX peakUuWil, (Hampumep, aTpUOBEHTPUKYJspHas Oinokana,

0OMOpOYHbIE COCTOSIHUS, OpaiuKapaus).
Heowcenamenvnvle peakyuu, cesizanivle ¢ NPUHAOTIEHCHOCMbIO K KAACCY KApOOKcamuoos

B xone mnane0o-KOHTPOJIMPYEMbIX HCClieIoBaHuii cirkapOa3enuHa anerara He HaOJroAanoch
TAKMX PEJIKUX HeXeNaTelbHbIX peaklWil, Kak TmojaBieHHe (YHKUMU KOCTHOrO MO3ra,
aHauIakTHYECKHe peakllii, CUCTeMHas KpacHasi BOJIMaHKa WK BelpaXkeHHast aput™Mus. OiHaKo
9TH PEaKLMH BHISIBJIECHBI TIPU MPUMEHEHUH OKCKapOa3ernuHa, B CBSA3U C YEM, HEJb3s MOJTHOCTHLIO

HUCKJIFOYATh WX BOSHUKHOBCHHUC Ha ¢)OHC TEpaluu acnnkap6a3enHHa atucTraToM.

[lpy AnWTENTHLHOM NPUMEHEHWUM B KOMOMHAUMHM CO CTPYKTYpHO poacTBeHHbIMU [IDIT -
KapOama3enuHOM M OKcKapOa3ernuHoOM, cooOIanock O CHUXKEHWU MHUHEPAIbHOW TUIOTHOCTH
KOCTHOW TKaHH, OCTEOTNEHHM, OCTEOINOopo3e U mneperoMax. MexaHusm BIMSAHUS TPENapaToB Ha

MeTabO0JIM3M KOCTHOM TKaHW HE U3BECTEH.

H3BenieHne 0 HexenaTellbHbIX peakmsax




KpaﬁHe BaXXHO H3BCUIATH 0 HEXKCJIATCIIBHBIX pE€aKkumix, BO3HUKIIHUX BO BpeEMs
MOCTPETrUCTPAlUMOHHOTO NMPUMEHEHHWSA JICKApCTBEHHOTI'O rnpemnapara. 910 TMO3BOJIUT
KOHTPOJIMPOBATH COOTHOIIEHHWE TIO0JIB3BI W pHUCKa TIpU €ro MNpUMCHCHHH. l'lpocs6a K
MCIWLIHUHCKUM pa60THHKaM COO6HI3TB 0 BO3HUKHOBEHHMH JIFOOBIX HEXeJaTeTbHBIX peakunﬁ o

ajipecy, ykazaHHOMY B JaHHOW MHCTPYKLIMH.
Ilepeao3upoBka

CumnTombl, HaOoAaemMble Mocle Mepelo3MpoBKU dcivkapbazenuHa auerara, B OCHOBHOM
CBSI3aHbl C peaKUUsMU LEHTpalbHOW HEPBHOU CHUCTEMBbI (Hampumep, CyJOpOrd BCEX THIIOB,
STMUJIETITUYECKUNA CTaTyCc) M HapylWEHUsSMH CO CTOPOHBI cepaua (Hampumep, HapylIeHWs
cepaeuyHoro putma). Cneuuduyeckuii aHTUI0T HeU3BecTeH. B ciyyae nepe1o3upoBKH MoKazaHO
COOTBETCTBYIOIIEE CHMITOMAaTHYECKOE W ToJjiepXuBatomiee sedeHue. [Ipu HeoOXoaumMocTu
MeTabonuThl 3carkapbazenuHa aerata 3GppekTHBHO yIanstoTcs NPy reMouanuse (CM. pasaen

«DapMaKoIMHAMUKAY).
B3aumopeiicTBre ¢ IpyruMu JieKapCTBEHHBIMH CpeJICTBAMH
UccnenoBanus 1ekapcTBEHHOTO B3aUMOJICHCTBUS MPOBOJUIUCEH TOJBKO Y B3POCIIBIX.

Dcnukapba3enuHa alueTat akTHBHO MeTaboJIM3upyeTcst B 3¢aMKapOa3enuH, KOTOpbIA BEIBOAMUTCS
rIaBHBIM 00pa3oM MyTeM TIIOKYpPOHMpOBaHUs. [n vitro scnukapba3enuH sBiseTcs ciadbiM
uHaykropom uzopepmenta CYP3A4 u VI®-rmokyponuntpancdepas. In vivo OH yCUIUBAET
MeTaboNM3M  JIEKApCTBEHHBIX — MpernapaToB, KOTOPbIE  OKUCISIOTCA  MPEUMYILIECTBEHHO
nzopepmeHntom CYP3A4 (Hampumep, cMMBacTaTHHA), YTO MOXET IMOTpeOOBaTh yBEJINYEHHE
JI03bI TaKWX TMpernapaToB TPH COBMECTHOM TPUMEHEHHH C 3ciMKapba3ernuHa aleTaToM.
DcnukapOa3enuH in vivo MOXeT YCUIIMBATh MeTab0JIM3M JIEKapCTBEHHBIX MPENapaToB, KOTOPbIE
BCTYMAIOT B peakiMio KOHbioraumu ¢ ydactueMm Y]JI®-rmokyponuntpancdepas. [lpu
Ha3HA4YeHWH WIIM OTMeHe mpenapata Jkcanued®, a Tarkoke NMPU W3MEHEHHH PEXKHUMA €ro
JI03UPOBaHUS, aKTUBHOCTH (DEPMEHTOB CTaOMIIM3UpPYETCsl B TeueHue 2-3 Helellb, 4TO CIeAyeT
YUYUTHIBATH TIPU HEOOXOJUMOCTH KOPPEKUMH 103 TpenapaToB, MPUHUMAEMBIX COBMECTHO ¢
nperapatom Jkcannep®. Dcnukapbazenun  uHrubupyer uzopepment CYP2CI19, wurto
o0ycaBIWBaeT TOTEHIMATBHYIO BO3MOXHOCTH J10303aBUCHUMOTO B3aUMOJEHCTBUS C HHUM
TMpenapaTtoB, KOTOpble MeTabOoJIM3UPYIOTCS TJaBHBIM 00pa3oM MpH ydacTUH u3odepmeHTa

CYP2C19 (nanpumep, hbeHUTOMHA).

Bzaumopeiicteue ¢ npyrumu [1O11

Kapbamazenun
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B Xozme WccleqOBaHUS ¢ y4acTHEM 3J0pPOBBIX J100pOBOJIBIEB OJHOBPEMEHHOE TPHMEHEHHE
scnvkapbasenuna auerara B j1o3e 800 Mr ouH pa3 B cyTkH U kapbamasenuna B jo3e 400 mr 1Ba
paza B CyTKM MPHBEJO K CHWKEHHWIO JEHCTBUS aKTUBHOTO MeTabosiuTa - sciukapbasenvHa (B
cpeaHeM Ha 32 %), uTO, CKOpee BCEro, BbI3BAHO WHAYLMpPOBAHWEM IitoKypoHupoBanus. [Tpu
3TOM YCHJIEHUS JIEWCTBUs KapOamasernuHa Wi ero Merabonuta — kapbamasenuHa smoKcuaa He
HaOmoganock. Takum oOpa3om, ¢ y4eToM MHAMBHAYalbHOTO OTBETa Ha JieYEeHHWE, TpH
COUETAHHOM HAa3HAYeHWW ¢ KapOamasermiHOM, MOXKET TMOoTpeboBaThCA YBEJIWYEHHE JI03bI
scnukapbaszenuHa anerara. MccnenoBaHus ¢ yyacTHeM TAlMEHTOB, TOKa3ald, 4YTO TMpH
OJHOBPEMEHHOM Ha3HaueHWH ¢ KapOama3ernuHOM  yBEJIMYMBACTCA PUCK  CIEIYHOLIMX
HEXeJIATeIbHBIX PeaKiMid: TUTIIONUS, HapyIIEeHUs KOOPAWHAUWH JBHUKECHHUS W TOJJOBOKPYKEHHE.
Henb3s WCKIHOYaTh PUCK YCUIECHHS JAPYrMX crelM(PUUYECKMX HEXeNaTe/IbHbIX peakuuu,

BBI3BAHHBIX OJIHOBPEMEHHBIM NPHEMOM KapOaMasernuHa 1 dciiuKapOasenuHa alerara.
Denumoun

B Xxoje WcciieloBaHUS ¢ y4acTHEM 3J0POBBIX JOOpPOBOJIBIIEB OJHOBPEMEHHOE MPUMEHEHHE
scnukapbazenvna auerata B jgosze 1200 Mr oauMH pa3 B CYyTKM M (peHMTOWHA NpUBENO K
CHWKEHHIO JIeHCTBUS akTUBHOTO MeTabonuTa, sciaukapbasenuHa (B cpeaHeM Ha 31-33 %), uTo,
CKOpee BCETO, BBI3BAHO MWHAYLMPOBAHHEM TIIOKYpoHHpoBaHus. Ilpu sToMm Habmroxanock
ycuiieHHe aeicTBHs (enutonHa (B cpeaHeM Ha 31-35 %), uTo, NpeanosiokuTeNbHO, BBI3BAHO
unruouposanuem usodepmenta CYP2C19. Takum oOpasom, ¢ y4eToM HWHAMBHIYaIbHOTO
OTBETA Ha JIEYEHME TIPHU COYETAHHOM HA3HAYEHUH MOXET MOTpeOOBAaThCA YBEIWYCHHE 03Bl

scMkapOasenuHa aleTaTa i CHIKeHHE 10361 peHnToMHa.
Jlamompuosicun

[ MIOKypOHUpOBAHWE  ABJSAETCS  OCHOBHBIM  MyTeM MeTabonu3ma  ocivkapOasenuHa 1
JIaMOTPH/DKMHA, MO3TOMY BO3MOXHO MX B3auUMOJeicTBUE. B Xoae Mccie0BaHUs € y4acTHEM
3/10pOBBIX 100pOBOJIbLEB, MPMHUMABLIMX Sciankapbasenuna auerar B o3¢ 1200 mr onun pas B
CyTKM, OTMEYEHO He3HauuTelbHoe (HAPMAKOKMHETMYECKOE — B3aWMOJACHCTBHE €ro ¢
NaMOTPUKMHOM (ocnabienue AeicTBHs nocieaHero Ha 15 %), B CBsI3K € 4eM, KOPPEKLMHU MX
pexnMa 103upoBaHus oObMHO He Tpebyercs. OJHAKO W3-32 BO3MOXHOW WHIMBHIYaJIbHOM
BapuabebHOCTH B3aMMOJCHCTBHE dcnKapOasenuHa auerara v JaMOTPUKMHA Y HEKOTOPbIX

MALUEHTOB MOXET OBbITh KIIMHUYECKU 3HAUYUMBIM.

Tonupamam
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B XoJie ucciieloBaHUs ¢ y4acTHEM 30POBBIX J0OPOBOJIBLIEB MPU OJHOBPEMEHHOM TIPUMEHEHUH
scnvkapbazenuna auerara B go3e 1200 Mr oaMH pa3 B CYyTKM M TONMpamara HE OTMEYEHO
3HAYUMBIX ~ W3MEHEHWI  JIelicTBUsS  3ciaukapOasenuHa, OJHAKO  JACWHCTBHE  TONMpamara
yMeHbIMI0Ch Ha 18 %, 4To, ckopee Bcero, BHI3BAHO YMEHBLIEHWEM €ro OMOJOCTYMHOCTH.

Koppekims 10361 B 3TOM citydae He TpebyeTces.

Baﬂbnpoam u jeeemupayemam

AHanu3 d)apMaKOKHHCTH‘-ICCKHX JAHHBIX, TTOJIYYEHHBIX B UCCJIEJOBAHUAX ¢)a3bl [T ¢ y4aCcTuEM
B3pOCJIBIX TIALIMEHTOB C 3I'II/IJ'ICI'ICHCﬁ, BBIABHUII, YTO OJIHOBPCMCHHBIﬁ NMpUEM BaJibllpOaTa HWJIH
JIEBETHpALECTaMa HE BJIWACT Ha NIEUCTBUE 3cnm<ap6a3ennHa, O/IHAKO 3STHU CBCACHUA HE

MOJKPETUIEHBI Pe3yJibTaTaMU TPAJIMIMOHHBIX UCCIIEIOBAHWI B3aMMO/IEHCTBUS NIPENapaToB.
Oxckapbazenun

He PEKOMEHIAYETCSA Ha3Ha4daTb 3cnuxap6a3ennHa auerat OAHOBPEMEHHO C OKCKap633el'lHHOM.

MOCKOJILKY BO3MOXKHO YpE3MEPHOE BO3JICUCTBUE AaKTUBHBIX MeTa0O0JIUTOB.

HDV 'Me JICKAPCTBCHHEBIC CPC/ICTBA

Ilepopanvnvie konmpayenmugboi

[1py nmpumenenuu sciukapOazenuna auerata B ao3e 1200 Mr oauH pa3 B CyTKM Y JKCHLIMH,
NMPUMEHSIOIMX  TIepopalibHble  KOHTPALENTHBLI, HaOM0AaN0oCh  OclableHHe CUCTEMHOrO
JIEHUCTBHS JIEBOHOprecTpesia U STUHUIIDCTpaauroia B cpeaHeM Ha 37 % u 42 % cOOTBETCTBEHHO,
4TO, CKOpee BCero, BbI3BaHO WHAyLMpoBaHWeM u3opepmenta CYP3A4. JKenmuuel ¢
COXPAaHEHHBIM JIETOPOAHBIM TMOTEHIMAIOM JOJKHBI HCIOJIB30BaTh aJ€KBATHBIE METOBI
KOHTpALENIMA BO BpeMsi JiedeHus rmpenapatoM Dkcanue® M 10 OKOHYAHMS TEKYUIEro
MEHCTpPYaJbHOTO LIMKJIA Toclie OTMEHBI JaHHOro mnpenapata (cM. pasaen «lIpumenenue npu

OepeMEHHOCTH U B TIEPUOJL TPYTHOTO BCKAPMITMBAHUS).
Cumeacmamun

B xojie Mccae1oBaHUsS ¢ y4acTHEM 3I0POBBIX JOOPOBOJILLIEB MPU OJHOBPEMEHHOM MPUMEHEHHH
¢ scaukapbazenuHa auerarom B jo3e 800 Mr oauH pa3 B cyTku Habmojanoch ocnabnenue
CHUCTEMHOro JCHCTBUS cuMBactaTiHa B cpeaHem Ha 50 %, yTo, ckopee BCEro, BbI3BAHO
unayuupoBanuem usopepmenta CYP3A4. Tlpu coyeTaHHOM Ha3Ha4YeHWU C AcivKapOasenuHa

aleTaToOM MOXKET nOTpC6OBaTbCﬂ YBEJIIMYECHUE N03bl CUMBACTATHHA.

Pozysacmamun
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B xoze ucciie1oBaHus ¢ y4acTHEM 3/10pOBBIX JOOPOBOJIBLEB MPU OJJHOBPEMEHHOM MPUMEHEHUH
¢ scnukapbazenuna aueratom B o3¢ 1200 Mr oauH pa3 B cyTkM Habmojanock ociabieHue
CUCTEMHOTO JIeHCTBMS po3yBacTaTMHa B cpeaHeM Ha 36-39 %. Mexanusm JaHHOTO
B3aUMOJICHCTBUSL HEWU3BECTEH, HO BO3MOXXHO OHO BBI3BAHO HapyIIEHWEM TPAHCIIOPTHON
aKTUBHOCTH po3yBacTaTMHa JIMO0 KoMmMOWHaimed sToro ¢axkTopa ¢ WHIYLUHMPOBAHUEM €T0
metabonu3ma. Tak Kak B3aMMOCBS3b MEXIYy JEHCTBHEM W aKTMBHOCTBIO JIEKAPCTBEHHOIO
Cpe/icTBa HEsCHA, PEKOMEHIYETCsl TMPOBOJWTH MOHMTOPUHI OTBETAa Ha Teparuio (Harpumep,

KOHTPOJIb YPOBHSI XOJIECTEPHHA).

Bapgapun

[Tpu onHOBpeMEHHOM NMpUMEHEHHUH 3caukapba3enuHa auerara B 103¢ 1200 Mr oauH pa3 B CyTKH
v Bapdapuna Habmomaercss HeGonbioe (23 %), HO CTATUCTHYECKW 3HA4YUMOe oclablieHue
neiictusi  S-Bapdapuna. BimsHus oSciukapOaszenuvHa anerata Ha (apMakOKMHETHKY R-
BapdaprHa WM Ha CBEPTHIBAEMOCTH KPOBM HE OTMeuYeHo. BcelieacTBHE BO3MOXKHOCTH
MHIUBHIYalbHON BapuabebHOCTH B3aUMOJICHCTBUS TpenapatoB B TEepBbIE HEAENH TMocie
Hayaja WM OKOHYaHUs COBMECTHOTO TNMpUMEHeHWs BapdapuHa M dciiMkapbasenuHa auerara
cleayeT YIeIUTh 0co00e BHHUMAHWE MOHHUTOPUHTY MexayHapoAHOro HOPMalU30BaHHOIO

otHowenuss (MHO).
Jueoxcun

B Xxome wccrenoBaHWsi ¢ yuyacTHEM 3J0POBBIX JOOPOBOJBIIEB HE OTMEYEHO BIIMSHUSA
scnvkapbazenuna anerarta B o3¢ 1200 mMr npu npuemMe oJWH pa3 B CyTKH Ha (apMaKOKMHETHKY
JUTOKCHHA. JTO TIO3BOJISIET TPEANONOKUTh, YTO SciiMkapba3ernuHa aueTaT He OKa3biBaeT

BO3/EICTBUS HA TPAHCMOPTHBIA P-riankonpoTeunH.
Hneubumopwvr monoamunookcuoaswvi (MAO)

YuursiBas CTPYKTYPHOEC CXOJACTBO 3cnnKap6a3enMHa alerara H TPULHUKIIUYECKHUX
AHTUACTIPECCAHTOB, B3aHUMO/ICHCTBUE MCXY 3cnuxap6a3enuﬂa alucratToMm " HHFHGHTOpaMM

MAO teopeTrHiecky BO3MOXKHO.
®opma BbImycKa

Tabnerku 800 mr. TTo 10 uam 15 tabnetok B 6imcrepe (I1BX/amomunmii).
[To 2, 3, 6 uim 9 Gamctepos 1o 10 Tabierok uim no 2 Gnucrepa no 15 Tabnetok BMecTe ¢

HHCprKuHCﬁ Mo MEAULUHWUHCKOMY TTPUMEHEHHIO B KapTOHHOﬁ mayke.
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Bausinme Ha cnocoGHOCTHL yNPaBJSATH TPAHCHOPTHLIMH cpeJcTBaMH M paborath ¢

MEXaHU3MaMH

Dkcanne® oONagaeT HU3KUM WM YMEPEHHBIM BO3JAEHCTBMEM Ha CIOCOOHOCTH YNpaBJsTh
TPAHCTIOPTHBIMU CPeICTBAMU W paboTaTh ¢ MEXaHW3MaMH. Y HEKOTOPBLIX MAaLMEHTOB MOTYT
BO3HHMKATh (OCOOEHHO B Hauasle JIEYEHMs): TOJIOBOKPYXKEHHME, COHJIMBOCTH WIIM HapylICHHE
3penns. ClieqyeT mpeaynpekaarh MalieHToB O TOM, YTO BEPOSTHO HapylleHue (pusnuecKoi
W/WIIM YMCTBEHHOW CIOCOOHOCTH YMPaBJATh TPAHCIIOPTHBIM CPEACTBOM MJIM MEXaHW3MaMH W
PEKOMEHI0BATh BO3AEPKHUBATHCS OT MOAOOHOM JESATENBHOCTH 0 YCTAHOBJIEHHS BIIMSHHS Ha Hee

npuema rnpenapara.
Cpok roaHoctH

5 ner.

He npuMeHsTH M0 UCTEYEHUH CPOKA FOJAHOCTH, YKa3aHHOIO Ha YIaKOBKE.
YcioBusi XxpaHeHust

Ipu Temniepatype He Bbime 30°C.

XpaHUTb B HEJOCTYITHOM IS JIETEH MecTe.
YcioBus oTnycka M3 anTek

[To peuenry.

I[IpousBoauTeb

bosn-lIloprena sun Ka. C.A., [lopryranus.
Bial-Portela & C?, S.A., A Av. da Siderurgia Nacional 4745-457, S. Mamede do Coronado,
Portugal.

Opranuszanusi, ynoJIHOMOYeHHasi MPHHUMATL TNpeTeH3MH Ha TeppuTopuu Poccuiickoii

Denepanun:

000 «Diicait».
117342, r. Mockaa, yi. [Ipodcotosnas, a. 65, k. 1, ataxk 21, koM. 5.02
Tenedon +7 (495) 580 70 26.
dakc +7 (495) 580 70 28.

DnekTpoHHas noyra: info_russiai@eisai.ngf.

CrieuManucT 1o perucTpaumuu Makaposa A. T".
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