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[Ipukaszom I[Ipencenarens

PI'Y «Komurer METUIIMHCKOTO U
dapmMareBTHYECKOro KOHTPOJIS
MuHucTepCcTBa 3APABOOXPAHCHUS

Pecry6mmuku Kazaxcrany»
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HNucTpykuus o MeIMIMHCKOMY NPUMeEHEHUI0
JIeKapCTBEHHOTro npenapata (JIMCTOK-BKJIABIII)

Toprosoe HamMeHOBaHue
KJIABEJI®

MexayHapoaHOe HENIATEHTOBAHHOE HA3BaHUE
Kiraputpomunns

JlekapcTBeHHasi popma, 103MpoOBKa
TabneTku, MOKPHITHIE TUIEHOUYHOU 0005109K0i, 250 Mr, 500 Mr

dapmakoTepaneBTHYECKas Pynmna

[IpoTuBOMH(pEKIIMOHHBIE — TIperapaThl  JUIi  CUCTEMHOTO  HCIOJIb30BaHMUA.
AHTHUOaKTepuaabHble  MpenapaThl  JJII  CUCTEMHOTO  HMCIOJIb30BaHUS.
Maxkponuzsi, JIMHKO3aMHU/IbI 151 CTPENTOrPaMUHBI. Maxkponuasl.
KnaputpomunuH.

Kon ATX JO1FA(09

IHoxkazaHusi K NPUMEHECHUIO

HeoOxogumo  yuuThiBaTh OQUIMAIBbHBIE HAIMOHAIBHBIE PEKOMEHIAINH
OTHOCHTEIFHO COOTBETCTBYIOIIETO MPUMEHEHHSI aHTUOAKTEPUATILHBIX CPEACTB.
KitaputpoMunuH nokasaH K NPUMEHEHUIO Y B3POCIBIX U MMOAPOCTKOB cTrapme 12
JeT ISt TedeHust HH(EKIMi, BRI3BAaHHBIX MUKPOOPTaHU3MaMH, YyBCTBUTEILHBIX
K KJIIAPUTPOMHUIINHY:

- "TH(EKIIMHA BEPXHUX JBIXaTECIbHBIX MyTeH (TOH3WIUIUT, (DapUHTHUT) U UH(EKITUN
IPUJIATOYHBIX Ma3yX HOCA.

- WHQEKINH HIWKHUX JBIXaTENbHBIX NyTel (OpoHXWUT, OakTepuainbHas U
aTUITUYHAS THEBMOHMS)

- WH(QEKIMU KOXH W MATKAX TKaHeH (MMIIETUro, pPOXKa, (QOJUTUKYIIHT,
bypyHKye3 1 "HOUIUPOBAHHBIE PAHBI)

KJIABEJI®, 250 Mr, moka3aH K IpMMEHEHHUIO MIPU:

- OCTpbIC U XPOHHUECKHUE OJIOHTOTCHHBIC HHPEKITUU



KJIABEJI®, 500 Mr, moka3aH K IpMMEHEHHUIO MIPU:

- TUCCEeMHHHUPOBAHHBIE WM JIOKAJTM30BAHHBIC MUKOOAKTepUaIbHbIC HH(EKIIHH,
BbI3BaHHBIC Mycobacterium avium wm Mycobacterium intracellulare,

- JIOKaJM30BaHHbIC WHQEKIWU, Bb3BaHHBIE Mycobacterium chelonae,
Mycobacterium fortuitum, Mycobacterium kansasii

- s spangukamuu H. Pylori, crocoOcTBYsl CHMKEHHIO PEIMINBOB SI3BEHHOM
007e3HU 12-nepcTHOM KUIIKK

Ilepeyennb cBefeHNid, HEOOXOAUMBIX /10 HAYAJIA PUMEHECHUS
Ilpomueonokazanus

- TUINEPYYBCTBUTEIBHOCTh K MAaKpOJIMJHBIM aHTUOMOTHKAM WJIM JIIOOOMY U3
BCIIOMOTaTEIIbHBIX BEIIECTB

- OJHOBPEMEHHOE IPUMEHEHHE KIAPUTPOMHUIIMHA W aJKAJIOWJIOB CIIOPBIHBU
(HanpuMmep, 3proTaMuH WK JUTUAPOIPrOTAMUH) IPOTHUBOIIOKA3aHO, TOCKOJIBKY
3TO MOXKET MPUBECTHU K OTPABIECHUIO AJIKAJIOMJIAMH CIIOPBIHBU

- OJIHOBPEMEHHOE MPUMEHEHHE KIAPUTPOMHUIMHA U Kakoro-nudo u3
CIEyIOIMX  MpenaparoB  MPOTHUBOINOKA3aHO:  aCTEMM30JI,  IU3alpuj,
JOMIIEPUJIOH, MUMO3HJ WIH TepPeHaIuH, TaK KaK 3TO MOXKET MHPUBECTH K
yamHeHnto uHTepBana QT u HapyumieHussM puTMa cepaua, — BKIOYasd
KEITYJOUYKOBYIO TaXWKapAui0, (PUOPUIUISIUIO KETYJIOYKOB U KEIIyJOYKOBYIO
TaxuKapAuIo TUMa «mupy’3T» (torsades de pointes)

- OJJHOBPEMEHHBII ITPUEM KJIAPUTPOMULIMHA U TIEPOPAIBHOIO MH1a301aMa
IIPOTHUBOIIOKA3aH

- KJIAQPUTPOMULIMH HE CJIENyeT Ha3Ha4yaTh NAlMEHTaM C HAJIUYHEM B aHAMHE3E
yanuHeHust uatepaia QT (BpoXkaeHHOE WM YCTaHOBJIEHHOE MPUOOpETEHHOE
yamHeHne nHrepBaia QT) Wim BEHTPUKYISAPHONW apUTMHUM CEPILA, BKIIIOYAS
KEITYJOUKOBYIO TaXUKapAUIO TUIA «Upya3T» (torsades de pointes)

- OJIHOBPEMEHHBII MPHUEM C THUKarpeiopoM, UBAOPaJWHOM HIIM PaHOJIA3MHOM
MPOTHUBOIIOKA3aH

- KJIApUTPOMHULIMH HE CIEAYeT UCIOJIb30BaTh OAHOBPEMEHHO C MHTMOMTOpaMu
['MI'-KoA-penykra3pl (CTaTMHaMH), KOTOpPbIE B 3HAYUTEIBHON CTENEHU
merabommsupyrorcs CYP3A4  (ioBactaTuH WM CUMBAcTaTHH), M3-3a
MOBBIIIEHHOTO PUCKA Pa3BUTHSI MUOIATHUH, BKIIIOYAsl pabAOMHOIN3

- KiIapuTpoMuliuH (M apyrue cuibHble uHruoutopel CYP3A4) He cnemyer
VCITOJIB30BATh OJTHOBPEMEHHO C KOJIXULUHOM

- KJIApUTPOMMIMH HE CIEAyeT Ha3HAayaTh NAlUUMEHTaM C 3JIEKTPOJUTHBIMU
HapyILIEHUSMH (TUITOKAIUEMUS UM TUIOMarHUEeMHsl, N3-3a PUCKA MPOJIOHT AU
Ha QT unTtepBana)

- KJIADUTPOMHMIIMH HE CIeAyeT Ha3HayaThb ITAlUEeHTaM, KOTOPBIE CTPajaroT
TSKEJIOW TI€YEHOYHOM HENOCTATOYHOCTBIO C COIYTCTBYIOLIEH IMOYEYHOMU
HEJI0CTaTOYHOCTHIO.

- OJTHOBPEMEHHBIN MPUEM KIAPUTPOMUIIMHA U JIOMUTAIN]A

- IeTcKuit Bo3pact 110 12 net (mo3uposka 250 mr)

- IETCKUM U MOJAPOCTKOBBIN Bo3pacT 110 18 neT (mo3upoBka 500 mr)
Heob6xo00umbvie mepvl npedocmoporschocmu npu RPUMeHeHuU



Hcnonb3zoBanue 000  aHTUMUKPOOHOW  Tepamuu, B YacCTHOCTH
KJIapuTpoMuninHa, s Jjedenuss H. Pylori - wHbeknmm MokeT BBI3BIBATH
CEJICKLIUIO PE3UCTEHTHBIX MUKPOOPTaHU3MOB.

KJIABEJI® He ciemyer Ha3HayaTh O€pPEMEHHBIM JKEHINMHAM O€3 TIIATeIbHOM
OLIGCHKH COOTHOIICHHS TIOJb3a/pPUCK, OCOOCHHO B TEpBbIE TpPU MecAla
OEpEeMEHHOCTH.

JlnutenpHOE TPUMEHEHUE, KaK U B CIIy4ae C IPYTMMH aHTHOMOTHUKAMH, MOXKET
BbI3BaTh M30BITOUYHBIA POCT HEUYBCTBUTENBHBIX K IMpenapary OakTepuil u
rpuboB.  Ilpy  BO3HUKHOBEHHUM  CcynepuHEKIMH  ClIeAyeT  Haydarh
COOTBETCTBYIOIIYIO TEPAIHIO.

KnaputpoMuiiiHa BBIBOAUTCS TJaBHBIM 00Opa3oM medeHblo. [loatomy crenyer
COOJII0JIaTh OCTOPOKHOCTh TPHU MPUMEHEHUU TMIpernapara y MalueHTOB ¢
HapylleHueM (PYHKIUMU MEYEHH, a TAKKe y MAIMEHTOB C HApyIICeHHEM (YHKIIUH
MOYEK CpeHer WIH Tsxkenon cteneHu. C 0OCTOPOXKHOCTBIO CIEYET MPUMEHSTh
Mpenapar y MalueHTOB C TSHKEION MOYEYHOM HE0CTaTOYHOCThIO. [Ipu mpueme
KJIAPUTPOMHULIMHA COOOIAJOCh O HApPYNIEHHMH (PYHKUUMU TE€YEHHU, BKIIIOYAS
MOBBIIICHHBI YPOBEHb MEYEHOYHBIX (PEPMEHTOB, ME€NAaTOLEIUIIOSAPHBIN W/WIH
XOJIECTaTUYECKUN TEMaTHUT, C KeATyxol miau 0e3 Hee. [logoOHas nuchyHKUIUS
MEYEHU MOXKET OBITh TSDKEJIOW U OoOblyHO oOpatuMma. Takxke ObuH
3a(MKCUpPOBaHbl Clly4al [E€YEHOYHOW HEIOCTATOYHOCTH CO CMEpPTEIbHBIM
UCXOJOM, KOTOpbleé OBUIM CBA3aHbl C CEpPbE3HBIMH COMYTCTBYIOLUIUMHU
3a00JIeBaHUSIMU W/WJIM OJTHOBPEMEHHBIM ITPUEMOM JIEKAPCTBEHHBIX MPENapaToB.
[Ipy BO3HMKHOBEHMM CHMIITOMOB T€MaTUTa, TAKUX KaK aHOPEKCHs, KENTyXa,
TeMHasi MoO4Ya, 3yJ WIM YYBCTBUTEIBHOCTH >XMBOTA, CJIEAYET HEMEJIEHHO
MPEKPATUTh IPUMEHEHHUE KIAPUTPOMHUIINHA.

Coo01ieHus 0 MceBIOMEMOPAHO3HOM KOJMTE, BAPBUPYIOLIEM IO TSKECTH OT
JIETKOM CTeNeHU A0 YIPOXKAIOLIEro >KW3HW, MOCTyNaldd NpH HPUMEHEHHUH
MPaKTUYECKH BCEX AHTUOAKTEpUATBHBIX MPENaparoB, BKIKOYAs MaKpPOJHIBI.
[Ipn uCHONB30BaHUM TMPAKTHUYECKH BCEX AHTHOAKTEPUANbHBIX IMPENaparoB, B
TOM YHKCJI€ U KJIAPUTPOMHUIIMHA, COOOUIANIOCh O Pa3BUTHM JUAPEH, BBI3BAHHOM
Clostridium difficile (CDAD) u Bapbupyronieii no TsHKECTH OT JUAPEU JIETKOU
CTENEHU JO0 KOJUTa C JIeTalbHbIM HcXoaoM. llpueMm aHTHOaKTEpUaIbHBIX
penaparoB M3MEHSET HOPMalbHYIO (IIOPY KHILIEYHUKA, YTO NPUBOAUT K
noBeiieHHoMy pocty C. difficile. HeoGxomumo y4YuTHIBaTH BO3MOXKHOCTH
BO3HMKHOBeHUs1 CDAD y Bcex MalueHToB, KOTOPBIE CTPAAIOT OT AUAPEH ITOCIIE
npuemMa aHTUOMOTHKOB. HeoOxomuMo TmiatensHO coOupaTh aHaAMHE3,
MOCKOJIbKY ObLTH 3aUKCUpOBaHbI ciiydan Bo3HMKHOBeHUss CDAD cnycts nBa
MecsIIa MocJie MprueMa aHTHOAKTepUaIbHBIX MTPENapaToB.

Konxuyun

B mocTMapkeTHHroBBIX OTYETaX COOOIIAETCS O TOKCUYHOCTH KOJIXMIMHA TPU
OJTHOBPEMEHHOM TpUEME KIAPUTPOMHUILIMHA U KOJIXUIMHA, OCOOEHHO Y
NAIMEHTOB TMOXUJIOr0 BO3pPAcTa, HEKOTOPbIE M3 TAKUX CIy4YaeB BO3HUKAIU Y
NAlMEHTOB C MOYEYHOM HEIOCTATOYHOCTBbIO. Y HEKOTOPBIX TAaKHX IMAIlMEHTOB
ObLIM 3a(UKCUPOBAHBI CIIy4yau JIeTadbHOro ucxoia. OIHOBPEMEHHBIN MpueM
KJIAPUTPOMHULIMHA U KOJIXUIIMHA MPOTUBOMOKA3aH.



Cnegyer ¢ OCTOpPOXHOCTBIO Ha3Ha4yaTh KJIAPUTPOMHUIIMH OJHOBPEMEHHO C
TPUA30JI00€H30INa3CTIMHAMH, TAKAMH KaK TpHa30JiaM | MHUJA30JaM  JIs
BHYTPUBEHHOTO WJIH OPOMYKO3aJIbHOTO BBE/ICHHSI.
Cepoeuno-cocyoucmuie coobimusi
YmmHeHne pernossipu3anuu Muokapaa u uatepBaina QT, cBUACTEIBCTBYIONIHE
O PHUCKE pa3BUTHUS CEPACYHONH ApPUTMHHM W JBYHANPABICHHOW TaXWKapIuW
(torsades de pointes), HaOMIOAATUCH TPH JICYCHUU MAKPOJUIAMH, BKIIOYAs
KJIApUTPOMULIMH. BenecTBrue Toro, 4To Clieyonue CUTyalii MOTyT IPUBECTH
K TIOBBIIIIEHHOMY PUCKY >KETyI0YKOBBIX apUTMHM (BKIIIOYAs JBYHAIPABICHHYIO
taxukapauio (torsades de pointes)), KIApUTPOMULIMH CIEAYET MPUMEHSTH C
OCTOPOKHOCTBIO CJICAYIOIIUM TPYIINaM MallueHTOB:
 [lanmentsl ¢ 3a00neBaHUAMHM KOPOHAPHBIX apTepuid, TSKEION CcepIeyHOn
HEJ0CTaTOYHOCTHIO, HAPYIICHUSIMH MPOBOJUMOCTH M KIMHUYECKH 3HAYUMOU
Opanukapauen
 [lamueHTsl C HapyIIeHHWEM SJEKTPOJUTHOTO Oananca. KmapurpomuiuH He
CleMyeT Ha3HAa4YaTh MAIUEHTaM C THITOKATNEMHUCH.
e [lanuenTsl, napaJuIeNbHO NMPUHUMAOIIKAE IPYTUe MEOULUHCKHUE IIpernaparsl,
JIEVCTBUE KOTOPBIX COMPOBOXKIACTCA Y NIMHEHUEM uHTepBasia QT
- TPOTHUBOIIOKA3aHO OJHOBPEMEHHOE MPUMEHEHHE KJIAPUTPOMHUIIMHA C
JIEKapCTBCHHBIMUA  CPEJICTBAMH aCTEMH30JI,  ITU3ANPHU7, [HUMO3UA WM
TepdeHauH.
- KJIAPUTPOMUIIMH HE CIIeyeT MPUMEHSITh y TMAIMEHTOB C BPOXKICHHBIM HIIU
PUOOPETEHHBIM YJIMHEHUEM HHTepBajgoM QT mim skery104KOBOM apuTMuUEH B
aHaMHe3e.
ONuUIeMUOTIOTHYECKHE UCCIIEIOBAHUS IO OIIEHKE PUCKA CEPIIEYHO-COCYAUCTHIX
HEOJaronmpusITHBIX ~ MCXOJIOB  TOKa3ajdu BapualeiabHbIE pe3ysbTarthl. B
HEKOTOPBIX HAOJFOMATENbHBIX HCCIICIOBAHUSAX BBIABICH PHUCK Pa3BUTHS
apuTMUM, UH(paApKTa MHOKapJa U CEepPJCYHO-COCYJIUCTOM CMEPTHOCTH,
CBS3aHHBIA C TPUMEHCHHUEM MAaKpOJHUIOB, BKJIOYAas KiIapuTpoMuIiuH. [lpwm
HAa3HAUYCHUH KJIAPUTPOMUIIMHA HEOOXOJUMO TPUHUMATh BO BHHUMAHHE
MOJTYYCHHYIO MH(POPMAIIMIO M YUYUTHIBATH IPEUMYIIISCTBA JICUCHHUS.
IInesmonus
B cBs3u ¢ pasBuBaromieiics pe3UCTEHTHOCTHIO Streptococcus pneumoniae K
MaKpOJIHIaM, BaXXHO MPOBOJUTh TECT HA YYBCTBUTEIHHOCTH MPU HAa3HAUCHHUH
KJIAPUTPOMUIIMHA JJI1 JICUCHHs] HETOCHUTAIbHOW THEBMOHWUU. B ciydae
TOCIUTAILHON TTHEBMOHUHN KJIIAPUTPOMHUIIMH HYXKHO MPUMEHSITh B KOMOMHAIINH
C IPYTUMH COOTBETCTBYIOITUMHU aHTHOMOTHKAMHU.
Hnpexyuu xodicu u MsaeKux mraHell 1e2Kol U cpeoHell Cmenenu majicecmu
Haubonee wyacteiMu BO3OYyAMTENSIMHU MOJOOHBIX HMH(PEKUUN  SBISIOTCS
Staphylococcus aureus u Streptococcus pyogenes, KOTOpbIe TaKKe MOTYT OBbITh
PE3UCTEHTHBIMU K MakpoimaaMm. CremoBaTenbHO, HEOOXOIUMO TPOBOIUTH
WCCJICIOBAHNE HA YYyBCTBHTEIBHOCTh. B cllydasix, eciau MCIoJib30BaHUE OcTa-
JaKTaMHBIX aHTHOMOTHKOB HEBO3MOXHO (HampwMep, W3-3a aJUIepruu), IPYyrue
AHTUOMOTHKM, TaKUE KaK KIMHIAMHIIMH MOTYT OBITh TMpErnapaToM IEePBOTO
BBIOOpa. B Hacrosmiee BpemMss MaKpOJIHMIBI UCIOJIB3YIOTCS JIMIID JIJIS JICUCHHS



OTJIEJBHBIX BUJIOB MH(MEKIMN KOXH M MITKUX TKaHEH, TaKUX KaK MH(EKLUH,
BbI3BaHHBIE Corynebacterium minutissimum, yrpu OOBIKHOBEHHBIC U POXKUCTOE
BOCIIAJIEHUE U B CUTYalHAX, KOT1a HEBO3MOKHO JICUEHUE IEHULIUIUTMHOM.

B ciIydae €CIIH HaO0JII0AA0TCS TSKEIIBIC OCTpBIE peakiuu
TUNIEPUYYBCTBUTEILHOCTH, Takhe Kak aHadwiakcus, cuHapoM CTuBeHCa—
JI>KOHCOHA, TOKCHYECKUH AIUICPMATIbHbIA HEKPOJIU3 U JIEKAPCTBEHHAsS KOXKHAS
peaxiusi, COMPOBOXKAAIOIMIAACA Y03UHOPUINEH U CUCTEMHBIMU MPOSBICHUSMU
(DRESS), mnpumenenue npemapara KJIABEJI® crnemyer HeMmemieHHO
MIPEKPATUTHh U CPOYHO HAYaTh COOTBETCTBYIOIIEE JICUCHHUE.

KJIABEJI® cnmemyer ¢ OCTOPOKHOCTBIO —Ha3HAa4aTh OJHOBPEMEHHO C
uHaykTopamu pepmenta nuroxpoma CYP3A4.

Takke ciaeayeT yUuThIBaTh BO3MOKHYIO MIEPEKPECTHYIO PE3UCTEHTHOCTDh MEKIY
KJIADUTPOMULIMHOM W APYTUMH MAakKpOJIUAHBIMU IIpenapaTaMu, TaK K€ Kak
JMHKOMUIIMHOM U KJIMHAAMUIIUHOM.

Uneubumopwr I' MI-KoA-pedyxkma3zoi

OnnoBpemeHHoe npuMeHenue mnpenapata KJIABEJI® ¢ nosactatuHOM WM
CUMBACTaTUHOM IMpPOTHBONOKa3zaHo. Cienyer coOioaaTh OCTOPOKHOCTh MpHU
nasnayenun npenapara KJIABEJI® ¢ apyrumu crarunamu. EcTh cBemenus o
BO3HUKHOBEHUU pabOMHUOJIM3a Yy TAIMEHTOB, OJHOBPEMEHHO MPUHUMABIINX
KJIADUTPOMULIUH H  CcTaTUHbl. HeoO0X0auMO MOHUTOPUPOBATH COCTOSIHUE
MAlMEHTOB C LEJbIO BBISABICHUS IPU3HAKOB U CUMIITOMOB MUoNaTuu. B ciaydae
€CJIM OJJHOBPEMEHHOE MPUMEHEHHE KIAPUTPOMHIIMHA U CTATUHOB HEU30EKHO,
PEKOMEHIYETCSI  BBIMCBIBATH MHUHUMAIBHYIO 3apErUCTPUPOBAHHYIO  J03Y
crtatuHa. Cienyer pacCMOTPETh BO3MOXHOCTh Ha3HAUEHUs CTATHHA, KOTOPBIN
He 3aBUcHUT oT MeTabonusma CYP3A, nanpumep, dhayBactaTuHa.

Ilepopanvrvle eunoenukemuueckue cpeocmea/uHcyaiun

[Ipu omHoBpeMenHoM mnpuMeHenur npenapata KJIABEJI® u nepopaibHbIX
TUTIOTJIMKEMUYECKUX CPEICTB (TaKUX KakK MPOU3BOAHBIC CYJIb(OHUIMOUECBUHBI)
W/WJIA  UHCYJMHA MOXET BO3HUKHYTh 3HAUUTENbHAs  TUIOTJIMKEMHUS.
PexoMeHtyeTcs TIaTeIbHbIA KOHTPOJIb YPOBHS TJIFOKO3HI.

Ilepopanvubie anmukoazyisiHmbl

[Ipu ogHOBpeMeHHOM npuMmeHenuu npenapara KJIABEJI® ¢ Bapdapunom
CYILIECTBYET PUCK BO3HUKHOBEHHSI CEPbE3HOT0 KPOBOTEUEHUSI U 3HAUUTEIHHOIO
noBbilieHna  nokazarenss MHO — (MexXayHapogHOe  HOpMalIM30BAHHOE
OTHOIIIEHUE) ¥ TPOTPOMOMHOBOTO BpeMeHH. [Ipu 0THOBpEeMEHHOM MPUMEHEHUH
KJIABEJI® u  nepopalbHBIX  AHTUKOAryJISSHTOB ~ HEOOXOAMMO  9acTo
KOHTpoJupoBaTh nokazareab MHO u nmpoTpoMOMHOBOE BpeMms.

Cnenyer mOpoOSBIATH OCTOPOXKHOCTH MPH  OJHOBPEMEHHOM IPUMEHEHUU
KJIIADUTPOMULIMHA C TEPOPAIbHBIMU  TpernaparaMud MOpsIMOTO  JICHCTBHS,
aHTUKOATyJSIHThI, TakuWe Kak jJaburaTpaH, puBapokcabaH, amnukcabaH W
sa0KcabaH, 0COOCHHO JIJIsl MAIIMEHTOB C BHICOKUM PUCKOM KPOBOTCUCHHS.

B3zaumooeiicmeusn c opyzumu nexkapcmeeHnbviMU npenapamamu



llpumenenue Cneoyrouux JIeKApCMEEeHHbIX npenapamoas cmpo2o
NPOMUBONOKA3AHO U3-3A  BO3MONCHO20 PA3GUMUSL  MANCENbIX NOCIEOCEUL
83aUMOOeUCMBUSL

Acmemuson, yuzanpuo, 0omMnepudon, numozud u mepgeraour. CoodIIamIocs o
MOBBIIICHUHA YPOBHEW LM3aNpUAa Y NAUMEHTOB, NOJYYAIOIINX KIAPUTPOMHUILIMH
Y U3aMpU] OJTHOBPEMEHHO. DTO MOXET MPUBECTHU K YUIMHEHHUIO nHTepBaita QT
U TOSIBJICHUIO ApUTMHUKA, B TOM YHUCJIE JKEIyJAOYKOBOM TaxUKapAHH,
GUOPWILISAIUMK  JKETyJ0YKOB U JKENyIOYKOBOM TaxUKApJAUU TUIA «ITUPYITH
(torsades de pointes). IlogobHBIe >(PdEeKTHI OTMEYAINCh Yy NaIllMCHTOB,
MPUHUMAIOIIUX KIAPUTPOMUIIMH U MTUMO3U OJJHOBPEMEHHO.

Makponuabl BIHUSIOT Ha MeTaboinu3M TepdeHanuHa, BbI3bIBAsl MOBBIIICHHUE
ypoBHEUW TepdeHaarHa B KPOBHM, UYTO HHOT/IA COIMPOBOXKIAIOCH ApUTMUSIMH,
TaKUMH Kak yBenudeHue wuHTepBaia QT, kemyqoukoBasi TaxuKapius,
GuOpMIIALNSA KETYAOYKOB M JKETYJO0YKOBAas TaxUKapAWs THUIA «IIHPYIT»
(torsades de pointes). [Ipu mpoBeaeHnn UcciieoBaHus ¢ ydacTueM 14 310poBbIX
100pPOBOJIBLIEB, OTHOBPEMEHHOE TPUMEHEHUE KIIAPUTPOMULIMHA U TEpPEHATNHA
npuBeno K 2-3-X KpPaTHOMY YBEJIHUYEHHUIO YpPOBHS KHCJIOTHOTO METaboJuTa
TepdeHaguHa B CBIBOPOTKE KPOBH M yMJIMHEHHIO uHTepBana QT, 4Tto He
BBI3BAJIO KAKOTO-JIMO0 KIMHUYECKH 3HAaYUMOro 3 dekTa.

[TogoGHBIEe 3(]QexThl OoTMEYanuch W TPU OJHOBPEMEHHOM INPUMEHEHHH
acTeMM30J1a U JPYTHUX MaKpOJIUI0B.

Ipeomamun/oucuopo3peomamuH. ITocTMapKETUHTOBBIE HCCIIEIOBAHUS
MOKa3bIBAIOT, YTO OJIHOBPEMEHHBII IPUEM KIAPUTPOMUIIMHA U SProTaMUHa WU
JUTUAPOIProTaMrUHa MPUBOJUT K TOKCHUECKOMY JIEWCTBHIO CHOPBIHBH,
NPOSIBISIIOLIEMYCSI B BUJE CIla3Ma COCYJOB, MIIEMHUM KOHEYHOCTEW M JPYrUX
TKaHE, BKIIOYasg LEHTPAJbHYI0 HEpPBHYI cHucTeMy. OJIHOBPEMEHHOE
HasHauyenue npenapara KJIABEJI® u ankanonsoB CiopsIHEU HPOTHBOIIOKA3aHO.
Muoa3zonam onsa nepopanvrozo npumernenus. Ilpyu 0 THOBpEMEHHOM PUMEHEHUU
MUJa3zojamMa U KiaputpoMmuimHa B Tabnetkax (500mr nBa pasza B cytku), AUC
MUJa3zojamMa yBEJIMUYMIICS B 7 pa3 MOCIE MEepOopalibHOTO MpHEMa MUJa3zoiama.
OnHOBpeMEHHOE Ha3HAYEHWE MuJazojama JUisi IepopajibHOr0 MPUMEHEHUS U
KJIAPUTPOMHULIMHA TPOTUBOIIOKA3AHO.

Uneubumopvr  I'MI-KoA-pedykmaszvi. ORHOBpPEMEHHBIH MpHUEM Mpernapara
KJTABEJI® ¢ 10BacTaTHHOM WJIM CHMBACTATUHOM IIPOTHBOINOKA3aH, TAK KAK OHH
B 3HauMTeNnbHOM cteneHu Meradonusupytorcs CYP3A4, u ogHOBpeMeHHOE
JeYeHue KJIApUTPOMHUIIMHOM BBI3bIBACT YBEIMUYEHHE HX KOHICHTpAlMU B
I1a3Me, U3-3a Yero yBeJIMYMBAETCSl PUCK Pa3BUTHS MHUOIATUU U PabIoMHOIN3A.
Ectb cBeaeHuss o ciayyasx BO3HHUKHOBEHHUS paOaoMHoOiM3a y TNAallEeHTOB,
OJTHOBPEMEHHO MPUHUMABIINX KIAPUTPOMHUIIMH C JaHHBIMU cTaTuHamu. Eciu
npumenenus npemnapara KJIABEJI® HeBOo3MOXHO mH30€kXaTh, TO IPHEM
JoBacTaTMHAa WJIM CHUMBAcCTaTUHA HEOOXOAMMO TMPUOCTAHOBUTH HA BpEMs
npumeHenus npemnapara KIIABEJT®,

Cnexyer ¢ octopoxkHocThi0 HazHadaTh KJIABEJI® co cratmmamu. B ciyuae
ecld  OJHOBpPEMEHHOe mpuMeHenne npemnapara KJIABEJI® u  cratuHoB
HEN30€KHO, PEKOMEHAYyEeTCs Ha3HayaTh HAWMEHBIIYIO0 3aperuCTPUPOBAHHYIO



no3y cratuHa. Clienyer pacCMOTPETh BO3MOYKHOCTh HA3HA4YEHUs CTAaTHHA
KoTopeiii He Metabonmusupyercss CYP3A, Hanpumep, ¢iayBacTaTuHa.
HeoOxoquM MOHMTOPUHT COCTOSIHHSI TAIlMEHTOB C IENbI0  BBISBICHUS
MPU3HAKOB U CHMIITOMOB MUOTIIATHH.

Jlomumanuo

[IpoTHBONIOKAa3aH OJHOBPEMEHHBI NPHUEM KJIAPUTPOMHIIMHA C JIOMUTAIUIAOM
13-3a BO3MO>KHOCTH 3HAYUTEILHOTO TOBBILLIEHNS YPOBHS TPAaHCAMUHA3.

Brusnue opyaux nexapcmeennvix npenapamosé va KJIABEJI®

[Ipenapatsl, unaymupytomue CYP3A (nanpumep, pudamnuiuH, (GEHUTOUH,
kapOamaszenuH, ¢deHobapouTan, 3Bepo00il) MOTYT YCKOPUTH METa0O0IM3M
KJIAPUTPOMHUIIMHA. DTO MOXKET MPUBECTH K CyOTEepaneBTUYECKUM YpPOBHAM
KJIAPUTPOMULIMHA M CHIKEHUIO ero 3¢dexkTuBHOCTH. Kpome Toro, mMoxxer
noTpebOBaThCS OTCIEKHUBAHUE YPOBHEH JPYrHMX JEKapCTBEHHBIX CpPEJICTB,
uaaymupytrommx  CYP3A, KoTOopple MOTyT TOBBIIATBCS — BCIEACTBHE
uHruoupytomero pAeiictsus knapurpomuumHa Ha CYP3A (cm.  Takke
MHCTPYKIUIO M0 MEAUIIMHCKOMY IPUMEHEHUIO COOTBETCTBYIOLIETO0 HHTHOUTOPA
CYP3A4). OgnoBpemeHHbIi pueM pupadyTHHA U KIAPUTPOMULIMHA TPUBOIHII
K TOBBIIIEHUIO YpOBHA pu(aOdyTMHA ©  CHWKEHUIO  KOHIEHTPALUH
KJIAPUTPOMUILIMHA B CBIBOPOTKE C MOBBIIIEHUEM PUCKA YBEUTA.

Huoiceykaszannvle npenapamol 1usiiom uiu npeonosazaemcs, Ymo GIusiom Ha
KOHYeHmpayuio  K1apumpomMuyuHa 8  cvlgopomke  kposu.  Moowcem
nompeboeamvcsi  Koppekmuposka 003l npenapama  KJIABEJI®  unu
paccmompenue albmepHamueHbIX 8APUAHINOEG JIeYEHUs.

Apasupens, nesupanuw, pugamnuyun, pugadbymun u puganenmun. CUIbHBIC
WHYKTOPBI META00IU4YeCcKOi cucteMbl rutoxpoma P450, Takue kak rhaBupeHs,
HeBUpanuH, pudamnunuH, pudadyTuH U pudamneHTHH, MOTYT YCKOPSTH
MEeTa00JIM3M KIApUTPOMUIIMHA, TAKUM 00pa30M CHUXATh €ro KOHLUEHTPAIUIO B
mia3Me, OJJHOBPEMEHHO IOBBIIIAs KOHIIEHTPALUIO €r0 aKTUBHOTO MeTaboIuTa
(14-OH-knapurpomunmaa). Tak Kak MHKpOOMOJIOTHYECKAs aKTHBHOCTh
knaputpomuiiiia u  14-OH-xmapuTpomMuIiHa B OTHOIIEHUHM  Pa3TMYHBIX
OaKTepMil OTJIMYAETCSA, TO OJHOBPEMEHHBIH mpuem mnpemnapara KJIABEJI® u
UHIYKTOPOB (hepMeHTOB uToxpoma P450 MokeT mpensTCTBOBATh JOCTUKEHUIO
YKeJIaeMoro TepaneBTuIeckoro 3ddexra.

Ompasupun: llpu mnpueme 3TpaBUpPHHA, OSKCHO3ULUSA KIAPUTPOMHIIMHA
CHW)KACTCs, a KOHIIEHTpalus €ero akTUBHOro meradomura, 14-OH-
KJIApUTPOMUIIMHA, ToBbImaeTcsa. Tak kak 14-OH-xmaputpomuniia MeHee
akTUBeH B oTHomeHnn Mycobacterium avium kommuiekc (MAC), oOmas
3¢(dEeKTUBHOCTh Tpernapara B OTHOIIEHWH JAHHOTO TMAaTOreHa MOXET
u3mMeHutbes. [lo atoit mpuumne, s snedenuss MAC crenyeT paccMOTpPETh
aIbTEepHATUBHBIC BAPUAHTHI JICYCHUSI.

@Dnykonazon. OpnoBpeMmenHsii npuem 200 Mr ¢uaykoHaszona B aeHb U 500 mr
KJIApUTPOMUIIMHA ABAXJbl B JIeHb y 21 370poBOro J00pOBOJbIIA MPUBET K
TOBBIICHUIO  CPEOHEHN PAaBHOBECHOM MHWHUMAIIBHOM KOHLIEHTPALUU
kiaputpomuiinia (Cmin) u miomaan noj kpuBod (AUC) nHa 33% u 18%,
COOTBETCTBEHHO.



PaBHOBeCcHBIE KOHIIEHTpallMK aKTUBHOTO MeTadbonuta 14-OH-knaputpomuiiriHa
3HAYUTENIbHO HE U3MEHSUIHCH MPU OJTHOBPEMEHHOM MPUMEHEHUHU (DIyKOoHA307Ia.
Koppexkuus 10361 npenapata KJIABEJI® ne tpebyercs.

Pumonasup. iccnenoBanue papMakOKMHETHKHU MOKA3aJ0, YTO OJHOBPEMEHHBIN
npueM 200 Mr puTOHaBHpa KaKAple BOCEMb 4acoB KiapurpoMunuHa 500 mr
Kaxaple 12 4yacoB, NPUBOJUT K 3aMETHOMY CHIDKEHHIO MeTaboiau3ma
kiaputpomunuHa. [Ipu arom Cmax knapuTpoMuiMHa yBeauuwiack Ha 31%,
Cmin yBenuumiach Ha 182%, AUC yBenuuunacek Ha 77% mpu 0JHOBPEMEHHOM
HAa3HAYEHUM  PUTOHABHpPA. DBUIO  OTMEUEHO  NPAKTHUYECKH  IOJIHOE
uHruoupoBanue obOpazoBanus 14-OH-knaputpomuniaa. M3-3a  mmpokoro
TEpANeBTUYECKOTO JMAaNa3oHa yMeHbleHue m03bl mpemapata KJIABEJI® vy
NAlMEHTOB C HOPMaJbHON (yHKIMEH Movek He TpelOyeTcs. Y MalMeHTOB ¢
MOYEYHOM HEJIOCTATOYHOCTHI0 HEOOXOAMMa KOPPEKLUS 103bl: ISl MAIUEHTOB C
kiupencom kpeatunuHa (KK) 30-60 mu/mua o3y npenapata KJIABEJT®
HeoOxoaumo cHu3uth Ha 50 %. [ns manwentoB ¢ KK < 30 ma/Mun nosy
KJIABEJI® meobxommmo cum3uth Ha 75 %. Jlosel mpemapara KJIABEJI®,
npeBblIaomMe | r/1eHb, HEe CIeAyeT MPUMEHSATh BMECTE C PHUTOHABHPOM.
AHaNOruYHble KOPPEKTHUPOBKH J03bl CIEAYET MNPOBOAWTH Yy MNAaIlMEHTOB C
HapylieHueM (QYHKIMM TIOYEeK MpU TNPUMEHEHWU PUTOHABUPA B KayECTBE
(apMaKOKMHETHYECKOTO YCHJIUTENS] BMECTE C JIpyruMu HHruoutopamu BHY-
MpOTEa3bl, BKIKOYAsl aTa3aHaBUP U CAKBUHABHUP.

CYP3A-csazannvie g3aumoodeticmeus. OTHOBpEMEHHOE MPUMEHEHUE TIpenapara
KJIABEJI®, usBectHoro kax uuruburopa ¢gepmenta CYP3A, u mpemnapara,
nepBuuHO MeTrabonusupyromerocss CYP3A, MoXeT NMPUBECTH K IOBBIIICHUIO
KOHLIEHTpalUy IOCJIEJHEr0 B IUIa3ME€ KPOBHM, YTO, B CBOK OYEpPEIb, MOKET
YCWINTh WX TPOJJIUTH €T0 TeparneBTHUeCKUi 23PHEeKT 1 MoOOYHBIE PEAKIIUH.
Cuenyer coOII0aTh OCTOPOXKHOCTL NP IpuMeHennu npenapara KIIABEJI® y
NAlMEHTOB, MOJyYaloU[uX JIeKapcTBEHHbIE cpelacTtBa — cyoctparsl CYP3A,
OCOOEHHO €clu TOCIEAHUE UMEIOT Y3KUM TepaneBTUYECKH Juana3oH
(HampuMmep, kapOamMaszenuH) W/WUIM SKCTEHCHUBHO META0O0JM3UPYIOTCS ATUM
HH3UMOM.

MosxeT nmoHamoOUThCS M3MEHEHHE J03bl U, MO BO3MOXXHOCTHU, TILATEIbHBIN
MOHUTOPUHI  CHIBOPOTOYHBIX  KOHLEHTpalMil  JIEKAPCTBEHHBIX  CPEJNCTB,
merabommsupytomuxcss CYP3A y manueHToB, KOTOpbIE OJHOBPEMEHHO
npumensor KJIABEJT®.

M3BeCTHO WM IpeArnoiaraercs, 4ro CIAEAYIOIIHUE JIEKapCTBEHHBIE NPENapaThl
WM TPYyNObl TpernapaToB Merabonusupyiorcs omauM u teMm xe CYP3A
n30epMEHTOM:  alblpa3ojiaM, acTeMHU30J, KapOamaszemnuH, IHJIOCTa30dl,
UM3anpui, LUKIOCIOPHH, IU30MUPaMUJ, alKaJOWuAbl POXKKOB, JOBACTATHH,
METUJIPETHU30JI0H, MHAA30JIaM, OMEIpPa3oJl, MepopabHbIE AHTUKOATYJISHTHI
(Hanpumep, Bap(apuH, puBapokcabaH, anukca0aH), aTUITNYHBIE
AHTUTICUXOTUYECKHUE Mpenaparsl (HarpuMep, KBETHAIMH), TUMO3U, XUHUIWH,
pudabytus, cuiiaeHadguia, CMMBAcTaTUH, TAKPOJIUMYC, TeppeHaanH, Tpruazoaam
M BHUHOJACTUH, HO JTOT CHHUCOK He TOoJHBIA. [lomoOHBI MeExXxaHU3M
B3aMMOJICUCTBUSl OTMEUYEH IMpU MPUMEHEHUU (PEHUTOMHA, TEeOPWUUIMHA W



BaJILIIPOATa, KOTOpPbIE METaOOIM3UPYIOTCS APYTUM H30(DEPMEHTOM CHUCTEMBI
uuroxpoma P450.

Ilepopanvuvie anmukoazynsnmel npsamoeo Oeticmsuss (DOAC). Jlaburatpan u
pAoKcabaH  SBIAIOTCA  cyOcTparoM i NEpeHocuMKa OTToka  P-gp.
PuBapokcaban u ammkcaban meradommsupyrorcs depe3 CYP3A u Ttakke
ABIAIOTCA cyOcTtpatamu mis P-gp. Cnegyer mposiBISTH OCTOPOXKHOCTH IPHU
OJHOBPEMEHHOM Ha3HAYEHUU KJIABEJI® ¢ naHHBIMM areHTamu, OCOOEHHO
NAaIMEHTaM C BBICOKUM PUCKOM KPOBOTEUEHHS.

Anmuapummuiecxkue npenapamol.

B mocTtMapkeTHHTOBOM TMpakTUKEe 3a(UKCUPOBAHBI CIIy4aW KEIYyJI0YKOBOM
TaxyuKapJAuM TUIA «Iupy3T» (torsades de pointes) mpu 0JJTHOBPEMEHHOM IpHEMeE
KJIAPUTPOMUIIMHA U XUHUJAWHA UK AU30TUPAMUIA.

[Ipu oxnoBpeMenHoM npueme npenapara KJIABEJI® ¢ nannbIMu npenapatamu
pekoMmeHayeTcst mpoBoAUTh DKI -MOHUTOPUHT ISl CBOEBPEMEHHOTO BBISIBIICHUS
yauuaenus uarepsaia QT. Bo Bpems tepanuu npenaparom KJIABEJI® cnenyer
CJICAUTH 32 KOHIEHTPALUSIMU JAHHBIX MPEnapaToB B CHIBOPOTKE KpoBH. Takke
CYIIECTBYIOT COOOIIEHUS O CJIy4yasx THUIOTJIIMKEMUM TPU OJHOBPEMEHHOM
pueMe KJIApUTPOMHIIMHA U au3onupamuna. [lpu OJHOBpEeMEHHOM IpUEME
npenapata KJIABEJI® u musonupamuia cieayeT MOHMTOPUPOBATH yPOBEHD
TJTFOKO3bI B KPOBH.

Ilepopanvubie eunocnukemuveckue cpeocmea u uncyiut. llpu oqHOBpEMEHHOM
MPUMEHEHUU C OMPEACICHHBIMU TUIOTIMKEMHUYECKUMH CpPEICTBAMHU, TAKUMHU
KaK HATErJIMHUJ W PenarjuHul U Ipenapara KJIABEJI® mMoxeT HaOMOMaThCs
unruoupoBanve sH3uMa CYP3A KJIapuTpOMHUIIMHOM, YTO MOXET BBI3BATH
TUIIOTJIMKEMUIO. PEKOMEHyeTCsl TIATEIbHBI MOHUTOPUHT YPOBHS TJTIOKO3BI.
Omenpaszon. VIMeroTcsi pe3ysbTaThl HCCIEIOBAHHMS Ha B3POCHBIX 30POBBIX
JT0OPOBOJIBIIAX, KOTOPHIE MPUHUMAIN OJHOBPEMEHHO KiapuTpoMmuiuH (500 mr
Kaxple 8 yacoB) u omernpasoi (40 mr B aeHsn). [Ipu npueMe ogHOBPEMEHHO ¢
KJIADUTPOMULIMHOM OBIJIO OTMEUEHO YBEJIWYEHHE PAaBHOBECHOW KOHIIEHTpALUU
omenpasona B miazMe (Cmax, AUCO0-24 u t1/2 ysennuumuces Ha 30%, 89% u
34%, cootBercTBeHHO). CpenHee 3HaueHue Tmokazarenss pH 3a 24 yaca B
JKEJIyJKE COCTaBUJIO 5,2 MpU MpUEME OMENPa30Jia OTICIbHO U 5,7 MpHU mpUeMe
OMeEMNpa30Jia OTHOBPEMEHHO C KIAPUTPOMUIIMTHOM.

Cunoenachun, maoanagun u eapoenachun. Kaxaplii U3 ITHUX HHTHOHTOPOB
dochomamacTepazpl  MeTabONMM3UpYyeTCs, MO KpallHEeH Mepe, YacTUYHO, C
yuactueM CYP3A, a CYP3A wMoxer UHIHOMpOBaThCA OJHOBPEMEHHO
NpYHEMAeMbIM  KinapurpomuiHoM. OpHoBpemenHbli npuem KJIABEJI® wu
cwineHadwia, Taganaduia uau BapaeHapuIa MOXKET IPUBOIUTH K YBEITUYEHUIO
SKCTo3uIuK ~ uHTHOUTOpa  dochoamdcrepasbl. [lpu  TpuMeHEHUM  ATUX
npenaparos ogHoBpeMeHHO ¢ npenaparom KJIABEJI® cnemyer paccmaTpuBaTh
BOIIPOC O CHIKEHUU J103bl cuiieHaduia, Taganaduia uiu BapaeHaduia.
Teogunnun, xapbamazenun. Pe3ynpTaThl KIMHUYECKHX  MCCIEIOBAaHUN
MOKA3bIBAIOT, YTO MPHUCYTCTBYET HEOOJBIIOE, HO CTATUCTUYECKH 3HAYMMOE
(p<0,05) yBenuueHHe MUPKYJIUPYIOMIEH KOHIEHTpAUX TeoPWIIMHA WU



KapbamasenuHa Mpu OJHOBPEMEHHOM IMpHUEME JII000Tr0 U3 ATUX MpenapaToB C
KJIAPUTPOMHULIUHOM.

Tonmepooun. TonreponuH TIaBHBIM oOpa3oMm Metabonusupyercsa 2D6-
nzopopmoii uroxpoma P450 (CYP2D6). Onnako y mamuenToB 6e3 CYP2D6
meTtabomm3m mpoucxoauT depes CYP3A. B nmanHoll momymsiuu yrHeTEHHE
CYP3A npuBOAUT K 3HAYUTEILHOMY MOBBIIICHUIO MJIA3MEHHBIX KOHIIEHTpaIUn
ToNTepoanHa. JUJI1 TakUX MNallMEHTOB IMOHWKEHHUE JI03bl TOINTEPOAMHA MOXKET
ObITh HEOOXOJIMMBIM TpHU ero npuMeHeHuu ¢ unruoutopamu CYP3A, Takumu
kak KJIABEJI®.

Tpuazonobenzoouazenunvl (Hanpumep, AINPaA3oNam, MUOA30]aM, MPUAOIAM,).
[Ipyn ogHOBpEeMEHHOM Ha3HAYEHUM MHAa30jlaMa U TabJIETOK KIApUTPOMHUIIMHA
(500 mr gBaxasl B neHb), AUC mmpazonama yBelauuuMBasiach B 2.7 pasa mnpu
BHYTPMBEHHOM BBEACHUU MHAa3onama. [Ipu BHYTpUBEHHOM MPUMEHEHUU
MyjazoigamMa C  KJIQpUTPOMHUIMHOM  CIIEAYyEeT MPOBOAMTH  TINATEIbHBIN
MOHUTOPHUHT COCTOSIHUS MALMEHTA ISl CBOEBPEMEHHOW KOPPEKLUHU J03bI.

[Ipy oOpoMyKO3aJIbHOM MyTH BBEIEHUS MHUAA30JIaMa MOXET HCKII0YaThCA
IpEeICUCTEMHAs AJIMMUHALMS Tpernapara, 4To Hauboyiee BEPOSITHO NMPHUBEAET K
B3aMMOJIEUCTBUIO MOJOOHOMY TOMY, KOTOPO€ HabJt01aeTcsa MpU BHYTPUBEHHOM
BBEJICHUH MHJ1a30J1aMa, a HE MPU EPOPaTbLHOM.

Crnenyer coOmroaaTh T€ € Mepbl MPEIOCTOPOKHOCTH NPU MPUMEHEHUH APYTHX
O0eH30/11a3enuHOB, KOTopble MeTabomm3upyroTes CYP3A, Bkiodas Tpuazosiam
U anerpasonam. s GeH30/1Ma3eMUHOB, TIMMUHAILIAS KOTOPHIX HE 3aBUCHUT OT
CYP3A (temazenam, HuUTpasenam, Jopasernam), pa3BUTHE KIMHUYECKU
3HAYMMOTO B3aUMO/JICHCTBUS C KIIAPUTPOMHULIMHOM MaJIOBEPOSITHO.

HMeroTcsi MOCTMAapKETUHTOBBIE COOOIIEHUS O JIEKAPCTBEHHOM B3aMMOICHCTBUU
U Pa3BUTUU MOOOYHBIX SIBICHUW CO CTOPOHBI IEHTPAIbHONW HEPBHOW CUCTEMBI
(TakMX KakK COHJMBOCTh W CIYTAHHOCTh CO3HAHUS) MPU OJHOBPEMEHHOM
NPUMEHEHUN KJIApUTPOMUIIMHA U Tpuaszojama. Crenyer HaOmogaTh 3a
COCTOSIHUEM NalMEeHTa, YUYUTHIBas BO3MO>XHOCTh YBEJIIMUCHUS
bapmaxosiorunyeckux 3pdextoB co cropons [THC.

Bzaumooeticmsue ¢ Opyeumu nexapcmeeHHbIMU Npenapamamu

Konxuyun. Konxuuun siBisietcst cyoctparom kak ayist CYP3A, tak u s 6enka-
nepeHocunka P-rnmukonporenHa (Pgp). M3BecTHO, YTO KIAPUTPOMHULIMH U
npyrue Makponuabl sBisitorcss naruonropamu CYP3A u P-rmukonporenna. B
claydae OIHOBPEMEHHOro mnpuMeHeHus mpemapara KJIABEJI® u konxuiuHa
WHTHOMpOBaHWE KIApUTPOMUIIMHOM P-rmmkonporenna w/mimum CYP3A moxer
MPUBECTH K YBEJIWYEHUIO SKCIO3UIMHU KoJXulMHA. OJIHOBPEMEHHBIN MpHeM
npenapata KJIABEJI® 1 KOJIXUIMHA IPOTHBONOKA3aH.

Huecoxcun.  JlurokcuH cumrtaercs cyoctpaToM — Oenka-mepeHocuuka - P-
rinukonpotenHa (Pgp). I3BecTHO, YTO KIAPUTPOMHUIIMH CIOCOOEH yrHeTaTh Pgp.
[Ipyn ogHOBPEMEHHOM NMPUMEHEHUU KIAPUTPOMUIIMHA U JUTOKCUHA, YTHETCHUE
Pgp KIapUTPOMUIIMHOM MOXET TPUBECTH K TMOBBIIICHUIO AKCIO3UIIUU
nurokcuHa. IIpy mocTMapKeTHHrOBOM HaOMIOAEHUU COOOIIANOCh O MOBBIIICHUH
KOHIICHTpAIIMi JUTOKCHMHA B CBIBOPOTKE KPOBHM TMAIMEHTOB, IOIYYarOIINX
KJIAQPUTPOMHULIMH OJHOBPEMEHHO C JIMTOKCMHOM. Y HEKOTOPbIX MallMeHTOB



pa3BWJIMCh NPU3HAKA  JUTHTAINCHOW  WHTOKCHKAllMM, B TOM  YHUCJE
NOTEHIMAIbHO (aTasibHble apuTMuu. Creayer TIIAaTeabHO KOHTPOJIUPOBATH
KOHLIEHTpalM JUIOKCHHA B CHIBOPOTKE KPOBU IMALMEHTOB, MOJIyYarOlIUX
nurokcut u KJIABEJI® oqHOBpEMEHHO.

3uooeyoun. (OIHOBPEMEHHBI NEPOPAIbHBIA MPUEM KIAPUTPOMHUIIMHA B
TableTkax M 3uAO0ByAMHA B3pocibiMu BUY-unuimpoBaHHBIMU MallMEHTaMU
MOKET MPUBECTH K CHMKCHHIO PAaBHOBECHOW KOHILIEHTpalUWW 3UJ0BYyAHHA. B
cea3u ¢ TeMm, uto KJIABEJI® mnpemsarcTByer aGcopOIMU  OXHOBPEMEHHO
Ha3HAYEHHOTO MEPOPaJbHO 3UAOBYJHMHA, 3TOTO B CYIIECTBEHHOW CTEIEHU
MOKHO U30€KaTh MyTeM COOMI0AeHUS 4-4acOBOr0 MHTEpPBAJIa MEXKIy pUeMaMU
KJIApUTPOMULIMHA W 3UJIOBYAWHA. J[aHHOE B3aMMOJECHCTBUE HE BO3HUKAET Yy
BUY-undunupoBaHHbIX AETEH, MOJYyYAIOMIMX CYCHEH3UI0 KIAPUTPOMUIIMHA
OJTHOBPEMEHHO €  3HWJIOBYJAMHOM  WIM  JUJACOKCUMHO3MHOM.  Takoe
B3aMMOJICUCTBHE MAJIOBEPOSTHO B CIy4yae HaA3HAYEHUS KIIAPUTPOMHUIIMHA B BUJIE
BHYTPUBEHHON UH(Y3UU.

Denumoun u 6anrbnpoam. bblUA CIIOHTAHHBIE WK Oy OJIMKOBAHHBIE COOOIICHUS
o B3auMmozeiictBuu uHruoutopoB CYP3A, Bkioyas KIapUTPOMHULIMUH, C
JIEKapCTBEHHBIMU CPEJCTBAMHU, KOTOPBIE HE CUUTAIOTCA METa0O0JIU3HPYEMBIMU
CYP3A (manpumep, (eHUTOMHOM U BaiblpoaroM). Ilpu omaHOBpeMEHHOM
Ha3sHAYEeHUW Takux mpenapatoB ¢ mnpenaparom KJIABEJI® pexomenmayercs
IPOBOJIUTH ONPEJECIIEHNE UX YPOBHS B ChIBOpOTKe. C000111a710Ch 00 yBEINYEHUH
KOHLIEHTPALy 3TUX IIPENApaTOB B CHIBOPOTKE.

Jlomutanua. OJHOBPEMEHHBIM IPUEM KIAPUTPOMHULIMHA C JIOMHTAIIHIOM
IIPOTHUBOIIOKA3aH M3-3a BEPOSTHOTO MOBBIILIEHNS YPOBHS TPAaHCAMHUHA3.
/Jleycmoponne nanpasieHubie 1eKapCmeeHHble 83aUM0O0eUCmaus.

Amazanasup. ATazaHaBUp W KIAPUTPOMUIIMH SIBJISIOTCS cyOcTpaTamMu |
unruoutopamu CYP3A. EcTh moarBepkJieHHE ABYCTOPOHHE HAIPaBICHHOIO
B3aUMOJICUCTBUS MEXAYy ATUMHU mnpenaparamu. OJHOBPEMEHHOE MPUMEHEHHE
kiaputpomuninHa (500 Mr ABa pasa B JieHb) ¢ atrazaHaBupom (400 Mr oauH pa3 B
JI€Hb) MPUBOAWIO K YBEIMYEHHUIO SKCIO3WLMU KIApUTPOMHUIMHA B JIBa pasa,
cHIKeHuto 3kcno3unmu 14-OH-knaputpomurnaa Ha 70% u yBenuuenuo AUC
atazaHaBupa Ha 28%. MWM3-3a MmHMPOKOTO TEPANEBTUUECKOrO JUana3oHa
cHkenne 10361 npenapata KJIABEJI® y nanueHToB ¢ HOpMaabHOM QyHKIMEH
nmoyek He Tpebyerca. s MmalMeHTOB CO CpPEIHEH CTENEeHBI0 ITOYCUHOM
HEJI0CTaTOYHOCTU (KiupeHc kpeatnHuHa oT 30 mo 60 mu/mMuH) 103a mpenapara
KJIABEJI® nomxna ObITh cHmkeHa Ha 50%. JIIs8 NalMEHTOB C KIMPEHCOM
kpeatnauHa MeHee 30 mu/muH gosa npenapata KJIABEJI® momksa OBITH
CHMKEHa Ha 75% IyTeM MCHOJB30BaHMS COOTBETCTBYIOIIEH JIEKAPCTBEHHOU
dopmbr.  To3er KIIABEJI® Beime, uem 1000 Mr B CyTKM HE CIEAYET NPUMEHSTH
OJIHOBPEMEHHO C UHTMOMTOpPAaMU MTPOTEA3bI.

brnokamoper  kanvyuesvix rananos. W3-3a pucka pa3BUTUSA aApTEPUATBHOU
TUIIOTEH3UH CIIEAYET C OCTOPOKHOCTLIO npuMensaTs KIIABEJI® oxHoBpeMeHHO
c OyokaropamMu KaJbLIMEBBIX KaHanoB, Metabonusupyommmucs CYP3A4
(HanpuMmep, BepanaMuil, aMJIOAUINH, AuiTrazem). [Ipu B3auMoaeiicTBuM MOryT
MOBBIIIATHCS  TUIA3MEHHBIE KOHUEHTPALMM KaK KJIApUTPOMHUIIMHA, TaK M



0JIOKaTOPOB KaJbIIMEBBIX KAaHAIOB. Y MAlMEHTOB, MOJYyYaBIINX KIAPUTPOMULIMH
U BepamamMmil OJHOBPEMEHHO, HaOJIOAANUCh apTepuanbHas THUIOTEH3US,
OpauapuTMUS U JaKTOALU]I03.

HUmparonason. VTpakoHa3onl W KIAPUTPOMHUIIMH SBISIIOTCS cyOcTparamMu H
uaruoutopamu  CYP3A, npuBoas K  JIBYCTOPOHHE  HAIPaBICHHOMY
JEKAPCTBEHHOMY  B3aMMOJEWUCTBUIO. KilapuTpoMuIMH MOXET IOBBIIIATH
IUIa3MEHHBIE YPOBHM MTPAKOHA30J1a, TOI/A KaK HWTPAKOHA301 MOXET
YBEJIMYMBAaTh YPOBHU KIAPUTPOMHUIIMHA B Iuia3Me KpoBu. llpu mpumeHeHuu
urpakonasona u KJIABEJI® omHOBpEMEHHO NALMEHTHI MOIDKHBI HAXOIUTHCS
NoJi TPUCTAIbHBIM HAONIOACHUEM Bpauya Ui BbBIABICHUS TMPOSBICHUU W
CUMIITOMOB YCHJIGHHOTO WJIM MPOJIOHTMPOBAHHOTO (PapMaKoJIOTHYeCcKOro
ahdexkra.

Caxeunasup. CakBUHaHUpP U KIAPUTPOMUIIMH SBISIIOTCS cyOcTparaMu H
uaruoutopamu CYP3A, u ecTh NoATBEpKIEHUE ABYCTOPOHHE HAIPABICHHOTO
B3aUMOJICHUCTBUSA MEXy dTHUMU npenaparamu. MccnenoBanne Ha 12 370pOBBIX
T0OPOBOJIBIIAX TOKA3aJI0, YTO OJHOBPEMEHHBIN mpuem kiaaputpomuiinHa (500
MT J[Ba pa3a B JICHb) U CaKBHHaBHUpa (B MATKUX >KEJIATMHOBBIX Karicyinax, 1200
MTI TPH pa3a B JICHb) BbI3BIBAET YBEJIMYEHUE paBHOBECHBIX moka3ateneilt AUC u
Cmax cakBuHaBupa Ha 177% n 187% 1o cpaBHEHUIO C MPUEMOM CAKBHUHABHPA
ornenbHO. AUC n Cmax KiIapuTpOMHIIMHA YBEIMYWIACH TpuMepHO Ha 40% mo
CPaBHEHHIO C MOKa3aTesiMU, HaOII0IaBIIMMUCS MPU MpUEMe KIapUTPOMULIMHA
ornenbHO.  Her  HeoOXOOMMOCTH  KOpPPEeKTHpOBaTh  J03bl, €cid  oba
JIEKapCTBEHHBIX CPEACTBA NPHUMEHSIOT OJHOBPEMEHHO HA MPOTSHKCHHUU
OTPAaHMYCHHOTO TIPOMEXYTKAa BpPEMEHH H B  HCCICIOBaHHBIX  J103ax/
JeKapCTBEHHbIX  ¢opMax. Pesynbrarel UCClEIOBaHUS  JIEKAPCTBEHHOTO
B3aUMOJICUCTBUS C NPUMEHEHHEM MSTKUX JKEJATHHOBBIX KalCyJl MOTYT HE
COOTBETCTBOBATh d(PPeKTam, HaOMIOJAIOIUMCS TP NTPUMEHEHUN CAKBUHABUPA
B (¢opMe TBEpAbIX JKETATUHOBBIX Karcyl. Pe3yiabTaThl HCCIEI0BaHUS
JIEKapCTBEHHOI'O B3aUMOJICUCTBUSI C MPUMEHEHUEM TOJBKO CaKBUHABHUPA MOTYT
HE  COOTBETCTBOBAaTh  »(@dexraM,  HaOMONAOIMIMUMCS  NpU  TEparnuu
cakBUHaBUpOM/puToHaBUpoM. Korjga cakBUHABUp MPUMEHSIOT BMECTE C
PUTOHABUPOM, HEOOXOJMMO YUYUTHIBaTh BO3MOXKHbIE d(P(EKThl pUTOHABHpA HA
KJIAPUTPOMHULIMH.

T'uopokcuxnopoxun u xnopoxun. KnapuTpoMHULUH CJEIyeT HCIOJIb30BaTh C
OCTOPOKHOCTBIO y MAIlMEHTOB, IOJIYYArOIIUX 3TH Ipenaparsl, KOTOpbIE, Kak
U3BECTHO, YMIMHAKT HHTEpBal QT w3-32 NOTEHUMAIBHOM BO3MOYKHOCTH
BbI3BaTh CEPJCUHYI0 APUTMHUIO M CEpbe3Hble HEOJAronpUATHBIE CEPICYHO-
COCYIUCTBIE COOBITHS.

[IpumeHeHne KIapUTPOMHMIIMHA TaK)K€ MPOTUBONOKA3aHO IIpU  IPUEME
TUKarpenopa, uBabpajanHa U paHOoJa3uHa.

Kopmurxocmepouowi. Crietyer co0yirogaTh OCTOPOXKHOCTh MPU OJTHOBPEMEHHOM
NPUMEHEHUU  KJIAPUTPOMHUIIMHA C CHUCTEMHBIMHM W  HMHTaJSUOHHBIMU
KOPTUKOCTEPOUIaMH, KOTOPhIE METa0OIM3UPYIOTCs TpeumyiiectBeHHo CYP3A
13-32 TOTEHIMAIBHOTO YCUJIEHUS] CHCTEMHOTO BO3/IEUCTBUS KOPTUKOCTEPOUIOB.
[Ipy OIHOBpEMEHHOM NPUMEHEHUH NAIMEHThl JOJDKHBI HaXOOUThCA IO



NPUCTAIBHBIM ~ HAOMIOACHUEM Ha TPEIMET HeXelaTelbHbIX A(PQPEeKToB
CUCTEMHBIX KOPTUKOCTEPOUIOB.

Cneyuanvnsie npedynpesxcoeHus

Bo epems bepemennocmu unu nakmayuu

be3omnacHoCTh KIIapUTPOMHIIMHA BO BpeMsi OEpEeMEHHOCTH HE ycTaHoBieHa. [1o
51O} mpuunHe, npuMenenue npenapara KIIABEJI® Bo BpeMs OepeMEHHOCTH He
pEKOMEeHTyeTcsi 6€3 TIIATEeIbHOTO aHAIN3a COOTHOIICHUS TOJIb3bl U PUCKA.

Her pmammeIx o OesomacHoctu mnpenapata KJIABEJI® npu  rpymHOoM
BCKapMJIMBaHUU. KIIapuTpOMULIMH BBIBOJIUTCS] C MATEPUHCKUM MOJIOKOM.
OcobenHocmu  61usAHUA ~ nNpenapama  HA  CNOCOOHOCMb  YHPABIAMb
MPAHCNOPMHBIM CPEOCMBOM UNU NOMEHYUATILHO ONACHbIMU MEXAHUIMAMU
JlanHble O BIMAHUM KJIAQPUTPOMHUIMHA Ha CIHOCOOHOCTb  yHPAaBIATh
TPAHCIIOPTHBIMU ~ CPEACTBAMH M MEXaHU3MaMu OTCYTCTBYHOT. llepen
YIPABICHUEM TPAHCIOPTHBIMM CPEACTBAMM M  MEXAaHM3MAMH  CIEAYET
IIPUHAMAaTh BO BHHMAaHUE BO3MOXXHOE BO3HUKHOBEHHE T'OJIOBOKPYKEHUS,
BEPTUTO, CIIyTAHHOCTHU CO3HAHUS U JE30PUEHTALMH, KOTOPHIE MOTYT BO3HHUKATH
npu npuMeHennu npenapara KJIABEJI®.

PexoMeHnganum no npuMeHeHuI0

Pestcum oo3upoeanusn

OObIYHAsI pEKOMEHI0BaHHAs /1032 KJIapuTpoMuliHa — 250 Mr 1Ba pas3a B CyTKHU.
[Tpu Oonee TsKeNbIX MHPEKIUAX T03UPOBKA MOKET ObITh yBeauueHa 10 S00 mr
JBa paza B JeHb. [IpoIOMKWUTENBHOCTh JICUCHUS cOCTaBisieT S5—14 naHen,
UCKJIIOYasi JIeueHUe BHEOOJbHUYHON NMHEBMOHMM M CHHYCHUTA, JUIsI KOTOPBIX
Tpebyercs 6—14 nueii.

MukobaxmepuanvHvle uHpexyuu

PexomeHnmyemast g03a i B3pPOCIBIX C MHUKOOAKTepuUalbHOW WH(DEKIHUEH
coctaBimsier 500 mMr 2 pasza B cytku. Jleuenme nuccemmHupoBaHHBIX MAC-
uHpexknuit 'y OonbHbix CIIM/loM AOMKHO MpoIoJBKaThes 10 TeX MOp, MOKa
JNEMOHCTPUPYETCSl  KJIMHMUYECKMA M MHUKpoOHoJornyeckuit  3ddexr.
KnaputpoMuliuH  clielyeT HWCHOdb30BaTh B COYETAHUU C  JAPYTHUMHU
AHTUMUKOOAKTEepUaIbHBIMU MpENapaTamH.

Jleyenue Apyrux HETYOEPKYJIE3HBIX MHUKOOAKTEPUATBHBIX HH(EKIIMHA CIIEeTyeT
IIPOJIOJIKATh [0 YCMOTPEHMIO JIEUAIEro Bpaya.

Hoza mns npodunaktuku MAC: Pexkomenayemasi 103a KIapuTPOMHUIMHA Y
B3pociibix coctaBiseT 500 Mr 2 pa3a B CyTKH.

IApaouxayus H. Pylori

Y manuMeHToB ¢ TENTUYeCKOW s3Boi, BbI3BaHHOW H. Pylori-undexiuei,
KJIADUTPOMULIMH MOKET Ha3HayaTbcs B no3e 500 mr 2 pasa B CyTKH B
KOMOMHAIIMK C APYTMMH HEOOXOJMMBIMH aHTUMHUKPOOHBIMU Mpenaparamu u
WHTMOUTOpaMU MPOTOHHOW MOMIBI B TeueHue 7-14 nHel B COOTBETCTBUU C
HAIlMOHAIBHBIMUA WJIM MEXKIYHAPOAHBIMU PEKOMEHJIAUUAMU 1o 3paaukauud H.
Pylori.

OcoOble rpynnel NaNMEHTOB



Jlemu

[IpumeHeHue KinapuTpoMHLIMHA B (opMe TaOJIETOK, y AeTell B Bo3pacTe A0 12
ner He m3ydanock. Iloaromy nmersm B Bo3pacre 12 jier m muaamie ciemyer
MPUMEHSTh MNEAUATPUYECKYIO CYCIECH3UI0 KIAPUTPOMUIIMHA (TpaHyJsbl IS
MEPOPAIBHON CYCIIEH3UN).

KJIABEJI®, 500 Mr, mpoTMBONOKa3aH AETAM M IOAPOCTKaM 10 18 e,
VUYUTHIBASI HAJIMYKE B €70 COCTABE KPACUTENS - XMHOJMHOBBIN JKEITHIH.
llayuenmul ¢ noueyHot HeAOCMAMOYHOCMbIO

VY nanuMeHToB ¢ MOYEYHOW HEAOCTATOUYHOCTBIO C KIIMPEHCOM KpEaTMHHUHA MEHEE
30 mu1/MUH, 103y KJIAPUTPOMHIIMHA CIIETyeT YMEHBIIUTh HAMOJIOBUHY, T.€. 250
MI OAWH pa3 B jeHb uiau 250 Mr gBa pasa B JeHb IpH 0OoJiee TsHKENbIX
HHPEKIMIX.

Ilayuenmul ¢ neueHOUHOU HEOOCMAMOYHOCBIO

[TaniieHTH ¢ TOYEYHOM HEAOCTATOYHOCTHIO YMEPEHHOW CTEeNeHH (KJIUPEHC
kpeatrnarHa 30—60 MII/MUH) B KOPPEKIIUH 1036l HE HYKIAIOTCS.

Memoo u nymo 66edenus

[IepopasibHO

Jlnumenvrnocmo neuenus

[Tpo10IKUTENBHOCTD Kypca JICUEHHSI ONPEACIIIETCS BPAUYOM.

Mepwl, Komopwvie Heo0X00UMO NPUHAMD 6 CIyUae nepedo3uposKu
Cumnmomur: CylmIECTBYIOIIME OTYETHl MOKA3BIBAIOT, YTO MPHU MNEPOPATIBLHOM
npuemMe  OOJIBIIOTO  KOJIMYECTBA  KIAPUTPOMHUIIMHA  CJIEIYET  OXHUAATh
HEXKEJIATEIbHbIE PEAKI[MU CO CTOPOHBI KEITyJAOYHO-KHUIIEYHOro TpakTa. EcCTh
CBEJICHUSI 00 OJHOM TMAaIlMeHTe C OWIMOJSPHBIM PACCTPOWCTBOM B aHaAMHE3E,
KOTOPBIM MPUHSIT § TPaMMOB KJIAapUTPOMHUIIMHA, MOCIE€ YETO Yy HEr0 BO3HUKIIO
U3MEHEHHE  TICUXMYECKOIO0  COCTOSIHMSI, MapaHOMJAIbHOE  IOBEICHHE,
TUTIOKAJIMEMHUS U TUTIOKCEMUS.

Jleuenue: IloOOYHBIE pEAKUUHU, COMPOBOXKIAIOLIME IEPEIO3UPOBKY CIEAYET
JICYUTh IMyTEM HEMEIJICHHOW JJIMMHMHALIMK HeaOCOpOHMpPOBAaHHOrO MpernapaTta u
nojjepkuBarome tepanuu. Kak W B OTHOIIEHUH JAPYrUX MAaKpOJIHJIOB,
MaJIOBEPOSATHO, YTO TFEMOAMAIIA3 WM NEPUTOHEATbHBIN AUAINA3 CYIIECTBEHHO
BIIMSIOT HA COJIEPKaHUE KIIAPUTPOMHUIIUHA B CHIBOPOTKE KPOBHU.

Pexomenoayuu no ooOpawienuio 3a KoHCyabmauyuen K MeOUUUHCKOMY
PAOOMHUKY 0714 Pa3bACHEHUA Cnocoda NPUMEHEHUA J1eKApCMEEeHHO20
npenapama

[Ipy BO3HMKHOBEHHHM BONPOCOB IO MpHEMY [penapara pPEKOMEHIOBAHO
00paTUThCS 32 KOHCYJbTAlUCH K MEIUIIMHCKOMY PaOOTHUKY JUIsl Pa3bsiCHEHUS
crioco0a MpUMEHEHHS JICKaPCTBEHHOTO Mperapara.

Onucanue HeKeJATeJLHBIX PpPeakluil, KOTOpble MNPOSBJISIOTCH IPH
crangapTaoM npumenenun JIII u Mepbl, KOTOpBIE CiIeAyeT NPHUHATHL B YTOM
ciryqae

Ouenv uacmo

- pneOHUT B MeCTE BBECHUS



Yacmo

- OeccoHHULA

- TOJIOBHAs 00JIb

- TCTEB3US

- BazoquiIaTanus’

- TOIITHOTA, OOJIb B )KUBOTE, PBOTA, TUCTICTICHS, THAPES

- OTKJIOHEHUE OT HOPMBI ()YHKITMOHATBHBIX TECTOB MEUYCHU

- CBITlb, TUTICPTHIPO3

- 6OJIb B MECTE BBEJECHHSA , BOCIIAJIEHHUE B MECTE BBEICHHUSA'

Heuacmo

- HEJUIIONNT., KAaHAUI03, TaCTPOIHTEPUT?

- nHpeKuus®, BaruHanbHas nHQEKIus

- neiikonenys, Helitponenus’, TpoMbonmTEMUS, 203UHO QMU

- aHA()UIAKTOM/IHBIE PEAKLIUK, THIIEPYYBCTBUTEIEHOCTD

- aHOPEKCHUs, CHIDKEHHUE aIlleTuTa

- TPEBOKHOCTbh, O€CTIOKOMCTBO U Bo36y>1<)1eHHe3

- IOTEps CO3HAHUS', IUCKUHE3HAL, TONIOBOKPYKEHHE, COHIIMBOCTD, TPEMOP

- BEpTUTO, YXYIIICHUE CITyXa, 3BOH B yIIIax

- OCTaHOBKa cepaua’, puOpumnsmus npeacepauiil, ynnmnnenue uarepsana QT Ha
OKI', 5KCTpacuCTONBI!, OLyLEHHE CepLeOUeHHs

- acTMal, HocoBOE KPOBOTEUEHHUE, 5MOONIHUS COCYI0B JIETKUX

- 330¢arut?, racrposzodareanbHas peroKcHas G0Ie3Hb%, FACTPUT,
IPOKTAJITHsA?, CTOMATHUT, TJIOCCUT, B3yTHE )KUBOTa”, 3a110p, CyXOCTh BO PTY,
OTPBIKKA, METEOPU3M

- xonecras*, renatut?, noseimenue yposus AJIT, ACT, ITT'T*

- OyJUIe3HBIH JepMATUT?, 3y/1, KPAIIMBHHUIIA, MAKyJI0-TIaIlyJIE3HAs ChIIb
- MBIIIEYHBIE CIA3MBI°, CKEJIETHO-MBIILICYHAS PUTHAHOCTE., MUAITUs?
- MIOBBIIIEHUE KPEaTHHUHA KPOBH Y, TIOBLINICHAE MOYEBUHBI KPOBH '

- HeoMoranue?, mixopaaka®, actenus, 6016 B rpyau®, 030004, ycTanocts’

- H3MEHEHHME COOTHOIIEHUS adbOyMHUH-TJIOOYIMH!, TOBBHINIEHHE YPOBHS
men0uHol Gocarassl B KPOBH?, NOBBILICHUE YPOBHS JIAKTATAETUAPOreHA3bl B
KpoBH*

Heuzsecmno

- ICEBJIOMEMOPAHO3HBIN KOJIUT, POKUCTOE BOCIIAJICHUE

- arpa”yJIoOIHUTO3, TPOMOOIIUTOTICHUS

- aHa()UITAKTUIECKHE PEaKIlii, aHTHOHEBPOTHUECKHUI OTEK

- ICUXO03bl,  CIYTAHHOCTh  CO3HAaHWs,  JICTIEPCOHAIM3AIMS,  JCTpeccHus,
JI€30pUEHTAITHS, TAJUTIONWHAIIAH, KOITMAapHbBIC CHOBUICHHSI, MAHUS

- CYZIOpOTH, areB3usi, MapOCMUsl, aHOCMHUSI, TAPECTE3HS

- TIOTeps Ciryxa

- IUpY3THAs JKeIy0uKoBas Taxukapaus (torsades de pointes), xenymaoukoBas
TaxuKapaus, GUOPUIALUS KETYI0UKOB.

- reMopparus

- OCTpBIN MTAaHKPEATUT, N3MECHECHHE IIBETA SI3bIKa, N3MCHEHHE IIBETa 3y0OB

- IEYEHOYHAsI HEIOCTATOYHOCTh, IeMaTOICILTIONIAPHAs KENTyXa
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- cunapom CtuBeHca-/[)KOHCOHA, TOKCHYECKUH SHUIEpMajbHbI HEKPOJIN3,
MEANKAMEHTO3HAasT KOKHasl peakivs, KOTOpas COMPOBOXKIACTCS I03MHODUIHECH
u cucteMHbiMH nposieiieHusamMu (DRESS), akue

- pabaoMuonus?”, MEONIATHS

- IOYEYHAas HeJIOCTATOYHOCTh, UHTEPCTULINATBHBINA HEPPUT

- MOBBIIIEHUE MEXIYHAPOJHOTO HOPMAJIM30BAHHOIO OTHOLIEHUS, YBEIMYECHUE
IPOTPOMOMHOBOI'O BPEMEHH, U3BMEHEHHUE LIBETA MOYHU.

*B HEKOTOPBIX COOOLIECHUAX O PaOJOMUONIN3E KIAPUTPOMULIMH ObLT Ha3HAuY€H
OJHOBPEMEHHO C JPYIMMH JIEKApPCTBEHHBIMU IHIperapaTamM, O KOTOPBIX
U3BECTHO, YTO OHM aCCOLMUPYIOTCA C PpabJOMHUONM30M (TaKM€ KaK CTaTHUHBI,

bulpaThl, KOJIXUIMH WIH AJJIONYPUHOI).

L COO6H_I€HI/I5I 0 HEXKECJIATCIbHBIX PECAKIIUAX OBLIIH TOJBKO JJIsA Q)OpMBI BBIITYCKa IMOPOHIOK IJIA
MPUTOTOBJICHUS PAaCTBOpA JIJIst HHPY3UH.

2 COO6H_I€HI/I$I 0 HCIKCJIAaTCJIIbHBIX PCAKIUAX OBLIN TOJIBKO JJIA (1)0pr1 BBIITYCKa Ta0IEeTKH
MIPOJIOHTUPOBAHHOTO JEHCTBUSI.

3 COO6H_[€HI/IH 0 HCXKCJIATCIIbHBIX PCAKIUAX OBLIN TOJIBKO JJIA (1)0pr1 BBIITYCKA I'paHyJIbl AJIsA
IMPUT'OTOBJICHUSA CYCIICH3UU IJIA IIPpUEMA BHYTPb.

4. COO6H_I€HI/I$I 0 HCKCJIAaTCIIbHBIX PCAKIUAX OBLIN TOJIBKO JJIA (1)0pr1 BBIITYCKa Ta0IeTKH
HEMEIJICHHOTO BBICBOOOKICHUSI.

O)KI/II[aeTCH, YTO 4aCTOTa, THII N TSXKCCTh HCXKCIATCIbHBIX pCaKHI/Iﬁ y I[CTGIZ TAKHUC KEC, KaK Y
B3POCIIBIX.

Ilayuenmul ¢ HapyuieHuem UMMYHHOU CUCTEMbL

Y oOompHbix CIIW[JoM u npyrux MNalMEeHTOB C HapyIIEHHWEM WMMYHHON
CHUCTEMBI, NPUMEHSBIIMX BBICOKHE JIO3bl KIAPUTPOMHIIMHA B TEUYEHHUE
JUTUTEILHOTO BPEMEHHU JJIs JICUCHUS MUKOOAKTepUalIbHBIX HH(EKIINM, HE BCeraa
MOYHO OTJIMYUThH MOOOYHBIC PEAKIMH, CBSI3aHHBIC C MPUMEHEHUEM Mpenapara, u
CUMIITOMbI OCHOBHOT'O WJIM COMYTCTBYIOIIMX 3a00JI€BaHUM.

VY B3pocCIbIX OOJIBHBIX, KOTOPHIE MOJyYadud KIAPUTPOMHIIMH B CYTOYHOM J103€
1000 Mr, HamboJiee YACTHIMU HEXKENATENbHBIMU 3PQdeKTamMu ObUIM TOILIHOTA,
pBOTa, U3BpAIllEeHWE BKyca, 0OJIb B KUBOTE, AUApEs, Chillb, B3IyTHE XUBOTA,
rojioBHasi 00ib, 3amop, HapylleHHue ciyxa, moBeimeHue conaepxkanuss ACT u
AJIT B ceiBopoTKe KpoBH. Hedacto: nucmHo?, 66CCOHHUIIA U CYXOCTh BO PTY. Y
OTUX IAIIMEHTOB C HAPYLIEHUEM HMMMYHHOM CHUCTEMBI IPOBOJWIM OLIEHKY
7a00paTOpPHBIX MOKa3aTesel, aHAMM3UPYsS WX 3HAYUTEIbHBIC OTKIOHEHUS OT
HOPMATHUBHBIX TOKa3areseH (T. €. KpallHero BEPXHEro WM HIDKHETO MPEe/IEoB)
JUIsL onpeneneHHbIX TecToB. CorymacHo 3Toro kpurepus, y 2-3 % NauueHTOB,
kotopble mnosydanmu 1000 mr kimapuTpoMuliHA B JICHB, Ha0JIr01aJI0Ch
3HaunTeNnbHOE MoBblIeHUE YpoBHEW ACT m AJIT u 3HaUMTENBbHOE CHUKEHHE
KOJIMYECTBa JICHKOMTOB M TPOMOOLIMTOB B KPOBH. Y MEHBILIETO MPOILIEHTA
MalKUEeHTOB HAOII0AaI0Ch TAK)KE MOBBIIICHUE YPOBHEH MOUYEBUHBI B KPOBHU.

IIpy BO3HMKHOBEHHM  He)KeJATeJbHBIX JIEKAPCTBEHHBIX  peaKkuui
o0pamatbci K  MEAULIUHCKOMY PpPa0OTHHUKY, (apManeBTHYEeCKOMY
PadOTHHUKY WM HanpsAMyK B HH(OPMAaIMOHHYK 0a3y [JaHHBIX IO



Hes/KeJIaTeJbHBIM peaKuusaM (AelCTBHSAM) HA JIEKapCTBEHHbIE NMpenaparsl,
BKJIIOYasi cO001eHHs 0 HeAPPEeKTUBHOCTH JIEKAPCTBEHHBIX NIPEeNapaToB
PT'II na IIXB «Hannonaneubii LleHTp 3KCIIepTH3BI JIEKAPCTBEHHBIX CPEACTB U
MEIUUMHCKNX wu3aenuin» Komurera MeaunuHCKoro u  (apManeBTUYECKOIrO
KOHTpoJist MuHucTepcTBa 31paBooxpanenus Pecyonuku Kazaxcran
http://www.ndda.kz

JlonoTHUTE IbHBIE CBeIeHUS

Cocmae nekapcmeennozo npenapama

Opna TabneTka CoOACPKUT

akmuegHoe geujecmso — KiapurpoMuiii 250 mr, 500 mr

8CnOMO2amenbHble  Geujecmea:  HATpUSL  KpPOCKapMeso3a,  Kpaxmainl
MPEKENATUHU3UPOBAHHBIN, KPEMHHUS JTUOKCHU]l KOJUIOMAHBIA  OE3BOHBIM
(Anspocunn 200), MOBUIOH, KHUCJIOTa CT€ApUHOBAs, MarHus cTeapar, TajbK,
LEJUTI0I03a MUKPOKPUCTAIITMYECKAs,

cocmas nieHo4Hou 060104Ku (0151 003uposku 250 me):

Omnagpaii 6ensiii 26H280000:

HPMC 2910/runpomerosa 15 cp, HPMC 2910/ runpomemiosza 6 cp, TuTaHa
nuokcua (E 171), mponuieHTIMKoIb, THAPOKCUIIPOIIIILIEIITIN03a, TTOJIMcopOaT
80, KHCJIOTa copOnHOBAas FCC, BaHWINH
cocmas nieHo4Hot 06010yku (0151 003uposku 500 me):

onaapu xentoiid (OY-S 32924):

HPMC 2910/runpomernosa 15 cp, HPMC 2910/ runpomeriosza 6 cp, Tutana
nuokcuy (E 171), mponuieHrTmKoIb, THIPOKCUTIPOITUIIIIEIIIINI03a, TOJIUcopOaT
80, xuHonmuHOBBIN xenteii 18 - 24 % (E 104), kucnora copobunoBas FCC,
BaHUJIUH.

Onucanue eneuwinez2o suoa, 3anaxa, 6Kyca

TabneTku, MOKPHIThIE TUICHOYHOM 000J0YKOil O€Noro IBeTa, MpPOJ0JIrOBaTON
dbopmbl, ¢ puckoii Ha omHOW ctopoHe um Haamuchio «NOBELy» nHa mpyroii
cTtopoHe (250 mr).

TabseTkn oBaIbHON (DOPMBI, MOKPHITHIE MIJIEHOUHON 000JI0YKOM KENTOrO LIBETA,
JIBOSIKOBBITTYKJIbIE, C TJIJKON MOBEPXHOCTHIO (500 mr)

dopMa BbITYCKA H YIIAKOBKA

[To 5 wim 7 Tabnetok (s mo3upoBku 250 mr) u o 7 unu o 14 tabnetox (s
no3upoBkr 500 Mr) nmoMeniaroT B KOHTYPHYIO SIMEMKOBYIO YIIAKOBKY W3 IIEHKH
TTOJIMBUHWIXJIOPUIHON U (DOTBTH aTFOMHUHHEBOM MEYaTHOM.

[ns go3upoBku 250 mr

[To 1 (mo 7 tabnerok) wnu 2 (mo 5 wunm 7 TabeTOK) KOHTYPHBIX YIAKOBOK
BMECTE€ C MHCTPYKLUMEHW MO MEIUIMHCKOMY MPUMEHEHUI0O Ha Ka3aXCKOM H
PYCCKOM f3bIKaX MOMEIIAIOT B MAyKy W3 KapTOHA C rojiorpaMMoil (pupmel —
MIPOU3BOIUTEIIS.

[ns gposuposku 500 mr



http://www.ndda.kz/

I[To 1 (mna 14 Tabnerok) wuau 2 (anas 7 TaONETOK) KOHTYpPHBIE SYCHKOBBIC
YHIaKOBKA BMECT€ C HHCTPYKIMEH M0 MEAMIIMHCKOMY MPUMEHEHUI0 Ha
Ka3aXCKOM M PYCCKOM SI3bIKax MOMEIAIOT B MauyKy KapTOHHYIO C TOJIOrpaMMOii
(bupMBI — IPOU3BOTUTEIS.

Cpok xpaHeHus1

3 rona

He npuMeHsTh 0 CTEYEHNUU CPOKa TOHOCTH!

Ycnoseua xpanenus

XpaHUTh B CyXOM, 3alIMIIEHHOM OT CBETA MECTE MPH TeMIeparype He Bbire 25°
C.

XpaHUTh B HEJJOCTYITHOM JJis JieTel mecTe!

Yci0Bus 0TIyCKA M3 alITEK
[To peuenty

Caenenus o nmpou3BoauTEsI€e

AO «Hoben Anmatunckas ®@apmaneruueckas Oadpukar»
PecnyOnuka Ka3zaxcran, r. Anmarsl, yi. [lleBuenko 162 E.
Howmep tenedona: (+7 727) 399-50-50

Anpec amekTpoHHOM ouThl: NObel@nobel.kz

Jlep:kaTesib perucTpaiMOHHOI0 YA0CTOBEPEeHUsI

AO «Hoben Anmatunckas ®apmanieBruueckas Oadpukar»
Pecny6muka Kazaxcran, r. Anmarsl, yi. llleBuenko 162 E.
Howmep tenedona: (+7 727) 399-50-50

Anpec snekTpoHHO# mouTsl: Nobel@nobel.kz

HaumeHoBaHue, aapec M KOHTAKTHble JaHHble  (TesiedpoH,  (akc,
3JIEKTPOHHAS o4YTa) opraHu3anuuu Ha Teppuropun PecnyOiamku
Ka3zaxcran, npuHuMapmeid mnpereH3uu (NMPeLJIOKEHUS) M0 KaA4YeCTBY
JICKAPCTBEHHBIX CPEACTB OT MNOTpedOMTEeeil M  OTBETCTBEHHOW 3a
MOCTPEruCTPALMOHHOE HAOJII0AeHHE 32 0e30MACHOCTBIO JIEKAPCTBEHHOI'O
cpeacTBa

AO «Hoben Anmatunckas dapmanieBruueckas Oadpukar

Pecny6muka Kazaxcran, r. Anmarsl, yi. llleBuenko 162 E.

Homep Tenedona: (+7 727) 399-50-50

Anpec anekTpoHHOH ouTH: NObel@nobel.kz
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