COOTBETCTBYET 3KCNEPTHOMY OTUYETY
25 N= 2927

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHGFOTIPERAPATA 1004

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Knamun CP, 500 mr, TaGieTku ¢ MpOJIOHTUPOBAHHBIM BBICBOOOXKICHHEM, MOKPBITHIE MJICHOYHOM
0001104KOi

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JlelicTBytol11I€€ BENIECTBO: KJIAPUTPOMUIIUH

Kaxnas Tabnerka ¢ MpoJIOHTHPOBAHHBIM BBHICBOOOXKAECHUEM, MOKPHITAs TNICHOYHOH 000JI0UKOM,
conepkut 500 Mr KJIapuTpOMHULIMHA.

BcrnomoratenpHbie BEIIECTBa, HATMYME KOTOPBIX HAJ0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakto3a, HaTpuid (cM. pazzaen 4.4.).

[TonHbIi mepeyeHs BCIIOMOTATENbHBIX BEIIECTB MPUBECH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku ¢ MPOJIOHTHPOBAHHBIM BBICBOOOXKIEHUEM, TTOKPBITHIE TNIEHOUYHOM 000JI0YKOH.

Xenteie oBasbHBIE TAOIETKH, TOKPHITHIE MIJICHOYHOW 000JIOUKOA.
4. KIMHUYECKUE JAHHBIE

4.1. [loxka3zanusi K NPUMEHEHUIO

NHpexnnonHo-BocaIuTeIbHBIE 3a001€BaHUs Y B3POCIBIX U JIeTel cTapiie 12 jieT, BhI3BaHHbBIC
YYBCTBUTEIBHBIMU K KIAPUTPOMULIMHY MUKPOOPTaHU3MAMU:

e pH(EKIUHN HUKHUX JbIXaTeIbHBIX MyTeH (Takue Kak OpOHXHUT, THEBMOHU);
¢ uyH(EKIUHN BEPXHUX JBIXAaTEIbHBIX MyTeH (Takue Kak (papuHTUT, CHHYCHT);

e pHpEKIUM KOXHM U MATKMX TKaHed (Takue Kak (POJUIMKYJIMT, BOCHAJIEHUE IMOAKOXKHOMN
KJIETYATKH, POXKa).

4.2. Pe:kuM 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

PexxuM 103upoBaHus

Bspocnvie
OObIuHas peKOMEHIOBaHHAs 71032 KJIAPUTPOMHIIMHA Y B3pocibix — o 1 tabnetke (500 mr) 1 pa3

B JI€HbD.

[Ipu TspKenbIX nHPEKIUIX 103y yBenuunuBaoT 10 2 tabdaerok (1000 mr) 1 pa3 B neHb. OObryHas
MPOJIOJKUTENBHOCTD JICUEHHUS COCTABISIET OT 5 10 14 nHel.

HckiroueHne cocTaBiIsioT BHEOOTbHUYHAS THEBMOHUS M CHHYCHUT, KOTOPBIE TPEOYIOT JICUECHUS OT
6 o 14 guen.
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Tayuenmoi ¢ HapyweHuem yHKyuu novex

Jlss alMeHToB ¢ MOYEYHOM HEJOCTAaTOYHOCTBIO TSXKEJION CTENeHNU (KIMPEHC KpeaTHHUHA MEHee
30 Ma/MUH) 0OBIYHAS PEKOMEHAYeMasl 103a cocTaBisgeT 250 MI OIMH pa3 B CYTKH, B 3TOM CIIy4ae
BO3MOXHO ITpUMeHeHHe npenapara Knanua TabiaeTku, MOKPhIThIE INICHOYHOH 0007104K0M, 250 Mr.
[Ipu OGonee TsHKeNBIX WHEPEKIUAX pPEKOMEHayemas 703a cocTaBiseT ogHa Tabmetka 500 mr

C MPOJIOHTUPOBAHHBIM BBICBOOOXKACHUEM KJIAPUTPOMHUIIMHA.

VY nanmeHToB ¢ NOYEYHON HEJOCTaTOYHOCTHIO CPEIHEHN CTENEHM TSHKECTH (KIMPEHC KpeaTHHUHA

ot 30 1o 60 Mi1/MIH) KOppeKIHsI 103l HE TpeOyeTcs.

JIeT’ ¥ IOJAPOCTKH

Pexxum no3zupoBanus nis aeredt ot 12 no 18 ner He oTiiMyaeTcsa OT peXuma J03UPOBAHUS IS
B3pPOCIJIBIX.

Jlemu 0o 12 nem

[Ipenapar Knauun CP He crnemyer Ha3Hayath JeTsM B Bo3pacte 10 12 ser, B JaHHOU
JeKapcTBEHHON (opMme, B CBSI3M C HEBO3MOXKHOCTHIO OOECIEUUTh PEXKHUM JTO3HPOBAHHSL.
[IpuMeHeHne KIIapUTPOMHIIMHA B BUJIE TAOJIETOK y AeTel Miaimie 12 et He n3ydanoch.

Cnoco0 nnpuMeHeHus

Buytpp, Bo Bpems enpl. Tabmetku Kimamun CP He pasmambiBaTh M HE pa3kKeBbIBaThb, UX
HE00XO0IMMO MPOTJIAThIBATh LEIUKOM.

4.3. [IpoTuBONOKA3aAHUS

e [UnepuyyBCTBUTEIBLHOCTh K KIAPUTPOMHIIMHY, MAaKpOJIHJIaM WX K JIO0OMy U3
BCIIOMOTaTEJIbHBIX BEIIECTB, MEPEUNCICHHBIX B pa3nene 6.1.

e OpmHOBpEMEHHBIH MPHEM KIAPUTPOMHIIMHA CO CIEAYIOIMIMMH IpernapaTaMu: acTeMHU30I,
u3anpul, TuMo3u, TepdeHaans (cM. pasaen 4.5.).

e OpHOBpEeMEHHBIH MPUEM KIAPUTPOMHIIMHA C JOMHUTAMUIOM (CM. pa3zaen 4.5.).

e (OJHOBPEMEHHBIM IpPUEM KIAPUTPOMHUIMHA C QIKAJOWJAaMU CIOPBIHBU, HAIpPUMED
3PrOTaMHUHOM, AUTHIPOIPTOTAMUHOM (CM. pazzaen 4.5.).

e (OJHOBPEMEHHBIM MpUEM KIAPUTPOMMIMHA C MHUJA30JIaMOM JUIsl  [IEpOPAIBHOIO
npuMeHeHus (cM. pasaen 4.5.).

e OpHOBpEeMEHHBI TpueM KiIapuTpoMuiHa ¢ uHruouropamu ['MI-KoA-pemykrasbl
(craTuHAMU), KOTOpbIE B 3HAYUTEIHHOW CTENEHH METa0ONU3HPYIOTCS H30(EpMEHTOM
CYP3A4 (;oBacTaTUH WM CHUMBACTaTHH), B CBSI3M C IOBBIINICHUEM PUCKA MHUOMATHH,
BKJItOUasi pabaoMuonu3 (CM. pasnen 4.5.).

e  OaHOBpEMEHHBIN MPUEM KIAPUTPOMHUIIMHA C KOJIXUIIMHOM (CM. pasnen 4.5.).
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PaHOJIa3HHOM.

e VYamunenue wuHTepBaia QT B aHamHe3e (BPOXAEHHOE WM TNPUOOPETEHHOE
3aperucTpupoBaHHoe yanuHeHue nHtepsaia QT) mian sxemy1oukoBas apuTMHS, BKITIOYast
YKETYTOYKOBYIO TAaXUKAPAUIO THUTIA «ITUPYIT» (cM. pasaensl 4.4. u 4.5.).

e KnapuTpoOMHUILIMH HE CIeAyeT IPUMEHSTh y MAIMEHTOB C JIEKTPOJIUTHBIMU HAPYIICHUSIMU
(TumoKaNMeMuen UM TUIIOMarHueMuei ) B CBS3H C pUCKOM yninHeHus naTepsana QT (cm.
pasznen 4.4.).

e TspKemas mIedeHOYHAs HEAOCTAaTOYHOCTh, IHPOTCKaromass OJHOBPEMCHHO C MMOYCIHOM
HEAOCTAaTOYHOCTHIO.

e XonecTtaTH4ecKasi JKEITyXa/TelmaTUT B aHaMHe3e, DPa3BUBIIMECS TIPU TNPUMECHEHUHU
KJIapUTpOMHUIIMHA (CM. pa3aen 4.4.).

e Tlopdupus.

e Ilepuon rpyAHOro BCKapMIMBaHHUS.

4.4. OcoOble ykazaHHMsl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

JTuTenbHbIN IpHeM aHTHOMOTHKOB MOYKET IPUBOIUTH K 00Pa30BaHUIO KOJIOHUH C YBEINYECHHBIM
KOJINYECTBOM HEUYBCTBUTENbHBIX OakTepuit u rpuboB. Ilpu cynepundexkunn HeoOXoaumo
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAIHIO.

Ha3nauenue kiapuTpoMHUIIMHA O€PEMEHHBIM JKEHIIMHAM JOJKHO TPOBOAUTHCS MPH TIIATEIBHON
OLIEHKE COOTHOILIEHHMs pPHCKAa U TMOJb3bl, OCOOCHHO B TEUEHHE NEPBBIX TPEX MECALEB
o6epemenHocTd. [Ipu nmpuMeHEeHHH KJIAPUTPOMHIIMHA COOOIIATIOCh O MEYEHOYHOU AUCHYHKIIUU
(MOBBIIIIEHWE AKTUBHOCTU TI€YCHOYHBIX (EPMEHTOB B KPOBH, TEHNATOLEIUIIONSPHBIN W/Win
XOJIECTAaTHYECKUI TemaTuT ¢ JKenTyxo wmnm 6e3). IledeHouHass IUCHYHKIHS MOXKET OBITH
TSDKEJIONW, HO OOBIUHO sIBJIsIeTCS oOpaTuMoil. MMeroTes ciyyan Me4eHOYHOW HEeIOCTaTOYHOCTH
C JICTaJIbHBIM HUCXOJIOM, TJIABHBIM 00pa3oM, CBSI3aHHBIEC ¢ HAIMYMEM CEPbE3HBIX COMYTCTBYIOIINX
3a00J1€BaHNN W/WINM OJHOBPEMEHHBIM IPUMEHEHHMEM JpPYyTuX JIeKapcTBEHHBIX cpeacTs. Ilpu
HOSABJICHUM NPU3HAKOB U CHUMIITOMOB IelaTUTa, TAKMX KaK aHOPEKCHs, JKEITyXa, IOTEMHEHHE
MOuYH, 3yZA, OOJE3HEHHOCTh >KMBOTA INpPH HaAJbMNALMH, HEOOXOIUMO HEMEIUIEHHO IPEKPaTHTh
TEPaNUI0 KIAPUTPOMUIITHOM.

[Ipy HanMuuM XpOHUYECKMX 3a00JIEBaHUI TEYeHH HEOOXOAMMO TMPOBOAMTH PETYJISPHBIMA
KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBHU.

[lpu neyeHMHM NPAKTUYECKH BCEMHM aHTHOAKTEPUAIbHBIMH CpEJICTBAMHM, B TOM YHCIE
KJIApPUTPOMHLIMHOM, OITMCAHBI CIIy4YaH ICEeBAOMEMOPAHO3HOTO KOJHTA, TSXKECTh KOTOPOT'O MOXKET
BApbUpOBATLCA OT JIETKOM [0 yrpoxaroumen xXu3Hdh. [Ipy Jed4eHuu NIpaKkTUYeCKH BCEMU
aHTHOAKTEpUAIbHBIMUA TpenapaTaMd, B TOM 4YHCIE KJIAPUTPOMUIIMHOM, OMHCAHBI CIy4yau
Clostridioides difficile-accounupoBaHHON AMapeH, TAKECTh KOTOPOH MOXKET BapbUPOBATHCA OT
JIETKOM AMaped A0 YrpoXKarolero *H3HU KoluTa. AHTHOAKTepUalIbHbIE IMpernapaTrbl MOTYT
W3MEHUTh HOPMAJILHYI0O MHUKPO(IIOPY KHIIIEYHHKa, YTO MOXeT mpuBecTH K pocty C. difficile.
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NAIMEeHTOB, Y KOTOPBIX IOCJIE MPUMEHEHHUS aHTHOAKTEpUAIbHBIX CPEACTB Pa3BUIIACH JHUAPES.
[locne mnpoBeneHHMst Kypca aHTHOMOTHKOTEpANMH HEOOXOJMMO TINATEIFHOE MEAMIIUHCKOE
HaOmroseHne 3a marueHToM. ONUCHIBAINCH CIIyYau Pa3BUTHUSA IICEBIOMEMOPAHO3HOTO KOJHUTA
CITYCTs 2 Mecslia 1Moclie IpuemMa aHTHOMOTHKOB.

[Tpu neyeHnn MakpoIuAaMH, BKJIHOYAsl KJIAPUTPOMULIMH, HAONIOAJIO0Ch YUIMHEHUE CeplIedHON
penonsipuzanuu v uaTepBaia QT, BbI3bIBas pUCK Pa3BUTHS CEPACUHON apUTMUHU U KETYI0YKOBOM
TaXHKapJIuU THIIA «ITHPYIT» (cM. pazaen 4.8.). Tak kak cieayromue CUTyallud MOTYT IPUBECTH K
YBEJIMUEHUIO PUCKA PA3BUTHS )KETYTOUYKOBBIX ApUTMUH (B TOM YHCIIE KEITyJ0YKOBOU TAXUKAPAUH
TUMA «IUPY3IT»), TO KIAPUTPOMHUIIMH HE AOHKEH HPUMEHSTHCA Y CICAYIOIMIHUX KaTeropuil
MAIMEHTOB:

e Yy MMAIIMEHTOB C TUTIOKamuemMuen (cM. pazaen 4.3.);
e Yy MMAlMEHTOB C rTUoMaruuemueii (cm. pasaen 4.3.);

¢ Yy TMalUuCHTOB, OOIHOBPCMCHHO MOJYYAOIIUX  KIAPUTPOMHUIMH C aCTCMHU30JIOM,
[IU3aNpPHUIOM, TUMO3UIOM U TepdheHanuHoM (cM. pazzaen 4.3.);

® y MAlKEHTOB C BPOXJCHHBIM WJIM NMPUOOPETEHHBIM 3aperuCTPUPOBAHHBIM YIATMHEHUEM
uHTepBana QT wim Hamu4IreM KeyJ0YKOBOM apuTMUHU B aHaMHe3e (cM. paszaen 4.3.).

KiaputpoMuIH JOKEH IPUMEHSTHCS ¢ OCTOPOKHOCTBIO Y CIIEIYIOIINX KaTETOPUM MAlMEHTOB:

e vy mamuentoB ¢ WBC, Tsxkenmol cepaedyHO HEIOCTaTOYHOCThIO, HapyLICHUSIMU
MPOBOAMMOCTH WM KJIMHUYECKU 3HAUMMOM Opanukapaueii;

e y IAIUEHTOB, OJHOBPEMEHHO IPUHUMAIOLIMX JPYTHE JIEKAPCTBEHHBIC IPENapaThl,
cBs3aHHbIe ¢ yuymmHeHueM uatepBaita QT (cMm. pasnen 4.5.).

Hepez[ HAa3HA4YCHUCM KIIAPUTPOMUIMHA BCCM IMALUCHTAM, HNPUHUMAIOIIUM THAPOKCUXITIOPOXHUH
WM XJIOPOXHUH, TIIATCIBHO B3BCCHTC COOTHOIICHHUC IIOJIB3bI WM PUCKA HU3-3a MOTCHIUAIIBHO
MOBBIIIIEHHOT'O PHCKA CEPACYHO-COCYIUCTHIX COOBITHI U CEPIEYHO-COCYAUCTON CMEPTHOCTH (CM.
pazmen 4.5.).

B xone snuaeMuonoruueckux UCCIe0BaHUN 110 U3yUEHHUIO PUCKA HEOIArOMPHUITHBIX CEPACYHO-
COCYIUCTBIX HCXOJOB TpU NPUMEHEHHU MAaKpOJIUIOB OBUIM MOJYYEHBl HEOJHO3HAYHBIC
pe3ynpTathl. B HEKOTOphIX  HAOMIONATENBHBIX  HCCIEAOBAHUSAX  ObUI  yCTAHOBJICH
KPaTKOBPEMEHHBI PHCK pa3BUTUS apUTMHH, WH(pApKTa MUOKapAa U CMEPTH OT CepACHHO-
COCYIIUCTBIX 3a00JICBaHMA, CBA3aHHBIN C MPUMEHEHUEM MAKPOJIUI0B, BKIIOUAs KJIAPUTPOMHULIMH.
[Tpu Ha3HAYeHUU KIAPUTPOMUIIMHA CIEIYET COOTHOCUTH IMpPENIoyiaraeMylo Mojb3y OT IpHueMa
npernapara ¢ JaHHBIMU PUCKaMH.

Bo3MOXXHO pa3sBUTHE NIEPEKPECTHOM PE3UCTEHTHOCTH K KIAPUTPOMULMHY U APYI'UM
AHTUOMOTHUKAM TPYIIBI MAKPOJIUIOB, a TAKKE JUHKOMHUIIMHY U KJIMHIAMHULIAHY.

VYuutbiBas pacTyllyl0 PE3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIUAaM, Ba)XKHO
POBOAUTH TECTHPOBAaHHE YYBCTBUTEIHHOCTH NpPU HA3HAYEHMU KJIAPUTPOMHUIIMHA IMAallMEHTaM
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IIPUMCHAITH B KOMGI/IHaI_[I/II/I C COOTBCTCTBYIOIIIUMHU AHTUOMOTHKAMHU.

NHpexnun KoKMW W MAITKUX TKaHEW JIETKOM W CPEeIHEW TSKECTH dalle BCErO BBI3BaHBI
Staphylococcus aureus wn Streptococcus pyogenes. Ilpu 3ToM 00a BO30yIuTEeNsT MOTYT OBITH
YCTOMUYUBBI K Makpoiuaam. [103ToMy Ba)XHO TIPOBOJHUTH TECT HA YYBCTBUTEILHOCTb.

Maxkponuasl MOKHO MPUMEHATh NpU MH(EKIMAX, BeI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUAX YI'PU BYJbIapHBIEC M POXKa, a TAaKXKe B T€X CUTYalUsX, KOTJA HEIb3sd MPUMEHSThH
NECHULWIIIVH.

B ciyuae nosiBieHUst OCTpBIX peakluii TUIEepUyBCTBUTEIBHOCTH, TAKUX KAaK aHa(pUIAKTHYECKas
peaKIys, TsDKENble KOKHBIE JIEKapCTBEHHBIE PEaKIMU (HAIpUMeEp, OCTPBIA reHepaln30BaHHBIN
DK3aHTEMATO3HBIM IycTyse3), cuHIpoM CrtHuBeHca-/[>KOHCOHA, TOKCHMUYECKHMH SIuIepMaibHBIN
HEKpPOJIM3 H JIGKAPCTBEHHAs CHIb C DO3MHOMDUIMEH W CHUCTEMHOW CHMIITOMATUKOU
(DRESS-cunznpom) HeoOXoIuMo cpa3y Ke HPeKpaTuTh NpHEeM KIApUTPOMHUIIMHA U HAYaTh
COOTBETCTBYIOILYIO TEPAIIHIO.

B cinydae coBMecTHOro mpHUMEHEHHMS C BappapuHOM WM  JPYTUMH  HENPSIMbBIMH
AHTHUKOAryJIssHTaMH HGO6XO,Z[I/IMO KOHTPOJIMPOBATH MCKIAYHAPOOHOC HOPMAaJIM30BaHHOC
ornomenne (MHO) u mpotpomOuHOBOE BpeMs (cM. pazaen 4.5.).

Crnemyer coOMoIaTh OCTOPOKHOCTH IPH OJHOBPEMEHHOM TPHUMEHEHUH KJIAPUTPOMUIIMHA
C MepOpaTbHBIMU  AHTUKOATYJISTHTAMH  TPSIMOTO  JEHCTBHSA, TaKUMH KakK JaOurarpas,
puBapokcabaH, anmukcabaH u 3/10KkcabaH, OCOOCHHO y MAIMEHTOB C BHICOKUM PHCKOM Pa3BHTH
KpoBOTeueHHUs (cM. paznen 4.5.).

BcnoMorarebHEBIC BEISCTBA

[Ipemapar comepuT JIakTO3bl MOHOTWApaT. I[lammeHTaM C  peako  BCTpedarouencs
HACJICICTBEHHOM HEMEPEHOCUMOCTBIO TajlaKTO3bl, MOJTHON JAKTa3HOW HEAOCTATOYHOCTHIO HIIU
TJTFOKO30-TAIAKTO3HOHM MaibabcopOIueit He clieyeT MPUHUMATh 3TOT IIperapar.

[Ipenapar conepxxut 28,89 Mr Hatpus Ha | TabJEeTKy C MPOJOHTMPOBAHHBIM BBHICBOOOXKICHUEM,
MOKPBITYIO TUNICHOYHOM 000J10uK0i, S00 Mr. Heob6xoaumMo yIuThIBaTh MalMEHTaM, HaXOISAITAMCS
Ha JUETE C OTPAHMYCHHUEM MTOCTYIUICHUS HATPHS.

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aHMOJAEHCTBUA

IIpoTHBONIOKA3aHHEIS KOMOHMHAIINHU

[IpuMmeHeHue cleayIoUMX MpernapartoB COBMECTHO C KJIAPUTPOMULIMHOM MPOTHUBOMOKA3aHO
B CBSI3M C BO3MOYKHOCTBIO Pa3BUTHUS CEPHbE3HBIX HEXKENATEIbHBIX PEAKIIUM.

Luzanpuo, numosuo, mepghenadun u acmemuzon

[Ipu coBMecTHOM mIpHueMe KJIApUTPOMUIIMHA C LMU3ANPUIOM, TUMO3UAOM, TepheHaAUHOM WU
aCTEMM30JI0M COO00IaI0Ch O MOBHIIICHUH KOHIIEHTPAIIMK TOCTEAHUX B TIa3Me KPOBH, YTO MOKET
npUBeCTH K Y/UIMHEeHHI0 uHTepBaia QT U TMOSABIEHUIO CEepICYHBIX AapUTMUM, BKIIOYas
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«mupya>™» (cM. pazzaen 4.3.).
Ankanouowi cnopviHvu

HOCTpeI‘I/ICTpaI_[I/IOHHBIe HUCCICAOBaHMA IIOKAa3bIBAOT, 4YTO IIPU COBMCCTHOM MPUMCHCHUHN
KJIAPUTPOMULIMHA C 3PTOTaMHUHOM WJIA JUTUAPOIPTOTAMUHOM BO3MOXKHBI ClieAyrouie 3¢ (HeKTl,
CBA3aHHBIC C OCTPBIM OTPABJICHHUEM IIperapaTaMy I'PYIIBI YPrOTAMUHOB: COCYIUCTBIN CIa3M,
WIIEMHSI KOHEYHOCTEM W JPYruX TKaHEW, BKIIOYAas LEHTPAJIBHYID HEPBHYK) CHCTEMY.
OMHOBpEMEHHBIN TMpHEM KIAPUTPOMHUIIMHA C aJKAIOMIAMH CIHOPBIHBU IMPOTHUBOIIOKAa3aH (CM.
pazmen 4.3.).

Muoa3zonam ona nepopanbHo20 npUMeHeHUs

[Ipu coBMecTHOM NMPUMEHEHUH MHIa30J1aMa B KJIapuTpoMulinHa B hopme Tadserok (500 mr aBa
paza B J€Hb) OTMEYAJOCh YBEJIMYEHHE IUIOMAAN TMOoJa (PapMaKOKHHETUYECKON KpUBOil
«koHneHTparuss — Bpemsi» (AUC) mmpmazomama B 7 pa3 mociie MEepOpaTbHOTO TMpHUEMA.
OpnHOBpeMEHHBIH TpHUEM KIApUTPOMHULIMHA C MHUJA30JIaMOM [UIsl MEPOPAIbHOTO MpPUMEHEHUs
MPOTUBOMOKAa3aH (cM. pazzuen 4.3.).

Uneubumopwor I' MI-KoA-pedykma3swi (cmamutul)

OnHOBpEMEHHBII  IpUEM  KIApUTPOMMIMHA C  JIOBACTaTUHOM WM  CHUMBacTaTHHOM
IIPOTUBOINOKAa3aH (CM. pazzien 4.3.) B CBA3M € TEM, UTO JaHHBIE CTATUHBI B 3HAUUTEIBHON CTENIEHU
meTabommsupyrorcs msopepmerTom CYP3 A4, u coBMeCTHOE TPUMEHEHHE C KIAPUTPOMHUIITHOM
NOBBIIIAET UX CHIBOPOTOYHBIE KOHIIEHTPALMH, YTO NPUBOAUT K IOBBIIIEHUIO PUCKA Pa3BUTHUS
MHOIATHH, BKJIIOYas padmomuonu3. Coolmiamock O ciydasx pabdJoOMHONIM3a y MAIMEHTOB,
NPUHUMABIIUX KJIAPUTPOMHULIMH COBMECTHO C JAHHBIMU NpenapaTtaMu. B ciydae HeoOxoauMocTu
IPUMEHEHHs KIApUTPOMUIIMHA CIEAyeT MPEeKpPaTUTh IPUEM JIOBACTATHHA WM CUMBACTaTHHA Ha
BpEMs TepaIuH.

KnaputpoMunyH cieayer NPUMEHATh C OCTOPOXKHOCTBIO NPH KOMOMHHMPOBAHHOW Tepamuu
C IpyTUMHU CTaTHHAMH. B ciydae HEOOXOAMMOCTH COBMECTHOTO IpHUEMa PEKOMEHIYeTCs
MMPUHHUMATh HAUMCHBIIYIO O3y CTATHHA. PGKOMGHI[yeTCH MMPUMCHATH CTaTUHBI, HC 3aBUCAIIIUC OT
merabonu3ma wuzodepmernta CYP3A (manpumep, ¢uyBacratun). CrnemyeT KOHTPOJIHMPOBATH
pa3BUTHE MTPU3HAKOB U CHMIITOMOB MHUOTIATHH.

Jlomumanuo

OnHOBpeMEHHBIH TMpUEM KIAPUTPOMUIIMHA C JOMUTANUIOM IPOTUBOIOKA3aH H3-3a pPHUCKa
CYILLIECTBEHHOTO MOBBIILIEHUSI aKTUBHOCTH TPaHCAMUHA3 B IJIa3Me KPOBH (cM. pazfen 4.3.).

[IpoTHBOIIOKa3aHO MPUMEHEHHUE KIAPUTPOMHUIIMHA BMECTE C THKArpeaopoM, MBaOpaguHOM H
paHOIa3MHOM, KOTOpBIe MeTabosm3upyrores npeumyinectsBeHHO CYP3A4 (cm. pa3zaen 4.3).

BansHMe Ipyrux J1eKapcTBEHHBIX IIPENapaToB HA KJIAPUTPOMHUIINH

[Ipenaparsl, sBastomuecs wuHaykropamu u3opepmenta CYP3A (mampumep, pudaMmuimvH,
¢denuronH, kapbamasenuH, heHodapOuTai, 38epoOOil MPOABIPSIBICHHBII ), MOTYT UHAYLIMPOBATH
METa0O0IM3M KIApUTPOMULIMHA. DTO MOXKET NMPHUBECTH K CyOTEparneBTUYECKON KOHLEHTPAIHH
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HaOIr0aTh 3a KOHIEHTpauueidl muaykropa uzodpepmenta CYP3A B muiasme KpoBH, KOTOpas
MOYET TOBBICUTbCS H3-3a MHrHOMpoBanus uzodepmenta CYP3A xmapurpomuinmHoM. [lpu
COBMECTHOM TNpuUMeHeHHH pudadyTuHa M KIAPUTPOMHUIIMHA HAOJIIOAAJIOCh TOBBIIICHHE
IUIa3MEHHOW KOHIIGHTpauuu pupaOdyTHHA W CHIDKEHHE CHIBOPOTOYHOH KOHLIEHTpAIUH
KJIAPUTPOMMILIMHA C TIOBBIIIEHHBIM PUCKOM PAa3BUTHS YBEUTA.

Crnenyromue mpemaparbl 007aJalOT JOKa3aHHBIM MM TIPEAINOJIAaTaéMbIM  BIMSHUEM Ha
KOHLEHTPALMIO KJIApUTPOMHULIMHA B IUIa3ME€ KPOBH; B CIydyae MX COBMECTHOIO IPHUMEHEHUs
C KJIApUTPOMHUIITHOM MOKET MOTPeOOBAaTHCS KOPPEKIHs 103 MM NEepexoj Ha aJbTepHATUBHOE
JIeYEHUeE.

Dpasupens, nesupanun, pugdamnuyur, pughadymun u puganeHmun

Cunbable uHAYKTOpbl cucteMbl CYP, Takue kak 3¢haBupeH3, HEBUpANHUH, pU(DAMITUINH,
pudaldyTuH U pupaneHTUH MOTYT YCKOPSATh METa0OJIM3M KIAPUTPOMUIIMHA U, TAKUM 00pa3oM,
MOHIXKaTh KOHIIGHTPAIMIO KJIAPUTPOMUIIMHA B IUIa3ME€ KPOBM M BMECTE€ C TEM IOBBIIIATH
KOHIIeHTpanuto 14-runpokcukiapurpomunivia (14-OH-knapurpomMuiinaa) — MeTaboauTa, TAaKKe
SBJISIOIIETOCS MUKPOOMOJIOTHYECKH aKTUBHBIM. [loCKOJIBKY MUKpOOHOIOrnyeckasi akTUBHOCTD
kiaputpoMuniiHa u 14-OH-knapuTpoMUIIMHA OTJIMYAETCS B OTHOIICHUHU PA3IMYHBIX OaKTEPHid,
TepaneBTHUECKUI 3PPEKT MOXKET CHIKATHCS NP COBMECTHOM NPUMEHEHUHU KIApUTPOMHULITHA
U MHIYKTOPOB ()epMEHTOB.

IOmpasupun

KoHuenTpauys ki1apuTpoMUIIMHa CHI)KAETCS IIPU UCIIOJIb30BaHUHU 3TPABUPUHA, HO IOBBIIIAETCS
KOHIIGHTpauusi aktuBHoro wmerabomura 14-OH-knaputpomunuua. Ilockombky  14-OH-
KJIApPUTPOMULIMH 00J1a/1aeT HU3KOM aKTUBHOCTHIO IO OTHOLICHHUIO K MH(EKIUAM, 00YCIOBICHHBIM
KoMmruiekcoM Mycobacterium avium (MAC-uHpEKIUIM), MOKET MEHSATHCS 00I1asi aKTUBHOCTH B
OTHOIIIEHUU OJTHX BO30OyauTene, modtomy s JyedeHus MAC crmemyer paccMaTpuBaTh
aNbTEpHATUBHOE JICUEHUE.

DnyKkonaszon

CoBmecTHBIH nipueM GaykoHa3ona B 1o3e 200 Mr exxeJHEBHO U KIapuTpoMHITMHA B 03¢ S00 Mr
JBa paza B JeHb y 21 3m0poBoro noOpoBOJbIla MPUBEIO K YBEIMYEHUIO CPEIHEr0 3HAUEHUs
MUHHUMQJIbHOW pPaBHOBECHOW KOHIEHTparuu KiIapuTpoMuuHa (Cpin) ¥ TUIOMIAAM  TIOJ
(dapMakOKMHETHUECKON KpUBOM «IazMeHHas koHueHTpauus-Bpems» (AUC) Ha 33 % u 18 %
COOTBETCTBEHHO. [IpM 3TOM COBMECTHBIH MPUEM 3HAYUTEIBHO HE BIHUSJI HA CPEIHIOI0
PaBHOBECHYIO KOHLIEHTpAIMIO akTUBHOro Merabonmuta 14-OH-xmapurpomuiuna. Koppekius
JI03BI KIIAPUTPOMHUIIMHA B CITy4ae COMYTCTBYIOMIETO npuemMa (urykoHa3ola He TpedyeTcs.

Pumonasup

®apMaKOKMHETUYECKOE UCCIIEOBAHNUE MOKA3aJI0, YTO COBMECTHBIN NPUEM PUTOHABHpA B J103€
200 Mr kaxJple BOCEMb 4acOB U KjapuTpoMuuuHa B no3e 500 mr xaxzable 12 gacoB mpuBen
K 3aMETHOMY TIOJIaBJIeHMIO MeTaboim3Ma KJIapuTpoMuiHa. I[Ipm CcOBMECTHOM mpueme
pUTOHABHpa MaKCUMalbHasl M1a3MeHHass KOHUEHTpalHs (Cmax) KIAPUTPOMUIIMHA YBEJINYUIIACH
Ha 31 %, Cmin yBenumumiack Ha 182 % um AUC yBenmuwmnace Ha 77 %. bblno ormedeHo
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TEpaneBTUYECKOMY JMANa3oHy KIAPUTPOMHULIMHA YMEHBIIEHHWE €ro JI03bl Y MallMeHTOB
C HOpMaJIbHOM oyeuHo! QpyHKIuel He TpeOyeTcs. Y MalueHTOB ¢ MOYeYHOH HEOCTaTOYHOCTHIO
[eJIeCO00Pa3HO PACCMOTPETh CIEAYIONINE BapuaHThl Koppekiuu a03bl: npu KK 30-60 mu/mMun
7032 KJIApUTPOMHUIIMHA JOJDKHA ObITh ymeHblieHa Ha 50 %; nmpu KK menee 30 mn/muH mo3a
KJIApUTPOMHUIIMHA JI0JKHA OBITh YMeHbIeHa Ha 75 %. B no3ax 6omee 1 r/cyT KIapuTpOMUIIMH HE
clenyeT IPUMEHATh B COYETAHUU C PUTOHABUPOM.

CxoaHble KOPPEKLMHU 103 JIOJKHBI pacCMaTPUBATHCS Y MALIMEHTOB CO CHIDKEHHOHN (yHKIMeH
[IOYEK, €CIM PHUTOHABHP HCIONb3YyeTCs KakK (apMaKOKMHETUYECKUHA «YCHIIUTENbY IpH
OPUMEHEHUH JAPYTUX HHTHOUTOPOB IMpOTeasbl BUpyca UMMyHoneduimra uenoBeka (BUY),
BKJIIOYas aTa3aHaBUP U CAKBUHABUP (CM. MyHKT «/IByHaNpaBiIeHHOE B3aUMOACHCTBUE JIEKAPCTBY).

JlericTBME KIapUTPOMHUIIMHA Ha APYTHE JIEKAPCTBCHHBIC IpeHapaThl

Aumuapummuueckue cpedcmea (XUHUOUH U OUBORUPAMUO)

B03MOXHO BO3HMKHOBEHME >KEIYIOYKOBOM TaxWKapIWW THUIA «HIUPYIT» IPH COBMECTHOM
IIPUMEHEHNU KJIAPUTPOMULIMHA U XWHUJMHA WIK au3onupamuna. [Ipu oqHoOBpeMEHHOM IpueMe
KJIADUTPOMULIMHA C OJTUMM [pelnapaTaMd CIeAyeT peryjsipHO IMPOBOAUTb KOHTPOJIb
JIEKTPOKAapAMOrpaMMbl Ha npeaMeT yanuHeHuss uHTepBana QT, a Takke cieayer
KOHTPOJIMPOBATh CHIBOPOTOUYHBIE KOHLEHTPALUU 3TUX IIPENaparosB.

[Tpu mocTperucTpaliOHHOM MPUMEHEHHH COOOLIAIOCH O CIydasX Pa3BUTHUS TUIOTIUKEMHUH MPU
COBMECTHOM TIpUe€ME€ KJIapUTPOMHULIMHA M Ju3onupamuja. Heob6XxoauMo KOHTpPOIMPOBATH
KOHIIGHTPALMIO TJIOKO3bl B KPOBU IIPU OJHOBPEMEHHOM MPUMEHEHUHU KIAPUTPOMHULIMHA
U AU30NupamMuia.

Ilepopanvhvie eunoenukemuyeckue cpeocmsea/uncyiun

[Ipu coBMECTHOM NMPUMEHEHUH KIAPUTPOMHUILIMHA M TIEPOPATBHBIX THITOTIIMKEMUYECKHX CPEICTB
(HampuMep, TPOM3BOJHBIC CYJIb(OHUIMOUEBUHBI) W/WIM WHCYJIMHA MOXET HaOIoaaTbes
BbIpaKeHHAasi TunornukeMus. OHOBpEMEHHOE NPUMEHEHHE KIAPUTPOMHUIIMHA C HEKOTOPHIMH
THIOTJIMKEMUYECKUMH  TIperapataMu  (HampuMep, HaTerJIMHUA, MHOTJUTA30H, penariuHug
Y POCUTJIMTA30H) MOKET MPUBECTU K MHTHOUpoBaHuto n3odepmenta CYP3A kirapuTpoMHUIIHHOM,
B pe3yJbTaTe YEro MOXKET Pa3BHTHCS THIIOTIMKEMHs. PeKOMEHIyeTcs TIaTelnbHBIH KOHTPOIb
KOHIIEHTPALIUH TIIFOKO3HI.

Bzaumoodeticmsus, odycnosnennvie uzogpepmernmom CYP3A

CoBMecCTHBI TpHEM KIAPUTPOMUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTHOUpPYET H30(PEpPMEHT
CYP3A, u mpemnapaToB, mepBHYHO MeTadonu3upyromuxcs uzodpepmentom CYP3A, moxer
aCCOLIMMPOBATHCA C B3aMMHBIM IOBBIIICHUEM HX KOHIEHTpPALUi, YTO MOXKET YCWJIHTh WU
IOPOJJUTh KaK TepaneBTHUeCKUe 3((EeKThl, TaK U HEeKenaTeslbHble peakuuu. KiapurpomMunux
CJIEZIyeT C OCTOPO’KHOCTHIO MPHUMEHATh MALMEHTaM, MOJIYYalOUIUM Ipernaparhl, SBISIOLIHECS
cyoctparamu wu3odpepmenta CYP3A, ocoOeHHO ecnu JTH MpenapaTbl UMEIOT Y3KUH
TEpaneBTHUECKUI J1ana3oH (HarpuMep, kapoamas3enuH), U/Wii HHTEHCUBHO METa0O0IH3UPYIOTCS
3TUM pepMeHTOM. B ciyuae HEOOXOAMMOCTH J10JKHA POBOAUTHCA KOPPEKLIUS TO3bI ITpernapara,
MPUHUMAEMOT0 BMECTE C KJIIAPUTPOMHUIIMHOM. Takke, M0 BO3MOKHOCTH, JOJKEH MPOBOJIUTHCS
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uzodpepmerntom CYP3A.
Kopmuxocmepoudwi

Crnenyer coOmogaTh OCTOPOKHOCTh TPH OJHOBPEMEHHOM MPUMEHEHWHU KIAPUTPOMHIIMHA C
CUCTEMHBIMH W  WHTAISIUOHHBIMH  KOPTUKOCTEPOMJAMHU, KOTOPHIE MPEUMYIIECTBEHHO
meTtabommsupytorcss uzopepmentom CYP3A, u3-3a BO3MOKHOCTH YBEIUYCHUS CHUCTEMHOU
OKCIMO3UIUU KOPTHKOCTPEpOUAOB. [Ipu OXHOBPEMEHHOM MPUMEHEHUHU CIEIyeT TIIATEIhbHO
HaOMoJaTh 3a MalMeHTaMHu Ha  TPEAMET CHCTEMHBIX — HEXeJIaTelnbHBIX  d(QeKToB
KOPTUKOCTEPOUIOB.

MeTtaboamu3M ClIeAYIOUINX MPENnapaToB/KIaccoB OCyecTBIsAeTCs TeM ke n3opepmentoM CYP3A,
YTO M MeTaboJIM3M KIAPUTPOMUIIMHA, HAIpUMep, ajipo3ojiaM, KapOamasenuH, LHI0CTa30d,
[UKJIOCIIOPHUH, JU30MHUPAMUJ, METHUJPEAHU30JIOH, MHJAA30JIaM, OMEIpa30j, IepopalibHbIC
AQHTUKOATYJAHTHl  (Hampumep, BapdapuH, puBapokcabaH, amnukcabaH), AaTUIUYHbIC
AHTUTICUXOTHYECKUE CpeICcTBa (HampuMep, KBETHANMWH), XWHUIWH, pudadyTuH, cuiacHadui,
TaKpOJIMMYC, TpruazojaM W BuUHOJMAcTUH. Takke Kk aronuctam m3odepmenta CYP3A otHocsaTcs
CIIeyIoIINe npernaparsl, MIPOTUBOINOKAa3aHHbIE K COBMECTHOMY MPUMEHEHUIO
C KJIApUTPOMUIIMHOM: aCTEMH30J1, IU3anpu, TUMO3H A, TepdeHaanH, JIOBACTaTUH, CUMBACTaTUH
U amKajlouabl cropelHbU (cM. paszen 4.3.). K mpemnaparam, B3anMOAEHCTBYIOIIUM I0100HBIM
o0Opa3om uepe3 npyrue u3opepMeHTs B pamkax cuctembl CYP, otHOCsATCS heHuTONH, Te0hUInH
U BaJILIIPOEBast KMCIIOTA.

Henpﬂsze aHmuKoazyJisinnivl

IIpu coBmecTHOM mnpueme BapdapuHa ¥ KIAPUTPOMHULMHA BO3MOXHO KpPOBOTEYEHHE,
BeIpakeHHOe yBennmueHne MHO wu mnporpomOuHOBOrO BpeMeHH. B ciydyae coBMecTHOTO
OpUMEHeHHs ¢ Bap(apuHOM WM JPYTMMH HENPSMBIMH aHTUKOAryJsHTaMH HE00XOIUMO
koHTpospoBaTh MHO 1 mpoTpoMOMHOBOE BpeMs.

Ilepopanvrvle aHmukoa2yisHmMel NPAMO20 0eUCmBUs.

[lepopanbHble aHTUKOATYJSHTHI TPSAMOTO JACHCTBHS JaOUraTpaH M 3J0KcabaH SBISIOTCS
cybcrparom st addiatokcHoro Oenka-nepenocunka P-rimkonporenna (P-gp). PuBapokcaban u
ankcaban Merabonu3upyroTcs ¢ ydactueM wuszodepmenta CYP3A4 um Taxke SBISIOTCS
cybcrpatamu juist P-gp.

Crnenyer coOmonaTb OCTOPOKHOCTb IPH OJHOBPEMEHHOM TPHUMEHEHUH KJIAPUTPOMHUIIMHA
C TaHHBIMHU IperapaTaMu, 0COOEHHO Y MalMEHTOB C BBICOKMM PUCKOM KPOBOTEUEHHS (CM. pa3en
44.).

Owmenpas3zon

Knaputpomunua (mo 500 mr kaxzasle 8 4YacoB) HCCIENOBAICS Yy 3I0POBBIX B3pOCIBIX
T0OpOBOJIBIIEB B KOMOWHanuu ¢ omenpazosnioM (mo 40 mr exemaneBHo). Ilpu coBmecTHOM
NPUMEHEHUN KJIapUTPOMUIIMHA W OMEMpa3ojia PaBHOBECHBIC IJIA3MEHHbBIE KOHIEHTpaLUU
omenpazona ObltM  yBenUYCHBI (Cmax, TIUIOMEAMb 10a (HapMaAKOKHHETHYECKON KpPHUBOU
«KOHIIEHTpalusa-BpeMsi» OT HadadbHOro MoMmeHta BpeMeHu 10 24 4 [AUCo4] u mepuop
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pH xenyaka B TedeHue 24 4yacoB COCTABWIIO 5,2 MpU MpUEME OMENpPa3oja B OTAEIBHOCTH U 5,7
IIpU IPUEME OMENPA30J1a COBMECTHO € KJIAPUTPOMUIIMHOM.

Cunoenaghun, maoanraghun u eapoenaghun

Kaxnapiii u3 3THX MHrHOMTOPOB Qochoaudcrepassl MeTabONIM3UpYyeTCcs, MO KpailHed Mmepe,
yactTuyHO ¢ ydactueMm uzodpepmenta CYP3A. B 1o xe Bpems uzodpepment CYP3A moxer
MHTUOMPOBATHCS B PUCYTCTBUH KIAPUTPOMUIIHA. COBMECTHOE NMPUMEHEHNE KIAPUTPOMHUIIMHA
¢ cuiaaeHaduiaoMm, TamamaduiioM WIM BapacHAUIOM MOXET MPUBECTH K YBEIUYCHHUIO
WHTHOMpYIOIero Bo3nercTBus Ha ¢ocdomudcrepasy. [Ipu mpuMeHEHHHM STHUX TpemnapaTroB
COBMECTHO C KIAPUTPOMHIIMHOM CIIEyeT pPacCMOTPETh BO3MOKHOCTh YMEHBIIEHHUS 03Bl
cunaeHaduia, Taganaduaa U BapacHadua.

Teoghunnun, kapbamazenun

[Tpu coBMeCTHOM MPUMEHEHUH KJIAPUTPOMUIIMHA U TEOPUITHHA WM KapOaMa3ernrHa BO3MOXKHO
MOBBILICHHE KOHLIEHTPALUU JaHHBIX NPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHBII METaOOINU3M TOATEPOUHA OCYIIECTBIseTCs yepe3 2D6 nzodopmy nuroxpoma P450
(CYP2D6). Omnako B 4vactu momyJsiiuu, jguiieHHoW wuzodepmenta CYP2D6, merabonuszm
npoucxoaut yepe3 uzopepmeHT CYP3A. B 3700 rpynne HaceneHus nofaBieHne U30pepMeHTa
CYP3A npuBOAUT K 3HAUUTENBHO 00JI€e BHICOKMM KOHLIEHTPAIMSIM TOJITEPOAMHA B CBIBOPOTKE.
B momymsiumum ¢ HHM3KMM ypoBHeM Metabonu3ma uepe3 wuzopepment CYP2D6 moxer
noTpeOOBaThCS CHIKEHHE 03Bl TOJNTEPOAMHA B MPUCYTCTBHM HMHIHOMTOPOB H30(epMEeHTa
CYP3A, Takux Kak KJIapuTPOMUIIMH.

Benzoouazenunvl (nanpumep, annpazonam, Muoaszonam, mpuasonam)

[Ipu coBMecTHOM NpUMEHEHMH MHAa30j1aMa M TabieTok kiapurpomunuHa (500 mr nBa pasa
B JIeHb) oTMedasiock yBennuenne AUC muaazonama B 2,7 pasza 1mocjie BHyTPUBEHHOTO BBEICHUS
mugazonama. Ecmum BMmecTe ¢ KIapUTPOMHUIIMHOM TIPUMEHSETCS BHYTpHBEHHas ¢opma
Myuja3ojiama, CJeIyeT TIIATeIbHO KOHTPOJUPOBATh COCTOSHHUE MAllMEeHTa [UJIs BO3MOXKHOM
KOPPEKLHMHU O3B

BBenenue nekapcTBEHHOr0 IpenapaTa 4epe3 CIM3UCTYI0 000JI0YKY MOJIOCTH PTa, KOTOPOE JaeT
BO3MOXHOCTh O0OMTH MPECUCTEMHYIO SJTMMHHAIUIO JIEKAPCTBEHHOTO Iperapara, CKopee BCEero,
IpHUBEIET K B3aUMOJACHCTBUIO aHAJIOTHYHOMY TOMY, KOTOpO€ HaOJI0aeTcs Mpy BHYTPUBEHHOM
BBEJICHUH MHJ1a30j1amMa, a He NP MepopaIbHOM MTpHEME.

Takwue 5xe Mepbl IPEAOCTOPOKHOCTHU CIeTyeT IPUMEHATh U K IPYTUM OeH30Ha3ennHaM, KOTOphIe
metabonusupytorcst u3zodpepmentrom CYP3A, Brmouas Tpuazonam u  anmpaszonam. [lis
OCH30/IMa3eNMHOB, BBIBEJICHUE KOTOPHIX HE 3aBUCUT OT u3zodepmenta CYP3A (remazenam,
HUTpa3enaMm, JiopasenaMm), MaJOBEpPOATHO  KIMHUYECKM  3HAa4MMOE  B3aUMOJEHCTBHE
C KJIApUTPOMUILITHOM.

IIpu coBMECTHOM NPUMEHEHHH KIAPUTPOMHULIMHA M TPUA30JaMa BO3MOYKHO BO3JECHCTBUE Ha
HeHTpanbHyo HepBHYIO cuctemy (IIHC), HampuMep COHIMBOCTH M CIIyTaHHOCTh CO3HAaHHUS. B
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Hapymenus [THC.

B3anMoaelcTBUS ¢ APYTUMH IIpenapaTaMu

Konxuyun

Konxumun sBnsercs cyOctpatom kak nzopepmenta CYP3A, tak u Genka-nepeHocuuka P-gp.
W3BecTHO, 4TO KIAPUTPOMUIIMH U APYTHUE MAKPOJIHUABI SBISIOTCS MHTUOUTOpaMH H30(pepMeHTa
CYP3A u P-gp. [Ipu coBMecTHOM IIpreMe KJIAPUTPOMHUIIMHA M KOJIXUIIMHA HHTUOMpoBaHue P-gp
w/umu  m3odpepmenta CYP3A MoXeT mNpHBECTH K YCWICHHIO JEHCTBHUS KOJIXWIIMHA.
3aperucTpupoBaHbl HOCTPETUCTPALIMOHHBIE COOOLIEHHS O CIy4asiX OTPaBICHUS KOIXUIIMHOM MpU
€ro OJJHOBPEMEHHOM IpHEME C KJIapUTPOMHULIMHOM, Yallle Y TOKUJIbIX ManueHToB. HekoTopeie u3
OIMCAHHBIX CITy4aeB MPOUCXOINIIH C MAMEHTaAMH, CTPAAAIOIIUMU TOYEYHON HEAOCTATOYHOCTHIO.
Kak coobmianocs, HEKOTOpBIE ClTydau 3aKaHYNBAIHCH JIETAIBHBIM UCXOJIOM.

OpnHoBpeMEHHOE MPUMEHEHHE KIAPUTPOMHIIMHA U KOJXUIMHA MPOTHBOIIOKA3aHO (CM. pas3fen
4.3)).

Jueokcun

[Ipenmonaraercs, 4To AUTOKCUH siBIsieTcsl cyOcTpatom P-gp. M3BecTHO, 4TO KIapUTPOMHULIMH
uHruoupyer P-gp. [Ipu coBMecTHOM npreMe KIapuTpOMUIIMHA U JUTOKCHHA WHTHOMpoBaHue P-
gp  KJIApUTPOMHUIIMHOM  MOXET MPHUBECTM K  YCHUJICHHIO  JEHCTBUS  JIUTOKCHHA.
[TocTperucrpallMOHHBIE HCCIIEOBAHUS MOKa3ajid, YTO COBMECTHBIM NpHUEM JUTOKCHMHA U
KJIADUTPOMHUIIMHA TaKKE MOXET TPUBECTH K IMOBBIIICHUIO CHIBOPOTOUYHOW KOHIICHTPALUU
JUTOKCUHA. Y HEKOTOPBIX MAalHUEHTOB OTMEYAJIUCh KIMHUYECKUE CHUMIITOMBI OTpaBIICHUS
JUTOKCUHOM, BKJIIOYash MOTEHLIMAIBHO JieTadbHble apuTMuu. llpu coBMecTHOM mnpueme
KJIAPUTPOMHUIIMHA U JTUTOKCUHA CJIETyET TIIATEIbHO KOHTPOIMPOBATh KOHIICHTPALIUIO IUTOKCUHA
B CBIBOPOTKE KPOBHU.

3uoosyoun

OnHOBpeMEHHBII TpUeM TabJeTOK KJIAPUTPOMHUIIMHA U 3UAOBYJIMHA MEPOPAIBHO B3POCIBIMU
BUY-undunrpoBaHHBIMHA ~ MMAallMEHTAMH MOXXET TPHBECTH K CHWKCHUIO PaBHOBECHOMU
KOHIEHTPALUU 3UJOBYIHHA.

ITockOnpKy KIApUTPOMMIMH BIUSET HA BCAChIBAHUE 3UIOBYAUHA IIPU NEPOPAIBHOM IIPHUEME,
B3aUMOJICHICTBUS MOXXHO B 3HAYUTENbHON CTENEHH H30ekaTh, MPUHUMAs KIAPUTPOMHIUH H
3UJI0BY/IMH C MIHTEPBAJIOM B 4 yaca.

[TogoGHOTO B3ammosericTBus He HaOmogamm y BUY-undumupoBaHHbIX neTel, MPUHUMABIIHX
JETCKYI0 CYCTEH3HMIO KIAPUTPOMHIIMHA C 3UOBYIMHOM WIIM JAWJIE30KCHUHO3MHOM. [10CKOIBKY
KJIapI/ITpOMI/II_[I/IH MOKET HpGH}ITCTBOBaTB BCaCbIBAHHU IO BI/I,Z[OBy,Z[I/IHa HpI/I nux O,Z[HOBpeMGHHOM
IpUeMe BHYTPh Y B3POCIHBIX MALMEHTOB, MOJAOOHOE B3aMMOJEHCTBHE BPSJ JIM BO3MOXKHO IPH
HUCIIOJIB30BAHUUN KJ'IapI/ITpOMI/II_[I/IHa BHYTpI/IBeHHO.

Denumoun u eajlbnpoesas Kucioma
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KJIApUTPOMULIMH) C IpenapaTamMy, KOTOpble He METabOIM3UPYIOTCS C MOMOUIbIO M30(epMEeHTa
CYP3A (dhenutonHOM U BaJbIIpoeBON KHUCIOTON). [lJi JaHHBIX MpenaparoB, MPH COBMECTHOM
OPUMEHEHUH C KJIAPUTPOMHUIIMHOM, DPEKOMEHIYETCS ONpEeACieHHEe HX ChIBOPOTOYHBIX
KOHI[EHTPAIUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBIIICHHUH.

JIByHaIIpaBJICHHOE B3aMMOJACHCTBHE JIEKAPCTBCHHBIX IPEIapaToB

T'uopoxcuxnopoxun u X10poOXuH

Jlannble HaOMIOAEHUH TOKa3ajld, YTO COBMECTHOE IpPUMEHEHHE a3WTPOMHULMHA C
TUAPOKCUXIIOPOXUHOM Y TMAlUEHTOB C PEBMATOHIHBIM apTPUTOM CBS3aHO C MOBBIIIEHHBIM
PHUCKOM CEpAECYHO-COCYIUCTBIX COOBITUH U CepIeYHO-COCYAUCTOM cMepTHOCTU. Kitaputpomuiiua
CJIETyeT UCIOJIb30BATh C OCTOPOKHOCTHIO Y MAIIMEHTOB, MOJYyYaOIUX 3TH MpenapaThl, KOTOPHIE,
KaK M3BECTHO, yIMHAIOT uHTepBaid QT, u3-3a BO3MOKHOCTH PA3BUTHUS CEPJICUHON apUTMUU U
CEPbE3HBIX HEXKENATEIbHBIX CEPACUHO-COCYAUCTHIX SBJICHUM.

Amaszanasup

KnaputpomunyH u ata3aHaBup sIBISIOTCS Kak cyOcTpaTamMu, TaKk ¥ HHTHOUTOpaMu n3ohepMeHTa
CYP3A. CymecTByeT CBUAETENLCTBO JBYHAIIPABIEHHOIO B3aMMOJECHCTBUS 3THUX IIPENapaToB.
CoBMecTHOE mpuMeHeHne kinaputpomuiHa (500 mr nBa pasa B JeHb) u arazanasupa (400 mr
OJIMH pa3 B JI€Hb) MOXET IPUBECTU K JBYKPATHOMY YBEIMUYEHUIO BO3IEHCTBUS KIAPUTPOMULIMHA
u ymeHbuieHUto BosaeucTBus 14-OH-kimaputpomununa Ha 70 %, ¢ yBenmnuennem AUC
aTaza”aBupa Ha 28 %. biaronaps mmpokoMy TepaneBTHUYECKOMY AUANa30Hy KIAPUTPOMHULIMHA
YMEHBILIEHUE €0 J103bl y MAllHeHTOB ¢ HOPMaJIbHOM (yHKIMEH mouek He TpedyeTcs. Y HalieHToB
¢ ymMepeHHou nmovyeunoi HegoctarouHocThio (KK 30—-60 mir/MuH) 1032 KIIapUTPOMHUIIMHA TOHKHA
ObITh YMeHbIIeHa Ha 50 %. YV manmenTos ¢ KK Menee 30 mur/MuH 103y KIApUTPOMHUIIMHA CIIEAYET
CHM3UTh Ha 75 %, HCIONB3ys A 3TOTO COOTBETCTBYIOUIYIO JICKAPCTBEHHYIO (opMy
kinaputpomunivHa. Kiaputpomunya B po3ax, npesbimaromux 1000 Mr B CyTKH, HeEnb3s
IPUMEHSATh COBMECTHO C HHTUOUTOpAMH MTPOTEas.

EﬂOKamopbl «MEOJICHHBIXY KajJlbyYyueevblx KaHanoe

[Ipu ogHOBpEMEHHOM MPUMEHEHHUHN KJIAPUTPOMHIIMHA U OJIOKATOPOB «MEIJICHHBIX)» KaJIbIIUEBBIX
KaHaJIOB, KOTOpble MeTabonusupytorcss uzopepmentom CYP3A4 (mampumep, Bepamamu,
aMJIOJIUIIUH, AWITHA3€M), CIelyeT COONII0JIaTh OCTOPOXKHOCTb, MOCKOJIBKY CYIIECTBYET PUCK
BO3HUKHOBEHUS apTepHaJIbHOM T'MIOTEH3UH. [l1a3MeHHble KOHLEHTpPAlMM KIApUTPOMHUIIMHA,
TakXke, Kak M OJIOKaTOPOB «MEUIEHHBIX» KaJbIMEBbIX KaHAJIOB, MOTYT IOBBIIATHCA IPU
OJTHOBPEMEHHOM IPUMEHEHUHU. ApTepualibHas TUIOTEH3Us, OpajMapUTMHUS M JIAKTOALUI03
BO3MO>KHBI IIPY OJTHOBPEMEHHOM IpHUeMe KJIapUTPOMUIIMHA U BEpanaMuiIa.

HUmparonaszon

KnaputpoMuniiH u HMTpPaKOHA30Jl SIBIAIOTCSA CyOcTpaTaMd W WHTHOWTOpamMu u3o(epMeHTa
CYP3A, 4uro ompenenser AByHaNpaBlI€eHHOE B3auMOJCHCTBUE MpenapaToB. KiapuTpoMuuuH
MO>KET MOBBICUTH KOHIICHTPAIIMIO UTPAKOHA30J1a B MJIa3Me, B TO BPeMsI KaK UTPAKOHA30J MOKET
MOBBICUTh IJIA3MEHHYIO KOHIEHTPALMIO KIapuTpoMullMHA. [larueHTOB, OJHOBPEMEHHO
MPUHUMAOIINX UTPAKOHA30J U KIAPUTPOMHUIIMH, CIEyeT TIIATEIhbHO 00CIeI0BaTh HA HAJTHUYHE
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IIpEnapaToB.
Cakeunasup

Knaputpomunys u cakBUHaBHp SIBIISIIOTCS cyOcTpaTtamu U uHruoutopamu uzopepmenta CYP3A,
YTO ONPENEIIAET JByHAIPABICHHOE B3aUMOJIeiiCcTBIE npenaparoB. OMHOBPEMEHHOE IPUMEHEHNE
kiaaputpomuinHa (500 Mr 1Ba pas3a B JIeHb) U CAKBUHABUpPA (B MATKUX JKEIaTHHOBBIX Karcylax,
1200 mr Tpu pasa B neHb) y 12 3m0poBbix 100poBosbleB Bbi3biBaio yBenuueHue AUC U Cax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPABHEHUU C MPUEMOM CaKBHHABHpa B
ornenbHocTU. 3HaueHus: AUC u Cpax KJTapuTpoMuLIMHA ObUTH npubim3uTensHo Ha 40 % Bblile,
4YyeM IpU MOHOTEpalnuu KIApUTPOMHULMHOM. IIpM COBMECTHOM NPUMEHEHHMH 3TUX JABYX
IpenapaToB B TEUEHHE OIPAaHUUYEHHOI0 BPEMEHH B /103aX/COCTAaBaX, YKa3aHHBIX BBIIIE, KOPPEKLIUS
o036l He TpeOyercsa. PesynbraTel HCCIeOBaHMs JICKApCTBEHHBIX B3aMMOACHUCTBUI ¢
MCIIOJIb30BAaHNEM CAKBHHABUpPA B MATKUX JKEJIATUHOBBIX KaICyjaxX MOTYT HE COOTBETCTBOBATh
s dexTam, HaOIIOIAEMBIM IIPH IPUMEHEHUN CAKBHHABHPA B TBEP/BIX JKEIATHHOBBIX Karcyax.
Pe3ynbTaTsl HccaenoBaHus JIEKAPCTBEHHBIX B3aUMOJCHCTBUI TP MOHOTEPANINH CAKBUHABUPOM
MOTYT HE COOTBETCTBOBATH apdexTam, Ha0II01aeMBIM pu Tepanuu
CaKBUHApUHOM/pUTOHAaBUpOM. [Ipu mpueme cakBHMHaBHpAa COBMECTHO C PUTOHABUPOM CIIEAyET
YUUTBIBAaTh MOTEHLUAIBHOE BIMSIHUE PUTOHABUPA HAa KIIAPUTPOMHUILIMH.

4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

bepemeHHOCTD

BezonacHOCTh MpUMEHEHHsI KIIAPUTPOMHIIMHA BO BpeMsi OEpEMEHHOCTH HE YCTaHOBIICHA.

OCHOBBIBAsACH HA PA3JINYHBIX PE3YJIbTATAX, IOJYUYEHHBIX B HCCIEAOBAHUAX HA )KUBOTHBIX, 4 TAKIKE
Ha OIBbIT€ MNPUMEHEHWs Y JIOACH, HeNb3sl HUCKIIOYUTh BO3MOXHOCTh HEOIAronpHUATHOTO
BO3JICUCTBUSI Ha 3MOpuoderanbHoe pa3BuTHEe. HekoTopble HaOmOgaTeIbHBIC HCCIICIOBaHMS,
OLIEHUBAIOIIME Bo3jAeHcTBHE KiapuTpomurmHa B I u Il Tpumectpax GepeMEHHOCTH, BBISBUIH
NOBBIIIEHHBIA ~ PUCK  CaMOINPOW3BOJBHOTO a0OpTa 1O CpPaBHEHHIO C  OTCYTCTBHEM
QHTHUOMOTUKOTEpANIUU WIM NPUMEHEHHEM JpPYyTuX AaHTHUOMOTHKOB B AaHAJIOTMYHBIE CPOKHU
O6epemenHocTu. MMmerommuecss  3MUIEMHOJIOTUYECKAE  HCCIEAOBAHUS  PUCKA  CEPbE3HBIX
BPOKICHHBIX ITIOPOKOB PAa3BUTHUS MPU NIPUMEHEHUN MaKpOJIUAOB, BKIIIOYas KIAPUTPOMULMH, BO
BpeMsl OEpEMEHHOCTHU AEMOHCTPUPYIOT IPOTUBOPEUMBBIC PE3YJIbTATHI.

[IpumeneHne KIapuTpOMULIMHA TpU OepeMeHHOoCTH (0co0eHHO B I TprMecTpe) BOZMOKHO TOIBKO
B Cllydae, KOTJia OTCYTCTBYET ajbTepHATHBHAs TEpamlus, a MOTCHIMAIbHAs MOJb3a JUIsl MaTepu
NPEBbIIIACT MOTEHIIMATBHBIN PUCK IS MJI0/A.

JlakTamus

Bru1o ycTanoBieHo, 4TO peOEHOK, HAXOSIIUICS Ha TPYTHOM BCKapMITUBAaHUH, MOXKET MOJIyYUTh
okosio 1,7 % OT mMaTepuHCKON A03bl KJIAPUTPOMHULIMHA C MOIpPaBKON Ha Maccy Tejla MaTepu.
be3zonacHOCTh NMPUMEHEHHUs KIAPUTPOMHULIMHA Ui JE€Ted Ha TPYyIAHOM BCKApMIIMBAaHUMU HE
ycraHoBneHa. [Ipy HeoOXOAMMOCTH MpHeMa B MEPUOJ TPYJHOTO BCKAPMIIMBAHHS KOpPMIICHHUE
IpyZibI0 HEOOXOAUMO IIPEKPATUTb.
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I/ICCHGI[OBaHI/IH, MMPOBCACHHBIC HA KPbICAX, MMOKA3aJIM OTCYTCTBUC BIIMAHUSA HA q)epTI/IJ'H:HOCTB.

4.7. BiausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CpeICcTBAMH H PadoTaTth
¢ MeXaHM3MaMH

JlaHHBIE OTHOCUTENBHO BIUSHUS KIAPUTPOMHUIIHA HA CIOCOOHOCTH K YIPaBICHUIO aBTOMOOUIIEM
U MexaHu3MaMu OTCYTCTBYIOT. Cremyer coOoaTh OCTOPOKHOCTh TpU  YIIPaBJICHUU
TPAHCHOPTHBIMU CPEACTBAMHU M MEXaHU3MaMHU, YUUTHIBAs MOTEHIUAIbHYI0 BO3MOXHOCTb
TOJIOBOKPY>KEHHUS,

BCPTUT'0, CIIYTAHHOCTH CO3HAHUA W AC30PUCHTALMH, KOTOPBIC MOIYT

BO3HUKHYTL ITPU MPUMCHCHWU OTAHHOTO IIpcIiapara.

4.8. HexkennaTeibHbIe peakunuu

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINI

Knaccudukanmst 9acToThl pa3BUTHs HEXKENATEIbHBIX peakiuii BcemupHO opraHuzanuu
3apaBooxpanenus (BO3): ouens wacro (> 1/10), wacto (> 1/100, vHo < 1/10), Hewacto (> 1/1000,
HO < 1/100), penko (> 1/10000, Ho < 1/1000), ouens peako (< 1/10000), yacrora Hen3BecTHA (Ha
OCHOBAHUH UMCHOIIIUXCA JAHHBIX OLCHUTDH HGBOBMO)KHO). HepequL HEXEIIAaTCIbHbBIX peaKI_II/Iﬁ C
TPYNIUPOBKOM IO CHCTEMHO-OPTaHHBIM KJIaccaM M 4acToTe mpeacraBieH B Tadmuie 1.

Tabéumuna 1 CBeieHNs 0 YACTOTE HeKeJIATEIbHBIX PeaKIUii, 3aperiCTPMPOBAHHBIX B KINHHYECKHX
HCCIeI0BAHUAX KJIAPUTPOMHULIMHA

CHuCcTeMHO-OPraHHbIN YacroTa HesxenarenbHble peakunu

KJI1acC

1
LIEJUTIOJINT

KaHIUI03,

Nudexnnn u nHBa3zun Heuacto
F&CTpOBHTGpHTZ,

BTOpUYHblE MHpeKImu® (B TOM  uMCie

BarMHaJbHBIC)

Yacrtorta
HEU3BECTHA

MICEBAOMEMOPAHO3HBIN KOJIUT,
poxa

Hapymenus co ctopoHbl
WMMYHHOH CHCTEMBI

Yacto

CBIITb

Heuacto

aHaUITaKTOUTHAS pealculfm1 ,

THIIEPYyBCTBUTEIBHOCTD,
nepMatuT GysIe3HbIi!,

3yn,

KpanuBHULA,

MakKyJjomnamyJjc3Hasd CI)II'IB3

YacTora
HEN3BECTHA

aHaduIaKTHYECKas peakuus,
AQHTMOHEBPOTHYECKUM OTEK,

CEpbE3HBIE KOXKHBIE HEXEJIAaTeNIbHbIE PEAKIUU
(Hampumep,

OCTpBI  TE€HEpaIN30BAHHBIN

HK3aHTEMATO3HbIN MyCTYJE3),

cunapom CtuBeHca-/>)KOHCOHa,
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TOKCHUYECKHUH 3UAECPMAIbHBIN HEKPOJIN3,
JEKapCTBEHHas Chlllb C 203uHO(UIMEd u
(DRESS-

CHUCTEMHOHI CUMIITOMATUKOM

CHHJIPOM)

Hapymenus
MeTadoJIM3Ma U MUTAHUI

Heuacto

AHOPEKCHS,
CHHKCHHUCEC aIlllIECTUuTa

Ilcuxuueckue
HAapyLIECHUS

Yacto

OeCcCOHHUI[A

Heuacto

OECITIOKOMCTBO,
TIOBBINIEHHAS BO30YIMMOCTD’

YacTora
HEN3BECTHA

MICUXOTHUYECKHE PAaCCTPOMCTRA,
CIyTaHHOCTb CO3HAHUS,
JleriepcoHanu3anus,
Jernpeccus,

JIe30pUEHTaLS,
raJUIIOIMHALIAY,

HapylI€HUS  CHOBHUJICHHI
CHOBU/ICHUSA ),

napecresus,

MaHuA

(«xomIMapHbIe»

Hapymenus co ctoponsl
HEPBHOU CUCTEMBI

Yacto

roJIoOBHast 00JIb,
JIACTEB3US

Heuacto

TOTepsl CO3HAHMS ',

JMCKHMHE3Ns ',
TOJIOBOKPYKEHHE,
COHJIHBOCTb,
TpeMop

YacrtoTta
HEU3BECTHA

CyIOpOrH,
ares3us (MOTEPst BKYCOBBIX OLYIIEHUH),
napocmus,

aHOCMUS

Hapymenus co ctopoHbl
oprana ciyxa U
TabupuHTA

Heuacto

BEPTHUTO,
HapylIeHHE CITyXa,
3BOH B yIlIax

Yacrtorta
HEU3BECTHA

[JIyXoTa

Hapymenus co ctoponsl
cepana

Heuacto

OCTAaHOBKA cepua’,
GubpunnAIMs npeacepauii’,
yunHenue uHtepBana QT Ha
5JIEKTPOKAPIMOTPAMME,
SKCTpacucTonus',

OIIyIIIeHUE cepIeOneHus
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Yacrtorta
HEU3BECTHA

JKCITYJOUYKOBas TaXxuKapaus, B TOM 4YUCJIC TUIIA

«IHPYITY,
GUOPHILIALINS KETyT0YKOB

Hapymenus co ctopoHbl
COCY/IOB

Yacto

B30 IMIATAITHS

Yacrtorta
HEW3BECTHA

KPOBOTCUYCHUC

Hapymenus co ctoponsl
JBIXaTEIbHON CHUCTEMBI,
OpraHoB TpyIHOU
KJIETKU U CPEIOCTEHUS

Heuacto

actMal,
HOCOBOE KPOBOTEUEHHE?,
TPOM60IMOOIHS TETOUHO apTepun’

KenynouHo-KuleyHbie
HapyILICHUS

Yacto

rapest,

pBOTa,

JIACIIETICHS,

TOIIHOTA,

0016 B 00JIACTH KUBOTA

Heuacto

330¢arut!,
racTpodsodareansHas pedokcHas 60ne3Hb?,
racTpHT,
TIPOKTANTHSA,
CTOMATHT,
TJIOCCHUT,

B3OYTHC )XUBOTA,
3arnop,

CYXOCTbh BO PTY,
OTpPBIKKA,
METEOPHU3M,
X0Jecras,

rernaTtuTt B T.4.

renaTonesUIoIApHbIit*

Yacrtorta
HEW3BECTHA

OCTpBIN ITAaHKPEATHUT,

U3MEHEHHE IIBETA SI3bIKa U 3y0OB,
IIEYECHOYHAsA HEJJOCTaTOYHOCTb,
XOJIECTATHYECKAs XKEITyXa

Hapymenus co ctopoHnbl
KOXHN n IIOAKOXKHBIX

TKaHeH

Yacto

HHTCHCHUBHOC ITOTOOTACICHUC

Yacrtorta
HEU3BECTHA

aKHC

Hapymenus co ctoponsl
MBIIIICYHON, CKEJICTHOU
u COETMHUTENbHOMN

TKaHU

Heuacto

MBIIICYHBIH CIIa3M’,

KOCTHO-MBIIICYHAs1 CKOBaHHOCTbl,

MI/Ia.]'Il"I/ISI2

YacTora
HEU3BECTHA

*
pabromuonus>’,
MUOIIATHUA
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CucreMHO-OpraHHbIi Yacrora

KJIacC

T¥rendaieib e pearmmir 100

Hapywmenus co croponsl | Hacrora

ITOYECK U | HCU3BECTHA

MOYCBBIBOAAIINUX HYTGI\/'I

MOoYeYHask HeJJOCTAaTOYHOCTb,
MHTEPCTUIUANBHBIN HEPpUT

O6mme wnHapymenus u | O4eHb 4acTo

¢baedut B Mecte HHBEKIHH

peakuu B Mecte | Yacto

BBEJICHUS

60JIb B MECTE HHBEKIINH
BOCITAJICHHE B MECTE HHBEKIIAH

Heuacto

HeoMoranue”,
rUnepTepMus-,

acTeHwus,

601 B 'py/IHOI KIeTke?,
03HO0G,

YTOMIIIEMOCTD

JlaGopatopHsble u | Yacto

OTKJIOHEHHE B MIEYCHOYHOU Mpode

UHCTPYMEHTAIbHBIE Heuacro

JTaHHBIC

IMOBBIIIICHNUEC KOHIICHTpAUH eraTI/IHI/IHal,

IMOBBIIICHNUEC KOHIICHTpAUH MO‘IGBI/IHBII,
M3MeHeHNEe OTHOIIEH!S aTbO0yMUH/TIo0ymuH,
JICHKOIICHUS,

HelTponeHns®,

s03uHOGUIH®,

TpoMGonUTEMHS,

MOBBIIIIEHUE aKTUBHOCTHU
ananuHamMuHoTpanchepassl (AJIT),
acrapraramMmuHoTpancgepassl (ACT),
rammaraytamunrpascdepassl (ITT)?,
menovHoi ocdarazsr’,

nakraraeruaporesass: (JIAI)*

Yacrtorta
HEW3BECTHA

arpaHyJoLUTO3,
TPOMOOILIUTOTICHHSI,
YBEJIUYEHUE  3HAUYCHUS  MEXIyHapOJIHOTO
HOpManu3oBaHHOro oTHOmeHus (MHO),
yJIMHEHUE POTPOMOUHOBOTO BPEMEHH,
W3MEHEHUE I[BETa MOYH,

MOBBINICHHE  KOHIEHTpAIlMK  OMWIMpyOnHa

B KpPOBU

* — B HEKOTOPBIX COOOMICHHWSX O pabJaoMHOIU3E

KJIAQPUTPOMHUIMH TIPHHAMAJCS COBMECTHO C APYTHMH

JIEKapCTBEHHBIMHU CPEIICTBAMH, C MMPHEMOM KOTOPBIX, KaK M3BECTHO, CBS3aHO Pa3BHUTHE pabIOMHONH3a (CTATHHBI,
(GuOpaTHl, KONXWIMH WIH aJUIOMYPHHONI); | — COOOMIEHHs O JAHHBIX HEKENATEIBHBIX PEAKIMAX OBUIHM IIOJTy9IEHBI

2

TONBKO TIPH TIPAMEHEHWH mpenapara Kumamua, nuodumu3aT IS MPUTOTOBJICHHUS pacTBopa miusd MHOY3uid; * —
COOOIICHNS O TaHHBIX HEXKEIAaTENbHBIX PEaKIUAX OBLIM MOIYYCHBI TOJIBKO IpHU MpruMeHeHnn npenapaTa Knamug CP,
TaOJETKH C MPOJOHTUPOBAHHEIM BEICBOOOKICHHAEM, MOKPHITHIE IIIEHOYHOM 060I0UKOM; * — COOOIIEHHI O NaHHBIX
HE)KENATeIbHBIX PEaKNUsAX OBUTH TIONYYeHBI TONBKO TIPU NPUMCHEHHWH Tpenapata Kimamunm, rpaHyisl s
MPUTOTOBIICHUS CYCIICH3UM U1 TpUeMa BHYTPb, 4 — COOOIICHHS O JAaHHBIX HEKEIATEIbHBIX PEaKIHSIX ObLTH
MTOJTy4YESHBI TOJIFKO MPH MPUMEHEHUU NipenapaTa Knamnus, TabneTku, NOKPBITHIC TNICHOYHOM 000I0YKOA.
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[Ipoune ocoOble TONVIISIIIHHA

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Hauuenmbl ¢ N00ABIeHHbIM UMMYHUMENIOM

Y namueHToB ¢ cuHApoMOM mnpuodpereHHoro ummyHoaedunura (CIIN) wu napyrumm
UMMYHOJICDUIIUTAMH, TONyYAIOMINX KJIAPUTPOMHUIIMH B 0OJiee BBICOKHMX J103aX B TCUCHHE
JUTMTEIIFHOTO BPEMEHU ISl JICYCHHUST MUKOOAKTePHATIbHBIX WHPEKIUI, YacTO TPYTHO OTIHMYUTH
HexenarenbHble 3(@exTsl mpenapara or cuMnToMoB BUYU-nHpeKIun mim COmyTCTBYIOLIETO
3a00JIeBaHMUA.

Haubonee yacTbIMu HexkeNaTeNbHBIMU SBJICHUSAMH Y MAllMEHTOB, IPUHUMABILNX CYTOUHYIO J103Y
KJIapuTpoMHuIInHa, paBHyio 1000 mr, ObLIH: TOIIHOTA, PBOTA, M3BpaIlleHHuE BKyca, 00Jb B 00J1aCTH
JKUBOTA, JMUApesi, ChIllb, METEOPHU3M, TOJIOBHas 0OJb, 3amOp, HApyLIEHHE CIIyXa, MOBBIIICHUE
aktuBHOCTH ACT 1 AJIT B kpoBH. Takke 0OTMEUaIUCh CIIy4Yan HEKENATEIbHBIX SIBICHUM C HU3KOMU
YaCTOTOW BOSHUKHOBEHHS, TAKHUE KaK OJBIIIKA, OECCOHHUIIA U CYXOCTh BO PTY.

VY nanueHToB ¢ MOJaBICHHBIM UMMYHHUTETOM MPOBOJIWIM OLEHKY J1aOOPaTOPHBIX MOKa3aTeseil,
aQHAIM3UPYS WX 3HAYUTENIbHbIE OTKIOHEHUS! OT HOPMBI (PE3KOe MOBBIIIEHNE Ui cHUXkeHue). Ha
OCHOBAaHUU JAHHOTO Kputepus y 2—3 % NanueHToB, MOJIy4aBIIUNX KIapuTpoMUuLKH B 7o3e 1000 mr
€XEIHEBHO, OBUIO 3apErHMCTPUPOBAHO 3HAUYMTENbHOE ToOBBIMIeHHE akTHBHOCTH ACT u AJIT
B KDOBH, a TaKX€ CHIDKEHHE YHCIA JICMKOIMTOB W TPOMOOIMTOB. Y HEOOJIBIIOrO 4YHCIa
NannuCHTOB TaKXKEC 6]:1)10 3apCruCTpUPOBAHO TMOBBINICHUEC KOHICHTPALMKU OCTATOYHOI'O a30Ta
MOYECBUHBI.

CTH

[Ipenmosaraercs, 4ToO 4acTOTA, THII U TSHKECTh HEXKEIATEIBHBIX PEAaKIUN y NETEH Takas ke, Kak
Y B3POCIIBIX.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare 0 M0A03pEBAEMBIX HEXKENATEeIbHBIX PEAKUMAX IOCIE PErucTpaliu
JIEKapCTBEHHOTO Ipenapara ¢ Lelbl0 00eceyeHNs HENPEPbIBHOIO MOHUTOPUHIAa COOTHOILICHUS
«TI0JIb3a — PHUCK» JIEKAPCTBEHHOTrO Mpemnapara. MeAUIUMHCKUM pPaOOTHUKAM PEKOMEHIyeTcs
cooluiate O JOOBIX MOJ03PEBAEMBIX HEKENATENbHBIX PEaKIHsIX JIEKapCTBEHHOIO Iperapara
YCpe3 HAIIMOHAJIBHBIC CUCTCMBbI COOGH_IGHI/I}I 0 HCXKCJIATCIIbHBIX PCAKIUAX IOCYAAPCTB — YJICHOB
EBpa3uiickoro 53K0HOMHUYECKOr0 COI03a.

Poccuiickaa ®@eoepayus:

Anpec: 109012, r. Mocksa, CraBstHCKast miiomiaib, 1. 4, ctp. 1

®denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)
Tenedon: +7 800 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru
Pecnyonuxa Apmenus:

0051, r. Epesan, np. Komuraca 49/5
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lopsiuas muaus: (+374 10) 20-05-05, (+374 96) 22-05-05

Oi. moura: vigilance@pharm.am, INFO@ampra.am

http://www.pharm.am

4.9. [lepeno3upoBka
CuMITOMBI

[Tpuiem OonbIION 03Bl KIAPUTPOMMIIMHA MOXKET BBI3BaTh CUMITOMBI HapyIIEHUH CO CTOPOHBI
KEITyAOYHO-KUIIEYHOT O TPAKTA.

Y ongHOro mamueHta ¢ OWIIONSAPHBIM pACCTPOMCTBOM B aHaMHe3e TIOCiIe IpueMa 8T
KJIApUTPOMHULIMHA ONMCAHbl U3MEHEHUS IICUXUYECKOIO COCTOSHUSA, IapaHOUJAIbHOE IIOBEACHUE,
TUIIOKAJIMEMUS U TUIIOKCEMUS.

JleueHue

[Ipu mnepeno3upoBKe cieayeT YIIUTh HeaObcOpOMpPOBAaHHBIA IMperapar U3 JKEIyJAO4HO-
KHILIEYHOIO TpakTa (IpOMBIBAaHUE XKEIYyAKA, IPUEM aKTUBUPOBAHHOIO YIVIsl U Ap.) U MPOBECTU
CUMITOMAaTUYECKYI0 Tepanuio. ['eMoauanus M INEpPUTOHEAIbHBIM JAMAIN3 HE OKa3bIBAIOT
CYIIECTBEHHOTO BIMSHUSA HA KOHLEHTPALUIO KIAPUTPOMUIMHA B CBIBOPOTKE, YTO XAPAKTEPHO
Y IS APYTUX NIPENapaToB IPYIIIbI MAKPOIUIOB.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHe CBOICTBA

dapmakoTepaneBTHUECKasi Tpymna: aHTHOAKTEpUAbHBIE CPEACTBA CHUCTEMHOTO JCHCTBUS;
MaKpOJIU/bI, THHKO3aMU/IbI M CTPETITOTPAMUHBI; MaKPOJIUIBI.

Kog ATX: JOIFAO09.

Mexanusm aeiicteus u hapMakoauHaMudeckue 3O hEKThI

Knaputpomuniua  sBAS€TCSI  MOJYCHHTETHUYECKUM aHTHOMOTHKOM TPYNIbl  MaKpOJIUAOB
Y OKa3bIBa€T aHTHOAKTepUalbHOE JACHCTBUE, B3amMmonenctBys ¢ S50S  pubocomanbHOU
cyObeMHUIIEH U OJaBIIsIs CUHTE3 OeKka OaKTepuil, UyBCTBUTENIBHBIX K HEMY.

KiaputpoMuIiMH NpoieMOHCTPUPOBAl BBICOKYIO AKTUBHOCTb i1 Vitro B OTHOILIEHUU Kak
CTaHJAPTHBIX JIA0OPATOPHBIX HITAMMOB OaKTEPHH, TaK M BBHIICICHHBIX y TAlMEHTOB B XO7e
KJIMHUYECKON NPaKTUKU. [IposBIIsIeT BBICOKYIO aKTUBHOCTh B OTHOIIEHHMH MHOTHX a’pOOHBIX H
aHa’POOHBIX TPAMIIOJIOXKHUTEIBHBIX U TPAMOTPUIIATEIBLHBIX MUKPOOPTaHU3MOB. MUHUMAaIbHBIC
nogaBisitonue KouieHtparuu (MIIK) kmaputpomMunmHa 111 OOJBIIMHCTBA BO30YAUTENCH
MmenbIe, ueM MIIK sputpomuninaa B cpeHeM Ha oJ1HO log, pa3BeneHue.
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pneumoniae. Oka3pIBaeT OaKTepUIMIHOE NeiicTBUe B oTHOIIeHUU Helicobacter pylori, nannas

AKTUBHOCTb KJIQPUTPOMUIIMHA BBILIE IPU HEUTpaIbHOM pH, 4eMm npu KUCIoM.

Kpome Toro, manuele in vitro M in vivo yKa3bIBalOT Ha TO, YTO KJIAPUTPOMHIIMH JCHCTBYET Ha
KJIMHUYECKH 3HauMMble BUJIbI MUKOOaKTepuil. Enterobacteriaceae n Pseudomonas spp., Tak xe
KaK 1 Ipyrue He (hepMEeHTHUPYIOIIKE JTaKTO3y IpaMOTpHUIaTe/IbHbIe 0aKTePHH, HE UyBCTBUTEIbHBI

K KIIADUTPOMULIUHY.

AXKTHBHOCTB KIIapuTpOMHUIIMHA B OTHOIICHHUU

OOJILIIMHCTBA IITAMMOB NEPCUUCIICHHBIX HHUXKC

MUKpPOOPTraHU3MOB JI0Ka3aHa KaK in Vitro, Tak U B KJIMHUYECKOW MPaKTUKE MpH 3a00JEBaHUSX,

MEePEUYUCIICHHBIX B pasjene 4.1.

A3p06Hbl€ cpamnoioxcumeslbHvle MUKpOOpcanu3mbl.:

e Staphylococcus aureus

Streptococcus pneumoniae
Streptococcus pyogenes

e Listeria monocytogenes

Aspobuvie epamompuyamenvhvie MUKPOOPLAHUSMBL.

o  Haemophilus influenzae (H. influenzae)

Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae

o Legionella pneumophila
pyaue muxkpoopeanusmoi:

e  Mycoplasma pneumoniae

o  Chlamydia pneumoniae (TWAR)
Muxobaxmepuu:

o  Mycobacterium leprae
Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

u Mycobacterium intracellulare

Mycobacterium avium complex MAC) —

KOMIUIEKC, BKIIrodaronuit Mycobacterium avium

HpOI[YKHI/IH OeTa-TakTamMasbl HEe OKA3bIBAET BIUSIHUS Ha aKTUBHOCTH KJIIapuTpOMHUIIMHA.
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0071a/1a10T YCTOWYMBOCTHIO U K KIIAPUTPOMHUIIHHY .
Helicobacter pylori

UysctButensHocTh Helicobacter pylori (H. Pylori) K KTapuTpOMHLKMHY U3ydallach Ha M30JIATaX
H. pylori, Beiienennbix ot 104 maueHToB, 10 HaYaaa Tepanuy npenapaToM. Y 4 maueHToB Obun
BBIJICJIEHBI PE3UCTEHTHBIE K KIAPUTPOMULIMHY IITaMMbI H. pylori, y 2 — mITaMMBI C YMEPEHHOU
PE3UCTEHTHOCTBIO, Y OCTaNbHBIX 98 manmeHToB M30MATHl H. pylori ObUIM YyBCTBHTEIHHBI
K KJIIAQPUTPOMMILIUHY.

KnaputpoMuninH OKa3bIBaeT JEWCTBUE in Vifro W B OTHOUICHWH OOJBIIMHCTBA IITAMMOB
CIEIYIOIIMX MHKPOOPTaHU3MOB (OAHAKO 0e30macHOCTh u A()PEKTUBHOCTH HCIOIB30BaAHUS
KJIAPUTPOMHUIIMHA B KIIMHUYECKOM MPAKTUKE HE MOATBEPIKICHA KIIMHHYECKUMHU UCCIICIOBAHUSIMH,
U TIPAKTHYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

Aspobuvie epamnonoxcumenbHvle MUKPOOP2AHUSMBL:
e Streptococcus agalactiae
o Streptococci (rpynmsi C, F, G)
o Viridans group streptococci
Aspobubie epamompuyamenbHble MUKPOOPSAHUSMBL:
e Bordetella pertussis
e Pasteurella multocida
Anaspobuvie cpamnonoxcumenbHvle MUKPOOP2AHUIMBL:
o Clostridium perfringens
e Peptococcus niger
e Propionibacterium acnes
Anaspobuvie epamompuyamenbHvle MUKPOOPSAHUSMBL:
e Bacteroides melaninogenicus
Cnupoxempi:
e Borrelia burgdorferi
e Treponema pallidum
Kamnunobaxmepuu:
o Campylobacter jejuni

OCHOBHBIM ~ METa0ONUTOM  KJIAPUTPOMHIMHA B  OpraHW3ME  YEJIIOBEKAa  SIBIIACTCS
MHUKPOOHOJIIOTUYECKH aKTUBHBIM Merabonut 14-OH-knaputpomunuH. Mukpoobuonorniyeckas
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OTHOIIECHNM OOJBIIMHCTBA MHUKpOOpraHuzMoB. Vckimrouenue cocrasusier H. influenzae, B
OTHOILIEHUH KOTOPOH 3(PEeKTUBHOCTh META00OINTA B JBa pa3a BhllIe. FIcX0HOE BEIIECTBO U €ro
OCHOBHOM METa0O0JIUT OKA3bIBAIOT JIMOO A TUTUBHBIH, THO0 CHHEPru4ecKuil 3PPEKT B OTHOILICHUH
H. influenzae B ycloOBUSIX in Vitro W in vivo B 3aBUCHUMOCTH OT IITaMMa OakTepuil.

Tecm na uyecmeumelbHoCnb

Konnuecrsennnie MCTOOBI, TPGGYIOH_II/IG HU3MCPCHUSA OUaMCTpa 30HLI MMOAABJICHUA POCTA, AAKOT
Haubosiee TOYHBIE OLIEHKH YYyBCTBUTEIBHOCTH OakTepuil K aHTUMHKPOOHBIM npenaparaM. OnHa
U3 PEKOMEHAYEMBIX METOIUK JUIsl OINpEAeNeHUS YyBCTBUTEIHHOCTH MCIOJIb3YET JUCKH,
UMITPErHUPOBaHHBIC 15 MKr kimaputpoMmunimHa (aucko-nuddysnonusiii meron Kupou-bayspa);
IIPY UHTEPIPETALUU TeCTa AUAMETPhI 30H MOJABICHHS POCTa KOPPENIUpYIOT co 3HaueHusmMu MITK
kinaputpomunrHa. 3uadeHuss MIIK onpenensitorcs MeTooM pa3BeieHus B OyJIbOHE UITH B arape.
HpI/I HUCIIOJIB30BAaHUMU JTHUX MCTOAUK OTUCT U3 na6opaTopHH O TOM, 4YTO IITaMM ABJIACTCA
«YYBCTBUTCIIbLHBIM», YKa3bIBAaCT HA TO, YTO BOBGYI[I/ITG.HB I/IH(beKI_[I/II/I, BCPOATHO, OTBCTUT Ha
neueHue. OTBET «peBI/ICTeHTHBII\/'I» YKa3bIBACT HA TO, YTO BO36y,Z[I/IT€.HB, BO3MOXHO, HC OTBCTHUT Ha
neuenue. OTBeT KMPOMCIKYTOYHASA YYBCTBHUTCJIBHOCTL» IMPCANOJaracrt, 4ro TepaHGBTI/IquKHﬁ
adexT mpemapara MOXKET OBITh HEOJHO3HAYCH WM MHKPOOPTAaHM3M MOXET OKa3aThCs
YYBCTBUTEJIbHBIM TPU HCIOIB30BAaHUM 0Oo0Jiee BBICOKMX [03 Ipemnapara (IpoMeXyTOuHas
YYBCTBUTEIHLHOCTb TAK)KE€ HA3bIBACTCSA «YMEPEHHON UYBCTBUTEIBHOCTHION).

5.2. ®apmakoknHeTHYECKHE CBOWCTBA

AOGcopbuus

dapMaKOKHHETHKA KIAPUTPOMHUIIMHA B JIEKAPCTBEHHOU (popme TabIEeTKH ¢ MPOJIOHTHPOBAHHBIM
BBICBOOOXKJICHHEM ObUIa W3ydeHa Yy B3POCIBIX TI0 CpPaBHEHHIO C KIAPUTPOMHIIMHOM B
JIeKapCTBeHHOUW (opme TabyieTKu ¢ OOBIYHBIM BBICBOOOXIeHHEeM B mo3ax 250 m 500 wr.
BcacpiBanue mpenapara B 000X ciTydasx ObUTIO OIMHAKOBBIM IPH HA3HAYEHUH B SKBUBAJICHTHBIX
nozax. [lpmem mHIM  yBeNWYMBACT BCAChIBAaHUE KJIAPUTPOMHUIIMHA,  CJIEIOBATENBHO,
KIIapUTPOMUIIHH, Ta6JIeTKI/I C IPOJIOHTHUPOBAHHBIM BBICBO60)KI[€HI/IGM, AOJIKHBI MPUHUMATLCS BO
BpeMs IIpUeMa MUY,

Knaputpomunua metabonusupyercs B cucteme CYP3A nedenn.

AbcomoTHas OM0I0CTYHOCTH cocTaBisieT okoito 50 %. Ilpu npueme MOBTOPHBIX /103 IpenapaTa
KyMYJISILIMM TIPAKTHYECKU HEe OOHapYKEHO, U XapakTep MeTaboin3Ma B OpraHU3Me YeIOBeKa He
W3MEHSJICS.

Pacupenenenue, onorpanchopMaliis ¥ dIUMMAHALIAS

In vitro

HccnenoBanus in vitro mokasaiu, 4TO KIAPUTPOMUIIMH CBSI3bIBAETCS ¢ OETKaMu I1a3Mbl KPOBH Ha
70 % B xonneHtpauuu oT 0,45 mo 4,5 mxr/mu. Ilpu konunentpanuu 45,0 MKI/MJI CBS3bIBAaHUE
cHmkaetcs 10 41 %, BeposiTHO, B pe3yIbTaTe HACHIIIICHUS MECT CBS3bIBaHUS. JTO HAOIOIAaeTCs
TOJIBKO TIPH KOHIICHTPAILIUSIX, MHOTOKPATHO MPEBBIMIAIOIINX TEPATIEBTUICCKYIO.

In vivo
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WccnenoBanus in vivo Ha XUBOTHBIX IMOKa3ajjd, 4TO kHapHMHL%/IHTE%TCTJWT o*heex

TKaHSIX, 3@ UCKJIIOYEHUEM LIEHTPaIbHON HEPBHOM CUCTEMBI, B KOHIIEHTPALUAX, B HECKOJIBKO pa3
IpeBbIIAIOMKX TIa3MeHHble. Hambonee Beicokme koHueHtpammu (B 10-20 pa3 Bblmie
IUTa3MEHHBIX ) 00HAPYKUBAIKCH B IIEYCHU U JIETKHX.

300posvie 006po6onbLYBL

V¥ nanuenTos, npuHumasmux 500 mr npenapara Kimaung CP ogun pa3 B IeHs BO BpeMsl IpueMa
muiy, Cmax KiIapuTpomunvHa U 14-OH-knaputpoMunyHa B Ia3Me KpoBH cocTaBisuia 1,3
n 0,48 MKT/MJI COOTBETCTBEHHO. T1» KIApUTPOMHIIMHA W MeTa0ONHMTa COCTaBWiId 5,3 dYaca
u 7,7 vacoB cooTBeTCTBEHHO. [Ipu mpueme pazoBoii 10361 npenapata Knamug CP 1000 mr (2x500
MTI') Cmax KJIQpPUTPOMHULIMHA M €TO THAPOKCHIMPOBAHHOTO MeTabonuTa nocturana 2,4 MKr/mi
u 0,67 MKr/mi1 cooTBeTcTBeHHO. T1/2 KiapuTpoMuiiHa npu npueme B no3e 1000 mMr cocraBumi
5,8 "aca, Torga Kak aHaJlOTMYHbIN Moka3atens st 14-OH-kinaputpomuiinia coctaBui 8,9 yaca.
Bpewms HacTynnenus MakcuMaibHOM KoHIeHTpauH (Tmax) mpu npueme kak 500 mr, Tak 1 1000 mr
CcOCTaBWJIO TPUOMM3UTENBHO 6 YacoB. Cmax 14-OH-xmaputpomuiimHa HE yBEIWYMBAIaCh
IIPONOPLUUOHAIIBHO 103€ KJIIAPUTPOMUIIMHA, B TO BpeMs Kak T12 Kak KIIJapUTPOMULIMHA, TaK U €ro
THJIPOKCUIMPOBAHHOIO METaboJITa MMENl TEHACHUUIO K YBEIMYEHHUIO C IMOBBIIIEHUEM 03Bl
Takast HenuHeliHas QapMakOKMHETHMKA KJIAPUTPOMHULMHA B COYETAHUHM C YMEHbIIECHHEM
oOpa3zoBaHus 14-ruApOKCUINPOBAHHBIX U N-IeMETHINPOBAHHBIX IIPOITYKTOB IPH BEICOKUX J103aX
yKa3blBa€T HA HEJNMHEHHBIH MeTa0oIu3M KIApUTPOMMIIMHA, KOTOPBIM CTaHOBHTCSA Oojee
BBIPQKEHHBIM IIPU BBICOKHUX J103aX.

[Toukamu BeIBOAUTCS TPUOIN3UTENBHO 40 % MOCTYNUBILIEr0 B OPraHU3M KIapUTPOMUIIMHA.
Kumeunukom BeiBoautcs npumepHo 30 %.
DapmakokuHemura y nayueHmos

Knaputpomunua u ero merabonut 14-OH-knapuTpoMuiuH OBICTPO NPOHUKAIOT B TKAHU
Y )KMJIKOCTH opraHusma. VMeroTcsi orpaHvueHHbIE aHHBIE, CBHJETEIBCTBYIOIIME O TOM, YTO
KOHIIGHTpaLUsl KJIApUTPOMUIIMHA B LEPeOPOCTIMHAIBHOM JKUAKOCTH TPU NEPOPATBLHOM TpUEMe
HE3HauuTeNbHa (T.€. TONBKO 1-2% OT KOHIIEHTpAallUM B CBHIBOPOTKE KPOBH MPH HOPMAIbHOU
MPOHMIIAEMOCTH TeMaTodHIedanndeckoro Oaprepa). KoHIleHTpanus B TKaHSIX OOBIYHO
B HECKOJIBKO pa3 BhIIIE, YEM B CHIBOPOTKE KPOBHU.

ITarmeHThlI ¢ HapymeHueM d)VHKUI/II/I IICUYCHU

VY manueHToB co CpeAHEH U TSHKENION CTeNeHbI0 HapyIeHUs (DYHKIMH IIEYeHH, HO C COXPaHEHHOM
(dyHKIKEH ToUYeK KOPPEKIHS 1036l KIApUTPOMUIIMHA HEe TpeOyeTcs. PaBHOBECHAs KOHIIGHTpaLUs
B IUIa3M€ KPOBU M CUCTEMHBIN KIMPEHC KIAPUTPOMULIMHA HE OTIMYAIOTCA y NMAalMEeHTOB JAHHOU
rpyNIbl U 310pOBbIX NanMeHToB. PaBHOBeCcHas koHIeHTpauus 14-OH-knaputpoMunimua y noaen
C HapylIeHUs MU (YHKIIUU TIEUEHU HIDKE, YEM Yy 3/10POBBIX.

ITarmeHTHl ¢ HApYIICHHEM d)VHKUI/II/I ITOYCK

[Tpu HapymeHnn pyHKIUK oyeK YBeTUUUBAIOTCS Cmax M Ciin KIIAPUTPOMUIIMHA B IJIa3ME KPOBH,
Tip, AUC xnaputpomMunmHa u ero wmetabonurta 14-OH-xmaputpomuimua. Koncranta
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3aBUCHUT OT CTENICHU HapyIeHUs (QYHKIMH MOYEeK.

ITanmeHTH MOKUIIOr0 BO3pacTa

VY manueHToB MOXHUJIOTO BO3pAacTa KOHIICHTPAIMs KJIApUTPOMUIIMHA U ero MetadommTta 14-OH-
KJIApUTPOMHUIIMHA B KPOBH ObLJIa BHIIIE, & BRIBEACHUE MEJJICHHEE, YEM y TPYIIITBI MOJIOIBIX JIFOICH.
OpnHako mocie KOPPEKIMU ¢ y4ETOM MOYSUHOTO KIIMPeHCa KpeaTHHUHA He ObLIO OTIMYHA B 00eHX
rpynnax. TakuMm o0pa3oM, OCHOBHOE BIHMSHHE Ha (PApPMAKOKHMHETUYECKUE TapaMeTphbl
KJIApUTPOMULIMHA OKa3bIBaeT (PYHKIIMS MOYEK, a HE BO3PACT.

6. PAPMAIIEBTUUYECKHUE CBOVICTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

JInMoHHas KucioTa 0e3BogHas
Harpus anrunar

Harpus xanpuus aaruHat
JlakTO3BI MOHOTHAPAT
IMoBumou-K-30

Tanbk

CreapuHOBas KHUCJIOTA
Marnus creapat

II1eHOYHOE ITOKPBITHE

['mnpomennosa

Maxkporoin 400

Makporon 8000

Turana TMOKCHU]T

Kpacurens xentoiii (XuHOTMHOBBIN >kenThiid) (E104) amroMrUHMEBBIHN J1ak
CopOuHOBast KUCIIOTA

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

3 roxa.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh B 3alIUIIEHHOM OT CBETa MECTE MpHU TemIiepatype He Boiiie 25 °C.
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6.5. XapakTep u coaep:kaHue NEPBUYHONH YIIKOBKH

ITo 5, 7, 14 Tabnerok B 6nuctep u3 [IBX/TIBAX/Al ¢ponbru.

Io 1 unm 2 GnucTepa BMeCTe C TMCTKOM-BKIIAJIBIIIEM TOMEIIAIOT B MAYKy KApPTOHHYIO.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHUHM HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara WM OTX0J0B, MOJYYeHHBIX MOcJie MPUMEeHeHUsl Mpenapara,
U pyrue MAHUILYJISAMH € NPenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMUOHHOI'O YIOCTOBEPEHUSA
I'epmanus

3660tT JI360paropus ['MO6X,

30173, r. 'annoBep, @poitnaamiee 9A

7.1. IlpeacTaBuTeNb AEPKATES] PETHCTPALMOHHOIO YI0CTOBEPEeHHA

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @eoepayus

000 «2660tT JIr60paTopus»

125171, r. MockBa, Jlenunrpajackoe mocce, 1om 16A, ctp. 1
Tenedon: +7 (495) 258-42-80

dakc: +7 (495) 258-42-81

D11, mourta: abbott-russia@abbott.com

Pecnyonuxa Apmernus

Jns monydenuss uHGOpMaMu WM COOOLICHWH O HEXKeNaTeNbHOW peakUuu Ul Mperapara,
npuoOpeTeHHOro Ha Teppuropun PecnyOnukun  ApmeHuss HeoOxoaumo — oOpamarbes
B [IpencraButensctBo OOO «Abbott Laboratories GmbH» (IllBetiniapckass koHpemeparms)
B PecniybOnmke benapych

220073 MuHuck, 1-b1ii 3aropoansrii nep., 1. 20, odpuc 1503.

Tenedon: +375 172591295, +375 172022361

®axc: +375 172567920

Taxke cooOmuTh B AGOOTT O HEXeNaTeJIbHOW peakuu MpH MPUMEHEHUHW Tpernapara WiH O
*)anobe Ha KauyecTBO MOXHO 110 Tenedony +380 44 498 6080 (kpyraocyTo4dHO).

1. moyTa: pv.cis@abbott.com

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
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9. JIATA MEPBAUYHOI PETMCTPALIMU (HOMTBEPHIHEHNSA PEFHCTPATINL,

HEPEPEI'MCTPALIUN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO01mas xapakTepucTuka iekapcTBeHHoro npemnapara Kimanun CP noctynaa Ha ”HGOPMAIMOHHOM
noptane EBpa3uiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIMOHHO-KOMMYHUKAIIMOHHOW CETH
«uaTeprer» http://eec.eacunion.org
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