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HHCTPYKIUS
(uHdopmanms NS CHIENHATHCTOB) )
1O MEAUIIMHCKOMY ITPUMEHEHUIO JTEKAPCTBEHHOI'O CPEJACTBA

KJIAPUMUIIUH (Knapurpomuuus) 250 mr, 500 Mr; Taé/1eTKH, IOKPBIThIE 000/1049KO0i
CLARIMYCIN (Clarithromycin) 250 mg and 500 mg film-coated tablets

O0mas xapakTepucTHKA
Me:xayHapoaHoe HeMaTeHTOBAHHOE HAa3BaHHe
Knapurpomunwms (Clarithromycin)

XuMHuYecKoe Ha3BaHNE

(3R,4S8,5S,6R, 7R, 9R,11R,12R,138,14R)-4-[(2,6-OAuneokcu-3-C-metun-3-O-mermi-o-L-puto-
recanupaHo3wi)okcu]-14-s1un-12,13-auruapoxcu-7-metokcu-3,5,7,9,11,13-recametun-6-[[3,4,6-
TPHIEOKCH-3-(IUMETHIAMHUHO )-B-D-KCHII0-TreKCaMpaHO31II|OKCH | OKCalIKIIOTeTpafeKaH-2,10-11on

(6-O-MeTHI3pUTPOMHUIIHH)

COTrJTACOBAHO
JlekapcrBeHHas opma MITHUCTEPCTBOM 3IPABOOXPAHEHUA

Tpukas Muxucreperra 31PaBOOXpaHeHUA
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Cocras
Kaxmas Tabnerka, mokpbiTas 000J109KOM, COAEPHKUT: ;
Axmuenoe sewecmso:

TabneTKy, HOKpBITEE 0GONOYKOH. ! PECTIYBJIMKY BEJIAPYCb
|
{
i,

KnaparpoMunus 250 mr w500 mr

Bcnomozamenvhule gewyecmsa:

A0po mabremku. MAKPOKPUCTAILTHYECKAs LIEJIII0NI03a, IOBUAOH, KPOCKApMelIo3a HaTpus,
MarHys CTeapar, KpeMHHS TUOKCH KOJUIONAHBINA O€3BOHBIN; 060104Kq: TAIPOMEILIO3a, THTaHA
muoxenn (E171), Tanek ounmieHHsH (B TabneTke no3upoBkoit 250 mr), Mmaxkporon 6000, kpacurens
XUHOJIMHOBBIN XenToiit (E104).

Onucanne

Knapumuyun 250 mz: OBanpHbIE, IBOSIKOBBIYKIIbIE TaOJETKH, TOKPHITEIE 000I0YKOH, OT
CBETJIO-XKENTOTO JIO JKENTOr0 LIBETA.

Knapumuyun 500 me: TIpogonrosarsle, TBOSIKOBBITYKIIBIE TaONETKH, TOKPBITEIE 000T0YKOH, €
PHCKOH Ha OHOM CTOPOHE, OT CBETIO-XKEITOTO JI0 XKENTOro IBETa.

Tabnemxky ModHcHO pasdenumsb HA PagHblE NONOBUHDL.

dapMakoTepaneBTHYecKasi rpynna: AHTHOaKTepHAIbHBIE CpPENCTBA I/ CHCTEMHOIO
IpUMEHEHHs. Makpouasl, TMHKO3aMHIBI X CTPEIITOrpaMHHbL. MakpoIuap!.
Kon ATX: JO1FA09

PapmakoI0rnyecKHe CBOicTBA

Dapmakoounamuka

KrapuTpoMuIiH — TOTyCHHTETHYECKUH AHTHOMOTHK TPYINBl MAaKpOJIUAOB (IPOM3BOTHOE
sputpoMunmHa A). OkaspiBaeT OaKTEpPHOCTaTHYECKOe MACHCTBHE, IIOAABIAA CHHTE3 Oejlka Ha
pubocomMax YyBCTBHTENBHBEIX K HEMY MHUKPOOPTaHM3MOB IyTéM CB3biBaHUA 50- s CyOLEOUHHIBL
IIposiBiisieT BBICOKYIO aKTHBHOCTH B OTHOIICHHH GOJBLIOrO YHCia a3poOHBIX U aHa3pOOHBIX IpaM-
IOJIOKHUTENIBHBIX U IpaM-OTPHULATENIBHBIX MHKPOOPraHM3MOB, BKJIIOYAs [OCHUTAIBHBIC LITAMMBL
MunumMansHas mopmasnsiomas KoHuentpanus kiapurpomunusa (MIIK) xak MunEMyMmM B 2 pasa
HIDKE, YeM Yy OPHTPOMHMIMHA. 14-TMIPOKCH-MeTalONAT KIAapUTPOMUIMHA Takke OOnajzaet
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KJIIapUTPOMHUIIMHA, a B oTHOIeHud H. Influenzae 14- rnnpoxcuxﬁra}jmpo;z\mnnﬂ B 2 paaa aKTKBHee :
YeM KJIapATPOMULIAH. S S

BE110 M0Ka3aHo, YTO CHEKTp 6aKTepHaTbHON aKTHBHOCTH KIApUTPOMHIIMHA 1n-v1tro BKITIOYAET
CaMBle H3BECTHBIC W KIMHWYECKH 3HAYHUMBIE TPAMIIONIOKUTENbHbIE M IPAMOTPULIATEIBHBIE
OaxTepuy, B TOM YHCIE a3poOHBIE M aHa3pPOOHBIE MUKPOOPTaHU3MEL

KrnapurpoMuiuH in-vitro aKkTUBEH B OTHOIUGHHH CJIENYIOIIMX MHKPOOPraHH3MOB:
Streptococcus agalactiae;  Streptococcus pyogenes; Streptococcus viridans; Streptococcus
pneumoniae; Haemophilus influenzae; Haemophilus parainfluenzae;, Neisseria gonorrhoeae,
Listeria monocytogenes; Legionella pneumophila; Mycoplasma pneumoniae; Helicobacter pylori;
Campylobacter jejuni; Chlamydia trachomatis;, Moraxella (Branhamella) catarrhalis; Bordetella
pertussis; Staphylococcus aureus, Propionibacterium acnes; Mycobacterium avium; Mycobacterium
leprae; Mycobacterium intracellulare, Mycobacterium chelonae, Mycobacterium fortuitum.

AKTHBHOCTb KNapUTPOMHIIMHA B OoTHomeHuH H. pilory B HeifTpanbHol cpene Beime, 4eM B
KHCIIOH.

H. pylori acconuupoBaH ¢ BO3HMKHOBCHHEM MENTHYECKAX $3B, BKIIOYAS IyONCHAIbHBIE 1
XKEITyZOYHBIEC, MPH HAIHYHM KOTOPEIX 95 m 80 % manneHTOB, COOTBETCTBEHHO, HMHQUIMPOBAHBI
nauHo¥ Oakrepuedt. Hamidame xemukobGakTepHON WHGEKUNH SBISETCS OCHOBHBEIM (AaKTOPOM B
BO3HUKHOBEHHH PELUVBOB YO ICHAIBHBIX H XKEIYAOYHBIX A3B.

Knaputpomuniue npuMeHsics y HeGONBINOrO Yucjia MANHEHTOB B APYIHX TEPANeBTHYECKHX
pexumax. Bo3MOXHEIE KHHETHYECKHE B3aUMOAEHCTBUs He OBUIM IIOJHOCTBIO H3Y4EHBL OTH
PEXHMBI BKIIOYAOT B ce0s COBMECTHBIA IIPHEM: KIAPUTPOMHMLMH M THHHIA3071 H OMENpAasol,
KJIapUTPOMMUMH M TETPAMKINH, BHCMYTa CyOCAMUMIAT W PAaHUTHAWH, KIAPUTPOMHIMH H
PaHUTHIIH.

-~ Kiunmdeckne wWccnenoBaHHS pasNMUHBIX cxeM opamukanud  H. pylori  mokxasamm
3¢ deKTUBHOCTE caMOit 3paluKalliy B IPEAOTBPAICHHH PENHUANBOB S3BEL

MexaHn3M pe3uCcTeHTHOCTH (YCTOHYHNBOCTH)

IIpuoGpeTeHHas pe3sUCTEHTHOCTh S. pneumoniae, S. pyogenes H S. aureus K MakpoOJIHAaM
06ycloBieHa, B IEPBYIO OYEPENb, HAUTHYHAEM OTHOTO H3 JABYX MEXaHM3MOB (T.€ TeHa erm u reHa mef
HJTH mSr).

PubocomHOE CBA3BIBaHHE NPOTHBOMHKPOOHBIX BEIIECTB NPENOTBPAINAETCS NOCPEACTBOM
METUIIMPOBAHUS PHOOCOMEI 3H3UMOM (reHoM erm). Y, HaoGopot, Mexanus3M BhiBefieHUA (mef iy
MSI) MOXET MPENATCTBOBATh JOCTHKEHHIO IPOTHBOMUKPOOHEIM BEIECTBOM PHOOCOMHOM MHIIECHH
TIOCPEZCTBOM BBIKaYHBAHHsA IIPOTHBOMHMKPOOHOrO BellecTBa U3 kieTku. Hu y Moraxella, uu y
Haemophilus spp mexaHm3MOB NpHOOPETEHHON pPE3UCTEHTHOCTH OOHAPY)XEHO HE OBLIO.
MexaHu3MBl YCTOHYHBOCTH K MAaKpONHIaM OIMHaKOBO 3(GeKTHBHEI B OTHommeHHMHM 14- u 15-
YWICHHBIX MaKPOJIMIOB, BKIIOYas SPHTPOMHIIMH, KIAPHTPOMHUIIUH, POKCUTPOMHUIIMH U a3HTPOMHIIHH.
MexaHu3Mbl PE3UCTEHTHOCTH K NEHUIUIAHY M MEXaHH3MBI PE3WCTEHTHOCTH K MAKpOJHIaM He
CBSI3aHBI MEXIY CODO.

Heo0xomuMo Takxke y4HTBIBATH MEPEKPECTHYIO PE3UCTEHTHOCTH, 06YCIABIMBAEMYIO T€HOM
erm, MeXIy TaKkHMM MaKpOJIMIAMHM, KaK KIApUTPOMHIMH H TAaKUMM JIMHKO3aMHAAMM, Kak
JMHKOMMIIMH ¥ KIIHHIaMUIIKH.

KyiapuTpOMHIIMH TIPOSBIIsSET AHTArOHHCTUYECKHE CBOMCTBA B OTHOIICHWH GeTa-NaKTaMHBIX
aHTHOMOTHKOB, a TaKe JTMHKOMULMHA ¥ KIMHIAMHLKHA, [0 KpailHe# Mepe, IpH HCCIeHOBAHHH B
71a00paTOPHEIX YCIIOBHSX.

DapmaKoKuHemuKa

Abcopbrms

H. pylori cBS3BIBAIOT C KUCIOTO3aBHCHMBIMA TEIITHYECKAMH 3a00JI€BAHMAMH, BKIIOYAs S3BY
JBCHAINATUIICPCTHON KHIIKM M 3By JKEIyAKa, IIpM KOTOphHIX OoKoilo 95% wu 80% mnamueHTOB
COOTBETCTBEHHO HHQUIMpPOBaHEL. . pylori Taxxe SBISIETCS OCHOBHBIM (DAaKTOPOM pa3BUTHA
pENUANBA racTpUTa U SA3BbI Y TAKUX MAIlUEHTOB.

KnaputpoMunuH ucnons3oBaics Y HEOOJBHIOrO YHCIA MAallMEHTOB C APYTHMH pPEXHUMAaMHU
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JIEYEHU BKIIIOYAIOT: S, T

- KnapuTpoMuumE + THHHZ2307% + OMENpasol; KJIapI/ITpOMI/IHI/IH S Terpaunmnﬂ +
CyOcaNuIuIaT BUCMYTa ¥ PAHHTHMH; KIAPUTPOMHULMH + PaHHUTHINH.

Kimmanveckne UCCIeNOBaHMA PasjIMYHBIX PEXUMOB dpamukanumu H. pylori, mokasamu, 4ro
spanukanus H. pylori npenoTBpamaer peuuIuB A3BEL.

KnaputpomMunus 65ICTpo u X0opomo abcopGupyeTcs U3 ey 09HO-KHIIEYHOTo TPaKTa [MoCe
HNepopajibHOTO  npueMa  Tabnerok.  MUKpOOHONOTHYECKH  aKTHUBHBIM  Merabomut  14-
THIPOKCHIIADHTPOMUIIMH 00pasyercs Npu NEpBHYHOM MeraGonusMe. KIIapuTpOMHIMH MOXKHO
NPUHUMATh HE3aBUCHMO OT [IPHEMa IHINM, TaK KaK MHUINA He BIMSET Ha CTEIEHb GHOAOCTYIHOCTH
KnapaTpoMunuHa. [lvima HemHOro 3ameqnseT aGcopOHMIO KIapUTpoMUIMHA M obpasoBaHue 14-
rufpoxcuMerabomra. PapMakOKMHETHKA KIapHTPOMMIMHA HE JIMHENHA; OJHAKO PaBHOBECHAS
KOHIECHTpANKs JOCTUraeTCsl B TEYCHHE 2 IHEH Iocie npueMa no3sl [lpu npueMe 250 Mr aBaxisl B
neHb 15-20% mpenapata B HEM3MEHHOM BHIE BBHIBOAMTCS ¢ Moyoit. ITpu mpueme 500 Mr IBaskas! B
JACHb OKCKpeUHdA ¢ MO4Y0H BeIle (mpubmusurtensHo 36%). Bombimas 4acTh ocTaBImeics MO3bI
BBIBOJUTCS C KaJIOM, B OCHOBHOM € e4bio0. 5-10% ucxonsoro npenapara BEIBOAUTCS C KAJIOM.

IIpu HasHaveHuu xnaputpoMunyHEa S00 MI TPH pasa B [eHb, KOHIEHTPALUMH KIAPHTPOMHUIIHHA
B IIa3M€ yBENUYMIKCH IO CPaBHEHHIO ¢ Ho3upoBanueM 500 Mr nBa pasa B aeHb. KoHIeHTpamms
KJIapUTPOMHIMHA B TKaHAX B HECKONBKO pa3 BhHIIE, YeM YPOBEHb UHPKYIUPYIOMIErO
JIEKapCTBEHHOTO cpeicTBa. [loBEINenHEIE yPOBHY ObUTH OOHApYKEHBI Kak B TOH3UIUIAPHOH, TaK # B
nerovnoi tkaHu. Knapurpomumua Ha 80% cBa3bIBaeTCs ¢ GeNKaMy MIIa3MBI IPH TEPANEBTHUECKHK
KOHLICHTpAIUsX.

KnaputpoMuuuH Takke NPOHHKAET B IKENYROYHYIO CU3b. YPOBHHM KIapHTPOMMIMHA B
CIU3UCTON OOONOUKE KEMyOKa M KEIyHOYHOM TKAHM BBINIE, KOTAA KIADHTPOMULHH BBOJUTCS
COBMECTHO C OMENPA30JI0M, YeM IIPH IPUMEHEHHH KIIapUTPOMHIIHHA CAMOCTOSTENBHO.

BuoTpancdhopManus v 3 IHMHEHAIKS

Knaputpomunun wmerabomusupyercs B nedeHu. W3 oOHapykeHHBIX 7-MH MeTaGONHTOB
HanOoJiee BaXKHBIM ABIACTCS 14-THAPOKCHKIAPUTPOMUIIAH. KIIapuTpOMHUIIMH BBIBOXUTCS C MOYOI B
BHI€ MeTabONMTa MM B HEM3MEHHOM BHIE, B MEHbIIeH crenenu ¢ xanoM (4%). Oxono 20% Ko3ml
250 mr u 30% mo3b! 500 Mr BEIBozuTCs Ge3 m3menenuit ¢ Mogoit. OT 10 1o 15% m0361 BEIBOIHUTCS C
MOYOH B BHAE 14 THIPOKCHKAPHTPOMHUIIKHA.

Ilepuon momyBBIBENSHHSA KIAPUTPOMUIMHA B m03e 250 Mr /12 wacoB coctamnser oT 3 10 4
4Jacog, a B 1o3e 500 mr /12 gacos - ot 5 fo 7 4acos.

PaBHOBECHBIE KOHLICHTPAWK KIAPUTPOMHIIMHA B IUIA3ME JOCTUTAIMCH B TEUSHHE 3 HHEH M
OBUTH IPHOIH3UTENBHO | MKI/MIT - 2 MKT/MJI IIpH TIpEeMe 10351 250 Mr kaxzable 12 9acoB 1 3 MKI/MiI
- 4 wmkr/mn mpu npueme 1036l S00 Mr kaxmele 8-12 wacos. Ilepuonx moNMyBEIBEAEHHS
KIIApUTPOMHIMHA coCcTaBisul 3-4 yaca mpu npueme 250 Mr xax/ple 12 4acoB, HO YBETHYHBAICA [0
5-7 uacoB npu npueme 500 Mr xaxnele 8 - 1 2 wacos. HenuHeWHOCT: (apMaKOKHHETHKH
KJIapuTPOMHUIIMHA HE3HAYUTEIbHA NPH PEKOMEHAYeMBIX mo3ax 250 mr u 500 mr xaxaeie §-12
dacoB. IIpu nosupoBke 250 mr kaxmele 12 u ocHOBHOH MeraGomut, 14-OH-KnapuTpoMuiuH,
JOCTHracT MakCHMallbHOW DaBHOBECHOM KOHILIEHTpanMH B IiasMe okono 0,6 MK MJIT M HMeEeT
NIepUON MOTYyBEIBEACHHA 5-6 vacoB. [Ipu mosze mo 500 mr xaxnasie 8 - 1 2 9acoB MakcHMalIbHAsS
PaBHOBECHAS KOHUEHTpanus Krapurpomuimia 14-OH nemnuoro Beime (mo 1 Mkr/mi), a mepuos
MOJTyBBIBEICHHS TIpeNapaTa coCTaBisieT 7-9 4dacos. Ilpu moGoM H3 3THX PeXUMOB J03MPOBAHHS
PaBHOBECHAsI KOHIEHTPALHS 3TOr0 MeTabonuTa 0ObIYHO JOCTUTAETCS B TeUSHHUE 3-4 THEH.

[ns cpaBHeHus, mocne mepopanbHON 03l 250 Mr (125 Mr/5 M cycmeHsun) Kaxuple 12
4acoB, Mpubnu3uTensHo 40% BEIBOAMTCS OPraHH3Ma ¢ MOYO#M, B BUIE KIapuTpoMunuHa. [Toueunsrit
KJIMPEHC KIIapUTPOMUIIMHA, OJJHAKO, OTHOCHTENHFHO HE3aBUCUM OT pa3Mepa O3Bl U MpHOIMKaeTes K
HOPMAaBHOM CKOPOCTH KIIyOO4YKOBOM (QUABTpaLHH.

Biwmsnue Bo3pacTa u 3a6oneBanuit Ha GapMaKkOKHHETHKY KIAPATPOMHULIMHA

Hemu.: CormacHo HcclenoBaHHsIM, HapMaKOKMHETHKA KIapDHTPOMMIMHA y AeTed B mo3ze 7,5
MI/KT MacChl TeNa JBaXIB B ICHb aHAJIOTHYHA (hapMaKOKMHETHKE Y B3POCIBIX.

Iooicunvie nayuenmol: Pe3ynpTaThl OKA3BIBAIOT, YTO UL NAIMEHTOB IIOXKHIIOTO BO3PacTa He
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B xoze uccnenoBanus B paBHOBECHOM COCTOSHHH, B KOTOPOM 3IOPOBBIE TIOXHIIBIE TEOIH (ot
65 ner no 81 roxa) momywans mo 500 Mr KIApUTPOMHIMEHA Kaable 12 9acoB, MaKCHMAIbHBIC
KOHIEHTpalMK M TIUIOMAAb IIOA KPUBOM, OTpaXalolled 3aBHCHMOCTD  KOHIICHTPAIHH
KnaputpomuiirEa B 14-OH xnapuTpoMuiiuHa B CHIBOPOTKE OT BPEMEHH, GBUIM YBENWUYEHB! 110
CPaBHEHHUIO C JOCTHTHYTBIMM Y 30POBBIX MOJIOABIX JIOAEH. OTH M3MEHEHHS B (apMaKOKHHETHKE
OBLTH IapasIebHb! A3BECTHOMY BO3PACTHOMY YMEHBLICHHIO NIOYEYHBIX (BDYHKIHMIL. B KiMHHUecKHX
HCIBITAaHAAX y TOXWIBIX TAHECHTOB HE ObUIO YBENMYEHHOM YacTOTH NMOGOYHBIX peakmuil 1o
CpaBHCHHMIO C 0ojiee MOJNOJBIME = DAHEHTAMH. I[IOXNUNIBIE IAIMEHTHI MOryT ObITH Oonee
BOCIIPUMMYMBEIMH K Pa3sBUTHIO JKEIYNOUKOBBIX AapUTMHif, 4eM 6ojee MOJNOIBIE MAIMEHTEL.
BonbmuHCTBO cooOmeHu#t 00 OCTpoM MOYEYHOM HEIOCTATOYHOCTH Ha poHe mnpuUMeHeHHUs
0I0KaTOpOB KaIBUHEBBIX KaHANIOB, MeTaboIM3UpyIOmuXcs ¢ yuactueM CYP3A4 (manpumep,
Beparamuil, aMJIOMUNKH, JWITHA3eM, HU(ETUNNH), BKIIFOUATH IPIMEHEHHE Y TOKHUIBIX AIlUEHTOB
B Bo3pacTe 65 jserT u crapme. COOOGIIEHHS O CIyd4asx TOKCHYHOCTH KONXHUMHA, HHOTAA CO
CMEPTEIbHBIM HCXONOM, TIPH ONHOBPEMEHHOM MHCHOJB30BAHUM KIAPHTPOMUIMHA ¥ KONXHIMHA,
HEKOTOpBIC U3 KOTOPHIX HAOMIOJANKMCh y MAlHMEHTOB C IOYEYHOM HENOCTATOUHOCTBIO, TAKKE
KacaJMCh B OCOOEHHOCTH MOXHMIIBIX [TAIIMEHTOB.

Brusnue 3abonesanuii na gpapmakoxuremuxy: nocie mprema 200 mr KJIapUTPOMHUITHHA BHYTPb
Yy TamMeHTOB C TMKENOH MOYEYHOM HENOCTAaTOYHOCTRIO IO CPABHEHHIO CO  3JOPOBBIMH
IoGpoBoIbLaMU HAOMONATICH YBENHICHIHe MAKCHMATbHOM KoHnenTpauu 1 AUC u YMEHBIIECHHE
SNIMMHHAINY KJAPUTPOMHUIKHA. Y GONBHBIX C TOKEIOM MOYEYHOH HENOCTATOYHOCTHIO BEIBEICHHE
KJTApUTPOMHIMHA CHHIXAETCs ¢ 26,5% 110 3,3% 1o cpaBHEHHIO CO 310POBBIMU HalMEHTaMu. [aHHbIE
PE3YNIbTATEI MOKA3BIBAIOT, YTO HEOOXOUMO YMEHBINATE O3y MIIH IIPOJJIUTE HHTEPBA JO3HPOBAHMS
Yy TANHMEHTOB C TMKENOH MOYSIHOM HeNO0CTaTOYHOCTHI0. CTalMOHApHBIE KOHIEHTPAIMH
KIapATPOMHUIIMHA Y TalHEHTOB C [I€YCHOYHOM HEJOCTATOYHOCTBIO HE OTJIHYAOTCH OT
KOHIIEHTPAllMA y 3/{0POBBIX MAllHEHTOB, B TO BPeMsS Kak KOHIEHTpauus 14-TuapokcuMeTabonuTa
HUXe.

CHmxenwe oOpasoBanus KimapuTpomunuHa 14-OH, mno xpaifHeli Mepe, YacTHYHO
KOMIIEHCHPOBAJIOCH  YBEIHYCHHEM IIOYEYHOrO KIMPEHCa KIADHTPOMHIMHA y MAlHEHTOB C
HapyIIeHHOH (QyHKIMEH NEYeHH 10 CPABHEHHIO CO 3[M0POBELIMH CYOBEKTAMH.

Hannsle ooxknunuueckoii 6e3onacHocmu

IIpu ucenenoBanmy OCTPOM TOKCHYHOCTH Ha MBIIIAX U KPhICAX CpeIHss JeTalbHas 1032 ObLia
GosbLe MakCHMANTEHO# JIOMYCTHMOMN 0361 [Tt BBeneHus (5 I/KT).

B uccrenoBaHMAX TpH IOBTOPHOM BBEACHHH TOKCHYHOCTH OBLIa CBS3aHA C O30,
NIPOAOJDKUTEIBHOCTEIO TEPaldH M BHIAMU HCCIENYEMBIX JKHBOTHBIX. Cobakm OpulM Golee
TyBCTBHTE/IbHBI, €M IPUMATE MK KPBICEL. OCHOBHBIE KIMHUYECKHE TPU3HAKKA TOKCHUECKHX 103
BKIOYaNH pBOTY, ClaboCTh, yMEHBIIEHHE NOTPeOJeHHs UMM ¥  YBENHYECHHE BeCa,
CIIFOHOOTZEJICHHE, O0€3BOKMBAHHE W TI'MIECPAKTHBHOCTb. Y BCEX BHUIOB JXHBOTHBIX OCHOBHBIM
OPraHOM-MUIIEHBIO NIPY HMCIIONb30BAHMHM TOKCHYECKHX M03 SBIUIACH IT€YeHb. | €maTOTOKCHIHOCTh
OOHapyXHBalaCh pPaHHHM OTKIOHCHHEM OT HOPMH (YHKIMOHATBHEIX TECTOB IICUEHH.
IIpexpalnenne mpuema mpenapara OGBIMHO [PHBOIMIO K BO3BPALICHHIO pE3yNIbTaTOB aHAM30B K
HOpMalbHOMY 3Ha49eHMIo. K [pyruM TkaHAM, KOTOpble MeHee MNOIBEPTANHCh BIHSHHIO
KIIapUTPOMHUIIMHA, OTHOCATCS JKENYyNOK, THMYC H JApyrie IuMQOHIHBIE TKAaHM M MOYKH. B
OKOJIOTEPaleBTUIECKUX [103aX KOHBIOHKTHBAIBHAS MHBEKIHS BBI3BIBANIA CIE30TEICHHE TONBKO Y
cobak. ITlpu Gompmoi mose (400 MI/KI/HEHB) y HEKOTOPHIX coGak M 06e3bAH Pa3BUBAIOCH
IIOMYTHEHHE W/ UK OTEK POTOBHIIEL
Hccnenosanus (GepTUIBPHOCTH M PENPOAYKTHBHBIE HCCIENOBAHHA Y KPBIC HMKAKHX NOGOYHEIX
spdexroB He mokasanyu. KccrenoBaHMS TEPATOTEHHOCTH Y KphIC HA JaGOPAaTOPHBIX NHHHAX K.
Wistar u Sprague-Dawley, HoBO3emamnckux Genbx Kponukax # obespsmax Cynomolgus He
IIPOAEMOHCTPHPOBAIM HHKAaKOro TepaToreHHoro sddekra. OpHako eme oxHO MOZOOHOE
HCCIIE0BaHKe y KpbIC uHUK Sprague-Dawley moxasano Huskyro (6%) 3a601eBaeMOCTh CEpAEHHO-
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COCYAMCTHIMA aHOMAIHSMH, KOTODEIE, TMO-BHIMMOMY, CTAIH Pe3ylbTATOM CHORTAHHELX Myratuil
reHoB. B nByx mccnenoBaHuax OblTa 3aduKCHpOBaHA pasHas HACTOTA™(3=-30%) BosHHKHOBEHHA
pacmenienHoro Heba. Taxoke y 06e3bsan HabMONAIACH SMOPHOHATBHAS CMEPTHOCTB, HO TOBKO IPH
HCIIOJIb30BaHUH J[03, KOTOPbIE OBLTH IBHO TOKCHYHBI JJII MATEpPEH.

A e

IToxa3zaHus K NpUMeHEHHIO

Tabnerxkn xnapuTpoMunMHAa IIpefHAa3HAaYeHB! MU JledeHWs WHGPEKIMOHHBIKX Ooe3Hel,
BBI3BAHHBIX TyBCTBUTENBHBIMU K HEMY MUKPOOPIaHM3MaMH, Y B3pOCHBIX [TANHEHTOB H AeTel oT 12
JIeT U CTapie.

[Toxazanus K NPUMEHEHUIO KJIaPUTPOMUIIUHA!

- 3aboreBanHusi BEPXHHX JBIXAaTEIBHBIX IIyTell (OCTPEIM (DAapPHHIHT/TOH3MIUINT, BBI3BAHHBIE
IyBCTBUTEIBHBIMH INTaMMaMU Streplococcus pyogenes, B KadeCTBE albTEPHATUBB y JIHI, I
JICYCHUS] KOTOPBIX HENB3s MCIIONB30BATh TEPAIMIO IIEPBOH JIMHUHU), NPUAATOYHBIX Na3yX HOCa
(CHHYCHTBI) JIETKO ¥ CpefiHell CTENEHH TAKECTH,

- 3a00JIeBaHKS HIDKHUX JIBIXATENBHBIX ITyTeil (OCTPBIA GPOHXHT, 06OCTPEHHE XPOHUUYECKOTO
Oponxura, GaKTepHalbHAs THEBMOHHS, aTUIMYHAA THEBMOHHMS ¥ [Ip.) JIETKOH ¥ CpeHEH CTEmeHu
TSKECTH,

- MHQEKUMM KOXHM W MATKHX TKaHell JErKod W cpenHelf CTENEHH TSKECTH (MMIIETHIO,
POXKHCTOE BocaeHue, GouuKymuT, GypyHKyIes, HHQUIUPOBAHHEIE PAaHEI);

- opagukamws H. pilory y nmammeHTOB C s3Bamu 12-mepCTHOH KHIIKM B KOMOMHAIMM C
OMETIPa30jIoM HJIH JIAH30IIPA30JIOM (TIOCIEHHE BBI3BIBAIOT YTHETEHHUE CEKPELHH COMSHOM KHUCIOTHI
B XKEITyIKe, aKTUBHOCTH KIAPUTPOMHIMHA BBIIIE B HEHTPAIBHOl Cpelie, 9eM B KHCIIOH);

- MUKOOaKTepuanbHble HHQEKIHMH JerKOM W CpelHeH CTENeHH TSDKECTH, BBI3BAHHEIE
YYBCTBUTEIBHEIME H30ATaMu  Mycobacterium avium wma  Mycobacterium intracellulare, 'y
NAIUEHTOB ¢ nporpeccupyromeit BUY- undexnneii.

ITpornBonokasanus

» ['HIepIYBCTBUTENBHOCTD K AKTUBHOMY BEIIECTBY, aHTHOUOTHKAM KJ1acca MaKpOIHAOB WM K
MIOOOMY U3 BCIOMOTaTENbHBIX BEMECTB, BXOSIINX B COCTaB MpemnapaTta (cM. paszer «CocTasy).

m ComyTcTByIOIIee NpPHUMEHEHHE KIAPUTPOMHIMHA C NOGHIM M3 CIETYIOIIMX IPENapaToB:
acTeMH3011, LU3ANPHI, THMO3KUA U TepeHaauH, IOCKOIBKY OHK MOTYT HHIYIHPOBATh CEpIETHBIE
apuT™MuH (yannHeHue uarepsana QT, jKeTyI0uKoBYIO TaXHKapAUIO, GUOPHIIIAIMIO XKETyI0UKOB 1
NUPY3THYIO XKETyJOYKOBYIO TaXMKapIHIO THIA forsades de pointes) (cM. pasnen «B3aumopneiicTeue
C IPYTUMH JIEKapCTBEHHBIMH CPELCTBAMMU ).

w ComyrcTByroIee NpUMEHEHHE KIAPHTPOMHIMHA C KBETHANMHOM, THKArPEIOpPOM HIIH
paHOTIa3HHOM.

m ConyTcTBYyIOmMEE NPHMEHEHNE AIKATOMIOB CIIOPBIHEH (3PrOTAMUH HIIH JUTUAPO3PrOTaMHEH) H
KIAPUTPOMHULIMHA, IIOTOMY YTO O3TO MOXET NPHBECTH K O3PrOTOKCHYHOCTH (CM. pasfen
«B3aumoneHcTBHE ¢ IPYTUMHU TEKAPCTBEHHBIMU CPEICTBAMHE ).

m ComyrcTByIollee IPHMEHEHME KIADHTPOMHLMHA M MHNA30NaMa JUis  I[epopaibHOro
IpUMEHEeHHU (CM. pasnen «BsaumoneHcTue ¢ APyriMHE JIEKapCTBEHHEIMU CPEICTBAMEY).

m[IpuMeHeHne y nanueHTOB ¢ yMIMHEHHBIM HHTepBamoM QT B aHamHese (ymnuHeHME
unTepana QT, BpoXIeHHOe WM HPHOGPETEHHOE, 3aJ0KYMEHTHPOBAHHOE) WIIH aApUTMHUAMHI
KeIyNOUKOB, BKIIOYas forsades de pointes (cM. pasnens! «Mepsl IPeI0CTOPOXHOCTHY U

«B3anmoneHCTBHE ¢ IPYTHMH JIEKAPCTBEHHBIMA CPENCTBAMIL).

» OZIHOBpPEMEHHOE NPUMEHEHHE C HHTUOUTOpPaMHU I'MK-KoA-penykTassl (CTaTHHBI), KOTOPBIE
HHTEHCUBHO MeTtabonusupyorcs CYP3A4 (JJoBacTaTHH MJIM CHMMBACTATHH), H3-32 IIOBBIIICHHOTO
PUCKa MHONATHH, BKMIOYas pabaomuonus (cMm. pasgen «BsaumogmeiicrBue ¢ IpyruMu
JIEKapCTBEHHBIMYU CPEJICTBAMHU ),

m['unoxanuemus (puck ymmHenus uurepsaia QT).

w TsDKenas IeveHoYHas HeNOCTATOUHOCTH, COMPOBOXKAAIOINAACS HAPYIICHHAME QYHKIIHH ITOYEX.

m Kak u npyrue mommsle muru6utopsl ¢epmentos CYP3A4, KIapUTpPOMMIIMH HE CIETyeT
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IPUMEHATE B COYCTAHWHM C KOJXHIMHOM (CM. pasmelsl E«Mepumupenom
«BzaumosielicTBIE ¢ APYrHMHE JTeKapCTBEHHBIMU CPENCTBaMM).

» XomecTaThdeckas KeNTyxa/lleYeHOUHAs HCOYHKUMSA, CBI3AHHbIE C IIPUMEHEHUEM
KJIApUTPOMHUIIMHA, B aHAMHE3E.

* Tabnerxu Knapumuuun 500 Mr IpOTHBOIOKA3aHBI MAMEHTAM C TSOKELIM HapyIIECHUAMH
yHKumi modex (KIMpeHC KpeaTMHHHA MeHee 30 MII/MHH), TIOCKONIEKY HEJb3% YMEHBIIUTh 03y
Hmxe 500 mr B cyTky.

-
fntsicaa T N
TIDLH0 G [

Cnioco6 npuMeHeHus u 40361

Wudexnuy npxaTensHbIX myTel, KOXH M MATKHAX TKAHEH

Bapocneie u netn crapme 12 net: o6suHas 103a KIIapuTpoMunuHa — 250 Mr 2 pasa B JieHb, B
TDKEIBIX CIIyYasx MOXET OBITh yBenuueHa 1o 500 mr 2 pasa B eHb. OObIMHAs IPOIOIIKUTENBHOCTD
JIeueHus oT 6 no 14 queit.

TabneTky KIapUTPOMHLMHA He NpeHA3HAYEHE! s OpUMEHEHHS y neTedt muammue 12 ner.
KimHudeckue ucnbiTanus B TICAMATPUH NPOBOAMIMCE C KIADUTPOMUIMHOM B BHIE TpaHyI LA
TNIPUTOTOB/ICHHA CYCHEH3HMM IJi NpuéMa BHYTPb. [losToMy meTsm muamme 12 mer ClleilyeT IpH
HEOOXOMMOCTH Ha3HAYaTh KIAPHTPOMULMH B BHIE CyCIIeH3UH (TpaHyJbl U HPUTOTOBIICHHUS
CYCIEH3UHM UL IpUEMa BHYTPE).

Opaawukanus H. pilory y B3poCcIsIX IanuesTos ¢ s380it 12-nepcrHOM KuIITKH

OG6brHaA IPOJOIKUTENBHOCTD teverns 10-14 nueil.

KnaputpoMunue MoxkeT npuMeHATECA B KOMOHHAIHH ¢ APYTUMH TIpenapaTaMy B SpaliUKaluy
H. pilory B cocraBe pasnumunbIX cxem, HaIpuMep:

Tpoitnas mepanua:

Knapurpomuims 500 Mr 1Ba pasa B 1eHb B COYETAHMH C amoxcuuuuHOM 1000 Mr 2 pasa B
ACHb U oMenpa3osioM 20 Mr B ieHb B TeueHue 10 queit.

Muxkobakrepuansaple HEbGeKIUH

JIns nevenus NMCCEMHWHHPOBAHHOM HMH(EKIMY, BHBBAHHON KOMITIEKCOM Mycobacterium
avium (MAK), KIapuTpOMHLMH IIDHMEHSETCS B KadecTBe OCHOBHOrO cpencrea. Kiapumunus
CHICLYCT HCIONB30BAaTh B KOMOWHALMM C NPYrMMH aHTHMHKOGAKTEPHATEHBIMI npenapaTaMu
(HanpuMep, sTamGyTomOM), KOTOPBIC TIOKas3almd aKTHBHOCTH in vitro mpotuB MAK wm
KIMHHYECKYIO 3G (EeKTHBHOCTL pH neyenun MAK, Pexomennyemas mo3a mia B3pocibiX W gereit
crapme 12 ner cocrasnser 500 Mr Kaxmele 12 4acos. Tepamusa nomkea mpomomkatscs, ecmn
HabJIOaeTcs KIIHHHYECKHH OTBeT. JIeweHHe MOYKHO [IPEKPATUTh, KOTAA PHUCK PacIpOCTPaHEHHS
MH(QEKIUH y HaluenTa 6yAeT CUUTATECS HIU3KUM.

ITpuMeHeHNe y MOXMITBIX IAHEHTOR

He orimmuaercs ot nmpuMerenus y B3pocisix.

11auMenTE! ¢ IOYeYHOM HENOCTATOYHOCTRIO

Koppekuus 10381 Tpebyercs y maumeHTOB C KIMpPEHCOM KpeaThHHHA MeHee 30 mu/Mun. B
TaKkHX ClTyHasx J03y IpemapaTa oOBIYHYI0 YMEHBIIAOT B 2 pasa: 250 mr 1 pa3 B meHb umi 250 Mr 2
pas3a B ICHb B TAKENBIX Clly4asX. JUIHTEIBHOCTE JICYSHHUS He JOIDKHA IIPEBBIIATH 14 HEl.

B cmyyae coBmecTHOro mpuMmeneHus IJIBPUTPOMHUIIMHA M PHTOHABMpA MIIH aTa3aHaBHpA y
TIAMHCHTOB C HAPYIICHASAMH QYHKIMH MOYEK 03y KIAPHTPOMHOHHA CI€YeT YMEHbUINTE Ha 50%
IIPH MOYEYHOH HENOCTAaTOYHOCTH YMEPEHHOM CTENMEeHH TSHKECTH (xmpeHc kpeatwHmHa 30-60
MI/MHUH), Ha 75% TP MOYEYHOH HEZOCTATOUHOCTH TSKETOl CTCIEHH (KJIMPEHC KpeaTHHHHA <30
MII/MHH).

Tabnerxkn Knapumumma 500 mr IPOTHBONOKA3aHE! MAUCHTaM C TSXEIbIMH HapyIICHHSMH
QYHKIME MOYeK, MOCKONBKY MX HETb3s ACIUTE, YTO HE MO3BOJAET YMEHBIIWUTH 03y HIKe 500
Mr/cyT (cM. paszen «IIpoTuBOmOKa3zaHusY).

TlanmenTE ¢ NeYéHOYHON HeOCTATOYHOCTEIO

KnapuTpoMUIIMH BEIBOOUTCS TIaBHBIM 00pasoM MeYeHBIO, [O3TOMY IIPH HA3HAYEHHH 3TOTO
aHTHOMOTHKA GOJBHBIM C TIEYeHOYHON HENOCTATOUHOCTHIO HEOOXOIMMO COOITIONATE OCTOPOKHOCTS.
OnHako, mnpu  COXpaHEHHH HOpMANBHOI QYHKIME 1OYeKk GONMBHEIM C  MEYEHOUHOM
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HEJJOCTaTOYHOCTBIO KOPPEKIHSA HO3bI KIAPHTPOMHUIIMHA HE Wi)eGygm. Hpn HaWHHA TOKENOH
TIOYEYHOH HEeI0CTaTOYHOCTH (KIHUPEHC KpeaTHHHMHA MeHee 30 MJI/MHH) B YCIIOBHAX OTCYTCTBHS HITH
HATHYMA CONMYTCTBYIOIIEH NEYEHOUHOM HENOCTATOYHOCTH, HO3Y [pelapara CleayeT YMEHbIIATh
BJ[BO€, WJIH BIIBO€ YBEIMIUTH HHTEPBAII MEXITY IIPHEMAaMHU JIEKapCTBa.

IanuenTtaM ¢ TOKENON NEYEHOTHON HEAOCTATOUHOCTHIO KIAPHTPOMHUINHE IPOTHBOMOKA3aH.

Koppekuus 110361 B cilydae COBMECTHOTO INpHMEHEHHsS KIAPHTPOMHIMHA C IDYTHMH
JIEKapCTBEHHBIMU CPEICTBAMMU

IIpy COBMECTHOM PUMEHEHHH KJIAPHTPOMHUIUHA C ATAa3aHABUPOM PEKOMEH/YETCS YMEHbIIHTD
no3y Knapumunusa va 50%.

- Moxer noTpe6oBaThCsl KOPpEKIHMS JO3BI [ APYIHX IIPENapaToB IpH COBMECTHOM
NPHMEHEHHH ¢ KIIapuMULMHOM H3-32 B3aHMOJICHCTBHS C JIEKAPCTBEHHBIMH CPEJCTBAMHE (CM. paszel
«B3anmopeficTBHE C IPYTUMH JIEKApCTBEHHBIMH CPEACTBAMHEY).

Cnoco6 npumenenun
KnapuTpoMHIMH MOXHO NPUMEHATH HE3aBHCHMO OT NpPHEMA IHINH, NOCKONBKY IHINA HE
BIIMSET HA OMOJOCTYIIHOCTH IIpenapaTa.

Io6ounoe neiicTBue

Hanbomnee 4yacTo y B3pocibIX W JeTell NpH NpuéMe KIApUTPOMHUIHHA BCTPEYATHCh TAKHE
nobounsle 3QdexTrl, kak 6omM B KHBOTE, TOINHOTA, PBOTA, HCKAXeHHE BKyca. OHH GBUTH
CIa0OBBIPKCHHBIME M ABIAIOTCS OOLICH3BECTHBIME Ui TPYNNEl MaKpONHZOB. Bo Bpems
KIMHHYECKUX MCCIENOBaHUH HE OBUIO BBHIABICHO CYINECTBEHHBIX pa3IMYMii B YacTOTE OSTHX
MOGOYHBIX PEakUUi MeXIy TPYNNaMH IalHEeHTOB, Y KOTOPHIX HMMETHCh HIH OTCYTCTBOBAIH
MHKOOaKTepHaIbHBIE HHDEKIHH.

Hike npusesiens: no6ounble 3G GEKTEI, Kak MEHAMYM, BO3MOXKHO, CBS3aHHEIE C IPHMEHEHHEM
KmaputpoMuIuHa. [[o60uHbIE peakiuy pa3OGHTHI IO CHCTEMaM OPTaHoB, KOTOPhIE OHM 3aTparkBany,
1 1o yacToTe. Ilo yacToTe BEIIENEHBI: O4eHb dacThle (>1/10 ciryuaes), gactsie (ot > 1/100 mo <1/10
cny4aeB), Hewactele (0T >1/1000 mo <1/100 ciydaeB) moGouHEIE PEAaKLWH, a TAaKXKe 4YacTOTa
HEM3BECTHA (HA OCHOBAHHM HMEIONMXCA [aHHBIX YacTOTYy BO3HMKHOBEHHS OIPEIETHTE
HEBO3MOXXHO).

Hugexyuu u uneéasuu: HedacTo — KaHAUIO03, BarHHAIBHEE HHOEKIMY, YaCTOTA HEM3BECTHA -
TICEBIOMEMOPAHO3HBIH KOJIUT, POXKUCTOE BOCIIAJICHHE.

Hapywenus co cmoponvt kposu u numgamuueckoii cucmemvi: HEJaCTO — JIeHKOTIEHHS,
HEHTPONCHHS, 03UHOQUINS; YaCTOTa HEU3BECTHA — ArPAHYNOLHUTO3, TPOMOOHTOIEHHS.,

Hapywenus co cmoponsl uMMyHHOT cucmembl: HEYACTO — THIIEPIYBCTBHTEIBHOCTD, YaCTOTA
HEM3BECTHA — aHA(DUIAKTHYECKHE PEAKIIHH.

Hapywienusn co cmopone: 06Mena 6euyecms u numanus: HEYacTo - aHOPEKCHS, TOHWKEHHDIH
alIeTHT; 9aCTOTa HEU3BECTHA — TUIIOLNIMKEMHSL.

Icuxuyeckue napywienus: 9acTo — 66CCOHHULA; HEYACTO — TPEBOKHOCTD; YACTOTA HEM3BECTHA
— TICHXOTHYECKHE PacCTPOHCTBA, [ICHX03, CIYTAHHOCTh CO3HAHUS, JENEPCOHATH3ALMS, AeTPEeCcCHs,
A€30pUEHTaLHs, TAJUIFONMHALMH, KOIIMAapHble CHOBHAECHH S, MAHHUS.

Hapywenus.  co  cmopowvi  Hepenod — cucmempl: HacTO - HapyIIEHHE BKYCOBOH
UYBCTBUTEILHOCTH, TONOBHas OONb, MCKaXEHHE BKyca; HEYacTO — TOJOBOKDYKCHHE, TPEMOP;
4acToTa HEM3BECTHA — CYJOPOTH, IOTEPs. BKYCOBOM YyBCTBUTENBHOCTH, HAPOCMHS, AHOCMUSL.

Hapywenus co cmoponsl opeana ciyxa u nabupunma: He4acTo — rOJIOBOKPYKEHHE,
PaccTpOHCTBO CITyXa, 3BOH B yIllaX; 9aCTOTA HEU3BECTHA — TIIYXOTA.

Hapywenus co cmoponer cepoya: Hewacto - ymmHeHme wunTepBaia QT  Ha
SMEKTPOKApAHOTpaMMe, CepAleOUeHre; 9YacToTa HEM3BECTHA —  TAXUKApAUs THOA «IHPY3T»

(torsades de pointes), xemynouKoBas TaxuKapaus, GUOPHILIAIS JKeTyI0UIKOB.

Hapywienus co cmoporsl cocy008: 4acTOTa HEU3BECTHA — FeMOPPArHs.

JKenyoouno-KuuieyHvle HApYywleHus: YacTo — Juapes, pBOTA, MHUCIHENCHS, TOLIHOTA,
aboMuHaIbHAs 60Jb; HEYACTO — TACTPUT, CTOMATHT, [TIOCCHUT, B3AYTHE KUBOTA, 3aI0p, CYXOCTh BO
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PTY, OTPBDKKA, METEOPHU3M; YacTOTa HEM3BECTHA — OCTPHIi
HU3MEHEHHE IBeTa 3y00B.

Hapywenus co cmopoHvr neuenu u scenuegul800auux nymet. 9acTo - U3MEHEHHE MEYEHOYHBIX
npo®; HEYacTo - XOJNecTa3, TeNaTHT, YBENHYEHHWE YPOBHS ajaHHHAMHUHOHTpaHCdepassl,
acrapTaTaMHHOTpaHcdepashl, YBEIWYEHHE TraMariyTaMuiTpaHcepassl; 4acTOTa HEH3BECTHA —
ne4€HOYHAS HEIOCTATOYHOCTD, NEYEHOYHO-KIIETOYHAS XKeJTyXa.

Hapywenus co cmopomnvt K0 U NOOKOHCHBIX MKAHel: 9acTO — ChIIlb, THIIEPTHAPO3; HEYACTO
~ 3yd, KpanuBHUIQA; 4YacTOTa HEU3BeCTHa -~ cuHApoM CruBeHCa-/[DKOHCOHA, TOKCHYECKUH
SMUACPMALHBIA HEKPOIHM3, MEAMKAMEHTO3Has KOXHAas peakius, KOTopas COIpPOBOXKAAETCS
s03uHOGMIHER W cHcTeMHBIME mposBaeHHsAMH (DRESS), axne, ocCTpelii reHepaiv3OBaHHBINA
9K3aHTEMaTO3HBIA MYCTYIIE3.

Hapywienus co cmopoHbl MbluleyHOU, CKeNemHOU U COeOUHUMENbHOU MKAHU: YacTOTa
HEU3BECTHA — MUOTIATHS.

Hapywenua co cmoponbr nouex u mouegvi800suyux nymeti: 9aCTOTa HEM3BECTHA — IIOYETHAS

HEIOCTATOYHOCTh, HHTEPCTUIHATLHEIN HEQpUT.

Obwue HapywieHus u peakyuu 6 mecme 68e0eHus. HEYACTO- HEOMOTaHHUE, ACTEHUS, 60Jb B
rpyau, 03100, cnabocTs.

Jlabopamopnvle u uHcmpymenmanbHbie OaHHble. HEYacTO - TIOBBILIEHHME YPOBHS INENOYHOM
¢ocdaTa3sl B KpoBH, NOBBIIIEHHE YPOBHS JIAKTaTACTHAPOreHaskl B KPOBH; YacTOTa HEM3BECTHA —
TIIOBBIIICHHE MEXIYHAPOJIHOIO HOPMATM30BAHHOIO COOTHOIIEHHS, YBEIHYECHHE MPOTPOMOHHOBOTO
BpEMEHHU, H3MEHEHNE OKPACKH MOYH.

OnucaHne OTENBHEIX MOOOYHBIX PeaKIHi

Mmerorcss coolmeHHs O cirydasx OCTpO#l NEYEHOYHOM HEMOCTATOYHOCTH C JIETAIBHBIM
HCXOJOM, B OCHOBHOM Y HAIMEHTOB C TSDKENBIMHU COIYTCTBYIOIIUMHE 3a00NICBAHMAMU HW/HIH C
CONYTCTBYIOLIEH JIEKAPCTBEHHOH Tepamuei.

Tak >xe, Kak ¥ Npu IpHEME APYIHX MAKpONUIOB, PEOKO COOOIATOCh O BO3HUKHOBEHHH
yuHenus uarepBana QT, BEHTPUKYIAPHOH TaXUKapuu, THXaKapAUH THIIA «IHPYIT» IPH MpHEME
KJIapUTPOMHIIHMHA.

Oco6o0e BHUMAHHUE CIEAyeT yAEIUTh BOSMOXHOCTH Pa3BUTHS AuapeH, Borzsannoi Clostridium
difficile. O pasBuTHE Ouapeu nerkoi CTeNEHW TKECTH HO KONMUTAa C (hATaJbHBIM HMCXOIOM,
BeisBaHHOro Clostridium difficile (CDAD), coofmanoch mpe NpHAMEHEHMH MPAKTHYECKH BCEX
aHTHOAaKTEPHANBHBIX IIPENapaToB, B TOM YHCJIE KIapUTPOMHIIUHA.

O passuTHH 11CEBAOMEMOPaHO3HOTO KOJIUTa COOOIAIOCEH IIPH IPUMEHEHHH IIPAKTHYECKH BCEX
AHTHOMOTHKOB, BKJIIOYas KIAPUTPOMHUIIKH, CTENEHD TAXKECTH KOJHUTA MOXET BapEAPOBATh OT JIETKOM
J0 JKu3Heyrpoxaromer. IlostoMy cnemyeT mpeamonaraTtb 3TOT OWarHo3 y BCEX IAIIMEHTOB C
auapeey nocie IpUMEeHEHN] aHTHOMOTHKOB.

B ciyyae pa3sBuTHS TSOKENBIX OCTPBIX peaKIMH THIIEPUYBCTBUTEHLHOCTH, TAKUX, KK CHHAPOM
CruseHca-J/[’kOHCOHA, TOKCHYECKHH MHICPMATBLHBIN HEKPOJIHU3, CIEAYET HEMEMIEHHO IIPEKPATHTh
npuéM KIapUTPOMHUIIMHA, HA3HAYUTH COOTBETCTBYIOLIEE JIEYEHHE.

B coobmenusax o pabaoMuonuse KIAPUTPOMHIUH HA3HAYAJICS OMHOBPEMEHHO CO CTATHHAMH,
dubpaTaMu, KOJIXALUHOM HIH ATIOIYPHHOJIOM.

VIMer0TCs. MOCTMapKETHHIOBEIE COOOIICHHS O PA3sBUTHH KOAXUYUHOBOU MOKCUYHOCMU TIPH
COBMECTHOM IPHEME KIIAPUTPOMHUIIUHA M KOJIXHIIHHA, OCOOEHHO Y MOXKUIIBIX MAMEHTOB; HEKOTOPEIE
H3 3THX COOOIUECHUH OTHOCHIMCH K MallM€HTaM C IOYeYHON HEeZOCTATOYHOCTh. ONHMCaHbI CIydau
JICTAJIBHBIX MCXO/0B CPEAU TaKUX NAIHEHTOB.

MmeroTcs pemxue cooOlueHus O PasBHTHH SMM300B TUIOTIMKEMHH, HEKOTOPHE M3 HUX
OTHOCATCS K IAIlMEeHTaM, MPYHAMABIIMM IIEPOPANbHBIE TUIIOTTMKEMHUYECKHE IIpernaparsl Win
HOJy4YaBIIMM HWHCYJIMH.

MmeroTcss IOCTMapKETHHIOBBIE COOOIIEHHMS O JICKAPCTBEHHOM  B3aUMOJEUCTBHH H
BO3HHKHOBEHHH 3(Q(EKTOB CO CTOPOHBI LEHTPAIbHOM HEPBHON CHCTEMBI (B BHAE COHJIHBOCTH,
CIlyTaHHOCTH CO3HAHHS) IPH COBMECTHOM IIpHEME KITapUTPOMUIIMHA U TpUasoiaMa. PekoMenayercs
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HaOIOZIcHHE 3a MAlMEHTOM Ha IpeAMeT BO3paCTaHMs thapMakOIOr e cK T
[EHTPAJIBHYIO HEPBHYIO CHCTEMY. :

CymecTByeT pHCK 3HAUWTENPHOTO KPOBOTEYEHHS M  3HAYUTENILHOTO  IIOBBIIIEHHS
MEXIyHAapOAHOro HopManu3oBaHHOTO oTHommeHHd (MHO) m mporpomGuHOBOro BpeMeHH Ipu
OZHOBPEMEHHOM HAa3HAYeHHH KJIApUTPOMULMHA ¥ BapbapuHa. ClieyeT 4acTo KOHTPOIHPOBATEH
MHO # nporpoMOuHOBOE BpeMs y MAlMEHTOB, MOJNYYAOMIMX ONHOBPEMEHHO KIAPHTPOMMIMH H
IIEPOpANIbHBIEC AaHTUKOATYJISIHTEL

IIpuMeHeHNe B TeANaTpuy

Kimneygeckne uCnbiTaHus B NEAHATPHM NPOBOIMINCEH C HCIOMB30OBAHMEM CYCIICH3HH Y JeTel
oT 6 MmecsIes a0 12 ner.

HAetsiv B Bo3pacte 110 12 JieT cneyeT NpUMERATh Iipenapat B GOpMe CyCTEH3HH, OCKONbKY
NpHMEHEHHEe TableTOK KIIADHTPOMMIMHA y JeTeH JaHHOrO BO3pacTa He M3ydanoch. Takke
HEZI0CTATOYHO JaHHBIX JJI COCTABNCHUs PEKOMEHIAMH 110 PeXXHMY HCIIOIb30BaHMS BHYTPHBEHHOM
(GopMEI KIIApUTPOMHUIIMHA Y TALKUEHTOB Miammie 18 ner.

HacroTa, CTEMeHpb TSKECTH M BHIBI HOOOUHBIX peakiuil Ipy MpuéMe KIApATPOMUIIMHA CXOXKH
C TAKOBBIMH Y B3pPOCIIbIX ITAIIHEHTOB.

[IpuMeHEHNe Y APYTHX TPYIIN HalMeHTOB

Iayuenmul ¢ HapywenueM UMMYHHOU cUcmeMmbl

Y Gomeubix CIIMJloM ® ApYrMX TNalMeHTOB C HAapyOIEHWEM MMMYHHON CHCTEMBI,
IIPUMEHSBIIAX BBICOKHME J[03bl KIAPUTPOMHUIMHA [OJBIIE, YEM DPEKOMEHIYeTCa A JIEYeHHS
MUKOOAKTepHATbHEIX HHGEKIUH, He BCErJa MOXHO OTJIMYATH [0OGOYHBIE pEaKIWH, CBA3aHHBIE C
IPUMEHEHHEM TIPErnapara, ¥ CUMITOMBI OCHOBHOTO HITH CONMYTCTBYIOINKUX 3a001€BaHuU.

YV B3pOCHBIX GOMBHBIX, KOTOpHIE MONYyYald KIAPUTPOMHIMH B CyTouHO#t mose 1000 mr,
Haubonee, 4acTbiMu 1060YHBIMU dddekTamMu OBUIM TOLIHOTA, PBOTA, HAapylIEHHE BKyca, OONb B
XHBOTE, AWapes, ChIllb, B3MYTHE XUBOTA, FOJNOBHAs O0Jb, 3aM0p, HApYUIEHHUE CIIyXa, HOBHIIIEHHE
conepxanusd AJIT u ACT. Hewacto BO3HHMKaIM AHCIHO3, GECCOHHHUIA M CYXOCTE BO pTy. YacToTa
BO3HUKHOBEHMS MI0609HEIX 3¢ dexToB ObLIa CpaBHUMA Y MAalMeHTOB, NpuanMasmuX 1000 u 2000 Mr
KIapUTPOMHUIMHA B CYTKM, W B 3-4 pasa BBIIIE B IpyIIe NandeHToB, NpuHAMaBmmuX 4000 mr
KIAapUTPOMHUIMHA B CYTKH. Y IIAlIMEHTOB C HApYIICHUSMH HMMYHHOM CHCTEMBI OIEHKa
71abopaTOpHEIX IIOKa3aTeneil OblTa HpOM3BEeNcHA IyTEM aHANH3a 3HAUYCHHH, HAXOISIIHXCA BHE
CYLIECTBEHHBIX aHOPMAIIBHBIX YPOBHEH (T.€. SKCTPEMABHO BBICOKOIO HMJIM HKCTPEMANBHO HH3KOTO
npeziena 3Ha4YeHui) IIpy NPOBEJEHUH COOTBETCTBYIOINUX TECTOB. Ha OCHOBE [aHHEIX KPUTEPHUEB, y
2-3 % ManMeHTOB, €XEIHEBHO MPUHUMABIINX KIAPUTPOMHUUKUH N03upoBKko# 1000 mr mmu 2000 mr,
HabIrofanock 3HauuTeNbHOe moBbimenue ypoBHeW AJIT u ACT ¥ 3HAuWTENBHOE CHIDKEHHE
KOJIMYECTBA JICHKOLUTOB ¥ TPOMOOIHTOB B KPOBH. bollee HU3KMIT IPOLIEHT MAIMEHTOB B OTHX JBYX
J030BBIX TIpYyNIIaX HMENH MOBBINCHHBIA YPOBCHb a30Ta MOYEBMHEI B KpoBH. HeMHOro uamme
HabJII0Na/IMCh U3MEHEHHBIE TTOKA3aTeH, 33 HCKIIIOUEHHEM JIEHKONMTOB, Y IAIHEHTOB, HOMYJaBIIHX
4000 Mr B neHb.

AN

iz

Sienctsn na

v

Coobienure 0 HeXeNaTeIbHEIX PEaKIHX

BaxHo coo0mare O IOZO3PEBAaEMBIX HEKEATENbHBIX pEeakIHAX MOCie pETUCTpaIuu
JIEKapCTBEHHOTO TIpenapara ¢ LEnblo O0ECIEeYeHHA HETPEpPhIBHOIO MOHHTOPHHTA COOTHOIIECHHS
«mOJb3a — PHCK)» JIEKApCTBEHHOTO Ipemapara. MeIMUMHCKEM paGOTHHKaM pEKOMEHIYeTCs
coo0waTh 0 JIFOOBIX MOAO3PEBAEMbIX HEXKENATENbHEIX PEaKIHAX JIEKapCTBEHHOrO IIperapara 4epes
HAallUOHAIbHBIE CHCTEMBI COOOINEHMA O HEXENAaTEeNbHBIX peakluaX MU He3(hHeKTHUBHOCTH
JIEKapCTBEHHBIX MIPENapaToB.

IlepenosmpoBka

Cumnmomvl

Ilpuem OGomnpmoro  KomM4YecTBa KIAPUTPOMHIMHA  MOXKET BBI3BATH TIOSIBJICHUE
XKEJTyTOYHO-KUINECYHBIX HApyIIEeHUH. Y OJHOro MauueHTa ¢ OUIIONSPHBIM IICHXO30M B aHaMHE3e,
KOTOPBIA MPUHAI 8 IpaMMOB KJIAPUTPOMUIMHA, Pa3BUIIACh M3MEHEHMS YMCTBEHHOIO COCTOSHHS,
apaHOUHOE NIOBEIEHHE, TUTIOKATUEMHUS U THIIOKCEMHSL.
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Jeyenue. J{ns ycTpaHeHHs MOGOYHBIX PEAKIHid, COMPO AIOHEN- HEPEFOSHPOBKY; CIIELYET
BBIIIOJIHUTH OTIEPATHBHOE POMBIBAHHE JKEIY/IKa, Ha3HAYMTh CHMIITOMATHYECKYIO Tepamuro. Kak i B
clyyae ¢ APYyTHMH MaKpOTHIAMH, MATOBEPOSATHO, 9T06bI FeMOIHATH3 W IEPATOHEATbHEI THATH3
CYITECTBEHHO BIIHAIN Ha COLEPXKAHME KIAPATPOMUIIHHA B CHIBOPOTKE KPOBH.

B3aumoneiicTBue ¢ IpyraMu JeKapCTBEHHBIME CPEACTBAMH

IIpuMeHeHHE CIEAYIOMMUX JICKAPCTBEHHBIX IPENAPATOB KATECOPHYUECKH IIPOTHBONOKA3AHO H3-
32 BO3MOXKHOI'O PA3BUTHA 3HAYATENBHBIX 3G HEeKTOB B3aUMONCHCTBHS

Y [anueHToB, ONHOBPEMEHHO NPHHUMAIOINMX KIAPHTPOMHLMH U yuzanpud, ObITH
3apErUCTPUPOBAHBI MOBLIIICHHEIE YPOBHU UU3ANPHAA B KPOBH, YTO MOXET IPUBECTH K YTHHEHHIO
untepsana QT, pa3sBHTHIO apUTMHH, BKIIOYAs XKEMyHOYKOBYIO TaXWKAPAMIO, TAXHKAPIHIO THIA
«ITAPYITH.

Y nauueHToB, MPUHAMAIOIINX NUMO3UO TIAPAIUIENBHO ¢ KIAPHTPOMHLHHOM, GBUT o0HapyxeH
3¢ deKT, CXOMHBIH C TAKOBBIM B CHTYALUH C IH3ANPHIOM.

O6napysxeHa cOCOOHOCTh MaKpONHIOB BIMATH HA MeTaGoNH3M mepgenaduna, TIpUBOAs K
YBEJIMUCHHIO €TO YPOBHA B KPOBHM, YTO IOPOW acCONMMpPOBANOCH C yBenmdeHnweM uHTeppana QT,
BOSHUKHOBCHHEM CEDICYHBIX apHTMHH, TaKUX, KaK JKeNyHOdYKOBAs TaXUKapmus, (HOPHIIALHS
KCITYNO9KOB, TaXUKApIKA THIA (IUPY3T». B omHOM M3 mccnemoBanuii Ha 14 mo6poBonsNax mmpH
ONHOBPEMEHHOM HAa3HAYCHHH KIAPUTPOMHIMHA H TepdeHAANHA IOKA3aHO yBETTHYEHHE
CBIBOPOTOYHOTO YPOBHS MeTaboiuTa IOCHenHero B 2-3 pasa, ymmHenue maTepBana QT, uro,
OIIHaKO, HE IIPUBENIO K KIMHMIECKH BEIPaXXCHHBIM 3¢ dektam. Cxoxusie 3¢ GexTs Habmonamich Npy
COBMECTHOM Ha3HAYEHUHU ACMeMu3oia A IPyriuX MakpoOJIKIOB.

B [OCTMapKeTHHTOBBIX MCCIENOBAHHAX IIOKA3aHO, 4YTO COBMECTHOE HA3HAUEHHE
9P20MAMUHA/OULUOPOIP20MAaMUKG ¢ KIAPUTPOMULMHOM AacCONMMPOBANOCH C BO3HHKHOBEHHEM
OPTOTOKCHYHOCTH, YTO IPOSABILIOCH Ba3OCIIa3MOM, HINEMHeN KOHEYHOCTEM M IpYrHX TKaHei,
BKJIFOYas ICHTPAIBHYIO HEPBHYIO cHcTeMy. COBMECTHOE NpHMEHEHHe KIAPUTPOMHIIAHA C 3THMU
IIpeniapaTaMy IPOTHUBOMIOKA3aHO.

Tuxazpenop

CoBMecTHOE IPUMEHEHHE KIAPHTPOMHIIMHA YBETUYHBAET KOHIIEHTPALIHIO THKarpenopa 3a
CHET CHIDKEHHS €ro MeTabo/Iu3Ma B [IEIEHH ¥ YMEHBHICHUS KOHIEHTPAINH aKTHBHOTO MeTaGo KA.

Muoasonam ons nepopanerozo npumenenus

IIpn 0XHOBpEMEHHOM NPUMEHEHHH MU/a30J1aMa M KIAPATPOMHUIUHA B TaGNeTKax (500 mr mBa
pasa B cytku) AUC munasonama yBEIHUHICS B 7 pa3 MoCie IepopanbHOro IpreMa MHJa3onama
OnHOBpeMEHHOE Ha3HAYeHHe MHUIA30JlaMa IS HEepOPATbHOTO TIPUMEHEHHS U KIapUTPOMHIIMHA
IIPOTHBOIIOKA3aHO (M. pasaen «IIpoTHBOIOKA3aHuY).

Keemuanun

3Ha4YNTeNbHOE yBENHYCHHE KOHIEHTPAMH KBETHAITHHEA C PHCKOM NepEI03UPOBKH.

Konxuyun ‘ ,

Konxuiun sensgercs cy6Gerpatom kak usodepmenta CYP3A, Tak u Genxa-nepenocynka, P-
rIMKonpoTenHa (Pgp). V3BecTHO, YTO KIApPHTPOMHULMH M ApYTHE MaKpOJIHUABl SBIIIOTCS MHTHOH-
Topamu uzopepmenta CYP3A u Pgp. Ilpu coBmecTHOM IIpUEME KJIapUTPOMUIIMHA H KOJIXHIIMHA
uHrubuposanve Pgp u/mmm usodepmenta CYP3A moxer IIPUBECTH K YBEIHUYEHHIO 3KCIO3UIUU
KoyxuiuHa. OHOBpEMEHHOE [IPUMEHEHHE KIAPHTPOMUIMHA U KOMXHIMHA IPOTHBOIIOKA3aHO (CM.
pasaens! «IIporuBonokasanus» ¥ «Mephl IPENOCTOPOKHOCTHY).

Wuruburopst [MI'-KoA-penykTase! (CTaTHHE)

OnHoBpeMeHHOE NpUMEHEHHEe KIAPUTPOMMIMHA C JOBACTATMHOM WM CHMBACTATHHOM
IPOTHBOIOKa3aHo (cM. pasmen «IIpoTHBOIIOKA3aHMY), OCKOIBKY 3TH CTATHHE! B 3HAYMTEBHOM
mepe Merabonusupyiorcs CYP3A4 ¥ OZHOBpeMEHHOE IIpMMEHEHHE C KJIapUTPOMHUIIMHOM
IIOBBIIACT WX KOHUEHTPAIMIO B IUla3Me KPOBH, YTO, B CBOIO OYEpPEdb, IMOBBHINAET DHUCK
BO3HUKHOBEHMS MHOIIATHH, BKIIIOYas pabAOMHONIH3. BeImn coobieHus 0 pa3BuTun pabIoMHONH3a Y
MAIHCHTOB P OJHOBPEMECHHOM IPHMEHEHUHU KJIADUTPOMHIMHA U 3THX CTATHHOB. ECTH NedeHHS
KITapUTPOMUIIMHOM M30€XaTh HEBO3MOXKHO, TEPAlIHIO JIOBACTATHHOM HJIM CHMBACTATHHOM
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Cremyer ¢ OCTOPOXXHOCTBIO Ha3HA4aTh KIAPUTPOMMIIAH ONHOBDEMEHHO CO CTATHHAMHA. B
CUTYyallMsiX, KOTJ[a OHOBPEMEHHOTO IIPUMEHEHHS KJIAPHTPOMHUIIMHA CO CTATHHAMH M30€XaTh HEBO3-
MOXXHO, PEKOMEH/IyeTCsi Ha3HaYaTh HAUMEHBIIYIO 3apETHCTPHPOBAHHYIO 03y CTaTHHA. BO3MOXHO
NpUMEHeHHe cTaTuHa He MeTabommsupyromerocs CYP3A  (manpumep, duysacTaTusa).
Heo6xonnmo HabmoAaTs 3a COCTOSHUEM IIALMEHTOB C /b0 BHIABICHHS IIPU3HAKOB X CHMIITOMOB
MHOIIATHH.

BosaelicTBre Ipyrux mpenaparoB Ha KJIapUTPOMHUIUH

JlexapcTBeHHbIe cpencTBa, ABstommecs unoykmopamu CYP3A (manpumep, pHbaMITHIMH,
denuronH, xapbamasenuH, QenobapOuran, mpemaparsi 3Bepo6os), MOIYT HHAYLMPOBATH
METaboNMM3M  KIAPUTPOMHLHMHA. OJTO MOXET IPHBECTH K CyOTEpameBTHYECKMM YPOBHSM
KIIapUTPOMMIIMHA B KPOBH, CHIDKCHHIO ero s¢dextuBHocTH. KpoMe Toro, Moxer 1motpeGoBaThes
MOHHUTOPHHI IIA3MEHHLIX ypoBHEH uHHIykTOopa CYP3A, KOTOpBIE MOryT GBITH MOBBIEHHI H3-33
uHrnbuposanns CYP3A  KIapuTpOMHIMHOM (CM. Taxke MHCTPYKIMIO IO MeIMIHMHCKOMY
NPUMCHCHMIO ~ COOTBETCTBYIomero uHAykropa CYP3A4). OpnnoBpeMeHHOE INpUMEHEHHE
prudabyTvna U KIApUTPOMHIWHA IPHBOAMWIO K IOBBIINEHHIO YPOBHEH pH(AaGyTHHA W CHIDKEHHIO
YPOBHEH KIIADHTPOMUIIMHA B CBIBOPOTKE KPOBH C OJHOBPEMEHHbIM TIOBBIIICHHEM PHCKA TIOSIBICHHS
yBEHTA.

Hixe npuBe/ienbl penapark!, BIMAHIE KOTOPHIX HA METaGOMM3M KIApUTPOMULUHA H3BECTHO
WA  IPeAronaracTcs, IO03TOMY IpH HEOOXOAMMOCTH COBMECTHOTO HA3HAUEHHS CTOMT
OTKOPPEKTHPOBATE 103y aHTHOMOTHKA HJIH BEIOPATH JAPYroe JeueHue.

Opasupeny, nesupanun, pugpamnuyun, pugabymun u pupanenmun

Mommbie unHIYKTOPE! (epMeHTOB muTOXpoMma P450, Takme kak 3daBHpEHI, HEBHpAINH,
pudamnuiue, pudpabyTuH u pHQANEHTHH MOTYT YCKOPATH METaboNH3M KIAPHTPOMHIHHA,
YMEHBIIA €ro KOHUEHTpAlMIO B IIa3M€ KpPOBM, HO YBENIWYMBAsA KOHMeHTpanmio 14-OH-
KIapUTPOMHULIMHA — MeTabonuTa, KOTOPBIM TaKXKe MMKpPOOHOTIOTHYECKH aKTHBEH. Tak Kak
MHUKPOOHOJIOTHYECKas aKTUBHOCTh KIAPUTPOMUIMHA M 14-OH-KIapuTpOMHMIHMHA pasHast IO
OTHOIICHHIO K Pa3NUYHBIM OaKTepusM, OXHIaeMBIM TepaneBTHUeCKhi >(dexT Moxer GBHITH He
IDOCTHTHYT IIPH COBMECTHOM IPUMEHEHWH KIIAPUTPOMMIIMHA ¥ HHAYKTOPOB (EPMEHTOB IIHTOXPOMA
P450.

Pumonasup

CoBMecTHOE IpUMEHeHHE PHTOHaBHpa B o3¢ 200 Mr Kaxisle 8 9acoB, M KIApHTPOMHIMHA
500 mr xaxaele 12 dYacoB MNPHBOAWIO K 3HAYMTENBHOMY YTHETEHHIO METabou3Ma
KiapurpoMuinHa. Cmax (MakcHManbHas KOHIEHTPALMs) KJIApATPOMMIIFHA MOBHImanacs Ha 31 %,
Cmin (MuHMManbHas KOHIEHTpanws) - Ha 182 % u AUC - Ha 77 %. OTMeuaoch moHoe YTHETECHHUE
obpasosanus 14-OH-knaputpomunusa. 3-3a GONBIIOr0 TepameBTHYECKOTO OKHA YMEHBIICHUE
A03bl KIAPUTPOMHIMHA Y HAlHEHTOB ¢ HOPMalbHON QyHKuMell modex He TpeGyercsa. OmHako, y
NAIHEHTOB C MOYEYHOH HEOCTATOYHOCTBIO IIPH COBMECTHOM IIPHEME C PUTOHABHPOM HEOOXOIMMA
KOppEeKIHs 03bl: NIPH KIHpeHce KpeatuuuHa 30 - 60 MII/MUH 03y KJIAPUTPOMHIMHA HEOOXOTHAMO
CHu3MTH Ha 50 %, npu KiupeHce KpeatwHuHa < 30 Mui/mMuH - Ha 75 %. J[035I KJIapUTPOMHUIIAHA,
IPEBBINAROIIKE | I/IeHb, He CleyeT MPUMEHATh BMECTE C PHTOHABHPOM.

Taxue sxe KOPPEeKTHPOBKM 103BI ClEyeT IPOBOJUTH y NAIMEHTOB ¢ HAPYIIEHHEM GbyHKIHIH
TIOYCK IpX TNPUMCHEHUH DUTOHABHpa B KavecTBE (apMaKOKHHETHYECKOIO YCHIMTENII BMECTE C
ApyrumMu HHruonTopamu BUY-npoteassl, BRiIOYas aTa3aHABAD U CAKBHHABHP.

Dnyxownaszon

CoBmecTrbi#t mpuemM ¢ykoHasona B fose 200 MI exeHEBHO ¥ KIAPUTPOMALMEA B 103e 500
Mr 2 pasa B JeHb y 21 31m0poBoro no6poBoiblia IPHBEN K BO3PACTAHHIO CpemHell paBHOBECHOI
MHUHUMaNBHOH KoHueHTpamuu (Cy'') ¥ IIomany moj dapmakokunetnyeckolt kpusoit (AUC) Ha
33% u 18% cOOTBETCTBEHHO. PaBHOBECHbBIE KOHIEHTpAalMH aKTHBHOTO MeraGoymra 14-OH-
KIAPUTPOMHLIMHA 3HAYUTEIbHO HE M3MCHSINCH IIPY COBMECTHOM IPHMEHEHHH C (IyKOHA30JIOM.
M3MeHeHne N03bI KNApUTPOMHIIHHA He TpeGyeTcs.
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DKCNO3UIHA KJIAPUTPOMMIIHHA CHHDKaJIach Ha (QoHe 3Tpampma*‘ Umfak"o“kb”ﬁﬁ”é"ﬁfﬁifnnﬂ
aKTHBHOro Merabonura, 14-OH-knmaputpoMuiinHa, Obuta yBenudeHa. [1ockonbKy akTHBHOCTH 14-
OH-xnapuTpoMUIMH TIPOTHB KoMIuiekca Mycobacterium avium (MAK) cHmkeHa, oOmas
AKTHBHOCTH INPOTHB 3TOT0 IIATOT€Ha MOXET OBITh H3MEHEHA; II0O3TOMY CIEAYET PacCMOTPETh
albTEPHATHBHOE KJIapuTpoMunuHy JeyeHnue MAK.

BiusHue KIapuTpOMHANVHA Ha APYTHE JEKAPCTBEHHBIE CPENICTBA

Bzaumooeticmeus ¢ yuacmuem pepmenma CYP3A

CoBMecTHOE TIPUMEHEHHE KJIapHUTPOMHUIMHA, W3BecTHOro mHruburopa gepmenta CYP3A, u
npernapata, B OCHOBHOM MeTtabonusupyromerocs CYP3A, MOXeT IpUBECTH K MOBHIICHHUIO
KOHI[EHTpaIlH MOCIENHEro B IIa3Me KPOBH, YTO, B CBOIO OYEPE/b, MOXKET YCHIIUTh MM IIPOJUTATH
KaK ero TepameBTHUYecKuil 3¢(deKT, Tak U PUCK BO3HHKHOBEHMs NOOOYHBIX peakuui. Crnexyer
cOGMIOaTh OCTOPOXHOCTh IPU IPUMEHCHHH KJIAPUTPOMHUIMHA Yy NANMEHTOB, NPHHAMAOIIHX
nexapcTBeHHBIE cpexctBa - cybcrparst CYP3A, 0co6eHHO ecii OHM HMMEIOT Y3KUH
TepaneBTHYECKUN Juarma3oH (Hanpumep, kapOaMaseluH) H/WIM B 3HAUUTENBHOH  CTENEHM
MeTaGOMU3UPYETCS 3THM SH3UMOM. MoXxeT oHanoOUThcs M3MEHEHHE HO3HI, H, II0 BO3MOXXHOCTH,
TINATEABHBIA ~ MOHHTOPDHHT  CBIBOPOTOYHBIX  KOHIEHTpalWid  JIEKAPCTBEHHOTO  CpPEJICTBA,
Metabomusupyromerocs CYP3A, y mnamueHToB, KOTOpble OJHOBPEMEHHO  IPHMEHSIOT
KJIAPUTPOMHUIIUH.

B oTHOIIEHWMM CIIEQYIOMMX JIEKAPCTBEHHBIX IIperapaToB M TIPyNNn HM3BECTHO HIIH
[pEAIoaraeTcsi, 4ro OHH Merabonusupyrorcss oguuM H TeM xe CYP3A wusodepmeHTOM:
QNbNPA3ONAM, ACMEMU30N, KaApbamasenuH, Yulocmason, Yusanpuo, YUKIOCNOPUH, Ou30Nupamuo,
QIKANOUObl CHOPbIHbY, 108ACMAMUH, MEMUINPeOHU30N0H, MUOA30NAaM, OMENpasoll, nepopanbHbie
QHMUKOA2YISAHMBL  (Hanpumep, 6appapur), NUMO3ud, XUHUOUH, pugabymun, cuneOernagun,
CUMBACMAMUN, — MAKPONUMYC,  MepeHaouH, Mmpudsonam U  BUHONACMUH,  AMUNUYHbIE
aHMUNCUXOmMu4ecKue cpedcmea (Hanpumep, K8emMuanux), Ho smom cnucox xenoaHwii. IlonoOHBIA
MEXAHM3M B3aUMOJEHCTBUS OTMEUEH IpU NIPUMEHEHUU (QEeHUMOUHA, MeoOPuIIuHa U 6albnpoama,
KOTOPBIE METabONH3HUPYIOTCA APYTHM H30(QEPMEHTOM CHCTEMBI iuToxpoma P450.

Aumuapummuyeckue cpedocmea

VIMeroTcss MOCTMapKETHHTOBBIE COOOIIEHUS O Pa3BUTHH JKEIYJIOYKOBOH TaxXxWKapAWH THIIA
«IMPY3T», BO3HHKIIEH NPH OJHOBPEMEHHOM INPHMEHEHHH KIAPUTPOMHIMHA C XUHUOUHOM HIH
ouzonupamuoom. Pexomennayercs mnpoBoguThk OKI'-KOHTponp ULl CBOEBPEMEHHOIO BBHIABIICHHS
yonunenns uwnaTepBaia QT. Bo Bpems Tepanmuu KIapUTPOMUIIHHOM CIEAYET KOHTPOJIHPOBATH
KOHIIEHTPAIIH 3TUX IIperapaToB B CHIBOPOTKE KPOBH.

3aperucTpUpOBaHbl  Cllydyal  TUIOTIMKEMHH  IpPH  COIYTCTBYIOIIEM  NPUMEHEHHH
KJIApDUTPOMHUIIMHA ¥ Ju3onupamua. [loaToMy npu 0IHOBPEMEHHOM IPUMEHEHHH KJIaPUTPOMMIHMHA
U IW30TIHpaMUa CIIeAyeT KOHTPOJIMPOBATh YPOBEHE IIIOKO3BI B KPOBH.

CoBMeCTHOE NPHUMEHEHHE KIApHTPOMHUILIUHA C OU3ONUPAMULOM, XUHHIMHOM, HOQETHIHAOM,
aMHOZapOHOM, COTATONIOM, IPOKAUHAMHUIOM HE PEKOMEHIYETCH.

Mapasupox

KimapuTpoMHIIMHE MOXET IpPUBECTH K YBEIHYEHHIO BO3NEHCTBHSA MapaBHpOKa IIyTEM
unrubuposanus CYP3A (CM. MHCTPYKIHMIO 10 MEIUIHHCKOMY NPMMEHEHHIO MAapaBHpPOKa A
peKOMEHJalui IO NO3HPOBAHHIO IPH COBMECTHOM IIPHUMEHEHHHM C CHJIBHBIMM HHIHOUTOpaMH
CYP3A, TakuMu KaK KJIAPUTPOMHUIIAH).

Omenpason

[Ipumenenue KnapuTpOMULITHA (500 MT Kaxzaple 8 gacoB) B xomOuHarmu ¢ omemnpasonoM (40
MI B CYTKH) Y B3pOCNBIX 3[JOPOBBIX AOOPOBOJIBUEB IPUBOJUIIO K IOBBHIIMIEHHIO DPAaBHOBECHBIX
KOHIIEHTpauuif oOMempasosa B IasMe (MakcuManbHas KouueHtpamus, AUCop4, mnepuoxn
nonyBeIBeieHus TOBEICHINCE Ha 30%, 89%, u 34%, cooTBeTcTBEHHO). IIpH NpUMEHEHHH TOJBKO
OMenpaszoa cpejHee 3HaueHne pH kelyJoYHOTO COKa IPH M3MEPEHHH B T€YEHHE 24 4 COCTABUIIO
5,2, IIpH COBMECTHOM NPUMEHEHHH OMEIIPa3oJla ¢ KIapUTPOMHUIIMHOM - 5,7.

Cunoenagun, sapoenagun, madanagun
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Kaxgenit u3 3tux mHrubutopo (ocdomuacrepassl ?Me:sa%ﬁnwﬁym;“nﬁ“w%‘ﬁé‘% Mepe,
gactuudo CYP3A, a CYP3A wmoxer ObITh UHIHOMpOBaH OJHOBPEMEHHBIM Ha3HAUYCHHUEM
KJIApUTPOMHITHHA. [10CKONBKY CYyIIECTBYET BEPOSTHOCTH YBEIHYEHHSA IUIa3MEHHBIX KOHIIEHTpalUi
HHrHOUTOpPOB dochonuscrepass! (cwiaeHadnna, Tananaduina u BapaeHaduia) Ipd KX COBMECTHOM
IPUMEHEHHN € KJIapUTPOMHULIKMHOM, CJIEAYeT IIPOM3BOAUTH YMEHBIICHHE MA03bl CHIeHadunIa,
Tananaduna u BapreHaduIa .

Teopunnun, kapbamasenun

Pe3ynbraTel KIMHHYECKHX HCCIENOBAaHUHN IOKa3ald, YTO CYIIECTBYET HE3HAYHUTENIBHOE, HO
CTaTHCTHYECKH 3HAYMMOE YBEIHUYCHHE KOHIIEHTpaluy TeoHMHA WK KapOama3enrHa B IIa3Me
KpOBH INpPH HX OJHOBPEMEHHOM IPHMEHEHUH C KIapUTPOMHIHHOM. MoXeT I0TpeGoBaThCs
YMEHBIIEHHUE O3Bl 3TUX IPEaparos.

Tonmepooun

IpenmymecTBeHHBIH MyTh MeTaboim3Ma TOATEpoAuHa — uepe3 2D6 uzodopmy nuroxpoma
P450 (CYP2D6). Onmnaxo cymecTByeT cybmomynsnus ynopedt, muménnas CYP2D6, y xoTOpsIX
TontepoauH Merabonusupyercs yepes CYP3A. V nmanueHTOB, OTHOCAITUXCS K OTOH IMOMYJISIIUH,
nogasineHne CYP3A npuBOIUT K 3HAYUTENHHOMY IIOBBIIIEHHIO KOHIEHTPAI[MM TOJTEPOJHHA B
CBIBOPOTKE. Y IalMeHTOB ¢ HemocTarouHOcThIo CYP2D6-Metabonnama motpebyercs yMEHBIIEHUE
110361 TONTEPOANHA B NPHCYTCTBUHM HHTHOUTOPOoB CYP3 A, TakuX Kak KJIapUTPOMHLIKH.

Tpuazonbenzoouasenunvl (maxkue, KAk ainpasonam, MuOa30NaMm, mpuazonam)

[Ipy omHOBpeMEHHOM Ha3HaueHMH TabneTok KiapuTpomuuuHa (S00 Mr 2 pasa B OEHB) U
mupazonama AUC wmupazonama Bo3pactana B 2,7 pa3a IIOCI€ BHYTPHUBEHHOTO Ha3HAYCHHA
MHUJa3ojama.

Cnenyer u3beratb COBMECTHOIO IIpHEMa MHUJa3ollaMa B KJIapUTPOMHUIMHA IepopaibHo. [Ipu
BHYTPHBEHHOM IPUMEHEHUM MHJa30jaMa C KJIAPUTPOMHUIIMHOM CJIeAyeT MPOBOLMUTH TIIATEIHHBIH
MOHMTODHHI IIallHEHTa [ CBOEBPEMEHHOW KOPpPEeKIHWH [O03bl. [IpuMeHeHWe MHAaszonama
OPMYKO3aJIBHOTO, KOTOpPBIH MOXXET MHHOBATh IPEACHCTEMHYIO OJIIUMHHALHUIO JIEKAPCTBEHHOIO
CPEACTBa, BEPOSTHO, NPUBENET K B3aUMOJEHCTBHIO aHAJOTHYHOMY TOMY, KOTOpoe Halmonaercs
[IOC/Ie BBEIACHHS MHJa3zojlaMa BHYTPUBEHHO, a HE IEpOpalbHBIM IIyTeM. [aKhe J>X€ MeEpEI
IIpeIOCTOPOXKHOCTH  CleQyeT  coOmrojarh  OTHOCHTENBHO  APYTHX  OEH30Ma3elHHOB,
MetabomuszupyeMblx  CYP3A, Bwmrouas TpuazonamM H aimmpasonaMm. Jlit OeH30QUa3eNuHOB,
3MUMHHAIMS KOTOphIX He 3aBUCHUT 0T CYP3A (temasemam, HUTpasemnam, JiopasemnaM), pa3BUTHE
KJIMHUYECKH 3HAUUMOT0 B3aUMOAEHCTBHUS C KINapHTPOMHUIIMHOM MaJIOBEPOSTHO.

VIMeroTCst OCTMapKETHHIOBBIE COOOIIEHHS O JIEKAPCTBEHHOM B3aMMOJEHCTBHM M Pa3BUTHU
NOOOYHBIX SBIEHUH CO CTOPOHBI LEHTPANbHON HEPBHOH CHCTEMBI (TaKuX, KaK COHJIHBOCTH H
CIIyTaHHOCTH CO3HAHHUs) [IPY COBMECTHOM IIPUMEHEHUW KIapUTPOMHIIMHA M TpHazojama. CiemyeT
HaOII0aTh 3a MMAaHEeHTOM, YIUTHIBAsS BO3MOXHOCTh YBEJIMUEHHUS (papMaKkoIorHyecKux 3¢ ¢eKToB co
cropons! [IHC.

Jpyrue nexapcTBeHHbIe B3aUMOJEHCTBHS

Huzoxcun

EcTe npennonoxenus, 4To0 AUTOKCHH SABIIAETCS cyOcTpatoM ans 3G dIrOKCHOTO IIepeHOCYHKa,
P-rmuxonporeuna (P-III'). KnaputpomunuH, kak mu3BecTHO, momasnser P-I'TI. Ilpu coBmecTHOM
HAa3HAYCHWH KJIapUTPOMHIMHA M JWIOKcMHA nofaBieHue P-I'TI xiapuTpOMHLIHHOM MOXET
IIPUBOAUTE K ITOBBIMIEHHIO YPOBHS TUTOKCHHA. ’

Y HEKOTOPBIX M3 NAIMEHTOB Pa3BUBAIMCH NPM3HAKH IUTHTAIHNCHOM MHTOKCHKALHM, B TOM
YiCiie NOTEHIMAIbHO (aTalbHble apuTMHHU. [103TOMy IpH COBMECTHOM Ha3HAYEHHH 3THX JBYX
IIPENapaToB CIeAyeT TIATENbHO KOHTPOIHUPOBATh KOHLEHTPALMHY AUTOKCHHA B CHIBOPOTKE KPOBH
[aI{UEHTOB.

3uoogyoun

OnmHOBpeMEHHOE MpUMEHeHHWe TabNeTOK KIApUTpOMMUMHA M 3umoByauHa y BHUY-
HHQUIMPOBAHHBIX ITAIEHTOB MOXKET BBI3BATh CHIKEHHE PAaBHOBECHBIX KOHIEHTpaluil 3UA0BYIHHA
B CHIBOPOTKE KpOBU. Tax Kak KIapUTPOMHIIMH, OKa3aJloCh, BIMSET Ha BCACHIBAHUE OJHOBPEMEHHO
Ha3HAYEHHOTO 3UIOBYIHHA, 3TOTO B CYIIECTBEHHON CTEMEHU MOXKHO U30exarh MyTEM COOMIOACHH

13
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4-4acOBOrO HHTEpBaIa MEXAY INpHEMaMH KnapHTpOMHuHHa U 3UJOBYAUHA. He l'IOCTyI'EIaJIO
COOOIEHN © TakoM B3aUMOACHCTBHM B INEOWATPHM IIPH  HCIOJNB30BAHUM  CYCIEH3HH
KJIapUTPOMHUIIMHA U 3UI0BYMHA WK JUICOKCHHO3UHA. Takoe B3aUMOJEHCTBHE MaOBEPOATHO MIPH
IpPAMEHEHUH KIIapUTPOMHUIMHA B BU/IE BHYTPHBEHHOH HHQY3HH.

DeHumoun u 6anvnpoam

PbUIM CIIOHTaHHBIE HJIH OIIYOIHKOBaHHBIE COOOIICHHS O B3aUMOIEHCTBHM HHIHOMTODOB
CYP3A, Bkmouas KIApUTPOMHIUH, C JIEKAPCTBEHHBIMH CpEACTBAMH, KOTOPBIE HE CUHMTAIOTCA
MeTtabomuzupyeMsiMu CYP3A (manpumep, GEHUTOMH M BalbIpoar). PexoMeHnyeTcs onpeneneHune
YPOBHEH 3THUX JIEKapCTBEHHBIX CPEACTB B CBIBOPOTKE KPOBH IIPH OJHOBPEMEHHOM Ha3HAYEHHH HX C
KJIapUTPOMHUIIMHOM, TaK Kak coobmanock 00 MX NOBBINECHHM Ha (HOHE OJHOBPEMEHHOIO MpHéMa
KJIApUTPOMHULIMHA.

JIByHaATpaBICHHBIE JICKADCTBEHHBIE B3aUMOICHCTBUS

Ama3zanasup

ITockonpKy 3HAOBYIWH W aTa3aHaBHP SBILTIOTCA U cybcrpatamu, u uaruburopamu CYP3A,
OYEBUIHO [BYHANPABIEHHOE JIEKAPCTBEHHOE B3amMogelctBue. I[Ipy COBMECTHOM Ha3HAYEHHH
arazanasupa (400 Mr oauH pa3s B feHb) ¥ KiaaputpomurmHa (500 Mr 1Ba pa3a B I€Hb) HabIIIOAaI0Ch
nBykparHoe ysemmuenune AUC xnaputpomurnuua u ymensmenne Ha 70% AUC 14-OH-
KIApUTPOMHUIIMHA, a Takxke ysemuuenwe Ha 28 % AUC arazanaBupa. Y4UuTHIBasd IDHPOKHH
TEpaNeBTUYECKHN [Uama3oH KIApHTPOMHUIMHA, KOPPEKUHA NO3bl Yy MAlHEHTOB C HOPMAIbHOH
dynknuel mouek He TpeGyercs. IIpu yMepeHHOH CTeleHH HapyHIEHHs IIOYEUHOH GyHKIMH
(xupeHc kpeatunuHa 30-60 MJI/MHH) clienyeT YMEHBIIHTH A03y KiIapuTpoMunuHa Ha 50 %, mpu
KIHpEHCEe KpEeaTHHHHa Yy manueHTa MeHee 30 MIJI/MHH PEKOMEHOBAHO YMEHBUIECHHE O3B
KJIapUTPOMHUIIMHA Ha 75 % W WCIOJE30BaHHE aJEeKBAaTHOM JexapcTBeHHOH Qopmbl. HasnaueHwue
036l KinapurpomunuHa cBemre 1000 Mr B CyTKHM COBMECTHO C HHIHOMTOpaMM MOpOTea3 He
PEKOMEHYEeTCsl.

Bnoxamoput kanvyuesvix Kananos

CremyeT HpOSIBISATH OCTOPOXXHOCTB IIPH COIYTCTBYIOLIEM NIPMMEHEHHH KIAPUTPOMHIMHA U
OI0KaTOpPOB KaNbLIHEBHIX KaHaloB, MerabomusupyeMerx CYP3A4 (manpumep, Bepamamull,
aMJIOIMIIAH, JHITHAa3eM) H3-32 pPHCKAa THUIOTOHHU. B pesynbrare 3TOro0 B3aHMONEHCTBHS
KOHLEHTpAIlMH B IUIa3Me KIApUTPOMHLMHA M OJIOKaTOpOB KAaJbILIMEBBIX KaHANOB MOIYT
YBEJIMYMBATECSL y TMAIMEHTOB, INPUHUMAIOIMX KIAPUTPOMHIMH H BepanaMujil ONHOBPEMEHHO,
HabIIOJATHCE THIIOTOHUS, OpatuapuTMHS U JTAKTOAlMI03.

Loyenpesup

Kax KJIapUTPOMHMIIMH, TaK ¥ GOIENpeBHp SABILIOTCS cydcrpatamu U uHruoutopamua CYP3A,
YTO MOTEHIMAIBHO IPUBOIUT K ABYHAIIPABICHHOMY B3aUMOAEHCTBUIO JIEKAPCTBEHHBIX CPEACTB IPH
COBMECTHOM mpuMeHeHHH. Koppekius [03bl He TpeOyeTcs JUId MNALUEHTOB C HOPMAalbHOM
byukuuei moyex (CM. HHCTPYKIUIO 110 MEAUIIMHCKOMY ITPHMECHEHHIO OOIIEIIPEBUpa)

Hmpaxonason

KnapuTpoMHIIMH ¥ UTpakoHa30d sABIAIOTCH cyOcrpatamu M mHrHbutopamu CYP3A.
KiapuTpoMHIIH MOXXET YBEIHYIUTh YPOBEHb UTPAKOHA30JIa B I1a3Me, B TO BpeMsl KaK HTPaKOHa30J1
MOXXET YBEIHYHTh YpPOBEHb KIapHTpoMUNMHA. [larmeHTOB, OZHOBPEMEHHO NPHHHUMAOLIMX
HUTPAaKOHA30J W KIApHUTPOMHIIMH, CJIEAYeT TIIATeNbHO OOCIEeNoBaTh HAa HAIWYHE CHMIITOMOB
YCHJIEHHSI WM YBETUYIEHUS [UTHTEIBHOCTH (hapMaKoIoriHyecKux 3¢ (eKToB STHX IIpenaparos.

Caxeunaeup

KimapuTpOMHULIMH U CAHKBUHABUP SABJAIOTCA cyOcTpaTamMu U uHruoutopamMu CYP3A, odeBUIHO
JIEKapCTBEHHOE ABYHANPABICHHOE B3aUMOAEHCTBHUE.

OnHoBpeMeHHOe HasHadeHue kinapuTpomunuHa (500 Mr 2 pasa B [IeHb) W CaHKBHHaBHpa (B
MATKHX XKeJaTHHOBBIX Karicynax, 1200 mMr 3 pa3a B geHb) y 12 370pOBBIX JOOPOBONBIEB MIPUBETIO K
yBeNIM4YeHHIO papHoBecHsIX 3Hayennit AUC u Cmax caHKBHHaBHpa, KoTopble Oputa Ha 177 u 187 %
BBHIIIE aHAIOTHYHBIX TOKAa3aTened Hpu mpuéMe ToNbko canksuHasupa. 3uadeHns AUC m Cmax
KJIQpUTPOMUIIHHA OpUmH npubmusutensHo Ha 40 % BbIle, YeM aHANOTHYHBIC MOKa3aTeld IpH
npueMe TOJBKO KIIapuTpoMunuHa. [Ipy cOBMECTHOM Ha3HAYEHHM 3THX IBYX IPENapaToB B TEYCHHE
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OTPaHUYEHHOTrO BPEMEHH B J03aX/COCTAaBaX, YKA3aHHBIX BBIIIE, KOPPEKEHPOBKa AOIb-He-FPeOyeFcs.
Habmonenns, momydeHHBIE B pe3ylbTaTe HCCIECHOBAHHN JIEKADCTBEHHBIX B3aUMOIECHCTBHH C
HCIIOJIE30BAHMEM CAKBMHABHPAa B MSATKHMX JKEJIATHHOBBIX KarcCyjiaX, MOTYT HE COOTBETCTBOBATH
3¢ dexram, HaOMONaeMBIM P HCIIOJIH30BaHUH CAKBUHABMPA B TBEPABIX JKEJIATHHOBEIX KalCyliax.
Pe3ynbTaTel  HCCNGNOBAaHHM JIGKAPCTBEHHBIX B3aMMONEHUCTBHM IIpM  HA3HAYEHHH TOJBKO
CaKBHHABHMpPA, MOIYT HE COOTBETCTBOBaTh 3(d¢exTaM, HaOMOZaeMbIM TIIpH  TEpaluu
CaKBMHABHpPOM/pHTOHaBHpoM. [Ipu IpHeMe cakBHHABHpa COBMECTHO C PHUTOHABHPOM CIIEHYyeT
YYUTBIBATh IOTEHIMAIBHOE BIUSHHAE PUTOHABUPA Ha KIIAPUTPOMMIIHH.

(DapMaKOKHHETHYECKHE  MCCIENOBAaHMS  IIOKAa3aid, YTO OJHOBPEMEHHOE HA3HAYECHHE
puTOHaBUpa Kaxaele 8 yacoB M KiapuTpomunuH S00 Mr Kaxaele 12 49acoB NPHBOAUT K
3HAYUTEIPHOMY YTHETCHHIO MeTabojM3Ma KIapUTPOMMIMHA. IIpH MX COBMECTHOM IIPMMEHEHHH
MaKCHMaJIbHasi KOHLIECHTPALHKS KIIApHTPOMUIIMHA NoBbImaercs Ha 31 %, MunuManbHas — Ha 182 % u
AUC ysenuuuBaercs Ha 77 %. OTmedaercs IonHOe yrHeTeHue o6pasosamus 14-OH-
KnapuTpomMunvba.  M3-3a  Gonpmioro  TepameBTHUYECKOTO  JUWAIla30Ha  CHIDKEHHS  JI03BI
KITapUTPOMHUIIMHA Y NAlMEHTOB ¢ HOpMadbHOM ¢yHKIHMel mouek He Tpebyercs. Y IalMeHTOB C
HapyleHHeM (QYHKIUH I049eK HeoOXoauMma KOppeKUWs HO03Bl: HpH KiupeHce KpeaTuHuHa 30-60
MJI/MHH /103y KJIapHTPOMHIHA HEOOXOMMMO CHH3HUTE Ha 50 % MakCHMATLHOMN J03BI; IPH KIMpPEHCE
kpeatunuHa MeHee 30 mi/MuH — Ha 75 %. He cnenyet mpumMenats onsoBpeMerHO 6onee gem 1000
MT B JIEHb KJIAPUTPOMUHKHA B COYETAHUH C PUTOHABHPOM.

Opanvreie koHmpayenmuevl

ITanHeHTOB, MIPUHUMAOIUX OpaJTbHBIE KOHTPAIENITHBEL, CIEAYET IPEAYIPENUTh, 9TO B CIIydae
JIHapeu, PBOTHI MJIH IIPOPHIBHOIO KPOBOTEYEHHUS €CTh PUCK HEI()(HEKTUBHOCTH KOHTPALIEIIIHH,

R T o R N A
4 R

MepbI IpexoCcTOPOKHOCTH

Crnenyer o6paTHTh BHHMaHHE Ha BO3SMOXHOCTH BO3HHKHOBEHHMS  [EPEKPECTHON
PE3UCTEHTHOCTH MEXIYy KIapUTPOMHUIMHOM ¥ JPYIHMH MAaKpPOJHAAMH, KIMHIAMHIHHOM,
JTVHKOMULITHOM.

C  OCTOpPOXKHOCTBIO IPUMEHSTH KIAPUTPOMHIUH Y NAIMEHTOB C MANCENOLU NOYEYHOl
HedoCmamo4YHoCmbio.

KnapuTpoMunyH B OCHOBHOM BBIBOJUTCA IE4YeHBIO. [l03TOMy, HEOOXOIHMO COOMIONATSH
OCTOPOXXHOCTh ~ IpH  IIPpHEME  [JAaHHOTO  AHTHOWOTHKA [ALMEHTAMH C  HNEeYeHOYHOI
Hedocmamoynocmuio. Takxke cieqyeT cOOMIOaTh OCTOPOXXHOCTH NPH NPMMEHEHHH IIperapara y
MAlHEHTOB CO CpEINHEH WM TKENIOH CTENEeHBIO HapylleHHs (YHKIOHH ModYeK. IlocTymanu
COOOIIEHHA O CITydasX OCTpOH IeYEHOYHOM HETOCTATOYHOCTH C JIETANBEHEIM HCXOIOM, B OCHOBHOM
y TAUHEHTOB ¢ KaKMMHU-THOO OOJe3HSMH INCYSHHM MM NPUHUMABIIUX IPYIHE MEIMKAMEHTEL
TOKCHYHEBIE [UIsL TeueHH. [1o3ToMy, HasHayas IMallHEHTY KIAPUTPOMHUIHH, CIEAyeT IpeAyIpeauTh
ero 0 HeoOXOAMMOCTH IIPEKPATUTE IPHEM 3TOTO IIpelapaTa ¥ CpOYHO 0OPATHTHCA K Bpady B CIIydae
BO3HUKHOBEHMSI y HETO TaKuWX IIPU3HAKOB, KaK aHOPEKCHs (OTKa3 OT elBl, IUIOXOH aIlIeTHT),
XKEJTyXa, MOTEMHEHUE MOYH, 3y.I KOXH, OOJIH B XKHBOTE. :

Ilocnie  mpuema  KIapUTpoMMIMHAa  OBUIM  OTMEYEHBI  CIy4ad  BOSHUKHOBEHHS
TPaHyJIOLUTONICHUH; KOTOpas, OAHAKO, HOCHJIA HPEXONAINMI XapakTep M HCYE3aia IOCIe OTMEHHI
IIpeiiapara.

O passBuTMH Ouapeu OT JETKOH CTENICHH TSDKECTH O NCE600MeMOPAHO3HO20 KOMUMA C
taranbHeM BexonoM, BeiBanHOro Clostridium difficile (CDAD), coo6manocs Tps IpHMEHEHHH
IPaKTHYECKH BCEX aHTHOAKTepHaNbHEIX IIPENapaToB, B TOM YHCIE KIAPHTPOMMIHMHA. JleueHue
aHTHOMOTUKAMHM CIIOCOOCTBYET IO/IaBICHHUIO HOPMAIBbHOM MHKPOGIOPH! KAIIEYHHKA, B PE3yIbTaTe
yero yBennuubaercs konuyecTBo Clostridium difficile. Cnemyer Bcerna NOMHHTE O BO3MOXKHOCTH
pasBuTHA auaped, Bbi3BaHHOM mMmeHHO Clostridium difficile, y Bcex manmeHToB ¢ nmapeeit mocie
MPUMEHEHH aHTHOHOTHKOB. KpoMe Toro, HeoOXOMMMO TINATENbHO COOpaTh aHaMHE3, TaK Kak o
passuTHH 1uaped, Bei3BaHHOM Clostridium difficile, coobmanocs maxe cmycts 2 Mecauna mocie
NpHUMEHEHH AaHTHOAKTepUalbHBIX IpenapaToB. HemocTaTodHO MPOCTO IIPEKPATHTh MPHEM
KIAapUTPOMHUIIMHA B Cllydae pPa3sBUTHS IICEBIOMEMOPaHO3HOrO KONMHTa. J[OMKHBEI GBITH MPOBEIEHEI
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COOTBETCTBYIOIINE MHUKPOOHOJIOTMYECKHE HCCIIENOBaHMS H
Crnenyer uzberars npuémMa NpenaparoB, TOPMO3AIIMX IEPHCTAIIE'

Coolmanocs 00 YCHICHHH CHMITOMOB myasthenia gravis y TalldCHTOB, IOIYYarOIIHX
KJIAPUTPOMUIIUH.

HMeroTcsi MOCTMApKETHHTOBBIE COOOIIEHHSI O pPa3sBUTHM KONXUYUHOBOU MOKCUYHOCMU TIPH
COBMECTHOM IIpHEME KIapUTPOMHUIIMHA M KOIXUIUHA, 0COOEHHO y MOXKHMIIBIX NAHEHTOB; HEKOTOPhIE
U3 3THX COOOIIEHHM OTHOCHIKCH K MAI[MeHTaM C II0YEYHOH HEe0CTaToYHOCTHIO. ONUCAHEI CIyYaH
CMEpPTH cpeld Takux mnanueHToB. COBMECTHOE IPHMEHEHHE KIAPHTPOMHUIMHA H KOJIXHIHHA
MPOTHUBOIIOKA3aHO.

C  OCTOpPOXXHOCTBIO  CleAyeT  IPUMEHATh  OJHOBPEMECHHO  KJIAPUTPOMHIMH |
Tpua3onOeH30AUa3CIIUHB], TaKHe Kak TpHa3ojaMm, BHYTPUBEHHBI WM OPOMYKKO3aIbHBIH
Mua3zoiaM (cM. pasaen «B3auMopeiicTBrE ¢ IPYTHMHU JIEKapCTBEHHBIMH CPELCTBAMMY).

C OCTOPOXHOCTBIO HA3HAYAIOT KJIAPUTPOMHMIMH B COYETAHHUH C INPYTHMH OMOMOKCUUHbIMU
npenapamamu, OCOOEHHO aMHUHOINIMKO3WAaMHM. B Takux coydasx CIeAyeT —TINATENBHO
KOHTPOJIMPOBATH BECTUOYIPHYIO QYHKITHIO U CIIYX B IPOIECCE U MOCIIE JIEYEHHS.

Yonunenue unmepsana QT

3aperucTpUpoOBaHbI CIyYau YATHHEHHUs penossipusanun cepana u uatepsana QT, anBoz{ﬂmne
K PUCKY PasBHTHS CEPIECYHON apuUTMUH U forsades de pointes IPH JIEIEHAN MaKpOJIUIaMH, BKIIIOYas
KnapurpomunuH (cM. pazgen «[lo6ounoe neficteuey).

TTo3TOMy, IIOCKOJBKY CHACAYIOIINE CHUTYalMH MOTYT NPHBECTH K YBEJIHYCHHIO DHCKa
’KeJIyJOYKOBBIX apuTMuii (BKIIO4as torsades de pointes), KNapUTPOMUIMH CJIEMYET NPUMEHATH C
OCTOPO’KHOCTBIO Y TAKUX IMAIUEHTOB KaK:

o [TanueHTsl ¢ HIIEMHYeCKOH OONE3HBIO CepAla, TKENOW CEpACYHOH HENOCTAaTOYHOCTHIO,
HApYIIECHUAMHE [IPOBOTUMOCTH WM KIMHUYECKH 3HAUNMOMH OpaauKapiuei.

o TTanuedTsl C HAPYIIEHWSAMH OJIEKTPOJIMTHOrO OajlaHca, TAKMMH Kak TIHMIIOMarHe3eMud,
runoxamieMus (M. paszaen «[IpoTHBOIIOKa3aHHS).

« JTanpenTH!, OQHOBPEMEHHO IPHHUMAIOLINE JPYTHE JIEKapCTBEHHEIE CPE/ICTBA, CBA3AHHBIC C
yanuaesreM QT (cM. pasmen «B3aumoneiicTBUE ¢ APYTUMH JICKapCTBEHHBIMH CPEICTBAMEY).

« ComyTCTBYIOIIEE IIPHMEHEHNE KITAPUTPOMHIMHA C aCTEMH30JIOM, LIU3AIIPUIOM, TUMO3UIOM U
TepheHaIUHOM - IPOTUBONOKa3aHo (cM. paszaen «IIpoTuBonokasanus»).

» KnapuTpoOMHIIMH He MJODKEH IPHUMEHATHECS Yy NAlMEHTOB C  BPOXICHHBIM MM
3aJI0KyMEHTHPOBAaHHEIM mpuobpeTeHHBIM yanuHeHHeM QT wmim KemymodukoBOH apuTMHEd B
aHamHese (cM. paszen «I [poTUBOIOKa3aHUI»).

ITneemonus

B cBA3M ¢ BO3MOXXHOCTBIO CYIIECTBOBAHHS PE3UCTEHTHOCTH (YCTOHYHBOCTH) Streptococcus
preumoniae K aHTHOHOTHKAM TPYIIIBI MAKPOJIHUAOB, CIEAYET IIPOBOAUTH TECT Ha YyBCTBUTEIHHOCTD
MHUKPOGIIOPEI TIEpel TeM, Kak Ha3Ha4yaTh KJIApHTPOMMIMH B CIIy4ae BHETOCIUTAIbHON ITHEBMOHHH.
[Ipy TrOCHWTANBHBIX MTHEBMOHHSX KIAPHTPOMHUIMH Ha3HA4alOT B KOMOMHALMM C [pYTHMH
aHTHUOMOTHKAMH.

Hugexyuu kodtcu, MazKkux mxanel 1€2K0U U CpeOHel Cmenenu majcecmu

Jlannbsle WHQEKINM BBI3BIBAIOTCS B OCHOBHOM Staphylococcus aureus wu Streptococcus
pyogenes, KaXIbIH W3 KOTOPBIX MOXET OBITh YCTOHUMBBIMM K MaKpOJMIaM, I[O3TOMY TaKkKe
HEOOXOMHUM TECT Ha OIpeHeSiCHHE YyBCTBUTENBPHOCTH K aHTHOHoTMKam. B ciywasx, korza
HEBO3MOXKHO TIPUMEHUTH OeTa-NaKTaMHbIE AHTUOMOTHUKM (HampHMep, aUIEprHs), B KadecTBE
IpenapaToB IEPBOTO BHIOOPa MOTYT IIPAMEHSATHCS APYyrHe aHTHOMOTHKH, HalIpUMep, KIMHIAMHIIH.
B macrosimee BpeMst MaKpONHIbl UIPAIOT POJH TONBKO B JIEUEHHH HEKOTOPHIX HHOEKIMH KOXU U
MSATKUX TKaHeH, HanpuMep, Bbi3BaHHBIX Corynebacterium minutissimum (3pUTpasma), IOHOLIECKHX
yrpeit (acne vulgaris), poXXHUCTOr0 BOCHIANEHHMS; H B CHTYalUsIX, KOTAa HeNb3st IPUMEHATD JICICHHE
TICHUIMIUTHHAMH (HAllpUMeD, U3-3a a/UIepri).

IIpu pa3sBUTHM TSKENBIX OCTPBIX PEaKIi THIepIyBCTBHTENLHOCTH, TAKHX KaK aHa(uIaKkcus,
TSOKENble KOXKHBIE Peakiuu (HAIpUMep, OCTPHIM IeHepaTu30BAaHHBIM 3K3aHTEMATO3HBIA ITyCTYJE3,
cungpom CruBeHca-/DKOHCOHA, TOKCHYECKMH ONMAEPMAIbHBIH  HEKPONH3, peakuus Ha
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JNIEKapCTBEHHOE CPEICTBO C CBHINBIO, J03MHOGUIMEH MU CHCTEMHBIMH émﬁmma‘mmmzmiﬁgg--
CHHZIpOM)), HEOOXOAMMO HEMEIJIEHHO IPEKPaTHTh MIPHEM KIapUTPOMHMIMHA H CPOYHO HAYaTh
COOTBETCTBYIOMICE JIEUECHHE.

KnapuTpOMHIMH HYXHO IPHMEHATE ¢ OCTOPOXHOCTHIO IPU OJHOBPEMEHHOM HA3HAYECHHUHM C
unoykmopamu pepmenma yumoxpoma CYP3A4 (cM. pasmen «BsaumopeHcTBHE C JPYTHMH
JIEKaPCTBEHHBIMH CPEJICTBAMHY). :

Keemuanun: xBetHanuH sBuaercs cybctpatom s CYP3A4, koTopeli MHTHOHpyeTCs
KnapuTpoMuiuHOM. COBMECTHOE NPHMEHEHHE C KIAPUTPOMULMHOM MOXET IIPHBECTH X
YBEIMYEHUIO BO3JCHCTBHS KBETHANMHA M BO3MOXXHOHM TOKCHYHOCTH, CBS3aHHOHM C KBCTHAIIUHOM.
3aperucTpupoOBaHbl  COOOMEHHS O COHJHMBOCTH, OPTOCTATHYECKOH TIHIIOTEH3HH, H3MECHEHHOM
COCTOSIHMH CO3HAHHS, HEHPOJIENTHYECKOM 3JI0Ka4eCTBEHHOM cuHApoMe U yanuHeHun QT Bo Bpems
COIYTCTBYIOLIETO IIPUMEHEHHS (CM. HHCTPYKIHIO IO IPHMEHECHHIO KBETHAIINHA)

ITpumenenue c unzubumopamu I'MI-KoA-peoyxmasu

CoBMeCTHOE IIPUMEHEHHE KJIApUTPOMMIMHA C JIOBACTATHHOM HJIH CHMBAacTaTHHOM
IpOTHBONOKa3aHo. Kak ¥ JOpyrue MakpOoJMibl, KIAPUTPOMHIHH MNPHUBOMMI K IOBBIICHHIO
KoHIeHTpanun uaru6uropos ['MI'-KoA-penykrassl. Penko coobmanocs o passutiy pabioMuoinusa
y TANHEHTOB MpH COBMECTHOM IIPMMEHEHHMM O3THX JIEKapCTBEHHBIX CpeAcTB. Heobxomumo
HaOJOIeH)e 3a IallMeHTaM¥ Ha IpeaMeT HAINYMS IPU3HAKOB M CHMIITOMOB MHONaTHU. Penko
coobmanock O pa3BUTHH pabAOMHONHM3a Yy IAMEHTOB IIPH COBMECTHOM IPHMCHEHMH
KIQpUTPOMUIMHA C aTOPBAaCTATHHOM MM pO3YBACTAaTHHOM. B ciydae OZHOBPEMEHHOrO
IpUMEHEHHsS ¢ KIAPUTPOMHIMHOM, [03y aTOpPBACTATHHA HJIM pO3yBacTaTHHA HEOOXOMUMO
MaKCHMaIBHO CHHU3HTh. JIODKHO OBITH IPUHATO COOTBETCTBYIOLIEE PEUICHHE OTHOCHUTENIBHO
KOPPEKTHPOBKH 03Bl CTATHHA, WM IPUMCHEHHS CTaTHHA, KOTOPHIM HE 3aBHCUT OT MeTabonM3Ma
CYP3A (manpumep, GJIyBacTaTHH WIH IIPABaCTATHH).

IIpumenenue ¢ nepopanbHeIMU 2URO2NUKEMULECKUMU CPEOCMBAMU/UHCYIUHOM

COBMECTHOE NMPUMEHEHHE KIaPUTPOMHUIIMHA C IEPOPAIBHEIM THIIOTIMKEMHAYECKAM CPEIICTBOM
W/MIA MHCYJIMHOM MOXET BBI3BATh BBIPAXKCHHYIO THIIOTIHKEMHUIO. IIpH NpUMEHEHHH COBMECTHO C
T'MIOTTTHMKEMHYECKAMH CPEICTBAMH, HallpUMep, HAaTETIMHUIOM, IHOITIMTa30HOM, pETariMHUIOM U
PO3UITIUTA30HOM, KIAPHTPOMHUIUH MOXeT MHrubupoBath gepment CYP3A, 4ro, B CBOIO 04€pelb,
MOXXET NPHUBECTH K Pa3BUTHIO THIIOITHMKEMHH. B TakumxX CHTyalUsX PEKOMEHIYeTCs TINATEIBHO
KOHTPOJIUPOBATh YPOBEHB INIIOKO3BI KPOBH.

IIpumenenue ¢ nepopanbHLIMU AHMUKOAZYIISIHMAMU

[Ipg COBMECTHOM TPMMEHEHWH KJIAPUTPOMHMIMHA C BappapHHOM CYIIECTBYET PHCK
BO3HHKHOBEHHS CEPhE3HOT0 KPOBOTEUECHMs, 3HAYATESLHOrO TOBBINEHHA mokasatens MHO
(MeXIyHapOIHOE HOPMAIM3UPOBAHHOE OTHOIIEHWE) M IIPOTPOMOMHOBOTO BpeMeHu. [lo Tex mop,
[IOKa MalMEHTH IPHHUMAIOT OJHOBPEMEHHO KIAPUTPOMMIHH H IEPOPAILHBIE aHTHKOATYJITHTEL,
Heo6X0MMO YacTO KOHTpoupoBath noxasarens MHO u nmpoTpoM6HHOBOE BpeMsL.

[lpumenenue mo0o¥ aHTUMUKPOOHOM Tepanud, B T.Y. KJIAPUTPOMHIKHA, IS JICUCHHUS
nadexnun H. pylori, MOXeT HPUBECTH K Pa3BUTHIO OPraHU3MOB, PE3UCTEHTHBIX (YCTOHUMBEIX) K
JIEKApCTBEHHOMY CpeICTBY. J[NHWTenbHOE TIIPHMMEHEHHME KJIAPUTPOMHLMHA, KaK H JAPYTHX
aHTHOHOTHKOB, CIOCOOCTBYeT  KOJIOHM3alMM  yCTOHUYMBEIMM MHKpoOamMH H  rpubkamy,
BO3HHKHOBEHHIO CynepuHGpekuud. B Takux cirydasx IOKa3aHO COOTBETCTBYIOIIEE JICUECHHE.

B coctaB TaGieTok BXOOUT KpacuTelnb XWHONMMHOBBIA >xenThlt (E104), xOTOpBIH MOXET
BbI3BaTh aJUlepruyeckue peakuud. 1Ilpy UX BO3HMKHOBEHHMU HEOOXOAUMO IPEKPAaTHTh IIPHEM
npernaparta U 0OpaTUThCS K Bpady.

1
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BepeMeHHOCTD ¥ JIAKTalMsA

Be3omacHOCTh IpUMEHEHHs KIAPUTPOMMIMHA y OTHX TPYHNI MalWeHTOB HE YCTAHOBJICHA,
[I09TOMY IIPENApaT MPOTHBONOKA3aH KEHIIMHAM B IIEPHOM OEPEMEHHOCTH U JIAKTAIHH.

Ucxonsd W3 pasidyHBIX pe3yIbTaToB, IONYYeHHBIX B MCCIEJOBAHUAX Y MBIUCH, KpEIC,
KPOJIMKOB U 00€3bsH, HEb3s OTPHULATH BO3MOXKHOCTh HEG/IArONPHUATHOrO BO3JCHCTBUA HA Pa3BUTHE
3MOPHOHOB.
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NPAYeE

Biusinue Ha cnoco6HOCTH yNPaBJIATh TPAHCIOPTHHIMHE CPeACTBAME U paGoTaTh ¢
APYTHMH MeXaHH3MAMHU

OTCYTCTBYIOT [NaHHBIE O TOM, YTO KJIAPHTPOMHIWH BIMSET Ha CIOCOGHOCTH YIPABNIATH
TPaHCTIIOPTHBIMH CPeCTBaMK M MexaHu3Mamu. Heo6xonuMo npuHuMaTs BO BHEMaHHE BO3MOXKHbIE
TOJIOBOKPY)KEHHE, CIIYTAHHOCTH CO3HAHMA M [OTEPI0 OPHEHTAIMH, KOTOPHIE MOTYT BO3HHKHYThH Ha
¢one npuéma seKapcTBa, Iepe]] YIPaBIeHUEM aBTOTPAHCTIOPTOM H IPYTHMH MEXaHH3MaMH.

Cpok rognocTn
4 rona.
He ucnonb30Bath 1eKapCTBEHHOE CPEACTBO C HCTEKIIMM CPOKOM T'OHOCTH.

YecnoBusi XxpaneHust
XpaHHUTH IIPU TeMIreparype He Bole 25°C.
Bepeur ot nmereit.

®opma BeINycKa (YNAKOBKA)
IIepsuunas ynaxkosxa — ceMb TabneToK B GrucTepe (AMIOMUHHIIN/ATIOMUHIL).
HBa (Ne7*2) 6muctepa mo ceMb TabGIETOK BMECTE C JIMCTKOM-BKIIABIIEM MOMEIAIOTCS BO
6MOPUYHYIO YNAK0EKY — KapTOHHYIO HauKy.

YcnoBus 0TIycKa U3 anTeK
Ilo peuenty Bpaua.

IIpousBoanTenn
«Cuamenux JlaGopatopu3s»
®apunaban-121 003, Uugus.

Pexnamanuu o HexenaTeNpHBIX PeaKUUAX W HOGOYHBIX d(deKTax HampapiaTh MO afpecy
email : www.rceth.by.
Ten/dakc +375-17-299-53-48.
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