MUWHUCTEPCTBO 3JIPABOOXPAHE

VMHCTPYKIMA

o MEJUIIMHCKOMY HpI/IMeHeHHIO IIeKapCTBeHHOI‘O npenapara

KaapuTpoMHuUHH IKOIHTPHH"

TabJIeTKH, IOKPHITHIE IeHO4YHO# 00010uKOH, 250 MT H 500 mMr

AO «ABBA PYC», Poccus

Usmenenue Ne 2 v

Jlata BHeceHus M3MeHeHHA «

» 20 I

Crapas peAakuus

HoBasi peAaKiHs

B3aumMopaeiicTBHE ¢ ApPYrHMH
JIeKaPCTBEHHBIMH CpeCTBAMH
CeoyIouux

IIpumenenue npenapamos

B3aumojeilicTBHne ¢ APyrHMH
JIeKApCTBEHHBLIMH CPE/ICTBAMH
npenapamos

IIpumenenue CeoyIouUx _

COBMECMHO (4 K1apumpoMuUyuLom

COBMECMHO (4 K1apumpomMuyuHom

RDOMUBONOKA3AHO 8 CBA3U C BO3IMOICHOCMBIO

ngomueonoxmauo 8 C8A3U_C_B603MOINCHOCMbIO

pazeumusl cepbe3Hblx nobounwvlx 3¢hhexmos:

pa3zeumus_ cepoe3Hblx nobouHbIX a¢hhexmos:

Iuzanpuo,  nuMo3uo, mepghenaoun U
acmemu3son

I[Ipu COBMECTHOM IpPHEME KIApUTPOMMIIMHA €
I[U3anpHAOM, IMMO3HIOM, TepheHaMHOM WK
aCTEMH30JIOM COO0OIIaNnoCh O TIOBBLINICHUH
KOHLEHTpallM¥ IOCJIEHUX B ILUIa3M€ KPOBH,
4TO MOXET IPUBECTH K YUIMHEHHIO HHTEpBaJa
apUTMUH,

QT ¥ TOSBICHHIO CEPACYHBIX

BKJIIO4Yas XKeNy104YKOBYIO TaxXHUKapAauIo,

GUOPHUILIALHIO XKETYA0UKOB H XKETyN0IKOBYIO

TaXUKapAul0 THNA «IIHPYITH (CM. pa3aci

«TpOTHBOTIOKA3AHHAN).
ANKaouosl cnopbiHbi
TlocTMapKETHHIOBBIE HCCIIEJOBaHUS

IIOKa3bIBAIOT, qTo IIpH COBMCCTHOM

IpUMEHEHUH KJIAPUTPOMHIIMHA € 9PrOTaMHHOM

numo3uo, mepgenaoun u

¥

Huszanpuo,
acmemu3on
IIpu cOBMECTHOM NpHUEME KIApUTPOMHIIMHA €
[HU3aIpUIOM, TUMO3H]IOM, TepdeHaIMHOM HIIH
acTEMH30JI0M COO00IAJoCh O MOBBIICHHA
KOHIICHTpALMH NOCJIEJHUX B IUIa3M€ KpOBH,
4TO MOYET IPUBECTH K YIMHEHHIO HHTCpBaJIa
QT u TmOSABICHUIO CEPACUHBIX apUTMHH,

BKJIIOYas XKeJyA0UKOBYIO TaXuKap/Jaulo,

GUOPHIUIALHMIO HKETY0UKOB H XKEIyN0UKOBYIO
(cM. pasgen

TaxXHUKapauio THIIA «IMHAPYIT»

«ITpOTHBOIIOKA3AHHSAY). y
Ankanouost chopblHbU
[TocTMapKETHHIOBEIC HCCleJ0BaHus

TIIOKa3bIBalOT, YTO npu COBMECTHOM

JIpHMEHEHNH KIapATPOMHIIMHA ¢ SProTaMAHOM

]
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cnepyromue dPGEKTH, CBA3aHHBIE C OCTpBIM

OTpaBJICHHCM rpynnsi

npenapaTamu
3pProTaMHMHOB! COCYAUCTBIA CIa3M, HIIEMHA
KOHEUHOCTed ¥ JApYTMX TKaHeH, BKOYad
HEHTPANbHYIO HEPBHYIO CHCTEMY.
OnHOBpEMEHHBIH TpHeM KIAPUTPOMHIMHA C
aNIKaJIONIaMH CIIOPBIHBH MPOTHBOIIOKA3aH (cM.
paszen «[TpOTHBONOKA3AHHY).

Muodazonam o1 nepopanbHo20 npUMEHEHUA
Ilpu coBMECTHOM NPHMEHEHHH MHJa3oiaMa H
KIapUTPOMHLIMHA B (popme tabnerok (500 Mmr
ABa pasa B JIEHb) OTMEHANIOCh YBENIHUCHHC
AUC mupaa3onama B 7 pa3 1ocjie epopajibHoro
npuemMa.

OnHOBpeMEHHBIH TNIpHEM KJIapUTPOMHMIIMHA C

MHA30JIaMOM 151 NEPOPAJIBHOTO NMpUMEHCHHA

IPOTHBOIIOKA3aH (eMm. paszein
«IIpOTHBOTIOKA3AHHSAY).

Huzubumopsi I'MT-KoA-pedykmassl
(cmamumbi)

OnHOBpEMEHHBI IpHeM KJIApUTPOMHLMHA C

JIOBAaCTAaTHHOM nJIn CUMBACTaTHHOM

NpPOTHBONIOKAa3aH (cm. paszen
«[IpoTHBONOKa3aHHA») B CBA3M C TeM, HTO
JaHHBIC CTaTMHBl B 3HAYMTEIBHOH CTENCHH
MeTaGoMM3UpyIOTCS H30(epMEHTOM CYP3A4,
%4 COBMECTHOE OPUMEHEHHE c

KJ'IapI/ITPOMI/IHI/IHOM NOBBIIIACT ux

CHIBOPOTOYHbIE KOHIIEHTPALMH, YTO TNPHBOIHT
K IIOBBIIICHHIO pHCKa Ppa3sBUTHS MHONATHH,
pkmouyas  pabmgomuonns.  Coobmanoch 0

ciydasx ~ paGjommonmusa y  TAIHMCHTOB,

NPHHAMABIUNX KJIAPUTPOMHIIMH COBMECTHO €
npernapaTami. B

JaHHBIMH ciaydae

HEO0X0JMMOCTH IpUMCHCHHS

BO3MOXXHbBI —ﬂjj-ﬂ—,&}ﬂq‘l-&pgapl:ommm

111
—LFIFl

" B03MOKHEI

CJIEAYIOIHUE 3(1)(1)CI(TI>I, CBS3aHHBIE C OCTPHIM

OTpaBJICHUEM npenapaTaMmy rpYyNIIBI

9proTaMHHOB: COCYAMCTBIH CmasM, HIICMHA
KOHEuHOCTEH ¥ JpYTHX TKaHel, BKioYad

IEHTpabHYIO HEPBHYIO CHCTEMY.
OIHOBPEMEHHBIH NPHEM Knapmgomnnnna c
aNTKaJoMaMH CIIOPHIHBM NPOTHBOMNOKA3aH (em.
paszen «TIpOTHBOTIOKA3aHHS»).

Mudazonam 013 nepopanbHozo NpUMeHeHUR
IIpy cCOBMECTHOM NPHMCHCHHH MHJa3oaMa H
KJIapUTPOMHLMHA B popmMe tabnerok (500 mMr
ABa pa3a B JICHb) OTMEYAIOCh »YBCJIH‘-ICHHC
AUC muga3onama B 7 pa3 1ocjie nepopajibHoro
npueMa.

OIHOBpEMEHHbIH TNpHEM KJIAPUTPOMHIIMHA C

MHa30J1aMOM I nepopajbHOTO NPUMEHCHHSA

NPOTHBOIIOKa3aH (em. pazzen
«ITpoTHBOMOKA3AHHSY).

Huzubumopel I'MT-KoA-pedykmasul
(cmamuHnbl)

OpnHOBpEMEHHBIN TpHEM KJIapUTPOMHIMHA C

JIOBaCTaTHHOM HJIA CUMBACTaTHHOM

IPOTHUBOIIOKAa3aH (cM. pazzen
«IIpoTHBONOKA3aHKsA») B CBA3M C TEM, HTO
JaHHBIE CTaTHHbl B 3HAYMTENBHOH CTETICHH
MeTaboIu3UpyIOTC H30(epMEHTOM CYP3A4,
" COBMECTHOE TIIpEMEHEHHE c

KﬂapHTpoMHIIHHOM MOBBINIACT ux

CHIBOPOTOYHbIE KOHIIEHTPAIMH, YTO NPHBOJIHT
K DOBBIIICHHIO pHCKa pPa3sBUTHS MHOIATHH,
pkmouas  pabpomuomus.  CooOmanocs 0

cnyuasx ~ pabjoMmonusa y  TalHCHTOB,
¥

IPUHUMABIIKX KJIAPATPOMHIIMH COBMECTHO C
mpenapaTami. B

JaHHBIMH ciy4ac

HEe00X0AUMOCTH NpHMCHCHUA




15Mer

e NeZ E(J_JQP—OG%GWGE QTuBsTY

e L

""II l:-/--c---.

l:f‘:-

RO nx"uua' {‘T[P TIVE‘T

HDeKDaTHTB IpUCM

KIapPATPOMHIMHA CIEAYET MPEKPaTHUTH TPHE

jjoBacTaTHHa WJIH cUMBAacTaTMHa Ha BpEMA

Tepanuy.
KJIapuTpOMHLME ~ ClieflyeT — NPHMEHATH  C
OCTOPOXXHOCTBIO ~ IIPH KOMOUHHUPOBaHHOM

Tepamuu C JIPyTMMH CTaTHHaMH. B ciyuae

COBMECTHOI'O npueMa

Heo0X0IMMOCTH
peKOMeH/LyeTCsi IPUHHMATD HAHMEHBIIYIO 1103y
craTMHa. PekoMeHyeTcs IPUMEHATh CTaTHHEI,
He 3aBHCAIME OT MeTabonu3Mma H30(epMEHTa
CYP3A (manpuMmep, (iyBacTaTHH). Cnenyer
KOHTpONMpPOBaTh ~ pPa3BUTHE MpPH3HAKOB  H
CHMIITOMOB MHOIIaTHH.

Jlomumanud

OjHOBpeMEHHBIH NpHEM KIAapUTPOMHIHMHA C
JIOMMTAIIMAOM TPOTHBOINOKAa3aH H3-3a pHCKa
CYIIECTBEHHOr0  TOBBIICHHA  aKTHBHOCTH
TpaHCAMMHa3 B IUIa3M€ KpOBH (CM. pasien
«IIpoTHBONOKA3aHUS»).
opyzux

BJLu_;yme JIeKapcmeeHHbIX

npenapamos Ha KN1apumpomMuuur

IIpenaparsl,  ABJAIOLIMECS — HWHAYKTOpaMmH
nsodepMeHTa CYP3A (nanpuMep,
pudamruinud,  (QEHUTOMH, KapbaMaselnuH,

denobapburan, 3sepoboit TIpO/BIPSBICHHEIH),

MOTYT HHIYIHPOBATh MeTaboJIn3M
KIapUTPOMHMUEHA. OTO MOXKET NPHBECTH K
cyOTepaneBTHYECKOH KOHIIEHTpaluH

KJIApUTPOMHIMHA, YTO NPHUBOJHUT K CHIKCHHIO
ero a¢dexruBHocTH. KpoMe TOTO, HeoOX0IUMO
HabmoJaTe 3a KOHIEHTpalMed HHAYKTOpa
modepmerta CYP3A B

I1asMe€  KpOBH,

TOBBICUTECS n3-3a

CYP3A

KoTOpas MOJXET

HHrHOUpOBaHHUS n3odepMeHTa

KJIapUTPOMHIITHOM. Ilpn COBMECTHOM

npuMeHeHnd pudabyTHHa ¥ KIapHTPOMHIIMHA

m:apn T PUNIITERT

jjoBacTaTiHa WIIH cUMBacTaTHHa Ha BpEMA

TeparyH.
K/apuTpOMHLUME ~ CEQYeT — MPHMCHATE €
OCTOPOXXHOCTBIO  TIpH KOMOUHMPOBaHHOH

Tepanu¥ C APYTUMH CTaTHHAMH. B cnyudae

COBMECCTHOTO IIpHUcMa

He00X0AUMOCTH
PEKOMEH/TyeTCs IPUHAMATh HAUMEHBIIYIO /103y
craTuHa. PexoMeHayeTcs NPUMEHATH CTaTHHBL,
He 3aBHCAIMe OT MeTabomu3ma M30(pepMeHTa
CYP3A (umanpumep, (ryBacTaTvH). Cnenyer
KOHTPOJIMPOBAaTh ~ Pa3BHTHE TPH3HAKOB M
CHMIITOMOB MHOIIATUH.

Jlomumanuo .
OnHOBPEMEHHBIH IIpHEM KIApUTPOMHIMHA C
JOMHMTANUJOM TPOTHUBOIOKA3aH H3-33 pHCKA
AKTUBHOCTH

CYHIECTBCHHOTO TIOBBILICHUA

TpaHCaMHHa3 B mj1asMe KpOBH (CM. pasaen

«IIpoTHBOTIOKA3aHHAY).

Bnuanue opyaux nem;gcmaennbtx
npenapamos Ha KiapumpomMuyuH
[lpenapatsl,  SBISIOIMHECS ~ MHAYKTOpaMH
nu3odepMeHTa CYP3A (HampuMep,
pudamnuiyH,  (QeHUTOHH, KapbaMma3enuH,

denobapGuran, 38epoboi IIpOABIDSBIECHHBIH),

MOTYT HHAYLHPOBATh MeTaboaM3M
KJIAPUTPOMHIMHA, OJTO MOXET MPUBECTH K
cyOTepaneBTHYECKOH KOHILIEHTPallu!
KJIAPUTPOMHIMHA, YTO MPHUBOIMUT K CHIXKCHUIO
ero >¢dexrusHocTd. Kpome TOrO, HeobxoauMO
HabmoJaTh 32 KOHIEHTpallued HHIYKTOpa

modepmenta CYP3A B TiasMe KpOBH,
u3-3a

CYP3A

KoTopas MOXCT IOBBLICUTBECA

HHrHONpOBaHUA u3odepMeHTa

KJIapUTPOMHIIMHOM. ITpu COBMECTHOM

TpUMEHEHNH prabyTHHA U KI2PHTPOMUIMHA
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Ha0moaanoch TOBBHILUICHHUC MJ1a3MCHHO HabMoAIOCH HOBBIIICHUC ITa3sMEHHOH
KOHIEHTpauu pudabyTHHa W CHIDKCHHC KoHIeHTpara puabyTuna ¥ CHIKCHHC
CBIBOPOTOUHOM KOHL(EHTPALHH | CHIBOPOTOYHOH KOHIIEHTpaLH
KJIapI/ITPOMHIII/IHa C TNOBBLIIICHHEIM pPHCKOM KJIapPITPOMHIIPIHa C TOBBINICHHBIM PHCKOM

pa3BUTHS YBEHTA.

Cnenyromue o0nafaoT

npenaparsl
JIOKa3aHHBIM WIH NPEAnonaracMeM BIHSHACM
Ha KOHIICHTPAUMIO KJIAPUTPOMHIIMHA B IUIa3ME
KpOBY; B CIIydYae HX COBMECTHOTO NPHMCHEHHA

¢ KJIapUTPpOMHIIHHOM MOXET l'IOTp€6OBaTI>CX

Koppekuus 703  MIM  Tiepexox  Ha
anbTepHAaTUBHOE JICYECHHE.

J¢pasupens,  Hesupanu, pugamnuyuH,
pupabymun u pupanenmun

CuiibHBIE HMHIYKTOPbl CHCTEMBI IHTOXpOMa

P450, Takme Kak 3(aBUpEH3, HEBUpAlHH,
pudamnuiuH, pupabyTnd H pudaneHTHH
MOTYT YCKODPATH M€Ta00JIM3M KIapHTPOMHULIIMHA
W, TakuM 0Gpa3oM, TOHHXXaTh KOHICHTpAHUIO
KJIApPUTPOMHLMHA B TUIa3ME M BMECTE C TEM
14-OH-

IIOBBIIIATDH KOHIICHTpalHIio

KIapUTpOMHLMHA -  MeTabonuTa, — Takxe
SBJISIONIEr0CS MHKPOOHOJIOTHYECKH aKTHBHBIM.
[ToCcKOJIBKY MHKpPOOMOJIOTHYECKas aKTHBHOCTh
xiaputpomMunHa H  14-OH-K1apuTpoMHIMHA
OTIIMYaeTcd B  OTHOUIEHHWHM  pa3JIM4HBIX
GaxTepuii, TepaneBTHYECKUH 5 deKT MOXET
CHM)KaThCc IIPH COBMECTHOM IPHMMEHCHHH
KJIApHTPOMHILIMHA U HHIYKTOPOB (hepMEHTOB.
Impagupun

KonneHTpanus KIapUTPOMUIMHA CHHXKACTCA

Ipd  HUCNONB30BAHMM  3TpaBHpHHA,  HO
HIOBBIIAETCH KOHIICHTpalHg AaKTUBHOTO
MeTabonuTa 14-OH-x1apuTpOMHIIMHA.

IMockoneky 14-OH-knapuTpOMHUIINH obnagaet

HH3KOM AKTHBHOCTHIO 110 OTHOIICHHMIO K

pa3sBHATHI YBCHTA.

Cnenyromue o0JanatoT

Ipenaparsl
JJOKa3aHHBIM HJIH npexmonaraeMmM BJIMSTHUEM
Ha KOHIICHTpaIHIo KJIAQpHTPOMHIIMHA B IIa3M¢C
KpOBH; B ciydae ux COBMECTHOT'0 NMPUMEHCHHUS

C KJIapHTPOMHHHHOM MOXET IIO_TpC6OBaTBC}I

KOppeKuus  J03  MIM  Tepexox  Ha
aIbTEPHATHBHOE JICUCHHE.

TudpoKcuxnopoxun u XnopoxuH

Jlanuple  HaOmofeHW# ~— noKasaM,  HTO

COBMECTHOE€ NpMMCHCHHC asUTpOMHIIHHA C
¥
PHIIpOKCHXJlOpOXPIHOM y ITallMCHTOB C

peBMaTOUIHBIM apTpUTOM  CBf3aHO  C
NOBBIIIEHHBIM PHUCKOM CEpIACYHO-COCYIUCTRIX
cOGBITHI U CEpPIEYHO-COCYUCTOH CMEPTHOCTH.
U3-3a BO3MOXXHOTO aHJIOIMYHOTO pHCKa IIpH
NpUMEHEHHH JPYTHX MaKpOJIH/OB B coucTaHHH
C THAPOKCHXJIOPOXMHOM WIIH XJIODOXHHOM
CIeyeT TIIATENbHO B3BECHTh COOTHOHICHAC

HoJB3bl M PHCKa, MPEXAC yeM Ha3HavaTh

KJIapUTPOMHIIHH J06BIM nanyeHTaMm,
NPUHMMAIOIMM  THAPOKCHXJIOPOXHH  HIIH
XJIOPOXHH.

J¢pasupens,  Hesupanu, pugamnuyun,
pugabymun u pugpaneHmun

CuibHble HMHIYKTOPBl CHCTEMBI ILHTOXpOMa

P450, Takue Kak 3(aBHUpCH3, A HEBHPAIHH,
pudamnunuy, pudabyTnH H pubancHTHH
MOTYT YCKOPATh METa00/IH3M KIapUTPOMHUIAHA
U, TakuM 00pa3oM, MOHMXATh KOHUCHTPAIHIO
KJIapUTPOMHLMHA B IUIa3M€ M BMECTE C TEM
14-OH-

TNOBRILIATH KOHIICHTPaLHIO
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undexuusiM  Mycobacterium avium complex
(MAC), MOXeT MEHATBCA o6m1asi akTHBHOCTh B
OTHOIIECHHH 3THX BO30OyIMTENCH, MOITOMY A

geuenus MAC

clenyeT — paccMarpHBaTh
anbTEpHATHBHOE JICYCHHE.

dnyKoHrason

CoBMecTHBI npueM (ykoHazona B J03€
200 Mr €KeHEBHO U KJIApMTPOMHIIMHA B J103C
500 Mr Ba pasa B JeHb y 21 310poBOTO

K YBEJIMUCHHUIO

nobpoBosiblia  IIPUBETIO

CPEIHETO 3HA4YEHHS MHHHMAaJIbHOA
paBHOBECHOH KOHIEHTpALMH KJIapHTPOMHUIIMHA
(Cmn) ® AUC 33% u 18%

COOTBETCTBCHHO. COBMECTHBIA

Ha
IIpu oTOM
pHEM 3HAYMTENBHO HE BIHSI Ha CPEIHIONO

aKTHBHOT'O

paBHOBECHYIO KOHIIECHTpaIHIo

MeTabonuTa 14-OH-xnapuTpOMHMIIMHA.
Koppekius 70351 KIapUTPOMHULMHA B CIIyqac
coNyTCTRylomero InpueMa (ykoHasona He
TpebyeTcs.

Pumonaeup

dapMaKOKMHETHIECKOE UCCIIeIOBAHUE
H0Ka3aJio, YTO COBMECTHBIH NpHEM PUTOHABHPA
B go3e 200 Mr Kaxasle BOCEMb 4YacoB H
wiapuTpoMunuHa B jo03e 500 Mr Kaxiele
12 yacoB NIpHBEA K 3aMETHOMY IOJABJICHHIO
Ilpu
Cmax

MeTabonnsMa KJIapUTPOMHIIHHA.

COBMECTHOM  IIpHeMe  pHUTOHaBHpa
KJIApUTPOMMIIMHA YBEIHYHJIACH Ha 31 %, Cmin
yBenuumnach Ha 182 % u AUC yBenuyuiach

ga 77 %. Beulo 0TMEYEeHO IIPAKTUYECKH TOTHOC

10JIaBJIEHHE 06pa3oBaHHs 14-OH-
KIapUTPOMUIMHA.  braronaps — IIMPOKOMY
TepaneBTHYECKOMY JAMana3zoHy

KJIapHTpOMHIIMHA YMCHBUICHHE €ro J03bl Y

[ANMEHTOB ¢  HOPMAIbHOH TI0YCYHOH

KIapATPOMULHA
SBJISIONIErocss MUKPOOHOJIOTHIECKH aKTHBHBIM.
ITocKOJIbKY MHKpOOHOJOrHYecKas aKTHBHOCTH
KJIApUTPOMHIMHA H 14-OH-K1apUTPOMHIIHA

OTHOIICHHUH pa3sIMIHbIX

oTIMYaeTCA B
GaxTepuii, TepaneBTUYCCKHH 3¢ekT MOXKeT
CHWXAThCS IIPA COBMECTHOM TNpHUMCHEHHUH
KJIApUTPOMHIIMHA ¥ HHIYKTOPOB ¢bepMEeHTOB.
DOmpasupun

¥
Konuentpanns KIIapHTPOMPIIIHHa CHHXKACTCS

Ip¥  WCNONB30BAHWM  OTPaBUpHHA,  HO
[OBBINAETCS  KOHLEHTpallis  aKTHBHOTO
MeTabosuTa 14-OH-knapuTpOMHIIKHA.

IMockoneky 14-OH-knapuTpOMHLIHH obagaet
HU3KOM aKTUBHOCTBIO IIO OTHOIIEHHIO K
unbexumam Mycobacterium  avium complex
(MAC), MOXeT MEHATBCA obImas akTUBHOCTH B

OTHOIIEHHUH J3THX BO36yI[HTCJICI7I, MO3TOMY i

neuenus MAC cnenyer  pacCMaTpHBaTh
aJbTEPHATHBHOE JICUCHHUE. ¥
dnykonaszon

CoBMecTHBII mpueM (¢uiykoHa3ona B J103€
200 Mr' eXXeJHEBHO ¥ KJIapUTPOMHIIMHA B 03¢
500 Mr gBa pasa B JOeHp y 21 3710poBOTO
Jno6poBoJbIa

IIPpABEJIO K yBCJII/I'-IeHI/IIO

CpeIHero 3Ha4YCHHA MHHMMaJIbHOH
PaBHOBECHON KOHIIEHTPALHH KJIapUTPOMHIIMHA
(Cmin) u AUC 33% u 18%

COOTBETCTBCHHO. COBMECTHBIA

Ha
Ilpu >TOM
IpHeM 3HAYMTENBHO HE BIHMAT Ha CPEIHION
' aKTHBHOTO

PaBHOBECHYIO KOHIIEHTpaluio

MeTabonuTa 14-OH-xy1apATPOMHLIMHA.
Koppekius 0351 KIapATPOMHLMHA B CTyHac
CONYTCTBYIOLIETO IpHEMA ¢nyxoHasona He
tpebyeTcs.

Pumonaeup
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¢yHkuued He TpeGyeTcs. Y TNalMEHTOB C
[I0YedHON HEJOCTATOYHOCTBIO IeNecoo0pasHo

paccMOTpETh BapUaHTEI

clieaylolmue
KOppEKIMH JIO3bI: IIPH KK 30-60 mi/MuH 1032
KJIApHTPOMMIIMHA JOIDKHA OBITH YMEHBIICHA HA
50%; npu KK wmeHee 30 M/MHMH 1032
KJIapUTPOMUIMHA J0JDKHA OBITH yMCHBIICHA Ha
75%. PuroHaBMp HeE CJEAyeT COBMCCTHO
[pHHMMaTh C KJIAPHTPOMHIMHOM B J03aX,
TpeBBIAOIKX 1 I/ACHD.

JOJIXXHbBI

CxonHble KOPPEKLIUH 103

paccMaTpHBaThCs y NAlMEHTOB CO CHHXEHHOM

dyHKIHEH IIOYEK, €CJI PHTOHABHP
UCIoNp3yeTcss  Kak (hapMaKOKHHETHIECKUH
KYCHJIMTENb»  TpH  NPUMEHEHMH  JIpYTHX
WHIMOMTOPOB  IIPOTEA3bl BUY, Bxmoyas

aTazaHaBUp H CaxBMHaBUP (CM. noapasnei
((ZIByHaHpaBJleHHOC B3aUMO/JICHCTBHE

JIEKAPCTB»).

geﬁcmsue KAapumpomMuuuna Ha 0222"8
JleKapcmeeHHble npenapambl

AHmuapummuyecKkue cpeocmea (XUHUOUH U
ouzonupamuo)

BO3MOXHO BO3HHKHOBEHHE JKEITyJ04YKOBOH
TaxHKapMK THIA «IHPYIT» IpH COBMCCTHOM
NPUMEHEHUH KJIADUTPOMHIIMHA M XMHH/AHA
wia  ausonupamupa. Ilpp  OHOBPEMEHHOM
npueMe KJIapUTPOMMIIMHA c 3TUMH
[IpenapaTaMi CJEAYET PeryjispHO NpPOBOIATE
KOHTpOIIb 3JICKTPOKAPHOrpaMMBbI Ha IIPEIMET
yanunenns uarepsaia QT, a Takxke CIEAyeT
KOHTpOJIMPOBATh CHIBOPOTOYHBIC
KOHI[GHTPAIIHH 3THX IpenapaToB.
Ipu NOCTMApKETHHIOBOM IIpUMEHEHUH

pa3BUTHA

co0061manoch 0 cirydasx

rUNorIuKeMun  IIpH COBMECTHOM TIpHCMC

| «JIByHanpaBJIeHHOE

I0Ka3aJI0, YTO COBMECTHBIH MPHEM PHTOHABHPa
B moze 200 Mr Kaxuaple BOCCMb 4acoB H
KJIAPUTPOMHIIMHA B J103¢ 500 Mr Kaxuble
12 yacoB IpHBeI K 3aMETHOMY IOAABJICHHIO
%
MeTabonu3mMa KnapnTpOMnunﬁa. ITpu

COBMECTHOM  IIpHEME  pHMTOHABHpa C iz
KJIApUTPOMHUIMHA yBEIMIMIach Ha 31 %, Cuin
ypemuuminach Ha 182 % u AUC yBenu4unach

Ha 77 %. BsU10 OTMEUYEHO IIPAKTUYCCKH II0JIHOC

IIOJ[aBJICHUE obpa3zoBaHHs 14-OH-
KIapuTpoMHMIHMHA.  brarojaps — IIMPOKOMY
TepaneBTHIECKOMY JHAna3oHy

KJIapUTpOMHIMHA YMCHBIICHHC €ro J03bl Y

NalMeHTOB €  HOpPMaJbHOH NI04E4HOH
dynkuueit He TpeOyeTcs. V mauMeHToB C
OUeqHOM HEJOCTATOUHOCTBIO Ieseco00pasHo

CIICIYIOMHUE BapHaHTHI

pPaccMOTPETh
xoppexiuu go03sr: npa KK 30-60 My/MHH 1032
KJIapHTPOMHLMHA JIOJDKHA OBITh YMEHBIICHA HA
50 %; mnpu KK MeHee 30 wMg/MuH 1032
KJIapUTPOMHLIMHA JIOJDKHA OBITE yMEHBIICHA HA
75 %. PuroHaBHp HE CIIEiyeT COBMECTHO
IPHHAMATh C KJIApUTPOMHMIIMHOM B J1033X,
ApeBhIIalomHuX 1 I/OEHb.

JIOJKHBI

CxopaHble KOppEKIMH no3

paCCManlrIBaTBCH Yy NanHueHTOB €O CHHMXKEHHOM

¢byHKUHER MoYeK, €CIH PUTOHABHP
HCIIONIB3yeTCd  Kak (apMaKOKHHETHIECKHH
«ycHIMTENb» TpH  NPUMEHEHWH  JpyrHX
ynru6uropos  mporeassl BHY,  Brmodad

b
aTtazaHaBUp H CaKBHUHABHD (CM. noapasaci

B3aUMOJICHCTBUE
JIEKApCTB»).

geﬁcmeue KaapumpoMuuuna Ha 0222"8
JIeKapCMeEeHHblE npenapamsl
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KJIApUTPOMHIINHA " AU30TTUPAMUIA.
Heo6x0quM0 KOHTPOJHPOBATH KOHICHTPALHUIO

rJIOKOo3sl B KpoBH IIPH OJIHOBpCMCHHOM

IpUMEHEHHH KIapUTPOMHUIIMHA %4
AM30TIHUpaMHU/Ia.

Iepopanvhsie 2unoziuKemuiecKkue
cpedcmea/UuHCyun

IIpu COBMECTHOM NpUMECHEHHH
KJIapATPOMHUIIHHA %4 niepopaIbHBIX
[MIIOFIMKEMHYECKHX ~ CPEACTB  (HampHMep,

IPOH3BOJHbIC Cy/Mb(hOHMIMOYEBUHBI) /M
HHCY/HHa MOXeT HabnIofaThCs BBIPAXKCHHAA

TUNIOTJIMKCMHUAL. OlIHOBpeMCHHOC TIpUMCHCHHC

KJIapuTpOMHLIMHA C HEKOTOPBIMHA
THNOTJIMKEMHUYCCKUMH npenapaTaMu
(Hanpnmep, HaTCTIIMHUA, IUOITINTA30H,

penaryMHK/] H POCHIJIATa30H) MOXET NPHBECTH
X HMHrHOMpoBaHHMIO H30(€pMEHTa CYP3A

KJIApUTPOMHIIMHOM, B PE3YJIbTAaTE 4€ro MOXET

pa3sBUTBC  THIOTJIMKEMHMS. PexomenayeTcs
TINATEIbHBIHA KOHTPOJIb KOHLICHTPaLMH
I'JIEOKO3BI.

B3aumooeiicmeun, 00ycnoeneHHble
uzogpepmenmom CYP3A

CoBMECTHBIH IpueM KJIapUTPOMHIIUHA,
KOTOpBIf,  KaKk  HM3BECTHO, UHrHOUpyeT

modepment CYP3A, u npenaparos, NEpBUIHO
MeTaboMU3HUPYIOIIUXCS u30(epMEHTOM
CYP3A, MOXeT acCOIIMMPOBAThCS C B3aHMHBIM
HOBLINIEHMEM HX KOHIICHTpAaLHi, YTO MOXET
YCHJIMTH WIH TIPOJUIMT KaK TEPaneBTHICCKUC,

tak ¥ mobounsle 3(dexTsl. KiapuTpOMHIHH

CIELyeT C  OCTOPOXHOCTBIO  TPHMCHATH
HalyeHTaM, TIOJTy4aIOIHM npenaparkl,
gBsiommecs  cyOcrparamu  M3o(epMeHTa

CYP3A, ocobeHHo e€cau 3TH Tpenaparsl

A
15t

ousonupamuod)

Bo3MOXHO BO3HHKHOBCHHC eIy A0YKOBOH
TAXHKAP/MU TUIA IHPY3T» IIPA COBMECTHOM
NpUMEHEHHH KIApPUTPOMHUKHA H XMHHAMHA
Wi ausonupampja. IIpu  OJXHOBpEMEHHOM
npueme KJIApUTPOMHIINHA c 3TUMH
npenapaTaMi CJeAyeT PEryJspHO HPOBOJHTE
KOHTpOJIb JIEKTPOKapAMOrpaMMBI Ha MPEIMET
yanunenus untepsana QT, a Takxke Ciledyet
KOHTpPOJIMPOBATh CHIBOPOTOYHBIE
KOHIICHTpAL[UH 3THX TperapaTos. *

Ipu NIOCTMapKETHHIOBOM IPUMEHECHHH

coobmanoch 0 ciydasx pa3BUTHA
TUTIOTJIMKEMHH TIIpH  COBMECTHOM  IIPHEMCE
KJIapATPOMHIIMHA U JU30IHMpaMua.
Heo0xoauMo KOHTPOJIMPOBaTh KOHLEHTPALUIO

IIIOKO3bl B KpOBH  IIpH OJHOBPCMECHHOM

[pMMEHEHUH KJIapHTPOMHUIIMHA "
JM30MHpaMHJA.

Hepopansnote 2unoznuKemuvecKkue
Cpeocmea/uHcynuH .

Ipu COBMECTHOM pHUMEHEHUH
KJIapUTPOMHIIMHA %4 niepopabHBIX
FHIOTJIMKEMHYECKAX ~ CPEACTB  (HanpuMeEp,

[IPOM3BOTHEIE  CY/Tb(HOHHIMOYCBHHEI) WU
MHCYJIHHA MOXET HaOMIO/aThCA BRIpOXKCHHAA

¥
TUIIOTTIMKEMHL. OIIHOBpCMCHHOC IIpUMEHECHNE

KJIapuTpOMHIIHHA C HEKOTOPHIMH
TUNOTI THKEMHYCCKHUMH npenapaTaMu
(Hanpnmep, HaTCIJIMHU], IIAOTJINTAa30H,

peNaryMHAL H POCHTIIMTA30H) MOXET NPHBECTH
K HMHrAOHpPOBAHHIO msopepmenta CYP3A
KJJapUTPOMHIIMHOM, B PE3yJBTAaTE MEro MOXET
Pexomenayercs

Pa3BUTHCA TUNOITIUKEMHS.

TIATENIbHBIA KOHTpOJIb KOHIIEHTpalluH
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UMEIOT  Y3KHH TepaneBTHYECKHA nanaso THOKO3bE
(HanpuMep, KapGamasenuH), n/unu | Bzaumooeiicmeus, obycnognenHule
HHTCHCUBHO MeTaboH3HPYIOTCA stuM | usogpepmenmom CYP3A H

¢epmentom. B ciy4ae He0OXOAUMOCTH
JOMKHA  TPOBOAUTECS ~ KOppEKUHs O3B
mpemapata,  TPHHMMAEMOro — BMeCTe €
wiaputpomunHoM. Taxxke, O BO3MOXHOCTH,
JOJIKEH IIPOBOJUTECS MOHHMTOPMHT
CHIBOPOTOYHBIX ~KOHIEHTpalu# IpernapaTos,
IIEPBUYHO MeTaboJIM3UPYIOLIUXCSA
modepmenTom CYP3A.

MeTaGonu3M CIEAYIOMHMX NpenapaToB/KIaccoB
OCYIIECTBIIETCA ~ TEM  XKe 130 epMEHTOM
CYP3A, uto 1 MeTaboau3M KIapUTPOMHIHMHA,
HallpuMep,  alnpo3ojaMm, Kapbama3enuH,
MJIOCTa30J, IMKJIOCIOpHH, JAW3ONHpaMui,
METMINPEAHN30JI0H, MHJIa30j1aM, OMempasoll,
nepopabHble AHTHKOAryJSHTHL  (HaNpHUMEP,
Bap¢apuH, puBapokcaban, anukcabaH),
aTUIIMYHBIE AHTHIICUXOTHYECKHE  CPEICTBA
(HampuMep, KBETHAIHUH), XMHU/IMH,
pu¢abyTHH, cunaeHadu, TaKpOJIUMYC,
TpuazonaM ¥ BuHONMAcTHH. Takoke X aroHMCTaM
modepmenta CYP3A OTHOCATCA CICAYIOLIHE
npenaparsbl, IPOTHBONOKA3aHHbIE K
COBMECTHOMY IPAMEHEHHUIO c
KJIApUTPOMHMIIMHOM:  ACTEMM30J, LH3anpHl,
IIMUMO3HU, TepdeHa uH, JIOBacTaTHH,
CHMBACTaTHH H aJIKAJIOWIB CIIOPBIHBH (CM.
pazzen «IIpoTuBomoka3zanus»). K npenaparam,
B3aMMOJIEHCTBYIOIUM  [IOJIOGHBIM  00GpasoM
yepes Japyrue H300EpMEHTHl B  paMKax
cucteMbl  IuToxpoma  P450,  oTHOCATCH
denuTomH, TeOGWUIMH M BaIbNPOCBAd
KHCJIOTA.

Henpamble aHmuKoazy1AHMbl

CoBMECTHBIH NpUEM KJIapUTPOMHIIHHA,
KOTOpBIf,  KaK  H3BECTHO, HHrHOHUpyeT
msopepment CYP3A, H npenaparos, IIEpBHYHO
MeTaboTM3HPYIOIIUXCS n30(€pMEHTOM
CYP3A, MOXET acCOLIMUPOBATHCA £ B3aHMHBIM
[OBBIIIGHHEM HX KOHIEHTpalMi, YTO MOXCT
YCHJIMTh MM NPOJVIHTD KaK TepareBTHHICCKHUC,
tak ¥ nobounslie 3¢¢exthl. KnapHTpOMHIAH
clemyeT €  OCTOPOXHOCTBIO — NPHMEHATH
NalUEeHTaM, NONyYaouM | TIpenapatsl,
gpisommecs  cyOoctparamMu  m3odepMeHTa
CYP3A, oco0eHHO €ClM JTH Ipenaparhl
MMEIOT y3KHH TepaneBTHYCCKHH /HanasoH
(nanpuMep, xap6aMasenun), n/nnm
HHTEHCHBHO MeTaboIU3UPYIOTCA 3TUM
depmentoM. B cimydae Heo!6xonnmocm
JOJKHa ~ TPOBOJMTHCA  KOppeKuus  JO3Bl
npenapara, — NPUHAMaeMOro  BMecTe €
K/JIapUTPOMHIIMHOM. Taxoke, 10 BO3MOXHOCTH,
JOJDKEH IIPOBOJHUTHCA MOHHUTOPHHT
CHIBOPOTOYHBIX KOHIIEHTpalHH \ipenaparos,
[IEpBUYHO METabO0IN3HPYIOIHUXCS
modepmenToM CYP3A.

MeTab0/1M3M CIIEAYIOMMX IPernapaToB/Ki1accoB
OCYILIECTBISIETCA TEM e  H30(EpPMEHTOM
CYP3A, uro U MeTaboIu3M KJIApHTPOMULIKHHA,
HanpuMmep,  aimposonaM,  kapbaMmasemnuH,
[MJIOCTA30J], LHMKJIOCIIOPHH, JH30IHpaMui,
METHINPEIHU30JIOH, MHJa30JIaM, OMenpasol,
lepopalbHBIE AHTHKOAryJISHTH! (HampuMep,
BapdapuH, puBapokcabaH, .annkcabaH),
aTUIIMYHBIE AHTHIICHXOTHYECKHE  CPEICTBA

(Hampumep, KBETHANHH), XHHHJIUH,
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[Ipp COBMECTHOM IpHEME Bapdapuna
KJIAPUTPOMUIHHA BO3MOXHO KPOBOTCHEHHE,
BBIPa)KEHHOE yBEJIHYECHHC MHO U

spemenn. B ciydae

npoTpOMOHHOBOTO
COBMECTHOrO NPHUMEHEHHS ¢ BapbapHHOM HIH

aHTHUKOAryJIsdHTaMH

JApyruMu HenpsAMBIMH

HeoGxomumo  KomTposmpoBate  MHO ¥
npoTpoMOHHOBOE BpEMS.

Iepopanbhsie aHMUKOAZYIAHMbL  RPAMO20
delicmeun

AHTUKOAT'yJISAHT npaMoro

IlepopanbHbie
JeicTBAsS fabMraTpaH SBIAETCA CyOCTpaToM
wis  >ddmokcHoro Genka-nepeHocyKa P-
rnukonpotensa  (Pgp). Pupapokcaban H
anukcabad MeTaboJaM3UpYIOTCS C  Y4aCTHEM
modepmenta CYP3A4 u Taike ABJISIOTCA
cy6erpatamu s Pgp. Crnenmyer cobmonath
OCTOPOXHOCTh npu OJITHOBPEMEHHOM
NpUMEHEHHH KJIApUTPOMMIMHA C JaHHBIMH
mpenaparaM, OCOOEHHO Yy TAMEHTOB C
BBICOKMM PHCKOM KPOBOTEYEHHs (CM. pa3/Ieibl
«C 0CTOPOXHOCTBIO» H «OcOBbIE yKazaHUs»).
Omenpason

Knapurpomunus (o 500 Mr kaxaple 8 yacoB)
gcciemoBalcds Yy 3M0OPOBBIX  B3POCIBIX
Ro6poBoJbIEB B KOMOMHALMA C OMENPA30ioM
(mo 40 wmr exegHesHo). IIpu COBMECTHOM
NpMMEHEHHH KJIapUTPOMHMLMHA H OMENpasoia
paBHOBECHBIE  IUIa3MEHHBIC  KOHIIEHTpaIlHK
oMernpasoyia ObUIH yBEIHYCHEI (Cimax, AUCo.24
u Ty, ysemuunmncs Ha 30 %, 890% u 34%
cooTBeTcTBeHHo). Cpenmee 3Hauenme pH
XeNyaka B TedeHHe 24 4acoB COCTAaBHIIO 52
TNpU [pHEME OMETIpasoJia B OTACIBHOCTH H 5,7
IpH [pHEME OMENpa3ojia COBMECTHO €

KJIapUTPOMHULIUHOM.

TpHua3zonaM H BUHOJIACTHH. TaxKe K aroHUCTaM
msopepmenta CYP3A OTHOCATCA CICAYIOUIAC

npenaparsl, npomnonoxasak_;nme K

COBMCCTHOMY IIpHMCHEHHIO C
KJIapI/ITPOMI/IIIPIHOMi acTEMHM30JI, IH3alpHI,

IAMO3Hu/J, Tep(beﬂamm, JIOBaCTaTHH,

CHMBACTATHH W aJIKAJIOHABI CIOPBIHBH (CM.

paszen «ITpotusonokasanus»). K npenaparam,
¥

obpasom

BSaPIMO)ICﬁCTB)’IOII.lPIM HO)IO6HBIM

yepes Jpyrue M30(QEpMEHTHl B  paMmKax

cucteMpl  muroxpoma  P450,  oTHOCATCA
denurons, TeopuwIMH M BaIBNPOCBAd
KHUCIIOTA.

Henpamble anmuKkoazyianmst

[lpn coBMECTHOM IpHeMe Bap(apuHa |
KJIApUTPOMHALIMHA BO3MOXHO KPOBOTEUYCHHME,
BBIpaXXECHHOE yBEJTMYCHHUE MHO "

npoTpoMbuHOBOro  BpeMenu. B ciydae
COBMECTHOTO NPHMEHEHHs ¢ BappapHHOM HIHA
JOpYTHMH

HENPAMBIMH AHTUKOAryJITHTaMH

Heobxoqumo  KoHTpoiupoBate MHO  m
IpOTPOMOHHOBOE BPEMS.
ITepopansivie AHMUKOAZYIAHMbL  NPAMO20
delicmeun v
IlepopaibHbIi aHTHKOAryJISHT  TIPSAMOro
feiicTBus faburaTpaH sBISETCA CyOCTpaTOM
mis  addmokcHoro  Genka-nepeHoCYHKa P-
rmaxonpotenna  (Pgp).  PuBapokcabaH  u
amukcaban MeTaboNM3UpYIOTCA € Y4acTHEM
mogepmenta CYP3A4 u Takke SBISIOTCH
cy6erparamu s Pgp. Crenmyer cobmoaarh
OCTOPOXKHOCTD npH OJTHOBPEMEHHOM
NIpUMEHEHHH KIAPUTPOMHLMHA C JIaHHBIMH
npenapataMi, OCOOEHHO Yy TAIMEHTOB C
)

BBICOKHM DHCKOM KPOBOTEYECHHS (CM. pa3/eiibl
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Cundenagun, maoanagun u eapoenagun

Kaxpapi u3 ITUX MHHOUTOPOB
docdoauacTepaspl MeTaboau3upyercs, 110
kpaiiHe#t —Mepe, YacTH4HO C y4acTHEM

msodepmenta CYP3A. B TO ke BpeMd
m3odepmeHT CYP3A MOXET HHrHOMpOBATHCA B

npUCYTCTBUM KiiapuTpoMuuuHa. (COBMECTHOE

IpUMEHEHHE KJIapUTPOMHMIMHA c
cuiaeHadHIIoM, tananahpuiIoM WIN
BapAeHahHIOM MOXET IIPUBECTH K

yBe/IMYEHHIO HHTHOUPYIOLIEro BO3ICHCTBHSA Ha
docdoauscrepasy. Ilpy NpPUMEHEHHH OTHX
IIpenapaToB COBMECTHO C KJIapHTPOMHIHHOM
crenyeT paccMOTpETh BO3MOXHOCTh
yMeHBIIEHHs 03B CUyieHaua, taganaduia
U BapaeHadHia.

Teogunnun, kapbamaszenun

Ilpn

COBMECTHOM NpUMEHCHHH

KIApATPOMHIMHA M TeOQWUIMHA WA

1<ap6aMa3em1Ha BO3MOXHO ITOBBILIICHUEC

KOHIEHTpalMd  JAaHHBIX  IIperapaTtoB B

CHCTEMHOM KpPOBOTOKE.

Toamepooun
INepBuuHBIA MeTaboIu3M TOJITEpOJIUHA
ocymecTsisiercs  yepes  2D6 uzodopmy

uuroxpoma P450 (CYP2D6). OnHako B 4acTH

HOMYJIALHH, JIMIIECHHOM u3opepMeHTa
CYP2D6, Merabonu3M IPOHUCXOAUT HCpe3
CYP3A. B rpynmne

Haceenus nonasieHue m3odepmenta CYP3A

u30¢epMEHT 3TOH

IPUBOAMT K 3HAYUTENBHO Oojice BHICOKHM
KOHIIEHTPALMAM TOJNTEPOIHHA B CHIBOpOTKE. B
NONY/SIMK C HABKMM YPOBHEM MeTabonusMa
yepes  m3odepment  CYP2D6  moxer
10Tpe60BaThCs CHUKEHHE 1103l TONTEPO/IMHA B
u3odepMeHTa

IIPUCYTCTBAH  MHTHUOMTOPOB

Omenpa3son
Kiaputpomuiut (110 500 M Kaxzbie 8 yacos)

HCClIe0BaJICA y B3pOCJbIX

3I0pOBBIX
[0GpPOBONBLER B KOMOHHAIMA C OMENPa30oM
(mo 40 Mr eXeJHEBHO). Ilpn COBMECTHOM
MpAMEHEHUH KJIAPUTPOMHIIMHA ¥ OMENpasofia
paBHOBECHBIE  IUIA3MEHHBIE  KOHIICHTpAIH
oMernpa3ojia ObUIH yBEIUYCHbBI (Cnax, AUCo-24
u T, ysemuummmnch Ha 30 %, 8?% u 34 %
cootBercTBeHHO). Cpennee 3Héqeﬂne pH
XKeNy/lka B TeueHHe 24 4acoB COCTaBHIIO 5,2
TpH NpUeMe OMEINpa3oiia B OTACIBHOCTH U 5,7
mpu [pHeMe OMempasona COBMECTHO €
KJIapUTPOMHIIHHOM.

)
Cundenagun, madanagun u éapoenagun

Kaxxnpii u3 3THX HHTHOUTOPOB
doconuscrepassl  MeTa0ONM3MpPYETCS, MO
KpaliHel Mepe, YacTHYHO C  y4JaCTHEM

mopepmenta CYP3A. B TO Xe BpeMmd
m3opepment CYP3A Moxer MHrHOHpOBaTHCS B

npucyTcTBUH KiapuTpomunuHa. CoBMECTHOE

IPUMEHEHHE KJIapUTPOMHIIMHA c
cuiieHaQHIIOM, TafanadpuIoM HIN
BapeHapuIoOM MOXET IIPHBECTH K

YBEJIMUEHNIO MHTHOUPYIOIET0 BOYICHCTBHA Ha
docdomuactepasy. Ilpy NPHMEHCHHM STHX
IpenapaToB COBMECTHO C KIAPHTPOMHIMHOM
crexyeT paccMOTPETh BO3MOXHOCTb
YMEHBIIEHHUs 10351 CHiieHadHa, Taganadpuia
1 BapAcHaduA. \
Teopunnun, kapbamasenun
COBMECTHOM

Ilpu MPUMEHEHMH

KIapHTPOMHIMHAa M TeoQWUIMHA WM

Kapﬁamazennﬂa BO3MOXXHO TIOBBIICHHUE

KOHIICHTpAIlHH JAHHBIX npenapaToB B
¥
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CYP3A, TakuX KaK KJIapHTPOMHIIKH.
Benzoouazenunovl (Hanpumep, ainpasoiam,
MUOA30NaAM, MpUA3ONAM)

IIpu COBMECTHOM NpPUMEHEHHH MHjazoinama u
TaGneTok KiapuTpoMuuHa (500 Mr Ba pasa B
AUC

JEHb)  OTMEYasoch

yBeJIMYEHHE
MHazoaaMa: B 2,7 pasa 1ocie BHyTPHBCHHOTO
Eciu BMecTe C

BBEIEHNA MHAJasojaMa.

KJIapUTPOMHIIHHOM NpUMEHSETCA
BHyTpHMBEHHas (opma MHAasonama, CICIyeT

TIHATCJIBHO COCTOSIHHC

KOHTPOJIUPOBATDH
MalMeHTa U BO3MOXHOM KOPPEKIHMH JO3BL.
Beenenne JIE€KapCTBEHHOTO Ipenapara Hepes
CTU3MCTYI0 00O0JIOUKY TMOJIOCTH pTa, KOTOPOE
JaeT BO3MOXHOCTh OOOMTH NPECHCTEMHYIO
SIMMHHALMIO  JIEKApCTBEHHOro  IIpETapaTa,
cKopee BCEro, NpUBENCT K B3aMMOJICHCTBHIO
AHAJIOTMIHOMY TOMY, KOTOpoe Habio/aeTcs
IpH BHYTPHBCHHOM BBe/ICHHM MMJa3oiaMma, a
He TIpH NepopabHOM IPHEME.

Takue e MepBl IPEAOCTOPOKHOCTH CIEAYCT
IpUMEHATE M K JIpYTuM OeH30/uasenuHaM,
KOTOpble MeTaboIH3UpPYIOTCS 130 epMEHTOM
CYP3A, Bxiovas TpuasojiaM H JInpasoliaM.
Jlns GeH3oAMaselHHOB, BBIBCJCHHE KOTOPBIX
HE modepmenta CYP3A

3aBHCHUT oT

(TeMazenam, HUTpa3elaM, jiopasenam),

MaJIOBCPOATHO KJIMHUYCCKH 3Ha4YuMO¢C
B3aMMOJICHCTBHE C KJI&pPITpOMHlIPIHOM.
COBMECTHOM

Ipu IPUMEHECHHH

KJIAapUTPOMULMHA M TpHa30/lamMa BO3MOXHO
HEPBHYIO

cuctemy (IJHC), mnampuMmep, COHIMBOCTL H

Bo3jieficTBME Ha  IIEHTPaJIbHYIO

CIIyTaHHOCTH CO3HaHHuA. B cBA3u C 3TUM, B

ciy4dac COBMCCTHOTO NpUMCHCHHA,

PEKOMEHAYETCA cjaeIuTh 3a CHMIOTOMaMH

CHCTEMHOM KPOBOTOKE )

Tonmepooun
MeTaboJIu3M
OCYILIECTBJISETCS 2D6  wm3odopMy

mmroxpoMa P450 (CYP2D6). OnHaxko B 4acTd

[NepBUYHBIHA TOJITEPOAMHA

yepes

TOTIYJISAIIUH, JHIICHHOR

u30pepMenTa
CYP2D6, MeTaGomm3M MPOMCXOMUT  HEPE3
CYP3A. B rpynme

HaceJeHHs MOJaBleHHe M30(hepMEHTa CYP3A

u30epMeHT 3TOH
NpUBOJNT K 3HAYATENIHHO 6osiee  BBICOKHM
KOHIICHTpPALUSM TOJITEPOHHA B CBIBOPOTKC. B
]
TIONYJISIIAE C HU3KHM YPOBHEM MeTabom3Ma
CYP2D6

norpe6onan>cx CHIDKEHHME JIO3BI TOJITCpOAHHA B

yepe3  H30(QEPMEHT MOJET

NPHCYTCTBHM  MHTMOHTOPOB n3odepMeHTa
CYP3A, TakuX KaK KJIapUTPOMHIUH.
Benzoouasenunsl (Hanpumep, &Jmpasoﬂa.»u,
Mudazonam, mpuasonam)

[Ipu COBMECTHOM IpHMEHEHHH MHJa30liaMa 1
tabneTok xnapuTpomunmaa (500 Mr Ba pasa B
IeHb)  OTMEYAJOoCh  YBEJIUHCHHC AUC
Mya3oyiaMa: B 2,7 pasa mocje BHYTPUBCHHOTO
Ecin BMecTe C

BBEIECHNA MHJasojiaMa.

KJIapUTPOMHIIHHOM NpUMEHSAETCS
BHYTpHBEHHas (opMa MHpasojama, CICIycT
TINATEILHO  KOHTPOJMpOBAaTh  COCTOSHHC
[anMeHTa Ajs BO3MOXHOH KOPPGKIMH JIO3BL
BeezieHue JIEKapCTBEHHOTO Mperapara 4epes
CIIM3ACTYI0 000JI04KY TOJIOCTH PTa, KOTOPOE
JaeT BO3MOXHOCTh OGOHTH IIPECHCTEMHYIO
SMAMHHALMIO  JIEKAPCTBEHHOIO  Mpenapara,
cKopee Bcero, NpUBEAET K Bsangaoneﬁcmmo
AHAJIOTMYHOMY TOMY, KOTOpOE HalofaeTcs
IpH BHYTPHBEHHOM BBEJICHHHM MHJa30NaMa, a
He TpH NepopaIbHOM IPHEME.

Takue e Mepbl TPEFOCTOPOXKHOCTH CICAYET




napymenus IJHC.

Bzaumoodeticmeus_c Opy2umu npenapamamu

Konxuyun

Komxuumn  seusercs  cybctpatoM  Kak
modepmenta CYP3A, Tak H Oenxa-
NepeHOCYHNKa P-riukonpoTenHa (Pgp).
M3BecTHO, YTO KJIApUTPOMHIMH H JpYyrue
MAaKpOJIHJIBI SIBJISIIOTCS HHrUOUTOpaMHU

msopepmenta CYP3A u Pgp. IIpu coBMECTHOM

KOJIXHUIIMHA

npueMe  KJIApUTPOMHIIMHA U

uHrubuposanne Pgp WuaM  H30(pepMeHTa

CYP3A MoXer TNpUBECTH K YCHICHHIO

JeHCTBHS  KOJXHIMHA.  3aperHCTPHPOBAHBI

TIOCTMapKETUHT OBLIC coolOmeHus o ciaydasx
OTpaBJICHHUS KOJIXHIIHHOM Ipu €ro
OJHOBPEMEHHOM NPHEME C KJIapUTPOMHIIHOM,

yame y NMOXHIIBIX MAIJUCHTOB. HCKOTOPBIC u3

OIMCAHHBIX ClIy4yaen IPONCXOIHUIIH c
nalnyueHTaMH, CTpaAaloIHMH MoYeYyHoH
HEIOCTATOYHOCTBIO. Kak Cco00111aJI0Ch,

HEKOTOpBIC CliydaHn 3aKaHUHBAJIMCH JICTAJILHBIM

ucxogoM.  OnHOBpeMEHHOE  NPHMCHEHHE
KJIapUTPOMHLIMHA " KOJIXUIWHA
HPOTUBOIIOKAa3aHO (eM. pazzaen
«IIpOTHBOIIOKA3aHUAY).

Juzoxcun

[IpeanonaraeTcss, YTO AUTOKCHH  SBJIACTCS
cybcTpaToM Pgp. H3BecTHO, 4TO
xiaputpomunun  unruGupyer  Pgp.  Ilpu

COBMECTHOM IIpHCMC KJIapUTpOMHIIHHAa H

IOUTOKCHHA MHrHOMpOBaHME Pgp
KJIAPUTPOMHLIIMHOM ~ MOXET  NPHBECTH K
YCHJIEHHIO ACHCTBHA AWMIOKCHHA.

HOCTMapKCTHHFOBLIC HCCJIEJIOBAaHHA IIOKa3aJiy,

YTO COBMECTHBIN NpHeM  JUTOKCHHA )54

KJIapUTPOMHUIIHHA TaKXke MOXET IPHUBECTH K

llp

KOTOphIE MeTaboJIU3HPYIOTCA nseq)epmemom
CYP3A, BKiouas TpHasojiaM H alnpas3ojiaM.
Jns GeH30AHa3eNIMHOB, BBIBEICHHE KOTOPBIX

CYP3A

nopazenam),

He 3aBHCHT OT H30(epMeHTa

(TCMaSCIIaM, HUTpa3Cnam,

MaJIOBEPOATHO KJIMHUYCCKH 3HAYNMOC
IS

B3aHMO}ICﬁCTBPIC C KJ'lapPITPOMPIHPIHOM.

COBMCCTHOM

ITpu IpAMEHEHHH

KJApUTPOMHUIMHA M TpHasojiiaMa BO3MOXHO
HEpBHYIO

cuctemy (IJHC), nanpumep, COHJIMBOCTb H

Bo3jciicTBMe Ha  LEHTPAIBHYIO

CIIyTaHHOCTb CO3HaHHA. B cBa3w ¢ 3THM, B

ciyyae COBMECTHOI'O TpUMEHEHHUA,
PEKOMEHJYETCS ~ CIE[UTh 33 CHMIITOMaMmH
napymenus ITHC.

Bzaumooeiicmeus ¢ Opy2umu npenapamamu
Konxuyun Y
Konxuiua  sBiseTcs  cybcTparoM — Kak
modpepmenta CYP3A, Tak H 6enka-
NIEPEHOCYHKA P-riukonpoTenHa (Pgp).

U3BeCcTHO, 4YTO KJIAPUTPOMHIMH H JpYyTHe

MaKpOJIH/bl SIBJIAIOTCSA I/lHJ‘I/IGI/ITOPﬂMIfI

modepmenta CYP3A u Pgp. Ilpu coBMECTHOM

IIpHEMC KJIapUTPpOMHIIMHZ H KOJXHIIHHA

uHrHOupoBane Pgp W/mimm  M3o(epMeHTa

CYP3A MOXET TpHUBECTH K YCHICHHIO
3aperucTpupOBaHbI
v

TTOCTMAapKCTHHITOBEIC COOOIIEHUus O ciy4dasax

aedicTBHS  KOJIXHIIMHA.

OTpaBJICHUA KOJIXHIHUHOM IIpH €ro

OJIHOBPEMCHHOM NPHUCMC C KJIApHTPOMHIIHHOM,

yame y IMOXWIbIX ManuenTtos. Hexoropee u3

OIIMCAHHBIX CJIy4aeB [IPOMCXOJUIIH c
nalnyeHTaMu, CTpaJalolMMH MoYe4yHoH
HEJOCTATOYHOCTRIO. Kak €0001aJI0Ch,

HEKOTOpPBIC CIIydaH 3aKaH4YHBAJIUChH JICTAJILHBIM
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[OBEILICHHAIO CHIBOPOTOYHOM KOHIICHTpAIlUH —ncxeﬂeM _ﬁ;rﬁ\";neikenhge‘:% '[pUMeHEHHUE
JMIOKCHHa. Y  HEKOTOphIX  TIAIlMCHTOB K/JIapUTPOMHUIIHHA )% KOJIXHIMHA
OTMEYAIHCh KJIMHIYECKHE CHMIITOMBI | IPOTHBOIOKA3aHO (cMm. paszen
OTpaBJICHUA JMTOKCHHOM, pmoyas | «[IpOTHBOTIOKa3aHHS»).
HOTEHIMAIBHO JIeTalIbHBIC ~ApUTMHH. Iipu | Juzoxcun

COBMECTHOM TpHeMe KJIapUTPOMHIMHA H [peanonaraercs, 4Yro JUTOKCHH SABIACTCA
JMTOKCHHA clenyeT TIIATENLHO | CyOCTpaTOM Pgp. H3BecTHO, 4TO
KOHTPOJIMPOBATh KOHLEHTPAIWIO AWrOKCHHA B KIADHTPOMUIMH ~ HHrHOHpYeT Pgp. Ilpu

CHIBOPOTKE.
3uoosyoun

OHOBpeMEHHBIH TabJ1eTOK

pUueM
KJIAPUTPOMHLMHA M 3HIOBYJIHHA INEPOPATLHO
B3pOCIIBIMH BUY-unduuppoBaHHBIMH
HalMEeHTaMH MOXET HPHUBECTH K CHIXCHHIO
paBHOBECHOM KOHLEHTPAIMH 3U/I0BY AMHA.
[TockonbKy  KJIApUTPOMUIMH  BIMACT  Ha
BcachblBaHME 3HIOBYIAMHA INpH IEpPOPAIBHOM
npHeMe, B3aMMOICHCTBHUS MOXHO B
3HAYUTENLHOM cTeneHH u3bexarb, NPUHHMAs
KJIApPUTPOMHIEH ¥ 3HOBYJMH C HHTCPBAJIOM B
4 yaca.

[lono6HOro B3aHMOMEHCTBHS He Habmoxam y

BUY-uBGUIMPOBaHHBIX ACTEH, MPUHUMABIINX

JETCKYI0 CYCNCH3MIO KJIADUTPOMHUMHA €
3MJOBYJMHOM WM  JUJC30KCHHHO3HHOM.
TocKOJNBKY KJIapUTPOMHIHH MOXET

TpENATCTBOBATD BCACBIBAHUIO 3UJOBYJAVHa IIpH

WX OJHOBPEMEHHOM IIpHEeM€ BHYTpb Y

B3POCJIBIX HAIlUEHTOB, nopo6HOE
B3aMMOJICHCTBHE BpsAA JHM BO3MOXHO IIpH
HCIIOJIb30BAHUH KJIapUTPOMHUIIMHA
BHYTPHBEHHO.

denumoun U 6a1bnPoeean Kucioma
WmMeloTcs  JaHHBIE O  B3aMMOJCHCTBHSAX
unru6uTopos uzopepmenra CYP3A (Bmoyas

KIapATPOMHIIMH) C TNpPENapaTaMu, KOTOPBIC HE

COBMECTHOM  IIpHEMC KJIapI/ITpQMHIIPIHa H

JMTOKCHHA HHruOMpoBaHue Pgp
KJIADUTPOMHMIMHOM ~ MOXCET ~ NPHBECTH K
YCHJICHHIO AencTBUA JIArOKCHHA.

Hocmlapxemnronme ucciegoBaHus I10Ka3sajiH,

YyTO COBMECTHBI  IIpHEM IOUTOKCHHA H
v

KJIapUTPOMHULIMHA TAKXKE€ MOXET IPHBECTH K

IIOBBILICHHAKO CLIBOpOTO‘IHOﬁ KOHIIEHTpAalluHu

JHUTI'OKCHHA. Y HEKOTOPBIX MafMCHTOB
OTMECYAJIUCh KJIMHUYCCKHE CHUMIITOMBI
OTPAaBJICHUSA JUTOKCHHOM, BKJIIOYas
NOTEHIHAIBHO JICTAJIbHBIC apH'\I'MPIPI. HpPI
COBMECTHOM NpHUEMC KJIapUTPOMHITHHA )%
JUTOKCHHa cJIeayeT TIIATCJIIBHO

KOHTPOJIHPOBATh KOHLEHTPAIMIO JUTOKCHHA B
CBIBOPOTKE.

3udoeyoun '
OHOBPEMEHHEIH npueM TabJIeTOK
KJIapHTPOMHLMHA M 3UIOBYIMHA NEPOPANILHO
B3pOCJIBIMH BHY-uHUIIpOBaHHBIMH
HAIMEHTAMH MOXET IPHBECTH K CHIKCHHIO
PaBHOBECHO} KOHUEHTPAIMH 3U/ORYIHHA.
[TockoNbKy  KIAapHTPOMHUHMH  BIMA€T  Ha
BCAachIBAaHHE 3HOBYAWHA IpPH MEPOPAILHOM
[IpUEME, B3aUMOACHCTBHS  MOXHO B
3HAYNTEJIBHON CTENMEHH H30exarh, NMpUHMMAd
KJIAPUTPOMHUIIMH U 3HIOBYJHH C HHTCPBATOM B

4 gaca.
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METaGONM3UPYIOTCS ¢ TIOMOIIBIO H30(EPMEHT

CYP3A

xkucyioToit). Jins JaHHBIX IMpenaparos, IpH

(penuToMHOM  H BaJILIIPOEBOH

COBMECTHOM NpUMEHCHNH C
KJIapUTPOMULIHHOM, PEKOMEHAYCTCSA

HX CEIBOPOTOYHBIX

omnpeaeeHne
KOHLIEHTpaIMi, TaK KaK HMEIOTCA cooO1IeHUA
00 MX ITOBBIIICHUH.

Jleynanpasnennoe g3aumooetcmeue 1eKapcme

Ama3zanaeup

KapuTpOMHIMH ¥ aTa3aHaBUP SBISIOTCS KaK

cy6cTpaTamm, ~ Tak M MHTHOMTOpaMH
n3opepMeHTa CYP3A. CymecTByeT
CBHJIETEIIHCTBO JByHAINpaBJIcHHOTO
B3aUMOJICHCTBHS 3THX npenaparos.

CoBMeCTHOE TMPUMEHEHHE KJIApUTPOMHIHHA
(500 mMr aBa pasa B JI€Hb) M aTa3aHaBUpa
(400 Mr ofuH pa3 B JieHb) MOXET NPHABECTH K
JBYKpaTHOMY  YBEIHYEHHIO  BO3JCHCTBHA
KJIApPHTPOMHIMHA ¥ YMEHBIIEHHIO BO3JCHCTBAS
14-OH-knaputpomuimna Ha  70%, ¢
ysenmuenneM AUC arasaHaBHpa Ha 28 %.
Brnarojaps  IIMPOKOMY  TEpaleBTHUECKOMY
AMaNa3oHy KIApUTPOMHIIMHA YMECHBIICHHE €ro
03Bl Y TAIMEHTOB C HOpMaTbHOH (yHKIHEH
MOYeK VYV npanueHTOB €

He Tpebyercs.

YMEpEHHOH  MOYEYHOH  HEAOCTATOUHOCTBHIO
(KK 30-60 Mi/MHH) 10332 KJIapHTPOMHLMHA
JOMKHA OBITh yMeHbmeHa Ha 50%. VY
nampentoB ¢ KK wmenee 30 M/MHH 103y

KJIAPUTPOMHIIMHA CIIAyeT CHH3HTh Ha 75 %,

HCTONB3ys UL 3TOTO  COOTBETCTBYIOILYIO
JNieKapcTBeHHYI0  GopMy  KIapUTPOMHIMHA.
KnapuTpoMHIIMH B [103aX, [PEBBIIAIOIINX
1000 Mr B CYTKH, HEIb3s TNPHMCHATD

COBMECTHO C MHTHOMTOPAaMH IIpoTeas.

nuuuﬁnuxu nmumeﬂensqzsm—ﬂe Habmoaana y

BUY-nHOUIMPOBAHHBIX ACTCH, NPUHAMABIIMX

JETCKYI0 CYCIIEH3MIO KIApHTpOMHIHMHA €
3UJOBYAMHOM  MJIH  JHJE30KCHHHO3HHOM.
TTocKoJIBKY KJIApUTPOMHIUH MOXET

NpeNnATCTBOBATD BCACHIBAaHHIO 3U0BYAHHA IIpH

BHYTPb Y

noxoOHoe

HX OJAHOBPEMCHHOM npueMe

B3pOCIBIX MAIMECHTOB,
B3aUMOJECHCTBHE BpAL JIH BOSI;JO)KHO npH
HCIIOJIb30BaHUH KJIapHTPOMHIMHA
BHYTPHBEHHO.

denumouH u 6a1bnpoesdn Kucioma
WMeloTcss  JaHHBIE O  B3aMMOJACHCTBHAX
HHrHOUTOPOB U30(pEPMEHTA CYP3A (Bmoyas
KJIAPUTPOMHIIMH) C NpenapaTaMH, KOTOphie HE
MeTaGoH3UpYIOTCs ¢ MOMOMBIO H30(hEpMEHTa
CYP3A

kucnoTodt). J{ns JaHHBIX IpenapaTroB, MpH

(peHuTOMHOM H  BaIBIIPOCBOH

COBMECTHOM IIpUMEHEHHA c
KJIApUTPOMHUIIMHOM, peKOMeHAyeTCs
ompeiesicHHe HX CBLIBOPOTOYHBIX

KOHIIGHTpAIHH, TaK KakK HMEIOTCH COOOLICHHS
00 UX MOBBIIICHUH.

[[eynanpaenennoe 63aumo0eucmeue 1ekapcme
Amazanasup

KJIapuTpOMHIIMH M aTa3aHaBHp SBJIAIOTCA Kak

cybcTparamy, TaK U HHrUbMTOpaMHU
uzodepMenTa CYP3A. CyiecTByeT
CBUAETENIBCTBO JBYHANpaBIeHHOrO
B3aUMOJIcHCTBHA 9THX Npenaparos.

CoBMecTHOE ITIpUMEHEHHME KIapMTPOMHIHHA
(500 Mr gBa pasa B JeHb) M aTa3aHaBupa
(400 Mr opMH pa3 B JIEHb) MOXET NPUBECTH K
BO3JICHCTBHA
¥

KJIapHTpOMHIINHA H YMEHBUICHHIO BO3JCHCTBUSA

70%, ¢

JABYKpaTHOMY  YBEJIHYCHHIO

14-OH-knapuTpOMHIIMHA ~ HA
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Bnokamopbl  «MeONEHHbIX»  Kanbluesblx | yBT/ArHLTit pa_na 28 %.
Kananoe Bnarogaps  IIMPOKOMY  TEpaNeBTHHCCKOMY
Ipn OJHOBPEMEHHOM IpUMEHEHHH | Mana3oHy KIapuTpOMHUIAHA YMEHBIICHAE €T0
KJIapHTPOMHUIIMHA ¥ 610KaTOPOB «MEVICHHBIX) | JIO3BI ¥ IAHUEHTOB ¢ HOPManbHOH (YHKIHEH
KaJIbLUEBBIX KaHaJIOB, KOTOpHIE | MOYeK He Tpedyercd. YV manueHToB C
MeTaGoIN3UPYIOTC H30(epMEHTOM CYP3A4 | ymepenHoit ~ moYeyHOH  HEAOCTATOTHOCTHIO

aMJIOINIIHH,

(HampuMmep, BepanamMui,

JWJITHA3EM), cobo1aTh

cleayer
OCTOPOXKHOCTb, TOCKOJIbKY CYMIECTBYET PHCK
BO3HMKHOBEHHS apTepUaJbHON THIIOTCH3NH.
[1na3MeHHbIe KOHIEHTPALUH KJIapUTPOMHIIHHA,

KaKk H 6J'IOKaTOPOB «MEJICHHBIX»

TaKxe
KaJIBI[MEBBIX KAaHAJIOB, MOTYT MOBBIATHCSA NPU
OJHOBPEMEHHOM HPHUMEHEHUH. ApTepHalbHas
rMIOTEH3Us, OpaguapuTMHsS W JIAKTOAIMI03
BO3MOXHEI TPH OJHOBPEMEHHOM IIpHEME
KJIapUTPOMHIIMHA M BEpanaMua.
Hmpaxonason

KnapuTpOMHIIMH H HTPaKOHA30J]l SBIIOTCS
cyGcTpaTaMu M MHTHOMTOpaMH H30(epMEHTa
CYP3A, 4ro ompelenseT JAByHalpaBJICHHOC
B3auMojieiicTBHe npenapatoB. KiapuTpoMUIIMH
MOXET IIOBLICHTH KOHIICHTPaLUIO
UTpaKoHa3oja B IUIa3Me, B TO BpEMs Kak
HTPAaKOHA301 MOXET IOBBICHTH IIa3MEHHYIO
KOHIEHTpALHIO KIapUTPOMHIIMHA. [[allMeHTOB,
OJ[HOBPEMEHHO NPHHMMAIOIMX MTPAaKOHA30M H
KJIApUTPOMHIIMH,

clieayeT TIATCJIIBHO

obcnenoBaTh ~Ha ~ HaIMYHME  CHMIITOMOB
yCHJIEHHS WIM YBEIHMUYCHHS JUIMTEJIBHOCTH
(apMaKoJIOrH4ECKHX apdexToB 9THX
npenapaTos.

Caxeunagup

KnaputpoMHIliH M CaKBHHABHp SBJISIOTCA
cybcTpaTaMH M MHIMOGUTOpaMH n3zodepMeHTa

CYP3A, uto ompenenseT IBYHalpaBJEHHOC

(KK 30-60 Mn/MuH) 7032 KJIapHTPOMHIIMHA
JomxHa ObIT yMeHbmena Ha S50%. VY
nmanuentoB ¢ KK wmenee 30 M:YI/MHH 103y
KJIapUTPOMHUIIMHA CJIENYET cnnani‘b Ha 75 %,
9TOrO

HCIIONB3YyA I COOTBETCTBYIOLIY1O

NeKapcTBEHHYI0  (opMy — KIapHTPOMHLHHA.
KinapuTpoMulluH B J103aX,

1000 Mr B

NpeBbIMAOIHX
CYTKH, HeNb3sd TPUMCHATE
COBMECTHO ¢ HHTMOHTOpaMH HpOTCEB.

Bnokamopbt  «MeONEHHBIX»  KANbYUEBbIX
KanHanoe
IIpn OJ{THOBPEMEHHOM IpUMEHEHHH
KJIapUTPOMHIMHA H 6JI0KaTOPOB «MEIJIEHHBIX)
KaJIBIIMEBBIX KaHaJIOB, ¥ KoTOpHBIE
meTaGommsupytotca uzodepmentom CYP3A4
(manpuMep,

BEparnamuli, aMJIOOHUITHH,

JMITHA3EM), cnenyer coboaTh
OCTOPOXXHOCTh, NOCKOJIBKY CYLIECTBYET PHCK
BO3HHKHOBEHMs apTEPHAJIbHOM {HIIOTCH3HH.
IIna3MeHHbBIE KOHIEHTPAlMH KIapHTPOMHINHA,
Takxke Kak H OJIOKaTOpoB  «MEUICHHBIX»
KaJIbIHEBBIX KaHAJIOB, MOTYT IIOBBIIIATECS IIPH
O/IHOBPEMEHHOM TIPUMEHEHHH. ApTepHaIbHas
runoTensus, OpajMapuTMuA H JaKTOALHMM03
BOZMOXXHBl IIpH  OIHOBPEMEHHOM IIpHCME
KJIapUTPOMHIIMHA M BepanaMuia.
Hmpakonason

KiapuTpoMHMIIMH M MTPaKOHA30Jl SBJAIOTCA
cybcTpaTaMu M HMHTHOHMTOpaMH u3zodepmeHTa

?

CYP3A, uro oOmpelesseT [ABYHANpaBICHHOC
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p3auMoielicTBHE IPENapaToB kﬂﬁpﬂTpOM““HH

B3aUMOJICHCTBHE npenaparos.

OnHOBpEMEHHOE IpUMEHEHHE
xaaputpomuiuHa (500 Mr asa pasa B JICHB) H
cakBHHaBMpa (B  MSATKMX  JKEJAaTHHOBBIX
xancynax, 1200 mr Tpd pasza B JE€Hb) Y
12 310pOBBIX J06pOBOJIBLIEB BEI3BIBAJIO
ysemuyenne AUC M Cpax CaKBHHABHp2 Ha
177 % u 187 % COOTBETCTBCHHO, B CPaBHCHHH
¢ TpueMOM CaKBMHaBMpa B OT/ACJIBHOCTH.
3nauenus AUC u Cpax KJIApUTPOMHIIHHA OBLIH
npubmusutensHo Ha 40 % BbuIE, YEM TIpH
MOHOTEpANUH  KJIADHTPOMHIMHOM. [Tpu
COBMECTHOM  TNpPUMEHEHHM  ITHX  JBYX

IpenapaToB B TCUCHHEC OrpaHH4Y€HHOIO
BpEMCHH B nozax/cocmBax, YKa3aHHBIX BBIIIE,

Koppekiuus 10351 He Tpebyercs. PesysbTaTbl

HCClIEI0OBaHUS JIEKapCTBEHHBIX
B3aMMOJICHCTBUH C HCIIOJIb30BaHUEM
CakBHHAaBMpa B  MATKHX  KEJAaTHHOBBIX
Kalcyjax  MOryT  HE  COOTBETCTBOBATh

sd¢exram, HabmogacMbIM NP NPAMCHCHHH
CakBMHABHpa B  TBEPOBIX  JKEJIATHHOBBIX

KarcyJiax. PCSYJILT&TBI HCCJIEAOBaHUs

JIeKapCTBEHHBIX B3aMMOJICICTBHIHA IpH

MOHOTEpallMi  CAKBHHAaBAPOM  MOTYT  HE
COOTBETCTBOBAaTh d(dekraM, HabIoaacMbIM
IpH TepanuM CaKBUHAPHHOM/PHUTOHABHDOM.
[lpn npueme CakBHHaBHpa COBMECTHO C
PUTOHABHPOM creyer YYUTHIBATH
[OoTeHIHATbHOE BJHSHHE pHTOHAaBHpa Ha
KJIapUTPOMHIIKH.

Ocobble ykasanHust

JUITENBHBIA IIPUEM aHTHOMOTHKOB  MOXCT
npuBOAUTE K  0OpasOBaHHIO KOJIOHHH €
yBEJIMUECHHBIM KOJIMYECTBOM

HEYyBCTBUTENBHBIX OakTepHH H rpubos. Ilpu

MOXET TIOBEICHATH KOHIICHTpAIHIO
UTpaKOHa3ojla B mwiasMe, B TO BpEMA KakK
UTpaKoHa30Jl MOXET MNOBBICUTH INIA3MEHHYIO
KOHIICHTpallHIO KJIapUTPOMHIIMHA. IlanueHTOB,
OQHOBPECMEHHO IIpHHUMalOIHX nﬁ)alcorlason )3

CJIeayeT TIATCIBHO

KJIapUTPOMHIIMH,

o0OcnenoBaTh Ha HAJIHYHC CHUMIITOMOB

YCUJICHHST HWIH YBEIHUYCHHUA JUINTECIIBHOCTH

(bapMaKoJIOTHIECKHX addexTon 9THX
npenaparos. v
Caxeunasup

KnapuTpoMMIIMH M CaKBHHABHp SBJAIOTCA
cybcTpaTaMu %4 UHrHOUTOpaMH
modepmenta CYP3A, 4TO ONpENCIACT
JBYHanpaBJIEHHOE B3aHMQJIEHCTBHE
npenaparoB. OJHOBpeMEHHOE IPUMCHCHHE
xrapurpomuiaa (500 Mr aBa pasa B JICHB)
U cakBHHaBHpa (B MSATKHX JKEJIATHHOBBIX
Kancynax, 1200 mr TpH pasa B JICHB) Y
12 310poBBIX  J10GPOBOJIBIICE ?Llsmsano
yeemmuerne AUC # Cpax caKBnﬁaBnpa Ha
177% w187 %

Cpalh!CHPIPI Cc TIpHEMOM CaKkBHHaBHpa B

COOTBETCTBCHHO, B

otaensHocTH. 3Hayenus AUC # Cmax
KJIAPHTPOMHIMHA GBUTH MPUOIU3NTENBHO HA
40% BHILE, YEeM IIpH Moﬁorepannn
wiapuTpoMulEHoM.  IIpp  COBMECTHOM
IpUMEHEHMH OSTHX [BYX IIpemapaTos B
TEUCHHE

OrpaHH4YCHHOT O BpEMEHH B

Jo03ax/cocraBax, yKa3aHHBIX BBIIIIE,
KOppeKIiHs 03kl HE TpedyeTcd. PésynpTarsl
HCCIICIOBaHHs NIeKapCTBEHHBIX
B3aUMOJICHCTBHHA c HCIIOJIb30BAHUEM
CaKkBUHaBHpa B MATKMX KEIaTHHOBBIX

Kamncyjlax  MOryT HE COOTBETCTBOBATH

b
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cynepuHQEKIMH HeoOXOOMMO  Ha3HA4YMUTb
COOTBETCTBYIOILYIO TEPAITHIO.

HazHauenue KJIapUTPOMHIMHA OCpeMEHHBIM
JXeHIIMHAM  JOJDKHO  TPOBOJMTBCS  IIPH
TINATeLHOM OLEHKE COOTHOUICHMS pHCKA M
ONB3bl, OCOOEHHO B TEYEHHE IEPBBIX TPEX
MecsieB OepeMEHHOCTH.

Ipu

NpAMEHEHUH KJIapUTPOMHIIHHA

coobm@aroch © TEYCHOYHOH IUCHYHKIHMH

(IIOBLIH.ICHHC aKTUBHOCTH MEeYCHOYHBIX

depMeHTOB B  KPOBH, renaToLEIUTIONIAPHBIH
W/WIM XOJIECTAaTHUYECKHuil TEeNaTHT C XKENTyXOH
win Ges). IleuenouHas AMCOYHKIHMA MOXET
6BITh  TSOKENOM, HO  OOBMHO  SBIAETCS
ob6parumoii. MmeroTes ciydyan TIEYEHOYHOH
HEJOCTATOYHOCTH C  JICTAbHBIM ~ HCXOJIOM,
[NaBHBIM 00pa3’oM, CBA3aHHbIC C HaJIM4HEM
CEphE3HBIX  CONMYTCTBYIOIIMX 3a60s1eBaHUA
W/WIA OJHOBPEMEHHBIM NIPMMEHCHHEM JPYTHX
JNieKapcTBeHHBIX  cpesicTB. Ilpu  mosBICHAH
NPU3HAKOB ¥ CHMIITOMOB TeNaTHTa, TAKUX KakK

aHOpPEKCHA, XKEITYyXa, NOTEMHEHHE MOYH, 3y,

GoJIe3HEHHOCTh JKMBOTAa TP  NaIbIalUH,
He0OX0IMMO HEMEJIEHHO NpeKpaTUTh
TepaIuio KIapHTPOMULHHOM.

[Ipy HaIMYMH XPOHHYECKHX 3abosieBaHHi

leyeHH HeoGXOAMMO NPOBOAMTE PETYINSPHBIH
KOHTPOJIb HepPMEHTOB CBIBOPOTKH KPOBH.

an JICYUCHUH NIPaKTAYECKHU BCEMH

aHTHOAKTEpHAIBPHBIMA  CPEICTBaMH, B TOM

YUCIE KJIapHTpOMHIIHHOM, OIIUCaHbl CJIy4yaH

TAXECTDb

IICCBlIOMCM6paH03H01‘O KOJIUTA,

KOTOpOTO MOXET BapbHpOBAaThCHA OT JIETKO# 0

YrpoXKaronie XKH3HU. [lpy  neueHUH

TIIPAaKTHYCCKH BCEMH aHTI/IGaKTCprIaJIBHHMH

npenaparami, B TOM YHCJIC I(JTapHTPOMHIII/IHOM,

caKkBUHaBHUpa B TBEPABIX XKeJATUHOBBIX

KafncyJjax. Pe3yanaT1>1 Hcclea0BaHus

JNEKAapCTBEHHBIX ~ B3aMMOJCHCTBUA  TIPH
MOHOTEpANlMM CAKBHUHABHPOM MOTyT HE
COOTBETCTBOBaTh d(dexTaM, HabmoAaeMbIM
NpH TEpaNuH CaKBMHAPHHOM/PHUTOHABHPOM.
[Ipy npueme CaKBUHaBHpa COBMECTHO C

cIenyer YYUTBIBATh

PUTOHABHPOM
NOTEHIMAJIbHOE BJMSHHE pPHUTOHaBMpa Ha
KJIapATPOMHLIHUH.

Ocobble yka3zaHusl .
JUIMTENbHBI TIPHEM aHTHOMOTHKOB ~MOXCT
KOJIOHMH C

npuBOAMTE K  0Opa3oBaBMIO

yBEJINYECHHBIM KOJITYECTBOM
HEYYBCTBUTEJIbHEIX OakTepuit M rpuGos. Ilpu
cynepundexuuy  HeobxoaMMO  Ha3HA4MTH
COOTBETCTBYIOLIYIO TEPAIHIO.

HasHaueHue KJIapMTPOMHMIMHA OepeMEHHBIM
KEHIIMHAM  JO/DKHO  TIPOBOAMTECA  TIpH
TIATENBHON OlIEHKE COOTHOIICHHS pHCKa H

0COOEHHO B TEue€HHE MEPBBIX TPEX
]

11001535 8
MecsieB 6epeMEHHOCTH.

[pu NpAMEHEHHH KJIapUTPOMHUIMHA

cooOmanocs © TeYEeHOYHOH JUCHYHKIHH

(IIOBI:II]JCHI/IC AaKTHBHOCTH TIIEYECHOYHBIX

¢depMeHTOB B KpOBH, renarole /U pHEIH

WM XOJIECTATMYEeCKHil TelaTHT ¥ JKENTyXoH
win Ge3). IleueHouHas IMCOYHKIMS MOXET

GLITh  TSXKENo#H, HO  OOBMHO  SBIACTCH

obparumoii. Hmerorcs Ciydau NeYeHOYHOH

HEeJAOCTAaTOYHOCTH ¢ JeTaJlbHBIM  HCXO0JI0OM,

TJIaBHBIM 06pa30M, CBS3aHHBIC ¢ HaJINYUCM

CEpPhE3HBIX  COITYTCTBYIOIIMX 3a00JIeBaHHMH

W/ OJJHOBPEMEHHBIM NPHMCHCHMEM JpYyTrHX
Ilpy nOABICHUH

JNIEKApPCTBEHHBIX ~ CPE/ICTB.
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Clostridium

difficile=

acCOIMHPOBAHHON IHMapeH, TAXKCCTD KOTOpO#

OIMCAaHBl  CIy4Yau
MOXeT BaphbHpOBATHCSA OT JICTKOH auaped N0
YIPOKAIOIIETO JKU3HH KOJIUTA.

AHTHOaKTepHIbHBIE ~ TIpenapaTel  MOTYT
MuKpodIopy
KHUIIEYHHKA, YTO MOXET MPHBECTH K pPOCTY
C. difficile.

peiBannbit Clostridium difficile, HeoOxoauMO

H3MCHHUTH HOpMAJIbHYIO

IceBnoMeMOpaHO3HBIA  KOJIHT,
IOJ03peBaTh Y BCEX MALMEHTOB, Y KOTOPBIX

mocie  NpUMEHeHHs  aHTHOaKTepHabHBIX
cpezicTs pasBuiIack auapes. Ilocne mposefeHus
Kypca  aHTHOMOTHKOTEpalHH HeoOX0oAMMO
TIMaTe/bHOE MEMIMHCKOE HalmofeHHe 32
nanuentoM. ONHCHIBAINCH ClIy4aW Ppa3sBUTHA

nceB0MeMOpaHO3HOTO KOJIATA CIycTs
2 MecsIa moce IpueMa aHTHOHOTHKOB.
Ilpu BKJIIOYas

JICUCHUH MakKkpoJuJaMHu,

KJIApDMTPOMHIIMH, HaOMOAanocs yUIMHCHHE
cepIeyHO} penojispu3allid W HHTEpBajia QT,
BbI3BIBAs PHCK Pa3BUTHSA CEPIACYHOH apHTMHUH U
ENy[IOYKOBOM TaXMKapluH THNIA «IUPYIT»
(cM. paszen «IloGouHOe HEHCTBHE). Tax Kkak
cleAylolle CHTyalluh MOTYT TIPHBECTH K
YBEJMUYCHHIO PHCKA Da3BHTHSA JKEJYJ0UKOBBIX
apuTMu#i (B TOM 4YHCIE XKEJyTOUYKOBOH
TaxHKapJuH THIIA KITHPYIT»), TO
- KJIApUTPOMHIMH HE JOJDKCH NPHAMEHATRCH Y
CIIe/IyIONIMX KaTeropuil MalMeHTOB:

+ y IAIMEHTOB C THINOKaIMeMHEH (CM.

paszaen «ITpOTHBOIIOKA3aHUAY);

+ y NaNMEHTOB C THIOMarHueMHeH

(cM. pazzen «ITpOTMBONIOKA3aHHU»);

» OIHOBPEMEHHOC Ha3HA4YCHHC
KJIapUTpOMHIIMHA C aCTCMH30JIOM,
IIH3aNpHIOM, IIAMO3NJI0M il

B—H nu\n'lTnMnR I‘PI'IHT“Ta TaKIdX KakK

CXIiETY

TIpH3HaKoB
aHOpEKCHs, XKEITyXa, NoTEMHECHHE MOYH, 3YI,
0OJIe3BHEHHOCTh XKHBOTA IIPH | NaJbIIaluy,
He0oOX0IMMO HEMCJICHHO IIpeKpaTATh TCparuo
KJIApUTPOMHIIHHOM.

H})H HAJIMUUM XPOHHYECKHX 3aboseBaHUN
meyeHd HeoOXOAUMO IIPOBOJHTH pCI‘)’JI}IpHLIﬁ
KOHTPOJIb (bepMCHTOB CBIBOPOTKH KPOBH.
JICYCHHUH ' BCCMH

IIpn IPaKTHYECKH

aHTHGaKTepHaJIBHBIMPI CpeACTBaMH, B TOM
qucae KJIapUTPOMHIIMHOM, OIIUCaHbl CJIy4aun

TAXECTD

HCCB}IOMCM6paH03HOI‘O KOJINTA,

KOTOPOTO MOJXKET BapbHpOBATECA OT nerxkoi 1o
¥
[lpn  nmeveHUH

yrpoxaromei KHU3HH.

npalc'mqecm BCCMH anm6a1<‘repnanmbmn
npenapaTaMH, B TOM YHUCJIIC KJI&pPITpOMHI.IIfIHOM,
difficile-

aCCOHHHPOBaHHOﬁ JuapeH, TIXKECThb KOTOpOf;I

onucanpl  cnyyau  Clostridium
MOXXET BapbHpOBaThCS OT JIETKO# AMapeH 10
YTPOXKAIOLIETO XKU3HH KOJIHTA.

AHTHGaKTepuaiabHble  TpenapaTel

MOTYT
MHKpodIIopy
KHIICYHHKA, 4TO MOXET IIPUBECTH K pOCTY
C. difficile.

poisBannbli Clostridium difficile, neo6xonumo

HU3MCHUTD HOPMAJIBHYIO

[TceBmoMeMOpaHO3HBIH  KOJIHT,
HOJI03pEBaTh y BCEX IIAIHEHTOB, y KOTOPHIX

nocie IIPpUMCHEHUA aHTI/IGaKTepPIaJIBHLIX

cpencts passuiachk auapes. Ilocne mposeeHHA
Kypca  aHTHOHMOTHKOTEpanuH

TIIATEJABHOE MCAHUIHHCKOC HaOJMIOJICHUE 32

Peo6xommo

MaIHCHTOM. OnuchIBAJIMCh CJIy4YaH DpPa3BHTHA

IICCBIIOMCM6paH03HOI‘O KOJIUTa CIIyCTH

2 Mecsila nocje npueMa aHTHOMOTHKOB.

HpH JICYCHHUH MakKpoJInIaMH, BKJIFOYasd

Y
KIapUTPOMHULMH, HabMIOAANoCh  yUTMHCHHE

CeplieYHOH pernosspu3aliy ¥ HHTEpBaia QT,
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TepdeHagMHOM IPOTHBONOKA3aHO (cM:
pazzen «[IpoTHBOIOKA3aHHA»);

+ Yy NAUMEHTOB C BPOXJICHHBIM HJH
TIpHOOGPETEHABIM  3apeTUCTPHPOBAHHBIM
QT

HaJIAYMeM OKENYJ04YKOBOW apUTMHH B

WA

YJUINHEHHUCM HHTEpBAJia

aHaMHe3€ (cM. paznen
«ITpoTHBOTIOKA3aHUS).
- KJIApUTPOMHMIMH JOJDKEH TNPUMCHATECH C

OCTOPOXKHOCTBIO Y  CIEAYIOIHX KaTeropui
[AIHEHTOB:

e y TALUEHTOB C HIIEMHAYECKOH
Gomesusio cepaua (MBC), TsoKenoH
cepleyYHOM HEIOCTATOYHOCTBIO,

HAYNIEHUSMH  NIPOBOJMMOCTH  HWIIH
KJIMHAYECKH 3HAYNMOH OpafuKapaueH;

IIAIUCHTOB, OJHOBPEMCHHO

.
NpHHUMAIOLIHNX Japyruc JIeKapCTBCHHBIC
npenaparhl, CBs3aHHBIE C YIJIMHCHHCM

QT

«BzauMojieficTBHE c

HHTEpBaJia (oM. pasnen
JAPYTUMH
JIeKAapPCTBEHHBIMH CPEJICTBAMHY).

B xole SNHIEMHOJOTHYECKHX HCCIIENOBaHHH
1o HeOJIaronpuATHRIX

H3y4eHHIO  PHCKa

Cepe4YHO-COCYAUCTBIX HCXO/I0B IpH
NPUMCHEHHH MaKpOJIHIOB OBUIH MOJY4CHEI
B HEKOTOpBIX

HEOJITHO3HAYHBIC pe3yabTaThl.

Ha0mogaTeNbHbIX UCCIIEIOBaHUAX OBL1
YCTaHOBJIEH KPaTKOBPEMEHHBIH PHCK pasBHTHA
apuT™MMM, MH(apkTa MHOKapJa M CMepTH OT
cepIevHO-COCYIUCTBIX 3abosieBaHuH,
CBS3aHHBIA C TpPHAMEHEHHEM MaKpOJIHAOB,
pimoyast kiapuTpomunud. Ilpn HasHaueHHH
KJIApUTPOMMIMHA cnenyer COOTHOCHTH
Tpe/inoiaraeMylo ToJib3y OT NpUeMa Ipenapara

¢ JaHHBLIMUA pHCKaMH.

XeJTy04KOoBO} TaxXHKapuH THIA «TIHPYITH
(cM. paspen «Ilobounoe neiicteue»). Tak Kak
CHIEMYIOIHE CHMTyalldid MOTYT IIpHBECTH K
YBEJIMYECHUIO pUCKA Pa3BUTHA KEJTYLOYKOBBIX

TOM YHCIC )KCJIyIIO‘IKOBOﬁ

aputMuii (B
TaXMKapJMH THIIA KIHPYIT»), TO
- KJIApUTPOMHIHH HE JIOJDKEH NPAMCHATRCS Y
CIEeTYIOIMX KaTeTOpHH MalHeHTOB:
+ y NalMEHTOB C rnnoan;neMMeﬁ (cM.
paszen «ITpoTHBOMOKA3AHU»);
¢ Yy mNalMeHTOB C THIIOMarHHeMHEH

(cM. paszen «ITpOTHBOTIOKA3AHHUSN);

* OJHOBPEMEHHOC Ha3Ha4YCHHUE
KJIapHTPOMHIIHHA Y atTEeMH30JI0M,
ITU3ANPUIOM, NUMO3HJIOM n

TepdeHaIUHOM TIPOTHBOIIOKA3aHO (cm.
paszen «ITpOoTHBOIIOKA3aHHY),

¢y NAlKeHTOB C BPOXICHHBIM HIH
nproGpeTeHHBIM 3apErHCTPHPOBaHHBIM
QT

HaJIUYHEM )KCJI}’IIO‘IKOBOﬁ apuTMHH B

YAJTMHEHUEM HHTCpBAJIA NN

aHaMHe3e (cMm. pa3ien

«ITpOTHBOIIOKA3AHHS).
- KJIApUTPOMHLMH JIOJDKCH IPUMEHSATHCH C
OCTOPOXKHOCTBIO Y CIEAYIONHMX ~KaTeropui
MalMEHTOB:

.2 y IIalluCHTOB ¢ HIIEMHYECKOH

gonesnsio cepaua (UBC), Tsxenoi

cepnetmoifl HEJO0CTAaTOYHOCTEIO,
¥
HpOBOAMMOCTH

HapymICHUSIMHA nwin

KITMHUYECKH 3HauUMMOM Gpaiukapauei;

TAIJUCHTOB, OQHOBPCMEHHO

. §
TIpUHHMAaIOIHX Ipyrue JIeKapCTBCHHBIC

Hnpenaparhl, CBS3aHHBIE C YUIMHCHHEM

HHTEpBaJIa QT (cm‘. paszen
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«B3apMoAEUCTBHC C JpyruMu

B03MOXHO 1€ peKPECTHOY

pa3BUTHE
PEe3HCTEHTHOCTH K KJIAPUTPOMULMHY ¥ JIpyTHM
AHTHOMOTHKAM TPYIIBI MaKpOJHIOB, a TAKKC
JIMHKOMHIMHY H KJIMHJaMHIHHY.

VuurriBas

pacTtymyio pCSPICTeHTHOCTB

Streptococcus pneumoniae K MaKpOJIAZaM,

BaXXHO IPOBOJUTH TECTUPOBAHHUE
YyBCTBHTEJIBHOCTH pu Ha3HAYECHUH
KJIapUTPOMHIIUHA NalyMeHTaM c
BHEOOJIFHUYHOM ITHEBMOHMEH. ITpu

FOCIIUTAJILHOW TTHCBMOHHWH KJIapUTPOMHIIMH

clefyer TpUMEHATh B  KOMOWHamuu €
COOTBETCTBYIOIUMH aHTHOMOTHKAMH.
Hpexuun KOXKH M MATKHX TKaHeH JIerKod u
cpeqHed TSDKECTH dallle BCETO  BBI3BAHEI
Staphylococcus ~ aureus WM Streptococcus
pyogenes. Ilpn 3TOM 062 BO30YyAMTENS MOTYT
6bITh  yCTOMuMBEI K Makponupam. IloaTomy
Ba)XHO TIPOBOLUTH TECT HA YYBCTBUTEIBLHOCTD.
Maxpoauasl

MOXHO  TNpPUMEHATh  TpH

pngexuusx, BoiBaHEbIX  Corynebacterium
minutissimum, 3a001eBaHUAX YTpH BYJIbIapHbIC
B poxa, a TaK X€ B TEX CHTyalusX, Koria
HeJb35 NPUMEHSTE NICHUILTHIUIAH.

B cinyuae T1oOsBJIE€HHS OCTpBIX peaKI i
THIICPYYBCTBUTEILHOCTH, TaKHX Kak
aHa(UIaKTHIECKas PeaKiHs, TAKEIBIC KOXKHBIC
JIEKapCTBEHHBIE peaKUuH (HaIpUMeEp, OCTpBIH
reHepaJi30BaHHbIN 9K3aHTEMATO3HbIH
nycTyses), CHHIPOM CrtuBeHca-/I)KOHCOHa,
TOKCHUECKHH JMUAepPMaNbHBIA HEKpOIH3 H
JeKapCcIBEHHass CHIlb C 303pHOGMINEH H
CHCTEMHOM CHUMIITOMaTHKON (DRESS-
CHHAPOM) HEOOXOAMMO cpa3sy e NPEKpaTHTh
HayaTh

TpUEM KJIapUTPOMHIIHHA U

COOTBETCTBYIOILYIO TEPAIHIO.

JIEKapCTBEHHBIMH CpEICTBaMH»).
[lepen HasHaueHHWEM KIApUTPOMHIMHA BCCM
NalECHTaM, NPUHAMAIOLIAM
TMAPOKCUXJIOPOXHH WJIH XJIOPOXHH, THIATENBHO
B3BECHTE COOTHOMICHHE IMOJb3bI n‘pncxa H3-3a
HOTEHIHANBHO TIOBBIIIEHHOTO PUCKa CEPACIHO-
COCYIUCTBIX COOBITHH U CepIeYHO-COCY IUCTOH
CMepTHOCTH (CM. paszen «B3aumopeicTBHE C
APYTHMH JIEKapCTBECHHBIMH CpeICTBAMH).
B xoje SMHMAEMHONOTHYECKHX HCCIIE0BaHHUH
N0 H3yYeHHIO pPHCKAa  HeOJaronpHsTHBIX
CEpIeYHO-COCYAUCTHIX HCXOJI0B npH
NpUMEHEHHH MAaKpOJHIOB OBUIM  IIOMY4CHBI
HeOJHO3HAYHbIE pe3yJbTaThl. B HEKOTOPBHIX
Ha0JII01aTeNBHBIX HCCEI0BaHMAX Ob11
YCTaHOBJIEH KPAaTKOBPEMEHHBIH PHCK Pa3BATHA
aputMuy, MH(pApKTa MHOKapia M CMEpTH OT
CEpAEYHO-COCY AUCTDIX 3aboeBaHUH,
CBA3aHHBII C TPHMEHEHHEM MaKpoOJHMJIOB,
BKJIIOYAs KIAPUTPOMHMIMH. [IpH A Ha3HAYCHUH
KJIapATPOMHIIHHA crenyer COOTHOCHTH
TIpe/inoaraeMylo NoJjib3y OT NpHeMa TpenapaTa
C JaHHBIMH PHCKaMH.
Bo3MoxHO pa3BHTHE NIepeKpECTHOM
PE3MCTEHTHOCTH K KJIapATPOMHIMHY ¥ APYTHM
AQHTHOMOTHKaM TpPYIIbI MaKponnnYon, a Takxe
JMHKOMHLMHY U KINHIAMHLMHY.

VYunTsiBas PE3UCTEHTHOCTD

pacTymyio
Streptococcus pneumoniae K MaKpOJIHJIaM,

BaXXHO TECTHPOBAaHHC

POBOJHUTH
4qyBCTBUTEILHOCTH NpH  Ha3HAYCHHH
KJIapUTPOMHIIMHA MalHeHTaM c
BHEOOJLHUYHOM IHEBMOHHEH. IIpn
FOCIIMTAIbHON ITHEBMOHHH KJIApHTPOMHIMH
KxoMOuHaIMH €

clelyeT INpPHMEHATH B

¥
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B cnyyae COBMECTHOTO  TPHMCHEHHA
papbapuHOM WIM  JIPYTMMH  HEPAMBIMHU
aHTHKOATyJIHTaMH He0oOX0IUMO

xontposmposatk MHO n IIPOTPOMOHMHOBOE

BpeMs  (CM. pasfeln «B3auMoeHCTBHE C

JpYTMMH JIEKapCTBEHHBIMH CpelCTBAMuUY).

Cnegyer cobmojaTh —OCTOPOXHOCTE  IIpH
OJHOBPEMEHHOM NpUMEHEHIH
KJIapUTPOMHIIHHA c nepopabHBIMA

AHTHKOAryJISHTAMH IIPAMOTO JICHCTBHUS, TAKMMH
xaKk maGuraTpaH, puBapokcabaH M anukcabaH,
0cOGEHHO y MALHEHTOB C BBICOKAM PHCKOM
pasBHTHS KPOBOTCUCHHUSA (cM. pasgenst «C
OCTOPOXHOCTBIO»  H «B3auMoJeHCTBHE C

[pYTHMH JIEKAPCTBEHHBIMH CpeICTBaMM»).

WHbeKIMH KOXHM H MATKHX TKaHEH JIETKOH H

cpenHei'l TSHKECTH  Yaie BCCro BBI3BAHbI

Staphylococcus ~ aureus H Streptococcus

pyogenes. Ilpu 3TOM ob6a B0o30yauTENd MOIYT
GBITH yCTOWYMBBI K MAaKpOJIHJAM. ITosTomy
Ba)XHO MPOBOIUTB TECT HAa TyBCTBUTEIBHOCTD.

Makponuasl ~ MOXHO ~ NPHMEHATE  IIPH

HHQEKIUAX, BBI3BAHHBIX Corynebacterium
minutissimum, 3a00JIeBaHUAX YTPH BYJIbrapHBIC
H poXa, a Takke B TeX CHTyalMiX, KOTAa
HeNb3sl IPUMEHATE IEHAIUIUIAH.

¥

B ciydac TOABIEHHS OCTPBIX peaKid

THIIepYyBCTBUTECILHOCTH, TaKUX Kak
aHaQHIAKTHYECKAs PEaKiHs, TAHKEIBIC KOXHbIC
JIeKapCTBEHHBIC peaKiu (HampuMep, OCTpBIH
reHepaii30BaHHbIH 9K3aHTEMATO3HbIA
nycTynes), CHHIPOM Crusenca-JKoHCOHa,
TOKCHYECKHMH DSHMAEPMAIBHBIA HEKpOJIM3 H
JeKapCTBEHHas Chllb  C s03uHOGMIME U
CHCTEMHOM CHMIITOMATHKOH (DRESS-
CHHJpOM) HEOOXOZMMO Cpa3y € IpPEKpaTHTE
HavaTb

IpUEM KJIapuTPOMHIIHHA n

COOTBETCTBYIOIIYIO TEpamuIo.

B ciyuae COBMECTHOTO NpPHMEHCHHA €
Bap(apMHOM WM  JPYTMMH  HENpAMBIMH
aHTHKOATyJITHTaMH Heo0Xx0MMO

xonTpoympoearb MHO 1 IIPOTPOMOHHOBOE

BpeMs  (cM.  paszen «B3aumomeHcTBHE C

JPYTHMH JIEKapCTBEHHBIMH CpENCTBAMH).

Cnegyer coGMIofaTs  OCTOPOXKHOCTL NP

OJIHOBPEMEHHOM nprMeHEHHH

KJIapUTPOMHIIHHA c nepopanbHbIMH
2

AHTHKOAryJIAHTaMH TPAMOTO ACHCTBHS, TAKUMH
Kak paburarpaH, puBapokcabaH H anukcabaH,

0COOCHHO y MNauHCHTOB C BBICOKHM PHCKOM
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OCTOPOXHOCTBIO» u «Bs3auMopeucTBHC C

JpyrumMu JIEKapCTBCHHBIMH cpencmamn»).

PyxoBOAUTE b PETYJISATOPHOTO OTACHA

AO «<ABBA PYC» TyxoBa M.M.




