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NHCTPYKLMA
[10 MEIMITUHCKOMY ITPUMEHEHHUIO JIEKAPCTBEHHOTI O ITPEITAPATA

Knabakc® O]

Perucrpanuonnsiii Homep: JICP-000837/08

Toprosoe HanmenoBanne: Kinabakc® O]]

MexayHapoaHoe HeMATEHTOBAHHOE HJIM IPYNIIHPOBOYHOE HAHMEHOBAHHE: KIIAPUTPOMHIIMH
JlekapcTBenHast ¢gopma: TalJIeTKU NPOJIOHTHPOBAHHOTO JEHCTBUS, MOKPHITHIE IJIEHOYHOH
000JI0YKOH.

Cocras:

1 TabneTka MpOJIOHTHPOBAHHOTO JAEHCTBHS, MOKPBITAs INIEHOYHOH 000J0YKOH, CONEPIKHUT:
eticmeyowee eewyecmeo. xnaputpoMuiut 500 Mr

Bcnomocamenvnvie 6ewjecmea: rtunpomeriosa 35 Mr, JakTo3sl MoHoruapar 127.8 wr,
LEJUTI0JI03a MUKPOKpUCTA/UIMYECKas 85,2 Mr, MOBUIOH 12 Mr, KpeMHHS JUOKCH KOJUIOUIHBINA 5
MT, TaJIbK 15 Mr, Hatpus creapuidymapar 16 Mr, MarHus cteapat 4 Mr.

IInenounoe noxpwimue: Omnanpait  20HS52875 xentsit  (rumpomeruioza 61,574 %,
nponuieHrMkons 12,315 %, Banunun 7,266 %, tutana quokceun 7,266 %, runponosa 6,157 %,
Taibk 5,131 %, KpacuTe b XUHOJIMHOBBIH JkeaThid 18 % - 24 % 0,291 %) 16 mr.

Yepnuna ona newamu Onaxoo S-1-17823 uepnwiii (esak 45 % (20 % srepuduuupoBaHHbIH) B
stanone 44,467 %, kpacutenp xeneza oxkcua uepHbit 23,409 %, H-OyraHon 2,242 %,
nponuieHrMKoIb 2,000 %, uzonponanon* 26,882 %, ammonus ruapokcua 28 % 1,000 %) g.s.
* ycnapsieTcsi B mpolecce MpoU3BOICTBA.

Onucanne

OBaJibHBIE, JBOSIKOBBIMYKJIBIE CBETJIO-)KENIThIe TaOJETKH, MOKPHIThIE IJICHOYHOW 000JOYKOH, €
HareyaTkoi 4epHbIMH yepHuiIaMu « CLNXLy» Ha o1HO#M cTOpOHE.

PapmakoTepaneBTHYECKas IPyNNa: aHTHOMOTHK - MAKPOJIHI.

Koa ATX: [JO1FA09].

®apmako/IOrHiecKne CBOMCTBA

DapMaKkoOUHaAMuUKa

KnapuTtpoMHLIMH = sBISeTCS TMOMYCHUHTETHYECKHM AHTHOMOTHKOM TPYIIBI MaKpOJIHIOB H
OKa3plBaeT aHTHOAaKTepHalbHOE JelcTBHe, B3auMmojneiictBys ¢ S50S  pubocoMaabHOlM

cyObeIMHULIEH U MOJaBIIsis CHHTE3 Oeska OaKTepHii, YyBCTBHTEIBLHBIX K HEMY.



KnaputpoMuLIMH NpOJAEMOHCTPUPOBATT BBICOKYIO AKTHUBHOCTb in Vifr0 B OTHOUIEHHMH, Kak
CTaHJApPTHBIX J1a0OpAaTOpPHBIX IITAMMOB OaKTepuil, TaK M BBIIEICHHBIX Y OOIBHBIX B XOJ€
KJIMHAYECKOH MPaKTUKHU. [IposiBIIsSeT BHICOKYIO aKTUBHOCTh B OTHOILIEHHH MHOTHX a3pOOHBIX H
aHa’pPOOHBIX T'PAMIIOJIOKUTENIBHBIX U TPAMOTPHIIATEILHBIX MUKPOOPraHU3MOB. MHHHUMAaJIbHbIE
nojapisitoiue koHuentpauuu (MIIK) ximaputpomunmaa s OoJbIIMHCTBA BO30OyauTesei
MenbIne, yem MIIK sputpomuninHa B cpeiHeM Ha 0HO logo pa3BeneHue.

KnaputpoMunus in vitro BrICOKOaKTHBEH B oTHommeHHH Legionella pneumophila, Mycoplasma
pneumoniae. Oka3piBaeT OakTepuimHOe AeiicTBUe B oTHouieHuH Helicobacter pylori, nanHas
aKTUBHOCTH KJIAPUTPOMHIIMHA BBIIIE MPH HERTpaTbHOM pH, 4eM Ipu KUCIIOM.

Kpome Toro, nanusele in vitro u in vivo yKa3bIBalOT Ha TO, YTO KJIAQPUTPOMHIIUH JAECHCTBYET HA
KJIMHUYECKH 3HaYMMble BHUbI MUKOOaKkTepuit. Enterobacteriaceae n Pseudomonas spp., Takxe,
Kak W Jpyrde, He (EpMEHTHPYIOIIHWE JIaKTO3y TIpaMOTpULATEe/bHble OaKTepuH, He
YyBCTBUTEJIbHBI K KIIADUTPOMHIIHHY.

AKTUBHOCTh KJIAQpPUTPOMHIIMHA B OTHOIIEHHH OOJBIIMHCTBA INTAMMOB IEPEYHUCICHHBIX HIKE
MHKPOOPIraHU3MOB JI0OKa3aHa Kak in Vitro, TaK U B KJIMHUYECKOH INpakTHKe MpH 3a00JIeBaHUSIX,
NEPEYUCIICHHBIX B pa3aene «[loka3aHus K MPUMEHEHHIO).

A>3p0oOHBIE TPAMIIOJIOKUTEIBHBIE MHUKPOOPraHM3MbI

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

A>3poOHBIE I'PaMOTPHIIATEILHBIE MHUKPOOPraHUu3Mbl

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jpyrue MUKpOOpPraHu3MEbl

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Muxkobakrepuu

Mycobacterium leprae
Mycobacterium kansasii
Mycobacterium chelonae

Mycobacterium fortuitum



Mycobacterium avium complex (MAC) — koMIuieke, BKIOYaronmid: Mycobacterium avium,
Mycobacterium intracellulare

[Tponyxuus GeTa-nakTaMasbl He OKa3bIBAET BIUSHHUS Ha aKTHBHOCTH KJIAPUTPOMHIIMHA.
BoibIUHCTBO mMTaMMOB CTaUIOKOKKOB, PE3UCTEHTHBIX K METHIWUIMHY H OKCallWUIUHY,
001aJaf0T YCTOHYHUBOCTBIO U K KJIAPUTPOMHUIIUHY.

Helicobacter pylori

YysctBuTenbHocTh H.pylori k KIapuTpoMHIUHY H3ydanack Ha u3onstax H.pylori, BeIIeeHHBIX
or 104 manmeHTOB, 0 Hayala TepamuH MpernapatoM. Y 4 MNanueHTOB ObUTM BbIIETIEHBI
pE3UCTEeHTHBlE K KIapuTpoMuIMHYy mrammbl H.pylori, y 2-x - mramMMbl ¢ yMepeHHOH
PE3UCTEHTHOCTBIO, Y OCTaIbHBIX 98 manmeHTOB M30yAThl H.pylori ObLTH 4YyBCTBHTENBHBI K
KJIapUTPOMHIIHHY.

KnapuTpoMHuIIMH OKa3bIBaeT IEUCTBHE in Vitro ¥ B OTHOUIEHHH OOJBIIMHCTBA INTAMMOB
CIIEIYIOIMX MHKPOOPraHu3MoB (O7HaKo Oe30macHOCTh M 3(PPEKTUBHOCTH HCHOIb30BAHUS
KIapUTPOMHIIMHA B  KIMHUYECKOW  IpaKkTHKe He  MOATBEpXKIE€HAa  KIMHHUYECKHMH
HCCIIeIOBaHHUSMH, ¥ ITPAKTHYECKOE 3HAYEHHE OCTACTCS HESICHBIM):

A3DO6HLIC rpaMIIOJIOKHUTEIBbHBIC MUKPOOPIraHHU3MbI

Streptococcus agalactiae
Streptococci (rpymnmel C, F, G)
Viridans group streptococci

A3poOHBIE TPaAMOTPHIIATEILHBIE MUKPOOPTraHU3MBI

Bordetella pertussis
Pasteurella multocida

AHa’poOHbBIE IPAMITIOJI0KHTEIbLHBIE MHUKPOOPraHHu3MBbI

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AH63D06HI>IG IrpaMOTpHUIATCIIEHBIC MUKPOOPIraHUu3MbI

Bacteroides melaninogenicus
CrupoxeTsl

Borrelia burgdorferi
Treponema pallidum

KaMnouinobakrepuu

Campilobacter jejuni
OCHOBHBIM ~ MeTa0OIMTOM  KIApUTPOMHMIIMHA B OpraHM3Me  4YelOoBeKa  SIBISETCA
MHKPOOHMOJIOTMYECKH  aKTUBHBIA ~ MeTabonut  14-ruapokcukiaputpoMuiiud  (14-OH-
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KJIADUTPOMHIIMH).

MukpoOuosornyeckass akTUBHOCTh MeTa0O0JIUTA TaKas JKe, KaK Yy HCXOJHOIO COeIMHEHHMS], HIIH B
1-2 pa3za crnabee B OTHOIIEHWH OOJBIIMHCTBA MHKpOOpraHu3MoB. Mckirodyenue cocraBisieT
H.influenzae, B OTHOIIEHUH KOTOPO# 3¢ (deKTUBHOCTH MeTaboInTa B JBa pa3a Belle. Mcxoanoe
COEJIMHEHHE W €r0 OCHOBHOM MeTa0OJIHMT OKa3bIBAIOT JIMOO aUIMTHBHBIN, THOO CHHEPrHYECKHI
3¢dext B otHOomeHun H.influenzae B yCIOBMSX in Vifro W in vivo B 3aBUCHMOCTH OT IITaMMa
OaKTepHii.

TecT HA YYBCTBHTEIBLHOCTD

KonudecTBeHHBIE METO/IbI, TPEOYIOIIHE U3MEPEHHUsSI IUaMeTpa 30HbI [IOJABJIECHUs POCTa, JaloT
HanboJiee TOYHbIE OIIEHKH YyBCTBUTEIBHOCTH OaKTephil K aHTUMHUKPOOHBIM npenaparaM. OjHa
U3 PEKOMEHIYEeMBbIX METOAMK JUIS OIpe/Ae]eHUs YyBCTBHTEIBHOCTH HCIIOIb3YET IUCKH,
MMIIPETHUPOBaHHBIE 15 MKI KiIapuTpoMHIHMHA (JucKo-1uddy3noHHb MeTon Kupbu-bayspa);
IPU HUHTEpIpETAllMM TeCTa JUaMETphbl 30H IOJABJIEHUS POCTa KOPPEIHMPYIOT CO 3HAYCHHSAMH
MIIK knaputpomununa. 3nadenuss MIIK onpeznensitores MeTo1oM pa3BeieHus B OyJIbOHE WM B
arape.

[Ipy HCHONIB30BAaHUM STHX METOJAMK, OTYET M3 JIADOpaTOpPUH O TOM, YTO IITAMM SBIIAETCS
«4yBCTBUTEIBHBIM», YKa3bIBae€T Ha TO, YTO BO30yIuTeNlb MH(EKIMH, BEPOATHO, OTBETUT Ha
neuenne. OTBET «PE3UCTEHTHBIN» YKa3bIBaeT HA TO, YTO BO30YyIUTENb, BO3MOXKHO, HE OTBETHUT
Ha jJedyeHre. OTBET «IIPOMEXYTOYHAsI YYBCTBUTEIBLHOCTD)» MPEAIO0JIaraeT, YTO TepaneBTUYECKUH
3pdexT mnpemapata MokeT OBITh HEOAHO3HAUYEH WJIM MHUKPOOPraHHM3M MOXET OKa3aTbCs
YyBCTBUTEJIBbHBIM IIPH HCIOJIb30BaHUU Oosiee BbIcOKMX 03 mpenapata (IIpomexyrodnas
YYBCTBUTEIBHOCTh TAK)KE HA3BIBACTCS «YMEPEHHON 4yBCTBHTEIBHOCTBIO).

DapmakoKuHemuKka

BcacroiBanue

®dapMakOKHHETHKA KJIAPUTPOMHIIMHA B JIEKAPCTBEHHOU popme TabIeTKH ¢ MPOJIOHTMPOBAHHBIM
BBICBOOOXKJIEHHEM ObUla H3y4eHa Yy B3pOCIBIX IO CPAaBHEHHIO C KJIAPUTPOMHIMHOM B
JeKapcTBeHHOH ¢(opme TabieTku ¢ OOBMMHBIM BbICBOOOXAeHHMEM B jao3ax 250 um 500 wmr.
BcacpiBanue rmpenapara B 000MX ciy4yasx ObUIO OJMHAKOBBIM IIpH Ha3HAuY€HHUH B
SKBHBAJIEHTHBIX J103aX.

Knapurpomununa Merabonusupyetcs B cucreMe nutoxpoma P450 3A (CYP3A) nevenu.
AbGcomoTHass OuogocTynHocTh coctaBiser okono S50 %. Ilpu npueme mNOBTOPHBIX 103
npenapaTa KyMYJISLMMA MPaKTHYECKH He OOHapYy»KEHO, M XapakKTep MeTabojau3Ma B OpraHH3Me
4eJI0BeKa HE U3MEHSLICS.

Pacnpenenenue, METa00JIU3M H BBIBCJICHHUC

In vitro



KnaputpoMunus cBsi3piBaetcs ¢ OesnkaMu 1mia3Mel KpoBu Ha 70 % B koHueHTpauuu ot 0,45 1o
4,5 mxr/mi. Ilpu koHueHTpauuu 45 MKr/mi cBs3biBaHHe CHIKaercss 10 41 %, BeposATHO, B
pe3yJbTaTe HACBIIEHHS MECT CBS3bIBaHHS. JTO HAOMIONAeTCs TOJIBKO INPH KOHIEHTpALHUsX,
MHOTOKPAaTHO MPEBBIIIAIOIIUX TEPANEBTHUECKYIO.

310pOBBIE

YV naunuentos, npuauMasmmx 500 Mr npenapata Kna6akc® OJ] onuH pas B JeHb BO Bpems
npUeMa NHIIM, MakcuMaiabHass KoHUeHTpauus (Cmax) Ki1apuTpomMunuHa u  14-OH-
KJIApUTPOMHUIIMHA B IU1a3Me KpoBH coctaBisiia 1,3 u 0,48 Mkr/mi coorBercTBeHHO. [lepromabt
nonyBeiBeaeHus (T12) xiapurpomunuHa u Mertabosnura coctaBuian 5,3 4daca W 7,7 4acoB
cooTBeTCTBeHHO. Ilpu mnpueme pasosoii 03b1 Knabaxc® OJ] 1000 mr (2x500 Mr) Crax
KJIQpUTPOMHUIIMHA U €ro THIPOKCHIMpOBaHHOro Metabonmra gocturana 2,4 mxr/mia u 0,67
MKI/MJI COOTBETCTBEHHO. T1/2 KIapuTpomuIiHa npu mpueme B go3e 1000 Mr coctaBui 5,8 yaca,
TOI/la KaK aHaJIOTHYHBIA mokasarens i 14-OH-knaputrpomunmna cocraBui 8,9 vaca. Bpems
HACTYIUIEHHs MaKCHMMaJIbHOM KOHLEHTpauHuH (Tmax) mpu mpueme kxak 500 mr, tak u 1000 mr
coctaBmiio npubim3uTenbHO 6 4YacoB. Cmax 14-OH-knapuTpoMuIMHA He yBEIHYHBAIACh
IPONOPUMOHATBHO J03€ KJIAPUTPOMHIIMHA, B TO BpeMs KaK IEpPHOJ IOJYBHIBEJICHHS Kak
KJIQpUTPOMHULMHA, TaK M €ro THIPOKCHJIMPOBAHHOIO MeTaboIuTa HMeI TEeHICHIHIO K
YBEJIMYEHHIO C TOBBIIIEHHEM 103bl. Takas HeluHelHas papMaKOKMHETHKA KIAPUTPOMHIIMHA B
COYETaHWH C yMEHBbIIEHHEM 00pa3oBaHHs 14-rHIpOKCHIMPOBAHHBIX M N-JIeMETHIHPOBAHHBIX
IPOJYKTOB IIPH BBICOKHX J103aX YKa3bIBaeT Ha HEJIMHEHHBIH MeTaboJIM3M KIapUTPOMHUIIMHA,
KOTOPBIN CTaHOBHUTCS 00Jiee BEIPa)KEHHBIM TIPH BBHICOKHX J103aX.

[Toukamu BeIBOAMTCA NpuOIM3UTENbHO 40 % MOCTYNMBIIErO B OpPraHM3M KJIAPUTPOMHIIMHA.
Kumeunukom BeiBoguTces mpumepHo 30 %.

[TanmeHTHI

Knaputpomunus u ero metaboimut 14-OH-knapuTpoMuIiH OBICTPO MPOHHKAIOT B TKaHH H
KHMJIKOCTH opraHu3Ma. VIMeroTcs orpaHHuYeHHbBIE JaHHBIC, CBUAETEIBCTBYIOIIHE O TOM, YTO
KOHIIEHTpALUs KJIapUTPOMHUILIMHA B LEPEOPOCTIMHAIBHON XKUIKOCTH NPH MEPOPATBLHOM TpHEME
He3HayuTebHa (T.e. TONBKO 1-2 % OT KOHIEHTpAalWH B CHIBOPOTKE KPOBH IMPH HOPMATbHOU
IPOHUIIAEMOCTH reMaTosHIedarnueckoro daprepa).

KoHneHnTpamus B TKaHsIX 0ObIYHO B HECKOJIBKO pa3 BBIIIE, YEM B CHIBOPOTKE KPOBH.

Hapyiuenus dyvHKUMH IIe4eHH

VY DNalMeHTOB CO CpefHeH M TSOKENOH CTEeNeHbI0 HapyIIeHHS (QYHKIMH II€Y€HH, HO C
COXpaHEHHOH (QyHKIMeH MoueK, KOPPEKIHMs 1035l KIapHTPOMHIIMHA He TpeOyeTcs. PaBHOBecHas
KOHIICHTPAIlUs B IJIa3ME€ KPOBHM M CHCTEMHBIH KIMPEHC KJIAPUTPOMHUIIMHA HE OTJIUYAIOTCS Y
OONBbHBIX JaHHOH TpPYNNBI M 3J0POBBIX MNAlHWEHTOB. PaBHOBecHas KoHueHTpanus 14-OH-
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KJIAapUTPOMHUIIMHA Y JIIOJIEH ¢ HapyIIeHUsIMH QYHKIIUH [T€YEHH HIKE, YEM Y 37J0POBBIX.

Hapymenus @yHKIIMU moyek

[Ipu HapymeHuu QyHKUIMHU MOYeK yBenu4uBaroTcs MakcUMalIbHas (Cmax) © MUHEMATbHAS (Crmin)
KOHLEHTPALUH KJIAPUTPOMHUIMHA B IUIa3ME€ KPOBH, NEPUOJ MOJTYBBIBEJCHHS, IUIOMAIb IO
(bapMakoKMHEeTHYeCKOW KpuBOH “KoHIeHTpamus - BpeMsi® (AUC) KJIapUTPOMHIIMHA H €ro
merabonuta 14-OH-knaputpomununa. KoHcTaHTa JJMMHHAlMM M BBIBEJCHHE IMOYKAMH
ymeHpatorcs. CTeneHb HM3MEHEHMH STHX I1apaMeTpOB 3aBHCHT OT CTENEHH HapyLIeHHs
(GYHKIMHU TIOYEK.

[TanueHTH TOXKUIOT0 BO3pacTa

VY nanmeHToB MOKHJIOTO BO3pacTa KOHIIEHTpAlMs KIapUTPOMHIIMHA B ero MeTtadbonuTa 14-OH-
KJIapUTPOMHUIIMHA B KPOBH ObLIa BbIIIE, a BBIBEJECHHE MEIJICHHEE, YeM Y TPYIIBI MOJOIBIX
moaer. OIHAaKo 1Ocie KOPPEKIHH C YYeTOM IIOYEYHOro KIMpEeHCa KpeaTHHHHAa He ObLIo
oTMuuii B oOenx rpymnmax. Takum oOpa3oM, OCHOBHOE BIHsHHE Ha (apMaKOKMHETHUECKUE
napamMeTphbl KJIapUTPOMHUIIMHA OKa3bIBaeT GYHKIIMsS MTOYEK, a He BO3pacT.

IToxazanusi K NpUMeHEHHIO

MuexnnonHo-BoCaIUTEIbHBIE 3a0071€BaHMs1, BEI3BAHHBIE 1yBCTBHTEILHBIMH K

KJIQPUTPOMHUILIUHY MHKPOOPTraHH3MaMH :

. MH(EKINN HUKHUX JIbIXaTeIbHBIX MyTel (Takue Kak OpOHXHT, THEBMOHHS);
® MH(QEKIIMU BEPXHUX JbIXaTeJbHBIX MyTel (Takue Kak GapHHIUT, CHHYCHT);
° MHQEKIUH KOXKH M MATKMX TKaHei (Takue Kak (OJUTHKYIHMT, BOCHAIEHHE MOIKOKHOU

KJIETYATKH, pOXKa).

IIpoTuBONOKa3aHUA

® [ToBpIIIEHHAS YYBCTBUTCIIPHOCTE K KIApUTPOMHUIHUHY, MaKpoJIuJaM W JIpYTrUM

KOMIIOHEHTaM IIp€rapara.

- OnHOBpeMEHHBIN NpHeM KIapUTPOMHUIIMHA CO CIEAYIOUIMMH IpernapaTtaMu: acTEMH30II,
LM3anpy, TUMO3K, TepeHanun (cM. paszaen «B3aumopeiicTBue ¢ APYTUMH JIEKApCTBEHHBIMH

CpeACTBaMu»).

o OnHOBpeMEHHBI  IpUEM  KIAPUTPOMHIMHA C  JIOMHTAmHIOM  (CM.  pasjeln

«B3aumopencTBIE C IPyTUMH JI€KapCTBEHHBIMH CPEICTBAME ).

. OnHoBpeMeHHBIH INpHeM KIApPHTPOMHIMHA C aIKAIOHIaMH CIIOPBIHBH, HAIPUMEP,
SProTaMHH, AMIHIPO3proTaMMH (cM. pasaen «B3aumoneicTBHe ¢ APYTHMH JIeKapCTBEHHBIMH

CpPEACTBAMMY).



* OHOBpeMeHHBIH NpHEM KJIApPUTPOMHUIIMHA C MHIA30J1aMOM sl HEepPOpPaIbHOTO

NpUMeHeHHMs (cM. paszen «B3aumoaeicTBre ¢ qpyruMH JI€KapCTBEHHBIMH CPEICTBAMEY).

¢ OaHOBpeMeHHBbIH TNpHeM KIapUTpOMHIMHA ¢ wuHruouropamu ['MI-KoA-peaykrassl
(cTaTMHAMHM), KOTOpBIE B 3HAYMTEIBHON cTerneHH Metabosu3upytorces uzopepmentom CYP3A4
(JloBaCTaTHH HJIM CHMBAacTaTHH), B CBSI3M C TIOBBIIIEHHEM pHCKAa MHOIATHH, BKJIIOYAs

pabaomuonus (cM. paszen «B3aumoaelicTBHE ¢ IpyTrHMHE JIEKAPCTBEHHBIMH CPEICTBAMMU).

¢ OIHOBpEeMEHHBI  NIPUEM  KIAPUTPOMHUIIMHA €  KOJXHIMHOM  (CM.  pasjeln

«B3anMoJelcTBHE ¢ IPYTUMH JIEKAPCTBEHHBIMHU CPEICTBAMKY).
* OHOBpEMEHHBIH ITPUEM KIIAPUTPOMHUIIMHA C THKArPEIOPOM HIIH PaHOIa3HHOM.

® Yumnenne wuHtepBata QT B aHamHe3e (BpOXKICHHOE WM IPHOOPETEHHOE
3aperMCTPUpOBaHHOE yanuHeHHe uHTepBana QT) wim JxemrymodkoBas apuUTMHs, BKJIIOYAs
XKETYJ0YKOBYIO TaXHKapIHIO HIIM JKEJIyJIO0YKOBYIO TaXMKapIMIO THUIA «IIHPYIT» (CM. pa3jesbl

«Ocobple ykazaHus» 1 «B3zauMoelicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMHU CPEICTBAME).

e KnapuTpoMHIlMH He cleyeT MpUMEHSTh Yy MAlHEHTOB C  DJIEKTPOJUTHBIMH
HapylIeHUAMH (THIIOKAJIMEMUEH  WJIM TUIIOMarHMHeMHed) B CBS3H C  PHCKOM

yanuHenus uHtepBaia QT.

. Tsbxenas meyeHoYHas HEAOCTAaTOYHOCTh, IIPOTEKaromasd OIHOBPEMECHHO C [MOYE€YHOH
HEI0CTAaTOYHOCTBIO.
e XomecraTuyeckas menTyxa/renaTHT B aHAMHE3€, pPa3BUBIIHUCCA IIpH IIPUMCHCHHUH

KJIApUTPOMHULKHA (cM. pa3zaen «OcoOble yKazaHusm»).

* HemepeHoCHMOCTh ragakTo3bl, HEJOCTAaTOYHOCTH JIAKTa3bl, CHHAPOM MajibabcopOLuu
ITFOKO3BI-TaJTaKTO3bI.
o [Topdupus.

. Ilepuon rpyaHOro BCKapMJIMBaHHS.

® Bospact 10 12 net (3¢ pexktuBHOCTS U 6€30MaCHOCTH HE YCTAHOBIIEHBI).

C ocTopoKHOCTBIO

. IToyeynas HEJOCTATOYHOCTD CPETHEH U TAXKEION CTENEHH.
¢ ITeyeno4nast HEIOCTaTOYHOCTD CPETHEN U TSKEJIOM CTEIIEHH.
. OnHOBpeMEHHBI IpHEM KIAPUTPOMHINHA ¢ OEH30[Ma3elMHAMH, TaKHMH Kak

ajlIpasoJiaM, TpuaszoJiaM, MUJ1a3ojaM 1Jsi BHYTPUBCHHOTO IIPUMEHEHUS WM JI1 HAHECEHUS Ha

CIIM3HUCTYI0 0007104Ky pTa (cM. «B3anMozeicTBYE ¢ IpYTHMH JIEKAPCTBEHHBIMH CPEICTBAMUY).



. OnHOBpeMEHHBIH NPHEM C IpernapaTamMu, KOTOpble MeTaboIM3UPYIOTCS H30(epMEHTOM
CYP3A, mnanpumep, kapbamasemHH,  LHJIOCTa30J],  LUHMKJIOCTIOPHMH,  JH30IHPAMH,
METHJIIPETHU30JI0H, OMEIPa30Jl, HENPSMbIE aHTUKOATYJITHTHI (HanpuMep, BaphapHH), XHHUINH,
pudabytun, cunneHaduI, TakpolIuMyc, BUHOIACTHH (CM. paszen «B3auMoseiicTBHe ¢ ApyrUMH

JICKapCTBEHHBIMH CpCIICTBaMH))).

* OnHOBpeMeHHBIH NpUeM C MpenaparaMmu, UHAynupyomumu uzopepmentr CYP3A4,
Hampumep,  pudammuuuH,  deHuTOMH,  KapOamasenwH,  (eHoGapOuTan,  3BepobOit

HpOIILIpﬂBJ'ICHHLIﬁ (CM. pasaein ((B3aHMOﬂeﬁCTBHC C IPYTUMH JICKAPpCTBCHHBIMH CpeI[CTBaMI/I»).

* OnHOBpeMeHHBIH IPUEM KIAPUTPOMHIMHA CO CTaTHHAMH, HE 3aBUCSIIAMH OT
meTabom3ma usodpepmenta CYP3A (manpumep, duiyBactatun) (cM. pasaen «BsammoneiicTue

C IPYTUMH JIEKAPCTBEHHBIMHU CPEJICTBAMHY).

. OIIHOBpCMCHHbIﬁ IIpUEM C 6JIOKaT0paMI/I «MCUICHHBIX» KaJIbIIUEBBIX KaHAJIOB, KOTOPHLIC

meTabomsupyrotes nsodpepmentom CYP3 A4 (Hanpumep, Bepanamul, aMJIOAUIINH, TUITHA3EM ).

e [Tanmenter ¢ wmmemuyeckoit Gonesneto cepaua (MBC), Tsxkenoil cepaednoit
HEJI0CTaTOYHOCThIO, HAPYIICHUAMH IIPOBOAMMOCTH MJIM KIMHHYECKH 3HAUYUMO# Opaaukapiauei,
a TaK)Ke MalUeHTHI, OJHOBPEMEHHO IPHUHUMAIOLIME aHTHApUTMHUYECKHe mpenaparsl [A Kiacca
(xunuauH, mpokanHamun) U 111 knacca (qodeTnnna, aMHoIapOH, COTAIION).

. bepemeHnHOCTS.

J OIHOBpPEMEHHBI IIPUEM KIAPUTPOMHIMHA C MEPOPATbHBIMH AHTHKOArYJISHTAMH
IpPsAMOro JICHCTBHUS, TAKUMH Kak Jaburarpal, puBapokcabaH, anukcabaH, 0COOCHHO y IAllUEHTOB
C BBICOKMM PHCKOM pPa3BUTHS KPOBOTECUCHHH.

IIpumenenne npu 6epeMEHHOCTH H B IEPHO/ FPYIHOI0 BCKAPMJIHBAHHUS

bepemeHHOCTB

be3onacHOCTE IpUMEHEHHs KJIapUTPOMHUIIMHA IIpH GEPEMEHHOCTH HE YCTAHOBJICHA.
OcHOBBIBasICh Ha Pa3IMYHBIX pe3yJbTaTaX, IOJYYEHHBIX B HCCIIEJOBAHHAX HA JKMBOTHBIX, a
TaK)X€ Ha OIBITE MPUMEHEHHS y JIFOAEH, HEIb3sl HCKIIOYUTh BO3MOXKHOCTH HEOJIArompHUsTHOTO
BO3JEHCTBUS Ha >MOpHodeTanbHOe pa3BuTHE. HexoTopble HaOOAaTeNbHBIE HCCIIENOBAHHS,
OLICHMBAIOIIME BO3JeHcTBHE KiaapuTpomuuuHa B I u Il TpumecTpax GepeMeHHOCTH, BHISBHIIH
TIOBBILICHHBIA PUCK CAMONPOM3BOJIBHOrO abopTa MO CPaBHEHHIO C OTCYTCTBHEM MPUMEHEHHS
KIapUTPOMHMLIHA MM TPHMEHEHHEM JPYIrHX AaHTHOMOTHKOB B aHAJIOTHYHBIE CPOKH
OepemenHocTH. MMmerommecs SMHIEMHOJIOTHYECKHE HCCIENAOBAHHMA PHCKA  CEPhE3HBIX
BPOX/ICHHBIX MMOPOKOB Pa3BHTHs IPU NPUMEHEHUH MAKpOJIUIOB, BKJIIOYAs KIAPUTPOMHMIIMH, BO
BpeMsi OEPEMEHHOCTH IEMOHCTPUPYIOT IIPOTHBOPEYHMBEIE PE3YIIbTATEL

IIpumenenre KiapuTpoMUIIMHA TIpH OepeMeHHOCTH (0coOeHHO B I TpuUMecTpe) BO3MOKHO
8



TOJIBKO B CJIy4ae, Koraa OTCyTCTBYET aJlbTEpHAaTHBHAas Tepallus, a MOTECHIHaJbHAas MO0JIb3a I

MaTepH IPEBBIMIACT [MOTEHLIUATILHBIN PHUCK 1A 1J1014a.

[lepuoa rpyaHoro BCKapMJIMBAHUS

bbulo ycraHoBieHO, 4TO peOEHOK, HAXOAMBLIMICS Ha TPYIHOM BCKAPMIMBAHHMH, MOXET
NOIy4YHUTh O0KOJO 1,7 % OT MaTepuHCKOH 103bl KIapHTPOMHIMHA C MONPABKOH Ha Maccy Tela
MaTepH. be3onacHOCTh Np¥MeHeHHs KIapUTPOMHULIMHA ISl JeTed Ha rPYAHOM BCKapM/IMBAHMH
He ycraHoBleHa. [Ipn HEOOXOMMMOCTH ITpHeMa B IEPHOJ] IPYIHOTO BCKAPMIIMBAHHUS KOPMIIEHHE
Ipy/AbK0 HEOOXOIUMO PEKPATUTH.

Cnocob npuMeHeHHsI M 103bI

BHyTpb.

Tabnerkn Knabakc® OJ] He pa3namblBaTh M HE Pa3iKeBBIBATH, HX HEOOXOIUMO IpPOIJIaThIBATh
LETTUKOM.

B3pociemv 1 netam crapme 12 get — no 1 tabnerke (500 mr) 1 pa3 B 1eHb BO BpeMsl €/Ibl.

[Ipu TsDKenbIx MHEKNUAX 103y yBenuuuBaoT 10 2 tabnerok (1000 mr) 1 pas B JeHb BO BpeMs
€/Ibl.

OO6BIYHAs TPOJOKUTEIBHOCT JIEYEHUs OT 5 10 14 qHei.

Hckmouenne cocTaBisiioT BHEOOIBHUYHAS THEBMOHHS M CHHYCHT, KOTOPBIE TPEOYIOT JIeYeHHs
ot 6 10 14 nHei.

Hapyiienust G yHKIMHY o4ek

JI71 IalMeHToB ¢ MOYEYHON HEIOCTaTOYHOCTBIO TSKENION CTeNeHH (KIMpEeHC KPeaTHHHHA MEHEe
30 my/mMuH) 0ObIYHAs peKOMeHIyeMast 103a cocTaBiseT 250 MI OJIMH pa3 B CyTKH, B 3TOM CIIydyae
BO3MOXKHO IpuMeHeHHMe mnpemnapara Kinabakc®, TabieTku, MOKpBIThIE MIEHOYHOU 000JOYKOM,
250 mr. Ilpu Gonee TsoxenbIx HHOEKIUAX peKOMEHIyeMas J103a COCTaBIIeT oaHa Tabnetka 500
MT C IIPOJIOHTHPOBAHHBIM BBICBOOOXK/IEHHEM KJIAPUTPOMHMIIMHA.

V NalKMeHTOB ¢ MOYEYHOH HeJ0CTATOYHOCTBIO CPeIHEH CTEIEHH TSHKECTH (KIMPEHC KpeaTHHHHA
ot 30 10 60 MJI/MMH) KOppeKIHUs 103kl He TpeOyeTcs.

IIpumenenue y oemeu mnaowe 12 nem

[IpuMeHeHne KIapUTPOMHIIMHA B BUJE TabJIETOK y JeTeid Miajme 12 JIeT He H3ydanoch.
ITobo4uHoe neiicTBHE

Knaccugukanus no60uHBIX peakIuii Mo 4acToTe pa3sBUTHs (KOJIMYECTBO 3aPErHCTPHPOBAHHBIX
CJIy4aeB/KOJIMYECTBO MAIHEHTOB):

o4eHb vacro (= 1/10), gacto (> 1/100, < 1/10), mewacro (> 1/1000, < 1/100), yactoTa
HensBecTHa (110004HbIe 3QdEKTHI U3 ONbITa MOCTPErUCTPALIMOHHOIO IPUMEHEHHMS; YacTOTa HE

MOJKET OBITH OII€HCHA Ha OCHOBC UMCHOIIIUXCS I[aHHbIX).



Annepeuyeckue peaxyuu

Yacro: chlb.

Heuwacto: anadumakronaHas peakuus', rHIEpUyBCTBHTENLHOCTD, JAEPMATHT GysLIe3HbIi', 3yx,

KpalMBHHULIA, MaKyJI0-TIAIyJI€3HAas ChIIb .

YactoTa Hen3BecTHA: aHAQUITAKTHYECKAS — pEaKIIMs, AHTHOHEBPOTUYECKHH OTEK,
Cepbe3Hble KOXHBIC HEKEIaTelbHbIE pEeaKUuH (HAalpUMep, OCTPBIi reHepaTn30BaHHbIN
OK3aHTEMaTO3HBIA MyCTyse3), cuHApoM CTHBeHca-/[)KOHCOHA, TOKCHYECKH 3IHIepMaIbHBINA
HEKpOJIU3, JICKAPCTBEHHAs CBIIb C 303HHOPMIMEH M cucTeMHON cumnromarukoii (DRESS-

CHHJIPOM).

Co CMOPOHbBL HEPBHOU CUCIMEMbL

YacTto: rojgoBHas 00J1b, 0ECCOHHHIIA.

Hewacro: morteps co3HaHust', JMCKHHE3MsA', TONOBOKPYXEHHE, COHIMBOCT, TpeMmop,
6ecroKOMCTBO, MOBBIEHHAs BO30YIMMOCTE .

Yactora Hem3BecTHa: CyJOpOTH, IICHXOTHYECKHE pPACCTPOMCTBA, CIyTAHHOCTh CO3HAHHMS,
JCTIepCOHANIN3alUs, JENPECCHs, NE30pHEHTAIMs, Ta/UTIOIMHALNN, HapyIIEHHS CHOBHJICHHMH
(«xoIIMapHbIe» CHOBHICHHS ), TApECTE3HsI, MAHHMS.

Co CMOPOHBL KOHCHBLX NOKPOBOB

YacTo: HHTEHCHBHOE IIOTOOTACIICHHUC.
YacTora HEM3BECTHA: aKHE.

Co cmopoHbl MoYesblOeumelbHOU CUCTEeMbl

YacTora HeU3BeCTHA: ITOYEeYHAs HEI0CTAaTOYHOCTbD, HHTepCTI/IHI/Ia.]'IBHHﬁ He(pr/IT.

Co cmoponbl 06Mmena sewecme U NUMAaHUs

Heuacro: AHOPEKCHUA, CHUKCHHUC allll€TUTa.

Co cmoponbl onopHo-0suzamenvHo20 annapama

Heuacro: MBIIIECYHBIN Cl'Ia3M3, KOCTHO-MBbIIICYHAaA CKOBaHHOCTbl, MI/IaJ'IFI/ISIZ.

2%

YacroTa HCHU3BCCTHA: pa6I[OMI/IOIIPI3 , MUOIIaTHA.

Co CMOPOHbL NUWLEBAPUMETIbHOU CUCTNEMDb

Yacro: nquapesi, pBoTa, JUCIEIICHS, TOLIHOTA, 00JIb B 00JIACTH KHBOTA.

Heuacro: »30darut’, ractpossodareansras pedumrokcHas 6Gole3Hb?, TacTpUT, NPOKTAITHUs>,
CTOMATHT, TJIOCCHT, B3JyTHE XKHUBOTa®, 3a10p, CyXoCTh BO pTY, OTpBIKKA, METEeOpHU3M, XojecTas?,
TeNaTuT, B T.4. XOJIECTATHYECKUH MM NenaTole /LUTIOAPHBIH",

Yactora HeM3BecTHA: OCTpHIH NaHKpEaTHT, U3MEHEHHE I(BETa s3bIKa M 3y0OB, NedYeHOYHas
HEJI0CTaTOYHOCTD, X0OJIeCTaTHYECKas JKEeITyXa.

Co cmopoHbl OvixamebHOU cucmembl

Heuacro: actma', HocoBoe kpoBoTeueHHe?, TPOMGOIMGOHS JIEro4YHOl apTepun’.
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Co CMOPOHbL OP2AHOB 4Y6CmE

YacTo: 1ucreB3us.
HewacTo: BepTHro, HapyIIeHue ciiyxa, 380H B yIIax.
YHacrora HeM3BecTHa: TITyXOTa, areB3us (MOTEpsi BKYCOBBIX OIIYINEHHI), apOCMHUSl, AHOCMHS.

Co cmopoHbl cepoeyHo-cocyoucmou Cucmempl

YacTo: Ba3oauIaTanus '

Heuacto: ocranoBka cepmua', ¢uGpuwunisums npeacepmmii', ymumuenue nnteppara QT Ha
3JIEKTPOKApIHOrPaMMe, SKCTPACHCTONIHS', OIIyIIeHHe cepaueOHeHHs..

YacToTa HEM3BECTHA: KeTy0YKOBAs TAXHKAP/Hs, B TOM YHCJIE THNA «IUPYST», GHOPHIIALMS
KEJTy/104YKOB, KDOBOTEUECHHE.

J7a60pamopn ble nokasameau

YacTo: OTKJIOHEHHE B IEYEHOYHON npo6e.
Heuacro: noBbelmenne KOHICHTpalluu eramnnﬂal, [IOBBIIICHHUE KOHICHTpPAIIUH MO‘IeBI/IHBII,

4

k JICUKOIICHHS, HeﬁTpOHeHI/IH4, 303HUHODUITHS",

U3MEHEHHE OTHOLICHUS albOyMHH - TIIOOYIIHH
TpOMOOIUTEMHS, MIOBBIIICHHE AKTUBHOCTH: aJlaHMHAMUHOTpaHchepassl (AJIT),
acnapraramuHoTpancdepassl  (ACT), rammarayrammirpancdepassr  (ITT)Y,  menounoit
docdaraser*, nakratnernaporenass (JIII).

Yacrora  HemsBecTHa:  arpaHyJOIMTO3, TPOMOOIMTONEHHS,  YBEJIHYEHHE  3HAYCHHS
MEXTYHApOJIHOI0 HOpMaJIM30BaHHOTO oTHOIIEeHus: (MHO), YJIMHEHHE TPOTPOMOMHOBOTO
BpPEMEHH, H3MEHEHHE [BE€Ta MOYH, ITOBBIIICHHE KOHIEHTPAIIMU OHMTHPYOHHA B KPOBH.

Obwue paccmpoiicmsa

OdeHb YacTo: (GIeOUT B MECTE MHBEKIIUH .

Yacto: 60JIb B MeCTe HHBbEKIMH ', BOCTIATIEHHE B MECTE HHBEKIHH .

Heuacro: HeloMoranue”, THIIEpTepMHUs’, acTeHus, 601b B IpyaHoil KieTke?, 03006,
YTOMIISIEMOCTB".

Hnghexyuonnvie u napasumapnule 3a60.1e6aHUs

HedacTo: ue/unonut', Kauama03, TacTPOSHTEPHT?, BTOPHYHBIE HH(EKUHH® (B TOM GHCIE
BarvHaJIbHEIE).

YacToTa HeM3BeCTHA: NICEBAOMEMOPAHO3HbIN KOJIUT, POKa.

[Ipeanonaraercs, YTO 4acTOTa, THI M TSDKECTh HEXKeJIATENIbHBIX PEaKIMil y JeTel Takas e, KaK
Y B3pOCIIBIX.

Iayuenmoi ¢ n0OaBIEHHLIM UMMYHUMEMOM

Y nauuentos co CIIMlom u apyruMu EMMYyHOZEQUIMTAMH, TTOTyHAIOIIUX KIAPHTPOMHIIMH B
Oosiee BBICOKMX 103aX B TEUYEHHE JUIMTEIBHOTO BPEMEHH ISl JIEYEHHsS MHKOOAKTEpPHATBHBIX
vH(EKIMH, YacTo TPYHO OTIIMYUTH HexelaTebHble 3QEKTl Mpenaparta oT  CHMITOMOB
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BUY-undpexunn uam comyTcTBYIOMEro 3a00JIeBaHHUS.

Hauboee yacTbiMu HeXeNnaTeIbHBIMH SBICHHSMH y NIALKEHTOB, IPMHUMABLIMX CYTOYHYIO 103y
KJIapUTPOMHIIMHA, paBHyto 1000 wmr, ObuM: TOIIHOTA, pBOTA, M3BpAllEHHE BKyca, 0OJNb B
00J1acTH KMBOTA, [Mapesi, Chlllb, METEOPH3M, TOJOBHAs 0OJb, 3alop, HapylleHHe CiyXa,
noseieHne akTHBHOCTH ACT m AJIT B kpoBu. Taxke OTMEYaIHMCh Clly4ad HeXelaTeIbHbIX
SBIICHUH C HU3KOW YacTOTOM BO3HMKHOBEHHMs, TaKHe KaK OJbIIIKA, OECCOHHMIIA U CYXOCTh BO
pTYy.

Y NalMeHTOoB C IM0JaBIE€HHBIM HMMYHHUTETOM NIPOBOJMIIM OLIEHKY J1ab0paTOpHBIX MOKa3aTene,
AQHATTM3HUPYS UX 3HAYMTEIILHBIE OTKJIOHEHHS! OT HOPMBI (pe3Koe MOBBIIEHHE WK CHIXKeHue). Ha
OCHOBaHWH JIaHHOTO KpPUTEpHs y 2 — 3 % IMalMeHTOB, MOJYYaBIIHX KJIAPUTPOMHIMH B J03€
1000 Mr exeqHEBHO, OBLIO 3aperHCTPHPOBAHO 3HAYMTENILHOE MOBbIeHUe akTUBHOCTH ACT u
AJIT B KpoBH, a Takxe CHIXXEHHE YHCIIA JICHKOIMTOB U TPOMOOLMTOB. Y HEGOJIBIIOro YHcia
MAlMEHTOB TaKXe OBLIO 3aperMCTPHPOBAHO IOBBIIIEHHE KOHIEHTPALMH OCTATOYHOIO a30Ta
MOYEBHUHBI.

* B HEKOTOpBIX COOOIIEHHSX O PabIOMHOJIM3E KJIAPUTPOMHUIMH MPHHMMAJICS COBMECTHO C
JAPYTHMH JIEKaPCTBEHHBIMHU CPEJICTBAMH, C IIPHEMOM KOTOPBIX, KaK HU3BECTHO, CBA3aHO Pa3BHTHE
pabaomMuoH3a (cTaTHHBL, GUOPATHI, KOJXUIUH WK AJUIOIYPHHO).

' Cooluenns 0 naHHBIX MOGOYHBIX PEAKIMAX ObLUIM IONYYEHBI TOJIBKO IpH NPUMEHEHUHU
KJIapUTPOMHIIMHA B JIEKApPCTBEHHOH (opMe «IMOGUIM3AT s NMPUTOTOBJIEHHS PacTBOpa JUIs
uHpYy3U».

? Coo0uieHHs O JAHHBIX MOGOYHBIX PEAKIHMSAX OBLIH MOMyYeHBI TONBKO IPH [PHMEHEHHH
KJIapUTPOMHMIIMHA B JIEKAPCTBEHHOM (opMe «TabJIeTKH C MPOJIOHTHPOBAHHBIM BBICBOOOKIEHUEM,
IIOKPBITHIE IJIEHOUYHOH 000JI0YKOM».

3 Coolmenns 0 JaHHBIX TMOGOYHBIX PEAKIHSX OBUIH IOTYYEHBI TOJNBKO IpU NPUMEHEHHH
KJIapUTPOMHMIMHA B JIEKAPCTBEHHOH (opMe «rpaHyibl JUls MPUTOTOBJIEHHS CYCIEH3HH JUIS
IpUeMa BHYTPb Y.

* CooOenns O JaHHBIX TOGOYHBIX PEAKIMSX OBUIH IMOJNYYEHBI TONBKO IIPU TIPUMEHEHHH
KJIapMTPOMMIIMHA B JIEKAPCTBEHHOH (popMe «TabJIeTKH, TOKPHITHIE IUIEHOYHON 000IOUKOM».
IlepenosupoBka

Cumnmompr: ipueM GOJIBIIOH 103bI KJIAPHTPOMUIIMHA MOXET BBI3BaTh CHUMIITOMBI HAPYIIEHHM
CO CTOPOHBI JKE€JTyI0YHO-KHIIEYHOTO TPAKTa.

Y omHOro mnamueHTa ¢ OMIONSAPHBIM pAacCTPOMCTBOM B aHAMHE3€ [OCJIE INpUeMa 8 T
KJIapUTPOMHUIIHHA OIMCAHBl H3MEHEHHS IICUXUYECKOTO COCTOSIHUS, MTapaHOUIaIbHOE MTOBEAEHHE,
TMIIOKAJTHEMHUS] U THIIOKCEMHS.

Jleuenue: Npy MePEIO3UPOBKE CIIENYET yAAIUTh HeabCOPOUPOBAHHBIN MpeNapar U3 JKeJlyI04HO-
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KHIIEYHOTO TpakTa (IPOMBIBAHHE JXKETy/Ka, IPHEM aKTHBHPOBAHHOTO YIJI M JP.) U MPOBECTH
CUMITOMATHYECKYIO Tepanuio. ['eMoauanu3 M NEpUTOHEAILHBIH [HAIM3 HE OKa3bIBAIOT
CYIIECTBEHHOTO BJIMSIHHS HAa KOHIIEHTPALMIO KIAPUTPOMHUIIMHA B CHIBOPOTKE, YTO XapaKTEPHO H
JUIsL IPyTHX IPENaparoB IPYIITHl MAaKPOJIUIOB.

B3aumoneiicTBHe ¢ APYrHMH JIeKapCTBEHHbIMH CPeICTBAMH

HDU.MEHGHZIE Cl1e0YVIOUUX npenapamos coMeCmHO C K1apumpOoMUYuHOM NPOMUBONOKA3AHO 6

CBA3U C B03MOACHOCMBIO PAZGUMUSL CEPLE3HBIX NODOYHBIX BCbeeh'mOG.'

Huszanpuo, numo3uo, mepghenaoun u acmemuson

[Ipy coBMeCTHOM npHeMe KIApUTPOMHIMHA C U3ANPUIOM, IIUMO3HIOM, TepheHa MHOM HIIHU
aCTEeMH30JI0M COO00IIATIOCh O MOBBIIEHHH KOHIEHTPALMH IMOCIEJHUX B IUIa3Me€ KPOBH, YTO
MOXET MPHUBECTH K YIIMHEHHIO MHTepBalta QT M MOSBIEHHIO CepeYHBIX apUTMHM, BKJIIOYAs
KEITYZI0YKOBYIO TaXUKap/IHI0, GUOPHILIAIHIO XKeTyJOYKOB M XKeTyJ0YKOBYIO TAXMKAPIHIO THIIA
«mupys1» (eM. pazzaen «IIpoTuBonokasaHusy).

Ankanouosl cnopsinbu

[TocTperrcTpanMoHHble  HMCCIEIOBAHHUS IOKA3bIBAIOT, YTO IPU COBMECTHOM IIPUMEHEHHH
KJIapPUTPOMHIIHA C 9PrOTAMHHOM HIIH JUTHIPOIPrOTAMHHOM BO3MOJXKHEI clieytomue 3G GeKTsl,
CBSI3aHHBIE C OCTPHIM OTPABJICHHEM IIpenapaTaMy TPYIIbI 3PrOTAMHHOB: COCYAMCTBIM CIa3M,
UIIEMHsT KOHEYHOCTEH M JIDYTMX TKaHeH, BK/IIOYas IEHTPAIbHYIO HEPBHYIO CHCTEMY.
OIHOBpeMEHHBIH NpHeM KIAPUTPOMHUIIMHA C AIKAIOWJAMH CIIOPBIHBM IIPOTHBONOKA3aH (CM.
pasznen «IIpoTuBonokaszanusy).

Muoa3zonam ona nepopansnozo npumernenus

IIpu coBMecTHOM MPUMEHEHHMH MHU/1a30j1aMa U KJIapUTPOMHUIIMHA B hopme Tabaetok (500 Mr aBa
pasa B JieHb) oTMevanochk yeenndeHne AUC muaaszonama B 7 pa3 mocie nepopaibHOro MpueMa.
OnHOBpEMEHHBIH NPUEM KJIAPUTPOMHIMHA C MHIa30J1aMOM JUIA HEPOPAIBHOIO MPHUMEHEHHS
IIPOTHBOIOKA3aH (cM. pazzen «IIpoTuBomnokazanus»).

Huzuoumopwr I’ MI'-KoA-pedykmaswt (cmamumboi)

OIHOBpeMEHHBIH  IpHEM  KJIAPUTPOMHIMHA C  JIOBACTATHHOM MM  CHMBAacTaATHHOM
NPOTHBONOKa3aH (cM. paszen «lIpoTHBomoOKa3aHusi») B CBA3M C TE€M, YTO JaHHLIE CTAaTUHBI B
3HAYMTEIBHOM CTeneHH Mertabonusupytores wu3odpepmentom CYP3A4, u  coBmecTHOE
NPUMEHEHHE C KJIaPUTPOMHMIUHOM IOBBIIIAET UX CHIBOPOTOYHBIE KOHIIEHTPAIIUH, YTO TIPHBO/IAT
K IOBBIIICHHIO PHCKA Pa3BUTHA MHOINATHH, BKIO4as pabmomuonn3. Coolmanock o ciaydasx
pabloMHONIN3a Yy TAlMEHTOB, NPHHMMABIIMX KJIAPUTPOMHIMH COBMECTHO C JAHHBIMH
npenaparamu. B ciydae HE0OX0AMMOCTH NpUMEHEHHs KIAPUTPOMHUIIMHA CIIEIYET MPEKPATHTh
IIPYEM JIOBACTATUHA WM CUMBAcTaTHHA Ha BPEMsI TEPAIIHH.

KiiapuTpoMHIIMH CllelyeT NPHMEHSTh C OCTOPOXKHOCTBIO MPH KOMOWHHPOBAHHOM TepamnuM C
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APYTUMH CTaTHHaMH. B ciydae HeE0OXOJMMOCTH COBMECTHOTO IIpHEMa pPEKOMEHIYeTCs
IIPHHUMATh HAUMEHBIIYIO 103y CTaTUHA. PeKoMeHIyeTcs MPUMEHSTh CTaTHHBI, HE 3aBHCSIIHE OT
metabommsma u3odepmenta CYP3A (manpumep, ¢uyBacratun). CiexyeT KOHTPOJIMpPOBATH
pa3BUTHE NPU3HAKOB U CUMIITOMOB MHOIIATHH.

JTomumanuo

OnHOBpeMEHHBIH NpHEM KIAPUTPOMHIMHA C JIOMHTAllMIOM I[IPOTHBOIOKA3aH M3-3a DHCKA
CYIIECTBEHHOTO IOBBINICHHsS AaKTHBHOCTH TpaHCaMHHa3 B II1a3Me KpOBH (CM. paszen
«ITpoTBONIOKA3aHUSY).

BiusiHue apyrux JICKapCTBCHHBIX IMPEMapaToB HA KJIAPUTPOMUIIUH

IIpenapatel, sBasromumecs HHAyKTOpamu u3opepmenta CYP3A (mampumep, pudammuiuH,
(ennToun, xapbamasenuH, peHobapOUTAI, 3Bepo0Oil MPOIBIPSBICHHBIH), MOI'YT HHIYIIMPOBAThH
MeTaboIM3M KJIApPUTPOMHIHHA. JTO MOXET NMPUBECTH K CyOTepaneBTHYECKOM KOHIEHTpALMH
KJIQPUTPOMHUIIMHA, YTO NPHUBOJUT K CHHOXKEHHUIO ero 3¢ ¢dexktuBHOCTH. KpoMe TOro, Heo6X0auMo
HabmoaaTh 3a KOHIEHTpanueid uHaykTopa m3odepmenta CYP3A B miasme KpoBH, KoTopas
MOXET IIOBBICHTbCS M3-3a MHrHOMpoBaHusi u3opepmenta CYP3A xmapurpomunmuom. [Ipu
COBMECTHOM IIpUMEHEHMHM pupabyTHHAa W KIAPHUTPOMHIIMHA HAOJIOJAIOCH IIOBBIIICHHE
IUIa3MEHHOW  KOHIEHTpauuu pudabyTMHa ¥ CHHXKEHHE CHIBOPOTOYHON KOHIEHTpPAIMH
KJIAPUTPOMHUIIMHA C TIOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEHTA.

Cnenyromue mnpenapaTsl 00NQJalOT JOKa3aHHBIM WMJIM IIPENOJaraéMbIM BIMSHHEM Ha
KOHIEHTPAIHIO KJIApPHTPOMHIIMHA B IIa3M€ KPOBH; B CIy4ae UX COBMECTHOTO NPHMEHEHHS C
KJIADUTPOMHUIIMHOM MOXKET MOTpeOOBaThCs KOPPEKLHMs 103 WIM IMEpexo]] Ha albTepPHATHBHOE
JIeYEHHE.

Jpasupens, nesupanuH, pugpamnuyur, pudpabymun u pugpanenmun

CuibHBIE HMHIYKTOpBI CHCTeMBI LUTOXpoma P450, Takne kak 5(aBHpeH3, HEBUpAIMH,
pudamnunus, pudabyTHH ¥ pHpaNeHTHH MOTYT YCKOPSTh MeTabOoJM3M KIAPUTPOMHUIIMHA H,
TakKUM 00pa3oM, NOHW)KaTh KOHIEHTPALUIO KIAPHTPOMHUIMHA B IUIa3ME€ H BMECTE C TEM
NOBBIATE KOHLEeHTpauuto 14-OH-knaputpoMunmHa — wmetaboHMTa, TaKKe SBISIOIIETOCS
MHKPOOHOJIOTHYECKH AKTUBHBIM. [Tockonbky MHKpoOHOI0rHYecKast AKTUBHOCTh
KJIapuTpoMHIHa U 14-OH-Kk1apuTpOMHIIMHA OTJIHYAETCS B OTHOLIEHHH Pa3IHYHBIX OaKTEpHi,
TepaneBTUYECKUH 5P HEKT MOKET CHHKATHCS IIPU COBMECTHOM MIPUMEHEHHUH KJIaPUTPOMHIIMHA U
UHIYKTOPOB (hepMEHTOB.

Impasupun

KonnenTpanus Ki1apuTpOMUIIMHA CHH)KAETCSI IPH UCIIOJIb30BAHUH 3TPABHPHHA, HO MOBBIIIAETCS
KOHLEHTpAalUs akTHBHOro Metabomura 14-OH-knaputpomunmua. Ilockonbky — 14-OH-
KJIapMTPOMHUIIMH 00J1a/1a€T HU3KOH aKTHMBHOCTBIO M0 OTHOIICHHIO K HHpeKIHsIM Mycobacterium
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avium complex (MAC), MokeT MEHSATBCS 001Ias aKTHBHOCTh B OTHONIEHHH 3THX BO30YIMTEIEiH,
nosromy Juis iedyenuss MAC cinenyet paccMaTpuBaTh allbTEPHATHBHOE JIEYEHHE.

Dnaykonazon

CosmecTHbIH pueM ¢uryKoHa3oma B 103¢ 200 Mr exeIHEBHO U KIApUTPOMUIIMHA B 103e 500 Mr
JBa pasa B J€Hb y 21 310poBoro 100poBOJIBIA MPHBEN K YBEIHYEHHIO CPEJHETO 3HAYECHHS
MHHHUMAJIbHOM PaBHOBECHOW KOHUEHTpauuH KIapuTpoMHUIHHA (Cmin) 1 AUC Ha 33 % u 18 %,
COOTBETCTBEHHO. IIpn 5TOM COBMECTHBI IpHEM 3HAYMTENBHO HE BIHMAI HA CPETHION
PaBHOBECHYIO KOHIEHTpALUIO aKTUBHOro Merabomuta 14-OH-xnapurpomunmna. Koppekumus
J103b1 KJIAPUTPOMHMIIMHA B CIIy4ae COIyTCTBYIOLIEro mpueMa ¢IiykoHasola He TpeOyeTcs.
Pumonasup

DapMaKOKHHETHYECKOE MCCIIEJIOBAHHE MOKA3aJl0, YTO COBMECTHBIH IPUEM PUTOHABHPA B J103€
200 Mr kax/aple BOCEMb 4acOB M KJIapHTPOMHIMHA B 103¢ 500 Mr Kaxable 12 4acoB IpuBen K
3aMETHOMY TOJABJICHUIO MeTaboinM3Ma KJIAapUTpoMUIMHA. [Ipu coBMecTHOM mpHeMe
putoHaBUpa Cmax KJIapUTPOMHIMHA yBenuniach Ha 31 %, Cmin yBennmunaack Ha 182 % u AUC
yBeuniack Ha 77 %. B0 0TMEUeHO NpaKTHYECKH IOJIHOE [o/1aBjieHre o0pa3oBanus 14-OH-
KJIAQDUTPOMMIMHA. braromaps IIMpoKoMy TepaneBTHYECKOMY AHAna3oHy KJIAPUTPOMHIMHA
YMEHBIICHHE €ro JI03bl y MAllMEHTOB C HOPMaJIbHOM mnoyeuyHoW (yHKIuMed He Tpebyercsa. Y
NAIIMEHTOB C MOYEYHOM HEOCTATOYHOCTBIO 1I€J1ECO00PAa3HO PaCCMOTPETh CIIEAYIOIINUE BapHAHTHI
koppekiun 103el: Ipd KK 30 — 60 Mu/MuH 1032 KJIapUTPOMHUIMHA J0/DKHA OBITH YMEHBIIEHA
Ha 50 %. PuronaBMp He cleqyeT COBMECTHO NPHHHMATh C KIAPUTPOMHIMHOM B J03aX,
IPEBBIMNAIOMUX | I//1eHb.

CxomHble KOPPEKIMH /103 JOJDKHBI PacCMaTpPHBATBCS y MALMEHTOB CO CHHUXKEHHOM (QYHKIHMEH
MOYEK, €CJIH pPHUTOHABHD MCIOJIB3YeTCs KaK (papMaKOKMHETHYECKHH «YCWIHTEIb)» IpH
NPUMEHEHUH JIPYTUX MHTHOMTOpOB mpoteasbl BUY, Biitouas ata3aHaBHp M CakBHHABHUD (CM.
nozapasen «/IByHanpaBieHHOE B3aUMOICHCTBHE JIEKAPCTBY).

eiicmeue K1apumpoMuyuHa Ha opyzue JICKAPCMBEeHHble npenapantvl

Anmuapummuyeckue cpedcmea (XUHUOUH U OUZONUPAMUO).

B03MOXHO BO3HHKHOBEHHE JKEIyJOYKOBOW TaXHMKapAHH THIIA «IHPYIT» IIPH COBMECTHOM
NPUMEHEHHU KJIApUTPOMHUIIMHA ¥ XWHUIMHA WM qu3onupamuia. [Ipu oqHOBpeMEeHHOM mpueMe
KIapUTPOMHMIIMHA C OTHMH IIpenapataMd ClelyeT peryJsipHO IpPOBOJHUTH KOHTPOJIb
SJICKTPOKapAHOrpaMMbl Ha TpeaMeT yBenuueHus wuHTepBata QT, a Takke cueayer
KOHTPOJIMPOBAThL CHIBOPOTOYHBIE KOHIIEHTPAIIMH 3THX IIPEIaparos.

[Ipu mocTperucTpallnoHHOM IPHMEHEHHH COOOIIAIOCH O CIIydYasX Pa3BHTHS THIIONTAKEMHH IIPH
COBMECTHOM IpHEME KIApUTPOMHUIIMHA H JAu3onupampzia. HeoOXoaumMo KOHTpOIMpOBAaTh
KOHLICHTPALIMIO TJIIOKO3bl B KPOBHM IPH OJHOBPEMEHHOM IPUMEHEHHH KJIAPUTPOMHIMHA H
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JIU30MHpaMHUa.
Ilepopansusie 2unoznukemuyeckue cpedcmea/uncyun

IIpu coBMecTHOM IpUMEHEHHH KIAPHTPOMHIIMHA U [IEPOPATBHBIX THIIONTHKEMHYECKHX CPEICTB
(Hampumep, TPOM3BOJHBIE CYIb()OHUIMOYEBHHBI) HW/WIM MHCYIHMHA MOXET HabOI0IaThes
BBIDQJKEHHAs TMIOrIHKeMHs. OIHOBPEMEHHOE NMPHMEHEHHE KIapPHTPOMHIMHA ¢ HEKOTOPHIMH
TUIIOTIMKEMUYECKUMH  IpeTiapaTaMH (HalpuMep, HaTerJIMHH, MHOTIIMTAa30H, PENaridHU H
POCHITIMTA30H) MOXET NPUBECTH K HHTHOMpoBanuio n3odepmenta CYP3A KIapuTpOMHIIHHOM,
B pE€3yJIbTaTe YEro MOXKET Pa3BUTLCS THIIOTIMKEMHUS. PekOMeHayeTcs TIaTelbHBbIH KOHTPOIb
KOHIEHTPAI|H TJTFOKO3bI.

Bzaumooeiucmeus, o6ycnoenennsie uzopepmenmom CYP3A

COBMECTHBI IpHEM KIAPHTPOMHIIMHA, KOTOPBIA, KaK H3BECTHO, MHTHOMpYeT H30(epMeHT
CYP3A, u npenapaToB, mepBH4HO MeraGoimsupyromuxcs uzopepmentom CYP3A, moxer
aCCOLMUPOBATECST ¢ B3aMMHBIM IIOBBIIIEHHEM HMX KOHUEHTPALMHA, YTO MOXKET YCHJIMTH HIIH
NPOATIUTh KaK TEparneBTHYECKHE, Tak M 10004Hble 3¢ ¢ekTel. KiapuTtpoMuunuH cieayer c
OCTOPOXKHOCTBIO IIPUMEHSATh MAlHEHTaM, IOJIyYaloUIMM Ipenaparhl, sSBISIOIHecs cyocTpaTaMu
uzopepmenta CYP3A, 0coOeHHO ecid OSTH mpenaparbl HMEIOT Y3KMil TepaneBTHYEeCKHMii
JWanasoH (HampuMep, KapOamasenuH), W/WIH HWHTEHCHBHO METa0OIM3HUPYIOTCS 3THM
depmenTom. B crmyyae HEOOXOAMMOCTH JOJDKHA MPOBOAMTHCS KOPPEKIHMsS 03bI Hpenapara,
INPUHAMAEMOTI0 BMECTE C KIAPUTPOMHIMHOM. Takike, 0 BOZMOXHOCTH, JOJDKEH MPOBOJUTHCS
MOHHUTOPUHT CHIBOPOTOYHBIX KOHUEHTpPAlMH IpernapaToB, NEPBHYHO MeETabOIM3HPYIOLMIMXCS
uzopepmentom CYP3A.

Metabonusm  crienyrommx IpernapaToB/KIAacCOB OCYLIECTBISIETCS TeM e H30()epMEHTOM
CYP3A, uyro u MeTaboiu3M KIApHTPOMUIIMHA, HApUMeEp, allpasolaMm, KapbaMmaseluH,
[UJIOCTA30J, LHKJIOCIIOPHH, JW30NHMPAaMHJ, METHINPEIHU30JI0H, MHIAa30JIaM, OMEINpasol,
nepopalibHble aHTHKOAryJISHTHI (Hanmpumep, Bapdapus, puBapokcabaH, anukcadaH), aTHIIHYHbIE
AHTHIICUXOTHYECKHE CpeICTBa (HampuMep, KBETHANMH), XHHUAWH, pudadyTuH, cuiaeHadu,
TaKpoJMMYC, TpHa3ojdaM U BHHOnacTuH. Taxke k aronucram usopepmenta CYP3A oTtHocsATCS
Clielylolie  Mpenaparhl,  INPOTHBOIOKA3aHHbIE K  COBMECTHOMY  INPHMEHEHHIO  C
KJIAQpUTPOMHULIMHOM: aCTEMH30J1, IIU3aNpul, MUMO3H/], TepdheHa uH, JOBaCTaTUH, CHMBACTATHH H
QIKaJOUABl  CIOPBIHBU (cm. pasgen  «lIpoTtuBomokazaHusny). K mpenaparawm,
B3aMMO/JICUCTBYIOIIMM MOAOOHBIM 00pa3oM dYepe3 JApyrue H30(pepMeHTbl B PaMKaX CHCTEMBI
uutoxpoma P450, oTHOCATCS eHUTOMH, TEOQUIUTHH M BaJIbIPOEBask KMCIOTA.

Henpambie anmuxoazynanmei

[Ipu coBmecTHOM mpueme BaphapHHa W KIAPUTPOMHIMHA BO3MOXHO KPOBOTEYEHHE,
BeIpakeHHOe yBenuyenne MHO wu mporpombuHOBOro Bpemenu. B ciyuae coBmecTHOro
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NPUMEHEHUs. C Bap(papMHOM HIM JPYTHMH HENpPSAMBIMH AHTHKOATYJISHTAMH HE0OXO0IMMO
KoHTpospoBath MHO u npoTpoMOHHOBOE BpeMsi.

Ilepopansnsie anmukoazyianmot npamozo oetlicmeus

[lepopabHblii aHTHUKOAryJISHT TNPSIMOrO JEHCTBHs JaburaTpaH sBiseTcs cyOcTpaToM s
s dmokcHoro Genka-nepeHocuynka P-rimkonporenna (P-gp). Pupapokcaban M ammkcabaH
MeTabomM3upyroTes ¢ ydactueM m3opepmenta CYP3A4 u takke sBistoTcs cyGeTpaTaMu uis P-
gp. Cienyer cobmoaaTh 0CTOPOKHOCTH MPH OJHOBPEMEHHOM MPUMEHEHHH KIAPUTPOMMIIHHA C
JIaHHBIMH TIpENapaTaMH, OCOOEHHO y IMAI[MEHTOB C BBICOKHM DPHCKOM KpPOBOTEYEHHMs (CM.
paszennl «C 0cTOpoKHOCTBIO» U «Oco0ble yKa3aHHs»).

Omenpazon

Knaputpomumun  (mo 500 Mr kaxable 8 YacoB) HCCIENOBAICA Yy 3A0POBBIX B3POCIBIX
100poBOJIbIEB B KOMOMHAIMH ¢ oMmenpasoioM (mo 40 Mmr exenneBHo). IIpu coBMecTHOM
NPUMEHEHUH KIApPUTPOMHMIIMHA M OMENpa3oja PpaBHOBECHBIE IUIa3MEHHbBIC KOHIEHTpPAIIMU
omenpasona ObutH yBenudeHbl (Cmax, AUCo24 1 Ti2 yBemuummics Ha 30 %, 89 % u 34 %
coorBeTcTBeHHO). Cpennee 3Hauenne pH ixenmynka B TedeHwe 24 4acoB COCTaBHIIO 5,2 IpH
IpHeMe OMeNpas3oiia B OTAEJBHOCTH M 5,7 TNpH IpHEeMe OMempas3ojia COBMECTHO C
KJIAQPUTPOMUILIUHOM.

Cunoenagpun, maoanaghun u eapoenagun

Kaxapii u3 stux MHrHOHTOpOB (ochommdcrepassl MeTabonu3upyeTcs, 110 KpaiHel Mepe,
yacTiyHo ¢ ydactieM m3odepmenta CYP3A. B 1o xe Bpemss m3opepment CYP3A moxer
MHIHOMPOBAThCS B IPUCYTCTBUH KIapuTpomuiHa. COBMECTHOE IPUMEHEHHE KJIAPUTPOMHUIIMHA
¢ cuineHapuiaoM, TagataduIOM WIH BapAeHAGHIOM MOXET IPHUBECTH K YBEIMYECHHIO
MHTHOMpYIOIero Bo3zleicTBHs Ha Qocdommudctepasy. IIpu NpHUMEHEHMH STHX IpenapaToB
COBMECTHO C KIAPUTPOMHIIMHOM CJIEIYyeT PacCMOTPETh BO3MOXXHOCTH YMEHBIIEHHS J03bI
cuiaeHaduia, Taanaduia u BapaeHaduia.

Teogpunnun, kapoamazenun

IIpy cOBMECTHOM NPHMEHEHUH KJIAPUTPOMHIMHA U TeOGHUTHHA MM KapbaMaselmrHa BO3MOXKHO
TMOBBILIEHHE KOHIIEHTPALMH JaHHBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[lepBruHBIi METab0IM3M TOITEPOANHA OCyIIecTBIseTCs Yepe3 2D6 uzopopmy muroxpoma P450
(CYP2D6). Onmnako B dyacTH mOmy/isuWH, JHuieHHOH wu3odepmenta CYP2D6, merabommsm
npoucxoaut 4yepes uzopepment CYP3A. B s1oit rpynne HaceneHus mojasieHue u3odhepMenTa
CYP3A npuBOIUT K 3HAUHTENIBHO (0JIee BBICOKMM KOHIEHTPALUSIM TOJITEPOIMHA B CHIBOPOTKE.
B nomynsumm ¢ HM3KHM ypoBHeM Mertabonu3ma depe3 wu3zopepment CYP2D6 moxer
noTpeOOBaThC CHHXKEHME JI03bl TOJNTEPOJMHA B TNPUCYTCTBHH HHTHOMTOPOB H30(epMeHTa
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CYP3A, Takux xaK KJIapUTPOMHIIMH.

benzoouazenunvt (nanpumep, annpazonam, mudasonam, mpuaszonam)

IIpn coBMecTHOM NpuMeHeHHMH MHa30amMa W TabJIeToK KiapuTpomuuuHa (500 Mr 1Ba pasa B
AeHb) ormevanoch yBenuuenne AUC Muznasonama: B 2,7 pasa 1ocje BHYTPHBEHHOTO BBEICHHS
MHJa3onama. Ecid  BmecTe ¢ KJIapUTPOMMIMHOM [PHUMEHSETCSs BHYTPUBEHHas (opma
MyJasojlama, CJIeIyeT THIaTeJIbHO KOHTPOJIMPOBATh COCTOSHHE IalMeHTa Ui BO3MOKHOM
KOPPEKLHH /103bl. BBe/IeHHE J1eKapCTBEHHOTO Ipernapara yepes CIM3UCTYIO 000I04Ky MOJOCTH
pTa, KOTOPOE JaeT BO3MOXHOCTh OOOHTH IPECHCTEMHYIO OIMMHHAIMIO JIeKapCTBEHHOTO
npenapara, CKOpee BCEro, MPUBEAET K B3aMMOJIECHCTBHIO AHAIOTMYHOMY TOMY, KOTOPOE
Ha0JII0/1aeTCs P BHYTPUBEHHOM BBEICHHH MHU/1a30J1aMa, a He [IPH [EePOPATLHOM IpHEME.
Takue e Mepbl NMPETOCTOPOKHOCTH CIEAYeT NPUMEHATh M K JPYIUM OeH30IHa3elHHaM,
KOTOpble MeTabom3upyrores n3opepmentom CYP3A, Bkioyas Tpuasonam u anmpaszonam. Jlis
O€H30/1Ma3eNMHOB, BBIBEJICHHE KOTOPBIX He 3aBHCHT OT m3odpepmenta CYP3A (temasemawm,
HUTpasenaMm, JiopasenaMm), MAaJOBEPOSTHO KIWHHYECKH 3HAYMMOE B3aUMOJEHCTBHE C
KJIApUTPOMULIUHOM.

IIpx coBMECTHOM NpPHUMEHEHHMH KIAPUTPOMHIIMHA M TPHA30jaMa BO3MOXHO BO3JEHCTBHE Ha
HEeHTpalbHYy0 HepBHYIO cucteMy (ILIHC), HanpuMmep, COHIIMBOCTh M CITyTaHHOCTH CO3HaHMA. B
CBSA3H C OTHM, B CJy4ae COBMECTHOIO NPHUMEHEHHS, PEKOMEHIYETCs CIEIHUTh 3a CHMIITOMAMHU
Hapymenus [[HC.

Bzaumooeiicmeus ¢ Oopyeumu npenapamamu

Konxuyun

Konxuumn sBinserca cyberparom kak u3ogpepmenta CYP3A, tak u Genka-nepeHocumka, P-
riaukonporenHa (P-gp). M3BecTHO, 4YTO KIAPUTPOMHMIMH W JPYTrHe MAaKpOJIMABI SBJISIOTCS
uHruouTopamu uzopepmenta CYP3A u P-gp. IIpu coBMECTHOM mnpHeMe KIapUTPOMUIIMHA H
KOJIXMIMHA MHTHOMpoBanue P-gp n/mmm uzopepmenta CYP3A MOXeT MPHUBECTH K YCHIEHHIO
JEACTBUS KOJIXHIIMHA. 3aperHCTPHPOBAHBI IOCTPETHCTPAIMOHHBIE COOOMIEHHS O CIydasx
OTPaBJICHUS KOJXHMIMHOM IIPH €ro OJHOBPEMEHHOM IIpPHEME C KJIAPUTPOMHIMHOM, dYalle Y
MOXXUJIBIX IMAIMEHTOB C MOYE€YHOM HENO0CTATOYHOCTBIO. Kak coolmianock, HEKOTOphIE CIIydau
3aKaHYMBAIKCH JICTAIBHBIM HMCX0J0M. OJHOBpEMEHHOE NpPUMEHEHHE KIAPUTPOMHUIIMHA H

KOJIXHIIMHA IIPOTHBOIIOKA3aHO (cM. pa3zzen «[IpoTHBomoKa3anus»).
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Juzoxkcun

[Ipeanonaraercs, 4ro AUroKcHH sBiseTcss cyoerpatom P-gp. M3BecTHO, 4TO KIAapHTPOMMIIHH
uHruoupyet P-gp. IIpu coBMecTHOM mpHeMe KIapUTPOMHIMHA U AUTOKCMHA MHIMOMpoBaHue P-
gp  KIAapUTPOMHMIMHOM  MOXET TIPHBECTH K  YCWICHHIO  JEHCTBHS  JUIOKCHHA.
[TocTpericTpanMoOHHBIE HCCIIEOBAaHUS IOKAa3ald, YTO COBMECTHBIM MpPHEM JUTOKCHHA H
KIAPUTPOMHIIMHA TaK)K€ MOXET IPUBECTH K IOBBIIIEHHIO CHIBOPOTOYHOW KOHIIEHTPALMH
JIMTOKCHHA. Y HEKOTOPBIX MAIMEHTOB OTMEYAIMCh KIMHHYECKHE CHMIITOMBI OTpaBJIEHMS
JUTOKCHHOM, BKJIIOYas MOTEHIMAIbHO JIETalbHble apUTMUHU. [IpH coBMecTHOM mpHeMme
KJTAapUTPOMHUIIMHA U JIMTOKCHHA CJIEAYET TIIATEJIbHO KOHTPOJIUPOBATh KOHIICHTPAIIMIO TUTOKCHHA
B CBIBOPOTKE.

3uoosyoun

OnHoBpeMeHHBIH NpHeM TabIeTOK KIAPUTPOMHIMHA M 3HAOBYAWHA MEPOPATHLHO B3POCIBIMH
BUY-un)UUMpPOBaHHBIMH  NAlMEHTAMH MOXXET [PHBECTH K CHHJKEHHIO paBHOBECHOM
KOHIICHTPALUH 3U/I0BYIHHA.

[TockoyIbKy KJIapUTPOMHMIMH BJIMSET Ha BCAChIBAaHHE 3HJOBYIMHA IIPU ME€POPATHHOM IIPHEME,
B3aUMOJIEUCTBHS MOXXHO B 3HAYMTEIBHOW CTeNEeHU H30exaTh, NMPHHUMAs KIAPHUTPOMHIIHH H
3UJIOBY/IMH C HHTEPBAJIOM B 4 yaca.

ITonobnoro B3ammoneicTBus He Habmogamu y BUY-HHOHIMPOBAHHBIX JIeTel, PHHUMABIINX
JETCKYIO CYCIIEH3HIO KJIapHTPOMHUIHMHA C 3UIOBYJIUHOM MIIH JH/I€30KCHHHO3UHOM. [TocKOIBKY
KJIAPUTPOMMIIMH MOXET IPENATCTBOBATh BCACBIBAHHMIO 3UIOBYJAHMHA INPH HX OJHOBPEMEHHOM
IpHEME BHYTPb Y B3pPOCJBIX IAlMEHTOB, M0J00HOE B3aUMOJECHCTBHE BPSAI JTH BO3MOXKHO IIPH
UCII0JIb30BAHUH KJIAPUTPOMHUIIHA BHYTPUBEHHO.

DeHumouH u 6a16nNPoe6as KUCI0ma

Mmerorcs naHHBle O B3aMMOJEHCTBUSX HWHrHOMTOpoB u3opepmenta CYP3A (Bkmouas
KJIApPUTPOMHIIMH) C IpernapaTaMH, KOTOpble He MeTa0OIU3UPYIOTCS ¢ MOMOIIBIO H30(hepMeHTa
CYP3A (peHHTOHMHOM M BaJbIIpOeBO# KUCIOTOM). [/ TAaHHBIX MpenapaToB, IPH COBMECTHOM
NPUMEHEHHH C KIAQPUTPOMHUIIMHOM, pPEKOMEHIYETCs OIpeJelieHHe WX CBHIBOPOTOYHBIX
KOHIICHTPAIlMM, TaK KaK UMEIOTCS COOOIEHHS 00 UX MOBBIIICHUH.

ﬂeyﬂanpaeﬂeynoe 83aumooelcmeue Jlekapcme

Ama3zanagup

KniapuTpoMHIIMH ¥ aTa3aHaBHp SBISIOTCS Kak cyOCTpaTaMu, TaK ¥ HHTHOUTOpaMH U30(epMeHTa
CYP3A. CymecTByeT CBHIETENBCTBO ABYHAIPABICHHOTO B3aHMOJIEHCTBHS 3THX IIPENaparoB.
CosmecTHOe npuMeHeHne KiaapuTpomunusa (500 Mr aBa pasa B JIeHb) U arasaHaBupa (400 mr
OJIMH pa3 B JIEHb) MOXKET IIPHBECTH K JABYKPATHOMY YBEIMYEHHIO BO3/ICHCTBUS KJIAPUTPOMHUIIMHA
U yMeHbIIeHHIO Bo3aekcTBus 14-OH-xnaputpomunmua Ha 70 %, ¢ yBemmuenumem AUC
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arazaHaBupa Ha 28 %. bnaronaps IMpOKOMY TepaneBTHYECKOMY IHMANa3OHy KJIApUTPOMHUIIHHA
YMEHBIICHHE €ro J03bl y NAalMEHTOB ¢ HOpPMaIbHOH (QyHKIMel modyek He Tpebyercs. Y
NallMeHTOB C YMEpPEeHHOM modyeuyHod HexocrarouHocThio (KK 30 — 60 ma/mMunH) 103a
KJIApUTPOMMIIMHA JI0JDKHA ObITh yMeHbIneHa Ha S50 %. Y nammentoB ¢ KK menee 30 mu/mMuH
A03y KJIAPUTPOMHIIMHA CIE€AYET CHU3UTH Ha 75 %, MCHOJIB3Ys ISl 3TOTO COOTBETCTBYIOIIYIO
JIEKapCTBEHHYIO GOpMYy KJIapUTpoMHIuHA. KinapuTpoMHunuH B 103ax, npessimaromux 1000 Mr B
CYTKH, HEIIb35 IPHMEHATH COBMECTHO C HHTUOUTOPAMH MpOTEas3.

brokamoper «meonennbixy Kanbyuesvix KaHAN06

[Ipu 0JHOBpeMEHHOM NPUMEHEHUH KJIAPUTPOMHIIMHA H GJIOKATOPOB «MeUIEHHBIX)» KaTbI[HEBBIX
KaHaJIOB, KOTOphle MeTabommu3upytoTcss u3opepmentoM CYP3A4 (manpumep, Bepamamm,
aMJIOJIUIIHH, JMJITHA3eM), CJIEAyeT COOMI0AaTh OCTOPOJKHOCTB, MOCKOJBKY CYIIECTBYET PHCK
BO3HHKHOBEHHS apTEpHaIbHOH TIunoTeH3uu. Il1a3MeHHble KOHIEHTpAlMH KIApUTPOMHIIMHA,
TaKXKe KaK M OJIOKaTOpoB «MEUICHHBIX» KaJbLMEBBIX KaHAJIOB, MOTYT MOBBILATECS IIPH
OJTHOBPEMEHHOM IIPUMEHEHHMH. ApTepUaibHas THIOTEH3Hs, OpaadapuTMHs H JIAaKTOAIHI03
BO3MOXHBI IIPH OJJTHOBPEMEHHOM IpUEME KJIAPUTPOMHIIMHA M BeparaMuia.

Hmpaxkonaszon

KyapuTpOMHIIMH M HTpakoHa30] SBISIOTCS CyOCTpaTaMH W WHTHOMTOpaMH H30(epMeHTa
CYP3A, 4rto ompenenseT ABYHANpaBlIeHHOE B3aWMOJEHCTBHE IpenaparoB. KiapuTpoMHIMH
MOXXET MOBBICHTh KOHLEHTPALUIO UTPAKOHA30J1a B IIa3Me, B TO BpeMsi KaK HTPAKOHA30JI MOKET
IIOBBICHTh  IIJIA3MEHHYIO KOHIICHTPALMIO KJIAPUTPOMHUIMHA. [lal[MeHTOB, OIHOBpPEMEHHO
NPUHAMAOIIUX UTPAKOHA30J1 U KJIAPUTPOMHIIMH, CJIeIyeT TIIATeIbHO 00CIe10BaTh Ha HAIHYHE
CHMIITOMOB YCHJICHHMs HJIM YBEIMYCHHUS JUIMTEIBHOCTH (apMakoiornueckux 3GeKToB 3THX
Ipernaparos.

Cakeunagup

KiapuTpoMHMIIMH M CaKBUHaBHp SBISIOTCS cyOcTpataMd W HHIHOMTOpamMHM H30(epMeHTa
CYP3A, 4ro ompenesnser IByHaNpaBlIeHHOE B3auMoJeicTBHe TpenapaToB. OJHOBPEMEHHOE
npuMeHeHHe KiapurpomunuHa (500 Mr gBa pa3a B J€Hb) U CaKkBHHaBUpa (B MSATKHX
JKeJTaTUHOBBIX Karcynax, 1200 Mr Tpu pa3a B ieHb) Y 12 370pOBBIX TOOPOBOJIBIEB BBI3HIBAJIO
yBenmuenrne AUC u Cmax cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPaBHEHHH C
npueMoM cakBuHaBHpa B OTAENBHOCTH. 3HadeHHs AUC U Chpax KIApUTPOMHIMHA OBLIH
npubmm3uTensHo Ha 40 % BbIIe, YeM IIPH MOHOTEPAIHH KJIapUTPOMHIMHOM. I[Ipu coBMeCTHOM
INPUMEHEHHMH 3THX JIByX IIpEnapaToB B TEYCHHE OrPAaHMYEHHOIO BPEMEHH B J103aX/COCTaBax,
yKa3aHHBIX BBIIIE, KOPPEKIMs 1036l He TpebyeTcs. Pe3ynbraTsl Hcciaeq0BaHus JTeKapCTBEHHBIX
B3aUMOJICHCTBUI C MCIOJIb30BaHMEM CaKBHHABUPA B MATKHX JKEITATHHOBBIX KarCyJlaX MOTYT HE
COOTBETCTBOBaTh 3(dexTam, HaONOTAaEMBIM IPH NPUMEHEHHH CaKBHHABHpPAa B TBEPIbIX
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KeJIAaTHHOBBIX Karcynax. Pe3ynbraTel HMcciIel0BaHHs JIEKapCTBEHHBIX B3aWMOJIEHCTBHH IIpH
MOHOTEpaliy CaKBUHABUPOM MOIYT HE COOTBETCTBOBATh 3(deKraM, HabIOgaeMbIM IIpH
Tepalui CaKBUHABMPOM/PUTOHABHPOM. [IpH npreMe cakBHHAaBHpa COBMECTHO C PUTOHABHPOM
ClIeTyeT yYUTHIBATh MOTEHIMAIbHOE BIHSHHE PUTOHABUPA HA KJIAPUTPOMHIIUH.

Ocobble ykazanus

JlnuTenbHBI  NpHeM aHTHOMOTHKOB MOXKET MpPUBOJMTH K OOpa3’OBAHHMIO KOJIOHHH ¢
YBEJIMYEHHBIM KOJIHYECTBOM HEYYBCTBHTEIbHBIX OakTepuit u rpuboB. [Ipu cynepunpexmuu
HEeO0OX0MMO Ha3HAYHUTH COOTBETCTBYIOIIYIO TEPAITHIO.

HasHauenne KIapuTpOMHMIIMHA O€peMEHHBIM JKEHINMHAM JOJDKHO IIPOBOJAMTBCS  IpH
TIIATEJIbHOM OLIEHKE COOTHOIIEHHUS PUCKA U N0JIb3bI, 0COOEHHO B TEUEHHE MIEPBBIX TPEX MECSIIEB
OepeMEeHHOCTH.

IIpy mpumeHeHHM KJIAPUTPOMHMIMHA COOOINATIOCH O MEYEHOYHOM AUCHYHKIUH (MOBBILIEHHE
AaKTUBHOCTH I€YEHOYHBIX (EPMEHTOB B KPOBH, I€NaTOLEIUIIOJISPHBIA H/WIHM XOJIECTaTHYECKHH
renaTuT ¢ XKeATyXoW uian 0e3). [leueHounas auchyHKIUS MOXET OBITh TSIKEIOM, HO OOBIYHO
ABJIgeTCs 00paTUMOH. VIMeloTcs cirydan e4eHOYHON HEeOCTaTOYHOCTH C JIETAILHBIM HCXO0M,
IJaBHBIM 00pa3oM, CBs3aHHbIE C HAJMYMEM CEPhEe3HBIX COMYTCTBYIOLIMX 3a00JI€BaHUM H/MIIH
OJTHOBPEMEHHBIM IIPUMEHEHHEM JIPYTUX JIEKAPCTBEHHBIX CpeACTB. [IpH MOSIBICHUHU MPH3HAKOB K
CHMIITOMOB Ie€llaTHTa, TAKMX KaK aHOPEKCHs, KeITyXa, IOTEMHEHHE MOYH, 3y, 00Je3HEHHOCTh
JKMBOTA IIPH NaJIbIIALMH, HEOOXOUMO HEMEJICHHO IPEKPATUTh TEPAITHIO KIAPHTPOMHUIIHHOM.
Ilpy nanuuum XpoHMYECKHX 3a00NeBaHHM I€YeHH HEOOXOJUMO IPOBOIUTH pETYJISPHBIA
KOHTPOJIb PEPMEHTOB CHIBOPOTKU KPOBH.

Ilpn neyeHMH NpaKTUYeCKH BCEMH AaHTHOAKTEPHAIbHBIMH CpEJICTBAMH, B TOM YHCIIE
KJIapUTPOMHIIMHOM, OIMCAHbI CTy4aH NCeBIOMEMOPaHO3HOTO KOJIHUTA, TSHKECTh KOTOPOTO MOYKET
BapbUPOBATHLCS OT JIETKOH JI0 yrposKaromen xu3Hu. [Ipu  JreyeHun PaKTHYECKH BCEMH
aHTHOAKTEpUAIBHBIMU IIpeNapaTaMH, B TOM 4YHCJIE KJIAPUTPOMHIMHOM, OIHKCAHBI CIIydYau
Clostridium difficile - acconMUpOBaHHO#N THapeH, TSHKECTh KOTOPOH MOXKET BAPLHUPOBATHCS OT
JIETKOM JIHaped 10 YrpOoXKaroIEro »XHM3HH KOJIMTa. AHTHOAKTepHalbHBIE INpenapatbl MOTYT
W3MEHHUTh HOPMAaIBHYIO MHKpOQJIOpY KHIIEeYHHKa, 4yTo MoxeT npuBectd kK pocty C.difficile.
IIceBnomembpano3HbIi KOMMT, BbI3BaHHbIH Clostridium difficile, He0GX0IMMO 11003pEBATH Yy
BCEX MAIMEHTOB, Y KOTOPBIX IIOCIE€ NPHUMEHEHMs aHTHOAKTEpHATBHBIX CPEJICTB pa3BHIIACH
muapes. Ilocie mpoBeneHuss Kypca aHTHOMOTHKOTEpalmMH  HEOOXOJMMO — TINATEIBHOE
MEIMLIUHCKOe  HabmoaeHme  3a  nandeHToM.  ONHCHIBAIMCH — Cllydad  pa3BUTHsA
TICEBJIOMEMOPaHO3HOIO KOJIMTA CITyCTs 2 MecsIa MocJie IpueMa aHTHOMOTHKOB.

[Ipu neyeHnM MakpoIHIaMH, BKIOYas KIAPHTPOMHINH, HaOIIOIANI0Ch YUIMHEHHE CepAEYHOM
penonspusanud ¥ uHTepBata QT, BBI3bIBasE pPHCK pPa3BUTHS CEPIACYHOM apUTMHU H
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KeITyZI0YKOBOM TaxMKapIu¥ THHa «mupysT» (cM. pasgen «[loGounoe neictBue»). Tak kak
CICIYIOIHe CHUTyallHh MOTYT HPHBECTH K YBEJIHYCHHIO DPHCKA paA3BHTHS JKEIYIOYKOBBIX
apUTMHi (B TOM YHCIIE JKETyZOYKOBOH TAXHKApIHM THINA «IIHPY3T»), TO KIAPUTPOMHUILHH He

JAOJDKEH NPUMEHATHCS Y CIICAYIOIHNX KaTeropnﬁ IMalMUCHTOB:

. y HallMEHTOB ¢ THIIOKaIHeMuel (cM. paszaen «IIpoTuBomokasanus»);
. y HAllMEHTOB ¢ THIIOMarHueMuei (cM. pasznen «IIpoTuBonokasanusy);
J OJTHOBPEMEHHO€  Ha3HAY€HHE KJIAPUTPOMHIMHA C aCTEeMH30JI0M, [H3AIPHIOM,

IIMMO3HUJIOM ¥ TeppeHaINHOM IPOTUBOIIOKA3aHO (cM. pasaen «[IpoTHBOmOKa3aHMs»);

. y MalMEeHTOB C BPOXIEHHBIM MM IMPUOOPETEHHBIM 3apEerHCTPUPOBAHHBIM YTHHEHHEM
uHTepBaa QT wmiM HadMumeM OKeNyJOYKOBOM apUTMHH B aHamHe3e (CM. paszeln
«[IpoTuBOnIOKA3aHUSAY).

- KJIQPUTPOMMIIMH JIOJDKEH IPHMEHSATBCS C OCTOPOXKHOCTBIO Y CJEIYIOIIHUX KaTeropuit
HaI[HEHTOB:

. y TMaunueHToB ¢ HieMudeckoi Oone3nbto cepaua (MBC), Tsokenoi cepaedHoi
HEJI0CTaTOYHOCTHIO, HAPYIIEHUSAMH [TPOBOAMMOCTH MM KJIMHUYECKH 3HAYUMOHN OpaauKapInei;
o y TAlMEeHTOB, OJHOBPEMEHHO IPHHUMAIOLIMX JpyTrHe JIeKapCTBEHHBIE Ipenaparsbl,
CBsi3aHHBle ¢ yanuMHeHWeM wuHTepBata QT (cMm. pasgen «BsaumopelicTBHe ¢ JpyrHMu
JIEKapCTBEHHBIMH CPEJICTBAMH »).

B Xoze 3nu1eMHOI0rH4ecKUX UCCIIe0BAHUH 0 H3YUSHHUIO PHCKa HEOIaronpHsTHBIX CepAevHO-
COCYAMCTBIX HMCXOJOB IIPH IPUMEHEHMM MAaKpOJIHJIOB OBUIM TOJY4YeHBI HEOJIHO3HAYHBIC
pesynbratel. B HekoTOppIX  HaOmoOJaTeNbHBIX  HCCIEJOBAaHHMAX  OBUT  YCTaHOBJIEH
KPAaTKOBPEMEHHBI PUCK pa3sBUTHUS apUTMUHM, MHpaApKTa MHOKAapa ¥ CMEPTH OT CepIEeYHO-
COCYIHUCTBIX 3a00JIEBaHHM, CBA3aHHBIN C IPUMEHEHHEM MaKpOJIH/IOB, BKIIFOYAs KJIAPHTPOMHIIUH.
IIpy Ha3HaYeHMM KJIApUTPOMHIMHA CIEIyeT COOTHOCHTBH IpeaIoyiaraeMyio IMojib3y OT IMpHeMa
npernapara ¢ JaHHbIMU PUCKaMH.

Bo3MOXHO pa3sBHTHE IIEPEKPECTHOH pPE3UCTEHTHOCTH K KIAPUTPOMHIMHY H  JPYTHM
aHTHOMOTHKAM IPYIIIbI MAKPOJIU/IOB, a TAKXKE JINHKOMHIIMHY M KJIHHIAMHIHHY.

VunTeIBas pacTyllyl0 pPe3HUCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIHMIaM, BaXKHO
IIPOBOJIUTh TECTHPOBAHHE YYBCTBUTEIBHOCTH IPH Ha3HAUYEHHH KJIAPUTPOMHUIIMHA MAIlHEHTaM C
BHEOOJILHMYHOM mNHeBMOHHEH. [Ipu rocnurtanbHOM NHEBMOHHHM KIAPHTPOMHUIMH CIIEIYET
IIPUMEHSTh B KOMOMHAIMH C COOTBETCTBYIOLIMMH aHTHOUOTHKAMH.

HMudexkuun KoXM M MITKHX TKaHEH JIETKOH W CpelHeH TSKECTH 4Yallle BCEro BhI3BAHBI
Staphylococcus aureus w Streptococcus pyogenes. Ilpu 3ToM 06a BO30yIMTENS MOTYT OBITH
yCTOMUYMBEI K MakponuaaMm. IlosToMy BaXKHO HpPOBOJUTH TEeCT HAa YYBCTBHTEIBHOCTE.

Makposuasl MOXKHO MPUMEHSTH NpH MHGEKIMSX, BbI3BaHHBIX Corynebacterium minutissimum,
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3a00JICBAHUSX YTPH ByJIbIapHBIE H POXa, a TAK)Ke B TEX CHTYallMsX, KOIJa HeJb3s MPUMEHSTH
HNEHULUJUTHH.

B ciiyuae nosBieHHs OCTPBIX peaKMil THIIEPYYBCTBUTEILHOCTH, TAKMX KaK aHa(UIaKTHYecKas
peaKys, TsHKEIble KOKHBIE JIEKAPCTBEHHBIE PEAKLUHU (HapUMep, OCTPBIA I'eHepalIn30BaHHBIH
9K3aHTEeMaTO3HBIA IycTyse3), cuHApoM CTuBeHca-/[PKOHCOHA, TOKCHYECKHH SIIHIepMAlIbHBIA
HEKPOJIM3 ¥ JIEKApCTBEHHAs ChbIIb ¢ 303MHO(MIMEH M cucTeMHO#M cumnrTomarukoii (DRESS-
CHHIPOM) HEOOXOOMMO cpa3y K€ IpPEeKpaTHTh [PHEM KJIAPUTPOMHMIMHA M HAdaTh
COOTBETCTBYIOIIYIO TEPAITHIO.

B cinysae CcoBMeCTHOro mpHUMeHEeHHs ¢ BaphapuHOM WM JPYTHMH  HENPAMBIMH
AHTHKOAryJIsHTaMH He0O0XoauMo KoHTpospoBath MHO 1 npoTpoMOHHOBOE BpeMs (CM. pasjel
«B3aumozeicTBre ¢ JPyrUMH JIEKapCTBEHHBIMH CPEJCTBAMEY).

Cnenyer cobmoaarte OCTOPOKHOCTH NP OJHOBPEMEHHOM IPHUMEHEHHH KJIAPMTPOMHMIMHA C
NepopaIbHBIMU aHTHKOAryJITHTaMHU TIPSIMOTO AEHCTBHUS, TAKUMH KaK Ja0buratpaH, puBapokcaban
¥ anukcabaH, 0COOEHHO y MalHEHTOB C BBICOKMM PHCKOM Pa3BUTHS KPOBOTEYEHHUS (CM. pasielibl
«C ocTOp0oXKHOCTBION U «B3auMoeiicTBHE C APYTUMH JIEKAPCTBEHHBIMH CPEICTBAMEY).
Binsinne Ha cnoco0HOCTH YNIPaBJIATH TPAHCHOPTHHIMH CPEICTBAMH M MEXAHH3MAMH.
JlaHHBIE OTHOCHUTEIBHO BIUSHUS KJIAPUTPOMHUIMHA HA CIOCOOHOCTH K  YIPABIEHHIO
aBTOMOOMJIEM M MEXaHU3MaMH OTCYTCTBYIOT.

Crnenyer cobmonaTh OCTOPOXHOCTH IPH YIpPaBICHHWH TPAHCIOPTHBIMH CPEACTBAMH M
MEXaHM3MaMH, YYUTBIBas MOTEHUHAIbHYI0 BO3MOXHOCTH TOJIOBOKPYXKEHHS, BEpPTHIO,
CIyTAaHHOCTH CO3HAHUS M J€30PHEHTAIMH, KOTOPbIE MOTYT BO3HHKHYTH ITIPH NPHMEHCHHH
JTAaHHOTO TIperapara.

®opma BbIIyCKa

Tabremku npooH2UPOBAHHO20 OelicmBUs, NOKPbImble nAeHOYHOU 060104KoU, 500 M2

ITo 5 Tabnetok B 6iucrepe u3 amomunueBoit ¢poneru/[IBX/TIBaX; 1 wau 2 GarcTepa BMeCTeE C
HMHCTPYKIMEH 110 IPUMEHEHHIO B KAPTOHHOM MayYKe.

ITo 7 Tabnerok B OiaucTepe u3 amomuaueBoi Goneru/I[IBX/TIBaX; 1 unm 2 Giaucrepa BMecTe ¢
HUHCTPYKLHEH 110 IPUMEHEHHUIO B KAPTOHHOM MavKe.

YciaoBusi XxpaHeHHst

XpaHuThb NIpH TeMIiepaType He Boie 25 °C.

XpaHUTh B HEJOCTYITHOM JIJIs1 JIeTel Mecre!

Cpok roaHocTu

2 rona.

He npuMeHsTh M0 HCTEYEHUH CpoKa FOJHOCTH.

YcaoBus ormycka
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OTmyckaloT 1o penenry.

Buajesien perucTpanMoHHOrO Y10CTOBEPEHH

Can ®apmacerotukan Magactpus JlTn.,

Can Xays, IInot Ne 201 Bb/1, Bectepn Dxcnpece Xaiioit, ['operaon (Mct), Mymbau — 400063,
Maxapamrpa, Unaus

Sun Pharmaceutical Industries Ltd.,

Sun House, Plot No. 201 B/1, Western Express Highway, Goregaon (East), Mumbai — 400063,
Maharashtra, India

IIpousBoauTe.n

Can ®apmackrorukan Mugactpus Jln.,

Wupactpuan DOpea Ne 3, A.B. Poyn, JleBac 455 001, Manxes [Ipanem, Muaaus

Sun Pharmaceutical Industries Ltd.,

Industrial Area No. 3, A.B. Road, Dewas 455 001, Madhya Pradesh, India

Opranu3zanus, NPUHEMAKOMAs NPeTeH3HH NoTpeduTeIeii:

IIpencraBurenscTBo komnanuu Can @apmacerotukan Mupactpus Jlta.

Poccus, 107023, r. Mockga, yi1. Dnekrpo3aBojckas, 1. 27, ctp. 8, oducer 29, 30.

Ten.: +7 (495) 771-74-27.

PykoBoautens otnena perucrpanu 2 ' # JI. C. TynueBa

[+3)
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