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OBIIASI XAPAKTEPUCTUKA JEKAPCTBEHHOI'O IIPEITAPATA 32 L5 - 20 1 8

1. HAMMEHOBAHME JJEKAPCTBEHHOI'O IIPEITAPATA
®pommaua® TaGeTKH, OKPHITHIE INEHOYHOH 000104K0iH, 250 MI' 1 500 mr
Clarithromycin

2. KAYECTBEHHBII I KOJWYECTBEHHBIA COCTAB
1 TabneTKa, MOKPHITAs INIEHOUHON 0601109K0M, comepxkut 250 Mr wimm 500 Mr KIapuTpOMHUIUHA.

TTOHEIA CIIMCOK BCIIOMOTAaTEIbHEIX BEMIECTB CM. B IIyHKTE 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabeTKy, TOKPHITHIE MIEHOYHOM 060104K0#, 250 Mr mmm 500 mr.
OBaJIbHBIE, TBOSKOBBITYKIIBIE TAOIETKH, IOKPBITHIE INIEHOIHOH 000JI09KOMH, cIerka KOpHIHEeBaTo-

JKEJITOIrO IIBeTa.
COTJACOBAHO
MHHACTEPCTBOM 3IPABOOXPAHERNS
4. KJINHUYECKHUE JAHHBIE FECUYBIKH BEIAPYCH

Tipuxas MuuRCTepCTER 3EPEBOCKPARCENS

WA N
4.1 Tloxa3zaHHA K NPUMEHEHHIO Lot v N SO

VndexIuy, BHBBaHHBIC JYBCTBHTENBHBIME K KIAPUTPOMHIMHY MHKPOOPTraHU3MAaMH, JIETKOH W
CcpelHeli CTEIeH) TSHKECTH y B3POCIBIX M ieTel crapie 12 ner:

- nH(EKIMA BEPXHHAX OTIENOB JBIXaTeNBHEIX IyTel (TOH3HMILIAT, (apuHTHT);

- OCTpHIH cpemuuii OTHT (Y AeTel);

- OCTpEIf BEPXHEUYEIIOCTHOW CHHYCHT;

- HHDEKIIY HIKHUX OTHENO0B IBIXATEIBHEIX TyTel (OCTPhIN GaKTepHalbHbH OPOHXHT, 000CTPEHHUE
XPOHHIECKOTO OPOHXHTA, BHEOONbHUYHAS THSBMOHMS U ATHIIATHAS [IHEBMOHMS) JIETKOM B cpelHeR
CTEIEeHH TSHKESCTH; : .

- HEOCJIO)KHEHHBIE HH(DEKIVMA KOXKH U IOJKOKHBIX TKAHEH;

- NedeHue ¥ TPOQGIIAKTAKA NYCCEMUHHPOBAHHBIX MHKOOAKTCPHAIBHBIX uH(pEeKmH JerKod Hu
cpemHell CTEMEHY TOKECTH, BRI3BAHHBIX UyBCTBHUTCIBLHEIMA H30JLITAME Mycobacterium avium u
Mycobacterium intracellulare, y TAIECHTOB C nporpeccupytomeil BUU-unpexnuei;

- opamukarus  Helicobacter pylori 'y GONBHBIX C S3BCHHOH OOJIE3HBI0 JKETyIKa HIA
JIBeHA/IATAIIEPCTHOM KUIIKH (BCera B KoMOHHANNY ¢ APYTHMH JIEKAPCTBCHHBIMU CpEICTBaMA).
®pomuiK TabIeTKH IIOKa3aH JULst ICUCHHS B3POCIBIM U ICTSM CTapile 12 ner.

Heo6x0/@MO yUMTBIBATh OQUIHANbHEIE PEKOMEHJAIMK 10 HAIJIEIKAEMy HCIIONB30BAHMIO
aHTHOaKTepHATbHBIX IPEIapaToB.

4,2 PeuM J03UPOBAHUA U CIIOCO0 NPUMEHEHNA
Ta6eTKy He cleyeT pasjiaMblBaTh. VX CIeRyeT IpOriaThiBaTh NEIHKOM, 3aIIHBas JKUAKOCTEIO.
Pexyv I03UpPOBAHUS

Bspocneim u Oemsm cmapuie 12 nem OOBIMHO HA3HATAIOT 250 mr xaxmeie 12 gacos. B cimywae
JIeYeHHUs. CHHYCHTA, TSDKENBIX HHbeKnui u uH(EKIuH, BRI3BAHHBIX Haemophilus influenzae, nosa
cocrapister 500 Mr kaxpie 12 gacos.

Tl spamukamue H. pylori HasHadaeTcd 103a 500 mr xBa pasa B CyTKH, o0brdHO B Tedenue 10-14
Hel, B KOMOUHALUY ¢ JPYTHMHE JIEKapCTBCHHBIMU CPETICTBAMH.

JUIs JedeHus QYCCEMMHMPOBAHHOA MHGMEKIUH, BBI3BAHHOI KomIuiekcoM Mycobacterium avium
(MAK) KnapuTpOMHIMH NPUMCHACTCS B Ka4yeCIBe OCHOBHOTO CPEICTBA. OpoMunmn ClIeayeT
HCIIONB30BATH B KOMOMHAIIMH ¢ APYTUME aHTHMHKOOAKTepAaIbHBIME IpeapaTaMu (matpumep,
5TaMGyTONOM), KOTOPHIC MOKA3aIM aKTHBHOCTE M v&oﬁWAK WK KIMHUYECKYIO
sddpexuprOCTs IpH nedenny MAK. PexoMenyem 4

0Bl Bapgc?}ﬁ? S
coctasnser 500 mr kaxmele 12 gacos. Tepamusg V@C‘S'/)’KHB. HPOIOIDKATBCHE,
$( [ BoKyMEHMOS ¢
(%) » /
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KIMHAYecKui oTBeT. JleueHme MOXXHO IIPEKpaTWTh, KOTJa PHUCK pa@npoé’r, ‘HeHI/IﬂZME(b%KH y
HanuenTa OyHaeT CUNTATHCS HUSKHM.

KItapHTpOMHIIMH MOXKHO [IPHHMMATH HE3aBHCHMO OT Ip¥eMa IHINY, TaK KakK MHIa He BIMICT Ha
cTeleHb OMOIOCTYITHOCTH. :

Iooicunvie nayuenmot: PexxuM JO3HPOBAHHUS KaK y B3POCIIBIX.

Ipumenenue y nayueHmMos ¢ NEYEHOUHOT HeOOCMAMOYHOCINbIO

He TpeGyercst KOPPEeKTHPOBKA 035! IIPH [IEYCHOUHON HEIOCTATOYHOCTH P HOPMAIIbHOH (§yHKIHH
TOYeK.

Ilpumenenue y nayueHmos ¢ NOYeUHoL HedOCMAMOUHOCHBIO

V [ampeHToB ¢ HapylIeHHeM (YHKIUM TOYeK ¢ KIMPEHCOM KpeaTHHHMHA MeHee 30 MI/MHH nosa
KIAPATPOMHAIAHA HOJDKHA OBITH YMEHBINEHa B 1IBa pa3a, T. €. 10 250 Mr onuH pa3 B CyTKH wi 250
M IBKABL B JICHL IpU 0oyiee TKeNBIX MH(EKNUSIX. Y TaKuX MAlUeHTOB JICUCHHE HE JOIDKHO
npozosKatees Gonee 14 nueit. Ilockombky Tabnerka ®pommnug 500 Mr He MOTYT GBITH Pas/Ie/IeHE!
W, CieIOBaTeNbHO, [03a HE MOXeT Owth Hike 500 Mr, 5Ty JIEKapCTBEHHYIO (GOpMy JaHHBIM
TanueHTaM Ha3HauaTh He ciexyet (M. paszen 4.3).

Tabmuna i KOPPEKTHPOBKM JIO3BI Y IIANKEHTOB € YMEPCHHONW WM TKENOW MOYCYHOH
HEJIOCTATOYHOCTHIO B CIIyYae COBMECTHOT'O IPUMEHEHNS ¢ PUTOHABMPOM MITH aTa3aHaBUPOM.

Pexomenayemoe CHUKEHHE
A0361 @pomuinga

[TanueHTEL ¢ HapylieHHIMY (QYHKIUHE IOYeK CPeIHeN CTeTICHH TAKOCTH CHmxenwe 10361 @poMIIHIAa
(xympenc kpearraaHa 30 - 60 Mi/MuH) Ha 50%
TTaI{EeHTSI ¢ TSOKEIBIME HapyIIeHUAMHA (HYHKIHN MoYeK (KIUPEHC CrrkeHue 10361 OpoMunuaa
kpearuTiHa < 30 M/MEH) Ha 75%

Koppexyus 003l 6 Clydae KOMOUHUPOGAHHO20 WNPUMEHEHUS KIApUMpOMUYyuna ¢ opyaumu
npenapamamis '

IIpy COBMECTHOM IIPHMEHEHHH KJIAPUTPOMUIKHA C aTa3aHaBUPOM PEKOMEHAYETCS YMEHBIINTE 03y

®povmmana Ha 50%. MoxeT moTpe6oBaThCs KOPPEKUHS O3B! VI NPYTUX NPENapaToB HIpH

COBMECTHOM IIpuMeHeHu: ¢ OpOMUIHAOM M3-33 B3aMMOJCHCTBH @Kapeﬁf?‘e@ M;gc@)eﬂc amMu
), f SR ) 3

& :
(cMm. paszen 4.5). corTh ;;\ P ABCORPAHERH
FCTRPCTBOM BAT
MR e mu;ﬁ?{ig;mmm
‘\M‘,, omapTRa BEPERY I
4.3 TlporuBomOKAa3aHUA frpmcas Moo yen

- THUIEPYyBCTBUTENHHOCTh K HEHCTBYIOIIEMY BEIIECTBY, Maépwgmwnmwaﬁwt%ﬁ ThKaM WId K
Mo60MY U3 BCIIOMOTaTelbHEIX BEIIECTB, IEPEIHCIICHHBIX B pa3/eine 6.1;

- nexapcrenHas (opma Tabnerkm mo 500 Mr IPOTHBOIOKA3AHBI IALUCHTAM C KIHMPEHCOM
KpeaTHHHHA MeHee 30 MI/MUH, T.K. 1033 HE MOXCT OBITH MEHBIIE 500 Mr. ¥V Takux DArHeHTOB MOTYT
WCIIONB30BAThCS APYIUe JIeKapCTBEHHEBIE (POPMBI Ipenapara;

- IIPOTHBOIOKA3aHO OJHOBPEMEHHOS IPUMEHCHHE KIapUTPOMUNIHA H mo00r0 U3 CIEAYIOIIHX
HpenaparoB: acTeMHu30ja, [U3anpr/a, NOMIIEPHIOHA, MHMO3uIa U tepdenamuHa (T.K. 9TO MOXKET
IpUBONUTG K yMIuHeHEmIO mATepsasa QT M pasBATHIO CEPACHHBIX apuUTMUN, BKIIOYAS
XKEeTYIOUKOBYIO TaXHUKap/AWIo, (PUOPHIULIIHIO JKEITYJ0UKOB M IKEIyNOYKOBYIO TAXMKApIUIO THIA
«apysTy) (eM. pasaen 4.4 u 4.5);

KnapuTpoMUIH He ClefyeT HasHauaTh NallMeHTaM ¢ YIIHHCHHBIM HHTCPBATOM QT (BpoxOeHHBIH
HWIE  TPHOOPETEHHBIA JOKYMECHTAIBHO IIO/ITBePXKICHHbA  yamHenEb QT uHTEpBaN), MM
JKEJyOYKOBEIME aPUTMISIME CEPAIIA, BKIOUas KTy TOHUKOBYIO-AAXTIAPIUIO THIIA «ITAPYIT» (CM.
paszen 4.4 m 4.5); Rk Leg;,
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- OJHOBPEMEHHOE MPIMEHCHNE KIAPUTPOMUIIMHA U 3PproTaMHHa WIIH zmmnpé?rmmx%dg T‘?K.gaTO
MOYKET IPUBECTH K 9PrOTOKCHIHOCTH); '
- IPOTHBOIOKA3aH OJHOBPEMEHHEIH IpHeM KIapHTPOMULMHA ¥ THKArperiopa Wik paHoIasuHa;
- IPOTHBONIOKA3aH O{HOBPEMEHHEIN IIPHEM KIapPUTPOMUIIEHA 1 JIOMUTANH (CM. PasAe 4.5);
- COBMECTHOE IIPUMEHEHIE C KBETHAIIMHOM IPOTHBOIIOKA3aHO;
- COBMECTHOE IIPHMEHEHHE C MUIA30aMOM JUIs IIEPOPaIbHOTro mpreMa (cM. paszen 4.5);
- B ciydae HANMYMS B aHAMHE3€ XOJIECTa3a C JKeNTYXO0H W HapyIIeHuH QYHKIHH eUCHH, CBA3AHHbIX
C IPEMEHEHUEM KIAPATPOMALIAHE;
- coBMecTHOoe mpuMenenwe ¢ unruburopamu I'MI-KoA-pemykrasel (CTaTMHamHu), KOTODHIE
SKCTEHCHBHO Merabomusupyiorcss ¢ yuactueM ms3odepmenta CYP3A4, (nmoBacratwH —win
CHMBACTATHH), B CBA3M C IIOBBIIECHHBIM PHCKOM Pa3sBHUTHS MHONATHH, BKIIOUas pabromuonus (M
pazznen 4.5);
- KIApUTPOMHUIMH He CICAyeT Ha3Ha4aTh MAaMEHTaM C OSJIEKTPOJIUTHBIME HapYyIUCHUSIMU
(PHIIOKATHEMHUEHR WK TUIIOMarHHeMuel u3-3a pucka ymHenns uarepsana QT).
- KITApHTPOMUIMH He CiIeyeT Ha3HaYaTh NAllCHTaM, ¢ TSOKENIOH IIeUeHOIHOM He0CTaTOYHOCTEIO, B
COYETAHMH C HApyIIeHueM (YHKIIUH IOYCK; - y
- COBMECTHBIA IpHeM KIAPHTPOMHUIEHA (KK M JPYIUX CHYTbHBH G&ﬁ%@@@&wﬁ&gﬁ&ﬁ c

KOJIXHITHOM TIPOTHBOIIOKA3AH. MO A BEIAPYCh

a3 MIEnoTeDcTna afpaBcoXpanesEad
: Tipwas LPecnyﬁnmm Dexapyes
4.4 Oco0ble yKazaHust H MePbI MPEI0CTOPOKHOCTH HPH NMPUMEHEHI

He ciemyeT HasHawarh mpermapar Ipu GepeMeHHOCTH 0e3 TIIATeNBHON OIEHKH COOTHOITEHHS
TI0NIB3a/PHCK, OCOOEHHO B IIEPBOM TpuMecTpe (cM. paszer 4.6.).
C  OCTOPOXKHOCTBIO ClleyeT IPHMEHSTh IpenapaT y MNalieHTOB C TsDKONOM IIOYeHHOH
HEJ[0CTATOUHOCTEIO (M. paszern 4.2.).
KIIapUTpOMEIIMH BBIIESETCS B OCHOBHOM IIEUCHBIO. [103TOMy C OCTOPOXHOCTBIO HEOOXOMMMO
HA3HAYATH NAHHBIH AHTHOMOTHK INANHeHTaM C HapymieHHoil ¢yHknumed meuenn. HeoGxomumo
coBIMIOIaTh OCTOPOXKHOCT MpH HA3HAYEHWH IAIMEHTaM C YMEPEHHOW M TsDKeNOi IOYeHHOH
HEIOCTaTOYHOCTHIO.
Coo6manocs 0 AucYHKIMM IIEUeHH, BKII0Yas MOBBIICHNe aKTHBHOCTH TEYCHOYHEIX (EPMEHTOB,
TeMATONE/UIOISPHOM H/ITH XOJIECTATHYECKOM TIellaTHTe C JKENTYXOH wunu Ge3 Hee B CBA3H C
IIpEMEHEHHEeM KIapuTpoMunuHa. ITono6Has MuchyHKIMS HEUeHN MOXKET OBITE CePEE3HON 1 00BIYHO
o6patEMa. B HEKOTOPBIX Ciydasx COOOIANOCh O NEYCHOYHON HEJOCTATOYHOCTH C JIETANIBHBIM
uexomoM (cM. paszen 4.8), KoTopas, B OCHOBHOM, OBUIa acCONMHPOBAHA C CEPHE3HBIM OCHOBHBIM
3a60CBAHMEM T[I€UCHH W/WIH COIYTCTBYIOIIMM IPHMEHEHHEM JPYTHX TeIaTOTOKCHYHBIX
npenapatos. HeoOXOMMMO HEMEIIERHO PEKPaTUTh [IPIMEHEHNE KIApATPOMULIHA 1 00paTuThCs K
Bpady IpH BO3HWKHOBEHMH TAaKHX NPOSBICHUE I CHMITOMOB PasBHTHs 3a00NCBAHMH MEUEHH, KaK
AHOPEKCHS, JKENTYXa, TOTEMHEHHE MOYH, 3y/l HIK GONe3HEHHOCT B 00JIaCTH XKHBOTA.
O pasBUTHHM TICEBIOMEMOPAHO3HOTO KOJHUTA OT JIETKOH CTCHCHH TSKCCTH 10 OMACHOU [UIS JKM3HH
COOBIIANOCh IPH NPHMEHCHAH IPAKTHYECKH BCEX AHTUOAKTCPHATBHEIX IIPENapaToB BKIIOYAL
Makponuael. O PasBUTHY IHAped OT JIETKOH CTEICHH TSDKECTH N0 KONMTA C JICTAILHBIM HCXOZOM,
peiBanHoro  Clostridium  difficile, coolmanoce IpH NPUMCHEHNH  TPAKTHYECKH  BCEX
aHTHOAKTEPUATBHBIX IIPENApaToB, B TOM YKCIIC ¥ KIApUTPOMUIIKHA. Jleuenne anTrOaKTEpHATEHBIME
CPeICTBAME W3MEHSLET HOPMANbHYIO (GIopy TONCTOH KHMINKH, YTO MOXKET IPUBECTH K IPE3MEPHOMY
pocty Clostridium difficile. Poct Clostridium difficile ciemyer y9nTBIBATH y BCCX IALHCHTOB,
KOTOpBIe CTPANAloT Awapeeil Iocie  mpuMeHeHWs aHTHOHOTHKOB. Kpome ToroO, HEOOX0IMMO
THIATENBHO COOpaTh aHaMHe3, TaK Kak O PasBUTHH JUAPEH, perBagHol Clostridium difficile,
COOBIMAIOCs CIyCTS 2 Mecsna IIoclHe IPMMEHEHHs aHTHOAKTePHATbHEIX MPEenaparos. Taxem
06pasoM, IpeKpalieHre Teparuy KIAPATPOMUIMHOM HOJDKHO PACCMaTpPHBATLCS HE3aBHCHMO OT
noxasanuit, Heo6X0AuMo IIPOBOUTE MUKPOOHOIOTHIECKOe HCCIeI0OBAHIE M Ha3HAYATh a/(CKBATHOC
neuenne. Crenyer u3beraTb IPUMEHCHHS JIEKAPCTBEHHBIX WH&/I\%HP}%&IHHX TIEPUCTATETHKY.
B IOCTPETMCTPalOHHOM Iepuozie CooOLIanocsk o qu 2] Hl’rmmﬁﬂo\gin\mnmunna npu
o]

‘

A (o)
COBMECTHOM IIPUMCHEHHH KJIAPUTPOMUIIIHA K KOJIXHIT %066HHO ¥y HOXXHIBEHATIMEHTOB, B TOM
gucre Ha (OHE OUCYHOH HEXOCTATOYHOCTH. OTMC‘I% b E@[W@Dﬂ?’ﬁ@fﬂbﬁqg@ﬁﬂjt dona (cM. paszen
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4.5). OnHOBpeMEHHOE HA3HAYEHWE KIAPUTPOMHUIMHA ¥ KOIXHIMHA IIPOTHBOIIOKA3AHO (CM.1p3.3)IeJI
4.3).
Cremyer cobGmIOfaTs OCTOPOXHOCTH IIPM OJHOBPEMEHHOM IPHUMEHEHHMH KIAPUTPOMHIUIA M
TpHa30I0CH30/INA3EIMHOB, HAIPAMED, TPHA30IaMa i MALA30J1aMa (cM. pazzgen 4.5).
PexoMeH/yeTcss C OCTOPOXHOCTBHIO HA3HAYalh KIAPUTPOMHIMH OJHOBPEMCHHO C JPYrdAMHU
OTOTOKCHYHBIMA TIperapaTaMy, OCOOCHHO C aMUHOITHKO3UAaMH. Bo BpeMs H IOCIE JEUCHHA
HEOBXOIUMO OCYIIECTRIIATE MOHUTOPHHT BECTHOYISPHBIX M CITYXOBBIX (QyHKIHH.
CeplieuH0-COCY IUCThIC HEKETATCIbHBIE PeaKITK
Ipu JIeueRnH MaKpOIMAAME, BKIOUas KIaPHTPOMHIIH, Habmonanocs yumuenne uarepsara QT,
4TO BIMANO HA DPEIOJSIPU3AIMIO JKEIYZOUKOB CEpALla M CO3MABAJIO PHUCK PA3BUTHA apUTMHUH H
TaXUKApJUE THma «mapydsT» (cM. pasgen 4.8). M3-3a mosenmennoro pucka ymmmeesus QT u
Pa3BHUTHS JKETYJOUKOBEIX apUTMuil (BKIIOYAs TaXHWKApAHWIO THNA IHPYST»), IPOTHBONIOKA3ZHO
IpUMEHEHIEe KIapUTPOMUIIIHEE Y CIIEYIOIIUX alHeHTOB!
- [TanyeHTs], TPHHEMAIOIHE ACTEMU30J, LIU3AIPH, JOMIECPUIOH, TUMO3HU U TePheHa IH;
- TTanuenTHI ¢ THIOKATHEMAEH MU THITOMarHueMyeH;
- TlaumeHTHl C BPOXAECHHBEIM wWid HproOpeTeHHEIM yammHeHHBM QT wmHTEepBaOM MIHX
MKEJTyJOUKOBOM apUTMHUEH B aHaMHE3e.
Boitee TOro, KIApETPOMUIMH CIISAYET HCTIONB30BATh C OCTOPOXKHOCTEIO Y CIIENYIOIHIX IallieHTOB!
- TlaruenTtsl ¢ O6OJE3HBIO KOPOHAPHBIX apTepuif, TOKEJIOH CepAeYHON HEOCTaTOYHOCTBRIO,
HApyITEHUSME TPOBOMMOCTH AIIH KITMHHYECKY 3HAYAMOH GpajKap/mei;
- TlanueHTHl, OJHOBPEMEHHO IPHHUMAIOIIME JIPYIHe JICKAPCTBEHHBIC CPEJCTBA, CBA3AHHBLIC C
ymmanerneM QT (Kpome Tex IPerapaToB, KOTOPIE MPOTHBOIOKA3AHEL).
DIUIEMAOIOTAYECKHE HCCIEA0BAHMs [0 OLCHKE PUCKA CEepAETHO-COCYUCTHIX HeONarompusTHEIX
HCXOJOB TIOKa3aJl BapHaOelbHEIE Pe3yIbTaThl. B HEKOTOPBIX HaONFONATENBHBIX HCCICOBAHMAX
BELIBJICH DHCK DAsBUTHS apuTMHM, HH(ApKTa MHOKApHa ¥ CEpPACIHO-COCYIHCTOM CMEPTHOCTH,
CBSI3aHHBIM ¢ TIPUMEHSHHEM MaKpOJIMIOB, BKIOYad KJL mpﬂgkAMMHmquﬂ-ﬂﬂmHHH
KJIAPUTPOMEIMHA HEOGXOAMMO IPYHMMATE BO BHUMAHWE IOy ICHHYO ﬁﬁ@%ﬁﬁ%ﬁ%ﬁgﬂ@ IBATH
OTROM SHPABCOXEAHEHY

oy Ep :
IIPEUMYIIECTBA JICICHHUS. : MO R TARE BAAPYCh

- - % SHUA
ITHeBMOHUS re "ijfjf;ﬁ?&é’&ﬁ%ﬁ%?pm
TTOCKOJIBKY BO3MOIKHO CYIIECTBOBAHHE PE3HCTEHTHOCTH Sireplococcus pheumoniae K MakpOIBIaMm,
Ba)KHO IIPOBOJMTH TECT HA HyBCTBHUTEIBHOCTh HpPY HA3HAUCHMH KIAPUTPOMULMHA LT JICUCHHI
BHEOONBHMYHON IHEBMOHHH. B CiIyyae TOCHHTANbHOM IIHEBMOHHM KJIAPUTPOMHIHKH HYKHO
IIPUMEHSTH B KOMOMHAIMY ¢ IPYTHUME COOTBETCTBYIOIIMMHA AHTHOMOTHKAMU.
VindeKIa KOXH I MITKAX TKarel Jerkol W cpe/iHel CTeNeHN TKECTH
Jlasmple WHQEKIVE dalle BCEro BEI3BaHBL Staphylococcus aureus W Streptococcus pyogenes,
KOTOpEIE MOTYT OBITh YCTOMUMBEI K MakpoiupaM. [losTomMy BaXHO IIPOBOJMTH TECT Ha
YyBCTBHTENBHOCTE. B Cilydasx, Koraa 6eTa-TakTaMHble aHTHOMOTHKY HE MOTYT OBITh HCIIOJIE30BAHEI
(HampEMep, aJUIeprHus), APYTHe Ipenaparsl, TakHe KaK KIMHIAMALUH, MOTYT OBITH IIperapaTamu
nepBoro BhIOGOpa. B HacTosAmee BpeMs CYUTACTCA, 9TO MAKPOJMABL MIPAIOT POJb B TCpaliH
pHpEeKIEi KOXH M MATKAX TKaHeH, BBEI3BAHHBIX Corynebacterium minutissimum, yrpeu
OBBLIKHOBEHHBIX, POKHCTBIX BOCHANCHHM, W B CHTyallysiX, KOTJa JICYCHWE NCHAMIIMHAMY
HEBO3MOXKHO.
[Ipu pasBUTHM TSDKENBIX OCTPHIX DPEaK(HUi THIEPUyBCTBAUTEIBHOCTH, TAKHX KaK aHa(pUIaKCHA,
TspKeNTBIe TIOGOYHBIC PEaKIMH CO CTOPOHBI KOXH (OCTPBIM IeHEpaIM30BaHHEIHN HK3aHTEMATO3HBIHA
nycrynes (OI'DII), cumapom CruseHca-J[KOHCOHA, TOKCHYECKHMH SIUIACPMAIBHEIA HEKPOIU3 U
JIEKApCTBEHHAS! CBIIb C B03MHOQUIMCH ¥ CHCTEMHBIMY IPOSIBICHUAMU (DRESS-cuHOpoM), TEPaIIHIO
KJIAPATPOMHIIMHOM CJIEJyeT HEMEIICHHO NPEKPaTHTh H Cpasy Ke HadaTh COOTBETCIBYIOMICC
JICYCHHE.
KiiapATpOMUIME HyXXHO C OCTOPOXHOCTHIO Ha3HAYaTh OJHOBPEMCHHO C MH/yKTOpaMH dbepmeHTa

nuroxpoma CYP3A4 (cm. paszen 4.5.) 4., Novo
Unruburopsr I'MI'-KoA-peyKTaspl (CTAaTUHBI)
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CoBMECTHOE  INPHMEHEHHE  KIAPUTPOMHIMHA  C nomcmmébg éﬁnn - %@Ba%TgTHHOM
IIPOTHBONOKa3aHO (cM. paszen 4.3).

HeoGxomuMo coBI0IaTh OCTOPOKHOCTh TPH HasHAYCHUH KIAPATPOMULMHA C JPYTHMH CTaTHHAMHA.
Coobimanocs O pasBUTUM DPabJOMMONHM3a y MAIMEHTOB IIPX COBMECTHOM IPUMCHEHHH STHX
JIeKapCTBEHHBIX cpencTB. HeoOxomumo HaOmO/CHHE 3a TANMEHTAMU HA IPCIMCT HAIMTHA
IPU3HAKOB W CHMIITOMOB MMOIATHHM. B ciydwasx, KOTZa HEBO3MOXHO 1306eKaTh COBMECTHOIO
NpUMEHEHHs KIapPUTPOMUIIMHA ¥ CTATHHOB, PEKOMEHIYETCAd HA3HAYATH Hauboylee HU3KYIO HO3Y
CTATHMHA WM HCIONB30BATH CTATWH, MeTabomusM Kortoporo He 3asucur or CYP3A4 (mampmmep,
(iryBacTaTHH).

[TepopaibHble THIOrIHKEMIYecKHe cpencTBa/MHCynun

KoM6uHApOBaHHOE NPUMEHEHHE KIApHTPOMHIMHA W MEPOPATbHEIX THMIIOITHKeMIIECKHX CPENICTB
(TakuX Kak IPOU3BOJHEIC CYTb(OHHIMOIEBHHBI) W/HIM HHCYIMHA MOXKET BBI3BATH BBIPKCHHYIO
FHIOTIMKEMUIO. PeKOMEHI0BaH TIATeNbHLIH MOHHTODHHT YPOBHS IIIFOKO3EI B KPOBH. (CM. pasien
4.5)

[MepopalbHbIe aHTHKOATYIISTHTEI

IIps COBMECTHOM NPUMEHEHHH KIaPHTPOMUIMHA ¢ BappaprHOM CYIIECTBYeT PHCK BOSHUKHOBEHHS
CEphE3HOT0 KPOBOTEUEHHS, 3HAUMTEIHHOTO IOBBINICHKS IIOKA3aTENs] MHO (MexzaysapomHoe
HOPMAJIN30BAHHOE OTHOLICHHE) H IPOTPOMOMHOBOTO BPEMEHHU (CM. paszien 4.5). Jlo Tex mop, moka
MAIMEHTH IIPUHMMAIOT OJHOBPEMEHHO KIAPMTPOMHLMH U IEPOPANBHBIC AHTHKOAryJIAHTEL,
He06XOIMMO 9acTO KOHTPOIHPOBaTh nokasarens MHO i mpoTpoMOHHOBOE BPEMSL.

CiemyeT coOMIOZATH OCTOPOXKHOCT IPH COBMECTHOM —MPHMCHEHWH KIApPUTPOMUIMHA K
IEpOPANBHBIX AHTHKOATYJISHTOB IIPAMOrO IEHCTBHS, TaKHX, KaK naburarpaH, puBapokcabaH H
armkcabaH, 0COOEHHO Y MAIleHTOB ¢ BEICOKAM PHCKOM, KpOBOTeUEeHHs (cM. paszen 4.5).

Kpertnanuu

Ksermamus sBisiercs cy6erpatom mist . CYP3A4, KOTOpHIH HHTHOUPYETCS KIAPHTPOMHIIEHOM.
COBMECTHOE IpPUMEHEHHe C KIAPHTPOMULMHOM MOXET IPHBECTH K YBEIHYCHUIO BO3/ICHCTBUA
KBETHANMHA ¥ BO3MOXKHOM TOKCHYHOCTH, CBS3aHHOM C KBETHAUMHOM. 3aperucTpHpOBaHbI
COOOIIEHASI O COHIMBOCTH, OPTOCTATHYCCKON TIHITOTEH3WM, H3MCHEHHOM COCTOAHWH CO3HAHUS,
HEHPOJIEIITHIECKOM 3JI0KaueCTBeHHOM CHHApome W yimuHeHurn QT BO Bpems CONYTCTBYIOIICTO
IpUMEHEHNS (CM. HHCTPYKIHIO 110 MEAUITMHCKOMY IIPAMEHEHHIO KBETHAIIVHA).

VIMeroTcs COOBIIEHHsST O DA3BUTHH CHMIITOMOB MHACTEHHYECKOTO CHHApOMa H O00OCTpEHHH
CHMITTOMOB MHACTEHHH gravis y HaIrUeHTOB, IOy YaBIINX TePAUIO KIapHTPOMUIITHOM.
IIpuvenenne 000 aHTHMHKPOOHOH Teparuy, B T.9. KIapUTPOMUIMHOM, UL JICICHIA HHPEKITAN
H. pylori MOXeT IIPABECTH K PA3BUTHIO MUKPOOHOH! PE3HCTEHTHOCTH.

JnutenbHOe NpUMEHEHHE aHTHOMOTHKOB MOXET BBI3BATH M30BITOYHEI POCT HEYYBCTBUTEIBHBIX
Gaxrepuit W rpu6oB. [IpH BOSHEKHOBEHHH CYNEPHH(EKIHMM CIEIYET HAYaTh COOTBETCTBYIOIIYIO
TepaIuIo. '

Crexyer oOpaTWTh BHEMAHMEC HA BO3MOXHOCTh IIEPEKPECTHOH PESUCTCHTHOCTH  MEXIY
KJTAPATPOMHUITMHOM ¥ IPYTHMH MAKPOJIH/@MH, & TAKIKe IMHKOMHIMHOM X KIHHAAMUIMHOM.

4.5 BsammopneiicTBHe ¢ [IPYrHMM JIEKapCTBEHHBIMH IIpenaparaMud H JApyrue BHIBI
B3aHMOJeHCTBUS

?J%? COBAFO
Tprvenenye CIeAYIONINX PENAPATOB CTPOro0 NPOTHBONOKAHH %%ﬁﬁr O3MOAHOLE PAshu IR
TSOKEJIBIX TOCIEACTBUI B3AUMOJEACTBHS: + PECHYSINKE SEIAPYCh

5 Mguperepsrna sAParsoXPatennd
ITusanpud, numosud, dcmemu3on, mepdenadun u domnepudon | I X o P

TToBbIIeHre YPOBHS IU3ATPHAA B CHIBOPOTKE KPOBH HaOIIOMAI CHAPH-COBMECTHON TIPUMEHTHNH C
KJIAPUTPOMALIAHOM, YTO MOXKET HPHBECTH K YIIMHCHHUIO MHTCPBATIA QT u MOSIBICHUIO apUTMHM, B

TOM YHCIIE JKEIyOUKOBON TaxXWKapIuu, GuOPHIIIAIAN KLy T0UKOB U JKEITyTOYKOBOM TaxWKapauy
3.d., Novo Meg
N
BeUI0 OTMEYEHO, YTO MAaKpPOJHMIbI H3MCHSIOT MeTabo w Tepdenanuna, BE ¢pegynprare dero
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tAna  «mEpyaT». 1lomoOHeie dbdexTs: OTMEYATHCh M IDH...COBMECTHOM [IpUMEHEHUN
KJIApUTPOMUIMHA ¥ IIAMO3HIA (cm. pasmen 4.3). o
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nrrepsana QT W IOSBICHMIO apUTMHH, B TOM YHCIE XKEIY[OUKOBOH T%HKa%aHH, gagialggnunn
KETyNOUYKOB W IKENyJ0YKOBOM TaxwKap[uy THIA «IHPYST» (oM. pasmen 4.3). B oxHOM
HCCIIENOBAHNA Ha 14 3H0pOBEIX TOOPOBOJIBIAX, OJHOBPEMEHHOE IIPHIMEHCHHUE KIAPUTPOMUIMHA U
TepdeHaauaa TOKA3aI0 YBEIHYCHAES YPOBHI KMCIOTHOTO MeTabomTa TepeHaarHa B CHIBOPOTKE
KpoBH B 2-3 pasa u ymmeeHue murepsana QT, Koropoe HE ABJIANIOCH KIMHAICCKH 3HATHMEIM.
Tlomo6use 5PGEKTE OTMEYamiuch ¥ IPH COBMECTHOM INPHUMCHECHHM aCTeMM30Ild W JPYIUX
MaKpOJIUAOB.

Mudaszonam 0ns nepopaibHo20 NPUMEHEHUA

[lpy mpHeMe MuAasoNaMa JUIL IGPOPATRHOrO IPUMEHEHHMs COBMECTHO ¢  TabieTKamu
xrapuTpomunuaa (500 mr gsa pasa B meHp) AUC wmupjasosama yBeIHdHBaNCiS B 7 pas.
OHOBpPEMEHHOE NPUMEHEHUEe MHIa30JaMa [Ull TEepOPaibHOrO IPUMEHCHMS M KJIapHTPOMHIMHA
HPOTHBOMOKA3aHo (CM. pasfern 4.3).

Dp2omamun/0u2udpos3p20mMamun

OnHOBpeMEHHOE TMPHMEHEHHE KIAPHTPOMHUIMHA ¢ SproTaMuHa MM JUTHIPOdPrOTaAMHUHA
aCCOMUUPOBAIOCH C IHPHU3HAKAMH OCTPOTO 3proTU3Ma, 4YTO XapaKTepH30BAJIOCh BA30CIA3MOM M
pImeMued KOHEUHOCTeH U IpyruxX TKaHeH, BKIoYas NEHTPATBH e EOBMEC L

IIpUMEHEHHE KIapATPOMUIMHA U JAHHBIX JICKAPCTBCHHBIX CPCACTB ﬁp@ﬁﬁ%ﬁoﬁggg a6 i
MUAHBCTREFCTROM BEPABOO?

4.3). A CTVSIUAKH BERATYCE |
Huzubumopwr LMI-KoA-pedykmaszvr (cmamunv) Jipuas M;mmt“é%pcmgﬁ?gﬁi?t;xyaﬁeﬂn

' Yoo VONHKE Y
CoBMECTHOE  NPHMEHEHHE  KJIAPUTPOMHMI[MHA C  JIOBAaCEATHHO T e QUIMBACTE M

IIPOTUBOIIOKA3aHO (CM. pasaeln 4.3), MOCKOIBKY 3TH CTATHHEI nmpoxo Metabommsupyrotes CYP3A4,
I OJHOBPEMEHHOE JIEUCHHEe KIAPHTPOMHUIMHOM YBEIHYMBACT MX KOHICHTPAIMIO B ILIA3ME, HTO
YBETMYMBACT PUCK MUOINATHH, BKIFOYas pabAOMHOIIHS. Co00Imanoch 0 pa3BUTHH PaOTOMUONIK3A Y
TAIWEHTOB IPH COBMECTHOM HPHMEHCHHH 5THX II€KapCTBEHHBIX CPEICTB. Ecmu mpuMeHeHWs
KITApPUTPOMHIIMHA ~HEBO3SMOXKHO —M30€XkaTh, TEPalMiO JIOBACTATHHOM HJIM  CHMBACTATHHOM
HE00XOMMO IIPEKPATHUTH B XOJIE JCUECHUSL.

Heo6X0IiMO COBIIOKATE OCTOPOIKHOCTH HPH HA3HAYCHHH KIAPHTPOMULMHA ¢ IPYTHMH CTATHHAMH.
B ciyyasx, KOTja HEBO3MOXKHO M30€KaTh COBMECTHOIO IIPUMEHECHHUS KIAPUTPOMULMHA ¥ CTATHHOB,
PEKOMEH/IyeTcsl Ha3HA4aTh Hambojee HU3KYIO 03y CTaTHHA MM PACCMOTPETH BO3MOXHOCTH
WCIIONb30BAHMA CTATHHA, KOTOpHIHI He 3apumeut or Merabommsma CYP3A4  (manpumep,
duyBacratmra) (cM. paszen 4.3). IlammenTs! JOIKHEL KOHTPOIMPOBATECA HA HAMINC IIPUSHAKOB M
CHMIITOMOB MUOIIATHH. ‘

Komxuyun

Komxumue sBisercss cyberparom kak msodepmenta CYP3A, Tak u Genka-IiepeHOCIHKA P-
rmaxomporenaa  (Pgp). V3BecTHO, 4TO KNADUTPOMHULIHMH ¥ JPYTHC MAKpONM/BL  SBIIAIOTCA
narabnropamu CYP3A u Pgp. Ilpn omxHOBpeMEHHOM IPHMEHCHHM KIAPUTPOMHIMHA K KOJIXHIHHA
yraererue Pgp w/mm CYP3A KIapuTpOMHIMHOM MOXET MPUBECTA K YBEIMYCHHIO SKCIOSHIMHA
xonxuuHa. OTHOBPEMEHHOE IPHMEHEHHE KIapUTPOMULIHA X KOJIXAIMHA IPOTHBOIIOKA3aHO.
Tuxaepenop :

CoBMeCTHOE TpPUMEHEHWe KIapPHTPOMUIMHA YBENNUMBACT KOHIICHTPAIMIO THKAarpenopa sa Cder
CHIDKEHHS ero MeTaboIu3Ma B IEYeHY 1 yMEHbBINEHH KOHIICHTPAI[IK aKTHBHOTO MeTabouTa.
Keemuanun

3HAUNTEIbHOE YBEIMUEHYE KOHIIEHTPAINY KBETHAIIMHA C PACKOM HEPEHAO3NPOBKH.

Jlomumanuo '

CoBMECTHOE IMPUMEHEHVE KIAPUTPOMUIEHEA ¢ JOMUTAIUIOM HMPOTHBOIIOKA3AHO H3-32 BO3MOXHOTO
CYILECTBEHHOTO YBEMMYCHHUS! YPOBHSA TPAHCAMUHA3 (cm. pasgen 4.3).

BiustHHe APYTHAX JIEKAPCTBEHHBIX CPEICTB HA KIAPUTPOMILIH

JlexapcTBEHHBIE CPEACTBA, SBILTIOIMECT HMHIYKTOPAMH CYP3A4 (mampemep, pubaMiunus,
dermromn, KapbamaseruH, (enobapburaln, —IpemapaTsl 3Bep0o00s), MOTYT HMHIYIIAPOBATH
MeTabomm3M  KIAPETPOMHIMHA. OTO MOXET IPUBECTH K _-CYOREDAICBTHYCCKAM  YPOBHAM
KIAPATPOMALIMHA M CHIDKCHHIO €TO 3(1)(1)6KTHBHOCTH/1(§' : Né’-r‘—‘B,mé'\Emg{ oTpeGoBaThCS
MOHHUTODHHT IUIa3MEHHBIX ypoBHe# mmmykropa CYP3 # /““' OTOpBEIE MOTYT 651@\;;%03511116}151 n3-3a
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narunGuposagns CYP3A4  xnapuTpOMHIMHOM (CM. TakKe HMHCTPYKIHIO IO MEIHMIHHC
IPUMEHEHHUIO COOTBETCTBYIOIIETO HHAYKTOPA CYP3A4). OguoBpemenHOe IIpEMeHeHne pudabyTuna
¥ KIAPUTPOMEIMHA [PUBOJHNO K TOBBINICHUIO YPOBHEH pudalbyTrHa B CHIDKEHHMIO YPOBHI
KIapATPOMHIIUHA B CEIBOPOTKE KPOBH C O/JHOBPEMCHHBIM MOBBLIIEHAEM PHCKA MOSBIICHIS YBEUTA.
BiusHue CICAYIOMUX JIEKAapCTBEHHBIX CPEICTB HAa KOHIGHTPAIMIO KIAPUTPOMHINHA B KPOBH
F3BECTHO MUIH IPEAIIONAraeTesl, HOATOMY MOXKET TOHaJO0UTECS H3MEHEHHE JI03bI UM [PHMCHCHMIC
aJbTePHATHBHOM TEPaIlvH.

Dpasupeny, HesupanuH, pudavruyun, pudabymun u pudanenmun

MoIHble HHAYKTOpH (epMentoB muroxpoMa P450, Takme Xak 9(aBUPCHI, HOBHPAIMH,
pubavmuruma, pudalbyrs ¥ pUbAEHTHH MOTYT YCKOPATH METabONHM3M  KIapHTPOMUIKHA,
yMEHBIIas €ro KOHIEGHTPAIlHIO B IUIA3Me XPOBH, HO YBEIMYMBAs KOHIECHTPAIMIO 14-OH-
KJIAPUTPOMHIIEHA — MAKPOOHMOIOTHYCCKY aKTHBHOTO Merabomura. Tak Kak MEKpOOHOTOrHYecKas
aKTHBHOCTH Kmapurpomuiusaa i 14-OH-xmapurpomuriuaa pasHas HO OTHOIICHMIO K DPasiIAHBIM
GaKTepHsIM, OKUTaeMbli TeparnesTHdecKuit addexr Moxer ObITh HE JOCTUTHYT M3-32 COBMECTHOTO
IIpUMEHEHHS KIIaPATPOMUIIMHA ¥ HBYKTOPOB (PEPMEHTOB IUTOXPOMA P450.

Ompagupun

KOHIIeHTpaIus KIapUTPOMULIIHA YMEHBINACTCS 33 CIST COBMECTHOTO TIPHMEHEHHS ¢ STPABUPHHOM.
OnHako KOHIEHTpamus akrtuBHoro Merabonmra 14-OH-knapuTpoMHUIMHA — YBCIHIMBACTCL,
[ockonsky 14-OH-KiapuTpoMHIIH 00/1a0aeT TOHYKCHHON aKTHBHOCTHIO B OTHOIICHHY KOMILICKCA
Mycobacterium avium (MAK), obmas akTUBHOCTH B OTHOIIEHHA STOTO [aTOrCHa MOXCT GBITH
p3venena. TakaM 06pasoM, CITeIyeT PacCMaTpUBaTh AbTepHATABEI ULt Jedernst MAK.

DryKoHa30M

ComyTcTByIoLIee HasHaueHue (uyKoHasona B J103€ 200 Mr B cyrku ¥ KiapaTpomunuHa 500 Mr nBa
pasa B cyTku y 21 310poBOro JOGPOBOJIBLA IPUBOJMIO K YBETMICHHIO PaBHOBECHOU MUHHMAJILHOM
xoHueHTparuH (Crmin) ¥ wiomany nox kpusoi (AUC) coOTBETCTBEHHO HA 33% u 18%. PaBHOBECHEIE
KOHIIEHTpAIUH akTHBHOTO MeraGomura 14-OH-kiaprrpoMuIHa SHAIUTEIBHO HE H3MCHAIUCE IIPH
COBMECTHOM IIpHMEHEHHH ¢ (IyKOHa30/I0M. VI3sMeHeHHe 035l KIapUTPOMUIIHA He Tpebyercs.
Pumonasup

WccnemoBanue hapMaKOKHHETHKE IOKA3aJi0, YTO COMYTCTBYIONIEC HA3HAYMCHUE PHUTOHABUPA 200 mr
Ka)KIble BOCEMb 4acoB M Kimapurpomurmaa 500 Mr kaxzisle 12 9acoB IPHBENIO K BEIPAKCHHOMY
MHrAGHPOBAHMIO MeTaboNu3Ma KIapuTpomunyta, Cmax KIApUTPOMALKMEA YBEIHIHIACE Ha 31%,
Cmin ysemuumnacs Ha 182%, m AUC ysemmumiachk Ha 77% ¢ ONHOBPEMEHHBIM Ha3HAYECHHEM
puTOHaBHpA. DBBIIO OTMEYEHO IPAKTHYECKH TIOJHOS urTEOHpoBanwe obpazoBarms 14-OH-
KIapUTPOMEIHEA. V3-32 GOIBIIOro TepameBTAYecKoro OKHa s KIAPATPOMUIIMHA, CHIDKCHHE HO03bI
He TpebyeTcs y TAIMEHTOB ¢ HOPMANTBHOH QYHKIHEH MOTEK. OnHAaKo Ui MAIMeHTOB ¢ IOYEeYHOM
HEJIOCTATOUHOCTBIO CJIEyeT YUMTHIBATH CIELYIOIMe KOPPEKTHPOBKYM JO3BL UL MAIMCHTOB C
KIApercoM KpeartrHuHa 30-60 MI/MHUH 103y KIApUTPOMULEHA CICYeT YMECHBIIMTE Ha 50%; s
IAaNEeHTOB ¢ KIEpeHcoM KpearmamHa <30 MI/MEH, 1032 KIAPHTPOMHIMEA MOIDKHA OBITH
yMeHbleHa Ha 75%, J[03Bl KIapUTPOMHIMHE Gonee 1 r/cyrku He cieayeT BBOAWTH COBMECTHO C
PUTOHABHPOM.

[Tozo6HbIe KOPPEKTHPOBKH JIO3HI CIEAYCT YIUTEIBATE Y IMALMCHTOB CO CHIDKEHHOH (yHKITHEH IOYEK,
KOIZAa PUTOHABAD WCIONE3YIOT B KadecTBS (HapMaKOKMHETAYIECKOro YCHIMTCNA C JpYyriMH

parubmTopamu  BIY-mporeasbl, BKIIOYAd arasaHaBUp M CAKDB (N pESTOT T
«JIByHAIIpaBICHHEIE JICKAPCTBCHHEIE B3aUMOZIEHCTBHULY). COTJAAC @BT AHO .
MUHBCTEPCTROM BEPABOOXPAHE

. PECIIVBIRKY BEAAPVCE
wan MEEHETepeTsa SApABOOXPAHCHNI

BausHane KJIapATPOMHIINHA HA rHe JeKapcTBeHHbIC CPped
PP Ay P P Peerybmuxy Bexspycs

CYP3A-ocrosannbie 83aumo0eticimeus b
COBMECTHOE BBEICHWE KIAPUTPOMHUIIAHA, KOTOpPBIM, KaK H3BECTHO, narubupyer CYP3A, u
JIEKApCTBEHHOTO CPEJICTBA, B OCHOBHOM meTadomasupyemoro CYP3A, MoxeT BBI3BAaTh MOBBINICHAC
KOHIIEHTpanuif JEKapCTBEHHBIX CPEICTB, KOTOPOE MOXKCET YBCIMHYABATH MIIH IpOJJIEBaTh Kak
TepaneBTHIECKHUe, Tak K M0609HbIe () GEKTE! COIYTCTBYIOIMEr0 UPSHapata.

ITprMeHeHre KIapUTPOMHUIIHA IIPOTHBOIIOKA3AHO nauggﬂzgﬁ,ﬁﬁeﬁiﬁ%ﬁo%gy&marm CYP3A
ACTeMM30JI, IU3AIIPH, JOMIIEPHIOH, IIMMO3K 1 Tep(be}}‘?:_ [TH 113-38 PUCKa ynnnﬁ@;‘xgﬂ urTeppana QT
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§s Q0; agggégg u
JKeJTYIOUKOBYIO TAXUKAPIHIO THIIA CIHPYIT» (CM. pasmen 4.3 u qHgmas nggﬁ;%%;’im
IlpuMeHeHne KIAPUTPOMHIMHA TAXOKe [IPOTHBONIOKA3aHO HPF=PCHONESOBARIHT ~ AIKATOMIOB
CHOPHIHBH, MHEIa3oNaMa JUIL OpueMa BHYTpb, mHruburopos I'MI KoA-penyxraser,
MeTaboMH3KpyeMEIX ITaBHEM ofbpazoM CYP3A4 (mampuMep, JOBACTATHHOM U CHMBACTATHHOM),
KOJIXVLIUHOM, THKarpeiopoM u paHoNa3uHOM (em. pasznen 4.3).
CremyeT cobJONaTh OCTOPOIKHOCTE NPH MPUMEHEHHY KIaPUTPOMHUIIHA IAHEHTaM, IOTyJat0IiM
TepanuIo NeKapCTBEHHLIME cpencTBamu-cyGerpatamu CYP3A, ocoGenro ecmm CYP3A-cyGerpar
EMeeT Y3KHE TepaleBTHUECKHH juana3oH (HampuMep, Kap6amasenuH) ¥/WIH SKCTEHCHBHO
METabONM3UPYETCs STUM SH3UMOM.
MosxeT HOHaHOOMThCS HM3MEHEHHE MO3BL, W, II0 BO3MOXKHOCTH, TINATEIBHBIA MOHHTOPHHI CBIBO-
POTOYHBIX KOHIEHTPAIWi JIGKapCTBEHHOTO cpencTa, Merabomusupyromerocss CYP3A, y ma-
I[HEHTOB, KOTOPBIE OJHOBPEMEHHO IPUMEHSAIOT KIAPUTPOMHUIIUH.
VsBectHO (WM IpeNIIoNaraeTcs), 4To CHEAYIONME JIEKApCTBCHHbIC IIPEIaparhl WM IPYIIIEI
npenaparoB Metabomusupytotes onHuM 1 TeM xke CYP3A uzohepmeHToM (9TOT CIUCOK HE SABIIETCA
FICUEpIBIBAIONMIAM):  aJIpa3oiiaM, KapOaMasemuH, [HIOCTa30), IMKIOCIOPHH, JH30NHpaMUL,
HOPYTHHEO, METHITPETHU3ONOH, MHAa307aM  (BHYTPHBEHHO), OMEIpPAsol, IepOpaibHbIC
AHTHKOATYJISIHTEI (mampumep, BapdapuH, puBapoxcabaH, arukcaban), ATUTHYHBIC
AHTUTICHXOTHIECKAe TperapaTsl (HampuMep, KBETHAIMH), XWHHIMH, pudaOyTwH, criieHaQwi,
CHpOIAMYC, TaKpONUMyc, TpuasoiaM ¥ BuHOmacTHH. [lomoOHbIA MeXaHH3M B3aHMOICHCTBHA
OTMeUeH MpH IpuMeHeHuH (eHuTouHa, Teo(ILINHA M BaTbIPOaTa, KOTOPHIE METa00IH3HPYIOTCS
JpyruM u30(GepMEHTOM CHCTEMEI TuToxpomMa P450.
Iepopansuvie aumuroa2yiaHmel NPAMO20 QeUcmeus
TlepopabHBI AHTUKOATYISAHT HPSMOTO JEHCTBUA MabWrarpan SBISETCS CyOCTpaToM It Genxa-
nepeHocunka Pgp. PusapokcaGan u ammkcaban merabomusupyrores CYP3A4 H TaKkKe SBILTFOTCS
cyberparamu s Pgp. CiuemyeT coGmrojare OCTOPOXHOCTE IIPM  COBMECTHOM IPUMEHCHHN
KIApATPOMHMITAHA C STAMY JIEKapCTBEHHBIMH IIpENaparaMy, OCOOCHHO y NAlHeHTOB C BLICOKHM
PHCKOM KpoBOTeUeHHMS (CM. pazzen 4.4). '
Aumuapummuyeckue cpeocmesa
CyIIeCTBYIOT MOCTMAPKETHHIOBEIC COOOIICHHS O PAsBUTHAW OKSIyJOUKOBOH TaXWKap[vH THIA
(OEPYIT», BOZHHKINEH IpPH OXHOBPEMEHHOM NPMMEHCHWH KIAPHTPOMMIIMHA C XHHUIMHOM HIIA
IusonEpaMunoM. Pekomenmyercs MpoBoguTh OKI'-MOHUTOPHHI JJIA CBOEBPEMEHHOTO BBIIBICHHS
ymmeenns uuTepBaia QT. Bo BpeMs Tepamuu KIAPATPOMHUIEHOM CIEAyeT KOHTPOIMPOBATH
KOHI[EHTPAIIUY STHX IIPEIapaToB B IUIa3Me KPOBH.
B OCTMapKETHHIOBOM TIEPHOJE COOOINANOCh O THIOTIUKSMUN IIPH COMYTCTBYIOMEM HA3HAICHAN
KITApUTPOMHAIUHA U Ap3omapaMuia. Takum 06pasoM, ciiefyeT KOHTPOIMPOBATh YPOBEHD TIFOKO3EL B
KPOBM BO BpEMsS COBMECTHOTO IIPHMCHEHHS KIApUTPOMHIWMHA X Husommpamuna. CoBMecTHOE
IIpUMEHEHHe KIAPUTPOMHLMEA C JU3ONMPAMHUJIOM, XUHUIMHOM, AO(QETHIHIOM, aMHOJIAPOHOM,
COTAJIONIOM, IIPOKAMHAMUIOM HE PEKOMEH/TyeTCSL.
Iepopanvuvie 2unoenuxemuieckye cpeocmed / UHCYIUH
IIpz npueme OUPEHETCHHBIX TIHIOTIMKEMUYECKHX —IIPENapaToB, TaKWX Kak HATCNNMHAL X
pearIHu, MOXKeT GbITh 33/[eHCTBOBAHO MHIHOMPOBAHUE (epMEeHTa CYP3A KnapATpOMHLIAHOM,
YTO MOJKET BLI3BATh TMIOTTTHKEMMIO. PEKOMECHyeTCS TIATENbHbIH MOHHTOPUHT YPOBHS IJIFOKO3EL B
KpOBH.
Omenpason
Knapurpomumue (500 Mr Kaxmsie 8 9acoB) BBOJMIM B COYETAHHM C OMCIIPA30IOM (40 mr
©KEIHEBHO) 3AOPOBBIM B3POCIHBIM —IaNueHTaM. PaBHOBECHBIC IUIA3MEHHBIC —KOHICHTpallHH
omenpasona Obumt yBenmdeHB! (Cmax, AUCo24 m tin yBENHYIMIUCH Ha 30%, 89% u 34%,
COOTBETCTBEHHO), IpH COIYTCTBYIONIEM HasHaueHMM Kiapurpomununa. Cpemsee 24-wuacoBoe
spauenue pH XeIyIoYHOro COKa COCTAaBIAIO 5,2, KOTLL mm%‘%@n OTHENBHO, U 5,7, uph
COBMECTHOM BBEICHUU C KIAPHTPOMHUIITHOM. \( o
Cundenagpun, madanagun u 6apoenadur [Inst QOKYM GHMCS
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Kasxeiii u3 5THX BHrHOUTOPOB hochommscTepassl MeTaboIU3UpyeTCd, no%paﬁHeﬁ Mepe,al"rﬁﬂo,
CYP3A, u CYP3A moxkeT WHTHOHPOBATHCS IIPH OJHOBPEMEHHOM BBEICHHY C KIAPHTPOMHIIUHOM.
CoBMecTHOE Ha3HAUeHHe KIAPHTPOMMIMHA ¢ CHieHabMIoM, TafanaQuiuoM Wik BapreHaQuioM,
BEpOSTHO, TPUBENET K YBEIMYCHWIO KOHIECHTpAIMu WHIHOMTOPOB (ocdomudcrepassl. Ilpu
COBMECTHOM Ha3HAYEHUH JTHX IPEnapaToB ¢ KIAPUTPOMHUIMHOM CIICTYyeT pacCMaTprABaTh CHIDKCHUE
TO3EI crineHadia, Tananadmia 1 BapaeHaduia.

Teogunnun, kapbamazenun

Pe3ynbTaThl KIMHWYCCKHX UCCICHOBAaHMM IIOKA3alM, 9YTO CYIIECTBYST HE3HAUMTENBHOE, HO
craructadecky 3HaunMoe (p < 0,05) yBenuueHre KOHIEHTpanuy TeohHIIMHA WM KapbaMasenuHa B
IIa3Me KPOBH IMPH UX OJHOBPEMEHHOM IPHMEHEHHM C KIApATPOMHLIUHOM. MOXKeT moTpeboBaThes
YMEHBIIEHUE JO3BL.

Tonrmepooun

Ileppuunbii myTs Meraboim3Ma IUIL TONTEponMHA - depes m3opopmy 2D6 mumroxpoma P450
(CYP2D6). Tem He MeHee, B IOArPYIIe IONyIanuy, mamennod CYP2D6, uneHTuumpoBaHHbit
nyTs Merabommsma ocymtectsisercs depes CYP3A. B aro#f momymsiun uarubuposanne CYP3A
IIPMBOIUT K 3HAYMTENBHO GOoNee BHICOKMM KOHIEHTPAIMAM TONTEPOIUHA B CHIBOPOTKE. CHIIKCHHUE
ZO3Bl TONTEPOAMHA Ui MesieHHoro Merabomusaropa CYP2D6 moxeT OBITH HEOOXOZMMO B
npucyrcreud HHruouTopoB CYP3A, Taxux Kax KIapuTPOMHUIAH.

Tpuazonben300uazenunbvl (Hanpumep, arnpasoiam, MUQAasoNam, MpPUasonam)

Korza MunasoiaM IIpIMEeHsIIA COBMECTHO ¢ TabieTkamu kiaapuTpoMuivaa (500 Mr 1Ba pasa B ICHB),
AUC wmmpmasonaMa IOBBIIANack B 2,7 pa3a I[OCie BHYTPUBEHHOTO BBEIEHHA MHJa3ojiama. Bcmm
BHYTPHBEHHOE BBEJCHHE MHZIa30JaMa IPOBOJAT COBMECTHO C KIAPHTPOMHUIMHOM, 32 NAIHEHTOM
HeoOXOAUMO TINATENbHOE HAONIONeHHe IS KOPPEKTHPOBKM HO3bL IIpuMeHeHWe wmupasoiama
OpPOMYKO3aJILHOT0, KOTOPHI MOXKET MHHOBATH IPENCHCTEMHYIO DIUMUHAIMIO JIGKAPCTBEHHOIO
CpEIICTBA, BEPOSTHO, IPUBEACT K B3aHMMOJICHCTBHIO, AHATOTMIHO TOMY, KOTOPOe HAOIIFOAaeTCs IOCe
BBEJEHNS MHJa30laMa BHYTPHBEHHO, a He IIepopalbHbIM IyTeM. Takume ke MepHI
IPEOCTOPOIKHOCTH ~ JOJUKHEL ~ NIPHMEHATHCA K JpYyruM  OcH30AMasenuHaM,  KOTOPBIC
meraGommsupyiorcs  CYP3A, Bkmowas Tpuasonam H  aimpasonam. Jlins  GeH301pa3enuHoB,
IMMUHALES KOTOPHIX He 3aBucuT oT CYP3A (TemasemaM, HHTpaselaM, JOpasenaM), KIHHIICCKA
BKHOE B3aUMO/ICHCTBHE ¢ KIAPATPOMUIIHOM MaJIOBEPOSTHO.

VIMeroTCS TIOCTMAPKETUHTOBbIE COOOIIEHMS O IEKAPCTBEHHOM B3aMMOJCHCTBHE M Pa3sBHTHH
no6ounsX sEieHni co croporsl I[HC (Takue Kak COHJIMBOCTE ¥ CIyTaHHOCTH CO3HAHWS) IPH
COBMECTHOM IPUMEHEHNH KIAPUTPOMHUIMHA X TpHaszonama. Cremyer Halmronarh 3a MalEHTOM,
YYUTEIBAS BO3MOYKHOCTH yBEIHUCHIS dapMakoyorudeckux sddexros co cropors: LIHC.

Mapasupox :

KIIapATPOMAIME MOYKET IPUBECTHA K YBEIHUCHIIO BO3/IeHCTBYA MapaBHpOKa IlyTeM HHIHOHPOBAHMS
CYP3A (cM. MHCTPYKIWIO [0 MEIUIIHCKOMY HPHMEHCHHMIO MapaBHpOKa T PEKOMEH/AIMA II0
JO3UPOBAHHIO TIPH COBMECTHOM NPHMEHCHHM C CHUIbHBIME MHTEOMTOpamu CYP3A, TakuMu xax

KIAPHTDOMUIIHE). COTJIACOBAKO
MYHHUCTEPCTBOM SAPABOOXPAHEHNS
JIpyrue jgeKapcTBeHHbIE B3aUMO/(edCTBHS PECIYBIKY SEAAPYCH
: Tipuras MIHEICTEDCTES BAPSROCXPAHEHHA
Amunoznuxosudwl . Peenybuuxs Honapyss
CrenyeT ¢ OCTOPOIKHOCTBIO OTHOCHUTBCS K COBMECTHOMY HA3sHAYCHIIO KITAPATPOMUMHAHE C APy TAMK

OTOTOKCHYECKAMY JIEKAPCTBEHHBIME CPECTBAMHY, 0COGSHHO ¢ aMHHOTTIAKO3MAaMH (CM. pasyen 4.4).
JTueoxcun

CupTaercs, YTO IUTOKCHH sBisercst cyGerparoM P-rmmkomporemua (Pgp). KmapurpoMuImH, Kax
w3BecTHO, METHOHpyeT Pgp. Korma KIapuTpOMUIKE ¥ TUTOKCHH BBOJAT BMECTE, HHrHOMPOBaHHUE
Pgp KIapUTPOMUIMHOM MOJXKET IPHBECTH K TOBBILICHHOMY sdpdexry or muroxcuna. [lpu
IOCTPErHCTPAIHOHHOM HAOIIONEHHH COOOIAN0Ch O IOBBINEHAM KOHLCHTPAlH IHIOKCHHA B
CHIBODOTKE KDOBH TAIMEHTOB, MONY9AIOMHUX KIAPUTPOMHUIMH COBMCCTHO C IATOKCHHOM. Y
HEKOTOPHIX IIAI[MCHTOB PAa3sBAJUCH IPHU3HAKM JUTOKCHEHO g‘\‘ﬁ“aﬁ)I(GnHHQgJ‘;E?{\Q\B TOM YHCIIe
[OTeHIHANEHO (aransHble aputvum. CrienyeT TIIAT o b}ﬁamﬂ%\ OHIIEHTPAIAA

JIMTOKCHHA B CHIBOPOTKE KPOBH MAMEHTOB IPH eT0 NPUMEHOHNH C KIAPUTDOMHUL AHOM
? fneg AOKVIAEHITIOE e )}
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OpHOBpeMEHHOE IIPHMEHEHNE Ta0IeTOK KIapATPOMHIVHA ¥ 3HI0BYIUHA Y BUY-uHGUAITIPOBAHHEIX
[IAIMEHTOB MOJXXCT BBI3BATh CHIDKCHHE DPABHOBECHEIX KOHICHTpAIMi 3WIOBYANHA B CBIBOPOTKE
KpOBH. I1IOCKOJIBKY KIAPATPOMHIWMH, IIO-BUIUMOMY, HPEHATCTBYCT abcopOIuy  OTHOBPEMEHHO
BBOIEMOTO IIEPOPANBHOTO 3UAOBYAMHA, STOTO B3aWMOIEHCTBAS MOXHO B 3HAYMTENBHOM CTCIEHH
M36eKaTh, Pasmenss IMpEeM [03bl KIAPUTPOMUIMHA M 3HAOBYIRHA, IT00bI 0GSCHCIHTh 4-4aCOBOK
MHTEpBAT MEXKAY KaXKIBIM JIGKapCTBEHHBIM CPelcTBOM. Takoe B3aMMOJCHCTBUE, MO-BUIAMOMY, HE
Habromaerca y neauarpudeckux BUU-mHQHIMPOBAHHBIX IAIHACHTOB, IPUHUMAONIUX CYCICHIHIO
KJIAPETPOMUIMHA C 3UIOBYIHHOM MM AUAC30KCHUHO3MHOM. Takoe B3anMOICHCTBHES MAIOBEPOATHO
IpY BHYTPUBEHHBIX HHQY3UAX KIapUTPOMHUIMHA,

DeHumour u 6anvnpoam

BBuli CHOHTaHHBIC WM ONYONMKOBAaHHBIE COOOLICHHS O B3auMozekcreuu mHruOmTopoB CYP3A,
BKIIOUAasd KJIAPUTPOMHIEH, C JICKAPCTBEHHBIMH  CPEICTBAMH, KOTOpbIE HE  CUHTAIOTCA
merabommupyembiva CYP3A (Hanpumep, GEHUTOMH ¥ BalbIIPOaT). PEKOMEHIYETCs! OIpesieicHre
ypOBHEM STHUX JIeKapCTBEHHBIX CPEJCTB B CHIBOPOTKE KPOBHU IIPY OJHOBPCMCHHOM. HAIHANCKMH -1 C

xaaprTpoMurEEOoM. Coo6IIaNoch O HOBHINEHHH CEIBOPOTOYHBIX YPOBHEN TIIACOB AHO
MUHUCTEPCTBOM BPABOOXPAHEHIA

¥ PECIIYBAAKY BERAPYCD
HByHaHpaBHeHHHe JIEKAPCTBEHHEIC BIAMMOACHCTEM Tipnxas Musuereporsa 3EpARCOEPaAHeHN
Amasanasy PocrryGmuxn Bolapyss

KIIapUTpOMHUIIH ¥ aTa3aHaBHp sABILIOTCA cyOcTparamu u murumOmropamu CYP3A, m mMerorcs
JAHHEIE O ABYHAIPABICHHOM B3aUMONEHCTBHM JEKApPCTBEHHBIX CpencTB. COBMECTHOS HasHAYCHHE
xnaprTpoMunmEa (500 Mr ZBa pasa B JeHs) U arasamasupa (400 Mr oxuH pas B JICHB) IIPUBOIIIIO K
JBYKPATHOMY YBENHUYEHWIO KOHLEHTPAIMH KiaparpoMuiyHa u 70% CHIKSHHIO KOHIICHTPAITAH 14-
OH-knapurpommmura ¢ 28%-meiv  ysemmuenmeM AUC  arasaHaBupa. Uz-3a Gompimoro
TEpAIeBTHUECKOT0 OKHA Ul KIAPHTPOMHIMHA, CHEDKEHHE NO3bI He TpeCyercs y MAIMeHTOB
HOpMaIbHOM (yHKumeil modek. Jlnd ManKeHTOB ¢ YMEPEHHBIM HapyNICHHEM (GyHKIUU TI09EK
(xmupeHe kpearsHmHa 30-60 MI/MHEH), 103y KIapUTPOMMIMHA CIECAYET CHHU3UTH Ha 50%. s
MAIMEHTOB ¢ KIMPEHCOM KpearuHuHa <30 MI/MHH 103y KIApATPOMHIMHA CIEAYeT YMEHBIIATE Ha
75%, WCIIONB3Ys TIOMXOANIYIO JIEKApCTBEHHYIO (OpMy KIapHTpOMHNKHA. JI03bI KIapUTPOMUIAHA
6omee 1000 Mr B CYTKH He CIIEIYET UCIONB30BaTh COBMECTHO C HHTHOUTOPAMY IIPOTEA3EL.
Broxamopel kanvyuesvix Kanaios

ClefyeT ¢ OCTOPOXKHOCTHIO OTHOCHTECSA K COIYTCTBYIOIIEMY HA3HATCHMIO KIAPUTPOMHLHHA M
6I0KATOPOB KaTBIWEBBIX KaHaios, MeraGommsupyemblx CYP3A4 (mampumep, Bepamamuiowm,
AMJTOJUIIMHOM, — [AITHA3eMOM) H3-3a DHCKA BO3HMKHOBEHHA TunoTeHsud. IInasMeHHad
KOHIIEHTPAI¥s KIAPUTPOMHUIIIHA, & TAKKE OJIOKATOPOB KaJlbIMEBBIX KAHAIOB MOXET yBEIMINBATEC
10 IPHYMHE JAHHOTO B3amMojeiicTsud, ['MnoTonvs, OpaldapuTMus M JIAKTaIlHI03 HaOTIOANCE Y
[AIMEHTOB, IPHHEMABIIIX OJHOBPEMEHHO KIIAPUTPOMHUIIMH B BEPAIIaAMHUIL.

HUmpaxonason

KapuTpOMEIH X HTPAKOHA30]I ABIIOTCA CyOCTpaTaMK 1 naruburopamu CYP3A, 9To IpuBOIMT K
JBYHATIPABICHHOMY B3aUMOZEHCTBHIO IEKAPCTBEHHBIX CPefCTB. KIapuTPOMHALIME MOXKET HOBBINIATE
YpOBHE HTPaKOHA301a B ILIa3M€, B TO BPeMs KaK HTPAKOHA30J MOXKET IOBBINATE YPOBCHE
KIAPUTPOMANUHA B IUTa3Me. llanpedTaM, NPHHEMAIONEM HMTPAKOHA30M M KIIAPHTPOMUIHH
OIXHOBPEMEHHO, Ciie[lyeT BHHUMATEIHHO CIEAMTH 32 MPHU3HAKaM{ MIM CHMITOMAaMH MOBBIICHHOIO
A JUTATEIEHOTO (papMaKoiorudeckoro sddexra.

Caxeunasup

KJapuTpOMUIMH ¥ CaKBHHABHP SBIIOTCS CyOCTpaTaMu H narnburopamu CYP3A, u uMeroTCS
JaHHEIE O JBYHAIPABICHHOM B3aUMOJCHCTBHY JICKAPCTBEHHBIX —CPCICTB. OHOBPEMEHHOE
HasHavenwe Kiapurpomumpna (500 M 1Ba pasa B JieHb) H CAaKBMHABHpA (MsTKHE JKETIAaTHHOBEIE
xarcynsl mo 1200 Mr TpH pasa B AeHB) 12 3/0pOBBIM I06pOBOIBIAM NIPUBOJAMIO K PaBHOBECHBIM
pemmunzaM AUC 7 Cmax CAKBHHABHPA, KOTOphle ObUE H3  L7%--H. 187% BBIIE, YeM IIPH
TIPHUMEHEHVH TOIGKO CAKBHHABHPA. 3HAUCHUS AUC # CinggsTiap: m—?a%m?fﬁfﬁﬁa@n TPUOITU3UTEIBHO
Ha 40% BeIIIe, YeM IIpH IIpHEME TOJBKO KJIaprITpOMI/I? fa” Koppexuus 035l egjrw eOyercsl, Korzia

5 :
JBa Ipenapara BBOJSAT COBMECTHO B TCUYCHUC %W%E%GEEQEQW@?”P?M%H%%)? Wccnenoanus
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JIEKapCTBEHHOTO B3aMMOJEHCTBHSL ¢ HCIONB30BAHAEM MATKOH JKENATUHOBOM KAarCymbl HE MOTYT
GBITH PEIIPE3CHTATUBHEIMA UL 3 HeKTOR, HAGTIONAEMBIX C HCIONB30BAHIHEM TBEPIOH JKETATHHOBOK
KAICyJIEl CaKBAHABUPA. Vccie[oBaHus JTEKapCTBEHHOrO B3aUMOICHCTBHS ¢ CAKBMHABMPOM CaMU TIO
cefe He MOryT OBITh pENpe3eHTATHBHBIME Jui 3(QekToB, HAONIOZaCMBIX IOPH TEpaluH
CAKBHHABHPOM/pATOHABEPOM. KOrfja CakBHHABMP BBOJMTCS COBMECTHO C PHTOHABHPOM, CIETYET
VUHTHIBATE TOTEHIHAIBHOE BO3/EHCTBAE PUTOHABAPA Ha KIAPUTPOMHUIIHH.

boyenpesup .

Kax KIapuTPOMMITHH, Tk ¥ OOLEIPeBHp ABIAIOTCA cybcTparamu u mHruduTopamu CYP3A, 4ro
HOTEHIHATLHO IPUBOIUT K IBYHAIIPABICHHOMY B3aHMO/ISHCTBHIO JIEKAPCTBEHHBIX CPEICTB MIPH
COBMECTHOM IIpEMeHeHn:. KOoppeKuus 0351 He TpeGyeTcs il MalHeHTOB ¢ HOPMAIbHOHK (yHKIMeH
moueK (CM. HHCTPYKIIMIO 10 MEAMIIMHCKOMY IPUMEHEHHIO OOIENPEBHpA).

4.6 @epTHILHOCTH, 0PEMEHHOCTH M JIAKTAISI

bepemennocmo .

Be3onmacHoCTh IPUMEHEHHs KIAPUTPOMHUIMHEA B HEPHOJ OEpEMEHHOCTH W KOPMIICHHS TPYIBIO ¥
9eoBeKa He ycTaHoBIeHa. Ha OCHOBaHHE pPe3yJbTaTOB HCCIEIOBAHUM Ha JKHBOTHBIX M OIBITA
IpHMEHEHHS Y JoeH, BO3MOXKHOCTh HEGIAroONpHATHOTO BIMAHUS Ha SMOPHO(CTAIEHOS Pa3BUTHE
He MOXET OBITh MCKIIOUYeHA. B HEKOTOPBIX OOCEpBalMOHHBIX MCCIECIOBAHUAX, OLICHWBABIIAX
BO3ZEHCTBAEG KIAPATPOMAIMHA B TEYEHHEe I[IEPBOIO M BTOPOTO TPHUMECTPA, COOOIANOCH O
MOBBIICHHOM PHCKE BHIKH/IBIIA [0 CPABHCHHUIO ¢ OTCYTCTBHEM HCIIONB30BAHMS aHTHOMOTHKOB HIIH
IpUMEHEHHs  APYTMX  aHTHOMOTHKOB B  TEYCHHE TOrO  KE€  IEpHOAa. Vmeromuecs
SIMIEMHOIOTHYECKAE HCCIENOBAHMUSI PUCKA CEPBE3HEIX BPOXICHHBIX IIOPOKOB pasBUTHA IIPH
IpUMEHEHHH MaKpOJNHUIOB, BKIIOYas KIAPUTPOMHIMH, BO  BpeMd OEpeMEHHOCTH  JAr0T
IPOTHBOPEUMBEIE pe3yibTaThl. Taxum o0pasoM, HE CIeIyeT IPUMEHATH IpPENapar B ICPHOK
GepeMEHHOCTH 6€3 TIIATENBHOM OLEHKH COOTHOMEHHS [ONb3a/PHCK.

Jaxmayus :

BezonacHOCTh KIApUTPOMUIIAHA IIPH IPUMECHEHHH IIPY IPYOHOM BCKapMJIMBAHUH HE yCTAHOBJICHA.
KiapHTpOMHUIMHE BEITENEETCS ¢ IPYAHBIM MOJOKOM B HEGONBIINX KONMYECTBAX. BBIIO IIONICIHTAHO,
YTO MIAZIeHell, HaXOIIIHICs Ha HCKITIOUATENBHO TPYAHOM BCKapMIHBAHKY, TOTYIHT OKono 1,7%
035l KTAPUTPOMHALAHA C OIPABKOi Ha Maccy Tena MaTepy. 1109ToMy HE CIEYeT KOPMUTD TPY/IBIO
BO BpeMsl JICUCHHUI.

DepmunvHocmo .
Vccnenosanust (hepTHIBLHOCTH, MPOBEICHHBIC HA KDBICAX, HE BBRITBAIM KaKHX-THOO IIPH3HAKOB
BpEIHOTO BO3/eiicTBA (CM. paszen 5.3).

4.7 BamsEyMe HA CTIOCOGHOCTH YNPABJATH TPAHCHOPTHBIMH CPEACTBAMA U PafoTaTh ¢
MeXaHH3MaMU

JlaHEBIE O BIASHHAM KIAPATPOMHIIIHA Ha CIIOCOOHOCTE YIPaBIATE TPAHCIIOPTHEIMU CPEICTBAMH HIIX
paGoTaTh ¢ APYTMME MEXaHH3MaMmu OTCYTCTBYIOT. OJHAKO Iepes YIPaBICHUEM TPAHCIOPTHRIMU
CpeACTBAMH M JPYTHMH MeXaHu3MaMd HEeOOXOIMMO IPHHATh BO BHAMAHHMC BO3MOXHOCTH
BO3HHKHOBCHUS ITOGOYHBIX PEaKIUi CO CTOPOHBI HEPBHOW CHCTEMEBI, TAKHX KaK TOJIOBOKPYXCHHC,

HapyIICHUE CO3HAHUA 1 JAC30pHUCHTAITAA.

COTrTACOBAHO

MIHECTERCTBOM SEPARCOXPAHEHNA
4.8 HexeraTeabHbIe pEAKINH O

{ipuras MuEucTapeTsa 3APaBCOXPAHeEHA
Pecnybnusn Besapyce

a) CymmapHulii npogune 6e3onacHocmu
CaMbIMH YaCTEIMHA ¥ 0OIIMMHM ITOOOYHEIME PEAKIUAMH IIPHU JICICHUH KIAPATPOMHULIITHOM B3POCIIBIX 1
neTeil SBIAIOTCA OONb B XKHUBOTE, AUApes, TOLIHOTA, PBOTA M HCKAXKCHHC BKyCa. Ot mobouHbIe
peakmmi OOBIYHO HE3HAYMTENHHO BEIPAXEHBI M COTNACOBBIBAIOTCA C HM3BECTHBIM npodueM
6e30MaCHOCTH MAKPOIMIHEIX aHTHOHOTHKOB (CM. TIO/(Pa3/ie 0) pazﬁg}eg_a;.,i«)&_g&
Bo BpeMs KIMHAYECKHX HCCIIE[OBAHUN He OBIIO BBIBIIC T mécf-‘is'éﬁﬁg@c\ a3 B 9acTOTe
BOSHMKHOBEHHS JAHHBIX [OOOYHBIX —peaKiui Mexgﬂ\;}_z;"“ pyIHIaMu nauneﬁg‘;;ols, y KOTOPBIX
HaOTIOIAJIICH WA OTCYTCTBOBAIE MUKOOAKTEpHAIbHEIC 2 %ﬁ%’%@ KYMGHITOS Zg\/
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6) CymmapHas madnauya noGOUHbIX peaKyuli
Hipke TIpecTaBIeHE! MOOOYHbIe PEaKIIUH, BOSHUKIIHE BO BPEMs. KIMHUICCKUK HCCIICIOBAHNY 1 IIPH
IOCTPETHCTPAIUOHHOM TNIPUMEHEHUH KIApHTpOMHIMHA B (opMe TabneTOK HEMEUICHHOTO X
IIPOJIOBIHPOBAHHOTO BEICBOGOIKACHHS, TPAHYJI NS IIPUrOTOBIICHAS, CYCIICH3HU I IPHEMA BHYTDb.
Tlo6oussie 5hGEeKTh, BOHAKAOMUE [PY JCUCHHH KIAPHTPOMUIMHOM, KIACCHQHUIUPYIOTCS B
COOTBETCTBYIOIIME IPYIIIIHI IO CHCTEMaM OPTaHOB ¥ B 3aBUCHMOCTH OT 9aCTOTHI BOSHUKHOBCHHSL:

- ouens gacto (>1/10), -
- gacto (>1/100 mo <1/10),

- meyacto (>1/1000 mo <1/100),

- penko (= 1/10000

1o < 1/1000),

- o4eHs pezxko (< 1/10000),
- YaCcTOTa HEM3BECTHA (YACTOTY OIPEIETATh HEBO3ZMOXKHO HA OCHOBAHMY UMEIOIIUXCS

JTAHHBIX ).

- HOPS
3265 -2018

B mpezenax Kakaoi rpynis! Ho6oursle 30 QEKTH Ipernapara IpeICTaBICHb B IOPAIKe
YMEHBIICHHS 3HATUMOCTH,

He gacto

HacToTa HEM3BECTHA

CucremBbl OpraHoB Yacro
Wudexnuu 1 HHBa3UU Kannunos, ractposarepurt’, |IIceBroMeMOpanosHEI
HH(EKIHsA, BATMHAIBHAS | KOJAT, POXKICTOS
HHpEKIHs BOCTIAJICHUE
Hapymenus co Jlelixomenus, ArpanynonuTos,
CTOPOHBI KPOBH H HeHUTpPOIIEHH, TPOMOOIUTOIICHU
M aTHIeCKOR TpOMOOIUTEMHS,
CHCTEMBI 503uHOGUIHASL
Hapymenus o | I'u1epayBCTBUTEIBHOCTD AnadunakTugecKue
CTOPOHB ~ HMMYHHOH peaknuy,
crcTeMBI" - AHTFOHEBPOTUIECKUH OTEK
Hapymenus AHopeKkcHs, CHIDKSHUE RO IHKEMIST®
p
MeTabonuima 1 anmeTATa
T TaHAS
[Ncuxuaeckne | BeccornnIa TpeBoXHOCTS, [NcuxoTUUecKye HapyIIeHNs,
HapyIICHU | HEpBO3HOCTR2 CITyTaHHOCTH CO3HAHHUS,
C OT/IACOB AHO , JIeTIEpCOHATH3AIHS,
HHICTERCIBON swgﬁﬁﬁéa IETIPeCcChs, Ne30PHEHTaIN,
o Vﬁfﬁﬁa apaBOOHPAHCET TaJUTIOIITHAITIY, KOIIMAaPHEIE
i3 1aA AL

Tipnras “i,z yryGmaskn Benapyed CHOBHJICHUSI, MAHUS
Hapymenus co | JlusreBsns, I"omoBOKpyKEHHE, Cynoporu, areB3us,
CTOpPOHBI HEpBHOM | TOIOBHAS GOTb | CORJIMBOCTB, TPEMOP [IApOCMUSL, aHOCMHUS,
CHCTEMEI - apecTe3ns

Hapymenwus co
CTOPOHBI OpraHa CiIyXa
1 JTaOupHHTA

T'onoBOKpYKEHHE,
yXyIOUICHHE CIIyXa, 3BOH B
ymax

[Toteps cayxa

Hapymenns co
CTOPOHEI cepAla

(eOueHus

X(BHy,ZIO‘IKOBafI TaxXuKapaus

[2( J1na QOKYMEHMOS

%{ma «ITHPYITY

REITy IOYIKOBAL TAXUKAP/I 1
0]
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DU PHIIAIIHS JKETy0TKOB’

Hapymenus co
CTOPOHBI COCYIOB

KpoBom3msame®

Hapymenus co’
CTOPOHEI IbIXaTeIEHOR
CHCTEMBI, OPraHOB
TPY/THOM KJIETKH U
CPeAOCTECHHUS

HocoBoe KpoBoTeUeHHe!

XKenynouao-KuIneqHsIe
HAPYIICHUL

Tuapes®,
TOIIHOTA,
JUCTIETICHS,

| pBOTa, 6OIb B
| ’KuBOTE

T"acrpoazodaruansHas
pedroxcHas Gomesns.,
TaCTPHT, TIPOKTAJITHS,
CTOMATHT, TJIOCCUT, B3LyTHE
JKMBOTA>, 3a110p, CyXOCTH BO

PTY, OTPBDKKA, METEOPU3M

OcTpslii TAHKpEaTHT,
M3MCEHEHUE [[BETa A3bIKa,
U3MEHEHMeE [{BeTa 3y00B

COTHACOBAHO
MEHEC T Ty BRUAPYCE

a3 Muazn % @
Hpase Poory kKA Beuapych

Lon BEPABODKPAHEHN

bropeTae 2ADASCUXPARCHIAA

Hapymenus co | OtxoHeHHe 0T | XONECTas®, remarur, Ileuenoynas

CTOPOHBI ~ TI€YEHH | | HOPMEI nosbienye yposrs AJIT,  |HemocraTounocTs’,

JKEITIEBBIBOAIIUX | byaxumonansssl |ACT, ITT reraToneIUIIOIpHAL

myTel | X TECTOB IEYECHU KENTyXa

Hapymenus co | Cpms, 3y, KpallMBHALA, MaKylo- | TsaKensie KOXKHbIe

CTOPOHBI ~ KOXH M |THIICPTHAPO3 TaIyIe3Has ChITh> HEXXeNaTeNbHbIe PeaKIny

HOIKOXHBIX TKAHEH ) (mampumep,
reHepaTu30BaHHBII
9K3€MaTO3HBIHA IIYCTYIE3
(OI'21D)), Curapom
Crusenca-JlxoncoHa?,
TOKCHYECKHN

SIHASpPMATBHEI HeKpolms®,

MeIUKaMEHTO3Has KOKHAs
peaxitys, KOTopast
COIPOBOMKIAETCS
so3uHO(UIMEH U
CHCTEMHBIMY TIPOSIBICHUSIMH
(DRESS), akne

Hapymenus co
CTOPOHB! MBIIIEYHOH,
CKEJICTHOU U
COEIMHUTEIEHON TKAHNI

MEILIeYHEIe ClIasMbL,

MI/I&UI]."I/ISI1

1,1

Pa6momuonms’-®, Mmuomarms

Hapymenus co
CTOPOHBI ~ IIOYEK  H|

MOYEBBLIBOISAIINX ITyTeH

IToueunast HeIOCTATOYHOCTD,
UHTEPCTUIHATBHEIN HeQpUT

OO61ue HapyLICHHS 1
PEeaKIuy B MECTe
BBEZICHUA

3

Henpomoranue®,
JIIXOpaIKa®, aCTCHIASL-00Ib
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U3MEHCHUC IBCTa MOYIH

HpOTp0M6I/IHOBOI‘ O BpEMCHU

JIaGopaTopHEIE K : IloBpnmIeHuE YPOBHSA [ToBemeHUE
HHCTPYMEHTAIBHEIE menouHol pocdoTassl B MEKITyHAPOIHOTO
JAHHEIE ] KPOBH®, TIOBHIIIIEHHE YPOBHS | HOPMAIH30BAHHOIO

' | TaKTATIer M APOTeHA3ET COOTHOIIEHHS , YBEIHYECHUE

7

B

HesxenarenpHbIe TOO0YHEIE peaxnuy 3apCTUCTPUPOBAHEL IIPH IPHMCHCHHIH.
1Taf)’JICTOK POJIOHTHPOBAHHOI'O JICUCTBUS;

2rpaHyI IS IPUrOTOBJICHHAS CYCICH3HH JULS IIPHEMa BHYTPb; BO
3 or COBA
TabIIeTOK HeMEJICHHOTO BEICBOOOKICHHUS. C "ol GIPABOOXPAREHAS
2 85 T

4689 C. pasnen a) Mﬁmqggémnmm BERAF Yi;auenza
5,7,10 MogECTENCTER, BRPABOUR

Cwm. pazzen ¢) 5§ Tipuras %‘Zﬁ;ggma Benapych
¢) Bvibopounoe onucarue noOOYHBIX peaKyui

B HEKOTOpHIX COOOINEHHSX O pabHoMHONM3e KIAPUTPOMHUIMH BBOJHIA OJHOBPEMEHHO CO
cTaTHHAMH, hubpaTamu, KOIXAUHOM HJTH aIVIOIYPHHONOM (cM. paszensl 4.3 u 4.4).

MeroTcsl MOCTMApPKETHHIOBEIC COOOIIEHHS O JIEKApCTBEHHOM B3aUMOJICHCTBHU W PasBUTHH
no6ounbx sBieHmi co cTopoHsl I[HC (Takuwe Kax COHJMBOCTE M CIyTaHHOCTb CO3HAHWS) IIPH
COBMECTHOM IIPHMEHEHMH KIapPHTPOMHULMHA M TpuasonaMa. Crenyer HaGMIONaTh 3a MALUCHTOM,
YYHTHIBas BOIMOYKHOCTD yBemuueHus papmaxonorneckux 3ddexros co croporsl IIHC (cm. paszen
4.5).

BEIIH peJKIe COOOMEHHS 0 HAIMYMY KIapUTPOMEIIHA TabIeTOK MPOJOHIMPOBAHHOTO IEHCTBAS B
CTyIle, MHOTHE M3 KOTODBIX HMENI MECTO y TIaleHTOB C aHATOMUYECKUMY (BKIIOYas HICOCTOMHIO
WM KOJOCTOMHIO) MM  (DYHKIMOHATBHBEIMA  JKETyJOYHO-KMINEYHBIMU — PacCTPOHCTBAME  C
COKPAIIEHHBIM BPEMEHEM JKeILyJOYHO-KHUIIIEIHOTO TPAH3UTA. B HECKONBKHX COOOICHMAX, OCTATKH
TabNeTok OOHAPYKWBANMCH TIPH JAWapee. PEKOMEH[AyeTcs 3aMEHWTh Ipenapar Ha Apyrok
ANTHOVWOTHK WM [APYryi0 JIEKapCTBEHHYI0 (opMy KIAPDHTPOMHIMHA JUIS IAIUEHTOB, KOTOPEHIE
HAXOJIIT OCTATKY TaOJETOK B Kajie, KOTOPbIE COOTBETCTBEHHO HE YIYYIIAlOT UX COCTOSIHHE.
CriermdygecKas TOMyIAIHS: TOOOYHbIE PeaKIMy y HAIEEHTOB ¢ 0CTabIeHHEM UMMYHHTETOM (CM.
pasien e)).

0) Ilpumenenue y oemei

BEIIM TIPOBENEHE! KIMHWYCCKHE HCCIEIOBAaHHS ¢ IPUMCHCHHEM CYCICH3MM KIAPHTPOMUIAHA Y
neteit oT 6 Mmecanes no 12 jer. Taxum oOpasoM, AeTAM MITaiiIe 12 ner HeoOX0AUMO HA3HAYATH
KIApATPOMHIUH B (opMe cycreH3un. HemocTarouHo JaHHBIX UL PEKOMEHAME MCIIONb30BaHMs
KJIAPHTPOMHIIEHA MOPOIIKa Ui IPATOTOB/ICHHS PACTBOPA Ui HHBEKIUH y NAMeHTOB Mojoxe 18
JIeT. v.

YacToTa, THI M TSDKECTh IMOOOUYHEIX Peaknuil y HeTedl MpeamoNIOKUTENBHO Takas XK€, Kak W y
B3POCIBIX.

e) lpyzue nonynauuu

IHayuenmul ¢ 0C1AONEHHBIM UMMYHUMENMOM

ITpu neyenny MUKOGAKTEPHATIBHBIX HH(EKIMH y IHAIUEHTOB, CTPAJAOIHX CIIA oM wny ApyTUMHE
IMMYHOZeQUIUTHEIME ~ 3a00/IEBAHMAMY, MOJNYYABIIMX KIAPATPOMHIMH B  BBICOKMX 033X
JUTATENBHBIH IepHO BPEMEHH, TPYAHO OBUIO OTIHIHTH OG0UHEIe S((EKTE, CBA3aHHEIS C IPUEMOM
KIIApPHTPOMULMHA, OT IPH3HAKOB 3a00NEBAHUS BHPYCOM nMmyHOAeuIHTa denoseka (BUY) wmmm
HHTEPKYPPEHTHBIME 3a00JICBaHUSIMU.

YV B3pOCIBIX MAIWEHTOB HamOOTee YacTHIMM MOCOYHBIMM PEAKIHSIMY IPH I[PHMCHCHHH obmeit
cyrouroit 1o3sr 1000 Mr 1 2000 MT KIIapATPOMHIMHA OBUIM: TOMIHOTA, PBOTA, H3MCHEHHE BKYCOBBIX
OIIyImeHnit, GO B JKHUBOTE, AUApes, CHIIb, B3yTHE KMUBOTA, TOJIOBHAL 6oJib, 3amop, HapyIIEHHe
ciiyxa, IOBBIIEHHE CHIBOPOTOYHOIO YPOBHL ACT =n Q’JLI__, DEKE HaOJIIOAIIACE  OJ(BIIIIKa,
GeccOHHMIIA, CYXOCTh BO pTy. Hacrora BOBHI/IKHOBCH%@&@HHBDQ@Q@I&HKI‘Z COIOCTaBAMa Y
HallenToB, exeaHeBHo moaydaBmux 1000 mr n '(9‘@ Mr KHapHTPOMI;Ii{I{I%a, OJIHAKO JAHHBIA
TIOKa3aTelsb B 3-4 pa3a BEILIE Y HALUCHTOB, Ubs €XKEJIHEBHAL cyTqu% A032 _go(?‘gana 4000 mr.

(( [ DORYMS=" s
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VY GONBHBIX ¢ 0cia0IeHHABIM HMMYHATETOM OIICHKA Ta00PaTOPHBIX [10Ka3aTeIeH IIPOBOIIACE TYTeM
aHAaM3a STUX 3HAYCHMH 33 IpejeliaMd HEHOPMAIBHOTO YPOBHA (TO €CTh KPaHHEro BEpXHEro WK
HYDKHErO IIpefiena) Ui yKasaHHoro Tecta. Ha ocHOBaHME 3THX KpuTepueB 0Kono 2% 1o 3%
ganuenToB, moixyuaBmux 1000 mr mma 2000 Mr KiapuTpOMHUIIEHA B OEHb, MMEIH JOCTOBEPHO
nopsunennsie ypoEE ACT m AJIT U aHOMAIBHO HWM3KHA YPOBEHB JTEHKOIMTOB H TPOMOOLUTOB.
Boiee HU3KHil IPONEHT MAIMEHTOB B 3THX JBYX IpYyINax NpHEMa TakKe MMEIl MOBBIIICHHBIA
YpPOBEHE a30Ta B MO4e. Heckonsko Golee BEICOKHE HEHOPMAITBHBIE 3HAUCHHS OBUIM OTMCUCHEI JULL
IaIIIeHTOB, KoTophle motyuany 4000 Mr eXeHEBHO II0 BCEM IIapaMeTpaM, KpoMe JISHKOIUTOB.
Coo6IeHne 0 MOI03PEBAEMBIX HEMKETATENBHBIX PEAKIIHIX

Baxxgo coo0mars O TIOHO3PEBAEMBIX  HEXKENATENBHBIX PEaK[UAX IIOCIEe  PETHUCTPalliy
JIEKapCTBEHHOTO IIperapaTa ¢ IEeNbI0 00ECIeYeHHs HENPEPHIBHOIO MOHHUTOPUHIA COOTHOIICHVS
«TI0JIB38-PUCK JIEKAPCTBEHHOT0 Ipernapara. [IpocuM MEAUIIMHCKAX pabOTHHKOB COOOIIATE O JIFOOBIX
HOJ03PEBAEMBIX HEXKETATENbHBIX PEaKIUIX JEKAPCTBEHHOI'O IIPENapara Yepe3 HAIMOHATbHYIO
CHCTeMY COOOIEHNUS O HEXKENATEIBHEIX PEaKIiX.

4.9 Tlepeno3upoBxa

CymecTByromue COOOIICHHST YKa3HIBAIOT HA TO, YTO MEPENO3UPOBKA KIAPUTPOMHUIMHOM MOXKET
BBI3BATH [TOSBJICHUAE CHMIITOMOB CO CTOPOHBI JKEIIyJOYHO-KUIIIEIHOTO TPaKTa. Y ONHOIO MAIlUeHTa C
GUIIONAPHEIM IICKX030M B aHaMHE3e, KOTOPBIH IPHHAI 8 T KITapATPOMHUIUHA, PA3BIIIICH HAPYIICHHS
MEHTAJIBHOTO CTATyCa, IapaHOUAAIBHOS IIOBEICHIE, TUIIOKAIMEMUS X THIIOKCEMHUSL.

ITo6ouHbIe PeaKIUH, COMPOBOKTAOIINE IEPETO3UPOBKY, CIEAYET JICUUTH C TIOMOLIBIO IIPOMBIBAHET
JKeNIyJKa B CHMITOMATHIeCKol Tepanuy. Kak i B Cllyae ¢ APYTEMH MaKpOIH/IaMH, MalOBEPOATHO,
9qro6Bl TEMOAWAIN3 WM IICPUTOHEANBHBI  [JHANH3  CYIIECTBEHHO _ M3MCHII ey 30BECHb

KJIAPUTPOMHUITUHA B CBIBOPOTKE KPOBH. OTJIACOBAN O
MH§MPmBOM BII.‘-;ABOOX%A};HEHM
5. ®APMAKOJIOI'HYECKHE CBOVCTBA - P:%&?fw’:a A /(pABODKPAECHHIL
) Tipusas Peenybnurn Benapycs

5.1 ®dapmaxoguHAMHYECKHE CBOCTBA
dapmaxeTepaneBTHIeCKas TPYNIa: AHTHOAKTEpUANbHbIC CPEACTBA JULA CHCTEMHOrO NMPUMEHCHUS.
Maxpomumet. Kox ATX [JO1FA09]. '

MexaHu3M JEWCTBUS

K/IapATpOMEIMHE — TIOJTyCHHTETHIeCKA} IIPOU3BOHENN dpUTPOMULEHA, Makpoui. CBI3bBasch ¢ P-
JIOKYCOM pUOOCOMANBHON CyOBEIUHHULIEL 508, momasisgeT cuHTe3 GEKa B MUKPOOHOH KIIETKE, YTO B
pesylBTaTe NPEBOIMT K IPEKPAICHHIO € HOPMAIbHOTO (GyHKIHOHMpOBaHMS. Bribopouroe
CBA3bIBAHEE MAKpPOIHAOB C pHOOCOMaMy KICTKH YeJOBEeKa fBJAETCS NPHYMHOM HX HH3KOH
TOKCHYHOCTA. XJI0paM(bEHUKON, JUHKO3aMUABI ¥ HEKOTOpEle OakTepuy KOHKYPHPYIOT ¢
MAKDOIHIAME 33 CBA3BIBAHIE C P-JIOKYCOM, UTO IIPHBOIUT K aHTATOHHCTAYECKOMY JASHCTBHIO.
Merabomut KIIApATPOMHUIHA 14-(R)-ruipOKCHKIapUTPOMHUIIH TaKXKe obnanaer
IPOTHBOMHEKPOOHOH ~ aKTHBHOCTEIO. B otHomerur  Haemophilus  influenza 14-
THPOKCHKIIAPATPOMHUIVH B /IBa Pa3a aKTUBHEE, YeM HCXO/IHOE BEIIECTRO.

KiapuTpoMurae  meficTByer GaxTepmocTatddeckd. OJHAKO €ro JCHCTBHME 3aBHCHT OT JO3BL
MaKpOIM/a, KOMuuecTBa GaKTepuii M CTaJMH JKU3HCHHOTO IMKJIa MHKPOOPTaHM3Ma. B HEKOTOpPBIX
CIydyadx OH MOXET OKasblBaTh TAKKe OaKTepUIH[HOC [CHCTBHC B OCHOBHOM Ha Streptococcus
pyogenes, Streptococcus —pneumoniae 1w Moraxella catarrhalis. JlydmmM — TIOKasaTeseM
3(HEKTHBHOCTH MaKpOJMIOB, COIVIACHO KIMHWYECKUM HCIEITAHUAM, SBJETCS DacueT BPEMCHH,
KOTHa KOHIEHTpAaUps B CHIBODOTKE aHTHOMOTHKA BEHINE MUHEMAIBHOH HHTHOMpYIOMEH
xonnenTpauu (MHUK). N

Anmubaxmepuanvras 3¢ gexmusrocmy '
KnapuTpOMUIMH ~ OKa3bIBaeT  OaKTePHOCTATHYECKOE = KTCPUIIJTHOE JelicTBe  Ha
TPaMIIONOXKUTEIBHEIE W IPaMOTPUIATE/IHHBIE 6a;§m ‘-.;""fafﬁ‘é‘"*ﬁfdalc\\é\\g\apo6bl, aHa’poOBl,

(axympraTHBHEIE aHa’poObl M Jpyrue 6aKTep71<19 A(MUKOILIA3MBI,  yPCAT a3MBL,  XJAMHIHH,
JIETHOHEIIIB]) ¥ ATHINYHEIE MEKOOAKTEpUH. ( @‘(ﬂ el @OKymeHm(D@ é}g))}
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Tabmmna 1: bakrepun, 9yBCTBUTENLHEIEC K KIIAPATPOMUIIUHY
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A>po0sl, A»spobsl, Ana3podHbIie OakTepHn

rPaMIoJI0KUTENbHbIE rpaMoTpHIATEIbHbIE

daKTepHu 0akTepHu

Streptococcus pyogenes Haemophilus influenzae I'pamnonosrcumensvrole
oaxmepuu

Streptococcus pneumoniae

Moraxella catarrhalis

Clostridium perfringens

MeTHIITHH-9yBCTBUTS/IbHEIH
Staphylococcus aureus

Legionella pneumophila

Peptococcus spp.

Streptococcus agalactiae Neisseria gonorrhoeae Peptostreptococcus spp.
Streptococcus viridans Helicobacter pylori Propionibacterium acnes
Listeria monocytogenes Campylobacter jejuni
Bordetella pertussis
Pasteurella multocida T'pamompuyamenvroie
oaxmepuu
Bacteroides spp.
Bacteroides fragilis

Prevotella melaninogenica

JIlpyrue MAKpPOOPraHH3MbI

Chlamydia pneumoniae Mycobacterium avium complex
Chlamydia trachomatis Mycobacterium fortuitum
Mycoplasma pneumoniae Mycobacterium chelonae

Ureaplasma urealyticum Mycobacterium kansasii
Mycobacterium leprae

MurnMansEas wErudupyomas xoanenrpaus (MUK)

Crenyronmae MUK ycranosneHs! EBpomeifckuM KOMATETOM 10 TECTHPOBAHMIO aHTUMHUKPOOHOI
gyscreuTensHocTH (EUCAST):

MunumansHas HErEoupyronias kounerranyst (MUK, mr/m)

MuKpOoOpraHusM YyBCTBUTEIBHEIH (<) PesucTeHTHBIH (>)
Staphylococcus spp. 1 mr/n 2 mMr/n
Streptococcus A, B, Cu G 0,25 mr/n 0,5 mr/n
Streptococcus pneumonia 0,25 mr/n 0,5 mr/n
Viridans group streptococcus HA HI
Haemophilus spp. 1 mr/n 32 mr/n
Moraxella catarrhalis 0,25 mr/n 0,5 mr/n! -
Helicobacter pylori 0,25 mr/n! 0,5 Mr/n

MUK ocHOBAHEI HA SIHAIEMHOIOrHUecKuX noporossix 3HaueHusX (ECOFF), KoTopeie pasnuyaroT W30S Tl
JIMKOTO THIIA OT W30JIATOB CO CHMYKEHHOM YyBCTBHUTEIBHOCTHIO.
“HJ" o3HAYaeT, 9TO HEJJOCTATOYHO JIOKA3aTeNbCTB TOIO, L\ 0 pacé%aiq}ﬁ]sge&%@werc MHIIEHBIO [T

3¢ heKTUBHOM TepaIHH [IpeTapaToM. . ABOOXPAHEHIA
HUCTEPCTBOM BJIP .
N PECITYBMEY SETAPYCE

3 HeHH
a3 MUHIICTEpCTBR 34ApaBoOXpPa!
Tipuss Pecnybmurs Bexapyeh

5.2 ®apMaKoKHHETHIECKHE CBOMCTBA

Abcopbrusg
KIIapaTpOMAIIH yCTOXYMB K [GHCTBHIO JKENyJOYHOM KHCIOTHL BHONOCTYIMHOCT, COCTABIACT
puGIE3UTeNBHO 55% 0361, IPUHATOH IEPOPATBHO. [Tuima MoXKeT 3aMeIIuTh abcopOIHio, HO OHa
CYIIECTBEHHO HE BIMAET HA OMONOCTYIHOCTH KIApUTPOMHAIHA. Oxomo 20% KIapuTpOMHUIIMHA
OBICTPO MeTabOIM3UPYETCS B 14—mnpoxcnmapmggw%@gf?@@g\ obnamaer OMOIOTHYECKAM
sddexToM MOZOGHBIM KIApPUTPOMHUIHHY. Y 3;[(1}@{ ] fx"ﬂﬁ@oﬁ%ﬁ‘ﬂ{a’j’;{eﬁ\ ero KOHIICHTpallus B
CBIBOPOTKE KPOBH TMPOIOPIHOHATEHA pasMepy HEPOPANbHBIX 03, Maxcn\maglbﬁax KOHIIEHTpALs B
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CHIBOPOTKE JOCTHMTaercs MeHee dWeM 3a 3 uaca. Ilocime ONHOKpaTHOM IEPOPATbHOM JO3BI
xIapuTpoMunmaa 250 Mr cpemrme KoHneHtparmmm cocrasmsmor 0,62 - 0,84 Mir/mit. Ilocie
omHokparHo# o3l 500 Mr KIapHTPOMHUIMHA OHHM  COCTABIIAIOT 1,77 - 1,89 wMxr/vi.
CoOTBETCTBYIOIME KOHUEHTpanun 14-ruppokcumerabomura cocraistor 0,4 - 0,7 MKT/MJI TIpH
npueme 250 mr wiapurpomunura 1 0,67 - 0,8 Mxkr M — npu npueme 500 Mmr. 3uauvenns AUC
cocTapmsioT 4 Mixr/mMia x u mpum npueme 250 mr w11 Mxr/mMn x u npm mpueme 500 mr
KJIApUTPOMHUIIIHA.
PaBHOBEeCHEIE KOHIIEHTPALUE JOCTHIAIOTCS IIOCIE MATOH M03bI 250 MI' KIapuTpOMUIIHA [[Ba pasa B
IneHb. MakcuMaibHas KOHIEHTpalus KIapUTPOMHITMHA cocTaBisier 1 MKr/mi, a  14-
TUIPOKCHKIApUTPOMUIIIHA - 0,6 MKI/MIL
V nereif, MONydarOmyx KIApHTPOMULUH B (hopMe IepopanbHOH CYCIEH3HH, T.€. 7,5 MI/KI MacChl
Tena Kaxaple 12 dacoB, MAaKCHMAIBHBIE PABHOBECHBIE KOHICHTPAIIMH COCTABILIIOT 3 MKI/MI - 7
MKT/MJI B COOTBETCTBYIONIHE KOHIEHTpauun 14-ruapokcy MetaGonura 1 MKD/MII - 2 MKI/MIL
Pacmpenenenue
MaxponuaEl UMEOT HH3KYIO CTCIeHh MOHM3AMH M PacTBOPHMEI B JKHMpaX, 4ro ofecmeuuBaect
XOpOIllee TPOHHKHOBEHWE B OKMAKOCTH M TKaHM oprammsMa. OOBMHO —KOHICHTpAIUH
KIAPHTPOMHALMHA B TKAHAX IpEMepHO B 10 pas Oonblle CHIBOPOTOYHBIXK. BEICOKHE KOHIEHTPAIHH
obHapyxuBatorcs B yerkux (8,8 mr/kr), munmamnax (1,6 MI/KT), CIM3UCTONH HOCOBOW ITOJIOCTH,
KOJKe, CIIIOHE, albBEOJIPHBIX KIEeTKax, MOKpore W B cpemHeM yxe. OObeM pacIpeneieHus
KIAPUTPOMHUIMHA ¥ 3JOPOBBIX JOOPOBOJBLEB IIOCIE omuHokpaTHo# n03b1 250 mr mma 500 mr
cocTapser 226 - 266 n wmwm 2,5 n/xr. O6neM pacrpeneneHus 14-THIpOKCHKIAPUTPOMHUIINHE
cocrasiger 304 - 309 5. CBA3BIBaHME KIAPATPOMHUIIUHA ¢ OeIKaMH IIa3MEl c1aboe B oOpaTumoe.
BrotparchopMaIys ¥ DIMMUHAITASL
KIapuTpOMHIIEH MeTaboIm3upyeTcs B IedeHH. M3 oOHapyKeHHBIX 7-MH MeTabOoIUTOB Hambomee
BAXHEIM SIBIISETCS 14-THIPOKCHUKIAPHTPOMULYH. KIIapATPOMHIUH BHIBOAUTCS C MOYOH B BHJE
MeTaGoIHTa MK B HEM3MEHHOM BHJE, B MEHbIIEH cTenenu ¢ kanoM (4%). Oxono 20% mo3er 250 mr
7 30% mo3sr 500 Mr BEIBoHTCA 6€3 M3MereHui ¢ Mouoi. OT 10 10 15% 10351 BEIBOAUTCS C MOYOH B
Buze 14 ruAPOKCUKIAPUTPOMHMITHHA.,
Ieprof] OTYBBIBEACHAS KIIAPUTPOMUIINHA B J103€ 250 Mr / 12 9acoB cOCTaBIISIET OT 3 110 4 4acoB, a B
no3e 500 mr/ 12 gacoB - oT 5 710 7 4acos -
Brmsame Bo3pacTa U 3a001eBaHui Ha papMaKOKUHETHKY KIAPUTPOMHUIINHA
Jlemy: CoTyacHO HCCIeNOBaHUSM, (apMaKOKHHETAKA KIAPHTPOMHIMHA Y ACTeH B /03¢ 7,5 Mr/xr
MAacChI TeJIa JBaXKAbI B JEHb aHAIOTHYHA (PapMaKOKHHETHKE Y B3POCHBIX.
Hooicunvie nayuenmuvl: Pe3ymbTaThl IIOKA3hIBAIOT, YTO JUis IMAIMEHTOB IOMKMIOIO BO3pacTa He
TpefyeTcss KOPPEeKIHsS JO3BI, 33 HCKIFOUESHMEM CIIydacB 3HAYMTEIBHOTO HAPYIICHHUS TIOYCUHOH
byHKIHA.
Bnusnue 3a6onesanutl na gapmarkoxunemuxy: nocie npuema 200 Mr KIapuTPOMHIEHEA BHYTPb ¥
TIAIHEHTOB ¢ TSOKEION HOUeTHOH HEMOCTATOYHOCTEIO 110 CPABHEHHIO CO 3/I0POBEIMA H00POBOJIBIIAME
HaOMIOHANNCh YBEIMICHNE MaKCHMAaJIbHOM KOHICHTPAIMH H AUC wm yMeHBIICHHE SIHMHHAIMA
KrapaTpoMuimEa. Y GONBHBIX ¢ TSDKENOM [OYEYHOH  HEOCTATOYHOCTBIO  BBIBC/CHHE
KIIApATPOMHUIIAEA CHIKaeTcs ¢ 26,5% 10 3,3% 110 CPaBHEHHIO CO 3/[0POBBIMH TAIHCHTAMIL. annsre
PE3YIBTATEI IOKA3BIBAIOT, YTO HEOOXOMMMO YMEHBIIATS 03y MM IPOIUTAT KHTEPBA TO3UPOBAHUA
y TAMuWeHTOB C TOKENOH IOYeYHOM HEAOCTATOYHOCTBIO. CranpoHapHble KOHICHTPAIUK
KJIAPATPOMULIEA Y TIAI{ACHTOB C MEYeHOTHOM HeJOCTATOIHOCTRIO HE OTIHIAt0TCA OT KOHI[EHTpaIH
Yy 3ZI0pOBBIX TIAIIUEHTOB, B TO BpeMs KaK KOHIEHTPaIlUs 14-ruapoxcuMeTaboIuTa HIKE.

5.3 JlanHble JOKJMHAYECKOH 0€30HaCHOCTH

IIpy W3ydeHWH HEIOCPEICTBEHHEIX 9 (QEKTOB Ha MBIIAX W KPhICAX CPEIHAT JCTAILHAL 11034 Oputa
BBIITE, WEM CaMast BRICOKAs JOMyCTAMast 103a JUTA Beezierus (5 I/Kr). B mecnenopanusix ¢ TIOBTOPHOM
1030 TOKCHYIHOCTE OBLIA 3aBECHMA OT HO3BI, IPOMOJKHTEIBHOCTI ICUCHNS 1 BUOB. Cobaku 6pumm
6oitee TyBCTBUTENBHBL, YeM IPUMATHI MK KPBICHL. OCHOB: Mﬁﬁiﬁe‘:o@;lmﬁam TOKCHYECKOT'O

G
(OPEKTa BKIIOUAL BTG — 16 oIf.t‘é'rpe631em/151 Treic Q;(;I\;\ yBEIMYCHHE BECA,
CIIFOHOOT/ICTICHHE, 06e B RTTMAE QR %ﬁﬂﬂ
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HO PB
OPraHOM-MHEIIEHBIO PH BBEICHUE TOKCHIECKHX 103, I €MaToTOKCHIHOCTD O0HAP )KEI/I]B;.EJIa%B PaHHUM
TIOBBIIEHAEM DPE3YILTATOB (DYHKIMOHANBHBIX TECTOB IedeHH. [IpekparmeHne npueMa mpenapara
0GBIYHO NMPHBOJMIO K BO3BPAIUEHHIO K HOPMAIBHEIM PE3yNbTaTaM MM IpuOivDKeHwio K HuM. K
JPYTHM TKaHSAM, KOTOPHIE MEHEe YacTO MOPAKAIOTCs, OTHOCATCH JKCIYHOK, THMYC H JAPYTHE
nuMGbOUTHEIE TKAHH X TOYKH. IIpH IprOIM3ATENBHEIX TEPACBTHYSCKAX 038X KOHBIOHKTHBAIBHAL
HHDBEKIHS ¥ CIe30TeUeHre HaOMoammch TobKo y cobax. IIpu maccuBHOM 03¢ 400 MI/Kr/neHs y
HEKOTOPHIX co0aK 1 06€3bsTH PAa3BHBATKCH IOMYTHEHHSA POTOBHIIB! H/UJIA OTCKH.
DepmunbHocmb, penpoOYKIMUSHOCHIL U MePAmO2eHHOCHb ,
HccrenoBanus, IPOBEIEHHbIC Ha KpBIcax IIPH epopanbHol foze 1o 500 mr/xr/nens (camas BEICOKas
103a, CBs3aHHAS C SIBHOM ITOYEYHOM TOKCHYHOCTHIO), HE BBIABHMIIM HHUKAKHMX HEXEIATEIbHBIX
peaxiuif, CBI3aHHBIX C KIAPUTPOMUIIMHOM, HA MYXKCKYIO (QepTHIBLHOCTB. DTa J03& COOTBETCTBYET
SKBUBAJIEHTHOH n03e musa uenoBeka (O/(U), mpumepHO B 5 pa3 IPEBBINAMONIEH MaKCHMAIBEHYIO
peKoMeHyeMyIo fo3y i genoreka (MPY/I) B Mr/M? Ha uenoBexa BecoM 60 K.
Hccnenosanvss GepTHIGHOCTH ¥ PENPOIYKTUBHOCTH Y CaMOK KPBIC IMOKa3ald, YTO CyTOYHAs 103a
150 mr/xr/cyTku (camasi BEICOKasl HCIIBITAHHAS JI032) HE OKa3bIBaa HEOJIarOIpUsITHOTO BO3ACHCTBIS
HA OSCTPANbHEIM [UKI, (EPTHIBHOCTH, PORBI M KOJIMYECTBO H IJKM3HECIOCOOHOCTH IIOTOMCTBA.
HccrenoBanus mepopalbHOM TeparoreHHocTH Ha Kpbicax (Wistar m Spraque-Dawley), xpommkax
(HOBO3ENMAHACKAX O€NbiX) ¥ fABAHCKHX MaKakaX He IPOJEMOHCTPHPOBAIM  KakOH-mubo
TEpPATOTeHHOCTH OT KJIAPUTPOMHUITAHA IIPH CAMBIX BEICOKHX HCIBITAHHBIX 103aX B 1,5, 2,4 u 1,5 paza
or MPUJ[ ma ocHOBe MI/M? COOTBeTCTBEHHO. OJHAKO AHAIOIHYHOE MCCIEJOBAHHE HA KPBICAX
Sprague-Dawley mokazaio Hu3Kyo (6%) 4acTOTy CEpIEYHO-COCYUCTHIX HAPYIIEHUH, KOTOpEIe, II0-
BUIEMOMY, CBSA3AHEI CO CIIOHTAHHOM SKCIIpeccuelf TeHETHYECKAX H3MEHEHUH,
B [IByX HCCIENOBAHHSAX YCTAHOBJICHA BapHabenbHOCTh (3-30%) YacTOTHI He3apalleHHS TBEPXOTO
He6a U BEIKAIBIIEH y 00€3b5H, HO TOIBKO IIPH 033X, KOTOPBIE ObLIH SBHO TOKCHYHEI A MATePeH.

6. ®APMANEBTHYECKHUE CBOCTBA

6.1 TIlepeuyeHnb BCIOMOraTeNbHBIX BEIIECTB

Bcnomozamenvrvie 6ewjecméa; KpaxMajl MAaWCOBBIM, IIEIUIFON03a MHKpoKpucTammmdeckas 101,
IeJUTI0N03a MEKpOKpHCTamdeckas 102, KpeMHHs NHOKCH KOIUIOWIHBIA Oe3BOIHBIA, Kpaxmai
IpeKeTaTHHAUPOBAHHEIHN, Kalks MONaKpUIIHH, TalbK, MalHUsA CTeapar.

Cocmag 060n04Ky; THIPOMENIO3a, TAlbK, KpacHUTelb OKCHJ kenesa xenteid (E 172), turana
muoxeun (E 171), mponuiIeHI IuKOIIb.

6.2 HecoBMecTHMOCTD : '
He TIPUMEHKMO., COTJACOBAHO

MHUHMCTEPCTBOM 3HPABOOXPAHEHUS
) PECHIYBINKKE BEJNAPYCh
6.3 Cpox rogaocrn Tipmias MEBHCTEPCTBA BAPABCOXPAHEHT
. er Pecniyénnkn Benapyes

6.4 Oco0bie MepbI IPEIOCTOPOKHOCTH IPU XPAHEHUH
Xpauuth Ipu TeMieparype He Beime 25°C, B 3aUIICHHOM OT BJIalH MECTE.
XpaHUTh B HSJIOCTYIIHOM IS IETSH MECTe.

6.5 XapakTep u coep:KaHHe NEPBUIHON YHAKOBKH
7 TaBNeToK, TOKPHITEIX INIEHOUHOH 060i04Koi, 250 Mr mmm S00 mr, B Gnucrepe (IIBX/TIBJIX/AL

dombra). 2 GiHeTepa ¢ THCTKOM-BKIIAIBIIICM B KAPTOHHOK KopoOKe.

6.6 Ocobble Mepsl  NPEJOCTOPOKHOCTH  NPH  YHHYTOXKCHHH  HCHOJbL30BAHHOIO
JIEKAPCTBEHHOTO TpenapaTa WIH OTX0A0B, TOJYYCHHPIX [OCA€¢ NPUMEHCHHS
JeKAapPCTBEHHOro MPenapaTa Win padoThbl ¢ HAM,

Het 0co0BIX TpeOOBaHMH K yTUIA3AIMA.

Mna AnKyMeHmMo8
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Beck ocTaBmmiics JIeKapCTBEHHBIM IIpenapar W OTXOMBI CIEAYeT yHHI{T%>§i/ITL B Zc@aﬁo@eHHOM
HOPSIKE.

6.7  YciaoBus 0TIycKa
ITo penenty Bpaya.

7.  JEPKATEJIb PETUCTPAITMOHHOI'O YIOCTOBEPEHU S
KPKA z.1., Hoso mecro, IlIMaprerntka recra 6, 8501 Hoso mecto, CoBenns

IIpeacTaBuTENb JepiKaTe/Isi PErHCTPAIMOHHOrO yAocToBepenus B Pecmybmxe beaapycs

ITpencrasurenberBo Axiponeproro Obmecrsa «KRKA, TOVARNA ZDRAVIL, D. D., NOVO
MESTO» (Pecmy6muka Crosenus) B PecnyOmuxe Benmapycs: yn. @umumonosa 2507, oguc 315,
220114, r. Munck, Pecrry6nuxa Benapycs, Ten/dakce: +375 740 740 9230, E-mail: info.by@krka.biz.

nCOTTACOB ARG

OM BIPABOOXP,
CUYEJI . 'AHEHIS
Hpuras Masscre Kl BEIAPYCR

PCTRA ¢
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