OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI' O IIPEITAPATA
dpomuug, 250 mr, TabJIETKH, MOKPHITHIC INIEHOYHON 000710YKOM

®pomuug, SO0 Mr, TaOJIETKH, MTOKPHITHIC INIEHOYHON 000710YKOM

2. KAUECTBEHHBIN U KOJINYECTBEHHBIN COCTAB
JelicTBytol1l€€ BEUIECTBO: KJIAPUTPOMHUIIUH.

Dpommimn, 250 Mr, TaOJIETKH, HOKPHITHIE INIEHOYHOH 000I0YKON

Kaxxnas tabnerka comepxut 250 Mr KJIapuTpOMHUIIMHA.

Dpommimma, 500 mr, Ta0JIETKU, HOKPHITHIE IJICHOYHOM 000J10YKON

Kaxxnas tabnerka comepxut S00 Mr KIIapuTpOMHITTHA.

ITonnbI MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB ITPHUBCACH B Pa3aciic 6.1.

3. JJEKAPCTBEHHAS ®OPMA
Tal6yieTKu, MOKPHITHIC INIEHOYHONW 000JI0UKOM.

Dpommimm, 250 Mr, TaOJIETKH, HOKPHITHIE INIEHOYHOH 000I0YKON

OBasibHbIE, IBOSIKOBBIMYKJIbIE TAOJETKH, MOKPHITHIE MJIEHOYHOM 000JI0UKON CBETIO-KOPUYHEBO-
JKEJITOTO LIBETA.
Bun Ha mznome: mepoxoBaTas mMacca OelOro IBeTa CO CI0eM O0OOJIOUYKH CBETIO-KOPUYHEBO-
JKEJTOrO LIBETA.

Dpomusnir, 500 Mr, TabJIETKHU, TOKPHITHIE INIEHOYHOU 000JI0UYKOM

OBasibHbIE, IBOSKOBBIMYKJIbIE TaOJETKH, MOKPHITHIE MIJIEHOYHON 000JI0YKOM CBETI0-KOPUYHEBO-
JKEJITOrO LIBETA.
Bun Ha mznome: mepoxoBaTas Macca OelOro IBeTa CO CI0eM O0OOJIOYKH CBETIO-KOPUYHEBO-

KEJITOTO IIBETA.

4. KIIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
WHpekuronHo-BOCIaNNUTEIbHbIE 3a0oeBaHus, BBI3BaHHBIE YyBCTBUTEIbHBIMU K
KJIAPUTPOMHUIIMHY MUKPOOPTaHU3MaMHU Yy B3pPOCIIbIX U AeTel crapiie 12 jer:

e HMH(EKIUN HIDKHUX IbIXaTeNbHBIX MyTel (Takue Kak OpOHXUT, THEBMOHUSA);

e uH(MEKIUU BEPXHHUX JbIXaTEIbHBIX MyTeH (Takue Kak (apuHTUT, CHHYCHT);

e HH(EKIUN KOXU M MATKUX TKaHEW (Takue Kak (OJUIMKYJIHUT, BOCHAICHHE MOJKOXKHON

KJIETYATKH, POXKaA);



® MICCEMUHHPOBAHHBIC WIH JOKAJTH30BaHHBIC MUKOOAKTEpUATbHBIC HH(CKIMH, BEI3BAaHHBIC
Mycobacterium avium u Mycobacterium intracellulare; noxanu3oBanHble HH(EKIHH,
BbI3BaHHbIe Mycobacterium chelonae, Mycobacterium fortuitum wu Mycobacterium
kansasii;

e npodWIAKTUKA  PACHPOCTPAHCHUs  WHQPEKIHH,  OOYCIOBJICHHOH  KOMIUIEKCOM
Mycobacterium avium (MAC), BUY-uHpUIMPOBaHHBIM MalMEHTAM C COJCpKAaHHEM
mamponuroB CD4 (T-xennepHsix muMdormutos) He 6omee 100 B 1 MmS;

e opamgukamms Helicobacter pylori w  cHmKeHHe YaCTOTBI  PEUUAMBOB  S3BBI
JIBEHAIIATUIIEPCTHON KHUIIIKH;

® OJIOHTOTCHHbIC HH(DEKIINH.

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHU I

PexxuM J103upoBaHus

Bspocnvie

OObIyHast peKkOMEeHI0BaHHas J03a KiapuTpomuiraa — 250 Mr 2 pasza B CyTKHU.

B ciyuae Gonee Tspkenbix nHGEKUUN 103y yBenuuuBaroT 10 S00 Mr 2 pasza B CyTKHU.

OO0bIyHAas IPOIOJKUTENBHOCTD JIGYSHHSI COCTABIIACT OT 5 110 14 nHeit.

Hckirouenne cocTaBiIsiioT BHEOOIbHUYHAS THEBMOHUS U CHHYCHUT, KOTOPbIE TPEOYIOT JIEUEHUS OT
6 no 14 gueil.

ﬂOS’bl 0N leverust MuK06aKmepuaﬂbelx uH(;beKumZ, Kpome mV6€DKVJZ€3a

[Tpu Mukob6akTepraIbHBIX HHPEKIUAX peKOMeH0BaHa J103a npenapata @pomunng 500 Mr 2 paza
B CYTKH.

Jleuenne nuccemuHupoBaHHBIX MAC-uHGEKIMi y MaueHaToB ¢ CHHIAPOMOM MPHOOPETEHHOTO
ummyHonepunmra (CIINI) crenyer npojomkaTh 10 TeX HOpP, MOKa UMEETCs KIMHUYECKas U
MHUKpoOHonorndeckas 3¢gdexruBHocTs. KiapurpomMunus cienyer Ha3HayaTh B KOMOMHAIUM C
JPYTMMH aHTUMHUKPOOHBIMU TIperapaTaMy, aKTUBHBIMH B OTHOIIEHMH JAHHBIX BO30YyIUTENEH.
JlnutenbHOCT  JIEUEHUsT  JIPYTUX  HETYOEpKyJe3HBIX  MHUKOOAKTEpUANbHBIX  MHQPEKUUH
YCTaHABIIMBAET Bpau.

Jlna npochunaxmuru unpexyuii, evizeannvix MAC

Pexomenayemas no3a npemnapata @pommug — 500 Mr 2 pasza B CyTKH.

Ipu odoumozennvix ungexyusax

Ho3a npenapara ®@pomuiiu coctasisieT 250 mr 2 pa3a B CyTKU B TEUEHHUE 5 THEH.

Jlna spaduxauuu Helicobacter pylori

VY mamnueHToB ¢ sI3BEHHOH Oosie3Hb0, BhI3BaHHON uHbpekiuerr Helicobacter pylori, mpemapar
®OpoMuu MOXHO TpuUMeHATh 1mo 500 Mr 2 pa3a B CYTKM B KOMOWHAIIMM C JPYTUMHU

AHTUMUKPOOHBIMH TIperapaTaMi ¥ MHTHOMTOpaMH MPOTOHHOTO Hacoca B TeueHue 7—14 maHel, B
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COOTBETCTBUH C HAITMOHAJIbHBIMHU U MEXAYHAPOJHBIMH PEKOMCHAAIUAMU 110 JICUCHUTO I/IH(I)GKHI/II/I
Helicobacter pylori.

Oco0Bble IPVIIILI TAIUEHTOB

Tayuenmsi ¢ HapyweHuem QyHKyuy novex
[Manmentam ¢ kaupencoM kpearunuaa (KK) menee 30 M1/MHH Ha3HAYalOT MOJOBHHY OOBIYHOM
J103bI KJIApUTPOMHLIMHA, T. €. 250 Mr 1 pa3 B CyTKu uiH, rnpu Oojiee TSDKENbIX MH(MEKUIHUAX, 110
250 mr 2 pasa B cyTku. JIedeHne TakuxX MalueHToB MPOI0IDKa0T He Oosee 14 nHei.

eTH
Pexxum no3upoBanus y aetei B Bo3pacte ot 12 1o 18 jmer coBnagaet ¢ pexKuMom J03MPOBaAHUS Y
B3pOCJIBIX.
[IpruMeHeHNne KIApUTPOMHULIMHA B JICKAPCTBEHHON (Gopme TabneTku y aereid miamame 12 net He
u3y4anoch (3P PEeKTUBHOCTD U OE30MACHOCTh HE YCTaHOBJICHBI) (CM. pasaen 4.3.).

Cnoco0 IIPUMCHCHUA

BHyTpb, HE3aBUCUMO OT npueMa numy. TabiaeTky He0OOXOAMMO MPOTJIOTUTH LEIHKOM, 3aIiBast
KUAKOCTBIO.
4.3. [IpoTuBONOKA3aHUS

e ['unepuyBCTBUTENBHOCTh K KIAPUTPOMMLUHY, MAakpoJuJaM WM K JIIoOOMy U3
BCIIOMOTaTEJIbHBIX BELIECTB, IEPEUNCIICHHBIX B pa3zene 6.1.

e  (OJIHOBPEMEHHBII NIPUEM KJIAPUTPOMUIMHA CO CIEAYIOIIMUMU INpenapaTaMu: acTEMHU30II,
M3anpu, TUMO3uI, TepheHannH (cM. pazaen 4.5.).

e OIHOBpPEMEHHBII TPUEM KIAPUTPOMHUIIUHA C JJOMHUTAIHIOM (cM. pasaen 4.5.).

e OpaHOBpEMEHHBI TpUEM KIAPUTPOMUIMHA C alKaJOUJaMM CIOpPBIHBU, HAalpHMep,
IProTaMuH, AUTUAPOIProTaMuH (cM. paszen 4.5.).

e (OJHOBPEMEHHBIM MpUEM KIAPUTPOMHUIIMHA C MHJA30JIaMOM Ul [IEpOPaIbHOIO
npuMeHeHus (cM. paszzen 4.5.).

e OJHOBpEeMEHHBbIM mpueM kiaputpomunuHa ¢ wuHruouropamu ['MI-KoA-pemykrassl
(craTMHaMH), KOTOpblEe B 3HAYMTEIBHON CTENEHH MeTaOOIU3UPYIOTCS HM30(epPMEHTOM
CYP3A4 (noBacTaTWH WM CHMBACTAaTHH), B CBS3HM C IOBBIIICHHEM pPHCKAa MHUOIATHH,
BKJII0Yast pabpomuoim3 (cM. pazaern 4.5.).

e OIHOBpPEMEHHBII PUEM KIAPUTPOMHIIMHA C KOJIXHIUHOM (CM. pa3zaen 4.5.).

e  OnHOBpEMEHHBIN NMPUEM KIIAPUTPOMHUIIMHA C TUKArpeIopOM WIH PAHOJIA3UHOM.

e Vmmunenne wuHTepBaia QT B aHamHe3e (BpOXACHHOE WM TPHOOPETEHHOE
3aperucTpUPOBaHHOE y/UTMHEHHE HHTepBaita QT) mwin jkelryJOYKOBasi apUTMHSL, BKIIIOYAs

KETYJOYKOBYIO TAXUKAPIUIO THITA KITUPYIT» (CM. pa3aensl 4.4. u 4.5.).



KnaputpoMuinH He clieyeT IPUMEHSTh y MAIIEHTOB C 3JICKTPOIUTHBIMH HApyIICHHSIMA
(TUITOKATMeMHEH WITH TUTTIOMarHueMHUel) B CBSI3H C PUCKOM yuinHeHHs nHTepBaia QT (cm.
paznen 4.4.).

Tspkenmasi TIEYEHOYHAsT HEJOCTATOYHOCTh, MPOTEKAOIMIas OJHOBPEMEHHO C IMOYCUHOM
HEI0CTaTOYHOCTBIO.

XosecrtaTudeckasi JKENITyXa/TeaTUT B aHaMHeE3e, pa3BUBIIHECS MPH MPUMEHECHUHU
KJIapuTpoMuiinHa (cM. paszzaen 4.4.).

[Topdupus.

4.4. OcoOble yka3aHMsl M1 Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOXKHOCTBIO IPUMEHSTH MPHU:

MOYCYHON HEJOCTATOYHOCTHU CPEAHEH U TSAKENIOM CTEeNeH! THKECTH;

MEYCHOYHON HEIOCTATOYHOCTHU CPEAHEH U TSHKENO CTeNeH! TSHKECTH,

OJTHOBPEMEHHOM TpHEME KIAPUTPOMHUIIMHA C O€H30[Ma3enuHaMi, TaKUMU Kak
almpasojaM, TpUa3ojaM, MHAA30JIaM Il BHYTPUBEHHOTO TPUMEHEHUS WM JUIs
HAHECEHUS Ha CIM3KUCTYI0 000104Ky pTa (cM. paszmen 4.5.);

OJIHOBPEMEHHOM MpHEME C MpenaparaMu, KOTOpble METa0OIU3UPYIOTCS N30(hEPMEHTOM
CYP3A, mHampumep, KapOaMaszenuH, IWIOCTa30J, [HUKJIOCHIOPUH, JTU30MHPAMU],
METUJIIPEAHNU30JI0OH, OMENpasoll, HEMpsMble aHTUKOATyJISHTHI (Hampumep, BapdapuH),
XUHUIUH, pudadyTHH, cHuiiaeHaduI, TakpoIuMyc, BUHOIacTUH (cM. pazaern 4.5.);
OJTHOBPEMEHHOM IIpHeMe ¢ Tpemnapatamu, WHIynupyroumMu usodepment CYP3A4,
Hanpumep, pudamnunuH, GeHuTouH, KapOamasenuH, ¢eHobapOuTai, 3BepoOoit
HPOBIPSIBICHHBIN (cM. pazaen 4.5.);

OJTHOBPEMEHHOM IpHeMe KJIAPUTPOMHUIMHA CO CTaTUHAMM, HE 3aBHCALIMMHU OT
merabonusma nzodepmenta CYP3A (nanpumep, ¢uryBactatut) (cM. paznen 4.5.);
OJTHOBPEMEHHOM IIpHeMe ¢ OJI0KaTopaMH «MeUIEHHBIX» KanblueBblx kaHanoB (BMKK),
KoTOpble MeTabomusupyorcs uzopepmentom CYP3A4  (mampumep, Bepamamui,
aMJIOJIUTIUH, JUITHA3EM);

OJTHOBPEMEHHOM TpHEMEe KJIAPUTPOMHUIIMHA C TEPOPATbHBIMHA AHTHKOATYJISTHTAMH
OpsSMOro JIeHCTBHs, TAKUMHU Kak qaburatpaH, puBapokcadaH, anmukcabaH, OCOOCHHO Y
MAIMEHTOB C BBICOKMM PHCKOM Pa3BHUTHUS KPOBOTECUCHUH,;

umemudeckorn Oonesnu cepana (MBC), Ttspkenodt cepaedHoOM HEAOCTaTOYHOCTH,
HApyMIEHUSIX MPOBOAMMOCTH WM KIMHUYECKH 3HAYMMON OpaguKapIuu, a TakkKe y
NAIMEHTOB, OJHOBPEMEHHO NMPHHUMAIOIIMX aHTHapUTMHUYeckue npenapatsl |A kiacca

(xunuanH, npokanHamun) u I xnacca (moderunma, aMmuogapoH, COTaNON);



e OepeMeHHOCTH (cM. pazzaen 4.6.).
JUTMTenbHBIN PHEM aHTUOMOTHKOB MOYKET IPUBOJIUTH K 00Pa30BaHUIO KOJIOHHH C YBEITNYCHHBIM
KOJINYECTBOM HEUYBCTBUTEIbHBIX OakTepuii u rpubOoB. llpum cynepunpexkuuun HE0OX0IUMO
HA3HAYUTh COOTBETCTBYIOIIYIO TEPAIHIO.
Ha3nauenue kiapuTpoMuIrnHa OepeMEHHBIM JKEHIIUHAM JIOJDKHO MTPOBOIUTHCS MTPU TIATSILHON
OLICHKEC COOTHOIICHHSI PHCKA W TI0JIb3bl, OCOOCHHO B TEUYCHHE TIICPBBIX TPEX MECSAICB
OEpEeMEHHOCTH.
[Ipu npuMEHEHNH KJIAPUTPOMUIIMHA COOOIIANIOCHh O HApYIICHUU (DYHKIMH TICYCHU (TIOBBILICHUE
AKTUBHOCTH «IICYCHOYHBIX» ()EPMEHTOB B IUIa3Me KPOBH, TeHNATOICIUTIONSPHBIA /WK
XOJIECTATHYECKUI TEMaTUT C XKenTyxod wim 0e3). Hapymienue (QyHKIHMM EYSHH MOXKET OBbITh
TSDKEJIBIM, HO OOBIYHO SIBJISICTCS 00paTHMbIM. MIMEIOTCS Cllyyan NMEeUYeHOYHOW HEJOCTATOYHOCTH C
JIeTAIbHBIM UCXOJIOM, TJIaBHBIM 00pa30M CBSI3aHHBIC C HAJIMYUEM CEPbE3HBIX COIMYTCTBYOIIMX
3a00JICBaHUH W/WJIM OJHOBPEMEHHBIM TPUMEHEHHEM JPYTruX JIEKapCTBEHHBIX cpencTtB. [lpu
NOSIBJICHMH TIPU3HAKOB U CHMIITOMOB T€MATHTa, TAKUX KaK aHOPEKCHs, JKEJITyXa, TOTEMHECHUE
MOYH, 3yJ, OOJIC3HCHHOCTh JKMBOTA MpPHU TalbMAIlMHA, HEOOXOJUMO HEMEJICHHO NPEKPaTHUTh
TEpaIUIO KIAPUTPOMHUIITHOM.
[lpn HamMuMKM XPOHUYECKHX 3a00JICBAHUI IEYEHH HEOOXOIUMO IIPOBOJIUTH PETYJISIPHBIH
KOHTPOJIb aKTUBHOCTH «II€YEHOYHBIX» ()EPMEHTOB CHIBOPOTKH KPOBH.
[lpy neyeHMM TPAKTUYECKH BCEMH AHTHOAKTEPUAIBHBIMH CpPEACTBAMH, B TOM UHCIE
KJIAPUTPOMHIIMHOM, OTMCAHBI CITy4aH MCEBIOMEMOPAHO3HOTO KOJIUTA, TSHKECTh KOTOPOT'O MOYKET
BapbUPOBATHLCS OT JICTKOW CTENEHH JI0 YyrpoKaromien Ku3Hu. [Ipu JeYeHnn NpakTHYECKH BCEMH
aHTHOAKTEpUAILHBIMU TIperapaTaMd, B TOM YHCJIEC KIAPUTPOMHUIIMHOM, OIHMCAHBI CIIyYau
Clostridium difficile-acconnupoBantoii auapen, TSHKECTh KOTOPOM MOXET BapbUPOBAThCS OT
JIETKOW JHaper [0 YIPOXKAIOIIEr0 JXM3HHM KOJHUTa. AHTHOAKTepHaJbHbIC IMpernapaTbl MOTYT
U3MCHUTh HOPMAJIbHYIO MUKPOQIIOPY KHIIEYHHMKA, YTO MoxeT mpuBecTH k pocty Clostridium
difficile. TlceBmomemOpano3ubiii konut, Bb3BaHHBI —Clostridium difficile, nHeo6xomumo
N0ZI03PEBaTh Y BCEX MAIMEHTOB, Y KOTOPBIX IMOCIE MPUMEHEHUS] aHTHOAKTEPHAIBHBIX CPEIICTB
pasBwiiacek auapes. [lociie mpoBeaeHUsT Kypca aHTHOMOTHKOTEpAH HEOOXOIMMO TIIATEIBHOE
MEIWIIMHCKOEe  HaOmojeHne  3a  manueHToM.  ONHCHIBaNMCh — CIydyaW — pa3BHTHUS
IICEBJJIOMEMOPAHO3HOTO KOJIMTA CITCTS 2 MECSIIa TOCIie TpreMa aHTUOHOTHUKOB.
[Ipu nevyeHnH MakpoJUAaMU, BKIIOYAs KIAPUTPOMHIIMH, HAOIIOAAIOCh YAJHHEHHE CEpACYHOM
penosspr3anuu 1 uHTepBasia QT, BBI3BIBASI PUCK PA3BUTHSI CEPICUYHON apUTMUH U HKEITYJOUYKOBOU
TaxuKapJuu TUNA «mupyd3T» (cM. pazaen 4.8.). Tak kak cieayronme CUTyallui MOTYT MPUBECTH K
YBEIHMUYCHHUIO PHCKA PA3BUTHUS )KEITYTOYKOBBIX apPUTMHI (B TOM YHCIIC )KEITYA0UYKOBON TaXUKApAUU

THUIIA «IIUPYIT»), TO:



® KJAPUTPOMULIMH HE JOJDKEH NPUMEHSATHCS Yy CIEAYIOIINX KaTerOpUi MalueHTOB:

— y HalKUEeHTOB C TUIoKaaueMueii (cm. pasaen 4.3.);

— y MalKeHTOB C THIoMaruuemueii (cM. paszaen 4.3.);

— OJHOBPEMEHHOE IPUMEHEHUE KIAPUTPOMHUIMHA C AaCTEMHU30JIOM, LH3ANPUIOM,

MUMO3UI0OM U TepheHaAMHOM IPOTUBOIOKA3aHo (cM. pazaen 4.3.);

— y MalMEeHTOB C BPOXKJICHHBIM WIH IPUOOPETEHHBIM 3apEerUCTPUPOBAHHBIM Y/UIMHEHUEM

unTepBasia QT WK HATMYKEM JKEITyI0YKOBOM apuTMUU B aHamMHe3e (cM. pazaen 4.3.);

® KJIAPUTPOMUIIMH JIOJDKEH IPUMEHATHCA C OCTOPOXKHOCTBIO Y CIEIYIOIIMX KaTeropuil

HAIMEHTOB:

— vy mnanueHtoB ¢ MBC, Tsaxkenoll cepleyHOM HEJOCTaTOYHOCTHIO, HApYyLIEHUSMU

MPOBOAMMOCTH WM KJIMHUYECKU 3HAYUMOM OpaguKapauei;

— y MalMEeHTOB, OJHOBPEMEHHO MPUHUMAIOIIMX JIpyrue JIEKapCTBEHHbIE MPENapaThl,

CBsI3aHHBIC C yuIMHeHUEeM nHTepBaia QT (cMm. pasgen 4.5.).
[lepen Ha3znauenunem npemnapara OpoMuiIHI, SBISIOMETOCS MAKPOIUIHBIM aHTHOMOTHKOM, BCEM
NalMWEHTaM, [PUHUMAIOIMIMM TUIPOKCUXJIOPOXUH WJIM XJIOPOXHUH, TIIATEIbHO B3BECHTE
COOTHOUIEHUE MOJIb3bl U PUCKA U3-32 IOTEHLIHUAJIBHO MMOBBIIIEHHOTO PUCKA CEPAEUHO-COCYIUCThIX
COOBITHH M CEPACYHO-COCYTUCTON cMepTHOCTH (cM. pasjen 4.5.).
B xoze anuaeMuonoruueckux UCClIeOBAaHUN 110 U3yUEHUIO PUCKA HEOIAaronpUsITHBIX CeplIeYHO-
COCYIIUCTBIX HCXOJOB TNpU TNPUMEHEHUH MAKpPOJIUAOB ObUIM TOJIYYEHbl HEOJIHO3HAYHbIE
pe3yabTaThl. B HEKOTOpBIX  HaOMIOJATENIbHBIX  HCCIEAOBAHUAX  ObUI  yCTAHOBJIEH
KPaTKOBPEMEHHBII PUCK pPa3BUTHS apUTMUU, MH(pApPKTa MHUOKapJa U CMEPTH OT CeplIeYHO-
COCYAMCTBIX 3a00JIEBaHUMN, CBA3aHHBIN C IPUMEHEHUEM MaKpOJUI0B, BKIIOYask KIAPUTPOMHUIIMH.
[Tpy Ha3HAYEHMH KJIAPUTPOMUILMHA CIELYET COOTHOCUTH IPEIIOJIAraeMylo IOJIb3y OT IpHeMa
npenapara ¢ JaHHbBIMU PUCKaMHU.
Bo3MOXHO pa3BUTHE TNEPEKPECTHOM PE3UCTEHTHOCTH K KIAPUTPOMULMHY M JAPYTUM
AQHTUOMOTHKAM TPYIIBI MAKPOJIMJIOB, a TAKXKE JIMHKOMULIUHY U KIIMHAAMULIUHY .
VYuuThIBas PACTYIIY0 PE3UCTEHTHOCTh Streptococcus pneumoniae K MakpoJHIaM, BaKHO
MPOBOJIUTh TECTUPOBAHUE UYBCTBUTEJILHOCTU MPU HA3HAUEHUH KJIAPUTPOMHUIIMHA MAI[MEHTaM C
BHEOOJIbHNYHOM mHeBMOHUEH. Ilpu rocnuTanpHOW NHEBMOHMM KJIAPUTPOMHULIMH CJIEIyeT
MPUMEHSTh B KOMOMHAIIMK C COOTBETCTBYIOIMMU aHTUOMOTHKAMHU.
NHpexnun Koy U MATKUX TKaHEH JIETKOW M CPeHEHN CTENEHU TSHKECTH Yallle BCETO BHI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30yauTensi MOTYT OBITH

YCTOﬁqHBBI K MaKpOJMaaMm. HO3TOMy BAa>XHO MPOBOAUTH TCCT HA HYBCTBUTCIBbHOCTD.



Makposuasl MOXXHO TIPUMEHSTh NMPpH MH(EKIUAX, Bbi3BaHHBIX Corynebacterium minutissimum,
3a00J1€BaHUSIX KOXHU (Yyrpd BYJbIapHbIE M POKa), a TAKXKE B TEX CUTyallUsAX, KOTJa HEJIb3s
MPUMEHSITh IEHUIUJUTHH.

B ciyyae mosiBieHHs OCTPBIX peakUuil THIepuyBCTBUTENILHOCTH, TAKUX KaK aHaduIaKTHYeCcKas
peaxiusi, Cepbe3Hble KOXKHbIC HEXKeNaTeIbHbIE PeaKIuK (HalpuMep, OCTPBI reHepaaTn30BaHHbIN
AK3aHTEMATO3HBbIN MycTyJe3), cuHapoMm CrTuBeHca-/[>KOHCOHA, TOKCHUECKUN SIUIEpPMaIbHBINA
HEKPOJIU3 M JIEKapCTBEHHAs! ChIIIb C J03MHOPHMIMEH M cucTeMHON cumnromarukoil (DRESS-
CUHApPOM) HEoOXOoauMO cpa3dy K€ NpeKpaTUTh NpUeM KIApUTPOMHUIIMHA U  HA4aTh
COOTBETCTBYIOIIYIO TEPAIIHUIO.

B cnydae coBMmecTHOro mpuUMEHEHHS C BaphapuHOM WM JIPYTHMH  HENPSIMBIMU
AQHTUKOAryJIsHTaMd  HEOOXOAMMO  KOHTPOJIMPOBATh  MEXIAYHAapOJHOE  HOPMalIM30BaHHOE
orHomrenue (MHO) u mporpomOuHoBOe Bpems (cM. pazaen 4.5.).

Cnenyer coOmoaTh OCTOPOXKHOCTh HMPHU OJHOBPEMEHHOM MPUMEHEHUHM KJIApUTPOMHUIIMHA C
NePOPATLHBIMHA AHTUKOATYJITHTAMHE TIPSMOTO JICHCTBHSI, TAKMMH KaK Ta0uraTtpaH, puBapokcadaH
U anukcabaH, OCOOECHHO y MAIMEHTOB C BBICOKMM PHUCKOM pPa3BUTHS KPOBOTEYCHHS (CM.
paznen 4.5.).

4.5. B3aumMmopeiicTBHe ¢ PYrHMH JIEKAPCTBEHHBIMH MpenapaTtaMu H JApyrue BH/bI
B3aHMO/AeiCTBUSA

IIpoTuBOMIOKa3aHHBIE KOMOWHAIINHT

[IpuMmeHeHre CIeAyIoUUX MpernapaToB COBMECTHO C KIApPUTPOMHUIIMHOM MPOTHUBOMOKA3aHO B
CBSI3HM C BOBMOYXHOCTBIO Pa3BUTHS CEPbE3HBIX MOOOUYHBIX I (HEKTOB.

Luzanpuo, numosuo, mepghenaour u acmemusoi

[Tpr coBMECTHOM TpHeMe KJIApUTPOMHUIIMHA C IH3AMPHUIOM, TTHUMO3HIOM, TePPEHATUNHOM WU
ACTEeMH30JI0M COO0IIATIO0Ch O MOBHIIIEHUH KOHIIEHTPAIMH TOCEIHUX B TJIa3Me KPOBH, UTO MOKET
OpUBECTH K Y/UIMHEHUI0 HHTepBada QT M TOSBICHHIO CEpIAEYHBIX apPUTMHUMN, BKIIOYAs
KEITyTOYKOBYIO TaXHKapIUI0, PHOPHILIAINIO JKEITYJOYKOB M KEITyT0YKOBYIO TaXHKApP,IUIO THITA
«rmpyaT» (eM. paszaen 4.3.).

Ankanouost cnopuitbu

[TocTperucTpalliOHHBIE HCCIENOBAHUS TMOKA3bIBAIOT, YTO MPH COBMECTHOM NPHUMEHEHUU
KJIAPUTPOMHIIMHA C YPTOTAMHHOM WJIH JTUTHIPOIPTOTAMHHOM BO3MOXKHBI CIICTYIOIIHE d()(PEKTHI,
CBSI3aHHBIC C OCTPBIM OTpaBJICHHEM IperapaTaMH TPYIIIbI 3PTOTAMHHOB: COCYIHCTBIH CIa3M,
UIIeMUs] KOHEYHOCTeH M JPyruxX TKaHEW, BKJIIOYas LEHTpaibHyo HepBHYyw cuctemy (IIHC).
OnHOBpeMEHHOE MPUMEHEHHE KIAPUTPOMHUIIMHA U ATKATIOUI0B CIIOPBIHBU IMTPOTUBOTIOKA3aHO (CM.
paznen 4.3.).

Hneubumopor I’ MI-KoA-pedykma3zvl (cmamumvl)



OnHOBpeMEHHBIH  MpUEM  KIAPUTPOMHUIIMHA C  JIOBACTaTUHOM  WJIM  CHUMBAacCTaTHHOM
MPOTUBOMOKAa3aH (cM. pasnen 4.3.) B CBSI3U C TEM, UTO JJAHHBIC CTATHHBI B 3HAYUTEIHHON CTETICHU
meTabommsupytorcs mzopepmenrom CYP3A4, u coBMecTHOE IPUMEHEHHUE C KIAPUTPOMHUITTHOM
MOBBIIIAET WX CHIBOPOTOYHBIC KOHIEHTPALMHU, YTO MPHUBOJIUT K MOBBIIICHUIO PUCKA PAa3BUTHUS
MUOMATUH, BKJIOYass padmomuonu3. Coobmanock o ciayyasx pabJoMHONIu3a Yy MAlUEHTOB,
MPUHUMABIINX KIAPUTPOMHUIIMH COBMECTHO C JJAHHBIMHU Ipenapatamu. B cirydae HeoOXxoqumocTu
MPUMEHEHUS KJIAPUTPOMHUIIMHA CIIEIyeT MPEKPATUTh MPUEM JIOBACTaTHHA UM CHMBAacTaTHHA Ha
BpEMsI Tepanuu.

KnaputpoMuniu crieflyeT NpuUMEHSITH C OCTOPOXKHOCTHIO MPH KOMOMHHPOBAHHOW Tepamuu c
IPYTHMH CTaTHHaMd. B cilydae HEOOXOJMMOCTH COBMECTHOTO IIpHEMa PEKOMEHIYeTCs
MPUHUMATh HAUMEHBIIIYIO 03y CTaTHHA. PEeKOMEHIyeTCsl IPUMEHSTh CTATHHBI, HE 3aBUCSIINAC OT
metabomu3ma uzodepmenta CYP3A (mampumep, ¢iayBacratuH). Crenyer KOHTPOJIUPOBATH
pa3BUTHE IPU3HAKOB U CHUMIITOMOB MUOTIATHH.

Muoaszonam 0713 nepopanbHo20 NPUMEHEeHUs

[Ipy COBMECTHOM NPHMEHEHHWW MHJa30jamMa W KIAPUTPOMHUIIMHA B JIEKAPCTBEHHOU (opMme
tabnetku (500 mr 2 paza B CyTKH) OTMEYAJIOCh YBEJIMYEHHE TUIOIIA U 101 apMaKOKUHETUYECKOM
KpHBO#l «koHUeHTpauusa-BpeMs» (AUC) mumasonama B 7 pas mociie MEpopajbHOro MpUeMa.
OnHOBpEeMEHHBI TIPHEM KJIAPUTPOMHUIIMHA C MHIA30JIAMOM JUISl TIEPOPATBHOTO TPUMEHEHUS
NPOTUBOIIOKA3aH (cM. pasnen 4.3.).

Jlomumanuo

OnHOBpeMEHHBI TMpUEM KIAPUTPOMHIIMHA C JIOMHUTANUAOM MPOTHBONOKAa3aH M3-3a PHUCKa
CYIIECTBEHHOTO TIOBBINICHHUS aKTUBHOCTH TPaHCAMUHA3 B I1a3Me KpoBH (cM. pasnen 4.3.).

Biusaue APYIux JICKAPCTBCHHBIX ITPENIAPATOB HAa KIIAPUTPOMUIINH

JlanHple  HaOMIOJEHMH MOKa3ajid, YTO COBMECTHOE IPUMEHEHHE a3sUTPOMHULMHA C
THJIPOKCUXJIOPOXHMHOM y TAllMEHTOB C PEBMATOUIHBIM apTPUTOM CBSA3aHO C IOBBIIIEHHBIM
PUCKOM  CEpJEYHO-COCYIUCTBIX COOBITMM M CepAeYHO-COCYIUCTOM cMmepTHocTu. M3-3a
BO3MOXXHOTO aHAJOTMYHOTO PHUCKA TPU TNPHUMEHEHHH IPYTUX MaKpOJIWIOB B COYETaHUHU C
THJIPOKCUXJIOPOXHMHOM WIIH XJIOPOXMHOM CJEyeT TIIATeIbHO B3BECUTh COOTHOIIEHUE MOIb3bI U
pHCcKa, TMpeXae YeM Ha3HauaThb KJIAPUTPOMHUIMH JIIOOBIM MAIMEeHTaM, NPUHUMAIOLIIIM
THJIPOKCHUXIIOPOXHH W XJIOPOXHH.

[Mpenapatsl, sBustommecss uHAyKTopamu u3zodepmenta CYP3A (manpumep, pudaMiuimH,
¢denuronH, kapbamasenuH, peHobapouTai, 38epoOOi MPOABIPSIBICHHBIN), MOTYT HHAYLIMPOBAThH
METa0O0IM3M KIApUTPOMHULIMHA. DTO MOXKET NMPHBECTH K CyOTepaneBTHUECKOW KOHIICHTPALUU
KJIApUTPOMHMLIMHA M COOTBETCTBEHHO K CHIXEHHIO ero 3¢ddexruBHoctu. Kpome Toro,

HeoOXoarMMO HaOJIIOAaTh 3a KOHIIeHTpalel naaykropa nzodpepmenta CYP3A B mutazme kpoBH,
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KOTOpasi MOKET TOBBICHTHCSI U3-3a MHTHOMpoBaHus m3odpepmenta CYP3A KIapuTpoOMHUITTHOM.
[Ipu coBMecTHOM NpuMeHEHUH pubabyTHHA M KIAPUTPOMHUIIMHA HAOJIIOAATIOCh TOBBIIICHHUE
IUIA3MEHHOW KOHIIGHTpauuu pupabyTHHa W CHWKCHHE CHIBOPOTOYHOM KOHILIEHTPAIUH
KJIAPUTPOMMUIIMHA C TMOBBIIIEHHBIM PUCKOM Pa3BUTHSI YBEUTA.

Crnenyromue mnpemnaparbl 0O0NagalOT JOKa3aHHBIM WM MpEANoJaraéMblM BIMSHHUEM Ha
KOHLEHTPALMIO KJIAPUTPOMHULIMHA B IUIa3ME€ KPOBH; B CIy4yae MX COBMECTHOI'O NPUMEHEHHS C
KJIAPUTPOMHULIMHOM MOXKET MOTPeOOBAThCSA KOPPEKIHS J03 WM TEepexo]l Ha albTepPHATUBHOE
JIeueHue.

Dpasupens, nesupanun, pupamnuyur, pugdadbymun u pughanenmun

CunbHBIE HMHIYKTOPBI CHCTeMBl muToxpoma P450, Ttakume Kkak »¢aBUpeH3, HEBHpAINH,
pudammunuH, pudaOyTHH W pUQANEHTHH MOTYT YCKOPSATh METaOOIM3M KIAPUTPOMHUIIMHA H
TaKUM 00pa3oM MOHIKATh KOHIICHTPAIMIO KIAPUTPOMHUIIMHA B IJIa3Me KPOBH, U BMECTE C TEM
MOBBIIIATh KOHIIEHTPAlMIO B Iia3Me KpoBu 14-OH-knaputpomuiyiHa — MeTa0oIuTa, TaKke
SIBIISTIOIIETOCS. MUKPOOMOJIOTHYECKH aKTUBHBIM. [10CKOIBKY MHKPOOMOJIOTHYECKAsi aKTUBHOCTD
kiaputpomMuniiHa 1 14-OH-knapuTpoMULIMHA OTJIMYAETCS B OTHOIICHUU PA3JIMYHBIX OaKTEpHA,
TepaneBTuYecKuil 3((HeKT MOKET CHUKATHCS TP COBMECTHOM MPUMEHEHUH KIAPUTPOMHUIIMHA U
UHAYKTOPOB (DepPMEHTOB.

Ompasupun

KoHnuenTpanus KI1apuTpoMHUIIMHA CHUYKAETCSI IPU UCIOJIb30BaHUU ATPAaBUPUHA, HO MOBBIIIAETCS
KOHIIEHTpalusi akTuBHoro wmerabomurta 14-OH-knaputpomunuua. Ilockombky — 14-OH-
KJIApUTPOMMLIMH 00J1a/laeT HU3KOM aKTHBHOCTHIO MO OTHOWIEHHIO K MAC-MHpEKIHUSIM MOXKET
MEHSTBLCS 00Iasi aKTUBHOCTh B OTHOIINICHUH ITHX BO30OyauTenei, modtomy mis jedenus MAC
ClIeTyeT pacCMaTpUBaTh AJIbTEPHATUBHOE JICUCHHE.

Dnykonaszon

CoBMecTHBII npueM (iaykoHaszona B go3e 200 Mr exxeTHEeBHO U KIapuTpoMulirHa B 03¢ 500 mr
2 pa3a B CcyTku y 21 310poBOro OOpOBOJBIIA TPHUBENT K YBEIHMYCHHUIO CPEIHETO 3HAYCHUS
pPaBHOBECHON MHHUMANBbHON KOHIeHTpaluu kiaputpoMuiimaa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpPHUEM 3HAUUTENBHO HE BIUSUI HA CPEIAHIOIO
PABHOBECHYIO KOHIIEHTpalMI0 akTUBHOTO Merabonurta 14-OH-knapurpomununa. Koppekims
JI03bI KJIAPUTPOMHUIIMHA B CIIy4ae COMYTCTBYIOIIETo npuema uiykoHa3ola He TpedyeTcsl.
Pumonasup

PapMaKOKMHETUYECKOE MCCIIEAOBAHNE M0KA3aJI0, YTO COBMECTHBIM NPUEM PUTOHABHpA B J103€
200 mr kaxkaple 8 yacoB U KJIapuTpoMHIKHA B 103e S00 Mr kaxbie 12 yacoB MpUBEI K 3aMETHOMY
MOJABJICHUIO MeTaboiau3Ma KilapuTpomuilmHa. Ilpu coBMecTHOM TmpHeMe pUTOHaBUpA

MaKcUMallbHas ria3MeHHast KOHIEHTpanus (Cmax) KiapuTpoMunnHa yBeauumiack Ha 31 %, Cmin
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yBenmuumiachk Ha 182 % u AUC yBenuuunack Ha 77 %. Bbl10 OTMEUYEHO MPakTHYECKH MOJTHOE
nojasieHue obpazosanus 14-OH-knaputpomuninHa. braronapst mMpokoMy TeparneBTHYECKOMY
JIMana3oHy KJIAPUTPOMHIIMHA YMEHBIICHHE €ro JI03bl y MAlMEHTOB ¢ HOPMAaJbHON MOYEUHOU
byukueit He TpelOyerca. Y MAalMEHTOB C IMOYEYHOW HEAOCTATOYHOCTHIO IieJIecoo0pa3Ho
paccMOTpeTh cleAyromue BapuaHThl koppekuuu no3bl: npu KK 30-60 ma/mun  go3a
KIAPUTPOMHUIIMHA JOJKHA ObITh ymeHbineHa Ha 50 %, mpu KK menee 30 mu/mMuH 1o3a
KJIAPUTPOMHUIIMHA JIOJDKHA OBITh yMeHbIIeHa Ha 75 %. PuroHaBup HE clemxyeT COBMECTHO
MPUHUMATH C KJIAPUTPOMUIIMHOM B J103aX, IPEBBIIIAIOMINX | T' B CYTKH.

CxoniHble KOPPEKIHH 103 JOJDKHBI pPacCCMAaTpPUBATHCS Y MAIMEHTOB CO CHIKEHHOW (yHKIMEH
IOYEK, €CIU PHUTOHABUP NPUMEHsSEeTCs Kak (ApMAaKOKMHETHYECKHNA «YCHWIHTENb» NpHU
NPUMEHEHUN JIPYTHX MHTHOUTOpOB mpoteazsl BUY, Biimrouas arazaHaBUp M CaKBUHABUD (CM.
nozpaszen «/ByHanpapneHHOE B3aUMOJICICTBHE JIEKAPCTBY ).

JlericTBME KIApUTPOMHUIIMHA HA IPYTHE JIEKAPCTBEHHBIC PEapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HHMKHOBEHHE J>KEIIyJ0OYKOBOW TaxXWKApAHHU TUIA «IHUPYIT» NPU COBMECTHOM
MPUMEHEHUU KIApUTPOMUIIMHA U XUHUAWHA WK au3onupamuia. [Ipu ogHOBpeMEeHHOM npueme
KIAPUTPOMUIIMHA C OSTUMH TpenaparaMd CIeIyeT pPeryjispHO MPOBOJUTH KOHTPOIb
snexktpokapauorpammel (DKI') Ha mpeamer ymmmHeHus uuTepBama QT, a Takxke claeayer
KOHTPOJIMPOBATH CHIBOPOTOYHBIE KOHIICHTPAIIUH STHX MpenapaToB.

B moctperucTpallnoOHHOM NPUMEHEHMH COOOIIATIOCh O CIy4asX pa3BUTHUS THUIOTTUKEMHUH MpPU
COBMECTHOM TIpHEeMEe KJIAPUTPOMHULIMHA U Ju3onupamuga. HeoOXoIumMo KOHTPOIMPOBATH
KOHIICHTPAIIMIO TJIIOKO3bl B KPOBH IPH OJHOBPEMEHHOM NPUMEHEHHH KJIAPUTPOMHUIIMHA U
30T PAMUIA.

Ilepopanvhule cunocnuxemuueckue cpedcmeal uncynun

[Tpu coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U MEPOPATIbHBIX TUIIOTJIMKEMUYECKUX CPEICTB
(HampuMmep, MPOU3BOJHBIE CYNb()OHMUIMOYEBHHBI) W/WIM HHCYJIMHA MOXET HaOI0aaThCs
BhIpaKeHHasi TUnormkeMusi. OHOBpEMEHHOE TPUMEHEHHE KIApUTPOMHIIMHA C HEKOTOPBIMHU
TUIOTTIMKEMUUYECKUMH TIpenapaTtaMu (HampuMep, HAaTerJUHHJ, MUOTJIMTa30H, pEeMariuHuA |
POCUTIIMTA30H) MOXET MPUBECTU K MHTHOUpoBaHuio nzopepmenta CYP3A KIapuTpoOMHULIMHOM, B
pe3yabTaTe Yero MOXKET Pa3BUTHCS THIOTIMKEMEs. PeKOMeHIyeTcs TIIAaTeNbHBIH KOHTPOJb
KOHIICHTPAIIUH TITFOKO3HI.

Bzaumooeiicmeus, obycnosnennvie uzogpepmernmom CYP3A

CoBMeCTHBI TpUEM KIAPUTPOMUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTUOMpYeT H30(epMEeHT
CYP3A, u mpenaparoB, nepBuuHO MeTaboiusupyronmxcs uzopepmentom CYP3A, moxer

aCcCoUUpOBATBCA C B3aWMMHBIM IIOBBIMICHUEM HX KOHHeHTpaHHfI, 4YTO MOXET YCHIIUTH HIIN
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MIPOJITUTH KaK TePaleBTHUECKHUE, TaK U TOOOUHBIC (D PEKTHI.

KnaputpoMuninH ciieyeT ¢ OCTOPOXKHOCTBIO MPUMEHSATH MAIlMEHTaM, MOJIyYaroliM MpenapaTsl,
sBIsroIecs: cyoctparamu uzopepmenta CYP3A, 0cOOCHHO ecit 3TH TpernapaTsl UMEIOT Y3KUN
TepaneBTHYECKUH Jrara3oH (HarpuMep, kKapOama3eruH ), U/UIM HHTCHCUBHO METa0O0IH3UPYIOTCS
TIM (hepMeHTOM. B ciryuae HE0OX0AMMOCTH TOJKHA TPOBOIUTHCSI KOPPEKITHUS JT03BI Ipernapara,
NPUHUMAEMOT0 BMECTE C KJIAPUTPOMHUIIMHOM. Tarke MO BO3MOXKHOCTH JOJDKEH MPOBOJUTHCS
MOHUTOPHHT CBHIBOPOTOYHBIX KOHIEHTpAIMK MpenapaToB, MEPBUYHO METAOOIM3UPYIOLIMXCS
nzodepmentom CYP3A.

MeTabo13M CIeAyOMNX MPenapaToB/KIacCcoB OCYyIecTBIsAeTCs TeM ke n3opepmentom CYP3A,
YTO W METa0OoJM3M KJIApUTPOMHUIIMHA, HAIpUMeEp, almpas3ojaM, KapOaMaszenmuH, HIOCTa30d,
UKJIOCTIOPHH, TU30MHPAMU, METWINPEIHNU30JIOH, MHIA30JIaM, OMEMNpa3oJl, IepopajbHbIe
AHTUKOAryJisHThl  (Hampumep, BapdapuH, puBapokcabaH, anukcabaH), aTUIHUYHBIC
AQHTHUIICUXOTHYECKHE CPEICTBA (HAIpUMep, KBETHAIWH), XUHUIUH, pudaOyTuH, cuiaeHadui,
TaKpOJIMMYC, Tpra3ojiaM U BUHOMAcTHH. Takxke k arorucraM uzopepmernta CYP3A oTHocsTCS
CIIEAYIOUINE  Tpermaparbl, TMPOTUBOINOKAa3aHHbIE K  COBMECTHOMY  INPHUMEHEHHIO  C
KJIAPUTPOMHIIMHOM: aCTEeMH30J1, IU3ANPUI, ITMMO3UI, Tep(eHa nH, JJOBaCTaTHH, CHMBACTaTUH U
aJKaJIouJpl cropblHbM (cM. pasnen 4.3.). K mpemaparam, B3auMoJIIEHCTBYIOIIMM I10J00HBIM
00pa3oM uepes Apyrue u30hepMeHThI B paMKax CUCTEMBI IuToxpoma P450, oTHOCSTCS PeHUTOMH,
TEO(QWIJIMH U BaJIbIIPOEBasi KUCIIOTA.

Henpsimvie anmukoazyisinmul

[Ipu coBmecTHOM mpueMe BapdapuHa W KJIAPUTPOMHUIIMHA BO3MOXHO KPOBOTEUEHHUE,
BblpaxkeHHOe yBenmnueHne MHO wu npoTpomOuHOBOro BpeMeHU. B ciayuae coBMECTHOro
NPUMEHECHUS ¢ BaphapuHOM WM JIPYTUMH HENPSMBIMH aHTHKOATYJISHTAMH HEOOXOJIHMO
koHTposrpoBath MHO 1 npoTpoMOHHOBOE BpeMsi.

IlepopanvHvle anmuxoazyisanmol NPSIMo20 Oelicmeust

[lepopanbHblif aHTUKOATYJSIHT OPSIMOrO JAEeWCTBUS naburaTpaH sBisercss cyOcTparoM ais
s ¢aokcHoro Oenka-nepeHocurka P-rmukonporenna (P-gp). PuBapokcaban u anukcabax
MeTaboau3upytoTcs ¢ yuactueM uzopepmenta CYP3A4 u takxke aBistoTcs cyocrparamu Juist P-
ap.

Crnenyer coOnrOaTh OCTOPOXXHOCTH TPH OJHOBPEMEHHOM IPHUMEHEHUH KIAPUTPOMHUIIMHA C
JTAHHBIMH TIpeTapaTaMu, 0COOEHHO y TAIIMEHTOB C BRICOKMM PHUCKOM Pa3BUTHSI KPOBOTECUCHHUS (CM.
paznen 4.4.).

Omenpa3zon

Knaputpomunma  (mo 500 Mr  kaxkaple 8 4acoB) HCCHEAOBAICS Y 3J0POBBIX B3POCIBIX

TOOpOBOJIBIIEB B KOMOHMHAIMu ¢ omemnpaszoioMm (o 40 mMr exeaHeBHO). Ilpu coBmMecTHOM
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NPUMEHEHUN KIAPUTPOMHIIMHA W OMeINpa3ojia PAaBHOBECHBIC IUIA3MEHHBIC KOHIICHTPAIUU
omenpazona ObutH yBenuueHb! (Cmax, AUCo-24 1 mepuon nonyssiBeaenus (TY2) yBennuminucy Ha
30 %, 89 % wu 34 % coorBercTBeHHO). Cpennee 3HaueHue PH >xkemyaka B TeueHue 24 4acoB
coctaBmwiio 5,2 (MpW mpHeMe OMenpasoyia B OTACIBHOCTH) M 5,7 (MpH mpHeMe OMenpasolia
OJTHOBPEMEHHO C KJIAPUTPOMHUITTHOM ).

Cunoenaghun, maoanaghun u eapoenaghun

Kaxnpiii u3 3TuX MHTHOMTOPOB (ocdoaudcrepassl MeTaboIM3upyeTcs, MO KpaiiHed Mepe,
yactuyHo ¢ ydactueM uzodepmenta CYP3A. B 1o xe Bpems mzodepment CYP3A moxer
WHTUOMPOBATHCS B IPUCYTCTBUH KJIAPUTPOMUIHA. COBMECTHOE MPUMEHEHUE KIIAPUTPOMUIIMHA
¢ cuineHapmioM, TananaduiIoOM WM BapACHAQWIOM MOXKET TPUBECTH K YBEITUYCHUIO
UHTUOMpYIOImEro Bo3naeicTBus Ha (ocdoamdcrepasy. [Ipy mpuMEHEHHUM 3TUX TpernapaToB
COBMECTHO C KJIAPUTPOMHIIMHOM CIIEAYET PACCMOTPETh BO3MOXKHOCTH YMEHBIICHUS J103bI
cuieHaduiIa, Taganadpuia v BapacHadua.

Teogpunnun, kapbamazenum

[Tpu cOBMECTHOM MPUMEHEHUH KIAPUTPOMHUIIMHA U TEOPMIIIMHA WK KapOama3ernrnHa BO3MOKHO
MIOBBIIIICHUE KOHIICHTPAIIUH JIaHHBIX MTPETapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBUYHBI METa0OIU3M TOJITEPOIUHA OCyIecTBIsAeTCs yepe3 2D6 nzodopmy muroxpoma P450
(CYP2D6). Onmnako B uacTu momyJsimu, JuiieHHOH u3opepmenta CYP2D6, merabosm3m
npoucxoaut yepe3 usopepment CYP3A. B stoii rpynne HaceneHus nojaBiieHHe U30(pepMeHTa
CYP3A npuBOIHT K 3HAYUTENBHO O0Jiee BHICOKMM KOHIIEHTPALUSAM TOJITEPOJAMHA B CHIBOPOTKE
KpoBH. B momynsiuu ¢ HU3KUM ypoBHeM Merabomm3ma yepe3 uzopepment CYP2D6 moxer
noTpeOOBaThCSl CHIDKEHHE JI03bl TOJNTEPOAMHA B TPUCYTCTBUU HHTHOUTOPOB H30(pepMEHTa
CYP3A, Takux Kak KIapUTPOMUIIUH.

benzoouasenunvt (nanpumep, arnpazonam, Muoazonam, mpuazoniam)

[Ipu coBMeCTHOM NMPUMEHEHHHM MHUJa3ojama W TabjeTok kiaputpomummHa (500 mMr 2 pasza B
cyTkn) otmevanoch yBenmueHne AUC muaasonama B 2,7 pasza mocie BHyTPHBEHHOTO BBEICHUS
Mugazonama. Ecmu BMmecTe ¢ KIapUTPOMHUIIMHOM TIPUMEHSETCS BHYTpHBEHHas ¢opMma
MHUa30jlaMa, CleIyeT TIIATeIhbHO KOHTPOJIUPOBATh COCTOSHHE TMAIMEeHTa IS BO3MOXKHOMN
KOPPEKIIHH J036I.

BBenenne ekapcTBEHHOTO Tpernapara 4epe3 CIM3UCTYI0 000JI0UKY MOJIOCTH pTa, KOTOPOE JaeT
BO3MOXHOCTh O0OMTH MPECUCTEMHYIO SJTMMHHAIIUIO JIEKAPCTBEHHOT'O Iperapara, CKopee BCEero,
MPHUBEET K B3aMMOJICHCTBHUIO, aHAJIOTHYHOMY TOMY, KOTOPO€ HA0JIOIaeTCsl MPU BHYTPUBECHHOM
BBEJICHUU MHJIa30JIaMa, a He MIPH MEPOPaTbHOM MPHEME.

Taxkue e Mepbl IPEeIOCTOPOKHOCTHU CIEAYET MIPUMEHATh U K IPYrUM O€H30[1a3enuHam, KOTOpbie
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MetabonmzupyoTcs u3opepmentom CYP3A, Brmovas TtpuazojaM U anmpaszojam. Jlms
OCH30/IMa3eNMHOB, BBIBEICHUE KOTOphIX He 3aBuUCHT OT u3odepmenta CYP3A (temazenam,
HUTpa3enaMm, Jiopa3ernamM), MaJlOBEPOSATHO KJIMHUYECKH 3HAYMMOE B3aUMOJICHCTBHE C
KJIaPUTPOMHLITHOM.

[Tpu coBMecTHOM NPUMEHEHHUH KJIapUTPOMHIIMHA U TpHUa30IaMa BO3MOKHO Bo3zeiictBue Ha L{THC,
HalpuMep, COHJIMBOCTh M CIIyTaHHOCTh CO3HAHHs. B CBsI3M ¢ 3TUM, B Cllydyae COBMECTHOTO
NPUMEHEHHS PEKOMEHIyeTCs CIIEANUTh 3a cuMnToMamu Hapymenus LITHC.

BzanmoieficTBHS ¢ APYTUMH IIpenapaTaMu

Konxuyun

Komxutun siBisiercst cyoctpatom kak m3odepmenra CYP3A, Tak m Oenka-niepenocunka P-gp.
W3BeCcTHO, Y4TO KIAPUTPOMUIIUH U JIPYTHUE MAKPOJIHJIBI SBJISIOTCS WHTHOUTOpaMHU M30(epMeHTa
CYP3A u P-gp. IIpu coBMecTHOM npHeMe KJIapUTPOMHUIIMHA U KOJIXUIIMHA HHrHOMpoBanue P-gp
w/umn  m3odepmenta CYP3A MoxkeT mnpuBeCTH K YCUJICHHIO JACWCTBUS KOJXHIIMHA.
3aperucTpupoBaHbI MOCTPETUCTPAIIMOHHBIE COOOLICHHUS O CIy4asiX OTPABICHUS KOJIXUIITHOM MIPU
€ro OJHOBPEMEHHOM IIpHEeME C KIAPUTPOMHUIIMHOM, Yalle y IMAlUEHTOB MOXKHIIOTO BO3pacTa.
HekoTopsie U3 OMKMCaHHBIX CIIy4aeB MPOUCXOIUIH Y MALUEHTOB ¢ TOYEYHON HETOCTATOYHOCTHIO.
Kak coo01ianocs, HEKOTOpBIE CiTy4Ya 3aKaHYMBAIUCH JI€TATbHBIM HCXOOM.

OnHOBpEeMEHHOE TPUMEHEHHE KIApPUTPOMHIMHA W KOJXHIMHA MPOTHBOIIOKA3aHO (CM.
pasaen 4.3.).

Jueokcun

[Ipenmonaraercs, 4TO0 JUTOKCUH sIBIIsieTcsl cyOcTparom P-gp. V3BecTHO, YTO KIAPUTPOMUIIUH
uHruoupyer P-gp. [Ipu coBMecTHOM npueMe KIapuTpOMUIIMHA U JUTOKCMHA MHTHOupoBaHue P-
gp KJIApUTPOMHUIIMHOM  MOXET TPHUBECTH K  YCHJICHHIO  JICHCTBUS  JIMTOKCHHA.
[TocTperucTpaliOHHbIE HMCCIEAOBAHUS TOKa3aldM, 4YTO COBMECTHBIM TIpUEM JUTOKCHMHA U
KIQPUTPOMHUIIMHA TaKKE€ MOXET TPUBECTH K TOBBIIICHHIO CHIBOPOTOYHOM KOHIIEHTPALUU
JUTOKCHHA. Y HEKOTOPHIX IMAlHCHTOB OTMEYAIHNCh KIMHUYECKUE CHUMIITOMBI OTpPaBIICHUS
JTUTOKCHHOM, BKJFOYas ITOTCHIIMAILHO JICTaJIbHBIC apUTMHH. [IpH COBMECTHOM TIpHEME
KJIAPUTPOMHUIIMHA M TUTOKCHHA CIIEyeT TIIATeIbHO KOHTPOJIUPOBATH KOHIIEHTPAIIUIO JUTOKCHHA
B CBIBOPOTKE KPOBH.

3udosyoun

OpmHOBpEeMEHHBIN TIpreM TaOJEeTOK KIAPUTPOMHUIIMHA W 3WIOBYJMHA TIEPOPATHLHO B3POCIBIMH
BUY-uapurpoBaHHBIMA ~ TAIUEHTAMH MOXET TMPUBECTH K CHIDKCHHUIO PaBHOBECHOU
KOHIIEHTPAIIUHU 3UJOBYIHHA.

[TockonbKy KIApUTPOMULIMH BIMSET HA BCAChIBAHHWE 3HMJIOBYIMHA MpPHU MEPOPAIBHOM MpHEME,

B3aI/IMOI[eI\/'ICTBI/I$I MOXHO B 3HAQUUTEIHLHON CTCIICHH I/I36e)KaTB, IMpUHHUMAas KIApUTPOMHUIHNH H
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3UJIOBY/IMH C HHTEPBAJIOM B 4 yaca.

[Tono6HOrO B3ammozelcTBUs He HaOmoganu y BUY-unpuumupoBanHbIx aeTei, TpUHUMABIIUX
JETCKYI0 CYCIIEH3UI0 KJIAPUTPOMMIMHA C 3UJIOBYJIMHOM WIH JUJE30KCUMHO3MHOM. [lockosbky
KJIApPUTPOMMLIMH MOXKET IPENATCTBOBATh BCACBIBAHUIO 3UIOBYIMHA IPU MX OAHOBPEMEHHOM
IpUeMe BHYTPb Yy B3POCIBIX MAlMEHTOB, 110J00HOE B3aUMOJCHCTBUE BPAJ JM BO3MOXKHO IpHU
IPUMEHEHUHU KJIAPUTPOMHULIMHA BHYTPUBEHHO.

Denumoun u 6a1bnNpPoesas KUCioma

NmeroTcss nmaHHble O B3auMojedcTBUM WHTHOMTOpOB u3odepmernta CYP3A  (Bkiarouas
KJIApUTPOMMLIMH) C IIpenapaTamMM, KOTOpble HE METabOJIM3UPYIOTCSA C MOMOULIbIO M30(epMeHTa
CYP3A (¢penutonHn um BampmpoeBas KHcCiOTa). s AaHHBIX MpernapaTtoB IMPH COBMECTHOM
IPUMEHEHUH C KIAPUTPOMMUIIMHOM DPEKOMEHJYETCS ONPEIEIEHHE UX CHIBOPOTOYHBIX
KOHIIEHTpaLUil, TaK KaK UMEIOTCS COOOLIEHUsI 00 MX MOBBILICHUH.

JIByHaIIpaBJIeHHOE B3aMMOJICHCTBHUE JIEKAPCTB

Amasanasup

Knaputpomunine 1 arazaHaBup sIBISIOTCS KakK CyOCTpaTaMu, Tak ¥ HHTHOUTOpaMHU U30(epMeHTa
CYP3A. CymecTByeT CBHIETEIBLCTBO JBYHAIIPABICHHOTO B3aUMOJCHCTBUS ATHUX MpenapaToB.
CoBMecTHOe mpuMeHeHue knaputrpomuninia (500 mr 2 pasza B cyTku) u atazanasupa (400 mr 1 pa3
B CYTKHM) MOXET NPUBECTU K ABYKPATHOMY YBEIMYEHHUIO BO3ACHCTBUS KIApUTPOMHUIIMHA WU
yMeHbIIeHuto Bo3neicteus 14-OH-knmapurpomunaa Ha 70 % c yBenmmuennem AUC arazanaBupa
Ha 28 %. brnarogaps mmMpokoMy TepaneBTUYECKOMY JHAINa30Hy KJIAPUTPOMMIIMHA YMEHBIICHUS
€ro J103bl y NAIlMEHTOB ¢ HOPMaJIbHOU (yHKIMEH MoYek He TpeOyeTcs. Y MalMeHTOB ¢ HOYeuyHOU
HemocTaTouyHOCThIo cpenHert creneHu Tsokectn (KK 30-60 mn/mMuH) 1032 KIIapuUTpOMUIIMHA
noiikHa OpITh yMeHbleHa Ha 50 %. Y nanuenTos ¢ KK menee 30 Mia/MuH 103y KIapuUTpOMHUIIMHA
ciefyeT CHU3UTh Ha 75 %, mpUMeHss A 3TOr0 COOTBETCTBYIOIIYIO JIEKAPCTBEHHYIO (OpMY
kinaputpomunuHa. Kiaputpomunye B no3ax, npesbimapomux 1000 Mr B CyTKHM, HEnb3s
MPUMEHSITh COBMECTHO C MHTUOUTOpaMH MpOTeas.

FMKK

[Tpu ogHOBpemeHHOM npuMeHeHuu KiaputpomuimHa u BMKK, kotopsie merabonusupyrorcs
uzopepmerntom CYP3A4 (manpumep, Bepanamuil, aMJIOAUIINH, TUITHA3EM), CIIeAyeT cOOII01aTh
OCTOPOXKHOCTh, TMOCKOJIbKY CYyIIECTBYeT PHUCK BO3HUKHOBEHHUS apTEpPUAIbHOW T'HIIOTEH3UU.
[Ina3MeHHBIE KOHLIEHTpAlMK KIAPUTPOMHUILIMHA, Tak ke, Kak 1 BMKK, moryt noseimarscs npu
OJTHOBPEMEHHOM TPUMEHEHUH. ApTepualibHas TUMOTEH3Us, OpajuapuTMHs M JIAKTOALU03
BO3MO>KHBI IIPY OTHOBPEMEHHOM IIpUEME KIApUTPOMUIIMHA U BEpanamMuIa.

HUmparonaszon

KnaputpoMuniuH ¥ WTpakoHa30Jl SBJSIOTCS cyOcTpaTaMHM M WHTHOMTOpaMu H30(epMeHTa
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CYP3A, 4dro ompenensieT AByHAIpaBJIECHHOE B3aMMOJCUCTBHE TpemnapatoB. Kiaputpomuimx
MOYKET TOBBICHTh KOHIIEHTPAIIMIO UTPAKOHA30Ja B IJa3Me KPOBHU, B TO BpeMs KaK UTPAKOHA30Il
MOYKET TIOBBICUTH IIIa3MEHHYIO KOHLIEHTPALUIO KIapuTpoMHLuHA. [lanneHToB, 01HOBpEMEHHO
MPUHUMAIOIIMX UTPAKOHA30J U KIAPUTPOMUIIMH, CJIETYET TIIATEIbHO 00CIe0BaTh Ha HAIUYUE
CUMITOMOB YCUJICHHSI WM YBEIMUYEHUS AJIUTENBHOCTH (hapmakoioruyeckux 3((eKkToB 3THX
Ipernaparos.

Caxkeunasup

KnaputpoMuniyiH 1 cakBUHABHUP SIBISIOTCS cyOcTpatamMu U mHTHOUTOpamu n3odpepmenta CYP3A,
YTO ONpEJEIIIeT IByHANpPaBICHHOE B3aUMO/IeiicTBHe npenaparoB. OAHOBPEMEHHOE TPUMEHEHNE
knaputpomunirHa (500 mr 2 pasza B CyTKM) U CaKBHHaBHpa (B MSTKHX JKEJIaTUHOBBIX KarcyJjax,
1200 mr 3 paza B cytku) y 12 310poBbIX 100poBOibIeB Be3bBAIO yBennueHne AUC 1 Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CpPAaBHEHHMHM C IPUEMOM CaKBHHAaBHpa B
ornenbHOcTH. 3HaueHUuss AUC u Cmax KIapuTpoMHIIMHA ObUTH TpuOIM3uTensHo Ha 40 % BbIIIIE,
4eM I[P MOHOTEpPANUU KIAPUTPOMUIMHOM. [IpM COBMECTHOM TIPUMEHEHHUH 3THUX JIBYX
IpenapaToB B TEUECHHE OrPaHMUYEHHOTO BPEMEHH B J103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKITUS
no3pl  He TpeOyercs. Pe3ynapTaThl uHccienOBaHUS —JIEKApPCTBEHHBIX B3aUMOJICHCTBUN ¢
MCIIOJIb30BAaHNEM CAKBHHABUpPA B MSTKUX KEJIATHHOBBIX KarCyjaX MOTYT HE COOTBETCTBOBATh
s dexTam, HAOIIOIAEMBIM TTPH IPUMEHEHUN CaKBUHABUPA B TBEPJIBIX KEJIATHHOBBIX KarCyJax.
PesynbraThl nccienoBaHuUs JEKApCTBEHHBIX B3aMMOICHCTBUH IPU MOHOTEPANTUN CAaKBUHABHPOM
MOTYT HE COOTBETCTBOBATh s dexTam, HaOII01aeMBIM npu Tepanuu
CaKBMHAaBHpPOM/pUTOHaBUpOM. [Ipu mpueme cakBHHABHpa COBMECTHO C PUTOHABUPOM CIIEIYyET
VYHUTHIBATh MOTESHIINAILHOE BIIMSHAE PUTOHABUPA HA KJIAPUTPOMUITHH.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

be3omnacHOCTh MpUMEHEHUS KIAPUTPOMHUIIMHA TTPU OEPEMEHHOCTH HE YCTaHOBJICHA.
OCHOBBIBAsICh Ha Pa3IMYHBIX PE3YIbTAaTaX, MOJyYCHHBIX B MICCIIEIOBAHUAX HA )KUBOTHBIX, a TAKKE
Ha OIBITe TPHUMEHEHHs Y JIFOJel, HENb3sl WCKIIOYUTh BO3MOXKHOCTH HEOJIArompHusTHOTO
BO3/ICUCTBUS Ha sMOpuoderanbHoe pa3BuTHe. HexoTopble HaOmonaTeNbHbIE HCCIEIOBaHMS,
OIICHMBAOIIME Bo3NeicTBUE KinapuTpomuimHa B I u Il TpumecTpax OepeMEHHOCTH, BBISBHIN
MOBBIIEHHBIA ~ PUCK  CaMOINPOW3BOJIBHOTO  abopTa 1O CPaBHEHHIO C  OTCYTCTBHEM
AHTUOMOTHKOTEPAIUM WM TNPUMEHCHHEM JPYTUX AaHTUOMOTUKOB B AaHAJOTHYHBIE CPOKHU
O6epemenHocTH. MMmeromuecss  3MUIEMHUOJIOTHYECKUE  UCCIEAOBAaHMS  pPUCKA  CEPbE3HBIX
BPOXKJCHHBIX IMOPOKOB PAa3BUTHS MPU MPUMEHEHUU MAKPOIHJIOB, BKIIOYAsl KIAPUTPOMHUIINH, BO
BpeMsi OEpeMEHHOCTH IEMOHCTPUPYIOT IPOTUBOPEUUBBIE PE3YIIHTATHI.

[IpumeneHne KIapUTPOMHUIIMHA TTPU OepeMeHHOCTH (0COOEHHO B | TpuMecTpe) BO3MOKHO TOJIBKO
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B Ciyyae, KOrja OTCYTCTBYET albTepHATHBHAs Teparus, a MOTeHLHaIbHas MOJb3a Uil MaTepu
MIPEBBINIAET MOTEHIIUATIBHBIN PUCK TS TUI0/IA.

JlakTanus

bbu10 ycTaHOBIIEHO, YTO PEOCHOK, HAXOSAIINUNCA HA TPYIHOM BCKapMIIMBAHUU, MOKET TOTYyUUTh
okoso 1,7 % OT MaTepuHCKOM [03bl KJIAPUTPOMHUIIMHA C IOMNPABKOM Ha MacCy Tejla MAaTepHu.
be3zonacHoCcTh TpUMEHEHUS KIAPUTPOMHUIIMHA JUIsl JETe Ha TPyJHOM BCKapMIIUBaHUU HE
ycraHoBleHa. [Ipu HeoOXoauMOCTH MpHeMa B MEPUOJ TPYJHOTO BCKAPMIIMBAHUS KOPMIICHHE
rpyAbI0 HEOOXOAUMO IPEKPATUTD.

DepTUILHOCTE

HCCHGI{OB&HI/I?I, IMPOBCACHHBIC HA KPbICAX, MOKa3aJiu OTCYTCTBUC BIIMAHUA HA (1)epTI/IJH>HOCTB.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHHIMHM CPeJICTBAMHM M PadoTaTh €
MeXaHU3MaMH

JlaHHBIE OTHOCHUTEJIFHO BIMSHUS KIQPUTPOMHUIIMHA HAa CHOCOOHOCTH YIPABIISATH TPAHCIIOPTHBIMU
cpeacrBaMu, MEXaHU3MaMU OTCYTCTBYIOT.

Cnemyer coOmronaTh OCTOPOXHOCTh TPH  YIPABICHHH TPAHCHOPTHBIMH  CPEICTBAMH,
MEXaHW3MaMH, YYHUTHIBas IOTEHIUAIBHYIO BO3MOKHOCTH TOJIOBOKPY)KEHHS, BEPTHIO,
CIIyTaHHOCTH CO3HAHHMS M JEC30PUEHTAIlMH, KOTOPHIE MOTYT BO3HHKHYTh NpPU TNPHUMEHEHUH
JAHHOTO TIperapara.

4.8. HexxenaresibHbIEC peakuuu

Pe3roMe HeXeIaTeIbHbIX PEeaKIui

YacToTa BCTpPEYaeMOCTH OINpejeieHa CleAyomuM obpa3oM: odeHb dacto (> 1/10), wacto

(or>1/100 mo < 1/10), meuacro (ot > 1/1000 mo < 1/100), peako (ot > 1/10000 mo < 1/1000),

oueHb penko (< 1/10000), gactora HemsBecTHa (MCXOIA M3 HMMEIOIIMXCS JAHHBIX YacTOTY

BO3HUKHOBEHHUSI OTPEICTUTh HEBO3MOXKHO).

HesxenarenbHble peakiliy CrPYIIITHUPOBAHBI B COOTBETCTBHH C MOPSIKOM Ha OCHOBAHHH CHCTEMHO-

opransbix kiaccoB (COK).

HUngpexyuu u unsazuu:

HEYaCTO — IEJUTIONHUT', KaHJWI03, TacTPOIHTEPUTS, BTOpPUYHEIE MH(EKIMM® (B TOM YHCIE

BarMHAJIbHBIC);

4aCcTOTa HEM3BECTHA — IICEBOMEMOPAHO3HBIN KOJIUT, POXKA.

Hapywenus co cmopoHbl UMMYHHOU CUCTEMBL

Y4acTO — ChIIb;

HEYacTO — aHA(UIAKTOMIHAS PeaKIHsl, TUINepPUyBCTBUTENLHOCTD, OYIUIE3HBIA IepMaTHT., 3y,
3

KpallMBHUIIA, MAKyJIOIIAITyJI€3Has CHIIIb ™,

4acToTa HEW3BecTHAa — aHaUIaKTHYeCKas peakius, aHTHOHEBPOTHUECKUN OTEK, Cephe3HbIE
16



KOXKHBIE HE)KeJaTeNIbHbIE peakiuu (HarpuMep, OCTPbI T'€HEepPaIN30BAHHBIN IK3aHTEMATO3HBIN
nyctyie3), cuaapoM CrtuBeHca-/[KOHCOHA, TOKCHYECKUM snuaepMalibHbId Hekposin3, DRESS-
CUHJPOM.

Hapywenus memabonuzma u numanusi:

HEYaCTO — aHOPEKCH I, CHH)KEHHE AIIETUTA.
Icuxuueckue napywenusa:

4acTo — OECCOHHUIIA;

HEYACTO — OECTIOKOHCTBO, MOBBIMIEHHAS BO30YIMMOCTH®,

4acTOTa  HEM3BECTHA  —  IICUXOTHMYECKHME  PACCTPOMCTBA,  CIYTAaHHOCTb  CO3HAaHWI,
JeNepCcoHaIM3alus, Jenpeccus, AE30pUEHTAlMs], TaJUIIOLMHALMY, HApyIIEHUs CHOBUACHUMN
(«komIMapHbIE» CHOBUJIEHUS ), TAPECTE3Us], MAHUS.

Hapywenus co cmoponwl Hepenoti cucmembi:

4acTo — TOJIOBHAsA 0OJIb, IUCTEeB3US;

HEYACTO — MOTEPS CO3HAHUA, TUCKUHE3MS', TOJTOBOKPYKEHHE, COHIUBOCTh, TPEMOP;

4acTOTa HEU3BECTHA — CYJIOPOTH, areB3us (IOTepsi BKYCOBBIX OLIYILIEHHI), TapOCMUsl, aHOCMHUSL.
Hapywenus co cmoponvl opeana cnyxa u iabupunma:

HEYacTO — BEPTUT0, HAPYLIEHUE CIIyXa, 3BOH B yILIAX;

4acTOTa HEU3BECTHA — TIIyXOTa.

Hapywenus co cmoponwl cepoya:

HEYacTO — OCTaHOBKa cepana’, pubpumisuus npeacepauitl, yamunenne untepsana QT na DK,
SKCTPACHMCTONHSA', OlIyIeHHe cepaleOueHus;

4acTOTa HEM3BECTHA — XKEJTyI0UYKOBasi TaXUKapIus, B TOM YHCIIE TUIA «ITUPYIT», GUOpHILIALUS
JKEITY TOUKOB.

Hapywenus co cmoponwt cocyoos:

YacTo — Ba30MIATaLHsA

4acTOTa HEU3BECTHA — KPOBOTEUEHUE.

Hapywenus co cmoponsl OvixamenbHOU cucmemyl, Op2aHo8 epyOHOU KIeMKU U CPeOOCHEeHUSL:
HEYacTo — acTMal, HocoBoe KpoBOTeueHHEe?, TPOMO0IMOONHUS JTETOUHOM apTepuu’.
Kenyoouno-kuweunvle napyuienus:

4acTo — AWapesi, pBOTa, TUCIICTICHS, TONTHOTA, 00JIb B 00JIACTH KUBOTA;

1 2

HewacTo — 330darut!, racTposzodareanpHas pedIOKCHas OOTe3Hb2, TACTPHUT, MPOKTAITHSAZ,

CTOMATHUT, I'NIOCCUT, B3AYTHUC KHUBOTA, 3al10pP, CYXOCTb BO PTY, OTPBIKKA, METCOPU3M, XOJICCTA3,
I'CI1aTuT, B T. Y. XO0JIECTaTUYECKHUI WU FeHaTOHeHHIOHﬂpHBIﬁ4;
qacToTa HCHU3BCCTHA — OCTpBIﬁ IMaHKPEaTuT, M3MCHCHUC ILBCTA SA3bIKA U SY6OB, IICYCHOYHasA

HEJ0CTaTOYHOCTh, XOJIECTaTUYECKAs KENTYXA.
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Hapywenus co cmoponsl Kodtcu u KOHCHbIX NOKPOBOE:.

4acTO — MHTEHCUBHOE MTOTOOT/ACIICHHUE;

4acTOTa HEU3BECTHA — aKHE.

Hapywenus co cmoponul mbluieuHotl, ckelemHou U COeOUHUMENbHOU MKAHU .

3, KOCTHO-MBbIIICYHAs CKOBaHHOCTbl, MI/IaJ'Il"I/IHZ;

HEYaCTO — MBILICYHBIH cr1a3m
YacTOTa HEM3BECTHA — PAOIOMUONIN3>* | MUOTIATHSL.

Hapywenus co cmopoHvl nouexk u Mo4esbl8o0AUUX NYymel:

4acTOTa HEM3BECTHA — IOYEUHAs HEJOCTaTOYHOCTh, MHTEPCTUIIHANIbHBIN He(PpUT.
Obwue HapyweHus U peakyuu 8 mecme 66€0eHUs.

OYEHb 4acTO — (IeOUT B MECTE MHBEKIIHH'

1 1

gacTo — 00JIb B MECTE HWHBCKIMHN ", BOCIIAJICHUEC B MECTC MHBCKIINU ™,

4 3

HCYaCTO — HCIAOMOI'aHHC , THUICPTCPMHUA~, QACTCHUA, 6onpr B rpy,HHOﬁ KJ'ICTK64

, 03H00%,
YTOMJISIEMOCTb.

Jlabopamophvie u uHcmpymeHmanbHvle OaHHbIE:

4acTO — OTKJIOHEHHUE B TICUSHOYHOM Mpooe;

HCYAaCTO — IMOBLIICHUEC KOHUOCHTPAIIUH eraTI/IHI/IHal, IMMOBBIIICHUC KOHOCHTPAIUHU MO‘ICBI/IHLI]',

1 4 4

HU3MCHCHHUEC OTHOILICHUA aJ'IB6YMI/IH/l"J'IO6yJ'II/IH , HeﬁKOHeHI/IH, HeﬁTpOHGHHH , 3031/IHO(1)I/IJ'II/I$I,

TpoMOoIUTEMHST, MIOBBILICHHE AKTUBHOCTH aJlaHMHaMUHOTpaHCc(epasbl (AJIT),
acmapraramuHoTpancdepassl  (ACT), rammarmyramunrpancoepasst  (I'TT)*, — menounoii
docdarassl (ILP)*, nakraTaernaporenasst (JIA)*;
4acTOTa HEW3BECTHA — arpaHyJoLUTO3, TpoMOouMTONeHus, yBenuuyeHue 3HadeHus MHO,
YAJUHEHHE MPOTPOMOMHOBOIO BPEMEHH, U3MEHEHHE LBETa MOYH, MOBBIIIEHHE KOHIIEHTpalUH
OmMpyOrHA B KPOBH.
* B HEKOTOpBIX COOOLICHUSAX O PabJOMMONIN3E KIAPUTPOMHUIIMH NPUHUMAJICS COBMECTHO C
JPYTMMH JIEKApCTBEHHBIMH CPEICTBAMM, C IPUEMOM KOTOPBIX, KaK NU3BECTHO, CBA3aHO Pa3BUTHE
pabaomuonu3a (craTuHbl, (UOPAThl, KOJIXULIUH WIN aJNIOMYPHUHON).
1 Coobmennss 0 HaHHBIX TIOGOYHBIX PEAKIUAX OBUIM MOTyYeHHl TONBKO ITIPH TPHMEHEHHH
KJIApUTPOMULIMHA B JIEKapCTBEHHOH (opme nuoduiamu3ar JUis MPUTOTOBICHHUS pacTBOpa s
UHY3UH.
2Co00IIeHns] O JAHHBIX MOOOYHBIX PEAKIMSIX OBUIM TIOMy4eHHl TONBKO MPH MPUMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHON (popMe TaOJIETKH ¢ MPOJIOHTMPOBAHHBIM BBICBOOOXKIECHUEM,
HOKPBITHIE TUIEHOYHON 000JI0UYKOH.
$Coobmenns 0 JAHHEIX MOOOYHBIX PEAKIHAX OBUIM IONYy4YEHHl TONGKO HPH HPHMEHEHHH
KJIApUTPOMMILIMHA B JIEKAPCTBEHHON (pOpMe I'paHyIIbl Ul IPUTOTOBICHUS CYCIIEH3UH AJIs IpHeMa
BHYTPb.
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# CoobuIeHNsT 0 NAHHBIX TOOOYHBIX PEAKIMAX OBUIM MOTyYeHBl TONBKO NPU MPUMEHEHHH
KIIAPUTPOMHUIIMHA B JICKAPCTBEHHOU (popMe TaOJIeTKH, TOKPHITHIC TUICHOYHON 000JIOUKOH.

eTH
[Ipeanonaraercsi, 4TO 4aCTOTA, TUII U TAKECTh HEXKEJIATEIbHbBIX PEAKLIUM y I€TeH Takas Ke, KaK y
B3POCIIBIX.

HaL[I/IeHTLI C MoAaBJICHHBIM UMMYHHUTCTOM

Y namMeHToB ¢ cuHAPOMOM mpuoOpereHHOro ummyHonedummra (CIINUJ) u apyrumu
UMMYHOJe(PUIMTAMH, IMOJyYAOUIMX KIApUTPOMHULMH B 0ojiee BBICOKMX [103aX B TEYEHHUE
JUINTEJIBHOTO BPEMEHU IS JIEYeHUs MUKOOAKTEepUaIbHbIX MH(EKIUI, YacTo TPYJHO OTIMYUTH
HexenarenbHble 3¢ dexTs mpenapara or cuMntToMoB BUYU-nH(pEKIUM Wi COMyTCTBYIOLIETO
3a00J1€BaHHU.

HanOosnee yacTbIMM HeXenaTeIbHbIMU SIBJICHUSMH Y MALIMEHTOB, IPUHUMABLIMX CYTOYHYIO 103y
KJIapuTpoMuLIMHa, paBHyto 1000 mr, ObUIH TOLIHOTA, PBOTA, U3BpAlllEHUE BKyca, O0JIb B 00JacTu
KUBOTA, AMApesi, ChIllb, METEOPU3M, T'OJOBHAs 0OJb, 3amop, HapyIICHHE CIyXa, MOBBIIICHHUE
aktuBHOCTH ACT u AJIT B kpoBu. Takke 0OTMeUaNnKCh Cllydan HEXKENaTeIbHbIX BJICHUHN ¢ HU3KON
4aCcTOTOM BOZHUKHOBEHUS, TAKHE KaK OJIbIIIIKA, OECCOHHMLIA U CYXOCTb BO PTY.

VY NanueHToB ¢ M0JIaBICHHBIM UMMYHUTETOM IIPOBOJIMIM OLIEHKY JJaOOpaTOPHBIX MOKa3aTesei,
AQHAIN3HUPYS UX 3HAYUTENIbHbIE OTKJIIOHEHHSI OT HOPMBI (pEe3K0e MOBBIILIEHUE WK CHIDKeHue). Ha
OCHOBaHMM JAHHOTO KpuTepus y 2—3 % MaIMeHTOB, MOJyYaBIIUX KIAPUTPOMHINH B J103€
1000 mr exxenHEBHO, OBLIO 3aperuCTPUPOBAHO 3HAYUTENIbHOE MoBbIMIeHHe akTUBHOCTH ACT u
AJIT B KpoBH, a TaKXe CHHKEHHE YHCla JIEHKOIMTOB U TPOMOOIMTOB. Y HEOOJBIIOTO YMCIA
NAlMEHTOB TaKKe OBbUIO 3aperHCTPUPOBAHO IOBBIIIEHHWE KOHLEHTPALMU OCTaTOYHOI'O a30Ta
MOYEBHUHBI.

COO6H.ICHI/IG 0 TOAO03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0marh 0 TM0J03pEBAEMBIX HEXKENIAaTeAbHBIX pEAaKUUAX TMOCIe pPEerucTpanuu
JIEKapCTBEHHOTI'0 Tpernapara ¢ 1eabl0 00ecnedeHrs HeMPepbIBHOIO MOHUTOPUHIA COOTHOILIEHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeIunuHCKUM pabOTHUKAM pPEKOMEHIYyeTcs
coolmate O JOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEeaKIHsIX JIEKapCTBEHHOIO Ipernapara
yepe3 HALMOHAJIBHBIE CUCTEMbI COOOIEHHUS O HEeXKEJIaTeNIbHBIX PeakIUsIX TOCyIapCcTB — YICHOB
EBpazniickoro 3K0HOMHUYECKOT0 CO03a.

Poccuiickasa ®@eoepayus

109012, r. MockBa, CrnaBstHCKas L., 1. 4, cTp. 1

DenepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUS

Temn.: +7 (800) 550 99 03

Anpec 311, mouthl: pharm@roszdravnadzor.gov.ru
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Be0-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa Benapyco

220037, r. Munck, ToBapuieckuii riep., 1. 2a

PecnyOnukanckoe yHutapHoe mnpeanpuarue «LleHTp 9SkcnmepTu3 W UCHBITAaHUN B
3/IPaBOOXPAHEHUI

Tenedon oraena dpapmakonanzopa: + 375 (17) 242 00 29

@akc: +375 (17) 242 00 29

Anpec 311, mouthl: repl@rceth.by, rceth@rceth.by

Be6-caiiT: www.rceth.by

Pecnybnuxa Kazaxcman

010000, r. Acrana, paiion baiikonsip, yin. A. Umanosa, 1. 13, BLI «Hypcayer 2»

PI'Il Ha IIXB «HanunoHanbHBIN LEHTP SKCHEPTHU3bI JIEKAPCTBEHHBIX CPEJCTB U MEIUIIMHCKHUX
uznenuit» Komutera MemUIIMHCKOTO U (apMaleBTUYECKOro KOHTpoJisi MUHHUCTepCTBa
3apaBooxpanenust Pecnyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec . moutsl: farm@dari.kz

Be6-caiit: www.ndda.kz

Pecnyonuxa Apmenus

0051, r. Epesan, np. Komuraca, 1. 49/5

«Hay4HbIii LIEHTp AKCHEPTU3Bl JIEKAPCTB W METUIIMHCKUX TEXHOJIOTUA HMMEHHM aKaJeMHKa
3. 'abpuensHa»

Ten.: +374 60 83 00 73

Anpec 3. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be6-caiit: http://www.pharm.am

Keipevizckasn Pecnybnuka

720044, Yyiickas obnacts, . bumkexk, yiu. 3-1 Jluawus, x. 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB M MEAUITMHCKUX W3ICITHIMA

Ten.: +996 (312) 21 92 86

Anpec 31. moutsrl: dlsmi@pharm.kg

Be06-caiit: www.pharm.kg

4.9. Ilepeno3upoBka

CuMOTOMBI

[Tpriem 60MBINION JO3BI KIIAPUTPOMUIITHA MOKET BBI3BIBATH CUMIITOMBI HAPYIIEHUH CO CTOPOHBI
eIy T0YHO-KUIIIEYHOTO TPAKTa.

Y oagHOro mamwieHTa ¢ OWIOJSAPHBIM PACCTPOMCTBOM B aHaMHE3e IOCiIe mpuemMa 8T
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KJIAPUTPOMHUIIMHA OTMMCAaHbl U3MEHEHHSI TICHXUYECKOTO COCTOSIHUS, TAPAaHOUIAILHOE ITOBEICHUE,
TUITOKAJINCMHUA U TUIIOKCEMU .

Jleuenne

[Ipu mepeno3upoBKe cCleayeT yIAIUTh HeaOCOpOMpPOBAaHHBIN MpernapaT W3 JKEIyJA04YHO-
KHIIIEYHOTO TpakTa (MPOMBIBAaHUE JKEIyJIKa, TPHUEM aKTHBUPOBAHHOTO YTJIS M Ap.) U MPOBECTH
CI/IMHTOMaTI/I‘-I€CKyIO Tepanmo. FCMOI[I/IEUII/B nu HCpHTOHeaHBHBIﬁ anajin3d HE OKa3bIBAKOT
CYH_IGCTBGHHOI‘O BJIIUAHHUA Ha KOHHGHTpaLII/IIO KJIapI/ITpOMI/II_II/IHa B CbIBOpOTKe KpOBI/I, qTo

XapaKTepHO U I JPYTHUX MpernapaTroB IpyHibl MaKpOIUI0B.

5. ®APMAKOJIOITMYECKHE CBOMCTBA
5.1. ®apmakoauHaMHYecKHe CBOIiCTBA
®dapMakoTepaneBTUYECKas TpyMMa: aHTUOAKTepUadbHbIE CpPEICTBA CHCTEMHOTO JICHCTBUS;
MaKpOJUAbI, INHKO3AMUHBI U CTPENITOTPAMUHBL; MAKPOIUIbI
Kox ATX: JO1FAQ9

Mexanusm aeiictBus U hapMakoauHaMmudeckue dbhheKThl

KnaputpoMuniua SBis€TCS MONYCHHTETUYECKUM AaHTUOMOTUKOM TPYIIBI MaKpOJIUIOB U
OKa3bIBaeT aHTHOaKTepHalbHOE JelicTBHe, B3aumozeiictBys ¢ 50S  pubocomanbHOI
CyOBeIMHHIICH 1 TTOABIIsIsi CHHTE3 Oenka OaKTepuil, 9yBCTBUTEIBHBIX K HEMY.

KitapuTpoMHIIUH TPOJIEMOHCTPUPOBAI BBICOKYIO aKTHBHOCTh B YCIIOBHSX IN VItrO B OTHOIICHUU
KaK CTaHJAapTHBIX JJa0OPaTOPHBIX HITAMMOB OAKTEPHii, TaK U BBIIEICHHBIX Y MAIIEHTOB B X0J1€
KJIMHUYECKON NpakTUKU. [IposiBisieT BHICOKYI0 aKTUBHOCTh B OTHOLIEHWH MHOTHMX a3pOOHBIX U
aHAPOOHBIX TPAMITOJIOKUTENBHBIX U TPAMOTPUIATEIBHBIX MHKPOOPTaHU3MOB. MHUHUMAIIbHBIC
nojasistome koHueHtpauuu (MIIK) kmaputpomunuuHa s OOJBIIMHCTBA BO30yauTeNel
menbiie, ueM MITK sputpomuninna B cpeHeM Ha oaHo 1092 pa3BeneHue.

Knaputpomuiine B ycnoBusix in Vitro BeicokoakTuBeH B oTHomeHnun Legionella pneumophila,
Mycoplasma pneumoniae. Oka3biBaeT OakTepuuuaHoe neiictBue B oTHomieHuu Helicobacter
pylori, naHHast aKTHBHOCTH KJIAPUTPOMHUIIMHA BBIIIE TPU HEUTPaIbHOM pH, 4eM MpH KHUCIIOM.
Kpome TOro, naHHbBIE, MOMYYEHHBIE B YCIOBHSAX IN VItro m in Vivo, yka3wplBalOT Ha TO, YTO
KJIaPUTPOMHIIMH JICHCTBYET Ha KIMHUYECKU 3HaYMMBbIe BUIbI MHUKOOakTepuii. Enterobacteriaceae
u Pseudomonas spp., Tak ke, Kak u apyrue He GepMEHTHPYIOIIUE JIAKTO3Y TPaMOTPHUIIATEIbHBIE
OaKkTepuu, He YYBCTBUTEIHHBI K KJIAPUTPOMHUITUHY .

AKTHUBHOCTh KJIAPUTPOMHUIIMHA B OTHOLICHMM OOJIBLIIMHCTBA ILITAMMOB, NEPEUHCICHHBIX HIDKE
MHKpPOOPTaHU3MOB, JI0OKa3aHa KaK B YCIOBHUSX IN VItr0o, Tak M B KIMHUYECKOH MPAKTUKE TPH
3a00J1eBaHUAX, TIEPEUNCICHHBIX B pasnene 4.1.

® A3D06HBIC T'PaMIIOJIOKHUTCIBHBIC MUKPOOPIraHNU3MbI.
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— Staphylococcus aureus,

— Streptococcus pneumoniae,
— Streptococcus pyogenes,

— Listeria monocytogenes

o A3D06Hble I'paMOTpHUIIATCIIBHBIC MUKPOOPTIaHU3MBI.

— Haemophilus influenzae,

— Haemophilus parainfluenzae,
— Moraxella catarrhalis,

— Neisseria gonorrhoeae,

— Legionella pneumophila

e JIpyrue MUKPOOPraHU3MBL:

— Mycoplasma pneumoniae,
— Chlamydia pneumoniae (TWAR)

e MuxkoOaKkTepuu:

— Mycobacterium leprae,

— Mycobacterium kansasii,

— Mycobacterium chelonae,

— Mycobacterium fortuitum,

— Mycobacterium avium complex (MAC) — komriuieke, Bximodaromiuii: Mycobacterium avium,
Mycobacterium intracellulare.

HpOI[YKI_II/ISI Oera-makTaMasbl HE OKa3bIBAET BIUSHHUSA HA aKTUBHOCTD KIIapuTpOMUIIMHA.
BonpmuHCTBO MmITaMMOB CTa(I)I/IJ'IOI(OKKOB, PE3UCTCHTHBIX K MCTULUIJIMHY W OKCalUJJINHY,
0071a/1a10T yCTOWYMBOCTBIO U K KJIIAPUTPOMUIIUHY.

e Helicobacter pylori

YyscreutenapHocTh Helicobacter pylori k knaputpomunnay usydanack Ha usosstax Helicobacter
pylori, BergeneHubix ot 104 maiueHToB, 10 HaYajaa TepParnuu KJIapUTPOMUIIMHOM. Y 4 MalueHToB
OBLTH BBIJICTICHBI PE3UCTEHTHBIC K KITapuTpoMuUIHy mtamMel Helicobacter pylori, y 2 nanuenTos
— IITaMMBI C YMEPEHHOU PE3UCTEHTHOCTBIO, Y OCTaNbHBIX 98 manmenToB —u30matel Helicobacter
pylori 6bUTH YYBCTBUTENBHBI K KIIAPUTPOMHUIIUHY.

KiaputpoMuIlnH OKa3blBaeT JCHCTBHE B YCJOBUSAX IN VItFO ¥ B OTHOLICHWH OOJBIIUHCTBA
IITAMMOB CIIETYFOIIIMX MUKPOOPTaHU3MOB (0JTHaKO Oe30nacHOCTh M 3P (HEeKTHBHOCTH MPUMEHEHUSI
KJIAPUTPOMHIIMHA B KITIMHUYECKOW MPAKTHUKE HE MOITBEPIKACHA KITMHUYECKUMU UCCIIeIOBaHHUSIMHU,
Y IPAaKTUYECKOE 3HAYCHNE OCTACTCS HESCHBIM):

® A3D06HBIC T'PaMIIOJIOKHUTEIBbHBIC MUKPOOPIraHNU3MbI.

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

L4 ABDOGHBIG I'paMOTpUIATCIIbHBIC MUKPOOPTaHU3MBI:

— Bordetella pertussis,
— Pasteurella multocida

° AH33D06HBIG T'PaMIIOJIOKHUTCIBHBIC MUKPOOPIraHU3MbI.

— Clostridium perfringens,
— Peptococcus niger,
— Propionibacterium acnes

e AHa’poOHbBIE TPAMOTPULATEIBHBIE MUKPOOPIaHU3MBIL:

— Bacteroides melaninogenicus

e CHnMpoXeThl:
— Borrelia burgdorferi,
— Treponema pallidum

o KaMHI/IHO6aKTeDI/II/I .

— Campilobacter jejuni

OCHOBHBIM ~ MeTaOOJMTOM  KIApUTPOMHMIIMHA B  OpraHM3Me  4YelloBeKa  SIBJISETCS
MHUKPOOHMOJIOTHYECKH  aKTHUBHBIA ~ Merabomut  14-ruapokcuknaputpomunud  (14-OH-
KJIAPUTPOMHULIMH). MHUKpOOHOIOrHYecKasi akTUBHOCTh METAa0OIMTa Takasl )K€, KaK y MUCXOJIHOTO
BEIIEeCTBA, UK B 1-2 paza ciabee B OTHOIIEHUH OOJIBIIMHCTBA MUKPOOpPraHu3MoB. Mckitouenue
cocraBisier Haemophilus influenzae, B otHomenun koTopoii 3 PeKTHBHOCTh MeTaboIHTa B JBa
pasa Bbimie. McxomnHoe BEIECTBO M €r0 OCHOBHOM METa0OJIUT OKa3bIBAIOT JIMOO aUTHUBHBIN,
6o cuaeprudeckuii 3pdext B ornomennn Haemophilus influenzae B yciosusx in vitro u in vivo
B 3aBUCUMOCTH OT LITaMMa OaKTepUi.

Tecm na uyecmeumenbHOCMb

KonunuecTBeHHbIE METO/BI, TpeOyIOIIMEe U3MEPEHUs JUaMeTpa 30HbI MOJABIECHUS POCTa, JAOT
Haubosee TOYHBIE OLIEHKH YYBCTBUTEIBLHOCTU OAKTepUil K aHTUMHUKPOOHBIM npenaparam. OnHa
U3 PEKOMEHAYEMBIX METOIUK JUIsl OIpeAeseHHs] YyBCTBUTEIBHOCTH HCHOJIb3YET JUCKH,
UMIIPErHUPOBaHHbIE 15 MKT KiapuTpomuuuHa (aucko-nud¢ysuonHsii Metoq Kupbu-bayspa);
IIPY MHTEPIIPETALUU TECTAa AUAMETPBI 30H IIOJABJIECHHS POCTa KOPPENUPYIOT co 3HaueHusaMu MIIK
knaputpomunivHa. 3adenust MIIK onpenensitorcss MeroaoM pasBefeHus B OyJIbOHE WK B arape.
[Ipy uCHONB30BaHUU STUX METOJUK OTYET U3 JIabopaTOpuH O TOM, YTO LITAMM SIBJISIETCS
«4YyBCTBUTEIIbHBIM», YKa3bIBa€T Ha TO, YTO BO30yAMTENb WHQEKIMH, BEPOSTHO, OTBETUT Ha
neuenne. OTBET «PE3UCTEHTHBIN) YKa3bIBAET HA TO, YTO BO30YIUTEIHh, BO3MOKHO, HE OTBETUT Ha

neuyenne. OTBET (IIPOMEKYTOYHAsA HYBCTBUTCIBHOCTBL) IIpEAIiojgaract, 4To TepaHeBTI/I‘leCKI/Iﬁ
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adext mpemapara MoOKeT OBITh HEOJHO3HAUYEH WJIM MHUKPOOPTAaHW3M MOXKET OKa3aThCs
YyBCTBUTEIHHBIM TPU TPUMEHEHHH Oo0Jiee BBICOKMX JI03 Tmpenapara (IpoMeKyTOdHas
qyBCTBUTEIBHOCTb TAKXKE HAa3bIBAETCS «YMEPEHHOHN UyBCTBUTEILHOCTHION).

5.2. DapmakoKHMHEeTHYECKHE CBOMCTBA

AOGcopOuus

[Ipemapar 5erko u OBICTPO BCACBIBACTCS B JKEITYJOYHO-KHIIEYHOM TpaKTe. AOCOIIOTHAsS
OmogocTynmHOCTh cocTaBiusier okoio 50 %. Ilpu MHOrOKpaTHOM MpHeMe A03bl Tpernapara
KyMYJISILIU MTPaKTHYECKH HEe OOHApYKEHO, U XapakTep MeTadoyiu3Ma B OpraHU3Me YelIoBeKa He
u3MeHssics. IlpueM mnMIIM HENOCPeACTBEHHO Iepe MPUEMOM Ipernapara  yBeIU4HBall
OMOIOCTYMHOCTh Tpenapara B cpeaHeM Ha 25 %. B menom 3To moBbIIIEHHE HE3HAUYUTEITHHO U
JOJDKHO HMMETh HEOOJbIIYI0 KIMHUYECKYI0 3HAaYMMOCTh IIPU PEKOMEHIYEMBIX peXHMax
no3upoBaHus. TakuM 00pa3oM, KIAPUTPOMHIIMH MOXKET MPUMEHSTHCS HE3aBHCHUMO OT IMpHeMa
MUIIH.

Pacnopenencuue, 6I/IOTDaHCd)ODMaLII/I$I, SJIMMHHAIWA

In vitro

Knaputpomunyia cBsipiBaeTcs ¢ OenkaMu Iia3mbl KpoBu Ha 70 % B xoHueHTparuu ot 0,45 1o
4,5 mxr/mn. Ilpu xoHueHTpanuu 45 MKI/MII CBsi3bIBaHUE CHMXKaercs 10 41 %, BeposTHO, B
pe3ynbTare HaCBILICHUS MECT CBSI3bIBaHMs. OTO HAOIOAETCSl TOJBKO NPU KOHLEHTpPALUSX,
MHOTOKPAaTHO MPEBBIIIAIOIINX TEPATEBTHUECKYIO.

In vivo

HWccnenoBanus Ha )KUBOTHBIX B YCJIOBHSX IN VIVO MOKa3ajM, 4TO KJIAPUTPOMHIIUH MIPUCYTCTBYET
BO BCEX TKaHAX, 3a uckimodyeHueM [[HC, B KOHIEHTpanusx, B HECKOJIBKO pa3 MPEBBILIAIOIINX
mwiasmMeHHbsle. HaumbGosnee Bbeicokue koHueHTpauuu (B 10-20 pa3 Bbllle IUIa3MEHHBIX)
00Hapy’KUBAJINCH B MIEYEHU U JIETKUX.

300poswie 006posobLYbI

IIpn npumeHeHnn knapuTpoMunpHa B Jo3¢ 250 Mr 2 pasa B CyTKM paBHOBECHAS Cmax
knapuTpomuninHa U 14-OH-k1apuTpoMuIinHa B Tura3Me J0oCTUTaIach yepes 2—3 AHS ¥ COCTABIIsIIA
1 mxr/mMa u 0,6 MKI/MJI COOTBETCTBEHHO. T2 KIapUTPOMHUIIMHA U €0 OCHOBHOTO MeTaboiuTa
coctaBmil 3—4 yaca 1 5—6 4acOB COOTBETCTBEHHO.

ITpn npumeHennn knapurpoMunuHa B 103¢e 500 mr 2 pa3za B cyTKM Cmax KIIApUTPOMHLIMHA U 14-
OH-knapuTpoMuIIMHA B MJIa3M€ JOCTUTANIACh MTocie nmpuema S-it 1o3bl. [locie npuema 5-i u 7-i
1036l Cmax KiapuTpoMuniiHa U 14-OH-knaputpoMuniHa B IU1a3Me€ COCTAaBHJIA B CpeqHEM 2,7—
2,9 vkr/mn u 0,88-0,83 Mmkxr/mn coorBercTBeHHO. T'2 KIApUTPOMHUIIMHA W €r0 OCHOBHOTO
MeTabonuTa coctaBui 4,5—4,8 yaca u 6,9—8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-knaputpoMuIliHa HE yBEIMYMBAIACH MPOMOPIIMOHAIBHO J103€ KIAPUTPOMHUIIMHA, B
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TO Bpems kKak T2 Kak KJIapUTPOMMIIMHA, TaK U €r0 TMJIPOKCHIMPOBAHHOTO METabOIUTa UMEI
TEH/ICHIMIO K YBEJIMYCHUIO C TIOBBIIICHUEM JI03bI.

Takast HenuHelHas (papMaKOKMHETHKA KIAPUTPOMHUIIMHA B COYETaHUH C YMEHBIICHHEM
oOpa3oBanus 14-ruipoKCUINPOBaHHBIX U N-1eMeTUINPOBAHHBIX IPOIYKTOB MPU BBICOKUX J03aX
yKa3blBa€T Ha HEJIWHEHHBIH MeTa0oMu3M KJIapUTPOMUIIMHA, KOTOPBIM CTaHOBUTCS Ooliee
BBIPQKCHHBIM IIPU BBICOKHUX JI03aX.

[Toukamu BbIBOAMTCS OKOJIO 37,9 % mocne mepopalibHOro IMpueMa KIApUTPOMHUIIMHA B J103€
250 mr u 46 % nocne npuema kiapuTpomuiuHa B 1o3e 1200 Mr, KUIIIEUHUKOM BBIBOJUTCS OKOJIO
40,2 % u 29,1 % (BKJItOYAs UCIBITYEMOTO JIUINL C OJHON Mpoboi Kama, copepskamieit 14,1 %)
COOTBETCTBEHHO.

Dapmakokunemura y nayueHmos

Knaputpomuniua u ero merabonut 14-OH-kaapuTpoMULMH OBICTPO MPOHUKAIOT B TKAaHU U
KUAKOCTU opraHuzma. VMerorcs orpaHuyeHHbIE JaHHBIC, CBUICTEIBCTBYIONIHME O TOM, 4YTO
KOHIICHTPALUsl KJIApUTPOMHULIMHA B HEPeOPOCIIMHAILHON KUAKOCTH TPH MEPOPATBHOM TpUeMe
He3HauuTeNnbHa (T. €. TONBKO 1-2 % OT KOHIICHTpAalMU B CHIBOPOTKE KPOBH IPH HOPMAIBHOU
MPOHUIIAEMOCTH TremaTtodHIedannueckoro Oapbepa). KoHieHTpauus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BBIIIE, YeM B CHIBOPOTKE KPOBH.

B tabnuue npuBeneHbl IpUMEPHI TKAHEBBIX M CHIBOPOTOYHBIX KOHIIEHTPALIUNA:

Konuentpaunu (250 mr kaxapie 12 yacon)

Bun Tkanu TkaneBble (MKI/T) CbIBOpPOTOUYHBIE (MKI/MJI)
MuHaIUHbL 1,6 0,8
Jlerkue 8,8 1,7

[IeyeHOYHAs HEAOCTATOYHOCTh

VY nanueHToB co CpeHeN U TSDKENOH CTeNeHbI0 HapyIeHNs (PYHKIUHU IEYEeHHU, HO C COXpPAaHEHHOM
byHKIMEH nouek, KOppeKIUH J03bl KIApUTPOMUIIMHA HEe TpeOyeTcs. PaBHOBeCHAs: KOHIIEHTpAIHs
B IJIa3M€ KPOBU M CUCTEMHBIN KJIIMPEHC KIAPUTPOMUIIMHA HE OTJIMYAIOTCS Y MAMEHTOB JaHHOMN
Ipynnel M 370pOBBIX NalMeHTOB. PaBHOBecHas koHueHTpauus 14-OH-kmaputpomununa y
NaIMEeHTOB C HAPYIIEHUAMHU (YHKINHU TIEYCHU HIKE, YEM Y 310POBBIX.

[ToyeyHas HEJOCTATOYHOCTh

ITpn Hapymenun GyHKIMH ToYeK yBeTHIUBAIOTCSH Cmax U Cmin KIIAPUTPOMUIIMHA B IIJ1a3M€ KPOBH,
T, AUC xmapurpomunmaa u ero wMerabonura 14-OH-knmaputpomunmaa. KoncraHTa
NIMMUHALMK WU BBIBEJCHHE NOYKaMU yMEHbIIAtoTCs. CTENEeHb M3MEHEHUH 3TUX IapaMeTpoB
3aBHCUT OT CTENICHU HapyIIeHHs (QyHKIH MOYEK.

JInita moKWJIoro Bo3pacra

VYV manueHToB MOXHWJIOTO BO3pacTa KOHIICHTPAIMs KJIApUTPOMUIIMHA U ero Merabonurta 14-OH-
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KJIApUTPOMMUIIMHA B KPOBU ObLIa BBIIIE, a BRIBEICHUE METICHHEE, YEM Y TPYIIIBI MOJIOABIX JIFOIEH.
Opnaxko moce koppekiuu ¢ yaerom nouednoro KK He 0b110 oT/inumii B 00eux rpymnmnax. Takum
00pa3oM, OCHOBHOE BIIMSIHUE HA (PapMaKOKMHETUYECKUE TTapaMeTPhl KIIAPUTPOMHUIIMHA OKAa3bIBACT
GbyHKIUS OYEK, a He BO3pacT.

IlanmeHTsI ¢ MI/IKO63KTCDI/I3HBHBIMI/I I/IH(beKHI/IﬂMI/I

PaBHOBecHbIE KOHIIEHTpaLuy Ki1apuTpomuiia u 14-OH-knapurpomunvza y nanuentos ¢ BUU-
UHQEKIMeH, MoMyJaBIInX KIAPUTPOMULIMH B 0ObIUHBIX g03ax (500 mr 2 pasa B CyTKH), ObUIH
CXOIHBIMH C TaKOBBIMH IIOKA3aTeIsIMU y 3J0pOBbIX sojed. OJIHako Npu HPUMEHEHUU
KJIapUTPOMULIMHA B 0o0Jiee BBICOKMX J03aX, KOTOpbIE MOIYT HOTPeOOBaThCS sl JIEUEHUS
MUKOOAKTEpHUaIbHbIX NHMEKINHI, KOHIIEHTPAMH aHTUOMOTHUKA MOTYT 3HAYUTENIHO NPEBBILIATh
oOprynble. Y manuentoB ¢ BUY-undekuneit, mpuHUMaBmuX KiapuTpoMuiind B go3e 1000 mr B
cytku uiu 2000 Mr B CyTKH B 2 mpreMa, paBHOBeCHbIe 3HaUCHUS Cmax OOBIYHO COCTABIISLIN 2—
4 mxr/Ma u 5—10 MKr/MI1 COOTBETCTBEHHO. [Ipn mprMeHEeHHH KIIapUTPOMHUITMHA B 00J1€€ BBICOKHX
J103aX OTMEeYaJoch yJUuIMHeHHe T2 o CpaBHEHUIO C TAKOBBIM IIOKA3aTEJIEM Y 370POBbIX JIOJEH,
MOJIyYaBIIUX KJIAPUTPOMUIIMH B OOBIYHBIX JJ03aX. [[0BbIIIIEHNE KOHIIEHTpALlUU B IUIa3Me KPOBU U
ynnuHenue T%2 npu NpUMEHEHUM KJIapUTpOMHULMHA B 0Oojiee BBICOKHMX J03aX CBSI3aHO C
HEJIMHEHHOH (papMakoKMHETHKON IpenapaTa.

KOM6I/IHI/IDOBaHHO€ JE€YCHHUE C OMEMIPA30JIOM

Knapurpomunus no 500 mr 3 pasa B cyTKH B KOMOMHAIMK ¢ OMENPa3oiaoM B o3e 40 MT B CyTKU
cnocooctByeT yBenunueHuto T2 m AUCp.24 omenpaszona. Y BceX MHAaLMEHTOB, MOIYYaBIIMX
KOMOMHUPOBAHHYIO TEepaluio, B CPAaBHEHMU C MAIlMEHTaMH, MOJIyYaBIIMMU OJMH OMEMNpa3oll,
HaOmoanock noseimenue Ha 89 % AUCo24 u Ha 34 % TY omenpazona. Y KIapUTPOMHUIIMHA
Chmax, Cmin 1 AUCo-g yBenmmumBaiiich cootBeTcTBeHHO Ha 10 %, 27 % u 15 % 1o cpaBHEHHUIO ¢
JAHHBIMM, KOIJa MpPUMEHSUICS TOJIBKO KIAapUTPOMHULIMH 0Oe3 omemnpaszona. B paBHOBecHOM
COCTOSIHUY KOHLIEHTpAIMK KJIApUTPOMHUIIMHA B CIIM3UCTOM JKeTyKa yepe3 6 4acoB rociie npuemMa
B Ipymme, HojyyaBiled KOMOWHaLWio, B 25 pa3 NpPEeBOCXOAMIM TAaKOBbIE MO CPAaBHEHUIO C
MIOJTYYaBIIUMHU OJIMH KJIAPUTPOMUIIMH. KOHIIEHTpaIiny KJIapUTPOMHUITMHA B TKAHSIX XKEITy/IKa Yepe3
6 yacoB mocie nmpreMa 00oHMX MpernapaToB B 2 pa3a MPEBbILIAIN JaHHbIE, TOJyYSHHbIE B TPYIINE

MNanucHTOB, MOJTYyYaBIINX OJAWH KJIAPUTPOMUILIUH.

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB
Kpaxman KyKypy3HbIii
[emrono3a mukpokpucTtamyeckast (tum 101)

[emrono3a MukpokpucTaumyeckast (tum 102)
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Kpemuust nTMOKCH KOJITTOWAHBIN
Kpaxmain npesxxenaTiHu3UpOBaHHbBIN
[TomakpwinH Kanus

Tanbk

Maruus creapat

O0oJ104Ka IUICHOYHAS:

['unpomenosza 6 cps

Tanbk

Kpacurens xene3a oxcu sxentoiil (E172)

IIponwiieHrnuKoIb

Turana quokcun (E171)

6.2. HecoBmecTUMOCTH

Henpumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

S Jer.

6.4. Oco0ble MepbI IPEAOCTOPOKHOCTH NMPU XPAHEHUHT

XpaHuTh 1pu Temieparype He Bolie 25 °C, B OpUruHaNbHOMN yIakoBke (OyucTep).

6.5. XapakTep u coaepkaHue NePBUYHON YIAKOBKHU

[Io 7 Ttabnerok B Omucrepe u3 komOuHupoBaHHoro Martepuna [IBX/TIBAX u donbru
AJTFOMUHUEBOM.

[To 2 6mucTepa BMECTE ¢ TUCTKOM-BKJIA/IBIIIEM TTOMEIIAIOT B MAYKy KapTOHHYIO.

6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUUYTOXKEHHH  HMCIOJb30BAHHOIO
JIeKAPpCTBEHHOr0  MpenapaTra WJIH  OTXOJA0B, MOJYYeHHBIX TOCJie NPUMEHEHHUs
JIEKAPCTBEHHOT0 Mpenapara, u Apyrue MaHUMyJsIUU ¢ PenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSI
CrnoBenus
AO «KPKA, n.1., HoBo mectoy», llImapwemnika necra 6, 8501 HoBo mecto
Ten.: +386 7 331 21 11
dakc: +386 7 332 15 37
Anpec 31. moutsl: info@krka.biz
7.1. IlpeacTaBUTENb A€PsKATE/IsI PETHCTPALMOHHOIO Y0CTOBEPEHUS

[Iperen3un noTpeOUTEEN HAIPABIATE 10 aAPECY:

Poccuiickaa ®@eoepayus
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000 «KPKA-PYC»

143500, MockoBckast 0011., r. Mctpa, yin. MockoBckasi, 1. S0

Ten.: +7 (495) 994 70 70

®daxkc: +7 (495) 994 70 78

Anpec 21. moutsl: Krka-rus@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa Benapyco

[IpencraButenscTBO AknmonepHoro odmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnybnuka Cnoenust) B Pecriyonuke benapych

220114, r. Munck, yn. @unumonoBa, 1. 2517, oduc 315

Ten.: 8 740 740 9230

®axkc: 8 740 740 9230

Anpec 2. moutsl: info.by@krka.biz

Be6-caiiT: www.krka.by

Pecnybnuxa Kazaxcman

TOO «KPKA Ka3zaxcrtan»

050040, r. Anmater, Mukpopaiton KOKTEM-1, nom 15A, oduc 601
Ten.: +7(727)311 08 09

Anpec 351. moutsl: info.kz@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa Apmenus

[IpencraButenscTBO «Kpka, a.1., HoBo Mmecto» B Pecriybnuke ApmeHust
0001, r. EpeBan, yn. Han6angsu, a1. 106/1 («CASAT-HOBA» BUSHEC-LIEHTP), oduc 103
Ten.: +374 11 560011

Anpec s1. moursr: info.am@krka.biz

Be06-caiit: www.krka.biz

Keipevizckas Pecnybauka

ITpencraButensctBo AO «KPKA, ToBapHa 3apasui, 1.4., HoBo Mecto» B Kbipreiscrane
720040, Yyiickas o0Gnacts, r. buikek, Oynbpap DpKuHAMK, 1. 71, 610k A
Ten.: +996 (312) 66 22 50

Anpec s1. noutsr: info.kg@krka.biz

Beo6-caiit; www.krka.biz

8. HOMEP PETUCTPAIIMOHHOTI'O YJJOCTOBEPEHMSI
JITI-Ne(002111)-(PT-RU)
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9. JTATA HEPBUYHOII PETUCTPALINM (TOATBEPKIEHUS PETUCTPALINM,
MEPEPETHCTPAILINN)

[Hara nepBoii peructpamuu: 5 anpens 2023 r.

10. JATA HEPECMOTPA TEKCTA
26 anpens 2024 .

OO61as XxapakTepUCcTUKa JIEKapCTBEHHOT 0 Mpenapata OpoMusina A0CTyNMHA Ha HH(OPMAaLHOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHHUKAIIMOHHONW CEeTU

«UuTepuer» https://eec.eaeunion.org.

29



