COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 07.11.2024 N= 24563
(MOCNEOCBATENEHOCTE 000%)

NMHCTPYKLMA
I[10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITIPEITAPATA

KaapurpoMunuH-AKpUXUH

PerucrpanvoHHbINi HOMEP:
Toprosoe HanmMeHoBaHue: KnapuTpoMuliuH-AKpUXUH
MexayHapoaHOe HEMATEeHTOBAHHOE WM IPYNIIUPOBOYHOE HAUMEHOBAHUE  KIIAPUTPOMHULIMH

JlexapcTBeHHas opma: TaOIETKU, TOKPBITHIC INICHOYHOIH 000I0UKOM

CocraB
Onna TabiieTka, MOKPHITas TIICHOYHON 000JI0YKOH, COMIEPIKHT:

JeiictBytromniee BeniecTBo: knapurpomuiind — 250,0 mr u 500,0 mr.

BcnoMmorarenbHble  BeliecTBa: Le/UI0I03a  MuUKpokpuctaumyeckas PH 102, kpaxwman

KyKYpY3HbIli, COpOMHOBasI KMUCIIOTa, cCOpOUTaHa Ojear, KPeMHHUsI JTUOKCH/I KOJIJIOUIHBIM, Maruus
cTeapar, TajbK, KpockapMesuio3a HaTpus, noBuaoH K-30, creapuHoBas KHCIOTA.

CocTaB IJICHOYHOH 000JIOYKH: THIIpOMEIIIO3a, TUTaHa JUOKCUM, MPOIMUJIICHTIIMKOJIb, KPACUTCIIb

XUHOJIMHOBBIN KEJTHIN, apOMaTU3aTOP BaHUIIbHBIN.

Onucanue

Tabnerku 250 MT: KeNThIe, MOKPHITHIE MICHOYHOM O00O0JIOYKOW TabNETKH, OBAIBHOM (OPMEI.
LIBeT TabaeTOK HA U3JIOME - OCIIBIH.

Tabnerku 500 Mr: >KeNnThIe, TOKPBITHIE TJICHOYHONW O0O0JIOUKOM TaOJIETKH, OBATBHON (HOPMBI, C

PHUCKOI ¢ 0HOM cTOpOHEI. [[BeT TabmeToK Ha U3JIOME - OEJIBIA.

dapmakoTepaneBTHYeCKasi TPynna: aHTHUOAKTepUAIbHBIE CPEICTBA CUCTEMHOTO NEHCTBHUSA;

MAaKpOJUJbl, TMHKO3aMHHEBI U CTPCITOIPAMHHBI; MaKPOJIUABI.

Koa ATX: JO1FA09

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

KnaputpoMuninH sBisieTcs NOMYCHHTETHYECKUM aHTHOMOTUKOM TIpYyNIbl MakKpOJHUJOB MU
OKa3bIBaeT aHTHOAKTepHallbHOE JeiicTBHe, B3amMmojaeictBys ¢ S50S  pubocomanbHOM
cyObeauHuIIeH 1 oIaBiIsist cuHTe3 Oenka OakTepuil, 4yBCTBUTEIBHBIX K HEMY.

KiapuTpoMHIIMH POJEMOHCTPUPOBA BBICOKYKO AaKTHBHOCTH IN VIO B OTHOIICHUH Kak
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CTaHOJApPTHBIX J'Ia60paT0pHBIX mTamMMOB 63KTFTWWT TaK U RHTIPTIPF"-THY A% IbHBIX B _XOQJE

KJIMHUYECKOW MPAKTUKU. [IpOSIBIIIET BBICOKYIO aKTUBHOCTh B OTHOIIEHHH MHOTHX a3pOOHBIX H
aHAPOOHBIX TPAMIIOJIOKUTEIIBHBIX M TPAMOTPHUIIATEIBHBIX MHUKPOOPTaHU3MOB. MUHHMMAaJIbHbIC
nofasisone KoHneHtpauuun (MIIK) kmaputpomuuuHa Juis OONBIIMHCTBA BO30YyIUTENEH
MmenbIe, uem MIIK sputpomuninaa B cpeHeM Ha oJ1HO logz pa3BeneHue.

Knaputpomumus in vitro BeicokoaktuBeH B otHomeHuu Legionella pneumophila, Mycoplasma
pneumoniae. Oxka3biBaeT OakTepuiuaHoe neiictBue B otHomienuu Helicobacter pylori, nannas
AKTUBHOCTH KJIAPUTPOMHUIIMHA BBIIIIE PH HEHTPaIbHOM pH, YeM npu KUCIIOM.

Kpome Toro, manubie in Vitro u in Vivo yka3pIBalOT Ha TO, YTO KIAPUTPOMHUIIMH ICHCTBYET Ha
KJIMHMYCCKH 3HAYMMBbIe BHABI MUKoOakTepuii Enterobacteriaceae u Pseudomonas spp., Taxxke
Kak W Ha Jpyrue, He (EepMEHTUPYIOIIME JIAKTO3y TIpaMOTpHUIATEIbHbIE OaKTepHH,
HEUYBCTBUTEJIBHBIC K KIIAPUTPOMHUIIUHY.

AKTHBHOCTh KJIAQPUTPOMHIIMHA B OTHOIICHUHM OOJIBIIMHCTBA IITAMMOB IEPCUYMCICHHBIX HUXKE
MHKpPOOPIaHU3MOB JI0Ka3aHa Kak in Vitro, Tak U B KJIMHUYECKOH MpaKTHUKE TPHU 3a00JCBaHUSIX,
NEPEYHCIICHHBIX B pa3zene «Iloka3aHus K MpUMEHEHHIOY.

AE)DOGHBIG I'paMIIOJIOKHUTCIIbHBIC MUKPOOPIraHU3Mbl

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

AE)DOGHBIG I'paMOTPUIIATCIIBHBIC MUKPOOPIaHU3MBbI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae

Legionella pneumophila

Jlpyrue MUKPOOPTaHU3MBbI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Muxkobakrepuu

Mycobacterium leprae
Mycobacterium kansasii
Mycobacterium chelonae

Mycobacterium fortuitum



C.C'_.TE-ETETE- ET SKCNEPTHOMY IIT'—-ET:
ot 07.11.2024 M2 24563
(MOCNEOODBATENBHOC T 0005]

Mycobacterium avium complex (MAC) - ko
Mycobacterium intracellulare.

HpOI[yKI_II/I}I 66Ta-HaKTaMaSBI HC OKa3bIBACT BJIMAHHA HaA AKTHBHOCTb KIAPUTPOMHUIIMHA.
BbonbmmHCTBO IITAMMOB CTa(bI/I.HOKOKKOB, PE3UCTCHTHBIX K MCTUIUIIJIMHY H OKCalUJIJINHY,
00J1a71a10T YCTOMYNBOCTHIO M K KJIAPUTPOMUIIUHY .

Helicobacter pylori

YysctButenbHocTh H. pylori k ximaputpoMuiMHy wu3y4aigack Ha wu3onsrax H. pylori,
BbIIeTICHHBIX OT 104 manuWeHToB, A0 Hayala Tepamuu mpernaparoM. Y 4 TaIlUeHTOB ObUIn
BBIJICJICHBI PE3UCTEHTHBIC K KITAPUTPOMHUIIUHY mTaMMbl H. pylori, y 2-X - mraMmmbl ¢ yMepeHHOH
PE3UCTEHTHOCTBIO, Y OCTaNbHBIX 98 manueHToB u30saThl H. Pylori ObUTH YyBCTBUTEIBHBI K
KIIAPUTPOMHUILIUHY.

Knaputpomunva okasbiBaeT neiictBue iN VIO u B OTHOIICHHHM OOJIBIIMHCTBA IITAMMOB
CIIEIYIOIIMX MHKPOOPTaHU3MOB (OJHAKO Oe30macHOCTh M 3()PEKTUBHOCTH HCMOJIB30BAHUS
KJIQpUTPOMUIIMHA B  KIMHUYECKOW  TMpPaKTHMKE HE  MOATBEPXkACHA  KIMHUYECKUMU
UCCJIEIOBAHUSIMU, U TPAKTHUECKOE 3HAYEHHUE OCTAETCS HESICHBIM):

AE)DOGHBIG I'paMIIOJIOKHUTCIIbHBIC MUKPOOPIraHU3Mbl

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

AE)DOGHBIG I'paMOTPUIIATCIIBHBIC MUKPOOPIaHU3MBbI

Bordetella pertussis
Pasteurella multocida

AHaBDO6HBIe T'PaMIIOJIOKHUTCIBHBIC MUKPOOPIraHU3Mbl

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AH33D06HBIC I'paMOTpHUIATCIBbHBIC MUKPOOPTaHN3MbI

Bacteroides melaninogenicus
CrnupoxeTsl

Borrelia burgdorferi
Treponema pallidum

Kamnunobakrepuu

Campilobacter jejuni
OCHOBHBIM MeTa00IUTOM KIIapuTpOMHUIINHA B OpraHu3mMe YEJIOBCKaA SIBJISIETCA

MHUKPOOHOJIOTHIECKH AKTUBHBIN MEeTa0OoJIUT 14-ruIpOKCUKIAPUTPOMULIUH
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(14-OH-xnaputpomunint). MHUKPOOHOIOrHYCCKAS_AKTURHOCTh META0ONATA TAKAS 2K, KK
UCXOJIHOTO COCJMHEHHMS, WK B 1—2 pa3a ciabee B OTHOLICHUH OOJBIIMHCTBA MHKPOOPTaHU3MOB.
Uckmouenue cocrasnsier H. influenzae, B otHomennn koropoit 3dpdexkruBHOCTE MeTabomuTa B
IBa pas3a Bblme. VICXOMHOE COCMUHEHHE W €ro OCHOBHON MeETabOJHMT OKa3bIBAIOT JHOO
aJITITUBHBIN, 1100 cuHepruyeckuii a¢dexr B ornomenun H. influenzae B yciaoBusx in vitro u in
VIVO B 3aBUCHMOCTH OT IITaMMa OaKTepHii.

Tect Ha YYBCTBUTCIBHOCTH

KonuuectBeHHble MeTO/bI, TpeOyromuye U3MEpEeHHUs AMaMeTpa 30HbI MOJABJICHUSI POCTa, JAlOT
Hau0oJiee TOUHbIE OLICHKH YyBCTBUTEIBHOCTH OaKTepHil K aHTUMUKPOOHBIM Ipenaparam. OaHa
U3 PEKOMEHAYEMbIX METOAMK sl ONpPEIENCHHs] YYBCTBUTEIBHOCTH MCIIOJIB3YET JTUCKH,
UMIIPErHUPOBaHHbIE 15 MKr kinapuTpomunuHa (nucko-auddys3nonusii meron Kupou-bayspa);
IPY MHTEPIPETAMH TECTa JAUAMETPhl 30H IMOAABICHHUS POCTAa KOPPEIUPYIOT CO 3HAUYCHUSMHU
MIIK knaputpomunuHa. 3Hauenust MIIK onpenenstorcst MeToioM pa3BefieHus B OyJIbOHE WM B
arape.

IIpn ucnonp30BaHMM 3TUX METOJUK OTYET M3 JIAOOPATOPUU O TOM, YTO WITaMM SIBISETCA
«YyBCTBUTEIIHBIM», yKa3blBa€T HAa TO, YTO BO30YyIHUTENb HMH(EKIUH, BEPOSTHO, OTBETUT Ha
neyeHne. OTBET «PE3UCTEHTHBIN» YKa3bIBAET Ha TO, YTO BO30YANUTEINb, BO3SMOXKHO, HE OTBETHT Ha
neueHre. OTBET «IPOMEXKYTOUYHAsl 4yBCTBUTEIBHOCTB» IMPEAINOJIAraeT, 4To TepaneBTHUECKHM
adext mpemapara MOXKET OBITh HEOJHO3HAYECH WM MHKPOOPTAaHM3M MOJKET OKa3aThCs
YyBCTBUTEIbHBIM IIPH HCIOJB30BaHUU Oosiee BBICOKMX 103 mpemnapata. (IIpomexyrounas

YYBCTBUTEJIBHOCTh TAK)KE HA3bIBAECTCSA «YMEPEHHON UyBCTBUTEIBHOCTBHION).

DapmakoKkunemuxa

AOGcopbuus

[Ipemapat 5erko u OBICTPO BCACHIBAETCS B IKEIyJIOYHO-KUIIIEUHOM TpakTe. AOCOMIOTHAS
O6uogocTynHocTh coctapisier okoiio 50 %. Ilpu MHOrokpaTHoM mpHeme [03bl TMpernapara
KyMYJISILIMU TPAaKTUYECKU HE 0OHApy»KEeHO, U XapakTep MeTaboiu3Ma B OpraHM3Me 4ejoBeKa He
u3MmeHsics. IlpueM mnMIM  HENOCPEACTBEHHO INEpe] IPUEMOM IIpernapara  yBeIu4HUBall
OMOIOCTYITHOCTh TIpernapara B cpeHeM Ha 25 %. B menom, 3To MoBbIIEHUE HE3HAYUTETHHO U
JTOJKHO HMETh HeOONbIIYI0 KIMHUYECKYI0 3HAYUMOCTh IMPU PEKOMEHAYEMBIX peKuMax
n03upoBaHus. TakuM 00pa3oM, KIAPUTPOMHUIIMH MOKET MPUMEHSITHCS HE3aBHUCHUMO OT IMpHeMa
IINIIN.

Pacnpenencuue, 6HOTDaHCd)ODMaUI/I}I U 3JIMMHHAIUA

In vitro

Hccnenosanus in Vitro mokasaiu, 4To KJIAPUTPOMHUIIMH CBSI3BIBACTCS ¢ OENKaMH IJIa3Mbl KPOBU
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Ha 70 % B xoHueHTparuu ot 0,45 10 4,5 MKr/Mullpu KOHIEHTPALAL MKT/MIL CRI3BIRAHUE
cHmxkaercs 110 41 %, BeposSITHO, B pe3ysbTaTe HACHIIIEHUS MECT CBSI3bIBaHUSA. DTO HaOIoAaeTcs
TOJIBKO IIPU KOHLIEHTPALUAX, MHOTOKPAaTHO ITPEBBILIAIOIINX TEPAIEBTUUYECKYIO.

In vivo

Hccnenosanus in ViVO Ha XKHBOTHBIX MMOKA3aJid, YTO KJIAPUTPOMHUIIMH MPUCYTCTBYET BO BCEX
TKaHSIX, 38 UCKIIOYCHHEM IIEHTPaIbHOW HEPBHOM CHUCTEMBI, B KOHIIEHTPALIUAX, B HECKOJIBKO pa3
IpeBbIIAIOMKX TIa3MeHHble. HaumbGonee Bbicokume KoHueHTpanuu (B 10-20 pa3 Beime
IUTa3MEHHBIX ) OOHAPYKUBAIKCH B IIEYCHU U JIETKHX.

3/10pOBBIE TOOPOBOIBIIEI

IIpr Ha3zHaueHuw kIapuTpomMunuHa B go3¢ 250 Mr 2 pa3a B cyTkH paBHOBeCHas Cmax
kinaputpomuninia U 14-OH-knapurpomuuyHa B IIa3Me€ JOCTUTalachk uepe3 2-3 1HSA U
coctaBisiia 1| Mxr/mit 1 0,6 MKI/MJI COOTBETCTBEHHO. T1/2 KIIapUTPOMHUIIMHA M €r0 OCHOBHOTO
MerabonauTa coctaBuil 3—4 dYaca M 5—-0 4YacoB COOTBETCTBEHHO. Ilpu HazHaueHUH
KiaputpomMunmHa B go3e 500 Mr 2 paza B CyTKM Cmax KIQpUTPOMHUIIMHA U
14-OH-xnapuTpoMUIIMHA B TUIa3Me JOCTUTANACh mociie mpuema 5 ao3sl. [locnme mpuema 5 u 7
n03bl, Cmax KimaputpomunuHa u 14-OH-knapurpoMuuyHa B IUIa3ME€ COCTaBMJIAa B CPEIHEM
2,7-2,9 mxr/mn u 0,88—0,83 MKT/MJI COOTBETCTBEHHO. 11/2 KIIAPUTPOMUIIMHA M €r0 OCHOBHOTO
MeTabonuta coctaBun  4,5-4,8 wvaca wm  6,9-8,7 waca cooTBeTCTBEHHO.  Cmax
14-OH-knaputpoMulIMHa HE YBEJIMYMBAJIACh MPOMOPLHMOHAIBHO J03€ KIApUTPOMHULIMHA, B TO
BpeMsi Kak MEpUOJ| MOJYBBIBEJCHUS KaK KIAPUTPOMHULIMHA, TaK U €ro TUJIPOKCUIMPOBAHHOIO
METa0oJINTa KMMeN TEHACHUUIO K YBEIMYCHHIO C TOBBIIICHWEM J03bl. Takas HenuHeiHas
(dapMakOKMHETHKA KJIAPUTPOMHMIIMHA B  COYETaHUM C  yMEHbIIEHHEM 00pa3oBaHUs
14-ruapokcunrpoBaHHbIX U N-IE€METHINPOBAHHBIX MPOIYKTOB MPU BBHICOKMX J03aX yKa3bIBaeT
HA HEeJTMHEWHBIN MeTa00IM3M KIAPUTPOMUIIMHA, KOTOPBIA CTAHOBUTCS 0OJiee BBHIPAKEHHBIM TPU
BBICOKMX fo03ax. lloukamu BbeIBOAMTCS oOKoio 37,9 % mociie MepopalbHOrO MpUeMa
KkyapuTpoMuniiHa B fo3e 250 mr u 46,0 % nocne npuema knaputpoMunuHa B goze 1200 wr;
KHUIIIEYHUKOM BBIBOAUTCS okoyio 40,2 % u 29,1 % (BKIouYas UCHBITYEMOTO JIUIIb C OJHOU
npo6oii kana, conepxkaiueit 14,1 %) cOOTBETCTBEHHO.

DdapMakoKMHETHKA V HAIIUEHTOB

Knaputpomuniia 1 ero merabonut 14-OH-knapuTpoMuiinH OBICTPO TPOHHUKAIOT B TKAHU H
KUAKOCTU OpraHusma. MMeroTcs orpaHuyYeHHbIE NaHHBIE, CBHUJAETEIbCTBYIOIIME O TOM, YTO
KOHIIEHTpAIUsl KIAPUTPOMHUIIHA B 1EPEOPOCTUHAIBHON KUAKOCTU MPHU MEPOPATHLHOM TIpUEMe
HE3HAuMuTeNbHA (T.€. TONBKO 1-2% OT KOHIIEHTPAllMM B CBIBOPOTKE KPOBHU IMPU HOPMAIbHOU
MIPOHMIIAEMOCTH TemarodHiedanmnueckoro Oapbepa). KoHIeHTpanuss B TKaHAX OOBIYHO B

HECKOJIBKO pa3 BBIIIC, YEM B CBIBOPOTKE KPOBHU.
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B Ta6J'II/II_[e IIPUBCACHBI IIPUMEPBI TKAHEBBIX U CHIBOPOTOYHBIX-KOHLCHTPALW.

Konnenrpanuu (250 mr kaxapie 12 gacoB)

Bug tkanu TxaHeBbIe (MKI/T) ChIBOPOTOYHBIE (MKT/MIT)
MuHTaInHEL 1,6 0,8
Jlerkue 8,8 1,7

IleyenouyHas HEJOCTATOYHOCTh

Y mnamueHTOB €O CpeaHEH M THKEIOW CTENEeHBbI0 HapylieHus QYHKIUA TICYeHH, HO C
COXpaHEHHOHN (PyHKLMEN MOoYeK KOPPEKIUs 103bl KJIapUTPOMHULIMHA He TpeOyercs. PaBHoBecHas
KOHIICHTpalUs B IUIa3M€ KPOBU M CUCTEMHBIN KJIMPEHC KIAPUTPOMUILMHA HE OTIMNYAIOTCA Yy
IIaIMECHTOB I[aHHOfI TpyHIibL n 3A0POBBIX IIaIuEeHTOB. PaBHoBecHas KOHIICHTpalu-d
14-OH-knaputpoMulIMHA y JIIOJIEH ¢ HAPYUICHUSIMH (DYHKIIMM TEYEHU HIDKE, YEM Y 3/I0POBBIX.

IToueunast He1OCTATOYHOCTD

[Tpn HapynieHnn QYHKIMU TMOYeK yBeIHMUMBAIOTCS Cmax ¥ MUHHMaibHas KOHLIEHTpAus (Cmin)
KIIapUTpOMUIIHA B Jia3sme KpOBH, nepuon IMOJIYBBIBCICHU A, IJiomanab o
(bapMaKOKMHETHYECKON KpHBOW «KOHIeHTpanus — BpeMs» (AUC) kimapuTpoMUIIMHA W €ro
merabonmuta 14-OH-kmaputpomurimna. KoHcTaHTa »IMMUHAMA W BBIBEICHUE IMOYKAMH
YMCHBIIAKOTCA. Crenenp U3MEHEHUH 3JTHUX nmapamMCeTpoB 3aBUCUT OT CTCIICHU HapYyHIICHUA
(GYHKINU TOYEK.

JINIta MoKMUJIOro Bo3pacTa

VY ManueHToB MOXXKWIJIOTO BO3pacTa KOHIEHTpAalMs KIAPUTPOMHUIIMHA W €ro Meradonmra
14-OH-knapuTpoMHUIIMHa B KPOBU Obla BBIIIE, a BBIBEJCHHE MEAJICHHEE, YeM Yy TpPYIIIbI
MOJIOABIX Jrofie. OMHAKO TOCe KOPPEKIUU C YYETOM TOYEHYHOTO KIUpPEHCa KpeaTHHHHA He
Obt0  OTAMYMK B oOeux rpynmax. Takum  oOpa3oM, OCHOBHOE BIHUSHHE Ha
(bapMaKOKUHETHYIECKHE TTapaMeTPhl KIIAPUTPOMHUIIMHA OKa3bIBaeT (PYHKIIUS TOYCK, a HE BO3PACT.

TTanueHTHl ¢ MUKOOAKTEPUANBLHBIMUA HHDEKLIUSIMU

PaBHOBecHBIE KOHLEHTpauuu KiaapuTpoMuiuHa M 14-OH-knapuTpoMunuHa y HalMEHTOB C
BUY-undexnueit, moaydaBmux KJIApUTPOMHUIIMH B OOBIYHBIX 1103ax (500 Mr 1mBa pa3a B CYTKH),
OBLIM CXOJHBIMU C TAaKOBBIMH Y 3J0POBBIX Jtoel. OHAaKO Mpy MPUMEHEHUH KIapUTPOMUIIMHA
B 0oJiee BBICOKHMX 033X, KOTOPbIE MOTYT MOTPEOOBAThCA JUISl JICYCHUST MUKOOAKTEpPHAIbHBIX
UHQEKIM, KOHIEHTPALUU aHTUOMOTHKA MOTYT 3HAUUTENIBHO TMPEBHINIATh OOBIYHBIE. Y
nanenToB ¢ BUY-undexnuei, nmpuHuMaBmux kiaputpoMunmH B go3e 1000 mr/cyt wim
2000 mr/cyT B aBa mpuema, paBHOBECHBbIC 3HAUCHHUS Cmax OOBIYHO COCTaBIISLIA 2—4 MKI/MI U
5-10 wmkr/mn cooTrBercTBeHHO. [Ipu mnpuMeHeHMHM mpenapata B 0Oojee BBICOKHX J103aX

OTMCHAJIOCh YIJIMHCHUC IICpHOAa IMOJYBBIBCACHUA I10 CPABHCHUIO C TAaKOBBIM Yy 3IJO0POBBIX
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JIIOI[GI‘/’I, IMOJIy4aBIIHUX KJIAPUTPOMHIVH B OOBIYHEIX J03aX [oBpmiIenue. . KOHIEHTPAIIUU B TIIA3Me

U yJUIMHEHHUE Iepuoja MOTyBbIBEACHHs MPU MPUMEHEHUH KJIApUTPOMUIIMHA B O0Jiee BBICOKUX
J103axX CBSI3aHO C HEIMHEHHON (apMaKOKMHETUKOM Mpemnapara.

KOM6I/IHI/IDOBaHHOG JCYCHHUE C OMEMIPA30JIOM

Knaputpomunua mo 500 mr 3 paza B CyTKM B KOMOMHAIIMK ¢ OMENPa3oyioM B 03¢ 40 Mr/cyTku
criocooctByeT yBenmuueHuto Ti2 u AUCo24 omenpaszona. Y Bcex MalMEHTOB, MOTYYaBIIUX
KOMOMHHPOBAHHYIO TEpaNuio, B CPABHEHUHU C IMONYYaBIIMMU OJWH OMEMPa3oJi, HAOI01aI0Ch
noseimenue Ha 89 % AUCo-24 1 Ha 34 % Ti2 omenpasona. ¥V knapurpoMuiiiia Cmax, Cmin U
AUCo.g yBemnumBaauch, coorBeTcTBeHHO, Ha 10 %, 27 % u 15 % mo cpaBHEHHIO C JaHHBIMH,
KOrJa MPHUMEHSUICS TOJIbKO KIApUTPOMMIMH 0e3 omemnpasona. B paBHOBECHOM COCTOSIHUU
KOHI[EHTPAIlUU KIAPUTPOMHUIIMHA B CIM3HUCTOM JKeTmyJKa uepe3 6 4 Imocie mpuema B TpyIIe,
MOJTy4YaBIIeil KOMOMHAINIO, B 25 pa3 MPEBOCXOAUIU TAKOBBIC 1O CPABHEHUIO C MOITYYaBIIUMU
OJIMH KJIApUTPOMUIIMH. KOHIIEHTpallu KIAPUTPOMUIIMHA B TKAHSIX XKeNyJaKa 4depe3 6 4 mocie
npreMa o0oMX MpenapaToB B 2 pasza MPEBbIIATU JaHHbIE, MMOJyYCHHbIE B TPYIINE MalUEHTOB,
MOJTy4aBIIUX OJUH KJIAPUTPOMMIIMH.

Iloxka3zaHus K NIPUMEHEHHIO

NHudexnmonHo-BocnanuTeIbHbIe 3a00JIeBaHUS, BBI3BaHHBIC 9yBCTBUTEIbHBIMU K
KJIAPUTPOMHUIIMHY MUKPOOPTaHU3MaMHU Yy B3pOCIIbIX U AeTel crapuie 12 jer:

*  WH(EKIUN HWKHUX JBIXaTeIbHBIX MyTeH (Takue Kak OpPOHXUT, THEBMOHUS );

*  WHQEKIUU BEPXHUX IbIXaTeIbHBIX MyTel (Takue Kak (hapuHTUT, CHHYCHT);

*  WHQEKIUU KOXH U MATKUX TKaHeW (Takue Kak (OJUTHKYIUT, BOCHAJICHHE IOJAKOKHOM
KJIETYaTKH, POXKa);

* MCCEMUHUPOBAHHbIE WU  JIOKAJIM30BaHHBbIE  MHKOOAKTepualbHble  HH(EKIUH,
BbI3BaHHBIC Mycobacterium avium u Mycobacterium intracellulare; nokanu3zoBanHbIC
uHdekuuy, Bb3BaHHbe Mycobacterium chelonae, Mycobacterium fortuitum wu
Mycobacterium kansasii;

* mpodWIaKTHKA  pacupocTpaHeHUss  WHGEKIUH,  OO0YCIOBJICHHOM  KOMIUIEKCOM
Mycobacterium avium (MAC), BUY-uHuIMpOBaHHBIM MAI[MEHTaM C COICpKaHHEM
mumdorutos CD4 (T-xenmepHsix mumdorutos) He 6oee 100 B 1 M,

e opaaukaius H. pylori 1 CHUXEHHE YacTOThl PEUUIMBOB S3BbI JABEHAILATUIIEPCTHOM
KUIIKY;

*  OJOHTOTCHHBIC HH(EKITUH.

IIporuBonokasanus
e JloBbllleHHass YyBCTBUTENBHOCTh K KIAPUTPOMUILIMHY, MAakKpoJuAaM U JIpPYTHUM

KOMITOHEHTaM TIpernapara.
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*  OIHOBPEMEHHBIA MPUEM KIAPUTPOMHI]
nu3anpua, numMosua, TepdenamuH (cM. pazaen «B3aumopneiicTBue C  Ipyrumu
JICKapCTBEHHBIMU CPEICTBAMM).

*  OHOHOBpPEeMEHHBII  TpUeM  KJIAPUTPOMHUIIMHA C  JOMHTanmuaoM (CM.  pasfen
«BzaumopelicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY ).

e OnHOBpEeMEHHBIN MpHEM KIApPUTPOMHUIIMHA C aJKaJIOMJaMH CIOPBIHBU, HaIlpHUMep,
OProTaMuH, JUTHAPOIProTamMuH (cM. pasgen «BzaumopeiicTBue ¢ JIpYyrUMHU
JICKapCTBEHHBIMU CPEICTBAMMY).

* OnHOBpPEMEHHBIN MpUEM KIAPUTPOMUIIMHA C MHUAA30JaMOM Uil TEpOpaTbHOTO
npuMeHeHus (cM. pasaen «B3auMmozaeicTBre ¢ APyruMU JIEKapCTBEHHBIMU CPEICTBAMUY ).

* OpnHOBpeMeHHBIH mpueM KiapuTpomunmHa ¢ wuHruOutopamu ['MI-KoA-penykrassi
(craTuHAMU), KOTOpHIE B 3HAYMTEIHHOW CTEMEHU METa0OIU3HPYIOTCS H30(PEPMEHTOM
CYP3A4 (noBacTaTWH WM CUMBACTaTHH), B CBSI3U C IOBBIIICHUEM PHCKA MHOIATHUH,
BKJItouasi padgomuonu3 (cM. pazaen «BzammopelicTBue ¢ APYrUMHU JI€KapCTBEHHBIMHU
CpEICTBaMM).

* OnmHOBpPEeMEHHBII  TpUEeM  KJIAPUTPOMHUIIMHA C  KOJIXHIHMHOM  (CM.  pasuen
«B3anmMopeiicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMH CPEICTBAMI ).

e OnHOBpPEMEHHBIN MpUEM KJIapUTPOMUIIMHA C TUKArPEIOPOM UITU PAHOJIA3HHOM.

* VYmmaenne wuHTepBasa QT B aHamHe3e (BpPOXKIECHHOE WM TPHOOPETECHHOE
3aperucTpupoBaHHOe yuinHeHne naTepsana QT) umu kemymodukoBasi apuTMUs, BKITIOUYast
KEITYAOUKOBYIO TAaXUKAPAUIO WM SKEIMyIOYKOBAas TaXWKapAus TUMA «IUPYIT». (CM.
pazzmensl «OcoOble ykazaHusi» U «B3aumopeiicTBue ¢ Apyrumu JieKapCTBEHHBIMU
CpEICTBaMM).

e  KrnapuTpoMuiuH He cleAyeT TMPUMEHSATh Yy TMalUeHTOB C  AJIEKTPOJHUTHBIMH
HapyHIeHUSIMH (TUITOKAJIHMEMHUEH WM THIOMarHMeMHel) B CBSI3U C PUCKOM YJTMHEHUS
unrepnana QT.

e Tsokenas meyeHouHass HEAOCTATOYHOCTh, MPOTEKAIOLAs OJHOBPEMEHHO C IMOYEYHOM
HEJI0OCTAaTOYHOCTHIO.

* Xonecratuyeckas JKENTyXa/TeMaTUT B aHaMHE3€, pPa3BUBIIKECS MPH MPUMEHECHHUH
KJIApUTpOMHUIIHHA (CM. pa3aen «OcoOble yKa3aHusm ).

o Tlopdupwus.

e [lepuon rpyHOr0 BCKapMJIMBAHMUS.

*  Bo3spact 10 12 net (3¢heKTUBHOCT U O€30MaCHOCTh HE YCTAHOBIICHBI).

C 0CTOPOXKHOCTBIO
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e [IlouyeyHast HEAOCTATOYHOCTh CPEAHEN U

e [ledyeHouHast HEAOCTATOYHOCTh CPEHEN U TSKEIOM CTENECHH.

e OHIHOBpPEMEHHBI TIpHEM KJIAPUTPOMHUIIMHA C OEH30AMa3eNUHAMH, TaKUMH Kak
aNmpasoyiaM, TpHa3ojaM, MHUJA30JIaM Ui BHYTPHUBEHHOTO TMPHUMEHEHUS WM IS
HAHECEHMs] Ha CIU3UCTYI0 000104ky pra (cM. «BsaumoneiictBue ¢ JIpyrumu
JIEKapCTBEHHBIMU CPEACTBAMMY).

e OHIHOBpPEMEHHBIN MPHUEM C MpenaparaMu, KOTOpble METabOIH3UPYIOTCS H30(PEPMEHTOM
CYP3A, mHampumep, KapOaMa3zenmuH, IWIOCTAa30J], [HUKJIOCIOPUH, TU30MUPAMU]I,
METHIIITPEHU30JIOH, OMENPa30Jl, HEMpsIMble aHTHKOAryJSHTHI (Hampumep, BapdapuH),
XuHUOUH, pudadytuH, cuageHadus, TaKpOIUMYC, BHHONAcTHH (CM.  paszen
«B3anmMopeiicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMH CPEICTBAMM ).

* OpnHOBpeMEHHBI TpHUeM C Mpemaparamu, HHAynupyoummu uzodpepmernt CYP3A4,
Hampumep, pudaMnuiuH, QEHUTOUH, KapbamaszenuH, ¢eHobapoburan, 3BepoOoii
OpOABIPSABICHHBIN (CcM. pasznen «BzaumopelicTBue ¢ JIpPYrUMHU JI€KapCTBEHHBIMU
CpEICTBaMM).

e OJIHOBpPEMEHHBI TpHEM KIAPUTPOMHUIIMHA CO CTaTHHAMH, HE 3aBHCSIIAMH OT
metabomm3ma u3odpepmenta CYP3A  (mampumep, ¢dayBactatuH) (CM. pazaen
«BzaumopeiicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY ).

e  OnHOBpeMEHHBIN MpueM ¢ 0J0KaTOpaMH «MEAJIEHHBIX» KaJIbLIUEBbIX KaHAJIOB, KOTOpHIE
meTtabommsupytorcs uzopepmentom CYP3A4 (manpumep, BepamaMui, amIIOJWIIHH,
JIAJITHA3EM).

e OnHOBpPEMEHHBIN TMpHeM KIApUTPOMHULIMHA C TEepOpaIbHBIMU AHTHUKOATYJISTHTaAMH
MPSIMOTO JIEHCTBHSI, TAKUMH KakK JaOWTaTpaH, puBapokcabaH, anmukcabaH, 0COOECHHO Yy
MAIMEHTOB C BEICOKUM PHCKOM Pa3BUTHS KPOBOTCUCHHIA.

e Tlammentsl ¢ wmemudeckoir Oonesnpto cepana (MBC), Tsokenmoit  cepaeuyHoOi
HEJOCTAaTOYHOCThIO, HApPYIICHUSAMHU MPOBOAMMOCTH WM KJIMHUYECKH 3HAYUMOMN
Opangukapauei, a TakKe MalUeHThl, OJJHOBPEMEHHO MPUHUMAIOIINE aHTHAPUTMUYECKUE
npemapatsl [A kiacca (xunuaus, npokanHamun) u 111 kmacca (moderunua, aMuomapoH,
COTaJso).

* bepeMeHHOCTb.

I[IpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

bepemennocmo

be3omacHOCTh TmpUMEHEHUs KIAPUTPOMUIIMHA TIpH OEPEeMEHHOCTH HE  YCTaHOBIICHA.
OcHOBBIBasACh Ha PaA3IUYHBIX pPE3yJbTaTaX, MOJIYYEHHBIX B HMCCIEAOBAHUAX HA KUBOTHBIX, a

TAaKXXE Ha OIIBITC NMPUMCHCHUSA Y .]'IIOI[CI\/'I, HEJIB35 HCKJIIIOUYHUTH BO3MOXHOCTH H66J'IaFOHpI/I$ITHOFO
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BO3JICHCTBUS Ha »MOpuoderanbHoe pa3BuTHe L _Hekorophie HAOIOIATEIRHBIC UCCICIORAHUS
OIlCHUBAaOIIKME Bo3jeicTBUEe KiapuTpomuimHa B [ u Il TpumecTtpax OepeMEHHOCTH, BBISBHIIH
NOBBIIEHHBIA ~ PUCK  CaMOINPOW3BOJBHOIO abopTa MO CpPaBHEHHIO C  OTCYTCTBHEM
AHTUOMOTUKOTEpANIUU WM TPUMEHEHHEM JPYI'MX aHTHOMOTMKOB B AaHAJOTHYHBIE CPOKH
O0epemenHocTd. HMeromuecs SNHUIEMUOIOTUYECKHE HCCIEOBAaHUS  pPUCKAa  CEpPhE3HBIX
BPOKJACHHBIX IMOPOKOB PAa3BUTHUS MPU MPUMEHEHUU MaKpOJIUAOB, BKIIOYas KIApPUTPOMUIIUH, BO
BpeMsi OCpEeMEHHOCTH JEMOHCTPUPYIOT TPOTUBOpPEUMBBIE  pe3ynbTarbl. [IpuMeHeHue
KJIApUTPOMULIMHA TIpU GepeMeHHOCTH (0coOeHHO B I TpumecTpe) BO3MOKHO TOJBKO B Cliyyae,
KOI'Jla OTCYTCTBYET ajJbTepHATUBHAs Teparnus, a MOTEHIMAIbHAS 110J1b3a JAJI1 MaTepH MPEBbIIIAET
MOTEHLUAIBHBIA PUCK TS TIOAA.

I'pyonoe sckapmausanue

KnapuTpoMHLIMH BBIAENISETCS € TPYAHBIM MOJIOKOM B HEOOJIBIINX KOJTUYECTBAX.

Bru1o ycTanoBiieHo, 4TO peOEHOK, HAXOSAIIMICS Ha TPYTHOM BCKapMJIMBAHUH, MOXET MOJTyYUTh
okoso 1,7 % oT mMaTepHHCKOMN 03Bl KIAPUTPOMHULIMHA, C MOMPABKOM HA MacCy Tejaa MaTepH.
be3onacHocTh mpuMeHEHHUS KIApUTPOMHUIIMHA JI1 JeTel Ha TPYyIHOM BCKapMJIMBaHWU HE
ycraHoBneHa. [Ipy HeoOXoAMMOCTH MpHeMa B MEPUOJ T'PYIHOTO BCKAPMIIMBAHUS KOPMIICHHUE
IpyZibI0 HEOOXOAUMO MTPEKPATHUTb.

DepmunbHocmo

HccnenoBanusi, MpoBeIeHHbIE HAa KPbICaX, MOKa3ajly OTCYTCTBHE BIUSHUS HA PEPTUIHHOCTD.
Cnoco6 npuMeHeHus U 103b1

BHyTpb, HE3aBHCUMO OT BpEMEHHU IIpHUEMA MTUIIH.

OObIuHasET peKOMEHJOBAaHHAs J103a KJIAPUTPOMHUIIMHA y B3POCIBIX M JeTed crapmie 12 et —
250 mr 2 pasa B CyTKH.

B citydae Gosee Tsprenbix HHPEKIHA 103y yBenuuuBaroT 10 500 mr 2 pa3a B CyTKH.

OO0bI4Has POJIOIHKUTENBHOCTD JICYSHUS COCTABIAET OT 5 10 14 nHei.

HckmroueHne cocTaBisIlOT BHEOOJbHUYHAS MTHEBMOHUS U CHUHYCHUT, KOTOpPbIE TPEOYIOT JICUEHUs
oT 6 1o 14 nuein.

J103b1 JU1s JIeueHHsI MUKOOAKTepHaIbHBIX HH(EKIHA, KpoMe TyOepKyJesa:

[Tpu MukoOakTepuanbHbIX HHYEKIUAX PEeKOMEHI0BaHa j03a kinaputpoMuimHa 500 mr 2 pasa B
cytku. Jleuenme nuccemunupoBaHHBIX MAC wuH(pEKnuid y MNalMeHTOB C CHHAPOMOM
npuobperenHoro nmmynoaedunura (CITIN]) cremxyer mpomomkarh A0 T€X MOP, MOKa UMEETCs
KJIMHUYEeCKass 1 MUKpoOuonorudeckas 3¢p¢GeKTuBHOCTh. KiapuTpoMuIe cieyer Ha3Ha4yaTh B
KOMOWHAIMK C JAPYTUMH aHTUMUKPOOHBIMH IperapaTaMy, aKTHBHBIMH B OTHOILICHHUHU JAHHBIX
BO30ynuTeNnel. JInuTenpbHOCTh JiedeHHs] APYTUX HETyOepKyJe3HbIX MHKOOAaKTepHalbHbBIX

uH(pEKIN yCcTaHaBIMBaEeT Bpay.
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Jst mpodunakTiky nHQEKIUA, BeI3BaHHBIX MAC:

PexoMenmyemas 103a KIApUTPpOMHUIIMHA JJIs1 B3pociibix — S00 mMr 2 pa3za B CyTKH.

[Ipu ogoHTOreHHbIX MH(MEKUHUAX /1032 KIApUTPOMULIMHA cocTaBisieT 250 mr 2 pas3a B CYTKHU B
TEUCHHE 5 THEM.

s spagukanuu Helicobacter pylori:

Y nanMeHTOB ¢ s3BeHHOW Ooine3Hbio, BbI3BaHHOM wmHGpeknuein Helicobacter pylori,
KJIApUTPOMHULIMH MO>XHO HazHayath 1o 500 mr 2 pa3a B CyTKM B KOMOHMHALUU C APYTUMH
AHTUMUKPOOHBIMH TperapaTaMu M HHIHOMTOpaMH MPOTOHHOTO Hacoca B TeueHue 7—14 maHeid, B
COOTBETCTBUU C HAIMOHAIBHBIMU U MEXKIYHAPOJIHBIMH PEKOMEHIAIMSAMHU [0 JICUEHUIO
undexuu Helicobacter pylori.

[TaneHTs! ¢ HapyHIIeHHeM (YHKIUHU TOYEK:

[ManmenTtam ¢ knuperncoM kpearnanHa (KK) menee 30 Mi/MUH Ha3HAYAIOT MOJOBHHY OOBIYHOMA
JI03bI KJIAPUTPOMHILIKHA, T.e. 250 Mr 1 pa3 B CyTKH WM, TIpu 0ojee TKEIbIX WHPEKIUIX, M0
250 mr 2 pasa B CyTKH.

JleyeHne Takux MAIMEHTOB MPOJOJDKAIOT HE Ooiiee 14 mHeH.

[Ipumenenue y nereit muazaue 12 ser:

[IpumeHeHne KIapUTPOMUIIMHA B BUJIE TaOJIETOK y AeTel muiaame 12 jget He u3y4anoch.

ITodouyHOE nelcTBHE

Knaccudukanus moOOYHBIX peakIfii Mo 4acToTe pa3BUTUA (KOJIUYECTBO 3apEruCTPUPOBAHHBIX
CJIy4aeB/KOJIMYECTBO MAI[UCHTOB):

oueHb yacto (> 1/10),

vacro (>1/100, <1/10),

Heuacro (>1/1000, <1/100),

yacToTa HeusBecTHA (MOOOYHBIE 3(P(EKTh M3 ONbITa MOCTPETUCTPALIMOHHOTO IMPUMEHEHHS;
9acTOTa HE MOYKET OBITh OLIEHEHA Ha OCHOBE MMEIOIIMXCS JAHHBIX).

AJiepruyeckue peakiiuu

Yacmo: Cblllb.

Heuacmo: anapunakTouHas peaKiys’, THIEPYyBCTBUTEIBHOCTD, JAEPMATUT OYIUIE3HbIHY, 3y,
KparuBHHUIIA, MaKyJI0-TIaIyJIe3Has ChIb®,

Yacmoma neuzsecmna: aHaQUIAKTUYECKas peaklysi, aHTMOHEBPOTUYECKUH OTEK, CEpbe3HbIE
KOXKHBIE HE)XeJaTelbHble peakinu (HampuMmep, OCTPBIA IeHepaln30BaHHBIN 3K3aHTEMAaTO3HBIH
nycrynes3), cuHapoM CruBeHca-/[DKOHCOHA, TOKCHMYECKMM SNUIEpMajbHBIA  HEKpPOJIN3,

JIEKapCTBEHHAs CHITb ¢ 203UHOGMINEH U cucTeMHol cumnromatukoi (DRESS-cunapom).

Co cTOpOHBI HEPBHOU CUCTEMEI
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Yacmo: roaoBHasa 00J1b, 0€CCOHHMIIA.
Heuacmo: TOTeps CO3HAHMS', JWUCKUHE3HsA!, TONOBOKPY)XGHHE, COHIMBOCTb, TPEMOD,
6ecroKOICTBO, TIOBHIIEHHAs BO30YIUMOCTE .,

Yacmoma HeuszsecmHa: CYNOPOTH, TICHXOTHYECKHE PACCTPOIMCTBA, CIYTaHHOCTh CO3HAHMSI,
JETICPCOHANTN3AIIHS, JIETPECCHs, JAC30PUCHTAINS, TaUTIOIMHALNN, HAPYIICHUS CHOBUICHHMA

(«xomIMapHbIE CHOBUACHUS ), TAPECTE3UsI, MAHHUSI.

Co0 CTOPOHBI KOKHBIX IOKPOBOB

Yacmo: UHTEHCUBHOE IOTOOT/ICIICHHE.
Yacmoma neuzgecmua: akHe.

Co cTOPOHBI MOYEBLLIETUTEILHON CUCTEMBI

Yacmoma neuzsecmua: OY€YHAsI HEAOCTATOYHOCTh, UHTEPCTULUAIBHBIN HEDPUT.

Co cTopoHBbl 0OMEHA BELIESCTB M NUTAHUS

Heuacmo: AHOPCKCHUS, CHUKCHUC allTICTHUTA.

Co CTOPOHEI OIIOPHO-ABUTaTSILHOIO almapara

Hevacmo: MmpiedasIi CHaSMS, KOCTHO-MBIIIICYHAas1 CKOBaHHOCTbl, MI/IaJ'Il"I/ISIZ.

*
Yacmoma Heuzgecmua: I‘)a.6,Z[OMI/IOJII/132 , MUOIIaTH.

Co CTOPOHBI MHUIIEBAPUTECILHON CHUCTEMBI

Yacmo: nyaapest, pBOTA, AUCIENCHS, TOIIHOTA, 60JIb B 00IACTH KHUBOTA.

Heuacmo: »30(arut’, racrposzodareanpHas pedIIFOKCHAs OOJ€3HBZ, TaCTPHT, IPOKTAITHUsZ,
CTOMATHUT, I'TIOCCUT, B3AYTHUC )KI/IBOTa4, 3arop, CyXoCTb BO PTY, OTPBIXKKA, MCTCOPU3M, XOHeCTa34,
renaTuT B T.4U. XOJECTaTUUYECKUI NI FeHaTOI_[eJIJIIOJIHpHLIfI4.

Yacmoma Heuszgecmua: OCTPHIA MAHKPEATHT, U3MEHEHHE IBETa S3bIKA M 3y0OB, IEUCHOUHAS
HEJIOCTATOYHOCTh, XOJECTATHUECKAS JKETYXa.

Co CTOPOHEI JBIXaTeIbHOM CHUCTEMBI

Heuacmo: actmal, HocoBoe KpoBoTeueHue?, TpoM60IMOONHUS TeroYHoi apTepun’,

Co CTOpOHBI OPraHOB YYBCTB

Yacmo: TUCTEB3US.
Heuacmo: BepTuro, HapyIuieHue ciiyxa, 3B0H B yIlIax.
Yacmoma Heuzgecmua: TIyX0Ta, areB3us (MIOTEPSt BKYCOBBIX OIIYIIEHUH ), TAPOCMUsI, aHOCMHUSL.

Co CTOPOHBI CEPJIEUHO-COCYIUCTON CUCTEMEI

Yacmo: Bazomunatanus’,
: 1 1
Heuacmo: ocraHoBka cepaua, GUOpWILISALUS TpeAcepauii, yumHeHue uHTepBaia QT Ha
3NIEKTPOKAPMOTPaMMe, SKCTPACHCTONIHSA L, OlIyIeH e cepAlleOueHHs.
Yacmoma Heusgecmua: KemyJ0YKOBasi TAXUKAP/IHUS, B TOM YHCIIE THITA ITUPYITY, GUOpHILIAIHS

KCITYyJOUYKOB, KPOBOTCUYCHHUC.
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JlaOopaTopHBbIe ITI0Ka3aTeaIn

Yacmo: OTKIOHEHHE B TICUCHOYHOM MPooeE.

eyacmo. ITOBBIIIICHHU HIICHTpAaln THUHHWH ITOBBIIIICHHAU HIICHTpAlUN MOYCBHUHBI,
H OBBIIICHHE KOHIICHTPA Kpea al, TOBBILICHHE KOHICHTpPA oue !

M3MEHEHHE OTHOIIeHHs anbOyMuH — rio6ynun’, neiikonenus, neifrponenus’, so3unodumms?,

TPOMOOIUTEMHS, MTOBBIIIICHHE AKTHBHOCTH: aJlaHMHAMUHOTpaHC(epasb (AJIT),
acmapratammHoTpanchepassl  (ACT), rammarmyrammnrpancdepassl  (ITT),  menounoit
docdarassr’, naxrarneruaporenasst (JII)

Yacmoma  Heussecmua:  arpaHyJOLUTO3, TPOMOOIMTONCHHS, YBEIWYCHHE  3HAUCHHS
MEXIYHApOJAHOTO HOopMaim3oBaHHOTO oTHomeHuss (MHO), ynnuHeHune mTpPOTPOMOMHOBOTO

BpPEMEHH, U3MEHEHHE [[BETa MOYH, [TOBBIILIEHNUE KOHIIEHTPAIMK OninpyOrnHa B KPOBH.

O01me paccTpoiicTBa

Ouenv yvacmo: GnedUT B MecTe UHBEKIUK..

Yacmo: 00IIb B MeCTE I/IH’beKI_[I/II/Il, BOCHAJICHHUEC B MECTC I/IH’beKI_II/II/Il.

Heuacmo: Henomoranue®, rumeprepmums®, acTeHus, OOIb B TPYJHOH KieTke”,

YTOMIAEMOCTB",

03H00%,

MHdekumonHblie U mapasurapHble 3a00J1eBaHUs

Heuacmo: UeLMONUT, KaHIUA03, TaCTPOIHTEPUT?, BTOPUUHbIE HHpEKIMH® (B TOM 4YHCIe

BaruHaJbHBIC).

Yacmoma Heuzsecmua: ICEBIOMEMOPAHO3HBIN KOJIUT, POXKa.

[Ipenmnonaraercs, 4To 4acTOTa, THUI U TAKECTh HEXKEIIATEIIbHBIX PEAKIIUN Y AETEN TakKasl ke, KaKk
Y B3pOCIIBIX.

Tayuenmul ¢ nooasneHHbLIM UMMYHUMEMOM

VY mamuenToB co CIIM/lom u npyrumu uMMyHOEDUIIMTAMH, TTOJYYAOIINX KJIAPUTPOMUIIMH B
0oJiee BBICOKHMX JI03aX B TEUEHHE [UIUTEIHLHOTO BPEMEHH JUIS JICUCHUS MHUKOOAKTEPHAIbHBIX
uH(pEKIMA, 9acTo TPYAHO OTIWYHUTHh HEXenarenbHble 3((eKTsl mMpemapaTa OT CHMITOMOB
BUY-undexuy uim comyTCTBYIONIETO 3a00IeBaHUS.

Haubonee yacTbIMU HexelaTeNbHBIMU SBICHUSAMH Y MAlMEHTOB, IPUHUMABIINUX CYTOUYHYIO O3y
KJIapuTpomMuunHa, paBHyto 1000 mr, ObumM: TOIIHOTA, PBOTA, M3BpAIIEHUE BKyca, OOJb B
ob0nacTu >KHMBOTA, JUapes, ChIllb, METEOPU3M, TOJIOBHAs OO0Jib, 3amop, HapyIICHHE CiyXa,
noBbiieHre akTUBHOCTU ACT u AJIT B kpoBu. Takxke OoTMEUanuCh Ciiydyad HEKeNIaTeIbHbBIX
SBJIEHUN C HU3KOW YacTOTOM BO3HUKHOBEHMS, TaKW€ KakK OJIbIIIKa, OECCOHHHUIIA U CYXOCTh BO
pTYy.

VY manueHToB ¢ MOJaBICHHBIM UMMYHHUTETOM MPOBOIINA OICHKY TaOOPAaTOPHBIX MOKa3aTese,
AHAIM3UPYS WX 3HAYUTENIbHbIE OTKIOHEHUS OT HOPMBI (PE3KOe MOBbIIIEHNE Uiu cHIKeHue). Ha

OCHOBaHUHU JAHHOTO KputTepus y 2-3 % NaIMEeHTOB, MOJyYaBUIMX KIAPUTPOMHUIMH B J103€
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1000 Mr exenHeBHO, OBLIO 3aPErMCTPUPOBAHO 3HAUUTEILHOE MOBRILECHTE AKTUBHOCTI- ACT
AJIT B KpoBH, a TakK€ CHHIKECHUE YHCIIA JIEHKOIIUTOB M TPOMOOIIUTOB. Y HEOOJBIIOTO YHucia
NAIMEeHTOB TakXKe ObUIO 3aperMCTPUPOBAHO TOBBIIICHHE KOHIEHTPAIMU OCTATOYHOIO a30Ta
MOYEBHHBI.

*B HEKOTOpPBIX COOOMICHHSIX O PaOJOMHONN3E KIAPUTPOMHUIIMH TMPUHUMAJICS COBMECTHO C
JPYTHUMH JIEKaPCTBEHHBIMU CPEACTBAMH, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBSI3aHO Pa3BUTHE
pabaomuonu3a (cTaTuHbI, GUOPATHI, KOJIXUIMH WIN aJTIONYPHUHOIN).

! Coobmennss 0 JaHHBIX NMOGOYHBIX PEAKIHUAX OBUIM MOJYYEHBI TOJBKO IIPH MPUMEHEHHH
KJIAPUTPOMHIIMHA B JIEKaPCTBEHHOW (opMme imoduiansar sl MPUTOTOBIEHHS PacTBOpA IS
uHDy3Hil.

2 CooblieHHs. O JaHHBIX MOOOYHBIX PEAKIUAX ObLTH IOMYydYeHBI TOJLKO IIPH IPMMEHEHHH
KJIApUTPOMMIIMHA B JIEKAPCTBEHHOM (hopMe TabJETKH C MPOJOHTUPOBAHHBIM BBHICBOOOXKICHUEM,
HOKPBITHIE TUIEHOYHOH 000JI0YKOM.

3 CooOleHnst 0 JaHHBIX MOOOYHBIX PEAKIUAX ObLTH MOTyYeHBI TONBKO TIPH MPUMEHEHHH
KJIApUTPOMHIIMHA B JICKAPCTBEHHOH (popMe TpaHynbl JUIS MPUTOTOBIEHHS CYCICH3MH IS
npremMa BHYTpb.

4 Coo0mennss 0 JaHHBIX MOOOYHBIX PEAKIUAX OBbLIM MOTy4eHbl TONBLKO HPHU IPHUMEHEHHH

KJIApUTPOMHUIIMHA B JICKAPCTBEHHOUW (pOpME TaOIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKOH.

Ilepeno3upoBka

Cumnmomspi: IipueM OONBIION 03Bl KIAPUTPOMHUIIMHA MOXKET BBI3BATh CHMIITOMBI HAPYIIEHUN
CO CTOPOHBI KEITyI0YHO-KUIIEYHOTO TPAKTa.

Y opHOro mamMeHTa ¢ OWMOJISIPHBIM PACCTPOMCTBOM B aHaAMHE3€ IOCiae mpuemMa 8 T
KJIAPUTPOMHUIIMHA OMUCAaHbl U3MEHEHHS TICUXUYECKOTO COCTOSIHUSA, MMAPaHOUAAIbHOE MOBEICHHE,
THUIIOKAJIMEMHUSA U TUIIOKCEMUA.

Jleuenue: mTpu TeEpedO3UpPOBKE CIEAYeT YIalIuTh HeaOcOpOMpOBAaHHBIM Mpemapar U3
KEITyA0YHO-KUIIIEYHOTO TpakTa (MPOMBIBAHUE KEIyKa, IPUEM aKTUBUPOBAHHOIO YIS U JIp.) U
IMPOBECTHU CUMIITOMATHYCCKYIO TCpaAIlUIO. FGMOI[I/IaJII/IS n HepI/ITOHeaJII:HBII\/'I Aualin3 HE
OKa3bIBAOT CYHICCTBCHHOI'O BJIMAHHA HA KOHICHTPALIUIO KIIAPUTPOMHUIHMHA B CBIBOPOTKE, YTO

XapaKTepHO U I JPYTHUX MpernapaToB IPyNIbl MaKpPOJIUIOB.

B3anmopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CPeACTBAMH

Ilpumenenue Cﬂedwomux npenapamoe _CoO6mMecCmHO C KiadpumpomuyuHom npomueonokKkdasano 6

CBA3U C BOSMOINCHOCHIbIO pA36UMUA CEPLE3HBIX noOOYHbIX S(bd)eKﬂ’ZO&'

Hu3zanpuo, numosuo, mepghenaoun u acmemu3zon
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HpI/I COBMECCTHOM HpI/IMeHeHI/II/I KJ'[apHTpOMI/IH Ha.C III/I’Z?I]T]’“/UTOM IIUMO3U10M TP]’\(%PI—IQT[I/TT—IOM
WM acCTEMH30JIOM COOOIIAIOCh O MOBBIIIEHUH KOHIIEHTPAIMH MOCIEHUX B IJIa3Me KPOBH, YTO
MOJKET MPUBECTH K yUIMHEHWI0 uHTepBana QT ¥ MOSBICHHUIO CEPACYHBIX APUTMUI, BKIIIOYas
KEITYAOUKOBYIO TaXHKAPIUI0, GUOPUILISAIIMIO JKETYTOUKOB U KEITYAOYKOBYIO TaXHKAPIUIO THIIA
«mupy>™ (cM. pazaen «[IpoTuBomokazanus»).

Ankanouowl cnopvinbvu

[TocTperucTpallMoOHHbIE WCCIEAOBAHUS IMOKA3bIBAIOT, YTO TPU COBMECTHOM MNPUMEHEHHUH
KJIAPUTPOMHUIIMHA C SPTOTAMHHOM WJIHM JUTHAPOIPTOTAMHUHOM BO3MOXKHBI cleayroniue 3QGeKThI,
CBSI3aHHBIE C OCTPHIM OTPaBJICHHEM IpernapaTaMd TPYMIbI 3PrOTAMUHOB: COCYJUCTBIA CIa3M,
UIIeMUsT KOHEYHOCTEH M Jpyrux TKaHeH, BKIIoYas IEHTPAIbHYI0 HEPBHYIO CHCTEMY.
OnHOBpeMEHHBI TIPUEM KIApPUTPOMHUIIMHA C ATKAIOUIAMH CIOPBIHBM IMPOTHUBOIMOKAa3aH (CM.
paznen «lIpoTuBomoKa3aHus»).

Muoazonam 01a nepopanvbHo20 npumeHeHus

[Ipu coBMecTHOM NMPUMEHEHHH MHUa30J1aMa U KiapuTpoMulinHa B hopme tadserok (500 mr nBa
pasa B jeHb) oTMedanoch yBennuenne AUC mumaszonama B 7 pas mociie mepopajibHOro mprueMa.
OnHOBpeMEHHBI TIPUEM KIApPUTPOMHUIIMHA C MHUJA30JIAMOM ISl TEPOPATHHOTO TPUMEHEHUS
MPOTUBOMOKa3aH (cM. pazzuen «[IpoTuBonokazanus»).

Hueuoumopvr I'MI-KoA-pedykmaszel (cmamumnot)

OnHOBpeMEHHBIH  MpUeM  KIAPUTPOMHUIIMHA C  JIOBACTATUHOM  WJIM  CHMBAacCTaTUHOM
npoTUBOMNOKa3aH (cM. pazgen «IIpoTHBOIOKa3aHUsS») B CBS3U C TEM, YTO JAaHHBIC CTaTHHBI B
3HAYUTEIbHON cTemeHn Mertabonumsupytorcss uzopepmentom CYP3A4, u coBMmecTHOe
MPUMEHEHHE C KJIApUTPOMUIIMHOM TOBBIIIAET UX CHIBOPOTOYHBIE KOHLIEHTPALIUU, YTO MPUBOJAUT
K TOBBIIICHHIO PUCKA PA3BUTHUS MHOMATHH, BKJIOYas padaomuonu3. Coobuianocs 0 ciydasx
pabmomMuonusa y TAlUEHTOB, MPUHUMABIINX KIAPUTPOMHUIIMH COBMECTHO C JaHHBIMHU
npernapatamu. B ciiydae HE0OXOJUMOCTH MPUMEHEHUS! KIAPUTPOMUIIMHA CIIEITyeT MPEeKPaTUTh
IIpUEM JIOBaCTaTHHA WJIM CUMBACTaTUHA HA BPEeMsl TepaIuH.

Knaputpomuniu crieyer NpUMEHSATh C OCTOPOXHOCTHIO MPU KOMOMHMPOBAHHOW Tepamuu C
IpPYTHMH CTaTMHaMd. B ciydae HEOOXOAMMOCTH COBMECTHOTO TIpHEMa PEKOMEHIyeTCs
MPUHUMATH HAUMEHBIIYIO 03y CTaTHHA. PEKOMEHIyeTCsl MPUMEHSTh CTATHHBI, HE 3aBHUCSIINE OT
merabomu3ma mzodepmernTa CYP3A (manmpumep: dayBactatuH). Creayer KOHTPOJIUPOBATH
pa3BUTHE MPU3HAKOB M CUMIITOMOB MUOIIATHH.

Jomumanuo

OnHOBpEeMEHHBI TpUEM KIAPUTPOMUIIMHA C JIOMHUTAMKIOM TPOTHBOIOKA3aH WU3-3a pPHUCKA
CYLIECTBEHHOTO TMOBBIIIEHUS AKTUBHOCTH TpaHCAMHMHA3 B IUIa3Me KpoBU (CM. paszzen

«IIpoTrBOIIOKa3aHUS» ).
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BiausiHMe IPYIUX JJeKapPCTBEHHbIX MPenapaT(

Kombunayuu, mpebyrowue npumenenuss ¢ 0CmMopo*CHOCMbIO

JlanHple HAOMIONEHWH TOKa3ajdd, YTO COBMECTHOE MPHUMEHEHHE KIAPUTPOMHUIIMHA C
THJIPOKCUXJIOPOXHMHOM y TAIMEHTOB C PEBMATOMIHBIM apTPUTOM CBA3aHO C IOBBIIICHHBIM
PHCKOM  CEPJICYHO-COCYAUCTBIX COOBITMM U  CEPACYHO-COCYIUCTON cMepTHOCcTH. M3-3a
BO3MO)XHOTO AQHAJIOTMYHOTO PHUCKAa NpU MPUMEHEHUU APYTHX MAaKpOJIHIOB B COYETAaHHH C
TUAPOKCUXIJIOPOXUHOM WIIM XJIOPOXHUHOM CJIEYET TIATEIBHO B3BECUTh COOTHOILIECHUE MOJIb3bl U
pUCKa, TMpexXIe 4YeM Ha3HauaTh KIAPUTPOMHUIIMH JIOOBIM TAIMeHTaM, MPUHUMAIOIIIM
TUAPOKCUXIIOPOXUH WIIH XJIOPOXHUH.

[Ipenaparsl, sBastomuecs uHIykropamu wu3odpepmenta CYP3A (manpumep, pudaMiuimvH,
¢enuronH, kapbamasenuH, henodapOuTa, 38epoOOi MPOABIPSIBICHHBIN), MOTYT HHAYLIUPOBAThH
METa0O0IM3M KIApUTPOMULIMHA. DTO MOXKET NMPHUBECTH K CyOTEparneBTUYECKON KOHIIEHTpPAIIUH
KJIApUTPOMUILIMHA, YTO NMPUBOJUT K CHIDKEHHUIO ero 3¢ dexTuBHOCTH. Kpome Toro, Heo6xoanumMo
HaOMoaTh 3a KOHIEeHTpamued uHaykropa u3odepmenta CYP3A B mimasme KpoBH, KOTOpas
MOXXET TOBBICUThCS H3-3a WHTHOMpoBaHus u3opepmenta CYP3A xmaputrpomurimnom. Ilpu
COBMECTHOM TpUMeHeHHH pudadyTuHa H KIAPUTPOMHUIIMHA HAOJIIOAAJIOCh TOBBIIICHHE
IUIa3MEHHOW KOHIIGHTpauuu pupabyTHHa W CHIDKEHHE CHIBOPOTOYHOM KOHILIEHTPAILIUH
KJIAPUTPOMMUIIMHA C TMOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mnpenaparbl 00MaNalOT JOKa3aHHBIM WM MPEANOoJaraéMbIlM BIMSHHEM Ha
KOHIIGHTPALMIO KIAPUTPOMUIIMHA B IJIa3Me KPOBH; B CIlydyae UX COBMECTHOT'O NPUMEHEHHS C
KJIApPUTPOMHULIMHOM MOXXET MOTpPeOOBaThCS KOPPEKLUS 103 MM MEPexoj Ha aJbTepHATUBHOE
JIeYeHue.

Igasupens, nesupanun, pugpamnuyun, pugpadymun u pugpanenmun

CunbHble HMHIYKTOPBI CHUCTeMBbl 1HToXpoma P450, Ttakue kak »3¢aBUpeH3, HEBUPAIUH,
pudpamnuuuH, pupabyTHH U pUGANCHTHH, MOTYT YCKOPATH METa0OIU3M KIApUTPOMHIIMHA U
TakuM OOpa3oM MOHMIKaTh KOHLEHTPALMIO KIAPUTPOMUIIMHA B IJJa3M€ M BMECTE C TEM
MOBBINMIATh KOHIEHTparuioo 14-OH-knmaputpoMuniiHa — MeTa0O0JIUTa, TAKXKE SBIISIOIIETOCS
MHUKPOOHOJIIOTHYECKU AKTUBHBIM. [Tockonbky MHUKpOOHOJIOTHYecKast AKTUBHOCTb
kinapuTpomuiinHa U 14-OH-knapuTpoMuLIiHA OTIMYAETCS B OTHOIICHUH pPa3IMYHBIX OaKTepui,
TepaneBTUYecKuil 3 (HEKT MOXKET CHUKATHCS IPU COBMECTHOM MPUMEHEHUU KJIApUTPOMULIMHA U
WHIYKTOPOB (DEpMEHTOB.

Ompasupun

KonrenTpanus KIapuTpoOMHIIMHA CHIKACTCS TPU UCTIONIb30BAHUH ATPABUPUHA, HO MOBBIIIACTCS
KOHIIEHTpaLHs AKTUBHOTO MeTabonTa 14-OH-knapuTpomMuLIMHA. ITockonbKy

14-OH-knapuTpoMUIIUH 00J1alaeT HHU3KOW AaKTUBHOCTBIO TII0 OTHOIICHHUIO K WHQEKIHIM
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O ) Nney
Mycobacterium avium complex (MAC), moxer \/IPI—IQTR(‘I&THOKIIIJSTE %(TV%RHEE’E\ERHOTIELT:IP;I—TWM rux

BO30OyauTeNne, modtTomy miis gedeHuss MAC crenyer paccMaTpuBaTh aabTepHATUBHOE JICUCHUE.
Daykonaszon

CoBmecTHBIN mTpreM (iaykoHazomna B go3¢ 200 Mr exxeIHEBHO M KJIApUTPOMUIIMHA B 103 500 M
IBa pa3za B JeHb y 21 3m0poBoro A00poBoJiblia MPUBET K YBEJIWYEHHUIO CPEIHEr0 3HAYCHUS
MHHUMAJILHON paBHOBeCHOW KoHIeHTparuu Kiapurpomuiuia (Cmin) 1 AUC Ha 33 % u 18 %,
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpPHUEM 3HAUUTENBHO HE BIUSAI Ha CPEIHIOIO
PaBHOBECHYIO KOHLIEHTpAIMIO akTUBHOro Merabonmuta 14-OH-xmapurpomununa. Koppekius
JI03bI KJIAPUTPOMHUIIMHA B CIIy4ae COMYTCTBYIOIIETO Npuema (uiykoHa3ola He TpedyeTcsl.
Pumonaeup

®apMaKOKMHETUYECKOE HCCIIEOBAHNUE MOKA3aJI0, YTO COBMECTHBIM NPUEM PUTOHABHUpA B J103€
200 Mr kaxkaple BOCEMb 4acoB U KiapuTpoMuuuHa B g03e 500 mr kaxabple 12 yacoB mpuBen K
3aMETHOMY IIOJIaBJICHHI0 MeTa0onu3Ma KiapuTtpoMuimHa. Ilpu coBMecTHOM mpueme
putoHaBupa Cmax KJIapuTpoMULIMHA yBennumiiach Ha 31 %, Cmin yBenuunnace Ha 182 % u AUC
yBenuuminack Ha 77 %. bbulo OoTMeueHO NpakTUYECKH IIOJIHOE MOJaBieHHE O0pa30BaHUS
14-OH-knaputpoMuLIMHA. biaronaps HIUPOKOMY TEPANeBTUYECKOMY JUaIa30Hy
KJIApUTPOMHLIMHA YMEHBIICHUE €0 JO3bl Y MAallMeHTOB C HOPMAJIBHOM MOYeuHO (QyHKIMEH He
TpeOyercs. Y TMalMeHTOB C TOYEYHOH HEIOCTaTOYHOCTBIO I€JIeCO00pa3HO PaccMOTPETh
cienyromue BapuaHThl Koppekiuu mo3el: nmpu KK 30 — 60 mMi/MuH 103a KIapUTPOMHUIIMHA
nokHa ObITh yMeHblleHa Ha 50 %. PutoHaBup He ciemyer COBMECTHO NPUHHMATH C
KJIAPUTPOMMLIMHOM B J103aX, TPEBBIIAIOMUX | I/AEHb.

CxoniHble KOPPEKIMH 103 JOJDKHBI pacCMaTpUBATHCS y MAllMEHTOB CO CHIKEHHOM (yHKuMen
MOYEK, €CJIM PUTOHABHP HCIOJb3YyeTcs Kak (apMaKOKMHETHUECKUN «YCHUJIMTENb» MpuU
NPUMEHEHUH JPYTHMX MHrHOMTOpoB mpoteasbl BMY, Bkitodas ara3aHaBUp U CAaKBHHABHP (CM.
nozpaszen «/IByHanpasieHHOE B3aUMOJEHCTBHUE JIEKAPCTBY).

Helicmeue Knapumpomuyuna Ha opyzue 1eKapcmeeHHbvle npenapamaol

Anmuapummuueckue cpeocmea (XUHUOUH U OUZORUPAMUOD)

B03M0XHO BO3HHMKHOBEHHUE 3>KENyJOYKOBOM TaXWUKapJIMW THUMNA «IUPY3IT» IPU COBMECTHOM
MPUMEHEHUU KJIAPUTPOMHULIMHA U XUHUJIMHA WK Ju3onupamuia. [Ipu oqHOBpeMEHHOM npueme
KJIQpUTPOMUIIMHA C O3TUMH [pernapaTaMH CJeIyeT peryjsipHO MPOBOJUTH KOHTPOJIb
JJIEKTpOKapAMOrpaMMbl  Ha TmpeaMeT yBenuueHuss wuHTepBana QT, a Takxke cruemyer
KOHTPOJIUPOBATh CHIBOPOTOUHBIE KOHIIEHTPAIIUU 3THX MIPEnapaTosB.

[Ipu mocTperucTpallMOHHOM MPUMEHEHUHN COOOIIATOCH O CIIyYasiX Pa3BUTUS TUIIOTIUKEMUU TIPH

COBMECTHOM TIpUe€Me€ KJIapUTPOMHULIMHA M Ju3zonupamujga. HeobxomauMo KOHTpPOIMPOBATH
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KOHIEHTPALMIO TJIIOKO3bl B KPOBH MpPU OJH
JTU30MHpaMu/a.

Ilepopanvnvie cunoznukemuueckue cpeocmea / UHCYIUH

[Ipu coBMECTHOM MPUMEHEHUH KIAPUTPOMHIIMHA U TIEPOPATBHBIX THITOTIIMKEMUYECKHX CPEICTB
(Hampumep, TMPOM3BOJHBIC CYJIb()DOHUIMOYCBUHBI) W/WIM HMHCYJWHA MOXET HaOII0aaThCs
BbIpakeHHasi Tunoriukemus. OIHOBPEMEHHOE NMPUMEHEHHE KIAPUTPOMHUIIMHA C HEKOTOPBIMU
TUIOTJIMKEMUUYECKUMH TIpenapaTaMu (HampuMep, HATerJTUHHI, MUOTJIMTA30H, PEMarivHuA |
POCUTTIUTAa30H) MOKET MPUBECTH K MHTHOMpoBaHuio uzodpepmenta CYP3A KIapUTPpOMHUILITHOM,
B pe3yJIbTaTe YEro MOXKET Pa3BUTHCS TUIOTIUKEeMHUs. PekoMeHayeTcsl TIIATeNbHBI KOHTPOJIb
KOHIEHTPAIUU TIIOKO3bI.

Bzaumooeiicmeus, odycnosnennvie uzogpepmenmom CYP3A

CoBMecCTHBIN MPHEM KJIAPUTPOMUIIMHA, KOTOPBIH, Kak n3BecTHO, HHruoupyer ¢pepmeHT CYP3A,
U TpenapaToB, IEpBUYHO MeTabonmsupymooummxcs uszopepmentom CYP3A, moxer
aCCOLIMMPOBATHCA C B3aMMHBIM IOBBIIICHUEM HX KOHIEHTpPALUi, YTO MOXXET YCHWJIMTh WU
IPOUIUTh KaK TepameBTHYECKHe, Tak U mobOouHblie 3ddextrl. Kmapurpomunun crienyer c
OCTOPOKHOCTBIO MPUMEHATH MAaLMEHTaM, MOJIyYaloIMM TpenapaTsl, BISIOIMecs cyocTpaTaMu
uzopepmenta CYP3A, ocobGeHHO eciau 3TH mpenapaTbl UMEIOT Y3KUH TepaneBTHYECKHM
IWana3oH (Hampumep, KapOaMas3emnuH), W/WIM HWHTEHCUBHO METaOOJU3UPYIOTCS JTHM
depmenTomM. B ciyyae HEOOXOAMMOCTH MOJKHA TMPOBOAUTHCA KOPPEKIMs J03bI Mpernapara,
IPUHUMAEMOT0 BMECTE C KJIAPUTPOMHUIIMHOM. Takxke, M0 BO3MOXHOCTH, JOJDKEH MPOBOIUTHCS
MOHUTOPHHT CBHIBOPOTOYHBIX KOHLIEHTpAIM MpPEernapaToB, MEPBUYHO METAOOIM3UPYIOMIUXCS
nzodepmerntom CYP3A.

MeTtabonu3M Clenyomux MpPenapaToB/KIacCoB OCYIIECTBISETCS TeM K€ H30(pEepPMEHTOM
CYP3A, uro u wMmerabonu3M KIApUTPOMHIIMHA, HANpuUMep, ajmpasoyiaM, KapOaMmasenuH,
[IIJIOCTA30JI, LMKIOCIIOPUH, AM30MUPAMUJ, METWINPEIHU30IOH, MHJIa30jaM, OMEMpa3o,
nepopagbHble aHTUKOATYJSIHTHI (Hampumep, BapdapuH, puBapokcadbaH, armukcabaH), aTUITHYHBIC
AQHTUTICUXOTHYECKUE CpPENCTBa (HalpuMep, KBETHANWH), XUHUIAWH, pudabyTuH, cuiaeHadu,
TaKpOJIMMYC, TpHazosaM U BHHOMAacTUH. Taxxke k aronucram mzodpepmenta CYP3A ortHOCsTCA
CIICAyIOUIME  TpemapaTbl, IMPOTUBONOKA3aHHbIE K  COBMECTHOMY  HIPUMEHEHHIO  C
KJIAPUTPOMUILIMHOM: aCTEMH30J1, HU3ANpPHUA, MUMO3U/, Tep(eHaauH, J0BaCTaTUH, CHMBACTaTUH U
ankanouabl  crnopbiHbM  (cMm.  paszmen  «IIporuBomokazanus»). K = mpemapatawm,
B3aMMO/JICHCTBYIOIIMM TOAOOHBIM 00pa3oM uepe3 apyrue H30(epMEeHTh B paMKax CHCTEMBI
utoxpoma P450, otHocsTCs peHnTONH, TEOPUIUTMH U BaIbIIPOEBasi KUCIIOTA.

Henp}lele AHMUKOAZ)JIAHM bl

Z::TE-ETCTE- /ET SKCTIEFTHOMY IIT'-ET:
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HpI/I COBMCCTHOM IIpHUEMEC Bap(bapHHa U LKIAPUTPOMHUIIMHA  BO3MOXKHO KﬁﬂRﬂTPqPHVTP

BeIpakeHHOe yBenmueHne MHO wu mporpomOuHOBOro BpeMeHHW. B ciydae COBMECTHOTO
OpUMEHeHHs ¢ Bap(apuHOM WM JPYTMMH HENPSMBIMH aHTUKOAryJITHTAaMH HE0O0XOAUMO
koHTposrpoBatb MHO u nmpoTpoMOHHOBOE BpeMsi.

Ilepopanvuvle anmukoazynanmaol nPAMO20 0elicmeus

[lepopanbHblii aHTUKOATYJSIHT MOPSIMOTO JeMCTBHsSI gaburaTpaH SBIsSETCsl cyOcTpaToM st
s dmokcHoro Oenka-nepeHocurnka P-rimkonporenna (P-gp). Puapokcaban u anmkcabax
MeTabonu3upytoTcs ¢ yuactueM uzopepmenta CYP3A4 u takke SBISAIOTCS cyOcTpataMu JUis
P-gp. Cnenyet cobmoaaTh OCTOPOKHOCTh MPU OJHOBPEMEHHOM MPUMEHEHUU KIapUTPOMUIIMHA
C JaHHBIMH TpernaparaMy, OCOOCHHO Yy MAalMEHTOB C BBICOKUM PHUCKOM KpPOBOTEUYEHHS (CM.
pazaenbl «C oCTOPOKHOCTBIO» U «Oco0bIe YKa3aHUs).

Omenpazon

Knaputpomunua (mo 500 Mmr kaxasle 8 YacoB) HCCIENOBAICS Yy 3J0POBBIX B3POCIBIX
T0OpOBOJIBIIEB B KOMOWHanuu ¢ omenpazosnioM (mo 40 mr exemaneBHo). Ilpu coBmecTHOM
NPUMEHEHUN KJIapUTPOMUIIMHA U OMEIpa3ojia pPaBHOBECHbIC IUIa3MEHHbIE KOHLIEHTPALUU
omernpazona Obutn yBenu4deHbl (Cmax, AUCo-24, T12 yBemumummuce Ha 30 %, 89 %, u 34 %
cooTBeTcTBEHHO). Cpennee 3HaueHue pH xemynka B TeueHue 24 4acoB cocTaBwiIo 5,2 mpu
npueMe oMemnpas3oja B OTHENbHOCTH W 5,7 TpH MpueMe OMEINpa3oyia COBMECTHO C
KJIQPUTPOMUIIMHOM.

Cunoenaghun, maoanaghun u eapoenaghun

Kaxnapiii u3 »TuX MHrHOMTOPOB Qochonudcrepa3sl MeTaboNMU3upyeTcsi, Mo KpailHel wmepe,
gactuyHo ¢ ydactueMm m3odepmenta CYP3A. B 1o xe Bpems uzodpepmenT CYP3A moxer
MHTHOMPOBATHCA B MPUCYTCTBUH KiapuTpoMuiimHa. CoBMECTHOE MPUMEHEHHE KIIapUTPOMHIIHA
¢ cunaeHapwioM, TajanaduiIoM WIM BapAeHA(QUIOM MOXET MPUBECTH K YBEIMUYCHHIO
UHTUOMpYIOLIEro Bo3AeHCcTBHS Ha (ocdoamdcrepazy. Ilpu npUMEHEHMH STHX MpPENapaToB
COBMECTHO C KIAPUTPOMHIIMHOM CIIEyEeT PACCMOTPETh BO3MOKHOCTh YMEHBIICHUS 03Bl
cunaeHaduia, Taganaduaa U BapacHadua.

Teogpunnun, kapoamazenun.

[Ipu coBMecTHOM MPUMEHEHUH KJIapUTPOMHILIMHA U Teo(pUIUTMHA UK KapOaMa3zenuHa BO3MOXKHO
MOBBILICHHE KOHLIEHTPALUU JaHHBIX NPENapaToB B CHCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHbIl METa00IM3M TONTEPOIMHA OcyIIecTBIseTCs uepe3 2D6 uzodopmy nuroxpoma P450
(CYP2D6). Onnako B 4YacTH mOMyJsiluH, JuiieHHoW uzodepmenta CYP2D6, meraGonmusm
npoucxoauT uepe3 uzopepment CYP3A. B aToli rpynie HaceneHus moaaBieHne n3odepmMenTa

CYP3A npuBOIUT K 3HAYUTEIHHO 00JIe€ BRICOKMM KOHIICHTPAIMSIM TOJITEPOANHA B CHIBOPOTKE.
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B mnonynsuumum ¢ HU3BKUM ypOBHEM MeTal(

noTpedoBaThCsS CHUKEHHE J03bl TOJTEPOJAMHA B MPUCYTCTBUM HMHTHOUTOPOB H30(depMeHTa
CYP3A, Takux Kak KJIapuTPOMULIMH.

benszoouaszenunvi (nanpumep: annpazonam, Muoazonam, mpuazonam)

[Ipu coBMecTHOM MPUMEHEHHH MHa30JlaMa W TabjeTok kimaputpomuimHa (500 mr nBa pasza B
neHb) orMeuanoch yBenuuenne AUC muaa3onama: B 2,7 pasza mociie BHyTPUBEHHOTO BBEICHHS
munazonama. Eciam BMmecTe ¢ KIApUTPOMULIMHOM IpPHUMEHSIETCS BHYTpUBEHHas Qopma
MuJasojiama, CJICAYCT TIIATCIbHO KOHTPOJHMPOBATH COCTOAHUC TIMAllMCHTA JJIA BO3MOKHOH
KOppeKLHU 103bl. BBeeHNEe JeKapCTBEHHOIO Mpernapara yepe3 CIU3UCTYI0 000J0YKY MOJIOCTU
pTa, KOTOpOE MJaeT BO3MOXKHOCTb OOOMTH MPECHCTEMHYIO JIMMHMHALAIO JIEKapCTBEHHOTO
npemnapara, CKOpee BCEro, MPHUBEAET K B3aUMOJACHCTBUIO aHAJIOTMUYHOMY TOMY, KOTOPOE
Ha6moz[aeTc;1 IMpU BHYTPUBCHHOM BBCJICHUU MH/la30J1aMa, 4 HC IIPHU NCPOPAJILHOM IMPUCME.
Takue ke Mepbl MPEeIOCTOPOKHOCTH CIEeIyeT NPUMEHSATh W K JAPYIMM OCH301Ha3ernuHaMm,
KoTopble MeTabomu3upytorcs uzopepmenrom CYP3A, Bkitouasi Tpuaszosiam u anmpaszonam. Jis
OCH30/IMa3CeMMHOB, BHIBEJCHUE KOTOPHIX HE 3aBUCHUT OT u3odepmenta CYP3A (temazemawm,
HUTpa3enaM, JopaszernaMm), MAaJOBEPOATHO KIMHUYECKH 3HAUYMMOE B3aMMOJICHCTBHE C
KJIIapUTPOMUIIMHOM.

[Ipy coBMECTHOM NPHUMEHEHUHU KIAPUTPOMHUIMHA U TpHUa3ojamMa BO3MOXHO BO3JEICTBHE Ha
neHTpanbHyo HepBHyIo cuctemy (IIHC), Hanmpumep, COHIMBOCTh M CITyTaHHOCThH CO3HaHWs. B
CBiA3U C 3TUM, B CIIy4aC COBMCCTHOI'O NMPUMCHCHUA, PCKOMCHAYCTCA CJICIUTL 3a CUMIITOMaMU
Hapymenus [THC.

Bzaumooenicmesue ¢ ODVZMMM npenapamamu

Konaxuuyun

Konxummu sBusercss cyocrparom kak uzodpepmenta CYP3A, Tak u Oenka-niepeHOCUHKA,
P-rmuxonporenna (Pgp). M3BecTHO, YTO KIAPUTPOMUIIUMH U JPYTH€ MAaKpOJHUIBI SBISIOTCS
uaruouTopamu u3zopepmenta CYP3A u Pgp. [lpu coBMecTHOM mpuemMe KIApUTPOMHIIMHA H
KoJxuiHa uHruoupoBanue Pgp w/mmm mzodepmenta CYP3A MOXKET MPHUBECTH K YCHUIICHHUIO
NeHCTBUSL KOJXUIMHA. 3aperuCTPUPOBAHBI IMOCTPETUCTPAIIMOHHBIE COOOLICHHUS O CIIydasx
OTpaBJICHUS KOJIXMIMHOM IIPH €r0 OJHOBPEMEHHOM IIPUEME C KJIAPUTPOMULIMHOM, Halle Y
MOKUJIBIX TAIIMEHTOB ¢ MOYEYHOW HeqocTaTouyHocThio. Kak coolmianoch, HEKOTOpbIE Cllydau
3aKaHYMBAJIUChH JIETANBHBIM HCX0A0M. OJHOBpEMEHHOE MPUMEHEHHE KIApUTPOMUIIMHA U
KOJIXMIMHA IPOTUBOIIOKAa3aHo (cM. paszen «IIporuBonokaszanus»).

Huzokcun

[Ipenmonaraercs, 4To AUTOKCUH siBiseTcs cyOcTparom Pgp. V3BecTHO, 4TO KIAPUTPOMMIIMH

unruoupyet Pgp. Ilpu coBMecTHOM npueme KIapuTpOMUIIMHA U TUTOKCHHA HHTHOupoBanue Pgp
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K.]'[apI/ITpOMI/I]_[I/IHOM MOXKET HpI/IBeCTI/I K YCI/IJICH O Tle;I(‘TRVTSI TWT]"OR'(‘I/TI—IH OPTﬁPT‘VT(‘TﬂHITVT(\I—THIJP
HCCJIEIOBaHMSI TIOKAa3aJM, YTO COBMECTHBIN IPHUEM TMTOKCHHA U KJIAPUTPOMHUIIMHA TAKKE MOXKET
MPUBECTH K TOBBIIICHUIO CHIBOPOTOYHOW KOHIICHTPAIMH JUTOKCHHA. Y HEKOTOPBIX MAI[MCHTOB
OTMEUAIUCh KJIMHUYECKHE CHMITOMBI OTPABJICHHS AWTOKCHHOM, BKIIOYas MOTEHIIMAIBHO
JeTanbHble apuUTMUU. lIpM COBMECTHOM MpHEMe KIAPUTPOMHIIMHA W JIUTOKCHHA CleIyeT
THIATEIFHO KOHTPOJIUPOBATh KOHIIEHTPAIMIO IUTOKCHHA B CHIBOPOTKE.

3uooeyoun

OpnHOBpeMEHHBI TpUEM Ta0JIETOK KIAPUTPOMUIIMHA W 3WAOBYAMHA MEPOPATHHO B3POCIBIMU
BUY-unpunrpoBaHHBIMHA ~ MAallMEHTAMH  MOMET TPUBECTH K CHUKCHUIO PaBHOBECHOU
KOHIEHTPALUHU 3U0OBYIHHA.

[TockoNbKy KJIAPUTPOMUIIMH BIIMSET HA BCACBIBAHHME 3WIOBYAMHA MPHU TEPOPaTHLHOM IMpPHUEME,
B3aMMOJICHCTBHSI MOXXHO B 3HAYUTENBHOW CTENeHW H30ekaTh, MPUHUMAS KIAPUTPOMUIIMH U
3UIOBYIMH C MHTEPBAIOM 4 yaca.

[TogoGHOTO B3ammonelicTBus He HaOmogamm y BUY-unpuimmpoBaHHbIX neTel, MpUHUMABIIUX
JNETCKYI0 CYCIIEH3UIO KJIApUTPOMHUIMHA C 3UIOBYJIMHOM WM JAUJIE30KCUMHO3MHOM. [locKobKy
KIQPUTPOMHUIIMH MOKET TMPEMSATCTBOBATh BCACHIBAHUIO 3WUIOBYIMHA IMPH HUX OJHOBPEMEHHOM
preMe BHYTPh y B3POCIBIX MAIMEHTOB, MOJIOOHOE B3aUMOJICHCTBUE BPSI JIM BO3MOXKHO TpU
MCIOJIb30BaHUU KJIApUTPOMUIIMHA BHYTPHUBEHHO.

Denumoun u sanvnpoesasn Kucioma

Nmerorcss ganHble O B3auMOJAEWCTBUAX HHruOHTOpoB wu3odepmenta CYP3A (Brirouas
KIAPUTPOMHUIIMH) C TIperaparaMu, KOTOPbIE HE METa0OIU3HPYIOTCS C MOMOIIBI0 M30hepMeHTa
CYP3A (dbeHuTonHOM U BaJbIIPOCBON KUCIOTOM). JIJIs TaHHBIX MpenapaToB, MPU COBMECTHOM
OPUMEHEHUH C KIAPUTPOMHIIMHOM, PEKOMEHAYETCSl ONpeNesieHHe MX ChIBOPOTOUHBIX
KOHI[EHTPAIMH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBIIICHHUH.

Jleynanpaenennoe 83auMooelicmeue JIEKAPCNI6EHHbIX npenapanios

Ama3zanasup

KnaputpomuinH 1 atazaHaBup ABISIOTCS Kak CyOCTpaTaMu, Tak U MHTMOUTOpaMU U30(pepMeHTa
CYP3A. CymecTByeT CBUAETEIBCTBO JIBYHANPABICHHOTO B3aWMOJICHCTBHS STHUX IPENaparoB.
CoBmecTHOE mpuMeHeHHe kinaputpomunuHa (500 mr aBa pa3a B aeHb) U arazaHaBupa (400 mr
OJIUH pa3 B JICHb) MOKET NIPUBECTU K JBYKPATHOMY YBEJIMYEHHUIO BO3ACHCTBUS KIAPUTPOMULITHA
u ymeHplmieHuto BosaekictBus 14-OH-kmaputpomunmuaa Ha 70 %, ¢ yBennmuennem AUC
aTazaHaBupa Ha 28 %. briarogaps mmpokoMy TepaneBTHUECKOMY IMAaNa3oHy KJIApUTPOMMIMHA
YMEHBIICHUE €ro J03bl y MAIMEHTOB C HOpPMalbHOW (yHKIMEH mouyek He Tpedyerca. Y
MalMeHTOB C yMepeHHoW modeuHor HemocratouHocteio (KK 30-60 wmn/mMuH) nmosa

KJIApUTPOMHUIIMHA JOJDKHA ObITh yMeHbIneHa Ha 50 %. YV manmentoB ¢ KK menee 30 mi/Mun
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JI03y KJIApUTPOMHIIMHA CIIENYET CHU3UTh Ha 75-%, MCHOIb3ys IS 3TOLO-COOTRETCTRYIOULYIO
JIEKapCTBEHHYIO (hopMmy KiaaputpomuiinHa. Kirapurpomuiua B 103ax, npesbimaronux 1000 mr B
CYTKH, HEJIb351 IPUMEHITh COBMECTHO C UHTMOUTOPAaMU MpOTEas.

brnokamopwt «meonennvix» Kaipbyueewvix KAHau106

[Tpu oqHOBpEMEHHOM MPUMEHEHUH KJIApUTPOMHULIMHA U OJIOKaTOPOB «MEJICHHBIX)» KaJlbIIUEBbIX
KaHAJIOB, KOTOphle MeTabomu3upyroTcs wuzopepmentom CYP3A4 (manpumep, Bepamamui,
aMJIOJIMTIINH, JUITHA3eM), CIEeIyeT COONI0aTh OCTOPOKHOCTb, MOCKOJIBKY CYIIECTBYET PHUCK
BO3HUKHOBEHUSI apTEePHAJIbHOM THIOTEH3WH. [lma3MeHHble KOHLEHTPALUH KIapUTPOMHIIMHA,
TakKe Kak M OJIOKaTOPOB «MEIJICHHBIX» KaJbI[MEBBIX KaHAJIOB, MOTYT MOBBIIIATHCS MPH
OJIHOBPEMEHHOM MpPUMEHEHUU. ApTepuanbHas TUIOTEH3Us, OpaauapuTUMUS U JIAKTOAIM103
BO3MO>KHBI IIPY OJTHOBPEMEHHOM IpHUeMe KJIapUTPOMULIMHA U BEpanaMuIa.

Hmpaxkonazon

KnapuTpoMHIIMH ¥ WTpPaKOHA30J1 SIBIAIOTCS cyOcTpaTaMM M WHTHOMTOpaMu H30(epMeHTa
CYP3A, 4utro ompenensieT AByHANpaBIC€HHOE B3aMMOJCHCTBHE IpernaparoB. KiaputpoMuuvH
MOJKET MOBBICUTH KOHIIEHTPAIMIO UTPAKOHA30JIa B TUIa3Me, B TO BpeMs KaK UTPAKOHA30Jl MOXKET
NOBBICUTh IIJJa3MEHHYI0 KOHLEHTPALHUI0 KilapuTpomuiuHa. IlanueHToB, OAHOBpPEMEHHO
NPUHUMAIOIIUX UTPAKOHA30JI M KJIAPUTPOMHMIIMH, CIEAYET TIIATEIbHO 00CIIe0BaTh HA HAIUYHE
CUMITOMOB YCWJICHHS WM YBEIMUYEHHUS JJIUTEIBLHOCTH (hapmakosoruyeckux 3(@eKkToB 3THX
IpernapaToB.

Cakeunasup

KnapuTpoMunIiH W CakBUHABUp SBISIOTCA CcyOcTpaTaMM M MHTHOMTOpaMu H30(pepMeHTa
CYP3A, uto ompenenser ABYHANpaBICHHOE B3auMOAECHCTBHE mnpenapatoB. OZHOBPEMEHHOE
npuMeHeHue kiaaputpomuniuHa (500 Mr gBa pasa B JIeHb) M CakKBHHaBHpa (B MSTKHX
KENATUHOBBIX Kancynax, 1200 mr Tpu pa3a B 1eHb) y 12 370pOBBIX JOOPOBOJIBIIEB BBI3HIBAIIO
yBenmuueHne AUC u Cmax cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CpaBHEHHH C
npueMoM cakBuHaBupa B oTAenbHOCTH. 3HaYeHHS AUC U Cmax KJIapUTpOMHIIMHA OBLIH
npubau3uTenbHo Ha 40 % BbIle, YeM IpU MOHOTEpanuu KiapuTpoMuiuHoM. [Ipu coBmMecTHOM
OPUMEHEHUH 3THX JBYX MpPENapaToB B TEUEHHE OrPAaHMYEHHOI'O BPEMEHHU B J103aX/COCTaBax,
yKa3aHHBIX BBIIIE, KOPPEKLHUs J03bI HEe TpeOyercs. Pe3ynbTaTsl nccienoBaHus JIEKapCTBEHHBIX
B3aMMOJICHCTBHI C HCIONb30BAaHNEM CAaKBHHABHpPA B MATKHX KEJIAaTMHOBBIX KallCcysiax MOTYT HE
cooTBeTcTBOBaTh 3¢ dexkTam, HaOIOJaeMbIM IPU TNPUMEHEHUH CaKBHHABUPAa B TBEPIBIX
KEJATMHOBBIX Karcynax. Pe3ynabTaThl MCClEIOBaHHS JIEKApCTBEHHBIX B3aUMOJCHCTBUN IpH
MOHOTEpANUK CaKBUHABHPOM MOTYT HE COOTBETCTBOBaTh 3¢ (dexram, HaOII0JaeMbIM MpH
Tepanuu CakBUHApUHOM/pUTOHaBUpOM. llpu mpueme cakBHHaBUpPa COBMECTHO C PUTOHABHPOM

CICOYCT YUUThIBATh NIOTCHIWAJIBHOC BIMAHUEC PUTOHABUPA HA KIIAPUTPOMUIIUH.
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Oco0ble ykazaHust

JUmuTenpHBIE  TpUeM  aHTHOMOTUKOB MOXKET TNPUBOIUTH K 00pa3oBaHUIO KOJOHUU C
YBEJIMYEHHBIM KOJIMYECTBOM HEUYYBCTBUTENBHBIX Oakrepuid um rpuboB. IIpu cynepuHbexmu
HE00XO0IMMO Ha3HAUYUTh COOTBETCTBYIOLIYIO TEPAIIHIO.

Ha3nauenne kiapuTpoMuluHa OEpPEMEHHBIM JKEHIIMHAM JOJDKHO IPOBOAMTHCA  IPH
TIIATEILHOM OIIEHKE COOTHOIICHHUSI PUCKA U TI0JIb3bl, OCOOCHHO B TEUYCHHE NEPBBIX TPEX MECSIICB
OepeMEHHOCTH.

[Ipy mpuMeHEeHMM KIapUTPOMMIMHA COOOIIAJIOCh O MEYEHOYHOW AUCHYHKIMM (IOBBIILICHUE
AKTUBHOCTHU IE€YEHOUHBIX ()EPMEHTOB B KPOBH, I'€NaTOLEIUIIOISPHBIA W/UIM XOIEeCTaTHUECKHM
rernaTuT ¢ xkentyxoi mwim 0e3). IledeHouHast qucyHKIMS MOKET OBITh TSKENOW, HO OOBIYHO
ABIsieTCs 00paTUMoi. VIMEroTcst ciyyau Me4eHOYHOW HeJOCTaTOYHOCTH C JIETAIbHBIM HCXOJIOM,
[JIABHBIM 00pa3oM CBSI3aHHBIE C HAJMYMEM CEPbE3HBIX COMYTCTBYIONIMX 3a00JICBaHUNA W/WUIIH
OJTHOBPEMEHHBIM IPUMEHEHUEM JIPYTHX JIEKAPCTBEHHBIX cpeAcTB. IIpu nmosiBieHn Npu3HaKkoB U
CHUMIITOMOB I€laTUTa, TAKUX KaK aHOPEKCHUs, KeNTyXa, IOTEMHEHUE MOYH, 3yA, 00J€3HEHHOCTb
KHBOTA MPH MaJIbIIALUN, HEOOXO0AUMO HEMEICHHO MPEKPATUTh TEPATTHIO KIAPUTPOMHUIIMHOM.
[Ipy HanMuuMm XpPOHUYECKUX 3a00JIEBaHUI TEYeHH HEOOXOAMMO MPOBOAMTH PETYJISPHBIHA
KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBHU.

[lpy neyeHMHM NPAKTUYECKH BCEMH AHTHOAKTEPUAIBHBIMH CpEJICTBAMHM, B TOM YHCIE
KJIApUTPOMHULIMHOM, OITMCAHBI CIIy4YaH ICEeBAOMEMOPAHO3HOTO KOJIHTA, TSXKECTh KOTOPOT'O MOXKET
BAapbUpOBATLCA OT JIETKOM A0 yrpoxaromed u3Hu. lIpu JieyeHuM IpakTUYEeCKH BCEMHU
aHTUOAKTepUAIbHBIMU IpenapaTaMd, B TOM 4YHCIE KIAPUTPOMULIMHOM, OIHUCAHbI CIy4yau
Clostridioides difficile-acconnupoBannoii guapeu, TSHKECTh KOTOPOH MOKET BapbUPOBATHCS OT
JIETKOM JMapen A0 YTrpOXKarolero >XU3HU KoJuTa. AHTHOAKTEpUalbHBIE NpenapaTbl MOTYT
U3MECHUTh HOPMAIBbHYI0O MHKpPO(IOpY KHIIEYHHKa, 4YTO MoxeT mpuBecTH K pocty C. difficile.
[TceBmomemOpano3ubiii kouT, Bei3BanHbid Clostridioides difficile, Heo6xoaumo momo3pesarts y
BCEX NAIMEHTOB, y KOTOPBIX IOCJE MPUMEHEHMs] aHTHOAKTEpUabHBIX CPEACTB pPa3BUIIACh
nuapesi. Ilocine mpoBeseHuss Kypca aHTHOMOTHUKOTEpAaNuu HEOOXOIMMO  THIATEIbHOE
MEIMIUMHCKOEe  HaOmoJeHue  3a  maumeHToM.  OnMchIBalUCh — Cllydyad — Pa3BUTHA
IICEBIOMEMOPAHO3HOIO KOJIUTA CIYCTS 2 MecAla MocJie IpueMa aHTHONOTHKOB.

[Tpy nedeHnn MakposMAaMu, BKIIIOYas KIAPUTPOMULMH, HAOIIOJAIOCh YIJIMHEHUE CEplIe4HOM
penomsipusai ¥ uHTepBana QT, BbI3bIBas PUCK pPa3BUTHS CEPIEYHOM apUTMHUU U
KEIYAOYKOBOM TaxXWUKapAUM THMA «mupydT™» (cM. pasgen «lloGounoe npeiictBue»). Tak kak
CIIEAYIOUIME CUTyalluM MOTYT IpPHUBOAMTH K YBEIUYEHHUIO PUCKA DPA3BUTHUSA KETyIOUYKOBBIX

apuTMUN (BKJIIOYAs JKEIYJOUYKOBYIO TaXWKapJIuI0 THMA «HIUPYIT»), TO KIAPUTPOMUIIMH HE
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JIOJKEH ITPUMEHATHCS Y CIEAYIOINUX KAaTerOpUIAlMeHTOR:
® y MAIMEeHTOB C runokanuemueit (cM. pasaen «IIpoTuBonokazanus»);

® y MAIMEeHTOB ¢ runomMaruuemueil (cM. pasnen «IIporuBonokazanus»);

® OJIHOBPEMEHHOE Ha3HAYCHUE KJIAPUTPOMHUIIMHA C  aCTEeMM30JIOM, IU3aMPHUIOM,
NUMO3UIOM U TepheHaIMHOM IPOTUBOMOKa3aHo (cM. pazaen «IIpoTuBornokazanus);

® y MAlUEHTOB C BPOXXIACHHBIM WM MPUOOPETEHHBIM 3apErUCTPUPOBAHHBIM YITMHEHHEM
uaTepBania QT wiM Hamu4WeMm KelyJIo4YKOBOW apUTMUU B aHaMHe3e (CM. pasjen
«IIpoTuBoOIIOKa3aHUN);

- KJApUTPOMULHMH JIOJDKEH TNPHUMEHATBCA C OCTOPOXKHOCTBIO Yy CIEAYIOIIMX KaTeropui
MalMEeHTOB:

* Yy TAalMeHToB ¢ wumemMudeckod Oonesnpto cepana (MBC), Tsxenolt cepaedHoit
HEJOCTATOYHOCTHIO, HAPYLIECHUSMH IPOBOAMMOCTH WM KIWHUYECKH 3HAYMMOMU
OpanukapaIuei;

* Y TMAalUWUEHTOB, OJHOBPEMEHHO MNPUHUMAIOIIUX JPYTUe€ JIEKApCTBEHHBIC MpPEmaparhl,
CBsi3aHHBIE ¢ yanuHeHueM uHTepBana QT (cM. pasmen «B3aumoneicTBue ¢ Ipyrumu
JIEKaPCTBEHHBIMU CPEIICTBAMUY).

[lepen Ha3HaueHMEM KIAPUTPOMMIIMHA BCEM IMALMEHTaM, NPUHUMAKOLIIUM THAPOKCUXJIOPOXHUH
WM XJOPOXMH, THIATEJBHO B3BECHTE€ COOTHOIICHUE MOJb3bl U PUCKA H3-32 MOTEHIUAIBHO
MOBBIIICHHOTO PHUCKA CEPACYHO-COCYIUCTBIX COOBITHHA H CEepIEYHO-COCYIUCTOM CMEpPTHOCTU
(cMm. pazgen «B3auMoaelicTBrE C IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAMI ).

B xozme »snuaeMHOJIOrHMYECKMX HCCIEIOBAaHUM MO H3YYEHHIO pHCKa HeOIaronmpusTHbIX
CEpJICYHO-COCYIUCThIX ~ WCXOJOB TMPU NPUMEHEHUH  MAKPOIUAOB  OBUIM  MOJTYYCHBI
HEOJIHO3HAYHBIE Pe3yJIbTaThl. B HEKOTOPHIX HAOIIOAATEIHHBIX UCCICIOBAHUSIX OBUT YCTAHOBJICH
KPaTKOBPEMEHHBII pUCK pa3BUTUS apUTMUM, UHPaApKTa MHOKapAa W CMEpTH  OT
CEpJICYHO-COCYIUCThIX 3a00JIeBaHUI, CBA3aHHBIX C MPUMEHEHHEM MaKpOJIUIOB, BKIIOYas
KJIapuTpoMHULIMH. [Ipy Ha3HAUY€HMM KIAPUTPOMMIIMHA CIIEAYET COOTHOCHUTH IMPEAIOIAraeMyo
MoJIb3y OT MpUEMa Mpernapara ¢ JaHHbIMU PUCKaMHU.

Bo3MoxHO pa3BUTHE TEPEKPECTHOM PE3UCTEHTHOCTH K KIAPUTPOMHUIMHY U JAPYTUM
AHTUOMOTHKAM TPYIIBI MAKPOIHUIOB, a TAK)KE JIMHKOMULIMHY U KIMHIAMHUIIMHY.

YdauThIBas PACTYIIyI0 PE3UCTEHTHOCTh Streptococcus pneumoniae K MakpoJuaaM, BaKHO
MPOBOJIUTh TECTUPOBAHUE UYBCTBUTEJILHOCTU MPU HA3HAYCHUH KIIAPUTPOMHUIIMHA MAIMEHTaM C
BHEOONHPHUYHON THEBMOHHEH. [IpM TOCMUTAIBHONW NHEBMOHUM KIAPUTPOMHUIIMH CIIETYET
NPUMEHSTh B KOMOMHAIIMK C COOTBETCTBYIOIIMMH aHTUOHMOTHUKAMHU.

WNudexkunn KoXU 1 MITKUX TKaHEH JIETKOM M cpeliHel CTeNeHH TSKECTH Yallle BCero BbI3BaHbI

Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3ToM 006a BO30yauTENIss MOTYT OBITH
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ycToMuuBBl K MakpoiaugaM. [lostomy Ba
Makposuasl MOYKHO TPUMEHATHh MPU WH(EKIHX, BeI3BaHHBIX Corynebacterium minutissimum,
3a00JICBaHUSX yTPH BYJIbIapHBIC U POXKA, a TAKXKE B TEX CUTYyalHsX, KOTJa HENb3s MPUMCHSIThH
MEeHULIWIUJTNH.

B cnydae nosiBieHHs OCTPBIX peaklui THUIEPUyBCTBUTEIBHOCTH, TAKUX KaK aHa(UIaKTHUYeCcKas
peakuus, TsbKeble KOXKHbIE JIeKapCTBEHHbBIE peakluu (HampuMep, OCTPhIM I'eHepaln30BaHHbIN
HK3aHTEMATO3HbIN MycTyJe3), cuHapoMm CrtuBeHca-/[?>KOHCOHA, TOKCHYECKUU SIMUJIePMaTbHBINA
HEKPOJIU3 H JIGKAPCTBEHHAs CHIb C JO3MHODUIMEH W CHUCTEMHOW CHMIITOMATUKOU
(DRESS-cuHapoM) HEOOXOIUMO cpa3y K€ MPEKPaTUTh MPHEM KIAPUTPOMHUIIMHA M HAYaTh
COOTBETCTBYIOIYIO Tepanuio. B ciyyae coBMecTHOro nmpuMeHeHHs ¢ Bap(papuHOM WU APYTUMU
HENPSIMBIMU aHTHKOATYJITHTAMHU HE00X0AMMO KOHTposipoBath MHO u mpoTpoMOUHOBOE BpeMst
(cM. pazmen «B3aumoneiicTBre C IPYTrUMH JIEKAPCTBEHHBIMU CPEICTBAMEY).

Crnenyer coOmogaTh OCTOPOXKHOCTh TPH OJHOBPEMEHHOM NPUMEHEHUHU KIAPUTPOMHIIMHA C
NepopaJbHBIMU AHTUKOATYJISTHTAMH IPSIMOTO JEHCTBHS, TAKUMU Kak Aa0uratpaH, puBapokcabaH
U anuKcabaH, 0COOEHHO y MAIlEHTOB C BHICOKMM PUCKOM Pa3BUTHUS KPOBOTEUEHHUS (CM. pa3/iesbl
«C ocTopoXHOCTBIO» U «B3auMoaeicTBuE ¢ APyrUMH JIEKAPCTBEHHBIMH CPEJCTBAMMU)).

BcrnoMorarenbHBIE BEIIECTBA

[Ipenapar KmaputpoMuriua-AKpuxuH conepkuT 35 mr Hatpus Ha Tabnerky 250 mr m 55 mr
HaTpust Ha Tabnerky 500 mr. HeoOXomuMo yduTHIBaTH MaIlMEHTaM, HaXOASIIMMCS Ha JUETE C

OrpaHUYCHUCM MMOCTYIIJIICHUA HATPHA.

Biansinne Ha cnoco0OHOCTH YNPABJSATH TPAHCHOPTHBIMH CPeACTBAMM U MeXaHM3MaMHU
JlaHHbBIE OTHOCHUTEIBHO BIMSHMS KIAPUTPOMMIIMHA Ha CIOCOOHOCTh K  YIPaBJICHUIO
aBTOMOOMJIEM M MEXaHU3MaMH OTCYTCTBYIOT.

Crnenyer coOmonaTh OCTOPOXKHOCTb IPH  YIPABICHUU TPAHCIOPTHBIMH CPEACTBAMH H
MEXaHU3MaMH, YYHUTHbIBas MOTCHIHAIbHYI0 BO3MOXXHOCTH TOJOBOKPY>KEHHUS, BEPTUTO,
CIYTaHHOCTH CO3HaHUS U JE30pUEHTAIMM, KOTOpPhIE MOTYT BO3HUKHYTh MpPU MPUMEHEHUU

JaHHOTO ITperiapara.

®opma BBINLYCKA

TabneTku, MOKPHITHIC INIEHOYHOU 000J109KO0i, 250 MT:

ITo 4 Tabnetku B [IBX/Al Gmmcrep.

5 6ucTepOB B KAPTOHHYIO MAYKy ¢ MHCTPYKIMEH 10 IPUMEHEHUIO.
ITo 10 Tabnmerok B [IBX/Al 6muctep.

1 6nucrep B KApTOHHYIO MAYKy ¢ MHCTPYKLIKEH O MPUMEHEHHUIO.
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TabyeTku, MOKPHITHIC TNIEHOYHON 000109K0M, S00 ML

ITo 10 Tabnmerok B Al/Al Gmmcrep.
1 GucTep B KAPTOHHYIO MAYKy ¢ MHCTPYKIHUEH IO TPUMEHEHHIO.
[To 14 tabnerok B Al/Al Giucrep.

1 6nuctep B KApTOHHYIO MAaYKy ¢ MHCTPYKLIHUEH O MPUMEHEHHIO.

YciaoBus XxpaHeHUs
B opurunanpHO# ynakoBke (OyMcTep B Mavyke) mpu Temmeparype He Boime 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpok rogHocTu
3 rona.

He npuHMMaTh no ucTe4eHUH CpoOKa FOJHOCTH.

YcaoBus oTnycka

OTnyckaroT 1o peLenty.

IIpousBoauTenn
Muxkpo Jla6c Jlumuren,

92, IlpomsitiuieHHbIH koMiieke Cumnkot, Xocyp - 635 126 (T.H.), Uanus

JepaxaTesib perucTpauMOHHOI0 yaocToBepenust/ Opranu3anus, NPUHUMAIOMIAA NIPeTEeH3UN
norpeouTesiei

AxuuonepHoe  obmecTBo  «XuMHKO-papmaneBTudeckuii  komOmHat  «AKPUXHWH»
(AO «AKPUXWH»), Poccus

142450, MockoBckast 061acTs, T.0. boropoackuii, r. Crapas Kynasna, yin. Kuposa, 1. 29

Tenedon/daxc: +7 (495) 702-95-03



	Акционерное общество «Химико-фармацевтический комбинат «АКРИХИН» (АО «АКРИХИН»), Россия
	142450, Московская область, г.о. Богородский, г. Старая Купавна, ул. Кирова, д. 29

