MHWHUCTEPCTBO 3/IPABOOXPAHEHU I POCCUMCKOMN ®EIEPALIMU

NMHCTPYKIIA
11O MEJIMITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI O ITPEIIAPATA

Kaamua®

Perucrpannonnsiii nomep: [1N012722/01

Toprosoe naumenosanne: Knauun®

Mexaynapoinoe HenaTeHTOBAaHHOE HJIH FPYNIHPOBOYHOE HAHMEHOBAHHE:
KJIapUTPOMHULIVH.

JlekapcrBerHnasi popma: rpaHyIibl IS IPUTOTOBICHHUS CYCIIEH3MM /IS IPHEMa BHYTPb.

Cocras

B 5 mn cycnensuu cogepkurcs:

JleiicTByI01Iee BeLecTBO: KJIapUTPOMUIIMH — 125,0 Mr.
Bcenomorarensnbie BemectBa rpany.i: kap6omep (kap6oron 974 P) — 75,0 mr, nosumon K-90 —
17,5 mr. IlokpeiTie rpany.a: runpomesioss ¢pranar (HP-55) — 152,1 wmr, KacTOpOBO€ Macjo —
16,1 mr. [Ipyrue Bcniomorate/ibHble BeleCTBA: KPEMHHS THOKCU — 5,0 MT, MaJIbTOAEKCTPUH —
285,7 mr, caxaposza — 2748,3 mr, TMTaHa JAMOKCHA — 35,7 Mr, KCAHTAHOBas Kameab — 3,8 wmr,
apomatusatop GpykToBblii — 35,7 mr, Kanaust copbat — 20,0 Mr, TUMOHHAs KHCJIOTa O€3BOAHAS —

4.2 Mmr.

Onucanne
Jlerkockimyune rpadyisl oT Gemoro 1o mouth Genoro useta ¢ GpyKToBEIM apomartoMm. Ilpu
BCTPAXUBAHWH C BOJIOH 00pa3yeTcs Henpo3payHas CyCleH3us OT GeIoro 10 MoYTH 6eJIoro BeTa

¢ (GpYKTOBBIM apOMAaTOM.

®apmakoTepaneBTHYECKasi FPYNNA: aHTUOHOTHK, MAKPOJIH/L.

Koa ATX: JOIFA09.

Papmako/IOrHYecKHe CBOMCTBA

PapmMaKoJHHAMHKA



Knaputpomuuyn - SBASeTCA MONTYCHHTETUYECKMM aHTMOMOTMKOM TIPYINNBl  MAaKpOIWAOB M
OKa3plBaeT aHTHOaKTepuajpHOE JeHCTBME, B3aumojeiicTBys ¢ 50S  pubocomanbHoOM
CyObeIMHULEH Yy BCTBUTEBHEIX OaKTepHii 1 TOAaBIIsis CUHTE3 Gellka GakTepHil, Uy BCTBUTEIBHBIX
K HeMy.

KiapuTpoMHIIMH NPOJIEMOHCTPUPOBAT BBICOKYIO aKTHBHOCTB in Vitro B OTHOLIGHHH Kak
CTaHJapTHHIX 1a0OPaTOPHBIX INTAMMOB OaKTepHil, TAK W BBIACIEHHBIX y MALMEHTOB B XOJE
KIIMHUYECKON MpakTUKK. [IposBiiseT BHICOKYIO aKTUBHOCTH B OTHOIIEHHH MHOTHX a’pOoOHBIX U
aHa>pOOHBIX rPaM-MONIOKUTENBHBIX U IPaM-OTPHULIATEIbHBIX MUKPOOPTaHM3MOB. MUHHMAIbHbIE
nojasssitomre  KoHuentpauuun (MIIK) knaputpomuumna ais GonbluMHCTBA BO30YyaUTENEH
menblue, yeM MIIK sputpomuiHa B cpegHem Ha oiHO logs passesieHue.

KnapurpoMums in vitro BEICOKOAKTHBEH B OTHOLIeHUH Legionella pneumophila u Mycoplasma
pneumoniae. Oka3spiBaeT GakTepuLMaHOe AeiicTBie B oTHOoweHuu Helicobacter pylori; nannas
aKTMBHOCTb KJIAPUTPOMMIMHA BhIlIE NMpH HeWTpambHoM pH, 4yem mpu kuciom. Kpome Toro,
AaHHBIC [N Vilro W in vivo yKa3bIBalOT HA TO, YTO KJIAPUTPOMMLMH JEHCTBYET HA KIMHHUYECKH
3HAYUMBIe BU/IbI MUKOOakTepuil. Enterobacteriaceae u Pseudomonas spp., Taxke Kak v Ha IpyTHe
He (epMeHTHpYIOIME JaKTO3y TIpamM-OTpULIATENIbHbIE OaKTepuH, HEYyBCTBUTENbHBIE K
KJTapUTPOMHULIMHY.

AKTHUBHOCTb KJIaPUTPOMHILMHA B OTHOLICHHH OOJBIIMHCTBA IUITAMMOB IEPEYMCIEHHBIX HIDKE
MHKPOOPraHW3MOB JI0OKa3aHa Kak in Vvifro, Tak M B KIIMHUYECKOH MpaKTUKe MpH 3a00JIeBaHMSX,
NepevrclieHHbIX B pazaene «ITokazaHus K IpUMEHEHHUION.

AspoOHEIE r'paM-TI0JIOXKUTEIbHBIC MUKPOOPraHU3MbIl

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

AG)DOGHBIC rpaM-OTPHUIATEIEHBIC MUKPOOPIraHU3MbI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

JIpyrue MUKpPOOPraHU3MBbI

Mycoplasma pneumoniae

Chlamydia pneumoniae (TWAR)



MukoOakrepuu

Mycobacterium leprae

Moycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — komIuteke, BKIrowatomuii: Mycobacterium avium
Mycobacterium intracellulare

IIpoaykuus Gera-nakramasbl He OKa3bIBAaCT BIMSHUS HA aKTUBHOCTh KJIAPUTPOMMUIIMHA.

Bo/bIIMHCTBO  TaMMOB  CTADUITIOKOKKOB, PE3MCTEHTHBIX K METHUM/UIMHY M OKCALMJLIHMHY,

00/1a/1al0T YCTONYMBOCTBIO M K KJIAPUTPOMMUIIUHY.

Helicobacter pylori

HyscrBurensHOCTE H. pylori K KTapuTPOMULIMHY H3ydanack Ha u3onsatax H. pylori, BEIeEHHBIX
or 104 maumeHTOB, N0 Hayana Tepanuu npernapatoM. Y 4 NalMeHTOB OBUIA BBIAEICHBI
PE3UCTEHTHBIE K KIAPUTPOMHMUMHY WITaMMbl H. pylori, y 2-X — WTaMMbl C yMepeHHOMH
PE3UCTEHTHOCTBIO, Y OCTalbHBIX 98 mauueHTOB u30asTH H. pylori ObUIM YyBCTBUTENBHBI K
KJIapUTPOMULIUHY .

KnapuTpoMulH  oka3blBaeT JACHCTBHE in Vifro B OTHOLIEHWM OOJBIIMHCTBA IITAMMOB
CIICAYIOIIUX MHUKPOOPraHu3MOB (0JHaKO 0e30macHOCTh U 3P PEKTUBHOCTH HCIONB30BAHUSA
KJTApUTPOMMUILIMHA B KTMHMYECKOM MPAKTUKE HE MOATBEPKACHA KIIMHUYECKMMHU HCCIIEJOBAHUSIMH,
1 [IPaKTUYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

ABDOGHHC r'paM-I1oJOKHUTECIIbHBIC MUKPOOPIraHU3MEI

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

AspoOHBIE rpaM-O0TPHUIATEIEHBIC MUKPOOPTraHU3MBI

Bordetella pertussis
Pasteurella multocida

AHa’pOOHBIE IrPaM-TI0JI0KUTELHBIE MHUKPOOPraHHu3MbI

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHa3D06HLIe r'paM-O0TPHIATEIBbHBIC MUKPOOPIraHU3MEI

Bacteroides melaninogenicus

CnupoxeTsl

W



Borrelia burgdorferi
Treponema pallidum

Kammnuiiobakrepuu

Campylobacter jejuni

OCHOBHBIM ~ MeTabONUTOM  KIAPUTPOMHMIMHA B OpPraHM3Me  dYelOBeKa  SIBJISETCS
MHUKPOOHONOrMYECKM — aKTMBHBIH  MerabonutT  l4-rugpokcuknaputpomuimn  (14-OH-
KIapuUTPOMHULIMH). MuKkpoGHoioriyeckas akTUBHOCTE METab0IUTa TaKas ke, KaK y MCXOJHOTO
COeIMHeHNUs UK B 1-2 pasa ciabee B OTHOMEHUH GOJBIIMHCTBA MUKPOOPraHu3MoB. MckioueH e
cocrapisier H. influenzae, B OTHOLIEHMH KOTOPOH 5D )EKTUBHOCTE MeTaGOIMTA B 1BA pa3a BHILIE.
HcxomHoe coenviHeHMe M €ro OCHOBHOM MeTaGOMT OKA3bIBAIOT JIMOO a/UIMTHBHBIN, IGO0
cuHeprudeckuit 3¢pdext B oTHoweHun H. influenzae B yCIOBUSX in Vitro u in vivo B 3aBUCHMOCTH
OT TaMma OakTepuid.

Tect Ha YYBCTBUTECJIIEHOCTH

KonnyecTeennbie MeTosbl, TpeOyromue U3MepeHHs AMaMeTpa 30HbI TOJABICHHS POCTa, AAKOT
HaubosIee TOYHBIE OLEHKN YYBCTBUTENBHOCTH GaKTepHii K aHTUMUKPOOHEIM mperapatam. OzHa
U3 PEKOMEHIYEMBIX METOJMK [Ulsi OIpeJe/eHHs YyBCTBHTEIBHOCTH WCIIONb3YeT JMCKH,
MMIPErHUPOBaHHbIe 15 MKr KinapuTpomuluHa (aucko-auddysuonHsiii meton Kupou-bayspa);
NpHY UHTEPIPETALMH TECTa THAMETPBI 30H M0IaBIEHUSA POCTa KOPPETUPYIOT cO 3HaueHuaMu MITK
knapurpomuurHa. 3navenus MIIK onpenenstores metonom paseenenus B Oy/b0He MM B arape.
[Ipy Wcrmonp30BaHMM STHX METOAMK, OTYET M3 JabOPaTOPUM O TOM, YTO IUTAMM SIBJISIETCS
«4yBCTBMTE/IbHBIM», YKa3bIBa€T Ha TO, YTO BO3OYAMTETb MHQEKUHH, BEPOSTHO, OTBETHT Ha
nevenre. OTBET «PE3UCTEHTHBIN» yKa3bIBAET HA TO, YTO BO3OYIUTENb, BO3MOXHO, HE OTBETHT HA
nedeHue. OTBET «IPOMEKYTOYHAs PE3UCTEHTHOCTB» MPEINONAaraeT, YTo TepaneBTHYECKHil
5bdexT npemapata MOXeT ObITh HEOAHO3HAYEH WM MMKPOOPTaHM3M MOXKET OKa3aThes
YYBCTBUTENIbHBIM TIPH HCIOJIb30BaHUM Oojiee BBICOKMX 103 mpemnapata. (IIpomexyTouHas
PE3UCTEHTHOCTD TAK)KE HA3BIBAETCS «YMEPEHHOH PE3UCTEHTHOCTBION).

PapmMaKkoKHHETHKA

BcackiBanue

[leppele  naHHble 1O  (apMakoKMHETHKe OBUIM TOJyYeHbl MPU HW3YyYEHHWH TabIeTOK
KnapuTpomuiHa. IlpenapaT 6bICTpO  BcachlBaeTCs B OKENyJOYHO-KHMIIEYHOM  TPAKTe.
AGcomoTHas GHOOCTYMHOCTE TabNETOK KIAPUTPOMHUKMHA MO 250 M COCTAaBIAET MPUMEPHO
50 %. Tluma HeckoNBKO 3aJepiKMBala Ha4yalo BCACBIBAHHA M 0Opa30BaHHE aKTHBHOIO

meTabonuta 14-OH-KnapuTpoMHILIMHA, OHAKO HE BIMsIA HA GMOAOCTYMHOCTh Mpenapara.



Pacnpeneneﬂne, MeTab0JIU3M U BBIBCZICHHE

In vitro

B uccnenoBanuax in vitro cBs3plBaHHE KIAPUTPOMHLMHA C OeIKaMH IJ1a3Mbl COCTABISIO B
cpenneM okoio 70 % npu KIMHUYECKH 3HAYMMBIX KOHLEHTpauusx ot 0,45 10 4,5 Mkr/mi.
300posvie

buonoctynHocTs ¥ (hapMaKOKMHETHKY CyCHEH3MH KJIAPUTPOMHLMHA M3y4ald y 3A0POBBIX
B3pocibiX U aeteid. [Ipu ogHOKpaTHOM npueme y B3pociblX 00mmas GHOAOCTYMHOCT CyCHEeH3HH
Obli1a 5KBMBAJIEHTHOM TaKOBO# s TabneTok (B 060MX cllyyasx 103a cocTaiasna 250 Mr) wim
HECKOJIBKO MpeBkIiiana ee. Kak v B ciyyae TabIeToK, MUIa HECKOJIBKO 3aIep)KHBajla BCAChIBAHUE
CYCIICH3MH KJIapUTPOMMIIMHA, HO HE BMsANAa Ha OOLy0 OHOJOCTYMHOCTH Mpernapara.
Makcumanbnas koHueHTpauus (Cmax), MUIOMAAb MO KPUBOH «KoHUeHTpauus-Bpems» (AUC) u
nepuoa nonyBeiBeieHus (T12) KIapuTpoMHULMHA MIPU MpUEMe JETCKOM CYCTeH3uH (IOCIe €/Ibl)
coctapisand 0,95 mxr/ma, 6,5 MKr.u/min 1 3,7 4acoB COOTBETCTBEHHO, a MPH TNpUeMe TabIeTKu
250 mr (saromak) — 1,10 mxr/ma, 6,3 MKr.u/Mi1 1 3,3 yaca COOTBETCTBEHHO.

[Ipy mpueme cycneH3nu KiIapuTpoMHMUMHA B J03e 250 Mr Kaxaele 12 49acoB y B3pOCIBIX
paBHOBECHBIC KOHLIEHTPALIMK B KPOBH JIOCTHIAIMCh K IIpHEMy MATOH 103b1. [1Ipu aTOM nmapameTpsl
$papmakokuneTrku O6buH caexyommME: Cmax — 1,98 mxr/ma, AUC — 11,5 Mkr.u/mi, Bpems
JNOCTIKEHUSA MaKCUMaJIbHOM KOHUEHTpauMHd (Tmax) — 2,8 waca m Tip — 3,2uaca s
KJIapUTPOMHUIIMHA U, COOTBETCTBEHHO - 0,67; 5,33; 2,9 u 4,9 nna 14-OH-knaputpoMuimHa.

Y 310pOBHIX JHO/IEH CHIBOPOTOUHBIE KOHLEHTPALWK JOCTUTAIM MaKCUMyMa B T€YEHHME 2 4acoB
nocne mnpuema BHyTph Hatowak. Ilpu npueme npenapara B ¢opme Tabnetox B a03e 250 mMr
Ka)x/ible 12 4acoB MMKOBBIE PABHOBECHBIE KOHLIEHTPALMU KJIAPUTPOMHLMHA B CHIBOPOTKE KPOBH
JOCTUTAJIUCh B Te€YEHUE 2-3 JIHEH U cOCTAaBISIN NpUOIM3UTenbHO | MKr/Mi. COOTBETCTBYHOIIME
NUKOBBIE KOHLEHTpauuu s A03bl 500 Mr kaxkaele 12 4YacoB COCTaBISIM OT 2 MKI/MI J10
3 MKr/mi1.

[lepuon nomyBeIBEI€HHS KIAPUTPOMHLIMHA COCTABIs 3-4 4Yaca mpu npueMe Tabietok 250 mr
Kaxaple 12 yacoB, HO Bo3pacTan a0 5-7 yacoB mocne mpuema 500 Mr kaxkasle 12 yacos.
MaxkcumanpHas paBHOBECHAs KOHLIEHTpaLUs OCHOBHOTO MeTtabonuta, 14-OH-kinapurpoMuniita,
cocraygeT 0koJio 0,6 MKr/mi, a mepro/ MOTyBBIBEACHHS TPU NpUeMe Tpenapara B Jo3e 250 mr
Kaxzaple 12 yacoB paBeH 5-6 yacoB. Ilpu mpueme kmaputpomunmHa B 103e 500 Mr kakable
12 yacoB MakcHMalbHas paBHOBECHast KOHLeHTpauus 14-OH-KIapuTpoMuULIMHa HECKOJIBKO BBILIE
(mo 1 MKI/mi1), a mepHoJ MOJTyBBIBEICHHS COCTABIISET OKOJIO 7 yacoB. IIpu mpuMeHeHHH 06enx
J103 PaBHOBECHBIE KOHLIEHTPALMK METa00IUTa OOBIYHO JOCTHTAIOTCS B TeUEHHUE 2-3 JTHEA.

[lpu mpumeHeHHH KnapuTpoMuIMHA B 03¢ 250 Mr kaxzapie 12 dacos mpumepro 20 % 10361



BBIBOJUTCS MOYKaMH B HeW3MeHeHHOM Buze. Ilpu mpueme knaputpomunmua B jgo3e 500 mr
KaXk/iple 12 4acoB MoYKaMM B HEM3MEHEHHOM BHU/IE BEIBOAUTCS TpuMepHO 30 % 10361, [ToueuHslit
KJIIMPEHC KJIAPUTPOMULIMHA CYIIECTBEHHO HE 3aBUCHMT OT A03bl U MPUMEPHO PaBeH HOPMaIbHOMN
CKOpOCTH KiTyOOouKkoBOH umbTparmu. OCHOBHBIM METabOJIMTOM, OMNpENEIseMbIM B MOYe,
siBisiercst 14-OH-knapuTpoMuLuH, 107151 Kotoporo coctasisiet 10-15 % ot 10361 (250 umu 500 mr
Kaxxable 12 yacos).

Hayuenmuor

Knaputpomuumu u ero meraGonur 14-OH-Ki1apuTpoMULMH GBICTPO MPOHMKAIOT B TKAHU W
KMJKOCTH Opranu3ma. TkaHeBble KOHIIEHTPAIMK OOBIYHO B HECKOJIBKO Pa3 BBILIE CHIBOPOTOYHEIX.

B Ta6III/ILIC MMPpUBEACHBI IIPUMEPBI TKAHEBBIX U CBIBOPOTOYHBIX KOHLICHTpaLII/Iﬁi

KonuenTpauuu
(250 mr kaxzpie 12 yacoB)
Bun tkaHu TkaneBble (MKI/T) CbIBOpOTOYHBIE (MKI/MIT)
MuHpganuHel 1,6 0,8
Jlerkue 8,8 1.7

V' JeTel, HyXIaBIIMXCA B IEPOPATBHOM JICYCHUH aHTUOMOTMKAMM, KJIAPUTPOMHIIMH
JAEMOCTPUPOBAJ BBICOKYK) OMOJOCTYNHOCTb, MPHU 3TOM MpOoduiIb ero papMakOKMHETUKH ObLI
CXOJIHBIM C TAaKOBBIM Y B3pOCIIBIX, NMPUHUMABLIMX Ty XK€ JIeKapcTBeHHYIO ¢opmy. IIpenapar
OBICTPO M XOpowO BcackiBaeTcst y JeTeil. [uia HECKOJIBKO 3aJepKUBAeT BCACHIBAHHE
KJIAapUTPOMHUIIMHA, OJJTHAKO HE OKa3bIBAaeT CYLIECTBEHHOIO BIMSHHS Ha €ro OMOJOCTYIHOCTE WU
(apMakoKHHETHYECKHE CBOMCTBA. PaBHOBecHEIE napaMeTpsl (bapMaKOKMHETHKH
KJIapUTPOMHUIMHA, NOCTUIHYTBIE 4epe3 5 aHel (aeesras 1o03a), Obun cieayrommMu: Crax —
4,60 mxr/mn, AUC — 15,7 Mkr.4/mit 1 Trmax — 2,8 4; COOTBETCTBYIOLIME 3HAYEHUS /I METabOIUTa
14-OH-knaputpomuniHa paBHsauch 1,64 Mkr/miu, 6,69 Mxr.u/man u 2,7 4 COOTBETCTBEHHO.
PacueTHble nepro/ibl MOy BBIBEICHUS KIAPUTPOMULIMHA U ero MeTabosuTa paBHstores 2,2 u 4,3
4aca COOTBETCTBEHHO.

Y MauueHToB Co CpeHUM OTHTOM Yepes 2,5 yaca 1ocie nprema nsatoi 103wl (7,5 MI/Kr Ba pasa
B CYTKM) Cpe/IHHe KOHUEHTPAIMHU KJIAPUTPOMUIIMHA U €T0 METabOoIuTa B KHUIKOCTH CPEIHETO yXa
cocraBuin 2,53 u 1,27 Mxr/r. KoHueHTpauuu mnpemnapata W ero MmeraGoiuTa B JBa pa3sa
MPEBOCXO/UIIH CBIBOPOTOYHBIE KOHLIEHTPALMH.

Hapywenue ¢pynkyuu nevenu

PaBHOBeCHBIE KOHLIEHTPALMK KJIADUTPOMHULIMHA Y ALMEHTOB C HApyLIEHHeM QYHKLIMH IeYeHH He
OTJIMYAKOTCA OT TAaKOBBIX Yy 3/[0POBBIX JIFOJEH, B TO BpeMs Kak KoHUeHTpauuu [4-OH-

KJIapUTpOMHLIMHA Obln Hike. CHIKeHKe oOpa3oBaHust 14-OH-K1apuTpoMuUIIMHA Y MALHEHTOB ¢



HapyleHueM (QYHKUMM MeYeHW MO KpaiHeW Mepe YaCTUYHO HMBEIMPOBANOCH YBEIMYEHHEM
MOYEYHOTr0 KIIMpeHca KIIAPUTPOMUIIMHA 10 CPABHEHUIO € TAKOBBIM Y 30POBBIX JIFOJEH.
Hapywenue ¢pynxyuu nouex

DapMaKOKMHETHKA KIapUTPOMUIIMHA H3MEHSIACh TAaK)Ke Y MALMEHTOB C HApyIIeHHeM (yHKIIHN
NOYEK, IMOJy4YaBIIMX [Mpernapar B IMOBTOPHBIX J03aX mo 500 Mr. V Takux MNaluUeHTOB
KOHLIEHTpaLlMK B IUIa3Me, TEPUOJ TMOJyBHIBEJCHUs, MakcuMmaiabHas KoHUeHTpauus (Cmax),
MUHMMaNbHas KOHUEHTpauus (Cmin) 1 AUC K1apuTpoMHULMHA U ero MeTabouTa ObUIM BHILIE,
4eM y 3710pOBBIX JoAeH. OTKIOHEHHS 3THX MapaMeTPOB KOPPETUPOBAIIM CO CTENEHBIO TOYEYHOH
HEJI0CTATOYHOCTH: MPH O0JIee BEIPaKEHHOM HapyIIeHUH QYHKLHMHU M0YeK pa3jinyus 6b11M Gosee
3HAYUTEIBHEIMU (CM. pazaen «Crnocod MpUMEeHEHHUS U J1035D»).

ITayuenmor nodxcunozo ospacma

Y NauMeHTOB MOXMIIOrO BO3pacTa KOHLEHTPAlUs KJIapUTPOMHUIMHA U ero Metabonurta 14-OH-
KJIApPUTPOMMLMHA B KPOBH OBlIa BEIIIE, @ BEIBEACHUE ME/UICHHEE, YeM Y IPYIIITBI MOJIOBIX FOAEH
(npy mpueme KIapUTPOMHMIIMHA B IOBTOPHBIX A03ax 1o 500 mr). OgHako mocne KOppeKIuu
pe3yJIbTaToOB C y4eToM MouyeyHoro kiupeHca kpearuHuHa (KK) He Obuto oTivumii B 06enx
rpynnax. Takum 00pa3oMm, OCHOBHOE BIMSHME Ha (PAPMAKOKUHETHYECKHE MMApaMeTphI
KJIApUTPOMMIMHA OKa3bIBaeT QYHKIMs MOUYEK, a He BO3PACT.

Iayuenmer ¢ MukobaxmepuaibHbIMU UHGeKYUsMU

PaBHOBeCHBIE KOHLIEHTpalMK KiapuTpomuinta u 14-OH-knaputpomununa y nanventos ¢ BUY-
MHEKLHMEH, NONTyyaBIIMX KIAPUTPOMULIMH B OOBIYHBIX 103aX (TaGNETKH IS B3pOCIHbIX,
CyCTIeH3Msl JUIsl I€TeH), OBLITH CXOJHBIMU C TAKOBBIMU Y 3[0POBBIX ojiel. OHAKO NMpH MpUEMe
KIIApUTPOMMIIMHA B Oojlee BBICOKMX J03aX, KOTOPBIE MOIYT MOTpeOOBaTbCs /1A JIEUEHHUs
MHUKOOAKTEpHaTbHBIX HHPEKLHHA, KOHLEHTPALMKH aHTUOMOTHKA MOTYT 3HAYHTETHHO MPEBBIIATH
OOBIYHBIE.

Y nereit ¢ BUY-undexumeit, NpuHUMAaBIINX KIAPUTPOMULMH B 103e 15-30 mr/kr/cyT B aBa
npuema, paBHOBECHBIC 3HAUEHUS Cmax 00BIMHO cocTaBIsIM OT 8 10 20 MKr/mu. OfiHaKo y eTeii ¢
BUY-undexumeit, nomyyapumx cycrneH3nio KIapuTpOMHLKHA B 103€ 30 MI/KI/CYT B 1Ba pHeMa,
Cmax mocturana 23 mxr/mia. Ilpu npueme npemaparta B Gojee BBICOKHX J03aX OTMEYANOCH
YATMHEHHE TMEpHUOZa TOJYBBIBEAECHHA [0 CPABHEHHIO C TAKOBBIM Y 3JI0POBBIX JIHOJEH,
MOJy4aBIINX KJIAPUTPOMHUUMH B OOBIYHBIX J03aX. [IOBBHIIIEHHE KOHUEHTpALMH B IJIa3Me H
YAIMHEHHE MEpHOAa TOJYBBIBEJCHUS NPH NPUMEHEHUH KIAPUTPOMMIMHA B 0OJiee BBICOKHX

J103axX CBS3aHO C HEJMHEHHON (papMaKOKHHETHKOM Mpernapara.



Ilokazauus k IIPUMEHEHH IO

I/IH(I)eKI_IPIOHHO-BOCHaJIHTCHI)HbIC 3&60HeBaHI/IH, BBI3BAHHBIC YYBCTBUTCJIbHBIMH K

KIIapUTPOMHULIMHY MUKPOOPraHU3MaMU:

MH(EKLNN HUKHHUX IbIXATETbHBIX [yTel (TaKue Kak GPOHXHUT, THEBMOHHS);

MH(EKLMK BEPXHUX JBIXaTe/bHBIX My Teil (Takue Kak (papuHIUT, CHHYCHT);

MHEKIMY KOXKH M MATKUX TKaHeW (Takue Kak (DOJUIMKYIHT, BOCIAICHHE [OAKONKHOM
KJIETYATKH, pOXKa);

AMCCEMMHMPOBAHHbBIC WM JIOKAIM30BaHHbIE MUKOOAKTepualbHble MH(EKLMH, BBI3BaHHBIC
Mycobacterium avium w Mycobacterium intracellulare; noKanu30BaHHBIE UH(EKIHH,
BEI3BaHHBIE Mycobacterium chelonae, Mycobacterium fortuitum n Mycobacterium kansasii;

OCTPBIA CPEITHUN OTHT.

IIpOTm;onomnamm

[oBbileHHas YyBCTBUTENBHOCTD K KJIAPUTPOMULIMHY, MAKPOJIMAAM M IPYTMM KOMIIOHEHTAM
npenapara.

OaHOBpeMeHHBIH MpUEM KJIAPUTPOMHLKMHA CO CJEAYIOIMMH MpenapaTaMu: acTeMU30l,
LM3anpy, MuMo3ul, Tephenaaunt (cMm. paszien « BzanmozaeicTBye ¢ ApyruMH IeKapcTBEHHEIMK
CPEICTBAMUY).

OnHOBpeMeHHBIH MPUEM KIAPUTPOMHULIMHA C JIOMUTANUAOM (cM. paszen «Bsanmoneiicteue ¢
JPYTHMHU JIEKAPCTBEHHBIMHU CPEJICTBAMKY ).

OzHOBpeMeHHBIA NpHeM KIapUTPOMHULIMHA C aTKATOMAAMH CIIOPBIHBH, HATPUMED, SPrOTAMHUH,
AWTUAPO3ProTaMuH  (cM. pasaen  «Bs3aumoneiicTBHe ¢ JApyrUMM  JeKapCTBEHHBIMHU
CPEICTBAMUY).

OZHOBpeMEHHBIA NpUEM KJIAPUTPOMULIMHA C MUA30J1aMOM /IS IepOPATbHOrO MPUMEHEHHUS
(em. paszen «B3aumoseiicTBUe ¢ IpyrHMH JIeKAPCTBEHHBIMU CPEICTBAMMUY ).
OZHOBpeMEHHBIH  NpUeM  KJIApUTPOMHUIMHA ¢  uHrubutopamu I'MI-KoA-peaykrassi
(cTaTMHAaMM), KOTOPBIE B 3HAYUTEIILHOM CTeNeHH MeTabomu3upytotes m3opepmentom CYP3A4
(10BaCTaTMH WM CUMBACTAaTHH), B CBSI3M C [OBBILIEHHEM pHMCKA MHONATHH, BKJIKOYAS
pabaomuonus (cm. paszen «BaaumoaeiicTBue ¢ ApyrUMHU IeKapCTBEHHBIMU CpEACTBAMUY).
OnHOBpeMeHHBIN NpHeM KIAPUTPOMHLIMHA ¢ KOIXUIMHOM (cM. pasaen «BsamMoneicTeue ¢
JAPYTHMHU JIEKAPCTBEHHBIMH CPEJICTBAMM® ).

OaHOBpeMeHHBIH NPHEM KIAPUTPOMULIMHA C THKArPETOPOM HIH PAaHONA3HHOM.

Ymumnenne unreppana QT B aHamHese  (BpOXIEHHOE WM npuodpeTeHHOe

3apCruCTpUpOBaHHOC YIJIMHEHUE HHTEpBaja QT) HJIA KCJITYAOYKOBasA apUTMUs, BKIIKOYas



KEITy/IOYKOBYIO TaXHKap/HIO THMa «muMpys™ (cM. pasgensl «OcoOble yKa3aHUS» U
«BzanmosielicTBYE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMM ).

Knaputpomuuys He ciielyeT npuUMEHSTh y NAUMEHTOB € 31€KTPOIMTHEIMH HApyLICHUSIMHU
(runokanuemMuell WM TUNOMarHMeMMeH) B CBS3M C PUCKOM YIMHeHMs uHTepBaia QT
(cm. pazaen «OcoOble yKazaHus).

Tsokenass  meveHoyHas HENOCTATOYHOCTH, [MPOTEKAIOWIAs OJHOBPEMEHHO C [IOYEYHOI
HEJJ0CTaTOYHOCTBIO.

XonectaTuyeckas KeNTyXa/TenaTHT B aHAMHe3e, pa3BUBIIMECA MPH  PUMEHEHHH
KJIapuTpoMuLKHa (cM. pazaen «Ocobble yKazaHusa» ).

Bpoxniennas HenepeHOCHMMOCTE  (PYKTO3BI, HEIOCTATOYHOCTh —CAaXapa3bl-M30MAIbTa3bl,
CHH/IPOM I'JIFOKO30-TalaKTO3HOH ManbabcopOLum.

[Topdupus.

[Tepuon rpyaHoro BckapMIiIMBaHus.

C 0CcTOpPOKHOCTBIO

[Toyeunas HeIOCTATOYHOCTH CPeIHEN U TAKENION CTEMEHH.

[leyeHoyHas HEAOCTATOYHOCTD CPEIHEN M TSKEIOH CTeleHN.

OJHOBpeMEHHBIH MpUEM KIApUTPOMHIMHA C GEH30/1Ha3eNIMHAMM, TAKUMH KaK arpa3osiam,

TpHa30/iaM, MH/Ia30/1aM /1JI1 BHYTPUBEHHOTO MPUMEHEHHs MU ISl HAHECEHUS HA CIM3MCTYIO

0001104Ky pTa (cM. pasaen «B3aumoseiicTBie ¢ ApYrUMK JIEKApCTBEHHBIMU CPEICTBAMED).

OZHOBpeMEHHBIH MpHeM C TpenapaTamy, KOTOpble MeTabONM3MpPYIOTCS M30(epMeHTOM

CYP3A, Hanpumep, kapOamasenuH, LHJIOCTA30, LUMKJIOCTIOPUH,  JAM30MUpPaMUJ,

METUIITNIPEIHU30JIOH, OMENpa3ojl, HEeNpAMbIE AHTHKOAryJSHTHl (Hanpumep, BaphapHH),

XUHUAWH, pudabyTuH, cunaenadui, Takpoaumyc, BUHOIacTHH (oM. paszen «B3anmozeiicteue

C APYTMMM JIEKAPCTBEHHBIMH CPEICTBAMM).

OZHOBpeMeHHBIH TpHeM ¢ npenapatamu, HHIyLmpylomumu usodepment CYP3A4,

Hanpumep,  pudamnuuuH,  Qenutomn,  kapGamasenuH,  QenoGapburan,  3BepoGoil

MPOABIPABICHHBIN (CM. pasaen «BsaumoaelcTBre ¢ IpyrUMH JIeKapCTBEHHBIMU CPEJICTBAMED ).

OzHOBpeMEHHBIH NMpUEM KIapUTPOMHMLIMHA CO CTATMHAMM, HE 3aBUCSLIAMM OT MeTaboIM3Ma
nzodepmenta CYP3A (Hanpumep, diiyBactatun) (cM. pasaen «B3aumopeiicTere ¢ JIPYTUMH
JIEKapCTBEHHBIMH CPEACTBAMMU ).

OnHoBpeMeHHBIH NpHeM ¢ GIOKATOpaMHM «MeJIEHHBIX» KalbLHEBBIX KaHAJIOB, KOTOpBIE

merabonusupytores  usopepmentom CYP3A4  (manpumep, BepamamMul, amIOJMITHH,

JIUIITHA3EM).



* O/HOBpeMEHHBIH MpPHUEM KJIAPUTPOMMLKMHA C MEPOPATbHBIMU AHTHKOATYISHTAMH MPAMOTO
ACHCTBUs, TAKHMU Kak naburatpaH, puBapokcadaH, anukcabaH, 0COOEHHO y MAaLMEHTOB C
BBICOKHMM PUCKOM Pa3BUTHUS KPOBOTEUYCHHIA.

e [laguenter ¢  umemuyeckoi  Gonesupto cepaua (MBC), Tsokenoit  cepaedHoii
HEI0CTAaTOYHOCTBIO,  HAPYLIEHUSMU  MNPOBOAMMOCTH WM  KJIMHMYECKH  3HAYMMOM
Opanukapaueil, a TakKe MAUUEHTHl, OJHOBPEMEHHO MPMHUMAIOLIME AHTUAPUTMHYECKHE
npenapatel [A knacca (xunuamH, npokauHamuna) v Il kinacca (modernnma, amuoaapow,
COTasoN).

e bepeMeHHOCTS.

o CaxapHblii nabert (npenapar CoAEpPKUT caxaposy).

IIpumenenne npu 6epeMeHHOCTH H B EPHO/ IPYAHOr0 BCKAPM/IMBAHMS

bepemennocmo

be3onacHocTs NnpuMeHeH!s KIapUTPOMHULIMHA [IPH GEPEMEHHOCTH HE yeTaHoBeHa. OCHOBBIBASACH
Ha pa3jM4HBIX pe3yibTaTaX, I10JYUYEHHBIX B MCC/IEJOBAHUIX Ha JKMBOTHBIX, 4 TAK)KE HA OIIBITE
MPUMEHCHHUS Y JIFOJIEH, HEJb3s1 MCK/IIOYMTh BO3MOXKHOCTH HEOIAaronpusiTHOrO BO3JAEHCTBUS Ha
sMmOpuoderanbHoe pasBuTHe. HekoTopele HabmonaTenbHble MCCIEIOBAHHUS, OLIEHHBAIOLINE
Bo3aercTBUe Knapurpomuuuua B I u I TpumecTpax GepeMeHHOCTH, BBISIBUITH MOBBILICHHBINH PUCK
CaMOIPOM3BOJILHOTO abopTa MO CPaBHEHMIO C OTCYTCTBHEM aAHTHOMOTUKOTEPANUM WM
MPUMEHEHUEM JIPYIHX AHTHOMOTHUKOB B aHAJIOTMYHBIE CPOKH OepemeHHOCTH. MMeromumecs
SMU/IEMHOJIOTHYECKHEe MCCIICIOBAHMS PUCKA CEPBE3HBIX BPOXKAEHHBIX MMOPOKOB Pa3BUTHS IPU
NPUMEHEHUU MAKpPOJIM/IOB, BKIIIOYas KIIApUTPOMULIMH, BO BpeMsl O€peMEHHOCTH AeMOHCTPUPYIOT
[IPOTUBOPEYUBBIE PE3YJILTATHI.

[IpumeHeHne K1apuTPOMHUIIMHA NP GepeMeHHOCTH (0COOEHHO B | TpUMECTpE) BO3MOKHO TOIBKO
B ClIy4ae, KOrJa OTCYTCTBYET albTE€pHATHBHAS TEpalus, a NOTEHLHUAIbHAs 0J1b3a [JIsi MaTepH
NPEBHIIAET NOTEHUUATBHBIA PUCK JIJIS TUTIO/1A.

Ilepuoo epyonozo ecxapmausanus

Bb110 ycTaHoBIEHO, YTO pebeHOK, HAaXOAAMIMICS Ha IPYAHOM BCKAPMJIMBAHMH, MOYXKET MOTYYHTh
okono 1,7% OT MaTepuHCKOW 03Bl KIApUTPOMHIMHA C MONPABKOM HA MAccy Tela MaTepH.
be3onacHOCTe NpUMeHeHHS KIApUTPOMHLIMHA Ul JAeTeil Ha TPyAHOM BCKAPMIIMBAHHM He
ycraHoieHa. [Ipu HeoOXoauMocTH mpueMa B MEPHOJ IPYAHOrO BCKAPMIIMBAHUS KOPMIICHME
rpyZABIO0 HEOOXOAUMO MPEKPATUTE.

Depmunbrocmo

MCCHC}IOB&HI/IH, NPOBCACHHBIC Ha KpPBICAX, MOKAa3aJIu OTCYTCTBUE BIIMSIHUSA Ha (bCpTI/UIBHOCTI:.
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Cnoco6 npuMeHeHHs M 103b1

HJISI [Iprue€éMa BHYTPb. FOTOByIO CYCIICH3HIO MOJXKHO IMPUHUMATh HE3aBUCHUMO OT MpHUeMa ITUILIH, B

TOM YHCJIE C MOJIOKOM.

[loAroToBKa K MCIONB30BAHUIO: BO (1)J'I3KOH MOCTENEHHO J00aBJIsIOT BOAYy 10 METKH H

BCTPAXMBAKOT A1 noiydenus 60mn wim 100 mu  cycmensuw, cogepkameit 125 mr
KJIapuTPOMHIIMHA B 5 M. ['OTOBYIO CYCTEH3MIO MOXHO XpaHHTh B TedeHue 14 cyTok mnpu
KOMHaTHOH Temmepatype (ot 15 no 30 °C). Ilepen KakablM NPHEMOM CYCTEH3HIO CIELYeT
XOpOIIO B30ONTATh.

Ho3a ipu HeMHKO6aKTCDPIaHI>HI>IX UHGEKIUIX

Pexomenayemas cyTouHas 03a CyCNeH3HWH KIAPUTPOMHUMHA TPH HEMHKOOAKTEpHATbHBIX
MH(DEKUMSX y eTeld cocTaBder 7,5 MI/Kr 2 pasa B ieHb (MakcumanbHas — 500 Mr 2 pasa B AHB).
OOGbr4Has AMMTENBHOCTE NeueHnss — 5-10 [HeH B 3aBMCMMOCTHM OT BO3OYAMTENS W TSKECTH
COCTOSTHUSL.

B Ta6JII/IIIC MPUBCICHBI PCKOMEHAALIMU 110 JO3UPOBAHHUIO Y JeTei ¢ Y4€TOM MacCChI T€Jia:

WMaoa Tt %o PasoBas 103a npu npueme 2 pasa B 1eHb, MJT
(7,5 mr/kr 2 pasa B eHb)
8-11 2,5
12-19 5
20-29 7,5
30-40 10

*V nereii ¢ maccoit Tena < 8 Kr 103y moaGuparoT no Macce (IPUMEPHO 7,5 Mr/kr
2 pasa B IeHb)

Jo3za npu MHUKOOAKTEpHAIBLHBIX l/IH(beKHI/IHX

Y zeteit ¢ AMCCEMUHNPOBAHHBIMHU MM JIOKAJI30BAHHBIMU MHUKOGAKTEPHATEHBIMKU HHMEKLSIMH
(M. avium, M. intracellulare, M. chelonae, M. fortuitum, M. kansasii) pekoMenIyemMas cyTo4Hast
A103a KJIapUTPOMMIMHA coCTaBiseT 7,5-15 Mr/kr 2 paza B JeHb M He J0JDKHA IPEBHIIATH
MaKCHMaJbHYIO 103y, cocTansomyo 500 Mr 2 pasza B CyTKH.

Jleuenue K1apuUTPOMMIIMHOM ClIEYET MPOAOIKATE [0 TeX MOP, MOKA COXPAHACTCS KIMHUYECKHUIA
sddekr. Knapurpomuuun crieyer HasHauyaTh B KOMOMHALWMH C JPYTHMH aHTHMHUKPOGHBIMH
npernaparaMu, aKkTUBHBIMM B OTHOLIEHUH JaHHBIX BO30YAUTENENA.

B rabmuie npuBeneHsl pekoMeHZALMM MO [03MPOBAHMIO y J€Tel ¢ MUKOOAKTEpHAIBHBIMH

I/IH(I)CKIII/IXMI/I C Y4€TOM MacCcChl TeJia:

Macca Tena*, kr PazoBas 103a npu npueme 2 pasa B JieHb, MJI
7,5 mr/kr 2 pa3za B IeHb 15 mr/kr 2 pasa B 1eHb
8-11 2.5 5
12-19 5 10
20-29 75 15
30-40 10 20
* V niereii ¢ Maccoii Tena < 8 kr 103y noaéuparot no macce (7,5-15 Mr/kr 2 pasa B 1eHb)
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Jo3a Ju1sl NalMeEHTOB ¢ HAapYIICHUEM d)VHKLII/II/l IMMOYECK

Y pereit ¢ KK menee 30 mu/mun/1,73 M? 103y KIapUTPOMMIMHA ClEIyeT CHH3WTH BBOE
(Hanpumep, 125 mr B aeHb uam mo 125 mr 2 pasa B aeHb npu Goslee TSOKENBIX MHpeKUusx). B
TaKuX Cly4yasX Kypc JCUeHHs HE JOJDKEH MpeBblaTh 14 aHeH, XoTs 0ObIYHAs UIMTEIBHOCTH

JieyeHus coctapuseT 5-10 gHeit.

IToGouHnoe neiicTBUE

Knaccudukauus noGouHeIx peakuuii no yactore pa3BuTUs (KOJIMYECTBO 3apervCTPUPOBAHHBIX
CIIy4aeB/KOJIMYECTBO MAlMEHTOB): O4yeHb 4acto (>1/10), wacto (>1/100, <1/10), Hewacto
(=1/1000, <1/100), yacToTa Heu3BecTHa (110GOYHBIE SGPEKTHI U3 OMBITA MOCTPErUCTPALIHOHHOTO
MPUMEHEHHSI; 4YaCTOTA HE MOXKET OBITh OLIEHEHA Ha OCHOBE UMEIOLIMXCS JaHHBIX).

Alnepruyeckue pCaKuu

YacTo: ChInb.

Heuacto: anapunakrouanas peakuus', runepuyBCTBHTEIBHOCTD, fepMatut GynnesHslit', 3y,
KpanuBHULA, MAKyJIO-TaMy1e3Has ChIMb-.
Yacrora HeusBecTHa: aHaduIAKTHYECKas pPeaKius, AHTHOHEBPOTHUYECKUH OTEK, Cephe3Hble
KOXKHbIC He)KelaTe/IbHble peakuMy (HampuMep, OCTPbI reHepalu30BaHHBIM SK3aHTEMATO3HbIH
myctynes), cuHapom  CTuBeHca-JKOHCOHA, TOKCHYECKMH  SNMAEpPMaibHBIH  HEKPOIHU3,

JIeKapCTBEHHAsl ChIMb ¢ 503UHOGUINEN U cucTeMHOM cumnTomaTukoii (DRESS-cunpom).

Co CTOPOHEI HEPBHOW CUCTEMBI

Yacmo: ronoeHas 06016, 6€CCOHHULIA.

Heuacmo: mnoTeps co3HaHus', AUCKUHE3ws', FOJIOBOKPY)KEHHE, COHJIMBOCTb, TpPEMOp,
0eCroKONHCTBO, MOBBIIEHHAS BO30YAMMOCTD".

HYacmoma meuzsecmua: Cynopord, NCHXOTHYECKHE DPAaCcCTPOMCTBA, CHYTAHHOCTh CO3HAHHS,
ACTepCOHANN3aLMs, [ETPECCUs, JIE30PUEHTAalMs, Ta/UIOLUMHALMK, HApPYLIEHUS CHOBUCHUMH

(((KOLHMaprIC)) CHOBI/IIIGHI/U[), mapecTe3us, MaHUA.

Co CTOPOHBI KOMKHEIX IIOKPOBOB

Yacmo: UHTEHCHUBHOE IMOTOOTACJ/ICHUE.
Yacmoma neusgecmua: akHe.

Co CTOpPOHEI MOYEBBIICIUTEIbHON CUCTEMBI

Yacmoma neuzéecmna: novevyHas HeJJ0CTATOYHOCTh, HHTEPCTULMATBLHBIN HEDPUT.

Co cTopoHEI 00MeEHa BCLICCTB U INHTAHUA

Heuacmo: AHOPEKCHUsl, CHU)KCHHUEC aIllleTUTa.

Co CTOpPOHEI OIMOPHO-ABUIATE/ILHOIO arnmnapara
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Heuacmo: mpie4Hsiii CHa3M3, KOCTHO-MBIILICYHAas CKOB&HHOCTI:I, MHa.IIl"I/Dlz.
*
Yacmoma neuzeecmua: pa6110M140nn32 , MUOITIaTHUs.

Co CTOPOHEI IMUIIEBAPUTENBEHON CUCTEMEL

Yacmo. nuapes, ppoTa, TUCIIETICHS, TOLWIHOTA, 60OIb B 00IaCTH KHBOTA.

Heuacmo: »30darut’, ractpossodareanshas pedmokcHast 6071e3HB, racTPHT, TPOKTANIUs>,
CTOMATHT, IJIOCCUT, B3JyTHE JKMBOTA', 3aII0p, CyXOCTh BO PTY, OTPIKKA, METEOPU3M, XONecTas?,
TEIaTHT, B TOM YHCIIE XOJIECTATHIECKUI U renaToLe/LTHOIApHBIA*,

Yacmoma neuseéecmua: OCTpHIA MaHKPEATHT, U3MEHEHHWE LBETA A3BIKA M 3yOOB, MeYCHOYHAs

HEAOCTAaTOYHOCTh, XOJIECTaTUYECKas KeJTyXxa.

Co CTOPOHBI IBIXAaTEJILHOW CUCTEMBI

Heuacmo: actma', HOCOBO€ KpoBOTeUeHHe?, TPOMGOIMGOIHS IErOUHO#H aprepun’.

Co cTOpOHBI OpraHoB YYBCTB

Yacmo: TUCTER3USL.
Heuacmo: BepTuro, HapylieH#e CiyXa, 3B0H B yIIax.
Yacmoma neuzeecmna: riryxoTa, areB3us (moTeps BKYCOBBIX OLIYIIEHH), TAPOCMHKsI, aHOCMHUSL.

Co CTOPOHEI CEPLIEYHO-COCYIUCTON CUCTEMBI

Yacmo. Ba3oaMIaTamus' .

. I 1
Heuacmo: ocranoBka cepaua', ¢pubpumisiuus npeacepauit', yammuenue wntepsana QT Ha
37IEKTPOKAPAMOrpaMMe, SKCTPACUCTONUA', OlTyIeH e cep/eCHeHH .
Hacmoma neuseecmnua. xemyl0uKoBas TAXMKApAKs, B TOM 4MCIIe THIIA ITHPYITY, GHOPHIIALIS
ey I0YKOB, KPOBOTEUCHHE.

JlaGopaTopHble moka3aTeau

Yacmo: OTKIOHEHHE B IEYEHOYHOM Npobe.

Heuacmo: moBbilIeHNe KOHIEHTPALMK KPEATHHHHA', TOBBIIEHUE KOHUEHTPALMH MOYEBHHSI
M3MEHEHHE OTHOIIEHMs anbOyMUH — ri1o0ynuH', neiikonenus, HeidTponeHus’, 503uHOpUIHS ",
TpomGoLUTEMHUS®, TMIOBBILLIEHHE aKTUBHOCTH: aJlaHMHaMHMHOTpaHchepasbl (AJIT),
acnapratamuHoTpancoepasel  (ACT), rammarmyramuntpancdepasst  (ITT)Y,  menounoii
docdaraszer (ID)*, nakrataernaporenassr (JIA).

Hacmoma  neuséecmna:  arpaHylIOLMTO3, TPOMOGOLMTONEHMS, YBEIHYCHHE 3HAYEHHSA
MEXIYHapOAHOr0 HOpManu30oBaHHOro otHowenus (MHO), yanuHeHwe mPOTPOMOUHOBOTO

BpPEMEHH, UBMEHCHHUE LIBETA MOYH, IMOBBIILIEHUE KOHLUCHTpalUruu 6mmpy6m{a B KpOBH.

OO0mwme paccTpoiicTRa

Ouenv yacmo: HreGUT B MeCTE HHBEKIIUH .

Yacmo: 6076 B MeCTe MHBEKIMH ', BOCTIATIEHHE B MECTE MHBEKIIMU .
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Heyacmo: wuenomoranue’, TMIIEPTEPMUS’, AaCTEHHs, OO0Jb B rpyaHoit  knerke!, 03HOGY,

yTOMHHCMOCTL4.

HHd)eKHI/IOHHbIC 1 napasuTapHele 3a00J1eBaHus

Heyacmo.: UenMOIUT', KaHAMI03, TaCTPOIHTEPHUTS, BTOpPUYHbIE HMHQpEKUHH (B TOM YHCIE
BarMHabHEIE) .

HYacmoma neuseecmua: nceBIOMeMOPAHO3HBIN KOJHUT, POXa.

[Ipeanonaraercs, 4To 4acToOTa, THIT U TSKECTh HeXeNaTeNbHBIX Peaklyil y JeTeil Takast ke, Kak y
B3POCIIBIX.

ITayuenmur ¢ nooasnennviv ummynumemom

Y mauuentos co CIIM[Iom u ApyruMu HMMyHOEDULMTAMH, MOTYYAIOIMUX KIAPUTPOMULIAH B
Oollee BBICOKMX [103aX B TEYEHHE JUIMTEIBHOTO BPEMEHH IS JICYeHHUSI MHKOOaKTepUalbHBIX
MH(EKLUHA, YacTO TPYAHO OTIMYMTE HeKelaTelbHble 3G deKTr npenapara oT cumnToMos BUY-
MH(EKLMN WK COMYTCTBYIOIIErO 3a001€BaHHs.

Hanboree yacTbiMn HexenaTeIbHBIMU SIBICHUSAMH Y MALMEHTOB, PUHUMABIINX CYTOUHYIO A03y
KIIapuTpoMHLIMHa, paBHyto 1000 mr, 6b11M: TOIIHOTA, PBOTA, H3BpAIEHHE BKYCa, 60Ib B 061aCTH
KUBOTa, JMapes, ChIllb, METEOPU3M, OJIOBHAs 0Ok, 3arop, HApyLIEHHWE CIyXa, MOBBIIICHUE
akTuBHOCTH ACT 1 AJIT B kpoBH. Taroke 0OTMeYaNHCh Cllydyau HeXeaaTebHbIX SBICHHH ¢ HU3KOI
4acTOTOH BOBHUKHOBEHHS, TAKHE KaK OJIBINIKA, DECCOHHMIIA ¥ CYXOCTh BO PTY.

Y NalUeHTOB ¢ MO/IaBIeHHBIM HMMYHHUTETOM MPOBOMIM OLIEHKY 1a6opaTOpHBIX MoKasaTeleil,
aHaM3UPYys WX 3HAYUTEIIbHBIC OTKJIOHEHHS OT HOPMBI (Pe3KOe MOBBIIICHHUE WM CHIKeHue). Ha
OCHOBAHHH JIaHHOTO KpUTEpHUs y 2-3 % MallMeHTOB, NOTyYaBIIMX KJIAPUTPOMHULIMH B 103¢ 1000 Mr
©XKEeJHEBHO, OBLIO 3aperHCTPUPOBAHO 3HAYUTENbHOE MOBBIeHUe akTHBHOCTH ACT u AJIT B
KPOBH, a TAK)K€ CHI)KEHHUE YHCIIa JIEHKOLMTOB U TPOMOOLMTOB. Y HEGOJIBIIOrO YKC/Ia MALUEHTOB

TaKxkKe OBIIO0 3apETUCTPUPOBAHO MMOBBILLIEHUE KOHUEHTpPALHWKU OCTATOYHOI'0O a30Ta MOYEBUHHI.

*B  HeKoTOpBIX COOOMIEHHAX © paGIOMHONHM3e KIAPHUTPOMMIHMH MPHHHMAICH COBMECTHO ¢ JOPYTUMHU
JICKapCTBEHHBIMU TPENapaTaMy, ¢ MPUEMOM KOTOPBIX, KaK H3BECTHO, CBA3aHO Pa3BUTHE PaGAOMMONM3A (CTATHHBI,
(GuGPaTHI, KOIXULIMH WIH aJJIOMyPUHON).

" CooblueHnst 0 AaHHBIX MOGOYHBIX PEAKUUAX ObLIH TNOJly4YeHbl BO BpeMsl NpHMeHeHus mnpenapara Kmaumn®,
MHOGUIU3AT UTA IPUTOTOBIEHUS PACTBOPA [T HHAY3Hil.

2 CooGlieHust 0 1aHHBIX MOGOYHBIX PEAKUHUIX ObLTH TOJTyYeHbl BO BpeMs NpuMeHeHus nperapara Knammun® CP,
TabJIeTKH € MPOJIOHTMPOBAHHEIM BBICEOGOKIEHHEM, TOKPBITHIE UIEHOYHOH 060I0UKOIL.

* CooGIeHHs 0 JaHHBIX 0GOYHBIX PeaKIHsX GBITH MOTYeHB BO BpeMs NpuMeHeHus npenapara Knauun®, rpanymsr
JULA IPUTOTOBJIEHHSA CyCHEH3MH [UTS TIPUEMA BHY TPb.

# Coobiennss 0 NaHHBIX MOGOYHBIX PEAKUMAX OBUIH MONyYEeHbI BO BpeMs NpuMeHeHus npenapara Kmanun®,

TalNeTKH, MOKPBITHIE IIEHOYHOI 0607104KOii.
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Ilepeno3upoBka

CHMIITOMBI: IpUeM 60JIBIION 03b1 KIAPUTPOMHULMHA MOXKET BBI3BIBATH CUMIITOMbI HApyIICHH
CO CTOPOHBI JKEITY J0YHO-KHIIEYHOTO TPAKTA.

Y oaHOro mnauueHta ¢ OWMONAPHBIM PACCTPOMCTBOM B aHaMHe3e TMocie mpuemMa 8 r
KJIApUTPOMMLIMHA OMMCAHbl U3MEHEHMS NICUXUYECKOTO COCTOSHMUS, MapaHOMIaIbHOE MOBEEHHE,
TMITIOKAJIMEMUS ¥ TUIIOKCEMMS.

Jleyenue: npu nepeno3npoBKe cieyeT yaanuTe HeabcopOMPOBaHHbIH MpeNapaT U3 XKelyI04HO-
KHIIEYHOTrO TPaKTa (NPOMBIBAHKE XKeTyaKa, IPHeM aKTUBHPOBAHHOIO YISl M Jp.) M MPOBECTH
CHUMIITOMAaTUYECKYlO Tepanuio. ['eMonuanu3 ¥ mNepUTOHEANbHBIM [JUalli3 HE OKA3bIBAIOT
CYLIECTBEHHOI'O BIIMSIHKS Ha KOHLEHTPALMIO KJIapUTPOMUIMHA B CHIBOPOTKE, YTO XapaKTEPHO H

AJIs APYTHX MpernapaToB rpyIbl MAKpOJIUIOB.

B3aumopneiicrBue ¢ APYIrHMH JICEKAPCTBEHHBIMHU CpeACTBAMHU

[Ipumenenue CICAYIOUIMX IpenaparoB COBMECTHO € KJIAPUTPOMUIMHOM MPOTHUBOIIOKA3aHO B

CBA3U C BOBMOYKHOCTBIO Pa3BUTHUSI CEPHE3HBIX M0O0UYHBIX 2 hEKTOR:

Luzanpuo, numo3uo, meppenadun u acmemuzon

[Ipu coBmecTHOM mpueMe KIapUTPOMHLMHA C LM3ANPUIOM, MHMMO3HMAOM, TepheHaAUHOM WIH
acTeMH30JI0M COO0WIANOCH O MOBBIIEHUH KOHLEHTPALMH [I0C/IEHHX B IIa3Me KPOBH, YTO MOYKET
MpUBECTH K YANMHeHHIO wuHTepBana QT ¥ MOABICHHIO CepACYHBIX APUTMHM, BKIIKOYas
JKEJTyJ0YKOBYIO TaXUKapuio, GUOPUIIALHMIO XKeTy JOUKOB U JKETyJA0YKOBYIO TaXMKapAMIO THIA
«nupyast» (cM. paszzen «[IpoTuBonokazanusy).

Ankanoudwr cnopuvinou

[locTperucTpaunonnble HCCNEIOBaHUsS TMOKA3bIBAIOT, YTO [PH COBMECTHOM HNpPUMEHEHHH
KJIApUTPOMHIIMHA C S5PrOTAMUHOM WIIH JIMTHAPOIPrOTAMMHOM BO3MOXHBI ClieytoLnue 3G deKTsl,
CBs3aHHBIC C OCTPHIM OTPABJICHWEM MpenapaTtaMy IPpyIIbl SPrOTAMHHOB: COCYAMCTHIM Crasm,
MIIEMHA KOHEYHOCTEH W JpYruX TKaHeH, BK/IIOYas UEHTPAIbHYIO HEPBHYIO CHCTEMY.
OZaHoBpeMeHHOE TPUMEHEHNE KIAPUTPOMHULIMHA  AIKATOMIOB COPBIHBY POTHBOMOKA3AHO (CM.
paszen «lIpotuBonokazanusy).

Muoasonam ona nepopanvrozo npumenenus

[Ipu coBMecTHOM MpUMEHeHHH MH/Ia30/1aMa M KJIapuTpoMuLKHa B popme Tabaetok (500 mr asa
pasa B 1eHb) oT™Mevanoch ysenuyenue AUC muaasonama B 7 pas 1ocjie NepopaibHOro npHeMa.
OZAHOBpeMEHHBIH NpHEM KIAPMTPOMHIMHA C MHIA30J1aMOM JUIS MEpPOPaTbHOrO MPUMEHEHHS

MPOTUBOMNOKa3aH (cM. pasaen «IIpoTuBonokazanus»).
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Hunzubumoper I'MI™-KoA-pedykmaszvr (cmamuni)

OnHOBpeMeHHBIH — NpUeM  KIAPUTPOMHULMHA € JIOBACTATMHOM WM  CUMBACTATHHOM
NpoTUBOMNOKa3aH (cM. paszaen «lIpoTuBomokasaHus») B CBSA3M C Te€M, YTO JaHHBIE CTATHHBI B
3HAYUTENBHOW cTemeHn Merabonmsupyrores uzopepmerntom CYP3A4, U coBMecTHOe
MPUMEHEHHE C KIIAPUTPOMULMHOM TOBBIIIAET UX CHIBOPOTOYHBIE KOHLEHTPALIMHU, YTO TIPUBOJIUT
K TOBBIMICHMIO PUCKAa Pa3sBUTHsS MHONATHUM, BKMOuYas padaomuonn3. Coobmanock o ciyyasx
pablOMHONM3a Y TALMEHTOB, NPUHUMABIIMX KJIAPUTPOMHMIMH COBMECTHO C JAHHBIMH
npenaparamu. B ciyyae Heo6X0AMMOCTH NPUMEHEHHS KIAPUTPOMHULMHA CJEAyeT MPEKPaTHTh
MpHUeM JIOBACTATHHA UJIM CHMBACTaTHHA Ha BpeMs TepaIiu.

KrnapurpoMuuuH crielyeT NpuUMEHSTh ¢ OCTOPOXKHOCTBIO MPU KOMOMHHUPOBAHHON TEparnm ¢
APYTMMH CTaTHHaMu. B ciy4yae HeoOXOAMMOCTH COBMECTHOrO TpHEMa peKOMEHIyeTcs
NPUHUMATh HAUMEHBIIYIO /103y cTaTHHA. PekoMeH1yeTcsl IPUMEHSITh CTATHHEI, HE 3aBUCALIME OT
metabonmzma usodepmenta CYP3A (mampumep, ¢uyBactatun). CieayeT KOHTPOIMPOBATH
pa3BUTHE NPU3HAKOB U CUMIITOMOB MHOIIATHH.

Jlomumanuo

OnHOBpeMEHHBIH MPUEM KIAPUTPOMMIMHA C JIOMHUTAlMIOM [POTHBOMOKA3aH M3-32 pHCKa
CYLIECTBEHHOIO TOBBILICHUS AKTUBHOCTHM TpaHCAaMHUHA3 B IUla3Me KpPOBM (CM. pasjen
«IIpoTuBoNOKazaHUY).

BiusiHue apyrux JICKapCTBEHHBIX MPENapaToB HA KJIAPUTPOMUIIWH

JlauHple  HaOmofieHMH  MOKasand, 4YTO COBMECTHOE [PMMEHEHHE Aa3UTPOMHIMHA  C
TUIPOKCHUXTIOPOXMHOM Yy TMAlMEHTOB C PEBMATOWIHBIM apTPUTOM CBS3aHO C MOBBIEHHBIM
PUCKOM  CepIeYHO-COCYIUCTHIX COOBITHH M CepAeYHO-COCYAMCTOM CcMepTHOCTH. W3-3a
BO3MOXXHOTO @HAJIOTUYHOIO0 pPUCKAa MpH NPUMEHEHMH APYTHX MaKpOJMIOB B COUYETAHUU C
TUAPOKCUXITIOPOXMHOM MIIH XJIODOXHUHOM CJIEYET TIIATEIbHO B3BECUTH COOTHOIIEHUE MOJB3BI U
pUCKa, TMpexJae 4YeM Ha3Ha4yaTh KJIAPUTPOMHLMH JIHOOBIM MalMeHTaM, [PUHUMAIOIIUM
THIPOKCUXJIOPOXUH UITH XJIOPOXHH.

[Ipenapatel, sensrommecs ungykropamu nsodepmerra CYP3A (manpumep, pubaMmuim,
(enuronn, kapGamazenun, GeHoGapOuTa, 38epoGOi NPOABIPABIEHHBII), MOTYT HHIYLHPOBATE
METaboM3M KIaPUTPOMHULIMHA. DTO MOKET IPUBECTH K CyOTepaneBTHYeCKOH KOHIEHTPALHH
KJIapUTPOMHULIMHA, YTO MPUBOJMUT K CHWXKEHHIO ero sbdekrusHoctr. Kpome Toro, Heo6xoaumo
HaOMI0/1aTh 3a KOHLEHTpauue#l mHaykTopa usodepmerta CYP3A B miasme KpoBH, KOTopas
MOJKET TOBBICHTECS W3-3a WHrMOMpoBanus uzodepmenta CYP3A knapurpomuumuom. Ilpu
COBMECTHOM MpPUMEHEHMH pudabyTHHA W KIAPUTPOMHMLMHA HaOMONANOCh TIOBBIICHHE

[UIa3MEHHOM KOHLCHTpaluu qu)aGyTHHa U CHHXXCHHC CBIBOpOTO'-IHOﬁ KOHIEHTpaluu
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KJIapUTPOMMLIMHA C MOBBILIEHHBIM PUCKOM Pa3BUTHs YBEUTA.

Crenytomue mnpenapaTsl 00JaJalOT [I0KA3aHHBIM MM TpPEANONaracMblM  BJIMSHHEM Ha
KOHLIEHTPALMIO KIAPUTPOMULMHA B IJ1a3Me KPOBH; B CIyyae UX COBMECTHOTO TPUMEHEHMS C
KIIADUTPOMHILIMHOM MOJXKET MOTPeOOBaThCsA KOPPEKLMS 03 WM MEepeXoj Ha aJbTepPHATHBHOE
JIeYEeHHe.

Opasupens, nesupanun, pugpamnuyun, pupabymun u puganenmun

CunbHble MHIYKTOPBl CHCTeMBl LMTOXpoMa P450, Takue kak 5haBUpeH3, HEBHpAIIHH,
pudamnuuuH, pudabyTHH M pUQaneHTHH MOTYT YCKOPATh METabonM3M KIapUTPOMHIIMHA U
TaKHM 00pa3oM MOHMKATH KOHLEHTPALMIO KJIAPUTPOMMLIMHA B IJ1a3Me U BMECTE C TeM MOBBIIIATE
KOHLEHTPALHIO 14-OH-knapurpomuiinHa — MeTabouTa, TaKOKe SBJISIFOLLIETOCS
MHUKpPOOHOIOTUYECKH aKTHBHBIM. [Tockonbky MHUKpOOHOIOrHuecKas aKTUBHOCTh
KnapuTpomuirHa ¥ 14-OH-k1apurpoMuIMHa OTIMYaeTCS B OTHOLUCHUH Pa3/IMYHBIX GaKTepHid,
TEPANeBTHYECKUN 3P(EKT MOKET CHUIKATBCS [IPU COBMECTHOM MPUMEHEHUHU KIAPUTPOMMIIMHA H
HUHIYKTOPOB (hepMEHTOB.

Ompasupun

KoHueHTpauus Kn1apuTpoMULIMHA CHUXKACTCS TIPU UCTIONB30BAHUM 3TPABUPUHA, HO TOBHIIIACTCS
KOHLEHTpalus: akTMBHOro metabonura 14-OH-knaputpomuimna. Ilockoneky — 14-OH-
KIIApUTPOMHULIMH 0071a1aeT HU3KOH aKTHBHOCTBIO 110 OTHOLIEHHMIO K MHpeKuuaM Mycobacterium
avium complex (MAC), MOXKeT MEHATBCs 00IIasi aKTHBHOCTh B OTHOIIEHUH 3THUX BO30YAUTENEH,
noaromy s sieyeHuss MAC cnefryet paccMaTpuBarh ajbTePHATUBHOE JIEUEHHUE.

Dnykonazon

CosmecTHbIH npueM ¢urykoHaszona B 103e 200 Mr eKeTHEBHO ¥ KJIAPUTPOMMIIMHA B 103e S00 Mr
ABa paza B JeHb y 21 310poBoro n00poBOJbIA MPUBEN K YBEJIMYEHUIO CPEIHEr0 3HAYEHHS
MHUHHUMAJIbHOW PaBHOBECHOM KOHUEHTpauuu kiapurpoMuuuHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. [IpH 5TOM COBMECTHBIH TNpHEM 3HAYMTENBHO HE BIMS Ha CPEIHIOK
PaBHOBECHYIO KOHLEHTpalMiO akTHBHOro Mmetabonaura 14-OH-knapurpomunmna. Koppekiws
J03bl KJIIAPUTPOMHLIMHA B CIy4Yae COMyTCTBYIOMIEro MpreMa (IiyKoHa3osa He TpedyeTcs.
Pumonasup

DapMaKOKHHETHYECKOE HCCIIeIOBAHHIE TMOKA3allo, YTO COBMECTHBIM MPUEM PUTOHABHpPA B 03¢
200 Mr kax/ple BOCEMb YacOB M KIAapUTPOMHULMHA B 103¢ 500 Mr kaxble 12 4acoB mpHBen K
3aMETHOMY T0JIaBICHHIO MeTab0IM3Ma KIapUTPOMHIIMHA. [Ipn COBMECTHOM MpueMe puToHaBUpa
Cmax K1apuTpoMuLMHA yBenuuniack Ha 31 %, Cmin yBenuuunack Ha 182 % u AUC yBenuumnach
Ha 77%. bBbIIO OTMEYEHO NpaKTHYECKM [MOJHOE TMoJaBieHue obpazoanus 14-OH-

KJIapuUTPOMHUIIMHA. Bnaroz{apﬂ IUPOKOMY TEPaAN€BTUYCCKOMY JIHAIa30HY KIIapuTpOMHULIMHA
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YMCHBUICHHE €ro 03kl y NMAaLKeHTOB C HOPMAJbHON MouyedyHol (yHKimed He Tpebyercs. Y
MalHMEHTOB C MOYEYHON HEJOCTATOYHOCTBIO LIENECOOOPA3HO PACCMOTPETH CJIEAYIOIME BAPUAHTE
Koppekuu# 103bl: 1ipu KK 30-60 M1/MuH 1032 KIapUTPOMULIMHA JOJKHA OBITH YMEHBIIEHA Ha
50 %; mpu KK menee 30 Mi1/MHH 1032 KIapUTPOMMUMHA J0/KHA OBITH yMeHblueHa Ha 75 %.
PutoHaBup He crienyeT COBMECTHO MPUHUMATE C KJIAPUTPOMULIMHOM B 033X, MPEBHIIAIOMKX | T
B JICHb.

CXozHble KOPPEKLMHU [103 JOJDKHEI PaCCMATPHBATBCS y MALMEHTOB CO CHWKEHHON (yHKLHeEH
MOYCK, €CIIM PHUTOHABUP MCIONB3yeTCs KaK (apMaKOKMHETHYECKHH «YCHIUTENb» IpH
MPUMEHEHHH APYTHX WHrUOUTOpOB npoTeassl BHUY, Bkitoyas arasaHaBup M cakBHUHABHp (CM.
noapaszen «JIByHanpapieHHOE B3aUMO/ICHCTBHE JIEKAPCTBY ).

HeiicTBHe KJIIApUTPOMULIMHA HA APYTUEC JIEKAPCTBEHHEIE IIPEIapaThbl

Anmuapummuueckue npenapamol (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HMKHOBEHME 3KENyJIOUKOBOM TaXMKapAMM TUMA IHPYIT» IIPU COBMECTHOM
MPUMEHEHUH KJIapUTPOMHULIMHA U XUHUMHA WM Ausonupamuza. [Ipu oqHoBpeMeHHOM Npueme
KIAPUTPOMMIMHA € OTHMM T[perapatamMd CJIeAyeT peryaspHO MPOBOAUTH KOHTPOIb
5JIEKTPOKApMOTpaMMbl  Ha  NpeaAMeT yBenuuyeHus wuHTepBana QT, a Takke crieayer
KOHTpPOJIMPOBATh CHIBOPOTOYHBIE KOHLEHTPALMH STHX Mpernaparos.

Ipu moctperncTpaumonHom nMpuMeHeHH COOOIIANIOCE O CIyYasX Pa3BUTHs MMIOTTHKEMHH MPH
COBMECTHOM TMpHEME KIAPUTPOMHLIMHA M au3onupamuaa. HeoOXoauMo KOHTPOIMpOBaTh
KOHIEHTPALMIO TJIOKO3bl B KPOBH MpPHU OJHOBPEMEHHOM IPUMEHEHHMH KIaPUTPOMHLMHA MU
JAU30MMUpaMua.

Ilepopanvuvie 2unoznuxemuieckue cpedcmea/uncynun

[Ipy coBMecTHOM MpUMEHEHUH KITAPUTPOMUIIMHA U IEPOPAIBHBIX THITONTMKEMUYECKHX CPEICTB
(HarpuMep, MpOM3BOAHEIE CYNbGOHUIMOYEBUHBI) W/MIM MHCYTMHA MOXKET HaOIIONaThes
BBIPAKCHHAS TUIOTIMKeMHUs. OAHOBPEMEHHOE NMPUMEHEHHE KIAPUTPOMMIIMHA ¢ HEKOTOPBIMH
TUIOTTIMKEMHYECKUMH  TIperapaTaMi  (HalpuMep, HATerJIMHUJ, MHOTIIMTA30H, pPENariuHug |
POCHIINTA30H) MOKET NPUBECTH K MHIHOMpOoBaHHIo usopepmerta CYP3A K1apuTpOMULIMHOM, B
pe3yJibTaTe 4Yero MOXET Pa3BUTHCS THIOTIMKEMHUs. PekoMeHayeTcs TIaTenbHbIi KOHTPOJb
KOHLIEHTPALIUH TITFOKO3BI.

Bszaumooeiicmeus, o6ycnoenennvie usopepmenmom CYP3A

COBMECTHBIN MpHEM KIAapPUTPOMHUIMHA, KOTOPBIM, KaK H3BECTHO, MHIHOHpYeT n30(hepMeHT
CYP3A, u npenapatos, nepuyHO Metabonusupytomuxcs uzodepmentom CYP3A, moxer
acCOLMUPOBATECA C B3aHMHBIM TOBBIICHHEM HMX KOHLEHTPALMH, YTO MOXET YCHIIMTh WIH

MPO/UIMTE KaK TepaneBTHYecKHe, Tak W mobounble sddektsl. Knapurpomuuun cneayer c
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OCTOPOXKHOCTBIO MPUMEHSATH MAalMeHTaM, MOJIyYaroluM MpenapaThl, BJISIOLIKECs CyOCTpaTaMu
nsoepmerra CYP3A, ocobeHHO ecii 5TH npenapaTbl MMEIOT y3KHil TepaneBTHIeCKHil AHana3on
(HanpuMep, kapOamaser H), W/uT MHTEHCHBHO MeTaGoIM3UpyIoTCs 5THM depmenToM. B ciyuae
HEOOXOMMOCTH JI0JDKHA MPOBOAMTECS KOPPEKLMs [103bl TpeNaparta, NPUMHIMAEMOr0 BMECTE C
KJIapUTPOMULIMHOM.  Takke, MO  BO3MOXKHOCTH, JO/DKEH IIPOBOAMTECS ~ MOHHUTOPHHT
CBIBOPOTOYHBIX KOHIEHTPALMH MpPEenaparos, MEPBUYHO METAOOIUZUPYIOIIUXCS M30(hEPMEHTOM
CYP3A.

MeraGonmam creyromux npenapaToB/KIaccoB ocyluecTBseTcs Tem ke n3odepmentom CYP3A,
4TO W MeTabo/M3M KIApUTPOMMIMHA, HAlpUMep, ajnpasosiaM, KapGaMaseluH, LEI0CTa3oln,
UMKIJIOCTIOPHH, ANM30IMPaMH, METHIMNPEIHU30JIOH, MHAAa30]aM, OMEMpa3oi, [epopaIbHbIE
aHTHUKOAry/JsiHTel  (Hampumep,  BapbapuH, puBapokcabaH, anMkcabaH), AaTHIMYHBIE
AHTUICUXOTHYECKHE CPE/ACTBA (HApUMep, KBETHANMWH), XUHUAMH, pudaOyTuH, cunaeHadu,
TaKpOJUMYC, TpHUaszosiam u BuHONacTHH. Takke k aronucram uzodepmenta CYP3A orHocsTes
CleAylomue  Mpenaparbl,  MNPOTUBONOKA3aHHbIE K  COBMECTHOMY  MPUMEHEHHMIO  C
KJIapUTPOMULIMHOM: aCTEMH30J1, UM3aNpuJl, MUMO3UJ, TepdeHanuH, JOBACTaATHH, CUMBACTATUH U
aJIKaJIou/bl CIOPBIHBH (cM. pazaen «IIpoTuBonokasanus»). K npenaparam, B3auMoaecTByommm
Mo00HBIM 06pa3oM yepes Ipyrie n30(hepMeHTH! B paMKax CUCTEMEI IUToXpoMa P450, oTHocsTCS
(GenuTonH, TeOQUITHH U BaIbIIPOEBas KUCIOTA.

Henpsamvie anmukoazynsnmeor

[Ipn coBmecTHoM npueme BapdapyHa M KIAPUTPOMHLMHA BO3MOXKHO KpPOBOTEUEHHE,
BhIpaxkeHHOe yBenuueHne MHO u nporpombuHOBOro Bpemenu. B ciyuae coBmecTHOro
MpUMEHEHUs: ¢ BapapuHOM MIIM JAPYTHMH HENpSIMbIMH AHTHUKOATYJISIHTAMH HEOOXOIHMO
koHTposnupoBaTh MHO u npotpomMG1HOBOE Bpemsi.

Ilepopanvhvie anmuxoazyisinmer NPAMO20 0elicmMBUs.

[TepopasibHbIii  aHTHKOATYNAHT TPAMOrO JeCTBHS JaburaTpaH sBjseTcs cyGcTpaToM s
s¢dmrokcnoro Genka-nepeHocunka P-ramkonporenna (P-gp). PuBapokcaGan u anwkcaGan
MeTabonu3upyroTes ¢ yuactueMm nzodepmerta CYP3A4 u Takke spisiores cyberparamu st P-
gp. Cretyer cobmoaaTh 0CTOPOKHOCTE TP OJHOBPEMEHHOM TIPMMEHEHHH KIAPUTPOMULIMHA C
JaHHBIMH TPENapaTamMu, 0COOEHHO y MAlMEHTOB C BEICOKMM PHCKOM KPOBOTEYEHUS (CM. pa3/Iesbl
«C 0cTOpOXKHOCTBIO» U «Oco0bIe YKazaHUs»).

Omenpason

Knaputpomuums  (mo 500 Mr - kaxaele 8 4acoB) wHccnenoBancs y 3JOPOBBIX B3pPOCIBIX
700poBOJIBLEE B KOMOMHalMM ¢ omenpazonoM (mo 40 Mr exenneBHo). IIpu coBMeCTHOM

NPpUMCHCHHH KJIIApUTPOMHULIMHA M OMeEIMpasoJia PaBHOBCCHBIC I1JIa3MEHHEIE KOHIEHTpaluu
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omerpaszona Obutd yBenudeHbl (Cmax, AUCo24 1 Ti yBemmummnuce Ha 30 %, 89 % u 34 %
cooTeTcTBeHHO). Cpentee 3HaueHue pH keny/ika B TedeHue 24 4acOB COCTABIIIO 5,2 MPH MpHeMe
OMerpasoia B OTACIBHOCTH U 5,7 NPU NPUEME OMENPA30J1a COBMECTHO C KJIAPHUTPOMHUIIHOM.
Cundenagpun, maoanagpun u eapoenagpun

Kaupiit 13 sTux uHru6utopor docdoamscrepassl Metabonmsupyercs, 1o KpaiiHeit mepe,
JacTu4HO ¢ y4dactueMm uzodpepmenta CYP3A. B 1o ke Bpems msodpepment CYP3A moxer
MHIMONPOBATECS B PUCYTCTBHH KIAPUTPOMHULKMHA. COBMECTHOE TIPUMEHEHHE KIapHTPOMULMHA
¢ cuigeHapuiom, TajanaduIOM MMM BapACHAQHIOM MOXET NpPHUBECTH K YBEIHYCHHIO
MHrHOMpYyIoIIero Bo3aeHcTBus Ha docdommserepasy. [Ipn TIpUMeHEHMM STHX TperapaTos
COBMECTHO C KIAPUTPOMULIMHOM CJIEYET PacCMOTPETh BO3MOXKHOCTH YMEHBINEHHs 03Bl
cuneHaduna, tananaduna u BapaeHaduia.

Teogpunnun, xapbamazenun

IIpn coBMecTHOM NMpUMeHeHMH KIApUTPOMULIMHA U TeOpU/TMHA MK KapOaMa3emiHa BO3MOKHO
TMOBBIMICHUE KOHLICHTPALMH JIaHHBIX [IPENApaToOB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

IlepBuunbiii MeTaGonusm TonTepoanHa ocyinecTBiseTes Yepes 2D6 uzodopmy muroxpoma P450
(CYP2D6). Onnako B yacTH MOMyJsumMy, JumeHHod wuzodepmenta CYP2D6, merabonusm
npoucxoauT yepes uzopepment CYP3A. B aroii rpynme Hacenenus nopaenenue uzodepmenTa
CYP3A npuBoauT K 3Ha4MTENbHO GOJlee BHICOKUM KOHLEHTPALMAM TOJNTEPOANHA B CHIBOPOTKE.
B momynsumu ¢ Hu3kum ypoBHeM MeraGonmsma uepes uzodepment CYP2D6 moxer
MOTPeOOBATECS CHIMKEHWE JI03bl TONTEPOJMHA B MPUCYTCTBUM MHTHOMTOPOB H30(epMeHTa
CYP3A, Takux Kak KJIapuTPOMHULIKH.

benzoouasenunvr (nanpumep, annpasonam, mudasonam, mpuazonam)

IIpu coBMecTHOM NpuMeHeHNH MUIa30/1aMa | KJIapUTPOMHIKMHA B hopMe Tabretok (500 mr gsa
pasa B JeHp) oTMmevanock yeenndenne AUC muzazonama B 2,7 pasa rociie BHYTPUBEHHOTO
BBE/ICHUA MUJIa30/1aMa. Eciin BMecTe ¢ KIapuTpOMHIIMHOM MPHMEHSETCSl BHYTPHBEHHAS hopMa
MHJasojnama, CclaelyeT TIIATeJIbHO KOHTPOJIMPOBAThH COCTOSHHE MAlUEHTa /I8 BO3MOYKHOM
KOppeKILMHK J103bl. BBeeHHe JIeKapcTBEHHOTO MpenapaTa Yepe3 CIM3UCTYIO 06010YKy MOTOCTH
pTa, KOTOpOE JaeT BO3MOXKHOCTH OOOWTH MNpPECHCTEMHYKO SIUMHHALMIO JIEKAPCTBEHHOTO
npernapata, CKOpee BCEero, MPUBEAET K B3aUMOJEHCTBHMIO aHAJIOTMYHOMY TOMY, KOTOpOE
HaOMO/1aeTCsl DU BHYTPUBEHHOM BBE/ICHHH MU/a3071aMa, a He MPH TIepopaIbHOM MpUeMe.
Takue xe MepbI PeI0CTOPOKHOCTH CIe/lyeT MPUMEHSTH U K IPYTMM GeH30IMa3eTMHaM, KOTOPBIE
metabonusupyrotes  uzopepmentom CYP3A, Bkmowas Tpuazonam u anmnpaszonam. J{ns

OeH30/1Ma3eNMHOB, BBIBEACHHE KOTOPBIX HE 3aBUCHT oT m3odepmenta CYP3A (Temazenam,
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HUTpasenam, Jiopasernam), MaJOBEpOSTHO KIMHMYECKM 3HAYMMOE B3aHUMOJEHCTBHE ¢
KJIapUTPOMULIHHOM.

Ilpy cOBMECTHOM NPUMEHEHHWM KIAPUTPOMULIMHA M TPHA30JaMa BO3MOXKHO BO3JEHCTBHE Ha
LeHTpasbHy 0 HepBHYtO cucteMy (LIHC), Hanpumep, COHIMBOCTE M CIIyTaHHOCTH CO3HAHMUS. B
CBA3W C OTHUM, B ClIy4ae COBMECTHOIO NPUMEHEHMs, PEKOMEHIYETCs CIEAUTh 33 CUMITOMaMHU
Hapymenus [[THC.

B3aumopeiicTBue ¢ APYIrUMHU npenapaTtaMu

Konxuyun

Konxuimn sBisercs cy6erparom kak usodepmenra CYP3A, Tak m Genka-nepeHocumka P-
rmvkonporenHa (Pgp). M3BecTHO, 4TO KIAPUTPOMHMIMH M APYTME MaKpOJHIBI SIBISIOTCS
nnruburopamu usodepmenta CYP3A u Pgp. Ilpu coBMECTHOM NMpHeMe KIapUTPOMHLMHA K
KOMXMIMHA MHruOuposanue Pgp w/unm usopepmenta CYP3A MokeT MPHUBECTH K YCHICHHIO
JICHCTBHA  KONXMIMHA. 3aperuCTPUPOBaHbl MOCTPETHCTPALMOHHBIE COOOUIEHHS O CiIydasx
OTPaBJICHUs KOJXMLHMHOM IPH €ro0 OJHOBPEMEHHOM IMpPHEME C KIAPHUTPOMHLIMHOM, Yalle y
MOXHUIIBIX MALMEHTOB. HeKOoTOpele M3 ONMHCAHHBIX CllyYaeB MPOMCXOAMIM C MalMeHTaMH,
CTPAaAlOIMMHU  MOYEYHOH  HedocTaro4HOCThi0.  Kak  coobmanocs, HEKOTOpble —cllyyau
3aKaHYMBAIMCh JICTAJIbHBIM MCX0A0M. OJHOBPEMEHHOE MPHUMEHEHHE KJIAPUTPOMULIMHA MU
KOJIXMLIMHA MPOTUBOIOKa3aHo (cM. pazaen «[IpoTuBonokazanus»).

Jlucoxcun

[Ipennonaraercs, uro aqurokcun Apnsercs cyberparom s Pgp. M3BecTHO, 4TO KIapHTPOMHULIMH
unrubupyer Pgp. [1pu coBMecTHOM NpHeMe KIapUTPOMHULIMHA M IMTOKCHHA MHTHGMpoBanue Pgp
KIIAPUTPOMHULIMHOM MOXKET NMPUBECTH K yCHJIEHHUIO A€HCTBUSA AUroKcHHa. [locTperucTtpauoHHble
MCCJIEI0BAHMS 110KA3AJIH, YTO COBMECTHBIN TMPUEM JUIOKCHHA U KIAPUTPOMHUIIMHA TAK)KE MOXKET
MPUBECTH K MOBBIIICHUIO CHIBOPOTOYHOM KOHLEHTPALMK JUIOKCHHA. Y HEKOTOPHIX MAlMEHTOB
OTMEYAJIUCh KIIMHUYECKUE CHMIITOMBI OTPABJIEHUS AMIOKCHHOM, BKJIOYass MOTEHLHMATBHO
netanbHpie aputMud. [lpu coBMecTHOM mpueme KIApPUTPOMHLMHA M JMIOKCMHA CIEdyeT
TLIATEJIbHO KOHTPOJIMPOBATH KOHLIEHTPALMIO AUTOKCHHA B CBIBOPOTKE.

3uoosyoun

O/HOBpeMeHHBIA npueM TabeToK KIAapUTPOMHULKMHA M 3U0BYMHA TEPOPATBHO B3POCIBIME
BUY-nHQUUMpOBAaHHEIMH  MalMeHTaMM  MOKET [PHBECTH K CHIDKEHHIO —DPaBHOBECHOM
KOHLEHTPAUMK 3uI0BYAMHA. [T0CKOIBKY KIapUTPOMUIIMH BIMSET Ha BCACHIBAHME 3MIOBYIHMHA
NpU MEPOPATLHOM MpHEME, B3aMMOJEHCTBUS MOXKHO B 3HAYMTENBHON CTENeHM H30exarh,
NPUHKUMas KIAPUTPOMHULIMH M 3UIOBY/IMH ¢ UHTepBanoM B 4 yaca. [Toqo6HOro B3aumoeiicTBus

He Habmomamu y BUY-uHpuumpoBaHHBIX meTel, NMPUHUMABIINX JETCKYIO  CYCIIEH3HIO
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KJIapUTPOMHILIMHA € 3UI0BY IMHOM HIIH I1/I€30KCHHHO3UHOM. [T0CKOMIBKY KIIapUTPOMMILIMH MOXKET
MPENATCTBOBATE BCACKIBAHMIO 3UJOBYIMHA NP MX OJHOBPEMEHHOM IIPHEME BHYTPb Y B3POCIBIX
MALMEHTOB, MMOJO0HOE  B3aUMOJEHCTBHE BpPSA 1M BO3MOKHO [PH  KCIOJB30BAHMH
KJIQpUTPOMMLIMHA BHY TPUBEHHO.

Denumoun u 8anvnpoesas Kucioma

Vimerorest  naHHble 0  B3aMMOAECHCTBUSX MHTHOMTOPOB mopepmenta CYP3A (Bkmouas
KIApUTPOMHULIMH) C MpenapaTaMu, KOTOpbIe He MeTaGOoMH3UPYIOTCS ¢ MOMOLIBIO u3opepmMeHTa
CYP3A (dpenuTonHOM U BamblpoeBoit KUCI0TOM). J{/Isl JaHHBIX NpernapaToB, IPU COBMECTHOM
MPUMEHCHHH € KIAPUTPOMHLIMHOM, PEKOMEHIYETCs OMNpEeJeNeHHe HX ChIBOPOTOUHBIX
KOHUEHTPALMii, TaK KaK UIMEIOTCS COOOIEHMS 00 MX MOBBIIICHHH.

JByHanpaBjaeHHOe B3aUMOJECUCTBUE JEKAPCTB

Amaszanasup

Knapurpomuuys 1 arasanasup sSBIsIOTCS Kak cyGCTpaTamMy, Tak M MHTHOUTOPaMH n3opepmeHTa
CYP3A. CymecTByeT CBUACTENBCTBO JBYHANpPABICHHOIO B3aMMOAEHCTBHSA STHX MpenapaTos.
CoBmecTHOE nMpuMeHeHHe KiapuTpomuimba (500 Mr aBa pasa B AeHb) U arasa”aBupa (400 mr
OJIMH pa3 B JICHb) MOXKET NPUBECTU K IBYKPATHOMY YBEIMYECHHIO BO3IEHCTBUS KIapHTPOMHLIMHA
U yMeHblIeHHIO Bo3aeicTBus 14-OH-knaputpomuimua wa 70 %, ¢ yeemuuenuwem AUC
atazaHaBupa Ha 28 %. biarogaps mwmMpokomy TepaneBTHYECKOMY AMANa3oHy KIapHTPOMHLMHA
YMEHBIICHHE €0 103bl Y MALUEHTOB ¢ HOpMabHOH (yHKILMei mouek He TpeGyeTcs. Y nanueHToB
C YMEpEHHO#H no4e4Hoi HeocTatouHocThio (KK 30-60 Ma/Mun) 103a KIapuTpoMUIMHA 10KHA
ObITh yMeHbIIeHa Ha 50 %. V naumentos ¢ KK menee 30 mu/Mun J103Y KJIapUTPOMULIMHA CIIEIyeT
CHU3UTh Ha 75 %, HCHONb3ys M 5TOTO  COOTBETCTBYIOLLYIO JIEKAPCTBEHHYIO bopmy
KknaputpomuuyHa. Kiaputpomuumn B jo3ax, mnpesbimarommx 1000 Mr B CyTKH, Helb3st
NPUMEHSTh COBMECTHO ¢ MHTHOMTOPAMH IpOTeas.

Bnoxamopur «meonennvix» kanvyuegvix kananos

[Tpu ofHOBpEMEHHOM MPUMEHEHHH KIIAPUTPOMHIMHA U GIIOKATOPOB «MEUIEHHBIX» KaTbIIUEBbIX
KaHaJoB, KOTOpele Merabonusupyiores uzopepmentom CYP3A4 (manpumep, Bepamamui,
aMJIO/IMIINH, JUITHA3EM), CIIeLyeT COOII0NaTh OCTOPOXKHOCTE, MOCKOJBKY CYIIECTBYET PHUCK
BO3HMKHOBEHHS apTepHajbHON TMMOTeH3MH. [lna3MeHHble KOHLEHTpaUuu KIapUTPOMMIIMHA,
TaKKe Kak M OJIOKaTOPOB «MEIJICHHBIX» KAIbLMEBBIX KAHANOB, MOTYT MOBBILIATHCS npu
OZ(HOBPEMEHHOM TMpPUMEHEHHWH. ApTepHanbHas TUIOTeH3Ms, OpaaMapUTMHA U JAKTOALMI03
BO3MOYHBI PH OZIHOBPEMEHHOM TpUEME KJIAPUTPOMMUIIMHA U BEpanaMuIIa.

Hmparonazon

KnaputpomMuiis v uTpakoHason sBISIOTCA CyGCTpaTaMM M MHTHOUTOpaMH u3odepmeHTa
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CYP3A, 4ro ompejenseT NByHANpaBieHHOE B3aMMOJEHCTBME MpPENapaToB. Knapurpomuipx
MOKET MOBBICHTh KOHLICHTPALIMIO HTPAKOHA30JIa B IJ1a3Me, B TO BPeMsi KaK UTPAKOHA30J MOXKET
MOBBICUTE  MIA3MEHHYIO KOHLEHTPAUMIO KJIapUTPOMMIMHA. [lallMeHTOB, OJHOBPEMEHHO
NPUHUMAOLIMX UTPAKOHA30Jl M KJIAPUTPOMHULIMH, CIIEAYET TIIATEILHO 00CIe10BaTh HA HATHYUE
CHMIITOMOB YCHIICHHS WIM YBEIMYCHHUs UIMTENBLHOCTH (apMakonoruyeckux 3(p@HeKkToB 3THX
npenapaTos.

Caxeunasup

Knapurpomuums u cakBuHaBUp ABJISIOTCS cyOcTparamu u MHrM6UTOpamu u3ohepmerta CYP3A,
4TO ONPE/ENAET ABYHAIPABICHHOE B3aUMO/IEHCTBIE MpenapaToB. OHOBpEMEHHOE PUMEHEHHE
KnapurpomuimHa (500 Mr aBa pasa B 1€Hb) U CaKBHHABUPA (B MSTKHX JKEJIATHHOBBIX KAICyJax,
1200 mr Tpu pasa B feHp) y 12 310poBbIX 106poBosbLes Bh3bBa0 yBenuyeHne AUC u Crax
cakeuHaBMpa Ha 177 % u 187 % cOOTBETCTBEHHO B CPAaBHEHHH C IPUEMOM CaKBUHABHMpA B
otaenbHOCTU. 3HauYeHUss AUC U Crax KIApUTPOMHULIMHA OBLTM NPUOIM3UTENBHO Ha 40 Y% BbIwIeE,
YEM TMPU MOHOTEPANUH KIAPUTPOMUUMHOM. [Ipy COBMECTHOM NpHUMEHEHHH O5TUX JBYX
MpEnapaToB B TEYEHUE OrPAHMYCHHOTO BPEMEHH B J103aX/COCTABAX, YKa3aHHBIX BBILIE, KOPPEKLIUS
Ao3bl  He TpeOyerca. PesynpraThl McCleOBaHMSA JIEKAPCTBEHHBIX —B3aUMOJCHCTBHIN ¢
WCIIO0JIb30BAHUEM CAKBHHABHPA B MATKMX JKEJIaTMHOBBIX KaIlCyllaX MOTYT HE COOTBETCTBOBATH
s dekram, HaOMOAAEMBIM NPH NPUMEHEHHH CAaKBUHABUPA B TBEPIIBIX XKENAaTHHOBBIX KAICyIIaX.
Pesysibratel neenenosanus eKapcTBEHHBIX B3aMMOCHCTBHI IPU MOHOTEPANUH CAKBUHABHPOM
MOTYT He COOTBETCTBOBATh sdpexram, Ha0JII01aeMBIM npu Tepanuu
CaKBUHABHPOM/pUTOHaBUpPOM. [Ipu nmpueme cakBHHABHPa COBMECTHO C PHUTOHABMPOM ClEyeT

YYUTBIBATh NNOTCHLUMAJIBHOEC BIIUSIHUE pUTOHaBHpa Ha KIIApUTPOMMUIIMH.

Ocobble ykazaHus

JlnuTesnbHbIi NpreM aHTUOMOTHKOB MOXKET MIPUBOIUTH K 00Pa30BaHHIO KOJIOHHIA C YBETHYEHHBIM
KOJIMYECTBOM HEYyBCTBUTENbHBIX Oakrepuii M rpubos. [lpu cynepunpekuun Heo6GX0AMMO
Ha3HAYMTh COOTBETCTBYIOLLYIO TEPAIHIO.

Hasnauenue knapurpomuuza GepeMeHHBIM KEHIIUHAM 0JDKHO MPOBOAUTHCS MPH TIIATEIbHOI
OLCHKE COOTHOLICHMS pPHUCKA W TOJIb3bl, OCOOEHHO B TEYEHHE IIEPBBIX TPEX MECSIEB
GepeMeHHOCTH.

Ilpy mpumeHenun KnapuTpoMuiMHA COOOIIAIOCH O CIyyasX [EYeHOYHOH AMChYHKLMHU
(TIOBBIIICHHE AKTHBHOCTH MEYEHOYHBIX (PEPMEHTOB B KPOBM, TeNATOLEUTIONAPHEINA H/WIH
XOJIECTATUYECKUH TIeMaTuT C JKeATyXod uiau 6e3). [leyeHouHas AuMCPYHKIMS MOXKET ObITh

Tﬂ)KCHOﬁ, HO OOBIYHO SIBJISAETCS 06paTHMOﬁ. Nmerotcs Clydyau [€YEHOYHOU HEAOCTATOYHOCTH C



JICTaNbHBIM MCXO/I0M, TJIaBHBIM 00pa3oM CBA3aHHEIE C HAIMYHEM CEPbE3HBIX COMYTCTBYIOLIUX
3a00/IeBaHUI W/MIIM OJTHOBPEMEHHEIM TIPUMEHEHHEM JPYTHX JIeKAPCTBEHHBIX CPE/ICTE. [Tpu
TOSB/ICHUM MPHU3HAKOB U CHUMIITOMOB TeMaTUTa, TAKUX KaK aHOPEKCHs, XENTyXa, MOTeMHEHHE
MOYH, 3y, OOJIE3HEHHOCTb JKMBOTA TP MA/IbIIALMK, HEOOXOAMMO HEMEIEHHO MPeKPaTHTH
TEPAIUIO KIAPUTPOMHULIMHOM.
Ilpu Hamuuum XpoHwdeckux 3aGoneBaHMil MeveHH HEOOGXOAMMO MNPOBOMUTH PEryISPHBIL
KOHTPOJIb ()EPMEHTOB CEIBOPOTKU KPOBH.
Ilpn neyennn mnpakTMyecku BceMHM aHTHOAKTEPMANBHBIMH CPEJCTBAMH, B TOM 4YHCIe
K/IapUTPOMHULIMHOM, ONHMCAHBI CITy4Yau ICEeBJIOMEMOPAHO3HOTO KOIUTA, TSHKECTH KOTOPOTO MOIKET
BapbUPOBATECA OT JIETKOM [0 yrpokaromei >ku3HHU. [Ipy JeYeHMH NpakTHYeCKH BCEMH
aHTHOAKTEPUANbHBIME TpeNapaTaMi, B TOM 4YHCIE KIAPUTPOMHIMHOM, OMHCAHBI CIydaH
Clostridioides difficile -acconuMMpoBaHHON ANapen, TAKECTh KOTOPOH MOXKET BapbHPOBATECS OT
JIETKOM JMaped [0 YrpoXaroUero »H3HH KOJUTa. AHTHOAKTepUalbHBIE MPEenapaThl MOTYT
M3MEHUTh HOPMaJIbHYIO MHUKpO(IIOpY KHIIEYHHKA, YTO MOXeT mpuBectu K pocty C. difficile.
[TcernomemOpaHosHbiii konut, Bhi3Banuslit Clostridioides difficile, Heo6GXomuMo MOA03peBATE y
BCEX MALMEHTOB, Y KOTOPKIX MOC/IE IPUMEHEHHs aHTHOAKTEPHATBHEIX CPECTB Pa3BUIIACK AUAPES.
[locne npoeenenns Kkypca aHTHOMOTHKOTEpanmuM HEOOXOAMMO TINATEIBHOE MeAULMHCKOE
HaOmrO/IeHHe 3a nauueHToM. OMNHUCHIBANUCE CIly4ad Pa3BUTHs MCEBIOMEMOPAHO3HOTO KOJHTA
CITyCTA 2 Mecslla 1ocie mpueMa aHTHOUOTHUKOB.
[pu nevennn makponmmamu, BKIIOYas KIAPUTPOMULIMH, HAGMOANOCH YTHHEHHE CePACYHOMN
penonapusaiyu U uHTepBana QT, BrI3bIBas pUCK pazBUTHS CEPECUHON apUTMUM H XKeTy10UKOBO#
TaXMKap/IMK TUIA «IUPYST» (eM. pasaen «[lobounoe aeficTBuey). Tak Kak clieayrolye CUTyalHH
MOTYT MPUBOJAMTH K YBEJIMYCHHIO PHUCKA PAa3BUTHS JKENIYJAOYKOBHIX apUTMMil (B TOM YHCIe
KEJTYIOYKOBOM TaXMKapAUH THUIIA «ITUPYIT»), TO
- KIIJApUTPOMHLIH HE I0JDKEH MPUMEHSATBCS Y CIICIYIOIMX KATErOpUii MalMeHTOR:

* Yy MAlUMeHTOB ¢ runokanuemuei (cM. pazzuen «IIpoTuBonokasanus»);

* Yy ALMEHTOB C runomaruuemueii (em. paszen «IIpoTHBONOKa3aHUA );

*  OJIHOBPEMEHHOE Ha3HAaYeHHE KIapUTPOMHUIIMHA C aCTEMU30JIOM, LIM3ATIPUAOM, TUMO3HIOM

u Tep(eHaIMHOM MPOTHBOMOKAa3aHO (cM. pasaen «[IpoTHBONMOKazaHus»);

* Y NAlMEHTOB C BPOXACHHBIM WIIM MPUOOPETEHHBIM 3aPErMCTPUPOBAHHBIM YUTHHEHHEM

untepeana QT wuiau Hanuunem IKeTyIOYKOBOW apUTMHM B aHaMHese (CM. paszen

«IIpoTrBONIOKA3aHHSY).
- KIIapUTPOMMIMH JIOJDKEH MPHUMEHATBCS ¢ OCTOPOKHOCTBIO Y CIIEIYFOLIMX KATerOPUi MallMeHTOB:

* Y TMAUMeHTOB ¢ wMiemMuyeckod OGonesnbto cepaua (MBC), Tskenoit  cepaeunoii
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HEJOCTaTOYHOCTBIO,  HapyIUEHWAMH  MHPOBOAUMOCTH MM  KJIMHUYECKH  3HAYUMOM
Opaaukapaueii;
* Y TNalUMEHTOB, OJHOBPEMEHHO MNPUHMMAIOIIMX JpyrHe JIeKapCTBEHHBIE MperapaTl,
CBA3aHHBIC ¢ yanuHeHWeM uHTepBana QT (cM. pasgen «B3aumopeiicTBue ¢ apyrumu
JIEKapCTBEHHBIMH CPEACTBAMMIY).
Ilepen HasHauyeHMeM KIapUTPOMMIMHA BCEM MALMEHTaM, MPUHMUMAIOUIMM THAPOKCHXIOPOXHH
WM XJIOPOXUH, TINATEIbHO B3BECHTE COOTHOLIEHHE IOJB3bI M PHCKA H3-3a [OTEHIHATBHO
TIOBBIIIEHHOIO PHCKA CEPACYHO-COCY IUCTHIX COOBITHH U CEPACUHO-COCYAUCTOM CMEPTHOCTH (CM.
pasaen «BsanmozelcTBre ¢ IPyrUMH Te€KapCTBEHHBIMH CPEACTBAMMY ).
B Xoze snuaemMuonornyeckux uccneIoBaHMit 110 H3YYEHHMIO PUCKA HEGIArONPUATHBIX CEpIEYHO-
COCYIUCTBIX HCXOJOB TMPH MPUMEHEHHWH MAaKpOJIHUIOB OBUIM TOJyYeHbl HEOJHO3HAYHBIE
pesynpTaTtel. B HEKOTOphIX  HAOMOJATENBHBIX  HCCIEIOBAHUSX  OBUI  YCTAHOBJIEH
KPAaTKOBPEMEHHbBI PUCK pa3sBUTUsS apUTMHUHM, MH(AapKTa MHOKap[a W CMEepTH OT CepAeyYHO-
COCY/IMCTBIX 3a00/1€BaHUM, CBA3AHHEIH C IPUMEHEHUEM MAaKpOJIU/IOB, BKIIIOYAs KTAPUTPOMMUIIMH.
[Ipn HasHauyeHHM KIApUTPOMHULIMHA CIEyeT COOTHOCHTB MPEAIONaraeMyro Moib3y OT MpHeMa
npenapaTa ¢ JaHHBIMU PUCKAMH.
B03MOXKHO ~ pa3BUTHE MEPEKPECTHON PE3UCTEHTHOCTH K KIAPUTPOMHULMHY M JAPYTHM
aHTMOMOTUKAM IPYMITbl MAKPOJIHIOB, a TAKKE JTHHKOMULMHY U KIMHIAMULIMHY.
YuuTBIBas pacTyUIyrO PEe3UCTEHTHOCTb Streptococcus pheumoniae K MaKpoIMAaM, BaXKHO
MPOBOAMUTH TECTUPOBAHME YYBCTBUTEIBHOCTH MPH HA3HAYCHUM KIAPUTPOMMIIMHA TAlMEHTaM C
BHEOONIbHUYHOM nHeBMOHHMEH. [IpM rOCHUTANbHONM MHEBMOHMM KJIAPUTPOMMLIMH CIEIyeT
NPUMEHATH B KOMOMHALIMU ¢ COOTBETCTBYIOMIUMU aHTHOMOTUKAMHU.
Wudexumn KoM M MATKHX TKaHeHd IIerKOW M CpelHed THKECTH Yalle BCEro BBI3BAHBI
Staphylococcus aureus wn Streptococcus pyogenes. Tlpu 5Tom 06a BO30yAHTENs MOTYT OBITh
YCTOHYHUBBI K Makposuaam. [105ToMy Ba’kHO MPOBOAUTH TECT HA YYBCTBUTEILHOCT. MaKpoIuab!
MOKHO TIPUMEHATH MPU MHPEKUUSX, BbI3BaHHBIX Corynebacterium minutissimum, 3a001eBaHUSIX
YTPH ByJIbIrapHbIE M POKa, a TaK K€ B TEX CUTYaLUsX, KOT1a HEeJIb3si IPUMEHATE ITEHULMIIHH.
B ciyyae mosiBnenus ocTpeIX peakuuil rUMepuyBCTBUTENBHOCTH, TAKUX KaK aHAa(UIaKTHYECKas
peakuus, TsKENIble KOXKHbBIE JeKAPCTBEHHBIE PeaKUMM (HarpuMep, OCTpPBIN reHepalu30BaHHEIM
5K3aHTEMAaTO3HBIH IycTyse3), cunapom CtupeHca-/DKOHCOHA, TOKCHYECKHH SMUIepMabHEII
HEKPOJIM3, JIEKapCTBEHHas ChIllb ¢ 303WHO(MIMEN W cucTeMHO#M cumnromatukoii (DRESS-
CHH/POM), HEOOXOAMMO cpa3y JKe MpeKpaTUTh MpPHEM KIAPUTPOMHIMHA W  HayaTh
COOTBETCTBYIOLILYIO TEPAITHIO.

B cmysae comectHOro npumenenns ¢ BapbapuHOM WM JPYTMMH  HENpSMBIMH
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aHTHKOAryJISHTaMH HeoOXoanumMo KoHTpoupoBaTs MHO 1 nipoTpoMGuHOBOE Bpems (cM. paszen
«B3aumoneficTBHE ¢ IPyrUMH JIEKAPCTBEHHBIMH CPEICTBAMM ).

Crnenyer coburoaath OCTOPOKHOCTH MPH OXHOBPEMEHHOM MPHUMEHEHHH KIApUTPOMHLMHA C
NepopaIbHBIMU AaHTUKOATYISIHTAMHU MPAMOTO A€HCTBUSA, TAKUMH KaK Ja0UraTpaH, puBapokcadaH
M anmKcabaH, 0CoGEHHO Y MAMEHTOB C BEICOKUM PHUCKOM Pa3BUTHS KPOBOTEUEHHS (CM. pa3/ielibl
«C 0CTOPOXKHOCTBIO» M «B3anMoieiicTBIE ¢ APYTUMHU JIEKAPCTBEHHBIMHU CPEICTBAMMUY ).

IIpn HasHayeHuu npenapaTa MalMEHTaM C CaXapHbIM IHaGeTOM HEOOXOAMMO YHHTBIBATB, YTO
npenapat Kinauua®, rpaHy sl 118 MPUroTOBIEHHS CYCIICH3MH [T npuemMa BHYTpb, 125 Mr/5 mn

cozepxut caxaposy (B 1 mut cycnensuu copepxurcst 0,055 XE wuu 0,55 r caxaposer).

Biausinue Ha cnocoOHOCTH YHOpaBJisiTb TPAHCHIOPTHBIMH CpPeICTBAMH, MEXaHU3MaAMU
IIaHHble OTHOCHTEJIBHO BIIMAHUA KJIApUTPOMHUIIMHA Ha CIIOCOOHOCTH K YIpaBJICHUIO aBToOMOOMIIEM
U MEXaHU3MaMH OTCYTCTBYIOT.

CIICIIyCT CO6H}OIIaTb OCTOpPOXHOCTE IIPU YHPABJICHUHU TPAHCIOPTHBIMHU cpeacTtBaMu U
MCXaHW3MaMH, Y4YMTbIBasd MOTCHUMAIBHYK)  BO3MOKHOCTbH FOJIOBOKPYXKE€HUsA,  BEPTUTIO,
CITYTAaHHOCTH CO3HAaHWUA W A€30pPUCHTALMH, KOTOPbIE MOIYT BO3HUKHYTbL [IPpU NMPHUEME JAHHOIO

npemnapara.

®opma BbINycKa

['panyJibl U151 IPUrOTOBIEHMUS CYCIIEH3UH [UIsl TIpUeMa BHYTpb, 125 Mr/5 mu.

[o 42,3 r npenapata B n1acTMKOBOM (1aKoHe (HATYpaIbHBIN MOJUITUIIEH BBEICOKO#H MIOTHOCTH),
3aKpBIBAIOLIEMCS MMOJIMIIPOIIUIIEHOBEIM KomaykoM. Ha dakoHe HaHeceHa MeTKa B BUJIE IMHHH.
I ¢nakon 60 M1 B KOMIUIEKTE C MOJMIPONUIEHOBON JO3MPOBOYHON JIOKKOH WM
TOJIMNPOINHUICHOBEIM JO3UPYIOLIMM IUTPUIIEM B KapTOHHOM Mayke BMECTE ¢ WHCTPYKLHMEH MO
MPUMEHEHHUIO.

WIn

[lo 70,48 r npemapata B MJIACTHKOBOM (JiakoHe (HATYpanbHbIl [MONHATHIEH BBICOKOM
TIOTHOCTH), 3aKPBIBAKOLIEMCS MOJUIPOIHICHOBBIM KomaukoM. Ha iakoHe HaHeceHa MeTKa B
BU/I€ JINHUH.

1 ¢umakon 100 Ma B KOMIUIGKTE C [ONMIIPONMIEHOBONH JO3MPOBOYHON JIOKKOM WM
TOJIMNPOTIM/IEHOBEIM JI03UPYIOIUMM IUNPULIEM B KapTOHHOW Ma4yke BMECTE C WHCTPYKIMUEH I10

[IPUMEHECHHUIO.
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YciaoBus xpaHeHus

XpaHuTh Npy Temnepatype He Boie 30 °C. [0TOBYIO CyCIIEH3HIO XPaHUTB TIPU TEMIIEPAType OT

15 5o 30 °C.

XpaHHUTh B HEIOCTYITHOM /ISl AeTel MecTe!

Cpok roanoctu
3 rona.
CpoK rogHOCTH roTOBOI cycnensuu — 14 cyTok.

He IIPUMCHATDL 110 UCTECYCHUHU CPOKa I'OAHOCTH.

YcaoBus ornycka

OtmyckaroT 1o peuenry.

Bnajenen perncTpannoHHOro ya10cToBepeHust
2660tT JI360paropus 'MOx, ['epmanus
@poiingannee 9A, 30173 INannosep, 'epmanus

IIponsBoanTenn

266Bu C.p.JI., Utanus

Crpazna Pemxuonane. 148, [ontnna km. 52, CHK-Kamnosepae nu Anpunua (Anpunua), 04011

Anpunna (Jlatuna), Utanus

Opraﬂusaunﬂ, YNO/IHOMOY€HHAasl BJaJe/IbLIEeM PpPerucTpanuoHHOro YAOCTOBEpPEHHUSA HA

NpUHSITHE NPeTeH3Hi OT noTpeduTe st

000 «2660TT JIaGopaTopus»

125171, r. Mocksa, Jlenunrpackoe mocce, gom 16A, ctp. 1

Ten.: +7 (495) 258 42 80
@akc: +7 (495) 258 42 81
abbott-russia@abbott.com

Menemxep no perucrpanuu

000 «3660TT JI360paTOopu3»
CCDS RDCCDS000046 v10.0 ot 30.11.2021 r

Jlykanuna M.C.
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