COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.03.2026 N2 5116

(NOCNEQCBATENEHOCTE 0001)

NHCTPYKIUA
IO MEJUIUHCKOMY IMTPUMEHEHUNIO JIEKAPCTBEHHOTI'O ITPEITAPATA
BakTukan
PerncrpanuoHHblii HOMep:
Toprosoe HammenoBanue: baktukan
MexayHapoaHoe HeMATEeHTOBAHHOE HAUMEHOBAaHUeE  KJIAPUTPOMHUIIMH
JlekapcTBeHHasi gopma: KarcyJsbl

CocrasB:

1 kancyia 250 M CONEpKUT:

eticmeyrowee seujecmao:: knaputpoMutiu — 250,0 mr.

Bcnomocamenvhvie  ewecmea: KapOOKCUMETWIKpaxman Hatpus — 12,0 wmr, 1memnonos3a
mukpokpuctammmyeckas (MKII[-101) — 10,0 mr, noBumon-K25 — 10,0 mr, maraus creapar — 5,0 mr,
KpPEMHUSI TUOKCUJ KOJUTOUAHBIN — 3,0 M.

Cocmas xopnyca kancyavi: TuTana quokcun — 2,0 %, sxkenatus — g0 100 %.

Cocmas kpwiweuku kancynvl: Kpacurenb azopyous — 0,1445 %, kpacuTenb CUHUN MaTEHTOBAHHbBIN
—0,002 %, Turana guokcun — 2,0 %, xxematu — no 100 %.

1 kanicysa 500 M COIEPIKHUT:

eticmeyrowee sewgecmeo: xnaputpomutiu — 500,0 mr.

Bcnomocamenvhvie  6ewecmea: KapOOKCUMETWIKpaxman Hatpus — 24,0 wMr, 1emmoos3a
mukpokpuctammmyeckas (MKII[-101) — 20,0 mr, moBumon-K25 — 20,0 mr, marHus creapar —
10,0 mr, kpeMHUS AUOKCU KOJUTOUIHBIN — 6,0 MT.

Cocmas xopnyca kancyavi: TuTana quokcun — 2,0 %, sxematud — 10 100 %.

Cocmas kpvlueuxu kancyavl: TuTana nuokeun — 2,0 %, xenatun — 1o 100 %.

Onucanmue:

JlozupoBka 250 mr

Kancynsr TtBepapie skematmHoBhle Ne 0. Kopmyc 06enoro, Kpblmedka TEMHO-PO30BOTO I[BETA
HEIpPO3payHbIe.

Josuposka 500 mr

Kancyns TBepabie xenatuHoBbie Ne 00. Kopryc u kpelieuka 6€10ro 1[BeTa, Hepo3payuHsble.

Copep:xuMoe Karcys — CMeCh IMOPOLIKa M IPpaHysl 0esloro win noyTu Oenoro 1Beta. JlomyckaeTcs
YIUIOTHEHUE COAEPKUMOTO KarCysl B KOMKH, JIETKO pa3pyllaeMble IIPU Ha/IaBIMBaHUH.

dapmakoTepaneBTHYeCKasi TPyNNna. aHTHOAKTEPHAIbHBIE CpPEJICTBA CHUCTEMHOTO JICHCTBUS,
MAaKpOJIM/IbI, TUHKO3aMHUHBI U CTPENTOTPAMHUHBI; MAKPOJIUIBI.

Kox ATX: JO1FAO09.
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dapMakoJIOrH4ecKne CBOicTBa

CEPTHOMY OTUETY

Dapmarkoounamuxa

KnapurpomunuH sBIsieTcsl HOTYCUHTETHYECKUM aHTHOMOTHKOM TPYIIBI MAaKPOJIHU/OB U OKa3bIBACT
aHTHOaKTepUaAIbHOE ACUCTBHUE, B3aUMOIEHCTBYS ¢ S0S prbocomanbHON CyObEeMHULICH U MTOAABIIS
cuHTe3 Oenka OaKTepHii, YyBCTBUTEIBHBIX K HEMY.

KiapurpoMuLIiH TPOJEMOHCTPUPOBAT BBICOKYIO aKTHBHOCTH IN VItF0O B OTHOIIEHMH Kak
CTaHJAPTHBIX J1A00OPATOPHBIX IUTAMMOB OakTepuil, TaKk U BbIAEICHHBIX Yy IMALIUEHTOB B XOJe
KIMHUYECKON TMPaKTHKH. [IpOSBISET BBICOKYIO aKTHBHOCTh B OTHOIIEHWHM MHOTHX a’3pOOHBIX U
aHA’POOHBIX TI'PAMIOJIOKHUTEIbHBIX M TIPAMOTPHULATENBHBIX MHUKPOOPIaHU3MOB. MUHHUMabHBIE
nojasstronue konieHtpauuu (MIIK) knapurpoMuninaa 11t 60JIbIIMHCTBA BO30YIUTENEH MEHbIIE,
yem MIIK sputpomuniiHa B cpeiHeM Ha 01HO logz pasBeacHUeE.

Kiapurpomunus in Vitro BeicokoaktuBeH B otHomienuu Legionella pneumophila, Mycoplasma
pneumoniae. Oxka3siBacT OakTepuiuaHoe aciicreue B oTHourenuu Helicobacter pylori, mannas
AKTHBHOCTH KJIAPUTPOMHUIIMHA BBIIIIC ITPH HEUTPAITLHOM pH, 4eM MpH KHUCIIOM.

Kpome toro, mannsie in Vitr0 m in ViVO yKa3bIBalOT Ha TO, YTO KJIAPUTPOMHIMH JIEHCTBYET Ha
KJIMHUYECKH 3HAUYMMBbIC BUIBI MUKOOakTepuii. Enterobacteriaceae u Pseudomonas spp., Tak e Kak
U JIpyrie He (EepMEHTUPYIOIINE JIAKTO3y I'PaMOTpUIAaTe/IbHble OaKTEpHH, HE YYBCTBHUTEIBHBI K
KJIaPUTPOMHUIIUHY.

AKTHBHOCTh KJIAQpUTPOMMILIMHA B OTHOLIEHWU OOJIBLIIMHCTBA INTAMMOB IE€PEYMCICHHBIX HIXKE
MHUKpPOOPraHM3MOB JI0Ka3aHa Kak IN VIitro, Tak ¥ B KJIMHUYECKON MPAKTHKE MpPU 3a00JICBAHMUSX,
IIEPEUYUCIICHHBIX B paszzeie «[lokazaHus K IPUMEHEHHUION.

A3p06H ble cpamnoloscumeslbHble MUKpPOOPSaAHU3Mbl.

e Staphylococcus aureus

e Streptococcus pneumoniae
e Streptococcus pyogenes

e Listeria monocytogenes

Aapobuvie cpamompuyamenvrvie MUKPOOP2AHUSMBL.

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

ﬂpyzue MUKPOOP2ARU3MbL.!

e Mycoplasma pneumoniae
e Chlamydia pneumoniae (TWAR)

Muxobaxmepuu.

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — xomnnexc, exmouarowui Mycobacterium avium u
Mycobacterium intracellulare

HpO)IYKHI/IS[ OeTa-nakTaMasbl HE OKa3bIBAET BIMSHUS Ha aKTUBHOCTD KIIapuTpOMUIIUHA.

BoabIMIMHCTBO IITaMMOB CTa(I)I/IJIOI(OKKOB, PE3UCTCHTHBIX K MCTULIWUIMHY H OKCAUWJUINHY,
2
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001a/1al0T YyCTOMYHUBOCTHIO U K KIITAPUTPOMULIUHY.

Helicobacter pylori

YyscrButenbHocTh H. pylori k kiaputpoMunuHy u3ydanach Ha uzonstax H. pylori, BeiieneHHBIX
or 104 mnamueHToB, 10 Hauyajga Tepanud mpenaparoM. Y 4 NalueHTOB ObUIM BBIJIEICHBI
PE3UCTEHTHBIE K KIAPUTPOMHUIMHY InTammbl H. pylori, y 2 — mraMmbl ¢ yMepeHHOU
PE3MCTEHTHOCTBIO, Y OCTaJbHBIX 98 manueHtoB 30Tl H. pylori Obui 4yBCTBHUTENBHBI K
KJIAPUTPOMMLIUHY.

KnaputpomuiinH oOka3biBaeT JeiicTBue N VIO W B OTHOMICHWH OOJBIIMHCTBA IIITAMMOB
CIIEIYIOIUX MHKPOOpraHu3MoB (ogHako Oe3omacHOCTh W 3 (HEKTUBHOCTh HCIHOJB30BAHUS
KJIAPUTPOMHUIIMHA B KIMHUYECKOW TPAKTUKE HE MOATBEPKICHA KIMHUYECKUMH HCCIEN0BAaHUIMU, U
MIPAKTUYECKOE 3HAYCHHE OCTAETCS HESICHBIM):

A3p06H ble ecpamnolosnCcCumeslbHble MUKpPOOPSaAHU3MbL.

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

Aspobnvie cpamompuyamenvrvie MUKPOOP2AHUSMBL!

e Bordetella pertussis
e Pasteurella multocida

AHa9p06H ble cpaAMNnOoIONCUMENbHbIE MUKPOODSAHU3MDbL.!

e Clostridium perfringens
e Peptococcus niger
e Propionibacterium acnes

AHnaspobuvie epamompuyameibHbvle MUKDOOPSAHUSMBL:
e Bacteroides melaninogenicus
Cnupoxemol.

e Borrelia burgdorferi
e Treponema pallidum

Kamnunobaxmepuu:
e Campylobacter jejuni

OCHOBHBIM MeTa0OJIUTOM KIIAPUTPOMHIIMHA B OPTaHU3ME YEIOBEKa SBISETCS MUKPOOHOJIOTHUECKU
AKTUBHBIN METa0OoIUT 14-ruIpOKCUKIAPUTPOMULITH (14-OH-k1apUTPOMHIIMH).
Mukpobuonornieckass akTHBHOCTh METa0OJUTa Takasl e, KaK y MCXOJHOTO BEIIeCTBa, WU B 1—
2 pa3a cinabee B OTHOIIEHHMH OOJIBIIMHCTBA MHUKpOOpraHuszMoB. MckimodeHue cocraBiser H.
influenzae, B oTHOmIeHMM KOTOPO# 3G (HEKTUBHOCTH MeTaboNuTa B JBa pasa Bbime. McxomHoe
BEIIECTBO U €r0 OCHOBHOM METa0OJMT OKa3bIBAIOT JUOO aJUTHBHBINA, JHMO0 CHHEPTHYECKUH
saddext B otHomenun H. influenzae B ycmoBusix in Vitro u in Vivo B 3aBHCHMOCTH OT IITaMMa
OakTepuil.

Tecm na uyecmeumeilbHocnb

KonnyectBeHHble METOABI, TpeOyrollMe H3MEPEeHUs IHaMeTpa 30HbI MOAABICHHUS POCTa, AAIOT
HauboJjiee TOYHbIE OLIEHKH YYBCTBUTEIBHOCTU OaKkTepHuil K aHTUMUKPOOHBIM mpenaparaM. OniHa U3
PEKOMEHYEMBIX ~ METOIMK  JUIA  OINPEAETEHHs  YYBCTBUTEIBHOCTHM  HCIIOJIB3YET  JTUCKH,
MMITPETHUPOBaHHbIE 15 MKT KiapuTpoMulmHa (aucko-auddysuonnsiii meron Kupou-bayspa); npu
MHTEPIIPETALMM TECTa JMAMETPbl 30H NOJABJIECHMSI pOCTa KOPpeaupyroT co 3HaueHusmMu MIIK
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[Ipy WCMONB30BAaHUM JTHX METOAMK OTYET W3 Jab0opaTopud O TOM, YTO INTAMM SIBISICTCS
«9yBCTBUTEILHBIMY», YKa3blBa€T HA TO, YTO BO30YyAWUTENb HMH(MEKINH, BEPOSITHO, OTBETHT Ha
nedenne. OTBET «PE3UCTEHTHBIN» YKa3bIBaeT HA TO, YTO BO3OYAWTENh, BO3SMOXHO, HE OTBETHT Ha
neueHre. OTBET «IIPOMEKYTOUHAS YYBCTBUTEIBHOCTH» NPEAIONAraeT, 4YTO TEpareBTUYCCKHM
apdekr mnpenapata MOXKET OBITh HEOJHO3HAYEH WM MHKPOOPTaHH3M MOMKET OKa3aThCs
YYBCTBUTEIbHBIM TIPU HCIIOJIB30BAaHUU OoJiee BBICOKMX 03 Tpernapara (IpOMEXyTOuHas
9yBCTBUTEIHLHOCTh TAKXKE HA3BIBACTCS «YMEPEHHON YYBCTBUTECIILHOCTHIO).

@apmakommemm(a

AOGcopOrms

[IpemapaTr 7nerko ©u OBICTPO BCAChIBACTCS B JKEIYJOYHO-KHUIIEYHOM TpakTe. AOCOIIOTHAs
O6uomocTynmHocTh coctaBisieT okojgo 50 %. Ilpm MHOrokpaTHOM mpHeMe 03Bl Ipernapara
KyMYJISILUM TPAaKTHUYECKU HE OOHApY)KEHO, M XapaKTep MeTadoliu3Ma B OpraHu3Me 4elloBeKa He
u3MeHsuics.  IlpueM muIM  HENOCPEACTBEHHO Iepell IPUEMOM IIpernapara  yBeJIU4MBall
OMOJOCTYIHOCTh TIpernapara B cpeaHeM Ha 25 %. B 1enom, 3To NOBBIIIEHHE HE3HAUUTENBHO U
JOJDKHO HMMETh HEOOJBIIYH0 KIMHUYECKYI0 3HAYUMOCTh IIPU PEKOMEHIYEMbBIX PEXKHUMax
no3upoBaHus. Takum o0pa3oM, KIAPUTPOMHIIMH MOXKET MPUMEHSTHCS HE3aBUCHMO OT MpHeMa
TUIIH.

PacnpenencHue, 6I/IOTDaHCd)ODMaI_II/I$I X 3JIMMHHAIAg

In vitro

HccnemoBanus in Vitro mokasaiu, 4To KJIAPUTPOMMIIMH CBS3BIBACTCS ¢ OCIKaMU IJIa3Mbl KPOBH Ha
70 % B xonmentpamuu ot 0,45 mo 4,5 mxr/mun. Ilpu konmeHtparmu 45,0 MKI/MJI CBS3BIBAaHUE
cHmkaercs 10 41 %, BeposTHO, B pe3ysbTaTe HACHIINICHUS MECT CBA3BIBaHMS. JTO HaOII0IaeTCs
TOJIBKO TP KOHIIEHTPAIUSX, MHOTOKPATHO MPEBBIMIAIOIINX TEPAIEBTUYCCKYIO.

In vivo

HccnenoBanus in VIVO Ha JKMBOTHBIX MOKAa3ald, YTO KIAPUTPOMUIIMH TPUCYTCTBYET BO BCEX
TKaHsIX, 33 UCKJIFOUYCHUEM lieHTpaibHol HepBHOU cucteMbl (LJHC), B KOHIIEHTPAIHSIX, B HECKOJIBKO
pa3 mpeBblIatOIMX Iula3MeHHble. Hanbonee Bbicokue koHueHTpauuu (B 10-20 pa3 Bblmie
IUTa3MEHHBIX ) 0OHAPYKUBAINUCH B MIEYEHH U JIETKHX.

310poBBIE JOOPOBOJIBIIEI

[Tpu Ha3HaueHHM KiIapuTpoMuLMHA B go3e 250 Mr 2 pa3a B CyTKM MaKCHMajibHas paBHOBECHas
koHueHTpanus (Cmax) KiapuTpomuiimia 1 14-OH-k1apuTpoMHIlMHa B TUTa3Me JOCTUTANACh Yepes3
2-3 nus u cocraBmsuia 1 Mxr/mi u 0,6 Mkr/mn coorBercTBeHHO. Ilepron monmyssiBenenus (Tip)
KJIApUTPOMMIIMHA U €r0 OCHOBHOI'O MeTabonuTa coctaBui 3—4 yaca 1 5—6 4acoB COOTBETCTBEHHO.

ITpu HazHaueHun KinapuTpoMuiaa B 1o3e 500 mr 2 pasza B cyTKu Cmax KitaputpomuninHa u 14-OH-
KJIQPUTPOMHIIMHA B TUIa3Me JOCTHTaNach mocie npuema 5 no3sl. [locne mpuema 5 u 7 10361, Cmax
KkinapuTpomulinHa U 14-OH-kinapuTpoMuIHa B Mjia3Me cocTaBWwia B cpenHeM 2,7-2,9 MKr/mia u
0,88-0,83 MKr/Mi cooTBeTCTBEHHO. T1/2 KITAQPUTPOMHUIIMHA M €0 OCHOBHOTO METa0OIMTa COCTABHII
4,548 yaca u 6,9—8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-knmapuTpoMHIIMHA HE YBEIHYHBAIACH MPOMOPIIHOHAIBEHO JI03€ KIAPUTPOMHUIINHA, B TO
BpeMs Kak T12 Kak KIAQPUTPOMHIIMHA, TaK M €ro THIPOKCHIMPOBAHHOTO META0OJIUTa HMEI
TEHJICHLIUIO K YBEJIMYEHHUIO C MOBBIIIEHUEM JIO3BI.

Takas wHenuHeiiHas (apMaKOKMHETHKA KIAPUTPOMHMIIMHA B COYETAHWH C YMEHBIICHHEM
oOpa3zoBaHus 14-TUIPOKCUIUPOBAHHBIX U N-IE€METHIMPOBAHHBIX MPOIYKTOB IMPHU BBICOKHX J03aX
yKa3plBaeT Ha HENUHEWHbIH MeTabosM3M KIAPUTPOMHIIMHA, KOTOPBIM CTAaHOBUTCS Ooee
BBIPA)KCHHBIM ITPH BBICOKHUX J103aX.
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[Toukamu BeIBOAUTCA 0KOJI0 37,9 % mocie nepopanbHoro npﬁ%;cﬂgﬁ;[%ﬁ%gﬁﬁﬁ:ﬁogé' 2'5(5" Mr

AL

n 46,0 % nocne npuema kaapurpoMunnHa B 1o3e 1200 Mr; kumeuyHukoM BeiBoauTcs okoio 40,2 %
u 29,1 % (Bkiarouas HCHOBITYEMOTrO JIMIIb C OJHOH mpoOoi Kkama, comepkarieii 14,1 %)
COOTBETCTBEHHO.

cDapMaKOKuHemuKa ¥y nayuenmoe

Knaputpomunma u ero merabomut 14-OH-knapuTpoMuiiuH OBICTPO TNPOHUKAIOT B TKaHU H
KHMJIKOCTH oOpraHuszMa. VMeroTcsi OorpaHMYCHHbIE JaHHbIE, CBUJAETEILCTBYIOLIME O TOM, 4YTO
KOHLEHTpalusl KJIApUTPOMUIIMHA B LIEpEOPOCHMHAIBHON JKUIKOCTH IPU NEPOPAIBHOM IpUEMe
He3HauuTesbHa (T.€. TOJbKO 1-2 % OT KOHLEHTpaluu B CHIBOPOTKE KPOBHU IPU HOPMAJIbHOM
MPOHHUIIAEMOCTH TremarodHuedammueckoro Oaprepa). KoHIeHTpauus B TKaHSIX OOBIYHO B
HECKOJIbKO pa3 BBILIE, YeM B CHIBOPOTKE KPOBH.

B Tabnnue npuBeieHbl IPUMEPHI TKAHEBBIX U CHIBOPOTOYHBIX KOHLIEHTPALIUMN:

Konuentpauuu (250 Mr kaxple 12 gacos)
Bun Tkanu TkaneBbie (MKT/T) ChIBOPOTOYHBIC (MKT/MJT)
MuHaIuHbL 1,6 0,8
Jlerkue 8,8 1,7

Oco0ble rpynIibl MalueHTOB

Ileyenounas neoocmamounocmos

VY MmanueHToB O CpeAHEH M TSDKEIOH CTENEeHbI0 HApYIICHUsT (YHKIUU MEYEeHU, HO C COXPaHECHHOH
GyHKIMEH MoYeK KOPPEeKIUs J03bl KJIapUTPOMULIMHA He TpeOyeTcs. PaBHOBecHas KOHIEHTpaLMs B
IJJa3M€ KPOBH M CUCTEMHBIM KIMPEHC KIAPUTPOMHUIIMHA HE OTIMYAKOTCSA y IALMEHTOB JaHHOW
IpYyNIBbL U 310POBBIX MalMEeHTOB. PaBHOBecHas koHueHTpauus 14-OH-knapurpoMunivza y nroaei ¢
HapyLIEHUSIMH (PYHKLINY IEYEHU HUXKE, YEM Y 37JOPOBBIX.

Toueunas neoocmamoyunocme

[lpn nHapymeHnun QyHKIMM T1O04YeK yBednunBalOTcd Cmax ¥ MHMHUMaJbHas pPaBHOBECHAsS
koHieHTpauuss  (Cmin)  KIapUTpOMHUIIMHA B  IJ1a3Me  KpoBW, Tip, IUom@gs 10X
(bapMaKOKHHETHYECKOW KpUBOWM «KOHIeHTpamuss — Bpems» (AUC) KIapuTpOMHIIMHA U €ro
metabomuta 14-OH-knaputpomunmHa. KoHcTaHTa »IMMUHALIMKM M BBIBEIGHUE IOYKAMU
yMmeHbInatored. CTeneHb U3MEHEHUH 3THX MMapaMeTpOB 3aBUCUT OT CTENEHM HapylIeHUs (PyHKUNU
MIOYEK.

ﬂut;a nooaicus10co so3pacma

VY nanMeHTOB MOXKUJIOrO BO3pacTa KOHILIEHTpALUs KIapUTpOMMLMHA M ero Mmerabonurta 14-OH-
KJIApUTPOMMIIMHA B KPOBU Obljia BbIIIE, @ BBIBEICHUE MEJJICHHEE, YEM Y TPYIIbl MOJIOBIX JOCH.
OnHako Moclie KOPPEKIMU ¢ y4eToM movevHoro kiupenca kpeatnHuHa (KK) He Obu1o oTiHumii B
oOeux rpymnmnax. TakuMm o00pa3oM, OCHOBHOE BIMSHHME Ha (PapMaKOKMHETHYECKHE MapaMeTpbl
KJIApUTPOMMIIMHA OKa3bIBaeT (YHKIMS MOYEK, a He BO3pacT.

Hauuenmbz C Muko6a1<mepuaﬂbelMu qubeKuumu

PaBHOBecHBIE KOHILIEHTpauuu kinaputpomunuia u 14-OH-xknaputpomunsaa y nanuestos ¢ BUY-
nH(pEKIMen, MoTy4YaBIIuX KIAPUTPOMHUIIMH B OOBIYHBIX fMo03ax (500 mr nBa pas3a B CyTKH), ObLIN
CXOJIHBIMU C TaKOBBIMH Y 3/10pOBBIX JtoAel. OJHAKO MpH MPUMEHEHUU KIApUTPOMUIIMHA B Ooliee
BBICOKHMX [103aX, KOTOpbIE MOTYT HOTpPeOOBaThCS ISl JIEUEHUS MUKOOAKTEPHAIbHBIX WHOEKIHA,
KOHIIGHTPALMU aHTUOMOTHKA MOTYT 3HAUMTEJIBHO TNPEBBIIIATh OObIUHBIE. Y manueHToB ¢ BUY-
nH(peKuren, NpUHUMaBIIUX KiapuTpoMulyH B 1o3e 1000 mr/cyt unu 2000 mr/cyT B J1Ba mpHuema,
paBHOBecHbIE 3HaUCHHUSI Cmax OOBIMHO cocTaBisuiM 2—4 MKr/mi U 5—10 MKI/MJI COOTBETCTBEHHO.
[Ipu npuMeHeHUN npenapara B 60jee BHICOKUX /103aX OTMEYaoch yaauHeHue T1/2 o cpaBHEHUIO ¢
TAaKOBBIM Yy 3/I0POBBIX JIIOJIEH, MOJIyyaBIIMX KIAPUTPOMULIMH B OOBIYHBIX J03aX. I[loBbleHue
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KOHIIGHTPAIMH B IIa3Me ¥ ymmmHeHne T pu IpuMEHEHHH Qhﬁpﬂ%ﬁ&ﬁ;ﬁﬁ%t%ﬁég&%&%k

7103aX CBSI3aHO C HEJNMHEHHON (papMaKOKMHETHKOW Ipemnapara.

KOM6I/IHI/IDOB3HHOG JICYCHHUEC C OMENIPAa30JIOM

Knapurpomumma mo 500 mMr 3 paza B CyTKM B KOMOWHAIIMHM C OMeENpazoioM B a03e 40 Mr/cyTku
cocooctByer yBenumueHHto Ti2 u AUCoos4 omempazona. Y BceX NaIMEHTOB, IOJIYYaBIINX
KOMOMHHMPOBAHHYIO TEpAaIvi0, B CPaBHEHUHM C IMOIYYaBIIMMU OJUH OMEMPa3oj, HaOII0JaI0Ch
noBsieHne Ha 89 % AUCo-24 v Ha 34 % T1/2 omenpazona. Y kiapuTpoMuiiHa Cmax, Cmin 1 AUCo-8
YBEIUYUBAIUCH, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % mo cpaBHEHHIO C JAaHHBIMH, KOTJa
MPUMEHSIICS TOJBKO KJIAPUTPOMHUIIMH Oe3 omernpa3osa. B paBHOBECHOM COCTOSIHMM KOHIIEHTpAIIUU
KJIApUTPOMHUIIMHA B CIM3UCTOM JKeNylka d4epe3 6 4 mocie MNpuemMa B Tpymrne, MOoJydaBIIeH
KOMOMHaIMIO, B 25 pa3 MNpeBOCXOAMIM TAaKOBBbIE IO CPAaBHEHHUIO C TMOJYyYaBUIMMH OJUH
KJIapuTpoMuliMH. KoHIIEHTpaluu KJIApUTPOMUIIMHA B TKAHSAX JKENyAKa depe3 6 4 mocie rnpuemMa
000MX mpenaparoB B 2 pasa MpeBbIIIATIN JaHHbIE, TOJYUYEHHBIE B IPYIIe MAUEHTOB, MOTy4YaBIINX
OJIUH KJIAPUTPOMHUIIUH.

IToxka3zanusi K MPUMEHEHU IO

I/IH(i)CKIlI/IOHHO-BOCHa.HI/ITCJII)HI)IG 3a6OJIeBaHI/I$I, BBI3BAHHBIC YYBCTBHUTCIbHBIMH K KIIAPUTPOMUILIUHY
MUKPOOPraHu3MaMu:

MH(GEKINN HUKHUX JbIXaTeIbHBIX MyTel (Takue Kak OPOHXUT, THEBMOHUS);

WH(EKIIMYA BEPXHUX JIBIXaTSIBHBIX MTyTeH (Takue Kak (papuHTHUT, CHHYCHUT);

OJIOHTOTCHHBIC MH(EKIINH;

WHQEKIIMA KOXM W MATKHX TKaHeHd (Takue Kak (DOJUTMKYIUT, BOCHIAJICHUE IOJKOXKHOU

KJIETYATKH, POXKA);

® UCCEMHHHpPOBAHHBbIC WM JOKAJIM30BaHHBIE MHKOOAKTepUalbHble WH(EKIHUU, BBI3BAHHbBIE
Mycobacterium avium wu Mycobacterium intracellulare; nokamu3zoBaHHbIE HWHGEKIUH,
Be3BanHbIe Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium kansasii;

e mnpoduIaKTHKAa pacrnpocTpaHeHuss HH(EKIMH, 00yciIoBIeHHON Komiuiekcom Mycobacterium
avium (MAC), BUY-uHbuIMpPOBaHHBIM MalMEeHTaM C cojepxanueMm JuMmdoruros CD4
(T-xenmepubix numdonutoB) He 6omee 100 B 1 mmS:

e opamukanus H. pylori u cHUKeHKMe YaCTOThI PEIUANBOB A3BbI BCHAAIATHIICPCTHON KUIIIKH.

HpOTI/IBOHOKa3aHI/lH

e [unep4yyBCTBUTENBHOCTh K KIAPUTPOMHIMHY, MaKpoOJuIaM WIM JAPYTUM KOMIIOHEHTam
npemnapara;

e OJHOBpEMEHHBIM MpUEM KIAPUTPOMMIIMHA CO CIEIYIOIIMMM TpernaparaMu: acTeMHU30d,
u3anpua, NuMo3us, Tepdenaaus (cM. pazaen «B3anMmoaelcTBre ¢ ApYrUMH JIEKapCTBEHHBIMU
Cpe/ICTBAMI»);

e (OJHOBPEMEHHBIH TIPUEM KJIAPUTPOMHIIMHA C JOMHUTANMUAOM (cM. pasznen «BzaumonerncTBue ¢
JIPYTUMH JICKAPCTBEHHBIMH CPEICTBAMI);

e (OJHOBpEMEHHBIM MpUEM KIAPUTPOMHULMHA C  QIKAJIOMWJAMM  CIIOPBIHBH, HaIpUMeEp,
pProTaMMHOM, JUTHIPOIProTaMuHOM  (cM. pasgen  «B3aumoneicTtBue ¢ JIpyrumu
JIEKapCTBEHHBIMHU CPEJICTBAMIN);

e OJHOBPEMEHHBIM NMPUEM KIAPUTPOMMIIMHA C MHJA30JIaMOM I MEPOpPaIbHOrO0 IPUMEHEHUS
(cM. pasznen «B3aumoelicTBre ¢ APYriUMH JISKAPCTBEHHBIMH CPEICTBAMKY);

e OpgHOBpeMEHHBIM mpueM KiapuTpoMuuuHa ¢  uHrubutopamu I'MI-KoA-penykrasbl
(craTuHAMU), KOTOpBIC B 3HAUUTEIHHON cTeleHn MeTabonusupyrores uzopepmentom CYP3A4
(JloBacTaTWH WJIM CHMBAacTaTWH), B CBS3M C TIIOBBIIIEHHEM pHUCKAa MHOIATUHU, BKIIOYas
pabmomuonu3 (cM. pasaen «B3aumoaeiicTBue ¢ IpyruMH JIEKapCTBEHHBIMU CPEJICTBAMUY);

e OHOBpEMEHHBII MpUEM KIAPUTPOMHUIIMHA C KOJXMUIMHOM (cM. paszzaen «B3aumopeiicTBue c
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JPYTUMH JICKAPCTBEHHBIMHU CPEICTBAMK»); (NOCNEAOCBATENBHOCTL 000T)

e OJgHOBpPEMEHHBIH MMPUEM KIIAPUTPOMHUIIMHA C TUKArpeIopoM, HBaOpaMHOM WM PaHOIa3uHOM;

e Viumuaenue wuHTepBaia QT B aHamHe3e  (BpPOXXKICHHOE  WJIM  NPHOOpPETEHHOE
3aperucTpupoBaHHoe yuinHeHue uHTepBasia QT) wmiaM KemynoukoBas apuUTMHUSA, BKIOYAs
KEIyJOYKOBYIO TaXWUKapAWIO THIMA «IHPYIT» (cM. pasgen «OcoOble yKa3aHUsS» U pazfel
«B3aumoeiicTBre C qPyrUMHU JIEKAPCTBCHHBIMHU CPEIICTBAMK»);

e KiapurpoMulMH He cieayeT MNPUMEHSATh Yy MalMEeHTOB C 3JEKTPOJIUTHBIMH HApYIICHUSIMU
(rumokaiieMre WM THUIOMarHMeMHeil) B CBSI3M C pUCKOM YymiuHeHuss uHTepBana QT
(cM. pazgen «OcoOble yKa3aHHs»);

e Tskenas TMEYEHOYHAsT HEIOCTAaTOYHOCTb, MPOTEKAIOIIas OJHOBPEMEHHO C IOYEHHOMH
HEI0CTaTOYHOCTBIO;

e XoJjecraTHuecKas > KEJITyXa/TemaTUT B  aHaMHE3€, pa3BUBIIMECS TNPUH  NPUMEHEHUH
KJIapuTpoMuIiiHa (cM. paszaen «OcoObie yKa3aHusm»);

e Tlopdupus;

e [lepuon rpyqHOro BCKapMIUBaHUS;

e Bospact 1o 12 et (3¢pekTrHBHOCTH U 6€3011aCHOCTh HE YCTAaHOBIICHBI).

C 0CTOPOKHOCTBIO

e [loyeyHast HEOCTATOUHOCTh CPEAHEN U TAKEIION CTETIEHHU;

e [leueHOYHAsA HENOCTATOYHOCTh CPEIHEH U TSHKEIION CTENEeHH;

e OnHOBpEMEHHbII NpHUEM KJIAPUTPOMHUIMHA C OeH30/Ma3eNMHaMHU, TaKUMH Kak aJlpasoliaMm,
TpHa3ojiaM, MUa30JiaM JUIsl BHYTPUBEHHOTO NMPUMEHEHUSI WM JJI1 HAHECEHUS HA CIIM3HUCTYIO
0001104Ky pTa (cM. paszaen «BzaumoneicTBre ¢ IpyriMH JICKAPCTBEHHBIMU CPEACTBAMUY);

e OnHOBpeMEHHbIII IpueM C mpenapaTamM, KOTOpble MeTaOOJU3UPYIOTCS HU30(PEepMEHTOM
CYP3A, wanpumep, kapOaMa3enuH, IWIOCTa30Jl,  IUKIOCHOPUH,  JU3OMHUPAMUI,
METUJIIPEAHU30JI0H, OMENpa3ol, HENpsMble AaHTUKOAryJasHThl (Hampumep, Bapdapuh),
XUHUIMH, pudaldyTHH, cruiaeHadui, TaKpoIuMyc, BUHOIAcTHH (cM. paznen «BzanmoneiicTBue
C IPYTUMH JICKApPCTBEHHBIMH CPEICTBAMK»);

e OnHOBpEMEHHBII NpUeM ¢ mpenaparamu, MHAynupytomuMu n3opepmeHT CYP3A4, nanpumep,
pudamnuiuH, ¢GeHUTOMH, KapOamasenuH, ¢eHobapOuTan, 3BepoOOil NPOJBIPSBICHHBIN
(cM. paznen «B3aumozencTBre ¢ APyriuMu JISKAPCTBEHHBIMHU CPEICTBAMEY);

e OJHOBpEMEHHBIM NMpUEM KIAPUTPOMHULIMHA CO CTaTWUHAMH, HE 3aBUCALIMMH OT MeTabonu3ma
uzopepmenta CYP3A (manpumep, ¢uyBacratus) (cM. pasznen «B3aumopaeicTBue ¢ IpyruMu
JICKaPCTBEHHBIMHU CPEJICTBAMIN);

e OpJHOBpEeMEHHBIM MpueM ¢ OJIOKaToOpaMu «MEJUICHHBIX» KaJbI[MEBBIX KaHAJIOB, KOTOpbIE
metabonusupytores  uzopepmentom CYP3A4  (mampumep, BepamaMuwil, amJIOIUIMH,
JTUITHA3EM);

e OJHOBpEMEHHBIM MpHUEM KJIApPUTPOMHUIIMHA C MEPOPATbHBIMU AHTUKOATYJISHTaMU MPSIMOTO
NeicTBUs, TaKUMM Kak JaOurarpaH, puBapokcabaH, amukcabaH W 370KcabaH, 0COOEHHO Yy
MAlMEHTOB C BBICOKMM pPHUCKOM pa3BUTHS KpoBOTeueHHH (cM. paznen «BsaumopeilcTBue c
JIPYTUMH JICKAPCTBEHHBIMH CPEIICTBAMIY);

e [lanmenTs! ¢ umemuueckoit 6ome3nsio cepana (MbC), Tsxenoit cepaeyHo HETOCTATOYHOCTHIO,
HapyLICHUSIMHU TPOBOJAMMOCTH WM KIMHUYECKH 3HAYUMOM Opajukapauel, a Takke MalleHTshl,
OJIHOBPEMEHHO IPUHUMAIOLIME aHTHapUTMHUecKkue mpemapatsl [A  kmacca (XMHUIUH,
npokannamun) u 11 knacca (modernnua, aMmruoIapoH, COTAION);

e bepeMeHHOCTH.

IIpumenenne npu 6epeMEHHOCTH M B IIEPHO/ TPYIHOT0 BCKAPMJINBAHUSA

bepemeHHOCTH

be3omacHoCTh MPUMCHCHUA KIIAPUTPOMUIIMHA BO BPEMs 6€peMeHHOCTI/I HC YCTaHOBJICHA.
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OCHOBBIBasICh Ha PA3JIMYHBIX PE3yJIbTaTax, MOJYYEHHBIX B ncéﬂez[o;lagt;lr 'HaTﬁMHH{'& TaK

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Ha ONBITE TNPUMEHEHUS Y JIIOJACH, HeNb3sl MCKIIOYUTh BO3MOXHOCTH HEOJIAronpusTHOTO
BO3CHCTBUS Ha HMOpuoderanbHoe pa3Butue. Hekoropsle HabmoAarenbHblE HMCCIEI0BAHUSA,
olLleHUBaroIue Bo3zelicTBUe KiaputpomuimHa B I u I TpumecTpax OepeMEHHOCTH, BBISBUIH
MOBBIIEHHBI ~ PUCK  CaMOIIPOM3BOJIBHOTO  abopra IO  CPaBHEHUIO C  OTCYTCTBHEM
aHTUOMOTUKOTEPANIM WM TNPUMEHEHHEM JPYIMX aHTHOMOTMKOB B aHAJIOTUYHBIE CPOKH
O6epemeHHoOCTH. MMeromuecs 3nu1eMHIOoI0rMUeCKie UCCIeI0BaHUs PUCKA CEPbE3HBIX BPOXKICHHBIX
IIOPOKOB pa3BUTUSA IpU INPUMEHEHUU MAaKpOJUIOB, BKIIOYas KIAPUTPOMULIMH, BO BpEMs
0epeMEHHOCTH IEMOHCTPUPYIOT IPOTUBOPEUNBBIE PE3YIIbTATHL.

[TpumMeHeHHe KIApUTPOMHILIMHA TIpU OepeMeHHOCTH (0co0eHHO B | TpuMecTpe) BO3MOMXKHO TOJIBKO B
cllyyae, KOrja OTCYTCTBYET ajbTepHATHBHAs Tepanus, a MOTEHLUAlbHas IMOJib3a i1 Marepu
IIPEBBILIAET MOTEHIMAIBHBIM PUCK AJIS IUIOAA.

Ilepmoa rpyIHOr0 BCKapMIMBaHUS

bbulo ycTaHOBIEHO, YTO peOEHOK, HAXOASIIMNCA HAa TPYJHOM BCKapMIIMBAHMM, MOXET IOJYyYUTh
okono 1,7 % OT MaTepUHCKOW 103bl KIAPUTPOMHIIMHA C TMOMPABKOW Ha Maccy Teja MaTepu.
be3omnacHoCTh TNpUMEHEHMsI KIAPUTPOMMUIIMHA JJIs JeTed Ha TIpPyAHOM BCKapMIIMBAHUU HeE
ycraHoBieHa. llpu HeoOxomumocTh mpueMa B TEpUOJA TPYAHOTO BCKApMIIMBAHUA KOPMIICHUE
IpyZibl0 HEOOXOAUMO MPEKPATUTD.

DepTHIbHOCTH

I/ICCJIGZ[OBaHI/DI, IMPOBCACHHLBIC HAa KPbICAX, ITOKAa3aJIl OTCYTCTBUC BJIUAHUA HA q)epTI/IJIBHOCTI).

Cnoco06 npuMeHeHMs M 103bI
Jns npuema BHyTpb. He3aBUCHMO OT npriemMa MUILLH.

OObIuHast peKOMEHJOBaHHAs /1032 KJIApUTPOMHUIIMHA B3POCIBIM U AeTsAM crapiue 12 jer — 250 mr
2 pa3a B JICHb.

Knapurpomunun 500 mr 2 pa3a B IeHb UCHONB3YIOT B Cilydae 0ojiee TKEIbIX HH(PEKITHA.
OObIuHas TPOIOIHKUTEIIBHOCTD JICYEHHS COCTABIIAET OT 5 10 14 nHei.

HckmoueHne cocTaBisiFOT BHEOOIbHIYHAS THEBMOHUS I CHHYCHT, KOTOpPbIE TPEOYIOT JieueHus oT 6
1o 14 nnen.

s neuenus 000HmMo2enHbIX UHDeKyULl
Jlo3a kiaputpomuirHa coctapisieT 250 Mr 2 pa3a B CyTKU B T€U€HUE 5 AHEH.
o3vl 015 neuenus MukobaxmepuaibHblxX uHpexyul, Kpome mybepKynesa:

[Ipn mMuxoOakTepHalbHBIX MH(EKIMSIX PEeKOMEHJO0BaHa Jo03a KiapuTpomuinuHa 500 Mr 2 pasza B
JICHb.

Jleuenne nuccemunupoBanHbiXx MAC-undexuunii y nauuento co CIINJL cnenyer npopomxars 10
TeX TOp, MOKa UMeeTcs KIMHUYecKas U MUKpoOuosorndeckas 3¢dexruBHocts. Knapurpomunux
clieyeT Ha3HayaTb B KOMOWHALMU C JAPYTMMU aHTUMHKPOOHBIMU IpenaparaMu, aKTUBHBIMU B
OTHOLICHUM JAaHHBIX BO30OyauTenei. JIUTEIbHOCTh JIeUEHHs] JPYTUX HETYOEepKyJIe3HBIX
MUKOOaKTEpHUaIbHbIX MHPEKIUI yCTaHABIUBAET Bpay.

s npogpunaxmuxu unghexyuii, gvizeannvix MAC:
Pexomenayemast 103a KIIapuTpoMHUIIMHA 1711 B3pociblx — 500 mr 2 pa3a B A€Hb.
na spaouxayuu H. pylori:

VY nmanueHToB ¢ sI3BEHHOM 00J€3HBbIO, BhI3BaHHOW MHpekuueit H. pylori, KIapUTPOMHUIIMH MOXKHO
Ha3zHaydaTh 1o 500 mr 2 pa3a B JIeHb B KOMOMHAIMM C JPYTUMH aHTUMUKPOOHBIMH IpenapaTaMu U
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MEXTyHAPOAHBIMH PEKOMEHIALUSAMH 110 JieueHuto uHpexkuuu H. pylori.

Oco0Oble T'PVYIIIBI ITATWMEHTOB

HalxﬂleHWIbl C NOYEUHOU HeOOCMAamo4HOCHbIO

[Tanmenram ¢ KK menee 30 mu/MUH Ha3HA4arOT IOJIOBHHY OOBIYHON 103bI KJIAPUTPOMHUIIMHA
(B maHHOM ciy4ae Hcroib3yercs no3a 250 mr). Jleuenne Takux manumeHTOB MPOAOIDKAIOT HE Ooee
14 nuen.

ITo0o4Hoe neiicTBHE

HexenatenbHble peakiuu, 3aperUCTPUPOBAHHBIE B XOJA€ KIMHHUYECKHX MCCIEIOBaHUNH U B
MMOCTPETUCTPAIIMOHHOM OIBITE TNPUMEHEHUs, MPEACTABICHbl B COOTBETCTBUM C TMEpPEUYHEM
CHUCTEMHO-OPTaHHBIX KJIACCOB B IMOCIEAOBATEIBHOCTH MEIUIIMHCKOTO CIIOBaps TEPMHUHOB JIJIs
peryastopaoit aesrenproctr (MedDRA). HacToTa BOBHUKHOBEHHS ONPEACIISIaCh B COOTBETCTBHH
CO CJIEIYIOIIMMHU KaTerOpUSIMHU:

oueHb vacto (> 1/10);

gacto (> 1/100, vHo < 1/10);

Hevacto (> 1/1000, vo < 1/100);

pexko (> 1/10000, o < 1/1000);

o4eHb penko (< 1/10000);

9YacTOTa HEM3BECTHA (HA OCHOBAHWHU MMEIOLIUXCS IAHHBIX OIICHUTh HEBO3MOIKHO).

[lepedyeHp HexemaTENbHBIX PEAKLUN C TPYNIIMPOBKON IO CHCTEMHO-OPTaHHBIM KJIACCAM M 4acTOTE
npezncrasieH B Tabnuue 1.

Tabmuna 1. CBeneHUs 0 4acTOTE HEXKENATEIbHBIX PEaKLIUM, 3apETUCTPUPOBAHHBIX B KIMHUYECKUX
UCCIIEJOBAaHHUAX KJIAPUTPOMHUIIMHA

CucreMHO-OpraHHbIi Yacrora He:xenarenbHble peakuun
KJIace

Hnghexyuu u unsazuu Heuacto HEIUTIONTUT?,
KaHJUI03,
racTpOdHTEPHUT?,
BTOpUYHbIE HH(MEKIUHS (B TOM 4YHCIe
BarnHAJIbHBIC)

YactoTa HEeU3BECTHa | NICEBAOMEMOPAHO3HBIHN KOJIUT,

poxa

Hapywenus co cmoponw | Hacto CBIIb

UMMYHHOU CUCTeMbl Heuacro aHa(UIAKTOMIHAS PEAKIU?,

TUINICPYYBCTBUTCIBHOCTD,

JepMaTUT 6ynneSHLIﬁ1,

3yn,

KpanuBHULIA,
MakyJonamnyJe3Has CblIlb
YacTtoTa Heu3BecTHa | aHaUIaKTHUYECKas peaKIys,
AQHTMOHEBPOTHYECKHM OTEK,

3

CEpbe3HbIE KOXHbBIE HEXEJaTeIbHbIE
peakuuu (Hampumep, OCTpBIN
reHepaIn30BaHHbIN 9K3aHTEMAaTO3HBIN
MyCTyJe3),
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

TOKCUYECKUH AIUEPMaTIbHBIA HEKPOJIH3,
JIeKapCTBeHHAsl CHIb C 303WHO(MIMEN u
cucreMHor  cumnromatukor — (DRESS-
CUHJIPOM)

Hapywenus
Mmemaboauzma u
numanus

Heuacto

AHOPCKCH,
CHHMOXXCHHC aIllICTUTa

Icuxuueckue Hapywernus

Yacto

OeccoHHHIIA

Heuacto

OECIIOKOMCTBO,
TIOBBIIIEHHAS BO30YIMMOCTES

YacToTa HEeM3BEeCTHA

MICUXOTHYECKUE PACCTPOMCTRA,
CIYTaHHOCTh CO3HAHMUS,
JIeTIepCOHAIN3aIH,
Jernpeccus,
JIe30pUEHTAIIS,
raJIIOIMHALMH,
HApYIICHUs CHOBHJACHUMN
CHOBU/ICHUSA),

napecTes3us,

MaHus

(«xoIIMapHBIE»

Hapywenus co cmoponwi
HepeHOU cucmembl

Yacto

roJIoBHas1 OOJIb,

Heuacto

JICTEB3US
IoTeps CO3HaHUsA',
JNCKUHE3Hs,
rOJIOBOKPY’KEHUE,
COHJIMBOCTb,

TpemMop

YacToTa HEeM3BeCTHA

CYJOpOrH,
areB3us (IOTEPst BKYCOBBIX OILYILIEHUH),
napocmus,

aHOCMUS

Hapywenus co cmoponubl
opeana cnyxa u
nabupunma

Heuacto

BEpTUTO,

HapylIeHHE CIIyXa,
3BOH B yIIax

YacroTa HEU3BECTHA

TIIyXO0Ta

Hapywenus co cmoponul
cepoya

Heuacto

OCTaHOBKa cep/ia’,
GubpunnsIHM Mpecepauit’,
yIUIMHEHNE MHTEpBaJa
AIIEKTPOKAPINOTPAMME,
JKCTpacucToNus.,
OIIYIICHUE CEPIIIeONEHUS

QT

Ha

YacToTa HEM3BECTHA

KENyJOUYKOBasi TaXWKapAus, B TOM YHCIE
THUIA «ITHPYITY,
GUOPHILIAINS KETYT0UKOB

Hapywenus co cmoponuwl
cocy008

Yacto

BA30IAJIATAIHST

YacToTa HEeM3BECTHA

KPOBOTCYCHUC

Hapywenus co cmopoHuvl
ObIXAMENbHOU CUCTEMb,
0p2ano06 epyoOHOU KiemKu
U cpedoCcmenus

Heuacto

actmal,

HOCOBOE KPOBOTEUEHHE?,

TPoMO0IMOOIIHS IETOUHOM apTepuu’®
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Hapywenus co cmoponul
JHCeNyOOUHO-KUUUEYHO20
mpakma

Yacrto

= ry
o Uuud

(OCAEQOBATEREHROLT j

nuapes,

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

pBOTa,

JUCIIEIICH,

TOIIHOTA,

00JIb B 00JIACTH KUBOTA

Heuacto

330(bar1/1T1,
ractpo33odareanbHast
GOJIE3HB,

racTpHur,

IPOKTaJTUsL?,

CTOMATHT,

IJIOCCHT,

B3JIyTHE KUBOTA,

3arop,

CyXOCTb BO PTY,

OTPBDKKA,

METEOPHU3M,

X0JIECTA3,

remaTuT B T.4.  XOJECTaTHYECKUI
renaTonesITIONAPHBIH

pedurokcHast

NI

YacroTa HEU3BECTHA

OCTpBIN IAaHKPEATHUT,

U3MEHEHHUE 1IBeTa s3bIKa U 3y00B,
IIEYEHOYHAsl HEIOCTaTOYHOCTb,
XOJIECTATUYECKas JKEATyXa

Hapywenus co cmoponwi
KOJICU U HOOKOJICHBIX
mxaneu

Yacrto

WHTCHCHUBHOC ITOTOOTACIICHUC

YacToTa HEeM3BECTHA

AdKHC

Hapywenus co cmoponwi
MbIUEYHOU, KOCMHOU U
COeOUHUMENIbHOU MKAHU

Heuacto

MBIIICYHBIN Cl'IaSM3 )
KOCTHO-MBIIICYHAs CKOBaHHOCTbl,

MI/IEL]'IFI/ISI2

YacroTa HEU3BECTHA

*
pabaomuonus?,
MUOTIATHS

Hapywenus co cmoponul
Nno4ex U MO4esbl800AUUX
nymeu

YacroTa HEU3BECTHA

MOYEYHAast HEJJOCTaTOYHOCTb,
MHTEPCTULMAIbHBIA HEPPUT

Obwue HapyweHus u
peaxyuu 8 Mmecme
86e0eHUs

OueHn 4acTo

¢beduT B Mecte UHBEKIAU®

Yacto

00JIb B MECTE MHDBEKITHHU,
BOCITAJIEHHE B MECTE HHBEKIIHU

Heuacto

HezoMoranue®,
TUNEPTEPMHES,

aCTEHMS,

0076 B TPyAHOM Kierke’,
03H06%,

YTOMJISIEMOCTh

Jlabopamophvie u
UHCMPYMEHMAbHbIE
OaHHble

Yacto

OTKJIOHEHHE B MIEYEHOYHOU Mpode

Heuacto

TIOBHIIIIEHNE KOHIIEHTPAIMH KpeaTHHHHA®,
TOBbIIIEHHE KOHLEHTPALMH MOYEBUHbI',
U3MEHEeHHE OTHOIIICHHS
anbOyMUH/r100ynuH?,

JICUKOTICHNSI,

HeﬁTponeHI/Is{4,
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TPOMOOITHTEMHS,

MOBBIIIICHHUE AKTUBHOCTH
aJaHUHAMUHOTpaHChepasbl (AJIT),
acrmapTaTaMHUHOTpaHC(epasbl (ACT),
ramma-TiyTaMuiITpanchepassl (T4
11eN04HO docdarazsr’,

nakrataernaporenassl (JI)*

Yacrora HEU3BECTHA | arpaHyJIOIMTO3,

TPOMOOIUTOIICHHUS,

VBEJIMUEHUE 3HAYCHHUS MEXKYHAPOIHOTO
HOpMasn3oBaHHOTO oTHOMIEeHUs: (MHO),
YAJIUHEHUE MPOTPOMOUHOBOTO BPEMEHH,
U3MEHEHHE I[BETa MOYH,

MOBBIIIICHUE KOHICHTpAlMU OWIMpyOWHA B
KPOBH

*

— B HEKOTOPBHIX COOOMICHUSX O PaOJOMHONN3E KIAPUTPOMULIMH MPUHUMAIICS COBMECTHO C
JAPYTUMH JIEKapCTBEHHBIMHM CPEJCTBAMH, C IPUEMOM KOTOPBIX, KaK M3BECTHO, CBA3aHO Pa3BUTHE
pabaomuonm3a (cTaTuHbl, GUOPATHI, KOJIXUIIMH WIK aJUIOIYPHHOII);

- COO6H.I€HI/I$I O JAHHBIX HECXKCJIATCIIbHbIX PCAKIHAX ObLIH MOJIYYCHBI TOJIBKO IPpHU NPHUMCHCHUU

KJIAPUTPOMHIIMHA, THOPUIN3AT ISl IPUTOTOBJICHUS pacTBOpa st HHQY3Uii;

2 _ COO6H.I€HI/I$I O JAHHBIX HCXKCIATCIbHBIX PCAKIHAX ObLIH MOJIYYCHBI TOJIBKO IPpHU HNPHUMCHCHUU

KIAPUTPOMHIIMHA, TAOJETKH C TPOJOHTHPOBAHHBIM BBICBOOOXKIEHHUEM, TOKPHITHIE IUICHOYHON
000JIOYUKOI;

3 COO6HI€HI/IH 0 JaHHBIX HCKCIATCJIbHBIX PCAKIHAX ObLIH IMOJIYYCHBI TOJIBKO IIPpHU NMPHUMCHCHUU

KIIApUTPOMHUIINHA, ITIOPOLIOK IJIAA MPUT'OTOBJICHUA CYCIICH3UU UIA IPHUEMa BHYTPb,

4 COO6HI€HI/IH 0 JaHHBIX HCKCIATCIIbHBIX PCAKIHAX ObLIN MOJIYYCHBI TOJIBKO IIPpHU NMPHUMCHCHUU

KJIApUTPOMMIIMHA, TAOJIETKH, HOKPHITHIE TUIEHOYHON 000JI0UYKOH.

Oco0BbIe TPVIIIHI TTAIMEHTOB

Hal/ﬂ/teHn’Ibl C N00AsIeHHbIM UMMYHUMEnOoMm

Y nanueHToB ¢ CHUHApPOMOM npuodpereHHoro umMMmyHonedpuuurta (CIIMJ) u apyrumum
UMMYHOJICDUIIUTAMH, TOJyYalOIIUX KIAPUTPOMHUIIMH B 0ojee BBICOKMX [03aX B TEUYCHHE
JUINTEIBHOTO BPEMEHM I JICUEHUS MHKOOAKTepHAIbHBIX MHQEKUUN, 4acTO TPYAHO OTJIMYUTH
HexenarenbHble 3¢dekTsl npenapata or cumnTomoB BUY-uHpekunum wiaM comyTCTBYIOIIETO
3a00J1eBaHNUs.

HauOonee yacThiMK HEKeJATENbHBIMU SIBICHUSMH y MAllMEHTOB, MPUHUMABIIUX CYTOUHYIO JI03Y
KJIapUTpOMHIIMHA, paBHYI0 1000 Mr, ObutH: TOIIHOTA, PBOTA, U3BpAllleHHUE BKyca, 00Jb B 00sacTU
KHMBOTa, JUapesi, Chbillb, METEOPU3M, TOJIOBHas OOJb, 3amop, HapylleHHE CilyXa, MOBBILICHHUE
aktuBHOCTH ACT u AJIT B kpoBu. Taxke oTMeUanuch ciaydan HEXKeJIaTeNbHbBIX SIBICHUNA C HU3KON
YaCcTOTOM BOZHUKHOBEHHSI, TAKHE KaK OJIbIIIIKA, OECCOHHHIIA U CYXOCTb BO PTY.

VY manueHToB € MOJAaBJI€HHBIM MMMYHHMTETOM IPOBOJMIM OLIEHKY J1JaOOpaTOpHBIX IOKazaTesei,
aHAJIM3MPYsl UX 3HAUYUTENIbHBIE OTKJIOHEHHS OT HOpPMBI (pE3KOe MOBBILIEHUE WM CHUXkeHHueE). Ha
OCHOBaHUU JAaHHOTO KpuTepus y 2—3 % manueHToB, NOJy4yaBUINX KIapuTpoMUIuH B 1o3e 1000 mr
€XKEHEBHO, OBLIO 3aperucTpUpoBaHO 3HauuTenbHOe mnoBbimieHne akTuBHOCTH ACT u AJIT B
KpPOBH, a TaK)K€ CHI)KCHHE YHCIIa JIEMKOLIUTOB U TPOMOOIUTOB. Y HEOOJIBIIOr0 YKcia MalueHTOB
TakXe ObLJIO 3apPErMCTPUPOBAHO MOBBIICHNE KOHLEHTPAI[MM OCTaTOYHOI'O a30Ta MOYEBUHBI.
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Jemu (MOCNEQOBATENEHOCTE 0001)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Ipeanosnaraercs, 4ToO 4acTOTa, TUIl U TSHYKECTh HEXEJIATEIbHBIX PEaKLUN Y ACTEH Takas XKe, KaK y
B3POCIIBIX.

Ilepeno3upoBka

CumMnromsl

[Tpuem OonpIION O3B KJIAPUTPOMHUIIMHA MOXKET BBI3BATH CHMIITOMBI HApyIIEHHH CO CTOPOHBI
KEJIYJOYHO-KHUIIEYHOI O TPAKTA.

Y ogHOro mnaunuMeHTa ¢ OUIOJSAPHBIM pPACCTPOMCTBOM B aHaMHE3€ IIOCiie€ IpueMa 8 T
KJIAPUTPOMHUIIMHA OIMCAaHbl U3MEHEHHS MCUXMYECKOTO COCTOSHUSA, MMapaHOUJAIbHOE IMOBEACHUE,
TUNIOKAJIMEMUS U TUTIOKCEMUSL.

JleueHnue

[Tpu nmepeno3upoBKe CleAyeT yAaauTh HeabcopOUPOBaHHBIN MpenapaT U3 KelyI0YHO-KUIIEUHOTO
TpakTa (MpOMBIBaHUE JKENyJIKa, MpPHEM AaKTUBUPOBAHHOTO YIiiA H Jp.) M TPOBECTH
CUMITOMAaTUYECKYI0 Tepamnuio. ['eMoauanu3 W NEpUTOHEATbHBIM JHald3 HE OKa3bIBAIOT
CYILIECTBEHHOT'O BIUSHUS HA KOHIIEHTPAIMIO KJIAPUTPOMHUIIMHA B CHIBOPOTKE, YTO XapaKTEPHO U
JUI JPYTUX IpernapaToB IPYIIbl MAKPOIHIOB.

B3anmopaeiicTBHe ¢ APYTrUMH J1eKAPCTBEHHBIMH CPeACTBAMH

IIpoTruBONOKa3aHHbLIE KOMOMHAIIUMHU

HpI/IMCHeHI/IC CIICAYIOMUX IIPerapaToB COBMECTHO € KIIAPUTPOMHUIIMHOM IMPOTHBOIIOKA3aHO B CBA3U
C BOBMOKHOCTBIO Pa3BUTHA CCPLC3HBIX HEKCIATCIbHBIX peaKuHﬁ.

Luzanpuo, numosuo, mepghenadur u acmemusoi

[Ipu coBMECTHOM TNpHEMe KIAPUTPOMHUIMHA C IIHM3AMPHIOM, MHUMO3UIOM, Tep(PEHATMHOM WIN
acTEMHU30JI0M COOOLIAIOCh O MOBBIIIEHUH KOHIIEHTPALUH [TOCIEIHUX B IJIa3Me KPOBH, YTO MOKET
NpUBECTH K Yy/AMHEeHUI0 wuHTepBasa QT M mMosABIEHHIO CepAEUHBIX apUTMUN, BKIIOYAs
KEITYJJOUKOBYIO TaXxMKapAHuio, (GUOPUIUIALHUIO KETyJOUYKOB M KETYJOYKOBYIO TaXMKapAMIO THUIIA
«mpyd T» (eM. paszaen «IIpoTuBomnokasanus»).

Ankanouowi cnopuinbu

[TocTperncTpailnOHHBIE  MCCIENOBAHMS  IIOKAa3bIBAlOT, YTO TIPH COBMECTHOM IPUMEHEHHH
KJIQPUTPOMMIIMHA C SPrOTaMHUHOM HJIM JUTHIPO3PTOTAMUHOM BO3MOXKHBI ciieAyronye 3(deKTsl,
CBA3AHHBIE C OCTPBIM OTpaBICHUEM IIpenaparaMd TPYIIBl 3PrOTAMHHOB: COCYAMCTBIM CHa3M,
uuieMMsi KOHeyHocTed M Apyrux TkaHed, Bximoudas [[HC. OpHoBpeMeHHBIH npHeM
KJIAPUTPOMHUIIMHA C aTKaJIOUIaMH CIIOPBIHBY TIPOTHUBOIOKAa3aH (CM. paszen «[IpoTHBOMOKa3aHus»).

Muoa3zonam onsa nepopanvbHo2o npumeHenus

IIpn coBMecTHOM NIpHUMEHEHHWH MHAa3ojdama W KiaaputpomuuuHa (500 mr naBa pa3a B JI€Hb)
ormedanoch yBenuueHue AUC wwupgazonmama B 7 pa3 1mocie MEpOpabHOrO  MpHEMa.
OnHOBpEMEHHBI MpUEM KIAPUTPOMUIIMHA C MMJA30J1aMOM ISl TEPOPAIbHOTO MPUMEHEHUS
NpOTUBOIIOKa3aH (cM. pasznen «I[IpoTuBomnokasanus»).

Uneubumopwor I'MI-KoA-pedykma3zwl (cmamutul)

OnHOBpEMEHHBIN MTPUEM KIAPUTPOMHUIIMHA C JIOBACTATMHOM WJIM CUMBAcCTaTUHOM MPOTHBOIOKAa3aH
(cm. paznen «lIpoTrBOIIOKa3aHUs») B CBSI3U C TEM, UTO JaHHBIC CTATUHBI B 3HAUUTEIHLHON CTEIICHU
MeTtabonmm3upytorcss nzopepmenTom CYP3A4, u coBMeCTHOE NMPUMEHEHHE C KIAPUTPOMHIIMHOM
MOBBIIIAET WX CHIBOPOTOYHBIE KOHIICHTPAIIUM, YTO TMPUBOIUT K TOBBIMICHUIO PUCKA DPA3BUTHUS
MUOMATHH, BKIOYas padaomuonu3. Coolmamoch o0 cioydasx pabaoMuonm3a y MaIlUeHTOB,
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MPUMEHECHHS KIAPUTPOMUIIMHA CIIEAYeT MPEKPaTUTh MPHEM JIOBACTATHMHA WM CUMBACTaTHHA Ha
BpEMs Teparuu.

KnapurpoMuniiH cieayeT NPUMEHATh C OCTOPOKHOCTHIO MPH KOMOWHUPOBAHHON Tepamuu C
JIpyrUMHU cTaTiHaMu. B ciiydae HEOOXOAMMOCTH COBMECTHOIO MpHUeMa PEKOMEHIYeTCsl IPUHUMATh
HAaUMEHBIIYIO JT03y CTaTHHA. PEeKOMEHyeTCsl MPUMEHSTh CTATUHBI, HE 3aBUCSIINE OT MeTabonm3mMa
m3odepmenta CYP3A (manpumep, dayBactatus). CienyeT KOHTPOIUPOBATh Pa3BUTHE TIPU3HAKOB
Y CUMIITOMOB MUOTIATHH.

Jlomumanuo

OIHOBpPEMEHHBI MpPUEM KIAPUTPOMUIIMHA C JIOMHTAIMIOM IIPOTHUBOINOKA3aH M3-3a pHCKa
CYLIECTBCHHOTO IOBBINICHHS AKTHBHOCTH TPAaHCaMHHA3 B IUIa3Me KpPOBH (CM. pasjeln
«[IpoTuBOMOKA3aHUA).

[IpoTuBoOmOKa3aHO NPUMEHEHHE KIAPUTPOMHIMHA BMECTE C THUKAarpeliopoM, HBAOpPaJUHOM |
paHoONa3MHOM, KOTOpble MeTabonmusupyroTcs mnpeumymectBeHHo CYP3A4  (cm.  pasgen
«IIpOTHBOMOKA3aHUS»).

Bimsgumne APYIUX JJCKAPCTBCHHbBIX MNIPCIIapaToOB HA KIAPUTPOMUIINH

IIpenapatel, sBistomecs uHHIyKTopamu u3zopepmenta CYP3A (mampumep, pudamnuiu,
¢dennronH, xkapbamazenuH, GpenHodapOuTan, 3BepoOOW MPOMBIPSBICHHBIN), MOTYT HHIYIUPOBATH
MeTa0O0JIN3M KJIAPUTPOMHULIMHA. DTO MOXKET NPUBECTH K CyOTepaneBTHYECKOM KOHIEHTpaluu
KJIQPUTPOMHIIMHA, YTO NMPHUBOJUT K CHIDKEHHIO ero 3¢ dekruBHOCcTH. Kpome TOro, HE0OX0Iumo
Ha0II0aTh 3a KOHLEHTpauuel nuaykropa nzopepmenta CYP3A B mnazme KpoBHU, KOTOPask MOXKET
MOBBICUTHCS M3-3a MHrHOuMpoBanust usodepmenta CYP3A xnaputpomunuHoMm. Ilpu coBmecTHOM
npuMeHeHuH pudaldyTuHa ¥ KIAPUTPOMHUIMHA HAOJIOJANoCh IOBBINICEHHWE  IUIa3MEHHOU
KOHIIGHTpauuu pudadyTuHa M CHIDKEHHE CHIBOPOTOYHOW KOHIEHTpAIMH KIAPUTPOMHUIIMHA C
MIOBBIIIEHHBIM PUCKOM Pa3BUTHSI YBEUTA.

Crnenytonye mpenapatbl  OOJAafOT JOKAa3aHHBIM WM TIPEIIOoJiaraéMbIM — BIIMSHHEM  Ha
KOHIEHTPALUIO KIAPUTPOMHIMHA B ILIa3M€ KPOBH; B CJIydae MX COBMECTHOTO NPUMEHEHHS C
KJIADUTPOMHUIIMHOM MOKET MOTPeOOBaTHCS KOPPEKIMs 103 WM TEePeXo]] Ha ajJbTEPHATHBHOE
JICYEHHE.

Ogasupens, negupanun, pugamnuyun, pugdadbymur u pughaneHmun

CunbHble HHAYKTOPBI ccTeMbl IiuToXpoMa P450, Takue kak a¢aBupeH3, HeBUpanuH, pudaMIuIvH,
pudabyTuH U pudaneHTUH MOTYT YCKOpSATh METa0O0JM3M KJIApUTPOMHULIMHA M, TaKUM 00pazom,
MOHM)KAaTh KOHIIEHTPALMIO KIAPUTPOMUIIMHA B IUIa3ME KPOBM M BMECTE C TEM IOBBIIIAThH
KOHIIEHTPALHIO 14-OH-knaputpomMuHa — MeTabonura, TaKXKe SIBJISIFOLLIETOCS
MHUKPOOHOIOTNYECKH aKTUBHBIM. [10CKOIBKY MUKPOOMOIOTHYECKasT aKTUBHOCTh KJIAPUTPOMHIIMHA
n 14-OH-knapuTpoMHIIMHAa OTIMYAETCS B OTHOLICHUM pPa3jMYHBIX OaKTepuil, TeparneBTUYECKUIN
3pGEKT MOKET CHIDKAThCS MpPU COBMECTHOM NPHUMEHEHHMH KIAPUTPOMHUIIMHA U HHIYKTOPOB
(bepMeHTOB.

Ompasupun

KonuenTpanus KIapUTpOMHUIIMHA CHUYKAETCSI MPU KCIIOJIb30BAHUM 3TPABHPUHA, HO TOBBIIIAETCS
KOHIIGHTpalusi  akTuBHoro wmerabonura  14-OH-knaputpomunuua.  [lockonpky — 14-OH-
KJIApUTPOMHIIMH 00JagaeT HU3KOW aKTUBHOCTHIO TO OTHOIIEHUI0O K MAC-uH(EKIusM, MOXeT
MEHATbCA 00Ilasi aKTUBHOCTh B OTHOIIEHHM 3TUX B030yauTenei, mostomy ans jeueHuss MAC
ClIeIyeT pacCMaTpUBaTh allbTEPHATUBHOE JICUCHHE.

Dnykonason

CoBMmecTHbIN npueM ¢urykoHa3ona B 03¢ 200 Mr exeJHeBHO U KJIapUTpoMHIMHA B 03¢ 500 mr
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xkinaputpomuniria 1 AUC Ha 33 % u 18 % coorBercTBeHHO. IIpn 3TOM COBMECTHBIN IIpHEM
3HAYUTENIbHO HE BIIMI HA CPEJIHIOI0 PABHOBECHYIO KOHIIEHTPALMIO aKTUBHOTrO Metabonura 14-OH-
KiIapuTpoMunvHa. Koppekuusi 103bl KJIApPUTPOMMIMHA B Cllydae COIYTCTBYIOLIErO IIpHeMa
(dhaykoHa3osa He TpedyeTcs.

Pumonasup

dapMaKOKMHETUYECKOE HCCIIEeI0BaHUE IMOKa3ajio, YTO COBMECTHBIM NpPUEM pPUTOHABUpPA B J103€
200 mr Kaxxiple BOCEMb 4acoB M KJIapHUTpoMuiHa B Ao03e 500 mr kaxzisle 12 yacoB mpuBen K
3aMETHOMY MOJaBJICHHUIO MeTabonu3Ma KiIapuTpoMmuluHa. [Ipu coBMecTHOM mpueMe puUuTOHaBUpA
Cmax KmaputpomuniuHa ysenuuuiack Ha 31 %, Cmin yBenununiacs Ha 182 % u AUC yBennuuiace Ha
77 %. bbl10 OTMEUYEHO MPAKTHUECKU MOJIHOE MojaBieHue oopazoanus 14-OH-knapurpomMunuxa.
bnaronaps mmpokoMy TeparneBTHYeCKOMY AMANa3oHy KIApUTPOMULIMHA YMEHBIICHHE €ro J03bl Y
MalMeHTOB C HOPMAJbHOM mouYeyHOW (yHKIMel He TpeOyercs. Y MalHMeHTOB € IOYCYHOM
HEJ0CTaTOYHOCTBIO 11EJIECO00PA3HO PAaCCMOTPETH CIEAYIOIINE BapuaHThl Koppekuuu 1o3bl: pu KK
30-60 mn/MuH 1032 KIApUTPOMHIMHA JODKHA ObITh ymeHblneHa Ha 50 %; mpu KK menee
30 Mi/MHH 1032 KJIAPUTPOMHIIMHA JOJDKHA OBITh yMeHbIeHa Ha 75 %. B mozax Gomee 1 r/cyr
KJIAPUTPOMHUIIMH HE CIEAYET MPUMEHSATh B COUYETAHUH C PUTOHABUPOM.

CXollHblE KOpPPEKLUHU 103 JOKHBI paccMaTpUBaThCsl y MAllMEHTOB CO CHM)KEHHOM (pyHKUUEH
MOYEK, €CJIM PUTOHABUP HCIIONB3YeTCs KaK (DapMaKOKUHETUYECKHH «yCHIIUTENbY MPHU MPUMEHEHUU
Opyrux uHruoutopoB mporeazsl BUY, Bkiatowas aTazaHaBUp M CakBMHABHP (CM. HoJpas3fel
«/IByHanpaBieHHOE B3aMMOJICHCTBHE JIEKAPCTBY).

I[eﬁCTBHe KJIapuTpOMHUIIMHA Ha APYTHUEC JICKAPCTBCHHBIC NTPCIIapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HUKHOBEHHME KEIYJOYKOBOM TaxUKapAUM THUIIA <IIUPY3T» IPU COBMECTHOM
[IPUMEHEHUH KJIAPUTPOMHULIMHA U XWHUJWHA WM au3onupamuja. IIpy onHOBpEMEHHOM NpHUEMeE
KJIApUTPOMMIIMHA C O3THMM [pernapaTaMu  CIEAyeT pPETryJspHO IPOBOJHUTH  KOHTPOJIb
NIEKTPOKAapAXOTrpaMMBbl Ha IpeaMeET yuIMHeHHus uHTepBana QT, a Takxke ciaenyeT KOHTpOJIMpOBaTh
CBIBOPOTOYHBIE KOHIEHTPALIMHU 3TUX IIPENapaToB.

[Ipu moOCTperucTpalluoOHHOM MPUMEHEHUH COOOIIANOCh O CIydYasX Pa3BUTHS TUMOTIMKEMHUH MPU
COBMECTHOM TIpHEME KIAPUTPOMHIIMHA U Au3onupamuga. HeoOXoauMo KOHTPOJIMPOBATH
KOHIIGHTPALlMIO TJIIOKO3bl B KPOBU MpPU OJHOBPEMEHHOM NPUMEHEHUH KIAPUTPOMHUIMHA H
JTU30TMpamMua.

Ilepopanvhvle eunoznukemuyeckue cpeocmea/uncyium

[Ipy cOBMECTHOM NPHUMEHEHUU KIAPUTPOMULIMHA U MEPOPaATbHBIX TMIOIIIMKEMHUYECKUX CPEICTB
(HampuMep, TPOU3BOJAHBIE CYJIb(OHMWIMOYEBUHBI) W/WIM HMHCYIMHA MOXET HaOIroaaThes
BbIpakeHHasi runoriukemMus. OJAHOBpEMEHHOE NPUMEHEHHE KIApUTPOMHUIIMHA C HEKOTOPBIMU
TMIOTJIMKEMUYECKUMH  TIpenapaTamMy (HampuMep, HATerJuHHUJ, TUOTIWTA30H, penarivuHuj] u
POCUIIIMTA30H) MOKET MPHUBECTH K MHrHOMpoBaHuio nzopepmenta CYP3A kiapUTpoOMHUIIMHOM, B
pe3ysIbTaTeé 4Yero MOXKET pPa3BUTbCA THIOINIMKEMMs. PEKOMEHIyeTcsl TINATENbHbIA KOHTPOJIb
KOHIEHTPALUU TIIOKO3bI.

Bzaumooeticmeus, obycnosnennvie uzogpepmernmom CYP3A

CoBMeCTHBIN MTPHEM KJIAPUTPOMUIIMHA, KOTOPBIN, KaK U3BeCTHO, MHTHOupyeT usopepmeHT CYP3A,
M TpenaparoB, MepBUYHO  MeTabomusupyrommxcs — u3opepmentom  CYP3A,  moxer
aCCOLIMMPOBATHCS C B3AMMHBIM IIOBBIIIEHUEM WX KOHUEHTPAIM, YTO MOYET YCWINTh WIH
OPOAJUTh Kak TepaneBTHUeckue 3(Q(eKThl, Tak M HeXelaTelbHble peakiuu. KiapuTtpoMunux
ClIelyeT C OCTOpPOKHOCTBIO NPHUMEHSTh IAMEHTaM, IOJYYaloluM I[Ipenaparsl, SBISIOIUECS
cyoctparamu  u3zodpepmenta CYP3A, oco0eHHO eciu 3TH Ipemnaparhl HMMEIT  y3KUH
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3TuM (epMeHTOM. B ciydae He0OXOIMMOCTH JOJDKHA MPOBOIUTHCS KOPPEKIHUS 03Bl Ipernapara,
MPUHUMAEMOTO BMECTE C KIAPUTPOMHUIMHOM. Takke, 10 BO3MOXKHOCTH, JTOJDKEH IPOBOIUTHCS
MOHHUTOPHHT CBHIBOPOTOYHBIX KOHIIGHTPAIMKA TPENapaTroB, MEPBUYHO METAOOIU3UPYIOIIHXCS
m3odepmerntom CYP3A.

Kopmuxocmepouout

Cnenyer co0mn0aaTh OCTOPOXKHOCTH IPU OJHOBPEMEHHOM INPUMEHEHUH KJIAPUTPOMUIIMHA C
CUCTEMHBIMH ¥  MHTASLIMOHHBIMU  KOPTHUKOCTEPOUJAMH, KOTOpPbIE  IPEUMYIIECTBEHHO
MeTtabommupyrorces  uzodpepmentom CYP3A, wu3-3a BO3MOKHOCTH YBEJIMYCHHS] CHUCTEMHOM
9KCIO3UIMU  KOPTUKOCTEpOuAOB. [lpu OJHOBpEMEHHOM NPUMEHEHUU CIIEAYyeT TIIATEIbHO
HaOmoaTh 32 MallMeHTaMd Ha  [peAMeT  CHCTEMHBIX  HEeXenaTelbHbIX 3¢ (deKToB
KOPTUKOCTEPOUIOB.

MeTabosn3M CIeAYIOMUX MPEnapaToB/KIacCoB OCyIIeCTBIsAETC TeM ke u3opepmentom CYP3A,
4TO M MeTaboJM3M KIapUTPOMHIIMHA, HAmpuUMep, almpas3oiaM, KapOamasemnwH, IHJIOCTa3oll,
LIUKIOCIIOPUH, TU30MUPaMUJ, METHJINPEAHU30JIOH, MHJA30JIaM, OMENpa3oj, IepopajbHbIe
AHTHUKOATyJISTHTBI (manpumep, BapdapuH,  puUBapokcadaH, anukcadaH), aTUIUYHbIC
AHTUIICUXOTUYECKUE CpEICTBa (HAaNpuUMep, KBETHANMH), XWHUAWH, pudadyTHH, cuiaeHadun,
TaKpOJIIMMYC, TpuazonaMm W BHHOnacTuH. Takke k aronucram m3odepmenta CYP3A orHocsTCS
CIIeyIOIIKe MpenapaThl, MPOTUBOIIOKA3aHHBIE K COBMECTHOMY MPUMEHEHUIO C KIAPUTPOMUILIUHOM:
acTeMH30J1, IU3AMPU, TUMO3H, TepPEHAINH, JIOBACTATHH, CHMBACTATUH M AJIKAJIIOUIBI CIIOPBIHBU
(cm. pasnmen «lIpoTtuBomokaszanusi»). K mpemnapatam, B3auMOAEHCTBYIOUIUM IMOAOOHBIM 00pa3oM
gepe3 Japyrue u30EpPMEHTHI B paMKax CHUCTeMbl IuToxpoMa P450, otHOcsTCS (DeHUTOWH,
TeO(UILTUH U BAJILIIPOEBasi KUCIIOTA.

Hel’lpﬂfl/lble aHmuKoazyJisiHniol

[Tpu coBmecTHOM mpueMe BapdapuHa U KIApUTPOMHULIMHA BO3MOXKHO KPOBOTEUECHHE, BHIPAKEHHOE
yBenuuenue MHO wu mnporpomOMHOBOro BpeMeHU. B ciaydae COBMECTHOrO NTPUMEHEHUS C
BaphapvHOM WIH IPYTHMH HETIPSMBIMH aHTUKOATYJISIHTaMU Heo0xoauMo koHTponupoBate MHO u
MIPOTPOMOMHOBOE BpEMs.

Ilepopanvhule anmukoazynanmol NPAMO20 Oeucmeus

[TepopasibHbIE AHTHKOAryJISIHTHI TPSIMOTO JICWCTBHS JgabWraTpaH ¥ DJI0Kca0aH  SBISIOTCS
cyoctparom s 3¢diarokcHoro Oenka-nepeHocunka P-rmukonpotenna (P-gp). PuBapokcaban u
anukcaban wmetabonusupyroTcss ¢ ydactueM wu3odpepmenta CYP3A4 u Takke SIBISIOTCA
cyoctparamu s P-gp.

Crnexyer coOJIOAaTh OCTOPOXKHOCTH TIPU OJHOBPEMEHHOM IPHMEHEHUHM KIAPUTPOMHIIMHA C
JTaHHBIMH TIperapaTamMi, OCOOEHHO y TAlMeHTOB C BBICOKHMM PHCKOM KPOBOTEYEHHs (CM. pasieln
«Oco0bIe yKa3aHus»).

Omenpaszon

Kunaputpomuius (mo 500 Mr kaxkasie 8§ 4acoB) MCCIAEAOBANICS Y 3I0POBBIX B3POCIBIX JOOPOBOJIBIIEB
B KoMOuHamuu c omenpazonoM (mo 40 Mmr exenHeBHo). llpu coBMECTHOM NpUMEHEHUU
KJIQPUTPOMHIIMHA ¥ OMENpa3oyia PABHOBECHBIC TUIA3MEHHBIE KOHIICHTPAIMH OMETNpa3oyia ObUIH
yBenu4deHbI (Cmax, AUCo-24 1 T2 yBemmuumuce Ha 30 %, 89 % u 34 % cooTtBeTcTBeHHO). CpenHee
3HauyeHne pH xenynka B TeueHue 24 4acoB COCTAaBWIIO 5,2 IIPU IPUEME OMENPA30J1a B OTAEIBHOCTH
u 5,7 npu npruemMe oMerpas3ojia COBMECTHO € KIAPUTPOMUIITHOM.

Cunoenaghun, maoaraghun u eapoenaghun

Kaxnpiii u3 »THX uHrUOUTOpoB (ochoanscTepassl MeTabonuszupyeTcs, M0 KpaiHel Mepe,

gactuyHo ¢ ywactueMm wuzopepmenta CYP3A. B To xe Bpems uzopepment CYP3A moxer

MHTUOMPOBATHCS B MPUCYTCTBUU KIAPUTPOMUIIMHA. COBMECTHOE MPUMEHEHUE KIAPUTPOMUIIMHA C
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CEPTHOMY OTUETY

UHTUOMpYyIomero BozaeiicTBus Ha ¢ochonusdcrepasy. llpm npuMeHEeHMH STHX TNpenapaToB
COBMECTHO C KJIAPUTPOMHIMHOM CIIEYET pPAacCMOTPETh BO3MOXKHOCTH YMEHBIICHHS JI03bI
cwiaeHadwua, Taxanaduia u BapaeHadpuia.

Teogunnun, kapoamazenun

[Tpu COBMECTHOM NMPUMEHEHHH KJIAPUTPOMHUIIMHA M TeO(WUIMHA MM KapOaMa3zenmuHa BO3MOXKHO
MOBBIIICHUE KOHIEHTPALUH JaHHBIX IPENapaToOB B CUCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHBIil MeTa0OIM3M TOJTEPOJMHA OCYIIECTBIseTCa yepe3 2D6 u3odopmy mmuroxpoma P450
(CYP2D6). Opmmako B dactu momyisinuu, JuiieHHoH wuzodepmenta CYP2D6, wmerabonmsm
npoucxoauT vepe3 uzohepmeHT CYP3A. B 3Toil rpynne HaceineHus mojaBieHuE H30(pepMEeHTA
CYP3A npuBOoAUT K 3HAYUTEIHHO O0JIee BHICOKMM KOHLIEHTPAIMSIM TOJTEPOJMHA B CHIBOPOTKE. B
MONYJISAIMKA ¢ HU3KUM YpOBHEM MeTaboiu3ma uepe3 nzodepment CYP2D6 moxer moTpeboBaThes
CHIDKEHHE JI03bl TOJNTEPOAMHA B MPUCYTCTBHM WMHTHOMTOpOB m3odepmenta CYP3A, Takux kak
KJIAPUTPOMHUIIKH.

benzoouazenunvl (nanpumep, annpazonam, Muoazonam, mpuasonam)

[Ipu coBMecTHOM NpHMEHEHWH Mujaazodama M kiaputpomunuHa (500 Mr aBa pasa B JICHB)
orMmevasioch yBenuueHne AUC wmypasonama: B 2,7 pasa Iociie BHYTPUBEHHOIO BBEJICHUS
muna3onama. Ecny BMecTe ¢ KIapuTpOMHULIIMHOM NPUMEHSIETCS BHYTpUBEHHAs (hopMa MUIa3onama,
CIIEAYET TIIATEIbHO KOHTPOJIUPOBATH COCTOSIHUE MAIIMEHTA TSI BO3SMOXXHON KOPPEKIIUH JI03BI.

BBenenue nekapCcTBEHHOTO Iperapara 4yepe3 CIU3HCTYI0 O000JIOUKY IMOJOCTH PTa, KOTOpOe AaeT
BO3MOXXHOCTh OOOWTH TNPECUCTEMHYIO 3JIMMHUHAIMIO JIEKAPCTBEHHOI'O IMpenapara, CKOpee BCEro,
MPHUBEAET K B3aUMOJICHCTBUIO aHAJOTHYHOMY TOMY, KOTOpPOE HaOJII0/IaeTCsl MPU BHYTPUBEHHOM
BBEJICHUH MUa30J1aMa, a He MIPU NEPOPATIbHOM IpUEME.

Takue e Mepbl IPETOCTOPOKHOCTH CIEAYET IPUMEHSITh M K IPYrUM OeH301a3euHaM, KOTOpbIE
Metabonusupytorcss  usopepmentom CYP3A, Bxmouas Tpuazoinam U annpasonam. s
O€H30/1Ma3eMMHOB, BBIBEJICHHE KOTOPbIX He 3aBUCHUT OT u3opepmeHta CYP3A (Temasenawm,
HUTpa3enaMm, Jiopaszenam), MAJOBEPOSTHO KIMHWYECKH 3HAYMMOE  B3aWMOJICHCTBHE ¢
KJIQPUTPOMHILIHOM.

[Ipu coBMECTHOM MPUMEHEHUU KJIAPUTPOMUIIMHA U TpUa3zoiamMa Bo3MOKHO BoznercTBue Ha [ITHC,
HanpuMep, COHJIMBOCTb M CIIyTaHHOCTb CO3HAaHMs. B CBA3M C 3TuUM, B ciydyae COBMECTHOTO
MIPUMEHEHHUS, PEKOMEHIyeTCs CIeuTh 3a cumnToMamu Hapymenus [THC.

BzauMoeicTBus ¢ APYTUMHU IIpenapaTamMu

Konxuyun

Konxuuun sBasercs cybcrparom kak uszodepmenta CYP3A, tak u Oenka-nepeHocunka P-gp.
W3BecTHO, YTO KIAPUTPOMHULIMH M JPYTHM€ MaKpOJUAbl SIBISIOTCS MHTHOMTOpaMH H30(pepMeHTa
CYP3A u P-gp. IIpu coBMecTHOM npueme KIapUTPOMUIIMHA U KOJIXHIIMHA MHTuOMpoBaHue P-gp
n/umn  u3opepmenta CYP3A MoxeT mnpuBeCTH K  YCWICHHIO JCHCTBUSL  KOJXMIIMHA.
3aperucTpupoBaHbl MOCTPETUCTPAIIMOHHBIE COOOIIEHUS O CIIydasiX OTPaBICHUS KOJIXUIMHOM IpU
€ro OJHOBPEMEHHOM NpPHUEME C KIAPUTPOMHUIIMHOM, Yallle Y MOXKWIBIX NanueHToB. Hekoropsle n3
OIMCAHHBIX CIIy4aeB IPOUCXOAWIN C MALMEHTaMH, CTPAJAOLIUMU [T0YEYHONU HEIOCTATOUYHOCTHIO.
Kak coo01anocs, HEKOTOpbIE C1ydan 3aKaHYMBAINUCH JETATbHBIM HCXOJIOM.

OnIHOBpEeMEHHOE TPUMEHEHHE KIAPUTPOMHUIIMHA W KOJXHMIMHA TPOTUBOIMOKA3aHO (CM. pasnen
«[IpoTuBOMOKA3AHUA).
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(MOCNEOCBATENEHDCTE 0001)

Jueoxcun

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Ipennonaraercsi, 4YTO OUTOKCUH siBIsieTcs cyocrtparom P-gp. M3BecTHO, YTO KIAPUTPOMHUIIMH
uHrubupyer P-gp. Ilpu coBmMecTHOM mpueme KIapUTPOMHMLIMHA U JUTOKCHMHAa HMHIMOMpOBaHHE
P-gp  KJIapUTPOMUIIMHOM  MOXXET  IPHUBECTM K  YCWJIEHHIO  JIEHCTBUS  JUIOKCHHA.
ITocTperucTpallMOHHBIE MCCIEAOBAHMSA IIOKA3aJd, YTO COBMECTHBIM IIPHEM JHUIOKCHMHA U
KJIApUTPOMMIIMHA TAKXE MOXET IPUBECTH K IIOBBILICHUIO CHIBOPOTOYHOM KOHIICHTPALUH
OUTOKCHUHA. Y HEKOTOpPBIX ITAMEHTOB OTMEYAIMCh KJIMHUYECKUE CHUMITOMBI OTPABJICHUS
JUIOKCUHOM, BKJIIOYas IIOTEHUMAJIbHO JIeTaJbHble apuUTMUU. IIpu CcOBMECTHOM mpueme
KJIIAPUTPOMMIIMHA U JUTOKCHHA CJIELYeT TIATEIbHO KOHTPOIMPOBATh KOHIEHTPALUIO IUTOKCHHA B
CBIBOPOTKE.

3udosyoun

OnHOBpEMEHHBI MpUEM KIAPUTPOMMIMHA M 3MJIOBYJUMHA [EpOpajibHO B3pociabiMu BUY-
MHOUIMPOBAHHBIMU MALMEHTAMH MOXET NPHUBECTH K CHUXKCHHMIO PAaBHOBECHOW KOHLEHTpAalUU
3UI0BYMHA.

HOCKOHBKy KIIApUTPOMUIMH BJIMACT Ha BCACBIBAHUC 3UJOBYJAWHA IIPpHU MNEPOPAIIBHOM IIPUCME,
B3aHMOII€I>'ICTBPI$I MOXHO B 3HAYMTCIIPHOM CTCICHHU I/I36€)K3,TI>, [NpuHUMas KIApUTPOMHUIWH U
SUJOBYJIUH C UHTCPBAJIOM B 4 qaca.

[TomoGHOTrO B3ammoxelicTBus He HabOmomamn y BUY-uHOUIMpOBaHHBIX AeTed, MPUHUMABIINX
JETCKYI0 CYCHEH3MIO KIApUTPOMHIMHA C 3UIAOBYAMHOM WM JHUJC30KCUMHO3HMHOM. IlOCKOIBKY
KJIAQPUTPOMHIIMH MOJKET NPEMSATCTBOBATh BCACBIBAHUIO 3HJIOBYAMHA IPH HMX OJHOBPEMEHHOM
npueMe BHYTPh Yy B3POCIHBIX MAIMEHTOB, MOJOOHOE B3aMMOJCHCTBHE BPSAJ JM BO3MOXHO IIPH
MCTIOJIb30BAaHUH KIIAPUTPOMHUIIMHA BHYTPUBEHHO.

DeHumouH u salbnpoeesas Kucioma

WNmerorcss nmaHHbIE O B3aWMOJCHCTBHSIX HWHruOuTopoB wu3odpepmenta CYP3A  (Bximouas
KJIAPUTPOMMLIMH) C IpernaparaMH, KOTOpbleé HE MEeTabOJIM3HPYIOTCA C IOMOIIbI0 H30(epMeHTa
CYP3A (¢peHuronHOM M BaibIpoeBOM KUCIOTOM). s naHHBIX NpenapaToB, IPU COBMECTHOM
IIPUMEHEHUH C  KJIAPUTPOMULMHOM, PEKOMEHIYETCS  OINpPEAEIEHUE MX  ChIBOPOTOUYHBIX
KOHIEHTpALUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 X MOBBILICHHUH.

JByHapaBaeHHOE B3aMMOJICHCTBUE JIEKAPCTB

T'uopoxcuxnopoxun u x10poxun

JlanHple ~ HAOMIOAEGHHMH  TOKa3ajld, 4YTO COBMECTHOE IPUMEHEHHE  a3sUTPOMHUIMHA C
TUJIPOKCUXJIOPOXUHOM Yy TAIIUEHTOB C PEBMATOUAHBIM aPTPUTOM CBSI3aHO C MOBBIIIEHHBIM PUCKOM
CEepAEYHO-COCYTUCTBIX COOBITHI M CepAEYHO-COCYTUCTON cMepTHOCTH. KiapuTpoMuuuH ciexyer
HCIOJIb30BaTh C OCTOPOXHOCTHIO Yy TAIlMEHTOB, IMOJYYalOIIMX O3TH Ipenaparbl, KOTOpbIE, Kak
U3BECTHO, YMIMHAIOT HHTepBal QT, H3-32 BO3MOXXHOCTH pa3BUTHSI CEPACUHOM apUTMHHM H
CepbE3HBIX HEXKENATEIbHBIX CEPAECUHO-COCYTUCTBIX SIBJICHUM.

Amasanasup

Knapurpomuniue 1 atazaHaBup SBISIIOTCA Kak cyOCTpaTaM, Tak MU MHTUOMTOpaMH H30(pepMeHTa
CYP3A. CymecTtByeT CBHUIETEIBCTBO ABYHAIIPaBICHHOIO B3aUMOJEHCTBUS ITHX IPENaparos.
CoBMmecTHOE puMeHeHue kinaputpomunraa (500 Mr aBa pasa B 1eHb) U atazanasupa (400 Mr oguH
pa3 B JIeHb) MOXXET IPUBECTH K JIBYKPaTHOMY YBEJIWYEHHIO BO3JCHCTBUS KIAPUTPOMHUIIMHA U
yMmeHbIeHuto Bo3aeiicteus 14-OH-knapurpomunvna Ha 70 %, ¢ yBennuenuneM AUC ara3aHaBupa
Ha 28 %. bnarogaps MMpoOKOMY TEPANEBTUUECKOMY JUaNa30Hy KJIApUTPOMUIIMHA YMEHBILIEHUE €TI0
7103bl y TALMEHTOB C HOPMAaJbHOM (QyHKIMEW mouek He TpeOyercs. Y MHalMEeHTOB C YMEPEHHOMH
noyeuHoil HexmoctaroyHocThio (KK 30-60 wmi/MuH) 1032 KIapuUTpOMHULMHA JOJDKHA OBIThH
ymenbiieHa Ha 50 %. Y manumentoB ¢ KK menee 30 Mi/MuH 103y KJIApUTPOMHIIMHA CIIETYET
CHM3UTh Ha 75 %, wuCHOAB3yd s OTOrO COOTBETCTBYIOIIYIO JIEKApCTBEHHYIO (opmy
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COBMCCTHO C I/IHI‘I/IGI/ITOpaMI/I poTeas.
EJZOKCZI’I’ZOpbl «MEOJIEHHbIXY KAJlbYUueevlx KaHaloe

[Ipu 0AHOBpPEMEHHOM NMPUMEHEHHMH KJIAPUTPOMUIIMHA U OJOKATOPOB «MEJUICHHBIX» KaJIbI[MEBBIX
KaHAJIOB, KOTOpble MeTabonusupyroTcs wu3zopepmentom CYP3A4 (manpumep, Bepamamui,
aMJIOJTUTINH, JWITHA3EeM), CIEAyeT COOJI0AaTh OCTOPOXKHOCTb, IOCKOJIBKY CYIIECTBYET PHCK
BO3HUKHOBEHHUS apTepuaibHOW TUNoTeH3ud. [lnasMeHHble KOHUEHTpalUUU KIApUTPOMUIIMHA,
Takke, Kak M OJIOKaTOpOB «MEJUICHHBIX» KaJIbIIUEBBIX KAaHAJIOB, MOTYT TIOBBIIIATHCS MIPH
OJTHOBPEMEHHOM MpPUMEHEHUU. ApTepuanbHas THUIOTEH3Us, OpaJuapuTMHs U JAKTOALUI03
BO3MOKHBI IIPU OJJHOBPEMEHHOM MPUEME KJIAPUTPOMHUIIMHA U BEparamuia.

Umparonaszon

KnaputpoMuninH 1 UTpaKoHA30I] SABJISIOTCA cyOcTparaMu u mHruouropamu uzopepmenta CYP3A,
4YTO OMNpeAessieT JByHAlpaBJIEHHOE B3aMMOJAEHCTBHE IpenapaToB. KiapuTpOMHUIIMH MOXET
MIOBBICUTH KOHLIEHTPALIMIO UTPAKOHA30J1a B IJIa3ME, B TO BPEMS KaK UTPAKOHA30J MOXET IOBBICUTh
IUIa3MEHHYI0 KOHLEHTPALUI0 KIapuTpoMuuuHa. [lanueHToB, OAHOBPEMEHHO MPUHUMAIOIINX
UTPAKOHA30J W KIAPUTPOMHUIIMH, CJIEAYEeT TINATEIbHO OO0CIIe0BaTh HAa HAJIWYUE CUMIITOMOB
YCUJICHHUS WK YBEIMYEHUS JUIUTEILHOCTH (PapMaKoIoruueckux 3pQeKToB ITUX Mpernaparos.

Caxkeunasup

Knaputpomuniua u cakBUHaBUp SBISIOTCS cyOcTparamu v mHrubutopamu uzodpepmenta CYP3A,
YTO OIpeneNseT ABYHANPABICHHOE B3aMMOJACWCTBUE mpenapaToB. OQHOBpEeMEHHOE NMPUMEHEHHE
knaputpomuninaa (500 Mr qBa pasa B J€Hb) M CaKBHHABHpa (B MITKHX JKEJIaTHMHOBBIX Karcysax,
1200 mr Tpu pasa B neHb) y 12 3mopoBbix no0poBoibieB Bbi3bIBAIO yBenmueHHE AUC U Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CpPaBHEHUM C IPUEMOM CaKBHHAaBUpa B
otnenbHOCTH. 3HaueHUsT AUC u Cmax KiapuTpoMuiinHa ObutH TpuOIm3uTeNbHO Ha 40 % BEIIIE,
4YeM MpU MOHOTEpANuH KIapuUTpOMULIMHOM. [Ipy coBMECTHOM MpUMEHEHUH ATHX JIBYX MpenapaTroB
B TE€YCHHE OTPAHWYCHHOTO BPEMEHH B J03aX/COCTaBaX, YKa3aHHBIX BBINIE, KOPPEKIHS 03Bl HE
TpeOyetcs. Pe3ynpTaThl HcclenoBaHUS JIEKAPCTBEHHBIX B3aMMOJACUCTBUN C HCIIOJIb30BAHUEM
CaKBMHABHpAa B MSTKHX JKEJaTHHOBBIX KarlcyJlaX MOTYT HE COOTBETCTBOBATH J(dexTam,
HaO0laeMbIM TIPU MPUMEHEHUU CaKBHHABHpAa B TBEPJbIX >KENATHHOBBIX Karcynax. Pe3ynbTarhl
WCCIIC/IOBAHMSI JICKAPCTBEHHBIX B3aMMOJCHCTBHIA IPH MOHOTEpAllMM CAKBUHABUPOM MOTYT HeE
COOTBETCTBOBaTh 3(dexram, HaOMIOTaeMBIM MPH Tepanuu CaKBUHAPUHOM/pUTOHaBUpOM. l[lpu
npreMe CaKBHHABHpA COBMECTHO C PUTOHABHUPOM CIIEAYET YYHUTBHIBATH MOTEHIMAIHHOE BIHMSHUE
PUTOHABHpA HA KIAPUTPOMHUIIHH.

Oco0ble ykazanus

JUTuTenpHBIA pUEM aHTUOMOTHKOB MOJKET NMPHBOJUTH K 00pa30BaHMIO KOJIOHHUH C yBEITMUYEHHBIM
KOJMYECTBOM HEUYBCTBUTENbHbIX OakTepuii u rpubos. Ilpum cynepuHbexkunn HeoOXoauMO
HA3HAYUTh COOTBETCTBYIOLIYIO TEPAIHIO.

Ha3naucuwne KJIIapUTPOMHIINHA 6€p€MeHHBIM JKCHIIMHAM JOJIDKHO IMPOBOAUTHCA ITPH THI&TGJ'ILHOﬁ
OICHKC COOTHOILICHHUA PHUCKA U I10JIb3bI, 0COOEHHO B TCUCHUE MEPBLIX TPEX MECALICB 6epeMeHHOCTI/I.

[Ipy npuMeHEeHUH KIAPUTPOMHUIIMHA COOOIIATIOCh O TEYEHOYHOH AuchyHKIUU (TOBBIIIEHHE
aKTUBHOCTH TEYEHOYHBIX (EPMEHTOB B KPOBH, TENATOLEIUIIOJIAPHBIA W/WIM XOJEeCTaTHUECKUI
rernaTut ¢ skenaTyxod wnu 6e3). [leyeHouHass nuchyHKIUS MOXKET OBITh TSDKEIOW, HO OOBIYHO
aBsieTca ooparuMoil. VIMeroTcst ciyyan NMEeYeHOYHOM HEJOCTAaTOYHOCTU C JIETAJIBHBIM HCXO/O0M,
TJIaBHBIM 00pa3oM, CBSI3aHHBIE C HAJIMYUEM CEpPhE3HBIX COMYTCTBYIOIIMX 3a00JeBaHUM W/Miu
OJIHOBPEMEHHBIM NPUMEHEHUEM APYTUX JIEKAPCTBEHHBIX CpeAcTB. IIpu mosBieHMM NMPU3HAKOB U
CUMIITOMOB T€MaTUTa, TAKMX KaK aHOPEKCHs, XKeNTyxa, MOTEeMHEHUE MOYH, 3y[, O0JIEe3HEHHOCTh
’KMBOTA MPH MaIbIAINH, HEOOX0IUMO HEMEUIEHHO IPEKPATUTh TEPAIHIO KIAPUTPOMHUIIMHOM.
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o (NOCNE }
[Ipy Hanmuuuy XpPOHUYECKUX 3a00JIeBaHUil IIEYEHN Heo6X0z[I/IMg| HU’OEULE/IT

(bepMEeHTOB CHIBOPOTKH KPOBH.

[lpu JeYeHWM TPAKTHYECKH BCEMH aHTHOAKTEPHAJIbHBIMU CPEJACTBAMH, B TOM YHCIC
KJIAPUTPOMHIIMHOM, OIKCAHBI CIIydad MCEBIOMEMOPAHO3HOTO KOJHUTA, TSDKECTh KOTOPOTO MOXKET
BapbUpPOBATLCSI OT JIETKOM 110 yrpokaromieil >ku3Hu. [Ipu JIeYeHHUM TNPAKTUYECKH BCEMH
aHTHOAKTEPUATBHBIMH TIperaparaMu, B TOM YHCJIE KIAPUTPOMHUIMHOM, OIHCAHBI CIy4au
Clostridioides difficile-acconuupoBannoii auapeu, TAKECTH KOTOPOH MOKET BapbHPOBATHCS OT
JETKOW JMapeu J0 YrpoXKaloUlero >XHU3HU KOJIUTA. AHTHOAKTEpHAJbHBIE Ipenaparbl MOTYT
HM3MEHUTh HOPMAJIbHYI0O MHKpo(dIopy KuIlleuHwKa, 4To MoxeT npuBectn kK pocty C. difficile.
[TceBnomemOpano3ubii  koiuT, Bbi3BaHHBIN C. difficile, HeoOxommmo momo3peBath y Bcex
MAIMEHTOB, Y KOTOPBIX IOCJE MPHUMEHCHUS aHTHOAKTEPHAIbHBIX CPEICTB Pa3BHJIACH THApEs.
[Tocne mpoBeAeHHS Kypca aHTHOMOTHKOTEPAUH HEOOXOAMMO TINATEIBHOE MEAUIIHHCKOE
HaOmoeHne 3a marueHToM. ONKMCHIBAIKMCH CIy4ad Pa3BUTHS ICEBJOMEMOPAHO3HOTO KOJHUTA
CIycTs 2 Mecsila ocje npueMa aHTUOMOTHUKOB.

IIpu neueHHM MakKpoJHIaMH, BKIIOYas KIAPUTPOMULIMH, HAONIONAIOCHh YAJMHEHUE CEepAeYHON
penonspusanuu 1 uHTepBana QT, BbI3bIBas PUCK Pa3BUTHS CEPACUHON apUTMUU U JKEITYIO0YKOBOU
TaXMKaApAUU THUIA «Upys3T» (cM. pazzaen «lloGouHoe pelicTBue»). Tak Kak cCleAyrOIIMe CUTyalluu
MOTYT MPUBECTH K YBEIMUEHHUIO PHUCKA DPAa3BUTHUS HKEIYJOUKOBBIX ApUTMHUN (B TOM 4YHCIE
KEJyJJOUKOBOM TaXUKapIuU THUIIA «IIUPY3IT»), TO KIAPUTPOMHUIMH HE JOJDKEH NPUMEHATHCS Y
CJIEYIOIIMX KaTeropuii NalueHTOB:

® Y MaIMECHTOB C rUIOKamueMueii (cM. pazzaen «[IpoTuBonoKazaHus»);

® Y MaIMECHTOB C rMIIOMaruueMueii (cM. pasaen «[IpoTHBonoKazaHus»);

e y IALKMEHTOB, OJHOBPEMEHHO IOJIYYAIOIUX KIAPUTPOMHUIMH C aCTEMM30JI0M, LU3ANPUAOM,
nUMO3KUIOM U TepheHaauaoM (cM. pazzen «lIpoTuBomnokazanus»);

® y IMAIUEHTOB C BPOXJIEHHBIM WJIM HIPUOOPETEHHBIM 3apPETUCTPUPOBAHHBIM YAJIMHEHUEM
untepBasia QT winm HanuuueMm HKeNyJOYKOBOW apuTMHM B aHaMHe3e (CM. paszien
«[IpoTuBOMIOKA3aAHUNY).

KHapI/ITpOMI/II_[I/IH HAOJIKEH MPUMCEHATHCS C OCTOPOKHOCTBIO Y CICAYIOINX KaTeFOpI/Iﬁ MMalMCHTOB!

e vy nanueHtoB ¢ UBC, Tsaxkenoil cepeuHoN HEAOCTAaTOYHOCTBIO, HAPYHUIEHUSAMH ITPOBOAUMOCTH
WM KJIIMHUYECKU 3HAaYUMOM Opaaukapaueil;

e Yy [TAIIMEHTOB, OJJHOBPEMEHHO IPUHUMAIOIINX APYTHE JIEKAPCTBEHHBIE IIPENaparThl, CBSI3aHHBIE C
yriuHenueM uHTepBana QT (cMm. pasgen «BzaumopeiicTBue ¢ ApyrMMH JIEKapCTBEHHBIMHU
CpeICTBaMu»).

Ilepen Ha3HAUYEHHMEM KJIApUTPOMUIIMHA BCEM NAIlMEHTaM, IPUHUMAIOLIUM IMAPOKCUXIOPOXUH HIIU
XJIOPOXHH, TIIATCIBHO B3BCCHBTC COOTHOIICHHUE TIOJB3bI W pPUCKAa H3-3@ MOTCHIUAJIBHO
MOBBIIIEHHOT'O PUCKA CEPJIEYHO-COCYAUCTHIX COOBITUH U CEpAEYHO-COCYIUCTOM CMEPTHOCTH (CM.
paznen «B3aumMoielicTBHE C IPYTrUMHU JICKAPCTBEHHBIMU CPEIICTBAME).

B xone snmuaeMHOoI0rH4ecKuX HCCIeAOBaHUN MO M3YUEHHUIO0 pHUCKa HEONaromnpHusATHBIX CepaedyHoO-
COCYIUCTBIX HCXOJOB TpPHU TNPUMEHEHHUH MAKpPOJHUJOB OBUIM TIOJYYEHBl HEOJHO3HAYHBIC
pe3ynbTaThl. B HEKOTOPBIX HAOMIOIATENBHBIX UCCIIEOBAHUSIX ObUT YCTAHOBJIEH KPAaTKOBPEMEHHBIH
PHUCK pa3BUTHS apUTMHUH, UHPAPKTA MUOKapAa U CMEPTH OT CEPJCYHO-COCYAMCTHIX 3a00IeBaHUH,
CBS3aHHBIH C TPUMEHEHHUEM MAaKpOJHUAOB, BKIIOUas KilapuTpoMurumH. [Ipu Ha3HaAYeHUU
KJIAPUTPOMMIIMHA CIIETyeT COOTHOCUTD MPEATNOIaraeMyo 1mojib3y OT MpuemMa mnpernapara ¢ JaHHBIMU
pUCKaMH.

Bo3MoxkHO pa3zBuTHE NMEPEKPECTHON PE3UCTEHTHOCTH K KJIAPUTPOMULIMHY U IPYTUM aHTHOMOTHKAM
IPYIIIBI MAKPOJIUJIOB, a TAKXKE JIMHKOMULMHY U KIIMHIAMULIVHY.

YuuThiBas pacTyl[yl0 pPE3MCTCHTHOCTH Streptococcus pneumoniae k MakpoJuaaM, BaKHO
IIPOBOJUTHL TECTUPOBAHHUE YYBCTBUTEIBLHOCTH IIPM HA3HAYEHUU KJIAPUTPOMMIIMHA IALUEHTaM C
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IPUMCHAITH B KOMGI/IHaI_[I/II/I C COOTBCTCTBYIHOIIIUMHU AHTHOMOTHKAMH.

I/IH(beKI_[I/II/I KOXKH ¥ MATKUX TKaHEW JEerkou u cpe/:[Heﬁ TSKECTH 4Yallle BCEro BbI3BAHbI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30ymuTenss MOTYT OBITh
YCTOﬁqHBbI K MakpoJuJaaMm. HOSTOMy BAXXHO IIPOBOJAUTH TECT HA YYBCTBUTCIIbHOCTD.

Makpoauasl MOKHO NpPUMEHSATh Npu MH(EKIusx, Bbi3BaHHbIX Corynebacterium minutissimum,
3a00JICBaHUSAX YIPU BYJbrapHbIC U POXKa, a TAKIKE B TEX CUTYALMsIX, KOIJA HENb3sl IPHMCHSThH
NCHUIMJUIAH.

B cnydae mosiBIeHHs OCTPBIX peakluil TMIIEPUyBCTBUTEIBHOCTH, TaKUX Kak aHaUIaKTHYeCKas
peaxuus, TSKENbIE KOXHbIE JIEKAPCTBEHHbIE pEakUuu (HAIpUMEp, OCTPbIH TE€HEepaJTU30BaHHBIN
9K3aHTEMAaTO3HbIH TycTyne3), cuHapoM CrtuBeHca-/[PDKOHCOHA, TOKCHYECKHH HSMHaAepMaIbHbII
HEKpOJIM3 W JIEKapCTBEHHAsl ChIb C 203MHOGWIMEH M cucreMHON cumnroMaTtnkoi (DRESS-
CUHAPOM) HEOOXOAMMO cpa3dy K€ MpeKpaTHuTh MpUEeM KIApUTPOMHUIMHA W  HayaTh
COOTBETCTBYIOIYIO TEPAIIUIO.

B ciydae coBMecTHOro npuMeHeHus ¢ Bap(hapuHOM WU APYTMMU HENPSAMBIMU aHTHKOArYJISIHTaMH
HeoOxoauMo KoHTposmpoBaTh MHO u mpotpomOuHOBOE Bpems (cM. pazzpen «B3ammopeicTBue ¢
APYTUMH JICKAPCTBCHHBIMH CPEIICTBAMUY).

Crnenyer coOMIOAAaTh OCTOPOXKHOCTh TPU OJHOBPEMEHHOM IPUMEHEHUHM KIAPUTPOMHIIMHA C
HEepPOPAILHBIMU AHTUKOATYJISIHTAMH TPSIMOTO JCHCTBHS, TAKUMH Kak Ja0urarpaH, puBapokcadaH,
anukcabaH U 3/10KkcabaH, OCOOCHHO Y MAIMCHTOB C BHICOKUM PUCKOM Pa3BHUTHUSI KPOBOTEUCHHS (CM.
paznen «C OCTOpOXHOCTBIO» M pazfen «BzaumopelcTBue ¢ JIpYyrUMH  JISKapCTBEHHBIMH
CPEICTBAMUY).

BcnomorarensHbIe BENIECTBA

[Ipenapar baktukan, B A03upoBke 250 Mr, COAEPKUT KpPAcHUTENb a30pyOMH, KOTOPBIA MOMKET
BBI3bIBaTh AJUIEPTUYECKUE PEAKIIMM U MOXKET OKa3bIBaTh OTPULIATEIBHOE BINSHUE HA AKTUBHOCTD U
BHMMAaHUE JIETEH.

JlaHHBII JIeKapCTBEHHBII Mpenapar colepXUT MeHee 1 Mmoutb (23 Mr) HaTpusl Ha OJIHY Karcyiy, TO
€CTb 10 CYTH, «HE COJCPKUT HATPUS».

Baunsinne Ha cIOCOOHOCTDH YNIPABJISITH TPAHCIIOPTHBIMH CPEeACTBAMH, MEXaHU3MAMH

JlaHHBIE OTHOCUTEHHO BIUSIHUS KJIAPUTPOMHUIIMHA HA CITOCOOHOCTH K YIIPABICHUIO aBTOMOOMIIEM U
MeXaHu3MaMH  OTCYTCTBYIOT. (Cremyer  coOmoAaTh  OCTOPOKHOCTh  MpPH  YIPaBJICHUU
TPAHCHOPTHBIMM CPEACTBAMM W MEXAHU3MAaMH, YYUTHIBAs MOTEHUHAIbHYIO BO3MOMXHOCTH
TOJIOBOKPYKEHUS, BEPTUTO, CIIYTAHHOCTH CO3HAHUS U JIE30PUEHTALIMN, KOTOPbIE MOTYT BO3HUKHYTh
NPy IPUMEHEHWH TAaHHOTO TIpenapara.

®opma BhINIyCKA

Kancynbt 250 mr, 500 mr.

ITo 5, 7, 10 xancyn B KOHTYPHYIO SUEHKOBYIO YMAKOBKY U3 IUIEHKH MOJMBHUHUIXJIOPUIHOHN, THOO
TUICHKH T[TOJIMBUHUIIXJIOPUIHON/TIONMBUHUINACHXIOPUIHON U (QOJbIU allOMMHHMEBON IeYaTHOU
JIAKUPOBAaHHOM.

Wnu no 5, 7, 10 xarncyn B KOHTYPHYIO slU€HKOBYIO YIAaKOBKY M3 MaTepuaia KOMOMHUPOBAHHOTO Ha
ocHOBE (hosIbrM (TPEXCIOWHBI MaTepuall, BKIIOYAIOIIMNA ANTIOMUHUEBYIO (DOJIBrY, TUICHKY W3
OPUEHTHUPOBAHHOTO TMOJUAMUJAA, TMOJUBUHWIXJIOPUIHYIO IUJICHKY) M (onbru  amoMHUHHUEBOR
[1€YaTHOM JIAKUPOBAHHOM.
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1,2,3,4,5, 6 win 10 KOHTYpHBIX STYEMKOBBIX YITaKOBOK BMec{"gI lc_'l ﬁMEﬁJMH&&EﬁH&HJA{/

MPUMEHEHHIO (JTMCTOK-BKIIAJIBIIT) TOMEIIAIOT B KAPTOHHYIO YIIaKOBKY (TIAUKYy).

YciaoBusi XpaHeHust

ITpu Temnieparype He Bbiie 25 °C B KapTOHHON yIaKoBKeE (T1aykKe).
XpaHUTh B HEJJOCTYITHOM JJIsl TN MeCTe.

Cpok roguoctu

3 roxa.

He npuMeHsATh 10 HCTEYEHUH CPOKA FOJHOCTH.

YcaoBus oTmycka

OTmycKaroT 1o perenty.

Jlep:kaTeib perucTPAHOHHOIO Y10CTOBEPEHHUs

000 «ATomm»
Poccus, 445351, Camapckas 061., r. XKurynesck, yi. ['uapoctpoureneii, 1. 6.

IIpousBoauTenn

000 «O308»
Poccus, Camapckas 0011., r.0. XKurynesck, r. XKurynesck, yi. ['mapocrpoutenei, 1. 6.

Opranusanusi, NPUHAMAKOIIAS NIPEeTEH3UN NOTPeduTe el

000 «O308»
Poccus, 445351, Camapckas 0611., r.0. XKurynesck, r. XKurynesck, yi. I'uapoctpoutenei, 1. 6.

Ten.: +79874599991, +79874599992
E-mail: ozon@ozon-pharm.ru
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