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HUHCTE VKHI/IHH QCINEOOCBATENEHOCTE 0002)

1O MEJITUITUHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI'O IIPEIIAPATA
Kiapurpomunun perapa-OBL

PerucrpaiiuoHHbIii HOMep

T oproBoe HannmeHoBanue: Kinaputpomuiiun petapa-OBL

MexayHapoHOoe HellaTeHTOBAaHHOe W TPYIITUPOBOYHOe HAUMEeHOBaHMe: KJIApUTPOMUITHH
JlekapcTBeHHas d¢opMa: TalNeTKH € MPOJOHTHUPOBAHHBIM BHICBOOOIMKICHHEM, IOKPHITHIE
IJICHOYHOU 000JI0UKOU

Coctas

1 mabnemxa, ¢ RPONOHZUPOBAHHBIM 6bICEODONCOCHIUEM, HOKPbIMAA NIEHOYHOU 000104KOi,
500 mz2, cooepucum:

Oeticmeyionee eeujecmeo: KIapuTpoMuImH (B epecdete Ha 100 % pemectro) — SO0 wmr.
Benomozamenvruie 6ewgecmesa:

THUIIPOMEJIIO3a (THIPOKCUTIPONMIMETHIIISIUTION03a), KPEMHHUS JUOKCH KOJUIOUIHBIN (a3pOCHII),
KoJuuoH SR (MoNMMBHHUIIAICTAT, TOBUOH, HATPHS JAypWICYIb(paT, KPEMHHUS JTHOKCHN),
MarHus cTeapar.

Benomocamenvrvie  sewjecmea  oOns  obonouku! TUINPOJo3a  (THAPOKCHUIIPOMMILEIUTION03A),
MaKpoTOJI 6000 (TTOMA TUIICHTJIUKOJIb 6000), THUTaHA  JIMOKCH]I, TURTEII03A
(THIPOKCHUA TUIILSIUIIONIO3A), BAHUJIUH.

Onucanue

JIBOSIKOBBIMYKJIbIE TAOIETKH MPOJONTOBATONH (POPMBI CO CKPYTJICHHBIMH KOHIIAMH, MOKPBITHIS
IJICHOYHOU 000JI0uKO¥ OeToro WM mouTu Oejioro mBeTa, ¢ puckoi. Ha momepeunom paspese
spo OeJI0TO WM MOUYTH OeJIoTOo IBETA.

dapMmakoTepaneBTHYeCKAs TPYMIA: aHTHOAKTEpHAIbHBIE CPEJICTBA CHUCTEMHOTO JSHCTBUS,
MaKpOJIU/Ibl, JUHKO3AMHHBI U CTPENITOIPAMHHbL, MAKPOIUIbL.

Kox ATX: JO1FAO9

dapmakosoruiecKue cBoiicTea

D apmMaKoOUHaAMUKA

KnaputpoMuIMH SIBSIeTCSl TMOJYCHHTETUUSCKUM AHTUOMOTHKOM TPYIIBI  MAaKpOJIWIOB H
OKaspIBaeT aHTHOAKTepHabHOES JelcTBhe, BlaumojehicTeys ¢ 50S  pubocomanbHOU
cyObeTUHUIICH U TIOJABIISI CHHTE3 Oesika OaKTepuil, UyBCTBUTEIbHBIX K HEMY.

KnaputpoMuiil mpoJeMOHCTPUPOBAT BBICOKYIO AaKTHUBHOCTH i7 Vifro B OTHOIICHHHM Kak

CTaHJapTHBIX .]'Ia60paT0pHI)IX mMTaMMOB 6a1<Tep1/11‘/‘1, TaKk HW BBIACJICHHBIX Y OOJILHBIX B XoJc
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KJIMHUYECKOW MpakTUKU. [IposiBTIsieT BRICOKYIO aKTI/IBH(SDll‘B"BM‘T{HE%MXT@I%éhﬁX H

aHAPPOOHBIX TPAMITOJIOKHUTEIHHBIX U TPAMOTPHIIATSIBHBIX MHKPOOPTAHU3MOB. MHUHHMAaTILHBIS
nogapisitonue koHieHtpanuu (MIIK) xnaputpomunuaa jisi OGoJbIMIMHCTBA BO3OyaHUTENSH
menbIe, yeM MIIK sputpomuiiiaa B cpe/iHeM Ha ofHO logs pa3BeneHue.

Knaputpomuta in vitro BHICOKOAKTHBEH B OTHOINCHUH Legionella pneumophila, Mycoplasma
pneumoniae. OkaspIBaeT OakTepULIUIHOE JISUCTBUE B oTHOWEHUH Helicobacter pylori, naHHas
AKTUBHOCTH KJIAPUTPOMHUITHHA BBINIE TIPH HeUTpaibHOM pH, 4eM IpH KUCITOM.

Kpome Toro, maHHbBIe /7 Vitro W in vivo yKaspIBalOT HA TO, UYTO KJIAPUTPOMHUIIUH JASHCTBYEeT Ha
KJIMHUYECKH 3HAYMMbIC BH/BI MUKOOaKTepuil. Enterobacteriaceae w Psendomonas spp. Tak xe
Kak ® Jpyrue, He (epMeHTHUpYIONHE JaKTO3y TIpaMOTpUIlaTeNibHbIe OaKTepuH, He
YyBCTBUTEIIHLHBI K KIIADUTPOMUIIUHY.

AKTHBHOCTh KJIAPUTPOMMIIMHA B OTHOIICHHWU OOJILIMIMHCTBA IITAMMOB IEPEUHCIICHHBIX HUKE
MHKpPOOPTaHU3MOB JIOKa3aHa KakK i Vitro, Tak U B KJIMHUYSCKOU MpaKTUKE MpH 3a00JIeBaHUSIX,
MIePEUUCIICHHBIX B pazjielie «[lokazaHusa k IpUMEHEHHIOY.

AbdpoOHBIE TPAMITIOJIOKHTEILHbIE MUKPOOPTAHH3MEI:

Staphylococcus aureus

Streptococcus pneumoniae

Streptococcus pyogenes

Listeria monocytogenes

AppoGHbIe TPAaMOTPHIIATEIbHbIE MUKPOOPTAHHU3MBI:
Haemophilus influenzae

Haemophilus parainfluenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

I[DVFI/IG MHKPOOPIaHHU3MBbI.

Mpycoplasma pneumoniae

Chlamydia pneumoniae (TWAR)

MukoGakTepuu:

Mpycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — xomnnexc, exmwouarowui: Mycobacterium avium u

Mycobacterium intracellulare
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

BonpmuHCTBO MTAMMOB CTa(HIOKOKKOB, PE3HCTEHTHBIX K METHUIWJUIMHY U OKCAI[WIIHHY,
00J1a1a10T YCTOHYMBOCTHIO U K KJIIADUTPOMHUIIMHY.

Helicobacter pylori

UyBCTBUTEIBHOCTE H.pylori K KIApUTPOMHUITUHY HU3ydalach Ha H30JSITax H.pylori, BbIICICEHHBIX
oT 104 mammeHTOB, qO0 Havaja Tepamuu IMpemapaToM. Y 4 MalUeHTOBR OBbLIH BBIICIICHBI
PE3UCTCHTHBIE K KJIAPUTPOMUIIUHY MTaMMbl H.pylori, y 2 — WTaMMbl € yMepeHHOU
PE3UCTCHTHOCTBIO, V OCTAIBHBIX 98 TaIlUeHTOB H30JATHI H.pylori OBLIA UYBCTBUTEIBHBI K
KJIapUTpOMHUIIUHY. KIIapuTpOMHITUH OKa3bIBaeT IGUCTBUE i Vifro U B OTHOIICHUH OOJbITHHCTBA
MITAMMOB  CJISJIYIONIUX MHKPOOPTaHH3MOB (OJIHaKO ©Oe30macHOCTh H 3P (PEeKTHBHOCTH
WCTIOJIb30BAHUS KIAPUTPOMHUITUHA B KJIMHUYECKOU MPAKTUKE HE MOATBEPIK/ICHA KIMHUUYSCKUMHU
HCCJIC/TOBAHUSAMM, U TIPAKTUUECKOE 3HAUCHUE OCTACTCS HESICHBIM).

AbspobHbIe TPAMITIOJIOKHTEILHBIE MUKPOOPTAHU3MEL:

Streptococcus agalactiae
Streptococcus (epynnwt C, F, )
Viridans group streptococcus

AbspobHbIe TPaMOTPHIIATEILHbIE MUKPOOPTAHH3MEL:

Bordetella pertussis
Pasteurella multocida

AHadpoOHbIE TPAMIOIOKHTEIBHBIE MHKPOOPTAHH3MBL:

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AmnaspoOHbIe TPaMOTPHIIATENbHBIE MHKPOOPTAHH3MBL:

Bacteroides melaninogenicus
CrupoxeTsl:

Borrelia burgdorferi
Treponema pallidum

KamoumobakTepuu:

Campylobacter jejuni

OcCHOBHBIM  MeTaOOJIATOM  KJApDUTPOMHUIIMHA B OpraHM3Me  4eJloBeKa  SIBJISIeTCS
MUKpOOHMOJIOTUUECKH  aKTUBHBIM  MeTabomutr  14-ruapokcukiaputpomuniud  (14-OH-
KJIAPUTPOMHUITHH ).

Muxkpobuosiorndyeckast akTUBHOCTh MeTa0OIMTa TaKasl JKe, KaK Y HCXO/IHOTO BEI[eCTBA, UM B 1—

2 pa3a ciiabee B OTHOINEHHH OOJILITHHCTBA MHKpPOOPTaHU3MOB. HckimoueHne COCTaBISIET
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H.influenzae, B oTHONICHUHU KOTOPOH »PPeKTURHOCTH Mé}%oﬂﬁr;"ﬁtﬁﬁg%%fm%r’ﬂc%oﬁHoe

COCUHEHUE U €r0 OCHOBHOM MeTaOOJIUT OKa3bIBAIOT JIUOO aJIUTUBHBIHN, JTUOO CHHEPTUUSCKHUM
spdext B otHomenuun H.influenzae B yClaoBUAX in Vitro W in vivo B 3aBUCHMOCTH OT IITaMMa
OakTepui.

TecT HA UYBCTBUTEIBLHOCTD

KonuuecTBeHHBIE METO/IBI, TpeOYIONHE U3MEPEHHUsS JUaMeTpa 30HBI IMOJABJICHUS POCTa, AT
HauboJiee TOUHbIE OICHKH UYBCTBUTEIBHOCTH OakTepHil K aHTUMHKPOOHBIM mpemnapaTaM. OHa
U3 PEKOMEHJYEeMBbIX METOJMK JUI OIPE/CJICHHUs] YYBCTBUTEJIBHOCTH HCIIOIB3YeT JUCKH,
UMIIPETHUPOBaHHbIE 15 MKI KJIapuTpoMuiiuHa (ucko-nuddysuonnsiii Mmeton Kupou-bayspa);
IIpH MHTEPIIPETAllMM TecTa JUaMETPbl 30H IOJABICHUS POCTAa KOPPEIHPYIOT CO 3HAYCHHSIMH
MIIK xraputpomununaa. 3HaueHus MIIK onpenensroTess MeTOIOM pa3Be/IcHHS B OYJIbOHE WITH B
arape.

IIpu uCcmOJIB30BAaHUM STHUX METOJUK OTUET U3 JIAOOpATOPHUH O TOM, UTO INTAMM SIBJIITCS
«IYBCTBUTEIIbHBIMY», VKa3blBaeT Ha TO, YTO BO3OYIWUTEeNb HHQEKIMH, BEPOSITHO, OTBETUT Ha
JICYEHHE.

OTBeT «pe3UCTEeHTHBIW» YKa3bIBAET HA TO, YTO BO3OYIUTENb, BOZMOXKHO, HE OTBETUT Ha JICUCHHUE.
OTBeT «IIPOMEKYTOUHAsE UYBCTBUTEJILHOCTb» IMpEAINosaraer, 4ro TepaleBTHUSCKUH s(pdeKT
npenapara MO)KeT ObITh HEOJHO3HAUSH MM MUKPOOPTaHU3M MOJKET 0Ka3aThCsl UyBCTBUTEILHBIM
[P WCINOJIBb30BaHMM Oojiee BBICOKMX 03 npemnapara. (IIpomerkyTouHass 4YyBCTBUTEIBHOCTH
TaK)Ke Ha3bIBACTCSI «yMEPEHHOM YyBCTBUTEIILHOCTHIO).

D apMaAKOKUHEMUKA

BcacriBanue

dapMakOKHHETHKA KJIAPUTPOMMIIMHA B JISKapCTBEHHOM (opme TalblIeTKHU MPOJIOHTHPOBAHHOTO
neiicTBUs Oblla M3yUeHa Y B3pOCIBIX IO CPAaBHEHHIO ¢ KIAPUTPOMHUIIMHOM B JICKApCTBEHHOM
dopme TabneTku ¢ oObIYHBIM BRICBOOOXKACHUEM B Jo3ax 250 u 500 mr. BeackiBanue npemnapata
B 000X ciTyqasix ObLJIO OJIMHAKOBLIM IIPU HA3HAYSHHUH B SKBHUBAJICHTHBIX J103aX.
Knaputpomurma metabonuzupyercs B cucteme mutoxpoma P450 3A (CYP3A) neuenn.
AbcomoTHast OMOJOCTYIIHOCTD cocTaBsieT okosio 50 %. Ilpu npueme MoBTOPHBIX /103 IpenapaTa
KyMYJBIIUM OpaKTHIeCKH He OOHApY)KeHO M XapakTep MeTaboJIi3Ma B OpraHH3Me 4eJIOBeKa He
U3MEHSICS.

Pacnipenenenne, MeTab0JIM3M H BLIBEASHHE

In vitro
KnaputpoMuIs cBs3biBaeTcs ¢ OeKaMu IU1a3Mbl KpoBH Ha 70 % B kKoHIeHTparuu ot 0,45 no
4,5 mxr/mut. Ilpu koHIeHTparuu 45 MKI/MJI CBsI3bIBaHHE CHHKaeTcst 1m0 41 %, BeposiTHO, B

PE3YJIbTAaTE HACBIMCHUA MCECT CBA3BIBAHHS. 310 HaGJII-OJIaeTC}I TOJIBKO IIpH KOHICHTpPAIUAIX,
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(MOCNEOCBATENBHOCTL 0002)

MHOT'OKPAaTHO ITPEBLIMAIONTUX TEPANICBTHUYCCKY

300poebLe

Y marnuenToB, npuHUMaBmux 500 Mr KJIapUTPOMHIIMHA OJIMH pa3 B JISHb BO BpeMs IMpUeMa
MUIHA, MakcUMaibHash KOHIEHTparusa (Cmax) KiIapuTpomuiiuHa u 14-OH-xnaputpoMuIiuHa B
miasMe KpoBu coctasiisuia 1,3 u 0,48 Mkr/mi cootBeTcTBeHHO. [leproel momyBbiBenenust (T1/2)
KJIAPUTPOMHIIMHA U MeTa0OJIUTa COCTABWIN 5,3 yaca u 7,7 4acoB CoOOTBeTCTBeHHO. lIpu mpueme
pazoBOM J03bl KJIAPUTPOMHIIMHA B MpojoHrHpoBaHHOH ¢opme 1000 mr (2x500 mr) Cmax
KJIApUTPOMHMIIMHA M €ro THAPOKCHIMPOBAHHOTO MeTabosMTa JocTurana 2,4 MKI/MI H
0,67 MKI/MJ COOTBETCTBeHHO. 12 KIapuUTpoMHUIMHA IpuU npueme B go3e 1000 Mr coctaBui
5,8 gaca, Tor/la KaK aHAJIOTHYHBIN MokazaTens 1 14-OH-ximaputpomuiinia coctapui 8,9 vaca.
Bpemsa nactyiuienusa makcuMaibHOW KoHIEHTpauu (1Cmax) npu mpueme kak 500 mr, Tak u
1000 Mr cocTaBuiio NpUOIU3UTEIBHO 6 4acoB. Cmax 14-OH-kapuTpoMunivHa He YBEJIHUYUBAIACH
MPOTOPIUOHAIBHO JI03€¢ KJIAPUTPOMHUIIMHA, B TO BpeMsl KaK IEpHUOJ IOJTYBBIBEISHHUS Kak
KJIAPUTPOMHIIMHA, TaK W €ro THJIPOKCHIHPOBAHHOTO MeTaboJHMTa HUMEN TeHJSHIUIO K
VBEJIMUSHHUIO ¢ MOBBIMECHUEM J103bl. Takasi HenuHelHas (papMaKOKMHETHKA KJIAPUTPOMHUIIMHA B
COUCTAHUM C yMEHbIICHHEeM o0pa3oBaHUs 14-TUIPOKCHIMPOBAHHBIX U N-AeMETUIHMPOBAHHBIX
MPOJIYKTOB MPH BBICOKHX J03aX YKa3bIBaeT HA HEJTWHEUHBIH MeTaboJIM3M KIAPUTPOMMIIMHA,
KOTOPBIH CTAHOBHUTCS 00Jiee BHIPAXKESHHBIM MPU BHICOKHX JI03aX.

[Toukamu BeIBOAUTCS MpuOIM3UTENbHO 40 % MOCTYNUBIIETO B OPTaHU3M KJIAPUTPOMHUIIUHA.
Kumeunukom BeiBogutes npumepHo 30 %.

Ilayuenmot

Knaputpomura u ero Metabosut 14-OH-KIapuTpOMHUITUH OBICTPO TPOHHUKAIOT B TKAHU H
JKUJKOCTH OopraHusMa. HMwmerorcsi orpaHWYeHHbIE JIaHHBIE, CBUACTEJILCTBYIONIHE O TOM, YTO
KOHI[CHTpAIIHs KJIAPUTPOMHUIIHHA B I[epeOpOCHUHAIBHON KUJIKOCTH MPH TepOpaTbHOM MpHeMe
He3HauuTeJbHA (T. €. TOJbKO 1-2 % OT KOHLEHTpAllMU B CHIBOPOTKE KPOBU IIPH HOPMAJIBHOM
MPOHUIIAEMOCTH TeMaTodHIedanmnueckoro Oapbepa). KoHleHTpanusa B TKaHAX OOBIYHO B
HECKOJILKO pa3 BBINIE, YeM B CBIBOPOTKE KPOBH.

Hapyuienus yuxyuu neyenu

Y mMalMeHTOB €O CpelHeW MW TSDKENIOW CTeNeHbIo HapymieHHs (YHKIHH [eYeHH, HO C
CoXpaHeHHOH (YHKITHESH TTOUSK, KOPPEKIIHS TO3bI KJIAPUTPOMHUITMHA He TpeOyeTcs. PapHOBecHAs
KOHIIGHTpAllUsl B IUIa3Me KPOBH M CHUCTEMHBIN KJIMPEHC KIAPUTPOMHUILIMHA HE OTIMYAIOTCS Y
OOJIbHBIX JIAHHOW TPYNIBl M 3JIOPOBBIX MallUeHTOB. PapHOoBecHasi KouieHTparus 14-OH-
KJIAPUTPOMHUIIMHA Y JIFO/IeH ¢ HapyMIeHUIMH (YHKIIUU TIeUSHU HUKE, UeM Y 3I0POBBIX.

Hapyuienus yuxyuu noyex

[Ipu Hapymenuu GyHKIUHA TOYSK YBENHUUBAIOTCA MaKCUMAaTbHAS (Cmax) U MUHUMATBHAS (Chnin)
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KOHI[SHTpAIIMH KJIAPUTPOMHIIMHA B IIJIa3Me KpOBH, déﬂ%’(;n—]% - ;ﬁﬂ—é%gﬁﬁﬁ,: ';13611%2;)5% :‘noz[

(hapMaKOKUHETUUSCKOU KpPUBOU «KOHIEeHTpanusi — Bpemsi» (AUC) KIapUTpOMHIIMHA U €ro
metabomuta 14-OH-xnaputpomuiiuna. KoHcTaHTa 5»IMMHHAIMM W BBIBEJACHHE IMOYKAMHU
yMeHbmarTcs. CTeneHb HW3MEHEHHM STHUX NapaMeTpOB 3aBHUCHUT OT CTEICHH HapyIICHUs
(PYHKITHH TTOYEK.

I ayuenmol nosxcunozo sospacma

Y MalueHTOB MOKWIOTO BO3pacTa KOHIGHTpAllMs KJIAPUTPOMHUIIMHA M ero MeTaloJuTa
14-OH-xnapuTpoMHuIliHa B KpoBH Obljla BBINIE, a BHIBEJCHHE ME/UICHHEE, YeM Y TPYIIIbI
MOJIOJIBIX JiFofed. O/IHaKO IOce KOPPEKIUH ¢ YUeTOM IMOYESUHOTO KJIMpeHca KpeaTHMHHHA He
Obuto  ornuuuMii B obeux rpymmax. Takum  oOpa3oM, OCHOBHOE BIMsSIHHE Ha
(hapMaKOKHHETHUSCKUE NTapaMeTphl KJIAPUTPOMHIIMHA OKa3bIBAeT (PYHKIIHSI TOYCK, a HE BO3PACT.
Iloxa3zaHus K MpUMeHeHHIO
N H}eKIuOHHO-BOCTIATIUTEIbHBIE 3a00JIeBaHUs, BbI3BaHHBIE YyBCTBUTEILHBIMHU K
KJIApUTPOMHIIMHY MHUKPOOpPTaHU3MaMHu:

—  HHQEKIUN HUKHUX JbIXaTeJIBHBIX MyTeH (Takue Kak OpOHXHUT, THEBMOHUS);

— HHQEKIUU BepXHUX JbIXaTeNIbHBIX IMyTeH (Takue Kak (PapuHIHUT, CHHYCHT),

— HHQEKIUN KOXHM U MATKHX TKaHeH (Takue Kak (DOJUIMKYJIMT, BOCHAICHHE IOJIKOMKHOM

KJISTYaTKH, POXKa).

IIpoTuBonOKa3ZaHUA
— I'unepuyBCTBUTENBHOCTS K KJIADUTPOMHIIMHY, MaKpOJIMAAM H APYTHM KOMIIOHEHTaM IIpernapaTra;
— OJIHOBpPEMEHHBIH IpHeM KJIApUTPOMHUIMHA CO CJSIYIOIMMH IIperapaTaMH: acTeMH30JIOM,
[U3ANPUIOM, HHUMO3ZHIOM H TepdeHaguHoM (cM. pasgen «BzaumojeicTBHe ¢ JIpYyTUMHU
JIEKapCTBEHHBIMH CPEJICTBAMUY);
— OJTHOBPEMEHHBIH MpHUeM KIAPUTPOMHIIMHA ¢ JIOMUTAIUAOM (CM. paszzes «BzaumonelcTeue ¢
JPYTHMH JIEKapCTBEHHBIMH CPEICTBAMMIY);
— OJHOBpEMEHHBIH IIpHeM KIApUTPOMHMIMHA C aIKAJOWJAMH CIIOPbIHBH, HaIllpHMeEp
SProTAMHMHOM,  JMTHAPOIProTaMHHOM (M. pazgen  «BzaumojelicTBHe ¢ JApYTUMH
JIEKapCTBEHHBIMU CPEICTBAMUY);
— OJIHOBPEMEHHBIH IIpHEM KJIApUTPOMHIMHA ¢ MH/1a30J1aMOM JUIA IEpOPaIbHOTO IIPHMEHEHHUS
(cMm. pazgen «B3auMOAEHCTBHE C IPYTUMHU JIEKAPCTBEHHBIMH CPEACTBAMHIY ),
— OJIHOBpEMEHHBIM TMpHeM KJIapuUTpoMuIiMHa ¢ wuHruoutopamu ['MI-KoA-penykrassi
(cTaTMHAMHM), KOTOpbIC B 3HAUUTEJILHOM cTemeHHu MeTaboimsupytores uzopepmentom CYP3A4
(JToBacTaTHH, CUMBACTATHH), B CBS3U C MOBBIMIEHHUEM PHCKAa MHOIIATHH, BKJIOUask pabaoMHUOIIN3

(eM. pazzen «BzanmoaecTBHE ¢ IPpYTUMU JISKAPCTBEHHBIMH CPEJACTBAMM ),
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— OJHOBpPEMEHHBIH TpHeM KIAPUTPOMHIIMHA C Konxudﬂ%ﬁ}%'&)’%ﬁ‘{éﬂ&ﬁ%ﬁ%ﬁéﬁ%@ﬁ% c

JPYTUMH JICKapCTBEHHBIMHU CPECTBAMEIY ),

— OJJHOBPEMEHHBIH MPpUEeM KJIAPUTPOMHUIIMHA ¢ TUKATPEJIOPOM MM PAHOJIA3HHOM;

— yummHenue uHTepBasa QT B aHamHese (BpOXKIAGHHOE WM  NpHOOpeTeHHOE
3aperHCTPUPOBAaHHOE yIMHeHWe HHTepBada QT) wiam Jkely0ukoBas apHUTMHs, BKJIIOYAs
JKEJTYJOYKOBYIO TaXUKap/AHI0 WM JKeIyJOUYKOBYIO TaXUKApAHIO THUIA «IIHPYSIT» (CM. pas/esbl
«OcoObble ykazaHus» U «BzaumojeicTBHe ¢ APYTUMH JICKAPCTBEHHBIME CPEICTBAMMY ),

— KJIApUTPOMHUIIUH HE CJIeAYeT NPUMEHATh y MAIUSHTOB ¢ DJISKTPOJUTHBHIMU HAapYIICHUSMHU
(TUIIOKAIMeMUEH WJIM TUIIOMAarHUEMUEH) B CBSI3U C PUCKOM YUTUHEHUS uHTepBasia QT

— TSDKeJIasd IIeYeHOYHasl HeJOCTAaTOYHOCTh, IIpOTEeKaromias OJJHOBPEMEHHO ¢ IIOYEYHOH
HEeZI0CTaTOYHOCTBIO,

— XoJecTaTMuecKasl JKelITyXa/ TelaTUT B aHaMHe3e, pa3BUBIIMECS MpPH IPUMEHEHHMHU
KJIAPUTPOMHIIHHA (cM. pazaes «Ocolble yKazaHUs»),

— opUpHs;

— IIEpHO/I TPY/THOTO BCKApMJIMBAHMST,

— Bo3pacT 10 12 neT (3 PekTUBHOCTH U 06€30MaCHOCTh HE YCTAHOBJICHBI).

C ocTOpOKHOCTHIO

— IloueuHast HeTOCTATOYHOCTD CPE/IHEHN U TsDKEJIOH CTEIICHH,

— MeUEHOYHAsl HeIOCTATOYHOCTh CpeJHEH U TSIKEJION CTeIlIeHH;

— OJHOBpPEMEHHBIH IIpHeM ¢ TMpenapaTaMH, KOTOphle MeTaOOJM3UPYIOTCS H30(epMeHTOM
CYP3A, nampumep KapOaMa3elUHOM, IHJIOCTA30JI0M, ITHKIOCIIOPUHOM, JH3OIMHPAMHJIOM,
METHJIIPEJHU30JI0OHOM, OMEIPa30IoM, HeIPsAMBIMU aHTUKOATYJISIHTaMU (Hanpumep, Bapdapus),
XUHUIUHOM, pHPaOYyTHHOM, CHICHA(GUIOM, TaKpOJIMMYycOoM, BHHOJACTHHOM (CM. pasjel
«BzaumoaeHcTBHE ¢ IpYTHMH JICKAPCTBEHHBIMH CPEICTBAMUY ),

— OJHOBpeMEHHBIH IpueM ¢ OeH30[ua3zelIMHAMM, TaKMMM KakK ajlpa3ojiaM, TpHa3oJaM,
MUAa30J1aM ULl BHYTPUBEHHOTO IIPUMEHEHHSI WJIH /ISl HAHECEHHUS Ha CIIM3UCTYIO 000JIOUKY pTa
(cMm. pazpent «B3auMOAEHCTBHE C IPYTUMHU JISKAPCTBEHHBIMH CPEICTBAMUY ),

— OJTHOBPEMEHHBIHM TIPUEM C TIpenapaTaMu, HHAYIUpYyomuME u3odepmentr CYP3 A4, nanpumep
pUbaMIUITHHOM, (beHUTOUHOM, KapOaMa3enmuHoOM, (enobapdutagom, 3BepoboeM
IIPOJBIPSIBICHHBIM (CM. paszzell «B3auMoeHcTBHE ¢ IPYTUMH JISKAPCTBEHHBIMU CPEACTBAMEY ),
— O/IHOBPEMEHHBIM IIpHeM CO CTATHHAMH, HE 3aBHUCAIMMH OT MeTaboJm3Ma H3odepMeHTa
CYP3A (nanpumep, ¢paypactaTuH) (cM. pazfen «BzaumoaeHcTBUE ¢ ApYTUMH JIEKAPCTBCHHBIMHU
CPEICTBaAMUY);

— OJHOBpPEMEHHBIH IIpueM ¢ OJOKaTOpaMM «MEUICHHBIX» KaJbI[MEBBIX KaHAJIOB, KOTOpHIE

MeTabonusupyroTes uzopepmentom CYP3 A4 (manpumep, BepanaMul, aMJIOUIIHH, JUITHA3EM ),
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— OJ/IHOBPEMEHHBIN TpHUeM KIAPUTPOMHIIMHA [ nepoﬂﬂf;lﬁbﬂﬁd]g@rﬁﬁgﬂ?'ﬁﬁﬁ:a&ﬁ ‘jr;f;;i\;ioro

JMEUCTBUS, TAaKUMH Kak JalburaTpaH, puBapokcabaH, anukcabaH, oCoOOSHHO y TMallUeHTOB ¢
BBLICOKUM PUCKOM Pa3BUTHSI KPOBOTCUCHUI;

— TamMeHThI ¢ HImeMuueckoW OGoxesHpto cepama (MBC), Tsokemodt  cepaedHOM
HETOCTATOYHOCTBIO, HAPYNICHUSIMH TIPOBOJTUMOCTH WJIN KIWHHYCSCKH 3HAUMMOU Opagukap/uet,
a TaKXKe MalMeHThI, OJHOBPEMEHHO NPUHUMAIONIHE aHTHApUTMHUUECKHE Mpemnapatsl [A Kiacca
(xunuauH, npokanHamu) u 111 kiacca (modeTuaua, aMuoIapoH, COTATION);

— OEpEeMEHHOCTb.

IIpumeHeHMe IPU GepeMEHHOCTH U B TIePHO/I TPYTHOT0 BCKAPMJIMBAHUS

Bepemennocmy

bezomacHOCTh TpPHUMEHEHHS KJIAPUTPOMHIIMHA TIpH OCPEMEHHOCTH HE  YCTAaHOBJICHA.
OCHOBBIBAICh Ha PA3IUYHBIX pe3yibTaTaxX, MOJYUYSHHBIX B HCCJICIOBAHUAX Ha JKUBOTHBIX, a
TaK)Ke Ha OMBITe TMPUMEHEHHUS Y JIOJeH, Hellb3sl UCKIIOUUTh BO3MOJKHOCTH HeOIATONPHUSITHOTO
BO3JICHCTBUSL Ha sMOpHodeTaibHOe pasBuTHe. HekoTopbie HaOIIOMaTeNIbHBIE HCCIICTOBAHUA,
OIICHUBAIOMIHE Bo3/eicTBUE KiapuTpomuiniiHa B 1 u Il TpumecTpax OGepeMEeHHOCTH, BHISBHIN
MOBBLIMECHHBIM  PUCK  CAaMOTIPOM3BOJILHOTO  abopTa 1O CpPaBHEHHIO C  OTCYTCTBHEM
AHTUOMOTHUKOTEpAIIHU W TPUMEHEHHEM JIpYTUX aHTUOMOTHKOB B AaHAJIOTHYHBIE CpPOKH
OepeMeHHOCTH. HMEIOIMHECS  SIHISMHOJOTHYSCKHE  HCCIICOBAHHS PHUCKA  CEPhE3HBIX
BPOXK/ICHHBIX TIOPOKOB PA3BUTHSI MPU MPUMEHEHUH MaKpPOJIUAOB, BKIIOUAS KJIAPUTPOMHUIIMH, BO
BpeMs OepeMEeHHOCTH JIEMOHCTPUPYIOT IPOTHBOPEUUBBIE PE3YJILTATHI.

[IpumMeHeHHe KJIApUTPOMUIIMHA TIPH OepeMEeHHOCTH (0coOeHHO B | TpuMecTpe) BO3MOIKHO
TOJILKO B CiIydyae, KOrja OTCYTCTBYET ajibTepHATUBHAS Tepalus, a MOTCHIMAIbHAS MOJIb3a JJIs
MaTepH NPEeBHIMAST MOTSHIUATIBHBIN PUCK JUIS II0A.

Jaxmayus

Brimo ycraHoBiieHO, UTO peGeHOK, HAXOJUBIIUKCS Ha TPYJIHOM BCKApMJIUBAHHUM, MOKET
MOJYYUTh 0KOJI0 1,7 % OT MaTepHUHCKOM J03bl KJIADUTPOMHUIINHA, ¢ MOMPABKONM HAa Maccy Tejia
MaTepH. be3omacHOCTh MPUMEHEHHS KJIIAPUTPOMHUITUHA JJIs JISTEW HA TPYAHOM BCKApMIIMBAaHUHU
He ycTaHoBJieHa. [IpyH HEOOXOIUMOCTH MpHEMa B MEPUO]T TPYIHOTO BCKApMIIMBAHHUS KOPMJICHUE
TPYIbI0 HEOOXOUMO TIPEKPATHTh.

DepmunvHocms

Uccnenopanusi, IpoBe/ICHHBIC Ha KpbICaX, OKA3aJId OTCYTCTBHUE BIMAHUS Ha epTHIHHOCTb.
Crnocod npyMeHeHUs U 10351

BuyTph BO BpeMs e/1pl. TabJIeTKH HE CIeTyeT pa3KeBbIBaTh WIH pa3jaMbIBaTh, HX HEOOXOIHUMO

IIpOorjIaTbhIBaTh LNCJIHKOM.



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 03.03.2023 N= 4129

Bapocibim u aeTsam crapme 12 jer — mo 5G0 mr I'B%:Q%’é“@tmggoﬁj;&éHun

uHpexuui Ao3y yeequuuBaroT o 1000 mr (2 Ttabaetku) 1 pa3 B cyrku. OObIyHas
MPOJIOJDKUTENILHOCTD JieueHUsT — oT 5 1o 14 gHeit. UckitoueHHe COCTaBIISIOT BHEOOJILHUYHAS
ITHEBMOHHSI M CHHYCHT, KOTOpbIe TpeOyroT JedeHus oT 6 g0 14 gueit. [Ipw oJ0HTOreHHBIX
uHpexnmsx — 1 Tabmetka (500 Mr) 1 pa3 B AeHb B TeueHHE 5 JHEH.

Hapyuiernus ¢pyuxyuu nouex

JIs ManMeHTOBR ¢ MOYEeYHOH HETOCTATOYHOCThIO Tspkesod cremenn (KK menee 30 mur/mumH)
oObIYHAs peKOMEH TyeMas J1o3a cocTapisieT 250 MTr oJJuH pa3 B CYTKH, B ATOM CJIy4ae BO3MOKHO
MpUMEHEHHE KIAPUTPOMHUIIMHA B JIeKapCTBeHHOHU dopMme — TaONeTKH, MOKPBIThIC IUICHOUHOU
obomoukoi, 250 mr. [Ipu Gosiee TsLKEIBLIX HHEKIHUIX PEKOMEHIyeMas J103a COCTABIISIET OJTHY
TabaeTKy, S00 MT, C IPOJIOHTHPOBAHHBIM BHICBOOOK/ICHHEM KJIAPUTPOMHITHHA.

Y manueHTOB € TOYEUYHOW HENOCTaTOUHOCThIO cpenHed cremeHu TsokectH (KK ot 30 nmo
60 MJI/MHH) KOppeKIHs 036l He TpeOyeTcs.

I pumenenue y oemeii mnaouie 12 nem

[IpuMeHeHHe KIApUTPOMHUITMHA B BU/IE TAOJIETOK y JIeTel Miaame 12 JeT He H3ydaioch.
ITodouHoe aelicTBHE

Pesrome mpoduiist 6€300aCHOCTH

Knaccudukanust moGOYHBIX peakIuil 10 YacTOTe PasBUTHA (KOJIMYESCTBO 3apeTHCTPUPOBAHHBIX
CJTy4aeB/KOJIMYIESCTBO TAIUCHTOB):

odueHb gacto (= 1/10), wacto (= 1/100, < 1/10),

Heyacto (= 1/1000, < 1/100),

9acToTa HeW3BecTHa (M0GouHBIC >PQEKThI M3 OMbITa MOCTPETUCTPAHOHHOTO HPHUMEHEHHS,
9acTOTa HE MOXKET OBITh OICHEHA Ha OCHOBE UMEIONTUXCS JAHHBIX ).

HudeKInonHple U MapasHTapHbIe 3a00J¢BaAHH

Heuacmo: HeJ'I.]'[IOJIHTl, KaHIUuOa03, FaCTI)OSHTepI/ITZ, BTOPHYHBIC HH(I)CKIII/II/I3 (B TOM YHCJIC

BAaTMHAJIBHBIC).
Yacmoma Heuszsecmua: ICeBJOMeMOPAHOZHBIN KOJIUT, poOIKa.

Hapvniennsi co ¢cTopoHLI HMMVHHOMH CHCTEMBI

Yacmo: ChlIlb.

Heuacmo: anadumakTouIHas peaKum{l, TUIEPUYBCTBUTEILHOCTD, JEPMATHT GyHHGBHLIﬁl, 3V,
KpPalUBHMITA, MAKYJIO-TIAITYJIE3HAS CHITIB .

Yacmoma Heuzéecmua: aHapUIAKTHUESCKAsd PEaKIMs, AHTHOHEBPOTHUSCKHH OTEK, CEphE3HBIC
KOJKHbIC HEKeJIaTeJIbHbIE pEeakI[iu (HamnpUMep, OCTPBhIM TeHEpaIHU30BAHHBIM SK3aHTEMATO3HBIN

mycrynes), cuHapoM CrTuBeHca — J[JKOHCOHA, TOKCHUYECKHH SIUACPMAIIBHBIA HEKPOJIU3,

JIEKapCTBEHHAS ChITb ¢ »03uHOpUINEH U cucTeMHol cumnromaTiukoi (DRESS-cunapom).
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(MOCNEOCBATENBHOCTL 0002)

Hapvmenns MeTaboIn3Ma U MUTAHHUS

Heuacmo: AHOPCKCHUS, CHUXKCHHUC alllICTUTA.

Hapviieuust co CTOpOHLI HEPBHOM CHCTEMBI

Yacmo: rosoBHast 60J1b, 6€CCOHHHUIIA.

Heuacmo: MmoTepsa COSHaHI/Iﬂl, I[I/ICKI’IHCBI’ISII, TOJIOBOKPYIKCHHUEC, COHJIMBOCTH, TpPEMODP,

GSCHOKOﬁCTBO, IIOBBIINICHHAA BOBﬁyﬂHMOCTB3.
Yacmoma Heuszeecmua: CYAOpPOrn, ICUXOTHUCCKHC paCCTp0ﬁCTBa, CIIYTAaHHOCTL CO3HAaHUA,
ACTICpCOHAIM3alus, MOCHPeCCUsA, MAC30pHUCHTAIUs, TaJUIIOIIUHAIIWH, HapYIICHHUA CHOBHICHUH

(((KOHIMapHLIe» CHOBH,II@HI/I)I), mapecTe3usd, MaHusl.

HapviieHnst co ¢cTOpOHLI OpraHa cjiyxa U JJaOUpHHTA

Yacmo: TACTEB3HSL
Heuacmo: BepTUro, HapyIeHue cIyxa, 3B0H B yIIax.
Yacmoma Heuseecmua: TIyX0Ta, areB3usl (IOTeps BKYCOBBIX OMYIEHUH), TApOCMUSI, aHOCMHUSL.

HapviieHus co cTOpOHbI cepalla U COCYVIOB

Yacmo: B&OHHH&T&L{I/IHI.
H . 1 v 1

eyacmo.; OCTaHOBKa cepana, (I)HGPI/IJIJISIHI/I}I Ipeacepaun, YIJIMHCHHS HHTECpBajla QT Ha
SJICKTpOKapauorpaMme, SKCTpaCI/ICTO.J'IIfIﬂI, OIMYIIEHHUS CepI[LIe6HeHPI$I.
Yacmoma HeuzsecmHua: JKEJIIYIOUKOBAsA TAXUKaApOWs, B TOM YHCJIC THIIA KITHPYOT», (1)H6pI/IJ'IJI${I_[I/I$I
KSIIYJOUYKOB, KPOBOTCUCHHE.

HapvmieHns ¢o ¢cTOpOHbI AbIXaTEILHON CHCTEMbBI, OPTaHOB IPYIHOM KISTKH B CPEOCTEHHUS
1

1

Hevyacmo: actma , HOCOBOC KpOBOTG‘ICHI/Iez, Tp0M603M60J'II/IH JISTOUYHOM APTCPHH .

KenyaouHo-KHITIeUHbIe HAPVIISHHUS

Yacmo: Auapesd, ppoTa, JUCIICIICHSL, TOITHOTA, 60JIb B 00JIACTH JKHBOTA.

Heuacmo: »30harut’, racrpossodareaibas pedurokcHas Golle3Hb’, TacTPHT, IPOKTAITHSY,

CTOMATHUT, I''TOCCHUT, B3YTHC )KI/IBOTa4, 3al1op, CYXOCTh BO PTY, OTPBLKKA, METCOPHU3M, XOJIeCTa34,

I'CIIaTUuT, B T. 4. XOJIECTATHUSCKHUHN WIIH FeHaTOHeMMHHpHBIﬁ4.
Yacmoma HeuszeecmHa: OCTpBIﬁ IMaHKpeaTUT, U3MCHCHHC IBCTa S3bIKa H SY60B, IICYCHOYHAasA
HEJOCTATOYHOCTD, XOJICCTATHUYCCKAsA KEIITyXA.

Hapviienns co cTOpOHbI KOKHM M IIOJIKOKHBIX TKaHeH

Yacmo: THTEHCUBHOE TTOTOOT/ICICHHUE.
Yacmoma HeuzsecmHa: akue.

HapviieHusi co CTOpOHbI MBINISYHOM, CKSISTHOM M COSIMHUTSILHON TKAaHH

Heuacmo: MbIieuHbIN Cl'IaSMS, KOCTHO-MbIIICYHAs CKOBaHHOCTLI, MI/Ia.J'Il"I/IﬂZ.

Yacmoma Heuzsecmua: pa6,[[0MHOHH32*, MHOIIATH.

10
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(LIOCNEOOBATENBEHOCTE 00027
HapVIneHHUs cO CTOPOHBI MOYSK M MOUYCBBIBOJISIIHNX MYTOH ~ NEQOBATENBHOCTE 0002)

CNEPTHOMY OTYETY

Yacmoma HeuzsecmHa: TIoUeUHas HSOOCTATOYHOCTD, I’IHTepCTHHHa.HbeII‘;I He(l)pI’IT.

OGHII/IC HAapVIICHHWA H PCAKIIMHA B MCCTC BBCACHUS

Ouenv uacmo: GaeGUT B MecTe HHbEKIUH .

1

Yacmo: 60JIb B MECTE HHBCKIUHN , BOCIIAJICHUEC B MCCTC I/IH'beKI_II’II’Il.

4 3

Heuacmo: wHegoMoraHue , THIICPTCPMHUA~, AaCTCHHII, 00JIb B FPYI[HOI\;I K.]'IeTKe4

, 03HOGY,

YTOMITACMO CTB4 .

Ha60paT0prIe U WHCTPYMCHTAJILHBIC JAHHBIC

Yacmo: OTKJIOHEHHE B MIEYeHOYHOH Hpoﬁe.

1 1

Heuacmo: mnoBbIlieHne KOHIOCHTpalUKU KpCaTHHHHA , ITOBLIIMCHUC KOHICHTpAallUW MOUYCBHHBI,

1 4

HU3MCHCHHC OTHOIICHHS a.]'IL6YMI’IH = 1"J'I06y.]'[I/IH R ﬂeﬁKOHeHHH, HeﬁTpor[eHHﬂ 5 903HHO(1)PIJ'II’I$I4,

TpOMGOIMTEMHS, IIOBBIIICHHE aKTHBHOCTH: aJlaHUHAMHMHOTpaHCcpepasbl (AJIT),
acmapratamuHoTpancdepassl  (ACT), rammariaytammitpancdepasst  (I'TT)Y,  menounoit

4, JIAKTATACTHIPOTeHa3bI (JIZ[F)“.

docdaTasml
Yacmoma  HeuseecmHa:  arpaHyJIONUTO3, TPOMOOLMTONEHHUsS, YBEJIWUYCHHE  3HAUYCHUS
MEKAYHApOAHOTO HOopMam3oBaHHoro orHomeHust (MHO), ymiuHeHHEe NpOoTpOMOHHOBOTO
BpeMEHH, U3MEHEHHE [BETAa MOUH, MMOBBINICHUES KOHIICHTpAIINH OWIHPYOHUHA B KPOBH.
[IpeanonaraeTcsi, YTO 4acTOTa, THII U TSHKECTh HEXKEJIATEJILHBIX PeaKIMM y JeTeH Takasl xKe, KaK
V B3POCIIBIX.

Hayuenmut ¢ NOOAGNEHHBIM UMMYHUINEINOM

VY nanuentor co CIIM/lom U apyrHMU UMMYHOIe(UIIUTAMH, MOTYYAlOMUX KJIAPUTPOMMIIMH B
Oojiee BBICOKHMX J03aX B TCUSHHE JUIMTEIHLHOTO BPEMEHHM JUIA JICUCHHUS] MUKOOAKTepHUabHBIX
HH(pEKIHA, 9acTO TPYIHO OTJIMUYHTH HekelIaTelbHbIe d(deKkThl npenapara oT cumnTomos BUU-
HH(QEKITNH WIH COMYTCTBYIOMEro 3a00ieBaHUs.

Haubosee yacThIMU HEXKENATSILHBIMU SBJICHUSIMHU Y TAITUSHTOB, IPUHUMABIINX CYTOUHYIO JO3Y
KJIapuTpoMHliHa, paBHylo 1000 mr, ObUIHM: TONIHOTA, PBOTA, H3BpallleHHE BKyca, O0Jib B
oONacTH KHUBOTA, JUApes, CbIllb, METCOPU3M, TOJIOBHasi OoJib, 3alop, HapylIeHHE CIyXa,
noBbimenre akTUBHOCTH ACT m AJIT B kpoBu. Takke oTMeUaMCh CIIydad HexKeJlaTeJIbHBIX
SBJICHUW ¢ HU3KOW YacTOTOM BO3HMKHOBCHHSI, TaKHe KaK OJBINIKA, OSCCOHHHUIIA M CYXOCTh BO
pTYy.

VY DanueHToB ¢ MOJABJICHHBIM UMMYHHUTETOM MPOBOAMIM OIICHKY J1aOOpAaTOPHBIX MOKa3aTeseH,
AHAIM3HUPYS UX 3HAUUTEJIbHBIE OTKJIOHSHHSI OT HOPMBI (pe3Koe MOBBINICHUE Wi cHIDKeHue). Ha
OCHOBAaHUHU JJAHHOTO KpHUTepus y 2-3 % NalueHTOB, MOJIYUYABIIUX KJIAPUTPOMHMIIMH B J03&
1000 Mr exeTHEBHO, ObLIO 3apeTHCTPUPOBAHO 3HAYHUTEILHOE MOBbIMeHHe akTUBHOCTH ACT u

AJIT B kpoBH, a TaKkiKe CHIDKCHHE UYHCIA JCHKOIUTOB U TPOMOOIHUTOB. Y HeOOJBIIOrO Yuciia

1l
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$ B o o , = A Tal s L. AN
MAIUEHTOR Takke OBbLIO 3apeTHCTPUPOBAHO OBblmeﬁE]é-' 'Kol’ﬁ:gl "?il:lrlfﬁzﬂ lBE‘f‘ai‘oIIﬁdi"oU*abOTa

MOYECBHHBI.
* B HEKOTOpHIX COOOMIEHUsAX O pabAOMHOJIM3Ee KIAPUTPOMHUIIMH TPUHHUMAJICS COBMECTHO C
JPYTUMH JICKAPCTBEHHBIMH CPEJICTBAMU, C IIPUEMOM KOTOPBIX, KaK U3BECTHO, CBSI3AHO Pa3BUTHE
pabomMuoau3a (cTaTUHBL, (PUOPATHI, KOJIXUILIUH WIH AJUIOYPUHO).

I Coobmennst 0 MaHHBIX MOGOYHBIX pPEaKNMAX ObLIM IOJyYeHbI TOJILKO IIPH IIPUMEHEHHH
KJIAPUTPOMHIIMHA B JIEKApCTBEHHOW (opMme: JTHODUIM3AT JUIsl MPUTOTOBJICHUSI pacTBopa JUIs
uHDy3Hi.

2 CoobmeHHst 0 JAaHHBIX TOGOYHBIX PeaKIUAX OBbUIM IIONYYeHBI TOIBKO TIPH NPHMEHSHHH
KJIAPUTPOMHUIIMHA B JISKAPCTBEHHOU popme: TaOIeTKH ¢ IPOJIOHTHPOBAHHBIM BLICBOOOMKICHUEM,
MOKPBITHIC TICHOYHON 000JI0UKOH.

3 CoobueHHss 0 JaHHBIX TOGOYHBIX PEAKIHUSAX ObLTH MONYYeHHI TONBKO NPH NPUMEHEHHH
KJIAPUTPOMHIIMHA B JICKAPCTBEHHOH (QopMe: TpaHyIbl JUII NPUTOTOBJICHHS CYCTICH3UU IS
MpueMa BHYTPb.

* Coo6menns 0 JaHHBIX MOGOYHBIX PEaKIUAX OBIIM MOJyYeHBI TOJIBKO TIPH TpHMEHEHHH
KJIApUTPOMHUIIMHA B JICKApCTBEHHOU (opMe: TabIeTKH, MOKPIThIE INIEHOUHOH 000JI0UKOH.
Ilepeno3upoBka

Cumnmomui. TipueM OOJIBIION J03bI KJIAPUTPOMUIIMHA MOXKET BHI3BATh CUMIITOMBI HApPYIICHHH
CO CTOPOHBI JKEIYJOUHO-KHIEUHOTO TPAKTA.

Y onHOro manueHTa ¢ OWIOJSIPHBIM pAcCTPOMCTBOM B aHaMHe3e Iocie mpuemMa 8 T
KJIApUTPOMHUIIMHA OTIUCAHbl M3MEHEHHSI IICUXUYECKOTO COCTOSIHUS, MTAapAaHOUIAJIbHOE [TOBE/ICHHUE,
TUIIOKAJIUEMUS U THIIOKCEMUSL

Jleuenue: IpU TIepeIO3UPOBKE CIICAYET YIATUTH HeaOCcopOUpOBAHHBIN MpenapaT U3 JKeIyJ0UHO-
KHUIIEUYHOTO TpakTa (IpOMBIBAHUE JKEIy/JKa, IpHUeM aKTUBHPOBAHHOTO VIJISL U JIp.) U MPOBECTH
CUMIITOMATHUESCKYIO Tepanuio. ['eMouain3 M TEepUTOHCATbHBIM JHau3 HE OKas3hIBAaIOT
CYIECTBEHHOTO BJIMSIHUS Ha KOHIICHTPAIIUIO KJIIAPUTPOMHUIIMHA B CHIBOPOTKE, UTO XapaKTepHO U
JUISL APYTHUX MIpenapaToB IPYIIBI MAKPOJIHIOB.

BzaumoneiicTBie ¢ APYTUMH JIeKaPCTBEeHHBIMU CpeacTBAMHU

IIlpuMeHEeHHE CISAVIONINX IPenapaToB COBMECTHO ¢ KJIAPUTPOMHIIMHOM IIPOTHBOMOKA3aHO B

CBSI3H C BO3MOYKHOCTBIO PA3BHTHSL CEPhEe3HBIX MOO0UHBIX dhPEeKTOB

Huzanpuo, numosud, mephenadun u acmemuson
IIpu coBMecTHOM IpHeMe KJIAPUTPOMHIIMHA ¢ IM3ANPUAOM, IMHMO3HIAOM, Tep(eHaUHOM HIH
aCTeMH30JI0M COOOIAIOCh O TOBBIMICHHHM KOHICHTPAIIMH IOCJICHUX B IUIa3Me KPOBH, UTO

MOJKCT IIPHUBCCTH K YAJIHHCHHUIO HHTCpBaJIa QT H TOABJICHHUIO CCPACUHBIX apHTMHﬁ, BKJIKOYasa
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JKETYTOUKOBYIO TaXHKap/IUI0, GUOPUILIALINIO eny):[oqﬂggjlfl:ﬂgn%%@tﬁco%]@’f‘égxﬁ;lll[a]));fﬁ%%nna

«upy>T™» (eM. pazaen «lIporuBonokazanus).

Anxanoudst cnopsirsu

[TocTperucTpaniuoHHple HMCCJIEOBAHUSA TOKA3bIBAIOT, 4YTO IIPU COBMECTHOM IPUMEHEHUU
KJIApUTPOMHUIIMHA C SPTOTAMUHOM WJIH JTUTHIPOIPTOTAMUHOM BO3MOJKHBI ClIeAyIomue »(PpeKThl,
CBSI3aHHBIE C OCTPBIM OTpABJICHHEM IpenapaTaMy TPYIIbI 3PrOTAMHUHOB: COCYAUCTHIM cIa3M,
WOIeMUsT KOHEUHOCTEH M JIpYTUX TKaHeW, BKJIIOYAsl IEHTPAJIbHYIO HEPBHYIO CHCTEMY.
OJHOBpeMEHHBIM NpHUeM KJIApUTPOMHIIMHA C AJIKAJIOW/aMH CIIOPBIHBH INPOTUBOIIOKA3aH (CM.
pazaen «lIpoTuBonokazaHus»).

Muoazonam ona nepopanvHozo npumeHeHus

[Ipu coBMecTHOM MpUMEHSHUH MUJ1a30J1aMa U KIapuTpoMuIiuHa B ¢popme tabnetok (500 Mr npa
paza B JieHb) oTMeuasioch yeauueHue AUC Muazonama B 7 pas nmocjie nepopajibHOTO MpUeMa.
OHOBpEMEHHBIN NpHeM KJIAPUTPOMMIIMHA C MH/IA30JIaMOM JUISI MEePOPATLHOTO IMPUMEHEHUS
MpoTHBOMOKa3aH (cM. pazjen «lIpoTuBonokazanus»).

Huzubumoper I'MI'-KoA-pedyxmasst (cmanuirisy)

OHOBpeMeHHBIM  NpuUeM  KIAPUTPOMHUIIMHA ¢  JIOBACTAaTHHOM WJIM  CHMBAcCTaTHHOM
npoTHBONOKazaH (cM. pazfen «lIpoTuBomokazaHHs») B CBSI3BM € T€M, YTO JaHHbIE CTATUHBI B
3HAUUTESIIBHOW CTenmeHH MeTabomaumsupyiorest m3odepmentom CYP3A4, um  coBMecTHOe
MPUMEHEHHE ¢ KJIAPUTPOMUIIMHOM TOBBIIMAST UX CHIBOPOTOYHBIE KOHIICHTPAIIUH, UTO MPUBOUT
K TIOBBIMICHHUIO PHUCKA PA3BUTHS MHOMATHH, BKJIIOYas pabmomuoim3. Coolmanoch 0 Ciydasix
pabIoMuoIu3a Yy TAIUCHTOB, MPUHUMABIIUX KIAPUTPOMHUIIMH COBMECTHO C JaHHBIMH
npenapaTamMi. B ciiydae HeoOXOJUMOCTH NPUMEHEHUS KIAPUTPOMUIIMHA CIIeAYeT MPEeKpPaTHTh
[IpUEM JIOBACTaTHHA WJIM CUMBAcCTaTHHA Ha BPEMsI TepaIlUH.

KnapuTpoMHIMH ClieyeT MPUMEHSTh ¢ OCTOPOMKHOCTHIO MpH KOMOMHHMPOBAHHOW TepamuH
JpYTUMH cTaTHHaMu. B ciaydae HEoOXOJMMOCTH COBMECTHOTO TIIpHeMa PEKOMEHIYeTCs
MPUHUMATh HAUMEHBINYIO JIO3Y CTaTHHA. PeKOMEHIyeTCs MPUMEHSITh CTATUHBI, HE 3aBUCSIINE
oT Metabonusma uzopepmenta CYP3A (Hanpumep, mysactatun). Ciaeayer KOHTPOJIHPOBATH
pPa3BUTHE NPU3HAKOB U CUMIITOMOB MUOTIATHH.

Jomumanuo

OHOBpEeMEHHBIM MpUeM KIAPUTPOMUIIMHA € JIOMHUTAIWJAOM IPOTHUBOIIOKA3aH H3-3a pPHUCKA
CYIIECTBEHHOIO IIOBBIMIEHHUs] AKTHUBHOCTH TpaHCAaMHHA3 B IUIa3Meé KpOBH (CM. pazjen
«IIpoTHBONIOKA3AHUN).

CoemecmHoe npumenenue ¢ 2UOPOKCUXTIOPOXUHOM U XTLOPOXUHOM

JlanHple HaOMIONEHMH MOKa3aid, YTO COBMECTHOS TMpPUMEHEHHE a3UTPOMHUI[MHA C

THAPOKCUXIIOPOXHHOM Y IMAITUCHTOB € PEBMATOUMAHBIM apTPUTOM CBA3AHO ¢ IMOBBIIICHHBIM
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PUCKOM  CEepACUHO-COCYIUCTHIX  COOBITHIH cepnégﬁg:-:éagy};fgi%gEQW&J&T&;':"f/is-sa

BO3MOXKHOI'O AHAJIOTHYHOI'O pHCKa IIpH IMPHMCHCHHUHU JPYIrUX MaAKpOJIHIOB B COUCTAaHHH C
THAPOKCUXIIOPOXUHOM HWIIH XJIOPOXHWUHOM CJICAYCT TIHIATCIIBHO B3BECHTH COOTHOIICHUEC II0JIb3bI H
PHCKa, TIpPCKAC UYUCM HasHadaTb KIApUTPOMHUIIUH JIFOOBIM manmueHTaM, IIpHHUMAaOOIUM
THAPOKCUXJIOPOXHUH HIIH XJIOPOXHH.

Brusanue Opyux 1exkapcmeeHHvlx npenapamos Ha Kiapumpomuiii

[Ipenapatel, sBisromuecss WHAyKTopamu wu3odepmenta CYP3A (manpumep, pudaMmuimH,
(denuTouH, Kapbamazenut, peHoOGapOUuTa, 3BepoOoi MPOJABIPABICHHBIN), MOTYT HHAYIHUPOBATH
METa0O0JIM3M KIAPUTPOMHUITAHA. DTO MOJKET NMPHUBECTH K CyOTEepaleBTHUSCKOM KOHIIGHTpAIIUU
KJIAPUTPOMHUIIMHA, UTO TPUBOJIUT K CHIKEHHUIO ero sddekTurHocTH. Kpome Toro, Heobxo1uMo
Ha0/IIo/1aTh 3a KOHIGHTpanued HHIyKTOopa m3opepmenta CYP3A B miuazme KpoBH, KoTopasi
MOKET IOBBICHTHCS H3-3a WHruOHpoBanmsi m3odepmenta CYP3A wmaputpomuruaom. Ilpu
COBMECTHOM TMpHMEHEHHH pupadyTHHA W KIAPUTPOMHIIMHA HAOMIONATIOCh TOBBIMICHHE
IUTa3MeHHOW KOHIGHTpanuu pudabyTHHA W CHWKEHHE CBHIBOPOTOYHOM KOHIICHTPAI[UH
KJIApUTPOMMIIMHA € ITOBLINICHHBIM PUCKOM Pa3BUTHS YBEHUTA.

Crnenyromue mpenapaTthl o0JaJaloT JOKa3aHHBIM WIM IpeAIoJiaracMbiM BIMSHHEM Ha
KOHIICHTPALIMIO KJIAPUTPOMHIIMHA B IUIa3Me KPOBH; B CJIydae MX COBMECTHOTO IPHUMEHEHHS C
KJIAPUTPOMHUIIMHOM MOJKET MOTpeOOBaThCsl KOPPEeKIUs 103 WM Mepexo/] Ha abTepHATHBHOS
JICYCHUE.

Depasupens, nesupanun, pudpamnuyun, pudadymun u pudanenmun

CusnbHbIe HWHIYKTOPHI CHCTEMBI IUTOXpoMa P450, Takme kak »ddaBUpeH3, HEBHUpAIHUH,
pudammuius, pudaOyTHH U pUANCHTHH, MOTYT YCKOPSITh METaOOIM3M KIAPUTPOMHUIIUHA H
TakuM oOpa3oM TMOHMIKATh KOHIGHTPAIHIO KIAPUTPOMHUIIMHA B IUIa3Me H BMeCTe € TeM
MOBBIMATh KOHIEHTparuioo 14-OH-kmaputpoMuiinHa — MeTaboJMTa, TakKe SBISONMETOCs
MHUKPOOHOIOTHUESCKH aKTUBHBIM.

[Tockombky MHKpOOHMONOTHYECKAsA AKTUBHOCTH KiapuTpomuiimHa u 14-OH-kinaputpomuiiuna
OTJINYAETCS B OTHOIICHUHU PA3IMUHBIX OaKTepui, TepameBTHUSCKUH d(PEeKT MOKET CHUIKATHCS
[IPH COBMECTHOM IIPUMEHEHUH KJIAPUTPOMHUIIMHA U HHAYKTOPOB (DepMEHTOB.

Impasupun

KoHneHTpanus KIapuTpOMUIIMHA CHI)KASTCS TIPH UCIIOJIB30BAHUU STPABUPUHA, HO MOBBIMIACTCS
KOHIICHTpalusi akTuBHOTO MeTaboymrta 14-OH-kmaputpomuriuna. Ilockonmbky  14-OH-
KJIApUTPOMHIIMH 00J1ajaeT HU3KOHW aKTUBHOCTBIO IO OTHOIICHUIO K UHpekusam Mycobacterium
avium complex (MAC), MOKET MEHSTbCS 00Iasi aAKTHBHOCTh B OTHOMIICHHUH THUX BO3OYIHUTEIICH,

MMOSTOMY JJISI JICUCHHA MAC CIICAYCT paCcCMaTpUBaTh AJIBTCPHATUBHOC JICUCHHUC.
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(MOCNEOCBATENBHOCTL 0002)

Dnyxonazon

CopmecTHbli ipueM ¢iaykoHazosa B Joze 200 Mr exXeJHEBHO U KJIapUTpoMHIHHA B J103¢ 500 mr
JBa pasa B JieHb y 21 370poBoro AoOpOBOJIbIIa TPHUBEN K YBEJIMUSHHIO CPSJHErO 3HAUCHUSA
MHUHUMAJIbHOW paBHOBECHOM KOHIeHTpanuu KiapurpoMuiiHa (Cmin) AUC Ha 33 % u 18 %,
COOTBETCTBEHHO. lIpM »TOM COBMECTHBIM IpHEM 3HAUYUTEIBHO HE BIWsUI Ha CpPEJIHIO0
PABHOBECHYIO KOHIICGHTpAIUIO akTHBHOro Merabonuta 14-OH-kmaputpomununa. Koppekmus
JI03bI KJIIADUTPOMHUIIMHA B CIIydae COMYTCTBYIONIEro nmpruema (GykoHasosa He TpebyeTesl.
Pumonasup

DapMaKOKHHETUUSCKOS HCCIISIOBAHUE TOKA3aJio, YTO COBMECTHBIM MpHEM PUTOHABHUpA B J03&
200 Mr xaxapie BOCEMb HacOB M KJIapUTpoMHUIMHA B Jo3e 500 Mr kaxapie 12 yacoB NpHBeEN K
3aMETHOMY TOJABJICHHIO MeTaboju3Ma KiapuTpoMmuiiHa. IIpu coBMecTHOM mpueme
putoHaBupa Cmax KJIApUTpOMHUIIMHA YBeTUumMIach Ha 31 %, Cmin yBenmmumiack Ha 182 % u AUC
yBemuuiIach Ha 77 %. Bpl1o oTMeUueHO MPaKTHYESCKH TOJHOE MojiaplieHre oOpasopanus 14-OH-
KJIApUTPOMHIIMHA. biarogapsi MHUPOKOMY TepameBTUUSCKOMY JIMAMa30Hy KIAPUTPOMHUIIMHA
YMEHBIIEHHUE €TO JI03bl Yy MAIUSeHTOB ¢ HOpPMaJIbHOW moueuHol (yHKImel He TpeOyetcs. Y
HAIUSHTOR ¢ MOUYSYHON HETOCTATOUHOCTHIO IeJIeCO00pa3HO PACCMOTPETh CJISYIONUE BAPHAHTEI
koppeknun 036l pu KK 30-60 Mur/MHH /1032 KJIIapUTPOMHUIIMHA JOJKHA ObITh YMEHBIICHA Ha
50 %. PuronaBup He cleyeT COBMECTHO IIPUHHUMATh ¢ KIAPUTPOMHUIIMHOM B J03ax,
MPEBBIMAOMUX 1 T//1eHb.

Cxo/iHbIC KOPPEKIHH 103 JOJDKHBI pAcCMATPUBATHCS V MAIMEHTOB CO CHIDKEHHOM (yHKIHSH
[IOYeK, ©eCJIM PpUTOHABHP HCIONB3YeTCs KakK (apMaKOKMHETHUSCKUH «YCHIIUTENb» TIpU
IPUMEHEHUH JPYTUX HHTHOUTOpoB mpoTeassl BUY, BkiItouas araszaHaBUp U CaKBHHABUP (CM.
nojApaszes «/[pyHanpapieHHOE B3aUMO/ICUCTBUE JIEKAPCTB»).

Jleiicmene kiapumpomMuyiia Ha Opy2ue JeKapCcmeeHHble nPenapamot

Anmuapummudeckite cpedcmea (XUHUOUH 1 OU3ONUPAMIUO)

B03MOKHO BO3HHKHOBCHHE JKETYJOUYKOBOW TaXWKApIHH THIA «IHPYIT» TPH COBMECTHOM
NPUMEHCHUH KJIAPUTPOMUIIHHA ¥ XMHUJIMHA WK Ju3onHpamMua. IIpu o JHOBpeMEeHHOM TpHeMe
KJIAPUTPOMHIIMHA C OSTUMH T[penapaTaMd  CleyeT peryJsipHO MpPOBOJUTh KOHTPOJIb
SJICKTPOKApJAMOTPAMMBI  Ha TpeJAMeT yBedWueHus: uHTepBaia QT, a Takke crueayer
KOHTPOJHUPOBATh CHIBOPOTOUHBIC KOHIICHTPAIIUH STHX MPEMapaTOB.

[Tpu moCTpEeTUCTPAITHOHHOM MIPUMEHEHHH COOOIAIOCH O CIIyYasiX pa3BUTHS THITOTIIMKEMHUH TIPH
COBMECTHOM TIpHeMe KIApUTPOMHIIMHA H Ju3onupamMuga. HeoOxoqumMo KOHTPOJIHPOBATH
KOHIICHTPAIIHIO TJIIOKO3bl B KPOBH TPH OJTHOBPEMEHHOM IPHUMEHCHHH KIAPUTPOMHIIMHA H

JTA3OMHpaMHU/IA.
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NOCNEOCBATENEHOCTE 0002)

Hepopaﬂbubte SHROZTIUKeMUuYecKue cpedcmea/ lmcyﬂuﬁ

[Ipu coBMecTHOM MPUMEHEHUH KJIAPUTPOMHUIIMHA U MEPOPATLHBIX TUIIOTJIMKEMUUYESCKUX CPEJICTB
(HampuMep, TPOU3BOJIHBIE CYJIb(GOHWIMOUCBUHBI) WHIM HWHCYJIWHA MOXKET HaOIoAaThCs
BBIpA)KCHHAs] TUNOTJIUKeMHs. OJHOBPEMEHHOE IPHUMEHEHUE KIAPUTPOMHIIMHA ¢ HEKOTOPBIMHU
TUIOTJIMKEMHUYECKUMHU IIpernapaTaMy (HapuMep, HATCIJIMHW/, IHUOTJIMTA30H, peNariMHUI U
POCHUIJIMTA30H) MOXKET MPUBECTH K HHTHOHUpoBaHUIo u3odepmenTa CYP3A KIapUTPOMUITHHOM,
B pe3yJbTaTe 4ero MOJKeT Pa3BUTHCA THIOTIUKeMHUs. PekoMeH/yeTcsl TIATeIbHBIH KOHTPOJIb
KOHIIEHTPALIUU [JIFOKO3BI.

Bsaumodeiicmeus, obycnoenennsie usohpepmenmom CYP3A

CoBMecTHBIH TpHEM KIAPUTPOMHUIIMHA, KOTOPBIM, KaK H3BECTHO, WHTUOUpYeT u30(epMeHT
CYP3A, u mpemapaToB, MepBHYHO MeTaboiu3upyromuxcs uzopepmentrom CYP3A, mMoxker
aCCOI[MUPOBATHCSI € B3aUMHBIM IIOBBIMICHHEM WX KOHIICHTPALIUM, YTO MOXKET YCWINTh WU
IPOJUTHTh KaK TepaneBTHUYeCKHe, Tak U mobouHble »(pdexTrl. KiapuTtpoMulluH cieayeT ¢
OCTOPOKHOCTHIO TIPUMEHSTH TAIHeHTaM, MMOJIYJAIONUM MIperapaThl, SIBJISIFOIHECS cyOcTpaTaMu
uzoepmernta CYP3A, ocobGeHHO eciam HTH TpemapaThl HUMEIOT Y3KHH TepaneBTHUSCKUN
quanazoH (Hampumep, KapOaMaszelMH) W/WIM HMHTCHCHBHO METaOOIM3UPYIOTCS  STUM
(depmerToM. B ciyuae HEOOXOAMMOCTH JOJDKHA TPOBOJMTHCS KOPPEKIHS JO3bI Tperapara,
MIPUHUMAEMOTO BMECTE ¢ KJIAPUTPOMULIMHOM. Takike, MO BO3MOIKHOCTH, JOJIKEH MPOBOAUTHCS
MOHUTOPHUHT CHIBOPOTOUHBIX KOHIICHTpAIIUH MpenapaToB, MEPBUUYHO METaOOIURHPYIONIUXCS
uzopepmenTom CYP3A.

MeTaGonu3M CIeAYIONUX MPENapaToB/KIACCOB OCYIISCTRIACTCS TeM K& H30(epMEHTOM
CYP3A, g9ro u MeTalbolM3M KJIAPUTPOMHUITMHA, HAIpUMep ajmpasojiaM, KapOaMaseluH,
HUAJIOCTA30J, LMKJIOCTIOPUH, JU30MUPAMHU[], METUWIIPEIHU30JI0OH, MHJIa30JaM, OMEIIPa3ol,
nepopajibHbIe AHTHKOATYJISIHTHI (HampuMep, Bapdapul, puBapokcabaH, anukcabaH), aTHITHIHBIC
AHTUIICUXOTHUYECKUE Cpe/ICTBa (HANMpUMEp, KBETHANMH), XUHWIWH, pudadyTuH, crigeHadum,
TaKpOJIUMYC, TpUazojiaM U BUHONMAcTUH. Takske k aronuctam msodepmenta CYP3A otHocATes
CleNylolue  IpenapaThl, IPOTUBOMOKA3aHHBIE K  COBMECTHOMY  INPUMEHEHHIO  C
KJIAPUTPOMHIIMHOM: aCTEMH30JI, IU3AMPU/I, MUMO3U/, TepdeHaUH, TIOBACTATUH, CHMBACTATHH H
ajgkamowabl  cmophiHbM  (cM.  pazgen  «lIpoTuBomokazaHus). K  mpenapartam,
B3aMMO/JICHCTBYIOIUM TOJOOHBIM 00pa3zoM uepe3 Jpyrue H3o(epMeHTHl B paMKaxX CHCTEMBI
nuroxpoma P450, otHocaTes peHUTOUH, TeOUIUTHH U BAJILIIPOSBas KHCIIOTA.

Henpamure anmuxoazyianmeot

IIpu coBmecTHOM TmpuemMe BapdapuHa U KIAPUTPOMHUIIHHA BO3MOMKHO KpOBOTEUCHHE,

BeIpakeHHoe yBesmueHue MHO u nmpotpomOuHOBOTO BpeMeHH. B ciydae COBMECTHOTO
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OpUMEHEHHUSI ¢ BapdapHHOM WIH JIpYTHMH Henpﬂm%h:lgﬂﬁtg%ﬁ‘l}rﬁ_ﬂﬁm: L%&&&E‘IJMO

koHTposipoBath MHO u npoTpoMOHHOBOE BpeMsI.

Ilepopansrsie anmukoazyianmet RPAMOo20 oelicmeusn

ITepopaibHBIM aHTUKOATYJSIHT MpsIMOTO JeHCTBUs JabUraTpaH sBJSIeTCSl CyOCTpaToM JUis
sdarokcHoro Oenka-mepeHocunka P-rimkonporeuna (P-gp). PuBapokcabGan u amukcabaH
MeTaboH3UpPYIOTCA ¢ yuacThueM uzodepmenta CYP3 A4 u Takke SIBISIFOTCS cyOcTpaTaMu Jiis P-
gp. CrenyeT coOmoaTh OCTOPOIKHOCTE TIPU O/THOBPEMEHHOM MPUMEHEHHH KJIApUTPOMUIIMHA C
JAHHBIMU TIpeniapaTaMd, OCOOEHHO Vy MAIUEHTOB € BBICOKMM pPHCKOM KPOBOTCUEHHS (CM.
pazfessl «C 0CTOPOKHOCTBION U «OcoOble yKazaHUS»).

Omenpazon

Knaputpomuiun (o 500 mMr kakaple 8 YacoB) HCCICIOBAICSA Y 3J0POBBIX B3POCIBIX
T0OpOBOJIBIICE B KOMOMHAMH ¢ omempaszoyiom (mo 40 mr exenHeBHo). llpu coBMmecTHOM
IIPUMEHEHUH KJIAPUTPOMHUIIMHA M OMeEIpa30Jjia PaBHOBECHBIE ILIA3MEHHBbIE KOHIICHTpAIUH
omenpaszoja ObuIM yBeIHUYeHBI (Cmax, AUCo.24 u Tin yBenmuummucs Ha 30 %, 89 % u 34 %
cooTBeTcTBeHHO). Cpennee 3HadeHue pH skemygka B TedueHue 24 9acoB CocTaBWIO 5,2 TpH
IpueMe oMelpas3ojia B OTASIBHOCTH U 5,7 mNpU TMpUeMe OMelpas3ojia COBMECTHO C
KJIApUTPOMHIIMHOM.

Cunoenadhun, maoanagun u eapoernaghun

Kaxapiét w3z »tux uHruOutopoB docdoaudcrepasbl MeTaOOIU3UpYETCs, MO KpalHeW Mepe,
gacTuuHO ¢ ydactHeM uzodepmenta CYP3A. B 1o ke Bpems uzodepment CYP3A moxer
HHTUOUPOBATHCS B IPUCYTCTBUH KJIapUTpoMHUIMHA. COBMECTHOE NPHUMEHEHHE KJIAPUTPOMHUIIMHA
¢ cuwiteHapmiIoM, Tajajda@uioM WIM BapAeHAQUIOM MOXKET IPUBECTH K VYBEJIMYEHHUIO
HHTUOHUpYIONmEeTo BozJAeHCTBUS Ha (QocdomudcTepasy. IIpu npuMeHeHMH STHX IpenapaToB
COBMECTHO € KJIAPDHTPOMHIIMHOM CJIeyeT pacCMOTPeTh BO3MOKHOCTh YMEHBINEHHUS JIO3BI
cuaeHaduia, Tagagaduia U Bap/ieHaduia.

Teounnun, kapbamazenun

ITpu coBMecTHOM NPUMEHEHHUH KJIAPpUTPOMUIIMHA U TeoDUIIIMHA WM KapOaMa3elMHa BO3MOXKHO
IIOBBINIEHHE KOHIIEHTPAIMK JAaHHBIX [IPENIapaTOB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHBIN MeTa0OIN3M TOITEPOJUHA OCYIIECTRIsIeTes uepes 2D6 u3odopmy murtoxpoma P450
(CYP2D6). Onnako B 4YacTH TOMYJBIIUH, JumeHHOW m3odepmernta CYP2D6, merabonuszm
npoucxoauT uepes uzopepment CYP3A. B s1oll rpynne HaceraeHuUs nojapieHue uzodepmenta
CYP3A npuBoUT K 3HAUUTEJILHO GoJjiee BHICOKMM KOHIICHTPAIMSIM TOJITSPO/IMHA B CHIBOPOTKE.

B mnomynsiuu ¢ HU3KUM  ypoBHeM MeTabonuszma depes wuzopepment CYP2D6 moxer
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MOTpeOOBAThCS CHUKCHHE JI03bI TOJITEPOJIUHA B npﬁ%érﬂ%pﬂ'%ﬁﬁﬁ&%ﬁ’d%'@%&%ﬁ qbHTa

CYP3A, Takux kak KJIapUTPOMHUIUH.

Benzoouazenunst (Hanpumep, ainpazonam, Muoazonam, mpuazonam)

[Ipu coBMecTHOM MPUMEHESHHH MHJIa30JlaMa B TabJeToK KiapuTpomunuHa (500 Mr aBa pasa B
JleHb) oTMedasioch yennueHue AUC mumazonama: B 2,7 pasza mocie BHYTPUBESHHOTO BBEJCHUS
MpAazoiamMa. Eciu BMecTe ¢ KJIApUTPOMHUIIMHOM TIPUMEHSSTCS BHYTpUBEeHHas Qopma
MHUJazojiamMa, CleayeT TIATeIbHO KOHTPOJUPOBATh COCTOSIHUE MAlMeHTa JUIsI BO3MOIKHOM
KOPPEKLIHHU JTO3BI.

Beenenue siekapcTBEHHOTO TMpemnapaTa 4epes CIU3UCTYIO 000JI0UKY MOJIOCTH pTa, KOTOPOE J1aeT
BO3MOXKHOCTh OOOUTH MPECUCTEMHYIO SJIMMUHAIUIO JISKAPCTBEHHOTO TperapaTa, CKopee BCero,
IpHUBeJIeT K B3aUMOJACHCTBHIO aHAJIOTHIHOMY TOMY, KOTOpoe Halio/1aeTcsl IpU BHYTPUBEHHOM
BBE/ICHUH MH/1a30J1aMa, a He IIPU IepOPAJIbHOM MIpUEME.

Takue ke Mepbl MPETOCTOPOKHOCTH CIAYeT MPHUMEHSITh U K JPYTUM OCH30/IHA3CTIHHAM,
KoTopble MeTabomm3upyroTes usopepmentom CYP3A, Biiitouasi TpuazosiaM U anmpasonam. s
OeH30/IHA3CTIMHOB, BBIBSJCHHUE KOTOPHIX He 3aBHCHT oT uzodepmenta CYP3A (Temazemawm,
HUTpa3emaM, Jopas3enaM), MAaJOBEpOSITHO KJIMHMUYSCKH 3HAUMMOE B3aUMOJCHCTBHE ¢
KJIApUTPOMHUIITHOM.

IIpu coBmMecTHOM NpPHUMEHEHHHU KIAPUTPOMHIIMHA M TpHa3ojlaMa BO3MOXKHO BO3JSHCTBHE Ha
HeHTpaJibHYI0 HepBHYIO cucTeMy (ITHC), Hanmpumep COHIMBOCTH M CIIYTAaHHOCTh CO3HaHHS. B
CBSI3U C ATUM B CJIIydae COBMECTHOTO NPUMEHEHHS, PEKOMEH/IYEeTCSl CJEIUTh 3a CUMIITOMaMHU
Hapymenus [THC.

Bsaumodeiicmesus ¢ OpyeumiL npenapamamis

Konxuyun

Konxunun seisiercst cyGerpatoMm kak m3opepmenta CYP3A, Tak u Oenka-mepeHocunka, P-
rmkonporenHa (P-gp). HzpecTHO, 4TO KIAPUTPOMHUIIMH M JPYTHe MAaKPOJIH[IBI SBJISIOTCA
unrubutopamu uzodepmenta CYP3A u P-gp. Ilpu copmecTHOM mpueMe KIApUTPOMHUIIMHA U
KOJIXUIIMHA UHruOHpoBaHue P-gp w/nmi mzopepmenta CYP3A MoxeT MpUBECTH K YCHJICHHUIO
JEUCTBUSL KOJXMIIMHA. 3aperucTpUpOBaHbl MOCTPETUCTPALIMOHHBIE COOOIMICHHUSI O CIIydasx
OTpPABJICHUS] KOJIXMIIMHOM TIPH €T0 OJHOBPEMEHHOM IIpHEMe C KIAPUTPOMUIIMHOM, Yalle y
MOJKUJIBIX TAIIHCHTOB C MOYSYHOU HeNocTaTouHOCThI0. Kak coobmanoch, HEKOTOphIE CIydYaw
3aKAaHYMBAJIUCH JIETAJIBHBIM HMCXOJAOM. OJIHOBpEMEHHOEe IpHUMEHEHUE KIApUTPOMHULIMHA U
KOJIXUI[MHA IIPOTHUBOIIOKa3aHO (cM. paszzel «IIpoTuBonokazaHus»).

Huzoxcun

[IpenmonaraeTcs, 4TO JUTOKCHH sIBJIsieTcs cyOcTpatom P-gp. M3BecTHO, 9TO KIAPUTPOMMIIUH

uHrubHupyeT P-gp. Ilpu coBMecTHOM npueMe KIApUTPOMHUIIMHA U TUTOKCHHA UHIHOUpoBaHHe P-
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[TocTpeructpaiinoHHbie HCCISAOBAHUSI TOKAa3alld, UYTO COBMECTHBIM TMpHEM JUTOKCHHA U
KJIApUTPOMHIIMHA TAaKXKe MOXKET TPUBECTH K IMOBBIMICHHUIO CHIBOPOTOUHOM KOHIIGHTPAIIUU
JUTOKCHHA. Y HEKOTOPbIX IIAIMEHTOB OTMEUYAJIUCh KJIMHUYECKHE CHUMIITOMBI OTPaBJICHUS
JUTOKCHHOM, BKJIIOYAasl NOTEHIMAIBHO JIeTaJlbHble apUTMHUU. llpu coBMecTHOM mpueMe
KJIApUTPOMHMIIMHA M JIMTOKCHHA CJeAyeT THATeJIbHO KOHTPOJUPOBATh KOHIICHTPAIUIO
JIUTOKCHHA B CHIBOPOTKE.

3udosyoun

OHOBpEMEHHBIN TpueM TabJIeTOK KIApUTPOMHUIIMHA M 3HIOBYIAMHA TMEpPOPATIBLHO B3pOCIBIMHU
BUU-uHpUIHpOBAaHHBIMU  TAIUEHTAMH MOXET TMPUBECTH K CHWKEHHUIO pABHOBECHOU
KOHIICHTPAILIMU 3UI0BYIUHA.

ITockonmpKy KJIApUTPOMHUIIMH BJIMSIET Ha BCAChIBaHHWE 3UJOBY/IMHA IPU MEPOPATILHOM IpHEME,
B3aHMO/JICHCTBHSI MOXKHO B 3HAUMTENILHOM CTeTieHM W30exkKaTh, MPHUHUMAS KIAPUTPOMHUIIHH H
3UJOBY/JUH C HUHTEPBAJIOM B 4 yaca.

[TogoGHoro BzammojelicTBust He Habmogam v BUU-uHUITUpOBaHHBIX AeTeH, NMPUHUMABITHUX
JETCKYI0 CYCIEH3HMIO KIAPUTPOMHIMHA ¢ 3UJOBYJAMHOM HJIM JIH/Ie30KCUUHO3UHOM. [loCKOJIBKY
KJIAPUTPOMHIIMH MOJKET IpPEIsITCTBOBATh BCACBIBAHMIO 3WAOBY/JMHA IPH HX OJTHOBPEMEHHOM
IpHeMe BHYTPb V B3pOCIBIX MAlMSHTOR, MOJTOOHOE B3aUMOJICHCTBHE BpAJI JIU BO3MOXKHO TIPHU
UCIIOJIb30BAHUH KJIAPUTPOMHUIIUHA BHYTPUBEHHO.

Denumoun u earbnpoesass KUCi1oma

HUmeroTcsi naHHBIE O B3aMMOJICUCTBHSX HWHrHOHTOpoB wm3odepmenta CYP3A (Brmouas
KJAPUTPOMHIIMH) ¢ TIpenapaTaMy, KOTOpble HE METa0OJUZHPYIOTCS ¢ MOMOIIBI0 H30(epMeHTa
CYP3A (dpeHuTonHOM U BAIBIPOCBON KUCIOTON). [[7151 MaHHBIX MpemapaToR, MPH COBMECTHOM
NPUMEHEHUH ¢ KIAPUTPOMHUIIMHOM, PpEKOMEHAYSTCS ONpe/IeJieHHe UX ChIBOPOTOUYHBIX
KOHIICHTpAIIUH, TaK KaK UMEIOTCSI COOOIMEeHHS 00 UX MOBHINICHUH.

ﬂ@VHGnDa@Jl@HHO@ gzaumoodeticmeue AEKAPCING

Amazanaeup

KapuTpoMHIIMH U aTa3aHABUD SBJIIOTCS Kak ¢yOCTpaTaMu, Tak M MHTHOUTOpaMu u3odepMeHTa
CYP3A. CymecTByeT CBUASTEIILCTBO JIBYHAIIPABICHHOTO B3aUMOJSHCTBHS STHUX IIPEIIapaToB.
CoBMmecTHOe npuMeHeHue KiapuTpomuimHa (500 mr aBa pasza B JieHb) U aTaza”HaBupa (400 mr
OJIMH pa3 B JIEHb) MOXKET IIPUBECTHU K JBYKPATHOMY YBEJIMUEHHIO BO3ACHCTBHS KIApUTPOMHUIIMHA
U yMeHblIeHUIo BozaeucTBus 14-OH-xnaputpomunmaa Ha 70 %, ¢ yBenuuenumem AUC
aTazaHaBHpa Ha 28 %. biarogaps mmpokoMy TepaleBTHYECKOMY JUAla30Hy KJIApUTPOMHIIMHA
YMEHBIICHHE €ro J03bl y IAI[MeHTOB ¢ HOpMajJbHOW (QyHKIMeH mouyek He TpebyeTcs. VY

MAlMeHTOB ¢ YyMepeHHOW moueyHo Henoctarounocthio (KK 30-60 wmu/mun) 103a
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KJIAPpUTPOMHITHHA JOJDKHA ObITH YMEHBINCHA 50 %.! @‘:h;tﬂﬁe%";’(ﬁ:ﬁ“g @féﬂgﬁ:&g:B@Zh%r/MnH

03y KIAPUTPOMHUIIMHA CIIEAYeT CHHU3UTh Ha 75 %, MCTOJB3YS ISl BTOTO COOTBETCTBYIONYIO
JIEKapCTBEHHYIO (GOpMY KIAPUTPOMHUIIUHA.

Knaputpomuiun B gozax, npepsimaromux 1000 Mr B CyTKH, HEJIb3sl IPUMEHATh COBMECTHO C
UHTUOUTOpAMU IpOTEas.

Brnokamoper «medieHHbIX) KATbUUEEbIX KAHAI06

[Ipu ogHOBpEeMEHHOM MPUMEHSHUH KJIAPUTPOMHUIIMHA U OJIOKATOPOB «ME/IICHHBIX» KaJIbIUEBBIX
KaHaJIOB, KoTopble MeTabommsupyroresi uzopepmentom CYP3A4 (Hampumep, Bepamamud,
aAMJIOJTUIIMH, JTUJITHA3EM), CIeAyeT COOMI0/IaTh OCTOPOIKHOCTH, MOCKOJIBKY CYHIECTBYET PHCK
BO3HUKHOBEHHMSI apTepHAIIbHOW THMOTEeH3UHU. [lazMeHHbIe KOHIIGHTpAIUU KJIApUTPOMUIIMHA,
TaK e Kak ¥ OJOKaTopoB «Me/JICHHBIX» KaJbI[HEBBIX KAHAJIOB, MOTYT IMOBBIMATHCS TPHU
OJIHOBPEMEHHOM TMPHUMEHEHHU. ApTepUajbHasl TUMOTCH3US, OpagHapUTMHS U JIAKTOAIHI03
BO3MOJKHBI IIPH OJHOBPEMEHHOM MpHUeMe KJIAPUTPOMHUIIMHA U BeparmaMuia.

Hmpaxonazon

KnapuTpoMHUIIMH ¥ HMTpaKOHA30Jl SIBJSIIOTCS cyOcTpaTaMHd M HMHTHOMTOpaMHu H30(epMeHTa
CYP3A, uto ompenesisieT ABYHANpaBICHHOS B3aWMOJICUCTBHE IpenapatoB. KiapuTpoMuniuH
MOJKET IOBBICUTH KOHIICHTPAIMIO UTPAKOHA30JIa B IJIa3Me, B TO BpeMsI KaK UTPAKOHA30JI MOKET
MOBLICUTh IUIA3MEHHYIO KOHIICHTPAIMIO KJIApPUTpOMHUIMHA. llalueHTOB, OJHOBpEMEHHO
MPUHUMAOIUX UTPAKOHA30JI U KJIAPUTPOMHUIIUH, CIeAYyeT TIaTeIbHO 00CIe0BaTh HA HAJIUUUE
CHMIITOMOB YCHJICHHS] WJIH YBEJIHYSHHUS JUTUTCIBHOCTH (PapMakoIOTHUSCKUX >(P(EeKTOB HTHX
IIpenapaToB.

Caxeunasup

KiapuTpoMHIIMH W CakBHHABHp SBISIOTCA CyOCTpaTaMH W HMHrHOMTOpaMH m3odepMeHTa
CYP3A, uto ompejaensieT ABYHAIIPaBJICHHOE B3aUMOJESUCTBUE TpemapaToB. OJHOBpEMEeHHOE
npuMmeHeHue KinaputpomurmHa (500 Mr paBa paza B JIeHb) M CaKBHHaBHpa (B MSITKHX
JKEJIATUHOBBIX Karicynax, 1200 Mr Tpu pasa B JeHb) ¥ 12 340pOBBIX JOOPOBOJBICE BBI3BIBAJIO
yBennueHue AUC u Chpax cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPABHEHUH C
npueMoM cakBuHaBupa B OTAedAbHOCTH. 3HaueHUsI AUC U Cmax KJIAQPUTPOMHUIIMHA ObLIN
npubmu3uTebHO Ha 40 % BINIE, YeM MPH MOHOTEPANUU KIApUTpOoMUIHOM. [Ipu coBMecTHOM
MPUMEHEHHH STHX JBYX MpeMapaTOB B TeUCHHE OTPAHHUCHHOTO BPEMEHH B J03aX/COCTaBax,
VKa3aHHBIX BbINIE, KOPPEKIHSI JO3bI He TpeOyeTCsl.

PesynbTathl HCcCIeJOBAHUS JIEKAPCTBEHHBIX B3aUMO/ICUCTBUN ¢ UCTIOIB30BAHUEM CAKBUHABHPA B
MATKHUX JKeJATHHOBBIX KalcyjlaX MOTYT He COOTBETCTBOBaTh 3(ekTaM, HaOIIOJaeMbIM TIpH
IIPUMEHEHHUH CAaKBHUHABHpa B TBEP/bIX JKEJIATHHOBBIX Kamcysax. Pe3yibTaTel HCCIIeTOBAHUS

JICKApCTBCHHBIX B3aUMOJICHCTBUH IIpU MOHOTEpAIIUH CaKBUHABUPOM MOTYT HE COOTBECTCTBOBATH
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s¢pdexram, HabIOMaEMBIM TIPH  Tepanuu caKBHﬂQli}f;b%gﬁ%Egﬁw J 'ﬁE)ﬁ ( Zr';i;ﬁeMe

CaKBHHABHpPAa COBMECTHO C PHTOHABHPOM CJISAYeT YUYUTHIBATh MMOTSHIIHMAILHOE BIIHSHHE
PUTOHABHpA HA KJIAPUTPOMHUITHH.

Oco0ble ykazaHus

JITuTenbHBIA TpHeM AHTUOMOTHKOB MOMKET TNPHUBOAUTH K OOpa3’OBaHHUIO KOJIOHHH ¢
VBEJIMUCHHBIM KOJIMYECTBOM HEUYBCTBHUTEIBHBIX OakTepuit U rpuboB. Ilpu cymepuHdeknnn
HEOOXOIUMO HA3HAUYUTH COOTBETCTBYIONIYIO TEPATTHIO.

Haznauenwe KIapUTpOMHIIMHA OepeMEHHBIM JKEHIIMHAM JODKHO TIPOBOJUTHCS  IpHU
THIATEJILHOM OICHKE COOTHOMICHUS PUCKA U MOJIb3bI, OCOOSHHO B TeUSHHUE TIEPBHIX TPEX MECSICB
OepeMEeHHOCTH.

IIpyn npuMeHEHUH KJIAPUTPOMHUIMHA COOOIMANIOCH O TMEeYCHOYHOM TUCHYHKIMH (TIOBBINICHUES
AKTUBHOCTHU TMEUYCHOUYHBIX (DEpPMEHTOB B KPOBH, TeMATOLCIUIIOJISIDHBIM W/WIM XOJIeCTaTHISCKHUH
TeNaTUT ¢ KeNTyxXod wiu 6e3). [leueHounasi MUCHYHKIUA MOXKET OBITh TSDKENIOH, HO OOBITHO
SBJIIeTCA oOpaTuMoi. MMeroTes ciayual MeueHOUHONH HEeJOCTATOYHOCTH C JICTAILbHBIM UCXOIOM,
[JIaBHBIM 00pa3zoM CBsI3aHHbIE ¢ HAIMYHEM CEPhEe3HBIX COMYTCTBYIOMMX 3a00JieBaHUN W/WIH
O/THOBPEMECHHBIM MIPUMEHEHUEM JIPYTUX JICKAPCTBEHHBIX Cpe/IcTB. 1IpH MOABICHUH NPU3HAKOB H
CHMIITOMOB TeMaTUTA, TAKUX KaK aHOPEKCHUS, JKeITyXa, TOTeMHEHHE MOUH, 3/, OOJIC3HEHHOCTh
JKUBOTA MPU MAJBIAIUH, HEOOX0IUMO HEMEJISHHO NMPEKPATHTh TePANUIO KIAPUTPOMHITHHOM.
[Ipy HaMMYUK XpOHHUYSCKHUX 3a00JICBaHUH IMMeUeHH HEOOXOJMMO MPOBOJHTH PperyJISIPHBIN
KOHTPOJIb (PEepMEHTOB CHIBOPOTKH KPOBH.

IIpn JsledeHMM TPAKTUYECKH BCEMH AaHTHOAKTePHAIBLHBIMH CpPEACTBAMH, B TOM HUHCIE
KJIAPUTPOMHIIMHOM, OITUCAHBI CIIy9aH MCEBIOMEMOPAHO3HOTO KOJIUTA, TSKECTh KOTOPOTO MOJKET
BaphUPOBATLCSA OT JIETKOW 10 yrposkaromed »xm3HH. [Ipu JiedeHMHM TPaKTHYECKH BCEMH
AaHTUOAKTCpUATHHBIMU TIpeTapaTaMi, B TOM YHCIIe KIAPUTPOMMIIMHOM, OIHCAHBI CIydYaH
Clostridium difficile-acconuupoBaHHON JHUApPEH, THKECTh KOTOPOH MOKET BapbHUPOBATHCS OT
JICTKOUW JIHapeu JI0 YrpOJKAIOMIeTO JKHU3HHM KOJMTAa. AHTHOAKTepHAJbHBIC Tpenapathl MOTYT
HU3MEHUTh HOPMAJBHYIO MHKpO(IJIOpY KHIICUHHKA, YTO MOKeT mpuBecTH K pocty C.difficile.
[TcepmoMeMOpaHO3HBIN KOJHUT, BhI3BaHHBIU Clostridium difficile, HeoOXoqumMo TOI03peBaTh Y
BCeX TAIMEHTOB, Y KOTOPHIX TOCJEe TMPUMECHEHHUS AHTHOAKTepUATBHBIX CPEJICTB pa3BHIACH
muapes. llocme mpoBemenust Kypca aHTHOHOTHKOTEpalMH HEOOXOAMMO  TIIATEIhHOE
MeAUIMHCKOE HAaOJII0/IeHUE 3a MTAIIUSHTOM.

ONHUCHIBAIUCH CITyYaH Pa3BUTHS MICEBIOMEMOPAHO3HOTO KOJIUTA CITYCTS 2 MecsAIa MocJie IpueMa
AHTUOMOTHUKOB.

[Ipu neueHUH MaKpOJIUIAMH, BKJIIOUAS KIAPUTPOMHUIIUH, HAOIIOMANIOCH VJTHHEHHE CepAeuHOM

penossipuzanui U uHTepBasia QT, BBI3BIBasT PHCK Ppa3BUTHUS CEepACUHOH ApUTMUH H
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CNEPTHOMY OTYETY

CIIEYIONHE CHUTYAllHH MOTYT TIPHUBOJHTH K YBEJIHUCHHIO PUCKA PAa3BUTHS IKEJIYTOUYKOBBIX
apUTMHK (BKJTFOYAST JKETYJOYKOBYIO TaXHKApIUIO THIIA IHPYIT»), TO KIAPUTPOMHIIMH HE
JOJDKESH TIPUMEHSITHCS Y CIISAYIOMUX KaTeTOpHUH MAIlHeHTOB:

* y HAIUSHTOB ¢ TUMOKaIHeMuen (cM. pazaen «lIpoTuBonokazanus»),

* y HAIUSHTOB ¢ TUIIOMarHueMuei (cum. pasnen «[IpoTuBonokazanus»),

* OJHOBpEMCHHOE Ha3HAUCHHE KJIAPUTPOMHIIMHA C aCTEMH30JIOM, ITH3AMPHIOM, MUMO3UIAOM H
TepdeHaTUHOM IPOTUBOTIOKa3aHO (cM. pazen «IIpoTuBomokazanus»),

* Yy MAIHCHTOB C BPOXKICHHBIM WM MPUOOPETSHHBIM 3apEeTHCTPUPOBAHHLIM VITHHCHHEM
uaTeppasia QT WM HaIWYHeM IKEJIYJIOUKOBOW apUTMHHM B aHamHe3e (CM. pasjen
«IIpoTuBONIOKa3aHUNY),

- KJApUTPOMHUIIMH JOJDKEH TMPUMEHSTHCSI € OCTOPOIKHOCTBHIO Yy CIHSAYIONIUX KaTeropui
MAI[ACHTOB:

* y TMAalMeHTOB ¢ umemuueckod Oomesnpto cepama (UBC), Tsokenolt cepaedHoi
HEeJ0CTATOYHOCTHIO, HApYIICHUSMH ITPOBOJUMOCTH WK KJIMHUUESCKH 3HAUUMOM Opaukapauei,
* y NALUEHTOB, OJTHOBPEMEHHO MPUHUMAIONIUX JIPYTHE JeKApPCTBEHHBIEC MpEnapaThl, CBA3aHHBIC
¢ ymumnenueMm uHTeppaia QT (oM. pasgen «BzaumojelcTBHE C JPYTUMH JICKAPCTBEHHBIMHU
Cpe/ICTBAMMI»).

B xoJle »UOHACMHOJIOTHYSCKHX HCCICAOBAHMM 10 M3YUSHHIO pPHUCKAa HeOIaronpHsITHHIX
CepJICYHO-COCY/IUCTRIX ~ HMCXOJOB TPH  TNpPUMSHSHHH  MAaKpOJIWIOB ObUIM  TOJTYYSHBI
HEO/THO3HAUHBIE Pe3yJIbTATHL

B HekoTOphIXx HaOMIOAATENBHBIX HCCIICTOBAHHMSIX ObUI YCTAHOBJIGH KPAaTKOBPEMEHHBIM PHCK
Pa3BUTHUS apUTMUHU, HWH(ApKTa MHOKapJa U CMEPTH OT CepACUHO-COCYJMUCTBHIX 3a00JICBaHHM,
CBSI3AaHHBIX C TPUMEHEHHEM MAaKpOJHU/OB, BKJIIOUAs KJIApUTpOMHUIMH. llpu HazHaueHUH
KJIAPUTPOMHIIHHA CJIeIyeT COOTHOCHUTH TPEAIOIaraeMyio TOJL3y OT MpHeMa IMpemnapara ¢
JAHHBIMH PHCKAMHU.

Bo3MoXKHO pa3sBUTHE TEPEKPECTHOM pPE3UCTEHTHOCTH K KJIAPUTPOMHUIIMHY U JPYTHM
AHTUOMOTUKAM TPYIIILI MAKPOJIH/IOB, a TAK)Ke JTUHKOMHUILIMHY U KJIMHTAMUITUHY.

YuuThiBasg pacTymYIO PE3UCTeHTHOCTH Streptococcus pneumoniae K MaKpPOIUAAM, BaKHO
MIPOBOJAUTH TECTHUPOBAHHWE UYBCTBUTEIHHOCTH IMPHU HA3HAUCHHUH KJIAPUTPOMHUIIMHA MAIIUEHTAM C
BHeOOJPHUYHON MHeBMOHMEH. IlIpM rocnuTalbHOM NHEBMOHHUH KJIAPUTPOMHUIIUH CISAYeT
MIPUMEHSITH B KOMOHHAITUHU € COOTBETCTBYIONUMH aHTHOMOTHKAMH.

Wndpexnuu KOXKH MU MITKHX TKaHEH JIeTKOM W CpelHeH TSDKECTH 4Yalle BCEro BhI3BaHBI
Staphylococcus aureus m Streptococcus pyogenes. llpu sTom o6a Bo30OyauTeNast MOTYT OBITH

YCTOﬁqHBLI K MaKpoOJIHJaM. HOSTOMy BAKHO IMPOBOJUTH TECT HA YYBCTBUTCIIBHOCTE.
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3a00JIeBaHMSIX YTPU BYJIbIapHbIe U POJKA, a TAKXKE B TeX CHUTyallUsIX, KOTJAa HEJb3sl IMPUMEHSThH
MIeHUIUUIUH.

B cityuae nmosiBIeHUSI OCTPHIX pPeaKIMi TUIEePUYBCTBUTEILHOCTH, TAKUX KaK aHa(HIaKTHUYeCKast
peaKklys, TsLKeJble KOXKHbBIC JIEKAapCTBEHHbBIE peaKIMH (HAlpUMEP, OCTPBIM IeHepAIH30BaHHBIN
SK3aHTEMATO3HBIN MyCTyIe3), cuHApoM CTuBeHca — J[PKOHCOHA, TOKCHYECKUH SIIHIepMaJIbHBIN
HEKpOJIU3 M JICKApCTBEHHAS CBHINb C 303MHOpMWIMEH W cucTeMHOM cumnToMatukod (DRESS-
CHH/IpOM), HeOOXOJUMO Cpa3y JKe IpeKpaTUTh IpHeM KJIApUTPOMHUIIMHA M HA4aTh
COOTBETCTBYIONYIO TEPAIHIO.

B cimydae COBMECTHOrO IpUMEHEHHs ¢ Bap(apuHOM WM JpPYTUMH  HEIPSIMBIMHU
AHTHKOATYJISIHTAMM HeoOxo Mo KoHTpoauporats MHO u nporpoMOuHOBOE BpeMs (CM. pasjell
«BzauMoaeHcTBHE ¢ IpYTHMH JICKAPCTBEHHBIMH CPEICTBAMEY ).

Crnenyer coOmrolaTh OCTOPOIKHOCTH IIPU OJTHOBPEMEHHOM TIPUMEHSHHH KJIAPUTPOMHUIIMHA C
HepopaIbHBIMHM AHTHKOATYJSTHTAMH TPSMOTO JSHCTBUSA, TAKUMH Kak JJaburaTpaH, puBapokcaban
U anukcabaH, 0cOOeHHO Y MAI[UEHTOB ¢ BHICOKMM PHCKOM pa3BUTHUsI KPOBOTEUYEHHUS (CM. paz/ielibl
«C 0CTOpPOKHOCTBIO» U «B3aumoieicTBHE ¢ IpYTUMH JIEKAPCTBEHHBIMH CPEJICTBAMUY ).

ITepen HazHaueHHEM KJIADHUTPOMMIIMHA BCeM MAI[MEHTAM, IIPHUHUMAIOIMM TI'HIPOKCHXJIOPOXHH
WIH XJIOPOXMH, THIATEJbHO B3BECHhTE COOTHOIIEGHME IIOJIB3bl M PHUCKA H3-3a IOTCHIHMAIBHO
MIOBBINIEHHOTO PHUCKA CEePACUHO-COCYTUCTBIX COOBITHM M CepIeUHO-COCYIUCTOM CMEpTHOCTH
(em. pazaen «BzauMoAeHCTBHE € IPYTUMU JIEKAPCTBEHHBIMH CPEJICTBAMEI).

BimisiHue Ha croco0HOCTH YIIPABJIATH TPAHCIIOP THHIMH CPeICTBAMI U MeXaHH3MAMH
JlaHHbIE OTHOCHTENIPHO BJIMSIHMSI KJIADUTPOMHIMHA Ha CIIOCOOHOCTh K  YIIPaBJICHHUIO
aBTOMOOHMJIEM U MEXaHU3MaMH OTCYTCTBYIOT.

Cnenyer colmiojaTh OCTOPOXKHOCTH IIPH  VIPABJICHHH TPAHCIOPTHBIMHM CPEJACTBAMH U
MEXaHU3MaMH, YYHUTHIBas [OTCHIHMAIBHYIO BO3MOJKHOCTH TOJIOBOKPYKECHHS, BEpTHUIO,
CIIyTAHHOCTH CO3HAHUs U JI3OPUCHTAIIMM, KOTOpbleé MOTYT BO3HHKHYTH IIpH IpPUMEHEHUH
JJAHHOTO IIpenapara.

dopma BhITyCKA

TabneTku ¢ MPOIIOHTHPOBAHHBIM BHICBOOOKICHHEM, TIOKPBIThIS TUIRHOUHOH 00omouKoi, 500 mr.
ITo 5, 7 unu 10 TabneToK B KOHTYPHYIO STYSHKOBYIO YIIAKOBKY U3 IUICHKU MOJTUBUHUIXIIOPUTHOU
U (HoIbIH ATIOMHUHUESBOH TIEUaTHOU JJAKUPOBAHHOM.

Ilo 1 win 2 KOHTYypHbIE SIYEWKOBBIE YIIAKOBKM BMECTe € HMHCTPYKIHEH IIO INPUMEHEHHIO
IIOMEINAIOT B Ia4YKy U3 KapTOHA.

Y ciioBusA XpaHeHUs

IIpu Temnepatype He BbImIe 25 °C.
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(NOCNEACBATENBEHOCTL 0002)

XpaHUTH B HEJTOCTYITHOM JIJISI JleTelt MecTe.

Cpok rogHoct!

2 roga. He npuMeHATh MO UCTEUYSHUHU CPOKA TOTHOCTH.

Y ciaoBus oTirycka

OTyckaroT 1o penenty.

IIpousBomuress/ Opranuzaiysa, MPUHNMAIONIAA TIPeTeH3UH TOTpeouTe el
AO «AJIUYM», Poccus.

Mockosckas 0611, 1.0. Cepnyxos, m. O6oJsieHek, Tep. Kpapran A, 1. 2.
Buinyckaowuii konmpons kauecmsa

MockoBckas 0611., 1.0. Cepmnyxos, m. O0oJsieHCK, Tep. Kpaptan A, 1. 2, c1p. 1.
Ten.: +7 (495) 646-28-68.

e-mail: info@binnopharmgroup.ru
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