002190 i) ot 1 ., COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 13.04 2023 N= 7124
(MOCNEAOCBATENBHOCTL 0001)
NMHCTPYKIIUA
11O MEJIATTUHCKOMY T1TPUMEHEHHWIO JIEKAPCTBEHHOI'O
ITIPEITAPATA

dpovuana® yHo

Fromilid® uno

PerucrpaioHHbIi Homep:
T - s
oprosoe HauMeHoBaHue: OpoMuIH- YHO
MexayHapo/HOe HeTIaTeHTOBAHHOe WM I'PYIIIMPOBOYHOe HAMMEHOBaHHe: KJIapUTPOMUIIHH
JlexkapcrBeHHasi ¢opma: TaOlNeTKH € IPOJOHTMPOBAHHBIM BLICBOOOXKACHUEM, TOKPHITHIS

IUISHOYHOM 000I0UYKOH

CocraB

1 TabnmeTka ¢ TPOJIOHTHPOBAHHBIM BHICBOOOIKICHHEM, MOKPHITAS IUICHOYHOW OOOJIOUYKOM,
COJICPIKHT:

Aopo:

Heticmsyrouyee geujecmso: kmaputpomuiiua 500,00 mr

Benomocamenvrvie sewjecmea: HaTpUs AJITUHAT, HATPUS KaJIbIUS aJITUHAT, JJAKTO3bI MOHOTH/IPAT,
noujioH K25, moymmcop6at-80, KpeMHHUST THOKCH/T KOJUTOUTHBIN, MarHUSI CTeapar, TaJIbK
OBONOUKa NNEHOUHAS:

I'mnpomeswiosza, TalbK, KpacHTesb jkejiea okcup xkenrbld (E172), turana guoxcun (E171),

P OIMUJICHIJIHKOJIb

Omicanme

OBaJibHbIC, TBOSIKOBBIMYKJIbIE TAOIETKH, MOKPHITHIE TUIEHOYHON 000I0UKON KOPUTHEBO-KEITOTO
1[BeTa, ¢ MapkupoBkoi U Ha OJJHOM CTOpOHE.

Buj Ha uznome: mepoxoBaTasi Macca OeJI0T0 WM MOUTH GeJioro 1BeTa ¢ IJIeHOUHOH 00010UK0MH

KOPHYHECBO-3KCJITOIO IBCTA.

(I)apMaKOTepal'[eBT]/F-IECKaﬂ rpymmia: aHTI/IGaKTepI/IaIILHLIe cpeacTBa CUCTEMHOTO I[eﬁCTBHﬂ;

MaKpOJIMBL, JIMHKO3aMUHBI U CTPEIITOTPAMUHbIL; MAKPOJIA/IbI
Kox ATX: JOIFAO9

dapmMakooruiecKyie CBoIicTBA

DapmaxoouHamura
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KnapuTpoMuIuH SBJIIETCS IMOJYCHHTCTHYCCKUM AHTHOMOTHKOM TPYIIbI MAaKpPOJIHIOB H
OKa3bpIBaCT AaHTHOAKTEpHAIBHOC JICHCTBHE, B3auMMoOJcHcTBYS ¢ S50S  pubocomaabHOU
cyOBbe TUHUIICH U TTOJaBIISIs CHHTE3 Oelika GaKTepHii, YyBCTBHTEIIBHBIX K HEMY.
KnapuTpoMHIIHH IPOJEMOHCTPHPOBAI BBICOKYIO aKTHBHOCTD B YCJIOBHUSIX i71 Vitro B OTHOLICHUH
KaK CTaHJApTHBIX J1a00paTOPHBIX MITAMMOB OAaKTEpHH, TaK H BBLICICHHBIX Y MAlHCHTOB B XOJ€
KIIHHHYECKOH MPakTHKU. [IposiBiiseT BHICOKYIO aKTHBHOCTh B OTHOIICHHH MHOTHX a’pOOHBIX H
aHa’pPOOHBIX I'PAMIIOJIOKHTECIILHEIX H I'PAMOTPHIATEIBHBIX MHKPOOPTaHH3MOB. MHUHHMAaJIbHBIC
noxapisromue konneHTpanud (MIIK) xmaputpomuimaa i1 GONBHOIMHCTBA BO30YIHTEIEH
menbiie, yeM MIIK sputpomuIuua B cpeHeM Ha oHO logs pasBeicHuE.
KnapuTpoMHIIHH B YCJIOBHSX iM Vitro BBICOKOAKTHBEH B OTHOTNICHHHU Legionella pneumophila,
Mpycoplasma prneumoniae. OxaspiBacT GaKTEpHUIHAHOE ACHCTBHE B OTHoWeHUH Helicobacter
pylori; naHHasS aKTHBHOCTH KJIADHTPOMHIIMHA BBHIINIC NPH HEHTpaabHOM 3HaucHHH pH, yeMm mpu
KHCJIOM.
Kpome Toro, pgaHHBIE, NOIYYCHHBIC B YCJIOBMSIX i Vitro W i1 Vivo, yKa3blBalOT Ha TO, YTO
KJIApUTPOMHIIHH JIEHCTBYET Ha KIIHHHYCCKH 3HAYHMBIC BH/IBI MUKOOaKTepHil. Enferobacteriaceae
U Pseudomonas spp., Tak e Kak H JpyTHe HE (PEPMEHTHPYIONIHE JIAKTO3Y I'PaMOTPHIATEIbHBIC
OaKTepHH, HE YYBCTBUTEIbHBI K KJIAPUTPOMHUIIHHY.
AKTHBHOCTh KIAPHTPOMHI[HHA B OTHOIICHHH OOJIBIIHHCTBA MITAMMOB, NMEPCUHCICHHBIX HHIKE
MHKPOOPTaHU3MOB, JOKa3aHa KaK B YCJIOBUSX M Vitro, TaK M B KIMHHYECKOH INpPaKTHKE IIPU
3a00JIeBaHHSIX, TICPEUUCIICHHBIX B pa3iene «lloka3aHus K IPUMEHEHHUION.

e  AspOoGHBIC TPAMIIOIOKHTEIbHBIC MUKPOOPTAHH3MBI:
— Staphylococcus aureus,
— Streptococcus pneumoniae,
— Streptococcus pyogenes,
— Listeria monocytogenes.

o ASDOGHI)IC IrpaMOTPHIATCIIBHBIC MHKPOOPIraHHU3MbI:

— Haemophilus influenzae,

— Haemophilus parainfluenzae,
— Moraxella catarrhalis,

— Neisseria gonorrhoeae,

— Legionella pneumophila.

L4 Z[DVFI/IG MHEKPOOPTaHHu3MbI:

— Mycoplasma pneumoniae,

— Chlamydia pneumoniae (TWAR)

e MuxkobakTepuu:
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— Mycobacterium leprae,

— Mycobacterium kansasii,

— Mycobacterium chelonae,

— Mycobacterium fortuitum,

— Mycobacterium avium complex (MAC) — xoMmIuieke, BKoUaromui: Mycobacterium avium,
Mycobacterium intracellulare.

IIponykuus OeTa-TakTaMassl HE OKAa3bIBAC€T BIHSHHS HA AKTHBHOCTh KJIAPHTPOMHIHHA.
BoNBIIHHCTBO IITAMMOB CTa(HIOKOKKOB, PE3HCTCHTHBIX K MECTHIWUIHHY H OKCAHJUIHHY,
00/1aJAf0T YCTOUYHBOCTRIO H K KIIAPHTPOMHUIIHHY.

o Helicobacter pylori

YyBcTBUTENBHOCTD Helicobacter pylori kK KIapHTPOMHUIIMHY H3y4ajachk Ha H3oysitax Helicobacter
pylori, BeraeneHusX oT 104 manueHTOB 0 Hayajla TCPANHH KIAPHTPOMHIIHHOM. Y 4 MaIllHEHTOB
OBUTH BBIJICJICHBI PE3UCTCHTHBIC K KJIAPUTPOMHUIIUHY IITaMMBI H elicobacter pylori, y 2 NalHeHTOB
— IITAMMBI ¢ YMEPCHHOH pE3HCTEHTHOCTBIO, Y OCTAJBHBIX — 98 Mal[HEHTOB — H30JIITHI
Helicobacter pylori ObUIH YyBCTBHTEIBHBI K KIAPHTPOMHIMHY. KIIapHTpOMHIMH OKa3BIBacT
JCHCTBHEC B YCIOBHAX M Vifro W B OTHOIICHHH OOJBIIMHCTBA IITAMMOB CJIEYIOIIHX
MHKPOOPTaHH3MOB (0JHAKO 6e30macHOCTh U S(P(PEKTHBHOCTh MPHMCHCHHS KJIAPHTPOMHIIHHA B
KIHHHYCCKOH NMpaKTHKE HE IMOJTBEPIKICHA KIHHHYESCKHUMH HCCIICJOBAHHUSMH, H IPAKTHYECKOS
3HAYCHHUE OCTACTCS HESICHBIM):

L4 AI‘)DOGHBIC I'PaMIIOJIOKHU TCJIBHBIC MUKPOOPIraHH3MbI:

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

g ASDO6HI>I€ IrpaMOTPHIATCIIbHBIC MHKPOOPIraHHW3MBbI!

— Bordetella pertussis,
— Pasteurella multocida

e  AHas’poOHBIC IPAMIOIOKHTEILHBIC MHKPOOPTAHH3MBbL:

— Clostridium perfringens,
— Peptococcus niger,
— Propionibacterium acnes

L AH33006HI>IC Ir'paMOTPHIATCIbHBIC MHKPOOPTaHHU3MBbI:

— Bacteroides melaninogenicus

e CHOHpPOXETHI:

— Borrelia burgdorferi,
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— Treponema pallidum

o KammumaobakTepuu:

— Campilobacter jejuni

OCHOBHBIM ~ MCTa0OJHTOM  KIAPUTPOMHIIHHA B OpPTaHH3ME  YCJIOBEKa  SIBJIICTOS
MHKpOOHOJIOTHYECKH  aKTHBHBIH  MetaGomur  l4-ruapokcuiinapurpomunuH  (14-OH-
KJIAPUTPOMHIUH ).

MukpoOGHOIOTHYECKas aKTHBHOCTh METa0OJIMTa TaKasl 5Ke, KaK Y HCXO/JHOTO BEIIECTBA, HIIH B 1-2
pasa ciabee B OTHOIICHHH OOJIBIIMHCTBA MHKPOOPTaHHU3MOB. VICKIFOUCHHE COCTAaBISIET
Haemophilus influenzae, B oTHOMEHHH KOTOpoH >pdekTHBHOCTE MeTabo/IMTa B 2 pa3a BBIIIE.
HcexoaHoe cOCIHHEHHE H €TI0 OCHOBHOH METAa0OJHT OKa3bIBalOT JHOO aJIHTHBHBIH, JIHOO
cuHepruvyeckul 3¢ ekt B oTHOMCHUH Haemophilus influenzae B YCIOBHSIX M Vitro W in vivo B
3aBHCHMOCTH OT IITaMMa GaKTEpHH.

Tecm na onpeoenerue 4y6cmeumenoHOCmu

KonuuecTBEHHBIE METO/BI, TPEOYIOIHE H3MEPEHHSI JHAMETPa 30HBI MOJABJICHHS POCTa, JAaloT
HauboJIce TOUHBIC ONIEHKH YYBCTBHTEIBHOCTH OaKTepHH K aHTHMHKPOOHBIM IpemapaTam. OjHa
U3 PEKOMEHJYEMBIX METOJUK JUIS OINpPEJC/ICHHA YYBCTBUTCIBHOCTH HCIIOJIB3YET JUCKH,
HMIIPETHHPOBaHHbIE 15 MKr KiIapHTpoMHIHHA (JucKO-Tu(pdy3HoHHBIH MeTo Kupbu-bayspa),
IPH HHTEPIPETAILIHHE TECTA JHAMETPHI 30H MOJABJICHHUS POCTa KOPPEIHPYIOT co 3HaueHusiMu MITK
KiapuTpomuuuHa. 3HaueHus MIIK onperensaroTes MeToI0M pa3BeicHUS B OYJIbOHE HIIM B arape.
IIpy HCMONB30BAHHH STHX METOAHUK OTYET H3 Ja0OpAaTOPHH O TOM, YTO INTAMM SIBJISICTCS
«IYBCTBHTEIBHBIM», YKa3bIBacT HAa TO, YTO BO3OYAHTE/Ib HH(QEKIHH, BEPOATHO, OTBSTHT Ha
neyeHue. OTBET «PE3UCTECHTHBIH» YKAa3BIBAET HA TO, YTO BO3OYAUTEIb, BO3MOKHO, HE OTBETHT Ha
aeyeHUe. OTBET «IIPOMEXYTOYHASd YYBCTBHTE/BHOCTB» IPEAINONATacT, YTO TEPalEeBTHYECCKUN
spdexr mnpemapata MOKET OBITH HEOJHO3ZHAYEH MM MHKPOOPTAHH3M MOXKET OKa3aThos
YYBCTBUTC/IBHBIM IIPH IPHMEHCHHH OoJiec BBICOKHX JI03 IpemapaTa (IIPOMEKYTOYHAas
YYBCTBHTEJIbHOCTh TAKIKE HA3BIBACTCA «YMEPEHHOH YYBCTBHTEIIBHOCTBION ).

DapmarxoxkuHemura

Bceacwisanue

IIpenapat GBICTPO BeAChIBAETCS B JKEIIYJOYHO-KHIICYHOM TpaKTe. AGCOMOTHAS GHOJOCTYITHOCTD
cocTapyaeT okoio 50 %. Ilpu mpueme MOBTOPHBIX J03 NpenapaTa KyMYJSIIHH NPaKTHYCCKH HE
OOGHapYKEHO, H XapaKTep MeTa0OoIH3Ma B OPTaHU3ME YeJI0BEKA HE H3IMEHSTICH.

Pacnpeodenenue, memabonusm u évtéederie

Invitro

KnapuTpoMuIuH cBs3bIBacTes ¢ OesikaMu miiazMbl kpoBH Ha 70 % B xoHnentpamuu ot 0,45 no

4,5 mxr/mn. 1lpu xoHueHTpamuu 45 MKI/MuT cBA3bIBaHHE CHIDKaeTess a0 41 %, BepodTHO, B
4
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pe3y/IbTaTE HACHIIICHHS MECT OBS3BIBAHUSA. DTO HAOMOJACTCS TOJBKO NMPH KOHICHTPALHUSX,
MHOTOKPATHO IIPEBBIIIAIONUX TEPANCBTHUCCKYIO KOHIICHTPAIIHIO.

300posvie 00bposonvYb

VY 310pOBBIX JOOGPOBOIBIEB, IPHHAMAaOMUX 500 MI KJIapU TPOMHIHHA OJHH Pa3 B CYTKH BO BPEMS
npuemMa THINH, MakcHManbHad KoOHUEHTpanusi (Cmax) KiIapuTpoMuiuaa u  14-OH-
KJIAPHTPOMHUI[HHA B TIazMe KpoBH coctaBmsuia 1,3 mxr/mia u 0,48 MKI/MJI COOTBETCTBEHHO.
ITepuon nmomyseiBeienus (T%2) xnaputpomuimaa U TY2 ero 0OCHOBHOTO METabOIUTa COCTABHIIH
5,3 yaca u 7,7 yacoB cOOTBeTCTBEHHO. lIpu mpueme pa3oBod 1036l KIAPUTPOMHIUHA B
JCKapcTBCHHOH (opMe TaOIETKH ¢ MPOJOHTHPOBAHHBIM BBICBOOOKICHHEM, ITOKPHITHIC
mweHoUHOH o6omoukor, 1000 mr (500 mr gBa pasza B cyTkH), Cmax KIAPHTPOMHUIIHHA H €TO
THJAPOKCHITHPOBAHHOTO MeTaOOJIHTa B IUIa3Me KpOBH cocTaBisia 2,4 Mir/mia u 0,67 MKr/MIT
COOTBETCTBEHHO. TV, KiapuTpoMuLHHA IIpH IpHeMe B o3¢ 1000 Mmr coctasuia 5,8 yaca, Toraa kak
aHaJOTHYHBIN mokazaTenb Jis 14-OH-knaputpoMunusa cocTaBu 8,9 yaca. Bpems 1ocTHIKEHU S
MakcuMaIbHOH KOHUEHTpaUuH (TCma) mpu mpueme BHyTph kKak 500 mr, tak u 1000 mr
KJIAPHTPOMHI[HHA COCTABUIIO MPUOIH3HTEIBHO 6 YacoB.

Cax 14-OH-xnapuTpoMuIIHHA B IJIa3Me KPOBH HE YBEJIMUHBAIACH IIPOIMIOPLHOHAIBHO IIPHHATON
BHYTPh J03¢ KJIApHUTPOMHIIMHA, B TO BpeMs Kak 1% kak KIapUTpPOMHIMHA, TaK H €ro
THAPOKCHIHPOBAHHOTO META00IHTa HMETT TCHACHIIHIO K Y/UTHHCHHUIO ¢ TOBBIIICHHEM J03b1. Takas
HeuHeHHas apMaKOKMHETHKA KIAPHTPOMHIMHA B COUETAHHM ¢ YMCHBIICHHEM OOpa3OBaHHUS
14-ruApoKCHIHPOBAHHBIX U N-JEMETHIHPOBAHHBIX IPOJYKTOB IPH BBICOKHX J03aX YKa3bIBaeT
Ha HCJIMHEHHBIH MeTabOIH3M KIApHTPOMHIHHA, KOTOPHIH CTAHOBUTCS 00JIee BBIPAKCHHBIM TPH
BBICOKHX JI03aX.

Iloukamu BBIBOAUTCS MPUOIH3UTENBHO 40 % NMPHUHATOH BHYTPH J03BI KIApHTpPOMHIUHA. Uepes
KHIIEYHUK BBIBOJUTCS MpuMepHO 30 %.

Hayuenmuor

Knapurpomunun u ero metaboaut (14-OH-KmapuTpoMHIIHH) OBICTPO NPOHHKAIOT B TKAHU H
SKHAKOCTH OpraHusMa. MIMeroTesi orpaHHYCHHBIC JAHHBIC, CBH/CTCIBCTBYIONIHE O TOM, UTO
KOHICHTPAIHS KJIAPHTPOMHIMHA B HEpPeOPOCTHHANBLHOH JKHIAKOCTH IIPH IpPHEME BHYTPb
He3Ha4yuTeabHa (T. €. TONbKO 1-2 % OT KOHIEHTPAallHH B CHIBOPOTKE KPOBU IIPH HOPMAaJIbHOH
MPOHHUIIACMOCTH TremMaTosHIeamuueckoro Oapbepa). KoHIeHTpanuss B TKaHAX OOBIYHO B
HECKOJIBKO Pa3 BBIIIC, YEM B CBIBOPOTKE KPOBH.

Hapyuwenue ¢pynxyuu neveru

VY MalHEeHTOB CO CPEHEH U TSIKEIION CTENECHBIO HAPYIICHHS (DYHKIHH NCUYCHH, HO ¢ COXPAHCHHOU
(pyHKIHEH TOYEK KOPPEKIHH J036I KJIIAPUTPOMHUIIHHA HE TpeOyeTes. PapHOBECHAS KOHICH TPALlHs

B IUTa3M€ KpPOBH H CHCTECMHBIH KJIHPCHC KJIApUTPOMHIIHHA HC OTJIHYAIOTCH ¥ ITAalHCHTOB [[aHHOf[
5
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TPYIIEL H 3J0pOBBIX JOOpOBONbIEB. PaBHOBecHas koHueHTpanua 14-OH-ximapuTpoMHIlMHA Y
HNAI[UCHTOB ¢ HAPYIICHHEM (DYHKITHH TICUCHH HUXKE, YEM Y 3I0POBBIX JIOOPOBOJIBIEB.
Hapywenue ¢ynxyuu nouex

IIpu HapyIIeHHH (PYHKIHH MOYEK YBEIHYHBAIOTCS Cmax H MHHHMAaJIbHAs KOHIEHTpaUs (Cmin)
KJIApUTPOMHUIMHA B IIIa3Me KpoBH, 1'%, Iuomans moJ KpUBOH «KOHLEHTpauusi-speMs» (AUC)
KIapuTpoMuiuHa u ero merabonuta (14-OH-knaputpomuininia). KoHeTaHTa SIIMMHHALHH H
BBIBE/ICHHE MOYKaMHU YMEHbIIaoTeA. CTEIIEHb H3MEHEHHH STUX IIapaMETPOB 3aBHCHUT OT CTENCHH
HapyICHHS PYHKI[HH ITOYCK.

Hayuenmeor noscunozo eospacma

VY manueHTOB MOXKHIIOTO BO3pAcTa KOHICHTPaUs KIApUTPOMHUIIHHA U ero meTabomuTa (14-OH-
KIApUTPOMHIIMHA) B IIa3ME¢ KPOBH OBUIa BBINIC, a BBIBSJACHHE MEJJICHHEE, YEM Yy TPYIIBI
MOJIOJBIX MoJeH. OAHAaKO MOc/Ie KOPPEKIHH ¢ YUSTOM IIOYeUHOTo KMpeHea kpeatuHuHa (KK) He
ObUI0 OTIIHUMH B 00cux rpynmnax. Takum oGpa3oM, OCHOBHOE BIHSHHE Ha (DapMAKOKHHETHUCOKHE

HnapaMeTphl KJIApUTPOMHUI[HHA OKa3bIBacT (PYHKIIHS MTOUYEK, a HE BO3PACT.

Ilokazanus K NpHUMeHEeHHIO
HHpeKnoHH0-BOCTIATTU TEIbHBIC 3a00JIEBaHHUA, BBI3BAHHBIC YYBCTBUTCIIBHBIMH K
KJIAPUTPOMHUIUHY MHKPOOPTAHHU3MAaMH:
e HH(PCKIHH HWKHHUX JIBIXaTCIbHBIX IIyTeH (TaKHe KaK OPOHXHT, THEBMOHHUA);
e uHQEKIHH BEpXHHX JbIXaTeabHBIX IyTed H JIOP-opraHoB (TOH3HJUTHT, (apHHTHUT,
CHHYCHT, OCTPBIH CpeTHUH OTHT),
e yHPCKIHH KOKH H MATKHX TKaHEH (TakHe Kak (POJUTHKYIHT, BOCHAJICHHE IOJKOMKHOH

KIICTYaTKH, poma).

IIporuBonokaszanus

e ['HICPUYBCTBHTE/IBHOCTh K KIAPHTPOMHIMHY, MaKpOIHJAM H/HJIH K JEOOOMY H3
BCIIOMOTATEJIbHBIX BELIECTB IIpenapara.

e OJHOBPEMCHHBIH  IpPHEM  KIAPHTPOMHIMHA ¢  JIOMHTamugoM  (cM.  pasjen
«B3auMOJICHCTBHE ¢ JAPYTHMH JIEKAPCTBEHHBIMH CPEICTBAMU» ).

e OJIHOBpEMEHHBIH IpHEM KIAPHTPOMHIHHA CO CJICAYIOIIHMH IIpenapaTaMH: acTEMH3OJL,
IM3alpH], JOMIEPHIOH, NHMO3HJ, TepdeHaguH (cM. pasgen «BzauMoaeHcTBHE ¢
JPYTHMH JICKaPCTBECHHBIMH CPE/ICTBAMEI ).

e OJHOBpEMEHHBIH IpHEM KIAPHTPOMHIHMHA C QJKaJOHJAMH CIIOPBIHBH, HAalpUMED,

SProTaMHMH, JUIHApo’proramMuH (cM. pasjgen «BzaumojacicTBHe ¢  JpYTHMH
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JICKAPCTBECHHBIMHU CPEJICTBAME ).

OMHOBpEMECHHBIH TPHEM KIAPHTPOMHIIMHA C MHJJA30J1aMOM Ui IpHEMa BHYTPh (CM.
paznen «B3auMOICHCTBHE © APYTHMH JICKAPC TBEHHBIMH CPEICTBAMHE).

OnHOBpeMeHHBIH TIpHeM KiapuTpoMunuHa ¢ wHruOuTopamu ['MI-KoA-penykrasmr
(cTaTHHAMH), KOTOpPHIE B 3HAYHTCIIBHOH CTCNICHH METaOOTH3UPYIOTCS H30(epMEeHTOM
CYP3A4 (ioBacTaTHH, CHMBACTATHH ), B CBSI3H C IIOBBIIICHUEM PHCKA MUOIIATHH, BKITFOYAS
pabpomuosms (eM. paszaeit «B3auMoeHe TBHE © IPYTHMH JIEKApPCTBEHHBIMH CPEACTBAME» ).
OHOBpEMEHHBIH PHEM KIAPHTPOMHUIIHHA ¢ KOJIXHIUHOM (cM. pasjen «B3aumoeiicTeue
¢ APYTHMH JICKaPCTBECHHBIMH CPEICTBAME»).

OJHOBpEMEHHBIH MPHEM KIAPHTPOMHIIHHA ¢ THKATPEIIOPOM HIIH PAHOJIa3HHOM.
Yumuueuue wuuTepBana QT Ha »sackTpokapauorpamme (OKI) (BpokAcHHOE WIH
NpHOGPSTEHHOE JOKYMEHTAIBHO MOJATBEPIKACHHOE Y UIHHeHHe wuHTepBana QT) B
aHaMHe3€, JKEIYJOYKOBas AapUTMHS, BKIIIOYAs SKCIYJOYKOBYIO TaXHKAPIHIO HIIH
JKEITYJOYKOBYIO TAXHKAP/HIO THIIA KIIHPYST» B aHaAMHE3e (cM. pasziensl «B3aumoaeicTBHe
¢ JIPYTHMH JICKaPCTBECHHBIMHE cpeacTBaMi» H «OcoOble YKa3aHUI»).

KnapuTpoMHIIUH HE CIIe[yeT MIPUMCHSTH Y MAIHCHTOB ¢ 3JIEKTPOJIH THHIMH HapYIICHU IMH
(THIIOKATHEMHUS HJTH THIIOMATHHEMHS ) B CBSA3H ¢ PHCKOM Yy UITHHCHUS HHTepBaa QT.
IleyeHOUHAs HEAOCTATOYHOCTHh TSDKEIIOH CTCNEHH, MPOTEKAIOIIasi OJHOBPEMEHHO ¢
MOYSYHOH HEJIOCTATOUHOCTHIO.

XonecTaTHyecKas JKCJITYXa/TENATHT B AaHaMHE3€, Pa3sBHUBIUHCCS IPH TNPHMCHCHHH
KIapHTpOMHITHHA (cM. pazaest «Ocolbie YKa3aHH»).

Iopdupus.

Ilepuon rpyAHOrO BCKapMIHBaHHUA.

BospacT a0 18 net (1o mokaszaHHsIM: TOH3UJUIHT, OCTPBIN cpeaHUM OTUT), 1o 12 neT (mo
JPYTHM TMOKa3aHHSIM).

Pe ko BeTpeuaromasics: Hacjie ICTBEHHAS HEIEPEHOCHMOCTh TaJaKTO3bL, ACPHUITHT JTaKTA3hI

HJIH T'JIIOKO30-TaJJaKTO3HAasA Manba6oop6um{.

C OCTOPOKHOCTBIO

Iloueunas HCOTOCTATOYHOCTDH cpem{eﬁ H TSDKEJION CTEIICHHU TSXKECTH.
Ileuenounas HSAOCTATOUYHOCTD cpeﬂﬂeﬁ H TSOKEIOH CTCIICHHU TSHKECTH.
OﬂHOBpeMCHHbIﬁ IIpHeM KJIApHTpPOMHIHHa C 66H30,[[I/[336HI/[H3MI/I, TaKHMH KakK

ajmmpasojiaM, TpHasoJaM, MHAasoJaM I BHYTPHBCHHOI'O TIPHMCHCHHA HWJIH JJBI
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HAHCCCHHSI HAa CJIM3HCTYIO OOOJIOUKY moJiocTH pra (eM. pasgen «BzaumojciicTBue ¢
JPYTHMH JICKaPCTBCHHBIMH CPEICTBAME ).

e OJHOBPESMECHHBIH MPHEM ¢ IpelapaTaMH, KOTOPBIE METaOOIH3HPYIOTCS H30(PEPMEHTOM
CYP3A, mnampumep, KapOaMa3semWH, IHJIOCTA30J, IHKIOCIIOPHH, JH3OIHPAMHUI,
HOPYTHHHO, METHJIPEAHU3ONOH, OMENPA30JI, HEMPSIMbIC aHTHKOATYJIIHTH (HApHMED,
Bap(apuH), XUHHUH, pU(paOyTHH, CHIIACHADHII, CHPOIUMYC, TAKPOJIUMYC, BUHOIACTHH
(cm. pasjien «B3auMOACHCTBHE ¢ APYTHMH JICKAPCTBEHHBIMH CPEACTBAME ).

e OJHOBPEMECHHBIH TpPHEM KIAPHTPOMHIHHA C© MEPOPAIbHBIMH aHTHKOATYISHTAMH
OPSIMOTO JICHCTBHSI, TAKHMH KakK JaOWraTpaH, puBapokcabaH, amukcabaH, OCOOCHHO Y
HAI[HCHTOB ¢ BHICOKHM PHCKOM Pa3BHTHS KPOBOTCUCHHUH.

e OJHOBpESMCHHBIH TIpHEM ¢ mpemnapaTtaMu, HHIyHHpYonuMH u3odpepmeHt CYP3A4,
Hampumep, pudammunuH, QEHUTOHH, KapOamasenuH, ¢eHoGapOUTan, NpemapaThl
3Bepobos  mpoawIpsABICHHOTO (oM.  pasgen  «B3ammojacHcTBHE ¢ JPYTHMH
JICKapCTBEHHBIMHU CPEACTBAMEY ).

e OJHOBpEMEHHBIH NMPHEM ¢ OJIOKATOpaMH «MEJJICHHBIX» KanblHeBbX KaHainoB (BMKK),
KOTOpbie MeTabGomusupyrotest uzopepmentom CYP3A4 (mampumep, BepanmaMui,
aMJTOJIMIIHH, JHJITHA3EM).

e OJHOBPECMECHHBIH MPUEM CO CTATHHAMHE, HE 3aBHCSIIHMHE OT MeTaboIH3Ma H30pepMeEHTa
CYP3A (manmpumep, d¢myBactaTuH) (cM. pasgen «B3auMoaeHcTBHE © JPYTHMH
JICKAPCTBECHHBIMH CPEJICTBAMHE ).

e JlamuenTsl ¢ umemuyeckod Gonesueto cepana (MbC), cepaeyHOl HETOCTATOUHOCTHIO
TSDKCJIOH  CTCNCHHW, HApPYIICHHEM MNPOBOJUMOCTH HJIH KIHHHYCCKH 3HAYHMOH
OpaauKapuei, a TaKyKe MANHEHTHL, OJHOBPEMCHHO NPHHHMAOIIHE aHTHAPHTMHYCCKHE
npenapathl [A kmacca (xunuauH, npokanHamu ) u 111 kinacca (modeTHnua, aMuosapoH,
COTAJION).

e bepeMeHHOCTD.

IIpumeneHne npu GepeMeHHOCTH H B MePHO/ TPYAHOI0 BCKAPMIIMBAHUSA

BepemenHoCTh

BezonacHoCTh MPUMEHEHHS KJIAPHTPOMHITHHA TPH OSPEMEHHOCTH HE YCTAHOBJICHA.
OcHOBBIBasICh Ha PAa3JIMYHBIX PE3YIbTATAX, MOIYUCHHBIX B HCCIICJOBAHHAX HA JKHBOTHBIX, a TAK)KE
Ha ONBITC NPHMCHCHHS y JIOACH, HEIb3S HCKIIOUHTh BO3MOXKHOCTH HEOIArONPHITHOTO
BO3JIcHCTBHSA Ha sSMOpHodeTanbHOe pa3BuTHE. HekoTopble HabmomaTeIbHBIE HCCICIOBAHHS,

OIICHHBAIOIHE BO3JcHoTBHE KiapuTpoMuimHa B [ u II TpumecTpax GepeMEHHOCTH, BBISIBHIIH



COOTBETCTBYET 3KCT

ot 13.04.2023 N2 7121

(NOCNEAOBATENBEHOCTL 0001)

CMEPTHOMY OTYETY

MOBBIMICHHBIH PHCK CaAMONPOH3BOJIBHOTO a0opTa MO CPABHEHHIO ¢ OTCYTCTBHEM IPUMCHCHHUS
KJIADHTPOMHI[MHA HJIH TPUMEHCHHUEM JPYTHX AHTHOHOTHKOB B AaHAJOTHYHBIE CPOKH
OcpeMeHHOCTH. MIMeromuecs: SMuICMHOJIOTHYCCKHE HCCIICAOBAHUS PHCKA Pa3BUTHS CEPBE3HBIX
BPOJKJICHHBIX MOPOKOB Pa3BUTHUS MPH NPHMCHCHHH MAaKPOJIHIOB, BKIFOUAs KIAPUTPOMHUIIUH, BO
BpeMsI GEPEMEHHOCTH AEMOHCTPHPYIOT IPOTHBOPSUHBHIC PE3YIIBTATHI.

IIpuMeHEHHE KITAPHTPOMHUIIHHA IPH GepeMEHHOCTH (0c00EHHO B I TpUMECTPE) BO3ZMOIKHO TOTIBKO
B CJIydae, KOrJja OTCYTCTBYET ajbTCpHATHBHAS TCpallus, a MOTCHIHaIbHAS 1OJIb3a JUISl MaTepu
NPEBBIIACT MOTSCHI[HAIILHBIH PHOK TS TIOJA.

Ilepuosa rpyIHOTO BeKaPMIHBAHHS

BB110 yeTaHOBIICHO, UTO PeOCHOK HA TPYAHOM BCKAPMIIHBAHUH MOXKET TOJYUYHTH 0K0J10 1,7 %0 o1
MAaTEPHHCKOH O3Bl KIAPHTPOMHIIMHA ¢ IOIMPAaBKOW Ha Maccy Tejla MaTepH. bezomacHOCThb
IPHMCHEHHS KJIAPUTPOMHUI[MHA IS JISTeH Ha IpyJHOM BCKapMJIHBAaHHH HE ycTaHOBJIcHA. llpu
HEOOXOHUMOCTH IIPHEMA B IIEPHOJ I'PYAHOTO BCKAPMIIHBAHHSI KOPMJICHHE TPYABIO HEOOXOHMO
NPEKPATHTb.

DepTHILHOCTE

HCCJIGL[OBaHI/IH, IIPOBCACHHBIC Ha KPbICAX, ITOKa3aJIn OTCYTCTBHC BJIHAHHA HA (bepTI/UIbHOOTI).

Crnocod npuMeHeHHs U 103bl

Buytps. TabneTky ciieyeT NporiaTeBaTh ICIMKOM, HE Pa3IaMBIBaTh H HE Pa3)KCBBIBAT.
B3pocnbim u getam crapime 12 net — mo 1 tabnerke (500 Mr) ouH pa3 B CYTKH BO BPEMS CIbL
1Ipu monzunnume u ocmpom cpedoHeM omume: B3POCIIBIM | JAeTsIM ctapie 18 et — mo 1 tabneTke
(500 Mr) oiuH pa3s B CYTKH BO BpeMSI €/Ibl.

Ilpu TsoKenbIx HHPEKIUAX 03y yBeIHYHBAIOT A0 2 Tabdnetok (1000 Mr) oauH pa3 B CYTKH BO
BpEMSI €/IBL.

OObIyHAsT TPOJOJDKUTCIIBHOCTE JICUeHUSI OT S5 nmo 14 gueil. HcekimoucHHE COCTaBISIIOT
BHEOOJIbHUYHASI THEBMOHHS H CHHYCHT, KOTOPBIC TPEOYIOT JIcueHHS OT 6 10 14 nHel.
Hapyuenus gpynxyuu novex

JIas manHeHTOB ¢ IMOYCYHOM HEJOoCTATOYHOCThIO Tsmkenoh cremend (KK menee 30 mMur/MuH)
0oOBIYHAsI peKOMEHAyeMasl J103a cocTaBsieT 250 Mr OJJHH pa3 B CYTKH, B TOM CJIy4ac BO3MOIKHO
npuMeHeHHe npenapata OpoMuIHAS, TaGIeTKH, MOKPHITHIE INICHOYHOH 06omoukoi, 250 mr. IIpu
Oonee TOKENBIX HHPEKIHUAX peKOMeHAyeMas jgo3a cocTaBsieT 1 taGrmetka 500 mr o
IPOJIOHTHPOBAHHBIM BBHICBOOOKIACHHEM KIIAPHTPOMHUI[HHA.

Y manueHTOB ¢© TMOYEYHOH HEAOCTATOUHOCTBIO cpeaHeld crenmenu Tskectd (KK ot 30 mo

60 MJ/MHH) KOPPEKIHS JIO3bI HE TPEOYETCS.



COOTBETCTBYET 3KCMEPTHOMY OTUETY
3042023 N2 7124

oT 1.1 U LULD

(NOCNEAOBATENBEHOCTL 0001)

IloGouHoe neiicTBHE
Knaccudukanus 4acTOThI pa3BUTHSI MOOOYHBIX 3(PPeKTOB (KOTHUESCTBO 3apETHCTPUPOBAHHBIX
CJIy4acB/KOIMYCCTBO TMAIIHCHTOB), PCKOMEH {yeMasi BceMHpHOM opraHu3anueii 3paBoOXpaHCHHS

BO3):

OYEHb YacTO > 1/10

4acTo or > 1/100 mo < 1/10
HEYacTo or > 1/1000 g0 < 1/100
peaKo ot > 1/10000 mo < 1/1000
OUCHB PEJKO <1/10000

yacToTa Heu3BecTHa (mMoOOYHBIE 3(PPEKTHI H3 ONMBITA MOCTPETHCTPAHOHHOTO IPHMECHCHHS,
YacTOTa HE MOXKET OBITH OIICHCHA HA OCHOBE MMEIOIIUXCS JaHHBIX).

Annepeuueckue peaxyuu:

YacTO — KOXKHASI CHIIIb;

HCHaACTO — aHa(bI/IJ'IaKTOI/II[HaSI peaKunﬁl, THIICPYYBCTBHTCJIBHOCTD, 6y.]'[J'IeSHI:IfI I[epMaTI/ITl,

KOSKHBIH 3y1, KPAITHBHHUIA, MAKYJIOTAIYJIE3HAS ChINb ;

YacTOTa HEH3BECTHA — aHA(HIIAKTHYCCKAs PEaKIHs, AHTHOHEBPOTHUYCCKHH OTCK, CEpbe3HBIC
KOKHBIE HEXKEJIATE/IbHbIC PEaKIHH (HAIPHMEp, OCTPBIH T€HEPAaJM30BAHHBIH SK3aHTEMATO3HBIH
nycTyies), cuHapoMm CruBeHca-/[KOHCOHA, TOKCHYCCKHH SIHACPMAIBHBIH  HEKPOJIH3,
JICKapCTBEHHAS CBINb ¢ 303HHOMHHEH U cucTeMHON cumnToMatukoi (DRESS-cunpom).

Co cmopoHbl HepeHOTi CUCmeMbl:

Y4acTo — TOJIOBHAS 60b, OECCOHHUTIA;

HEUACTO — TIOTEpS CO3HAHHS, JHMCKHHE3HS', TOJIOBOKPYXKCHHE, COHJHBOCTB, TPEMOP,
6eCIOKOHCTBO, MOBBIIICHHAS BO3OYIUMOCTD;

YacTOTa HEM3BECTHA — CYAOPOTH, INCHXOTHYECKHE PaccTpOHCTBA, CIYTAHHOCTh CO3HAHHS,
JICTICPCOHANH3AIHS, JCTPECCHs, JC30PUCHTANHS, TAUTONMHAIMH, HAPYIICHHS CHOBHICHUH
(«KOIIMAapHBIC» CHOBH/ICHHS ), TIAPECTC3US, MAaHHUSI.

Co cmopoHbl KOJHCHBLX HOKPOBOS:

YacTO — MOBBIICHHOE MOTOOT/ICIICHHUE;

YacTOTa HEM3BECTHA — aKHE.

Co cmopoHsl MOYENnonoeol cucmemul.:

YacTOTa HEH3BECTHA — MOYCUHAS HEIOCTATOYHOCTh, HHTCPCTHIIHAIBHBIH HE(PHT.

Co cmopoHul obmena seujecma:

HEYACTO — AaHOPEKCHUSI, CHUIKCHHUE allllCTHTA.

Co cmopoHbsl ONOPHO-08UANETTLHOZO aNNAapama.:

HEYACTO — MBIIICYHBIH CH33M3, KOCTHO-MBIIIICYHAaA CKOBaHHOOTBl, MI/[&J'IFI/[?IZ;

10
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HacToTa HCH3BCCTHA — paGﬂOMHOJ’IH?)Z*, MHOIIaTH .
Co CMOPOHbL numeeapumeﬂbuoa CUCHIEMDBL.!
HacToO — AHapes, pBoTa, JUCIICIICH A, TOIIIHOTA, 00J1b B 001aCTH JKHBOTA,

HewacTo — »30darut!, ractpossodarcanbhas pedumokcHas GOJNE3HB, TACTPUT, MPOKTAITHS,

CTOMATHT, TJIOCCHT, B3JyTHE >XHBOTa', 3alop, CYXOCTh CIM3UCTOH OGOJOYKH MOJIOCTH PTA,
OTPBUKKA, METEOPH3M, XOJIECTa3’, TEMATHT, B T. 4. XOIECTATHYECKHH HITH IeMaTONE UTOMAPHbIH*;
4acTOTA HEH3BECTHA — OCTPHIH HMAHKPECATHT, H3MCHCHHE IBETa fA3bIKa H 3YOOB, NEUCHOUHAS
HEJI0CTATOYHOCTD, XOJIECTATHUYECKAs JKEIJITyXA.

Co cmopoHbl ObIXameNbHOl CucmeMbl!

HEUacTO — GPOHXHAILHAS ACTMA', HOCOBOE KPOBOTEUEHHE, TPOMGOIMOOITHS JIETOUHOMN apTepHH .
Co cmopoHbl Op2anos 4yecms:

4acTO — JHCTCB3HUS;

HEYacTO — BEPTHIO, HAPYIICHHUE CIIyXa, 3BOH B YIIIAX;

4acTOTa HEH3BECTHA — IJIYXOTa, areB3us (IIOTepsl BKYCOBBIX OIIYIICHUH), TapOCMHS, AaHOCMHSL.
Co cmopoHvl cepoeuHO-COCYOUCTOTE CUCTEMDL:

YacTO — Ba30/IMJIATAIIHS

HEYacTO — OCTaHOBKa cepua’, hubpuiuisims npeacepauit’, yamnenue unrepsana QT ma DKT,
SKCTPACHCTONHSA', OIIYIICHHE CEPAICOHCHHUS,

4acTOTa HEH3BECTHA — JKEIIYJOUKOBAs TAXHKApIHsI, B TOM YHCJIC THIIA KIHPY3T», (PHOPUIUIAIUS
JKEITYAOUKOB, KPOBOTCUCHHE.

JlabopamopHeie noxazamenu:

4acTO — OTKJIOHCHHE JIAGOPATOPHBIX NMOoKa3aTeIcH (PYHKIHH IICUCHH;

1

HCYACTO — IMOBLIIMICHUC CbIBOPOTOIIHOfI KOHIICHTpallHH KpCaTHHHHA , IIOBBIINICHHUC CbIBOpOTO‘IHOf[

KOHICHTpaluu MO‘IGBI/IHbIl, H3MCHCHHC COOTHOIICHHA a.HbGYMI/[H/FJIO6YHI/IH1, .Hei;IKOl'[eHHSI,

HeiiTponenus’, 503uHODHTHS ", TPOMGOHTEMHS, MOBBITIICHHE aKTHBHOCTH
araHHHAMHHOTpaHchepasbl (AJIT), acmapraTaMHHOTpaHc(hepassl (ACT), raMma-
rayramuntpanedepassl TT'T)!, menounoit pocparassr IID)*, nmaxrarmeruaporenaser JIIT)'
nJja3Me KpOBH;

YacTOTa HEH3BECTHA —  arpaHy/JoOIHUTO3, TPOMOOIMTONICHHS, YBEIHYCHHE  3HAUCHHUS
MEX/yHapoHoTo HopMamusoBaHHoro oTHomieHus (MHO), yamuHeHHEe nNpOTPOMOHHOBOTO
BPEMCHH, H3MCHEHHE I{BETA MOYH, MIOBIIICHHE KOHICHTPAHH OWIHPYOHHA B TIJ1a3Me KPOBH.
Ilpouue:

OUEHB YACTO — (PIICOUT B MECTE HHBEKIHH' ;

4acTO — GOJIb B MECTE HHBEKIHH ', BOCIIAJICHHE B MECTE HHBEKI[HH'

HCYHaACcTO — HC}IOMOFaHI/Ie4, I‘Hl'[epTepMI/[SIS, acTCHHSL, 60JIb B IT)YIIHOﬁ KJ'IGTKG4, 03H064,
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ITOBBIINICHHA YTOMJ'ISIGMOCTL4.

Hugpexyuonnie u napasumapHuie 3a001e6aHUA:

HEYACTO — INE/UTIONHT', KaHAM03, TaCTPOSHTEPHT., BTOPHYHbIC HH(pEKIHH® (B TOM YHCIE
BaTHHAJIBHEIE ),

4acTOTa HEU3BECTHA — IICEBJOMEMOPAHO3HBIN KOJIUT, POKa.

HHemu

IlpeanomnaraeTed, YTO YacTOTa, THII H TSDKCCTh HEXKEJIATENILHBIX PEAaKIUH Y JeTEH TaKas JKe, KaK ¥
B3POCJIBIX.

Hayuenmst co CHUNHCEHHBIM UMMYHUIENIOM

Y manmueHTOB ¢ CHHAPOMOM TipuoOpereHHOTO wuMMyHOmehuiura (CIIMI) wu apyrumu
HMMYHOJS(UIUTAMH, TOIYYAIOIMX KIAPUTPOMUIHH B OOJice BBICOKHX [J03aX B TCUCHHE
JUTMTEIIbHOTO BPEMEHH JUISI JICUCHUS MHKOOAKTEPHAIBHBIX HH(PEKIHUH, YacTO TPYAHO OTIHYUTH
HeokenatebHbie ¢ pekTrl npenapara or cuMnToMoB BHU-uH(pEKIHH HIH COIYTCTBYIOIIETO
3a00/IeBaHHSL.

HawnGonee yacTHIMH HEXKEIATEILHBIMH SBJICHHUSIMH Y TIAIIHEHTOB, IPHHUMABIIUX CYTOUHYIO J03Y
KJIApUTPOMHIHHA, paBHYIO 1000 Mr, OBIITH TOIIHOTA, PBOTA, JHCTEB3HS, O0JIb B 00IACTH XKHBOTA,
JqUapes, KOJKHAsl ChIllb, METCOPU3M, TOJIOBHAS OO0Jb, 3alop, HAPYIICHHE CJIyXa, MOBBIMICHHE
aktuBHOcTH ACT u AJIT B nmnasme kposu. Taxoke oTMEUanHeh CJIyUYad HEKEIATSIbHBIX SIBIICHUH
C HH3KOH 4acTOTOW BOZHUKHOBCHHUS, TAKHE KAK OJBIINIKA, OSCCOHHHIA H CYXOCTh CJIH3HCTOH
000JI0YKH MOJIOCTH pPTa.

VY NanueHTOB O CHHMKCHHBIM HMMYHHTSTOM IIPOBOJMIIH OLCHKY JIAOOPATOPHBIX IOKa3aTelIeH,
aHAJIM3UPYSI X 3HAUMTEJIBHBIE OTKIOHCHHUS OT HOPMBI (Pe3KOe NMOBBINICHUE HJIM cHUXKeHHE). Ha
OCHOBaHHUH JAHHOTO KPUTEPHUA Y 2-3% MalHCHTOB, MOIYUYABIIUX KIapUTPpOMUIIHH B o3¢ 1000 Mr
€KESTHEBHO, OBLIO 3apEerHCTPHPOBAHO 3HAYHTENbHOE MOBbIMcHHE akTHBHOCTH ACT u AJIT B
I1a3Me KPOBH, a TAKKEe CHIDKCHHE YHCJIA JICHKOIHMTOB M TPOMOOIHTOB. Y HEOOJBIIOTO YHCIIA
NAUCHTOB TaKKe OBUIO 3apEeTHCTPHPOBAHO IOBBIMICHHE CBIBOPOTOYHOH KOHIICHTPAIHH
OCTATOYHOT'O a30Ta MOUYEBHHHI.

* B HEKOTOPBIX COOOIMICHUAX O PabJOMHOIH3EC KIAPHTPOMHI[HH MPHHHMAJICS OJHOBPEMEHHO ©
JPYTHMH JICKAPCTBCHHBIMH CPECTBAMHE, ¢ IPUEMOM KOTOPBIX, KaK H3BECTHO, CBSI3aHO Pa3BUTHE
pabromMuonu3a (cTaTHHBL, (PHOPATHI, KOJIXHIIHH HITH aJUIOMYPHHOI).

'Coobmenns 0 MaHHBIX MOGOYHBIX PEAKIMSX OBUTH MOTYYEHBI BO BPeMS KIHMHHUECKHX
HCCJICIOBAHUM, a TakKe B NEPHOJ IMOCTPETHCTPALHOHHOTO IPHMEHEHHS KIAPUTPOMHUILMHA B
JCKApPCTBECHHOM (popMe THOPHIH3AT JUIS IPUTOTOBJICHHS PAcTBOPA TSI HH(PY3HUH.

2Co0OmEeHHs O JAaHHBIX TOGOYHBIX PEAKIHAX OBUIH TONYYEHBI BO BPEMS KIHHHYCCKHX

HCCJIG,Z[OBaHHfI, a TaKKC B IICPHOJ IMOCTPCTHCTPAlHOHHOI'O IIPHMCHCHHSI KIAPHTPOMHIHHA B
12
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JCKapeTBEHHOH ¢opMe TalbJIeTKH ¢ TPOJOHTHPOBAHHBIM BBICBOOOMKIACHHEM, IOKPHITHIC
IUICHOYHOM 000JIOUKOH.

3Coo6IIeHHs O JaHHBIX MOGOYHBIX peaknusax OBUIH TOJIYYECHBI BO BpEeMS KIHHHYECKHX
HCCJICTOBAaHUM, a TakKe B INEPHOJ MOCTPETHCTPAHOHHOTO IPHUMEHEHHS KJIAPUTPOMHIIMHA B
JICKApCTBEHHOU (popMe MOPOIIOK JIUISl IPUTOTOBICHHUS CYCTICH3HHU JUTSI IPHEMA BHYTPb.

4 CooOIEHH O JAHHBIX MOGOYHBIX peaknuax OBUIH TOJYYCHB BO BpeMS KIHHHYCCKHX
HCCJICIOBAaHUHM, a TAaKKE B INEPUOJ NMOCTPETHCTPAHOHHOTO IIPHUMEHEHHS KIAPUTPOMHULIMHA B

JIeKapcTBCHHOH (opMe TaGJICTKH, MOKPHITHIE INIEHOYHOH 000JI0UKOH.

IlepenosupoBka

Cumnmomsl. TIPHEM BHYTPH OOJIBIIOH JO3BI KIAPHTPOMHI[HHA MOKET BBI3BIBATH CHMIITOMBI
HapYILICHHH CO CTOPOHBI IHILEBAPHTEIBHOH CHCTEMBI.

Y opHOTO malHEeHTa ¢ OHIOIPHBIM PpAaccTPOHCTBOM B aHaAMHe3e Iocle IpHeMa 8T
KJIApUTPOMHIIHHA OIIHCAHBI H3MCHCHHUS NICHXHYCCKOTO COCTOSHHUS, MapaHOUJaJIbHOE TOBE/ICHHUE,
THIIOKAJIMEMUS H THIIOKCEMHSL.

Jleuenue: pU MEePeOZHPOBKE CIIEAYET YAATHTD HeaOcOPOUPOBAHHBIH MPENapaT U3 SKEIYI0YHO-
KHIIEYHOTO TpakTa (IIPOMBIBAHHE >KEIyJAKa, MPHEM aKTHBHPOBAHHOIO VIVIS M JpP.) H IIPOBECTH
CHMIITOMATHYECKYIO Tepanuio. l'eMOJHaIM3 H INEPHTOHCAIbHBIH JHAIH3 HE OKAa3BIBaIOT
CYIIECTBEHHOTO BJIMSHHS HAa KOHICHTPAL[HIO KIAPHTPOMHIIMHA B CBIBOPOTKE KpPOBH, YTO

XapaKTEpHO H JUIS APYIHX JICKAPCTBEHHBIX MPENapaToB IPYIIBI MaKPOJIHIOB.

BzaumopneiicTBHe ¢ ApYruMu JieKapcTBeHHbIMH CpeJIcTBAMHU

Ipumerienue ci1edyrouiux JeKapcme eHHbIX NPERAPAMos 00HOEPEMEHHO C KIIAPUIMPOMUWUHOM
HPOMUGONOKA3AHO 6 C6A3H C 603MONCHOCHIBIO PA3GUIMUA CEPLEIHBIX NOOOUHBIX I hermos
Huzanpuo, 0oMnepudoH, MUMO3UO, MepheHaouH 1 acmemusol

Ilpu oAHOBpEeMECHHOM TpHEME KIAPUTPOMHIHHA C [H3AIPHIOM, MHMO3HJOM, JOMICPHIOHOM,
TeppeHATHHOM HIIH ACTEMH30JIOM COOOMIATIOCh O TOBBINICHHH KOHIICHTPAI[HH IOCIICAHHX B
njgasMe KPOBH, YTO MOMXKET NpHBecTH K yuymHeHHo uHTepBama QT wHa OKI' u mosiBieHuto
CEpACUYHBIX ApUTMHH, BKIIOUYAS JKEIYAOYKOBYIO TaXHKapAuIo (B TOM UHCJE SKEITyJOYKOBYIO
TAXHKAPJHIO THIIA KITHPYST») U (PHOPHIISIHIO JKEITY TOUKOB (cM. pasjaei «[IpoTHBomOKa3aHus»).
Anxanoudsi cnopuiHbu

ITocTperucTpalluOHHBIE HCCJIEAOBAHUSA MOKAa3BIBAIOT, YTO IIPH OJHOBPEMEHHOM INPUMCHEHUH
KJIAPHTPOMHUIIUHA C SPTOTAMHHOM HJIH JIHTHPOSPTOTAMHHOM BO3MO3KHBI CJIeyIomue 3(h(PeKTHL
CBSI3AHHBIE ¢ OCTPBIM OTPaBICHHEM TIpPETapaTaMH TPYIIBI 3PTOTAMHUHOB: COCYJIHCTHIH CIIa3M,

HIICMHSI KOHCYHOCTEH M JAPYIHX TKaHEH, BK/IOYas LEHTpaJbHYIO HepBHYIo cHeremy (LTHC).
13
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OIHOBPEMEHHOE MIPHUMEHEHUE KIAPHTPOMHUIHHA U aJIKAJIOU/I0B CIIOPBIHBH IPOTHBOIIOKA3aHO (CM.
pasgen «IIpoTuBomoKazaHug»).

Hreubumopor I'MT-KoA-peoyxkmasul (cmamurbul)

OJMHOBPEMEHHBIH HpUEM  KIAPHUTPOMHIMHA © JIOBACTATHHOM  HJIH  CHMBAaCTATHHOM
npoTuBomnokasad (cM. pasjen «[IpoTHBOIIOKa3aHUSA») B CBA3H ¢ TEM, UTO JAHHBIC CTATHHEI B
3HAYUTCIIBHOH coTeneHn Metabonusupyroress uszopepmeHtom CYP3A4, W OJHOBpEeMEHHOS
MPUMEHEHHUE ¢ KJIAPHTPOMHIMHOM MOBBIMIAET X CHBIBOPOTOUHBIC KOHICHTPALUY, YTO IIPUBOJHUT
K MOBBINICHHUIO PHUCKA Pa3BHTHI MHOIATHH, BK/IOYas padpomuonus. Cooldmanock 0 ciayydasx
paboMHONMH3a Y MAIMEHTOB, NPHHHMABIIHX KIAPHTPOMHIMH OJHOBPEMECHHO C JAHHBIMH
npemaparaMd. B ciyyac HEOOXOUMOCTH NMPHMCHEHHS KIAPHTPOMHUIIHHA CJICYET NMPEKPATUTD
IIpUEM JIOBACTATHHA MJIH CHMBACTATUHA HA BPEMS TCPallHH.

KnapuTpOMHIHH ¢IeIyeT NIPHMEHSITH ¢ OCTOPOIKHOCTHIO B CIIy4ac KOMOUHHPOBAHHON TEPAIHH C
JPYTHMH CTATHHAMH. PEKOMEHIyeTCS IPHMEHATH CTATHHBI, META00IH3M KOTOPBIX HE 3aBHCHT OT
uzopepmenta CYP3 A (manpumep, ¢payBactatun). B ciayuae HEOOXOMUMOCTH OJHOBPEMEHHOTO
IpUEeMa PEKOMEHAYETCS NPHHHMATh HAMMEHBIIYIO J03y cTaTHHAa. ClelyeT KOHTPOJIHMPOBAThb
Pa3BUTHE IPU3HAKOB U CHMIITOMOB MHOTIATHH.

Muoazonam ona npuema eHympo

Ilpu ogHOBPEMEHHOM IPHMEHECHUH BHYTPb MHUJa30j1aMa H KJIAPHTPOMHIMHA B JIEKAPCTBECHHOHU
dopme TabneTku (500 Mr 2 paza B cyTkH) oTmedanoch yemmueHue AUC mupazonama B 7 pas.
OJIHOBPEMEHHOE IIPHMCHEHHE KJIAPUTPOMHIMHA H MHJa3ojlama JUIsl [OpHeMa BHYIPb
MpOTHBOMOKa3aHO (cM. pasjen «lIpoTuponokaszaHus»).

Jomumanuo

OJHOBPEMEHHBIH IIpPHEM KIAPHTPOMUIIMHA C JIOMHTAIIHJIOM IIPOTHBONOKA3aH H3-3a pHCKA
CYIIECTBEHHOTO IIOBBIIICHUS AKTHBHOCTH TpaHCaMHHA3 B IUIa3Me KpoBH (oM. pasjien
«lIpoTHBOTIOKA3aHUI» ).

Kombunayuu, mpebyronjue npumeHeHuA ¢ 0CHOPOIHCHOCHBIO

CosemecmHoe npuMeHeHue ¢ SUOPOKCUXTIOPOXUHOM U XAOPOXUHOM

Janubie HaOIOJCHHH  IOKa3aJdH, YTO COBMECTHOC NPHMCHCHHE Aa3HTPOMHIIHHA C
THAPOKCHXJIOPOXHHOM Yy IAIUEHTOB ¢ PEBMATOHIHBIM apTPHTOM CBS3aHO © IOBBIIICHHBIM
PHCKOM  CEPJICUHO-COCYJMCTBIX COOBITHH H  CEpACYHO-COCYJHCTOH CMEpPTHOCTH. M3-3a
BO3MOKHOI'O aHaJIOTHYHOTO PHCKAa IIPH INPUMEHCHUU JPYIHX MAKpPOJMIOB B COUYETAHHHU C
THAPOKCHXJIOPOXHHOM HJIM XJIOPOXHHOM CJICAYET TIIATEIBHO B3BECHTH COOTHOIICHHUE IOJIB3HI H
pHCKa, TpexXJe UeM Ha3HAuHTh npemapaT OpoMuIMA® YHO, SBISIONHHCS MAKPOJIHIHBIM
aHTHOMOTHKOM, JTFOOBIM IAllHCHTAM, IPHHHMAFOIIHM TH/IPOKCHXIIOPOXHH HIIH XJIOPOXHH.

Bruanue opyzux 1exapcmeeHHbIX RPenapamos Ha KiapumpomMuut
14



COOTBETCTBYET 3KI(
oT 1 304
(NMOCNEOQBATENBHOCTE 0001)

CMEPTHOMY OTYETY

JlexapcTBeHHBIC TIpENapaThl, SBJLIIOIHECS HHAyKTOpamu H3odepmeHTa CYP3A (Hampumep,
pudamnunud,  (eHHTOWH,  KapOamaszemuH, (QenoGapburtan,  mnpemapatel  3Bepobod
IPOABIPABICHHOT0), MOTYT HH/YIHPOBATh METaOO0IH3M KIAPUTPOMHITHHA. DTO MOJKET IIPUBECTH
K CyOTepaleBTHUCCKOH KOHIEHTPAHH KIAPHTPOMHIHHA H COOTBETCTBEHHO K CHHIKCHHIO €TO
spdexTuBHOCTH. Kpome TOro, HeoOXOoAHMO HaOMOAATh 3a KOHIEHTpallHeH HHIYKTOpa
uzopepmernta CYP3A B miasMe KpOBH, KOTOpas MOJKET TMOBBICHTHCS H3-32 HHTHOHPOBaHHUS
uzopepmerta CYP3A kmaputpomuiiuHom. [Ipu oaHOBpeMEHHOM TpUMEHEHUHU pupabyTHHA H
KIApUTPOMHIIHHA HAaO/IONAIOCh IOBBINICHHEC KOHICHTpaUuH pH(paOyTHHA ¥ CHIJKCHHC
KOHUECHTPALHH KJIADHTPOMHIIUHA B IJIa3ME KPOBH ¢ HOBBIIICHHBIM PUCKOM Pa3BHTHS YBEHTA.
Cnedyrougue npenapamst ob61adaron OOKAZAHHLIM WU NPEONOIAZACMBIM 6GAUAHUEM HA
KOHUEHMPAUUio KIaPUMPOMUUHHA 6 Raaime Kpoeu (6 ciaydae HX OOHOEPEMEHHOZ0
HPUMEHEHUA C KIADUMPOMUYHHOM MOJCEn HOMPeDOo6ambCa KOPPEKUUA 003bl UL neEPexoo
HA Q1L EePHAMUEHOE leHeHue)

Dpasupens, HesupanuH, puaMnuyur, pugadymun 1 puganenmun

MotiHble HHIYKTOPBI CHCTEMBI IUTOXpoMa P450, Ttakue Kak 5(aBHpEH3, HCBHPAIHH,
pudamnunuH, pupadyTHH U pH]ANCHTHH MOTYT YCKOPSATH METaOOIH3M KIAPHTPOMHIMHA H,
TaKHM 00pa3oM, IMOHHXKATh KOHLEHTPAIHIO KIAPHTPOMHIMHA B IUIa3Me KPOBH, a TaKKe
0CJIa0IATh TepaneBTHYECKUH 3QeKT, H BMECTE ¢ TEM IOBBIIATH KOHICHTPALMIO B IIa3ME KPOBH
14-OH-xmapuTpOMHIIEHA — METa0OTHTA, TAKKE SBISIFOIIETOCS MHKPOOHOIOTHUYESCKH AKTHBHBIM.
[TockoabKy MHUKpOOHOIOTHUECKAs] AKTHBHOCTh KiapurpomuuuHa u 14-OH-knapurpomununa
OTJIMYACTCS B OTHOLICHHH PAa3IHYHBIX OaKTepHH, TepalleBTHYCCKHH >(PQeKT MOKET CHHIKATHOS
IPH OJHOBPEMEHHOM IIPUMEHEHUH KJIADHTPOMHIIMHA H HHIYKTOPOB CHCTEMBI IHTOXpoMa P450.
Ompaeupun

KoHleHTpanus KIapHTPOMHIIHHA B IJIa3ME KPOBU CHHIKAETCS IIPH OJJHOBPEMEHHOM IIPHMCHEHHH
¢ BTPaBHPHHOM, a KOHIEHTpAIWs aKTHBHOTO MeTabomuTa 14-OH-KrapuTpoMHIIMHA B IJIa3Me
kpoBHu moBbimaetcs. [lockonapky 14-OH-kmapuTpoMHIIUH 00/1ajacT HHU3KOH AKTHBHOCTBIO IIO
oTHomCHHIO K HHpekusaM MAC, MOXET H3MEHIAThCA OOIas aKTHBHOCTh B OTHOIICHHH STHX
BO30yauTe NICH, MosTOMY Juta deueHHsI MAC cieyeT paccMaTpHBaTh albTCPHATHBHOE JICUCHHE.
DnyxoHazon

OpHOBpEeMEHHBIH NpHeM (IykoHa3ona B Jo3e 200 MI exXeJHEBHO H KJIAPHTPOMHIIMHA B JI03€
500 mr 2 pa3za B cyTkH Y 21 370pOBOT0 TOGPOBOIIBIA MIPUBEIIO K YBEIHUCHHUIO CPEJTHETO 3HAUCHHUS
MHHUMAaJIBHOH paBHOBECHOM KoHIEHTpanuu kiaaputpomunuHa U AUC Ha 33% u 18 %
coOTBETCTBEHHO. IIpH 3TOM OJHOBPEMEHHBIH NpPHEM 3HAYMTEIBHO HE BIMAJI HAa CPEIHIONO
PABHOBECHYIO KOHIICHTPAIUIO aKTUBHOTO MerabosmuTa 14-OH-wnaputpomununa. Koppekmus

JI03bI KJIAPHTPOMHI[HHA B CJIy4ae OJHOBPEMEHHOTO IpHeMa (UIyKOHAa301a He TpeOyeTes.
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Pumonasup

@apMaKOKHHETHUECKOE HCCIICAOBAHUE TOKA3aJI0, YTO OJHOBPEMEHHBIH IPHEM PUTOHABHpa B
qo3e 200 mr kaxaple 8 yaco M kiIapuTpomuiHa B fo3¢ 500 mr kaxkapic 12 yacop mpHBEN K
3aMETHOMY TIOJaBJICHHIO METa0oMM3Ma KIapUTpoMHIUHA. llpH oJgHOBpeMeHHOM mpHEME
putoHaBHpa Chax KJIAPHTPOMHIMHA B IUIA3ME KPOBH yBenuumiack Ha 31 %, MHHUMAaIbHad
KoHUEHTpalusd (Cmin) yBenuuuaachk Ha 182 % u AUC ysemuuumnachk Ha 77 %. Belio oTMeueHO
IPaKTHYCCKHU MOJIHOE oaBjicHuE oOpaszoBanud 14-OH-knapurpomuniuna. biarogaps nmpokomy
TEPANIEBTHUCCKOMY JHAIIA30HY KIAPHTPOMHI[MHA YMEHBIICHHE €r0 JIO3bl Y NAINHCHTOB C
HOPMAJIbHOH MOYSUHOH (PyHKIMEH He TpeOyeTes. Y MallHEHTOB ¢ MOYCYHOH HEJIOCTATOUHOCTHIO
HEeNeco00pasHo PACCMOTPETh CJICAYIONIHE BapHaHThl Koppekiuu J03bl: npu KK 30-60 mu/mun
7032 KIAPHTPOMHIIMHA JODKHA ObITh yMeHbllicHa Ha 50 %, mpu KK menee 30 muv/mun g03a
KJIADHTPOMHI[HHA JTOJDKHA OBITH YMCEHBIIECHA Ha 75 %. PuTOHaBHp HE cleAYeT OJHOBPEMECHHO
IPUHHUMATH ¢ KJIADHTPOMHIMHOM B JO3aX, IIPEBBIIAIOMMX 1 T B CYTKH.

CxXOMHBIC KOPPEKIHH JI03 JODKHBI PAaCCMATPHUBATHCS Y MAUEHTOB CO CHHKCHHOHW (PyHKIHEH
MOYEK, CCIIH PHTOHABHP INPHMCHSCTCS KakK (apMaKOKHHETHYCOKHH «YCHJIHTENb» IIPH
NPHMCHCHHH JAPYTHX HHIHOMTOpOB mpoteassl BUY, Brmouas atasaHaBHp H CaKBHHABHpP (OM.
noapasJien «eyHanpasnennoe e3aumooeticmeue 1eKapemeeHHvlx npenapamos ).

eiicmene knapumpomuyuna Ha Opyzue J1eKapcme eHHble NPenapantst

Anmuapummuyeckue cpedcmed (XUHUOUH U OUZ0NUPAMUO)

B03M0OKHO BO3HHKHOBECHHE SKEIIYAOUYKOBOH TaxXHKapJWH THIIA «IHPY3T» MPH OJHOBPEMEHHOM
NPUMECHCHHH KIAPUTPOMHIMHA U XHHUJUHA WM Ju3onupaMuaa. IIpu oJHOBpeMEHHOM IpHEME
KJIApUTPOMHIHHA ¢ STHMH IperapaTaMu CJICAYeT PEry/BIpHO NPoBOJUTh KoHTposk OKI' Ha
npeaMeT yummHeHHd uHTepBajga QT, a Takke cieayeT KOHTPOJIHPOBATH CBHIBOPOTOUYHBIC
KOHIICHTPALlUHU 3THX NIPENapaToB.

B mocTperucTpamHOHHOM IEPHOJAE COOOMAIOCh O CIy4yasx Ppa3BHTHS THIOTTHKCMHH TPH
OJHOBPEMCHHOM TMpHEME KJIAPHTPOMHIHHA H Ju3onupamuaa. HeoGXoaumMo KOHTPOJIHPOBATH
KOHIICHTPAIMIO TJIFOKO3bI B KPOBH IPH OJHOBPEMCHHOM IIPHMEHECHHH KJIAPHTPOMHIIMHA U
JU30MHPaMHJIA.

lunoenuxemuueckue cpeocmea O NpUeMd 6HYMpb/UHCYIUH

IIpu OAHOBPEMEHHOM IPUMEHCHUH KIAPUTPOMHULMHA U THIOTIHKEMHUYCCKHX CPEJICTB I
IpHEMa BHYTPh (HaNpHMEDP, HPOU3BOJHBIC CYIB(OHHIMOUYCBHHBI) H/HJIH HHCYIHHA MOKET
HaOIOJaThesl BBIPAXKCHHASI THIOTIIHKEMHS. OJHOBPEMCHHOS IPHMCHEHHE KIAPHTPOMHIHHA C
HEKOTOPBIMH THIIOTJIMKEMHUYCCKHMH TpenapaTaMu (HApUMEp, HATCTJIMHHJ, ITHOTJIUTA30H,
pENaTIIHHUT W POCUTIIMTA30H) MOMKET IMPUBECTH K HHTHOWpoBaHuio u3odepmenta CYP3A

KJIApHTPOMHIIHHOM, B PpeE3YJIbTAaTC 4YCro MOKCT pPa3BHTHCA THIIOTJTIHKCMHSI. PeKOMCH,L'[yCTCSI
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CMEPTHOMY OTYETY

TIATEIBHBIH KOHTPOJIb KOHIICHTPAL[MHU TJIFOKO3bI B KPOBH.

Bszaumooeticmesus, obycnosnennvie usogepmernmom CYP3A

OJHOBpEMEHHBIH NMPHEM KJIAPHTPOMHIHHA, KOTOPHIH, KaK H3BECTHO, HHTHOUPYET H30(EepPMEHT
CYP3A, u mpemapaToB, NepBHYHO MeTabomusupytommuxes: uizodpepmentrom CYP3A, mosker
aCCOLIMMPOBATECS ¢ B3aMMHBIM IOBBIIMICHHEM HX KOHICHTpAIUH, YTO MOXKET YCHJIMTH HIIH
IPOTHTH KaK TEPANIEBTHYCCKHE, TAK H MOOOUHBIE S(P(EKTHL

KitapuTpoMHIIHH CIEAYET ¢ OCTOPOIKHOCTHIO IPUMEHSTH MMAllHCHTAM, TOIY4aIOIUM IpeTapaThl,
spisroInecs cyocrpatamu uzopepmerTa CYP3A, 0coGeHHO €cii 3TH IpenapaThl HMCIOT Y3KUH
TEpaleBTHYCCKUH JAHanma3oH (HampuMmep, KapOaMaselHH), W/MIH @pemaparbl, KOTOPBIC
HHTCHCHBHO METAaOOIU3UPYIOTCS STUM H3ohepMeHTOM. B ciiyuac HEOOXOJMHMOCTH JOJDKHA
IIPOBOJUTHCS KOPPEKIHUA A03BI IpelapaTta, IPHHUMAEMOTO OTHOBPEMECHHO ¢ KIAPUTPOMHIIHHOM;
TaKKe IO BO3MOXKHOCTH JOJDKEH IPOBOJUTHCS MOHHTOPHHI CBIBOPOTOUHBIX KOHIICHTpAIUH
npenapaToB, MNEpBUYHO MeTabomusupyronuxes usopepmenrom CYP3A.  MeraGomusm
CIIEYIONMX TIPENapaToB/KIaccoB ocymiecTBIgeTess TeM jxke H3opepmeHTtoM CYP3A, uto
MeTa0OJIU3M KJIAPHTPOMHIIHHA (HO STOT CIIHCOK HE SBJBICTCS HCUEPIIBIBAIOIIMM): aJIIpa3oliaMm,
KapOaMasenuH, NHJIOCTA30J, NHKIOCIOPHH, JH30MHpaMHJ, HOPYTHHHO, METHIIMPETHU3OIIOH,
MHJa30J1aM (BHYTPHBEHHO), OMEIPA30JI, IepopaIbHble aHTHKOATYJITHTHI (HampuMep, BapgapuH,
puBapokcabaH, altHKcadaH), aTHIHYHBIE AaHTHIICHXOTHYCCKUE CPeACTBa (HAapHMEP, KBS THAIIHH ),
XHHUJUH, pudaGyTHH, cHIJcHAUI, CHPOJIHMYC, TAKpOJIHMYC, TpHa3ojaM H BHHOmactuH. K
npenaparTam, B3aHMOJACHCTBYIONIHM ITOJOOHBIM 00pa3oM uepes Apyrue u3o(pepMEHTH B paMKax
cucTeMBI IfuToxpoMa P450, oTHOCsTCS: (DEHUTOHH, TeO(HUTHH H BaIbIIPOEBAasi KHCIIOTA.
Henpamvie anmuxoazynanmol

IIpu ogHOBpeMeHHOM mpHeMe BapdapHHa W KIAPHTPOMHIIHHA BO3MOXKHO KPOBOTCUCHHE,
BeIpaskeHHOe yBemuueHue MHO u  yaymMHEeHHE NPOTPOMOHHOBOTO BpeMeHH. B ciyuae
OJIHOBPEMCHHOTO TPUMEHEHHUS ¢ Bap(papHHOM WIH JPYIHMH HEOPSIMBIMH AHTHKOATYISTHTAMH
HeoOxouMo KoHTpoupoBaTh MHO U mpoTpoMOHHOBOE BpeMS.

Ilepopanvrsie aHMUKOGEYIAHMBL NPAMO2O Oeliceus

[lepopanbHBIi AHTHKOATYJIAHT HPSMOTO JCHCTBHS Ja0HraTtpaH SBISICTCS — CcyOcTpaToM
s¢pmorcHoro Oenka-nepeHocunka P-rmukonporenna (P-gp). PuBapokcaGan u amumkcalOaH
MeTaboH3upyroTed ¢ yuactueM u3odepmenta CYP3 A4, a takske sBIisitoTes cybeTpaTamu s P-
gp. Crneayet co0moaaTh OCTOPOIKHOCTD IIPH OJHOBPEMEHHOM NPHMEHEHHH KIAPHTPOMHIHHA C©
JIAHHBIMH IIpEIapaTaMH, 0COOCHHO Y MAIIHEHTOR ¢ BBICOKHM PHCKOM Pa3sBUTHSI KPOBOTCUCHHS (CM.
pa3aeisl «C OCTOPOKHOCTRION H «Oco0BIC YKa3aHUS»).

Owmenpaszon

Knaputpomunua (mo 500 Mr xaxaple 8§ 4acOB) HCCIEAOBAJICS Y 3J0POBBIX  B3POCIIBIX
17
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JOOPOBOJIBIICB B KOMOMHAIUU ¢ oMemnpa3oiaoM (o 40 mr exxeaHeBHO). lIpH ogHOBpeMEeHHOM
IPUMEHCHHH KJIAPHTPOMHIHHA M OMEIpa3ojla pPaBHOBECHBIC IUIA3MEHHBIC KOHICHTpPAIHH
OMeIpa30s1a OBIIH YBEIHYEHBI (MaKCHMAaTIbHOH KOHUEHTPAUUH (Crax) B T1a3Me KpoBH, AUCo.04 H
TV yeemmuummncs Ha 30 %, 89 % u 34 % cootBercTBeHHO). CpenHee 3HaueHue pH kenmyaka B
TeucHue 24 yacos cocTaBuiIo 5,2 (IIpH IpHEMe OMENpa3oja B OTACIBHOCTH) U 5,7 (IIpH MpHeMe
OMETIPA30J1a OJHOBPEMEHHO ¢ KJIAPHTPOMHIIMHOM).

Cunoenaghun, maoanagun u sapoeragun

Kaxapiii u3 5THX HHTHOHTOpPOB docdoauscTepasbl MeTaOOIH3HPYETCSs, MO KpaHHEH Mepe,
yacTHYHO ¢ y4yactHeM u3odepmeHta CYP3A. B 1o xe Bpems uzopepment CYP3A moxer
HHTHOMpPOBAaTbCA B INPHCYTCTBHH  KJIapUTpoMHIHHA.  OJHOBPEMECHHOS  IPHMCHEHHE
KIApHTPOMHIIHHA ¢ CHJACHA(HIOM, TajgadaduIoM HJIH BapAcHA(pHIOM MOMKET NPHBECTH K
VBETMUYCHHIO HHTHOHPYIONETO BO3JckcTBHS Ha (ocdoauderepasy. Ilpu NpHMEHEHHH STHX
IpenapaToB OJHOBPEMEHHO ¢ KJIAPHTPOMHUIMHOM CJICAYET PAcCMOTPETh BO3MOKHOCTH
YMEHBILICHHS J03BI cHIIIcHaduIa, Tafadaduia 1 BapaecHadHIA.

Teogpunnun, kapbamazenun

IIpy OJHOBPEMCHHOM IPHMEHCHHHM KIAPDHTPOMHIHHA H TeopH/UIMHA HIM KapOamascIHHA
BO3MOYKHO MOBBIIICHHE KOHIEHTPALHHU JaHHBIX NIPEIApaTOB B CHCTEMHOM KPOBOTOKE.
Tonmepooun

IlepBuunbIi MeTaOOTU3M TOJITSPOHHA OCyIecTBIsIeTes Yyepes uzodepmernt CYP2D6. O nako B
YacTH TIOMYJIANHH, JHIICHHOH wu3opepmeHta CYP2D6, meTaGomusM HPOHCXOMUT Uepes
uzopepment CYP3A. B stoii rpynne Haceneuus noaapneHue uzopepmeata CYP3A npuBouT K
3HAYUTEIBHO 00JIce BHICOKHM KOHIICHTPAMSIM TOJITEPO/MHA B CHIBOPOTKE KPOBH. B momymsinuu
¢ HHU3KHM YpOBHEM MeTabosm3ma uepes uzopepmentT CYP2D6 MoskeT HOTpeOOBATHCSI CHUIKCHHE
JIO3BI TOJITEPOJHHA TPH OJHOBPEMCHHOM NPHMEHCHHH HHTHOMTOpoB H3opepmenta CYP3A,
TaKHX KaK KJIApUTPOMHUI[HH.

Benzoouasenunsr (Hanpumep, annpazonam, Muoazonam, mpuazonam)

IIpu ogHOBpPEMEHHOM MIPHMEHCHHH MH/Ja30J1aMa H TabsieToK KiapuTpoMuiiuHa (500 Mr aBa pasa
B CyTKH) oTMeuanoch yeenuyeHue AUC mugazonama B 2,7 pasa mocjie BHY TPHBEHHOTO BBEICHHS
MHAazonamMa. EciaM OJHOBPEMEHHO ¢ KIAPHTPOMHIMHOM TIPHMEHSETCS MHJA30JlaM B
JdeKapcTBEHHOH (QopMe pacTBOp JUIS BHYTPHBCHHOTO BBEJCHHS, CJICAYST TINATCIIBHO
KOHTPOJIHPOBATh COCTOSHUE TMALHEHTA [T BO3MOXKHOH KOPPEKILHHU 03Bl MHAa30/1aMa. BeeicHue
JEKapCTBCHHOTO IIpelmapaTa 4Yepe3 CJIH3HCTYI0O OOOJIOUKY MOJIOCTH pTa, KOTOpOE JaeT
BO3MOJKHOCTh OOOHTH NMPECHCTEMHYIO 3JTHMHHAIIHIO JIEKAPCTBEHHOTO IIpeIapaTa, cKOpee BCETo,
IPUBEJCT K B3aHMO/ICHCTBHIO, aHAJIOTHYHOMY TOMY, KOTOpOE HaOIIOAaeTes IPH BHYTPHBEHHOM

BBCACHHH MHJa30JIaMa, a HC IIPpH IIPHEMC BHYTPbD.
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Takue jxe MEpBI IPETOCTOPOIKHOCTH CIIEAYET IPUMEHSTH H K IPYTHM OCH30JHA3CTTHHAM, KOTOPbIC
mMetabomusupyrotes usodpepmentom CYP3A, Brmowas Tpuazonam u - anmpasonam. Jlid
OCH30IHA3CTIHHOB, BHIBSJACHHE KOTOPBIX HEe 3aBHCHT OT H3opepmenta CYP3A (Temasemam,
HHUTpa3emaM, JopasenaMm), MaJOBEpOSATHO KIHHHYSCKH 3HAUUMOEC B3aUMOJCHCTBHE ©
KIApUTPOMULMHOM. IIpH OJZHOBpPEMEHHOM MPUMEHEHHMHM KIAPUIPOMHLIMHA U TpHAasoiama
BO3MOXHO BO3JcHcTBHE Ha IIHC, HanpuMep, COHIHBOCTD U CIYTAHHOCTEL CO3HaHMS. B cBA3M ¢
5THM B CJIy4ac OJHOBPEMEHHOI'O IIPHUMCHCHUS PEKOMEHIYETCS CJIEJUTH 3a CHMIITOMaMU
Hapymenus [THC.

Bzaumoodeiicmeun ¢ Opyzumu JeKapcnieeHHbIMI NPEnapamamnu

Konxuyun

Konxumnun spmsercs cyocetpaTtoMm Kak uzodepmenta CYP3A, tak u Oenka-nepeHocyuka P-gp.
H3BeCTHO, UTO KIAPHTPOMHIUH H JPYTHE MAKPOJIH/BI SBIBIIOTCS HHTHOMTOpaMH H30(epMeHTA
CYP3A u P-gp. Ilpu OJHOBpeMEHHOM TPHUMCHEHUH KIAPUTPOMHIMHA U KOJIXHI[HMHA
uHruGuposanue P-gp w/mmu usodepmenta CYP3A MOKET NPHBECTH K YCHJICHHIO JICHCTBHS
koinxunuHa. ClelyeT KOHTPOJIHUPOBATH PAa3BUTHE KIMHUYECKHUX CHMIITOMOB OTPAaBJICHHS
KOJIXHIIHHOM. 3apeTHCTPHPOBAHBI IMOCTPETHCTPAIHOHHBIC COOOIICHHS O CIy4asx OTPAaBJICHHUS
KOJIXHI[HHOM IIPH €r0 OJHOBPEMEHHOM IIpHEME ¢ KIAPHTPOMMIMHOM, Yallle y HalHCHTOB
HOXKMIOro Bo3pacTa. HeKOTOphIC U3 OMUCAHHBIX CIIyYaeB MPOUCXOAMIIH Y IIAI[UEHTOR ¢ IOUEYHOH
HEJ0CTaTOUHOCTHIO. Kak co001manoch, HEKOTOPHIC CITydal 3aKaHYHBAJIHCh JICTAIBHBIM HCXO/IOM.
OHOBpEMEHHOE NPHMECHCHUE KIAPUTPOMHIMHA H KOJXHIMHA IPOTHBOIOKA3aHO (CM. pasjel
«lIpoTHBOMOKAa3aHH»).

Jluzoxcun

IlpeanonaraeTes, 4yTo AMTOKCHH siBisieTces: cyOerpatoM P-gp. M3BecTHO, YTO KIAPHTPOMHIHH
uHrubupyer P-gp. llpm OZHOBpEMEHHOM NPHMEHCHHH KIAPHTPOMHIMHA M JUTOKCHHA
HHrHOHpOBaHHE P-gp KIapUTPOMHIMHOM MOJKET NMPHBECTH K YCHJICHHIO JICHCTBHS JUTOKCHHA.
OTHOBpEMCHHBIH IIPHEM JUTOKCHHA H KIAPHTPOMUIIHHA TAK3KE MOKET MPUBECTH K MOBBIIIICH HEO
CHIBOPOTOYHOH KOHIICHTPAI[HH JUTOKCHHA. ¥ HEKOTOPHIX MAllHEHTOB OTMEUYAJIUCH KIIHHHYECKUE
CHMIITOMBI OTpPaBJICHHUSI JUTOKCHHOM, BK/IFOUas IOTCHI[HAJILHO JIETAJbHBIE apUTMHH. llpu
OJTHOBPEMEHHOM TIPHEME KIIAPUTPOMHIMHA U JUTOKCHHA CJICAYET TIATEIBHO KOHTPOJIHPOBATH
KOHIICHTPALUIO JUTOKCHHA B CBIBOPOTKE KPOBH.

Suooeyoun

OJHOBPEMCHHBIH NpHEM Ta0IETOK KJIAPHTPOMHIIMHA H 3HJIOBYJHHA BHYTpb B3pociasiMu BUU-
HH(HIHPOBAHHBIMH MAIHCHTAMH MOSKET IMPHBECTH K CHH)KCHHIO PaBHOBCCHOH KOHIICHTPALHH
3UJOBY/IHHA B IUIa3Me KPOBHU. 1I0CKOIBKY KIAPUTPOMULIMH MOXKET IIPETSITCTBOBATH BCACHIBAHUIO

3HAOBYJHHA IIPpH IIPHCME BHYTPD, B3aHMO,Z[6ﬁCTBP[SI MOKHO B 3HAUHTCIbHOH CTCIICHH I/[366)K3T13,
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NpPHHHMAs KIAPUTPOMHUIIHH H 3HJOBYJHH ¢ HHTepBajaoM B 4 yaca. [lomo6HOTo B3auMOACHCTBHS
He HaOmogamu y BHWY-uHQUIHPOBAHHBIX JETCH, MOJYYAIONIHX JCTCKYIO CYCICH3HIO
KJIAPHTPOMHIHHA ¢ 3HAOBYIHHOM HJIH JTH IC30KCHHHO3HHOM. [ I0CKOIBbKY KIapUTPOMHUIHH MOXKET
IPEHATCTBOBATh BCACKIBAHUIO 3HIOBYAMHA IIPH UX OJHOBPEMECHHOM IIPHEME BHYTPD Y B3POCIIBIX
HAIlHEHTOB, IOJOOHOE B3aHMOICHCTBHE BPA/T JIH BO3MOIKHO IPH NPUMEHCHHH KJIAPHTPOMHIHHA
BHYTPHBEHHO.

DeHUMOUH U 6ANIbNPOEEAS KUCTIOMA

HMmeroTest maHHBIE O B3aHMOJCHCTBHH HHTHOMTOpoB H30pepmenta CYP3A (Brmouas
KJIAPUTPOMHIMH) ¢ MpeHapaTaMH, KOTOPhIE HE METaOOIH3HPYIOTCS ¢ MOMOINBIO H30(pepMEHTa
CYP3A (penutoun u BajblpoeBas Kuciaora). JlJig JaHHBIX TpPENapaToB NMPH OJHOBPEMEHHOM
OPUMEHEHHH ¢ KJIAPHUTPOMHUIMHOM PEKOMEHAYETCS OINPEJEICHHE HMX CHIBOPOTOYHBIX
KOHIICHTPAIHH, TAK KaK HMEIOTCS COOOICHHUS 00 HX MOBBIIICHUH.

Jleynanpaenennoe 63aumodeiicmene 1eKapcmeeHHbIX RPENApamos

Amazanasup

KnapuTpOMHIIHH M aTa3aHABHP SBIISFOTCS KaK cyOCTpaTaMH, TaK H HHTHOUTOpaMH H30(pepMeHTa
CYP3A. CymecTBYeT CBHJETE/ILCTEO JBYHAIIPABICHHOTO B3aHMOJCHCTBHS STHX IIpeIapaToB.
OnHOBpeMeHHOE TpUMEHEHHe KiapuTpomuiuaa (500 Mr aBa pasa B CYTKH) M aTazaHaBHpa
(400 Mmr ONMH pa3 B CYTKH) MOXKET MPUBECTH K JABYKPATHOMY VBEIHUCHHIO BO3JCHCTBHUSA
KIApUTPOMHIIMHA M  yMEHBbIICHUIO Bo3JchoTBUs 14-OH-xmaputpomunuua Ha 70% o
yeenuueHueM AUC arasaHaBupa Ha 28 %. brnarogaps miupokoMy TepaneBTHYCCKOMY JAHAIIA30HY
KJIAPHTPOMHIIHHA YMEHBIICHHUS €TO O3Bl Y MAlHEHTOB ¢ HOPMAJILHOW MOYCYHOH (PyHKIHEH HE
TpebyeTes. Y MAIHEHTOB ¢ MOYCYHOH HEJOCTATOYHOCTHIO cpenHedl ctemeHu Tsmkeetd (KK 30-
60 MI/MHH) 032 KIApHTPOMHIIHHA JOJDKHA OBITh yMeHbIIeHa Ha 50 %. ¥ manuentoB ¢ KK menee
30 Mu/MUH 103y  KJIAPHTPOMHUI[HHA CJIEAYET CHU3HTh Ha 75 %, NpHMEHSS JUISI BTOTO
COOTBETCTBYIOMIYIO JICKAPCTBCHHYIO (OpMY KIAPHTPOMHIHHA. KIapHTpOMHIMH B J03aX,
npeppimaronux 1000 Mr B CyTKH, HEIb3S MPHMEHSITH OJTHOBPEMEHHO ¢ HHTHOUTOPaMH MPOTEas.
BMKK

IIpu oguoBpemenHoM mpumeneHun kimaputpomunuHa ¥ BMKK, xotopsie meTaGomusupyrores
uzopepmentom CYP3 A4 (Hanmpumep, BepanaMuL, aMJIOJUIIHH, JHITHAZEM), CJIEIyET COOIOIaTh
OCTOPOKHOCTH, IIOCKOJIBKY CYIICCTBYET PHCK BOSHUKHOBEHHS apTCpPHAIIBHON runorcH3uu. llpu
OJHOBPEMEHHOM  IIPUMEHEHHHM  MOTYT  IIOBBINATBCA  IUIa3MEHHBIE — KOHLCHTPALHH
kiaputpomunmia u BMKK. AprtepuanpHas THIOTCH3HSA, OpaJHapHTMHS H JIAKTOAIH]03
BO3MOKHBI IPH OJTHOBPEMEHHOM MPHEME KIAPHTPOMHIIHHA U BEpaNlaMHuIIa.

Hmpaxonazon

KrnapuTpoMHIIMH H HTPaKOHA30J1 SBISIFOTCS cyOcTpaTaMH H HHTHOMTOpaMH H30(epMeHTa
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CYP3A, yro ompeje/ieT ABYHAIPaBICHHOE B3aHMoOJAcHcTBHE npenapaToB. KiapHTpoMHIMH
MOXKET MOBBICHTh KOHIEHTPAI[HIO HTPAKOHA30J1a B IUIa3Me KPOBH, B TO BpeMs KaK HTPaKOHA30J1
MOXKET TOBBICHTH IJIA3MEHHYIO KOHUEHTPAHIO KIAPHTPOMHIHHA. [[allHeHTOB, OJHOBPEMEHHO
NPHHAMAOIIHX HTPAKOHA30J1 H KJIAPHTPOMHIIHH, CIICAYET THIATEIIBHO 00CIIEIOBATh Ha HAITHYHE
CHMIITOMOB YCHJICHHSI WJIH YBEIHUCHHS JUTHTCIBHOCTH (PapMaKOIOTHYECKHX 3(PPEKTOB STHX
IIpeIapaTos.

Caxeunasup

KimapuTpOMHUIIHH U CAKBHHABHD SBJIIIOTCS cyOcTpaTaMu H HHrHOHTOopaMu u3opepmernta CYP3 A,
YTO ONPEJEIIAeT ABYHANPAaBIIEHHOE B3aUMOJICHCTBHE MpenapaToB. O HOBPEMEHHOE IPUMEHCHHUE
wiapuTpomuiiuHa (500 Mr fBa pasa B CYyTKH) U caKBUHABHPa (B MITKHX KETaTHHOBBIX Kalcyiax,
1200 Mr Tpu pasza B cyTku) Y 12 310poBBIX J00poBoibieB Bhi3biBaio yBeauueHue AUC u Crpax
cakBHHaBHpa B Iuiazme kpoBH Ha 177 % u 187 % cOOTBETCTBEHHO B CPaBHEHHH ¢ MPHEMOM
cakBuHaBHpPa B OT/Ae/IbHOCTH. 3HaueHHI AUC H Cmax KIAPHTPOMHIHHA OBUTH NMPHOITH3HTEIBHO
Ha 40 % Brlllle, UeM IIpU TEPAIHU OJHUM KIapuTpoMHIIHHOM. [IpH 0 JHOBpEMEHHOM IPUMEHCHHH
9THX JIBYX NPENapaToB B TCUCHHE OIPAHHYCHHOT'O BPEMEHH B JI03aX/COCTAaBaX, YKa3aHHBIX BHIIIC,
KOPPEKIHH O3Bl HE TpedyeTes. Pe3ynbTaThl Hoc/ieJOBaHUS JICKAPCTBECHHBIX B3aHMOJICHCTBHH C
NPUMEHEHHEM CAKBHHABHPA B MATKHX JKCJIATHHOBBIX KallcyaX MOTYT HE COOTBETCTBOBATH
s¢dexram, HaOIIOJaEMBIM NIPH NMPUMEHEHHH CAKBHHABHPA B TBEP/BIX JKEIATHHOBBIX KallcyIax.
PesynpraThl HCCIIEJOBAHUS JIEKAPCTBECHHBIX B3aMMOJEHCTBHH IIPH TepalluM CAKBHHABHPOM B
OT/ICIIBHOCTH MOTYT HE COOTBETCTBOBATH 3(hheKTaM, HaGIFOACMBIM NIPH TEPANTHH KOMOUHAIHCH
putoHaBHp + caksuHaBHp. Ipu mpueme cakBHHAaBHpa OJHOBPEMEHHO ¢ PUTOHABHPOM CJICAYET

VYUHUTHIBATH NOTCHIHAJIBHOC BJIMAHUC PHTOHABHPa Ha KIIApHTPOMHIIHH.

Oco0ble ykazaHus

JITUTENbHBIH TPHEM aHTHOHOTHKOB MOJKET IPHBOJHTH K 00Pa30BaHUIO KOJOHHU C YBEIHYCHHBIM
KOJIMYECTBOM HEUYBCTBHTEIBHBIX Oaktepuit u rpubGoB. [lpu cymepuHpeknud HEOOXOAUMO
HA3HAYHTH COOTBETCTBYIOIIYIO TEPAIIHIO.

HaznaueHue KIapUTPOMHIUHA GEPEMEHHBIM KCHIIIHHAM JIOJKHO MPOBOJIUTHCS TPH THIATEITLHON
OI[EHKE COOTHOIICHHSI PHCKA H TOJb3Bl, OCOOGCHHO B TCUYCHHE IEPBBIX TPEX MECSIICB
GEpEMEHHOCTH.

IIpu npUMEHCHHH KIAPHTPOMHIHHA COOOINAIOCh O HAPYIICHUH (PYHKIUH NEeYeHH (MOBBIIICHHUE
AKTHBHOCTH «IICUCHOYHBIX» (PSPMEHTOB B IUIA3ME KPOBH, TEHATOLCIUOISPHBIA H/HIIH
XOJICCTATHUCCKUN TEMATHT ¢ KENTYyXod win 6e3). Hapymienue (QyHKIHH TMEUYECHH MOYKET OBITH
TSDKEJIBIM, HO OOBIYHO SIBIISICTCS 0OpaTHMBIM. FIMEIOTCS CIyya MEeYCHOYHOH HETOCTATOUHOCTH ©

JICTAJIBHBIM HCXOJOM, I'NIABHBIM 06pa30M CBA3aHHBIC C HAJIHYHUCM CCPLC3HBIX CONMYTCTBYIOIHUX
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3a00JIEBaHUH W/HIM OJHOBPEMCHHBIM IPHMCHCHHEM JPYIHX JICKApPCTBCHHBIX cpelcTs. llpu
MOSIBJICHHH MPHU3HAKOB H CHMIITOMOB I€NATHTA, TAKHX KAaK aHOPCKCHS, HKEJITyXa, MOTCMHCHHE
MOYH, 3yJ, GOJEC3HEHHOCTh >XKHBOTA NPH NAaJbIALHH, HEOOXOJMMO HEME/UICHHO IPESKPATHTH
TCPATIHIO KIIAPHTPOMHIHHOM.
Ilpy HagWYHH XPOHMYECCKHX 3a00JIcBAHMH ICUCHH HEOOXOJHMO IPOBOJUTH PpETYISAPHBIN
KOHTPOJIb AKTHBHOCTH «IICUCHOUHBIX» (PEpPMEHTOB CHBIBOPOTKH KPOBH.
Ilpy nevyeHHHM NPAKTHUYSCKH BCEMH aHTHOAKTCPHAJIBHBIMH CPEJACTBAMH, B TOM YHCIIE
KIAPHTPOMHIMHOM, OITHCAHBI CJIyYaH MCEBJOMEMOPAHO3HOTO KOJIHTA, TSHKECTh KOTOPOTO MOXKET
BapbHPOBATHCS OT JICTKOH CTENCHH JO YTPOJKArouieH >ku3Hu. IIpH IeYeHHH NMPaKTHYSCKH BCEMH
aHTHOAKTCpHAIBHBIMH IIpellapaTaMH, B TOM YHCJC KJIAPHTPOMHIMHOM, OIIHCAHBI CIy4aH
Clostridium difficile-acconuHpOBaHHOH THAPEH, TSHDKECTh KOTOPOH MOXKET BapbHPOBATHCS OT
JETKOH JHApEeH A0 YIPOXKAIOIIETO JKH3HH KOJIHTA. AHTHOAKTEpHAaIbHBIE MPENapaThl MOTYT
H3MCHHTh HOPMAJIBHYIO MHKpPO(IOPY KHIICYHHKA, UTO MOXKET NpHBecTH K pocty Clostridium
difficile. TlceBgomeMOpaHo3HBIH KOMUT, BBI3BaHHBIH Clostridium difficile, HeoOxoxuMo
[OJI03pEBaTh Y BeeX MAIHEHTOB, Y KOTOPBIX MOCJIC NMPHMEHCHHS aHTHOAKTEPHATIBHBIX CPEACTB
pasBuiachk auapes. Ilocsie mpoBeJcHUS Kypca aHTHOHOTHKOTEPANHH HEOOXOIUMO THIATEIBHOE
MEJUIIMHCKOE  HaOmojgeHwe  3a  mamueHTOM.  ONHCHBIBAJIMCH — CIIYYaH  Pa3sBHTHS
MCEBJOMEMOPAHO3HOTO KOJTHTA CIIYCTS 2 MecsIa IOcIe IPHEMa aH THOHOTHKOB.
Ilpu neYeHHH MaKpOJIHAAMH, BKJIIOYAs KJIAPHTPOMHIHH, HAOJFONAIOCh YTHHEHHE CepJCUHOH
penoyspusanuu M uHTepBaga QT, yBeaMuMBasg pHOK pAa3BHTHS CCpJCUHOH AapPUTMHH H
JKEJIYIOUKOBOH TaXHKapJHHM THIA «IHPY>T» (cM. pasgen «lloGounoe neiictBHe»). Tak kak
CJICAYIOIHE CHTYAIHH MOTYT IPHBECTH K YBEJIMUCHHIO PHCKA PA3BHTHS JKEITY JOUKOBBIX apUTMHH
(B TOM YHCIIE JKEITYAOUKOBOH TAXHKAPAHH THIIA IIHPYST»), TO:
® KJIAPHTPOMHIHH HE JOJDKCH IPUMCHATHCS Y CISAYIONIMX KATETOpHil MAIlHEH TOB!
— Yy DAIHEHTOB ¢ THIIOKaJHEMHEH (cM. pa3jen «IIpoTHBOmOKa3aHUM»),
— Yy DAIlHEHTOB ¢ THIMIOMAarHueMuei (cM. pasaen «lIpoTHBonOKa3aHUI»),
— OJHOBPEMEHHOE MPHMCHEHHC KJIAPHTPOMHIMHA C© AaCTCMH30JIOM, ILH3AIPHIOM,
JOMIICPHIOHOM, IHMO3HIOM H  TeppEHAIHHOM IPOTHBONOKA3aHO (CM.  pasjeln
«I[IpoTHBOMOKA3aHHUS» ),
— Y MAaHCHTOB ¢ BPOKACHHBIM MJIH NPHOOPESTCHHBIM 3apPCTHCTPHPOBAHHBIM Y THHEHHEM
uTepBaa QT WM HaJMYHEM SKEIyJOYKOBOH apHTMHH B aHaMHe3e (CM. pasjeln
«IIpoTHBOMOKA3aHHUI»);
® KIAPHTPOMHIHH [JOJ/DKCH IIPHMEHSITBCA C OCTOPOXKHOCTBIO Y CIICAYIOIHX KaTerOpHH
MaIHEHTOB!

— Y IIAITHCHTOB C© I/IBC, TSKEIOH cep,ueqﬁoﬁ HEAOCTATOUYHOCTBIO, HAPYIICHHU AMH IIPOBOJUMOCTH
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WM KJIIHHHYECKH 3HAUHMOM OpaJuKap/IHeH;
— Y DAalHCHTOB, OJHOBPEMCHHO IPHHUMAIONIMX JPYTHE JIEKApCTBEHHBIC IIPETapaTtsl,
cBsi3aHHBIC © ymuuHeHueM wuHTepBana QT (oM. pasgen «BzammoaeHeTBHE ¢ APYTHMH
JICKapCTBEHHBIMHE MIPENapaTaMU»).
Ilepen nasHaueHueM npenapata OpoMuIHA® YHO, ABJISIOMIETOCS MAKPOITHIHBIM AHTHOHOTHKOM,
BCEM MAIHEHTAM, MPHHHMAIOIIHM THAPOKCHXJIOPOXHH HJIH XJIOPOXHH, TIIATEIBHO B3BECHTE
COOTHOIIIEHHE MOb3BI H PHCKA H3-32 TIOTEHIIHATIBHO MOBBIIICHHOTO PHCKA CEPACUHO-COCYTHCTHIX
COOBITHH H CEpJICUHO-COCYIHCTOH cMepTHOCTH (cM. pasfen «BsaumMmopeHcTBHE ¢ APYIHMH
JIEKAPCTBECHHBIMH CPEICTBAMHE» ).
B X0z 511 e MHOIOTHYCSCKHX HCCTIEIOBAHHH 10 H3YUEHHIO PHCKA HEOIATONPHATHEIX CepICUHO-
COCYAHCTBIX HCXOMOB TIPH NPHMCHCHHH MAKPOIH/JIOB OBUIH IIOJYYEHBI HEOJHO3HAUHBIE
pPe3yIbTaTh.. B HEKOTOPBIX HAaOMIOJATEIBHBIX HCC/ICAOBAHUAX OBUI YCTAHOBJICH PpEAKHH
KPaTKOBPEMCHHBIH PHCK Pa3BHTHS apHTMHH, HH(pApKTa MHOKapJa H CMEPTH OT CEpJASUHO-
COCYTHCTBIX 3a00JICBAHUH, CBA3aHHBIX ¢ MPHMEHEHHEM MaKpPOJIHI0B, BKIIIOYAsT KJIAPH TPOMHIIHH.
IIpu HasHAYCHHMH KJIAPHTPOMHUIMHA CJIEAYECT COOTHOCHTBH IIPE/IIONATACMYIO MOJIB3Y OT IpHEMa
npenapaTa ¢ JaHHBIMH PHCKAaMH.
B03MOXHO pa3BHTHE NEPEKPECTHOH PE3HCTEHTHOCTH K KIAPHTPOMHIMHY H  JPYTHM
AaHTHOHOTHKAM TPYIIBI MAKPOJIHJIOB, 8 TAKKS JIMHKOMHIIHHY H KIHHJIAMHIHHY.
YYUTHIBas PACTYINYIO PE3HCTCHTHOCTH Strepfococcus preumoniae K MAaKpOIHJAAM, BasKHO
MPOBOJUTH TSCTHPOBAHHE YYBCTBHTEIBHOCTH IIPH HA3HAYCHUH KJIAPHTPOMHI[MHA NMAITHEHTAM ©
BHCOOJIPHUYHONH NHEBMOHHEH. IIpH TrOCHHTANBHON IHEBMOHHH KJIAPHTPOMHIIHH CJICAYST
INPUMCHATH B KOMOHHAIHH ¢ COOTBETCTBYIOIUMHE aHTHOHOTHKAMH.
MH}eKIHH KOKH M MATKHX TKAHEH JIETKOH M CpeJHEH CTCIEHH TAKSCTH YaIle BCETO BBI3BAHEI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu sTom 00a BO3OYIUTEISI MOTYT OBITH
YOTOHYHBHI K MakpoHgaM. [105ToMy BasKHO IIPOBOJUTE TECT HA YYBCTBHTCIIBHOCTD.
MaxpoJTi/ibl MOKHO NPUMCHSTH NpH HHQCKIUIX, BeI3BaHHBIX Corynebacterium minutissimum,
3a00JicBaHUAX KOKH (YIPH BYJIbTapHble H POXKa), a TAKKC B TEX CHTYAIHAX, KOTJAa HEIb3S
HNPUMCHSTH ICHHIIHUITHH.
B cityyae MOSBIICHHS OCTPHIX PEaKUMi THIEPUYBCTBUTEIBHOCTH, TAKHX KaK aHa(pHIAKTHYCCKAs
pEaKIUs, cephe3HbIe KOXKHBIEC HEKEIAaTeIIBHBIC PSaKIHU (HAIPHMED, OCTPBIH TeHEpaTH30BaHHBIH
SK3aHTEMATO3HBIH IycTyJie3), cHHApoM CrHBeHca-DKOHCOHA, TOKCHYECKHH SITHACpMAIbHBIH
HEKPOJIH3 M JICKAPCTBEHHAS CHITb ¢ 303WHOpUIHCH U cucTeMHO#M cumnromaTukoit (DRESS-
CHHJAPOM) HEOOXOJHMO cpa3y »JK€ IIPEeKpaTHTh IIPHEM KIAPDHTPOMHIMHA M  HayaTh
COOTBETCTBYIOIIYIO TEPAIIHIO.

B ciyyac OJHOBpPEMEHHOTO TIPHMCHEHHS ¢ BapQapHHOM HIH JPYTHMH HETPSMBIMH
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COOTBETCTBYET 3KCT

ot 13.04.2023 N2 7121

(NOCNEAOBATENBEHOCTL 0001)

CMEPTHOMY OTYETY

AHTHKOATYIHTaMH HeoO0XoauMo KoHTpomuposaTe MHO u npoTpoMOHHOBOE BpeMs (CM. pa3jet
«B3auMoIcHCTBHE ¢ APYTHMHU JIEKAPCTBEHHBIMU IIPENIapaTaMu» ).

Crnenyer coOmoaaTh OCTOPOKHOCTb IPH OJHOBPEMECHHOM IPHMCHEHHH KIAPHTPOMHI[MHA ©
MEpOPaIbHBIMH aHTHKOATYJIHTAMH NPSIMOTO JICHOTBHS, TAKHMH KaK JJaGHTaTpaH, puBapokcabaH
U anuKkcabaH, 0cOOCHHO Y MAIIHEHTOB ¢ BHICOKUM PHCKOM Pa3sBHTHA KPOBOTCUCHHUS (CM. pa3/ieiibl
«C 0CTOPOIKHOCTBIO» H «B3aHMOICHCTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMHE ).
CreyuansvHas UHGOPMAYUs 0 6CHOMOSAMENbHLIX 6eUjecmeax

JIaKTO3BI MOHOTHAPAT

Ilpenapar @poMHIHA® YHO COAEPHKHUT JIAKTO3Bl MOHOTHApaT. llalMeHTaM ¢  peKo
BCTPCYAIOIICHCS HACJICACTBCHHOH HENMEPECHOCHMOCTBIO TaJIAKTO3BI, JACHHIIUTOM JIAKTA3bl HIIH
TIIOKO30-TaJaKTO3HOM MaababcopOIHed He cieIyeT IPUHUMATD STOT Mpenapar.

Hatpui

1 TabneTka, MOKPHITAs IUICHOYHOM 060I0uKoi, npenapata OpoMuIHA® YHO comepkuT 12,8 Mr
HaTpus (MeHbIIe | MMOIb HaTpus (23 Mr)), T. €., IO CYTH, HE COACPIKUT HATPHUSL.

2 TabIIeTKH, MOKPHITHIE TUICHOYHOH 060IouKoM, npenapata @pomumua® yHo coaepxkar 25,7 mr
HaTpHs, YTO SKBUBAJEHTHO 1,285 % MakcHMaJIbHOH CyTOUHOH J03BI (2 T HATpHS) A1 B3POCIIOTO,
pexomengoBaHHOH BO3. DTO0 HEOOXOMUMO YUHTHIBATH IMAI[HEHTAM, HAXOJSIHMCS Ha JHETE ©

OTpaHUYCHHEM IIOCTYIIJICHUS HATPHSL.

Binsinue Ha clIoco0HOCTD YHIPaBJATb TPAHCIIOPTHBIMH CpeACTBaMU, MEXaHU3IMaMH
I[aHHBIe OTHOCHTCJIBHO BJIMAHHSA KJIIApUTPOMHI[HHA Ha CIOCOOHOCTD YIIpaBJIATH TPaHCIIOPTHBIMH
CpeaAcTBaMHu, MCXaHU3MaMH OTCYTCTBYIOT.

CHGZ[yGT 006Il}0ﬂaTb OCTOPOKHOCTL IIpH  VIIPaBJICHHH  TPaHCIIOPTHBIMH CpCcACTBaMH,
MCXaHHu3MaMH, YUHTHIBasg MOTCHIHAJIBHYIO BO3MOXKHOCTDH TOJIOBOKPYIKCHH A, BCPTHTIO,
CIIYTAHHOCTH CO3HAHHUA H JAC30pHCHTAllHH, KOTOpPbIC MOI'YT BO3HHKHYTH IIpH IIPHMCHCHHH

AaHHOTO IIpcIiaparta.

dopma BBIMYCKA
TabneTku ¢ MPOTOHTHPOBAHHBIM BBICBOOOKIACHUEM, TIOKPHITHIE INIEHOYHOU 060104K0M, 500 M.
I[lo 5 wmu 7 Ttabnerox momemaroT B Omuctep u3 IIBX/TIBJIX — amomuHueBO#H (oJIbru
(PVC/PVDC-A).
Ilo 1 Gmuectepy (6mmuctep mo 5 tabneTok) wid no 1 wim 2 Gnuctepa (Gmuetep nmo 7 TableToK)

MMOMCIIAIOT B ITAYKY KapTOHHYIO BMCCTC C HHCT‘pyKI[I/[eﬁ IO MPUHMCHCHHIO.
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(NOCNEAOBATENBEHOCTL 0001)

Y ciioBHSA XpaHeHHA
IIpu temmepatype He Boiie 25 °C, B OpUTHHATIBHON YIIAKOBKE.

XpaHUTh B HETOCTYITHOM JUISl JISTEH MecTe.

Cpok roaHocT
3 roja.

He IIPHMCHATH IIO HCTCUCHHH CPOKa Ir'OJHOCTH.

YciaoBus OoTIyCcKa

OTHycKaroT MO PENETY.

B.rlane.ﬂeu PErUCT PAITMOHHOTO YIOCTOBE peHHHA

AO «KPKA, xa.1., Hoso mecTo», [lImapsenika necta 6, 8501 Hoso mMecTo, ClnoBeHuS

IIpousBoauTtenn

AO «KPKA, a.1., Hoso mecTo», [llmaprenika necta 6, 8501 Hopo mMecTo, ClioBeHHS
HaumenoBanue u apec opraHu3aniy, NpUHAMAOIIei NpeTeH3HN NOTpeduTe el

000 «KPKA-PYCx», 143500, Mockosckast 0611, 1. MeTpa, yn. MockoBekag, 1. 50
Tem.: +7 (495) 994-70-70, daxc: +7 (495) 994-70-78
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