COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 30.08.2024 N= 18277

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1702

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Knapurpomunus, 250 Mr, TaOJIeTKH, TOKPHITHIE TUIEHOYHON 000JI0YKOMH

Knapurpomunus, 500 Mr, TaGJIeTKH, TOKPHITHIE TUIEHOYHOH 000JI0YKOMH

2. KAYUECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB
JleficTByto11I€€ BEIIECTBO: KIIAPUTPOMHUITUH

Kinapurpomunun, 250 Mr, TablIeTKH, MOKPHITHIE ILIEHOYHON 000J10YKON

Kaxnas Tabnerka cogepxut 250 Mr KJ1apuTpOMHUIIMHA.
[TonHbIi IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBEIEH B pa3jedie 6.1.

Kiapurpomunug, 500 Mr, TabJIeTKH, OKPLITHIE INIEHOYHON 000JI0YKON

Kaxnas tabnerka copepxut 500 Mr KJIIapuTpOMHIIMHA.

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyieTKu, MOKPHITHIC TNICHOYHOM 000JIOYKOM

Knapurpomunus, 250 Mr, TabIeTKH, NOKPHITHIE IVIEHOYHOM 000J10YKON

JIBOSIKOBBINYKJIbIE TAOJETKU OBAJBHOW (DOPMBI, MOKPBITHIE IUIEHOYHOH OO0OJOYKOH CBETIIO-
JKEJITOro I[BETa, C IPaBUPOBKOM «D» Ha 07HOI cTOpOHE M IPaBUPOBKOM «62)» Ha Ipyroi.

Kinapurpomunug, 500 Mr, TabIETKH, MOKPLITHIE INIEHOYHON 000JI0YKON

JIBOSIKOBBINYKJIbIE TaOJETKH OBaJbHOW (DOPMBI, MOKPBITHIE IUIEHOYHON OO0OJOYKOM CBETIIO-

JKEJITOTO I[BETA, C TPaBUPOBKOH «D» Ha 0HOI cTOpOHE M TPaBUPOBKOH «63» Ha IpyToii.

4. KIMHUYECKHUE JJAHHBIE
4.1. IToka3aHus1 K IPUMEHECHHUIO
WH(pekroHHO0-BOCTANIUTEIbHbIE 3a00JieBaHu, BBI3BAHHBIE YYBCTBUTEJIbHBIMU K
KJIAPUTPOMULIMHY MUKPOOPTaHU3MaMH Yy B3pOCIBIX U JieTel crapiie 12 jiet:
e MH(EKIUN HIKHUX JbIXaTeNbHBIX MyTel (Takue Kak OpOHXUT, THEBMOHHUS);
e uH(EKINN BEpXHHUX JIbIXaTEJIbHbBIX MTyTeH (Takue Kak (papuHIUT, CHHYCHUT);
e yHpEKIUH KOXHM M MITKMX TKaHed (Takue Kak (DOJUTUKYJIMUT, BOCHAJICHHE MOIKOXKHOMN
KJIETYATKH, POXKA);
® IMCCEMUHUPOBAHHbIE  WJIM  JIOKAJM30BaHHbIE  MHUKOOAaKTepHadbHble  WMH(MEKIHHU,
BbI3BaHHBIE Mycobacterium avium u Mycobacterium intracellulare; nokanu3oBaHHbIC
uHdekuuu, BbeI3BaHHBIE Mycobacterium chelonae, Mycobacterium fortuitum w

Mycobacterium kansasii;
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e nmpoduIaKTHKa  pacCIpPOCTPaHEHUS I/IHd)eKH(II/H/EI::'_I %%EO“BE%: Cianiifdicom

Mycobacterium avium (MAC), BUY-undunupoBaHHbIM OONBHBIM C COJEpPKAHUEM
mamporutos CD4 (T-xenmepubix tumdorutos) He 6omee 100 B 1 mm>,;

® opamukanus H.pylori M CHWXKEHHE YacCTOThl PELUUAMBOB S3BBI JIBEHALATHIIEPCTHOM
KHUIIKH,

® OJIOHTOTCHHBIC UH(EKIIHH.

4.2. Pe:kuMm 103MPOBAHUA U CIIOCO0 MPUMEHEHU S

PexxuM J103upoBaHus

Bspocnvie

ITo 1 Tabnerke (250 mr) 2 pasa B IeHb.

B ciyuae Gonee Tsoxensix nH(ekuuit 103y yBennuubaroT 10 500 mr 2 pasa B JeHb.

OO0bIYHas TPOIOJKUTENIBHOCTD JIEYEHUSI COCTABIIAET OT 5 110 14 nHel.

HckmroueHne coCTaBiIsIFOT BHEOOJIbHIYHAS ITHEBMOHUS U CHHYCHUT, KOTOPBIE TPeOyIOT JICUeHUs
oT 6 1o 14 guei.

Ho3b1 0113 nevenuss MuKkobaKkmepuanbhvlx uHQexyuil, Kpome myobepkynesa:

[Tpu MukoGakTepuaabHbIX HH(EKIUIX PEKOMEH0BaHa 103a KiaaputpoMmuurHa 500 mr 2 pasa B
JICHb.

Jleuenue nuccemunupoBaHHbx MAC wunbpekuuit y mnamueHtoB co CIIWI (curapom
OpUOOPETEeHHOT0 HUMMYHOJeQHIMTA) CcJlelyeT NpoaoDKaTh A0 TeX MOop, IOKa HMeeTcs
KJIMHUYECKasi 1 MUKpoOuonorudeckas 3¢p¢ekTuBHOCTb. KiapuTpoMulivH cienyer Ha3HayaTh B
KOMOWHAIMK C APYTUMH aHTUMUKPOOHBIMH TperapaTaMH, aKTHBHBIMH B OTHOIICHUH JaHHBIX
BO30yauTenel. JITUTENbHOCTh JIeUEHUS JAPYTHMX HETYOepKyJe3HbIX MHUKOOAKTepUaTbHBIX
UHQEKIMI ycTaHaBIMBaeT Bpay.

s npogpunakmuxu unghexyuii, evizeannvix MAC:

Pexomennyemas f1o3a KiIapuTpoMHIMHA U1t B3pocibix — 500 Mr 2 pasa B JI€Hb.

Ilpu o0onmozennvix ungexyusax no3a KiaputpomunrHa cocranister 250 mr (1 Tabnerka) 2 pasa
B JICHb B TeUCHHUE 5 JHEM.

s spaouxayuu H. pylori.

VY nanueHToB ¢ sI3BEHHOW 00JIe3HBIO, BhI3BaHHOM MHbeKImen H. pylori, Ki1apuTpoOMHIIMH MOYXKHO
Ha3HayaTh 1o 500 Mr 2 pa3a B 1eHb B KOMOMHALIMYU C APYTUMH aHTUMHKPOOHBIMHU IpernapaTaMu
¥ UHTUOUTOpaMH NMPOTOHHOTO HAacoca B TeueHue 7—14 aHel, B COOTBETCTBUM C HAIMOHAIbHBIMU
U MEXYHAPOTHBIMHA PEKOMEHIAIMSIMHU 110 JieueHu o uapekuu H. pylori.

Oco0ble TPVIIILI TAIMEHTOB

Hauuenmbl C NOYEYHOU HedOCMAMOYHOCMbIO
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BonbHBIM ¢ KIupeHcoM KpeaTuHHHA MeHee 3(] MH/MHﬁ%éHEE%EﬁJm}H}:%EﬁHOﬁ' Hosbi

KJIapuTpoMuuHa, T.e. 250 mr (1 tabnerka) 1 pa3 B neHb wid, npu 0ojee THKENbIX WHPEKIUIX,
no 1 Tabnerke (250 mr) 2 pa3a B AeHb. JleueHue Takux OONBHBIX MPOJOJDKAIOT HE Oojee 14
THEHN.

eTu
Pexxum nosupoBanust y aereid or 12 no 18 J€T COOTBETCTBYET pEeXHUMY JO3MPOBAHUS Y
B3pocCibIX. lIpuMeHeHue KIapuTpOMHIMHA B BUAE TaOJeTOK y nerei muaame 12 mer He
U3y4anoch.

Cnoco0 rIpuMeHeHus

[ns npuema BHyTpb. He3aBUCHMMO OT npriema NuIiu.
4.3. IIpoTBONOKA3aHUSA

e [ UmepuyBCTBUTENBHOCTh K KIAPUTPOMUIIMHY, MAaKpOIuIaM WJIM K JIOO0OMYy U3
BCIIOMOTaTeNbHBIX BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1.

e OpHOBpEeMEHHBIN MPUEM KIAPUTPOMHIIMHA CO CIEAYIOLIMMU IMpernapaTaMu: acTEMHU30II,
U3anpui, TuMo3u, tepdenanun (cM. pasaen 4.5).

e  OaHOBpPEMEHHBIH MMPHUEM KJIAPUTPOMHUIIMHA C IOMUTAUAOM (cM. paszen 4.5),

e OpHOBpEeMEHHBI MpUEM KIAPUTPOMHUIIMHA C AIKAIOUJAAMHU CIHOPBIHBH, HAIpUMEp
IProTaMuH, AUTUAPOIProTaMuH (cM. pazzen 4.5).

e OpHOBpEeMEHHBIH TMpUEM KJIAPUTPOMHUIIMHA C MHUAA30JaMOM JUIS  [E€POPAILHOTO
npuMeHeHus (cM. pazzaen 4.5).

e OpHOBpeMeHHBIH TMpHeM KiaputpoMuiiiHa ¢ uHruouropamu ['MI-KoA-pemaykrassl
(craTMHaMH), KOTOpblE B 3HAYMTEIbHON CTENEHM METa0OIM3UPYIOTCS H30(PEpMEHTOM
CYP3A4 (noBacTaTH, CHMBACTaTHH), B CBSI3U C TMIOBBLIIIEHHEM pHUCKAa MHUOMATHH,
BKJTIOYast pabomMuoin3 (cM. pazaer 4.5).

e  OHOBpPEMEHHbIH MMPHUEM KIAPUTPOMUIIMHA C KOJIXUIIMHOM (CcM. pasjen 4.5).

e  OIHOBpPEMEHHBIH MPHUEM KIAPUTPOMUIIMHA C TUKATPEIOPOM MITH PAHOJIA3UHOM.

e VYmmuenne wuHTepBata QT B aHamHese (BpOXKIEHHOE WJIH TNPHOOPETEHHOE
3aperucTpupoBaHHOe y/uIMHEeHHEe nHTepBana QT) wiu kemynoukoBasi apuTMUS, BKIIIOUast
KEITYI0YKOBYIO TAXUKAPIUIO TUTIA «UPYIT» (cM. pa3zensl 4.4 u 4.5).

e KiapuTpoMuIiH HE CcJeIyeT TMPUMEHATh Yy TAIUeHTOB C  3JCKTPOJUTHBIMH
HapyHmIeHUSIMHA (THUTOKAJIHEMHUEH WM TUIIOMAarHUEMHEH) B CBS3H C PHCKOM YITMHECHUS
untepBana QT (cm. pasznen 4.4).

e Tsxenas meyeHOYHass HEAOCTaTOYHOCTh, IMPOTEKAIOIIas OJHOBPEMEHHO C IOYEYHOM

HEAOCTATOYHOCTBIO.
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XonecTaTuueckas JKeNTyXa/TernaTuT B aHaMﬁng:::g%ﬁE%y H ";:II" Ef)'plrlMé{frle'HHH

KJIapuTpoMuiHa (cM. pasaen 4.4),
[Topdupus.
[lepuon rpyIHOTO BCKapMITHBAaHUS (JIAKTAITHS).

Bo3spact 10 12 et (3¢ hekTUBHOCTS U 6€30I1aCHOCTh HE YCTAHOBJICHBI).

4.4. OcoOble yka3aHHus U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHHU U

C 0CTOPOKHOCTBIO

[Toueuynas HEIOCTATOUYHOCTD CPENHEN U TSAKEIION CTEIICHHU.

[leyeHoUHAst HEIOCTATOYHOCTh CPEAHEN U TSHKEIJION CTEEHHU.

OpHOBpeMEHHBI  IpUeM  KJIApUTPOMHULIMHA C  OEH30AMa3eNMHAMU,  TaKUMU
KaK anmpaszojiaM, TpHa3oJjiaM, MHJ1a30J1aM JUIsl BHYTPUBEHHOTO MPUMEHEHUS WU IS
HAHECEHMsI Ha CIIM3UCTYIO0 000JI0UKY pTa (CcM. paznen 4.5).

OnHOBpEMEHHBII MPUEM C TpernapaTaMu, KOTOPbIE METaOOIU3UPYIOTCS U30(PEepMEHTOM
CYP3A, mwnampumep, kapbamazenuH, IUIOCTa30J, UHUKJIOCHOPUH, JTU30MUPAMU],
METHIIIIPETHU30JI0H, OMEIPa30Jl, HEMpsMbIe AaHTHKOATYJSHTHI (Hampumep, Bapdapun),
XUHUIUH, pudaldyTH, CriiaeHapuI, TaKPOIUMYC, BUHOJIACTHH (CM. pasnen 4.5).
OpHoBpeMEeHHBIH MpHEeM C mpenaparamu, uUHAynupyoomumu uzopepment CYP3A4,
Hanpumep, pudaMuiuH, GeHUTONH, KapOama3enuH, denobapbura, 3BepoOOi
HpPOABIPSBICHHBIN (cM. paznen 4.5).

OnHOBpEMEHHBIM MNpPUEM KIAPUTPOMHUIIMHA CO CTaTUHAMM, HE 3aBUCSIIUMH OT
metabonusma nzopepmenta CYP3A (nanpumep, ¢uryBactatus) (cM. pazaen 4.5).
OnHOBpeMEHHBIN TTpHUeM ¢ OIIOKATOpaMHU «MEJUICHHBIX» KalbIIMEBBIX KaHAIOB, KOTOPHIE
meTtabommzupyrorcs uzopepmentom CYP3A4 (mampumep, Bepamamul, amJIOJUIUH,
TUJITHA3EM).

OnHOBpEeMEHHBIM TMpUEM KJIAPUTPOMHUIIMHA C TEPOPATbHBIMUA AHTUKOATYJISTHTaMU
NpsIMOTO JIEHCTBUSI, TAKUMH Kak jaburarpaH, puBapokcabaH, ammkcabaH, 0COOCHHO Yy
MAIMEHTOB C BHICOKUM PUCKOM Pa3BUTHS KPOBOTCUEHUH.

[MarmenTsl ¢ umemuueckodt Oonesnbto cepama (UBC), Tskenoir  cepaedHoin
HEJI0OCTAaTOYHOCTHIO, TUTTIOMAarHUEeMHUEH, HapyIICHUSIMU TTPOBOJAUMOCTH WIIA KIMHUYECKU
3HAUMMOM Opaaukapaueil, a Takke NalMeHThl, OJHOBPEMEHHO MPUHUMAIOIINE
aHTHapuTMUYeckue mpenapatel [A kmacca (xuHUAMH, mpokaumHamun) u Il xmacca

(modberunua, aMruOIapOH, COTAIION).

bepemeHHOCTD.

Oco0ble yKazaHus
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dsoaHIIo - Koo ¢

> 100 § =1
JnmuTenbHbIA  TIPUEM AHTUONOTUKOB MOXKET HpI/IBkJHPrrB'—”':K:L"-O%'p

YBEJIMUEHHBIM KOJMYECTBOM HEYYBCTBUTEIBHBIX OakTepuil W rpuboB. [lpu cymepuHbekunu
HE00X0IMMO Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAIHIO.

Haznauenne kmapurpoMuniiHa O€peMEHHBIM JKEHIIMHAM  JOJDKHO MPOBOAUTHCA MpHU
TIIATETFHOM OI[EHKE COOTHOLIEHHS PUCKA U MOJIb3bl, 0COOEHHO B TEUEHHUE MEPBBIX TPEX MECSIIEB
OEpEeMEHHOCTH.

[Ipy mpuMeHEeHUH KIAPUTPOMHUIIMHA COOOINATOCh O TMEUYEHOYHOW MUChYHKIMU (TIOBBINICHUE
AKTUBHOCTH TMEYEHOYHBIX (DEPMEHTOB B KPOBH, T'€MaTOLCIUTIOJISIPHBIN M/WIM XOJeCTaTUYECKUI
renaTuT C KeATyxol min 0e3). [ledeHouHass TUCPYHKINS MOXKET OBbITh TSDKEJIOH, HO OOBIYHO
ABIsieTcs oOpaTMoil. IMeroTes ciyyan meuyeHOYHOH HE0CTaTOYHOCTH C JIETATbHBIM UCXOJIOM,
TJIaBHBIM 00pa3oM, CBSI3aHHBIE C HAJTMYHMEM CEpPhE3HBIX COMYTCTBYIOIIUX 3a00JCBaHUN W/WIH
OJIHOBPEMEHHBIM IPUMEHEHUEM JPYTUX JIEKapCTBEHHBIX cpencTB. [Ipu mosBieHnn NpU3HAKOB U
CUMITOMOB renaTUTa, TAKUX KaK aHOPEKCHUS, JKeITyXa, HOTEMHEHUE MOYH, 3y, O0JIE3HEHHOCTh
YKUBOTA MPH MATBIAINH, HEOOX0IMMO HEMEUICHHO MPEKPATUTh TEPAITHIO KIIAPUTPOMUITTHOM.
[Ipyn HaMMYMK XPOHHUYECKUX 3a00JICBAaHWUN IIEYCHH HEOOXOJMMO IPOBOAWTH PETYJISPHBIN
KOHTPOJIb (PEPMEHTOB CHIBOPOTKHU KPOBHU.

[Ipy neyeHMH TPAKTUYECKH BCEMH AaHTHUOAKTEPHAIBHBIMH CpPEACTBAMH, B TOM YHCIIE
KJIAPUTPOMHILIMHOM, OITMCAHBI CIyYan MCeBAOMEMOPAHO3HOTO KOJIUTA, TSKECTh KOTOPOTO MOXKET
BAPBUPOBATHCS OT JIETKOM [0 yrpoxawmied ku3Hu. [Ipu JedeHMHM MNpakTUYECKU BCEMU
aHTHUOAKTepUATbHBIMU CpPEJCTBAMH, B TOM YHCIIEe KIAPUTPOMHIIMHOM, OIMCAaHBl CIy4Yau
Clostridium difficile - acconuupoBanHOl aHapew, THKECTh KOTOPOW MOXKET BapbUPOBATHCSA OT
JIETKOM JHMaped J0 YTPOXKAMOIIETO XU3HU KONWTa. AHTHOAKTepHAbHBIC IPETapaTrbl MOTYT
U3MCHHUTh  HOPMAJIBHYIO  MHUKpPOQIIOpY  KHINEYHHKA, YTO  MOXKET  TPHBECTH K
pocry C.difficile. IlceBmomeMOpano3HbIii K0IMT, Bhi3BaHHBIN Clostridium difficile, Heo6xomumo
MOJI03peBaTh y BCEX MAIMEHTOB, HCHBITHIBAIOIIMX TMOSIBICHUE AHApEd TOCIe MPUMEHEHUS
AHTHUOAKTEPUATBHBIX CPEJICTB.

[Tocne mpoBeneHuss Kypca aHTUOMOTHUKOTEpANMU HEOOXOIUMO TIIATEIBHOE MEIUIIMTHCKOE
HaOmoleHue 3a manueHToM. OMHUCHIBATKMCH CIydad pPa3BUTHS TICEBIOMEMOpPAHO3HOTO KOIUTA
cIycTs 2 Mecslla mocie nprueMa aHTHOUOTHKOB.

[Tpu meyeHMW MakpoOJIHMIAMH, BKIFOYAs KJIAPUTPOMHUIINH, HAOIIONANOCH yIUTMHEHUE CepAcUHON
penossspr3anuu 1 uHTepBasia QT, BBI3BIBas PHUCK pa3BUTUSA CEPICYHOM apUTMUU H
KEITyTOYKOBOU TaXUKApIUH TUIIA «ITHPYIT» (cM. pasnen 4.8).

Tak Kak cleAyroIue CUTYallid MOTYT MPUBECTH K YBETUYCHUIO PUCKA PA3BUTHS KEITyTOUKOBBIX
apUTMHHN (B TOM YHCIIE JKETYTOYKOBOH TaXUKAPIAWH TUIIA KITHPYIT»), TO:

- KIIApUTPOMUIHUH HE JOJDKCH NPUMCHATHCA Y CICAYIOIINX KaTeFOpI/Iﬁ Al EHTOB!
5
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e Yy NALMEHTOB C FMIOKanueMuei (cM. pasfien 4.3)iNOCNELOBA

e y MaIMCHTOB C TMIIOMarHueMueii (cm. paszzaen 4.3);
e OJHOBPEMEHHOEC Ha3HAYCHHE KIAPUTPOMHIMHA C aCTEMH30JI0M, IIM3alpHIOM,
UMO3HI0M U TepPeHaIMHOM IIPOTHUBOIMOKa3aHo (cM. paszen 4.3);
e Yy MAalMEHTOB C BPOXJCHHBIM WJIH MPUOOPETEHHBIM 3apETUCTPUPOBAHHBIM YJIMHEHUEM
untepBasia QT win HATMYKEM KETyI0YKOBOM apuTMUH B aHamMHe3e (cM. pazaen 4.3).
- KIITAPUTPOMHMIIMH JI0OJDKEH IPUMEHATHCSA C OCTOPOKHOCTD Y CIEIYIOIUX KaTErOpuil MalueHTOB:
e y mamuentoB ¢ WBC, Tsxkenoil cepliedHOM HEIOCTATOYHOCTBHIO, HAPYUICHUSIMHU
MIPOBOAMMOCTH WM KJIMHUYECKU 3HAYUMOM OpaguKapauei;
e y TMAalMEHTOB, OJHOBPEMEHHO MPHHUMAIONIMX JPYTHe JIeKapCTBEHHBIC IIperaparsl,
cBsi3aHHbIC ¢ yynHeHueM nHtepBaia QT (cMm. pasnuen 4.5).
B xoze snuaeMuonornueckux UccieA0BaHu M0 H3yUYEHUIO PUCKa HEOIaronpUusTHBIX CeplIedHO-
COCYAMCTBIX HCXOJOB TPHU MNPUMEHEHHH MAaKpPOJHUIOB ObUIM TMOJXY4YeHbl HEOJIHO3HAYHbBIE
pe3ynpTathl. B HEKOTOpHIX  HAOMIONATENBHBIX  HCCIEAOBAaHUSAX  OBUI  yCTAHOBJICH
KPaTKOBPEMEHHBI PHCK pa3BUTHS apUTMHH, WH(papKTa MHUOKAapAa W CMEPTH OT CepAeYHO-
COCYAMCTHIX 3a00JI€BaHMI, CBSI3aHHBIN C IPUMEHEHHUEM MaKpOJIUIOB, BKIIIOUasl KIAPUTPOMHUIIMH.
[Tpu Ha3HAYEHUM KJIAPUTPOMUIIMHA CIIETYET COOTHOCUTH MpPEIoiaraeMylo MOjb3y OT MpuemMa
npernapara ¢ JaHHBIMUA PUCKaMHU.
Bo3MOXXHO pa3BUTHE TEPEKPECTHOM pPE3MCTEHTHOCTH K KIAPHUTPOMHUIIMHY U JPYTHM
AHTUOMOTHKAM TPYIIHI MAKPOJIHJIOB, a TAK)KE JIMHKOMUIIMHY U KITUHAAMUIIUHY .
YuauThIBas PacTYIIyl0 PE3UCTEHTHOCTH StreptocoCcCUS pneumoniae k- MakpoiIuaaM, BaXKHO
IPOBOJIUTHh TECTHPOBAHNE UYBCTBUTEIHHOCTH NP HA3HAYCHUW KIAPUTPOMHUIIMHA TTALMEHTaM C
BHEOOJILbHUYHOUW TMHEBMOHHMEH. [lpu rocnuTanbHOM MHEBMOHUU KIAPUTPOMHUIIMH CIIETYET
MPUMEHSTh B KOMOMHAIIMH C COOTBETCTBYIOIIUMHU aHTUOMOTHKAMHU.
Wudekunn KOXKM W MITKUX TKaHEH JEerkol M cpelHed TsHKeCTH dYalle BCEro BbI3BaHBI
Staphylococcus aureus u Streptococcus pyogenes. IIpu stoM 00a B030yauTeNss MOTYT OBITH
YCTOMUYMBEI K Makpoiuaam. [109ToMy Ba)XHO IIPOBOJHTH TECT HA YYBCTBUTEIBHOCTb.
MakponuIsl MOXKHO TIPUMEHSTh NMPH WHQEKIMsX, BhI3BaHHBIX Cotynebacterium minutissimum,
3aboneBanusx acne vulgaris u poka, a Takke B TEX CHTYyallUsX, KOTJa HENb3s MPUMEHSITH
TICHUIIAJUTAH.
B ciyuae mosiBIIeHHsI OCTPBIX peakluii TUIIEPUYyBCTBUTEIBHOCTH, TAKUX KaK aHa(pHUIaKTHUECKas
peakxiusi, TSHKENbIE KOXKHBIEC JIGKAPCTBEHHBIC peaKInu (HampuMep, OCTPhIN TeHepaTu30BaHHBIN
HK3aHTEMATO3HBIN MycTyse3), cuHIpoM CTHBeHca-/[KOHCOHA, TOKCHYECKUH SMHUISpMaIbHBINA
HEKpOJIU3 M JIEKapCTBEHHAs ChIb € 303uHO(MIMEeN u cucreMHoi cumnromaTtukoil (DRESS-

CHUHApPOM) HEoOXOauMO cpa3y K€ NpPeKpaTUTh NpuUeM KIApUTPOMHUIIMHA M  HayaTh

6
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COOTBETCTBYIOIIYIO TEPAIHIO.

[lepen Ha3HAYCHHEM KIAPUTPOMHIIMHA BCEM MAIUEHTAM, NMPHUHUMAIOIIUM THIPOKCHUXJIOPOXUH
WIH XJIOPOXWH, THIATEIFHO B3BECHTE COOTHOIICHHUE MOJIb3bl M PHUCKA U3-32 MOTCHIUAIHHOTO
MIOBBIIIEHHOTO PHCKA CEPICYHO-COCYIMCTHIX COOBITUH M CEpACYHO-COCYTUCTOH CMEPTHOCTH
(cMm. pasgen 4.5).

B cnyuae coBMecTHOro mpuUMEHEHHS C BaphapuHOM WIH JPYTHMH  HENPSIMBIMHU
AHTUKOAryJITHTaM U HeoO0XxoauMo KoHTponupoBath MHO (MexIyHapoJHOE HOPMAaTH30BAaHHOE
OTHOIIICHKE) ¥ TPOTPOMOUHOBOE Bpemst (cM. paszen 4.5).

4.5. B3aummopgeiicTBMe ¢ JPYrHMM JIEKAPCTBEHHBIMHM MpenapaTaMu W Jpyrue BHJbI
B3aUMO/IeHCTBUS

Ipumenenue CJZ@@VIOWMX npenapamos _CoOBMeCniHO C KaapumpomMuyuHom npomueonokdasano 6

C6A3U C 603MOHCHOCNTIBIO pA36UMUA CEPLE3IHBIX nobounbIX 3d)¢€Km06.’

Hu3zanpuo, numosuo, mepghenaoun u acmemuzon

[Tpr coBMECTHOM TIpHeMe KJIApUTPOMHUIIMHA C IH3AMPHUIOM, TTUMO3HIOM, TepPEeHATMHOM HIIN
aCTEMHU30JI0M COOOIIAJIOCHh O TOBBIIICHUH KOHIEHTPAIMU MOCJIEIHUX B IUIa3ME€ KPOBH, YTO
MOJKET MPUBECTH K YNIMHEHUIO0 MHTepBaia QT U MOSBICHUIO CEPIECYHBIX aPUTMHI, BKIIOYAs
KEITYA0YKOBYIO TaXUKApAUI0, GPUOPUILIAIUIO JKETYJOUKOB M KEITYyA0YKOBYIO TaXUKAPIUIO THUIIA
«mupya3™ (cM. pasznen 4.3).

Muoa3zonam 014 nepopanbHo20 npumeHeHus

[Tpu coBMecTHOM MPUMEHEHUH MHIa30ama U KIapuTpoMuiimHa B opme tadnerok (500 mr asa
pasa B JeHb) oTMedanoch yBeaumuenne AUC (mog  (apMakOKHHETHUYECKOH KpPUBOM
«KOHIICHTpAIMSA-BpEMsi») MHUIa30jlaMa B 7 pa3 mocje nepopaibHoro mnpuema. OIHOBPEMEHHBIH
MPUEM KJIAPUTPOMHUIIIHA ¢ MHAIA30JIAMOM JIJISI IEPOPATTLHOTO TIPUMEHEHUS IPOTUBOIOKA3aH (CM.
paznen 4.3).

Ankanouowt cnopvinbvu

[TocTMapKkeTHHTOBBIE HCCICIOBAaHUS IMOKA3bIBAIOT, YTO TPH COBMECTHOM TNPUMEHEHUHU
KJIAPUTPOMHIIMHA C YPTOTAMUHOM WJIH JTUTHIPOIPTOTAMHHOM BO3MOXKHEI Clieayrommue 3 (eKTsl,
CBSI3aHHBIE C OCTPHIM OTpaBJICHHEM IMperapaTamMy TPYIIbI 3PTOTAMHHOB: COCYIUCTBIN CHa3M,
UIIeMHsT KOHEYHOCTEH M Jpyrux TKaHeW, BKIIoYas IICHTPAIbHYIO HEPBHYIO CHUCTEMY.
OnHOBpEeMEHHBI TIPUEM KJIApPUTPOMHIIMHA C AITKAJIOWIAMH CIOPBIHBM IMPOTHBOIOKAa3aH (CM.
paznen 4.3).

Huzubumoper I'MI-KoA-pedykmaswl (cmamunol)

OnHOBpeMEHHBI  TpUEM  KIAPUTPOMUIIMHA C  JIOBAaCTaTHHOM WM  CHUMBAacCTaTHHOM
MPOTUBOIMOKAa3aH (cM. pazien 4.3) B CBSI3U € TEM, YTO JJaHHBIC CTATHHBI B 3HAYUTEIILHON CTEIICHU

MeTtabonmzupyroTcs nzopepmentom CYP3A4, u coBMecTHOE TPUMEHEHHUE C KIAPUTPOMHUIIUHOM
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MOBBIIIAET UX CHIBOPOTOUYHBIE KOHIIEHTPAIUH, |4TO npﬁg(')_::'u;rr-l @%%E‘L“I&%M '{551(:'_1& I'Fl!);'lg;ﬁTI/IH

MHUOMATHUH, BKIIOYas padmomuonu3. Coolmanock o ciaydasx pabJoMHoNm3a y TNAlMEeHTOB,
MPUHUMABIINX KIAPUTPOMHUIIMH COBMECTHO €  JIaHHBIMH  Tpermapatramu. B ciiydae
HEOOXOIMMOCTH NPUMEHEHHUSI KIAPUTPOMHIIMHA CIICAYET MPEKPATUTh MPUEM JIOBACTaTHHA HITU
CHUMBAacTaTHHA Ha BpEMsI TEPaIlny.

KnaputpoMuniiH clieflyeT MpUMEHSTh C OCTOPOXHOCTBIO TPU KOMOWHHUPOBAHHON Tepamuu C
JIPYTHMH CTaTHHaMH. PeKoMeHJyeTcsi MPUMEHSTh CTAaTUHBI, HE 3aBUCAIIME OT MeTaboim3Mma
nzopepmenra CYP3A (mampumep, ¢uryBactatu). B ciiydae HE0OOXOAMMOCTH COBMECTHOT'O
npreMa PeKOMEHAYEeTCS NMPUHUMATh HAMMEHBIIYI0 103y cTatuHa. ClelyeT KOHTPOJIHPOBATH
pa3BUTHE IPU3HAKOB M CHMIITOMOB MUOTIATHH.

Jlomumanuo

OpnHoBpeMEHHBI TMpUEM KIAPUTPOMHIIMHA C JIOMUTAlNUAOM IPOTHBONOKAa3aH M3-3a PHUCKa
CYIIECTBEHHOT'O MOBBIIICHHS AKTHBHOCTH TPaHCAMUHA3 B I1a3Me KpoBH (cM. pasaen 4.3).

KOM6uHauuu, mpe6w0wue NPUMEHEHUA C OCIMOPOAHCHOCHIBIO

Coemecmnoe npumenenue ¢ 2uOPOKCUXIOPOXUHOM U XJI0POXUHOM

JlaHnHple HaOMIOJEHMH IOKa3aJid, YTO COBMECTHOE IPUMEHEHHE a3UTPOMHUIMHA ¢
THJIPOKCUXJIOPOXHMHOM y NAalMEHTOB C PEBMATOUIHBIM apTPUTOM CBSA3aHO C IOBBIIIEHHBIM
PUCKOM  CEpJEYHO-COCYAUCTBIX COOBITMM M CepAedHO-COCyIucTOM cMmepTHocTu. M3-3a
BO3MOJXHOT'O aHAJOI'MYHOr0 pHCKa IPpU MPUMCHCHUH JAPYIrux MAaKpOJHMIOB B COUCTAHHU C
TUAPOKCUXIJIOPOXUHOM WIIM XJIOPOXHUHOM CJIELYET TIATEIBHO B3BECUTh COOTHOLLIEHUE MOJIB3bI U
pHucKa, TMpexae YeM Ha3HauaThb KJIAPUTPOMUIMH JIFOOBIM MAIMeHTaM, NPUHUMAIOLIIM
TUAPOKCUXITIOPOXHH HUJIN XJIOPOXHUH.

Bausnue opyzux nexkapcmeeHHbIX RPEenapamos Ha KiapumpomuuuH

[Tpenapatsl, saBnstommecs uHAykropamu uzopepmenta CYP3A (manpumep, pudamnunmus,
¢denuronH, kapbamasenuH, peHodbapOuTa, 3Bepo0oi MPOABIPSABICHHBIN), MOTYT UHIyLIUPOBATh
METa0O0IM3M KIAPUTPOMHULIMHA. DTO MOXKET NMPHBECTH K CyOTepaneBTHYECKOW KOHIICHTPAIUU
KJIAPUTPOMHIIMHA, YTO MPHUBOJHUT K CHIDKEHHIO ero 3¢dexrnBHOCTH. Kpome TOr0O, HEOOX0IMMO
HaOIr01aTh 3a KOHILEeHTpanued uHaykTopa m3opepmenta CYP3A B mima3Me KpoBH, KOTOpas
MOJKET TOBBICUThCS M3-3a uMHTrHOMpoBaHusa uzopepmenta CYP3A wximapurpomunaom. Ilpu
COBMECTHOM TIpUMEHEHHMH pudadyTHHa W KIAPUTPOMHIIMHA HAONIOIAIOCH TTOBBIIICHUE
IUTa3MEHHOW KOHIIHTpanuu pupadyTHHA W CHWKCHHE CBHIBOPOTOYHOW KOHIICHTPAIUU
KJIAQpUTPOMUILIMHA C TIOBBIIIEHHBIM PUCKOM pa3BUTUs yBeuTa. Clemyionye mpenapaTsl
001aJat0T TOKa3aHHBIM WJIM MIPEANoIaraeMbIM BIMSHUEM Ha KOHLEHTPAIMIO KIAPUTPOMUIIMHA B
IUla3Me KpPOBH;, B CIlydaeé WX COBMECTHOTO NPHUMEHEHHS C KIAPUTPOMHUIIMHOM MOXKET

HOTpe6OBaTBC$I KOppPEKIUA 103 UK IIEPEXO/] HAa AJIbTCPHATUBHOC JICUCHUC.
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Igasupens, nesupanun, pugpamnuyun, pugadymun u':%z%;'TEHE'H':-' CTb 0002)

CunbHblE HMHIYKTOPBI CHCTeMbl nuroxpoma P450, Ttakue kak 3QaBUpeH3, HEBHpAIHH,
pudamnuiuH, pudaOyTuH U pudaneHTHH MOTYT YCKOPSATh METa0O0IM3M KIAPUTPOMUIIMHA H,
TakuM 00pa3oM, IOHW)KAaTh KOHIEHTPALMI0 KIAPUTPOMHIIMHA B IUIa3ME€ U OCIA0IATh
TepaneBTUYECKHi 3P HeKT, U BMECTE C TEM MOBBIIIATH KOHIIEHTpanuo 14-OH- knaputpoMunraa
- MeraboinTa, TaKXKe SBIAIOMIETOCS  MHKPOOHMOJIIOTMYECKHM  aKTUBHBIM.  IlOCKONBKY
MUKpPOOHOJIOTMYECKAsE aKTUBHOCTh KJIapUTpoMHUIIMHA U 14-OH-Kki1apuTpoMuIIHA OTIMYAETCS B
OTHONIICHUH pa3NUYHbIX OakTepuii, TepaneBTUYeckuil »G(GEeKT MOKET CHIKAThCA IpU
COBMECTHOM MPUMEHEHUH KJIApUTPOMHUIIMHA U UHIYKTOPOB (PEpPMEHTOB.

Ompasupun

KoHnuenTpanus KIapuTpoOMHUIIMHA CHUYKAETCS] IPU UCIOIb30BaHUM ATPABUPHHA, HO ITOBBIILIAETCS
KOHIIEHTpaluss akTuBHOro Merabonura 14-OH-knaputpomunmua. Ilockoneky — 14-OH-
KJIApUTPOMHUIIMH 00J1a/1aeT HU3KOM aKTUBHOCTBIO 10 OTHOIICHHIO K MHeKkuuaM Mycobacterium
avium complex (MAC), MOkeT MEHSATHCSL 0011asi aKTUBHOCTH B OTHOIIIEHUH 3THX BO30YIUTEIICH,
no3romy juid nedenuss MAC crnenyer paccMarpuBaTh allbTEPHATUBHOE JIEUEHHE.

Daykonazon

CoBMecTHBII npueM ¢iykoHaszona B go3e 200 Mr exxeJHEBHO U KJIapuTpoMuiiuHa B g1o3e 500 mr
IBa pa3a B JieHb Y 21 370poBOro M00pOBOJIBIA MPHUBENIO K YBEIMYECHUIO CPEAHEr0 3HAYCHUS
MUHUMAJIBHON PaBHOBECHOH KOHIeHTparuu KiaputpoMuiiiHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpPHUEM 3HAYUTEIBHO HE BIMSUI Ha CPENHION
PABHOBECHYIO KOHIEHTpalMI0 akTUBHOTO Merabonurta 14-OH-knapurpomununa. Koppekiys
J103bl KJIAPUTPOMMUIIMHA B CIIy4ae COMYTCTBYIOIIETO MpruemMa (piykoHa3oJia He TpeOyeTcs..
Pumonaeup

PapMaKOKMHETUYECKOE UCCIIEIOBAHNUE MOKA3aJI0, YTO COBMECTHBIN IPUEM PUTOHABHpA B J103€
200 Mr kaxkaple BOCEMb 4acoB M KiapuTpomuiuHa B 1o3e 500 mr kaxasle 12 gacoB NMpuBEN K
3aMETHOMY TMOJABJIEHHIO MeTabonu3Mma kiapuTpomuiHa. [lpu coBmecTHOM mpueme
putoHaBupa Cmax KJIapuTpoMULIMHA yBenauuniach Ha 31 %, Cmin yBemuunnach Ha 182 % u AUC
yBenuuuiach Ha 77 %. Bbuio oTMeueHo MpakTUYeCKH MOJIHOE MojaBieHue oopaszoanus 14-OH-
KJIApUTPOMHMLIMHA. briaromapss IMMpPOKOMY TEpareBTUYECKOMY JHAla3oHy KIapUTPOMUIIMHA
YMEHBIIIEHWE €r0 JI03bl Y TAIMEeHTOB C HOPMAJIbHOW MouyedHOW (yHKIHer He TpelOyercs. Y
MAIMEHTOB C TOYEYHON HEIOCTATOYHOCTHIO 1€JIECO00Pa3HO PACCMOTPETH CIIEIYIOIINE BApUAHThI
koppekiuu 10361 pu KK 30—60 mu/MuH 1032 KIapUTPOMHIIMHA JIOJKHA ObITh YMEHBIIIEHA Ha
50 %; mpu KK (xmupenc kpeatnHana) meHee 30 MII/MUH J103a KIapUTPOMUIIMHA JIOJDKHA OBITH
yMeHbllleHa Ha 75 %. PutoHaBup He cienyeT COBMECTHO MPUHUMATh C KIAPUTPOMMIIMHOM B

J103ax, MPEBBIIAIOMUX | T/1¢Hb.
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CXoJiHbIE KOPPEKIUMU 103 JTOJHKHBI paccMaTpHUBAThHCS §%EME%T%%B:¢%%HH%

MOYEK, ©CJIM PUTOHABUD UCIONB3YeTCs KaKk (apMaKOKMHETUYECKHHA  «YCHJIUTENbY» MpU
IPUMEHEHUN JpYrMX HMHrUOUTOpoB mporeazbl BUY, Bkirouas aTazaHaBup U CAKBUHABHP (CM.
nozpasen «/IByHarpaBiieHHOE B3aUMO/ICHCTBHE JISKAPCTBY).

Heiicmeue Kknapumpomuyuna Ha opy2ue J1eKapcmeeHHbvle nPenapantsl

Anmuapummuyeckue cpeocmea (XUHUOUH U OU3ORUPAMUO).

B03MOXHO BO3HHMKHOBEHHE J>KEIIyJ0YKOBOM TaxXWKapAHM TUIA «IIHPYIT» IPH COBMECTHOM
MPUMEHEHUU KIapUTPOMUIIMHA U XUHUAWHA WK au3onupamuia. [Ipu ogHOBpeMeHHOM npueme
KJIApUTPOMUIIMHA C OSTUMHU TpernaparaMd CJleIyeT peryjspHO MPOBOJUTH KOHTPOIb
AIIEKTPOKAPIMOTPaMMBl  Ha TmpenMmeT yumHeHuss wuHTepBana QT, a Ttakke ciemgyer
KOHTPOJIMPOBATH CHIBOPOTOYHBIE KOHIIEHTPAIIUH STHX MpenapaToB.

[Tpy mMOCTMAapKETUHTOBOM MPHUMEHEHHH COOOIIANIOCH O CIydyasx pPa3BUTHUS THUIIOTIMKEMUU MPHU
COBMECTHOM TIpHUeMe KJIapUTPOMHUIIMHA M [u3onupamuga. HeoOXoIumMo KOHTPOIHPOBATH
KOHIICHTPALIMIO TJIIOKO3bl B KPOBH IPH OJHOBPEMEHHOM NPHUMEHEHHH KJIAPUTPOMHUIIMHA U
30T PAMUIA.

Ilepopanvusle cunoznukemuueckue cpeocmaa/uHcyauH

[Tpu coBMECTHOM MPUMEHEHUHU KIAPUTPOMHIIMHA U TIEPOPATHHBIX THUITOTTTUKEMUYECKUX CPEICTB
(HampuMep, TPOM3BOJHBIC CYIb(QOHWIMOUYEBUHBI) W/WIM WHCYJIMHA MOXET HaOII0aThCs
BhIpaKE€HHasi TUnormkeMusi. OHOBpEMEHHOE TMPUMEHEHHE KIApUTPOMHIIMHA C HEKOTOPBIMHU
TUTNOTIMKEMHUYECKUMH TIperapatamMu (HampuMmep, HATeTIMHHI, MUOTIUTA30H, PEMarivuHul U
POCUTIIMTA30H) MOXET NPUBECTH K MHruoupoBanuto uopepmenta CYP3A kiapuTpoMHULIMHOM,
B PE3yJIbTaTe YETr0 MOXKET Pa3BUTHCS THUIOTIUKEMHs. PeKoMeHIyeTcsl TIIaTelnbHbBI KOHTPOIh
KOHIICHTPAIIUH TITFOKO3HI.

B3zaumooeiicmeusn, ooycnosnennsie uzogpepmenmom CYP3A

CoBMeCTHBI TpUEM KJIAPUTPOMUIIMHA, KOTOPBIA, Kak HM3BECTHO, MHTUOMpYeT H30(epMEHT
CYP3A, u mnpenapatoB, nepBHYHO MeTabonusupyromuxcs usopepmentom CYP3A, moxer
ACCOIIMHMPOBATHCS C B3aMMHBIM TIOBBIIICHHEM WX KOHIEHTPAIMWA, YTO MOXET YCHIUTh WU
OPOAJUTh KaK TepaneBTHYeCKHue, Tak M mnoOouHble 3¢ddextsl. Knapurpomunus ciegyer c
OCTOPOKHOCTBIO MPUMEHATH MallMeHTaM, MOJYYaroIlluM Mpenapatsl, sBIAONecs cyocTpaTaMu
uzopepmenta CYP3A, oco0eHHO ecnu ATH mpenaparbl HMEIOT Y3KUH TeparneBTUYECKUN
Iuarna3oH  (HampuMmep, kKapbamasenuH), W/WIW WHTCHCHUBHO  METaOOJIM3UPYIOTCS  OTHUM
depmentom. B cimyuyae HeoOXOAMMOCTH JOJKHA NMPOBOAMUTHCS KOPPEKLHMs J03bl Iperapara,
NPUHUMAEMOr0 BMECTE C KIApUTPOMHMIMHOM. Takke, M0 BO3MOXKHOCTHU, JOJDKEH MPOBOIUTHCS
MOHUTOPHHT CBHIBOPOTOYHBIX KOHIIEHTpAIMK TpenapaToB, MEPBUYHO METAOOIM3HPYIONIIXCS

uzopepmentom CYP3A.
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CYP3A, duro m w™eraboiu3M KIAPUTPOMHUIIMHA, HAIPUMEp, almpo3ojiaMm, KapOamaszemnuH,
LMIOCTAa30J, IMKJIOCHOPUH, JWU30IUPAMUJ, METUIIPEIHU30JIOH, MHJa30jlaM, OMEIpasoll,
HENpsIMble AaHTUKOATYJISTHTHI (Harnpumep, BapdapuH), aTUIINYHbIE aHTUIICUXOTUYECKHE CPEACTBA
(HampuMmep, KBETHANWH), XWHUIWH, pU(GaOyTUH, CHIIeHAPUI, TAKPOJIUMYC, TpHa30jaM
u BuHONMacTuH. Taxxke k aronuctam nzogpepmenta CYP3A oTHocATCS cleayroye mpenaparsl,
IIPOTUBONOKA3aHHbIE K COBMECTHOMY IPUMEHEHHIO C  KJIAPUTPOMHUIMHOM: aCTEMHU30I,
U3anpui, NUMO3uJ, TepdeHaauH, JIOBAaCTaTHH, CUMBACTAaTUH U alKaJIOUJbl CIOPBIHBU (CM.
pasmen 4.3). K mnpemaparam, B3auMOJCHCTBYIOIIUM IOAOOHBIM 00pa3oM uepe3 Jpyrue
U30(epMEHTHI B paMKax CUCTEMBI LIUTOXpOMA P450,
OTHOCATCSl PEHUTOHH, TEOPUIUTHH U BAIBIIPOEBAs KUCIOTA.

Henpamvie anmukoazynanmol

[Ipu coBmecTHOM mnpueme BapdapyuHa M KIAPUTPOMUIMHA BO3MOXHO KpPOBOTEUEHHE,
BblpaxkeHHOe yBesnnueHne MHO wu nporpomOuHOBOro BpeMeHU. B ciyyae coBMecTHOro
OpUMEHeHHs ¢ Bap)apuHOM WM JPYTMMH HENPSIMBIMH aHTHKOATYJSIHTAMH HEOOXOIMMO
koHTpoarpoBate MHO u npoTpoMOHHOBOE BpeMsi.

Ilepopanvnvle anmuKoazyiAHMbL RPAMO20 0eUCMEUA

[lepopaybHBI AHTUKOATYJISIHT MPSIMOTO JICHCTBUS Ja0WraTpaH SBISETCS CyOCTpaToMm IUis
s ¢maokcHoro Oenka-nepeHocunka P-raumkonporenna (Pgp). PuBapokcaban u anmkcabax
MeTaboau3upytoTcs ¢ yyactueM uzopepmenta CYP3A4 u takxke ABISIOTCS cyOcTpaTtaMu Ais
Pgp. Cnenyet cobmtoaaTh 0CTOPOKHOCT MPH OJHOBPEMEHHOM MPUMEHEHUH KIAPUTPOMUIIMHA C
JAHHBIMU TIpenapaTaMu, OCOOEHHO y MallME€HTOB C BHICOKMM PUCKOM KPOBOTEUEHUS (CM. pa3zeln
4.4).

Omenpa3zon

Knaputpomunima (mo 500 Mr kaxzaple 8 YacoB) HCCIEAOBAICA Y 3JI0POBBIX B3POCIBIX
I0OpOBOJIBIIEB B KOMOWHanuu ¢ omenpazoiiom (mo 40 mr exenHeBHo). Ilpu coBmecTHOM
IPUMEHEHUN KJIApUTPOMHUIIMHA W OMENpa3ojia PaBHOBECHbIE IJIa3MEHHbIE KOHIEHTpPALUU
omenpazona Obutu yBenu4eHbl (Cmax, AUCo-24 1 T12 yBenmuuumucs Ha 30 %, 89 % u 34 %
cooTBeTcTBEHHO). Cpennee 3HaueHue pH xemynka B TeueHue 24 4acoB COCTaBWIO 5,2 Npu
npueMe oOoMenpaszoja B OTAENBHOCTH W 5,7 mNpu MpHEME OMeNpas3oja COBMECTHO C
KJIAPUTPOMUIIMHOM.

Cunoenagpun, maoanaghun u eapoenaghun

Kaxnplii u3 3THX MHrHOMTOPOB (ocdoaudcrepasbl MeTaboIu3upyeTcs, Mo KpaiiHel Mepe,
yactuyHo ¢ ywactueMm uzopepmernta CYP3A. B 1o xe Bpems uzopepment CYP3A moxer

I/IHFI/I6I/IpOBaTI)C$I B MPUCYTCTBHUU KIIApUTPOMHIIMHA. CoBMecTHOE IMIPUMEHCHUEC KIApUTPOMHUIINHA
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¢ cungeHaduaoM, TajganaQuIOM WIM Bap nadundld “rrokker - Hprsetti | K- YEetetmo

UHTUOMpYyIomero Bo3naeiicTBus Ha (ocdoamdcrepasy. [Ipy mpuMEeHEHUM 3TUX TpernapaToB
COBMECTHO C KIJIAPUTPOMMIIMHOM CIIEYE€T pPacCMOTPETh BO3MOKHOCTb YMEHBIIEHUS J03bl
cueHaduia, Taganaduia u BapacHadua.

Teogunnun, kapoamazenun

[Tpy COBMECTHOM MPUMEHEHUH KIAPUTPOMHUIIMHA U TEOPMIIMHA WK KapOama3enuHa BO3MOKHO
MOBBILIEHNE KOHLEHTPALUU JaHHbBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHBII METaOOIM3M TOJATEPOUHA OCYIIECTBIsIeTCs yepe3 2D6 nzodopmy nuroxpoma P450
(CYP2D6). Onnako B 4YacTu MomyJsiuu, nuiieHHOW u3zodepmenta CYP2D6, merabonusm
npoucxoaut yepe3 m3opepmeHT CYP3A. B 37001 rpynme HaceneHnus: nmoaasieHne n3odepmenra
CYP3A npuBoauT K 3HAUUTENILHO 00Jiee BHICOKUM KOHLEHTPALUAM TOJITEPOJINHA B CHIBOPOTKE.
B nonynaumum ¢ Hu3kuM ypoBHeM Merabonu3Mma uepe3 uszogpepmeHt CYP2D6 moxer
noTpeOOBaThCSl CHIDKEHHE 03Bl TOJNTEPOAMHA B TPUCYTCTBHH HMHTHOMTOPOB H30(epMeHTa
CYP3A, Takux Kaxk KJIapuTPOMULIMH.

benzoouazenunwvt (nanpumep, annpazonam, Muoazonam, mpuazoiam)

[Tpu coBMecTHOM MPUMEHEHHH MHJa30j71aMa U TabieTok kiaputrpomuiuHa (500 Mr aBa pasa B
JeHb) otMeuanock ysennuenne AUC mMugasonama: B 2,7 pasa nocjie BHYTPUBEHHOTO BBEJICHUS
mygazonama. Ecium BMmecTe ¢ KJIApUTPOMUIMHOM TPUMEHSETCS BHYTPUBEHHas Qopma
MUJa3ojlaMa, CJeIyeT TINATEIbHO KOHTPOJMPOBAaTh COCTOSHHME IALMEHTa JUISl BO3MOXKHOM
KOppeKIH 03bl. BBeieHne nexkapcTBEHHOro IpenapaTa yepe3 CIM3UCTYI0 000J0YKY MOJOCTH
pTa, KOTOpPOE JaeT BO3MOXHOCTb OOOWTH MPECUCTEMHYIO JJIMMHUHAIUIO JIEKAPCTBEHHOTO
mpenapaTta, CKOpee BCEro, MPUBEAET K B3aUMOJICHCTBUIO, AHAJIOTMUYHOMY TOMY, KOTOpOE
HaOJroaeTcsl MpU BHYTPUBEHHOM BBEIEHUHM MUJAA30JaMa, a HE NpH IMEepOpajIbHOM IMpHEME.
Takue ke Mepbl MPEIOCTOPOKHOCTH CIeNyeT NPUMEHATh U K JIPyrMM OeH30/1Ma3zernuHaM,
KOoTOphle MeTabonu3upyroTes nuzopepmentom CYP3A, Bkiatoyas Tpuasonam U anmnposonam. J{is
O€H30/1Ma3eNMHOB, BBEJEHHE  KOTOpPBIX He  3aBucuT oT u3odepmenta CYP3A
(Temazenam, HUTpa3emnam, Jopasernam), MaJOBEPOATHO KIMHUYECKH 3HAUMMOE B3aUMOJIeHcTBUE
C KJIApUTPOMHUIMHOM. [Ipm COBMECTHOM NIPUMEHEHUHM KIAPUTPOMHUIIMHA U TpHa3ojiama
BO3MOXXKHO BO3JI€iicTBHE Ha lLieHTpajdbHyt0 HepBHYyI0 cuctemy (LIHC), Hanpumep, COHJIMBOCTH
U CIIyTaHHOCTb CO3HaHUs. B cBs3u ¢ 3THM, B Cllydae COBMECTHOTO MPUMEHEHUS], PEKOMEHIYeTCs
cienuTh 3a cumnroMamu HapyueHus [THC (nenTpanbHON HEPBHON CUCTEMBI).

Bszaumooeticmesus ¢ ODVZMMU npenapamamu

Konaxuuyun

Konxunun sBnsercs cyOctparom kak usopepmenta CYP3A, tak u Oenka-nepeHocuuka P-
12
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rmukonporenna (Pgp). M3BectHo, YTO Kiap TpOMI/IL":HI'J_-'f»r-—l %‘Fﬁ“-

unruouropamu m3odepmenta CYP3A u Pgp. Ilpu coBmecTHOM mpueMe KIApUTPOMHIMHA U
KoJIxunuHa uHruoupoBanue Pgp w/mmm m3odepmenta CYP3A MoXeT MpHUBECTH K YCHICHHUIO
JerctBus  kKonxuuuHa. CnemyeT KOHTpONIMPOBATh  Pa3BUTHE KIMHMYECKHX CHUMIITOMOB
OTpaBJICHUS] KOJXUIMHOM. 3aperucTpUpOBaHbl IOCTMApKETUHIOBBIE COOOLIEHHUS O CIydasx
OTpaBJIEHUSI KOJIXMIMHOM IIPH €r0 OJHOBPEMEHHOM IIPUEME C KIAPUTPOMHUIMHOM, dYalle y
MOKUJIBIX MTALIUEHTOB.

HexoTtopple M3 ONMCaHHBIX CIIy4acB MPOUCXOJWIH C MAalUEHTAMM, CTPAJAIOIIMMH IIOYEHYHOHU
HelocTaToOYHOCThI0. Kak coo011anoch, HEKOTOpPhIE Cilydan 3aKaH4YMBAIUCh JIETAIBHBIM HCXOJIOM.
OnHOBpeMEHHOE NPUMEHEHHE KJIAPUTPOMMIIMHA U KOJXUIMHA IPOTHBOIIOKA3aHO (CM. pas3zien
4.3).

Huzoxkcun

[Ipeamnonaraercsi, 4To JUIOKCHUH siBiIsieTcsl cyOcTtparom Pgp. M3BecTHO, YTO KIAPUTPOMUIIMH
unruoupyer Pgp. Ilpu coBMecTHOM mpueme KIApUTPOMMIIMHA U JUTOKCMHA WHTHOMpOBaHUE
Pgp knapuTpOMUIIMHOM MOXET NPUBECTH K YCHUJICHUIO NEHCTBUS AUroKcuHA. COBMECTHBIN
IIPUEM JIUTOKCHHA U KJIAPUTPOMHULIMHA TaKKE MOKET IPUBECTH K MOBBIILIEHUIO CHIBOPOTOYHOMN
KOHLEHTPAllUU IUTOKCHUHA. Y HEKOTOPHIX MAlMEHTOB OTMEYAINCHh KIMHUYECKHUE CHUMIITOMBI
OTpaBJIEHMS] JUTOKCHHOM, BKJIIOYas MOTEHIUAIbHO JieTalbHble apuTMHU. llpu coBmecTHOM
npueMe KJIApUTPOMMIIMHA U JUTOKCHHA CJEeNyeT TUIATeNbHO KOHTPOJUPOBATh KOHIIEHTPAIUIO
JUTOKCHHA B CBIBOPOTKE.

3uoosyoun

OpnHoBpeMEeHHBIN MpueM TabJIETOK KIAPUTPOMHIIMHA M 3HMJIOBYJIMHA MEPOPAIBHO B3POCIBIMHU
BUY-unpuuupoBaHHbIMU  NAMEHTAMM MOXET TPUBECTH K CHIDKEHHIO PpaBHOBECHOMU
KOHLEHTPALUU 3UJOBYHHA.

ITockonpKy KIapUTPOMULIMH BIMSIET HA BCACBIBAHWE 3UJOBYJMHA IIPU IEPOPAIBHOM IpUEME,
B3aMMOJICHCTBHUSI MOXKHO B 3HAUMTEIBHOW CTENEHH H30exaTb, MPUHMMAs KIAPUTPOMMIIUH U
3UJIOBY/IMH C UHTEPBAJIOM B 4 yaca.

[TonoGHoro B3ammozewcTBUs He HaOmoganu y BUY-unpuumupoBanHbIX aeTel, TpUHUMABIINX
JETCKYI0 CYCIEH3UIO KJIApPUTPOMHUIMHA C 3UJOBYJMHOM WJIH  JIUJAE30KCUUHO3HMHOM.
[TockonbKy KJIApUTPOMHULIMH MOKET TPENSATCTBOBATH BCACBIBAHMIO 3HJAOBYJMHAa TpU HX
OJIHOBPEMEHHOM IIpHE€ME€ BHYTpPb Y B3pPOCIbIX MallME€HTOB, MOJOOHOE B3aUMOJICHCTBUE BPsIA JIU
BO3MO>KHO TIPY UCIIOJIb30BaHUU KIAPUTPOMUIIMHA BHYTPUBEHHO.

@Denumoun u eanvnpoesas Kucioma

WUmerorcss  nanHple 0 B3auMmofeictBusix ~— uHruobutopoB  uzopepmenta  CYP3A

(BKJTIOYAs KIIADUTPOMUIIMH) C MpenapaTaMd, KOTOpble HE MeTabOJIM3UPYIOTCS C IMOMOILBIO
13
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MY OTYETY

COBMCCTHOM IMPUMCHCHUU C KIIapUTPOMUIIMHOM, PCKOMCHAYCTCA OMMpCACIICHUC ux
CBIBOPOTOYHBIX KOHI.[CHTpaI_II/If/'I, TaK KaK UMCHOTCA COO6H.[CHI/ISI 00 MX MMOBBIIICHUH.

Jleynanpasnennoe gzaumooelcmeue Jlekapcme

Amazanasup

KnaputpomMunine 1 arazaHaBUp SBISIFOTCA Kak CyOcTpaTaMu, Tak M MHTHOUTOpaMHU U30(pepMeHTa
CYP3A. CyuiecTByeT CBUJIIETEIBCTBO JBYHAIPABICHHOTO B3aUMOJCUCTBHUS 3TUX Ipenaparos.
CoBmecTHOE mMpuMeHeHHue Kiaaputpomunuaa (500 Mr aBa pa3a B JeHb) U aTazaHaBupa (400 mr
OJIMH pa3 B JIEHb) MOKET MPUBECTH K ABYKPATHOMY YBEIMUYEHUIO BO3JCHCTBUS KIapUTPOMUIIUHA
U yMeHbuleHHIO Bo3zaelcTBusa 14-OH-knaputpomununa Ha 70 %, c yBennuenuem AUC
aTazaHaBupa Ha 28 %. bnarogaps mMpokomy TepareBTUYECKOMY AHMAla3oHy KIapUTPOMUIIMHA
YMEHBIIIEHHE €ro J03bl y TMaleHTOB C HOpMalbHOW (yHKIMEH mouek He Tpeldyercs. Y
MNAlMEeHTOB C YMepeHHOW mnoueyHoil HemocrarouHocThio (KK 30-60 wmn/muH) nmosza
KIIAPUTPOMHIIMHA TOJDKHA ObITh yMeHbmieHa Ha 50 %. VY marmuentoB ¢ KK menee 30 mu/mun
7103y KJIIApUTPOMMIIMHA CJIENyeT CHU3UTh Ha 75 %, UCHOIB3ys A ATOrO COOTBETCTBYIOIIYIO
JIeKapCTBEHHYIO GopMy KinapuTpomuiinHa. Knapurpomunus B 103ax, npesblimatonux 1000 mr B
CYTKH, HEJIb35 MIPUMEHSTh COBMECTHO C HHTUOMTOPAMH MPOTEa3.

brnokamoput «meodnennvix» Kanbyueswvix KAHA1I06

[Tpu omHOBpEMEHHOM MPUMEHEHUH KJIAPUTPOMHUIIMHA B OJIOKATOPOB «MEIJICHHBIX)» KAJIBITUEBBIX
KaHAJIOB, KOTOpbIE METa0O0IN3UPYIOTCS n30(pepMEeHTOM CYP3A4
(HampuMep, BepanamMuil, aMJIOJUIMH, TWITHA3eM),  CIeAyeT  CcOOMoJaTb  OCTOPOXKHOCTbD,
MIOCKOJIbKY CYIIECTBYET PHMCK BO3HHMKHOBEHHS apTepuaibHOW TrunoTteH3uu. llinasmeHHbie
KOHIEHTpAlluu KJIAPUTPOMUIIMHA, TaK K€, KaK U OJOKAaTOpOB «MEUIEHHBIX» KaJbLIUEBbIX
KaHaJIOB, MOTYT IOBBIIIATHCS MPU OJHOBPEMEHHOM NMPUMEHEHHH. ApTepualibHasi TMIIOTEH3HS,
OpaauapuTMusl M JIAKTOALUA03 BO3MOKHBI MPU OJHOBPEMEHHOM IpUEME KIAPUTPOMHUIIMHA U
Beparnamuia.

Hmpaxonazon

KnapuTpoMulluH ¥ UTPaKOHA30J] ABISAIOTCS CyOCTpaTaMM M HHTUOMTOpaMH H30(pepMeHTa
CYP3A, 4uro ompenenser AByHampaBlIeHHOE B3auMOJEHCTBHE MpenaparoB. KiapuTpomMunux
MOKET TOBBICUTh KOHIIEHTPAlMI0O HWTpPaKOHa3ojda B IUIla3Me, B TO BpeMs Kak
UTPAKOHA30J MOXET MOBBICUTh IUIa3MEHHYIO KOHIIEHTpAlUIO KiIapuTpoMmuiuHa. IlamueHTos,
OJTHOBPEMEHHO  NPUHUMAIOIIUX UTPAKOHA30J U KIAPUTPOMULIMH,  CIEAyeT  TIIATEeIbHO
oOciezioBaTh Ha HaJIMYUEe CHUMITOMOB YCWJIEHUS WJIM  YBEJIMUYEHHS JUIMTEIbHOCTU
dapmakonornyecknx 3¢(HeKToB ITUX MpernapaTos.

Caxeunasup
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KnaputpoMuiuH ¥ CakBUHABUD SIBISIOTCS  C

CYP3A, uto ompenensieT IBYHAIpaBJIEHHOE B3auMojelcTBUE IpenapaToB. OnIHOBpEMEHHOE
npuMeHeHue kimaputpomunuHa (500 mMr ngBa paza B J€Hb) M CakBUHaBUpa (B MATKHX
JKEIaTHHOBBIX Karcynax, 1200 Mr Tpu pa3a B JeHb) y 12 370pOBBIX JTOOPOBOJIBIEB BHI3BIBAIO
yBenuueHue AUC u Cmax cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPaBHEHUHU C
npuemMoM cakBuHaBupa B otTaenbHOCTUH. 3HaueHus! AUC U Chax KIApUTPOMUIIMHA OBUIH
npuban3uTenbHo Ha 40 % Bbllle, 4eM IPU MOHOTEpPANUH KiapuTpoMuLMHOM. IIpu coBMecTHOM
IPUMEHEHUN 3THX [BYX IpPENapaToB B TEUEHHE OI'PAaHMYEHHOI'O BPEMEHHU B J103aX/COCTaBax,
yKa3aHHBIX BbIIIE, KOPPEKLHUs J03bl He TpeOyercs. Pe3ynbTaThl Uccien0BaHUs JEKapCTBEHHbBIX
B3aMMOJEMCTBUI € MCIONb30BAaHUEM CAKBHMHABHPA B MATKUX JKEIATHHOBBIX KaICyJlaX MOTYT He
COOTBEeTCTBOBATh 3(dexram, HaOMOJaEMbIM TpPHU TPUMEHEHUH CAKBUHABUPAa B TBEPIBIX
JKEJIATUHOBBIX Kalcyjax. Pe3ynbrarel HccieloBaHUS JIEKAPCTBEHHBIX B3aUMOJEHCTBUN IIpU
MOHOTEpaluyl CAaKBUHABMUPOM MOI'YT HE COOTBETCTBOBAaTh H(dexTaM, HaOII0JaeMbIM IMpU
TEpanuy CaKBUHApUHOM/pUTOHABHpOM. [Ipu mpueme cakBHHaBHpa COBMECTHO C PHUTOHABHPOM
CJIEIyeT yUYUThIBaTh MOTEHIMAILHOE BIMSHUE PUTOHABUPA HA KJIAPUTPOMHULIKH.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

be3onacHoCTh NpUMEHEHHUS KIApUTPOMHULIMHA BO BpeMsi OEpEMEHHOCTHM HE YCTaHOBJICHA.
OcHOBBIBasACh Ha pa3IMYHBIX pe3yJbTaTax, MOJyYEHHBIX B MCCIEIOBAaHUSAX Ha >KUBOTHBIX, a
TaKXKe Ha OMNbITEe MPUMEHEHMs Y JIIOEH, HeNb3sl UCKIIOUYUTh BO3MOXXHOCTh HEOIAronpUsITHOTO
BO3/CHCTBUS Ha sMOpuoderanbHoe pa3BuTHe. HekoTopble HaOmo/aTeNbHbIE HCCIEI0BaHMS,
olleHMBaroIIMe BozjeicTBue KkinaputpomunuHa B I u Il Tpumectpax OepeMEHHOCTH, BBISBUIU
MOBBIIICHHBIH ~ PUCK  CaMOIPOM3BOJIBHOIO abopTa MO CPaBHEHHIO C  OTCYTCTBUEM
AHTUOMOTUKOTEpANIUU WIM TPUMEHEHHEM JpyruX AaHTUOMOTHKOB B aHAJOTUYHBIE CPOKHU
O6epemenHocTH. MMmeromuecss  3MUIEMHUOJIOTHYECKUE  UCCIEIOBAaHMS  PUCKA  CEPbE3HBIX
BPOKJCHHBIX ITOPOKOB Pa3BUTHUS MPHU NMPUMEHEHUH MaKpOJIUJOB, BKIIOYas KIAPUTPOMUIIMH, BO
BpeMsi OEpEMEHHOCTH IEMOHCTPUPYIOT IPOTUBOPEUUBBIE PE3YIIHTATHI.

[IpuMeHeHne KiIapuUTpOMHUILIMHA TpH OepeMeHHOCTH (0coOeHHO B I TpumecTpe) BO3MOXKHO
TOJIBKO B ClIy4ae, KOI/la OTCYTCTBYET aJbT€pHATHBHAs Tepalus, a MOTCHIMAJIbHAs I0JIb3a IS
MaTepy MPEeBbIIIAeT MOTCHIMATBHBIA PUCK IS TUI0/1A.

Jlakranus

bouto ycraHoBieHO, YTO peOEHOK, HAXOIMBIIMIHCS Ha TPYJHOM BCKAapMIMBAHHM, MOXKET
MOJIy4NUTh OKOJO 1,7% OT MaTepMHCKON 03Bl KIAPUTPOMUIIMHA, C MONPAaBKOW HA Maccy Tela
MaTepHu.

besomacHoCTE MNPUMCHCHUA KIApUTpOMUIIMHA JJId JleTeﬁ Ha TpyaAHOM BCKapMJIMBaHUH HE
15
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My OTYETY

IpyZibI0 HEOOXOAUMO MPEKPATUTb.

DdepTUabHOCTD

HccnenoBanusi, poBeieHHbIE HAa KPbICaX, MOKA3aJIy OTCYTCTBUE BIUSHUS Ha (DEPTUIBHOCTD.

4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHNu3MaMu

I[aHHBIG OTHOCHUTCJIbHO BJIMAHUA KIAPUTPOMHIMHA Ha CHOCOGHOCTB K YyIOpaBJICHHUIO
aBTOMOOMIJIEM U MEXaHU3MAMU OTCYTCTBYIOT.

Cnenyer coOmoAaTh OCTOPOXKHOCTb TMPU  YNPABICHUM TPAHCHOPTHBIMU CPEICTBAMH U
MEXaHU3MaMU, YUUThIBaA MNOTCHUUAJIbHYIO BO3MOXHOCTbH TOJIOBOKPY’KCHHA, BCpTUTO,
CIIYTAHHOCTH CO3HaHHUA M [AC30pHUCHTAlIMM, KOTOPBIC MOT'YT BO3HUKHYTH IIPpU IPUMCHCHUU
JAHHOTO Tpernapara.

4.8. HexkennaTeibHbIE peakunu

PesroMe HexxenaTeabHbIX PEAKIIUT

Knaccudpukamuss dvactoTel  pa3BuTHsS 10004HBIX 3(dexToB BceemupHoit  opranmzanuu
sapaBooxpanenus (BO3): ouens yacto (> 1/10), gacto (> 1/100, vo < 1/10), neuacro (> 1/1000,
Ho < 1/100), peaxo (> 1/10000, no < 1/1000), ouens peako (< 1/10000), yacrora Hen3BeCTHA (Ha
OCHOBAHUH MMCIOIIUXCS JaHHBIX OICHUTh HEBO3MOXKHO). [lepedueHs HexenaTe IbHBIX PEaKIHii C
TPYIIAPOBKO# [0 CHCTEMHO-OPTaHHBIM KJIaCCaM U 4acToTe npeacranieH B Tabmure 1.

Tabmuuma 1. CBeeHWss O YAcTOTE HEXKENATEIbHBIX pPEaKluil, 3aperHCTPUPOBAHHBIX B

KIIMHUYCCKUX UCCICAOBAHUAX KIIAPUTPOMUIIUHA.

CucreMHO-OpraHHbIi

Yacrora HexesaTenbHbIe peakunu
KJI1acce

Wudexkunu 1 nHBa3UU Heuacto HEIUTIONTUT?,

KaHIU103,
FaCTpOBHTepI/ITZ,

3

BTOpUYHBIE HMHQEKIUU” (B TOM 4YHUCIE

BarvHaJbHBIC)

YacToTa HEH3BEeCTHA HCGBI[OMCM6p3HO3HLII>i KOJINT,

poxa

Hapymienust co croponsr | Yacto CHITIh

HMMYHHOﬁ CUCTCMBI Heuacto aHa(bI/IJIaKTOI/I,Z[HaH peaKI_[I/ISI]' )
TUIICPYYBCTBUTCIIBHOCTD,

JiepMaTuT OyJiesHbIi’,

3yH,
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CucremHo-opranmti (MOCTEQOBATENEHOCTE 0002)

Yacrora HexeraTeTbHEIC peaknnu

KJacc

KpanuBHULA,

MakyJoIrnalryJja€3Has CBII'IL»3

YacTtoTa Hen3BecTHa | aHa(WIAKTUYECKas peakLus,
AQHIMOHEBPOTUYECKHUM OTEK,

CEpbE3HbIE  KOXKHBIE  HEXeJaTelIbHbIC
peakuuu (Hampumep, OCTpPBIN
TeHEPAJIM30BAHHbBIN HK3aHTEMAaTO3HBIN
MyCTyJie3),

cunapom CtuBeHca-/[)koHCOHa,
TOKCUYECKHH dMUJEpMaIbHbI HEKPOJIU3,
JIeKapCTBEHHasl ChIIb C Y03MHOPUINEH U
cucteMHort cumnromatukon (DRESS-

CUH/IPOM)

Hapymenus Heuacto AHOPEKCHS,

MeTa0o0IM3Ma ¥ MUTaHUS CHMKCHHUC alllICTHUTAa

Tlcuxnueckue Yacto OeccoHHUIA

HapyLIEHUS Heuacto 0ecroKONCTBO,

HOBBIIIICHHAA B036y,Z[I/IMOCTB3

YacToTa HEM3BECTHA | MICUXOTHYECKUE PACCTPOICTBA,
CIIyTaHHOCTh CO3HAHUS,
JenepCoHANN3aIINS,

JeTpeccus,

JIe30pUEHTAIHS,

TLTIOIUHAIIIH,

HapylIeHUs] CHOBHJIEHUH («KOIIMapHBIE»
CHOBH/JICHU),

napecTesus,

MaHUus

Hapymenus co croponsl | Hacto rojioBHas 00Jb,

HCpBHOfI CHUCTCMBI JUCTCB3Us

HeuwacTo TIOTeps CO3HAHUAL,

JII/ICI(I/IHCSI/I}I]',

TOJIOBOKPYKCHHUC,

17



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

oT ?El ':| E':'j:-i "'J-' 1:-

CreTemHo-opranmbiii (MOCNEQOBATENBHOCTE 0002]
Yacrora HexeraTeTbHEIC peaknnu
KJ1ace
COHJIUBOCTD,
TpEMOP
YacToTa HEeHM3BEeCTHA Cya0poru,

areB3us (MOTEPs BKYCOBBIX OLYIIEHUH),
apocMus,

AHOCMUA

Hapymenus co cTopoHsl
opraHa ciyxa u

JTaOUpHUHTA

Heuacto

BEPTUTO,
HapylLIeHHE CiIyXa,

3BOH B yHiax

YacToTa HeM3BeCTHA

TIIyXOoTa

Hapymenns co cTopoHbl

cepamna

Heuacto

OCTAaHOBKA cepual,
GubpuIIAINS pencepmii’,

Ha

yAJTUHEHHE WHTEpBala QT

3JIEKTPOKAPIMOTPaMME,
3KCTpacucToNHs

OIyIIIEHUE cepArcOneHus

YacToTa HeM3BeCTHA

JKCIIYJOYKOBass TaXUKapaus, B TOM YUCIIC
TUIIA KITUPYIT»,

GuOpUILISILINSL KEeITyA0UKOB

Hapymienust co cropons! | Hacto BA30IHJIATALHS "
COCYy0B YactoTa HEM3BECTHA | KPOBOTECUEHHUE
Hapymennst co croponsl | Heuacto acTMmal,
IBIXaTEJILHON CHCTEMEI, HOCOBOEC KpOBOTequHez,
OpPraHOB I'PYJHOMN KIJIETKH TPOMOOIMOOITHS JTIETOUHOM apTepI/II/Il
U CPEeIOCTEHUS
Kenmy104HO-KHUIIIEYHbIE Yacro aapest,
HapyIIEeHUS pBOTa,
JTMCITIETICHS,
TOIITHOTA,
0016 B 00JIACTH JKHBOTA
Heuyacro 330(1)arm1,
ractpo33odareanbHas pedurroKkcHas
60J1e3Hb,
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CucremHo-opranmti (MOCTEQOBATENEHOCTE 0002)

Yacrora HexeraTeTbHEIC peaknnu

KJacc

racTpur,
POKTaTHA?,
CTOMATHT,
IJIOCCHT,
B3/yTHE KUBOTA,
3arop,

CYXOCTb BO PTY,
OTPBIXKKA,
METEOPU3M,
X0JiecTas,
remaTutT B T.4. XOJIECTATHMUECKUU WU

renaTonesITOIApHbIiL*

YacroTa HEM3BECTHA | OCTPBIM MaHKPEATUT,
U3MEHEHHE [BETa s3bIKa U 3y00B,
[IeYEeHOYHAast HEZJ0CTATOUYHOCTb,

XOJIeCTaTU4CCKad XKEJITyXa

Hapymenns co cropons! | Hacro MHTCHCUBHOE IIOTOOTEICHUE

KOXH n MMOAKOXHBIX | YHacToTa HEM3BECTHA | aKHE

TKaHEeU

Hapymenus co croponsl | HewacTto MBITIIEUHBIH CrIa3M®,

MBILIEYHOM, CKEJIETHON U KOCTHO-MBIIIEYHAsi CKOBAHHOCTS .,
COEMHUTEIIBHON TKAaHU MUAITHs

YacroTa HEU3BECTHA pa6210MI/IOJ'II/132*,

MuoIaTrus

Hapymenust co cropons! | YactoTa HEM3BECTHA | MOYEUYHAs HELOCTATOYHOCTD,
MOYEK u WHTEPCTULUAIBHBIA HEPPUT

MOYEBBIBOISIIINX MYTEH

O6mme Hapymenus wu | O4eHb 9acTo (1e6nT B MecTe HHBEKIHH
peaxiuu B Mecre | Yacto 6O B MECTE MHBEKIHH,
BBEJICHUS BOCTIAJICHHE B MeCTe HHBEKINN
Heuwacrto HegoMoranme”,
THIIepTEPMHS,
aCTeHHsI,
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CHCTeMHO-0pPraHHbIIH (MOCEOOBATENEHOCTE U002
Yacrora HexeraTe IbHBIC peakIna
KJ1ace

6OIb B TPY/IHOM KieTKe?,
031007,
YTOMJISIEMOCTh

JlaboparopHsbie u Yacro OTKJIOHEHHE B MIEYCHOYHOU Mpode

WHCTPYMEHTAIILHBIC Heuacro TIOBBIIIEHNE KOHIIEHTPAIMH KpeaTHHNHA®,

JaHHBIE TIOBBIIIEHHE KOHIEHTPAIIMH MOYEBUHbI,
W3MCHCHHUE OTHOIICHHUS
anbOymMun/rno0ymn?,
JICHKOIICHHS,
HeﬁTponeHI/I;I4,
303I/IH0(1)I/IJ'II/I}I4,
TPOMOOIUTEMHS,
MOBBIIICHHE AKTUBHOCTH
aJTaHMHAMUHOTpPaHC(Epas3bl (AJIT),
acmapraTaMHUHOTpaHc(epasbl (ACT),
raMMarily TaMuITpancepasbl (ITT)4,
1eI0YHO docdarazsr?,
JaKTAaTAECTUAPOTreHa3bl (J'IZ[F)4

YacroTa HEM3BECTHA | arpaHyJIOIUTO3,

TPOMOOLIUTONEHHUS],
yBEIMYEHUE 3HAYCHUS MEXIYHAPOIHOTO
HopManu3oBaHHoro oTHomenus (MHO),
yATUHEHHE TPOTPOMONHOBOTO BPEMEHH,
W3MCHEHHE [BETa MOYH,
TOBBINIICHUE KOHIIEHTpalluu OunupyOrHa B
KpOBU

Ilpumeuanue: * — B HEKOTOPBIX COOOLICHUSX O PaOIOMMONIN3E KIAPUTPOMHULUH MPUHUMAICA
COBMECTHO C JAPYTMMH JIEKapCTBEHHBIMHM CPEACTBAMM, C IMPHUEMOM KOTOPBIX, KaK H3BECTHO,
CBSI3aHO pa3BUTHE pabroMuonu3a (CTaTuHbI, (UOPAThl, KOJXUIUH WM aJulomypuHOoin); |

COOOIllEHUsI O JaHHBIX MOOOYHBIX pEaKIHSIX OBUIM MOJYy4YeHbl TOJbKO MpPU NPUMEHEHUHU
KJIAQPUTPOMHUIIMHA B JIEKapCTBEHHOM (opMe anoduauzar Juis MPUTOTOBIEHUS pacTBOpa IS

uHOy3uid; 2 — coOOIIeHUs O JaHHBIX MOOOYHBIX PpEaKUUsAX ObUIM IOJy4eHbl TOJNBKO MpHU
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COOTBETCTEYET JKCINEPTHC(
o1 30.08.2024 Nz 18

NPUMEHEHUN KJIAPUTPOMHIIMHA B JIEKaPCTBEHHOMN d)é%::';]gﬁgxrl .ﬁTgwg&{Fﬁ&;QHﬁHM

MY OTUETY

BBICBOOOXKJICHUEM, MOKPBITHIC TUICHOYHOW 000JI0YKOM; 3 — COOOIICHHSI O JaHHBIX MOOOYHBIX
peakusx ObUIH MOJYYCHBI TOJIBKO MPU MPUMEHEHUHU KIAPUTPOMHUIIMHA B JICKAPCTBEHHON (hopMme
IPaHyJIbl JJIs MPUTOTOBIICHUS CYCIICH3UH I NPUEMa BHYTPhb; 4 — COOOINEHHUS O JaHHBIX
MOOOYHBIX pEaKIUAX ObUIM IOJyYeHbl TOJBKO TMPH TMPUMEHECHUH KJIAPUTPOMHUIIMHA B
JIeKapCTBEHHOH (popme TablIeTKH, MOKPHITHIE TNIEHOYHON 000I0UKOH.
eTu

[Tpenmosiaraercs, 4To 4acToTa, THII M TSHKECTh HEXKEIATeIbHBIX PEaKIui y JeTeH Takas e, Kak
y B3pPOCJIBIX.

HaL[I/IeHTLI C MoAaBJICHHBIM UMMYHHUTCTOM

Y nammeHToB ¢ cuHApOMOM mpuoOpereHHOro ummyHonedummra (CIINMJ) u apyrumu
UMMYHOJeUIMTAMH, TOJYYAIOUIMX KIAPUTPOMHULMH B Oojiee BBICOKMX [103aX B TEYEHHUE
JUINTEJIBHOTO BPEMEHU JJIs JIEYeHHUs MUKOOAKTEepUAIbHBIX MH(EKIHHA, YacTO TPYAHO OTIUYHUTH
HexenarenbHble 3¢dexTs mpenapara or cuMntToMoB BUU-nH(pEKInM WM COMyTCTBYIOLIETO
3a00J1€BaHHU.

HanOonee yacTbIMM HeXenaTeIbHbIMU SIBICHUSMH Y MALMEHTOB, MPUHUMABLIMX CYTOYHYIO 103y
KJapuTpoMuLuHa, paBHyto 1000 mr, OblaM: TOLIHOTA, PBOTA, M3BpallleHHMEe BKyca, O0yib B
o0yacTH KHWBOTA, JaWApes, ChbIllb, METEOPU3M, TOJIOBHAs OOIb, 3amop, HapyLIeHHE CIyXa,
MOBBIIICHNUE aKTUBHOCTHU ACT (acmapraTamuHoTpacdepasa) u AJIT
(amannHamuHOTpaHCc(epas3a) B KpoBU. TakKe OTMEUAIUCH CIydad HEXENATENbHBIX SBICHHU C
HU3KOI 4aCTOTON BOZHUKHOBEHMS, TAKHE KaK OJIbIIIKA, OECCOHHHIIA U CYXOCTb BO PTY.

VY nanueHToB ¢ MOJaBICHHBIM UMMYHUTETOM IMPOBOAMIIN OLIEHKY J1a00paTOPHBIX MOKa3aTeNew,
AHAIN3HUPYS UX 3HAYUTENIbHbIE OTKJIIOHEHHSI OT HOPMBI (PE3K0e MOBBILLIEHUE WK CHIbKeHue). Ha
OCHOBaHUU JTaHHOTO KpuTepus y 2—3 % MalMeHTOB, NOJyYaBIINX KiIapuTpoMuluH B 1oze 1000
MT €XeIHEBHO, OBbLIO 3aperucTpUpOBaHO 3HaunuTeNIbHOE NMoBblieHne aktuBHOCTH ACT u AJIT B
KPOBHM, a TaKKe€ CHW)XEHHME 4YHUCJIa JIEMKOLMTOB M TPOMOOLUUTOB. Y HEOOJBIIOrO YHcia
NAlMEHTOB TaKKe ObUIO 3aperHCTPUPOBAHO IOBBIIMIEHHWE KOHILEHTPALMU OCTATOYHOIO a30Ta

MOYCBHHBI.

COO6HI€HI/I6 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKITNAX

BaxHo coo01maTs 0 M0J03peBacMbIX HEXENATEeNbHbIX PEAKIUAX MOCIEe PEruCcTpalluu MIpenapara
C Uenblo oOecreyeHHs HeNpepbIBHOTO MOHMTOPUHIA COOTHOLICHUS «II0JIb3a — PUCK»
JIEKapCTBEHHOTO Mpernapara. MeIuIMHCKIM pa0OTHUKAM PEKOMEHAYeTcs COOOIIaTh O JIHOOBIX

MMOA03pE€BACMBIX HECXKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IpPEriapara 4€pe3 HAIlMOHAJIbHBIC
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 30.08.2024 N= 18277

CHCTEMBI COOOLIEHHS O HEXKeNaTeIbHbIX PEAKIUIX 'FBEI};Z[;E&; BATEILEE 'SEEﬁd%;I%f(oro

HKOHOMUYECKOTO COI03a.

Poccuiickas ®@enepanus

®OenepanibHas ciryx0a 1o HaJ30py B chepe 31paBOOXpaHeHUs
109012, r. Mocksa, CrnaBsiHCKas mIowmajp, 1. 4, crp. 1

Ten.: +7 (800) 550 99 03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CHMITOMBI

[Tpriem OONBIION O3Bl KIAPUTPOMHIIMHA MOXKET BBI3BATh CUMIITOMBI HAPYIICHUH CO CTOPOHBI
JKEITYIOYHO-KHUILIEYHOT O TPAKTA.

Y oaHOro mamMeHTa ¢ OWIOJIAPHBIM pPAacCTPOMCTBOM B aHaMHE3e IIOcjie mpuema 8§ T
KJIAPUTPOMHUIIMHA ONKMCAHbl U3MEHEHUS ICUXUYECKOTO COCTOSIHUS, ITAPAHOUIaJIbHOE TTOBEJICHHUE,
THIOKAIMEMHS U TUIIOKCEMUS.

Jleuenue

[Ipu mnepeno3upoBKe cleqyeT YyAaluTh HEaOCOPOMPOBAHHBIA MpemapaT U3 KeIyJA0YHO-
KHUIIIEYHOTO TpakTa (MPOMBIBAaHUE KEIyJIKa, TPUEM aKTUBUPOBAHHOTO YTJIS U JAp.) U MPOBECTH
CHUMITOMATUYECKYIO0 Tepanuto. ['emMoauanu3 W MNEPUTOHECAIbHBINM JUadu3 HE OKa3bIBAIOT
CYILIECTBEHHOT'O BJIMSIHUS Ha KOHLEHTPALMIO KIIAPUTPOMHUIIMHA B CBIBOPOTKE, UTO XapaKTEpPHO U

JUIs APYTUX IPenapaToB IPYIIbl MAaKPOIHUIOB.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHE CBOMCTBA

®dapMakoTepaneBTUYECKas TPYMNa: aHTUOAKTepUaldbHbIE CpPEACTBA CHUCTEMHOTO JEHCTBUS;
MaKpOJIHU/bl, JUHKO3aMHU/Ibl U CTPENTOTPAMUHBI; MAKPOJIHIbI

Kox ATX: JO1FAQ9.

MexanusM JelcTBus U (hapMakoanHaMudeckiie YO dEKTHI

KnaputpoMuniua SBISETCS MONYCHHTETUYECKUM aHTUOMOTHKOM TPYIIBI MaKpOJIUIOB U
OKa3bpIBaeT aHTHUOAKTEepHaJbHOE JeHCTBHe, B3auMmojeiictBys ¢ 50S  pubGocomanmbHON
cyObeMHUIIEN U MOJaBIIsisl CUHTE3 Oelka OaKTepuil, YyBCTBUTENIbHBIX K HEMY.

KiapuTpoMHIIUH TPOJEMOHCTPUPOBAT BBICOKYIO AaKTHBHOCTB IN VIIr0O B OTHOIICHHH Kak
CTaHJAapPTHBIX J1a0OpAaTOPHBIX IITAMMOB OaKTepuid, TaK M BBIICTICHHBIX y OONBHBIX B XOJE
KIIMHUYECKON TPAaKTUKU. [IposBIsSET BBICOKYIO aKTUBHOCTh B OTHOIICHWH MHOTHX a3pOOHBIX U

aH33pO6HI>IX IrpaMIIOJOXKHUTCIIBHBIX U I'paMOTPHLATCIbHBIX MHUKPOOPTaHU3MOB. MuanManbHBIE
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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“

noxassitonue Kounentparuu (MIIK) xmapy

rpommniliy’ St 6Ustbilink BA '8 b0y Al s e

menblie, yem MITK sputpomuiinHa B cpeHeM Ha oaHO 10g2 pa3BeneHue.

Kiapurpomuius in Vitro BeicokoaktuBeH B otHouieHun Legionella pneumophila, Mycoplasma

pneumoniae. OkasbiBaeT OakTepunuaHoe aeiicTBue B oTHourenuu Helicobacter pylori, nannas

AKTUBHOCTh KIJIAPUTPOMMIIMHA BBIIE MpH HelTpanbHoM pH, yem mpu kucimom. Kpome Ttoro,

JaHHBIE IN VItro u iN VIVO yKa3bIBalOT HA TO, YTO KJIAPUTPOMUIIMH JCHCTBYET HAa KIMHUYCCKH

3HaYMMbIe BHIBI MuUKOOakTepuii. Enterobacteriaceae u Pseudomonas spp., Tak ke,

Kak H

npyrue, He (epMEHTUPYIOIIUE JIAKTO3y T'paMOTpHUIaTeNIbHble OaKTepuu, HE UyBCTBUTENIBHBI K

KIIAPUTPOMULIUHY.

AKTHBHOCTB KJIApUTPOMUIIMHA B OTHOIICHHUUN

OOJIBIIIMHCTBA IITAMMOB MNEPCUUCIICHHBIX HUIKC

MHKpPOOPIaHU3MOB JIOKa3aHa Kak IN VItro, Tak M B KIMHUYECKOW MPAKTHKE MpH 3a00JCBaHUSIX,

MepPEUYHCIICHHBIX B pazjaene 4.1.

A3D06HHG I'paMITIOJIOKHNTCIIbHBIC MUKPOOPIraHUu3Mbl

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes

Listeria monocytogenes

AnpoOHBIE MPAMOTPULIATENILHBIE MUKDOOPTaAHU3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jpyrue MUKpOOPraHU3MbI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Mukobakrepuu

Mycobacterium leprae
Mycobacterium kansasii
Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — komruieke, Bkirouatonimii: Mycobacterium avium u

Mycobacterium intracellulare

[Mponykmust Oera-akTamasbl HE OKa3bIBAET

BJIMAHHUA Ha aKTHBHOCTb KIIAPUTPOMUIIMHA.

BonpmmHCTBO MITaMMOB CTa(l)I/I.]'IOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIIJIMHY W OKCAalWJIJIINHY,
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(NOCNEQCBATENEHOCTE 0002)

oT 30.08

00J1a/1a10T yCTOWYUBOCTHIO U K KIIAPUTPOMHUIIMHY .

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Helicobacter pylori

UyBctBUTENBHOCTE H.pylori K KIApUTPOMUIIMHY U3y4Yaiach Ha U30isaTax H.pylori, BEIIETCHHBIX
or 104 mamueHTOB, 0 Havaja Tepanmuu npemaparoM. Y 4 TalUeHTOB ObUIM BBIJCICHBI
PE3UCTEHTHBIC K KJIAPUTPOMHUIIMHY IITaMMbl H.pylori,y 2-X - ITaMMbl C yMEPEHHOM
PE3UCTEHTHOCTBIO, Y OCTalIbHBIX 98 MArMeHTOB WU30JSTH H.pylori ObLIM YyBCTBHTEIBHBI K
KJIAPUTPOMUILIMHY.

KnaputpoMuiinH oOKa3bIBaeT JeWCTBHE INVILFO W B  OTHOIIEHHH OOJBIIMHCTBA IITAMMOB
CIICAYIOMNUX MHUKPOOPraHU3MOB (OAHAKO Oe30macHOCTh M 3(PGEKTHBHOCTh HMCIOJb30BaHUS
KJIAPUTPOMUIIMHA B  KJIMHUYECKOM  MpaKTHKE HE  MOJATBEpPXKACHA  KIMHUYECKUMU
MCCJICIOBAHUSAMU, U TIPAKTUUECKOE 3HAYECHUE OCTACTCS HESICHBIM):

A3D06HBIC I'paMITIOJIOKHNTCIIbHBIC MUKPOOPIraHu3Mbl

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

A3D06HBIC I'paMOTPHUIIATCIIbHBIC MUKPOOPIraHM3MbI

Bordetella pertussis
Pasteurella multocida

AH33D06HI)IC T'PaMIIOJIOKHUTCIBbHBIC MUKPOOPIraHHU3MbI

Clostridim perfringens
Peptococcus niger
Propionibacterium acnes

AH33D06HI>IG T'paMOTpUIATCIBbHBIC MUKPOOPTaHNU3MbI

Bacteroides melaninogenicus

CrnupoxeTsl
Borrelia burgdorferi
Treponema pallidum

KaMHI/IJIO6aKTCDI/II/I

Campylobacter jejuni

OCHOBHBIM  METAa0OJUTOM  KIAQPUTPOMHIIMHA B  OpraHWU3ME  dYeJloBeKa  SBIAETCS
MHUKPOOMOJIOTHYECKH  aKTHUBHBIM  MeTabommut  l4-ruapokcuxmnaputpomuriud  (14-OH-
KJIAPUTPOMHUIIMH). MHUKpOOHOIOTHYeCKass aKTUBHOCTh META00IMTa Takasl jke, KaK y HCXOJTHOTO
BellecTBa, UK B 1-2 pasa ciabee B OTHOIICHUH OOJILITUHCTBA MUKPOOPTaHU3MOB. VcKiroueHne
cocrasisiet H. influenzae, B otHomeHnn kotopoit 3ddekTHBHOCTH MeTaboiMTa B JABa pasa

BhIIe. McXOQHOE BEIIECTBO H €r0 OCHOBHONW METa0OIMT OKa3bhIBAIOT JIMOO aqIUTHUBHBINA, JTHOO
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 30.08.2024 N2 18277
cuHepruyeckuii >pgpekt B oTHOmEHUH H. ihfluenzad |9 -Y&idbimx ! Vitfe! 5 50 Vio s

3aBHCHUMOCTH OT IITaMMa OaKTEepHIA.

Tect Ha YYBCTBUTCJIBHOCTH

KonuuecTBeHHbIe METO/BI, TpeOYIOIIMEe U3MEPEHUs JUaMeTpa 30HbI MOJABICHUS POCTa, JAOT
Haubosiee TOYHBIE OLIEHKH YYBCTBUTEIBLHOCTU OAKTEpUN K aHTUMHUKPOOHBIM npenaparam. OnHa
U3 PEKOMEHAYEMBIX METOJUK [UIsl OIpPENEICHHs] YyBCTBUTEIBHOCTH MCIIONB3YET JUCKHU,
UMIIPErHUPOBaHHbIE 15 MK KiapuTpoMmuumHa (qucko-auddys3nonnsii meron Kupou-bayspa);
IpU UHTEPIpPEeTaldyd TecTa JUaMeTphl 30H MOJABICHHUS POCTa KOPPEIUPYIOT CO 3HAUYCHUSMU
MIIK knaputpomunraa. 3uauenus MIIK onpenensroTcss MeToaoM pa3BeeHUs B OyJIbOHE WU B
arape.

[Ipy uCHOAB30BaHUU STUX METOJUK OTYET U3 JIAOOpaTOpUM O TOM, YTO ILITAMM SIBJISETCS
«UyBCTBUTEIIHBIM», YKa3bIBaeT Ha TO, YTO BO30yIuTeNlb WHGEKIHU, BEPOSTHO, OTBETUT Ha
nedenue. OTBET «PE3UCTEHTHBII yKa3bIBAaeT HA TO, YTO BO30YIUTENb, BOBMOKHO, HE OTBETHUT Ha
nedyeHue. OTBET «IIPOMEXKYTOUHAsI YYBCTBUTEIBHOCTHY» IPEAINONIATacT, YTO TEpPaneBTUUECKUN
apdexT mnpenapaTta MOXKET OBITh HEOJHO3HAYCH WM MHKPOOPTaHM3M MOXET OKa3aThCs
YyBCTBUTEJIBHBIM TIPU HUCIHOJIB30BaHUU Ooyiee BBICOKUX 103 mpemnapara. ([IpomexyTounas
qyBCTBUTEIBHOCTh TAK)KE HA3BIBACTCS «YMEPEHHON YyBCTBUTEILHOCTHION).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOcopOuus

[Ipemapat  ObICTpO  BcachlBaeTCsi B JKEIYJOYHO-KUIIEYHOM  TpakTe.  AOCOIOTHas
6uonocTynHoOCTh coctaBisier okoino 50 %. Ilpm MHOrokpatHoMm mpueMe 03Bl Ipernapara
KyMYJISILIUU TIPAaKTUYECKU HE OOHApyKEeHO, U XapakTep MeTabonu3Ma B OpraHM3Me YeloBeKa He
u3MeHscs. IlpueM mnMIIM HENOCPEACTBEHHO Iepesl MNPUEMOM [penapara yBeIMYUBajl
OMOOCTYIHOCTh IpenapaTa B cpeiHeM Ha 25 %. KnapuTpoMHLIMH MOKET MPUMEHSTHCS JI0 €/1bl
VI BO BPEMsI €Ibl.

Pacnpenenenne

Knaputpomunyia cBsizpiBaeTcs ¢ Oenkamu 1ia3Mbel KpoBd Ha 70 % B xoHueHTparuu ot 0,45 no
4,5 mxr/mi. [lpu xoHueHTpanuu 45 MKI/Mi cBsA3bIBaHME CHMXkaercs 10 41 %, BeposiTHO, B
pe3yJbTaTe HACBHIIEHUS MECT CBA3BIBaHUS. DTO HAONOJAeTCs TOJBKO MPU KOHIEHTPALUSX,
MHOTOKPAaTHO MPEBBIIIAIONINX TEPATEeBTHUECKYIO.

HccnenoBanus in ViVO Ha XKHBOTHBIX MOKAa3aJid, YTO KJIAPUTPOMHUIIMH MPUCYTCTBYET BO BCEX
TKaHSIX, 3@ UCKIIOYEHUEM LIEHTPaJIbHOW HEPBHOM CUCTEMBI, B KOHIEHTPALUAX, B HECKOJIBKO pa3
OpeBbIIAIOIMKX TIa3MeHHble. Haumbonee Beicokue koHueHTtpamuu (B 10-20 pa3 Bbiie
MJIa3MEHHBIX ) 0OHAPYKUBAIKNCH B IEYEHHU U JIETKHUX.

buorpancdopmarms

25



COOTBETCTEYET JKCINEPTHC(
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IIpy Ha3HAYEHUM KIApPUTPOMHUIIMHA B 103€ 2500 Mr 2 padd By T AR IR bl baBHORECHAS

MY OTUETY

koHLeHTpalusa (Cmax) kimaputpomunHa u 14-OH-knapuTpoMuiiHa B IJ1a3Me€ JOCTHTalach
yepe3 2—3 nHsA u coctaBisia 1 Mkr/mit u 0,6 MKI/mMi1 cooTBeTCTBEHHO. [lepron momyBeIBeIeHUS
(T12) xmapuTpOMHIIMHA W €r0 OCHOBHOIO MeTaboiuTa cocTaBuwil 3—4 dvaca U 5—6 yacoB
cooTBeTcTBeHHO. [Ipn HazHayeHuu kiaputpomuiuHa B ao3e 500 mr 2 pa3za B CyTKH Cmax
KkiapuTpoMuliiia U 14-OH-knapuTpoMuliMHA B TUIa3Me JIOCTUTANIaCh MOCIe IpremMa S-i 10361 U
cocraBuna B cpemnem 2,7-2,9 wmkr/mn u  0,88-0,83 wmkr/mim  coorBerctBeHHO. Tin2
KJIADUTPOMHIIMHA M €ro OCHOBHOTO MeTraboyimra coctaBui 4,5 -4,8 daca m 6,9-8,7 daca
COOTBETCTBEHHO.

Cmax 14-OH-knaputpomMulliHa HE yBEIMYHMBAIACH MPOMOPLMOHAIBHO J103€ KIAPUTPOMUIIMHA, B
TO BpeMsl KaK MEPHO/] MOTYBBIBEACHHUS KaK KIAPUTPOMUIIMHA, TAaK U €r0 TUAPOKCHIMPOBAHHOTO
MeTabonuTa MMeEN TEHACHIMIO K YBEJIMYEHHUIO C TOBBIIIEHHEM [03bl. Takas HeluHeHHas
dbapMakOKMHETHKa KIAPUTPOMUIIMHA B COYETAaHMM C YMEHbIIEHHeM oOpa3oBanus 14-
TUAPOKCHIIMPOBAHHBIX U N-IeMETUIMPOBAHHBIX MPOAYKTOB MPU BBICOKHX 033X yKa3bIBae€T HA
HEJIMHEWHBI METaboH3M KIAPUTPOMHIIMHA, KOTOPBI CTAHOBHUTCS 0O0JI€€ BBIPAKCHHBIM IPU
BBICOKHX JI033X.

DJIMMUHALNS

[Toukamu BeIBoAUTCS OKOiO 37,9 % mocie mepopalibHOrO MpUeMa KIAPUTPOMHIIMHA B J103€
250 Mr u 46 % mocie mpuema KiIapuTpoMuiiiHa B g03e 1200 Mr; KUIIEYHUKOM BBIBOJUTCS
oko1o 40,2 % u 29, 1 % coOOTBETCTBEHHO.

DapmaxkokuHemura y nayueHmos

Knapurpomuniua u ero merabonut 14-OH-kaapuTpoMULIMH OBICTPO MPOHUKAIOT B TKAHU U
JKUJKOCTH opranu3Ma. MMmeroTcs orpaHWYeHHBbIC JaHHBIC, CBUACTEIIbCTBYIOIIME O TOM, YTO
KOHIIEHTpaIUsl KIAPUTPOMHIIMHA B HEPeOPOCHUHAIBHON KHUAKOCTU MPH MEepOopaIbHOM MpUeMe
HE3HayuTenbHa (T.e. TONMbKO 1-2 % OT KOHIIEHTpallMd B CHIBOPOTKE KPOBU MPU HOPMaTbHOMN
IIPOHUIAEMOCTH TremarodHIedanuyeckoro Oapbepa). KoHueHTpauus B TKaHAX OOBIYHO B
HECKOJIBKO Pa3 BBIIIE, YeM B CHIBOPOTKE KPOBH.

B Ta6J'II/II_[C MMPUBCACHBI IIPUMCPBI TKAHCBLIX U CBIBOPOTOYHBIX KOHI_ICHTpaI_II/II\/'II

Konnentpanus (250 mr kaxxasie 12 gacoB)

Bup tkanu TkaHeBbIe (MKI/T) ChIBOPOTOYHBIE (MKT/MIT)
MuHpanusel 1,6 0,8
Jlerkue 8,8 1,7

q)aDMaKOKI/IHeTI/IKa Y OTACJBHBIX I'PYIIII ITAITMECHTOB

Ileuenounas nedocmamourocme
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COOTBETCTBYET 2KCI EF'T_H" MY OTUETY

ot 30.08.2024 N=
.

V NalMeHTOB €O cpefHeill M THKEIOoH CTIEHbIo 'J;L{By-n-llgt;f; E'di;%ﬂ Ulrebentt V4o ¢

COXPaHEHHOU (PyHKIMEW MOYEeK KOPPEKIHs J03bl KIApUTPOMUIIMHA HE TpeOyercs. PaBHOBecHas
KOHLIEHTpalusl B IUIa3M€ KPOBU U CUCTEMHBIN KIMPEHC KJIApPUTPOMUIMHA HE OTJIMYAIOTCH Y
OOJNBbHBIX JJAaHHOM TIpyNNbl M 3J0pOBBIX NalMeHTOB. PaBHOBecHas koHueHTpauus 14-OH-
KJIApUTPOMMLIMHA Y JIFOJEH C HapyLIEHUAMHU (QYHKIUH [1€YEHN HUXKE, YEM Yy 3/10POBBIX.
Iloueunas nedocmamounocmo

[Ipn HapyiieHHH (QYHKIUH MOYEK yBENUYUBAIOTCS Cmax U MHUHUMabHAs KOHIEHTPAUst (Cmin)
KJIADUTPOMHUIIMHA B IUIa3Me KPOBH, IEPHOJ, MOTYyBbIBeAcHMS, momans AUC k1apuTpoMHLIMHA U
ero merabonura 14-OH-knaputpomunnHa. KoHCTaHTa 3IMMUHALMM U BBIBEJCHHE ITOYKAMHU
yMmeHblatorcd. CTeneHb M3MEHEHUH JTUX [apaMEeTpOB 3aBUCUT OT CTENEHU HapyLIEHUs
(GYHKIUH TOYEK.

Jluya noosicunozo eéozpacma

VY nanMeHTOB MOXKMIJIOTO BO3pacTa KOHIEHTpALuUs KIapUTPOMULMHA U ero merabonura 14-
OH-xnapuTpoMullHa B KpOBU Obljia BBILIE, & BEIBEICHNUE MEIJICHHEE, YEM Y TPYIIIbl MOJIOIBIX
moaeil. OgHako Mociie KOpPpeKLUHUH C Y4E€TOM IOYEYHOro KJIMpEHCa KpeaTMHUHA He ObLIo
oTanuuil B obeux rpymnmnax. TakuMm o0Opa3oM, OCHOBHOE BIMSIHHME Ha (apMaKOKHMHETUYECKHE
napaMeTphbl KJIapUTPOMHULIMHA OKa3bIBaeT GYHKIHUSA IIOYEK, a HE BO3PACT.

Tayuenmol ¢ MuKobaxmepuarbHbiMu UHGeKYusMU

PaBHOBecHbIE KOHLIEHTpauuu KiaputpomuninHa U 14-OH-knaputpomuninHa y OONBHBIX C
BUY-undexnueit, mosyyaBmux KIapuTPOMULIMH B 0OBIYHBIX J03ax (500 Mr aBa pasza B CyTKH),
ObUIM CXOJHBIMHU C TAKOBBIMHU Y 3/0POBBIX Jrojiel. OAHAKO NMPH NPUMEHEHUU KJIApUTPOMUIIMHA
B 0OoJiee BBICOKHX J103aX, KOTOpPbIE€ MOTYT MOTpPeOOBAThCS ISl JIEUEHUS MHUKOOAKTEepHaIbHBIX
MH(pEKINH, KOHIIEHTPAlM aHTUOMOTHKA MOTYT 3HaYUTENIbHO MPEBbIIATh OObIUHbIE. Y OOJIbHBIX
¢ BUY-undexuueit, npuHUMaBIIMX KiapuTpoMuluH B 1o3e 1000 mr/cyT unu 2000 mr/cyT B 1Ba
npueMa, paBHOBeCHble 3HA4EHUS Cmax OOBIUHO cocTaBmsid 2—4 MKr/mMa u 5-10 mkr/mn
cooTBeTcTBeHHO. [Ipu mpuMeHeHnu npenapara B 00see BHICOKUX J03aX OTMEUanoch yAJIMHEHUE
nepuoja TONYyBBIBEJACHHUSI 110 CPAaBHEHHIO C TAaKOBBIM Yy 3[0pPOBBIX JIIOJEH, MOIy4YaBIIMX
KJIAQpPUTPOMHULIMH B OOBIYHBIX J03aX. [lOBBIIIEHWE KOHLEHTpAUU B IUIa3Me M YIJIMHEHHE
HepuoJia MOJTyBBIBEACHUS MPU MPUMEHEHUH KJIapUTPOMHULIMHA B O0Jiee BHICOKUX J103aX CBS3aHO
C HeNMHEeHHO! (hapMaKOKMHETHKOM mpenapara.

Kombunuposannoe neuenue c omenpazonom

Knaputpomunima mo 500 mr 3 pasza B CyTKM B KOMOMHAIIMM C OMENPa3osioM B j103e 40 Mr/cyTku
cnocooctByeT yBenuueHuto Tiz u AUCo24 omemnpasona. Y BceX MHALUEHTOB, MOIYYaBLIMX
KOMOMHHMPOBAHHYIO TEparuio, B CPAaBHEHUU C IMOJyYaBIIMMHU OJIMH OMEIpPa3oJi, HabI0Janoch

nopeimieHne Ha 89 % AUCo24 1 Ha 34 % T12 omenpazona. Y xinaputpoMuriuHa Cmax, Cmin 1
27



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 30.08.2024 N= 18277

AUCo.g yBemnuuBaIuch, COOTBETCTBEHHO, Ha 10 %, 27 %:'&?E%CEWE%EEE%HE ﬁ%&MH,

KOTJa TNPHUMEHSJICS TOJBKO KIAPUTPOMHUIIMH 0Oe3 omenpa3ojia. B paBHOBECHOM COCTOSIHUM
KOHLEHTpAllMU KJIApUTPOMHULIMHA B CIM3UCTOM JKeilyaka depe3 6 4 mocie IpueMa B IpyIIIe,
nojyyaBlieil koMOMHaLKI0, B 25 pa3 MPEeBOCXOAMIM TAaKOBbIE [0 CPABHEHHUIO C IOJy4YaBIIMMHU
OJIMH KiapuTpoMuuuH. KoHIeHTpanuy KJIapuTPOMMIMHA B TKaHIX JKEIyJKa depe3 6 4 mocie
npueMa 2-x IpenapaToB B 2 pas3a NPEBBbILANM JAHHbBIE, [OJYyYEHHbIE B TPYIIE MalMEHTOB,

MoJIy4yaBIINX OAWH KIIAPUTPOMUIINH.

6. PAPMAIEBTHYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Snpo TabiieTku:

1eJUTI0J103a MUKpOKprcTaiuinieckas (Avicel PH-101)
LEIUTF0JI03a MUKpOKpucTaunyeckas (Avicel PH-200)
KpOCKapMeJui03a HaTpus

MOBUJIOH

KPEMHHUSI TUOKCH]T KOJUTOUTHBIN O€3BOAHBIN

MarHus creapar

[1nenounas obosiouka Onapaii xentbid 20H82975:

rurnpomerosa 15¢P

MPOTHJICHTJTUKOJTb

TUTaHa JUOKCHU]L

TUIIPOJI03a

BaHWINH

copOMHOBasE KMCJIOTA

KpacuTelb KeJie3a OKCU KeNThII

6.2. HecoBMecTUMOCTD

He npumennmo.

6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

3 roja.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH NIPH XPAHEHUHU
IIpu Temneparype He Bbiue 25 °C.

XpaHUTh B HEJOCTYITHOM JIJIS IETEH MecTe.

6.5. XapakTep u cofepkaHue NEPBHYHOH YIAKOBKH

7 Tabnerok B Onucrepe u3 ApyxcioiHoi [IBX/TIBIX muieHKH U adtOMUHAEBOM (DOJIBIH.

2 GnucTepa BMECTE C MHHCTPYKITMEH 10 MPUMEHEHHUIO B KAPTOHHOMU TavyKe.
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66. Ocobme wepti  mpenocropornocrh  npu(YERERRBMEE BHR6AS Hiitloro

JIEKAPCTBCHHOI'0 npemnapara HJIH 0TX0/10B, MOJTYYCHHBIX mocJjie NMPUMEHECHUSA
JICKAPCTBCHHOI'O IIpennapaTa i APpyrue MaHuIyJsAIum € mpenapaTom

Oco0bIe TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOTI'O YAOCTOBEPEHMUSI

Aypobunno ®apma Jlumuren

VYyactok Ne 2, MaiitpuBuxap, Amuprert, Xanaepadam — 500 038, Tenanrana, Manus
7.1. lIpencraBuTeib AepKaTessi PEriCTPAIIMOHHOIO YA0CTOBEPEHUs

[Iperen3zun HOT]Z)C6PITCJ'I€I>1 HaIIpaBJIATH 110 aAPECy.

AHO «HanmoHansHBIN HAYYHBIH HEHTP (apMaKoHaI30pay
105005, Poccus, r. MockBa, yi. baymanckasi, a. 6, ctp. 2, atax 9, opuc 923
Ten.: 8-800-777-86-04

Anpec aiekTpoHHO#M mouTkl: adversereaction@drugsafety.ru

8. HOMEP PETUCTPALHMOHHOI'O YAOCTOBEPEHUA

9. IATA TIEPBUYHON PETMCTPALMU (IIOATBEPKJIEHHUSI PETMCTPALIUM,
MEPEPETUCTPALIAN)

JlaTa nepBUYHON PEruCTpaALMHN:

10. IATA IEPECMOTPA TEKCTA

OOmiass  xapakTepucTHKa  JIEKAPDCTBEHHOro  mpemnapara  Tomupamar  JOCTynHa  Ha
nH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHYECKOTO COr03a B HH(OPMAalMOHHO-

KOMMYHHKaIIHOHHOH ceTn «HTepHeT» http://eec.eaeunion.org/
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