COOTBETCTBYET 3KCMEPTHOMY OTUYETY
o 14.10.2024 N2 22331
OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Knaputpomunina — BEPTEKC, 500 Mr, TabneTku, MOKPHITHIC TIJICHOYHON 000JI0YKOM.

2. KAYECTBEHHBIN U1 KOJTMYECTBEHHBI COCTAB

JlelicTByrolee BEIECTBO: KIIAPUTPOMMUIIVH.

Kaxxnas Tabnerka, mokphITas IIICHOYHOH 000I109KOH, coepxuT S00 Mr KJ1apuTpOMHUIIMHA.
BcrnomorarenbHble BelecTBa, HaJIHMuWe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakto3a, HaTpuid (cM. pazzaen 4.4.).

[TonHbIN TEpevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOM.
OBasibHBIE JBOSIKOBBINTYKJIbIE TAOJIETKU, IMOKPBITHIE MJIEHOYHOW 000104YKO0i xenToro nsera. Ha

IMMOIICPCUYHOM Pa3pE3€ AAPO 0e10ro Wi Moyt 0eIoro OBECTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

[Ipenapatr mnoka3aH K MNPUMEHEHHIO MpU HH(PEKIMOHHO-BOCHAIUTENbHBIX 3a00J€BAHUSAX,

BBI3BaHHBIX YYBCTBUTEJIBHBIMU K KJIAQPUTPOMHMIMHY MHUKPOOPraHMU3MaMHM, Y B3POCIBIX U JleTel

crapiie 12 ner:

— MH(EKIN HKHUX JbIXaTeNbHbIX yTeH (Takue Kak OpOHXHUT, THEBMOHUA);

— MH(EKIUHN BEpXHUX AbIXaTeIbHBIX MyTeH (Takue Kak (papuHIUT, CHHYCHUT);

— HMHQEKIMM KOXXM M MSITKMX TKaHed (Takue Kak (OJUITMKYJIUT, BOCHAJIEHUE TMOIKOXKHON
KJIETYaTKH, POXKa);

— JMCCEMHUHHPOBAHHBIC WM JIOKAIN30BAaHHBIE MHKOOAKTepHAbHBIC WH(EKIINH, BBHI3BAHHBIC
Mycobacterium avium n Mycobacterium intracellulare;

— JIOKaJIM30BaHHBIC MH(EKIINH, BbI3BaHHBIE Mycobacterium chelonae, Mycobacterium fortuitum
u Mycobacterium kansasii;

— TpoMIaKTHKa pacTpOCTpaHEHUs] WHPEKIUN, 00YCIOBICHHOW KOoMILIeKcoM Mycobacterium
avium (MAC), BUY-undunupoBaHHbIM TaIMeHTaM ¢ cojiepkanueMm JumMdonuro CD4
(T-xenmepHbIX TUMpOIHUTOB) He 6oee 100 B 1 Mm>;

— opanukanus H. pylori u CHUKEHHE YacTOThI PEIIMINBOB S3BbI JIBCHAIIATUTICPCTHOW KHUIIIKH.
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4.2. Pe:kuM 103MPOBAHUA U CTIOCO0 MPUMEHEHUsI

PexxuM J103upoBaHus

Bspocnvie

OObIuHasE peKOMEHIOBaHHAs J103a KiapuTpoMuimHa — 250 mMr 2 pa3a B JIeHb (B 3TOM ciydae
BO3MOHO IIPUMEHEHUE KIAPUTPOMUILIMHA B 103UpoBKe 250 mr).

Knaputpomunima 500 mr 2 pasa B JI€Hb HCIOJIB3YIOT B ciiydae OoJiee TSKENBIX WH(EKIHA.
OO0bI4Has POIOIHKUTENBHOCTD JICYSHHUSI COCTABISCT OT 5 10 14 qHEl.

Hcknrouenne cocTaBisitOT BHEOOJbHUYHAS THEBMOHMS U CUHYCHUT, KOTOpbIE TPEOYIOT JIeUeHHUs
oT 6 1o 14 nuei.

Ho3b1 0113 1eueHuss MUKOOaAKmepuaIbHvlx uHpekyull, Kpome mybepkynesa

[Tpun MuKoOakTepraNbHBIX HHOEKIUAX PEKOMEHI0BaHa 103a KiapuTpomuimHa 500 mr 2 pasza B
JICHb.

Jleuenue nuccemunnpoBaHHbIx MAC unbekuuii y mauuenton co CITM/Jom crnenyet mpogomkarhb
0 TeX TOop, MOKa HuMeeTcs KIMHWYeCKas W MHUKpoOHosorndeckas d(PQPEeKTHBHOCTD.
Knaputpomunus cienyer Ha3Ha4aTh B KOMOMHALIMY C JPYTUMH aHTUMUKPOOHBIMH IIperiapaTamMH,
AKTUBHBIMU B OTHOIIIEHUU JJAHHBIX BO30YAUTENEH.

JUIMTeNnbHOCTh  JIEYEHUS  JAPYTUX  HETYOEepKYJIE3HbIX  MHUKOOAKTEpUAIbHBIX  HMHQEKIMHA
yCTaHaBIIMBAET Bpay.

s npopunakmuxu unghexyuii, evizeanuvix MAC

Pexomennyemas noza knapurpomunvaa — 500 Mr 2 pasa B 1eHb.

Hnsa spaduxayuu H. pylori

VY nmanueHToB ¢ SI3BEHHOU 00J1€3HbI0, BbI3BAHHOM MH(peKuuen H. pylori, KITapUTPOMUIIMH MOXHO
Ha3zHayathb 1o 500 mr 2 pa3a B IeHb B KOMOMHAIIMH C IPYTUMH aHTUMUKPOOHBIMU ITpenapaTamMy U
MHTUOMTOpaMH TPOTOHHOI'O Hacoca B TedeHue 7 — 14 qHeil, B COOTBETCTBUHU C HALIMOHAJILHBIMU U
MEXyHApOJAHBIMU PEKOMEHIAIUAMH 110 JieueHuto uudexkuuu H. pylori.

Oco0ble TPVIIILI TAIMEHTOB

Ilayuenmul ¢ napywenuem ynKyuu novex
[Taruentam ¢ knmupercoM kpeatnanHa (KK) menee 30 Mui/MUH Ha3HAYalOT MOJIOBUHY OOBIYHOMN
036l KJIApUTPOMHUIIMHA (B JAHHOM cllydae Hcmoib3yercs go3za 250 mr). Jledenue Ttakux
MAIMEHTOB MIPOJIOJDKAIOT He Oosiee 14 mHe.

eTu
Pexxum noszupoBanus nnst gereit ot 12 go 18 mer He oTiiMUYaeTcs OT peKUMa JT03UPOBAHUS IS
B3POCIIBIX.
[IpumeHeHne KIapUTPOMHIIMHA B JIEKAPCTBEHHOU (hopme TabseTku y nered miazdmie 12 mer He

n3y4danoch (3 HEKTUBHOCTH U OE30MACHOCTH HE YCTAHOBJICHBI).



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 14.10.2024 Ne 22331
Cli0c06 HbUMEHEHUS (NOCNEOOBATENLHOCTL 0001)

[ns npuema BHyTph. He3aBHCMMO OT mpreMa MHUILLH.

4.3. [IpoTuBONOKA3aAHUS

— TUNEPYYBCTBUTEIBHOCTh K  KIAPUTPOMUIIMHY, MAakKpoiujaM WIM K J0OMy U3
BCIIOMOTaTeNbHBIX BEUIECTB, IEPEUUCIICHHBIX B pa3zene 6.1;

— OJHOBPEMEHHBIH MpPHEM KIAPUTPOMUIMHA CO CIEAYIOIIMMHU IpenapaTaMu: acTeMH30Il,
u3anpuI, TuMo3u, Teppenaand (cm. paszuen 4.5.);

— OJHOBPEMEHHBIN IPUEM KIAPUTPOMMIIMHA C JIOMUTANUIOM (CM. paszen 4.5.);

— OJHOBPEMEHHBIH MpPHEM KIAPUTPOMHIIMHA C aQIKAIOWAAMHU CIOPBIHBH, HAlpUMED,
3ProTaMMHOM, TUTHAPOIPTOTAMUHOM (cM. pazzaen 4.5.);

— OJHOBPEMEHHBIN MPHEM KJIAPUTPOMUIIMHA C MHIA30JaMOM JUIsl IEPOPATILHOTO IPUMEHEHUS
(cm. pasnen 4.5.);

— OJHOBpPEMEHHBIH mpueM KiapuTpomuinuHa ¢ uHruouropamu ['MI-KoA-penykrassl
(craTuHAMU), KOTOPHIE B 3HAUUTEIBHOMN cTeneH! MeTabonu3upyroTes uzopepmentom CYP3A4
(JloBacTaTWH WJIM CHMBACTaTUH), B CBSI3W C IOBBILIEHHMEM pHUCKAa MHUONATHUH, BKIIOYAs
pabaomuonus (cM. pazaen 4.5.);

— OJHOBPEMEHHBIN IpHUeM KIAPUTPOMUIIMHA C KOIXHUIIMHOM (cM. pazzaen 4.5.);

— OJHOBPEMEHHBIN IPHUEM KJIAPUTPOMHULIMHA C TUKArpesIopoM HIIM PAHOIA3UHOM;

— ymmHenue uHTepBaia QT B aHamHe3e  (BPOXKIEHHOE WJIM  MPUOOPETEHHOE
3aperucTpupoBaHHoe yanuHeHue uHTepBaina QT) wim KenynoukoBas apuTMUs, BKIIOYas
HKEITYTOUKOBYIO TAXUKAPAHUIO TUTIA «ITHPYIT» (cM. pa3aensl 4.4. u 4.5.);

— KJIApUTPOMUIIMH HE CIEAYyeT MPHUMEHSTh y MAIlUEHTOB C AJIEKTPOJUTHBIMU HapyIICHUSIMU
(TurokarMeMHe WM TUIIOMarHWEeMHUeW) B CBS3M C pUCKOM ymiuHeHuss uHTepBaia QT
(cMm. pazmen 4.4.);

— TsDKeNas IE4YEHOYHas HEeJAOCTaTOYHOCTh, IPOTEKarolass OJHOBPEMEHHO C IOYEYHOM
HEZ0CTaTOYHOCTHIO;

— XoJlecTaTMuecKas IKeJNTyXa/TemaTUT B aHaMHe3e, pa3BUBIIMECS NpU NPUMEHEHHU

KJIApUTpOMHMILIMHA (CM. pa3zaen 4.4.);

— nopdupus.

4.4. OcoOble ykazaHusl 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH
C 0CTOPOKHOCTBIO IPUMEHSTH IIPU:

— IIOYE€YHOHN HEAOCTATOYHOCTU CPEAHEH U TSKEIION CTEIICHH;
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— MEYEHOYHOW HEJOCTATOUYHOCTH CPEIHEHN U T

— OJHOBPEMEHHOM IpHUeMe KIAPUTPOMHIIMHA ¢ OeH30JHa3eNMHaMM, TAKUMH KakK ajmpasoiam,
TpHaszoJjiaM, MUAa30JIaM Uil BHYTPUBEHHOTO MPUMEHEHUS WM JJI1 HAHECEHUS Ha CIM3HUCTYIO
0007109Ky TIOJIOCTH pTa (cM. pazaen 4.5.);

— OJHOBPEMEHHOM IIpHUEME C MpenaparaMd, KOTOpPble METabOoNMH3UPYIOTCS H30(EPMEHTOM
CYP3A, mwanpumep, kapOaMa3enuH, ITWIOCTa30J, IUKIOCIOPUH,  JTU3O0NHPaAMUI,
METHWINIPETHU30JIOH, OMEIpPa30J, HENpsMbIe aHTHKOATYJSHTHI (Hampumep, BapdapuH),
XUHUIMH, pudaldyTHH, cuiaeHadui, TakpolIuMyc, BAHOIacTHH (cM. pa3zaen 4.5.);

— OJIHOBPEMEHHOM TIpHeMe C Ipenaparamu, uHaynupyomumu wu3zopepmeHT CYP3A4,
HarpuMmep, pudamnuimH, ¢GeHuToMH, KapOamasenuH, (eHoOapOuTan,  3BepoOoi
MIPOJIBIPSIBIICHHBIN (CM. pa3aen 4.5.);

— OJIHOBPEMEHHOM IpHeMe KIAPUTPOMHUIIMHA CO CTATUHAMM, HE 3aBUCSIIIUMHU OT METa0O0JIM3Ma
uzopepmenta CYP3A (manpumep, diayBacrtatun) (cM. pazzaen 4.5.);

— OJHOBPEMEHHOM IIpHEME C OJIOKATOpaMU «MEJUICHHBIX» KaJlbIIUEBBIX KaHAJIOB, KOTOPHIC
meTtabomusupytorcsi  uzopepmentom CYP3A4 (nmampumep, BepamamMui, amMmJIOJUIHUH,
TUITHA3EM);

— OJIHOBPEMEHHOM TMpPHUEME KIAPUTPOMHUIIMHA C TEPOPATHHBIMH AHTHUKOATYJISHTAMH IIPSIMOTO
JeUCTBUSI, TAKUMH Kak jgaburatpaH, puBapokcabaH, amukcadaH, OCOOCHHO y TAIUEHTOB C
BBICOKHM PUCKOM Pa3BUTHS KPOBOTCUCHUH;

— wumemuyeckoit 6omnesnu cepamna (MbC), Tsokenoii cepaeyHoi HETOCTATOYHOCTH, HAPYIICHUU
MPOBOAMMOCTH WJIH KIMHUYECKH 3HAYMMON OpaauKapAuH, a TakKe OJHOBPEMEHHBIN mpuemM
aHTHapuTMUYeckux mpenapatoB [A kmacca (xuHuguH, npokamHamua) u Il kmacca
(modberunua, aMruoIapoOH, COTAION);

— OepemeHHoOCTH (CM. pazzen 4.6.).

JImuTenbHBINA TPHeM aHTUOMOTHKOB MOXKET MPUBOANTH K 00Pa30BaHUIO KOJIOHUH C YBEIIMUYEHHBIM

KOJIMYECTBOM HEUYBCTBUTENbHBIX OakTepuil u rpuboB. [lpu cynepuHbekunn HeEOOXOIUMO

Ha3Ha4YUTh COOTBETCTBYIOIIYIO TEPAIMHUIO.

Hasnauenue kapuTpoMuIimHa 0epeMeHHbBIM KEHIIIMHAM JOHKHO MPOBOIUTHCS TPU TIIATEIHHON

OIICHKE COOTHOIICHUS PHUCKAa W TIOJB3bl, OCOOEHHO B TEYEHUE TIEPBBIX TPEX MECSIIEB

OEpEeMEHHOCTH.

[Tpy mpuMeHEeHUH KIAPUTPOMUIIMHA COOOIIANIOCh O MEYCHOYHOW TUCPYHKIHMU (TOBBILIICHHE

AKTUBHOCTH TEYCHOYHBIX (DEPMEHTOB B KPOBH, T€MATOLEIUTIOJISIPHBIN W/UIH XOJECTaTUYSCKUI

renaTuT C KeATyxou miu 0e3). [ledeHouHass TUCPYHKIUA MOXKET OBITh TSDKENIOH, HO OOBIYHO

ABIIACTCSA O6paTPIMOI>'I. HNmerorcs cirydyan MICYCHOIHOM HEAOCTATOYHOCTH C JICTAJIbHBIM HCXOAO0M,
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OJIHOBPEMEHHBIM IPUMEHEHUEM JPYTUX JEKAPCTBEHHBIX cpeAcTB. [Ipu MOSIBIICHUN TPU3HAKOB U

CUMIITOMOB I'€NaTUTa, TAKUX KaK aHOPEKCHUs, JKEITyXa, IOTEMHEHUE MOYH, 3Yy]l, O0JE3HEHHOCTb

JKUBOTA MpPU NaJbIallK, HEOOXOIUMO HEMEJIEHHO MPEKPATUTh TEPANHUI0 KIAPUTPOMHUIIMTHOM.

[Ipy HamMuMK XPOHUYECKUX 3a00JIeBaHUN IMEYEHH HEOOXOAMMO MPOBOIUTH PETYISpPHBIN

KOHTPOJIb aKTHBHOCTH ()EPMEHTOB CHIBOPOTKH KPOBH.

[lpu nedeHWHM TPAKTUYECKH BCEMH aHTHOAKTEpHUAIbHBIMU IpenapaTaMd, B TOM YHCIE

KJIapUTpOMHUIIMHOM, onucanbl ciydau Clostridium difficile-acconuupoBaHHON AWapeH, TSHKECTh

KOTOPOM MOXET BapbUPOBAaThCA OT JIETKOHW JHaped 0 YIPOXKAIOIIEro >U3HU KOJHTA.

AHTHOaKTEepHUaIbHBIC TIPENapaThl MOT'YT H3MEHUTh HOPMAIBHYIO MUKPO(DIIOPY KHUIIEYHHUKA, UTO

moxet npuBectH K pocty C. difficile. TlceBnomemMOpano3HbId KOMUT, BeI3BaHHbIN Clostridium

difficile, HeoOXOOMMO TMOAO3pEBaTh y BCEX MAIMEHTOB, y KOTOPBIX TOCIE MPUMEHEHUS

aHTHOAKTepUaIbHBIX CPEJICTB Pa3BUIIACH TUAPES.

[locne mpoBeneHust Kypca aHTUOMOTHKOTEpPANUU HEOOXOIUMO TIHIATEIBHOE MEIUIIMHCKOE

HaOo/ieHue 3a mauueHToM. ONMCHIBAIMCH Cllydad pa3BUTHS I1CEBJAOMEMOpPaHO3HOTO KOJIMUTA

cnycTs 2 Mecslia mocie npueMa aHTHOUOTHKOB.

[Tpu neyeHNH MaKpOJIUAAMHU, BKIIOYAS KIAPUTPOMHUIIMH, HAOIIOJANOCH YATUHEHHE CepIeUHOM

penossipuzanuu v uaTepBaia QT, BeI3bIBast PUCK PA3BUTHS CEPACUHON apUTMUHU U KETYTOUKOBOM

TaxUKapJUu TUNA «TUpyIT» (cM. pasznaen 4.8.). Tak kak cleayroIe CTyallui MOTYT IPUBECTH K

YBEJIMUYEHUIO PUCKA PA3BUTHS KE€TYJOUYKOBBIX ApUTMUH (B TOM YHCIIE KENyA0YKOBOU TaXUKapAUU

TUTIA «TUPYIT»), TO KIAPUTPOMUIIMH HE JODKEH NPUMEHATHCA Y CIEAYIOIUX KaTeropui

MAIMEHTOB:

— y MalyeHTOB C TUMOKaueMuen (cM. pazaen 4.3.);

— y MalMeHTOoB C TuroMarauemueit (cm. paszuaen 4.3.);

— OJHOBpPEMEHHOE Ha3HaueHue KJIApUTPOMHUIIMHA C aCTEMHU30JI0M, IIU3alPHI0M, TUMO3HUIOM U
TeppeHaIMHOM MPOTUBOIIOKA3aHO (cM. pazaen 4.3.);

— Yy TAalIWeHTOB C BPOXICHHBIM WJIH TNPUOOPETCHHBIM 3apeTHCTPUPOBAHHBIM YITHHCHHEM
unTepBana QT wan Hamu4reM KelyI0YKOBOW apuTMHUU B aHaMHe3e (cM. pazzaen 4.3.).

KnaputpoMuivH A01KEH IPUMEHSATHCS C OCTOPOKHOCTBIO Y CIIEAYIOIUX KaTeropuil MalMeHToB:

— y nanueHToB ¢ MBC, Tsxenon cepieuHoN HeI0CTaTOYHOCThIO, HAPYIICHUSIMHU TPOBOAMMOCTH
VI KIIMHUYECKH 3HAaYUMOM Opaaukapuei;

— Yy HalMEHTOB, OTHOBPEMEHHO IPUHUMAIOILIUX IPYTHE JeKapCTBEHHbIE MPEenapaThl, CBSI3aHHbIE
¢ ynmuHenueM uatepBana QT (cm. pazmen 4.5.).

B xo71€ 3n11eMHuoI0rHuecKiX UCCIeI0BaHUN 10 U3YYSHHIO PHCKa HEOIaronpusTHBIX CepeuHO-
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pe3yiapTaThl. B HEKOTOpbIX  HAONIOAATENBHBIX  HUCCIECJOBAHMSX  OBLI  yCTAHOBJIEH
KPaTKOBPEMEHHBIN PHUCK pPa3BUTHS apUTMUU, WH(PApPKTA MHUOKApJa U CMEPTH OT CEpICYHO-
COCYAMCTHIX 3a00JI€BaHMI, CBA3aHHBIN C MPUMEHEHUEM MaKPOJINI0B, BKIOYas KJIapUTPOMHUIIMH.
IIpy Ha3HaAYeHUM KIAPUTPOMHIIMHA CIEAYET COOTHOCHTH IPEANOJIAraéMyro IMojib3y OT IpuemMa
npernapara ¢ JaHHbIMU PUCKaMH.

Bo3MOXHO pa3BUTHE NEPEKPECTHOM PE3UCTEHTHOCTM K KIAPUTPOMULMHY U JApPYTUM
AHTUOMOTHKAM TPYIIIBI MAKPOJIMJIOB, a TAKXKE JIMHKOMULIUHY U KJIMHAAMULIMHY.

VYuuThiBas pacTyllyr0 pe3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOIUAAM, BaXXKHO
IIPOBOAMTH TECTUPOBAHNE YYBCTBUTEIBHOCTU IPH Ha3HAYEHUU KIIAPUTPOMMIIMHA MALUEHTaM C
BHEOOJNHLHUYHON mMHEBMOHMEH. [IpM TOCHUTAILHOW ITHEBMOHUHW KIAPUTPOMUIIUH CIIEAYET
MPUMEHSTh B KOMOMHAIINH C COOTBETCTBYIOIIMMU aHTUOMOTHKAMHU.

WNudexkunn KoXU U MITKUX TKaHEH JIETKOW U CpellHel CTENEeHU TSKECTH Yallle BCEro BbI3BaHBI
Staphylococcus aureus wn Streptococcus pyogenes. Ilpu 3Tom 00a BO30OyauTenst MOTYT OBITh
ycTOH4MBBI K Makposingam. [1o3ToMy BakHO POBOJUTH TECT HA UYBCTBUTEIBHOCTD.
Maxkponuabpl MOXHO MPUMEHATh Npu MHGpEKuusx, Bei3BaHHBIX Corynebacterium minutisimum,
3a00JIeBaHUSAX YIpU BYJIbrapHbIC U POXKa, a TAK)KE B T€X CUTYAIUSX, KOT/Ia HEJb3s MPUMEHSTh
NEHULWIIINH.

B ciydae nosiBieHHs OCTPBIX peaklUii THUIIEPUYyBCTBUTEIBHOCTH, TAKUX KaK aHa(UIaKTHUYECKas
peaxiusi, TSHKENbIE KOXKHBIE JIEKAPCTBEHHBIC peaKInu (HampuMep, OCTPhIN TreHepaTn30BaHHBIN
HK3aHTEMATO3HBIN MycTyne3), cuHapoM CrtuBeHca-/[)KOHCOHA, TOKCHMYECKHH SMUIepMaTbHBIN
HEKpOJIM3 H JICKApCTBEHHAs ChIMb C DJ03MHO(PWINEH W CHUCTEMHOW CHUMITOMAaTHUKOU
(DRESS-cunnpom) HeoOXoAMMO cpasy K€ MNpPeKpaTUTh MPHEM KIAPUTPOMMIIMHA M HayaTb
COOTBETCTBYIOILYIO TEPAIINIO.

B cmydae coBMecTHOro TmpUMEHEHHs ¢ BappapuHOM WM JAPYTUMH  HENPSMBIMH
AQHTUKOAryJssHTaMd  HEOOXOAMMO  KOHTPOJIMPOBATh  MEXKIYHApOJHOE  HOPMaJIM30BaHHOE
otnomenne (MHO) u npotpom6uHOBOE BpeMms (cM. pazaen 4.5.).

Crnenyer coOmo/aTh OCTOPOXHOCTH NMPU OJHOBPEMEHHOM IMPUMEHEHHH KIAPUTPOMHIIMHA C
NepOpaTbHBIMA AHTUKOATYJISTHTAMH MPSMOTO ASHCTBHSI, TAKIMH KaK 1a0UraTpaH, puBapokcadaH
U anukcabaH, OCOOCHHO Yy TAalKMEHTOB C BBICOKUM PHCKOM pa3BUTHUSI KPOBOTEUEHUS
(cm. moapazaen «C oCTOpOKHOCTBIO» U paznen 4.5.).

[lepen HazHaueHHWEM KIAPUTPOMHMIIMHA BCEM MAlMEHTAM, NMPUHUMAIOIINM TUIPOKCUXJIOPOXUH
WM XJIOPOXMH, THIATEIbHO B3BECHTE€ COOTHOIICHHE IMOJb3bl M PUCKA H3-32 MOTEHIMAIBHO
MOBBIIICHHOTO PHUCKA CEPACYHO-COCYIUCTBIX COOBITUH M CEpACUHO-COCYTUCTOW CMEPTHOCTHU

(cm. paznmen 4.5.).
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BcnoMorarenbpHEIC BEIISCTBA

Jlakmosza

B cocraB mpenapara BXOOUT JIaKTO3bl MOHOTuapar. llamueHram ¢ peako BcTpedarolencs
HACJIEICTBEHHOW HEMEPEHOCUMOCTBIO TalaKTO3bl, Ae(PUIIMTOM JaKTa3bl JIOMAPEH WK TIIFOKO30-
raJlakTO3HOM MalibabcopOLue He clieAyeT MPUHUMATh 3TOT Mpenapar.

Hampuu

JlexapcTBeHHBIN ITpenapaT COACPKUT HATPUIL.

JauHbIil mpenapat cofepkut MmeHee 1 Mmoas (23 mr) HaTpus Ha 1 TabIETKY, TO €CTh, IO CYTH, HE

COACPKHUT HATPHU.

4.5. B3auMopeiicTBMe ¢ JAPYrHMH JIEKAPCTBEHHBIMHM IpenaparamMu # Jpyrue BHIbI
B3aNMOJAeHCTBUSA

IIpoTuBONOKA3aHHbBIC KOMOUHAIINHU

[IpuMeHeHrne CIEAYIONUX MPErmapaToB COBMECTHO C KJIIAPUTPOMHUIIMHOM TPOTHBOIOKA3aHO B
CBSI3H C BOBMOYXHOCTBIO Pa3BUTHS CEPhE3HBIX MOOOYHBIX d(h(DEKTOB:

Luzanpuo, numosuo, mepghenaoun, acmemusoin

[Ipu COBMECTHOM IpHEeMe KJIAPUTPOMUIIMHA C LU3AMPUIOM, MUMO3HUIOM, TepPEHATUHOM HITH
ACTEeMH30JIOM COO0IIAIOCh O MIOBHIICHUN KOHIICHTPAIMH TIOCISTHUAX B TUIA3ME KPOBH, YTO MOKET
NPUBECTH K YAIMHEHWI0 wWHTepBata QT W MOSBICHUIO CEPACYHBIX ApPUTMUH, BKIIOYas
KEITYA0UKOBYIO TaXHKapIUio, GUOPUILIALHUIO KETyTOUKOB, JKEeTyJOUYKOBYIO TaXUKapIUIO THIIA
«mupy>™» (cM. pazzaen 4.3.).

Ankanoudsi cnopwinbu

[TocTperucTpalMOHHBIE HCCICIOBAHUS IMOKA3BIBAIOT, YTO TPH COBMECTHOM TPUMEHEHUHU
KJIQPUTPOMHUIIMHA C YPTOTAMUHOM WJIH JTUTHIPOIPTOTAMHHOM BO3MOXKHBI Ciieyromue ) PexTsl,
CBSI3aHHBIE C OCTPBIM OTpaBJICHHEM IIpernapaTaMH TPYIIbl SPrOTAMHHOB: COCYIHMCTBIN CHa3M,
UIIeMHsT KOHEYHOCTEH W JApYyrux TKaHeW, BKIIOYas IICHTPAIBHYI0 HEPBHYIO CHCTEMY.
OnHOBpEeMEHHOE TPUMEHEHHE KIAPUTPOMUIIMHA W AJKAJIOWJIOB CIIOPBIHBH TPOTHBOIIOKA3aHO
(cMm. pazzmen 4.3.).

Muoa3zonam ona nepopanbHo2o npUMeHeHUs

[Ipu coBMeCTHOM NMPUMEHEHHWH MHUJa30jamMa W KiIapuTpomuiinHa B ¢opme Tadietok (500 mr
2paza B JICHb) OTMEYAIIOCh YBEJIWYCHHE IUIOMAAA TOJ (HapMaKOKHMHETHICCKOW KPHBOU
«xoHueHtpanus — Bpemsi» (AUC) wmumasonama B 7 pa3 mocie NEpoOpaTbHOTO MpHUeMa.
OpnHOBpeMEHHBI TpUEeM KJIApUTPOMHUIIMHA C MUAA30JIaMOM JUISl MEPOPATbHOTO MPUMEHEHUS

MIPOTHUBOIIOKA3aH (cM. pazzaen 4.3.).
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Hneubumopor I'MI-KoA-pedykma3zwi (cmamumby

OnHOBpEeMEHHBI  TpUEM  KIAPUTPOMUIIMHA C  JIOBACTAaTUHOM WJIM  CHMBacTaTHHOM
MPOTUBOIIOKA3aH (cM. paszen 4.3.) B CBSI3M € TEM, UTO JAHHBIC CTATUHBI B 3HAUUTEIILHON CTEIIEHU
MeTtabonuzupyrorcs uzopepmentrom CYP3A4, u coBMecTHOE TPUMEHEHHUE C KIAPUTPOMHUIIUHOM
MOBBIIIAET WX CHIBOPOTOYHBIE KOHIEHTPALMU, YTO MPHUBOJIUT K TOBBIIICHUIO PUCKA PAa3BUTHUS
MHUOIATHH, BKJIIOYas padmomuonu3. CooOmanochk O ciydasx padJoMHONIM3a y MAaIlHMEHTOB,
MPUHUMABIINX KIAPUTPOMHUIIMH COBMECTHO C IAHHBIMH TIpernapaTamu. B cirydae He0OX0uMOoCTH
MPUMEHEHHUS KJIapUTPOMUIIMHA CJe/lyeT NPEeKPaTUTh MpUEM JIOBAaCTaTUHA UM CHMBAacTaTHUHA Ha
BpEMsI Tepauu.

KnaputpoMuniiH clieflyeT MPUMEHSTh C OCTOPOXKHOCTBIO TPU KOMOWHHUPOBAHHON Tepamuu C
IPYTMMH CTaTHHaMu. B ciydae HEOOXOIMMOCTH COBMECTHOTO TIpHEMa PEKOMEHIYETCS
MPUHUMATh HAUMEHBIIIYIO 03y CTaThHA. PekoMeHayeTCsl MPUMEHSTh CTaTUHBI, HE 3aBUCAIIUE OT
metabomu3ma uzodpepmenta CYP3A (mampumep, ¢ayBacratun). Crnenyer KOHTPOJIUPOBATH
pa3BUTHE MIPU3HAKOB | CHMIITOMOB MUOTIATHH.

Jlomumanuo

OnHOBpeMEHHBIH TMpUEM KIAPUTPOMHIIMHA C JIOMUTANHIOM IPOTHUBOMOKA3aH H3-3a PHCKa
CYIIIECTBEHHOTO MOBBIIIEHUSI aKTUBHOCTH TPaHCaMUHA3 B IJIa3Me KPOBH (CM. paznen 4.3.).

Bimmstaue APYIuX JICKAPCTBCHHBIX ITPEApPaTOB HA KIAPUTPOMUIINH

[Ipenapatsl, saBiswomuecs uHaykropamu usodepmenta CYP3A (manpumep, pudamnuuus,
denuronH, kapbamazenuH, peHobapOuTai, 38epod0il MPOABIPSABICHHBII), MOTYT MHIyLIUPOBAThH
MeTa0O0IM3M KIAPUTPOMHULIMHA. DTO MOXKET MPHUBECTH K CyOTepanmeBTHUYECKONW KOHIIEHTPAaLUU
KJIAPUTPOMHIIMHA, YTO NMPHUBOJHUT K CHIDKEHHIO ero 3¢dextuBHOCTH. Kpome Toro, HeoOXonumo
HaOMroaTh 3a KOHIEHTpamnue uHaykropa uzodpepmenta CYP3A B mmazme KpoBHu, KOTOpas
MOJKET TOBBICUTbCS M3-3a uUHruOMpoBanus uzopepmenta CYP3A xmapurpomunuaom. Ilpu
COBMECTHOM TNpUMEHeHHH pudadyTMHa U KIApUTPOMHULMHA HAOIIOJAIOCh TOBBILIICHHE
TUTa3MEHHOW KOHIIGHTpaluu pupaOdyTHHA W CHIDKCHHE CHIBOPOTOYHON KOHIIEHTpAIHH
KJIAPUTPOMHIIMHA C TIOBBIIICHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mpenaparbl 00JalalOT JIOKa3aHHBIM WM TPEAINOJaraéMbIM  BIIMSHUEM Ha
KOHIIGHTPALMIO KJIAPUTPOMUIIMHA B IJIa3Me KPOBU; B CIy4ae MX COBMECTHOIO NMPHMEHEHHS C
KJIAPUTPOMHUIIMHOM MOKET MOTPEeOOBATHCS KOPPEKIMS 103 WM TEepexo]l Ha albTepPHATHBHOE
JICYCHHE:

Dgpasupens, Hesupanum, puchamnuyun, puchadbymun u puganenmun

CunbHble HMHIYKTOpBI cHCTeMbl nuroxpoma P450, Ttakue kak »3(aBUpeH3, HEBHpAIHH,
pudammumH, prudadyTuH U pUACHTUH MOTYT YCKOPSTh METa0O0JIM3M KJIApUTPOMHUIIMHA M,

TaKUM 06p330M, IMOHMXXAaTh KOHICHTPALIWIO KIIAPUTPOMHUIIMHA B IJIa3M€ U BMECTE C TCM ITOBBIIIATH
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KoHIeHTpanuo  14-OH-knaputpomunyea | — MEFaGotras B4 Pk U S stoetocs
MI/IKpO6I/IOHOFI/IquKH AKTHUBHBIM. HOCKOHBKy MI/IKpO6I/IOJIOFI/I“IeCKaSI AKTUBHOCTbH

kinaputpomuninHa U 14-OH-knapuTpoMuLIiHA OTIMYAETCS B OTHOIICHUH PAa3IMYHBIX OAKTEPHid,
TepaneBTuYecKuil 3((HeKT MOXKET CHUKATHCS IIPH COBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U
UHAYKTOPOB (hepMEHTOB.

Ompasupun

KoHuenTpanus KI1apuTpoMUIIMHA CHUYKAETCSI IPU UCIIOIb30BAaHUM 3TPABUPHUHA, HO ITOBBIIIAETCS
KOHIIEHTpaLUs AKTUBHOI'O MeTaboJIuTa 14-OH-knapuTpoMuLIMHA. [Tockonbky
14-OH-knapuTpoMuniiH 00J1aJa€T HU3KOW aKTUBHOCTHIO 1O OTHOIICHHI0 K MAC-uHdexusam,
MOYET MEHSThCSA O0IIasi aKTUBHOCTh B OTHOIIECHHH ATHX BO3OYIHUTEJCH, TTOATOMY /IS JICUCHUS
MAC cnenyet paccMaTpuBaTh aJIbTEPHATUBHOE JICUCHHE.

DnyKkonaszon

CoBMecTHBIN pueM ¢irykoHazona B g03e 200 Mr exxeJHEBHO U KiIapuTpoMuiimHa B qo3e 500 mr
2pa3a B nmeHb y 21 370poBOr0 M0OPOBOJIBIIA TPHUBENT K YBEIWUYCHHUIO CPEJAHETO 3HAYCHUS
MUHUMAaJIbHON KOHLIEHTpauuu Ki1apuTpoMuuHa (Cmin) 1 AUC xnaputpomuniviaa Ha 33 % u 18 %
COOTBETCTBEHHO. IIpW 3TOM COBMECTHBIM MpHEM 3HAYUTEIBHO HE B Ha CPEAHIOIO
PaBHOBECHYIO KOHIIGHTpalMio akTuBHOro merabonuta 14-OH-xmaputpomunmna. Koppekuus
J103bl KJIAPUTPOMMUIIMHA B CIIy4ae COMYTCTBYIOIIEro IpruemMa (pykoHa3osa He TpeOyeTcs.
Pumonasup

PapMaKOKMHETUYECKOE HCCIIEIOBAHNE M0KA3aJI0, YTO COBMECTHBIN NPUEM PUTOHABUPA B J103€
200 mr kxaxable 8 yacoB M KiapuTpoMunmHa B no3e 500 Mr kaxaele 12 yacoB mpuBen k
3aMETHOMY I0JIaBJICHUIO MEeTa0oIu3Ma KiapuTpoMulinHa. [Ipu coBMecTHOM npreMe puToHaBUpa
MakcuMaibHasi KOHIEHTpAUs (Cmax) KiIapuTpoMuIHa yBenunuuiack Ha 31 %, Cmin yBETHUMIIACH
Ha 182 % u AUC ysenuumnace Ha 77 %. BbUI0 OTMEUEHO NPAKTUYECKU IMOJTHOE MOJABICHUE
oOpa3zoBanus 14-OH-knapurpomunua. braronaps mHMpokoMy TepaneBTHYECKOMY IHAara3oHy
KJIAPUTPOMHUIIMHA YMEHBLIEHHE €ro J103bl y MAalMEHTOB ¢ HOPMAJIbHON MovyeyHo pyHKIMENH He
TpeOyercs. VY TalMeHTOB C TMOYEYHOM HEJO0CTaTOUYHOCTHIO IIeJIeCO00pa3HO PAacCMOTPETh
cleayroIre BapuaHThl Koppekiuu 1036l mpu KK 30 — 60 Mi/MuH 1032 KIapuTpOMUIIMHA JOKHA
ob1Th ymenblieHa Ha 50 %; mpu KK menee 30 mu/MuH 1032 KIapUTPOMHUIIMHA JOJKHA OBITH
yMmeHbllleHa Ha 75 %. PuToHaBUp HE cieayeT COBMECTHO NMPUHUMATh C KIAPUTPOMHUIIMHOM B
J103ax, MPEBBIIAIOMUX | T/1eHb.

CxoJHble KOPPEKLUUHU 103 JIOJDKHBI pacCMaTpUBAThHCS y MAIMEHTOB CO CHUKEHHOM (yHKIMEH
MOYEK, €CIM PHUTOHABHp HCIOJb3YyeTCcsd Kak (PapMaKOKMHETHUECKUH «yCHWJIMTENb» IpH
NPUMEHEHUU JApYyruxX HUHruOuTopoB mnporteassl BUY, Bkitowas atazaHaBUp M CaKBUHAaBHP

(cM. monpaszaen «/IByHanpaBieHHOE B3aMMOJCICTBHE MIPENapaTOBy).
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Anmuapummuueckue cpedcmea (XUHUOUH U OU3ONUPAMUO)

B03MOXHO BO3HMKHOBEHHE KEIYJOYKOBOM TaxUKapAWW THUIA «IUPYIT» IPU COBMECTHOM
IPUMEHEHUN KJIAPUTPOMUIIMHA U XUHUIMHA WIK Ju3onupamuja. Ilpu onHoBpeMeHHOM mpueme
KJIAapUTPOMHMLIMHA C OSTUMHM I[penapaTtaMM CIeAyeT peryaspHO HpPOBOIUTb KOHTPOJb
JIEKTPOKapAMOrpaMMbl  Ha HpeaMeT yaauHeHuss uHTepBana QT, a Takke ciuegyer
KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHIIEHTPALIMHU 3TUX [IPENapaToB.

[Tpu nmocTperucTpallMOHHOM IPUMEHEHUH COOOLIANIOCh O ClIydasX pa3BUTHUS THIOMIMKEMHUHU MIPU
COBMECTHOM IpHUEME€ KJIAPUTPOMULMHA U Ju3onupamuia. HeoOXoaumo KOHTPOIMPOBAThH
KOHLEHTPALMIO TJIIOKO3bl B KPOBH IPU OJHOBPEMEHHOM IPUMEHEHMU KIAPUTPOMULIMHA U
JU30IUpaMua.

Ilepopanvhule eunoznukemuyeckue cpeocmea/uHcynun

[Tpu coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U NEPOPATBHBIX TUIOITTUKEMHUYECKUX CPENICTB
(HampuMep, TPOHM3BOJHBIC CYIb()OHWIMOUCBUHBI) W/WIM WHCYIMHA MOXET HaOIr0aaThCs
BbIpaK€HHasi TunoriukeMus. OJHOBPEMEHHOE NPUMEHEHUE KIAPUTPOMHUIIMHA C HEKOTOPBIMU
TUIOTTIMKEMUUYECKUMH IpenapaTaMy (HampuMep, HATerJIMHU[, MHOITUTA30H, pernariuHu] U
POCUTIIMTA30H) MOKET MPUBECTU K MHruOupoBanuto uzopepmenta CYP3A4 kiapuTpoMUIIMHOM,
B PE3yJbTaTe YEro MOXKET Pa3BUTHCS TMIIOTIMKEMUS. PekoMeHayeTcsl TIIATeNbHBIA KOHTPOIb
KOHIEHTPALUH TITFOKO3bI.

B3zaumooeiicmsus, obycnoenennvie uzogpepmenmom CYP3A

CoBMecCTHBI TpUEM KIAPUTPOMHUIIMHA, KOTOPBIA, Kak HM3BECTHO, MHTHOUPYET H30(epMEHT
CYP3A, u mnpemnapaTtoB, mepBuYHO MeTabonusupytommuxcs uzodpepmentom CYP3A, moxer
aCCOLMMPOBATHCA CO B3aMMHBIM IOBBIIIEHHEM HX KOHILEHTpalUd, YTO MOKET YCUJIUTb WIIU
OPOAJUTh KaK TepaneBTHUECKUe, Tak M MoOouHble 3¢ddextsl. Knaputpomuuus cineayer c
OCTOPOKHOCTBIO MPUMEHSATH MallMeHTaM, MOJyJaroluM Mpenaparhl, BISIOIUecs cyocTpaTaMu
uzopepmenta CYP3A, ocoGeHHO ecii 3T ITpenapaTsl UMEIOT Y3KUi TepaneBTHUEeCKUA 11ara3oH
(Hanpumep, kapOaMazenuH), U/UiId UHTEHCUBHO MeTaboIM3UpPYIOTCS 3TUM depMeHToM. B cirydae
HEOO0XO/IMMOCTH JOJDKHA MPOBOAUTHCS KOPPEKIUs J03bI Mpernapara, MPUHUMAeMOro BMECTe C
KJIQpUTPOMHULIMHOM. Takke, MO BO3MOXXHOCTH, JOJDKEH IPOBOAMTHCS ~ MOHUTOPHHT
CBIBOPOTOUYHBIX KOHIEHTpaluui [Ipenaparos, MEPBUYHO MeTabOIH3UPYIOLTUXCS
uzopepmentom CYP3A.

MeTta6oa13M ClIeAYIOIMX MPenapaToB/KIacCcoB OCYIIECTBIsIETCs TeM ke nzopepmenToM CYP3A,
4TO M MeTaboJIM3M KIApUTPOMUIIMHA, HApuMep, ajlmpas3oiaM, KapOamasenmuH, LUIOCTa30l1,
LUKJIOCIIOPHUH, IU30MHUPAMUL, METHUINPEAHU30JIOH, MHJIA30JlaM, OMEIpPa30i, MepopalbHbIe

AHTUKOATYJSHTHl  (Hampumep, BapdapuH, puBapokcabaH, amnukcadaH), AaTUIUYHBIC
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TaKpoOJIMMYyC, Tpra3ojaM U BUHOMAcTHH. Takxke k aronuctam u3zodpepmenta CYP3A oTHocsaTcs
CIeNyIOIlMe  Ipenaparbl, I[POTUBONOKa3aHHbIE K  COBMECTHOMY  IPUMEHEHHIO  C
KJIAPUTPOMUIIMHOM: aCTEMH30J1, IU3ANPHU, MUMO3U]], TepdheHa uH, JIOBaCTaTUH, CHMBACTaTUH U
ankanouabl crnopbiHbM (cM. pasgen 4.3.). K mpemapatam, B3auMOAEHCTBYIOIIUM IMOJA00HBIM
o0pa3om gepe3 apyrue n30(pepMeHTHI B paMKax ciucTeMbl uToxpoma P450, otHocsaTcs heHUTOMH,
TeO(UIUTMH U BaBIIPOEBasi KUCIIOTA.

Henpsawvie aumuxoazynaumoi

[Ipu coBmecTHOM mnpueme BapdapuHa U KIAPUTPOMHUIIMHA BO3MOXKHO KPOBOTEUEHHE,
BblpaxkeHHOe yBesnyeHne MHO wu nporpomOuHOBOro BpeMeHU. B ciydae coBMecTHOro
OpUMEHeHHs ¢ BaphapruHOM WM JPYTUMH HENPSIMBIMH aHTHUKOAryJISHTaMH HEOOXOIMMO
koHTpopoBath MHO u npoTpomMOHHOBOE BpeMsi.

IlepopanvHble anmuKkoazynsAHmMol NPAMO20 0eUCmBUs.

[lepopaybHBI aHTUKOATYJISHT MPSIMOTO NEHCTBUS JaburatpaH SBISIETCS CyOCTpaTtoM st
s dmrokcHOro Oenka-nepeHocunka P-rimkonporenna (P-gp). PuBapokcaban u amnmkcabaH
MeTabonmu3upytorcsi ¢ ydactuem uzopepmenta CYP3A4 u Takke sBISAIOTCA cyOcTparamu
s P-gp.

Cnenyer coOnrofaTh OCTOPOXKHOCTb IPHU OJHOBPEMEHHOM INPUMEHEHHH KJIApUTPOMHUIIMHA C
JMAHHBIMH TIperapataMu, OCOOEHHO Yy TAalMeHTOB C BBICOKUM pPHUCKOM KPOBOTCUCHHS
(cM. paznen 4.4.).

Omenpaszon

Knaputpomuna  (mo 500 Mr  kakaple 8 4acoB) HCCHEAOBAICS Yy 370POBBIX B3POCIBIX
T0OpOBOJIBIIEB B KOMOHWHaIMuU ¢ omemnpaszoioMm (mo 40 mr exemHeBHo). Ilpu coBmecTHOM
NPUMEHEHUH KIAPUTPOMHUIIMHA W OMeINpa3ojla PABHOBECHbIE IUIa3MEHHBbIE KOHLIEHTpAIUU
omMenpaszona Obutd yBedHueHbl (Cmax, AUCo24 1 nepuon nomyssiBenenus (T12) yBenmuumiuch
Ha 30 %, 89 % u 34 % coorBercTBeHHO). Cpennee 3HaueHue pH skemynka B TedueHue 24 4
COCTaBIILIO 5,2 TpU TpUEME OMEMNpas3ojia B OTIAEIBHOCTH M 5,7 NMpU TMpUEMe OMenpaszoa
COBMECTHO C KJIAPUTPOMHUIIMHOM.

Cunoenaghun, maoanaghun u eapoenaghun

Kaxnaplii 13 3Tux MHTHOUTOpPOB Qocdoaudcrepadbl MeTaboIu3UpyeTcs, MO KpailHeil mepe
yacTuyHo, ¢ y4yactuem uszopepmenta CYP3A. B To xe Bpems uzopepment CYP3A moxer
MHTUOMPOBATHCS B MPUCYTCTBUH KIApUTPOMUIIMHA. COBMECTHOE MPUMEHEHHE KJIAPUTPOMHUIIMHA
¢ cuianeHapuioM, TananauiIoM HIM BapAeHA(QUIOM MOXET NPUBECTH K YBEIUYECHHUIO
WHTHOMpYIOIEero Bo3aehcTBUs Ha Qocdoaudcrepasy. [lpm mpuMeHeHHH 3THUX TpemnapaTroB

COBMCCTHO C KIApUTPOMHUIOHWHOM CJICAYET pPaCcCMOTPETH BO3MOXHOCTH YMCHBIICHUA 03Bl
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cunaeHaduia, Taganaduia U BapacHaduia.

Teoghunnun, kapbamazenun

[Tpy cOBMECTHOM NMPUMEHEHUH KJIAPUTPOMHUIIMHA M Teo(pHUUIMHA UM KapOaMa3zenuHa BO3MOKHO
MOBBILICHHE KOHLIEHTPALUU JaHHBIX MIPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBUYHBII METa0OIU3M TOJIITEPOMHA OCYIIECTBIsIETCS yepe3 2D6 uzodopmy muroxpoma P450
(CYP2D6). Onnako B 4YacTu momyisinuu, nuiieHHOW uzodepmenta CYP2D6, merabonusm
npoucxoauT yepe3 uzopepmenT CYP3A. B a1oii rpynne HaceneHus mnojaBieHuE n30depMeHTa
CYP3A npuBOIUT K 3HAYUTEIBHO 00Jie€ BRICOKMM KOHIICHTPALIUSM TOJITEPOJMHA B CHIBOPOTKE.
B momymsaumm ¢ Hu3kuM ypoBHeM MeTabonmusma uepe3 m3opepment CYP2D6  moxer
noTpe0OBaThCSl CHIDKEHHE 03Bl TOJNTEPOAMHA B TPUCYTCTBHH WHTHOMTOPOB H30(epMeHTa
CYP3A, Takux Kak KIapuTPOMHUIUH.

bensoouazenunvt (nanpumep, annpazonam, MuOa30naM, Mpuasoiam)

[Tpu coBMecTHOM IPUMEHEHUH MU 1a301ama U TabsieTok kinaputpomunruaa (500 mr 2 pasa B 1€Hb)
ormeuanioch yBenuueHue AUC mwujazonama: B 2,7 pa3a 1ocie BHYTPUBEHHOTO BBEJIEHUS
mygazonama. Ecnu BMmecTe ¢ KJIAPUTPOMUIIMHOM TPUMEHSETCS BHYTPUBEHHas Qopma
MUa3ojlaMa, CJeIyeT TIIATeIbHO KOHTPOJIUPOBATH COCTOSHHUE MAalMeHTa JUIsi BO3MOXKHOM
KOPPEKIIMHU JIO3BI.

BBenenue nekapcTBEHHOrO IpenapaTa 4epe3 CIM3UCTYI0 000JI0UKY MOJIOCTH PTa, KOTOPOE JaeT
BO3MOXHOCTh O0OMTH MPECUCTEMHYIO SJIMMUHAIMIO JIEKAPCTBEHHOI'O Mpernapara, CKopee BCero,
MpHUBENET K B3aUMOACHCTBUIO aHAJTOTHYHOMY TOMY, KOTOpOE Ha0JI0/1aeTCsl PU BHYTPUBEHHOM
BBEJICHUH MHJ1a30J1aMa, a He NP MepopaibHOM IIpUEME.

Taxkue »e Mepbl IPEeIOCTOPOKHOCTHU CIEAYET IPUMEHSATH U K JPYTUM OeH301a3enuHaM, KOTOpble
MeTtabomuzupytorcsi uzopepmentom CYP3A, Bkimrowas TpuazonamM u  anmpaszonam. J{ius
OCH30/IMa3eTUHOB, BHIBEJICHHE KOTOpPhIX HE 3aBUCUT OT m3odepmenta CYP3A (temazemnawm,
HUTpa3enaM, Jiopa3ernaM), MaJOBEpPOSITHO KIMHUYECKHM 3HAUYMMOE B3aUMOJCHCTBHE C
KIIAPUTPOMHITHHOM.

[Ipy coBMECTHOM NpPUMEHEHUHU KJIAPUTPOMHUIIMHA U TpUa3ojamMa BO3MOXKHO BO3JCHCTBHE Ha
HeHTpanbHyto HepBHYIO cuctemy (LUHC), Hampumep, COHIMBOCTh U CIyTaHHOCTHh CO3HaHWS. B
CBS3M C ATHM, B CIy4ae COBMECTHOTO NMPUMEHEHHS] PEKOMEHAYETCS CIEIUTh 3a CUMIITOMaMH
Hapymenus [HTHC.

BzauMojelicTBHe ¢ APYTUMU IIpenapaTamMu

Konxuyun
Konxumun sBisercst cyoctpatom kak m3odepmernta CYP3A, tak u Oenka-nepeHocunka P-gp.

W3BecTHO, UYTO KIAPUTPOMUIIMH U JIPYTHe MAaKpOIHUIbI SBISIOTCS MHIHOMTOpaMu u3ohepMeHTa
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COOTBETCTBYET 3KCNEPTHO!
o7 14.10.2024 N2 22331
CYP3A u P-gp. IIpu cOBMECTHOM IpHEME KJIa TpOMHﬁHhéﬂ@k&%ﬁgJﬂ?rﬁiéhﬂ_o%éhﬂrg P-gp

Y OTUETY

w/mwm  m3odpepmenta CYP3A Moxer mnpuBeCTH K YCWICHUIO JCUCTBUS KOJXHUIMHA.
3aperucTpupoBaHbl MOCTPETUCTPALIMOHHBIE COOOIICHHS O CIyJasiX OTPABICHUS KOJIXUIITHOM IIPU
€ro OJHOBPEMEHHOM IIPUEME ¢ KIIAPUTPOMULIMHOM, YaIlE Y MOXKUWIbIX NanueHToB. HekoTopsie u3
ONMCAHHBIX CIIy4aeB MPOMCXOAWUIM C MALUMEHTAMM C IIOYE€YHOM HENOCTaTOYHOCThIO. Kak
co00111a7I0Ch, HEKOTOPbIE Cllydad 3aKaHUYMBAJIUCH JIETAIbHBIM HCX0A0M. OJHOBPEMEHHOE
IPUMEHEHHE KJIAPUTPOMULIMHA M KOJXMIIMHA IPOTUBOIOKa3aHo (cM. pasaen 4.3.).

Jueoxcun

[Tpennonaraercsi, 4TO JUTOKCHH sABIseTca cyOcTpaTtoM P-gp. M3BecTHO, 4TO KIApUTPOMUIIMH
uHrnoupyer P-gp. IIpu coBMECTHOM MpHeMe KIAPUTPOMHUIIMHA W JUTOKCHHA WHTHOMpPOBaHHE
P-gp  kmapurpoMMIMHOM  MOXET IPHUBECTHM K  YCWJIEHMIO JEWCTBHUS  JIMTOKCHHA.
[TocTperucTpallMOHHBIE HUCCIIEJOBAHMS IIOKa3ajad, 4YTO COBMECTHBIM IIPUEM IUIOKCHUHA U
KJIIADUTPOMUILIMHA TAaKXE MOXET IPUBECTH K IIOBBIIIEHHIO CBHIBOPOTOYHOM KOHLIEHTPALUU
JUTOKCHHA. Y HEKOTOPbIX MallMeHTOB OTMEYAINCh KIMHUYECKUE CHMIITOMBI OTpPaBJICHUS
JUTOKCHHOM, BKJIIOYas IIOTEHLMAJIBHO JieTajbHble apuTMuH. llpu coBMecTHOM mpueme
KJIADUTPOMMILIMHA U TUTOKCHHA CJIELYET TINATEIbHO KOHTPOJIUPOBATh KOHLEHTPALUIO JUTOKCHHA
B CBIBOPOTKE.

3uoosyoun

OpnHOBpeMEHHBIH MpUEeM TaOJIETOK KIAPUTPOMUIIMHA U 3UI0BYJIMHA MEPOPATBHO B3POCIBIMU
BUY-uHpUUMPOBaHHBIMU TAlMEHTAMH MOXXET TPUBECTH K CHIDKEHMIO PaBHOBECHOH
KOHLEHTPALUHU 3UJOBYANHA.

[TockonbKy KIapUTPOMHULIMH BIUSET HAa BCACBIBAHWE 3UJOBYJMHA MPU MEPOPATIBLHOM IpPHEME,
B3aMMOJICHCTBUSI MOXXKHO B 3HAYUTEIBHOM CTENEHH H30exaThb, MPUHMMAs KIAPUTPOMMIIUH U
3UI0OBYJIUH C UHTEPBAJIOM B 4 4.

[Tono6GHOro B3ammozelcTBUs He HaOmoganu y BUY-uHpuuupoBaHHBIX AeTel, MPUHUMABIINX
JIETCKYIO0 CYCIEH3UI0 KJIAPUTPOMHUIIMHA C 3UJOBYAUHOM WJIM JHUJE30KCUMHO3MHOM. [IoCKOIBKY
KJIAPUTPOMUIIMH MOYKET MPEMNsATCTBOBATh BCACBIBAHMIO 3WAOBYIHMHA MPU MX OJHOBPEMEHHOM
nprUeMe BHYTPh Y B3POCIHBIX MALMEHTOB, M0J00HOE B3aUMOJIEHCTBUE BPSA JM BO3MOXHO MPH
MCII0JIb30BaHNU KJIApUTPOMULIMHA BHYTPUBEHHO.

Denumour u 8a1bNPOEBAs KUCIOMA

NmeroTcst nmanHble O B3auMojiedcTBHM  WMHTHOMTOpOoB wu3odepmenta CYP3A  (Bkimrouas
KJIApPUTPOMULIMH) C IpenapaTamMy, KOTOpble He METabOJIM3UPYIOTCS € MOMOIIbIO U30(epMeHTa
CYP3A (penutonHoM M BambImpoeBOW KHUCIOTOM). [l JaHHBIX MpenapaTtoB MPU COBMECTHOM
INPUMEHEHHN C KIAPUTPOMHMIMHOM DPEKOMEHIYETCA ONpPEIEICHHE WX CBIBOPOTOYHBIX

KOHIICHTpAIUH, T.K. UMEIOTCSI COOOIIEHHsI 00 X MOBHIIICHUH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
o7 14.10.2024 N2 22331
Tuopoxcuxaopoxun u X10poxun (MOCNEOQBATENEHOCTE 0001)

JlanHple  HAONIOJCHUM  TOKa3alld, YTO COBMECTHOE MPUMEHEHHE Aa3UTPOMHUIIMHA C
TUAPOKCUXJIOPOXHUHOM Y MAIlMEHTOB C PEBMATOUIHBIM apPTPUTOM CBSI3aHO C IOBBIIIEHHBIM
PUCKOM  CEpJEUYHO-COCYIUCTBIX COOBITHM M CEepAeYHO-COCYIUCTOM cMmepTHocTu. M3-3a
BO3MOKHOI'O AHAJOTMYHOIO PHUCKAa IPU NPUMEHEHUM JAPYTUX MAaKpOJIWAOB B COYETAHUU C
TUAPOKCUXIIOPOXHMHOM WJIM XJIOPOXHMHOM CIEAYEeT TIIATEeIbHO B3BECUTh COOTHOIICHUE MOJIb3bI U
pUCKa, TpPEeKIE dYeM Ha3HA4YaTh KIAPUTPOMHUIIMH JIOOBIM MAlMEHTaM, HPHHUMAIOIIUM
TUAPOKCUXIIOPOXHUH WA XJIOPOXUH.

JIByHanpaBJeHHOE B3aMMOJICHCTBHE IIPEIIapaToB

Amasanasup

KnaputpomMuninH 1 arazaHaBUp SIBISIOTCS Kak CyOCTpaTaMu, Tak U HHTHOMTOpaMu M30(epMeHTa
CYP3A. CymiecTByeT CBHIETEIbCTBO ABYHAIIPABICHHOTO B3aUMOICHCTBUS ATUX MIPEIapaToB.
CoBMecTHOEe puMeHeHue KiaputpoMunmHa (500 mr 2 pa3a B neHb) u atazanaBupa (400 mr 1 pa3
B JIEHb) MOXKET IPHUBECTH K JIBYKPaTHOMY YBEJIMYEHHIO BO3JEHCTBUS KIAPUTPOMULIMHA U
yMeHbllleHut0  BoszedctBuss  14-OH-knaputpomunumna Ha  70%, C  yBeIMYeHHEM
AUC ara3anaBupa Ha 28 %. biaromaps mHUpPOKOMY TEpaneBTUYECKOMY JHAMNA30HY
KJIQPUTPOMHUIIMHA YMEHBIICHHE €ro J03bl y MAIlMeHTOB C HOPMaibHOW (YHKIHEH MOYeK He
TpeOyercs. Y MalMeHToB ¢ yMepeHHOH noyeuHoi HenocraTouHocThio (KK 30 — 60 mu/mun) no3a
KJIApUTPOMMUIIMHA JI0JKHA ObITh yMeHbIeHa Ha 50 %. ¥V nauuentos ¢ KK menee 30 mui/mMuH 103y
KJIIADUTPOMMIIMHA CIEAYET CHU3UTH Ha 75 %, HCIONB3ys IJIs 3TOTO0 COOTBETCTBYIOLLYIO
JeKapCcTBeHHYIO (opMy KiapuTpoMunuHa. Knaputpomunus B 103ax, npepsimatonux 1000 mr B
CYTKH, HEJIb3s IPUMEHSTh COBMECTHO C HHTUOMTOPAMH MIPOTEA3.

Bnoxamopul «mednennvixy Kanblyueswbix KaHAN08

[Tpu o1HOBpEMEHHOM MPUMEHEHUH KIAPUTPOMUIIMHA U OJIIOKATOPOB «MEJIEHHBIX)» KaJlbLIUEBBIX
KaHaJIOB, KoTopble MeTabonusupyrorcss uzopepmentrom CYP3A4 (mampumep, Bepamamuil,
aMJIOAMINH, JWITHA3EeM), CIEAyeT COOIIOAAaTh OCTOPOXKHOCTh, MOCKOJBKY CYIIECTBYET DPUCK
BO3HHUKHOBEHHUS apTepHaIbHOW TUNOoTeH3uHu. [l1asmMeHHble KOHIIEHTpalMHu KIapUTPOMHUIIMHA,
TaKke Kak M OJOKAaTOPOB «MEIJICHHBIX» KAJIbLUEBBIX KaHAJIOB, MOTYT IOBBIIIATHCS MpU
OJTHOBPEMEHHOM TPUMEHEHUH. ApTepHajbHas TUIOTEH3Us, OpaguapuTMHs M JAKTOAIUI03
BO3MO>KHBI IIPY OJTHOBPEMEHHOM NpUeMe KIapuTPOMUIIMHA U Bepanamuia.

HUmparonaszon

KnapuTpoMulluH ¥ HMTpakoHa3oJl SBIAIOTCA cyOcTparaMd W HMHTHOMTOpaMu H30(epMeHTa
CYP3A, 4dro ompezaenser AByHAIIpaBICHHOE B3aUMOJEHCTBHE INpenaparoB. KiapuTpoMunuH
MOJKET MOBBICUTH KOHIIEHTPAIMIO UTPAKOHA30J1a B IJIa3Me, B TO BPEeMsI KaK UTPAKOHA30JI MOKET

MOBBICUTh INIA3BMCHHYIO KOHICHTPAIMIO KJIAPpUTPOMUIIMHA. HaHI/IeHTOB, OIHOBPEMEHHO
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COOTBETCTBYET 3KCMEPTHON
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MIPUHUMAIOIINX UTPAKOHA30J U KIAPUTPOMHUIIUH, cneaﬁ&'%ﬁé'%ﬁ%%%@%@ééﬁ{ Ha HAame

A¥ OTUETY

CUMITOMOB YCWICHHS WM YBEJIMYEHUS JUTUTEILHOCTH (hapMaKOJIOTUYECKUX IP(PEKTOB ITHUX
[IpenapaToB.

Cakeunasup

KnaputpoMunyiH 1 cakBUHABUP SABJISIOTCS cyOcTpatamMu U mHTHOUTOpamu n3odepmenta CYP3A,
YTO OMNpPEACIIAET JIBYHAIIPABIEHHOE B3auMOIeicTBIE TTpenapaTtoB. OIHOBPEMEHHOE TPUMEHEHNE
kiaputpomunia (500 mr 2 paza B JieHb) U CakBHHaBUpa (B MATKUX >KEJTATHHOBBIX KallCynax,
1200 mr 3 paza B nenp) y 12 3m0poBbix g00poBosibiieB BbI3biBaio yBennueHne AUC u Cax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPAaBHEHHMHM C IPUEMOM CaKBHHAaBHpa B
otaenbHOCTH. 3HadeHUsI AUC u Chax KIIapuUTpoOMUlIMHA ObLIH Npubu3uTensHo Ha 40 % BeIIe,
YeM TpU MOHOTEpanuu KIAPUTPOMULIMHOM. [Ipu COBMECTHOM NPUMEHEHHH 3THX JIBYX
MpernapaToB B TEYEHHUE OIPAaHUYCHHOT'O BPEMEHHU B /103aX/COCTAaBaX, YKa3aHHBIX BbIIIE, KOPPEKIIUS
no3bl  He TpeOyercs. Pe3ynbTarhl uccieqoBaHHMS —JIEKApPCTBEHHBIX B3aUMOJICHCTBUN ¢
WCIIOJIb30BAaHUEM CAaKBHHABHpA B MSTKUX JKEJIATUHOBBIX KarCyjJaX MOTYT HE COOTBETCTBOBATH
s dekram, HAOTIOJACMBIM ITPU MPUMEHEHUH CAKBHHABHPA B TBEPABIX KEIATHHOBBIX KaIlCyJax.
Pe3ynbrathl uccnenoBaHus JEKapCTBEHHBIX B3aUMOACHCTBUIN IIPU MOHOTEPANH CAKBHHABHPOM
MOTYT HE COOTBETCTBOBATH s dexram, Ha0I10/1aeMbIM npu Tepanuu
CaKBMHABHUPOM/pUTOHABUPOM. [Ipu mpueme cakBUHABUpPA COBMECTHO C PUTOHABHUPOM CJEAYET

YUYUTBIBATE HOTCHIHUAJIBHOC BJIMAHNUEC PUTOHABHUPA HA KIIAPUTPOMUIIHH.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JAKTALHSA

bepemeHHOCTD

be3omnacHOCTh MpUMEHEHHS KJIAPUTPOMUIIMHA TTPH OEPEMEHHOCTH HE YCTAHOBJICHA.
OCHOBBIBasICh Ha Pa3IMYHBIX PE3ybTaTaX, NOJYUYEHHBIX B UCCIECOBAHUSAX HA )KUBOTHBIX, a TAKIKE
Ha ONbITE MPUMEHEHHs Yy IOJeH, HeNb3s MCKIIOUUTH BO3MOXKHOCTh HEOIarompusTHOTO
BO3JICHCTBUST Ha sMOpuoderanbHoe pa3BuTHe. HexoTopblie HaOmrOgaTeNbHBIE WCCIICTOBAHUSA,
OIleHUBAaOIIKE Bo3jciicTBUe KiapuTpomunuHa B | u Il Tpumectpax OGepeMEeHHOCTH, BBISBHIN
MOBBIIICHHBIA PUCK CaMOIPOU3BOJIBLHOTO abopTa MO CPaBHEHUIO C OTCYTCTBHEM MPUMEHEHUS
KIAPUTPOMUIIMHA WU TNPUMEHEHHEM JpPYyruX aHTHOWOTHKOB B aHAJIOTUYHBIE CPOKHU
OepemerHocTn. HMMerommecss  SMHUAEMHOJIOTHYECKAE  HWCCICAOBAHHMS PUCKA  CEPbE3HBIX
BPOXKJICHHBIX TIOPOKOB PAa3BUTHSI MPU MIPUMEHEHUH MaKpPOJIUIOB, BKIIOYAs KJIAPUTPOMHUIIMH, BO
BpeMsi OEpEMEHHOCTH IEMOHCTPUPYIOT IPOTUBOPEUHBBIC PE3YIBTATHI.

[TpumeHeHne KIapuTpOMHUIIMHA TPU OepeMEeHHOCTH (0COOEHHO B | TpUMECTpe) BO3MOKHO TOIBKO
B ciy4ae, KOrja OTCYTCTBYET albTepHATHUBHAs Tepalivs, a MOTeHLHaJIbHas TOoJb3a sl MaTepu

MIPEBBINIACT MOTEHITMATBHBIN PUCK JJIS TUIO/IA.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.10.2024 N= 22331
(NOCNEOOBATENEHOCTE 0001)

JlakTamus

Bru10 ycTaHoBII€HO, UTO peOCHOK, HAXOIMBIIMKCS HA TPYTHOM BCKAPMIIMBAHUH, MOXKET ITOJIYYUTh
okosio 1,7 % OT MaTepHHCKOW J03bI KJIAQPUTPOMHIIMHA C TMOIMPAaBKOH Ha MAaccy Tella Marepu.
be3onacHOCTh NpHMEHEHHs] KIAPUTPOMUIMHA ISl JeTeld Ha TPyJHOM BCKapMJIMBaHHU HE
ycTaHoBieHa. [Ipy HEOOXOMMMOCTH HMpUeMa B MEPHOJ TPYIHOTO BCKapMIIMBAHHS KOPMJICHHE
IPyIbI0 HEOOXOAUMO MIPEKPATUTb.

DdepTUabHOCTD

I/ICCJ'Ie,I[OBaHI/ISI, IIPOBCACHHBIC HA KPBICAX, IMOKa3aJlnl OTCYTCTBUEC BIIMAHUSA HaA (bepTI/IJ'II)HOCTB.

4.7. Biausinde Ha CNOCOOHOCTH YNPABJSATHL TPAHCHOPTHBIMHM CPeACTBAMHU H PpadoTaTh ¢
MeXaHu3MaMu

JlaHHbIE OTHOCHUTEIBHO BIMSHHUS KIAPUTPOMHUILIMHA HA CIHOCOOHOCTh K  YIPaBICHHUIO
TPAHCIIOPTHBIMU CPEACTBAMH U MEXaHU3MaMH OTCYTCTBYIOT.

Cnenyer coOm0aTh OCTOPOXHOCTh TIPU  YIPABICHUH TPAHCIOPTHBIMH CPEJICTBAMH U
MEXaHW3MaMH, VYUYWTHIBasg TOTCHIMAIBbHYI0O BO3MOXHOCTH TOJIOBOKPYXKEHHUS, BEPTHTO,
CIyTaHHOCTH CO3HAHUS W JIE30PUEHTALMU, KOTOpPble MOTYT BO3HHKHYTH IPHU MPUMEHEHHUH

JaHHOTO IIpfCIiapaTta.

4.8. HexennaresibHbIe peakunu

Pe3roMe HeXeTaTeIbHbIX PEeaKInui

Knaccudukanus dYacToThl pa3BUTHS HEKEIATENbHBIX pPEAKIMHA COTVIACHO PEKOMEHIAIUsIM
Bcemupnoii opranmuzaiuu 3npaBooxpanenus (BO3):

oueHb yacto > 1/10;

4acTo >1/100, o < 1/10;
HEYaCTO >1/1000, HO < 1/100;
peako > 1/10000, O < 1/1000;

odeHb peako < 1/10000;

4acTOTa HEU3BECTHA — HA OCHOBAHUU UMEIOIUXCS JaHHBIX OLEHUTh HEBO3MOXKHO.

Hngpexyuu u uneazuu:

HEYacTo — LEJUTIONUT!, KaHAU03, TacTPOIHTEPHMT’, BTOpPHYHbIE HMHpEKIHH® (B TOM 4YHCIe
BarMHaJIbHBIE);

4acTOTa HEU3BECTHA — IICEBJIOMEMOPAHO3HBIHN KOJIUT, poXKa.

Hapywenus co cmoporvl UMMYHHOU CUCTIEMbL.:

4acTo — ChIIlb;

HEYacTO — aHa(UIAKTOMIHAS PeaKiys', TUMepuyBCTBUTENLHOCTD, JEPMATHT OyJle3Hblit!, 3y,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.10.2024 N= 22331
3 (NOCNEOOBATENEHOCTE 0001)

KpallMBHHUIIA, MAKYJIOIIAITyJIC3HAs ChIIIb™;

4acTOTa HEM3BECTHA — aHa(UIaKTHUYECKas peakUus, aHTMOHEBPOTHUECKUI OTEK, Cephe3HBIC
KOXKHbIE HE)KEJaTeJIbHbIE peakluu (HalpUMeEp, OCTPbIi I'€HEPAIN30BAHHBIN 3K3aHTEMATO3HbII
nycryne3), cunapom CruBeHca-/[>KOHCOHA, TOKCHYECKUH SHUACPMAIbHBIA  HEKPOJIU3,
JIEKapCTBEHHAsI CHITIb ¢ 203MHOGUINEN U cucteMHor cumnTomatukoi (DRESS-cunapom).
Hapywenusa memabonuzma u numanus:

HEYacTO — aHOPEKCUS, CHUYKEHUE alleTUTa.

Icuxuueckue napywenus:

4acTo — OECCOHHUIIA;

HEYacTo — OECTIOKOMCTBO, HOBBILIEHHAS BO30YIMMOCTE’;

yacToTa  HEHW3BECTHAa  —  IICUXOTMYECKHE  pPacCTPOMCTBA,  CIYTAaHHOCTh  CO3HAHWS,
JleNIepCOHANM3aIus, JCNpecchsi, JAE30pUEHTALMS, TAJUIIOUWHALMM, HAPYLIEHUS CHOBUICHUMN
(«KoIIMapHBIE» CHOBUIEHUS ), TAPECTE3HsI, MAHUS.

Hapywenus co cmoponul nep6noti cucmemoi:

Y4acTo — roj0BHast 00J1b, JUCTEB3NUS;

HEYACTO — HOTeps CO3HAHUsA!, TUCKUHE3UA !, FOJIOBOKPYKEHHE, COHITUBOCTD, TPEMOD;

4acTOTa HEU3BECTHA — CYJIOPOTH, areB3usi (IOTepsi BKYCOBBIX OIIYIIICHMI ), TAPOCMHUSI, aHOCMHSL.
Hapywenus co cmoponvl opeana ciyxa u nabupunma:

HEYacTo — BEPTUTO, HApYLIEHHE CIyXa, 3BOH B yIIaX;

4acTOTa HEU3BECTHA — IIIyXOTa.

Hapywenus co cmoponvl cepoya:

HEYacTo — OCTaHOBKa cepana', ¢puOpwuismus npencepauii!, ymminenue untepsana QT Ha
3JIEKTPOKApMOTPaMMe, SKCTPACHCTOIHMS ', ONIyILEHUE CepAlleONeHHUS;

4acTOTa HEU3BECTHA — KETYJA0UYKOBAs TaXUKApUs, B TOM YHCIE THIA «ITUPYIT», GUOPMILIALNS
HKEITYT0YKOB.

Hapywenus co cmoponul cocyoos:

4acTO — Ba3O MIIATAIHS |

4acTOTa HEU3BECTHA — KPOBOTEUEHUE.

Hapywenus co cmopoHul OvixamenvHoll cucmemsvl, Opeanos 2pyOHOU KIemKU U CPeOOCHEeHUsL:
HEYacTo — acTMa', HocoBoe KpoBoTeueHue?, TpOMOOIMOOIIHS IErOUHOM apTepHu ' .
Kenyoouno-kuuieunvie napyueHus:

4acTo — Jiuapesi, pBoTa, JUCIIETICUS], TOITHOTA, 00JIb B 00JaCTH )KUBOTA;

HewyacTo — 230(arut', ractposszodareansbHas pedrokcHas 60J€3Hb>, TaCTPUT, IPOKTANTHS,
CTOMATHT, IJIOCCUT, B3yTHE KMBOTA®, 3a110p, CYXOCTh BO PTY, OTPBIKKA, METEOPH3M, XonecTas”,

TrernaTuT, B TOM 4YHUCJIC XOJIECTaTHYCCKUN WU FGH&TOHGHHMHHPHBIﬁ4;
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.10.2024 Nz 22331 )
T8 ddnas

4yacTOTa HEWU3BECTHA — OCTPbIN MaHKpEaTuT, 13MeHeHﬂ1':ﬁ:ﬁ S3Bikd Eﬂg%gﬁ,

HEAOCTAaTOYHOCTD, XOJCCTATUUCCKAs KCIITyXa.
HapymeHuﬂ CO CMOPOHbL KOSHCU U NOOKONCHLIX MKAHEI:
H4aCTO — UHTCHCUBHOC ITIOTOOTACIICHUC,

HyacToTa HEM3BCCTHA — aKHCE.

Hapymeyuﬂ CO CMOpPOHbL szmelmoﬁ, CKenemHoOu U COCOUHUMENbHOU MKAHU.

HEYACTO — MBIIICUHBIN CH3,3M3, KOCTHO-MBIIICYHAasA CKOBaHHOCTbl, MI/IaHFI/Iﬁz;

4aCcTOTa HEM3BECTHA — pabJOMUOIN3> , MEOTIATHSL.

Hapywenus co cmopoHbl nouex u Mouesbl800AUUX nymell:

4acTOTa HEM3BECTHA — TIOYCYHAS HEJOCTATOYHOCTh, HHTCPCTUITHAIBHBIN He(DpUT.

Obwue HapyuweHus u peakyuu 8 Mecme 66e0eHUsL:

OueHb 4acTo — (IeOUT B MECTE MHBEKLIUH ' ;

4acTo — 60JIb B MECTE MHBEKIMH ', BOCIIANIEHHE B MECTE MHBEKIIHH

HEYacTo — HeJOMOraHme’, Tumeprepmus’, acTeHus, Oonb B TpyaHOH KieTke', 03HOG?,
YTOMJIIEMOCTh ",

Jlabopamophvle u uncmpymenmanbHvle OaHHblE:

YacTO — OTKJIOHCHHUE B IIEYCHOYHOM ITPOOE;

HEYACTO — MOBBINICHUC KOHUCHTpAalWn eraTI/IHI/IHal, MOBBIIICHHUEC KOHLCHTPALUU MO‘ICBI/IHI)I],

4

M3MEHEHHE OTHOIIECHUS albOyMUH-II00yIuH', neiikonenus, HelTpomenus’, >03uHO(MIMA’,

TpoMOOIUTEMHS, MIOBBIILICHHE aKTUBHOCTH: aJlaHMHaAMHUHOTpaHchepasbl (AJIT),
acmapraramunoTpancdepassl (ACT), rammarayramuiTpancdepassl®, menounoit gocdarassi?,
NaKTaTIeruIPOreHassl’;

4acToTa HEW3BECTHA — arpaHyJoNWTO3, TPOMOONIHTONEHus, yBenuueHue 3HaueHus MHO,
yIUIMHEHUE MPOTPOMOMHOBOTO BPEMEHHU, U3MEHEHHE IIBeTa MOYH, MOBBIIICHHE KOHUEHTpaluu
OunupyOuHa B KPOBH.

* B HEKOTOpPBIX COOOIIEHUSX O PadJOMHOJM3E KIAPUTPOMHUIIMH MPUHUMAJICS COBMECTHO C
JPYTUMH JIEKAPCTBEHHBIMU CPEJICTBAMH, C TPHEMOM KOTOPBIX, KaK H3BECTHO, CBSI3aHO Pa3BUTHE
pabaomMuomnm3a (CTaTuHbl, GUOPAThI, KOJIXUIIMH WIH aJUIOIYPUHOIT).

! CooOmenns o JaHHBIX MOOOYHBIX PEAKIUAX OBbUIM MOJYYeHBI TOJBKO IIPH MPUMEHEHHH
KJIApUTPOMHIIMHA B JIEKAPCTBEHHOW (GopMme NTHoduiIm3aT Ui MPHUTOTOBICHHUS pPacTBOpa JUIs
uHy3Uil.

2 Coo0lIeHHss O JaHHBIX IOOOYHBIX PEAKIUAX OBUIM MOJyYEHBI TOJBKO ITIPH MPUMEHEHHH

KIIapyuTpOMUIIMHA B HCKapCTBCHHOﬁ (bopMe Ta0bJIETKHU C MIPOJIOHTMPOBAHHBIM BLICBO60)K,Z[CHI/ICM,

MTOKPBITHIC TIJICHOYHON 000JIOYKOH.
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3 CooOwIeHNs O JAHHBIX MOBOYHBIX PEAKLMAX ObLIH nr'r&n}lfe;ﬁ-r: E‘r‘bﬂg&tlﬂbﬁ -F[f}p'rhé'}i]e’HHH

KJIApPUTPOMHMIIMHA B JIEKAPCTBEHHOW (hopMe TpaHyIIbl U IPUTOTOBICHUS CYCIICH3HH IS IpHeMa
BHYTPb.
* CooOueHnst 0 JaHHBIX TOOOYHBIX PEAKIUAX OBUIM MOJYYEHBI TOJBKO IIPH MPUMECHEHHH
KJIApUTPOMMILIMHA B JIEKApCTBEHHOH (popmMe TabeTKH, NOKPBIThIE INIEHOYHOH 000I104KOM.
THayuenmovi ¢ n00AIEHHLIM UMMYHUMENOM.
VY nauuentoB co CIIM/lom n apyrumu UMMYyHOAE(DUIUTAMH, TOTYHAIOMIUX KIAPUTPOMHIIUH B
0osiee BBICOKHMX J103aX B TE€UYEHHE UIUTEJIBHOTO BPEMEHM AJIS JIEUEHHs] MUKOOAKTepUaJIbHBIX
UHQEKIUH, 4acTo TPYAHO OTIMYMTH HeXenarenbHble 3((eKThl IMpenapara OT CHUMITOMOB
BUY-undexnmm nim cormyTCTBYIOMETO 3a00IeBaHMS.
Haunbonee yacTeiMu HexeNlaTeNbHBIMU SBJICHUSMH Y NALUEHTOB, IPUHUMABIIUX CYTOYHYIO 103y
KJIapuTpoMHLIMHa, paBHYt0 1000 Mr, ObUIH: TOIIHOTA, pBOTA, U3BpAlLllEHUE BKYyca, 00k B 00JacTH
KHUBOTA, AMApesi, Cblllb, METEOPU3M, I'OJIOBHAs 00jb, 3alOp, HApYLIEHUE CIyXa, MOBBILICHUE
aktuBHOCTH ACT u AJIT B kpoBu. Takke oTMEUYaIMCh Cllydyau HEeXeJlaTeIbHbIX IBJICHUHN C HU3KON
4acTOTOW BOZHUKHOBEHHUS, TAKUE KaK OJbIIIKA, OECCOHHULIA U CYXOCTh BO PTY.
VY nauueHToB C M0/aBJIEHHBIM UMMYHUTETOM IPOBOJAMIM OLIEHKY Ja0OpaTOPHBIX IOKa3aTesei,
aHaAJIM3UPYs UX 3HAUUTENIbHbIE OTKJIOHEHUSI OT HOPMBbI (pe3Koe MOBbIILIEHUE WK CHIbKeHue). Ha
OCHOBaHUU JaHHOTO Kputepus y 2 —3 % nalnueHToB, MOJIy4YaBIIMX KIApUTPOMHULIUMH B J103€
1000 Mr exxemHEeBHO, OBUIO 3apETHCTPUPOBAHO 3HAUMTEIbHOE TOBbIMIeHHE akTuBHOCTH ACT u
AJIT B KpoBH, a TaKXe CHHXKEHHE YHCla JIEHKOIMTOB U TPOMOOIMTOB. Y HEOOJBIIOTO YMCIA
NAalMEeHTOB TakKe ObUIO 3aperuCcTPUPOBAHO IOBBIIIEHHE KOHIIEHTPALMU OCTAaTOYHOTO a30Ta
MOYEBHUHBI.

eTH
[Tpenmosnaraercs, 4To 4acTOTa, THUII U TSHDKECTh HEKEIATEIBHBIX PEAKIIMN y JETeH Takas XKe, Kak y
B3POCJIBIX.

COO6HI€HI/I6 0 TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIIMAX

BaxHO co00maTh 0 MOI03pEBAEMBIX HEKETATENBHBIX PEAKIHIX ITOCIIe PETUCTPAINH TIpenapaTa ¢
[eNbl0  oOecreueHus]  HEMpEephIBHOTO  MOHUTOPUHTA  COOTHOLIGHHS  «I10JIb3a — PUCK»
JIEKapCTBEHHOTO Mpernapara. MeIuIMHCKIM pa0OTHUKAM PEKOMEHIYeTCs COOOIIaTh O JHOObIX
MIOJI03PEBAEMBIX HEXKEIATENbHBIX PEaKIUsIX JICKAPCTBEHHOTO Mperapara yepe3 HalHOHATbHBIE
CHCTEMBI COOONICHHSI O HEXeNaTeIbHBIX pPEaKIUsAX TOCYIapCTB — WIEHOB EBpasuiickoro
HKOHOMHUYECKOTO COI03a.

Poccniickas @enepanvs

®denepanpHas ciayx0a mo Haa30py B cdepe 3apaBooxpanenus (PocsnpaBaanzop)

Anpec: 109012, r. MockBa, CnaBsitHcKas 1iomaib, a. 4, ctp. 1
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DnekTpoHHas nouta: pharm@roszdravnadzor.gov.ru
CaiiT B nH(OpMAIIMOHHO-TEICKOMMYHUKAMOHHOM ceTn «MHTepHeT»:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CHMITOMBI

[Tpuem OonbIION 03Bl KJIAPUTPOMHUIIMHA MOKET BBI3bIBATH CUMIITOMBI HAPYIIICHUH CO CTOPOHBI
YKEITYTOYHO-KHMIIIEYHOTO TPAKTa. Y OJHOTO MAIMEHTa C OMIOJISIPHBIM PACCTPOMCTBOM B aHAMHE3E
mocie mnpueMa 8T KIAPUTPOMHUIIMHA OMHCAaHbl U3MEHEHHUS TICMXHYECKOTO COCTOSHUS,
napaHOUIaJIbHOE TIOBEACHHUE, TUTIOKATTUEMUS U TUTIOKCEMUS.

Jleuenue

[Ipu mnepeno3upoBKe cleqyeT YAAIUTh HEeaOCOpOMPOBAHHBIM Mpenapar H3 SKEIyIOYHO-
KHUIIIEYHOTO TpakTa (MPOMBIBAaHUE >KEIyJKa, IPHUEM aKTHBHPOBAHHOTO YISl U Ap.) U MPOBECTH
CUMIITOMATUYECKYIO Tepanui. ['eMoauanu3 U TEepUTOHEATbHBIM JUaU3 HE OKa3bIBAIOT
CYIIECTBEHHOTO BIIUSHUS HA KOHIICHTPAIMIO KJIAPUTPOMUIIMHA B TJIa3Me KPOBH, UTO XapaKTEPHO

U IJId APYTrux npenapaTroB rpyIiibl MAKPOJIINIO0B.

5. PAPMAKOJIOTHYECKUE CBOHMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA

dapmakoTepaneBTHUECKasi TpyMna: aHTHOAKTepUalbHbIE CpPEACTBA CHUCTEMHOTO JeHCTBUS;
MaKpOJIUAbI, INHKO3AMU/Ibl U CTPENTOTPAMHUHBI; MaKPOJIH/IbI.

Koxg ATX: JOIFA09.

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/IC 3d)d)eKTLI

KnaputpoMuniuH sBisieTCsT MONYCHMHTETUYECKUM aHTUOMOTHKOM TPYIIBI MakKpOIUIOB U
OKa3bIBaeT aHTHOAKTEepUaIbHOE JCHCTBUE, B3auMojaecicTBys ¢ S0S  pubGocomanbHOU
CyOBbeTMHUIICH U TIOJABIISISl CHHTE3 Oelika 0aKTepHil, YyBCTBUTEILHBIX K HEMY.

KnaputpoMuniuH MpoJeMOHCTPUPOBAT BBICOKYIO AaKTHUBHOCTb in Vitro B OTHOUICHHH Kak
CTaHJApPTHBIX JaOOPAaTOPHBIX INITAMMOB OaKTEpHii, TaK U BBIJCICHHBIX Yy TAIIMEHTOB B XOJIE
KIIMHUYECKOW TIPAKTUKHU. [IposSBIsSET BHICOKYIO aKTUBHOCTh B OTHOIIICHUH MHOTHX a3pPOOHBIX U
aHA’POOHBIX, TPAMITOJIOKHUTEIBHBIX U TPAMOTPHUIIATSIIEHBIX MHKPOOPTaHW3MOB. MUHUMAIbHBIC
nonapmsitorue konueHntpauuu (MIIK) kmaputpomunmnHa A OOJBIIMHCTBA BO30yAHTENEH
menbIne, yem MIIK sputpomuiiiaa B cpeineM Ha oHO logs pa3BeneHue.

KnaputpoMmuniyia in vitro BICOKOAKTHBEH B OTHOIICHUH Legionella pneumophila, Mycoplasma

pneumoniae. Oka3bIBaeT OaKTEpUIIMIHOE NelicTBUE B oTHOIIeHUH Helicobacter pylori, nanHas

20



COOTBETCTBYET 3KCNEPTHOM
o7 14.10.2024 N2 22331
AKTUBHOCTB KJIAPUTPOMUIIMHA BBILIE ITPH HENTPRILHOM Hﬁ,—'ﬁe—rjﬁ%ﬁﬁ Ritd iy HOCTE 000T)

Y OTUETY

Kpome Toro, manuele in vitro u in vivo yKa3plBalOT HAa TO, YTO KJIIAPUTPOMULIMH JECUCTBYET HA

KJIMHUYECKH 3HaYMMBble BUJBI MUKOOaKkTepuil. Enterobacteriaceae n Pseudomonas spp., TaKxe,

KaK U Ipyrue, He (pepMEeHTUPYIOUIHE JTaKTO3y TpaMOTpHUIaTeNIbHbIe OAKTEpUH, HE UyBCTBUTEIIbHbI

K KJIIADUTPOMHUIIUHY.

AKTHBHOCTh KJIIAPUTPOMHIIMHA B OTHOIICHHH OOJIBIIMHCTBA MITAMMOB IEPEUYUCICHHBIX HIKE

MUKpPOOPTaHU3MOB JIOKa3aHa KaK in Vitro, Tak U B KJIMHUYECKON MPAKTHKE NpH 3a00JICBaHUSIX,

MepEUYUCIICHHBIX B pazzene 4.1.:

— adpoOHble TPaMIIONIOKHUTENbHbIE MUKPOOpPraHu3MblL: Staphylococcus aureus, Streptococcus
pneumoniae, Streptococcus pyogenes, Listeria monocytogenes,

— adpoOHBIC TpPaMOTPHIATEIbLHBIE MHKpOOpraHm3Mbl: Haemophilus influenzae, Haemophilus
parainfluenzae, Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella pneumophila;

— Jpyrue MUKpoopraHusmel: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR);

— wmukobaktepuu: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae,
Mycobacterium fortuitum, Mycobacterium avium complex (MAC) — KOMILIEKC, BKIIFOYAIOIUH:
Mycobacterium avium, Mycobacterium intracellulare.

[Tponykmus Gera-TakTaMasbl HE OKa3bIBACT BIMSHUS HA aKTHBHOCTh KJIAPUTPOMUIIMHA.

BoNBIIMHCTBO MTAaMMOB CTa()HIOKOKKOB, PE3WCTCHTHBIX K METHIWJUIMHY W OKCAIWLINHY,

0071a/1a10T YCTONYUBOCTBIO U K KIIAPUTPOMHUIIUHY.

Helicobacter pylori

UyBcTBUTEIBHOCT H. pylori K KITapUTPOMUIIMHY U3ydaiach Ha U30yATax H. pylori, BEIIEICHHBIX

or 104 marmeHTOB 10 Havaja Tepamuu mpernapaTtoM. Y 4-X MalMEHTOB OBLIM BBIJICICHBI

PE3UCTEHTHBIE K KIAPUTPOMULIMHY mTamMmbl H. pylori, y 2-Xx — mTaMMbl C yMEpEHHOU

PE3UCTEHTHOCTHIO, Y OCTANbHBIX 98 ManueHToB W30MATHl H. pylori ObUIM 4YyBCTBUTENBHBI K

KIIAPUTPOMHMIIHHY.

KnaputpoMuniiH oOKa3bpIBaeT JCWCTBHUE (1 Vitro W B OTHOIICHWW OOJBIIMHCTBA INTAMMOB

CIEIYIOINUX MHUKPOOPraHu3MoB (oqHaKo Oe3omacHOCTh W I(PPEKTUBHOCTH MPUMEHEHUS

KJIAPUTPOMHUIIMHA B KIIMHUYECKOM MPAKTHKE HE MOATBEP K ICHBI KITUHUYECKIUMH UCCIIEIOBAHUSIMU,

Y TIPAaKTHYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

— a’poOHBbIE TPAMITOJIOKUTEIbHBIE MHKPOOPTAHU3MBL: Streptococcus agalactiae, Streptococci
(rpyrmmet C, F, G), Viridans group streptococci;

— a’poOHBIE TpaMOTpHUIIATEIbHBIE MHKPOOpPTaHM3MBIL: Bordetella pertussis, Pasteurella
multocida;

— aHa’poOHBIEe TPAMIIOIOKUTENbHbIE MUKpoopranusmel: Clostridium perfringens, Peptococcus
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— aHa’poOHBIEC TPAMOTpULIATEIbLHBIE MUKPOOPTaHU3MEBL: Bacteroides melaninogenicus;

— cnupoxetsl: Borrelia burgdorferi, Treponema pallidum;

— xamrmunobakrepun: Campylobacter jejuni.

OCHOBHBIM ~ MeTa0OJUTOM  KJIApUTPOMHMIIMHA B  OpraHM3ME  4YelloBeKa  SIBIISETCS
MHUKPOOHOJIOTHYECKU aKTUBHBIN MeTa0oJIUT 14-ruApoKCUKIIAPUTPOMULIMH
(14-OH-knaputpomMunuH). MUKpOOHOJIOTHYECKasi aKTUBHOCTh METAa0OJHMTa Takas Xe, KaK y
MCXOJIHOTO BelIecTBa, Win B 1 — 2 pasa cimabee B OTHOIICHUU OOJIBITUHCTBA MUKPOOPTAHU3MOB.
Hckmouenue cocraisier H. influenzae, B OTHOIIEHUH KOTOPOH 3¢ (EKTUBHOCTh METAbOINUTa B
J1Ba pa3a Bbllle. FIcX0aHOE BEIIECTBO U €r0 OCHOBHOM METaOOJIUT OKa3bIBAIOT MO0 aJIIUTUBHBIMH,
mbo cuHepruyeckuid 3¢dexkr B orHomenun H. influenzae B yclnoBusiX in vitro M in vivo B
3aBUCHUMOCTH OT IITaMMa OaKTEpUH.

Tecm na uyecmeumenbHOCb

KonnyecTBeHHbIE METO/bI, TpeOyIOLIME U3MEPEHUsI AMaMeTpa 30Hbl MOAABICHUS POCTA, JAIOT
Haun0oJiee TOYHbIE OILICHKH UYBCTBUTEIBHOCTH OAKTEPHH K aHTUMUKPOOHBIM npenapatam. OnHa
U3 PEKOMEHAYEMBIX METOAUK JUIsl OIpPENElICHHUs] UYYyBCTBUTEIBHOCTH MHCIIONb3YET JUCKH,
UMIIPErHUPOBaHHbIe 15 MKT KinapuTpomunuHa (aucko-nudy3nonusii meron Kupou-bayspa);
IPY UHTEPIIPETALM TECTa AUaMETPhI 30H MTOJIaBICHUS pOCTa KOPPEIUPYIoT co 3HaueHnssMu MITK
kinaputpomuunHa. 3Hayenus MIIK onpenenstorcs MeTo1oM pa3BeieHus B OyJIbOHE WK B arape.
[Ipy uCnoONB30BaHUM 3TUX METOJUK OTYET U3 JIabopaTOpHUH O TOM, YTO LITAMM SIBJISI€TCS
«4yBCTBUTEJIbHBIMY, YKa3bIBAa€T Ha TO, YTO BO30YAUTENb, BEPOSTHO, OTBETUT Ha JieueHue. OTBeT
«PE3UCTEHTHBII» yKa3bIBAET HA TO, YTO BO30YAUTENb, BO3MOXKHO, HE OTBETUT Ha JiedeHue. OTBeT
«IIPOMEXYTOYHAsl YyBCTBUTEIILHOCTBY MPEAINOJIAraeT, UTo TepaneBTuyeckuil ekt npenapara
MOKET OBbITh HEOJHO3HAYEH WJIM MHUKPOOPIaHHW3M MOXKET OKa3aThCS UYBCTBUTENIBHBIM IPHU
IpUMEHEHUN OoJiee BBICOKMX J103 Ipernapara (IpOMeXYyTOUHas YYBCTBUTEIBHOCTb TaKkKe

Ha3bIBACTCA ((YMCpCHHOf/'I ‘-IYBCTBI/ITCJ'ILHOCTLIO») .

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AOGcopOnus

[Ipemapar nerxko u OBICTPO BCACHIBACTCS B JKEIYJOYHO-KUIIEYHOM TpakTe. AOCOMOTHas
OonogocTymHOCTh cocTaBisier okoio 50 %. Ilpu MHOTOKpaTHOM TpHeMe JM03bl Ipernapara
KYMYJSIITUU TIPAKTHYECKH HE OOHAPYKEHO, U XapaKTep MeTaboIu3Ma B OpraHU3Me YeIOBeKa He
u3MeHsiics. IlpueM mnMIIM HEMOCPEACTBEHHO Iiepesl MPUEMOM Ipernapara YBEIHYHBal
OMOJOCTYITHOCTh KJIApUTPOMHUIIMHA B cpeaHeM Ha 25%. B 1memnoM, 53TO TOBBINICHUE

HE3HAYUTCIBbHO U JOJDKHO UMCTH HG6OJIBIJ_IyIO KIIMHUYCCKYIO 3HAYUMOCTDL IIPpHU PCKOMCHAYCMBIX
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npucMa Mnuiu.

Pacnopenencuue, 6HOTDaHCd)ODMaI_II/IH W SJIMMHUHaNusA

Invitro

HccnenoBanus in vitro 1mokasaiu, YTO KIAPUTPOMUIIMH CBSA3BIBAETCS C OEJIKaMH IJIa3Mbl KPOBU
Ha 70 % B xoHuentpauuu ot 0,45 no 4,5 mxr/mu. [lpu koHueHTpanmu 45 MKI/MII CBS3BIBAaHHE
cHmkaercs 10 41 %, BEpOsATHO, B pe3yJIbTaTE HACBILLEHUS MECT CBSI3bIBaHMs. JTO HAOJII01aeTCs
TOJIBKO TP KOHIEHTPALIUAX, MHOTOKPATHO MPEBBILIAIOIINX TEPANIeBTUYECKYIO.

In vivo

HccnenoBanus in vivo Ha >KMBOTHBIX MOKAa3ajH, YTO KIAPUTPOMHIIMH NPUCYTCTBYET BO BCEX
TKaHSIX, 3@ UCKJIIOYEHHEM LIEHTPAIbHON HEPBHOM CHUCTEMBbI, B KOHIIEHTPALUSIX, B HECKOJIBKO pa3
IpeBbIIIAIOIMNX I1a3MeHHble. HaumOonee Bbicokue koHueHTpamuu (B 10 —20 pa3 Bble
TJIa3MEHHBIX ) 0OHAPYKUBAIKUCH B IEYEHHU U JIETKHX.

300posvie 006po6onbYbI

[Ipy Ha3zHaueHMM KIapuTpoMulMHAa B Jo03¢ 250 Mr 2 pasa B cyrku paBHOBECHas Cmax
kiaputpomMuniiia U 14-OH-knaputpomMuiimHa B mia3Me KpoOBU JOCTUTAIMCh yepe3 2 — 3 AHs U
coctaBnsui 1 MKr/mit U 0,6 MKr/MII COOTBETCTBEHHO. T2 KIAPUTPOMHUIIMHA U €r0 OCHOBHOTO
MeTabonuTa cocTaBisuiv 3 —4 yaca 1 5 — 6 4aCOB COOTBETCTBEHHO.

[Ipu Haznauenuwn xiaputpomunHa B g03e 500 mr 2 paza B CYTKH Cmax KJIAPUTPOMHIIMHA U
14-OH-xiapuTpoMHIIMHA B IJIa3M€ KPOBH JOCTUTAIIUCH NTOCIIE ipreMa 5-oi 1o3bl. [lociie npuema
5-oif u 7-0oif 103bl Cmax KiapuTpoMunuHa U 14-OH-knapurpoMunyHa B Iia3Me COCTaBHIIA B
cpennem 2,7 —2,9 mxr/ma u 0,83 — 0,88 MKI/MII COOTBETCTBEHHO. T1/2 KIAPUTPOMHIIMHA U €TO
oCcHOBHOI'0 MeTabosmTa coctaBui 4,5 — 4,8 yaca u 6,9 — 8,7 yaca COOTBETCTBEHHO.

Cimax 14-OH-knaputpomMulliHa He yBEIMYHMBAIACH MPONOPLHMOHAIBHO /103€ KIAPUTPOMUIIMHA, B
TO Bpems Kak T, Kak KIApUTPOMHIIMHA, TaK U €r0 TUIPOKCUIUPOBAHHOTO METabonIuTa MMel
TEHJCHIIMIO K YBEIMYEHHUIO C IMOBBIIIEHHEM JA03bl. Takas HenuHeiHas ¢(apMaKOKHHETHKA
KJIQpUTPOMUIIMHA B COYETAHUU C YMEHbIIEHHMEM 00pa3oBaHus |4-rHAPOKCHIMPOBAHHBIX U
N-aeMeTUTuPOBaHHBIX MPOIYKTOB MPHU BBHICOKHUX J03aX YKa3bIBAET HA HEMWHEHHBIA METa00IH3M
KJIAPUTPOMHUIIMHA, KOTOPBIN CTAHOBUTCS 00JI€€ BEIPAKEHHBIM MTPH BHICOKUX J[03aX.

[Toukamu BeIBOAMTCS OKOJ0 37,9 % mocne npuema BHYTPh KIapUTpOMHUIIMHA B 103e 250 Mr u
46 % mocne mpueMa KiapuTpoMuImHa B g03e 1200 mMr, KUIIeYHUKOM BBIBOIUTCS 0K0I0 40,2 % u
29,1 % (BkIIOYash HMCOBITYEMOrO JIMIIL C OJHOM Tpobol Kkama, coaepxamein 14,1 %)
COOTBETCTBEHHO.

DapmakokuHemuKra y nayueHmos

Knaputpomunma u ero merabonut 14-OH-kmapuTpoMuriiH OBICTPO TPOHUKAIOT B TKaHU W
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KOHIICHTPALusl KJIApUTPOMHULIMHA B LEpeOPOCTUHATBHON KHUIKOCTH MPH MEPOPATLHOM IpUeMe
HEe3HauuTeNbHa (T.€. TOJIbKO 1 —2 % OT KOHIEHTpaluu B ChIBOPOTKE KPOBHU IIPU HOPMAJIbHOMN
IPOHMILIAEMOCTH TremarolHuedanuueckoro Oapbepa). KoHueHTpanus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BBIILE, YEM B CBIBOPOTKE KPOBH.

B Tabnuue npuBeneHb! IPUMEPH TKAHEBBIX U CHIBOPOTOYHBIX KOHIICHTPAIIUHA:

Konuenrpanumn (250 mr kaxapie 12 yacos)

Bun Tkanu TkaHeBble (MKI/T) ChbIBOpOTOUYHBIE (MKI/MJT)
MuHgaIHEL 1,6 0,8
Jlerxue 8,8 1,7

IleyeHOUHAs HEIOCTATOYHOCTh

VY ManueHToB co CpeAHEN U TSHKENOH CTETeHbI0 HapyIIeHUs (DYHKIIMH TIEYSHH, HO C COXPaHEHHOU
byHKIMEH MoYeKk KOPPEKIHs 1036l KIApUTPOMUIIMHA He TpeOyercsi. PABHOBECHAs! KOHIIEHTPAIUS
B IJIa3M€ KPOBU M CUCTEMHBIN KIIMPEHC KJIAPUTPOMULIMHA HE OTVIMYAIOTCS y NALMEHTOB JTaHHOU
TpYyIIIbI " 3I0POBBIX MALMEHTOB. PaBHOBecHas KOHLEHTpaLus
14-OH-xiapuTpoMHuIIMHa y MAUMEHTOB C HapylIEHUsSMU (QYHKIUM [E€YEHH HUXKE, YeM Y
310POBBIX.

IloyeuHas HEAOCTATOYHOCTh

ITpyn Hapymennn QyHKIMK NoYeK yBETUIUBAIOTCA Crin U Cimax KIIAPUTPOMHUIIMHA B IIIA3ME KPOBH,
Tin, AUC xnaputpomunmHa u ero wmertabonurta 14-OH-knaputpomununa. Koncranra
AIIMMUHALMU U BbIBEJCHHE NMOYKaMU yMeHblIatoTcsi. CTelneHb M3MEHEHUM 3TUX IMapaMeTpoB
3aBHCUT OT CTENICHU HapylIeHHUs (QyHKIMH MOYEK.

JIniia moKMI0r0 BO3pacTa

Y [anueHToB MOXKWIJIONO BO3pacTa KOHIEHTPALUs KIAPUTPOMHUIIMHA M €ro MeTadoiauTa
14-OH-kiapuTpomMuIiHa B KpoBHU OblIa BBIIIE, a BEIBEICHUE MEIJICHHEE, YEM Y IPYIIIbI MOJIOBIX
monerd. OgHAKO MOCcie KOPPEKIIUU C YIETOM MTOYEUHOTO KIMPEHCa KpeaTHHIHA He OBIII0 OTIIMYUN
B o0eux rpynmnax. Takum oOpa3oM, OCHOBHOE BIHMsHHME Ha (hapMaKOKMHETHYECKHE MapaMeTphl
KJIApUTPOMUIIMHA OKa3bIBaeT (PyHKIIMS OYEK, a He BO3PACT.

[TarueHThl ¢ MUKOOAKTEpUAIILHBIMI HH(MEKIIUIMA

PaBHOBeCHBIE KOHIIEHTpauuu KiapuTpomunvHa U 14-OH-knaputpomunmHa y INanveHTOB €
BUY-undexnueii, noay4yaBumx KIapUTPOMUIIMH B OOBIYHBIX f03ax (500 mr 2 pasa B CyTKH),
ObUIM CXOJIHBIMHU C TAKOBBIMH Y 3/10pOBBIX Jtoel. OHAKO NPU MPUMEHEHNH KJIAPUTPOMUIIMHA B
Ooiee BBICOKMX [03aX, KOTOpbIE MOTYT INOTpeOOBaThbCcA A JIEUCHHs] MHKOOAKTEpUaJIbHBIX

WH(pEKIMA, KOHUEHTPallMd aHTUOMOTHMKAa MOTYT 3HAYUTENIBHO TPEBHINATh OOBIYHBIE. Y
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B JEHb B 2 mpuemMa, paBHOBeCHbIe 3HAUEHUS Cmax OOBIYHO COCTAaBISUIM 2 —4 MKI/MJI U
5—10 Mxr/Mn  cooTBeTcTBeHHO. IlpM mnpuMeHeHuu mpemnapara B OoJjiee BBICOKHX 033X
OTMeYaJoch yIMHeHue Tiz MO CPaBHEHUIO C TaKOBBIM Yy 3/0POBBIX JIIOJEH, MOJIydaBIIMX
KJIAPUTPOMMLIMH B OOBIUHBIX J103axX. [IoBbIlIIEHNE KOHLIEHTpALMH B IU1a3Me U yJuIMHeHue T1/2 pu
OPUMEHEHUH KIApUTPOMHIMHA B Oojiee BBICOKMX J103aX CBS3aHO C  HEJIHMHEHHOMN
(apMaKOKUHETHKOI Mpemnapara.

KOM6I/IHI/IDOBaHHOG JICYCHHUEC C OMCIIPa30JIoOM

Knaputpomunua o 500 mr 3 paza B CyTKM B KOMOMHAIIUK C OMEIPa3ojoM B o3¢ 40 Mr/cyTku
cnocobctByer yBenuueHuto Tino u AUCoo4 omenpaszona. Y BCeX MNAaUEHTOB, IOIY4aBIINX
KOMOWHHPOBAHHYIO TEPaNuio, B CPABHEHUH C TMOJYYaBIIMMU OJWH OMEINPa30Ji, HaOII0JaI0Ch
noBeiieHre Ha 89 % AUCo24 u Ha 34 % Ti omenpasona. Y xkiapuTpoMUIHHA Cmax, Cmin U
AUCy. g yBeIMUHUBAINCH, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % 1o cpaBHEHUIO C JaHHBIMH,
KOTJla TPHMEHSJICS TOJBKO KIAPUTPOMHIMH 0Oe3 omemnpaszona. B paBHOBECHOM COCTOSIHHU
KOHIIGHTPAIlMK KJIAPUTPOMUIIMHA B CIM3UCTOM JKENyAKa uepe3 6 U mocje npueMa B TpyIIIe,
MoJTyyaBlIeil KOMOMHAINIO, B 25 pa3 MPeBOCXOAMIN TaKOBHIE MO CPABHEHUIO C IMOJIYYaBIIUMU
OJIMH KJapuTpoMullMH. KoHIIeHTpanuyu KIapUTPOMHUIIMHA B TKaHSIX Kellyaka yepe3 6 4 mocie
npuemMa 2-xX TpernapaTroB B 2 pa3a MPEBBIIATN JaHHBIE, MOJYyYE€HHbIE B TPYIIE MaIllMEHTOB,

MMOJIy4aBIIMX TOJIBKO KJIAPUTPOMHIVH.

6. DPAPMAIIEBTUUYECKHWE CBOMCTBA
6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB
JlakT0o3BI MOHOTHIpPAT

[emnono3a MUKPOKPUCTAIIIAYECKAS
['unpomno3a (THAPOKCUTPONIIILIEIITION03a)
Kpockapmenno3a Hatpust

Kpemuust nTMOKCH KOJITTOUAHBIN

Marnus creapat

[TneHouyHas 000I0YKa:

[rurpomeriosa, rumnposio3a (THAPOKCUIIPONMIIIEIUTION03a), TallbK, THTaHAa JAHOKCHJ, Keies3a
OKCHJI )KEJIThIN (3KeTe3a OKCH)|

WIn

[cyxas cMmech JUid IUIGHOYHOTO TIOKPBITHSI, COJEpiKalias THIPOMEIJIO3y, THUIIPOI03Y

(TUIPOKCUTIPOITHIIIIEIUTIONO03Y ), TAJIbK, TATAHA TUOKCH/I, KeJe3a OKCHJI )KEeIIThIN (3kee3a OKCcH)|
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6.2. HecoBMecTHUMOCTL

He npumennmo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh B 3alIMIIEHHOM OT CBETa MECTE MpHU TemnepaType He Boie 25 °C.

6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU

TabneTku, MOKPBITHIE TNIEHOYHOH 000IOYKOH.

5,7, 10 wim 14 TabneTok B KOHTYPHOH SYEHKOBOH YITAKOBKE U3 TUICHKH ITOJIMBUHIIIXJIOPUIHON U
(boabru alTrOMUHUEBOM.

5,7, 10 unu 14 tabnerok B OGaHKE MONMMEPHOW Ui JEKAPCTBEHHBIX CPEICTB, YKYHNOPEHHOM
KPBIIIKOM MOJIMMEPHOUN HATATUBAEMON C KOHTPOJIEM IIEPBOIO BCKPBITHUS.

| unK 2 KOHTYpPHBIE TYEHKOBBIE YITAKOBKH 1O 5 WK 7 Ta0JIeTOK, | KOHTypHAas STYeiHKOBast yIaKOBKa

o 10 umm 14 Ta6J'IeTOK, HIn OJAHa 0OaHKa BMECTE C JIMCTKOM-BKJIAABIIIICM B ITIAYKC U3 KapTOHA.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUM  HMCIOJH30BAHHOIO
JIEKAPCTBEHHOr0 mpemapara WJH OTXO0JA0B, TMOJYYE€HHBIX TOCJIe NPUMEHEHUs
JIEKAPCTBEHHOT0 Mpenapara, u pyrue MaHuMyJIsilii4 ¢ MpenapaTom

Het oco6bIx TpeGoBaHUil K yTUIN3AIMH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Poccus

AO «BEPTEKC»

Anpec: 197350, r. Canxt-Ilerepoypr, Jlopora B Kamenky, a. 62, mut. A
Tenedon: 8 (800) 2000 305

AJpec 2IeKTpOHHOU NOYTHL: vertex(@vertex.spb.ru

7.1 IlpeacraBuTes b JepKaTeJsi PerHCTPALMOHHOIO YI0CTOBEPEeHHA

[IpereH3un norpedUTENEeH HAOPABIATH 110 aIPeCV:

Poccus
AO «BEPTEKC»
Anpec: 197350, r. Cankr-Ilerepoypr, Jlopora B Kamenky, a. 62, mut. A

26



COOTBETCTBYET 3KCNEPTHOMY OTYETY
oT 14.10.2024 N 22331
Tenedo: 8 (800) 2000 305 (MOCNEOOBATENEHOCTE 0001)

Anpec anekTpoHHON ouThl: pharmacovigilance@vertex.spb.ru

8. HOMEP PETUCTPAHIMOHHOI'O YAOCTOBEPEHUA

9. JATA NEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHUSI PETHCTPAILIUU,
INEPEPETNCTPALIUN)

Jlara nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA

O61as xapakrepucTrka jgekapcrsenHoro npenapara Knapurpomunun — BEPTEKC nocrynna Ha
MHPOPMALIMOHHOM TOpTane EBpa3suiickoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

TEJICKOMMYHUKaMOHHOM cetn « HTepHEeT» https://eec.eaeunion.org
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	 гиперчувствительность к кларитромицину, макролидам или к любому из вспомогательных веществ, перечисленных в разделе 6.1;
	 одновременный прием кларитромицина со следующими препаратами: астемизол, цизаприд, пимозид, терфенадин (см. раздел 4.5.);
	 одновременный прием кларитромицина с ломитапидом (см. раздел 4.5.);
	 одновременный прием кларитромицина с алкалоидами спорыньи, например, эрготамином, дигидроэрготамином (см. раздел 4.5.);
	 одновременный прием кларитромицина с мидазоламом для перорального применения (см. раздел 4.5.);
	 одновременный прием кларитромицина с ингибиторами ГМГ-КоА-редуктазы (статинами), которые в значительной степени метаболизируются изоферментом CYP3A4 (ловастатин или симвастатин), в связи с повышением риска миопатии, включая рабдомиолиз (см. раздел 4...
	 одновременный прием кларитромицина с колхицином (см. раздел 4.5.);
	 одновременный прием кларитромицина с тикагрелором или ранолазином;
	 удлинение интервала QT в анамнезе (врожденное или приобретенное зарегистрированное удлинение интервала QT) или желудочковая аритмия, включая желудочковую тахикардию типа «пируэт» (см. разделы 4.4. и 4.5.);
	 кларитромицин не следует применять у пациентов с электролитными нарушениями (гипокалиемией или гипомагниемией) в связи с риском удлинения интервала QT (см. раздел 4.4.);
	 тяжелая печеночная недостаточность, протекающая одновременно с почечной недостаточностью;
	 холестатическая желтуха/гепатит в анамнезе, развившиеся при применении кларитромицина (см. раздел 4.4.);
	 порфирия.
	Беременность
	Безопасность применения кларитромицина при беременности не установлена.
	Основываясь на различных результатах, полученных в исследованиях на животных, а также на опыте применения у людей, нельзя исключить возможность неблагоприятного воздействия на эмбриофетальное развитие. Некоторые наблюдательные исследования, оценивающи...
	Применение кларитромицина при беременности (особенно в I триместре) возможно только в случае, когда отсутствует альтернативная терапия, а потенциальная польза для матери превышает потенциальный риск для плода.
	Лактация
	Было установлено, что ребенок, находившийся на грудном вскармливании, может получить около 1,7 % от материнской дозы кларитромицина с поправкой на массу тела матери. Безопасность применения кларитромицина для детей на грудном вскармливании не установл...
	Фертильность
	Исследования, проведенные на крысах, показали отсутствие влияния на фертильность.
	4.7. Влияние на способность управлять транспортными средствами и работать с механизмами
	Препарат легко и быстро всасывается в желудочно-кишечном тракте. Абсолютная биодоступность составляет около 50 %. При многократном приеме дозы препарата кумуляции практически не обнаружено, и характер метаболизма в организме человека не изменялся. При...
	Распределение, биотрансформация и элиминация

