COOTBETCTBYET 3KCNEPTHOMY OTUYETY
o1 25.10.2022 N= 24983

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHGFO TIPERAPATA 1002

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O TIPEITAPATA
Knaputpomunma perapa-OBL, 500 mr, TabieTku ¢ NPOJIOHTHPOBAHHBIM BBICBOOOKIECHUEM,

MTOKPBITHIC TIJICHOYHOH 000JIOUKOH.

2. KAUECTBEHHBIN 1 KOJIMMECTBEHHBIN COCTAB
JleiicTByrOIIEE BEIIECTBO: KJIAPUTPOMHUIIUH.
Kaxxnas tabnerka comepxut 500 Mr KIIapuTpOMHITHA.

[TonHbIi epeueHb BCIIOMOTaTENIbHBIX BEIIECTB NMPHUBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Knaputpomunma perapa-OBL, 500 mr, TaGieTku ¢ NPOJIOHTHPOBAHHBIM BBICBOOOKICHUEM,
MOKPBITHIE TIJICHOUYHON 000JI0YKOH.
JIBOSIKOBBIITYKJIbIC TAOJIETKH IPOJIOJITOBATONH (DOPMBI CO CKPYTJICHHBIMUA KOHIIAMH, TTOKPBITHIC
TUICHOYHOH 000J1049K0# 6enoro miu mo4tu 0eoro 1Bera, ¢ puckoil. Ha monepednom paspese sapo

0eJI0ro Wiy mouty 0eJoro nBera.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxka3aHusi K NPUMEHEHHIO
NH}peKmoHHO-BOCTIATUTENbHbIE 3a0oJeBaHus, BBI3BAHHBIE YyBCTBUTEJIbHBIMU K
KJIAPUTPOMULIMHY MUKPOOPraHU3MaMH, Y B3pOCIbIX U JieTell crapiie 12 ner:
— uHQEKUNUN HIKHUX JIbIXaTeNbHBIX MMyTeH (Takue Kak OpPOHXUT, THEBMOHMS);
— uH(EeKINUN BEpXHUX JIbIXaTeJIbHbIX MyTel (Takue Kak (papuHIUT, CUHYCHUT);
— uHQEKUUN KOXHM M MATKUX TKaHel (Takue Kak (OJUIMKYJIUT, BOCHAJICHHUE IMOAKOKHOU
KJIETYaTKH, POXKa).
4.2. Pe:kum 103MPOBaHNS U CIIOCO0 MPUMeEHEHHUs

PexxuM 103upoBanus

Bspocnvie

[To 500 mr 1 pa3 B cytku. [Ipu Tsxenom Tedenuu uHdekuii 103y yBenuuusaiot 10 1000 mr (2
tabsnetkn) 1 pa3 B cyrku. OObIYHAs NPOAOIDKUTENBHOCTh JIedeHHs — oT 5 1o 14 nueit.
HckimroueHne cocTaBisioT BHEOOIbHUYHAS THEBMOHUS U CHHYCHUT, KOTOpPBIE TPEOYIOT JIEUEeHUS OT
6 no 14 nueit. [Ipu ononTorenHsix nHpekuusax — 1 Tabaerka (500 mr) 1 pa3 B 1eHb B TeueHUe 5

THEH.
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Tayuenmoi ¢ Hapywenuem hyHKyuu novex
s manreHToB ¢ MOYEYHOW HEIOCTATOYHOCTBIO TSKEJIOW CTENEHU C KIMPEHCOM KpEaTMHHHA
(KK) menee 30 mur/muH, 0ObIYHas peKOMEHIyeMas 103a coctasiisieT 250 MT OJIMH pa3 B CYTKH, B
3TOM CiIy4ae BO3MOKHO NMPUMEHEHHE KJIApUTPOMHUIIMHA B JIEKAPCTBEHHOH (popme — TabieTkw,
MOKPBITBIC TUICHOYHOW oOoyoukoi, 250 mr. [Ipu Gonee Tspkenbix MHOEKIUSAX peKOMEHyeMast
703a  cocTaBigeT oAHy Tabnetrky, 500 Mr ¢ TpPOJIOHTUPOBAaHHBIM BBICBOOOXKIEHUEM
KJIApUTPOMHUIIMHA.
Y MmanweHToB ¢ MOYEYHOH HemocTaTouyHOCThIo cpenHed cremeHu Tspkectd (KK or 30 mo 60
MJI/MUH) KOPPEKIHS 03Bl HE TPeOyeTCsl.

eTH
Pexxum no3upoBanus y aereit ¢ 12 1o 18 et cooTBETCTBYET peXUMY TO3UPOBAHUS Y B3POCIIbIX.
[TpumeHeHue KIapUTPOMHULIMHA B BUE TaOJIETOK y AeTei Miaamie 12 neT He u3y4yaioch.

Cnoco0 nnpuMeHeHus

BayTtps Bo Bpems eapl. TaOneTku He ClieAyeT pa3KeBhIBATh MM Pa3liaMbIBaTh, UX HEOOXOIUMO
IPOTJaThIBaTh LEIUKOM.

4.3. IIpoTHUBONOKA3AHHS

— I'unepyyBCTBUTENBFHOCTD K KIAPUTPOMHLIMHY, MAKPOJIUIaM, WK K TFOOOMY U3 BCIIOMOT'aTeITbHBIX
BEILIECTB, IEPEUHCIIEHHBIX B pa3zaene 6.1.;

— OJIHOBPEMEHHBIM IMpHEM KIApUTPOMHIMHA CO CIEAYIOLMMM IpernapaTaMu: acTeMHU30JI0M,
U3aNPUIO0M, MUMO3UIOM U TepheHaTuHoM (cM. pasaen 4.5.);

— OJIHOBPEMEHHBIH MPUEM KJIAPUTPOMHIIMHA C IOMUTAUIOM (cM. pazzen 4.5.);

— OJTHOBPEMEHHBIH MPUEM KJIIAPUTPOMUIIMHA C ATKAJIOUJAMH CTIOPBIHBH, HAIIPUMEDP SPTrOTaMUHOM,
JUTUAPOIPrOTaMUHOM (CcM. pazfen 4.5.);

— O/IHOBPEMEHHBII MpHEM KJIAPUTPOMHUIIMHA C MHIA30JIaMOM JIJIsl NIEPOPATbHOTO MPUMEHEHHS
(cm. pa3men 4.5.);

— OJHOBPEMEHHBIM TmpueM KiapuTpomuimHa ¢ uHruOutopamu [I'MI'-KoA-penykrasbl
(cTaTMHaMU), KOTOpbIE B 3HAUYUTENILHOW CTeNeHu MeTabonusupyrorcs nzopepmentom CYP3A4
(JloBacTaTHH, CHMBACTaTHH), B CBSI3U C MOBBIIIEHHUEM PHUCKAa MHONATHUH, BKJItOYash pabJoMHUOIIN3
(cm. pa3men 4.5.);

— OJTHOBPEMEHHBIN NMPUEM KIAPUTPOMUIIMHA C KOJIXUIMHOM (CM. paznen 4.5.);

— OJJHOBPEMEHHBII MPUEM KIAPUTPOMHIIMHA C TUKATPEIOPOM MIIA PAHOJIA3UHOM;

— ynHenue untepBaia QT B aHaMHe3e (BpOXKICHHOE WM IPUOOPETEHHOE 3apETUCTPUPOBAHHOE
yrnHeHue naTepBana QT) wim )KemyaouKoBast apuTMUS, BKITIOYAst KeITyJOYKOBYIO TaXUKAPAUIO

WK JKENTYZI0YKOBYIO TaXUKAPAUIO THIIA «TUPY3IT» (cM. paznenst 4.4. u 4.5.);
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(runoxanueMuen WM r’UIoMarHieMueii) B CBSI3U ¢ PUCKOM yaIuHeHUs uHTepBaa QT;

— TsDKeNas TIeYeHOYHAas HEJOCTAaTOYHOCTb, MPOTEKAIoIas OJHOBPEMEHHO C IOYEYHOU
HEI0CTaTOYHOCTBIO;

— XOJIeCTaTMYecKas IKENTyXa/TelmaTUT B aHaMHe3e, pa3BUBIIMECS MpPU MPUMEHEHUHU
KJIapuTpoMuLIMHA (cM. pa3zaen 4.4.);

— nopdupus;

— MEepHOJ IPYIHOTO BCKapMJIMBaHMSI;

—Bo3pacTt a0 12 et (3¢ heKTHBHOCTH M 6€30IMaCHOCTh HE YCTAHOBJICHBHI).

4.4. Oco0ble yka3aHus U Mepbl MPeI0CTOPOKHOCTH NMPHU MPUMeHEeHHH

C 0CTOPOKHOCTBLIO

— IloueuHas HEOCTATOYHOCTh CPEIHEN U TSKETION CTETeHH,

— IIeYEeHOYHasl HEJIOCTATOYHOCTh CPETHEHN U TSXKEION CTETeHU;

— OJIHOBPEMEHHBIH IPUEM C IIpenapaTamMu, KoTopsie MeTabonmsupyrorcs nzopepmentom CYP3A,
Harpumep KapOama3enmHoM, [IUJIOCTA30JI0M, UKJIOCTIOPHHOM, T30 PAMUJIOM,
METHIINPEAHU30JI0HOM, OMETIPA30JIOM, HEMIPSMBIMUA aHTUKOATYJISTHTaMu (HampuMmep, BapdapuH),
XUHUAUHOM, puhabyTHHOM, cHiieHadUIOM, TAKPOJIUMYCOM, BUHOIacTUHOM (cM. pasaen 4.5.);
— OJIHOBPEMEHHBI TpueM ¢ OeH301ua3enuHaMK, TAaKHUMH KakK ajmpa3ojiaM, TpHua3ojam,
MU/1a30J1aM TSI BHYTPUBEHHOTO TIPUMEHEHUS WM JIJIsl HAHECEHUS Ha CIIM3HUCTYI0 00O0JIOUKY pTa
(cm. pasnen 4.5.);

— OJIHOBPEMEHHBIN MpueM ¢ npenapaTamu, nHAyHupyommmu nzodpepment CYP3A4, nanpumep
pudaMIuIuHOM, (beHUTONHOM, KapOaMa3enuHoM, (enobapOuTanom, 3BepoboeM
MIPOJIBIPSIBJICHHBIM (CM. pazfnen 4.5.);

— OZITHOBPEMEHHBIN MPUEM CO CTATUHAMU, HE 3aBUCSIIMMHU 0T MeTabonu3ma nzodepmenta CYP3A
(HampuMmep, ¢uryBacTaTuH) (cM. pazaen 4.5.);

— OTHOBPEMEHHBIH TpHeM C OJOKaTopaMH «MEIJICHHBIX» KaJbI[MEBBIX KAaHAJIOB, KOTOPHIC
MmeTabomm3upyrorcs nzopepmenrom CYP3A4 (Hanpumep, Bepanamill, aMJIOAUITHH, JAJITHA3EM);
— OJIHOBPEMEHHBIN TpHeM KIAPUTPOMHIIMHA C TMEPOPAIBbHBIMH AHTHKOATYISHTAMH MPSIMOTO
JecTBUs, TaKUMHU Kak JaOurarpad, puBapokcalaH, amukca0aH, 0cOOEHHO Y MaIlMeHTOB C
BBICOKUM PHCKOM Pa3BUTHS KPOBOTCUCHHIA;

— TAIMEHTHI ¢ uieMudeckoi 6ome3npio cepana (MbC), Tsxenon cepaeuyHoil HeT0CTaTOYHOCTHIO,
HAPYIICHUSMH TTPOBOJUMOCTH WJIM KIMHUYECKH 3HAYMMOUN OpaauKapauel, a Takke MalueHTHl,
OJIHOBPEMEHHO TMPUHUMAIOIINE AaHTHApUTMHUYecKue mpenaparel |A kjmacca (XUHUIMH,
npokanHamun) u |11 xnacca (noderunua, amMmuonapoH, coTanomn);

— OEpEeMEHHOCTb.
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MY OTHETY

Oco0nle yKazaHus

JmuTenbHbIN IpHeM aHTUOMOTHKOB MOXKET IPUBOJIUTH K 00Pa30BaHHUIO KOJIOHHH C YBETUUYEHHBIM
KOJINYECTBOM HEUYBCTBUTEIBbHBIX OakTepuii m rpubOoB. llpum cynepuHpexkuuun HE0OX0IuMO
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAIHIO.

Ha3nauenue kinapuTpomMuLiHa OepeMEHHBIM JKEHIMHAM JJOJKHO TPOBOIUTHCS IIPU TIATEIbHON
OLICHKE COOTHOIICHHSI PHCKA M TIOJIb3bI, OCOOGHHO B TEYCHHE TIEPBBIX TPEX MECALEB
OEpEeMEHHOCTH.

[Ipy nmpuMeHeHMH KJIapUTPOMHLMHA COOOINANIOCh O MEYECHOYHOH IUCHYHKUUU (TOBBILICHUE
AKTUBHOCTH NEYEHOUYHBIX (DEPMEHTOB B KPOBH, I'€NATOLEIUIIOJIAPHBIN M/WIIN XOJEeCTaTUUYECKUI
TernaTuT ¢ XenTyxod wiu 6e3). IleueHouHas AUCOYHKIMA MOXKET OBITh TSDKEIOH, HO OOBIYHO
sBIsieTcs oOpaTuMoil. IMeroTes ciydan meuyeHOYHOH HE0CTaTOYHOCTH C JIETATbHBIM UCXOJIOM,
[JIABHBIM 00pa3oM CBSI3aHHBIE C HAaJIMYUEM CEpPhE3HBIX COMYTCTBYIOIMX 3a00JE€BaHUN W/WiH
OJIHOBPEMEHHBIM IIPUMEHEHUEM JIPYTUX JIEKaPCTBEHHBIX cpeicTB. IIpu NosBIeHUN NPU3HAKOB U
CHUMIITOMOB T'elaTuTa, TAKMX KaK aHOPEKCHS, )KEITyXa, TOTEMHEHHE MOYH, 3y, OO0JIE3HEHHOCTh
YKUBOTA TPH MaJIbIIAUHN, HEOOXO0AUMO HEMEICHHO MPEKPATHTD TEPATTHIO KIAPUTPOMHUIIMHOM.
[lpy HanmuuuM XpOHMYECKUX 3a00JeBaHUN I€YEHU HEOOXOIUMO IPOBOJIUTH PEryJISpPHbBIN
KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBHU.

[lpy neyeHMHM TPAKTUYECKH BCEMH aHTHOAKTEPUAIBHBIMH CPEICTBAMH, B TOM YHUCIE
KJIAPUTPOMHILIMHOM, OITMCAHBI CIy4an MCEBAOMEMOPAHO3HOTO KOJIUTA, TSKECTh KOTOPOTO MOXKET
BapbUpOBAThCSl OT JIETKOM /0 yrpoxaromeid >ku3Hu. I[Ipu JjedeHuM NpakTUYECKH BCEMHU
aHTUOAKTepUAIbHBIMU TpenapaTaMd, B TOM YHCJIE KIAPUTPOMHUIIMHOM, ONMCAHBI CIydyau
Clostridium difficile-accounupoBanHoii auapeu, TsHKECTh KOTOPOH MOXKET BapbUPOBATHCS OT
JETKOM AWaped /0 YrpOoXKaroIllero XH3HU KoiuTa. AHTHOAKTepHAlbHBIE IperapaTtbl MOTYT
U3MEHUTh HOPMAIbHYIO MHKpPOQIIOpY KHUIIEYHHKA, YTO MOXeT mpuBecTu k pocty C.difficile.
IceBnomemOpano3ubiii koaut, Bhi3BaHHbIH Clostridium difficile, Heo6xomumo momo3peBath y
BCEX MAIMEHTOB, Y KOTOPHIX ITOCIIE TPUMEHEHHS aHTHOAKTEPHAIBHBIX CPEJICTB PA3BIIIACH IUAPES.
[Tocne mpoBeneHust Kypca aHTUOMOTHUKOTEpANMU HEOOXOIUMO TIIATEIBHOE MEIUIIMHCKOE
HaOroieHne 3a manueHToM. ONUCHIBAINCH CIIydau Pa3BUTHS I1CEBIOMEMOPAHO3HOTO KOJIHMTA
CIYCTs 2 Mecslia 1ociie npuemMa aHTHOMOTHKOB.

[Tpu nedeHNM MaKpOIUAaMH, BKIIOYAsl KIAPUTPOMHIIMH, HAOIIOAATIOCh YIUTMHEHUE CEepACYHOMN
penosgpr3anuu 1 uHTepBasia QT, BBI3bIBast PUCK pa3BUTHUS CEPJIECYHON apUTMHUU U KEITyJ0YKOBON
TaXUKapAUU THIA «TUPYIT» (M. paszaen 4.8.). Tak Kak cienylouue CUTyallud MOTYT IPUBOUTh
K YBEJIMYCHUIO PUCKA PA3BUTHS KeEIyJOUKOBBIX apUTMHH (BKITIOUAs KETyJOUKOBYIO TAXUKAPIUIO
TUNIA «ITAPYIT»), TO KIAPUTPOMHIMH HE JODKEH TNPUMEHATHCS Y CIEAYIOIINX KaTeropHi

IMaIMCHTOB:
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* y MaIlMCHTOB C TMIoKanuemuei (cm. pasmen 4.8.);

* y MaIMCHTOB C TUIoMarauemueii (cM. paszaen 4.3.);

* O/JIHOBPEMEHHOE HAa3HAUYEHUE KIAPUTPOMUIMHA C ACTEMHU30JI0M, LIM3ANPUIOM, ITUMO3HUIOM U
TepdeHaMHOM MPOTHBOIIOKa3aHo (cM. pasaen 4.3.);

* y TAlMEeHTOB C BPOXACHHBIM WM MPHOOPETEHHBIM 3apPETMCTPUPOBAHHBIM YAJIMHEHUEM
untepBasia QT win HaTMYKEM KENTyI0YKOBOM apuTMUH B aHamMHe3e (cM. paszaen 4.3.);

- KJIIAPUTPOMULIUH JI0JHKEH TPUMEHSITHCS C OCTOPOKHOCTBIO Y CIIEYIOUTUX KaTeTOPUid MaI[iEeHTOB:
* y TManmueHToB ¢ wumemudeckoir oOomesnnpto cepana (MBC), Ttsokemod  cepaedHOn
HEJ0CTAaTOYHOCTHIO, HAPYIICHUSAMHU TPOBOJMMOCTH WM KIMHUYECKH 3HAUMMOM Opanukapiueii;
* Yy TAIMEHTOB, OJITHOBPEMEHHO IPUHUMAIOUIUX JIPYTUE JIEKAPCTBEHHBIE MPENapaThl, CBSI3aHHbBIE C
yuuaenuem untepsaia QT (cm. pazmen 4.5.).

B xo/e anuaeMruoa0rn4eckux UCCIeOBaHUM 0 U3YUYECHUIO PUCKA HEOIArONpUATHBIX CEPICUHO -
COCYAMCTBIX HCXOJIOB TpHU MNPUMEHEHHMH MAKpPOJUIOB OBUIM TMOJTY4YeHbl HEOHO3HAUYHbBIE
pe3yNbTaThl.

B HexoTOpeIX HAOMIOAATENBHBIX MCCIEIOBAHUSAX ObUI YCTAaHOBJIEH KPAaTKOBPEMEHHBIM PHUCK
pa3BUTHS apUTMUHU, MH(]APKTa MHOKapJa U CMEPTU OT CEepPJEUYHO-COCYAUCTHIX 3a00JeBaHUA,
CBSA3aHHBIX C NPUMEHEHHWEM MAaKpOJUIOB, BKIIOYas KiapuTpoMuiuH. llpu Ha3HaueHUU
KJIAPUTPOMHUIIMHA CJIEYeT COOTHOCUTH MPEANoiaraéMyro IMOjb3y OT IIpHeMa Ipenapara ¢
JTAaHHBIMU PHCKaMH.

Bo3MoXHO pa3BUTHE TEPEKPECTHOM PE3UCTEHTHOCTH K KIAPUTPOMULMHY U APYTUM
AHTUOMOTHKAM TPYIIIBI MAKPOJIH/IOB, a TAKXKE JIMHKOMUIIMHY U KJIMHIAMULIUHY.

VYuauThIBas PacTYIIylH0 PE3UCTEHTHOCTh Streptococcus pneumoniae K MakpoJHIaM, BaXKHO
MPOBOJIUTh TECTUPOBAHUE YYBCTBUTEIHHOCTH NMPU HA3HAYCHHH KIAPUTPOMHUIIMHA MAIlUEHTaM C
BHEOONBPHUYHON mHeBMOHUEH. [IpW TocnUTanbHON MHEBMOHUU KJIAPUTPOMUIIMH CIEAYyeT
MPUMEHSTh B KOMOMHAIIMH C COOTBETCTBYIOIIMMHU aHTHOUOTHKAMHU.

Nudexnun KoKMW W MITKUX TKaHEW JIETKOM W CpeIHEW TSHKECTH 4Yalle BCETO0 BBI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30YAMTENsI MOTYT OBIThH
ycToiunBBI K Makponuaam. [103ToMy BasKHO MPOBOIUTH TECT HA UYBCTBUTEIBHOCTD.
Makponuasl MOKHO MPUMEHSTh PU MHQEKIusx, Bei3BaHHbIXx Corynebacterium minutissimum,
3a00JI€BaHUSAX YIPU BYJIbrapHBIE U POKA, a TAK)KE B TE€X CUTYaIMsIX, KOT/Ia HEJb3sl IPUMEHSTh
MeHUITWIITAH.

B ciydae mosiBiIeHHsI OCTPBIX peaKIMii TUIIEPUYBCTBUTEIBHOCTH, TAKUX KaK aHAa(HUIaKTUYECKas
peakxiusi, TSHKENbIE KOXKHBIC JIGKAPCTBEHHBIC peaKInu (HampuMep, OCTPhIA TeHepaTn30BaHHBIN
AK3aHTEMATO3HBIN TycTyse3), cuHapoM CTuBeHca — J[PKOHCOHA, TOKCHYECKUHN AIUIEePMATbHBIN

HEKPOJIU3 ¥ JIEKapCTBEHHAs! CHIITb C DO3MHOPMINEH M cucTeMHON cummromarukoil (DRESS-
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COOTBETCTBYIOLIYIO TEPAIUIO.
B cnyuae coBMecTHOrO mpuMEHEHUs C BaphapuHOM WIH JIPYTHMH  HENPSIMBIMU
AHTUKOATyJTHTaMH He00x0auMo KoHTpoiupoBath MHO u npoTpoMOuHOBOE BpeMst (CM. pa3ien
4.5)).

Crnenyer coOnroaTh OCTOPOKHOCTH TPH OJHOBPEMEHHOM MPUMEHEHUH KJIApUTPOMHUIIMHA C
NepPOPATLHBIMHA AHTUKOATYJITHTAMHE TPSMOTO JICHCTBYS, TAKUMH KaK Ja0urarpaH, puBapokcadaH
U anrkcabaH, 0COOCHHO y MAIMEHTOB C BHICOKUM PUCKOM Pa3BUTHUS KPOBOTEUYCHHS (CM. pa3aeiibl
4.4.u4.b5.).

Ilepen Ha3HauECHHEM KIAPUTPOMHUIIMHA BCEM MMALMEHTAM, NPUHUMAIOIIUM TUIPOKCHXIIOPOXUH
WM XJIOPOXWH, TIIATENIBHO B3BECHTE COOTHOILUEHHUE IMOJb3bl M PUCKA H3-3a IMOTECHIMAJIBHO
MOBBILICHHOT'O PUCKA CEPACYHO-COCYIUCTBIX COOBITHI U CEPIIEYHO-COCYAUCTON CMEPTHOCTH (CM.
pasznmen 4.5.).

4.5. B3amMojeilicTBMe C JAPYrHMH JIeKAPCTBEHHbIMHM TMpenapaTtamMy W JApPyrue BHJbI
B3aNMOJAeicTBUA

IIpuMeHEeHNEe CISAVIONIMX MpenapaToB COBMECTHO C KIAPUTPOMHUIIMHOM IIPOTHBOMNOKA3aHO B

CBA3H C BOSMOXXHOCTBIO PA3BHUTHA CCPHC3HBIX mM0OOYHBIX Sd)d)eKTOB

Hu3zanpuo, numo3uo, mepghenaoun u acmemu3on

[Tpr cOBMECTHOM TpHeMe KJIApUTPOMHUIIMHA C [U3AMPHUIAOM, MTHUMO3HIOM, TepPEHATUHOM WU
ACTEeMH30JI0M COO0IAI0Ch O MOBHIIICHUN KOHIIEHTPAIMH TOCIEIHUX B TJIa3M€ KPOBH, UTO MOKET
npuBeCTH K YyAIuWHeHWio uHTepBada QT W MOSABIEHUIO CEpACUHBIX ApPUTMHUM, BKIIOUYas
KEITYTOIKOBYIO TaXHKAPIUI0, GUOPUILIAIIMIO JKETYTOUYKOB M KEITYTOIKOBYIO TaXHKAPIUIO THITA
«apya31» (cM. pazzaen 4.3.).

Ankanouowt cnopvinbvu

[TocTperucTpalliOHHBIE HCCIENOBAHUS TMOKA3BIBAIOT, YTO TMPH COBMECTHOM MPUMEHEHUU
KJIIAPUTPOMHIIMHA C YPTOTAMUHOM WJIH JTUTHIPOIPTOTAMHHOM BO3MOXKHBI ClIeyromne 3 (HeKThI,
CBSI3aHHBIC C OCTPBIM OTPaBJICHHEM IIperapaTamMy TPYIIBI SPrOTAMHHOB: COCYIUCTHIN CIa3M,
UIIeMHUsT KOHEYHOCTEH U JApyrux TKaHe, BKIOYas I[IEHTPAIbHYI0 HEPBHYIO CHCTEMY.
OnHOBpeMEHHBI TIpUEM KIApUTPOMHUIIMHA C ANKAJIOUIAMH CIOPBIHBH MPOTHUBOMOKAa3aH (CM.
paznen 4.3.).

Muoa3zonam 014 nepopanbHo20 npumMeHeHus

[Tpu coBMecTHOM MPUMEHEHUH MHIa30amMa U KIapuTpoMuIiinHa B hopme tadierok (500 mr asa
pa3a B ieHb) oTMevanoch yBennuenne AUC Mua3onama B 7 pa3 mocje nepopaibHOro mprema.
OnHOBpEeMEHHBI TPHEM KJIApUTPOMHUIIMHA C MHUIA30JIaMOM JUISl TTEPOPATBHOTO TPUMEHEHUS

npoTHBONOKa3aH (cM. pasaern 4.3.).
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ODHOBpEMEHHBIM  MpuUeM  KIAPUTPOMHUIIMHA €  JIOBACTATUHOM  WJM  CHUMBAaCTaTUHOM
MPOTUBONOKAa3aH (cM. pasnen 4.3.) B CBSI3U C TEM, UTO JJAHHBIC CTATHHBI B 3HAYUTEIHHON CTETICHU
MeTtabonuzupyrorcs uzopepmenrom CYP3A4, 1 coBMeCcTHOE TPUMEHEHHUE C KIAPUTPOMHUIIUHOM
MOBBIIIAET WX CHIBOPOTOYHBIC KOHIEHTPALMHU, YTO MPHUBOJIUT K MOBBIIICHUIO PUCKA PAa3BUTHUS
MHUOMATHH, BKIIOYas padbmomuonu3. CooOmanoch o ciydasx padaoMHONIM3a y NalHUeHTOB,
MPUHUMABIINX KIAPUTPOMHUIIMH COBMECTHO C IAaHHBIMH TIpernapaTamu. B cirydae Heo0XogumMocTi
MPUMEHEHHUS KJIapUTPOMUIIMHA CJelyeT MIPEKPaTUTh MPUEM JIOBAaCTaTHHA UM CUMBAacTaTHUHA Ha
BpEMsI Tepauu.

KnaputpoMuinH cieayeT MpPUMEHSATh C OCTOPOKHOCTBIO NMPU KOMOMHHMPOBAHHOW Tepamuu ¢
JIpYrUMH CTaTHHaMH. B ciydae He0oOXOAMMOCTH COBMECTHOTO IpHEMa pPEKOMEHIYeTCs
MPUHUMATh HAUMEHBIIIYIO 03y CTaThHA. PEeKOMEHayeTCsl MPUMEHSITh CTATUHBI, HE 3aBUCSIIUE OT
metabomu3ma uzodpepmenta CYP3A (mampumep, ¢dayBacratuH). Crienyer KOHTPOIHUPOBATH
pa3BUTHE MPU3HAKOB M CUMIITOMOB MHUOIIATHH.

Jomumanuo

OnHoBpeMEHHBI TMpUEM KIAPUTPOMHIIMHA C JIOMUTANUAOM IPOTHBONOKAa3aH H3-32 PHUCKa
CYIIIECTBEHHOT'O MOBBIIICHHS AKTHBHOCTH TpaHCAMHUHA3 B IU1a3Me KpoBH (cM. pasaen 4.3.).
Coemecmnoe npumeHnenue ¢ 2UOPOKCUXIOPOXUHOM U XTIOPOXUHOM

JlanHple  HaOMIOJEHWH TOKAa3aJd, 4YTO COBMECTHOE IPHUMEHEHHE Aa3UTPOMHIMHA C
THUAPOKCUXIIOPOXUHOM Y TMAIMEHTOB C PEBMATOHMJHBIM apTPUTOM CBSA3aHO C MOBBIIICHHBIM
PHCKOM  CEepAECYHO-COCYIUCTBIX COOBITUH M  CeplIeYHO-COCYAUCTOW cMepTHocTH. M3-3a
BO3MOKHOTO aHAJOTUYHOTO PHUCKAa TPH NPUMEHEHUH JAPYTUX MaKpOJIHJOB B COYETAHUU C
TUIPOKCUXIIOPOXUHOM WJIM XJIOPOXHUHOM CJIEyeT TIIATEIbHO B3BECUTh COOTHOILLIEHUE MOJIb3bl U
pHCKa, TpeXIe dYeM Ha3HayaTh KJIAQPUTPOMUIMH JIOOBIM MAallMeHTaM, MPUHUMAIOIIUM
TUAPOKCUXIIOPOXHUH HIIA XJIOPOXHUH.

Bausnue opyzux nexkapcmeeHHblX RPEenapamos Ha KiapumpomuuyuH

[Ipenapatsl, sBisgiomuecs uHAykTopamu usodpepmenta CYP3A (manpumep, pudamnuinu,
¢denuronH, kapbamazenuH, peHobapOuTai, 38epoOoil MPOABIPSABICHHBII), MOTYT UHIyLIUPOBAThH
MeTa0O0IM3M KIApUTPOMULIMHA. DTO MOXET NPHUBECTH K CyOTepaneBTHMUYECKOW KOHIEHTpaluu
KJIAPUTPOMHIIMHA, YTO MPHUBOJNT K CHIDKEHHIO ero 3¢dexrunBHOCTH. Kpome Toro, HEOOX0IMMO
HaOM0IaTh 3a KOHLEHTpauuend uHayktopa uzopepmenta CYP3A B miasme KpoBH, KOTopas
MOYKET TOBBICUThCS M3-3a uMHrHOMpoBaHus uzopepmenta CYP3A wxmapurpomunuaom. Ilpu
COBMECTHOM TNpUMEHEHHH puU(DadyTHHA W KIAPUTPOMMIMHA HAOIIOJAIOCH TOBBIIICHUE
IUTa3MEHHOW KOHIIEHTparuu pudadyTnHa ¥ CHUKCHHWE CBHIBOPOTOYHOW KOHIICHTPAIUU

KJIIapUTpOMUIIMHA C IMMOBBIIICHHBIM PHUCKOM Pa3sBUTUA YBCUTA.
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KOHLEHTPALMIO KJIAPUTPOMUIIMHA B IJIa3M€ KPOBH; B CIIy4ae MX COBMECTHOI'O IPHUMEHEHUs C
KJIAPUTPOMHULIMHOM MOXKET MOTPeOOBAThCSA KOPPEKIHS J03 WM MEepexo]l Ha albTepPHATUBHOE
JIeUeHue.

Igasupens, nesupanun, pugpamnuyun, pughpadymun u pugpanenmun

CunbHblE HMHIYKTOpBI CHCTeMbl nuroxpoma P450, Ttakue kak 3QaBUpeH3, HEBHpAIHH,
pudamnuiyH, pudadyTuH U pudaneHTHH, MOTYT YCKOPSTh METaboJIM3M KIAPUTPOMUIIMHA U
TakUM 00pa30M MOHMXKATh KOHIEHTPALIMIO KJIAPUTPOMUIIMHA B IJIa3ME U BMECTE C TEM IOBBIIIATH
KOHIIEHTPaIHIO 14-OH-knapuTpomMuLHa — MeTaboIuTa, TaKXXe SIBJISTFOIIIETOCS
MUKpPOOHOJIOTUYECKU aKTUBHBIM.

[TockonbKy MUKpOOHOIOTHYECKass aKTHBHOCTHh KiapuTpoMuimHa u 14-OH-kmapurpomunmna
OTJIMYAETCS B OTHOILIEHUM PA3IUYHBIX OaKTepHil, TepaneBTHUECKUN d(H(HEKT MOKET CHUKATHCSA
IIPY COBMECTHOM IMPUMEHEHUU KJIAPUTPOMHULIMHA U UHIYKTOPOB (DEpPMEHTOB.

Ompasupun

KoHnuenTpanus KIapuTpOMHUIIMHA CHUYKAETCS] IPU UCIOIb30BaHUM ATPABUPHHA, HO ITOBBIILIAETCS
KOHIIEHTpaluss akTuBHOro Merabonura 14-OH-knaputpomunmua. Ilockonbky — 14-OH-
KJIAPUTPOMHUIIMH 00J1alaeT HU3KO#M aKTUBHOCTHIO 10 OTHOIICHHUIO K uHekimsM Mycobacterium
avium complex (MAC), MoeT MEHAThCS 00I11asi aKTUBHOCTh B OTHOIIICHUH 3THUX BO30YIUTEICH,
nostomy st tedennss MAC crenyer paccMaTpuBaTh ajdbTEPHATHBHOE JICUCHHE.

Daykonazon

CoBMecTHBII npueM (iaykoHaszona B go3e 200 Mr exxeTHEBHO U KJIapuTpoMuiinHa B g1o3e S00 mr
JBa pa3za B JeHb y 21 370poBOro n00poBOJIbIIA MPUBEN K YBEIMYEHUIO CPEJHETO 3HAueHUs
MUHUMAJIBHON paBHOBECHOW KoHIeHTpanuu kiaputpomuiinHaa (Cmin) AUC Ha 33 % u 18 %,
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpUEM 3HAUUTEIBHO HE BIMSUI Ha CPEAHION
PABHOBECHYIO KOHIIEHTpAlMI0 akTHBHOTO Merabonurta 14-OH-knapurpomununa. Koppekiys
J103bl KJIADUTPOMMUIIMHA B CIIy4ae COMYTCTBYIOIIEro IpruemMa (piykoHa3osa He TpeOyeTcs.
Pumonaeup

PapMaKOKMHETUYECKOE UCCIIEIOBAHNUE MOKA3aJI0, YTO COBMECTHBIM NPUEM PUTOHABHpA B J103€
200 Mr kaxkaple BOCEMb 4acoB M KiapuTpomunuHa B no3e 500 mr kaxasle 12 gacoB NMpHUBEN K
3aMeTHOMY MOJaBJICHUIO MeTaboIr3Ma KiapuTpomuiinHa. [Ipu coBMmecTHOM npueme puToHaBUpa
Cmax kimapuTpomunuHa yseandmiack Ha 31 %, Cmin yBenmuumacs Ha 182 % n AUC yBennumiach
Ha 77 %. DbbUl0 OTMEueHO NpPaKTUYECKH TOJHOE TMojaBieHue obpazoBanus 14-OH-
KJIapuTpoMuLIMHa. braromaps HIIMPOKOMY TepaneBTHYECKOMY JMAaNa3oHy KIAPUTPOMHUIIMHA
YMEHBIIIEHUE €r0 JI03bl Y MAIlMeHTOB C HOPMaJIbHOW TouYedHOW (yHKIHeEH He Tpebdyercsa. Y

MMAIMEHTOB C ITOYCYHOM HEJOCTAaTOYHOCTHIO uenecoo6pa3Ho PACCMOTPETH CICAYIOIUE BapUaHTEI
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50 %. PuroHaBup He cieayeT COBMECTHO IPUHMMATh C KJIAPUTPOMHUIMHOM B /033X,
NpeBbIMAOMKX | T/1eHb.

CxoJHble KOPpPEeKLUUHU 103 JOJDKHBI pacCMaTpUBaThCs y MALMEHTOB CO CHM)KEHHOW (yHKLHEH
IIOYEK, €CIM PHUTOHABUP MCIOJB3YyeTCsd Kak (PAapMaKOKMHETHYECKUH «yCHWIMTENb» IpHU
IPUMEHEHUU JAPYTrUX MHrHOUTOpoB mpoTeassl BUY, Bkitouas arasaHaBUp UM CakBUHABUDP (CM.
nojapasjien «/IByHarnpaBieHHOE B3aUMOJICUCTBHUE JIEKAPCTBY).

Heiicmeue Kknapumpomuyuna Ha opy2ue J1eKapcmeeHHbvle NPenapantvl

Anmuapummuueckue cpeocmea (XUHUOUH U OUZONUPAMUOD)

B03MOXHO BO3HMKHOBEHHME >KENyJIOYKOBOM TaxUKapAWU THUIA «IUPYIT» IPU COBMECTHOM
IPUMEHEHUU KIApUTPOMUIIMHA U XUHUAWHA WIK au3onupamuia. [Ipu ogHOBpeMEHHOM npueme
KIAPUTPOMUIIMHA C OSTUMHU TpernaparaMd CleIyeT pPeryjispHO MPOBOJUTH KOHTPOIb
JNIeKTPOKapAUOrpaMMbl  Ha TmpeaMeT ypenuyenus wuHTepBana QT, a Takxke cremyer
KOHTPOJIMPOBATh CHIBOPOTOUYHbBIE KOHIIEHTPAIMH 3TUX [IPENapaToB.

[Tpu mocTperucTpalliOHHOM IPUMEHEHUH COOOLIANIOCH O CIy4YasiX Pa3BUTHUS TMIIOIVIMKEMUU NIPU
COBMECTHOM TpHUeMe KJIapUTPOMHUIIMHA M Ju3onupamuga. HeoOXxoammMo KOHTPOIHPOBATH
KOHIIEHTPAIIUIO TIJIIOKO3bl B KPOBH MPU OJHOBPEMEHHOM MPHUMEHEHHH KIAPUTPOMHIIMHA U
JIU30IMpaMua.

Ilepopanvuvie cunoznukemuueckue cpeocmea/uncyauH

[Tpu coBMECTHOM MPUMEHEHUHU KIAPUTPOMHIIMHA U TIEPOPATHHBIX THUIIOTTTUKEMUYECKUX CPEICTB
(HampuMep, TPOM3BOJHBbIE CYIb()OHUIMOUYEBUHBI) W/WIM HWHCYJIMHA MOXET HaOIr0aThCs
BbIpaX€HHasi TUnoraukeMus. OJHOBPEMEHHOE MPUMEHEHUE KIApUTPOMHIMHA C HEKOTOPBHIMU
TUIOTIMKEMUYECKUMH TIpernapataMy (HampuMmep, HATeTJIMHMJI, NMHUOTJUTAa30H, PENariMHu U
POCUTIIMTA30H) MOXET MPUBECTH K MHTMOUpoBaHuio nzopepmenta CYP3A ki1apuTpoMUIIUIHOM, B
pe3ysbTaTe 4ero MOKET Pa3BUTbCA TUIOTIMKEMHS. PekoMeHAyeTcsl TIIaTelIbHBIM KOHTPOJIb
KOHIEHTPALUH TITFOKO3bI.

B3aumooeiicmeus, ooycnoenennvie usogpepmenmom CYP3A

CoBMeCTHBI TpUEM KJIAPUTPOMUIIMHA, KOTOPBIA, KaKk HM3BECTHO, MHTUOMpYeT H30(epMEHT
CYP3A, u mpenaparoB, nepBuyHo Mertabonuzupyronmxcs usopepmentom CYP3A, moxer
aCCOLIMMPOBATbCA C B3aMMHBIM MOBBIIIEHUEM HX KOHIIEHTpAIMil, YTO MOXET YCHJIUTh WU
MPOJTUTh KAaK TeparneBTUYeCKue, Tak W moOounble 3hdexTe. Kmapurpomuiiua ciemayer ¢
OCTOPOKHOCTBIO MPUMEHSATH MallMeHTaM, MOJyJarollluM Mpenaparsl, SBISIOMUECsS CyocTpaTaMu
uzodpepmenta CYP3A, ocobeHHO eciu 3TH penapaThl UMEIOT Y3KHM TeparneBTUYeCKUi Tuana3ox
(Hanpumep, kapbaMa3enuH) U/Uial UHTEHCUBHO METa0O0IM3UPYIOTCs 3TUM (hepMeHTOM. B citydae

H€06XOI[I/IMOCTI/I AOJDKHa MPOBOAUTHECA KOPPCKIHA AO3BI Ipfrapara, IPpUHUMACMOro BMECTE C
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CBIBOPOTOYHBIX KOHIICHTpAIUi MpenapaToB, MEPBUYHO META0OIU3UPYIOMUXCS U30(hepMEHTOM
CYP3A.

MeTab013M CIIeAyIOMUX MpernapaToB/KJIacCcoB OCYIIECTBIACTCS TeM ke n3opepmentom CYP3A,
YTO ¥ MeTaboJM3M KJIapUTPOMHUIIMHA, HAlpUMep almpa3ojiaM, KapOamasenuH, LUI0CTa3ol,
UKJIOCTIOPHUH, TU30MUPAMUI, METWINPEIHNU30JIOH, MHIA30JlaM, OMEMNpa3oJl, IepopajbHbIe
AHTUKOAryJsHTHl  (Hampumep, BapdapuH, puBapokcabaH, anukcabaH), AaTUIWYHBIC
AHTUTICUXOTHYECKUE CpelCcTBa (HAlpUMeEp, KBETHAIWH), XWHUIWH, pudaOyTuH, cuiaeHadun,
TaKpoJIUMYyC, TpuazojaM U BuHOJacTuH. Takke k aronucram mzodepmernta CYP3A otHocsTcs
CIIEAYIOIIME  Mpemaparbl, MPOTUBOMNOKAa3aHHbIE K  COBMECTHOMY  INPHUMEHEHHIO  C
KJIAPUTPOMHULIMHOM: aCTEMH30J1, IU3AMPH]I, TUMO3U, Tep(eHaanH, T0BaCTaTHH, CAUMBACTATHH H
ankanouabl cropbiHbM (cM. pasgen 4.3.). K mpenaparam, B3anMOJEHCTBYIOIIMM IMOAOOHBIM
o0pa3om uepe3 Ipyrue n30PepMeHTh B paMKax cUcTeMbl IuToxpoma P450, otHocsTCs (heHUuTOUH,
TEO(QWILIIMH U BaJIbIIPOEBasi KUCIIOTA.

Henpamvle anmuxoazynanmaul

[Ipu coBmecTHOM mpueme BapdapuHa U KIAPUTPOMHUIIMHA BO3MOXHO KPOBOTEUECHHE,
BbIpaxxeHHoe yBennueHne MHO wu nporpomOuHOBOro BpeMeHU. B ciydae coOBMeCTHOTrO
NPUMECHECHUS ¢ BaphapruHOM WM JIPYTUMH HENPSMBIMH aHTUKOATYISTHTAMH HEOOXOJIHMO
koHTponupoBath MHO u npoTpoMOMHOBOE BpeMsi.

Ilepopanvuble aHmukoazynaHmosl RPAMO20 Oelicmeus

[lepopanbHbIii aHTUKOATYISHT MPSIMOTO ACHCTBHUsS ngaburaTpaH sBIseTCs cyOcTpaToM st
s ¢aokcHoro Oenka-nepeHocurka P-rnmukonporenna (P-gp). PuBapokcaban u anukcabax
MeTtabonuzupytores ¢ yuactuem uzopepmenta CYP3A4 u takxke sBisroTcs cyoctparamu st P-
gp. Crnenyer coOnr0AaTh OCTOPOKHOCTH TIPU OJTHOBPEMEHHOM MPUMEHEHHH KIAPUTPOMHIIMHA C
JAHHBIMU TIpenapaTaMu, OCOOCHHO Y MAIMEHTOB C BHICOKMM PUCKOM KPOBOTEUEHHs (CM. pa3zen
4.4.)).

Omenpazon

Knaputpomuniua (mo 500 mr kaxaple 8 4YacoB) HCCIEAOBAICS Y 3I0POBBIX B3POCIBIX
N0OpoBOJIBIIEB B KOMOMHanuu ¢ omemnpaszonoMm (mo 40 mr exenHeBHo). Ilpu coBmecTHOM
NPUMEHEHHH KIAPUTPOMHIIMHA W OMeIpa3ojia PaBHOBECHBIC TUIa3MEHHBIE KOHIICHTPAIIUU
omenpazona Obitr yBenmudeHbI (Cmax, AUCo24 1 T12 yBemmummmes Ha 30 %, 89 % u 34 %
cooTBeTcTBeHHO). CpenHee 3HaueHue pH xeny/ka B TedeHue 24 4acoB COCTaBUIIO 5,2 pU IpreMe

OMCIIpa3oJjia B OTACIILHOCTU U 5,7 Ipu MpueMe oMeIipa3ojia COBMCCTHO C KIIApUTPOMUIIUHOM.
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Cunoenagun, maoanaghun u eapoenagun

Kaxnplii u3 3TUX HMHTHOMTOPOB (Qocdoaudcrepassl MeTaboin3upyeTcs, MO KpaiiHel Mepe,
gactuuHo ¢ ydactueMm u3odepmenta CYP3A. B To xe Bpems m3odepment CYP3A moxer
MHTUOMPOBATHCS B IPUCYTCTBUM KIApUTPOMUIIMHA. COBMECTHOE MPUMEHEHHE KIAPUTPOMUILIMHA
¢ cuineHapwioM, TajnanaduiaoM WIM BapAeHAQUIOM MOXKET IPUBECTH K YBEJIUYEHUIO
UHTUOMpyroniero BosneicTBus Ha (ocdoamdcrepasy. [Ipu mpuUMEHEHUM 3TUX TpernapaToB
COBMECTHO C KJIAPUTPOMMIIMHOM CIIEyeT pPacCMOTPETh BO3MOYKHOCTb YMEHBIIEHUS J03bl
cueHaduia, Taganaduia u BapacHadua.

Teogunnun, kapoamazenun

[Tpy COBMECTHOM MPUMEHEHUH KIAPUTPOMHUIIMHA U TE€OPMIIMHA WK KapOama3enrnHa BO3MOKHO
MOBBILIEHNE KOHLEHTPALUU JaHHbBIX [IPENapaToOB B CHCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHBI METa0OIU3M TOJNTEPOMHA OCYyIIECTBIsIeTca yepe3 2D6 usodopmy nuroxpoma P450
(CYP2D6). Opnako B 4YacTu momynsinuu, JuimeHHoW u3opepmenta CYP2D6, merabonmsm
npoucxoaut yepe3 m3opepmenT CYP3A. B a10ii rpynme Hacenenus nmogasienne u3odepmenra
CYP3A npuBoauT K 3HAUUTENILHO 00Jiee BHICOKUM KOHLEHTPALUAM TOJITEPOINHA B CHIBOPOTKE.
B nonymsunum ¢ HuszkuM ypoBHeM Metabonusma uepe3 uzopepment CYP2D6 moxer
noTpe0OBaThCSl CHIDKEHHE 03Bl TOJNTEPOAMHA B TPUCYTCTBHM WHTHOMTOPOB H30(epMeHTa
CYP3A, Takux Kaxk KJIapuTPOMULMH.

benzoouazenunv (nanpumep, anrnpazonam, Muoa3onam, mpuazoiam)

[Tpu coBMecTHOM NMPUMEHEHHMH MHJa3ojlama M TabiaeTok kiapurpomuimHa (500 mr asa pasa B
neHp) otMedanoch yBenndenne AUC muaasonama: B 2,7 pasza mocie BHYTPHBEHHOTO BBEJCHHS
mugazonama. Eciu BmecTe ¢ KIapUTPOMUIIMHOM TPUMEHSIETCS BHYTPUBEHHas Qopma
MUJa3ojlaMa, CIeIyeT TINATENbHO KOHTPOJIUPOBATh COCTOSHUE IIAllMEHTa JUIsl BO3MOXHOMU
KOPPEKIIMH JO3BI.

BBenenue nekapcTBEHHOrO IpenapaTa 4epe3 CIM3UCTYI0 000JI0UKY MOJIOCTU PTa, KOTOPOE J1aeT
BO3MOXKHOCTh OOOWTH MPECUCTEMHYIO 3JIMMHUHAIMIO JIEKAPCTBEHHOTO IperapaTa, CKOpee BCero,
NpUBEJET K B3aUMOJCHCTBUIO aHAJIOTHYHOMY TOMY, KOTOpO€ HabJtojaeTcs IpyU BHYTPUBEHHOM
BBEJICHUHU MMJ1a30J1aMa, a HE NIPU MEpOpaIbHOM IIPUEME.

Taxue e Mepbl IPEeIOCTOPOKHOCTHU CIAEAYET IPUMEHATH U K JPpyTrUM OeH301a3enuHaM, KOTOpble
MeTtabomusupytorcsi uszopepmentom CYP3A, Bkmowas TpuazojaM M anmpaszonam. Jlius
OEH30/IMa3eNMHOB, BBIBEJIEHUE KOTOPHIX He 3aBUCUT OT u3odepmenta CYP3A (remazenam,
HUTpa3enaM, JIopa3enaM), MaJOBEpPOSTHO KIMHUYECKHM 3HAUYMMOE B3aUMOJCIHCTBHE C

KJIAPUTPOMHIITHOM.
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ueHTpanbHyo HepBHYIO cucteMy (LIHC), Hanpumep COHIMBOCTH M CIIyTaHHOCTh CO3HaHUs. B
CBSI3U C ATUM B CJIy4yae COBMECTHOI'O NMPUMEHEHHUs, PEKOMEHJIYeTCsl CJIEAUTh 32 CUMIITOMaMu
Hapymenus [THC.

Bzaumooeticmeus ¢ ODVZMMM npenapamamu

Koaxuuun

Komxutun sBusercst cyocrpatom kak m3odepmenta CYP3A, tak u Oenka-niepeHocunka, P-
rukornporenHa (P-gp). M3BecTHO, YTO KIAPUTPOMHMIMH M APYrd€ MAaKpOJIHJIbI SBISIOTCS
uaruouTopamu nzodepmerra CYP3A u P-gp. Ilpu coBMecTHOM mpueme KIapUTPOMHUIIMHA U
KoJIXxunuHa uHrubuposanue P-gp n/mmm m3odepmenta CYP3A MoxxeT mpHUBECTH K YCHIICHUIO
JEHCTBUSL KOJXUIMHA. 3aperUCTPUPOBAHBI MOCTPETHCTPALIMOHHBIE COOOIIEHUS O CIydasx
OTpaBJICHHS] KOJIXUIIMHOM IIPH €ro OJHOBPEMEHHOM IMpHEME C KJIAPUTPOMUIIMHOM, 4Yalle Yy
MOXKUJIBIX TAIIMEHTOB C MOYEYHOM HeAocTaTOYHOCThIO0. Kak coo0Imanoch, HEKOTOpBIE Clydau
3aKaHYMBAIUCH JICTAJIBHBIM HCX0A0M. OJHOBpEMEHHOE TNPUMEHEHHE KIAPUTPOMHUIIMHA H
KOJIXMI[MHA MPOTHUBOIIOKa3aHo (cM. pasnen 4.3.).

Huzoxkcun

[Ipenmonaraercs, 4TO JUTOKCUH sIBIsieTcs cyOcTpatom P-gp. M3BecTHO, YTO KIAPUTPOMUIIUH
uHrnoupyet P-gp. [Ipu coBMeCTHOM npuemMe KIapUTPOMUIIMHA U TUTOKCHHA MHTHOUpoBaHue P-
gp  KIApUTPOMHUIIMHOM  MOXKET TPUBECTH K  YCWICHUIO  JEHCTBHUS  JTUTOKCHHA.
[TocTperucTpalliOHHBIE HUCCIEAOBAHUS TMOKa3aldd, YTO COBMECTHBIM TpUEM JUTOKCHHA U
KIAPUTPOMHUIIMHA TaKKe MOXET MPUBECTH K TOBBIIICHUIO CHIBOPOTOYHOU KOHIEHTPAIIUU
JUTOKCHHA. Y HEKOTOPHIX MAIeHTOB OTMEUYAINCh KIMHUYECKHE CUMIITOMBI OTpPaBICHHS
JUTOKCHHOM, BKJIIOYasi MOTEHIMAIbHO JieTajdbHbIE apuUTMHH. [Ipu COBMECTHOM mpHeMe
KJIQPUTPOMHUIIMHA M TUTOKCHHA CJIEYET TIIATeIhbHO KOHTPOIUPOBATh KOHIIEHTPALIUIO JTUTOKCHHA
B CBIBOPOTKE.

3uoosyoun

OnHOBpEeMEHHBIN TIpHUeM TaOJEeTOK KIAPUTPOMHUIIMHA W 3HIOBYAMHA MEPOPATHHO B3POCIBIMHU
BUY-unpunupoBaHHBIMU ~ TAIlMEHTaMH MOXET TMPHBECTH K CHIDKEHUIO PaBHOBECHOM
KOHIIEHTPALUH 31I0BYAMHA.

[TockoNbKY KIapUTPOMHUIIMH BIIMSET HA BCACBIBAHWE 3UIOBYIMHA TMPH MEPOPATHHOM IpHEME,
B3aUMOJICHCTBHS MOXXHO B 3HAYUTEIHHON CTENEHHW W30eKaTh, MPUHUMAs KIAPUTPOMHUIIMH U
3UJIOBY/IMH C UHTEPBAJIOM B 4 yaca.

[Tonobnoro B3aumonelicTBus He Habmonamn y BUY-undunupoBaHHbIX aeTed, MPUHUMABIINX
JETCKYIO CYCIIEH3UIO KJIAPUTPOMUIIMHA C 3WIOBYJMHOM WU JHIE30KCHMHO3UHOM. [T0oCKONBKY

KIIApUTPOMUIIMH MOXKET NPCHATCTBOBATH BCACBIBAHUIO 3UJOBYJAWMHA IIPU HUX OJHOBPEMCHHOM
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COOTBETCTEBYET 2KCNEPTHO

ot 25.10.2022 N= 24

MY OTUETY

npreMe BHYTPb Y B3POCIBIX HALMEHTOB, IOJ00HOE B3HMOTeF et B! “Eﬁﬂtﬂ:ﬁogﬁ YicHo ‘mpu

MCII0JIb30BaHUU KJIapUTPOMULIMHA BHYTPUBEHHO.
@Denumoun u eanvnpoesasn Kucioma

NmeroTcss nmaHHBIE O B3aUMOJEHCTBHIX WHruoOuTopoB wuszodepmenra CYP3A (Bkimrouas
KJIAQPUTPOMHUIIMH) C MpenaparaMu, KOTOpble HE METa0OIM3UPYIOTCA C MOMOUIBI0 H30(epMeHTa
CYP3A (¢dhenuTonHOM M BambIpOeBON KUCIOTOMN). sl JaHHBIX MpenapaToB, IPU COBMECTHOM
IPUMEHEHUN C KIAPUTPOMUIIMHOM, PEKOMEHJIYETCS OINpEACIEHUE HX ChIBOPOTOUHBIX
KOHIEHTPALUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBILICHHUH.

Jleynanpasnennoe gzaumooelcmeue Jekapcme

Ama3zanaeup

KnaputpomMuinH 1 arazaHaBup sIBISIOTCS KakK CyOCTpaTaMu, Tak 1 HHTHOUTOpaMu U30(epMeHTa
CYP3A. CymecTByeT CBUAETENIBCTBO JIBYHAIIPABICHHOIO B3aMMOJEHCTBHS 3THX IPENaparos.
CoBMecTHOe npuMeHeHHe kinapuTpomuiuHa (500 mr nBa pasa B AeHb) U atazaHaBupa (400 mr
OJIMH pa3 B JIEHb) MOXKET NIPUBECTH K ABYKPATHOMY YBEJIMYEHHUIO BO3JCHCTBUS KIapUTPOMULIMHA
U yMeHblleHHto Bo3aedcTBusa 14-OH-xnaputpomununa Ha 70 %, c yBenuuenuem AUC
aTa3aHaBupa Ha 28 %. brnaronaps mMpokoMy TepaneBTHUECKOMY JMaNa3oHy KJIApUTPOMHUIIMHA
YMEHBIIEHHUE €ro JI03bl y NallUEHTOB C HOPMaIbHOH (yHKIIMEH [ToueK He TpeOyeTcs. Y MalueHTOB
¢ yMepeHHO# nodeynoit HepoctarouyHocThIo (KK 30-60 Mi/MuH) 1032 KIAPUTPOMHUIIMHA TOJDKHA
ObITh yMeHbIIeHa Ha 50 %. Y manmentoB ¢ KK menee 30 Mi1/MUH 103y KJIapUTPOMHUIIMHA CIIEAYET
CHU3UTh Ha 75 %, WHCHONB3ys JUIsI 3TOTO COOTBETCTBYIOILYIO JIEKAPCTBEHHYIO (QopMy
KJIApUTPOMMILIMHA.

Knaputpomuniia B go3ax, npessimatomux 1000 Mr B CyTKH, HENb3s MPUMEHSATH COBMECTHO C
MHTHOUTOpaMu MpoTeas.

brnokamopwi «meodnennvix» Kaibyueevix KaHaui0e

[Tpy oHOBpEMEHHOM MPUMEHEHUH KIAPUTPOMUIIMHA U OJIIOKATOPOB «MEJIEHHBIX)» KaJlbLIUEBbIX
KaHaJoB, KoTopble MeTabonusupytorcs uszopepmentom CYP3A4 (manmpumep, Bepamamui,
aMJIOAMINH, JWITHA3EeM), CIEAYyeT COONIOAAaTh OCTOPO’KHOCTb, MOCKOJIBKY CYIIECTBYET PHCK
BO3HUKHOBEHUS apTepHAJIbHON THMOTeH3UM. [lna3MeHHble KOHLIEHTpAlMM KIapUTPOMHUIIMHA,
TaK kK€ Kak M OJIOKaTOpOB «MEJUIEHHBIX)» KaJIbLIMEBBIX KAaHAJIOB, MOTYT IOBBIMLIATHCS MHpPU
OJIHOBPEMEHHOM MPUMEHEHUU. ApTepuanbHas TUIOTEH3Us, OpaguapuTMHUS U JIAKTOAIM]I03
BO3MO>KHBI IIPU OJTHOBPEMEHHOM IpUeMe KIapUTPOMULIMHA U BepanaMuia.

Hmpaxkonason

KnapuTpoMulluH ¥ HMTpakoHa3oJl SBIAIOTCA cyOcTparaMHM W HMHTHOMTOpaMu H30(epMeHTa
CYP3A, 4uro ompezenser AByHANpaBiI€HHOE B3auMOJeEicTBHE mpenaparoB. KimapurpoMmuuux

MOXKET IMOBBICUTH KOHICHTPALUIO UTpaKOHAa30J1a B IJIa3M€, B TO BPEM KaK UTPAKOHA30JI MOXKCT
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COOTBETCTBYET 3KCTEPTHO
oT 25.10.2022 N2 24

MOBBICUTh  IUIA3MEHHYIO KOHIICHTPAIMIO K apHTpoﬂ&'E&ﬁlEJﬁgﬁiﬁ@%ﬂ GE)JH?)EH&'VQHHO

MY OTUETY

NPUHUMAIOIIUX UTPAKOHA30JI M KJIAPUTPOMULIMH, CIEAYeT TIATeIbHO 00cIe1oBaTh Ha HaJTMUne
CHUMIITOMOB YCWJICHHUSI WIH YBEJIHUYEHHs UIUTENBHOCTH (hapmakonornyeckux 3¢(QexToB 3Tmx
MpernapaToB.

Caxeunasup

KnaputpoMuinH v CakBUHABUP SABISIOTCS cyOcTpaTamu v uHruouropamu nzopepmenta CYP3A,
4TO ONpeAeisieT AByHAIIpaBICHHOE B3auMoielicTBre npenapaToB. OTHOBPEMEHHOE IPUMEHEHUE
knaputpomunivia (500 mr 1Ba pas3a B JIeHb) U CAaKBHHABHpa (B MATKHX >KEIaTHHOBBIX Karcysax,
1200 mr Tpu pasa B aeHb) Y 12 310poBBIX 100poBObIeB BbI3bIBaIO yBemHdeHHE AUC B Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPAaBHEHWU C NPUEMOM CaKBHHABUpPA B
oraensHocTH. 3HaueHuss AUC u Cmax KIapuTpoMunimHa O6butn npubnmsurensio Ha 40 % Bolie,
YeM IMpH MOHOTEpanHuH KIAPUTPOMHULIHMHOM. [Ipu COBMECTHOM MPUMEHEHHH JTHUX ABYX
MIpernapaToB B TEYEHHUE OIPAaHUYCHHOT'O BPEMEHHU B /103aX/COCTAaBaX, yKa3aHHBIX BbIIIE, KOPPEKIIUS
JI03bI HE TpeOyeTcs.

PesynbTarhl uccienoBanus IEKApCTBEHHBIX B3aUMOIEHCTBUN € HCIIOJIb30BAaHUEM CaKBHHABHPA B
MSITKUX JKEJIaTUHOBBIX KallCyllax MOTYT HE COOTBETCTBOBATh 3(dekraM, HAOIIOAaeMbIM IPU
NPUMEHEHUN CaKBHHABUpPa B TBEPIbIX >KEIATUHOBBIX Karcynax. Pe3ynbTaTbl UCCleOBaHUS
JIEKapCTBEHHBIX B3aMMOJEHCTBUI IPU MOHOTEPANIUU CAKBUHABUPOM MOT'YT HE COOTBETCTBOBATH
spdexram, HAOMIOZAEMBIM TpU TEpanuH CaKBUHABUpoOM/puToHaBupoMm. [lpm mpueme
CaKBMHAaBHpAa COBMECTHO C PHUTOHABHPOM CIEAYeT YYUTHIBATh MOTEHIIMATHLHOE BIUSHUE
pPUTOHaBHpA HA KJIAPUTPOMUIIUH.

4.6. ®epTUIBHOCTDH, 0€PEMEHHOCTD H JIAKTALMSA

bepeMeHHOCTB

be3zonacHoCTh MprMeHEeHHsI KIIapUTPOMUIIMHA ITPH OEpEMEHHOCTH He ycTaHOByIeHa. OCHOBBIBAsICh
Ha pa3jIMyYHBIX pe3yJbTaTax, MOJyYeHHBIX B MCCIIEIOBAHUAX HA >KMBOTHBIX, @ TaK)KE Ha OIBITE
NPUMEHEHHUS y JIOJeH, Helb3s UCKIYUTh BO3MOXKHOCTh HEOJaronmpusTHOTO BO3AEHUCTBUS Ha
smbOproderanibHOoe pasBuTHEe. HekoTopble HaOMIOAATENbHBIE HWCCIICIOBAHUS, OIICHHBAIOIINE
BO37elcTBUE KiapuTpomulinHa B | u |l TpuMecTpax 6epeMeHHOCTH, BBHISIBUIIN MTOBBILIEHHBIH PUCK
CaMONPOM3BOJBLHOIO a0OpTa MO CpPaBHEHUIO C OTCYTCTBHEM AaHTUOMOTHKOTEpANlUU WU
NPUMEHEHHEM JPYTHX aHTUOMOTHMKOB B aHAJOTHMYHbIE CpPOKU OepeMeHHocTH. WMeromuecs
SMUAEMHOJIOTHYECKUE HCCIIeI0BaHUSl PUCKA CEPbE3HBIX BPOXKICHHBIX MOPOKOB Pa3BUTHS MpU
NPUMEHEHUH MaKpOJIUAOB, BKIIOUAs KIAPUTPOMUIIMH, BO BpeMs OEpEMEHHOCTH IEMOHCTPUPYIOT

MMPOTUBOPCUUBLIC PEC3YJILTATHI.
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COOTBETCTBYET 3KCMNEPTHO
ot 25.10.2022 Nz 24

[IpuMeHeHne KIapuTPOMHUIIMHA TTPU OEPEMEHHOCTH (oco" %hbﬁﬂfﬁﬁﬁ&@%'ﬂ&%itﬁb Reibko

MY OTUETY

FLERE

B Cly4ae, KOorja OTCYTCTBYET aJbTepHATHBHAs Tepamus, a NOTEHLUalIbHAas MOJb3a Ui MaTepu
IIPEBBILIAET OTEHIIMAIBHBIA PUCK AJIS IUIOAA.

Jlakranus

Bb110 ycTaHOBIIEHO, YTO peOEHOK, HAXOAUBILUICS HA TPYAHOM BCKapMIIMBAaHUM, MOXKET IIOJIYyIUTh
okoJio 1,7 % OT MaTepuHCKON 103bl KJIAPUTPOMUIIMHA, C IOINPABKOM Ha Maccy Tejla MaTepu.
be3onacHocTh NpUMEHEHUs KIApUTPOMULIMHA Ul JeTed Ha TPyJHOM BCKAapMIIMBAHUU HE
ycraHosieHa. [Ipu HeoOXoauMocTu mpuemMa B IEPUOJ] I'PYAHOIO BCKAapMIIMBAHUS KOPMIIEHUE
IPYyJIbI0 HEOOXOAUMO IIPEKPATUTb.

DdepTUabHOCTD

HCCJ’IGI[OB&HI/HI, HpOBeI[CHHbIe Ha KprCElX, IIOKa3aJIn OTcyTCTBI/Ie BJIINAHUSA HA q)epTI/IJIBHOCTL.

4.7. BausiHde HAa CMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMH W PadoTaTh C
MeXaHH3MaMH

JlaHHBIC OTHOCHUTEIHHO BIUSHUS KIAPUTPOMUIIHA HA CIOCOOHOCTH K YIIPABJICHHIO aBTOMOOMIIEM
¥ MEXaHU3MaMH OTCYTCTBYIOT.

Cnengyer coOmoAaTh OCTOPOXKHOCTb TMPU YNPaBICHUH TPAHCHOPTHBIMH CpPEIACTBAMH H
MEXaHU3MaMH, YYUTHIBAs TOTCHIMAIBHYID BO3MOXXHOCTH T'OJIOBOKPY)KEHHS, BEPTHIO,
CHYTaHHOCTI/I CO3HAHUS U HGSOpI/IeHTaHI/IH, KOTOpI)IG MOFYT BO3HI/IKHYTI> HpI/I HpI/IMCHeHI/H/I
JAaHHOTO Tperapara.

4.8. HexxesaTesIbHbIE peaKIHU

Pesrome mpoduis 6e3onacHOCTH

Knaccudukanus nmodo4yHbIX peakluid 1Mo 4acTOTe pa3BUTHS (KOJUYECTBO 3apErHCTPUPOBAHHBIX
CIIy4aeB/KOJINYECTBO MALUEHTOB):

oueHsb vacto (> 1/10), wacro (> /100, < 1/10),

HevacTo (> 1/1000, < 1/100),

yacToTa Heu3BecTHa (M0O0ouyHBIEe 3(PGEKThl K3 OMNbITa MOCTPETUCTPALMOHHOIO MNPUMEHEHUS;
4acTOTa HE MOXKET OBITh OI[EHEHA HA OCHOBE UMEIOIINXCSI TAHHBIX ).

I/IHd)CKI_II/IOHHBIe U apasuTapHbIC 3a00JICBaHUS

1, KaHIua03, FaCTpOBHTepI/ITZ, BTOPHUYHBIC I/IH(I)GI(I_[I/II/I3 (B TOM 4YHUCIIC

Hevacmo: uenmonuar
BarnHaJIbHBIC).
Yacmoma neuzsecmua: ICEBIOMEMOPAHO3HBIN KOJIUT, POXKa.

Hapyiienus co cTOpoHbl UMMYHHON CHCTEMBI

Yacmo: ChIlb.
Heuacmo: anadunakrougHas peaKHI/Iﬂl, TUNIEPUYYBCTBUTEIBHOCTD, I€PMATUT 6yJ'IJ163HBII711, 3y,

KpallMBHHIIA, MAKYJIO-TIAITyJIC3HAA CI)IHI)3.
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COOTBETCTBYET SKCMERTH
ot 25.10.2022 Ne 2+

Yacmoma neussecmua: anauIaKTUUYECKas pEaKUus, 'ﬂ{';'n:oﬁgs% “ﬁdqggﬂllﬁHo"felI cépII Srpre

'Z r-.-1'-_-.--' OTYETY

KOXKHBIE HE)KEJaTEJIbHbIE PEaKLUu (HaIpUMEp, OCTPBIN I'€HEPAIU30BAHHBIN 3K3aHTEMATO3HBIN
nycrynes), cunHapom CruBeHca — JIKOHCOHA, TOKCHYECKHUH SIUAEPMalbHBIA HEKPOJIU3,
JIEKapCTBEHHAsI CHITIb ¢ 203MHOGUINEN U cucteMHor cumnToMmatrkoit (DRESS-cunapom).

Hapymenns M€eTa00IM3Ma ¥ HUTaHUS

Heuacmo: AHOPCKCHUs, CHUKCHUC allIICTHUTA.

Hapyiuenus co CTopoHBI HEPBHOM CUCTEMBI

Yacmo: ronoBHast 0016, 0ECCOHHHMIIA.

Heuacmo: 1oTeps CO3HAHMS', MUCKUHE3WA', TOJOBOKPYXEGHHE, COHIIMBOCTh, TPEMOD,
6ecIOKOICTBO, TIOBHIIIEHHAs BO30YIMMOCTES,

Yacmoma HeuszsecmHa: CyIOPOTH, TICUXOTHYECKHUE PACCTPOMCTBA, CITyTAaHHOCTh CO3HAHUS,
JIeTIePCOHANIN3AIUS, JIETPECCHs, JC30PHCHTAIMS, TaUTIOUWHAIIMKA, HAPYIICHUS CHOBHJICHUM

(«KOI_HMapHBIe» CHOBI/IIICHI/IH), mapeCTe3usi, MaHH:1.

Hapymenus co cTOpOHBI OpraHa ciyxa 1 Ha6I/IDI/IHTa

Yacmo: TUCTEB3UA.
Heyacmo: BepTuro, HapyIieHue ciiyxa, 3B0H B yIIIax.
Yacmoma HeuzsecmHa: TIAyX0Ta, areB3us (MOTEPsi BKYCOBBIX OLTYIICHHI ), TApOCMUS, aHOCMHUSL.

Hapymenns co CTOpOHBI CepIa U COCYJIOB

Yacmo: Ba3oAIaTAIMS .

Heuacmo: ocranoska cepanal, ¢uOpumiauus npencepauit’, ymminenue unteppana QT Ha
37IEKTPOKAPAUOTPaMMe, SKCTPACHCTONMSAL, ONTyIeHHe cepAleOreHN s,

Yacmoma neuzsecmua: KeXyJ0UKOBas TAXUKAPAHS, B TOM YUCJIE THIIA «ITUPYIT», GUOPHILIALINAS
YKEITYIOYKOB, KDOBOTCUCHHUE.

Hapy1iieHns co CTOPOHBI IbIXaTeIbHOW CUCTEMBI, OPraHOB I'PYIHOMN KISTKHU U CPEAOCTEHHUS

Heuacmo: actmal, HocoBoe KpoBoTedeHHe?, TPOMG0IMOONIKS TerouHoi aprepun’,

)KGJ'IV)IO‘IHO-KI/IHIGLIHI)IC HapYIICHUSA

Yacmo: nuapes, pBoTa, TUCIEINCHUs, TOIIHOTA, 00JIb B 001aCTH KHUBOTA.

Heuacmo: »30¢arut!, ractpossodareanphas peduiiokcHas OONe3HbZ, TacTPHT, MPOKTANTHsZ,
CTOMATHT, IJIOCCHT, B3yTHE KUBOTA”, 3a10p, CyXOCTh BO PTY, OTPhIKKA, METEOPU3M, XOIecTas?,
TeNaTHT, B T. 4. XOIECTATHUECKH HITH TeNaToONe/LTIONApHbIH",

Yacmoma neussecmua: OCTPbIA MaHKpEATUT, U3MEHEHHE IIBETA sI3bIKa U 3yOOB, MEYEHOYHAs
HEJ0CTaTOYHOCTh, X0JIECTATUUECKAsl KENTYXA.

Hapyiienus co CTOpOHbI KOKH U HOIKOXKHBIX TKaHEH

Yacmo: NTHTEHCUBHOE IIOTOOTACICHUC.

Yacmoma Heuzsecmua: akHe.
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 25.10.2022 N= 24941
HapyIIIeHHs co cTOPOHbI MBIIIEYHOf, cKeNleTHOH 1 coeinmtentsHon rkamm =1 UL TE 0002)
Heyacmo: MbIIIedHBIH cra3sM®, KOCTHO-MBIIIEUHAs CKOBAHHOCTB., MUaTus>.
Yacmoma neuzgecmua: pabIoMHONI3>*, MUOTIATHSL.
Hapy1iieHus co CTOPOHBI MOYEK ¥ MOYEBBIBOJISIIUX ITYTEH
Yacmoma Heuszgecmua: TIOYCUHAS HEOCTATOUHOCTh, MHTCPCTHIIMAIBHBIA HEPPUT.
OO0111e HapyIIeHUs U PEaKIIMU B MECTE BBEJICHUS
Ouenv wacmo: HIedUT B MECTE MHBEKIHHUL.
Yacmo: 601 B MeCTe HHBEKIIHH ', BOCTIAJICHHE B MECTE HHBEKIIHH ",
Heuacmo: Henomoranme®, THIepTepMHSS, acTeHHs, Oomb B TrpymHOi kietke?, 03806

YTOMIISIEMOCTB".

Ha6ODaTODHBIe W MHCTPYMCHTAJIbHBIC JaHHBIC

Yacmo: OTKIOHEHUE B IEYEHOYHOM Mpooe.

Heuacmo: TOBbIIIEHME KOHIEHTPALUH KPEATUHWHA', MOBBIICHAE KOHLECHTPALMH MOYEBHHbI’,
W3MEHEHHEe OTHONIEHHS anbOyMHH — Tiobynun!, neiikonmenus, meifrpomenus®, so3uHodumms?,
TpoMOonUTEMHS, ITOBBILLICHHE AKTUBHOCTH: aJlaHUHAMHUHOTpaHchepasbl (AJIT),

acnapratamunotpanchepassl  (ACT), rammarnyramuntpanchepassr (IT'T)*,  menounoit

4 maxratmernaporenasst (JIJIN)*.

docdaraspl
Yacmoma  Heuzeecmmna:  arpaHyjoOLUTO3, TPOMOOLMTONECHUS, YBEJIWYEHHE  3HAUCHUS
MEXIyHApOAHOTO HOopMaim3oBaHHOTO oTHomeHus (MHO), ynnuHeHue mnpoTpOMOMHOBOTO
BpPEMEHH, U3MEHEHHE 1[BETa MOUH, ITOBBILICHNE KOHLIEHTPALMY OMIMpyOrHa B KPOBH.
[Tpenmosnaraercs, 4To 4acTOTa, TUII U TSDKECTh HEKEIATEIbHBIX PEAKIMM y IETEH Takas ke, KaK y
B3POCIIBIX.

Tayuenmol ¢ noOagnIeHHLIM UMMYHUMEMOM

V nauuentoB co CIIM/loM u ApyruMH UMMYHOJIE(DUIIUTAMH, TMOTYYAIOUINX KIAPUTPOMUIIMH B
0osiee BBICOKMX 033X B TE€UYEHHE UIUTEIBHOTO BPEMEHM MJIS JIeUeHHs] MUKOOAKTEpUaIbHBIX
MH(pEKINHA, YaCTO TPYIHO OTIMYMUTH HEKelaTeabHble 3pPeKThl mpenapara oT cumnromos BUY-
MH()EKINN WIH COMYTCTBYIOIIEro 3a00JI€BaHNUS.

HanOonee yacTbIMM HeXeNnaTeIbHBIMU SIBICHUSMH Y MTALMEHTOB, IPUHUMABLINX CYTOYHYIO J03Y
KJIapuTpoMHLIMHA, paBHYt0 1000 Mr, ObUTH: TOIIHOTA, PBOTA, U3BpAllleHUE BKYyca, 00k B 00JacTH
JKUBOTA, JHUapesi, ChIllb, METEOPHU3M, TOJIOBHas 0OJb, 3alOp, HapyIIEHHE ClIyXa, MOBBIIICHUE
akTUBHOCTH ACT u AJIT B kpoBu. Takke OTMEUAIUCh CIydan HEKEIATENbHBIX SIBJICHUN ¢ HU3KON
4aCTOTOW BO3ZHUKHOBEHUS, TAKHE KaK OJIBIIIKA, OECCOHHUIIA H CYXOCTh BO PTY.

VY manueHToB C MO/aBJICHHBIM UMMYHUTETOM MPOBOJAMIM OLIEHKY JaOOpaTOPHBIX MOKa3aTesei,
AHAIM3HUPYS UX 3HAYUTENbHbIE OTKJIIOHEHHsI OT HOPMBI (pe3Koe MOBBIIEHUE WK CHIbKeHue). Ha

OCHOBAaHMU JAHHOIO KpuTepuss y 2-3 % NAIMEeHTOB, MOJYYaBIIUX KIAPUTPOMHUIMH B J03€
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 25.10.2022 N= 24383

1000 mMr exxemHEeBHO, OBLIO 3apEeTUCTPUPOBAHO snaunTdfitHoe Fobsitienite Hctmsroet ACT u

AJIT B KpoBH, a TaKXe CHHXCHHE YHCIIa JIGHKOIIMTOB U TPOMOOIMTOB. Y HEOOJBIIOrO YMCIia
NAIMEeHTOB Tak)Ke OBUIO 3apEerHCTPHPOBAHO TOBBIIICHHE KOHIEHTPAMKW OCTATOYHOIO a30Ta
MOYEBHHBI.

* B HEKOTOpbIX COOOLIEHHSAX O PabJOMHUOIM3€ KIAPUTPOMHUIMH MPUHUMAJICS COBMECTHO C
JpYTMMH JIEKAPCTBEHHBIMU CPEICTBAMU, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBA3aHO Pa3BUTHE
pabaomuomnm3a (CTaTuHbl, GUOPATHI, KOJIXUIIMH WK aJUIOITYPUHOIT).

! Cooblienns o aHHBIX TOOOYHBIX PEAKIUAX OBUIM MOJTyYEeHBl TOJIBKO MpPU IPHUMEHECHUH
KJIApUTPOMMLIMHA B JIEKAPCTBEHHOW (opme: THOPUIN3aT Ul NPUTOTOBJIECHUS pacTBOpa AN
UHY3UH.

2 CooOuIeHMs] O AaHHBIX TOOOYHBIX PEAKIUAX OBUIM MONYYeHbl TOJNBKO MPHM HPUMEHEHHM
KJIApUTPOMMILIMHA B JIEKAPCTBEHHOW (popmMe: TabJIETKH C MPOJOHIMPOBAHHBIM BBEICBOOOXKIEHUEM,
MTOKPBITHIC TIJICHOYHON 000JI0UKOH.

3 CoobuIeHHst O MaHHBIX TOOOYHBIX PEAKIHAX OBUTM IONYYeHBI TONBKO NP HPUMEHEHHH
KJIAPUTPOMMUIIMHA B JIEKAPCTBEHHOU (hopMe: rpaHyJIbl )i IPUTOTOBIICHUS CYCIIEH3UU Ul IIpueMa
BHYTDb.

* CooOueHnss 0 JaHHBIX MOOOYHBIX PEAKIUAX OBbUIM MOJIYYEHBI TOJBKO IIPH MPMMEHEHHH
KJIAPUTPOMHUIIMHA B JICKAPCTBEHHOU (PopMe: TaOIeTKH, MOKPHITHIC TIICHOYHONH 000JIOYKOH.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0marh 0 10J03pEBAEMBIX HEXeNaTeIbHBIX pPEAKLUUAX I[OCIe PEerucTpaluu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00ecTeyeHns HePephIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«T0JTb3a — PHUCK» JIEKAPCTBEHHOTO TMperapara. MeIuIMHCKIM paOOTHHKAM pPEKOMEHIyeTCs
coo0maTte O JIOOBIX MOJ03PEBAEMBIX HEKENIATENBbHBIX PEAaKIHIX JICKApCTBEHHOTO Iperapara
yepe3 HALMOHAJIbHBIE CUCTEMbI COOOILEHHUS O HEeXKEJIaTeNIbHBIX PeakIsIX TOCYAapCcTB — YICHOB
EBpa3uiickoro 53K0OHOMHYECKOTr0 COI03a.

Poccniickas @enepanns

®denepanpHas ciayx0a mo Haa30py B chepe 3apaBooxpanenus (Poczapasuaazop)

109012, r. MockBa, CnaBsiHCKasl miiomaip, 1. 4, ctp. 1

«["opstuas muuus» Pocznpasnanzopa: +7 800 550 99 03

e-mail: pharm@roszdravnadzor.gov.ru

Caiit: https://roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CUMOTOMBI:

[Tprem GonpIION 03Bl KIAPUTPOMHIIMHA MOXET BBI3BATh CUMITOMBI HApYIIEHHH CO CTOPOHBI

KCITYAOUYHO-KHIICYHOI'O TPAKTaA.
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Y opHOro mamMeHTa ¢ OWIOJIAPHBIM pacc “pOP'ICTBd:)DII:I:];'-lg}i;{v_fﬁ&yzgéﬁgI::IJI_pr/IQI.\:IQ::|8 r

KJIAPUTPOMHUIIMHA OMUCaHbl U3MEHEHHSI TICUXUYECKOTO COCTOSIHUS, MApaHOUAAILHOE TTOBE/ICHUE,
TUITOKAJINCMHUA U TUIIOKCEMMU .

JleueHue:

[Ipu mnepemo3upoBKe cCleayeT YIaIUTh HeaOCOpOUpPOBAaHHBIN MpernapaT H3 JKEIyI0YHO-
KHILIEYHOI'0 TpakTa (IPOMBIBAHUE XKEJIYAKA, IPUEM aKTUBUPOBAHHOI'O YIJISL M Ap.) U IPOBECTU
CI/IMHTOMaTI/I‘-I€CKYIO Tepanmo. FCMOI[I/IaJII/B nu HepHTOHCaHBHBIfI anuajin3d HE OKa3bIBAKOT
CYIIIECTBEHHOTO BJIUSIHUS HAa KOHIICHTPAIIMIO KIIAPUTPOMHUIIMHA B CBIBOPOTKE, YTO XapaKTEPHO U

JUISL IPYTUX MPEernapaToB IPYMIIbl MAaKPOJIUI0B.

5. PAPMAKOJIOTHYECKHE CBOMCTBA

5.1. @apmakoauHaMHuYecKHe CBOHCTBA

dapmakoTepaneBTHYeCKasi TPyNNAa: aHTUOAKTEPUALHBIC CPEJICTBA CHCTEMHOIO JICHCTBHS,
MaKpOJIUIbI, INHKO3AMHHBI H CTPEIITOIPAMUHBL, MAKPOJIUIBL.

Kon ATX: JO1FAQ09

MexaHu3M ASHCTBUS

KnaputpoMuniua sBAsieTCS MONYCHMHTETUYECKUM aHTUOMOTHUKOM TPYIIBI MaKpOIUIOB U
OKa3bIBaeT aHTHOAaKTepHAbHOE JelcTBHE, B3amMoacucTBys ¢ S50S  pubocomanbHOU
CyObeIMHHIICH 1 MTOJIABIISIS CHHTE3 Oesika OaKTepHii, YyBCTBUTEIBHBIX K HEMY.

dapmakogngamuyeckue 3P HeKTol

KapuTpoMHIIMH TIPOJEMOHCTPUPOBAI BBICOKYIO AKTHBHOCTH IN VItr0 B OTHOIIEHWH, Kak
CTaHJapTHBIX J1TabOPaTOPHBIX MITAMMOB OaKTepWil, TaK W BBIAEICHHBIX Y OOJBHBIX B XOJ€E
KJIMHAYECKON TPAKTHKH. IIpOSBIISIET BHICOKYIO aKTHBHOCTH B OTHOIIEHHH MHOTHX a’pOOHBIX H
aHadPOOHBIX TPAMITOIOKUTEIBHBIX U TPAMOTPUIATELHBIX MHKPOOPTaHU3MOB. MHUHUMAIbHbIC
nozfasisionie  Kouientpaun (MITK) kmaputpoMuriHa it OOJBIIMHCTBA BO30YyaMTENEH
Menblie, ueM MIIK sputpomuninaa B cpeHeM Ha onHO L0OQ2 pa3Benenue.

Kiapurpomuius in Vitro BeicokoaktuBeH B otHomreHuu Legionella pneumophila, Mycoplasma
pneumoniae. Oka3biBaeT GakTepuiuaHOe nciicTBre B oTHomeHun Helicobacter pylori, nanunas
AKTMBHOCTH KJIAPUTPOMHIIMHA BBIIIIEC TPH HEUTpAILHOM PH, YeM MpH KHUCIIOM.

Kpome Toro, manubie in VItro u in ViVvO yka3bIBalOT Ha TO, YTO KJIAPUTPOMHIIMH JCHCTBYET HA
KJIMHHYECKH 3HAYMMBbIe BHIbI MUKOOaKTepuii. Enterobacteriaceae u Pseudomonas spp. Tax e kak
U apyrue, He (GepMEHTHUPYIOIIUE JIAKTO3Y IPaMOTPHIIATe/IbHbIC OaKTEPUH, HE YYBCTBUTEILHBI K
KJIaPUTPOMHUIIAHY.

AXTHBHOCTh KJIAPUTPOMHMIIMHA B OTHOIICHHH OOJBINMHCTBA INTAMMOB ITE€PEYHCIIEHHBIX HIKE

MHKpPOOPTaHU3MOB J0Ka3aHa Kak IN VItro, Tak ¥ B KIMHHYECKOH MpaKTUKE TP 3a00JeBaHUSIX,
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NePEUNCICHHBIX B pazaene 4.1. (NOCNEOCBATENEHOCTEL 0002)

AE)DOGHBIG I'paMIIOJIOKHUTCIIbHBIC MUKPOOPIraHU3MBbI:

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

ABDOGHBIG I'paMOTpHUIATCIIbHBIC MUKPOOPTaHU3MBI:

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

JIpyrue MUKPOOPTaHU3MEIL.

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

MuxkoOakTepuu:

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — kommieke, Brimovarormii: Mycobacterium avium,
Mycobacterium intracellulare.

HpO}IyKIII/Ifl OeTa-lakTaMa3bl HE OKAa3bIBAET BIMIHUA HA aKTUBHOCTH KIIapyuTpOMUIIMHA.
BonpmuHCTBO MmITaMMOB CTa(I)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIUIMHY W OKCallUJJINHY,
06J'Ial[aI-OT YCTOI\/’I‘-II/IBOCTLIO U K KJIIApUTPOMULIUHY.

Helicobacter pylori

YyscTBuTeapbHOCTh H.pylOri x kiapuTpoMunuHy u3ydanach Ha uzonstax H.pylori, BeiienenHbix
or 104 nammMeHTOB, MO Hayajga Tepamuu mpernaparoM. Y 4 TalMeHTOB OBbLIM BBIICICHBI
PE3HMCTEHTHBIE K KIApUTPOMHIMHY mTammbel H.pylori, y 2 — mramMmbl ¢ yMepeHHOR
PE3UCTEHTHOCTBIO, Y OCTaNbHBIX 98 mareHToB H30JaThl H.pylori ObutM YyBCTBUTEIBHBI K
KJIapuTpoMHIIHHY. KiIapuTpoMHIIMH OKa3bIBaeT JAHCTBHE IN VILr0 U B OTHOMICHUH OOJIBINHHCTBA
MITAMMOB  CJICIYIOIIUX MHKPOOPraHW3MOB (OAHAKO 0Oe30macHOCTh H  3((HEKTUBHOCTH
UCTIOJIb30BaHUS KJIAPUTPOMHUIIMHA B KIIMHUYECKOW MPAKTHKE HE MOJATBEPXKICHA KIMHUYCCKUMU

HCCIICIOBAHUAMM, U IMTPAKTUICCKOC 3HAUYCHUC OCTACTCA HeﬂCHBIM).
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AspoOHBIE TPAMTIONOKUTEIBHBIE MUKDOOPTAHHEMBL: (MOCNEAOBATENEHOCTE 0002)

Streptococcus agalactiae
Streptococcus (rpynmsi C, F, G)
Viridans group streptococcus

A3D06HBIC I'paMOTpHULIATCIIbHBIC MUKPOOPTIaHU3MBI.

Bordetella pertussis
Pasteurella multocida

AH83D06HBIC T'PaMIIOJIOKHUTEIIBHBIC MUKPOOPIraHHU3MbI.

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHaBDO6HBIC TpaMOTPULATCIbHBIE MUKPOOPTraHU3MBIL.

Bacteroides melaninogenicus

CrOupoxeTsl:
Borrelia burgdorferi
Treponema pallidum

KaMHI/IHO6aKTeDI/II/I .

Campylobacter jejuni

OcHOBHBIM  MeTaOOJMTOM  KJIAQPUTPOMHIIMHA B OpPraHM3ME  4YellOBeKa  SIBIIAETCS
MHKpPOOMOJIOTHYECKA  aKTHBHBI  Mertabomutr  l4-rugpokcuknapurpomuius  (14-OH-
KJIADUTPOMMUILIMH).

Muxkpobuonorndeckast ak THBHOCTh METa0OTUTA TaKast e, KaK Y UCXOHOTO BElIecTBa, WIN B 1—
2 pa3a cnabee B OTHOIIEHHWU OOJILIIMHCTBA MHUKPOOPraHU3MOB. VICKIloueHHe CcocCTaBisieT
H.influenzae, B otHOmEeHN KOTOPOI AP PEKTHBHOCTh META0OIUTA B [1Ba pa3a Bbiiie. McxomHoe
COEJMHEHHUE M €r0 OCHOBHOM METa0OIMT OKa3bIBaIOT JIMOO0 aJIMTUBHBIN, TMO0 CHHEPrUuecKuit
s¢dext B orHomennn H.influenzae B ycmoBusx in Vvitro u in Vivo B 3aBUCHMOCTH OT IITaMMa
OaxTepuil.

TecT HAa YYBCTBUTEILHOCTh

KonnyecTBeHHbIE METO/bI, TpeOyIOLIME W3MEPEHUs AMaMeTpa 30HbI MOJABIEHHUS POCTa, JAIOT
Haubosiee TOYHBIE OLIEHKH YYyBCTBUTEIBLHOCTU OAKTepUi K aHTUMHUKPOOHBIM npenaparam. OnHa
U3 PEKOMEHAYEMBIX METOJUK [UIsl OIpeNeieHHs] YyBCTBUTEIBHOCTH HCIIONb3YET MIHCKH,
UMIIPErHUpOBaHHbIE 15 MKI KiapuTpoMmuuuHa (Iucko-auddy3nonusii meron Kupou-bayspa);
IIPY UHTEPIIPETALUU TECTAa AUAMETPBI 30H IIOJABJICHHS POCTa KOPPENUPYIOT co 3HaueHuaMu MIIK

knaputpomunirHa. 3adenust MIIK onpenensitorcst MeroaoM pasBefeHus B OyJIbOHE WU B arape.
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[Ipy uCHoONB30BaHUU STUX METOJUK OTYET M3 J'Ia60ﬂipflt_7lf):1./I;IE;rI 1\'7r,T Sl it Srifrbres

«4yBCTBUTEIILHBIM», yKa3bIBaeT Ha TO, YTO BO30YAWTENh MHQEKIWHU, BEPOSTHO, OTBETUT Ha
JIeUCHHE.

OTBeT «PE3UCTCHTHBIN» YKA3bIBACT HA TO, YTO BO30OYAUTEb, BOBMOXKHO, HE OTBETUT Ha JICUCHHUE.
OTBET «IIPOMEKYTOYHAsT YyBCTBUTEIBHOCTH» MPEIINONaraeT, 4ro TeparneBTuyeckuil 3ddexr
mpernapaTa MOXKeT ObITh HEOTHO3HAYCH UITU MUKPOOPTAaHM3M MOKET OKa3aThCS YYBCTBUTEIIBHBIM
IIPH UCTIOJIL30BaHUU Oo0Jiee BBICOKUX 1103 mpenaparta. (IIpomexxyTouHas 4yBCTBUTEIBHOCTh TAKKE
Ha3bIBACTCS KYMEPECHHOM YYBCTBUTEIBLHOCTHIO).

5.2. ®apMaKkoKHHeTHYeCKHE CBOiicTBA

AOGcopouus

dapMaKOKHHETHKA KIAPUTPOMHIIMHA B JIEKAPCTBEHHOU (hopMe TaOJIETKU MPOJOHTHUPOBAHHOTO
JICHCTBUSL ObUTa MU3ydeHa Yy B3POCIBIX MO CPABHEHUIO C KIAPUTPOMUIIMHOM B JICKAPCTBEHHOMN
dopme TabaeTKu ¢ OOBIYHBIM BHICBOOOXKIeHHEM B 103ax 250 u 500 mr. BecacwsiBanue npemnapara B
000MX CiTyJasix ObLIIO OJIMHAKOBEIM IPU HA3HAYCHUU B YKBUBAJICHTHBIX J103aX.

Knaputpomunina merabonusupyetcs B cucreme nuroxpoma P450 3A (CYP3A) neyenu.
AGcomoTHas OMOJ0CTYIMHOCTh cocTaBisieT 0koso 50 %. [Ipu npueMe NOBTOPHBIX /103 Mpernapara
KyMYJISIIIAM TIPAKTUYECKHA HE OOHApYKEHO W XapakTep MeTabosiM3Ma B OpraHu3Me 4elloBeKa He
U3MCHSIICS.

Pacopenenenne, MeTab0oan3M M BLIBEICHUE

In vitro

KnaputpomuiiuH cBs3biBaercs ¢ 6eiakamu mia3Mbl kposu Ha 70 % B koHueHTpauuu ot 0,45 no 4,5
MKr/miL. [Ipu koHTIeHTparuu 45 MKT/MII CBs3bIBaHUE CHIKAeTcs 10 41 %, BeposiTHO, B pe3yJibTaTe
HACBILICHUS] MECT CBSI3bIBaHUSA. DTO HAOIIOJAETCS TOJIBKO IMPHU KOHIEHTpALUSAX, MHOTOKPaTHO
IIPEBBILIAIOIINX TEPANIEBTUYECKYIO.

300posuie

VY nauuenToB, npuHUMaBIIKX 500 MI KIIapUTPOMUIIMHA OJIMH pa3 B IEHb BO BpeMsI TpHeMa UL,
MakcuMaibHas KOHIEHTpanus (Cmax) kKinaputpomunuHa u 14-OH-knapuTpoMulinHa B Ijia3Me
kpoBu coctaBimsia 1,3 u 0,48 wMkr/mu coorBercTBeHHO. Ilepmomsl mosyBeiBeneHust (T1)
KJIApUTPOMMLIMHA ¥ MeTaboIMuTa cocTaBuin 5,3 yaca u 7,7 4acoB cooTBeTCTBEHHO. [Ipu mpueme
pa3oBoi J103bl KIApUTpOMUIMHA B TpojoHrupoBanHoi (opme 1000 mr (2x500 mr) Cmax
KJIAPUTPOMHUIIMHA U €0 THIPOKCHIIMPOBAHHOIO METa00IuTa AocTurana 2,4 MKr/mi u 0,67
MKTI/MJI COOTBETCTBEHHO. T1/2 KTapuTpoMHULIMHA TipH Iipueme B 1o3e 1000 mr cocTaBui 5,8
qaca, TOrJa Kak aHAJOTWYHBIA Mokazarenb Ansd 14-OH-knaputpoMunmHa cocraBuin 8,9 4aca.
Bpewms nactymienns makcuManbHoU KoHIEHTpauH (TCmax) mpu npueme kak 500 mr, Tak u 1000

MI' COCTaBWJIO MPHUOMU3UTENBHO 6 4acoB. Cmax 14-OH-knapuTpoMuiinHa HE yBEIWYHBAJIACh
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NPOTIOPIIMOHATFHO 03¢ KIApUTPOMHIIMHA, B| TO Bpéﬂ' TCQIEATE&PIOEEJHE}I_&BHJGﬂehHﬂ' KaK

H-' OTYETY

KJIApUTPOMHIIMHA, TaK M €ro THUIPOKCHIMPOBAHHOIO MeTabomuTa HMMeENI TEeHISHIHIO K
YBEIMYEHUIO C TOBBIIICHHEM J103bl. Takas HenmumHeiHas (apMaKOKMHETHKA KIAPUTPOMUIIMHA B
COUYETaHUM C YMEHbIIEHHEeM 00pa3oBaHus 14-rHAPOKCHIIMPOBAHHBIX U N-IeMETUIUPOBAHHBIX
IPOJYKTOB IPU BBICOKMX /033X YKa3blBaeT Ha HEJIMHEHHBIH MeTa0oIu3M KIapUTPOMHUIIMHA,
KOTOpPBIN CTAHOBUTCA 00JI€€ BHIPAXKEHHBIM IIPU BBICOKHX /103aX.

[Toukamu BeIBOIUTCS TMpUOIM3UTENHEHO 40 % TOCTYNUBIIErO B OPraHU3M KIAPUTPOMUIIMHA.
Kumeunnkom BeiBoguTcst mpumepHo 30 %.

Tayuenmuor

Knaputpomuniua u ero merabonmut 14-OH-kinaputpomunnH ObICTPO HPOHMKAIOT B TKAaHU U
KUAKOCTU opraHuzma. VMerorcs orpaHuyeHHbIE JaHHbIC, CBUJETEJIBCTBYIOIIME O TOM, 4YTO
KOHIEHTpalUsl KIAPUTPOMHIIMHA B HEPeOPOCHUHAIBHON KUAKOCTU MPHU MEPOPATLHOM IpUeMe
HEe3HayuTenbHa (T. €. TONbKO 1-2 % OT KOHLIEHTPAllMUd B CHIBOPOTKE KPOBH IMPH HOPMaIbHON
NPOHHMIIAEMOCTH TeMmaTodHnedanmueckoro Oaprepa). KoHIeHTpamus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BBIILIE, YEM B CHIBOPOTKE KPOBH.

Ileyenounas neoocmamounocno

VY manueHToB co cpeiHel U TSKENOM CTeNeHbI0 HapylIeHHs (QYHKIUU EYeHHU, HO C COXPaHEHHOU
(GyHKIMEN moueK, KOppeKLus 103bl KJIapUTPOMULIMHA He TpeOyeTcs. PABHOBeCHas! KOHLIEHTpaLUs
B IUTa3M€ KPOBH M CHCTEMHBIH KJIMPEHC KIAPUTPOMHIIMHA HE OTJIMYAIOTCS y OOJBHBIX JTaHHOM
TPYNIBI ¥ 310pOBIX NalieHToB. PaBHOBecHas koH1eHTparus 14-OH-knapurpomunnna y roaen
C HapyIICHUSAMHU (PYHKIIUH NTEYESHU HIKE, YEM Y 3/10POBBIX.

lloueunas neoocmamounocms

[pu HapyuieHnn QyHKIWYU TOYeK yBeanurBatoTcs MakcuMaibHast (Cmax) 1 MUHUMaITBHAS (Crmin)
KOHLEHTpAallUu KJIApPUTPOMMIIMHA B IUIa3ME€ KpPOBH, NEPHUOJ IOJYBBIBEJIEHUS, IUIOLIAAb TOJ
(hapMaKOKHHETHUECKOW KPHBOW «KOHIeHTpalms — Bpems» (AUC) KIapUTPOMHIMHA U €ro
merabonuta 14-OH-knaputpomurimua. KoHcTaHTa »IMMHHAIMM W BBIBEJCHUE IMOYKAMU
yMmeHbInarTca. CTeneHb N3MEHEHUH 3TUX MapaMeTPOB 3aBUCUT OT CTETIEHU HapyLIeHUs (pyHKIUN
MIOYEK.

Tayuenmoi nodcunozo eospacma

VY nanMeHToB MOXWJIOTO BO3pacTa KOHLEHTpalMs KIApUTPOMUILIMHA M €ro MeradoiuTa
14-OH-knaputpoMuIMHa B KpOBU Obljla BbIIIIE, @ BBIBEICHUE MEJIEHHEE, YEM Y TPYIIIBI MOJIOBIX
mroedt. OJHaKO MOcIie KOPPEKIUH € YI€TOM MOYEYHOTr0 KIMPEeHca KpeaTHHUHA He ObIJI0 OTIIMYHHA
B obOeux rpynmnax. Takum oOpa3oM, OCHOBHOE BIUSHHE Ha (DapMaKOKMHETHUYECKHE TMapamMeTphbl

KJIApUTPOMMUIIMHA OKa3bIBaeT (PyHKIIMS [TOYEK, a HE BO3PACT.
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6. DPAPMAIIEBTUYECKHUE CBOMCTBA (NOCNEOOBATENEHOCTE 0002)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

6.1. [lepeyeHb BCIOMOTraTeJbLHBIX BelIECTB
I'unpomeriosa,

KPEMHUS TUOKCHUJ KOJIJIOUTHBIH,

KoOJUIHA0H SR,

MarHusi creapar.

BcnomorarenbHbIe BEllecTBA A1 000JIOYKH:

['unpososa,

Makporos 6000,

TUTaHa JUOKCUJ,

TU3TEIUI032,

BAaHUJIUH.

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpok roaHocTu (CpOK XpaHeHHs)

2 roja.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPH XPAHEHU U

XpaHuTs 1pu Temrneparype He Boie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

[To 5, 7 unm 10 TabneTOK B KOHTYPHYIO STYEHMKOBYIO YIIaKOBKY U3 MJICHKH MMOJMBUHUIXJIOPUIHON
U (OJIBIU ATFOMUHHUEBOM MeYaTHON JTAKMPOBAHHOM.

I[To 1 unu 2 KOHTYpHBIE TYEHKOBBIE YITAKOBKH BMECTE C UHCTPYKIIMEH 110 TPUMEHEHHIO TOMELAI0T
B [TAUKy U3 KapTOHA.

6.6 OcoOble Mepbl NPEIOCTOPOKHOCTH TNPH  YHHUYTOKEHHHM  HCIOJb30BAHHOIO
JICKAPCTBEHHOI0  Npenapara WJIM  OTXOA0B, TMOJYYEHHBIX IOCJAe¢ NPHMEHEHUs!
JIEKApPCTBEHHOI'0 Mpenapara u Apyrue MaHUIyJIsIUM C PenapaToM

Her oco0bix TpeOoBaHUM K yTHIM3AIUH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
AO «AJIMY My, Poccus.

MocxkoBckas 001., r. Cepryxos, . O6onenck, Tep. Kapran A, 1. 2.
Ten.: +7 (495) 646-28-68.

7.1. IlpeacTaBUTEb J€PKATE/ISI PETHCTPALMOHHOTO Y10CTOBEPEHUsI

IIpemen3zuu nompebumeneti Hanpasiime No aopecy:

AO «AJIMY My, Poccus.
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(B L F LIS

142279, MockoBckas 06i1., r. Cepryxos, . O6dueHcK, ng:'K%%EAjEEEEHC CTb 0002)

Ten.: +7 (495) 646-28-68.
e-mail: info@binnopharmgroup.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHHS
JITI-Ne(001348)-(PT-RU)

9. IATA TNEPBUYHOM PEI'MCTPAIIMM (IIOATBEPXKJIEHWUS PETMCTPAIIUM,
MNEPEPETUCTPALIUN)
Jara nepoii peructpanuu: 27.10.2022

10. JATA HEPECMOTPA TEKCTA

OO61mas xapakTepHucTrKa JeKapcTBeHHOTro npenapara Kinaputpomuiun perapa-OBL noctynHa Ha
UHPOPMALIMOHHOM TIOpTaje EBpa3uiicKoro 5KOHOMHUYECKOTO Ccor3a B HH(GOPMAIMOHHO-

KOMMYHHKaIMOHHOM cetn «uTepHeT» http://eec.eaeunion.org.
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