COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 21.01.2025 N2 1112

OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAMMEHOBAHMUE JIEKAPCTBEHHOTI' O ITPEITAPATA
Knapurpomunuza, 500 mr, TaGneTku ¢ NPOJOHTUPOBAHHBIM BBICBOOOXKIEHUEM, MOKPHITHIC

IUIEHOYHOM 000JI0YKOIA.

2. KAYECTBEHHBINA U KOJTUWYECTBEHHbBINA COCTAB

JleiicTBytol1ee BEIIECTBO: KIAPUTPOMULIMH.

Kaxxnas tabnerka comepxut 500 Mr KIIapuTpOMHITTHA.

BcnomoratenbHbie BelllecTBa, HATUYUE KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npernapara: JakTo3bl MOHOTHIpaT (cM. pasaen 4.4.)

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JIEKAPCTBEHHASA ®OPMA
TabneTKu ¢ MPOJIOHTUPOBAHHBIM BBICBOOOKICHUEM, TIOKPHITHIE TNIEHOYHOW 000I0YKOM.
TabneTku, TOKpBITHIE  IUICHOYHOW  OOOJIOUKOW  JKENTOro  I[BeTa, MPOAOJIrOBaThIEe,

ABOSIKOBBIITYKIJIBIC. Ha IMOIICPCYHOM Pa3pe3€ AApPO 0€JI0ro Mjax IOYTH OEI0T0 OBCTA.

4. KIMHUYECKUE JTAHHBIE

4.1. Tloka3aHusi K NpUMEHEHHIO

NH}peKmoHHO-BOCTIATUTENbHbIE 3a0oJeBaHus, BBI3BAHHBIE YyBCTBUTEJIbHBIMU K
KJIAPUTPOMUIIMHY MUKPOOPTaHU3MaMHu:

- MH()EKIMN HUKHUX AbIXaTeIbHBIX MyTeH (Takue Kak OpOHXUT, THEBMOHMUS);

- MH(EKIMY BEPXHUX JbIXaTEeNbHBIX MyTel (Takue Kak (PapuHTUT, CHHYCHUT);

- MHQEKIMN KOXHM U MATKHX TKaHed (Takue Kak (DOJTMKYJIMT, BOCHAIEHUE IMOAKOXKHON

KJIETYATKH, POXKA).

4.2.  Pexxum 103MpPOBaHUSA U CIOCO0 NPUMEHEHUS

Pexxum go3upoBaHus

Bspocnvie

OObIuHas peKOMEHIOBaHHAS /1032 KJIAPUTPOMUIIMHA Y B3poCibIX — o 1 tabnerke (500 mr) 1 pa3
B AeHb. [Ipu TsoKenbix MHPEKIMax 103y yBeauuuBaioT a0 2 Tabnerok (1000 mr) 1 pas B 1eHs.
OO0bI4Has MPOJIOIHKUTENBHOCTD JICYEHUS COCTABIISAET OT 5 10 14 nHei.

HcknroueHne cocTaBIIsA0T BHEOOJIbHIYHAS THEBMOHUS U CUHYCUT, KOTOpPbIE TPEOYIOT JI€UEHHSI OT

6 o 14 nuen.
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Oco0nIe I'pyHOIbl TaMEHTOB

Tayuenmoi ¢ Hapywenuem hyHKyuu novex

JlJ1s MalieHTOB C MOYEYHOM HETOCTATOUHOCTBIO TSKEJION CTeNeH!U (KIMPEHC KpeaTUHUHA MEHee
30 mi1/MuH) 0OBIYHAS peKOMEHIyeMas 103a cocTaBiseT 250 Mr oauH pa3 B CyTKH (B 3TOM ciiydae
BO3MOXKHO IIPUMEHEHUE KJIapUTPOMUIIMHA B 103UpOBKe 250 Mr).

[Tpu Gonee TspKeNbIX MHPEKIHMIX PEKOMEHIyeMas J103a cocTaBiser onHa Tabnerka 500 mr c
IPOJIOHTUPOBAHHBIM BBHICBOOOXKICHUEM KIIAPUTPOMHIIMHA.

VY nmanueHToB ¢ MOYeYHOM HeI0CTATOYHOCTBIO CPEeIHEN CTENEeHH TSHKeCTH (KIMPEeHC KpeaTuHUHA
o1 30 1o 60 Ma/MUH) KOPPEKIUs 03I HE TpeOyeTcs.

JIeT’ ¥ MOAPOCTKU

Pexxum no3upoBanust nis nereit ot 12 go 18 et He oTaMYaeTcs OT peKUMa JO3UPOBAHUS AJIS
B3pOCIIBIX.

Cnoco6 IIPUMCHCHUA

Buytps, Bo Bpems enpl. TabieTku He pasjiamMblBaThb W HE pa3kKeBbIBATh, UX HEOOXOIUMO

MMporjiIatbIBaTh HCINKOM.

4.3. TlporuBomoxka3aHus

— 'umepuyBCTBUTENBHOCTD K KIIAPUTPOMUIIMHY, MAKPOJIUIaM WITH K JIFOOOMY M3 BCTIOMOTATEIbHBIX
BEIIIECTB, IEPEUNCIECHHBIX B pa3nene 6.1.

— OZHOBpEMEHHBI TpUeM KJIAPUTPOMHUIIMHA CO CIEAYIOIIMMH TIpernapaTaMu: acTeMHU30I,
U3anpuI, TUMo3u, Tepdenanus (cMm. pasaen 4.5.).

— OHOBpPEMEHHBIN MTPUEM KIAPUTPOMHUIIMHA C JOMHUTAMUAOM (CM. pa3aen 4.5.).

— OQHOBpEMEHHBIH TIpUEM  KIAPUTPOMHIIMHA C  aJIKAJOWJIAMH  CIOPBIHBH, HAaIllpUMED,
3ProTaMUHOM, AUTHUAPOIPIrOTAMHHOM (cM. paszzen 4.5.).

— OIHOBpEMEHHBIH MTPHUEM KIApUTPOMHIIMHA C MHIA30JIaMOM JIJIS TEPOPATBHOTO IPUMEHEHHUS (CM.
paznen 4.5.).

— OnHOBpeMEHHBIM  mpueM  KkiapuTpoMuimHa ¢ uHruoutopamu ['MI-KoA-penykrassl
(cratmHaMM), KOTOpPBIE B 3HAYUTEIBHON cTereHn Metabomm3upyroTcs uzopepmentom CYP3A4
(JloBacTaTMH WJIM CHMBAaCTaTHH), B CBSI3M C TIOBBIIICHHEM pHUCKAa MHOMATHH, BKIFOYAs
pabmomuonu3 (cM. paszaen 4.5.).

— OHOBpEeMEHHBIN MPUEM KJIAPUTPOMHUIIMHA C KOJIXUIIMHOM (CM. pa3zen 4.5.).

— OHOBpEeMEHHBIH MTpHeM KIIAPUTPOMHIIMHA C TUKArPEIIOPOM HITH PaHOJIa3uHOM (M. paszzen 4.5.).

— YV nnuuaenne nuntepBaia QT B anamHe3e (BpOXKACHHOE WU MPUOOPETEHHOE 3aPETUCTPUPOBAHHOE

yanuHeHue uarepsaia QT) uiam jxenyJouKkoBasi apuTMHUsL, BKIIIOUYast )KEITyTOYKOBYIO TaXUKapIUIO
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TUIA «ITHPYIT». (cM. pa3aens! 4.4. u 4.5.).

— KnaputpomMunua He cieayeT NpUMEHSTHh Y MAlUMeHTOB C AJIEKTPOJIUTHBIMU HApYIICHHSIMU
(runoxanueMuei Ui TUIIOMarHueMuei ) B CBA3M ¢ pUCKOM yasimHeHus uurepsaiia QT (cM. pa3zaen
4.4.)).

— Tsokenast TiedeHOYHAass HEAOCTATOYHOCTh, MPOTEKAroIias OJHOBPEMEHHO C  IOYEYHOM
HEI0CTaTOYHOCTBIO.

— Xomectatuveckass  JKEITyXa/TelaTUT B aHaMHE3€, pAa3BUBIIMECS TPH  [PUMEHEHHH
KJIapuTpoMHuiinHa (cM. pazaen 4.4.).

— ITopdupus.

— [lepuon rpyJHOTO BCKapMIIMBAHUSI.

— Bospacr 10 12 net (3¢ pekTHBHOCTD U 0€30MaCHOCTh HE YCTAHOBJICHBI).

— HenepeHocHMOCTB TaakTO3bl HEIOCTATOYHOCTD JIAKTA3bl, CHHIPOM MallbaOCOPOIMHU TITFOKO3bI-

TaJIaKTO3BbI.

4.4. Oco0ble ykazaHusi 4 Mepbl MPeIO0CTOPOKHOCTH NMPU NPUMeHEeHUH

C 0CTOPOKHOCTBIO

— [louedHast HEIOCTATOYHOCTH CPEHEH CTETIEHHU TSKECTH;

— MeYEeHOYHAas HEJJOCTATOYHOCTb CPEAHEN U TSXKEIIOW CTETIEHU TXKECTH;

— UBC, Tsxenas ceplieuHasl HeJ0CTaTOYHOCTb, BbIpaskeHHast Opaaukapaus (menee 50 ya/MuH);
— OJTHOBPEMEHHBII TpHEM KIAPUTPOMHIIMHA C JPYTMMH OTOTOKCHYHBIMH MperapaTamH,
0COOEHHO aMUHOTIMKO3UAaMHu (CM. pazzen 4.5.);

— OJIHOBPEMEHHBII NMpHEeM KIApUTPOMHIIMHA CO CTaTUHAMM, HE3aBUCSIIMMHU OT MeTaboiu3Ma
uzodpepmerra CYP3A (manpumep, paysactatun) (cMm. pasaen 4.5.);

— OJIHOBPEMEHHBIM MpHeM ¢ OeH30/ua3enMHaMu, TaKUMH Kak aJIpas3olaM, TpHas3ojam,
MUJIa30J1aM JJI BHYTPUBEHHOTO MpUMEHEeHus (cM. paznen 4.5.);

— OJIHOBPEMEHHBIM TpUeM C IMpenapataMi, KOTOpble METa0OIM3UPYIOTCS H30(epMEHTOM
CYP3A4, mwampumep, kapbamaszenuH, LWIOCTAa30jd,  LUKIOCHOPHH,  JM30MUPAMUJ,
METUJIIPEAHU30JI0H, OMETPa30J, HEMpPSAMbIe aHTHUKOATYJISIHTHI (Hanpumep, BaphapuH), XUHUHUH,
pudadyrus, cunaeHaduil, TaKpoJIUMYyC, BUHOMACTHH (cM. pasnen 4.5.);

— OJIHOBPEMEHHBIN MpHEM ¢ IipenaparaMu, HHAynupyromumu uzopepment CYP3 A4 (manpumep,
pubamnuiH, QeHuTonH, KkapOamazenuH, ¢eHobapOuTan, 3BepoOOl MPOABIPSIBICHHBIIN)
(cm. paznen 4.5.);

— OJIHOBPEMEHHBII TpueM C OJOKaTOpaMH «MEIJICHHBIX» KAJIbLUEBBIX KaHAJIOB, KOTOPHIC

MeTtabonuzupytorcs nzopepmerrom CYP3A4 (Hampumep, BepanaMuil, aMJIOAUITNH, TUITHAZEM)
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(cm. paznen 4.5.);

— OJHOBpPEMEHHBIN IPUEM aHTHAPUTMHUYECKUX IpenapatoB [A kiacca (XUHUAWH, IPOKauHAMU)
u Il kmacca (modermnua, amuogapoH, coranoin) (cM. pazaen 4.5.);
— OepeMeHHOCTH (cM. paznen 4.6.).

Oco0ble yKa3auusg

JITUTEeNbHBIN IPUEM aHTUOMOTUKOB MOXKET IPUBOJIUTH K 00Pa30BaHUIO KOJOHHUH C YBEITUUYCHHBIM
KOJIMYECTBOM HEUYBCTBUTEIBHBIX OakTepuii M rpubOoB. [lpm cynepundexkuun HE0OX0IHMMO
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAITHIO.

Ha3naueHue kiiapuTpoMUIIMHA OEPEMEHHBIM KEHIIMHAM JOJIKHO MTPOBOAMTHCS MIPU THIATSILHON
OLICHKE COOTHOIICHUS PHUCKAa M TMOJIb3bl, OCOOCHHO B TCUYCHHE IMIEPBBIX TPEX MECAICB
O6epemenHocTH. [Ipy mpUMEeHEHHH KIApUTPOMHIMHA COOOIIANIOCH O MEYEHOYHON IUCHYHKIUH
(MTOBBIILICHWE AKTUBHOCTU I1€YEHOYHBIX (DEPMEHTOB B KpPOBH, TeNaTOLEIUTIOSIPHBIN /WK
XOJIECTATHUECKUI TemaTuT ¢ Jkentyxol wim 0e3). [ledeHouHass MUCPYHKIUS MOXKET OBITH
TSKEJION, HO OOBIYHO siBisieTcs oOpaTuMoi. MIMeroTcest ciiydan e4eHOYHON HEIOCTAaTOYHOCTH C
JE€TaIbHBIM HCXO/I0M, TJIaBHBIM 00pa3oM, CBSI3aHHBIE C HAJIMYHEM CEPbE3HBIX COMYTCTBYIOLIHX
3a00JIeBaHUH W/WIM OJHOBPEMEHHBIM INPHUMEHEHHWEM JPYTUX JIeKapCTBEHHBIX cpeacTB. [lpu
NOSIBJICHUH TPU3HAKOB U CUMIITOMOB T€MATHUTA, TAKUX KaK aHOPEKCHS, JKENITyXa, MOTEMHEHUE
MOYH, 3yJ, OOJIC3HCHHOCTh JXMBOTA NPHU MANbIAIMK, HEOOXOJUMO HEMEIUIEHHO NPEKPATHUTh
TEpaNuIo KIAPUTPOMUILITHOM.

[lpn HanMuMM XpPOHUYECKHX 3a00JCBaHWI IE€YeHH HEOOXOIUMO TPOBOIUTH PETYISIPHBIHA
KOHTPOJIb )EPMEHTOB CHIBOPOTKH KPOBH.

[lpu neyeHWM TNPAKTUYECKH BCEMH AHTUOAKTEPUAIBLHBIMH CpPEACTBAMH, B TOM YHUCIC
KJIaPUTPOMHLIMHOM, OTIMCAHBI CIIyYaH MCEBIOMEMOPAHO3HOTO KOJIUTA, TSKECTh KOTOPOTO MOKET
BapbUPOBATHCSI OT JIETKOH 10 yrpoxkaromed >ku3HH. IIpu JeYeHWH MPaKTUYECKH BCEMH
AQHTUOAKTEpUAILHBIMH TIperiapaTaMi, B TOM 4YHCJIE KIAPUTPOMHIIMHOM, OIMCAHbI CITydau
Clostridium difficile-accounupoBanHoii auapeu, TSHKECTh KOTOPOH MOXET BapbUPOBATHCS OT
JIETKOW JMaped [0 YTrPOXKAIOIIEro XHM3HU KOJUTA. AHTHOAKTepHalbHbIC IMpernaparbl MOTYT
U3MEHUTh HOPMAaIBbHYIO MHKpO(DIOpY KHIIeYHWKa, 4To MoxeT mpuBectH K pocty C. difficile.
[TceBnomemOpano3Hbiii konuT, Bbi3BaHHBIM C. difficile, HeoOxoauMo mom03peBaTh y Bcex
NAlMEHTOB, ¥ KOTOPBIX IMOCIEC MPUMEHEHUS] aHTHOAKTePHATbHBIX CPEJCTB Pa3BUIIACH JUapesl.
[Tocne mpoBeneHust Kypca aHTHUOMOTHUKOTEpANUH HEOOXOIUMO TIIATEIIBHOEC MEIUIIMHCKOE
HaOmoeHne 3a manueHToM. ONMUCHIBAMCH CIIydad pa3BUTHS MCEBJOMEMOPAHO3HOTO KOJIHTA
CITyCTs 2 MecsiIa Mmocie NpueMa aHTHOMOTHKOB.

[Ipn neyeHnH MakpoIWAaMy, BKIIOYAs KIAPUTPOMHINMH, HAOIIOAATIOCHh YAJIHMHEHHE CEpACYHOM

penonsipuzanuu U uaTepBaia QT, BbI3bIBAs pUCK Pa3BUTHS CEPACYHON APUTMHUU U KETYTOUYKOBOM
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TaxuKapJuu THNA «upy3™» (cM. pazaen 4.8.). Tak kak dﬂgﬁoﬁ%f&Tgﬁﬁﬁ Iilft:JT'y-lT_ ?Iplm'a'ek'm K

YBEJIUYCHUIO PUCKA PA3BUTHS KETYJOUKOBBIX APUTMUM (B TOM YUCIIE )KEITYJOUYKOBOU TaXUKapIUU
TUMA «IUPYIT»), TO KIAPUTPOMUIIMH HE JOKEH MPUMEHSTBHCS y CIEAYIONUIUX KaTeropui
MalAEHTOB:

* y AIMEHTOB C THMNOKanuemMuen (cm. pasnen 4.3.);

* y AIMEHTOB C TUIIOMarHueMmuent (cMm. pazaen 4.3.);

* y MAIMEHTOB, OJJHOBPEMEHHO MOJIYYAIOMINX KIAPUTPOMHUIMH C aCTEMHU30JIOM, IU3ANPHUIOM,
MAMO3HJIOM U TepdeHaarnHoM (cM. pa3aen 4.3.);

* y TAalMEeHTOB C BPOXACHHBIM WM MPHOOPETEHHBIM 3apErMCTPUPOBAHHBIM YAJIMHEHUEM
unTepBaia QT win Hamu4YreM KemyI04YKOBOM apuTMHUHU B aHaMHe3e (cM. pazaen 4.3.).

[lepen HazHaueHWEM KJIAPUTPOMHIIMHA BCEM MAlMEHTAM, MPUHUMAIOIINM TUIPOKCUXJIOPOXUH
WM XJOPOXHH, TIIATEJIbHO B3BECHTE COOTHOLIEHHUE IOJIb3bl M PUCKA H3-32 MOTEHLHAIBHOIO
MOBBILICHHOT'O PUCKA CEPACYHO-COCYIUCTBIX COOBITHI U CEPIIEYHO-COCYAUCTON CMEPTHOCTH (CM.
pasaen 4.5.).

B xoae snuaeMuonornueckiux UCClieJOBaHUM 10 U3YYCHHUIO pUCKa HEOJAronpuaTHBIX CepIedHO-
COCYAMCTBIX HCXOJIOB TpU MPUMEHEHHMH MAaKpPOJUIOB ObUIM TOJY4YEHbl HEOJHO3HAYHbIC
pe3ynbTaThl. B HEKOTOphIX  HAOMIOAATENBHBIX  HUCCIEJOBAHMSIX  OBLI  yCTAHOBJICH
KPaTKOBPEMEHHBI PUCK DPAa3BUTHS apUTMUHU, WH(]apKTa MUOKapAa U CMEpPTH OT CEepACHHO-
COCYJIMCTBIX 3a00JIEBAHHM, CBI3aHHBINA C MPUMEHEHUEM MaKpOJIUIOB, BKIIIOYAs KJIAPUTPOMHUIIMH.
[Ipy Ha3HaAYeHUM KIAPUTPOMHMIIMHA CIEAYET COOTHOCHTH MPEANOIaraéMyo Mojb3y OT Impuema
npenapara ¢ JaHHBIMM pUCKaMU. BO3MOXXHO pa3BUTHE TNEPEKPECTHOM PE3UCTEHTHOCTH K
KJIAPUTPOMUIIMHY M JIPYTUM aHTHOMOTHUKAM TPYIIBl MAaKpOJUIOB, a TaKXKe JIMHKOMHUIIMHY U
KJIMHAAMUIMHY. YUYUTBIBas PpACTYIIYH PE3UCTEHTHOCTh Streptococcus pneumoniae
MakpoJuaaM, BaXXHO TMPOBOAWTh TECTUPOBAHUE UYBCTBUTEIBHOCTHM TMpU HA3HAYEHUU
KJIAPUTPOMHUIIMHA TMAlMEHTaM ¢ BHEOONIbHUYHON mHeBMOHUEH. [Ipu rocnuraibHON MHEBMOHUU
KJIAPUTPOMHUIIMH CIIEyeT MPUMEHSITh B KOMOMHAITUU C COOTBETCTBYIOIUMH aHTHOMOTUKAMH.
NHdexnun KoKMW W MITKUX TKaHEW JIETKOM W CpPEIHEW TSHKECTH 4dalle BCETrO0 BBI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30YAHMTENs] MOTYT OBITh
YCTOMUHMBBI K Makpoiuaam. [103ToMy BaxHO MPOBOAUTH TECT HA YyBCTBUTEIBbHOCTh. MaKpOIUIbI
MOYKHO TIPUMEHSATH NMPH HH(EKINAX, BhI3BaHHBIX Corynebacterium minutissimum, 3aboeBanusx
yIpY ByJIbrapHbIE U POXKa, a TAKKE B T€X CUTYyAIUSIX, KOT/Ia HEIb3s MPUMEHATh IEHUIIMIUIUH. B
CIIy4ae TMOSBIEHUS OCTPBIX PEAKIUil TUIEPUYBCTBUTEIBHOCTH, TAKUX KaK aHadUIaKTHYeCcKas
peakiusi, TSKeIble KOXKHbIE JIEKAPCTBEHHbIE PEaKIUU (HAMpPUMEp, OCTPhIA T'e€HEepaTu30BaHHBIN
9K3aHTEMAaTO3HBIH MycTyJe3), cuHapoMm CrtuBeHca-/[>KOHCOHA, TOKCHYECKUN SIHICPMaTbHBINA

HEKpPOJIM3 W JICKapCTBEHHAs ChINMb ¢ 303uHO(rImMed u cucreMHor cumnTomarnkoi (DRESS-
)
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COOTBETCTBYIOIIYIO TEpanui0. B ciiydae COBMECTHOTO MPUMEHEHHS ¢ Bap(HapruHOM UM APYTUMHU
HENPSIMBIMU AHTUKOAryJITHTAMU HE00X0TUMO KOHTPOJHPOBATDH MEXyHAPOIHOE
HopMmanin3oBanHoe oTHomeHue (MHO) u mporpomOuHOBOe Bpems (cm. paszaen 4.5.). Cnemyer
COONIIOJIaTh ~ OCTOPOYKHOCTh  MpPH  OJHOBPEMEHHOM INPUMECHEHUHM  KJIAPUTPOMHIIMHA  C
NepPOPATLHBIMHA AHTUKOATYJISTHTAMH MPSMOTO ACHCTBHSI, TAKIMH KaK Ta0UraTpaH, puBapokcadaH
U anukcabaH, 0COOCHHO y MAallMEHTOB C BHICOKMM PHCKOM Pa3BUTHUSI KPOBOTCUEHUS (CM. pasnel
4.5.).

[lepen Ha3HAYEHWEM KIAPUTPOMHIIMHA BCEM MAI[CHTaM, MPHHUMAIOIIAM THUIAPOKCHXJIOPOXUH
WIH XJIOPOXWH, THIATEIFHO B3BECHTE COOTHOIICHHUE IOJIb3BI M PHCKA W3-32 MOTCHIUAIHHOTO
MOBBIIIICHHOT'O PHCKA CePACYHO-COCYIUCTBIX COOBITHI U CEPICTHO-COCYAUCTON CMEPTHOCTH (CM.
pasznmen 4.5.).

BcnomorarenbsHbIe BEIECTBA

JaHHbIl mpenapaT COAECPKUT JakTo3y. Ilpn HacienCTBEHHOW HENEPEHOCMMOCTH TaJIaKTO3bI,
neUIUTe JTaKTa3bl WIH TIIOKO30-TAIAKTO3HOW MabaOCOPOIMKM MPUMEHSITh 3TOT IpernapaTr He

crienyert (cm. pazaen 4.3.).

4.5. B3aumojeiicTBHE C APYTHMH JeKAPCTBEHHBIMU NMPeNapaTaMu U Apyrue BUIbl
B3aUMO/1eCTBUA

[IpoTHBOIIOKAa3aHHBIE KOMOUHAIINHU

[IpuMeHeHHe clenylomuX MpenapaToB COBMECTHO C KJIAPUTPOMMIIMHOM INPOTHUBOMOKA3aHO B
CBSI3HM C BO3MOXKHOCTBIO Pa3BUTHS CEPbE3HBIX MOOOUHBIX 3(P(PEKTOB.

Luzanpuo u numosuo, mepghenadun u acmemuzon

[Tpr coBMECTHOM IpHeMe KIAPUTPOMHUIIMHA C LU3AMPUIOM, MUMO3UIOM, TephEeHATUHOM HITU
aCTEMHU30JI0M COOOIIATIOCH O MOBBIIIEHUU KOHIIEHTPALMHU OCIEIHUX B IJIa3Me KPOBH, UTO MOXKET
NpUBECTH K ymiuHEeHWI0 wuHTepBaia QT M TMOSBICHWIO CEpIEYHBIX apUTMHUH, BKIFOYAs
KEITyTOUYKOBYIO TaXUKAPIUI0, GUOPIILISIHIO JKEITYA0UYKOB M HKETYIOYKOBYIO TaXHKAPIHIO THITA
«upys>™» (cM. pazzaen 4.3.).

Ankanouost cnopuitbu

[TocTperucTpaliOHHBIE WCCIIEAOBAaHUS TIOKA3bIBAIOT, YTO TPU COBMECTHOM NPUMEHEHUHU
KJIAPUTPOMHIIMHA C SPTOTAMHUHOM WIJIA JUTHUAPOIPTOTAMHUHOM BO3MOXKHBI CIIEAYIOMIHE Y (EKTHI,
CBSI3aHHBIE C OCTPBIM OTpaBJICHHEM IperapaTaMH T'PYIIbl SprOTaMHUHOB: COCYAUCTBIN CIa3M,
UIIEMHUS KOHEYHOCTEH W JpYrux TKaHel, BKJIOYas IEHTPAJbHYI0 HEPBHYIO CHUCTEMY.
OnHOBpEMEHHBIN MpPUEM KJIAPUTPOMHUIIMHA C AJIKAIOMIAMH CHOPBIHBY IMPOTHBOIOKAa3aH (CM.

paznmen 4.3.).
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Muoasonam 0713 nepopanbHo20 NPUMeHeHUs

[Tpu coBMeCTHOM MPUMEHEHUH MHUIa30J1aMa U KIapuTpoMuiiHa B popme tabnerox (500 mr nBa
pasa B J€Hb) OTMEYAJIOCh YBEJIMYCHHE IUIOMIAAN TOJ (apMaKOKMHETUYECKOW KpPUBOM
«koHueHntpamus — Bpemsa» (AUC) mupazonmama B 7 pa3 mocie MNEpOpabHOTO IpHUEMa.
OpnHoBpeMEeHHBI TpHUEeM KIApUTPOMHULIMHA C MHUA30JIaMOM JUIsl MEPOPAIBHOTO MPUMEHEHUSs
MpPOTHUBOIOKa3aH (cM. pazzaen 4.3.).

Hueubumopwr I'MI-KoA-pedykmaszvl (cmamuiibl)

OnHOBpeMEHHBIH  MpUEM  KJIAPUTPOMUIMHA C  JIOBACTATUHOM WM  CHMBacTaTHHOM
MPOTUBONOKAa3aH (CM. paszien 4.3.) B CBA3M C TEM, UTO JaHHbIE CTATUHBI B 3HAUUTEIBHON CTETIEHU
meTabomm3upyrorcs nzopepmearom CYP3A4, u coBMecTHOE MPUMEHEHHUE C KIIAPUTPOMHUIIMHOM
MOBBIINIAET WX CHIBOPOTOYHBIE KOHIEHTPAIMH, YTO MPUBOAUT K TOBBIIICHUIO PHCKA PAa3BUTHS
MUOMATUH, BKJIOYass padbmomuonu3. Coobmanock o ciaydasx pabaoMuonu3a y MalHeHTOB,
MPUHUMABIINX KIAPUTPOMUIIMH COBMECTHO C IaHHBIMHU TpenapaTamu. B ciydae HeoOxoaumocTu
NPUMEHEHHS KIAPUTPOMHUIIMHA CIIEAYET MPEKPATUTH MPHUEM JIOBACTATHHA MM CUMBACTAaTHHA HA
BpEMs TepaIHH.

KnaputpoMuniua ciiefyeT NpuMEHSITh C OCTOPOXKHOCTHIO MPU KOMOWHHUPOBAHHON Tepamuu ¢
IpyrMMH cTaTiHamMu. B cimydae HeE0OXOAMMOCTH COBMECTHOTO MIpHEMa pPEKOMEHAYEeTCs
NPUHUMATh HAMMEHBIIYIO 103y CTaThHA. PEKOMEHIyeTcs IPUMEHSITh CTAaTHHBI, HE 3aBUCSIIIE OT
metabonmusma uzopepmenta CYP3A (nmampumep, ¢ayBacratuH). Crenyer KOHTPOJIHPOBATh
pa3BUTHE NPU3HAKOB M CUMIITOMOB MHOIIATHH.

Jlomumanuo

OMHOBpEMEHHBIN TpHUeM KJIAPUTPOMHUIIMHA C JIOMHTAIUJAOM NPOTHBONOKA3aH H3-3a PUCKa
CYIIIECTBEHHOTO MOBBIIIEHUSI AKTUBHOCTH TPaHCAMHHA3 B IJIa3Me KPOBH (CM. paszzen 4.3.).

BausHue Ipyrux JIEKapCTBEHHBIX IPEeNapaToB Ha KIAPUTPOMMIIMH

[Tpenapatsl, saBnstommecs uHAyKTopamu uzopepmenta CYP3A (manpumep, pudaMIuiuH,
¢denuTonH, kapbamazenuH, GpeHodbapouTan, 3BepoOO MPOABIPSIBICHHBIN), MOT'YT MHAYIIUPOBATh
MeTaboNIu3M KIAPUTPOMUILIMHA. DTO MOMKET MPHUBECTH K CyOTEepaneBTHUYECKON KOHIEHTpaluu
KJIApPUTPOMULIMHA, YTO NMPHUBOJUT K CHIKEHHIO ero 3¢gdexruBHocTu. Kpome Toro, Heodxoamumo
HaOIr01aTh 3a KOHILeHTpanue uHaykropa usopepmenta CYP3A B mnmazme KpoBH, KOTOpas
MOJKET TOBBICUTBCS M3-3a MHruOupoBanusi uzodepmenta CYP3A ximaputpomuraoM. Ilpu
COBMECTHOM TMpPUMEHEHHH pHUpadyTuHa W KIAPUTPOMHIIMHA HAOIIOJANIOCh TIOBBIIICHUE
IUIa3MEHHOW KOHIIEHTpaluu pudadyTiHa ¥ CHUXKEHHE CBHIBOPOTOUYHOW KOHIIEHTpALUU
KJIAPUTPOMMIIMHA C MOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mnpenaparbl 00JalalOT JIOKa3aHHBIM MM IPEANOJIAraéMbIM BIMSHUEM Ha

KOHICHTPAUMIO KIIapUTPOMUIIMHA B IIJIa3M€ KPOBH; B ClIyda€ MX COBMECTHOI'O IPHUMCHCHHA C
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KJIAPUTPOMHULIMHOM MOKET MOTpeOOBATHCSA KO )peKI_[I/ISI( E&-Mﬁ%ﬁ{(ﬁjﬁé‘l 'aﬁbgépﬁa%}ﬂ}loe

JIeYEHUeE.

Dgpasupens, nesupanun, puchamnuyun, puchadbymun u pughanenmun

Cunpuple uHaykTOpHl cuctemMbl CYP, Takume kak sQaBuUpeH3, HEBHpanuH, pudaMIIUIuH,
pudadyTrH ¥ pudaneHTHH MOTYT YCKOPSITh METAa0O0JM3M KIAPUTPOMHUIIMHA M, TAKUM 00pazoM,
NOHMKaTh KOHILIEHTPALMIO KJIAPUTPOMMIIMHA B IUIa3ME KPOBM M BMECTE€ C TEM IIOBBIILIATH
KOHIeHTpauuio 14-ruapokcuknapurpomunrna (14-OH-knapurpoMuraa) — MeTaboauTa, TakKe
SBIISIOLIETOCS MUKPOOMOJOTHYECKH aKTUBHBIM. [10CKOJIBKY MHKpOOHOIOrnyeckasi akTUBHOCTh
kiaputpoMuniHa u 14-OH-knapuTpoMUILIMHA OTJIMYAETCS B OTHOIICHUW PA3IMYHBIX OaKTEPHid,
TepaneBTHYECKUI () (HEeKT MOKET CHMKATHCS IPU COBMECTHOM MTPUMEHEHHH KJIAPUTPOMHUIIMHA U
WUHIYKTOPOB (DePMEHTOB.

Ompasupun

KonnenTpanus KIapuTpoOMHUIIMHA CHUXKAETCS TIPU MCIOIb30BAaHUH ATPABUPHHA, HO MOBBIIIAETCS
KOHIICHTpaLUs AKTUBHOIO MeTabonurta 14-OH-knapuTpoMuLIMHA. ITockonbky
14-OH-knapuTpoMHUIIMH OO0JIAJIa€T HU3KOW AKTUBHOCTBHIO 110 OTHOIICHHWIO K WHOEKIIHSIM,
obycroBieHHbIM KoMiiekcom Mycobacterium avium (MAC-uHdeKuusam), MOXET MEHSAThHCS
oOmiasi akTUBHOCTh B OTHOLICHHH 3TUX BO30ymutenei, mosromy g nedenus MAC cnemyet
paccMmaTpuBaTh albTEPHATUBHOE JIEUEHUE.

DnyKkonason

CoBMecTHBII pueM ¢irykoHazona B o3¢ 200 Mr exxeTHEBHO U KIapuTpoMuiimHa B 1o03e 500 mr
JiBa pa3a B JieHb y 21 370poBOro J00pOBOJIbIA MPHUBENIO K YBETUYEHHUIO CPEJAHEr0 3HAUYEHUS
MUHUMAJIBHOH PAaBHOBECHON KOHICHTparuu kiaaputpoMuiimHa (Cmin) W TUTOMIATU  TIOJ
(hapMaKOKMHETHYECKON KpUBOU «Iu1a3MeHHasi kKoHueHtpanus-spems» (AUC) Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpPUEM 3HAYUTEIBHO HE BIMSUI Ha CPEAHION
PaBHOBECHYIO KOHIIGHTpAIMi0 akTUBHOrO Mmerabonuta 14-OH-knaputpomunuua. Koppekuus
JI03bI KJIAPUTPOMHUIIMHA B CIIy4ae COMYTCTBYIOIIEro MpreMa (pykoHa3osa He TpeOyeTcs.
Pumonasup

PapMaKOKMHETUYECKOE UCCIIEOBAHUE TOKA3aJl0, YTO COBMECTHBIM NPUEM PUTOHABHpA B J103€
200 Mr kaxkaple BOCEMb 4acoB M KiapuTpomuiuHa B 03¢ 500 mr kaxzasie 12 yacoB mpuBen K
3aMeTHOMY MOJaBJICHUIO MeTaboIr3Ma KiapuTpomuiinHa. [Ipu coBMmecTHOM npueme puToHaBUpa
MaKkcHUMasbHas Ta3MeHHas KoHueHTpauus (Cmax) KiapuTpoMuninHa yBenuuunach Ha 31 %, Cmin
yBenuumiach Ha 182 % n AUC yBennuunace Ha 77 %. bbulo OTMEYEHO MPaKTUYECKH IOIHOE
nonasneHue oopazopanus 14-OH-knaputpoMunivHa. biaronapsi mupokoMy TepaneBTUIECKOMY
JUana3oHy KIApUTPOMUIIMHA YMEHBIIEHHUE €ro J103bl Y MAalMEeHTOB C HOPMAJbHON MOYEYHOU

byHKme He Tpedyercs. Y MaIMEHTOB C IMOYEYHOW HEIOCTATOYHOCTBIO IIeJIeco00pa3Ho
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paccMOTpeTh CICIYIOIUE BapUaHTBl Koppekimu n@ﬁ_'::::-}l’;;'::ﬁI%T%ﬁt it | hosa

KIAPUTPOMHIIMHA JOJDKHA ObITh ymeHbmieHa Ha 50 %; mpu KK menee 30 mur/muH mosa
KIIAPUTPOMHUIIMHA JIOJDKHA OBITh yMeHbIleHAa Ha 75 %. PUTOHaBHp HE clelyeT COBMECTHO
NPUHUMATH C KJIAPUTPOMUIIMHOM B J103aX, IPEBHIIAIOMUX | T//1eHb.

CxonHble KOPPEKIHMH 103 JOJDKHBI PAacCCMAaTPUBATHCS y MAIMEHTOB CO CHIDKEHHOW (yHKIMEH
MOYEK, €CIM PHUTOHABHP HCIOJIB3YeTCd KakK (PapMaKOKMHETUYECKUH «YCHIIUTENbY NpHU
NPUMEHEHUH JAPYrHMX HHTHOMTOPOB MpoTeasbl BUpyca UMMyHonedunura uenoBeka (BUY),
BKJIIOYAs aTa3aHABUP U CAKBUHABHP (CM. MYHKT «JIByHaINpaBJIeHHOE B3aUMOICHCTBUE JIEKAPCTBY).

JlericTBME KIapUTPOMHIIMHA HA IPYIHE JSKapCTBESHHEIC PEapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HHMKHOBEHHE J>KEIYIOYKOBOW TaXHKApAWHU TUIA IIAPYIT» HPU COBMECTHOM
MPUMEHEHUU KIApUTPOMUIIMHA U XUHUAWHA WK au3onupamuia. [Ipu ogHOBpeMEHHOM npueme
KIAPUTPOMUIIMHA C OSTUMH TpernaparaMd CleIyeT pPeryisipHO MPOBOJUTH KOHTPOIb
AJIEKTpOKapAMOrpaMMbl  Ha npeaMeT yanuHeHuss uHtepBana QT, a Taxke cuemyer
KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHLEHTPALMU 3TUX IpenapaToB. [Ipu moctperucrpaiinoHHOM
NPUMEHEHUU COOOIIAIOCh O CIIy4asX pa3BUTHUSA TUIOTJTUKEMUU IPH COBMECTHOM IpHUEME
KJIAPUTPOMHUIIMHA U Au3onupamuaa. Heo0XoaumMo KOHTPOIMPOBATh KOHIIEHTPALMIO TIFOKO3bI B
KPOBH IIPY OJTHOBPEMEHHOM NPUMEHEHHH KJIAPUTPOMULIMHA U AU30MTUPAMHU/IA.

Ilepopanvuvie eunoenukemuyeckue cpeocmsea/uncyiun

[Tpu coBMECTHOM PUMEHEHUHU KIAPUTPOMHIIMHA U TIEPOPATHHBIX TUIIOTTTUKEMUYECKUX CPEICTB
(Hampumep, TPOU3BOJHBIC CYIb()OHUIMOYEBHHBI) H/WIM HWHCYIUHA MOXET HaOmIoaaThCs
BbIpaKeHHasi TUnorukeMusi. OTHOBpEMEHHOE TPUMEHEHHE KIApPUTPOMHIIMHA C HEKOTOPBIMHU
THITOTJIMKEMHYECKUME TIpenapaTamMu (HampuMep, HATeTJIMHU[, THOTJIUTA30H, PETariuHuI |
POCHUTIINTA30H) MOXKET MPUBECTU K MHTHOMpoBaHuio n3odpepmenta CYP3A kmapuTpoMHUIIMHOM, B
pe3ynbTaTe 4ero MOKET Pa3BUThCA TUIOTIUKEMUs. PekoMeHAyeTcss TIHIaTeNbHBIM KOHTPOIb
KOHIEHTPAIUH TITFOKO3bI.

Bzaumooevicmeus, odycnosnennvie uzogpepmenmom CYP3A

CoBMeCTHBII TpHEM KIAPUTPOMUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTUOUpPYET H30(EpMEHT
CYP3A, u mpenaparoB, nepBuyHo MeTtabonusupyrommxcs nzopepmentom CYP3A, moxer
ACCOIIMMPOBATHCS C B3aWMHBIM TIOBBIIICHHEM WX KOHIEHTPAIMWA, YTO MOXET YCHIUTHh WU
MPOJIUTh KAaK TEeparneBTUYECKHe, Tak W ToOouHble A(dekThl. KmaputpomMuniuH cieayer ¢
OCTOPOKHOCTBIO TPUMEHATH MAIlMeHTaM, MOJTYYaroIINM MpernapaTsl, SIBISIOIMNUECsS CyOcTpaTaMu
uzodpepmenta CYP3A, ocobeHHO eciu 3TH penapaThl UMEIOT Y3KHM TeparneBTUYeCKUi Tuana3ox
(Hanmpumep, KapObama3ernuH ), U/UiId UHTEHCUBHO METa00IM3UPYIOTCS 3TUM (pepMenToM. B cirydae

HEOOXOUMOCTH JIOJKHA MPOBOJIUTHCS KOPPEKIHUS 103l MpernapaTa, IPUHUMAEMOT0 BMECTE C
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KIApUTPOMHUIMHOM. Takke, 1O  BO3MOXKHOCTH, ':%;réglgﬂ-%%&g&ﬁﬁ%; C Tﬁbgﬁ%ﬁnm

CBIBOPOTOYHBIX KOHIICHTpAIMil MpemapaToB, MEPBHYHO METAO0OIM3UPYIOMUXCS U30(hepMEeHTOM
CYP3A.

MeTab013M CIIeAyIOMUX MpernapaToB/KJIacCcoB OCYIIECTBIACTCS TeM ke n3opepmentom CYP3A,
YTO U METa0OJIU3M KIAPUTPOMHIIMHA, HAMpHUMeEp, alpo3ojaMm, KapOaMaszenuH, HUIOCTa30ll,
LUKJIOCIIOPUH, JAHU30MUPAMUJl, METUIIIPEIHU30JIOH, MHJA30JIaM, OMEIpPa30jl, MepopaibHbIC
AHTUKOAryJsHTHl  (Hampumep, BapdapuH, puBapokcabaH, anukcabaH), AaTUIWYHBIC
AHTUIICUXOTHYECKUE CpelCTBAa (HANpUMEp, KBETHAINHMH), XUHUIAUH, pudaldyTuH, criiaeHadw,
TaKpoJIUMYyC, TpuazojaM U BuHOJacTuH. Takke k aronucram mzodepmernta CYP3A otHocsTcs
Cleylolllie  Ipenaparbl, I[POTHBONOKA3aHHbIE K  COBMECTHOMY  IPUMEHEHHIO  C
KJIAPUTPOMHULIMHOM: aCTEeMH30J], IU3ANPU, TUMO3U, TepdeHaanH, JOBaCTaTHH, CHMBACTaTHH U
ankanouabl cropbiHbM (cM. pasnen 4.3.). K mpenaparam, B3auMMOACHCTBYIOIIUM IMOJAO0OHBIM
o0Opa3om uepe3 npyrue uzodepMeHnTsl B paMmkax cuctembl CYP, oTHOCATCS peHuTONH, TeOhUIUIUH
U BaJIbIIPOEBAs KUCIIOTA.

Henpsmvie aumuxoazynanmsi

[Ipu coBmecTHOM mpueme BapdapruHa U KJIAPUTPOMHUIIMHA BO3MOXKHO KPOBOTEYEHUE,
BbIpaxxeHHoe yBennueHne MHO wu nporpomOuHOBOro BpeMeHU. B ciydae coOBMeCTHOTrO
NPUMEHECHHUS ¢ BaphapuHOM WM JAPYTUMH HEMPSIMBIMH aHTHKOATYJISHTAMH HEOOXOIHMO
koHTpoupoBath MHO u npoTpomMOHHOBOE BpeMsi.

IlepopanvHvle anmukoazyisAHmMol NPAMO20 0eUCmaUs.

[lepopanbHbIii aHTUKOATYISHT MPSIMOTO ACHCTBHUsS ngaburaTpaH sBIseTCs cyOcTpaToM st
s ¢aokcHoro Oenka-nepeHocurka P-rnmukonporenna (P-gp). PuBapokcaban u anukcabax
MeTtabonuzupyrorest ¢ yuactueM uzodepmenta CYP3A4 u takxke SBISIIOTCA cyOcTpaTamu st
P-gp.

CrnenyeTr coOnroAaTh OCTOPOKHOCTH TPHU OJHOBPEMEHHOM MPUMEHEHUH KJIApUTPOMHUIIMHA C
JaHHBIMU TIpenapaTaMu, OCOOEHHO Yy MAIMEHTOB C BHICOKMM PUCKOM KPOBOTEUEHUs (CM. pa3zien
4.4.)).

Omenpa3zon

Knaputpomuniua (mo 500 Mr kaxzaple 8 YacoB) HCCIEAOBAICS Y 3J0POBBIX B3POCIBIX
T0OpOBOJIBIIEB B KOMOWHanuu ¢ omenpazoiom (mo 40 mr exemneBHo). Ilpm coBmecTHOM
NPUMEHEHUN KJIAapUTPOMHUIIMHA W OMEMpa3ojla PaBHOBECHBIE IJIA3MEHHbIE KOHLIEHTPALUU
omenpazona ObutM  yBeNW4YeHbl (Cmax, IUIOMAAb T1OJA  (HapMAaKOKWHETHUECKOW KpUBOU
«KOHIEHTpAIUsA-BpeMs» OT HaudadbHOro MomeHTa BpeMeHu 10 24 4 [AUCo.24] u mnepuon
nonyBbiBeieHus [ T1/2] yBenuumuck Ha 30 %, 89 % u 34 % cooTBercTBeHHO). CpenHee 3HaUeHHE

pH xenynka B TeyeHue 24 4yacoB COCTAaBWIO 5,2 PU MPHEME OMENpPa3oja B OTACIBHOCTH U 5,7
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BATENEHOCTE 0001)

NocC ]
IIpH IPHEME OMETIPA30J1a COBMECTHO C KJIAPUTP oM - = 1EAC

Cunoenaghun, maoanaghun u eapoenaghun

Kaxnplii u3 3TuX WMHTHOMTOPOB (ocdoaudcrepassl MeTaboIM3upyeTcs, Mo KpaiiHed mepe,
yactuyHo ¢ ydactueM uzodepmernta CYP3A. B 1o ke Bpems uzodpepment CYP3A moxer
MHTHOMPOBATHCA B MPUCYTCTBUHU KIIapUTpoMHIIMHA. COBMECTHOE MPUMEHEHHUE KIapUTPOMUIIMHA
¢ cuineHadpuioM, TananauiIoM WM BapAcHAQUIOM MOXET NPUBECTH K YBEIUYCHUIO
UHTUOMpyroniero BosneicTBus Ha (ocdoamdcrepasy. [Ipu mpuUMEHEHUM 3TUX TpernapaToB
COBMECTHO C KIIAPUTPOMHIIMHOM CIIEyeT pPacCMOTPETh BO3MOKHOCTb YMEHBILIECHHUS H03bl
cueHaduia, Taganaduia u BapacHadua.

Teogunnun, kapoamazenun

[Tpy cOBMECTHOM MPUMEHEHUH KIAPUTPOMHUIIMHA U TE€OPIIIIMHA WM KapOama3ennHa BO3MOKHO
MOBBIIICHHE KOHLIEHTPALUU JAaHHBIX MMPENapaToOB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBUYHBI METa0OIU3M TOJIITEPOUHA OCYIIECTBIIsICTCS Yepe3 2D6 uzodopmy muroxpoma P450
(CYP2D6). Onnako B 4yacTu mOMyJsiuu, JumeHHod u3opepmenta CYP2D6, merabonmsm
npoucxoaut yepes uzopepment CYP3A. B a1oit rpynne HacenaeHus noAaBlieHue U30pepMeHTa
CYP3A npuBOAMT K 3HAYUTEIHHO 00J€e BHICOKMM KOHIICHTPAIUSAM TOJITEPOJUHA B CHIBOPOTKE.
B nmnonynsuumm ¢ HU3KUM ypoBHeM MeTtabonu3ma uepe3 uzopepmeHt CYP2D6 moxer
noTpedOBaTbCA CHUKEHHE J103bl TOJNTEPOJIMHA B MPHUCYTCTBUUM HHTHOUTOPOB H30(epMEeHTa
CYP3A, Takux Kak KIapUTPOMUILMH.

bensoouazenunvt (nanpumep, arnpazonam, MuOa3o0naM, Mpuasoiam)

[Ipu coBMecTHOM MpUMEHEHHWH MHJIa30jlaMa U TadJjeTok kiapuTpomunmaa (500 mMr nBa pasza B
neHb) otMeuanock ysenndeHne AUC mMuaazonama: B 2,7 pa3a nociae BHYTPUBEHHOTO BBEJIEHUS
myjiazonama. Eciam BMmecTe ¢ KIApUTPOMUIIMHOM IPUMEHSETCS BHYTpUBEHHas (opma
MH/1a30/1aMa, CIIeAYeT TIIATeIbHO KOHTPOJIMPOBATh COCTOSHUE NalMeHTa A BO3MOXKHOU
KOPPEKIIMU JI03BI.

BBenenue nekapcTBEHHOro Ipenapara 4epe3 CIM3UCTYI0 000JI0UKY MOJIOCTU PTa, KOTOPOE J1aeT
BO3MOXHOCTh O0OMTH NMPECUCTEMHYIO SJIMMUHAIMIO JIEKAPCTBEHHOTO Iperapara, CKopee BCero,
IpUBEET K B3aUMOJCHCTBUIO aHAJIOTHYHOMY TOMY, KOTOpO€ HAOII0aeTcsi MPH BHYTPUBEHHOM
BBEJICHUH MHJ1a30J1aMa, a He NP MepopaibHOM IIpUEME.

Taxkue e Mepbl IPEeIOCTOPOKHOCTH CIEAYET IPUMEHSATh U K APYyTrUM OeH30AHa3eMHaM, KOTOpbIe
metabonusupyiores uzopepmentom CYP3A, Brumouas Tpuazonam u  anmpasosam. s
OEH30/IMa3eNMHOB, BBIBEJIEHUE KOTOPhIX He 3aBUCUT OT u3odepmenta CYP3A (remazemam,
HUTpa3enaM, Jiopa3ernaMm), MaJOBEpPOSITHO KIMHUYECKH 3HAUYMMOE B3aUMOJCICTBHE C

KJIAPUTPOMHIIMHOM.
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TIpu COBMECTHOM TPHMEHCHHH KIAPHTPOMHLHA M TpHAsomtaMa-BOIMOIKEG Bos eieTEne Ha

ueHTpanbHyo HepBHyIO cuctemy (ILIHC), nanpumep, COHIIMBOCTD U CIyTaHHOCTh CO3HaHUs. B
CBSI3U C OTHUM, B CIIy4ya€ COBMECTHOTO NMPUMEHEHHsS, PEKOMEHIYEeTCsl CIEIUTh 32 CUMIITOMaMU
Hapymenus [THC.

BzanmoeiicTBHE ¢ IpYTMMH IIpenapaTaMu

Konxuyun

Konxunun sBrsiercst cyocrparom kak mzodpepmenta CYP3A, tak u Oenka-nepeHocunka P-gp.
H3BecTHO, YTO KIAPUTPOMUIIMH U JIPYrHe MaKpOJIHUAbI SBJISIOTCS MHTHOUTOpamMH M30(pepMeHTa
CYP3A u P-gp. [Ipu coBMecTHOM IIprieMe KJIapUTPOMHUIIMHA U KOJIXUITMHA HHTHOMpoBaHue P-gp
w/mm  m3odepmenta CYP3A MoxkeT mpuBeCTH K YCHWICHUIO JCUCTBUS KOJXHUIMHA.
3aperucTpupoBaHbI MOCTPETUCTPAIIMOHHBIE COOOLICHHUS O CIYYasX OTPABICHUS KOJIXUIIMHOM IIPU
€ro OJJHOBPEMEHHOM IpHEME C KIAPUTPOMUIIMHOM, Yallle Y MOXKUIBIX MaueHToB. HexoTopsie u3
OTHMCAHHBIX CIy4aeB MPOUCXOIMIH C MAMEHTAMH, CTPAAAIOIIUMU TOYEYHON HEOCTATOYHOCTHIO.
Kak coobmranocs, HEKOTOpBIE CITydan 3aKaHUYUBAIKCH JIETATEHBIM UCXOJIOM.

OnHOBpeMEHHOE NMPUMEHEHHUE KIAPUTPOMUIIMHA M KOJIXUI[MHA MPOTHBOINOKA3aHO (CM. paszen
4.3.).

Jueokcun

[Ipenmonaraercs, 4To0 AUTOKCUH siBIsieTcsl cyocTpatom P-gp. M3BecTHO, 4TO KIapUTPOMHULIMH
unruoupyetr P-gp. [lpu coBmMecTHOM mpHieMe KIapUTPOMHUIIMHA U JUTOKCMHA WHTHOMpPOBaHUE
P-gp  KJIapUTPOMHUIIMHOM  MOXXET TMPHUBECTH K  YCUJIEHUIO  JCHCTBUS  JUTOKCHHA.
[TocTperucrtpaniuoHHble HUCCIAEAOBAHMS TOKa3ajdd, YTO COBMECTHBIM MpPUEM JUTOKCHHA H
KJIAPUTPOMHUIIMHA TaKKE MOXKET TPUBECTH K IOBBIIMICHHIO CHIBOPOTOYHOW KOHIIEHTpAIlUU
JTUTOKCUHA. Y HEKOTOPHIX TMAalMEHTOB OTMEYAINCh KIWHUYECKHE CHUMITOMBI OTpaBICHUS
JUTOKCUHOM, BKJIIOYas MOTEHLUHUAIBHO JieTajdbHble apuTMuu. llpu coBMecTHOM mpueme
KJIAPUTPOMHUIIMHA U JTUTOKCUHA CIIEIYeT TIIATEIbHO KOHTPOJIUPOBATH KOHIIEHTPALIUIO IUTOKCHUHA
B CBIBOPOTKE KPOBH.

3udosyoun

OnHOBpeMEHHBIN MpUEM TaOJIETOK KIAPUTPOMUIIMHA U 3UIIOBYJUHA MEPOPATBHO B3POCIBIMHU
BUY-undummpoBaHHBIMA ~ TAIMEHTAMH MOXET TMPUBECTH K CHIDKCHHIO PaBHOBECHOU
KOHIEHTpAlUU 3UJOBYANHA.

[TockonpKy KIApUTPOMHULIMH BIUSIET Ha BCAachlBaHWE 3UJOBYAMHA MPU MEPOPATBLHOM IMpUEME,
B3aMMOJICHCTBHSI MOXHO B 3HAYHTENHHOW CTEMEeHH W30ekaTh, MPUHUMAS KIAPUTPOMHIIMH U
3UJOBYJMH C MHTEPBAJIOM B 4 yaca.

[TogoGHoOTO B3ammosercTBus He HaOmoAam y BUY-undumupoBanHbIX aeTel, MPUHUMABIIHX

JIETCKYIO0 CYCTICH3UIO KJIAPUTPOMHIIMHA C 3UJOBYJIMHOM WM JHIC30KCUUHO3UHOM. [IO0CKOIBKY
12
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KJIAPUTPOMULIMH MOKET MPEnsTCTBOBATh BCaC bIBAHIIO @%ﬁbﬂ?g@fﬁ "ﬁgﬁw I.E—):,ZI.I:I{-[)E}DI%;/II'—H-X]I{OM

IpHEeMe BHYTPh y B3POCIHBIX MAIMEHTOB, MOJ00HOE B3aMMOJICHCTBUE BPS JIM BO3MOXKHO TPHU
MCIIOJIb30BAHUU KJIIAPUTPOMULIHA BHYTPUBEHHO.

Denumour u 8aIbNPOEBAs KUCIOMa

NmeroTcss maHHBIE O B3aUMOJEHCTBHSIX HWHruouTopoB wu3zopepmenta CYP3A (Bkirouas
KJIAPUTPOMHUIIMH) C TpernaparaMu, KOTOPbIe HE METa0OIU3UPYIOTCS C MOMOIIBI0 HM30(epMeHTa
CYP3A (dbeHuTOMHOM U BaIBIPOCBONM KUCIOTON). J[Is1 JaHHBIX MpenaparoB, MPU COBMECTHOM
OPUMEHEHUH C KIAPUTPOMHUIIMHOM, PEKOMEHJIYeTCS OINpeesieHue HX CBhIBOPOTOYHBIX
KOHIIEHTPALUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBILICHHUH.

HBVHaHDaBHeHHOG B33HMOIIGI71CTBPIC JICKAPCTBCHHBIX ITPCIIapaToB

Amasanasup

Knaputrpomuiiva u atazanaBup SBJISIOTCS Kak CyOCTpaTaMu, Tak U HHTUOUTOpamMu u30pepMeHTa
CYP3A. CymectByeT CBUACTENHCTBO JABYHAIPABICHHOTO B3aMMOICHCTBUS 3TUX IIPENaparos.
CoBMecTHOE npumeHeHue kiaputpomunHa (500 mr nBa pasa B AeHb) U arazaHaBupa (400 mr
OJIMH pa3 B JIEHb) MOXKET NPUBECTH K JBYKPATHOMY YBEJIMYEHHUIO BO3JCHCTBUS KIapUTPOMULIMHA
u yMmeHbuieHUto BozaeuctBus 14-OH-knmaputpomunmna Ha 70 %, c yBennueHuem AUC
aTazaHaBupa Ha 28 %. brnarogaps mmpokoMy TeparneBTUYECKOMY AHMAMa30Hy KIAPUTPOMUIIMHA
YMEHBILIEHUE €TI0 J103bl y NAIMEHTOB C HOPMaJIbHOM (PyHKIIMEN ToYeK He TpeOyeTcsl. Y NalueHToB
¢ yMepeHHoH nouyedyHoi HenoctarouHocThio (KK 30—60 mur/MuH) 1032 KIIapUTpOMUIIMHA JOHKHA
ObITh YyMeHbIeHa Ha 50 %. V manmenToB ¢ KK menee 30 mui/MHUH 103y KJIapUTPOMULIMHA CIIEAYET
CHU3UTh Ha 75 %, WHCIONB3ys AJs 3TOTO COOTBETCTBYIOUIYIO JIEKApCTBEHHYIO (OpMy
kinaputpomuiivHa. KnaputpomunmH B no3ax, npesblmatonmx 1000 Mr B CyTKH, HeENb3s
MPUMEHSTh COBMECTHO C HHTUOMTOpaMH MPOTEas.

broxamopul «meoneHubix» Kaniblyuesbix KAHANO8

[Tpu oqHOBpEMEHHOM MPUMEHEHUH KJIAPUTPOMUIIMHA U OJIOKATOPOB «MEJICHHBIX)» KaJbI[UEBBIX
KaHaJoB, KoTopble MeTabonusupytorcs uszopepmentom CYP3A4 (mampumep, Bepamamwui,
aMJIOJUINH, JWITHA3EeM), CIEAyeT COOMI0AAaTh OCTOPOKHOCTb, MOCKOJIbKY CYIIECTBYET PHCK
BO3HUKHOBEHHUSI apTepHAbHOM TUNOTEH3UH. [lna3MeHHble KOHUEHTpauuu KIapUTPOMHUIIMHA,
TakkKe, KaKk M OJIOKATOPOB «MEIICHHBIX» KaJbI[MEBBIX KaHAJIOB, MOTYT TOBBIIIATHCS TMPHU
OJIHOBPEMEHHOM MPUMEHEHUU. ApTepuanbHas TUIOTEH3Us, OpaguapuTMHUS U JIAKTOAIM]I03
BO3MO>KHBI IIPY OJTHOBPEMEHHOM NpUeMe KIapuTPOMUIIMHA U Bepanamuia.

HUmpaxonason

KnaputpoMuniuH ¥ WTpakoHa30l SBISIOTCS CyOCTpaTaMH M WHTHOUTOpaMu H30(epMeHTa
CYP3A, 4ro omnpenenser ABYyHANpaBJICHHOE B3aWMMOJCHCTBHE MpenaparoB. KiapuTpomMuumH

MOXET IMOBBICUTH KOHICHTPALUIO UTpaKOHAa30J1a B IJIa3M€, B TO BPEMs KaK UTPaKOHA30J1 MOXKET
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NPUHUMAIOIIUX UTPAKOHA30JI M KJIAPUTPOMHULIMH, CIEAYeT TIATeIbHO 00cIe10BaTh Ha HAJTMUne
CHUMIITOMOB YCWJICHHUSI WIH YBEJIHUYEHHs UIUTENBHOCTH (hapmakonornyeckux 3¢(QexToB 3Tmx
MpernapaToB.

Cakeunasup

KnaputpoMuiinH 1 CakBHHABUP ABISIOTCS cyOcTpaTamMu 1 uHruouropamu nzopepmenta CYP3A,
4TO ONpEJeNsieT IBYHAIIPaBIeHHOE B3auMoieiicTBre npenapaToB. OMHOBpEMEHHOE IPUMEHEHNE
knaputpomunina (500 mr aBa pas3a B IeHb) U CAaKBHHaBHpa (B MSTKHUX >KETaTHUHOBBIX Karcynax,
1200 mr Tpu pasa B aAeHb) Y 12 310poBbIX 100poBobIeB BhI3bIBANIO yBenHMYeHHE AUC B Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CpPaBHEHHUU C IPUEMOM CAaKBHHABUpPA B
ornensHOCTH. 3HaueHUsI AUC u Cmax KJIapuTpoMuiiHa Obutd npubam3uTensHo Ha 40 % BhIme,
YeM IMpU MOHOTEpanuH KIAPUTPOMHUIMHOM. [IpM COBMECTHOM MNpPUMEHEHUH OTUX [BYX
MIpernapaToB B TEYEHHUE OIPAaHUYCHHOT'O BPEMEHHU B /103aX/COCTAaBaX, yKa3aHHBIX BbIIIE, KOPPEKIIUS
no36l  He TpeOyercs. Pe3ympTarhl HCCleOBaHWS JICKAPCTBEHHBIX B3aMMOJCHCTBHHA ¢
UCTIOJIb30BAaHUEM CAaKBMHABHPA B MSTKHX JKEJIATHHOBBIX KarcyllaXx MOTYT HE COOTBETCTBOBATH
s dexram, HaOIIOJAEMBIM MPU MPUMEHEHUN CaKBHHABHPA B TBEPIBIX JKEIATHHOBBIX KarCymax.
Pe3ynbrathl uccnenoBaHus JEKapCTBEHHBIX B3aMMOACHCTBUIM IPU MOHOTEPANIUU CAKBUHABUPOM
MOTYT HE COOTBETCTBOBATH addexram, HaO0JII0JTaEMBbIM npu Tepanuu
CaKkBUHApWHOM/pUTOHABUPOM. [Ipu mprueme cakBHHAaBHUpPa COBMECTHO C PUTOHABHUPOM CIEIyET
YUUTHIBATh MOTEHIIMAILHOE BIUSHAE PUTOHABUPA HA KIAPUTPOMUIIUH.

Coemecmmoe npumeHerue ¢ 2UOPOKCUXIOPOXUHOM U XTOPOXUHOM

JlanHble HAOMIOJEHWH TMOKa3aJd, 4YTO COBMECTHOE IPHUMEHEHHE a3WTPOMHUIIMHA C
THJIPOKCUXJIOPOXHHOM Y TAIIMEHTOB C PEBMATOMIHBIM apTPUTOM CBS3aHO C IOBBIIICHHBIM
PHCKOM  CEepAECYHO-COCYIUCTBIX COOBITUH M  CeplleYHO-COCYAMCTOM cMepTHocTH. M3-3a
BO3MOXKHOT'O aHAJOIMYHOIO PHUCKA MpHU NPUMEHEHHM APYrMX MAaKpoJUMIOB B COYETAaHUM C
THJIPOKCUXIJIOPOXHHOM WII XJIOPOXHHOM CJIEYET THIATEIhHO B3BECHTh COOTHOIICHUE TOJIB3bI U
pHCKa, TIpeXKAEe 4YeM Ha3HAYUTh KIAPUTPOMHIMH JIFOOBIM TAIeHTaM, TNPUHHMAIOIIM

THUAPOKCUXIIOPOXHH HUJIN XJIOPOXUH.

4.6. DepTUILHOCTb, 0€PEMEHHOCTH M JIAKTAIMNA

bepeMeHHOCTB

BbezonacHoOCTh MpUMeHEHHS KJIAPUTPOMHIIMHA BO BpeMs OEpEMEHHOCTH HE YCTaHOBJICHA.
OcHOBBIBasICH Ha Pa3JINYHBIX PE3YJIbTATAX, HOJYUYEHHBIX B HCCIEA0BAaHUAX HA )KUBOTHBIX, & TAKIKE
Ha OIBbIT€ MNPUMEHEHMs Y JIOAEH, Helb3sl MCKIIOYMTh BO3MOXKHOCTb HEOJaronpusiTHOrO

BO3JICUCTBUSI Ha 3MOpuoderanbHoe pa3BuTHE. HekoTopble HaOm0gaTeIbHBIE HCCIEIOBaHMUS,
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OIICHUBAIOIINE BO3JCHCTBHE KIApUTPOMULIMHA|B | 1 II%M@%EE%Q&J&L isanm

NOBBINIEHHBI  PUCK  CaMOIPOM3BOJILHOTO  abopTa 1O CPaBHEHHUIO C  OTCYTCTBUEM
AQHTUOMOTUKOTEPANIUK WIM TPUMEHEHHEM JpPYyTruX AaHTUOMOTHKOB B aHAJIOTUYHBIE CPOKHU
O6epemenHocTu. MMmeromuecss  3MUAEMUOJIOTUYECKUE  UCCIENOBaHMS  pPUCKA  CEPhE3HBIX
BPOXKJICHHBIX [TOPOKOB Pa3BUTHUS NPU NMPUMEHEHUH MAKPOJIMJIOB, BKIIIOYAsl KJIAPUTPOMUIIMH, BO
BpeMsi OEpEMEHHOCTHU IEMOHCTPUPYIOT IPOTUBOPEUHBEIC PE3YIbTATHI.

[TpuMeHeHHe KIapUTPOMUIIMHA TIPU OepeMeHHOCTH (0cO0eHHO B | TprMecTpe) BO3MOMKHO TOJIBKO
B Cllydae, KOIJla OTCYTCTBYET aJbT€pHATHUBHAS Tepanus, a NOTEHIMAJIbHAs I10JIb3a U1 MaTepu
IPEBBIILIAECT NOTEHIMAIBHBIN PUCK TS MJI0JA.

Jlakranys

Bb110 ycTaHoBIIEHO, 4TO peOEHOK, HAXOASAIIHMIICS HA TPYAHOM BCKapMIIMBAHUH, MOXKET MOTYyIHTh
okoio 1,7 % oT MaTepuHCKOW J03bl KJIAPUTPOMUIIMHA C MOMNPABKON Ha Maccy Tejaa MaTepu.
bezonacHoCcTh NMpHUMEHEHMs KIAPUTPOMHMIIMHA JJs JeTel Ha TpyJHOM BCKapMJIMBaHUM He
ycraHoBneHa. [Ipu HeoOXoaMMOCTH mpueMa B NEPHOJ TPYAHOTO BCKAPMIIMBAHHUS KOPMIICHHE
IPYyIbI0 HEOOXOAUMO MIPEKPATHUTb.

DepTUabHOCTD

I/ICCJ'IC,I[OBaHI/IH, IMPOBCACHHBIC HA KPbICAX, ITOKA3AJIN OTCYTCTBHUC BIIUAHUA HA q)epTI/IJ'ILHOCTB.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMHU U PadoTaTh €
MeXaHU3MaMH

JlaHHBIE OTHOCUTENHHO BIUSHUS KIAPUTPOMHIIHA HA CIOCOOHOCTH K YIIPaBICHUIO aBTOMOOUIIEM
U MeXaHU3MaMu OTCYTCTBYIOT. CrnexyeT coOM0gaTh OCTOPOXXHOCTh TpPU  YIPaBIECHUU
TPAHCIIOPTHBIMU CPEACTBAMH M MEXaHHW3MaMH, YYUTHIBAS TOTECHIIMAIBHYIO BO3MOXKHOCTH
TOJIOBOKPY)KEHHS, BEPTUTO, CIYTAHHOCTH CO3HAHUS U JIE30PUEHTALIMHM, KOTOpPHIE MOTYT

BO3HUKHYTH IIPpU ITPUMCHCHUU NTAHHOTO IIpCIiaparta.

4.8. HexeaaTeabHble peakuu

Tabauunoe pE3IOME HEXKENATEIbHBIX PEaKIINN

HexenartenpHble peakiiny NepedrciIeHbl HUKE B COOTBETCTBUH € KJIaccu(HUKAIUEH 10 OCHOBHBIM
CHCTeMaM M OpraHaM M 4acTOTE€ BCTPEYAEMOCTH, KOTOpas ObLIa OIpeeieHa B COOTBETCTBHH C
kiaccudukanueit BecemupHoit opranuzanuu 3npaBooxpaHeHus (BO3): ouenp uwacto (= 1/10);
gacto (> 1/100, Ho <1/10); Hewacto (> 1/1000, HO <1/100); peaxo (> 1/10000, o <1/1000); oueHb
peanko (< 1/10000); wacroTa Heus3BecTHa (Ha OCHOBAaHMHM HMEIOIIUXCS JIaHHBIX OIICHUTH
HEBO3MOKHO). [lepeueHb HeXenaTeNbHBIX PEAKIUNA C TPYNIUPOBKON MO CHCTEMHO-OPTaHHBIM

KJIaccaM W 9acToTe npezcTanieH B Tabmure 1.
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Taobmuma 1. CBeneHus 0 4acTOTe HEXKEIATEIBHEI

UCCJIEJOBAHMIX KJIAPUTPOMHUIIMHA.

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 21.01.2025 N2 1112

k peariil) saperudpuposanibi bl dinx

CucTeMHO-OpPraHHbI Kjacc

YacroTa

HeskenarenbHble peakunu

Nudexunn u naBa3uu

Heuacto

I_ICJ'IJ'II-OJ'II/IT]' )

KaH/IU03,
racTpOIHTEPUT?,
BTOpPUYHBIE MH(EKIUM

(B TOM uncie

BarvHaJIbHBIC)

YacrtoTa
HEU3BECTHA

MICEBIOMEMOPAHO3HBII KOJIHT,
poxa

Hapymenuss co  CTOpOHBI

Yacto

CBIIIb

HMMYHHOﬁ CHUCTCMBbI

Heuacto

aHa(UIAKTONTHAS PEaKIHs

runcpYyBCTBUTCIBHOCTD,
JepMatuT Oysie3Hbli’,

3yn,

KpallMBHHILIA,

MakyJiomnairyJje3Has CI:'II'IL3

YacrtoTa
HEU3BECTHA

aHa(pUIaKTHYECKas peaKIus,
AHTMOHEBPOTUYECKUN OTEK,

CEpPbE3HBIE KOKHBIE HEKEIIATEIIbHBIE PEAKIIUU
(Hampumep,  OCTpBIM  T€HEepaTM30BaHHBIN
AK3aHTEMAaTO3HBIN MyCTYJE3),

cunapom CtuBeHca-/>KOHCOHa,

TOKCHYECKHUH HIEPMaJIbHBIN HEKPOJIN3,
JIEKapCTBEHHAs] ChIIb C J03MHOMUINEH
CHUCTEMHOM CUMIITOMAaTUKOU (DRESS-

CUHPOM)

Hapymenust merabonusma u
MTATAHUS

Heuacto

aHOPEKCHS,
CHHKCHUC aIllIeTUuTa

[Icnxnueckne HapyuIeHUs

Yacto

OeccoHHHIIA

Heuacto

OCCIIOKOMCTBO,

IOBBIIICHHAA BO36YI[I/IMOCTB3

YacTtoTa
HEeW3BECTHA

MICUXOTUYECKHE PAaCCTPOMCTRA,
CITyTaHHOCTh CO3HAHUS,
JeTIepCOHAIN3aINS,
JeTIPECCHS,

JIe30pHUEHTAITHS,
TJLTIONMHAIAY,

HApYIICHUs  CHOBUICHHIA

CHOBHJICHUA),

(«KOI_HMapHBIe»

napecre3us,
MaHUus

Hapymenust co ctopoHbl
HEPBHOM CHUCTEMBI

Yacto

roJI0BHAs 0OJIb,
JIUCTCB3HS
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Heuacro HoTepst RO EATENBHOCTE 000T)
JUCKUHE3MS,
rOJIOBOKPY’KEHUE,
COHJIMBOCTb,
TpeMop
Yacrora CYJOpOrH,
HEM3BECTHA | areB3us (IIOTepsi BKYCOBBIX OLIYIIEHHUI),
napocmus,
aHoCMUs
Hapymienust co cTopoHsl Heuacro BEPTHUTIO,
opraHa ciyxa u JJaOupuHTa HapylIeHUE CIIyXa,
3BOH B yIlIax
Yacrora [IyxoTa
HEU3BECTHA
Hapymienust co cTopoHsl Heuacro OCTaHOBKA cepma’,
cep/ua GubpuIIALIMS npencepmii’,
YAJIMHEHUE WHTEpBajia QT Ha
AIIEKTPOKapAnorpamMmme,
SKCTpacucToNus!,
OLYIIEHUE cepALeOreHus
Yacrora JKeITyT0UKOBasi TaXUKapAus, B TOM YHCIIE TUIIA
HCU3BECTHA | «qrupydT»,
GuOpUIIIALINS KEITyI0UKOB
Hapymenust co cTopoHsl Yacro Ba30MIATAIINS
COCY/IOB Yacrora KPOBOTEUECHHE
HEU3BECTHA
Hapymienust co cTopoHsl Heuacro actma’,
JIBIXaTeIbHOM CUCTEMBI, HOCOBOE KPOBOTEUEHHUE?,
OpPraHOB I'PYIHOU KJIETKH U TPOMO0IMOOIIHS IETOUHOM apTepHu:
CpenoCTeHUs
KenynouHo-KueyHble Yacro auapes,
HapyLIEHUS pBOTa,
JUCIIETICHS,
TOILHOTA,
00J1b B 00JIACTH KUBOTA
HeuwacTo a30darut!,

racTpos3odareanpHas pedIoKcHas 00JIe3Hb?,

racTpur,
TIPOKTANITHSA?,
CTOMATHT,
IJIOCCHT,
B3/1yTHE KHUBOTA,
3arop,

CyXOCTb BO PTY,
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oTpEnii CITEQOBATENEHOCTE 000T)

METEOPU3M,
X0JIeCTas,
renaTuT B T.4. XOJSCTaTUYCCKUW  WIIU

FeHaTOHeHHIOHHpHBIﬁ4

YacroTa OCTpBIN aHKPEaTHT,

HEU3BECTHA | U3MEHEHHE 1IBeTa s3bIKa U 3y00B,
MEeYECHOYHAs HEJIOCTATOUYHOCTb,
XOJIECTATUYECKAs JKENTyXa

Hapymenus co cropons! koxu | Hacro MHTEHCUBHOE MOTOOTIEIEHUE
Y MOJIKOKHBIX TKaHEH YacroTa aKHe
HEN3BECTHA
Hapyienus co ctopoHbl Heuacto MBIIIEYHBIH CrIazM®,
MBIIIEYHOH, CKEJIETHOU U KOCTHO-MBILIEYHAs! CKOBAHHOCTB?,
COEAMHUTEIIbHON TKaHU MHUAITHs2
Yacrora pa6aomuonuz?,
HEU3BECTHA | qponaTus
Hapymenust co croponsl noyek | Yacrora MOY€YHasi HEJOCTaTOYHOCTb,
Y MOYEBBIBOJAIINX ITyTEH HCU3BCCTHA | yHTEPCTUIIMAIBHBIA HePpUT
O6mue HapymeHus u peakiuu | OueHpb ¢b1edut B Mecte MHBEKIUH |
B MECTE BBEICHUS 4acTo
YacTo 60JTb B MECTE HHBEKIIHH?,
BOCTIAJIEHHE B MECTE MHBEKINN
Heuacro HeoMoranue”,
THIIEpTEPMHS,
acTeHwusl,
6onb B IpyHOI KileTke?,
030007,
YTOMJISIEMOCTh
JlabopaTopHbie 1 Yacto OTKJIOHEHHE B TICYCHOYHOU Mpooe
WHCTPYMEHTAJIbHBIE JaHHBIE Heuacto TOBBIIIEHNE KOHLIEHTPAIUK KpeaTHHUHAY,

MOBBIIICHNUEC KOHOCHTpAUN MO‘-ICBI/IHLI]',

M3MEHEHUE OTHOIICHUS
aJIB6YMI/IH/FJ'IO6an/IH1,
JICUKOTICHUSI,
HelTponenus’,

ro3uHOpUINS®,

TPOMOOITHTEMHS,

MOBBIIIEHUE aKTUBHOCTHU
anannHaMuHoTpaHchepassl (AJIT),
acriapraramuHoTpancdepassl (ACT),
rammaraytamuiTpaacdepassl (ITT)%,
menounoit gocarassr?,

nakrataernaporenassl (JIJT)

YacroTa arpa”yJouTO3,
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HEeM3BeCTHa || TpoMOOLrTontums, - | = [BAUL TE UUUT]

YBCIIUUCHUC 3Ha4YCHUA MCXKAYHApPOAHOI'O
HopManu3oBaHHoro otHouenus (MHO),
YAJTUHEHUE MPOTPOMOUHOBOTO BPEMEHH,
M3MEHEHHE [[BETa MOYH,

IIOBBIIIEHUE KOHLIEHTpalUuu OwiupyOuHa B
KpPOBHU

*_—B HEKOTOPLIX COO6HI€HI/I$IX (6} pa6ILOMI/IOHI/I3C KIIAQpUTPOMHUILIMH MMPUHUMAJICA COBMCCTHO C APYTUMU

JIEKapCTBEHHBIMU CPEJCTBaMH, C MPHEMOM KOTOPBIX, KaK M3BECTHO, CBS3aHO Pa3BHTHE PadAOMHOIIN3A
(ctaTunbl, GpUOPATHI, KOJXUIMH WU aJUIOMYPUHOI); 1| — COOOIIECHHS O JaHHBIX HEKENATEIbHBIX PEeaKIHIX
OBUTM TIOJTyYEHBI TOJBKO MPU MPUMEHEHUH KIAPUTPOMHLIMHA B JIEKAPCTBEHHOH (hopme IHopumm3ar s
MIPUTOTOBJICHUST pacTBOpa IUisi WHPY3UH; 2 — COOOLICHUSI O JAaHHBIX HEKENATENbHBIX PEaKLusX ObUIN
MOJY4YeHBl TOJIKO TMpU TPUMEHEHWW KIAPUTPOMHUIIMHA B JIGKAPCTBEHHOH (opMme TaOJIeTKHu C
MPOJIOHTUPOBAHHBIM BBICBOOOKACHUEM, MOKPHITHIE MJICHOYHOH 000JI0YKOif; 3 — COOOIIEHUS O JaHHBIX
HEXKENaTeNbHBIX PEeaKIUsIX OBUIM TONyYeHbl TOJNBKO MPH MPUMEHEHWH Iperapara KIapUTPOMHUIIMHA B
JIeKapCTBEHHOW (opMe TpaHyIbl JJisl IPUTOTOBICHUSI CYCIICH3UH AJIsl IpUeMa BHYTpPb; 4 — cOOOIIeHHs O
JAHHBIX HEXENATeNbHBIX PpeakUusX ObUIM MOMy4YeHbl TOJNBKO MPH HPUMEHEHHM IIpernapara
KJIApUTPOMUILIMHA B JICKAPCTBEHHON (hopMe TaOIEeTKH, MOKPHITHIE INICHOYHOU 000JI0UKOH.

IIpoune 0CO0BIE NOoNVyJIAINHU

Tayuenmoi ¢ no0agIeHHbIM UMMYHUMENMOM

VY naunueHTOoB € cuHApoMOM mnpuoOpereHHoro wummyHoneduuura (CIIUA) u apyrumu
UMMYHOAEPUIIMTAMH, TMOIYYarOIIUX KIAPUTPOMHUIMH B 0oJjiee BBICOKMX J103aX B TEUEHHUE
JUINTEJIBHOTO BPEMEHU ISl JIEYeHUsT MUKOOAKTEepUATbHBIX MH(EKIHHA, YacTO TPYAHO OTJIMYHUTH
HexenarenbHble 3¢(@exTsl mpenapara or cuMmntoMoB BUY-nHpexkuun iy comyTCTBYIOIIETO
3a00J1eBaHuA.

Haunbonee yacTeiMu HexenaTenbHBIMU SBICHUSMH Y MAIIMEHTOB, IPUHUMABILINX CYTOUHYIO /103y
KJIapuTpOoMHLIMHA, paBHYI0 1000 Mr, OBLIH: TOIIHOTA, PBOTA, U3BpAlllEHUE BKYyca, 00JIb B 001acTH
KHUBOTA, JAMAapesi, Cblllb, METEOPU3M, I'OJOBHAas 0OJb, 3aMop, HapyLUIeHHE CIyXa, MOBBIIICHHE
akTuBHOCTH ACT u AJIT B kpoBu. Takke OTMEUAIKUCh CIIydau HEKEIATENbHBIX SIBJICHUN ¢ HU3KON
4acTOTOW BOZHUKHOBEHHUS, TaKH€ KaK OJbIIIKA, OECCOHHULIA U CYXOCTh BO PTY.

VY nmanueHToB C MO/aBJICHHBIM UMMYHUTETOM MPOBOAMIIHN OLIEHKY JIAOOPATOPHBIX MOKa3aTenei,
AQHAIN3UPYS UX 3HAYUTEIbHbIE OTKJIOHEHHSI OT HOPMBI (PE3KOE MOBBIIEHUE WM CHIKEHne). Ha
OCHOBaHUU JAHHOTO KpuTepus y 2—-3 % NalMeHToB, MOJy4YaBUIMX KJIAPUTPOMHIMH B J103€
1000 mr exxemHEeBHO, OBLIO 3apETUCTPUPOBAHO 3HAYUTENbHOE TMOBBIMIeHHEe akTUBHOCTH ACT n
AJIT B KpoBH, a TaKKe€ CHHKEHHUE YHUCIA JICHKOIMTOB U TPOMOOITUTOB. Y HEOONBIIOTO YHCIIa
NAIMEeHTOB TaKXKe ObUIO 3aperHCTPUPOBAHO TOBBIIICHHE KOHIEHTPALMUM OCTATOYHOIO a30Ta

MOYCBUHEHI.
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IIpeanonaraercs, 4ToO 4acTOTa, THII U TAKECTh HEXKEJIATEIbHBIX PEAaKIMM Y IeTeH Takas ke, KaK y

B3pOCIIBIX.

COO6H_IGHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmare 0 10J03pEBACMBIX HEXKENATENIbHBIX PEAKIUAX TI0CIe PErucTpaluu
JICKapCTBEHHOTO TIperapara ¢ meibio 00ecrevYeHrs: HeMPEePhIBHOIO MOHUTOPHHTA COOTHOIICHHUS
«T10JIb3a-PUCK» JIEKAPCTBEHHOr0 Tpemnapara. MeTuIMHCKUM pabOOTHHUKAM pEKOMEHAYETCs
coo0IaTh O JIIOOBIX MOJI03PEBACMbIX HEXKENATENIbHBIX PEaKIUAX JEKapCTBEHHOTO Ipernapara
YCpe3 HALIMOHAJIBHBIC CUCTCMBI COO6HIGHI/I$I 0 HCXKCJIATCIIbHBIX PCAKIUAX IOCyAapCTB — YJICHOB
EBpa3uiickoro 3K0HOMUYECKOr0 COI03a.

Poccuiickas @enepanus

OenepalnibHas Ciryx0a 1Mo Haa30py B cepe 3IpaBoOXpaHEHUSI.

Anpec: 109012, r. Mocksa, CraBsiHCKasl IJI0IIa1b, 1. 4, cTp. 1.

Tenedon: +7 800 550 99 03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:

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

4.9. Ilepeno3mpoBka

CHMIITOMBI

[Tpriem OONBIION O3Bl KIAPUTPOMHIIMHA MOXKET BBI3BaTh CUMITOMBI HapYIICHUH CO CTOPOHBI
KEITYTOTHO-KHUIIIEYHOTO TPAKTA.

Y omgHOro mnamueHTa ¢ OWIONSPHBIM pPACCTPOWCTBOM B aHaMHE3e Iocie mpuemMa § T
KJIQPUTPOMHUIIMHA OMTUCAHBl U3MEHEHUS TICUXUYECKOTO COCTOSIHHSI, TApaHOUIATbHOE TTOBEICHUE,
TUTIOKATTUEMUS U THIIOKCEMMSI.

JleueHme

[Ipu mepeno3upoBKe cleqyeT YIAAIWTh HEa0COPOMPOBAHHBIA MpemapaT U3 KeIyI04HO-
KHIIEYHOTO TpakTa (MPOMBIBAHUE KENYAKA, TPUEM aKTHBUPOBAHHOTO YISl M Ap.) U MPOBECTH
CUMIITOMAaTHYCCKYIO Tepanuio. ['eMoawann3 W TEepPUTOHCATBHBIN JHadN3 HE OKa3bIBAIOT
CYIIECTBEHHOTO BJIMSHUS Ha KOHIICHTPAIMIO KIIAPUTPOMHIIMHA B CHIBOPOTKE, YTO XapaKTEPHO U

JUIS APYTUX MPENapaToB Pyl MAaKPOIHUJIOB.

5. ®APMAKOJIOTHUYECKHE CBOMCTBA
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51. ®apmakoauHAMHYeCKHE CBOWMCTBA

dapmakoTepaneBTHUECKas TPyIa: aHTHOMOTHK-MaKPOJIH/L.
Kon ATX: JO1FAQ09

MexanusM aeiicteus U hapMakoaruHaMuueckue dhheKThI

KJ'IapI/ITpOMI/II_II/IH SABJIACTCA IOJIYCHHTCTUYCCKHUM aHTUOMOTHKOM rpyiiibl MakKpoOJUI0B H
OKa3bIBaeT aHTHOAaKTepHallbHOE JeiicTBHe, B3amMmojeictBys ¢ S50S  pubGocomanbHOMN
CyObeqMHMIICH U OJaBIIsAA CUHTE3 Oenka OakTepuil, UyBCTBUTENBHBIX K HeMY. Kiapurpomuriix
MMPpOACMOHCTPHUPOBAI BBICOKYIO AKTHBHOCTDb in Vitro B OTHOLIEHUM Kak CTaHAAPTHBIX
na6opaTopHHx mTaMMOB 6aKTepHﬁ, TaK W BBIACICHHBIX Yy IAIUCHTOB B XOA€ KJIMHUYECKON
IMPAKTHUKHU. HpOHBJISIeT BBICOKYIO aKTMBHOCTb B OTHOIICHUHW MHOT'HUX a3pO6HI>IX n aH33pO6HI)IX
TpaMIIOJIOXKHUTCIIBHBIX U I'PaMOTPULATCIIbHBIX MUKPOOPTraHU3MOB. MunumanbHbie IIOAAaBJIAOIIINC
koHneHTpanuu (MIIK) knaputpomunivna ans 60onblIMHCTBA Bo30yauTeneit menbiie, yem MITK
SPUTPOMHUIIMHA B CpeiHEM Ha 011HO log2 pa3Benenue. Kimapurpomurius in Vitro BHICOKOAKTHBECH B
orHourenun Legionella pneumophila, Mycoplasma pneumoniae. Oka3biBaeT OakTEpUIMIHOES
neiicteue B otHouienun Helicobacter pylori, nanHas akTHBHOCTH KJIAPUTPOMUIIMHA BBIIIE TIPH
HelTpanbHoM pH, yem nipu kuciom. Kpome Toro, manusie in Vitro u in Vivo yka3slBaroT Ha TO, YTO
KJIAPUTPOMMUIIMH ICUCTBYET HA KIMHUYECKU 3HAYUMBbIE BUIBI MUKOOAKTEPUH. Enterobacteriaceae
u Pseudomonas spp., Takxe, Kak U Ipyrue He (pepMEHTUPYIOIINE JaKTO3y IPaMOTPUIIATeIbHBIC
6aKT€pI/II/I, HC YYBCTBHUTCJIbHBI K KIIAPUTPOMUILIUHY. AKTHBHOCTEL KIIApUTpOMHUIIMHA B OTHOIICHHHU
OOIBIIMHCTBA IIITAMMOB MEPCUNCIICHHBIX HUKC MUKPOOPIraHU3MOB OKA3aHA KaK in VitI’O, TaK U B
KIIMHUYECKOU IMPAKTHUKE IIPpU 3&60J’IeBaHI/I}IX, MEPCUUCIICHHBIX B pa3Jciic 4.1.
A3p06Hbl€ cpamnoioacumebHvle MUKpoopecanusmbl.

« Staphylococcus aureus

« Streptococcus pneumoniae

 Streptococcus pyogenes

« Listeria monocytogenes
Aspobuvle epamompuyamenvHble MUKPOOPSAHUIMBL.

« Haemophilus influenzae (H. influenzae)

« Haemophilus parainfluenzae

» Moraxella catarrhalis

 Neisseria gonorrhoeae

» Legionella pneumophila
/lpyaue mukpoopeanuzmol:

« Mycoplasma pneumoniae

« Chlamydia pneumoniae (TWAR)
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Muxobakmepuu:

CMNEPTHOMY OTUETY

» Mycobacterium leprae

» Mycobacterium kansasii

» Mycobacterium chelonae

» Mycobacterium fortuitum

» Mycobacterium avium complex (MAC) — xomrutekc, Brimovaronuii Mycobacterium avium

u Mycobacterium intracellulare

HpOI[}IKI_[I/I}I OeTa-1akTaMasbl HE OKA3bIBAET BIMSAHUS Ha aKTUBHOCTD KJIIapUTPOMHUIIMHA.
BonpmmHCTBO MITAaMMOB CTa(bI/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIIJIMHY W OKCAalUJIJINHY,
00J1a/1a10T YCTOMYMBOCTBIO U K KJIIAPUTPOMULIUHY.
Helicobacter pylori
YyscreutenabHocts Helicobacter pylori (H. Pylori) k kinaputpoMuIiHy u3yvanach Ha H30JATax
H. pylori, Beinenennbix ot 104 marueHToB, 10 Havyaia Tepanyu npemnaparom. Y 4 maiieHToB ObLH
BBIJICTICHBI PE3UCTEHTHBIC K KJIAPUTPOMUIIMHY mTaMMbl H. pylori, y 2 — mramMMbl ¢ yMepeHHO#H
PE3UCTEHTHOCTBIO, ¥ OCTANbHBIX 98 mammeHToB HM30JsATHl H. pylori ObuM 4yBCTBHTENBHBI K
KIIapUTPOMUILIUHY.
KJ'IapI/ITpOMI/II_II/IH OKa3bIBACT HeﬁCTBHe in vitro A B OTHOILIECHHU OOJBIIMHCTBA IITAMMOB
CIENYIOIINX MHUKPOOPTraHU3MOB (OAHAKO Oe30macHOCTh W 3(PGEKTUBHOCTh HCIOJIb30BaHUS
KIIapyuTpOMUIIMHA B KIIMHHYECKOU MPAKTHUKE HC IMIOATBCPKACHA KIIMHUYCCKUMU UCCIICAOBAHUAMU,
U MPAKTUYCCKOC 3HAYCHUC OCTACTCA HeHCHHM)Z
A3p06Hbl€ cpamnoioxHcumelbHvle MUKpoOOpcanu3smbl.:

« Streptococcus agalactiae

« Streptococci (rpynmsi C, F, G)

« Viridans group streptococci
Aspobuvie epamompuyamenvhvie MUKPOOP2AHUZMBL!

 Bordetella pertussis

+ Pasteurella multocida
AHa3p06Hbl€ cpamMnojioocumenbHbvle MUKpOOP2aAHU3IMbL.!

 Clostridium perfringens

» Peptococcus niger

 Propionibacterium acne
Anaspobuvie epamompuyamenvhvie MUKPOOP2SAHUZMYL.

« Bacteroides melaninogenicus
Cnupoxemui:

 Borrelia burgdorferi
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Kamnunobaxmepuu:

» Campylobacter jejuni
OCHOBHBIM  METAa0OMUTOM  KIAPUTPOMUIIMHA B  OpraHU3Me  4YeloBeKa  SIBISETCS
MHUKPOOHMOJIOTHYECKH aKTUBHBIH MeTtabomut 14-OH-kmaputpomuriua. MuKpoOHOIOrHYecKast
aKTUBHOCTh MeTaboIuTa Takas ke, KaKk y MCXOJHOTO BeIlecTBa, WM B 1-2 pas3a ciabee B
OTHOIIICHHH OOJIBIIUHCTBA MHKpoopranu3MoB. Hckimouenue cocrasiasier H. influenzae, B
OTHOUIEHUU KOTOPOIl 3 PEeKTUBHOCTh MeTa0OINTA B /1Ba pa3a Bblie. ICX0HOE BEIIECTBO U €ro
OCHOBHOI1 METa0O0JIUT OKa3bIBAIOT TUOO0 aJINTUBHBII, TNO0 cuHepruyeckuii 3¢(HeKT B OTHOIICHUN
H. influenzae B ycnoBwusx in Vitro u in Vivo B 3aBUCMOCTH OT LITaMMa OaKTepHil.
Tect Ha 4yBCTBUTENBHOCTh
KonnuecTBeHHbIE METO/BI, TpeOyrolIMe U3MEPEHUs TUaMeTpa 30HbI MOJABICHUS POCTa, JAOT
HauboJsee TOYHBIE OLIEHKH YyBCTBUTEIBLHOCTU OAKTEpUN K aHTUMUKPOOHBIM npenaparam. OgHa
U3 PEKOMEHAYEMBIX METOJUK JUIsl OINpPEAENCHUS YYBCTBUTEIBHOCTH MCIOJIb3YET JUCKH,
UMIIPETHUPOBaHHbIE 15 MK KinapuTpomunuHa (qucko-auddy3nonnasii meron Kupou-bayspa);
[IpY UHTEPIPETALMU TeCTa AUAMETPhI 30H MOJABJICHHS POCTa KOPPEIUPYIOT co 3HaueHusmMu MITK
knaputpomuninia. 3uadenust MIIK onpenenstorcs MeTooM pa3BeieHus: B OyJlIbOHE WM B arape.
[Ipy uCHONB30BaHUU STUX METOJUK OTYET U3 JIabopaTOpHUM O TOM, YTO ILITAMM SIBISIETCS
«4YyBCTBUTENIbHBIM», yKa3blBaeT Ha TO, YTO BO30YAMTENb MH(EKLNHU, BEPOSTHO, OTBETUT Ha
nedenue. OTBET «PE3UCTEHTHBII yKa3bIBaeT HA TO, YTO BO30YAUTENb, BOBMOXKHO, HE OTBETUT HA
nedyeHre. OTBET «IPOMEKYTOUHAs YYBCTBUTEIBHOCTBY» IPEAINOJAraeT, 4To TeparneBTUYECKUN
abdexT mnpemapata MOXKET OBITh HEOJHO3HAYEH WJIM MHUKPOOPTAaHU3M MOXKET OKa3aThCs
YYBCTBUTEJBHBIM TIPU MCIONb30BAaHUM OO0Jee BBICOKMX [03 IpemnapaTa (IMpoMeXyTO4Has

YYBCTBUTCIIBHOCTD TAKKC HA3bIBACTCA <<YMepeHHOﬁ IlyBCTBI/ITe.]'HpHOCTIJI-O))).

5.2. ®apmakoKHHeTHYeCKHE CBOHCTBA

AOGcopOnus

dapMaKOKHMHETHKA KIAPUTPOMHIIMHA B JIEKAPCTBEHHOW (opMe TabJIETKU ¢ MPOJOHTMPOBAHHBIM
BBICBOOOXKJICHMEM ObUla HM3y4eHa Yy B3POCIBIX I0 CpPaBHEHHIO C KJIAPUTPOMUIIMHOM B
JIeKapCTBEHHON ¢opMe TalJeTKH C OOBIYHBIM BBICBOOOXKAEHMEM B go03ax 250 u 500 wr.
BcacreiBanme npemnapaTa B 000MX ciaydasx ObIJIO OTMHAKOBBIM MPU HA3HAYCHUH B SKBUBAJICHTHBIX
no3ax. [lpmem nmumM  yBenMYMBAET BCACbIBAHWE  KJIAPUTPOMUIIMHA,  CIIEAOBATEIBHO,
KJIAPUTPOMMUILIMH, TAOJIETKU C MPOJIOHTUPOBAHHBIM BBICBOOOKICHUEM, TOJKHBI IPUHUMATHCS BO
BpeMs mnpuema mun. Kmaputpomuima wmerabommsupyercss B cucteme CYP3A mnedeHn.

AGcomoTHas OMO0CTYIHOCTh cocTaBisieT okoso 50 %. [Ipu npreMe NOBTOPHBIX 103 Mpernapara
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HN3MCHSJICA.

Pacnopenencuue, 6I/IOTDaHC(bODMaLII/I$I " SJIMMHUHaNuA

In vitro

Hccnenosanus in Vitro mokasaiiu, 4To KIAPUTPOMHUIIMH CBA3BIBACTCS ¢ OSIKaMK T1a3Mbl KPOBU Ha
70 % B xonuentpauuu ot 0,45 no 4,5 mxr/mi. Ilpu xkoHuentpamuu 45,0 MKr/MiI CBSI3bIBaHUE
cHwkaercs 110 41 %, BeposATHO, B pe3yJbTaTe HACBIIICHUS MECT CBSA3bIBAaHHS. DTO HAOIIOAAETCS
TOJIBKO TP KOHIEHTPALIUAX, MHOTOKPATHO MPEBBIIIAIOIINX TEPANIeBTUYECKYIO.

In vivo

HccnenoBanus in VIVO Ha XHBOTHBIX MOKa3aJid, YTO KIAPUTPOMHUIIMH MPHCYTCTBYET BO BCEX
TKAHSIX, 3@ UCKJIIOYEHHEM LIEHTPAIbHON HEPBHOM CHUCTEMBbI, B KOHIIEHTPALUAX, B HECKOJIBKO pa3
MpeBBIIIAIOIINX IU1a3MeHHble. Hambonee Beicokue KkoHneHTpauuu (B 10-20 pa3 Belme
TJIa3MEHHBIX ) 0OHAPYKUBAIKUCH B IEYEHHU U JIETKHX.

300posvie 006po6onbYbLI

V¥ nauuenTtos, npuHUMaBIIKX 500 M KITapUTPOMUILIMHA O/IMH Pa3 B IEHb BO BpeMs IIpUeMa MUy,
Chmax k1aputpomuiinaa u 14-OH-kimaputpoMuiiHa B ruiazme KpoBu coctanisiia 1,3 u 0,48 Mxr/mi
COOTBETCTBEHHO. T1/2 KIApUTpOMMIIMHA M MeTabonuTa coctaBuiud 5,3 4vaca u 7,7 4YacoB
cootBeTcTBeHHO. [Ipu mpueme pazoBoii m03b1 kinaputpomuiinHa 1000 mr (2x500 mr) Cmax
KJIAPUTPOMHUIIMHA U €0 THIPOKCHIIMPOBAHHOTO MeTaboauTa gocturana 2,4 Mxr/mia u 0,67 Mkr/mi
COOTBETCTBEHHO. T1/2 KTapuTpoMuLIMHA Ipu preMe B fo3e 1000 mr coctasuin 5,8 yaca, Torga Kak
AHAJIOTMYHBINA Mokazarens 1 14-OH-knaputpomununaa cocraBui 8,9 yaca.

Bpems Hactymiienus MmakcumanbHOM KoHIeHTpauuu (Tmax) mpu npueme kak 500 mr, Tak u 1000
MI' COCTaBWJIO MPHUOMU3UTENbHO 6 4acoB. Cmax 14-OH-knapuTpoMuiimHa HE yBeIWYHBAJIaCh
IIPONOPLUOHAIIBHO J103€ KJIAPUTPOMHUIIMHA, B TO BpeMs Kak T1/2 Kak KJIapUTPOMHUIIMHA, TaK U €r0
THJIPOKCUIMPOBAHHOTO METaboJITa MMeNl TEHACHIUIO K YBEIMUYEHHIO C TMOBBIIIEHUEM J03bI.
Takass HenuHelHas (apMaKOKMHETHKAa KIAPUTPOMMIIMHA B COYETAaHUU C YMEHbIIEHUEM
oOpa3zoBanus 14-ruIpOKCUIMPOBAHHBIX U N-1eMEeTHINPOBAHHBIX TPOYKTOB MPU BBICOKUX JI03aX
yKa3plBa€T HA HEJNMHEHHBIH MeTa0oau3M KIapUTPOMMIIMHA, KOTOPBIM CTaHOBHUTCS OoJjee
BBIPAKEHHBIM IIPU BBICOKHUX J03aX.

[Toukamu BeIBOAUTCS TPUOIN3UTENBHO 40 % MOCTYNMUBLIETO B OPTaHU3M KIAPUTPOMHUIIMHA.
Kumeunukom BeiBoiuTCst ipuMepHo 30 %o.

Dapmakokunemura y nayueHmos

Knaputpomuniua u ero merabonmut 14-OH-knaputpomMuninH ObICTPO MPOHMKAIOT B TKAaHU U
KHUJIKOCTU opraHu3Ma. VMeroTcss orpaHUYeHHbIE AAaHHbBIE, CBUACTEILCTBYIOIIKE O TOM, YTO

KOHIEHTpalusl KIAPUTPOMUIIMHA B LEPeOPOCHUHAIBHON KHUAKOCTU MPHU MEepOopaIbHOM MpueMe
24



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 21.01.2025 N2 1112

He3HauuTeNbHa (T.e. TOMbKO 1-2% OT KOHIE TpaHI/II/I(l];ll_'é:I;I'I;@E%'LIIIEYQﬁ' ph -I;Eﬁf;'h';gﬂﬂHoﬁ

NPOHMIIAEMOCTH TeMmaTodHuedannueckoro Oaprepa). KoHieHTpamus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BBIILIE, YEM B CBIBOPOTKE KPOBH.

IlanmeHTHl ¢ HapyIICHUEM (bVHKHI/II/I IICYCHU

VY manueHToB CO CpeHEH U TSHKEION CTeNeHblo HapyIeHus QYHKIUHU TEeYEHHU, HO C COXPaHEHHON
(GYHKIMEH MOYeK KOPPEKITUS 036l KIIAPUTPOMUIIMHA HE TpeOyeTcs. PaBHOBECHAs! KOHIICHTPAIIHS
B IUIa3ME€ KPOBHU U CUCTEMHBIN KIUPEHC KIAPUTPOMUIIMHA HE OTINYAIOTCS Y MAI[MEHTOB JIaHHOU
TpYMNIbI U 3I0POBbIX ManueHToB. PaBHOBecHast koHIleHTpauus 14-OH-knaputpomMuiimua y atoaei
C HapyleHUs MU (QYHKIUHU MIEYEHU HIKE, YEM Yy 3/I0POBBIX.

HaIII/IeHTI)I C HAapVIIICHUECM d)VHKIII/II/I IIOYCK

Ipu Hapymennu GyHKIUK oYeK yBeTHIUBAIOTCS Cmax ¥ Cmin KJIAPUTPOMUIIMHA B IIJIa3M€ KPOBH,
Ti2, AUC xnaputpomuimHa u ero wmetabonurta 14-OH-xnaputpomunmna. Koncranra
3JMMHUHALIMA W BBIBEJACHUE MOYKAMH yYMEHbIIAOTCS. CTEneHb M3MEHEHUM 3THX NapaMmeTpoB
3aBUCHUT OT CTETICHU HAPYIICHHsS (YHKIIUU MTOYCK.

[lanmeHThl TOYKWJIOT0 BO3pacTa

VY nmanueHTOB MOXUJIOTO BO3pacTa KOHIEHTpalUs KJIapuTpOMULIMHA U ero Metabonurta 14-OH-
KJIApUTPOMMILIMHA B KPOBU ObliIa BBIIIE, a BBIBEACHUE MEAJICHHEE, YEM Y IPYIIIIBI MOJIOBIX JIFOJCH.
OpnHaxo nocie KOppeKIUU C y4eTOM IMOYEUHOT0 KJIIMPeHca KpeaTUHUHA He ObUIO OTJIMYHM B 00enx
rpynnax. TakuM o0pa3oM, OCHOBHOE BIMSHME Ha (PapMaKOKMHETHYECKHE IapaMeTpbl

KIIapUTPOMUIIMHA OKA3bIBACT (I)YHKI_II/IH IMMO4YCK, a HE BO3pacCT.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1. IlepeueHb BCOMOraTejbHbIX BelIeCTB

Snpo

['unpomeniosa (TuApOKCUITPONTMIIMETHIIIEeIUTI0N03a 6 cl13)
IMumpomemnosa (ruapokcunponuameTuineono3a 100 cllz)
JlakT03BI MOHOTHIPAT

KpeMmHus1 AMOKCHT KOJITIOUIHBIH

Marnus creapat

O6on0uka

T'omosas nnenounas obonouxa xenmozo ysema:.
TUIPOMEIIo3a (THAPOKCUIIPONTMIMETHIIIETI0N03a 6 clI3)
KOTIOBUJIOH

MOJIUJEKCTPO3a

Makporos-3350 (moausTruiIeHrInKoIb-3350)
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ot 21.01.2025 N2 1112

(NOCNEQCBATENEHOCTE 0001)

TPUTJIALIEPUIBI CPETHEIETTOYCUHBIC

TUTaHA JUOKCH/]L
KPACUTENb XMHOJIMHOBBIN KENTHIN JIAK
KpaCUTENb XKejle3a OKCU JKEIThIH

nak amomuareBbli roayooi (FD&C Blue No. 1 Aluminum Lake (11-13 %))

6.2. HecoBMecTUMOCTH

He npumenumo

6.3. Cpox rogHocTH (CPOK XpaHeHHUs1)

3 roxa.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuTb 1pu Temreparype He Boie 25 °C.

6.5. Xapakrep u coaep:xkaHue NePBUYHONH YNIAKOBKH

[To 7 TabneTok B KOHTYPHYIO SUYEHKOBYIO YIIAKOBKY U3 IMJICHKH MMOJTUBUHUIXJIOPUIHON U (HOJIBIH
AJTFOMUHHEBOM.

1 umu 2 KOHTYpHBIE TYCHKOBBIC YITAKOBKH BMECTE C HHCTPYKIIMEH O MPUMEHEHHIO TIOMEIIAIOT B

MNa4YKy U3 KapToOHaA.

6.6. OcolOble Mepbl MNPeIOCTOPOKHOCTH TPH  YHHYTOKEHHH HMCHOJH30BAHHOIO
JIEKApPCTBEHHOI'0 Npenapara Uil 0TX0[0B, NMOJY4YeHHBIX I0cJe MPUMEHEeHHsl Npenapara u
APYrue MAHHMYJISIIMY C MIPenapaTomM

Het oco6b1x TpeGoBaHuil.

7. JAEPKATEJIb PETUCTPAIIMOHHOTI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs

OTkpbITOE akioHepHoe o0mmecTBo «PapmMcrannapt-ToMckxumdapm»
(OAO «Dapmcranaapt-Tomckxumbapm»)

634009, Tomckas 006:1., r. Tomck, mpocniekt Jlenuna, 1. 211

Tenedon/dakc: (382) 240-28-56

OnekTponHas noyra: tomsk _info@pharmstd.ru
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7.1. TlpeacTaBuTelb Jep/KaTe/is perucrpa monmord yirocresepenms | =HOCTE 0001)

IIperen3uun norpedbuTelieil HAOPABIATH 110 AJPECY:

Poccniickas @enepanus

OTkpbITOE aKkIroHepHoe 00mecTBo «Papmcrannapt-ToMckxumdapm»
(OAO «Dapmcrangapt-ToMckxumbapm»)

634009, Tomckas 06:1., r. Tomck, npocnekt Jlenuna, a. 211
Tenedon/dakc: (382) 240-28-56

DnexTponHas moyra: tomsk _info@pharmstd.ru

8. HOMEP PETUCTPALHUOHHOI'O YAOCTOBEPEHUA

9. JIATA IEPBUYHOM PETUCTPAIIAU (IIOATBEPXKIEHUA PETUCTPAILIUMA,
INEPEPETUCTPALIMN)

Jlara nepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA

O6ma;1 XapPaKTCPUCTHKA  JICKAPCTBCHHOI'O  IIpeliapaTa KJIapI/ITpOMI/II_H/IH AOCTYIIHA Ha

I/IH(l)OpMaI_II/IOHHOM nopraje EBpaSHﬁCKOFO OKOHOMHYCCKOI0O COr3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHUKaIMOHHOM cetn «HTepHeT™ hitp://eec.eaeunion.org/
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