COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.03.2024 Nz 5160

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPETTAPATA

Knaputpomunus, 500 Mr, nuodunmsar A IpUroTOBICHUS pacTBOpa Ui HHPY3HH.

2. KAUYECTBEHHbBIN U KOJJMYECTBEHHBII COCTAB

JleiicTByto11I€€ BEIIECTBO: KJIAPUTPOMUIIMH.

Kaxnpriii haakon cogepxut S00 Mr KJIapuTpoOMULITHA.

BcromorarenbHble BelIecTBa, HAIMYKME KOTOPHIX HAZ0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: HaTpui (cM. pazaen 4.4).

ITonnbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
JInounusar A IPUTOTOBIICHUS PaCTBOPA Uil HHQY3HH.

.HI/IO(I)I/IJ'II/IBI/IPOBaHHaH Macca oT 0eJIoro J0 IMOYTH 0ejoro OBECTA.

4. KJIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K IPMMEHEHUIO

NH(pekuroHHO0-BOCIANUTEIbHbIE 3a00JieBaHus, BbI3BAHHBIE YYBCTBUTEJIbHBIMU K

KJIApUTPOMULIMHY MUKPOOPTaHU3MaMH:

- UHQEKIMY HIKHUX JIbIXaTeIbHbIX MyTeH (Takue Kak OpOHXUT, THEBMOHUS);

- MH(pEKINN BEPXHUX JIbIXaTeNbHbBIX MTyTeH (Takue Kak (papuHTUT, CHHYCHUT);

- MHQEKINH KOXXHM W MITKMX TKaHed (Takue Kak (DOJUIMKYJIMT, BOCHIAJIEHHE IOAKOKHOM
KJIETYATKH, POXKA);

- JIMICCEMUHHPOBAHHBIE WM JIOKAJIM30BaHHbIE MUKOOAKTEpHaIbHbIE NH(EKIIMHU, BEI3BAHHBIE
Mycobacterium avium u Mycobacterium intracellulare; nokamu3zoBanHble HHEKIWH,
BeI3BaHHBIC Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium kansasii.

4.2. Pe:kum 103MPOBaHNS M CIIOCO0 MPUMeEHEHHU s

Pexxum go3upoBaHus

Bspocnvie

Pexomenmyemas 103a KIIapUTPOMHIIMHA JJIST B3pOCTBIX crapiie 18 ner B/B coctaBisier 1,0 T B
CyTKH, pa3/ieJICHHasl Ha JBE PaBHbIE J103bl, KaXKAasl U3 KOTOPBIX BBOAUTCS MOCJIE PAaCTBOPEHUS B
COOTBETCTBYIOIIIEM PACTBOPHUTENE KanelbHO B TeueHue 60 MuH u OoJee.

Tayuenmui ¢ MMKO6aKm€UuaJZbelMU UHd)eKLtU}ZMU

I[aHHBIe N0 MPpUMCHCHUIO KIIAPUTPOMHINHA B/B Yy NanueHTOB C oc1a0JICHHBIM HUMMYHUTCTOM

oTcyTcTBYIOT. Y BUY-uHQUUMPOBaHHBIX MNAIMEHTOB KJIAPUTPOMULIMH MPUMEHSUICS BHYTPb.
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BonpHBIM C JIOKaIM30BaHHBIMHU U JUCCEMUHUP BaHHBINhI/II MHR%%’QI&T@DHE%H}H ‘I/IHd)IBKIm;'IMI/I,

Be3BaHHbIME M.avium, M.Intracellulare, M.chelonae, M.fortuitum, M. kansasii, pexomenayemas
A03a KIIapUTPOMUIIMHA IJI B3POCJBIX COCTABJISACT 1,0 ' B CYTKH, pa3aCJICHHAasd Ha ABC PABHBLIC
TIO3bI.

BHYTpI/IBeHHa}I TEpaIHA y TAXKCEIIBIX ITATUCHTOB MOXKET OLITH orpaHn4cHa 2-5 JHAMHU N JOJI’KHa
OBITH U3MEHEHA, IO PEUICHUIO Bpaya, Ha MPUEM KJIAPUTPOMHUIIMHA BHYTPb.

Oco0Bble IPYIIILI MAIUEHTOB

Tayuenmoi ¢ Hapywenuem QyHKyuy novex
[Taniuentam ¢ HapymeHueM (QyHKIMU nodyek U kaupeHcoMm kpearnHuHa (KK) menee 30 mu/mun
7103y KJIapUTPOMHUIIMHA CIIEYET CHU3HUTh BABOE OT OOBIYHO PEKOMEHIYEMOM J03bI.

eTH
bezonacHocTh ¥ 3QEeKTUBHOCTh KIAPUTPOMHUIIMHA y AETel B Bo3pacte 10 18 neT Ha AaHHBIN
MOMEHT HE YCTaHOBJICHHI (CM. pazen 4.3).

Cnoco0 npuMeHeHus

J5is BHYTpUBEHHBIX HH]Y3HUH.

3anpenieHo BHyTpUMBbIIIeYHOE H 00JII0CHOE BBeAeHHe!

WHCTpyKLIMIO 0 MPUTOTOBICHHIO JIEKAPCTBEHHOI'O Iperapara mnepel MPUMEHEHHEM CM. B

paszene 6.6.

4.3. IIpoTuBONOKA3aHNS

- ['MnepuyyBCTBUTENBHOCT, K KIAPUTPOMHUIMHY, MakpoJdiaM WId  JII0OOMy U3
BCIIOMOTaTEJIbHBIX BELIECTB, IEPEUNCIICHHBIX B pa3aeie 6.1.

- OpnHoBpeMEHHOE NPHUMEHEHHE KJIApPUTPOMHULIMHA CO  CIEAYIOIIMMU  IpernapaTamu:
aCTEeMU30J1, [TU3aNpPUI, MUMO3U, TepdheHanuH (cM. pazaen 4.5.).

- OnHOBpEMEHHBIN MPUEM KJIApUTPOMHUIIMHA C JIOMUTANTUAOM (cM. pazjaer 4.5).

- OnHOBpeMEHHOE NPUMEHEHHUE KIAPUTPOMHUIMHA C AJIKAJIOUIAMM CIOPBIHBH, HAIpUMEp,
9proTaMHH, AUTHIPOIProTaMuH (cM. pazaen 4.5.).

- OpnHOBpeMEHHOE NPHUMEHEHHE KIApUTPOMHUIMHA C MHAA30JaMOM JJii NEpOpajbHOTO
npuMeHeHus (cM. pasaen 4.5.).

- OpnHoBpeMeHHOe MpUMeHeHue kinapuTpomuiHa ¢ uaruouropamu ['MI'-KoA-penykrass
(craTMHaMH), KOTOpbIE B 3HAUYMUTEJIBHOW CTEMEHW META0OIU3UPYIOTCS H30(EepPMEHTOM
CYP3A4 (noBacTaTWH WJIM CHMBAaCTaTHH), B CBSA3M C TOBBIIICHHEM pPHUCKAa MHOIATHH,
BKJTFOYAs pabomMuonus (cM. pasaen 4.5.).

- OnHoBpeMeHHOE MPUMEHEHNE KIIapUTPOMHULIMHA C KOJIXUIIMHOM (cM. paszzaen 4.5.).

- OIIHOBpCMeHHOC IMPUMCHCHUC KIIAPUTPOMUIIHMHA C TUKATPCIIOPOM UJIN PAHOJIA3HUHOM.
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3aperucTpupoBaHHOe yuinHeHne nHTepBana QT) M KemynoukoBas apUTMHESI, BKITIOYAs
KEIyTOYKOBYIO TAXUKAPAUIO THIIA «ITUPYITY.

- KnaputpoMuina He cielyeT MPUMEHSTh Y MallUeHTOB € JCKTPOJUTHBIME HapyIICHUSIMUA
(TUTMOKaJIMeMuel M TUIIOMarHueMHei) B CBSI3H ¢ pUCKOM yainuHeHus uHrepaia QT (cm.
paznen 4.4.).

- Tspkenas medyeHOYHas: HEJOCTAaTOYHOCTb, MPOTEKAIoNash OJHOBPEMEHHO C IOYEeYHOU
HE/I0CTaTOYHOCTBIO.

—  XojecraTHuecKas JKEITyXa/TelmaTUT B aHaMHe3e, pa3BUBIIMECS NpPHU MPUMEHECHHH
KJIapUTPOMHUIIMHA (CM. pa3aen 4.4.).

—  Ilepuon rpyaHOro BCKapMIIMBaHUSI.

- Bospact 1o 18 et (3ppexTrBHOCTS U 6€3011aCHOCTH HE YCTAHOBJICHBI).

4.4. OcoOble yKkazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH IIPH NIPUMEHEHUH

C 0CTOPOKHOCTBIO

- [ToyeuHast HEJOCTATOUHOCTb CPEAHEN U TAXKEIION CTETIEHU.

- [IeueHOYHAst HEXOCTATOYHOCTD CPEAHEN U TSKEIION CTEIICHH.

- OpnHOoBpeMEHHBIN MpUEM KIApUTPOMULIMHA ¢ O€H30AMa3eTMHAMM, TAKUMU KaK ajIIpas3ojam,
TpHUa3oiaM, MHAA30JIaM Ui BHYTPUBEHHOTO MPUMEHEHHMS WM JJIs HaHEeCEeHHs Ha
CIIM3UCTYI0 000JI0UKY pTa (cM. paznen 4.5.).

- OnHOBpEeMEHHBII MpHUEM ¢ MpenapaTaMH, KOTOpble METaboNM3UPYIOTCS H30(hepMEHTOM
CYP3A, mHampumep, kapOamaszenuH, IUIOCTA30J, LHMKJIOCIOPHH, JAU30NUPaMU,
METHJINPEHU30I0H, OMEIpPa30J, HENpsIMble AHTUKOATYJSIHTHI (Hampumep, BapQapuH),
XUHUIMH, pudabyTHH, cuiaeHadui, TaKpoluMyc, BAHOIACTHH (cM. paszzen 4.5.).

- OnHOBpeMeHHBIII TpueM cC Mpenaparamu, HHAyuupyoumMu uszopepmenT CYP3A4,
HarpuMmep, pudamnuuuH, QEHUTOWH, KapOamasenuH, ¢eHodbapouTan, 3BepoOOit
MIPOJIBIPSIBIICHHBIN (CM. pazzen 4.5.).

- OnHOBpEeMEeHHBIH IpueM KIapUTPOMHULIMHA CO CTATHHAMM, HE 3aBUCALIMMHU OT METAb0IM3Ma
uzodpepmenta CYP3A (manpumep, diayBactatun) (cM. pazzen 4.5.).

- OnHOBpeMEHHBIN NpHeM ¢ OJOKaTOpaMH «MEJIEHHBIX» KaJIbLIMEBBIX KaHAJIOB, KOTOpHIE
MeTtabomusupytorcs uzopepmentom CYP3A4 (manpumep, Bepamamuil, amJIOJIWIINH,
TUITHA3EM).

- OnHOBpEeMEHHBIN NpUeM KIapUTPOMHULIMHA C IEPOPATbHBIMU AaHTUKOATYJITHTAMH MPSMOTO
JeicTBUs, TAKUMU Kak Jaburarpal, puBapokcabaH, anukcabaH, OCOOCHHO y MallUeHTOB C

BBICOKUM PHCKOM pa3BUTHUS KpOBOTequHﬁ.
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HEJOCTATOYHOCTHIO, HAPYIICHUSIMH MPOBOJAUMOCTH WM KIMHUYECKH 3HAYMMOU
Opanukapauden, a TakKe MaIlMeHThI, OJITHOBPEMEHHO MPUHUMAIOIINE AHTUAPUTMHUUYECKUE
npenapatbl [A kimacca (xuHuauH, npokanHamun) u Il kimacca (modernnua, amuomapoH,
COTAJION).

- bepemeHHOCTS.

Oco0ble yKa3zauus

Hasnadyenue kmapuTpoMHuLnHa OEpEeMEHHBIM JKEHIIUHAM JTOJDKHO MPOBOAUTHCS MPH TINATEIBHOM
OLICHKE COOTHOUICHUS PHUCKAa W TIOJIb3bI, OCOOCHHO B TEUYCHHE IMIEPBBIX TpPEX MECSICB
OEpEeMEHHOCTH.

JUmuTenpHBIN IpHeM aHTHOMOTHKOB MOYKET IPUBOJIUTH K 00Pa30BaHHUIO KOJIOHHH C yBETUIEHHBIM
KOJIMYECTBOM HEUYBCTBUTEJIbHBIX OakTepwii M rpubOoB. [Ipum cynepuHpekuun HE0OX0IMMO
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAIIHIO.

KnaputpoMunina SKCKpeTHpyeTcsi TJaBHBIM 00pa3oM IedeHblo. BcenepcTBue 3Toro ciemyer
COONIIO/IaTh OCTOPOKHOCTh TNPH Ha3HAUYCHWH KIAPUTPOMHUIIMHA MAIMEHTaM C HapyIICHHEM
(GYHKIUY TTeYEHHU.

[lpn mprMeHEeHNW KIAPUTPOMHUIIMHA COOOLIAIOCh O MEYEHOYHOH MUC(HYHKIMHU (IOBBIIICHUE
AKTHMBHOCTH NEYCHOYHBIX (PEPMEHTOB B KPOBH, T'€NAaTOLEIUIIOJISPHBIA H/WIN XOJECTaTUYECKUN
renaTtut ¢ xentyxod unu 0e3). [leueHouHas nucyHKIHS MOKET OBITH TSXKEJIOH, HO OOBIYHO
SBIIsIeTCS 00paTHMOil. IMeroTest cimydan edeHOYHOH HE0CTaTOYHOCTH C JIETATBHBIM UCXOJIOM,
CBSI3aHHBIE, KaK MpaBWIO, C HAJMYUEM CEPbE3HBIX COIMYTCTBYIOIIMX 3a00J€BaHUN W/WIU
OJTHOBPEMEHHBIM NIPUMEHEHUEM JIPYTUX JIEKaPCTBEHHBIX cpecTB. [Ipu NosBIEHUN NPU3HAKOB U
CHUMIITOMOB TeIaThuTa, TAKMX KaK aHOPEKCHs, )KeNTyXa, MOTEMHEHHE MOYH, 3y, O0JIe3HEHHOCTh
KUBOTA TPH TAJbIAINN, HEOOXO0AUMO HEMEUIEHHO TPEKPATUTh TEPAINUI0 KIAPHUTPOMHUIIMHOM.
[Ipy HanmuuuM XpOHMYECKUX 3a00JIeBaHMN IE€YEHH HEOOXOAUMO TPOBOAUTH PETYJISPHBINA
KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBH.

[lpn neyeHMHM TPAKTUYECKH BCEMH aHTHOAKTEpHUAIBHBIMH CPEICTBAMH, B TOM YHUCIE
KJIAPUTPOMHIIMHOM, OITMCAHBI CIyYan MCeBIOMEMOPAHO3HOTO KOJIUTA, TSKECTh KOTOPOTO MOXKET
BapbUpOBAThCS OT JIETKOM /0 yrpokaromed S>ku3Hu. [Ipu nedeHuM MNpakTHYECKH BCEMHU
aHTHOAKTepUAIbHBIMU TpenapaTaMM, B TOM YHCJE KJIAPUTPOMHUIIMHOM, ONMCaHBbl CIIy4au
Clostridioides difficile-acconnupoBanHoii auapeu, TSKECTh KOTOPOl MOXKET BapbHPOBATHCS OT
JIETKOW JAMaper 10 YrpoXKaloUIero >KU3HM KoiuTa. AHTHOAKTEepHalbHBIE Mpernaparbl MOTYT
U3MEHUTh HOPMAJIBbHYI0 MHKPOGIIOpY KHUIIEYHHMKA, YTO MOXKeT mpuBectH k pocry C.difficile.
[TceBnomemOpano3HbIii kout, Bei3BanHbI Clostridioides difficile, Heo6xomumo nogo3peBarts y

BCEX MAIIMCHTOB, Y KOTOPBIX MMOCJIC IPUMCHCHH A aHTI/I6aKTepI/IaJ'H)HI)IX CpEACTB pa3BHUJIACh AUAPEC.
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HaOmoieHue 3a manueHToM. ONMHUCHIBAIKMCH CITydad Pa3BUTUS TICEBJIOMEMOPAHO3HOTO KOJUTA
cIycTs 2 MecsIa mociie mprueMa aHTHOUOTHKOB.
[Tpu neyeHNM MaKpOJIUAAMHU, BKIIOYAS KIAPUTPOMUIIMH, HAOIIOJANIOCH YATUHEHUE CepJeUHOMN
penonspuszanuu U uatepsaia QT, BbI3bIBas PUCK PA3BUTHSI CEPICUHON apUTMHHU U KeEITy 10UKOBOU
TaxUKapJUU TUMA «UPYIT» (cM. paznen 4.8.) Tak kak claeAyrolue CUTYaluu MOTYT IPUBOAUTD
K YBEIIMYCHUIO DPHCKA PA3BUTUS KEIyJOYKOBBIX APUTMHUH (B TOM YHCIIEC KEIyIOYKOBOMH
TaXUKapJIUU THIIA «ITUPYIT»), TO:
—  KJIApPUTPOMMUIIMH HE JIOJDKEH MPUMEHSATHCS Y CAeIYIONINX KaTeropuil MalrueHToB:
® y MAIMEHTOB C TUITOKAJIMeMHUen (cM. pazzaen 4.3);
® Yy MalMEeHTOB ¢ rUnoMaruueMueit (cm. pazzgen 4.3);
® OJHOBPEMEHHOE Ha3HAYEHHE KIAPUTPOMUIIMHA C ACTEMHU30JI0M, [IU3AMPUIOM, TUMO3UIOM
U TepdeHaIMHOM TPOTUBOIMOKa3aHo (cM. pazzaen 4.3.);
® y MAlMEeHTOB C BPOXKJIEHHBIM WU MPUOOPETEHHBIM 3aPETUCTPUPOBAHHBIM yIIMHECHHEM
unTepBaia QT win HamTu4YreM KeyI0YKOBOM apuTMUU B aHaMHe3e (cM. pasnen 4.3.).
—  KIApPUTPOMHULIMH JOJDKEH TPUMEHSTHCS C OCTOPOKHOCTBIO Yy CIEAYIOUIUX KaTeropui
MaIlMEeHTOB:
® y TmanMeHTtoB ¢ wumemuueckoil Oonesnpto cepaua (MBC), tsokenol cepaedHoi
HEJOCTAaTOYHOCTHI0, HApPYIICHUSMU TPOBOJAUMOCTH WM KIMHUYECKH 3HAYUMOMU
Opaaukapauen;
® y TMAalUEHTOB, OJHOBPEMEHHO MPUHUMAIONINX Jpyrue JeKapCTBEHHBbIE IMpernapaThl,
cBsi3aHHBIE ¢ ynHeHneM uatepBaia QT (cMm. pazzmen 4.5.).
[Tepen HazHAYCHHWEM KIIAPUTPOMHIIMHA BCEM MAIlUCHTAM, NMPUHUMAIOIIAM THIPOKCHUXJIOPOXUH
WM XJIOPOXWH, TIIATEIIbHO B3BECHTE COOTHOIICHHE TMOJB3bl M pPUCKA M3-32 MOTCHITHAIHHO
MOBBIIIEHHOTO PUCKA CEPACYHO-COCYUCTBIX COOBITHI U CEPIIEYHO-COCYAUCTON CMEPTHOCTH (CM.
paznen 4.5).
B xoze snuaeMuonornueckiux UCClieIOBaHUM 10 U3YYEHHUIO pUCKa HEOIAronpusTHBIX CepIedHO-
COCYJIMCTBIX HCXOJOB TP TPUMEHEHWHW MAKPOJIUIOB OBUIM TIOJyYEHbl HEOJHO3HAYHbBIC
pe3ynbTaThl. B HEKOTOphIX  HAOMIOAATENIBHBIX  HMCCIEAOBAHHUSX  OBLI  YCTAHOBJICH
KPaTKOBPEMEHHBIN PHUCK pPa3BUTHS apUTMUU, WH(pApPKTa MHUOKapJa U CMEPTH OT CeplIeYHO-
COCYAMCTHIX 3200JIeBaHUI, CBSI3aHHBIN C IPUMEHEHHEM MaKPOJIUAOB, BKIIFOUas KIAPUTPOMHUIIUH.
[Ipu Ha3HAYEHWM KJIAPUTPOMHUIIMHA CJIEAYET COOTHOCHTH MPEANOJaraeéMyro IMoyib3y OT MpHemMa
npenapara ¢ JaHHBIMH PUCKaMHU.
Bo3MOXHO pa3BUTHE TMEPEKPECTHOW PE3UCTEHTHOCTH K KIAPUTPOMUIIMHY H JAPYTUM

AHTUOHMOTHKAM T pynmbl MaKpOJINMA0B, a4 TAKKC JINHKOMUIIMHY U KIIMHAAMHUIINHY.
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IIPOBOAMTH TECTUPOBAHNUE YYBCTBUTEIBHOCTU IPH HA3HAYEHUU KJIAPUTPOMMIIMHA MALIUEHTaM C
BHEOONHPHUYHON MHEBMOHUEH. [IpM TOCHUTAILHON MMHEBMOHWUU KJIAPUTPOMUIIUH CIIEAYET
NPUMEHSTh B KOMOMHAIIH C COOTBETCTBYIOIIMMH aHTUOMOTHUKAMHU.

Wudekunn KOXKM W MITKUX TKaHEH JIErKol M cpelHed TSDKECTH 4Yalle BCEro BbI3BaHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30yauTENasi MOTYT OBITH
yCTONYMBBI K Makposnaam. [1o3ToMy BaskHO IPOBOJIUTE TECT HA UyBCTBUTEIBHOCTD.
Makposuasl MOXKHO TIPUMEHSTh MpH MH(EKIUAX, Bhi3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUSAX YIPU BYJIbIapHbIC U POXKa, a TAK)KE B T€X CUTYallUsAX, KOTJa HENb3sl MPUMEHSTh
NEHULWIINH.

B cirydae mosiBieHUsI OCTPBIX peaKIUi TUIEPUYBCTBUTEIBHOCTH, TAKUX KaK aHA(UIaKTHYECKas
peaxiusi, TSHKENbIE KOXKHBIC JIEKAPCTBEHHBIC peaklnu (HampuMep, OCTPbIN reHepaTn30BaHHBIN
9K3aHTEMAaTO3HbIN mycTyne3), cuHjapoM CTuBeHca-/[>KOHCOHA, TOKCHUYECKHM SMUaepMaIbHbINA
HEKPOJIU3 M JIEKapCTBEHHAs! CHIIIb C J03MHOQIINEH M cucTeMHON cummnromarukoil (DRESS-
CHHIIPOM) HEOOXOIMMO Cpa3zy K€ MPEeKpaTUTh MpPHUEM KIAPUTPOMHUIIMHA ¥ HAYaTh
COOTBETCTBYIOUIYIO TEPAMHUIO.

B ciaywae coBMecTHOro mnpuMeHeHHs ¢ BapdapuHOM WM APYTUMH  HENPSIMbIMU
AQHTHKOATYJIIHTAaMH Heo0xoauMo KoHTponupoBatb MHO wu mpoTrpomMOnHOBOE Bpems (CM.
pasaen 4.5.).

Crnenyer coOnroaTh OCTOPOXHOCTh TPU OJHOBPEMEHHOM IPHUMEHEHHM KJIAPUTPOMHUIIMHA C
NepopaTbHBIMA AHTUKOATYJITHTAMH MPSAMOTO JEHCTBHSI, TAKMMH KakK 1a0uraTtpaH, puBapokcadaH
U anukcabaH, 0COOEHHO y MAIMEHTOB C BBICOKUM PUCKOM Pa3BUTHS KPOBOTEUEHHS (CM. pa3/eiibl
44.145.)

BcnoMorarenbHEIE BEIIECTBA

Jlannblit npenapat coaepkuT MeHee 1 MMonb (23 MT) HaTpus B OJHOM (JIaKOHE, TO €CTh, MO CYTH,
HE COIAEPKUT HATPHUS.

4.5. B3anMmojeilicTBMe € JAPYrHMHM JIeKAPCTBEHHbIMH TMpenapaTaMuM W JApPyrue BH/bI
B3aUMO/IeHCTBUSA

[IpuMeHeHNE CASAYIONIUX IPENapaTOB COBMECTHO C KIAPUTPOMUIIMHOM IPOTHUBOIIOKA3aHO B

CBSI3U C BO3MOYKHOCTBIO PA3BUTHS CEPHE3HBIX MOOOYHBIX YDDEKTOB:

Luzanpuo, numosuo, mepghenaour u acmemuson

[Tpu coBMECTHOM TpHeMe KIApUTPOMHUIIMHA C LU3AMPUAOM, TMTHUMO3HIOM, TepPEHATUHOM WU
ACTEeMH30JI0M COO0IIAIOCh O MOBHIINICHUN KOHIIEHTPAIIMH TOCIEIHUX B TIJIa3Me KPOBH, UTO MOKET
NPUBECTH K Y/UIMHEeHWI0 WHTepBada QT W TOSBICHUIO CEpPJCYHBIX APUTMHUH, BKIIFOYas

KEITYA0YKOBYIO TaXUKapIni0, GUOPUIUIALIUIO KETyI0UKOB U JKEITYJOYKOBYIO TaXUKapAUIO THIA



COOTBETCTBYET 3KCMEPTHON
ot 18.03.2024 N= 5160

(MOCNEAOBATENEHOCTL 0002)

1y OTUETY

«rmpya>T» (cM. paszaen 4.3.).

Ankanoudwsi cnopwviHvu

[TocTperucTpalliOHHbIE HCCIEAOBAHUS IOKa3bIBAIOT, YTO IIPU COBMECTHOM IPUMEHEHUU
KJIAPUTPOMHUIIMHA C 3PTOTAMUHOM WIH JTUTHIIPOIPrOTAMUHOM BO3MOXKHBI clieyromue 3¢ deKTsl,
CBSI3aHHBIE C OCTPHIM OTpaBJICHUEM IIperapaTamMH TPYIIbl 3PTOTAMHHOB: COCYIUCTBIN CIa3M,
UIIEMHUS KOHEYHOCTEH W JpYrux TKaHeH, BKJIOYas IIEHTPAJbHYI0 HEPBHYIO CHCTEMY.
OnHOBpEeMEHHOE MPHUMEHEHHE KIApUTPOMUIIMHA U AJKAJOMJIOB CHOPBIHBH MPOTHBOIOKA3aHO
(cMm. pasgen 4.3.).

Muoaszonam 013 nepopanbHo20 NPUMeHeHUs

[Tpu coBMeCTHOM MPUMEHEHUH MHUIa30J1aMa U KIapuTpoMuIiHa B popme tabaerox (500 mr nBa
paza B JieHb) otMevasioch yBennueHne AUC munasonama B 7 pa3 nocie nepopajbHOro nmpuema.
OpnHoBpeMEHHBI TpHUeM KJIApUTPOMHUIIMHA C MUAA30JIaMOM JUISl MEPOPaTbHOTO MPUMEHEHUs
npoTHBOIOKa3aH (cM. pasaen 4.3.).

Hneubumopor I'MI-KoA-pedykma3zwvl (cmamunbl)

OnHOBpEMEHHBIN  TpUeM  KJIAPUTPOMHUIIMHA C  JIOBACTATHHOM WJIM  CHMBAacCTaTHHOM
MPOTUBOMNOKAa3aH (CM. pazzen 4.3.) B CBSI3U C TE€M, UTO JJaHHbIE CTATUHBI B 3HAUUTEIHHON CTETIEHU
meTtabomusupyrorcs uzopepmenToM CYP3A4, u coBMecTHOE MPUMEHEHHE C KIAPUTPOMUIIMHOM
MOBBIINIAET WX CHIBOPOTOYHBIE KOHICHTPAIWH, YTO MPUBOIUT K IMOBBIIICHUIO PUCKA Pa3BHTHUS
MHUOMIATUH, BKIOYas padaomuonu3. Coolmanoch O ciaydasx padaoMuoiid3a Yy TMalUeHTOB,
IPUHUMABIIUX KJIAPUTPOMHUIIMH COBMECTHO C JaHHBIMU NpenapaTtaMu. B ciydae HeoOxoauMocTu
NPUMEHEHUS KIapUTPOMUIIMHA CIIeyeT MPEeKpaTUTh MIPHUEM JIOBaCTaTHHA WIM CUMBACTaTHHA Ha
BpEMs TepaIuH.

KnaputpomMunine cieayer NMpUMEHSTh ¢ OCTOPOKHOCTBIO TPU KOMOMHHUPOBAHHON TEpanuu C
JpyTUMH CTaTUHaMH. B ciayyae HeoOXOAMMOCTH COBMECTHOIO IIpHEMa pPEKOMEHAyeTcs
IPUHUMATh HAMMEHBIIYIO 103y CTaTHHA. PeKoMeH1yeTcss IpUMEHSTh CTaTUHBI, HE 3aBUCAIIHME OT
metabonmusma uzopepmenta CYP3A (nmampumep, ¢iayBacratuH). Crenyer KOHTPOJIHPOBATH
pa3BUTHE MTPU3HAKOB U CHMITOMOB MUOTIATHH.

Jlomumanuo

OnHOBpEMEHHBII TpUeM KJIApUTPOMULIMHA C JIOMHTANUAOM NPOTHBOMOKA3aH M3-3a pPUCKA
CYIIECTBEHHOT'O MOBBIIICHHS AKTHBHOCTH TPaHCAMHUHA3 B TU1a3Me KPOBH (cM. pasaen 4.3.).

Bimnsgune APYIux JICKAPCTBEHHBIX ITPENAPATOB HAa KIIAPUTPOMUIINH

JlanHple  HaOMIOJEHMH MOKa3ayid, YTO COBMECTHOE IPUMEHEHHE a3UTPOMHULMHA C
TUIPOKCUXJIOPOXUHOM y MAIMEHTOB C PEBMATOMJHBIM apTPUTOM CBS3aHO C IOBBILICHHBIM
PUCKOM  CEpJEYHO-COCYIUCTBIX COOBITMM M CepAeYHO-COCYIUCTOM cMmepTHocTu. M3-3a

BO3MOXHOI'O aHAJOIMYHOro pHCKa IMPU MNPUMCHCHUH JOPYIrUX MAaKpOJIHIOB B COUCTAHUHU C
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TUAPOKCUXIIOPOXUHOM WIIA XJIOPOXUHOM CIIEAYET TmaTéEE;}:c;:'QEE;%f Ig&uﬁblﬁ;énﬁé' I'}OJI'IIBIS‘IBI u

pHucKa, TMpeXAe YeM Ha3HauaThb KIAPUTPOMUIMH JIFOOBIM MAIMeHTaM, NPUHUMAIOLIIM
TUPOKCUXIJIOPOXUH WIN XJIOPOXHUH.

[Ipenaparpl, sBastomuecs UHIyKTOpamu wu3odpepmernta CYP3A (Hanpumep, pudaMIUIINH,
dbenutounH, kapbamazenuH, ¢penodapOuTan, 3Bepo00il MPOABIPABICHHBIN), MOTYT HHIYIIUPOBAThH
METa0O0IM3M KIApUTPOMULIMHA. DTO MOXKET MPHBECTH K CyOTepaneBTHUECKOW KOHIICHTPALUU
KJIApUTPOMHULIMHA, YTO NMPHUBOJHUT K CHIDKEHHIO ero 3¢gdexruBHocTu. Kpome Toro, HeoOxoammo
HaOMoaTh 3a KOHIEHTpanued mHaykropa m3odepmenta CYP3A B muiasme KpoBH, KOTOpas
MOJKET MOBBICUTHCS U3-3a MHTHOMpoBaHus uHIykTOpa n3ohepmenta CYP3A kiapuTpoOMUIITHOM.
[Ipu coBMecTHOM NpuUMEHEHUH pHudadyTHHA M KIAPUTPOMHIIMHA HAOIIOAIOCH IMOBBIIICHUE
IUIa3MEHHOW  KOHLIEHTpauuu pudaOyTMHa M CHI)KEHHE CHIBOPOTOYHOM KOHLIEHTPALUU
KJIAPUTPOMHUIIMHA C TMOBBIIIEHHBIM PUCKOM Pa3BUTHsI YBEUTA.

Crnenyromue mpemnaparbl 0O0NagalOT JOKa3aHHBIM WJIM  TMpEANojaraéMblM BIMSHHUEM Ha
KOHLEHTPALUIO KJIApUTPOMUIIMHA B IJIa3M€ KPOBM; B CIIydae UX COBMECTHOI'O IPUMEHEHUS C
KJIAPUTPOMUILIMHOM MOKET NOTpeOOBaThCsl KOPPEKLHUs /103 WM IEpPEeXo] Ha aJbTepHATUBHOE
JIeYeHue.

Dgpasupens, nesupanun, puchamnuyun, puchadbymun u puganennun

CunbHBIE HMHIYKTOPBI cUCTeMBbl u3o(depmeHTa mutoxpoma P450, Takme kak 3(haBuUpeH3,
HEBUpANHUH, pUPaMOUIUH, pUPaOdyTHUH U pudaneHTUH MOTYT YCKOPATh MeTaboIu3M
KJIQPUTPOMHUIIMHA U, TAKUM 00pa3oM, MOHMKATh KOHIEHTPAILMIO KIAPUTPOMHUIIMHA B TUIa3Me U
BMECTE C TeM IOBBINIATh KOHIEHTpamuio 14-OH-knaputpomuiinHa - MmeTabonuTta, Takxke
ABJISIOLIETOCS MUKPOOMOJOTHYECKH aKTUBHBIM. [10CKOIIBKY MHKpOOMOJIOrMYecKasi aKTUBHOCTD
kiaputpomMuniiHa v 14-OH-knapuTpoMUIIMHA OTJIMYAETCS B OTHOIICHUU PA3JIMYHBIX OaKTEpHA,
TepaneBTuYecKuil 3((HEeKT MOXKET CHUKATHCS IPU COBMECTHOM NMPUMEHEHHH KIAPUTPOMHUIIMHA U
UH/IYKTOPOB (hePMEHTOB.

Ompasupun

KoHuenTpanus KIapuTpoMHUIIMHA CHUYKAETCS IPU UCIOJIb30BaHUU STPABUPUHA, HO MOBBIIIAETCS
KOHIIEHTpalUs aAKTUBHOTO MeTabonura 14-OH-knapuTpoMHIIMHA. [Tockonbky
14-OH-knaputpoMuniuH 007aaeT HU3KOW aKTUBHOCTHIO MO OTHOLICHHIO K WHQEKIUIM
Mycobacterium avium complex (MAC), MOXeT MEHAThCST 001I[ast aKTUBHOCTh B OTHOIICHUH 3THX
BO30OyauTenet, modtomy ais aederuss MAC crenyer paccMaTpuBaTh ajbTEPHATHBHOE JICUEHHE.
DnyKkonazon

CoBmecTHBIN MTpreM (ykoHazoma B 103e 200 Mr exkeIHeBHO U KJIapUTpOoMHIIMHA B 03¢ 500 mr
IBa pa3za B JeHb y 21 370poBOro a00poBOJIblLIA MPUBEN K YBEJIWYEHHUIO CPEIHEro 3HAYECHUS

MUHUMAJIBHOH PaBHOBECHOH KOHIeHTparuu KiaputpoMuiiHa (Cmin) 1 AUC Ha 33 % u 18 %
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COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIH TMpHEM HAGHE G B SRR Gh "clpejimo}o

1y OTUETY

PABHOBECHYIO KOHIIEHTPALMIO aKTHBHOTO Merabonurta 14-OH-xnapurpomunmna. Koppekims
JI03bI KIIAPUTPOMUIIMHA B CITyyae COIyTCTBYIOIIETO prueMa (pirykoHa3osia He TpeOyeTcs.
Pumonasup

DapMaKOKMHETUYECKOE UCCIIEIOBAHUE MOKA3aJI0, YTO COBMECTHBIA NMpPUEM PUTOHABHUpA B J103€
200 Mr kaxkaple BOCEMb 4acoB M KiapuTpomuiuHa B 03¢ 500 mr kaxaele 12 yacoB npusen K
3aMETHOMY MOJIaBJICHUIO MeTaboIM3Ma KIapuTpOMUIIMHA. [Ipr COBMECTHOM MpHeMe pUuTOHABUPA
Cmax k1aputpomunimHa ysenuuuiack Ha 31 %, Cmin yBenuuunnace Ha 182 % n AUC yBennuunace
Ha 77 %. Dbbul0o OTMEYEHO  MpaKkTUYECKH I[OJIHOE  MoJaBieHHe  o0Opa3oBaHUs
14-OH-knaputpoMuLIMHA. biaronaps HIUPOKOMY TE€paneBTUYECKOMY JUAIa30Hy
KJIApPUTPOMHIIMHA YMEHBIICHNUE €T0 J03bl Y MallHeHTOB ¢ HOPMAJIbHON MOYeYHON (pyHKIMEeH He
TpeOyeTcs. Y TalMeHTOB C MOYEYHOM HEJO0CTaTOUYHOCTHIO IIeIeCO00pa3HO PACCMOTPETh
clenyromume BapuanThbl Koppekiuu 1036l mpu KK 30 - 60 Mi/MuH 1032 KIapUTPOMUIIMHA JOKHA
ob1Th ymenbiieHa Ha 50 %; npu KK menee 30 mu/MuH 1032 KIQPUTPOMHIIMHA JTOJDKHA OBITH
yMeHbllleHa Ha 75 %. PutoHaBup He clieyeT COBMECTHO MPUMEHATh C KIAPUTPOMHUIMHOM B
J103aX, IPEBHIIIAOIINX | T//1eHb.

CxoliHbIe KOPPEKIMH 103 JOJDKHBI PACCMATPUBATHCS Y MAlMEHTOB CO CHIDKEHHOW (DyHKIMEH
MOYEK, €CIM PHUTOHABHP HCIONB3YyeTcd KakK (PapMaKOKMHETHYECKUH «yCHUIIMTENb» TpU
IPUMEHEHUU JpYyrux UHruOutopoB mnporeassl BUY, Bkimrouas aTazaHaBUp W CAaKBUHABUP
(cM. mozpasaen «/{ByHanpaBiIeHHOE B3aUMOJICHCTBHE JIEKAPCTBY ).

JlelicTBHE KIapUTPOMUIIMHA HA APYTHE JIEKAPCTBEHHBIEC NpenapaThl

Anmuapummuuecxkue cpedcmea (XUHUOUH U OU3ONUPAMUO)

B03MOXHO BO3HHMKHOBEHHE J>KEITyJOYKOBOW TaXWKApAWHW THIA «IUPYIT» TPU COBMECTHOM
NPUMEHEHUU KJIApUTPOMUIIMHA U XUHUAWHA WK Ju3onupamuaa. [Ipu oJHOBpeMEeHHOM npueme
KJIApUTPOMHULIMHA C OSTUMHM [penapaTtaMM CleAyeT peryjspHO MpOBOJUTh KOHTPOJb
DIIEKTPOKAPIMOTPaMMBI  Ha TpenMmeT yummHeHuss wuHTepBama QT, a Ttakke ciemyer
KOHTPOJIMPOBATH CHIBOPOTOYHBIE KOHIICHTPAIIUH STHX MpenapaToB.

[Tpu mocTperucTpallMoOHHOM MIPUMEHEHUH COOOIIAIOCh O CITydasiX pa3BUTHUS TUIIOTIIMKEMUN TIPU
COBMECTHOM TMpHeMe KJIAPUTPOMHUIIMHA U Ju3onupamuga. HeoOXoIumMo KOHTPOJIMPOBATH
KOHIICHTPAIIMIO TJIIOKO3bl B KPOBH IPH OJHOBPEMEHHOM NPUMEHEHHH KIAPUTPOMHUIIMHA U
JTU30MHUpaMua.

IlepopanvHule eunoziukemuyeckue cpeoCcmsea/uHcyaun

[Tpu coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U NEPOPATBHBIX TUIIOTTIMKEMUYECKUX CPEICTB
(HampuMmep, MPOU3BOJHBIE CYJIb()OHUIMOYEBHHBI) H/WIM HHCYJIMHA MOXET HaOI0aaThCs

BbIpaXXCHHAasA THUITOTJIMKEMMUS. O}IHOBpeMeHHOG IMPUMCHCHUEC KIAPUTPOMHIHNHA C HCKOTOPBIMU
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TUINOTIMKEMUYECKUMH TIpernapataMu (HampuMegp, HaTe'ﬂlll_aII;n-th{l;[B'rﬁEﬂ%hll:be _'I‘JlII/IIIII‘l;IIH u

POCHUTIIMTA30H) MOXET MPUBECTH K MHrHOMpoBanuio nzopepmenta CYP3A Ki1apuTpoOMUITTHOM, B
pe3yJibTaTeé 4ero MOKET pa3BUTbCA TUIIOTIMKEMUS. PekoMeHayeTcsi THIaTeNbHBIM KOHTPOJIb
KOHIIEHTPALUH TJIIOKO3bI.

Bzaumooeticmeus, obycrosnennvie uzogpepmenmom CYP3A

CoBMeCTHBI TpUEM KJIAPUTPOMUIIMHA, KOTOPBIA, KaK HM3BECTHO, MHTUOMpYET H30(epMEHT
CYP3A, u mpenaparoB, nepBuyHo MeTabonusupyroumxcsi uzopepmentom CYP3A, moxer
aCCOLIMMPOBATHCS C B3aMMHBIM IIOBBIIIEHHEM HX KOHLEHTpAIMH, YTO MOMKET YCHWJIUTh WIH
IOPOAJUTh Kak TepaneBTHYecKue, Tak M noOouHble 3¢ddexrs. Knaputpomuuus cinemyer c
OCTOPOXKHOCTBIO IPUMEHAThH NallMEHTaM, MOIyYarolluM IIpenapaTsl, sBISIOIINECS cyOcTpaTaMu
nzodpepmenta CYP3A, 0coOeHHO ecii ATH pernapaTbl UMEIOT Y3KHH TeparneBTUYECKHA AUANa30H
(Hanmpumep, kKapbamaszenuH) U/Uial HHTEHCUBHO METa0OIU3UPYIOTCs 3TUM (hepMeHTOM. B cirydae
HEOO0XOIMMOCTH JOJDKHA MPOBOAUTHCS KOPPEKIUs J03bI IIpernapara, IpUHUMAeMOro BMECTe C
KJIApUTPOMHULIMHOM. Takke, 1O BO3MOXHOCTH, JIOJDKEH MPOBOAUTHCS  MOHUTOPHHT
CBIBOPOTOYHBIX KOHIEHTPAIMH MPEenapaToB, MEPBHYHO METAOOIM3HPYIOUINXCS H30(epPMEHTOM
CYP3A.

Meta60:113M ciieyomuX npenapaToB/KJIaccoB OCyIIeCTBIsgeTcs TeM ke nzopepmenTom CYP3A,
YTO W METa0OoJM3M KJIAPUTPOMHUIIMHA, HAIPUMEp, alpas3onaM, KapOamasemnwH, HIOCTa30I,
LUKJIOCIIOPUH, JM30MUPaMHJ, METHIIPEIHU30I0H, MMHJA30j1aM, OMEIpa3oJl, MepopaibHbIe
AHTUKOATyJIAHTHl  (Hampumep, BapdapuH, pHuBapokcabaH, amukcabaH), aTUIHYHBIE
AHTUIICUXOTHYECKHE CPEJCTBA (HAalpUMep, KBETHANWH), XUHUIUH, pudadyTHH, cuiAeHaduI,
TaKpoOJIUMYC, TpruazojaM U BuHONMacTuH. Takke k aronuctam uzodpepmenta CYP3A otHocsaTcs
ClIeylolllMe  Tpernaparbl, I[POTHBONOKA3aHHbIE K  COBMECTHOMY  IPUMEHEHHIO  C
KJIApUTPOMULIMHOM: aCTEMM30J], LU3ANpPUJ, MUMO3UJ], TepdeHaanH, J0BaCTaTUH, CHMBACTaTUH U
aJKaJouJpl copblHbM (cM. pasnen 4.3.). K mpemaparam, B3auMoJeHCTBYIOLUIMM MOAOOHBIM
oOpazoMm depe3 Apyrue HM30(PEepMEHTHI B paMKax CHCTeMbl u3odepMeHTa mutoxpoma P450,
OTHOCSITCSI (PEHUTOUH, TEOMUIUIMH U BAJILIIPOEBast KUCIIOTA.

Henpsamvie anmuxoazynanmol

[Ipu coBmecTHOM mnipueme BapdapuHa M KIAPUTPOMHUIIMHA BO3MOXKHO KpPOBOTEUEHHE,
BblpaxkeHHoe yBennueHne MHO wu nporpomOuHOBOro BpeMeHU. B ciywyae coBMecTHOro
npUMeHeHHs ¢ BapQapuHOM WM JPYTUMH HENPSIMBIMH aHTHKOATYJSIHTAMH HEOOXOIMMO
koHTposrpoBath MHO u npoTpoMOHHOBOE BpeMsi.

Ilepopanvhvle anmukoazynaHmel NPAMO20 Oelcmeus

[lepopanbHblii aHTUKOAryJISIHT MPSAMOro JAEWCTBUS JaburarpaH SBIsieTCs cyOcTpatoMm JUis

s dmokcHoro Oenka-nepeHocunka P-rimkomnporenna (P-gp). PuBapokcaban u  amukcaban
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MeTabonu3upyrores ¢ yaactuem nzopepmenta CYP3A4 i %%@E%?E%%%‘Ta&ﬁh I'[ﬂ';}‘rl:"-qp

Crnenyer coOirofaTe OCTOPOKHOCTh IIPU OJHOBPEMEHHOM IIPUMEHEHMM KJIAPUTPOMUIIMHA C
JAaHHBIMH  TIperapaTaMd, OCOOEHHO Yy TAlMEHTOB C BBICOKMM PHUCKOM KPOBOTEUEHHS
(cm. pazaen 4.4.).

Omenpason

Knaputpomunma (mo 500 mr kaxkasle 8 YacoB) HCCIEIOBAICS Y 3J0POBBIX B3POCIBIX
TO0OpOBONBIICB B KOMOWHaIMu ¢ omernpa3onom (mo 40 mr exeaneBHo). [Ipum coBMecTHOM
NPUMEHEHUN KJIApUTPOMUIIMHA W OMEINpa3ojia PaBHOBECHbIC IIJIa3MEHHbIE KOHIEHTPALUU
omenpazona Obutn yBenuueHbl (Cmax, AUCo24 u Tie yBemmummuce Ha 30 %, 89 % u 34 %
cooTBeTcTBeHHO). Cpennee 3Hauenue pH xenyaka B reueHue 24 4acoB COCTaBUIIO 5,2 MPU MpUeMe
OMeTpa3oyia B OTAEJIBHOCTH U 5,7 IpU IpHUEME OMEIpa3ojia COBMECTHO C KIAPUTPOMULIMTHOM.
Cunoenaghun, maoanaghun u éapoenaghun

Kaxaplii u3 »THX MHrUOMTOpPOB (ochoamudcTepassl MeTabONU3UpyeTCs, MO KpaiHel Mepe,
gactuyHO ¢ ydactuem mzodepmenta CYP3A. B 1o xe Bpems mzodepment CYP3A moxer
MHIMOMPOBATHCA B IPUCYTCTBUU KIApUTPOMHULIMHA. COBMECTHOE MPUMEHEHHUE KIapUTPOMULIMHA
¢ cuinaeHapwioMm, TananaQuioM MIM BapAeHA(QUIOM MOXET TPUBECTH K YBEIUYCHHUIO
UHTHOUpYIOLero Bo3naeicTBus Ha (ocdoaudcrepasy. [Ipu npuMeHeHHMH STHX MpenapaTroB
COBMECTHO C KIJIAPUTPOMMIIMHOM CIIEyE€T pPacCMOTPETh BO3MOYKHOCTb YMEHBIIEHHUS J03bl
cuneHaduia, Taganaduia u BapaeHaduia.

Teogunnun, kapbamazenun

[Tpu coBMECTHOM MPUMEHEHHUH KJIAPUTPOMHUIIMHA U TeOPHIIIHHA UITH KapOama3ernruHa BO3MOKHO
MOBBILIEHNE KOHLEHTPALUY JaHHBIX NPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBruuHbIl MeTaboAM3M TONTEPOJMHA OCyHIecTBIseTcs ¢ ydactueM 2D6 wuzodepmenra
mutoxpoma P450 (CYP2D6). OpHako B yacTu momyJisiuuu, JumeHHoi nzogpepmenta CYP2D6,
MeTabonu3m npoucxoauT yepe3 nzopepmenT CYP3A. B 3Toii rpynmne HaceneHus M0J1aBlICHHUE
nzodepmenta CYP3A npuBOIUT K 3HAUUTENLHO 00JI€€ BHICOKUM KOHIIEHTPAIUSM TOJITEPOINHA
B CBIBOPOTKE. B momynsnuu ¢ HU3kuM ypoBHeM MeTabonu3mMa yepe3 nzopepment CYP2D6 moxer
noTpeOOBaThCSl CHMKEHHME J03bl TOJITEPOAMHA B TNPUCYTCTBHM HHTHOMTOPOB H30(pEepMEHTa
CYP3A, Takux Kak KIapUTPOMHIUH.

Benzoouazenunvl (nanpumep, annpazonam, Muoasonam, mpuazonam)

[Tpu coBMecTHOM MPUMEHEHHH MHJa30j71aMa U TabieTok kiaputrpomuiinHa (500 Mr aBa pasa B
neHb) otMeuanoch yBenunuenne AUC mupazonama: B 2,7 pa3a 1ociie BHyTPUBEHHOTO BBEJICHHS
mygazonama Eciam BMmecTe ¢ KIApUTPOMHUIIMHOM IPUMEHSETCS BHYTPUBEHHas Qopma

MuJasojiamMa, CICAYCT THIATCIbHO KOHTPOJIHUPOBATh COCTOAHUC IIAllMCHTa IJid BO3MOXKHOM
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KOPPEKIIUU J103bl. BBeneHne 1eKapCTBEHHOTO T penapaiw%geyz&;;h%¥% Iblagnlogﬁ'yln(lﬁfo'cm

pTa, KOTOpPOE JaeT BO3MOXKHOCTH OOOHTH TNPECHCTEMHYIO 3IMMUHAIMIO JIEKAPCTBEHHOTO
npernapara, CKOpee BCEro, INPUBEAET K B3aUMOJCIHCTBUIO aHAJOIMYHOMY TOMY, KOTOpPOE
HaOJr01aeTCsl IPY BHYTPUBEHHOM BBEIEHUHM MUJa30J1aMa, a He NP ePOPaATIbHOM IpUEME.
Taxwue sxe Mepbl IPeAOCTOPOKHOCTHU CIIEIyeT IPUMEHATh U K JPyTruM OeH30Ma3enHaM, KOTOpble
metabonusupytorcst u3opepmentom CYP3A, Brmouas Tpuazonam U anmpasonam. s
OCH30/Ma3eNMHOB, BBIBEJICHUE KOTOPbIX HE 3aBUCUT OT m3odepmenta CYP3A (remazemam,
HUTpa3enaM, Jiopa3ernamM), MaJOBEpOATHO KIMHUYECKM 3HAYMMOE B3aUMOJEHCTBHE C
KJIAPUTPOMMLIUHOM.

[Ipy COBMECTHOM NPHUMEHEHUHU KJIAPUTPOMUIIMHA U TpUa3ojlamMa BO3MOXKHO BO3AEHCTBHE Ha
ueHTpaibHyto HepBHyI0 cuctemy (ILIHC), nanpumep, COHIMBOCTh U CITyTaHHOCTH CO3HaHUs. B
CBSI3U C ATHUM, B CIly4yae COBMECTHOI'O MPUMEHEHUs, PEKOMEHAYETCs CIEAUTh 3a CUMITOMaMHU
Hapymenus [THC.

BzauMonencTBud ¢ ApYTUMH OpenapaTaMu

Konxuyun

Konxuuun sBusercs cybcrparom kak u3zodpepmernra CYP3A, tak u Oenka-nmepeHOCUHKA
P-rnuxonporenna (Pgp). M3BecTHO, YTO KIAPUTPOMHULMH M JPYyTrd€ MAaKPOJIMJIbl SIBIISIOTCS
unruoutopamu nzopepmenra CYP3A u Pgp. Ilpu coBmecTHOM mpueMme KIapuTpOMULMHA U
KOJIXUIMHA MHruouposanue Pgp w/mnm mzopepmenta CYP3A MoXeT MPUBECTH K YCHUIICHHUIO
JeMCTBUSL KOJXUIMHA. 3aperUCTPUPOBAHbl MOCTPETHCTPALIMOHHBIE COOOIIEHUS O Clyvasx
OTpaBJICHHS KOJIXULMHOM IIPH €r0 OJHOBPEMEHHOM IIPUEME C KJIAPUTPOMHULMHOM, dYallle Yy
MOKUJIBIX TAIlMEHTOB C MOYEYHOM HeaocTaToyHocThio. Kak coo0Imanoch, HEKOTOpBIE Clydyau
3aKaHYMBAJIUCH JIETAIbHBIM UCXOJ0M.

OpnHOBpeMEHHOE  NPUMEHEHHE  KIApPUTPOMHUIMHA M KOJXHMLMHA  IPOTHBOIIOKA3aHO
(cm. pazmen 4.3.).

Jlueoxcun

[Ipenmonaraercs, 4To AUTOKCUH siBisieTca cyOctpatom Pgp. M3BecTHO, UTO KIApUTPOMHULIMH
unru6upyer Pgp. [Ipu coBMecTHOM npueme KJIapuTPOMULIMHA U AUTOKCHHA MHTHOUpoBaHue Pgp
KJIAPUTPOMULIMHOM MOXET NIPUBECTH K YCUJIEHUIO I€HCTBUA JUTOKcHHA. [locTpeructpannonHele
MCCJIEIOBaHMsI TTOKAa3all, YTO COBMECTHOE MPUMEHEHUE JIMIOKCHHA M KJIApUTPOMHUIIMHA TaKKe
MOJKET TPUBECTH K MOBBIIICHUIO CHIBOPOTOYHON KOHIIEHTpAIMM AMTOKCHUHA. Y HEKOTOPBIX
NAlUEHTOB OTMEYAJUCh KIWHUYECKHE CHMIITOMBI OTPABJIECHUS JIUTOKCHHOM, BKIIIOYas
NOTEHLUAIBHO JIETaJbHbIE apUTMUU. [Ipy COBMECTHOM IpHEME KIAPUTPOMUIIMHA U JUTOKCHUHA

CICOYCT THIATCIIbHO KOHTPOJIMPOBATE KOHICHTPAIHIO ATUT'OKCHHA B CBIBOPOTKE.
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COOTBETCTBYET 3KCMEPTHON
ot 18.03.2024 N= 5160

(MOCNEAOBATENEHOCTL 0002)

1y OTUETY

3uoosyoun

OnHOBpeMEHHBIN MpUEM TaOJIETOK KIAPUTPOMHIIMHA M 3HJIOBYJIMHA MEPOPAIBHO B3POCIBIMU
BUY-uHOUIMPOBAaHHBIMA ~ TAlMEHTAMHU MOXET MPHUBECTH K CHW)KEHUIO pPaBHOBECHOM
KOHLIEHTpaluU 3UJI0ByA1HA.

[TockonbKy KIIApUTPOMMILIMH BJIMSET HAa BCACBIBAHME 3UJOBYAMHA MPHU MEPOPATBHOM IpUEME,
B3aUMOJICCTBUSL MOXHO B 3HAUMTEJIbHOM CTENEHW W30eXaTh, MPUHUMAs KIAPUTPOMULIUH U
3UJIOBY/IMH C MHTEPBAJIOM B 4 yaca.

[TogoGHoOTO B3ammogericTBus He HaOmoaam y BUY-unumupoBaHHbIX aeTel, MPUHUMABIINX
JIETCKYIO0 CYCIEH3MIO KIAPUTPOMMIIMHA C 3UJOBYJIMHOM WIIM JHUJIE€30KCUUHO3UHOM. [IOCKOIBKY
KJIAPUTPOMUIIMH MOXET MPEMSITCTBOBATh BCACHIBAHUIO 3UIOBYJIMHA MPU HUX OJIHOBPEMEHHOM
npueMe BHYTPb Y B3POCIBIX MAI[MEHTOB, MOJOOHOE B3aUMOJCUCTBUE BPS JIM BO3MOXHO NpPHU
MCII0JIb30BAaHUU KIIAPUTPOMHUIIHA BHYTPUBEHHO.

Denumoun u 8an1bNPoOesas KUC10ma

HmeroTcss nmaHHbIE O B3auMOJCHCTBUSAX WHTHOUTOpoB m3odepmenta CYP3A (Bxmouas
KJIAPUTPOMHUIIMH) C TperapaTaMu, KOTOPhIE HE METAa0OJU3UPYIOTCS ¢ TIOMOUIBI0 M30(epMeHTa
CYP3A (dbeHuToMHOM M BaIBIPOEBOW KUCIOTOMN). /{151 aHHBIX MpemapaToB, MPU COBMECTHOM
NPUMEHEHUN C KIAPUTPOMHULHUHOM, PEKOMEHAYETCA ONpPEIEICHUE UX CbHIBOPOTOUYHBIX
KOHIIEHTPAIUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 X MOBBIIICHUH.

JIByHanpaBJIEHHOE B3aUMOJIEHCTBUE JIEKAPCTB

Amasanasup

KnaputpomMuiinH 1 atazaHaBup SBISIOTCS Kak cyOCcTpaTaMu, Tak U UHTMOUTOpaMu U30(epMeHTa
CYP3A. CymiecTByeT CBUIETEIBCTBO IBYHAIPABICHHOTO B3aUMOJECUCTBHUS ITUX MPENaparoB.
CoBMecTHOe npumeHeHue kinapuTpomuiHa (500 mr nBa pa3a B JeHb) U ara3a”aBupa (400 mr
OJIUH pa3 B JIEHb) MOXET MPUBECTHU K ABYKPATHOMY YBEIUUYEHHUIO BO3ACHCTBHS KIAPUTPOMHUIIMHA
U yMeHbuleHMIO Bo3aencTBusa 14-OH-xknmaputpomununa Ha 70 %, ¢ yBenmnuennem AUC
aTazaHaBupa Ha 28 %. bnarogaps mMpokomMy TeparneBTUYECKOMY AHarna3zoHy KJIapUTPOMMIIMHA
YMEHBIIIEHWE €r0 JI03bl Y TAIMeHTOB C HOPMaJIbHOW mMouyedHo (yHKIHeH He Tpelyercs. Y
NAallMeHTOB C YyMEpeHHOH modeyHol HenocratoyHocthio (KK 30 - 60 wmu/mun) no3a
KJIApUTPOMMILIMHA JOJDKHA ObITh YMeHbIeHa Ha 50 %. ¥ nauuentoB ¢ KK menee 30 ma/MuH 103y
KJIAPUTPOMHUIIMHA CJIEAyeT CHU3UTh Ha 75 %, UCHONB3ys A 3TOr0 COOTBETCTBYIOILYIO
JIeKapCTBEHHYIO (hopMy KinaputpomuiimHa. Kimaputpomunus B 1o3ax, npessimatomux 1000 mr B
CYTKH, HEJIb351 IPUMEHSTh COBMECTHO C HHTMOUTOPaMU MPOTEas.

Bnokamopubr «meonennvixy kanvyuegvix KaHauoe

[Tpu 0ofHOBpEMEHHOM IPUMEHEHUH KIIAPUTPOMUIIMHA ¢ OJI0OKaTOpaMH «MEJJIEHHBIX» KaJIbIIUEBBIX

KaHaJoB, KoTopble MeTabonusupytorcs wuszodpepmentom CYP3A4 (mampumep, Bepamamwui,
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COOTBETCTBYET 3KCMEPTHON
ot 18.03.2024 N= 5160

aMJIOJIUTIMH, TUJITHA3EM), CIEAyeT COOJII0IaTH OCTopd%;%E%S&BEE&Etlx'f—LL'reEﬁasJeTI""BHCK

1y OTUETY

BO3HUKHOBEHUS apTEPHAIbHON THIOTeH3UH. [lIa3sMeHHbIE KOHLEHTpPALMHM KIapUTPOMHUIIMHA,
TaKkKe Kak M OJOKAaTOPOB «MEIJICHHBIX» KaJbLIMEBbIX KAaHAJIOB, MOTYT IOBBIIIATHCS IPH
OJTHOBPEMEHHOM IPUMEHEHUH. ApTepHajbHas TUIOTEH3Us, OpaJuapuTMHs M JIAKTOALU103
BO3MOYHBI IIPY OJJHOBPEMEHHOM MPUMEHEHUH KJIAPUTPOMULIMHA U BepanamMuIa.

Hmpaxonaszon

KnapuTpoMuIIuH ¥ HMTpPaKOHA30JI SBIAIOTCA CyOcTparaMHd W HMHTHOMTOpaMu H30(epMeHTa
CYP3A, 4uro omnpenenser ABYyHaNpaBJICeHHOE B3aUMOJCHCTBHE IpenaparoB. KiapuTpomMuuuH
MOYKET MOBBICUTh KOHIIEHTPALIMIO UTPAKOHA30J1a B IJIa3Me, B TO BpeMs KaK UTPAKOHA30J1 MOXKET
NOBBICUTh IUIA3MEHHYIO KOHLIEHTPAIMIO KJIAPUTPOMUIMHA. [lalieHTOB, OJHOBPEMEHHO
NPUMEHSIOMINX UTPAKOHA30JI U KIAPUTPOMHUIIMH, CIEAYeT THIATEIBHO 00CIeI0BaTh Ha HAJTMYNE
CHUMIITOMOB YCWJIEHHUS WIM YBEJIMYEHHs UINTENbHOCTH (hapmakonoruyeckux 3¢(QexroB 3Tux
Ipernaparos.

Caxksunasup

KnaputpoMuine v CakBUHABHD SBISIOTCS CyOcTpaTamu 1 mHruOuTopamu nzopepmenta CYP3A,
4TO OIpEeJeNsieT IByHalpaBlieHHOe B3auMo/eiicTBrue npenapaToB. OAHOBPEMEHHOE IPUMEHEHUE
kinaputpomuimHa (500 Mr 1Ba pa3a B JI€Hb) U CAaKBUHABUPA (B MATKUX JKEJIATUHOBBIX Kalcylax,
1200 mr Tpu pasa B naenp) y 12 3m0poBbix g00poBosbleB Bb3bBaio yBenndeHHe AUC u Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPaBHEHHMU C NPHUEMOM CaKBHHAaBUpPA B
oraensHocTH. 3HaueHuss AUC u Cmax KJIapuTpoMuLImHa ObutH puOan3uTensHo Ha 40 % Bhiwe,
yeM IpUd MOHOTEpanuM KIapUTPOMHULUMHOM. [IpM COBMECTHOM MNPUMEHEHUH JTHX JIBYX
IpenapaToB B TEUESHHE OrPaHMUYEHHOTO BPEMEHH B J103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKITUS
n03bl  He TpeOyercs. Pe3ynabTaThl uHcciieOBaHUS JIEKApCTBEHHBIX B3aUMOJIEHCTBUN ¢
UCIOJIb30BAaHUEM CaKBHHABHPA B MATKHMX >KEJATHHOBBIX Kalcyslax MOTYT HE COOTBETCTBOBATh
s dexTam, HAOIIOIAEMbIM ITPU IPUMEHEHUU CAaKBUHABUPA B TBEPJIBIX KEITATMHOBBIX Karcysax.
PesynbraThl HccinenoBaHus JEKapCTBEHHBIX B3aMMOACHCTBUI PU MOHOTEPAITH CAaKBUHABHPOM
MOTYT HE COOTBETCTBOBATH s dexram, Ha0II0JTaeMbIM npu Tepanuu
CaKBUHApUHOM/pUTOHaBUpOM. [IpH mpueMe cakBHHABHpa COBMECTHO C PUTOHABUPOM CIEAyeT
YUUTBIBATh MOTEHLIUAIBHOE BIMSIHNUE PUTOHABUPA HA KIAPUTPOMHUIIKH.

4.6. DepTHIBLHOCTD, 0€PEMEHHOCTD M JIAKTALHSA

bepeMeHHOCTB

Bbe3onacHoCTh MpUMEHEHUs KIapUTPOMHUIIMHA TPH O€pEeMEHHOCTH He ycTaHOBIeHa. OCHOBBIBAsICh
Ha pa3jIMYHBIX pEe3yJIbTaTax, MMOJyUYeHHBIX B MCCIIEIOBAHUSAX HA JKMBOTHBIX, a TAK)KE Ha OMBITE
NPUMEHEHHS y JIFOJIEH, HEeNb3sl UCKIFOYUTh BO3MOXKHOCTH HEOIAarompHATHOTO BO3/ICHCTBHS Ha

ambOproderanibHOe pasBuTHE. HekoTopble HaOMIOAATENbHBIE HWCCIICAOBAHMS, OIICHHBAIOIINE
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CaMONIPOM3BOJFHOIO a0OpTa MO CPaBHEHUIO C OTCYTCTBUEM AaHTUOMOTHKOTEPANUU WU
OpPUMEHEHHEM JApPYTMX AHTHUOMOTHMKOB B AaHAJOTMYHBIE CPOKM OepeMeHHOCTH. MMerommecs
SMUIEMHUOJIOTMYECKHE HMCCIIEOBAHUS PUCKA CEPbE3HBIX BPOXKAECHHBIX MOPOKOB Pa3BUTUS IPU
IPUMEHEHUN MaKpOJIWOB, BKIIOUas KIAPUTPOMUIIMH, BO BpeMsl O0EpEMEHHOCTH AEMOHCTPUPYIOT
IPOTHBOPEYHBBIC PE3YIBTATHI.

[TprMeHeHne KIapUTPOMUIIMHA TIPU OepeMeHHOCTH (0COOeHHO B | TpuMecTpe) BO3MOKHO TOJIBKO
B Cllydae, KOIla OTCYTCTBYET ajJbTepHATHUBHAS Tepanus, a NOTEHIHAJIbHAsA [10JIb3a U1 MaTepu
IPEBBIILIAECT NOTEHIMAIBHBIN PUCK AT MJI0JA.

Jlakranus

Bb110 ycTaHOBIIEHO, UTO peOEHOK, HAXOAAIINIICS HA TPYAHOM BCKapMIMBAHUU, MOXKET OJTYYHUTh
okoio 1,7 % OoT MaTepuHCKOW 103bl KJIAPUTPOMUIIMHA C MOMNPABKOM Ha Maccy Tejaa MaTepu.
bezonacHoCcTh NMpHUMEHEHMs KIAPUTPOMMIIMHA JJs JeTel Ha IpyJHOM BCKapMJIMBaHUM He
ycraHoBnieHa. [Ipu HeoOXoaMMOCTH TpueMa B NEPHOJ TPYAHOTO BCKAPMIIMBAHUS KOPMIICHHE
IpyibI0 HEOOXOUMO MTPEKPATHUTb.

DepTUabHOCTH

HccnenoBanus, mpoBeieHHBIE HA KPBICaX, MOKAa3aJId OTCYTCTBHE BIUSHUS Ha (PEPTUIBHOCTB.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CPEACTBAMH M PadoTaTth ¢
MeXaHH3MaMHU

JlaHHbBIE OTHOCUTEBHO BIMSHUS KIAPUTPOMHIIMHA Ha CIIOCOOHOCTD YIPABJIATh TPAHCIIOPTHBIMU
CpeACTBaMHU M MEXaHU3MaMH OTCYTCTBYIOT.

Crnenmyer coOmogaTh OCTOPOKHOCTH TPH  YNPABICHUH TPAHCIOPTHBIMH CPEACTBAMU U
MEXaHU3MaMH, YUUThIBasA MNOTCHUUAJIbHYTIO BO3MOXHOCTH TOJIOBOKPY’KCHHA, BEpTUTO,
CIYTaHHOCTH CO3HAHUS M JI€30pUEHTALMH, KOTOpbIE MOTYT BO3HUKHYTh IpPH HNPUMEHEHHU
JTAHHOTO TIpernapara.

4.8. HexxenaresbHbIe peakuuu

PesroMme HexxenaTeabHbBIX PEAKIINT

Knaccudukanus mobOYHBIX peakluii Mo 4acToTe Pa3BUTHS (KOIUYECTBO 3apErHCTPUPOBAHHBIX
CIIy4aeB/KOJIMYECTBO MAIMEHTOB): o4yeHb yacTto (>1/10), wacto (>1/100, o <1/10), Hewacto
(=1/1000, vO <1/100), peaxo (=1/10000, no <1/1000), ouenp penko (<1/10000), gacroTa
HEW3BeCcTHA (Ha OCHOBAHWH WMEIONINXCS JAHHBIX OICHUTh HEBO3MOXHO).

Unghexyuu u unsazuu

Heuacmo: TeNMIONAT., KaHIWUA03, TaCTPOIHTEPUT?, BTOPUUHBIE HWHPEKIMH® (B TOM dHCIe

BarnHaJbHBIC).

Yacmoma neuzsecmua: HC@BHOMGM6paH03HBIﬁ KOJIUT, pOXKa.
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COOTBETCTBYET 3KCMEPTHON

ot 18.03.2024 Nz 5160

(NOCNEQCBATENEHOCTE 0002)

1y OTUETY

Hapywenus co cmoponvl uMmynHOU cucmembl

Yacmo: Chlllb.

Heuacmo: anapuIakTouIHAs PEaKIMs’, THIIEPYYBCTBUTEIBHOCTD, JAEPMATUT OyIUIE3HBIHY, 3y,
KpaNMBHHIIA, MAKyJIONAIy Ie3Has ChIIb .

Yacmoma neussecmua: anapuIaKTHUECKas peakIus, aHTMOHEBPOTUYECKUN OTEK, CEphE3HbIE
KOXKHBIE HE)KEJIaTeJIbHbIE peaKluu (HalpUMEp, OCTPbI I'€HEPAIU30BAHHBIN 3K3aHTEMATO3HBIN
nyctyne3), cuHapom CruBeHca-J[>KOHCOHA, TOKCHYECKHH SHUJAEPMAJIbHBIA  HEKPOJIU3,
JIEKapCTBEHHAsI CHITIb ¢ 203WHOGUINEN U cucteMHor cumnToMmatrkoit (DRESS-cunapom).
Hapywenus memabonuzma u numanus

Heuacmo: aHOpEKCHsl, CHUKEHHE aIIIETUTA.

Yacmoma neuzeecmua: TUNIOTIIMKEMUS.

Hapywenus co cmoponwvl Hepenoti cucmembi

Yacmo: TonaoBHas 00k, 0ECCOHHUIIA, TUCTEB3USI.

Heuacmo: IOTCPA COSHaHI/Iﬂl, I[I/ICKI/IHGSI/Iﬂl, TOJIOBOKPYXKXCHUC, COHIIUMBOCTb, TPEMOpP,

6eCIOKOICTBO, TIOBHIIIEHHAs BO30YIMMOCTES,

Yacmoma wneuzeecmna: CyAOpPOTH, INCUXOTHYECKHE PACCTPONCTBA, CIIyTAaHHOCTb CO3HAHMS,
JieTiepcoHaIn3alus, JeNpeccus, AEe30pUEHTAlMs, TaUIIOLMHALMK, HapyLIeHUs CHOBHUICHHUN
(«koIIMapHbIE» CHOBMJIEHUS), MApecTe3usi, MaHMs, areB3us (IMOTEps BKYCOBBIX OILYIIEHUN),
apoCMusi, aHOCMHUSL.

Hapywenus co cmoponul opeana ciyxa u aabupunma

Heuacmo: BepTUT0, HapyILIEHUE CIIyXa, 3BOH B yIIIaX.

Yacmoma neuzsecmmua: TIyxoTa.

Hapywenus co cmoponul cepoya

Heuacmo: ocTtanoBka cepanal, ¢pubpumismus npencepaumii’, yaiuxenue unteppata QT Ha
3JIEKTPOKApIMOrpaMMe, SKCTPACHCTONHSA Y, OlyIeH e cepleOueHHs.

Yacmoma neuzsecmmua: KeayJOUKOBas TaXUKapUs, B TOM YHCIIE TUIIA «ITUPYIT», GUOPHILIALNS
KEITyIOUKOB.

Hapywenus co cmoponwl cocyoos

Yacmo: Ba3ounaTamus’,

Yacmoma neuzsecmua: KpOBOTEUCHHE.

Hapywenus co cmopoHbl 0bixamenbHoU CUcmembl, 0Opeanos 2pyOHOU KIemKU U Cpeo0CmenUs

1

! HocoBOe KpoBOTeueHHE?, TPOMOGOIMOONHS JTETOUHOM apTepHu-.

Heuacmo: actma
Kenyoouno-kuuieunvie HapyueHus

Yacmo: nuapes, pBoTa, TUCIEINICHUS, TOIIHOTA, 00JIb B 001aCTH KHUBOTA.
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COOTBETCTBYET 3KCTEPTHOMY

ot 18.03.2024 Nz 5160

(OC B HOC TR 0002
Heuacmo: »30(arut?, racrpossodareanpHas edmoktHad - GUHEe | BT “npoR s,

CTOMATHT, TJIOCCHT, B3IyTHE KUBOTA®, 3a110p, CyXOCTh BO PTY, OTPBIKKA, METEOPH3M, X0JIecTas”,
TemaTuT B T.4. XONECTATHIECKHH MM TeNaTOLEeIUTIONAPHBIIH .

Yacmoma meuzsecmua: OCTPbI MAHKPEATHT, U3MEHEHUE IIBETA sI3blKa U 3yOOB, IMEeYECHOYHAsS
HEJ0CTAaTOYHOCTh, X0JIeCTaTHUECKasl KeNTyXa.

Hapywenus co cmopoHvl Kodtcu 1 NOOKOICHBIX MKAHEl

Yacmo: NHTEHCUBHOE IIOTOOT/IETICHHE.

Yacmoma HeuzsecmHa: aKHe.

Hapywenus co cmoponvl mbluieunotl, ckeiemHotl U cOeOuUHUmMenbHOU MmKaHu

Heyacmo: MbIIIEYHBIH cra3sM®, KOCTHO-MBIIIEUHAs CKOBAHHOCTB., MUAIT US>,
Yacmoma neuszéecmua. pabIoMUONN3? | MUOTIATHS.

Hapywenus co cmopoHbvl nouex u Mouegblgo0sauux nymeu

Yacmoma Heuzsecmua. OYEUHAsI HEAOCTATOYHOCTh, HHTEPCTUIIMATLHBIN HEPUT.
Obwue Hapywenus u peakyuu 8 mecme 68e0eHUs.

Ouenwv yacmo: GHIeOUT B MECTE MHBEKIIHHUL,

Yacmo: 00Jb B MECTE I/IH”bCKI_[I/II/Il, BOCIIAJICHUEC B MCCTC I/IH’LGKI_II/II/II.

4 3

Heuacmo: Hegomoranme , THIICPpTCpMHUA~, aACTCHMHA, 6onp B pr,Z[HOﬁ KJ'IeTKe4

, 03HOOY,
YTOMIAEMOCTB",
Jlabopamophvie u uncmpymenmanvHovle OaHHbLE

Yacmo: OTKIOHEHUE B TIEYEHOYHOM Mpooe.

Heuacmo. NOBBILIEHHE KOHIIEHTPAIMU KPEATUHHHA', HOBBIIEHHE KOHLEHTPALMH MOYEBHHbI’,
W3MEeHeHHe OTHOIIEHHs adbOyMMH - II0OYyIHH®, JTeHKOMeHus, HeiTpomeHus®, no3unodumms?,
TpoMOoIUTEMHST, MTOBBILLICHHE AKTHUBHOCTH: aJlaHMHaMUHOTpaHCcepassl (AJIT),

acmapratramunoTpancdepassl  (ACT), rammarmyramunrpanchepassl  (I'TT)%, — menounoit
docdarassl®, naxraraerunporenass (JII)*

Yacmoma  Heusgecmna:  arpaHyJIONUTO3, TPOMOOIMTONEHHUS, YBEIMYCHHUE 3HAYCHUS
MEXIYHApOAHOTO HopMain3oBaHHOTO oTHommeHus (MHO), ymiuHeHue mpoTpOMOUHOBOTO
BpPEMEHH, U3MEHEHHE 1[BETa MOYH, MMOBBIIICHNE KOHLIEHTPALIMH OMIUpyOrHa B KPOBH.

[Ipoune 0coOble MONVIISLUA

Tayuenmol ¢ nooasneHHbIM UMMYHUMEMOM

V¥ nanuentos co CIIM/lom u apyruMu MMMYyHOAEPHUIIUTAMHU, MMOTYYAIOMINX KIAPUTPOMHUIIUH B
0osiee BBICOKMX J103aX B TE€UEHHE JUIMTEIHHOTO BPEMEHHU Ul JICYEHUS MUKOOAKTEepHAJIbHBIX
UHQEKIM, 4acTo TPYAHO OTIMYMTh HEXenarenbHble 3((eKThl Mpernapata OT CHMITOMOB

BUY-undexum unm comyTcTBYIOLIETO 3a00IeBaHUs.
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COOTBETCTEYET 3KCINEPTHOMY
ot 18.03.2024 Nz 5160

(0 CB.L HOCTE 0002
Hamnbonee yacTeIMM HEKENATEIbHBIMU SABJICHUAMU Y H3HECHTOEEUM%IJJ[%H('CVJG"IHVID‘Z&O3V

KIIapUTpOMHIIMHA, paBHYI0 1000 Mr, ObUTH: TOITHOTA, PBOTA, U3BPAIIEHUE BKYyCa, O0Ib B 00JIaCTH
KUBOTA, JAMApes, ChIllb, METEOPU3M, T'OJOBHAs 0OJb, 3amop, HapyLICHHE CIyXa, MOBBIIICHHUE
aktuBHOCTH ACT 1 AJIT B kpoBH. Takke 0OTMEUaIUCh CIy4au HEKeNAaTeIbHBIX SIBICHUN ¢ HU3KOM
YacTOTOW BO3HMKHOBEHHMS, TaKW€ KaK OJIbIIIKA, OECCOHHMIIA U CYXOCTb BO PTy. Y MAalUEHTOB C
MOJIaBJICHHBIM UMMYHHTETOM TPOBOJMIIN OLEHKY JIA0OpATOPHBIX TOKa3aTeliel, aHAIM3HPYS HX
3HAUYMUTEJIbHBIE OTKJIIOHEHUS OT HOPMBbI (pE3KOE MOBBIIICHUE WU CHIbKeHue). Ha ocHoBanuu
JaHHOTrO Kputepus y 2 — 3 % mauuMeHToB, MOJy4aBUIMX KiaapuTpomMuuuH B no3e 1000 mr
€XEIHEBHO, ObUIO 3aperucTPUpPOBAaHO 3HauuTeabHOE moBbiieHHe akTuBHOCTH ACT u AJIT B
KPOBH, a TAaK)Ke CHI)KEHHUE YHCIIa JICMKOLUTOB U TPOMOOIIUTOB. Y HEOOJIBIIOrO YMCIIa MallueHTOB
Tak)ke OBUIO 3apETUCTPUPOBAHO MOBHIIICHUE KOHIICHTPAIIUU OCTATOYHOTO a30Ta MOYCBUHBI.
* B HEKOTOpPBIX COOOIICHHUSIX O PabJAOMHUONN3E KIAPUTPOMHUIIMH MPUHUMAIICSI COBMECTHO C
JIPYTHUMH JIEKAPCTBEHHBIMU CPEICTBAMH, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBA3AHO Pa3BUTHE
pabomuonu3sa (cratuHbl, (PUOPATHI, KOJXUIIWH WINA AJUIOITYPHUHO).
! Coobmenns o MaHHBIX MOGOYHBIX PEAKIMAX OBUIM TIONYYEHBI TONBKO NPH MPHMEHEHHH
npenapata Kinapurpomunus, 1uouan3aT A1 IpUroTOBICHUS pacTBOpa ISl HH(PY3HIA.
2 CoOo6IIEHHS] O JAHHBIX TOOOYHBIX PEAKIHMAX OBUIM MONYYEeHBI TOJBKO TPH HMPUMEHEHHH
npermapara KimapuTpoMuiuH, TaOlIeTKH C MPOJOHTHPOBAHHBIM BBICBOOOXICHHUEM, IOKPHITHIC
MJIEHOYHON 000JIOUKOH.
8 Coo6uIeHHs O JAHHBIX TOOOYHBIX PEAKIHMAX OBUTM MONYYEeHBI TOJBKO NPHM MPUMEHEHHH
npenapara KimapuTpoMuIuH, rpanyJibl AJis IPUTOTOBJIEHUS CYyCIIEH3UHU JUIsl IPUEMA BHYTPb.
4 Coobmennst 0 JAHHBIX TOOOYHEIX PEAKIUAX OBUIM MOTy4eHBI TONBKO TPH NPUMEHEHHH
npenapata Kiapurpomuyg, TabaeTky, HOKPHIThIE MIIEHOUYHON 000I04YKOi.

eTH
[Ipeanonaraercs, 4To 4aCTOTA, TUII U TAKECTh HEXKENATEIbHbBIX PEAaKLIUN y IeTel Takasl ke, KaK y
B3pOCIIBIX.

Coo01reHne 0 mo03pEBAEMBIX HEXKEIATEIbHBIX PEAKIIHIX

BaxxHo coo0mare O MOA03pEeBaEMbIX HEXENATeNbHBIX PEAKIMAX I0CIe PEerucTpaliu
JIEKapCTBEHHOTO Iperapara ¢ [elibl0 00ecTedeHns HePephIBHOIO MOHUTOPUHTAa COOTHOIICHUS
"monp3a — pHCK" JIEKAPCTBEHHOrO mMpernapata. MeauIMHCKUM paOOTHHKAM PEKOMEHIyEeTCs
coo01aTh O JIIOOBIX MOJI03pPEBAEMbIX HEXKENaTeIbHBIX PEeaKIUsAX JEKapCTBEHHOTO Ipemnapara
yepe3 HallMOHAJIbHbIE CUCTEMbI COOOIIEHHUS 0 HEXKENIAaTEeNIbHBIX PEAKLUAX TOCYAAPCTB — UICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr'0 COI03a.

Poccuiickas ®enepanus

®denepanpHas ciyx0a 1Mo Haa30py B cdepe 3aApaBOOXpaHCHHS
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Tenedon: + 7 (800) 550-99-03
OnekTpoHHas moyta: pharm@roszdravnadzor.gov.ru
Cair B uH(}OpPMAITMOHHO-TEJIEKOMMYHHUKAITMOHHON ceTn «HTEepHET:

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

4.9. Ilepeno3npoBka

CHMITOMBI

Hert cooOmienuii o ciydasix nmepeo3upoBKH MPU BHYTPUBECHHOM BBEJICHUU KJIAPUTPOMHUITMHA. Tem
HE MEHEe, OTYEThI YKa3bIBAIOT Ha TO, YTO IIPHEM OOJIBIIION A03bI KIIAPUTPOMHUIIMHA BHYTPh MOYKET
BBI3BaTh CHUMITOMBI HAapyIIEHUH CO CTOPOHBI KEIyJAOYHO-KHIIEYHOTO TpakTa. Y OJHOTO
ManyeHTa ¢ OWITOJIIPHBIM PACCTPOMCTBOM B aHaMHE3e IOcie mpuemMa 8§ T KIapuTPOMHUIIUHA
OTMCaHbl U3MEHEHUS TICHXUYCCKOTO COCTOSHHUSI, TapaHOUIAJIbHOE TIOBEICHHUE, TUITOKATUEMHS U
THIIOKCEMHSL.

JleueHme

B ciydae mepemo3upoBKH cleAyeT MPEKpAaTUTh MPUMCHEHHE B/B KJIAPUTPOMHIIMHA W HAYaTh
MPOBOAUTH COOTBETCTBYIOIIYIO CHUMITOMATUYECKYIO TEPAIHIO.

['emoananu3 W TMEpUTOHEANbHBIA [MAIM3 HE OKa3bIBAIOT CYIIECTBEHHOTO BIMSHHUS Ha
KOHIICHTPAIUIO KJIAPUTPOMHUIIMHA B CBIBOPOTKE, YTO XapaKTEPHO W JUIsl JAPYTHX IPENapaToB
TPYIIBI MAKPOJUIOB.

5. PAPMAKOJIOT'HTYECKHUE CBOMCTBA

5.1. ®apmakoanHaMnyecKue cBOiicTBa

dapMakoTepareBTUYECKass TPYIIA: aHTHOAKTEpUATbHBIC CPEACTBA CHCTEMHOTO JEHCTBUS;
MaKpOJIUIbI, IMHKO3AMHU/IBI U CTPENITOTPAMIHBI; MAaKPOJIHIHI.

Kox ATX: JO1IFAQ9

MexaHN3M e CTBUS

KnaputpoMuniua sBAsieTCSl MOJYyCUHTETUYECKUM AaHTUOMOTUKOM TpPYIIBI MakKpOJWIOB U
OKa3bIBaeT aHTUOAKTEepUAIbHOE JCHCTBHE, B3auMoAeucTBys ¢ S50S  pubGocomanbHOU
cyObequHMIIeH 1 OJABIIsIsl CHHTE3 Oenka OakTepuil, YyBCTBUTEIBHBIX K HEMY.

KiapurpoMHIIMH TIPOIEMOHCTPUPOBAN BBICOKYIO AKTHBHOCTH IN VItr0 B OTHOIICHHWH Kak
CTaH/JapPTHBIX J1a0OpaTOPHBIX IITAMMOB OakTepHil, TaK U BBIIEICHHBIX y NAI[MEHTOB B XOJ€
KJIMHUYECKON MPaKTUKKU. BBICOKO 3 (peKTUBEH B OTHOLIEHMH MHOTUX a3pPOOHBIX U aHa3pOOHBIX
IPaMIIOJIOKUTEIBHBIX M TPAMOTPULIATENBHBIX MUKPOOPIaHU3MOB. MUHUMAIIbHBIE NTOAABIIAIOIINE
koHueHnTpauun (MIIK) knaputpomuninHa uis 601bIIMHCTBA BO30ynuTeneil Mensiue, yem MITK

SPUTPOMHUILIMHA B CPETHEM Ha OJIHO logz pa3BeneHue.
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Knaputpomuiius in Vitr0 BBICOKOAKTHBEH B OT {omeHHﬂ%&'raﬁerllig %ﬁgﬁwﬂﬁé -ll_\ﬁ\/gaf;'%%ma

pneumoniae. Oka3biBaeT OakTepuiuaHoe AelicTBue B otHourenuu Helicobacter pylori; nannas
AKTUBHOCTb KJIQPUTPOMUIIMHA BBILIE IIPU HEUTpanbHOM pH, 4em npu Kuciom.

Kpome Toro, ganusie in Vitro u in Vivo yka3pIBalOT Ha TO, YTO KJIAPUTPOMUIIMH JEHCTBYET Ha
KJIMHUYECKH 3HAUYMMbIC BUbI MUKOOakTepuii. Enterobacteriaceae u Pseudomonas spp., takxe
Kak M Ha Jpyrue, He (EepMEHTHPYIOIIME JIAKTO3y TpaMOTPHIATEIbHBIE OakTepuu, He
YYBCTBUTCIIBHBIC K KIIAPUTPOMHUIIHY.

dapmakoauaamuyeckue d3PHeKTol

AKTHUBHOCTH KIIapUTPOMHUIIHHA B OTHOHLICHHUH OOJBIIMHCTBA IIITAMMOB NEPCUUCICHHBIX HHUXKEC
MHUKPOOPIraHMU3MOB OOKa3aHa KakK in vitro, TaK U B KIMHAYECKOM IMPAaKTHUKE IIPpH 3360J’I€BaHI/I${X,
IIEPEYUCIICHHBIX B pazzaene 4.1.

A3pO6Hbl€ cpamnoiodNcumelbHovle MUKPOOPecaAHU3Mbl
Staphylococcus aureus

Streptococcus pneumoniae

Streptococcus pyogenes

Listeria monocytogenes

Aspobuvie epamompuyamenvhvie MUKPOOPSAHUZMbL

Haemophilus influenzae

Haemophilus parainfluenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

lpyaue mukpoopearuzmol

Mycoplasma pneumoniae

Chlamydia pneumoniae (TWAR)

Muxobaxmepuu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) - koMIUIeKC, BKITFOYAOTIHIA:
Mycobacterium avium

Mycobacterium intracellulare
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COOTBETCTBYET 2K
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(noc B HOCTE Q0027
[Tponykmust OeTa-akTamMasbl HE OKa3bIBAET BJ'II/IHHI/IEI 'Ha_I %H&ggtﬁmp ThoMATIHHA.

CMEPTHOMY OTUETY

BonpmmHCTBO MITAaMMOB CTa(bI/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIJIMHY W OKCallUJIJINHY,
0071a/1a10T yCTOMYUBOCTBIO U K KJIIAPUTPOMUIIMHY.

Helicobacter pylori

UyBCTBUTENBHOCTD H.pylori K KIAPUTPOMUIIMHY M3ydaslach Ha u3oisATax H.pylori, BbIIEIEHHBIX
or 104 mamweHTOB, O Hayaja Tepanuu mpemapaToM. Y 4 MalMeHTOB OBUIM BBIICICHBI
PE3UCTEHTHBIC K KJIAPUTPOMUIIMHY INTamMMbl H.pylori, y 2-X - mMTaMMbl C MPOMEXYTOYHOMN
PE3UCTEHTHOCTBIO, y OCTAIBHBIX 98 marueHToB M30JATHl H.pylori ObLIM 4YyBCTBUTEIBHBI K
KIapUTPOMULIUHY.

KnaputpomuiinH oOka3bpiBaeT JeiicTBue IN VIO W B OTHOLICHWM OOJBIIMHCTBA INITAMMOB
CJICAYyIOIUX MUKPOOPraHU3MOB (O,Z[HaKO 0€e30IMacHOCTh U 9(1)(1)6KTI/IBHOCTB HUCITIOJIB30BaHUs
KJIapUTPpOMHUIIMMHA B KIIMHUYECKOH IMPAaKTHUKC HC ITOATBECPKACHA KIIMHUYCCKUMU UCCIICA0OBAaHUAMMU,
H MMPAKTUYCCKOC 3HAYCHUC OCTACTCA HG)ICHI)IM)I

A3p06Hbl€ cpamnoioacumeslbHvle MUKpoopcanusmbl

Streptococcus agalactiae

Streptococci (rpynmsi C, F, G)

Viridans group streptococci

Aspobuvie epamompuyamenvhvie MUKPOOPSAHUZMbL

Bordetella pertussis

Pasteurella multocida

AHa3p06Hbl€ cpamMnoioacumenbHbvle MUKpoopcanu3mol

Clostridium perfringens

Peptococcus niger

Propionibacterium acnes

Anaspobnvie epamompuyamenbHvle MUKPOOP2AHUZMbI

Bacteroides melaninogenicus

Cnupoxembsi

Borrelia burgdorferi

Treponema pallidum

Kamnunobaxmepuu

Campilobacter jejuni

OCHOBHBIM MeTa00IUTOM KIIapUTPpOMUIINHA B OpraHmus3me YCJIOBCKaA ABIACTCA
MHUKpPOOHMOJIOTUYECKH  aKTUBHBIK ~ merabonmur  14-ruapokcuknaputpomunuH  (14-OH-
KJIAPUTPOMHUIIMH). MHUKpOOHOIOTHYECKasi akTUBHOCTh METAa0O0IUTa Takas e, KaK y MCXOJIHOTO

coequHeHus, wid B 1 — 2 pasa cinabee B OTHOLIEHUH OOJIBIIMHCTBA MHUKPOOPTraHU3MOB.

21



el

L

OMY OTYETY

Uckmouenue cocrasiiaet H.influenzae, B orHomennun KOTEBDH?@ME‘HB%@EW%&EOMWE I1Ba

pasa BeIe. McxoqHoe coelMHEHHE M €r0 OCHOBHON METabOJIUT OKa3bIBAIOT JIMOO aIIMTHBHBIH,
b0 cuHepruyeckuii 3pdext B orHomeHun H.influenzae B ycmoBusix in vitro u in Vvivo B
3aBHCHUMOCTH OT IITaMMa OaKTepuil.

Tecm na uyecmseumenbHocmy

KonnyectBeHHble METObI, TpeOyIOIME U3MEPEHUsS AUaMETpa 30HBI MOJABICHUS POCTa, AAIOT
Han0oJiee TOYHBIC OIICHKH YYBCTBUTEIHHOCTH OAKTEPHI K aHTUMUKPOOHBIM npenapatam. OnHa
U3 PEKOMEHAYEMBIX METOMUK [UIsl OIpelieieHHs] YyBCTBUTEIBHOCTH HCIONb3YET JTUCKH,
UMIIPErHUPOBAaHHBIC 15 MKr KiapuTpoMunnHa (aucko-nuddysnonusiii Mmeton Kupou-bayspa);
IIPY UHTEPIIPETAIMH TECTa IUaMETPhI 30H MTOIABICHUS pOCTa KOPPETUPYIOT co 3HadeHussMu MITK
kiaputpomuninaa. 3uadenust MIIK onpenensitoress MeToaom pasBeieHuUs B OyJIbOHE WM B arape.
[Ipy MCHONB30BAaHUM ATHX METOJMK, OTYET M3 J1A0OpAaTOPUU O TOM, YTO IITAMM SIBISIETCS
«UyBCTBUTEIIbHBIM», YKa3blBaeT Ha TO, YTO BO30yIuTeNnb WHGEKIWH, BEPOSTHO, OTBETUT Ha
neuenne. OTBET «PE3UCTEHTHBIN) YKa3bIBAET HA TO, YTO BO30YIUTEIb, BO3MOYKHO, HE OTBETUT Ha
neuenre. OTBET «IPOMEXKYTOUYHAsI YyBCTBUTEIHHOCTBY IPEAIOJIATaeT, YTO TePaNeBTHUESCKHUMA
ekt mnpemapata MoOXKeT OBITh HEOJHO3HAUEH WM MHUKPOOPTaHU3M MOXKET OKa3aThCs
YyBCTBUTEJIBHBIM TIPU HUCIHONIB30BaHUU Ooyiee BBICOKMX 103 mpemnapara. (I[IpomexyTounas
YYBCTBHTEIHLHOCTh TAK)KE HA3BIBACTCS «YMEPCHHON YYBCTBUTEIIHBHOCTHION ).

5.2 ®apmakoKHHeTHYECKHE CBOHCTBA

Pacnpenenenue, 6I/IOTDaHCd)ODMaI_II/I$I, SJIMMHHAIIUA

300posuie

B xiauHMYeckOM HCClIEeOBaHMM C Y4YacTHEM 3JI0POBBIX JOOPOBOJBLEB KIAPUTPOMHULIMH
MPUMEHSIICS BHYTPUBEHHO OJIHOKPATHO B n1o3ax 75, 125, 250 u 500 mr B o6beme 100 mu B Buge
uHOy3uu B TeueHune 30 MuH, a Take B go3ax 500, 750 unu 1000 Mr B o6beme 250 M1 B TeUeHHE
6onee, yem 60 MuH. MakcumanbHble KOHIEHTPAUUHN (Cmax) KIAPUTPOMUIIMHA COCTABUIM OT
5,16 mxr/mn o 9,40 mxr/mn nocie uHoysuu 500 mr u 1000 Mr xi1apuTpoMHUIIMHA B TEUEHHE
60 MuH cOOTBETCTBEHHO. Cmax 14-OH-knaputpomuinna cocrasmiia 0,66 MKr/mit nocie uHQY3uu
500 mr u 1,06 mxr/mi nocie Beeaenus 1000 mr kiapuTpoMuinHa B TeueHue 60 MUH.

B paBHOBECHOM COCTOSHMM TE€PMHHAJIBHBIM mNepuon mnoiyBbiBeneHUs (T12) KiapuTpomMuIMHA
3aBUCHUT OT J03bI Ipenapara u cocrasisier or 3,8 4 10 4,5 4 npu BBeaeHuu 103 ot 500 Mr 10
1000 mr B Teuenne 60 MuH cOOTBETCTBEHHO. T1/2 14-OH-KnapuTpomMuIinaa npoaeMOHCTPUPOBAIT
JI0303aBUCUMOE YBEJIMUYEHHE MpU IpueMe Oojiee BBICOKMX /103 M COCTaBWiI 7,3 daca mocle
BBeseHus 500 Mr u 9,3 yaca nocine BBegeHus 10361 1000 Mr B Teuenue 60 MUHYT.

Cpennee 3HaueHHe IJIOUIAAM TOJ KpUBOM «koHUEHTpanus-BpeMs» (AUC) kiapuTpoMHIIMHA

MIPOJEMOHCTPUPOBAJIO HEJIMHEHHOE [10303aBUCHMOE yBennyeHue ¢ 22,29 u*mkr/min mocrne
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BBeneHus n03bl 500 mr mo 53,26 a*MKr/mia modjie BBGI[EQII/%I::,HEQQ 6‘06_ E{Jr_l té*&éﬁﬁfea 3|H:L'[|‘31'ICIHI/IC

AUC 14-OH-kmaputpomuiimHa coctaBuiio ot 8,16 a*Mkr/mi 10 14,76 9*MKr/MI1 Ipu BBEICHUU
TEX K€ /103 B TeueHue 60 MuH.

B 7-n1HeBHOM  KIMHMYECKOM HCCJIENOBAaHUU  KIAPUTPOMHIIMH BBOAWIM  BHYTPUBEHHO
MHOTOKpPATHO B 103ax 125 u 250 mr B o6beme 100 M B Teuenue 6osee 30 muH, u B 1o3ax 500 u
750 mr B 00BeMe 250 mut B TeueHue 6osee 60 MuH yepe3 kaxbpie 12 yacos. B aToMm ncciaenoBanuu
3HayeHne Cmax B PAaBHOBECHOM COCTOSIHUM YBEIMYUBAJIOCH OT 5,5 MKr/mMia B go3e 500 mr mo
8,6 Mkr/mi nipu 103e 750 mr. B paBHOBecHOM coCTOSIHUM T1/2 KIIApUTPOMHUIIMHA TIOCIIe HHPY3UU
B TeueHue 6onee 60 mMud B go3ax 500 mr u 750 mr coctaBuia 5,3 4 u 4,8 4 COOTBETCTBEHHO.
Cmax 14-OH-x1apuTpoMUIlMHA B PABHOBECHOM COCTOSTHUU Tocie BBeAeHus 103 500 mr u 750 mr
yBemmumnack ¢ 1,02 mxr/mi go 1,37 mMxr/mi coorBercTBeHHO. T1/2 14-OH-knapuTpoMuiimHa y
rpyni, kotopsiM BBoawiaun 500 mr miam 750 mr, coctaBun 7,9 4 um 5,4 4 COOTBETCTBEHHO.
®apmakokunneTuka 14-OH-knaputpoMuiiiHa He 3aBUCENA OT JJO3BI.

Tayuenmoi ¢ MukobaxmepuarbHLIMU UHOEKYUAMU

B Hacrosimee Bpemsi HET OOOOIIEHHBIX JAHHBIX IO BHYTPUBEHHOMY NPHMCHCHHIO (B/B)
KIAPUTPOMUIIMHA TP MHKOOAKTEpUANbHBIX HMHQPEKIUSAX Yy B3POCIbIX MAIMEHTOB C
BUY-undexmnueit, wumeroTcs (HapMakOKMHETHUECKHE JaHHble IPUMEHEHHUs  TalJIeTOK
KIAPUTPOMHIIMHA TIPU ITHX HH(QEKIusaX. PaBHOBecHass KOHIGHTPAHS KIAPUTPOMHUIIUHA U
14-OH-knaputpoMuIIMHa MOCIE MpreMa B3pocibiMu nanreHTamu ¢ BUY-undexuneir o0bdHBIX
1103 KJIApUTPOMHUIIMHA ObLTa CXOJAHON ¢ TAaKOBOW y 3IOPOBBIX Mtoaeil. OqHaKO MPpU MPUMEHEHUH
KJIApUTPOMHUIIMHA B Oo0Jiee BBICOKMX [03aX, KOTOpbIE MOTYT MOTpeOoBaThbCA ISl JICUCHUS
MHUKOOAKTEpHUATbHBIX WHMEKITNN, KOHIICHTPAIUSI aHTUOMOTHKA MOXKET 3HAYUTEIHHO MPEBBIIIATh
OOBIYHEIE.

[Tpu npuMeHeHuu npenapata B 60s1ee BEICOKHUX J103aX OTMEYaNoch yITHHEeHHe T1/2 IO CpaBHEHUIO
C TaKOBBIM Y 3/IOPOBBIX JIFOJICH, MOTYUYABIINX KIAPUTPOMHUIIMH B OOBIYHBIX J103aX. YBEIMUECHUE
KOHIIGHTpAllMd B TIa3Me€ U OoJiee UIMTENbHBIA TEPHOJ TOJYBBIBEJACHUS TPH Ha3HAYCHUU
KJIAPUTPOMHUIIMHA B OOJiee BBICOKMX JI03aX COTJIACYIOTCSA C W3BECTHOM HEIMHEHHOCTHIO
(dbapMaKOKMHETHKH Mpenapara.

6. PAPMAIIEBTUYECKHWE CBOMCTBA

6.1. [lepeyeHb BCIOMOTraTeIbHBIX BElIECTB

JlakToOmoHOBas KUCTIOTA

Harpust rugpokcuaa pactBop 4 % uiu XJIOPUCTOBOAOPOJTHONM KHCIOTHI pacTtBop 1 M (s
koppekuuu pH)

6.2. HecoBMeCTHMOCTH

JIaHHBIN JIEKApCTBEHHBIM NIpernapar He ClIeAyeT CMEMMBaTb C JPYTMMH JIEKAPCTBEHHBIMU
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npernaparaMmi, 3a UCKIIOYEHUEM YTIOMSHYTBIX B pa3zieiie

6.3. Cpok roaHocTu (CpoK XpaHeHHs)

3 roxa.

[TpuroToBneHHBI pacTBOp Npemnapara peKOMEHAYEeTCs HCHOJIb30BaTh HEMEIJIEHHO I0CiIE €ro
npurorosiieHus. Eciu pacTBop He HCHob3yeTcs cpa3y, PEKOMEHIyeTCsl COXPaHsTh ero He 6onee
24 4 nipu temnepatype ot 2 °C 1o 8 °C B aCeNTUYECKUX YCIOBUSX.

6.4. Oco0Oble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUHU

ITpu Temneparype He Boie 25 °C.

VYcnoBust XxpaHeHHs IOCIIe BOCCTAHOBJICHUS CM. B pazzelie 6.3.

6.5. XapakTep u cofep:KaHHe MEPBUYHOI YIAKOBKH

[To 500 wmr xiapuTpoMHIMHAa BO (JIAKOHBI K3 OECLUBETHOIO HEHUTPANbHOIO CTEKJa
| runponauTHyeckoro kiacca BMecTMMOCTbIO 10 mi mimm 20 MiI, TEPMETHYHO YKYIOPEHHBIE
npoOKaMu pE3WHOBBIMM Ha OCHOBe OyTHiKaydyka WWiIH OpoMOyTUIIKaydyka, OOKaThie
QIIOMUHUEBBIMU KOJMAaYKaMH WIM KOJIIauKaMU aJIOMHHHUEBBIMH KOMOWHMPOBAHHBIMHU, WIIH
KOMOMHUPOBAaHHBIMH KOJIMAYKaMH U3 QIIOMUHUS U [1aCTMACChI.

Ha xaxnplii yiakoH HAaKJIEHMBAIOT 3TUKETKY M3 OyMaru Ui BBICOKOXYI0)KECTBEHHBIX H3IaHHM
WA CAMOKJICSIIITYIOCS STHKETKY.

I[To 1 pnakony BMecTe ¢ MHCTPYKIKEH 110 MPUMEHEHHIO IIOMEIIAIOT B MAYKy U3 KapTOHA.

[lo 5 (nakoHOB TOMEmAlOT B  KOHTYPHYIO SIYCHKOBYIO YHAKOBKY W3  IUICHKH
HOJMBUHUIIXJIOPHTHOM.

[To 5 (nakoHOB TOMEMIalOT B KOHTYPHYIO SYEHKOBYIO YNAKOBKY M3  IUIEHKHU
HNOJMBUHUIXJIOPUIHON M (OIBIU aFOMUHUEBOM, MM THOKOW YHMakOBKHM B PYJIOHAX Ha OCHOBE
QIIOMUHUEBON (HONIBIM, WIM MaTepuaja YINAaKOBOYHOIO KOMOHWHUPOBAaHHOTO Ha OyMa)XHOH
OCHOBE.

1, 2 KOHTypHBIE SYEHKOBBIC YIMAKOBKH C (IAKOHAMH BMECTE C WHCTPYKIMEH 10 TMPUMEHEHHUIO
MIOMEIIAIOT B TTAYKYy U3 KapTOHA.

YrakoBka aJist CTallioOHApOB

10 KOHTYpHBIX TYEHKOBBIX YITAaKOBOK C (DJITaKOHAMH BMECTE C PABHBIM KOJMYECTBOM MHCTPYKIUH
10 MPUMEHEHHIO TIOMENIAIOT B KOPOOKY U3 KapTOHA ro(ppupOBAHHOTO.

He Bce pa3mepsl YITakOBOK MOTYT OBITh IOCTYITHBI JUISI PEaTH3aIIHH.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TNPH YHUYTOKEHHH  MCIOJIb30BAHHOIO
JIeKAPpCTBEHHOr0  mpenapaTra MWJIH  OTX0JA0B, MOJYYeHHBIX IOCJie TPUMEHEHHUs
JIEKAPCTBEHHOI0 Npenapara, i Ipyrue MaHUNyJIsUM C penapaToM

IIpuroToBaeHUE pacTBOpa

PacTBop 11t nH(Y3HI TOTOBAT CleAYIOIMM 00pa3oM:
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1). HoGaBnsroT 10 Mi1 CTEpUIBLHON BOMBI JJIS HHBGKHﬁEI:Ea'm%L'J %66'3\'4'1: %Ead;ﬁﬁ?ﬁ%'am

PexkomentyeTcsi MCHONIB30BATh TOJIBKO CTEPWIIBHYIO BOAY Ui MHBEKIHHA, MMOCKOJBKY JIFOOON
JIpyrol pacTBOPHUTEIb MOXET BBI3BaThb OOpa3oBaHHe ocaaka. Henp3s HCMoOIb30BaTh
pPacTBOPUTEIIH, COZIEPKAIINE KOHCEPBAHTHI MIIM HEOPraHUUYECKUE COJIH.

Ilpumeuanue: NPUTOTOBIICHHBIN pacTBOp IpenapaTa, HOJYYEHHbIH ONMCaHHBIM BBILIE CIIOCOOOM,
COJCPXKHUT JIOCTaTOYHOE KOJIMYECTBO KOHCEpBAaHTa M HUMeEeT KOHUeHTpamuio 50 wr/mi
KJIAPUTPOMHULIMHA.

[TpuroToBneHHbI pacTBOp mpemnapara peKOMEHAYEeTCs HCHOJIb30BaTh HEMEIJIEHHO I0CNIE €ro
npurorosiieHus. Eciu pacTBop He HCHOb3yeTcs cpa3y, PEKOMEHIyEeTCsl COXPaHsTh ero He 6onee
24 4 ipu temneparype ot 2 °C 10 8 °C B acenTHYECKHUX YCIOBUSIX.

2). [lepen BBereHHEM NIPUTOTOBIIEHHBIN pacTBOp npenapara (500 mr B 10 M1 BOjbI U1 MHBEKLIMN)
JIOJDKEH OBITh 100aBeH He MeHee 4eM K 250 MJI OJHOro U3 CIEAYIOIIMX PacTBOPOB Ul B/B
BBEJICHU:

5 % pacTBOp A€KCTPO3bl B pacTBOope Punrepa nakrar, 5 % pacTBop AEKCTpO3bl, pacTBOp Punrepa
nakrtar, 5 % pactBop aekctposbl B 0,3 % pactBope xsopuaa Hatpusi, 5 % pacTBOp ACKCTPO3bI B
0,45 % pactBope xsopuaa Harpus, 0,9 % pacTBop xj0puja HaTpHsl.

[Tomy4yeHHblif pacTBOp Ipenapara pPEeKOMEHIYETCS HCIIOJIb30BaTh HEMEMJICHHO IIOCIE €ro
npurotoieHus. Eciu pacTBOp He UCIIONIb3YETCs Cpa3y, peKOMEHIYETCSl COXPaHATh ero He Ooiiee
24 4 npu temmeparype oT 2 °C go 8 °C B acentuueckux ycnoBusix. Ilocine atoro cpoka He
peKoMeHyeTcs AajbHellee XpaHeHne M UCIOIb30BaHNE PAaCTBOPA KIAPUTPOMMIIMHA B/B.

He crnenyer cmemmBaTh pacTBOp C KakUMH-THOO JIEKApCTBEHHBIMH CPEICTBAMU WIIU
pacTBOpPUTENISIMU, €CIU He Obljla MEePBUYHO YCTAHOBJIEHA MX (U3MYecKas WM XUMHUYEecKas
COBMECTUMOCTbH C KJIAPUTPOMMIIMHOM B/B.

Beck ocraBimiics 1ekapCcTBEHHBIN Mpenapar U OTXOJIbl CIeIyeT YHUUTOKUTh B COOTBETCTBHH C
YCTaHOBJICHHBIMH HAaIIMOHAJIBHBIM 3aKOHOJATEIbCTBOM TPEOOBAHUSAMHU.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUS

Poccniickas @enepanus

000 «DapmnoTpedcoro3»

142279, MockoBckast obnacts, . Cepmyxos, . O6oneHck, m1. O6oneHckoe, ctp. 1.

Temedon: +7 (968) 809-22-12

OnektpoHHas nouta: infofarmps@mail.ru

7.1. IlpeacraBuTeNb AeprKaTeJIsl PErHCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3un HOTD66I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccuiickas ®@enepanns

000 «AnasTpo»
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 18.03.2024 N= 5160

107078, r. Mocksa, yi. HoBopsaszanckas, 1. 18, ¢rp. 21, }EIEIJ%EQJQ%L'TEHEHG CTb 0002)
Ten.: +7 (909) 906 28 04

Anpec anekTponHo# mouThl: r.farmakonadzor@yandex.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUASA
JITI-Ne(004946)-(PT-RU)

9. JATA TIEPBUYHOW PETMCTPALIMM (MOATBEPKIEHUS
PETACTPAILIAU, TEPEPETUCTPAIIAN)

JlaTa nepBoi perucTpanuu:

21.03.2024

10. JATA IEPECMOTPA TEKCTA

OOmass XapakTepuCTUKa JIEKapCTBEHHOro npenapara KiapuTpomMuinuH JocTynHa Ha
MHPOPMALIMOHHOM TOpTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HWH(POPMALMOHHO-

KOMMYHHKaIMOHHOH cetn «HTepHeT» http://eec.eaeunion.org/
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