COOTBETCTBYET 2KC : EPTHOMY OTUETY

ot 24.01.2025 N2 1533

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHGFO TIPERAPATA 1710

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Knaruna, 500 mr, TabneTku, MOKPHITHIE INIEHOYHOW 0007109KO0M

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JlelicTBytol1I€€ BENIECTBO: KJIAPUTPOMUIIUH
Kaxxnas Tabnerka, MOKphITask IUICHOYHON 000JI0UKOM, COepKUT SO0 MI KITapUTPOMUITIHA.

[TonHbIM IEpeYeHb BCIOMOTAaTENbHBIX BENIECTB CM. B paznene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabyeTku, MOKPHITHIC TNIEHOYHOU 000JTOYKOM.

OBaJIbHBIE JIBOSIKOBBIMYKJIBIE TAOJETKH, MOKPBITHIE IUIEHOYHOW OOOJIOYKOH CBETIIO-KEITOTO
L[BETA.

4. KIMHUYECKUE JAHHBIE

4.1. [loxka3zanusi K NPUMEHEHUIO
NHupexnmonHo-BocnanuTeIbHbIC 3a00JIeBaHUs, BBI3BaHHBIE 9yBCTBUTEIHHBIMU
K KJIApUTPOMUIIMHY MUKPOOPTaHU3MaMH y B3pOCIIBIX U AeTel cTapiie 12 net:

e WHOEKIUU HIKHUX JIBIXaTeIbHBIX IMMyTeH (Takue Kak OpOHXUT, THEBMOHUS);

e WH()EKIMU BEPXHUX JbIXaTEIbHBIX MyTeH (Takue KaK (hapuHTHUT, CHHYCHUT);

e uYHQPEKIUH KOXH W MSTKHX TKaHeW (Takue Kak (DOJUTMKYJIMT, BOCHAICHUE ITOJKOXHOMN
KJICTYaTKH, POXKa);

® JIMCCEMUHHPOBAHHBIC HITH JIOKATN30BaHHBIE MUKOOAKTEpUaTbHbIC HH(EKIINH, BEI3BAaHHBIC
Mycobacterium avium wn Mycobacterium intracellulare; noxann3oBaHHbIE WH(]EKIINH,
BbI3BaHHBIC Mycobacterium chelonae, Mycobacterium fortuitum w Mycobacterium
kansasii;

e [podMIAKTUKAa  PACOpOCTpaHEHHUs  MHGPEKIUH,  OOYCIOBICHHOH  KOMIUIEKCOM
Mycobacterium avium (MAC), BUYU-uHOUIMPOBAHHBIM MAallUEHTaM C COJEpKaHHEM
mumporutos CD4 (T-xenmepHbix tumMpouTos) He 6onee 100 B 1 Mm>;

e opanukarus H. pylori U CHM)KCHHE YacTOThl PEIHMIMBOB S3BBI JIBEHAAIATHIICPCTHON
KUILIKH.

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

PexxuM 103upoBaHus
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 24.01.2025 N2 1539

OObIuHasE peKOMEHJ0BaHHAS 1032 KIIAPUTPOMHUIIMHA Y Bé@é“&ﬁmgie% %fﬂl“éi‘l—: %0 MT

2 pasa B JieHb (B 5TOM CJIydae BO3MOXKHO MpuMeHenue npenapara Knarmua® Tabaerku, MoKphIThe

IJICHOYHOH 000510uKOM, 250 Mr).
Knaputpomunun 500 mr 2 pa3a B IeHb UCHIOJIB3YIOT B Cllyyae 0ojiee TSKeNIbIX HH(EKINH.

OObIuHAs TPOAOHKUTEIIBHOCTD JISYCHHS COCTABIISIET OT 5 110 14 aHEH.

Hckimouenne cocTaBisiOT BHEOOTbHUYHAS THEBMOHHUS U CHHYCHT, KOTOPBIE TPEOYIOT JISYCHHUS OT
6 1o 14 quen.

Jlo3bl 0151 newenus MukobaKkmepuaibHulx UHexkyuil, Kpome myoepkyiesa:

[Tpu mMuKkoOakTepuanbHBIX WH(MEKIUAX PEKOMEHJ0BaHa J103a KiaputpomunuHa 500 mr 2 pasa
B JICHb.

Jleuenne muccemuHupoBaHHBIX MAC-undekumii y nammentoB co CIIN/] cnemyer mpomomkaTs
0 TeX TOop, TMOKa HMEeTCs KIWHWYeCKass W MHKpoOuosorudeckas dS(PpQPeKTUBHOCTD.
Knaputpomunus cieayer Ha3HauaTh B KOMOMHALIMY C IPYTUMU aHTUMUKPOOHBIMH TIpETapaTamu,
AKTUBHBIMH B OTHOIIEHWW JAHHBIX BO30yauTenel. JIMUTENBHOCTh JIEYCHHUS JPYTHX
HETYOEpKYJIE3HBIX MUKOOAKTEPHAIbHBIX WH(EKINI yCTaHABINBAET Bpay.

Jlnsa npoghunaxmuxu ungexyuti, evrzeantvix MAC:
PexomeHnyemas no3a KinapuTpoMuiHa Jiis B3pocibix — 500 Mr 2 pas3a B I€Hb.
Jlnsa spaouxayuu H. pylori

VY manueHToB ¢ SA3BEHHOH 00JIe3HBIO, BRI3BaHHON MHpekuen H. pylori, KTapuTPOMUIIUH MOYKHO
Ha3HadaTh 1o 500 Mr 2 pa3a B AeHb B KOMOMHAIIMY C IPYTUMHU aHTUMUKPOOHBIMH IpenapaTamMu
¥ MTHTUOUTOpaMu IPOTOHHOTO Hacoca B TeueHue 7—14 qHe, B COOTBETCTBUY C HAIIMOHATHHBIMU
U MEXIyHapOIHBIMU PEKOMEHIAMAMU 110 JIeUeHu o uHexuu H. pylori.

Oco0rIe I'pynIbl TanMEHTOB

Tayuenmoi ¢ Hapywenuem yHKyuu novex

[TaniuenTam ¢ KIMpeHCOM KpeaTnHuHa MeHee 30 MJI/MUH Ha3HAYarOT MOJIOBUHY OOBIYHOW JTO3bI
KJIApUTPOMHUIIMHA (B JAHHOM CiIy4dae HCTojib3yercs no3a 250 mr). JledeHne TakuxX MareHTOB

IpOI0JDKAIOT He Oonee 14 qHE.

JleTH ¥ TOAPOCTKHU

Pexxum no3zupoBanus nis aeredt ot 12 no 18 ner He oTiiMyaeTcsa OT peXuma J103UPOBAHUS IS
B3pPOCIIBIX.

[IpuMeneHne KIIApUTPOMHIIMHA B BUJIE TAOJIETOK y €Tl miaiie 12 et He u3y4danoch.

Cnooco0 nnpuMeHeHus

Hns npuema BHYyTph. He3aBUCHMMO OT npriemMa MHUILH.
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4.3. IlpoTuBONOKA3aHUS

COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 24.071.2025 N= 1535

(NOCNEOOBATENEHOCTE 0010)

['unepuyBCTBUTENBHOCTE K KIAQPUTPOMHLMHY, MakKpoJIWgaM WM K JIIOOOMYy W3
BCIIOMOTaTEJIbHBIX BELIECTB, IEPEUNCIICHHBIX B paszeie 6.1.;

OpnHOBpeMEHHBIN MPUEM KIAPUTPOMUIIMHA CO CIEAYIOLIMMH IpernapaTaMH: acTEMH30JI,
U3anpuI, TuMo3u, Tepdenanus (cM. paznen 4.5.);

OHOBpPEMEHHBIN MPHUEM KIIAPUTPOMHITUHA C JIOMUTANIUIOM (cM. pasnen 4.5.);

OnHOBpEMEHHBI TpPHEM KIAPUTPOMHUIIMHA C QAIKAJIOHJAMH CIIOPBIHBH, HaIpUMEp
HProTaMMHOM, JUTHUAPOIPrOTAMUHOM (CM. pa3zaen 4.5.);

OMHOBpEMEHHBIN TpHEM KIAPUTPOMHUIIMHA C MHIA30JIaMOM JUISi  TIEPOPAIBHOTO
npuMeHeHus (cM. pasaen 4.5.);

OnHOBpeMEHHBIM TIpHeM KiapuTpoMmunuHa ¢ uHruoutopamu ['MI-KoA-pemykrassi
(cTaTiHAMU), KOTOpbhIE B 3HAYUTEILHOW CTEMEHH METa0OIM3UPYIOTCS H30(hepMEHTOM
CYP3A4 (;oBacTaTWH WM CHMBACTaTHH), B CBSI3M C TOBBIIICHHEM PHUCKA MHOIATHH,
BKJTFOYas pabaomMuonu3 (cM. pasaen 4.5.);

OnHOBpEMEHHBIH MPUEM KIAPUTPOMHIIMHA C KOJIXUIIMHOM (CM. pasnen 4.5.);

OnHOBpEMEHHBIII TNpUEeM KIAPUTPOMHIMHA C TUKarpeiopoM, HWBaOpaJWHOM WIH
PaHOJIA3UHOM;

Vamunenne wHTepBaia QT B aHamHe3e (BpPOXXIEHHOE WM TPHOOpPETEHHOE
3aperucTpupoBaHHOE yuIMHEeHne uHTepBana QT) unm xkemynoukoBast apuTMus, BKIIIOUYast
KEITyA0UKOBYIO TAXUKAPAMIO TUIIA «ITUPY3IT» (CM. pasznensl 4.4. u 4.5.);

Knaputpomuiivs He cieayeT NpUMEHSTh Y TAIllMeHTOB C 3JEKTPOJIUTHBIMU HapyLICHUSIMU
(TumokanueMuei UM THIIOMAarHueMHEe ) B CBS3H ¢ pUCKOM yuTHeHus: nuHTepBaia QT (cm.
pasznen 4.4.);

Tsoxenas medeHOYHAs HCAOCTAaTOYHOCTh, MHNPOTCKarom@ass OJHOBPECMCHHO C MMOYCYHOM
HEAOCTATOYHOCTHBIO,

XonecraTuueckas )I(eJITyxa/I‘eHaTI/IT B AHAMHC3C, pPa3BUBIIMCCA TIpU MNPHUMCHCHUU
KJIApUTPOMHUIIMHA (CM. pa3aen 4.4.);

[opoupus;
[lepuon rpyIHOTO BCKapMIIMBAHUS;

Bo3spact 1o 12 net (3¢ pekTuBHOCTE 1 6€30MaCHOCTh HE YCTAHOBJICHBI).

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN

C 0CTOPOKHOCTBLIO

[ToueyHast HEIOCTATOYHOCTh CPEIHEHN U TSAKETON CTEIECHH;

[leyeHOYHAast HEAOCTATOUHOCTH CPEAHEN U TAKEIION CTETICHU;
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

oT 24012025 N2 1535

e OJHOBpPEMEHHBIM TpHUEM KIAPUTPOMMIIMHA ':U':'éélg&iﬁ E%EMC [:’;l—a'_I'(II/;ll&IJII:I  xax

almpasojaM, TpUa3ojiaM, MHUAa30JIaM Il BHYTPUBEHHOTO TIPUMEHEHUS WU JUIs
HaHECEHHUs Ha CIU3HUCTYI0 000JI0UKY pTa (cM. pazaen 4.5.);

e OpaHOBpPEMEHHBIH MPHEM C MpernapaTaMu, KOTOPbIE METa0OIU3UPYIOTCS U30(PEepMEHTOM
CYP3A, wnanpumep, KapOaMa3emuH, ITWIOCTA30J, IUKJIOCIOPHH, JU30MHUPaMUI,
METUJIIPEAHU30JI0H, OMENPa3oJl, HEMpsIMble aHTHKOATYJISHTHI (Hampumep, Bapdapuh),
XUHUIMH, pudadyTHH, cuigeHaduI, TakpoIuMyc, BAHOIACTUH (cM. pa3zaen 4.5.);

e OpHOBpeMEHHBIM TpHUEM C Tpemaparamu, WHAynupyrommmu uzodpepmentr CYP3A4,
Hampumep, pudaMnuiuH, QEHUTOWH, KapbamaszenuH, ¢eHobapoutan, 3BepoOoii
MIPOJIBIPSIBIICHHBIN (CM. pa3aen 4.5.);

e OpaHOBpPEMEHHBIH TIpUEM KIAPUTPOMHUIIMHA CO CTaTHHAMH, HE 3aBUCSIIUMH OT
metabonuszma uzopepmenta CYP3A (manpumep, dayBactatus) (cM. pasaen 4.5.);

° OI[HOBpeMeHHBII\/'I nmpuem ¢C 6JIOKaTOpaMI/I CMCIJICHHBIX» KaJIbIIUCBBIX KAaHAJIOB, KOTOPBIC
Metabonu3upyroTcs uzopepmentom CYP3A4 (mampumep, BepamaMuil, aMJIOJIUIIHH,
TUITHA3EM);

e OpHOBpEeMEHHBI TpHUEM KIAPUTPOMHULMHA C TEPOPATBHBIMU AHTHKOATYJISHTAMH
OpsSMOro JeMCTBUS, TAKUMHU Kak qaburarpaH, puBapokcabaH, amukcabaH u 310kcalaH,
0COOEHHO y MAIMeHTOB C BEICOKUM PUCKOM Pa3BUTUSA KpPOBOTeUeHHH (cM. pazzen 4.5);

e [lammentel ¢ wumemuueckord Oone3nbto cepama (MBC), Tsokenmoit  cepaedHom
HCAOCTATOYHOCTBIO, HAPYIICHUAMU [MPOBOAUMOCTU HJIM KIWMHUYCCKHU 3HAYUMOU
Opaaukapanel, a TakKe MaUeHThl, OJJHOBPEMEHHO NMPUHUMAIONINE aHTHAPUTMHUYCCKHEC
npenapatbl [A knacca (xununuH, npokanHamun) u 111 kimacca (moderunua, amuomapos,
coTaJon);

e bepeMEeHHOCTD.

Oco0ble yKazaHus

JTuTeNnbHBIN PHEM aHTUOMOTHKOB MOYKET TPUBOIUTH K 00Pa30BaHUIO KOJIOHUH C YBEIIMYCHHBIM
KOJIMYECTBOM HEYYBCTBUTEIBHBIX OakTepmii u TpuOoB. Ilpm cymepurdeknumn HE0OX0aUMO
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAITHIO.

Haznauenue KJIapUTPOMUIINHA 6epeMeHHBIM JKCHIMMHAM OOJIKHO ITPOBOAUTLCA ITPU TIHaTeHBHOﬁ
OIICHKE COOTHOIIEHHS PHCKAa U TIOJNB3bl, OCOOCHHO B TEUEHHE MEPBBIX TPEX MECSIICB
OEpEeMEHHOCTH.

[Ipu mpuMeHeHHM KIApUTPOMHIIMHA COOOIIAJIOCh O MEYEHOYHOW AMCHYHKIMH (IOBBIILICHHE
AKTUBHOCTHU TEYEHOYHBIX ()EPMEHTOB B KPOBH, I'€MIATOLEIUTIOISPHBIA W/UIH XOJIECTATUYECKHM
rernatuT ¢ xentyxoi wim 6e3). [leueHouHass AuCHyHKIUS MOXKET OBITH TSXKENIOW, HO OOBIYHO
ABIsieTCs 00paTuMoi. MIMEIOTCs cilydan NMeYeHOYHOM HE0CTaTOYHOCTH C JIETAIbHBIM HCXOJIOM,
TJIaBHBIM 00pa3oM, CBS3aHHBIC C HAJMYUEM CEPhE3HBIX COIMYTCTBYIOMIMX 3a00JE€BaHUNA W/WITN
OJTHOBPEMEHHBIM PUMEHEHHEM JPYTHX JICKapCTBEHHBIX CpeAcTB. [Ipu mosiBIeHNN NpU3HAKOB U
CHMIITOMOB TeTIaTUTa, TAKMX KaK aHOPEKCHS, KENTyXa, HOTeMHECHHE MOYH, 3y, O0JIE3HEHHOCTh
’KMBOTA TIPH MAIbIAINN, HECOOXOIMMO HEMEJICHHO MTPEKPATUTh TEPANUIO KIAPUTPOMUIIITHOM.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 24.01.2025 N2 1533

[Ipn Hamuuuum XpOHMYECKHX 3a00JICBaHUM [I€UYeHU '%éx@ﬂ&@'“rﬂ%@éﬂi;ﬁ Tﬁéf%;h%hmﬁ

o

KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBHU.

[lpn neyeHMM TPAKTUYECKH BCEMHM AHTHOAKTEPUAIBHBIMH CPEACTBAMH, B TOM UHCIE
KJIaPUTPOMHIIMHOM, OTIMCAHBI CITyYaH MCEBIOMEMOPAHO3HOTO KOJINTA, TSHDKECTh KOTOPOTO MOXKET
BApbUPOBATHCS OT JIETKOM 10 yrposKaromed >ku3Hdh. [Ipum JedeHun npakTHYECKU BCEMH
aHTHOAKTEpUAIFHBIMA TIpenapataMi, B TOM 4YHCJIE KIApPUTPOMHIMHOM, OIHMCAHbI CIydau
Clostridioides difficile -accounnpoBaHHON JUapeu, TSKECTh KOTOPOH MOXKET BapbHUpPOBATHCS OT
JIETKOW JHaped 0 YIPOXKAIOUIETO >XM3HHM KOJHMTa. AHTHOAKTepHaJIbHBIC IMpenapaTbl MOTYT
U3MEHUTh HOPMAaJIbHYI0O MHUKPOQIOpY KHUIIEYHHKA, YTO MOXeT npuBecTH K pocty C. difficile.
[IceBnomemOpano3Hblii KonuT, BbI3BaHHBIM C. difficile, HE0OXOOMMO TOA03peBaTh Yy BCeEX
NAalMEHTOB, y KOTOPBIX IOCEe MPUMEHEHUS aHTHOAKTEPHAIBbHBIX CPEICTB PAa3BHIACH AWApesl.
[Tocne mpoBexeHus Kypca aHTHOMOTHKOTEPANHMHM HEOOXOJWMO TIIATEIBHOE MEIMIIMHCKOE
HaOmoaeHne 3a manueHToM. ONUCHIBAIUCH CIIyYad pPa3BUTHSA IICEBIOMEMOPAHO3HOTO KOJIHTA
CITyCTs 2 MecsIa Mmocie npuemMa aHTHONOTHKOB.

[Ipu nedyeHun MaxkpoJuaMu, BKIIOYash KIAPUTPOMULIMH, HAOIIONANOCH Y/UIMHEHHE CEplIeUHOM
penonspuzanuu 1 uatepsasa QT, BbI3bIBask pUCK PA3BUTHS CEPIECUHON APUTMHH U KEITYAOUKOBOU
TaXMKapJIuu TUIA «ITUPYIT» (CM. paszzen 4.8.). Tak kak clieqyromne CUTyalluu MOTYT IPUBECTH K
YBEJIMUYEHHUIO PUCKA PA3BUTHSI )KETTYTOUKOBBIX apUTMUH (B TOM YHCIIE KEITyA0YKOBOU TaXUKAPAUU
TUTA «IHPYIT»), TO KIAPUTPOMMIMH HE JOJDKEH MPHUMEHSTHCS Y CIEOYIOIIUX KaTeropuii
MalAEHTOB:

® y MAIMEHTOB C TUnokanueMueit (cm. pazaen 4.3.);
e Yy MalMEHTOB C TUIoOMaruuemMueit (cm. pasaen 4.3.);

® y TAIHWEHTOB, OJHOBPEMEHHO TONYYAIONUX KIAPUTPOMHUIIMH C aCTEMHU30JI0OM,
[U3AMPUIOM, MUMO3HUIOM U TepdenaauHom (cM. pasaen 4.3.);

¢ Yy IAIMEHTOB C BPOXKACHHBIM WMJIHM NMPHOOPETEHHBIM 3apETHCTPUPOBAHHBIM Y UIMHEHUEM
uHTepBana QT nian HanmuuMeM Kelly104KOBOW apUTMHUU B aHaMHe3e (cM. paszaen 4.3.).

KnaputpoMunivt 101KeH IPUMEHSATHCS C OCTOPOKHOCTBIO Y CIIEAYIOIIUX KaTeropuil MaleHToB:

e vy mnanueHtoB ¢ MBC, Tskenoll cepieyHOW HEIOCTATOYHOCTBIO, HapyLICHUSIMU
IPOBOJUMOCTH WM KIMHUYECKH 3HAUMMOM OpaauKapauei;

® y TMAalUEHTOB, OJHOBPEMEHHO MPUHUMAIONINX JPYTHE JIEKaPCTBEHHBIC IMpEHapaThl,
CBsi3aHHBIE ¢ yanuHeHueMm uaTepBana QT (cm. pasaen 4.5.).

[lepen Ha3HAYEHHWEM KJIAPUTPOMUIIMHA BCEM IMAlMCHTaM, MPUHUMAIOUINM THIPOKCHXIOPOXHH
WIA XJOPOXWH, TIIATEIIFHO B3BECHTE COOTHONICHWE IMMOJB3bI M PHCKA W3-32 IMOTCHIIHAIBHO
MIOBBIIIIEHHOTO PUCKa CEPACYHO-COCYIUCTHIX COOBITHI U CEPACYHO-COCYANCTON CMEPTHOCTH (CM.
pasnen 4.5).

B xo0/1€ sniuaeMHOI0rI9ecKUX UCCIICIOBAHMA 110 N3YUYCHUIO0 PUCKA HEOIArOMPHUATHBIX CEPACUHO-
COCYAMCTBIX HCXOJIOB TPH TMPUMEHEHUH MAKPOIHUIOB OBLUIM TIOMYy4YeHbl HEOJIHO3HAYHBIC
pesynbratel. B HekoTOpbIX  HAOMIOJATENBHBIX  HCCIENOBAaHHUSAX  OBUT  yCTaHOBJIEH
KPaTKOBPEMEHHBIN PHUCK pPa3BUTHS apUTMUU, WH(ApKTa MUOKapia U CMEPTH OT CEpAECYHO-
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COOTBETCTBYET 2KC : EPTHOMY OTUETY

ot 24.01.2025 N2 1533

COCYJIMCTBIX 3a00JIEBaHHUM, CB3AHHBIA C MPUMECHEHHEM kll_!lllgp-'olﬁ ';FFME#HagﬁﬂoﬁﬁhnH

IIpy Ha3HaYeHUU KIAPUTPOMHUIMHA CIEAYET COOTHOCUTH IPEAIOJIaraéMylo I0Jb3y OT IpHUEeMa
penapara ¢ JaHHbBIMU PUCKaMU.

Bo3MokHO pa3BUTHE TEPEKPECTHOM PE3UCTEHTHOCTH K KJIAPUTPOMUIMHY U JAPYTUM
AHTUOMOTHKAM TPYIIBI MAKPOIHUIOB, a TAK)KE IMHKOMULIUHY U KIMHIAMHUIIMHY.

VYuureiBasg pacTyllyl0 PE3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIUAAM, Ba)XKHO
MMpOBOAUTL TCCTUPOBAHUC YYBCTBHUTCIBHOCTU IMPHU HASHAYCHUHN KIAPUTPOMHUIMHA IMAlIUCHTAM
C BHEOOJIbHUYHONW THEBMOHUEH. [Ipw rocnmuTalbHOW THEBMOHHUU KIAPUTPOMUIIMH CIEAYET
MPUMEHSTh B KOMOMHAIIMH C COOTBETCTBYIOIIMMH aHTUONMOTHUKAMHU.

Nudexknum KoXM M MSITKUX TKaHEW JIETKOM W CpeJHEed TSHKECTH Yalle BCETO BBI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3ToMm o0a Bo3OyauTenss MOTYT OBITh
yYCTOWYMBBI K Makposugam. [103ToMy BaKHO MPOBOJIUTE TECT HA UYBCTBUTEIHHOCTD.

Maxkponauasl MOKHO TPUMEHSTh NMPH UHPEKUUAX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUSAX YIPU BYJbIapHBIE U POXKA, a TAKXKE B T€X CUTYalMsIX, KOTJa HEJIb3sl MPUMEHATh
TICHUITVILIIH.

B citydae nosiBieHust OCTPBIX PeaKkIMi THIEPYYBCTBUTEIBHOCTH, TAKMX KaK aHa(UIaKTHUYecKas
peakuus, TsbKesble KOXKHbIE JIEKapCTBEHHbIE peakiuu (HampuMep, OCTPBI I'e€Hepan30BaHHBII
9K3aHTEMAaTO3HBIA IycTyle3), cuHaApoM CtuBeHca-/[>KOHCOHA, TOKCHYECKHUMA HSIHACpPMaIbHbII
HEKpOJIM3 © JICKApCTBEHHAs CHIb C DJ03WHOPWIMEH W CHCTEMHOW CHUMIITOMATUKON
(DRESS-cunapoM) HEoOX0IUMO cpa3y K€ NPEKpaTUTh NPHEM KIApUTPOMHIIMHA W HadaTh
COOTBETCTBYIOIIYIO TEPAIIHIO.

B cmydae coBMmecTHOro TIpUMEHEHHs C BappapuHOM WU JIPYTUMH  HENPSIMBIMH
AQHTHKOATYJITHTAMH ~ HEOOXOAWMO  KOHTPOJHMPOBATH  MEKAYHApOIHOEC HOPMAJIHM30BaHHOE
otHomenue (MHO) u mporpomOuHOBOE Bpems (cM. pazzaen 4.5.).

Crnenyer coOmonaThb OCTOPOXKHOCTb MpPH OJHOBPEMEHHOM TPHUMEHEHUH KJIAPUTPOMHUIIMHA
C MEpOpaJbHBIMU ~ AHTUKOATyJISHTAMU HOPSAMOTO  JEHCTBHA, TaKUMM Kak Jaburarpas,
puBapokcabaH, anukcabaH U 30KkcabaH, 0COOCHHO y MAaIMeHTOB C BHICOKUM PHUCKOM Pa3BUTHS
KpOBOTeUEHHS (CM. MyHKT «C OCTOPOKHOCTBIO» M paznuen 4.5.).

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aMMOJAEHCTBHUSA

IIpoTHBONIOKA3aHHEIS KOMOHMHAIINH

[IpuMmeHeHHe cheayIoUMX MpernaparoB COBMECTHO C KJIAPUTPOMULIMHOM MPOTHUBOMOKA3aHO
B CBSI3M C BO3MOYKHOCTBIO Pa3BUTHUS CEPHbE3HBIX HEXKENATEIbHBIX PEaKIIUM.

Luzanpuo, numosuo, mepghenadun u acmemuzon

[Ipn coBMecTHOM mpHeMe KIAPUTPOMHUIIMHA C IHU3ANPUAOM, ITHUMO3HMIOM, TepHEHATUHOM HIIH
aCTEMH30JI0M COOOIIAIOCH O TIOBBIIICHUH KOHIICHTPAIMH ITOCIETHHUX B IIa3Me KPOBH, YTO MOYKET
npuBeCTH K yIMHeHHI0 uHTepBada QT ¥ TOSBIEHUIO CEpACYHBIX APUTMHM, BKIIOYAs
KETYAOUYKOBYIO TaXUKapIUI0, GUOPUIIISINIO KETYIOUYKOB U YKEIyJOYKOBYIO TaXUKAPIUIO THIIA
«mupya>T™» (cM. pazzaen 4.3.).
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Anxanouodwsi cnopvinbu

HOCTpeI‘I/ICTpaI_[I/IOHHBIe HUCCIICAOBaHMA IIOKAa3bIBAOT, 4YTO IIPU COBMCCTHOM MPUMCHCHUHN
KJIAPUTPOMHIIMHA C SPTOTAMUHOM WIIA JTUTUAPOIPTOTAMUHOM BO3MOXKHBI ClieAytonue () ek,
CBSI3aHHBIC C OCTPBIM OTPABIICHHEM MperapaTtaMH T'PYIIbl 3PTOTAMHUHOB: COCYAWCTBINA CITa3M,
UIIEMUs KOHEYHOCTEH W JPYrHMX TKaHEH, BKIOYAas ICHTPAIbHYI0O HEPBHYI) CHCTEMY.
OMHOBpEMEHHBIN TMpHEM KIAPUTPOMHUIIMHA C aJTKAIOMIAMH CIOPBIHBU IMPOTHUBOIIOKAa3aH (CM.
pasznen 4.3.).

Muoasonam 013 nepopanbHo20 NPUMeHeHUs

[Ipu coBMecTHOM NMPUMEHEHUH MHIa30J1aMa B KJIapuTpoMulinHa B hopme Tadmerok (500 mr aBa
paza B JIeHb) OTMEUAJIOCh YBEIMYCHHE IUIOMAAN TOoa (PapMaKOKHHETUYECKON KpPUBOM
«koHueHtpauss — Bpems» (AUC) mmpazomama B 7 pa3 moclie MNEpOPaTbHOIO IMpUEMA.
OnHOBpEMEHHBIN MpUEM KIAPUTPOMHIIMHA C MHJIa30JIaMOM JJI MEPOPATbHOIO MPUMEHEHUS
MPOTUBOMOKAa3aH (cM. pazzuen 4.3.).

Hneubumopor I' MI'-KoA-pedykmaszwvl (cmamunvt)

OnHOBpeMEHHBIH  TpUEM  KIAPUTPOMHUIIMHA C  JIOBACTAaTHHOM WM  CHUMBAaCTaTHHOM
IIPOTUBOINOKAa3aH (CM. pazzien 4.3.) B CBA3M C TEM, UTO JaHHBIE CTATUHBI B 3HAUUTEIBHON CTENIEHU
MeTtabonu3upyroTcs nzopepmerToM CYP3A4, u coBMEeCTHOE MPUMEHEHHE C KIAPUTPOMUIIMHOM
MOBBILIAET UX CHIBOPOTOYHBIE KOHIIEHTPAIMH, YTO NMPUBOAUT K MOBBIIICHUIO PUCKA Pa3BUTHUS
MHUOTIATUH, BKIO4Yas padaomuonu3. CoolOmanoch o ciaydasx pabaomMuoyin3a y TMalueHTOB,
MPUHUMABIINX KJIAPUTPOMUIIMH COBMECTHO C IAHHBIMHU Ipenapatamu. B ciydae HeoOxoaqumoctu
MPUMEHEHUS KJIApUTPOMHUIIMHA CIEAYEeT MPEKPATUTh MPUEM JIOBACTaTHHA MM CUMBACTaTHHA Ha
BpEMsl TepaIuu.

KnaputpoMuninH cieayer NPUMEHSATh C OCTOPOKHOCTBIO TNPH KOMOMHHPOBAHHOW Tepanuu
C IpyIrMMHU CTaTWHAMH. B ciydae HEOOXOIMMOCTH COBMECTHOTO IIpHEMa PEKOMEHIYeTCs
NPUHUMATh HAMMEHBIIYIO 103y CTaTHHA. PeKOMeHyeTcss IPUMEHSITh CTAaTHHBI, HE 3aBUCSIIUE OT
merabonu3ma wuzodepmernta CYP3A (manpumep, ¢uyBacratun). CrnemyeT KOHTPOJIHMPOBATH
PAa3BUTUC ITPU3HAKOB U CUMIITOMOB MHUOIIATHH.

Jlomumanuo

OnHOBpEMEHHBIN TpHUEM KJIApUTPOMUILIMHA C JIOMHTANUIOM IPOTHBONOKA3aH H3-3a pPHUCKA
CYILLIECTBEHHOTO MTOBBIILIEHUS aKTUBHOCTH TPAaHCAMUHA3 B IIJIa3Me KPOBH (CM. paznen 4.3.).

[IpoTuBOMOKa3aHO TPUMEHEHHE KIAPUTPOMHUIIMHA BMECT€ C THUKarpelopoM, WBaOpaAMHOM H
paHOJa3UuHOM, KOTOpBIe MeTabomm3upyroTcs npeumymiectBeHHO CYP3A4 (cm. pazmen 4.3).

BansHMe Ipyrux J1eKapcTBEHHLIX IPENapaToB HA KJIAPUTPOMHUIINH

[Ipenaparsl, sBastomuecs wuHaykropamu u3opepmenta CYP3A (mampumep, pudaMnuivH,
dbenutounH, kapbamaszenuH, heHodapOuTas, 38epo0oil MPOALIPSBICHHBIN), MOTYT WHIYIIMPOBAThH
MeTaboNIu3M KIAPUTPOMUILIMHA. DTO MOMKET MPHUBECTH K CyOTepameBTHUYECKON KOHIEHTpaluu
KJIAQPUTPOMHUIIMHA, YTO MPUBOAUT K CHUXKEHHIO ero 3¢ dexTrBHOCTU. KpoMe Toro, Heo0Xoaumo
HaOIr0aTh 3a KOHIEHTpauueidl muaykropa uzodpepmenta CYP3A B muiasme KpoBH, KOTOpas
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COBMECTHOM TpUMeHeHMH pudadyTuHa H KIAPUTPOMHUIIMHA HAOJIIOAAJIOCh TOBBIIICHHE
IUIa3MEHHOW KOHIIGHTpauuu pupaOdyTHHa W CHIDKEHHE CHIBOPOTOYHOM KOHLIEHTPAIUH
KJIAPUTPOMHUIIMHA C TIOBBIIICHHBIM PUCKOM Pa3BUTHS YBEHTA.

CJ'ICILYIOI_HI/IG nmpenaparsl o6na/:[a10T AOKAa3aHHBIM WKW IMpeAaroJaraCMbiM BJIUAHUEM Ha
KOHICHTPAIUIO KIApUTPOMHIIMHA B IIa3ME€ KPOBH; B ClIydYa€ HMX COBMCCTHOI'O IPHUMCHCHHIA
C KIIApUTPOMUIIUHOM MOKCT HOTpGGOBaTBCH KOppCKOUA O03 UK MCPEXOJ Ha aJIbTCPHATHBHOC
JCUYCHUC.

Dpasupens, nesupanun, pugdamnuyur, pughadbymun u puganeHmun

CunbHble HMHIYKTOpBI CHCTeMBbl nuroxpoma P450, Ttakue kak »¢aBUpeH3, HEBHpAINH,
pudpamnuuuH, pupabyTHH U pUGANEHTHH MOTYT YCKOPSTH MeTaboJM3M KIApUTPOMHUIIMHA U,
TaKuM 00pa3oM, MOHMKATh KOHIEHTPAIMIO KJIAPUTPOMHIIMHA B TUIa3Me KPOBU U BMECTE C TeM
NOBBIIIATh KOHUEHTparuio 14-OH-knaputpomuiiuHa — MeTaOONMUTa, TaKXkKe SBISIOLUIETOCS
MHUKPOOHOJIOTHYECKU aKTUBHBIM. ITockonbky MHUKpOOHOIOrn4ecKas aKTUBHOCTb
kiaputpoMuniiHa u 14-OH-knapuTpoMUIIMHA OTJIMYAETCS B OTHOIICHUHU PA3IMYHBIX OaKTEpHid,
TepaneBTHUECKUI 3PPEKT MOXKET CHUKATHCSI MPH COBMECTHOM NPUMEHEHUHU KIApUTPOMHULIMTHA
1 UHIYKTOPOB (DEpMEHTOB.

Ompasupun

KonnenTpanus KI1apuTpoMHUIIMHA CHHKAETCS IIPU UCIOJIB30BaHUU STPABUPUHA, HO TIOBBIIIAETCS
KOHIIGHTpalus akTuBHOTO MeTtabonuta 14-OH-kmaputpomununa. Ilockonmeky  14-OH-
KJIAPUTPOMHUIIMH 00JIaJaeT HU3KOW aKTHBHOCTHIO MO OTHOIIEHUI0 K MAC-uH(EKIUsIM, MOKET
MEHSTbCS 00IIasi aKTUBHOCTh B OTHOLICHUM 3THX BO30yIuTENe, mosromy ais jiedenus MAC
CICAYCT paCCMATPpUBATh AJIbLTCPHATUBHOC JICUCHHC.

Dnykonaszon

CoBmecTHBIN mTpreM (iaykoHazomna B go3e 200 Mr exxeIHEBHO M KJIApUTPOMUIIMHA B 103 500 mr
IBa paza B JieHb y 21 3m0poBoro MoOpOBOJIbIIAa MPUBENO K YBETUYCHUIO CPEIHETO 3HAUCHUS
MUHUMAJIbHOM pPAaBHOBECHON KOHIEHTpauuu KiIapuUTpoMULMHA (Cmin) M IUIOIIAOU TOJ
(apMaKOKMHETHUECKON KpUBOH «m1a3MeHHas KoHueHTpaius — Bpemsi» (AUC) Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM MpHEM 3HAUUTEIbHO HE BIUSJI Ha CPEIHIOIO
PaBHOBECHYIO KOHIICHTpAlUI0 akTUBHOro metabonuta 14-OH-xnaputrpomurninna. Koppekmws
JI03bI KJIAPUTPOMHUIIMHA B CIIydae COMYTCTBYIOIIETO Npuema (uiykoHa3ola He TpedyeTcsl.

Pumonasup

DapMaKOKMHETUYECKOE HCCIIEIOBAHUE MOKA3aJ0, YTO COBMECTHBIN NMpPHUEM PUTOHABHpA B J103€
200 Mr xaxzaple BOCEMb 4acoB W KiapuTpoMmuirHa B o3¢ 500 Mr kaxable 12 yacoB mpuBen
K 3aMETHOMY TOJIaBIICHUIO MeTabonm3ma KiapuTpomuimHa. [lpu  coBMecTHOM Tpueme
pUTOHABHpA MaKCHUMalbHas Tia3MeHHas KOHIEHTpAus (Cmax) KIAPUTPOMHUIIMHA YBEIHYMIACH
Ha 31 %, Cmin yBemmumnace Ha 182 % um AUC yBenmuwmsace Ha 77 %. Bpuio orMedeHo
MPAKTUYECKH MOJTHOE MmoaaBieHue oopazosanus 14-OH-knaputpomuiinaa. biaronaps mmpokomy
TEparneBTUYECKOMY JHMarna3oHy KJIapUTPOMHUIIMHA YMEHBIIEHHE €ro J03bl Y INallMeHTOB
C HOpMAJILHOM MOYeYHOU (QYHKIHEH He TpeOyeTcs. Y MareHTOB ¢ TOYEYHOW HEIOCTATOYHOCTHIO
1[eJIECO00Pa3HO PACCMOTPETH CIEAYIOMNE BapuaHThl Koppekuuu 1036l mpu KK 30—-60 Ma/Mun
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KJIApUTPOMHUIIMHA JOJDKHA ObITh YMeHbIeHa Ha 75 %. B no3ax Gonee | r/cyT KIapuTpOMHIMH HE
cllelyeT IPUMEHATh B COUETaHUH C PUTOHABUPOM.

CxoJHble KOPPEKLUH 103 JIOJKHBI pacCMaTpUBAThCS Yy MALMEHTOB CO CHMXKEHHOM (yHKIMen
[IOYEK, €CIM PHUTOHABHP MCIONb3YyeTCs KakK (apMaKOKMHETUYECKUH «YCHIUTENbY IpH
OPUMEHEHUH JPYTHMX MHrHOMTOpOoB mpoteazbl BUY, Bkirodas arazaHaBUp U CaKBHHABUDP (CM.
IYHKT «/IByHanpaBlIeHHOE B3aUMOIECHCTBUE JIEKAPCTBY).

JlericTBME KIapUTPOMHUIIMHA Ha APYTHE JIEKAPCTBCHHBIC IpeHapaThl

Aumuapummuueckue cpedcmea (XUHUOUH U OU3ORUPAMUO)

B03MOXHO BO3HHKHOBEHHE >KEIYOYKOBOM TaxHKapIWU THUIA «IUPYIT» IMPU COBMECTHOM
MPUMEHEHUN KJIapUTPOMUIIMHA U XUHUJMHA WK Au3onupamuaa. [lpu oqHOBpeMeHHOM IpuemMe
KJIApUTPOMUIIMHA C O3TUMH TpernapaTaMH CJlelyeT perysipHO TMPOBOJIUTH KOHTPOJIb
ANEKTPOKApAUOTpaMMbl Ha MpeaMer yanuHeHuss uHtepBaia QT, a Takke criemyer
KOHTPOJIUPOBATH CHIBOPOTOUHBIE KOHIIEHTPAIIUU 3THX MPENnapaTosB.

[Tpu mocTperucTpaliOHHOM MPUMEHEHHH COOOLIAIOCH O CIydasx Pa3BUTHUS TUIOTIUKEMHUH MpU
COBMECTHOM IIpUe€ME€ KJIapUTPOMHULIMHA M Ju3onupamujga. Heob6XxoauMo KOHTpPOIMPOBATH
KOHIEHTPALMIO TIIOKO3bl B KPOBU MPHU OJHOBPEMEHHOM MPUMEHEHMM KIApUTPOMHUIIMHA
U IU30MHUpaMUIa.

IlepopansbHule eunoziukemuyecKkue cpeoCmaea/uHcyaiun

[Tpu coBMECTHOM MPUMEHEHUU KIAPUTPOMHUIIMHA U IEPOPATBHBIX THIOTIMKEMHUUYECKUX CPENICTB
(HampuMmep, TMPOU3BOJHBIE CYJIb(OHWIMOYEBUHBI) W/WIM WHCYJIMHA MOXET HaOII0IaThCs
BbIpaK€HHasi TunornukeMus. OTHOBpEMEHHOE NPUMEHEHHE KIAPUTPOMHUIIMHA C HEKOTOPHIMH
TUIOTJIMKEMUUYECKUMH  TIperapataMu  (HampuMep, HaTerJIMHUA, MHOTJUTA30H, penariuHujg
U POCUTIINTA30H) MOXKET NPUBECTH K MHrHOMpoBanuio uzodpepmenta CYP3 A knapuTpoMUIIMHOM,
B PE3yJbTaTe YEro MOXKET Pa3BUTHCS TUIOITIHKEeMHUs. PekoMeHyercss TIaTeIbHBIH KOHTPOJb
KOHIEHTPAIUU TIIOKO3bI.

Bzaumooeticmsus, odycnosnennvie uzogpepmernmom CYP3A

CoBMeCTHBI TpUEM KJIAPUTPOMHUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTHOMpPYET H30(EepMEHT
CYP3A, u mpemnapaToB, mepBHYHO MeTadonusupyromuxcs uzodpepmentom CYP3A, moxer
aCCOLIMMPOBATHCA C B3aMMHBIM IOBBIIICHUEM HX KOHIEHTpPALUi, YTO MOXKET YCWJIHTH WU
IOPOUIUTh Kak TepamneBTHUeckue (G EKThl, TaK U HexelaTelbHble peakuuu. KimapurpoMunux
CIIEyeT C OCTOPOXKHOCTHIO MPUMEHSATH MalMEHTaM, IMOJYyYarollUM Ipenapathl, SBISIOMINAECS
cyoctparamu wu3odpepmenta CYP3A, ocoOeHHO ecnu JTH MpenapaTbl UMEIOT Y3KUH
TEpaneBTHUECKUI J1ana3oH (HarpuMep, kapoamas3enuH), U/Wii HHTEHCUBHO METa0O0IH3UPYIOTCS
3TUM (epMeHTOM. B ciaydae He0OX0IMMOCTH TOJIKHA IPOBOIUTHCS KOPPEKIIHS 1036 IIpernapara,
IPUHUMAEMOT0 BMECTE C KJIAPUTPOMHUIIMHOM. Takxe, 0 BO3MOXKHOCTH, JAOJDKEH MPOBOIUTHCS
MOHHUTOPHUHT CBIBOPOTOUHBIX KOHIEHTPAaLM{ MpernapaToB, MEPBHYHO METAOOIU3UPYIOLUIUXCS
nzodepmerntom CYP3A.

Kopmuxocmepouowi
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CUCTEMHBIMH M WHTAIIMOHHBIMH  KOPTUKOCTEPOMAAMH, KOTOpPhIE MPEUMYIIECTBEHHO
meTtabommsupytorcss uzopepmentrom CYP3A, u3-3a BO3MOKHOCTH YBEIUYCHUS CHUCTEMHOU
OKCMO3ULIUU KOPTUKOCTpepoua0B. [Ipy OJHOBpEeMEHHOM INPUMEHEHUH CIEAYeT TIIATEIbHO
HaOrO#aTh 32 MAIMEHTaMH HA IpeIMEeT CHCTEMHBIX HEeXeJaTelbHBIX  APPEeKTOB
KOPTUKOCTEPOHU/IOB.

MeTabo13M CIeayOmuX MpenapaToB/KIaccoB OCyIIECTBIsSIETCs TeM ke n3opepmenTom CYP3A,
YTO M METaboIM3M KIAPUTPOMUIMHA, HAIpUMeEp, alnpo3ojaM, KapOamasenuH, LUI0CTa30d,
LUKJIOCIIOPHUH, JU30MHUPAMHUJ, METHUINPEAHU30IO0H, MHJAA30JIaM, OMEINpa3oj, IepopalibHbIE
AQHTUKOATyJIAHTHl  (Hampumep, BapdapuH, puBapokcabaH, anukcabaH), AaTUIIUYHbIC
AQHTUIICUXOTHYECKHE CPEACTBA (HAaNpUMep, KBETHANMH), XUHUIUH, pudaOdyTHH, cHieHaduI,
TaKpOJIMMYC, TpHUazosnaM U BHHOMAacTHH. Taxxke k aronuctam uzodpepmenta CYP3A orHocsTCS
CIIeyIONIHE npernaparsl, IIPOTHBOIOKAa3aHHbIE K COBMECTHOMY PUMEHEHHUIO
C KJIApUTPOMUIIMHOM: aCTEMU30J1, LIU3ANpPHL, TUMO3H], Tep(eHaaNH, JOBaCTaTUH, CUMBACTaTHH
W ajkamouabl cropbiHbu (cM. pazgen 4.3.). K mpenapaTtam, B3aMOJICHCTBYIOIIMM TOI00HBIM
o0pa3oM uepes apyrue n30hepMeHTHI B paMKaxX CUCTEMBI IuToxpoma P450, oTHocsTCs peHUTONH,
TEO()UIUINH U BabIIPOEBask KUCIIOTA.

Hel’lpﬂMble aHmMuKoazcyJisliHnbl

[Ipu coBmecTHOM mnpueme BapdapuHa U KIAPUTPOMHUIMHA BO3MOXHO KpPOBOTEUYECHHE,
BeIpakeHHOe yBenmueHne MHO wu mporpomOMHOBOro BpeMeHH. B ciydae COBMECTHOTO
OpUMEHeHHs ¢ Bap(apuHOM WM JPYTMMH HENPSMBIMH aHTUKOAryJsHTaMH HE00XOIUMO
koHTposrpoBatb MHO u nmpoTpoMOHHOBOE BpeMsi.

Ilepopanvrvle aHmukoa2ynisHmMel NPAMO20 0eUCmBUs.

[lepopanbHble aHTUKOATYJSHTHI TPSAMOTO JCHCTBHS JaOUTraTpaH M 3J0KcaOaH SBISIOTCS
cyoctparom s dddrokcHoro OGenka-nepenocunka P-rimmkonporenna (P-gp). PuBapokcaban u
anukcabaH Merabonm3upyroTcs ¢ yuactuem wuzodepmenta CYP3A4 u Ttakxke SBIAIOTCA
cybcrparamu s P-gp.

Cnenyer coOmroAaTh OCTOPOKHOCTh IPU OJHOBPEMEHHOM MPUMEHEHUHU KIAPUTPOMUIIMHA

C TaHHBIMHU IperapaTaMu, 0COOEHHO Y MalMEHTOB C BBICOKMM PUCKOM KPOBOTEUEHHS (CM. pa3en
44.).

Owmenpas3zon

Knaputpomunua (mo 500 mr kaxasle 8 4YacoB) HCCIENOBAICS Yy 3I0POBBIX B3pOCIBIX
TO0OpOBONBIICB B KOMOWHAIMM ¢ omemnpazonoM (mo 40 mr exemnneBHo). [Ipu coBMecTHOM
NPUMEHEHUH KIAPUTPOMHUIIMHA M OMENpa3ojia PaBHOBECHBIC IUIA3MEHHBIC KOHILIEHTPAIUH
oMenpa3ona 0su1H yBeaHUeHbI (Cmax, AUCo-24 1 iepuoa nomyssiBeneHus [T12] yBennuuiaucy Ha
30 %, 89 % u 34 % cootBercTBeHHO). Cpennee 3HadeHue pH xemynka B TedueHue 24 yacos
COCTaBWJIO 5,2 MpH IpUEME OMENPa3oJia B OTAEILHOCTH U 5,7 TIpU MpUeMe OMEIpa3ojia COBMECTHO
C KJIapUTPOMULIMTHOM.

Cunoenaghun, maoanaghun u eapoenaghun

Kaxnprit u3 3Tux WMHTHOUTOPOB (Qocdoamudcrepazbl METaOOIU3UPYETCs, MO KpailHed wmepe,
gactuyHo ¢ ydactuem mzodepmenta CYP3A. B 1o xe Bpems m3odpepmeHT CYP3A moxer
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c cuineHapmioM, TananaduiIoM MM BapAeHAQUIOM MOXET NPUBECTH K YBEJIWYCHHUIO
UHTUOMpYIOLEero Bo3aelcTBUS Ha (ocdoamdcrepasy. IIpu mpuMeHEHHH STHX NpenapaToB
COBMECTHO C KJIApUTPOMHIMHOM CIIEAYET PACCMOTPETh BO3MOXHOCTH YMEHBIICHHUS J103bI
cungeHaduia, Taganagpuia u BapaeHapuia.

Teogunnun, kapoamazenun

[Ipu coBMeCTHOM NPUMEHEHUH KIApPUTPOMHIIMHA U Teo(UUIMHA MK KapOaMasernuHa BO3MOXKHO
MOBBIIICHUE KOHIICHTPALMH JaHHBIX IIPENapaToOB B CUCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHbIl MeTab0IM3M TONTEPOIMHA OcyIIecTBIseTcs uepe3 2D6 nzodopmy nuroxpoma P450
(CYP2D6). Omnako B 4yactu momyJsiiuu, jguiieHHoW wuzodepmenta CYP2D6, merabonuszm
npoucxoauT uepe3 uzopepment CYP3A. B atoli rpynmne HaceneHus nojasieHne nuzodepMenta
CYP3A npuBOIUT K 3HAYUTEIHHO 00OJiee BRICOKMM KOHIICHTPAIIUSIM TOJNITEPOJANHA B CHIBOPOTKE.
B monmynsumm ¢ HU3KUM ypoBHeM Merabonm3ma uepe3 uzodepment CYP2D6 wmoxer
noTpebOBaThCsS CHUKEHHE JI03bl TOJITEPOJMHA B MPUCYTCTBUU WHTHOUTOPOB HU30(PEpPMEHTA
CYP3A, Takux Kak KJIapuTPOMULIMH.

Benzoouazenunvl (nanpumep, annpazonam, Muoazonam, mpuasonam)

[Ipu coBMecTHOM MpUMEHEHUW MHAa3ojamMa W Talnerok kinapurpomwunmnaa (500 mr aBa pasa
B JIeHb) oTMeuanoch yBenuduenrne AUC muaazonama: B 2,7 pa3a nociie BHyTPUBEHHOTO BBEJICHUS
Mugazonama. Ecmu BMmecTe ¢ KIApUTPOMHUIIMHOM TIPUMEHSETCS BHYTpPHBEHHas (opma
MUJa30j1amMa, CIEAyeT TIIATeIbHO KOHTPOJUPOBATH COCTOSIHUE MAalMeHTa [JIsi BO3MOXKHOMU
KOPPEKLHHU O3B

BBenenue iekapcTBEHHOTO TpenapaTa 4epe3 CIM3UCTYI0 000JI0UKY IMOJIOCTH PTa, KOTOPOE TaeT
BO3MOXHOCTh O0OMTH MPECUCTEMHYIO SJTMMHHAIMIO JIEKAPCTBEHHOTO Iperapara, CKopee BCero,
NpUBEJET K B3aUMOJICHCTBHIO aHAIOTHYHOMY TOMY, KOTOpO€ HaOII01aeTcs MPpU BHYTPHUBEHHOM
BBEJICHUU MHJIa30J1aMa, a He MIPH NEPOPaTbHOM IIPHEME.

Takwue e MepbI IPEJOCTOPOKHOCTH CIEAYeT MPUMEHSTD U K IpyTUM O€H30/Ma3eMHaM, KOTOPbIE
MetabonmzupyroTcs u3opepmentom CYP3A, Bxmowas TtpuazojamM U anmpaszojam. Jlms
OCH30/IMa3eTMHOB, BBIBEJICHUE KOTOPHIX HE 3aBUCUT OT u3zodepmenta CYP3A (remazenam,
HUTpa3enaMm, Jiopasernam), MaJOBEpPOSATHO  KIMHUYECKH  3HAYMMOE  B3aWMOJICHCTBHE
C KJIApUTPOMHUIITHOM.

[Ipy coBMECTHOM NPUMEHEHUHU KJIAPUTPOMHUIIMHA U TpHUa3ojamMa BO3MOXHO BO3JEIICTBHE Ha
neHTpanbHyo HepBHYIO cucteMy (IIHC), Hampumep COHIMBOCTH M CIIYTaHHOCTh CO3HaHUA. B
CBSI3M C 3THUM, B CIy4ya€ COBMECTHOTO MPUMEHEHHUS, PEKOMEHIYETCS CIEAUTh 3a CUMITOMaMu
Hapymenus [THC.

B3anMoaelcTBUS ¢ APYTUMH IIpenapaTaMu

Konxuyun

Konxumun sBnsercs cyOctpatom kak nzopepmenta CYP3A, tak u Genka-nepeHocuuka P-gp.
W3BecTHO, YTO KIAPUTPOMHULUH U APYTHE MAKPOIHU[IBI SBIIAIOTCS MHTHOUTOPaMH M30(EepMEHTa
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CYP3A u P-gp. IIpu coBMECTHOM TIpUEMe KJia TpOMHﬁH%%@%ﬁEQJﬂhH&éhJo%ahI/i]elP-gp

o

w/wmm  m3odpepmenta CYP3A MoxkeT mnpuBecTH K YCHUJICHHIO JEWCTBUS KOJXMIIMHA.
3aperucTpupoBaHbl MOCTPETUCTPALIMOHHBIE COOOIICHHS O CITy4asiX OTPaBJICHUS KOIXUIIUHOM IIPH
€ro OJJHOBPEMEHHOM IIPUEME C KJIApUTPOMULIMHOM, Yallle Y IOKUIbIX anueHToB. HekoTopeie u3
OIMCAHHBIX CIIy4aeB POUCXOINIIH C MALMEHTAMU, CTPAAAIOIIUMHU I0YEUYHON HEAOCTATOYHOCTBIO.
Kak coob1anock, HEKOTOpBIE ClTyyau 3aKaHUYMBAIKUCH JIETAIBHBIM HCXOJIOM.

OnHOBpEeMEHHOE NMPUMEHEHUE KIAPUTPOMHUIIMHA U KOJXUIMHA MPOTHUBOIIOKA3aHO (CM. pasfeln
4.3.).

JHueoxcun

[Ipennonaraercs, 4To TUTOKCUH siBisieTcst cyOctpatom P-gp. M3BecTHO, 4TO KIApUTPOMUIIMH
uHrubupyer P-gp. Ilpu coBMeCTHOM mpueMe KIapUTPOMULIMHA U JUTOKCHHA MHTHOWpOBaHUE
P-gp  KIapUTPOMHLIMHOM  MOKET INPHUBECTH K  YCWICHHMIO  JEUCTBUS  JUIOKCHHA.
ITocTperucrpalliOHHbBIE HCCIENOBAaHUS IIOKA3aJd, 4YTO COBMECTHBIM IIPUEM JUIOKCHUHA U
KJIIADUTPOMULIMHA TAaKXE MOXKET IPUBECTH K IOBBILICHUIO CBHIBOPOTOYHOW KOHLEHTPAaLUU
JUTOKCHHA. Y HEKOTOPBIX IMAIMEHTOB OTMEYAINCHh KIMHUYECKHE CHUMITOMBI OTPABIICHUS
JUTOKCHHOM, BKJIIOYas IIOTCHLMAIBHO JIeTaldbHble apuTMuM. lIpm coBMecTHOM npueMe
KJIADUTPOMUIIMHA M TUTOKCHHA CJIELYET TIIATEIbHO KOHTPOIMPOBATh KOHIEHTPALUIO JTUTOKCHHA
B CBIBOPOTKE.

3uoosyoun

OnHOBpeMEHHBIN IpHUeM TabJEeTOK KJIAPUTPOMUIIMHA U 3UA0BYJUHA MEPOPATBHO B3POCIBIMU
BUY-uHOUIMPOBAHHBIMU ~ MAallMEHTAMU MOXET MPUBECTH K CHIDKEHUIO pPaBHOBECHOM
KOHILICHTpalLUU 3UI0BY1HA.

[TockonbKy KIApUTPOMUIIMH BIUSET HA BCAachlBaHWE 3HMJIOBYJIMHA MPHU MEPOPAIBHOM IpHEME,
B3aMMOJICHCTBHUSI MOXXHO B 3HAYUTEIBHOM CTENeHH u30ekaTh, NMPUHUMAs KIAPUTPOMUIIMH U
3UJIOBYJIMH C UHTEPBAJIOM B 4 yaca.

[TonoOHoro B3aumoneiicTBust He HaOmoga y BUY-unpuImMpoBaHHbIX AeTel, TPUHUMABIIUX
JETCKYI0 CYCIIEH3MIO KIApUTPOMHUIMHA C 3UJOBYJAMHOM WIM JUAC30KCUMHO3UMHOM. IIoCKONIBKY
KJIIADUTPOMHULIMH MOJKET IPENATCTBOBATh BCACBIBAHMIO 3UIOBYAMHA IIPU UX OJZHOBPEMEHHOM
IpUeMe BHYTPb Y B3pOCIBIX MALUEHTOB, MOAOOHOE B3aUMOJEHCTBHE BPSL JIM BO3MOXKHO IPH
MCIIOJIb30BaHUU KJIApPUTPOMULIMHA BHYTPUBEHHO.

Denumoun u 6ajlbnpoesas Kucioma

NmeroTcst maHHBIE O B3aUMOJEHCTBHsIX HWHruOuTOpoB wu30odepmenta CYP3A (Bxirouas
KJIAPUTPOMHUIIMH) C TperapaTaMu, KOTOPbIe HE METAO0OIU3UPYIOTCS ¢ TIOMOIIBI0 M30(epMeHTa
CYP3A (dbeHuTonHOM U BaJbIIPOCBOW KUCIOTOM). JIJIs MTaHHBIX MpenapaTroB, MPU COBMECTHOM
NPUMEHEHUH C KIAPUTPOMHIIMHOM, PEKOMEHIYETCS ONpEeIelieHHe WX CBhIBOPOTOYHBIX
KOHIIEHTPAIUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBIIICHHUH.

JIByHaIpaBJIE€HHOE B3aNMOJEHCTBHE JIEKAPCTB

Tuopoxcuxnopoxut u x10poxun

JlanHple HaONIOACHUN TOKa3alid, YTO COBMECTHOE MPUMEHEHHE Aa3UTPOMHUIIMHA C

I‘I/I,Z[pOKCI/IXJIOpOXI/IHOM y IIagueHTOB C peBMaTOI/I,Z[HBIM aprI/ITOM CBsA3aHO C ITIOBBLIIILICHHBIM
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CJIETyeT UCIOJIb30BaTh C OCTOPOKHOCTHIO Y MAIMEHTOB, MOMYYaOIUX AT MPENapaThl, KOTOPHIE,
KaK W3BECTHO, Y/UTHHSIOT uHTepBal QT, M3-3a BO3MOXHOCTU Pa3BUTUS CEPACUYHOU apUTMUU U
CEPbE3HBIX HEXKENATETBHBIX CEPACYHO-COCYTUCTHIX SIBJICHHIA.

Amasanasup

Knaputpomunivs u atazaHaBup SIBJISIOTCS Kak CyOCTpaTaMu, Tak U HUHTHOUTOpaMu u3ohepMeHTa
CYP3A. CymecTtByeT CBUAETENLCTBO JABYHAIIPABIEHHOIO B3aMMOJECHCTBUS 3THUX IIPENapaToB.
CoBMecTHOe mpuMeHeHne kinaputpomuiHa (500 mr nBa pasa B JeHb) U arazanasupa (400 mr
OJIMH pa3 B JIEHb) MOXET IPUBECTU K JBYKPATHOMY YBEIMUEHUIO BO3IECHCTBUS KIAPUTPOMUIIMHA
u yMeHblleHHto Bo3zaeWcTBud 14-OH-xnmaputpomunmaa Ha 70 %, c yBenmuuenuem AUC
aTaza”aBupa Ha 28 %. biaronaps mmpokoMy TepaneBTHUYECKOMY AUANa30Hy KIAPUTPOMHULIMHA
YMEHBILIEHUE €0 J103bl y MAllHeHTOB ¢ HOpMaJIbHOM (yHKIMEH mouek He TpedyeTcs. Y MalleHToB
¢ ymepeHHou nmovyeunoi HegoctarodHocThio (KK 30-60 mir/MuH) 103a KIIapUTPOMHUIIMHA TOHKHA
ObITh YyMeHblIeHa Ha 50 %. Y nanuenTos ¢ KK Menee 30 mui/MuH 103y KJIapUTPOMHULIMHA CIIEAYET
CHM3UTh Ha 75 %, HCIONB3ys A 3TOTO COOTBETCTBYIOUIYIO JICKAPCTBEHHYIO (opMy
kinaputpomunvHa. Kiaputpomunua B po3ax, npesbimaromux 1000 Mr B CyTKHM, HeEnb3s
IPUMEHSTh COBMECTHO C HHTUOUTOpAMH MTPOTEas.

EﬂOKamopbl «MEOJICHHBIXY KajJlbYueevblx KaHanoe

[Ipu ogHOBpEMEHHOM MPUMEHEHHUHU KIAPUTPOMHIIMHA U OJIOKATOPOB «MEIJICHHBIX)» KaJIbIIUEBBIX
KaHaJIOB, KOTOpble MeTabonusupytorcss uzopepmentom CYP3A4 (mampumep, Bepamamu,
aMJIOJIMIINH, IUITHA3eM), CIeIyeT COOJII0aTh OCTOPOKHOCTb, MOCKOJIBKY CYIIECTBYET PHUCK
BO3HUKHOBEHUS apTepHaJbHOM T'MIOTEH3UH. [l1a3MeHHble KOHLEHTpAlUM KIAapUTPOMULMHA,
TakXe, Kak M OJIOKAaTOPOB «MEUIEHHBIX» KaJbIMEBbIX KAaHAJIOB, MOTYT IOBBIIATHCA MpPU
OJTHOBPEMEHHOM IPUMEHEHUHU. ApTepualibHas TUIOTEH3Us, OpajuapUTMHUS M JIAKTOALUI03
BO3MOXHBI IIPY OJJHOBPEMEHHOM IpUeMe KJIapUTPOMUIIMHA U BeparaMuia.

HUmpakonason

KnaputpoMuniiH u HMTpPaKOHA30Jl SBIAIOTCSA CyOcTpaTaMu W WHTHOWTOpamMu Hu30(epMeHTa
CYP3A, 4ro omnpenenser ABYHANpPaBJICHHOE B3aWMMOJCHCTBHE TMpemnaparoB. KiapuTpomMuumH
MO>KET MOBBICUTH KOHIICHTPAIIMIO UTPAKOHA30JIa B TJIa3Me, B TO BPeMsI KaK UTPAKOHA30J] MOKET
IMOBBICUTH IUIABMCHHYIO KOHICHTPAIMIO KIIApUTPOMUIIMHA. HaI_II/IeHTOB, OOIHOBPEMCHHO
IMPUHHUMAIOMUX UTPAKOHA30J U KIIAPUTPOMUIINH, CICAYCT TIIATCIILHO OGCJ’IGI[OB&TB Ha HaJIN4yue
CHUMIITOMOB YCWJICHUSI WM YBEIHYEHUS [UIUTEIBHOCTH (PapMaKOJOTHUECKUX HPPEKTOB 3TUX
IIpEnapaToB.

Cakeunasup

Knaputpomunys u cakBUHaBHp SIBIISIIOTCS cyOcTpaTtamu U uHruoutopamu uzopepmenta CYP3A,
YTO ONpEJEIeT JByHANpaBIeHHOE B3auMOo/ieiicTBHe npenaparoB. OAHOBpEMEHHOE TPUMEHEHNE
knaputpomuiiria (500 mr aBa pas3a B IeHb) U CAKBUHABUPA (B MATKHUX JKEJIATMHOBBIX KamcCyJjax,
1200 mr Tpu pa3a B AeHb) Y 12 310poBbIX 100poBobIeB BhI3bIBANIO yBeIMYeHHE AUC U Chax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPABHEHUU C MPUEMOM CAaKBUHABHpa B
ornenbHocTU. 3HaueHuss AUC u Cpax KJIapuTpoMuLIMHA ObUTH npubin3utensHo Ha 40 % Bblile,
YyeM NpU MOHOTEpanuu KIAPUTPOMULMHOM. [Ipu COBMECTHOM NPUMEHEHUH OTUX JIBYX
IpenapaToB B TeUEHHE OIPaHUUYEHHOT0 BPEMEHH B J103aX/COCTAaBaX, YKa3aHHBIX BBIIIE, KOPPEKLIUS
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7036l He Tpebyerca. PesynbTaTsl HcciemoBaHHSA ([ HekapErntifrix=" Haatntoheicrami ¢

UCIIOJIb30BAaHUEM CaKBHHABUpPA B MATKHX JKEIATHHOBBIX KalCyJlax MOTYT HE COOTBETCTBOBATH
s dexTam, HAOIIONAEMBIM IIPH IPUMEHEHUN CAKBHHABHPA B TBEP/BIX JKEIATUHOBBIX Karcyax.
Pe3ynbraThl nccienoBaHus JEKapCTBEHHBIX B3aUMOACHCTBUI MPU MOHOTEpANINM CaKBUHABHUPOM
MOTYT HE COOTBETCTBOBATH apdexTam, HabII01aeMBIM pu Tepanuu
CakBHHapHWHOM/puToHaBHpoM. Ilpn mpreme cakBHMHaBHpa COBMECTHO C PUTOHABHPOM CIEIyeT
YUUTHIBATh MOTEHIIMATBHOE BIUSHUE PUTOHABHPA HA KJIAPUTPOMHIIMH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

bepemeHHOCTD

be3zonacHocTh pUMEHEHHsI KIIApUTPOMHUIIMHA BO BpeMsi 0EpEeMEHHOCTH HE YCTaHOBJICHA.

OCHOBBIBAsAICH HA PA3JINYHBIX PE3YJIbTATAX, IOJYUYEHHBIX B HCCIEAOBAHUAX HA )KUBOTHBIX, 8 TAKIKE
Ha OIBITe MPUMEHEHHUs Y JIOACH, HeNb3sl HUCKIIOYUTh BO3MOXHOCTh HEOIAronpHUsATHOTO
BO3JICHCTBUS Ha »MOpuoderansHoe pa3BuTHe. Hekoropble HabOMIOIaTENbHBIE HCCIEAOBAHUS,
OlLIEHUBAIOIINE Bo3jAelcTBHE KiaapuTpomurmHa B I u Il Tpumectpax GepeMEHHOCTH, BBISBUIH
NOBBIIEHHBI ~ PUCK  CaMOINpPOW3BOJIBHOTO abopTa 1O CpPaBHEHHIO C  OTCYTCTBHEM
AHTUOMOTUKOTEPANIUU WIM NPUMEHEHHEM JpyTruX AaHTHUOMOTHMKOB B AaHAJIOTMYHBIE CPOKHU
O6epemeHHocTH. MMerommecss  3MUIEMHONIOTMYECKHE  UCCIEAOBAaHUS  PUCKA  CEPbE3HBIX
BPOKICHHBIX ITIOPOKOB PAa3BUTHUS MPU NIPUMEHEHUN MaKpOJIUAOB, BKIIIOYasl KIAPUTPOMULMH, BO
BpeMsl OEpEMEHHOCTHU IEMOHCTPUPYIOT IPOTUBOPEUMBBIE PE3YJIbTATHI.

[IpumeneHne KIapuTpoMULIMHa TpU 6epeMeHHOoCTH (0co0eHHO B | TprMecTpe) BOZMOKHO TOIBKO
B Clly4dae, KOT/ia OTCYTCTBYET albTepHATUBHAS TEpanus, a MOTCHIMAIbHAs I10JIb3a ISl MaTepH
IPEBBIIIACT MOTCHINAIBHBIN PUCK JUIS TIIOAA.

JlakTanus

bbuio ycraHoBiIeHO, UTO peOEHOK, HAXOAIIMICS Ha TPYAHOM BCKapMIIMBAHUH, MOXKET MOJIYYHUTh
okoso 1,7 % oT MarepHHCKON A03bI KIAPUTPOMHUIIMHA C MOMPABKOM HA Maccy Telna MaTepH.
be3omacHocTh mpuMeHEHHS KIApUTPOMHUIIMHA AJid JeTel Ha TPyJHOM BCKapMIIMBaHUU HeE
ycraHoBjeHa. [Ipu HeoOXoauMocTH MpHeMa B MEpUoj TPYJHOTO0 BCKapMIIMBAaHUS KOpPMIICHHE
TPyAbI0 HEOOXOANMMO TPEKPATHUTD.

DdepTUabHOCTD

HccnenoBanusi, MpoBeIeHHbIE HAa KPbICaX, MOKa3aJly OTCYTCTBHE BIUSHUS HA PEPTUIHHOCTD.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH H pPadorarTh
¢ MeXaHM3MaMH

JlaHHbBIE OTHOCHUTENBHO BIUSHUS KIAPUTPOMHUIIHA HA CIOCOOHOCTH K yIPaBICHUIO aBTOMOOMIIEM
U MexaHu3MaMu OTCYTCTBYIOT. Cremyer coO0aTh OCTOPOKHOCTh TpU  YIIPaBJICHUU
TPAHCIIOPTHBIMU CPEACTBAMU M MEXaHU3MaMH, YYMTHIBAs MOTEHIHMAIbHYI0 BO3MOKHOCTb
TOJIOBOKPY)KEHHUS, BEPTUTO, CIYTaHHOCTH CO3HAHHUA M JIE30PUEHTALIUH, KOTOpPblE MOTYT
BO3HUKHYTh IIPHU MPUMEHEHHUH TaHHOTO Mpernapara.

Crpanuna 14 u3 27



COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 24.01.2025 N2 1533

(NOCNEQCBATENEHOCTE 0010)

4.8. He:xkenaTesibHbIE peaKIUU

PesroMe HexxenaTeabHbIX peaKIIui

Knaccudukanust 9acToThl pa3BUTHs HEXKENATEIbHBIX peakiuii BcemupHO opraHuzanuu
snpaBooxpanenus (BO3): ouenp yacto —> 1/10; wacto — ot > 1/100 10 < 1/10; HewacTo —> 1/1000
1o < 1/100; penko — ot > 1/10000 mo < 1/1000; ouens penko — < 1/10000, Bkitouas OTaeIbHBIC
COOOIIEHNsT; YaCTOTa HEM3BECTHA (Ha OCHOBAHWU UMEIONINXCS JaHHBIX OLEHUTh HEBO3MOKHO).
IIepedyeHs HexkenaTENbHBIX PEAKLUN C TPYIIIIUPOBKOM 110 CUCTEMHO-OPTaHHBIM KJIACCAM U YaCTOTE
npencranieH B Tabmure 1.

Taoauna 1 CBegeHusi 0 YACTOTE HeKeJIaTeIbHbBIX pealcum?'l, 3apPEeruCcTpUpoBaHHbIX B KIWHUYECKHX
HCCICTOBAHUAX KJIAPUTPOMHUIIHHA

CHuCcTeMHO-OpPraHHbIN YacroTa HesxkenarenbHble peakunuu
KJIacc
Nudexnnn u nHBa3zun Heuacto IEJUTIONNUT
KaHOUuI03,
racTPOIHTEPHT,
BTOpHUHBE wuHpeKmuu® (B TOM  YHCle
BarMHaJbHBIC)
Yacrora MICEBAOMEMOPAHO3HBIHN KOJIUT,
HCU3BECTHA poxa
Hapymenust co croponsl | Yacto ChITb
MMMYHHOH CHCTEMBI Heuacto aHa(UIAKTOMIHAS peaKiys’,

TUIICPYYBCTBUTCIIbHOCTD,

JiepMaTuT GyJule3Hbli!,

3yA,

KpanuBHUIIA,

MAaKyJIOTanyJe3Has ChIIb
Yacrorta aHaduIaKTHYECKas peakius,
HEN3BECTHA AHTMOHEBPOTUYECKUI OTEK,

CEpbE3HBIE KOXKHBIC HEXKEIIATENIbHBIC PEAKIUU
(HampuMep,  OCTpBI  TeHepaln30BaHHBIN
HK3aHTEMATO3HbIN MyCTYJE3),

cunapom CtuBeHca-/>)KOHCOHa,

TOKCHYECKHUH MU AEPMAJIbHBII HEKPOJIU3,
JEKapCTBEHHas Chlllb C 203uHO(UIMEd u

CHUCTEMHOH CUMITTOMATHUKOU (DRESS-
CHHJIPOM)
Hapymenus Heuacto aHOpEeKCHs,
MeTa6OJII/13Ma U IMUTAaHUA CHUHKCHUCEC aIlllIECTUTa
[cuxuueckue Yacro OeccoHHUITA
HapyLICHUS Heuwacro 0eCIoKONUCTBO,
TOBBIIIEHHAS BO30YIMMOCTE’
Yacrota MICUXOTUYECKUE PACCTPOICTBA,
HEU3BECTHA CIyTaHHOCTb CO3HAHUS,
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CucreMHO-OpraHHbIi
KJ1ace

YacTora

-
1)

T T e T el

JleriepcoHaNu3anus,
Jerpeccus,
JIe30pUEHTAIINS,
TaJTIOLMHALIMH,
HapyIICHUsI  CHOBHJICHUM  («KOIIMapHBIC
CHOBHJICHUSA),

napecres3us,

MaHUusA

Hapymenus co ctoponsl
HEPBHOM CHUCTEMBI

Yacto

roJIOBHAst 00JIb,
JIUCTEB3HS

Heuacto

TIOTeps CO3HaHHMs !,

JMCKHMHE3NS ',
rOJIOBOKPYKEHHE,
COHJIMBOCTb,
Tpemop

Yacrtorta
HEU3BECTHA

CYJOpOTH,
areB3usl (MMOTepst BKYCOBBIX ONTYIICHUH ),
apocMus,

aHOCMUS

Hapymenus co ctoponsl
oprasa ciayxa "

nabupuHTa

Heuacto

BEpTUTO,
HapylLICHUE CIyXa,
3BOH B YyIIax

Yacrtorta
HEU3BECTHA

[JIyXoTa

Hapymenus co ctopoHbl
cepaua

Heuacto

ocTaHOBKa cepyal,
GubpunIAIMs npeacepauii’,
YIAJIMHEHHE MHTEpBaja QT Ha
3JIEKTPOKApAUOrPAMME,

IKCTpacUCTONHs

OIIyIIIeHUE cepIeOneHus

YacTora
HEN3BECTHA

KEITyTOYKOBasi TAXUKAPIUs, B TOM YHCJIEC THIIA
«IHPYITY,
GUOPHILTALINS JKETyT0YKOB

Hapymenus co ctoponsl
COCYII0B

Yacto

B30 IMIATAIS

Yacrtorta
HEW3BECTHA

KPOBOTCUYCHUC

Hapymenus co ctopoHnsl
JBIXaTeNIbHOM CHCTEMBI,
OpraHoB TpyIHOU
KJIETKU U CPEOCTEHUS

Heuacto

actMal,
HOCOBOE KPOBOTEUEHHE?,
TPoM60IMOOIHS TETOUHO apTepun’

KenyaouHo-KulIeUHbIE
HapyIICHUS

Yacto

nuapes,
pBOTa,
JIACIICTICHS,
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CucreMHO-OpraHHbIi
KJ1ace

YacTora

-
1)

T T e T el

TOIIIHOTA,
00JIb B 00JIACTH KMBOTA

Heuacto

330¢arut!,
ractpodsodareansHas pedokcHas 60ne3Hs’,
racTpHr,
TIPOKTANTHS,
CTOMATHT,
TJIOCCHUT,
B3OYTHC )XUBOTaA,
3arop,

CYXOCTbh BO PTY,
OTpPBIKKA,
METEOPHU3M,
XoJecras,

I'CIIaTuT B T.4. XOJIeCTaTUUEeCKUI NI

renaTonesUIIoIApHbIit*

Yacrtorta
HEU3BECTHA

OCTpBIN ITAaHKPEATHUT,

U3MEHEHHUE 1BETA S3bIKa U 3y00B,
IIEYECHOYHAsA HEJJOCTaTOYHOCTb,
XOJIECTATHYECKAs XKEITyXa

Hapymenus co ctoponsl
KOXXKM H  IOJKOXKHBIX

TKaHeH

Yacto

HHTCHCHUBHOC ITOTOOTACICHUC

Yacrtorta
HEW3BECTHA

aKHC

Hapymenus co ctopoHnsl
MBIIIICYHON, CKEJICTHOU
u COETUHUTENbHOMN

TKaHU

Heuacto

MBIIICYHBIH CrIa3M’,

KOCTHO-MBIIICYHAs1 CKOBaHHOCTbl,

MI/Ia.]'Il"I/ISI2

Yacrtorta
HEW3BECTHA

*
pabaomuonuz®’,
MHUOIIaTUuA

Hapymenus co ctoponsl
MOYEK 151
MOYEBBIBOJISIINAX TyTEH

Yacrtorta
HEW3BECTHA

[I04€YHasl HEJOCTaTOYHOCTb,
UHTEPCTULIMAIBHBIA HEPPUT

OOmwme HapyuieHUs W

OueHn 4acTo

¢baedut B Mecte HHBEKIHH

peakuuu B MecTe | Yacto 0OIIb B MECTE MHBEKILIHH ',
BBEJICHUS BOCIIAICHUE B MECTE HHbEKIUHK!
Heuacrto HegoMoranue”,

rUnepTepMus-,

acTeHus,

601 B 'py/IHOI KIeTke?,

03HO00,

YTOMJISEMOCTb
JlaGopatopHsble u | Yacro OTKJIOHEHHUE B MIEYEHOYHOU TIpode
MHCTPYMEHTAIbHbIE Heuwacto TOBBIIIIEHHE KOHLIEHTPALMH KPeaTHHUHA ',
JIAHHBIE TOBBIIIEHHE KOHLIEHTPALMH MOYEBUHEI !,
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CHCTeMHO-OpTaHHbIii Yacrora \ rﬁ'e;lclﬁgji‘éﬁﬂ&ggﬁgﬁﬂh;{ﬁ 0010

KJIacC

M3MEHEHHE OTHOIIEHHS alb0yMUH/TI00ymuH !,

JICHKOIICHUS,
HelTponeHns®,
s03uHOGUIH”,
TpoMOOIIUTEMHS,
HOBBILICHUE aKTUBHOCTH
ananuHamMuHoTpanchepassl (AJIT),
acrapraramuHoTpancgepassl (ACT),
rammarnytamuitpancdepassl (IT'T)?,
neno4Hoit gocgarassr’,

nakraraeruaporesass: (JIAI)*

Yacrota arpaHyJIoOLMTO3,

HEU3BECTHA TPOMOOLIUTONEHHUS,

YBEIMUEHUE  3HAYCHUS  MEXIyHApOIHOTO
HOpManu3oBaHHOro oTHOMIeHus (MHO),
yJIMHEHUE POTPOMOUHOBOTO BPEMEHH,
W3MEHEHHUE I[BETa MOYH,

MOBBINICHHE  KOHIEHTpAIlMU  OMmIMpyOnHa
B KPOBU

* — B HEKOTOPBIX COOOIICHHUSIX O Pa0JOMHOJIN3E KIAPUTPOMHUIIMH MPUHUMAJICS COBMECTHO C
JPYTHMH JIEKAPCTBEHHBIMU CPEACTBAMH, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBSI3aHO Pa3BUTHE
pabnomuonu3za (cTaTHbI, GUOPATHI, KOJIXUIMH WIKA aUIONYypUHON); 1 — COOOIIEHHS O AaHHBIX
HE)KEJIATENbHBIX PEeaKIHsIX ObUIM TOJY4YEeHbl TOJBKO NpPU NMpUMEHEeHHH mpemapara Kiamun,
ao¢uIM3aT JUIs TPUTOTOBJIEHUS pacTBopa uis HMHQY3uil; 2 — COOOWIEHHS O JaHHBIX
HE)KEJIATEeNbHBIX PeaKUMAX ObUIM MOJyYeHBI TOJIBKO MpU nmpuMeHeHuu mnpenapara Knamun CP,
TaOJIETKN C TPOJOHTUPOBAHHBIM BBICBOOOKAECHUEM, IMOKPHITHIE IJICHOYHOH 000J04YKOH; 3 —
COOOIIEHHS O TAHHBIX HEKENATEIbHBIX PEAKIMAX OBUIM TONYYEHBI TOJIBKO NMPU MPHUMEHEHUH
npenapara Kimarun, rpanysis 471l IPUTOTOBIICHNUS CYCIIEH3NH ATl IPHEMa BHYTPb; 4 — COOOIIeHUS
O JTaHHBIX HEXENIATEIbHBIX PEAKIHsIX OBUIM MOJXYyYeHBI TOJBKO IPH NMPUMEHEHUH IIperapaTa
Knamuz, TabeTku, MOKpHIThIE TUIEHOYHOH 000I0YKOM.

CTH

[Ipenmosaraercs, 4ToO 4acTOTA, TUII U TSHKECTh HE)KEIATEIBHBIX PEaKIUN y NETEH Takas ke, Kak
Y B3pOCIIBIX.

[TanmeHTHl ¢ HOAaBISHHBEIM HMMYHHUTETOM

Y namueHToB ¢ CcuHApoMOM mnpuodpereHHoro ummyHoaedunura (CIIU) w apyrumm
UMMYHOJICUIIUTAMH, TOJYYaAIOMIUX KJIAPUTPOMUIIMH B 0OJiee BBICOKHMX J103aX B TEUCHHE
JUIUTEIILHOTO BPEMEHHU ISl JICYCHUs MUKOOAKTEepHaTIbHBIX WH(EKIUI, YacTO TPYJHO OTIMYUTH
HexenarenbHble 3(@exTsl mpenapara or cuMnToMoB BUY-nHpeKun mim COmyTCTBYIOLIETO
3a00JIeBaHMUA.
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HawnGoiee yacThiMi HEXENATETLHBIMU SBJICHUSAMH Y na&&%tﬁ%ﬁ%%ﬁ%&%&qﬁ§ﬁﬁozy

KJIapuTpomMuLnHa, paBHyto 1000 mr, ObLTH: TOIIHOTA, pBOTA, U3BpAIEHUE BKYyca, 00Jb B 00JIacTH
KHUBOTA, AMApesi, ChIllb, METEOPU3M, I'OJIOBHAsi 0OJb, 3alop, HapylIEHHE CIIyXa, MOBBHIIICHUE
aktuBHOCTH ACT n AJIT B kpoBu. Takke 0TMEUAINCh ClTydan HEXKENNaTeIbHbIX IBICHUM C HU3KON
YacTOTOIH BOZHUKHOBEHHMS, TAKHE KaK OJBIIIKA, OECCOHHUIIA U CYXOCTh BO PTY.

VY nanueHTOoB C NMOAABICHHBIM UMMYHUTETOM MPOBOAMIIM OLIEHKY JIAOOPATOPHBIX MOKa3aTeleH,
AQHAIN3UPYS UX 3HAYUTENIbHBIE OTKIOHEHUS OT HOPMBI (PE3KOE MOBBIIIEHNE WU cHUkeHME). Ha
OCHOBaHUU JaHHOTO KpUTepust y 2—3 % MauueHToB, NOIy4YaBIINX KJIApUTPOMULIMH B 103€ 1000 mMr
©XKEIHEBHO, OBUIO 3aperucTpupoBaHO 3HauuTelnbHOe moBblmeHue aktTuBHocTd ACT u AJIT
B KPOBH, a TaK)X€ CHIDKEHHE 4YHCIa JIGHKOIMTOB M TPOMOOLMUTOB. Y HEOOJBIIOr0 Yucia
NAlMEHTOB TakKe ObUIO 3aperMCTPUPOBAHO TOBBIIIECHME KOHLEHTPAllMU OCTaTOYHOIO a30Ta
MOYEBHHBI.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIATCIbHBIX PCAKIINAX

BaxHo coo0mare 0 M0A03pEBAEMBIX HEXKENATEeNbHBIX pPEAKUMAX IOCIE PErucTpalu
JIEKapCTBEHHOTO Ipenapara ¢ Lelbl0 00ecleyeHNs HENPEPbIBHOIO MOHUTOPUHIA COOTHOILICHHS
«T0JIb3a — PHUCK» JIEKapCTBEHHOIrO Mpemnapara. MeAuIMHCKUM pPAaOOTHUKAM pPEKOMEHAyeTcs
coo0IaTe O JIIOOBIX MOJO3PEBAEMbIX HEKENATENbHBIX PEAKLMIX JIEKAPCTBEHHOI'O Ipernapara
4Cpe3 HAlUMOHAJIBHBIC CHUCTCMBIL COO6H_I€HI/I}I O HCXKCJIATCIIbHBIX PCAKIUAX TOCYyAapCTB-HJIICHOB
EBpa3uiickoro 3K0HOMHUYECKOr0 COI3a.

Poccuiickasa ®@eoepayus:

109012, r. Mocksa, CraBsiHCKast miiomaib, 1. 4, ctp. 1

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)
Tenedon: +7 800 550 99 03

1. mouta: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman:

010000, r. Acrana, paiion baitkonsip, yi. A. Umanosa, 13 (bL] «Hypcaynert 2»)

PI'TI na IIXB «HaunoHanbHBIA HEHTP 3KCHEPTHU3bI JIEKAPCTBEHHBIX CPEACTB U MEIULMHCKHUX
u3nenuity Komwurera MeaMuMHCKOrO W (apMaleBTUYECKOro KOHTpoJis MuHHCTEpCTBa
3npaBooxpaneHus: Pecnyomuku Kazaxcran

Tenedon: +7 7172 235-135

On. noura: pdlc@dari.kz

http://www.ndda.kz

4.9. Ilepeno3npoBka

CUMOTOMEI
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[Tpuem OonbIION 03Bl KIAPUTPOMUIIMHA MOXKET BLISB&JT-E:'(::;IT\!IEI‘;«)';ELJ%HE"};H%IT&C&%’OHH

JKCITYJOYHO-KHUIICYHOI'O TPAKTA.

Y oagHOoro mamuweHTa ¢ OWIOJSPHBIM PACCTPOMCTBOM B aHaMHE3€ IIOCie TpueMa 8T
KJIAPUTPOMHUIIMHA OMUCAHbl U3MEHEHUSI TICHXUYECKOTO COCTOSIHUS, TapaHOU1aIbHOE TTOBECHHE,
TUIOKAJIMEMUS U TUTTOKCEMMUSI.

Jleuenue

[Ipu nepeno3upoBke cleqyeT YIaIuTh HEa0COpOMPOBAaHHBIA Mpenapar W3 KEIyIOYHO-
KHILIEYHOTO TpakTa (MpOMbIBaHUE XKEIyAKa, TPUEM aKTUBUPOBAHHOTO YISl U Jp.) U MPOBECTU
CUMITOMATUYECKyl0 Tepanuio. ['eMoauanus3 © TEepUTOHEAIbHBIH JAMaIN3 HE OKa3bIBAIOT
CYILIECTBEHHOTO BJIMSIHUSL HAa KOHIEHTPAIMIO KJIAPUTPOMHUIIMHA B CHIBOPOTKE, YTO XapaKTEPHO
U JUIsL IPYTUX MPENapaToB TPyl MAaKPOJIUIO0B.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTHUYECKass Tpynmna: AHTHOAKTEpHAIbHBIC CpPEJACTBA CHCTEMHOTO JCHCTBUS,
MaKpOJIUIb, INHKO3AMU/IbI U CTPENITOTPAMHUHBI; MAKPOJIUIBI.

Kox ATX: JO1IFA09

MexauusM aeiictus U dhapMakoaruHaMudeckre YO hEKTHI

KnaputpoMunue — sBIsSieTCS  NOJYCHHTETUYECKUM  AHTHOMOTHKOM TPYMIBI  MaKpOJIHJIOB
M OKa3bIBaeT aHTUOAKTepUANIbHOE JelicTBue, B3auMmonehcTBys ¢ 50S  pubocomanbHOU
cyObeuHHIIeH 1 TOaBIsist CuHTe3 Oenka OakTepuil, 4yBCTBUTEIBHBIX K HEMY.

KnapuTpoMuLiuH NpoOJEMOHCTPUPOBAJI BBICOKYIO AKTMBHOCTb in Vitro B OTHOLICHMM Kak
CTaHJAPTHBIX JIA0OPATOPHBIX LITAMMOB OaKTEPHH, TaKk M BBIIEIECHHBIX y MAllUEHTOB B XOE
KJIMHUYECKON NPaKTUKU. [IposiBiIseT BBICOKYIO aKTHBHOCTb B OTHOIIEHMHM MHOTHX a’pOOHBIX U
aHadPOOHBIX TPAMIIOJIOKUTENBHBIX U TPAMOTPULIATETIBHBIX MHUKPOOPTaHW3MOB. MUHHUMAaNbHbIE
nofasisone KoHueHtpauuun (MIIK) kmaputpomunmHa Ui OOJIBIIMHCTBA BO30YyIUTENEH
menbIne, yem MIIK sputpomuiiiaa B cpeiHeM Ha ogHO logr pa3BeneHue.

KnaputpoMmuniyia in vitro BRICOKOAKTHBEH B OTHOIICHUU Legionella pneumophila, Mycoplasma
pneumoniae. Oka3pIBaeT OaKTEpUIIMIHOE NeWcTBHE B oTHOIeHUU Helicobacter pylori, nanHas
AKTUBHOCTH KJIAPUTPOMUIIMHA BBIIIE MPU HEUTpaTbHOM pH, 4eM mpu Kuciom.

Kpome Toro, nanHele in vitro u in vivo yKa3blBalOT Ha TO, YTO KJIAPUTPOMMIMH JIEHCTBYET Ha
KJIMHUYECKH 3Ha4MMble BUJbI MUKOOakTepuil. Enterobacteriaceae u Pseudomonas spp., Tak xe
KaK U Ipyrue He (epMEHTHUPYIOLIHE JIAKTO3y ITPaMOTPHLIATEIbHbIE OAKTEPUH, HE UyBCTBUTEIIBHBI
K KJIApUTPOMHULIUHY.

AKTHUBHOCTH KIIapUTpOMUIIMHA B OTHOIICHHUUN 6OHBI_HI/IHCTB8. MTaMMOB TICPCUHUCIICHHBIX HUWXKC
MUKpPOOPTaHU3MOB JOKa3aHa KakK in Vitro, Tak U B KJIMHUYECKON MPAKTUKE MPH 3a00JeBaHUIX,
MEePEUYUCIICHHBIX B pasjene 4.1.

AspobHbie epamnonodxicumenshbie MUKPOOP2AHUIMBL.
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(NOCNEOOBATENEHOCTE 0010)

e Staphylococcus aureus

e Streptococcus pneumoniae

e Streptococcus pyogenes

e Listeria monocytogenes
Aspobubie epamompuyamenbHble MUKPOOPSAHUZMbL

e Haemophilus influenzae

e  Haemophilus parainfluenzae

e Moraxella catarrhalis

e Neisseria gonorrhoeae

e Legionella pneumophila
Jlpyeue muxpoopaanuszmul

e Mpycoplasma pneumoniae

o  Chlamydia pneumoniae (TWAR)
Muxobaxmepuu

e Mycobacterium leprae

e Mycobacterium kansasii

e Mpycobacterium chelonae

e Mycobacterium fortuitum

e Mpycobacterium avium complex (MAC) — koMIuIeKc, BKItouaromuii Mycobacterium avium
u Mycobacterium intracellulare

HpOI[yKI_II/I}I Oera-1aKTaMasbl HE OKA3hIBAET BIUSHUS Ha aKTUBHOCTD KJIIapUTpOMHUIIUHA.

BonbmMHCTBO MITaMMOB CTa(hUIOKOKKOB, PE3UCTEHTHBIX K METHULWUIMHY U OKCalWUIMHY,
00J1a/1a10T YCTOWYMBOCTHIO U K KIIAPUTPOMHUIIMHY.

Helicobacter pylori

UyBCTBUTENBHOCTH H. pylori K KIapuTpOMUIIMHY U3ydanach Ha u3oisaTax H. pylori, BeIIeTIEHHBIX
or 104 mamueHTOB, O HaYala Tepanmuu mpenaparoM. Y 4 TMalueHTOB OBLIM BBIICICHBI
PE3UCTEHTHBIE K KIAPUTPOMULIMHY mTaMMbl H. pylori, y 2 — mTamMMbl C yMEpPEHHOM
PE3UCTEHTHOCTBIO, Y OCTaIbHBIX 98 manueHToB H30yAThl H. pylori ObUTM YyBCTBUTEIHHBI
K KJIADUTPOMULIUHY.

Knaputpomuniua okaspiBaeT ACWCTBUE in Vifro U B OTHOLIEHUU OOJBUIMHCTBA IITAMMOB
CIICNYIOMNUX MHUKPOOPTaHU3MOB (OJHAKO 0e30macHOCTh M 3(P(HEKTUBHOCTH HCIIOIH30BAHUS
KJIAPUTPOMHUIIMHA B KIIMHUYECKOM MPaKTHUKE HE MOATBEPK/IeHA KIMHUYECKUMHU UCCIIEIOBAHUIMU,
U TIPaKTUYECKOE 3HAUEHUE OCTACTCS HESICHBIM):
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A3p06Hbl€ cpamnoioxcumenbHvle MUKpoopcanusmbl

e Streptococcus agalactiae
o Streptococci (rpynmsi C, F, G)
e Viridans group streptococci
Aspobubie epamompuyamenbHble MUKPOOPSAHUZMbL
e Bordetella pertussis
e Pasteurella multocida
Anaspobuvie cpamnonodxcumenvHvle MUKPOOP2AHUIMbL
e Clostridium perfringens
e Peptococcus niger
e Propionibacterium acnes
AHnaspobubie epamompuyamenbHvle MUKPOOPSAHUZMbL
e Bacteroides melaninogenicus
Cnupoxembi
e Borrelia burgdorferi
e Treponema pallidum
Kamnunobaxmepuu
o Campylobacter jejuni

OCHOBHBIM  META0ONUTOM  KIAPUTPOMHIIMHA B  OpraHU3ME  4YeJOBEeKa  SBIIACTCS
MHUKpPOOHMOJIOTUYECKH  aKTUBHBIK ~ Merabonmur  14-ruppokcuknaputpomunuH  (14-OH-
KIAPUTPOMHUIIMH). MHUKPOOHOTIOTHYECKasi aKTUBHOCTh META0OIUTa TaKas ke, KaK y MCXOIHOTO
BEIECTBA, WU B 1—2 pasa ciabee B OTHOIICHHH OOJIBITMHCTBA MUKPOOPTaHU3MOB. VICKiTIoueHne
coctaBmsieT H. influenzae, B oTHOIIEHNN KOTOPOH 3 (HEKTUBHOCTH META0O0JIMTA B JIBa pa3a BHIIIIE.
HMcxonHoe BeEIIECTBO M €ro OCHOBHOM META0OIMT OKAa3bIBAIOT U000 aJJdUTHUBHBINA, JIMOO
cuHeprudeckuit 3gp ekt B oTHomeHun H. influenzae B yCIOBHSIX in Vitro M in vivo B 3aBUCUMOCTH
OT mTamMMa OaKTepHid.

Tecm na uyecmeumelbHoCnb

KonunuecTBeHHbIe METOBI, TpeOyIOIMe U3MEPEHUs JUaMeTpa 30HbI MOJABICHUS POCTa, JAOT
HanOoJiee TOYHBIE OIICHKH YYBCTBUTEIBHOCTH OaKTepHil K aHTUMUKPOOHBIM mpemnaparam. OnHa
U3 PEKOMEHAYEMBIX METOIUK JUISl OINPEAEICHUS 4YyBCTBUTEIBHOCTH MCHOJIB3YET JUCKH,
UMIIpErHUpOBaHHbIe 15 MKr kiapuTpomunuHa (nucko-auddy3nonusii meron Kupou-bayspa);
IIPY MHTEPIIPETALUU TECTA AMAMETPBI 30H IOJABJIECHMS POCTa KOPPENUPYIOT co 3HaueHusaMu MIIK
kinaputpomunrHa. 3uadeHuss MIIK onpenensitorcs MeTooM pa3BeieHus B OyJIbOHE UITH B arape.
[Ipy uCnoNb30BaHUU 3TUX METOJUK OTYET W3 JIA0OpaTOPUU O TOM, YTO IITAMM SBIISETCS
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«4yBCTBUTEIIPHBIMY», YKa3blBa€T Ha TO, YTO 3036ynni’&g':;rﬂ@%§ﬁ;% 'Flg,TSI%'FéI‘lQ% Ha

nedenue. OTBET «PE3UCTEHTHBII yKa3bIBAaeT HA TO, YTO BO30YIUTENh, BO3MOXKHO, HE OTBETUT HA
nedeHue. OTBET «IPOMEKYTOYHAS] YYBCTBUTEIBHOCTH» IMPEAINONAraeT, YTO TepaneBTUUYCCKHIA
addekr mpemapara MOXKET OBITh HEOAHO3HAYEH WM MHUKPOOPTaHU3M MOXKET OKa3aThCs
YYBCTBUTEIBHBIM TIPU HWCIOIB30BAaHUM 0OOJiee BBICOKHX [103 Mpemnapara (IpoMeKyTOdHas
YyBCTBUTEILHOCTh TAK)KE HA3BIBACTCS «YMEPEHHON UyBCTBUTEIBHOCTHION).

5.2. apmakoknHeTHYECKHE CBOHCTBA
AOGcopbuus

[Ipemapar nerko u OBICTPO BCAChIBA€TCS B JKEIYJOYHO-KHIIEYHOM TpakTe. AOCOIIOTHAs
O6nogocTynHoOCTh coctapisieT okojio 50 %. Ilpu MHOrokpaTHOM mpHeMe 103bl Ipernapara
KyMYJISILIMU MPAKTUYECKU HE OOHApY» EHO, U XapakTep MeTabojnu3Ma B OpraHM3Me 4ejoBeKa He
u3MeHsics. [lpreM mnHIIM HEMOCPEACTBEHHO TMepe] MPUEMOM IIpernapara yBeIUdHuBall
OMOOCTYTHOCTh TIperapara B cpenHeM Ha 25 %. B memom, 3TO MOBBIIEHUE HE3HAYUTEITHHO
U JIOJDKHO HMETh HEOOJIbIIYI0 KIMHUYECKYI0 3HAYUMOCTh MpPH PEKOMEHIYEMBIX peXuMax
no3upoBaHus. TakuMm 00pazoM, KIAPUTPOMUIIMH MOXKET NMPUMEHATHCS HE3aBUCHMO OT MpueMa
TINIIN.

Pacopenenenue, onorpanchopMaliis ¥ dIUMAHALIS

In vitro

WccnenoBanus in vitro moka3aiu, 4TO KJIAPUTPOMHUIIMH CBA3BIBACTCS ¢ O€JIKaMU IJIa3Mbl KDOBU HA
70 % B xonneHtpauuu oT 0,45 mo 4,5 mxr/mu. Ilpu konunentpanuu 45,0 MKI/MIJI CBS3bIBAaHUE
cHmkaetcs 10 41 %, BeposITHO, B pe3ybTaTe HACHIIIICHUS MECT CBS3bIBaHUS. JTO HAOIIOIaeTCs
TOJIBKO TIPH KOHIICHTPAILIUSIX, MHOTOKPATHO MPEBBIIAIOIINX TEPATIEBTUICCKYIO.

In vivo

HccnenoBanust in vivo Ha JKUBOTHBIX TOKAa3ald, YTO KJIAPUTPOMMLUH NPUCYTCTBYET BO BCEX
TKaHsX, 32 UCKIIOYEHUEM LIEHTPAJIbHON HEPBHOH CHUCTEMBI, B KOHLIEHTPALUAX, B HECKOJIBKO Pa3
IpeBbIIAIOIMKX TIa3MeHHble. HaumbGonee Beicokme koHueHtpammu (B 10-20 pa3 Bblmie
IUTa3MEHHBIX ) 00HAPYKUBAIKCH B IIEYCHU U JIETKHX.

300posvie 006po6oabLYbLL

[Ipn Ha3Hauenum wiapuTpomunMHa B o3¢ 250 mr 2 pasa B CyTkHM paBHOBECHAS Cmax
KkjaputpoMuivHa U 14-OH-kiapuTpoMuLMHa B IJ1a3Me JOCTUTAJIACh Yepe3 2—3 THA U COCTaBIIsuIa
1 mMxr/mia u 0,6 MKI/MJ COOTBETCTBEHHO. T1/2 KJIApUTPOMUILIMHA M €r0 OCHOBHOTO METa0OJIHUTa
coctaBuil 3—4 yaca ¥ 5—6 4aCOB COOTBETCTBEHHO.

[Ipn Ha3zHauenuun kiapurpoMunHa B no03e 500 mr 2 pa3za B CyTKHM Cmax KIQPUTPOMHUIIMHA
u 14-OH-kiapuTpoMuIMHa B TJIa3Me JOCTUTANIach nocie npuema 5 no3el. [locne npuema 5 u 7
103bl, Cmax KimapuTpomunmHa u 14-OH-knmapurpoMuuyHa B IUIa3ME€ COCTaBMJIA B CPENHEM
2,7-2,9 mxr/mn u 0,88—0,83 MKI/MI COOTBETCTBEHHO. T1/2 KIAPUTPOMHIIMHA U €r0 OCHOBHOTO
MeTtaboauTa coctaBui 4,5-4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.
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Cmax 14-OH-knaputpoMuiiuHa HE yBeIWYMBaJjach npd%%ﬁn%ﬁﬁﬁ%ggﬂﬂ};{pgfbgﬂfﬁhm,

B TO BpEMs KakK MEPHUOA IMMOJTYBBIBCACHU S KaK KIIApUTPOMHUIIMHA, TaK U €TI0 THAPOKCUIIUPOBAHHOT'O
MeTa00INTa UMET TCHACHIUIO K YBCIIMUCHUIO C MMOBBIIICHHUECM J103EbI.

Takass HenuHelHas (apMaKOKMHETHKA KIAPUTPOMHIIMHA B COYETAaHUU C YyMEHbIIEHUEM
oOpa3oBanus 14-ruIpOKCUINPOBAHHBIX U N-1eMETUIMPOBAHHBIX TPOIYKTOB IPU BHICOKUX 033X
yKa3blBaeT Ha HEJIMHEHHBbIH MeTadoJIu3M KIApUTPOMHUIIMHA, KOTOPBIM CTaHOBHUTCA Oolee
BBIPAKEHHBIM MTPU BBICOKHUX J103aX.

[Toukamu BeIBOIMTCS O0KOiO 37,9 % mociie mepopaJibHOrO IMpueMa KIAPUTPOMHULMHA B J103€
250 mr u 46,0 % nocne npueMa KiIaputpoMurHa B o3¢ 1200 Mr; KHIIEYHUKOM BBIBOJIUTCS
okoio 40,2 % u 29,1 % (BkiIoyas MCIBITYEMOTO JIMIIbL C OJHOM MpoOoil Kana, coaepxaliei
14,1 %) cOOTBETCTBEHHO.

@apmaKOKuHemuKa Yy nayuenmoes

Knaputpomuniia u ero metabonut 14-OH-kmapuTpoMuiiuH OBICTPO TPOHHMKAIOT B TKaHU
U )KUJIKOCTH opraHu3ma. VmeroTcsi orpaHHueHHBbIE JaHHBIE, CBHUJIETEIBbCTBYIOLIUE O TOM, YTO
KOHIIGHTPaLUsl KJIApUTPOMUIIMHA B LEPeOPOCTIMHAIBHOM JKUAKOCTH TPU MEPOPATBLHOM IpUEME
HE3HauuTeNbHa (T.e. TONBKO 1-2% OT KOHIIEHTpAallUM B CBHIBOPOTKE KPOBH MPH HOPMAIbHOU
IPOHHMIIAEMOCTH TeMaTodHIedannueckoro Oapbepa). KoHieHTpanus B TKaHSIX OOBIYHO
B HECKOJIBKO pa3 BBIILIE, YEM B CBIBOPOTKE KPOBHU.

B Tabnuue npuBeeHbl MpUMephbl TKAHEBBIX U CHIBOPOTOYHBIX KOHIIEHTPALIMIA:

Konuentpanuu (250 mr kaxjapie 12 yacon)
Bua Tkanu TkaHeBble (MKI/T) CbIBOPOTOYHBIE (MKI/MJT)
MuHaTHHE 1,6 0,8
Jlerkue 8,8 1,7

IleyeHouyHas HEJOCTATOYHOCTh

VY manyeHToB co CpeAHEN U TSHKENION CTENeHbI0 HapyIIeHUs (DYHKIMH IIEYSHH, HO C COXPaHEHHOM
(dyHKIMEH ToYeK KOPPEKIHS 1036l KIAPUTPOMUIIMHA HEe TpeOyeTcs. PaBHOBECHAs KOHIIGHTpaLUs
B IUIa3M€ KPOBU M CUCTEMHBIN KIMPEHC KJIAPUTPOMHULIMHA HE OTIMYAIOTCA y MAalMEeHTOB JAHHOU
TpyNIbl U 310pOBbIX NanMeHToB. PaBHOBecHas koHIeHTpauus 14-OH-knaputpomMuiimua y noaen
C HapyIIEHUsMHU (PYHKIIMU TICUEHU HIDKE, YEM Y 3J10POBBIX.

IloyeyHas HEAOCTATOUYHOCTD

[Tpu HapymieHnn GyHKIUU MOYEK YBEIUUUBAKOTCS Cmax 1 MUHHMaIbHAST KOHIEHTPAUS (Cmin)
KJIApPUTPOMHIIMHA B IJJa3M€  KPOBH, TIEPHOJ  TOJYBBIBEACHMs,  IUIOMIAAb  IOJ
(bapMaKOKMHETHYECKON KpHBOHM «KoHIEeHTpanus — BpeMs» (AUC) kimapuTpoMHUIIMHA U €ro
merabonmuta 14-OH-kmaputpomurmaa. KoHcTaHTa »IMMHHAIMM W BBIBEJCHUE ITOYKAMU
yMeHblIaTcs. CTeneHb N3MEHEHUH 3THX apaMeTPOB 3aBUCUT OT CTENICHU HapyIIeHUs (PyHKINH
ITOYCK.
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JINIta MoKMJIOro Bo3pacTa

VY manueHTOB MOXHJIOTO BO3pacTa KOHIEHTpAIHs KIapUTPOMHIIMHA U ero meradbonura 14-OH-
KJIApUTPOMHUIIMHA B KPOBH OblJIa BBIIIIE, a BHIBEACHUE MEJICHHEE, YEM Y IPYTIITBI MOJIOBIX JIFOICH.
OpHako mocsue KOPPEeKIMY ¢ y4eTOM IOYEYHOT0 KIIMPEeHca KpeaTuHUHA He ObUTO OTIMYHM B 00enx
rpynnax. Takum o0pa3oM, OCHOBHOE BIHMSHME Ha (apMaKOKMHETHYECKHE MapaMeTphl
KJIApUTPOMMIIMHA OKa3bIBaeT (YHKIMS IOYEK, a HE BO3PACT.

TTanueHTHl ¢ MUKOOAKTEPUANBLHBIMUA HHDEKLIUIMU

PaBHOBecHBIE KOHLEHTpauuu KinapuTpomuimHa u 14-OH-knapurpoMunyHa y DalMEHTOB
¢ BUY-undekmnueit, mosydaBmmx KIApUTPOMUIIMH B OOBIYHBIX 103ax (500 MT 1Ba paza B CyTKH),
OBLIM CXOJHBIMU C TAKOBBIMHU Y 3/I0POBBIX JItojiel. OHAKO NP MPUMEHEHUH KJIAPUTPOMHUIIMHA B
0ojiee BBICOKHMX J1033aX, KOTOpble MOTYT MOTPeOOBaThCA AJsl JIEYEHHS] MUKOOAKTEepHATbHBIX
uH(pEKIUd, KOHUEHTPAallMu aHTUOMOTHKA MOTYT 3HAUUTEIBHO IMPEBBIIIATh OOBIYHBIE.
VY nauuentoB ¢ BUY-undexnuend, npuHUMaBIIUX KIApUTpOMHUIMH B 1o3e 1000 mr/cyt wim
2000 mr/cyT B nBa mpuema, paBHOBeCHble 3HAYCHHS Cmax OOBIYHO COCTABISIN 2—4 MKT/MIT
u 5-10 Mkr/mn  coorBercTBeHHO. IIpu npumMeHeHuM Tmpemapara B 0ojee BBICOKHX J103aX
O0TMEUAJIOCh YAJMHEHUE N1EPHO/Ia ITOTYBBIBEAEHUS 110 CPABHEHUIO C TAKOBBIM Y 3710POBBIX JIFOJIEH,
NOJYYaBIIUX KJIAPUTPOMULIMH B OOBIMHBIX J03ax. [loBbIIeHME KOHIIEHTpAaLMU B ILIa3Me
U YJUIMHEHHE Tepuo/ia MOJIYBBIBEACHHS MPH MPUMEHEHUH KJIApUTPOMHULIMHA B 00Jee BBICOKHX
JI03aX CBSI3aHO C HEJTMHEHHOH (hapMaKOKHMHETHKOM Ipernapara.

KOM6I/IHI/IDOBaHHOG JCYCHHUE C OMENPA30JIOM

Knaputpomunun no 500 mr 3 pa3a B CyTKM B KOMOMHALIMU C OMETNpa3oiioM B 03¢ 40 Mr/cyTku
criocooctByer yBenmuueHUto Tin m AUCoo4 omenpaszonia. Y BceX MaIMEHTOB, MOJyYaBIIUX
KOMOMHHMPOBaHHYIO TEparnuio, B CPAaBHEHUHU C MOJYYaBIIMMU OJMH OMENPa3oj, HaOII01aaoch
noBeiieHne Ha 89 % AUCo24 u Ha 34 % Ty omenpazona. Y xkinapuTpoMUIHUHA Cmax, Cmin
1 AUCo-g yBeJIMUMBAIUCH, COOTBETCTBEHHO, HAa 10 %, 27 % u 15 % 1o cpaBHEHHIO C TaHHBIMH,
KOrJla TPUMEHSUICS TOJBKO KIAPUTPOMUIIMH 0Oe3 omemnpaszona. B paBHOBECHOM COCTOSHUU
KOHIIGHTpAllUK KJIAPUTPOMHIIMHA B CIM3UCTOM >KellyAka uepe3 6 4 mocie mpuema B rpyrie,
MOJTy4YaBIell KOMOMHAINIO, B 25 pa3 MPEBOCXOAUIU TAKOBBIC 1O CPABHEHHIO C IMOJYYaBIIUMHU
OJMH KiIapuTpoMulH. KOHILIEHTpaluu KIapuUTpOMHUILIMHA B TKaHSX KellyJka depe3 6 u mocie
npremMa o0OMX IMPEnapaToB B 2 pa3a MPEBHIMATN JaHHBIE, TOJyUYEHHBIC B TPYIIE MAIUEHTOB,
MOJTyYaBIIUX OJMH KJIAPUTPOMHUIIMH.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

S npo Tabierku

Kpockapmenno3a Hatpust
Lennrono3a MUKpOKpUCTATIINYECKAsT
Kpemuus nuokcuna

[ToBunon (K 29 - 32)
Crpanuna 25 u3 27



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 24.01.2025 N2 1539

(NOCNEOOBATENEHOCTE 0010)

CreapuHOBas KHUCJIOTA

Marnus creapat
Tanpk

IInenounas 060104YKa

['unposnoza

l'unpomeniosa (I'uApOKCUTTPONTMIIMETHIIIIEIUTIONO03)
[IponuneHrnuKob

CopOurana onear

Twutana quokcug

CopOuHOBast KUCIIOTA

Banwnun

Kpacurens xunomHOBEIH sxenthiit (E-104)

6.2. HecoBMecTHUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs)

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh B 3alIUIIEHHOM OT CBETa MECTE MpHU TemIiepatype He Boie 25 °C.

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU
ITo 7, 10 mnu 14 tabnetok B 6muctep u3 [IBX/IIB/IX u antoMuHueBoii (Hobru.

ITo 1, 2 nnn 3 GaucTepa BMECTE C JIMCTKOM-BKJIABIIIEM MTOMEIIAIOT B KAPTOHHYIO TTAYKY.

6.6. OcoOble Mepbl MNPEeIOCTOPOKHOCTH TPH YHUYTOKEHUHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WJIH OTXO0JA0B, NMOJYYEHHBIX MOCJIe MPUMEHEeHHUs Npenapara
U Ipyrue MAHUILYJISIHUH € NPenapaToM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHMUSA
I'epmanus

3660tT JIa60paropus ['MOX,

30173, r. 'annoBep, @poitnaamiee 9A
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7.1. llpencraBuTeb Aep:KaTe/id PeruCTPANUQHHOI0 iﬂ&%ﬂ]ﬁﬂéﬁﬁmﬁﬁﬁ;BEﬁH bqi'msa

IIperen3uun norpedbuTeiell HAOPABIATS 10 AJIPECY:

Ha meppumopuu Poccuiickou @edepayuu:

000 «2660tT JIZ60paTopus»

125171, r. MockBa, Jlenunrpajackoe mocce, 1om 16A, ctp. 1
Ten.: +7 (495) 258-42-80

dakc: +7 (495) 258-42-81

abbott-russia@abbott.com

Ha meppumopuu Pecnyoauxu Kazaxcman:

TOO «A660TT Kazaxcran»

050060 r. Anmartsl, yin. Exin Eproxun, mom 1, oduc 90.
Ten.: +7 727 2447544

pv.kazakhstan@abbott.com

8. HOMEP PETUCTPAIMOHHOTI'O YAOCTOBEPEHUA

9. IATA NMEPBUYHOM PETMCTPAIIUHA (IIOJATBEPXKJIEHHSI PETMCTPAIIUN,
NEPEPETUCTPAIIN)

JlaTa nmepBoii peructpanuu:

10. IATA IIEPECMOTPA TEKCTA

OO01mmas xapakTepucTHKa JeKapCcTBEHHOTo npenapara Kmanun mpoctynHa Ha MHGOPMalMOHHOM
nopraiie EBpa3suiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH
«uaTeprer» http://www.eec.eaeunion.org
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