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OBILASI XAPAKTEPUCTHKA JIEKAPCTBEHITOFO ATRIEAPTR 1009)

1 HAMUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Knarmn, 125 mr/5 mot, rpanysisl JUist IPUTOTOBIICHUS CYCIIEH3UHU IS IPHEMa BHYTPb

2 KAYECTBEHHBIW 1 KOJUYECTBEHHBIN COCTAB

JelicTBytolliee BENIECTBO: KJIAPUTPOMUIIHH.
Kaxnpie 5 M cycnienzuu conepskar 125 Mr Ki1apuTpOMHULIMHA.

BcnomorarensHbie BEIIECTBa, HATMYME KOTOPBIX HAJ0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: caxaposa, Maciio KactopoBoe (cM. pazzaen 4.4.).

[TosHbI1 epedyeHb BCIIOMOTaTENbHBIX BEUIECTB CM. B pazzeine 6.1.

3 JIEKAPCTBEHHASA ®OPMA

['panysbl 1U1st TPUTOTOBIIEHUS CYCIIEH3UU ISl TIPUEMa BHYTPb.

Jlerkocely4yre TpaHyJibl OT Oeloro A0 Mmoutd Oenoro mpera ¢ (GpykToBbIM apomartoM. [lpu
BCTPSXMBAHUU C BOJOU 00pa3yeTcst HeMpo3payuHasi CyCIIeH3Hs OT OJIoro 10 MOYTH OeIoro 1pera
¢ QpYKTOBBIM apOMAaTOM.

4 K/IMHHUYECKHUE JAHHBIE
4.1. [loka3zanusi K NPUMEHEHUIO

[Tpenapar Knanua nokasaH K IpUMEHEHHUIO MPU UH(PEKIIMOHHO-BOCTIATUTEIbHBIX 3a00I€BaHUSIX
y JieTel, BbI3BaHHBIX YyBCTBUTEIbHBIMH K KIAPUTPOMUILIMHY MUKPOOPTaHU3MAMU:

® UMH(EKIMH HIKHUX JBIXAaTENbHBIX MyTeH (Takue Kak OpOHXUT, THEBMOHUS);

e MH(EKIMH BEPXHUX JbIXaTeIbHBIX MTyTeH (Takue Kak (apuHTUT, CHHYCHUT);

® WH(EKINA KOXXKH U MITKAX TKaHEH (Takue Kak ()OJUIMKYIIHT, BOCHAJICHHE IMOJIKOXHOM
KJICTYATKH, POKA);

® IMCCEMHHUPOBAaHHBIC WM JIOKATM30BAaHHBIC MUKOOAKTepHUAIbHbIC HH()EKIINH, BEI3BAaHHBIC
Mycobacterium avium (M. avium) u Mycobacterium intracellulare (M. intracellulare);
JIOKaJTu30BaHHbIe WHQEKINH, BbI3BaHHBIC Mycobacterium chelonae (M. chelonae),
Mycobacterium fortuitum (M. fortuitum) u Mycobacterium kansasii (M. kansasii),

® OCTpBIW CPEHUM OTHUT.

4.2. PeskuMm 103MPOBAHUSA U CIOCO0 NPUMEHEHM I

PexxuM 103upoBaHus

Ho3a npu nemukob6axmepuaibHvlx UHGeKyuax

Pekomenayemasi cyTtouHas [103a KJIApUTPOMUIIMHA MPH HEMHKOOAKTEPHAIbHBIX HHOEKIHIX
y nereit cocraBmnsieT 7,5 Mr/kr 2 pasa B AeHb (MakcuManbHas — 500 Mr 2 pasa B qeHb). OObIuHast
JUTUTETLHOCTD JieueHus: — 5—10 gHei B 3aBUCIMOCTH OT BO30YIUTEINS U TSHKECTU COCTOSTHUS.

B tabnure mpuBeaeHbI PEKOMEH AU 110 JO3UPOBAHUIO Y JIETEH C yU€TOM MacChl TeJa:
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Pa3oBhs 1032 Hpi IIpUEMe 2 b

Macca tena*, Kkr
(7,5 Mr/kr 2 pa3a B IeHb)

811 2,5
12-19 5

20-29 7,5
3040 10

*V nmereili ¢ Maccolt Tena < 8 Kr 103y OJOMPAIOT MO Macce (MpuMepHo 7,5 Mr/Kr 2 pa3a B JICHb)

Hosza npu muxobaxmepuanobhvlx uHpexyusax

VY nmereit ¢ TMCCEMUHUPOBAHHBIMU WJIN JIOKATH30BAHHBIMU MUKOOAKTEPHATLHBIMA MHPEKIIUSIMU
(M. avium, M. intracellulare, M. chelonae, M. fortuitum, M. kansasii) pekoMeHyeMas CyTOYHas
710332 KJIAPUTPOMHIIMHA cocTaBisger 7,5—15 Mr/kr 2 paza B JeHb W HE JOJDKHA IPEBBIIATH
MaKCHMAaJIbHYIO J103Y, cocTaBiistonyto 500 mr 2 pasza B CyTKH.

JleueHne KIAPUTPOMHULIMHOM CJEIYET MPOJ0JKATh JI0 TeX MOp, MOKA COXPAHIETCs KIMHUYECKHHA
apdext. KnaputpomunuH cienyer Ha3HadaTh B KOMOMHALMHU C JIPYTMMH aHTUMHUKPOOHBIMH
npenapaTamMi, akTHBHBIMHU B OTHOIIEHUH JTaHHBIX BO30yAUTEINIEH.

B Tabnuiie mpuBeneHBl PEKOMEHIAIMU IO JO3WPOBAHUIO Yy JeTed ¢ MHUKOOAKTEPHAIbHBIMU
WH()EKIHUSIMH C yYETOM MAaCChI TeJa:

Macca tena*, kr PazoBas no3a npu npueme 2 pasza B A€Hb, MJI
7,5 mr/kr 2 pa3a B ICHb 15 mr/kr 2 pasa B 1eHb
8-11 2,5 5
12-19 5 10
20-29 7,5 15
3040 10 20
*VY nmereli ¢ maccoii Tena < 8 Kr 103y noaoupatot o Macce (7,5—15 Mr/kr 2 pasza B eHb)

Oco0ble rpyInbl NALKMEHTOB

Tayuenmoi ¢ HapyweHuem yHKyuu novex

V nereit ¢ kmupencom kpeatuHnHa (KK) menee 30 mu/mun/1,73 M? 103y KIapUTPOMHIIMHA
clenyeT CHU3UTh BIBOE (Hampumep, 125 Mr B neHp wiau mo 125 mr 2 pas3a B JieHb Ipu Oosiee
TsDKENBIX UHOEKIHIX). B Takux ciydasx Kypc JIeUeHHUs He JIOJDKEH MpeBbImaTh 14 qHel, XoTs
0OBbIYHAs JJIUTETHHOCTH JISYeHHsI cocTaBisieT 5S—10 qHe.

Croco0 IIpuMeHeHus

s mpuema BHYTpb. ['0TOBYIO CYCIIEH3UIO MOKHO NPUHUMATh HE3aBUCUMO OT IPHUEMA IHIIH,
B TOM YHCJIE C MOJIOKOM.

WHCTpyKLIKY MO IPUTOTOBIEHUIO JIEKAPCTBEHHOTO Mpernapara nepej IpuMEHEHUEM CM. B pa3zelie
6.6. Ilepen KaXIbIM IPUEMOM CYCIIEH3HIO CIIEIYyET XOPOIIo B300TaTh.

4.3. llpoTuBONOKA3aHUS

e [UnepuyyBCTBUTEIBLHOCTh K KIAPUTPOMHUIIMHY, MaKpOJIHIaM WM K JIO0OMy U3
BCIIOMOTaTEJIbHBIX BEIIECTB, EPEUNCICHHBIX B pa3nene 6.1.
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y3anpul, TuMo3u, TepdeHaans (cM. pasaen 4.5.).

OnHOBpEeMEHHBIH NPUEM KIApUTPOMHIIMHA C JIOMUTAMUIOM (CM. pa3zaen 4.5.).

OpnHOBpeMEHHBIN IPUEM KJIAPUTPOMHULIMHA C AIKAIOUAAMM CIIOPBIHBU, HaIpHUMED,
3PrOTaMHUHOM, AUTHIPOIPTOTAMUHOM (CM. pazzaen 4.5.).

OpnHoBpeMEHHBI TPUEM KJIAPUTPOMHULMHA C MUAA30JaMOM Uil  IEPOPAIbHOTO
npuMeHeHus (cM. pasaen 4.5.).

OnDHOBpPEMEHHBIM  TIpUEM  KIAPUTPOMUIIMHA C  WHTHOWTOpaMH  3-THJIPOKCH-3-
metunrmotapui-kopepmenr A (IMI'-KoA-peaykraspl  (cTaTMHaMH),  KOTOpbIE
B 3HAUUTEJILHOM CTerneHu merabonusupyrorcs usodepmentom murtoxpoma P450 (CYP)
3A4 (10BacTaTUH WM CUMBACTATHH), B CBSI3U C MOBBIIICHUEM PUCKA MUOTIATHH, BKITIOYAs
pabaomuonus (cM. pazzaen 4.5.).

OnHOBpEMEHHBIH NPHEeM KJIapUTPOMULIMHA ¢ KOJIXUIMHOM (cM. paznen 4.5.).

OnHOBpEMEHHBIII TNpUEM KIAPUTPOMHIMHA C TUKarpeiopoM, HWBaOpaJWHOM WIH
paHOIa3UHOM.

Ymmnenne wuHTepBaia QT B aHamMHe3e (BpOXKIEHHOE WJIM TPUOOpPETECHHOE
3aperucTpupoBaHHoOe yanuHeHue nHtepsaia QT) nian sxemy1oukoBas apuTMHS, BKITIOYAst
KEITyA0YKOBYIO TAXUKAPAMIO TUIIA ITUPY3T» (CM. pazzensl 4.4. u 4.5.).

Knaputpomuiivs He cieayeT NpUMEHSTh Y TAIllMeHTOB C 3JEKTPOIUTHBIMU HapyLICHUSIMU
(rumoKaNMeMuen UM TUIIOMarHueMuei ) B CBS3H C pUCKOM yninHeHus naTepBana QT (cm.
paznen 4.4.).

Tsoxemass 1medeHOYHAs HEAOCTAaTOYHOCTh, IHPOTCKAaromiass OJHOBPEMECHHO C MMOYCIHOM
HEAOCTATOYHOCTHIO.

XomecTtaTudeckasi JKEITyXa/TemaTUT B aHaMHe3e, pa3BUBIIMECS TIPU TPUMEHEHUH
KJIapUTpOMHUIIMHA (CM. pa3aen 4.4.).

[opdupus.

4.4. OcoOble ykazaHHMsl M MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

[Ipenapar cieqyer npuMEHSTh ¢ OCTOPOXKHOCTBIO IIPU:

[ToueyHo# HEOCTATOYHOCTH CPEAHEN U TSHKEJIOW CTETEHU;

[TeyeHOUHOM HETOCTATOYHOCTU CPETHEN U TSKEION CTEICHH;

OHOBpEMEHHOM MpUEME KIAPUTPOMHIIMHA ¢ OCH30JMa3eMMHAMHI, TAKUMH KaK aJpa3oliam,
TpHa30JIaM, MUa3051aM JIJIsl BHYTPUBEHHOTO IPUMEHEHHSI WM JIJIsl HAHECEHUS Ha CIM3UCTYIO
00010uKy pTa (cM. pasnen 4.5.);

OnHOBpEMEHHOM MpHUEME C MpenaparaMu, KOTOPhIE METa0OIU3UPYIOTCS H30(PEPMEHTOM
CYP3A, nanpumep, kapOaMa3ermuHOM, ITAJIOCTA30JI0M, IUKIOCTIOPHHOM, AU3OMUPAMHUIOM,

MCTWIIPCAHU30JIOHOM, OMCIIPA30JIOM, HCIPAMBIMU  AHTUKOAT'YJISIHTAMU (HaHpI/IMep,
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(cMm. pazmen 4.5.);

e OpaHOBpEeMEHHOM TMpuUeMe C mpemaparamu, WHAyHUpyomuMmu wun3opepmeHT CYP3A4,
Harpumep, pudamnuurHoM, (PEeHUTOMHOM, KapOamazenunoMm, hpenobapOuTazoMm, 38epodboem
IPOJBIPSBICHHBIM (CM. paszzen 4.5.);

e  OmHOBpPEMEHHOM MpHEME KIAPUTPOMHUIIMHA CO CTATHHAMH, HE 3aBUCAIIIMMHU OT METa00IM3Ma
nzodepmenta CYP3A (manpumep, dpiayBactatnaom) (cMm. pasnen 4.5.);

e OIHOBPEMEHHOM TIpHEME C OJOKATOpaMH «MEIJICHHBIX» KaJbI[UEBBIX KAHAJIOB, KOTOPHIE
MeTtabonuzupyroTcs uzopepmentom CYP3A4 (mampumep, BepamamiioM, aMJIOIATTHHOM,
JTUITHA3EMOM);

e OaHOBpPEMEHHOM NpUEME KJIApUTPOMULIMHA C MEPOPATLHBIMU AHTUKOATYJISTHTAMHU TPSIMOTO
NeicTBUS, TAKUMHU Kak Ja0uraTpaH, puBapokcadaH, anukcabaH M 3/10KkcabaH, 0COOEHHO Y
NAIMEHTOB C BBICOKMM PHCKOM Pa3BUTHUSI KPOBOTEUECHHUH (CcM. paszen 4.5);

e Hamnmuum y mnamueHToB wumemudeckoil Oonesnu cepama (MBC), Tsoxenon cepaedHoin
HEI0CTaTOYHOCTH, HApyUICHUH MPOBOAMMOCTH WJIM KIMHHYECKH 3HAYMMOM Opaaukapauy,
a TaK)Ke IaLMEHTaM, OJHOBPEMEHHO NPHUHUMAIOLIUM aHTHApUTMUYECKHE mpenaparbl [A
Kiacca (xuauauH, npokanHamun) u I kmacca (modernnua, amuomapoH, coTanon);

e bepemennocru;
e (CaxapHoM auabere (mpenapar COIEPKUT caxaposy).

JTuTenbHbIN IpHeM aHTUOMOTHKOB MOYKET IPUBOIUTH K 00Pa30BaHUIO KOJIOHUH C YBEIUYECHHBIM
KOJINYECTBOM HEUYBCTBUTENbHBIX OakTepuit u rpuboB. Ilpu cynepundexkumun HeoOXoaumo
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAIHIO.

Ha3nauenue KiIapuTpoMHUIIMHA OEpEMEHHBIM JKEHIIMHAM JTOJHDKHO IMMPOBOAUTHCS MPH TIIATEIIEHOM
OIICHKE COOTHOIIEHHS pPHCKAa W TIOJNB3bl, OCOOCHHO B TEUEHHE NEPBBIX TPEX MECSIICB
OEpEeMEHHOCTH.

[Ipy mnpuMeHEeHMM KIApPUTPOMHIIMHA COOOIIATOCh O ClydasX I[EYEHOYHOW IUChYHKINH
(MOBBIILIEHNE AKTUBHOCTH TMEYEHOYHBIX (DEPMEHTOB B KpOBH, TIeHaTOLEIUTIONSPHBINA W/HIN
XOJIECTATUYECKUM TEeMaTUT ¢ XKenTyxod wunu 0e3). [ledeHouyHass AUChHYHKIHMS MOXET OBITH
TSDKEJION, HO OOBIYHO sIBJsiETCS oOpaTuMoil. IMEroTcs ciryyan MEe4eHOYHON HEeIOCTATOYHOCTH C
JeTalbHBIM MCXOJOM, IJIaBHBIM OOpa3oM CBSI3aHHBIE C HAJIMYHWEM CEPhE3HBIX COIMYTCTBYIOLIUX
3a007€BaHUN W/WJIM OJHOBPEMEHHBIM IMPUMEHEHHEM JPYTHX JIEKapCTBEHHBIX cpeicTB. [lpu
MOSABJICHUUN NPU3HAKOB WU CHUMIITOMOB ICIIATHTA, TAKUX KaK aHOPCKCHUS, KCITyXad, MOTCMHCHHUC
Mo4u, 3Ynh, 60H€3H€HHOCTB JKUBOTa IIpU MaJlbIlalluHy, HGOGXOI[I/IMO HCMCIJICHHO TIPCKPATHUTDH
TEPANIO KIAPUTPOMUIITHOM.

[Ipy HamMyMM XpPOHMUYECKUX 3a00JIeBaHUN TMEYEHH HEOOXOAMMO MPOBOIUTH PETYJISIPHBIN
KOHTPOJIb (PEpMEHTOB CHIBOPOTKHU KPOBH.

[Ipu neyeHMM ™pPAKTUYECKH BCEMH AaHTUOAKTEPHATBHBIMU CpPEACTBAMH, B TOM YHCIE
KJIAPUTPOMULIMHOM, OITUCAHBI CIIy4aH ICEBIOMEMOPAHO3HOTO KOJIUTA, TAKECTh KOTOPOrO MOKET
BAPBUPOBATHCS OT JIETKOM [I0 yrposkKaromed >ku3Hdh. [Ipum JjedeHun npakTHYECKU BCEMH
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Clostridioides difficile-accounupoBaHHON AMapeH, TAKECTh KOTOPOH MOXKET BapbUPOBATHCA OT
JICTKOW JHaped 0 YIPOXKAIOUIETO >XM3HHM KOJHMTA. AHTHOAKTepHaJIbHBIC IMpenapaTbl MOTYT
U3MEHUTh HOPMAJIbHYI0O MUKpO(IOpY KHIIEYHHKa, YTO MOXeT mpuBecTH K pocty C. difficile.
[IceBnomemOpano3Hblii KOMUT, BeI3BaHHbI Clostridioides difficile, HeoOX0auMO TOI03peBaTh
y BCEX NAlUCHTOB, Y KOTOPBIX IOCIE IPHUMEHEHHsS aHTHOAKTEPUAJIbHBIX CPEICTB Pa3BUIIACH
nuapesi. [locie mpoBemeHuss Kypca aHTHOMOTHKOTEpAMM HEOOXOIMMO  TIIATEIBHOE
MEIMIUHCKOEe  HaOirogeHue  3a  manueHToM.  ONUCHIBAJIMCH — CIIy4yal  pPa3BHTHS
TIICEBIOMEMOPAHO3HOTO KOJIMTA CITYCTs 2 Mecsila ociie MpueMa aHTHOUOTHKOB.

[Ipu nedeHun MakpoiuaMy, BKIIOYash KIAPUTPOMULIMH, HAOIIONANOCH Y/UIMHEHHE CEplIeUHOM
penonspuszanuu 1 uaTepBana QT, BeI3bIBast pUCK PA3BUTHS CEPJICUHON apUTMUU U KEITyJOUYKOBON
TaxMKapJIuu TUMNa «Iupyd>T» (cM. pasaen 4.8.). Tak kak cienyronme CuTyalud MOTyT PUBOANUTD
K YBEJIMYEHUIO pPHUCKA PA3BUTHUS KEIyJOUYKOBBIX apUTMHUII (B TOM 4YHCIE >KEITyI04YKOBOMH
TaXUKapJIUU TUIA ITUPYIT»), TO

— KJIAQpPUTPOMULMH HE JOJDKEH IMPUMEHATHCA Y CIEAYIOIUX KaTerOpui MalueHTOB:
e Yy MMAIIMEHTOB C TUTIOKamuemMuen (cm. pazaen 4.3.);
e Yy MMAIIMEHTOB C TUTTOMarHueMuen (cm. pasaen 4.3.);

® OJHOBPEMCHHOC HA3HAYCHHE KIAPUTPOMHIIMHA C AaCTEMH30JIOM, IH3AIPHUIOM,
MAMO3HJIOM U TeppEeHATMHOM MPOTUBOIOKAa3aHo (cM. pazzaen 4.3.);

e y TMAalWEHTOB C BPOXICHHBIM WWJIH NPUOOPETEHHBIM 3apEeTrHCTPHUPOBAHHBIM
yunHeHneM uHTepBaia QT uiy HanuyueM >KenyJI0YKOBOW apuTMHUM B aHAMHE3E
(cm. pasznmen 4.3.).

— KJIAQpPUTPOMULMUH [OJDKEH INPUMEHSATBCSA C OCTOPOXKHOCTBIO y CIEAYIOIIUX KaTeropuil
MALCHTOB:

e y TaNMEHTOB C wumeMmuueckoi Oomesnwio cepana (MBC), Tsokenoit cepaedHoi
HEIOCTaTOYHOCTHIO, HAPYIICHUSMH TPOBOAMMOCTH WM KIMHAYECKH 3HAYNMOU
OpanukapIuei;

® y NAaUMEHTOB, OAHOBPEMEHHO MPUHUMAIOIUX APYrUe JIEKapCTBEHHBIEC IIPEIaparhl,
cBs3aHHbIe ¢ yymmHeHueM uatepBana QT (cMm. pasnen 4.5.).

Hepez[ HAa3HA4YCHUCM KIIAPUTPOMUIIMHA BCCM MALUCHTAM, NPUHUMAIOIIUM THAPOKCUXIIOPOXHUH
WM XJIOPOXHUH, THIATCIBHO B3BCCHTC COOTHOIICHHUC IIOJIB3bI WM PUCKA HU3-3a MOTCHIUAIIBHO
MIOBBIIIIEHHOTO PUCKa CEPACYHO-COCYIUCTHIX COOBITHI U CEPACYHO-COCYAUCTON CMEPTHOCTH (CM.
pazmen 4.5.).

B xoje 31uaeMruonorn4eckux UCCiIeJOBaHUH 10 U3yUEHHIO PUCKA HEOIAaronpHUaATHBIX CepAeYHO-
COCYIUCTBIX HCXOJOB TpU NPUMEHEHHU MAaKpOJIUIOB OBUIM MOJYYEHBl HEOJHO3HAYHBIC
pe3ynpTathl. B HEKOTOphIX  HAOMIONATENBHBIX  HCCIEAOBAHUSAX  ObUI  yCTAHOBJICH
KPaTKOBPEMEHHBIN PHUCK pPa3BUTHS apUTMHUU, WH(APKTa MUOKapAa U CMEPTH OT CEpACYHO-
COCYAMCTHIX 3a00JIeBaHU, CBA3aHHBIN C IPUMEHEHHUEM MaKpOJHUIOB, BKIIIOUask KIAPUTPOMHUIIMH.
[Tpu Ha3HAYEHUU KJIAPUTPOMUIIMHA CIEIYET COOTHOCUTH IMpPENIoyiaraeMylo MoJb3y OT IpuemMa
npernapara ¢ JaHHBIMU PUCKaMH.
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aHTHOHOTHKAM TpyHaIibl MAKpOJIUAO0B, a4 TAKIKC JIMHKOMULIMHY U KIIMHAAMUIIUHY.

VYuutbiBas pacTyllyl0 PE3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIUAaM, Ba)KHO
POBOANTH TECTUPOBAHHUE YYBCTBUTEIBLHOCTU NMPU HA3HAYCHHUH KIAPUTPOMUIIMHA MAIlMEHTaM C
BHEOOIbHUYHONW THEBMOHHMEH. [lpr rocnuTanpbHOW MTHEBMOHUHM KJIAPUTPOMHUIIUH CIIEAYET
MPUMEHSTh B KOMOMHAIIMH C COOTBETCTBYIOIIMMH aHTUOMOTHUKAMHU.

Nudexknum KoXM M MSITKUX TKaHEW JIETKOM W CpeJHEed TSHKECTH Yalle BCErO BBI3BAHBI
Staphylococcus aureus wn Streptococcus pyogenes. Ilpu 3ToM 00a BO30yauTENsT MOTYT OBITH
YCTOWYMBBI K MakpoauaaM. [lo3ToMy BakHO MPOBOJUTH TECT HA YyYBCTBUTEIBHOCTh. MaKpOJIH/IbI
MO>KHO MPUMEHSATH NpU UH(EKIUAX, BbI3BaHHBIX Corynebacterium minutissimum, 3a00J1€BaHUSX
YTPH ByJbrapHbIE U POXKa, a TAKXKE B TEX CUTYyAIUsIX, KOT/Ia HEeJIb3sl IPUMEHSATh MeHUIIWIIIMH.

B ciydae nosiBieHust OCTPBIX PeakIMi THIEPYYBCTBUTEIBHOCTH, TAKMX KaK aHauIaKTHYecKas
peakuus, TsoKeIble KOXKHBIE JICKQpCTBEHHBIE PEeakiuu (HampuMep, OCTPBI T'€Hepan30BaHHBII
9K3aHTEMAaTO3HBIA MycTyle3), cuHaApoM CtuBeHca-/[P>KOHCOHA, TOKCHYECKHUM HSIHAepMaIbHbII
HEKpOJIN3, JIEKApCTBEHHAs ChINb C d03MHOMMIMeld M cuctemHond cumnromatukor (DRESS-
CHUHApPOM), HEOOXOAMMO cpa3dy e TMpeKpaTUTb MpHEeM KIApUTPOMUILIMHA M  HAdaTh
COOTBETCTBYIOIIYIO TEPAIHIO.

B ciydae coBMecTHOro mpHUMEHEHHMS C BappapuHOM WM  JIPYTUMH  HENPSIMbBIMH
AHTHUKOAryJIsHTaMH HGO6XO,Z[I/IMO KOHTPOJIMPOBATH MCKIAYHAPOAHOC HOPMAaJIM30BaHHOC
otHomenue (MHO) u mporpomOuHOBOE Bpems (cM. pazzaen 4.5.).

Crnenyer coOnroaTh OCTOPOXKHOCTh MPU OJHOBPEMEHHOM INPUMEHEHUH KIAPUTPOMUIIMHA C
NepOpAIbHBIMUA aHTUKOATyJITHTAMU IPSIMOTO JIEHCTBUS, TAKUMH KaK JaburaTpaH, puBapokcadaH,
anukca0aH 1 3/10KkcabaH, 0COOCHHO Y MAIMEHTOB C BBICOKMM PUCKOM Pa3BUTHs KPOBOTEUECHHUS (CM.
IYyHKT «C OCTOpPOKHOCTBIO» U 4.5.).

BcnoMorarebHEIC BEIISCTBA

[Ipenapar Knanun conepxut caxaposy. [lanrienTam ¢ peko BCTpedaronieiics HaciaeACTBEHHOM
HENEPEHOCHUMOCTBI0  (PPYKTO3bI, TIIFOKO30-TAIAKTO3HON MabaOcopOIued win JIePUuIuToM
caxapas3bl-M30MaJIbTA3bl HE CIEAYET IPUHUMATH 3TOT Mperapar.

[Ipu Ha3HaueHMM mpemnapara MauueHTaM C CaxapHbIM IUAa0EeTOM HEOOXOIMMO YYUTHIBATH, YTO
npenapar Knarua®, 125 Mr/5 M, rpaHyIsl JUis IPUTOTOBIEHHS CyCIIEH3UH IS IPHEMa BHYTpb,
conepkut caxaposy (B 1 mi cycnensuu conepxkutcs 0,055 XE umm 0,55 r caxapo3ssi).

[Ipenapar Kimanug coaepKUT KacTOPOBOE Macio, KOTOPOE MOKET BbI3bIBaTh PACCTPOUCTBO
JKeMyJIKa v 1uapero (ITOHOC).

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI

B3aNMOIeHCTBUA

IIpuMeHeHNe CIEeAVIONINX MOpenapaToB COBMECTHO C KIAPUTPOMHMIMHOM IIPOTHMBOIOKA3aHO B

CBSI3H C BO3MOKHOCTBIO Pa3BUTHS CEPhE3HBIX HEXKEIATSABHBIX PDEAKITHM:
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Luzanpuo, numosuo, mepghenaour u acmemuso;

[Ipu coBMecTHOM mpueMe KIapUTPOMULIMHA C IM3ANPUAOM, TUMO3ZUIOM, TePPEHATUHOM HIIH
ACTEMHU30JIOM COOOMIATIOCh O MOBBIIICHUU KOHIICHTPAILIMH MOCIISTHUX B TUTa3Me KPOBH, UTO MOXKET
NpUBeCTH K ymauuHeHHnto wuHTepBada QT © TOSBICHHIO CEpACYHBIX ApPUTMHM, BKIIOYAs
KEIyTOYKOBYIO TaXUKAPIUI0, (GUOPHILISIMIO )KETYJOUYKOB U KEIyTOYKOBYIO TaXUKapIUIO THUTIA
«mupys™ (cM. pasaen 4.3.).

Ankanoudwsi cnopviHvu

[TocTperucTpalliOHHBIE HWCCIIEAOBAaHUS TIOKA3bIBAIOT, YTO MPH COBMECTHOM MPHMCHEHHH
KJIAPUTPOMHIIMHA C SPTOTAMHUHOM WA JTUTHAPOIPTOTAMUHOM BO3MOXKHBI ClieAytonue ) eKThl,
CBA3aHHBIC C OCTPBIM OTPABJICHHUEM IIperapaTaMy I'PYIIIBI YPrOTAMUHOB: COCYIUCTBIN CIa3M,
WIIEMHSI KOHEYHOCTEM W JPYrUX TKaHEW, BKIIOYAas LEHTPAJIbHYID HEPBHYK) CHCTEMY.
OnHOBpEeMEHHOE IPUMEHEHHE KIAPUTPOMUILIMHA U AIKAJIOU0B CIIOPBIHBY ITPOTUBOIIOKA3aHO (CM.
paznen 4.3.).

Muoasonam 013 nepopanbHo20 NPUMeHeHUs

[Ipu coBMecTHOM NMPUMEHEHUH MHa30jlamMa U KiapuTpoMuiHa B popme Tabnerox (500 mr asa
paza B JIeHb) OTMEUAIOCh YBEJIMUYEHHE IUIOMAnM TMOoJa (PapMaKOKMHETHYECKOW KpUBOM
«koHneHTparuss — Bpemsi» (AUC) mmpmazomama B 7 pa3 mociie MEepOpaTbHOTO TMpHUEMA.
OpnHoBpeMEHHBIH TpHUEM KIApUTPOMHULIMHA C MHUJA30JIaMOM [UIsl MEPOPAIbHOTO MpPUMEHEHUs
MPOTHUBOIIOKa3aH (cM. pazaen 4.3.).

Uneuoumopwvr I' MI-KoA-pedykma3swi (cmamunul)

OpHOBpeMEHHBIH  MpUEM  KIAPUTPOMHUIIMHA C  JIOBACTaTUHOM WJIM  CHUMBAacCTaTHHOM
IIPOTUBONOKAa3aH (CM. pazzien 4.3.) B CBA3M € TEM, UYTO JaHHBIE CTATUHBI B 3HAUUTEIHHON CTETIEHU
MeTtabon3upyroTcs nzopepmentom CYP3A4, u coBMecTHOE TPUMEHEHNE ¢ KIAPUTPOMUIIMHOM
MOBBIIIACT UX CBHIBOPOTOYHBIC KOHICHTPALUH, YTO MPHUBOJAUT K IMOBBIIICHHIO PUCKA PA3BHUTHUA
MUOIMATHH, BKIIOYas padmomuonu3. CooOmiamoch 0 cioydasx pabIoOMHONIN3a y MAlMEHTOB,
NPUHUMABIIUX KJIAPUTPOMHUIIMH COBMECTHO C JaHHBIMU MpenapaTtaMu. B ciydae HeoOxoauMocTu
MMPUMCHCHUSA KIIAPUTPOMUIIMHA CICAYCT NPCKPATUTL MMPUCM JIOBACTATUHA UJIM CUMBACTATHHA HaA
BpeMsl Tepanuu.

KnaputpoMunuH cienyer NMpUMEHATh C OCTOPOXKHOCTBHIO MPH KOMOMHHPOBAHHOM Tepamuu C
JIpYyTUMH CTaTUHaMH. B cioydae HEOOXOAMMOCTH COBMECTHOTO TIpHEMa pPEKOMEHIYeTCs
NPUHUMATh HAUMEHBIIYIO 103y CTaTHHA. PekoMeHayeTcs NpUMEHSITh CTaTUHBI, HE 3aBUCSIIUE OT
merabonu3ma uzopepmenta CYP3A (manpumep, ¢uryBacratus). Ciexyer KOHTPOJIHPOBATH
pa3BUTHE MIPU3HAKOB U CUMIITOMOB MUOTIATHH.

Jlomumanuo

OnHOBpeMEHHBIN NpPUEM KIAPUTPOMUIIMHA C JIOMUTANUAOM IPOTHBOIIOKA3aH M3-3a pHUCKa
CYILIECTBEHHOTO MOBBIILIEHUSI aKTUBHOCTH TPaHCAMUHA3 B IJIa3Me KPoBH (cM. paznen 4.3.).

[IpoTrBOMOKa3aHO TPUMEHEHHE KIAPUTPOMHUIIMHA BMECT€ C THUKArpeJopoM, WBaOpaguHOM H
paHoJIa3uHOM, KOTOpbIe MeTabonu3upytoTces npeumyniectBeHHo CYP3A4 (cm. paznen 4.3)

BimsgHaue apyrux IeKapcTBEHHBIX MPEeNapaToB Ha KJIAPUTPOMUITUH
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¢denuronH, kapbamasenuH, heHodapOuTai, 38epoOOil MPOABIPSIBICHHBII), MOTYT HHAYIIMPOBAThH
METa00IM3M KIApUTPOMULIMHA. DTO MOXKET NMPHUBECTH K CyOTEparneBTUYECKON KOHLEHTpAIHH
KJIApUTPOMHULIMHA, YTO NMPHUBOJUT K CHIDKEHHIO ero 3 dexTuBHOCTH. Kpome Toro, Heo6xoaumo
HaOIr0aTh 3a KOHIEHTpauueil muaykropa uzodepmenta CYP3A B muasme KpoBH, KOTOpas
MOXXET TOBBICUThCS H3-3a WHrHOMpoBaHus u3opepmenta CYP3A xmaputrpomurimnom. Ilpu
COBMECTHOM NpUMEHEHMH puUpadyTuHa M KIAPUTPOMHUIMHA HAOIIOAAJIOCh IIOBBIIICHHE
IUIA3MEHHOW KOHIIEHTpauuu pupabyTHHa U CHMXKEHHE ChIBOPOTOYHOM KOHLIEHTpALUH
KJIAPUTPOMMILIMHA C TIOBBIIIEHHBIM PUCKOM PAa3BUTHS YBEUTA.

Crnenyromue mpenaparbl O0MaNalOT JOKa3aHHBIM WU TPEANOoJaraéMbIM BIIMSIHHEM Ha
KOHIEHTPALMIO KJIApUTPOMHUIIMHA B IJIa3ME€ KPOBH; B CIydyae MX COBMECTHOTO MpPUMEHEHUs
C KJIApUTPOMHUIIMHOM MOKET MOTPeOOBAThCA KOPPEKLHUsS /103 WU MEepPexo] Ha albTepHAaTHUBHOE
JIe4eHue.

Dasupens, negupanun, pugamnuyun, pugadymur u puganeHmuH

Cwibnable mHAYKTOpHI cuctemMbl CYP, Takume kak 3¢aBupeH3, HEBUpaNuH, pUGaAMITUIINH,
pudabytun u pudaneHTHH MOTYT YCKOPATh METabOIM3M KIAPUTPOMUIIMHA U TAaKHUM 00pa3om
MOHMKaTh KOHIIGHTPAIMIO KJIAPUTPOMUIIMHA B IUIa3ME€ KPOBM M BMECTE€ C TEM IOBBIIIATH
KOHIIeHTpauuio 14-ruapokcuknapurpomununa (14-OH-knapuTpoMuie) — MeTaboauTa, Takxke
SIBIISIFOLIETOCS MUKPOOUOJIOTHYECKH aKTUBHBIM. [IOCKOJIBKY MUKPOOHMONIOTHYECKas aKTHBHOCTD
knaputpomuinia U 14-OH-knapuTpoMuIHAa OTIMYAETCS B OTHOLICHUH PA3TUYHBIX OaKTepHid,
TepaneBTHYecKuid YPPEKT MOKET CHMKATHCS MPU COBMECTHOM MPUMEHEHHH KJIAPUTPOMHUIIIHA
1 UHIYKTOPOB (DEpMEHTOB.

IOmpasupun

KonunenTpanus kK1apuTpOMULIMHA CHUKAETCS MPU UCTIOIB30BAHUM STPABUPHUHA, HO MTOBBIIIAECTCS
KOHIIGHTpalus akTuBHOTO Metabonmuta 14-OH-kmaputpomununaa. Ilockonmeky — 14-OH-
KJIAPUTPOMHUIIMH 00JIaJaeT HU3KOW aKTUBHOCTBHIO MO OTHOIIEHHUIO K HHPeKuusaM Mycobacterium
avium complex (MAC), MOXET MEHATHCS 00I1asi aKTUBHOCTh B OTHOIIIEHWHU 3TUX BO30YIUTENCH,
nostomy aiist Jieuenust MAC cienyeT paccMaTpuBaTh ajJbTE€PHATUBHOE JICYEHHUE.

DnyKkonaszon

CoBmecTHBINH nipueM GaykoHa3ona B o3¢ 200 Mr exxeJHEBHO U KIapuUTpoMHITMHA B 03¢ S00 Mr
7iBa pa3a B JeHb y 21 370poBOro n00poBOJIbLIA MPHUBEN K YBEIMUYEHHIO CPEAHEr0 3HAuCHMs
MHUHHMAaJIbHOH PaBHOBECHOH KOHIEHTparuu KiapuTpoMuumHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpPHUEM 3HAUUTENBHO HE BIUSAI Ha CPEIHIOIO
PaBHOBECHYIO KOHLIEHTpAIMIO akTUBHOro Merabomuta 14-OH-xmapurpomuiuna. Koppekius
JI03bI KIIAPUTPOMUIIMHA B CITydae COMYTCTBYIOLIETO pueMa (irykoHazoua He TpeOyeTcs.

Pumonasup

®apMaKOKMHETUYECKOE UCCIIEOBAHNUE MOKA3aJI0, YTO COBMECTHBIN NPUEM PUTOHABHpA B J103€
200 Mr kaxjple BOCEMb 4acOB U KjapuTpoMuuuHa B go3e 500 mr xaxzable 12 yacoB mpusen
K 3aMETHOMY TOJIaBlieHUI0 MeTabonu3ma kiapuTpomuimHa. [lpu coBmecTHOM mpueme
puToHaBHpa MakcuMaibHas KOHIEHTpaus (Cmax) KnapuTpomunmia ysenuuuiaack Ha 31 %, Cin
yBenuuwiack Ha 182 % u AUC yBennuunace Ha 77 %. bplio 0TMEYEHO MPAKTUYECKH MOJHOE
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JMana3oHy KJIApUTPOMMIIMHA YMEHBIIEHHE €ro 103bl y MAallMEHTOB C HOPMAJIbHOW IOYEYHOU
¢yHkuueit He TpeOyercsa. Y NalMEHTOB C IOYEYHOH HEZOCTaTOYHOCTBHIO Iiesiecoo0pa3sHo
paccMOTpeTh cheayromue BapuaHThl Koppekiuu fo3bl: npu KK 30-60 mu/mun  nmo3a
KJIapUTPOMHULIMHA JOJDKHA ObITh yMmeHblieHa Ha 50 %; mpu KK wmenee 30 mi/mun mo3a
KJIApUTPOMHUIIMHA JTOJDKHA OBITH YyMeHbleHa Ha 75 %. B mo3ax Gosee 1 r/cyT KIapuTpOMULIMH HE
CclielyeT IPIMEHSATh B COYETAHUH C PUTOHABHUPOM.

CxoaHble KOPPEKLUMHU 103 JIOJKHBI pacCMaTpUBATHCS Y MALIMEHTOB CO CHIKEHHOH (PyHKIMeH
MOYCK, €CIH PHUTOHABHD UCIOJNB3YETCS KaK (apMaKOKMHETUYCCKHH «YCHIIUTENb) IPH
MPUMEHEHUU JIPYTUX HWHTHOUTOPOB TpOTea3bl BHpyca uUMMyHoaeduiura denoBeka (BUY),
BKJTIOYAst aTa3aHABUP U CAKBUHABUD (CM. yHKT «/IByHaNpaBICHHOE B3aMMOCHCTBUE JIEKAPCTBY).

JIeicTBHE KIIApUTPOMUIIMHA HA APYTHE JIEKAPCTBSHHBIC MpeNapaThl

Aumuapummuuecxkue npenapamol (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HMKHOBEHHME JKEIyJOYKOBOM TaxUKapAWU THUIIA «IUPYIT» IPU COBMECTHOM
IPUMEHEHNUU KJIapUTPOMUIIMHA U XUHUJMHA WIKM Au3onupamuaa. Ilpu oqHoBpeMeHHOM IpueMe
KJIApUTPOMMIIMHA C 3TUMH IpenapaTaMM CJIEAYyeT pETryJSIpHO IMPOBOIUTH KOHTPOJIb
NIEKTPOKapAMOTpaMMbl Ha npeaMeT yanuHeHuss uHTepBana QT, a Takke ciemyer
KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHIICHTPALIMHU 3TUX IIPENapaToB.

HpI/I MOCTPCTUCTPATUOHHOM INPUMCHCHHUN COOGH.I&JIOCB 0 CJIy4dasax pa3dBUTHUSA I'MIIOTTIMKCMUH IIPU
COBMCCTHOM MPHEMC KIApUTPOMUIIMHA HW JU3OINHUpaMHU/IA. HGOGXOI[I/IMO KOHTPOJIUPOBATH
KOHICHTPAUIO TJIFOKO3bI B KPOBU MTpPH OJHOBPCMCHHOM MNPHUMCHCHUU KIIAPUTPOMUIIMHA U
AU30IupamMuia.

Ilepopanvhvie eunoenukemuyeckue cpeocmsea/uncyiun

[Ipu coBMECTHOM NMPUMEHEHUH KIAPUTPOMHUILIMHA M TIEPOPATBHBIX THITOTIIMKEMUYECKHX CPECTB
(HampuMep, TPOM3BOIHBIX CYTb(OHUIMOYEBHUHBI) H/HIM HMHCYJIMHA MOXET HaOII0aThes
BBIpOKECHHAs] TUNOTINKeMusi. OJJHOBPEMEHHOE NMPUMEHEHHE KIApPUTPOMHUIIMHA C HEKOTOPBIMHU
THITOTJINKEMUYECKUMH TIpernapataMy (HamnpuMep, HATETJIMHH[, MHOTJINTAa30H, PEHarivHuI MU
POCHUTIINTAa30H) MOXKET MPUBECTU K MHrHOupoBaHuio nzopepmenta CYP3A knapuTpOMUIIIHOM,
B pe3yJIbTaTe YETO MOXET PA3BHUTHCS TUIOTIMKEeMHs. PekoMeHmyeTcsl THIaTeNbHBI KOHTPOJIb
KOHIICHTPALIUH TIIIOKO3BI.

Bzaumoodeticmsus, obycnosnennvie uzogpepmenmom CYP3A

CoBMecCTHBI TpHEM KIAPUTPOMUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTUOUpPYET H30(EpPMEHT
CYP3A, u mpenaparoB, nepBuyHO MeTtabonusupyroumxcs uzopepmentom CYP3A, moxer
ACCOLIMUPOBATHCA C B3aMMHBIM MOBBIIICHUEM WX KOHIICHTPAIUH, YTO MOXKET YCWIHTh WU
MPOJUIUTh KaK TepamneBTHUecKkne d((EKThl, TaK M HEXelaTelbHble peaknuu. KiapurpoMunux
CJIEZIyeT C OCTOPOKHOCTHIO MPHUMEHATh MALMEHTaM, MOJYYalOUIUM Ipernaparsl, SBISIOLIHECS
cyocrpatamu  m3odepmernta CYP3A, ocoOeHHO ecnu O3TH Tpenaparbl HUMEIOT  Y3KUU
TepaneBTUYECKHI Trara3oH (HampuMmep, kapoama3enuH ), U/Wii HHTEHCUBHO METa0O0IU3UPYIOTCS
3TUM pepMeHTOM. B ciyuae HEOOXOAMMOCTH J10JKHA POBOAUTHCSA KOPPEKLIUS TO3bI IIpernapara,
MPUHUMAEMOT0 BMECTE C KJIIAPUTPOMHUIIMHOM. Takke, M0 BO3MOKHOCTH, JOJKEH MPOBOJUTHCS
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uzodpepmerntom CYP3A.

Kopmuxocmepouout

Crnenyer coOmogaTe OCTOPOKHOCTh TPH OJHOBPEMEHHOM TNPHMEHEHHH KIAPUTPOMUIMHA C
CHCTEMHBIMH W HHTALINHOHHBIMH  KOPTHKOCTEPOHMJAMH, KOTOPbIE IPEHMYIIECTBEHHO
MeTtabonuzupyroTcs uzopepmentom CYP3A, u3-3a BO3MOXHOCTH YBEIWYEHHUS CHCTEMHOU
OKCMO3ULUU KOPTUKOCTpepoua0B. [Ipy OJHOBpEeMEHHOM TNPUMEHEHUH CIEAYEeT TIIATEIbHO
HaOro#aTh 3a MAIMEHTAaMH Ha [peIMEeT CHCTEMHBIX  HEeXeJaTelIbHBIX  APQPEeKTOB
KOPTHUKOCTEPOH/IOB.

MeTabo13M CIeayomuX MpenapaToB/KiIaccoB OCyIIeCTBIsSIETCs TeM ke n3opepmenTom CYP3A,
YTO U MeTa0oJIM3M KJIapUTPOMHUIIMHA, HApuMep, ajmpas3ojiaMm, KapOamaszenuH, LHUI0CTa3odl,
LUKJIOCTIOPUH, JAM30MUPaMHJ, METHINPEIHU30JI0H, MHJIa30j1aM, OMEINpa3oJ, MepopabHbIe
AHTUKOATyJISIHTHl  (Hampumep,  BapdapuH, puBapokcabaH, amukcabaH), aTUIMHUYHBIC
AHTUTICUXOTHYECKUE CpeIcTBa (HampuMep, KBETHANMWH), XWHUIWH, pudadyTuH, cuiaeHadui,
TaKpOJIMMYC, TpHUazonaM M BHHOMAacTHH. Taxxke k aronuctam uszodpepmenta CYP3A orHocsTCS
CJIEYIOLIHE npernaparsl, MIPOTHBOIOKAa3aHHbIE K COBMECTHOMY PUMEHEHHUIO
C KJIApUTPOMUIIMHOM: aCTeMMU30J, [IU3ANpHI, TUMO3H], Tep(heHa nH, JOBACTaTUH, CUMBACTATHH
U aJIKaJoubl CHOpbIHBH (cM. pa3zaen 4.3.). K mpenapatam, B3auMOIEHCTBYIOUIMM IOJAOOHBIM
obpasom uepes apyrue uzodepMeHTs B pamkax cucrembl CYP, oTHOCSATCS heHUTOMH, TeOHUIUTUH
U BaJIbIIPOEBasi KUCIIOTA.

Hel’lpﬂMble aHmMuKoazcyJislHnbl

[Ipu coBmecTHOM mnpueme BaphapuHa U KIAPUTPOMHUIIMHA BO3MOXHO KpPOBOTEUYECHHE,
BeIpakeHHOe yBenmueHne MHO wu mporpomOMHOBOro BpeMeHH. B ciydae COBMECTHOTO
OpUMEHEHHUS ¢ BaphapMHOM WM JAPYTUMH HENPSAMBIMH aHTHKOAryJIssHTaMU HE0O0XO0JUMO
koHTposmpoBaTh MHO u mpoTpoMOMHOBOE BpeMs.

IlepopanvHvle anmukoazynAHmMoul NPAMO20 0eUCMBUs.

[lepopanbHble aHTHUKOATyJSHTBHI TNPSAMOrO JEHCTBUS JMaburarpaH W 3J0KcabaH SBISIOTCA
cybcrparom st addiarokcHoro Oenka-nepenocunka P-rimkonporenna (P-gp). PuBapokcaban u
anukcaban Metabommsupyiorcss ¢ ydactuem wuszopepmenta CYP3A4 wu Takke SBISIOTCA
cyoctparamu s P-gp. Crenyet coOmroaaTh OCTOPOKHOCTh MPU OJHOBPEMEHHOM MPUMEHEHUHU
KJIAPUTPOMHUIIMHA C JAHHBIMUA TIperaparaM, OCOOCHHO y TMAalUEHTOB C BBICOKUM PHUCKOM
KpoBOTeueHUs (cM. pasnen 4.4.).

Owmenpas3zon

Knaputpomunma  (mo 500 mr  kakasle 8 4acoB) MCCIENOBAICA Yy 3J0POBBIX B3POCIHBIX
TOoOpOBONBIICB B KOMOMHammu ¢ omernpaszoioMm (mo 40 mr exeaneBHo). Ilpu coBMecTHOM
NPUMEHEHUN KJIapUTPOMUIIMHA W OMEMpa3ojia PaBHOBECHBIC IUIA3MEHHbIE KOHIEHTpPaLUU
omenpazona ObutM  yBeTUYCHBI (Cmax, TIWIOmMEAnbs 10a (GapMaKOKHHETHYECKON KpPHUBOU
«KOHIIEHTpalus — BpeMs» OT HadajdbHOro MoMeHTa BpeMeHu 10 24 4 [AUC«0-24)], 1 mepuop
nonyBeiBesieHus [ T1/2] yBemuunnuck Ha 30 %, 89 %, u 34 % coorBercTBeHHO). CpenHee 3HaUeHUE
pH xenyaka B TedeHue 24 4yacoB COCTaBWIIO 5,2 MpU MpUEME OMENPa3oja B OTAEIBHOCTH U 5,7
IIpU IPUEME OMENPA30J1a COBMECTHO € KJIAPUTPOMUIIMHOM.
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Cunoenaghun, maoanraghun u eapoenaghun

Kaxnapiii u3 3TX MHrHOMTOPOB Qochoaudcrepassl MeTabONMM3UpYyeTcs, MO KpailHel Mmepe,
gactuyHo ¢ ydactuem mzodepmenta CYP3A. B 1o xe Bpems m3odpepmeHT CYP3A Moxer
UHTHOMPOBATHCA B MPUCYTCTBUU KiIapuTpoMuliniHa. CoBMECTHOE IPUMEHEHUE KIAPUTPOMUIIMHA
¢ cuiaeHaduiaoMm, TamagadhuioM WIM BapacHAUIOM MOXET TMPUBECTH K YBEIUYCHHUIO
WHTHOMpYIOMmEero Bo3nencTBus Ha ¢ocdomudcrepasy. [Ipu mpuMeHEHHM STHUX TIpemnapaTroB
COBMECTHO C KJIApUTPOMHIMHOM CIIEAYET PACCMOTPETh BO3MOXHOCTH YMEHBIICHHUS J103bI
cungeHaduia, Taganagpuia u BapaeHapuia.

Teogunnun, kapoamazenun

[Ipu coBMeCTHOM NPUMEHEHUH KIApUTPOMHIIMHA U Teo(UUIMHA MK KapOaMasenuHa BO3MOXKHO
MOBBIIICHUE KOHIICHTPALMY JaHHBIX IIPENapaTOB B CUCTEMHOM KPOBOTOKE.

Tonmepooun

[lepBuunblit MeTaGonmu3M TosTepoanHa ocymiectBisercs yepe3 CYP2D6. Opnako B 4acTu
nomyJIsIuy, aumeHHoi uzopepmenta CYP2D6, mMetabonu3m mpoucXoauT depe3 M30PpepMEHT
CYP3A. B aroii rpyne Hacenenus nojaasienue udopepmenta CYP3A npuBoauT K 3HaYUTEIHEHO
0osiee BBICOKMM KOHLEHTpAIMSIM TOJNTEPOJIMHA B CHIBOPOTKE KPOBH. B momymsuuu ¢ HU3KHM
ypoBHeM MeTaboim3Ma udepe3 uzopepmeHT CYP2D6 moxker moTrpeOoBaThCsS CHMKEHHE JT03bI
TONTEPOANHA B IPUCYTCTBUH HHTHONTOPOB n3odepmenta CYP3A, Takux Kak KJIapUTPOMUIIHH.

benzoouazenunvi (nanpumep, annpazonam, Muoazonam, mpuasonam)

[Ipu coBMecTHOM NMPUMEHEHHH MUa301amMa U KiapuTpoMunrHa B popme tadbnetok (500 mr nBa
paza B jaeHb) oTMmedanoch yBenmueHne AUC mupazomnama B 2,7 pasza mociie BHYTPHUBEHHOTO
BBEJICHUS MH1a301aMa. Eciiu BMecTe ¢ KIapuTpOMULIMHOM MPUMEHsIETCS BHYTpUBEHHas (opMa
Myja3ojiama, CJeIyeT TIIATeIbHO KOHTPOJUPOBATH COCTOSHHUE MAllMEeHTa [JIs BO3MOXKHOM
KOppEeKIHU J103bl. BBeIeHNEe JTeKapCTBEHHOTO Mperapara uyepe3 CIM3UCTYI0 000J0YKY TOJIOCTH
pTa, KOTOpOE MJaeT BO3MOXKHOCTH OOOWTH TPECHUCTEMHYIO DIIMMHUHAILMIO JIEKAPCTBEHHOTO
npemnapara, CKOpee BCEro, HPHUBEAET K B3aUMOJCUCTBUIO aHAJIOTHYHOMY TOMY, KOTOpPOE
Ha6moz[aeTc;1 IMIpU BHYTPUBCHHOM BBCJICHUU MH/la30J1aMa, 4 HC IIPHU NCPOPAJILHOM IMPUCME.

Taxwue sxe Mepbl IPeAOCTOPOKHOCTH CIIeTyeT IPUMEHATh U K JPyTUM OeH301a3eNuHaM, KOTOpbIe
metabonu3upytorcst u3zodpepmentrom CYP3A, Brmouas Tpuazonam u - anmpaszonam. Jlis
OCH30/IMa3eTMHOB, BBIBEJICHUE KOTOPHIX HE 3aBUCUT OT u3zodepmenta CYP3A (remazenam,
HUTpa3enaMm, Jiopasernam), MaJOBEpPOSATHO  KIMHUYECKH  3HAaYMMOE  B3aWMOJICHCTBHE
C KJIApUTPOMUIITHOM.

[Ipy coBMECTHOM NPUMEHEHUHU KJIAPUTPOMHUIIMHA U TpHUa3ojamMa BO3MOXHO BO3JEICTBHE Ha
neHTpanbHyo HepBHyIO cuctemy (IJHC), mampumep, COHIMBOCTH M CIIYTAaHHOCTH CO3HAHUS.
B cBsi3u ¢ 3THM, B cilydae COBMECTHOTO IPUMEHEHUS, PEKOMEHAYETCS CIEIUTh 32 CUMITOMaMHU
Hapymenus [THC.

B3anMoaelicTBUS ¢ APYTUMH IIpenapaTaMu

Konxuyun
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Konxumun siBisieTcs cyocTpaToM Kak m30hepMeHTa Clel’éﬁ-; -Ui;d;{l :/lEﬁle-lJ_l%l;l lf['é'pEHch Kf!l:"-:lg'-gp.

W3BecTHO, 4TO KIAPUTPOMUIIMH U APYTHE MAKPOJIHUIBI SBISIOTCS MHTUOUTOpaMH H30(pepMeHTa
CYP3A u P-gp. [Ipu coBMecTHOM ITpreMe KIapUTPOMHULIMHA U KOJIXUIIMHA HHTHuOUpoBanue P-gp
w/mm  m3odpepmenta CYP3A MoxkeT mnpuBecTH K YCHUJIICHHIO JEWCTBUS KOJXMIIMHA.
3aperucTpupoBaHbl MOCTPETUCTPAIIMOHHBIE COOOIICHHS O CITy4asiX OTPABICHUS KOIXUIIUTHOM IIPH
€ro 0JIHOBPEMEHHOM INIPHEME C KJIAPUTPOMMIIMHOM, Yallle Yy HOXKHIIbIX MaueHToB. HekoTopsle n3
OINHCaHHBIX CIy4YaeB MPOUCXOMIIN C MAMEHTaMH, CTPAJAl0IIMMHU TOYE€YHON HETOCTATOYHOCTBIO.
Kak coobmianoch, HEKOTOpbIE ClIy4dal 3aKaHUYUMBAIUChH JIETAIBHBIM HUCX0A0M. OJHOBPEMEHHOE
IPUMEHEHHE KJIApUTPOMUIIMHA U KOJXHULMHA IPOTHUBOIIOKAa3aHo (cM. pasaen 4.3.).

Jueokcun

[Ipenmonaraercs, 4To TUTOKCUH sIBIsieTCs cyocTpaToM aist P-gp. M3BecTHO, YTO KIapUTPOMHULIUH
unruoupyer P-gp. [Ipu coBMecTHOM npueme KIapuTPOMUIIMHA M TUTOKCHHA MHTHOMpOBaHUE
P-gp  kiapuTpOMMIIMHOM  MOET HIpPHUBECTM K  YCHJIEHUIO  JEHCTBUS  JMIOKCHHA.
[locTperucTpalluOHHbIE HCCIENOBaHUS I10Ka3ajld, YTO COBMECTHBIM IIPUEM JUTOKCUHA H
KJIQPUTPOMULIMHA TAaKXE MOXKET IPUBECTH K IOBBIIIEHUIO CHIBOPOTOYHOW KOHLEHTpaLUU
JUTOKCHHA. Y HEKOTOPbIX IMAllUEHTOB OTMEUYAINCh KIMHUYECKHUE CHUMITOMBI OTpPaBIICHUS
JUTOKCUHOM, BKJIKOYas MNOTCHUHMAIBHO JIeTadbHble apuTMuu. llpum coBMecTHOM mnpueme
KJIApUTPOMHUIIMHA U JUTOKCUHA CJIETYET TIIATEIbHO KOHTPOIMPOBATh KOHIICHTPALIUIO JUTOKCHHA
B CBIBOPOTKE KPOBH.

3uoos8youn

OpnHOBpeMEHHBI MpUEM TaOJIETOK KIAPUTPOMUIIMHA U 3UAOBYAMHA MEPOPATBHO B3POCIBIMU
BUY-undunmpoBaHHBIMHA ~ MMAallMEHTAMH MOXXET TPHUBECTH K CHWKCHUIO PaBHOBECHOMU
KOHIIEHTpaluuu 3u0ByAnHA. [I0CKOIBKY KIApUTPOMULIMH BIUSET Ha BCAaChblBaHUE 3UJOBYIHMHA
OpU TEpOPATBHOM IpHEME, B3aUMOACUCTBUS MOXHO B 3HAUUTEIBHOW CTENEHU H30exkarb,
NpUHUMas KJIApUTPOMULIMH U 3UIOBYJUH C UHTEepBasioM B 4 yaca. [lonoOHOro B3aumoaeicTus
He HaOmoganu y BUY-unpuuupoBaHHBIX [eTei, NPUHUMABIINX JETCKYIO CYCIIEH3HIO
KJIAPUTPOMMUILIMHA C 3UJOBYAMHOM WJIU TUAE30KCUMHO3UMHOM. [10CKOIBKY KIIapUTPOMUIIMH MOKET
MPENSATCTBOBATH BCACBIBAHUIO 3UJOBY/IMHA IPU UX OJHOBPEMEHHOM IPHUEME BHYTPb Y B3POCIBIX
NAlMEHTOB, IMOAOOHOE B3aUMOJICHCTBUE BpsA JIM BO3MOXHO TPU  HCIOJB30BaHUU
KJIApUTPOMHUIIMHA BHYTPUBEHHO.

Denumoun u eajlbnpoesas Kucioma

NmeroTcst maHHBIE O B3aUMOJEHCTBHsIX HWHruoOuTOopoB wu3zopepmenta CYP3A (Bkimrouas
KJIAPUTPOMHUIIMH) C TMperapaTaMu, KOTOpPbIe HE METAaO0OIU3HPYIOTCS ¢ TIOMOIIBI0 M30(epMeHTa
CYP3A (dbeHuTonHOM U BaJbIIPOCBOW KUCIOTOM). JIJIs MTaHHBIX MpenapaTroB, MPU COBMECTHOM
NPUMEHEHUH C KIAPUTPOMHIIMHOM, PEKOMEHIYETCS ONpEeIelieHHe WX CBhIBOPOTOYHBIX
KOHI[EHTPAIH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBIIICHHUH.

JIByHaIIpaBJICHHOE B3aMMOJACHCTBHIE JIEKAPCTBCHHBIX IIPEIapaToB

T'uopoxcuxnopoxun u X10pOXuH

Jlannbie  HAOMIOMEHWM  TIOKa3aJid, YTO COBMECTHOE NPUMEHEHHWE a3WTPOMHIIMHA C
TUAPOKCUXJIOPOXHMHOM Y TAIlUEHTOB C PEBMATOMIHBIM apTPUTOM CBSI3aHO C ITOBBIIIICHHBIM
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PHUCKOM CEpACYHO-COCYTUCTBIX COOBITUH U cep equ-coc'::Uﬁ_II/I:CT-l)%% E‘DTL%%HﬁJI-aEHmONH/IHHH

CJIelyeT UCIOJIb30BaTh C OCTOPOKHOCTBIO Y NALMEHTOB, IOJIyYarOLIUX 3TU IIPEnaparTsl, KOTOPHIE,
KaK M3BECTHO, YUIMHSIOT uHTepBan QT, u3-3a BO3MOXHOCTU pa3BUTHS CEPACUHON apUTMHUU U
CEPBE3HBIX HEXKEIIATEIbHBIX CEPACUHO-COCYAUCTBIX SBJICHUMN.

Amaszanasup

KnaputpomunyH u ata3aHaBup sBISIOTCS Kak cyOCTpaTamMu, TaKk ¥ HHTHOUTOpamMu n3ohepMeHTa
CYP3A. CymecTtByeT CBUAETENBCTBO JABYHAIIPABIEHHOIO B3aMMOJECHCTBUS 3THUX IIPENapaToB.
CoBmecTHOE mpuMeHeHHue kiaputpomunuHa (500 mr nBa pas3a B JeHb) U aTazaHaBupa (400 mr
OJIMH pa3 B JIeHb) MOXKET NMPUBECTH K JIBYKPATHOMY YBEIMUEHUIO BO3/ICHCTBUS KIAPUTPOMUIIMHA
u yMmeHblleHHo BozaeicTBus 14-OH-kmaputpomunmaa Ha 70 %, c yBenmuenuem AUC
aTaza”aBupa Ha 28 %. bnarogaps mMpokoMy TepaneBTUYECKOMY AMANa30Hy KJIAPUTPOMHUIIMHA
YMEHBILIEHHE €T0 J103bl y TAIUEHTOB C HOpMaJIbHOH (pyHKIIMEN moYek He TpeOyeTcs. Y nalieHToB
¢ yMepeHHo# nmo4yeuHoit HegocraTouHocThIO (KK 30-60 Mi1/MUH) 1032 KIApUTPOMHIIMHA JOKHA
ObITh yMeHbIleHa Ha 50 %. Y nanuentoB ¢ KK menee 30 Mi/MuH 103y KIApUTPOMHUIIMHA CIIEAYET
CHM3UTh Ha 75 %, WHCHOONB3ys M OSTOTO0 COOTBETCTBYIOLIYIO JICKAPCTBEHHYIO (opMy
kjnaputpomunivHa. Kiaputpomunua B go3ax, npesbimaromux 1000 Mr B CyTKHM, HeENb3s
MPUMEHSITh COBMECTHO C HHTUOUTOpaMH MpoTeas.

E]ZOKGmOpbl «MeONeHHbIXY KaJIbYUeBeblX KAHAN06

[Ipu ogHOBpEeMEHHOM NPUMEHEHHUHU KIAPUTPOMHIIMHA U OJIOKATOPOB «MEIJICHHBIX)» KaJIbIIUEBBIX
KaHAJIOB, KOTOphle MeTabomu3upyroTcs wuzopepmentom CYP3A4 (manpumep, Bepamamun,
aMIIOJTUTINH, IHITHA3eM), CIEIyeT COONI0aTh OCTOPOKHOCTh, MOCKOJBKY CYIIECTBYET PHCK
BO3HUKHOBEHUS apTePUAIbHON TMIIOTeH3UH. [11a3MeHHbIe KOHIIEHTPAIIMH KIIAPUTPOMHIIMHA, TaK
’Ke Kak M OJOKAaTOpOB «MEIJICHHBIX» KAalbIIMEBBIX KaHAJIOB, MOTYT TIOBBIMIATHCS IPH
OJTHOBPEMEHHOM TPUMEHEHUH. ApTepualibHas TUIOTEH3Us, OpajuapUTMHUs M JIAKTOALUI03
BO3MOXKHBI IIPY OJTHOBPEMEHHOM IIpUEME KIIAPUTPOMULIMHA U Beparamuia.

HUmparonaszon

KnapuTpoMHIIMH M WTPaKOHA30J1 SBISIOTCS CyOCTpaTaMu M WHTHOMTOpaMH H30(pepMeHTa
CYP3A, 4uro ompezaenser ABYHANpaBICHHOE B3aMMOJEICTBHE mpenaparoB. Knapurpomuuux
MOYET TMOBBICUTh KOHIICHTPALIMIO UTPAKOHA30JI1a B IJIa3Me, B TO BPEMs KaK UTPAKOHA30J] MOXKET
NOBBICUTh IUJIa3MEHHYIO KOHILIEHTPAIMIO KJIapUTpOMULMHA. [lallueHTOB, OJHOBPEMEHHO
IPUHUMAIOIIUX UTPAKOHA30JI M KJIAPUTPOMULIMH, CIIEAYeT TIIATEIbHO 00CIe10BaTh Ha HAINYME
CHUMIITOMOB YCWJIEHUSI WM YBEIUYEHUS [UIMTEIBHOCTU (PApMaKOJOTHMUECKUX IPPEKTOB 3TUX
IpEenaparos.

Caxkeunasup

KnaputpoMuyia u cakBUHABUP SABJSIOTCS CyOcTpatamu U mHTHONTOpamu nzopepmenta CYP3A,
YTO OIpeJIeNIAeT ABYHANPABICHHOE B3aUMOAEHCTBHE NTpenapaTtoB. OTHOBPEMEHHOE IPUMEHEHHE
kinaputpomuuuHa (500 Mr 1Ba pa3a B JIeHb) U CAKBUHABUPA (B MATKUX JKEIATHHOBBIX Kalcylax,
1200 Mr Tpu paza B 1eHb) y 12 310poBbIX 100poBoiibleB Be3bIBaNO yBeanueHHe AUC U Cax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPaBHEHMM C IIPUEMOM CaKBHHAaBHpa B
ornensHocTH. 3HaueHUsI AUC U Chax KJIAPUTPOMHIIMHA ObLIH TpuOIu3uTensHo Ha 40 % BimIe,
YeM IIpd MOHOTEpanuu KJIApUTPOMUIMHOM. Ilpu COBMECTHOM HpPHUMEHEHUM 3THUX [BYX
IpenapaToB B TEUEHHE OIPAaHUUYEHHOI0 BPEMEHH B /103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKLIUs
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UCIIOJIb30BAaHUEM CaKBHHABHpPA B MATKHX JKEIATHHOBBIX KalCyjlax MOTYT HE COOTBETCTBOBATH
s dexTam, HAOIIONAEMBIM IIPH IPUMEHEHUN CAKBHHABHPA B TBEP/BIX JKEIATUHOBBIX Karcyax.
Pe3ynbraThl nccieqoBaHUs JEKApCTBEHHBIX B3aUMOACHCTBUI IPU MOHOTEPANINM CaKBUHABHUPOM
MOTYT HE COOTBETCTBOBATH apdexTam, HabII01aeMBIM pu Tepanuu
CaKBHMHABUPOM/PUTOHABUPOM. [Ipy mpueMe cakBHHaBHpa COBMECTHO C PUTOHABHPOM CIIEIyET
YUHUTHIBATh MOTEHIIMATBHOE BIUSHUE PUTOHABHPA HA KJIAPUTPOMHIIMH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

be3zonacHOCTh MpUMEHEHUSI KIIAPUTPOMHUIIMHA ITPH OEPEMEHHOCTH HE YCTaHOBJICHA.

OcHOBEBIBasCh Ha PA3JINYHBIX PE3YyJIbTaTaX, IOJYUCHHBIX B UCCIICAOBAHUAX HA )KUBOTHBIX, a4 TAKKC
Ha OIIBITC NPUMCHCHUA Y JIIOI[GI‘;I, HEJIb3d HUCKIHYUTH BO3MOXKHOCTH HGGH&I‘OHpI/IHTHOI‘O
BO3JICUCTBUST Ha 3MOpuoderanbHoe pa3BuTHEe. HekoTopble HaOmOgaTeIbHBIE HCCIICIOBaHMS,
OIlCHUBAOIIKE Bo3jeicTBUe KiapuTpomuimHa B [ u Il TpumecTtpax GepeMEHHOCTH, BBISBHIIN
MOBBIIICHHBIH ~ PUCK  CaMONPOU3BOJIBHOTO abopTa MO CPaBHEHHIO C  OTCYTCTBUEM
AHTUOMOTUKOTEpAIUM WM TNPUMEHEHHEM JpPYTHX AaHTUOMOTHKOB B aHAJOTUYHBIE CPOKHU
OepemenHocTH. lMeromuecss SMUIEMHUOJIOTUYECKHE  UCCICIOBAHHUS  PHCKA  CEPHhE3HBIX
BPOXKXICHHBIX ITOPOKOB pa3BUTHA IMPU NMPUMCHCHUNW MAKPOJIUIAO0B, BKIKOYAA KIAPUTPOMHUIWH, BO
BpeMsi OEpEMEHHOCTH IEMOHCTPUPYIOT IPOTHUBOPEUHBBIC PE3YIbTATHI.

[IpumeHeHne KIapuTpOMHUIIMHA TTPU OepeMeHHOCTH (0COOCHHO B | TpuMecTpe) BO3MOKHO TOJIBKO
B ClIydae, KOTJIa OTCYTCTBYET ajlbTepHATHBHAS TEpalus, a MOTCHIIMAIbHAS TOJb3a ISl MaTepu
NPEBBIIACT MOTCHIIMATBHBIN PUCK IS IJI0/A.

JlakTanms

bruio ycraHoBII€HO, UTO peOEHOK, HAaXOAAIIMICS Ha TPYAHOM BCKapMIIMBAHUH, MOXKET MOJIYYUTh
okoso 1,7 % OT MaTepuHCKOM [103bl KIAPUTPOMHUIIMHA C MOMNPABKOM HAa MacCy Tejla MAaTepHu.
be3zonacHocTh NPUMCHCHUSA KIIApUTPOMUIIMHA [JIS1 z[eTeﬁ Ha TpyaAHOM BCKapMJIMBAHUHU HC
ycraHoBneHa. [Ipy HeoOXOAMMOCTH MpHeMa B MEPUOJ TPYTHOTO BCKAPMIIMBAHHS KOPMIICHHUE
TPyAbI0 HEOOXOAMMO TPEKPATUTD.

DepTUILHOCTE

I/ICCHGI[OBaHI/IH, MMPOBCACHHLBIC HA KPbICAX, MMOKA3AJIM OTCYTCTBUC BIIMAHUSA HA q)epTI/IJ'H:HOCTB.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATHL TPAHCMOPTHBLIMH CPeACTBAMH M PadoTaTh €

MEXaHUu3MaMHU

JlaHHBIE OTHOCUTENHHO BIUSHHS KJIAPUTPOMUIIMHA HAa CTIOCOOHOCTH K YIPABJICHUIO aBTOMOOUIIEM
U MeXaHu3MaMH OTCYTCTBYIOT. Cremyer coOmofaTh OCTOPOXXHOCTb TPH  YIPaBICHUH
TPAHCIIOPTHBIMU CPEACTBAMH M MEXaHU3MaMH, YYMTHIBAs IOTEHIHUAIBHYI0 BO3MOYKHOCTB
TOJIOBOKPY)KCHHs, BEPTUIO, CIYTAaHHOCTH CO3HAHHA M JE30PUCHTALMH, KOTOPBIE MOTYT
BO3HUKHYTB IIPY IPHUEME JAHHOIO IIperapara.
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4.8. HexkennaTeibHbIe peakuuu

TabauyHOoE PEe3IOME HEXKENATEIbHBIX DEAKIIUN

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Ao 0 AInTE e 5o
m Tl i
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(NOCNEQCBATENEHOCTE 0009)

Knaccudukanust 9acToThl pa3BUTHs HEXKENATEIbHBIX peakiuii BcemupHO opraHuzanuu
3npaBooxpanenus (BO3): ouenp wacto —> 1/10; wacto — ot > 1/100 1o < 1/10; HewacTo —> 1/1000
1o < 1/100; penko — ot > 1/10000 mo < 1/1000; ouens penko — < 1/10000, Bkitouas OTaeIbHBIC
COOOIICHUS; YaCTOTa HEM3BECTHA (HA OCHOBAHUM MMCIOIIUXCS JTAHHBIX OIICHUTh HEBO3MOIKHO).

IIepedyeHs HexkenaTENbHBIX PEAKLUN C TPYIIIIUPOBKOM 110 CUCTEMHO-OPTaHHBIM KJIACCAM U YaCTOTE

npencranieH B Tabmure 1.

Taoauna 1 CBegeHusi 0 YACTOTE HeKeJIaTeIbHbBIX peammﬁ, 3apPEeruCcTpUpoBaHHbIX B KIWHUYECKHX

HCCICTOBAHUAX KJIAPUTPOMHUIIHHA

CHuCTeMHO-OPraHHbIN Yacrora

KJ1acC

HesxkenarenbHble peakunuu

Nudexunn u nHBa3zun Heuacto

1
LIEJUTIOJINT

KaHU103,
racTPOIHTEPHT,
(B TOM uucne

BTOpPUYHBIE ~ MH(EKIUM’

BarMHaJbHBIC)

Yacrtorta
HEW3BECTHA

MICEBAOMEMOPAHO3HBIHN KOJIUT,
poxa

Hapymenust co croponsl | Yacto

CBIITb

MMMYHHON CHUCTEMBbI Heuwacro

aHa(UIAKTOMIHAS peaKiys’,

THIIEPYyBCTBUTEIBHOCTD,
JiepMaTuT GyJule3Hbli!,

3yn,

KparuBHULA,

MakyJonamyJjc3Hasd CI:.IHB3

YacTora
HEN3BECTHA

aHaduIaKTHYECKas peakius,
AQHTMOHEBPOTHYECKUM OTEK,

CEpbE3HBIE KOJKHBIC HEXENaTelIbHbIE PeaKInu
(HampuMep,  OCTpBI  TeHepaln30BaHHBIN
HK3aHTEMATO3HbIN MyCTYJE3),

cunapom CtuBeHca-/>)KOHCOHa,

TOKCHUYECKHUH 3MUACPMAIIbHBIN HEKPOJIN3,
JIEKapCTBEHHAs ChIIIb C J03MHOMUINEH U
(DRESS-

CHUCTEMHOM CUMIITOMATUKOM

CHHJIPOM)

Hapymenus Heuacto

MeTadoJIM3Ma U MUTAHUI

AHOPEKCHS,
CHHKCHUCEC aIlllIECTUuTa

Ilcuxuueckue Yacto

OeCCOHHUI[A

HapyLIECHUS Heuacro

OECITIOKOMCTBO,
TIOBBINIEHHAS BO30YIMMOCTD’

YacTora
HEN3BECTHA

NICUXOTUYECKHE PACCTPOMCTBA,
CIIyTaHHOCTh CO3HAHUS,
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CucreMHO-OpraHHbIi
KJ1ace

YacTora

e et pearimmr -~ 0

JleriepcoHaNu3anus,
Jerpeccus,
JIe30pUEHTAIINS,
TaJTIOLMHALIMH,
HapyIICHUsT  CHOBHJICHUM  («KOIIMapHBIE
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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1y OTUETY

CucreMHO-OpraHHbIi
KJ1ace

YacTora

e et pearimmr -~ 0

TOLIHOTA,
00JIb B 00JIACTH KMBOTA

Heuacto

330¢arut!,

ractpodsodareansHas pedokcHas 60ne3Hs’,

racTpur,
TIPOKTANT U,
CTOMAaTHT,
IJIOCCHUT,
B3/yTHE XKUBOTA,
3arop,

CyXOCTb BO PTY,
OTPBIKKA,
METEOPHU3M,
X0J1ecTas,

I'CIIaTuT B T.4.

renaTonesUIIoIApHbIit*

X0JIECTATUYECKUN

NI

Yacrtorta
HEU3BECTHA

OCTpBIN ITAaHKPEATHUT,

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

Hapyenust co cTopoHsl
KOXXH M  IOJKOKHBIX

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

Hapyenust co cTopoHsl
IIOYEK 51
MOYEBBIBOAAIINX ITyTEH

Yacrtorta
HEW3BECTHA

[I04€YHasl HEJOCTaTOYHOCTb,
UHTEPCTULIMAIBHBIA HEPPUT

OOmwme HapyuieHUs W

OueHn 4acTo

¢baedut B Mecte HHBEKIHH

peakuu B mecte | Yacro 00JIb B MECTE MHBEKIUH',
BBE/ICHUSI BOCIIAICHUE B MECTE HHbEKIUHK!
Heuacto HegoMoranue”,

rUnepTepMus-,

acTeHwus,

601 B 'py/IHOI KIeTke?,

03HO00,

YTOMIIIEMOCTh
JlaGopatopHsble u | Yacto OTKJIOHEHHUE B MIEYEHOYHOU TIpode
MHCTPYMEHTAJIbHBIC Heuacto TOBBIIIIEHHE KOHLIEHTPALMH KPeaTHHUHA ',
TaHHBIC TOBBIIIEHHE KOHLIEHTPALMH MOYEBUHEI !,
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KJIacC

M3MEHEHHE OTHOIIEHHS alb0yMUH/TI00ymuH !,

JICHKOIICHHS,
HelTponenus®,
s03uHOGUIH?,
TPOMOOIIUTEMHS,
HOBBILICHUE aKTUBHOCTH
ananuHamMuHoTpanchepassl (AJIT),
acrapraramuHoTpancgepassl (ACT),
rammarnytamuitpancdepassl (IT'T)?,
neno4Hoit gocgarassr’,

nakraraeruaporesass: (JIAI)*

Yacrota arpa”yJIOLMTO3,

HEU3BECTHA TPOMOOLIUTONEHHUS,

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

MOBBINICHHE  KOHIEHTpAIlMU  OMWIMpyOnHa
B KpPOBU

* — B HEKOTOPBIX COOOIICHHUSIX O PadJOMHOJIN3E KIAPUTPOMHUIIMH MPUHUMAIICS COBMECTHO C
JPYTHMH JIEKAPCTBEHHBIMU CPEACTBAMH, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBSI3aHO Pa3BUTHE
pabnomuonu3za (cTaTHbI, GUOPATHI, KOJIXUIMH WIKA aUIONYypUHON); 1 — COOOIIEHHS O AaHHBIX
HE)KEJIATENbHBIX PEeaKIHIX ObUIM TOJY4YEeHbl TOJBKO NpPU NMpUMEHEeHHH mpemnapara Kiamun,
ao¢uIn3aT JUIs TPUTOTOBJIECHUS pacTBopa uis HMHQY3uil; 2 — cOOOWIEHHS O JaHHBIX
HE)KEJIATEeNbHBIX PEaKUMAX ObUIM MOJyYeHBI TOJIBKO MpU nmpuMeHeHuu mnpenapara Knamun CP,
TaOJIETKN C TPOJOHTUPOBAHHBIM BBICBOOOXKAECHUEM, IMOKPHITHIE IJICHOYHOH 000J04YKOH; 3 —
COOOIIEHHS O TAHHBIX HEKENATEIbHBIX PEAKIMAX OBUIM TONYYEHBI TOJIBKO NMPU MPHUMEHEHUH
npenapara Karun, rpanysis 171 IPUTOTOBIICHNUS CYCIIEH3NH ISl IPHEMa BHYTPb; 4 — COOOIIICHUS
O JTaHHBIX HEKENIATEIbHBIX PEAKIHsIX OBUIM MOJYyYeHBI TOJBKO IPH NMPUMEHEHUH IIperapaTa
Knarmuz, TabieTku, MOKpHIThIE TUIEHOYHON 000I0YKOM.

IIpoune ocoOble MONMYIAAN

Hauuenmbl C N00AsIeHHbIM UMMYHUmMENom

Y npamMeHToB ¢ cuUHAPOMOM mpuoOpereHHoro ummyHonedunura (CIIMA) u apyrumwu
UMMYHOeUINTAMH, TIOMYYAIONINX KIAPUTPOMHUIMH B 0oJiee BBICOKMX 033X B TEUCHHE
JUTUTETIBHOTO BPEMEHHM IS JICUCHHUSI MUKOOAKTEPHAIbHBIX HHPEKIMH, YaCTO TPYAHO OTIMYHUTH
HekenatenbHble 3G ¢eKTsl npenapara oT cumntoMoB BUY-nHGeknun mimm comyTCTBYIOIIETro
3aboseBaHusl.

Haubosee yacTpIMU HeXeNaTeNbHBIMU SBJICHUSMH Y TAIIMEHTOB, IPUHUMABIIUX CyTOUHYIO 103y
KJIapuTpoMuLnHa, paBHyto 1000 mr, ObLTH: TOIIHOTA, pBOTA, U3BpAIlEHNE BKYyca, 00Jb B 00JIacTH
KHMBOTA, JMapes, ChIlIb, METECOPU3M, T'OJOBHAs 0OJb, 3arop, HapyLIEHHE CIyXa, MOBBIIICHHUE
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aktuBHOCTH ACT u AJIT B kpoBH. Takxke OTMEUQINUCH cn@%ﬂl%%%e&%k IjBne 1/1'171' lC'HliISKOI/I

YacTOTOH BOZHUKHOBEHHMS, TAKHE KaK OJBIIIKA, OECCOHHUIIA U CYXOCTh BO PTY.

VY nanueHToB ¢ MOJaBICHHBIM UMMYHHUTETOM IPOBOJIMIM OLEHKY JTaOOPaTOPHBIX MOKa3aTeseil,
AQHAIM3UPYS WX 3HAYUTENIbHbIE OTKIOHEHUS! OT HOPMBI (PE3KOe MOBbIIIEHNE UK cHUXkeHue). Ha
OCHOBaHUMU JaHHOTO KpuTepus y 2-3 % MalnMeHTOB, MOJYYaBIIMX KIAPUTPOMHULMH B J103€
1000 Mr exenHeBHO, OBUIO 3apETHCTPUPOBAHO 3HAUMUTEIHbHOE TOBBIMIEHHE aKTUBHOCTH ACT
u AJIT B kpoBH, a TaK)Xe CHIKCHHE YHCIIA JICHKOIIMTOB U TPOMOOIMTOB. Y HEOOJIBIIOrO YHCIIa
NAIMEeHTOB TakXKe ObUIO 3aperMCTPUPOBAHO TOBBIIICHHE KOHIEHTPALMU OCTATOYHOTIO a30Ta
MOUEBUHBI.

CTH

[Ipennonaraercs, 4To 4acTOTa, THUI U TSKECTh HEXKEIIATEIIbHBIX PEAKIIUN Y AETEN TakKasl ke, Kak
Y B3POCJIBIX.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX TIOCIEe PETUCTPAIUH
JICKapCTBEHHOTO Tperapara ¢ meliblo 00ecredeHns] HeMPephIBHOTO MOHUTOPUHTA COOTHOIIICHHUS
«TOJbh3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHHKAM DPEKOMEHIYeTCs
coo01aTe 0 JIIOOBIX MOJ03pPEBAEMbIX HEXKeNaTeIbHBIX PEeaKIUAX JEKapCTBEHHOIO Ipernapara
yepe3 HallMOHAIBbHBIE CUCTEMbI COOOIIECHHS O HEXENaTEebHBIX PEaKIUsiX rocyJapCcTB — YJICHOB
EBpa3zuiickoro 5KOHOMHUYECKOTO COK03a.

Poccuiickas @eoepayus

109012, r. Mocksa, CnaBsiHCKast miiomiaip, 1. 4, ctp. 1

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

On. noura: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

Pecnybnuka Kazaxcman

010000, r. Acrana, paiion baiikonslp, yi. A. UmanoBa, 13 (BL] «Hypcayner 2»)

PI'TI na ITXB «HauuoHaJbHBIN UEHTP SKCHEPTHU3BI JICKAPCTBEHHBIX CPEICTB U MEIMIIMHCKUX
u3nenuit» Komutera MemumuHCKOro M (apMaleBTUYECKOro KOHTpoJsii MuHucCTepcTBa
3npaBooxpanenus Pecy6nuku Kazaxcran

Tenedon: +7 7172 235-135

1. mouta: pdlc@dari.kz

https://www.ndda.kz

Pecnybnuxa benapyco

220037, r. MuHck, nep. ToBapulileckui, 2a

PecniyOnukanckoe — yHutapHoe — npemanpustHe  «lleHTp  dKcmepTH3 WM HCTIIBITAHUA
B 3/[paBOOXPaHEHUI

Tenedon: +375 17 242-00-29

On. moura: repl@rceth.by

www.rceth.by

Pecnyonuxa Apmernus
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0051, r. EpeBan, np. Komuraca 49/5 (MOCHELOBATENBHOCTEL 0003)

«lleHTp 3KCHIEPTU3HI JIEKAPCTB U MEAULMHCKUX TexHoaoruii» ['HKO
Tenedon: (+374 60) 83-00-73, (+374 10) 23-08-96, (+374 10) 23-16-82
lopsiuas muaus: (+374 10) 20-05-05, (+374 96) 22-05-05

On. moura: vigilance@pharm.am, INFO@ampra.am
http://www.pharm.am

Kuvipevisckaa Pecnyonuxa

720044, r. buiikek, yi. 3-1 auHus, 25

JlenmapraMeHT JI€KApCTBEHHBIX CPEACTB M MEIULMHCKUX U3JIeIud Inpu MuHHCTEpCTBE
3npaBooxpaneHust B KbIprei3ckoit pecmyomuke

Tenedon: 0800 800-26-26; +996 312 21-92-88

On. moura: dlomt@pharm.kg

http://www.pharm.kg/

4.9. Ilepeno3npoBka

CHUMOTOMBI

[Tpuem 601b1110#1 JO3BI KIAPUTPOMUIITHA MOKET BBI3bIBATH CUMIITOMBI HAPYIIEHUN CO CTOPOHBI
YKETYTIOYHO-KHUILIEYHOTO TPAKTA.

Y ongHOro mamueHta ¢ OWIIOJMSAPHBIM pACCTPOMCTBOM B aHaMHe3e TIOCie IpueMa 8T
KJIApUTPOMHULIMHA ONMCAHbl U3MEHEHHS IICUXUYECKOIO COCTOSHUSA, TApaHOUJAIBHOE TIOBEACHHE,
TUIIOKAJIUEMUS U TUIIOKCEMUS.

Jleuenue

[Ipu nepeno3upoBKe cleqyeT YIOaIUTh HEa0COpOMpPOBAaHHBIA Mpenapar M3 KEIyIOYHO-
KHILIEYHOTO TpakTa (MpOMbIBaHUE XKEIyAKa, IPUEM aKTUBUPOBAHHOTO YISl U Jp.) U MPOBECTU
CUMIITOMaTUYECKYI Tepanuio. ['emMoamanu3 M NEpPUTOHEATBHBIM JUAJIW3 HE OKAa3bIBAIOT
CYIIECTBEHHOI0 BJIMSHUSA Ha KOHIICHTPALMIO KIAPUTPOMHULMHA B CBIBOPOTKE KpPOBHU, 4YTO
XapakTEepHO U JUIs APYTUX MPEenapaToB rPYIIIbl MAaKPOJIHIOB.

5 ®APMAKOJIOTHYECKHE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TPyIa: aHTUOAKTepHUalbHbBIE IpernapaTrbl CUCTEMHOTO JEHCTBUS;
MaKpOJIU/bI, THHKO3aMH/IbI M CTPETITOTPAMUHBI; MaKPOJIUIBI.

Kog ATX: JOIFAO09.

Mexanusm aeiicteus u hapMakoauHaMudeckue 3O hEKThI

KnaputpomuniiH ~ SIBISI€TCSl  MOJTYCUHTETHUYECKUM  AHTHOMOTHKOM TPYNIBl  MaKpOJIUIOB
U OKa3bIBaeT aHTUOAKTepUANIbHOE JelicTBue, B3auMmonehcTBys ¢ 50S  pubocomanbHOU
CyObeIMHHIICH YYBCTBUTEIHHBIX OAKTEPUH U TIOJABIISISI CHHTE3 OeiTKa OaKTepHii, 9yBCTBUTCIBHBIX
K HEMY.
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KnaputpoMuniuH mpoaeMOHCTPUPOBAT BBICOKYIO aKT%EI&;IE*][;Eﬁ gﬂEngIHJLﬁe"llml{/fl 'kax

CTaHJAPTHBIX JIA0OPATOPHBIX HITAMMOB OaKTEPHH, TaK M BBIICICHHBIX y TAlMEHTOB B XO7e
KJIMHUYECKON NPaKTUKU. [IposiBIIsIeT BBICOKYIO aKTUBHOCTh B OTHOIIEHHMHM MHOTHX a’pOOHBIX H
aHAdPOOHBIX TPAMIIOJIOKUTENIBHBIX U TPAMOTPULIATETIBHBIX MHUKPOOPTaHU3MOB. MUHHUMAaNbHbIE
nofasisone KoHueHtpauuun (MIIK) kmaputpomunmHa Ui OOJIBIIMHCTBA BO30YIUTENEH
MmenbIe, ueMm MIIK sputpomuninaa B cpeHeM Ha oJ1HO log, pa3BeneHue.

Kiaputpomunivie in vitro BBICOKOAKTHBEH B OTHOIIeHUU Legionella pneumophila n Mycoplasma
pneumoniae. Oka3bIBaeT OAKTepULUAHOE JAeHCTBUE B oTHOWeHUU Helicobacter pylori; nannas
AKTUBHOCTb KJIAPUTPOMHIIMHA BbIIE Ipu HeWTpaibHoM pH, wem mpu kuciaom. Kpome Toro,
J@HHBIE in Vitro U in Vivo yKa3bIBalOT Ha TO, YTO KJIAPUTPOMMIMH JEHUCTBYET HA KIMHUYECKU
3Ha4YMMbIe BUJIbl MUKOOAKTEpUl. Enterobacteriaceae n Pseudomonas spp., Tak e Kak U Ipyrue
He (EepMEHTHPYIOIME JIAKTO3y TIpaMOTpUIATelbHble OakTepuH, HE YyBCTBHUTEIbHBI
K KJIApUTPOMULIMHY.

AKTHUBHOCTh KJIQPUTPOMHIIMHA B OTHOIIEHHH OOJBIIMHCTBA IITAMMOB IEPEYHCICHHBIX HUXKE
MHUKPOOPTaHU3MOB JIOKa3aHa Kak in Vitro, Tak U B KJIMHUYECKOH MpakTHKE MpHU 3a00JIEBaHUSAX,
NIEPEYUCIICHHBIX B pa3zaene 4.1.

Aspobuvie epamnonoxicumenvHvle MUKPOOP2SAHUIMbL:
o Staphylococcus aureus,
e Streptococcus pneumoniae,
e Streptococcus pyogenes,
e Listeria monocytogenes.
Aspobusvie epamompuyamenvHbvie MUKPOOPSAHUSMBL:
o Haemophilus influenzae (H. influenzae),
o  Haemophilus parainfluenzae,
e Moraxella catarrhalis,
e Neisseria gonorrhoeae,
o Legionella pneumophila.
Hpyeue mukpoopeanuzmul.
e  Mpycoplasma pneumoniae,
o  Chlamydia pneumoniae (TWAR).
Muxobaxmepuu:
e Mpycobacterium leprae,
o M. kansasii,

e M. chelonae,
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o M. fortuitum,

o  Mycobacterium avium complex (MAC) — xomruiekc, BKIoUaromwmii: M. avium u
M. intracellulare.

HpOI[yKI_II/I}I Oera-T1aKTaMasbl HE OKA3BIBAET BIUSHUS Ha aKTUBHOCTD KJIapUTpOMHUIIUHA.

BonbmIMHCTBO MITaMMOB CTa)UIOKOKKOB, PE3UCTEHTHBIX K METULIWUIMHY U OKCAlWUIUHY,
00J1a/1a10T YCTOWYMBOCTHIO U K KIIAPUTPOMHUIIMHY.

Helicobacter pylori

UYysctButenbHOCTh Helicobacter pylori (H. pylori) X KIapuTpOMHIIMHY M3ydajach Ha MU30JsTaX
H. pylori, Beinenennsix ot 104 manueHTOB, 10 HaYana Teparnuy mpenaparoM. Y 4 maiueHToB ObUTH
BBIJICJICHBI PE3UCTEHTHBIC K KIIAPUTPOMUIIMHY ITaMMbI H. pylori, y 2-X — IITaMMBI C YMEPEHHOU
PE3UCTEHTHOCTHIO, Y OCTANbHBIX 98 manueHToB u305ATHl H. pylori ObUTH YyBCTBUTEIBHBI
K KJIIAPUTPOMHUIIMHY .

KnaputpoMuninH oOka3bIBaeT JEHCTBHE in Vitro B OTHOIICHWW OOJIBIIMHCTBA IITAMMOB
CIICNYIOMNUX MHUKPOOPTaHW3MOB (OJHAKO 0e30macHOCTh M 3(P(HEKTUBHOCTh HCIIOIB30BAHUS
KJIAPUTPOMHIIMHA B KIIMHUYECKOH MPAKTHKE HE IMOITBEPIKACHA KIIMHUISCKAMU UCCIICIOBaHUSIMH,
U MIPAKTHYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

AspobHbie epamnonodxicumenshbie MUKPOOP2AHUIMBL.
e Streptococcus agalactiae,
e Streptococci (epynnvt C,F,G),
e Viridans group streptococci.
Aspobuvie epamompuyamenvhvie MUKPOOPLAHUSMBL!
e Bordetella pertussis,
e Pasteurella multocida.
AHaspobuvie epamnonoxcumenbHvle MUKPOOP2AHUIMBL:
e C(Clostridium perfringens,
e Peptococcus niger,
e Propionibacterium acnes.
Anaspobusie epamompuyamenbHvle MUKPOOPSAHUSMBL:
e Bacteroides melaninogenicus.
Cnupoxempi:
e Borrelia burgdorferi,
e Treponema pallidum.

Kamnunobaxmepuu:
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o Campylobacter jejuni.

OCHOBHBIM  META0ONUTOM  KIAPUTPOMHIIMHA B  OpraHU3ME  4YeJOBEeKa  SBIIACTCS
MHUKPOOHOJIOTUYECKH AaKTUBHBIM Merabonut 14-OH-knaputpomunus. Muxpoobuonorniyeckas
aKTUBHOCTh METAa0OJIMTa Takas K€, KaK y HMCXOJHOT0 CcOoeluHEeHHs wid B 1-2 pas3a crmabee B
OTHOIICHUM OOJBIIMHCTBA MHKpOOpraHusmoB. Vckmouenue coctasnser H. influenzae, B
OTHOIIIEHUU KOTOPOH d(PpPekTuBHOCTh MeTaboIMTa B JABa pas3a BbIlle. McXxoqHoe coeTnHEHNE U
€ro OCHOBHOW METa0OJUT OKa3bIBAIOT JMOO aJJWTHUBHBIA, MO0 cHUHEpruueckuii 3pdexr B
otHomeHuu H. influenzae B yCIOBUSIX in Vitro u in vivo B 3aBUCUMOCTH OT IITaMMa OaKTepHil.

Tecm Ha uyecmeumelbHoCmb

KonmuecTBeHHBIE METOBI, TPEOYIOIINE W3MEPEHHS ITUAMETpa 30HBI MOJABICHHUS POCTA, JAIOT
HanOoJiee TOYHbBIE OLCHKH YyBCTBUTEIBHOCTH OaKTepHil K aHTUMHUKPOOHBIM npemnaparam. OmHa
U3 PEKOMEHIYEMBIX METOAWK IS ONPENENeHHs YyBCTBUTEIBHOCTH HCIIOIB3YET [HCKH,
UMIIpErHUpOBaHHbIe 15 MKr kimapuTpomuuuHa (nucko-auddysnonusiii meron Kupou-bayspa);
IIPY UHTEPIIPETAIMH TECTa AUaMETPhI 30H MOIaBJICHUS pOCTa KOppenupytoT co 3HaueHussMu MITK
kinaputpomunnHa. 3Hauenns MIIK omnpenenstorcs MEeTo10M pa3BeieHUs B OyJIbOHE WJIM B arape.
[Ipu uCTONB30BaHUM 3TUX METOAMK OTYET M3 JIA0OpaTOpUU O TOM, YTO ILITAMM SBISETCS
«YyBCTBUTEIIHBIM», yKa3blBa€T Ha TO, YTO BO30yAMTENb WHQEKIMH, BEPOSTHO, OTBETUT Ha
nedenue. OTBET «PE3NCTEHTHBII» YKa3bIBaeT Ha TO, YTO BO30YIUTENb, BOSMOKHO, HE OTBETUT Ha
nedenue. OTBET «IIPOMEXYTOYHAs YyBCTBUTEIBHOCTH» IPEAIOJIAraeT, 4To TepareBTHYECKUI
adext mnpemapara MOXKET OBITh HEOJHO3HAYCH WM MHKPOOPTAHM3M MOXKET OKa3aThCs
YyBCTBUTEIBHBIM TIPH HCIOJB30BAaHUM Oojiee BBICOKHMX JI03 Tpemapara (IIPOMEeXyTO4Has
YYBCTBUTEILHOCTh TAK)KE HA3BIBACTCS «YMEPEHHON UyBCTBUTEIBHOCTBION).

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AOGcopOnus

IlepBbie pmaHHBle 1O (DapMAaKOKMHETHKE ObUIM IOJyYeHbl TMPH HM3YyYCHUH TabJIeTOK
kinapuTpomuuuHa. [Ipemapar ObICTpOo BcachlBaeTcs B IKETYJOYHO-KUIIEYHOM  TPAKTe.
AbcomoTHas OMOAOCTYIHOCTh TAa0JIETOK KJIAPUTPOMUIIMHA MO 250 MI' COCTaBIISET HMPUMEPHO
50 %. Ilmma HECKONbKO 3ajepXKHBajla Hayalo BCAaChIBaHUS M O0pa3oBaHHE AaKTHUBHOTO
Metabonuta 14-OH-kmaputpomMuIimHa, 0JlHaKO HE BIUsJIa Ha OMOOCTYITHOCTD TIpenapara.

Pacopenenenue, onorpanchopMaliusl, SIUMHUHALN

In vitro

B uccnenoBanusx in vitro CBA3bIBaHUE KIAPUTPOMHUITMHA ¢ OEIIKaMH IJIa3Mbl KPOBH COCTABJISIIO
B cpeaHeM okoJ10 70 % mpu KIMHUYECKH 3HAUMMBIX KOHIIeHTparusax ot 0,45 mno 4,5 Mxr/mi.

300possie 006posobLYbL

buonoctynHoCcTs M (hapMaKOKWHETUKY CYCIEH3MHM KJIAPUTPOMUIIMHA H3yYaIH Y 3J0POBBIX
B3pOCIbIX 1 AeTed. [Ipu oHOKpaTHOM MpueMe y B3POCIBIX 00MIast OMOJOCTYITHOCTh CYCIICH3UN
ObLIa SKBUBAJICHTHON TaKOBOM ISl TaOJEeTOK (B 000MX ciydasx Jo3a cocraBisiia 250 Mr) wiu
HECKOJIbKO TIpeBbIIana ee. Kak u B ciayyae TabIeToK, MUIa HECKOJIBKO 3aepKIBaIa BCAChIBAHNE
CYCTICH3UH KJIAPUTPOMUIIMHA, HO HE BIIMsJIA HAa OOIIYI0 OMOIOCTYIMHOCTD npemnapaTa. Cmax, AUC
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6,5 MKr*u/mn u 3,7 4acoB COOTBETCTBEHHO, a Ipu mpueme Tabnerku 250 mr (HaTOIIAK) —
1,10 mMxr/ma, 6,3 Mkr*u/mi u 3,3 yaca COOTBETCTBEHHO.

IIpu mpueme cycneH3uu kKiapuTpomMunriHa B g03e¢ 250 Mr kaxzasie 12 4yacoB y B3pOCIBIX
PaBHOBECHBIE KOHIIEHTPAIMH B KPOBHU JOCTUTAINCH K TIpUeMy MATOH 103bl. [Ipu 3TOM nmapameTpsl
dbapmMakoKMHETUKH ObUTH CIAeAYROMUMH: Cmax — 1,98 Mir/min, AUC — 11,5 Mxr*u/mi, Bpems
JOCTI>KEHUST MakcuManbHOM KOHUEHTpauuu (Tmax) — 2,8 waca u Tip — 3,2 waca s
KJIAPUTPOMHUIIMHA U, COOTBETCTBEHHO, 0,67 MKr/mi, 5,33 Mkr*u/min, 2,9 yaca u 4,9 yaca ans 14-
OH-knapuTpoMuLIIHA.

VY 310pOBBIX JI0/IEH CHIBOPOTOYHBIE KOHIICHTPALIMU JOCTUTATH MakCUMyMa B T€UEHHE 2 4acoB
mocyie mpueMa BHYTpb Haromiak. IIpu mpueme mpemnapara B ¢dopme TabimeTtok B mosze 250 mr
Kaxaple 12 yacoB paBHOBeCHbIE 3HAUYCHUSI Cmax KJIAQPUTPOMHUIIMHA B CBIBOPOTKE KpPOBH
JOCTUTAINCH B TeUEHUE 2—3 THEW U COCTABIISIN NMPUOIM3UTENbHO | MKI/Mi1. COOTBETCTBYIOIIHE
sHayeHUS Cmax I 103561 500 Mr kaxkasie 12 4acoB cOCTaBIISLIN OT 2 MKI/MII IO 3 MKI/MIL.

T1, kmapuTpoMunriHa cocTaBisul 3—4 daca npu npueme tabdaetok 250 Mr kaxaple 12 yacoB, HO
BO3pacTan 10 5—7 yacoB nocie npuema S00 mr kaxasie 12 yacoB. PaBHoBecHbIe 3HAUEHUSA Cax
OoCHOBHOro Metabonuta, 14-OH-kmaputpomunuHa, cocraBiser okojo 0,6 mxr/mi, a Tin npu
npueMme npenapara B npo3ze 250 Mmr kaxasle 12 wacoB paBeH 5-6 uwacos. Ilpu npueme
kjnaputpomunirHa B go3e 500 Mr kaxzasle 12 4yacoB paBHOBeCHblE 3HAUEHUS Cmax 14-OH-
KJIAPUTPOMHUIIMHA HECKONbKO BbIme (10 1 mxr/mi), a Tin cocraBmser okonmo 7 dvacos. [lpu
NPUMEHEHUH 00X 103 PaBHOBECHBIC KOHIICHTpAIIMH MeTa0onMTa OOBIYHO JOCTUTAIOTCS B
TeueHue 2—3 THeH.

[Ipn npumeHeHun KiapuTpoMuuuHa B o3¢ 250 mr kaxnaelie 12 yacoB npumepHo 20 % m03bI
BBIBOAMUTCS MOYKaMHU B HeM3MEHEHHOM Buie. [lpu mpueme knaputrpomuimuHa B go3e 500 mr
KakJiple 12 yacoB moukaMu B HEM3MEHEHHOM BUE BbIBOAUTCS TpuMepHO 30 % no3bl. [Toueunslit
KJIMPEHC KJIAPUTPOMUIIMHA CYHIECTBEHHO HE 3aBUCHUT OT J03bl U MPUMEPHO PaBEH HOPMaJIbHOU
CKOPOCTH KIIyOO4YKOBOW (unbTpanmu. OCHOBHBIM METa0OIUTOM, OIpEAeTsieMbIM B MOUE,
apnsiercs 14-OH-knapurpomuniug, 1o kotoporo coctasisier 10—-15 % ot no3b1 (250 unu 500 mr
KaxJple 12 gacoB).

@apmaKOKuHemuKa Yy nayuenmoes

Knaputpomuniia u ero metabonut 14-OH-kmapuTpoMuiiuH OBICTPO TPOHHMKAIOT B TKaHU
U KMJIKOCTH OpraHu3Ma. TKaHeBble KOHIIEHTpallMM OOBIYHO B HECKOJIBKO pa3 BbIIIE
CBIBOPOTOUHBIX. B Tabnuie nprBeaeHbl MpUMephl TKAHEBBIX U CBIBOPOTOYHBIX KOHIIEHTPALIUH:

Konuentpamuu (250 mr kaxabie 12 yacon)
Bua tkanu TkaHeBble (MKI/T) CbIBOPOTOYHBIE (MKI/MJI)
MuHaTHHE 1,6 0,8
Jlerkue 8,8 1,7

Y nmereil, HyXIaBIIMXCS B TIEPOPAILHOM JICYCHHHM aHTUOMOTHKAMH, KIAPUTPOMHUIIMH
JIEMOHCTPHPOBAT BBICOKYIO OMOAOCTYITHOCTH, MPU 3TOM Npoduiib ero dhapMaKOKHHETHKUA OBLIT
CXOJHBIM C TAaKOBBIM Y B3pOCIBIX, MPUHUMABLIMX Ty K€ JeKapcTBeHHyIo (opmy. IIpemapar
OBICTPO M XOpOIIO BcachiBaeTcs y JeTei. [luma HECKOMbKO 3alepKUBAaeT BCACHIBAHUE
KIIapuTpOMUIIMHA, OJHAKO HC OKAa3bIBACT CYHICCTBCHHOI'O BJIMAHHA HA €ro 6HOI[OCTyHHOCTB 5010750
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KJIApUTPOMMLIMHA, JOCTUTHYThIE 4epe3 S5 AHel (neBsATas no3a), Obuin cieaylomMu: Cmax —
4,60 mxr/mi, AUC — 15,7 Mkr*u/mMi 1 Tmax — 2,8 4; COOTBETCTBYIOIIUE 3HAUCHUS 11T METa00TIUTa
14-OH-xiaputpoMuniiHa paBHSUIHCHh 1,64 MKr/mi, 6,69 mMxr*u/mn u 2,7 9 COOTBETCTBEHHO.
Pacuernbie T1/2 KIapuUTpOMHUIIMHA M €70 METa00IMTa paBHAIOTCS 2,2 U 4,3 4aca COOTBETCTBEHHO.

VY manueHToB co CPeTHUM OTUTOM 4Yepes3 2,5 Jaca Mociie nmpuemMa msTou 10361 (7,5 MI/Kr 1Ba pasza
B CYTKH) CpeJHHE KOHIIEHTPALIMH KJIAPUTPOMHIIMHA U €r0 MeTaboIuTa B )KUJKOCTU CPETHETO yXa
cocraBmin 2,53 u 1,27 mxr/r. Konnenrpauuum npenapata v ero meradoiuTa B JBa pasa
IIPEBOCXOWIIN CHIBOPOTOYHBIE KOHIIEHTPALUH.

dapMaKOKMHETHKA Y 0COOBIX T'pYyHIl TannnuceHTOB

Tayuenmoi ¢ HapyuwieHuem QYHKYuU neveHu

PaBHOBeCHbIE KOHLIEHTPAIMH KIAPUTPOMUIIMHA Y AIIMEHTOB C HApyIIeHHEM (DyHKITUH TIeYCHH He
OTJIMYAIOTCSI OT TAaKOBBIX Yy 3J0POBBIX JIOJIEH, B TO BpeMs Kak KoHueHTparuu 14-OH-
KJIapuTpoMuIIHA ObuH HIKe. CHIDKeHne obpazoBanus 14-OH-knapuTpoMuIIMHA y MTAIIMEHTOB C
HapylnieHneM (YHKIUU MEeYeHU MO KpaiHel Mepe YacTUYHO HUBEIHPOBAIOCH YBEIHMUEHUEM
MOYEYHOT'0 KJIMPEHCa KIAPUTPOMHULIMHA IO CPABHEHHIO C TAKOBBIM Y 3/I0POBBIX JIFOJICH.

Tayuenmoi ¢ HapyweHuem yHKyuu novex

dapMaKOKMHETHKA KJIApUTPOMHULIMHA U3MEHSJIACh TakK)Ke y MAIlMEHTOB ¢ HapylIeHueM (QyHKUNUU
MOYEK, NOJY4YaBIIMX NIpenapaT B MOBTOPHbIX go03ax mno 500 Mr. Y Takux NDanUEeHTOB
KOHIICHTpAIWH B T1a3Me KPoBH, T1/2, Cimax, Cmin 1 AUC KIIapUTPOMHIIMHA U €70 META00JIMUTa ObLTH
BbIILIE, YEM Yy 3JIOPOBBIX JtoJel. OTKIOHEHUS 3TUX MapaMeTpPOB KOPPEIUPOBAIIA CO CTENEHBIO
MOYEYHON HEIOCTATOYHOCTH: MpH O0Jiee BRIPAKCHHOM HApYIIEHUH (DYHKIIUU MOYEK Pa3IHyus
ObLTH OoJlee 3HAYUTENBHBIMU (CM. pazzaen 4.2.).

Hauuenmbl NnOJ2HCUTIOC0 803pacma

VY manueHToB MOXHUJIOTO BO3pAacTa KOHIICHTPAILMs KJIApUTPOMUIIMHA U ero Metadommrta 14-OH-
KJIApUTPOMHMILIMHA B KPOBU ObLjIa BBIIIE, a BEIBEICHUE MEIJICHHEE, YEM Y TPYIIIBI MOJIOJBIX JIFOJIeH
(mpu mpueMe KJIAPUTPOMHIIMHA B MOBTOPHBIX A03ax mo 500 mr). OmHako mocie KOppeKIUu
pe3ynbpTatoB ¢ yueroM mnodyeyHoro KK nHe Obuio omnmmumii B obeux rpynmnax. Takum oOpaszom,
OCHOBHOE BJIHMSIHUE Ha (hapMaKOKHHETHYECKUE ITapaMeTPhl KIIAPUTPOMHIIMHA OKa3bIBACT (DYHKIIHS
IIOYEK, a HE BO3PACT.

Uauuenmbl C MuK06al<mepuanbelMu qubem;uﬂMu

PaBHOBecHBIE KOHIIEHTpaluy KinapuTpomuiHa u 14-OH-knapurpomunivza y nanuentos ¢ BUU-
UHQEKIMeH, MOoNMy4YaBIINX KIAPUTPOMHUIIMH B OOBIYHBIX J03aX (TaONeTKH Ui B3pOCHBIX,
CYCIIEH3US Ul JIeTeil), ObUIM CXOIHBIMU C TAKOBBIMHU Y 3/10pOBBIX Jtosiel. OHAKO MpH Ipueme
KJIApUTPOMMLIMHA B OoJyiee BBICOKMX J1033aX, KOTOpbIE€ MOTYT HOTpPeOOBaTbCSA AJS JIEUEHHUS
MHUKOOAKTepUalbHbIX UH(EKINH, KOHIIEHTPALlUM aHTUOMOTHKA MOTYT 3HAYUTEIbHO MPEBBIIIAThH
OOBIYHBIE.

VY nereit ¢ BUY-undexmuei, npuHIMaBIINX KIApUTPOMHULIMH B no3e 15-30 mr/kr/cyt B naBa
npuema, paBHOBECHbIE 3HaAYCHUS Cmax 0OBIYHO cocTaBiLLIH OT § 10 20 MKr/Mi. OfHaKo y eTeit ¢
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Cmax mocturana 23 mkr/miu. Ilpu mpueme mpenapata B 0ojiee BBICOKHMX /033X OTMEYaOCh

yayMHeHue T2 0 CPaBHEHHUIO C TAKOBBIM Y 3J0POBBIX JIFOJEH, MOJIYyYaBIIUX KIAPUTPOMULIMH B

0OBIYHBIX J103aX. [[OBbIIIIEHNE KOHLIEHTPAINH B TJIa3Me KPOBHU U yaATuMHEeHUeE T1/2 pu IpruMeHeHUH

KJIapUTPOMHULIMHA B OoJiee BBICOKMX [103aX CBA3aHO C HEJIMHEHHON (hapMaKOKMHETHKON

npernapara.

6 ®APMAIEBTUYECKHUE CBOVCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

CoaepKuMoe TpaHyI:

Kap6omep (kap6ormon 974 P)
IMoBunmou K-90

000J104YKa rPAHYJIBI;

['unpomennossr pramar (HP-55)

KacropoBoe macio

Jpyrue BCcrmoMoraTreabHbIC BEIIECTBA:

Kpemnus auokcupg
MasnbToIeKCTPUH

Caxapo3a

Tutana quokcu

Kamenr xcantanoBas
Apomaruzarop GpyKTOBBII
Kanus copbar

JlumonHas kuciaora 0e3BOIHAS

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs )

3 roxa.

IIpurotoBieHHAsA CYCIECH3US

['oTOBYIO CyCIIEH3MI0 MOKHO XpaHHUTh B TeueHHe 14 cyTok npu temneparype ot 15 no 30 °C.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh Nipu Temnepatype He Boiie 25 °C.

VYcioBus XpaHeHUs MOCIIE€ MPUTrOTOBIEHHUS JISKAPCTBEHHOTO Mpernapara cM. B pasuene 6.3.
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6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

[To 42,3 r mpenapara B mJIaCTUKOBOM (prrakoHe (HATypaTbHBIN MOTUATUIICH BEICOKON TUIOTHOCTH),
3aKpBIBAIOIIEMCS TTOJIMIIPOIMIICHOBBIM KoJimaykoM. Ha ¢iakone HaHeceHa METKa B BHJIE JIMHUU.
1 ¢nmakon 60 M3 B KOMIUIEKTE C TIOJUCTHPOJIOBOM JO3UPOBOYHON JIOKKOW WM
MOJIMIIPONMICHOBBIM  JIO3UPYIOIIMM MIMPUIIEM B KapTOHHOM Mayke BMECTE€ C JIMCTKOM-
BKJIAJIBILIIEM.

I[Io 70,48 r mpemapara B IUIACTHKOBOM (hiakoHEe (HATYypalbHbBIM TOJIMATHIIEH BBICOKOM
IUIOTHOCTH), 3aKPBIBAIOLIEMCS ITOJUIPONHICHOBBIM KoJimaykoM. Ha ¢nakone HaneceHa MeTka B
Buze JuHuM. 1 ¢guakon 100 MJ B KOMIUIEKTE C MOJIMCTUPOJIOBON TO3MPOBOYHOM JIOKKON WM
HOJUIPONMICHOBBIM JIO3UPYIOIIMM INIPHUIIEM B KAapTOHHOW IIauKe BMECTE C JINCTKOM-
BKJIQ/IBIILIEM.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTHM MNPH  YHUYTOXKEHHH  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 TMpenaparta WM OTXO0J0B, MOJYYEHHBIX TOCJd€e MPUMEHEHHs

JIEKAPCTBEHHOI'0 MpenaparTa u Apyrue MaHUMYJISIIIUM € IPenapaTomM

IToaroroBka K MCIOJIb30BaHUIO

Bo ¢nakon nocreneHHo A0OABISAIOT BOAY 10 METKH, yKazaHHOH Ha ¢uiakone (60 vt wiun 100 M),
U BCTPSIXMBAIOT JJIS TTOJIyYEHHsI CYCIIEH3UH, cojieprkalieit 125 Mr kiapuTpoMuLIHa B 5 MJI.

Yrrimzanus

Het oco06bix TpeOoBaHUil K yTHIIN3AINH.

7 JAEPXATEJIb PETUCTPAIHUMOHHOI'O YAOCTOBEPEHUSA
I'epmanus

3660tT JI360paropus ['MOX,

30173, r. 'annoBep, @poitnaamiee 9A

7.1. llpencraBuTeb Iep:KaTeis PeriCTPANMOHHOIO yI0ocTOBepeHnsi Ha Tepputopuu Coro3a

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @eoepayus

000 «2660tT JIZ6opaTopus»

125171, r. Mocksa, JIenunrpaackoe mocce, 1om 16A, crp. 1
Tenedon: +7 (495) 258-42-80

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

On. mouTa: abbott-russia@abbott.com

Pecnybnuxa Kazaxcman u Kvipevisckas Pecnybonuxa
TOO «Ao660otT Kazaxcram»

050060, r. Anmatsr, yi. Exin Eproxun, nqom 1, oduc 90.
Tenedon: +7 727 2447544

daxc: +7 727 2447644

On. mouta: pv.kazakhstan@abbott.com
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Pecnyonuxa benapyco u Pecnyonuxa Apmerus

IIpencraBurensctBo OOO «Abbott Laboratories GmbH» (IlBeiinapckas xoHpeneparus)
B PecniybOnmke benapych

220073, r. MuHuck, 1-w1if 3aropoansiii nep., 1. 20, opuc 1503.

Tenedon: +375 172591295, +375 172022361

dakc: +375 172567920

Taxke cooOmuTh B AOOOTT O HEXENaTeIbHON pPEaKIMU MpU MPUMEHEHHWH IIpernapara WId
0 xaso0e Ha KauecTBO MOXHO 10 Tenedony +380 44 498 6080 (KpyrioCyTOUHO).

D11, mourta: pv.cis@abbott.com

8 HOMEP PEI'UCTPAIIMOHHOI'O YIOCTOBEPEHUSA

9 JATA NMEPBUYHOM PETMCTPAIIMU (IIOATBEPXKJIEHUSI PETMCTPAIIUN,
HEPEPEI'MCTPALIUN)

JlaTa nmepBoii perucTpanuu:

10 JATA IIEPECMOTPA TEKCTA

OO0mmas xapakTepHucTHKa JEKapCTBEHHOTO mpenapara Kmamun moctynHa Ha WHGOPMAIMOHHOM
noptaie EBpa3uiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAITMOHHO-KOMMYHUKAIIMOHHOW CETH
«uTeprer» http://eec.eacunion.org/.
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