COOTBETCTBYET 3KCMEPTHOMY OTUETY

ot 16.12.2025 N= 31258

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFG TIPEITAPATA “0°)

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Knaputpomunma-OBL, 500 mr, Ta0G1eTKH, TOKPBITHIEC TNIEHOYHOM 000JIOYKOM.

2. KAYMECTBEHHBIA U KOJIMYECTBEHHbBIN COCTAB

JlelicTByrolee BEIECTBO: KIIAPUTPOMHUIIMH.

Kaxxnas tabnerka comepxut S00 Mr KIIapuTpOMHITHA.

BemecTBa, HanmuuKMe KOTOPHIX HAJ0 YUYUTHIBATh B COCTaBE JICKAPCTBEHHOIO IpernapaTa: HaTpui
(cm. paznen 4.4).

[TonHbI# TepeueHb BCIIOMOTaTENbHBIX BEIIECTB MPHBEIeH B pa3zaene 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabneTKu, MOKPBITHIC TUICHOYHON 000JI0YKOM KEJITOTO [IBETA, TBOSKOBBIITYKIIBIC, TIPOI0TOBATON
(GhopMBI CO CKPYTIICHHBIMH KOHIIaMU, C puckoil. Ha monepeunom paspese sapo 6es1oro uim nouTu

OeJoro 1BeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusl K NPUMEHEHHUIO

Knaputpomunina-OBL noka3an k IpUMEHEHUIO y B3pOCIbIX U JeTel B Bozpacte oT 12 o 18 ner
Opu  HMH(PEKIHOHHO-BOCTIAJIUTEIbHBIX 3a00JI€BaHUSX, BBI3BAHHBIX YYBCTBUTEIBHBIMH K
KJIAPUTPOMULIMHY MUKPOOPTaHU3MaMHU:

e MH(EKIUN HUKHUX JbIXaTeNbHBIX MyTel (Takue Kak OpOHXUT, MTHEBMOHNSA);

e MH(EKIUN BEPXHUX JbIXaTeIbHBIX MyTel (Takue KaK (PapuHTUT, CHHYCHT);

e MH(EKIUN KOXKU M MATKUX TKaHEW (Takue Kak (DOJUTMKYJIMT, BOCHAJIEHHE MOJKOXKHOMN
KJIETYaTKH, POXKa);

® JIMCCEMUHHUPOBAHHBIE WJIU JIOKAIN30BAHHbIE MUKOOAKTepUaIbHbIE HH(EKIINH, BHI3BAaHHbBIE
Mycobacterium avium u Mycobacterium intracellulare;

e Jlokanmu3oBaHHbIe HH(pekiuu, BbI3BaHHBIE Mycobacterium chelonae, Mycobacterium
fortuitum u Mycobacterium kansasii;

e MpoQWIaKTUKa  pPACIpPOCTPaHEHHUS  HMHPEKUUH,  OOYCIOBIEHHON  KOMILIEKCOM
Mycobacterium avium (MAC), BUY-uHuUIMPOBaHHBIM TMAlMEHTAM C COJACPKaHHEM
mamponuroB CD4 (T-xenmepHrx muMdormtos) He 6omee 100 B 1 MmS;

e opamukamms H. pylori u cHmKeHne 4acTOTHl PEHHUIUBOB S3BBI JBEHAALATHIICPCTHOM

KHIIIKH.
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4.2. Pe:xuM 103UPOBAHMSI M CIIOCO0 NMPUMeEHEeHHUs

PexxuM J103upoBaHus

Bspocnvie

OObIuHas peKOMEHJ0BaHHAs J03a KiaputpomuimHa — 250 mr 2 pasza B JieHb (B 3TOM CiIy4ae
BO3MOXXHO TPUMEHEHHUE KIAPUTPOMHIIMHA B JIEKAPCTBEHHON (GopMe «TabJIeTKH, MOKPHIThIC
IUICHOYHOU 000J1049K0#, 250 MI»).

B cnyuae Oosee Tsokenbix nHGEKIHN 103y yBenuduBaroT 10 S00 Mr 2 pasa B JIeHb.

OObIuHAs MPOAOHKUTEIIBHOCTD JICYCHHS COCTABIIAET OT 5 10 14 nHei.

HckimroueHne cocTaBisioT BHEOOIbHUYHAS THEBMOHUS M CHHYCHUT, KOTOpPbIE TPEOYIOT JICUEHUS OT
6 o 14 nueil.

Jlo3bl 0715 1e4eHust MuK06aKmepuanbelx qu)eKuuﬁ, Kpome my6ep7<wzes’a.'

[Tpu MukoOakTepuaibHBIX HHPEKIUAX PEeKOMEHJ0BaHa 03a KiapuTpomuunHa 500 mr 2 pasa B
JICHb.

Jleuenne nuccemunupoBaHHbix MAC nndeknmii y manuentos co CIIM oM crenyer mpomaomkaTh
0 TeX TOop, MOKa HuMeeTcs KIMHWYeCKas W MHUKpoOHosorndeckas dPQGEeKTHBHOCTD.
KnaputpomuiuH cienyer Ha3HayaTh B KOMOMHALIMY € JPYTUMHU aHTUMUKPOOHBIMU IIperiapaTaMH,
aKTUBHBIMM B OTHOIUIEHMM JaHHbIX Bo30Oynuteneil. JIIUTENbHOCTH JI€UEHMsT APYTUX
HeTyOepKyJIe3HbIX MUKOOAKTEpUAIbHBIX MH(EKINI yCTaHABINBAET Bpay.

Jlna npodhunaxmurxu undexyul, evizeannvix MAC:

Pexomenayemas no3a knapurpomunaa — 500 Mr 2 pas3a B J1€Hb.

Jlns spaduxauuu H. pylori:

VY NanueHToB ¢ A3BEHHOH 00JIe3HBI0, BBI3BaHHOUN nHbeKIuen H. pylori, KiTapuTpOMHUIIMH MOKHO
Ha3zHayathb 1o 500 mr 2 pa3a B AeHb B KOMOMHAIIMU C IPYTUMH aHTUMUKPOOHBIMU IIpenapaTaMy 1
MHTUOUTOpaMH MPOTOHHOT'O HAacoca B TeueHue 7—14 aHel, B COOTBETCTBUU C HALIMOHAIBHBIMU U
MEXTyHApOAHBIMH PEKOMEHIAIUSIMH I10 JIeueHH o nHpekuuu H. pylori.

Oco0ble TPVIIILI TAIKEHTOB

Tlayuenmul ¢ noyeunol HeOOCMAMOUHOCIbBIO
[Taruentam ¢ knmupencom kpearnnuHa (KK) menee 30 mur/MuH Ha3HAuYalOT MOJOBUHY OOBIYHON
03Bl KJIAPUTPOMUIIMHA (B JaHHOM Ccllydae Hcmonb3yercs no3a 250 wr). JleueHwe Takmx
MAIMEHTOB MPOJIOJDKAIOT He Oosiee 14 mHei.

eTH
Pexxum no3upoBanus y nereit B Bo3pacte ot 12 10 18 neT He oTiinyaeTcs OT peKruMa 103UPOBAHUS
Ut B3pocibiX. [IpuMeHeHne KIapuTpoOMHUIIMHA B BUAE TaOJETOK y AeTei Mianamie 12 meTr He
M3y4asoch.

Crrocob nmpuMeHeHus
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BuyTps. HezaBucumo ot npuema nuiiu.

4.3. IlpoTUBONOKA3AHUS

e [ WMnepuyBCTBUTENBHOCTh K KIAPUTPOMHUIMHY, MAaKpOJHIaM WM K JI0OoMy U3
BCIIOMOTATEJILHBIX BEILIECTB, IEPEUUCICHHBIX B pazjene 6.1.

e  OJHOBPEMEHHBIH MpreM KIAPUTPOMHUIIMHA CO CJIETYIOIIKMMU MTpernapaTaMu: aCTeMH301II,
[U3anpuI, TUMOo3u I, TepdheHaans (cM. pasznen 4.5).

e  OaHOBpPEMEHHBIN MPUEM KIAPUTPOMHUIIMHA C JOMHUTAMUIOM (CM. paszen 4.5).

e OpaHOBpEMEHHBIH MpHEM KIAPUTPOMHUIIMHA C AJKAIOMIAMH CIOPBIHBH, HAIPUMEp
ProTaMUHOM, AUTUIPOIPTOTaMUHOM (CM. paszen 4.5).

e OJIHOBpPEMEHHBIM MpHEeM KIAPUTPOMHUIIMHA C MHJA30JaMOM JJisi TEePOPaTbHOTO
npuMeHeHus (cM. pazzaen 4.5).

e OnHOBpEeMEHHBIN mpueM KiapuTpoMuimHa ¢ uHruoutopamu ['MI-KoA-pemykrassi
(craTuHAMU), KOTOPBIC B 3HAYUTEILHON CTEIIEHU META0OIU3HPYIOTCS H30(hepPMEHTOM
CYP3A4 (noBacTaTUH WM CUMBACTaTHH), B CBSA3H C MOBBIIICHHEM PHCKAa MHUOIATHUH,
BKJIFOYAs paboMHOJIN3 (CM. pas3zen 4.5).

e (OJHOBPEMEHHBIH NpUEM KIAPUTPOMUIIMHA C KOJIXULUHOM (CM. paznen 4.5).

e OpaHOBpEMEHHBI TNpHEM KIAPUTPOMHUIIMHA C THKArpeIopoM, HBaOpaguHOM MU
PaHOJIa3UHOM.

e VmmuHenue wuHTepBaia QT B aHamHe3e (BpOXKIEHHOE WM TNPUOOPETEHHOE
3aperucTpupoBaHHoe yuinHeHue wuHTepBana QT) wumm skemymodkoBas apuTMus,
BKJTFOYAS JKEITyIOYKOBYIO TaXUKAPIUIO TUTIA «TUPYIT» (CM. paznensl 4.4 u 4.5).

e KunaputpoMunuH He cCleQyeT MPHMEHATh Yy TAIHUEeHTOB C JJIEKTPOIUTHBIMHU
HapyHMEHWSIMA (TUTTOKAJTMEMHUEH WIIM TUITOMAarHUEMHUEH) B CBSA3H C PHCKOM Y UTHHEHHSI
unrepana QT (cMm. paznen 4.4).

e TsKenas meuyeHOYHasl HEJOCTaTOYHOCTh, MPOTEKAIOIasi OJHOBPEMEHHO C MOYEYHOM
HE/I0CTaTOYHOCTBIO.

e XoJecTtaTHueckas KenTyxa / rematuT B aHAMHE3€, Pa3BHBIIUECS MPH MPUMCHECHUH
KJIApUTPOMHUILIMHA (CM. pa3zen 4.4).

e Tlopdupus.

e [lepuon rpyJHOrO BCKapMIIMBAHMUS.

e Bo3spacr 10 12 net (3 PpeKkTUBHOCTH U OE30MACHOCTH HE YCTAHOBJICHBI).

4.4. OcoOble ykazaHusl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH
[Tpenapart cienyeT NpUMEHSTh C OCTOPOKHOCTBIO MPH CIEAYIOIIUX COCTOSIHUSAX:

* [ToyeuHass HEIOCTATOUYHOCTh CpCI[HCI\/'I U TSDKEJIOM CTETICHH.
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* [TeyeHOYHAsE HEIOCTATOYHOCTD CPETHEN U TAKEIOM CTeEIE'HH

* OIHOBpPEMEHHBIN TIpUEM KIAPUTPOMHIIMHA ¢ OCH30/JMa3eNMHAMH, TAKUMHU KaK aJllipa3oliaMm,
TpHa3ojiaM, MHJIA30JI1aM JUIsi BHYTPUBEHHOTO NMPUMEHEHUS WIN JJII HAHECCHHS Ha CIU3HCTYIO
o6oiouky pra (cm. pasaen 4.5).

* OTHOBPEMEHHBIN ITPUEM C MperapaTaMu, KoTopbie MeTaboausupyrores uzodpepmentom CYP3A,
Harpumep KapOaMa3ermmHOM, [IUJIOCTA30JIOM, [UKIIOCTIOPHHOM, TU30TTUPAMUTIOM,
METHIIIIPETHU30JI0HOM, OMETIPA30JIOM, HETIPSIMBIMHA aHTHKOATYJITHTaMU (Harpumep, BaphapuH),
XUHHIHHOM, pr(adyTHHOM, CHIIeHADUIOM, TaKPOJIUMYCOM, BUHOIACTHHOM (cM. paszen 4.5).

* OHOBpPEMEHHBIN TIPUEM C MpernapaTamMu, HHAynupyonmmu nzodpepmertr CYP3 A4, nanpumep
pubaMIUITHOM, (beHUTONHOM, KapOamMa3zenuHoM, (benobapouTanom, 3BepoOoeM
HPOJIBIPSIBICHHBIM (CM. pasnen 4.5).

* OgHOBpEMEHHBIN MpUEM KIAPUTPOMUIIMHA CO CTAaTUHAMHU, HE 3aBUCAIIUMHU OT MeTaboiun3ma
usodepmentra CYP3A (manpumep, paysacratun) (cM. paszaen 4.5).

* OpnHOBpeMEHHBIH MpUEM ¢ OJOKaTOpaMH MEJICHHBIX KaJbIUEBBIX KAHAJIOB, KOTOPHIC
MeTabommsupytorcs uzopepmenrom CYP3A4 (Hanpumep, Bepanamul, aMJIOAUITHH, JTUITHAZEM).
* OIHOBpPEMEHHBIN THpUeM KIAPUTPOMHUIIMHA C TEPOPATbHBIMU AHTUKOATYJISSHTAMHU MPSMOTO
NEHCTBUS, TaKMMHM Kak JaburaTpaH, puBapokcabaH, amukcabaH U 3A0KcabdaH, OCOOCHHO Y
MAlMEHTOB C BHICOKUM PUCKOM Pa3BUTHS KPOBOTeUEHUM (CM. pasnen 4.5).

* [TattenTs ¢ umemuueckoit 6onesnwio cepana (MbC), Tsoxenoit cepeuHoii HeT0OCTaTOYHOCTHIO,
HApYIICHUSIMH TPOBOJUMOCTH WJIM KIIMHUYECKH 3HAYMMOM OpaauKapauel, a Takke MallueHTHl,
OJIHOBPEMEHHO TMPUHUMAIOIINE aHTHapUTMHUecKue mpemnapatel [A  kimacca (XMHHIUH,
npoxaunnamun) u 1l knacca (modernnua, aMmuogapoH, COTAJION).

* bepeMeHHOCTb.

JlnutenpHBINA MprueM aHTUOMOTUKOB MO>KET MPUBOIUTH K 00Pa30BaHUIO KOJOHUHN C yBEIUYCHHBIM
KOJIMYECTBOM HEUYBCTBUTENBbHBIX OakTepuii u rpuboB. Ilpu cynepundexiun HE0OX0AUMO
HA3HAYUTHh COOTBETCTBYIOIIYIO TEPAITHIO.

HazHaueHue KIapUTPOMHIIMHA OEpEeMEHHBIM XKEHIWHAM JOHKHO TPOBOIUTECS TPH TINATEITHHON
OIICHKE COOTHOIICHHUS PHCKAa M TOJNb3bl, OCOOCHHO B TEUEHHE TEPBBIX TPEX MECIIEeB
OepeMEeHHOCTH.

[Tpy mpuMeHEeHWH KIAPUTPOMHUIIMHA COOOMANIOCH O IMEYCHOYHOW TUCHYHKIUHU (TTOBBIMICHUE
AKTUBHOCTH TEYCHOYHBIX (DEPMEHTOB B KPOBH, TCMATOICIUTFOJISIPHBIA W/WIH XOJECTAaTHISCKUN
TemaTutT c xXentyxod uinu 6e3). [leueHouHas nucHyHKIUS MOKET OBITH TSKEIOH, HO OOBIYHO
ABIsIeTCS 0OpaTuMoil. IMeroTcs ciayyan Me4eHOYHONW HEeIOCTATOYHOCTH C JIETAIbHBIM UCXOJI0M,
TJIABHBIM 00pa3oM CBSI3aHHBIC C HAJIMYHUEM CEPhE3HBIX COIMYTCTBYIOIIUX 3a00JICBAHHMMA W/WITH

OIHOBPCMCHHBIM NPUMCHCHHUEM APYTIUX JICKAPCTBECHHBIX CPCIACTB. HpI/I MOABJICHHUU IIPHU3HAKOB U

4
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JKHUBOTA TPH MAaJIbIIAIUH, HEOOX0IUMO HEMEUICHHO MPEKPATHTh TEPAIIHIO KIAPUTPOMHIIMHOM.
[Mpy HanmuuMM XPOHHYECKUX 3a00JCBAHMU IEYEHU HEOOXOIUMO IPOBOJUTH PEryJSIPHBINA
KOHTPOJIb PEPMEHTOB CHIBOPOTKU KPOBH.

[lpy neyeHMHM TPAKTUYECKH BCEMH aHTHOAKTEpUAIBHBIMH CPEICTBAMH, B TOM YHUCIIE
KJIAPUTPOMHIIMHOM, OITUCAHBI CIyYau MCEBIOMEMOPAHO3HOTO KOJIUTA, TAXKECTh KOTOPOTO MOXKET
BAPBUPOBATHCS OT JIETKOM [0 yrpoxawuiend xku3Hu. I[Ipu JiedeHMM MNpakTUYECKU BCEMU
aHTHOAKTEpUAIBHBIMU TIpeNapaTaMi, B TOM YHCJIEC KJIAPUTPOMHUIIMHOM, ONKCAaHBbI CIy4au
Clostridium difficile-acconnupoBanHoii auapeu, TSHKECTh KOTOPOHM MOKET BapbHPOBATHCA OT
JIETKOM JMaped 0 YrPOXKAMOIIEro >KH3HU KoiuTa. AHTHOAKTepHAlIbHBIC IMpernmapaTbl MOTYT
U3MCHUTHh HOPMAJIBHYIO MUKPOQIIOPY KUILICUHKKA, 4TO MOKeT npuBecTu K pocty C. difficile.
IceBnomemOpano3ubiii koaut, Bbhi3BaHHbI Clostridium difficile, neooxomumo momo3peBath y
BCEX MAIMUCHTOB, Y KOTOPBIX ITOCJIC TPUMEHEHHS aHTUOAKTEPHATIBHBIX CPEIICTB PA3BIIIACH TUAPES.
[Tocne mpoBeneHus Kypca aHTUOMOTHUKOTEpANMU HEOOXOIUMO TIIATEIBHOE MEIUIIMHCKOE
HaOroeHre 3a marueHToM. ONHCHIBAIMCH CIIydad Pa3BUTHS IICEBIOMEMOPAHO3HOTO KOJIHMTA
CITYCTS 2 Mecsilia IMoclie pueMa aHTHOMOTHKOB.

[lpu nedeHNHM MaKpOJIUAAMH, BKJIHOYAs KIAPUTPOMHIIMH, HAOIIOAAJIOCh YIUTMHEHUE CepACYHOMN
penonsipusaiu ¥ uHTepBaia QT, BRI3bIBas PUCK Pa3BUTHS CEPACUHON apUTMHHU H JKEITYI0UYKOBOM
TaXUKaAPAUU THITA «HPYIT» (cM. pasmen 4.8). Tak Kak caeayrolue CUTyallid MOTYT IIPUBECTH K
YBEIUYCHHUIO PUCKA Pa3BUTHUS KEITYTOUYKOBBIX QPUTMHH (B TOM YHCIIC JKEITYT0YKOBOH TaX KA THH
TUIIA «ITHPYIT), TO

- KJIIAQPUTPOMMIIMH HE JIOJDKEH MPUMEHSTHCS Y CIEAYIONINX KaTerOpHid MallMeHTOB:

* y MaIMEHTOB C THIOKanueMucei (cm. pasuen 4.3);

* y MAIIMEHTOB ¢ TUIOMaraueMueii (cMm. pasnen 4.3);

* y MAIMEHTOB, TPUHUMAIOIIUX aCTEMHU30JIOM, ITH3AIPUIOM, TUMO3UIOM H TepheHATUHOM (CM.
paszzaen 4.3);

* Y MalMEHTOB C BPOXJECHHBIM WM TMPUOOPETCHHBIM 3apErHMCTPUPOBAHHBIM YAJTHHCHHEM
unTepBayia QT win HaTMYKEM KETyI0YKOBOM apuTMUU B aHaMHe3e (cM. paszen 4.3);

- KJIAPUTPOMHUIIMH JIOJIKECH MMPUMEHATHCSI C OCTOPOXKHOCTBIO Y CIICTYFOIIUX KATErOPHiA MAIUCHTOB:
* y mamueHToB ¢ wumemudeckoir Oomesnpto cepama (MBC), Tskemoit  cepmedHoi
HEI0CTaTOYHOCTHIO, HAPYIICHUSIMH ITPOBOJAUMOCTH HJIH KIIMHUYECKH 3HAUUMOM OpaanKapaneii;
* y MaIUEHTOB, OJIHOBPEMEHHO MPHUHUMAIOIIHNX JIPYTHE JIGKAPCTBEHHBIC TIPENapaThl, CBSI3aHHBIC C

ymmHenneM natepsaia QT (cM. paszen 4.5).



COOTBETCTEBY ET_ :

ot 16.12.2025 Ne 31

B xone 3nuneMuoIornyecKux UCCcieqOBaHui 1T HqueH'IH(IJ_'I[;H-éEa—‘lge%ﬁel_l%gﬁplflf;}'rb]_fcépﬁét'{Ho-

MY OTYETY

COCYIUCTBIX HCXOJOB TpU TNPUMEHEHHH MAKpPOJIUAOB ObUIM TIOJTYYECHbI HEOIHO3HAYHBIC
pe3yibTaThl.

B HexkoTopbIx HaOJIOAATENIBHBIX HCCIIEAOBAHUAX OBbLI YCTAHOBJIEH KPaTKOBPEMEHHBIH PHUCK
pasBUTHs apUTMHUM, MH(apKTa MHOKAapAa M CMEPTH OT CEpAECYHO-COCYAUCTBIX 3a00JIEeBaHUH,
CBA3aHHBIM C IPUMEHEHMEM MAaKpOJIMAOB, BKIIOYas KiaapurpomMuuuH. [Ipu HazHaueHuu
KJIApUTPOMHUIIMHA CJIEAYET COOTHOCUTBH IPEAIOaracMyro IIOJIb3y OT IIpHEMa Ipernapara ¢
JAaHHBIMU PUCKaMH.

B0o3MOXHO pa3BUTHE IIEPEKPECTHOM PE3UCTCHTHOCTH K KIAPUTPOMULMHY M JAPYTUM
AHTUOMOTHKAM TPYIIbI MAKPOJIMJIOB, a TAKXKE JIMHKOMULIMHY U KIIMHAAMULIUHY .

VYuauThIBas pPacTyIIyH PE3UCTEHTHOCTh Streptococcus pneumoniae K MakpoJHaaM, BayKHO
IIPOBOAMUTH TECTUPOBAHNE YYBCTBUTEIBHOCTU IIPH Ha3HAYEHHWH KJIIAPUTPOMMIIMHA ITALIUEHTaM C
BHEOOJIbHNYHOM mnHeBMOHUeH. Ilpu rocnuranbHOM NHEBMOHUM KIAPUTPOMMIMH CIEAyeT
NPUMEHATh B KOMOWHAIMH C COOTBETCTBYIOUIMMH aHTHOMOTUKAMH.

Nudexuun KOXM M MITKUX TKaHEW JIETKOM W CpeIHEW TSHKECTH 4Yalle BCEr0 BBI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu stom 06a BO30yauTENsT MOTYT OBITH
yCTONYMBBI K Makposingam. [103ToMy BaskHO IPOBOJIUTH TECT HA UyBCTBUTEIBHOCTD.
Makpomuisl MOXKHO NMPUMEHSTh pU MH(MEKIMIX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIEBaHUSAX YTPHU BYJbIapHbIE U PO’Ka, a TAKXKE B TEX CUTYyalMsIX, KOTJA HEJIb3sl IPUMEHATh
MIEHULWJIJINH.

B cnyuae nmosiBieHHsI OCTpBIX peakLuil TUIepUyBCTBUTEIBHOCTH, TAKUX KaK aHa(UIaKTHUeCKas
peakuus, TshKeble KOXKHBIE JIEKapCTBEHHBIE peaklNK (HarmpuMep, OCTpbI reHepaaTn30BaHHBIN
AK3aHTEMATO3HBIN MyCcTyJe3), cuHapoM CTuBeHca — J[PKOHCOHA, TOKCHUECKUH SMUIEpPMaIbHBIN
HEKPOJIU3 M JIEKapCTBEHHAasl ChIIIb C J03MHOQMINEH M cucTeMHOM cumnromarukoil (DRESS-
CHUHJIPOM), HEOOXOAMMO Cpa3y e TNpPeKpaTuTh MpHeM KIAPUTPOMHMIIMHA U HAdaTh
COOTBETCTBYIOLIYIO TEPAHUIO.

B caywae coBMecTHOro mnpuUMeHeHHMs ¢ BappapuHOM WIM JPYTUMHU  HENpsIMbIMU
aHTHUKOATyJIIHTaMH HeoOxoauMo KoHTpoiaupoBate MHO u npotpomOnHOBOE BpeMs (CM. pas3zien
4.5).

Cnenyer coOmofaTh OCTOPOXKHOCTh IPHU OJHOBPEMEHHOM IMPUMEHEHUH KJIapUTPOMHUIIMHA C
NepopaTbHBIMU aHTUKOATYJISIHTAMU IPSIMOTO AEUCTBUS, TAKUMU Kak JaburatpaH, puBapokcabdas,
anukca0aH 1 3/10kcabaH, 0COOEHHO Y MAIMEHTOB C BBICOKMM PUCKOM Pa3BUTHsI KPOBOTEUEHUS (CM.
paznen 4.5).

Ilepen Ha3HaueHWEM KIAPUTPOMHMIIMHA BCEM ITAlMEHTAM, NPUHUMAIOIIMM THIPOKCUXJIOPOXUH

HIIN XJIOPOXHWH, TINATCIBHO B3BCCHTEC COOTHOIICHUC IIOJB3bI W pPUCKa H3-3a MOTCHIUAJIBHO
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paznen 4.5).

BcrnioMmorarensHble BEIECTBA

JlaHHBII JIeKapCTBEHHBIN Mpenapar coAepKUT Menee 1 Mmoib (23 Mr) HaTpus Ha OJHY TaOJIETKY,
TO €CTh IO CYTH HE COJICPKUT HATPUSI.

4.5. B3anMojgelicTBMe C JAPYrHMHM JIeKAPCTBEHHbIMH TMpenapaTaMd M JApPyrue BHJbI
B3aMMO/1eliCTBUA

[IpuMeHEHHE CICAYIONIMX MPEapaToB COBMECTHO C KIIAPUTPOMHUIIMHOM IPOTHUBOIIOKA3aHO B

CBs3HU C BO3MOKHOCTBHIO Pa3BUTHA CEPHE3HBIX MOOOYHBIX Bd)(beKTOB

Luzanpuo, numosuo, mepghenaour u acmemuson

[Tpr COBMECTHOM MpHEME KIAPUTPOMHUIIMHA C LU3AMPHIOM, MMUMO3UAOM, TepheHATUHOM HIIN
ACTEMHU30JIOM COOOIIATIOCh O MOBBIIICHUU KOHIICHTPAIIUHU MOCICTHUX B TUIa3ME KPOBH, YTO MOXKET
NPUBECTH K YyAIUHEHUIO wuHTepBaia QT M MOSBICHUIO CEPICYHBIX apUTMUH, BKIOYAsS
KEIYI0YKOBYIO TaXUKaAPIUI0, PUOPUILISLIUIO KETYA0UKOB U KEITYA0UYKOBYIO TaXUKAPIHIO THUIIA
«upya3t (cM. paznen 4.3).

Ankanouowt cnopuvlibu

[TocTperucTpalluOHHBIE HCCIICAOBAHUS TOKa3bIBAIOT, YTO IIPU COBMECTHOM IIPUMCHCHUU
KJIAPUTPOMHMIIMHA C SPTOTAMHUHOM HIJIA JTUTHAPOIPTOTAMUHOM BO3MOYKHBI ClIeAyIONIHe () (HEKTHI,
CBSI3aHHBIC C OCTPBIM OTPABIICHHEM IperapaTtaMH TPYIIbl 3PTOTAMHUHOB: COCYAUCTBIN CIIa3M,
UIIIEMUs] KOHEYHOCTEH M IPYTUX TKAaHEH, BKIIFOYast IEHTPAIBHYIO HEPBHYIO CHCTEMY.
OMHOBpEMEHHBIN TMPHEM KIAPUTPOMHUIIMHA C AIKAJIOWJAMH CIOPBIHBM MPOTHBOIOKA3aH (CM.
paszaen 4.3).

Muoa3zonam 0na nepopanbHo2o npuUMeHeHUs

[Tpu coBMeCTHOM MPUMEHEHHH MUIa30J1aMa U KIapuTpoMuIitnHa B popme tadietok (500 mr nBa
pasa B JieHb) oTMeuanoch yBenndenne AUC mua3onama B 7 pa3 mociie nepopajbHOro npruema.
OMHOBpPEMEHHBIN MPHEM KIAPUTPOMHUIIMHA C MHAA3071aMOM Ui TEPOPaATBLHOTO MPUMEHEHUS
npoTHBOMOKa3aH (cM. pasuen 4.3).

Uneubumopwor I' MI-KoA-pedykma3swi (cmamutul)

OMHOBpEMEHHBI  TIpUEM  KJIAPUTPOMHIIMHA C  JIOBACTATHHOM WJIM  CHMBACTaTHHOM
NpOTHBOIOKAa3aH (M. paszen 4.3) B CBSI3HM C TEM, YTO JaHHbIE CTATUHBI B 3HAYUTEILHOM CTETIEHN
MeTtabonuzupyroTcs nzopepmenToM CYP3A4 u coBMEeCTHOE TPUMEHEHNE C KIAPUTPOMHUIITUHOM
MIOBBIIIAET WX CHIBOPOTOYHBIE KOHIIEHTPAIMU, YTO MPUBOJIUT K TMOBBIIICHUIO PHCKA PAa3BUTHUS
MUOIATHH, BKJIOYas padmomuonin3. CooOmanock O ciydasx padJoOMHONIHM3a y MAlMEeHTOB,

MMPUHHUMABIINX KIIAPUTPOMUIIMH COBMECTHO C IaHHBIMU IIpCriapaTaMu. B ciiydac HeO6XO}II/IMOCTI/I
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BpeMs TepaIuH.
KnaputpoMunine ciegyer MpUMEHSTh ¢ OCTOPOXKHOCTBIO TMPU KOMOMHUPOBAHHON TEpamuu C
JpyTUMH CcTaTuHaMH. B ciaydae HeoO0XOAMMOCTH COBMECTHOIO IIpHMEMa PEKOMEHIyeTCs
IPUHUMATh HAUMEHBUIYIO 103y CTaTMHA. PekoMeHayeTcs NPUMEHSITh CTaTUHBI, HE 3aBUCSIIIE OT
merabonu3ma m3opepmenta CYP3A (mampumep, ¢uysacratun). CreayeT KOHTPOJIMPOBATH
pa3BUTHE MPU3HAKOB H CAMIITOMOB MHOIIATHH.

Jlomumanuo

OnHOBpEMEHHBIN NIpUEM KJIApUTPOMULIMHA C JIOMUTAIIMAOM HPOTUBOIOKA3aH M3-3a pPUCKA
CYIIECTBEHHOTO MOBBIIICHUSI AKTHBHOCTH TpaHCaMHHA3 B IUia3Me KpoBu (cM. paszzgen 4.3).
[IpoTuBONIOKa3aHO MPUMEHEHUE KJIAPUTPOMHULIMHA BMECTE C THKarpeiopoM, MBaOpaguHOM U
paHoJIa3uHOM, KOTOphIe MeTabonu3upyrorces npeumyinectBeHHO CYP3A4 (cm. pasnen 4.3).
Cosmecmmuoe npumenenue ¢ 2UOPOKCUXTIOPOXUHOM U XTIOPOXUHOM

JlanHple  HaOMIOJEHWH MOKa3aJd, 4YTO COBMECTHOE IPHUMEHEHHE a3UTPOMHUIIMHA C
THJIPOKCUXJIOPOXHHOM y TAIMEHTOB C PEBMATOUTHBIM apTPUTOM CBS3aHO C IOBBIIICHHBIM
PHCKOM  CEepAECYHO-COCYJIUCTBIX COOBITUH M  CEpleYHO-COCYAUCTOW cMepTHocTH. M3-3a
BO3MOXKHOI'O aHAJOIMYHOI'O PHUCKAa MpU NPUMEHEHUM APYTUX MAaKpoJUIOB B COYETAaHUM C
TUAPOKCUXIJIOPOXUHOM WJIM XJIOPOXHUHOM CJIEYET TIIATEIbHO B3BECUTh COOTHOLLIEHUE IMOJIb3bI U
pUCKa, TpeXIe 4UYeM Ha3HayaTh KJIAPUTPOMHUIIMH JIIOOBIM TAIMeHTaM, TNPUHUMAIOLIIIM
THJIPOKCUXIJIOPOXHUH MIIH XJIOPOXHH.

Brusanue opyaux n1exapcmeeHHblx npenapamos Ha KiapumpoMuyuH

[Ipenapatsl, sBiusiomuecs uHaykropamu uzopepmenta CYP3A (manpumep, pudamnuiug,
¢denuTonH, kapbamazenuH, peHodbapouTan, 3BepoOO MPOABIPSIBIECHHBIN), MOTYT UHIyLIUPOBATh
MeTa0O0IM3M KIApUTPOMULIMHA. DTO MOXKET NPHUBECTH K CyOTEepaneBTHYECKOW KOHIEHTpaluu
KJIApUTPOMMLIMHA, YTO NMPHUBOJUT K CHHXKEHHIO ero 3¢dexruBHocTu. Kpome Toro, HeodOxoaumo
HaOMroaTh 3a KOHIEHTpamnue uHaykropa nzodepmenta CYP3A B miasme KpoBH, KOTOpas
MOJKET TMOBBICUTBCS M3-3a MHruOupoBanusi uzodepmenta CYP3A xmaputpomununom. Ilpu
COBMECTHOM TpUMEHEHHH pupadyTHHa U KIAPUTPOMMIMHA HAOMIOANOCh IOBBILICHHE
IUIa3MEHHOW KOHIIEHTpaluu pudadbyTMHa W CHUXKEHHE CBHIBOPOTOYHOM KOHIIEHTpALUU
KJIAPUTPOMHIIMHA C TIOBBIIIEHHBIM PUCKOM PAa3BUTHS YBEHTA.

Crnenyromue mpenaparbl O0NagalOT JOKa3aHHBIM WM TpEANojaraéMblM BIMSHHUEM Ha
KOHIIGHTPALMIO KJIAPUTPOMUIIMHA B IJIa3Me€ KPOBH; B CIyyae UX COBMECTHOI'O NPHUMEHEHHS C
KJIAPUTPOMHULIMHOM MOXKET MOTpPeOOBAThCA KOPPEKIUS 103 WM Mepexo]l Ha albTepHATUBHOE
JIeYeHue.

Dpasupens, nesupanun, pupamnuyun, pugdadbymur u pughaneHmun
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CHiIbHBIC HHIYKTOPHl CHCTEMBbI muTOXpomal P450, " 'ZL%HQEQ&E'%E%@@' Tﬁ'ellal'ﬁlpliﬁHH,

pudamnuiH, pudadyTud U pudaneHTHH, MOTYT YCKOPSATh METAa00IM3M KIApPUTPOMHIIMHA, H
TaKUM 00pa30M IMOHMKATh KOHLIEHTPALMIO KJIADUTPOMHULIMHA B IJIa3M€, U BMECTE C TEM IIOBBIIIATH
KOHIIEHTPaIHIO 14-OH-knapuTpomMuLHa — MeTaboIuTa, TaKXXe SIBJISIFOIIIETOCS
MHUKPOOHOJIOTNYECKH AKTUBHBIM.

[TockonbKy MUKpOOHOJOrHYecKass aKTHBHOCTh KiapurpoMuimaa u 14-OH-xmapurpoMunna
OTJIMYACTCA B OTHOIICHUM PAa3IMYHBIX OaKTepuil, TeparneBTHUECKUN IPPEKT MOXKET CHIKATHCA
IPY COBMECTHOM NPUMEHEHUH KJIAPUTPOMHUILIMHA U HHAYKTOPOB (DEPMEHTOB.

Ompasupun

KoHnuenTpanus KIapuTpoOMHUIIMHA CHUYKAETCS] IPU UCIOIb30BAaHUM 3TPABUPHHA, HO ITOBBIILIAETCS
KOHIIEHTpalnus akTuBHOTO Metabonmuta 14-OH-knmaputpomununa. Ilockoneky  14-OH-
KJIapUTPOMHUIIMH 00J1a/1aeT HU3KON aKTUBHOCTBIO 110 OTHOIICHHUIO K HHpekimsam Mycobacterium
avium complex (MAC), MmoxeT MeHSThCS 00Iasi AKTHBHOCTh B OTHOIICHHHU 3THX BO30yIUTENEH,
no3romy juid geuenuss MAC crenyer paccMaTpuBaTh allbTEPHATHBHOE JIEUEHUE.

Dnykonason

CoBMecTHBII npueM (iaykoHaszona B go3e 200 Mr exxeqHEBHO U KJIapuTpoMuiinHa B g1o3e 500 mr
JiBa pa3a B JieHb Y 21 370poBOro J00pOBOJIbIA MPHUBENIO K YBEJIMYEHUIO CPEJAHEr0 3HAUYEHUS
MUHHMAaJIbHON paBHOBECHOW KoHIeHTpanuu kiaputpomunuHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM MpHEM 3HAYUTEIBHO HE BIMSUI Ha CPEAHION
PABHOBECHYIO KOHIEHTpalMI0 akTUBHOTO Merabonurta 14-OH-knapurpomununa. Koppekiys
J103bI KIIAPUTPOMUIIMHA B ClTyyae COIMyTCTBYIOIIETo IpruemMa (pirykoHa3ola He TpedyeTcs.
Pumonasup

®apMaKOKMHETUYECKOE UCCIIEJOBAHUE MOKa3al0, YTO COBMECTHBI MpUEM PUTOHABHUpA B J103€
200 Mr kaxkaple BOCEMb 4acoB M KiapuTpomuiuHa B 1o3e 500 mr kaxasle 12 gacoB NpHUBEN K
3aMeTHOMY MOJIaBJIEHUIO MeTabo0In3Ma KIapuTpoMuIiHa. [Ipy COBMECTHOM NpHeMe puTOHABUPA
Chmax KapuTpoMunaa yseauuuiack Ha 31 %, Cmin yBenuuunack Ha 182 % u AUC yBenuunnachk
Ha 77 %. bBpI0 OTMEYEHO MpPaKTUYECKH TOJHOE TMojaBiieHue obpasoBanus 14-OH-
KJIApUTPOMMIIMHA.

bnarogaps mmpokoMy TepaneBTHUYECKOMY JUaNa3oHy KIAPUTPOMHUIMHA YMEHBIIEHUE €T0 03Bl
y NAIMEeHTOB ¢ HOPMaJIbHOM mMouedyHol (yHKUued He TpelOyercs. Y MalKUeHTOB C MOYEYHOU
HEJ0CTAaTOYHOCTBIO 1EIECO00Pa3HO PACCMOTPETH CIEAYIONINE BapUaHThl KOPPEKIIUU J03bI: PU
KK 30-60 mi/MuH 103a KJIapUTPOMHUIIMHA J0JDKHA ObITh yMeHbIeHa Ha 50 %; npu KK menee
30 mMa/MHMH 7032 KJIapUTPOMHUIIMHA JIOJKHA ObITH yMeHbIIeHa Ha 75 %. PutonaBup He cienyer

COBMECTHO IPUHUMATH C KJIQPUTPOMUIIMHOM B J03aX, MIPEBBIMIAOMINX | T//1eHb.
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MOYEK, €CIM PHUTOHABHP HCIONB3YyeTCd KaK (PapMaKOKMHETHUECKUN «yCUIIMTENb» IpU
IPUMEHEHUN APYTUX MHruoutopoB mpoteassl BUY, Bkitouas arazaHaBUp U CaKBUHABHUpP (CM.
nojpaszien «/IByHarnpasieHHOE B3aUMOACHCTBUE JICKAPCTBY).

JlericTBME KIapUTPOMHIIMHA HA IPYTHE JICKAPCTBESHHBIC IPEapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HHMKHOBEHHME J>KEITyJOYKOBOW TaxXxMKapAMHM TUIA «IUPYIT» HPU COBMECTHOM
IPUMEHEHUU KJIApUTPOMUIIMHA U XUHUAWHA WK aAn3onupamuza. [Ipu oqHoBpeMeHHOM npueme
KJIApUTPOMHMLIMHA C OSTUMHM I[penapaTtamMM CleAyeT peryjsipHO IpPOBOJUTh KOHTPOJIb
AJIEKTpOKapAMOrpaMMbl  Ha npeaMeT yaauHeHuss uHTepBana QT, a Takke cuexyer
KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHIIEHTPALIMH 3TUX MIPENapaToB.

[Tpu nmocTperucTpalluOHHOM IPUMEHEHHUH COOOLIAIOCh O CIyyasX pa3BUTHs TUIOTIMKEMUU IpU
COBMECTHOM IpHUeME€ KJIAPUTPOMHULIMHA U Ju3onupamuga. HeobOXonumMo KOHTPOIMPOBATH
KOHIICHTPALIMIO TJIIOKO3bl B KPOBH IPH OJHOBPEMEHHOM NPHUMEHEHHH KJIAPUTPOMHUIIMHA U
JIU30IUpaMua.

Iepopanvhvle cunoenukemuueckue cpedcmea | uncynun

[Tpu coBMECTHOM NMPUMEHEHUH KIAPUTPOMULIMHA U NEPOPATBHBIX TUIOITIMKEMUYECKUX CPE/ICTB
(HampuMep, TPOM3BOJHBIC CYIb(QOHWIMOUYEBUHBI) W/WIM WHCYJIMHA MOXET HaOII0aThCs
BbIpaKeHHasi TUnormkeMusi. OTHOBpEMEHHOE NMPUMEHEHHE KIAPUTPOMHIMHA C HEKOTOPBIMH
TUMOTTIMKEMUUECKUMH TIpenapaTaMy (HampuMep, HATerJIMHU[, MHOITIUTA30H, penarjiuHul U
POCUTIIMTA30H) MOXET MPUBECTH K MHTMOUpoBaHuio nzopepmenta CYP3A ki1apuTpoMUIIIHOM, B
pe3ynbTare 4ero MOXKET pa3BUThCS TUIOTIUKeMHUs. PekoMeHayercs THIaTeNbHBIM KOHTPOJIb
KOHIEHTPALUU TIHOKO3bI.

B3zaumooeiicmsus, obycnoenennvie uzogpepmenmom CYP3A4

CoBMeCTHBI TpUEM KJIAPUTPOMUIIMHA, KOTOPBIA, Kak HM3BECTHO, MHTUOMpYeT H30(epMEHT
CYP3A, u mnpenapatoB, nepBU4HO MeTabonusupyromuxcs uzopepmenrom CYP3A, moxer
ACCOIIMMPOBATHCS C B3aMMHBIM TIOBBIIICHWEM WX KOHIEHTPAIMWA, YTO MOXET YCHIUTHh WU
OPOAJUTh KaK TepaneBTHUeCKHe, Tak M moOouHble 3¢ddexrsl. Knaputpomuuus ciemyer c
OCTOPOKHOCTBIO MPUMEHSATH MallMeHTaM, MOJyYarollluM Mpenaparsl, SBISIOMuecs cyocTpaTaMu
uzopepmenta CYP3A, oco6eHHO ecii 3T IpenapaTbl UMEIOT Y3KUi TepaneBTHUECKU 11ana3oH
(Hanpumep, kapbaMa3enuH) U/ Uil UHTEHCHBHO MeTa0O0IM3UPYIOTCS ATUM GepMeHToM. B ciyuae
HEOOXOIMMOCTH JOJDKHA MPOBOAUTHCS KOPPEKIMs J03bI Mpernapara, IpPUHUMAeMOro BMECTe C
KJIApUTPOMHULIMHOM. Takke 1Mo BO3MOKHOCTH JIOJDKEH MPOBOAUTHCS MOHUTOPUHT CHIBOPOTOYHBIX

KOHIIEHTpalui IpernaparoB, NepBUYHO MeTabonusupyromuxcs nzohpepmentom CYP3A.

10



COOTEETCTEYET 2KI(
__IZIT‘IE-'I". 125 31 B
MeTab013M CIeAyIOIMNX MpenapaToB/KiIaccoB cvmecf&hénlﬁ%h' ﬁ'c'é L%M&EG‘M'C")’(ZWA,

MY OTYETY

4T0 M MeTabOIM3M KIApUTPOMHIIMHA, HAIPUMEp: ajmlpo30jaM, KapOama3enmuH, LUIOCTa30l,
UKJIOCTIOPHUH, TU30MHPAMU, METHUINPEIHNU30JIOH, MHIA30JlaM, OMEMNpa3oJl, IepopajbHbIe
AHTUKOATYJIIHTBl  (Hampumep, BapdapuH, puBapokcabaH, amnukcabaH), AaTUIHMYHbBIC
AHTUTICUXOTHYECKUE CpelCcTBa (HalpuMep, KBETHANWH), XWHUIWH, pudaOyTuH, cuaeHaduI,
TaKpOJIMMYC, Tpra3ojiaM U BUHOIAcTUH. Takxke k aronucraM uzopepmenta CYP3A oTHOcsATCs
CIIEAyIOUIME  Tpemaparbl, MPOTUBOMNOKAa3aHHbIE K  COBMECTHOMY  INPHUMEHEHHIO  C
KJIQPUTPOMUILIMHOM: aCTEMH30J1, IU3aIpy, MUMO3u, TepdheHa nH, T0OBaCTaTUH, CUMBACTaTUH U
ankanouael cropbiHbr (cM. pazgen 4.3). K mpenaparam, B3aMMOJACHCTBYIONIIMM I000HBIM
o00pa3om uepe3 Ipyrue n30PepMeHTHI B paMKaX CHCTeMBI IuToxpoma P450, otHocsTCS (heHUTOUH,
TEO(QWILIIMH U BaJIbIIPOEBasi KUCIIOTA.

Kopmuxocmepouowi

Cnenyer coOmoaTh OCTOPOXKHOCTH MPH OJHOBPEMEHHOM MPUMEHEHUH KIApUTPOMHUIIMHA C
CUCTEMHBIMH ¥  WHTISAIMOHHBIMH  KOPTHUKOCTEPOHJIAMH, KOTOPBIE MPEHMYIICCTBEHHO
meTabommsupytorcs uzopepmentom CYP3A, u3-3a BO3MOXKHOCTH YBEIUYCHUS CUCTECMHOMN
9KCIO3ULUU KOPTHUKOCTEpOUJ0B. [Ipu OJHOBpEeMEHHOM NPUMEHEHUHU CJEeIyeT TIIATeIbHO
HaOmOaTh 3a TalMeHTaMd Ha MpPeAMET CUCTEMHBIX HEXeNaTenbHBIX  3(PQEKTOB
KOPTUKOCTEPOH/IOB.

Henpsamvie anmuxoazynanmsi

[Ipu coBmecTHOM mpueme BaphapuHa U KJIAPUTPOMHUIIMHA BO3MOXKHO KpPOBOTEUYCHHE,
BelpakeHHOe yBenumuenne MHO wu mnporpomOuHOBOro BpeMeHH. B ciydyae coBMecTHOro
NPUMEHECHUS ¢ BaphapuHOM WM JPYTUMH HENPSMBIMH aHTHKOATYJISHTAMH HEOOXOJIHMO
koHTpoupoBath MHO u npoTpomMOHHOBOE BpeMsi.

IlepopanvHvle anmukoazyisAHmMvl NPAMO20 OeUCMBUs.

[lepopanbHble AHTHKOAryJISHTHI MPSMOTO JEHCTBUS gabWraTpaH W 30KcabaH SBISIOTCS
cyOctparom 1 addirokcHoro 6enka-nepeHocunka P-rimukonporenna (P-gp). PuBapokcaban u
anukcaban Merabonu3upyrorcs ¢ ydactueM wuszodepmenta CYP3A4 um Taxke SBISIOTCS
cyOcTtparamu ans P-gp.

Crnenyer coOmrofaTh OCTOPOKHOCTH TPHU OJHOBPEMEHHOM MPUMEHEHUH KJIApUTPOMHUIIMHA C
JAHHBIMH TIpeTiapaTaMi, 0COOEHHO Y MAI[MEHTOB C BBICOKMM PUCKOM KPOBOTEUEHHUS (CM. pasmel
4.4).

Omenpa3zon

Knaputpomunima (mo 500 Mr kaxzaple 8 4YacoB) HCCIEAOBAICS Y 3J0POBBIX B3POCIBIX
T0OpOBOJIBIIEB B KOMOWHanuu ¢ omenpazonom (mo 40 mr exenHeBHo). IIpm coBmecTHOM

IMPUMCHCHUN KIApUTPpOMHUIIMHA W OMCIIpa3ojia PaBHOBCCHBLIC INIAa3MCHHBIC KOHUCHTpallun

11
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cooTBeTcTBeHHO). Cpennee 3HaueHue pH xenyaka B TeueHue 24 4acoB COCTaBUIIO 5,2 MPpU IIpUeMe
OMeIpa3oia B OTACIBHOCTH | 5,7 MPH MpHEMe OMENPa30Jia COBMECTHO C KIAPUTPOMHUILIMHOM.
Cunoenagpun, maoanraghun u eapoenaghun

Kaxnapiii u3 stux uHrubutopo (ocdoauscrepassl MeTabOIM3UPYETCs MO KpaiHed wmepe
gacTuuHo ¢ yuacthueMm uzodepmenta CYP3A. B 1o xe Bpems msodepment CYP3A moxer
MHTUOMPOBATHCS B MPUCYTCTBUH KIAPUTPOMUIIHA. COBMECTHOE MPUMEHEHHE KIAPUTPOMHUIIMHA
¢ cuigeHapwioM, TanadaQuioM WIA BapACHA(DUIOM MOXET TPUBECTH K YBEIUYCHHUIO
MHTHOUpYIOILIero Bo3leicTBUs Ha (ochoaudcrepasy. [Ipy mpuMeHeHHMH STUX MpenaparoB
COBMECTHO C KJIAPUTPOMHUIIMHOM CIIEAYEeT PACCMOTPETh BO3MOXKHOCTH YMEHBIICHHUS 03B
cwineHadwia, Taganaduia u BapacHadua.

Teogpunnun, kapoamazenun

[Tpu coBMECTHOM MPUMEHEHHUH KJIAPUTPOMHUIIMHA U TeOPUIIMHA UK KapOama3ernruHa BO3MOKHO
MOBBIIIICHNE KOHIICHTPALIMH TaHHBIX MTPETIapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHBIil METa0OIU3M TONTEPOINHA OCYyLIeCTBiIsIeTcs yepe3 2D6 uzodopmy uuroxpoma P450
(CYP2D6). Ongnako B uyactu momyisuuu, juiieHHod uzodepmenta CYP2D6, merabonuzm
npoucxoaut yepe3 m3opepmeHT CYP3A. B 37001 rpynme HaceneHnus: nmogasienne n3odepmenra
CYP3A npuBoAUT K 3HAYUTENLHO O0JIee BRICOKAM KOHIIEHTPAIMSAM TOJITEPOINHA B CHIBOPOTKE.
B nonynaumum ¢ Hu3kMM ypoBHeM MeTabonu3zMa uepe3 uzopepmeHt CYP2D6 moxer
noTpe0OBaThCs CHWKEHHME J03bl TOJNTEPOAMHA B NPUCYTCTBHUM HMHIMOMTOPOB H30(epMeHTa
CYP3A, Takux Kaxk KJIapuTPOMUILIH.

benzoouazenunvl (nanpumep, annpazonam, Muoazonam, mpuazonam)

[Tpu coBMeCTHOM NMPUMEHEHHMH MHAa30jaMa M TabieTok kiapurpomunuza (500 mr asa pasza B
JeHb) oTMeuanoch yBennyenne AUC mumazonama: B 2,7 pasa 1nociie BHyTPUBEHHOTO BBEICHUS
mMymazonamMa. Ecim BMecTe € KIAPUTPOMHUIIMHOM TpPUMEHSETCS BHYTpUBEHHas (opma
MU/Ia30J1aMa, CIIEAYeT TIIATEIFHO KOHTPOJMPOBATh COCTOSIHWE TMAIMEeHTa Il BO3MOXKHOU
KOPPEKIMH J03bI.

BBenenue nekapcTBEeHHOr0 IpenapaTa 4epe3 CIM3UCTYI0 000JI0UKY MOJIOCTH pTa, KOTOpPOE JaeT
BO3MOXKHOCTh OOOMTH MPECHCTEMHYIO SJTMMHHAITUIO JIEKAPCTBEHHOTO Iperapara, CKopee BCEero,
NPUBEJIET K B3aMMOJICHCTBHIO, aHAJIOTHYHOMY TOMY, KOTOPO€ HaOIII0JaeTCsl IPH BHYTPHUBEHHOM
BBEJICHUU MHJ1a30J1amMa, a He [P NepOpPaTbHOM IIpHEME.

Taxwue sxe Mepbl IPEAOCTOPOKHOCTHU CIIeTyeT MIPUMEHATh U K IPYTUM OeH301a3enrHaM, KOTOpbIe
meTtabonmusupyrorcs uzopepmentom CYP3A, Bkmowas TpuazonaM u  anmpaszonam. Jlus

0O€H30/1Ma3eNUHOB, BbIBEJICHHE KOTOpbIX HE 3aBUCUT OT u3odpepmenta CYP3A (temazenawm,
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HUTpa3enaM, JopasernaMm), MaJOBEPOSTHO |KIMHHYEC n“%og Eryéﬂnwo CUCTBUE _ C

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

KIJIAPUTPOMHLIMHOM.
[Ipu coBMECTHOM NPHUMEHEHUH KIApUTPOMHILIMHA W TpHa3ojamMa BO3MOXKHO BO3JEHCTBHE Ha
neHTpanbHyo HepBHyIO cuctemy (LIHC), Hanpumep COHJIMBOCTH M CIyTaHHOCTH CO3HaHMA. B
CBSI3U C 3THM B ClIlydae COBMECTHOTO NMPUMEHEHHs PEKOMEHIYETCS CIICAUTH 3a CUMIITOMaMH
Hapymenust [THC.

BzauMoaencTBUs ¢ APYTUMH OpenapaTaMu

Konxuyun

Konxumun sBisercs cyocrpatom kak uzodepmenta CYP3A, tak u Oenka-niepeHocunka P-
rukornporenHa (P-gp). M3BecTHO, 4TO KIAPUTPOMMLIMH M APYTHE€ MAaKpOJIMJbI SBISIOTCS
unrunouropamu m3opepmenta CYP3A u P-gp. Ilpu coBMecTHOM mpueMe KIapuTPOMHUILIMHA U
KOJIXMIIMHA uHrubuposanue P-gp u/mmmu m3zodepmenta CYP3A MoxeT mpHUBECTH K YCHIICHUIO
JeMCTBUS KOJIXUIMHA. 3aperuCTPUPOBAHbl MOCTPETHMCTPALIMOHHBIE COOOIIEHUS O Clyyasx
OTpaBJIEHMS] KOJIXULUMHOM IPU €ro OJAHOBPEMEHHOM IMpUEME C KJIApUTPOMHULIMHOM dalle y
NOXKUJIBIX MalueHToB. HekoTopble W3 OMNMCAHHBIX CIIyd4aeB IPOUCXOJWIM C HNAalUEHTAMH,
CTPAJAIOLIMMM  IOYEYHOW HemocTaToyHocThio. Kak  coolOmanoch, HEKOTOpbIE —Cilydau
3aKaHYMBAJIUCh JIETAIBHBIM HCXOJIOM.

OpnHOBpeMEHHOE NMPUMEHEHHUE KIAPUTPOMUIIMHA M KOJIXUI[MHA MPOTHBONOKA3aHO (CM. paszen
4.3).

Jueokcun

[Tpeamonaraercsi, 4To JUTOKCHH sBIsieTcs cyOcTpaTtoM P-gp. M3BecTHO, 4TO KJIAPUTPOMUIIMH
uHruoupyer P-gp. [Ipu coBMecTHOM npueMe KIapuTpOMUIIMHA U AUTOKCUHA UHTHOupoBaHue P-
gp KJIApUTPOMHUIIMHOM  MOXET MpPHUBECTM K  YCHUJICHHIO  JEHCTBUS  JUTOKCHHA.
[TocTperucTpallMOHHbBIE HUCCIENOBAHUSA IOKa3ald, 4YTO COBMECTHBIM IIPUEM JIUTOKCHHA U
KJIADUTPOMUIIMHA TAaKXE MOXET IPUBECTH K IIOBBIIIEHUIO CHIBOPOTOYHOW KOHLEHTPALUU
JUTOKCHHA. Y HEKOTOPHIX MAllMEHTOB OTMEYAINCh KIMHUYECKHE CHUMITOMBI OTpaBJICHUS
JUTOKCHHOM, BKJIIOYas IMOTEHIMAJIbHO JieTajbHble apuTMuu. Ilpu coBMecTHOM mpueme
KJIAPUTPOMMIIMHA U TUTOKCHHA CIIEAYET TIIATEIbHO KOHTPOJINPOBATH KOHLIEHTPALIMIO JUTOKCUHA
B CBIBOPOTKE.

3uoosyoun

OpnHoBpeMEeHHBI MpUEM TaOJIETOK KIAPUTPOMUIIMHA U 3HUJIOBYJIMHA MEPOPATbHO B3POCIBIMU
BUY-uHOUIMPOBAHHBIMU ~ MAllMEHTAMU MOXET TPUBECTH K CHIDKEHHIO PaBHOBECHOU

KOHIIEHTpAIlUU 3UI0BYI1HA.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.12.2025 N= 31258

[TockonpKy KIapUTPOMUIIMH BJMSIET Ha BCAChIBAHME 3'%1;&7111:11;'3':‘@‘621}_ @M‘;&Laﬁl H‘lTrllj:FI:dl'eMe

B3aUMOJICCTBUSL MOXXHO B 3HAUMTEJIbHOM CTENEHU U30eXaTh, MPUHUMAs KJIAPUTPOMUIIMH U
3UJIOBY/IMH C UHTEPBAJIOM B 4 yaca.

[TogoGHoOTO B3ammojericTBus He HaOmoaam y BUY-unumupoBaHHbIX aeTel, MPUHUMABIINX
JIETCKYIO0 CYCIEH3MIO KJIAPUTPOMHMIIMHA C 3UJOBYJIMHOM HIIA JHUJIC30KCUUHO3UHOM. [IOCKOJBKY
KJIAPUTPOMUIIMH MOYXET MPEMSITCTBOBATh BCACHIBAHUIO 3UOBYAMHA IMPU UX OJHOBPEMEHHOM
IprEeMe BHYTPb y B3POCIBIX MAIMEHTOB, MOJ00HOE B3aUMOJICHCTBUE BPAJ JIM BO3MOXKHO IPU
WCITOJIb30BaHUH KJIIADUTPOMHUIIMHA BHYTPUBEHHO.

DeHumoun u 8anlbnpoesas KUcioma

WmeroTcss maHHbIE O B3aUMOJICHCTBUSAX MHTHOUTOpOB wm3odepmenta CYP3A (Bxmogas
KIIAPUTPOMHUIIMH) C TpernaparaMu, KOTOPbIE HE METa0OIU3UPYIOTCS C MOMOIIBI0 M30(epMeHTa
CYP3A (heHHTOMHOM M BaJbIIPOCBOM KHCIIOTOW). J[7Is1 MaHHBIX MpenapaTroB P COBMECTHOM
OPUMEHEHUH C KIAPUTPOMHUIIMHOM DPEKOMEHIYeTCS OMNpElelIeHUEe WX CBhIBOPOTOYHBIX
KOHI[EHTPAIUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBIIICHUH.

JIByHaIpaBJIEHHOE B3aUMOJIEHCTBUE JIEKAPCTB

Ama3zanasup

KnaputpomMuinH 1 arazaHaBup SBISIOTCS Kak CyOCTpaTaMu, TaKk ¥ MHTMOUTOpaMu n3opepMeHTa
CYP3A. CymiecTtByeT CBUIECTEICTBO JBYHANIPABICHHOTO B3aMMOJICHCTBHSI 3TUX MIPENapaToB.
CoBMecTHOE npuMmeHeHue kiapuTpomuiHa (500 mr nBa pasa B JeHb) U artazaHaBupa (400 mr
OJIMH pa3 B JIEHb) MOXKET IIPUBECTH K JBYKPATHOMY YBEIMUYEHUIO BO3JIEHCTBUS KIAPUTPOMULIMHA
U yMeHblleHHIO BoszaelcTBusa 14-OH-xnmaputpomununa Ha 70 %, ¢ yBenmnuennem AUC
aTazaHaBupa Ha 28 %. brnarogaps mmpokomy TeparneBTUYECKOMY AHAla3oHy KIapUTPOMHUIIMHA
YMEHBIIIEHUE €0 /103b y NAI[UEHTOB C HOpMAJIbHOH (hyHKIMEN oYek He TpeOyeTcsl. Y NalueHToB
¢ yMepeHHOH nodevyHoit HepoctarouHocThIO (KK 30-60 Mi/MuH) 1032 KIApUTPOMUIIMHA JTOJIKHA
Ob1Th yMeHbIIeHa Ha 50 %. Y nanuentos ¢ KK menee 30 Mi/MUH 103y KIapUTPOMHIIMHA CIETYET
CHU3UTHh Ha 75 %, wucnonb3ys A STOrTO0 COOTBETCTBYIOUIYIO JIEKApCTBEHHYIO (opmy
KiapuTpoMunvHa. Knmaputpomunue B no3ax, npesbimatomux 1000 Mr B CyTKM, HeEnmb3s
IPUMEHSATh COBMECTHO C HHTHOUTOpaMH IIPOTEas.

Bnokamopbl meonennvix kanvyuesuix KaHanios

[Ipy 0AHOBPEMEHHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U OJIOKATOPOB MEJICHHBIX KaJbIUEBBIX
KaHaJoB, KoTopble MeTabonusupytorcs wuzodpepmentom CYP3A4 (mampumep, Bepamamwui,
aMIIOJIMTINH, IUITHA3eM), CJeIyeT COOJII0JaTh OCTOPOXKHOCTb, TMOCKOJIBKY CYIIECTBYET PHCK
BO3HHUKHOBEHUS apTepUAJIbHON TUIIOTEH3UH. [[11a3MeHHbIe KOHLIEHTPAllUU KJIApUTPOMHIIMHA, TaK

XK€ KaKk H 6J'IOKaTOpOB MCIJICHHBIX KaJIbIUCBBIX KaHAJIOB, MOIyT IOBBIIIATHECA IIPU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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OJIHOBPEMEHHOM MpPHUMEHEHUU. ApTepuaibHas FI/IHOT(I;:QZI’;'_I/II:;I:,'-I %ﬂéiﬁépﬁﬂﬁ;'{" IF"I/:II: E&k%g@mm

BO3MO>KHBI IIPY OJIHOBPEMEHHOM IpUEMe KIapUTPOMUIIMHA U BepanamMuIa.
HUmpaxonaszon

KnaputpoMuniuH u WTpakoHa305l SBJISIOTCA CyOCTpaTaMd M HHTHOUTOpaMu H30(pepMeHTa
CYP3A, 4uro omnpenenser ABYyHaNpaBJICeHHOE B3aUMOJCHCTBHE MpemnapatoB. KiapuTpomMuluH
MOJKET IOBBICUTh KOHLIEHTPAIMIO UTPAKOHA30J1a B IJIa3M€, B TO BPEMsI KaK UTPAKOHA30J1 MOKET
MOBBICUTh IIJJA3MEHHYI0 KOHLEHTpPALMI0 KiIapuTpoMuuuHa. IlanueHToB, OZHOBPEMEHHO
MPUHUMAIOIIMX UTPAKOHA30J U KIAPUTPOMUIIMH, CJIEyeT TIIATEIbHO 00CIe0BaTh Ha HAIUYUE
CUMITOMOB YCUJICHHS] WJIM YBEIMUYEHHUS IJIUTENBHOCTH (hapmakosoruyeckux 3((eKxToB 3THx
IIpenapaToB.

Caxksunasup

KnaputpoMuiivit u cakBUHABHp SABISIOTCSA cyOcTpaTamu U uHruoutopamu nuzopepmenta CYP3A,
4TO OMpezeNsieT ABYyHAIlpaBIeHHOE B3auMoeiicTBue npenapatoB. OTHOBPEMEHHOE MPUMEHEHUE
kiaputpomuniria (500 mr Ba pas3a B IeHb) U CAaKBHUHAaBHUpA (B MSTKHMX JKEIaTHUHOBBIX KarcyJax,
1200 mr Tpu pasza B AeHb) y 12 310poBbIX 100poBosbLeB Bbi3biBano yBennueHne AUC U Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPABHEHUHU C MPUEMOM CaKBHUHABUpa B
otnenbHOcTU. 3HaueHUuss AUC u Cmax KIIapuTpoMulinHa Obutd npubiusutensHo Ha 40 % Bbie,
YeM TpU MOHOTEpanuu KIAPUTPOMULIMHOM. [IpM COBMECTHOM MNPUMEHEHHH HSTHX JIBYX
[IPEnapaToB B T€YEHHE OIPAaHUYEHHOTI'0 BPEMEHHU B /103aX/COCTAaBaxX, yKa3aHHBIX BbIIIE, KOPPEKIIUI
n03bl  He TpeOyercs. Pe3ynpTarhl ucclenOBaHHs —JIEKAPCTBEHHBIX B3aUMOJCUCTBUN ¢
HCIIOJIb30BAaHUEM CAaKBMHABHMpA B MSATKUX JKEJATUHOBBIX KalCyJlax MOTYT HE COOTBETCTBOBATh
s dexram, HaOIIOJaEMbIM NIPU PUMEHEHUHN CaKBUHABHPA B TBEPABIX KEJIATUHOBBIX Karcysax.
Pe3ynbpTaThl HccaenoBaHus JIEKAPCTBEHHBIX B3aMMOJEHCTBHUI MTPU MOHOTEPAIIN CAKBUHABUPOM
MOTYT HE COOTBETCTBOBATH s dexTam, HaOII0TaeMBIM npu Tepanuu
CaKBMHAaBHPOM/pUTOHaBUpOM. [Ipu mpueme cakBHHABHpa COBMECTHO C PUTOHABUPOM CIEAYET
YUYHUTHIBATh MOTCHIIMAILHOE BIUSHAE PUTOHABUPA HA KIIAPUTPOMHUITUH.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTD M JTAKTALUSA

bepemeHnHoCTh

Bbe3onacHoCTh MpUMEHEHHS KIApUTPOMHIIMHA BO BpeMsi 0€peMEHHOCTH HE YCTaHOBJICHA.
OcHOBBIBasICh Ha Pa3JIMYHBIX PE3YJIbTATAX, OJYUYEHHBIX B HCCIIEAOBAHUAX HA KUBOTHBIX, @ TAK)KE
Ha OINbITE MPUMEHEHHsS Yy JIOJeH, HeIb3sd HCKIIOUYUTh BO3MOXKHOCTH HEOJIaronpuUsTHOTO
BO3/ICUCTBUS Ha sMOpuoderanbHoe pa3BuTHe. HekoTopble HaOiogaTenbHbIE HCCIEIOBaHMUA,
OIlICHHUBAOIIME Bo3JeicTBUe KinapuTpomuimHa B I u Il TpumecTtpax OepeMEHHOCTH, BBISBUIU
MOBBILIEHHBIH ~ PUCK  CAaMONPOM3BOJIBHOTO abopTa MO CPaBHEHHIO C  OTCYTCTBUEM

aHTI/I6I/IOTI/IKOTepaHI/II/I W TPUMCHCHHEM OPYTUX aHTUOMOTHKOB B aHAJOTMYHBIE CpOKH
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BPOKJICHHBIX MOPOKOB PAa3BUTHS MPU MPUMEHEHUH MAKpPOJIUAOB, BKIIOYAsh KJIAPUTPOMHULIMH, BO
BpeMsi OEPEMEHHOCTH IEMOHCTPUPYIOT TPOTUBOPEUUBBIC PE3YIHTATHL.

[TpumeHeHue KIapuTpOMUIIMHA ITPU OepeMeHHOCTH (0c0OeHHO B | TpuMecTpe) BO3MOKHO TOJIBKO
B CJyyae, KOorja OTCYTCTBYET aJlbTepHATHUBHAS Tepamus, a MOTEHIMAIbHAS MOJb3a JUIs MaTepu
MIPEBBINIAET MOTEHIIUATBHBIN PUCK TS TUI0/IA.

JlakTanus

bbu10 ycTaHoBi€eHO, YTO peOeHOK, HAXOIMBIIUIICS HA TPYAHOM BCKapMJIMBAHUU, MOKET MOJIY4YUTh
okoJ1o 1,7 % oT MaTepUHCKOM 1036l KJIIAPUTPOMHULIMHA C ITONPABKOM HA MAccCy Tejla MaTepH.
be3onacHoCTh TpUMEHEHUs KIAPUTPOMHUIIMHA JUIsl JETel Ha TPYJHOM BCKapMIIUBaHUU HE
yctaHoBieHa. [Ipu HeoOXonUMOCTH MpueMa B MEPHOJ TPYIHOTO BCKAPMIIMBAHUS KOPMJICHHE
IpyAbI0 HEOOXOAUMO MPEKPATUTD.

DepTUabHOCTH

HccnenoBanusi, IpoBeIEHHBIC HA KPBICAX, MIOKA3aJIH OTCYTCTBUE BIUSHUS HA (EPTUIBHOCTb.

4.7. Bausinue HAa CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CpPeACTBAMH M padoTath ¢
MeXaHMu3MaMH

JlaHHbBIE OTHOCUTENBHO BIUSHUS KJIAPUTPOMULIMHA HA CIIOCOOHOCTD K YIPABJIEHUIO aBTOMOOUIIEM
Y MEXaHU3MaMU OTCYTCTBYIOT.

Cnenyer coOmofaTh OCTOPOXKHOCTb TMpPU  YNPABICHUM TPAHCHOPTHBIMU CpPEACTBAMH U
MEXaHU3MaMM, Y4YUTHIBas IOTCHLUMAIbHYI0 BO3MOXHOCTb T'OJOBOKDPY)KEHHUS, BEpPTHIO,
CIYTaHHOCTH CO3HAHUS M JI€30pUEHTALMU, KOTOPblE MOTYT BO3HHUKHYTb IpH NPUMEHEHHU
JTAHHOTO Ipernapara.

4.8. HexkeslaTelbHbIe peaKkuu

Pe3roMe HeXeIaTeIbHbIX PeaKIUui

YacToTa BOSHUKHOBEHUSI OIPE/ICISIACh B COOTBETCTBUH CO CICAYIOIIMMH KaTETOPUSIMU:
oueHb yacto (> 1/10);

gacrto (> 1/100, Ho < 1/10);

neuacro (> 1/1 000, vo < 1/100);

peaxo (> 1/10 000, Ho < 1/1 000);

oueHb penako (< 1/10 000);

94aCcTOTa HEM3BECTHA (Ha OCHOBAHUY UMEIOIIUXCS JIAHHBIX OIIEHUTH HEBO3MOKHO).
Hngpexyuu u unsasuu

1, KaHIua03, FaCTp03HTepI/IT2, BTOPHUYHBIC I/IH(i)CI(I_II/II/I3 (B TOM 4YHUCIIC

Heuacro: uemmonut
BarnHaJbHBIC).

YactoTra HeM3BeCTHA: TICEBIOMEMOPaHO3HBIN KOJUT, POKa.
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COOTBETCTBYET 3KCTEPTHI

ot 16.12.2025 Nz 312

(NOCNEQCBATENEHOCTE 0005)

Hapywenus co cmoponvl uMmynHOU cucmembl

YacTto: Chilb.

Heuacto: aHaduIakTOUIHAS peaklys’, TMIEPUYyBCTBUTEILHOCTD, IEPMATHT OyIUIE3HBIAL, 3y,

KpaNMBHHIIA, MAKyJIONAIyIe3Has CHIb .

Yacrora Heu3BecTHa: aHauIaKTUYEeCKas peakius, AHTMOHEBPOTUYECKUN OTEK, Cepbe3HbIC
KOXKHBIE HE)KEJIaTeJIbHbIE peakluu (HalpUMEp, OCTPbI I'€HEPAIN30BAHHBIN IK3aHTEMATO3HBIN
nycrynes3), cuHapom CruBeHca — JIKOHCOHA, TOKCHYECKHH SIUACPMAIbHBIA HEKPOJU3,
JIEKapCTBEHHAsI CHITIb ¢ 203WHOGUINEN U cucteMHor cumnToMmatrkoit (DRESS-cunapom).
Hapywenus memabonuzma u numanus

HeuacTo: anHopekcHsi, CHUKEHHE alIeTUuTa.
Icuxuueckue napyuenus

Yacro: OeccoHHHUIIA.

HeuacTo: 6eCrOKOHCTBO, TIOBBIIIEHHAs BO30YIMMOCTE .

Yacrota HEU3BECTHA! IICUXOTHUYECKHE paccTpoiicTsa, CIIyTaHHOCTb CO3HaHMSI,
JeNepCoHaNN3alns, JENpeccus, AEC30pUEHTAlMs], TAJUTIOLWHALMN, HApPYLIEHUS CHOBUICHUM
(KoLIMapHbIE CHOBUJICHUS ), TAPECTE3HsI, MaHUS.

Hapywenus co cmoponvl Hepehoti cucmembl

Yacro: ronoBHas 00Jb.

HewacTo: oTeps CO3HAHMS, TUCKHHE3HS , TOIOBOKPYKEHHE, COHITMBOCTb, TPEMOD.

YacroTa HEN3BECTHA: CyAOPOTH.

Hapywenus co cmoponwl opeana ciyxa u 1abupunma

YacTo: TucreB3usl.

Heuwacro: BepTuro, HapyuieHue ciyxa, 3B0H B yIlIax.

YacToTa HEM3BECTHA: TNIyXO0Ta, areB3us (MoTepsi BKYCOBBIX OIIYIEHHI ), MTApOCMUs, aHOCMHUSI.
Hapywenus co cmoponwl cepoya u cocyoos

YacTo: Ba30quIaTaIus .

Heuacto: ocraHoBka cepamnal, ¢uOpummnsamms mpencepamiit

, ynnuHenue wnHTepBana QT Ha
3NIEKTPOKApAMOTPaMMe, SKCTPACHCTONIHSA Y, OllyIleH e cepleOueHus.

YacToTa HEM3BECTHA: JKEIYyJAO0UYKOBas TaXWKaAp/AWs, B TOM YUCIE THUMA «IHPYITH, GUOPHILIALNS
JKEITYI0YKOB, KDOBOTEUEHHE.

Hapywenus co cmoponsl OvixamenbHOU cucmemsl, 0Op2aHos epyOHOLL KIemKU U CpedoCmeH s,

1 1

Heuacro: actmal, HocoBoe KpoBoTeueHHne?, TPOMOOIMOOHNS JIETOYHOM apTepun’.
Hapywenus co cmoponul dceny0ouno-KuueyHo2o mpakma

Yacro: quapesi, pBoTa, JUCIEIICHUs, TOIIHOTA, 00JIh B 00JaCTH JKHBOTA.
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COOTBETCTBYET 3KCTEPTHI

oT 16.12 2025 Nz 312538
(10 OB HOCTE 0005
Heuacro: ssodarnt’, ractpossodareaphas Hedmoxdins -Gomnet: IeURHOCTE Qa2
p I

CTOMATHT, TJIOCCHT, B3IyTHE KUBOTA*, 3a110p, CyXOCTh BO PTY, OTPBIKKA, METEOPH3M, XoecTas?,
remaTuT, B T. 4. XOJIECTATUUECKUH MM TeMaTOIeIUTIONAPHBIL’,

YacroTa HEW3BECTHA: OCTPBIN MaHKpEaTHT, U3MEHEHHE I[BeTa s3blka U 3y0OB, IEUeHOYHas
HEJ0CTAaTOYHOCTh, X0JIECTaTHUECKasl KENTyXa.

Hapywenus co cmoponvl Kodicu u NOOKONCHBIX MKAHelU

YacTo: MHTEHCUBHOE IOTOOT/IEJICHUE.

YacroTa HEU3BECTHA: aKHE.

Hapywenus co cmoponul muiueunotl, KoOCMHOU U COeOUHUMENbHOU MKAHU
HewacTo: MBIIIEYHbIi Cra3M°®, KOCTHO-MBIIIEUHAs CKOBAHHOCTB., MUaTHsZ,
YacToTa HEM3BECTHA: PAOIOMHONH3> , MHOTIATHS.

Hapywenus co cmopoHbvl nouex u Mouegblgo0sauux nymeu

YacroTa HeM3BECTHA: MMOYE€YHAs] HEIOCTATOYHOCTh, MHTEPCTULIMATIBHBIA HEPPUT.
Obwue Hapywenus u peakyuu 8 mecme 68e0eHUs.

OueHp yacTo: GeOUT B MeCTe HHBEKITHH .

YacTto: 00JIb B MeCTE I/IHLCKI_II/II/I]', BOCIIAJICHUEC B MCCTC I/IH"beKI_[I/II/Il.

Heuacto: Henmomoranme®, rTumeprepmms®, acTeHus, 6onb B TpyaHOW kieTke’, 03H06%,
YTOMIAEMOCTB",

Jlabopamopnvie u uncmpymenmanvHule OaHHble

YacTo: OTKIIOHEHHE B TIEYCHOYHOM Tpooe.

HeuacTo: moBblieHHne KOHIOCHTpAlUu eraTI/IHI/IHal, IMOBBIIICHHUEC KOHLCHTpAlUU MO‘IeBI/IHHl,

M3MEHEHHE OTHONIEHUS «aTbOYMUH — II00yIME»!, Telikonenus, HelTponenus®, so3unodumms’,

TpoMGOIUTEMHSS, MIOBBILICHHE AKTUBHOCTH: aJlaHUHaAMHUHOTpaHchepasbl (AJIT),
acmapraramuHoTpancdepassl  (ACT), rammarmyramunrpancoepasst  (I'TT)Y,  menounoii
docdarassr?, naxrataernaporenassr (JIAI).

YactoTa  HEW3BECTHA:  arpaHyJIOLMTO3, TPOMOOIMTONEHHS,  YyBEJIWYEHHE  3HAUCHUS
MEXIYHApOJAHOT0 HOpMaiu3oBaHHoro otHouenuss (MHO), ymimHeHHe NOpoTpOMOMHOBOTO

BPEMCHH, U3BMCHCHHUEC LIBETA MOYH, ITOBBINICHUEC KOHIICHTpaIlun 6I/IJ'II/Ip}I6I/IHa B KpPOBH.

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmul ¢ no0asneHHbIM UMMYHUMENMOM

V¥ nammentoB co CIIM/lom u apyrumu uMMyHOAEe(DUIUTAMU, TOTYYAIOIUX KIAPUTPOMHIIMH B
0ojiee BBICOKHMX J/103aX B T€UEHHUE JUIMTEIBLHOTO BPEMEHM I JIEYEHUS MUKOOAKTEepHATbHBIX
UH(pEKINHA, YaCTO TPYIHO OTIUYMUTH HeXenaTreabHble 3pPeKThl npenapara oT cumnromoB BUY-

I/IH(I)CKI_II/II/I HJIN CONTYTCTBYIOLICTO 3a00JIeBaHU.
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KJIapUTpOoMHIIMHA, paBHYI0 1000 Mr, ObUTH: TOITHOTA, PBOTA, U3BPAIIEHUE BKYyCa, 00JIb B 00JIACTH
KUBOTA, JAMApes, ChIllb, METEOPU3M, T'OJOBHAs 0OJb, 3amop, HapyLICHHE CIyXa, MOBBIIICHHUE
aktuBHOCTH ACT 1 AJIT B kpoBH. Takke OTMEUAIUCh CIy4Yau HEXKEJIATeIbHBIX IBJICHUIN ¢ HU3KOM
4acTOTOW BOSHUKHOBEHHUS, TAKME KaK OJBIIIKA, OECCOHHHUIIA U CYXOCTh BO PTY.
VY manueHToB C MMOJIaBJICHHBIM UMMYHHUTETOM MPOBOJIWIM OLIEHKY JTAOOpaTOPHBIX MOKa3aTesei,
aHAJIU3UPYS UX 3HAUUTENIbHbIE OTKJIIOHEHHUS OT HOPMBI (pe3KOoe MOBBILIEHUE WM CHUKeHue). Ha
OCHOBaHUHU JAHHOTO Kputepus y 2-3 % NalMeHTOB, MOJYYaBIIMX KIAPUTPOMMIIMH B J103€
1000 mMr exxemHEeBHO, ObLIO 3apETHCTPUPOBAHO 3HAYUTENIbHOE MOBbIIeHHE akKTHBHOCTH ACT u
AJIT B KpoBH, a TaKKe CHWKEHUE YHCJIa JICHKOIMTOB U TPOMOOLUTOB. Y HEOOJBLIOro 4ucia
NAlUEHTOB TaKKe ObUIO 3apEruCTPUPOBAHO IOBBIIIEHHWE KOHLEHTPALlMHM OCTATOYHOI'O a30Ta
MOYEBHUHBI.
* B HEKOTOpPBIX COOOIICHHSIX O PabJAOMHUONN3E KIAPUTPOMHUIIMH MPUHUMAIICS COBMECTHO C
JIPYTUMU JIEKaPCTBEHHBIMH CPEICTBAMU, C MPUEMOM KOTOPBIX, KaK U3BECTHO, CBSI3aHO Pa3BUTHE
pabmomuonu3sa (cTaTuHbl, GUOPATHI, KOJXHUIIMH W aJUIOITYPUHOIN).
! Coobumienns o JaHHBIX NMOGOYHBIX PEAKUUAX OBUIM MOIy4YeHbl TOIBKO MM IPHUMEHEHHH
KJIQPUTPOMHUIIMHA B JIEKAPCTBEHHOH (hopme «muodunusar ajas MPUTOTOBJICHHS pacTBOpa AJis
UHY3HI.
2 CooOImeHnsl 0 JAHHBIX TOOOYHBIX PEAKIUAX OBUTM IMOMy4YeHBI TONBKO TNPH IPHMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOU (popMe «TabNIeTKH C MPOJIOHTUPOBAHHBIM BBICBOOOKICHUEM,
MOKPBITHIE TUIECHOYHON 000TI0UKOI.
3 Coo0mmeHnss 0 JaHHBIX TOOOYHBIX PEAKIUAX OBUIM IMOMy4YeHBI TONBKO TNPH IPHMEHEHHH
KJIAQPUTPOMHUIIMHA B JIEKAPCTBEHHOM (OpMe «TpaHysibl JJisi MPUTOTOBJICHUS CYCIIEH3MM IS
MpueMa BHYTPb».
4 Cooblmennst 0 JAHHBIX MOOOYHBIX PEAKIUAX OBUIM MOMydYeHBI TONBKO IMPH IPUMEHEHHH
KJIAPUTPOMMUIIMHA B JIEKAPCTBEHHOU (popMe «TabJeTKH, TOKPHITHIE MIIEHOUYHON 000710YKOM».

eTH
[Ipeanonaraercsi, 4ToO YaCTOTAa, TUII U TSHKECTh HEXKEIATENbHBIX PEAKIUH Y AETeH Takue e, KaK y
B3POCJIBIX.

COO6HI€HI/I6 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKITNAX

BaxHo coo0mare 0 M0OA03pPEBAEMBIX HEXKENATEIbHBIX pPEAKLUAX MOCIEe PErucTpalnuu
JIEKapCTBEHHOTO Iperapara ¢ [eliblo 00ecTeyeHns HepephIBHOIO MOHUTOPUHTAa COOTHOIICHUS
«T0JIb3a — PHUCK» JIEKApCTBEHHOIO Mpenapara. MeAUIMHCKUM pPaOOTHUKAM PEKOMEHIyeTcs

co00IaTh O JIIOOBIX MOA03PEBAEMBIX HEXKENIATEIbHBIX PEaKIUsAX Ha JIEKAPCTBEHHBIH Mpenapar
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YEepcC3 HAIIMOHAJIBHBIC CHCTCMBI COO6H_ICHI/IH (0) Hemenaﬁjgﬁ%ﬁﬂg%gﬁkﬁ§g_| F&;Eﬁga”f%-&gelHOB
p

EBpa3uiickoro 3K0HOMHYECKOIr0 COI03a.

Poccniickas @enepanus

®OenepanibHas ciryx0a 1o HaJ30py B chepe 31paBOOXpaHeHUs

Anpec: 109012, r. MockBa, CnaBsiHcKasi 1iiomais, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

Caiir: https://roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMITOMBI

[Tpuem GonpmION O3Bl KIAPUTPOMHIIMHA MOXET BBI3BATh CUMIITOMBI HApyIICHHH CO CTOPOHBI
KEITyAOYHO-KUIIIEYHOTO TPAKTA.

Y opgHoro mnamueHTa ¢ OWIONSPHBIM PACCTPOMCTBOM B aHaMHe3e Iocie mpuema § T
KIIapyuTpOMUIIMHA OIMMUCAHBI USMCHCHUA IICUXUUCCKOTO COCTOSHUS, MaPaHOUJAJIbHOC ITOBEACHHC,
THUIIOKAJIMEMHUA U TUIIOKCEMUA.

Jledyenue

[Ipu nepeno3upoBKe cleqyeT YAaluTh HEa0COPOMPOBaHHBIA MpemapaTr U3 KEITyJOYHO-
KHUIIIEYHOTO TpakTa (MPOMBIBAaHUE KEIyJIKa, TPUEM aKTUBUPOBAHHOTO YTJIS U JAp.) U MPOBECTH
CUMIITOMAaTUYCCKYIO TCpalulio. FCMOI[I/IZU'II/IS n HCpHTOHeaﬂLHLIﬁ AUaJin3 HE OKa3bIBAKOT
CYILIECTBEHHOT'O BJIMSIHUS Ha KOHLEHTPALMIO KIIAPUTPOMHUIIMHA B CBIBOPOTKE, UTO XapaKTEpPHO U

JUIs APYTUX MPEenapaToB IPYIIbl MAaKPOIHUIOB.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoIUHAMHYECKHUE CBOHCTBA

dapmakoTepaneBTHUECKasi TIpymnmna: aHTHOAKTEepUalbHbIE CpPEACTBA CHCTEMHOIO JeHCTBHUSA;
MaKpOJIA/IBI, TMHKO3aMHHBI U CTPETOT PAMHUHBL, MAKPOJIH/IBI.

Kox ATX: JO1FAO09.

Mexannsm geiicTBus

KnaputpoMuniua SBISETCS TMONYCHHTETUYECKUM aHTUOMOTHKOM TPYIIBI MaKpOJIUIOB U
OKa3bIBaeT AaHTHOAKTEpHAILHOE  JICHCTBHE, B3auMojaelcTBYs ¢ S0S-pubocoManbHOU
cyObeMHUIIEN U TOJaBIIsisl CUHTE3 Oelka OaKTepuil, YyBCTBUTEIbHBIX K HEMY.

dapmakoauaamuyeckue dPpPeKTol

KiapurpoMHIIMH TIPOIEMOHCTPUPOBAN BBICOKYIO AKTHBHOCTH IN VItr0 B OTHOIICHWH Kak
CTaHJapPTHBIX J1a0OpAaTOPHBIX IITAMMOB OaKTepui, TaKk M BbIIEJICHHBIX y OOJBHBIX B XOJE

KIMHAYECKOH IIPaKTUKH. HpOfIBJ’[S[eT BBICOKYIO AKTHUBHOCTH B OTHOIICHWHW MHOI'MX aBpO6HBIX u
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aHa’pOOHBIX T'PAMIOJIOKUTEIBHBIX U TPaMOTP uamm;ﬁﬂ'xj M@Bgfﬁgﬁgﬁgl:ﬁgﬁnﬁab&hme

nojasisone KoHuentpauuun (MIIK) kmaputpomuiimHa ansi OONBIIMHCTBA BO30yAMTENEH
Menblie, ueM MIIK sputpomuninaa B cpeHem Ha oHO L0Q2 pa3Benenue.

Knaputpomunun in Vitro BeicokoaktuBeH B otHomenuu Legionella pneumophila, Mycoplasma
pneumoniae. Oka3siBaeT OakTepuIMIHOE AciicTBue B oTHomeHun Helicobacter pylori, mannas
AKTMBHOCTH KJIAPUTPOMHIIMHA BBIIIIC ITPH HEUTpAILHOM PH, Y4eM mpH KHCIIOM.

Kpome Toro, ganubie in Vitro u in Vivo yka3pIBalOT Ha TO, YTO KJIAPUTPOMHIIMH JCHCTBYET Ha
KJIMHMYCCKH 3HaYMMBbIe BUIBI MUKOOakTepuii. Enterobacteriaceae u Pseudomonas spp., tak ke
KaK ¥ Jpyrue He GepMEHTUPYIOIIIE JTAKTO3Y TPaMOTPUIIATEIbHBIC OAKTEPHH, HE 1yBCTBUTEIIbHBI
K KJIAPUTPOMHUITUHY.

AKTHBHOCTh KJIAPUTPOMHIIMHA B OTHONICHHH OOJBIIUHCTBA INTAMMOB IE€PEYHCIIEHHBIX HHUKE
MHKpPOOPIaHHU3MOB J0Ka3aHa Kak in Vitro, Tak ¥ B KIMHHYECKOM MPaKTUKE MPHU 3a00JICBaHUSIX,
MepEYHCIICHHBIX B pazjaene 4.1.

A3D06HI)IC T'PpaMIIOJIOKHUTCIBbHBIC MUKPOOPIraHNU3MbI:

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

ABDO6HI)IG I'paMOTpHUIATCIIbHBIC MUKPOOPTaHU3MBI:

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jpyrue MUKpOOPraHU3MBbI.

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Muxkobakrepuu:

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — komrutekc, Brmrouatormmii Mycobacterium avium,
Mycobacterium intracellulare

HpO}IYKHI/IH Oera-makTaMasbl HE OKa3bIBa€T BIMSHHUS HAa aKTUBHOCTD KJIIapuTpOMUIIMHA.
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0071a/1a10T yCTOMYUBOCTBIO U K KJIIAPUTPOMUILIMHY.

Helicobacter pylori

YyscrurenbHoCcTh H. pylori x kiapurpoMuiinay u3ydanack Ha u3onsrax H. pylori, BeiaeneHHbIX
or 104 mamueHTOB, 0 Havaja Tepanmuu npemaparoM. Y 4 TalMeHTOB ObUIM BBIJCICHBI
PE3UCTEHTHBIE K KIAPUTPOMHIMHY mTamMmbl H. pylori, y 2 — mrammbl ¢ yMEpeHHO
PE3MCTEHTHOCTBIO, ¥ OCTaNbHBIX 98 manueHToB m3ossaThl H. pylori Obuin uyBCTBHTENBHBI K
KJIapuTpoMuLuHy. KiapuTpoMuinH oka3pIBacT AeiCTBHE iN VItr0 U B OTHOMICHUH OOJIBIIHHCTBA
MITAMMOB  CIIEAYIOIIUX MHKPOOPTraHW3MOB (O0JHAKO Oe3omacHOCTh H AP (HEKTUBHOCTH
WCIIOJIH30BAHUS KJIAPUTPOMUIIMHA B KJIMHUYECKON MPaKTUKE HE MOATBEPKJCHA KIMHUYECKUMU
MCCJICIOBAHUSMU U TTPAKTUYECKOE 3HAUCHUE OCTACTCS HESICHBIM):

A3D06HBIG I'paMIIOJIOKHNTCIIbHBIC MUKPOOPIraHUu3MbI:

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

A3D06HBIG I'paMOTPpHUIIATCIIbHBIC MUKPOOPIraHU3MbI.

Bordetella pertussis
Pasteurella multocida

AHadpoOHBIE TPAMIIOIOKUTEIBLHEIE MUKPOOPTAHU3MBI:

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AH33D06HI>IC TpaMOTPUIIATCIBHBIC MUKPOOPTAHU3MBI.

Bacteroides melaninogenicus

CHOupoxeThl:
Borrelia burgdorferi
Treponema pallidum

KaMHI/IJIO6aKTCDI/II/I .

Campylobacter jejuni

OCHOBHBIM  METAa0OJUTOM  KJIApUTPOMUIIMHA B  OpraHU3Me  4YeloBeKa  SBISETCS
MHUKPOOHMOJIOTHYECKH  aKTUBHBIM  Merabomut  l4-ruapokcuxmnaputpomuriud  (14-OH-
KJIAPUTPOMMIIMH).

Mukpobuonoruueckasi akTUBHOCTh METa00JIMTa TaKas ke, KaK y MCXOJHOTO BEIIecTBa, Wik B 1—
2 pa3za cnabee B OTHOIIEHHWU OOJIIIMHCTBA MHUKpoopraHuzMoB. VckimroueHue cocrasiser H.

influenzae, B otHoOmEeHNU KOTOPOI 3((EKTHBHOCTH METabOIMTA B JBa pasa Bhiie. McxomHoe
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COCIMHCHHUE U €r0 OCHOBHON METa0OJUT OKa3BIBAIOT Jmlao an%ﬁmgg%j 'cngebmqecmn

MY OTYETY

sa¢dekt B otHomenun H. influenzae B ycnmoBusx in vitro u in VIVO B 3aBUCMMOCTH OT IITaMMa
OaxkTepuil.

TecT Ha YYBCTBUTEILHOCTh

KonuuecTBeHHbIE METO/BI, TpeOYIOIIMEe U3MEPEHUs JUaMeTpa 30HbI MOJABICHUS POCTa, JAOT
Han0oJiee TOYHBIC OIICHKH YYBCTBUTEIHHOCTH OAKTEPHI K aHTUMUKPOOHBIM npenapatam. OnHa
U3 PEKOMEHIYEeMbIX METOAMK JUIsl ONpPEACNCHUS YYBCTBUTEIBHOCTH HCIONB3YET JHCKH,
UMITPErHUPOBAaHHBIC 15 MKT KiapuTpoMuuHa (aucko-nuddysnonnsii meton Kupou — bayapa);
[IPU UHTEPIIPETALMU TeCTa AUAMETPhI 30H MOJaBJICHHS POCTa KOPPEIUPYIOT co 3HaueHusmMu MITK
kiaputpomuniaa. 3uadeHust MIIK ornpezgenstorcss MeTooM pa3BeieHus B OyJIbOHE WIH B arape.
[Ipr uCrONB30BaHMM STHX METOIUK OTYET W3 JIAOOPAaTOPHUH O TOM, YTO INTAMM SBIISIETCS
YyBCTBUTEIHHBIM, YKa3bIBAET HA TO, YTO BO30YIUTENb MHPEKIINU, BEPOSITHO, OTBETUT Ha JICUCHHUE.
OTBeT «pe3UCTEHTHBIN)» YKa3bIBAaET HA TO, YTO BO30YIUTENb, BOZBMOXKHO, HE OTBETHUT Ha JICUYCHHE.
OTBeT «IIPOMEXKYTOUHAST YYBCTBUTEIBHOCTBY MPEIIOJIAraeT, YTO TEpareBTUYECKUH 3PPekT
npernapara MO>KeT ObITh HEOJHO3HAYCH WIIM MUKPOOPTaHU3M MOXKET OKa3aThCsl YyBCTBUTEILHBIM
IIPU KCTIOIB30BaHUH O0Jiee BHICOKUX /103 Mpenapata (IpoMeXyTOouHasi YyBCTBUTEILHOCTD TaKKe
HA3bIBACTCS] YMEPEHHON UyBCTBUTEIBHOCTBIO).

5.2. apmaKkoKHHETHYeCKHUe CBOHCTBA

AOcopOruus

[IpemapaT ObICTPO BCACKIBACTCS B KENYAOYHO-KUILIEYHOM TpakTe. AOCONIOTHASE OMOIOCTYITHOCTh
cocrtamsieT okoio 50 %. [Ipu MHOTOKpaTHOM MpueMe 103bI Mpenapara KyMyJIsSIud TPaKTHYECKU
HEe 00Hapy)XKEHO W XapakTep MeTadoIM3Ma B OpraHU3Me 4YelloBeKa He M3MeHsuics. [Ipuem mumm
HETIOCPEJCTBEHHO TIepe MPHEMOM IMperapara yBeJTWYMBal OHMOJOCTYIMHOCTh Npemapara B
cpenueM Ha 25 %. KnapuTpoMHIIMH MOXKET TPUMEHSATHCS JI0 €7bl UJIH BO BPEMSI €1IbI.

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

In vitro

Knaputpomunuia cBsizpiBaeTcs ¢ Oenkamu 1ia3Mbl KpoBu Ha 70 % B xoHueHTparuu ot 0,45 no
4,5 mxr/mi. [lpu xoHueHTpanuu 45 MKI/Mi cBsA3bIBaHME CHMXkaercs 10 41 %, BeposiTHO, B
pe3yJbTaTe HACBHIIEHUS MECT CBA3BIBaHUS. DTO HAONOJAeTCs TOJBKO MPU KOHIEHTPALUSX,
MHOTOKPAaTHO MPEBHIIIAIONINX TEPAIEBTUUYECKYIO.

In vivo

HccnenoBanus in VIVO Ha XKMBOTHBIX IOKa3aJld, YTO KJIAPUTPOMHUIIMH HPUCYTCTBYET BO BCEX
TKaHSX, 3@ UCKIIOYEHHEM LIEHTPAIbHON HEPBHOM CHUCTEMBI, B KOHIICHTPALUAX, B HECKOJIBKO pa3
MpEBBIMIAIOIINX TUIa3MeHHble. Hambomee Bwicokme KoHueHTparuu (B 10-20 pa3 Beie

HHaSMeHHBIX) O6H3py>KHBaJ'H/ICI) B IICYCHU U JICTKUX.
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300posvie 006posoabLYbL

[Tpu Ha3HAUYE€HMHU KIApUTPOMHULIMHA B 03¢ 250 Mr 2 pa3a B CyTKU MaKkCHMajbHas KOHIIEHTpALUs
(Cmax) xmaputpomuniuia u 14-OH-kiapuTpoMuiiiHa B 1uia3Me J0CTUranach uepes 2—3 JHSA U
cocraBisiia 1 Mkr/mn u 0,6 MKr/mia coorBercTBeHHO. Ilepwoabl moayBbiBemeHus (T12)
KJIQpUTPOMUIIMHA M €ro OCHOBHOTO MeTaboinuTa coctaBuin 3—4 wyaca W 5-6 4YacoB
cooTBeTcTBeHHO. [Ipu HazHauenuu knaputrpomuimHa B jgo3e 500 mr 2 paza B cyTKH Cmax
KkiapuTpoMuliiia U 14-OH-knapuTpoMuliMHA B TUIa3Me JIOCTUTANIaCh MOCIe IpremMa S-i 10361 U
coctaBuia B cpeaueM 2,7—2,9 mxr/mi u 0,88—0,83 MKr/mi1 COOTBETCTBEHHO. T1/2 KIIApUTPOMHUIIMHA
1 €ro0 OCHOBHOI'0 MeTtabonuTa coctaBui 4,5—4,8 yaca u 6,9—8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-xmapuTpoMHUIIMHA HE YBEIIMYUBAIACH MTPOMIOPIMOHAIBHO J103€ KIAPUTPOMUIINHA, B
TO BpeMs Kak T12 Kak KJIapUTPOMHIIMHA, TaK U €r0 THAPOKCHIMPOBAHHOTO METaboIMTa UMEN
TEHJCHIIMIO K YBEIWYCHHIO C TMOBBIIMIEHWEM J03bl. Takas HenuHelHas (QapMakKOKHMHETHKa
KJIQPUTPOMHUIIMHA B COYETAHHUU C YMEHbIIEHHEM o0pa3oBaHus 14-ruapoxcunupoBaHHbIX U N-
JIEMETUIIUPOBAHHBIX MPOIAYKTOB MPU BBICOKUX [103aX YKa3bIBAE€T HA HEIMHEHWHBIN MeTaboIM3M
KJIAPUTPOMHUIIMHA, KOTOPBIA CTAHOBUTCA 00Jiee BHIPAXKEHHBIM IPU BBICOKUX J103aX.

[Toukamu BeIBOgUTCS OKoJIo 37,9 % mocie mepopaibHOro MpHUeMa KIAPUTPOMHIIMHA B J103€
250 mr u 46 % nocne npuema KiapuTpoMuurHa B go3e 1200 mr; yepe3 KUILIEYHUK BBIBOJUTCS
ok010 40,2 % 1 29,1 % coOOTBETCTBEHHO.

Hayuenmol

Knaputpomuniua u ero metabonut 14-OH-kaapuTpoMUIIMH OBICTPO MPOHUKAIOT B TKAHU U
JKUJKOCTU OpraHnu3Ma. MMeroTcs orpaHMYeHHbIE JaHHBIC, CBUAECTENIBCTBYIOIIME O TOM, 4YTO
KOHIICHTpAIUs KJIAPUTPOMUIIMHA B 1EPEOPOCTMHATIBLHOMN KUIKOCTH MPHU MEPOPATHLHOM MpUEME
He3Ha4YuTelbHa (T. €. TONbKO 1-2 % OT KOHIIEHTPAlMUd B CHIBOPOTKE KPOBH IMPH HOPMAaTbHOU
MPOHUIIAEMOCTH TemaTtodHIedannueckoro Oapbepa). KoHieHTpanus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BbIIIE, YEM B CHIBOPOTKE KPOBH.

B tabnuue npuBeneHbl IpUMEpPbl TKAHEBBIX U CHIBOPOTOUYHBIX KOHLIEHTPALIUN:

Konnentpanuu (250 mr kaxxasie 12 gacoB)

Buna TkaHu TkaHeBble (MKI/T) ChIBOpOTOYHBIE (MKT/MJT)
MuHIaIuHBL 1,6 0,8
Jlerxue 8,8 1,7

Kombunuposannoe nevenue c omenpazonom

Knapurpomunus, no 500 mMr 3 pasza B cyTKH, B KOMOMHALIUK C OMEIpa3oyioM B j103e 40 mr/cyT
ciocooctByer yBenmmueHuto Tiz m AUCo-24 omenpaszoma. Y BceX MAlMEHTOB, IMOMYYaBIINX
KOMOMHHUPOBAHHYIO TEpalnuio, B CPaBHEHHUU C IMOJYYaBIIMMHU OIMH OMEIpPa3oJ, HalOIr0AaIoch

noseimenue Ha 89 % AUCo.24 u Ha 34 % Ti2 omenpaszona. ¥V xinaputpoMunvHa Cmax, Cmin U
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MY OTYETY

IPUMEHSUICS TOJBKO KJIAPUTPOMHMLIMH 0€3 oMmemnpasoja. B paBHOBECHOM COCTOSTHUU
KOHLEHTpAllMU KJIApUTPOMHULIMHA B CIM3UCTOM JKeilyaka depe3 6 4 mocie IpueMa B IpyIIIe,
HOJIy4aBIleil KOMOMHAILMIO C OMENPA30JIoM, B 25 pa3 NpeBOCXOJMIN TaKOBbIE 10 CPAaBHEHMIO C
II0JIy4aBIIUMH OJIMH KJIApUTPOMULIMH. KOHIIEHTpauy KJIIapUTPOMMIIMHA B TKAHSX JKEITyIKA Yepe3
6 4 moce npreMa 2 rpenapaTos B 2 pa3a PEBbIILIAIN JAHHBIE, II0JyYEHHBIE B IPYIIIE NallUeHTOB,
[0JIy4aBIIUX OJWH KJIAPUTPOMMIIMH.

Oco0nIe I'pYHOIIbI TAIMEHTOB

Ileuenounas nedocmamounocms

VY ManueHToB co CpeHEN U TSHKENOM CTENeHbI0 HapyIeHUs (PyHKIMH TIeYeHH, HO C COXPaHEHHOU
(GyHKIMEH oYeK KOPPEeKIUs 103bl KIapUTPOMUILIMHA HE TpeOyeTcs. PaBHOBeCHas1 KOHLIEHTpaLHs
B IJIa3M€ KPOBU M CUCTEMHBIN KIIMPEHC KJIAPUTPOMULIMHA HE OTJIMYAOTCS y MALlUEHTOB JaHHOU
IpyIIBl ¥ 310POBIX NAlMEHTOB. PaBHOBecHas koHueHTpauus 14-OH-xkiaputpomunyiga y aronen
C HapyIICHUSIMHU (PYHKIUH IIEYCHU HIDKE, YEM Y 3/I0POBBIX.

Tloueunas nedocmamounocmo

[Ipu HapyumieHun QyHKIMYM MOYEK YBEIUYUBAIOTCH Cmax U MUHUMasbHAS KOHIEHTPAMs (Crmin)
KJIQpUTPOMHMLIMHA B IUIa3ME€  KPOBH, IIEpUOJ  IOJYBBIBEIEHHUS,  IUIOIIAAb  IIOJ
(apMaKOKMHETHYECKOW KpHBOHM «KOHIEHTpanusi — Bpems» (AUC) KIapuTpOMHUIMHA U €ro
merabonuta 14-OH-knaputpomuiimua. KoHcTaHTa »IMMHHAIMM W BBIBEJCHUE IMOYKAMU
yMeHblIaTes. CTeneHb I3MEHEHNH 3THX TapaMeTpOB 3aBUCUT OT CTENICHU HapYLICHUs (PyHKIIUH
MIOYEK.

Jluya noswcunozo eéospacma

VY nanueHToB MOKUJIOro BO3pacTa KOHILEHTpalus KJIapUTPOMUIIMHA U ero mertadbonuta 14-OH-
KJIApUTPOMMIIMHA B KPOBH OblJ1a BBIIIIE, a BBIBEACHNUE MEAJICHHEE, YEM Y IPYTIITbI MOJIOBIX JIFOCH.
OpHako nmociue KOpPpPeKIMU ¢ y4eTOM IOYEYHOT 0 KIIMPEeHca KpeaTHHUHA He ObLITO OTIIMYHA B 00eux
rpynnax. TakuMm o0pa3oM, OCHOBHOE BIMSHME Ha (PapMaKOKMHETUYECKHE IapaMeTpbl
KJIApPUTPOMMUIIMHA OKa3bIBaeT (PyHKIIMS [TOYEK, a HE BO3PACT.

Tayuenmeol ¢ MmuxobakxmepuanbHbIMu UHPEKYUAMU

PaBHOBecHbIE KOHIIEHTpAK KiapuTpomunnHa u 14-OH-knapurpomununaa y 6osnsHeix ¢ BUY-
MH(pEKINEeH, MONTy4YaBIInX KIApUTPOMUILIMH B 0ObIUHBIX 103ax (500 mr nBa pas3a B CyTKH), OBbLIH
CXOIHBIMHU C TAKOBBIMH y 3/10pOBBIX Jitojiel. OJIHAaKO Mpu MPUMEHEHUH KJIapUTPOMHUIIMHA B Ooliee
BBICOKHUX J103aX, KOTOPbIE MOTYT MOTPeOOBaThCS JJIs JICUEHUSI MUKOOAKTEPHATIbHBIX MH(PEKIIHIA,
KOHIIGHTPALlMN aHTHOMOTHKA MOTYT 3HAYUTEIHHO MpeBbIIaTh 0ObIyHbIE. Y manueHToB ¢ BNY-
uH(peKInen, NpUHUMAaBIINX KiaapuTpoMuliuH B 103 1000 mr/cyt unu 2000 mr/cyT B 1Ba prema,

paBHOBecHbIE 3HAYEHUS Cmax 00BIYHO cocTaBisuik 2—4 MKT/MI 1 5—10 MKT/MJI COOTBETCTBEHHO.
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[Ipu npumeHeHuu mnpenapara B 0ojiee BBICQKHX ndﬂgl:o;lﬁt;f;ﬁb'ézEDm;eH

MOJIYBBIBCACHUS IO CPABHCHUIO C TAKOBBIM Y 310POBBIX JHOI[Cﬁ, MMOJIy4YaBIINX KIIAPUTPOMUIIMH B
OOBIYHEIX J03ax. IloBbImIcHHE KOHICHTpAalMU B IJIa3MC U YIJIMHCHUC IICpHUOAa IMOJIYBBIBCACHUA
npu MNOpUMCHCHUU KIAapUTpOMHUIMHa B 0oyiee BBICOKHX J03axX CBA3aHO C HEIUHEHHON

(bapMaKOKMHETHKOM Ipernapara.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeyenb BcnoMoraTeibHbIX BellleCTB

[emtros103a MUKPOKpHUCTAIUIMYECKAs,

HATPUS JTAypUiICyIbdar,

HaTpUsl KpOCKapMeIio3a,

KPEMHUS TMOKCU]] KOJUIOUIHBIN (a3pocuin),

HOBUJIOH (IOJIMBUHUIITUPPOIUIOH HU3KOMOJIEKYJIISIPHBIN ),

MarHus creapar.

Bcnomozamenvhule sewyecmea 011 060104KU.:

TUIIPOMEIII03a (THIPOKCUITPOITMIMETHIILIEIUII0N03a),

Makporoia 6000 (monuatuneHrImkoas 6000),

TUTaHa JUOKCUJ,

TUNPOJI03a (THIPOKCUITPOITMIILIEIUTION03),

KpacHuTelb XHHOTMHOBGIH kenThiil (E104),

BaHWIUH,

CUMETHKOH.

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CPOK XpaHeHusl)

3 rona.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHUH

XpaHUTb B 3aIIMILIEHHOM OT CBETa MECTE IIpH TeMIiieparype He Boiue 25 °C.
6.5. XapakTep u coaepkaHue YIaKOBKHU

[To 7 nmm 10 TabneToK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IUIEHKH MOJIMBUHUIXJIOPUAHON U
(boJIbru amOMHUHNEBOM MeYaTHON JTAKUPOBAHHOM.

ITo 1, 2 nnu 3 KOHTYpHBIE SUEHKOBBIE YIIAKOBKM BMECTE C JIMCTKOM-BKIIAJIBIIIEM NOMELIAIOT B

Ma4YKy U3 KapTOHA.
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6.6. Ocobble Mepbl NPEAOCTOPOKHOCTH Ilpll;ﬂIJ:VM@%&IEF“%&I'&&%&MOFO

JIEKAPCTBCHHOI'0 npemnapara HJIH 0TX0/10B, MOJTYYCHHBIX mocJjie NMPUMEHECHUSA
JIEKAPCTBCHHOI'O IIpenapara, 1 Apyrue MaHMnyJasiuu € nmpemnapaTomM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

AO «AJINYM», Poccus.

142279, MockoBckas 00i1., T. CepryxoB, . O6oseHck, Tep. KBapran A, 1. 2.
Ten.: +7 (495) 646-28-68.

E-mail: info@binnopharmgroup.ru

7.1. IlpeacTaBuTeNb AEPKATE/S] PETHCTPAIMOHHOIO Y10CTOBEPEeHUs!
[Tperen3un noTpeduTENE HAMPABIATH MO AAPECY:

AO «AJIMYM», Poccus.

142279, MockoBckast 00i1., r. CepmyxoB, 1. O6oseHck, Tep. Kpapran A, . 2.
Temn.: +7 (495) 646-28-68.

E-mail: info@binnopharmgroup.ru

8. HOMEP (HOMEPA) PETHCTPALIMOHHOT' O YIOCTOBEPEHUSI
JITI-Ne(001473)-(PT-RU)

9. KATEI'OPHUS OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapcTBEHHBIN ITpenapaT OTHOCUTCS K KATETOPHUH OTITYCKa 10 PELENTY.

OO11as xapakTepuCcTHKa JiekapcTBeHHoro npemnaparta Kiapurpomunua-OBL noctynHa B eanHOM
peecTpe 3aperucTpUPOBAaHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3uiickoro 5KOHOMUYECKOTO COX03a U
Ha o(uUMaTbHOM  caliTe  YIOJHOMOYEHHOro opraHa  (9KCIEPTHOW  OpraHHU3aliM)

(https://lk.regmed.ru/Register/EAEU_SmPC).
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