COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 13.03.2026 N2 511&

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT O IPEAAPATA "

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

bakrtukamn, 250 mr, Kancysisl.

bakrukan, 500 mr, Karcysl.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JlercTByO1Iee BELECTBO  KIAPUTPOMULIUH.

baktukam, 250 Mr, Kancyiabl

Kaxxnas xancyna cogepxut 250 Mr KJI1apuTpoMHUIIMHA.

BemectBa, Hann4ue KOTOPBIX HAJ0 YYHTBHIBATH B COCTAaBE JICKAPCTBEHHOI'O IMperapaTa: KpacUTellb
a3opyOuH, HaTpwuii (cM. pasnen 4.4).

baktukam, 500 Mr, Kancyiabl

Kaxnas xancymna cogepxut 500 Mr KI1apuTpoOMHIIMHA.

BeiectBa, HaqMuMe KOTOPBIX HAJ0 YIUTHIBATh B COCTABE JICKAPCTBEHHOT'O MpernapaTa: HaTpui (CM.
paznen 4.4).

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancyner.

baktukan, 250 Mr, Karncyibl

Kancynsr TtBepapie sxematmHoBhle Ne 0. Kopmyc 06enoro, Kpblmiedka TEMHO-PO30BOTO I[BETA
HEIPO3payvHbIe.

baktukan, 500 Mr, Karcvyisl

Kancyns! TBepabie xkenatuHoBbie Ne 00. Kopryc u kpeliieuka 6€10ro 1[BeTa, Helpo3payuHble.

ConepxuMoe Karcysia — CMeCh MOPOIIKa U TpaHyJl 0eoro Wik nmoutu 6enoro 1sera. Jlomyckaercs
YILIOTHEHUE COJIEPKUMOTO Karcysl B KOMKH, JIETKO pa3pyliaeMble IPH HaJaBIHMBAHHH.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3zaHusi K IPUMEHEHHIO

[Ipenapar bakTukan nokaszaH K NPUMEHEHUIO Y B3pOCIBIX U A€TeN B Bo3pacte oT 12 no 18 ner mpu
MH(PEKIIMOHHO-BOCTIAJIUTENIbHBIX 3a00JIEBaHUX, BBI3BAHHBIX YYBCTBUTEIBHBIMH K KIAPUTPOMULIUHY
MHKPOOPraHU3MaMHu:

¢ pH()EKINHM HWKHUX JAbIXaTeIbHBIX MyTel (Takue Kak OPOHXUT, THEBMOHUS);

e UH(EKIMHU BEPXHUX JbIXaTeIbHBIX MyTeH (Takue KaK (papuHTUT, CHHYCHUT);

® OJIOHTOT€HHbIE UH(EKIIUY;

e UH(EKIMH KOKU U MATKUX TKaHeH (Takue KakK (OITUKYIUT, BOCHATIEHHE TOAKOKHON KIIETUaTKH,
posxa);
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® JHCCCMHUHHUPOBAHHBIC HIIHM JIOKAJIW30BAHHBIE M K06aKT|egII/;IaJ-'IB-LE%CI %ﬁ’g%u . I]-BI];IEE;!HQETIG

Mycobacterium avium wu Mycobacterium intracellulare; nokamu3zoBanHbIC HWHGEKIUH,
Be3BanHbIc Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium kansasii;

e npodHIaKTHKA paclpocTpaHeHHs HHQEKIHH, 00ycIoBIeHHONW Komiuiekcom Mycobacterium
avium (MAC), BUY-unbumMpoBaHHBIM MalMEHTaM C colepxkanueM JuMdpouutoB CD4
(T-xenmepHsix muMdonuTo) He 6omnee 100 B 1 MmS;

e spaaukanus H. pylori u cHmKeHre 4acTOThI PELUANBOB 3B JBCHAIIATHIIEPCTHON KHIIIKH.

4.2. Pe:kxuM 103MPOBaHUS U CIOCO0 MPUMeEHEeHHU s

PexxuM mo3upoBanus

OObIuHast peKOMEH0BaHHas J103a KiapuTpoMunuHa — 250 Mr 2 pas3a B IeHb.
Kiaputpomura 500 mr 2 pasza B IeHb HCTIOIB3YIOT B cllydae 00Jiee TSHKEIbIX MH(EKITUA.
OObIuHas MPOJOIHKUTEIBHOCTD JIGYSHHUSI COCTABISET OT 5 110 14 nHei.

HckmoueHne cocTaBisitoT BHEOOIbHIYHAS THEBMOHUS I CHHYCHT, KOTOpPbIE TPEOYIOT JieueHus oT 6
10 14 nuen.

s neuenuss 000HMO2EHHBIX UHDeKYULl

Jlo3a xitaputpomuiHa coctasisieT 250 Mr 2 pa3a B CyTKU B Te€U€HUE 5 AHEH.

Ho3bl 015 neuenus MUKOOAKmepuanbHblx uH@exkyull, Kpome mybeprynesa:

[Tpu MukOOaKTEpHATBFHBIX HH(EKIUAX PEKOMEH I0BaHa J103a KiapuTpoMuiaa S00 mr 2 pasa B JICHb.

Jleuenue nuccemunupoBanHbix MAC-undekuuii y nanuentoB co CIIN] cnexyeTr npomomxaTs 10
TeX TOp, IMOKa UMEeTCs KIMHUYECKass U MHKpoOuoorndeckas 3¢dekTuBHOCTh. KiiapurpomumnmH
clieyeT Ha3HayaThb B KOMOMHALMK C JPYTMMH aHTUMHKPOOHBIMU TMpenaparaMu, aKTHBHBIMU B
OTHOIICHWW JAaHHBIX BO3OyaurTenei. JMMTEIBHOCTH JICUCHUS JPYTHX HETYOCpPKYJIE3HBIX
MUKOOAKTEpHUaIbHBIX MHPEKIUI YyCTaHABIUBAET Bpau.

s npogpunakmuxu unghexyuii, evizeanuvix MAC:
PexomeHyemas 103a KJIapUTPOMHUILIMHA A7 B3pociiblx — 500 Mr 2 pa3a B I€Hb.
Jna spaduxayuu H. pylori:

VY nanueHToB C A3BEHHOW O0O0JIe3HBIO, BbI3BAaHHON MHGekuued H. pylori, KIapuUTPOMUILIUH MOYKHO
HazHayaTh 1o 500 Mr 2 pa3a B JileHb B KOMOMHAIMK C IPYTUMH aHTUMUKPOOHBIMU IIperaparaMmu 1
MHTUOMTOpaMU IPOTOHHOI'O Hacoca B TedeHue 7—14 nHel, B COOTBETCTBMM C HAIMOHAIBHBIMU U
MEXIYHapOAHBIMU PEKOMEHAAMIMH 110 JIedeHHto uHpekuuu H. pylori.

Oco0nIe T'pYHIbl HAIWUCHTOB

Hauueﬁmbz C NOYEYHOU HeOOCMAamo4HOCHbIO

[TarmenTtam ¢ kimpencoM kpearunuHa (KK) menee 30 Mi/MHUH Ha3HayaroT MOJIOBUHY OOBIYHOM J103bI
KJIApUTPOMHUIIMHA (B JIAaHHOM CJydae HUcCrosb3yercss go3a 250 wmr). JledeHue Takux IMalMeHTOB
MPOJ0IDKAIOT He Oosiee 14 nHei.

CTHU

Pexxum nosupoBanus it gereid ot 12 mo 18 nmer He oTIMYaeTcs OT peXuMa JO3UPOBAHUS LIS
B3pOCIIBIX.

HpI/IMCHCHI/IC KJIapUTPOMUIIMNHA B BUAC KAIICYJ Y JeTel Miaale 12 ner He HU3Yy4aJIOoCh.

Cnooco0 nmpuMeHeHus

I[JBI npucemMa BHYTPb. Hezapucumo ot InprueMa Iuiu.
2



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.03.2026 N2 5116

(MOCNEOCBATENEHDCTE 0001)

4.3. IIlpoTuBoONOKAa3aHUS

e [unep4yBCTBUTEIHHOCTH K KJIAPUTPOMHULIMHY, MAKPOJIHJIaM UJTH K JIFOOOMY U3 BCIOMOTaTeIbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazjeine 6.1;

e OJHOBpEMEHHBI MpUEM KIAPUTPOMUIIMHA CO CIEIYIOIMIMMH TpernaparaMu: acTeMHu30d,
U3anpuI, TUMo3u, TepdeHaant (cM. paszaen 4.5);

e OJIHOBPEMCHHBIU MPUEM KIAPUTPOMHUIIMHA C JIOMHUTAIHIOM (CM. pasaen 4.5);

e OHOBpEMEHHBIII TNpHEM KIAPUTPOMHUIIMHA C  alKaJIOWJAaMU  CIOPBIHBH, Hampumep,
9ProTaMUHOM, JUTHIPOIProTaMUHOM (CM. pasnen 4.5);

e OHOBpEMEHHBI MpUEM KIAPUTPOMUIIMHA C MHUJA30JIaMOM IS MEPOPaIbHOTO MPUMEHEHUS
(cM. paszzen 4.5);

e OnHOBpeMEHHBIII mpHeM KilapuTpomuuuHa ¢  uHruouropamu ['MI-KoA-penykrasbl
(craTmHaMM), KOTOPBIC B 3HAYUTEIBHOUW cTereHn MeTadbonusupyrores nzodpepmentom CYP3A4
(JloBacTaTMH WM CHUMBACTaTHH), B CBS3M C IOBBIIICHHEM pHCKa MHONATHUH, BKIIOYAs
pabaomuosu3 (cM. paszaen 4.5);

e OIHOBPEMCHHBIN MPHEM KJIAPUTPOMHUIIMHA C KOJXUIIUHOM (CM. pasjen 4.5);

e OmHOBpEMEHHBIH NMPHEM KJIAPUTPOMHUIIMHA C THKArpeIopoM, NBaOPaAMHOM WJIH PAHOJIA3UHOM;

e Viununaenue nntepBana QT B anHamHe3e (BpOXKICHHOE WM IPHOOPETECHHOE 3apETUCTPHUPOBAHHOE
ynnuHeHue uatepsana QT) win xkeny104koBas apuTMUS, BKIIKOYAst )KeNyI0YKOBYIO TAXUKAPIUIO
THUIA «THPYIT» (CM. paszaeinst 4.4 u 4.5);

e KiapuTpoMHIIMH HE CIEAYeT NPUMEHSTHh Yy MAlUEHTOB C AJIEKTPOJIUTHBIMU HAPYIICHUSMH
(runokanueMuen WIM TUIIOMarHueMuen) B CBSI3U C PUCKOM yanuHeHus uHTepBana QT
(cM. pazgaen 4.4);

e Tspkemas TIeUEHOYHAs HEIOCTaTOYHOCTh, MPOTEKAIOIMas OJHOBPEMEHHO C IOYEYHOMH
HEJO0CTaTOYHOCTHIO;

e XosecTtaTHuecKas JKeITyXa/TemaTUT B  aHaMHe3e, pa3BUBIIMECS TMPU  HPUMEHEHUU
KJIapuTpOMHILIMHA (cM. pasnen 4.4);

e [lopdupus;

e [lepuon rpyqHOro BCKapMIUBAHUS;

e Bospact o 12 net (3¢ pexTrBHOCTH U 6€30MACHOCTh HE YCTAaHOBIICHBI).

4.4. OcoOble yKka3aHMsl U1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

e [loueyHas HEOCTATOUHOCTb CPEAHEN U TSKEIION CTENEHM;

e [leyeHOYHAst HENOCTATOUHOCTD CPEAHEN U TSHKEIION CTENEHM;

e OnHOBpEMEHHBII MpHEM KJIAPUTPOMHUIIMHA ¢ OeH30/1Ma3enMHaMHU, TaKUMHU Kak ajmpasoliaMm,
TpHaszojiaM, MUJa30JiaM JUIsl BHYTPUBEHHOTO MPUMEHEHUS WIN JJIsl HAHECEHHs] Ha CIU3UCTYIO
000510uKy pTa (cM. paszzaen 4.5);

e OnHOBpPEMEHHBIH NPHUEM C IIpenapaTtamMu, KOTopble MeTabonu3upytotcs nzopepmentom CYP3A,
Harnpumep, KapOamasenuH, LUIOCTa30J, LUKIOCIOPUH, JW30MHMpPaMMJl, METHIIPETHU3O0JIOH,
OMEIpPa30i, HENpsIMble AHTHKOATYNISHTHl (Hampumep, BaphapuH), XUHUAWH, pHUPaOyTuH,
cuiaeHadusI, TakpoIMMYyC, BUHOIaCTHH (CcM. pa3zaen 4.5);

e OaHOBpEMEHHBIN MpUEM ¢ mpenaparaMmu, nHAynupyomumMu nzopepment CYP3A4, nanpumep,
pudamnuiH, QeHuTonH, KapOamazenuH, ¢eHobapOuTan, 3BepoOON MPOIBIPSBICHHBIN
(cM. pazzen 4.5);

e OHOBpEMEHHBII NMpUEM KIAPUTPOMHUIIMHA CO CTAaTHHAMH, HE 3aBUCSIIMMHU OT MeTadoiIu3Ma
uzodpepmentra CYP3A (manpumep, payBactatun) (cm. pazzaen 4.5);

e OpnHOBpeMEHHBIM MpueM ¢ OJIOKaTopaMu «MEJUICHHBIX» KaJbI[MEBBIX KaHAJIOB, KOTOpPbHIE
metabonusupytotes nzodpepmenrom CYP3 A4 (manpumep, BeparamMul, aMJIOAUIINH, AUITHA3EM);
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NecTBUS, TaKUMHM Kak Ja0urarpaH, puBapokcabaH, amukcabaH W 3a0KcabaH, 0COOEHHO Yy
MAIMEHTOB C BBICOKUM PHCKOM Pa3BUTHS KPOBOTEUEHH (cM. pasfen 4.5);

e [lamuenTs! ¢ nmemudeckoit 6one3npto cepana (MBC), Tsoxenoi cepaedHoi HeIOCTaTOYHOCTBIO,
HAPYIICHUSIMHA TIPOBOJIMMOCTH WJIM KIIMHUYECKH 3HAYUMOW OpajuKapauel, a TakKe MalleHTEI,
OJIHOBPEMEHHO TMPUHUMAIOLINE aHTUApUTMHUecKue mpemnapatel [A kiacca (XMHHIUH,
npokannamun) u 111 knacca (modernnma, aMuoapoH, COTANON);

e bepeMeHHOCTD.

Oco0Oble YKa3aHuig

JUTUTenpHBINA TIPUEM aHTUOMOTHKOB MOJKET NMPHBOJUTH K 0OPA30BAHUIO KOJIOHHH C yBEITHYECHHBIM
KOJMYECTBOM HEUYBCTBUTENbHBIX Oaktepuili u rpuboB. [lpum cynepunbekunn HeoOX0auMO
HA3HAYUTh COOTBETCTBYIOLIYIO TEPAIHIO.

Haznauenwne KJIIapuTpOMHUIIMHA 6epCMCHHBIM KCHIIMHAM JOJIZKHO ITPOBOAUTHCA IIPpH TIHaTCHBHOﬁ
OLICHKC COOTHOLICHHA PHUCKA U IMOJIb3bI, 0COOEHHO B TCUCHUE MEPBLIX TPEX MECALICB 6ep€M€HHOCTI/I.

[Ipy TpuUMEHEHHMH KJIAPUTPOMHUIIMHA COOOIIAIOCH O TMEYCHOUHOW JUCHYHKIHMH (TIOBBIIICHHE
AKTUBHOCTH TICYCHOYHBIX ()EPMEHTOB B KPOBH, TCMATOICILIIOJSIPHBIN W/WIH XOJECTaTUICCKUI
remnatut ¢ skenaTyxod wnu 6e3). [leyeHouHass nuchyHKIMS MOKET OBITh TSKENIOW, HO OOBIYHO
sBisieTcss oopaTumoid. MIMeroTes ciydan TIEYeHOYHOH HEJOCTATOYHOCTH C JICTATLHBIM HCXOJOM,
TJIABHBIM 00pa3oM, CBSI3aHHBIC C HAJIMYHEM CEPhE3HBIX COIYTCTBYIOIIUX 3a00JICBaHHMN W/WIIU
OJTHOBPEMEHHBIM MPUMEHEHHEM JPYTHUX JIGKAPCTBEHHBIX CPeACTB. [IpH MOSBICHUM MPU3HAKOB U
CHUMIITOMOB T€MAaTHTa, TAKUX KaK aHOPEKCHs, JKEITyXa, MOTEMHEHHUE MOYH, 3y, O0JIE3HEHHOCTh
KUBOTA MIPH MMATbIAINH, HEOOXOIUMMO HEMEJICHHO MMPEKPATHTh TEPAMHUIO KIAPHUTPOMHIIMHOM.

[Tpy HanMUUM XpPOHUYECKUX 3a00J€BaHUN NEYEeHN HEOOXOAUMO MPOBOJIUTH PErYISPHBIA KOHTPOJIb
(epMEeHTOB CHIBOPOTKH KPOBH.

[lpy neyeHUH MPAaKTHYECKH BCEMHM AHTHOAKTCPHAIBHBIMU CPEICTBAMH, B TOM YHCIIC
KJIAPUTPOMHIIHHOM, OIKCAHBI CIIydad MCEBIOMEMOPAHO3HOTO KOJUTA, TSHKECTh KOTOPOTO MOXKET
BapbUPOBATBCS OT JIETKOH [0 yrpokaromend >ku3Hu. [Ipu Je4eHHH NPAKTUYECKH BCEMH
aHTHOAKTEpUATBHBIMKE TIperapaTaMd, B TOM YHCJIE KJIAPUTPOMHUIIMHOM, OIKMCAHBI CIyYau
Clostridioides difficile-accornpoBanHoit auapen, TSKECTb KOTOPOH MOXKET BapbHpPOBATHCS OT
JIETKO# Iapen 10 yrpoXKaroIIero KU3HN KOJNTa. AHTHOAKTepHAIbHBIC TIPEMapaThl MOTYT H3MEHHTH
HOpPMallbHYI0O MHKpO(IIOpY KHIIEYHHWKa, 4Yro MoxeT mpuBectu k pocty C. difficile.
ITceBmomemOpano3ubiii  koaut, Bbei3BaHHbA C. difficile, HeoOxomumo mMmomo3peBath y Bcex
HAIMEeHTOB, Y KOTOPBIX MOCIIE MPUMEHEHUs aHTHOAKTEPUATIbHBIX CPEJICTB pa3Buiack auapes. [locie
NPOBEJICHHST Kypca aHTHOMOTUKOTEPAITHH HEOOXOIUMO TIIATEIFHOE MEIUIIMHCKOE HAOI0ICHHE 32
nanueHToM. OTNHCHIBATIMCH CITyYau Pa3BUTHUS IICEBIOMEMOPAHO3HOTO KOJIUTA CITYCTs 2 MecsIia Mocle
preMa aHTHOMOTHKOB.

[Ipu neueHHM MakKpoJHIaMH, BKIIOYAs KIAPUTPOMULIMH, HAONIOJAIOCH YAJMHEHUE CepAeyHON
penonspusanuu 1 uHTepBaia QT, BbI3bIBas PUCK Pa3BUTUS CEPICYHON apUTMHUU U JKEITYA0YKOBOU
TaXMKapJAUU TUMNA «IUPYIT» (cM. pazzaen 4.8). Tak kak cieayrouye CUTyalud MOTYT NMPUBECTH K
YBEJIMUEHUIO PUCKa Pa3BUTHA KEJYyTOUKOBBIX apUTMHI (B TOM YMCIIE JKEIYJOUYKOBOM TaxuKapauu
THUIIA «ITUPYIT»), TO KIAPUTPOMUIIMH HE JOJKEH IPUMEHSATHCS y CJIEIYIOIIMX KaTErOpUH MalMEHTOB:

® Y MaIMEHTOB C THIIOKameMuei (cM. pasnen 4.3);

® Y MaMEeHTOB C TMIIOMaruuemueii (cM. paszaen 4.3);

® Yy NAIMEHTOB, OJHOBPEMEHHO MOJYYAIOIUX KIAPUTPOMHIMH C AaCTEMHU30JIOM, ILU3AIPUIIOM,
UMO3UI0M U Tepdenaanaom (cm. pasuen 4.3);

® y MAaNWEHTOB C BPOXICHHBIM MWW TPHOOPETCHHBIM 3aperHCTPUPOBAHHBIM  YIJTHHEHUEM
uHTepBana QT win HaIM4MeM KeTyJA04YKOBOH apUTMHUH B aHaMHe3e (cM. pazzaen 4.3).



COOTBETCTBYET SKCMEPTHOMY OTY
"

P |
KnaputpoMuIMH JOHKEH MPUMEHSTHCS ¢ OCTOPOKHOETRIO Y cdgzwrolm}gt KaTel"O'DI/h/I ITaIII/Ie'HTOB'

e vy nanueHToB ¢ UBC, Tsxenoil cepaeyHoil HEAOCTATOYHOCThIO, HAPYIICHUSIMUA TTPOBOJAMMOCTH
WM KIIMHUYECKH 3HAaYUMOM Opaaukapaueil;

® y MAIMEHTOB, OJIHOBPEMEHHO MPUHUMAIOIIUX JAPYTUE JIEKapCTBEHHbIE MpPenapaThl, CBI3aHHBIE C
yumHenueM uatepBaia QT (cMm. pazzen 4.5).

[lepen HazHaueHHEM KJIApUTPOMHUIIMHA BCEM MAIlMEHTaM, MPUHUMAIOIIUM THIPOKCUXJIOPOXUH WM
XJIOPOXHH, TIIATEJIbHO B3BECHTE COOTHOIICHHE MOIb3bI U PUCKa U3-3a MOTEHIIMAILHO MOBBIIIICHHOTO
PHCKa CepJICUHO-COCYIUCTBIX COOBITUN U CEPAEUHO-COCYTUCTON CMEPTHOCTH (CM. pazjen 4.5).

B Xxoze 3muaeMuoNIOTHYecKuX MCCIEA0BAaHUM MO M3YYEHUIO PHCKa HEeOJIaronpHsTHBIX CEplIeHHO-
COCYIUCTBIX UCXOJI0B IIPU PUMEHEHUN MAKPOJIUJI0B ObLIM MOJIY4YE€Hbl HEOJHO3HAYHbIE PE3YIIbTATHI.
B HekoTOpbIX HaOMI0JaTEeIBHBIX UCCIIEOBAHUSAX ObLT YCTAHOBJICH KPATKOBPEMEHHBIN PUCK PA3BUTHUS
apuTMHM, UHpApKTa MHOKapAa U CMEPTH OT CEpleYHO-COCYAMCTBIX 3a00JIeBaHUM, CBS3aHHBIN C
IIPUMEHEHHUEM MaKpOJIMJIOB, BKIIIOUYas KJIapUTpOMULIKH. [Ipy Ha3HaYe€HNUU KIapUTPOMUILIMHA CIIELYET
COOTHOCHTB IIPEIIIOJIAaraeMylo I0JIb3y OT IIPHEMa IIperapaTa ¢ JaHHBIMU PUCKAMM.

Bo3MokHO pa3BUTHE NTEPEKPECTHON PE3UCTEHTHOCTU K KJIAPUTPOMULIMHY U JPYTUM aHTUOMOTHUKAM
IPYIIIBI MAKPOJIUJIOB, @ TAKXKE JIMHKOMULMHY U KIIMHIAMULIVHY.

VYuuThIBas pacTyLIyI0 PE3UCTEHTHOCTh Streptococcus pneumoniae Kk MakpoJiniam, BaXKHO IIPOBOIUTh
TECTUPOBAHUE YYBCTBUTEILHOCTH IIPU HA3HAUYEHUH KJIApUTPOMMLIMHA MAIIUEHTaM ¢ BHEOOJIbHUYHON
nHeBMoHMeEH. [Ipu rocnuTanbHON THEBMOHUU KIIAPUTPOMUIIMH CIIEAYET IPUMEHITh B KOMOMHALIUN
C COOTBETCTBYIOIIMMU aHTUOMOTHKAMH.

WHdekunu KoK 1 MITKUX TKaHeH JISTKOW U CpeJIHeH TSDKECTH Yallle Bcero Bei3BaHbl Staphylococcus
aureus u Streptococcus pyogenes. Ilpu stom o00a B0O3OyauTenass MOTYT OBITh YCTOWYHMBBI K
Makpomgam. [1o3ToMy BaKHO IPOBOIUTH TECT HA YyBCTBUTEIBHOCTb.

Makponuasl MOXHO IPUMEHATh Ipu HH(EKIHsX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIEBaHHSAX YIPHU BYJbrapHbIE M POXa, a TAKXKE B TEX CHTYyallMsIX, KOTJa HEJIb3sl MPUMECHSTH
HEHULUIITHAH.

B cnyuyae mosiBieHUsI OCTPBIX PEAKIUN TUIMEPUYBCTBUTEIHHOCTH, TAKWX KaK aHA(pUIAKTHYECKas
peaxius, TsOKENble KOXHbIE JIEKapCTBEHHBIE PEakluu (HAmpUMep, OCTPBIA TeHepaTu30BaHHBIM
9K3aHTEMAaTO3HbIH TycTyne3), cuHapoMm CrtuBeHca-/[P>KOHCOHA, TOKCHUYECKHH HSIHaAepMaIbHbII
HEKpOIIM3 W JIEKapCTBEHHAs ChIIb C 203uHOGMIMed U cucreMHOil cumnromarukoi (DRESS-
CUHJIPOM) HEOOXOIUMO Cpa3y ke MPEeKPaTUTh MPUEM KIAPUTPOMUIIMHA U HAYaTh COOTBETCTBYIOIIYIO
TEPAIUIO.

B cnyuae coBMecTHOro npuMeHeHHs ¢ BappaprHOM WIH IPYTUMHU HENPSIMBIMU aHTHUKOAryJIssHTaMU
HEOOXOMMO KOHTPOJHMPOBATh MEXIyHApOIHOE HOopMmaiu3oBaHHoe oTHomienne (MHO) wu
pOTpOoMOUHOBOE BpeMst (cM. pasjen 4.5).

Crnenyer co0mogaTh OCTOPOXKHOCTH HPHU OJHOBPEMEHHOM IPUMEHEHHHM KIAPUTPOMHIMHA C
NEepOpANbHBIMA aHTUKOATyJISHTaAMU TPSAMOTO JEHCTBHS, TAKUMM Kak Ja0buraTpaH, pUBapokcadaH,
anukcabaH M 370KcabaH, OCOOEHHO Yy MAllMEHTOB C BBICOKMM PHUCKOM Ppa3BUTHSI KPOBOTEUEHHS
(cm. mozpazaen «C 0CTOPOKHOCTHION U pasjen 4.5).

BcnoMorareapHbIe BEIECTBA

[Ipemapar baktukan, B A03upoBke 250 Mr, COIAEPKUT KpPacHUTENb a30pyOMH, KOTOPHIA MOMKET
BBI3BIBATh AJUIEPTHUECKUE PEAKIIMH U MOXET OKa3bIBaTh OTPHUIATEIIHHOE BIMSHNUE HA aKTUBHOCTh U
BHUMAaHUE JIETEN.

JlaHHBIN JIEKapCTBEHHBIN MpemapaT CoOACPKUT MeHee 1 MMoJIh (23 Mr) HaTpus Ha OJIHY Karcyiry, TO
€CTb I10 CYTH, «HE COACPKUT HATPUSD.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

B3aNMOIeHCTBUA

IIpoTHBONIOKA3aHHBIC KOMOHMHAIIMU

HpI/IMeHeHI/Ie CIICAYIOIUX IperapaToB COBMECTHO C KIIAPUTPOMHUIIMHOM IMPOTHBOIIOKA3aHO B CBA3U
C BOBMOKHOCTBIO Pa3BUTHA CEPBE3HBIX HEXKCIATCIIbHBIX peaKHHﬁ.

Luzanpuo, numosuo, mepghenadun u acmemu3soi

[Ipn coBMecTHOM IMpHeMe KIApUTPOMHULIMHA C LHU3ANPUIOM, MHUMO3UIOM, TepheHATUHOM WU
ACTEMHU30JI0M COOOIAaJIOCh O MOBBIIICHUH KOHIICHTPALIUU MOCJIEIHUX B IUIa3Me KPOBH, UTO MOXKET
NpUBECTH K y/uMHeHuto wuHTepBasa QT U mMOSABICHHIO CepACUHBIX apUTMUN, BKIIOYAs
KEITYTOYKOBYIO TaXUKApAWIO, (GMOPUIUISIMIO KETyTOYKOB M KEIYIOYKOBYIO TaXWUKAPAHWIO THIIA
«upy?1» (cM. pasaen 4.3).

Ankanouosi cnopuinbu

[TocTperucrpalliOHHbIE HCCIEAOBAaHUS IOKa3bIBAlOT, YTO IIPU COBMECTHOM NPHUMEHEHUU
KJIQPUTPOMHIIMHA C 3PTOTAMUHOM WM JUTHUIPOIPTOTAMHUHOM BO3MOXHBI cienyronme dQQeKTsl,
CBSI3aHHBIE C OCTPBIM OTpPABJICHWEM TMpenaparaMud TPYIIbl 3PrOTAMUHOB: COCYAUCTBIM CHa3M,
WIIEMUs KOHEYHOCTEH M Jpyrux TKaHEeW, BKIouas LEHTpaibHyl0 HepBHYI cucremy (LIHC).
OpHOBpEeMEHHBIN MpUeM KIApUTPOMUIIMHA C ATKAIOUIAMH CIIOPBIHBH MPOTUBOIIOKA3aH (CM. pa3aen
4.3).

Mudaszonam 011 nepopanbHo20 NPUMeEHEeHUs.

IIpy coBMECTHOM NIpHUMEHEHHMH MHAa3ojgama M kiapurpomuuuHa (500 mr aBa paza B JIEHb)
OTMEYaJIOCh YBEJIMUYEHHUE IJIOMAIN 0] (PapMaKOKMHETHUECKOM KPUBOM «KOHLIEHTPALMsS — BpEMs»
(AUC) wmwupmazomama B 7 pa3 mociae mnepopaibHoro mpuema. OJHOBPEMEHHBIM IMpUEM
KJIQPUTPOMMLIMHA C MHUA30J1aMOM JIJIsl EPOPaIbHOIO MPUMEHEHHsI IPOTUBOMNOKA3aH (CM. pazfel
4.3).

Hneubumopwor I'MI-KoA-pedykma3swl (cmamutul)

OnHOBpEMEHHBIN NMPUEM KIIAPUTPOMUIIMHA C JIOBACTaTUHOM WJIM CUMBACTaTUHOM MPOTHUBOIOKA3aH
(cM. paznen 4.3) B CBSA3U C T€M, UTO JaHHbIE CTATHHBI B 3HAYUTEIBHON CTENIEHH METAa00IU3UPYIOTCS
nzopepmentoM CYP3A4, u coBMecTHOE MNpPUMEHEHHE C KIAPUTPOMMIIMHOM IOBBIIAET MX
CBIBOPOTOUHBIE KOHIIEHTPALIUH, YTO IPUBOJIUT K MOBBILIEHUIO PHCKa Pa3BUTHsI MUOIIATHH, BKIIIOYAs
pabaomuonmn3. Coobmanoch O cilydasx pabJOMHUONM3a Yy TAIMEHTOB, NPUHUMABIIUX
KJIQPUTPOMMIIMH COBMECTHO C JIaHHBIMHU NpenapaTamu. B ciydae HE0OOXOIUMOCTH NPUMEHEHUs
KJIApUTPOMMIIMHA CJIETYET MPEKPATUTh IPUEM JIOBACTaTUHA WJIM CUMBACTaTUHA HA BPEMsI T€paruH.

KnaputpomuniuH cneayeT NPUMEHATH C OCTOPOKHOCTHIO MpPH KOMOWHHUPOBAHHOM Tepamuu C
JIPYTUMHU CTaTHHAMU. B ciiydae HEOOXOAMMOCTH COBMECTHOTO TpHUeMa PEKOMEHIYETCSI IPHHUMATh
HAaUMEHBIIYIO JT03y CTaThHA. PeKkoMeHayeTCsl MPUMEHSITh CTaTUHBI, HE 3aBUCSIINE OT METa0OoIu3Ma
m3odepmenta CYP3A (nanpumep, piyBactatun). CienyeT KOHTPOIUPOBATH PaA3BUTHE MPU3HAKOB U
CUMIITOMOB MHOIIATHH.

Jlomumanuo

OnHOBpEMEHHBI IPUEM KJIAPUTPOMHULIMHA C JIOMHUTAllMJOM TPOTHBOIIOKA3aH M3-3a pHUCKa
CYILIECTBEHHOT'O MOBBIIIICHHUS aKTHBHOCTH TPaHCAMHUHA3 B IIa3Me KpoBH (cM. pasnen 4.3).

[IpoTuBOMOKa3aHO MPHUMEHEHHUE KJIAPUTPOMHUIIMHA BMECTE€ C THKArpeIopoM, WBaOpagTuHOM U
paHOoJIa3uHOM, KOTOpBIe MeTabonu3upyroTcs mpeumymectBeHHo CYP3 A4 (cm. pasnen 4.3).

BausHue npyrux JeKapCTBEHHBIX IIpenapaToB Ha KIAPUTPOMUIIMH

[Ipenapatsl, sBistomuecss uHAyKTopamu u3zopepmernta CYP3A (manpumep, pupamMOuivH,
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MeTaboMM3M KIAPUTPOMHUIIMHA. JTO MOXET TMPUBECTH K CyOTEepameBTUYECKOW KOHIIEHTpALUU
KJIAPUTPOMMIIMHA, YTO NMPUBOAUT K CHIDKEHHIO ero 3¢dektuBHocTH. Kpome Toro, HeoOXoaumo
HaO0III01aTh 32 KOHIEHTpalueil naaykropa mzopepmenta CYP3 A B mnazme KpoBHU, KOTOpask MOXKET
MOBBICUThCS W3-3a MHrHOMpoBaHus u3opepmenta CYP3A xnmaputpomunimaoM. [Ipu coBmecTHOM
npuMeHeHnn pudadyTiHa U KIAPUTPOMHUIIMHA HAOIIOJAIOCH TMOBBINICHUE —IUIA3MEHHON
KOHIEHTpauuu pupadyTuHa U CHIKEHHUE CHIBOPOTOYHOM KOHIIGHTpAlMM KJIApUTPOMHUIIMHA C
MOBBIIICHHBIM PUCKOM Pa3BUTHS yBEHTA.

CJ'ICI[YIOIHI/IC IIpenaparsl O6J'Ia,I[aIOT JOKa3aHHBIM HJIM IIpEArojaracMbIM  BJIMAHHEM  Ha
KOHILOCHTpAIIMIO KIIApUTpOMHUIIMHA B IUIa3MC KpPOBH; B CJIyda€¢ HUX COBMCCTHOI'O IIPUMCHCHHUSA C
KIIapUTPOMHUIHMHOM MOXET HOTpC6OBaTBC$I KOppEeKIUA MO03 HIM IIEPEXO0J Ha aJIbTCPHATUBHOC
JICUCHHUC.

Dasupens, nesupanun, pupamnuyun, pugdadbymur u pughaneHmun

CunbHbIE HHAYKTOPBI CHCTeMBbI ITuToXpoMa P450, Takue kak 3¢aBupeH3, HeBUpanuH, pudaMIuIyH,
pudabyTuH U pudaneHTHH MOTYT YCKOPSATh METa0O0IM3M KIApUTPOMHUILIMHA U, TaKUM 00pa3om,
MOHMXATh KOHIIGHTPAIMIO KIAPUTPOMHUIIMHA B IUIa3M€ KPOBM M BMECT€ C TEM IMOBBIIIATH
KoHIeHTpanuio 14-OH-knapuTpoMuIiiHa — MeTaboIuTa, TAKKE SBISIOUIETOCS MUKPOOHOIOTHUYECKH
akTuBHbIM. Ilockonbky MukpoOuosiornyeckas axkTUBHOCTb KiapuTpomuiuHa u  14-OH-
KJIQPUTPOMUIIMHA OTJIMYAETCSl B OTHOIICHUU Pa3UYHBIX OakTepuid, TepamneBTHUecKUu 3PQeKT
MOJKET CHM)KATBCS TIPU COBMECTHOM MTPUMEHEHHH KJIAPUTPOMHUILIMHA U UHITYKTOPOB (PEPMEHTOB.

Ompasupun

KoHueHTpanus KIapuTpoMUIIMHA CHIKAETCS MPHU HMCIIOJIB30BAHUM 3TPABUPWHA, HO TOBBIIIACTCS
KOHIIEHTpaluss  akTuBHOro  merabomuta  14-OH-xmaputpomurmna. Ilockonbky — 14-OH-
KJIApUTPOMHUIIMH O0OJagaeT HU3KOM aKTUBHOCTHIO TO OTHOIIEHUI0O K MAC-uH(pEKIusIM, MOXKET
MEHSATHCS 00Ilas aKTUBHOCTh B OTHOIICHWU 3TUX BO30OymuTenel, mostomy st nedenus MAC
CJIelyeT paccMaTpuBaTh AIbTEPHATUBHOE JICUCHHE.

Dnyxonaszon

CoBMmecTHBIN IpueM ¢rykoHazona B go3e 200 Mr esxeJTHEBHO U KiaapuTpoMulinHa B 1o3e 500 mr aBa
paza B JeHb Yy 21 310poBoro JoOpOBOJbIA MPHUBENO K YBEIMYEHUIO CPEJHEro 3HAa4YeHUs
MUHUMAIBHONH paBHOBECHOW KoHIleHTpamuu kiaputpomurmaa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. [Ip1 3TOM COBMECTHBIN IPUEM 3HAYUTEIILHO HE BIIMSA Ha CPEIHIOK PABHOBECHYIO
KOHIIGHTpalui0  akTuBHoro  mertabonmuta  14-OH-xmaputpomurimua.  Koppekius 10361
KJIApUTPOMMIIMHA B CIIy4ae COMYTCTBYIOLIETo npueMa (rykoHas3ona He TpeOyercs.

Pumonasup

DapMaKOKMHETUYECKOE HCCIIEI0BAHUE IOKA3aJl0, YTO COBMECTHBIM NPUEM PUTOHABUpPA B J103€
200 Mr KaXK/ple BOCEMb 4YacoB W KJIApHUTpOMHUIMHA B A03e 500 mr kaxkzisle 12 yacoB mpuBen K
3aMETHOMY IOJAABICHUIO MeTaboau3Ma KiapuTpoMmuluHa. Ilpu coBMecTHOM mpueme pUTOHABUPA
MakcHMajbHas mia3MeHHas KoHmeHTpaus (Cmax) KiapurpomunmHaa yBenuumiack Ha 31 %, Cmin
yBesmumiack Ha 182 % m AUC yBennunnace Ha 77 %. Bpuio OTMEYEHO MPAKTHYECKH IIOTHOE
nonasneHue odbpazoBanus 14-OH-knaputpomununa. braronapss mupokoMy TeparneBTUYECKOMY
JUana3oHy KIApUTPOMHIIMHA YMEHBIIEHUE €ro J03bl y MNallMeHTOB C HOPMaJIbHOW IIOYEHYHOMN
¢byHkueil He Tpedyercs. VY MaUUMEHTOB C I[IOYEYHOW HEIOCTAaTOYHOCTHIO IIeeco00pa3Ho
paccMOTpeTh CleAyronie BapuaHThl koppekuuu gao3el: npu KK 30-60 wmu/mMuH  no3a
KJIApUTPOMMIIMHA JObKHA ObITh ymeHblneHa Ha 50 %; mpu KK menee 30 mu/muH nosa
KJIAPUTPOMMIIMHA JTOJDKHA OBITh yMeHbIeHa Ha 75 %. B no3ax Gonee 1 r/cyT KiIapuTpOMHUIIUH HE
cllelyeT IPUMEHSTh B COUETaHUU C PUTOHABUPOM.

CXO,[[HBIC KOppPCKIUHN O03 JOJIKHBI paCCMATPHUBATHCA Y TAITUCHTOB CO CHIDKEHHOM (byHKI.[PICf/'I ITIOYCK,
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UHTUOMTOPOB mporeazsl BUY, Brmrouas aTra3aHaBUp M CaKBHHaBHp (CM. TOJpaszeln
«JIByHanpaBI€HHOE B3aUMOJICHCTBHE JIEKAPCTBY).

I[eﬁCTBHe KIIapuTPpOMHUIIMHA HA APYTHEC JICKAPCTBCHHLIC IPCIIapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HMKHOBEHHME JKEIYAOYKOBOM TaXWMKApAUM THUIA «IUPYIT» IPH COBMECTHOM
MPUMEHEHUN KIAPUTPOMMIIMHA U XUHUAMHA WM Au3onupamuaa. [Ipu ogHOBpeMeHHOM mpueme
KJIQpUTPOMMIIMHA C O3TUMHM [penaparaMu CIEAyeT peryjaspHO IMPOBOJAUTH  KOHTPOIb
ANIEKTPOKApAUOTpaMMBbl Ha MpeaMeT yanHenus uatepsaia QT, a Takxke cienyeT KOHTPOJIUPOBAThH
CBIBOPOTOUHBIE KOHLIEHTPALUU 3TUX IIPErapaToB.

[Ipy mocTperucTparMOHHOM MPUMEHEHUH COOOIIANIOCh O CIIyYasX pPa3BUTHs THUIIOTJIMKEMUU TIPH
COBMECTHOM IIpHUEME KIAPUTPOMHIIMHA U Au3zonupamuga. HeoOXonumMo KOHTPOJIMPOBATH
KOHIICHTPALUIO TJIFOKO3bl B KPOBU MPU OJHOBPEMEHHOM TPUMEHEHUH KIAPUTPOMHUIIMHA H
JU30IMMpamMua.

Ilepopanvhvle eunocnuxkemuyeckue cpeocmea/uncyiun

[Ipy cOBMECTHOM NPHUMEHEHUU KIAPUTPOMULIMHA U MEPOPAIbHBIX TMIIOINIMKEMHUYECKUX CPEICTB
(HampuMep, NPOU3BOJAHBIE CYJIb(OHMUIMOYEBUHBI) W/MIM MHCYJIMHA MOXET HaOMII0aThCs
BbIpaK€HHasi runoriukemMus. OJZHOBPEMEHHOE NPUMEHEHHE KIApUTPOMHULIMHA C HEKOTOPBIMU
TMIIOTJIMKEMUYECKUMH  TIpenapatamM  (HarpuMep, HaTerJIMHUA, [HOIJIMTA30H, pENariuHuj Hu
POCUIIIMTA30H) MOKET IPUBECTH K MHruOupoBanuio uzopepmenrta CYP3A knapuTpoMuLmHOM, B
pe3yabTaTe 4Yero MOXKeT Pa3BUThCSA TMIIOIIMKEMHUs. PexoMeHIyeTcsl TiaTelabHbI KOHTPOJb
KOHLEHTPALUU TIIOKO3bI.

Bzaumooeiicmeus, o6ycnosnennvie usogpepmenmom CYP3A

CoBMeCTHBIN TIPUEM KIApUTPOMUIIMHA, KOTOPHIA, KaK W3BeCTHO, MHruoupyet nzopepmeHT CYP3A,
U IpenaparoB, epBUYHO MeTabonusupyoumxcsa uzopepmenrom CYP3 A, MoxkeT accouuupoBarbes
C B3aMMHBIM [IOBBIIIEHHEM HUX KOHLIEHTPALMW, YTO MOXET YCHUJUTh WIM MPOJUIMTh Kak
TepaneBTHUecKue 3(Q(EeKThl, Tak M HeXKelaTelbHble peakiuu. KiIapuTpoMuiuH cienyer ¢
OCTOPO’KHOCTBIO IPHUMEHATh MAIMEHTaM, MOJy4YaloLUIUM Ipenaparhl, ABIsAOLIMecs cyOcTparaMu
nzopepmenta CYP3A, ocobeHHO ecnu 3TH mpenaparbl UMEIOT Y3KHHM TepaneBTHUECKUI Juana3oH
(Hanpumep, kapbamaszernuH), /WM UHTEHCHBHO METa0OMU3UPYIOTCS 3TUM (pepmenToM. B ciyuae
HEOO0XOJAUMOCTH JOJKHA NMPOBOAMTHCA KOPPEKIMs 03Bl Ipernapara, NPUHUMAeMOro BMeECTe C
KJIAPUTPOMHUIIMHOM. Takke, 0 BO3MOKHOCTH, JJOJKEH MPOBOIAUTHCSI MOHUTOPUHI CHIBOPOTOUHBIX
KOHIIEHTpAaLlUi MpenaparoB, epBUYHO MeTabonu3upyromuxcs nzopepmentom CYP3A.

Kopmuxocmepouout

Cnenyer co0moaaTh OCTOPOXKHOCTH MPU OJHOBPEMEHHOM TMPHUMEHEHUH KIApUTPOMHUIIMHA C
CUCTEMHBIMH ¥  WHTAIAIMOHHBIMH  KOPTHUKOCTEPOUJAMH, KOTOpPbIE  IPEUMYIIECTBEHHO
Metabonmm3upytorcss uzopepmentom CYP3A, wu3-3a BO3MOXKHOCTH YBEITUYEHHUS CHUCTEMHOM
OKCIO3UIIMU  KOPTUKOCTEpOuA0B. [IpM OIHOBpEeMEHHOM TNPUMEHEHHUHU CIIEYeT THIATEIHHO
HaOII0/1aTh 32 MallMeHTaMH Ha TIPEIMET CUCTEMHBIX HEeXKeNaTeabHbIX () (PEKTOB KOPTUKOCTEPOUIOB.

Metabonu3M ClIeayomuX MpenapaToB/KIacCoB OCYIIECTBIsAeTCS TeM e uzopepmentom CYP3A,
4TO M MeTaboJM3M KIApUTPOMHIIMHA, HAlpUMep, aimpas3ojiaM, KapOaMa3zemuH, LUIOCTa30l,
LUUKIOCTIOPUH, JTU30MUPaMUJ, METHINPENIHU30J0H, MHJA30JIaM, OMENpasoi, [epopaibHbIe
aHTUKOATyJIsSHTHl  (Hampumep,  BapdapuH,  puBapokcabaH,  anumkcabaH),  aTUIHYHbIE
AHTUIICUXOTUYECKUE CpEJCTBa (HampuMmep, KBETHANMH), XWHUAWH, pUpadyTHH, cuiaeHadu,
TaKpoJIMMYC, TpHa3ojaM M BuHOnactuH. Tawke k aronucram uzodpepmenta CYP3A orHocsTCS
ClIeyIoIlKe MpenapaThl, MPOTUBOIIOKA3aHHbIE K COBMECTHOMY IPUMEHEHHIO C KJIAPUTPOMUIIMHOM:
acTeMU30J1, [U3aNpu], TUMO3U, TepheHaIuH, JIOBACTAaTHH, CHMBACTATUH U aJIKaJIOU/bl CIIOPBIHBU

8




COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 13.03.2026 N2 5116

(cm. pasmen 4.3). K mpemaparam, B3auMOJICHCTBYIOIIUM %R(;GMCBB"DE@&JEHE%E:'ML%

n30pepMEHTHl B paMKax cHcTeMbl muToxpoma P450, oTHOCATCS (PEHUTOUH, TEOQWIUIMH U
BAJIBIIPOEBAst KUCIIOTA.

Henp;mble aAHMuUKoazcyJislHnol

ITpu coBMecTHOM IpueMe BapdapuHa U KIAPUTPOMUIIMHA BO3MOXKHO KPOBOTEUEHUE, BBIPAKEHHOE
yBenmnuenne MHO u mpoTpoMOMHOBOrO BpeMeHH. B ciydae COBMECTHOrO NHpPHUMEHEHHS C
Bap(apuHOM WIN APYTUMU HENPSIMBIMU aHTHUKOArYJISIHTAMU HE0O0X01uMo KoHTpoiauposate MHO u
POTPOMOMHOBOE BpEMSI.

Ilepopanvrvle aHmukoazyisAHmMel NPAMO20 0eUCMBUsL

[TepopasibHbIE aHTHUKOATYJISIHTHI TPSIMOTO ACHCTBUS Ja0UTaTpaH U 3/I0KCcabaH ABJISIOTCS cydcTpaTtoM
s s darokcHoro Oenka-nepeHocurnka P-rimkonporenna (P-gp). PuBapokcaban u amukcabaH
MeTabonm3upyrorcs ¢ yaacruem nzopepmernra CYP3A4 u taxxke sBisitores cyoctparamu s P-gp.

Crnenyer co0OmrogaTb OCTOPOXKHOCTh HPHU OJHOBPEMEHHOM IPUMEHEHHM KIAPUTPOMHIMHA C
JaHHBIMH TIperapaTaMu, 0COOCHHO Y MAIIMEHTOB C BRLICOKMM PHCKOM KPOBOTEUEHHS (CM. pasjien 4.4).

Omenpa3zon

Knapurpomumms (1o 500 Mr Kakpie 8 4acOB) UCCIIEIOBANICS Y 3A0POBBIX B3POCIBIX JTOOPOBOIIBIICB
B KoMOMHanmuu ¢ omenpazoiom (o 40 wmr exenHeBHo). Ilpu coBMECTHOM HpUMEHEHUU
KJIApUTPOMHUIIMHA ¥ OMEIpa3oja PaBHOBECHBIC IIJIA3MEHHBIE KOHIEHTpAIIMU OMeIpa3oya ObLIN
yBesudeHbl (Cmax, AUCo-24 1 mepuo monyssiBerenus (T1z) yBenmnunnucs Ha 30 %, 89 % u 34 %
cooTBeTcTBeHHO). Cpennee 3nauenue pH xenynka B TeueHune 24 4acoB COCTaBUIIO 5,2 MpU MpUeMe
OMeTpa30Jia B OTJIEIBHOCTH U 5,7 IPpH PUEMe OMENPa30Jia COBMECTHO € KIIAPUTPOMHUIIMHOM.

Cunoenaghun, maoanaghun u éapoenagun

Kaxxplit n3 3TuX HHrHOUTOPOB (POCHOAMICTEPA3HI METAOOIN3UPYETCS, TIO KpaiiHel Mepe, 4aCTHYHO
¢ yuactuem m3odepmenta CYP3A. B 1o xe Bpems nzopepmentr CYP3A MoxeT HHTHOMPOBATHCS B
IPUCYTCTBUM KJIApUTpoMUIIMHA. COBMECTHOE NPUMEHEHHUE KIAPUTPOMUIIMHA C CUJJIEHA(QUIOM,
TananaduIoM WM BapJeHa()UIOM MOXET MPUBECTH K YBEIIMUEHUIO HHTUOUPYIOIIETO BO3IEHCTBUS
Ha ochoansctepazy. [Ipu npuMeHEeHUN 3TUX NPENapaToB COBMECTHO C KIIAPUTPOMULITHOM CIIETyET
paccMOTpeTh BO3MOXKHOCTh YMEHBIIIEHHS A03bI CriieHadnIa, Taganaduia u BapaeHapmia.

Teoghunnun, kapbamazenun

[Ipy cOBMECTHOM NPUMEHEHUH KJIAPUTPOMMIIMHA M TEOPWIIMHA WIM KapOamas3enrHa BO3MOXKHO
MOBBIIICHUE KOHLICHTPALMH JaHHBIX IIPENapaToOB B CUCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHbIil MeTabOMU3M TONTEPOAMHA OcyllecTBiIseTcs yepe3d 2D6 uzodopmy muroxpoma P450
(CYP2D6). Omnako B wyactu monmyisiuuu, JumeHHOH wuzodepmenta CYP2D6, meraGonuzm
npoucxoauT uepe3 uzopepment CYP3A. B aroii rpynme HaceneHus mojaaBieHHE H30(pepMEeHTa
CYP3A npuBOIWT K 3HAYUTEIBHO 00JIee BHICOKMM KOHIICHTPAIUSAM TOJITEPOJIMHA B CHIBOPOTKE. B
MOMYJISALUKN ¢ HU3KUM YpoBHEM MeTabonu3Ma uepes uzopepmenT CYP2D6 moxer norpeGoBaThes
CHIDKEHUE J103bl TOJITEPOJMHA B MPHUCYTCTBUU HMHruoutopoB uszodpepmenta CYP3A, Takux kak
KJIAPUTPOMMUIIMH.

benzoouazenunvl (nanpumep, arnpazonam, Muoazonam, mpuasonam)

IIpu coBMecTHOM MpHUMEHEHHM MHAazoiama U KiapuTpomuiuHa (500 Mr nBa pasa B JICHb)
ormeuvanock yBenmueHue AUC wmumpaszonama: B 2,7 pa3a mociie BHYTPUBEHHOIO BBEICHUS
MyazonaMa. Eciau BMecTe ¢ KIIapUTpOMUIIMHOM IpUMEHSIETCS BHYTpUBEHHAast opMa MHUIa301ama,
CJIeIyeT TIIATeIbHO KOHTPOIUPOBATh COCTOSHUE NAIlMEHTA JUIsl BO3MOXKHON KOPPEKLUHU JA03bI.

Beenenue JICKApCTBCHHOT'O IIpfCIlapaTa 4Y€pe3 CIIN3UCTYIO O60.IIO‘-IKy IMMOJIOCTHU pTa, KOTOPOC HacT
9
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MMPpUBCACT K B3aI/IMOI[€I\/'ICTBI/IIO AHAJIOTUYHOMY TOMY, KOTOPOC Ha6monaeTc;1 Ipru BHYTPUBCHHOM
BBCACHHNHU MHJJa30JiaMa, a HE IIPpU II€POPaAJIbHOM IIPpHUEME.

Taxue e Mepbl IPEJOCTOPOKHOCTU CIAEAYET MPUMEHITH U K IPYIrUM O€H30/1HMa3eNMHaM, KOTOPbIE
Metabomm3upyorces  m3opepmentom CYP3A, Bximouas Tpuazonam u - ajampasonam.  Jis
OEH30/1Ma3eMMHOB, BBIBEJCHHE KOTOPbIX HE 3aBUCHUT OT u3opepmenta CYP3A (temasemawm,
HUTpa3enaMm, Jiopa3enam), MaJOBEpOSTHO  KIMHUYECKH 3HAYUMOE  B3aUMOJCHCTBHE C
KJIAPUTPOMUILIMHOM.

[Ipu coBMECTHOM MPUMEHEHUHU KIAPUTPOMUIIMHA U TpUazoiaMa BO3MOKHO BoznencTBue Ha LITHC,
HalpuMep, COHJIMBOCTh W CIIyTaHHOCTh CO3HAHUA. B CBsi3M ¢ 3TUM, B cClydae COBMECTHOIO
MIPUMEHEHHUS, PEKOMEHTyeTCs CIeuTh 3a cumnTomamu Hapymenus LTHC.

B3aumoaelicTBUA ¢ APpYTUMH OpenaparaMu

Konxuyun

Konxumun sBasiercs cyOctpatom kak u3zodepmenta CYP3A, tak m Oenka-nepenocunka P-gp.
W3BecTHO, YTO KJIAPUTPOMUIMH M JPYTrUe MAKPOJIMJbl SBJSIOTCS MHTMOMTOpaMH H30(pepMEeHTa
CYP3A u P-gp. [Ipu coBMecTHOM npHeMe KIAPUTPOMHUIIMHA U KOJXHUIMHA WHTHOMpoBaHue P-gp
w/min  u3opepmenta CYP3A Moxker mnpuBecTM K YCWIEHHIO JEHCTBUS — KOJIXHUIMHA.
3aperucTpupoBaHbl OCTPETUCTPALIMOHHBIE COOOIIEHHS O ClIydasX OTPABICHUS KOJIXULIUHOM MpU
€ro OAHOBPEMEHHOM IpUeMe ¢ KJIApUTPOMMIMHOM, Yalle y MOXKUIbIX ManueHToB. HekoTopble u3
ONMCAaHHBIX CIy4aeB IMPOUCXOJWIN C MAlMEHTaMH, CTPAJarolMMH MOYEUYHON HEA0CTaTOYHOCTHIO.
Kak coob1iaioch, HEKOTOpBIE Cllydau 3aKaHUMBAIKCH JIETAIBHBIM UCXOJIOM.

OIIHOBpEMEHHOE IPUMEHEHHE KIIAPUTPOMHUIIMHA M KOJIXMIIMHA IPOTUBOITOKA3aHo (cM. paszen 4.3).
Hueokcun

[Ipenmnonaraercs, 4To IUIOKCHH siBisieTcss cyoctpatom P-gp. M3BecTHO, 4TO KIApUTPOMUIIMH
unrubupyet P-gp. [Ipu coBMecTHOM npreMe KIapuTPOMUIIMHA U TUTOKCHHA MHTuOupoBanue P-gp
KJIAPUTPOMUIIMHOM MOXET MPHUBECTH K YCWJIEHUIO AEMCTBUSI qurokcuHa. [locTperucrpanuoHHble
HCCIIEIOBaHMs OKa3allid, YTO COBMECTHBIN NPUEM JUIOKCHMHA M KIAPUTPOMUIIMHA TAKKE MOXKET
MIPUBECTH K MOBBIIIECHUIO CHIBOPOTOYHOW KOHIEHTpPAIMU JUTOKCHHA. Y HEKOTOPBIX MallMeHTOB
OTMEYAJINCh KJIMHUYECKHE CHUMIOTOMBI OTpPABIEHUS JUIOKCHMHOM, BKJIIOYas IOTEHLUAIBHO
neTanbHble apuT™MHU. [Ipyu coBMeCTHOM npueme KIapuTpOMHUIIMHA U AUTOKCHHA CIEAYET THIATEeIbHO
KOHTPOJIMPOBATh KOHLIEHTPALMIO IUTOKCHHA B CBIBOPOTKE.

3uoosyoun

OnHOBpEMEHHBI MpPUEM KIAPUTPOMMIMHA U 3HAOBYJIMHA IE€POpaJbHO B3pociasiMu BHY-
MH(QULIMPOBAHHBIMM TAIMEHTaAMHU MOXET IPUBECTH K CHUIKEHHIO PaBHOBECHON KOHLEHTpaluu
3UJI0OBYIMHA.

[TockONMBbKY KIapUTPOMHUIIMH BJIHMSET Ha BCACHIBAHWE 3WAOBYJMHA TPU IEPOPATHLHOM IpPHEME,
B3aUMOJICHCTBHSL MOXXHO B 3HAYUTEIBHOM CTENEeHU H30eXaTb, NMPUHUMAs KIAPUTPOMMIMH U
3UJIOBYJIMH C UHTEPBAJIOM B 4 yaca.

[TonoGHOro B3ammozelcTBUs He HaOmonanu y BUY-uHuIMpoBaHHBIX AeTed, MPUHUMABIINX
JETCKYIO0 CYCIIEH3UIO KIAPUTPOMHUILMHA C 3WJIOBYAMHOM WIM AWAEC30KCUUHO3MHOM. [loCKONBKY
KJIApUTPOMMULIMH MOKET IIPETATCTBOBATH BCACBIBAHUIO 3UIOBYIMHA IIPU UX OJTHOBPEMEHHOM IIpUEME
BHYTPB Y B3pOCJIBIX MAIIUEHTOB, MOJ00HOE B3aUMO/IEUCTBHE BPSI JTX BOZMOYKHO IPHU UCIIOJIb30BAHUN
KJIApUTPOMMUIIHA BHYTPUBEHHO.

Denumoun u edjlbnpoesast Kucioma

HwmeroTcs naHHBlE O B3auMojeicTBuAX uHruoburopoB wusodepmenrta CYP3A  (Bkirouas
KJIAPUTPOMMIIMH) C MpernaparaMy, KOTOpble HE METa0ONU3HUPYIOTCS C MOMOINBI0 H30(epMeHTa
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

IIPUMEHEHUH C  KJIAPUTPOMMUIMHOM, PEKOMEHIYETCS  ONpElIEIeHUE HUX  ChIBOPOTOUYHBIX
KOHIIEHTpAaLUi, TaK KaK UMEIOTCS COOOLIEeHNs 00 MX MOBBIILICHUH.

JIByHanpaBJIEHHOE B3aUMOJIEICTBUE JIEKAPCTB

Tuopoxcuxnopoxun u x10poxun

Jlanuele  HAOMIOACHWMH  TOKa3alk, 4YTO COBMECTHOE TNPUMEHEHHE  a3sUTPOMHUIMHA C
I'MJIPOKCUXJIOPOXMHOM Yy MALUEHTOB C PEBMAaTOUAHBIM apTPUTOM CBSI3aHO C IOBBIIIEHHBIM PUCKOM
CepACYHO-COCYTUCTBIX COOBITHI M CEpJeUHO-COCYIUCTON cMepTHOCTH. KnapuTpomuuuH ciemyer
UCIOJb30BaTh C OCTOPOXKHOCTBIO Yy IALMEHTOB, IMOJYYarOIIMX ATHU Ipernaparbl, KOTOpble, Kak
U3BECTHO, YUIMHSIOT uHTepBai QT, U3-3a BO3SMOYKHOCTH Pa3BUTHS CEPAECUHON apUTMUU U CEPBE3HBIX
HE)KEJATEeNbHbIX CEPACYHO-COCYTUCTBIX SBICHUH.

Amaszanasup

Knaputpomuniua u atazaHaBup SBISIIOTCA Kak CyOCTpaTraMu, Tak U MHTUOMTOpamH u3ohepMeHTa
CYP3A. CymecTByeT CBUICTEIHLCTBO ABYHAINPABICHHOTO B3aMMOJICHCTBUS ITHUX IMPEHapaToB.
CoBmecTHOe puMeHenue kinapurpomuirna (500 mMr aBa pasa B IeHb) u atazanasupa (400 mMr oguH
pa3 B JI€Hb) MOXXET MPUBECTH K JIBYKPATHOMY YBEJIMYEHUIO BO3JICUCTBHS KIAPUTPOMHUIIMHA H
yMeHblIeHuto Bo3aencTteus 14-OH-knaputpomunnna Ha 70 %, ¢ yBennuennem AUC atazaHaBupa
Ha 28 %. bnarogaps mmpokoMy TepaneBTUYECKOMY JUana3oHy KJIapUTPOMHUIIMHA YMEHBIIIEHUE €T0
7103bl y TAlMEHTOB C HOpPMaldbHOW (pyHKIMEH mouyek He TpeOyercs. Y MAalMEHTOB C YMEPEHHOM
nouyeunoir HemoctarouyHocThio (KK 30-60 wmu/MuH) 1032 KIapuTpOMHUIMHA JOJDKHA OBITH
ymenblieHa Ha 50 %. Y mauuentoB ¢ KK menee 30 Mi/MuH 103y KIapUTPOMUIIMHA CIIEAYET CHUZUTD
Ha 75 %, WCTHONB3ys UISL 3TOTO COOTBETCTBYIONIYIO JICKAPCTBEHHYIO (OpMY KIAPUTPOMHIIMHA.
Knaputpomunua B nmo3ax, mpessimarommx 1000 Mr B CyTKH, Helb3s MPUMEHSTH COBMECTHO C
WHTUOUTOpPAMHU IIPOTEA3.

BJZOKCZH’ZOpbl «MEOIeHHbIXY Kainvbyuesvlx KaHaloe

[Ipy 0JHOBpEMEHHOM MPUMEHEHMM KJIAPUTPOMHIIMHA U OJIOKATOPOB «MEIJIEHHBIX» KalbIIUEBBIX
KaHaJoB, KOTopble MeTabonmusupyrorcs uzopepmentom CYP3A4 (manpumep, Bepamammul,
aMJIOJIUIINH, JAWITHA3eM), CIEAyeT COOII0NaTh OCTOPOXKHOCTh, IIOCKOJIBKY CYIIECTBYET PHCK
BO3HHUKHOBEHHS apT€pUAIbHON runoTeH3uu. [InazMenHple KOHIIEHTpay KIapUTPOMUIIMHA, TAKKE,
KaK 1 OJIOKaTOPOB «MEIJIEHHBIX» KaJbIIUEBBIX KAHAJIOB, MOT'YT MOBBIIIATHCS MIPH OJHOBPEMEHHOM
NpPUMEHEHUU. ApTepuanbHas THIOTEH3Ms, OpaAuapUTMUs W JAKTOAMJ03 BO3MOXHBI IpHU
OJIHOBPEMEHHOM IpreMe KIapuTPOMUIIMHA U BepanaMuia.

Hmpaxonason

KnaputpoMuniue u uTpakoHa3oJl SIBJISIOTCS cyOcTpaTamu U mHruoutopamu nzopepmenta CYP3A,
YTO OIpENESeT JBYHANPABICHHOE B3aUMOJEHCTBUE IpenaparoB. KilapuTpoMHUIIMH MOXKET
MOBBICUTH KOHLEHTPALIMIO UTPAKOHA30J1a B IJIa3Me, B TO BpeMsl KaK UTPAKOHA30J1 MOKET MOBBICUTH
IUIA3MEHHYI0 KOHILIEHTPALMIO KJIapuTpoMuiuHa. [lanMeHToB, OJHOBPEMEHHO MNPUHUMAIOLINX
UTPAKOHA30J W KIAPUTPOMMIIMH, CJIEAYeT TIIATEIbHO OO0CIIe]oBaTh HAa HAJIWYUE CHUMIITOMOB
YCUJICHHUS WK YBEIMUYESHHS JUTUTEILHOCTH (papMaKkoIoruueckux 3pPeKToB ITHUX MpenapaTos.

Caxeunasup

KnaputpomMuuiiH u cakBUHaBHp SIBISIOTCS cyOcTparamu U uHruouropamu msodepmenta CYP3A,
YTO ONpeNeNseT JByHalpaBlIeHHOE B3auMojeicTBUE MpenapaToB. OIHOBPEMEHHOE NMPUMEHEHUE
kinaputpomunnHa (500 Mr aBa pasza B JIeHb) M CaKBUHaBUpa (B MATKUX >KEJTATHHOBBIX KarcCylax,
1200 mMr Tpu pasa B neHb) y 12 3mopoBbix n00poBoibieB Be3bIBANO yBenmdeHHe AUC 1 Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPaBHEHHU C IPUEMOM CAaKBHHABUpA B
otnenbHOCTH. 3HaUeHUsT AUC 1 Cmax KIapuTpoMuIinHa Obud ipuOm3uTesbHo Ha 40 % BhIIIIe, 4eM
IIPY MOHOTEpANMU KIAPUTPOMULMHOM. IIpy COBMECTHOM NPUMEHEHUM 3TUX JBYX IPENapaTtoB B

11
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TpeOyercs. Pe3ynbraThl HCClieZOBaHUS JIEKapPCTBEHHBIX BsaHMo;[eﬁCTBHH C HCIIOJIL30BAaHUEM
CaKBMHABHpa B MSATKHX JKEJATUHOBBIX KalcCyjlaX MOTYT HE COOTBETCTBOBAaTh d(eKTam,
HaOJII0AaeMBIM TIPU MPUMEHEHHH CaKBUHABHPA B TBEPABIX JKEJIATHHOBBIX Karlcynax. Pe3ymbTaTsl
UCCJIEJOBAaHHS JIEKAPCTBEHHBIX B3aMMOJCHCTBUA NpPU MOHOTEpAluM CAaKBUHABHPOM MOTYT HE
COOTBETCTBOBATh 3(deKrTam, HAOMIOZAeMBbIM IPH TEpalnuud CaKBUHAPUHOM/pUTOHAaBHUpOM. Illpum
npueMe CakBHHAaBHUpPAa COBMECTHO C PHUTOHABHPOM CJEIYyeT YYUTHIBATh MOTCHIMAIBHOE BIIUSHHE
PUTOHABHPA HA KJIAPUTPOMHULIMH.

4.6. ®epTUIBLHOCTH, 0EPEMEHHOCTDH U JIAKTALMS

bepemeHHOCTD

be3omacHoCcTh IIPUMEHCHUA KIIAPUTPOMHIMHA BO BPEMA 6epeMeHHOCTI/I HC YCTaHOBJICHA.

OCHOBBIBasICh Ha Pa3IMUHBIX PE3yJIbTATaX, IOJYYEHHBIX B UCCIEIOBAHUAX Ha KUBOTHBIX, a TAKKe
Ha ONBITE MPUMEHEHUS Y JII0JIeH, HeNb3s UCKIIFOUUTh BO3MOXKHOCTh HEOIAronpUsaTHOTO BO3/IEHCTBUS
Ha SMOpuoderanbHOoe pa3BuTHe. Hekoropeie HaOIIOAATENbHBIE HCCIIEAOBAHUS, OIICHWBAIOIIHNE
Bo3JeiicTBUe KinapuTpomuimHa B [ u Il TpumecTtpax GepeMeHHOCTH, BBISIBUIIM MOBBIIMICHHBIA PUCK
CaMOIIPOU3BOJILHOTO abopTa MO CpPaBHEHUID C OTCYTCTBUEM aHTUOMOTUKOTEpAllUU  WIIU
MPUMEHEHUEM JPYTUX aHTHOMOTHKOB B AaHAJIOTWYHBIE CpPOKH OepemeHHOCTH. Kmermuecs
SNUAEMUOJIOTMUECKHUE HCCIIEIOBAaHUSI PUCKA CEPhE3HBIX BPOXKJIEHHBIX IOPOKOB Ppa3BUTHS NpU
MIPUMEHEHUH MaKpOJHUA0B, BKIIOYAs KIAPUTPOMHIIMH, BO BpeMsl OEPEeMEHHOCTH JIEMOHCTPUPYIOT
IIPOTUBOPEUYUBBIE PE3YIbTATHI.

[IpumeHeHue KIapUTPOMHUIIMHA TpU GepeMeHHOCTH (0COOeHHO B | TpruMecTpe) BO3MOKHO TOJIBKO B
cilydae, KOTJa OTCYTCTBYET allbTepHATHMBHAs Tepalus, a MNOTCHIMAJbHAs IOJb3a ISl MaTepu
MPEBBIIIACT MOTSHIIMATBHBIN PUCK AJIS TUIOAA.

JlakTarms

Bbbu10 ycTaHOBJIEHO, YTO PEeOEHOK, HAXOMALIMICA Ha IPYJHOM BCKapMIIMBaHUH, MOKET HOJIYYHUTh
okoso 1,7 % oOT MaTepUHCKOW J03bl KJIAPUTPOMMIIMHA C MOMPABKOW Ha Maccy Teja MaTep.
be3onacHOCTh TNPUMEHEHMs] KIAPUTPOMMIMHA JJIs JE€Ted Ha TPyAHOM BCKapMIIMBAHUHU HeE
ycraHoBjeHa. [Ipu HeoOxoauMocCTH puemMa B EPUO] TPy IHOTO BCKapMIIMBAHUSI KOPMIIEHUE TPY/IbIO
HE00XOAUMO MPEKPATHUTb.

DepTHIbHOCTD

HCCJ’ICI[OBB.HI/IH, IMPOBCACHHLIC Ha KPbICAX, ITOKa3aJIln OTCYTCTBUC BJIUAHUA HA (bepTHHBHOCTB.

4.7. BiusiHue Ha CHOCOOHOCTH YHOpaBJATh TPAHCHOPTHBIMMA CpeACTBaAMHM H paﬁoTaTb C
MEXaHUM3MaMu

JlaHHBIE OTHOCUTEIBHO BIUSHUS KJIAPUTPOMUIIMHA HAa CIIOCOOHOCTD K YIPABIIEHUIO aBTOMOOMIIEM U
MeXaHU3MaMH OTCYTCTBYIOT. CiieflyeT co0IIt0/1aTh OCTOPOKHOCTB MPH YIIPAaBIEHUH TPAHCIIOPTHBIMU
CPEICTBAMHU M MEXaHU3MaMH, YUYUTHIBAs OTCHIIMAIBHYIO BO3MOKHOCTb T'OJIOBOKPYKEHHUS, BEPTUTO,
CIIyTAHHOCTH CO3HAHUA U J€30pPUEHTALUU, KOTOPbIE MOT'YT BOSHUKHYTh IIPU IPUMEHEHUU TaHHOIO
mpernapara.

4.8. HexkesaTeibHbIe peaKkuM

Tabnuynoe pE310ME HEKEIATCILHBIX PEAKIUI

HexenarenbpHbie pCaknunu, 3apCTUCTPUPOBAHHBLIC B XOJ€ KIMHUYCCKUX I/ICCJIC,[[OBaHI/Iﬁ n B
MOCTPETUCTPAIVOHHOM OIIBITE IPUMEHCHU A, ITPEACTABIICHBI B COOTBETCTBUU C IIEPEUYHEM CUCTEMHO-
OpPraHHBbIX KJIACCOB B IMOCIICAOBATCIBbHOCTH MCIUIHUHCKOI'O CJIOBapsi TCPMUHOB IJIA pCFYHﬂTOPHOﬁ
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nestenpHocTr  (MedDRA).
CIICIYIONTMMHU KaTErOPUSMH:

odeHsb vacto (> 1/10);

vacto (> 1/100, uo < 1/10);

YacToTa BO3HHUKHOBE

Heyacto (> 1/1000, o < 1/100);
penxo (> 1/10000, Ho < 1/1000);

oueHb penko (< 1/10000);

el

OTBETCTEYET ZKCNEPTHOMY OTUETY
ot 13.03.2026 Nz 5116

L

PB4 BTEJ::I)[E)I#B%TC-E' oy 1:

HUS ongenen—llli

qacToTa HCM3BCCTHA (Ha OCHOBAaHUHU UMCIOIIMNXCA JaHHBIX OUCHHUTD HCBOBMO)KHO).

Hepequb HEXCIIaTCIIbHBIX peaKuHﬁ C prnHHpOBKOﬁ 0 CUCTEMHO-OpraHHbBIM KjlacCaM M 4aCTOTE

npezncrasiex B Tabmuue 1.

Tabnuua 1. CBeneHus 0 4aCTOTE HEXKENATENIbHBIX peakluil, 3aperuCTPUPOBAHHBIX B KIMHUUYECKUX
HCCIIEIOBAaHUAX KJIAPUTPOMUIIMHA

CucreMHO-OpraHHbIi
KJ1acc

Yacrtota

HexenarenbHble peakuun

Hugpexyuu u unsasuu

Heuacto

HEIUTFOIHTY,

KaHJIU03,
racTpOIHTEPHUT,
BTOpPUYHBIE HMHDEKINN
BAarvHaJIbHBIC)

3

(B TOM u4mcie

YactoTa Heu3BeCTHA

MICEBJIOMEMOPAaHO3HBIN KOJIHT,
poxa

Hapywenus co cmoponwi
UMMYHHOU CUCmembl

Yacto

CBIIIb

Heuacto

aHaQHUIAKTOMIHAS PEAKIMS.,
TUIEPYYBCTBUTEIBHOCTD,

JlepMaTuT GyesHslii’,

3YXA,
KpalnuBHUILIA,
MaKyJonanyie3Has ChINE®

YactoTa HEU3BECTHA

aHa(UIaKTHYECKas peaKus,
QHTHOHEBPOTUYECKHH OTEK,

Cepbe3HbIe KOXHbBIE HeXKeJlaTeJIbHbIe
peakuumn (manpumep, OCTpBIN
reHepaIn30BaHHbIN AK3aHTEMAaTO3HBIN
nycTynes),

cunapom CtuBeHca-/>)koHCOHa,
TOKCUYECKHI dMUEpMaIbHbI HEKPOIIU3,
JIEKapCTBEHHAsl CBIIIb C J03MHOMUINEH U

cuctemHoit  cumnrtomatukoir  (DRESS-
CHUH/IPOM)
Hapywenus Heuacto aHOPEKCHUS,
Memabonusma u CHIKEHUE amTeTUuTa
nUManus
Icuxuyeckue napywenus | Yacto OeccoHHMIIA
Hegacto OCCITOKOMCTBO,

ITOBBIINICHHAA B036y,[[I/IMOCTI::3

YactoTa HEU3BECTHA

MCUXOTUYECKHE PACCTPOICTBA,
CIyTAHHOCTb CO3HAHMS,
JienepCoHaN3alINs,

13
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JI€30pUEHTAITHS,
raJUTFOIMHAIINH,
HapylIeHUs CHOBUJICHUUN
CHOBUJICHUSA),

rapecTe3usl,

MaHHsA

(«komIMapHbIE»

Hapywenus co cmoponul
HEPBHOU cCUCmeMbl

Yacto

roJ0BHas1 00Jb,

Heuacto

JIACTEB3US
TIOTEPsI CO3HAHHMS,
JUCKHHE3Hs
TFOJIOBOKPYKEHUE,
COHJIUBOCTb,

TPEMOp

YacTtoTa HEU3BECTHA

CYAOpPOTH,
areB3usl (IMMOTEPs BKYCOBBIX OIIYIIEHUN),
MapoCMus,

AHOCMUSI

Hapywenus co cmoponuvl
opeana cnyxa u
nabupunma

Heuacto

BEPTUTO,
HapylIECHUE CIyXa,
3BOH B yIIax

YacToTa Heu3BeCTHA

TJIYyXO0Ta

Hapywenus co cmoponuvl
cepoya

Heuacto

OCTAHOBKA cep/ual,
bubpuIAIIS npez[cepzmﬁl,
yIUTHHEHUE UHTEpBaJia
3JIEKTPOKAPAHOrpaMMeE,
3KCTpacucToNHs
OLIYIICHUE CepalcOneHUs

QT Ha

YacToTa Heu3BeCTHA

KETy/ZI0UKOBas TaxWKapausi, B TOM YHCIE
THIIA «ITHPYITY,
GuOpILIALNS KETYI0UKOB

Hapywenus co cmoponwur | Yacto BA30MIATAINS
cocy008 YacToTa HEM3BECTHA | KPOBOTEUYEHHUE
Hapywenus co cmoponst | Hewacto actMal,

ObIXamenbHOU Ccucmembl,
0p2ano8 2pyOHOll KllemKu
U cpedocmens

HOCOBOC KpOBOTe‘IeHI/Iez,

TPOMOOIMOOHS IETOYHOM apTepun’

Hapywenus co cmoponul
HCeNYOOUHO-KUUUEYHO20
mpakma

Yacrto

uapes,
pBOTa,

IACIIEIICH,

TOIIHOTA,

00116 B 00JIaCTH KUBOTA

Heuacto

330¢arut?,
ractpon3odareanpHas
60JIe3Hb?,
racTpHT,
IPOKTaNTHA?,
CTOMATHT,
TJIOCCHT,
B3YTHE )XUBOTAQ,

3anop,

pedmrokcHas
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OTPBIKKA,

METEOPU3M,

XO0JIeCTa3,

renaTtutT B T.4. XOJECTaTHMUECKUH WU
TrenaToN e TIONAPHEIiL’

YacTtoTa HEU3BECTHA

OCTpBII IIaHKPEATUT,

U3MEHEHME 1BETa s3bIKa U 3y00B,
[IEYEHOYHAs HEOCTaTOYHOCTb,
XOJICCTATHYECKAs KEIATyXa

Hapywenus co cmoponwl
KOMCU U NOOKOIICHBIX
mxaneu

Yacto

MHTCHCUBHOC ITOTOOTACIICHUC

YacroTa HEeM3BECTHA

dKHC

Hapywenus co cmoponul
MBIUMEYHOU, KOCMHOU U
COeOUHUMENbHOU MKAHU

Heuacto

MBIIITCUYHBIN cna3M3,
KOCTHO-MbIIICYHAasA CKOBaHHOCTbl,

MI/IaJ'Il"I/I}I2

YacTtoTa HEU3BECTHA

*
pa6aomuonmz?’,
MHUOTIATHS

Hapywenus co cmopoHuvl
nOYeK U MOouesbl800SUUX
nymetu

YactoTa HEU3BECTHA

MoYeyHas HeIOCTaTOYHOCTb,
WHTEPCTULIUATBHBIN HEPPUT

Obwue Hapywenus u
peaxyuu 8 Mmecme
86€0eHUs

OueHp 4acTo

(1e6UT B MeCTe HHBEKIIH

Yacto

60JIb B MECTE HHBCKIIUH',
BOCITAJIEHHE B MECTE HHBEKIIHHU'

Heuacto

HeJoMoranue®,
TUIepTepMHS’,

acTeHHs,

601Ib B Ipy/IHOM KieTke?,
03HO6",

YTOMJISIEMOCTh

Jlabopamophvie u
UHCMPYMEHMAlbHble
OanHvle

Yacto

OTKJIOHEHHE B MIEYEHOYHOM Mpode

Heuacto

MOBBIIICHNEC KOHICHTpAUH eraTI/IHI/IHal,

TOBBIIICHNEC KOHICHTpAIUH MO‘IeBI/IHHl,
OTHOIIICHUA

W3MEHEHHE
anbOyMun/r106ynun?,
JICHKOIICHHUS,
HelTponenus®,
y03uHOpUIHS®,
TpoMGOIUTEMHS’,
TTOBBIIIICHUE
aJlaHMHaAMHUHOTpaHchepasbl
acnapTaTaMHUHOTpaHc(epasbl
ramMMa-TiIyTaMuiaTpaHcdepassl
HICJIOYHON

JIAKTATJIETUAPOTreHa3bl (JII[F)4

AKTUBHOCTHU
(AJIT),
(ACT),
(ITT)*,

docdaraszsr?,

YactoTa HEU3BECTHA

arpaHyJIoIHTO3,
TPOMOOIIUTOTICHHS,

YBEIMYCHUE 3HAYCHHUS MEXIyHAPOIHOTO
HopMau3oBaHHoro oTHomenus (MHO),
YUIMHEHUE POTPOMOUHOBOTO BPEMEHHU,
W3MEHEHHUE 1IBETAa MOYH,
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KpOBH

“— B HEKOTOPBIX COOOIIEHHAX O PabIOMHUONIHN3E KJIAPUTPOMHULIMH IPUHUMAJICS COBMECTHO C JIPYTHMH JIEKAPCTBEHHBIMH
CpeACTBaMu, C IPUEMOM KOTOPBIX, KaK H3BECTHO, CBSI3aHO Pa3BUTHE pabIoMuoin3a (CTaTHHBL, GUOpaThl, KOJIXHUIUMH HIIH
AJJIONypPHHOIN);

1 — coobLieHns 0 MaHHBIX HEXENATENbHBIX PEAKIUSX OBbUIM TONYYEHBI TOJLKO MPH TPUMEHEHHMH KJIAPUTPOMMIIMHA,
THO(UIN3AT [Tl TPUTOTOBJIEHHSI PacTBOpa JUIsl HHPY3HH;

2 _ COOGHICHI/IS[ O JaHHBIX HCKEJIATCIIbHBIX PCAKIUAX ObLIN NOJIYUYCHBI TOJIBKO IMpPU NPHUMCHCHUU KIIAPpUTPOMHIINHA,
TaOJIETKH C MIPOJIOHT'MPOBAHHBIM BI)ICBOGO)KL[CHI/ICM, TOKPBITBIC IUICHOYHOM O6OHO‘{KOI>‘I;

3 — COOOUIEHNs O NAHHBIX HEXKENATENBHBIX PEAKIUAX ObLIM MONYYEHBI TOJIHKO MPH MPUMEHEHNH KJIAPUTPOMUIMHA,
MOPOIIOK ISl IPUTOTOBJICHHS CYCTICH3HUH I IPUEMa BHYTPb;

4 — COOOIIEHNs O MaHHBIX HEKEJATENBHBIX PEAKIMAX OBUIM MOJyYeHBI TOJIBKO MPU MPUMEHEHHWH KIAPUTPOMHUIMHA,
TaOJIETKH, TOKPHITHIE TNICHOYHOM 000I0YKOM.

Oco0ble rpynIisl MalueHToB

Hal/ﬂleHmbl ¢ N00AsIeHHbIM UMMYHUMENOM

Y npamueHToB ¢ CcUHApPOMOM npuoOpereHHoro umMMmyHonedpuuurta (CIIMJ) u npyrumum
UMMYHOJCUIIMTAMH, TOJyYalolIUX KIAPUTPOMHUIIMH B 0ojee BBICOKUX [03aX B TEUCHHE
JUTUTENTFHOTO BPEMEHH ISl JICYCHUS! MUKOOAKTEPHAIbHBIX MH(EKIHA, 4acTO TPYAHO OTIUYUTH
HexenarenbHble 3(dexTsl npenapata ot cumnTomMoB BUY-uHdekuun wuiam comyTCTBYIOLIETO
3a00JIeBaHMUS.

HauOonee yacTeiMK HEKeJIaTEIbHBIMU SIBIICHUSMH y MAllMEHTOB, MPUHUMABIIUX CYTOUHYIO 103y
KJIapUTpOoMHLIMHA, paBHYI0 1000 Mr, ObuiM: TOLIHOTA, PBOTA, U3BpAlllEHUE BKyca, 00Jb B 00sacTu
KHMBOTA, JUapesi, Chblllb, METEOPU3M, TOJIOBHas OOJb, 3amop, HapylIeHHE CilyXa, [OBBILICHHUE
aktuBHOCTH ACT u AJIT B kpoBu. Taxke oTMEUanuCh Ciaydau HEXEJIATEeNIbHbBIX SIBICHUNA C HU3KON
4aCcTOTOM BOZHUKHOBEHHS, TAKHE KaK OJIbIIIKA, OECCOHHULIA U CYXOCThb BO PTY.

VY NanMeHToB C MOJABJICHHBIM MMMYHUTETOM IPOBOJIMIIM OLIEHKY JIaDOPATOPHBIX IMOKa3aTeseH,
aHAIM3HUPYS MX 3HAYUTENBHBIC OTKJIOHEHHS OT HOPMBI (pEe3KOe IMOBBIIICHHE WM CHIKeHue). Ha
OCHOBaHUU JAHHOTO KpUTepus y 2—3 % NanueHTOoB, NOJIy4YaBIIMX KIApUTPpOMHULMH B 103 1000 mr
€XEHEBHO, OBUIO 3apEeTUCTPUPOBAHO 3HaUNTeNbHOE NoBbIeHne akTuBHOCTH ACT u AJIT B kpoBH,
a TaKKe CHIDKEHUE YMCIIa JICWKOIUTOB U TPOMOOIHMTOB. Y HEOOJIBIIOTO YKCIa TMAMEHTOB TaKXkKe
ObUIO 3apETUCTPUPOBAHO MOBHIIIEHNE KOHIIEHTPALUU OCTATOYHOTO a30Ta MOYEBUHBI.

€T

[Ipeamonaraercs, 4TO 4acTOTa, TUI U TSHKECTh HEXKENATEIbHBIX PEAKIUi y JAeTel Takas ke, KaK y
B3pOCIIBIX.

COO6H.I€HI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxno coo0marb O NOJO3PEBAaEMbIX HEKEJIATENIbHBIX PEAKIUAX IMOCIE€ PErucTpanuu
JIEKapCTBEHHOT'O Ipernapara ¢ LeJbl0 00ecrneueHUs] HEMpPepbIBHOTO MOHMTOPUHIA COOTHOLICHHUS
«IoNb3a — PHUCK» JIEKApCTBEHHOrO Impenapara. MeIUIUMHCKUM pabOTHUKAM PpPEKOMEHAYEeTCs
co00MIaTh O JIOOBIX MM0I03PEBAEMBIX HEXKENIATENIbHBIX PEAKIMAX JEKapCTBEHHOr0 MpenapaTa yepes
HalmMOHAJIBHBIE CHUCTEMBbI COO6I.H€HI/I$I 0 HCXKCIIATCIIBHBIX pPEeaKOUiAX TOCydapCTB — YJIICHOB
EBpasuiickoro 5KOHOMHUYECKOT O COH03a.

Poccuiickas @enepanns

denepanbHas ciryx0a Mo Haa30py B cepe 31paBoOXpaHeHUs

Anpec: 109012, r. MockBa, CnaBstHCKasi TU101a1b, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru wau npr@roszdravnadzor.gov.ru
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4.9. Ilepeno3upoBka

CHUMIITOMBI

HpI/ICM OoNbIION JA03bI KIIApUTPOMHIMHA MOXET BbI3BATH CHUMIITOMBI HapymeHI/Iﬁ CO CTOPOHBI
KCITYAOYHO-KUIICYHOI'O TPAKTA.

v OJJHOI'O ImanueHTa € 6I/IHOJ'I$IpHBIM paCCTpOﬁCTBOM B aHAMHE3€ IIOCJIC ITpUEMa 8r KIIapUTPOMHUIIMHA
OIMMCAaHbl U3MCHCHUSA TCUXHUUYCCKOTIO COCTOSAHUSA, MAPAHOUAAIIBHOC IMOBCACHHUC, THMIIOKAJIMCMUA U
THITIOKCCMMHI.

Jleuenue

[Ipu nepeno3upoBke ciieyeT yaaluTh HeaOCOPOUPOBAHHBIN Mpenapar U3 KeIyA0YHO-KHILIEYHOTO
TpakTa (NPOMBIBAaHUE JKEIyJIKa, IPUEM aKTUBUPOBAHHOIO YIS U Jp.) MU IPOBECTH
CUMIITOMaTUYECKYIO Tepanuio. [eMoauanu3 W MEepUTOHEAIbHBIM JUAIN3 HE OKa3bIBAIOT
CYLIECTBEHHOI'O BJIUSHUS Ha KOHLEHTPALIMIO KIIADUTPOMUIIMHA B CBIBOPOTKE, YTO XAPAKTEPHO U JIIS
JOpYTUX MpenapaToB IPyInbl MAKPOIUIOB.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. @apmakoauHaMHYecKHe CBOiiCTBA

dapMakoTepaneBTUYECKass TIpylIa: aHTHOAKTEpHAIbHBIC CpPEACTBA CHUCTEMHOTO JICHCTBUS;
MaKpOJIUIbI, IMHKO3aAMHHBI M CTPEIITOIPAMUHBI; MAKPOJIH/IBI.
Kon ATX: JO1FAO09.

Mexannu3M ASHCTBUS U (baDMaKOHI/IHaMI/I‘ICCKI/IC Bd)d)eKTBI

KnaputpoMunyH sBISETCS MONyCHHTETHYECKIM aHTHOMOTHKOM TPYIITBI MAKPOJIUAOB U OKa3bIBAET
aHTHOaKTepuallbHOE AeHUCTBHE, B3auMoIeicTBYs ¢ 50S prbocomanbHON CyObeAMHULIEH U MTOIABIISI
CUHTE3 Oenka OaKTepuil, YyBCTBUTENIbHBIX K HEMY.

KiapuTpoMHUIIMH [POJEMOHCTPHPOBAT BBICOKYIO aKTHBHOCTH N VItr0 B OTHOLICHHH Kak
CTaHAApPTHBIX na60paT0pH51x mTaMMOB 6aKT€pI/H\/JI, TaK W BBIACJIICHHBIX Yy HNAOUCHTOB B XOJC
KJIMHUYECKON TMpakTHKH. [IposiBIsSeT BBICOKYIO aKTUBHOCTh B OTHOIIEHMH MHOTHX a’pOOHBIX U
aH33p06HBIX TpaMIIOJIOXKHUTCIIBHBIX W TPaMOTPHUIATCIbHBIX MHUKPOOPraHU3MOB. MunnManbHbBIE
nojasisonue koneHtpauuu (MIIK) knapurpoMunnaa a1t 60JIbIIMHCTBA BO30YIUTENCH MEHbIIIE,
yem MIIK sputpomuina B cpenneM Ha ofHo logz pa3BeneHue.

Kiapurpomunua in Vitro BeicokoakTuBeH B oTHomiennu Legionella pneumophila, Mycoplasma
pneumoniae. Oxka3biBaeT OakTepuiuaHoe jaeiictBue B otHoureHun Helicobacter pylori, nannas
aKTUBHOCTb KIIAPUTPOMHIIMHA BBIIIE TPU HEHTpanbHOM pH, YyeM mpu KUCIOM.

Kpome Ttoro, manubie in VItro u in ViVO yka3bpIBalOT Ha TO, YTO KIAPUTPOMHIIMH JIEHCTBYET Ha
KJIMHUYECKH 3HaYMMBbIe BUIBI MUKoOakTepuid. Enterobacteriaceae u Pseudomonas spp., Tak e kak
U Jpyrue He (EpMEHTHPYIOIIME JAaKTO3y I'paMOTpHUIATeNIbHbIe OAaKTEpUH, HE YYBCTBUTEIBHBI K
KJIaPUTPOMHLIUHY.

AKTI/IBHOCTI) KJ'IapI/ITpOMI/IHI/IHa B OTHOIICHHNHN 6OJ'II)HII/IHCTBa ImTamMmMOB Hepqu/ICHeHHBIX HUXC
MUKPOOPIaHU3MOB JIOKa3aHa Kak iN Vitro, Tak ¥ B KIWHHYECKOW MPAKTHKE MPHU 3a00JICBAHUSX,
MEePEYNCIICHHBIX B pazzene 4.1.

A3p06H ble cpamnolosHCumelbHble MUKPOOPSAHU3IMbL.
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e Staphylococcus aureus
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(MOCNEOCBATENEHDCTE 0001)

e Streptococcus pneumoniae
e Streptococcus pyogenes
e Listeria monocytogenes

AspobHvle cpamompuyamenbHvle MUKPOOP2AHUIMYL

e Haemophilus influenzae

e Haemophilus parainfluenzae
e Moraxella catarrhalis

e Neisseria gonorrhoeae

e Legionella pneumophila

Lpyaue muxkpoopeanusmoi:

e Mycoplasma pneumoniae
e Chlamydia pneumoniae (TWAR)

Muxobaxmepuu:

e Mycobacterium leprae

e Mycobacterium kansasii
e Mycobacterium chelonae
e Mycobacterium fortuitum
[ ]

Mycobacterium intracellulare

Mycobacterium avium complex (MAC) — xomnnexc, exmouarowuu Mycobacterium avium u

HpOHYKIII/ISI OeTa-nakTaMasbl HE OKa3bIBAET BIMSHUS Ha aKTUBHOCTD KJIIapuTpOMUIIMHA.

BonpmIMHCTBO IITaMMOB CTa(I)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTHLHWUIMHY HW OKCalWJUINHY,

00JIaJIaI0T YCTOMYUBOCTHIO U K KIIAPUTPOMUIIMHY.

Helicobacter pylori

YyscrBuTenbHOCTh H. pylori k kmapuTpoMuiuHy u3yvanack Ha u3onsatax H. pylori, BeiieneHHbIX OT
104 manueHToB, 10 HaYasIa Tepanuy npenaparoM. Y 4 manueHToB ObUIN BBIACIECHBI PE3UCTEHTHBIE K
KJIapUTPOMHUIMHY mTaMMbl H. pylori, y 2 — mraMMbl ¢ yMEpEHHON pe3UCTEHTHOCTBIO, Y OCTAIbHBIX
98 maueHToB n30isThl H. pylori OpuH YyBCTBUTENBHBI K KIAPUTPOMUIIUHY.

KnaputpomuiinH oka3bIBaeT AeHCTBHE IN VItr0 U B OTHOIICHHH OOJIBIITMHCTBA IITAMMOB CJIETYIONHX
MHUKpPOOPTaHU3MOB (OAHAKO 0e30macHOCTh U 3PHEKTUBHOCTh MCIOIB30BAHUS KIAPUTPOMUIIMHA B
KJIMHUYECKOW TPAKTUKE HE MOATBEPKACHA KIWMHUYECKHMMHU HCCIEAOBAHUSIMHU, U MPAKTHYECKOE

3HAYCHHUEC OCTACTCA HCHCHHM)Z
A3p06Hble 2PAaAMRONOHCUMENITbHBIE MUKPOOPSAHU3MBL .

e Streptococcus agalactiae
e Streptococci (epynnet C, F, G)
e Viridans group streptococci

AspobHvle cpamompuyamenbHvle MUKPOOP2AHUIMYL

e Bordetella pertussis
e Pasteurella multocida

AH03p06H ble 2PAMNONIONCUMENIbHbIE MUKDOODP2AHU3MBL .

e Clostridium perfringens
e Peptococcus niger
e Propionibacterium acnes
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Anaspobunvie epamompuyamenvhvie MUKPOOP2AHUZMB.:

e Bacteroides melaninogenicus
Cnupoxemul:

e Borrelia burgdorferi
e Treponema pallidum

Kamnunobaxmepuu:
e Campylobacter jejuni

OCHOBHBIM MeTa0OJUTOM KJIAPUTPOMHIIMHA B OPraHU3Me YeI0BEKa ABISAETCS MUKPOOUOIOIHUECKU
AKTUBHBIN METa0OIHUT 14-ruIpOKCUKIAPUTPOMULITH (14-OH-knapuTpOMHLIMH).
Muxkpobuosiornyeckass akTUBHOCTh METa0OJUTA Takas e, KaK y MCXOJHOIo BellecTBa, UiIu B 1—
2paza ciabee B OTHOLICHUH OOJBIIMHCTBA MUKPOOPTaHU3MOB. VCKitoueHHE COCTaBiIseT
H. influenzae, B oTHOmIEHNH KOTOPO# 3dexTHBHOCTE MeTabonuTa B 1Ba pa3a Bbimie. McxomHoe
BEIIECTBO M €r0 OCHOBHOM METa0OIUT OKA3bIBAIOT MO0 A TMTHBHBIH, TNOO CHHEPTHUECKUi AP PeKT
B otHorrennu H. influenzae B ycimosusix in vitro u in vivo B 3aBHCHMOCTH OT mITaMMa OakTepuii.

Tecm na uyecmeumeilbHocnb

KonnyecTBeHHbIE METOABI, TpeOyrollMe W3MEpPEeHUs IUaMeTpa 30HbI MOJAABIEHHUS pOCTa, AAIOT
HanboJlee TOUYHBIC OI[CHKH YYBCTBHTEIBHOCTH OAKTEpHH K aHTUMHKPOOHBIM mpemnapatam. OnHa u3
PEKOMEHIYEMBIX ~ METONMK  JUId  ONpPENEICHHs  YyBCTBUTEIBHOCTHM  HCIIOJIB3YET  JTUCKH,
MMIIPErHApOBaHHbIE 15 MKT KiapuTpoMuImHa (Iucko-muddy3nonHsii Mmeron Kupou-bayspa); npu
MHTEPIIpETalMM TeCTa JMAaMETPbl 30H IOJABJICHMSI pOCTa KOPpeaupyroT co 3HadeHusmu MIIK
kinapurpomuninHa. 3Hauenuss MIIK onpenenstorcss MeToioM pa3BeieHUs B Oy/lIbOHE WM B arape.
IIpy uCHONB30BaHMM 3TUX METOAMK OTYeT U3 JIAOOpPaTOpUM O TOM, YTO INTAMM SIBJISETCS
«4yBCTBUTEJIbHBIM», YKa3bIBa€T HA TO, YTO BO30YIUTENIb MHPEKLIMHU, BEPOSITHO, OTBETUT Ha JICUCHUE.
OTBeT «pe3UCTEHTHBIN» yKa3bIBaeT Ha TO, YTO BO30OYJIUTEb, BOBMOKHO, HE OTBETHT Ha JIEUECHUE.
OTBeT <«IIPOMEKYTOYHAsE UYYBCTBHTEIBHOCTB» MPEAINOJAaraeT, 4YTO TEepaneBTHUYCCKHH APPEKT
npernapara MoKeT ObITh HEOJHO3HAYEeH WM MUKPOOPIaHU3M MOXKET OKa3aThCsl YyBCTBUTEIbHBIM
IIPU KCIIOJIb30BAaHUU 0o0Jiee BBICOKMX 103 IMpemnapara (MpOMeXyTOYHasi YyBCTBUTEIBHOCTh TaKKe
Ha3bIBAETCS «YMEPEHHOU YyBCTBUTEIBHOCTBIO)).

5.2. dapmakoKHHEeTHYECKHUeE CBOIiCTBA

AOGcopbrms

[IpemapaTr nerko u OBICTPO BCAchIBAETCS B JKEIYJOYHO-KHIIEYHOM TpakTe. AOCOOTHas
6uo0CcTyMHOCTh cocTaBisgeT 0koio 50 %. [Ipu MHOroKkpaTHOM MpueMe /1035l IIpenapaTa KyMyJIsaLuu
IIPAKTUYECKH HE OOHAPYXKEHO, M XapakTep MeTadolIM3Ma B OPraHU3ME 4YEIOBEKa HE M3MEHSIICA.
[IpueM mnuIM HEMOCPEACTBEHHO Iepel MpHUEeMOM IIpernapara yBeJIWYMBal OHOAOCTYIHOCTb
npenapata B cpegHeM Ha 25 %. B 1menom, 3TO MOBBILIEHHWE HE3HAUUTENIBHO U JOKHO HMETh
HEOOJIBIIYI0 KJIMHUYECKYI0 3HAYMMOCTh HPU PEKOMEHJYEMBIX peXuMax JI03UpoBaHMs. Takum
o0pa3oM, KJIIapUTPOMMIIMH MOKET IPUMEHATHCS HE3aBUCUMO OT IIpUEMa MUIIIH.

Pacopenenenue, GI/IOTDaHCd)ODMaLII/I}I U 3JIMMHHAIIUA

In vitro

HccnenoBanust in Vitro mokasaiiu, 4To KJIAPUTPOMHUIIMH CBSI3BIBACTCS C OCIIKaMU IJIa3Mbl KPOBH Ha
70 % B xonnentpamuu ot 0,45 mo 4,5 mxr/mn. Ilpu konmenTtpammm 45,0 MKr/mMi CBsSI3bIBaHUE
cHmkaercs 10 41 %, BeposiTHO, B pe3ysbTaTe HACHIIMIEHUS MECT CBA3BIBaHMS. JTO HaOIOaeTCs
TOJIFKO TIPH KOHIICHTPAIHUSIX, MHOTOKPATHO TIPEBBIMIAIOIINX TEPATIEBTUYECKYIO.

In vivo
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.. inlale OBL HOCTH 0001
HccaemoBanud IN VIVO HA JKUBOTHBIX ITOKA3aIH, 4YTO KJIapHTDOKHMMCﬁCTEFyM 'Bcel—)rrklaH X,

3a uckmovenueM L{IHC, B KOHIIEHTpaLusX, B HECKOJIBKO pa3 MpEeBbIIAOIUX 1a3MeHHble. Hanbomnee
BbICOKHE KOHLEeHTpauuu (B 10—20 pa3 Bbllle [1a3MEHHBIX) OOHAPYKUBAIUCh B IICUEHH U JIETKUX.

310pOBLIE 1OOPOBOJIBLIBI

[Ipn Ha3zHaueHWu KIapuTpoMHUIIMHA B 103¢ 250 Mr 2 pa3a B CyTkH paBHOBeCHas Cmax
kiaputpomunivia U 14-OH-knaputpoMulivHa B 11a3Me AOCTUIajgach uyepes3 2—3 AHs U CoCTaBislia
1 mkr/ma u 0,6 MKI/MJ COOTBETCTBEHHO. T1/2 KIIAPUTPOMHIIMHA W €r0 OCHOBHOIO MeTabojuTa
cocraBui 3—4 yaca u 5—6 4acoB COOTBETCTBEHHO.

[Ipn HazHauennn kiaaputpomuiimHa B o3¢ 500 mMr 2 paza B CyTKH Cmax KJIAPUTPOMHIIMHA H
14-OH-knapuTpoMULIMHA B TUTa3Me JOCTUTalach mocie npuema 5 no3bl. [locne nmpuema 5 u 7 10351,
Crax xmaputpomuninaa u 14-OH-kimaputpoMuinyiHa B mia3Me cocTaBujia B cpemaHemM 2,7—2,9 MKr/mi
u 0,88-0,83 MKr/Mi1 cOOTBETCTBEHHO. T1/2 KITAPUTPOMHUIIMHA ¥ €TO OCHOBHOTO METa0O0JIUTa COCTABIII
4,5-4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-kiiapuTpoMHIIHA HE YBEIMYHUBAIACH MPOMOPIIMOHATIBHO 03¢ KIAPUTPOMHUIIMHA, B TO
BpeMsl KaK [1 Kak KIAPUTPOMHIIMHA, TaK U €ro TUAPOKCUIMPOBAHHOTO MeTabouTa HMeN
TEHJICHIIUIO K YBEJIMUEHUIO C TIOBBIIIEHUEM JIO3BI.

Takas HenuHelHas GapMaKOKMHETHKA KIIAPUTPOMUIIMHA B COUETAHUU C YMEHbLIEHHEM 00pa30BaHUs
14-ruapoxcunrpoBaHHbIX U N-I€METUIMPOBAHHBIX MPOAYKTOB IPU BBICOKHMX 033X YKa3bIBaeT Ha
HEJIMHEHHBI MeTaboiM3M KIapUTPOMHULIMHA, KOTOPBIH CTaHOBUTCA OoJiee BBIPAKEHHBIM IIpU
BBICOKHUX J03aX.

[Toukamu BeIBOgUTCS 0KOJIO 37,9 % mocie nepopaibHOro mprueMa KIapuTpOMHIIMHA B f03€ 250 mr
u 46,0 % nocne npuema kiaapurpoMuinHa B 1o3e 1200 mr; kumeyHukoM BeiBoguTcs okoio 40,2 %
u 29,1 % (BkIoyas HUCHOBITYEMOrOo IUIIbL C OXHOM mpobol kama, coxepxamed 14,1 %)
COOTBETCTBEHHO.

@ClpMClKOKMHemuKa Yy nayuermoe

Knapurpomunya u ero Mmerabonut 14-OH-knapuTpoMunuH OBICTPO NPOHMKAIOT B TKAaHU U
KHUJKOCTH oOpraHusma. FIMerTcs OrpaHWYeHHbIE [aHHBIE, CBHUJETEIBCTBYIOUIME O TOM, 4YTO
KOHILEHTpalusl KJIApUTPOMUIIMHA B 1€peOPOCIMHATIBLHON JKUIKOCTH IPU NEPOPATBLHOM IpueMe
He3HauuTeslbHa (T.e. TONbKO 1-2 % OT KOHIEHTpalUH B CHIBOPOTKE KPOBHU IMpPHU HOPMAJIbHOU
MIPOHUIIAEMOCTHU TeMaTo3HIedanuyeckoro 6apbepa). KoHneHTpaius B TKaHAX 00BIYHO B HECKOJIBKO
pa3 BBIILIE, YEM B CBIBOPOTKE KPOBH.

B Tabnuie npuBeieHbl IpUMEPbl TKAHEBBIX U CHIBOPOTOYHBIX KOHLIEHTPALIUNA:

Konnentpanuu (250 mr kaxxasie 12 gacoB)
Bun Tkanu TkaneBble (MKI/T) ChIBOPOTOYHBIE (MKT/MIT)
MuHaIUHbL 1,6 0,8
Jlerkue 8,8 1,7

Oco0BbIe TPVIIIHI MTAIMEHTOB

Tleyenounas neoocmamounocmos

VY manueHToB co cpeiHer U TAXKENION CTEeNeHbI0 HapyIIeHUs! (PYHKIMH MEeYeHH, HO C COXPaHEHHOM
¢byHKIMEH MoYeK KOPPEKIUs A03bl KJIapUTPOMHULIMHA He TpeOyeTcsi. PaBHOBeCHAs! KOHIIGHTpAlLKs B
IJJa3M€ KPOBH M CUCTEMHBIM KIMPEHC KIAPUTPOMUIIMHA HE OTIMYAOTCS Yy IMAallMeHTOB JAaHHOMU
IpyNIbl U 340pOBLIX MalMEHTOB. PaBHOBecHas koHeHTpauus 14-OH-knapurpoMunvza y nroaei ¢
HapyHIeHUSIMH (PYHKLINUY EYEHU HUXKE, YEM Y 3JJ0OPOBBIX.

Tloueunas neoocmamournocms

[Tpn HapymeHun GyHKIUH MoueK yBelIUUUBAIOTCA Cmax U Cmin KIQPUTPOMHUIIMHA B IUIa3Me KPOBH,
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T1p, AUC kaapuTpoMHLIMHA U €r0 META00IHUTA 14-0}{-Knapn%%ﬂlﬁgé; %(ngﬂgﬁﬂ':éhllﬁml{aﬁ h
pUTP

Y BBIBEJICHHE MTOYKaMH yMeHblIatoTcst. CTerneHb N3MEHEHHUI 3TUX MapaMeTpOB 3aBUCUT OT CTEIIEHU
HapyleHus pyHKIUU MOYEK.

ﬂuua nooaicus10c0 so3pacma

VY manueHTOB MOKHIJIOTO BO3pacTa KOHIIGHTpAIUs KIApUTPOMUIIMHA M ero merabonuta 14-OH-
KJIAPUTPOMHIIMHA B KPOBU ObLjIa BHIIIE, & BBIBEICHUE MEUICHHEE, YeM y TPYIIIBI MOJIOABIX JIFO/ICH.
Opnnako mocie Koppekiuu ¢ yaeroM nodeunoro KK He Obuto oTimuumii B o06eux rpymnmnax. Takum
0o0pa3oM, OCHOBHOE BJIHMSHHE Ha (papMaKOKHMHETUYECCKUE MapaMeTpPhl KJIAPUTPOMHUIIMHA OKA3hIBACT
(GyHKIUS TIOYEK, a HE BO3PAacT.

HauueHmbz C MuK06a1<mepua/szbmu MHQbeKL{M}ZMM

PaBHOBecHBIE KOHIIEHTpanuu Kiaputpomuniia u 14-OH-knaputpomunnna y namnueHtoB ¢ BIY-
UHQEKIMEH, MoJIyJyaBIIUX KIAPUTPOMHUIIMH B OOBIYHBIX jg03ax (500 Mmr aBa pasza B CyTKH), ObUIH
CXOJIHBIMU C TAaKOBBIMH Y 3/10pOBBIX JtoAel. OJHaKo IMpU MPUMEHEHUH KIAPUTPOMHUILIMHA B OoJiee
BBICOKMX J103aX, KOTOpBIE MOTYT HOTPeOOBaThCS IJIsi JCUEHHsS] MHKOOAKTepHATbHBIX MH(EKIHH,
KOHIIGHTPALlMU aHTUOMOTHKA MOTYT 3HAUMTENbHO NpeBbIIaTh OObIYHBbIE. Y mnanueHtoB ¢ BUU-
nHEKIed, TPUHIMABIINX KIapuTpoMulH B go3e 1000 mr/cytr wimm 2000 Mr/cyT B JBa mpuema,
paBHOBecHbIE 3HaUCHUSI Cmax 00bIYHO cocTaBistian 2—4 MKr/mit u 5—10 MKr/mi cooTBeTcTBEHHO. [Ipn
IIPUMEHEHUHU IpernapaTa B 0ojee BBICOKHMX J03aX OTMEYAlOCh YJJIMHEHHE [1/2 IO CPABHEHMIO C
TAKOBBIM Yy 3/I0pOBBIX JIIOJIEH, MOJIyyaBIIUX KIAPUTPOMULMH B OOBIYHBIX J03ax. lloBblmieHue
KOHIICHTPALMHU B IUIa3Me M YIJIMHEHHUE 11/2 IPU MPUMEHEHUH KJIAPUTPOMHIIMHA B 00Jiee BBICOKMX
7103aX CBSI3aHO C HEJIMHEHHON (apMaKOKMHETUKOM Mpernapara.

KOM6I/IHI/IDOBaHHOG JJICYCHHUE C OMENIPA30JIOM

Knapurpomunua nmo 500 mr 3 pasza B cyTKM B KOMOMHALIUK C OMeMpa3oiioM B o3¢ 40 mr/cyTku
ciocooctByer yBenmueHH0O Ti2 m AUCo.24 omenpasona. Y BceX IAlMEHTOB, IOJy4YaBIINX
KOMOMHHPOBAaHHYIO TEpaIvio, B CPAaBHEHUU C TMOJYYaBIIMMH OJIMH OMEMNpPa3odl, HaOI01ajIoch
nosbitieHue Ha 89 % AUCo-24 1 Ha 34 % T12 omenpazona. YV knaputpoMuiiHa Cmax, Cmin 1 AUCo-g
YBEJIMYHMBAINCh, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % no cpaBHEHHIO C JaHHBIMH, KOrAa
MIPUMEHSJICS TOJBKO KJIAPUTPOMHUIIMH Oe3 omenpaszosia. B paBHOBECHOM COCTOSIHUU KOHIICHTPAIIMH
KJIApUTPOMHUIIMHA B CIM3UCTOM >Kelyaka d4epe3 6 4 Iocie npuema B TpyIne, MOoJydaBlIen
KOMOWHAIMIO, B 25 pa3 TMPEeBOCXOIWIM TaKOBbIE IO CpPAaBHEHUIO C TIOJYYaBIIMMH OJIUH
KIapuTpoMHulIMH. KOHIIEHTpaIuy KIapUTPOMUIIMHA B TKaHAX JKeIyJKa depe3 6 9 rmocie mpueMa
o0oux TpenapaTroB B 2 pa3a MPEBBINIAJN JaHHbBIC, TOJTYyYEHHBIE B TPYIIE MAIIMEHTOB, MOJIYy4aBIINX
OJIMH KJIApUTPOMUIIUH.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeuyeHb BcioMoOraTebHbIX BelIeCTB

Bakrukar, 250 mMr, Karncyibl

KapOokcumernikpaxmai HaTpust

[emmono3a mukpokprctammdeckas (MKII-101)
[ToBunon-K25

Marnus creapat

KpeMHust TUOKCHT KOJUTOUTHBIH

Cocmas xopnyca kancynol.
Twurana nnokcuna
Kematun
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(NOCNEOOBATENEHOCTE 0001)

Cocmas Kpbvluieuku Kkancyibl.:

Kpacutens azopyoun

Kpacurens cuHMii maTeHTOBAHHBIN
TuTtana 1MOKCUL

Kenarun

bakrukamn, 500 mMr, Kancyuasl

Kapb6okcumernikpaxmain HaTpust

Lemmono3a mukpokpucraummyeckas (MKII-101)
IToBunoun-K25

Marnus creapat

Kpemuus apuokcua KOJIOuaHbINA

Cocmas kopnyca Kancynsi:
Turana nuokcun
Kematnu

Cocmas kpvlueuku Kancyul:
Twura"a qTuoxcug
Kenarun

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocT (CpOK XpaHeHHs)

3 roza.

6.4. OcoOble MepbI MPEI0CTOPOKHOCTH MPH XPAHEHUH

XpaHuTh npu TemnepaType He Bolie 25 °C B KapTOHHOM yITakoBKe (Mavyke).
6.5. XapakTep u cogep:kaHue YNaKOBKH

ITo 5, 7, 10 xancyn B KOHTYpPHYIO SUEHKOBYIO YMAaKOBKY U3 IUIEHKH MOJMBHHUIXJIOPUIHOM, THOO
IUIEHKH TTOJIMBUHUIIXJIOPUAHON/TIOJIMBUHUIIUIEHXJIOPUIHOW M (DONBIU aJlOMUHUEBON IMeYaTHON
JIAKUPOBAaHHOM.

Wnu no 5, 7, 10 xarncyn B KOHTYPHYIO SlUEHKOBYIO YIIaKOBKY U3 MaTeprala KOMOMHUPOBAHHOIO Ha
ocHOBE (HosIbI'M (TPEXCIOWHBIM MaTepuall, BKIIOYAIOIIMNA ANTIOMUHUEBYIO (DOJIBrY, IUICHKY W3
OPUEHTHUPOBAHHOTO TMOJUAMU/A, TOJUBUHWIXJIOPUIHYIO IUJIEHKY) M (ONbru  amOMHUHHUEBON
[I€YaTHOM JIAKUPOBAHHOMU.

1,2,3,4,5, 6 unmu 10 KOHTYpHBIX STUEUKOBBIX YIIAaKOBOK BMECTE C MHCTPYKIIHEH IO MEIUIIMHCKOMY
MPUMEHEHUIO (JTMCTOK-BKIIAJIBIIT) TOMEIIAIOT B KAPTOHHYIO YIIaKOBKY (TIAUKYy).

6.6. Oco0ble MepbI MPETOCTOPOKHOCTH NMPH YTHIM3AIUH MCNOJIH30BAHHOIO JE€KAPCTBEHHOT 0
npenapara MM OTXOJ0B, IOJYYECHHBIX IOC/Je NMPUMEHEHHMs JIEKapCTBEHHOIO0 INpenapara, u
Apyrue MAHMIYJISILMU € NPenapaTom

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.
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7. IEPJKATEJb PETUCTPALIMOHHOIO YIOCTOBEPE st~ 54 TEITEHOCTS 0001)

Poccus
000 «ATomm»
445351, Camapckas o0:1., . XKurynesck, yi. ['mapocrpoureneii, 1. 6.

7.1. llpencraBuTtenb AepkaTesisi perucTPALMOHHOIO YA0CTOBEpPeHH

[Iperen3un norpedHUTENEH HAIPABIATH IO A/IPECY:

Poccus

000 «O30n»

445351, Camapckas 00:1., T.0. JXKurynesck, T. JKurynesck, yi. ['uapocrpoureneii, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUs OTIIYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

HCKapCTBeHHBIﬁ npemnapat OTHOCUTCA K KaTCTrOpUH OTITYCKa ITO PpCUCIITY.

061ua;1 XApaKTCPUCTHKA JICKAPCTBCHHOI'O IIpCIiapara bakTukan AOCTYIIHA B CAWHOM pPECCTPC
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3uiiCKOro 3KOHOMHUYECKOTO COK3a M Ha
oduIaILHOM caiite YIOTHOMOYEHHOT'O oprasa (3KcriepTHOM OpraHU3AIIHH )
(https://Ik.regmed.ru/Reqgister/EAEU _SmPC).
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