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OBILASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO TIPEITAPATA "70°)

1. HAMUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Knaputpomunua-Axpuxus, 250 Mr, TabaeTKH, MOKPHITHIC TIIICHOYHON 000I0YKOH

Knaputpomunua-Axpuxus, S00 Mr, TabaeTKH, MOKPHITHIC TIICHOYHON 000I0YKOH

2. KAYECTBEHHBIA U KOJJUYECTBEHHBINA COCTAB
JelicTBytolliee BENIECTBO: KJIAPUTPOMHUIIHH.

Kmapurpomunna-Axpuxud, 250 mMr, Ta0JIeTKH, ITOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxnas Tabnerka, HOKpbITas MJICHOYHON 0005109KOH, cotepkUT 250 MI KIIapUTPOMHIIMHA.
BcromorarenbHble BeliecTBa, HAIMYME KOTOPHIX HAJO YUYHUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npemnapara: Hatpuii (cM. pasaen 4.4.).

Kmapurpomunna-Axpuxud, 500 mMr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxnas Tabnerka, HOKpbITas IICHOYHOM 0005109K0H, conepkuT 500 MI KIIapUTPOMHIIMHA.
BcnoMorarenbHble BElecTBa, HAMYME KOTOPBIX HAIO0 YUYHUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npenapara: Hatpuid (cM. pazzaen 4.4.).

[TonHbIi epedeHb BCIOMOTaTeIbHBIX BEIIECTB MTPUBEACH B pa3zene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIC TNIEHOYHOU 000JIOYKOM.

Kmapurpomunua-Akpuxud, 250 mMr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0YKOH

Xentele, MOKPBITHIE TUIEHOYHONH 000J04YKON TabneTku, oBambHOU (opmbl. LBer TabieTox Ha
u3J0Me — OeIbIii.

Kmapurpomunna-Axpuxud, 500 mMr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0YKOH

JKenTeie, MOKPHITHIE IJIEHOYHOW OOOJIOYKOM TAaOJETKH, OBaJbHON (DOPMBI, C PUCKOW C OIHOM

cTopoHBI. [[BeT TabyieToK Ha U3I0Me — OEIIbIii.

4.  K/JIMWHHUYECKHUE JAHHBIE
4.1. Tloka3aHusl K MIPUMEHEHHIO
NHupexnmonHo-BocnanuTe IbHbIe 3a00JIeBaHUS, BBI3BaHHBIC 9yBCTBUTEIbHBIMH K
KIAPUTPOMUIIMHY MHUKPOOPTAaHU3MaMH Y B3POCIBIX U JieTel crapiie 12 jer:
*  WHQEKINH HIWKHUX JbIXaTEIbHBIX MyTeH (Takue Kak OpOHXUT, THEBMOHHS);
*  uHQEKINH BEPXHUX JBIXaTCIIBHBIX MyTeH (Takue Kak papuHTUT, CHHYCHT);
* uH()EKINH KOXHU U MITKUX TKaHEW (Takue Kak (POJUIMKYIUT, BOCHAICHHUE IMOJKOKHOM

KJIETYaTKH, POXKa);
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Mycobacterium avium u Mycobacterium intracellulare; noxanu3oBanHble HH(EKIHH,
BbI3BanHbie Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium
kansasii;

* nmnpoduIAKTHUKA  pPACIpPOCTPaHCHHS  HWHPEKIHH,  OOYCIOBJICHHOM  KOMILIEKCOM
Mycobacterium avium (MAC), BUY-unpumMpoBaHHBIM MAaIllMEHTaM C COACpKaHHEM
mumporutos CD4 (T-xenmepHsix mumdorutos) He 6oee 100 B 1 M,

e opagukanus H. pylori U CHMXKEHHE YaCTOThI PEIUIMBOB SI3BBI JIBEHAIIIATHUIIEPCTHON
KHUIIIKH,

¢ OJOHTOI'CHHBIC I/IHq)eKI_[I/II/I.

4.2. PexuMm A03UPOBAHUSA U CIIOCO0 MPUMEHEHUS

PexxuM 103upoBaHus

Bspocnvie

OObIuHas peKOMEHJOBaHHAs /1032 KJIAPUTPOMUIIMHA Y B3pOCcibIX — 250 Mr 2 pasa B CyTKH.

B cnydae 6oiee Tsokensix nH(eKIui 103y yBennuuBaroT 10 S00 mr 2 pasza B CyTKH.

OObIuHas MPOIOHKUTEIIBHOCTD JICYCHHS COCTABIIAET OT 5 10 14 mHEe.

Hckimouenne cocTaBIsOT BHEOOTbHUYHAS THEBMOHHUS U CHHYCHT, KOTOPBIE TPEOYIOT JICYCHHUS OT
6 no 14 nueil.

Jlo3b1 015 1e4eHus MUKoOaKmepuaibHulx UuHgexyull, kpome myoepkyiesd:

[Tpu MukoOakTepuaabHBIX MHMEKIUAX PEKOMEHI0BaHa J03a Kinaputpomuiinaa 500 mr 2 pasa B
cytku. Jledenue pauccemuHupoBaHHBIX MAC wuH(pEKUMH Yy MAIMEeHTOB C CHHAPOMOM
npuodperenHoro nmmyHoaedunura (CITIN/) crenyer mpomomkaTh A0 TeX MOpP, MOKA HMEETCs
KJIMHUYecKasi 1 MUKkpoOuosornyeckas 3¢dextuBHocTh. KilapurpomMuivH cieayer Ha3HayaTh B
KOMOMHAIIMK C IPYTUMH aHTUMHUKPOOHBIMU IperapaTaMy, aKTUBHBIMH B OTHOIIEHUHU JaHHBIX
BO30yauTenel. JIMUTENbHOCTh JIEUCHUS JPYyTUX HETyOepKyJIe3HbIX MHUKOOAKTEpHAIbHBIX
uH(pEKIN yCTaHABIMBAET Bpay.

Tl npodhunakmuxu uncexuuil, svizeannvix MAC:

PexoMenmyemas 103a KIApUTPpOMHUIIMHA JIs1 B3pociibix — S00 mMr 2 pa3za B CyTKH.

Tpu ooonmozennvix ungexyusx:

Jlo3a knaputpomuiHa coctasiseT 250 Mr 2 pa3a B CyTKH B T€UEHHE 5 THEH.

s spaouxauuu Helicobacter pylori:

Y nanMeHTOB ¢ s3BeHHOW Oone3Hbio, BbI3BaHHOM wmHGpekunuein Helicobacter pylori,
KJIApUTPOMHMLIMH MOXHO HaszHayath mo 500 mr 2 paza B CyTKM B KOMOHMHALUU C APYTUMH

AHTUMUKPOOHBIMU TIperapaTaMi M MHTHOMTOpaMH MPOTOHHOTO Hacoca B TeueHue 7—14 nHel, B
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Helicobacter pylori.

Oco0ble rpyInel NALKUEHTOB

Ilayuenmul ¢ Hapywenuem yHKyuu novex
[Taniuentam ¢ kmpencom kpeatnHuHa (KK) menee 30 Mi1/MUH Ha3HA4arOT MOJIOBUHY OOBIYHOM
JI03bI KJIApUTPOMUIIMHA, T.€. 250 Mr 1 pa3 B cyTKH WM, pu 0oJee TSHKEIbIX nHpeKuusix, mo 250
MT 2 pa3a B CyTKH. JIedeHHne TakuX MaliueHTOB IpOoI0JKaloT He Oomnee 14 nHei.

eTu
Pexxum no3upoBanus 1is gereid ot 12 go 18 jer He oTamyaeTcs OT pexuma J03UPOBAHUS IS
B3pocibiX. [[puMeHeHne KinapuTpoMuUIHa B BUJIE TaOJIETOK y AeTei muaamie 12 et He u3yyanoch
(o dexTuBHOCTD 1 6€30MACHOCTH HE YCTAHOBIICHHI) (CM. pasnen 4.3.).

Cnoco0 ImpuMeHeHus

BHyTpb, HE3aBHCUMO OT BPEMEHH MIpHeMa UK.

4.3 . IIpoTuBONOKA3aHUSA

e [unepuyyBCTBUTENBHOCTh K  KJIAQPUTPOMHULMHY, MaKpoJugaM WIH  Jo0oMy U3
BCIIOMOTaTeNbHBIX BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1.

e OJHOBPEMEHHBIM MpHEM KIAPUTPOMHUIMHA CO CJIEAYIOUIMMH IpernapaTaMu: acTeMHu30,
y3anpul, TuMo3u, TeppeHaand (cM. pasaen 4.5).

e  OaHOBPEMEHHBIN MPUEM KJIAPUTPOMHUIIMHA C JOMHUTAMUAOM (CM. pazzaein 4.5).

e  OJIHOBPEMEHHBIH MpHeM KJIApUTPOMHUIIMHA C AJIKAJIOUAAMU CIIOPBIHBU, HATIPUMED, 3PTOTaMUH,
JTUTHAPOIProTaMuH (cM. pazzaen 4.5).

e OJIHOBPEMEHHBIN NMpUEM KIAPUTPOMUIIMHA C MUIA30JIaMOM JIsl IEPOPATBHOIO MTPUMEHEHUS
(cm. paznen 4.5).

e OpHOBpeMEHHBIM TpHeM KiIapuTpoMunmHa ¢ wuHruOuTopamu ['MI-KoA-pemykrassl
(cTaTmHAMM), KOTOPBIE B 3HAYUTEIHHOM CTeNeHN MeTabomu3upyroTcs nzopepmentrom CYP3A4
(JtoBacTaTMH WJIM CHUMBAacCTaTHH), B CBSI3M C IIOBBIIIEHUEM pHUCKAa MHOIATHH, BKIIOYas
pabmomuonus (cm. pasaen 4.5).

e OpaHOBpEeMEHHBIH MPUEM KIAPUTPOMHIIMHA C KOJIXUIIMHOM (CM. paszen 4.5).

e  OIHOBPEMEHHBIN MPUEM KIAPUTPOMUIIUHA C TUKATPETIOPOM U PAHOJIA3HHOM.

e VYmmnenne wuwHTepBagza QT B  aHamHe3e (BPOXXKIEGHHOE WM  NIPHOOPETECHHOE
3aperucTpupoBaHHoe yanuHeHue uHTepBana QT) wim KenyaodkoBas apUTMHA, BKIIOYas

JKCITYJOYKOBYIO TaXUKAPAUIO HUJIU KCITYJOYKOBASA TaXUKaApAUA THUIIA KITHPYIT». (CM. pasaciibl

4.4u4.5).
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COOTBETCTBYET SKCMNEFTHOMY OTHETY

(TUTIOKATMeMHEN WM TUTIOMAarHUEMHKEH ) B CBSI3M ¢ PUCKOM yuTMHEeHHS nHTepBasia QT.

e Tspkenas TEYEHOYHAs HEJAOCTaTOYHOCTh, IPOTEKAIoU[as OIHOBPEMEHHO C IMOYEYHOM
HEIOCTaTOYHOCTBIO.

o XomecraTuyeckas KEITyXa/TeNaTHUT B aHaMHE3€, pa3BHUBIIMECS TPU NPUMEHEHHUH
KJIApUTPOMHUIIMHA (CM. pa3aen 4.4).

e Tlopoupus.

e Ilepuon rpyTHOTO BCKaPMIIMBAHUS.

e Bospact g0 12 net (3¢ dekTHBHOCTH 1 0€30MMaCHOCTh HE YCTAaHOBJICHB).

4.4. OcoOble yka3aHMsl 1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHeHUH

C 0CTOPOKHOCTBLIO

. [ToueyHas HEAOCTATOUHOCTD CPEIHEN U TSYKEIION CTEIEHU TAXKECTH.
o [leyeHoYHast HEAOCTATOUHOCTH CPEAHEN U TSHKEJION CTETIEHHU.
o OHOBpPEMEHHBIN MTPUEM KIAPUTPOMHUIIMHA C O€H30/IMa3eMMHAMU, TAKUMHU KaK ajirpa3oiam,

TpHas3ojiaM, MHa30JaM JUIsi BHYTPUBEHHOTO NMPUMEHEHUS WIH JJiI HAHECCHHsI Ha CIH3UCTYIO
00o0i10uKy pTa (cm. 4.5).

. OpnHoBpeMEHHBIH TpUEM C IpenaparaMu, KOTOpble MeTabOoJIM3UPYIOTCS H30(hepMEeHTOM
CYP3A, Hanpumep, KapOamMasenuH, [IUJIOCTA30II, UKJIOCTIOPHH, TU30MUpPaMUI,
METHWITIPETHU30JI0H, OMETPA30J1, HEMPSIMbIE aHTUKOATYJISIHTHI (HarpuMep, BapapuH), XUHUIHH,
pudalytuH, cunaeHapui, TAKPOIUMYC, BUHOIACTHH (cM. pasnen 4.5).

. OnHOBpEeMEHHBIM TIpUEM ¢ Tpermapatamu, wHAynupytoummun wu3odepmenT CYP3A4,
HarpuMmep,  pudamnunuH,  QeHuTOoMH,  KapOamaszenwH,  (eHoOapOuTanm,  3BepoOOi
IPOABIPABICHHBIN (CM. pa3zaen 4.5).

. OnHOBpEMEHHBIN MMPUEM KIIAPUTPOMHUIIMHA CO CTATHHAMH, HE 3aBUCSIIIMMH OT MeTaboIm3mMa
nzoepmenta CYP3A (manpumep, diyBactatu) (cM. paszuen 4.5).

. OpnHoBpeMEHHBIH TIpHEeM ¢ OJIOKaTOpaMHU «MEUICHHBIX» KalbIMEBBIX KaHAJIOB, KOTOPbHIE
metabonu3upytorcs nzopepmenrom CYP3A4 (Hanpumep, BeparnaMul, aMJIOAUINH, JTUITHA3EM).
. OnHOBpEMEHHBIN MPUEM KIAPUTPOMHIIMHA C TIEPOPATHHBIMUA aHTUKOATYJISTHTAMH TPSIMOTO
JEHCTBUsI, TaKUMHU KakK Ja0uraTpaH, puUBapokcadaH, amukca0aH, OCOOCHHO y TAI[MEHTOB C
BBICOKMM PUCKOM Pa3BUTHSI KPOBOTEUEHUH.

. [Manmenter ¢ umemudeckod Oonesnpto  cepama (MBC), Tsokenod  cepuedHoin
HEJOCTAaTOYHOCTHIO, HAPYIICHUSIMU TIPOBOIUMOCTH WITH KIIMHUYECKHU 3HAYUMOW OpaguKkapauen, a
TaKk)Ke MallMeHThl, OJHOBPEMEHHO MPUHUMAIOLINE aHTUApUTMHUYECKUE mpemnaparbl [A kiacca

(xuannuH, mpokannamun) u Il knacca (moderunna, aMuogapoH, COTAIION).
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. bepemeHHOCTD.

Oco0ble yKazaHus

JmuTenbHbIi IpHeM aHTUOMOTHKOB MOKET IPUBOIUTH K 00pa30BaHUIO KOJIOHUH C YBEIUYECHHBIM
KOJIMYECTBOM HEYYBCTBUTEIBHBIX OakTepuwii u TpuboB. Ilpm cynepuHbeknun HE0OXO0AMMO
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAITHIO.

Ha3znauenue kiapuTpoMHuIHa 6epeMEeHHBIM JKEHIIUHAM JIOJKHO MPOBOAUTHCS MPH TIIATEIbHOM
OLICHKE COOTHOIIEHHsS pHCKa U TOJb3bl, OCOOCHHO B TEUEHHE NEPBBIX TPEX MECALEB
OEpEeMEHHOCTH.

[lpy mpUMeHEHHH KIApUTPOMHIIMHA COOOMIAJIOCh O TMEYeHOYHOW AMCHYHKIMH (TOBBIIMICHHE
AKTUBHOCTHU TMEYEHOYHBIX ()EPMEHTOB B KPOBH, I'€MIATOLEIUIIOISIPHBIA W/UIH XOJIECTATUYECKHMA
TernaTuT ¢ xentyxoi mwim 0e3). [leyeHouHast TUCHYHKIUS MOXKET OBITH TSXKEIIOM, HO OOBIYHO
SBIIsIeTCsT 00paTMOi. IMeroTes cimydan TIeueHOYHON HEAOCTaTOYHOCTH C JICTATbHBIM HCXO/I0M,
TJIABHBIM 00pa3oM CBSI3aHHBIC C HAJMYUEM CEPbE3HBIX COIYTCTBYIONIMX 3a00JICBAaHMN W/HMIIH
OJTHOBPEMEHHBIM NMPUMEHEHUEM JIPYTHX JIEKAPCTBEHHBIX cpeAcTB. [lpu mosiBIeHNH NPU3HAKOB U
CHUMIITOMOB T'elaTuTa, TAKUX KaK aHOPEKCHSs, KeNTyxa, IOTeMHEHUEe MOYH, 3y, 00JIe3HEHHOCTD
YKMBOTA TPH MAaJIbIIAIUH, HEOOXO0AUMO HEMEIJICHHO MPEKPATUTh TEPANTHIO KIIAPUTPOMHUIIHOM.
[lpy Hamuumu XPOHWYECKUX 3a00JIeBaHWI T€YCHW HEOOXOAMMO TIPOBOAMTH PETYJISPHBINA
KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBHU.

[Ipu neyeHMM T™PAKTUYECKH BCEMH AaHTUOAKTEPHAIBHBIMU CpPEACTBAMH, B TOM YHCIE
KJIAPUTPOMHIIMHOM, OITUCAHBI CIIy4Yau ICEBAOMEMOPAHO3HOTO KOJIUTA, TSHKECTh KOTOPOTO MOXKET
BApbUPOBATHCS OT JIETKOM JI0 yrposKarmomed >ku3Hh. [Ipum JeyeHun NnpakTU4YeCKH BCEMH
aHTHOAKTEpUAIbHBIMU TperapaTaMd, B TOM 4YHCIE KIAPUTPOMUIIMHOM, OMHUCAHBI CIy4yau
Clostridioides difficile-accounnpoBanHoii auapeu, TSKECTb KOTOPOH MOXKET BapbHPOBATHCS OT
JIETKOM JWaped 0 YTrPOXKAOIIEro >XH3HU KOMWTa. AHTHOAKTEpUAbHBIC IpErnapaTbl MOTYT
U3MEHUTh HOPMAJbHYI0 MHKPOQIOpY KHIIEYHHKA, 94TO MoxeT mpuBectr K pocry C. difficile.
IceBnomemOpano3HbIid kouT, Bei3BaHHbINA Clostridioides difficile, Heo6xomumo momo3peBars y
BCEX MAIlMEHTOB, Y KOTOPBIX MOCJIE TPUMEHEHHS aHTHOAKTEPHAIbHBIX CPEICTB Pa3BUIIACH JHapesl.
[Tocne mnpoBeneHHss Kypca aHTHOMOTHKOTEpANlMM HEOOXOIMMO TINATEIFHOE MEIMIIMHCKOES
HaOrosieHne 3a marueHToM. ONUCHIBAINCH CIIyYad Pa3BUTHS IICEBIOMEMOPAHO3HOTO KOJHMTA
CITYCTs 2 Mecslia 1oclie IpuemMa aHTHOMOTHKOB.

[Ipu nedyeHun MaxkpoJuaMu, BKIIOYash KIAPUTPOMULIMH, HAOIIONANOCH Y/UIMHEHHE CEplIeUHOM
penonsipuzanyu ¥ uHTepBaiia QT, BRI3bIBas PUCK Pa3BUTHS CEPICIHON ApUTMHHU H JKEITYA0YKOBOM
TaxuKapJuu TUTIA «APYIT» (cM. pasnen 4.8). Tak kak cienyromue CUTyallud MOTYT TIPUBOIUTH

K YBEJIMUCHHIO PUCKA PA3BUTHUS JKEITyTOUKOBBIX apPUTMU (BKIIFOUAst KTy T0UKOBYIO TaXUKAPAUIO
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MalMEeHTOB:
* y MaIMEeHTOB C TUIIOKaIueMuei (cM. pasaen 4.3.);
* y MallMEHTOB C TUTTOMarHueMuei (cm. pasaen 4.3.);
* OJHOBPEMEHHOE Ha3HAUCHUE KIAPUTPOMHUIIMHA C aCTEMHU30JIOM, LU3ANPUIOM, TUMO3UIOM
U TepdheHaTnHOM TPOTUBOMOKa3aHo (cM. pa3aen 4.3.);
* y MalMEHTOB C BPOXKICHHBIM WU MPHOOPETEHHBIM 3apEeTUCTPUPOBAHHBIM YITMHECHHEM
uHTepBaia QT wim Hamu4IreM KelTyJ0YKOBOM apuTMHUU B aHaMHe3e (cM. pasnen 4.3.);
- KJIAQpUTPOMUIIMH JOJKEH PUMEHSTHCS C OCTOPOKHOCTHIO Y CIEAYIOIINX KaTeropHii MalieHToB:
* y TManWeHToB ¢ wuiemuueckoil Oonesnpto cepana (MBC), Tsokenolt cepaedHoit
HEJIOCTAaTOYHOCTHI0, HAPYIICHUSMH TPOBOAMMOCTH WM KJIMHUYECKH 3HAYUMOMN
OpanukapIuei;
* y TMAalHEHTOB, OJHOBPEMEHHO MPUHUMAIOIIUX JpyrHe JIeKapCTBEHHBIE Ipenaparsbl,
CBsi3aHHBIE C ynuHeHueM untepsana QT (cm. pazzmen 4.5.).
[Tepen HazHaueHWEM KIAPUTPOMUIIMHA BCEM IMAIIMEHTaM, MPUHUMAIONIIUM THUIPOKCUXJIOPOXHH
WIM XJIOPOXWH, TIIATEJbHO B3BECHTE€ COOTHOIICHHME TMOJB3bI U PHUCKA H3-32 IMOTEHIHUAIBHO
MOBBIIIEHHOT'O PUCKA CEPACYHO-COCYAUCTBIX COOBITHI U CEPlIEYHO-COCYAUCTON CMEPTHOCTH (CM.
paznen 4.5.).
B xo0/1€ s1uaeMroI0rH4ecKUX UCCIICTOBAHMN 110 U3YYCHUIO PUCKA HEOIArompUsTHBIX CepeUHO-
COCYAMCTBIX HCXOJIOB MpPH TMPUMEHEHUH MAaKpOJIUA0B OBLUIM TOJyYeHbl HEOAHO3HAYHBIC
pesynbratel. B HekoTOphix  HAOMIOJATENBbHBIX  HCCIENOBAaHUSAX  ObUT  yCTaHOBJEH
KPaTKOBPEMEHHBIN PHUCK pPa3BUTHS apUTMUU, WH(APKTa MUOKapAa U CMEPTH OT CepACYHO-
COCYAMCTHIX 3200JI€BaHMIA, CBSI3aHHBIX C MPUMEHEHUEM MaKPOJIUI0B, BKIIIOUAsl KIAPUTPOMHUIIHH.
[Tpu Ha3HAYeHUU KJIAPUTPOMUIIMHA CJIEYeT COOTHOCUTH IMPEAINOoaraeMylo MoJjib3y OT IMpHeMa
npernapara ¢ JaHHBIMU PUCKaMH.
Bo3MoxHO pa3BUTHE TEPEKPECTHOM PE3UCTEHTHOCTH K KIAPUTPOMULMHY U APYTUM
AHTUOMOTHUKAM TPYIIITHI MAKPOIHJIOB, a TAK)KE JIMHKOMUIIUHY W KIIMHIAMUIIIHY.
VYdauThIBas PACTYIIYI0 PE3UCTEHTHOCTh Streptococcus pneumoniae K MakpoJuaaMm, BaKHO
MPOBOAMUTH TECTUPOBAHHWE YYBCTBUTEIBLHOCTH NMPU HA3HAYCHHUH KIAPUTPOMUIIMHA MAIlUEHTaM C
BHEOONHPHUYHON MHEBMOHUEH. [IpM TOCHMUTANLHON MHEBMOHUU KJIAPUTPOMUIIMH CIIEIYeT
MPUMEHSTh B KOMOUHAIINH C COOTBETCTBYIOIIMMH aHTUOMOTHUKAMHU.
NHpexnun KoKy U MIATKUX TKaHEH JIETKOW M CPeHEH CTENEHU TSHKECTH Yallle BCETO BhI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30yauTENsT MOTYT OBITH

yCTOWUYMBBI K Makponuaam. I103ToMy BaxHO IPOBOAUTH TECT HA UyBCTBUTEIBHOCTE. MakpoIn bl
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Y OTYETY

YTPH ByJIbIapHBIE U POXKa, & TAKXKE B TEX CUTYyalUsIX, KOT1a HEJIb3s! IPUMEHATh IEHULIWIIIMH.

B citydae mosiBieHust OCTPBIX PeakIMid THIEPYYBCTBUTEIBHOCTH, TAKMX KaK aHauIaKTHYecKast
peakuus, TsbKesble KOXKHBIE JIEKapCTBEHHbIE peakiuu (HampuMep, OCTPBIM T'e€Hepaln30BaHHBII
9K3aHTEMAaTO3HBIA MycTyle3), cuHaApoM CTuBeHca-/[>KOHCOHA, TOKCHYECKUM SMHACpMaIbHbII
HEKPOJIU3 M JIEKapCTBEHHAs ChIb ¢ 303MHOGMIMEHl U cucremMHoi cumnromarukoi (DRESS-
CHHJIPOM) HEOOXOAMMO Cpa3y K€ TMpEeKpaTuTh TMpHEM KIAPUTPOMULIMHA W HayaTb
COOTBETCTBYIOIIYIO Tepanuio. B ciydyae coBMecTHOro npuMeHeHus ¢ BappapuHOM WU APYTUMU
HENPSIMBIMU aHTHKOATyJITHTaMU HeoO0XxoauMo KoHTposnpoBath MHO u npoTpomOuHOBOE BpeMs
(cM. pazzmen 4.5.).

Crnenyer coOnroaTh OCTOPOXKHOCTh MPU OJHOBPEMEHHOM INPUMEHEHUH KIAPUTPOMHUIIMHA C
NepopaJbHBIMH aHTUKOATYJITHTAMH IPSIMOTO JEHCTBHS, TAKUMU KaK JaduratrpaH, puBapokcadaH
U anukcabaH, 0COOCHHO y MAallMEHTOB C BHICOKMM PUCKOM Pa3BUTHS KPOBOTEUEHHUs (CM. pa3zeln
45.).

BcrmoMorarenbHBIE BEIIECTBA

[Ipenapar KmaputpomMuiimu-AKpuxuH conepXuT 35 mr Hatpus Ha Tabnerky 250 mr m 55 mr
HaTpusi Ha Tabnerky 500 mr. HeoOXomuMo yduThIBaTH MAIlMEHTAM, HAXOJSIIMMCS Ha JTUETE C

OrpaHUYCHUECM MNOCTYIIJIICHUA HATPHA.

4.5. B3aumojaeiicTBue ¢ JAPYrHMHM JIEKAPCTBEHHbBIMHM MpenapatamMM H Jpyrue BHbI
B3alMOJeliCTBUSA

IIpuMeHeHNe CIeAVIONINX MHpenapaToB COBMECTHO ¢ KJIAPUTPOMHUIIMHOM IIPOTHMBOIIOKA33aHO B

CBSI3M C BO3MOKHOCTBIO PA3BUTHUSA CEPLE3HBIX NOOOYHBIX 3D (DEKTOB:

Luzanpuo, numosuo, mepghenaour u acmemuson

[lpr coBMECTHOM NPUMEHEHHH KJIAPUTPOMUIIMHA C IH3ANPUAOM, TUMO3UIOM, TepheHaanHOM
WM aCTEMHU30JIOM COOOIIANIOCh O MOBHIIICHUN KOHIICHTPAIUH MOCIETHUX B TUIa3Me KPOBH, UTO
MOJKET MPUBECTH K yUIMHEHWI0 uHTepBana QT ¥ MOSBICHHUIO CEpACYHBIX APUTMUM, BKIIIOUYAs
KEITyTOYKOBYIO TaXUKAPIUI0, (GHOPHILISINIO )KETYJOUYKOB U KEIyTOUYKOBYIO TaXUKapIUIO THIIA
«mupya ™ (CcM. pazaen 4.3).

Ankanoudwsi cnopuviHvu

[TocTperucTpallMOHHbIE WCCIEAOBAHUS IMOKA3bIBAIOT, YTO TIPHU COBMECTHOM MPUMECHEHHUH
KJIAPUTPOMHIIMHA C SPTOTAMUHOM WJIH TUTUAPOIPTOTAMUHOM BO3MOKHBI Ciieytomiue ) (eKTol,
CBSI3aHHBIC C OCTPBIM OTPABICHHEM MperapaTtaMH T'PYIIbl 3PTOTAMUHOB: COCYAWCTBINA CIIa3M,

WIIEMHSI KOHEYHOCTEM W JPYruX TKaHEW, BKIIOYAas LEHTPAIBHYI0 HEPBHYK) CHCTEMY.
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paznen 4.3).

Muoa3zonam ona nepopanbHo20 npUMeHeHUs

[Ipu coBMecTHOM NMPUMEHEHUH MHIa30JIaMa B KJIapuTpoMulinHa B opme Tabdmerok (500 mr aBa
pasa B jeHb) orMevaniock yBennuenne AUC muaaszonama B 7 pa3 mociie mepopaibHOro pueMa.
OpnHOBpEeMEHHBI TIPUEM KIApPUTPOMHUIIMHA C MHIA30JIaMOM [UIsl TEPOPAITBHOTO TPUMEHEHUS
MPOTUBOMOKAa3aH (cM. paznen 4.3).

Hneubumopor I’ MI-KoA-pedykmaszwvl (cmamunvl)

OpnHOBpeMEHHBIH  MpUeM  KIAPUTPOMHUIIMHA C  JIOBACTaTUHOM WM  CHUMBAacCTaTHHOM
IIPOTUBONOKAa3aH (cM. pa3zaein 4.3) B CBSI3U C TEM, UTO JAHHBIE CTATUHBI B 3HAUUTEIILHON CTETIEHU
meTabommsupytorcs uzopepmerrom CYP3A4, u coBMecTHOE MPUMEHEHUE C KIAPUTPOMHUIITHOM
MOBBILIAET WX CHIBOPOTOYHBIE KOHIEHTPALMU, YTO MPUBOJAUT K MOBBILICHUIO PUCKA Pa3BUTHUS
MHUOTIATHH, BKIIOYass pabdaomuonu3. CooO0Imanocs o ciaydasx pabJoMuonn3a y MaiueHTOB,
MPUHUMABIIUX KIAPUTPOMHUIIMH COBMECTHO C IAaHHBIMHU TIpenapatamu. B cirydae HeoOXoaumMocTn
MPUMEHEHUS KJIApUTPOMHUIIMHA CIEAYEeT MPEKPATUTh MPUEM JIOBACTaTHHA MM CUMBACTaTHHA Ha
BpeMsl Tepanuu.

Knaputpomuniu crieyer NpUMEHSATh C OCTOPOXHOCTHIO MPH KOMOMHMPOBAHHOW Tepamuu c
IpPYTHMH CTaTWHaMd. B ciiydae HEOOXOJAMMOCTH COBMECTHOTO IIpHEMa pPEKOMEHIYeTCs
MPUHUMATH HAUMEHBIIYIO 03y CTaTHHA. PEeKOMEHIyeTCsl MPUMEHSTh CTATUHBI, HE 3aBHUCSIIUE OT
merabonu3ma wmzodepmernta CYP3A (manpumep: dmayBactatuH). CriemayeT KOHTPOJIHPOBATH
pa3BUTHE MPU3HAKOB M CUMIITOMOB MUOIIATHH.

Jlomumanuo

OnHOBpEeMEHHBI TMpUEM KIAPUTPOMHUIIMHA C JIOMUTAMUIOM TPOTHBOIIOKA3aH M3-3a PHUCKA
CYILLIECTBEHHOTO MOBBIILIEHUSI aKTUBHOCTH TPaHCAMUHA3 B IJIa3Me KPOBH (CM. paznen 4.3).

BansHMe Ipyrux J1eKapcTBEHHBIX IIPENapaToB HA KJIAPUTPOMHUIINH

Kombunayuu, mpebyowue npumenenuss ¢ 0Cmopo*CHOCmMuio

JlanHple HAOMIONEHWH TIOKa3ajld, 4YTO COBMECTHOE MpPHUMEHEHHE KJIAPUTPOMHUIIMHA C
THIPOKCHXJIOPOXUHOM y TAIMEHTOB C DPEBMATOMJHBIM apTPUTOM CBSI3aHO C IOBBIIICHHBIM
PHCKOM  CEPJICYHO-COCYAUCTBIX COOBITMM U  CEPACYHO-COCYIUCTON cMepTHOCcTH. M3-3a
BO3MOXKHOTO aHAJOTMYHOTO PHUCKA TPU NPUMEHEHUHM JPYTUX MAaKpOJIMIOB B COYETAaHUH C
THJIPOKCUXJIOPOXHMHOM WII XJIOPOXHWHOM CJIEIyeT TIIATEIbHO B3BECUTh COOTHOIICHUE MOJb3bI U
pHCKa, TpeXAe dYeM Ha3HayaTh KIAPUTPOMHLMH JIIOOBIM MAIMEHTaM, NPHHUMAIONIIM
THPOKCUXJIOPOXHH MITH XJIOPOXHUH.

[Ipenapatel, sBistoniecs uHAykTopamu u3zopepmenta CYP3A (Hanpumep, pudamnuuuy,

¢denuronH, kapbamasenuH, heHodapOuTai, 38epoOOit MPOABIPSIBICHHBIN ), MOTYT UHAYIIMPOBATH
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KJIApUTPOMHUIIMHA, YTO NMPHUBOJUT K CHIDKEHHUIO ero 3 dexTuBHOCTH. Kpome Toro, Heo6xoamumo
HaOr0aTh 3a KOHIEHTpauueidl muaykropa uzodpepmenta CYP3A B mma3me KpoBu, KOTOpas
MOXXET TOBBICUTBCS H3-3a WHrHOMpoBaHus wu3opepmenta CYP3A kmaputrpomuiimaom. [lpu
COBMECTHOM TMpHMeHEeHHH pupadyThHa U KIAPUTPOMHIIMHA HAOIIOAAIOCh IOBBIIICHHE
IUTA3MEHHOW  KOHIIEHTpanuu pudadyTHHA U CHIKCHHE CHIBOPOTOYHOW KOHIIEHTPALUU
KJIAPUTPOMHUIIMHA C TIOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mnpenaparbl 00ManalOT JOKa3aHHBIM WM  MPEANOoJaraeéMbIM BIMSHHEM Ha
KOHIEHTPALMIO KJIAPUTPOMHULIMHA B IJIa3ME€ KPOBH; B CIy4ae MX COBMECTHOTO NMPUMEHEHHS C
KJIQPUTPOMHUIIMHOM MOKET MOTPeOOBAThCSI KOPPEKLHUS 03 WU TMEepexo] Ha albTepHATHBHOE
JIeUCHHE.

Dpasupens, nesupanun, pugdamnuyux, pughadymun u puganeHmun

CwibHBIE HWHIYKTOPHI cuUcTeMbl IuToxpoma P450, Takwe kak 5¢haBUpEH3, HEBUPAIHH,
pudpamnuuuH, pupabyTHH U pUGANCHTHH, MOTYT YCKOPATh METa0OJIM3M KJIApUTPOMHUILIMHA U
TaKUM 00pa30M MOHMKATh KOHIIEHTPALIUIO KIIAPUTPOMHUIIMHA B TJIa3ME U BMECTE C TEM IMOBHIIIATh
KOHIIEHTPaIHIO 14-OH-knapuTpomMuLiHa — MeTaboIuTa, TaK)Xe SIBJISTFOIIIETOCS
MUKPOOHOJIIOIrHYECKU AKTHUBHBIM. [Tockonbky MUKpPOOHOJIOrnYecKas aKTUBHOCTb
knaputpomuninia U 14-OH-knapuTpoMuIHa OTIMYAETCS B OTHOLICHUH PA3IUYHBIX OaKTepHid,
TepaneBTHIeCKuil 3P(HEKT MOKET CHUKATHCS P COBMECTHOM MPUMEHEHUH KIAPUTPOMUIIHA U
WHIYKTOPOB (DEpMEHTOB.

IOmpasupun

KoHneHnTpanus Ki1apuTpoMHUIIMHA CHIDKAETCS IPU UCIIOJB30BAHUHN STPABUPHHA, HO TIOBBIIIIACTCS
KOHIIGHTpauusi akTuBHOro wmerabomura 14-OH-knaputpomunuua. Ilockombky  14-OH-
KJIApUTPOMHMIIMH 00J1a1acT HU3KOM aKTHBHOCTHIO 10 OTHOIIEHUIO K HHbeKusamM Mycobacterium
avium complex (MAC), MOeT MEHSATBLCS 00IIast aKTUBHOCTh B OTHOIIIEHUH 3TUX BO30YIUTEICH,
nostomy i neuenns MAC cnenyer paccMaTpuBaTh ajJbTEPHATUBHOE JICUCHHE.

DnyKkonazon

CoBmecTHBINH nipueM GaykoHa3ona B o3¢ 200 Mr exxeJHEBHO U KIapuTpoMHIlMHA B 03¢ S00 Mr
IBa pa3za B JeHb y 21 3m0poBOro A00poBoJibLia MPUBET K YBEJIWYEHHIO CPEIHEro 3HAYCHUS
MHUHHMAaJIbHON paBHOBECHOW KOHUEHTpauuu kiaputpoMuiiaa (Cmin) 1 AUC Ha 33 % u 18 %,
COOTBETCTBEHHO. [IpM 3TOM COBMECTHBI IpHEM 3HAYUTEIFHO HE BIMAJI Ha CPEIHIO0
PaBHOBECHYIO KOHIICHTpPAIUIO aKTUBHOro metabonuta 14-OH-knapurpomuniuna. Koppekmws
JI03bI KJIAPUTPOMHUIIMHA B CIIy4ae COMYTCTBYIOIIETO Npuema (uiykoHa3ola He TpedyeTcsl.

Pumonasup
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200 Mr kaxkaple BOCEMb 4acoB U KiapuTpoMuluHa B g03e 500 mr kaxasle 12 yacoB mpuBen K
3aMETHOMY MOJIaBJICHUIO MeTaboIn3Ma KIapuTpoMuIiHa. [Ipu coBMeCTHOM mpuemMe pUTOHaBUpa
Chmax Ki1aputpoMuinHa yBenuumiach Ha 31 %, Cmin yBennuuiacs Ha 182 % u AUC yBenuuunach
Ha 77 %. bBpUI0 OTMEYEHO TMPaKTHYECKH IIOJIHOE TMojaBieHue oOpa3zoBanus 14-OH-
KJIApUTPOMHULIMHA. brarogapss MHPOKOMY TepaneBTUYECKOMY AMAaNa3oHy KIApUTPOMHUILIMHA
YMEHBIIIEHHE €ro J03bl y MalMeHTOB C HOPMAbHOW MoueyHoW (yHKmmeld He Tpelyercs. Y
MAI[MEHTOB C TOYEYHON HEIOCTATOYHOCTHIO IEIeCO00Pa3HO PACCMOTPETH CIIEIYIOIINE BApUAHThI
koppekiuu 10361: pu KK 30 — 60 Mi/MuH 1032 KIapUTPOMHUIIMHA TOJKHA OBITh YMEHBIIICHA HA
50 %. PuronaBup He cieayeT COBMECTHO IPUHMMATh C KJIAPUTPOMHUIMHOM B J033X,
NpEeBbIMIAIOMNX | I/1eHb.

CxoniHble KOPPEKIMH 103 JOJDKHBI pacCMAaTpUBATHCS y MAllMEHTOB CO CHIKEHHOM (yHKuMen
MOYEK, €CJIM PUTOHABHP HCIOJB3YeTCs KakK (apMaKOKMHETHUECKUN «YCUJIHUTENb» MpU
NPUMEHEHUU APYTUX MHTHOUTOPOB mpoTea3sl BIY, Bkitodass aTazaHaBUP U CaKBHHABHDP (CM.
nozpaszen «/ByHanpasieHHOE B3aUMOJEHCTBHUE JIEKAPCTBY).

JlericTBME KIapUTPOMHIIMHA Ha APYTHE JIEKAPCTBCHHBIC IIpeHapaThl

Aumuapummuuecxue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HUKHOBEHHE IKEITyJOYKOBOW TaxXMKapAWW THIIA IUPYIT» IMPU COBMECTHOM
MPUMEHEHUU KJIApUTPOMUIIMHA U XUHUJMHA WK Au3onupamuaa. [lpu oqHOBpeMeHHOM TIpueMe
KJIApPUTPOMHIIMHA C OTUMH TIpernaparaMu  CJleQyeT peryJisipHO TPOBOAMTH KOHTPOJb
AJNIEKTPOKAPAMOTPAMMBI  Ha TIpeAMET yBenmueHus wuHTepBana QT, a Ttakke cuemyer
KOHTPOJIMPOBATH CHIBOPOTOYHBIC KOHIICHTPAIIUH 3TUX MPENapaToB.

[Ipu mocTperucTpallMOHHOM MPUMEHEHUH COOOIIATOCH O CIIyYasiX Pa3BUTUS TUIIOTIMKEMUU TIPH
COBMECTHOM TMpHEME KIAPUTPOMHUIIMHA W Jau3onupamuiga. HeoOXoammMo KOHTPOIMPOBATH
KOHIICHTPAIIMIO TJIIOKO3bl B KPOBU IPH OJHOBPEMEHHOM IPHUMEHEHUH KIAPUTPOMHIIMHA H
TU30THpPaMU/IA.

IlepopanvHule eunoznukemuyeckue cpeocmea / UHCYIun

[Tpy coBMECTHOM NMPUMEHEHUH KJIAPUTPOMHUIIMHA M TIEPOPATHHBIX TUIIOTJIMKEMUYECKHUX CPEICTB
(Hampumep, TMPOM3BOJHBIC CYJIb()DOHUIMOYCBUHBI) W/WIM WHCYJWHA MOXKET HaOIIOAaThCS
BbIpaXeHHasi Turnoraukemus. OITHOBPEMEHHOE NMPUMEHEHHE KIAPUTPOMHIIMHA C HEKOTOPBHIMHU
TUTOTIMKEMHUYECKUMH TIperaparamMu (HarmpuMep, HATeTIIMHH], MMHOTIWTA30H, PEMarinHUIl U
POCHTIINTA30H) MOXKET MIPUBECTH K MHTHOMpoBaHuto n3odpepmerTa CYP3A kiapuTpoMUIIMHOM, B
pe3ysbTaTe 4ero MOXKET pa3BUTHCS TUIOTIIMKEMHUs. PeKOMEHIyeTcsl TIaTeIbHBIH KOHTPOJIIb
KOHI[EHTPAIIUHU TITIOKO3HI.

Bzaumooeiicmsus, odycnosnennvie uzogpepmenmom CYP3A

10
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U TpenapaToB, NEepBUYHO Merabommsupymoomuxcs uzopepmentom CYP3A, moxer
aCCOIIMMPOBATHCS C B3aMMHBIM IIOBBIIICHHEM WX KOHLIEHTPAIMH, YTO MOXET YCWINTh WIIH
OPOUIUTh KaK TepameBTUYECKHe, Tak U MobouHble 3dexTel. Knapurpomunun cienyer c
OCTOPOKHOCTBIO MTPUMEHATH MaIleHTaM, MOJy4YalouIiM MpenapaTsl, Bistoecs cyocTparaMu
uzodepmenta CYP3A, ocobeHHO ecy 3TH npenapaTsl UMEIOT y3KUi TepaneBTHUECKUI AUana3oH
(HanmpuMep, KapOama3ernuH), U/HIM MHTEHCUBHO METa0OIU3UPYIOTCS 3THM (epMeHTOM. B ciryuae
HEO0OXOUMOCTH JIOJKHA MPOBOJUTHCA KOPPEKIUS 103bl Mpernapara, MPUHUMAeMOro BMECTE ¢
KJIApUTPOMHULIMHOM. Takke, 1O BO3MOXKHOCTH, JOJDKEH MPOBOAUTHCS  MOHUTOPHHT
CBIBOPOTOYHBIX KOHIIEHTpAIMi MpenapaToB, MEPBHYHO META0OIM3UPYIOMUXCS H30(epMEHTOM
CYP3A.

MeTabo13M CIeayOmuX MpenapaToB/KJIacCoB OCYIIECTBIIETCs TeM ke nzopepmentom CYP3A,
YTO U MeTalboJIM3M KJIapUTPOMUIIMHA, HaNpuUMep, ajmpaszojiaM, KapOamaszemnuH, LHJI0CTa30d,
[UKJIOCTIOPHUH, JU30MHUPAMUJ,, METHIIPEAHU30JIO0H, MHAA30JIaM, OMEINpa3oil, MepopalbHbIe
aHTUKOATYJIAHTHl  (Hampumep, BapdapuH, puBapokcabaH, amnukcabaH), AaTUIUYHbIC
AHTUTICUXOTHYECKUE CpEICTBa (HampuMep, KBETHANWH), XWHUIWH, pudadyTuH, cuiaeHadui,
TaKpOJIUMYC, TpHUazojaM U BUHONMAacTUH. Takxke Kk aronucram uszopepmenta CYP3A oTHOCcATCS
CIIEAyIOUIME  Tpemaparbl, IMPOTUBOINOKAa3aHHbIE K  COBMECTHOMY  NPUMEHEHHIO  C
KJIApPUTPOMHULIMHOM: aCTEMM30J1, [IU3ANPHI, TUMO3UI, TepPeHa1H, JOBACTATUH, CAMBACTATHH U
ankajgouabl cropblHbM (cM. paszen 4.3). K mpemaparam, B3auMOJEUCTBYIOIIUM T00O0HBIM
o0pasoM uepes apyrue n30hepMeHThI B paMKaxX CUCTEMBI IuToxpoma P450, oTHocsTCS peHUTONH,
TeO(UIUTMH U BaIbIIPOEBasi KUCIIOTA.

Henpsamvie anmuxoazynanmoi

[Ipu coBmecTHOM mnpueme BapdapuHa U KJIAPUTPOMHUIIMHA BO3MOXHO KpPOBOTEUYECHHE,
BeIpakeHHOe yBenmdeHne MHO wu mporpomOmHOBOro BpeMeHUW. B ciydae COBMECTHOTO
OpUMEHeHHs ¢ Bap(apuHOM WM JPYTMMH HENPSMBIMH aHTUKOAryJsHTaMH HE00XOIUMO
koHTposrpoBatb MHO u nmpoTpoMOHHOBOE BpeMsi.

Ilepopanvrvle anmukoa2ynisHmMel NPAMO20 0eUCmBUs.

[lepopanbHblii aHTUKOATYJSIHT MOPSIMOrO JeMCTBHUsSI gaburaTpaH SBIseTCsl cyOcTpaToM st
s dmokcHoro Oenka-nepeHocurnka P-rmmkonporenna (P-gp). PuBapokcaban u anmkcabaH
MeTaboau3upytoTes ¢ yuactueM uzopepmenta CYP3A4 u takxke ABISIOTCS cyocTparamu st P-
gp. Cnenyer coOmtoaTh OCTOPOKHOCTD MPH OJAHOBPEMEHHOM MPUMEHEHUU KIapUTPOMUIIMHA C
JaHHBIMU TIpenapaTaMu, OCOOCHHO Y MallMEHTOB C BHICOKMM PUCKOM KPOBOTEUEHUS (CM. pa3feln
4.4).

Owmenpa3zon

11
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TOoOpOBONBIICB B KOMOWHAIMM ¢ omemnpazonoMm (mo 40 mr exemaneBHo). [Ipu coBMecTHOM
NPUMEHEHUN KJIAPUTPOMUIIMHA W OMEMpa30jia PAaBHOBECHBIC IUIA3MEHHBIE KOHIIEHTPAIIUU
omenpazona Obutn yBenuyeHbl (Cmax, AUCo-24, T12 yBemumumiuce Ha 30 %, 89 %, u 34 %
cooTBeTcTBeHHO). Cpennee 3HaueHue pH xenynka B TeueHne 24 9acoB COCTaBWIIO 5,2 MPU MpUeMe
OMeIpa3oJia B OTACIBHOCTH | 5,7 IPH MPHEMEe OMEIPa3oyia COBMECTHO C KJIAPUTPOMHUIIMHOM.
Cunoenaghun, maoanaghun u eapoenaghun

Kaxnprit u3 3Tux WHrHOUTOPOB QocdommdcTepazbl METa0OIU3UPYETCs, MO KpaiHed wMepe,
gactuyHo ¢ ydactuem m3odepmenta CYP3A. B 1o xe Bpemss m3odpepmeHT CYP3A mMoxer
WHTHOUPOBATHCS B MPUCYTCTBUH KIapuTpomMulinHa. COBMECTHOE IPUMEHEHUE KIAPUTPOMUIINHA
c cuineHapmioM, TananaduiIoM MM BapAeHAQUIOM MOXET NPUBECTH K YBEJIWYCHHUIO
WHTUOMpYIOmero Bo3nencTBus Ha ¢ocdomudcrepasy. [Ipu mpuMeHEHHM STHUX MpernapaTroB
COBMECTHO C KIAPUTPOMHIIMHOM CIIEyeT pPacCMOTPETh BO3MOKHOCTh YMEHBIIEHHUS 03Bl
cungeHaduia, Taganagpuia u BapaeHapuia.

Teoghunnun, kapbamazenun

[Tpu coBMeCTHOM MPUMEHEHUH KJIAPUTPOMUIIMHA U TEOPUITNHA WM KapOaMa3ernrHa BO3MOXKHO
MOBBILICHHE KOHLIEHTPALUU JaHHBIX NPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHbIl MeTabO0IM3M TONTEPOIMHA ocyIiecTBIseTcs uepe3 2D6 uzodopmy nuroxpoma P450
(CYP2D6). Onmnako B yacTH MOMyJsiud, JuineHHOH wuzopepmenta CYP2D6, merabonmzm
npoucxoauT uepe3 uzopepment CYP3A. B aToli rpynmie HaceneHus moiaBieHne n3odepmMenTa
CYP3A npuBoAUT K 3HAYUTEIHHO 00JIE€ BRICOKUM KOHIICHTPAIUSAM TOJITEPOJMHA B CHIBOPOTKE.
B momymsiumm ¢ HHM3KMM ypoBHeM MeTabonu3ma uepe3 wuzopepment CYP2D6 moxer
noTpeboBaThCs CHUKEHHE J103bl TOJITEPOJMHA B MPHUCYTCTBUU HHTHOUTOPOB H30(hepMEeHTa
CYP3A, Takux Kak KJIapUTPOMHUIIHH.

benzoouazenunvl (nanpumep: anrnpasonam, Muoazonam, mpuazonam)

[Ipu coBMecTHOM IpUMEHEHHH MHU7a30jaMa U Talbnerok KiapuTpomuimHa (500 Mr nBa pasa B
neHb) orMeuanoch yBenuuenne AUC muaazonama: B 2,7 pasza mocjie BHYTPUBEHHOTO BBEICHHS
myugazonama. Ecmum BMmecTe ¢ KIapUTPOMHUIIMHOM TIPUMEHSETCS BHYTpHBEHHas ¢dopma
MH/Ia30J1aMa, CIIEAYeT TINATeNbHO KOHTPOJMPOBATH COCTOSHUE IMAIMEeHTa Ui BO3MOKHOM
KOPPEKIMH 03bl. BBeeHne JIekapCTBEHHOTO IMperapara 4epe3 CIU3UCTYI0 000JI0YKY MOJIOCTH
pTa, KOTOpOE MJaeT BO3MOXKHOCTb OOOMTH MPECUCTEMHYIO AJIMMHUHALMIO JIEKAPCTBEHHOTO
mpernapara, CKopee BCEro, MPUBEAET K B3aUMOJICHCTBUIO AHAJOTUYHOMY TOMY, KOTOpOE

Ha6moz[aeTc;1 IMIpU BHYTPUBCHHOM BBCJICHUU MH/la30J1aMa, 4 HC IIPHU ICPOPAJILHOM IMPUCME.
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COOTBETCTBYET 3KCMEPTHC

ot 07.11.2024 N= 245

Taxue e Mepbl TPeIOCTOPOKHOCTHU CIAEAYET P MeHATE 1 g‘ﬁ%@éﬁl&ﬁﬁ%ﬁ%ﬁ'%&%ﬁame

metabonusupytorcst uzodpepmenrom CYP3A, Brmouas TpuazonaMm u - anmpaszonam. Jis
OCH30/IMa3eNMHOB, BBIBEJICHUE KOTOPHIX HEe 3aBUCUT OT u3zodepmenta CYP3A (remazenam,
HUTpa3enaM, Jiopa3enaM), MajlOBEpOATHO KIMHUYECKH 3HAYUMOE B3aUMOJEHCTBHE C
KJIApUTPOMMLIUHOM.

[Ipu coBMECTHOM NPHUMEHEHUH KIApPUTPOMHIIMHA W TpHa3ojamMa BO3MOXHO BO3JEHCTBHE Ha
neHTpanbHyto HepBHYIO cuctemy (LIHC), Hanpumep, COHIMBOCTh U CIIyTaHHOCTh CO3HaHUS. B
CBSI3U C ATHUM, B CIIy4ae COBMECTHOIO IPUMEHEHHUs, PEKOMEHAYETCs CIEAUTh 32 CUMITOMaMH
Hapymenus [{THC.

BzauMoneicTBre ¢ ApYyrUMHU OpenapaTaMu

Konxuyun

Konxumun sBnsiercs cyoctparom kak uzodepmenta CYP3A, Tak um Oenka-mepeHocuuka, P-
riukornporenHa (Pgp). M3BecTHO, 4YTO KIAPUTPOMHUIMH U JIPYrHMe€ MaKpOJWIbl SBISIOTCS
unaruoutopamu mzopepmenra CYP3A u Pgp. Ilpu coBmecTHOM mpreMe KIapUTPOMHUIIMHA U
KonxuimHa uHruoupoBanue Pgp w/wmm uzodepmenta CYP3A MOXeT mpuBECTH K YCHIICHUIO
NEHCTBUS KOJXULMHA. 3aperucTpUpOBaHbl IOCTPETUCTPALIMOHHBIE COOOILIEHUS O Ciydasx
OTpaBJICHHS] KOJXUIMHOM IPH €ro OJHOBPEMEHHOM IpHEME C KJIApPUTPOMHUILIMHOM, dYalle Yy
MOKUJIBIX TAIIMEHTOB C MOYEYHOW HEJ0CTAaTOYHOCThIO. Kak cooO0Imanoch, HEKOTOPHIE CIydan
3aKaHYMBAIUCH JIETATbHBIM HUCX0AOM. OIHOBPEMEHHOE TPUMEHEHUE KIAPUTPOMUIIMHA U
KOJIXHMITMHA TIPOTHUBOIIOKa3aHo (CM. pazzen 4.3).

JHueoxcun

[Ipenmonaraercs, 9To0 OUTOKCHH sBJsieTcst cyOctparom Pgp. M3BecTHO, YTO KIAPUTPOMUIIMH
unruoupyet Pgp. Ilpu coBMecTHOM mpreMe KIapuTPOMHUIIMHA U TUTOKCHHA HHTHOUpoBanue Pgp
KJIAPUTPOMULIMHOM MOXET MPUBECTHU K YCUIICHUIO ACHCTBUS TurokcuHa. [loctperucrpannoHHbie
HCCJIEIOBaHMSI TIOKa3ajIH, YTO COBMECTHBIN IPUEM JTUTOKCHHA U KJIApPUTPOMHUIIMHA TAKKE MOKET
MPHUBECTH K TOBBIIICHUIO CHIBOPOTOYHOW KOHIICHTPAIIMH JTUTOKCHHA. Y HEKOTOPBIX MAI[MEHTOB
OTMEUAIUCh KJIMHUYECKHE CHMIITOMBI OTPABJICHHS JAWUTOKCHHOM, BKJIIOYas MOTEHIIUATBHO
JeTanbHble apuTMUU. lIpM COBMECTHOM MpHEMe KIAPUTPOMHIIMHA W JIUTOKCHHA CleIyeT
THIATEFHO KOHTPOJIUPOBATh KOHIIEHTPAIMIO IUTOKCHHA B CHIBOPOTKE.

3uoosyoun

OnHOBpEeMEHHBIN MpUEM Ta0JIETOK KIAPUTPOMUIIMHA W 3UAOBYAMHA TEPOPATHHO B3POCIBIMU
BUY-undunrpoBaHHBIMUA ~ MMAallUEHTAMH MOXXET TPHUBECTH K CHWKCHUIO PaBHOBECHOMU

KOHIICHTpAIlUX 3UI0BYIMHA.
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COOTBETCTBYET 3KCNEPTHC
ot 07.11.2024 N= 245

(ac QOB HOCTH 0005)
[TockoJIbKy KIapUTPOMMIIMH BJIMSIET Ha BCACHIBAHUE 31/5[015/3 'I/ITEQJIE)UMBIIOM' preMme,

Y OTYETY

B3aMMOJICHCTBHSI MOXXHO B 3HAYUTENBHOW CTENeHW H30ekaTh, NMPUHUMAS KIAPUTPOMUIIMH U
3UIOBYIMH C MHTEPBAIOM 4 yaca.

[TonoGHoOTO B3ammogericTBus He HaOmogam y BUY-undumupoBanHbIx aeTei, MPUHUMABIINX
JNETCKYI0 CYCIIEH3UIO KJIApUTPOMHUIMHA C 3UJIOBYJIMHOM WIH JUJAE30KCUUHO3UHOM. [loCKOIbKYy
KJIQPUTPOMHUIIMH MOKET TMPEMSTCTBOBATh BCACHIBAHUIO 3UIOBYAMHA MPH UX OJHOBPEMEHHOM
preMe BHYTPh y B3POCIBIX MAIMEHTOB, MOJIOOHOE B3aUMOJICHCTBUE BPSJ JIU BO3MOXKHO TIPU
MCIOJIb30BaHUU KJIApUTPOMUIIMHA BHYTPUBEHHO.

Denumoun u 8aIbLNPOEBAst KUCIOMA

Nmerorcss maHHble O B3auMojelcTBUAX HHruouTopoB wuszodepmenta CYP3A (Bxirouas
KJIAPUTPOMHUIIMH) C TIperaparaMu, KOTOPhIE HE METa0OIU3UPYIOTCS C MOMOIIBI0 U30(epMEeHTa
CYP3A (peHuToMHOM M BaJbIIPOCBOW KUCIOTOM). [l MaHHBIX MpemapaToB, MIPU COBMECTHOM
OPUMEHEHUH C KIAPUTPOMHIIMHOM, PEKOMEHAYETCsl ONpelelieHHe MX ChIBOPOTOUHBIX
KOHIIEHTPAIMH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBIIICHHUH.

JIByHanpaBJICHHOE B3aMMOJICHCTBHE JTJCKAPCTBEHHBIX ITPENIAPaTOB

Amaszanasup

KnaputpomuinH 1 arazaHaBup ABISIOTCS Kak CyOCTpaTaMu, Tak U MHTMOUTOpaMU U30(pepMeHTa
CYP3A. CymecTByeT CBHAETEIHCTBO IBYHAIIPABICHHOTO B3aWMOJCHCTBUS ATHX HpENapaToB.
CoBMecTHOE mpuMeHeHne kinaputpomuiHa (500 mr nBa pasa B JeHb) U arazanasupa (400 mr
OJIUH pa3 B JIEHb) MOXKET NIPUBECTHU K JBYKPATHOMY YBEJIUYEHUIO BO3ACHUCTBUS KIAPUTPOMUIMHA
u ymeHbluieHuto Bo3zaeicTBus 14-OH-knaputpomunmna Ha 70 %, c yBenmuenuem AUC
aTazaHaBupa Ha 28 %. brnarogaps mMpokoMy TepaneBTHUECKOMY IUana3oHy KJIApUTPOMMIIMHA
YMEHBIICHUE €T0 035l Y MAIUEHTOB C HOPMAJIbHOM (QyHKIIMEH ToYeK He TpeOyeTcs. Y MalleHToB
¢ ymepeHHou nmoveunoi HegoctarouHocThio (KK 30-60 mur/MuH) 1032 KIIapuTPOMHUITMHA JTOHKHA
ObITh YyMeHblIeHa Ha 50 %. YV nanuenTos ¢ KK menee 30 mui/MuH 103y KJIapUTPOMHULIMHA CIIEAYET
CHM3UTh Ha 75 %, HCIONb3ys Al 3TOTO COOTBETCTBYIOUIYIO JIEKAPCTBEHHYIO (opMy
KjIaputpoMunivHa. KiapuTpomuimH B po3ax, npesbplmatonmx 1000 Mr B CyTKM, Henb3s
IPUMEHATh COBMECTHO ¢ MHTUOUTOpPAMH IIPOTEA3.

Bnokamopul «meonennvixy Kanbyueswbix KaHaioe

[Ipu ogHOBpEeMEHHOM MPUMEHEHHUHU KIAPUTPOMHUIIMHA U OJIOKATOPOB «MEIJICHHBIX)» KaJIbIIUEBBIX
KaHAJIOB, KOTOpble MeTabonusupytorcss uzopepmentrom CYP3A4 (mampumep, Bepamamu,
aMJIOJIUIINH, JUITHA3€M), CIelyeT COONI0JaTh OCTOPOXKHOCTb, HMOCKOJIBKY CYIIECTBYET PUCK
BO3HUKHOBEHUS apTepHaJIbHOM T'MIOTEH3UU. [l1a3MeHHble KOHLEHTpAlUM KIAapUTPOMHUIIMHA,

TaK)XXC KaK H 6JIOKaTOpOB «MCIJICHHBIX» KaJbIUCBBIX KAHAJIOB, MOTYT IIOBBIIIATHCSA IIPHU
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COOTBETCTBYET 3KCNEPTHC
o1 07.11.2024 N= 24563
OJHOBPEMEHHOM IPHUMEHEHHH. ApTepHANbHAs] THIIOTE i e e

BO3MO>KHBI TIPU OJTHOBPEMEHHOM TpHeMe KIapUTPOMHUIIMHA U BepanaMuia.
HUmpaxonaszon

KnaputpoMuniiH u HMTpPaKOHA30Jl SIBIAIOTCSA CyOcTpaTaMd W WHTHOWTOpamMu u30(epMeHTa
CYP3A, 4dro ompenenseT IByHaINpaBICHHOE B3aMMOJCUCTBHE MpemnaparoB. KimapurpomMuiiux
MO>KET MOBBICUTH KOHIICHTPAIIMIO UTPAKOHA30JIa B TJIa3Me, B TO BPeMsI KaK UTPAKOHA307 MOXKET
MOBBICUTh IJIA3MEHHYIO KOHIEHTPALUIO KJIapuTpoMuilnHa. [larueHTOB, OJHOBpEMEHHO
MPUHUMAIOIINX UTPAKOHA30J U KIAPUTPOMUIIMH, CIEAYeT TIIATEIbHO 00C/IeIOBaTh HA HaJIU4Ke
CUMITOMOB YCWJICHHS] WM YBEIHUYEHHUS AJIUTENBHOCTH (hapmakoiornyeckux 3(@eKkToB 3THX
IpernapaTos.

Caxkseunasup

KnaputpoMuniyiH u cakBUHABUP SABJISIOTCS cyOcTpatamu 1 mHTHONTOpamu n3odepmenta CYP3A,
YTO OIpeAeNseT IByHaNpaBIeHHOE B3auMoieiicTBHE penapaToB. OJHOBPEMEHHOE IPUMEHEHHE
kiaaputpomuinHa (500 Mr 1Ba pas3a B JIeHb) U CAaKBHUHABUpPa (B MATKUX JKEIaTUHOBBIX Karcylax,
1200 mr Tpu pasa B aeHb) y 12 310poBbIX 100poBosbleB Bbi3biBaio yBenuueHue AUC u Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CpPaBHEHHWH C IPUEMOM CAKBHHAaBUpPa B
ornenbHocTU. 3HaueHust AUC u Cmax KitaputpoMuninHa Obutd npubiusurtensHo Ha 40 % Bblie,
4eM IpPU MOHOTEpPANUU KIAPUTPOMUIMHOM. [Ipu COBMECTHOM TPUMEHEHUH OTHUX [IBYX
IpenapaToB B TEYEHUE OTPAaHUUYEHHOT'O BPEMEHH B J103aX/COCTAaBAX, YKA3aHHBIX BBIIIE, KOPPEKIIHS
no3pl  He TpeOyercs. Pe3ynabTarhl uHccienoBaHHUS JIEKApPCTBEHHBIX B3aUMOJIEHCTBUN ¢
HCIIOJIb30BAaHNEM CAKBHHABUpPAa B MATKUX KEJIATHHOBBIX KalCyjaX MOTYT HE COOTBETCTBOBATh
s dexram, HAOTIOJACMBIM MTPU TPUMEHEHUHN CAaKBHHABHPA B TBEPIBIX KEIATHHOBBIX KarlCyJax.
PesynbTaThl HccenoBaHus JIGKAPCTBEHHBIX B3aUMOJICHCTBUI MPH MOHOTEPAIMHA CAaKBUHABUPOM
MOTYT HE COOTBETCTBOBATh s dexram, Ha0II0JTaeMbIM npu Tepanuu
cakBMHapuHOM/puToHaBUpoM. [Ipu mpreme cakBMHaBHpa COBMECTHO C PUTOHABUPOM CIIEAYET

YUUTBIBATHh NOTCHIHUAJIBHOC BJIMSAHUC PUTOHABUPA HA KIIAPUTPOMUIINH.

4.6. DepTHIBLHOCTb, 0EPEMEHHOCTDb U JAKTALMS

bepemeHHOCTD

Be3onacHOCTh MpUMEHEHUs KIAPUTPOMHILIMHA IPU OEpEMEHHOCTH He ycTaHOBNIeHa. OCHOBBIBAsIChH
Ha paBJ’II/I‘IHBIX pe3yanaTaX, HOHy‘IeHHBIX B HUCCIICAOBAHUAX Ha XHUBOTHBLIX, 4 TAKXKC Ha OIIBITC
MPUMEHEHUS Y JIFOJICH, HENIb3sl UCKIIOYUTHh BO3MOKHOCTh HEOIArompusTHOTO BO3JCHCTBUS HaA
sMOpuodeTanbHOEe pazBuTHe. HekoTopple HaOmOAaTeNbHBIC HCCICIOBAHUS, OICHUBAOIIHE
Bo3zelcTBUE KiapuTpomunnHa B | u Il TpumecTpax 6epeMeHHOCTH, BBISIBIIIU MTOBBIIICHHBINH PUCK

CaMOIIPOU3BOJILHOTO a0opTa IO CPaBHEHHIO C OTCYTCTBUEM AaHTHOMOTHKOTEPAIMH WIIN
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COOTBETCTEYET ZKCNEPTHC
ot 07 11:2'324 Nz ._'_-1" B
NPUMEHEHUEM JPYrMX aHTUOMOTHKOB B AHAJOTHYHBIC ICIUOEEJ&%'&\IQEBEJEH' Eﬁ'\/['elﬁ)lllﬁﬂlecsi

AMUAEMUOJIOTHUECKNE HCCIIEI0OBAaHUS PUCKA CEPbE3HBIX BPOXKACHHBIX MOPOKOB pPa3BUTHs NpU
IPUMEHEHUH MaKpOJIUOB, BKIIIOYAs KIIAPUTPOMUIINH, BO BpeMs OEPEMEHHOCTH J€MOHCTPHPYIOT
MIPOTUBOPEUYUBEIE pe3yabTaThl. [[puMeHeHre KIIapuTpOMUIIMHA TTPH OepeMEHHOCTH (0COOEHHO B |
TPUMECTPE) BO3MOXKHO TOJIBKO B CiIy4ae, KOIJa OTCYTCTBYET albT€pHATHBHas Tepamus, a
NOTEHLMAaIbHAs 10J1b3a JJIS1 MaTEpH IPEBBIIAET NOTEHIMAIBHBIA PUCK IS IUIOAA.

JlakTanus

KnaputpoMunivH BbAETSETCS € TPYAHBIM MOJIOKOM B HEOOJBIINX KOJIMYECTBAX.

bruio ycraHoBieHO, UTO peOEHOK, HAaXOAIIMICS Ha TPYAHOM BCKapMIIMBAaHUH, MOXKET MOJIYYHUTh
okoisio 1,7 % OT MaTepUHCKON 103bl KIAPUTPOMUIIMHA, C MOIPABKON HAa MaccCy Tella MaTEpH.
be3onacHoCTh NpUMEHEHUs KIAPUTPOMMIMHA JUIsl J€T€d Ha TPyJHOM BCKAPMIIMBAHMM HE
ycraHoBjeHa. [Ipu HeoOXoauMocCTH MpHeMa B MEpUOj TPYJHOTO0 BCKapMIIMBAaHUS KOpPMIICHHE
IpyAbI0 HEOOXOAUMO PEKPATUTh.

DdepTUabHOCTD

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

4.7. BausiHMe HA CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMHU CPeACTBAMH M PadoTaTh C
MeXaHNU3MaMu

I[aHHbIe OTHOCHUTCIIBHO BJIIMAHUSA KJIAPUTPOMUILIMHA HA CHOCOGHOCTB K YIIPpaBJICHUIO aBTOMO6I/IJIeM
U MEXaHW3MaMH OTCYTCTBYIOT.

Cnenyer coOnoAaTh OCTOPOKHOCTh MpPU  YINPABICHUH TPAHCHOPTHBIMU CpEACTBAMU U
MECXaHU3MaMU, YUUThIBAsA MNOTCHIUAJIbHYTO BO3MOXHOCTH T'OJIOBOKPYIKCHHU, BCpTUTO,
CIIYTAaHHOCTU CO3HaHHUA W JAC30pUCHTAINU, KOTOPBIC MOI'YT BO3HUKHYTH IIPpHU HNPHUMCHCHUU

JTAHHOTO TIperapara.

4.8. HexenaTejbHbIe peaKkuu

PesroMe HexxenaTeabHbIX peaKIIui

Knaccugukarms moOOYHBIX PEaKIHid M0 YaCTOTE Pa3BHTHUsS (KOJUYECTBO 3apETUCTPUPOBAHHBIX
CITy4aeB/KOJIMYECTBO MAIUEHTOB): oueHb uacmo (=1/10), wacmo (=1/100, no <1/10), neuacmo
(>1/1000, no <1/100), peoxo (=1/10000, no <1/1000), ouenv peoko (<1/10000), uacmoma
Heu36ecmua (Ha OCHOBAHUU UMEIOWUXCSL OAHHBIX OYEHUMb HEBO3MOICHO).

Nudexuy 1 nHBa3uu

! KaHIMIO3, TaCTPO’HTEPUT?, BTOPHYHBIC HMH(MEKIUKM (B TOM UHCIIE

Heuacmo: uemnonut
BaruHaJIbHBIC).

Yacmoma Heuzgecmua: HCGBHOMGM6paHO3HBIﬁ KOJIUT, pOiXKa.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 07.11.2024 N= 24563
(NOCNEOCBATENEHOCTE 0003)

HapyiieHus co CTOpOHEI UMMYHHOU CUCTEMBI

Yacmo: Cblllb.

Heuacmo: anapuIakTouIHAs peaKlys’, THIEPIyBCTBUTEILHOCTD, AEPMATUT OYIIE3HbIH’, 3y,
KparuBHHUIIA, MaKyJI0-TIaIyJIe3Has ChIb®,

Yacmoma neussecmna: aHaQWIAKTUYECKas peaklUs, aHTMOHEBPOTUYECKUH OTEK, CEpbE3HbIE
KOXKHBIE HE)KEJIaTENIbHbIE peakluu (HalpuMep, OCTPbI I'€HEpaIM30BaHHbBIN 3K3aHTEMATO3HBIN
nycryne3), cuHapoM CruBeHca-/[DKOHCOHA, TOKCHYECKMH SNUIEpPMalbHBI  HEKPOJU3,

JIEKapCTBEHHAsI CHITIb ¢ 203MHOGUINEH U cucteMHoi cumntomaTukoi (DRESS-cunapom).

Hapymenns METa00IM3Ma ¥ TUTAHUS

Heuacmo: AHOPCKCHUS, CHUKCHUC allTICTHUTA.

HapyiieHus co CTOpoHBI HEPBHOM CUCTEMBI

Yacmo: roaoBHasa 00J1b, 0ECCOHHMIIA.

Heuacmo: T0Teps CO3HAHWA!, IUCKEHE3MS', TOJIOBOKDPYXEHHE, COHJIMBOCTb, TPEMOD,
6ecOKOICTBO, TIOBHIIEHHAs BO30YIUMOCTE .,

Yacmoma HeuszsecmHa: CYNOPOTH, TICHXOTHUYECKHE PACCTPOICTBA, CIYTAaHHOCTH CO3HAHMS,
JETICPCOHANIN3AIINS, JIEPECCHs, JAC30PUCHTAIINS, TAJUTIONWHAINN, HApPYIICHUS CHOBHUICHHIA

(«xomIMapHbIE CHOBUACHUS ), TAPECTE3USI, MAHHSI.

Hapyienus co CTOpOHBI OpraHa ciyxa U JIaGI/IDI/IHTa

Heuacmo: BepTuro, HapyIieHue cilyxa, 3B0H B yIIax.
Yacmoma neuzsecmua: TIyxoTa, IapOCMHUs, aHOCMHUSL.

Hapymienusi co CTOpoHEI cepiia

Heuacmo: ocranoBka cepaual, ¢ubpumnsuus npencepauit’, yanunenue untepsana QT Ha
3NIEKTPOKAPHOTPaMMe, SKCTPACHCTONIHSA L, OlIyIeH e cepAlleOueHHs.

Yacmoma neuzsecmua: Kenya0uKOBas TAXUKAPANS, B TOM YUCIIE TUIA «ITUPYITY, GUOPHILISINSL
KEITYZOYKOB.

HapyiieHus co CTOpoHEI COCYI0B

Yacmo: Ba3ouIaTaIH .
Yacmoma Heuzsecmua: KPOBOTCUCHHUE.

HapynieHans co cTOpOHBI IBIXaTSIbHON CHCTEMEB], OPraHOB I'PYJIHOM KIIETKH U CPEIOCTCHHMS

Heuacmo: actmal, HocoBoe KpoBOTeueHHe?, TpoM60IMOONHUS TeroYHol apTepun’,

)KG.HVI[O‘IHO-KI/IHIGLIHBIG HapynicHus

Yacmo: nmapest, pBOTA, AUCIENCHS, TOIIHOTA, 60JIb B 0OIACTH KMBOTA, JUCTEB3HUS, .
Heuacmo: »30(arut’, racrpossodareanpHas pedIiOKcHas O0Ne3Hb2, TaCTPHUT, NPOKTAITHSZ,

CTOMATHT, IJIOCCHUT, B3yTHE KMBOTA”, 3a110p, CYyXOCTh BO PTY, OTPBIKKA, METEOPH3M.
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 07.11.2024 N= 245

Yacmoma neuzsecmua. OCTpBIﬁ IMaHKPECaTUT, U3 MeHeHHéq_Ilge-Tg Ef{—'k;[é'ﬁ-r%g]ﬁ IEFII'I‘-EESTII/II;I' %Héf’epﬂ

BKYCOBBIX OLIYIIEHUH).

Hapy1ienns co CTOpOHEBI IIEUCHU U JKETUCBLIBOASIINX ITyTEH

4 4

Hevuacmo: xonecras , I'CIIaTUT B T. Y. XO0JIECTaTUUSCKHUI HIIN FCH&TOHCJ’IJ’IIOJ'IHPHHﬁ .
Yacmoma neuzgecmua: IeICHOYHAS HEAOCTAaTOYHOCTDh, XOJIECTATHYCCKA XKEJITyXa.

Hapyienus co CTOpOHbBI KOKH U IOJAKOKHBIX TKaHEH

Yacmo: UHTEHCUBHOE MOTOOT/ICIICHHE.
Yacmoma neuzgecmua: akHe.

HapyiieHus co CTOPOHBI MBIIIEYHON, CKEJIETHON U COEIUHUTEILHON TKAHU

Heuacmo: MbIIEYHBIN CH&3M3, KOCTHO-MBbIIIICYHAasA CKOBaHHOCTbl, MI/IaJ'II‘I/I}IZ.

*
Yacmoma Heuzgecmua: I‘)a.6,Z[OMI/IOJII/132 , MUOIIaTHA.

Hapynierans co cTOpOHBI NOYEK ¥ MOYEBBIBOISIIMX ITYTEH

Yacmoma neuzsecmua: modeuHas HEAOCTATOYHOCTD, I/IHTepCTI/II_[I/IaJ'IBHBII\/'I He(pr/IT.

O6H_II/I€ HapyImcHUA U pCakiinyd B MCCTC BBCACHUA

Ouenv yvacmo: GnedUT B MecTe UHBEKIUK .

Yacmo. 00JIb B MECTE I/IHLGKI_[I/II/I]', BOCITIAJICHHUE B MECTC I/IH’BCKHI/II/Il.

4 3

Heuacmo: wnemomoranme’, THTepTepMus®, acTeHMs, OOmb B TpyJHOH KieTke’

, 03HOG",
yTOMHHeMOCTB4 .

JlabopaTopHBbIe IoKa3arein

Yacmo: OTKJIOHEHHUE B TICYCHOYHOU Mpooe.

Heuacmo: TIOBBIIIEHHE KOHIEHTPAIMH KpeaTHHHWHA!, TOBBIIEHHE KOHIEHTPAIMH MOYEBUHbI,
M3MEHEHHEe OTHOIIEHHs anbOyMuH — rnobynun', neiikonenus, neiirporenus®, sosunodumus’,
TpoMOOIUTEMHS, MIOBBILIEHHE AKTUBHOCTH: aJlaHUHaAMUHOTpaHchepasbl (AJIT),

acmapratamuHoTpanchepassl  (ACT), rammarmyramunrpancdepassl  (ITT)*,  menounoit

4 naxrataeruaporunassl (JIJIN)*.

docdarazbr
Yacmoma  Heusgecmna:  arpaHyJIOLUTO3, TPOMOOIMTONCHMS, YBEIWYCHHUE 3HAYCHHSA
MEXIYHApOJAHOTO HOpManu3oBaHHOTO oTHomeHuss (MHO), yamuHeHue mTPOTPOMOUHOBOTO
BpPEMEHH, U3MEHEHHE [[BETa MOYH, [TOBBIIIEHUE KOHIIEHTPAIMK OninpyOrnHa B KPOBH.

[Ipenmonaraercs, 4To 4aCTOTa, THUII U TSHKECTh HEXKEIATENbHBIX peaklMi y eTel Takas ke, Kak y

B3POCIIBIX.

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUMi

Tayuenmul ¢ nooasneHHvIM UMMYHUMEMOM
VY mamuenToB co CIIM/lom u npyrumMu uMmMyHOIeDUIIUTAMH, TTOJYYAOIINX KJIAPUTPOMUIIMH B

0oJiee BBICOKHX A03ax B TCUYCHHUC IJIUTCIIbHOI'O BPCMCHU IJId JICUCHUA MHKOGaKTepI/IaHBHBIX
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WH(]EKIUH, 4acTO TPYIHO OTJIMYUTH HEXKellaTeIbHbIC ady'&;lelIéTB;l lﬁt;éﬁ%agggjf'%]ﬁ%ﬂ"%ﬂq-

Y OTYETY

UHQEKIMH WINA COMTyTCTBYIOMIETO 3a00IeBaHMS.

Haubosee yacTbIMU HEXXeNaTENbHBIMU SBJICHUSMH Y TAIIMEHTOB, IPUHUMABIIUX CyTOUHYIO 103y
KJIapuTpoMuIirHa, paBHyio 1000 mr, ObLIH: TOIIHOTA, PBOTA, M3BpaIlleHHuE BKyca, 00Jb B 00J1aCcTH
KHUBOTA, AMApEsl, Cblllb, METEOPU3M, I'OJOBHAasl 0OJb, 3allOp, HapyIIEHHE CIIyXa, MOBBIIICHUE
aktuBHOCTH ACT u AJIT B kpoBu. Takke 0TMEUaINCh ClTydan HEXKENNaTEIbHbIX IBICHUM ¢ HU3KON
YacTOTOH BOZHUKHOBEHHMS, TAKHE KaK OJBIIIKA, OECCOHHUIIA U CYXOCTh BO PTY.

VY nanueHToB C NMOAABICHHBIM UMMYHUTETOM MPOBOAMIIM OLIEHKY JIaOOPAaTOPHBIX MOKa3aTelleH,
aHAJIM3UPYS UX 3HAUYUTEIIbHBIE OTKIOHEHUS OT HOPMBI (pe3Koe MOBBIIIEHNE WK CHUKeHue). Ha
OCHOBAHUU JTAHHOTO KpUTEpHs y 2—3% MalueHTOB, NOTYYaBIIuX KIApUTPOMUIIUH B 103e 1000 mr
©XKEHEBHO, OBUIO 3aperucTpUpOBaHO 3HauuTenbHoe moBbimieHne aktuBHOCTH ACT u AJIT B
KPOBH, a TAaKXKe CHI)KEHUE YKClIa JEMKOLUTOB U TPOMOOLUTOB. Y HEOOIBLIOr0 YMCIa NallUEHTOB
TaKXke ObLIO 3apPErMCTPUPOBAHO MMOBBIIIEHNE KOHLEHTPAI[MM OCTaTOYHOI'O 30T MOYEBHHBI.

*B HEKOTOpPBHIX COOOIIEHUSX O PAOAOMHOIM3E KIAPUTPOMHIMH TPUHUMAJICS COBMECTHO C
JPYTUMH JIEKapCTBEHHBIMU CPEJICTBAMHU, C IPHEMOM KOTOPBIX, KaK U3BECTHO, CBSI3aHO pa3BUTHE
pabaomuonusa (CTaTUHBI, PUOPATHI, KOJIXUIIUH WU JJTOTTYPHUHON).

1 Coobuenust 0 JaHHBIX TMOGOYHBIX PEAKIUAX ObLTM MOTYYeHBI TONBKO TPHM MPUMEHEHHH
KJIAQpUTPOMHLIMHA B JIEKapCTBEHHON (opme nuoduiauzaTr Ui MPUTOTOBICHHUS pPacTBOpa JUis
UHQY3HH.

2 CooOlIeHHst 0 NaHHBIX MOOOYHBIX PEAKIMAX OBUIM MONydeHbl TOMBKO MPH MPUMEHEHHH
KJIApUTPOMMLIMHA B JIEKAPCTBEHHON (popMe TaOJNETKU C MPOJIOHTUPOBAHHBIM BBICBOOOXKIEHUEM,
HOKPBITHIE TUIEHOYHON 000JI0YKOM.

3 CoobuieHMsl 0 MaHHBIX TOOOYHBIX PEAKIUAX OBUIM MOJYYEeHBI TOJBKO NPH MPUMEHEHHH
KJIApUTPOMMIIMHA B JIEKAPCTBEHHOU (hopMe IpaHyIIbl JUIsl HIPUTOTOBICHUS CYyCIIEH3UH I pHeMa
BHYTPb.

4 Coo0uennss 0 JaHHBIX MOOOYHBIX PEAKIUAX OBbLIM MOTy4eHbl TONBKO IpPH IIPHMEHEHHH
KJIApUTPOMHUIIMHA B JIEKAPCTBEHHOH (popme TalIeTKH, MOKPHITHIE TNIEHOYHOH 000I0UKOH.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare 0 M0A03pEBAEMBIX HEXKENATEeNbHBIX PEAKLMAX IOCIE PErucTpaluu
JIEKapCTBEHHOTO Iperapara ¢ Lelbl0 00eCIeYeHNsl HePEPhIBHOIO MOHUTOPUHTA COOTHOILICHHS
«TI0JIb3a—PUCK» JIEKaPCTBEHHOTO Tpenapata. MenuIuHCKUM pabOTHUKAM PEKOMEHIyeTCs
coo0IaTe O JIIOOBIX MOJO3PEBAEMBIX HEKENATENbHBIX PEaKLHIX JIEKAPCTBEHHOI'O Ipernapara
yepe3 HallMOHAJIbHbIE CHCTEMBI COOOLIEHHS O HEXENATEeNbHBIX PEaKIUsIX IoCyJapCTB—UJICHOB
EBpa3uiickoro 53K0HOMHUYECKOr0 COI3a.

Poccniickas @enepanvs
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deepanbHast ciyk0a 110 Ham30py B cdepe 3ap ooxpardid IEAOBATENBHOCTE 0005)

Anpec: 109012, r. Mocksa, CraBstHCKasl miiomaib, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHUKAIIMOHHON ceTH «HTepHeT»:

https://www.roszdravnadzor.gov.ru

4.9. Tlepeno3upoBka

CHMIITOMBI

[Tpuem G0dBIION M03BI KIAPUTPOMHUIIMHA MOXET BBI3BATh CHUMIITOMBI HAPYIICHUI CO CTOPOHBI
KEITYAOYHO-KUIIIEYHOTO TPaKTa. Y OJHOTO MalMeHTa ¢ OUMOISPHBIM PACCTPONCTBOM B aHAMHE3E
mociie TmpueMa 8§ T KIAPUTPOMHUIIMHA OMHCAHBI HW3MEHEHUS TICUXUYECKOTO COCTOSHHSI,
napaHOWIAJIbHOE TTOBEACHHUE, TUTTOKATMEMHUS U TUTTIOKCEMUSI.

JleueHnue

[Ipn mepemo3upoBKe cClenyeT yIaIuTh HeaObCOpOMPOBAaHHBIM Wpemapar U3 JKeTyJ0YHO-
KHIIIEYHOTO TpakTa (MpOMBIBAaHUE JKEIyJIKa, TPUEM aKTHBHPOBAHHOTO YIJISA M Jp.) U MPOBECTH
CUMIITOMATHYECKYI0 Tepanuio. [eMoauanu3 ¢ TEPUTOHEATbHBIM JUAJN3 HE OKa3bIBAIOT
CYIIECTBEHHOTO BJIMSHUS Ha KOHIICHTPAIMIO KIAPUTPOMHUIIMHA B CHIBOPOTKE, YTO XapPAKTEPHO U

JUISL IPYTHUX IIPENapaToB IPYIIIbI MAaKpPOJIHIOB.

5.  ®APMAKOJOTMYECKHUE CBOVMCTBA

5.1. ®dapmakoaMHAMH4YeCKHe CBOICTBA

dapmakoTepaneBTHUECKasi Tpymna: aHTHOAKTEpUAIbHBIE CPEACTBA CHUCTEMHOTO JCHCTBUS;
MaKpOJIU/bI, TMHKO3aMHUHBI U CTPENTOrPaMHUHBI; MAKPOJIHIBL.

Kon ATX: JO1FAQ09

Mexanusm aeiicteus u dhapMakoauHaMudeckue 3O hEKThI

KnaputpomMunuH sBiIseTCS TMOJTYCHHTETUYECKUM aHTHOMOTUKOM TPYIIbl MAakKpoJUIOB H
OKa3bIBaeT aHTHOAKTepUaabHOE JCHCTBUE, B3auMoaehcTByss ¢ S50S  pubocomanbHOU
CcyObequHMLIEN 1 ITOABIIsIs CUHTE3 Oenka OakTepuil, YyBCTBUTEIbHBIX K HEMY.

KnaputpoMHuIMH MpOAEMOHCTPHPOBAT BBICOKYIO AaKTUBHOCTH IN VItr0O B OTHOIICHHHM Kak
CTaHJAPTHBIX JIAOOPATOPHBIX INITAMMOB OaKTepuil, TaK M BBIIEICHHBIX y OOJBHBIX B XOE
KJIMHUYECKON NPaKTUKU. [IposiBiIseT BBICOKYIO aKTHBHOCTb B OTHOIIEHHMHM MHOTHX a3pOOHBIX U
aHAdPOOHBIX I'PAMIIOJIOKUTENIBHBIX U T'PaMOTPULIATEIbHBIX MHUKPOOPIaHU3MOB. MUHMMalbHbIE
nofasisone KoHueHtpauuu (MIIK) kmaputpomuiimHa Ui OOJIBIIMHCTBA BO30YyIUTENCH

meHblie, yeM MIIK sputpomuninHa B cpeaneM Ha oaHO 10g2 pa3BeneHue.
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romennt |'idhelfd prébmtphita; Mycopiasma

1y OTYETY

pneumoniae. Oxka3biBaeT OakTepuiuaHoe neiictBue B otHomienun Helicobacter pylori, nannas

AKTUBHOCTb KJIQPUTPOMMUILIMHA BBILIE IPU HEUTpaIbHOM pH, 4eMm npu KUcioM.

Kpome Toro, manusie in Vitro u in Vivo yKka3pIBalOT Ha TO, YTO KJIAPUTPOMHUIIMH ICHCTBYET Ha

KJIMHHYCCKH 3HAYNMBbIE BHIbI MUKOOaKTepHii Enterobacteriaceae u Pseudomonas spp., Takske Kak

U Ha JApyrue, He PepMEHTUPYIOLIHE JIAKTO3y IPaMOTPHIIATEIbHbIE OAKTEPHH, HEUyBCTBUTEIIbHbIC

K KJIADUTPOMULIUHY.

AXKTHBHOCTB KIIapuTpOMUIIMHA B OTHOIICHHNU OOJILIIMHCTBA IITAMMOB MNEPCUUCIICHHBIX HHUXKC

MHKpPOOPIaHHU3MOB JI0Ka3aHa Kak iN Vitro, Tak U B KIMHHYECKOH MpaKTUKE MpHU 3a00JICBaAHUSAX,

IIEPEYUCIICHHBIX B pa3zaene 4.1.

AE)DOGHBIG I'paMIIOJIOKHUTCIIbHBIC MUKPOOPIraHU3Mbl

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

A3D06HBIC T'paMOTpHUIIATCIIbHBIC MUKPOOPTaHU3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae

Legionella pneumophila

Jlpyrue MUKpOOPTaHU3MBbI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Muxkobakrepuu

Mycobacterium leprae
Mycobacterium kansasii
Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) - xomiuiekc, Bkarowaromquii: Mycobacterium avium,

Mycobacterium intracellulare.

HpOI[YKHI/IH OeTa-TakTamMasbl HE OKa3bIBacT BIMSAHHUSA Ha aKTHBHOCTh KIIapyuTpOMHUIIHA.

BoNbIIMHCTBO IITAMMOB CTa(bI/I.HOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIUIMHY W OKCAallWJIJIMHY,

00J1aJaf0T YCTONYNBOCTBIO U K KIIAPUTPOMULIUHY .
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Helicobacter pylori

YyscrBuTenbHOCTh H. pylori x kiapuTpoMuliuHy u3ydanack Ha u3oistax H. pylori, BeiieneHHbIX
or 104 nmammeHTOB, MO Hayaja Tepamuu IpemnaparoM. Y 4 MaIMEHTOB ObUIM BbIJIEICHBI
PE3UCTEHTHBIE K KIApUTPOMHMIMHY Intammbl H. pylori, y 2-x - mTaMMbl ¢ yMEpPEHHOM
PE3UCTEHTHOCTHIO, y OCTAIBHBIX 98 ManmeHTOB M30JaThl H. Pylori ObUTM 4yBCTBHTENBHBI K
KJIApUTPOMULIUHY.

KnaputpomunuH okaspiBaeT AedcTBHE IN VIO W B OTHOWICHWH OOJIBIIMHCTBA LITaAMMOB
CICMYIOMNUX MHUKPOOPTaHW3MOB (OJHAKO 0Oe30macHOCTh M 3(P(HEKTUBHOCTh HCIOIH30BAHUS
KJIApUTPOMMLIMHA B KJIMHUYECKOH NTPAKTHKE HE MOJITBEPXkKA€HA KIMHUYECKUMH UCCIIE0OBAaHUAMH,
U MPAKTHYECKOE 3HAYECHUE OCTAETCS] HESICHBIM):

AE)DOGHBIG I'paMIIOJIOKHUTCIIbHBIC MUKPOOPIraHU3Mbl

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

AE)DOGHBIG I'paMOTPUIIATCIIBHBIC MUKPOOPIaHU3MBbI

Bordetella pertussis
Pasteurella multocida

AHaE)DOGHbIe I'paMIIOJIOKHUTCIIbHBIC MUKPOOPIraHU3MbI

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHaE)DOGHbIe I'paMOTPUIIATCIIbHBIC MUKPOOPIraHU3Mbl

Bacteroides melaninogenicus
CrnupoxeTsl

Borrelia burgdorferi
Treponema pallidum

Kamnunobakrepuu

Campilobacter jejuni

OCHOBHBIM ~ METaOOJIMTOM  KIAPUTPOMHUIIMHA B  OpraHM3ME  YeJNOBEKa  SIBISETCSA
MHUKpPOOHMOJIOTUYECKH  aKTUBHBIK ~ Merabonmut  14-ruppokcukinaputpomunuH  (14-OH-
KJIApUTPOMULIMH). MUKpOOHOIOTHYeCKass akTUBHOCTh METAa0OJIMTa Takas jke, KaK y MCXOJHOTO
coeMHEHUs, WM B 1-2 pa3a cmabee B OTHONICHWH OOJBIIMHCTBA MHKPOOPTaHU3MOB.
HWckmouenne cocrasister H. influenzae, B otHomennn koTopoit 3phekTHBHOCTE METabOIUTA B

JABa pasa BbIIIC. I/ICXO,Z[HOQ COCOANMHCHUE U €TI0 OCHOBHOM METa0OJMT OKAa3bIBaIOT JIMOO
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aJTUTUBHBIN, THOO0 cuHEprudeckuii 3¢ ek B 0 rHomeHI/'iE %ﬂﬁ&'éﬁ%“é@%%h{ ﬁﬁ'\lfltltla b in

VIVO B 3aBUCUMOCTH OT IITAMMa OaKTECPHIA.

Tect Ha YYBCTBUTCIBHOCTH

KonmdecTBeHHBIE METOBI, TPEOYIOIINE M3MEPEHHS AMaMETpa 30HBI MOJABIICHUS POCTa, AT
Han0oJiee TOUHBIE OIICHKH YYBCTBUTEIHHOCTH OAKTEPHil K aHTUMUKPOOHBIM mpemnaparam. OiHa
U3 PEKOMEHIYEeMbIX METOAMK JUIsl ONpEAeNCHUs YYBCTBUTEIBHOCTH MCIIONB3YET JHCKH,
UMIIpErHUpOBaHHbIe 15 MKr KinapuTpomuuuHa (Iucko-auddy3nonusii meron Kupou-bayspa);
IIPY HHTEPIPETAINH TECTa JUaMETPBI 30H ITOAABIICHHUS POCTa KOPPENUPYIOT co 3HaueHwsiMu MITK
knaputpomunrHa. 3HadeHuss MIIK onpenensirorcss MeTonoM pasBeicHus B OyJIbOHE WM B arape.
[Ipu uCTONB30BaHUM 3TUX METOAMK OTYET M3 JIA0OpaTOpUH O TOM, YTO ILITAMM SBISETCS
«YYBCTBUTEIIbHBIM», yKa3blBa€T Ha TO, YTO BO30yAMTENb WH(EKIMH, BEPOSITHO, OTBETUT Ha
neuenne. OTBET «PE3UCTEHTHBINY YKa3bIBA€T HA TO, YTO BO30YIUTEIh, BO3MOXKHO, HE OTBETUT HA
neueHre. OTBET «IIPOMEXKYTOUYHAsI YyBCTBHUTEIHHOCTHY IPEAIONIAraeT, YTO TepaneBTHUCCKHMA
ekt mpemapara MOXKET OBITh HEOAHO3HAYEH WM MHUKPOOPTaHU3M MOXET OKa3aThCs
YyBCTBUTEIBHBIM IPH HCIOJB30BAaHUU Oojiee BBICOKMX 103 mpemnapata. ([IpomexyrouHas

YYBCTBUTEJIHLHOCTb TAK)KE€ HA3bIBAECTCSA «YMEPEHHON UYBCTBUTEIBHOCTHION).

5.2. dapmakoKkHHeTHYeCKHe CBOiicTBa

AOGcopbuus

[Ipemapar nerko u OBICTPO BCACBIBACTCS B JKEIYJOYHO-KHILIEYHOM TpakTe. AOCOIIOTHAs
O6nogocTynHOCTh coctapisieT okojio 50 %. Ilpu MHOrokpaTHOM mpueMe [03bl Ipernapara
KyMYJISILIAW TIPAaKTUYECKU He 00HAPYKEHO, M XapakTep MeTabonn3Ma B OpraHM3Me YeoBeKa He
u3MeHsicsa. IlpueM mnMIIM  HENOCPEACTBEHHO IIEpe] IPUEMOM IIpernapara  yBEJIMYUBall
OMOJOCTYIHOCTh Ipemnapara B cpefneM Ha 25 %. B nenom, 3To MmoBblllIeHHE HE3HAUUTEIHHO U
JTOJKHO HMETh HeOONbIIYI0 KIMHUYECKYI0 3HAYUMOCTh IMPU PEKOMEHAYEMBIX pexuMax
no3upoBaHus. TakuMm 00pazoM, KIAPUTPOMUIIMH MOXKET NMPUMEHATHCS HE3aBUCHMO OT MpueMa
IINIIN.

Pacopenenenue, onorpanchopMaliis ¥ dIUMAHALIIS

In vitro

HccnenoBanus in Vitro mokasasu, 4To KJIAPUTPOMHUITUH CBSI3bIBACTCS C OCIIKAMU I1J1a3Mbl KPOBH Ha
70 % B koHuenrpauuu ot 0,45 mo 4,5 mxr/mi. Ilpu konnentpauuu 45,0 MKI/MI CBS3BIBAaHHE
cHmkaetcs 10 41 %, BeposiTHO, B pe3ybTaTe HACHIIIICHUS MECT CBSI3bIBaHUS. JTO HAOIIOIaeTCs
TOJIBKO TIPHU KOHIICHTPAILIUSIX, MHOTOKPATHO MPEBBIMIAIOIINX TEPATIEBTUICCKYIO.

In vivo
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S (noc B HOC TH O005]
UccnenoBanus in ViVO Ha )KMBOTHBIX MOKA3AJIHM, YTO Kglapmq;% 'HTE[Q/RIS_/[I‘CTBEE'T BO™BCEX

TKaHSX, 32 UCKIIIOUEHHEM LIEHTPAIbHOM HEPBHOM CHCTEMbI, B KOHIIEHTPAILUSIX, B HECKOIBKO pa3
MPEBBIIAIOIINX TUIa3MeHHble. Hambornee Bbicokue KoHieHTpauuu (B 10-20 pa3 Beime
MJ1a3MEHHBIX ) 0OHAPYKUBAJIKNCH B IEYEHU U JIETKHUX.

3/10pOBBIE TOOPOBOIBIIEI

[Ipn Ha3HaueHun wiIapuTpomuiHa B no03e 250 mr 2 pa3a B cyTku paBHOBecHast Cmax
KkjaputpoMulivHa U 14-OH-kiapuTpoMuIMHa B IJ1a3Me JOCTUTAJIACh Yepe3 2—3 THA U COCTaBIIslIa
1 Mxr/mut u 0,6 MKI/MJI COOTBETCTBEHHO. |1/2 KJIADUTPOMHIIMHA U €r0 OCHOBHOT'O METa0OJIMTa
coctaBmi 3—4 gaca u 5—6 4yacoB cOOTBETCTBEHHO. [Ipn Ha3HAYeHUU KIIapUTpoMHUIIMHA B 103€ 500
Mr 2 pa3a B cyTKU Cmax KnapuTpomuimHa U 14-OH-knapuTpomuiiuHa B IiasMe JOCTUTasach
nocine npuema 5 no3bl. Ilocne nmpuema 5 m 7 no3pl, Cmax KinapurpomunuHa u 14-OH-
KJIApUTPOMHIIMHA B IUIa3Me cocTtaBwia B cpeadem 2,7-2,9 mxr/mn u 0,88-0,83 Mkr/mi
COOTBETCTBEHHO. T1/2 KJAPUTPOMHUIIMHA U €T0 OCHOBHOT'O MeTabosuTa coctaBuia 4,5—4,8 yaca u
6,9-8,7 waca coorBercTBeHHO. Cmax 14-OH-knmapuTpomMunMHa HE  YBEIHMYMBAIACh
IPONOPLUOHAIIBHO J103€ KJIAPUTPOMMIIMHA, B TO BpeMs KakK IE€pUOJ IOJIyBBIBEIEHUS Kak
KJIQpUTPOMHUIIMHA, TaK U €ro TUJIPOKCHIMPOBAHHOTO MeETaboJIUTa HUMEN TEeHJIEHUIUI0 K
YBEJIMUYEHUIO C MOBBIIEHUEM /103bl. Takas HenuHelHas (apMaKOKMHETHKA KJIApUTPOMHUIIMHA B
COYETaHUHU C YMEHbIICHHEM 00pa30BaHUs 14-rHAPOKCUIMPOBAHHBIX M N-ZeMeTHIMPOBAHHBIX
IPOAYKTOB HPU BBICOKHX J103aX YKa3bIBACT HA HEIMHEHHBIH MeTaboJIM3M KJIapUTPOMHULIMHA,
KOTOPBIN CTAHOBUTCS 00JIee BRIPAKEHHBIM IPU BBICOKUX /103ax. [loukamu BBIBOIUTCS OKOJIO 37,9
% mocie mepopalbHOro npuema kinapurpomunuHa B go3e 250 mr m 46,0 % mnocine npuema
KJIapuTpoMuLinHa B 03¢ 1200 Mr; KumedHuKoM BeIBoguTCs okoio 40,2 % u 29,1 % (Bkmouas
UCTIBITYEMOTO JINIIb ¢ OHON Mpo0oii Kasa, coaepxaiei 14,1 %) cOOTBETCTBEHHO.

DdapMaKOKMHETHKA Y TAIMCHTOB

Knaputpomuniia 1 ero merabonut 14-OH-knapuTpoMuiinH OBICTPO TPOHHUKAIOT B TKAHU U
KUAKOCTHU OpraHu3Ma. Nwmerorca OrpaHUYCHHBIC JAaHHBIC, CBHUACTCIILCTBYIOHNIUC O TOM, YTO
KOHIICHTpaLUsl KJIApUTPOMUIIMHA B LEPEeOPOCTIMHAIBHOM JKUAKOCTH TPU MEPOPATBLHOM TpUEMe
HEe3HauyuTeNnbHa (T.e. TONbKO 1-2% OT KOHIIEHTpalu B CHIBOPOTKE KPOBHU IMPH HOPMaIbHOMN
MIPOHMIIAEMOCTH TemarodHuedanmnueckoro Oapbepa). KoHIEeHTpanus B TKaHAX OOBIYHO B
HECKOJIbKO pa3 BBIIIE, YEM B CHIBOPOTKE KPOBH.

B tabnuiie npuBeneHb! IPUMEPHl TKAHEBBIX U CHIBOPOTOYHBIX KOHIICHTPAIUM:

Konnenrpanuu (250 mr kaxasie 12 yacoB)

Bun tkanu TxaneBbie (MKT/T) ChIBOPOTOYHBIE (MKT/MJT)
MuHgaIuHBI 1,6 0,8
Jlerkue 8,8 1,7
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IleyenouyHas HEJOCTATOYHOCTh

VY manueHToB co CpeAHEH U TSDKENOM CTeNeHbI0 HapyIIeHUs (PyHKIIMH IEUYeHH, HO C COXpaHEHHOM
(GyHKLMEH oYeK KOPPEKIHs 103bl KJIAPUTPOMHULIMHA HEe TpeOyeTcs. PaBHOBECHAs KOHIIEHTpaLus
B IUIa3M€ KPOBH M CUCTEMHBIN KIMPEHC KIAPUTPOMULIMHA HE OTIIMYAIOTCA Y IMALIMEHTOB JaHHOU
IpyIIBI ¥ 310POBbIX NAlMEHTOB. PaBHOBeCcHas koHUeHTpauus 14-OH-knapurpomunyaa y aroaen
C HapyIICHUSAMHU (QYHKLUH IIEYCHU HIDKE, YEM Y 3710POBBIX.

IToueunast He1OCTATOYHOCTD

[Mpu HapymreHur QYHKIUU MOYEK YBETHMUUBAIOTCS Cmax 1 MUHHMaIbHast KoHIeHTpaus (Cmin)
KIAPUTPOMHUIIMHA B ITUIa3ME€  KPOBU, TIEPUOJA  TOJNYBBIBENCHHUS,  IUIOMIAAh  TOJ
(apMaKOKMHETUYECKOH KpUBOW «KOHIEHTpauusi — Bpems» (AUC) kiapuTpoMuLIMHA U €ro
merabonmuta 14-OH-kmaputpomurimna. KoHcTaHTa »IMMUHAIMA W BBIBEJIEHHWE TMOYKAMHU
yMeHbIaTcs. CTeneHh N3MEHEHNH ATHX MapaMeTPOB 3aBUCUT OT CTETICHHU HapyIICHUs (DyHKITHH
MOYeK.

JInna mosKujioro Bo3pacra

VY manueHToB MOXHUJIOTO BO3pacTa KOHIICHTPAIMs KJIApUTPOMUIIMHA U ero Meradosmrta 14-OH-
KJIApUTPOMHUIIMHA B KPOBH ObLJIa BHIIIE, & BRIBEACHUE MEICHHEE, YEM Y TPYIIITBI MOJIOJIBIX JIFOICH.
OpnHako mocne KOPPEKIMU ¢ y4ETOM MOYSUHOTO KIIMPeHCca KpeaTHHUHA He ObLIO OTIMYHA B 00eHX
rpynnax. TakuMm o0pa3oM, OCHOBHOE BIHMSHHE Ha (PapMaKOKHHETHUYECKUE MapaMeTpsbl
KJIApUTPOMHUIIMHA OKa3bIBAET (YHKIIHS MOUYEK, a HE BO3PACT.

[TanmeHTHI ¢ MI/IKO6aKTeDI/IaJ'IBHBIMI/I I/IHd)eKHI/IHMI/I

PaBHOBecHBIE KOHIIEHTpaluy KinapuTpomuiHa u 14-OH-knapurpomuninza y nanuenros ¢ BUU-
UHQEKIMeH, MOTyYaBIINX KJIApUTPOMUILIMH B OOBIYHBIX H03ax (500 mr qBa pas3a B CyTKH), ObUIH
CXOJIHBIMHU C TAKOBBIMH Y 3JI0pOBBIX JItoJIeil. OiHAaKO NpU NPUMEHEHNHU KJIapUTPOMULIMHA B OoJiee
BBICOKHUX /033X, KOTOpbIE MOT'YT MOTPeOOBaThCS ISl JIEYEHUSI MUKOOAKTEpHAIbHBIX HMHPEKIU,
KOHIICHTPALMH aHTUOMOTHKA MOTYT 3HAUUTENbHO MPEBbIIATh 0ObIuHbIE. Y manueHTos ¢ BIY-
UHQEKIMel, IPUHUMABIINX KIapuTpoMUlvH B o3¢ 1000 mr/cyT unu 2000 mr/cyT B 1Ba puema,
paBHOBeCHBIC 3HaUCHUS Cmax 00BIYHO COCTABISUTH 2—4 MKI/MJ B 5—10 MKI/MJI COOTBETCTBEHHO.
[Ipn npumeHeHuun npenapaTa B 0ojee BBICOKMX J103aX OTMEYAIOCh YUIMHEHHE IEpPHOAa
IIOJIyBBIBEJICHUS 110 CPABHEHUIO C TAKOBBIM Y 3/10pPOBBIX JIOJEH, MOTyYaBIIUX KJIAPUTPOMULIUH B
OOBIYHBIX J03aX. [IOBbIICHHE KOHLIEHTPAIIMH B IJIa3Me U YIJIUHEHUE NEPHOa TIOTYBbIBEICHHS
OpU MNPUMEHEHUM KIApUTPOMHUIIMHA B 0ojiee BBICOKMX /033X CBS3aHO C HEIUHEHHOU
(dhapMaKOKMHETHUKOHN TIpernapara.

KOM6I/IHI/IDOBaHHOG JE€YCHHUE C OMENIPA30JIOM
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Knaputpomunua no 500 mr 3 pasza B CyTKHU B K0M61/1Haﬁﬂll/1_" éJﬁQ&BE%E&QE%&J@ 'llv;r%\}TKH

cnocooctByeT yBenuueHuto 12 u AUCo24 omenpasona. Y BceX HAlLMEHTOB, IOJYYaBIINX
KOMOMHHUPOBAHHYIO TEpaluio, B CPAaBHEHUM C TOJyYaBUIMMU OJUH OMEINpa3oil, HaOI0Janoch
nosbitieHne Ha 89 % AUCo-24 1 Ha 34 % T12 omenpazona. Y kiaaputpoMuiuHa Cmax, Cmin 1 AUCo-
8 YBEIIMUMBAIUCH, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % 1o cpaBHEHUIO C TaHHBIMH, KOTJa
OPUMEHSUICS  TOJIBKO KJIAPUTPOMHUIIMH 0e3 omemnpas3ona. B paBHOBECHOM COCTOSHHUH
KOHLEHTPAllUu KJIApUTPOMHUIIMHA B CIM3HUCTOM JKeldyaka uepe3 6 4 mociie Ipuema B IpymIe,
MoJTy4yaBIeil KOMOMHAINIO, B 25 pa3 MPEeBOCXOAUIIU TAaKOBBIE 10 CPABHEHUIO C MOIYyYaBIIUMU
OJIMH KJIapuTpoMUIMH. KOHIEHTpaluu KIapuTpOMHUIIMHA B TKaHSAX XKelyAkKa yepe3 6 4 mocie
npruemMa o0OMX IpenapaToB B 2 pa3a MPEBHIIATH JaHHbIC, OJYYCHHBIE B TPYIIE MAIMEHTOB,

MOoJIy4YaBIINX OAWH KIIApUTPOMUIIUH.

6. ®APMAIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BcOMOraTe/IbHBIX BELECTB

Knapurpomutma-Akpuxus, 250 Mr, TabJIETKH, MOKPHITHIE IUICHOYHO 000JI0YKON

Henmrono3a mukpokpuctamuimdyeckas PH 102
Kpaxman kykypy3Hblid
CopOuHOBast KUCIIOTA

CopOurana onear

Kpemuust 1MOKCH KOJITTOUAHBIN
Maruus creapat

Tanbk

Kpockapmeniosa HaTpust
IMoBumon K-30

CreapuHOBas KHUCJIOTA

Cocmas nieHouHol 060104KU:
I'mnpomennosa

Twutana quokcug
[IponuneHrnuKoib

Kpacurenb XMHOIMHOBBIN JKENTHIN

ApoMaTtu3aTtop BaHUJIbHBIN

Knapurpomunua-Akpuxud, 500 mMr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKOH

Hemmrono3a mukpokpucramndeckas PH 102

Kpaxman kykypy3HbIi
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CopOuHOBast KHUCIIOTa

CopOurana onear

Kpemnus auokcua KoJImouaHbINA
Maruus creapat

Tanbk

Kpockapmennosa HaTpust
Mosugon K-30

CreapuHOBas KHCJIOTA

Cocmas nieHouHol 060104KU:
I'mnpomennosa

Turana TMOKCHU]T
[TponuneHrnuKoib

Kpacutenb XMHOIMHOBBIN KEITHIN

ApoMartu3aTtop BaHUJIbHBIN

6.2. HecoBMecTHMOCThH

He npumenumo.

6.3. Cpok rognoctu (CpoK XpaHeHH)

3 roaa.

6.4. OcoOble Mepbl MPeI0CTOPOKHOCTH NPH XPAHEHUHU

B opurunanpHO# ynakoBke (OmMcTep B Mavyke) mpu Temmeparype He Boime 25 °C.

6.5. Xapaxkrep u coJep:KaHue NEPBUYHOI YIIAKOBKH
Knapurpomutma-Axpuxus, 250 Mr, TabJIETKH, MOKPHITHIE IUIEHOYHON 000JI0YKON

[To 4 Tabnetku B [IBX/Al Gmmcrep.

5 6UCcTEepOB B KAPTOHHYIO MAYKY C MHCTPYKIMEH 110 IPUMEHEHUIO.
ITo 10 Tabnerok B [IBX/Al 6muctep.
1 6rucTep B KApTOHHYIO MAYKY C MHCTPYKIMEH O TPUMEHEHHUIO.

Knapurpomutma-Axpuxus, 500 Mr, TabJIETKH, MOKPHITHIE IUICHOYHON 000JI0YKON

ITo 10 Tabnmerok B Al/Al Gmcrep.
1 6rucTep B KApTOHHYIO MAYKy C HHCTPYKIUEH MO0 TPUMEHEHHIO.
[To 14 tabnerok B Al/Al 6mucrep.

1 6rucTep B KApTOHHYIO MAYKY C MHCTPYKIMEH O TPUMEHEHHIO.
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6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TPH  YHUUYTOKEHHM  HMCHOJI30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara WJIM OTX0I0B, TMOJYYEHHbIX IOcjIe NpPHUMEHEeHUus:
JIEKAPCTBEHHOI'0 NpenaparTa u Apyrue MaHUIYJISIUM C PenapaTomM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

Poccns

AkmmoHepHoe ob6mectBo  «Xumuko-papmanebruueckuii  komOomHaT «AKPUXWH» (AO
«AKPUXHWH»)

142450, MockoBckast 0051acTh, r.0. boropojackuii, r. Crapas Kynasaa, yi. Kuposa,

n.29

Tenedon/dakc: +7 (495) 702-95-03

Anpec snexrponHoi moutsr: info@akrikhin.ru

7.1.11peacTaBuTeNb AEPrKATE/s] PETHCTPALMOHHOIO YI0CTOBEPEHHUS

[IpereH3uu NOTPeOUTENICH HAIPABIIATH IO aPECY:

Poccus

AxnuonepHoe o0OmectBo «XuMuko-hapmanestuueckuii komObunat «AKPUXMH» (AO
«AKPUXUH»)

142450, MockoBckas 00s1acTth, 1.0. boropoackuii, r. Crapas Kymasna, yi. Kuposa, 1. 29
Tenedon/dakc: +7 (495) 702-95-03

Anpec snexrponHoit moutsl: info@akrikhin.ru

8. HOMEP PETHCTPAIIMOHHOTI O YIOCTOBEPEHUS

9. JATA NEPBUYHOM PETUCTPALIMM (IIOJATBEPKIEHHUS PETUCTPALIMN,
INEPEPETUCTPAIIN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
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OO0mas xapakTepuCTHUKa JICKAPCTBEHHOTO Iperapara KEL{BQT%%%%I%% Eé’c%ﬂéé Ha

UHPOPMALIMOHHOM TiopTajie EBpa3suiickoro SKOHOMHUYECKOrO coo3a B HH(POPMAIMOHHO-

KOMMYHUKaIMOHHO# cetn «HTepHeT» http://eec.eaeunion.org/
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