COOTBETCTBYET GKCHEFTHOMY QTYHETY
ot 16.01.2025 Ne 740
OBLIASI XAPAKTEPUCTUKA JIEKARGTBEHHOIO, IPEIAPATA (002)

1. HAUMEHOBAHMUE JIJEKAPCTBEHHOI'O ITPEITIAPATA

Knaputpomunus, 500 mr, TabneTku, MOKPHITHIC MIICHOYHON 000JI0YKOH.

2. KAYECTBEHHBINA U KOJJMYECTBEHHbBINA COCTAB
JlelicTByrolee BEIECTBO: KIIAPUTPOMHUIIMH.
Kaxxnas Tabnerka, HOKphITas MIIEHOYHONU 0007109KOM, coaepKUT 500 MT KIIapuTpOMHITUHA.

[TonHbI IepeyeHb BCIOMOTaTeIbHbIX BEIIECTB IPUBENICH B paznene 6.1.

3. JIJEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MIIEHOYHOM 000T0UYKOM.
[TpononroBateie ABOSIKOBBIMYKJIbIE TaOJETKH, MOKPHITHIE MICHOYHOW 00O0JIOUKOW CBETIIO-KENTOrO

nBera. Ha mornepednom paspese siipo 6e1oro M Ho4TH OeIoro BeTa.

4. KIIMHUYECKHUE JAHHBIE

4.1. Moka3zaHusi K NPUMeHEeHHN 0

NH}peKMOHHO-BOCTIAIUTENIbHBIE 3a00JI€BaHNs, BBI3BAaHHBIC YyBCTBUTEIBLHBIMU K KIAQPUTPOMHIIUHY
MHUKPOOPTaHU3MaMH:

— UHQEKIMH HIKHUX JBIXaTeNbHBIX MyTel (Takue Kak OpOHXUT, THEBMOHUS);

— HH(}EKIMH BEpXHUX JbIXaTeIbHBIX MyTeH (Takue Kak papuHIUT, CHHYCHUT);

— WHQEKINHA KOXKH U MATKUX TKaHeH (Takue Kak (OJUIMKYIIUT, BOCTIAJICHHE MOIKOKHOM KIIETUATKH,
poxa);

— JMCCEMHHHPOBAHHBIE WM JIOKAJM30BAHHBIE MHKOOAKTEepHAJIbHbIE HWH()EKINH, BbI3BAaHHBIC
Mycobacterium avium u Mycobacterium intracellulare;

— Jokanu3oBaHHBbIe MH(eKnHU, Be3BaHHble Mycobacterium chelonae, Mycobacterium fortuitum u
Mycobacterium kansasii;

— mpoduIakTHKa pacmpocTpaHeHus: HHDeKIuu, o0yciaoBIeHHONH KkomiuiekcoM Mycobacterium
avium (MAC), BUY-unpunupoBaHHBIM TamuMeHTaM ¢ cojaepxanuem gumdormros CD4
(T-xenmepHbIX TuMporuTos) He Gomee 100/mme.

— spanukanus Helicobacter pylori u cHuXeHHs 4acTOTHI PELUIMBOB SI3BbI JIBEHAIATUIICPCTHOM

KHIIIKH.



COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.01.2025 N2 740
(NCCNEOOBATENEHOCTE 0002)

4.2. Pe:xuM 103MPOBAHUS U CNIOCOO PUMEHEHH

PexxuM J103upoBaHus

Bspocnvie

OObIuHass pEKOMEHI0OBAaHHAS 71032 KJIAPUTPOMHUIIMHA Y B3pOCIbIX U AeTel crapiie 12 jmer — 250 mr
2 pa3a B IcHb (B 3TOM CJIy4ae BO3MOXHO IPUMEHEHUE KJIapUTPOMHULIMHA B 103UpoBKe 250 Mr).
Knaputpomunina 500 mr 2 pasa B I€Hb UCTIONB3YIOT B clydae 0osee TSHKEIbIX WHPEKIUi.

OObIUHAs MPOIOHKUTEIIBHOCTD JICYCHHS COCTaBIIAET OT 5 10 14 nHei.

HckmoueHne coCTaBiISIIOT BHEOOJbHUYHAS THEBMOHUSA U CHUHYCHUT, KOTOpPbIE TPeOYIOT JIEYEeHHS OT
6 no 14 nueil.

Ho3b1 01121 1eueHuss MUKOOAKmepuaibHbix UuHpexyutl, Kpome mybepkynesa:

[Tpu MukoOakTepraIbHBIX HHGEKIUIX peKOMEHI0BaHa 03a kiapuTpomuiraa 500 mr 2 pas3a B IeHb.
Jleuenue ouccemunuposannvix MAC-ungexyutl y nayuenmos co CITHT:

Jleuenue nuccemunupoBanHbix MAC-unpexnuil y nauuenro co CIIMJ cnenyer nmpogomxars 10
TEX TOp, MOKa MMeeTcs KIMHWYecKas W MHuKpoOuonornueckas 3¢dexruBrocts. Kiaapurpomuima
clenyeT Ha3HayaTh B KOMOWHAIMU C JPYTMMH aHTUMUKPOOHBIMH IpernapaTaMH, aKTHBHBIMU B
OTHOIIEHMU JaHHBIX BO30OyauTenei. JIMUTenpHOCTH JIeUeHUS JPYTHMX HETyOepKyJe3HbIX
MUKOOAKTEpUATbHBIX HH()EKINH yCTaHABITMBAET Bpad.

s npogpunakmuxu unghexyuii, evizeanuvix MAC:

Pexomenayemas 103a KJIapUTpOMMIIMHA I B3pocibiX — 500 Mr 2 pa3a B IeHb.

s apaouxayuu H. pylori:

VY nanueHToB c A3BE€HHOW 00J€3HbIO, BhI3BaHHOW MHGekuuen H. pylori, KIapUTPOMHUIIMH MOXKHO
Ha3zHayaTh 1o 500 mr 2 pa3a B IeHb B KOMOMHAIIUU C IPYTUMH aHTUMUKPOOHBIMH INpenapaTaMu U
MHTUOUTOpaMHU MPOTOHHOTI'O Hacoca B TeueHHe 7—14 1qHel, B COOTBETCTBUM C HAI[MOHAIBHBIMU U
MEXyHApOAHBIMU PEKOMEHIALUAMH 110 JieueHuto uudexkuuu H. pylori.

Oco0ble TPVIIILI TAIMEHTOB

Ilayuenmvi ¢ napyuwenuem GyHKyuu novex
[TatmenTam ¢ KIMpeHCOM KpeaTMHMHAa MeHee 30 MJI/MHH Ha3HA4YarOT MOJIOBUHY OOBIYHON 03I
KJIApUTPOMULIMHA (B JAHHOM ciy4dae ucmojib3yercss no3a 250 wmr). JledeHue Takux NalMEeHTOB
MPOJOJKAIOT He Oonee 14 nHell.

C€THU

Jlemu cmapwe 12 nem



COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 16.01.2025 Ne 740
Pexunm 103upoBanust aHATIOTHYEH TAKOBOMY Y [B3pOCITBIXL (I E [IOBATENEHOCTE 0002)

L

Cnooco0 nnpuMeHeHus

s npuema BHyTpb. HezaBucumo ot mprema mumi.

4.3. IIpoTuBONOKA3aAHUS

- I'unep4yyBCTBUTENBHOCT K KIAPUTPOMHILIMHY, MAKPOJIUAaM MM K JIIOOOMY M3 BCIIOMOTATENbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazzeine 6.1.;

- OJTHOBPEMEHHBII MpHUEeM KIApUTPOMHUIIMHA CO CIAEAYIOUIMMH MpernapaTaMu: aCTeMHU30J1, IU3aNpHl,
numo3u, tepdenaaun (cM. pasaen 4.5.);

- OJIHOBPEMCHHBIH [TPUEM KIIAPUTPOMHUIIMHA C IoMUTAnHIoM (cM. pasaen 4.5.);

- OJIHOBPEMEHHBII MpHEM KIAPUTPOMHIIMHA C ajKaJlOWJaMH CIOpPBIHBH, HAlpUMep, SProTaMHH,
JUTHAPOIproraMud (cm. pasaein 4.5.);

- OJHOBPEMEHHBIA TpPHEM KIAPUTPOMHIIMHA C MHIA30JIAMOM JJIsl MEPOPATBHOTO MPUMEHEHUS
(cMm. pasaen 4.5.);

- OJJHOBPEMEHHBIN MpueM KiapuTpoMuiuHa ¢ uHruoutopamu I'MI'-KoA-penykrasbl (craTuHAMH),
KOTOpBhIE B 3HAYUTENbHOH cTemeHu Metabonusupyrorcs uzopepmentrom CYP3A4 (noBactatus,
CHUMBACTaTHH), B CBSI3H C TOBBIIICHHEM PUCKAa MHOIIATHH, BKJIFOYas padmpomuonus (cM. pasmen 4.5.);
- OJTHOBPEMCHHBIN MPHEM KJIAPUTPOMUIIMHA C KOJIXUIIMHOM (cM. paszzen 4.5.);

- IOYEYHAas HEJIOCTATOYHOCTH (KJIUPEHC KpeaTHHUHA MeHee 30 MiI/MUH) (11 JTaHHOM JIeKapCTBEHHOM
opmr);

- OTHOBPEMEHHBIN MTPHEM KIAPUTPOMHUIIMHA C THKATPEIOPOM HITH PAaHOIA3HHOM;

- yamuHenne nHTepBana QT B aHamHe3e (BpOXKICHHOE WM MPHOOPETEHHOE 3aperuCTpUpPOBAHHOE
yanuHeHue uHtepBania QT) wnm xenmymodkoBas apuTMUS, BKIIOYAS KEITYAOYKOBYIO TaXUKapAUIO
tHna «nupy T» («torsade de pointesy) (cm. pasnenst 4.4., 4.5.);

- KJIApUTPOMHUIIMH HE CJIEAyeT MPHUMEHSATh Y MAaIeHTOB C JJIEKTPOJUTHBIMH HapYIICHUSIMHU
(runokanueMuen Wi TMIoMarHueMueil) B cBsizu ¢ puckoM yainuHeHus: uatepsana QT (cM. paznmen
4.4);

- TsDKenas IIeYeHOYHAass HEeJOCTaTOYHOCTh, MpOTEKarollas OJIHOBPEMEHHO C IOYEYHOMH
HEIOCTaTOYHOCTHIO;

- XOJIecTaTHYeCKasl KENTyXa/TeNaTuT B aHaAMHE3€, Pa3BUBIIMECS TIPU MPUMEHEHUH KIIAPUTPOMHIIMHA

(cM. pasnen 4.4.);
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- Topupws; (NCCNEOOBATENEHOCTE 0002)

- IEpUOJ IPYIHOTO BCKapMJIMBAHUS;

- neTckuit Bo3pact A0 12 et (3pPexkTHBHOCTD U 6€30MaCHOCTh HE YCTAHOBJICHBI).

4.4. OcoOble ykazaHHsi U Mepbl PeI0CTOPOKHOCTH NMPU MPUMEHEHUH

C 0CTOPOKHOCTBLIO

— [loyeuHast HEIOCTaTOYHOCTh CPEIHEN U TSAKEIION CTENCHH.

— IleyeHOYHasA HENOCTATOYHOCTD CPEIHEN U TSAKEIION CTEIICHM.

— OIHOBPEMEHHBIN TpUeM KIAPUTPOMHIIMHA ¢ OeH30[Ma3enuHaMK, TAaKHUMH Kak alpas3oliaMm,
TpHazojiaM, MHUJA30JIaM [Js BHYTPUBEHHOTO MPUMEHEHUS WU [UIs HAHECEHHUsS Ha CIH3UCTYIO
obosouky pra (cMm. pasaen 4.5.).

— OIHOBpEeMEHHBIN NPUEM C IpernaparaMu, KoTopeie MeTabonmusupytotcs m3odhepmertom CYP3A,
HanpuMmep, KapOamasenuH, LWJIOCTa30J, LUKIOCHOPUH, JU30MUPAMUJ, METUIIPEIHU3OJIOH,
OMETpa3oy, HEeNpsMble AaHTUKOAryISHTHl (Hampumep, BapdapuH), XuHUAUH, pudaOyTuH,
cuiieHadusI, TaKpoIUMyc, BUHOIACTHH (cM. paszaen 4.5.).

— OIHOBpEMEHHBIN MpHeM ¢ MpemnapaTamu, uHaynupyomumu uzodepment CYP3A4, nampumep,
pudamnuiuH, peHuTONH, KapbamasenuH, GeHobapOuTa, 3Bepo0oil MPOABIPABICHHBIN (CM. pa3ueln
4.5.).

— OHOBpEMEHHBIM TpUEM KIAPUTPOMHUIIMHA CO CTaTHHAMH, HE 3aBHUCSIIMMH OT MeTabosn3Mma
usodepmenta CYP3A (Hampumep, daysacratun) (cM. pasaen 4.5.).

— OIHOBpEMEHHBIM TIPHUEM ¢ OJIOKATOpaMU «MEIJIEHHBIX» KaJbIMEBBIX KaHAJIOB, KOTOpHIE
MeTtabonuzupyrorcs uzopepmentom CYP3A4 (manpumep, BepanaMuil, aMJIOIUIINH, JUITHA3EM).

— OIHOBpEMEHHBIM TPUEM KJIAPUTPOMHUIIMHA C TIEPOPATBHBIMH AHTHKOATYJISTHTAMHU TIPSIMOTO
JIENCTBUSI, TAKUMH KaK JadurarpaH, puBapokcadaH, anmukcadaH, 0COOCHHO Yy MAIlMEHTOB C BRICOKUM
PUCKOM Pa3BUTHUSI KPOBOTCUEHUN.

— [TanuenTsl ¢ umemuyeckoit 6onesnpio cepana (MBC), Tsxxenoi cepieyHoi HETOCTaTOUHOCTHIO,
TUTIOMarHUeMHe, HapYIICHUSIMH MPOBOJUMOCTH WM KJIMHUYECKH 3HAYUMOW Opaaukapaueid, a
TakKe MAIMeHTHI, OJHOBPEMEHHO MPHUHHMAIOIINE aHTHapUTMUYeckue mnpenapatel |A kiacca
(xuannuH, mpokanHamun) u Il kimacca (moderunma, aMmuogapoH, COTaON).

— bepemMeHHOCTb.

Oco0ble yka3auus

JlnurenbHbI TpUeM aHTHOMOTHKOB MOKET MPHUBOIUTH K 0Opa30BaHUIO KOJOHUN C YBEIHMUYEHHBIM
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ot 16.01.2025 N2 740
KOJIMYECTBOM HEYYBCTBUTEbHbIX OaKTepuii u FprOoB. [Ipy eymepuhherumm HeoOXomMO HABHAYHUTH

COOTBETCTBYET QRCHEFTHOMY QTYETY

COOTBETCTBYIOLIYIO TEPAIHIO.

Hasnauenue kiapuTpoMuiiHa OSpEMEHHBIM JKCHIIMHAM JIOJDKHO TPOBOIUTHCS TPH TIIATSIBHOM
OLICHKE COOTHOIIICHUS PUCKA U MOJIb3bI, 0COOCHHO B TEUYEHHE IEPBBIX TPEX MECALEB OEPEMEHHOCTH.
[lpy npUMeHEeHWH KIAPUTPOMUIMHA COOOINAIOCH O MEUYCHOYHOW AUCHYHKIHMH (TIOBBIICHHE
AKTHBHOCTH IE€YCHOYHBIX (DEPMEHTOB B KPOBH, TI'eMATOLCIUIIOJISPHBIA W/WIM XOJECTaTUYCCKUM
TeraTuT C KenTyxoi uin 6e3). Ileyenounas qucyHKIUS MOXKET OBITh TSKETION, HO OOBIYHO SIBIISCTCS
obpatumoii. MimeroTcst ciydan MEYeHOYHOW HEJIOCTATOYHOCTH C JICTAIbHBIM HCXOJIOM, TJIaBHBIM
00pa3oM, CBA3aHHbBIE C HAIMYMEM CEPhE3HBIX COIMYTCTBYIOMINX 3a00JIEBAaHNUI U/WIIN OTHOBPEMEHHBIM
NPUMEHEHHEM JPYTHX JICKAPCTBEHHBIX CPEICTB. [IpH MOSBICHIH IPU3HAKOB 1 CHMITOMOB I'€lIaTHTA,
TaKUX KaK aHOPEKCHUs, KEIATyXa, MOTEMHEHHE MOYH, 3y, O0JC3HCHHOCTh KHUBOTA TPH MAJIbIAINY,
HEOOXO0AMMO HEMEIJICHHO PEKPATHTh TEPAITUIO KIAPUTPOMHUIIMHOM.

[Ipn HanM4MM XPOHMUYECKUX 3a00JIE€BaHUI NEYCHN HEOOXOIUMO MPOBOIUTH PErYJISIPHBIA KOHTPOJIb
(epMEHTOB CHIBOPOTKH KPOBH.

[lpy JEeYCHMH TPAKTUUECKH BCEMH aHTHOAKTEPHAJIbHBIMH CPEACTBAMH, B TOM YHCIIC
KJIaPUTPOMHILIMHOM, OIMCAHBI CIIy4au IICEBIOMEMOPAHO3HOTO KOJHTA, TSHKECTh KOTOPOTO MOJKET
BapbUPOBATHCSI OT JIETKOW 10 yrpokaromeil ku3Hu. Ilpum Je4eHuM NpaKTHYECKH BCEMH
AHTHOAKTEPUATLHBIMH MPETapaTaMu, B TOM YHCJIE KIAPUTPOMHUIIMHOM, onucanbl ciaydan Clostridium
difficile-accormupoBanHoii Tuapeu, TSKECTh KOTOPOH MOXKET BapbHPOBATHCS OT JIETKOW THAPEH JI0
YIPO’KAIOIIETO KU3HH KOJIHTA.

AHTHOaKTEepUaANBHBIE TpenapaTbl MOTYT M3MEHHUTHh HOPMAIBHYI0 MHKPO(MIOpY KHIICYHUKA, YTO
Moxer npuBectd kK pocty C. difficile. TlceBnomemOpaHo3HbIN KoauT, BbI3BaHHBIM Clostridium
difficile, HeoOxommmo mTOmO3peBaTh y BCEX MAIMEHTOB, y KOTOPBIX TIOCIE MPUMCHEHHS
aHTHOAKTEpUAIIBHBIX CPEACTB pa3Buiach nuapes. [locie mpoBeneHns Kypca aHTHOMOTHKOTEPAITUH
HEOOXOMMO TIIATEIbHOE MEIUIIMHCKOE HaONMIoAeHue 3a mNanueHTOM. OIUCHIBANCH CITydau
Pa3BUTHS TICEBIOMEMOPAHO3HOTO KOJIUTA CITYCTS 2 MECsIIa MocIie MpueMa aHTUONOTHKOB.

[lpu snedeHUM MaKpOJIMIAMH, BKIIOYAs KIAPUTPOMHIIMH, HAOJIONANOCH YIIMHEHHE CepACYHOM
penonsipu3auu 1 uHTepBana QT, BbI3bIBas PUCK Pa3BUTHS CEPACYHON apUTMHUU U HKEITYT0YKOBOH
TaXUKapAHW TUMA «THPYIT» (cM. pazaen 4.8.). Tak kak cieayromuye CUTyallud MOTYT IPUBOAMTH K
YBEJIMUYCHUIO PUCKA PA3BUTHUS JKEIYTOYKOBBIX apUTMHUIl (B TOM YHCJIE KETYJIOUYKOBON TaxXxMKapIUH
THUIA ITHPYIT»), TO KIAPUTPOMHUIIMH HE TOJDKEH IPUMEHSATHCS Y CICAYIOIINX KaTeropuil MalueHTOB:

— y HAIMeHTOB ¢ TUnokamuemuei (cM. paszaen 4.3.);
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—y TAMEHTOB ¢ THHoMarauemueit (em. pasagn 4.3.); ([1OCNENOBRATENEHOCTE 0002)

COOTBETCTBYET QRCHEFTHOMY QTYETY

—y NAalMEHTOB, OJHOBPEMEHHO IOJIYYalOUUX KIAPUTPOMULIMH C ACTEMH30JIOM, LM3ANPUJIOM,
MIUMO3HI0M U TepdeHaauHoM (cM. pazaein 4.3.);
—Yy DAalMEeHTOB C BPOXKIEHHBIM WM INPHOOPETEHHBIM 3apErUCTPUPOBAHHBIM YAJIMHEHUEM
untepBana QT win HaIMYKMEM HKeTyJOYKOBOI apuTMuUH B aHamHe3e (cM. paszaen 4.3.).
KnapuTpoMuLinH 10JKEH IPUMEHSATHCSA C OCTOPOKHOCTBIO Y CIIEYIOIUX KaTeropuil MalueHTOB:
— y NalKMEHTOB ¢ uiemuieckoit 6osesnwto cepaua (MbC), Tsxenoit cepaeuHoi HeI0CTaTOUHOCTEIO,
HapYIIEHUSIMUA TPOBOIUMOCTH UJIH KIIMHHYECKU 3HAYUMOHN OpanuKapaueii;
— y MalKeHTOB, OJHOBPEMEHHO NMPHUHUMAIOIINX IPYTUe JEKapCTBEHHbBIE MPENapaThl, CBI3aHHBIC C
yumHenueM untepsaia QT (cm. paznmen 4.5.).
B xone smuaeMuoIorHuecKuX MCCIEIOBAaHUNA MO M3YYEHHIO PUCKA HEOIAaronpUsTHBIX CEepAeYHO-
COCYJIUCTBIX UCXO/I0B IPU NPUMEHEHUHN MAaKPOJIUI0B ObLIH MOJIy4eHbl HEOAHO3HAUHBIE PE3YIIbTATHI.
B HekoTopbIX HaOI01aTENIBHBIX UCCIIEA0BAHUX OBl yCTaHOBJIEH KPATKOBPEMEHHBIN PUCK Pa3BUTHS
apuTMHUH, WH(pAPKTa MHUOKApJa M CMEPTH OT CEpACYHO-COCYIUCTHIX 3a00JIEBaHMM, CBSI3aHHBIN C
NPUMEHEHHEM MaKpOJIUI0B, BKIIFOYAs KIAPUTPOMHUIMH. [Ipy Ha3HAYeHNH KIIAPUTPOMHIIMHA CIIETyeT
COOTHOCHTD IPEAINOIaraéMyo 1oJib3y OT IprUeMa Inpernapara ¢ JaHHbBIMU PUCKaMHU.
B03M0XHO pa3BUTHE NEPEKPECTHON PE3UCTEHTHOCTH K KIAPUTPOMUIIMHY U JIPYTUM aHTHOMOTHKAM
TPYIIBI MAaKPOJIHMIOB, A TAKXKE IMHKOMHULIMHY M KIMHAAMUIIIHY.
VY4uThIBas paCTYIYIO PE3UCTEHTHOCTH Streptococcus pneumoniae Kk MakpoJuam, BaKHO IPOBOIUTh
TECTUPOBAHUE YYBCTBUTEILHOCTU NPU Ha3HAYCHUH KJIAPUTPOMMIIMHA MALMEHTaM C BHEOOJIbHIUYHON
nHeBMOHUeH. [Ipy rocnuTanbHOM MTHEBMOHUM KIAPUTPOMULIMH CIIEAYeT IPUMEHSITh B KOMOMHAIIMH
C COOTBETCTBYIOIIMMHU aHTHOMOTHUKAMH.
NHpekunm KoKU 1 MATKUX TKaHEH JIETKOW U CpeTHel TsSHKEeCTH Jallle Bcero Bei3BaHbl Staphylococcus
aureus u Streptococcus pyogenes. Ilpu sTom o00a B030yAuTENs] MOTYT OBITh YCTOMUYUBBEI K
makponugam. [1o3ToMy BaKHO IPOBOJUTH TECT HA YYBCTBUTEIBLHOCTb.
Makponuasl MOXHO NPHMEHSITh Npu HHQEKIWsIX, Bb3BaHHBIX Corynebacterium minutissimum
(opuTpa3ma), 3abosieBaHusAX acne vulgaris, a Takke B T€X CHUTyaIMsAX, KOTJa HENb3S MPHUMEHSTH
TICHUIAJUTAH.
B cinyuae mosiBIeHHsI OCTpBIX pEaKUUi T'MIIEPUyBCTBUTEIBHOCTH, TaKUX Kak aHaduIakTH4YecKas
peakuus, TsKeNble KOXKHBIE JIEKApCTBEHHBbIE peakiuH (HalpuMep, OCTPbIi TIeHepaTu30BaHHBIN
9Kk3aHTeMaro3ubsii  mycryne3  (OI'DII)), cuaapom  CruBeHca-J[PKOHCOHA,  TOKCHYCCKHIA

SMUJIEPMATBHBIA HEKPOJIN3, JICKAPCTBEHHAS CHINb C Y03WHOMUINEH U CUCTEMHOW CUMIITOMATHKON
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(DRESS-cunipom) HE0OXOMMO HEMEJIEHHO NPEKPATHTE: [MPHEM FIIAPHTPOMAIIHA (H)(EPOUHO

HAvaTh COOTBETCTBYIOIIEE JICUCHHUE.

B ciyqae coBMecTHOTO MpUMEHEHHs ¢ Bap(hapruHOM I IPYTHMH HENPSIMBIMU aHTUKOATYJISTHTAMH
HeoOxoaumMo KoHTpoaupoBate MHO u mporpoMOuHOBOE BpeMs (cM. pasaen 4.5.).

Crnenyer coOdr0aTh OCTOPOXKHOCTh MPH OJAHOBPEMEHHOM NPUMEHEHHH KIIAPUTPOMHIIMHA C
NEePOPATLHBIMA AaHTUKOATYJISIHTAMH MPSIMOTO JISHCTBUS, TAKUMU KakK TaOWraTpaH, pUBapoKcabaH u

anukcabaH, 0COOCHHO y MAIMEHTOB C BRICOKUM PUCKOM Pa3BUTHS KPOBOTeUeHUs (cM. pazaen 4.5.).

45. BzaumojeiicTBHe ¢ JAPYrHMH JIeKAPCTBEHHBbIMH TIpenapaTaMéd W JApyrue BH/bI
B3auMOAelCTBUA

IIpoTuBOMIOKa3aHHBIE KOMOMHAIIMHT

[TpuMeHeHHE CIENYIOIUX MTPEapaToB COBMECTHO C KJIAPUTPOMHIIMHOM IPOTUBOIIOKA3aHO B CBSI3U C
BO3MOYKHOCTBIO Pa3BUTHUS CEPhE3HBIX MOOOYHBIX IP(EKTOB.

Luzanpuo, numosuo, mepghenadun u acmemusoi

[lpu coBMeCTHOM MpHeMe KIAPUTPOMHIMHA C IH3AMPHIOM, HHUMO3HIOM, TepPEHATMHOM HIIH
ACTEMHU30JIOM COOOIIAIIOCH O TMOBBIIICHUHA KOHIICHTPAIIUK MOCIEAHUX B IUIa3ME KPOBH, YTO MOXKET
NPUBECTH K yMIuHeHHIO wuHTepBaia QT ¥ MOSBICHUIO CEPJCYHBIX AapUTMHN, BKIFOYAs
KEIyJTOUYKOBYIO TaXUKapIuio, (GUOPMILIAIMIO KETyJOYKOB U JKEIYIOYKOBYIO TaXWKApAWIO THIIA
«apya31» (cM. pazaen 4.9.).

Ankanouovt cnopuviibu

[TocTMapKeTUHTOBBIE ~ MCCIICAOBAHHUS  TIOKAa3bIBAIOT, YTO TIPU COBMECTHOM IPHMEHEHHH
KJIAPUTPOMHIIMHA C DPrOTAMUHOM WJIM JTUTHAPOIPTOTAMHHOM BO3MOXHBI Cleayronime 3QQeKTsl,
CBSI3aHHBIE C OCTPHIM OTpPABJICHHEM IIperapaTaMyd TPYIIBl 3PTOTAMHUHOB: COCYAWCTBINA CIIa3M,
UIIeMUs] KOHEUHOCTEH W Jpyrux TKaHEW, BKIIOYas ICHTPAIbHYI0 HEPBHYIO CHCTEMY.
OHOBpEMEHHBIH MPUEM KIIAPUTPOMUIIMHA C aJIKATOUIaMHU CIIOPBIHBH MTPOTHBOITOKAa3aH (CM. pa3zel
4.9.).

Muoaszonam 015 nepopanvbHo2o npumerenus

[Tpu coBMECTHOM IPUMEHEHUN MHUIa301aMa | KJIapuTpoMuIiinHa B popme tabietok (500 Mr 1Ba pasa
B cyTkH) oTMmeuasnioch yBeiwueHne AUC Mupazonama B 7 pa3 Mociie MepopalbHOTO MpUeMa.
OMHOBpEMEHHBIN MpHEM KIAPUTPOMHIIMHA C MHJIA30JIaMOM IS TIEPOPATBFHOTO TPUMEHEHUS
NpOTUBOIIOKAa3aH (cM. pasznen 4.9.).

Uneubumopwor I' MI-KoA-pedykma3swl (cmamutul)



COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 16.01.2025 Ne 740
O/HOBPEMEHHBIN NPUEM KIIADUTPOMHIIMHA C {I0BACTATHHOM MM [CANBAGTATHHON IPOTUBOMOKa3aH

(cM. paznen 4.9.) B CBSI3U C TEM, YTO JIaHHBIE CTATUHBI B 3HAUNTEIILHON CTETIEHH META00IN3UPYIOTCS
uzopepmentom CYP3A4, u coBMecTHOE NPUMEHEHHE C KIAPUTPOMHUIIMHOM TIOBBIIIAET MX
CBIBOPOTOYHBIE KOHIIEHTPAIMH, YTO TMPUBOJAUT K MOBBIIICHUIO PUCKA PA3BUTUS MUONATHH, BKIIOYAS
pabaomuonu3. Coolmanoch o ciydasx padoMUO0IIN3a Y MAllMEHTOB, MPUHUMABIINX KIAPUTPOMHIIMH
COBMECTHO C JIaHHBIMHU TIpernapaTaMu. B ciiyuae HEOOXOIUMOCTH NMPUMEHEHHS KIApUTPOMUIIMHA
CJIeZlyeT MPEeKpaTUTh MPHUEM JIOBAaCTaTHHA WJIM CMMBAcTaTHHA Ha Bpems Tepanuu. KinapurpoMuia
ClielyeT IPUMEHATh C OCTOPOKHOCTHIO NMPU KOMOMHUPOBAHHOM TEpaIiuu ¢ APYTMMHU CTaTUHaMU. B
ciiy4ae HeoOX0IMMOCTH

COBMECTHOTO NpHEMa PEKOMEHJIyeTCsl NMPUHUMAaTh HAaWMEHBIIYI0 103y cTaTHHA. PexomeHnmyercs
NPUMCHSTh CTaTHHBI, HE 3aBUCAmME OT wMerabomusma wuszopepmenta CYP3A (manpumep,
dnyBactaTus). CrneayeT KOHTPOIUPOBATH Pa3BUTHE MPU3HAKOB U CUMIITOMOB MHOIIATHH.
Jlomumanuo

OmHOBpEMEHHBIH MPHEM KJIApUTPOMHULIMHA C JIOMHTAITHIOM IIPOTUBOIIOKA3aH M3-3a PHCKa
CYIIECTBEHHOT'O MMOBBIIICHHS aKTHBHOCTH TPaHCaMUHA3 B Tu1a3Me KpoBu (cM. pasnen 4.8.).

Bausnue Ipyrux JIEKapcTBEHHBIX MPEnapaToB Ha KJIAPUTPOMHUIIMH

[Tpenapatsl, sBisromuecss uHAykropamu uzopepmenta CYP3A  (mampumep, pudaMiunuH,
¢dennronn, kapbamazenuH, (heHOOapOHMTAN, 3BEepOOOW MPOABIPSABICHHBIN), MOTYT HHIYLIHPOBATh
MeTaboIM3M KIAPUTPOMUIIMHA. DTO MOXET HPHUBECTH K CyOTEepameBTUYECKOW KOHIIEHTpaluu
KJIApUTPOMUIIMHA, YTO MPUBOJIUT K CHUXeHHIo ero 3¢ddexruBHoctu. Kpome Toro, HeoOxoamumo
Ha0Jr01aTh 3a KOHIIEHTpanue nuaykropa uzopepmenta CYP3A B miazme KpoBH, KOTOpask MOXKET
MOBBICUTHCS M3-3a UHrubupoBanus nuzodepmenta CYP3A knapurpomunusom. IIpu coBmecTHOM
npuMeHeHun pudaOyTMHa U KJIapUTPOMHUIMHA HAOMIOAANOCh  MMOBBIIICHHE IJIA3MEHHOU
KOHIIEHTpauuu pu(adyTuHa W CHUXKEHHE CHIBOPOTOYHOW KOHLIEHTpAIMM KJIApUTPOMULIMHA C
MOBBILIEHHBIM PUCKOM Pa3BUTHUS YBEUTA.

Cnenyronue rmpenaparbl  OOJaJarOT JOKa3aHHBIM WJIM  TPEANoJjiaraéMbiM — BIUSHUEM Ha
KOHIEHTPALUIO KJIAPUTPOMUIIMHA B IUIa3ME€ KPOBH; B CIydae MX COBMECTHOTO NPHUMEHEHUs C
KJIApPUTPOMHULIMHOM MOJKET MOTpeOOBaThCS KOPPEKLIMsS 03 HIM Nepexoj] Ha albTepHATHBHOE
JIEYEHUE.

Dgasupens, Hegupanut, pupamnuyur, pugdadbymur u pughaneHmun

CunpHble UHIYKTOPBI cucTeMbl iuToxpoma P450, Takue kak 3¢daBupeH3, HEBUPAIUH, pUPaMIHUIIMH,

pudalOyTuH U pupaneHTUH MOTYT YCKOPATh METa0OIM3M KIApUTPOMMLIMHA U, TaKUM 00pa3oM,
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.01.2025 Ne 740
TIOHMKATh KOHIICHTPAIMIO KIADMTPOMHIIMHA B IUTa3Me| F (BMEQTE] ¢ TeM, TIOBBHBATH KOH UEHTPAIIHIO

14-OH-kyapuTpOMUIIMHA — METa0OJIMTa, TAKXKE SBISIOIIETOCS MHKPOOMOJIOTHYECKH AKTHBHBIM.
[TockonbKy MHMKpOOMOJIOTHYECKAsh AaKTHBHOCTh KiapuTpomunuua, u 14-OH-knapurpomuiuHa
OTJIMYAETCS B OTHOIICHUU PA3IMYHBIX OaKTepui, TeparneBTUYecKuil 3(h(PeKT MOKET CHUKATHCS MPU
COBMECTHOM MPUMEHEHUH KJIApUTPOMUIIMHA U UHIYKTOPOB (DEpMEHTOB.

Ompasupun

KoHuenTpanuss KIapuTpoMHUIIMHA CHU)KAETCS MPU MCIOJIb30BAaHUM ITPAaBUPUHA, HO IOBBIIIAETCS
KOHIIGHTpanus  akTuBHOro  Merabomurta  14-OH-knmaputpomunmna.  Ilockombky — 14-OH-
KJIQPUTPOMULIMH O0JIaJaeT HU3KOM aKTMBHOCTHIO MO OTHomeHHt0 K MAC-undekuusm, MOXKeT
MEHSTbCS OO0INas aKTHBHOCTh B OTHOILICHHMH 3TUX BO30yauTenei, mosromy it jeueHus MAC
CIIeIyeT pacCMaTpUBaTh AJIbTEPHATUBHOE JICUCHHE.

DnyKkonaszon

CoBMecTHBI TTpreM (prykonaszona B 103e 200 Mr exXeTHEBHO U KJIapuTpoMuIHa B 1o3e 500 Mr 1Ba
paza B cyrku y 21 310poBOro A0OpOBOJIBIIA TPUBEIO K YBEIUYECHHUIO CPEIHEr0 3HAUCHHS
MUHHUMAJIbHOW paBHOBECHOW KoHueHTpaiuu kiaputpoMuiiiHa (Cmin) 1 AUC nHa 33% u 18%
COOTBETCTBEHHO. [Ipy 3TOM COBMECTHBIN MpHUEM 3HAUUTEIHHO HE BIUSII HA CPEIHIOI0 PABHOBECHYIO
KOHIEHTpAlMI0  akTUBHOro  merabonuta  14-OH-xnmaputpomunimuna.  Koppekiuus — 103blI
KJIApUTPOMHIIMHA B CITy4ae COMYTCTBYIOMIETO MpreMa (IyKoHa3ona He TpeOyercs.

Pumonasup

DapMaKOKMHETUYECKOE HCCIEAOBAHNE I10Ka3ajlo, YTO COBMECTHBIM IPHEM PUTOHABHpA B J103€
200 Mr xaxxaple BOCEMb 4acoB M KiapuTpoMuuuHa B no03e 500 mMr kaxnaele 12 yacoB mpuBen K
3aMETHOMY MOJIaBJIEeHUI0 MeTabosn3Ma KiIapuTpomuiuHa. [Ipy coBMeCTHOM mpueMe pUTOHaBUpa
Cmax KmapuTpoMuuHa ysennumiack Ha 31%, Cmin yBenuuunack Ha 182% u AUC yBennunnace Ha
77%. bbul0 OTMEYEHO NMpaKTHYECKH IOJIHOE MojaBieHue obpasoBanus 14-OH-knapurpoMuiuHa.
bnarogaps lIIMpoKOMy TEpaneBTUYECKOMY JUana3oHy KJIAPUTPOMHUIMHA YMEHBIIEHUE €r0 03Bl Y
MalMeHTOB C HOPMAJIbHOW TMOYeUYHOW (yHKIHMEH He TpeOyeTcs. Y NaAlMEeHTOB C TMOYEeYHOU
HEJ0CTAaTOYHOCTBIO 11eJ1IeCO00pa3HO PACCMOTPETh CIEAYIOLIUE BapuaHThl Koppekuuu 1036l pu KK
30 — 60 Mi1/MHH J103a KJIapUTPOMHULIMHA JOJDKHA ObITh yMeHbIeHa Ha 50%; npu KK menee 30 mi/mMun
71032 KJIApUTPOMUILIMHA JOJDKHA OBITh yMeHbIeHa Ha 75%. PuToHaBUp He cieqyeT COBMECTHO
MPUHUMATH C KJIAPUTPOMHUIIMHOM B J103aX, IPEBBIIIAIOMNX | T/CYTKH.

Cxo/1HbIe KOPPEKIINH 103 JOJKHBI pacCCMaTpUBATHCS y MAllMEHTOB CO CHIKEHHOUW (pyHKIIMEN moyek,

CCJIM pUTOHABUP HUCIIOJIB3YCTCS KaK (I)apMaKOKI/IHCTI/I‘{CCKI/II‘/’I CYCHIIUTCJIb» IIPU NPUMCHCHUHU APYTUX
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 16.01.2025 N2 740
MHruOuTOpoB  mpoTeassl BUY,  BKiouas| aTasaHgBAp[|H [ CAKBAHABUPH ((CM: |, MOAPasen

«/IByHanpaBieHHOE B3aUMOJIEICTBHUE JIEKAPCTBY).

I[eflCTBI/Ie KJIapuTpOMHUIIMHA Ha APYTHUEC JICKAPCTBCHHBIC MIPCTIapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXXHO BO3HHUKHOBEHHE IKEIIYJAOYKOBOW TaXWKApAUM THUINA «IHPYIT» IMPH COBMECTHOM
NPUMEHEHUN KIAPUTPOMHIIMHA W XUHUIMHA WM aAu3onupamuaa. [Ipu omgHOBpeMEeHHOM mpueme
KJIApUTPOMHULIMHA C JTUMH TpernapaTaMd  CIEAyeT pPEryasipHO IPOBOAUTH  KOHTPOJIb
ANEKTPOKapAUOrpaMMBbl Ha MpeAMET y/uinHeHus uHTepBaia QT, a Takxke cienyeT KOHTPOIUPOBaTh
CBIBOPOTOYHBIE KOHLIEHTPALIUU ATHX MPENapaToB.

[Ipy MOCTMapKETMHIOBOM NPUMEHEHHH COOOIIAIOCh O CIyYasX Pa3BUTUS TUIOTIUKEMHUH TPU
COBMECTHOM TMpHeMe KJIApUTPOMHIMHA © Jau3onupamuga. HeoOXoaumo KOHTPOJIHPOBATH
KOHIIEHTPALIMIO TIIOKO3bl B KPOBH IMPH OAHOBPEMEHHOM NPUMEHEHUU KJIAPUTPOMHUIMHA H
TU30MHpaMUa.

IlepopanvHule eunoziukemuyeckue cpeoCmea/uHcyIuH

[Ipr coBMECTHOM NMPUMEHEHUH KIAPUTPOMHIMHA U TMEPOPATBHBIX THIIOTJIMKEMHYECKUX CPENICTB
(Hampumep, TMPOU3BOAHBIE CYIb(QOHUIMOYEBUHBI) W/WIM HMHCYJIMHA MOXET HaOII0aThCs
BbIpaXeHHasi runoriukeMus. OIHOBPEMEHHOE NPUMEHEHHE KIAPUTPOMHUIIMHA C HEKOTOPBIMU
TUIOTJIMKEMHYECKUMHE  TIperapataMu  (HampuMep, HATEeTJIMHUA, THOTJIUTAa30H, pEHarivuHui |
POCHUIIIMTA30H) MOKET MpUBECTU K MHruouposanuto nzopepmenta CYP3A knapuTpoMumHOM, B
pe3yjibTare dYero MOXET pa3BUThCS THIOTIMKeMHs. PekoMeHnayercs TIHIATeNbHbI KOHTPOJIb
KOHIIEHTPALIUH TJIIOKO3bI.

Bzaumooevicmeus, obycnosnennvie uzogpepmenmom CYP3A

CoBMecCTHBIN NpUeM KIapUTPOMHUIIMHA, KOTOPBIN, KaK U3BECTHO, HHTUOUpyeT nzopepmeHT CYP3A,
U TpenapaToB, NEpBUYHO MeTabonu3upyooumxcs nzopepmentrom CYP3A, MoxeT accouuupoBaTbes
C B3aUMHBIM TIOBBIILIEHMEM WX KOHLEHTpAIMH, YTO MOXKET YCWIMTh WM MPOJIUTh Kak
TepaneBTUYECKHe, Tak U T0004yHbIe S(dexThl. KmapuTpoMuluH cieayer ¢ OCTOPOKHOCTHIO
NPUMEHSTh TalMeHTaM, TOJYYaloNM TIpenapaThl, SBISFOIIHECS CcyOcTpataMu HU30(pepMeHTa
CYP3A, ocobeHHO eciau 3TH NpenapaTbhl UMEIOT Y3KUM TepaneBTUYECKHH uarna3oH (Hampumep,
kapOamaszenuH), W/WIK HWHTEHCUBHO MeTa0omu3upyrTcs »HTuM  (epmeHToM. B ciydae
HEOOXOJMMOCTH JIOJDKHA TMPOBOIUTHCS KOPPEKIHS J03bI TpenapaTra, MPUHAMAaeMOTO0 BMECTE C
KJIApUTPOMHIIMHOM. Takke, 0 BO3MOXKHOCTH, JTOJDKEH MPOBOIUTHCS MOHHTOPUHT CHIBOPOTOYHBIX

KOHIIEHTpaLUi penaparoB, epBUYHO MeTabonusupyonmxcs nzopepmenrom CYP3A.
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ot 16.01.2025 N2 740
MeTtabonusm creayromux npenaparos/Knaccds oCyliequBIALTE FoNt JKeru3odepMeHEoM G Y P3A,

COOTBETCTBYET QRCHEFTHOMY QTYETY

4TO0 M MeTa0oJM3M KJIAPUTPOMHUIIMHA, HANpPUMEp, AINpo30JiaM, KapOaMa3enHH, LHIOCTA301l,
OUKJIOCIIOPUH,  JU30MUPAaMUJ, METWINPEIHU3O0JIOH, MHJIAa30jaM, OMENpa3oil, HemNpsMbIe
AHTUKOAryJsHTHl (Hampumep, BapdapuH), aTUMHYHbIE aHTUIICUXOTUYECKUE CPEICTBa (HAIpUMeED,
KBETHAIIWH), XUHUAWH, prudadyTHuH, criieHa]wI, TaKpOIUMyC, Tpra3oaM U BUHOIAcTHH. Takxke K
aronucrtaM u3odepmenta CYP3A oTHOcATCA cieayronye Ipernaparbl, MPOTUBOMOKA3aHHBIE K
COBMECTHOMY NPUMEHEHHUIO C KIAPUTPOMHUILIMHOM: aCTEMH30J, IU3ANpUa, MUMO3UA, TepPeHa HH,
JIOBacTaTUH, CHUMBACTaTHH M ajKalouibl cropbiHbM (cMm. pazgen 4.9.). K mnpenaparawm,
B3aMMOJICHCTBYIOIUM TOJOOHBIM 00pa3oM dyepe3 apyrue u30(epMEHTHl B paMKaxX CHCTEMbI
utoxpoma P450, otHOCsATCS peHNTONH, TEOPUIUIMH U BaIbIIPOEBasi KUCIIOTA.

Henpsmvie aumuxoazynanmoi

[Tpu coBMecTHOM MpHeMe BaphaprHa U KIAPUTPOMHIIMHA BO3MOXKHO KPOBOTEUEHHE, BBIPAKEHHOE
yBemmuenne MHO u mpoTpomOuHOBOrO BpemMeHH. B ciiydae COBMECTHOrO NPHUMEHEHHUS C
Bap(aprHOM WK IPYTUMHU HETPSIMBIMU aHTHKOATYJITHTAMH HE0OX0uMO KoHTposmpoBath MHO u
IPOTPOMOMHOBOE BPEMSI.

IlepopanvHble anmukoazyisAHmMel NPAMO20 0eUCmBUs.

[lepopanbHblii AaHTUKOATYJISIHT MPSMOTO JEWCTBUS JaburatpaH sBJISETCS cyOcTpaToM JUis
s duokcHOro  Oenka-nepenocunka P-rmukomporenna (P-gp). PuBapokcaban wu anmkcaban
MeTtabonuzupyrores ¢ yaactuem uzopepmenta CYP3A4 u takxke sBIAOTCS cyocTparamu ais P-gp.
Crnenyer coOnroaTh OCTOPOKHOCTh MPHU OJAHOBPEMEHHOM NPHUMEHEHMH KIAPUTPOMHIIMHA C
JaHHBIMH TIpenapaTamMu, 0COOCHHO y MAIMEHTOB C BRLICOKUM PUCKOM KpOBOTeueHUs (cM. pasnen 4.4.).
Omenpa3zon

Knaputpomunus (mo 500 mMr kaxapie 8§ 4acOB) HCCIIEIOBAJICS Y 3/I0POBBIX B3POCIBIX JOOPOBOJIBIICB
B KoMOumHamuu c omemnpazoioM (mo 40 wmr exenHeBHo). [Ipy coBMeCTHOM NpHUMEHEHUU
KJIApUTPOMMILIMHA M OMeEIpa30ja PaBHOBECHbIE IUIa3MEHHBbIE KOHIIEHTPALMU OMerpa3oja Obuln
yBesmdeHBI (Cmax, AUCo24 1 T12 yBemmumiucek Ha 30%, 89% u 34% coorBercTBeHHO). CpenHee
3HaueHue pH xenynka B TeueHue 24 4acoB COCTABWIO 5,2 MpHU MpUEME OMEIPa3oia B OTIEIbHOCTH
U 5,7 npu npuemMe oMerpas3oja COBMECTHO € KIAPUTPOMUIITHOM.

Cunoenaghun, maoanaghun u éapoeragun

Kaxxapiit u3 3Tux nHruouTopoB docdoaudcrepasbl METAOOIUZUPYETCS, IO KpaltHel Mepe, YaCTUYHO
¢ yuactueM nzopepmenta CYP3A. B To xe Bpems uzopepmentr CYP3A MoxxeT HHTHOMPOBATHCS B

MNPUCYTCTBUH KIIAPUTPOMUIIMHA. CoBMecTHOE MNPUMCHCHUC KIApUTPOMHUIIMHA C CI/IJ'II[CHa(bI/IIIOM,
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ot 16.01.2025 N2 740
TaanaduIoM UK BapACHAQUIOM MOXKET NPYBECTH K HBENAYSHIIOHHTHOYPYIOMIET( BO3ACHOTBIS

COOTBETCTBYET QRCHEFTHOMY QTYETY

Ha pocdoamdcrepasy. [Ipu npuMeHEHNH STHX MPEnapaToB COBMECTHO C KIIAPUTPOMHUIITHOM CJIETyET
paccMOTpPETh BO3MOKHOCTh YMEHBIIICHHS 10361 cuiieHaduna, Tananaduina u BapacHaduia.
Teogunnun, kapoamazenun

[Ipy coBMECTHOM MPUMEHEHUU KIAPUTPOMUIIMHA M Teo(UIUIMHA WM KapOamas3enuHa BO3MOXKHO
MOBBIIIIEHUE KOHIICHTPALIMHU TaHHBIX MTPETapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHBIil MeTaboMM3M TONTEpOAMHA ocyliecTBiseTcss yepe3 2D6 uzodopmy muroxpoma P450
(CYP2D6). Opnako B YacTd MOMyJsAuuu, juiieHHo wuzodepmenta CYP2D6, meraboansm
npoucxoaut uepe3 uzopepment CYP3A. B sToli rpymnme HaceneHUs NojaBieHHEe H30(epMeHTa
CYP3A npuBoauT K 3HaYUTENHHO OOJiee BRICOKMM KOHIIEHTPAIMSAM TOJITEPOANHA B CHIBOPOTKE. B
MOMYJISIIIMKA ¢ HU3KUM ypoBHeM MeTabonu3ma uepe3 uzopepment CYP2D6 moxer nmoTpeboBarbes
CHI)KEHHE JI03bl TOJNTEPOAMHA B MPHUCYTCTBUU HHruOMTOpoB m3odepmenta CYP3A, Takux kak
KJIAPUTPOMMIIMH.

benzoouazenunvl (Hanpumep, arnpazonram, Muoa3onam, mpuasonam)

[Tpu coBMecTHOM MpUMEHEHUH MUAa3071aMma U TabaeTok kinapurpomuiinia (500 Mr 1Ba pa3za B CYTKH)
ormeuanoch yBenumuenne AUC wmupasonmama: B 2,7 pas3a Mocie BHYTPUBEHHOTO BBEACHUSA
muazonama. Eciu BMecTe ¢ KIIapuTPOMUIIMHOM MPUMEHSIETCS BHYTpUBEHHAs (popma Mugazonama,
ClIelyeT TIIATENIbHO KOHTPOJIMPOBATh COCTOSHUE NAIlMeHTa JJIs BO3MOXKHOM KOPPEKLMU J103bI.
BBenenue nexkapcTBEHHOIO Mperapara 4epe3 CIHU3HUCTYI0 000JI0YKY IOJIOCTH PTa, KOTOpPOE JaeT
BO3MOXHOCTh OOONTH NpPECHUCTEMHYIO JIMMHUHALIMIO JIEKApCTBEHHOTO Iperapara, CKOpee BCEro,
NpHUBENET K B3aMMOJEHUCTBHIO AaHAJIOTMYHOMY TOMY, KOTOpOE HaOJI0/aeTcsi MpU BHYTPUBEHHOM
BBEJICHUH MHJ1a30J1aMa, a He NP MepopaibHOM IIpUEME.

Takue >xe Mepbl MPEJOCTOPOKHOCTH CIEAYEeT MPUMEHSITh U K JIPYTUM O€H30Ma3enHaM, KOTOpbIe
Metabommsupytorcsi  u3zopepmentom CYP3A, Brmouas Tpuazonam u - ammpaszonam. [Jlns
0OEH30/1Ma3eNMHOB, BBIBEIEHHE KOTOpPhIX He 3aBUCUT OT uzopepmenra CYP3A (temazenawm,
HUTpa3emnaM, Jiopas3ernam), MaJOBEpOSTHO  KIMHUYECKHM 3HAYMMOE€  B3aUMOJEHCTBHE C
KIIAPUTPOMHUIIMHOM.

[Ipy COBMECTHOM NpPUMEHEHUHM KIAPUTPOMHIIMHA W TpHa3ojiaMa BO3MOXKHO BO3JEHCTBHE Ha
HeHTpanbHy0 HepBHYIO cuctemy (LIHC), HanmpuMep, COHTUBOCTh U CITyTAHHOCTH CO3HaHMS. B CBs3M
C 9THUM, B Cllydae COBMECTHOTO MPUMEHEHHUS, PEKOMEHIYETCsl CIeIUTh 32 CHMITOMAMU HapylIEeHUs

ITHC.
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COOTBETCTBYET QKCNEFTHOMY OTYETY
ot 16.01.2025 N2 740
B3auMoaeicTBus ¢ APYruMU OpenaparamMmu (NOCNEOOBATENBHOCTE 0002)

L L

Konxuyun

Konxunun sBnsiercs cyOctpatom kak m3odepmenta CYP3A, tak u Oenka-nepenocuuka P-gp.
M3BeCTHO, YTO KIAPUTPOMMULUH M JPYTH€ MaKpOJUAbI SIBISIOTCS MHTHOMTOpaMHM H30(pepMeHTa
CYP3A u P-gp. Ilpu coBMEeCTHOM TIpHieMe KIApUTPOMHUIIMHA M KOJXHIIMHA WHruOupoBanue P-gp
w/mwm  m3odpepmenta CYP3A MokeT TNpuUBECTH K YCWICHHIO JICHCTBUS  KOJNXMLHWHA.
3aperucTpupoBaHbl MOCTMAPKETUHTOBBIE COOOIIEHHUS O CIIydasX OTPAaBJICHHS KOJXHIIMHOM IIPU €ro
OIIHOBPEMEHHOM IIpUEME C KIAPUTPOMMIIMHOM, 4Yalle y IOKWIBIX NanueHToB. Hekoropsie u3
ONMCAHHBIX CIIy4aeB MPOUCXOAWIN C NAlMEHTaMH, CTPAJAIOLIMMU [MOYEUYHOM HEAOCTATOYHOCTHIO.
Kak coo0manoch, HEKOTOpBIE Cllydyad 3aKaHUYMBAIHMCH JIETAIbHBIM HCX0I0M. OIHOBpeMEHHOE
NPUMCHEHHE KIAPUTPOMHUIIMHA M KOJIXUIMHA POTHBOIIOKa3aHo (cM. paszaen 4.9.).

Jueokcun

[Ipennonaraercsi, 4yTo AMIOKCHH sBiseTcs cyocrparom P-gp. M3BecTHO, 4TO KIAPUTPOMUIIMH
uHruoupyer P-gp. Ilpu coBMecTHOM mpueMe KIApUTPOMMIMHA U JWIOKCHHA WHIHMOHWpOBaHME
P-gp KI1apuTPOMULIMHOM MOXET MPUBECTU K YCUIIEHUIO AEUCTBUS TUTOKCHHA. [locTMapKkeTHHIOBbIE
WCCJIEJOBAHMsl MOKA3aJId, YTO COBMECTHBIM NpPUEM JMIOKCHMHA M KJIAPUTPOMHUIMHA TAK)KE MOXKET
IIPUBECTH K IOBBIIICHUIO CHIBOPOTOYHON KOHUEHTPALMM AWTOKCHUHA. Y HEKOTOpBIX NALMEHTOB
OTMEYAINCh KJIMHUYECKUE CUMIITOMBI OTPABJICHUS IUTOKCUHOM, BKJIF0Yasi IOTEHIUAIBHO JIETAJIbHbIE
aputMud. Ilpu CcOBMECTHOM mpueMe KIAPUTPOMMIMHA M JUTOKCHHA CJENyeT TIIATeIbHO
KOHTPOJIMPOBATh KOHLIEHTPALMIO IMTOKCHHA B CBIBOPOTKE.

3udosyoun

OnHoBpeMeHHBIN MpueM TabJIETOK KJIAPUTPOMUIIMHA U 3UI0BYJAMHA NIEpopajibHO B3pocibivu BNY-
MH(QUUIMPOBAHHBIMYM MMAllMEHTAaMH MOXXET NPHUBECTH K CHI)KEHHUIO PaBHOBECHON KOHIIEHTpAlMU
3UJI0OBYIMHA.

[TockonpKy KIApUTPOMHULMH BIMSET HA BCACHIBAHUE 3MUJOBYAMHA IPU IEPOPAIBLHOM IIPUEME,
B3aMMOJICHCTBUSI MOXXHO B 3HAUUTEIbHOW CTENEHM HU30€XaTh, MpPUHUMAs KIAPUTPOMULMH H
3UJOBYIMH C MHTEPBAJIOM B 4 yaca.

[Tono6HOro B3ammojeiicTBuss He HaOmonamu y BUY-unduuupoBaHHBIX AeTel, MPUHUMABIINX
JETCKYI0 CYCIEH3UIO KJIAPUTPOMHUIMHA C 3UJOBYAMHOM WIH JUJAE30KCUMMHO3MHOM. [lockonbky
KJIAPUTPOMMUIIMH MOXKET MPENSATCTBOBATH BCACBIBAHUIO 3UI0BY/IMHA MPU UX OJJHOBPEMEHHOM IIpHEMe
BHYTPbB Y B3pOCIBIX MAllMEHTOB, MOA00OHOE B3aUMOICUCTBHE BPSI/ JIM BOZMOYKHO MPU HCTIOIb30BAaHUH

KJIApUTPOMULIMHA BHYTPUBEHHO.
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COOTBETCTBYET QKCNEFTHOMY OTYETY
ot 16.01.2025 N2 740
Denumoun u 8a1bNPOEBAs KUCIOMA (MOCNEOOBATENEHOCTE 0002)

L L

WmeroTcss maHHBIE O B3auMOACHCTBHsIX uHTHOMTOpoB m3odepmenta CYP3A  (Bkirouas
KIAPUTPOMHUIIMH) C TpenaparaMu, KOTOpPhIE HE METaOOIM3UPYIOTCS C MOMOINBI0 H30(epMEeHTa
CYP3A (peHuToMHOM M BaJIbMPOEBON KUCIOTOW). [l MaHHBIX MpenaparoB, MPU COBMECTHOM
MPUMEHEHUH C KIIAPUTPOMHUIIMHOM, PEKOMEHIYETCS OIpeIeJICHHE NX CHIBOPOTOYHBIX KOHIICHTPAIIHA,
TaK KaK UMEIOTCSI COOOIIEHUS 00 WX MOBBIIICHHH.

JIByHAnpaBlIEHHOE B3aUMOJIEHCTBIE JIEKAPCTB

Ama3zanasup

Knaputpomuniua u arasaHaBup SIBISIOTCSA Kak cyOcTparamu, TaKk U MHTHOUTOpamu uzodepmeHTa
CYP3A. CymectByeT CBHIETENHCTBO JABYHANPABICHHOTO B3aUMOJEHCTBUSI 3THUX IIPEMapaToB.
CoBMecTHOE puMeHeHue kiaaputpomunirHa (500 mr aBa pasa B cyTkH) u araszaHasupa (400 mr oaux
pa3 B CYTKHM) MOXET NPUBECTH K JBYKPATHOMY YBEIMYEHHIO BO3JCHCTBUS KIAPUTPOMHIIMHA U
ymeHblIeHuto Bo3aeicTBus 14-OH-knaputpomunnna Ha 70%, ¢ ysenuuenuem AUC arazanaBupa Ha
28%. brarogaps mLupoKOMy TepareBTUYECKOMY JUana3zoHy KJIapUTPOMUIIMHA YMEHBIIEHUE €TI0 JI03bI
y TAlIMEHTOB ¢ HOPMAJIbHOW (PYHKITMEH MoYeK He TpeOyeTrcs. Y MalnueHTOB ¢ yMEPEHHOU MOYeYHOM
HepoctaToyHocTh0 (KK 30-60 Mi/MuH) 103a KIapUTPOMUIIMHA T0JKHA OBITH yMeHbIeHa Ha 50%.
VY nanuentoB ¢ KK Menee 30 Ma/MuH 103y KIapUTPOMUIIMHA CIIEAYET CHU3UTH Ha 75%, UCmonb3ys
JUTSL TOTO COOTBETCTBYIOIYIO JIEKaPCTBEHHYIO (popmy KimaputpoMuiinHa. KinaputpoMunyH B 103ax,
npesbimaomux 1000 Mr B CyTKH, HEIb3s MPUMEHSTh COBMECTHO C HHTUOMTOpaMH MPOTEas.
broxamopul «meoneHubix» Kaniblyuesvix KAHANO08

[Ipu omHOBpEMEHHOM NPHUMEHEHUU KIAPUTPOMHIIMHA M OJIOKATOPOB «MEIJICHHBIX» KallbIIMEBBIX
KaHAJIOB, KOTOpble MeTabomm3upytorces uzopepmentom CYP3A4 (manpumep, Bepamamud,
aMJIOAWINNH, JIWITHA3eM), CJeNyeT COOJII0/IaTh OCTOPOXKHOCTb, IOCKOJIBKY CYILECTBYET PHUCK
BO3HUKHOBEHHUSI apTepUabHON runoTeH3uu. [1na3MeHHble KOHIIEHTPalluy KIApUTPOMUIIMHA, TaAKXKeE,
KaK ¥ OJIOKaTOpOB «MEIJICHHBIX» KaJbI[MEBHIX KaHAJIOB, MOTYT MOBBIIIATHCS MPU OJHOBPEMEHHOM
NPUMEHEHUU. ApTepuaiabHasi TUINOTEH3Ms, OpaguapuTMus M JAKTOAlMJ03 BO3MOXHBI IIpU
OJIHOBPEMEHHOM MpHeMe KJIapUTPOMHULIMHA U BepanaMuia.

HUmpaxonason

KnaputpoMuIliH U UTPaKOHA30] SBISIOTCS cyOcTpaTamu U uHruouropamu uzopepmenta CYP3A,
YTO ONpEeeNsIeT IByHANPaBIEHHOE B3auMO/IeHCTBUE ITpenapaToB. KilapuTpoMUIIMH MOXET OBBICUTD
KOHIEHTPALMIO UTPAKOHA30J1a B [1JIa3Me, B TO BpeMsI KaK UTPAKOHA30JI MOXET MOBBICUThH TUIa3MEHHYIO

KOHICHTPAUIO KIIAPUTPOMUIIMHA. HaL[I/IeHTOB, OOIHOBPCMCHHO IMPUHUMAIOIIUX HWTPAKOHA30J H
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COOTBETCTBYET QRCHEFTHOMY QTYETY

ot 16.01.2025 Ne 740
KIIADUTPOMHUIIMH, CIEIYET TIIATENBHO O00CIen0BaTh | [HE) (HAVMHIEE CANTTTONOB (YCHIRHHAS | NI

YBEJIMUEHUS JUTUTEILHOCTH (papMakoIornueckux 3(pPeKToB 3TUX MpenapaTos.

Caxkeunasup

KnaputpoMunyiH 1 cakBUHABHD SIBJISAIOTCS cyOcTpaTamu U uHruOuTopamu nzopepmenta CYP3A, uto
omnpezenseT JABYHAIllPaBICHHOE B3aWMoOJEWCTBUE TmpenapaToB. OIHOBpEMEHHOE MPUMEHEHHE
kinaputpomunirHa (500 mMr nBa pasa B CyTKH) U CaKBMHaBMpa (B MATKUX >KEJIATMHOBBIX Kalcysax,
1200 Mr tpu paza B cyTku) y 12 310poBbIX 100poBoibieB Bb3biBaio yBenunueHHe AUC u Cmax
cakBuHaBupa Ha 177% wu 187% COOTBETCTBEHHO, B CpPaBHEHHWH C IPUEMOM CaKBHHABHpa B
otnenbHocTU. 3HaueHUsI AUC U Cax KiIapuTpoMHIIMHA ObUTH NpUOIU3UTENbHO Ha 40% BbIIIE, YeM
pU MOHOTEpANuU KIApUTPOMULIIMHOM. [IpM COBMECTHOM NMPUMEHEHUHU 3TUX JBYX IpenaparoB B
TEYEHHUE OTPAHWYCHHOTO BPEMEHH B [103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKLHUS 03Bl HE
TpeOyercs. Pe3ynbrarhl uccienoBaHUS JIEKAPCTBEHHBIX B3aHMMOJCHCTBHII € HCIOIb30BAaHHEM
CaKBMHAaBHpa B MATKUX JKEIATMHOBBIX KalCylaX MOTYT HE COOTBETCTBOBaTh dddexram,
Ha0JII0/JaeMbIM IPH NPUMEHEHUU CAKBHHABHpa B TBEPJBIX JKEJIATUHOBBIX Karcynax. Pe3ynbraTel
UCCJIEIOBaHMsI JIEKAPCTBEHHBIX B3aUMOJEWUCTBUN IPU MOHOTEpANMHU CAKBUHABUPOM MOIYT HE
CcOoOTBeTCTBOBaTh 3¢ dekTam, HaOIIOJaeMbIM IMpU TEepanud CaKBUHAPUHOM/pUTOHaBHpOM. I[Ipu
pHeMe CaKkBHHABHpa COBMECTHO C PUTOHABUPOM CJIEAYET YUUTHIBATh MOTCHIMAIBHOE BIIHMSHHE
PUTOHABHpA Ha KIAPUTPOMHUIIMH.

Coemecmnoe npumenenue ¢ 2UOPOKCUXTIOPOXUHOM U XTOPOXUHOM

Jannple  HaOMIOAGHWI  TOKa3aldM, YTO COBMECTHOE MPUMEHEHHE  a3UTPOMHIIMHA  C
TUAPOKCUXIIOPOXHUHOM Y MAIlMEHTOB C PEBMATOUIHBIM apTPUTOM CBSI3aHO C MOBBILIEHHBIM PUCKOM
CEP/IEUYHO-COCYIAUCTBIX COOBITUM M CEepAECYHO-COCYAMCTOM CMEpPTHOCTH. M3-3a BO3MOXKHOTO
AQHAJIOTMYHOT'O PUCKA MPU MPUMEHEHUH JPYTUX MAKPOJIMJIOB B COUETAHUU C THJIPOKCUXJIOPOXUHOM
WM XJIOPOXMHOM CJEAYyEeT TIIATEIbHO B3BECUTh COOTHOILECHHUE MOJb3bl U PUCKA, MPEXIE UYEM
HA3HAYUTh KIAPUTPOMHUIIMH JIOOBIM TAlMeHTaM, MPUHUMAIONIUM THUIPOKCUXJIOPOXUH WU

XJIOPOXHH.

4.6. @epTUILHOCTb, 0ePeMEHHOCTDb M JIAKTALMA

bepemenHoCTh

be3zonacHOCTh IpUMEHEHHUsT KJIAPUTPOMHUITIHA BO BpeMsi 0€peMEHHOCTH HE YCTaHOBJICHA.
OCHOBBIBAsICh Ha Pa3IMYHBIX PE3YNIbTATaX, MOJYYCHHBIX B UCCIIEOBAHMSIX HA )KUBOTHBIX, a TAKXKE HA

OIIBITC IPUMCHCHUA Y J'IIOIICﬁ, HCJIB35 UCKIIFOYHUTH BO3MOXKHOCTD He6J'IaFOHpI/I$ITHOFO BO3JICHCTBUSA Ha
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.01.2025 Ne 740
smOproderanbHoe passuThe. Hexoropeie | HaOMIOAITIENEHBIE | BECAGIOBAHML, ( PUSANBAIQIINE

BO3/elcTBUE KiapuTpoMuliaa B [ u Il TpumecTpax O€peMEHHOCTH, BBISIBHIIM MOBBIIIEHHBIH PUCK
CaMOIPOM3BOJILHOTO a00PTa [0 CPABHEHHUIO C OTCYTCTBUEM aHTUOMOTHKOTEPAITNH WM TPUMEHEHUEM
JpYrux aHTUOMOTHKOB B aHAJOIMYHbIE CPOKU OepeMeHHOCTH. VIMeromuecs 3MuIeMHOI0InYecKre
MCCJICIOBAHMSI PUCKA CEPBE3HBIX BPOXKICHHBIX ITOPOKOB Pa3BUTHs NPU NPUMEHEHUH MAaKpOJIHJOB,
BKJTI0Yast KJIAPUTPOMHUIIMH, BO BpeMs O€peMEHHOCTH JIEMOHCTPUPYIOT IPOTHUBOPEUYHBBIE PE3YIbTATHI.
[TpuMeHeHne KIAPUTPOMHUIIMHA ITpH OepeMeHHOCTH (0COOeHHO B | TpuMecTpe) BO3MOKHO TOJIBKO B
clIy4ae, KOrza OTCYTCTBYeT albT€pHATHBHAs Tepamnus, a IOTCHIMAIbHAs II0Jb3a Ul MaTepH
IIPEBBINIACT MOTCHIIMAIBHBIA PUCK JJIA IUIOAA.

Jlakranus

bbulo ycTaHOBIIEHO, UTO PEOEHOK, HAXOJUBLIMICS HAa IPYAHOM BCKAPMIIMBAHUM, MOXKET MOJIYYUTh
okos10 1,7% OT MaTepMHCKOM [03bl KIAPUTPOMHULIMHA, C IIONPAaBKOM Ha Maccy Tejla MaTepH.
be3onacHOCTh NpUMEHEHMs] KJIAPUTPOMULIMHA [ JACTed Ha TIPYyIHOM BCKApPMIIMBAHMM HE
ycraHoBieHa. [Ipyu Heo6X0AMMOCTH ITpreMa B IEPUO]] TPYAHOI0 BCKaPMIIMBAHUS KOPMJIEHHUE TPy IbIO
HE00XO0IUMO MPEKPATUTD.

DepTHabHOCTD

I/ICCJ'IC,I[OBaHI/IH, IMPOBCACHHBIC HA KPbICAX, ITOKA3AJIM OTCYTCTBHUC BIIUAHUS HA (i)epTI/IJ'ILHOCTB.

4.7. BausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeICTBAMHM M PpadoTaTh ¢
MeXaHU3MaMH

JlaHHBIE OTHOCUTETHFHO BIUSHUS KIAPUTPOMUIIMHA HA CTIOCOOHOCTH K YIPABICHUIO TPAHCIIOPTHHIMH
CpeICTBaMU U MEXaHU3MaMH OTCYTCTBYIOT.

Crnemyet co0i01aTh OCTOPOKHOCTD MPH YIIPABICHUH TPAHCTIOPTHBIMH CPEACTBAMHU M MEXaHU3MaMH,
YUHUTHIBASI MOTEHUUAIBHYI0 BO3MOXHOCTh T'OJIOBOKPYXEHUS, BEPTUIO, CIYTAaHHOCTH CO3HAHUS U

AC30PUCHTAIMU, KOTOPBIC MOT'YT BOSHUKHYTH ITPU IIPUMCHCHUHN JAHHOTO IIpCIiapara.

4.8. HexkesiaTeJIbHBIE peaKIuu

PesromMe HexenaTeabHbIX pPeaKInil

HexxenarenbHble peakuuy NEPEeUHCICHbI HIKE B COOTBETCTBUHU C KiacCH(UKanuell 0 OCHOBHBIM
CHCTEeMaM M OpraHaM M YacTOTE€ BCTPEYaeMOCTH, KOTOpas Obla OmpesiesiieHa B COOTBETCTBHH C
knaccudukanueit BcemupHoii opranuzanuu 3apasooxpanenus (BO3): ouens yacto (= 1/10); yacto

(> 1/100 no <1/10); Hewacto (> 1/1 000 o <1/100); penko (> 1/10 000 Ho <1/1 000); oyenb peako
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.01.2025 Ne 740
(< 1/10 000); yacroTa Hen3BecTHA (HA OCHOBAHMHM UMEHQIIHXCH JIAHHBIX OTIEHHLHHEBOBMOIKHO);

Hngpexyuu u unsazuu

1 3

Hewacto: muemmonuT!, KaHAWIO3, TaCTPOPHTEPUT?, BTOpHYHBIE HMH(EKIMKM® (B TOM dYHCIE
BaruHaJIbHBIC).

YacToTa HEeM3BECTHA: IICEBAOMEMOPAHO3HBIN KOJIUT, POXKA.

Hapywenus co cmoponvl ummyHnot cucmemsl

Yacro: ChIIb.

Heuacto: aHaduIakTOMIHAS peakuusa', TMIepYyBCTBHTENHLHOCTH, NEPMATHT OYIIE3HBIH’, 3y,

KparMBHHUIIA, MAKyJIO-TIAMyJIe3HAs ChIb®,

YacToTa HEM3BECTHA: AaHTMOHEBPOTHYECKHH OTEK, aHa()UIaKTHUECKasi PeaKLnsl, Cephe3HbIe KOKHbIC
HE)KEJNaTeNbHbIE peakuuu (HampuMep, OCTPHI TeHEepaJNM30BAHHBIA JK3aHTEMATO3HBIN MyCTyse3
(OI'2I1)), 3m0KayecTBEHHAs FKCCyAaTUBHAs spurema (cunapom CtuBeHca-/[KOHCOHA), TOKCHYECKUH
SNUEPMaIbHbBII HEKPOJIU3, JEKAapCTBEHHAs ChIIlb C Y03MHOGMINEH M CUCTEMHON CHUMIITOMATHUKOM
(DRESS-cunapom).

Hapywenusa memaboauzma u numaHusi

HeuacTo: aHOpekcusi, CHUKEHUE alleTUTa.
Tcuxuueckue napywenus

HeuacTto: 6ecrokoiicTBO, IOBHIIEHHAs BO30YIUMOCTE .

Yacrora HEW3BECTHA: CIYTAaHHOCTh CO3HAHWS, NETEPCOHAIM3ALMS, NETPEecCus, Ie30pUCHTAINS,
TaJUTIOLIMHAIMM, HApyLICHUs CHOBHMJIEHMH («KOIIMAapHbIE» CHOBUJAEHUS), MCHUXOTHYECKHE
paccTpoiicTBa, mapecTes3us, MaHuUs.

Hapywenus co cmopoHbl HepeHOlL cucmembl

Yacro: royioBHas 00J1b, 0ECCOHHUIIA, TUCTEB3HS.

HeuacTo: noTepsi CO3HaHUSA', TUCKUHE3HSA', TOJTOBOKPY/KEHHE, COHIUBOCTh, TPEMOP.

YacToTa HEM3BECTHA: CYJAOPOIH, areB3us (MOTeps BKYCOBBIX OILIYLIEHHH), MapocMusl (M3BpalleHue
00O0HSHUS), aHOCMUSI (TTOTEPst OOOHSHUS).

Hapywenus co cmoponvl opeana ciyxa u iabupunma:

Heuacro: BepTuro, HapyIiieHue ciyxa, 380H B yIlIax.

YacToTa HEeM3BECTHA: MOTEPS CIyXa.

Hapywenus co cmoponul cepoya

1

HewacTo: ocraHoBka cepanal, GuOpwUIAMHES Tpenacepauiil, yeBemwueHne wHTepBama QT Ha

QJICKTpOKapAuorpamme, 3KCTpaCI/ICT0JII/IH1, (0)118%11(S)515(§ CepI[I_IC6I/ICHI/I$L
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.01.2025 Ne 740
YacToTa HEM3BECTHA: XKEITYJOYKOBAS TaXMKAPMWSA, B (TOM(AGIE (TANEA] KIHRYADE: hubpHyDimus

KEITYI0YKOB.
Hapywenus co cmoponwl cocydos

YacTo: Ba3oMIaTaIMs .

YacToTa HEeM3BECTHA: KPOBOTCUCHHE.

Hapywenus co cmopomwl ObixamenvbHol cucmemvl, Opeano8 epyOHOU KIemKu U CPe0O0CmeHUs.:
Heuacro: actmal, HocoBoe kpoBoTeueHue?, TpoM6OIMOOIHS TerOYHOM apTepun’.
JKenyoouno-kuweunvie napyuieHus.:

Yacro: quapes, pBoTa, JUCIEICHs, TOLUIHOTa, 00JIb B 00JIACTH KUBOTA (TaCTpaIThs).

Hewacto: »300arut!, racrtpossodareansHas peduioKcHas OOIe3Hb2, TacTPUT, HPOKTAITHsZ,
CTOMATHT, TJIOCCHUT, B3JyTHE >KUBOTA, METCOPU3M, 3aIOp, CyXOCTh BO PTYy, OTPBDKKA, XOJIECTa3,
remaTuT, B TOM YHCJIe XONeCTATHUECKUH UM IeNaToeToApHbIA®,

YacToTa HEM3BECTHA: OCTPBI MAHKPEATHUT, M3MEHCHHE I[BETa s3bIKa M 3y0OOB, XOJECTaTHYECKast
KEJTyxa, IeUYCHOYHAas HEeJI0CTATOYHOCTb.

Hapywenusi co cmopoHbl Kodicu U NOOKOICHBIX MKAHEI.

YacTo: HHTEHCHBHOE MIOTOOTAEIICHHUE.

YacToTa HEeM3BECTHA: aKHE.

Hapymeuuﬂ CO CMOpPOHbL szwelmoﬁ, CKenemHou U COeOUHUMENbHOU MKAHU.

3 2

HeuacTo: MEIIIIEYHEIN CITa3M , KOCTHO-MBIIIICYHAas CKOBaHHOCTbl, MHUAJITHUA".

YacToTa HEM3BECTHA: PAaOIOMUONII3>*, MHOMATHSL.

Hapywenus co cmopoHbl nouex u Mouesbleo0sumux nymeli:

YacToTa HEM3BECTHA: IMOYCYHAS HEIOCTATOYHOCTh, HHTEPCTUIINATBHBIA HEPPHT.
Obwue napyuweHus u peakyuu 8 mecme 66e0eHUsL:

OueHb yacTo: GeOUT B MecTe HHBEKIUH .,

YacTo: 6016 B MecTe I/IH’beKI_II/II/Il, BOCIIAJICHHUEC B MECTC I/IH’beKI_[I/II/Il.

3

Heuacro: HenoMoraaue®, THIIepTepMuS’, acCTeHHs, 6OIb B TPYAHON KIeTke?, 031067, yrommsemocTs®.

Jlabopamopnvie u uHcmpymeHmanbHvle OaHHble:

YacTo: OTKIIOHEHHE B TIEYCHOYHOH TIPooe.

HeuacTto: mnoBbimieHHE KOHIOCHTpaluu KpCaTI/IHI/IHal, IMOBBIIICHHUC KOHICHTpAIUU MO‘-ICBI/IHLI]',

1 4 4

U3MEHEHHE OTHOUIEHHS] albOyMUH — TJIOOYIUH', JIEWKONEHHs, HEUTpomeHus , 303MHOPUIUS",

TPOMOOIUTEMHS, TOBHIIEHHE AaKTMBHOCTH B KpOBM: anaHmHamMuHOTpachepasst (AJIT),

acmapratramunoTpancdepassl  (ACT),  ramma-rinyramunrpancdepasst  (ITT)*,  menounoit
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COOTRETCTBYET 3KCNEPTHOMY OTYETY
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, maktataeruaporenasst (JIAT)™. (MOCNEOOBATENEHOCTE 0002)

L

docparassr

UacToTa HEM3BECTHA: arpaHyIOIUTO3, TPOMOOIMTOINIEHUS, TIOBBIIeHHEe 3HaueHuss MHO, yannHeHue
MPOTPOMOMHOBOTO BPEMEHHU, U3MEHCHHE I[BETA MOYH, IMOBHIINICHWE KOHIICHTPAIMH OWIUPYOWHA B
KpPOBH.

* B HEKOTOPBIX COOOIICHUIX O PabIOMHOIN3E KIAPUTPOMHUIIMH IPUHUMAJICSI COBMECTHO C IPYTUMU
JICKapCTBCHHBIMU CPEACTBAMH, C TMPUEMOM KOTOPBIX, KaK W3BECTHO, CBS3aHO pPa3BUTHE
pabmomuonu3a (cTaTUHBL, GUOPATHI, KOJIXUIIUH WK AJJIOMYPUHOII).

1 Coobmennst 0 MaHHBIX HEKETATENBHBIX PEAKIHAX OBUIM MOTYdeHBI TOJIBKO TP MPUMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOU hopMe Tro(uan3aT Juist IpUroTOBICHUS pacTBOpa Jist UHY3Hil.
2 CooOmmeHnst 0 JaHHBIX HEKeNaTeNbHBIX PEAKIMAX OBUIM MOMydeHBI TOJIBKO MPU MPUMEHEHHH
KJIAPUTPOMHIIMHA B JICKAPCTBEHHOU (opMe TaOIETKH MPOJOHTUPOBAHHOTO JICUCTBHUS, MOKPBITHIC
MJICHOYHON 000JIOUKOH.

8 Coo6uIeHHs 0 JaHHBIX HEKeNaTeIbHBIX PEAKIUAX OBUIM MOTyYeHbl TOIHKO NPH IPHMEHEHHH
KJIAPUTPOMHUIIMHA B JICKAPCTBEHHOH (pOpME MOPOMIOK/TPaHyIIbI AJISI TIPUTOTOBICHUS CYCIICH3HH IS
preMa BHYTPb.

# CooOlieHnst 0 JAHHBIX HEKENATENbHBIX PEaKLHUAX ObUIM MOTy4eHbl TOIBKO MPH IIPHUMEHEHHH

KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOU (popMe TabIeTKH, MOKPHIThIC TUICHOYHON 000IOUKOH.

eTu
[Tpeamonaraercs, 4TO 4acTOTa, TUI U TSKECTh HEXKEJIATENIbHBIX peaklil y neTel Takas ke, KakK y
B3POCJIBIX.

HaHI/IeHTI)I CO CHMXKCHHBIM UMMVYHHUTCECTOM

V¥ nauuenrton co CITNloM u fpyruMyu UMMYHOAEPUIIMTAMHU, OTYHaOIIUX KIAPUTPOMULIMH B Oojee
BBICOKMX /103aX B TE€UEHHE JUIMTEIBHOTO BPEMEHH [UI JIEYEHUS MUKOOAKTEPHAIbHBIX MH(EKIHH,
4acTO TPYJHO OTJIMYMThH HeXenaTelabHble 3P (eKThl npenapara oT cumntomMoB BUYU-undexkunn nmm
COMYTCTBYIOIIETO 3a00JICBAHMSI.

Haubonee yacTbIMu HeXeNaTeNbHBIMU PEAKIMUSIMU Yy MAllMEHTOB, MPUHUMABIINX CYTOYHYIO J03Y
KJIapuTpoMuLinHa, paBHyto 1000 mr, ObUIM: TOIIHOTA, PBOTA, W3BpaIlleHHE BKyca, 00Jib B 00JacTu
KUBOTA, JIUapes, ChblIllb, METEOPU3M, TOJIOBHas O0Jb, 3amop, HapyIIEHUE CIllyXa, IOBBIIICHHUE
aktuBHOCTH ACT u AJIT B kpoBu. Taxke oTMeHalluch Cilydad HEXeJIaTeNbHbIX PEaKIHUi ¢ HU3KOM
4acTOTOW BOZHUKHOBEHHUS, TaKH€ KaK OJbIIIKA, OECCOHHUIIA U CYXOCTh BO PTY.

VY manueHToB C IOJaBIICHHBIM HUMMYHUTCTOM HNPOBOJUIN OLCHKY J'Ia60paT0pHBIX noxazaTeneﬁ,
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aHaNM3UPYsl MX 3HAYUTENBHBIE OTKIOHEHHS OT HOPMBI[(DE3KOE MOBBMICH MR- iy CHIKeHue). Ha

OCHOBaHUU JAHHOTO Kputepus y 2—3% NaluueHToB, MOIY4aBIINX KIapuTpoMuluH B 103e 1000 mr
€XKeIIHEBHO, OBLIIO 3apEeTUCTPUPOBAHO 3HAUYHTENbHOE MoBBIIIeHHE akTHBHOCTH ACT u AJIT B kpoBH,
a TaKXe CHIKEHHME 4Yucila JEHKOUUTOB U TPOMOOLUUTOB. Y HEOONIBIIOr0 YMCIA MALUEHTOB TaKXkKe

OBLIO 3apCruCTPUPOBAHO IMTOBBINICHUEC KOHICHTPALIUKY OCTaTOYHOI'O a30Ta MOYCBHHBI.

COOGH.ICHI/IC 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BakHo co0o0mIaTh 0 M003peBacMbIX HEXKEIaTeIbHBIX PEAKIIHSIX TIOCIIEC PETUCTPAIHH JISKAPCTBEHHOTO
npernapara ¢ HeJbl0 00ECleUYeHUs] HENPEPHIBHOIO MOHUTOPHUHTA COOTHOIICHHS «IOJbh3a—PHUCK)
JICKapCTBEHHOTO Tpernapara. MeauIUHCKHM pabOTHUKAM pPEKOMEHIYeTCs COOOMmaTh O JIOOBIX
MOJIO3PEBACMBIX HEXKEIIATSIBHBIX PEAKIMSIX JICKAPCTBEHHOI'O TIperapara uepe3 HalMOHAIbHBIC
CHCTEMBbI COOOIICHUST O HEXKENIATENbHBIX pEaKIUsIX TOCYAapcTB — UICHOB EBpa3uiickoro
9KOHOMHUYECKOTO COH3a.

Poccniickas @enepanus

®denepanbHas cinyx0a 1Mo Haa30py B cepe 3paBOOXpaHEHUS.

Anpec: 109012, r. MockBa, CnaBsiHcKast miiomazis, a. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiit B uHGOpPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT:

https://www.roszdravnadzor.gov.ru/

4.9. llepeno3upoBKa

CumMnTOMBI

[Tpuem OonbIION 03Bl KIAPUTPOMMIIMHA MOXKET BBI3BaTh CUMIITOMBI HAapyLUIEHUH CO CTOPOHBI
HKEITYJ0YHO-KAILIEYHOT O TPAKTA.

VY ogHOro nanueHTa ¢ OUIMONIIPHBIM PACCTPONCTBOM B aHaMHE3€ MOCJe MpUeMa 8 T' KIIapUTPOMHIIMHA
OMMCAHbl MU3MEHEHHS] MCUXUYECKOr0 COCTOSHUS, MapaHOMJaIbHOE MOBEIEHUE, THIOKAIUEMUS U
TUIIOKCEMHSI.

Jleuenue

[Tpu nepeno3upoBKe cleayeT yJaluTh HeaOCOpOMpPOBaHHBIN MpenapaT U3 JKeIyAO0YHO-KHIIEYHOTO
TpakTa (MpPOMBIBAaHWE KENIyAKa, IMpPUEM aKTUBUPOBAHHOTO YIJIA M Jp.) U TPOBECTH

CUMIITOMATUYCCKYIO TCpPAIMIO. T'emognanus wu HepI/ITOHCaJIBHHﬁ JAUajin3 HE OKa3bIBarOT

20


mailto:pharm@roszdravnadzor.gov.ru
https://www.roszdravnadzor.gov.ru/

COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.01.2025 Ne 740
CYIIECTBEHHOTO BJIMAHMS HA KOHIIEHTPAIMIO KIapUTPOMAIMEA|B CHBOPOTKE,| HAIQ XAPAKTEPHO M 11

JpYTUX IpernapaToB IPYIIbl MaKpPOIUI0B.

5. ®APMAKOJIOIT'MTYECKHUE CBOMCTBA
5.1. ®apmakoauHaAMHUYecKHe CBOiicTBA
dapMakoTeparneBTUYECKas TPYIIa: aHTHOMOTUK—MaKPOIIHUI.

Kox ATX: JO1FA09

MexaausM aeiicteus 1 dhapMakoaruHaMudeckue b dheKThl

KiapurpoMHILIUH SBIISETCS MOJyCHUHTETHYSCKHM aHTHOMOTHKOM IPYIIIBI MAKPOJIUIOB U OKa3bIBACT
aHTHOaKTepuanbHOE JeiicTBre, B3auMoencTBys ¢ S0S pubocomanbHOM CyObeIMHULIEH U [TO1aBIIss
cuHTe3 Oesika OaKTepHid, YyBCTBUTEIBHBIX K HEMY.

KiapuTpoMHIIMH [POJEMOHCTPUPOBA BBICOKYIO aKTUBHOCTH 1IN VItr0 B OTHOIICHHH Kak
CTaHJAPTHBIX J1A00PATOPHBIX MITAMMOB OaKTepHil, TaK ¥ BBIJCICHHBIX y OOJILHBIX B XOJC
KJIMHUYECKOW TMPAaKTUKU. [IpOSBIsIET BBHICOKYHO aKTHBHOCTh B OTHOIICHHHM MHOTHX a’pOOHBIX H
aHa’POOHBIX TPAMIIOJIOKUTENBHBIX M TPAMOTPULATEIBHBIX MHKPOOPTaHU3MOB. MUHHMMAaIIbHBIC
nozgasistrone koHneHTpauuu (MIIK) knmaputpoMunuHa it OOJIBIIMHCTBA BO30YAUTENICH MEHbIIIE,
yem MIIK spurpomuiinaa B cpeHeM Ha oHO logz pa3BeneHue.

Kraputpomuius in Vvitro BeicokosddextruBen B otHomennu Legionella pneumophila, Mycoplasma
pneumoniae. Oka3biBaeT OakTepuiaHoe naeiictBue B oTHomenun Helicobacter pylori, mannas
aKTHBHOCTH KJIAPUTPOMUIIMHA BBIIIE TPH HEUTpanbHOM pH, 4eM mpu KHCIIOM.

Kpome Toro, manHble IN VItro u in VIVO yka3pIBalOT Ha TO, YTO KIAPUTPOMHIIMH JCHCTBYET Ha
KJIMHUYECKH 3HAUYMMbIE BHIbI MUKOOakTepuii. Enterobacteriaceae u Pseudomonas spp., Takxke, Kak
U Jpyrue, He (epMEHTHUPYIOIIUE JIAaKTO3y TPaMOTpHULATEIbHbIE OaKTepHuu, HE YYBCTBHUTEIBHBI K
KJIaPUTPOMHILIUHY.

AXTHUBHOCTh KJIQPUTPOMHIIMHA B OTHOIICHHH OOJBIIMHCTBA IMITAMMOB MEPEYHUCICHHBIX HUXKE
MHKpPOOPTaHHU3MOB JIOKa3aHa B HCCIENOBaHHUAX 1IN VItF0 W B KIMHUYECKOW MpPAKTUKE IPH
3a00JIeBaHUAX, IEPEUHCICHHBIX B pazaene 4.1.

A3D06HHG I'paMIIOJIOKHUTEIbHBIC MUKPOOPIraHHU3MbI

Staphylococcus aureus
Streptococcus pneumoniae

Streptococcus pyogenes
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Listeria monocytogenes (MOCNEOOBATENBHOCTE 0002)

L

AnpoOHBIE PaMOTPULIATENILHBIE MUKDOODPTaHU3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jpyrue MUKpOOPraHHU3MBI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Mukobakrepuu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) - xkommuiekc, Bkarowarommii: Mycobacterium avium,
Mycobacterium intracellulare

HpOIIYKIII/IFI 6€Ta-JIaKTaMa3I)I HC OKa3bIBACT BJIMUAHUA Ha AKTHUBHOCTH KJIIAPUTPOMUIIMHA.
BonsmuHCcTBO IITAMMOB CTaq)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTULTMJIJIMHY X OKCAIUJIJINHY, o6naz[a10T
¥YCT OMYHUBOCTBIO U K KIIapUTPOMUILINHY.

Helicobacter pylori

YysctBuTenbHoCcTh H. pylori k kmaputpoMunnay usydanack Ha uzonstax H. pylori, BeieneHHbIX OT
104 mamueHTOB, M0 Hayajla TEpanmuu KIAPUTPOMHUIIMHOM. Y 4 TMalMEeHTOB OBUIM BBIIEIEHBI
PE3UCTEHTHBIE K KIapUTpOMHUIMHY IuTammbl H. pylori, y 2-x — mramMMbel ¢ yMEpeHHOM
PE3UCTEHTHOCTBIO, Yy OCTalbHBIX 98 marmeHTOoB u30iATHl H. pylori ObuiM 4YyBCTBHUTENBHBI K
KJIAPUTPOMHUIIUHY.

KiapurpomuiiuH okas3bIBaeT JeiicTBHE IN VIO ¥ B OTHOIICHHH OOJBIIUHCTBA IITAMMOB,
NIEPEYNCICHHBIX HIDKE MHKPOOPTaHW3MOB (OJHAKO 0€30MacHOCTh U d(P(PEKTHBHOCTh MPUMEHEHHS
KJIAPUTPOMHIIMHA B KIIMHUYECKON MPAKTUKE HE IMOATBEPKICHA KIMHUYSCKUMH UCCIICIOBAaHUSIMU, U
NPaKTHYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

Adp0o0OHBIE TPAMIIOIOKUTEIBHBIE MUKPOOPTAHU3MEI

Streptococcus agalactiae
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Streptococci (epynnol C, F, G) (NCCNEOOBATENEHOCTE 0002)

L

Viridans group streptococci

AnpoOHBIE IPaMOTPULIATENILHBIE MUKDOOPTaHU3MBI

Bordetella pertussis
Pasteurella multocida

AHa3p0o0OHbBIE MPAMIOJIOKUTEILHBIE MUKDOODPTaAHU3MBL

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHa3po0OHbBIE IPAMOTPULIATEIILHBIE MUKPOODPTaAHU3MBL

Bacteroides melaninogenicus
CrupoxeTsl

Borrelia burgdorferi
Treponema pallidum

Kammmiiobakrepuu

Campylobacter jejuni

OcCHOBHBIM META0OJIUTOM KJIAPUTPOMUIIHA B OPraHU3ME YEJIOBEKA SBISETCS MUKPOOHOIOTHYECKH
AKTUBHBIN MeTaboIuT 14-TuIpOKCUKIIAPUTPOMULIH (14-OH-ky1apuTpOMHIIMH).
Muxkpobuonorndeckas akTUBHOCTh META0OJIMTA TaKas e, KaK Y MCXOJHOTO BEIIecTBa, Wi B 1-2
pasa ciabee B OTHOLICHHHU OOJBIIMHCTBA MUKpOOpraHu3MoB. Mckitouenue cocraisier Haemophilus
influenzae, B otHOIIEeHNH KOTOPOH 3 (HEeKTUBHOCTH MeTabOIUTA B JBa pa3a Bbimie. KiapuTpoMHInH
U €ro MeTabOoJUT MOTYT OKa3bIBaTh KaK aTATUBHOE, TAaK U CHHEPIMUYECKOE JAEHCTBUE B OTHOLICHUU
Haemophilus influenzae B ycioBusix in Vitro u in Vivo B 3aBUCHMOCTH OT IITaMMa OaKTEPHH.

TecT HAa YYBCTBUTEILHOCTh

KonnyecTBeHHble MeTOBI, TpeOyrolye W3MEpEeHUs OUaMeTpa 30HbI IOJIABJIEHUS pOCTa, AAIOT
HanboJiee TOYHBIE OIICHKHA YYBCTBUTEIHHOCTH OaKTEpHUil K aHTUMUKPOOHBIM mpemnapatam. OpHa u3
PEKOMEH/IYeMbIX  METOAMK JJisi  ONpEeAENeHUS  UYyBCTBUTEJIBHOCTH  HCIIOJIB3YeT  JIMCKH,
UMIIpErHupoBaHHbIe 15 MKr knaputpomunuHa (aucko-auddysuonnsiii meron Kupou-bayspa); npu
MHTEPIIPETAIMM TECTa AUAMETPhl 30H IOJABJIIEHHUS pOCTa KOpPpeaupyroT co 3HaueHusMu MIIK
knaputpomunivHa. 3uadenust MIIK onpenensitorcss MeroaoM pa3BefeHus B OyJIbOHE WU B arape.

[Ipy uCnonb30BaHMU H3THUX METOJMK, OTYET M3 JabOpaTopud O TOM, YTO IITAMM SBIISETCS

«Y9YBCTBUTCIILHBIM», YKA3bIBACT HA TO, YTO BO36y,[[I/ITe.HB I/IH(I)GKI_II/II/I, BCPOATHO, OTBCTUT HA JICUCHUC.
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OTBET «PE3UCTEHTHBI» yKa3bIBAET HA TO, YT BO3OYMHTENE] BOBMOMKHA,FHE LOMBETHT | HA JIGIGHHUE.

OTBEeT «IPOMEXYTOYHAs] UYYBCTBUTEIBHOCTb» IPEAINOJATaeT, YTO TEePANeBTHUYECKHUH dS(P(EKT
npernapara MoKeT ObITh HEOAHO3HAUEH NI MUKPOOPTaHU3M MOXKET OKa3aThCsl YyBCTBUTENIBHBIM IIPU
UCIOJIb30BaHUM OoJiee BBICOKMX J103 Ipenapara (IIPOMEKYTOYHAs YYBCTBUTEIBHOCTh TAKXKe

HA3bIBACTCS KyMEPEHHOUM YyBCTBUTEIHLHOCTHIO).

5.2. apMaKkoKHUHeTHYeCKHUe CBOHCTBA

AOGcopbuus

[Ipyu npueme BHYTpb KIApUTPOMMLHUH OBICTPO BCAChIBAETCS B JKEIYJOYHO-KHUIIEYHOM TpPAaKTe.
AbcomoTHas GMOAOCTYITHOCTH cocTaBisieT 0koi0 50%. [Ipu MHOTrOKpaTHOM IpHeMe 10361 Ipenapara
KyMYJSILUM [PAKTHYECKU HE OOHApYKEHO, U XapakTep MeTaboiM3Ma B OpraHuM3Me 4ellOBeKa He
u3MeHsuics.  IlpueM nuIIM  HENOCPEACTBEHHO Tepej IMPHEMOM  IpenapaTa  yBeIMYUBal
OMOAOCTYIHOCTD Ipenapara B cpegHeM Ha 25%. KinapuTpoMuimH MOXXeT IPUMEHSTHCS 10 bl WK
BO BpEMs €Ibl.

Pacnopenencuue, 6I/IOTDaHCd)ODMaIII/I$I, SJIMMHHAINMA

In vitro

KnaputpoMunyiH cBsi3bIBaeTcsl ¢ Oenkamu 1ia3mbl KpoBu Ha 70% B koHneHTpamuu ot 0,45 1o
4,5 mxr/mut. Tlpu xoHmentpanmuu 45,0 MKr/Mi cBsi3biBaHHWE CHWXaercs a0 41%, BeposiTHO, B
pe3yabpTaTe HACHIIMICHUs] MECT CBSA3BIBAaHUSA. OTO HAOIIOJACTCS TOJIBKO TPU KOHIICHTPAIMSIX,
MHOTOKPATHO MPEBBIIIAIOIINX TEPATEBTUYECKYIO.

In vivo

WccnenoBanust in ViVO Ha )KUBOTHBIX TIOKA3aJd, YTO KIIAPUTPOMHUIIMH IPUCYTCTBYET BO BCEX TKAHSX,
3a HCKJIIOYEHHEM IICHTPAJbHONW HEPBHOW CHUCTEMBI, B KOHIIEHTpAIUsAX, B HECKOJIBKO pa3
MPEeBBIIAIONINX TU1a3MeHHbIe. Hanbonee Bricokue koHneHTpamnuu (B 10—-20 pa3 Bbllie mia3MeHHBIX )
00HapyXUBAIKCH B IEYCHH U JIETKUX.

300posvie 006po6oabLYbLI

IIpn HaznadyeHnm knaputpomuimHa B 1o3e 500 Mr 2 pa3a B CyTKM MakCUMajbHas pPaBHOBECHAs
koHIEeHTpaus (Cmax) Kiapurpomunaa u 14-OH-k1apuTpoMuIHa B Mjia3Me JOCTUTANACh MOCHe
npuema 5-oif no3bl. Ilocne mpuema 5-oif u 7-oif 103bl, Cmax KiIapurpoMunuHa u 14-OH-
KJIApUTPOMHIIMHA B IUIa3Me cocTaBuia B cpemnem 2,7-2,9 mxr/mn u  0,83-0,88 wmkr/mi
cootBeTcTBeHHO. Ilepnon nmomyssiBeneHus (T1/2) KIapUTPOMHULIMHA M €0 OCHOBHOTO MeTabonuTa

cocraBui 4,5-4,8 yaca u 6,9—8,7 yaca COOTBETCTBEHHO.
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Cmax 14-OH-kmapuTpOMHULIMHA HE YBEIMYUBAJACh NPONOPIMOHANEH! AG3E [KAAPHIDONMMIART,) B TO

BpeMs Kak Ti, Kak KIQpUTPOMHUIIMHA, TaK M €ro T'HIAPOKCHIMPOBAHHOTO METAa0OIUTa HMEI
TEHJCHIIMIO K YBEJIMYCHUIO C TIOBBIIICHHEM JI03bl. Takas HenuHelWHas QapMakKOKHHETHKA
KJIQpUTPOMUIIMHA B COYETAaHUU C YMEHbIIEHHEM o00pazoBaHus 14-TUAPOKCUIMPOBAHHBIX U
N-IeMeTUITUPOBAaHHBIX MPOAYKTOB MPH BBICOKUX /033X YyKa3blBaeT HAa HEJIMHEHHBIA MeTabosn3M
KIIAPUTPOMHUIIMHA, KOTOPBIH CTAHOBUTCS 00JI€€ BEIPAKEHHBIM MTPH BHICOKUX J[03aX.

[Toukamu BbIBOAMTCS OKO0JIO 37,9% mocie mnepopaibHOTrO NpHUEeMa KIAPUTPOMHUIIMHA B J03€
250 mr u 46,0% nocie npuema kiaapuTpomMuiiiHa B 103e 1200 mMr; KUIIEYHUKOM BBIBOJUTCS OKOJIO
40,2% u 29,1% (Bkao4Yas HCHOBITYEMOTrO JHIIb C OJHOM MpoOoil kama, comepsxkamieit 14,1%)
COOTBETCTBEHHO.

Tayuenmor

Knaputrpomunus u ero metabonut 14-OH-knaputpoMuniia ObICTPO IPOHUKAIOT B TKAHU U )KUIKOCTH
opranu3ma. MMeroTcs orpaHHMYEHHbIE JaHHBIC, CBHJIETEIbCTBYIOLIUE O TOM, YTO KOHIIEHTPALUS
KJIAPUTPOMHUIIMHA B 1IepeOPOCTMHAIBHOM KUKOCTH TIPH MIEPOPAIIBHOM IPHUEMe He3HAYUTENbHA (T.€.
Toibko 1-2% OT KOHLEHTpauMH B CBIBOPOTKE KPOBU MpPU HOPMAJIBHOW NPOHUIIAEMOCTH
remarodHIledannyeckoro 6aprepa). KonueHntpamus B TkaHsIX 0OBIYHO B HECKOJIBKO pa3 BBIIIE, YEM B
CBIBOPOTKE KPOBH.

OcobeHHOCTH d)aDMaKOKI/IHeTI/IKI/I YV Pa3JInYHbIX T'PVIIII INAITMCHTOB

Ileuenounas nedocmamoyunocmo

VY manmeHToB cO cpeiHel U TSHKENON CTeNeHblo HapyleHUs (PYHKIMU MEeYEeHHU, HO C COXPAaHEHHOU
GyHKIMEH moueK KOppeKLHrs 1035l KIApUTPOMUIIMHA He TpeOyeTcs. PaBHOBeCHast KOHIIEHTpaLus B
I1a3Me KpPOBH M CHCTEMHBIM KIMPEHC KJIAPUTPOMMIIMHA HE OTIMYAIOTCA y MAlUMEHTOB JaHHOU
TPYNIBI U 3/I0pPOBBIX ManneHToB. PaBHOBecHas koHueHTpauus 14-OH-knaputpoMunuHa y e ¢
HapyleHUsIMU QYHKIIUU TIeYeHH HUXKE, YEM Y 37I0POBBIX.

Tloueunasn neoocmamounocmo

[Mpu Hapymennu (QyHKIUU MOYeK YBETHMUUBAOTCS Cmax ¥ MUHHMaNbHass KOHIEHTPAUs (Cmin)
KJIApUTPOMUIIMHA B IU1a3Me€ KpoBW, T1/2, IUlomanp moJ (papMaKOKMHETUYECKOW KPHUBOM
«koHueHTpanus—BpeMs» (AUC) xmapurpomuinmHa u ero merabonura 14-OH-knaputpomunuHa.
KoHcTaHTa »nuMuHANMM M BBIBEIECHUE IOYKaMHM yMeHbHaroTcsl. CTeneHb H3MEHEHHH JSTHX
MapaMeTpoB 3aBUCHUT OT CTENIEHU HapylleHus: (yHKIUHU MOYEK.

Iayuenmul nodccuno2o 6o3pacma

YV mamueHTOB IIOXKHUJIOrO BO3pacCTa KOHLCHTpALUSA KIIApUTpOMHUIIMHA U €TO Meraboauta 14-OH-
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KJIADUTPOMHUIIMHA B KPOBU ObLIa BBIIIE, & BBIBEICHUE METIICHHEE, |9eM /Y [EPYIMIEL MOTOABIX IO IEH.

OpnHako mocie KOPPEeKIUU ¢ y4eToM modeyHoro kiupeHca kpearnnuHa (KK) He Obuto oTinmunii B
ob0enx rpymmax. Takum o00pa3oM, OCHOBHOE BIHSHHE Ha (DapMaKOKHHETHUYECKHE ITapameTphl
KJIApUTPOMMLIMHA OKa3bIBaeT (YHKILIMS IIOYEK, a HE BO3PACT.

Tayuenmoi ¢ MukobaxmepuanbHIMu UHGEKYUIMU

PaBHOBecHbIe KOHLIEHTpanuu KiaputpomuiuHa u 14-OH-knaputpomununa y 6onbHbix ¢ BUY-
UHQEKIMEH, MOoNyJaBIIUX KIAPUTPOMHUIMH B OObIUHBIX 103ax (500 mr aBa pasza B CyTKH), ObLTH
CXO/IHBIMU C TaKOBBIMHU Yy 3J10pOBbIX JroAed. OHaKO NMpH NPUMEHEHUH KJIApUTPOMHIIMHA B OoJee
BBICOKMX /032X, KOTOpble€ MOT'YT HOTPeOOBAaThCA JUIsl JIEYEHHUS MMKOOAKTEpHUAIbHBIX HMHQEKIHM,
KOHIICHTPALMU aHTHOMOTHKA MOTYT 3HAYUTEIHHO IMPEBBINIATh OObIUHBIC. Y mamueHtoB ¢ BUY-
UHQEKIel, TpUHIMAaBIINX KiaputpoMuimH B 1o3e 1000 mr/cyr m 2000 mr/cyt B aBa mpuema,
paBHOBeCHbIE 3HAUCHUSI Cmax OOBIYHO cOCTaBIsIM 2—4 MKr/Mil U 5—10 MKr/mi1 cooTBeTcTBEHHO. [IpH
IpPUMEHEHUH mpernaparta B Oosiee BBICOKMX [03aX OTMEYaloCh y/UIMHEHHE Ti1/2 1O CPaBHEHMIO C
TAaKOBBIM Y 3[IOPOBBIX JIIOJICH, IMOJIy4aBIIMX KIAPUTPOMHUIMH B OOBIYHBIX 103ax. [loBblmeHue
KOHIICHTPAlMH B TIa3Me M yanuHeHue Ti mpu mpUMEHEHHH KIApUTPOMHIIMHA B 00Jiee BBICOKHX
J103axX CBSI3aHO C HEJIMHEHHOH (apMaKOKMHETUKOM Mpernapara.

Kombunuposannoe nevenue c omenpazonom

Knapurpomunus, mo 500 mMr 3 paza B CyTKH, B KOMOMHAIIMM C OMEIpPa3ojioM B f03¢ 40 MI/CyTKu
cnocooctByer yBenuueHuto Tiz u AUCo24 omenpazona. Y BceX NaIMEHTOB, MOIYYaBIINX
KOMOWHUPOBAHHYIO TEpaIluio, B CPaBHEHUWU C TMOJYYaBUIMMHU OJUH OMEIpa3oj, HabIrAaIoch
yBennueHnne Ha 89% AUCo-24 n Ha 34% Ti2 omenpasona. Y knapurpoMuniuHa Cmax, Cmin 1
AUC.g yBenmrmuuBaInch, cooTBeTCTBEHHO, Ha 10%, 27% 1 15% 1O CpaBHEHHIO C JaHHBIMU, KOTIa
MPUMEHSIICS TOJBKO KIApUTPOMUIIMH Oe3 omenpasoia. B paBHOBECHOM COCTOSIHUM KOHLIEHTpALUU
KJIAPDUTPOMMILIMHA B CIIM3UCTOM JKelyaka depe3 6 4 mocie NIpueMa B TpyIIe, IOJIy4aBIIen
KOMOMHAIMI0, B 25 pa3 NpPEeBOCXOJWIM TaKOBbIE IO CPAaBHEHUIO C TOJIYYaBIIMMHM OAMH
KJIapuTpoMULIMH. KOHIIEHTpaluy KIapUTPOMHIIMHA B TKaHAX JKeIyJKa yepe3 6 4 mocie nmpuema 2-x
IpernapaToB B 2 pa3a INpeBbIIIATN JaHHbIE, OJyYEHHbIE B IPYIIE MAlleHTOB, MOJYyYaBUIMX OJMH

KIIapUTPOMHUIIHH.

6. ®APMAIIEBTUUYECKHUE CBOMCTBA
6.1. TlepeyeHb BCIOMOraTeJIbHBIX BEIECTB

KpOCKapMei103a HaTpus
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L

KPEMHUS TUOKCHU]] KOJUTOUTHBIN

KpaxMaJl IpexeIaTHHU3UPOBAHHBIN
CTeapuHOBAas KUCIIOTA

HaTpus creapuipymapat

TUIEHOYHAst 000JI0UKa KENTOro IBeTa:
TUIIPOMeEII03a (TUIPOKCUTTPOITIII-MeTUIIEe 01032 6 cl13) (E464)
TUTaHA TUOKCU]]

nosmaekcTposa (E1200)

TaJIbK

MakporoJ - 3350 (moaMITHIACHIITHUKOIb - 3350)
KpacUTeIb XMHOJUHOBBIH sxenThiil (E104)

KpacuTesb xkene3a okcu sxentoiil (E172)

6.2. HecoBMeCTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHsl)

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHUH

[Ipu remneparype He Bbiie 25 °C.

6.5. XapakTep H coaepkaHue NePBUYHOI YIIAKOBKH

[To 7 TabneTok B KOHTYPHYIO SIUEHKOBYIO YHAKOBKY M3 IUIEHKU IMOJIMBUHWIXJIOPUAHOW U (OIBIU
AITIOMUHHUEBOM.

| wnm 2 KOHTypHBIE STYEHMKOBBIE YIIAKOBKM BMECTE C MHCTPYKIMEN IO MPUMEHEHUIO IMOMENIAI0T B

Ma4yKy U3 KapToOHaA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH  YHHUYTOKEHHMH  HCIOJH30BAHHOIO
JIEKAPCTBEHHOr0 Tpenapara WJiH OTXOA0B, MOJYYEHHBIX IMOC/Ie MPUMEHEHHs Npenapara u

ApPYyrue MAHHUMYJISINMY C TIPenapaTomM
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7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

OtkpsiToe akionepHoe odmiectBo «Papmcrangapt-TomMckxumpapm»
(OAO «Papmcrangapt-Tomckxumpapm»)

Anpec: 634009, Tomckast 001., T. Tomck, mpocnekt Jlenuna, a. 211.
Tenedon/dakc: (3822) 40-28-56

www.pharmstd.ru

7.1. IlpeacraBuTeNb JepKaTeIsl PerHCTPALMOHHOIO YI0CTOBEPeHU

IIpereH3un HOTDC6HT€J'I€I>1 HAaIrpaBJIATH I10 aApECy.

Poccuiickas ®@enepanus

OtkpsIToe akioHepHoe oduiecTBo «dapmcrannapt-Y GUMCKU BUTAMUHHBIN 3aBO»
(OAO «Dapmcrangapt-Y hpaBUTA»)

Anpec: 450077, Pecniybnuka bamkoprocran, . Yda, yn. Xynaitbepauna, 1. 28.
Tenedon/dakc: (347) 272 92 85

www.pharmstd.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

9. IATA TIEPBUYHOM PETUCTPAIIMW (IIOATBEPKJIEHUSA PETUCTPAIIAMH,
INEPEPETUCTPALINN)

JlaTa nepBoii perucTpanuu:

10. JATA NEPECMOTPA TEKCTA

OOmiass  xapakTepucTHKa JIEKapCTBEHHOro  Impemapata  KnapuTpoMuluMH  JOCTymHa  Ha

nH(pOpPMallMOHHOM TopTaje EBpa3uiickoro »KOHOMHUYECKOTO C€O3a B  HHPOPMAIMOHHO—

KOMMYHHKaIMOHHOM cetu «HTepHeT» hitp://eec.eaeunion.org/
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