COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 13.02.2026 N= 2697

(NOCNEOCBATENEHOCTE 00071)

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

Knaputpomunus, 500 Mr, TabaeTKH, MOKPHITHIE TUIEHOYHON 000JI0YKON

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JlefcTByOIIEE BELECTBO: KIIAPUTPOMHUILIMH
Kaxknas TabieTka, MOKphITasl INIEHOYHOW 000J104K0M, coaepkut 500 MI KIapUTPOMUIIMHA.

BemecTBa, HaTM4Ire KOTOPHIX HAJI0 YIUTHIBATH B COCTABE JICKAPCTBEHHOTO Mpemnapara: HaTpuid (CM.
pasznen 4.4.).

[TonHbIi IepedeHpb BClioMOraTebHbIX BEIIECTB CM. B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaOneTku, NOKPHITHIE INIEHOYHOU 000I0UYKOM.

[TpomonroBarsie JBOSIKOBBIMYKIIbIC TAOJETKH CBETIIO-)KEITOTO I[BETA, C IPaBUPOBKON S Ha OIHOU
CTOpOHE.

4. KIMHUYECKHUE JAHHBIE
4.1. ITokazaHusl K NPUMEHEHHIO

WHbeKkmonHo-BOCTIaIUTENbHbIE 3a00I€BaHuUs, BbI3BAHHBIC YYBCTBUTEIBHBIMU K KIAPUTPOMULIMHY

MHUKPOOPTraHW3MaMH y B3pOCIBIX U JIeTel cTapiie 12 ner:

¢ UH()EKIMM HUKHUX JbIXaTeJIbHBIX MyTeH (Takue Kak OpOHXUT, THEBMOHUS);

¢ uH(pEKIH BEpXHUX JbIXaTeIbHBIX MMyTeH (Takue Kak papuHTUT, CHHYCHUT);

®  WHQEKINH KOKU U MATKHX TKaHeH (Takue Kak (DOJUTMKYJIIHUT, BOCTIAJICHHE ITOIKOKHOHM KIIETYaTKH,
poxa);

® IMCCEeMHHHMPOBAHHBIE WM JIOKAJM30BAHHBIE MHUKOOAKTEepHaJbHble HH(EKINH, BBI3BaHHbIC
Mycobacterium avium wnu Mycobacterium intracellulare; noxanu3oBaHHbIE WHDEKIUH,
BbI3BaHHbIE Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium kansasii;

e npodHIAKTUKA pacIpOCTpaHeHUs HH(EKIHH, OOyCIOBIEHHON KoMIulekcoM Mycobacterium
avium (MAC), BUY-undunupoBaHHBIM TallMeHTaM C cojaepxaHueMm JsmmdoruTos CD4
(T-xenmepHbIx 1uMpouTOB) He Gonee 100 B 1 Mm>;

e spaaukauus H. pylori u CHUXEHHE 4aCTOThl PELUANBOB S3BbI IBEHAIIATUIIEPCTHON KUIIKH.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!

Pexum no3upoBanus

OObIuHast peKOMEHI0BaHHas /1032 KIIAPUTPOMHIIMHA Y B3POCIBIX U ieTei crapiie 12 met — 250 mr
2 pa3a B JeHb (B 3TOM ciy4yae BO3MOXKHO NpHMEHEHHe mpenapara KinaputpomuuuH, TabiaeTKH,
MTOKPBITHIC TIJICHOYHON 000109KOM, 250 MT).

Knaputpomunua 500 mr 2 pasa B A€Hb UCIIONB3YIOT B cly4ae 0osee TSHKEIbIX MHPEKIUA.

OO0bIuHas TPOIOIKUTEIIBHOCTD JICUCHHSI COCTABIIACT OT 5 710 14 mHEi.
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HckmrodeHne coOCTaBIISIIOT BHEOOIbHUYHAS ITHEBMOHU U CHHS}Q/{%,;(BE&;%@%%E&[I Iﬁg‘l-gﬁl/g;g"ljb

1o 14 nuen.
o361 0151 neuenuss MuKoOaKmepuaIbHbiX UHGeKYull, Kpome mybepKyiesa:

[Tpu MukoGaKTepHaTbHBIX MH(EKIUAX PEKOMEHI0BaHa J103a KinapuTpoMuiaa 500 mr 2 pasa B I€Hb.
Jleuenne nuccemuaupoBaHHbIX MAC-undeknuii y narmentoB co CIIN] cneayer mpomomkarh 10
TEX IOp, NMOKAa UMEETCs KIMHUYECKass U MHKpoOumosorunueckas 3¢ ¢pexktuBHOCTh. KiapurpoMuun
cllelyeT Ha3HauyaTh B KOMOMHALMU C JAPYIMMH AHTUMHUKPOOHBIMM IpernapaTaMu, aKTUBHBIMU B
OTHOLICHWM JAaHHBIX BO30yauTenei. JIIUTENbHOCTH JICUEHHsS] JPYTUX HETYOEpKYJIE3HBIX
MHUKOOAKTepHUaIbHbIX UHPEKINHA yCTaHABINBAET Bpay.

s npoghunaxmuxu unghexyuii, evizeannvix MAC:
Pexomenyemas 103a KIapuTpOMUIIMHA ISt B3pociibix — 500 Mr 2 pasa B JICHB.
s apaouxayuu H. pylori.

VY nanueHToB C S3BEHHOW 00JIE3HBIO, BBI3BAaHHON MH(ekuued H. pylori, KTapuTPOMULIMH MOXHO
HazHadath 1o 500 Mr 2 pa3a B IeHb B KOMOMHAIMU C APYTHMH aHTUMUKPOOHBIMH TpenapaTaMy
MHIUOMTOpaMU IPOTOHHOI'O Hacoca B TeueHue 7—14 naHel, B COOTBETCTBUU C HAIIMOHAJIBHBIMU U
MEXTyHapOAHBIMHA PEKOMEHIAUSIMH 110 JieueHuto nHpexkuuu H. pylori.

Oco06ble rpynnbl NalueHToB

HauueHmbz C NOYEYHOU HeOOCMAmoO4HOCHbIO

[TaruenTam ¢ knupencom kpeatnauna (KK) menee 30 mii/MyH Ha3HA4alOT MOJOBUHY OOBIYHOM O3B
KJIApUTPOMHIIMHA (B JaHHOM CJydae HUcrosb3yercss go3a 250 wmr). JledeHune TakuxX IMaleHTOB
MIPOA0IDKAIOT He Ooiiee 14 nHEi.

JleT’ ¥ HOAPOCTKHA

Pexxum nosupoBanus g gereid ot 12 mo 18 mer He oTiMYaeTcs OT peKUMa JO3UPOBAHUS IS
B3POCIIBIX.
[TpumeHeHne KITapuTPOMHUIIMHA B BUJE TaOIETOK y AeTei muaanie 12 JeT He n3ydanocs.

Crooco0 nmpuMeHeHst

Jlna mpuema BHyTpb. HezaBucuMo OT mpreMa muiiy.
4.3. [IporuBonoka3zanusi

e [ WMmepYyBCTBUTEIHHOCTH K KIIAPUTPOMUIIMHY, MAKPOJIHIAM FIIH K JTFOOOMY M3 BCTIOMOTATEIIbHBIX
BEIIIECTB, IEPEUNCICHHBIX B pazene 6.1.;

e OnHOBpEMEHHBII TNpPUEM KIAPUTPOMHUIIMHA CO CIEAYIOIMIMMHU MpernapaTaMHu: acTeMH307,
U3anpua, TUMo3u, Tepdenaant (cM. pasaen 4.5.);

e OnHOBpEMEHHBIH NpHEM KJIApUTPOMULIMHA C JIOMHUTANUAOM (CM. pa3zaen 4.5.);

e OpnHOBpEMEHHBI TMpUEM KIAPUTPOMHUIIMHA C  aJKaJIOWJaMH CIOPBIHBU, HAIpUMeEp,
APrOTaMUHOM, AUTHIPOIPTOTAMUHOM (CM. pazzaen 4.5.);

e  OmHOBpEMEHHBII PUEM KIAPUTPOMHUITIHA C MHIA30JIAMOM IS TIEPOPATHHOTO TPUMEHEHHS (CM.
paznen 4.5.);

e OnHOBpeMEHHBI TpHeM KiIapuTpoMuumHa ¢ uHruouropamu ['MI-KoA-pemykrasbl
(cratmHaMM), KOTOPHIE B 3HAYUTEIIPHON CTeneHn MeTabonu3upytorcs uzopepmentom CYP3A4
(loBacTaTMH WM CHMBACTaTHH), B CBS3M C I[IOBBIIIEHHEM pHUCKAa MHOMATUHU, BKIOYas
pabmxomuonus (cM. pazaen 4.5.);

e  OMHOBPEMEHHBIN MTPUEM KIAPUTPOMHUIIMHA C KOJIXUIIMHOM (CM. pazzaen 4.5.);

e OJgHOBpPEMEHHBIH MPUEM KIIAPUTPOMHIIMHA C TUKArpeaopoM, HBaOpaIHOM WM PaHOJIA3UHOM;

e Vnnunenue untepBana QT B anHamHe3e (BpOXKACHHOE WM IPHOOPETECHHOE 3aPETUCTPUPOBAHHOE
yanuHeHue uatepsana QT) win kemy104KoBast apuTMUS, BKITIOYAs JKETyJOUYKOBYIO TAXUKAPAUIO
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TUTIA «TUPYIT» (CM. pasnenst 4.4. u 4.5.); (MOCHELOBATENBHOCTL 0001)

KnaputpoMuninH He ciieyeT NPUMEHSTh Yy IMallMeHTOB C AJICKTPOJUTHBIMUA HapyUICHUSMH
(TUTMOKaJIMeMuell WM TUIIOMarHUEMUeH) B CBS3M C PHCKOM y/uHeHust uHTepBana QT (cm.
paznen 4.4.);

Tsokenas TIeYeHOYHass HEJOCTATOYHOCTh, IMPOTEKAIOIIas OJHOBPEMEHHO C  IOYCYHOMH
HEJI0CTaTOYHOCThIO;

XomecraTuveckasi JKEITyXa/TelmaTUT B aHaMHE3€, pa3BUBIIMECS TpU  TPUMCHCHUH
KJIapuTpoMHULIMHA (cM. pa3zaen 4.4.);

[Mopdupus;

[leprox rpyqHOTO BCKApMIIMBAHHMS;

Bo3spact 10 12 net (3¢ pexTruBHOCTE 1 6€30MaCHOCTh HE YCTAHOBJICHBI).

4.4. OcoOble yka3aHUs U MePbl PEJI0CTOPOKHOCTH NIPH IPUMEHEHUH

[ToyeuHast HEJOCTATOUHOCTb CPEAHEN U TAXKEIION CTEeTEeHH;

IleyeHO4YHAsE HETOCTATOYHOCTD CPENHEN U TSKEIION CTETICHHU;

OpnHoBpeMEeHHBI IpUEM KIApUTPOMUILIMHA ¢ O€H30[ua3enuHamMH, TaKUMU Kak ajmpasojam,
TpUa30JIaM, MU/IA30J1aM [yl BHYTPUBEHHOI'O NMPUMEHEHMs WM Uil HAaHECEHUS Ha CIHU3MCTYIO
000110uKy pTa (cM. pasnen 4.5.);

OmHOBpEMEHHBIH MTPHEM C TIpenapaTamMmu, KOTopbie MeTabonm3upyroTes nzopepmenrom CYP3A,
Harnpumep, KapOamasenuH, LUIOCTa30J1, LHUKJIOCIOPUH, IU3ONUPAMUJ, METHIIIPEIHHU30JI0H,
OMEIPa30i, HENpsIMble AHTHKOATYJISIHTHI (Hampumep, BapdapuH), XUHUAWH, pudadyTuH,
cuizieHadui1, TakpoIuMyc, BUHOIacTUH (cM. pa3zaen 4.5.);

OnHOBpeMeHHBII pUeM ¢ mpenaparamu, HHIynupyomumu nopepmeHT CYP3 A4, nanpumep,
pudamnuuuH, GeHUTouH, KapOamasenuH, (eHoOapOuTasn, 3BepoOON NPOJBIPSBIECHHBIA (CM.
pasnen 4.5.);

OnHOBpEeMEHHBIN NMpUEM KIAPUTPOMHUIIMHA CO CTAaTHHAMM, HE 3aBUCSIIUMH OT MeTaboiu3Ma
nzodepmenta CYP3A (manpumep, dpimyBactatuH) (cM. pasnen 4.5.);

OpnHoBpeMeHHBI MpHeM C OJOKaTopaMH «MEIJIEHHBIX» KaJlbIIMEBBIX KaHAJIOB, KOTOpHIE
MeTabonusupyrorces usopepmentom CYP3 A4 (manpumep, BeparaMuil, aMJIOAUIINH, TUITHA3EM);
OpnHOBpeMEHHBI MpPHEM KIAPUTPOMUIIMHA C TEPOPATbHBIMU AHTHKOATYJISHTAMHU MPSIMOTO
JecTBUsA, TaKUMM Kak JaOurarpaH, puBapokcabaH, amukca®aH W 310KcabaH, 0COOEHHO Yy
MAIMEHTOB C BHICOKUM PUCKOM Pa3BHUTHS KPOBOTEUEHUM (cM. pa3zen 4.5.);

[TatiuenTsl ¢ umemuveckoi 6omes3npio cepamna (UBC), Tskenoi cepaeuHoi HETOCTaTOYHOCTBIO,
HapyIEHUsIMUA MPOBOAMMOCTH MJIM KJIMHUYECKH 3HAUUMOM Opanukapauel, a Takxke HalueHTHl,
OJIHOBPEMEHHO IpUHUMAIOIINE aHTUApUTMHUUYECKHWe Tnpenaparbl [A kiacca (XUHUAMH,
npokauHamu) u 11l kmacca (nodernnann, aMuoiapoH, COTanoN);

bepemenHOCTSD.

Oco0ble YKa3aHusg

JTuTenbHBIA IpUEM aHTUOMOTUKOB MOJKET MPHUBOAMTH K 0OPa30BAHUIO KOJIOHUN C YBEIMUYCHHBIM
KOJMYECTBOM HEUYBCTBUTENbHBIX Oaktepuid u TpuboB. Ilpu cynepundexnun HeoOXoauMo
HA3HAYUTh COOTBETCTBYIOLIYIO TE€PAIMIO.

Haznauenmne KIIapUTPOMHIIMHA 6epeMeHHBIM KCHINWMHAM JOJKHO MPOBOJUTLCA ITPU THI&TCHBHOﬁ
OIICHKC COOTHOLICHHA PHUCKA U IOJIb3hI, 0COOEHHO B TCUCHUE MEPBLIX TPECX MECALICB 6epeMeHHOCTI/I.

[lpy TnpUMEHEHHH KIAPUTPOMHUIIMHA COOOMIAIOCh O TICUYCHOYHOH IUCHYHKIWHU (TTOBBIIICHUE
aKTUBHOCTH TEUECHOYHBIX (PEPMEHTOB B KpPOBH, TE€HNATOLEIUTIOJIIPHBIN H/MIM XOJEeCTaTHYECKHI
renaTuT C JkenTyxod wiam 6e3). IledeHouyHass AuCHYHKIHUS MOXKET OBITh TSDHKEIOW, HO OOBIYHO
ABJISACTCSA OGpﬁTHMOﬁ. HNwmerorcs cllyuyan MEeYCHOYHOM HEAOCTATOYHOCTHU C JICTAJIbHBIM HCXOAOM,
TJIAaBHBIM 00pa3oM, CBSI3aHHBIE C HAJIWYHEM CEPhE3HBIX COIMYTCTBYIOIIUX 3a00JCBAHUN ¥/HITH
OOAHOBPCMCHHBIM NPUMCHCHUCM APYTIUX JICKAPCTBCHHBIX CPCIACTB. HpI/I MOSABJICHUUN IIPU3HAKOB U
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CHUMIITOMOB Ire€maTuTa, TAKUX KaK aHOPCKCHUA, XKEIITYXA, HOTICDIQCTHHE %E%T%,EE@IE?L%&;& IB

JKMBOTA MIpU aJibIlaliuu, HCOGXOI[I/IMO HEMCIJICHHO IMPCKPATUTH TCPAIIUIO KIIAPUTPOMHUIIMHOM.

[Tpy HaNMUYUK XPOHUYECKUX 3a00JICBAHUIT TEYCHN HEOOXOIUMO POBOUTH PETYJISIPHBIA KOHTPOJIb
(epMEeHTOB CHIBOPOTKH KPOBH.

[Ipy 15eyeHWW TPAKTUYECKH BCEMH AaHTUOAKTEPHAIBHBIMH CPEICTBAMH, B TOM YHCIC
KJIQPUTPOMHILIMHOM, OIMHUCAHBI CIy4au TCEBJOMEMOPAHO3HOTO KOJHTA, TSKECTh KOTOPOTO MOKET
BapbUPOBAThCS OT JIETKOH [0 yrpoxkawomed d>ku3Hu. [lpu JedeHuW TNpPaKTHYECKH BCEMH
aHTUOAKTepUAILHBIMU TIpenapaTaMd, B TOM 4YHCIE KIAPUTPOMHUIIMHOM, OIHKCAHBI CIy4Yau
Clostridium difficile-acconmupoBaHHON AHApEH, TSHKECTh KOTOPOH MOXKET BApbUPOBATHCS OT JIETKOM
IMaper A0 YIPOXKAIOIIEro JKM3HU KOJHTA. AHTHOAKTEepHalbHbIE NpenapaTsl MOTYT W3MEHUTD
HOPMAJIBHYIO MHKpOQUIOpYy KHIIEYHHKA, YTO MoOkeT mnpuBectd Kk pocry C. difficile.
[IceBnomemOpano3ublii  konut, BbeBBaHHbIM C. difficile, HEOOXOAMMO TIOMO3pPEBATH Yy BCEX
MAIMEHTOB, Y KOTOPBIX TOCIIC IPUMEHEHHUSI aHTUOAKTEPHATIBLHBIX CPECTB pa3Bmiiach quapes. [locie
MPOBEICHUS Kypca aHTUOMOTHKOTEPATMH HEOOXOIMMO TIIATEIbHOE MEAUIIMHCKOE HAOIIOICHHE 32
nanueHToM. ONMUCHIBAIMCE CITy4Yal Pa3BUTHUS IICEBJOMEMOPAHO3HOTO KOJUTA CITYCTS 2 MecsIa mocie
npreMa aHTHOMOTHKOB.

[Tpu nedyeHnHM MaxkpoJUIaMH, BKJIIOYAs KIAQPUTPOMHUIIMH, HAOIIOAANIOCh YIUIMHEHHE CEpleYHON

penossipuzanu 1 uaTepBasia QT, BBI3bIBast pUCK Pa3BUTHSA CEPACYHON apUTMUU H KEITYJOUKOBON

TaXUKapJUK TUNA «upys3™ (cM. pazzen 4.8.). Tak Kak cieayromue CUTyalud MOTYT IPUBECTH K

YBEIIMYCHUIO PUCKA PA3BUTHS JKEIYJI0YKOBBIX aPUTMUHN (B TOM YHCIIE JKEITYAOYKOBOH TaXWKapaAUU

THUIA ITHPYIT»), TO KIAPUTPOMHLIMH HE JOJDKEH IPUMEHSTHCS Y CIEAYIOMINX KaTeropuil IMalueHToB:

® Yy MAIMEHTOB ¢ TUnokanuemMuent (cM. pasaen 4.3.);

e Yy NAIMEHTOB C TUIIOMarHuemMuen (cm. pasnen 4.3.);

® Yy TAIMEHTOB, OJHOBPEMEHHO MOJYYAIOIUX KIAPUTPOMHIIMH C ACTEMH30JIOM, IH3AIpPHIOM,
NUMO3UJIOM U TeppeHaauHOM (cM. paszzen 4.3.);

® Yy TMAlMEHTOB C BPOXICHHBIM MM NPUOOPETEHHBIM 3aperuCTPUPOBAHHBIM Yy UIMHEHUEM
unTepBaia QT win Hamu4YreM KeyI0YKOBOM apuTMHUU B aHaMHe3e (cM. paznen 4.3.).

KiaputpoMHuIIMH JOKEH MPUMEHSTHCS ¢ OCTOPOXKHOCTBIO y CIEAYIOIUX KaTeropuil MalueHTOoB:

e vy nanueHtoB ¢ MBC, Tsxenoil cepaeuHol HENOCTATOYHOCTBIO, HAPYLIEHUSAMH IPOBOJIUMOCTH
WM KJIIMHUYECKU 3HAaYUMOM Opaaukapaueil;

¢ y NAIMEHTOB, OJIHOBPEMEHHO PUHUMAIOLIUX JIPYTHE JIEKapCTBEHHBIE NPENapaThl, CBSI3aHHBIE C
ynnuaenueM unatepBana QT (cm. paznen 4.5.).

Hepen HAa3HAYCHUEM KIAPUTPOMHIMHA BCEM IMAallMCHTAM, IPUHUMAIOIIHUM THAPOKCUXTIOPOXHUH HUIIU
XJIOPOXHH, TIIATEIHHO B3BECHTE COOTHOIIEHHE MOJIb3bI M PUCKA U3-32 TOTEHIIMATBHO TTOBBIIIIEHHOTO
pHCKa CepACYHO-COCYTUCTHIX COOBITUI U CEPACIHO-COCYIUCTON CMEPTHOCTH (CM. pazzaen 4.5.).

B xone smuaeMHOoI0rH4ecKuX HCCIEI0BaHUN MO M3YyUYEHHUIO pUCKa HEONArompHsTHBIX CEplIeYHO-
COCYJIMCTBIX UCXOJIOB TIPHU MPUMEHEHUN MAKPOJIHIOB OBLITN TIOyYEeHBI HEOTHO3HAYHBIE PE3YIIbTATHI.
B HekoTOppIx HaAOMIOMATENBHBIX HCCIEAOBAHUAX OB yCTAaHOBJIEH KPAaTKOBPEMEHHBIM pPHCK
pa3BUTHSI apuUTMHUH, HHPApPKTa MHOKapaa M CMEPTH OT CepPACYHO-COCYIMCTHIX 3a00JIeBaHUM,
CBS3aHHBIH C TPUMEHEHUEM MAaKpOJHAOB, BKIOYas KiapuTpoMuimH. I[lpu HazHaueHUH
KJIAPUTPOMHMIIMHA CJIETyeT COOTHOCHUTD MPEATNOIaraeMylo 1ojib3y OT pueMa mpernapara ¢ JaHHbIMU
pUCKamH.

Bo3MoxHO pa3BUTHE MEPEKPECTHOM PE3UCTEHTHOCTH K KJIAPUTPOMULIMHY U APYTUM aHTHOUOTHKAM
IPYNIbl MAKPOIHUIOB, a TAKKE TMHKOMUIIMHY U KIMHIAMUIIHY.

VY4uuThIBas pacTyIlyto pe3UCTEHTHOCTD Streptococcus pneumoniae K MaKpOIUAaM, BaKHO IPOBOIUTh
TECTHUPOBAHUE YyBCTBUTEIHLHOCTH P HA3HAYCHUH KJIAPUTPOMHUIIMHA MMAIIUEHTaM ¢ BHEOOJTbHUIHON
nHeBMoHMe. [Ipu rocnuTanbHO THEBMOHUU KJIIAPUTPOMUIIMH ClIeAyeT IPUMEHATh B KOMOWHAIIUU
C COOTBETCTBYIOLIUMH aHTUOMOTUKAMH.
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aureus u Streptococcus pyogenes. llpu srom o00a B0O30OyauTenass MOTYT OBITh YCTOWYHMBBI K
Makpoiuaam. [103ToMy BaKHO IPOBOIUTH TECT HA YyBCTBUTEIBHOCTb.

Makponuasl MOXHO HPUMEHSTh Npu MH(PEKIHAxX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JI€BaHUAX YI'pU BYJbIapHbIE M pOXa, a TAKKe B T€X CHUTYyalUsAX, KOIJa HEb3s HMPUMEHSTb
IIEHULIWJUIVH.

B cnyyae mosiBieHUs OCTPbIX PEAKLMH TMIIEpUYyBCTBUTEIBHOCTH, TaKMX KaK aHaduiIakTHuyecKas
peaxuus, TSKENbIE KOXHbIE JIEKAPCTBEHHbIE peakUuu (HampuMep, OCTpbI TIeHepaIu30BaHHBIN
9K3aHTEMATO3HbIH IycTyne3), cuHApoM CruBeHca-/[)KOHCOHA, TOKCHYECKHUH SNuAepMaabHbIN
HEKpOJIM3 W JIEKapCTBEHHAsl ChIb C S03MHOGMIMEH u cuctemMHoi cumnrTomartukoir (DRESS-
CHHJIPOM) HEOOXOJJMMO Cpa3y ke MPEeKpPaTUTh MPHUEM KJIapUTPOMULIMHA U HA4aTh COOTBETCTBYIOLIYIO
TEpaIuIo.

B ciydae coBMeCcTHOrO npuMeHeHHs ¢ BappapuHOM WIH IPYTUMHU HENPSIMBIMU aHTHKOAryJITHTaMU
HEOOXOUMO KOHTPOJIHMPOBATh MEXAyHApOAHOEe HOopMaim3oBaHHoe oTHomenune (MHO) wu
MIPOTPOMOMHOBOE BpeMs (CM. pazzaen 4.5.).

Crnenyer coOmogaTh OCTOPOXKHOCTH MHPHU OJHOBPEMEHHOM IPHMEHEHHH KIAPUTPOMHIIMHA C
NepopaIbHBIMUA aHTHKOAryJSIHTAMH TIPSIMOTO JEHCTBHUS, TAKMMHU KaK JaburarpaH, puBapokcadaH,
anukcabaH M 310KkcabaH, 0COOCHHO y NAIMEHTOB C BBICOKUM PUCKOM Pa3BUTHS KPOBOTEUEHUS (CM.
nyHKT «C OCTOPOXKHOCTBIO» U paznen 4.5.).

BcnomMorarensHble BellecTBa

JlaHHBII JTeKapCTBEHHBIN IpenapaT coaepKuT Menee 1 Mmmonsb (23 Mr) HaTpus Ha 1 TabneTky, TO
€CTb 110 CYTH, "HE COJEP>KUT HaTpus'.

4.5. BzaumoaeiicTBae ¢ IPYriMH JICKapCTBEHHBIMH NpenapaTaMu U ApPyrue BUAbI
B3aMMOJAEHCTBUA

IIpoTHBONOKA3aHHBIE KOMOHUHAIIUN

HpI/IMeHeHI/Ie CICAYIOMUX IpernapaToB COBMECTHO C KIIAPUTPOMUIIMHOM IIPOTHUBOIIOKA3aHO B CBA3H
C BOBMOKHOCTBIO PA3BUTHS CCPLE3HBIX HEKECIATCIIbHBIX peaKHHﬁ.

Luzanpuo, numosuod, mepghenaour u acmemu3soi

IIpu coBMecTHOM MNpHeMe KJIAPUTPOMHUIIMHA C LU3AMPUIOM, MUMO3UIOM, TepheHaJUHOM WIIH
aCTEMHU30JIOM COOOIIAIOCh O TIOBHIIEHNH KOHIIEHTPAIIUH MOCIESTHUX B IJIa3Me KPOBH, YTO MOXKET
NPUBECTH K yANMHEHWI0 wuHTepBaja QT M MOSBIEHHIO CEpJACYHBIX AapUTMUN, BKIIOYAs
KEITyT0UKOBYIO TaXUKapAuio, GUOPUIUISIMIO KETyJT0UYKOB U KENyJA0YKOBYIO TaXWUKapIUIO TUIIA
«mupya31» (cM. pasnen 4.3.).

Anxanouosi cnopvinbu

ITocTperucTpalliOHHBIE  UCCIIENOBAHMS IIOKA3bIBAIOT, YTO IIPU COBMECTHOM IIPUMEHEHUU
KJIAPUTPOMUIIMHA C 3PrOTAMUHOM WJIM JAUTHUAPOIPIOTAMUHOM BO3MOXKHBI ciieayromue 3¢ (eKTsl,
CBA3AHHBIC C OCTPBIM OTPAaBICHUEM IIpelNapaTaMHd TIPYIIIBl dPrOTaAMHUHOB: COCYIHUCTBIM CIIa3M,
WIIEMUs KOHEYHOCTEM W JPYyTHX TKaHEW, BKJOYAas I[EHTPAJIBHYIO HEPBHYK CHCTEMY.
OnHOBpEMEHHBIH MTPHEM KIAPUTPOMUIIMHA C aJTKAIONIaMH CIIOPBIHBU MPOTUBOIIOKA3aH (CM. pa3ien

4.3)).
Muoa3zonam 015 nepopanbHo2o npuUMeHeHUs

[Ipu coBMEeCTHOM MPUMEHEHUH MU a30J1aMa 1 KJapuTpoMuIimHa B hopme taberok (500 mr 1Ba paza
B JICHb) OTMEYAJIOCh yBEIUYEHHUE TUIOIMAAN MOJ (apMaKOKMHETUYECKONH KPHUBOW «KOHIECHTpAIUs-
BpeMs» (AUC) mmpazomama B 7 pa3 mociie mepopaibHOro mpuema. OIHOBPEMEHHBIN MpueM
KJIAPUTPOMMIIMHA C MH/Aa30JaMOM JUIsl NIEPOPAIbHOTO NPUMEHEHMSI IPOTUBONOKA3aH (CM. paszen
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43). (NOCNEOOBATENBHOCTH 0001)

Hneuoumopor I'MI-KoA-pedykxma3zwvl (cmamumv)

OpnHOBpEeMEHHBIN NMPUEM KIAPUTPOMHUIIMHA C JIOBACTATUHOM HJIM CUMBACTaTUHOM MPOTUBOMOKAa3aH
(cM. pa3nen 4.3.) B CBSI3U C TEM, UTO JAHHbBIE CTATUHBI B 3HAUNTEIILHON CTEIICHH METa0OIU3UPYIOTCS
modepmertom CYP3A4, m coBMecTHOE NPUMEHEHHE C KIAPUTPOMHMIIMHOM IOBBIIIAECT HX
CBIBOPOTOYHBIE KOHIICHTPALIMH, YTO MPUBOJUT K IMOBBIIICHUIO PHCKA Pa3BUTHS MUOTIATUH, BKIIIOYAs
pabnomuonn3. Coobmanoce o0 ciayyasx pabaoMuonu3a Yy TMalMEeHTOB, TNPUHUMABIIMX
KJIQPUTPOMHIIMH COBMECTHO C JIaHHBIMH TpenaparamMu. B cimyyae HEOOXOIUMOCTH HPUMEHEHUS
KJIAPUTPOMHUIIMHA CJIEyeT MPEKPATUTh [IPHEM JIOBAaCTaTUHA WJIM CUMBACTaTHHA HA BPEMsl TeparuH.

Knapurpomunya cinegyeT OPUMEHATh C OCTOPOKHOCTbIO IPU KOMOMHUPOBAHHOM Tepamuu ¢
JIpYTMMH CTaTUHaMU. B ciiydae HEOOXOAMMOCTH COBMECTHOTO MpHUEMa PEKOMEHIyeTCs IPUHUMATh
HaMMEHBIIYIO 103y CTaThHA. PeKoMeHayeTcss IPUMEHATh CTaTUHBI, HE 3aBUCSIINE OT MeTaboIn3Ma
uzopepmenta CYP3A (manpumep, payBacratun). CreayeT KOHTPOIUPOBATH Pa3BUTHE MPU3HAKOB U
CUMIITOMOB MHOIIaTUH.

Jlomumanuo

OpHOBpEeMEHHBI MPUEM KJIAPUTPOMHULIMHA C JIOMUTAlUIOM IPOTHBONOKA3aH H3-3a pHUCKa
CYLIECTBEHHOI'O MOBBIILICHHS aKTUBHOCTH TpaHCaMHUHa3 B IJIa3Me KpoBH (CM. pazjen 4.3.).

[IpoTBONIOKa3aHO TPUMEHECHHUE KJIAPUTPOMHUIIMHA BMECTE€ C THKArpeliopoM, WBaOpaTuHOM U
paHoJIa3uHOM, KOTOpbIe MeTaboan3upyoTes npeumyiiectBeHHO CYP3A4 (cMm. paznen 4.3).

Bimmsane APYTIuX JICKAPCTBCHHBIX MIPCIIapaTOB HA KIAPUTPOMUIIMH

[Ipenapatel, sBistomecs HHAyKTopamu uzodpepmenta CYP3A (mampumep, pudamnunu,
¢enuTonH, kapbamasenuH, ¢peHoOapOuTas, 3Bepo0Oil MPOJBIPSABIEHHBIN), MOTYT HMHIYyLIMPOBATh
MeTa0O0JIN3M KJIAPUTPOMUIIMHA. DTO MOMKET NPHUBECTH K CyOTepaneBTUYECKON KOHILIEHTpPAIH
KJIAPUTPOMMIIMHA, YTO MPHUBOJUT K CHIDKEHHIO ero 3(¢extuBHocTH. Kpome Toro, HeoOXoanumo
HaOII0AaTh 3a KOHLEHTpalue nuaykropa nzopepmenta CYP3A B minazme KpoBH, KOTOpast MOXET
MOBBICUTHCS U3-3a MHrHOuMpoBaHus nzopepmenta CYP3A xmapurpomunuaoM. Ilpu coBmecTHOM
npuMeHeHMH pudadyTuHa ¢ KJIAPUTPOMHUIIMHA HAOIIOAAIOCh MOBBIIIEHHE IJIa3MEHHOM
KOHULEHTpauuu pupadyTuHA W CHUKEHUE CHIBOPOTOYHOM KOHLIEHTPALMU KIAPUTPOMHUIMHA C
MIOBBIIIEHHBIM PUCKOM Pa3BUTHUS YBEUTA.

Crnenyromue mpemnaparbl  oOJaJarOT JOKa3aHHBIM WM TPEANoJiaraéMbIM — BJIMSHUEM Ha
KOHIIEHTPAIIMIO KIAPUTPOMHUIIHA B IJIa3M€ KPOBH; B CIIy4ae WX COBMECTHOTO MPUMEHEHUsS C
KIIAPUTPOMHUIMHOM MOXKET HOTpe6OBaTBC${ KOppEeKOuUA MO03 WM IEPEXOJ Ha aJJbTCPHATUBHOC
JIeUYeHUE.

Opasupens, nesupanun, pupamnuyun, pugadbymur u pughaneHmun

CunbHbIe HHAYKTOPBI cCUCTeMBbI ITuToXpoMa P450, Takue kak a¢daBupeH3, HeBUpanuH, pudaMImiInH,
pudabyTuH U pudaneHTHH MOTYT YCKOPSATh METa0OJU3M KJIApUTPOMHUIIMHA U, TaKUM OOpa3oM,
MOHM)KAaTh KOHIEHTPALMI0 KIApUTPOMHUILMHA B IUIa3ME KPOBHM M BMECTE C TEM IIOBBIIIATH
koHIeHTpanuto 14-OH-kmaputpoMuIimHa — METaboJINTa, TAKKE SBIISIOIIETOCS MUKPOOHOIOTHYECKH
akTUBHBIM. [lOCKONBKY MHMKpOOMONIOTHMYECKass aKTUBHOCTh KiapuTpomuimHa u  14-OH-
KJIAQPUTPOMMIIMHA OTJIMYAETCS B OTHOIICHWU PA3UYHBIX OakTepuid, TepaneBTHUYecKui 3¢¢eKxTt
MO>KET CHM)KAThCS PH COBMECTHOM MTPUMEHEHHUH KJIAPUTPOMULIMHA U UHIIYKTOPOB (PEPMEHTOB.

Ompasupun

KoHueHTpanust KIapuTpoOMUILIMHA CHHXKAETCS MPU MCIOJIb30BAaHUU STPABUPHHA, HO TOBBIIIAETCS
KOHIIEHTpaIUs AKTUBHOTO MeTabonTa 14-OH-knapuTpoMUIIMHA. [Tockonbky
14-OH-kmapuTpoMuIIuH 0071aaeT HU3KOH aKTUBHOCTBIO MO OTHOIIEHHI0 K MAC- uHbekuusMm,
MOXET MEHATHCSI 00111ast aKTUBHOCTH B OTHOIIICHUH ATUX BO30yAUTEINEH, TodTOMY 11J1st ieueHuss MAC
ClielyeT paccMaTpUBaTh AIbTEPHATUBHOE JICUCHUE.
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(NOCNEOCBATENEHOCTE 00071)

DnyKkoHason

COOTBETCTBYET 2KCNEPTHOMY OTYETY

CoBmecTHbIl npueM (iaykoHazoma B go3e 200 Mr exxelHeBHO U KJIapuTpoMuIiHa B 103¢ 500 Mr 1Ba
paza B JeHb y 21 3710poBOro J00pOBOJIbIIA TMPUBEIO K YBEIMYECHUIO CPEAHEr0o 3HAYeHUs
MUHUMAIBHOH PABHOBECHOW KOHIEHTpamuu KIapuTpoMunuHa (Cmin) ¥ IUIOMIAAWM  TIOJ
(dapmakokuHeTHUECKON KpuBoi «koHueHTpaius-speMs» (AUC) na 33 % u 18 % cooTBETCTBEHHO.
[Tpu 5TOM COBMECTHBII MpHUEM 3HAYUTEIHHO HE BIIMSI HA CPEIHIOI0 PABHOBECHYIO KOHILIEHTPAIIHIO
aktuBHOro Merabonura 14-OH-knapurpomununa. Koppekius n03bl KIApUTPOMHUIIMHA B ClIy4yae
COITyTCTBYIOIIETO NpueMa (IykoHa3oja He TpedyeTcs.

Pumonasup

dapMaKOKMHETHYECKOE MCCIIeI0BAaHNE TT0KA3a10, YTO COBMECTHBIN MpHEeM pUTOHaBHpa B g03e 200
MT KaX/ible BOCEMb YacOB M KJIapuTpoMHLIMHA B 103€ 500 Mr kaxkaple 12 yacoB MpUBEI K 3aMETHOMY
MOJIABJIICHUIO ~ MeTaboim3Ma  KiIapuTpomunuHa. llpm  coBMecTHOM TmpHeMe pPHUTOHaBHpa
MakcuMajbHasl Iuia3MeHHast KOHUEHTpalus (Cmax) KnapurpoMunuaa ysenuuuiaach Ha 31 %, Cuin
yBenuuuiach Ha 182 % u AUC yBenmuunace Ha 77 %. BbUio OTMEYEHO MPaKTHUECKU I1OJHOE
nojasinenue oOpasoBanHus 14-OH-knaputpomuuuHa. braronaps MMpOKOMY TepaneBTHUECKOMY
JMana3oHy KJIAPUTPOMHUIIMHA YMEHBIIEHHE €ro J03bl y TAIHMEeHTOB C HOPMAaJbHOW IMOYEYHOM
¢byHkuueir He TpebyeTrcs. Y MAIUEHTOB C IOYEYHOW HEJOCTaTOYHOCTBIO IIEJIeCO00pazHO
paccMOTpeTh CIEMyIOIMe BapwaHThl Koppekmuu 1o3el: npu KK 30-60 w™mi/mun  1mo3a
KJIApUTPOMMLIMHA JOJDKHA ObITh yMmeHbiieHa Ha 50 %; nmpu KK wmenee 30 mu/mMuH no3a
KJIAQPUTPOMHIIMHA JTOJDKHA OBITH YyMeHbIeHa Ha 75 %. B mo3ax Gosee 1 r/CyT KIapUTPOMUIIMH HE
ClIelyeT IPUMEHATh B COUETAHUN C PUTOHABHPOM.

CxoaHbIe KOPPEKIUH 103 JOJKHBI pACCMATPUBATHCS Y MAIIMEHTOB CO CHIKCHHOM (DYHKITHEH MOoYeK,
€CIIM PUTOHABUP HUCIIONB3YyeTCs Kak (papMaKOKMHETUYECKUI «yCHIUTENbY P MPUMEHEHUU APYTUX
MHTUONTOPOB npoTeaszbl BUY, Bkitouas arazaHaBUp U CaKkBUHABUD (CM. yHKT «/[ByHampaBieHHOE
B3aMMO/ICIICTBHE JIEKAPCTBY).

HeﬁCTBHG KIIapUTPOMHUIIMHA Ha APYTHUEC JTCKAPCTBCHHBIC ITPCIIapaThl

Aumuapummuueckue cpeocmea (XUHUOUH U OU30NUPAMUO)

Bo03MO0OXHO BO3HUKHOBEHHE )KCJ'IYJIO‘IKOBOI\/'I TaXUKapaAunu TUIIA «IIUPYIT» IIpPpU COBMCCTHOM
MNPUMCHCHUHN KIAPUTPOMHIIMHA U XUHHUIWHA WKW AU30IHUpaMHUIA. HpI/I OJHOBPCMCHHOM IIPUCME
KJIIapUTPOMHIIMTHA C 9TUMH npemnapartaMu CICOAYyECT PpCTryIdpHO IIpOBOAUTH KOHTPOJIb
QJICKTPOKApAUOrpaMMBbl Ha IMPEAMET YAJIMHCHUA UHTCPBAJla QT, a TaKXKE CIICAYCT KOHTPOJIUPOBATH
CBIBOPOTOYHBIC KOHICHTpAOHN 3TUX ITPEIIapaToB.

[Ipu mocTperucTparmoOHHOM MPUMEHEHUH COOOIIANOCh O CIyYasX Pa3BUTHS THUIIOTIHKEMUU TPU
COBMECTHOE TpHUEME KJIAPUTPOMHUIIMHA © Ju3onupamuga. Heobxoaummo KOHTPOJIUPOBATh
KOHIIGHTPALUIO TJIIOKO3bl B KPOBU IMpPU OJHOBPEMEHHOM TMPUMEHEHHHM KIAPUTPOMHIIMHA U
JTU30TMpaMu/Ia.

IlepopanvHule eunoznukemuyeckue cpeocmea/uncyium

HpI/I COBMCCTHOM NPHUMCHCHHUU KIAPpUTPOMHUIIMHA W NEPOPATbHBIX THIIOTTIMKCMHUYCCKUX CPEACTB
(Hampumep, TPOU3ZBOJAHBIE CYIb(OHUIMOUEBUHBI) W/MIU WHCYJIUHA MOXET HaOI0IaThCsa
BbIpaXXCHHAaA TUIIOTTIMKEMHUA. O}IHOBpeMeHHOG IMPUMCHCHUC KIIApUTPOMUIIMHA C HCEKOTOPBIMH
TUIIOTTIMKCMUYCCKUMHU  TIpCriapaTaMiu (HaHpI/IMep, HAaTCIJIMHWU, MHUOTJIMTAa30H, pPCIarjiiuHug "
POCHUTIIMTA30H) MOXET MPUBECTH K MHruOmpoBanuio n3odepmenra CYP3A kimapuTpoMuniiHOM, B
PE3YIbTATC YCTO MOXKCET Pa3BUTHCA THUIIOTTIMKCMUA. PGKOMGHI[yeTCSI THlaTeJIBHBIﬁ KOHTPOJIb
KOHIEHTPALUHU TIIOKO3bI.

Bzaumooeticmeus, obycnosnennvie uzogpepmenmom CYP3A

CoBMeCTHBIN MPUEM KIIAPUTPOMHUIIMHA, KOTOPBIHA, KaK U3BECTHO, MHTHOupyeT n3odepment CYP3A,
U TIpenaparoB, epBUYHO MeTadbommu3upyoomuxcs nzopepmentom CYP3 A, MoxeT acCOLIMMPOBATHCS
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C B3aMMHBIM IIOBBINICHUCM HX KOHHGHTpaHHﬁ, HTO MO%;I:MHEEEH&EIIETQ:F’II{%{

COOTBETCTBYET 2KCNEPTHOMY OTYETY

TEpaneBTHYECKUE, TaK U HEKeNaTellbHbIe peakiui. KiapuTpoMHIIuH cleayeT ¢ OCTOPOKHOCTHIO
NPUMEHATh MAIMEHTaM, MOJIyYalollUM TIpenaparThl, SBISOMMecs cyOcTpatamMu u3ohepMeHTa
CYP3A, ocoOeHHO ecnu 3TU Ipenaparbl UMEIOT Y3KUI TepaneBTHUECKUN Juana3oH (Hampumep,
kapOaMa3enuH), W/WIW HMHTCHCUBHO METAa0ONM3UPYIOTCS OSTUM ¢epmeHToM. B ciyuae
HEOOXOMMOCTH JOJDKHA TPOBOAMTHCS KOPPEKIMs JI03bl IMpernapara, MPUHUMAEMOrO0 BMECTE C
KJIapUTPOMHULIMHOM. Takke, 0 BO3MOXXHOCTH, JJOJDKEH HPOBOAUTHCS MOHHUTOPHHT CBIBOPOTOYHBIX
KOHIICHTPALIMH MpenapaToB, NepBUYHO MeTaboau3upyromuxcs nzopepmenrom CYP3A.

Kopmuxocmepouout

Crnenyer coOMrOAaTh OCTOPOXKHOCTH MPU OJHOBPEMEHHOM TMPUMEHEHUU KIAPUTPOMHUIIMHA C
CUCTEMHBIMH W  WHTIIHOHHBIMH  KOPTHKOCTEPOHMJAMH, KOTOpPBIE  IPEUMYIIECTBEHHO
Metabomm3upyroTcs uzopepmentom CYP3A, wu3-3a BO3MOXKHOCTH YBEJIMYEHHUS] CHUCTEMHOM
OKCIO3HMIIMU KOPTUKOCTEPOUAOB. [IpM OJHOBPEMEHHOM MpPHMEHEHHH CIEAyeT THIATEIbHO
Ha6J'IIOZ[aTI> 3a NaguCeHTaMH1 Ha MPCAMET CUCTCMHBIX HCXKCIATCIIbHBIX peaKHI/IfI KOPTUKOCTCPOUOOB.

MeTtabonu3m clieqyomuX MpenapaToB/KIaccoB OCylIecTBiseTcs TeM ke uzopepmentom CYP3A,
9T0 W MeTabONU3M KIAPUTPOMHUIIMHA, HAIpUMeEp, ajmpo3ojaM, KapOamasemnwH, IHJIOCTa30ll,
UUKIOCTIOPUH, JU30MUPaMUJ, METHIIPEIHU30JI0H, MHUJa30JIaM, OMEMNpa3oi, IepopalbHbIE
AQHTUKOATYJIIHTBl  (Hampumep, BapdapuH,  puBapokcadaH, anukca0an), ATUIIHYHbIC
AHTUIICUXOTUYECKUE CpPEICTBA (HANpuUMep, KBETHANMH), XUHUAWH, pU(aOyTuH, cuiaeHadu,
TaKpOJIMMYC, TpuazoiaMm W BHHOnacTuH. Takke k aronuctam uszopepmernra CYP3A orHocsTCS
CIIeyIoIIKe MpenapaThl, MPOTUBOIIOKA3aHHBIE K COBMECTHOMY MPUMEHEHHIO C KIAPUTPOMUIIMHOM:
acTeMM30J1, LU3anpua, TUMo3u ], TepdeHa nH, JIOBACTATUH, CUMBACTaTUH U AJIKAJIONbl CIIOPBIHBI
(em. pasznmen 4.3.). K mpemaparam, B3aMMOAEHCTBYIOIIUM IOJO0OHBIM 00pa3oM depe3 Apyrue
n3o(pepMeHTbl B pamMKax cucTeMmbl LuToxpoma P450, otHOcsATCS (EHUTOMH, TEOPWIIUH U
BaJIbIIPOEBAsk KUCIIOTA.

Hel’lpﬂjl/lble anmuxKoacyisinnivl

IIpu coBMecTHOM mpueMe BapdapuHa U KIAPUTPOMHUIIMHA BO3MOXKHO KPOBOTEUCHHE, BHIPAKEHHOE
yBenuuenue MHO u mpoTpoMOMHOBOro BpeMeHH. B ciydae COBMECTHOro NpHUMEHEHUs C
Bap(papuHOM MM APYTUMHU HEMPSAMBIMU aHTUKOATyJITHTAaMH He00X0auMo KoHTposmpoBaTb MHO u
MIPOTPOMOMHOBOE BpPEMS.

Ilepopanvhule anmukoazynanmol NPAMo20 Oelcmeus

[lepopanbHbIe aHTHKOATYIISIHTHI IPSIMOTO IEHCTBHSI JaOUTAaTpaH U d/I0KCa0aH SBISIETCS CyOCTpaTOM
s 3¢ ¢arokcHoro Oenka-nepeHocunka P-rmukonporenna (P-gp). PuBapokcaban u ammkca®ax
MeTabonusupyrores ¢ yuactueM nzopepmenta CYP3A u taxke sBisitoTcst cyocTpaTtamu ais P-gp.

Cnenyer coOmoaaTh OCTOPOXKHOCTH TPU OJHOBPEMEHHOM TNPUMEHEHUU KIApUTPOMHUIIMHA C
JAHHBIMU TIperapaTaMy, OCOOCHHO y MAI[MEHTOB C BBHICOKUM PHCKOM KPOBOTEUEHHUS (CM. pazjien
4.4.).

Owmenpaszon

Knapurpomumums (o 500 Mr kakpie 8 4aCOB) UCCIEIOBAIICS Y 3A0POBBIX B3POCIBIX T0OPOBOIBIEB
B KoMOMHamuu c omenpazoioMm (mo 40 wmr exenHeBHo). Ilpu coBMecTHOM NpUMEHEHUU
KJIQpPUTPOMHIIMHA M OMENpa3ojia PaBHOBECHBIC IJIA3MEHHbIE KOHIEHTPALUKM OMeEIpa3oia ObLIH
yBenuueHbl (Cmax, AUCo-24 u iepuon nonyssiBeaeHus [T12] yBennumnuck Ha 30 %, 89 % u 34 %
cooTBeTCTBEHHO). CpenHee 3HaueHue pH xenyaka B TeueHue 24 yacoB COCTaBUIIO 5,2 MpuU IpUEMeE
OMEMNpa30Jia B OTACIBHOCTU U 5,7 IPU PpUEME OMEIPa30jia COBMECTHO € KIIAPUTPOMULIMHOM.

Cunoenaghun, maoanaghun u éapoenagun

Kaxxnprit u3 3TX HHrHOUTOPOB (pocdoaudcTepasbl METAOOTU3UPYETCS, 110 KpaitHeH Mepe, YaCTUIHO
c yuactuem uzodepmenta CYP3A. B to xe Bpems uzopepment CYP3A MoxxeT MHHTHOMPOBATHCS B
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MPUCYTCTBUHU KiapuTpomuimHa. COBMECTHOE NPUMEHEHHE %%HH%E‘%J@E‘%Q&LR&%M

TaganaduIoOM WK BapACHA(DUIOM MOKET MPUBECTH K YBEITUUYCHUIO HHTUOUPYIOIIETO BO3CHCTBHS
Ha pocdoaudcTepasy. [Ipu IpUMEHEHUH STUX MPENAPATOB COBMECTHO C KJIAPUTPOMHIIUHOM CIICTYET
paccMoOTpeTh BO3MOXHOCTh YMEHBIIIEHUS 10361 cuiieHaduia, Taganaduia u BapaecHaduia.

Teogunnun, kapoamazenun

[Ipu cOBMECTHOM NPUMEHEHHUH KJIAPUTPOMHUIIMHA U TEOPHUIMHA WM KapOamas3enmrHa BO3MOXKHO
MOBBIIICHUE KOHLEHTPALWH JaHHBIX IIPENapaToOB B CUCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHBIil MeTa0OIM3M TOJTEPOJMHA OCYIIECTBIsIETCA yepe3 2D6 n3odopmy muroxpoma P450
(CYP2D6). Opmmako B dacTtu momyisiuu, JumeHHod wuzopepmenta CYP2D6, merabonmuzm
npoucxomuT 4depe3 uzopepment CYP3A. B aToii rpymnmne HaceneHus: mojaBieHHEe H30(pepMeHTa
CYP3A npuBoIUT K 3HAYUTEIHHO 00JI€€ BHICOKUM KOHIICHTPALIUSIM TOJITEPOANHA B CHIBOPOTKE. B
MOMYJISINN ¢ HU3KUM ypoBHEM MeTabonu3ma yepe3 uzopepment CYP2D6 moxker nmotpeGoBaThCs
CHIDKCHHE JIO3BI TOJITEPOJMHA B MPUCYTCTBUHM WHTHOMTOpOB m3odepmenta CYP3A, Takux kak
KJIAPUTPOMHUIIUH.

benzoouazenunvl (nanpumep, arnpazonam, Muoazonam, mpuasonam)

[Ipu coBMeCTHOM IPUMEHEHUHU MH1a307ama U TabaeTok knaputpomunnnaa (500 mr 1Ba pasa B I€Hb)
ormevasioch yBenumueHne AUC wmupasonama B 2,7 pasa MOcCi€ BHYTPUBEHHOI'O BBEICHMS
Mugazonama. Eciu BMecTe ¢ KJIapuTPOMUIIMHOM MPUMEHSETCS BHYTPUBEHHAs opMa MUa30l1aMa,
CJIEy€eT TIIATEIbHO KOHTPOIMPOBATh COCTOSHUE NAIIMEHTA JUIsl BO3MOXKHON KOPPEKLUHU J03bI.

BBenenue nekapCTBEHHOTO Mperapara 4yepe3 CIM3HCTYI0 000JOYKY MOJOCTH PTa, KOTOPOE MaeT
BO3MOXXHOCTh OOONTH IMPECHUCTEMHYIO 3JIMMHHAIMIO JIEKapCTBEHHOI'O Ipernapara, CKOpee BCero,
MPHUBEAET K B3aMMOJCHCTBHIO aHAJOTHYHOMY TOMY, KOTOpPOE€ HaOJI0/aeTcsi MpH BHYTPUBEHHOM
BBEJICHUH MUa30J1aMa, a He MPU NEPOPATTLHOM MpHUEME.

Taxue ke Mepbl MPEOCTOPOKHOCTH CIAEAYET MPUMEHSTh U K IpyruM OeH30/ua3erHaM, KOTOpbIe
Metabomm3upyroTcss  u3opepmentom CYP3A, Bximouas Tpuazonam u - anmpazonam. s
OCH30/IMa3eNMHOB, BBIBEEHUE KOTOphIX He 3aBHcUT OT u3zopepmenta CYP3A (remazemnam,
HUTpa3enaMm, Jiopa3enaMm), MaJIOBEPOSTHO KIMHUYECKH 3HAYUMOE  B3aWMOJICHCTBHE  C
KIIAPUTPOMHIIMHOM.

[Ipn coBMecTHOE NpPUMEHEHUM KIAPUTPOMMIIMHA M TpHa3ojiaMa BO3MOXHO BO3JEHCTBHE Ha
LeHTpaJIbHY10 HepBHYI0 cucteMy (ILIHC), Hanpumep, COHIUBOCTB U CITyTaHHOCTb CO3HaHUs. B cBs3M
C 3THM, B Clly4ae COBMECTHOT'O MPHUMEHEHHS, PEKOMEHYETCS CIeIUTh 3a CUMIITOMAaMHU HapyIICHUS

ITHC.

BsauMoaenicTBud ¢ ApYrUMHA Openaparamu

Konxuyun

Konxuumu sBasercst cyOctparom kak uzopepmenta CYP3A, Tak u Oenka-nmepeHOCUMKa
P-rmukonporenna (P-gp). M3BecTHO, 4YTO KIAPUTPOMHUIMH U APYTHE MAaKpOJIUABI SIBISIFOTCS
unrudutopamu uzopepmenta CYP3A u P-gp. Ilpu coBmMecTHOM mpueMe KIapUTPOMHUIIMHA U
KOJIXUIIMHA MHruoupoBanue P-gp w/mnm m3odepmenta CYP3A MoXeT NMPHUBECTH K YCHIICHHUIO
JEUCTBUS KOJXUIMHA. 3aperucTpUpPOBaHbl MOCTPETHMCTPALIMOHHBIE COOOIIEHUS O Cilydasx
OTpaBJICHUsI KOJIXULMHOM IIPU €70 OJJHOBPEMEHHOM IIPUEME C KIIAPUTPOMULIMHOM, YaIIE y TOKUIIBIX
nanueHToB. HekoTopble M3 ONUCAHHBIX CIy4aeB MPOUCXOAMIM C MAlUEHTaMH, CTPaJarolliMHU
MOYEUHOW HEeI0CTAaTOYHOCThI0. Kak coo0manoch, HEKOTOpBIE CIy4Yan 3aKaHYUBAIUCH JIETAIbHBIM
HCXOJIOM.

OpaHOBpEMEHHOE IPUMEHEHNE KIAPUTPOMHULIMHA U KOJIXHUIIMHA IPOTUBONOKA3aHo (cM. paszaen 4.3.).

JHueoxcun
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unrubupyer P-gp. [Ipu coBMecTHOM mpuemMe KIapUTPOMULIMHA M AUTOKCHHA MHTHOMpoBanue P-gp
KJIIAPUTPOMHUIIMHOM MOXET IPHUBECTH K YCWICHHUIO ACUCTBHs JurokcuHa. [loctperucrpanuoHHbie
HCCIIEA0BAHUs IIOKA3aJId, YTO COBMECTHBIM NPUEM JUIOKCUHA U KJIAPUTPOMHULIMHA TaKKE MOKET
IIPUBECTH K IOBBIIIECHUIO CHIBOPOTOYHOW KOHLCHTPALUU IUIOKCHHA. Y HEKOTOPBIX IMAllMEHTOB
OTMEYAJIUCh KIMHUYECKHE CHMITOMBI OTPAaBICHUS JUIOKCUHOM, BKJIIOYas I[OTEHLHUAIBHO
JeTalbHbIe apuTMHH. [Ipyu cOBMECTHOM IpueMe KIIApUTPOMUILIMHA U IUTOKCHHA CJIEAYET TIATEIBHO
KOHTPOJIMPOBATh KOHLICHTPALUIO IUTOKCUHA B CBIBOPOTKE.

3udosyoun

OnHOBpEMEHHBIH MpUeM TabJIETOK KIAPUTPOMHUIIMHA U 3UA0BYIMHA IEPOPATIHLHO B3pociasiMu BUY-
MHOUIMPOBAHHBIMU MAlMEHTAaMM MOXXET IPHUBECTH K CHI)KEHUIO PABHOBECHOH KOHLIEHTpALUH
3UI0BY/IMHA.

HOCKOHBKy KIIApUTPOMUIIUH BJIMACT HA BCACBIBAHWC 3UAOBYJAWHA IIPpU HNCPOPAJIBHOM IIPpUEME,
BSaHMOHeﬁCTBI/Iﬂ MOXHO B 3HAYHTCIFHOM CTCIICHH I/136G)K3.TB, IIpUHHUMAasA KIApUTPOMHUIHWH U
SUJOBYIWH C HUHTCPBAJIOM B 4 gaca.

[TomoGHoro B3ammoxericTBUs He HaOmonamu y BUY-uHGUIMPOBaHHBIX AETEH, MPHHUMABIIMX
JETCKYIO CYCIIEH3MIO KJIApUTPOMHULMHA C 3MJIOBYJMHOM WM JUAE30KCMMHO3MHOM. llockoibky
KJIAPUTPOMMIIMH MOKET IIPEMATCTBOBATH BCACBIBAHUIO 3UI0OBYAMHA IIPU UX OJTHOBPEMEHHOM IIpUEME
BHYTPb Y B3pOCIIbIX MALUEHTOB, IOJOOHOE B3aUMO/IeHICTBHE BPS JIM BO3MOXKHO IIPU UCIIOJIb30BAHUU
KJIApUTPOMMIIMHA BHYTPUBEHHO.

Denumoun u sdjlbnpoesast Kucioma

NmeroTcss maHHble O B3auMoOACHCTBUAX HMHruOuUTOpoB u3odepmenta CYP3A (Bkimrouas
KJIQPUTPOMMIIMH) € MpernaparaMH, KOTOpble He MeTabOoJIM3MPYIOTCS C MOMOUIbI0 H30(epMeHTa
CYP3A (¢penuronHoM u BanbHpoeBoil KuciaoToi). [[ns maHHBIX mpemapaToB, MPU COBMECTHOM
IPUMEHEHUH C  KJIAPUTPOMHULMHOM, PEKOMEHIYETCS OIpENEICHHE UX  CHIBOPOTOYHBIX
KOHLEHTpALUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 UX MOBBILICHHUH.

JByHaIIpaBJIeHHOE B3aMMOJICHCTBUE JIEKAPCTB

T'uopoxkcuxnopoxun u x10poxun

JlanHple  HaAOMIOAEHMH  MOKa3ajdd, 4YTO COBMECTHOE MpPHUMEHEHHE  a3UTPOMHIIMHA  C
TUIPOKCUXJIOPOXUHOM Yy TAIlMEHTOB C PEBMATOMAHBIM apTPUTOM CBSA3aHO C MOBBIIIEHHBIM PUCKOM
CEepACYHO-COCYTUCTBIX COOBITHH M CepAEYHO-COCYTUCTON cMepTHOCTH. KimapuTpoMuis criemayet
HCIOJIb30BaTh C OCTOPOXKHOCTHIO Yy TMAIMEHTOB, IMOJIYYAIOIIMX ASTH IMpernapaThl, KOTOpbIe, Kak
U3BECTHO, yUIMHAIOT nHTEpBai QT, N3-32 BO3MOKHOCTH Pa3BUTHS CEPACUHON apUTMUU U CEPHE3HBIX
HEXKeJaTEeJbHBIX CEPIeYHO-COCYAUCTHIX SBICHUM.

Amasanasup

Knaputpomuniua 1 atazaHaBup SIBISIIOTCA Kak CyOCTpaTraMu, Tak M MHTHOMTOpaMu u3odepMeHTa
CYP3A. CymecTByeT CBHUIETENBCTBO ABYHAIIPABICHHOIO B3aUMOJEHCTBUS OSTUX IPENaparos.
CoBMecTHOE puMeHeHue kinapurpomunrta (500 Mr aBa pa3a B JieHb) U atazanaBupa (400 mr oaux
pa3 B JIeHb) MOXXET NPUBECTH K JBYKPAaTHOMY YBEIMYEHHUIO BO3ACUCTBHS KIAPUTPOMHUIIMHA U
yMeHbIIeHuo Bo3neicTBus 14-OH-knapurpomuninaa Ha 70 %, ¢ yBennuenneM AUC ara3aHaBupa
Ha 28 %. bnarogapsi mIMpoKoOMy TeparneBTHUECKOMY IMana3oHy KJIApUTPOMUIIMHA YMEHBILIEHUE €r0
7036l Y TIAIIMEHTOB C HOPMAaJIbHOW (PYHKIIMEH TMOYeK He TpeOyeTcs. Y MaluMeHTOB ¢ yMEPEHHOU
noyeuHoit HenocratoyHocThio (KK 30—60 mi/MMH) 1032 KIapUTPOMHUIIMHA JOJDKHA OBITH
ymenbiieHa Ha 50 %. Y nanuenToB ¢ KK menee 30 Ma/MuH 103y KJIapUTPOMUIIMHA CEIYET CHUZUTH
Ha 75 %, WCHONB3ysl ISl 3TOrO COOTBETCTBYIOIIYIO JICKAPCTBEHHYIO (OPMY KIAPUTPOMUIIMHA.
Knaputpomunima B no3ax, npesbimaromux 1000 Mr B CyTKH, HENb3sl NMPUMEHSATH COBMECTHO C
MHTUOUTOpAaMHU MPOTEa3s.
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(NOCNEOCBATENEHOCTE 00071)

EJZOKCZI’I’ZOpbl «MEOJIEHHbIXY KAJlbYUueevblx KaHaioe

[Ipn 01HOBpEMEHHOM MPUMEHEHHH KJIAPUTPOMUIIMHA U OJOKATOPOB «MEJICHHBIX» KaJbIIUEBBIX
KaHaJIOB, KOTOpble Metabomm3upyroTcs wu3zopepmentom CYP3A (manpumep, Bepamamui,
aMJIOJTUIINH, JWITHA3EeM), CIEAyeT COOII0aTh OCTOPOKHOCTb, ITOCKOJBKY CYIIECTBYET PHCK
BO3HUKHOBEHHUS apTepUaIbHON TUIIOTeH3UH. [[11a3MeHHbIe KOHIIEHTPAIMK KIAPUTPOMUIIMHA, TaKKe
KaK 1 OJIOKaTOPOB «MEJICHHBIX» KaTbIIUEBBIX KAHAJIOB, MOTYT IMOBBIIIATHCS MIPH OJHOBPEMEHHOM
MpPUMEHEHUU. ApTepuanbHas TUIOTEH3Us, OpaguapuTMUS U JIAKTOAIMI03 BO3MOXHBI TPU
OJIHOBPEMEHHOM TpUeME KJIAPUTPOMHUIIMHA U BeparaMuIia.

HUmpakonaszon

KnaputpoMHuIIH U UTPaKOHA30JI SBIAIOTCSA cyOcTparamMu U uHruoutopamu usodepmenta CYP3A,
4YTO OINpejAesseT JBYHAlpaBlIeHHOE B3auMMOJAEHCTBHE IpenapaToB. KiIapuTpOMHIMH MOXET
MOBBICUTh KOHLIEHTPALIMIO UTPAKOHA30J1a B IJIa3M€, B TO BpEMS KaK UTPAKOHA30J MOYKET IOBBICUTh
IUTa3MEHHYIO KOHIEHTPALUIO KJIapuTpoMuluHa. IlanueHToB, OJHOBPEMEHHO MNPUHUMAIOIINX
UTPAaKOHA30Jd M KJIAPUTPOMUIMH, CIEIyeT TINATEIbHO O0CIeN0BaTh HAa HAIM4YME CHMITOMOB
YCUJIEHUS WK YBEIMUYEHHS JUIUTEIILHOCTH (PapMaKoIOrHuecKuX 3(PPEeKTOB ITUX MPernapaTos.

Cakeunasup

KnaputpomMuninH U cakBUHaBHp SBISIOTCS cyOcTpatamu M uHruOutopamu uzodpepmenta CYP3A,
YTO ONpEIEIIIeT IBYHANpPaBICHHOE B3aUMOJIEHCTBUE IpenapaToB. OJHOBPEMEHHOE MPUMEHEHUE
knapurpomunrHa (500 Mr Ba pa3a B JIeHb) U CAaKBUHABUPA (B MATKUX KEJIATUHOBBIX Karicynax, 1200
MT TpH pa3a B JIeHb) Y 12 310poBbIX 100poBosiblieB BeI3bIBaIO yBenudeHHe AUC u Cmax CakBUHaBUpA
Ha 177 % n 187 % cooTBETCTBEHHO, B CPABHEHUHU C IPUEMOM CAKBUHABUPA B OTEIBHOCTH. 3HAYCHUS
AUC u Cpax KJIapUTpOMHUIIMHA OBUTH TIpUOIM3UTENbHO Ha 40 % BbIIIE, YeM MPU MOHOTEPANHU
KJIAQPUTPOMHULIIMHOM. IIpyM COBMECTHOM IPUMEHEHMM JTHX JABYX MpENapaToB B TEUEHUE
OTPaHMYEHHOTO0 BPEMEHHU B J103aX/COCTaBaxX, YKa3aHHBIX BBIIIE, KOPPEKLHs J103bl HE Tpedyercs.
PesynpTaTsl MccienoBaHus JEKAPCTBEHHBIX B3aMMOJECHCTBHI C HCIIOJIB30BAHUEM CaKBHHABHpa B
MATKHX >KEJITaTUHOBBIX KaICyjaX MOTYT HE COOTBETCTBOBaTh 3(¢eKraM, HaOII0JaeMbIM IpU
IIPUMEHEHUN CaKBUHAaBUpPa B TBEPJABIX JKEJIATHHOBBIX Kamcyjax. Pe3ynpTaTsl HCCieIOBaHUS
JIEKapCTBEHHBIX B3aWMOJEUCTBUN NMPU MOHOTEpANMM CAKBUHABUPOM MOTYT HE COOTBETCTBOBATh
s dexTam, HaOII0AaeMbIM NIPU TE€pANUU CaKBUHApUHOM/puToHaBUpoM. Ilpu npueme cakBuHaBHpa
COBMECTHO C PUTOHABUPOM CII€AYyeT YYHUTHIBaTh MOTEHIUAIbHOE BIMSHUE PUTOHABHpPA Ha
KJIAPUTPOMMIIMH.

4.6 ®epTHIBHOCTD, 0EPEMEHHOCTD, JIAKTALIUSA

bepemeHHOCTD

be3omacHOCTH IMPUMEHCHUA KIIAPUTPOMHUIIMHA BO BPEMS 6epeMeHHOCTI/I HC YCTaHOBJICHA.

OCHOBBIBasICh Ha Pa3IMUHBIX PE3YJIbTATAX, OJYUYEHHBIX B UCCIICJOBAHUSX HA )KMBOTHBIX, a TAKXKE
Ha ONBITE MPUMEHEHUS Y JIF0JIeH, HeJIb3s1 UCKIIFOUYUTh BO3MOKHOCTH HEOIAronpusTHOTO BO3AEHCTBHS
Ha sMOpuoderanbHoe pa3BuTHE. HekoTopble HaOmonaTeNbHBbIE HCCIEIOBAHUSA, OLCHUBAIOLINE
BozeiicTBue KiaputpomunuHa B I u Il TpumecTtpax 6epeMeHHOCTH, BBISIBUIIM MOBBIIIEHHBIH PUCK
CaMONPOM3BOJIBHOIO abopTa MO CPaBHEHUIO C OTCYTCTBHEM AaHTHOMOTHKOTEpANMM  WIIH
MPUMEHEHUEM JpPYyrMX AaHTHOMOTHKOB B aHAJOTWYHbIE CpOKH OepeMmeHHOcTH. WMmeromuecs
SNUAEMHUOJIOTHUECKUE HCCIIEIOBAaHUS PUCKA CEPHE3HBIX BPOXKIEHHBIX MOPOKOB Ppa3BUTHUS IIpU
IIPUMEHEHUH MAaKpOJUAOB, BKIIIOYasl KIAPUTPOMMIIMH, BO BpeMsi OEPEMEHHOCTU IEMOHCTPUPYIOT
IIPOTUBOPEUYUBBIE PE3YIIBTATHI.

[IpuMeHeHne KIapuTPpOMUIIMHA MTPU OepeMeHHOCTH (0COOCHHO B I TpMecTpe) BO3MOKHO TOJIBKO B
cjIydac, Koraa OTCYTCTBYCT QJIbTCpHATUBHAA TCpAIllUsd, a4 MNOTCHLOUAJIbHAA I10JIb3a JIA1 MaTCpu
MIPEBBIIIACT MOTCHITUATBHBINA PUCK IS IJI0/A.

JlakTanms
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okoso 1,7 % oT MaTepUHCKOW J03bl KJIAPUTPOMUIIMHA C IONPABKOW HAa Maccy Tejla MaTepH.
bezonacHOCTh NpUMEHEHHUs KIAPUTPOMUIIMHA JUIsL JeTed Ha TIPYyAHOM BCKapMJIMBaHUM He
ycraHoBlieHa. [Ipy HeoOXOAMMOCTH TpUeMa B TEPHOJ TIPyIHOTO BCKApMIIMBAHUS KOPMIICHHE
I'pyJIbI0 HEOOXOMMO IPEKPATUTB.

DepTHabHOCTD

I/ICCJ'IGI[OBaHI/IH, IMPOBEACHHBIC HA KPbICAX, ITIOKa3ajld OTCYTCTBUEC BIUAHUA HA (bCpTI/IJ'II)HOCTB.

4.7. BiusiHue Ha cNIOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMH CPeICTBAaMHU M padoTaTth ¢
MeXaHM3MaMH

I[aHHI)IC OTHOCHUTCIIbHO BJIMAHWA KJIAPUTPOMHUIIMMHA HA CHOCOOHOCTH K YHPaBJICHUIO aBTOMOOMIIEM U
MEXaHU3MaMH OTCYTCTBYIOT. CiietyeT coOII0AaTh OCTOPOKHOCTH P YIIPABICHUHU TPAHCTIOPTHBIMU
CpC€ACTBAMHU U MEXaHHU3MaMHU, YUUThIBAs IIOTCHIHUAJIbHYIO BO3SMOXHOCTD I'OJIOBOKPY’KCHH A, BEPTUTO,
CIIyTaHHOCTH CO3HAHUS U JI€30PUECHTALINH, KOTOPbIE MOTYT BO3HUKHYTH IIPH IPUMEHEHUH JTaHHOTO
nperapara.

4.8. HexkesaTeibHbIe peakuum

Pe3roMe HexenaTenbHBIX DEAKIINI

Knaccudukanuss d9acToThl pa3BUTHS HEXKEJIATEIbHBIX peakinuid BcemMupHOW — opraHu3anuu
3apaBooxpanenus (BO3):

oueHsb vacto (>1/10);

gacto (>1/100, HO <1/10);

Hevacto (>1/1 000, vHo <1/100);

penko (=1/10 000, o <1/1 000);

oueHsb peako (<1/10 000);

9acTOTa HEM3BECTHA (HA OCHOBAHUY MMCIOIIMXCS IAHHBIX OIICHUTh HEBO3MOXKHO).

IlepeueHp HekeNaTeNbHBIX PEAKLUN ¢ TPYIITUPOBKON MO CHCTEMHO-OPTraHHBIM KJIAaCCaM M 4acTOTe
npencrasieH B Tabnuue 1.

Tabmuua 1. CBeneHus 0 4acTOTE HEXeNaTeIbHBIX PEAKLUi, 3aperUCTPUPOBAHHBIX B KIMHUYECKUX
HCCIIEA0BAHUAX KIAPUTPOMUIIMHA.

CuCcTeMHO-OpPraHHbIi YacroTa HeskenarenbHble peakuuu
KJIace

Nudexunn u naBa3zun Heuacto IICJ'IJ'IIOJ'II/IT],
KaHOu103,
racTpOdHTEPHT?,
BTOPUYHBIE I/IH(I)CKLII/II/I3 (B TOM 4mCIIe
BarMHAJIBHBIC)

YacToTa HEM3BECTHA | MCEBJOMEMOPAHO3HBIN KOIUT,

poxka

Hapymenus co croponsr | Hacro CHIITh

WMMYHHOH CHCTEMBI Heuyacto aHa(UIAKTONTHAS PeaKys ',

FI/IHepquCTBI/ITeHLHOCTB,
JIepMaTHUT OyMIe3HbIi !,

3YA,

KpAINMBHAIA,
MaKyHOHaHy.He?»HaH C]SIHI‘;3
YacToTa HEM3BECTHA | aHADHMIAKTHYECKAs PEaKIHs,

AHTMOHEBPOTUYECKUN OTEK,

12



ot 13.02.2026 N= 2697

cepreahie ~ KonHble |~ HoRaTarEALIE

COOTBETCTBYET 2KCNEPTHOMY OTYETY

peaxkuuu (Harnpumep, OCTPbIn
TrE€HEPaIN30BaHHbIN SK3aHTEMATO3HBIN
MyCTyJIe3),

cunapom CtuseHca-/[)xoHcoHa,
TOKCHUYECKUI 3MUepMaIbHbIA HEKPOIU3,
JIEKapCTBEHHAs CBIb C Y03MHOPIINEH U
cucreMHoi cumnromatukoi (DRESS
CUHJPOM)

Hapymenus Heuacrto aHOPEKCHS,
MeTaboar3Ma U MUTaHUs CHIDKCHUE allleThTa
Ilcuxuyeckue Yacto OeccoHHHIIA
HapyIICHUS Heuacro OCCITOKOMCTBO,

ITOBBIINICHHAA B036y,I[I/IMOCTB3

YacToTa HEU3BECTHA

MICUXOTUYECKUE PACCTPOICTBA,
CIyTaHHOCTh CO3HAHUS,
JIeTIepCOHAITA3AIIHS,

Jenpeccus,

JIE30pHUCHTAITHS,

raJuUTIOIMHALIIH,

HAPYIICHHUS] CHOBUICHHN («KOITMapHBIC)
CHOBHU/ICHUS ),

napecTesus,

MaHHSs

Hapymenus co ctopoHbl
HEPBHOM CUCTEMBI

Yacto

roJIOBHAS 0OJIb,

Heuacto

JICTEB3HS
ToTeps CO3HAHMS ',
JMCKUHE3Ms ',
TrOJIOBOKpPY>KEHHE,
COHJIUBOCTB,

TpeMop

YacTtoTa HEU3BECTHA

CyJ0pOrH,

areB3us (MOTepsl BKYCOBBIX OIIYIIEHUIN),
napocmus,

aHoCMHUsl

Hapymenust co ctopoHbl
oprasa ciiyxa u
nabupuHTa

Heuacto

BEPTHUTO,
HapylLICHHE ClIyXa,
3BOH B yIIax

YacToTa HEM3BECTHA

rIyxoTa

Hapymenust co ctopoHbl
cepana

Heuacto

ocTaHOBKa cepna’,
GubpunsIuMs npencepauii!,
yauHenne nHatepBana QT Ha
AIIEKTPOKAPAUOTPaAMME,
SKCTPACHCTONHS

OIyIIEHUE CepIeOneHus

YacToTa HEU3BECTHA

KETyJJOYKOBasi TaXWKapaus, B TOM YHCIIEC
THUTIA KITHPYITY,
GUOPHILTALINS JKETY T0YKOB

Hapymenus co croponsr | Hacro Ba30UIaTAINs
COCYJIOB YacTtoTa HEM3BECTHA | KPOBOTEYEHUE
Hapymenus co croponslr | Hewacro actMa',

I[BIX&TGJ'IBHOI\/'I CHUCTCMEBI,

HOCOBOE KPOBOTEUEHHE?,
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Hapymenust co cTopoHsl
KEITYJOUHO-KHUILIEYHOT O
Tpakra

Yacto

nuapesi,
pBOTa,

JUCIICIICHS,

TOIIHOTA,

00JIb B 00JIACTH KUBOTA

Heuacto

330¢arur’,

ractpodsodareanbHas
00J1e3Hb?,

racTpPHT,

IPOKTaNrus?,

CTOMATHT,

TJIOCCHT,

B3JIyTHE )KUBOTA,

3arop,

CYXOCTh BO PTY,

OTpPBIXKKA,

METEOPHU3M,

XoJecTas,

TEMaTUT B T.Y. XOJECTATUUCCKUHN HITH
renaToeIIONSpHbIit*

pedurokcHas

YacTtoTa HEU3BECTHA

OCTpBIN IAaHKPEATHUT,

U3MEHEHHE 1IBETa s3bIKa U 3y00B,
IIEYEHOYHAs HEIOCTaTOYHOCTb,
XOJIECTaTUYECKAs KEIATyXa

Hapymenus co ctopoHnsl
KOKH U MOJIKOKHBIX
TKaHei

Yacto

WHTCHCHUBHOC ITOTOOTACIICHUC

YacToTa HEn3BeCTHA

dKHC

Hapymenne co cTropoHsl
MBIIIICYHOM, KOCTHOM U
COE€IMHUTEILHON TKaHU

Heuacto

MBIIICYHBIN cnasM3 ,

KOCTHO-MBIIIICYHAas1 CKOBaHHOCTI)1 )

MI/IEU'II"I/ISI2

YacToTa HEU3BECTHA

*
pabaomMuonus’
MHUONATHS

Hapymenust co ctopoHbl
IOYEK U MOYEBBIBOJSAIINX
yTen

YacToTa HEU3BECTHA

MOYEYHasi HEJOCTaTOUYHOCTb,
MHTEPCTULMAIBHBIA HEPPUT

OO6mue HapylIeHus 1

Ou4eHb 4acTo

¢e6uT B MecTe HHBEKIUH'

peaKuy B MECTe Yacro 60JIb B MeCTe MHbEKIUHU !,
BBEJICHUSI BOCTIaJIeHHE B MECTE HHBEKIUH '
Heuacto HeJoMoranue®,

rUnepTepMus”,

acTeHus,

60l B TPyHOI KiIeTKe?,

03H00%,

YTOMJIISIEMOCTh
JIaGopatopHbie U Yacro OTKJIOHEHHUE B MIEYEHOYHOU IIpode
MHCTPYMEHTAJIbHbIC Heuacro TOBBIIIEHHE KOHLCHTPALMHY KPEeaTHHUHA',
JTaHHBIC TIOBBIIIIEHHE KOHLIEHTPALMH MOYEBHHEI

U3MCHEHUE OTHOUICHUS
anbOyMuH/r106y ',

JICHKOIICHUS,
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AEQOBATENSHOCTE 00UT)

HeHTPOTICHT
y03uHOGMIHS”,
TpoMOOIIUTEMHS,
MOBBILICHNE AKTUBHOCTH
anmannHaMuHoTpanchepassl (AJIT),
acnapraramuHoTpanchepassl (ACT),
rammaraytamuntpasacdepasst (ITT)?,
menouHoi hocdarazsr’,
nakrataeruaporesass (JIAD)*
arpaHyJoILHTO3,

TPOMOOIIUTOTICHHSI,

YBEJIMUYEHUE 3HAUCHUS MEXIYHAPOIHOTO
HOopMasin3oBanHoro otHoteHus: (MHO),
yAJIMHEHUE TPOTPOMOUHOBOTO BPEMEHH,
M3MEHEHHE I[BETa MOYH,

MOBBILICHHE KOHLIEHTPALUU OUITupyOrHa
B KPOBHU

YacToTa HeH3BeCTHA

* — B HEKOTOPBIX COOOIICHUAX O PA0IOMHUOIHM3E KIAPUTPOMHUIMH IIPHHUMAJICS COBMECTHO C IPYTUMHU
JIEKapCTBCHHBIMU  CPEJICTBAMHU, C TIPUEMOM KOTOPBIX, KaK W3BECTHO, CBS3aHO pa3BHTHE
pabnomuonu3a (ctaTuHbl, (GUOPATHI, KOJXUIMH WIM aJJIONypuHON); 1 — cooOuieHus 0 AaHHBIX
HEXKEIIATSIBbHBIX PEaKIHsIX ObLTH MOJIYYCHBI TOJBKO MPH MPUMEHEHUH IMperapaTa KIapUTPOMHUIIUH,
TO(UIM3AT IS IPUTOTOBJICHUS PAcTBOPA sl MHPY3Ui; 2 — COOOIIEHHS O JAHHBIX HEXKeIaTeIbHbBIX
peaknusx ObUIM TONyYeHBI TOJIBKO TPH MPUMEHCHHH IperapaTta KIAPUTPOMUIINH, TaOJIETKH C
MIPOJIOHTUPOBAHHBIM BBICBOOOXKJICHUEM, TMOKPBIThIE IMJIEHOYHOW 000J04YKO#; 3 — cooOIIeHus O
JTAHHBIX HEXKENATSIIbHBIX PeakmusX ObUIM IOJYYeHBI TOJIBKO TIPU TNPUMEHEHUH IperapaTa
KJIQPUTPOMHUIIMH, TPAHYJIbI 7Sl PUTOTOBIICHUSI CYCIIEH3UU ISl TIpUeMa BHYTPb; 4 — COOOIIEHUs O
JAHHBIX HEXKENATSIIbHBIX pPeakIusX OBUIM TIOMY4YeHBI TOJBKO TPH TPUMEHEHWHW Iperapara
KJIAPUTPOMHUIIMH, TAOJIETKH, MOKPHITHIE TNIEHOYHOM 000TI0YKOM.

CTHU

[Ipeamonaraercs, 4To 4acTOTa, TUI U TSHKECTh HEXKENATEIbHBIX PEAKIUH y JeTel Takas e, KaK y
B3POCIIBIX.

IIaueHThl ¢ NOJaBICHHBIM UMMYHUTETOM

VY mauueHToB ¢ cuHIpoMoM npuoOperenHoro nepunuta (CIIMJ) u apyrumu uMmyHoAe pUIIUTaAMU,
MOJyYaloIUX KIAPUTPOMUIIMH B OoJiee BBICOKMX J103aX B TEUEHHE JIUTEIHHOIO BPEMEHHU JUIs
JIeYeHUs MHUKOOAKTepUalIbHBIX HH(EKIMH, 4acTO TPYAHO OTJIMYUTH HEXelaTeNbHblEe 3(PQPEKTHI
npemnapara oT cuMnToMoB BUY-nH(peKuu uin comyTCTBYIOIIEro 3a001eBaHusl.

Haubonee yacTbIMu HeXenaTelbHBIMU SIBICHUSMU y MAIMEHTOB, MPUHUMABIINX CYTOUHYIO 103y
KJIapuTpoMHIIMHa, paBHyo 1000 mr, ObLIM: TOIIHOTA, pBOTA, U3BpALIEHHUE BKyca, O0JIb B 001aCcTH
KUBOTA, Juapes, Chblllb, METEOPU3M, TOJOBHas O0OJb, 3amop, HapylIEHHWE CiIyXa, IMOBBIIIEHUE
aktuBHOCTH ACT n AJIT B kpoBu. Takke oTMeUanuCh Cilydan HEKEIATEIbHBIX SIBICHUN ¢ HU3KOU
4acTOTOW BO3ZHUKHOBEHHS, TAKUE KaK OJbIIIKA, OECCOHHUIIA  CYXOCTh BO PTY.

VY NanueHToB C MOJABJIEHHBIM HMMYHHUTETOM IPOBOJIMIIM OICHKY JIaOOpaTOPHBIX MOKa3aTeseH,
aHAJM3UPYS. UX 3HAUUTENIbHbIE OTKJIOHEHHUS OT HOPMBI (pPE3KOE MOBBIIIEHHE WM CHUXeHue). Ha
OCHOBaHUM JaHHOIO Kputepus y 2—3 % malnueHToB, NOJy4aBIINX KIapuTpoMuluH B 103¢ 1000 mr
€XKETHEBHO, OBLIIO 3apETUCTPUPOBAHO 3HaUnTeIbHOE MoBbIIeHNE akTUBHOCTH ACT u AJIT B xpoBH,
a TaKKe CHIDKEHHUE YMCIia JICUKOIUTOB U TPOMOOIMTOB. Y HEOOJIBIIOrO YHCIa MAllMEHTOB TaKXkKe
OBUIO 3apErUCTPUPOBAHO MOBBIIIEHNE KOHIIEHTPALUU OCTATOYHOI'O a30Ta MOUYEBUHBI.

COO6H_I€HI/IG 0 TOA03PE€BACMBIX HCXKEIATCIIbHBIX PCAKITHAX
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

JIEKapCTBEHHOI'O Ipernapara C LeJbl0 00eCleYeHUs] HEIPEPHIBHOTO MOHUTOPHUHIA COOTHOILLEHUS
«I10JIb3a — PUCK» JIEKAPCTBEHHOro Mpenapara. MeIuIUMHCKMM paOOTHUKAM PpPEKOMEHIYEeTCs
coo0IaTh O JTIOOBIX IO03PEBACMBIX HEXKEIATEIbHBIX PEaKIUAX JIEKapCTBEHHOIO IIpenapara 4epes
HallMOHAJIbHBIE CUCTEMbl COOOIIEHUS O HEXENATeNbHbIX pPEAaKUMUAX TIOoCyJapCTB-4JICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COK03a.

Poccuiickas @enepanust

109012, r. Mocksa, CinaBsiHcKast miiomiaib, 1. 4, ctp. 1

denepanbHas ciry:k0a 1o Haa30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Tenedon: +7 800 550 99 03

On. mouta: pharm@roszdravnadzor.gov.ru; npr@roszdravnadzor.gov.ru
https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMIITOMBI

HpI/IeM OOJIBIION JA03bl KIIAPUTPOMHUIIMHA MOXKCT BbI3BATb CHMIITOMBI HapymeHI/Iﬁ CO CTOpPOHBI
JKCJIIY JOYHO-KHUIICYHOI'O TPAaKTa.

Yy OJHOI'O MalucHTa C 6I/IHOJ'I5{pHLIM paCCTpOﬁCTBOM B aHaAMHE3C I10CJIC IIpUcMa 8r KIIapUTpOMUIIMHA
OIMMCAaHbl U3MCHCHUA INCUXUUYCCKOIO COCTOAHUA, MAPAHOUAAIBHOC IMOBCACHUC, TMIIOKAJIHMEMHA U
THITIOKCCMMI.

Jleuenue

ITpu nepeno3upoBKe cieayeT yIaIuTh HeabCOpOUPOBAHHBIN Mpenapar U3 HKEITyA0YHO- KUIIEYHOTO
TpakTa (MpOMBIBAaHUE JKENyJKa, IMpPHUEM AaKTUBUPOBAHHOTO YyIJs W Jp.) M IPOBECTU
CUMITOMAaTUYECKYl0 Tepanui. [emonumanu3 W INEpUTOHEANbHBIA JMadUu3 HE OKAa3bIBAIOT
CYILECTBEHHOI'O BJIUSHUS Ha KOHLIEHTPALMIO KIAPUTPOMUIIHA B CBIBOPOTKE, YTO XapaKTEPHO U JIJIs
JPYTHUX IpenapaToB IpyHIbl MaKpOJIUIOB.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHe CBOCTBA

dapmakoTepaneBTHYECKass TpyNmna: aHTHOAKTEpHAIbHBIE CpPEICTBA CHUCTEMHOTO JICHCTBUS,
MAaKpOJIM/IbI, TUHKO3aMHUHBI U CTPENTOTPAMHUHBI; MAKPOIUIBI.

Kox ATX: JOIFA09

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/I‘-ICCKI/Ie 3d)d)eKTLI

KiaputpoMuIiiH sBIsI€TCS TOJTYCHHTETUYECKUM aHTHOMOTUKOM TPYIIBI MAKPOJIMIOB M OKA3bIBAET
aHTHOaKTepuaNIbHOE JIeCTBUE, B3aUMOACHCTBYS ¢ S0S pubocoManbHON CyObeIUHUIIEH U TIOaBIISIS
cuHTe3 0eka OakTepui, 9yBCTBUTEIIBHBIX K HEMY.

KnaputpoMuiinds npoAeMOHCTPUPOBA  BBICOKYIO AKTHUBHOCTb In  Vitro B OTHOIICHUM Kak
CTaHJAPTHBIX JIA0OPATOPHBIX INTAMMOB OaKTEpHii, TaK M BBIICICHHBIX y TAIMEHTOB B XOJE
KIIMHUYECKOW TPaKTUKH. [IposSBIsSET BBHICOKYIO aKTUBHOCTh B OTHOIIEHUM MHOTHUX a’pOOHBIX U
aHA’POOHBIX TPAMITOJIOKHUTEIBHBIX M TPaMOTPHUIATEIHHBIX MHKPOOPTaHU3MOB. MUHHMAJIbHBIC
noxasisitonue kornentpanun (MIIK) knapurpomunrHaa A1 O0JIBIIMHCTBA BO30YIUTENICH MEHBIIIE,
yem MIIK sputpomuiinaa B cpeHeM Ha oJ1HO log» pa3BeneHue.

Knaputpomuniua in vitro BHICOKOAKTUBEH B OTHOIIEHUU Legionella pneumophila, Mycoplasma
pneumoniae. Oxa3piBaeT OaKTEpHUIIMIAHOE AcicTBUE B oTHOImeHWH Helicobacter pylori, mannas
AKTUBHOCTh KJIAPUTPOMHUIIMHA BBIIIC TPH HEHTpaibHOM pH, uem mpu KUCIOM.
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Kpome Toro, manuele in vitro w in vivo yKa3blBaloj

 sa_o, it K Bonmu fiidrayer b

KIMHUYECKHU 3HAUYMMbIE BUBI MUKOOaKTepuil. Enterobacteriaceae nu Pseudomonas spp., Tak xe Kak
U Ha Jpyrue, He PepMEeHTUPYIOLIUE JaKTO3y IpaMOTpUIaTelIbHbIe OaKTEpUU, HE YyBCTBUTEIBHBI K

KJIApUTPOMMULIMHY.

AXTHBHOCTB KiIIapuTpOMHUIIMHA B OTHOIICHHUU OOJIBIIMHCTBA IITAMMOB MNEPCUYUCIICHHBIX HHKE

MHKPOOPraHMU3MOB JO0Ka3aHa Kak in vitro, Tak U B
MEepEUYUCIICHHBIX B pazzene 4.1.

A3p06Hbl€ epamMnoioaHcumenbHbvle MUKpoopcanu3mol

e Staphylococcus aureus

e Streptococcus pneumoniae
e Streptococcus pyogenes

e Listeria monocytogenes

Aspobnvie cpamompuyamenbHvle MUKPOOP2AHUIMbL

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

/pyaue muxkpoopzanusmol

e Mpycoplasma pneumoniae
e  Chlamydia pneumoniae (TWAR)

Muxobaxmepuu
e Mpycobacterium leprae
e  Mpycobacterium kansasii
e Mycobacterium chelonae
e Mycobacterium fortuitum
[ ]

u Mycobacterium intracellulare

KJIMHUYECKOH MpPaKTUKE MpH 3a00JIeBaHUSIX,

Mvcobacterium avium complex (MAC) — koMIuiekc, BKItouatomuii: Mycobacterium avium

HpO}IYKHI/Iﬂ OeTa-TakTamMasbl HE OKa3bIBaeT BJIWIHUSI Ha AaKTUBHOCTH KIIapuTpOMUIIMHA.
BoabIMIMHCTBO IITAMMOB CTa(I)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTUIWUIMHY HW OKCalWJUIMHY,

00J1a/1at0T yCTOMYMBOCTBIO U K KIIAPUTPOMHUIIUHY.

Helicobacter pvlori

UyBcTBUTENBHOCTD H. pylori K KIapuUTpOMHUIMHY H3ydanach Ha u3oisitax H. pylori, BbIIEIEHHBIX OT
104 manueHToB, 10 Hayaja Tepanuu npenapaTom. Y 4 naiueHToB ObUIHM BbIJICIIEHBI PE3UCTEHTHBIE K
KJIQPUTPOMHUILIMHY IITaMMbl H. pylori, y 2-X — mITaMMBl C YMEPEHHOW PE3UCTEHTHOCTHIO, Y
OCTaJIbHBIX 98 MaMeHToB U30MIAThI H. pylori OblIM YyBCTBUTENIBHBI K KJIAPUTPOMULIUHY.

KiaputpomuIiie oka3bsIBaeT 1EWCTBHE i1 Vifro M B OTHOIICHUH OOJIBIITUHCTBA IIITAMMOB CIIEYFOIIINX
MUKPOOPTaHU3MOB (OAHAKO 0e30MacHOCTh M 3PPEKTUBHOCTh MCIOIB30BAHUS KIAPUTPOMUIIMHA B
KJIINHUYECKOW MPAaKTUKE HE MNOATBEPKIACHA KIMHUYECKHMH HCCIEIOBAHUSAMHU, M IPAKTUYECKOE

3HA4YCHHUEC OCTACTCA HGSICHI:IM)I
A9p06Hbl€ cpaAMnoIoHcumenbHbvle MUKpoop2anu3mobl

e Streptococcus agalactiae
e Streptococci (rpynnsi C, F, G)
e Viridans group streptococci
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Aspobuvie cpamompuyamenvHvlie MUKPOOP2AHUIMbL

e Bordetella pertussis
e Pasteurella multocida

AHGBpOéHble cpamnojioxcumesbivle MUKpoopcanu3mbl

o  Clostridium perfringens
e Peptococcus niger
e Propionibacterium acnes

Anaspobusvie cpamompuyamenbHbvie MUKPOOPSAHUSMbL
e Bacteroides melaninogenicus

Cnupoxembl

e Borrelia burgdorferi
e Treponema pallidum

Kamnunobaxmepuu
o Campilobacter jejuni

OCHOBHBIM METa0OJTUTOM KIAPUTPOMHIIMHA B OPTaHU3ME YEJIOBEKA SBJISETCS MUKPOOHOIOTUYECKH
AKTUBHBIN MeTabonIuT 14-ruApOKCUKIAPUTPOMULIUH (14-OH-knapuTpoOMHIIHH).
MuxkpoOuosiornyeckasi akTHBHOCTh MeTaboJIMTa Takas ke, KaK y MCXOJHOI0 BeIlecTBa, Uiu B 1—2
paza cinabee B OTHOUIEHHH OOJBUIMHCTBA MMKpPOOpraHusmoB. lckiroueHue cocraBiser
H. influenzae, B oTHOIIEHUH KOTOpOH 3P (HEeKTUBHOCTH MeTabonuTa B JBa pas3a Beime. McxomgHoe
BEIIIECTBO ¥ €r0 OCHOBHOM METAa0OIMT OKa3bIBAIOT JIM00 aTUTUBHBIH, TNOO CHHEPIHUYECKUH AP PEeKT
B OTHOUIeHUU H. influenzae B yCIOBUSIX in Vitro W in vivo B 3aBUCUMOCTH OT IIITaMMa OaKTepU.

Tecm na uyecmeumelbHocnb

KonunuecTBeHHble MeTOABI, TpeOyrolMe HM3MEPEeHHs IWaMeTpa 30HbI IOJABIEHUS POCTa, AAIOT
HanboJiee TOYHbIE OLIEHKH YyBCTBUTEIBHOCTU OaKTepUil K aHTUMUKPOOHBIM mpemnaparam. OnHa u3
PEKOMEHJIyEMBIX ~ METOAMK I  ONpPENEICHUS  YyBCTBUTEIBHOCTH  HCIIOJNB3YET  JIHCKH,
UMIpPErHupoBaHHbIe 15 MKT KilapuTpoMHUIMHA (ucKo-auddy3noHHbIil Mmeto Kupou-bayapa); npu
MHTEpIpETAlMU TeCTa JHAMETPhl 30H NOJABICHHS POCTa KOPPEIupyroT co 3HadeHusmu MIIK
knaputpomunrHa. 3HaueHust MIIK onpenenstorcs MeTofoM pas3BenieHHsl B OyJIbOHE WM B arape.
[Ipy wucCHONB30BAaHMK 3TUX METOAMK OTYET U3 J1a0OpaTOpuUd O TOM, YTO IITAMM SIBIISI€TCS
«YYBCTBUTEIIbHBIM», YKa3bIBAET Ha TO, YTO BO3OYIUTETh HH(PEKIIUH, BEPOSITHO, OTBETHUT Ha JICUCHUE.
OTBeT «pEe3UCTEHTHBIN» YKa3bIBAE€T HA TO, YTO BO30YAUTENb, BO3MOXHO, HE OTBETUT Ha JICUEHHUE.
OTBeT «IIPOMEXYTOUHAsE UYYBCTBUTEIBHOCTB» IPENINOAraeT, 4YTO TepaneBTHUECKUH APPeKT
npenapaTa MOKET ObITh HEOJHO3HAUYEH WJIM MHUKPOOPTaHU3M MOXET OKa3aThCs UyBCTBUTEIBHBIM
IIPU UCTIOJIb30BaHUM 0oJjiee BBICOKUX /03 MpenapaTta (IpOMEKYTOUHAs YyBCTBUTEIBHOCTh TAKXKe
Ha3bIBAETCS] «yMEPEHHOUN YyBCTBUTEILHOCTHIO).

5.2. apmakoknHeTHYECKHE CBOIICTBA

AOGcopOrus

[IpemapaT 7nerko ©u OBICTPO BCACHIBAETCS B IKEIyJAOYHO-KUIICYHOM TpakTe. AOCOIIOTHas
O61O00CTYMHOCTH cocTaBisgeT 0koio 50 %. [Ipu MHOrokpaTHOM IpreMe 1035l Ipenapara KyMyJIsauu
MPAKTUYECKH HE OOHApYKEHO M XapakTep MeTaboliM3Ma B OpraHM3ME 4YeJIOBeKa HE W3MEHSJICS.
[Ipyem nUIIM HEMOCPEACTBEHHO TMepe] MpHEeMOM Mpernapara YBEeIW4YHBaJl OHOJOCTYIMHOCTH
npenapara B cpeaHemM Ha 25 %. B 1menom, 3TO MOBBIIIEHUE HE3HAYUTENBHO U JOHKHO HUMETh
HEOOJBIIYI0 KIMHUYECKYI0 3HAYMMOCTh IMPU PEKOMEHAYEMBIX PEXHUMax J03WpOoBaHUA. Takum
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Pacupenenenue, ouorpancdhopMalus ¥ SIMMAHALUS

In vitro

WccnenoBanus in vitro mokasaiau, 9YTO KIAPUTPOMHUIINH CBS3BIBACTCS C OEIKaMH IJIa3Mbl KPOBH Ha
70 % B xonmnentpanuu ot 0,45 mo 4,5 mkr/mu. Ilpu koHmentpanuu 45,0 MKI/MII CBS3BIBAaHUE
camkaercs 10 41 %, BeposITHO, B pe3yJbTaTe HACBIIICHUS MECT CBA3BIBaHUSA. JTO HaOIIONaeTCs
TOJIBKO TP KOHIICHTPAILMIX, MHOTOKPATHO MTPEBBIMIAIOIINX TEPATICBTUHUECKYIO.

In vivo

WccnenoBanus in vivo Ha ®UBOTHBIX MTOKA3aJIH, YTO KJIAPUTPOMUIIMH IPUCYTCTBYET BO BCEX TKAHSX,
3a UCKIIOYEHHMEM IEHTPAJIbHOW HEPBHOM CHCTEMbl, B KOHLIEHTpAIUsX, B HECKOJBKO pa3
MpeBBIIAIOIINX T1a3MeHHbIe. Haunbosee Boicokue koHueHTpauuu (B 10—20 pa3 Bblllie mi1a3MeHHBIX)
00HAPY KUBAIKCH B IICUCHH U JICTKHX.

300posbie 006posobLYbL

[Ipn HazHaueHun wiapuTpomuiMHa B jgo03e 250 Mr 2 pa3za B cyTku paBHOBECHAs Cmax
knaputpomuninaa u 14-OH-knapuTpoMuiinHa B I1a3Me JOCTUTANIACh uyepe3 2—3 JIHS M COCTaBlsija
1 Mmxr/mi 1 0,6 MKT/MJI COOTBETCTBEHHO. T1/2 KIAQpPUTPOMHUIIMHA M €r0 OCHOBHOTO METa0OJUTa
coctaBui 3—4 yaca u 5—6 4acoB COOTBETCTBEHHO.

[Ipu naznauenun xnapurpomuimHa B o3¢ 500 mMr 2 paza B CYTKH Cmax KJIAPUTPOMHUIIMHA U
14-OH-knapuTpoMulIMHA B IIJ1a3M€ JOCTUraiach nocie npuema S-ou ao3sl. [locne npuema 5-oii u 7-
oif 10361 Cmax KiapuTpoMunviHa u 14-OH-knmapuTpoMuiiiHa B TUIa3Me€ COCTaBWJIA B CpEIHEM
2,7-2,9 mxr/mn u 0,88—0,83 MKr/mi cooTBeTcTBeHHO. Ti2 KIApUTPOMHUIIMHA U €r0 OCHOBHOTO
MeTabonuTta coctaBuia 4,5—4,8 yaca u 6,9—8,7 yaca COOTBETCTBEHHO.

Crmax 14-OH-knapuTpoMHIIMHA HE YBEIMYUBAIACH NPOMOPIHMOHAIBHO J03€ KIAPUTPOMUIIMHA, B TO
BpeMsl KakK IepuoJl MOJIYBBIBEACHMSI KaK KIAPUTPOMMIIMHA, TaK U €ro T'MJIPOKCHIMPOBAHHOTO
MeTa0O0JIUTa UMEIT TEHCHIINIO K YBETMYEHHUIO C MTOBBIIIEHUEM JI03BI.

Taxas HenuHeWHas papMaKOKMHETHKA KIApUTPOMUIIMHA B COUETAaHUH C YMEHbILIEHUEM 00pa30BaHUs
14-rugpokcuIupoBaHHbIX U N-JEMETHINPOBAHHBIX IPOAYKTOB IIPH BBICOKMX J03aX YKa3blBacT Ha
HEJIMHEWHbI MeTaboNMu3M KIapUTPOMUIIMHA, KOTOPBIM CTaHOBUTCS 0OoJiee BBIPAXEHHBIM IPU
BBICOKHUX J03aX.

[Toukamu BeIBOUTCS 0KOJIO 37,9 % mOCie mepopaibHOTO TIpreMa KIIapUuTPOMHUIIMHA B 103€ 250 Mr
u 46,0 % nocne npuema kiaapurpoMunHa B 1o3e 1200 mr; kumeuyHnKkoM BeIBogUTCs 0koio 40,2 %
nu 29,1 % (BxiIOYas WCHBITYEeMOTO JIMIIL C OJHOM mpoOoi kama, coxepxkameir 14,1 %)
COOTBETCTBEHHO.

CDapmaKOKuHemuKa ¥y nayuenmoe

Knaputpomunma u ero merabomut 14-OH-knapuTpoMuIMH OBICTPO MPOHUKAIOT B TKAaHU U
KHUJKOCTH opraHusma. VIMelTcs orpaHMYeHHbIE [aHHbIE, CBUIETEIBCTBYIOIIME O TOM, 4YTO
KOHIIGHTpaLUsl KJIAPUTPOMUIIMHA B LEPEOPOCIMHANBHON >KUAKOCTH IPH IMEPOpaIbHOM MpUEMe
He3HauuTenbHa (T.e. TOIbKO 1—2 % OT KOHIIEHTpallMd B CHIBOPOTKE KPOBH INPU HOPMAaJIbHOM
MIPOHUIIAEMOCTH remMaro3HIedannyeckoro 0apbepa). Konnenrpamnus B TKaHsIX OOBIYHO B HECKOJIBKO
pa3 BBIILIE, YEM B CBIBOPOTKE KPOBH.

B Tabnuie npuBeeHbl IPUMEPHl TKAHEBBIX U CHIBOPOTOYHBIX KOHIICHTPALIUN:

Konuenrpamum (250 mr ka:kapie 12 yacoB)
Bua TkaHu TkaneBble (MKI/T) CbIBOpPOTOYHBIE (MKI/MJI)
MuHa1uHbI 1,6 0,8
Jlerkme 8,8 1,7
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Tloyeunas HeIOCTATOYHOCTD
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[Tpu nHapymenun ¢GYHKOUM HOYeK YBEMUYUBAIOTCS Cmax MHUHHManbHas KOHIEHTPAmUs (Cuin)
KJIapUTPOMHIIMHA B IIa3Me KPOBH, IIEPUOJ] TTOIYBBIBEICHNUS, IUIOMIAb 110 (hapMaKOKHHETUIECKON
KpuBoW «koHneHTpammsa — Bpems» (AUC) xmapurpomunmaa u ero wmerabonura 14-OH-
KiIapuTpoMunuHa. KoHCTaHTa »SIMMHHANMM M BBIBEJCHHE NOYKaMU yMeHbInaroTca. CremneHs
M3MEHEHH ATHUX MapaMeTPOB 3aBUCHUT OT CTETIEHU HAPYIICHUS (PYHKIUH ITOYCK.

IleyeHOYHAs HEAOCTATOYHOCTh

VY ManyeHToB O CpeAHEN M TSDKENOM CTeNeHbI0 HapyIIeHUs! (PyHKIUH NEeUYeHH, HO C COXpAaHEHHOM
(byHKIMEH MoYeK KOppeKLus J03bl KJIapUTPOMULIMHA He TpeOyeTcsa. PaBHOBeCHass KOHLEHTpaLys B
IJJa3M€ KPOBHU U CHCTEMHBIM KIHPEHC KIAPUTPOMHUIMHA HE OTIMYAIOTCS Yy MALUEHTOB JIaHHOU
I'pyIIBI U 310POBBIX MAaLMEHTOB. PaBHOBeCHAs koHUeHTpanus 14-OH-knaputpomununa y monen ¢
HapyImeHUsIMH QYHKIMH IEYeHN HUXKE, YeM Y 3/I0POBBIX.

JInia mo)KMa0ro Bo3pacra

Y mnanmueHTOB TMOXKHIJIOTO BO3pacTa KOHIIGHTpAlUs KIAPUTPOMHUIIMHA W €ro MeTradoJuTa
14-OH-knapuTpomMuIiHa B KPOBU ObLIA BBIIE, & BBIBEICHUE MEJICHHEE, YeM Y TPYIIIbI MOJIOABIX
moaeil. OJHaKo Nocye KOPPEKIUHU C YYETOM IIOYEYHOI'0 KJIMPEeHca KpeaTUHIUHA HE ObLII0 OTIINYUM B
obeux rpymnmnax. TakuMm 00pa3oM, OCHOBHOE BIIMAHHE Ha (HapMAKOKMHETHYECKHE IapaMeTphl
KJIAPUTPOMHMIIMHA OKA3bIBACT (DYHKIIHSI TOYEK, a HE BO3PACT.

ITarueHTEI ¢ MI/IKO68.KT6DI/I8.JIBHBIMI/I I/IHd)CKI_II/IHMI/I

PaBHOBecHbIE KOHILIEHTpauuu kinaputpomunuia u 14-OH-knaputpomuiuna y nauuestos ¢ BUY-
MHQEKIMeH, MoJTyyaBIIuX KIApUTPOMHMILMH B O0OBIYHBIX J103ax (500 mr 1aBa pa3a B CyTKH), ObLIH
CXOJHBIMHU C TAaKOBBIMH Y 370POBbIX Jtoeil. OHaKo MpU NMPUMEHEHUH KJIAPUTPOMUIIMHA B OoJee
BBICOKUX J103aX, KOTOpbIE MOTYT HOTpeOOBaThCS I JIEUEHHs] MMKOOAKTepUAIbHBIX MH(EKIHH,
KOHLEHTPAallMd aHTUOMOTHKAa MOTYT 3HAYMTEJIbHO IMpeBbIIAaTh OObIYHbIE. Y manueHtoB ¢ BUY-
uHeKIel, NMPUHUMABIINX KIapuTpoMuluH B go3e 1000 mr/cyt mnu 2000 Mr/cyT B 1Ba mpuema,
paBHOBeCHbIE 3HaAUEHUS Cmax, 00BIYHO cocTaBisu 2—4 MKr/mi 1 5—10 MKr/mit coorBeTcTBeHHO. [1pn
IIPUMEHEHHUH Ipernapata B 0oJiee BBICOKHX J103aX OTMEYAJIOCh Y/UIMHEHHE MepH0/ia TOTyBbIBEICHHS
[0 CPAaBHEHUIO C TAKOBBIM Y 3JI0POBBIX JIOAEH, MOJyYaBIIUX KIAPUTPOMHUIIMH B OOBIYHBIX J03aX.
[loBpIlIEHNE KOHLEHTPALKUU B IUIA3ME€ M YIJIMHEHUE NE€PHOJa IOJIYBBIBEACHNUS NIPU NPUMEHEHUU
KJIApUTPOMHUIIMHA B 00JI€€ BRICOKMX JI03aX CBS3aHO C HEJTMHEHHOU (hapMaKOKHHETHKOM Mpermapara.

KOM6I/IHI/IDOB8.HHOG JICYCHHUEC C OMENIPA30JIOM

Kmaputpomurma mo 500 mr 3 paza B CyTKM B KOMOWHAIIMK C OMENpa3ojioM B ao03e 40 mr/cyTku
cnocobctByer yBenuueHuto Tiz u AUCo.4 omemnmpaszona. Y BceX MAIMEHTOB, MOJIYYaBIIUX
KOMOMHHPOBAHHYIO TEPAIWI0, B CPAaBHEHUH C IOJYYABIIMMH OJUH OMENPa3oi, HaOII0IaI0Ch
noBeieHne Ha 89 % AUCo.24 1 Ha 34 % T12 omenpazona. Y xkaapuTpoMUiHa Cmax, Cmin 1 AUCo.g
YBEITMYUBAIUCH, COOTBETCTBeHHO, Ha 10 %, 27 % u 15 % mo cpaBHEHHIO C JaHHBIMU, KOTJa
MIPUMEHSIIICS TOJIBKO KIAPUTPOMHUIIMH O€3 oMernpa3ona. B paBHOBECHOM COCTOSIHMHM KOHIIEHTPAIIUU
KIAPUTPOMHIIMHA B CIM3HCTOM JKEIyJIka depe3 6 U Toclie MpHeMa B TPYIIe, IMOJydaBIIei
KOMOMHAIMIO, B 25 pa3 MNpeBOCXOAUIU TAKOBBIE IO CPAaBHEHUIO C TONYYaBIIUMHU OJUH
KJIapuTpOMHIIHH. KOHIIEHTpaIny KIapuTPOMHUIIMHA B TKAHAX JKEIyIKa depe3 6 1 mociie mpuema 2-X
MpernapaToB B 2 pasa MPeBHIIAIN JaHHbBIE, MOTYYCHHBIE B TPYIINE NAllMEHTOB, MOTYYaBIINX OJUH
KIIQPUTPOMHMIIVH.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

S npo TabiueTku
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(NOCNEOCBATENEHOCTE 00071)

[enmono3a MUKPOKpUCTAILITNYECKAS

Harpus kpaxmMaiariaukosst
IToBunon K30

KpemHuust nuokcu1 KOJIIOMAHBII
Tanbk

Maruus creapar

[Inenoynast 060104Ka

Onaodpaii scenmolti

Turana quokcung
I'mnpomeriosa
[IponunaeHrIMKob

I'mnponosa

[Tonucop6at 80

Banunuu

Kpacurens FD&C xentbiit Ne 5
Kpacurenp xene3a OKCU AKEAThIN
Kpacurens FD&C cunuit Ne 2

Onaodpati npo3pauHbwlii
I'unpomennosza
Makxporoi 400
Makporoa 6000

CaxapuHat HaTpus
Banunun

6.2. HecoBmecTUMOCTH

He mpumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHusl)

5 zer.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHUH
XpaHuUTh Npu TEMIiepaType He Bbie 25 °C.

6.5. Xapakrep u coaep:kaHue YNIaKOBKH

ITo 7 Tabnetok B 6muctepe u3 [IB/IX u donbru anoMuHIEBOH.
[To 2 6ucTepa BMeCTe ¢ TUCTKOM-BKJIA/IbIIIEM B TAUKE KAPTOHHOM.

6.6. OcoOble MepbI NPEAOCTOPOKHOCTH NPH YTHIN3ALUH HCIO0Ib30BAHHOIO JICKAPCTBEHHOI0
npenapara Wi 0TX010B, IIOJYYEHHBIX IOC/Ie IPUMEHEHHUs Npenapara u apyrue
MAaHUITYJISIIMH C MIPenapaTom

Oco0Ople TpeOOBaHMS OTCYTCTBYIOT.
7. AEPKATEJIb PETUCTPAIIMUOHHOI'O YJIOCTOBEPEHUSA

Poccuiickas @enepanust

O6miectBo ¢ orpanndeHHol oTBeTcTBeHHOCTHIO «I'EH ®apma Pyc» (OOO «I'EH dapma Pycy)
121552, r. MockBa, BH.Te€p.I. MyHULIMNIATIbHbBINA OKpYT Kpbuiatckoe, mpoe3n OCTpOBHOM, 1. 8, MOMEIII.
1H

21



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 13.02.2026 N= 2697

Ten.: +7 495 902 72 79 |:|_||:|::.-|E.|:|.': EFHTEJ-II:H':C T:i ':I:l:l-l :|

aJipec 3MEKTPOHHOM mouThl: office@genfarma.ru
7.1. [IpencraBuTe b Aep:KaTesisd PeruCTPAIMOHHOIO YA0CTOBEPEHUS

[Iperen3uu noTpeduTeneil HAPaBIATH 1O aPECY:
O6mectBo ¢ orpannueHHOM oTBeTCTBeHHOCTHIO «['EH ®dapma Pycy (OO0 «I'EH ®apma Pycy)

121552, r. MockBa, BH.Te€p.T. MyHULIUNIATBbHBIN OKpyT KpbuiaTtckoe, mpoe3a OcTpoBHOM, 1. 8
ten.: +7 800 707 14 74
aJipec NEKTPOHHOM mouThl: safety(@genfarma.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI'O IIPEITAPATA
JlexapcTBEHHBIH NpenapaT OTHOCUTCS K KATETOPUHU OTIIYCKa IO PELIETITY.

OOm1ast xapaKTepUCTHKA JIEKAPCTBEHHOT0 IpenapaTta KiiapuTpoMuIH J0CTyITHA B €TUHOM peecTpe
3apEerHCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpencTB EBpa3smiickoro »KOHOMHYECKOTO COr03a M Ha
ounmansHOM caiite YIOJTHOMOYEHHOTO oprana (9KCcTIepTHOIM OpTaHU3aIH)
(https://Ik.regmed.ru/Register/EAEU_SmPC).
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