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OBILIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI'O ITPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Kanamerun ®@C, 150 mr, TaGieTKH, TOKPHITHIE TUICHOYHON 000JI0UKOMA.

Kanamerun ®C, 500 Mr, TabneTKH, MOKPHITHIE TUICHOYHON 000JI0UKOIA.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JleiicTByIOIIEE BEIIECTBO: KANCIUTAONH.

Kanamernn @C, 150 mr, TabIeTKH, DOKPBITHIE [IIEHOYHONM 000JI0YKOM.

Kaxnas Tabnerka, mOKpbITas MICHOYHOH 0005109K0ii, comepkut 150 Mr kamenuTaOuHa.

Kanamernn @C, 500 mr, TabJIeTKH, HOKPBITHIE [IIEHOYHONH 000JI0YKOM.

Kaxxnas Tabnerka, moKphITask INICHOYHON 000J109KOH, conepkuT 500 Mr karnenutaduHa.

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHOM 000JI0UKOIA.

Kanamernn ©C, 150 mr, TabJIeTKH, HOKPBITHIE IIJICHOYHOM 000JIOUKOIA.

OBaJibHBIC JTBOSIKOBBIMYKIIbIC TAOJETKH, TTOKPBITHIC TUICHOUYHOW 000JIOUKON CBETIIO-JKEJITOTO I[BETA.
Ha nomnepednom pa3zpese s1po Oenoro 1sera.

Kanamernn @C, 500 mr, Ta0JIeTKH, DOKPBITHIE IIIEHOYHONH 000JI0YKOM.

OBaJsibHBIC JIBOSIKOBBIMYKJIbIC TAOJETKH C PUCKOW Ha OJHOW CTOPOHE, TOKPBITHIC TUICHOYHOMH
000I104KOi1 xenToro 1Bera. Ha momepednom paspese sapo 06eoro nsera.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusl K NPUMEHEHH IO

JlexapctBennsiii npenapar Kanamernn @C noka3aH K IPUMEHEHHUIO Y B3POCIbIX.

Pak M0OJ104YHOM JKene3nl

KomOunupoBaHHas Teparnusi ¢ JIOLETaKCeJIOM MECTHOPACIIPOCTPAaHEHHOTO MM METACTaTUYECKOTIO
paka MOJOYHOW >Kene3bl MpH Hed(P(EKTUBHOCTH XUMHOTEpanuy, BKJIIOYAIOMIed mpenapar
AHTPALMKIMHOBOTO Psa.

MomnoTeparusi MECTHOPACTIPOCTPAHEHHOTO WJIM METACTATHYECKOTO paKa MOJIOYHOW KeJe3bl TPH
PE3UCTEHTHOCTH K XUMHUOTEPAINH TaKCAHAMH WJIH TIperapaTaMy aHTPAIMKIMHOBOTO Psia WM TIPH
HATMYUHU TPOTHUBOMOKA3aHUHA K HUM.

KonopeKkTaapHBIN pak

AnproBaHTHAs Tepanus paka Tosctoil kumki 11 craguu nocne Xupypruueckoro JeueHus.

Tepanust METaCTaTHYECKOTO KOJIOPEKTAIHHOTO paKa.
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Pax xenynka

Tepanus nepBoi JIMHUK PaCIPOCTPAHEHHOTO PAKA KEITYAKA.
4.2. Pe:xuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHUs

Jleyenne kamenuuTabMHOM CJHEAyeT MNPOBOAUTH TMOJ HAOMIOJECHUEM Bpaya, HMEIOLIEro OIbIT
MIPUMEHEHHUS [IPOTUBOOITYXOJIEBBIX CPE/ICTB.

PexxuM 03upoBaHus

Cmarnoapmubwiil pesscum 003Upo8aHus

Monomepanus

Konopexmanvuwill pak, pak moacmou KUWKU U paK MOJ0YHOU Jcelesbl

ITo 1250 mr/m? 2 pasa B CyTKM — yTpoM U BeuepoM (06mas cyTounas go03a 2500 mr/m?) B TeueHue
14 nueit ¢ mocnaeAyOMUM 7-AHEBHBIM MIEPEPHIBOM.

KOM6MHMDO6GHHCI}Z mepanusi

Pax monounoti orcenesnl

ITo 1250 mr/m? 2 paza B CyTKH B TeueHue 14 aHell ¢ mocieayroluM 7-IHEBHBIM IEPEPHIBOM,
B KOMOMHAITUHU C JOIETAKCENIOM B 03¢ 75 Mr/M? 1 pa3 B 3 Hejleny B BHjie BHYTPUBEHHOH HHY3HHU
B TeueHue 1 yaca.

HpeMeIlI/IKaIII/DI MMPOBOAUTCA NEPEC BBEACHUCM NOLCTAKCCIIa B COOTBETCTBUH C I/IHCTp}/KIII/IeI\/JI 10 €ro
IIPUMCHCHHIO.

Konopexmanonulil pak, pak moacmou KUWKU U PaK JHceayoKd

B cocraBe KOMOMHMPOBAHHOM Tepanuu (3a UCKIYEHUEM Tepanuy B KOMOMHAIIMY C UPHHOTEKAHOM)
no3a npenapara Kanamerun ®C coctaBnser 800—1000 mr/m? 2 pa3a B CyTku B TeueHue 14 mueit
¢ TOCTIEYIONINM 7-THEBHBIM TIEPEPHIBOM MU 625 Mr/M? 2 pa3a B CyTKH HPHU HEIPEPHIBHOM PEKUME.
B cocraBe koMOMHUpOBaHHOM Tepanuu ¢ upuHoTekaHoM (pexxuM XELIRI) pexomennoBanHas 103a
npenapata Kanamerun ®C coctapmnser 800 mr/m? 2 pasa B cyTKH B TeueHue 14 gHeil ¢ mocIeryonmm
7-nHeBHbIM nepepbiBoM. JloOaBieHue OeBaiu3ymada K KOMOMHHMPOBAHHOW Tepanuu HE BIMSET
Ha HaydaJbHYy!0 103y npenapara Kanamerun ©C.

[IpoTUBOPBOTHBIE CpeNCTBA M MpeMeAWKAMsa Il oOecreueHus aJeKBaTHOM TUIpaTaluu
HA3HAYalOTCA TMepell BBEICHHEM UHUCIUIATUHA W OKCAJIMIUIATUHA COMVIACHO HWHCTPYKLIHSIM
M0 MPUMEHEHHIO IIUCINIATHHA M OKCATUIUIATHHA TIPU MPUMEHEHUH UX B KOMOMHAIIUU C MIpenapaToM
Kanamerun ®C. B anbproBanTHON Tepanuu paka TojcTtod kumku Il crtagum pexoMeHIoBaHHas
MPOJIOIKUTENFHOCTD TEPANUU KaleIUTAOMHOM COCTaBIISIET 6 MECSIIEB, T. €. 8 KypCOB.

B K0M6uHauuu C yucniaamuHom

[To 1000 mr/m? 2 pasa B CyTKM B TedeHHe 14 1He# ¢ MOCIeAyIONUM 7-JHEBHBIM IIEPEPHIBOM
B KOMOMHAIMK ¢ mucrmatnaoM (80 mr/m? 1 pas B 3 Henenu, BHyTpuUBeHHas MH(Y3HS B TeUeHHE
2 yacos, nepBas nH(Y3Ms Ha3HAYaeTCs B EPBbIi IeHb nukia). [lepBas no3a npenapara Kanamernn
@®C Ha3zHavaeTcs BEYepOM B IIEPBBIN JICHb IIUKJIA TEPANNH, ITIOCIEAHASA — YTPOM Ha 15 neHs.

B KOM6uHauuu C OKCcaAnuniamuHoM uiu ¢ OKCcaaiunjiamuHom u 6@6611/1%3)/]!/1&60]14

ITo 1000 mr/m® 2 pa3a B CyTKH B TeueHue 14 gHel ¢ mocieayronuM 7-THEBHBIM IMEPEPHIBOM
B KOMOMHAIIMK C OKCAIWIUIATHHOM WM C OKCaJWIUIaTUHOM U Oeamm3ymabom. IlepBas mosza
npemapata Kamamernn ®C Ha3HauaeTcs BeUepOM B MEPBBIN JIeHb IMKJIA TEPANUU, TOCICIHSIS —
yTpoM Ha 15 nenp. beBanmzymab BBoauTcs B 103¢ 7,5 Mr/kr 1 pa3 B 3 Henenu, B/B HHQY3UsI B TCUECHUE
30-90 muH., nepBas uH(Y3HsI HAUMHACTCS B MEPBBIN IeHb 1uKIa. [locne GeBann3ymadba BBOIUTCS
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OKCAIUIUIATHH B 103¢ 130 Mr/m%, B/B mH(Y3Hs B Teueue 2 u.

/ OTUETY

B KOM6MHCIT4MM C 3nupy6uuuHOM u npenapaniom Ha OCHoee nianuHbvl

ITo 625 Mr/M? 2 pasa B CyTKH B HEIIPEPHIBHOM PEXKHME B KOMOMHAIMH ¢ SIHPYoHImHOM (50 Mr/m?
1 pa3 B 3 Hezxenu, B/B OOIIOCHO, HAYMHAS C IIEPBOTO JIHS IIMKJIA) U IPENapaToM Ha OCHOBE IUIATHHBI.
IIpenapar Ha OCHOBE IUIATHHBI (LUCIUIATHH B 03¢ 60 MI/M? MM OKCAIHILIATHH B 03¢ 130 Mr/m?)
JOJDKEH OBITh BBEJICH B NEPBBIN JCHDb IMKJIA B BUJE B/B MH(Y3UU B TeueHue 2 4., gaiee 1 pas B 3
HeZemNu.

B KOM6MHGT4MM C UDUHOMEKAHOM UJIU C UDUHOMEKAHOM U 6@66114“3)014060]1/1

PexoMeH0BaHHas 103a npenaparta Kanamernn ®@C cocrapiser 800 Mr/m? 2 pa3a B CYTKH B TCUCHHE
14 nmHelt ¢ mOCIEAYyIOIUM 7-JTHEBHBIM IEPEPHIBOM B KOMOWHAIMM C HWPUHOTCKAHOM WU
C UPUHOTEKAHOM M OeBalM3ymMadoM.

WpuHoTtekaH BBoauTCs B 03¢ 200 mr/m? 1 pas B 3 Hezenu, B/B MHQY3us B Tedenne 30 MUH., epBast
uH(pYy3Us B IEPBbHIH JICHDb [TUKJIA.

beBarmzymab BBoguTCS B 03¢ 7,5 mr/kr 1 pa3 B 3 Henenu, B/B uHQy3us B teueHue 30-90 muH.,
nepBasi UH(Y3UsI HAYUHACTCS B IEPBBIN JICHb LIUKIIA.

Pacuem 0o3wi npenapama

Jo3a npenapara Kanamernn ®C paccuuTbiBa€TCs UCXO/s1 U3 IUIONIAAU IOBEPXHOCTH TeJla MallMeHTa.
[IpencraBneHHbie HIKE TAOIMITBI MOKA3BIBAIOT NMPUMEPHI pacyeTa CTaHAAPTHONW U CHIXKEHHOM 03
npemnapara Jijis HauajlbHOU 10361 1250 mr/m2 w1000 mr/m2.

Ta6mumna 1. CTasgapTHas M CHWKGHHAS J03bI KaNelUTaOWHA JUIS HAdalnbHOH 10361 1250 Mr/m?,
paccuuTaHHbIE B 3aBUCUMOCTH OT IJIOIIA U IIOBEPXHOCTH Teja

Jloza — mo 1250 mr/m? 2 pasa B CyTKH

[Tonnas Uucno tabnerok 150 mr u/unu | CHIKEHHAs CHmxeHHas

no3a 1250 | 500 mr Ha mpuem (Ha Kaxabid | go3a (75 % ot | no3a (50 % ot

MI/M? npueM 2 pasa B CyTKH — yTpOM | HadalbHOM HaYaIbHOM

U BEUEPOM) JI03bI) 950 | no3b1) 625
Mr/M? MT/M?

[Inomans Hoza Ha | 150 Mr 500 mr Hoza Ha | Jloza Ha
ITOBEPXHOCTHU pueM (Mr) IIpUeM (M) puem (Mr)
Tena (M?)
<1,26 1500 — 3 1150 800
1,27-1,38 1650 1 3 1300 800
1,39-1,52 1800 2 3 1450 950
1,53-1,66 2000 - 4 1500 1000
1,67-1,78 2150 1 4 1650 1000
1,79-1,92 2300 2 4 1800 1150
1,93-2,06 2500 - 5 1950 1300
2,07-2,18 2650 1 5 2000 1300
>2,19 2800 2 5 2150 1450

Tabmuma 2. CranmapTHas W CHWIKEHHAs J03bl KaneuuTtaOuHa Juisi HadauibHOW 110361 1000 Mr/M?,
pacCUUTAHHBIE B 3aBUCUMOCTH OT IUIOLLIAIHA IOBEPXHOCTH TeJIA

Jlo3a — o 1000 mr/m? 2 pa3a B CyTKH

IlomHas
noza 1000

KonmuectBo Tabnerok 150 mr
w/umu 500 mr Ha mpuem (Ha

CHmxeHHas
no3a (75 % ot

CHmKeHHAA
no3a (50 % ot
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Mr/m? KOKIBIA TIpreM 2 pa3a B CV”H(h‘ ‘Héﬁaﬁsﬁo"ﬁ' = E’aqaﬂ "1“4 U4)
— YTPOM U BE4EpOM) J03bI) JI03bI)
750 mr/m? 500 mr/m?

[Inomann Ho3za Ha | 150 mr 500 mr Hoza Ha | Jlo3a Ha
IMOBEPXHOCTH npuem (Mr) npueM (Mr) npueM (Mr)
tena (M%)
<1,26 1150 1 2 800 600
1,27-1,38 1300 2 2 1000 600
1,39-1,52 1450 3 2 1100 750
1,53-1,66 1600 4 2 1200 800
1,67-1,78 1750 5 2 1300 800
1,79-1,92 1800 2 3 1400 900
1,93-2,06 2000 - 4 1500 1000
2,07-2,18 2150 1 4 1600 1050
>2,19 2300 2 4 1750 1100

Koppeknus 10351 B X0JI€ JICYCHUS

Obwue pexomenoayuu

Tokcuueckue mnpossieHus mnpenapara KanmamernH ®@C MOXHO YCTpPaHUTb CHUMITOMATHYECKOU
Tepanuei /Ui KoppeKuuei 1036l npenapara (IpepBaB JIeYeHUE WM YMEHBIINB 103y Ipenapara).
Ecnn 103y npuIiocs CHU3UTh, HEb3s YBEIUYUBATD €€ BIIOCICACTBUU.

Ecnmu mo omenke nedamiero Bpada Tokcuueckuid s¢¢ext mpemapara Kanamernn ®C He HOCHT
CEphE3HOr0 WJIM YIPOXKAIOLIETo JKM3HM MAllMEHTa XapakTepa, JICUeHUE MOXKET ObITh MPOJIOJIKEHO
B HauaJIbHOM J103€ 0€3 €€ YMEHBIIICHUS WU TIPEPhIBAaHUS TEPaAIUu.

IIpu TokcnuHocTH 1-i crenenu 103y HE MEHAIOT. [Ipy TokcnyHOCTH 2-i MK 3-11 CTENIEHU TEPAIHIO
npenapatoM Kanamerun ®©C crienyer npepBarth.

IIpy ucue3HOBEHMM NPU3HAKOB TOKCHYHOCTU WM YMEHBIICHHWU MOCIEAHEW 10 1-U cTeneHu
npoeaeHue Tepanuu npenaparoM Kanamernn ®C moxeT ObITH BO30OHOBIEHO B MOJHON J103€ WM
CKOPPEKTHPOBAHO COTJIACHO PEKOMEHIAIUAM, yKa3aHHbIM B Tabmuie 3.

Tab6anna 3. Cxema koppexkuun 10361 npenapara Kanamernn ®C

Koppekuus 1031 B
Crenenp PPEKIL It
xoJie CJIETYIOIIErO
TOKCHYHOCTH Koppekuust 10351 B X0/1€ IIUKIJIA TEPAUN o
NCIC* LUKJa Tepanuu, % OT
Ha4aJIbHOU J103bI
N [Iponoikars B TOU ke
Crenens 1 [Tponomxkath B TOM ke 03¢
J103€
Crenensp 2
1-e mosiBeHUe 100 %
2-e nosieHue | Ipepsath Tepanuto 10 pasperierus no crenenn 0-1 | 75 %
3-€ TOsIBIICHUE 50 %

4-e mosIBIICHUE

[ToJIHOCTBIO IPEKPATUTH TEPATHIO

He npumennmo

Crenenn 3

1-e mosiBIIEHUE

2-€ TOsBJICHUE

[IpepBaTh Tepanuto 10 paszpemieHus 10 crernenn 0—1

75 %

50 %

3-¢e mosBIICHUE

[TosnHOCTBIO PEKPATUTH TEPATTHIO

He nmpumennmo

Crenenn 4

1-e mosgBieHNE

[MonHOCTRIO TIpekpaTuTh Tepanuio UJIN (ecnu Bpau
CUMTAET, YTO MPOJOJDKATH JCUECHUE — B MHTEpecax

50 %
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TAlMeHTA) [pepBaTh TEpamuio 10 paspeltets J0 -

crerenu 0—1

2-¢ mosiBJIEHHUE | [TOJIHOCTBIO IPEKPATHTH TEPAITMIO He npumenumo

*B COOTBETCTBMU € OOLIMMH KPUTEPUSMH TOKCHYHOCTH ['DYyHIBI IO NMPOBEACHHIO KIMHUYECKHX HCCIeAoBaHMH HalmoHanbHOTO
onkonorudeckoro uHeruryra Kanager (NCIC CTG, Bepcust 1) wnu oOUMMU TEPMUHOJIOTHYECKUME KPUTEPHSAMHU HEKeNaTeIbHBIX
sBreHnit [IporpaMMbl Mo OLEHKE MPOTHBOOMYXoyieBol Tepamuu HanmonansHoOro onkonormyeckoro mHctutyTa CHIA (CTCAE,
Bepcus 3). Kpurepun TOKCHYHOCTH J1aJJOHHO-TIOONIBEHHOTO CHHpOMA U THIepOMIINPYOHHEMHH ITOJpOOHO OIHCaHEI B paszene 4.4.

[Ipu pa3BUTHH MPU3HAKOB TOKCHYHOCTH 4-H CTEIICHH JICUCHHUE CIICYET MPEKPATUTh WM BPEMEHHO
npepBaTh A0 KYMUPOBAHUS WIIM YMEHBIICHUSI CUMIITOMOB JI0 1-i CTENEeHH, MOCie Yero MpUMEHEHUE
rpemnapara MOXXHO BO300OHOBHTH B J103€, cocTaBistomed 50 % oT HavanbHOH. [lamueHT momkeH
HEMEJIEHHO COOOIIMTH Bpady O Pa3BUBIIUXCS Y HETO HEXKEIIATEIbHBIX SIBJICHUSX.

Crnenyer HeMEIJIEHHO MpeKpaTtuth mpuem mpenapata Kamametun ®C 1npu BO3ZHUKHOBEHUU
TOKCUYHOCTH TSDKEJIOW WIIM CPEeJIHEH CTEIeHH TsKeCTU. ECIT M3-3a TOKCUYECKHX TIPOSBICHUH OBbLIO
MIPOMYLIEHO HECKOJIbKO npueMoB npenapara Kanamerun @C, To 3TU J03bI HE BOCIIOIHSIOTCS.

T'emamonocuueckas moxcuyHocmo

He cnemyer Ha3Ha4yaTh Tepamuio KaneluTaOMHOM MalMeHTaM, Y KOTOPBIX Ha4ajbHbIA YpOBEHb
HelTpodunos < 1,5 x 10° /n w/unu HavaneHEIH ypoBeHb TpoMOouToB < 100 x 10° /1.

Crnenyet mpepBath JieUeHUE KANEIMTaOMHOM, €CIIM B XOJ€ BHEIUIAHOBOM OIIEHKHU JIaOOpaTOPHBIX
TmoKasaTenel 4mcno HedTpodmioB ymeHpmmuock Hmwke 1,0 x 10° /1, a ymcrmo TpomGomuTOB
yMeHbIIHIOCh HIke 75 x 10° /11 (remMaTonoruyeckas TOKCHYHOCTD 3-if mim 4-if cTeneHn).

B mpuBeneHHON HIDke TaOnMile yKa3aHbl PEKOMEHIAIMHM 10 M3MEHEHHUIO 03Bl KanenuTaOuHa
B CJIy4ae pa3BUTHs TOKCUYECKHUX IIPOSBIEHUI, CBA3aHHBIX C €0 IPUMEHEHHUEM.

Obwue pexomenoayuu npu KOMOUHUPOBAHHOU Mepanuu

B ciyyae BO3HUKHOBEHHUS SIBICHUH TOKCHUYHOCTH IPH NPOBEICHUH KOMOMHHPOBAHHOM Tepanuu
ClleyeT MpHUIEPKUBATbCAd PEKOMEHJIAlui 10 Koppekuuu [o3bl mnpemnapata Kanmamerun OC,
yKa3aHHbIX Bblle B Tabmuume 3, M COOTBETCTBYIOIIMX PEKOMEHJAIMH B MHCTPYKIMIX
10 IPUMEHEHUIO IPYrUX MPENapaTos.

B wHavane mukia tepanuu (€ciaM OXHIAETCS OTCpPOUYKa ¢ mpuemoM mpemnapara Kamamernn ®C wiu
apyroro(-ux) mpemnapara(-oB)) CieayeT OTIOXKHTH MPHEM BCEX MpPErnapaTtoB 0 TeX IMOp, MOKa
He OyAyT NOCTUTHYTHI YCIOBHS /Il BO30OHOBJICHHUS TEPANUU BCEMU MperapaTaMu.

Ecnu Bo Bpems npoBeieHUs IUKJIa KOMOMHUPOBAHHOM Tepanuu sBJIEHUS TOKCUYHOCTH, [0 MHEHHIO
Bpaua, He CBA3aHbl ¢ NpuMeHeHueM npenapara Kanamerun @C, To Tepanuto npenapatom Kanamerns
@®C cnenyer NpOAOJIKHTB, a [03y JAPYroro IpenapaTa KOPpPEKTHPOBaTb B COOTBETCTBUU
C PEKOMEHAALNSIMH UHCTPYKLIUHU IO €0 MPUMEHEHHUIO.

Ecmu npyroii(-ue) mpenapar(-bl) NPUXOIUTCS OTMEHUTH, JiedeHue mpemnaparom Kamamerwnn ®C
MOKHO TPOJIOJDKUTE MPU yIOBIETBOPEHUU TPEOOBAHH MO BO3OOHOBIEHUIO TEPAIlUU MperapaTom
Kanamerun ®@C. [lanHbIe peKOMEHIAIIMN TPUMEHUMBI B OTHOIIICHUH BCEX TTOKA3aHUH U BCEX 0COOBIX
TPYII NAlUEHTOB.

Oco0BbIe TPVIIIHI MAIMEHTOB

HauueHmbz C NeYEeHOYHOU HeOOCMAmMOYHOCbIO

He tpeOyeTcst n3MeHeHHsI HaYaIbHOUM JT03bI Y MAIIMEHTOB ¢ METacTa3aMM B MEUYEHU M HAPYIICHHEM
(GYHKIIUM TIEYEHHM JIETKOW WM CpelHel creneHu TspkecTH. OJHAKO STUX MAIMEeHTOB CIeAyeT
TIATeIbHO HaOmomare. [lpuMeHeHHe mpenmapara y TMAIMEHTOB C TSOKEIOW TIEYEHOYHOM
HEZ0CTaTOYHOCTHIO HE N3Y4aJIOCh.

Hab;ueﬂmw C NOYeYHOoU HedOCMamo4HoOCHbIO

PeKkoMeH IyeTcsi yMeHbIIIeHHe HAualbHOM 1036l 10 75 % oT 1250 Mr/m? y malueHTOB ¢ UCXOIHOM
5
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MOYEYHON HEIOCTAaTOYHOCTBIO CPEHEW CTENeHU
Cockroft-Gault); He TpeGyeTcst KOppeKIHH 036l IPH HadaabHO#H 103e 1000 Mr/m2.

VY manueHToB C JieTkod cTeneHblo moyedHoi HemoctarouHocTH (KK 51-80 mu/muH) xoppekiuu
HAYaJILHOU JT03bI HE TpeOyeTcs.

B cnydae BO3BHUKHOBEHHUS y MAIlMEHTa HEXKENATEIbHOTO SIBJICHUS 2-11, 3-11 uiu 4-i CTENeHU TAKECTH
HE0O0XO0IUM €ro TIIATEIbHBII MOHUTOPUHT U HEMEIJICHHBIH [epephIB IPOBOAMMON TePAINH C LIETbI0
MOCJIEAYIOLEH KOPPEKUMH J103bl Ipernapara B COOTBETCTBHUM € PEKOMEHJALMSAMH, yKa3aHHBIMU
B Tabmuie 3. Eciin paccuntannpiii KK cHU3MIICS BO BpeMs MPOBEJCHUS TEpaIlUK 10 YPOBHS MEHEE
30 mn/muH, Tepanuio npenaparom Kanamernn @C crneayet mpeKpaTHTb.

PexoMeHanuu o KOppeKIuy 036l penaparta Ipy MOYeYHOM HeJOCTATOYHOCTH CPEIHEH CTEIICHU
TSDKECTH OTHOCSITCSI KAK K MOHOTEpAIH, TaK K K KOMOMHUPOBAHHOM Tepanuu. Pacder 10361 yka3zaH
B Tabmumax 1 u 2.

ﬂuua nooaicus10co so3pacma

Koppekiuu HauanbHOM 1036l IPY MOHOTEpANUU KaneuutabuHoM He TpedyeTcs. OHaKO TsKeIble
He)KeJlaTeJIbHbIE sIBJICHUS 3-i U 4-i CTeleHHu, CBsI3aHHbIE C IIPOBOAMMON Tepanuel, pa3BUBaJINCh
y naueHToB crapuie 60 jer yamie, yeM y Oojee Mononbix. IIpu ucnosnp30BaHMM KanenutabuHa
B KOMOWHAIIMHU C APYTUMH IPOTHBOOITYXOJIEBBIMH TPEMapaTaMu y IMOKMIBIX TAIIMEHTOB (B BO3pacTe
> 65 n1eT) HekenaTesbHble peakuuu 3-i U 4-i CTeNEeHU TSXKECTH, a TAaKXKe HeXeaTeIbHbIe PeakiiH,
noTpeOOBaBIINE OTMEHBI TEpalHW, OTMEYAIUCh 4Yamle, 4eM y Oosiee Monoabix. Pekomenmyercs
THIATEJIbHBI MOHUTOPUHI COCTOSIHMS IMALIUEHTOB IOXKHWIIOTO BO3PACTa.

[Tpu neyeHnn B KOMOMHAIINH C JOIETAKCEIOM Y ITAllMEHTOB B Bo3pacte 60 JIeT U cTapiie 0TMeYaioch
YBEIMYCHUE YaCTOThl HEKEJIATCIIbHBIX SBJICHUH 3-i M 4-U CTEIICHU M CEPhE3HBIX HEXKEIATEIbHBIX
SIBJICHUH, CBA3aHHBIX ¢ Tepanueld. [[ns nmamueHtoB B Bo3zpacte 60 jer u crapiie, KOTopble OyayT
MOJTy4aTh KOMOMHAIMIO KaleluTabruHa C JI0LeTaKCeIOM, PEKOMEH1yeTCsl CHU3UTh HaYaJIbHYIO J03Y
KarmenuTaduHa 10 75 % (950 Mr/m? 2 pasa B cyTku). Pacuer 10361 mpuBeseH B Tabmure 1. B cnydae
OTCYTCTBHS MPOSABIEHHI TOKCHYHOCTH 1032 MOKET OBITh yBenudeHa 10 1250 Mr/m? 2 pasa B JIeHb.

eTH
be3zonacHocts u 3¢dpdextuBHOCTS Npenapata Kanametnn @C y nereit < 18 neT He yCTaHOBIIEHBI.

Cooco0 nmpuMeHeHns

BHyTpb nenaukomM, 3anuBas Bo10M, He no3aHee yeM uepe3 30 MUH. 1ocie e/bl.
TabyeTku He cieayeT APOOUTh WITH pa3iiaMbIBaTh (CM. pasaen 4.8.).

Mepwi npedocmoposicnocmu, npunumaemvle neped npuMeHeHuem npenapama uid npu oopaujenuu
C HUM

Nudopmanus mo padore ¢ HIUTOTOKCHYECKUMU TIperiapaTaMu MpUBeIeHa B pazzene 6.6.
4.3. IlpoTuBoONOKa3aHUS
* TUTICPYYBCTBUTEIBHOCTh K KANCIUTA0OMHY WJIA K JFOOOMY W3 BCIIOMOTATEIbHBIX BEIIECTB,

NIEPEYUCIICHHBIX B pazzaene 6.1.;

* TUIIEPYYBCTBUTEIBHOCTh K (TOpypaliily WIM TPU 3apETUCTPUPOBAHHBIX CIydasxX pPa3BUTHS
HEOXXHJIAHHBIX WM TSKENBIX MOOOYHBIX peakiMii Ha JIeYeHHUEe NMPOU3BOAHBIMU (TOPIHUPUMHITHA
B aHAMHE3E,

* yCTAHOBJICHHBIH MoJIHBIN Aedurut AT (TuruaponupuMu IuHIETuAPOTreHa3bl);
* OJTHOBPEMEHHBIN MPUEM COPUBYIMHA UJTU €T0 CTPYKTYPHBIX aHAJIOTOB TUTIA OpUBY/INHA;

* TsDKEJIast ICYCHOYHAasl HEAOCTATOYHOCTD,
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MY OTYETY

* TspKenas moveuHas HepoctatouHocTh (KK Hmke 30 yur/MuH

* TsDKeEJas JIEUKONEHUs, HEUTPOIEHUsI UM TPOMOOIIUTOIIEHUS;

¢ [Ipy HAJINYUHU HpOTI/IBOHOKaSaHI/Iﬁ K OJHOMY U3 IIpe€riapaToB KOM6HHHpOB3HHOI>i Tepaliuu €ro
HE CJIICAYCT MCIIOJIb30BATh,

* 0EpEMEHHOCT,

* IEPUOJI IPYIHOTO BckapmiinBanus (B xoxe tepanuu npernaparom Kanamerun @C u B TeueHue 2-X
HeJIelTb TOCHIe MOCIIEAHEro MpreMa mpenapara).

4.4. OcoOble yka3aHusl M1 Mepbl PeI0CTOPOKHOCTH NPH IPUMEHEHUH

Oco0Oble YKa3aHuig

Toxcuunocme, ocparnudusarowal 003)/

[ToGouHBIMU peakIusIMH, OrPAaHHYUBAIOIIMMH J03Yy Ipenapara, sBISIOTCS: quapesi, 007b B )KUBOTE,
TOILIHOTA, CTOMATHUT U JIAJOHHO-TIOJOIIBEHHBIN CUHAPOM.

HGO6XOZII/IMO IMPOBOAUTD THIaTeJILHI)Iﬁ MeI[I/IIII/IHCKI/If/i KOHTPOJIb 3a IMPOABJICHHUAMHU TOKCUYHOCTHU
Yy NaUECHTOB, MOJYYAOIIUX TCPAIIUIO IIPLCIIapaTOM Kanamernn ©C.

BosbIMHCTBO HEXENATENBHBIX PEakIiii 00paTUMBI M He TPEOYIOT IMOJIHOM OTMEHBI Iperapara, XoTs
MO’KET BO3HUKHYTh HEOOXOIMMOCTh B KOPPEKLIMH J103bl WJIM BPEMEHHOM OTMEHE IpenapaTa.

Juapes: nedenne mnpenapatom Kamametrnn ®C MOXKET BbI3BaTh JHAPEI0, MHOTJA TSHKEYIO.
[TarueHTOB C TSDKENOM Iuapeeil cieAyeT THIaTelbHO HAOM0aaTh, a MPU PA3BUTUU JIETHApaTAllUU
HEOO0XOMMO TPOBOJIUTH PETHAPATALMIO M BO3MEIIEHHE MOTEpH AIeKTponnuToB. CTaHmapTHBIC
MPOTUBOAMAPEIHBIE TIpemapaThl (HampuMep, JONepaMu) clieyeT Ha3HauaTh KaKk MOKHO PaHbIIE
10 METUIIMHCKUM MToKazaHusaM. CoryacHo kputepusM HallnoHalibHOTO OHKOJIOTHYECKOTO HHCTUTYTA
Kananer (NCIC CTC, Bepcus 2), auapes 2 cTeleHu onpeensercs Kak yJalieHue cTyna a0 4—6 pas
B CYTKHM WJIH CTYJ B HOYHOE BpeMs; Auapest 3 CTeNEeHN — KaK yJalleHue cTyna 10 7—9 pa3 B CyTKH
WIM HeAepKaHWe U CUHAPOM MajbabcopOuuu; auapes 4 creneHd — Kak ydanieHue ctyia 1o 10
u Oosiee pa3 B CYTKH, MOSIBIICHHE BHJIUMOW KPOBH B CTYJI€ WM HEOOXOIUMOCTb MapeHTepaTbHOU
noajepkuBaroniel Tepanuu. llpu HeoOxomumocTH cienyeT YMEHBIIMTh J103y Ipernapara
Kanamerun ©C.

Hecuopamayus: IeruapaTalvio CIeAyeT IMpeAynpexaaTb WIM YCTPaHATb B CaMOM Hauaie
BO3HUKHOBEHUS. Jlernaparanus MOXeT ObICTPO Pa3BUThCS y MAIMEHTOB C aHOPEKCHUEH, acTeHHEH,
TOITHOTOM, PBOTOM WJIM THApEEH.

Jlernaparanus MOXKET CTaTh IPUYMHON Pa3BUTHS OCTPOM MOYEYHONW HEOCTATOYHOCTH, B OTJIEIBbHBIX
CJIy4asx C JeTaJbHbIM UCXOJ0M, OCOOEHHO Y MMallME€HTOB C HApyIIeHuEM (PYHKIIMH TOYEK HA MOMEHT
Hayajga Tepanmuy WIM B Cllydyae, €CJIM TNalMeHT TNPUHUMAET KareuuTaOuH OJHOBPEMEHHO
C mpenaparamMmu, 00J1aJaloUMMI HEPPOTOKCUYECKUM JCHCTBUEM.

[Tpu pazBuTuM aeruapatanyu 2 CTENEH! WIIW BhIIIE JICYCHUE KaelUTa0uHOM CIeAyeT HEMEJICHHO
mpepBaTh W TPOBECTH perujaparanuio. JledeHue Hemb3s BO300HOBIATH 10 3aBEPIICHUS
peruaparanvy U yCTpaHEHUs WM KOPPEKIMH BhI3BaBIIMX ee (hakTopoB. J[03y mpemapara ciemnyer
MOANGUIIUPOBATH B COOTBETCTBHH C PEKOMEHAAIUSAMU JJISI HeXKEIATSIIbHBIX PEAKIINi, MPUBEIITNX
K JIETU]IpaTalluu.

Jladonno-nooowieennwviii cuHOpom: TPOSBICHUEM KOKHOW TOKCHMYHOCTH KarenuTaOWHa SBISETCS
pa3BUTHE JaJI0OHHO-TIOIOIIBEHHOT O CHUHJpOMa (CUMIOTOMBI: JaJI0OHHO-TIOI0LIBEHHAS
SPUTPOJU3ECTE3US WM aKpaibHasl SpUTEeMa, BbI3BaHHAs XxuMuotepanueil). [lepcuctupyrommii umm
TSDKEIBIN J1aJOHHO-TIOJOIIBEHHBIA CUHJPOM (CTEINEHb 2 U BBIIIE) BIOCIEACTBUU MOXKET MPUBECTH
K yTpaTe OTIEeYaTKOB MajlbIeB, YTO MOKET MOBJIHATH Ha MIPOLIECC YCTaHOBICHUS JINYHOCTU. Meanana
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o OCNEOOE = HOWC TR D4
BPEMEHHU [I0 Pa3BUTHS TPOSABICHUN TOKCHYHOCTH [Y nauHéHTOB;—l nt;nyq'a}omn MOHOTEPAITHIO

KarnenuutabnHoM, coctaBisier 79 nHeit (B muama3zoHe ot 11 mo 360 mHeil), a cTemeHb TsHKECTH
BapbupyeT oT 1-il 10 3-i1 creneHu. JlanoHHO-TIOAOIMIBEHHBIA CUHAPOM 1-i CTENEHW HE HapyllaeT
MOBCETHEBHON aKTUBHOCTH MAIIMEHTA W TPOSBISETCS OHEMEHUEM, IU3ECTEe3USIMU/TapecTe3nusIMu,
MOKaJbIBAaHUEM WJIM TOKpPAaCHEHHEeM JIaJJoOHed W/Miu mojomB, auckomdoprom. Jlagonno-
MOJOIIBEHHBIA CUHIPOM 2-i CTENEHU XapaKTepU3yeTcsi 00JIE3HEHHBIM MOKPACHEHUEM M OTEKaMU
KHCTe W/WIM CTOI, NPUYEM BBI3BIBAEMBI H3THUMHU CHUMOTOMaMd JAMCKOM(OPT Hapymiaer
MOBCEHEBHYIO AKTHUBHOCTh ManueHTa. JlaJOHHO-TIOJAOMIBEHHBI CHHAPOM 3-H  CTENeHU
olpesieNsieTcsl KaK BiakKHas JeCKBaMallus, U3bsS3BJICHHE, 00pa3oBaHuEe My3bIpeil U pe3kue 06oiu
B KHCTSX W/WIH CTOIAX, a TAK)Ke CHIIBHBIN JUCKOMDOPT, Aearomuii HEBO3MOKHBIMH JIJIsl TTAIIHCHTA
mo0ble  BUABI TOBCEJIHEBHOW JNEATENbHOCTH. [Ipv BOSHMKHOBEHMH JIaJOHHO-TIOJOLUIBEHHOTO
cuHApoMa 2-i uiaM 3-i cTeneHu Tepanuio KaleuuTaOMHOM clieAyeT MpepBaTh 10 MCUE3HOBEHUS
CUMIITOMOB WJIM UX yMEHbLIEHUs A0 1-il creneHu. IIpy BO3HMKHOBEHMM CHHIpOMa 3-il CTENECHU
MOCJIEAYIOIUE J103bl KamneuuTaduHa JOJIKHBI ObITh yMeHbIIeHbl. Buramun B6 (mupumokcun)
HE PEeKOMEHYyeTCSl MPUMEHSTh A CUMITOMATUYECKOTO MM BTOPHUYHOTO MPOPUIAKTHIECKOTO
JIYeHUST JIAJOHHO-TIOJOIIBEHHOTO CHHApPOMA IPH Ha3HAYCHUHM KarenuTabuHa B KOMOHWHAIUU
C LUCILIATUHOM, TIOCKOJIBKY OH MOXKET CHUXaTh 3(h(PeKTUBHOCTD IUCILUIaTuHA. MIMetoTes qaHHbIe 00
3 (HEeKTHBHOCTH JIEKCIIAHTEHOJIA B MPO(HUIAKTUKE PA3BUTHUS JIaIOHHO-TIOJOMIBEHHOTO CHHJIPOMA
[IPH T€paruy KarnenuTaOuHOM.

Kapouomoxcuunocmy: CnexTp KapJAWOTOKCUYHOCTU TPHU JICUCHUU KaIlCUTAOMHOM aHaJOTUYEH
TaKOBOMY MpPH HCIIOJIB30BAHUM JPYTUX (TOPIUPUMHUIMHOB M BKIIOYAaeT MHGAPKT MHOKapAa,
CTECHOKAPAHIO, apUTMHUH, OCTAHOBKY CEp/lla, CEPACYHYI0 HEIOCTATOUHOCTh U m3MeHeHus: Ha DKI'.
DTH HEeKeNaTeNbHbIC peakiuu Oojiee XapakTepHsl 11 nanueHToB ¢ MbC B anamuese. HeoOxoaumo
COOJTFOIaTh OCTOPOXKHOCTH y TAIUEHTOB C apUTMUECH U CTCHOKapAuel B aHaMHE3e.

Tuno- unu cunepranvyuemus: B X0A€ TepaUHU KaleUTaOMHOM OTMEUalOCh Pa3BUTHE TUIO- U
runepkanpiuemMun. Heobxoaumo  coOmrofaTh  OCTOPOKHOCTh Yy — NAIMEHTOB €  paHee
JIMArHOCTUPOBAHHOMW THUIIO- WU TUTIEPKAIbIINEMHUEH.

3abonesanus yenmpanvHoOUu U nepugpepuyeckou HepeHou cucmemvl: HEOOXOAUMO COOII0IATh
OCTOPO’KHOCTH y TIAI[UEHTOB € 3a00JI€BaHUSIMU IIEHTPaIbHOU U Tiepudepuieckoil HEPBHON CHCTEMBI
(HampuMep, TPH HAJTMYUU METACcTa30B B TOJJOBHOM MO3T€ U HEHpONaTHH).

Caxapnvii ouabem uau HapywieHue 0OHO-IIeKMpOIUmHo20 banauca: CleayeT CcoOIoIaTh
OCTOPO’KHOCTh Yy MAalMEHTOB C CaxapHbIM JUA0ETOM M HapYyLIIEHUSMU BOJHO-3JIEKTPOIUTHOIO
OanaHca, Tak KaK B XOJI€ JICYEHUs KaleUTaOMHOM BO3MOXKHO OOOCTpEHHUE JaHHBIX 3a00JCBaHUM.
Anmukoaz2ynsaHmol KyMapuHogo20 psoa. CIenyeT coONI0aTh OCTOPOKHOCTb MIPH OJHOBPEMEHHOM
NPUMEHEHUH KareuuTaOuHa | TpenapaToB, MeTaboiau3upyromuxcs nuroxpomoMm P4502C9
(Bappapuna wm  Qenutonna). I[lpm  OIHOBpEeMEHHOM TPHUMEHEHWU C MEPOPATHLHBIMHU
AHTUKOAryJsHTaMHd — IPOU3BOJHBIMH KyMapuHa — CIEAYeT KOHTPOJUPOBATh IIOKa3aTesn
cBepThiBaeMocTd (mpoTpomMOnHOBOe Bpems win MHO) u B cOOTBETCTBUM € 3TUM MOJIOHPATH 103y
aHTUKoarynasHTa. Ilpu OJHOBpEeMEHHOM TPUMEHEHHH C (EHUTOMHOM U KarneuuTaOuHOM
HEOOXOJMMO PEryJIIPHO KOHTPOJIUPOBATh KOHIICHTPAIUIO (peHUTOMHA B M1a3Me (cM. pasaen 4.5.).

Ileuenounas nedocmamounocms

[TarueHThl € MEYEHOYHOM HENOCTAaTOUYHOCTHIO BO BpEMsS Tepanuu KaneruTaOWHOM JIOJIKHBI
HAXOJUTHCS MO/ TIIATEJbHBIM MEAWLUUHCKUM HaOmoJieHneM. BiusHue HapymieHus (QyHKIUN
MEeYEeHH, HE OOYCIIOBJIEHHOTO METAaCTaTUYECKUM MOpPaKEHHEM IEYEeHU WM TSHKENOM MedeHOYHOH
HE/I0CTaTOYHOCTHIO, HA paclipe/ielieHue KarenuTaduHa HensBecTHo. Kanennutabun MoXeT BBI3BAaTh
runepominpyonnemuto.  Ecaim Bo  Bpemss  JiedeHHMs  KamnelUTaOMHOM  OTMedaeTcs
runepOmmpyonnemust > 3,0 x BI'H (BepxHsist rpaHuiia HOpMbI) WJIM TOBBIIIEHUE AKTHBHOCTU
«rmedyeHoYHbIX» amuHoTpancdepas (AJIT, ACT) > 2,5 x BI'H, neuenue cnemyer mpepBath.
[TpoBenenue Tepany MOXHO BO30OOHOBHUTD NMPH CHIKEHUH KOHLIEHTparuu ounnpyouna mo < 3,0 x
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(NOCNEE OB TE
BI'H u cHM)KEHHH aKTUBHOCTH «II€YEHOYHBIX) aMI/IHOI‘DaHCd)eIQB' zro—l2',§Lx BT'H-

Toueunas neoocmamoynocme

Crnenyer cobmogaTh OCTOPOKHOCTh IMPH Ha3HAYEHUM KamnelnuTaOuHa MalueHTaM ¢ MOYeHYHON
HEJOCTATOYHOCTHIO CpeIHEH CTemeHu TspkecTH. Kak W mpu JiedeHuH (QTOpYpammioM, 4YacToTa
Pa3BUTHS CBSA3aHHBIX C IPOBOIMMOM TE€paNUeil HeXKeNaTeNbHbIX SIBICHUM 3-11 U 4-1 CTENIEHU TKECTH
ObUTa BBINIE y TMAIMEHTOB C IOYEYHOW HEIOCTaTOYHOCTBhIO cpenHed creneHn Tspkectu (KK
30-50 mur/mun).

Heuyum oucuoponupumudundezuopoeenaswvi ([I1/]): axruBHocTh 1]l orpaHMYmMBaeT CKOPOCTH
karabonuzma DY (cM. pasgen 5, moapazaen 5.2.), modToMy y manueHToB ¢ aedunmrom JITJI
OTMEYAaeTCsT  TOBBIIICHHBIA  PUCK  Pa3BUTUA  SBICHHA  TOKCUYHOCTH,  CBSI3aHHBIX
¢ pTOpIUPUMUIUHAMH, BKJIKOYAasl, HAIIPUMEDP, CTOMATUT, TUAPEI0, BOCIIAJICHHUE CIIM3UCTHIX 000JI0YEK,
HEHUTPONCHUIO W HEWPOTOKCUYHOCTh. TOKCHYHOCTH, cBsizaHHas ¢ gedumurom [I1JI, oObraaO
BO3HUKAET BO BpPEeMs MEPBOTO LIUKJIA JICUECHUS WK TIOCTIe YBEIMUEHHUs J03bI IIpernapara.

Hoanviu oedpuyum JIIJT

[Momuerit nepumur AT BcTpeuaercs peako (y 0,01 %-0,5 % mnpencraButenell eBpONCOUTHOM
pacel). [lamuents ¢ momabiM  jaedururom JI1J] moOABEpKEHBI BBICOKOMY PHUCKY pPa3BHTHUS
KHU3ZHEYTPOKAIOIICH WIIH JICTATHHOW TOKCHYHOCTH M HE JTOJDKHBI ITOJTYYaTh JICUCHUE KalleIIMTA0NHOM
(cMm. pasgen 4.3.).

Yacmuunwiy oepuyum I

Yactuunsiii gedunut AI1J] 3arparusaer 3 %—-9 % nomynsiuuu eBponeouHON packl. Y MaIllMEeHTOB C
gacTUaHbIM gedumuroM JI1J] oTMedaeTcst MOBBIMICHHBIH PUCK PAa3BUTHUS TSHKEIOH U MOTEHIIUAIBHO
KHU3HEYrpoXkaroleid ToKcMYyHOCTH. HeoOXxoaumo paccMOTpeTbh CHHKEHME HayalbHOW J103bl
npernapata i OrpaHUYEeHMs] pa3BUTHS JaHHOM TokcuyHoctu. Jedpumur JIIJ] crnenyer
paccMaTpuBaTh Kak IapaMeTp, KOTOPbI 00s3aTeNbHO JOKEH OBITh NPUHAT BO BHUMaHHE
B COYETAHUM C JAPYTMMHM PYTHHHBIMH ME€pamMHu IO CHM)KEHHMIO J03bl. [IepBOHauanbHOE CHM)KEHME
J103bI MOKET TOBIHATH Ha 3(h(peKTUBHOCTD JeueHus. B ciiyuae oTCyTCTBHS cepbe3HON TOKCHYHOCTH
MOCJIEAYIOLIHUE J103bI MOT'YT OBITh YBEJTMUEHBI PU YCIOBUH TUIATEILHOTO MOHUTOPHHTA.

Tecmuposarnue na depuyum 1L/

HGCMOTpﬂ Ha HCONPEACICHHOCTE B OTHOIICHHHU OITHMAJIbHBIX MCTOI[OJ'IOFHfI TCCTUPOBAHM,
PEKOMCHAYCTCA IMPOBCCTU (beHOTHHHpOBaHHC /M TCHOTUIIMPOBAHUC O Ha4daja JICYCHUA
KaHeHI/ITa6I/IHOM. CJ'IGI[yeT PYKOBOACTBOBATBCA AOOCTYIIHBIMHU W HNPHUMCHUMBIMH KIMHUYCCKUMU
PEKOMCHAAsIMMU.

Tenomunuueckas xapakmepucmuxa oebuuyuma 1]

TectupoBanue Ha peakue myrtanuu rena DPYD nepesn Hauanom jedeHHst MOXKET TIOMOYb BBISIBUTD
naruenToB ¢ nedumurom JI1/1. Yetsipe Bapuanta rera DPYD (c.1905 + 1G > A (Takxe U3BeCTHBIN
kak DPYD*2A), c.1679T > G (DPYD*13), c.2846A > T u ¢.1236G > A/HapB3) mMoryT BbI3bIBaTh
MIOJIHOE OTCYTCTBUE WM CHIDKeHUE epmeHTaTuBHOM aktuBHOCTH JI1/1. JIpyrue peakue BapuaHThl
TaKke MOTYyT OBITb aCCOLMUPOBAHBI C TIOBBIIIEHHBIM pPHUCKOM Ppa3BUTUS TSDKEJIOW WK
KHU3ZHEYTPOXKAIOMIEH TOKCUYHOCTH. M3BECTHO, YTO HEKOTOpbIE TOMO3UIOTHBIE U CIIOKHBIE
reTepO3UTrOTHBIE MyTallMu B Jiokyce reHa DPYD (mampumep, KoMOMHAIMKM YeThIpeX BapHaHTOB
o MeHbInei Mepe ¢ ogHuM aeneM B ¢.1905 + 1G > A wu ¢.1679T > ) BBI3BIBAIOT TOJTHOE WA
MOYTH TOJIHOE OTCYTCTBHE (epMeHTaTUBHOU akTuBHOCTH JIIJ]. V manueHTOB c ompeneraeHHbIMU
reTepo3uToTHRIMU BapuaHTamu reHa DPYD (Bxitouast Bapuantsl ¢.1905 +1G > A, ¢.1679T > G,
c.2846A>T wu ¢.1236G > A/HapB3) oTmeuaercs MOBBILIECHHBI PHCK pa3BUTHS TSHKETION
TOKCUYHOCTM HpHU JIedeHUH (QTOpNUpUMHIMHAMU. YacToTa TIeTepO3UrOTHOrO TIeHOTHIA
c.1905 + 1G > A B rere DPYD y nanueHToB eBponeoniHoi pacsl coctaBiser okono 1 %, gacrora
c.2846A>T - 1,1%, wyacrora BapuantoB c.1236G > A/HapB3 - 2,6 %-6,3% u wuactora
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c.1679T > G — ot 0,07 % no 0,1 %. /lanHBIC O YacTOLE qublﬁ&'gﬁgﬁé%&'gﬁ;reﬁa T"YD B:Ifo\}ll“ﬁk

MOMYJISIIHSX, KPOME TMPEACTaBUTEICH €BPOINCOUTHONW pachl, OrpaHHuYeHBbl. B Hacrosiee Bpems
yeThipe BapranTa rena DPYD (c.1905 + 1G > A, ¢.1679T > G, ¢.2846A > T u ¢.1236G > A/HapB3)
CUHTAIOTCS MPAKTUYECCKH OTCYTCTBYIOIIMMHU B MOMYJSIIHSIX adpuKaHCKOTO (apo-amMepruKaHCKOro)
WJIA Q3UATCKOT'O TIPOMCXOXKICHUSI.

Denomunuyeckas xapakmepucmuxa oepuyuma T

Jnst  penorunmueckoir  xapaktepuctuku naedurmura I pexkoMeHmoBaHO —oOmpesciieHHe
mpearepaneBTuueckux ypoHew sumorenHoro JII1/[-cyoctpara — ypammia (U) B mumasme KpoOBH.
[loBbIIIEHHBIE MPEATEPANEBTUYECKNE KOHLIEHTPALMK Yypaluiia CBSI3aHbl C MOBBIIIEHHBIM PUCKOM
pa3BUTUS TOKCHYHOCTH. YPOBEHb yparuia B KpoBH > 16 Hr/mMa u < 150 HI/MI cliegyeT cuuTaTh
nokasareneMm yactuuHoro aedunura 1/l u acconuupoBaTh C MOBBIIIEHHBIM PUCKOM DPa3BUTHUS
(GTOPIUPUMHUINHOBOW TOKCUYHOCTH, HECMOTPSI Ha HEOIMPEIEICHHOCTh B OTHOIICHUU MOPOTOBBIX
3HAYEHUH ypauuia, OMpeleNsomuX MONMHbIA U yacTuyHbld aeduuut HAILJ[. YpoBens ypauuna
B KpoBH > 150 HIr/MI cienyeT cuMTaTh mokasatenem mnonHoro nedunmra 1] u accomumponarth
C JKU3HEYTPOKaIOIIEeH WK JIeTadbHOU (PTOPIUPUMHUINHOBOM TOKCUYHOCTBIO.

Ogmanvmonozuueckue ocrodxicrnenus: CleayeT HabIOAATh MAMCHTOB HA NIPEMET BO3SHUKHOBEHUS
0(pTanbMOJIIOTHYECKUX OCJIOKHEHUH, TaKUX Kak KEpaTUT WJIM IaToJIOTUs POrOBHUIIbI, OCOOEHHO
B Cllyda€ HaJMuusl HapylIEeHUH CO CTOPOHBI OpraHa 3peHusi B aHaMHe3e. B ciyuae pasButus
OCJIOKHEHUH CO CTOPOHBI OpraHa 3peHHs He00X0IMMO Ha3HAUUTh COOTBETCTBYIOIIIEE JICUECHUE.

Taoicenvie KodcHble peakyuuy. KaleUUTAaOMH MOXKET BbI3BATh Pa3BUTHE TaKUX CEPbE3HBIX KOMXKHBIX
peakuuii, kak cuHapoM CruBeHca-/[PKOHCOHA M TOKCHYECKMH SHUICPMAIbHBIA HEKPOJIM3.
[Tpu pa3BUTHU TSHKETBIX KOKHBIX Peaknuii Ha (JOHE MPUMEHEHHs KanenuTabuHa MpueM Ipernapara
ClIeAyeT MPEKPaTUTh U HE BO30OHOBIIATD.

prweHeHue npenapama y nayuermoe noa;uCu10co U cmapiecKkozo eopacma

YacToTa TOKCHYECKUX IPOSBICHUN CO CTOPOHBI JKEIYAOYHO-KUIIEYHOIO TPaKTa y IMAlUEHTOB
C KOJIOPEKTAJIbHBIM pakoM B Bo3pacte 60—79 ier, Moiay4yaBIIMX MOHOTEpANHIO KarneuuTaOuHOM,
HE OTJINYajgach OT TAKOBOM B OOIICH MOMYJSIIUU TanueHToB. Y marmueHToB 80 JeT W crapiie
oOpaTUMble HEXeJaTelbHble PEAKLUUU CO CTOPOHBI KENyJOYHO-KUIIEYHOro TpakTa 3-i u 4-i
CTENEeHH, TaKWe KaK Jauapesi, TOIIHOTa M pBOTA, Pa3BUBAJIUChH dalle. Y MalUeHTOB > 65 er,
MOJTy4YaBIIMX KOMOMHHUPOBAHHYIO TEpanmui0 KamelMTaOMHOM M JIPYTMMH HPOTHBOOITYXOJIEBBIMU
npenaparaMi, OTMEYaJIOCh YBEJIMYEHHE YacTOThl HEXeNATeIbHbIX peakuuit 3- u 4-i cTeneHu
TSOKECTH WM HEXKENNATEIbHBIX  SIBJICHWM, KOTOpPbIE MPUBOAWIM K IPEKPAILECHUIO Teparnuu
(mo cpaBHEHHWIO ¢ ManMeHTaMH Moyioke 65 er). [lpu  aHanmM3e JaHHBIX 0€30MacHOCTH
y ManueHToB > 60  jer, MOoJy4yaBIIMX  KOMOMHHMPOBAHHYIO  TEpalnui0  KarneuuTaOuHOM
U JIOLIETAKCETIOM, OTMEYEHO YBEINYEHUE YACTOTHI CBA3AHHBIX C TEPANMEN HEKETATENbHBIX PEaKIINN
3-11 1 4-1i CTeTIeHH TSKECTH, CEPhE3HBIX HEXKEeaTeIbHbIX PeaKlui 1 paHHEH OTMEHBI Teparnu 13-3a
HE)KeNaTeJIbHBIX SIBICHUH (IO CPAaBHEHHUIO C TAKOBBIMH Y MAIlMEHTOB MoJioxke 60 yer).

@epmuﬂbHOCWlb, 6€p€M€HHOCmb U KOHmpayenyus

Ha ocHoBaHWM MaHHBIX HMCCIIENOBAHMM Y >KHBOTHBIX KaleMTaOWH MOXET OKa3bIBaTh BIIMSHHE
Ha GEePTUIBHOCTh Y MYKYMH U JKCHIIUH C COXPAHEHHBIM PEMPOIYyKTHBHBIM IOTCHIIMAIOM.
JKenmyuaaM Bo Bpemst Tepaniuy KanernuTaOuHOM U B TeU€HUE 6 MECSIIEB MOCTIE €€ OKOHYaHUS CIEAyeT
UCIIONIb30BaTh HAJEKHBIE METOAbI KOHTpamenuuu. Eciu OepeMeHHOCTh HAcTymuia B MEPUOJ
MIPOBEACHUS TEPAITHH, MAIIMEHTKA JOJKHA OBITh OCBEJOMJICHA O TTOTCHIIMAIBHOM yTpo3e IS TUI0A.
Ha ocHoBaHuu pe3ynbTaTOB MCCIEIOBAHUM T'€HOTOKCHMYHOCTH MAaIlMEHTaM MYKCKOTO MOJIa M MX
MapTHEPIIaM C COXPAaHEHHBIM PEMPOIYKTUBHBIM TMOTCHIIMAIIOM CIIEAYeT MCIOJIb30BaTh HAJICKHBIC
METOJIbI KOHTPAIICTIIIUA BO BpEMsl TEpaluu KameruTaOWHOM U B TEUEHHUE 3-X MECALEB MOCIE €€
OKOHYaHHSI.
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B3aMMOJelCTBHSA

AHTI/IKOaI‘VJISIHTbI KYMapHMHOBOI'O psajga

VY NanyeHToB, NMPUHUMABIIMX KaleUUTaOUH OJHOBPEMEHHO C aHTHUKOATYJSTHTAMU KyMapUHOBOI'O
psna (BappapuHOM M (EHIPOKYMOHOM), COOOIIATIOCh O HApYIIECHHUSIX MOKa3aTelell CBEPTHIBAaHHS
W/WJIM KPOBOTEUCHHSX 4Yepe3 HECKOJBKO JHEH WIIM MECSLEB OT Hayala Tepalyy KarneluTaOHHOM,
a B HECKOJIBKUX CIIy4asix — B TEUEHHE OJHOTO MecsIia IIOCIe €€ 3aBepIICHUS.

B uccrnenoBaHum JIEKapCTBEHHOTO B3aMMOJICHCTBUS IMOCIIE OJHOKPATHOTO BBeleHUs BapdapuHa
B 1103¢ 20 mr kanenutabun ysenunumsi AUC S-apdapuna Ha 57 %, a Benuunny MHO — nHa 91 %.

VY nanuveHToB, OJHOBPEMEHHO NPUHUMAIOUIMX KaleqUTaOWH M aHTUKOAryJsHTbl KyMapHHOBOIO
psina, HeOOXOAMMO THIATENBHO CIEAUTH 32 MOKA3aTeIsIMH CBEPTHIBAHUS (IIPOTPOMOMHOBOE BpeMs
wm MHO), 103y aHTHKOAryJIsSHTa CIeyeT MOA0UpaTh B COOTBETCTBHH C 3TUMH ITOKA3aTEIISIMU.

CyOcTparsl nuroxpoma P4502C9

CrienManbHBIX HUCCIICJIOBAHWN JIGKAPCTBEHHOTO B3aWMOJACHCTBHS KaleuTaOMHA C JAPYTUMU
npernapatamu, Metadonusupyomumucs uzodepmentom  2C9  cuctembl nuroxpoma P450,
He npoBoauiock. Crenyer co0itolaTh OCTOPOKHOCTh IPU HA3HAUYEHUHU KareluuTabuHa BMECTe
C 9TUMHU TIpernapaTamH.

denuroun

IIpu onxHOBpeMEHHOM IpHeMe KanenuutrabuHa M (eHuToMHa CooOIIaIoch 00 YBEIUYEHUU
KOHLEHTpaluuu ImocieqHero B mmiaazMe. CrneuuanbHbIX HCCIEAOBAHUNA MEKJIEKapCTBEHHOIO
B3aUMOJICHCTBUS KameuuTaOuHa M (PeHUTOMHA HE IMPOBOJIMIIOCH, OJHAKO IMPEAIOJAraeTcs, 4YTO
B OCHOBE ME€XaHM3Ma B3aMMOJIEUCTBUA JEKUT nojaBieHue nzopepmenta P4502C9 non BausiHHEM
KarenuTabrHa (CM. BbIIIE «AHTHKOATYJISIHTBI KYMapHHOBOTO psiia»). Y HalMEeHTOB, MOIYYaOLINX
OJTHOBPEMEHHO (EHUTOMH U  KameuuTaObuH, HEOOXOAMMO pEryjsipHO KOHTPOJUPOBATh
KOHIIEHTpaluio (PeHUTOMHA B IJIa3Me.

AHTanmmasl

[Tpu ouenke (apMaKOKWHETHUYECKMX MapaMeTpoB KarenuTaOuHa MpH OJHOBPEMEHHOM IIpHEMeE
C aHTalUJaMH, COJICPKAIIIMH ATFOMUHUS THAPOKCHUA M MarHusi THIPOKCH]I, OTMEUYEHO HEOOIbIIOe
MOBBIIICHUE KOHIIEHTPAIMHU KarnenuTabuHa u oJHOTO U3 MeTaboauToB (5°-PIT) B mnazme KpoBH.
Ha tpu ocHOBHBIX MeTabonuTa Kanenutabuna (5’-ae3okcu-5-propypuaun (5°-JIDOYP) , OV u o-
drop-P-ananun (PBAJI)) uccrnenyeMbie cpeliCTBa BIUSHUS HE OKa3bIBAIH.

AnnonypuHos

Crnenyet nzberatb OJJHOBPEMEHHOTO MpHUeMa aJUIONypUHOJIa U KaneluTaduHa, HOCKOJIbKY BO3MOXKHO
CHIDKEHHE  A((EeKTUBHOCTH  (QTOpypaliiia  BCIEJACTBHE  B3aUMOJEHCTBHS  (ropyparuia
C aJUIOIYPUHOJIOM.

HurepdepoH anbda

MakcumanbHO TIepeHOCHMasi J103a KareruTadnHa B KoMOuWHamuu ¢ uHTEepdepoHoM 2-ambda
(3 MeKTyHApPOIHBIX MITH-EAMHUIBI/M? B CyTKH) cocTaBuia 2000 Mr/m? B CYTKH, B TO BpeMs Kak
MaKCHUMaJIbHO TEepEeHOCHuMas 03a KarmenuTabnHa B KadyecTBe MOHOTepanuu coctaBmia 3000 Mr/M?
B CYTKH.

JlyueBag Tepanus

MaxkcumanbHO TIepeHOCHuMast 103a KarnenuTaduHa B KOMOMHAIUH C JIy4€BOM Tepanuei mpu JeueHUn
TIAIIMEHTOB C PAKOM NPAMOi KHMIIKH cocTaBmia 2000 Mr/m? B cyTKu (IIpH HETIPEPHIBHOM PEXHME
TEepanuy WM MPU PEXKUME TEpaluM C NOHENENbHUKA I10 MATHULY U 6-THEBHOM Kypce Jy4eBOU
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Teparnuu), B TO BpeMs Kak MaKCUMaJIbHO [TepeHOCcHuMasi 103a Kaﬁ%;gb%;glj;fa%@éyi;&-%?eﬂaﬁ%h

coctapuia 3000 Mr/m? B CyTKH (MHTEPMHTTHPYIOLIHI PEKIM).

Kanpnusa dosmuar (JIeHkoBOpHH)

Kanpums ¢onunar He Biauser Ha (PapMaKOKMHETHUECKHE CBOMCTBAa KamenuTaOMHAa H  €ro
MeTabosmToB. OTHAKO BO3MOXHO YCHIICHHE TOKCHYECKOTo 3 (eKTa KarnenuTaduHa 3a CUeT BINUSHUS
Kajblus (onuHaTa Ha (papMakoAMHAMUKY KarenuTaOuHa.

CopHBYIYH U €TI0 aHAJIOTH

B nurepaTypHbIX MCTOYHHMKAX OMUCAHO KIMHUYECKH 3HAYMMOE JIEKAPCTBEHHOE B3aUMOJICHCTBUE
copuByauHa u @Y, B OCHOBE KOTOPOTo JIGKUT MHrHOUpyromuii 3¢dext copuBynuna Ha JITJI.
VYka3aHHOE B3aUMOJICHCTBUE MOXKET TMPUBOAUTH K (araabHOMY YCHICHUIO TOKCHYHOCTH
dbropnupumuauHOB. [losTOMY HE ciieyeT Ha3HauaTh KarneuuTaOuH OJHOBPEMEHHO C COPUBYAHMHOM
WIM €ro CTPYKTYPHBIMH aHaJioraMu Tumna OpuByamHa. Cremyer coONofarh Kak MHUHUMYM
YeThIPEXHEACTbHBIN HHTEPBAJl MEXK1Y OKOHYaHHEM TEeparuy COPUBYIHMHOM WIIH €T0 CTPYKTYPHBIMU
aHajioramu (BKJItO4ast OpUBYAMH) M HAYAJIOM JICUCHUS KaleIIUTaOMHOM.

OKcaJuILIaTHH

KiuHudeckn 3HAaYMMO# pa3HUIBI B AKCIIO3UIIMU KaNeUTa0uHa WM METa0OJIMTOB OKCATUILUIATHHA
(cBOOOHOM TUTATHHBI WM OOIIEH TUTATHHBI) TP KOMOMHUPOBAHHOM NMPUMEHEHHH KalleliuTadruHa
Y OKCAJIMIIJIATHHA, HE3aBUCHUMO OT MPUCYTCTBUS OeBanu3ymada, He OTMEUCHO.

bepanuzymad

Knuanueckn 3Haunmoro 3¢ ¢ekra O6eBanmzymada Ha (apMaKOKMHETHKY KanenuTaOuHA WM €ro
MeTabOoJIMTOB HE OTMEUYCHO.

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTH U JAKTALHSA

>K€HIHI/IHI>I C ACTOPOAHBIM IMOTCHIIMAJIOM (KOHTD&HGHHI/ISI Y MY)XYHMH " )KGHHII/IH)

XeHmuHbl ¢ AETOPOIHBIM MOTEHLUAIOM JOJKHBI M30eraTb OEpeMEHHOCTH BO BpeMs Teparuu
kaneuutabuHoM. Eciyu OepeMEeHHOCTh HAcTyNuia B MEPHOJ NPOBEACHHUS TEeparuy, MalueHTKa
JOJKHA OBITH OCBEIOMJIEHA O MOTEHIHATbHON yrposze ans mioja. JKeHIIMHaM C JeTOPOJHBIM
MOTEHIIMAJIOM BO BpEMsI T€paluy MpenapaToM U B TE€UEHHE 6 MECAIIEB M10CIIEe €€ OKOHYaHUs CIeayeT
UCIIOJIb30BaTh HAJEXKHBIE METOAbl KOHTpauenuuu. Ha ocCHOBaHMM pe3ysIbTaToOB MCCIENOBAaHUMN
F€HOTOKCUYHOCTH MAaI[MEHTaM MYXKCKOTO I0JIa U UX NapTHEpIIaM penpoAyKTHBHOIO MOTEHIHAIa
ClIeqyeT HCIIOJIb30BaTh HAJEKHBIE METOJbl KOHTpPAUENIMM BO BpEMs Tepaluu Ipernaparom
U B TEUCHHE 3-X MECSIIEB MOCTIE €€ OKOHUAHMS.

bepemeHHOCTD

[Ipumenenue npotusomnokaszano. Mccnenoanus cpean 6epeMeHHBIX KEHIIUH HE MPOBOIUINCH, HO
IpeJroiaraeTcs, YTo NPUMEHEHUE KaleuTaduHa MOXKEeT HaHEeCTH Bpe[ IIoAy. B HoKIMHMYeCKuX
UCCIIEIOBAaHUAX KameuutabuH o0sagan penpoAyKTUBHONM TOKCHMYHOCTBIO, TEpPAaTOT€HHOCTBIO
Y BBI3BIBAJI THOEIB TUI0/1, YTO SIBJISETCS 0KUIaeMbIM 3(h(hEeKTOM MPOU3BOAHBIX (GTOPIUPUMUINHA.

JlakTarms

HeusBecTHO, MPOHUKAET M KANEIUTa0OWH B TPYAHOE MOJIOKO — WCCIIEIOBAaHUS HE MPOBOJIUIHCH.
B xo1e 1oKIMHIYECKUX UCCIIeIOBAHUH KaneMTabuH U €ro MEeTa00JIUThl 0OHAPYKHBAIHCH B MOJIOKE
KOpMsIIUX MbImield. [loCKONbKy TOTEHIUANbHBIN Bpel JUisi peOeHKa HEW3BECTEH, TIPYAHOE
BCKapMJIMBaHUE CJIEAYeT MPEKPATUTh HAa BECh NEPHOJl TEpPANUU KaNelMTaOMHOM W B TECUCHHE
2 HeJleNlb TIOCJE TOCTEAHEW TMOoaydeHHOW 103bl. KamenutaOuH MpOTHBOINOKA3aH K MPUMEHEHHUIO
B [IEpUOJ TPYIHOro BCcKapmiMBaHusA. ClenyeT NpeKpaTUTh I'PYIHOE BCKapMIIMBAaHUE BO BpeMs
JICUYCHUS KaleUuTaOMHOM U B T€UEHHUE 2 HeJIeb MOCTe MOCIeIHero IpreMa mpernapara.
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DepTUILHOCTE

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JlaHHBIE O BIUSHUW KamnenuTaOuHa Ha (EepTUIHLHOCTh YeIOBEeKa OTCYTCTBYIOT. B mccienoBaHUsIX
Ha KUBOTHBIX HAOMIOJAIOCH 00paTUMoOe yxyauieHne (pepTUILHOCTH KaK y CaMOK, TaK U y CaMIIOB
MBIIIIEN.

4.7. BiusiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCNOPTHLIMH CpeACTBAMHM M PadoTaTh
¢ MeXaHU3MaMH

Kanenurabun o6nagaer HEOONBIIMM WIM YMEPEHHBIM BIUSHHEM Ha CHOCOOHOCTH YIPAaBIATH
TPaHCIIOPTHBIMU ~ CPEICTBaMH, MeXxaHW3MaMmu. [lanmeHTam, y KOTOPBIX BO3HMKIM TaKHe
HE)KeNlaTeIbHbIE SIBJICHUS, KaK TOJIOBOKPYKEHHE, cIa00CTh WM TOIIHOTA, CIEAYET BO3IEPiKaThCs
OT YIIPaBJICHUA TPAHCIIOPTHBIMU CPEICTBAMU, MEXaHU3MaMU.

4.8. HexkesaTeibHbIE peaKkuu

PesroMe nmpodriist 0e30IMacHOCTH.

Hawnbosee yacTo BcTpedaronmuMucs W/ WM KIMHUYSCKHA 3HAYMMBIMU HEXKEJIATeIbHBIMU PEAKITUSIMH
B XOJI¢ Tepaluu KarenuTaOMHOM OBUIM HApYIICHHS CO CTOPOHBI YKEIyJO0YHO-KHUIICYHOTO TpPaKTa
(ocobeHHO uapesi, TONTHOTA, PBOTA, 00JIM B )KUBOTE, CTOMATHT ), JIaJIOHHO-TIOIOIIIBEHHBIN CHHIPOM,
YTOMJIIEMOCTb, ACTCHUS, AHOPEKCHs, IMPOSBICHUS KapAMOTOKCHMYHOCTH, HapacTaHUE MOYECYHOU
HEJ0CTATOYHOCTH y MAIMEHTOB C HApYIICHUAMHU (DYHKIIMU TIOYEK B aHaMHe3e, TpOoMO03/3MO0u .

TabnuaHoe PE3IOME HEXKEIATSIbHBIX PeaKIIHi

HexxenarenbHble peakiMy MEPEeYUCICHbl HIKE B COOTBETCTBUM C KJIacCH(UKalKed 0 OCHOBHBIM
cucTéeMaM M OpraHaM M 4YacTOTe BCTPEYaeMOCTH, KOTOpas Oblaa ONpEAelIeHa B COOTBETCTBUU
¢ kiaccudukanueit BcemupHoit opranuzanuu 3apaBooxpanenus (BO3):

oueHb yacto (> 1/10);

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

Heyvacto (> 1/1 000, ro < 1/100);

pexko (> 1/10 000, o < 1/1 000);

oueHb peako (< 1/10 000);

JaCcTOTa HEM3BECTHA (HA OCHOBAHUH MMEIOIINXCS TAaHHBIX OIIEHUTh HEBO3MOXHO).

MOHOTeDaHI/ISI KaHeHI/ITa6I/IHOM

B Tabnure 4 nepeuncieHsl HeKeIaTeNbHbIE PEaKIii, CBsI3aHHBIC C TPUMEHEHHEM KarneruTabuHa
B MOHOTEpAIHH, HA OCHOBE O0BEIMHEHHOTO aHAM3a JaHHBIX MO 0€30MacHOCTH U3 TPEX OCHOBHBIX
WCCIIeIOBaHMM, B KOTOPBIX MpuHsI0 ydactue 6ornee 1 900 marmenToB. HexenarenbHble peakiuu
NOOaBJISAIOTCS K ONPEIENIEHHOM TIpyIne 4YacToThl B COOTBETCTBUU C OOIIEH BCTPEUYaeMOCTHIO
0 pe3ylibTaTaM 00bheIMHEHHOTO aHAN3a.

Tabnunua 4. HexxenarenbHble peakly, CBI3aHHbIE C MPUMEHEHHEM KaneluTaduHa B MOHOTEpanuH,
Ha OCHOBE OOBEJMHEHHOT0 aHaJM3a JaHHBIX 10 0€30MaCHOCTH M3 TPEX OCHOBHBIX HCCIIEIOBaHMMA,
B KOTOpBIX IpUHAJIO0 ydactue 6onee 1900 nanueHTOB

Knacc cucrem QOuenn Yacro Heuacto Penxo OdeHpb peaKo
OpraHoB 4acTo (Bce (Bce cTemeHn (TsDKeINBIe W/IITH (moctpeructp | (mocTpeructp
CTETeHU TSKECTH) KHU3HEYTPOXKAIOIINE AI[MOHHBIA AIlMOHHBIN
TSDKECTH) (3—4 crenenn OTIBIT) OTIBIT)
TSDKECTH ) UITH
CUHUTAIOIINECS
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Ve (MOCAEQOBRTENEROC T 000
MAITHCKH
3HAYUMBIMH)
Hngpexyuu u reprecBUpycHas Cercuc, MHPEKINU
uHeasUU nHpexuus, MOUYEBBIBOISIINX
Ha30(apuHTHT, ITyTeH, LEIJIOIIHT,
WHQPEKIUHA HIKHUX | TOH3HWJLIHT,
JIBIXATCITBHBIX (apuHTHUT, KaHANI03
myTei CIIU3HUCTON 000I0UKH
MOJIOCTH PTa, TPUIIL,
racTPOIHTEPHUT,
TpUOKOBEIC
HHQEKIIH,
nHbpexH, abcrecce
3y0a
Jlobpokauecm- JIIIOMa
senmble,
370KA4eCmeen bl
eu
HeymoyHeHHble
H08000PA306aHUs
(6xmiouas Kucmol
U nounsl)
Hapywenus co HEeWTpOTeHuUs, (bebpunbHast
CMOPOHBL KPOBU U aHeMHUs HeWTpoIeHwus,
aumpamuueckor MAHLIUTOIICHHS,
cucmembl IpaHyJIOLUTONEHHUS,
TPOMOOIIMTOTICHUSI,
JICUKOTEeHUS,
TeMOJINTHYCCKAas
aHEMUsl, YBEIIUUCHUE
MEXYHApPOIHOTO
HOPMAJIN30BaHHOTO
otHomenus (MHO),
yBEIHYCHUE
MIPOTPOMOUHOBOTO
BPEMEHHU
Hapywenus co THIIEPYYBCTBU- aHTHOHEBPO-
CMoponbl TENBHOCTh THUYECKUI
UMMYHHOU OTeK
cucmembl
Hapywenus co aHOPEKCHs JeTHpaTaIHs, caxapHblii 1uader,
CMoponbl CHIYKEHHE MacChl THIIOKAJIHEMUS,
Memabonuzma u Tena HapylUICHHE
nUMaHusl armneTuTa,
paccTpoicTBO
MTUIIEBAPEHUS,
THIICPTPULIIA-
LepUIeMHUs
Tcuxuueckue OeCCOHHMIIA, COCTOSIHHE
Hapywenus Jerpeccust CIIyTaHHOCTH
CO3HaHUs,
ITaHUYCCKHEC aTaKH,
0/IaBJICHHOE
HACTpOCHHUE,

CHIDKEHUE JIMONIO
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Hapywenus co roJjoBHas 00Jb, adasus,
CMOPOHYL JeTaprus, paccTporCTBO neiikodHIeda-
Hep8HOlL TOJIOBOKPY>KEHHE, TIaMSTH, aTaKCHs, JIOTIATHS
cucmembl napecTe3uH, 00MOPOK,
JICTEB3Us HapyuieHHe
paBHOBeCHI,
paccTpoiCTBO
YyBCTBUTEIHHOCTH,
nepuepraeckas
HelponaTus
Hapywenus co TTOBBIIIIEHHOE CHIDKEHHE OCTPOTHI CTEHO3
CMOpPOHbL Opeanda CIIe300TAETICHNE, 3pEHHUS, TUTUIOTIHS CJIE3HOTO
3peHus KOHBIOHKTHBUT, KaHaJbIIa,
paszpaxxeHue rias3 MOpaXXCHUE
POTOBHIIB,
KEpaTHT,
TOYEYHBIN
KEpaTHUT
Hapywenus co BepTUro, 00Jb B
cmoponwl opeana ymax
cayxa u
nabupurma
Hapywenus co HecTaOMIbHas ubdprIsIINS
CMoponbl cepoya CTEHOKapIus, JKEITY0YKOB,
CTCHOKApIHS, YAJTMHEHUE
uiemMus Muokapsaa/ | uHTepBaia
nHpAPKT MHOKap/a, QT, aputmus
¢ubprmIAIns JKEITyTOYKOBa
NIpeACEPANH, P
APUTMUSL, TaXHUCUCTOH-
TaxUKapausi, Yyeckasl TUIIa
CHHYCOBasi «ITUPYITY,
TaxuKapus, Opamukapaus,
cepaiebnenne Ba30CMa3M
Hapywenus co TpoMOodeduT TpoMO03 TITyOOKHX
CMopoHbL BEH, IOBBIILICHHE
cocyooe apTepUaNbHOTO
JTABIICHUS, ICTEXHH,
MTOHMKCHUE
apTepUaNTbLHOTO
JABIICHIS,
«TIPYITUBBI»,
MTOXOJIOaHUE
JIMCTAJIbHBIX OTJIENIOB
KOHEYHOCTEHN
Hapywenus co O/IBIIIIKA, HOCOBOE JIeroYHast SMOOHS,
CMOPOHUI KpPOBOTEUEHHE, ITHEBMOTOPAKC,
ovixamenvHou KaIllenb, puHopes KpOBOXapKaHbe,
cucmembl, OpoHXHaNbHAs
0pearog epyoHol acTMa, OJIBIIIKA IPU
KIemKu u (usndeckoi
cpedocmeHust Harpyske
Hapywenus co apes, KeTy0uHO- KHIICYHAs
CMOPOHYL pBOTa, KHIIEYHOE HETPOXOJIUMOCTb,
JHCenyOOuHO- TOLIHOTA, KpPOBOTECUCHHE, aCLUT, SHTEPHT,
KUteunoeo CTOMATHT, 3arnop, 60sH B racTpur, nucdarus,
mpaxkma 6ouu B BEpXHEH 4acTu 00JIb BHU3Y )KHBOTA,
JKUBOTE JKMBOTA, a30(arur,
JTUCTICTICHSI, TUCKOMGOPT B
METEOPH3M, KHUBOTE,
CYXOCTb BO PTy ractpos3odareansHa
s pedITIOKCHAs
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KPOBB B CTYJIC
Hapywenus co TUIECpPOMIUPYOHHE | JKEeNTyxa MeYeHOYHASI
CMOPOHbL nevenu MHsI, U3MEHEHUE HEI0CTaTOY-
U dHcenyeule00st- (YHKIIMOHATIBHBIX HOCTb,
wux nymeii TECTOB MEYCHU X0JIeCTaTh-
YECKUU
TeMaTUT
Hapywenus co JIaJJOHHO- ChIIIb, AJIOMCLINS, BOJIIBIPH, 5I3BA KOKH, | KOXKHAs TSDKEIIbIC
CMOPOHBL KOXCU U | TIOIOIII- spuUTEMa, CyXOCTh CBITTb, KPAIIBHHIIA, ¢dopma KOJKHBIC
NOOKOJNCHBIX BEHHBIN KOXH, 3y, peaxrust KpacHOit peaxuumy,
mKauetl CHHIIpOM ** THIIEPIIMTMEHTAIUA | CBETOYYBCTBU- BOJTYAHKHU TaKue Kak
KOXH, MaKyJISIpHast | TEIbHOCTH, CHHIIPOM
CHITIb, MICTyIICHAE | JIaJOHHAs dpHUTEMa, CtuBeHca-
KOXH, ICPMATHT, OTEK JIHIIA, MypIypa, JI>koHCOHA U
HapyIICHUE CHHJIIPOM TOKCHUYECKHUI
MMUTMEHTAIINH, PaauaIOHHOTO SMHUICPMaTbH
U3MEHEHHUs HOITeH | OT3bIBa bIil HEKPOJIU3
(cm. paznen
4.4))
Hapywenus co 6o B OITyXaHHE CyCTaBOB,
CMOPOHDL KOHEUYHOCTAX, 00JM | OOJIM B KOCTSIX, OOIIH
MblULEYHOT, B CIIMIHE, apTpaNTHs | B 00JacTH JTUIIA,
KOCMHOU U CKEJIETHO-MBIIIIeYHAS
coeounumenb- CKOBAHHOCTb,
HOU MKAHU MBIIICYHAs c1aboCTh
Hapywenus co runpoHedpos,
CMOPOHbBL NOYEK U HEJIepIKaHHE MOYH,
MOUEBLIBOOSAUUX remMatypus,
nymeti HUKTYPHSI,
MTOBBIIIIEHHE
KpeaTHHHHA B
1a3Me KpOBH
Hapywenus co BardHaJIbHbIE
CMOPOHDL KPOBOTCUCHHS
penpooyKkmus-
HOU cucmemvl u
MOJIOYHBIX dicelle3
Obwue YTOMIISI- MUpPEKCHs, OTEKH, 03HO0,
Hapyuierus u €MOCTb, nepuepuIecKue TPUITIONO0OHBII
peaxyuu ¢ mecme | acTEHUS OTEKH, CHHJIPOM,
66€0eHUS HEJIOMOTaHue, 00JIb | PUTHIHOCTS,
B TPYIH MTOBBIIIICHHE
TEMIIepaTyphl Teia

**(OCHOBBIBasICh Ha MOCTPETUCTPAIIMOHHOM OITBITE, OBIIO BBISBICHO, YTO NMEPCUCTHPYIOUIMHA WM TSKEIBIH JaJ0OHHO-
MOIONIBEHHBIN CHHAPOM MOJKET BITOCIIEJICTBUH IIPHUBECTH K YTPATe OTIEIATKOB MasbiieB (cM. pazmen 4.4.).

IIpumeHeHHe KaHeLII/ITa6I/IHa B KOM6I/IHI/IDOBaHHOI71 TCpalnuu

B Tabnuue 5 nepeuncieHbl HeKeIaTeNbHbIE PEaKIuy, CBSI3aHHbIE C TPUMEHEHHEM KarnenuTabuHa
B COYETAaHUHU C PA3IUYHBIMU CXEMaMH XHMHOTEPAlUHU MO Pa3JIMYHbIM ITOKa3aHUSIM Ha OCHOBE
naHHbIX 1o Oe3omacHocTH Oosiee 3 000 manmeHtoB. HexenarenbHble peakiuu 100aBISIOTCS
K COOTBETCTBYIOIIEH TPYIEe YacTOTHl (OY€Hb YaCTO WM YacTO) B COOTBETCTBUU C HAWBBICIICH
4acTOTOM, HaOIr0aeMol B JIFOOOM M3 OCHOBHBIX KJIMHUYECKMX MCCIIEOBAHUH, U TOJIBKO B TOM
clydae, KOrJla OHH HaOJIOJaIuCh B JIOMOJHEHHE K HEXEJIAaTeIbHBIM PEAKIMsIM IPH MOHOTEPATHH
KaIeuTabMHOM WK ¢ 0oJiee BBICOKOM YacTOTOW 1O CPaBHEHHUIO C MOHOTepanuen KaneuuTabuHoM
(cm.  Tabmumy 4). HexenatenbHble peakmuy, OTMEYABIIHECS IS KamenuTaOuHa TpH
KOMOWHUPOBAaHHON TepamnuH C KaTeropHel 4YacTOThl «HEYACTO», COTJIACYIOTCS C TaKOBBIMH IpHU
MOHOTEpanuu KarneuuTabMHOM WM TpU MOHOTEpanuu KOMOMHHMPOBAHHBIM JIEKAPCTBEHHBIM
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HekoTtopeie HeXeNmaTeNbHBIE PEaKIUU YacTO HAOMIONANNCh MPH MNPUMCHCHHMH KOMOWHAIIUU
JICKApCTBEHHBIX CPEJICTB (Hampumep, nepudepuyeckas CCHCOpHash HEHpONaTHs MPU MPHUMEHECHUH
C JIOIIETAKCEIIOM HJIM OKCATUIUIATUHOM, MOBBIIICHUE apTePUATBHOTO JABICHUS MPU NMPUMEHEHUU
¢ 6eBaru3yMaboM); OJTHAKO HEJIb3s HCKIIOUUTh 000CTpeHHE Ha OHE Tepannuy KarneruTaOnHOM.

Ta6J'II/II_[a 5. Pe3roMe HexkenaTelIbHBIX peaKHI/Iﬁ, CBsI3aHHBIX C IPUMCHCHUEM KaHeHI/ITa6I/IHa B COCTaBC
KOM6I/IHI/IpOBaHHOI71 TCparinuu, KOTOPLIC Ha6HIOIIaJII/ICB B JOITIOJHCHUC K HCXKCIIATCIIbHBIM PCAKIHAM
IIprU MOHOTEpAIIn KaHeHI/ITa6I/IHOM WJIH ¢ OoJiee BEICOKOM 4acTOTOM IO CpaBHCHHIO C MOHOTepaHI/Ieﬁ

KarneuuTaduHOM

Krnacc cucrem opranos

OueHnb yacTo (Bce
CTETICHH! TSHKECTH)

Yacro (Bce cTeneHu
TSDKECTH)

Penxo
(TocTperncTpartnOHHbBIH
OTIBIT)

Hupexyuu u unsazuu

OMNOSICHIBAIOIIUH TEpIIEC,
WHpEKIUN
MOYEBBIBOISIINX MyTEH,
KaHIHJI03 CIM3UCTOU
000JI0YKH POTOBOH
MOJIOCTH, MH(EKITIH
BCPXHUX AbIXATCIbHBIX
IIyTEW, PUHUT, TPUIILL,
“uH(beKIMH, reprec
MOJIOCTH PTa

Hapywenus co "HEeHTpONCHUS, yraeteHue QyHKIUN
CMOPOHBI KPOBU U *IelKoneHus, KOCTHOT'O MO3ra,
aumMpamuyeckoll *aHemus, *(ebprbHas
cucmemol *HeHTporneHnIecKast HEUTPOTICHHS
JUXOpaJKa,
TPOMOOIMTONCHHS

Hapywenus co
CMOPOHBL UMMYHHOU
cucmembl

TUNICPIYBCTBUTCIBHOCTDb

CMOPOHbL HEPEHOUL
cucmemol

nepugepuiecKkas
Helponarus,
nepudepuaeckas
CEHCOpHas HelponaTus,
JIUCTEB3MsI, TOJIOBHAS
601b

Hapywenus co CHIDKEHUE armeTuTa TUTIOKAITUEMUIS,

CMOPOHbBL Memabonu3IMa TUTIOHATPHUEMHUS,

U nUMaHus TUTIOMArHAEMUS,
TUTIOKAJTBITUEMHS,
TUIEPTITHNKEMUS

Icuxuyeckue paccTpoicTBa cHa,

HapyweHus TpeBora

Hapywenus co napecTe3usl, AU3ECTE3Us, | HEMPOTOKCUYHOCTD,

TpeMop, HeBpaJIrus,
peaxius
THIIEPYYBCTBUTEIHHOCTH
, TUIIECTE3HS

Hapywenus co
CMOPOHbL OP2aHA 3PEHUSL

IOBBIIICHHOC
CJIC300TACIICHUC

HapYIICHUS 3PCHUS,
CyXOCTb TJ1a3, 00JIb B
rj1a3ax, IOMyTHEHUE
3peHUs

Hapywenus co

3BOH B ylIax,

CIMOPOHYL OP2aHa CIyXa TYrOyXOCTh
u 1abupunma
Hapywenus co buOpHILI TS
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MuoKapza / napapkT
MHOKap/a

Hapywenus co
CMOPOHBL COCYO08

OTEKHU HIKHHUX
KOHEYHOCTCH,
MOBBIIICHHE
apTepHaIbHOIO
JIaBJICHUS,

*aMboIHS U TPOMOO3

TUIIEPEMHUS], CHIDKCHHE
apTepHATBLHOTO
JIaBJICHUS,
TUIMEPTOHUYECKUN KPHU3,
TIPUIIUBBD), QIIeOUT

Hapywenus co
CMOpOHbL ObIXAMENLHOT
cucmemsl, Opeanos
2PYOHOU KIemKU U
cpedocmenus

0o B TOpIIE,
JTN3ECTE3Us TIIOTKU

HMKOTa, 00Jb B IJIOTKE U
roprtanu, AuchoHus

Hapywenus co
CMOPOHDBL HCENYOOUHO-
KUUeuHo20 mpakma

3arop, AUCIIETICUS

KPOBOTCUCHHUE U3
BEPXHHUX OTJIEJIOB
KEITYI0YHO-KHIICYHOT O
TpaKTa, sI3BbI B MOJOCTH
pTa, racTpUT, B3IyTHE
KHBOTA,
ractpol3odareaibHas
pedurokcHast 00Jie3Hb,
0O0Jb B MOJIOCTH PTA,
nmucdarus,
KPOBOTCUCHHUE U3
MPSIMOH KHUIIIKH, 0OITh
BHH3Y KHBOTA,
J3ecTe3ns B 00JIacTu
pTa, mapecres3us B
obnactu pra,
THIIECTE3Hs B 00JacTh
pTa, nuckoMdopT B
KHBOTE

Hapywenus co
CMOPOHYL NeYeHU U
HCENUEeBIBOOAUUX
nymeti

HapyleHne GyHKIUH
TeYeHU

Hapywenus co
CMOPOHbBL KOJICU U
NOOKOICHBIX MKAHel

aJionenus, HN3MCHEHUS
HOI'TEH

TUIEPTUAPO3,
3pUTEMATO3HAS CHIIb,
KpanuBHULIA, HOYHAS
MOTINUBOCTh

Hapywenus co
CMOPOHbL MbIUUEYHOU,
KOCIMHOU U

MUAJITHs, apTPaIrus,
00JIb B KOHEYHOCTSX

00JIb B YEINFOCTH,
MBIIIEYHEIE CIIa3Mbl,
TPHU3M, MBIIIICYHAS

COCOUHUMENbHOU MKAHU cj1abocTh

Hapywenus co remMarypus, ocTpasi moyeyHas

CMOPOHbL NOYEK U MPOTEUHYPHUS, HE0CTATOYHOCTD

MOYEBbIBOOAUUX Tymell CHID)KECHUE KITHpPEHCa BCJIECTBUE
KpEaTUHHUHA, TU3yPHUs JIETHIpaTaIluH

Obwue napyuienus u
peaxyuu 8 mecme
86eoetUs

MUpPEKCHsl, C1aboCTh,
*neraprus, MOBBIIIICHHAS
YYBCTBUTEIBHOCTD K
BBICOKHUM 1 HU3KUM
TeMIiepaTypam

BOCTIAJIEHUE CIIM3UCTOU
0001104KH, OOJIb B
KOHEYHOCTSIX, 00JTb,
03H00, 00JTb B Tpy/IH,
TPHUIIIOIIOA00HBIIHA
CHUHJIPOM, "THXOpajKa,
MH(Y3HOHHBIC PEAKIUH,
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PCRAKIIUY B Mecrer TEHLTA

HHBEKINH, 00JIb B MECTE
nH)Yy3uH, 6016 B MecTe

MHBEKLAN
Tpaemsl, UHMOKCUKAYUU KPOBOIIOATEK
U OCNONHCHEHUS

npoyeoyp

+ JI7 KaXIoro TepMHUHA ITOJCYET YaCTOTHI OCHOBBIBAJICS HA HEXKENATEIbHBIX PEAKIMAX BCEX CTeneHel Tshkectr. s
TEPMHUHOB, OTMEUYCHHBIX 3HAKOM «1», MOJCYET YacTOTHl OBUI OCHOBAaH Ha HEXENATENIBHBIX Peakiusix 3—4 cTeneHH
TspKecTd. HexenarenpHble peakuuu J0OABISIFOTCS B COOTBETCTBUU C HAWBBICIICH YacTOTOW, HaOJoAaBIIeiics B TF000M
13 OCHOBHBIX MCCIICIOBAHUH KOMOMHHUPOBAHHOM TepaIui.

Hitxe peacraBiicHa I/IHd)ODMaHI/ISI 10 OTACJIBbHBIM HEXCIJIATCIIbHBIM PCAKIINAM.

Jlaoonno-noooweennwviii cunopom (cm. pazoen 4.4.)

[Ipu npuMeHeHnn Karenutabuna B qo3e 1250 Mr/M2 nBa pasa B cyTkH ¢ 1-ro nmo 14-i1 gHu Kaxkzbie
TP HEACTW B HCCICIOBAHHUSAX MOHOTEpANUHM KanmernuTaOWHOM (BKJIIOYAs HCCIICIOBaHUS
aIbIOBAHTHOW TEPAIMH paKa TOJCTOW KHUIIKH, TEPATMH METACTAaTHYECKOTO KOJIOPEKTAILHOIO paka
Y paKa MOJIOYHOM KeJie3bl) HaOIIoAaICs JIAJOHHO-TIOJOIIBEHHBIM CUHJIPOM BCEX CTETICHEH TSHKECTH
c yactotoil ot 53 % o 60 % u B rpynme KanenuTaOWH/IOLIETaKCeNl B HCCIEIOBAaHUHM TEparuu
METacCTaTUYECKOT0 paKka MOJIOUHOM »kene3bl ¢ yactoroil 63 %. Ilpu mpumeHenunn kamenutabuHa
B 03¢ 1000 mr/m? nBa paza B cyTku ¢ 1-ro no 14-if AHU Ka)KAble TPU HEJeNIU Py KOMOUHHUPOBAHHOM
Tepanuy KarnemuTaOunHOM J1aIOHHO-TIOIOIIBEHHBIN CHHIPOM BCEX CTEICHEH TSHKECTH HaOIoIacs
¢ yactoToi ot 22 % 1o 30 %. Mera-ananus 14 KIMHUYECKUX UCCIIENOBaHUN ¢ naHHbIMA Ooitee 4 700
MalUEeHTOB, TOJYYaBIIMX KamneluTaOMH B MOHOTEpANuu WIA KamnelquTabuH B COYETAaHUHU
C Pa3NUYHBIMU PEXUMAMH XUMHOTEpANUHU TO PA3IMYHBIM MOKa3aHUAM (paKk TOJCTOW KHIIIKH,
KOJIOPEKTAJIBHBIN PaK, PaK KEITYIKa, paK MOJOYHOH JKeJe3bl), MOKa3a, 4YTo JIaJJ0HHO-TI0I0ITBEHHBII
CHHJIPOM BCEX CTerneHel TshkecTr otmeuaics y 2 066 (43 %) manueHToB 1Mo MpOIIECTBHH B CPETHEM
239 nuent (95 % AW B muanaszone ot 201 mo 288 nmHeil) mocrie Havajga JEYCHHUS KarneluTaOMHOM.
Bo Bcex wuccrienoBaHMsIX CIEAYIONME KOBAPUAHTHI OBUIM CTAaTUCTUYECKH 3HAYUMO CBSI3aHBI
C TIOBBIIIIEHHBIM PHUCKOM Pa3BUTHUS JIaJIOHHO-TIOJIONIBEHHOTO CHUHAPOMA: YBEJIMYECHHE HAYaIbHOU
703bl KameuutabnHa (B rpamMmax), YMEHBIIEHHE KyMYIATUBHOW 103bl KameuutadbuHa (0.1%kr),
YBEIUYCHUE OTHOCUTEIHHOM WHTEHCUBHOCTHU O3Bl B TEpBbIE O HEACNIb Tepamnuu, YIJIUHEHHE
HCCIIeTyeMOro TIeproa Tepanuu (B HeJeNsX ), yBelInueHue Bo3pacra (Ha kaxabie 10 ner), >KeHCKUi
non u xopoimiee coctossHue 1nmo ECOG (mikana OLEHKH OOIIEro COCTOSHUS OHKOJIOTMYECKOTO
6onsHOr0 BO3) Ha ncxoaxom yposse (0 mpotus > 1).

Juapes

Huapest Habmonanach y 50 % manueHToB B X0/€ Tepanuu KarneuutabuHoMm. B pesynbrare mera-
aHanm3a 14 KIMHUYECKUX HCCIeNOoBaHWM, BKIOYaBmHX Oosiee 4 700 mManueHTOB, MOJTYYaBIINX
TEepamui0  KamenuuTaOMHOM, OBUTM  BBIABICHBI  KOBAapPUAHTHI, KOTOPbIE  CTATUCTHYECKU
ACCOLMUPOBAINCH C YBEJIMYEHUEM pPHUCKA pa3BUTHUS JAUAPEU: YBEIMYEHUWE HA4daJbHOW O3Bl
KanenutaduHa (B rpaMMax ), YATUHEHUE HCCIEAYEMOT0 Mepro/ia Tepanuu (B HEJENsIX ), yBeTUUYCHUE
Bo3pacta (Ha kaxnapie 10 yer) u xeHckuit noi. KoBapraHThl, CTATUCTUYECKH aCCOIMHPOBABIIUECS
C YMEHBIIICHHEM pHUCKAa pa3BUTHUS JHUAPEH: YBEIWYCHHE KyMYISTHUBHOW JO3bl KarelnuTaduHa
(0,1 x kr), yBeaWueHWE OTHOCUTEIHHONW HWHTEHCHBHOCTH J03bI B IEPBBIE 6 HEAETb TEpAIHH
(cMm. pasnen 4.4.).

Kapouomoxcuunocmo

B pesynbraTe ananu3za npoduist 6€30MacHOCTH CeMH KITMHUYECKUX HCCIeI0BaHNH pH yyactuu 949
MAIMEeHTOB, MOJTYYaBIIMX KalelUTa0MH B KaueCTBE MOHOTEPAIUH, ObLIM BBISBICHBI CIEAYIOIINE
He)XenarenbHble peakiuu (dactota MeHee 0,1 %): kapauomuonaTus, cep/iedHasl HeJ0CTaTOUYHOCTb,
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Duyeghanonamus

DHiedanonaTus TakKe acCOIMUPOBANIACH C MPHUEMOM KarelnuTaOuHa B KauyeCTBE MOHOTEPAITUU
(uacrota menee 0,1 %).

Oco0Oble T'PVYIIIBI ITAITWMEHTOB

Hat;ueHmbz NOJ2HCUTIOC0 803pacma

B xonme amanmza mpoduis 0€30HmacCHOCTH y TAlMEHTOB B Bo3pacte > 60 JeT, MOJTy4aBIINX
KarneuuTaOnH B KOMOMHAIIMY C JOLETAKCEIOM, a TAaKXKE B KAUECTBE MOHOTEPAINUU OBLIO BBISIBICHO
YBEIIMYCHUE YNCIIa CEPhE3HBIX HEXKENATSIBHBIX PEAKIMA U HEXKENIATSIILHBIX peakuii 3 u 4 creneHu
TOKCUYHOCTH, CBSI3aHHBIX C JieueHHEeM (II0 CpPaBHEHHMIO C TalueHTamMu B Bo3pacte < 60 jer).
[TarenTsI B Bo3pacte > 60 JeT, moTy4aBIIie KanenuTaOuH B KOMOMHAIIMY C TOIIETAKCEIIOM, TAKXKe
paHbIle BBIOBIBAIM W3 HCCICAOBAaHUS BCJICACTBHC PA3BUTHS HEKEIATCIBHBIX  PEAKIIHMA
(o cpaBHEHHIO ¢ ManMeHTaMu B Bo3pacte < 60 siet). B pesynbrare mMeta-aHanu3a 14 KIMHUYECKHX
UccieIoBaHui ipu ydactuu 6onee 4 700 manueHToB, MOJIYYIaBIINX KanenuTaOuH, ObLJIO BBISBICHO,
YTO C YBEJIMYCHUEM BO3pacTa nanuenTta (Ha kaxasie 10 JeT) MmoBbIIaics pUCK pa3BUTHS JIaJOHHO-
MOJIONIBEHHOTO CHHIpPOMA M JHApPEH, B TO BpeMs KaK PUCK Pa3BUTHS HEHTPOINECHUH, HA0OOPOT,
cHIpKaics (cMm. pasaen 4.2.).

Ilon

B pesynbrare MeTa-ananu3sa 14 KIMHUYECKHX UCCiIeA0BaHuid npy yyactun Oonee 4 700 manueHToB,
IMoJIy4YaBIINX KaHeIII/ITa6I/IH, OBLIO BBIABJICHO, YTO Yy HNAOWCHTOB JXCHCKOI'O IIOJIa PUCK Pa3BUTUSA
JaJ0HHO-TIO/IONIBEHHOTO CHHAPOMa W JHaped ObUI BBIIE, B TO BpeMs KaK PHUCK Pa3BUTHS
HEHTpOIIeHNH, HA00OPOT, CHIKAJICS.

Tayuenmoi ¢ noueunou HedOCmamouHoCmyvlio (cm. maxice pasoeinvt 4.2. u 4.4.)

B xoxe ananu3a mpoduist 6e30MacHOCTH Y TAIUEHTOB C TOYSYHON HEJ0CTATOYHOCTHIO, TIOTYJaBIIHX
KarneuuTabMH B KauecTBE MOHOTEpanuu (KOJOPEKTaldbHBIA pak), ObLIO BBISIBICHO YyBEIUYCHHE
9acTOTHl Pa3BUTHS HEXKEIATCIBHBIX peakiuidi 3 W 4 CTENeHW TOKCHYHOCTH I10 CPABHEHHUIO
C MallUeHTaMU C HOpMalbHOM ¢yHKued mouek (36 % (n = 268) manueHTOB C HOpMaJIbHOU
¢yHKIMel novek no cpaBHeHuto ¢ 41 % (n = 257) nmauueHTOB ¢ MOYEYHOH HENOCTaTOUYHOCTHIO
nerkoi creneHu U 54 % (n = 59) mManMeHTOB ¢ MOYEYHOW HEIOCTATOYHOCTHIO CpE/IHEH CTEIEHH )
(cm. paznen 5). Cpenu marMeHTOB ¢ MOYEYHOU HEIOCTATOYHOCTBIO CpeTHEN CTEIIeHN HanboJIee 4acTo
otMeyancst (akT yMEHbIICHHS [03bl KamenuTabuaa (44 %) 1o cpaBHEHHIO C TAlMCHTaAMH
c HopManpHOU GyHKIMEH movek (33 %) u manueHTaMu ¢ MOYEYHON HEIOCTATOYHOCTHIO JIETKOU
crenenn (32 %). OTMeuanoch Takke YBEIUYEHHE KOJIMYECTBA TMAIMEHTOB, BBIOBIBIINUX
W3 HCCIIeIOBaHUs Ha paHHUX cramusaX (21 % marueHToB, BHIOBIBITNX W3 HCCICIOBAHUS B TCUCHHE
MEPBBIX JIBYX ILHMKIOB), MO CPAaBHEHUIO C MAIlMEHTaMU C HOpMalbHOU (yHKuMed mouek (5 %)
Y TIAIIMEHTAaMH C TIOYEYHON HEJ0CTaTOYHOCTHIO JIETKOU cTerneHu (8 %).

H3MeHeHHUs CO CTOPOHEI Ha60DaTODHBIX IoKa3aTeaen

CHIKeHHE YUClia HEUTPOPUIIOB, CHIDKEHUE YMCIIa TPAHYJIOIUTOB, CHIDKEHUE YHCIIa JTUMQOIIUTOB,
CHIDKCHHE 4HClia TPOMOOIIMTOB, CHIKEHHE TeMOTJIO0MHA, TUNEpOMTUPYyOMHEMHUSs, TMOBBIIICHUE
aKTUBHOCTH anaHnHamuHoTpaHchepaszwsr (AJIT), acmapraramunorpancdepazsr (ACT), menodHoi
docdaraszpl, TUMEPKPEATUHUHEMUS, TUNEPTIIMKEMHS], THIIO-/THIIEPKATbIIUEMHs], THIIOHATPUEMHUSI,
THTIOKAJTUEMHUSL.

BoznelicTBue npenapara npu Apo0JICeHUN WK Pa3iaMbIBAHUU TaOIeTOK

B cnywae apoGneHust uiau pasiaMbIiBaHUsS TaOJETOK KamenuTaOWHa HAOIIOMATNCh CICAYIOIINE
HEeXKellaTeIbHBIE PEaKIUU: pa3apaKeHHe I1a3, OTeK BEK, KOXKHAsI ChIMb, TOJIOBHAs 00JIb, TapeCTe3us,
Juapesi, TOITHOTA, pa3IpakeHUe CIIM3UCTON 000JIOUKH JKETyAKa, PBOTA.
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COO6IH€HI/I€ O ITOAO03PEBACMBIX HEXKCIJIATCIBbHBIX PCAKIINAX

BaxxHo coo0mare O TOAO3PEBACMBIX HEKENATENbHBIX PEAKIUAX II0CIE  PErucTpaluu
JIEKapCTBEHHOI'0 IIpernapara ¢ LeJbl0 00eCHeueHUs] HeNpPEepbIBHOIO MOHMTOPUHIA COOTHOLIEHHS
«0NIb3a — PHUCK» JIGKAPCTBEHHOro mpemnapara. MeIWIUHCKUM pabOTHHKAM pPEKOMEHIYeTCs
coo01IATh O JIOOBIX M0103PEBAEMBIX HEKEJIATEIIBHBIX PEAKIMAX JEKApCTBEHHOrO IpenapaTa yepes
HAllMOHAJIbHBIE CHUCTEMBbl COOOILIEHUS O HEXKEJIATeNbHbIX pEeakUusX TOoCyJapCcTB — UJIEHOB
EBpa3zuiickoro 5KOHOMHUYECKOr0 COr03a.

Poccuiickas @enepanus

denepanbHas ciry:x0a 1Mo Haa30py B cepe 3ApaBOOXpaHCHUS

Anpec: 109012, r. Mocksa, CinaBsiHcKast miiomiaip, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

OnexkTpoHHas nouta: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEJICKOMMYHUKAITHOHHON cetu «HaTepHETY:!
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBKa

CHUMIITOMBI

CuUMIITOMBI OCTPOW MEPEO3UPOBKHU BKIIOYAIOT TOIIHOTY, PBOTY, JUAPE0, BOCHAIIEHUE CIIU3UCTON
000JI0UKH (MYKO3UT), pa3apa’keHUE >KEeTyIO0YHO-KUIIEUYHOTO TPaKTa W KPOBOTEUECHHMsS, a TaKKe
yrHeTeHrne QyHKIUU KOCTHOTO MO3Ta.

Jleuenue

Jledenne mnepeO3MpPOBKM JTOJDKHO BKIKOYATh CTAHJAPTHBIM  KOMIUIEKC TEpPaleBTHYECKUX
U MOAJCPKUBAIOIIUX MEPONPUATHH, HAIPABICHHBIX HAa KOPPEKLMIO KIMHUYECKUX CHUMIITOMOB
U NPEAYIPEXKIECHUE BO3SMOKHBIX OCIIOKHEHUH.

5. PAPMAKOJIOTMYECKHUE CBOHCTBA
5.1. ®apmakoaMHAMHYeCKHe CBOICTBA

q)aDMaKOTeDaHGBTI/I‘-ICCKaH rpynna: OpOTHUBOOIIYXOJIEBBIC CPEACTBA, aHTI/IMeTa6OJ'II/ITI>I; aHaJIoru
IMUPpUMHUINHA.

Kox ATX: LO1BCO6.

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/I‘-ICCKI/IC Bd)d)eKTLI

Kanerutabun — mnpousBomHoe (TOpnuUpUMHAMHA KapOamaTa, TEpPOPATbHBIM ITUTOCTATHUK,
AKTUBHPYIOLMICSA B TKAHM OIYXOJM M OKa3bIBAIOLIMI HAa HEE CEIEKTUBHOE LIUTOTOKCHUYECKOE
aeiicteue. In Vitro xanenutadbun He 001aaeT MUTOTOKCHUECKUM 3 eKToM, IN VIVO mpeBpamaetcs
BOo ¢ropypaunn (DY), xoropslii moasepraercs aaiabHelmemy Mmertabonuzmy. O6pazoBanue OY
MPOUCXOJUT MPEUMYILECTBEHHO B TKaHHU OIYXOJM MOJ JIEHCTBHUEM OITyXOJEBOIO aHTHOT€HHOTO
¢daktopa — TumMuAMHpOChOpUIA3bl, YTO CBOAMT K MHHMMYMY CHCTEMHOE Bo3zjeicTBue DY
Ha 3/J0pOBBIE TKAHU OpPraHU3Ma.

[TocnenoBarenvHas GpepmeHTHas OnoTpanchopmarus kanernuraduna B @Y cozmaer 6osiee BHICOKHE
KOHIIEHTPAIIUHU TIperiapaTa B TKaHIX OIYXOJIH, YeM B OKPYKAIOIINX 3I0POBBIX TKAHSX.

[Tocie mepopaabHOrO Ha3HAYEHHUS KalenuTaOWHa MalMeHTaM ¢ KOJIOPEKTalIbHbIM pakoM (N = 8)
KoHIeHTpauuss @Y B Tkanu omyxonu B 3,2 pa3za OoJibllle €ro KOHUEHTpAIMU B MPUIIEKAIIUX
310pOBBIX TKaHAX (auamna3oH ot 0,9 1o 8,0).

CooTtHouienue KoHueHtpauud @Y B Tkanu onyxoiu u miazme — 21,4 (nnanazon ot 3,9 no 59,9),
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

AKTHUBHOCTh TUMUAMH(OCHOpHIIA3BI B IEPBUUHON KOJOPEKTAIILHOM OITyXOJH TakXkKe B 4 pasa BhILIE,
YeM B IIPWICKALIUX 3J0POBbIX TKaHAX.

B omyxoisieBbIX KJ€TKax y HAlMEHTOB C PAaKOM MOJIOYHOM >KeJe3bl, JKEIyJKa, KOJIOPEKTaIbHbIM
pakoM, pakoM IIEMKM MaTKh M SIMYHUKOB COJEpPXKHUTCA Oosiee BBICOKMH  ypOBEHb
tumMuaAnHpochoprIasel, CiocoOHOM mpeBpamaTh 5’ -ae30kcu-s-¢propypunut (5°-JJOYP) B DY, yem
B COOTBETCTBYIOIUX 3/I0POBBIX TKAHSX.

Kax 310pOBBIE, TaK u OIlyXOJIEBbIE KIIETKH METa0OIU3UPYIOT (00 B
5-prop-2-nezokcuypuauamonodochar (PaYMD) u 5S-dropypununrpudochar (OYTD). Otu
METa0OIUTHI MOBPEXKAAIOT KIETKH MOCPEIICTBOM JIBYX Pa3IMYHBIX MEXaHHU3MOB.

Bo-nepbix, ®nYM® u donarueii kopakrop N O-mernnenrerparmmpodonar CBA3BIBAIOTCS
¢ tumuaunarcuatazoit (TC) ¢ oOpazoBaHMEM KOBAJICHTHO CBSI3aHHOTO TPETUYHOTO KOMIUIEKCA. DTO
CBSI3bIBAHUE MOIABIIIECT 00pa3oBaHUEe TUMUIMIIATA U3 ypaliia. TUMUIUIAT SIBISETCS HEOOXOAUMbBIM
MIPEIIECTBEHHUKOM THMHIUHTpU(DOChaTa, KOTOPHIH, B CBOIO O4Yepe/lb, KpailHe BAYKCH JIJISl CHHTE3a
JIHK, Tak 4T0 HETOCTATOK ATOTO BEIIECTBA MOXKET MPUBECTHU K YTHETEHUIO KIIETOYHOTO JICTICHHUS.

Bo-BToprix, B npouecce cunresa PHK tpanckpunimoHHble (EepMEHTHI siipa MOTYT OLIMOOYHO
BKiounTh B Hee OYTD Bmecto ypuauntpudochara (YTD). Dra merabonuueckas «ommbOKar
Hapyuiaet npoueccuHr PHK u cunTes 6enka.

5.2. @apMaKkoKHHeTHYECKHE CBOiicTBA

AOGcopOumst

[Tocne mpuema BHYTPh KaleUTA0OMH BCACKIBACTCSI OBICTPO ¥ MOJIHOCTHIO, MTOCIIE YETrO MPOUCXOIUT
ero tpancdopmaius B MeTabonmutsl 5’-ne3okcu-5-gropuuruaun (5°-APUT) u 5°-ADYP. Iluma
YMEHBIIIAET CKOPOCTh BCACHIBAHUS KalleIUTaOWHA, OJHAKO HAa BEIMYWHY TUIONIATU IOJ KPUBOM
«koHneHtpamnus — Bpems»  (AUC) 5’-IOYP wu cnenytomero Meradonura DY  Brauser
He3HAunTeNIbHO. [Ipy Ha3HAUEHNHM KanenuTabuHa Mocie IpreMa UM B go3e 1250 mr/m? Ha 14-i
JIeHb MaKCUMasbHasi KoHIeHTpanus B 1a3Me (Cmax) Kanenuraduna, 5’-ADPLT, 5°-ADYP, OV u o-
¢dTop-B-ananuna (PBAJI) cocraBunu coorBeTcTBeHHO: 4,47, 3,05, 12,1, 0,95 u 5,46 mxr/miu. Bpems
JOCTHXKEHHSI MakCUMabHON KoHIeHTparuu (Tmax) paBwsutocs 1,50, 2,00, 2,00, 2,00 u 3,34 4.
AUCo-, coctaBuna 7,75, 7,24, 24,6, 2,03 u 36,3 MKT X 4/MJI COOTBETCTBEHHO.

Pacnopenenenne

Hccnenosanwe in Vitro B mia3me KpoBH YeoBeKa MMOKa3asio, 4To /i Kaneinurabuna, 5°-JPIT, 5°-
JNDOVYP u @Y cBa3p ¢ Oenkamu (MIaBHBIM 00pa3oM ¢ anmb0yMuHOM) coctaBisieT 54 %, 10 %, 62 %
1 10 % COOTBETCTBEHHO.

buorpancdopmars

[TepBu4HO MeTabOMU3MPYyETCs B MEUEHHU O] BO3JCHUCTBHEM KapOOKCHIACTepas3bl 10 MeTabonurta
5’-JA®UT, xotopsrii 3aTeM Tparnchopmupyetcs B 5°-JIOYP noa meiicTBueM MuTHINHIEC3aMUHA3HI,
HaxXOJsIIelics B OCHOBHOM B IE€YEHH U OMYXOJeBbIX TKaHsaX. [lanbHelmnas TpaHchopmanus
JI0 aKTUBHOTO IIUTOTOKCHYECKOTO MeTabomuta DY MpOUCXOAWT NPEUMYIIECTBEHHO B TKaHH
OITYXOJIH MO/ IEHCTBUEM OITyXOJIEBOTO aHTUOTEHHOTO (hakTopa — TUMUAUH(DOChHOpUIa3k.

AUC ans @Y B mna3zme B 6—22 pa3a MEHbIIIE, YeM 110CIIe BHYTPUBEHHOTO OOIIOCHOTO BBeieHUsI DY
B 103e 600 mr/m%. MeTaGoNUThl KamenuTa0WHa CTAHOBSATCS MUTOTOKCHYHBIMH TOJBKO MOCIE
npeoOpazoBanus B @Y u MmetaboauTe OY.

Hanee @Y karabonusupyeTcss ¢ 00pa30oBaHMEM HEAKTHUBHBIX METaOOJHMTOB: JAUTHUIPO-5-
¢dropypaumna (DYH2), 5-dropypeunonponronoroii kucnorel (OVYIIK) u ®BAJL; sToT mporecc
MIPOMCXOAMT IO BO3ACHCTBUEM AUTHUIAponHpuMHInHaeruaporeHassl (JAI1/1), akTMBHOCTh KOTOPOW
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OTPaHUYUBAET CKOPOCTh PEaKIUU.

MY OTYETY

ONMMUHALMS

[Tepuon monmyBwiBeeHus: u3 opranusma (T12) kanenmuradbuna, 5°-JADPLP, 5’-ADPYP, ®Y u OBAJI
cocrasystet 0,85, 1,11, 0,66, 0,76 u 3,23 yaca COOTBETCTBEHHO.

dapMakOKMHETHKY KanenuTabmHa wu3ydamd B jg03ax or 502 mo 3514 wmr/m? B cyTku.
dapMakoKMHETHYECKHUE MapaMmeTpsl Kanenuradbuna, 5°-JIPLT u 5°-IOYP na 1-ii u 14-ii nens 6buH
onuHakoBbl. AUC @Y yBenunuupanach K 14-my nHio Ha 30 %—35 % u 6obi1e He Bo3pacTana (22-i
JIeHb). B nuama3oHe TepaneBTHYecKuX 103 (hapMakOKHMHETHYECKUE MapaMeTphl KarenuTaduHa u ero
MeTaboIUTOB, 3a UCKI0YeHHeM DY, HOCHIIN J10303aBUCUMBIN XapaKkTep.

[Tocne mpuema kamenuTabWHA BHYTPH €r0 METAOOJIUTHI BBIBOJSTCS TJIaBHBIM OOPa30M IMOYKAMH.
Bonwsmas yacts (95,5 %) npuHATON 103bI KanenuTaOMHa BEIBOJAUTCS TTOUYKaMH. BeIBeieHHE ¢ KalloM
MUHUMAIBHO (2,6 %). OcHOBHBIM MeTabomuToM B Moue siBisiercst @BAJI, Ha KOTOPBIN IPUXOAUTCS
57 % npunsaToi 103b1. Ok0J10 3 % MPUHATOHN A03bI BHIBOAUTCS ITOYKAMU B HEU3MEHEHHOM BHUJIE.

Kombunuposannas mepanus

Kakoro-nmu6o Bo3aelicTBHUS KanenutabuHa Ha (HapMaKOKUHETHUKY JIOIETaKcena MM MaKJIMTaKcea
(Cmax 1 AUC), a Tarke BO3ICHUCTBUS AOIETAKCeNa WM TaKJIWTaKcena Ha (apMaKOKHHETUKY
5’-JI®VYP (ocHOBHOrO MeTabOIUTa KanenuTaduHa) He OOHAPYKEHO.

q)aDMaKOKI/IHCTI/IKa B 0COOBIX KJIMHHUYECKUX Irpyimnax

[Tosn, HanMYKe UK OTCYTCTBHE METACTA30B B [IEYECHH JI0 Havasla JCUEHUs, MHICKC 00IIEro COCTOSHUS
MaIyeHTa, KOHIEHTpalus oOmero OwiaupyOuHa, CBIBOPOTOYHOTO allbOyMHHA, AaKTUBHOCTH
acnapratamuHoTpancdepazsl  (ACT) wu ananmnamunotpancdepassr (AJIT) He oka3wiBamu
CTaTHUCTUYECKHU 3HAYMMOTr0 BIUSHUS Ha (papmakoknHeTnueckue ceoicta 5°-JADYP, OV u OHAJL

Hal/ﬂ/teHWIbl C NEeYeHOYHOU Hedocmamquocmb}o, 06yC]Z06’]Z€HH012 memacmamudeCKum nopasicenuem
nevyeHu

VY manueHToOB C JIETKOM M CpeJHel CTeNneHbl0 HapylmleHHH (yHKIHMH TEeYeHH, OOYCIOBIEHHBIX
MeTacTa3aMH, KIMHUYECKH 3HAUYMMOro M3MEHEHHs OuoakTuBauMu U  (HapMaKOKUHETHKU
KanenuTabnMHa He NpoucxoiutT. J[laHHble TO (apMaKOKMHETHUKE Yy MAIMEHTOB C TSKEIbIM
HapylieHneM (yHKIUU TIEYEHU OTCYTCTBYIOT.

Iayuenmsi ¢ napywenuem yHKyuu nouex

Pe3ynbrarhl (hapMaKOKMHETHYECKOIO MCCIEA0BAaHUS MOKA3bIBAIOT, YTO MpPHU PA3IUYHONW CTENEHU
(oT nerkoii 10 TSHKENOM ) MOYSYHOM HETOCTATOYHOCTH (hapMaKOKHHETHKA HEM3MEHEHHOTO IpernapaTa
u @Y ne 3aBucut ot knupenca kpearuHuHa (KK). KK Bmmuser na Benuunny AUC 5°-JIOVYP —
HenocpeacTBeHHbIN npeamecTBeHHUK OV (yBenuuenne AUC Ha 35 % npu camkenun KK Ha 50 %)
u OBAJl (yBemmuenue AUC Ha 114 % npu cumxennn KK nHa 50 %). ®BAJI — merabomnurt,
He obnajarouii  aHTunposnpepaTuBHOW  akTUBHOCTBIO; 5°-JIOYP —  HemocpencTBeHHBIN
npeamecTseHHUK OV

HauueHmbz nosHCUI0c0 so3pacma

Bospact He Bmmser Ha dapmakokuHeTuky S5’-JIOVP u ®Y. AUC DBAJl yBennmuuBaiach
c Bo3pacToM (yBenuueHHe Bo3pacta namueHToB Ha 20 % compoBoxaanoch yBenunuennem AUC
OBAJI Ha 15 %), uTO, BepOATHO, 00YCIOBIECHO U3MEHEHNEM (YHKIUH MTOYEK.

Paca

dapMaKkOKMHETHKA KaleuuTaOhHa y MAlUeHTOB HErpOMIHOM pachl HE OTJIMYAeTcs OT TaKOBOl
y MaLMEHTOB €BPONIEOUTHOM pachl.
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6. DAPMAIIEBTUYECKHUE CBONCTBA (MOCHELOBATENBHOCTL 0004)

6.1. Hepeqenb BCIIOMOraTe/JIbHbIX BCIIECCTB

Kanamerna @C, 150 mr, TabiIeTKH, HOKPBITHIE IIIEHOYHONH 000JI0YKOM.

AHopo

[enmono3a MUKPOKpUCTAILITNYECKAS

Kpaxman kyKypy3HbIi peKeTaTUHU3UPOBAHHBIN
Kpocnosugon

Maruus creapat

IInenounasn obonouxa ceemuo-scenmozo yeema
[TonMBUHUIOBBIN CIUPT

Tanbk

Makporona 3350

Turana auokcun (E 171)

Kpacurens xene3a okcun sxentoiii (E 172)
Kanamerun ®C, 500 Mr, TaOIETKH, TOKPBITHIE TNIECHOYHON 000JIOYKOM.

AHopo

[emnron03a MUKPOKpUCTATUINYECKAS

Kpaxmain KkyKypy3HbIi IpeKeIaTHHU3UPOBaHHBIN
Kpocnosunon

Marnus creapar

IInenounas obonouxa dcenmozo yeema
ITonBUHUIOBBIN CIIUPT

Tanbk

Maxkporoi 3350

Turana quoxcun (E 171)

Kpacutens xenesa okcup sxxentoiit (E 172)

6.2. HecoBMecTHMOCTDH

He nmpumennmo.

6.3. Cpox roaHocTH (CpoK XpaHeHus )

3 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh Ipu Temneparype He Bbie 25 °C B OpUTMHAIbHON YNAKOBKE (KOHTYpPHBIE SUEHKOBBIE
YIIAaKOBKH B [TAYKe) JJIs 3allUTHI OT CBETA.

6.5. XapakTep u conep:KuMoe yaKOBKH
24



COOTBETCTB

(MOCHE .:|.:

JlozupoBka 150 mr.

ITo 10 TabneTok B KOHTYPHOH SYEHKOBOW YIIaKOBKE M3 TUICHKH MOJMBHHWIXJIOPUIHON M (OJIBIU
AIFOMUHHUEBOM I1€YaTHOM JIJAKUPOBAHHOM.

Ilo 6 KOHTYPHBIX STYCHKOBBIX YIIAKOBOK BMECTC C JIMCTKOM-BKJIQJBIIICM IIOMCINAIOT B IIAUKy
M3 KapTOHa.

Jlozuposka 500 mr.

ITo 10 TabneTok B KOHTYpHOH SYEHKOBOM YITAKOBKE M3 IUICHKH MOJUBHHIIXJIOPUIHON U (HOIBIH
ATIOMUHHEBOM NIEYaTHOM JIAKUPOBAHHOM.

ITo 12 KOHTYpHBIX SYEMKOBBIX YNAKOBOK BMECTE C JIMCTKOM-BKJIAQJBIIIEM I[IOMELIAIOT B IMAYKy
U3 KapTOHA.

6.6. OcoOble MepbI MPEIOCTOPOKHOCTH NPH YHUYTOKEHUHN UCIOJIH30BAHHOIO JIEKAPCTBEHHOT 0
npenapara WJiM OTXO0J0B, NMOJIYYEHHBIX MOcCJe NPUMEHEHHsl JIeKAPCTBEHHOIro Mpenapara,
U Ipyrvue MaHHUIYJISAIHM C IPpenapaTrom

MGDI)I OpEAOCTOPOKHOCTH, IPUHUMACMBIC ITEPEA IPUMCHCHHUECM ITpCIiapaTa Ujin Inpu Da6OT€ C HUM

O6pau¢eHue C HEUCNOJIb306AHHbBIM npenapaniom u npenapamom ¢ uCmexKutum CpoKom 200HOCmU

Tak kak KanenuTabuH SBISETCS IUTOTOKCUYHBIM, HEOOXOAMMO UCIIOJIb30BATh CICIIUATIM3UPOBAHHOE
o0opynoBaHuE U MPOLEIYpPhl YTHIN3aUi. Hencrnonp30BaHHBIN MTpenapaT U pacXoAHbIE MaTepUAIIbI
JIOJDKHBI OBITh YTHIIM3HPOBAHBI COTJIACHO JIOKALHBIM TpeboBaHusM. [lomananue JeKapCTBEHHOTO
mpernapaTa BMECT€ C OTXOJAMHU B OKPYXKAIOUIYIO CpeAy JOHKHO OBITh CBEACHO K MHHHMYMY.
He cienyer yrunusupoBaTh rpemnapar ¢ HOMOIIbIO CTOYHBIX BOJ WJIH BMECTE C OBITOBBIMH OTXOJaMHU.
[To BO3MOXHOCTH HEOOXOIMMO HCIIONB30BAaTh CIEHUATbHBIE CHCTEMBl s yTUIU3AlUU
JIEKapCTBEHHBIX MTPEMapaToB.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU A

Poccuiickas @enepanns

OTkpbITOE akIMOHEpHOE 001ecTBo «PapMcTanaapT-Y PUMCKUNA BUTAMUHHBIN 3aBOJI»
(OAO «Dapmcrannapt-yY paBUTAY), Poccus

Anpec: 450077, Pecnybnuka bamkoprocran, r. Yoa, yn. Xyanaitbepauna, 1. 28
Tenedon/dakc: +7 (347) 272-92-85

OnekrponHas moura: info@pharmstd.ru
7.1. llpeacraBuTeNb AepKaTe/Isi pETHCTPALMOHHOIO YA0CTOBEPEHUs!

[IpeTen3un moTpedbuTeNel HANMPABIATH MO AAPECY:

Poccuiickas ®@enepanus

OTkpbITOE aKkIHoHEpHOE 001ecTBO «PapMcTanaapT-Y GUMCKHUIT BUTAMUHHBIN 3aBOJI»
(OAO «Dapmcrangapt-Y paBUTA»), Poccus

Anpec: 450077, Pecny6nuka bamkoproctaHn, r. Yda, yn. Xynaiidbepauna, 1. 28
Tenedon/pakc: +7 (347) 272-92-85

Dnexrponnas moura: info@pharmstd.ru
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8. HOMEP (HOMEPA) PETHCTPAIIMOHHOTI'Q) YI[OC’%EE%I&HTEHE HOCTb 0004)

9. KATEI'OPHUs OTIIYCKA JIEKAPCTBEHHOI'O ITPEITAPATA
JlexapCTBEHHBIH MpemnapaT OTHOCUTCS K KATETOPHH OTITYCKa MO PELETY.
OOmiast xapakTepuCTHKa JiekapcTBeHHoro npenapara Kanamernn @C noctynHa B €AMHOM peecTpe
3apETUCTPUPOBAHHBIX  JICKAPCTBEHHBIX  CPEIACTB  EBpa3uiiCKOro  SKOHOMHYECKOTO  CO3a

1 Ha o(pUIIUATHPHOM caite YIIOJIHOMOYEHHOI'O oprasa (axcniepTHOM OpraHu3aIiH)
(https://lk.regmed.ru/Register/EAEU SmPC).
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