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OBLUAS XAPAKTEPHCTHKA JIEKAPCTBEHHOEQTTRERAPATA 0003)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Kanenurabusn, 150 mr, Ta0iIeTKH, MOKPHITHIC TUICHOYHONH 000JI0UKOH.

Kanermurabun, 500 Mr, TabaeTKH, MOKPHITHIC TIICHOYHON 000I0YKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

Kaneumrabud, 150 Mr, TabJIETKH, ITOKPBITHIE INIEHOYHON 000J0YKOM.

Kaxnas Tabnerka, MoKpbITast IIICHOYHOU 0005109K0M, coaepxut 150 Mr kanenuraduHa.

Kanermmrabud, 500 Mr, TaOJIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH.

Kaxxnas tabnerka, HOKphITas INIEHOYHOU 000J109K0i, coaepkuT 500 Mr KanenuraduHa.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKu, MOKPHITHIE MNIEHOYHOU 000TI0UYKOM.

Kanermmrabud, 150 Mr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0YKOH.

Kpyrible 1BOSIKOBBINTYKIIbIE TA0JIETKH, IOKPBITHIE INIEHOYHON 000JI0UKOM OPaHKEBOTO C PO30BBIM

OTTCHKOM IIBCTA.

Kanermmrabud, 500 Mr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0YKOH.

KaHCYHOO6p83HbIe Ta6JIeTKI/I, IIOKPLITBIC IJIEHOYHOH 0007104YKOH OpaHXXCBOI'0O C PO30BbLIM

OTTCHKOM IIBCTA.

Ha monepeunom paspese TabiaeTku 6e1oro Wik NoYTH OENIoro BeTa.

4. KIMHUYECKUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

ﬂeKapCTBeHHBIﬁ nmpemnapar KaHeHI/ITa6I/IH INTOKAa34aH K IMPUMCHCHHUIO Y B3POCJIbIX.

Pak MoJI04HOM JKeje3bl

KomOunHupoBaHHass Tepamuss € JIOLIETAKCEJIOM MECTHOPACIPOCTPAHEHHOIO WM
METaCTaTUYECKOTO paKa MOJOYHOM XKeye3bl NMpH HedD(PEKTUBHOCTH XMMHOTEpAIlny,
BKJIOYAIOIIEN Mpenapar aHTPalUKINHOBOTO PsAa.

MoHoTepanuss MeCTHOPACIPOCTPAHEHHOTO WJIM METacTaTUYECKOro paka MOJIOYHOM
KeNe3pl  PEe3UCTEHTHOr0 K  XHMMHOTEpalmuu  TakCaHaMM WIM  IpernapaTamu

AHTPAOUKIIMHOBOTO psa, WJIN IIPU HAJTUINUN HpOTHBOHOKEB&HHfI K HHUM.

KonopekraipHbIl pak

A,[[’bIOBaHTHaSI TCparugd paka tonctort kumiku 1l CTauu II0CJIC XUPYPTHUYCCKOI'O
JICYCHMUA.

TepaHI/IH MCTACTATHUYCCKOI'0 KOJIOPCKTAJIIbHOI'O paKa.

Pax xenynka
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e  Tepanus nepBoii IMHUK PACIIPOCTPAHEHHOTO PAREKENYAKAS A TEMNEHOC TS 0003)

4.2. Pe:kum 103MPOBAaHNS M CIOCO0 MPUMeEHEHUs!
Jleuenue karneuuTaOMHOM ClEyeT HPOBOAUTH IOJ HAOJIOJEHHEM Bpayda, MMEIOLIEro OIbIT
IPUMEHEHUS IPOTUBOOITYXOJIEBBIX CPE/ICTB.

PexxuM J103upoBaHus

Cmanoapmmuulil pescum 003UpoBaAHUsL

Monomepanus

Konopexmanvuwiil pak, pax moacmou KUWKY U PaK MOJ0YHOU Jcelesbl

ITo 1250 mr/m? 2 pa3a B CyTKH — YTPOM U BeuepoM (06m1as cyTounas 103a 2500 Mr/m?) B TeueHne
14 nHeli ¢ mocaenyouMM 7-1HEBHBIM IIEPEPHIBOM.

KOM6uHuD06aHHaﬂ mepanu:

Pax monounoii sicenesol

ITo 1250 mr/m? 2 pa3a B cyTkM B TedeHue 14 gHeil ¢ TOCIEAYIOMUM 7-JHEBHBIM NIEPEPHIBOM, B
KOMOMHAIIUH C JOIETAKCeNoM B 03¢ 75 Mr/m? 1 pas B 3 HeJlenu B BHJIe BHYTPUBEHHOM HH(Y3HH
B TeueHue | yaca.
[Tpemenukanus MpoBOAUTCS Mepes BBEIEHUEM JIOLIETaKCeNla B COOTBETCTBUM C MHCTPYKIMEH 1O
€ro IPUMEHEHHUIO.

KOJZOD@Kma]leblZZ pPaK, pax moJjicmou KUWKU U paK Z)fceflV()Ka

B cocraBe koMOMHHMpOBaHHOW Tepamuu (32 HCKIIOUEHHEM TEpalnud B KOMOWHAIUU C
MPHHOTEKAaHOM) JI03a Karenutabuna coctapisger 800-1000 mr/m? 2 pasa B CyTKu B TedyeHue 14
JHEH ¢ TIOCeAyIOIMM 7-THEBHBIM MIEPEPHIBOM UK 625 Mr/M? 2 pasa B CyTKHU IIPH HEIPEPHIBHOM
pexuMe.

B cocraBe xoMOuHMpoBaHHOM Tepanuu ¢ upuHOoTeKaHOM (pexxum XELIRI) pekomennoBaHHas
n03a Kanenurabuna cocrasiser 800 Mr/m? 2 pasa B CyTKU B TeueHHe 14 nHel ¢ nocneayronmm 7-
JTHEBHBIM niepepbiBoM. [loOaBneHune OeBanuzymada Kk KOMOMHUPOBAHHOM Tepanuy HE BIUSET Ha
HAYaJIbHYIO JI03Yy KanenuTaduHa.

[TpoTBOPBOTHBIE CpelCcTBA M NpeMeAMKalus A oOecleyeHus aJleKBaTHOW THpaTaluu
Ha3HA4yaloTCs Iepe]l BBEIECHUEM LHUCIUIATHHA M OKCAJIUIUIATUHA COIJIACHO HHCTPYKLUSAM I10
IPUMEHEHHI0O LUCIUIATUHA M OKCAJWIUIaTMHA TpU TNPUMEHEHUU HX B KOMOMHAIUM C
KareuuTabuHoOM.

B ambproBanTHOW Tepamum paka Ttoictor kumku Il cramum  pexoMeHmoBaHHas
IPOIOJDKUTEIBHOCTD TEPATUH KareUTa0MHOM COCTaBISIET 6 MECSAIEB, T.€. 8§ KYpCOB.

B xombunayuu ¢ uucniamuHom

ITo 1000 Mr/m? 2 pasa B CyTKM B TedeHHe 14 1Heil ¢ MOCTEqyIOmuUM 7-THEBHBIM TIEPEPHIBOM B

KoMOuHarmu ¢ rucmiatuaoM (80 mr/m? 1 pas B 3 Hezmenu, B/B WH(Y3HA B TeueHHe 2 d, meppas
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MH(]Y3UsI HA3HAYAETCA B IIEPBBIN JeHb 1KIa). [lepBast nppd Kaneunradn Ha Ha3HaUagnes | BEHEPOM

B MEPBBIN ICHB LIUKJIA TEPAUU, TOCIEAHSAS — YTPOM Ha 15 neHb.

B KOM6MHCZI/{L£I/£ C OKcAuniamuHoM Uiy ¢ OKCcaiuniamuHom u 66661141/!3)/]146160]%

ITo 1000 Mr/m? 2 pasa B cyTkM B TedeHue 14 1Heil ¢ MOCIeqyIOMHUM 7-IHEBHBIM TIEPEPLIBOM B
KOMOWHAIIMM C OKCAIMIUIATHHOM WJIM C OKCAJIWIUIATHHOM H OeBanu3ymaboMm. IlepBas no3a
KareuTadiHa Ha3HAYaeTCsl BEUEPOM B TIPBBIN JICHb IIMKJIA TEPAIMH, TOCICIHSS — yTpoM Ha 15
neHb. beBanmzymab BBoauTcs B o3¢ 7.5 Mr/kr 1 pa3 B 3 Henenu, B/B uHdy3us B reuenue 30-90
MUH, TiepBasi MH(Y3us HaYMHAETCS B MEpBBIM JeHb mukia. llocme OeBanmszymaba BBOIUTCS
OKCATUILIATHH B 03¢ 130 Mr/m?, B/B MHQY3Hs B TeueHHe 2 .

B kombunayuu ¢ 3nupy6uuuHOM u npenapamom Ha OCHo6e nianiuHbvl

Io 625 Mr/m? 2 pa3a B CyTKM B HEIPEPHIBHOM PEKUME B KOMOUHAIIUH ¢ SIUPYOHIIHOM (50 Mr/m?

1 pa3 B 3 Hexenu, B/B OOJIFOCHO, Ha4YMHAs C TMEPBOrO JIHS IMKIA) W MPENaparoM Ha OCHOBE
miatHHbL [Ipenapar Ha OCHOBE IUIATHHBI (IMCILIATHH B 03¢ 60 MI/M? HIIH OKCAIHILIATHH B J103€
130 MF/MZ) JIOJI’KEeH OBITh BBEZICH B IIEPBBIH JIeHb IIMKJIa B BUJE B/B UH(Y3UU B TeueHHE 2 4, 1ajee
1 pa3 B 3 Henenu.

B KOM6uHauuu C UDUHOMEKAHOM UJIU C UDUHOMEKAHOM U 6666114143}//%6160]!/1

PekoMen 1oBaHHas 103a Karenurabuna cocrasiser 800 mr/m? 2 pasa B CyTKH B TeueHue 14 nuei
C TOCTIEAYIOLIUM 7-THEBHBIM MEPEPHIBOM B KOMOMHAIIMY C UPUHOTEKAHOM WJIM C UPUHOTEKAHOM
u 6eBal3yMadoM.

puHoTekaH BBoauTCA B 103¢ 200 Mr/M? 1 pa3 B 3 Henenu, B/B nH(Y3Hs B TeueHne 30 MUH, epBast
WH(]Y3Hs B IEPBBINA JIEHD [IUKJIA.

beanuzymab BBoauTcs B 103e 7.5 Mr/kr 1 pa3 B 3 Henenu, B/B uHdpy3us B TeueHue 30-90 muH,
nepBast UHQY3Us HAYMHAETCS B MEPBBIN JEHb IIUKIIA.

Pacuem 0o3wi npenapama

Jo3a xkarmenutaOWHa pPACCUMTHIBAETCS HCXOJs M3 IUIOMIAAM TMOBEPXHOCTH Teja IMalMeHTa.
[IpencraBieHHble HIKE TAOMUIBI MMOKa3bIBAIOT MPHUMEpa pacyeTa CTaHAAPTHOW U CHUKEHHOU
7103bI KarneuTabuHa 11 HadanbHoi 10361 1250 mr/m? wim 1000 mr/m?.

Tabmuma 1. CtangapTHas U CHMIKEHHAs J03bI KarneruTabuHa Jijis HadaabHOU 10361 1250 Mr/M?,

PACCUHUTAHHBIC B 3aBUCUMOCTH OT IIIOIIAaAN IMTOBEPXHOCTHU TECJIA.

Jlo3a — o 1250 mr/m? 2 pasa B CyTKH
[Tomnas moza | Ywmcmo TabneTox 150 mr CHmwKeHHas CHmxeHHast
1250 mr/m? u/umm 500 mr Ha ipueM | 103a (75 % ot | mosza (50 % ot
(Ha KaXABINA TIpuEM 2 HavaJIbHOU HavyaJILHOU
pasa B CyTKH — yTPOM U JI03b1) JTO3bI)
BEUEPOM) 950 mr/m> 625 Mr/m?
IInomane
TMOBEPXHOCTH | 2}40:13 g\:r) 150 mr 500 mr Hlosa ?;Fl;pHeM Jlosa (H;rr)[pHeM
Tena (M) p
<1.26 1500 - 3 1150 800
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1.27-1.38 1650 1 3 nacnENI88TENRHOCTE80007)
1.39-1.52 1800 2 3 1456 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

Ta6nuna 2. CTaHgapTHAs U CHUKEHHAS 7035l KaleluTabuHa 1 HadaabHo#H 10361 1000 Mr/m?,

pacCunuTaHHBIE B 3aBUCUMOCTH OT IIJIOINAJHW ITOBEPXHOCTHU TEJIA.

Jlo3a — o 1000 mr/m? 2 pasa B cyTKH
[lonnas no3a | Ywucno tabaerok 150 mr CHmxeHHas CHuxeHHast
1000 mr/m? u/umu 500 mr Ha ipuem | npo3a (75 % ot | mosza (50 % ot
(Ha KaXIbll IpUeM 2 HaYyaJIbHOU Ha4yaJIbHOU
pas3a B CyTKH — YTPOM U JT03b1) JIO3bI)
BEUEPOM) 750 mr/m? 500 mr/m?
[Inomann Jlo3a Ha 150 mr 500 mr Jo3a na npuem | Jlo3za Ha mpuem
MIOBEPXHOCTU | IPHEM (MT) (mr) (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

KODDGKHI/ISI J03bI B X0€ JICUCHUA

Obwue pexomernoauuu

Tokcndeckne NpOsIBIEHUS KarneuuTaOuHa MOMKHO YCTPaHUTh CHMOTOMAaTHYECKOM Tepanuein
W/WIIN KOppeKLKeH 1036l mpenapaTa (IMpepBaB JeUeHHE WIK YMEHBIIUB 103y Ipenapara). Eciu
J103y MPUIIIOCH CHU3UTh, HENb3sl YBEJIUYUBATh €€ BIIOCIIEICTBHM.

Ecnu no oneHke Jjiedamiero Bpada TOKCHUECKUH 3P QPeKT mpenapaTa He HOCUT CEPbE3HOTO MU
YIPOKAIOILIETO JKU3HU MAI[MeHTa XapakTepa, JeUEeHUE MOXKET ObITh MPOJOJDKEHO B HayalbHOU
n03e 0e3 ee yMEHbIIEHUS WU NIPEPhIBAHUS TEPaIHH.

ITpu TOoKCHuHOCTH 1-0O¥ creneHu n03y He MeHsAT. [Ipu TokcuuHOCTH 2-0i1 WK 3-€il cTeneHn
TEPAIHIO PENapaToM CIEAyeT IPepPBaTh.

IIpy vcue3HOBEHMU NMPHU3HAKOB TOKCHYHOCTH WMJIM YMEHBIIECHHWM IOCIENHEeW 10 1-0il creneHw,
[POBE/ICHUE TEPANUU KaleuuTaOMHOM MOXET OBITh BO300HOBJEHO B IOJHOW J103€ WM
CKOPPEKTUPOBAHO COTJIACHO PEKOMEH/IAIUAM, YKa3aHHBIM B TabmuIe 3.

IIpyn pa3BUTHHM TPU3HAKOB TOKCHUYHOCTH 4-OM CTENEHU JIEYEHUE CIENYyeT NPEKPATHTh WIIN
BPEMEHHO IIPEPBATh /10 KYIIMPOBAHUSI WJIM YMEHBIIEHUSI CAHMIITOMOB 10 1-0¥ CTENEHH, TIOCIIE YEro

IMPUMCHCHUC MpCIiapaTa MOXHO BO300HOBHUTH B 03¢, COCTaBJISIONICH 50% oT HaYaJILHOM.
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[lanMenT NOIKEH HEMEIJIEHHO COOOMIMTH Bpady O [3BBABILAXCH /Y] (HEFQ HEKSNATEIBHBIX

aprneHusx. CreqyeT HEMENJIeHHO NpPEeKpaTUTh MpUeM KareuuTabuHa NpH BO3HUKHOBEHUU
TOKCUYHOCTH TSKEIION WM CpPeIHEeH CTeneHH TshKecTh. Eciy u3-3a TOKCUYECKHX SIBIICHUH OBLIO
MPOITYIIEHO HECKOJIKO MPUEMOB TIpenapara, TO 3TH J103bl HE BOCTIOIHSIOTCS.
T'emamonocuyeckas mokcuunocms

He cnenyer Ha3HauaTh Tepamuio KaneuuTaOMHOM MallMeHTaM, Y KOTOPBIX HadajdbHBIA YpPOBEHBb
Heittpoduinos <1.5 x 10%1 u/unu HavansHeIA ypoBens TpombouToB <100 x 10%/71.

CrnenyeT mpepBaTh JICUCHUE KaleIIUTAOMHOM, €CJTH B XO/I¢ BHETJIAHOBOU OIICHKH JIA00PATOPHBIX
ToKasartenell umuciao HeHTpodmioB ymeHbmmiock Hmwke 1.0 x 10%1, a ymcno TpomMGouuTOB
yMeHbIIHIOCh Hike 75 X 10%/11 (remaTonornyeckast TOKCHYHOCTb 3-€if Mt 4-0i CTeNeHN).

B nmpuBenenHol Hibke TabiMIe YKa3aHbl PEKOMEHIAINN IO U3MEHEHHUIO JI03bI KarenuTabuHa B
ClIy4yae pa3BUTHUsI TOKCHYECKUX SIBJICHUH, CBA3aHHBIX C €r0 IPUMEHEHUEM.

Ta6muma 3. CxeMa KOppeKIuy J03bl KaneuTaduHa.

Crernedb TOKCHYHOCTH H3menenue 035l B X04€ HUKIIA Koppekmust 10351 B X018
NCIC* Tepanuu CJIETYIOIIETO LUKIIA Tepanuu
(% oT HavYaTBHOM JT03BI)
Crenens 1 [Iponoikars B TOM ke 103€ [Iponoikath B TOH ke 103¢€
Crenenn 2
1-o0€e nosiBiIeHNE 100%

[IpepBath Tepamnuto 10

2-0€ TMOSIBJICHHE 75%
paspemenus jo crernenu 0 - 1
3-€ MmosiBIeHne 50%
4-oe mosiBIeHUE ITonHOCTBIO TPEKPATUTH TEPAITUIO He npumenumo
Crenensb 3
1-oe nosiBieHue ITpepBate Tepanuto 10 75%
2-0€ TIOSIBJICHUE paspemienus jo crernedu 0 - 1 50%
3-€ MmosiBJIeHNe I10THOCTBIO IPEKPATUTH TEPAITHIO He npumennmo
Crenensb 4
1-oe nosiBnenue [TonHOCTBIO MPEKPATUTH TEPAITHIO
WNJIN, ecniu Bpau cuuTaeT, 4To B
MHTEpecax MalrueHTa Npo10JKaTh 50%

JIie4eHue, MPepBaTh TEPAIUIO J10
paspemienus o crernedn 0 - 1
2-0€ TOSIBJICHHE ITonHOCTBIO TPEKPATUTh TEPAITUIO He npumenumo
*B COOTBETCTBUM C OOIIMMU KPUTEPUSIMHU TOKCUIHOCTH [ pyMIIBI 1O MPOBEACHUIO KIMHUYECKUX

uccnenoBannii HarmonaneHoro onkonornveckoro nacrutyra Kanamer (NCIC CTG, Bepcus 1)
WA OOMMMHU TEPMHUHOJIOTHUECKUMH KPUTEPUSMH HEXKeIaTeNbHbIX sBieHuil [Iporpammsl mo
OlLIEHKE MPOTHUBOOMYX0JeBOM Tepanuu HarnumoHanbHOro oOHKOJOrMueckoro uHcTUTyTa CIHA
(CTCAE, Bepcus 3). Kpurepuum TOKCHYHOCTH JIaJIOHHO-TIOAOIIBEHHOTO CHHIPOMA H
rUnepomIpyonHeMIH oApoOHO onucaHbl B pazzaene 4.4.

Obwue pekomenoayuu npu KOMOUHUPOBAHHOU Mepanuu

B ciyuae BO3HMKHOBEHUS SBJICHUH TOKCUYHOCTHU MPH MPOBEIEHUN KOMOMHUPOBAHHOM Tepanuu

CICAYCT MIPUACPKUBATHCA peKOMeH)laI_II/Iﬁ 10 KOPPECKIUHU JO3bI KaHCI_II/ITa6I/IHa, YKa3aHHBIX BBIIIC
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B Tabnuie 3, U COOTBETCTBYIOIIMX PEKOMEHIANMA B HHOTPYKUMSK, MPCIMUNMEHEHMIOPYTHX

MpernapaToB.

B nauane nukna Tepanuu, eciau 0KUAAETCS OTCPOYKa C MPUEMOM KanenuTabuHa Wi APYyroro(-
uXx) mnpemnapara(-oB), CIeAyeT OTIOXHUTH NMPHEM BCEX IperapaTroB IO TE€X IOp, MoKa He OymyT
JIOCTUTHYTHI YCIIOBUS JJ11 BO30OHOBJICHHS TEpPAIMK BCEMU MTperapaTamH.

Eciu Bo Bpemsi mpoBeneHHs LMKJIA KOMOMHUPOBAHHON Tepamuu SIBJICHUS TOKCUYHOCTH, I10
MHEHHIO Bpaya, HE CBS3aHbl C MPUMEHEHHEM KallelUTa0MHA, TO TEPAINUI0 KarenUuTaOuHOM
cliefyeT MpOAODKUTh, a 03y JpYroro Impernapara KOPPEeKTUPOBaTb B COOTBETCTBHH C
PEKOMEHIAlUIMU HHCTPYKIUH 110 €r0 MPUMEHEHHUIO.

Ecmu npyroii(-ue) mpemapar(-bl) NPUXOAUTCS OTMEHHTH, JICUCHHE KaNCIUTAOMHOM MOXKHO
IPOIOJDKUTD MIPU YIOBICTBOPEHUU TPEOOBAHHUSM 110 BO30OHOBICHHUIO TEPATMH KAIICUTAOMHOM.
JlaHHbIE pEKOMEHJAIMH TPUMEHHMbI B OTHOIICHHWH BCEX MOKAa3aHMW M BCEX OCOOBIX TPYIII
MAIUEHTOB.

Oco0nIe T'pYIIIBI NAIIMCHTOB

Hapywenue ¢ynkyuu neuenu

He tpebyercs usmeHeHue HauaabHOU 1035l Y TALIUEHTOB C METACTAa3aMHU B IEUYEHb U HAPYIIEHUEM
(GYHKLUU MEeYeHU JIETKOW min cpeaHeit creneHd. OHAKO 3TUX MAallMEHTOB CIEAYET TIIATEIbHO
HaOmronate. [IpuMeHeHue npenapara y MalUeHTOB C TSKEJIOW NeUeHOYHOH HEJ0CTaTOYHOCTBIO
HE U3Yy4ajoch.

Hapywenue ¢ynkyuu novex

PexoMeHn ryeTcsi yMeHbIIeHHe HaualbHOH 10361 10 75% ot 1250 Mr/mM? y manueHToB ¢ HCXOIHOI
noveuHoi HemocraroyHocThio cpeanei crenenu (KK 30-50 mu/mun, mo ¢opmysne Cockroft-
Gault), me TpeGyeTcs KOppPeKIMHU 03l MPH HAuanbHOM 103e 1000 Mr/m2,

VY manueHToB ¢ Jerkoi creneHnto noyeuHoil HegocratouHoctu (KK 51-80 mun/mun) koppekuus
Ha4YaJIbHOM JT03bI HE TpeOyeTcs.

B ciyyae BO3HMKHOBEHMS y NAIMEHTA HEXENATEIbHBIX peakuui 2-oi, 3-eil win 4-0i CTelneHn
TSKECTH, HEOOXOJUM €ro TIIATeIbHbIi MOHUTOPHHI M HEMEJUICHHBIH MepepblB MPOBOANMOM
Tepanmuu C 1[EeJbl0 MOCIEAYIOIeH KOPPEeKUUU J03bl IpernapaTa B COOTBETCTBUU C
pEeKOMEHIAaNUsAMH, yKa3aHHbIMH B TaOmuue 3. Ecim paccunTaHHBIA KIMPEHC KpeaTWHUHA
CHHM3HJICS BO BpeMs IPOBECHUS Teparuu 10 ypoBHs MeHee 30 MII/MUH, Tepanuio KanenuTabuHoM
clieflyeT NpeKpaTHTb. PekoMeHmanuu 1O KOPPEeKIMH J103bl TpenapaTa NOpU TMOYEYHOH
HEIOCTaTOYHOCTH CpEIHEH CTeNeHW TSHKECTH OTHOCSATCS Kak K MOHOTEpanuu, Tak U K
KOMOMHHPOBAHHOW Tepanuu. PacdeT 10361 yka3aH B Tabnumax 1 u 2.

Habﬁ/leHWlbl NnoJ2HCUs10c0 so3pacma
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Koppekiust HauainbHOii J103bl npu MoHOMepanuu|Kaneuu TaQnHON HE TPEOyE To HOMHAKOISKEbIC

HEXKeNaTeNIbHbIE peakuuu 3-ed U 4-0M CTENEHH, CBSA3aHHbIE C MPOBOJUMOM TEparuei,
pa3sBUBAINCH Y MalMeHTOB crapiie 80 jer yaiie, 4eM y 001ee MOJIObIX.
[lpy wucnonb30BaHUM KameuuTaOuHa 6 KOMOuHayuu ¢ OpyeumMu HPOMUBOONYXOJLE8bIMU
npenapamamu 'y TIOKUJIBIX MAIIMEHTOB (B Bo3pacTe >65 JIeT) HeXKellaTeIbHbIE Peakiuu 3-ei u 4-
Ol CTENeHU THKECTH, a TaKKe HeKelaTelbHble peakluy, MOTpeOOBaBIIME OTMEHBI TEpPAaIlUH,
OTMEUAITHCH Yalle, 4eM y 0oiee MOJOIbIX. PekoMeH1yeTcs TIaTeIbHbIi MOHUTOPUHT COCTOSHUS
MAlMEHTOB MOKUJIOT0 BO3pacTa.
[Ipu neuenun 6@ Kombumayuu c Odoyemaxcenrom y TAIMEHTOB B Bo3pacte 60 5eT u crapiie
OTMEYAJIOCh YBEJIMYEHUE YACTOThI HEXKEIATEIIbHBIX peakuil 3-ei U 4-0il CTENEHU U CEPbE3HBIX
HEeXeJaTeNIbHBIX PEaKIMi, CBSI3aHHbIX ¢ Tepanuei. /s nanuenToB ¢ Bo3pacte 60 jiet u crapiie,
KOTOpBIC OyIyT OTy4aTh KOMOMHAIIMIO KareluTabuHa ¢ TOIETaKCeIIOM, PEKOMEHTYETCSI CHU3UTh
HaYaTbHYIO 03y Karmenurtabuna 10 75% (950 mr/m? 2 pasa B cytkn). Pacuer 10351 IpHBEZcH B
tabnuue 1. B ciydae oTCyTCTBUS MPOSIBICHUN TOKCHUYHOCTHU 1032 MOXKET OBITh yBEeIMYEHA JI0
1250 mr/m? 2 pasa B 1eHb.

eTH
bezonacHocTh 1 3 (eKTUBHOCTH KaneruTabuHa y aerei <18 et He yCTaHOBJICHBI.

Cnoco6 IIPUMCHCHUA

BHyTpb nienukom, 3anuBasi BOAOH, He mo3aHee yeM yepe3 30 MUH Mocie e/bl.

TabneTku He cieayeT APOOUTh WK pa3iiaMbiBaTh (CM. paszen 4.8.).

Ecnu manueHT He MOKET MPOTJIOTUTH TaOJIETKY HENWKOM, TO APOOJIeHHE WM pa3jiiaMbIBaHUE
TabJETKH TOJDKEH OCYLIECTBUTh MEIMIIMHCKUNA CIIELIUAIINCT.

Nudopmanus no pabore ¢ MUTOTOKCHYECKHMMHU IIpenapaTaMy pUBeJeHa B pasjene 6.6.

4.3. IIlpoTuBONOKA3aAHUS

e [unepuyyBCTBUTENHHOCTh K KaleUUTaOMHY WIM IOOBIM JPYyrUM KOMIIOHEHTaM
npernapaTa B aHaMHE3e€.

e ['mmepuyBCTBUTENBHOCTh K (TOpypanmiay WiIM TpH 3apEerHCTPUPOBAHHBIX CITydasx
Pa3BUTHS HEOKUTAHHBIX MITH TSDKEITBIX ITOOOYHBIX PEaKIUi Ha JICUYSHHE TPON3BOIHBIMU
dbTopnupUMHINHA B aHAMHE3E.

e  YCTaHOBJIEHHBIN TOJTHBIN nedunut aKTHBHOCTH JITT
(IUTUAPOTTUPUMUANH IETHIPOTEHA3HI ).

e  OmHOBpEMEHHBIH NMPHEM COPUBYIMHA WIIH €T0 CTPYKTYPHBIX aHAIOTOB TUTIAa OpUBYIUHA.

e Tskenas medeHOYHAst HEJOCTATOYHOCTb.

e JlelikoneHusl.

e TspKenas moyeyHas HEJOCTATOYHOCTh (KIMPEHC KpeaTnHuHa Huxke 30 MII/MUH).

e McxonHoe conepxkanue Heitrpodunos <1.5 x 10%m w/umm Tpom6ormTos <100 x 10%/11.
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e  [lpu HanM4My MPOTHBONOKA3AHUI K 0JHOMY U3 [[PDENAPI0B KOMOR ABPOBaHFQH I¢panuu

€ro HE CJIENYET UCII0JIb30BAaTh.
e bepeMeHHOCTb.
e [lepuon rpyaHoro BCKapMJIMBaHHs (B XOJ€ TEpaUK KareuUuTaOMHOM U B TEYEHHE 2-X
HeZIeJb NI0CIIE MOCIEIHEro IpUeMa Ipernapara).
o Jlerckuii Bo3pact <18 mer (3PPEKTUBHOCTP W OE30MACHOCTH NPUMEHEHUS HE
YCTaHOBJIEHBDI).
4.4. OcoOble yKka3aHUs U MepPbI NMPETOCTOPOKHOCTH NPH MPUMEHEHUH

C 0CTOPOKHOCTBIO

[Tpu nmemmnueckorr 6onesznu cepamna (MBC), aputMun u cTeHOKapuM B aHAMHE3E, MOYEYHOH
HEIOCTaTOYHOCTH CpEIHEH CTEeNEHH TSHKECTH WIM NMEUYCHOYHOM HEIO0CTATOYHOCTH, THIIO- WIIH
TUIEpKAIbLMEMHUH, 3a00J€BaHUAX LEHTPAJbHOW U mepudepudeckoil HEpBHOW CHUCTEMBI,
caxapHOM jauabeTe U HapylEeHUsX BOJHO-3JIEKTPOJUTHOro OanaHca, Bo3zpacte crapiue 60 jer,
OJTHOBPEMEHHOM TIPHUMEHEHHH C TIepOpAIbHBIMU AHTUKOAryJIsSHTaMH KyMapHHOBOTO psija,
neuuTe JIaKTa3bl, HEMEPEHOCHMOCTH JIAKTO3bI, TIIIOKO30-TaJaKTO3HOW ManbadcopOuuu, y
HAalMEeHTOB ¢ 4YacTU4HbIM Jedunurom JIT/(; npu ogHOBpeMEHHOM NPHUMEHEHHWHU IpenapaTos,
MeTabonmusupyromuxcs nuroxpomom P4502C9 (penuronn).

Oco0ble yKa3anus

Tokcuunocmy, ozpanuuusarouas 003y

[ToGouyHBIMM peakLUsIMM, OTPaHUYMBAIOLUIMMU 03y IIpenapara, sBISAIOTCA auapes, 00jib B
KHUBOTE, TOLTHOTA, CTOMATHUT U JIaJJOHHO-TIOJOIIBEHHBIH CUHIPOM.

Heo06xoanMo poBOIMTE THIATENBHBIH MEUIIMHCKAN KOHTPOJIb 32 MPOSBICHUSMH TOKCHYHOCTH
y MAIMEHTOB, MOJTyYAIOIIUX TEPAMUIO KaleIIUTAOMHOM.

BonbIMHCTBO HEXenaTeNbHbIX peakiuii o0paTuMbl U He TpeOyIOT MOJHOW OTMEHBI MpenapaTa,
XOTSl MOXKET BOBHUKHYTh HEOOXOMMOCTb B KOPPEKIIUH J103bl MJIM BpEMEHHOW OTMEHE penapaTa.
Juapes

Jleuenne KanenuTaOMHOM MOKET BBI3BATH JAUAPEI0, WHOT/IA TSDKEITYIO.

[TateHTOB ¢ TsDKENOM nuapeel cienyeT TIIATeIbHO Ha0I0aaTh, a IPU Pa3BUTHH JIeTUpaTalluu
HE00X0/IMMO MPOBOJIUTH PETMAPATALMIO U BO3MELICHUE MOTepU 3JeKTpoauToB. CTaHIapTHBIE
POTHBOAMAPEHHBIC TIpenapaTsl (HapuMep, JIOTepaMu) clieayeT Ha3HauaTh KaKk MOYKHO PaHbIIIe
0 MEIWIIMHCKAM ToKa3aHusM. CorjacHO KpuTepusM HalmoHaabHOTO OHKOJOTHYECKOTO
uncruryra Kananel (NCIC CTC, Bepcust 2) muapest 2 CTeTIeHH ONpeeNsieTcs KaK yJalieHue cTya
710 4-6 pa3 B CyTKH WJIM CTYJl B HOUHOE BpeMsi; Auapes 3 CTeNeHH — KaK yJalleHue cryia a0 7-9
pa3 B CyTKH MJIM HeJlepKaHue M CUHAPOM MalibabcopOImu; auapest 4 CTeNeH — yJalleHHe CTysa

no 10 u OGomee pa3 B CYTKH, NOSIBJIEHHE BUIUMOW KpOBU B CTyjJ€ HJIH HEOOXOIUMOCTh
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NapeHTepanbHON noepKuBarolel Tepanuu. [pu HeQPNOMUNOGTHE Gy ET-YMEHBIUHTBLI03Y

KanenuraOnHa.

Hezuopamayus

Heruaparanuio ciaeayeT NpeaynpexaaTh WIM YCTPaHSATh B CaMOM Hayajle BO3HHUKHOBEHHS.
Jeruaparanus MOXeT OBICTPO Pa3BUThCA Y MAIMEHTOB C aHOPEKCHEH, acTeHHeH, TOIIHOTOM,
PBOTOM WJIK UApEEH.

Jerunparanus MOKET CTaThb NPUYMHOM pa3BUTUSA OCTPOM IIOYEYHOM HENOCTATOYHOCTH, B
OTJICNBHBIX CITydasiX C JICTaIbHBIM HCXOJIOM, OCOOCHHO Yy MAI[MEHTOB C HapyIICHUEM (YHKIUU
MOYEK Ha MOMEHT Hayajla Tepalmud WU B CiIydae, €Clid MaleHT NPUHHUMAaeT KarleluTaOuH
OJIHOBPEMEHHO C IpenapaTamu, 00JaJaroluMU He(hPOTOKCUIECKUM JICHCTBUEM.

[Ipu pa3BuTMM JAeruApaTaliiki 2 CTENEHU WM BBINIE, JICUCHUE KaleUuTaOMHOM CIEayeT
HEMEJJICHHO TpepBaTh W TMPOBECTH perujapatanuio. JleueHne HeNb3sh BO30OHOBIATH 0
3aBepIICHUs] PEruJpaTallid U YCTPAHEHUS WM KOPPEKIUH BBI3BABUIMX ee ¢akTopoB. o3y
npemnaparta ciieyeT MOAU(UIIMPOBATh B COOTBETCTBHH C PEKOMEHIAINSAMU I HEXKEIaTeIbHbIX
peaKkIuii, MpUBEANINX K JeTUIpaTaIliu.

Jlaoonno-nooowieenHwvlli CUHOPOM

[TposiBneHNEM KOXKHOU TOKCUYHOCTH KarnenuTabuHa SBIsSeTCs pa3BUTHUE JaJ0HHO-TI00IIBEHHOTO
CUHApPOMa (CHHOHHMMBI — JIQJIOHHO-TIO/IONIBEHHAs] SPUTPOAU3ECTE3Hs WM aKpallbHas dpUTEMa,
BbI3BaHHAas xumuotrepanueil). Ilepcuctupyromuii Wik TSDKETIbIA  JaJOHHO-TIOONIBEHHBIN
CHUHJIPOM (CTETICHb 2 U BBIIIIE) BIOCIEACTBUU MOXKET MMPUBECTH K yTpaTe OTIEYATKOB MAJIBIIEB, YTO
MOXXET TOBJHMATH HAa TIPOIECC YCTAHOBJICHUS JUYHOCTH. MeanaHa BpEeMEHU JI0 Pa3BUTHS
MPOSIBICHUN TOKCUYHOCTH Yy TAIMEHTOB, TOJIYYaolIMX MOHOTEpAINU0 KarneuuTaOrnHOM,
cocrtaBnsieT 79 nueit (B quana3one oT 11 qo 360 nHeit), a cTeneHb TSHKECTH BapbUpyeT OT 1-0i 10
3-eit crenenn. JIaqOHHO-TTOOMIBEHHBI CHHIPOM 1-Of CTENEeHW HE HapyIIaeT IMOBCEIHEBHOU
AKTUBHOCTH TIAIIMEHTA U TIPOSIBIISIETCS] OHEMEHUEM, IM3ECTE3USIMU/TIAPECTE3USIMH, TTOKATbIBAHUEM
VI TTIOKPaCHEHUEM JIaJOHeW W/ MOAOIIB, TUCKOMGOpTOM. JIaToHHO-TTOIOIIBEHHBIN CHHIPOM
2-0i1 CTeTNeHH XapaKTepHu3yercs OOJIe3HEHHBIM MOKPACHEHHEM U OTeKaMU KUCTEeW W/WIH CTOTl,
MPUYEM BBI3BIBAEMBIN 3TUMH CUMITOMAMHU JUCKOMGOPT HAPYIIIAET MOBCEIHEBHYIO aKTUBHOCTH
nanuenTta. JIaJloHHO-TIOJIOMIBEHHBIM CHUHIAPOM 3-€i CTENEeHW OMNpeNessieTcsl Kak BIa)xHas
JECKBaMallvs, U3bsI3BIICHUE, 00pa30BaHUe My3bIpel W pe3kue OONM B KUCTAX W/UIH CTOMax, a
Tak)Ke CHJIBHBIA TUCKOMQOPT, AENAIONINi HEBO3MOXXHBIMH JJIsl TAaIlUeHTa JIOOble BUIBI
MTOBCETHEBHOW JAEATENbHOCTU. [IpM BO3HMKHOBEHWH JIAJIOHHO-TIOJIOIIBEHHOTO CHHApPOMA 2-0i
WM 3-eil CTeTeH! Tepanuio KarneuuTabuHOM CIIeIyeT pepBaTh 10 MCUE3HOBEHUS CUMIITOMOB HJIN
UX YMEHbIIeHHs A0 1-0if crenenu. [Ipy BO3HUKHOBEHUHU CUHAPOMA 3-€ii CTENEHHU MOCIeAYIOIne

J03bI KaHeI_II/ITa6I/IHa JOJIKHBI OBITH YMCHBIICHBI.
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Buramun Be (IMpUIOKCHH) HE PEKOMEHAYETCS NPUNEHATH T L OANII TRMATATECKOT (Y | T

BTOPUYHOTO NMPO(UIAKTUYECKOT O JIEYEHUs J1aJOHHO-TIOO0IIBEHHOIO CHHIPOMA MpU Ha3HAuYeHUH
KarenuTadnHa B KOMOMHAIIMK C LUCIUIATHHOM, TOCKOJIBKY OH MOKET CHIKaTh 3()(heKTUBHOCTh
mucmiatua. Vimerotest nanabie 00 3¢ (peKTUBHOCTH AEKCTIaHTeHONIa B MPO(UIAKTUKE PA3BUTHUS
JaJIOHHO-TI0/IOIIBEHHOI'0 CUHpOMa IIPH TEPaluK KarneuuTaOuHOM.

Kapouomoxcuunocmo

CriekTp KapAMOTOKCHYHOCTH TPH JICUCHUHM KalelMTa0MHOM aHAJIOTUYEH TAaKOBOMY IIpH
UCTIOJIB30BaHUM APYrUX (PTOPIUPUMUAMHOB M BKIIOYaeT MH(APKT MHOKapAa, CTEHOKAPAHMIO,
apUTMHM, OCTAaHOBKY CEplla, CEpIEYHYK HEAOCTaTOYHOCTh M M3MeHeHus Ha OKI. Otu
HEe)XenaTesbHble peakuuu Oosiee xapakTepHsl s nauueHToB ¢ UBC B anamuese. HeoOxonumo
COOJIIOJIATh OCTOPOXKHOCTD y TAIIMEHTOB C apUTMHEN M CTEHOKapAUeH B aHaMHe3e.

T'uno- unu ecunepkanvyuemus

B xonme Tepanuu KanenuTaOMHOM OTMEYAJIOCh pPAa3BUTHE TUIO- WIM TUHEPKAIbLIUEMHUHU.
Heo6xonumo co0:1r01aTh OCTOPOXKHOCTD Y MAIMEHTOB C paHee AMAarHOCTUPOBAHHOW T'MIIO- WMJIH
TUIIEPKAJIBLIUEMHEH.

3abonesanus yenmpanvHoU UIU Nepughepueckoll Hep8HOU CUCEMbL

Heo6xonumo cobOiogaTh OCTOPOXKHOCTh y MALMEHTOB ¢ 3a00JIeBaHUSAMM ILIEHTPAJIbHOM U
nepugepuyeckoil HEpBHOW CUCTEMBI (HallpUMep, MPH HAJMYUM METACTa30B B FOJIOBHOM MO3re U
HEHPOIaTHH).

Caxapnvtii ouabem unu Hapyuenue 600HO-31eKMPOIUMHO20 OAlanca

Crnemyet co0II01aTh OCTOPOKHOCTD Y IMAIMEHTOB C CaXxapHBbIM THa0ETOM M HApYIICHUSIMHU BOJIHO-
AJIEKTPOJIUTHOrO OanaHca, Tak Kak B XOJ€ JIEYEHMs KaleluUTaOMHOM BO3MOXKHO 00OCTpeHHe
JTAaHHBIX 3a00JIeBaHUH.

AnumukoazynissHmol KyMapuHo8020 psod

Crnenmyer coOmogaTh OCTOPOKHOCTH MpPHU OJHOBPEMEHHOM TIPHUMEHEHHH KarenuTaOuHa W
npenaparToB, Metaboiausupyoomuxcsa nuroxpomom P4502C9 (Bapdaput nian GeHUTOuH).

[Ipy OIHOBpEMEHHOM MNPUMEHEHUH C MEepOpajbHBIM AHTUKOATYISHTAMU — IPOU3BOJHBIMU
KyMapHHa — CJIelyeT KOHTPOJIHMPOBATH MOKA3aTEeIN CBEPTHIBAEMOCTH (IIPOTPOMOMHOBOE BpEMs
wii MHO) 1 B COOTBETCTBHHU C 3TUM MOAOUPATH 103y aHTHKOAryisHTa. [Ipy oHOBpeMEeHHOM
OpPUMEHEHUH C (PEHUTOMHOM M KameuuTaOMHOM, HEOOXOJUMO PeryiisipHO KOHTPOJIMPOBATH
KOHIICHTpaInio ()eHUTOMHA B 1U1a3me (cM. pazzaen 4.5).

Ileuenounas HedocmamoyHocmy

[TareHTHI ¢ TIEYEHOYHOH HEIOCTATOYHOCTHIO BO BpEMs TEpalMH KarelUTaOuHOM JJIOJDKHBI
HAXOJUTHCS MO/ THIATEIbHBIM MEIUIMHCKAM HaOmroneHueM. BiusHue HapymeHus QyHKUUU
NeueHH, He 00yCIOBICHHOTO METACTATUYECKUM MOpaKEHUEM MEYECHU WM TSHKEION MeueHOYHOH

HEAOCTAaTOYHOCTBIO, HA paCpCaACICHUC KaIenuTadnHa HEU3BECTHO.
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Karnenurabue MOKET BbI3BaTh TUNEPOMIMPYOMHEMUIO. Foumi BOBp eV IeHeHuUs (KATICLMTAOHHOM

oTMmevaercst runepounupyonnemus >3.0 x BI'H (BepxHsis rpaHuiia HOpMbI) WIM TOBBIIICHUE
AaKTUBHOCTH «I1e4eHOuHbIX» amuHoTpanchepas (AJIT, ACT) >2.5 x BI'H, nedyenue cnemyer
npepBaTh.

[IpoBeneHnM Tepanuu MO>KHO BO30OHOBUTS ITPH CHIKEHUHU KOHIIEHTpaluu omnnpyounHa 10 <3.0 x
BT'H u cHMXeHNM aKTHBHOCTH «II€YEHOYHBIX» aMUHOTpaHcdepas 1o <2.5 x BI'H.

Iloueunasn nedocmamoynocmuy

Crnenyer coOuonaTh OCTOPOKHOCTH NMPH HAa3HAYEHUH KalenuTabuHa MalueHTaM ¢ MOYEHHOU
HEJOCTAaTOYHOCThIO cpenHel creneHu TsbkecTu. Kak u mpu jedeHun ¢GTopypariom, 4actoTa
Pa3BUTHS CBSI3aHHBIX C MPOBOJMMON Tepanuenl HEeXeNaTelbHbIX peakuuil 3-ei u 4-0il cTerneHu
TSXKECTU ObllIa BBIIIE y MAIMEHTOB C MOYEYHOM HEIOCTATOUYHOCTHIO CPEIHEN CTENEHU TKECTU
(KK 30-50 mur/mumn).

Lepuyum oueuoponupumuduroezuopozenasol ({I11/1)

Axtuaocts JI1J] orpanuuuBaet ckopocth karabomamsma DY (cMm. pazmen 5, mompaszmen 5.2),
Mo3TOMYy y manueHToB ¢ aedummrom JI1J] orMeyaeTcsi MOBBIICHHBIN PUCK PAa3BUTHS SBJICHUN
TOKCUYHOCTH, CBSI3aHHBIX C (DTOPIUPUMHUAMHAMH, BKJIIOYas, HApUMeEp, CTOMATHUT, JUAPEIO,
BOCMAJIEHUE CIU3UCTHIX 000JI0UEK, HEUTPONIEHUIO U HEUPOTOKCUYHOCTb.

TokcuunocTb, cBszanHasg ¢ Aedunutom JIIJ[ 0ObIYHO BO3HUKAaEeT BO BpeMsl MEPBOrO IUKIA
JICUEHUS WM MTOCIIe YBETMYCHHUSI TO3bI IIperapaTta.

Hoanvui decpuyum I

[Momusiit nedpurut A1/ BcTpeuaercs penko (y 0.01-0.5% npencraButerneil eBpONeonIHON pach).
[Tarmentsl ¢ momubiM  Aedummrom [IIJI moaBep:KeHBI BBHICOKOMY PHCKY Pa3BUTHUS
JKU3HEYTPOXKAIOMIEH WM JIeTANbHOW TOKCUYHOCTH UM HE JOJDKHBI IOJIydaTh JICUEHHE
KarneruTabuaoM (cm. pazaen 4.3).

Yacmuunwvii oecpuyum JII]

Yactuuneid nepuuut HAI1/] 3aTparusaer 3-9% nomymasiuyu eBporeouIHON pachkl. Y MaIMEeHTOB C
yacTuuHbIM Aeduuutom JITJI oTMewaeTcs TOBBILIEHHBI PHUCK pa3BUTHS TKEIOW U
NOTEHLMAJIBHO JKU3HEyrpoXKarouiel TokcuyHocTH. HeoOxoaumMo paccMOTpeTh CHHXKEHHE
Ha4yaJIbHOW JT03bI MperapaTa il OTPaHUYEHUs Pa3BUTUSA JAHHOW TOKCUYHOCTH.

Heduuut AT/ crnenyer paccMarpuBaTh Kak MapaMeTp, KOTOPBIA 005A3aTeNbHO JOJDKEH OBbITh
IIPUHAT BO BHUMAHUE B COYETAHUU C IPYTUMU PYTUHHBIMU MEPAMHU 110 CHUKECHUIO J103bI.
[TepBoHayanbHOE CHUYKEHUE J103bI MOXKET MOBIHUATH HAa 3 (HEKTUBHOCTD JICUSHHUSI.

B ciydae oTcyTcTBUS C€pbE3HONM TOKCUYHOCTH MOCIIEAYIONINE 103bI MOT'YT OBITh YBETTUYEHBI PU
YCIJIOBUHM TILATEILHOTO MOHUTOPHUHTA.

Tecmuposanue na depuyum I
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HecmoTpss Ha HEONPENENEHHOCTh B OTHOIICHUM ONTHVEINEHELX] (METOTIOIQIM ) (TECTADOBHHUS

PEKOMEHIyeTCsl MPOBECTH (EHOTUIIUPOBAHWE W/WIIM TEHOTUIIMPOBAHME A0 Hayaua JeYeHUs
karenurabuaoM. ClieyeT pyKOBOJICTBOBATHCS JOCTYMHBIMA M MPUMEHUMBIMU KIMHUYECKUMU
PEKOMEHIAIUSMH.

[enomunuueckas xapakmepucmuxa oechuyuma I

TectupoBanue Ha penkue mytanuu reHa DPY D nepen HauanoM JiedeHHsI MOKET IOMOYb BBISIBUTH
nanueHToB ¢ aedumurom JIT/1.

Yersipe Bapuanta rena DPYD (c.1905+1G>A (takxe uzBectHbiii kak DPYD*2A), €.1679T>G
(DPYD*13), ¢.2846A>T u €.1236G>A/HapB3) Moryr BbI3bIBaTH IIOJHOE OTCYTCTBHE WIIH
cHKkeHue ¢epmeHTaTuBHON aktuBHOCTH [II/]. Jlpyrue penkue BapHaHTBl TaKXKe MOTYT OBITh
ACCOIIMMPOBAHBI C TMOBBIIICGHHBIM PHUCKOM PA3BUTHUSL TSOKEIOW WM IKU3HEYTPOXKArOIIEH
TOKCHYHOCTH.

H3BecTHO, YTO HEKOTOPbIE TOMO3UTOTHBIE U CJIOXKHBIE T€TEPO3UTOTHBIE MYTAILIUU B JIOKYCE reHa
DPYD (manpumep, KOMOMHAIIMK YETHIPEX BAPUAHTOB IO MEHBIICH Mepe C OAHUM alJICIIeM B
c.1905+1G>A wmm ¢.1679T>G) BBBBIBAIOT MOJHOE WJIM IOYTH TOJHOE OTCYTCTBUE
dbepmentatuBHOM akTuBHOCTH JIIT/].

Y nanueHToB ¢ OlpeieJICHHBIMU FeTepO3UTOTHRIMU BapuaHTamu reHa DPY D (Bkirodas BapuaHThI
c.1905+1G>A, ¢.1679T>G, ¢.2846 A>T u ¢.1236G>A/HapB3) ormeuaeTcs MOBBIMIEHHBIA PHUCK
Pa3BUTHUSA TSHKETIOW TOKCUYHOCTH TMPH JieueHuu propnupumuanHaMu. YacToTa reTepo3uroTHOro
redorurna c.1905+1G>A B rene DPYD y nmanueHToB eBpONCOUTHOM pachl COCTaBISAET OKOIo 1%,
gactota C.2846A>T — 1.1%, uyacrora BapuanToB c.1236G>A/HapB3 — 2.6-6.3% wu wacrora
c.1679T>G — ot 0.07% 1o 0.1%.

Jlanaple 0 dacToTe ueThlpex BapuaHToB reHa DPYD B japyrux mnomynsnusx, Kpome
NIPEJICTaBUTEINICH €BPOIICONTHON PAChl, OTPAaHHYECHBI.

B nacrosiiee Bpems detbipe Bapuanta rena DPYD (€.1905+1G>A, ¢.1679T>G, ¢.2846A>T u
¢.1236G>A/HapB3) cunTaroTCcs NPaKTUYECKH OTCYTCTBYIOIIMMHU B MOMYNISALUSIX ahPUKAHCKOTO
(ahpo-amMepHKaHCKOT0) MITH a3MaTCKOTO MTPOUCXOKICHHUS.

Denomunuyeckas xapakmepucmukxa oepuyuma 1T

Jns genorunmueckoit xapakrepuctuku aeduuura JIIJ] pexomMeH10BaHO OIpeneseHue Mpea-
TepaneBTHUECKUX ypoBHeW sHporenHoro [I1J[-cybctpara — ypaunmna (U) B mimazme KpoBwu.
IToBbIIIEHHBIE TIPEA-TEPANIEBTUYECKHUE KOHLICHTPALUU ypaluila CBs3aHbl C IOBBIIICHHBIM PUCKOM
pPa3BUTHUS TOKCUYHOCTH.

VYpoBens yparuia B KpoBu >16 Hr/mut 1 <150 HI/MII clieyeT cUuTaTh MoKa3aTeaeM YaCTUIHOTO
nepunura I u acconmupoBaTh € MOBBIIIEHHBIM PUCKOM DPa3BUTHUS (HTOPIUPHUMUIMHOBON
TOKCHUYHOCTH, HECMOTPSI Ha HEOIPEAEIECHHOCTh B OTHOILICHUM ITOPOrOBBIX 3HAYCHUH ypaluia,

ONpeAeNoInX NoMHbIH 1 yacTuuHbIi nedunuta JAI1J]. YpoBens ypauuna B kpoBu >150 Hr/mi
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COOTBETCTEYET ZKCNEFTHOMY OTYETY
ot 11.11.2024 N= 24331
CIIENlyeT CYUMTATh TT0Ka3areneM rosiHoro nepuuyra JII1J] i accommpoBaTs ¢ KU3HEYIP OIRAQILECH

WJIH JIETAJIbHON (TOPIIUPUMUTIAHOBON TOKCUIHOCTHIO.

Og¢manvmonozuyeckue 0cioHCHeHUs

Cnenyer Habnro#aTh NAIMEHTOB HAa MPEIMET BO3HUKHOBEHHS O(TaIbMOIOIMYECKHX
OCJIO’)KHEHUH, TaKUX KaK KepaTUT WU MaTOJOTHs POTOBHUIBI, OCOOEHHO B Clyyae HaJIW4Hs
HapyILIEHUI CO CTOPOHBI OpraHa 3peHHs B aHaMHe3e. B ciydae pa3BUTHUS OCIOKHEHUH CO CTOPOHBI
oprasa 3peHusi HEOOX0JMMO Ha3HAYUTh COOTBETCTBYIOIEE JICUCHHE.

Taorcenvie kKodcHble peaKkyuu

Kameuutabun MOET BbI3BATh PAa3BUTHUE TAKUX TSKENBIX KOXKHBIX pEaklUUid KaK CHHIPOM
CruBeHca-/[>KOHCOHAa M TOKCHMYECKOrO 3MUAECPMAIBHOrO Hekposnusa. [Ipu pa3BuTuUM TKEIBIX
KOXKHBIX peakuuii Ha oHe mMpUMeHEHUs KanenuTaduHa mprueM Iperapara cielyeT MPeKpaTuTh u
HE BO30OHOBIISITD.

Ilpumenenue npenapama y nayuenmoe nodcuio20 03pacma

YacTtoTa TOKCHYECKUX MPOSBICHUM CO CTOPOHBI KEIIYAOYHO-KUILIEYHOrO TPAKTA y MALIUEHTOB C
KOJIOPEKTAIBHBIM PakoM B Bo3pacTe 60-79 iet, moayJaBIImX MOHOTEPAITHIO KaNeUTaOuHOM, HE
OTJIMYajJach OT TAaKOBOW B OOLIEH MOMyJasluU HAlUeHTOB. Y mnaunueHtoB 80 jeT u crapiue
oOpaThMble HeKelaTelbHbIE PEaKIUU CO CTOPOHBI JKEIyJOYHO-KUIIEYHOTO TpakTa 3-eil u 4-oi
CTENEHU, TAKWE KaK Juapes, TOLIHOTAa U PBOTA, Pa3BUBAJIMCH 4Yalle. Y MAalUUEHTOB >65 €T,
MOJy4aBIINX KOMOMHUPOBAHHYIO TEPANHUIO KAalEeUUTAOMHOM U JAPYTUMHU IMPOTUBOOMYXOJIEBBIMU
npenaparaMmu, OTMEUYaIOCh YBEJIMUEHUE YACTOThI HEXENATeIIbHBIX Peakiuii 3-ei u 4-oi cTerneHu
TSOKECTH U HEXKETATENbHBIX SBJICHHM, KOTOPHIE MPUBOJIMUIN K TMPEKPAIICHUIO TEParuu I0
CPaBHEHUIO C MallMEHTaMHu MOJIOXKe 65 JieT.

[Tpu ananuze MaHHBIX 0€30MACHOCTH y ManuMeHTOB >60 JeT, moay4aBIIMX KOMOWHHPOBAHHYIO
TEpanuio KanenuTadMHOM U JOLETaKCeIOM, OTMEYEHO YBEIMYEHHE YacTOThl CBSA3aHHBIX C
Tepanuen HeXelaTeIbHbIX peakiuil 3-ei 1 4-0i CTENEHU TSHKECTH, CEPhE3HBIX HEXKEIAaTeIbHbBIX
peaklMil ¥ paHHEW OTMEHBI TePANUU U3-3a HEKEIATEeIIbHBIX PEAKIIUHI 110 CPABHEHUIO C TAKOBBIMU
y HaueHToB MoJioxke 60 Jer.

4.5. B3aunMojeilicTBMe C JAPYrHMH JIeKAPCTBEHHbIMHM IpenaparamMu W JApyrue BH/bI
B3aHMO/AeliCTBUA

Anmukoaz2ynanmul KyMapuHo8o2o psoa

VY nanueHToB, NPUHUMABIIUX KaeUTa0MH OJHOBPEMEHHO C AaHTUKOATYISTHTAMH KyMapHHOBOTO
psaa (BapdapuH U GeHIPOKYMOH), COOOIIAIOCh O HAPYIIEHUX ITOKa3aTesei CBepThIBaHUS H/IIN
KPOBOTEUEHMSIX Yepe3 HECKOJbKO JTHEHM WM MecslEeB OT Haudaja Tepanud KareuuTabuHOM, a B
HECKOJIbKMX CITy4yasiX — B TEUEHHUE OJHOTO MeCsIa MOCIIe €€ 3aBepIICHUs.

B uccrnenoBanuy 1eKapcTBEHHOTO B3aUMO/ICHCTBUS TIOCTIE OHOKPATHOTO BBECHHS BaphaprHa B

no3e 20 mr xanenutadbun yBenuunia AUC S-Bapdapuna Ha 57 %, a BETUYHHY MEXITYHAPOTHOTO
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COOTBETCTEYET ZKCNEFTHOMY OTYETY
ot 11.11.2024 N= 24331
HopMmanuzoBanHoro orHowenus (MHO) — na 91 %. «(JoryracHo yrasHEM [Pes)y IS TRTAN MOKHO

MPEANOI0KUTh B3aUMOJICUCTBUE AHTUKOATYJISIHTOB KyYMapHMHOBOIO psiia IpenaparoM 3a CYeT
nonasneHus m3odepmenta P4502C9 non BausiHEEM KarenuTadnHay.

VY manueHToB, OAHOBPEMEHHO NMPUHUMAIOUINX KaleluTaOuH U aHTHKOATYJISIHTBI KYMapHHOBOTO
psiaa, He0OXOAMMO TIATEIBHO CIEAUTD 3a MOKA3aTeNIsIMU CBEPThIBaHUS (IPOTPOMOMHOBOE BpeMsi
it MHO), o3y koaryssiHTa He00X0AUMO NOJ0UPATh B COOTBETCTBUU C ITUMHU MTOKA3aTESIMHU.
Cyocmpamul yumoxpoma P4502C9

CrienuanbHBIX MCCIIEOBAHUIN JIEKAPCTBEHHOTO B3aMMOJCHCTBHS KarneuuTabuHa C JIPYTHMHU
npenaparamu, meTtadonuzupyromumucs uzodpepmentom 2C9 cucremsl muToxpoma P450, He
npoBoawiuck. Cienyer coboaTh OCTOPOKHOCTh IMPU HAa3HAYEHUM KameluTaOuHa BMECTE C
TUMMU IIpenapaTamMu.

Denumoun

[Ipu onmHOBpeMEHHOM IpHeMe KarenutabuHa u (eHUTOMHa cooOuanoch 00 YBEIMYEHUU
KOHLIGHTpalUu TMOocieAHero B Imia3me. CrnenualbHbIX HCCIEAOBAHUI MEXKIEKapCTBEHHOIO
B3aMMO/JICHCTBHA KanenuTabuHa U (eHHOTHHA HE TPOBOAMIIOCH, OJTHAKO MPEAIOIAraeTcs, 4To B
OCHOBE MEXaHHM3Ma B3aUMOCHUCTBUS JEKUT noaasineHune msopepmenta P4502C9 nox BiusHuem
KarneuutabnuHa (CM. BbIIe «AHTHKOAryJdsiHTBI KyMapUHOBOTO psna»). Y TAalleHTOB,
MONyYalOlMX  OJHOBPEMEHHO KamenuTabuH U (EHUTOMH, HEOOXOAUMO  PeryysipHO
KOHTPOJIMPOBATh KOHLIEHTPALIUIO (PEHUTONHA B IJIa3Me.

Anmayuool

[Tpu oneHke (papMaKOKMHETHUECKUX NTapaMeTpOB KanenuTaduHa npu 0JIHOBPEMEHHOM MpUeMe C
aHTaLUAaMHU, COAEPKAIIMMU ATFOMUHUS THIAPOKCUI U MarHusi THAPOKCH], OTMEUEHO HEeOOIbIIOoe
MOBBIIIIEHHE KOHIICHTPAIMH KarenuTabuHa u oHoro u3 ero merabonutos (5°-JPLT) B mnazme
kpoBu. Ha Tpu ocHOBHBIX MeTabonuTa kanerutabuna (5°-JJOYP, ®Y u ®BAJI) uccnenyemoie
CPEJCTBA BIMSHUS HE OKA3bIBAIIU.

Annonypunon

Crnenyer wu30erartb OJHOBPEMEHHOTO MpHEMa AJIONypUHOJA M KamenuTaOMHA, MOCKOJIbKY
BO3MOXKHO CHMKEHUE 3(pPexkTuBHOCTH (pTOpypanuia BCaeACTBUE B3aUMOAEHCTBYS (pTopypanuia
C aJUIOMYPUHOJIOM.

HUnmepgpepon anvga

MakcumanbHO MepeHocuMasi J03a KarnenuTaduHa B KOMOMHaIMU ¢ uHTepdepoHoM 2-anbda (3
MEXTYHAPOIHBIX MITH-eIHHUIB/M? B cyTkH) cocTasuma 2000 Mr/m2 B CyTKH, B TO BpeMs Kak
MaKCHMAIEHO epeHOCHMas 1032 KaleuTabuHa B KauecTBe MOHOTepanuu coctapuaa 3000 mr/m?
B CYTKH.

Jlyuesas mepanus

14



COOTBETCTEYET ZKCNEFTHOMY OTYETY
ot 11.11.2024 N= 24331
MakcumanbHO TIepeHOCHMas J103a KameuuTabjiHa B KOMOMHHLW M) ¢/ TYYCROH ) TepaMgy \IipH

JIe4eHHH TTAIIMEHTOB C PAKOM TIPsIMO KUIIKH cocTaBuiaa 2000 MI/M2 B CYTKH (IIpH HEIIPEPHIBHOM
pEeKUME TepaIruy WK [P PEKUME TEPANTUH C TIOHEICTbHHKA IO MATHHUILY U 6-TH THEBHOM Kypce
JY4eBOH Tepamnuu), B TO BpeMsi, KaKk MAaKCUMaJIbHO MEpEHOCHMAs /1032 KaneluTabnHa B Ka4yecTBe
MOHOTepanuu coctaBuiaa 3000 Mr/M? B CyTKH (HHTEPMUTTUPYIOIIUHA PEXKUM).

Kanvyus ¢ponunam (Jletikosopun)

Kanpuusa Qonuuatr He BimseT Ha (HapMAaKOKMHETHUYECKHE CBOWCTBA KamenutabWHa U €ro
MeTabonmuToB. OMHAKO, BOBMOXKHO YCWJICHHE TOKCHUYECKOTO 3(ddekTa kamenuraOmHa 3a cuUeT
BIIUSTHUS Kaiblusl QojrHaTa Ha apMaKoJUHAMUKY KaleluTaOuHa.

Copugyoun u e2o ananozu

B nuTepaTypHBIX HCTOYHHKAX OMUCAHO KIMHUYECKH 3HAUUMOE JIEKApCTBEHHOE B3aMMOCHCTBUE
copuByanHa 1 PV, B OCHOBE KOTOPOTO JIS)KHUT UHTHOUpyromuii g dexT copuByauna Ha (JII11).
VYkazaHHOe B3aMMOJICWCTBHE MOXKET NPHUBOIUTH K (aTalbHOMY YCHIECHUIO TOKCHUYHOCTHU
dropnupumuauHoB. [losTomMy He cienyer Ha3HayaThb KamnelMTaOUH OJHOBPEMEHHO C
COPHBYAMHOM WJIM €T0 CTPYKTYpHBIMH aHalloraMH THma OpuByauHa. Ciemyer coOmoaaTh Kak
MUHHMYM YeThIPEXHEICIbHBI MHTEPBAJ MEXIy OKOHYAHHWEM TEpaliu COPUBYIMHOM H €ro
CTPYKTYPHBIMH aHajoraMu (BKJIIO4as OpUBYIMH) U HA4aJIOM JICUCHUs KalelUuTaOuHOM.
Oxcanunaiamun

Knunndecku 3Ha4MMON pa3HUIIBI B 9KCIIO3HUIIMU KaneliuTabuHa WK METa00JIUTOB OKCATUILIaTHHA
(cBOOOIHOM TUIATUHBI WK O01LEH MJIaTHHBI) IPU KOMOMHUPOBAHHOM IIPUMEHEHUHN KaneuTaduHa
¥ OKCAIMIIIATHHA, HE3aBUCHMO OT NMPHUCYTCTBUS OeBanm3ymada, He OTMEUEHO.

besayusymab

Knuanuecku 3HaunmMoro >(¢dekra 6eBannzymada Ha papMaKOKHMHETUKY KaneluTaOlHa WU ero
MeTabOoIUTOB HE OTMEYEHO.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JIAKTAIUA

KoHTpauenuus y My>K4YiH M SKEHIITUH

JXKenmuHaMm Bo BpeMsl Tepaluu KanenuTabuHOM U B T€YEHUE 6-TU MECALEB MOCIe €€ OKOHUAHUS
ClelyeT MCIOJIb30BaTh HAJEKHbIE METO/bl KOHTpauenuuu. Eciu GepeMeHHOCTh HacTymuia B
NepUo/ MPOBEICHUS TEPAINH, TAIIUEHTKa JTOJKHBI OBITH OCBEIOMIIEHA O TMOTEHIIMAILHON yrpo3e
JUIS TUIOJA.

Ha ocHoBaHuu pe3ynpTaToB MCCIIEIOBAHUNM N€HOTOKCUYHOCTHU MAllMEHTaM MYXCKOTO I10Ja U UX
MapTHEPIIAM C COXPAaHEHHBIM PEIPOTYKTUBHBIM TOTEHIIUATIOM CJIEIYET UCIIOIb30BATh HAIC)KHBIE
METO/Ibl KOHTPALIETILMU BO BPeMsI T€palnuy KarneuuTaOMHOM U B T€UEHUE 3-X MECALEB MOCTe ee

OKOHYaHHA.

bepemeHnHoCTh
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COOTBETCTEYET ZKCNEFTHOMY OTYETY
ot 11.11.2024 N= 24331
[IpuMeHenure IPOTUBONOKA3aH0. B HacTosIee BpeMs NgRHBIX/ T TIPAMEHERI] RATEUHTa0uHa y

OEepEeMEHHBIX JKEHIINH HET.
JlakTanus
IIpuMeHeHre MPOTUBOIIOKA3aHO.

DepTUILHOCTE

Ha ocHOBaHMYM JaHHBIX UCCIICIOBAHUN Y )KMBOTHBIX KalleIUTA0WH MOYKET OKa3bIBaTh BIUSHUE HA
q)epTI/IJIBHOCTB y My)K‘lI/IH M XKCHIIUH C COXpaHeHHbIM perOI[yKTI/IBHBIM IIOTCHIIMAJIOM.

4.7. BiusiHde Ha CNOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHM CPeACTBAMHU H PpadoTarh ¢
MeXaHU3MaMHu.

Kanerurabun oGnagaer HEOONBIIMM WM YMEPEHHBIM BIUSHHUEM Ha CIIOCOOHOCTH YIPaBJISATH
TpaHCHOpTHBIMI/I CpCHCTBaMI/I n MCXaHHU3MaMHU. HaI_II/IeHTaM, y KOTOprX BO3HHUKJIM TaKHUEC
HEKeJIaTeJIbHBIC SBJIICHUS, KaK TOJIOBOKPY)KEHHUE, CTa00CTh HITH TOITHOTA, CJICIYET BO3IEPIKATHCS
OT yNpaBIeHUS TPAHCIOPTHBIMU CPECTBAMHU, MEXaHU3MaMHU.

4.8. HexkennaTeibHbIE peakunu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

HanbGonee wyacrto BCTpPCHAIOIIUMUCAH I/I/I/IJII/I KIIMHUYCCKN 3HAYUMBbIMHU HCXKCIIATCIIbHBIMU
peakIusIMUA B XOJIE TEpaluu KarenuTaOMHOM OBUIM HAPYIICHUS CO CTOPOHBI JKEIYIOYHO-
KHIIEYHOTO TpakTa (OCOOCHHO Juapesi, TOIIHOTa, pBOTA, O0JIM B )KUBOTE, CTOMATHUT), JIaJIOHHO-
MIOJIONIBEHHBIN CHHIPOM, YTOMJIIEMOCTb, ACTCHHUSI, aHOPEKCHSI, IIPOSIBICHUS KAPAMOTOKCUYHOCTH,
HapacTaHWE TOYEYHOW HEJAOCTATOYHOCTH Yy MAIMEHTOB C HAPYIICHUSMH (YHKIWUU TOYEK B
aHaMHe3e, TpoM003/9MO0IIHS.

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

Jlist onmycaHus 4aCTOTHI HeXKeNaTeNbHBIX PEaKIuil NCTIOIb3YIOTCS CIEAYIONINE KATETOPUH: OYE€Hb
gacto (>1/10), gacto (>1/100 u <1/10), Heuacto (>1/1000 u <1/100), peaxo (>1/10000 u <1/1000),
ouenb penko (<1/10000, Bxmrouyast oTnenbHbIe citydau). [IpuBeneHHBIE HUKE HEXelaTelIbHbIe
peaKIuu MepevyrcieHbl B MOPSIKe YObIBAHUS CEPhE3HOCTH.

MoHoTepanus KaHeHI/ITa6I/IHOM

B Tabnuue 4 nepeunicieHsl HexXeNnaTeNIbHbIE PEaKui, CBSI3aHHbIE C TPUMEHEHHEM KalleuTabuHa
B MOHOTEpAINHH, HA OCHOBE 00bEIMHEHHOT0 aHAJIN3a IAHHBIX 110 O€30M1aCHOCTH U3 TPEX OCHOBHBIX
UCCIIEIOBaHMM, B KOTOPBIX MPHUHsUIO yyactre 6osee 1900 maueHTos.

HexenarenbHble peakiuu A00aBISIOTCS K ONPEICNCHHON TpYIIE YacTOTHl B COOTBETCTBUU C

00111ell BCTPEYaeMOCThIO TI0 pe3yabTaTaM 00beTMHEHHOTO aHaTN3a.

Tabmuma 4. Pe3rome HexenaTenbHBIX PEaKIWi, CBSI3aHHBIE C MPUMEHEHHEM KamenuTaOnHa B
MOHOTEPAINU, HA OCHOBE O0OBbETMHEHHOTO aHAJIH3a JaHHBIX MO0 0€30MaCHOCTH U3 TPEX OCHOBHBIX

UCCIIEIOBaHM, B KOTOPBIX MPHUHsUIO yyactue 6osee 1900 maueHTos.
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
or 1111 2024 M= 24871

) Hevaqp OCNENOBATENEHOCTE 0003)
CucremMHoO- OueHb YacTo Yacro mm};’eirpomalomne Penxo OueHb peako
OpraHHbIi (Bce cTeneHu (Bce cTeneHu T(H;Keg:)]e;:; (mocTperncrpanu | (mocTperucTpan
KJjace TSMKECTH) THMKECTH) OHHBIH ONBIT) HMOHHBII ONBIT)
cUHTAIOIIHeCcs
MeTNIHHCKA
3HAYHUMBbIMH)
Hngpexyuu  u reprecBUpycHas CerCHC, nHpexuun
uHeasuu nHpexuus, MOUYEBBIBOISAIINX
Ha30(apuHTHT, myTeH, EJITEOIIUT,
WHOEKINH HIDKHUX | TOH3WUIAT, (papuHTHT,
JIBIXaTEIBHBIX KaHIUI03 CIH3HUCTON
myTei 00OJIOYKH  TIOJIOCTH
pTa, TpHIIL,
racTPOIHTEPHUT,
IpUOKOBBIC
nHpexuun, nHOEKIHH,
abcuecc 3y6a
Hobpoxauecms JIIIOMa
eHmble,
3710KaYecmeeHH
ble u
HeymoyHeHHble
HO8000pA308aH
us (6xniouas
Kucmol u
noaunsvl)
Hapywenusa co HEHTpOIICHNS, (bebptbHas
CMOpoHbl Kposu aHeMHUs HEHTpOIICHMUS,
u MAHIIUTOTICHUS,
aumpamuyecko IpaHyJIOLUTONEHHUS,
U cucmembl TPOMOOIMTOTICHUS,
JICUKOTEeHUS,
TeMOJATHYECKAS
aHEMUs, YBEIMICHUE
MEXTyHApPOIHOTO
HOPMAaIJIM30BaHHOTO
orHomeans  (MHO)
YBEIUYCHHE
MIPOTPOMOMHOBOTO
BpPEMEHHU
Hapywenus co THIIEPYYBCTBUTEIBHOC | aHTHOHEBPOTHYECK
CMOpPOHbL Tb Ui OTeK
UMMYHHOU
cucmemsi
Hapywenus co | anopexcust JeTHpaTaIHs, caxapHblii nuaber,
cmoponbl CHI)KEHHE  MacChl | THIIOKAJIHEMHS,
Memaboauzma u Tena HapyIICHHUE amleTuTa,
numanus paccTpoicTBO
MUIIEBapEHUS,
THIIEPTPUTITHLIEPATICM
s, COCTOSIHUE
CIIyTaHHOCTH
CO3HaHUS, TAHUYECKUE
aTakd, MOJaBJICHHOE
HACTpOCHHUE,
CHIDKEHHE JTHOUI0
Hapywenus co TOJIOBHAs 601b, | ahazns, pacCTpOHCTBO TOKCHYeCKast
cmopombl neTaprus, MaMsITH, aTakcusi, JerikosHIedaon
HEPBHO TOJIOBOKPY)KEHHE, |OOMOpOK, HapyIICHHE aTus
cucmemsi MapecTe3NH, paBHOBeCHS,
JICTEB3Us paccTporcTBO
YYBCTBUTEIHHOCTH,
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
or 1111 2024 M= 24871

negubepreGan)C ME N OBATENEHOC TR 0003)
HCH pnna"rvm
Hapywenus co TIOBBIIIIEHHOE CHM)KEHHE  OCTPOTHI |CTEHO3  CIIE3HOTO
CMOpOHbL CIIC300TACICHUE, | 3PCHUS, AUIUIONNS KaHaIblIa,
opeana 3peHus KOHBIOHKTHBHUT, TIOpayKeHUE
paszpaxxeHue rias3 POTOBHIIBL,
KEpaTHT, TOUCUHBIH
KEpaTuT
Hapywenus co BEpTHUro, 00JIb B yIax
CHOPOHbL
opeana cayxa u
aabupurnma
Hapywenusa co HeCTaOMIbHAS ¢ubpruIAINs
CMOpPOHbL CTEHOKapIws, KETYHAOUKOB,
cepoya CTEHOKapus, HIIEMUs | yIUIHHEHHUE
MHoKapaa/  WHQapKT | MHTepBaia QT,
MHOKap/a, apUTMUS
bubprIIIIS eIy J0UKOBas
NIpeACePaANH, apUTMHUS, | TAXUCUCTOJIMYECKA
TaxuKapaus, s TUIA IUPYITY,
CHUHYCOBas Opanukapaus,
TaxUKapaus, Ba30CIa3M
cepaiebrenne
Hapywenus co TpoMOoGIeOUuT TpoMO03 TITyOOKHX
CMOpOHbL BEH, MOBBIIICHHE
€ocy008 apTepHaIbHOTO
JaBICHUS,  TIETEXHH,
TIOHIDKEHHUE
apTepHaNTbHOTO
JaBIICHUS,
«IPUITUBBDY,
MOXO0JIOJAHUE
JUCTAJbHBIX OT/EJIOB
KOHEYHOCTEH
Hapywenus co OJIbIIIKA, HOCOBOE |JlerouHas  »MOoJws,
CmMoponbl KpPOBOTEUECHHE, ITHEBMOTOPAKC,
ObIXamenbHol Kalllenb, pUHOpesT | KpOBOXapKaHbE,
cucmemoi, OpoHXHMaJbHAs acTMa,
opaanos OJIBIIIIKA pu
2pyoHol (usndeckoii Harpy3ke
KAemKu u
cpedocmeHust
Kenyoouno- JIuapesi, pPBOTA, | XKEIyIOYHO- KHIIEYHAs
Kuweunvle TOILIHOTA, KHIIEYHOE HENpPOXOJIUMOCTb,
HapyuweHus CTOMATHT, 0OJIH | KPOBOTEUEHHE, acLuT, JHTEPHT,
B )KUBOTE 3amop, Oos  B|ractpur, aucdarus,
BEpXHE 4acTH | 00Jb BHHU3Y JKHBOTA,
JKHMBOTA, a30(arur,
JACTIEIICHS, JUCKOM(pOpT B
METEOpH3M, KHBOTE,
CYXOCTb BO PTY ractpoazodareanbHas
pedutokcHast 00Je3Hb,
KOJIUT, KPOBb B CTyJIe
Hapywenus co TUIepOnIMpyOnHe | KenTyxa TIeYeHOYHas
CMOpOHbL MU,  HM3MEHEHHE HEJI0CTaTOYHOCTb,
newexu u (bYHKIMOHATBHBIX XOJIECTaTHYECKUI
JHcenteavl800AU TECTOB MIEYCHU renaTuT
ux nymetu
Hapywenust co | naloHHO- Chillb,  AJIOTELHs, | BOJ/IBIPH, SI3Ba KOXKH, | KOXKHAS (hopma | TsKeIbIe KOXKHBIE
CMOPOHbL KOJCU | TIOIOLIBEHHBI | 9)pUTEMa, CyXOCTb | ChIllb,  KPAIMBHUIIA, | KDACHOMN BOJNYAHKH |pEeaklUuH, TaKHe
U NOOKOJNUCHBIX | CHHApOM™** KOXH, 3y, | peaKIus Kak CHUHAPOM
mKanetl THIIEPIUTMEHTALIUSI | CBETOUYBCTBUTEIBEHOC CruBeHca-
KOXXH, MakyJsipHas | TH, JIaJJOHHAs DpUTeMa, JxoHcoHa "
ChIllb, IIEYIICHHE |OTEeK JIMIA, IypIypa, TOKCHYECKHH
KOXXH,  JIEPMATHT, | CHHIPOM SNHAEPMaTbHBIN
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

or 1111 2024 M= 248317
Hapymerie paprationrqE OCEOBATENEHOCTEPYINI) (™
[IATMEHTALINH, oT3hiBa paznen 4.4)
W3MEHEHHUS HOTTEH
Hapywenus co 6071 B |OIlyXaHHWE CYyCTaBOB,
CMOpPOHbL KOHEYHOCTAX, 00JH | 00NIH B KOCTAX, OOJIH B
MbIUEYHO, B CIIMIHE, apTPaNTHs | 00acTu JuIa,
cKenemnou  u CKEJICTHO-MBIIIICUHAS
COEOUHUMENLHO CKOBaHHOCTb,
il mKaHu MBIIIEYHAas C1aboCThb
Hapywenus co runpoHedpos,
CMOPOHBI NOYEK HEICPXKaHUE  MOYH,
u reMaTypusi, HUKTYpHs,
MOUEBbI800SUIU MTOBBIIICHHE
X nymeil KpeaTHHUHA B ILIa3Me
KpPOBH
Hapywenus co BarvHaJbHEIE
CMopoHbl KpPOBOTEUECHHUS
PenpoOyKmueHo
i cucmemvl Uu
MOJIOUHBIX
Jicenes
Obwue YTOMJISIEMOCTD, | IUPEKCHS, OTEKH, 03HO0,
Hapyulenuss U | acTCHHS nepuepudecKre | TPUMIIONOI00HBII
peaxyuu 8 OTEKH, CHHJIPOM,
Mecme HeIoMOraHue, 00JIb | pUTHIHOCTb,
66eoernsl B IpyAu MTOBBIIIICHHE
TEMIIEPATYPhI Tl

**(CHOBBLIBAsCh HA MOCTPETUCTPAIIMOHHOM OIIBITE, OBLIIO BBIABJIICHO, UTO HCpCI/ICTI/IpyIOH.[I/Iﬁ WA TSHKEIBIA JJAIOHHO-

HO,HOI.HBGHHBIﬁ CUHAPOM MOZKET BIIOCJICACTBUU IPHUBCCTU K YTPATE OTIICYATKOB IMaJIbLICB (CM. pa3acia 44)

IIpuMeHeHMe KaHCHI/ITa6I/IHa B KOM6I/IHI/IDOB8.HHOI‘/'I TCpaliunu

B tabnuue 5 nepeuncieHsl HexenaTeIbHble peakiiy, CBsI3aHHbIE C IPUMEHEHUEM KalleluTa0lHa
B COYETAaHMM C PA3JIMYHBIMU CXE€MaMHU XUMHOTEPAlUH MO Pa3IMYHBIM IOKa3aHUSM Ha OCHOBE
naHHbIX 1o Oe3omacHoctu Oonee 3000 mamuentoB. HexenarenbHble peakiuu 100aBIsOTCA K
COOTBETCTBYIOILIEH TpyIIe 4acTOThl (OYEHb YACTO WJIM YacTO) B COOTBETCTBHM C HaWBBICIIEH
4acTOTOM, HaOII01aeMOi B JTF0OOM M3 OCHOBHBIX KIMHUYECKHUX HCCIIEAOBAHUM, U TOJBKO B TOM
cilyyae, KOrjia OHM HabJI0JalliuCh B JONOJHEHNE K HeXKeJIaTeIbHBIM PeakusaM P MOHOTepanuu
KamneruTaOMHOM WM ¢ OoJjiee BBICOKOM YacTOTOM 1O CpaBHEHHUIO C MOHOTeparnuen
KareuuTabuHoM (cM. Tabnuiy 4). HexxenarenbHble peaklivy, OTMEUaBIINeECs AJIs KanenuTaduHa
pyu KOMOMHUPOBAHHOM Tepamuy ¢ KaTeropueil yacToThl «HEYACTO», COTIACYIOTCS C TAKOBBIMU
IpY MOHOTEpANMU KareUTaOMHOM WM IPU MOHOTEpanuyu KOMOMHUPOBAHHBIM JIEKAPCTBEHHBIM
CPEICTBOM (B JIUTEpAType U/WIIM B MHCTPYKIMH 10 MEAUIIMHCKOMY IPUMEHEHHIO Tpernapara).

HekoTopsie HexenaTelbHbIE peaklUUHd YacTO HAONIOAANUCh NMPU NPUMEHEHUU KOMOWHAIUU
JIEKapCTBEHHBIX CPEACTB (HampumMep, nepudeprudeckas CeHCOpHasi HelponaTus Mpu NPUMEHEHUH
C JIOLIETAKCEJIOM MJIM OKCAJIMIUIATHHOM, MTOBBIIIEHNE apTepHAIbHOTO AaBICHUS IPU IPUMEHEHUN

¢ OeBan3yMaOboM); OJTHAKO HEJNb3sl UCKIIOUUTh 000CTpeHue Ha (poHe Tepanuu KaneruTaOuHOM.

Tabmuma 5. Pe3tome HeXenaTenbHBIX PEAKIUi, CBA3aHHBIX C MPUMEHEHHUEM KareruTaOnHa B

COCTaBEC KOM6HHHpOBaHHOﬁ TCpaInu, KOTOPBIC Ha6monam/101> B AOIIOJIHCHHUE K HCXKCIIATCIIbHBIM
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peaKkuusAM IPpH MOHOTEPAIMH KaleIUTaOUHOM Witk ¢ 60JIg€)BHIFOKOHHATTOTRH| [1¢” (PABHEHHAIO C

MOHOTEpAINUEH KaneruTaOnHOM.

. Penxo
CHCTEeMHO-0pPraHHbIH OueHb YacTo Yacro N
(mocrperucTpauMOHHbII
KJ1acc (Bce CTeNeHH TSKeCTH) (BCe CTeNneHM THAKECTH)
ONbIT)
HUngpexyuu u unsazuu OTIOSICHIBAIOITI repuec,
HHQEKIINA  MOYEBBIBOISIINX

MyTeW, KaHIUA03 CIU3UCTOU
000JI0OYKH POTOBOI MOJIOCTH,
HHpEKIIN BEPXHHX
JBIXaTEeIbHBIX IyTEH, PUHHT,
rpumm, ‘HHpEKUHH, Teprec
MOJIOCTH pPTa

Hapywenus co cmoponwt | "HeliTponeHus, yrHeTeHre (PyHKIUH KOCTHOTO
Kposu u | *neiikoneHus, *aHemus, | MO3ra, *(heOpubHas
aumgpamuyeckoll "HeHTpoOIeHnYeCKast HEUTPOTICHUS
cucmembl JIUXOPAIKa,

TPOMOOITUTOTICHHUS

Hapywenus co cmoponut
UMMYHHOU CUCTHEeMbl

TUTICPIYBCTBUTCIILHOCTDH

Hapywenus co cmoponsl | CHIXEHUE anneTnTa THIIOKAJTHEMHS,
Mmemabouzma u THIIOHATPHEMHS,
nUManus THIIOMarHUEeMHS,
THIOKaIbLIHEMUS,
THIECPTITMKSMUSI
Icuxuueckue paccTpoicTBa CHa, TpeBora
HapywieHus
Hapywenus co cmoponsl | mapecTe3us, TU3eCTe3usl, | HBHPOTOKCHYHOCTh, TPEMOD,
HepsHOll cucmembl nepudepudeckas HeBpaJITHs, peakiust
Helponarus, THIIEPYyBCTBUTEILHOCTH,
nepudepudeckas TUIECTE3HsI
CEHCOpHasl Helponarusl,
JIMCTEB3Usl,  TOJIOBHAS
60116
Hapywenus co cmoponsl | HOBBILICHHOE HapYLICHUS 3pPEHUs, CYyXOCTh
opeaHa 3peHus CIIE300T/IeNICHHE rma3, Oosp B TIJa3ax,
HapyILLeHHEe 3peHus,
NOMYTHEHHE 3pSHUsI
Hapywenus co cmoponwsl 3BOH B yIlIaX, TYTOYXOCTh
opeana cnyxa u
aabupurnma
Hapywenus co cmoponwvl GuOpHIISILMS  [IpeICcepIu,
cepoya uieMus  MUoKapaa/mHpapkr
MHOKapAa
Hapywenus co cmoponwl | oTeKku HIDKHHX | TUTIEpEeMUs, CHMKEHUE
cocy008 KOHEYHOCTEH, apTepHaIbHOIO JIaBJICHUS],
MOBBILIICHUE THIIEPTOHUYECKH it KpH3,
apTepUaNbHOTO «IPWIKMBBDY, (1eOuT
JABJICHUS, "OMOOIUA U
TpOoM0O03
Hapywenus co cmoponwi | 6016 B ropye, | MKOTa, 00JIb B TJOTKE U

ObIXAMENLHOU CUCmeMbL,
0peanos 2pYOHOIL
KIemKU U cped0CmeHus.

AU3ECTE3UA I'NIOTKHU

TOpTaHu, JUCHOHUS

Kenydouno-kuuieunvie
HapyweHus

3alop, Aucuercus

KPOBOTCUCHHE W3 BEPXHUX
OTJICTIOB KEIyTOIHO-
KUIIEYHOTO TpakTa, S3BBI B
MOJIOCTH pTa, racTpHr,
B3AYTHEC KHUBOTA,
ractpoa3odareanbHas

pedarokcHas 60sie3Hb, 00Jb B
MOJIOCTH  pTa,  Aucdarus,
KPOBOTCUCHHE W3 TPAMOM

20
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ki Gome BHASNRYRETA NEATENBHOCTE 0003)
AN3eCTARUA _B__O0IIACTH p"ra
mapecre3usi B 00JIacTH prTa,
TUrecTe3uss B 00NacTH pra,
JTUCKOM(DOPT B KUBOTE
Hapywenus co cmoponut HapylieHue GyHKIUU ICYCHU
neyenu u
JHCENYEBLIBOOAUUX
nymetu
Hapywenus co cmoponot | anonenysi, HW3MEHEHHS | THICPTHIPO3, IPUTEMATO3HAS
KOJICU U NOOKOJICHBIX | HOTTCH CBIIlb, KpAIMBHUIA, HOYHAS
mKaueti MIOTJIMBOCTh
Hapywenus co cmoponsl | Muanrus, apTpanrus, | 00Jb B UYENIOCTH, MBIIICYHBIC
MbluleyHol, CcKelemHuotl | 00Ib B KOHETHOCTSIX CmasMbl, TPHU3M, MBIIICYHAS
u COCOUHUMENLHOU c1abocCTh
MKAHU
Hapywenus co cmoponui remMarypus, MIPOTEHHYPUSL, | OCTpast mmoYevHast
nouex u CHIDKEHHE KITUpEHCa | HEJOCTATOYHOCTH BCIIEJCTBHE
MOUeBbIBOOSIWUX nymell KpCaTUHUHA, TU3YPHUS JIETUpaTaluu
Obwue mnapywienus u|IUPEKCHs, C1aboCTh, | BOCMAJICHHUE CITU3UCTOM
peakyuu 6  Mecme | neTaprusi, MOBbIIICHHAS | 000JIOYKH, 60716 B
86e0eH s YyBCTBUTEIHHOCTD K | KOHEYHOCTAX, O00JIb, 03HOO,
BBICOKHM W  HHU3KUM | 00JIb B rpyau,
TeMmepaTypam TPHUIIMONOA00HBIH  CHHIPOM,
“nmuxopaska,  MHQPY3HOHHBIC
peaKkIyu, peakiud B MeECTe
WHBEKINH, OONb B MecTe
uHpy3un, Oomp B  MecTe
WHBEKINN
Tpasmvel, unmoxkcuxayuu KpoBomoarek
U OCIOJACHEHUsL NPOYeOyp

* Jlnist KaXI0ro TePMHHA MOJICYET YAaCTOTHI OCHOBBIBAJICS HA HEXKEIATEIBHBIX PEAKIUIX BCEX CTeleHeH TskecTH. s
TEPMUHOB, OTMEYEHHBIX 3HAKOM «1», MOACYET YaCTOThI OBLJI OCHOBAH Ha HEXKEIATCIbHBIX PEakIusaX 3-4 CTemeHU
TshkecTH. HexenmaTenbHbIe peakiuu T0OABJISIOTCS B COOTBETCTBUM C HAWMBBICIICH 4YacTOTOM, HaOJIIOJAaBINCHCS B

J1000M M3 OCHOBHBIX MCCJIEJIOBaHUI KOMOMHUPOBAHHOM Teparuy.

Himke npeacTaBJICHA I/IHd)O‘[)MaIII/IH 110 OTACJIBbHBIM HEXCJIATCJIbHBIM PCAKIIUAM.

Jlaoonuno-noooweennwiii cunopom (cm. pazoen 4.4.)

Ipu npuMeHeHuH KanenuTabuna B 103e 1250 Mr/m? 1Ba pasa B CyTkH ¢ 1-0ro 1o 14-i 1HM Kaxbie
TP HEAETH B HCCIEAOBAHUSAX MOHOTEpANMU KamenuuTaOMHOM (BKIIIOUash HCCIIEeIOBAHUS
aJbIOBAHTHOMU TE€PAITMU paKa TOJICTOUN KUIIIKH, TEPAMMH METACTATHYECKOTO KOJIOPEKTAIHHOTO PaKa
M paka MOJIOYHOHM >KeJe3bl) HAOI0MaCs JIAJOHHO-TIOJOMIBEHHBIM CHUHAPOM BCEX CTENEHEU
TSOKECTH ¢ 4acToToil oT 53% 1o 60% u B rpynmne KamenuTaOuH/AONETaKceN B MCCIEAOBAHUN
Tepanuyd METAaCTaTUYECKOr0 paka MOJOYHOM »kene3bl ¢ vactoroil 63%. Ilpm mpumeHeHuun
karernuTabuna B 1o3e 1000 mr/m? 1Ba paza B CyTKH ¢ 1-oro no 14-ii AHU KaXxAble TPU HEJAECIH NPU
KOMOWHHUPOBAHHOM Teparuy KaneruTaOMHOM JIaJJOHHO-TIOJIOIBEHHBIA CHHIPOM BCEX CTEIEHEn
TSDKECTH HaOIromancs ¢ 4actoroit ot 22% 1o 30%.

Merta-ananu3 14 KIMHUYECKUX HCCIIeA0BaHUM ¢ TaHHbIME Oosiee 4700 manueHToB, NOTY4YaBIINX
KalneuuTaOMH B MOHOTEpANMM WM KalelUTaOWH B COYETAHUHM C PA3IUYHBIMU PEKUMaMU
XUMHUOTEPANHUH M0 PA3TUYHBIM TMOKa3aHUsAM (paK TOJICTOM KHIIKH, KOJOPEKTAIbHBIM pak, pak

JKeMyaKa, pak MOJIOYHOM >KeJe3bl), TMOKa3ad, YTO JIaJOHHO-TIOJONIBEHHBI CHHAPOM BCEX
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creneneil Tsokectn ormedancs y 2066 (43%) npuueHToR M- MPOIIecTBAMA BLPEAHEM 23§ el

(95% U B nmanazone ot 201 mo 288 mueit) mocie Havasia jJedeHus KarmenutabunoM. Bo Bcex
UCCIICIOBAHMSIX, CIICAYIOMME KOBAapPUAHTHI OBLIM CTATUCTHYECKH 3HAYUMO CBS3aHBI C
MOBBIIICHHBIM PUCKOM Pa3BUTHS JIAJOHHO-TIOAONIBEHHOTO CHHAPOMA: YBEIHUYCHUE HAYaTbHOU
JI03bI KamenuTaOuHa (B TpaMMax), YMEHbIIEHWE KyMYJIATUBHOW 1036l KameruTadbuna (0.1%kr),
YBEJIMYEHUE OTHOCUTENIbHOW MHTEHCHUBHOCTH J103bl B MEpBbIe 6 HEAenb Tepalluu, yJUIMHEHUE
UCCIICIyeMOro Tepuoja Tepanuu (B HEAeNnsiX), yBelIWdeHHe Bo3pacta (Ha kaxasie 10 1er),
JKEHCKMH mon U xopomee cocrosHue nmo ECOG (mikama OmEHKM OOIIer0 COCTOSHUS
oHkosorudeckoro 6ompHoro BO3) Ha ucxomuom yposue (0 mpotus >1).

Jluapes

Huapes nHabnronanack y 50 % manmueHToB B X0/I¢ Tepauu KanenuraduaoMm. B pesynprate mera-
aHanmm3a 14 KIMHUYECKUX WCCIIeAOBaHMM, BKIo4aBmMX Oonee 4700 manueHTOB, MOTyYaBIINX
TEepanui0  KarneuuTabMHOM, ObUIM  BBISBICHBI  KOBapHaThl, KOTOPbIE CTaTHCTUYECKU
ACCOLIMMPOBANIUCh C YBEIMUYEHUEM pHUCKA DPA3BUTHUS AHApEH: YBEIUYECHHE HAYaIbHOU 03Bl
Karenurtabnmaa (B TpaMMax), YIJIMHEHHWE HCCIeNyeMOro Tepuojaa Tepanuu (B HEIewsx),
yBenu4yeHue Bo3pacTa (Ha kaxzaslie 10 mer) m sxkeHckui mon. KoBapuwaThl, CTaTUCTUYECKU
ACCOLIMMPOBABIIIMECS C YMEHBIIICHHEM PUCKA PAa3BUTH AUAPEU: YBEINYCHUE KYMYISITUBHOM J03bI
kaneuutabuna (0.1*kr), yBennyeHrne OTHOCUTENIbHON HHTEHCUBHOCTH /103l B IIEpBBIE 6 HENENb
tepanuu (cMm. pazaen 4.4.).

Kapouomoxcuunocmo

B pesynbrare ananmza nmpoduisi 6€30MaCHOCTH CEMU KIIMHHYECKUX MCCIIEJOBAHUH TIPU YUaCTHH
949 manueHTOB, TMOJNYYaBIIMX KameluTaOWH B KayecTBE MOHOTEpANUH, OBbLTH BBISBICHBI
clenymolue HexenareabHble peakuuu (dactota menee 0,1 %): kapamomuonatus, cepaeuHas
HEIOCTaTOYHOCTh, BHE3AITHAsi OCTAHOBKA CEP/Ila M JKEIYI0YKOBasI SKCTPACUCTOHS (CM. paszen
4.4.)).

Onyegpanonamus

DHuedanonarus TakkKe acCOIMUpOBanach ¢ MPUEMOM KarernuTabuHa B KaueCTBE MOHOTEpAINuu
(uacrora meree 0,1 %).

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmuwr nodcunozo eospacma

B xone ananmuza mpodwmis 0e30mMacHOCTH y MalMeHTOB B Bo3pacte >60 jer, MoaydaBIINX
KarenuTadnH B KOMOMHAIINH C JIOIIETAaKCEeIOM, a TAK)KE B Ka4eCTBE MOHOTEPATITHH, OBLIIO BBISIBIIEHO
YBEJIMYECHUE YHNCIIA CEPbE3HBIX HEXKENNATENbHBIX PEaKklMil M HeXelaTelbHbIX peakuuil 3 u 4
CTETIeHU TOKCUYHOCTH, CBA3aHHBIX C JICYEHUEM, 110 CPABHEHHIO C MMALlMEHTaMH B Bo3pacTte <60 nieT.
[TatmenTsl B Bo3pacte >60 jeT, modydaBlIve KaneuuTaOuH B KOMOMHALIMU C JOLIETAKCEIIOM,

TAKXE paHbIIC BBLIOBIBAIIH U3 HCCIICO0BAaHNA BCICACTBUEC PAa3BUTHUA HEKEIATCIBHBIX peaKHHﬁ, o
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CPaBHEHHMIO C MalMeHTaMu B Bospacte <60 nef. B pesymsraTeoygna:anaimpa H- RIMAARECKUX

ucciaenoBaHuii mpu  ydactuu Oosiee 4700 mamueHTOB, MOMYYaBIIMX KamemuTabuH, OBLIO
BBISIBJIEHO, YTO C YBEJIMYEHHEM BO3pacTa MauueHTa (Ha Kaxzable 10 JieT) MmoBblLIANCS PHUCK
pasBUTHS JIAJIOHHO-TIOJIOIIBEHHOTO CHHIpPOMAa W JAHMapeHd, B TO BpPEMs KaK PHUCK pa3BUTHA
HEHTpOIIEHHH, HA000POT, CHILKAICA (cM. pasaen 4.2).

Llon

B pesynprare Mmera-aHanmza 14 KIMHMYECKMX HCCIeOBaHMNA npu ydactuu Oonee 4700
NAIMEeHTOB, NOTYYaBIINX KaNelUTa0uH, ObUIO BBISIBICHO, YTO Y IMALMEHTOB KEHCKOTO MOJIa PUCK
pa3BUTHUS JIAJIOHHO-TIOJIOIIBEHHOTO CUHApPOMAa M Juapeu ObLI BhIINIE, B TO BpeMs KaK PHCK
pa3BUTHUS HEUTPONIEHUH, HAOOOPOT, CHUKAJICS.

Tayuenmoi ¢ noueynol HedoCmMamoyHoCmoio (cm. makdice pasoenvt 4.2. u 4.4.)

B xome ananmmza mpoduis 0€30MacHOCTH Yy TAIMEHTOB C MOYEYHOW HEJOCTAaTOYHOCTHIO,
MOJIyYaBIINX KanelUTaOuH B KaueCTBE MOHOTEpanuu (KOJOPEKTaIbHBIN PakK), ObLIO BBISBICHO
YBEJIMYEHUE YaCTOThl PA3BUTHUS HEXKENATENbHBIX peakuuid 3 u 4 CTeneHW TOKCHYHOCTH IO
CPaBHEHHUIO C TAlMCHTAaMH C HOpMaibHOW (yHkuumei mouek (36 % (N=268) manueHTOB C
HOpMaJibHOW (QyHKIMEH mo4Yek 1o cpaBHeHHio ¢ 41 % (N=257) manMeHToB ¢ MOYCYHOU
HEIOCTATOYHOCTBIO JICTKOM cTerneHu u 54 % (N=59) manueHToB ¢ MOYe4YHON HETOCTATOUHOCTHIO
cpenHeit crenenu) (cMm. pazaen 5). Cpeau MalyMeHTOB ¢ MOYEYHONW HEAOCTATOYHOCTHIO CpeIHen
CTeleHH HauOoliee 4YacTo oTMeuasncs (akT yMEHbIIeHHs A03bl Kanenutabuna (44 %) mo
CPaBHEHMIO C MAI[MEHTaMU ¢ HOpMalibHOM (pyHKUuMeln noyek (33 %) u mauveHTaMu ¢ Mo4YeyHou
HEJIOCTaTOYHOCThIO Jierkoi creneHn (32 %). OTMmedanoch TakKe YBEJIMYEHHE KOJIMYECTBA
MAIMEHTOB, BHIOBIBIIUX M3 UCCIEIOBAaHUS HA paHHHUX cTafusax (21 % manueHTOB, BHIOBIBIINX U3
UCCIIIOBaHMsI B TEUEHME MEPBHIX IBYX IIMKIJIOB) 110 CPAaBHEHHIO C MALMEHTAaMH C HOPMaJIbHOU
dynkimei mouek (5 %) 1 NanueHTaMu ¢ MOYEYHON HEeJIOCTaTOYHOCTBIO JIETKOM cteneHH (8 %0).

H3MeHEHHS CO CTOPOHEI J'Ia60‘[)aTODHI>IX IMOKa3aTeae

CHuxeHue uucina HEHUTpouIoB, CHIKEHHE 4YHCIa TPaHYJOLUTOB, CHIDKEHHE YHCIIa
TUM(OIUTOB, CHI)KEHHE YUCIIa TPOMOOIIUTOB, CHIDKEHUE TeMOTJIO0NHA, THUIIepOMINpYOrHEeMHUs,
MOBBIIIEHHE AaKTUBHOCTH anannHamuHoTpaHchepassl (AJIT), acmaprarammuHOTpaHchepasbl
(ACT), menounod  Qocdara3pl,  TI'UNEPKPEATUHUHEMMS,  TUNEPIIUKEMHUS,  THIO-
/TUnepKanbLUueMusl, THTTIOHATPUEMUS], TUTIOKATHEMHUSI.

[TocTpeructpallmioHHOE Ha6J'IIO,Z[CHI/IC

Bo BpeMss mMOCTMapKeTHMHrOBOrO MPUMEHEHMsS KamneuuTaOuHa OOHapyKeHbl CIeAYIOLIHe

HEXKEIATCIbHBIC PCAKITUH

Tabnuna 6.

Cucrema Opran Kaace HexenatenbpHasi peakuus YacrToTa
Hapymenuss co  croponsl | Tokcuyeckas neiikosHuedatonarus Yacrora HEM3BECTHA
HEPBHOU CUCTEMBI
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Hapymenns co  croponsr|CTeHO3 CIIE3HOTO K4HAIbIA [FRYTOHHCHHBLLL, O8ERs PeaKD L, (10013 )
opraHa 3peHus MOPAKEHUE POTOBUIIBI-BRHOUASKEPATHT
ToueyHsblil KepaTuT Penxo
Hapymenuss co  ctoponsl | Dubpumisius KEITYJ0UKOB; yanunenue | Penko
cepaa untepBaia QT; aputmMusa  KedyaoukoBas
TaxUCUCTOJINYECKAs THIA CIHPYITY;
Opamukapaus
Hapymenus co  croposns! | Bazocnasm Penxo
COCYJIOB
Hapymwenns co  croponsl | IleueHouHas HEJOCTAaTOYHOCTH; | O4eHb PelnKo
[IEYEHU M IKEITUYEBBIBOISAIIMX | XOJECTATUUECCKUI renaTuT
yTei
Hapymenns co ctoponst koxku | Koxkaas ¢opma kpacHOW BomuaHky; Takue | OUeHb peaKo
U MOJAKOKHBIX TKaHeH TSKEIbIE KOXKHBIE pEaklUud, Kak CHHAPOM
CtuBeHca-/[>xoHcoHa u TOKCUYECKUHN
SMUACPMAIBHBIN HEKPOIU3
Hapymennss co  croponsr|OcTpass ToOYedHass HEIOCTaTOYHOCTh, Kak | Pemko
[IOYEK M  MOYEBBIBOJSAIIMX | CIEACTBHE JACTUApATALMM, B TOM YHCIE C
nyTei JIETATBHBIM UCXO0JIOM

BosaelictBue nmpenapara npu IpoOJICHUH WK pa3IaMbIBaHUM TA0JIETOK

B ciyuae napoGnenHus uinm pasiamMblBaHUS TaOJETOK KarmenuTabuHa HAOIIOAAIHNCh CIEAYIOIIne
HE)KeNaTeNIbHbIE PEaKlUu: pa3JpakeHHe TJa3, OTEeK BeK, KOXHas Cblllb, TOJIOBHas OO0Jb,

mapeCTe3unsd, 1uapesia, TOMHOTAa, pa3aApaKCHUC CIIN3KUCTOI 000JIOUKHU JKeIIydKa, pBOTa.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo0maTh 0 1mo103peBaeMbIX HEXeIaTeIbHBIX PEAKIUIX TOCIIE PErHCTPALluH Iperapara ¢
HEeNblI0 O0ECleueHUs] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIIEHUS «II0JIb3a — PHUCK»
JICKapCTBEHHOTO TMpernapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIIaTh O JIOOBIX
MI0JI03PEBAEMBIX HEXKEIATENbHBIX PeaKIUsIX JIEKAPCTBEHHOTO Mperaparta yepe3 HalHoHAJTbHBIE
CHCTEMBI COOOIICHHS O HEXeNaTeNbHBIX PEeaKIHsIX TOCYAapCcTB — UJICHOB EBpa3zniickoro
HKOHOMHUYECKOTO COI03a.

Poccuiickas ®enepanus

®denepanbHas cityx0a 1o HaJ30py B cdepe 3ApaBOOXpaHEHUs

Anpec: 109012, r. MockBa, CraBsiHCKasl TUIOIIaab, 1. 4, cTp. 1

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

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKALMOHHON ceTH «HTepHeT»:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMOTOMBI

CHUMITOMBI OCTPO¥ NTEPEJO3UPOBKH BKIIFOUAIOT TOLITHOTY, PBOTY, TUAPEI0, BOCIIATIEHUE CIIM3UCTON
0007109KH (MYKO3HUT), pa3IpakeHUe KETyJOYHO-KUIIIEUHOTO TPaKTa U KPOBOTCUEHUS, a TaKKe

yrHeTeHUe QYHKIIMH KOCTHOTO MO3Ta.

24



COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 11.11.2024 Nz 24831
Jleuenue (MOCNEOQBATENEHOCTE 0003)

JleueHnue NEPEAO3UPOBKN MOOJIXKHO BKJIHOYATH CTaH,HapTHBIfI KOMIIJICKC TCPAIICBTHYCCKUX U
MoAACPIKUBAKOIIHUX MepOHpI/ISITHf/Jl, HaITpaBJICHHLIX Ha KOPPCKUOUIO KIMHHUYCCKUX CHUMIITOMOB U

MPEAYIPEKICHUE BO3MOKHBIX OCIIOKHECHHM.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapMakoTeparneBTUYECKasl TPYyIIa: MPOTHBOOMYXO0JIEBBIE CPEACTBA, aHTUMETAOOHUTHI; aHAJIOTH
MUpUMHIHUHA.

Ko ATX: LO1BCO6

MexanusM aeiictus 1 dhapMakoaruHaMuueckre dhdheKThI

Kanenurabun — mnpousBoaHoe (ropnupuMHuanHA KapOamaTa, NEpOpPANbHBIA ITUTOCTATHUK,
AKTUBUPYIOILUICSA B TKaHU OIYXOJM U OKa3bIBalOIIMI Ha HEE CEJEKTUBHOE LIUTOTOKCHYECKOE
NENCTBUE.

In vitro kameruTabud He 00IagaeT UTOTOKCHYECKHM 3(dekTom, iN VIVO mpeBpamacTcs BO
dropypammi (PVY), KOTOpHIH ToIBEpraeTcs AalbHEHIIIEMY METa00IN3MY.

Oo6pa3zoBanne @Y npoucxoAuT MNPEUMYLIECTBEHHO B TKaHM OIYXOJM TOJ JEHCTBUEM
OITyXOJIEBOTO AHTHOTeHHOro (akropa — TUMUAMHGOCHOpHIA3BI, YTO CBOAUT K MUHUMYMY
cucteMHoe Bo3zeiicTBue @Y Ha 310pOBble TKAHU OpraHU3Ma.

[TocnenoBarenbHass ¢epmMeHTHass OuoTpaHchopmanus KanerurabuHa B DY co3maer Oosee
BBICOKHME KOHIIEHTpALMH IIpernapaTa B TKAHSAX OIMYXOJH, YEM B OKPY’KAIOLIUX 3/I0POBBIX TKaHSX.
[Mociie mepopaibHOrO HAa3HAYEHHsI KanenuTaOuHa MalUeHTaM ¢ KOJIOpeKTaubHbIM pakoMm (N=8)
KoHIeHTpauuss PV B TkaHU omyxond B 3.2 pa3a OoiblIe €ro KOHLEHTPAILMH B MpUIIekKalIuX
310pOBBIX TKaHAX (quana3oH ot 0.9 mo 8.0).

CootHomienue koHUeHTpauui @Y B TkaHu onyxou U miasme — 21.4 (quanason ot 3.9 1o 59.9),
COOTHOIICHUE €r0 KOHIICHTPAIIMH B 3I0POBBIX TKaHSX M B Tuiazme — 8.9 (auamasoH ot 3.0 1o 25.8).
AKTHUBHOCTh TUMHJIUH(OCGHOPHIIA3bl B MEPBUYHON KOJIOPEKTAILHONW OMYyXOJM Tak ke B 4 pasa
BBIIIIE, YEM B IPUJIEKAIIUX 3/I0POBBIX TKAHSX.

B onyxoneBbIX KiI€TKax y MallieHTOB C PaKOM MOJIOUHOM JKeJe3bl, )Kely/iKa, KOJIOPEKTaIbHbIM
pakoMm, MEHKN MaTKU U SUYHUKOB COAECPKUTCS 00Jiee BBICOKUN YPOBEHb TUMUAMHPOChHOpUIa3bI,
cniocoOHo# npeBpamath 5’ -ADYP (5’-ne3okcu-5-propypuann) B @Y, uem B COOTBETCTBYIOLIUX
3/10pPOBBIX TKaHSX.

Kak 3m0poBele, Tak ® ONyXOJleBble KJIETKH Merabommsupyror DY B 5-dpTop-2-
nezokcuypuanHMonopocdar (PayYMD) u S-propypunauntrpudocdar (OYTD). Dt MmeTaboIUTHI
MOBPEKIAOT KIETKH IOCPEACTBOM JIBYX PA3JIMYHBIX MeXaHU3MOB. Bo-nepBeix, ®aYMOD u

N5—10

(bonatHblif KopakTop -METHJICHTETParuIpoQoaT cBA3bIBalOTCS ¢ TUMHUIMIaTcuHTa30i (TC)

C O6p2130BaHI/IeM KOBAQJICHTHO CBA3AHHOI'O TPETUYHOI'O KOMIIJICKCA. DTO CBA3LIBAHUE noaaBJIsACT
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00pasoBaHue TAMU/IMIIATA U3 ypauuia. TuMuImjaT ABiagneaHE OO XOMIMEM P EITECTBEHHHKOM

TuMuIUHTpU(BOC(hATa, KOTOPHIH, B CBOIO oYepe/b, KpaiiHe BaxeH mis cuHTe3a JIHK, Tak yto
HEJOCTAaTOK 3TOTO BEIIECTBA MOXKET MPUBECTU K YTHETCHHUIO KJICTOYHOTO JACTICHUSI.

Bo-Bropsix, B mponecce cunte3a PHK Tpanckpunumonnsie (pepMeHTHI sipa MOTYT OMIMOOYHO
BKIIOYUTH B Hee DY TD Bmecto ypuauaTpudochara (YTD). Dta Merabonmnueckas «OmnOKa»
Hapymaet npoueccuar PHK u cunTes Genka.

5.2. apmMaKoKHHEeTHYeCKHUe CBOHCTBA

AOGcopouus

[Tocne mpriema BHYTph KareUTaOMH BCAChIBAETCS OBICTPO M MOJIHOCTHIO, IIOCIIE YEro MPOUCXOIUT
ero Tpancopmanys B MeTabouThl 5’ -ne30kcu-5-propruutuaus (5°-APLT) u 5°-JADVYP. [Tuma
YMEHBIIIAET CKOPOCTh BCACHIBAHUS KAlCIMTA0MHA, OJHAKO HA BEIMYMHY IUIOMIAIH O] KPUBOU
«koHneHtpamus-spems» (AUC) 5°-IOYP wu crnenyromero wMerabomuta Y Bruser
He3HauMuTeNIbHO. [Ipy Ha3HAaYeHUH KarnenuTabuHa IMOocie MpueMa Mmuiny B 1o3e 1250 mr/m2 na 14-
Bl JICHh MaKCHUMaJIbHbIe KOHIIEHTpauu B 1iazmMe (Cmax) kaneruradbuna, 5°-JADUT, 5°-JIDVYP,
OV u OBAJI cocraBumu coorBerctBeHHO: 4.47, 3.05, 12.1, 0.95 u 5.46 mkr/miu. Bpewms
JOCTH>KCHHUSI MaKCUMaJIbHOM KoHIEeHTpanuu (Tmax) paBasuiocs 1.50, 2.00, 2.00, 2.00 u 3.34 4.
AUCo. coctaBuna 7.75, 7.24, 24.6, 2.03 1 36.3 MKT X 4/MJ, COOTBETCTBEHHO.

Pacupenenenue

HccnenoBanwe in Vitro B mia3Me KpOBH YeJIOBEKA MTOKA3aJlo, 4To A Kanenuradbuna, 5°-JPILIT,
5’-JIOYP u @V cBa3p ¢ Oenkamu (T1aBHBIM 00pa3oM, ¢ ambkOyMHHOM) cocTaBisier 54%, 10%,
62% u 10%, COOTBETCTBSHHO.

BI/IOTDaHC(bODMaHI/IH

[TepBryHO MeTabOIM3UPYETCs B TIEUEHH 10/ BO3JIeHCTBUEM KapOOKCHIICTEPA3bl 10 META00INUTa
5’-JA®LT, xoTopslii 3aTeM TpaHchopmupyercs B 5°-JIOVYP nox aelicTBreM HIUTUANHIE3AMUHA3HI,
HAXOJAIICHCS B OCHOBHOM B TE€YEHHU M OIyXOJIEBBIX TKaHAX. [lampHeimas Tpancdopmarus 1o
aKTUBHOTI'O IIMTOTOKCHYECKOro Merabonuta PV NpoUCXOAUT NPEUMYIIECTBEHHO B TKAaHU
OIIYXOJIU MO JeHCTBUEM OIYyXO0JIEBOI'0 AaHIMOI'€HHOT0 (hakTopa — TAMUIMH(OCHOPHIIA3HI.

AUC s @Y B utazme B 6-22 pa3za MEHbIIE, YeM T10CJIe BHYTPUBEHHOTO OOJFOCHOTO BBEIICHHS
®V B no3e 600 Mr/m?. MeTaGOMMTHI KamenuTabuHa CTAHOBATCS IIUTOTOKCHYHBIMHU TOJIBKO MOCITE
npeoOpazoBanus B @Y u MetaboauTel OY.

Hanee @V xkarabonusupyercss ¢ 00pa3oBaHWEM HEAKTUBHBIX METAa0OJIMTOB: JUTHIPO-5-
dropypanmna (OYHz), 5-bropypennonponuonoBoii kuciorel (OPVIIK) u a-dprop-p-ananuna
(®BAJI); aToT mpolecc MPOUCXOAUT MOJ BO3ACUCTBUEM AMTHUAPONUPUMUINHAECTHAPOTEHA3I

(AITI), akTHBHOCTH KOTOPOI OTpaHUYMBAET CKOPOCThH PEAKITHH.

OIMMUHALUA
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cocrapisgercs 0.85, 1.11, 0.66, 0.76 m 3.23 wyaca, COOTBETCTBEHHO. DapMAKOKHMHETUKY
KamenuTabuHa u3ydand B 103ax oTf 502 1o 3514 mr/m® B cyrku. DapMakoKMHETHUYECKHE
napameTpsl Kanerurabuna, 5’-JIOLT u 5’-JADYP na 1-it u 14-it nens O6bun onuHakoBel. AUC
@V ypenuunBaiack k 14-omy nuio Ha 30-35% u Gounblie He Bo3pacTtana (22-i aens). B auamnasone
TepaneBTUYECKUX 103 (papMaKOKMHETHYECKHE MTapaMeTphl KaneuTaduHa 1 ero MeTaboJIUuTOB, 3a
uckitoueHrueM @Y, HOCUIIM J0303aBUCUMBIN XapakTep.

[Tocne mprema kanenuTadbuHa BHYTPh €0 META0OJIUTHI BBIBOJAUTCS TIABHBIM 00pa30M MOYKAMHU.
bonbmas yvacte (95.5%) mpuHATON 03B KamenuTaOMHA BBIBOJUTCS IMMOYKaMU. BbiBeneHue ¢
KaJJloM MUHUMAaNbHO (2.6%). OcHOBHBIM MeTabonuToM B Moue siBisiercs PBAJI, Ha KOTOpBIi
npuxogutcs 57% mnpunsTol n036l. Okono 3% mnOpUHATOW 03B BBIBOJAMUTCS TOYKAMHU B
HEW3MEHEHHOM BUJIE.

Kombunuposannaa mepanus

Kakoro-1160 Bo3neiicTBue kanenuutabrHa Ha (hapMaKOKUHETHKY JOIETaKcea WK MaKInuTaKcena
(Cmax 1 AUC), a Tarxxe BO3CHCTBHUS JI0LIETAKCENIa WITH MaKJIUTaKceaa Ha (apMaKOKHHETUKY 5’ -
JADVYP (ocHoBHOrO MeTabonMTa KaneuuTaduHa) He OOHAPYKEHO.

dapMaKOKMHETHKA B 0COOBIX KJIMHUYECKHX T PYIIIIax

[Ton, HamuuuMe MM OTCYTCTBHME METAcTa30B B IEUYEHU JIO Hayajla JICYEHUs, MHAEKC OOIIero
COCTOSIHUSL TAallMEHTa, KOHILEHTpauus oOmero OwinpyOHHa, CHIBOPOTOYHOIO allbOyMHUHA,
aktuBHOCTE ACT wm AJIT He oOKa3pBald CTAaTUCTHYECKH 3HaunmMoro »Jddekra Ha
dapmakokuHeTH4Yeckue cBoicTBa 5’-IOVYP, ®Y u OGBAJL

Ilayuenmovr ¢  neueHouHoUu  HeOOCMAMOYHOCMbBIO,  OOYCIOGNEHHOU — MemacmamuiecKum
nopasicenuem neveHu

VY nmanuMeHToB ¢ JETKOM M CpelHEel CTENEeHbI0 HapyIIeHUH (YHKIMHM MEeYeHH, 00yCIOBIEHHBIX
MeTacTa3aMH, KIMHUYECKHM 3HAYMMOIO0 HW3MEHEHHUs OHoakTUBaMU U (HapMaKOKUHETHKHU
KanenurabMHa He mpoucxoAuT. J[aHHble MO (apMAKOKMHETHKE Yy MAIlMEHTOB C TSXKEIbIM
HapyleHueM (yHKINUU eYeHH OTCYTCTBYIOT.

Tayuenmol ¢ napywenuem @yHKYyuu novex

PesynbTarhl papMakOKMHETHYECKOTO MCCIIEOBAHMS MMOKA3bIBAIOT, YTO IPU PA3JIMYHON CTETEHU
(OT nerkoi 10 TSDKENOH) MOYEYHOM HEIOCTaTOYHOCTH (hapMaKOKMHETHKA HEU3MEHEHHOTO
npenapata 1 @Y He 3aBucut ot kiaupenca kpeatnauHa (KK). KK nusier na Benmnunny AUC 5°-
JADYP — menocpencTBennslil npeamectBeHHUK OV (yBenmuuenne AUC Ha 35% mipu cHIDKEHUH
KK na 50%) u ®BAJI (yBenmuenne AUC Ha 114% mnpu camwkenun KK Ha 50%). ®BAJT —
MeTaboauT, He oOnajaromuid  aHTUOPONU(pEpaTUBHOW  aKTHUBHOCTHIO; 5°-JIOYP —
HEIOCPEICTBEHHBIN NpeAIIeCTBEHHUK DY

HauueHmbz NOJ2HCUTIOC0 803pacma
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Bospact ue Bnuser Ha (apmakokunetuky 5tHOVP @y AUC OBAYL yBemyupanacs ¢

=R

BO3pacToM (yBelWYeHHe Bo3pacTa marueHToB Ha 20% compoBoxaanoch yBenuuennem AUC
OBAIJI Ha 15%), ut0, BeposaTHO, 00YCIOBICHO H3MEHEHUEM (DYHKIMH MTOYEK.

Paca

dapMaKOKMHETHKA KanenuTabuHa y NalMeHTOB HETPOUIHON pachkl HE OTJIMYAETCSI OT TAKOBOH Y

IIallMCHTOB eBpOHCOHHHOﬁ pachl.

6. PAPMAIIEBTHYECKUE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BellECTB

Kanemmra6un, 150 mr, TabIeTKHA, HOKPBITEIE INIEHOYHON 000JI0YKOM.

JlakTo3a Oe3BogHAs
MukpokpucTajsinueckas 1eJuira03a
Kpockapmenno3a Hatpust

Kpaxman kykypy3Hslid

Tanpk

Kpemuust 1MoKcu KOJITOUAHBIN
Marnus creapat

Obonouxa mabremku
I'mnpomennosa

Twurana nuokcun

Kpacurens xene3a okCu KpacHbIM

Makporoin 6000

Kaneumradud, 500 mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JIOYKOI.

JlakTo3a 6e3BogHAs
Kpockapmennosa narpus
Kpaxman kykypy3HbIid

Tanpk

Kpemuus nuokcua KoJsIouIHbIN
Marnus creapat

Obonouxka mabremku
I'mnpomennosa

Tutana auokcuy

Kpacurens xkene3a okcu KpacHbIN
Makporoa 6000

6.2. HecoBMecTHMOCTH

He npumennmo.
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6.3. Cpok roqHocTH (CpOK XpaHeHHs) (MOCNENOBATENLHOCTL 0003)

3 rona.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUHU

ITpu Tremneparype He Boime 30 °C.

6.5. XapakTep u coaep:kaHue NePBUYHOI YNIAKOBKH

ITo 10 Tabnerox B Omuctep u3 Qoasru amomunueBor. 1o 3, 6 wam 12 OGnucrtepoB BMecTe ¢
MHCTPYKLHUEH 110 MPUMEHEHHUIO B KAPTOHHYIO MAUKY.

ITo 30, 60, 120 TabieTok BO (yIaKOH U3 MOTUITUICHA HU3KOTO AABICHHS, YKYITOPEHHBIN KPBIIIKON
U3 MOJIMATIIIEHa HU3Koro naBieHus. [lo 1 ¢raakoHy BMecTe ¢ MHCTpYKIMEH MO MPUMEHEHUIO B
KapTOHHYIO TaUKy.

6.6. Oco0ble Mepbl MNPEIOCTOPOKHOCTH NPH  YHUUYTOKEHUM HMCHOJIH30BAHHOIO
JIEeKAPpCTBEHHOr0  Ipenapara MWJIH  OTX0JA0B, MOJYYeHHBIX IOCJe NpPUMeHeHHUs
JIEKapPCTBEHHOI'0 Mpenaparta, i Apyrue MaHUIYJISIIUH ¢ PenapaTomM

O6DaH_[eHI/Ie C HCHMCIIOJIb30BAHHBIM IIPCIIapaToOM M IIPEnapaToM C HCTCKIIINM CPOKOM I'OAHOCTH

Tak  kak  KameuuTaOWH  SBJISCTCS  IIUTOTOKCHYHBIM,  HEOOXOJMMO  HCIIOJIb30BaTh
CIEIHAIM3UPOBAHHOE 00OPYIOBAHKE U MPOIICAYPHI yTHM3auu. Hencnoap30BaHHBINA Tpenapar
U pacXOJHBIE MaTEpUabl JOHKHBI OBITh YTHIIM3UPOBAHBI COTIIACHO JIOKAJIbHBIM TPEOOBAHUIM.
[Tomamanue ekapCTBEHHOTO MpenapaTa BMECTE C 0TX0/IaMH B OKPY’KaIOIIYIO CPEy TOJKHO ObITh
CBeZieHO K MUHUMYMy. He cienyer yTWIM3upoBaTh MpemapaT ¢ MOMOIIbIO CTOYHBIX BOJ MU
BMECTE C OBITOBBIMH OTXOJaMH. 10 BO3MOXKHOCTH HEOOXOIUMO HCIIOJIB30BaTh CIICIIHMAJIbHBIC
CUCTEMBI JIJTSl YTUJIU3AIUH JICKAPCTBEHHBIX MPENapaToB.

7. AEPKATEJIb PETUCTPAIHMUOHHOI'O YAOCTOBEPEHUS

Poccuiickas ®enepanus

000 «/Ixxomac Dxcionm»

140200, Poccusi, MockoBckasi obnacte, T. Bockpecenck, yin. MockoBckas, a. 45, nurepa M,
ouc 4.

Tenedon: +7 (499) 503-01-92

E-mail: info@jodas.ru

7.1. IIpeacraBuTeIb AePKATES PETHCTPAIHOHHOTO YA0CTOBEPEHH S

[Iperen3un HOTDC6HTCHCﬁ HamnpasJATh 110 agpeECy:

Poccniickas Penepanvs

000 «/Ixxomac Dxcmoum»

140200, Poccus, MockoBckasi o0iacth, T. BockpeceHck, yin. MockoBckast, a. 45, mutepa M,
oduc 4.

Tenedon: +7 (499) 503-01-92

E-mail: info@jodas.ru
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8. HOMEP PEFHCTPALIMOHHOT'O Y I0CTOBERERIHE 0B TENbHOC TS 0003)

.....

9. TATA NMEPBUYHON PETUCTPAIIMUA (IIOATBEPXJIEHUSA PETMCTPAIINMN,
INEPEPETUCTPALIMN)

JlaTta nepBUYHOMN perucTpaIuu:

10. AATA TIEPECMOTPA TEKCTA

OOmast  xapakTepuCTHKa JIGKApCTBEHHOTO  mpemapara KamenuwtabuH  jmocTymHa — Ha
UH(GOPMAIIMOHHOM TopTane EBpasuiickoro SKOHOMHYECKOTO cOro3a B HMH(OPMALMOHHO-

KOMMYHHUKAIMOHHOM ceTn «HTepHeT» http://eec.eaeunion.org/.
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