COOTBETCTBYET KCNEPTHOMY OTYETY

ot 18.07.2025 N= 17384

OBIIAS XAPAKTEPUCTHKA JIEKAPCTREAHOL O TIPEITAPATA

1. HAUMEHOBAHMUE JJEKAPCTBEHHOI'O ITPEITAPATA

Kanmeuurabun, 150 mr, TaONeTKH, MOKPHITHIE INIEHOYHOW 000I0YKOMA.

Kanerurabun, 500 Mr, TabneTKH, MOKPHITHIC TIJICHOYHONH 000T0UKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JlelicTByto111€€ BEIIECTBO: KAlCIUTA0WH.

Kaneuuradun, 150 Mr, TableTKu, DOKPHITHIE IIEHOYHOU 000JI0YKOMI

Kaxxnas Tabnerka, HOKphITas IIIEHOYHOH 000104KOH, conepkuT 150 Mr kaneunutabuHa.
BcnomorarensHble BEIIECTBa, HAIMYNE KOTOPHIX HA/JO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasnen 4.4).

Kaneuuradun, 500 mMr, TabJeTKku, HOKPHITHIE IIEHOYHOU 000JI0YKOMI

Kaxxnas Tabnerka, moKpeITas INICHOYHON 000J109KOM, conepkuT 500 Mr kanenutaduHa.
BcromoraTenbHBIC BElIEeCTBA, HATUYHE KOTOPBIX HAJI0 YYHUTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: jlaktosa (cM. pasnen 4.4).

[TonHbIif mepedeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pasjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000I0UKOH.

Kaneuuradun, 150 Mr, TabJeTKu, HOKPHITHIE IIEHOYHOU 000JI0YKOM

Kpyrible TBOSKOBBITYKIbIC TA0JETKH, IMOKPBITHIC TUICHOYHOH 00O0JIOYKOW O€I0ro WM IMOYTH
6enoro neta. Ha momepeynoM paspese BUIHO sIpo O€I0T0 WIIA MOYTH OeJIoro IBETa.

Kaneuunradun, 500 mMr, TabJeTKu, HOKPHITHIE IIEHOYHOU 000JI0YKOM

Karicynoobpa3Hbie 1BOSKOBBITYKIIbIE TaOJIETKH, MOKPBITHIEC TNIEHOYHON 000JI0UKOM 0enoro uiu
nmoutu Oesoro mBeTa ¢ puckoil. Ha momepeynom paszpese BUAHO SAPO OEI0r0 MU MOYTH OEJI0To

LBETA.

4. KIMHUYECKHUE JTAHHBIE

4.1. [loka3zanusi K NPUMEHEHUIO
[Ipenapar Kanenurabun nokasan K MpUMEHEHHIO y B3POCIBIX B Bo3pacTe oT 18 Jer.

Pak MOJIOYHOM JKejIe3bl

e KomOuHupoBaHHas  Tepamusi €  JOLETAKCEIOM  MECTHOPACIPOCTPAHEHHOIO WU
METAaCTaTMYECKOTO paka MOJOYHON kenme3bl mnpu Hed()(HEKTHUBHOCTH XUMHOTEPAIHUH,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
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(NOCNEOCBATENEHOCTE 0001)

BKJTIOUAIOIIEH Mpenapar aHTPaLUKINHOBOIQ psa.

e MoHoTepanuss MECTHOPACIIPOCTPAHEHHOTO MJIM METAaCTaTUYECKOI0 paKa MOJIOYHOM KeJe3bl
PE3UCTEHTHOIO K XMMUOTEPAIIMK TAKCAHAMMU UJIU IIperapaTaMyu aHTPALUKIMHOBOTO Psifa, UiIu
IIPY HAJIMYUHU [IPOTUBOIIOKA3aHUN K HUM.

KonopekTaabHBIA pak

e AbloBaHTHas Tepanus paka Toiactoil kumku [l craguu mocie Xupypruyeckoro JCUeHHsl.
e Tepanust METaCTaTUUECKOTO KOJIOPEKTAILHOTO paKa.

Pax xenyaka

e Tepanus nepBOi JMHUU PACIPOCTPAHEHHOTO paKa KeIyaKa.

4.2. Pe:kum 103MPOBAHUA U CIOCO0 MPUMEHEHM I
JleueHue KaHeHI/ITaGHHOM CJICAYyCT HNPOBOAUTH IIOI HaG.HIO,Z[GHI/IeM Bpadya, MMCIOLICTO OIIbIT
MMPUMCHCHUSA MTPOTUBOOITYXOJICBBIX CPCACTB.

Pe)xuM 103upoBaHus

CmanoapmHuuwlil pedxicum 003upoBaHus

Monomepanus

KonopexmanvHolil pak, pak moJcmou KUK U PAK MOJIOYHOU JCelesbl

Io 1250 mr/m? 2 pasa B CyTKM - YTPOM U BedepoM (001mas cyTounas g103a 2500 mr/m?) B TedeHue
14 nHei ¢ mocienyonM 7-THEBHBIM ITEPEPHIBOM.

Koxwéunupoeaﬂﬂa,q mepanu:

Pax monounoii sicenesvl

o 1250 mr/m? 2 pa3a B cyTku B Tedenue 14 nHel ¢ MOCIeAYIONUM 7-IHEBHBIM NEPEPHIBOM, B
KOMOHMHAIMH C TOIETAKCENIOM B 03¢ 75 mr/m?> 1 pa3 B 3 Helenu B BHUJI€ BHYTPUBCHHOU HH(Y3UHU
B TeueHue 1 gaca.
[Ipemenukaiusi mpoBOAUTCS TIEpPe BBEICHUEM JOLIETAKCENa B COOTBETCTBUM C MHCTPYKLIHUEH 1O
€ro MPUMEHEHHUIO.

Konopexmanvnuili pax, pak moacmou KUWKY U PaK JHceayoKd

B cocraBe KOMOWHHMpOBAaHHOW Tepanmuu (3a MCKIIOUYCHHEM TEpanuk B KOMOWHAIMU C
MPUHOTEKAHOM) 71032 KanenuTtabuna cocrasnser 800—1000 mr/m? 2 pasa B CyTKH B TeueHue 14
JHEH ¢ TIOCIeIy oMM 7-HEBHBIM NepephIBOM UM 625 Mr/m? 2 pasa B CyTKHU IIPH HEIPEPHIBHOM
pexuMe.

B coctaBe xomOmHMpOoBaHHOW Tepanuu ¢ upuHoTekaHoMm (pexkum XELIRI) pexomengoBaHHas

2 19}

no3a kanenuraduna cocrasiser 800 mr/M” 2 pa3a B CyTKH B TedeHue 14 aHel ¢ mocienyomum 7-
JTHEBHBIM nepepbiBoM. [loOaBnenue 6eBann3ymada K KOMOMHUPOBAHHOW TEpaliuy HE BIUSET Ha

HaYaJIbHYIO /103y KarenuTabuHa.
Crpanuna 2 u3 34



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 18.07.2025 N= 17384

[IpoTUBOPBOTHBIE CpelcTBa W MNpPEeMETUKALUA JUIs 6%&&%%3;&&5@85 Tﬂdﬁ{igljé'unn

HA3HAYAIOTCS Tepell BBEJACHHWEM IHCIJIATHHA W OKCAIUIUIATHHA COTJACHO HMHCTPYKIHSM TIO
NPUMEHECHHUIO IMCIUIATHHA W OKCAIMIUIATHHA TpPH TPUMEHEHWH WX B KOMOWHAIMU C
KanenuTaOnHOM.

B amgproBanTHOW Tepanuu  paka Toicto  kumkua Il cramum  pexoMeHaoOBaHHas
IPOIOJDKUTEIBHOCTD TEPANTUH KarneuuTabunHOM COCTaBIIsIeT 6 MecALEB, T.€. 8§ KypCOB.

B xombunayuu ¢ uucnianmuHom

ITo 1000 mMr/m? 2 pasa B CyTKM B TedeHHe 14 gHel ¢ MOCIEIyIONMM 7-THEBHBIM NEPEPHIBOM B
KOMOMHAIMH ¢ rucrnatiaoM (80 mr/m? 1 pas B 3 Hezmenu, B/B uH(Y3HUsa B TeueHue 2 4, HepBas
uH(}Y3Ms Ha3HAuaeTcs B EPBBIN eHb 1uKia). [lepBas 1o3a kanenntabuHa Ha3HAYACTCSI BEYUEPOM
B IIEPBBII JACHb LIUKJIA TEPAIINH, IOCIEIHAS — YTPOM Ha 15 neHsb.

B kombunayuu ¢ okcanunaamunom uiu ¢ OKCaauniamurom u 6@801/{1/[3)/]14&60./14

ITo 1000 mMr/m? 2 pasa B CyTKM B TedeHHe 14 gHel ¢ MOCIEIyIONMM 7-THEBHBIM NEPEPHIBOM B
KOMOWHAIIMA C OKCAJIUIUIATUHOM WJIH C OKCAaTUIUIATUHOM M OeBarm3ymadbom. I[lepBas mosza
KarenuTaOMHa Ha3HAYAeTCs BEUEpPOM B IEPBBINA JCHb ITUKJIA TEpaIlvu, MOCIEAHSIS — yTPOM Ha
15 nenp. beBanm3zymad BBOgUTCA B 03¢ 7,5 Mr/kr 1 pa3 B 3 Henenu, B/B MH(Y3HS B TCUCHUE
30-90 muH, nepBas HH(GY3UsI HAUWHACTCA B MEPBHIN AeHB UKia. [locne 6eBarmzymada BBOIUTCS
OKCaNUIIaTuH B 103e 130 mr/m%, B/B undy3us B TeueHue 2 d.

B xombunayuu ¢ 3nupv6uuuHOM u npenapaniom Ha OCHoee njianuHvl

ITo 625 mr/m? 2 pasa B CyTKU B HENIPEPLIBHOM PEKMME B KOMOMHAILMH ¢ STHPyOoumHoM (50 Mr/m?
1 pa3 B 3 Henenu, B/B OOJMIOCHO, HAUMHASI C MEPBOTO JIHSA IMKJIA) M IPEmapaToM Ha OCHOBE
nnatunbl. [IpenapaT Ha OCHOBE TUIATUHBI (LUCILIATHH B 103¢ 60 MI/M> WM OKCAIMILIATHH B 03¢
130 mr/m?) nomkeH ObITH BBEJICH B EPBBIii 1eHb [IUKJIA B BUJE B/B MH(Y3UHU B TeueHue 2 U, anee
1 pa3 B 3 Henenwu.

B kombunayuu ¢ UPDUHOMEKAHOM UJIU C UDUHOMEKAHOM U 6eeauu3wwa60/w

PexomenioBanHas 103a Kanenuraduna cocrasiaser 800 Mr/m? 2 pasa B CyTKH B TedeHue 14 queit
C TIOCJIEAYIOUINM 7-THEBHBIM MEPEPHIBOM B KOMOMHALMU C HPUHOTEKAHOM HIIM C UPUHOTEKAaHOM
u OeBarM3ymMadom.

UpunoTexaH BBoguTCs B 103e 200 Mr/m? 1 pas B 3 Henenu, B/B uHOY3us B TeueHue 30 MUH, IepBas
UH(Y34s B IEPBbIH JCHb IIUKIIA.

Bepanuzymab BBoauTcs B 103e 7,5 Mr/kr 1 pa3 B 3 Henenu, B/B undy3us B Teuenue 30-90 muH,
nepBasi MHQY31s HAUMHAETCS B IEPBBIN JIE€Hb IIUKIIA.

Pacuem 0o3wi npenapama

I[03a KaHeI_II/ITa6I/IHa PaCCUUTHIBACTCA HCXOJAd U3 IUIOMAAXW TOBCPXHOCTU TCJIa IMMalUCHTA.

[IpencraBneHHble HIKE TAOIUIIBI TOKA3bIBAIOT IPHUMEP PacyeTa CTAaHIAPTHOW M CHUYKEHHOM J03bI
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 18.07.2025 Ne 17984
o 1080 QGAIELOBATENEHOCTb 0001)

KanenuTaOMHa U1 HadaabHOU 10361 1250 Mr/Mm1

Ta6numna 1. CTaHgapTHAs U CHUKEHHAS [03bl KareluTaOuHa i HayanbHoOH 10361 1250 Mr/m2,

PACCUUTAHHBIC B 3aBUCUMOCTH OT IUIOIIAIN MTOBECPXHOCTHU TCJIA.

Jlo3a — o 1250 mMr/m? 2 pasa B CyTKH
[Tonmuas nosa Uwucno tabnerok 150 mr Cumxennast | CHUXKEHHas
1250 mr/m? | w/mmm 500 mr va npuem (Ha | go3a (75 % | mo3a (50 %
KaXIblil mpreM 2 pa3a B oT OT
CYTKH — YTPOM H BEYEPOM) HavyaJbHOU HavyaJIbHOM
JIO3bI) J03b1)
950 mr/m> 625 Mr/m>
[Inomann Ho3a Ha 150 mr 500 mr Ho3a Ha Jloza Ha
MOBEPXHOCTH | TIPUEM (MT) npueM (Mr) npueM (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

Ta6nuna 2. CTaHAapTHAS ¥ CHUKEHHAS 10361 KalelMTabuHa [T HadanbHoi 10361 1000 mMr/m?,

PAaCCUYUTAHHBIC B 3aBUCUMOCTH OT ILTIOIIAAW ITOBEPXHOCTH TCJIA.

Jlo3a — o 1000 mMr/m? 2 pasa B CyTKH
[Tonmuas nosa Uwucno tabnerok 150 mr Cumxennast | CHUXKEHHas
1000 mr/m? u/umu 500 mr Ha npueM (Ha no3a (75 % no3a (50 %
KaXIblil mpreM 2 pa3a B oT OT
CYTKH — YTPOM M BEYEPOM) HavyaJbHOU HAaYaJIbHOU
JIO3bI) J103b1)
750 mr/m> 500 mr/m>

[Inomann Ho3a Ha 150 mr 500 mr Ho3a Ha Joza Ha

MOBEPXHOCTU | TPHUEM (M) npueM (Mr) npuem (Mr)
Tena (M%)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
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<126 1150 1 i'i'il:l-:._i FA0 En.g.a'@ﬂi:-HCL_ TE gé(l;"l ]
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

KODDGKHH}I JA035bI B XO0AE€ JICYCHUA

Obwue pexomenoayuu

Tokcuueckue MpoOsBIEHUS KalenuTabuHa MOXKHO YCTPAaHHUTh CHUMITOMAaTHYECKOW Tepanuein
U/WIM KOpPpPEKIMe 103bl mpenapaTa (IpepBaB JeUueHne WIM YMEHBIINUB 03y Mpenapata). Eciu
J103y MPHUIIOCh CHU3UTh, HENb3sl YBEJINYUBATh €€ BIIOCIIEICTBHH.

Ecnu mo orenke nedaniero Bpada TOKCHYeckuil 2 ekt mpenapara HE HOCUT CEPbE3HOTO HIIU
YTPOXKAIOIIETO KU3HH TAIlMeHTa XapaKTepa, JICYCHUE MOXKET OBITh MPOJIOJDKEHO B HAYaTbHOU
no3e 0e3 ee yMEHbIIEHUS WK IPEPhIBAHUSI TEPAITHH.

IIpu TokcuuHOocTH 1-0¥ cTeneHu A03y HE MEHSIOT. [Ipu TOKCMYHOCTH 2-0il Wiu 3-eid CTENeHU
TEpanuio MpenapaTom cleayeT NpepBaTh.

[Ipu ucye3HoBEeHUH NMPU3HAKOB TOKCHMYHOCTH WJIM YMEHBIUIEHUU MOcheaHed 10 1-0il crenenu,
MPOBE/ICHUE TEpaluK KarenuTabMHOM MOXET OBITh BO300OHOBIEHO B IIOJHOW /03¢ WA
CKOPPEKTHPOBAHO COTIACHO PEKOMEHAALIUAM, YKa3aHHBIM B Tabuuie 3.

[Ipu pa3BuTHM NPU3HAKOB TOKCUYHOCTH 4-OW CTEMEHU JICUYCHHE CIEAYET MPEKPATUTh WU
BPEMEHHO IIPEPBaTh 10 KyNUPOBAHUS UM YMEHBIIEHUSI CUMIITOMOB /10 1 -0if CTeneHu, ocIie Yero
IIPUMEHEHUE Ipernapara MO>KHO BO30OHOBUTH B J103€, cocTaBisitomiei 50 % oT HayaibHOI.
[TarueHT MOMKEH HEMEIUIEHHO COOOLIUTh Bpady O pa3BHUBIIMUXCS Y HEro HeXKeJaTelbHBIX
sBieHusx. Crenyer HEMEMIEHHO MPEKPaTHTh MpHEM KamnenuTaduHa MpU BO3HUKHOBEHUH
TOKCUYHOCTH TSKEIION WM CpelHel CTeneH! TshkecTU. Eciy u3-3a TOKCUYECKHX SIBICHUHN OBLIO
IIPOITYLIEHO HECKOJIBKO MPUEMOB ITpenapara, TO 3TH J103bl HE BOCIIOJIHSIOTCS.
T'emamonocuueckas mokcuunocms

He cnenyer Ha3HauaTh Tepamnuvio KanelUTaOWHOM IMallMEHTaM, Y KOTOPHIX HAYalbHBIA YPOBEHb
Heittpoduios < 1.5 x 10°/1 /vt HavanbHEIH ypoBeHb TpoMOonuTos < 100 x 10%/11.

Cnenyet nmpepBath JiedeHHE KanelUTaOMHOM, €CJIM B X0JI€ BHEIIJIAHOBOM OIIEHKH J1a00paTOPHBIX

nokasaTeneil uuciao HeWTpodunos ymeHbmmaoch Hike 1.0 x 10°/1, a ymcio TPOMOGOIUTOB
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yMeHbIINI0Ch HIke 75 X 10°/1 (remaTosnornyed

COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 18.07.2025 N= 17384

kan Toxbhiiot s 35 Tk 450 reeiinf) !

B npuBenennol Hike TabnauIe yKa3aHbl peKOMEHAAINH TT0 U3MEHEHHIO 03Bl KarenuTabnHa B

CJIy4dac pa3BUTUA TOKCHUYCCKUX HBHGHHﬁ, CBA3aHHBIX C €TO MIPUMCHCHUCM.

Ta6mmma 3. CxeMa KOppeKIuy 035l KaneruTadnHa.

CreneHb TOKCUYHOCTH

N3menenue J03bI B XO0A€ IHUKJIa

Koppekuust 1035l B X018

NCIC* Tepanuu CJIEIYIOILETro HUKIIa
tepanuu (% OT HaYaIbHOU
JIO3b1)
Crenens 1 [Iponomxars B TOU ke 103€ IIponomxkars B TOU ke A03€
Crenensp 2

1-oe nosiBneHue

2-0€ MOSIBJIEHIE

3-€ TMOoABIICHUE

[IpepBathb Tepanuio 10 pa3penicHus

o crerean 0—1

100 %

75 %

50 %

4-0€ mosIBJICHHE

[TonHOCTBIO IPEKPATUTH TEPATTHIO

He npumenumo

Crenenn 3

1-oe mosiBieHue

2-0€ MOSIBJICHHE

IIpepBath Tepamnuio 10 pa3pelieHus

no crernenu 0—1

75 %

50 %

3-€ TMOoABIICHUE

IToIHOCTBIO IPEKPATUTH TEPATIUIO

He nmpumennmo

Crenenn 4

1-oe nosiBneHue

[TomHOCTBIO IPEKPATUTH TEPATTUIO
NJIN, ecnu Bpad cUUTAET, 4TO B
HHTCPCCAaX MallMCHTA NPOAO0JIKATH
JIeYeHHE, MPEPBATh TEPAIHUIO J10

pazpemienus o crenenu 0—1

50 %

2-0€ MOSIBJICHHE

[ToHOCTBIO IPEKPATUTH TEPATTHIO

He npumenumo

*B cOOTBETCTBUU C OOMIMMH KPUTEPUSIMH TOKCUIHOCTH [ 'pyIITIBI 11O MPOBEACHUIO KIIMHUYECKUX
uccienoBannii HanmonansHoro onkonorudeckoro nacruryra Kanager (NCIC CTG, Bepcus 1)
WIK OOIIMMHU TEPMHUHOJOTUYECKUMHU KPUTEPUSIMHU HEKeJIaTeNbHbIX sBJIeHHM [Iporpammsl mo
OLICHKE IPOTHUBOOIMYXOjeBoW Tepanuu HanuonanbHOro onkosjormueckoro uHcturyra CHIA
(CTCAE, Bepcuss 3). Kpurepuu TOKCHYHOCTH JIAJOHHO-TIOJOIIBEHHOTO CHHIpPOMa U
TUNepOMIIMPyOMHEMHH TIOJIPOOHO OMMCAHbBI B pazfeie 4.4.

Obwue pexomenoayuu npu KOMOUHUPOBAHHOU MeEPANUU

B ciygae BO3HUKHOBEHUS SIBJICHUN TOKCHYHOCTHU MPH MPOBEICHUN KOMOWHUPOBAHHON Tepanuu

CJICAYCT MPUACPKUBATHCA peKOMeHI[aI_[I/Iﬁ IO KOPPCKIUU T0O3bI KaHeI_[I/ITa6I/IHa, YKa3aHHBIX BBIIIC
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B Tabnuie 3, U COOTBETCTBYIOIIMX PEKOMEHJIAIMA B %E@Eﬂ&%ig%ﬂfgg&ﬁ}gzﬂdémx

COOTBETCTBYET 2KCNEPTHOMY OTYETY

IIpPEnapaToB.
B Hawane mukna Tepamuu, €CIM OXHMIACTCS OTCPOYKAa C TPUEMOM KaleluTaOMHA WM
npyroro(-ux) npemnapara(-oB), CIeAyeT OTIOKHUTh MPUEM BCEX MpEenapaToB J0 TeX MOp, MOKa HE
OyAyT OCTUTHYTBI YCJIOBUS JUIsl BO3OOHOBIJIEHHS T€PAIIMU BCEMU IpenapaTaMHy.

Ecnun Bo BpeMsi mpoBeieHUS IMKJIA KOMOMHMPOBAHHOW TEpamMM SIBICHHUS TOKCHUYHOCTH, MO
MHEHHMIO Bpaya, HE CBS3aHBl C MPUMEHEHHEM KareuuTaOuHa, TO Teparnuio KaneuuTabuHOM
cilefyeT MpOAOIKUTb, a 03y Jpyroro Ipenapara KOPPEKTUPOBaTb B COOTBETCTBUHM C
PEKOMEHAALUAMHU UHCTPYKIUH 110 €r0 IPUMEHEHUIO.

Ecnu npyroii(-ue) mpemapat(-bl) NPUXOIUTCS OTMEHUTH, JICUEHUE KaleluTaOWHOM MOKHO
IPOJIOJDKUTD MPH YIOBIETBOPEHUH TPEOOBAHUIM 110 BO30OHOBJICHUIO TEPANUHU KANCIIUTAOMHOM.
JlaHHBIE pEKOMEHJAlMM IPUMEHMMbI B OTHOLIEHWH BCEX IOKa3aHWM M BCeX OCOOBIX IpymIl
HalMEHTOB.

Oco0ble rpyInel NAKMEHTOB

Hapywenue ¢pynkyuu nevenu

He tpeOyeTcs n3amMeHeHne HauanbHOMU 10361 y MAIMEHTOB C METacTa3aMU B I1€YEHb U HApyIIEHUEM
GYHKIUM TeYeHU JIETKOM Wi cpeanel creneHu. OHAKO 3THUX MAlUEHTOB CIEAyeT TIIATEIbHO
HaOmronate. [IpuMenenune mpenapara y MalueHTOB C TSKEJIOW MeUueHOYHOH HEJ0CTaTOYHOCTHIO
HE U3y4ajoch.

Hapywenue ¢ynkyuu novex

PexoMeHnyeTcsl yMeHbIIIEHHE HAaYaIbHOUM 10361 10 75 % oT 1250 Mr/m? y MalMEHTOB C UCXOTHON
MOYCYHON HEJIOCTATOYHOCThIO cpenHelt crenenu (knupenc kpearnnuna (KK) 30-50 mun/mun, mo
dopmyne Cockroft-Gault), He TpeGyeTcs KOPpeKIMH 035! PK HauanbHOI 103e 1000 Mr/m>2,

VY manueHToB C JIerkoi crenenpto noueyHoi HepoctatouHocTH (KK 51-80 mur/muH) kKoppekuus
Ha4YaJIbHOM JT03BI HE TpeOyeTcs.

B ciyuae BO3HMKHOBEHUS y MAllMEHTA HEXKEIATEJIbHBIX peakuuil 2-oi, 3-eil unu 4-oi CTENEeHH
TSDKECTH, HEOOXOAMM €ro TIIATEeIbHBI MOHUTOPUHT M HEMENJICHHBIA MEepPEPhIB MPOBOIUMOMA
TEepanmuu C 1eJbl0 TOCIEAyIoNed KOPPEeKIUU J03bl IpenapaTta B COOTBETCTBUU C
peKOMeHIanusIMH, yka3zaHHbIMU B Tabmuie 3. Ecim paccumranssiii KK cHM3Mics Bo Bpems
MPOBEJCHUS Tepanuu 10 ypoBHA MeHee 30 MII/MUH, Tepamuio KamenuTaOWMHOM CIIeAyeT
npekpaTuTh. PekoMeHaanuu no KOppekuuu A03bl Mpernapara npy MoYeYHOM HEJOCTaTOYHOCTH
CpeIHel CTEeNEeHU TSXKECTH OTHOCSTCS KaK K MOHOTEpAuH, Tak U K KOMOMHUPOBAHHON TEPAIUU.
Pacuet 10361 ykazan B Tabmmmax 1 u 2.

Tlayuenmul nodxcunozo eospacma

Koppekuus HauanpHOU 103bI npu MOHOmMepanuy Kanenutabunom He Tpedyercs. OqHaKO TsKeTbIe
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COOTBETCTBYET IKCNEPTHOMY OTYETY
. aT 18 '3?:2':125 Mz 17984 _
HEXKeNlaTelIbHble peakuun 3-ed U 4-0M CTGICHH, é%mﬁ%@'ﬂ@“ﬁ&@kﬁﬁm% 1 ‘[)'2'1 Heit,

pa3BHBANIKCH Yy ManueHToB crapiie 80 et yaiie, 4eM y 60J1ee MOIOIBIX.
[Ipy wucnonb30BaHMM KameUUTaOMHA 6 KOMOUHAYUU C OpyeumMu npoOmuBoONnyxXoiesvimiu
npenapamamu 'y TIOXHWIBIX TAIMEHTOB (B Bo3pacTe > 65 JIeT) HeXenaTeIbHbIC Ak 3-ei u
4-0ol1 cTeneHM TSHKECTH, a TaK)Ke HEeKeNaTeNIbHbIE pPeaKIMH, MOTpeOOBaBIINe OTMEHBI TEparuH,
OTMEUAIIUCH Yalle, 4eM y Oosiee Moo IbIX. PekoMeH TyeTcs TIaTeIbHbIi MOHUTOPUHT COCTOSIHUS
NAMEHTOB MT0>KUIIOTO BO3pacTa.
[Ipu neuenun 6@ xKombumayuu c Odoyemaxcenrom y TAIMEHTOB B Bo3pacte 60 jieT M crapiie
OTMEYAJIOCh YBEIMYEHUE YACTOThI HEXKENIATEIbHBIX PeaKuid 3-eil U 4-0l CTENEHH U CEPhE3HBIX
HE)KEJIaTEeNIbHBIX peaKklui, CBI3aHHbIX ¢ Tepanuei. s nmanueHToB B Bo3pacte 60 jer u crapiue,
KOTOpBIE OyAyT MOTy4aTh KOMOMHAIIMIO KareluTabuHa ¢ TOIETaKCeIOM, PEKOMEHIYETCSl CHU3HUTD
HayalbHYIO 103y Kanenutadbuna 1o 75 % (950 mr/m* 2 pasa B cyTku). PacueT 1035l IpHUBEsIEH B
tabnuue 1. B ciydae oTcyTcTBHS MPOSBICHUM TOKCMYHOCTU /1032 MOXKET OBITh yBeIMYeHa 0
1250 mr/m? 2 pasa B JeHb.

eTu
be3onacHocTh 1 3pdekTUBHOCTH KanenuTaduHa y nereid < 18 et He yCTaHOBIICHBI.

Croco0 rmpuMeHeHus

BuyTpsb HenMKoM, 3anuBasi BOJOH, HE T03/1Hee YeM yepe3 30 MUH 1OCTIE €1Ibl.

TaOnerku He caexyeT APOOUTH WM pa3iaMbIBaTh (CM. pa3zaen 4.8).

Ecnan nmanmeHT He MOXKET MPOTJIOTHTH TAOJETKY LEIUKOM, TO JpOOJICHHE WM pa3iaMbIBaHUE
TaOJIETKHU TOJDKEH OCYIIECTBUTH MEAUIIMHCKUI CIICINAIINCT.

HNudopmanus mo pabore ¢ TUTOTOKCHYSCKUMH TIperapaTaMu MpuBeAeHa B paszene 6.6.

4.3. [IpoTuBONOKA3aAHUS

e [ 'MnepuyyBCTBUTENBLHOCTh K KaleUTa0MHY /WK K JH0OOMY M3 BCIIOMOIaTEJIbHBIX BELIECTB,
MEepPEUYNCIICHHBIX B pazzene 6.1.

e ['mnepuyBcTBUTENBHOCTh K (Topypauniay (DY) uam npu 3aperucTpupoBaHHBIX CIydasx
pa3sBUTHs HEOXKUJAHHBIX WM TSDKENBIX MOOOYHBIX peakUuil Ha JIeYeHUE MPOU3BOAHBIMU
GbTOopnMpUMHIMHA B AaHAMHE3E.

e VYcraHoBIeHHBIH MonHbIH AeuuuT akruBHocTH JAIT/1 (AMrHIpOnMpUMUANHACTHIPOT€HA3HI).

e OpnHOBpEMEHHBIH PUEM COPUBYMHA WM €T0 CTPYKTYPHBIX aHAJIIOTOB THIA OPUBYAMHA.

e Tspkenas ne4eHOYHAss HEJOCTaTOYHOCTb.

e Jleiikonenus.

e Tskenas moyeunast HenoctaTouHocTh (KK Hmxe 30 mur/mun).
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e lcxoaHoe comeprkanue HerTpodunos < 1.5[x 10%/n H/mm Tt?d%[ﬁg'um%ngﬁmﬁ: Tf'Oai" p1)

e [lpu HAIMYMY TPOTHBOIOKA3aHUN K OJTHOMY M3 IIpenapaTtoB KOMOMHUPOBAHHOW TEpaNuu €ro
HE ClIeJlyeT UCTI0Ib30BaTh.

e bepemMeHHOCTb.

e [lepuon rpyHOro BcKapMIUBaHUs (B X0JI€ TEpAaluy KanelUTaOMHOM U B T€UEHHE 2-X HeNleb

MocJIe MOCIIETHETO MpUeMa Ipernapara).

4.4. Oco0Oble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUH

TOKCUYHOCTB, OTPaHHYMBAIOIIAS JIO3Y

[ToOouHBIMU peakIusMH, OTPAHWYHMBAIOIIMMH 03y Ipenapata, SBISIOTCS Juapesi, 0Ojb B
YKUBOTE, TOLIHOTA, CTOMATUT U JIaJJOHHO-IIO/I0IIBEHHBIN CUHIPOM.

Heo6xoauMo MpoBOANUTE TIIATENbHBIM MEIUIIMHCKAN KOHTPOJIb 32 MPOSBICHUSIMH TOKCUYHOCTH
y MalMEeHTOB, MOTYYalOINX TePANUI0 KaneluTaOuHOM.

BonbIIMHCTBO HeXeNnaTenbHbIX peakuil 00paTUMbl U HE TPeOYIOT MOJHOM OTMEHBI Mpernapara,
XOTSI MO’KET BOBHUKHYTh HEOOXOJUMOCTh B KOPPEKIIMHU J103bI HJIM BPEMEHHOM OTMEHE Ipernapara.
/Inapes

Jleuenue kanenquTabMHOM MOXET BBI3BATh TUAPEI0, NHOTA TSHKETYIO.

[TarueHTOB ¢ TSXKENOM nuapeeil ciaenyeT TIaTelbHO HAabI04aTh, a IPU Pa3BUTUU JETUIpaTallud
HEOO0XOIMMO MPOBOIUTH PETUAPATALMIO U BO3MELICHHE MOTEPU AJIEKTponnuToB. CTaHAapTHbIE
IIPOTUBOANAPEIHBIE TpenapaThl (HapuMep, JONepaMHl) CIEAYyET Ha3HAUaTh KaK MOKHO paHbIle
0 MEIWLIMHCKUM TnokKa3zaHusaM. CornacHo KpurTepusM HanmoHanbHOro OHKOJIOTHYECKOTO
nncturyTa Kanaasl (NCIC CTC, Bepcus 2) quapest 2 CTENEHU ONPEesIeTCs KaK YJalleHUe CTyia
110 4—6 pa3 B CyTKHM WJIH CTYyJI B HOYHOE BpeMs; Auapes 3 CTENEHU — KaK y4allleHue cTyna 10 7-9
pa3 B CyTKHU WM HellepKaHUe U CUHIPOM MaibaOcopOuuu; nuapes 4 CTENeHn — y4JalleHue cTya
mo 10 m Oomee pa3 B CYTKH, MOSIBJIEHWE BHJIUMOW KPOBH B CTyJIe WU HEOOXOAUMOCTH
napeHTepalibHOl noaaep:xkuBatonieil repanuu. [Ipu HeoOXoIMMOCTH CleAyeT YMEHBIIUTh J03Y
KarenuTaduHa.

Jleruaparanus

Heruaparanuio ciaeayeT OpeaynpexaaTb WIM yCTPaHATh B CaMOM Hauyaje BO3HUKHOBEHMS.
Jeruaparainys MoOKeT OBICTPO Pa3BUThCS y TMAlMEHTOB C aHOPEKCHEH, aCTCHHEH, TOIIHOTOM,
PBOTOM WK Juapeei.

Jerunparanus MOXKET CTaThb MPUYMHON pa3BUTUSA OCTPOM ITOYEUHOM HEIOCTATOYHOCTH, B
OTJIENbHBIX CIIydasX C JIETaJbHBIM MCXOJIOM, OCOOEHHO Y MallMEHTOB C HapylleHueM (yHKUUU

IMOYCK Ha MOMCHT Hadaljla TCpalluyu WK B CiIy4dac, €CJIM MaluCHT IPHUHUMACT KaHeHI/ITa6I/IH
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OJIHOBPEMEHHO C TpernapaTtaMu, 00J1aJal0uMu Hed)DOT(SQé;'I:;e—J:IEI;K;E'é:ﬁ-E%M; CTE 0001)

[Ipn pasBuTum AeruApaTauu 2 CTENEHW WIH BHIINIE, JIEYCHHE KAeIUTa0uHOM CIEIyeT
HEMEIJICHHO TMpepBaTh W TPOBECTH peruaparanuio. JledeHue HeNb3s BO30OHOBIATH IO
3aBEpIICHUs] perujpaTallid W YCTpaHEHWs] WJIM KOPPEKUUHU BbI3BaBIIUX ee (akTopoB. o3y
npernapara ciiefyeT MOAu(GUIUPOBaTh B COOTBETCTBUH C PEKOMEHIAIUSAMU ISl HEXKeTaTeIbHbIX
peaKuuii, MpUBEAIUX K JAETUAPaTaALH.

JIaIOHHO-TIO JOINBEHHLIN CHHIPOM

[TposiBiieHMEM KOKHOM TOKCHYHOCTH KarelUTaOuHa SBISIETCS pa3BUTHE JIAJOHHO-TIOI0ITBEHHOTO
CHHIpOMa (CHHOHHUMBI — JIaJJOHHO-TIOJIOIIBEHHAS! IPUTPOAU3ECTE3U WM aKpaJibHAs IPUTEMA,
BbI3BaHHAas xumuorepanuei). Ilepcuctupyromuii WaM TSHKEIBIA  J1aAOHHO-TIOAOUIBEHHBIN
CUHAPOM (CTETIeHb 2 U BBIIIE) BIOCIEACTBIUHA MOXKET MIPUBECTH K YTPATE OTIEYATKOB IMAJBIEB, YTO
MOXET TOBJIUATh HA MPOILECC YCTAHOBJICHUSA JUYHOCTH. MenwaHa BpPEMEHHU 1O Pa3BUTHUS
MPOSIBJICHUH TOKCUYHOCTH Y TAIMEHTOB, TOJYYArOIIUX MOHOTEpANuio KaneruTaOuHOM,
cocrasisieT 79 nueit (B quanaszone ot 11 no 360 nHeit), a cTeneHs TSHKECTH BapbUpyeT oT 1-0i 10
3-eil creneHu. JlagoHHO-NIOOIIBEHHBIN CUHAPOM 1-0i cTENeHW HE HapyllaeT NOBCEIHEBHOMN
AKTHBHOCTH TTAIIMEHTA ¥ TIPOSIBIISIETCSI OHEMEHUEM, TM3ECTE3UAMU/TIapECTE3USIMH, TTOKATbIBAHUEM
WJIU TIOKPACHEHHUEM JIaJIOHEH W/WJIH TOI0IIB, TuCcKoM(opToM. JIamoHHO-TTOAOMBEHHBIA CHHIPOM
2-0i1 cTeneHu XapaKTepu3yeTcsl OOJNE3HEHHBIM MOKPACHEHHWEM M OT€KaMU KUCTEH W/ CTOII,
MPUYEM BBI3BIBAEMBIN 3TUMHU CUMITOMAMH JUCKOM(OPT HAPYIIAET MOBCETHEBHYIO aKTUBHOCTD
nanveHTa. JlagoOHHO-MOJONIBEHHBIM CUHAPOM 3-€i CTENEeHW ONpeAesaeTcsl Kak BIIaKHAs
JIeCKBaMallus, U3b3BICHUE, 00pa3oBaHUE My3bIpel M pe3kue 0OJIM B KUCTAX W/WIM CTOMAaxX, a
TaKk)Ke CHJIBHBIA JTUCKOMQOPT, ACTMAIONUN HEBO3MOXXHBIMH JJIsS TAalMeHTa JIOObIE BUIBI
MOBCEHEBHON N1eATeNbHOCTU. [IpM BO3SHMKHOBEHHMH J1aJIOHHO-TIOJIOIIBEHHOTO CHUHJpOMa 2-0
WM 3-€i CTeTICHHU TEPANMio KaneIuTaOMHOM CIIETyEeT TPEPBaTh 0 HCUC3HOBEHUS CHMIITOMOB HITH
MX YMEHbIIEHUA 10 1-0i1 cTtenenu. [Ipu BOSHUKHOBEHUH CUHIpOMA 3-€i CTENEHU MOCIEIYIOIINe
03Bl KaleuTaduHa TOKHBI OBITh YMEHBIIICHBI.

Butamun B¢ (mupumokcuH) HE PEKOMEHIYETCS MPUMEHSATh il CHUMITOMATHYECKOTO WU
BTOPUYHOTO MPO(UIAKTHUECKOTO JICUSHHUS JIAJJOHHO-TTOAOIIBEHHOTO0 CHHIPOMA ITPH Ha3HAUYCHUH
KanenuTabnHa B KOMOMHAIMY C IUCIIATHHOM, IMOCKOJIBKY OH MOXET CHIDKATh 3(h(PEKTUBHOCTH
mucratuia. imerotest nanabie 00 3pQeKTUBHOCTH EKCIIaHTEHONIAa B MPO(UIAKTUKE PA3BUTHUS
JaIOHHO-TTOIOIIBEHHOT'O CHHAPOMA NP TePAITUH KalleIIUTA0UHOM.

KapIinoTOKCHYHOCTE

CrexkTp KapAMOTOKCHMYHOCTH TMPH JIEYEHHHM KaleluUuTaOMHOM aHAJIOTM4YeH TaKOBOMY IpHU
UCTIOJIb30BaHUH JPYTUX (TOPIUPUMHUIMHOB U BKIIOYAeT MH(APKT MUOKApAa, CTEHOKAPAHUIO,

apUTMHM, OCTAaHOBKY  CE€pAla, CEpACYHYI)  HEIOCTaTOYHOCTh M  U3MEHEHMS  Ha
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

¢ UBC B anamue3e. HeoOxomumo coOnr0aTh OCTOPOXKHOCTh Yy TALMEHTOB C apUTMHEH U
CTEHOKapAUEH B aHAMHE3eE.

I'nno- MM runepKagbIIue MU

B xonme Tepanum kanenuTaOMHOM OTMEYAlIOCh pPAa3BUTHE TUIO- WIM TUIEPKATbLIAEMUH.
Heo6xoanMo co01r01aTh OCTOPOXKHOCTD Y MALIMEHTOB C paHee AUAarHOCTUPOBAHHOM THIIO- WUIIH
TUIIEPKAJIBLIUEMUEH.

3a00a€eBaHns IEHTPAIbHON WIN HepuGepuuecKON HEPBHON CUCTEMBI

Heobxogumo co0t01aTh OCTOPOXKHOCTh Y TMAIlUEHTOB C 3a00J€BaHUSAMH IEHTPAJIBHOU H
nepudeprudecKoil HEPBHOM CUCTEMBI (HampuMep, Mpy HaJTMYUKA METAacTa30B B TOJIOBHOM MO3Te U
HEeNponaThH).

CaxapHbIid zma6eT HJIWM HApYIIEHUE BOAHO-3JICKTPOJIUTHOI'O OajaHca

Crnemyet co0JI01aTh OCTOPOYKHOCTD Y TAIIMEHTOB C CaXapHBIM THA0CTOM M HApyIICHUSIMHA BOJIHO-
AIIEKTPOJIUTHOTO OallaHca, TaK Kak B XOJ€ JICUYCHUS KarlelUTa0uHOM BO3MOXKHO OOOCTpeHHE
JIAHHBIX 3a00JI€BaHUN.

AHTHKOAryJIsIHTEI KYMapHHOBOTO psija

Crnenyer coOmooaTb OCTOPOKHOCTb IIPU OJHOBPEMEHHOM IPUMEHEHUHM KarneuutabuHa H
npenapaToB, MeTaboau3upyromuxcs nuroxpomom P4502C9 (Bapdapun uiu peHUTOUH).

[Ipy OnHOBpEMEHHOM NPUMEHEHUH C MEPOPAJbHBIM AHTUKOAryJIsSHTAMU — IPOU3BOAHBIMU
KyMapuHa — CJIeyeT KOHTPOJIMPOBATh MOKA3aTeIN CBEPTHIBAEMOCTH (IIPOTPOMOMHOBOE BpeMs
ntn MHO) u B COOTBETCTBUU € 3TUM MOAOMPATH /103y aHTUKOAryiasHrta. [Ipu oqHOBpeMEHHOM
NPUMEHEHUH C (PEHUTOMHOM U KamleuuTaObWHOM, HEOOXOOUMO pETYJSIpHO KOHTPOJIUPOBAThH
KOHIIGHTpaluio (eHUTONHA B I1a3Me (CM. pazzaen 4.5).

IleuyeHOYHAS HEAOCTATOYHOCTD

[TarueHTHl ¢ MEYEHOYHOW HENOCTATOYHOCTHIO BO BpeMsl Tepaluu KarneuuTaOMHOM JOJIKHBI
HAXOJIUTHCS TOJA THIATEIbHBIM MEIUIMHCKUM HaOmroneHueM. BiusHue HapymeHus (QyHKIHH
1IeYeHH, He 00YCIOBICHHOTO METACTATUYECKUM MOPAKEHUEM TTEUCHH WUJTH TSXKEJION MeYeHOUYHOM
HEJ0CTaTOYHOCTHIO, HA pacIpeielieHne KanenuTaduHa HeU3BECTHO.

KanermurabuH MoxeT BbI3BaTh THIEPOUIUPYOnHEMHUI0. Eciii BO BpeMs JiedeHUs KaneruTaOnHOM
orMeuaeTcsi runepOmmpyounemuss > 3.0 x BI'H (BepxHsisi rpaHuiia HOpMbI) WIH TOBBIILICHHUE
aKTUBHOCTH  «ICUYECHOYHBIX»  aMHuHOTpaHchepa3  (amanuHamuHOTpaHcdepassl  (AJIT),
acnaptatamuHoTpancdepassl (ACT)) > 2.5 x BI'H, neuenue cinemyer npepBarh.

[IpoBeneHnn Tepamuu MOXHO BO30OHOBHUTH IMpPH CHIKEHUH KOHIIEHTpaluu OuinpyOuHa 0

< 3.0 x BI'H u cHmXeHUM aKTUBHOCTHU «II€UEHOYHBIX» aMUHOTpaHchepa3 1o < 2.5 x BI'H.
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IToueunast He1OCTATOYHOCTD

COOTBETCTBYET 2KCNEPTHOMY OTYETY

CrnenyeTr coOnroAaTh OCTOPOKHOCTH MPU HA3HAYCHHWM KareluTa0uHa MAalMeHTaM C MOYeYHON
HEJOCTAaTOYHOCTRIO CpelnHel crerneHu TspkecTd. Kak u mpu nedeHun GTopypariioMm, 4acToTa
pa3BUTHS CBSI3aHHBIX C MPOBOAMMOM Tepanueill HeKeNaTeIbHbIX peakiui 3-ei u 4-0i CcTeneHu
TSOKECTH ObliIa BBIIIE Y MAlMEHTOB C MOYEUYHON HEJOCTaTOUYHOCTHIO CPEIHEH CTENEeHU TAKECTH
(KK 30-50 mu/mun).

Jeduumr muruaponupumMuarsaeruaporesassl (A1)

AxtuBHocTh JIIIJ[ orpanmumBaeT ckopocTh kaTabommzma DY (cm. pazgen 5.2), modToMy y
nanuenToB ¢ nedurmrom I oTMedaeTcs MOBBIIICHHBIM PUCK Pa3BUTHSI SIBIICHUM TOKCUYHOCTH,
CBS3aHHBIX C (TOPNMUPUMHUAMHAMU, BKIIOYAs, HAMPUMEpP, CTOMATHUT, JMAPEIO, BOCHAJIICHUE
CJIM3UCTBIX 000JI04EK, HEUTPOIICHUIO ¥ HEMPOTOKCHYHOCTb.

ToxcuunocTh, cBsizanHas ¢ AedunuroMm JIIIJ[ oOBIYHO BO3HHMKAeT BO BpeMsl MEPBOTO IHUKIIA
JIeUEHUs WM MOCJIe YBEJIMYESHHs 103b1 ITpernapara.

Honnwiii oechuyum J[ITJ]

Monnuerit pepunur AL BcTpeuaetrcs peako (y 0.01-0.5 % mpencraButeneil eBpONEOUTHOM
pacel). IlamuwenTtsr ¢ momHbiM aeduiurom JIIIJI moaBepkeHBI BBICOKOMY PHCKY Pa3BHTH
KU3HEYTPOKAIOLIEH WM JIeTANbHOW TOKCMYHOCTM U HE JOJDKHBI IOJNy4aTh JIEYCHHE
KarenutabuaoM (cMm. pazzaen 4.3).

Yacmuunwiti oeghuyum JI1/]

Yactuuneiii aepunut JAI1J] 3arparuBaer 3—9 % nomymsuuu eBpONEOUTHON pachl. Y MAIlMEHTOB C
gacTuyHbiM  eurutom  JIIIJI oTMeuaeTcs TMOBBIMICHHBIM PHCK pPa3BUTHS THKEIOW |
MOTECHIIMATBHO JKU3HEYTPOXKAIOMIeH TOKCHMYHOCTH. Heo0XoaumMo paccMOTpPEeTh CHIDKEHUE
HavyaJIbHOM JT03bI Mpernapata AJisi OrPaHUYEHUS Pa3BUTHUS JAHHON TOKCUYHOCTH.

Hedbummr JITJ] cremxyer paccmaTpuBaTh Kak IMapamMeTp, KOTOPBIM 00s3aTENbHO JTOJDKEH OBIThH
MPUHST BO BHUMaHHUE B COUETAHUU C IPYTUMHU PYTUHHBIMU MEPaMU 10 CHHXKEHHUIO JTO3bI.
[TepBoHaYaIbHOE CHIKEHUE JI03bI MOXKET MOBIUATH HAa () (DEKTHBHOCTE JICUSHUS.

B cnyuae oTcyTCTBUS Cephe3HON TOKCUYHOCTH MOCIEIYIOIINE O3Bl MOTYT OBITH YBEIMUEHBI TTPH
YCIIOBUU TIIATEIbHOIO MOHUTOPUHTA.

Tecmuposanue na oepuyum J[11/]

HecmoTpss Ha HeomnpeneneHHOCTh B OTHOIICHHHM ONTHUMAIbHBIX METOAOJOTUM TECTUPOBAHMS
peKOMeHayeTCsl MpoBecTH (H)EHOTUIUPOBAHWE W/WIM TEHOTHUIUPOBAHUE O Havajaa JICYCHUS
kareuutabuHoM. Clieyer pyKOBOJICTBOBATHCS TOCTYINHBIMU M MPUMEHUMBIMU KIMHUYECKUMU
PEKOMEHIALIUAMHU.

TI'enomunuyeckas xapakmepucmuxa deguyuma J{I1J]

TectupoBanue Ha peakue mytauuu rena DPYD nepen HauanoM JieueHHst MOKET IIOMOYb BBISIBUTh
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nanuenToB ¢ aepunurom JAITJ1.

Yetsipe Bapuanta reda DPYD (c.1905+1G>A (takke u3BectHblil kak DPYD*2A), ¢.1679T>G
(DPYD*13), ¢.2846A>T u c¢.1236G>A/HapB3) MoryT BbI3bIBaTh MHOJHOE OTCYTCTBHE HIIU
cHkeHnue ¢epmentatuBHol aktuBHOCTH [II/]. [lpyrue peakue BapuaHTBI TaKKe MOTYT OBITh
aCCOLIMUPOBAHBI C TOBBIIICHHBIM PHUCKOM DAa3BUTHUS TSDKEIOM WIH KU3HEYIPOXKAIOIEH
TOKCUYHOCTH.

N3BecTHO, YTO HEKOTOPBIE TOMO3UIOTHBIE U CIIOKHBIE T€TEPO3UTOTHBIE MyTallUH B JIOKYCE I'eHa
DPYD (manpumep, KOMOWHAITMU YETHIPEX BAapUAHTOB MO MEHBIIIEH MEpe C OJHUM ajulelieM B
c.1905+1G>A wumu c¢.1679T>G) BBI3BIBAIOT TIOJIHOE WM TOYTH TIOJHOE OTCYTCTBHUE
dbepmentatuBHOM akTrBHOCTH JII1/].

VY nanueHToB ¢ ONpeIeICHHBIMU FE€TEPO3UTOTHRIMU BapuanTamu rena DPYD (Bxitouast BapuaHThI
c.1905+1G>A, c.1679T>G, c.2846A>T u c.1236G>A/HapB3) oTMeuaeTcs MOBBIIEHHBIN PUCK
Pa3BUTHS TSHKENIOM TOKCUYHOCTHU MPH JICYUEHUHU PTOpHUpUMUINHAMH. HYacToTa reTepo3uroTHOro
reHotuna c.1905+1G>A B rene DPYD y nanueHTOB €BpONEOUIHON pachl COCTABISET OKOJIO
1 %, wactora c.2846A>T — 1.1 %, yactora BapuanToB ¢.1236G>A/HapB3 — 2.6-6.3 % u gactora
c.1679T>G — o1 0.07 % o 0.1 %.

JlanHble O wYacTtoTe 4YeThlpex BapuaHToB reHa DPYD B apyrux nomynasnusix, Kpome
IIPEACTABUTENIEH €BPOIIEOUHON pachl, OTPAHUYECHBI.

B Hactosimee Bpemst uetsipe Bapuanta rena DPYD (c.1905+1G>A, c.1679T>G, c.2846A>T u
c.1236G>A/HapB3) cumTaroTcsi MpakTHUYECKH OTCYTCTBYIOIIMMHU B TMOMYJISIITUAX appUKaHCKOTO
(adpo-aMepUKaHCKOTO) WJIH a3HATCKOTO MPOUCXOXKICHHUS.

Denomunuveckas xapaxmepucmuxa oepuyuma 11/

Jns denorunmueckoir xapakrepuctuku nepunura I/l pekomMeHI0BaHO OmpeseneHue Mmpe-
TepaneBTUUeCKnX ypoBHeH sHaorenHoro J[I1J[-cybctpata — ypammna (U) B 1ia3mMe KpOBH.
[ToBbIIEHHBIE TPEI-TEPANIEBTUYECKHE KOHIICHTPALUH ypallUila CBA3aHbl C IOBBIIIEHHBIM PUCKOM
Pa3BUTHSI TOKCUYHOCTH.

YpoBeHb ypanuia B KpoBu > 16 Hr/ma u < 150 HI/MI clieAyeT cuuTaTh MoKa3aTelleM YaCTUIHOTO
nedunmra I/l u accormuupoBaTh C TMOBBIIICHHBIM PUCKOM Pa3BUTHS (PTOPIHUPUMHUIAHOBOMN
TOKCHUYHOCTH, HECMOTPSI Ha HEONPENEIECHHOCTh B OTHOIIEHUH MMOPOrOBBIX 3HAYEHUM ypauuia,
OTIpeNIeNAIOMUX MOMHbIN 1 yacTuunblid Aedurut AI1/1. YpoBens ypauuna B kpoBu > 150 Hr/mi
CJIeyeT CUMTaTh ToKa3aTeneM noaHoro nedunura JI1/] u accounnpoBarts ¢ )KU3HEYTPOKAIOIIEH
WJIH JIETATbHON (TOPIIUPUMHUTIAHOBON TOKCUIHOCTHIO.

Od)TaJ'II)MOJ'IOFI/ILIeCKI/Ie OCJIOKHCHU

Cne;[yeT Ha6JHOI[aTI: MNanuceHTOB Ha MNPEAMCT BO3HUKHOBCHUA O(bTa.HBMOJIOFI/I‘-IGCKI/IX

OCHOX(HGHHﬁ, TAKHUX KaK KCPATUT HJIKM IATOJIOTHS POTOBUIIBI, 0COOEHHO B CJIydyac HaJIN4ud
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

OopraHa 3pCHUA HGOGXOI[I/IMO Ha3HAYUTb COOTBCTCTBYIOIICC JICHCHUC.

TsoKelnble KOKHBIE pEAKIIUU

KamenutaOuH MOKET BBI3BaTh PAa3BUTHE TAKUX TSKEIBIX KOXHBIX PEaKIUid KaK CHHIPOM
CruBeHca-J/[PKOHCOHA W TOKCHYECKOTO JMHJICPMAIBHOTO Hekposn3a. [Ipu pa3BUTHH TSKEITBIX
KOXKHBIX peakiuil Ha oHe MPUMEHEHUs KarneuuTaOuHa MpreM npenapara cieayeT NpeKpaTuTh 1
HE BO300OHOBIIATE.

[IpuMeHeHne TpenapaTa y aiueHTOB MOKUIOT0 BO3pacTa

YacTtoTa TOKCHYECKHUX MPOSBICHUIN CO CTOPOHBI XKEITYJOUYHO-KHAIIEYHOrO TPAKTA y MAIlUEHTOB C
KOJIOPEKTAIbHBIM pakoM B Bo3pacte 60—79 set, nmoyyuaBIIMX MOHOTEPANUIO KanenuuTabuHoM, He
OTJMYaANach OT TAKOBOW B OOIIEH MOMyJsAMM HamueHToB. Y mnarnueHtoB 80 JieT u crapiie
o0paTUMBbIe HEXENaTeIbHbBIE PEAKIIMd CO CTOPOHBI KEITYJOUYHO-KUIIEYHOTO TpakTa 3-ei u 4-oi
CTENECHU, TaKUe Kak Juapesi, TOIIHOTa W PBOTA, Pa3BUBAIMCH Halle. Y MalUMeHTOB > 65 Jer,
MOJTy4aBITUX KOMOMHUPOBAHHYIO TEPAINUIO KAEIUTA0MHOM U JPYTHMMH MPOTHUBOOITYXOJICBBIMU
npenaparamMu, OTMEUYaI0Ch YBEJIIMUEHHUE YACTOThI HEXKEIATeIbHBIX peakuuid 3-eil u 4-oi crernenu
TSYKECTH W HEXKEJATENbHBIX SBJICHHM, KOTOpPbIE MNPUBOJIMIM K MPEKPALICHUIO TEPANUU IO
CPaBHEHHUIO C MAllUEHTaMHU MOJIOKE 65 JeT.

[Ipu ananuse maHHBIX 0E30MACHOCTH y MAalUEHTOB > 60 JET, MOJyYaBIINX KOMOMHUPOBAHHYIO
TEpanuio KaneuuTaOMHOM M JIOLIETAKCEIIOM, OTMEYEHO YBEJIMYEHHE YacTOTHl CBA3aHHBIX C
Tepanuel HexXenaTeIbHbIX peakuid 3-eil 1 4-0il CTeNEeHU TSKECTH, CEPhE3HBIX HEXKETaTEIbHBIX
peaKIuil U paHHEW OTMEHBI TEPANNH U3-3a HEKETATEIbHBIX PEAKLIUN 110 CPABHEHUIO C TAKOBBIMU
y MalMeHToB MoJioxke 60 JeT.

BcrioMorarenbHbBIE BEIIECTBA

[Ipenapar Kameuutabun coxepxut JakTo3y. [lamweHTam ¢ peako  BCTpEYaromieics
HACJIEICTBEHHOW HEMEPEHOCUMOCTHIO TalaKTO3bl, AEPUIIMTOM JIaKTa3bl JIOMApeH WK TIII0K030-

raJlakTO3HOHN MalibabcopOImeli He clieAyeT MPUHUMATh 3TOT Mpemnapar.

4.5. BzaumoaeiictBue ¢ JPYrUMHM JIeKAPCTBEHHBIMM TMpernaparamMd M Jpyrue BHAbI
B3alMOJeliCTBUSA

AHTI/IKOEIFV.H}IHTBI KYMAapHMHOBOI'O piaaa

Y ManucHTOB, IPUHUMABIINX KaHeHI/ITaGHH OIHOBPEMCHHO C AHTUKOATr'yJIIHTAMU KYMapuHOBOT'O
psana (Bapdapun U GEeHITPOKYMOH), COO0IATIOCH O HAPYIICHHUIX MTOKa3aTeNIe CBEPThIBAHUS U/UITH
KPOBOTCUCHHSIX Yepe3 HECKOIBKO THEW HMJIM MECAIEB OT Havaja Teparvu KaneluTaOMHOM, a B
HECKOJIbKUX CITy4asX — B TCUYCHHE OJHOTO MECSIIa MOCIe €€ 3aBEPIICHHUS.

B uccnenoBanuu iekapcTBEHHOTO B3aUMOJICHCTBHUS TTOCIIE OJHOKPATHOTO BBEACHUS Bap(daprHa B
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no3ze 20 mMr xamnenmuraOWH VBEJIWYWI IUIOMANb IIOJ &H/g&ﬁj E@E&%pﬂ:ﬁ%gﬁﬁ%:?AUC)
y

S-Bapdapuna Ha 57 %, a BeNMUUUHY MEXIyHApOIHOTO HOpMaIu3oBaHHoro oTHomeHus (MHO) —
Ha 91 %. CormacHo JaHHBIM pe3yjbTaTaM MOMHO IPEANOJIOXKUTh B3aUMOJCHCTBUE
AQHTUKOAryJIIHTOB KyMapHHOBOTO psa C MpenaparoM 3a CYeT MOoJaBieHHs Hu30(hepMeHTa
P4502C9 o BaustHUEM KallelMTa0MHA.

VY manueHToB, OHOBPEMEHHO NMPUHUMAIOLINX KalelUTaOuH M aHTHKOATYJISHThl KyMapHHOBOTO
psiaa, He0OOXOAMMO TIIATENBHO CIEIUTD 32 MOKA3aTeNIMU CBEPThIBAHUSA (IIPOTPOMOUHOBOE BpeMsI
it MHO), no3y koarynsiHTa HE00X0AUMO MOOUPATh B COOTBETCTBHH C ATUMHU MOKa3aTEIsIMU.

Cy06ctpars! tmroxpoma P4502C9

CrienuanpHbIX HMCCIEIOBAHUN JIGKAPCTBEHHOTO B3aMMOACUCTBUS KaneluTaOMHA C JAPYTUMH
npenapatamu, MetabonusupyrommMucs uzopepmerntom 2C9 cucremsl nuroxpoma P450, ne
npoBowInchk. CreyeT coOaoAaTe OCTOPOKHOCTh NMPU HA3HAYEHHMU KallelUTa0MHAa BMeECTE C
9TUMHU IpenapaTaMy.

DeHuTonH

[Ipu opHOBpeMeHHOM IpHeMe KarenuTaOuHa M (EHUTOMHA COOOIAIOCh 00 YBEIHMUCHHUH
KOHIIEHTpalluu MocieAHero B IuiazMe. CrnenuanbHbIX HCCIEAOBAHUM MEXIEKapCTBEHHOIO
B3aMMO/JICHCTBUA KaneuuTabruHa u (peHnoTHHA HE IPOBOJMIIOCH, OAHAKO MPENOIaraeTcs, 4ro B
OCHOBE MEXaHM3Ma B3aUMOJICHCTBUS JSKUT noAasieHue nsopepmenta P4502C9 nox BiusHuem
KanenurabnHa (CM. BbINIE «AHTHKOAryJsIHTBI KyYMapuHOBOTO psja»). Y MAaIMEHTOB,
MOJIy4JalOlUX  OJHOBPEMEHHO  KamenuTabuH ©  (PEHUTOMH, HEOOXOIUMO  PETYISPHO
KOHTPOJMPOBATh KOHLIEHTPALMIO ()EHUTONHA B IJIa3Me.

AHTaMAbI

[Ipu onienke papMaKOKMHETHUECKUX MApaMETPOB KarenuuTabuHa Mpu OJJHOBPEMEHHOM MIpUEME C
aHTaLUJAMHU, COAEPIKAIIMMHU AIFOMUHUS TUAPOKCU]] U MarHusi THAPOKCH]I, OTMEYEHO HEOOIIBILIOE
MOBBIIICHHE KOHIIEHTpAIIMU KarenuTabnHa M OJHOTO M3 €ro MeTtabonuToB (5°-Ie30KCH-5-
dropuutuaun (5°-JPIT)) B mnaszme kpoBu. Ha Tpu OCHOBHBIX MeTa0onMTa KamenuTaOuHa
(5’-ne3okcu-5-propypunun  (5°-ADYP), ®Y u oa-¢prop-p-ananun (OBAJI)) wuccrnenyemoie
CpEeZCTBa BIMSHUS HE OKa3bIBAJIH.

AJI0NYypUHOJ

Crnenyer u3beratb OJHOBPEMEHHOTO IpHEMa AUIONypUHONA M KalelUTa0MHA, IMOCKOJBKY
BO3MOXHO CHWKEHHE 3PPEKTUBHOCTH (HTOPYpaLniIa BCIEACTBUE B3aUMOJICHCTBUS (PTOpYpaLniIa
C AJUIOIYPUHOJIOM.

HurepdepoH anbda

MakcumanbHO TepeHocHuMasi 03a KarmeuuTaOuHa B KOMOMHAIMM ¢ uHTepdepoHoM 2-anbda

(3 MEXTyHApOIHBIX MJIH-eIMHHUIbI/M> B cyTKH) cocTaBuna 2000 Mr/mM> B CyTKH, B TO BpeMsl Kak
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

B CyTKH.

JIyueBag Tepanus

MakcumanpbHO TEpeHOCHMMas J103a KalenuTadnHa B KOMOWHAIMKA C JIy9eBOM Teparued mpu
Jle4eHNH] TIAIMEHTOB C PAKOM MPSIMOi KMIIKK cocTaBuna 2000 mMr/m? B cyTKH (IpU HEMPEpHIBHOM
PECKUME TCpAIIU UIIU ITPU PCIKUME TCPAIIUU C TIOHCACIIbHUKA 10 IMATHUIY U 6-TH AHCBHOM KYpCC
Jy4EeBOW Tepamuu), B TO BpeMsl, Kak MaKCUMAaJIbHO IMepEHOCUMAsI 1032 KareuTabnHa B Ka4eCcTBe
MOHOTepanuu coctasuia 3000 Mr/mM? B CyTKH (MHTEpPMUTTUPYIOIIHH PEXKUM).

Kanenus donuuar (JIEHKOBOPHH)

Kanpiust ¢onuaar He BiuseT Ha (papMaKOKMHETHYECKHE CBOMCTBA KameuuTaOMHa M ero
MeTaboauToB. OIHAKO, BO3MOXHO YCHJIEHHME TOKCHYECKOTro 3(¢eKkra KamenuTaduHa 3a CYeT
BIIUSTHUSL KasbIusl (honrHaTa Ha (papMakoIMHAMHUKY KarenuTabuHa.

CopHUBYIHH U €r0 aHAJIOTH

B nuTepaTypHbIX HCTOYHMKAX OMUCAHO KIMHUYECKH 3HAYUMOE JIEKAPCTBEHHOE B3aHMOICHCTBHE
copuByarHa 1 @Y, B OCHOBE KOTOPOTO JIGKHUT WHTHOMpyromuil 3¢ dexr copuBynuna na I/,
VYkazaHHOE B3aUMOJCHCTBHE MOXET TPUBOIUTh K (aTralbHOMY YCHICHHIO TOKCHUYHOCTH
dToprupumuaHOB. [lodTOMy He cieqyeT Ha3Ha4aTh KarneuuTaOuH OIHOBPEMEHHO C
COPHMBYJMHOM WM €r0 CTPYKTYPHBIMH aHajoramu tuna OpuByauHa. CremyeT coOmonaTh Kak
MUHHMYM 4YeTbIpEeXHEICIbHBI MHTEPBAJT MEXKIy OKOHYaHMEM TEpaluud COPUBYAMHOM U €ro
CTPYKTYPHBIMU aHajoraMu (BKJIIOYast OpUBYAMH) U HAYAJIOM JICYCHHS KalleIIMTaOMHOM.

OKcanuniaThua

Knunuueckn 3HAUMMOM  pasHUIBI B OKCIO3MLUHM  KameluTaOMHa WM  METabOJIMTOB
OKCAUIIIaTHHA (CBOOOJHOW TIUIATUHBI WM OOIIeH TUIATUHBI) TPH KOMOMHHUPOBAHHOM
NPUMEHEHHUN KarenuTaOuHa U OKCAMIUIATHHA, HE3aBUCUMO OT MPHUCYTCTBUS OeBaru3ymada, He
OTMEYECHO.

Beparuzymab

Knunnuecku 3naunmoro 3¢ ¢dekra OGeBanusymada Ha (papMaKOKHHETHKY KarnenuuTabuHa UM €ro

META00JIMTOB HE OTMEYEHO.

4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

KOHTDaHeHHH}I Y MYKYMH U KCHIITMH

}KGHH_II/IHaM BO BpEMs TCpallin KaHeHI/ITa6I/IHOM 1 B TeUEHHE O-TH MECAILECB ITOCJIE €€ OKOHYaHUA
CIICOYCT HMCIIOJIB30BaTh HAACKHBIC MCETOAbl KOHTPALCIIIN. Ecmu 6epeMeHHOCTB HacTyIlujia B
nepruoa MpoBCACHUA TCPAIIUU, MMAIITUCHTKA JOJI?KHBI OBITH OCBEJIOMJICHA O IMOTEHIIHAILHOMN yrpose

U1 ILIOJA.
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napTHepuaMm ¢ COXpaHCHHBIM PCIPOAYKTUBHBIM ITOTCHIUAIOM CJICAYCT UCIIOJIBb30BaTh HAACKHBIC
MCTOJbl KOHTpAUCIINU BO BpCMs TCpalnunu KaHeI_II/ITa6I/IHOM H B TeUCHHEC 3-X MCECAILIEB II0CJIC €€
OKOHYaHH.

bepemeHHOCTD

KamnenuraOun npoTHBoOIIOKa3aH K MPUMEHEHHIO PH OEPEMEHHOCTH.

Jlakranus

KanenurabuH npoTuBONoOKa3aH K NMPUMEHEHUIO B NEPUOA IPYAHOro BckapmiuBaHusd. Cienyer
IPEKPaTUTh IPyJIHOE BCKAPMIIMBAHUE BO BpEMs JICUEHHs KalelnTaOuHOM U B TEUEHHE 2 HEJleNb
1ocJIe MoCcyeTHEro nprueMa npemnapara.

DdepTUabHOCTD

Ha ocHOBannu JaHHBIX I/ICCJ'IGI[OBaHI/Iﬁ Y XKUBOTHBIX KaHeHI/ITa6I/IH MOXXCT OKa3bIBaTh BJIIMIHHEC Ha

(bepTUIBFHOCTD Y MYKUMH U JKEHUIUH C COXPAHEHHBIM PEMPOYyKTUBHBIM MTOTEHIIUATIOM.

4.7. BiusiHue Ha CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH H PadoraTh ¢
MeXaHHu3MaMH

Kanermurabun oGnamgaer HEOONBIIMM WM YMEPEHHBIM BIUSHHUEM Ha CIIOCOOHOCTH YIIPAaBISATH
TPAHCIIOPTHBIMU CPECACTBAMU W MCXAHU3MAMMU. HaI_II/IeHTaM, Y KOTOPBIX BO3HHUKIIM TaKUC
HCIKCJIATCJIIbHBIC SABJICHUS, KaAK T'OJIOBOKPYIKCHUC, CJ'Ia6OCTI> HJIM TOUIHOTA, CJICAYCT BO3ACPKATHCA

OT yHpaBJIE€HUS TPAHCIOPTHBIMU CPEJICTBAMHU, MEXaHU3MAMHU.

4.8. He:xkenaTesibHbIE peaKIUU

Pesrome npoduiis 0e3onacHocT

Hanbomee wdacTo BCTpeyarOIMMHUCS W/WIM KIMHUYECKH 3HAYMMBIMH HEXEJIaTeIbHBIMU
peakuusMH B XOJ€ Tepanuy KarenuTaOMHOM OBUIM HapymIeHHS CO CTOPOHBI JKEIyHZOYHO-
KHIIEYHOT'O TpakTa (0COOCHHO auapesi, TOIIHOTA, pBOTa, 00U B JKUBOTE, CTOMATHUT), JaJOHHO-
MIOJIOLIBEHHBIN CHHIPOM, YTOMIISIEMOCTb, aCTCHHUSI, AaHOPEKCHSI, TPOSBICHUS KapHOTOKCUYHOCTH,
HapacTaHWE TOYEYHOW HEIOCTATOYHOCTH y TAIMEHTOB C HAPYIICHHSIMH (QYHKIHH IOYEK B
aHaMHe3e, TpoM003/9MO0ITHS.

TabauyHOoe pPEe3IOME HEXKENATEIbHBIX DEAKIIUN

JIJist onucaHus 4acTOTHI HEXKENAaTeIbHBIX PEAKIIMA UCIIOIBb3YIOTCS CISAYIONINE KAaTETOPUU: OUeHb
yacmo (= 1/10); wacmo (> 1/100, vo < 1/10); nHeuacmo (> 1/1000, HO < 1/100); peoxo (= 1/10000,
HO < 1/1000); ouenv peoxo (< 1/10000); yacmoma neuzsecmna (Ha OCHOBAaHHUU WMEIOIIUXCS
TAHHBIX OI[EHUTh HEBO3MOXHO).

HpI/IBe,Z[GHHBIe HHIKC HCKCIATCIIbHBIC PCAKIIUN ICPCUUCIICHBI B TIOPAAKC yGBIBaHI/IH CCPBC3HOCTH.
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MownoTepanus KaHeHI/ITa6I/IHOM

COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 18.07.2025 N= 17384
(NOCNEOCBATENEHOCTE 0001)

B Ta6J'II/II_[e 4 NEPCUUCIICHBI HCXKCIIATCIIBHBIC PCAKIIUU, CBA3AHHBIC C IPUMCHCHUCM KaHeHI/ITaGHHa

B MOHOTCpanuru, Ha OCHOBC OG’bGI[I/IHeHHOFO aHaJIn3a JaHHBbIX 11O 0C30ITaCHOCTH U3 TPEX OCHOBHBIX

WCCJIEIOBAHMH, B KOTOPBIX MPUHsIO yyactre 6onee 1900 marueHTos.

HexxenaTtenbHble peakuuu JOOABISIOTCS K OMPEIENIEHHOM TpyIe YacTOThl B COOTBETCTBHM C

00I1e#l BCTpe4aeMOCThIO TI0 pe3yJibTaTaM 00beIMHEHHOTO aHAIH3a.

Tabmuua 4. Pe3tome HexenaTelbHBIX PEAKIMi, CBS3aHHBIE C MPUMEHEHHEM KaleluTaOhHa B

MOHOTEPAIHUH.
CucremHoO- Ouenb Yacro Heuacro Peaxo Ouenb
OpraHHbI’ yacrto (Bce (Bce cTenenn | (TsKeJible /MM | (IOCTPErucTp peako
KJ1ace cTeneHu THAXKECTH) JKH3HEYTPOoKal0- AlMOHHBIH (moctperu-
TSZKECTH) mue (3—4 ONBIT) CTPALUMOH-
CTeleHu HBII ONBIT)
THAKECTH) WIN
CUHTAIOLIHeCS
MeTUIIUHCKH
3HAYMMbIMH)
Hugpexyuu u reprecBupyc- cercuc,
uHBa3UU Hasi MHQEKIHs, | *HPEKIHH
Ha30()apUHTUT, | MOYEBBIBOISAIINX
nHpeKIH My TEH, [EeJUTFOJINT,
HUKHHUX TOH3UJLINUT,
JIBIXaTEeIbHBIX bapuHTUT,
nyTen KaHIUI03
CIU3UCTOMN
000JI04KH
MOJIOCTH
pTa, TpUIII,
racTPOIHTEPHUT,
rprOKOBBIC
nHpeKuu,
nH(pEKInH,
abcrecc 3yba
Jlobpoxaue- JUTIOMa
cmeenHble,
3710Ka4ecmeeH-
Hble u
HeymouHeHHble
H08000pA306aHU
A (6xnrouas
Kucmbl u
noUNbl)
Hapywenusa co HEUTpONEHUS, ¢bebpunbHas
CMOpOHbL KPOBU aHeMUs HEHUTponeHus,
u aumgpamuue- MAHIUTOTICHUS,
CKOUL cucmemul rpaHyJIOIUTOIe-

HUS,
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MeHus
JICHKOIICHUS,
reMOJIUTHYEeCKas
aHemus,
yBeJIHUYEHUE
MHO/
yBeJIHUYEHUE
MPOTPOMOUHOBOT
0 BpeMeHHU

Hapywenusa co TUIEPIYBCTBU- AHTHOHEB-
CMOPOHDL TENBHOCTD pOTHUYECKUI
UMMYHHOU OTEK
cucmembl

Hapywenus aAHOpEKCHUS JeTUaparTanus, | caxapHbIA
memaboauzma u CHIDKEHUE IraoerT,
nUMaHusl MacChbI TUIIOKAJINEMUS],
TeNna HapyIICHHUE
arrneTuTa,
paccTporcTBO
MUIIEBapEHUS,
THIICPTPHUTIIHIIC-
puaeMus

Tlcuxuueckue OeccoHHHIIA, COCTOSIHHE
HapyuleHus JeTpeccust CIyTaHHOCTH
CO3HaHU,
MMaHUYECKHE
aTaKu,
[MOIaBJICHHOE
HACTPOCHHE,
CHIDKEHHE
JMOUI0

Hapywenus co rojoBHast 001b, | adazus, TOKCHYE-
CMOpOHbL JeTaprus, paccTpoiicTBo cKas
HepeHOl TOJIOBOKpPY)K€- | IaMsTH, aTaKCus, JICHKO3HIIe
cucmembl HUE, 00MODOK, danomarus
napecTe3uH, HapylIeHue
JMCTEB3US paBHOBecCHS,
paccTporcTBO
YyBCTBUTEIHHO-
CTH,
nepudepudecKkas
HeWponaTus

Hapywenus co MOBBIIIICHHOE CHIDKCHHE CTEHO3
CMOPOHbI CIIE300TACIe- OCTPOTBI 3pEHUs, | CIE3HOTO
opeaua 3penus HHE, JATIIONNS KaHaJia,
KOHBIOHKTHBHT, MOpPAKEHUE
pasznpaxeHue POTOBHIIBI,
rias KepaTur,
TOYCUHBIN
KEepaTuT

Hapywenus co BEpPTUro, 00Jb B
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Ly

(MOCAEOCBATERBROC TE 000T)

CMOopoHbl yilax

opeana cuyxa u
nabupunma

Hapywenus co HecTaOuIbHas bubpuIALIHS
CMOopoHbl CTEHOKap/Ius, KEITY0IKOB,
cepoya CTEHOKapAHUs, yAJUHEHHUE
UIIEMUs unTepsana QT,
MHUOKapja/ apUTMUS
UHpapPKT KEITyJ0UKOBast
MHUOKap/a, TaXHCUCTO-
bubpULISIIHS JUYecKas TuIla
npeacepauu, «IUPYITY,
apuTMus, Opanukapaus,
TaxuKapaus, Ba30CHasM
CHHYCOBasi
TaxuKapaus,
OLIyIICHUE
cepareOueHust

Hapywenus co TpoMOoduieduT | TpoMO03
CMOPOHUL ryOOKMX  BeH,
€ocy008 MOBBIIICHHE
apTepUAIBHOTO
JIaBIICHUS,
METeXUH,
MOHKCHUE
apTepUAIBHOTO
JIaBJICHUS,
«TIPHITUBBD),
MOXOJIOJJTAaHHE
JMCTATBHBIX
OT/ICIIOB
KOHEYHOCTEMN

Hapywenus co OJIBIIIIKA, JIErOYHas
CMOPOHbL HOCOBOE MO0,
ObIXamenbHoU KpPOBOTEUYEHHUE, | MHEBMOTOPAKC,
cucmembol, Kalllelb, KpOBOXapKaHbe,
0peanos puHOpest OpoHXUaIbHAs
2PYOHOU KIemKuU acTMa,  OJBIIIKa
u cpedocmeHus npu  puzmgeckoi
Harpyske

Kenyoouno- nuapes, KEITYJJOUHO- KHIIIeYHas
KULeyHble pBOTa, KHIIIEYHOE HETPOXOIUMOCTH,
Hapyuienus TOIITHOTA, KpOBOTEUYECHHE, | aCILIUT, DHTEPHUT,
CTOMATHT, 3amop, OoJIM B | TacTpHT,

6omm B | BepxHell yactu | aucdarusa, Oosb
KHUBOTE KHBOTA, BHU3Y  JKHBOTAa,
JACTICIICHS, a30¢arur,
METEOPH3M, nuckoMdopT B
CYXOCTb BO PTy | XKHUBOTE,
racTpoasodare-
albHas
pedokcHas
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KpPOBB B CTYyJe
Hapywenus co TUIEPOMIPY- | JKeNTyXa MEeYCHOYHAS
CMOpOHbL ouHemus, HEeJ0CTaToyY-
neyexu u W3MCHEHUE HOCTb,
JHcentesbl800sY (yHKIIMOHAITb- X0JIeCTaTH-
ux nymeti HBIX TECTOB YEeCKUH
MEYCHU renaTur
Hapywenus co | nanoHHO- CBIIIb, BOJIIBIPH,  s13Ba | KOxKHAs opma | TsHKETbIe
CMOpOHbL KOJiCU | TIOAOIIBEH- | aJonerus, KOXH, CBIIb, | KPACHOM KOXHbBIE
U NOOKOJCHBIX | HBII spuTeMa, KpanuBHUIIA, BOJTYAHKHU peakuuu,
mKaweu cUHIpOM™** | CYyXOCTh KOXH, | PEaKIus Takue Kak
3y, CBETOUYYBCTBHU- CUHAPOM
TUMNEPIUTMEH- | TeJTbHOCTH, CruBenca-
Tanusg KOXH, | JIJaJJOHHAas JI>xoHCOHAa
MaKyJsipHas spuUTeMa, OTEeK U TOKCHYe-
CBIIIb, Tuma,  Iyprypa, CKUU  DIH-
HienymeHmue CUHJIPOM JepMab-
KOXH, paauanruoHHOrO HBIN
JepMaTur, OT3bIBA HEKPOJIU3
HapylIeHHe (cm. paznen
MMUTMEHTALHH, 4.4)
U3MCHCHHUS
HOI'TE!
Hapywenusa co 6omm B | OIyXaHUE
CMOpOHbL KOHEYHOCTSIX, CyCTaBoB, 00JH B
MbIUULEUHOT, 0olIM B CHHHE, | KOCTAX, OOIH B
CKelemHouU u apTpairus oOnactu nuia,
COeOUHUMENTLHO CKEJIeTHO-
U MKauHu MBbIIIEYHAs
CKOBaHHOCTb,
MBIILIEYHAS
c1aboCcTh
Hapywenus co ruapoHedpos,
CMOpPOHbL NOYeK HeJepKAHKE
u MOYH, TeMaTypus,
MOUEBbIBOOAUUX HUKTYPHSI,
nymeti MOBBIILICHUE
KpeaTHHUHA B
1a3Me KpoBH
Hapywenusa co BarMHAJIbHbIC
CMOpOHbL KpOBOTEUYECHHUS
penpooyKmueHo
U cucmemvl U
MONIOUHBIX
Jrcenes
Obwue yTOMJIsIe- MUPEKCHs, OTEKH, 03HOO,
HapywieHuss U | MOCTb, nepudepuye- TPUIITONOJ00HBIH
peaxyuu 6 | acTeHHUS CKHUe OTEKH, | CHHIPOM,
Mecme 86e0eHs] HEJOMOTaHWe, | PUTHIHOCTbD,
0016 B Tpyau MOBBILIICHHE
TEMIEPATYPhI
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| | [ refa MOCAFROBATERSHOE TE 006

**(CHOBBIBAsICh HA MTOCTPETUCTPAIIMOHHOM OIBITE, OBLJIO BBISABICHO, YTO IMEPCUCTHPYIOIIHNA HITH
TSDKCJIBIA  JIQJIOHHO-TIO/IOIIBCHHBIH CHHJIPOM MOXET BIIOCICICTBUN TPUBECTH K yTpare
OTNEYATKOB NaNbIIeB (cM. pazaen 4.4).

I[TpumeHeHue kaneunTabruHa B KOMOMHUPOBAHHON TEPAIIUKA

B Tabnuue 5 nepeuncieHsl HexenaTeabHble PEaKkIiK, CBSI3aHHbIC C IPUMEHEHUEM Kallel[UTa0Ha
B COYECTAHMH C PA3JIUYHBIMU CXEMaMHM XUMHOTEPANMM IO PA3JIMYHBIM IOKa3aHUSM Ha OCHOBE
naHHBIX 10 Oe3omacHoctu Oosnee 3000 mamumeHTOB. HexenarenbHble peakiuu HOOABISIOTCS K
COOTBETCTBYIOILIEH IpyMNIE 4YacTOThl (OYEHb YAaCTO MJIM YacTO) B COOTBETCTBHHM C HaWBBICIIEH
4acTOTOH, Ha0Ir0AaeMol B JIIOOOM M3 OCHOBHBIX KIMHMYECKUX MCCIEIOBAHUMN, U TOIBKO B TOM
cilydae, Korjia OHM HabJII0JalIuCh B JIONOJHEHHUE K HEXKEJIaTeNIbHBIM PEeaKLUsAM TP MOHOTEPAIINH
KaneruTadMHOM WM ¢ 0Oojee BBICOKOM YacTOTOM 1O CpaBHEHUIO C MOHOTepamnuen
KarnenuTadnHoM (cM. Tabauny 4). HexxenarenbHble peakiiuy, OTMEYaBIIUECs A KaleluTadnHa
Ip¥ KOMOMHUPOBAHHOM TEpanmuy ¢ KaTeropueil 4acTOThl «HEYACTO», COMIACYIOTCS C TaKOBBIMU
IIPY MOHOTEpANHHM KarneuuTaOMHOM WM NTPU MOHOTEPAIMM KOMOMHHUPOBAHHBIM JIEKAPCTBEHHBIM
CPEACTBOM (B JIUTEPATYpE U/UIH B MHCTPYKIIMU IO METUIITHCKOMY MTPUMEHEHHIO Mperapara).
Hekotopble HexenarenbHble PEaKIMHU YacTO HaOMIONaIMCh TpU NPUMEHEHUH KOMOWHAIUH
JIEKapCTBEHHBIX CPE/ICTB (HapuMep, nepudepudeckas CEHCOpHasi HelponaTus Npu NpUMEHEHUH
C IOLIETAKCEJIOM WJIN OKCAJIMIIIIATHHOM, IOBBIIICHAE apTEPUAIBHOTO NaBICHUS IIPU IPUMEHECHNUN
¢ OeBar3yMaboM); OIHAKO HEJIb3s UCKIIOUYUTHh 000CTpeHre Ha (hOHE Tepanuy KarnenuTaOuHOM.
Tabmuua 5. Pe3toMe HeXenaTeNnbHbIX PeaklWid, CBSI3aHHBIX C MPUMEHEHHMEM KalelUTa0hHa B
cocTaBe KOMOMHHUPOBAHHOM Tepanuu, KOTOpble HaOII0AaIMCh B JOIOJHEHUE K HEXKeNlaTeIbHbIM
peaKIysIM IpU MOHOTEpANUU KarneuuTaOuHOM WK ¢ 00Jiee BBICOKOW YacTOTOM MO CPAaBHEHMIO C

MOHOTEpanuei KaneuuTabuHoM.

CucremHo- Ouensb yacto Yacrto Penko
OpTaHHBIN KJ1acc (Bce cTeneHu (Bce cTeneHu TsKecTH) | (MMOCTPETHCTPAITMOHHBIN
TSKECTH) OTIBIT)
Hugpexyuu u OTIOSICHIBAIOIIHNIA TepIIec,
uHeasuu UHEKINH

MOYEBBIBOJSIINX ITYTEH,

KaHIUI03 CIIA3UCTOU
000JI0YKH pOTOBO¥
MOJIOCTH, uH(peKIun

BCPXHUX  JbIXaTCIbHBIX
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nyteit, puHut.~ 'pHmt |

t

TEMBROCTE 000N

"uHpexuH, reprec
MOJIOCTH pTa
Hapywenus  co | "meiirponenus, yrHETEeHUe byHKIUN
cmopombl Kpoeu u | eHKOTenusl, KOCTHOTO MO3ra,
numpamuueckoli | aHeMus, “(peOpunbHas
cucmembl "HeHTponeHnYecKas | HeMTpOneHus
JTUXOPAIKa,
TPOMOOIIMTONICHUS
Hapywenua  co TUIEPIYBCTBUTEIHHOCTh
CMOpOHbL
UMMYHHOU
cucmemul
Hapywenusa CHIDKCHHE TUTOKAIUEMUS,
Memabonuzma U | anreTuTa TUIIOHATPUEMUSI,
numaHus TUIIOMarHueMus,
TUTOKAIIBIUEMUS,
TUTIEPTIINKEMHUS
Ilcuxuyeckue paccTpoicTBa CHa,
HapyueHus TpeBora
Hapywenus  co | mapecre3us, HEHPOTOKCUYHOCTH,
CMOPOHbL HEPBHOT | TU3ECTE3NS, Tpemop, HEeBpaJITus,
cucmemul nepudepuyeckas peaxuus
HelpomnaTus, TUIEPYYBCTBUTEIHHOCTH,
nepudepudeckas TUIIECTE3US
CEHCOpHast
Helponarus,
JMCTeB3US,
roJioBHasI 00JIb
Hapywenus  co | noBbllIEHHOE HapyluleHHe 3peHus,
CMOpOHbL  Op2aHa | CIIE300TAEICHHE CyXoCThb TJla3, 00Jb B
3peHus riuaszax, HapylIeHHe
3peHus, MIOMYTHEHHE
3peHus
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ey I

Hapywenus  co

3BOH B Vma)';l FYrOYXOCTh |

t

ERERCOCTE 000N

CMOPOHbL  OpeaHa
cnyxa u
nabupunma
Hapywenus  co bubpmuIsIIns
CMOPOHbI cepoya npeacepauid, — UIIEeMUs
MHUOKapa/uH(papKT
MHOKapa
Hapywenua  co | otexku HIDKHUX | THIIEPEMHUS,  CHUIKECHUE
CMOPOHBL COCY008 | KOHEUHOCTEH, apTepUaAIBbHOTO
MOBBIIIICHUE JaBJICHUS,
apTepHAIBLHOTO THIIEPTOHUYECKUN KPHU3,
JaBJICHUS, «TIPUIUBBD», (HIEOUT
“ambonust u
TpomM003
Hapywenua  co | 6oms B ropie, | ©KoTa, 00Jb B TJIOTKE H

CMOPOHDL
ObIXamenbHou
cucmemui,

0p2ano08 epyoHol

JAU3CCTC3Us I''TOTKHU

ropTaHu, TUCHOHUS

KemKu u
cpedocmeniist

JKenyoouno- 3amop, AUCIENCUST | KPOBOTCUCHUE u3
Kuueunvle BEPXHUX OT/IETIOB
HapyuweHus. KEITY TOUYHO-KUIIIEYHOTO

TpaKTa, SA3Bbl B IOJIOCTH

pTa, TacTPUT, B3AyTHE
KHUBOTA,
ractpod3odareanbHas
pedrokcHass  OOJE3Hb,

00Jb B TIOJNOCTH PTa,
nucarus, KpoBOTCUEHUE
U3 MPSAMON KHUIIKH, 0OJb

BHU3Y KHNBOTAa,
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pTa, napecresuss B
00JlacTu pTa, TUMECTE3us
B obnactu pTa,
IUCKOM(OPT B )KUBOTE
Hapywenua  co HapylIeHHe byHKIUU
CMOPOHLL  neyenu NeYeHU
u
HCeNesbl800AUUX
nymetu
Hapywenus  co | anomenus, THIIEPTUAPO3,
CMOPOHBL KOJHCU U | U3MEHEHHS HOTTCH | S)pUTEMAaTO3Hass  ChIIlb,
NOOKONCHBIX KpanmuBHUIIA, HOYHAasI
mKawetl MOTJIMBOCTh
Hapywenus  co | muanrus, 00J1b B YEIIOCTH,
CMOPOHDL apTpairusi, 0OJb B | MBIIICYHbIC CTa3MBl,
MblUeuHoll, KOHEYHOCTSX TPU3M, MBIIICYHASI
CKelemHOll u ci1abocTh
COCOUHUMEILHOT
MKAHU
Hapywenua  co remMarypus, ocTpas MOoYeYHAS
CMOPOHBL NOYEK U MPOTCHHYPUS, CHUKCHUE | HEJOCTATOYHOCTD
MOUeBbIBOOAUIUX KIUpEHCa KpEaTHHHHA, | BCIEICTBUE
nymetl T3y pHS JeTuaApaTauu
Obwue MUPEKCHs, BOCTIAJICHUE CIIU3UCTON
HapyueHus u | cnabocTh, 000J10YKH, 60116 B
peakyuu 6 mecme | ‘neraprus, KOHEYHOCTSIX, 001b,
66e0eH s MIOBBILLIEHHAS 03H00, 60JIb B TpyaH,
YYBCTBUTEIHHOCTh | TPUIIIONOAO0HBIN
K  BBICOKHM W | CHHIPOM, JIMXOpajKa,
HU3KHM WHQY3HOHHBIE PEAKIINY,
TeMIeparypam peaxkuuu B MecTe
HHBEKLHH, OOJIb B MECTE
nH(}y3uu, 6071 B MecTe
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HNHBCKIINU

Tpaemwi, KPOBOIMOJTEK
UHmMOKCUKayuu U

OCJIOHCHEHUA

npoyeoyp

© Jlns KaKa0ro TEPMHHA IIOACYET YAaCTOTHI OCHOBHIBAJICS Ha HEKEIATENbHBIX PEAKIUAX BCEX
cTeneHen TsHKecTu. [ TepMHUHOB, OTMEYEHHBIX 3HAKOM «+, TIOJICYET YaCTOTHI ObLIT OCHOBAH HA
HEXENAaTeIbHBIX peakuusx 3—4 CTeneHu TsokecTd. HexenmaTenbHbIE peakiuud J00aBISIOTCS B
COOTBETCTBUH C HAUBBICIIEH YaCTOTOM, HAOIIOMABIIEHCS B JI000M M3 OCHOBHBIX HCCIIEIOBAHUN
KOMOWHUPOBaHHOH Teparuu.

Onucanue OoTAEILHBIX HEXKEIATEIbHEIX PEAKIINI

Jlaoonno-noooweennwlii cuHOpom (cm. pazoen 4.4)

Ipu npuMeHenny KanenuTabuHa B 1o3e 1250 mr/m> 1Ba pasa B CyTKH ¢ 1-0ro 110 14-i 1uu kaxple
TP HEAETU B HCCICAOBAHUSAX MOHOTEPANUU KaNeUTa0MHOM (BKJIIOYAs WCCIIEIOBaHUS
aJbIOBAaHTHOM Teparuy paka TOJICTOM KUIIKHU, TEPAIIH METaCTaTHUECKOT0 KOJIOPEKTAIbHOIO paKa
W paka MOJIOYHOHM >KeJe3bl) HaOIoJaics JIaJOHHO-TIOAOMIBEHHBIH CHHAPOM BCEX CTENeHEen
TSDKECTH ¢ 4acToToi oT 53 % 1o 60 % u B rpynne kanenuTaOuH/monerakcea B UCCIEAOBAHUH
TEpaluu METAacTaTUYECKOI'0 paka MOJIOYHOM Xkene3bl ¢ 4actoTod 63 %. Ilpu npumenenun
kanenuTabuna B 03¢ 1000 mr/m? nBa pasa B CyTKH ¢ 1-oro o 14-ii AHU KaKIble TPU HEAECTHN MPHU
KOMOMHHMPOBAaHHOW Tepalruy KareuuTabuHOM JIaJOHHO-TIOJOUIBEHHBIH CUHAPOM BCEX CTENeHen
TSDKECTH HaOmmoancs ¢ yactotoi ot 22 % n0 30 %.

Merta-ananu3 14 KTUHUYECKUX UCCIIEAOBaHUH ¢ naHHBIME Oosiee 4700 manueHToB, MOJyYaBIInX
KalneuuTabMH B MOHOTEpAaNHMM WM KanequTaOuH B COYETAaHMM C DPA3IUYHBIMU PEXKUMaMU
XUMHOTEpAUy MO Pa3IUYHbIM MOKa3aHUSAM (paK TOJCTOW KWIIKH, KOJIOPEKTAJIbHBIM pak, pak
JKeyJlKa, pak MOJIOYHOM 3>Kene3bl), IOKa3aj, YTO JIaJOHHO-NOJOUIBEHHBIH CHHAPOM BCEX
cTeneHen Tsokectu orMmevancs y 2066 (43 %) manueHToB 1o MPOIIECTBUH B cpeqHeM 239 nHei
(95 % AW B nuamasone ot 201 mo 288 mHeit) mocie Havana JedeHus: KarnenutabunoM. Bo Bcex
UCCIIEIOBAHMSX, CIEAYIOIMe KOBAapUAaHThl OBUTM CTATUCTUYECKH 3HAUYMMO CBSI3aHBl C
MOBBIIICHHBIM PUCKOM Pa3BUTHS JIaJJOHHO-TIOJOIIBEHHOIO CUHJIpPOMA: YBEJIMYEHUE HaYaJIbHOU
03Bl KarenuTabuHa (B TpaMmax), YMEHbBIICHUE KyMYJISITHBHOU 10361 Karmeuutaduaa (0.1*kr),
YBEJIMYEHUE OTHOCUTENIbHOM MHTEHCHBHOCTH J03bl B IEpBble 6 HEAENb TEpanuu, yATUHEHHE
HCCIIeAYyeMOro Iepuoia Tepamuu (B HEeNsX), yBeIWdYeHHe Bo3pacta (Ha kKaxaeie 10 jerT),
KEHCKUH mon U Xopomee coctosHue mo ECOG (mkanma OLIEHKH OOIIer0 COCTOSHUS

oHkosioruyeckoro 6onsHoro BO3) Ha ucxoguom yposue (0 mpotus > 1).
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Jluapes (cm. pazoen 4.4)

Huapest Habmonanace y 50 % manueHToB B X0/1€ Tepanuy Kanenurabunom. B pesynbrate mera-
aHanm3a 14 KIMHUYECKUX HMCCIeNOBaHUM, BKIIOYAaBIIUX Oonee 4700 mamueHTOB, MOTYYaBIINX
TEepanuio  KarneuuTaOMHOM, ObUIM  BBISIBICHBI  KOBapHaTbl, KOTOpPbIE  CTATUCTHYECKU
aCCOLMHPOBANIUCh C YBEIMYEHUEM pHUCKA DPA3BUTHUS JAMAPEH: YBEIMYEHUE HadalbHOW O3Bl
KarmenurabnmHa (B TpaMMax), YUIMHEHHWE HCCIEAyeMOro TmepuoAa Tepanuud (B HEACIX),
yBenuueHue Bo3pacta (Ha kaxzasle 10 ner) m xeHckuil mon. KoBapuaTbl, CTaTUCTUYECKH
aCCOLIMMPOBABILNECS C YMEHBIICHHEM PUCKA Pa3BUTHS JUAPEU: YBEIMUEHUE KyMYJITUBHOM J03bI
kaneruTadbunHa (0.1*kr), yBeIu4eHrne OTHOCUTEIPHOM WHTEHCUBHOCTH JIO3bI B TIEPBbIC 6 HEIEIb
Tepanuu.

Kapouomoxcuunocmo (cm. pazoen 4.4)

B pesynbrare ananuza npoduiis 0€30MacHOCTH CeMHU KIIMHUYECKUX UCCIIEOBAHUM MPU y4acTUU
949 mnanMeHTOB, MOJYyYaBIIMX KamequTaOWH B KauyecTBE MOHOTEpanuu, ObUIM BBISBICHBI
clenyrolue HexenareiabHble peakuuu (dacrota Menee 0,1 %): xapaumomwuonarus, cepleyHas
HEJI0OCTAaTOYHOCTh, BHE3AIMHAsI OCTAHOBKA CEP/Illa U KEJIyJ0UYKOBasi 3KCTPACUCTOJIHUS.
Onyeghanonamus

OHuedanonarus TakkKe acCOIMUpoBaiach ¢ MPUEMOM KalenuTabuHa B KaueCTBE MOHOTEpaIruu
(uactora menee 0,1 %).

Bo3zoeiticmsue npenapama npu opoobnenuy uiu pasiamvléaHuu maobiemox

B ciyuae npoGneHust uiau pas3iaMbIBaHHs TaOJETOK KarelnuTaOnHa HAOJIOMAUCh CIIEIYIONINe
HEe)KeNaTelIbHbIe pEeakluu: pa3JpakeHHWe Tja3, OTEeK BEH, KOXKHas Cblllb, TOJIOBHAas O0Jib,
napecresus, Juapes, TOITHOTA, pa3IpakeHre CIM3UCTON 000IOUKH KETyAKa, PBOTA.

Oco0ble rpyInel NALKMEHTOB

Tayuenmul nodxccunoco 6o3pacma

B xoxe anammza mpodwuns 6€30macHOCTH Yy TMAlMEHTOB B Bo3pacte > 60 JieT, moJry4aBIIMX
KarenuTaOnH B KOMOMHAIIUH C TOIIETAKCEIIOM, a TAK)KE B KA4eCTBE MOHOTEPAIH, ObLIO BBISBICHO
YBEJIMYCHUE YHMCIA CEPbE3HBIX HEXeNaTelIbHBbIX pPEaKIMi M HEXeNnaTeNbHBIX peakuuid 3 u 4
CTENEeHH TOKCUYHOCTH, CBS3aHHBIX C JIEYEHHEM, 110 CPABHEHMIO C MAI[eHTaMHU B BO3pacTe
< 60 mer. IlammenThl B Bo3pacte > 60 yer, MOJydYaBIIME KamelUTaOMH B KOMOWHAIIUU C
JOLIETAKCEeTIOM, TAakK)Ke paHbIe BBIOBIBAIM W3 HWCCICIOBAHMS  BCIEICTBUE PAa3BUTHUSA
HEeXeJaTeNbHbIX PEaKIIHii, M0 CpaBHEHUIO C MalreHTamMu B Bo3pacte < 60 ser. B pesynbraTe meta
aHanu3a 14 KIMHUYECKUX HUCCIeNOoBaHMM mpu ydacTuu Oojee 4700 mamueHTOB, MOTyYaBIINX
KanenuTaOnH, ObUIO BBISIBJICHO, YTO C YBEJIIMUYEHHWEM Bo3pacTa mainueHTta (Ha kaxaeie 10 jer)
MOBBIIIAJICS PUCK Pa3BUTHS JTAJOHHO-MIOJAOUIBEHHOTO CUHIPOMA U JIUAPEH, B TO BPEMS KaK PHUCK

pa3BUTHS HEUTPOIIEHNH, HA00OPOT, CHUXKAJICS (CM. pa3zaen 4.2).
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B pesynbrare Mera-aHanmza 14 KIMHMYECKHX HCCIenOoBaHMA mnpu ydactuu Oonee 4700
MAIMEHTOB, MOMyYaBIINX KAaeUTa0NH, ObLJIO BBISIBJICHO, YTO Y MAIIEHTOB KEHCKOTO OJIa PUCK
pa3BUTHS JIAJOHHO-TIOAONIBEHHOIO CHHIpPOMAa W JAMaped ObUT BBIIIE, B TO BpeMS KaK PUCK
Pa3BUTHS HEUTPONIEHUH, HA00OPOT, CHUKAJICA.

Tayuenmoi ¢ noueunoll HeAOCMamoyHoCcmvo (Cm. maraice pasoenvt 4.2 u 4.4)

B xome ananmmza mpoduis 0€30MacHOCTH y MAIMEHTOB C IMOYEYHOM HEIO0CTaTOYHOCTHIO,
MOJTyYaBIINX KalenuTaOuH B Ka4eCTBE MOHOTEpAnuu (KOJOPEKTAIBHBIA paK), ObLIO BBISBICHO
YBEJIMYEHUE YaCTOThl PAa3BUTHUSL HEXKENATENbHbIX peakuuid 3 u 4 CTEeneHW TOKCHYHOCTH IO
CPaBHCHHMIO C TMAallMEHTAMH C HOpManbHOW ¢yHKIued mouek (36 % (n=268) manmweHToB ¢
HOpMaJibHOW (yHKIMEH mo4yek mo cpaBHeHUIo ¢ 41 % (n=257) mauueHTOB ¢ NOYEYHOU
HEJI0OCTaTOYHOCTHIO JIETKOH cTeneHn U 54 % (n=59) manueHToB ¢ MOYeYHON HEeIOCTAaTOYHOCTHIO
cpenHeit creneHn) (cm. paszaen 5.1). Cpeau ManueHToB ¢ MOYEYHOM HETOCTaTOYHOCTBIO CpeIHer
CTereHU Hambojee YacTo oTMedaics (PakT yMeHbIIeHHs A03bl Karnenutabuna (44 %) mo
CPaBHEHHIO C MAIIMEHTaMU C HOpMallbHOUW (pyHKIMel moyek (33 %) u manueHTaMu ¢ MOYeYHOU
HEJOCTAaTOYHOCThI0 Jierkod crteneHu (32 %). OTmedanoch TakKe YBEIWYEHHE KOJIMYECTBa
MAIMEHTOB, BHIOBIBIIUX M3 UCCIIEIOBAaHUS HAa paHHUX cTagusax (21 % manueHToB, BHIOBIBIINX U3
WCCJICIOBAHMS B T€YCHUE IMEPBBIX JBYX IUKIIOB) MO CPABHEHUIO C MAallMEHTAMH C HOPMAIbHON
¢ynkuuei nouek (5 %) 1 nanMeHTaMH ¢ TOYEYHON HEJOCTaTOYHOCTBIO JIeTKOM crenenu (8 %).

H3MeHeHus co CTOPOHEBI JIA0OPATOPHBIX HOKAa3aTelIen

CHuxeHue 4ucna HEHUTpOUIIOB, CHIKEHHE 4YHCIa TPaHyJOLMTOB, CHW)KEHUE YHCia
TUM(OIUTOB, CHIKEHHE YMCIIa TPOMOOIIUTOB, CHIDKEHIE TeMOTIO0NHA, TUIIEpOMINpyOHEMUS,
nosbimieHne  aktuBHoct  AJIT, ACT, menounoit ¢ocdaraspl, TUNEpPKpEaTUHUHEMHUS,
TUIEPIIMKEMHUs, TUIIO- /TUIIEPKAIbIMEMHUs, THIIOHATPUEMHS], TUITOKAINEMHUSL.

COO6H_ICHI/IC 0 ITOAO03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATEIbHBIX PEAKIUAX T[OCIEe PETUCTPAIUU
JIEKapCTBEHHOTO TIperapara ¢ melibio 00ecredeHnsi HelPephIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeaunuHCKUM paOOTHUKAM DPEKOMEHIYeTcCs
coo01aTe O JIIOOBIX MOJ03pPEBAaEMbIX HEXKeNaTeIbHBIX PEeaKIUsAX JEKapCTBEHHOIO Ipernapara
4yepe3 HAlMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXENATEIbHBIX PEaKIUIX TOCYJapCTB — YJICHOB
EBpa3uiickoro 3K0HOMHUYECKOr0 COI3a.

Poccuiickas @enepanus

®denepanbHas cinyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

Anpec: 109012, r. Mocksa, CriaBsiHCKasl miiomaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03
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DnekTpoHHas rmoyra: pharm@roszdravnadzor.gov.ru

CaiiT B uH(pOpMAIIMOHHO-TEJIEKOMMYHUKALIMOHHOM ceTH «HTepHET»:

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

4.9. [lepeno3upoBka

CHMIITOMBI

CuMNITOMBI OCTPO IEPEIO3UPOBKH BKIIIOUAIOT TOIIHOTY, PBOTY, IMAPEI0, BOCIIAJIEHUE CITU3UCTON
0007109k (MYKO3HUT), pa3apakeHue KeIyT0YHO-KHIIIEYHOTO TPaKTa W KPOBOTCUEHUS, a TAKKe
yrHeTeHHe QyHKIIUA KOCTHOT'O MO3Ta.

JleyeHnue

Jleyenune mnepeAO3UPOBKU JIOMKHO BKJIIOUATh CTAHAAPTHBIA KOMILUIEKC TEpPaneBTUYECKUX U
MOJAEPKUBAIOIIUX MEPONPUSATUNA, HANMPABICHHBIX Ha KOPPEKIUIO KIMHUYECKUX CUMIITOMOB

peynpexaeHne BOZMOXKHBIX OCIIOKHEHUH.

5. PAPMAKOJIOTUMYECKHE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

dapmakoTepaneBTHUECKasi TPYIINa: MPOTUBOOIYXOJIEBBIE CPEICTBA, AHTUMETAOOIHUTHI; aHAIOTH
MUpUMHUIUHA.

Kox ATX: LO1BCO06

MexauusM aeiictus U dhapMakoauHaMudeckre YO hEKTHI

Kamenurabun — mnpousBogHoe (QropnupuMuanHa KapOamara, MEpopajbHBIH LHUTOCTATHK,
AKTUBHUPYIOIIUNCS B TKAHU OMYXOJM M OKA3bIBAIOIINI Ha HEE CEJICKTHBHOE ITUTOTOKCHYECKOE
NICUCTBUE.

In vitro xanenuTabuH HE 00JagacT MUTOTOKCHYECKHM 3(DQEeKTOM, in vivo TpeBpamaeTcs BO
dTopypaumn (DY), KOTOpHIH moABepraeTcs JajlbHeHeMy MeTaboIu3My.

Oo6pazoBanne DY mnpoNCXOAUT MPEUMYMISCTBEHHO B TKAaHHW OMYyXOJIH TOJ JIEHCTBHUEM
OITyXOJIEBOTO AHTHOTeHHOro (akropa — TUMUAMHGOCPOPHIIA3bl, YTO CBOAUT K MHUHUMYMY
cuctemMHoe Bo3aeiicTBrue @Y Ha 310pOBbIE TKAHU OpraHu3Ma.

[locnenoBarenbHas ¢(epmentHas OuoTpaHcopmanus kKanerurabuna B DY cozmaer Oomee
BBICOKHE KOHIICHTpAIMH IIperapaTa B TKaHSAX OIMYXOJH, YeM B OKPYKAIOIIUX 3I0POBBIX TKAHSIX.
[Toce mepopaqbHOTO Ha3HAYCHHS KarenuTabWHA MAlMeHTaM C KOJIOPEKTaIbHbIM pakoM (N=8)
KoHIeHTpanusg ®Y B TkaHW omyXxoiu B 3.2 pasza OoibIIe €ro KOHIICHTPAIMH B MPHIICKAITUX
3I0pOBBIX TKaHsAX (quana3oH ot 0.9 mo 8.0).

CootHorenne KoHIeHTpanuii @Y B TKaHU omyXxosu U 1iasme — 21.4 (auamaszon ot 3.9 1m0 59.9),

COOTHOIIIEHHUE €T0 KOHIICHTPAIIMH B 3JI0POBBIX TKaHAX U B I1a3Me — 8.9 (muamnason ot 3.0 10 25.8).
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AKTHBHOCTh TUMHUANH(pOChOpHUIA3bl B MEpBUYHON KOH%&TJ&M&%BH ik e s %! paza

BBIIIIE, YEM B MPUJICKAIIHUX 3I0POBBIX TKAHIX.
B omyxomneBbIX KJI€TKax y MAalMEeHTOB C PAKOM MOJIOYHOM JKeJIE3bl, KEITyJIKa, KOJIOPEKTaTIbHBIM
pakoMm, MEHKN MaTKU U SUYHUKOB COAECPKUTCS 00Jiee BHICOKUHN YPOBEHb TUMUANH(OChHOpUIA3bI,
criocoOHo# mipeBpamath 5°-J[OYP B @Y, yem B COOTBETCTBYIOIINX 30POBBIX TKAHSIX.

Kak 37m0poBble, Tak M ONyXoJeBble KIETKH Merabonmsupyior DY B 5-pTop-2-
ne3zokcuypunuaMonodocdar (PaYMD) u 5-propypunuatpudocdar (PYTD). Dtu MeTabOTUTHI
MOBPEKIAIOT KJIETKH IMOCPEACTBOM JBYX Pa3jIUYHbIX MEXaHU3MOB. Bo-mepBbix, ®aYM® u
donarusiit kodaxrop N> ''-meTunenrerparuapodonar caspBaroTes ¢ TAMUAMIaTcHHTa30i (TC)
¢ o0pa3oBaHHEM KOBAJICHTHO CBSI3aHHOTO TPETHMYHOTO KOMILIEKCA. JTO CBS3BIBAHHUE IOABIISET
oOpa3oBaHNe TUMUAUIIATA U3 yparuia. TUMUAUIAT SIBISETCS HEOOXOIUMBIM MPEIIeCTBEHHUKOM
tuMuauHTpU(dOCchaTa, KOTOPHIN, B CBOIO o4epenb, KpaiiHe BaxxeH misa cuHTe3a JIHK, tak uto
HEJOCTATOK 3TOT0 BEIIECTBA MOXKET MIPUBECTH K YTHETCHUIO KJIIETOYHOTO JIEJICHUSI.

Bo-BTopsbix, B mpornecce cunte3a PHK TpanckpununonHbie pepMEHTHI sSipa MOTYT OLIHOO0YHO
BKIIIOYUTh B Hee DY TO Bmecto ypununtpudochara (YTD). Jra merabonarueckas «OmuOKa»
Hapymaet npoueccudar PHK u cunTes Genka.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AGcopbuus

[Tocne mpuema BHYTpb KaneUTaOuH BCaChIBA€TCS OBICTPO U MOJHOCTHIO, TIOCTIE YeTO MPOUCXOIUT
ero tpancopmanus B metabomutel 5’-JAPUT u 5°-JIOYP. Iluma ymeHbmaeT CKOPOCTh
BcachbiBaHMsI KarenuTtabuna, ogHako Ha BenmmunHy AUC 5°-JIOVP u cnenyromero Mmeradoiura
OV Biuser He3HAuuTENbHO. [IpyM HazHaYeHWH KamenuTaOWHA TOCle TpUeMa TUIIH B J103€
1250 mr/m? Ha 14-pIif IeHb MaKcCHMalbHblE KOHIEHTpauuu B TiasMe (Cmax) KamenuraOuHa,
5-JIDUT, 5°-APYP, ®Y u OBAJI cocraBunu coorBercrBenHo: 4.47, 3.05, 12.1, 0.95 u
5.46 mxr/miu. Bpemst noctmwkeHusi MakcuMaibHOU KOHIEHTpauH (Tmax) paBasutocs 1.50, 2.00,
2.00, 2.00 1 3.34 9. AUCy.» cocTaBuna 7.75, 7.24, 24.6, 2.03 u 36.3 MKT X 9/MJI, COOTBETCTBEHHO.

Pacrnpenenenue

WccnenoBanue in vitro B Tja3Me KpOBH YEJIOBEKA TOKA3alo, 4yTo i Kanenutabuna, 5’-JADIT,
5°-J1IOVYP u @V cBa3b ¢ Oenkamu (TJIaBHBIM 00pa3oM, ¢ anbOyMuHoM) coctasisieT 54 %, 10 %,
62 % u 10 %, COOTBETCTBEHHO.

Buorpancdopmarnus

[TepBruHO MeTaboNM3UpyeTCs B MIEUEHU O] BO3JIEHCTBUEM KapOOKCHUIACTEpas3bl 10 MeTaboinTa
5’-JADUT, xoTopsrii 3aTem Tparnchopmupyetcs B 5°-JADYP o aeiicTBueM MUTHANHIC3aMHUHA3BI,
HAXOJIIEHCs B OCHOBHOM B TICUEHU U OMYXOJEBBIX TKaHAX. JlanmpHelias Tpancopmaius 10

aKTUBHOTO ITUTOTOKCHYECKOro Merabonuta DY mNpouCXOAUT NPEUMYLIECTBEHHO B TKaHH
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OTIYXOJIH TIOJ] ICUCTBUEM OITYyXOJICBOTO aHTHOTCHHOTO d)hQ'T%BJ—E%“HEEg%ﬁ&Iﬁ&;m )

AUC gna @Y B mna3zme B 6—22 pa3a MeHbIIIE, YeM I0CIE€ BHYTPUBEHHOTO OOJIOCHOTO BBECHHS
®Y B g03e 600 Mr/mM2. MeTabomuThl KanenuTabuHa CTAHOBSTCS [IUTOTOKCUYHBIMU TONBKO MOCIE
npeoOpazoBanus B @Y u merabonmutsl OVY.

Hanee @Y xkarabomm3upyercs ¢ 0OOpa30BaHMEM HEAKTHBHBIX METAa0OJMTOB: JIUTHUIPO-5-
dTopypaumna (PYHz), 5-bpropypennonponuonoBoit kuciaotsl (PYIIK) u ®BAJL; aToT npouecc
NPOUCXOAUT TOJA BO3JACUCTBUEM JuruaponupuMuauuaeruaporenassl (AILJ]), akTuBHOCTH
KOTOPOM OrpaHMYMBAET CKOPOCTh PEAKIIHH.

DJIMMUHALMS

[Tepuon momyBeIBeIeHUs U3 opranusma (ti2) kanenuraduna, 5’-JIOLT, 5°-JOYP, @Y u OBAJI
cocraBisiercs 0.85, 1.11, 0.66, 0.76 u 3.23 wyaca, coorBeTcTBeHHO. (DapMaKOKHHETUKY
KaneruTabnHa u3ydanu B no3ax or 502 mo 3514 Mr/M> B cyTku. DapMaKOKMHETUYECKHE
napameTpsl kKanenutabuna, 5’-JAPUT u 5°-JIOVYP na 1-it u 14-it neap Obun oguHaKkoBbl. AUC
OV yenmuuuBanach k 14-omy nHto Ha 30-35 % wm Oonbie He Bo3pactana (22-ii neHsp). B
Uara30He TEParneBTHUYECKUX 1103 (apMaKOKMHETHUYECKHE MapaMeTphl KamenuTabuHa u ero
METabOJIMTOB, 32 UCKIIOYeHHEM DY, HOCHIIN 10303aBUCHUMBIN XapaKTep.

[Tocne mpuema xaneruTaOrvHa BHYTPb €r0 METaOOJIUTHI BBIBOJSTCS TJIaBHBIM 00pa3oM MOYKaMHU.
Bonpmias gacte (95.5 %) mpuHsATOM M03BI KanenuTabWHa BBIBOJIUTCS MOYKaMU. BwiBeneHUE ¢
KaJoM MHHHMAIBHO (2.6 %). OcHOBHBIM MeTabomuToM B mMode siBisiercss @BAJI, Ha KOTOpPBIi
npuxoautcss 57 % mnpunarod n03bl. Okosno 3 % TPUHATOW 11036l BBIBOJUTCS TOYKAMH B
HEU3MEHEHHOM BHJIE.

Kombunuposannas mepanus

Kakoro-nmu60o Bo3feiicTBus kanenuTadbuHa Ha papMaKOKMHETHKY JIOIETaKcea WK MakJIuTaKceIa
(Cmax 1 AUC), a Taxke BO3JCHCTBHUS JOIETaKCeIa WIM TaKJIuTaKcela Ha (papMaKOKWHETHUKY
5’- I®YP (ocHOBHOTO MeTabOIMTa KarneluTabnHa) He 0OHAPYKEHO.

dapMaKOKMHETHKA B 0COOBIX KIIMHUYECKHUX rpymomnax

[Tos, Hamuywe WM OTCYTCTBHE METACTa30B B IEUEHHW [0 Hadyala JICYCHHs, WHICKC OOIIEero
COCTOSIHMSI TIAllMEeHTa, KOHIIGHTpalus OO0IIero OWiIupyOnHa, CBIBOPOTOYHOTO albOyMHHA,
aktuBHOCTE ACT wm AJIT He oOKa3pBaJIM CTAaTUCTHYECKH 3HAUYMMoOro J3ddexra Ha
dapmakoxuHeTnyeckue cBoiictra 5’-JADOYP, @Y u OBAJL

Iayuenmsvr ¢ neueHouHOU  HEOOCMAMOYHOCMbIO,  00YCIONEHHOU — Memacmamuideckum
nopasicenuem neyeHu

VYV manueHToB C JIETKOW M CpefaHel CTeNeHbI0 HapylmIeHWd (DYHKIMHM MedeHHu, 00yCIOBICHHBIX
MeTacTa3aMy, KIMHUYECKH 3HAYMMOTO W3MEHEHUsS OWoakTHBalMu U (HapMaKOKUHETHKH

KanenuTadnHa He NpOHCXOoAuT. JlaHHble MO (PAPMAKOKMHETHUKE Yy TMAIMEHTOB C TSKEIBIM
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HapylieHneM (QyHKIHUU TIeYeHU OTCYTCTBYIOT.

Tayuenmoi ¢ HapyweHuem yHKyuu novex

PesynbpTaThl papMakKOKHHETUYECKOTO MCCIIEOBAHUS MMOKA3BIBAIOT, YTO MIPH PA3IMYHON CTETICHH
(oT nmerko 10 TSDKENOW) TOYEYHOW HEJOCTaTOYHOCTH (PapMaKOKWHETHKA HEM3MEHEHHOTO
npenapatra u ®Y He 3aBucut ot KK. KK Biauger na Bemuuuny AUC 5°-JJOYP —
HernocpeacTBeHHbIN npeamectBeHHUK DY (yBenmmuenue AUC nHa 35 % mpu cHmkennn KK Ha
50 %) u ®BAJI (yBenuuenue AUC Ha 114 % npu camkenun KK #a 50 %). DBAJI — meTabonur,
HEe oOyamaromuii aHTUNpoNudepaTUBHON aKTUBHOCTHIO; 5°-/IOYP — HemocpencTBeHHBIN
MpeaecTBeHHUK DOV,

Tlayuenmui nodcunozo eospacma

Bospact He Bmmsier Ha (dapmakokuHeTuky 5’-JIOYP u @Y. AUC OFAJI yBenmuuBanach ¢
BO3pacToM (yBeluueHue Bo3pacTa nmanueHToB Ha 20 % compoBoxknaanoch yBenuueHuem AUC
OBAJl Ha 15 %), uTo, BEpOSITHO, 00YCTIOBIEHO U3MEHEHUEM (DYHKILIUU TTOYEK.

Paca

dapMakOKHMHETHKA KareuTaduHa y MaleHTOB HETPOUIHOM pachl HE OTIMYACTCSA OT TAKOBOH Y

MAaIMEHTOB €BPOINECONTHON PACHI.

6. PAPMAIIEBTUYECKHUE CBOVCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

BcromorarenbHbIC BEIISCTBA

Hemmonoza mukpokpucraumyeckas (MKLI-102)
JlakTO3BI MOHOTHIPAT (CaXap MOJIOYHBIN)
Kpockapmennosza HaTpust

Kpaxman kaprodenbHbIii

[ToBunon-K25

Marnus creapar

Kpemuus nuokcua KOO AHBINA

CocraB 000JI0YKH:

I'mnpomenosa

Turana quoOKCUL

Makporon-4000

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 roxa.
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6.4. OcoObie Mepbl MPEI0CTOPOKHOCTH MPH X

XpaHuThb Ipu TeMrepatype He Bblie 25 °C B KapTOHHON ynakoBKe (Iauke).

6.5. XapakTep u coaep:kaHue NePBUYHONH YIIAKOBKH

ITo 5, 10, 30 TabysieTOK B KOHTYPHYIO STUCHKOBYIO YIAaKOBKY M3 TUICHKH MOJMBUHUIXJIOPUIHON U
(b oJIbTH aTIOMHUHUEBOM MEYaTHOMN JIAKUPOBAHHOM.

Wmm mo 10, 20, 30, 40, 50, 60, 100 umu 120 TabneTok B 6aHKY W3 MOJMATHICHTEpedTaIaTa Win
0aHKy MOJIMIIPOIUICHOBYIO, YKYIOPEHHYIO KPBIIIKOW MOJUAITUICHOBOH ¢ KOHTPOJIEM TEPBOTO
BCKPBITHSI, C CUCTEMON «HaXKaTh-TIOBEPHYTh» WUJIM 0€3 Hee WJIM KPBIIIKOM MOJUIPONUIECHOBOH ¢
KOHTPOJIEM MEPBOTO BCKPHITHUS HIIM C CHCTEMOM «Ha)XaTb-MIOBEPHYThHY UIN 0e3 Hee.
1,2,3,4,5,6 unu 12 KOHTYPHBIX SYEHKOBBIX YITAKOBOK UM OJHY OaHKY BMECTE C MHCTPYKIHEH
M0 MEIUIIMHCKOMY NPHUMEHEHWI0 (JIMCTOK-BKJIAJBINI) TOMEHIAIOT B KapTOHHYIO YIAKOBKY
(mauky).

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHUHM HCIHOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemaparta WIN OTX0J0B, TMOJYYEHHBIX [MOCJe MPUMeHEHUs
JIEKAPCTBEHHOTI'0 NMpenapara u Apyrue MaHUMYJIALIMHU C PenapaTomM

O6pameHHe C HCHCITIOJBb30BAaHHBIM IIpE€rIapaToM M npernaparoM ¢ HCTCKIIIMM CPOKOM I'OJHOCTH

Tak kak  kanmenuTaOWH  SBJISETCS  LUTOTOKCHMYHBIM,  HEOOXOJUMO  HCIIOJIb30BaTh
CHeLHATU3UPOBAHHOE 000PYAOBaHKE U MPOLEAYPHI yTHIHU3aunuu. Hencnonb30BaHHbIH npenapar
U PacXOJHbIC MaTepUANbl JOJKHBI ObITh YTUIM3UPOBAHBI COTJIACHO JIOKATBHBIM TPEOOBAHUSIM.
[Tomamanue ekapCTBEHHOTO MpenapaTa BMECTE C OTX0/IaMHU B OKPY>KaIOIILYIO Cpely JOKHO OBITh
CBElIeHO K MMHHMyMy. He crmenyer yTunmsnpoBaTh mpemnapar ¢ NOMOIIBIO CTOYHBIX BOJ WX
BMECTE C OBITOBBIMH OTXOJaMH. [I0 BO3MOXHOCTH HEOOXOIMMO HCIIOJIb30BaTh CIIELUAIbHBIC

CUCTCMBI U YTUIIN3aluU JICKAPCTBCHHLIX MPCIIapaToB.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccus

000 «O30u Menukay»

445043, Camapckas oomactp, r.0. Tomesartu, TEP. O93 IIIIT, MI'CTP. 3-1, 3qanue 11, ctpoenue

1, xom. 37.

7.1. IlpeacraBureib AepKaTesisi pericCTPAMOHHOIO YA0CTOBEPEHM I

[IpereH3uu noTpedUTEIEN HAIPABIITE 110 aJPECY:

Poccus
000 «O30n»

445351, Camapckas 0011., 1.0. JXKurynesck, T. JKurynesck, yi. 'uapocrpourenei, 1. 6.
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E-mail: ozon@ozon-pharm.ru

8. HOMEP PETHCTPAIIMOHHOI'O YOCTOBEPEHUA

9. JIATA TIEPBUYHOW PETUCTPALIMM (MOATBEPKIEHUS
PETACTPAIIAN, TEPEPETUCTPALIAN)

JlaTa niepBoi perucTpanuu:

10. TATA IEPECMOTPA TEKCTA

OOmast  XapakTepuUCTHKa JICKApCTBEHHOTO  mpemapara KamenuraObuH — gocTynmHa — Ha
WHPOPMAIIMOHHOM TIOpTajie EBpa3suilckoro SKOHOMHUYECKOTO Cor3a B HWH(GOPMAIMOHHO-

KOMMYHHKAIIMOHHOH cetn «HTepHeT» https://eec.eacunion.org/.
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