OBILIASA XAPAKTEPUCTHKA J1

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

KATIELIUTABUH-TJI, 150 mr, TaGaeTKH, TOKPHITHIE TUICHOYHOW 000JI0UKOA.
KATTEHUTABWH-TII, 500 mr, TabNaeTKH, MOKPHITHIEC MJICHOYHOU 000TI0YKOM.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB
[etlicTBylolliee BEIIECTBO: KareuTaOuH.

KAIIEIIMTABUH-TJI, 150 Mr, Ta0ieTKH, TOKPBITHIE IIEHOYHOW 000JI0YKOMI

Kaxnas Tabnerka, moKpbITast IIICHOYHOW 0005109K0i, conepxut 150 Mr kanenuraduHa.

KAIIEIIMTABUH-TJI, 500 Mr, Ta0ieTKH, TOKPBITHIE IUIEHOYHOW 000JI0YKON

Kaxxnast Tabnerka, moKpbITas INIEHOYHOM 000710uKOH, coaepxkuT 500 Mr kaneuuraduHa.
BcenomorarenbHble BelllecTBa, HAIMYME KOTOPBIX HAJI0 YUYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: Jlaktosa (cm. pasnen 4.4).

[TonHbIN NIepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000IOYKOH.

TabneTku Kpyrible IBOSKOBBINYKIIbIC, MOKPHIThIE MJICHOYHOUW 000J0uKoi Genoro uera. SAmpo
TabJIETKH O€JIOTO WM MOYTH OEJIOTO LBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3zaHusl K IPUMEHEHHUIO

Pak MoJ104HOM JKeje3bl

e KoMOuHMpOBaHHasi  Tepamuss C  JOLETAKCeIOM  MECTHO-paclpOCTPAaHEHHOIO0 WU
METacTaTUYeCKOr0 paka MOJIOYHOM Kkene3bl Mpu  HedP(EKTUBHOCTH XUMHOTEpANUH,
BKJIIOYAIOLIEH Mpenapar aHTPalMKJINHOBOIO psja.

e MoHoTepanus MECTHO-PACIIPOCTPAHEHHOTO MJIM METAaCTaTHUECKOTO PaKa MOJIOUHOM XKEJE3bl,
PE3UCTEHTHOTO K XMMHOTEPANIUY TaKCAHAMHU WJIU IIpernapaTaMy aHTPaLMKINHOBOIO psija Win
IpY HAJIMYMU MPOTUBONOKA3aHUM K HUM.

KonopekTanbHBIA paK

e AbroBaHTHAs Tepamus paka Tojictoi kumku |l cragum mociae Xupypruaeckoro JeueHus.
e Tepanus METaCTaTUYECKOTO KOJOPEKTAIBHOTO paKa.

Pax xenynka
e Tepanus nepBoii TMHUM PACHPOCTPAHEHHOTO paKa >KeJryJIKa.

4.2. Pe:xuM 103UPOBAHUSA U CIIOCO0 NPUMEHEHUSA
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IIPUMEHEHHUs IPOTUBOOITYXOJIEBBIX CPEICTB.

PexxuM J103upoBaHusd

Monomepanus

Konopexmanvnwiii pak, pax moacmoui Kutuku u pax MOJI04HOU Jicene3sbl
[To 1250 mr/mM? 1Ba pasa B CYTKHM — YTPOM M BedepoM (06miast cyrounas mosa 2500 mr/m?) B
TeueHue 14 qHel ¢ nocueayronuM 7-THEBHBIM IEPEPHIBOM.

Kombunuposannas mepanus

Pax monounoti sicenesvi

ITo 1250 mr/m? 1Ba pasa B CyTKH B TeueHHe 14 JHEl ¢ MOCIEIyIOMHM 7-THEBHBIM TI€PEPHIBOM B
KOMOMHAIIUH C JIOIETAKCeIOM B 103€ 75 MI/M? oJuH pa3 B 3 Helelu B BUJIE BHYTPUBEHHOI (B/B)
uH(y3uu B TeueHue 1 gaca.

[Tpemenukaiys NpoBOJUTCS MEpE]l BBEACHUEM JIOIIETAKCENIA B COOTBETCTBUU C MHCTPYKLUEH 110
€ro IPUMEHEHHUIO.

Konopexmanvusiii pak, pak moacmou KUKy u pax iceiryoxa

B cocraBe kOMOMHMpOBaHHOW Tepanuu (3a MCKIOYEHHEM Tepanud B KOMOMHALUU C
upuHOTeKaHoM) no3a npenapara KATIEIIUTABUH-TJI coctapnser 800—1000 mr/m? nBa pasa B
CYTKH B TedeHHe 14 mHeil ¢ mocIemxyIomuM 7-1HeBHBIM TIepepblBOM WX 625 Mr/M? 1Ba pasa B
CYTKU IIPU HENPEPBIBHOM PEKUME.

B cocraBe komMOnHMpOBaHHOIW Tepanuu ¢ upuHOTeKaHOM (pexkum XELIRI) pexomennoBannas
no3a mpenapata KATIELIMUTABUH-TJI cocraBnser 800 Mr/m? npa pasa B CYTKHM B TEUYEHHE
14 nHeWd C mWOCHenyrIIMM 7-THEBHBIM mepepbiBoM. JloOaBieHne Oeamm3ymada K
KOMOMHHMPOBAHHOW Tepaluy He BIUAET Ha HadanbHyIo 103y npenapara KATIEHMTABUH-TIL
[IpoTUBOPBOTHBIE CpenCcTBA W IpeMeauKauus g oOecriedeHMsl aJleKBaTHOM TIuJpaTaluu
HA3HA4yaloTCsl Iepe]l BBEICHHWEM LHUCIUIATHHA M OKCAJIUIUIATUHA COIVIACHO HMHCTPYKLIMSM IIO
MPUMEHEHHUIO LIMCIIJIATHHA U OKCAJIMIUIATHHA [TPU MPUMEHEHUHN UX B KOMOWHAIIMU C IIpernapaToM
KAITELIUTABUH-TII.

B agbproBanTHOW Tepamuum  paka Tosictod kumku Il cramum  pekoMeHJoBaHHas
nponokurenbHocTs Tepanuu npenapatom KAIIELIMTABWH-TII cocraBnser 6 Mmecsues, T.e.
8 Kypcos.

B kombunayuu ¢ yucnaamunom

ITo 1000 Mr/m? 1Ba pasa B CyTKH B TeueHHe 14 [Hel ¢ MOCIEIyIONIM 7-THEBHBIM MEPEPHIBOM B
KOMOMHAIMHK ¢ HucraTaHoM (80 Mr/M? ouH pa3 B 3 Helenu, B/B HH(Y3UsS B TeueHHE 2 Yacos,
nepBas MH(Y3us Ha3HayaeTcs B TepBBIM JaeHb nukia). llepBas no3a mpemapara
KAITELIUTABUH-TJI Ha3HayaeTca Be4epOM B MEPBBIM IEHb IUKJIA TEPATHH, TOCIETHSAS — YTPOM
Ha 15-i1 neHs.

B kxombunayuu ¢ oKcanuniamunom uiu ¢ OKCAIunIamuHom U 6eeayuzymadom

ITo 1000 mr/m? 1Ba pasa B CyTKH B TedeHue 14 qHeil ¢ MOCTIEAyIOMHUM 7-THEBHBIM MIEPEPHIBOM B
KOMOMHAIMM C OKCAJUIUIATUHOM HWIJIM C OKCAJUIUIATMHOM M OeBamusymabom. Ilepas moza
npenapata KAIIELIUTABWH-TJI nHa3sHadaercss BeuepoM B NEpBbI J€Hb LUKIA TEpaIuu,
nocienHss — yTpoM Ha 15-it nens. beBaruszymab BBoauTCs B 103€ 7,5 MI/KT OJIMH pa3 B 3 HeZemn,
B/B uH(QYy3us B Teuenue 30-90 munyT, nepsas nH(y3usi HAUMHAETCS B EPBbIil JeHb nukia. [Tocne
GeBamu3yMaba BBOIMTCS OKCANUIIATHH B 03¢ 130 Mr/M2, B/B uHY3Us B TedeHHE 2 YacoB.
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DBATENBHOCTE 0005)

inac .
B xombunayuu ¢ 3nupybuyurom u npenapamomiua ocuoé;l nia 5

Mo 625 mr/m? 1Ba paza B CYTKM B HENpPEPHIBHOM PEXKUME B KOMOMHALMH C SMMPYOULMHOM
(50 MI/M? OJIMH pa3 B 3 Hezaenu, B/B OOJFOCHO, HAYMHAS C MEPBOTO JIHA IIUKJIA) U MpernapaToM Ha
ocHoBe muatussl. [Ipenapar Ha OCHOBE IIATHHBI (LUCIUIATHH B 03¢ 60 MI/M2 MM OKCATUIIATHH
B no3e 130 MF/MZ) JIOJDKEH OBITh BBEJICH B NEPBBIN JICHb IIUKJIA B BUJIC B/B HH(PY3UU B TCUCHHE
2 9acoB, JaJiee OJUH pa3 B 3 HEJICIH.

B kombunayuu ¢ upuHomeKanom uny ¢ UpUHOmMeKaHoM u beeauuzymadom

PexomennoBannas nosza npenapara KAITIELIMTABUH-TIJI cocrasuser 800 Mr/mM? 1Ba paza B
CyTKM B TedyeHwe 14 nHEH ¢ MOCIEAYIONUM 7-THEBHBIM IEPEPHIBOM B KOMOWHAIIMH C
UPUHOTEKAHOM WUJTH C UPUHOTEKAHOM U OeBaru3zymMadoMm.

UpunoTekan BBoauTCA B 03¢ 200 Mr/m? onun pas B 3 Henenu, B/B uHdy3us B TeueHue 30 MUHYT,
nepBasi UHQY3Usl B IEPBBIM IEHb IUKIIA.

Bepanm3ymab BBOAMTCS B /03¢ 7,5 MI/KT OAuWH pa3 B 3 Henenu, B/B MHQPY3us B TeueHue 30—
90 munyT, nepBas uH(Y3UsI HAUUHAETCS B TIEPBbII I€Hb [IUKJIA.

Pacuert 10351 npenapara

Hoza npenapara KAIIELHIUTABWUH-TJI paccunTbiBaeTcss HCXOAs U3 IUIONIAIU TOBEPXHOCTHU Teja
nanuenTta. lIpencraBieHHble HIKE TAOJMWIBI MOKA3bIBAIOT MPUMEPHI pacyeTa CTaHIAPTHOU u

cHmkeHHoit no3bl npenapara KAIIELIMUTABUH-TJI ans navaneHOM m03b1 1250 MI/M? WK
1000 mr/m2.

Ta6auna 1. CrannaptHas u cHmxeHHas 103bl npenapata KAIIEHUUTABWH-TII s HauanbHOU
10361 1250 Mr/mM2, paccunTaHHBIE B 3aBUCHMOCTH OT ILIOMIAI1 HOBEPXHOCTHU TeJla

Jlo3a — mo 1250 mr/m? 1Ba pasa B CyTKH
CHuxeHHAas CHukeHHAA
Yuciio tadaerok 150 Mr u/uim (75% ot (50% ot
onnas no3a 500 Mr Ha npueM (Ha KaKIbIH H;zianbﬂ(:); H::Ziaﬂb;og
1250 mr/m?> | mpuem ABa pa3a B CyTKH — YTPOM 10381) 103b1)
Maowans 1 BetepoM) 950 mr/m? 625 mr/m?
MOBEPXHOCTH
Tema (M%)
Jo3a Ha npuem Jo3a na npuem |/lo3a Ha npuem
(Mr) 150 mr 500 mr (Mr) (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
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10361 1000 Mr/mM?, paccuuTaHHBIE B 3aBHCUMOCTH OT ILIOIIAIM HOBEPXHOCTHU TeIa

Ho3a — mo 1000 mr/m? aBa pasa B CyTKH
Yuco Tadaerox 150 mr u/wian (3)1;;[)(1‘47(?511;{3: ((3)13{:)(1;%};;121:
IToanast no3a 500 Mr Ha npueM (Ha KaKIbIH Hnaqanbn(:)ﬁT HnaqanbnooﬁT
1000 mr/m?  |nmpuem aBa pa3a B CyTKH — yTPOM 103b1) 103b1)
Maomann H Beuepom) 750 mMr/m? 500 mr/m?
NOBEPXHOCTH
Teaa (m?)
[o3a Ha npuem 150 mr 500 M Jo3a nHa npuem | /lo3a Ha npuem
(mr) (Mr) (Mr)
<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

Koppexyus 003b1 6 x00e newenus

Obwue pexomenoayuu

Toxcnueckue sasnenus npenapara KAIIELTUTABUH-TIJI Mo)HO ycTpaHUTh CHMIITOMAaTHYECKON
Tepanuell W/WiM KOppeKIuel 103bl mpemnapara (MpepBaB JEYCHHE WIM YMEHBUIMB 03y
npenapara).

Ecnu 103y npuILIOCh CHU3HUTH, HEIb3s YBEIWYUBATH €€ BIOCIEACTBUU. Eciu 1o oneHke
nedaniero Bpaya Tokcuyeckuil agpdext npenapara KAIIELIIUTABMH-TJI He HOCUT cepbe3HOTO
WIN YTPOXKAIOILEro XKU3HHU NallMeHTa XapaKTepa, JIeYeHHEe MOXKET ObITh POI0JIKEHO B HAYaJIbHON
no3e 0e3 ee yMEHbIIEHUS WIN IPEPhIBaHMS TEPAITHH.

ITpu TokcuuHocTH 1-H creneHnm no3y He MeHSHOT. [Ipu ToxcuuHOCTH 2-M MM 3-H CTeNeHu
tepanuio npenaparom KAIIELIMTABUH-TJI cnenyer npepBaTts.

ITpy mcue3HOBEHMM NPU3HAKOB TOKCUYHOCTH WJIM YMEHBIIEHUM MOCIEAHEW A0 1-i creneHn
nposenenue tepanuu npenapatoM KAIIEIIUTABUH-TJI moxeT ObITh BO30OHOBIEHO B TOJHOU
J103€ WM CKOPPEKTUPOBAHO COTJIACHO PEKOMEHJIAIUAM, YKa3aHHbBIM B Ta0Omuie 3.

[Ipy pa3BUTHM TPU3HAKOB TOKCHYHOCTH 4-H CTENEHW JIEYEHUE CIEAyeT MPEeKpaTUTh WU
BPEMEHHO IIPEPBATh 10 KyNMPOBAHUS WM YMEHBIIEHUS CUMIITOMOB /10 1-ii CTENEHH, ITOCIIE YErO
NpPUMEHEHHE Ipenapara MOXXHO BO300HOBHUTH B J103€, cocraBisitomied 50% oT HauaabHOM.
[TateHT 1OMKEH HEeMEUIEHHO COOOIIMTh Bpady O PAa3BUBIIMXCS y HEro HeXelaTeIbHbIX
aprneHusx. Crnenyer HemeuieHHO npekpatuth npuem npenapara KAIIELIMTABUH-TJI npu
BO3HMKHOBEHHUH TOKCUYHOCTH TSKEJIOW UIIM CPENHEN CTEICHU TSKECTU. ECin n3-3a TOKCUYECKUX
ABJIEHUH OBLIO MporyiieHo Heckonbko npueMoB npenapata KAIIEHUTABUH-TII, To 3T1 10361
HE BOCIIOJIHAIOTCS.

Temamonozcuueckas moxcuyHocms
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neittpodunos <1,5x10%1 u/unu HavanbHeIA ypoBeHs TpoMGouTOB <100x10%171.

Crnenmyer mpepBaTh JICUCHUE KallCIIMTAOMHOM, €CIIM B XOJI€ BHETUTAHOBOW OIICHKH J1Ta00paTOPHBIX
mokasareneil uuciao HeiTpoduioB yMmeHpmmnock Hmke 1,0x10%m, a uymcno TpomOGOIMTOB
yMEHbBIIHIOCh Hike 75%10%1 (reMaTonorndeckas TOKCHYHOCTb 3-if Ml 4-if cTeneHn).

B npuBeneHHo#l HWKe TabmuIEe yKa3aHbl PEKOMEHIAMK 0 M3MEHEHHUIO JI03bl Ipenapara

KAIIELIUTABUH-TJI B cny4ae pa3BUTUA TOKCHUYECKHX SIBJICHUH,

IIPUMEHEHUEM.

Tab6auna 3. Cxema koppekuuu 10361 npenapara KAIIEHUTABMH-TJI

CBsA3aHHBIX C €Io

Koppexnus no3b1
Crenens B xolz)lle) cien nl)lmero
TOKCHYHOCTH Y
HN3meHeHue 10361 B X0/1€ HUKJIA Tepanuu HHMKJIA Tepanuu
B COOTBETCTBHU o N
* (% oT HaYaJbLHOH
¢ kpurepusimu NCIC
J103bI)
N IIponoikath B TOM ke
Crenens 1 IIponomxkate B TOM ke 03¢
no3e
Crenensp 2
1-e mosiBneHne 100%
2-¢ TosIBIICHHE [pepBath Tepanuo 0 pasperieHus 1o crenexu 0—1 75%
3-e mosiBIicHHE 50%
4-e mosiBNIEHUE [TomTHOCTEIO TIPEKPATUTH TEPATTHIO Hempumennmo
Crenensb 3
1-e mosiBneHue 5%
IIpepBath Tepanuro 10 pazpemnieHus a0 crenexnu 0—1
2-¢ TOsBJICHHE 50%
3-e TosBIeHHE [ToTHOCTEIO TIPEKPATUTH TEPATTHIO Hempumennmo
Crenens 4
[Honunoctero npexkpaTuth Tepanuto MJIN, ecnu Bpau
CUHTAET, YTO B MHTEpPECax MalieHTa MpoaoJnKaTh
1-e mosiBnenue ’ p ! POl 50%
JIeYeHUe, IPepBaTh TEPAIHIO 10 pa3pemeHus 10
crenean 01
2-¢ TosIBIICHHE ITonHOCTBIO MPEKPATUTH TEPAITHIO Henpumenumo

* B cooTBeTCTBMM C OOLIMMH KPHUTEPUSMH TOKCHYHOCTH ['pymHmbl MO MPOBEACHUIO KIMHUYECKUX
uccnenoBannii HarmmonaneHoro onkojormueckoro mHctuTyTa Kanagst (NCIC CTG, Bepcus 1) wmmum
OoOIIMMH  TEPMHUHOJIOTHYECKUMH KPUTEPUSIMH HEXKeNaTelbHBIX siBIeHuH [lporpammel 1o oOleHKe
NPOTHBOONYX0JeBOM Tepanuu HammonansHoro onkonornueckoro nacruryta CHIA (CTCAE, Bepcus 3).
Kputepun TOKCHYHOCTH J1aJOHHO-TIOIOIBEHHOTO CHHAPOMA U THIIEpOUINPYOHMHEMHUH TTOIPOOHO OMTUCAHBI

B paznene 4.4.

Obwue pexomenoayuu npu KOMOUHUPOBAHHOU Mepanuu
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clelyeT NpUAEPKUBATHCS PEKOMEHJalui o koppekuu 10361 npenapara KAIIELTUTABUH-TII,
YKa3aHHBIX BbII€ B Ta0nuie 3, U COOTBETCTBYIOIIMX PEKOMEHIAIMl B HMHCTPYKIHUSAX I10
IPUMEHEHHUIO IPYTUX IPEeraparos.

B navane uukina tepanuu, eciu oxuaaercs orcpouka npuema npenapara KAIIELIUTABMUH-TJI
WM Ipyroro(-ux) npemnapara(-oB), ciieAyeT OTI0KUTh IIPUEM BCEX MPENapaToB 10 TE€X MOp, 10Ka
He OyAyT IOCTUTHYTHI YCIOBHS JIJIsl BO3OOHOBIICHUS TEPAllK BCEMU MperapaTaMu.

Ecnu Bo BpeMsi mpoBeneHHUs LMKJIAa KOMOMHHPOBAHHOW Tepamuu SBJICHUS TOKCHYHOCTH, II0
MHEHHUIO Bpaya, He cBs3aHbl ¢ npumeHenneM npenapara KAIIEIIUTABMH-TII, To Tepanuio
npenapatoM KAIIEHUTABUH-TJI cnenyeT mNpoaomKuTh, a 03y JpYyroro mpemnapara
KOPPEKTUPOBATh B COOTBETCTBUU C PEKOMEHAALNAMHU U3 UHCTPYKIIUHU IO €0 MPUMEHEHHUIO.
Ecin  ppyroii(-ue)  mpemapar(-bl)  NPUXOIUTCS  OTMEHMTb, JIEYEHME  IIpernapaToM
KATIELIUTABUH-TJI MOXHO TpOJOKUTH TIPH  yIOBJICTBOPCHHH TPEOOBAaHUAM  II0
B0300HOBNeHMIO Tepanun npenaparom KATIELIUTABMH-TJIL.

JlanHble pekoMeHJAalMd MPUMEHHUMBI B OTHOIIEHMHM BCEX MOKa3aHUW M BCEX OCOOBIX TPYIII
HAIMEHTOB.

Oco0Bble IPVIIILI TAIUEHTOB

Hapywenue ¢pynxyuu nevenu

He tpebyercs usmeHeHe HauaabHOU 1035l Y ALIUEHTOB C METACTAa3aMHU B IEYEHb U HAPYILIEHUEM
GyHKIMY TeYeHU JIETKOW WiH cpeaHer creneHn. OQHAKO STUX MALMEHTOB CIEAYET TIATEIbHO
HaOmoaTh. [IpuMeHeHue npenaparta y HalMeHTOB C TSXKEION NEYEHOYHOH HE0CTaTOYHOCThIO
HE U3Yy4aJIOCh.

Hapywenue ¢pynxyuu novex

PexoMen ryeTcss yMeHbIIEHHEe HAualbHOH 10361 10 75% ot 1250 Mr/mM? y manuenToB ¢ HCXOHOM
[IOYECYHOM HEJOCTATOYHOCTHIO cpenneil crenenu (kauperc kpeatuauna (KK) 30-50 mur/muH, 1o
dopmyne Cockroft-Gault), He TpeGyeTcs KOppeKINK 035l PU HayambHOH 103e 1000 Mr/m2,

VY nmanueHToB ¢ Jerkoi crenenbto noyeyHoi HegoctarouHoctd (KK 51-80 mur/mMuH) koppekuus
Ha4yaJIbHOM JT03bI HE TpeOyeTcs.

B ciydae BO3HMKHOBEHMsI y MallMEHTa HEKENATEIbHBIX peakuui 2-il, 3-i uinu 4-i creneHu
TSKECTH HEOOXOJIUM €ro THIATEeIbHbIi MOHMTOPUHI M HEMEIJIEHHBIH NepepblB MPOBOAMMOMN
TEpalMM C LEJIbI0 TOCIEAYIOIEH KOPPEKUMH J03bl IpernapaTa B COOTBETCTBUU C
peKoMeHAaluusIMH, yka3aHHbIMU B Tabnuue 3. Eciou paccumrtannbelii KK cHusmics Bo Bpems
IpOBEIEHUS Tepanuu 10 ypoBHS MeHee 30 mi/mMuH, Tepanuto npenapatoM KAIIELIUTABUH-TII
clelyeT NpeKpaTuTh. PexomMeHnaluum Mo KOPPEeKUMH J03bl Ipenapara Mpu TOYEHHOUH
HEJOCTaTOYHOCTU CPEIHEH CTENEHH TSHKECTH OTHOCATCS Kak K MOHOTEpanmuu, TaKk U K
KOMOMHHMpOBaHHOMW Tepanuu. PacueT 10361 yka3aH B Tabnunax 1 u 2.

Iayuenmul nodxcunozo eozpacma
Koppexkuuss HawanpHOM 1036l npu Mmonomepanuu npenapatom KAIIELIMTABMH-TII He
TpeOyercsa. OAHAKO TsKENble HEeXellaTelbHble SBICHUS 3-i1 U 4- CTeneHM, CBSA3aHHBIE C
POBOJUMOM Tepanuel, pa3BUBAINCH Y MalMeHToB crapiue 80 jeT yaiie, 4eM y 6os1ee MOJIObIX.
[Ipu wucnons3oBanun mnpenapara KAIIEHUTABUH-TII 6 xombOunayuu c¢ Opyumu
NPOMUBOONYXONIe8bIMU  Npenapamamy 'y TOXWIbIX TMAaIMeHToB (B Bo3pacte =65 1er)
HEKeNlaTeNIbHbIE peakuuu 3-d U 4-ii CTENEeHM TSIKECTH, a TAKKE HEKeNaTelbHbIE PEaKIHH,
noTpe0oBaBIINEe OTMEHbI Tepaluy, OTMEUAINCh Yalle, yeM y Oosiee MoJoabIX. Pekomenyercs
THIATEIbHBI MOHUTOPUHT COCTOSIHUSI TTAlIMEHTOB MOXKHIIOTO BO3pPacTa.
[Tpu neyenuu 6 xombunayuu ¢ doyemakcenom y TAaUUMEHTOB B Bo3pacte 60 jer u crapiue
OTMEUAJIOCh YBEIMYEHUE YAaCTOThl HEXKEJIATEIbHBIX ABJIECHUN 3-U U 4-li CTENIEHU U CEPbE3HBIX
HE)KeJaTeNbHBIX SIBJICHUW, CBA3AaHHBIX ¢ Tepanueil. st manueHToB B Bo3pacte 60 JeT u crapiie,
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peKOMeHTyeTcsl CHU3UTh HauasibHylo 103y npenapata KATIELIUTABUH-TII 1o 75% (950 mr/m?
7Ba pa3a B cyTkH). Pacuer no3bl mpuBesneH B Tabmuue 1. B ciyuyae oTcyTcTBUS MPOSIBICHUIM
TOKCHYHOCTH JI03d MOKET OBITh yBeuueHa 10 1250 mr/m? 18a pasa B JIeHb.

CTHu

besonacHocth M 3¢ (EeKTUBHOCTh KamenuTaOMHA Yy JeTel B Bo3pacTe MeHee 18 yer He
YCTaHOBIICHBI.

Croco0 rmpuMeHeHus

Jlns mpuema BHYTPb.

Tabnerku cienyer NpUHUMATh BHYTPb, 3allMBasi BOJIOW, HE Mmo3aHee 4yeM depe3 30 MUHYT mocie
enpl. TabneTku He ciieayeT APOOUTH MIIH PAa3IaMbIBaTh.

Ecnu manueHT He MOKET MPOTJIOTUTH TAOJIETKY LEIUKOM, TO APOOJIEHUE WM pa3iiaMbIBaHUE
TaOJIETKH JTOJDKEH OCYIIECTBUTh MEIUIIMHCKUI CHIEUATUCT (CM. paszen 6.6).

Mepwr  npedocmoposicHocmu, npuHuMaemvle neped NpUMeHeHuemM npenapama uiu  npu
obpawenuu ¢ HUM
Wudopmanus o paboTte ¢ MUTOTOKCUYSCKUMU TperapaTaMu puBeIcHa B paszene 6.6.

4.3. IIpoTHUBONMOKA3AHHS

e [ UNepuYyBCTBUTEIBHOCTh K KameuuTaOWHy WM JIOOOMY M3 BCIOMOTATEIbHBIX BEIIECTB,
MepeUYrCICHHBIX B pazjene 6.1.

e [unepuyBCTBUTENBHOCTh K (ropyparminy (PY) uaum npu 3aperucTpupoBaHHBIX CIIydasx
pPa3sBUTHSI HEOKUAAHHBIX WM TSDKENbIX MOOOYHBIX pEaKklMi Ha JIEYeHHE MHPOU3BOIHBIMHU
(dTOopnUpUMHUIMHA B AHAMHE3E.

e YCTaHOBJICHHBIN TOJHBIA ASHUIMT aKTHBHOCTH IUTHUAPONUpUMHUIHHACTHporenasbl (T11)

(kak 1 U1 APYruxX GTOPIUPUMUINHOB).

OnHOBpEeMEHHBII PHEM COPUBYAMHA WK €r0 CTPYKTYPHBIX aHAJIOTOB TUIA OpUBYIMHA.

Tsoxenas moueunas HegoctaTouHocTh (KK <30 mn/Mun).

Hcxoanoe copepskanue Heitpopunos <1,5x10%m1 u/umu tpombonutos <100x10%11.

[Tpy HanMuMKM NPOTUBONOKA3aHUM K OJTHOMY M3 IpenapaToB KOMOMHUPOBAHHOM Tepanuu ero

HE CJIeIyeT MCIIOJIb30BaTh.

bepemMeHHOCTE U eprOJ TPYIHOTO BCKapMIMBaHus (cM. paszaen 4.6).

Herckuit Bo3pact 10 18 net (3¢ppekTuBHOCTH U 0€30MaCHOCTh MPUMEHEHUS HE YCTAHOBIIEHBI).

Tspxenas neueHOYHast HEAOCTATOUHOCTb.

JlerikoneHus.

4.4. OcoOble yka3aHus M Mepbl NPEeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPO’KHOCTBLIO

[Tpu nmemnueckoit 6oneznu cepana (MBC), apuTMun M CTEHOKapIuM B aHaMHe3€, OYeYHOU
HEJOCTATOYHOCTH CPEIHEH CTENEeHM TSHKECTH WIM MEYEHOYHOM HEAOCTaTOYHOCTH, TMIIO- WIH
TUIEPKAIbLUEMHUH, 3a00JIeBaHUAX LEHTPAJIbHOW U mepudepruueckoil HEPBHOM CHUCTEMBI,
caxapHOM auabeTe U HapyLICHUSX BOJHO-3JIEKTPOJIMTHOrO OanaHca, Bo3pacrte crapie 60 e,
OJIHOBPEMEHHOM IIPUMEHEHUU C NEPOPaJbHBIMU AHTUKOATyJISHTaMH KyMapHHOBOTO psJa,
HACJIC/ICTBEHHOM Je(UIUTE JIaKTa3bl, HENEPEHOCHMMOCTH JIAKTO3bI, IJIFOKO30-TaJaKTO3HOM
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NpUMEHEHHUH TpenapaToB, MeTabonu3upyommxcs nuroxpomom P450 2C9 (denutoun).

Oco0ble yKa3auus

Tokcuunocmy, ozpanuuusarowas 003y

[ToGouyHBIMM peakIMsIMH, OrpaHMYMBAIOIIMMU 103y Ipenapara, SBJSAIOTCS Auapes, 00nb B
YKUBOTE, TOLIHOTA, CTOMATUT U JIaJJOHHO-TI0/I0IIBEHHBIN CUH/IPOM.

Heo6xo11uMo npoBOANUTE TIATEIbHBIH MEAULMHCKUI KOHTPOJIb 3a MPOSABICHUSAMU TOKCUYHOCTH
y MaLKEHTOB, noiy4armux repanuto npenaparom KAIIELHUTABMH-TII.

BonbIIMHCTBO HEXeNaTeNbHbIX peakuii 0OpaTuMbl U He TpeOyIOT MOJIHOM OTMEHBI Ipernapara,
XOTSI MOXKET BOBHUKHYTh HEOOXOJUMOCTh B KOPPEKLIMH JI03bI MJIM BPEMEHHON OTMEHE Iperapara.

Huapes: neuenue npenapatoM KAITELIMTABHUH-TJI MmoxeT BbI3BaTh AUaper0, HHOT A TAKEIYIO.
[TanreHTOB ¢ TsDKEIOM nuapeei ciaenyer TIATeIbHO HAOMI0AaTh, a IPU Ppa3BUTHU JeTUApaTalui
HEO0OXOIUMO IMPOBOJUTH PETUAPATALMIO U BO3MELIEHUE MOTEPU 3JIEKTPOJIUTOB. CTaHIapTHBIE
IPOTUBOAMAPENHbIE MpenapaThl (Hanpumep, JonepamMu) ciaeyeT Ha3HayaTh Kak MOKHO paHblIe
0 MEIUUMHCKMM Toka3aHusiM. CorynacHo KputepusiM HannoHaJIbHOTO OHKOJIOTHYECKOTO
unctutyta Kanaael (NCIC CTC, Bepcus 2) auapes 2-ii cTENeHH OIpenessieTcs] Kak ydalleHHe
cTyna 10 4-6 pa3 B CyTKHU WJIHM CTYJI B HOUHOE BpeMsi; uapest 3-i CTEeNeHn — Kak yJallleHue CTysa
70 7-9 pa3 B CyTKU WM HeJep)KaHHe U CUHIPOM MalibabcopOumu; nuapest 4-i cTeneHu — Kak
yuanieHue cryia g0 10 um Oosiee pa3 B CyTKH, NOSIBIEHHE BUAMMOM KpOBU B CTYJE WM
HE00X0IMMOCTh NapeHTepalbHON HojjepkuBatoiieid tepanuu. [Ipu HeoOXoAMMOCTH clenyeT
ymenbpnTh 103y npenapara KAIIEIIMTABMH-TIJL

Hecuopamayus: nerupatalyio cienyeT Mpeaynpexaarb WIM YCTPaHATh B CaMOM Haudaje
BO3HUKHOBEHU. Jleruaparaiust MoxeT ObICTPO pa3BUTHCS y MAIUEHTOB C AaHOPEKCHEH, acTeHUEH,
TOLIHOTOM, PBOTOM WJIM JUapeei.

Jerngparanus MOKET CTaTh NPUYMHOM pa3BUTHUA OCTPOM IIOYEYHOM HENOCTaTOYHOCTH,
B OTACNBHBIX CIy4asX C JeTaJbHBIM UCXO0JIOM, OCOOCHHO Yy MAIlEHTOB C HapyIIeHHEeM ()yHKIHH
MOYeK Ha MOMEHT Hayajla Tepalmud WIM B Cilydae, €cld MAlUeHT NPUHMMAaeT KareluTaOuH
OJIHOBPEMEHHO C IpernapaTamu, 00JagaroMM1I He()POTOKCUIECKUM JIEHCTBUEM.

ITpu pa3BuTuM aeruapaTanuu 2-i creneHu win Belie euenue npenaparoM KAITEIIUTABWH-
TJI cnenyer HEMenJIEHHO MPEpBaTh U MPOBECTH peruapaTaiuio. JleueHue Hellb3s BO30OHOBIATH
JI0 3aBEpIEHUs] perujparalii U YCTPaHEHUsI WM KOPPEKIUH BBI3BAaBIIUX €€ (akTopos. Jlo3y
npemnapara ciieyeT MOAU(PHUIIMPOBAaTh B COOTBETCTBUU C PEKOMEHAALNSIMHU JIJIsl HEXKeJaTeJIbHbIX
ABJICHUH, IPUBEIINX K JI€THApPATALINH.

Jlaoouno-nodowieennbiti  cuHOpom:  TPOSIBIEHHWEM  KOXHOM  TOKCHYHOCTH  Ipenapara
KATIEHUTABUH-TJI sBasiercss pa3BUTHE JIaJJOHHO-TIOJOLIBEHHOTO CUHApPOMa (CUMHOHUMBI —
JAJOHHO-TIONIOIIBEHHAs ~ DPUTPOAM3ECTE3Us MM aKpajlbHas  JpUTEMa,  BbI3BAHHAs
xumuorepanueit). [lepcuctupyronuii uinm TsHKEIbIN J1aI0HHO-I0I0IBEHHBIN CUHAPOM (CTENEeHb
2 1 BBIIIE) BIOCEICTBUM MOXKET IIPUBECTH K yTpaTe OTIEYaTKOB MAJIbLIEB, YTO MOXKET MOBIUAThH
Ha MPOLECC YCTaHOBJIEHUS JIMYHOCTU. MelnaHa BpEMEHU 10 pa3BUTHUS IPOSIBICHUI TOKCHYHOCTH
y HaIMEHTOB, MOJYYAIOUIMX MOHOTEPANHIO KaleUTaOMHOM, COCTaBisieT 79 nHel (B nuamna3oHe
ot 11 mo 360 nHeit), a cTeneHb TSHKECTH BapbupyeT OT 1-if cTenenu o 3-it crenenu. JlagoHHO-
MOJIOIIBEHHBIN CUHAPOM |-l CTENEHM HE HapyIIaeT NOBCEIHEBHON AaKTUBHOCTH NAlMEHTa U
MPOSIBIISIETCS OHEMEHHMEM, JM3EeCTE3UsIMHU/IapecTe3usMy, IOKaJIbIBAHUEM WIIM IOKPAaCHEHHEM
JaJlOHe W/WIKM TOJOWIB, JAUCKOMQOPTOM. JIaJOHHO-TIOJOIIBEHHBIH CHHAPOM 2- CTENeHu
XapakTepusyercs: OOJIE3HEHHBIM IOKPAaCHEHHMEM W OTeKaMH KUCTeH W/MIu CTOH, NpUYeM
BBI3BIBAEMBIN ’TUMU CUMIITOMaMHU TUCKOM(OPT HapyIIaeT MOBCETHEBHYIO aKTUBHOCTD MAIEHTA.
JlamOHHO-TIOAOIIBEHHBI CUHIPOM 3-i CTENEHW OMNpENeNsaeTcsl KakK BIIaKHas JeCKBaMmallus,
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TUCKOMGOPT, [eNaloIui HEBO3MOXHBIMH U TAalMEHTa JO0ble BUABI TOBCETHEBHOM
JeATenbHOCTH. 1Ipy BO3HMKHOBEHUU J1aJJ0OHHO-TIOJIOIIBEHHOTIO CHHJpOMa 2-U WK 3-i CTeNeHU
tepanuto npenaparoM KAIIEIIUTABMH-TJI cienyer npepBarh 10 UCUE3HOBEHUS CUMIITOMOB
WM HMX YMEHblIIEHUs A0 1-i creneHu. [Ipy BO3HUKHOBEHMM CHHIpOMa 3-H CTENEHU
nocneaytomue 1036l npenapara KATIELIIUTABUH-TJI nomkHbI OBITH YMEHBIIICHBI.

Buramun Bs (mUpHUIOKCHMH) HE PEKOMEHAYETCS NPUMEHATh JUIsi CUMITOMATHYECKOIO WIIU
BTOPUYHOTO MPO(PHIAKTUISCKOTO JICYCHHUS JIaJJOHHO-TIOAOIIBEHHOTO CHHAPOMA MPU HA3HAYCHHUH
npenapara KATIELIUTABMH-TJI B koMOnMHaIMu C IACIITIATHHOM, TTOCKOJIBKY OH MOKET CHH)KATh
3ppeKTUBHOCTh IHcIIaTuHa. Mwmerorcs naHHble 00 3((EKTUBHOCTH ACKCIIAaHTEHONA B
npodUIaKTUKE Pa3BUTHUS JIAJOHHO-TIOJJOIIBEHHOTO CUHPOMA MPU TEPAINUU KareuuTabuHOM.

Kapouomoxcuunocmy’ ceKTp KapJUOTOKCUYHOCTH MPH JICYCHUH KaleluTaOMHOM aHAJIOTHMueH
TAKOBOMY IIPH HCIIOJIb30BAaHUM JPYTUX (TOPNUPUMHUIMHOB M BKIIOYaeT WH(PAPKT MUOKapia,
CTCHOKApJNIO, apUTMHUH, OCTAHOBKY CEp/lla, CEpJCUHYI0 HEIOCTaTOYHOCTh U M3MEHEHUs Ha
anektpokapauorpamme (DKI'). D1u HexenaTeabHbIC ABICHUS 00Jice XapaKTePHbI IS MAIUEHTOB,
ctpagatoninx MBC B anamne3e. HeoOxomumo coOitoaTh OCTOPOXKHOCTH Yy MAIMEHTOB C
apUTMHUEN U CTCHOKAapAHUEel B aHAMHE3E.

T'uno- unu eunepxanvyuemus: B X0 TEpANU KarnenuuTabMHOM OTMEYAIOCh PA3BUTHE TUIIO- UK
runepkansimemMuu. Heobxoaumo coOnogaTh OCTOPOKHOCTH Yy  TAlMEHTOB C  paHee
JIMarHOCTUPOBAHHOM TUIIO- WJIA TUIIEPKAIbLIUEMHUEN.

3abonesanusi yenmpanvbHOU Ul nepupepuyecKoll HepeHoL cucmemsl. He0OX0IUMO COOJIIOIATh
OCTOPOYKHOCTh y TAIIMEHTOB C 3a00JICBaHUSAMHU LEHTPAIBHON W mepudepuyeckordl HEpBHON
cucteMsl (HarpuMep, MPHU HATMYMHA METACTa30B B TOJIOBHOM MO3T€ M HEHPOIATHH ).

Caxapuwiii ouabem unu HapyuwieHue 0O0HO-INeKMPOIUMHO20 OanaHnca. CileayeT coOIaTh
OCTOPOYKHOCTh Y TAIIMEHTOB C CaXapHbIM TUA0ETOM W HAPYIICHUSMH BOIHO-3JCKTPOIUTHOTO
Oananca, Tak KaK B X0JI€ JICUCHUS KarequTaOnHOM BO3MOXKHO 000CTpEHHE JaHHBIX 3a00JICBaHUN.

Aumuxoazynanmsl  KYMApUHO8020  pAoa.  ciAeayeT  coONoaTh  OCTOPOXKHOCTh MU
onHoBpeMeHHOM  npumeHeHun — npenapara  KAIIELIMTABMH-TJI  wu  npenaparos,
MeTabonu3upyromuxcs nuroxpomom P450 2C9 (Bapdapun u peHUTOUH).

IIpy OQHOBpPEMEHHOM NPUMEHEHUHU C NEPOPAIBHBIMH AHTUKOATYJISIHTAMH — IPOU3BOJHBIMHU
KyMapHHa — clielyeT KOHTPOJIUPOBATh MOKA3aTeIN CBEPTHIBAEMOCTU (MIPOTPOMOMHOBOE BpEMs
WIA MEXIyHapoJHOEe HopMmaiu3oBaHHOe oTHomeHne — MHO) um B COOTBETCTBMM C 3TUM
nonouparh 103y AaHTHKoaryiasHTta. llpu OJHOBpEMEHHOM NIpPUMEHEHHU C (EHUTOMHOM H
KareruTabMHOM He0OXOAMMO PETyIiPHO KOHTPOJIUPOBATh KOHLIEHTPAIMIO (PEHUTONHA B IJIa3Me
(cm. paznen 4.5).

Ileuenounas nedocmamoyunocmo

[TarueHTs! ¢ MEYEeHOYHON HEJOCTaTOYHOCTHIO BO BpeMs Tepanuu npenaparoM KAIIEIIMTABMH-
TJI nomKHBI HAXOUTHCS MO/ THIATENBHBIM MEIULMHCKUM HaOMoAeHneM. BiusiHue HapylieHus
(GyHKIMU TeYeHH, He O0YCJIOBJICHHOTO METAacTaTHYECKUM MOPAKEHHEM IEYEHHU WIN TKEJIOH
MEYEHOYHON HEeI0CTaTOYHOCTHIO, Ha pacrpesiesieHne KarneuuTabuHa HEN3BECTHO.

[Tpenapar KAIIELIUTABWH-TJI MoxxeT BbI3BaTh runepounnpyouHemuto. Ecmm Bo Bpems
neuennst npermapatom KAIIEIIUTABUH-TJI ormewaercss runepommupyounemus >3,0xBI'H
(BepXHsisl TpaHMIIa HOPMBI) WM IOBBIIIEHHE AKTUBHOCTU «II€YEHOYHBIX» aMHUHOTpaHcdepas
(AJIT, ACT) >2,5xBTI'H, nedenne cnemayer npepBarth.

[TpoBenenue Tepamuu MOXKHO BO30OHOBUTH NPH CHUKEHUH KOHLIEHTpAlMM OuIupyOuHa 10
<3,0xBI'H u cHM>XeHNU aKTUBHOCTH «TI€UEHOUYHBIX» aMUHOTpaHchepas3 a0 <2,5xBI'H.
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Iloueunasn nedocmamoynocmuy
Crnenyer coOm0aaTh OCTOPOXKHOCTH Tpu  HasHaueHuu mnpemnapata KAIIELIUTABWH-TJI
MalMEHTaM C IIOYE€YHOM HEIOCTAaTOUYHOCTBIO CPEAHEN cTeneHt TskecTh. Kak u npu sieuennn OV,
4acTOTa Pa3BUTHUS CBSA3AHHBIX C MPOBOJMMON TEpanueil HeXKeNaTelbHbIX sBICHUU 3-U u 4-i
CTETIEHU TSHKECTU ObUIA BBINIE Y MAIMEHTOB C MOYEYHOW HEIOCTaTOYHOCTHIO CPEIHEH CTENeHH
sokectr (KK 30-50 ma/mun).

Jepuyum oueuoponupumudunoecuopoeenasol ([I1/]): akrupHocts JI1]] orpaHnymBaeT CKOpOCTh
karabomuzma @Y (cMm. pasnen 5.2), moatomy y mamnueHtoB ¢ aedumurom I ormedaercs
MOBBIIICHHBIA PUCK PA3BUTHUS SBJIEHUH TOKCUYHOCTH, CBS3aHHBIX C (QTOPHUPUMHUIMHAMH,
BKJIIOYasi, HAPUMEP, CTOMATHUT, TUAPEI0, BOCTIAIIEHUE CIU3HUCTHIX 000JI0UEK, HEHTPOIICHHUIO H
HEHPOTOKCUYHOCTb.

TokcuaHocTh, cBsizanHas ¢ neduiurom JI1/], 0oObI9HO BO3HMKAET BO BpeMs MEPBOTO ITHKIA
JICUEHUS WM MTOCIIe YBETMYESHHUSI TO3bI IIpernapaTa.

Honnwvui dedhuyum JITT

[Momusiid nedurut AT BcTpeuaercs peaxo (y 0,01-0,5% npencraBuTeneil eBporeorIHOM pachl).
[Matmentst ¢  momabiM  geduuurom JI1JI momBep:keHBI BBICOKOMY PHCKY Pa3BUTHS
YKU3HEYTPOKAIOMICH HITH JICTAThbHOW TOKCUYHOCTH M HE JOJDKHBI TIOJy4YaTh JICICHHE MPEIapaToM

KATIELIUTABUH-TJI (cM. pa3nen 4.8).

Yacmuunwiii oechuyum 1T

Yactuunsni nedurut JI1] 3aTparuBaer 3—9% momyasiiuu eBpONeOHTHOM packl. Y TAIMEHTOB C
yactuyHbiM AepurutoMm JIIJI oTMeuaeTcss TOBBIIMIEHHBIH PUCK pa3BUTUSA TSKEIOH W
MOTEHIIMAIBHO JKM3HEYTPOXKAIOIMIEH TOKCHYHOCTH. Heo0XoauMo paccMOTpeTh CHUKEHUE
HAYaJIbHOM O3Bl MIperapaTa Jisl OrpaHUYCHUs Pa3BUTHS JAaHHONW TOKCHYHOCTH.

Hedbunmr JIIJ] cnenyer paccMmarpuBaTh Kak mapameTp, KOTOPHIH 00s3aTEIbHO JIOJKEH OBITh
MPUHST BO BHUMAHHUE B COYETAHUU C IPYTUMH PYTUHHBIMU MEPaMU 10 CHUYKEHUIO JT03bI.
[TepBoHaYaIbHOE CHIYKEHUE 03Bl MOXKET MOBIHATH Ha 3(()EKTUBHOCTH JICUCHHS.

B ciydae oTcyTCTBUS cCepbe3HON TOKCMYHOCTHU MOCEAYIOIINE JO3bl MOTYT OBITh YBEIUYESHBI TIPU
YCJIOBHH TIIATEIFHOTO MOHUTOPHUHTA.

Tecmuposanue na depuyum 1]

HecmoTpss Ha HeoNmpeneNeHHOCTh B OTHOLIEHWH ONTHMAJbHBIX METONOJIOTMH TECTHPOBaHMS,
peKoMeHayeTcsl MpoBecTH (EHOTUIIMPOBAHWE W/WIM TEHOTUIIMPOBAHME /0 Hayaua JIeYeHUS
npenmapatoM  KAIIEIIUTABMH-TJI. Cnenyer  pyKOBOACTBOBAaTbCS ~ JOCTYINHBIMH U
NPUMEHUMBIMU KJIMHUYECKUMHU PEKOMEHJAIUSIMU.

L'enomunuyeckas xapakmepucmuxa deguyuma JIIJT

TectupoBanue Ha penkue Myrauuu reia DPYD nepen Hauanom edeHns MOXKET TIOMOYb BBIIBUTh
nanuenToB ¢ aepunurom JAITJT.

Yeteipe Bapuanta reda DPYD (€.1905+1G>A (taxxe u3BectHblit kak DPYD*2A), ¢.1679T>G
(DPYD*13), ¢.2846A>T u €.1236G>A/HapB3) Moryt BbI3bIBaTh MOJHOE OTCYTCTBHE WIIU
cHikeHne gepmentatuBHoi aktuBHocTH JIIJl. [Ipyrue penkue BapuaHTBI TakKe MOTYT OBITh
ACCOIIMMPOBAHBl C TOBBIIIEHHBIM PHCKOM pa3BUTHS TSDKEJOW WM SKU3HEYTPOXKAIOIeH
TOKCHYHOCTH.

M3BecTHO, YTO HEKOTOPHIE TOMO3UTOTHBIE U CIIOKHBIE TETEPO3UTOTHBIE MYTAIIMX B JIOKyCE TeHa
DPYD (nanpumep, KOMOMHAIIMKM YETHIPEX BAapHUAHTOB IO MEHBIICH Mepe ¢ OAHMM ajulejeM B
€.1905+1G>A wmu C.1679T>G) BBI3BIBAIOT MOJHOE WM T[OYTH TIOJIHOE OTCYTCTBHE
dbepmentatuBHOM akTrBHOCTH JII1/1.
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BapuadThl C.1905+1G>A, c¢.1679T>G, c.2846A>T wu c¢.1236G>A/HapB3) orMmeqaercs
MOBBIIICHHBIA PUCK PA3BUTHUS TKEIOW TOKCUYHOCTH MPH JICYCHUU (PTOPHUPUMHUIMHAMH.
Yacrota rereposzurorHoro resorumna c.1905+1G>A B rene DPYD y nanueHnToB eBponeouaHon
pacbl cocTaBisieT okoJio 1%, gacrora ¢.2846A>T — 1,1%, yactora BapuanTos c.1236G>A/HapB3
—2,6-6,3% u gacrora ¢.1679T>G — 0,07-0,1%.

JlanHple 0 wyacTtoTe ueThlpex BapuaHToB TeHa DPYD B 1pyrux mnonymsinquax, Kpome
IIpEJICTaBUTENIEN EBPOIIEOUIHOM pachl, OrPaHUUYEHHBI.

B nacrosmee Bpems dersipe Bapuanta reHa DPYD (c.1905+1G>A, ¢.1679T>G, ¢.2846A>T u
c.1236G>A/HapB3) cuutarorcs MpakTUYECKH OTCYTCTBYIOIIMMH B MOMYJISAIMIX appUKaHCKOTO
(appo-aMeprKaHCKOro) WM a3UATCKOTO MPOUCXOXKICHUSI.

Denomunuueckasn xapakmepucmuxa oeuyuma I

Hns  ¢deHotunmueckoir xapaktepuctuku aedunmra Il pexoMeHZOBaHO ompeneneHue
npeATepaneBTHIeckux ypoBHen sngorennoro JI1JI-cyocTpara — ypanuna (U) B rura3me KpoBH.
[ToBbIlIeHHBIE TPEATEPANCBTUYCCKHE KOHIICHTPALIUH Ypalliiia CBA3aHbl C MOBBIIIEHHBIM PUCKOM
pPa3BUTHUS TOKCUYHOCTH.

YpoBeHb ypanmia B KpoBu >16 Hr/mi u <150 Hr/MIT clieyeT CUMTATh MOKa3aTelieM YaCTHYHOTO
nedbunura JAI1J] 1 accounupoBaTh C MOBBIIMIEHHBIM PUCKOM Pa3BUTHS (HTOPIUPUMHUANHOBOM
TOKCUYHOCTH, HECMOTpPSI Ha HEONPEJEICHHOCTh B OTHOIICHUU MOPOTOBBIX 3HAYCHHH ypanuia,
OTIpeACIAIONIUX MONHbIN U yacTuyHbld aeduuut AI1J]. YpoBens ypauuna B kpoBu >150 Hr/mi
CJIEZyeT CUMTATh MoKazateneM mnosHoro aedurura AI1/] n acconuupoBaTh ¢ )KU3HEYTPOKAIOICH
WIH JIETAbHON (PTOPIUPUMHUAUHOBON TOKCUYHOCTBIO.

Ogmanvmonocuueckue  OClONCHeHUsA:  CIEAyeT HaONIoAaTh TAaIMeHTOB Ha  IMpeaMeT
BO3HUKHOBEHHUS OQTAIBMOJIOTHYECKUX OCIIO)KHCHUH, TaKWX KakK KEpaTUT WM TaTOJIOTHS
POTOBHIIBI, OCOOCHHO B Cllyuyae HaJM4YWs HAPYIIEHUN CO CTOPOHBI OpraHa 3peHus B aHaAMHeE3e.
B cniyqae pa3Butusi OCIOXHEHHUH €O CTOPOHBI OpraHa 3peHus HEOoOXOJAMMO Ha3HAYUTh
COOTBETCTBYIOIIIEE JICUCHUE.

Troicenvle KodicHble peakyuu: KaleUTa0MH MOXKET BbI3BATh PA3BUTHE TAKUX CEPhE3HBIX KOMKHBIX
peakuuii, kak cuHapoM CTrBeHca—/[’)KOHCOHA M TOKCHYECKUI AMUAepMalIbHbIN Hekponus. [lpu
Pa3sBUTHU TSDKENBIX KOXKHBIX peakuui Ha (oHE MpUMEHEHHs KarneuuTabuHa ImpueM Ipenapara
CJIeTyeT MPEKPATUTh U HE BO3OOHOBIIATS.

IIpumenenue npenapama y nayueHmoeg nodcuiI020 03pacma

YacTtoTa TOKCMYECKUX MPOSBIECHUM CO CTOPOHBI JKENyI0YHO-KUIIEYHOTO TPAKTA y MallMeHTOB C
KOJIOPEKTAJIbHBIM PakoM B Bo3pacte 60—79 neT, moiaydaBIIUX MOHOTEPANHIO KaneluTaOuHOM,
HE OTJIMYajach OT TaKOBOHM B OOIIEH MOMyNsSIUU MalMeHTOB. Y mamueHTtoB 80 JeT u cTapiie
oOpaTuMble HeXeJaTelbHbIE PeaKlUu CO CTOPOHBI KEJIYyJA0YHO-KUILIEYHOIro TpakTa 3-Ml u 4-i
CTENEHU, TAKUE€ Kak Juapes, TOLIHOTAa U PBOTA, Pa3BUBAIUCH 4alle. Y NAUEHTOB >65 ner,
MOJIYYaBIINX KOMOMHUPOBAHHYIO TE€PAIHUIO KAMEUTa0WMHOM U APYTHUMH MPOTHBOOMYXOJIEBBIMU
npenaparamMy, OTMEUYaIoCh YBEIMUYEHHUE YaCTOThl HEXENATEIbHbIX peakiuil 3-il u 4-il cTeneHu
TSOKECTH W HEXKENIaTeIbHBIX SBJICHHWH, KOTOphIE MPUBOAMWIA K TPEKPAIICHUIO TEpamnuH, I10
CPaBHEHUIO C MallMEeHTaMu MOJIoxke 65 JieT.

[Tpu ananu3e JaHHBIX OE30MACHOCTH y MAIMEHTOB =60 JeT, MoJy4yaBUIMX KOMOMHMPOBAHHYIO
TEepanui0 KamenuTaOuHOM U JIOIIETaKCEeIOM, OTMEUEHO YBEIMUYEHUE YACTOTHI CBSI3aHHBIX C
Tepanuell HeXeIaTeIbHbIX peakuuil 3-i U 4-i CTENEHU TAKECTH, CEPhE3HBIX HEXKENIATEeIIbHBIX
peakluil ¥ paHHEW OTMEHBI TEPAIIUU H3-3a HEXKENATEIbHbBIX SIBJICHUN IO CPABHEHUIO C TAKOBBIMU
y HalMeHToB MoJioxke 60 Jier.

4.5. B3auMopgelcTBME C JAPYITHMH JIEKAPCTBEHHBIMM IIpenaparamMM W Jpyrue BH/IbI
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B3aNMOJAEHCTBUSA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

AHTHKOAryasgHTEl KYMapHHOBOTO psijaa

VY nanueHToB, NPUHUMABIINX KalelUTaOuH OTHOBPEMEHHO C aHTUKOATYJISIHTAMU KYMapHHOBOTO
psina (BapdapuH u HeHIPOKYMOH ), COOOIANIOCH O HAPYIICHHUSX ITOKa3aTeNei CBEPThIBAHUS U/UITH
KPOBOTEUEHMSIX Yepe3 HECKOJIbKO ITHEW MM MecsleB OT Haudajga Tepaluu KarneuuTaOHuHOM,
a B HECKOJILKHX CIIyYasx — B TEYCHHUE OJTHOTO MecsIIa IMOCIIe €€ 3aBEPIICHUSI.

B uccrnenoBanuu nekapcTBEHHOTO B3aUMOJICHCTBUS MTOCIIE OJTHOKPATHOTO BBEICHUS BapdaprHa B
noze 20 Mr kameuuTaOWH YBEJMYHMJ IUIONIAAb O] KPUBOM «koHIeHTpanus—Bpems» (AUC)
S-Bapdapuna Ha 57%, a BenuunHy MHO — Ha 91%. CornacHo AaHHBIM pe3yJbTaTaM MOXKHO
MPEIIOJIOKUTh B3aUMOJICHCTBUE aHTUKOATYJISTHTOB KYyMapHHOBOTO psia C IIpernapaToM
KATIELUIUTABUH-TJI 3a cuer mnomaBiaeHuss wuszodepmenta P4502C9 mnon BiausHueM
KarenuTaonHa.

VY manueHToB, OAHOBPEMEHHO MPUHUMAIOIIUX KaleUUTaOuH U aHTUKOATYJISTHThl KyMapuHOBOTO
psiaa, HEOOXOIMMO TINATEBHO CIEAUTD 3a TIOKA3aTeNIIMU CBEPTHIBAHUS (IPOTPOMOMHOBOE BpeMsi
it MHO), 103y aHTUKOAry/isiHTa ClelyeT MoAOupaTh B COOTBETCTBUU C 3TUMHU MOKA3aTEISIMH.

Cy0bctparsl nurtoxpoma P450 2C9

CrienuanpHbIX MCCIIEOBAaHUIN JIEKAPCTBEHHOI'O B3aMMOJIEHCTBHS KareuuTaOuHa ¢ JpyruMHU
npenapatamu, Metadonusupyromumucs uzopepmentom 2C9 cucremsr muToxpoma P450,
He npoBoaunock. Cremyer coOiroAaTe OCTOPOXHOCTh IPH  HA3HAUYEHUHW IIpernapara
KAIIELIUTABUH-TJI BMecTe ¢ 3TUMU ITpenapaTaMmH.

denuTons

[Ipu omHOBpeMEHHOM mpueMe KamenutadmHa W (eHuTomHa cooOmanocs 00 YBEIWYCHUH
KOHLEHTpaUuu InociaeaHero B Iuias3Me. CrenuanbHBIX HCCIENOBAHUM MEXKJIEKapCTBEHHOTO
B3aUMO/ICHCTBHA KanenuTabruHa u (peHuTonHa He TMPOBOMIOCH, OJHAKO MPEINOoJaracTcs, 4yro B
OCHOBE MeXaHH3Ma B3auMoJeHcTBUs NeXUT nojasienue uzopepmernta CYP2C9 non BausiHuEM
KarneuutabuHa (CM. BbIIIE «AHTHKOAryJlssHTbl KyMapuHOBOIO psAja»). Y TaIlUEHTOB,
NOJYYaloIUX OJHOBPEMEHHO (EHUTOMH U  KalneUUTaOMH, HEoO0XOAUMO  pEryispHO
KOHTPOJIMPOBATh KOHLIEHTPALIMIO (PEHUTONHA B IJIa3Me.

AHxTanuanl

[Tpu oueHke (hapMaKOKHHETHYECKHIX MTapaMeTPOB KaleUTa0uHA TPH OJHOBPEMEHHOM TpHUEME C
aHTAIM/IaMH, COJEPKAIIMMHU aTFOMUHUS TUIPOKCUT] K MarHUS TUAPOKCU], OTMEUEHO HEOOIBII0e
MOBBILICHHE KOHIIEHTpAllMM KanenuraduHa W OJHOTO U3 MeTaboiauToB (5°-1e30Kcu-5-
dropuutnauna — 5°-JIOLT) B mrazme kpoBu. Ha Tpu ocHOBHBIX MeTabonuTa kanenutabuna (5°-
ne3okcu-S-propypuaut — 5°-JAOVYP, @Y u a-drop-f-ananun — GBAJI) uccrnenyemsie cpencrsa
BIIUSTHUS HE OKa3bIBAJIH.

AJIONYpUHOI

Crnenyer wu30erartb OJHOBPEMEHHOTO MpHEMa AJIONypUHOJA M KamenuTaOMHA, MOCKOJIbKY
BO3MOXXHO CHIKeHHE dpdexktuBHOcTH DY BenencTeue B3aumozeiicteust @Y ¢ amionypruHoiom.

HuarepdepoH anpda

MakcumanbpHO TIepeHOCHMas /1032 KarnenuTabuHa Mpy OJTHOBPEMEHHOM MpUeMe ¢ HHTEPPEPOHOM
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

BpeMs KaKk MaKCHUMAaJIbHO MePEeHOCHMAs 1032 KalenuTaduHa B Ka4eCTBE MOHOTEPAITUH COCTABHIIA
3000 Mr/M% B CyTKH.

JIyueBas Tepamnus

MaxkcuManbHO TMepeHocuMasi J03a KamnenuraduHa B KOMOHMHAIMM C JIy4yeBOM Tepamueil mpu
Jle4eHHY MAIMEHTOB ¢ PAKOM MPAMOH Kuiky cocTaBuna 2000 Mr/mM? B CyTKH (IIPH HEHPEPLIBHOM
pEeXHUME TEparuy WK MPU PEeKUME Tepaluu C MOHEAETbHUKA MO MATHULYY U 6-IHEBHOM Kypce
JTY4eBOM Tepanuu), B TO BpeMsi KaK MaKCUMAaJIbHO MEPEHOCHMAasi 103a KaleluTabnHa B KauecTBe
MOHOTepanuu coctaBuiaa 3000 Mr/M? B CyTKH (MHTEPMUTTHPYIOIIHI PEXKIM).

Kanpuusa donunar (JIeiikoBopuH)

Kanmpuust ¢onunatr He Bimsier Ha (apMaKOKHMHETHYECKHE CBOMCTBAa KaleUUTaOWHAa M ero
MeTa0oauTOB. OJHAKO BO3MOXHO YCHIJIEHHME TOKCHUYECKOro ¢dexra KarmenuTaOuHa 3a cUeT
BIIMSIHUS KasbLust (onHaTa Ha (hapMaKkoJMHAMUKY KareuTaOuHa.

CopHBYIHH 1 €TI0 aHAJIOTH

B nuTepaTypHBIX HCTOYHMKAX OMHMCAHO KJIMHUYECKH 3HAYMMOE JIEKAPCTBEHHOE B3aUMOJICHCTBUE
copuByanHa U OV, B 0OCHOBE KOTOPOTO JISKUT UHTHOMpYromwmii 3¢ ekt copuByanna Ha I
VYKazaHHOE B3aUMOJCHCTBUE MOXET MNPUBOIUTH K (aTalbHOMY YCHUJICHMIO TOKCHYHOCTHU
¢ropmupumuaHOB. [losTOMy He cieayeT Ha3HA4aTh KarneuuTaOWH OJHOBPEMEHHO C
COPHUBYAMHOM WJIM €0 CTPYKTYpHBIMU aHajoramu tuna OpuynauHa. Criemyer coOnrojaTh Kak
MUHUMYM 4-HeleldbHBbIH HHTEpBAl MEXJIYy OKOHYaHHEM TEpaluu COPUBYJMHOM WJIIM €ro
CTPYKTYPHBIMHU aHaJIoraMH (BKJIKO4as OpUBYIMH) U HAYaJIOM JICYEHUS KallelIUTaOMHOM.

OKcanumiaTuH

Knuanyecku 3HaUMMON pa3HULIBI B SKCIIO3UIMH KallelIuTabnHa WK METa0O0IUTOB OKCATUIIIATHHA
(cBOOOIHOM TUTaTHHBI MK 001LIEH MJIaTHHBI) TPU KOMOWHUPOBAHHOM TPUMEHEHHUHN KaneuTaduHa
U OKCAJIMIIIaTHHA, HE3aBUCHMO OT NMPHUCYTCTBUS OeBalnzymada, He OTMEUEHO.

bepannzymab

Knuanyecku 3HaunmMoro >¢dekra 6eBannzymada Ha papMaKOKMHETHKY KarenuTaOuHa WIN ero
METa0O0JIUTOB HE OTMEYEHO.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JIAKTAIUA

KOHTD&IIGHHI/IH Y MYXXYUH U KXCHITWUH

JKeHmuHaMm BO BpeMst Teparuy IpenapaToM u B TeUeHHE 6 MECSIIeB MOCTe e OKOHYaHUS CIICAYeT
UCIIOJIb30BaTh HaJIeKHbIE METOJbl KOHTpauenuuu. Ecnu 6epeMeHHOCTh HacTynuia B HEpUOJ
MIPOBEJICHUS Tepalnu, MalleHTKa J0JDKHA OBbITh OCBEJIOMIJIEHA O MOTEHLIMAJIbHOW yrpose ajs
wioga. Ha ocHoBaHMM pe3ynbTaTOB UCCIIEJOBAHUM T€HOTOKCUYHOCTH MallMEHTaM MY>KCKOT0 110J1a
U UX TNapTHEpIIaM C COXPAHEHHBIM PENpOAYKTHBHBIM MOTEHILMAJIOM CIEIYeT HCIOJb30BaTh
HaJIe’)KHbIE METO/Ibl KOHTPALIETIIIMY BO BpeMsI TEpaIINU IPENapaToM U B T€YEHHE 3 MECALIEB NIOCIIE
€€ OKOHYaHHS.

bepemeHHOCTD
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Kanenurabus npoTHBOIOKa3aH K MPUMEHEHHIO ITPH OEpEMEHHOCTH.

JlakTanms
KamenutabuH MpOTHBOIMOKA3aH K MPUMEHEHHUIO B MEPHO]] TPYAHOTO BeckapminBaHus. Cienyer
MIPEKPATUTh TPYJHOEC BCKAPMIIMBAaHUE BO BPEMs JICUCHHS KareIMTaOMHOM U B TCYCHHE 2 HECIb

HIOCJIE TTOCIISTHETO TIPUeMa MpernapaTa.

DdepTUabHOCTD

Ha ocnoBanuu JaHHBIX I/ICCJIGI[OBaHI/Iﬁ Y KUBOTHBIX IIpCrapaT MOXCT OKa3bIBATb BJIMSAHHUC Ha
(bepTI/IJ'IBHOCTB Y MYKYHUH U XKCHIIHWH C COXPAaHCHHBIM PEIIPOAYKTHUBHBIM IIOTCHIIMATIOM.

4.7. BuusinMe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBLIMHM CpeICTBAMHM M padoTaTrhb
¢ MeXaHM3MaMH

Kanenurabua o6namaeT yMepeHHBIM BIHMSHHEM Ha CHOCOOHOCTH YIPABIATH TPAHCHOPTHBIMU
cpencrBamu, MexaHusmamu. IlanMenTaM, y KOTOPBIX BO3HUKIIA TAKUE HEKEIATCIIbHBIC SIBJICHUA,
KaK TOJIOBOKPYXXEHHME, YCTAJIOCTh WIM TOIIHOTA, CIEAYET BO3JCPKATbCA OT YIPABICHUSA
TPaHCIIOPTHBIMU CPEACTBAMU, MEXAHU3MAMH.

4.8. HexkennaTeibHbIE peakunu

Pesrome mpoduisg 6e3onacHOCTH

Haunbonee dacTto BCTpPEUAIOMIMMHUCS W/WIM KIMHUYECKH 3HAYMMBIMH HEXEIATeIbHBIMU
peakuusMHU B XOJ€ Tepanuu KaneuuTaOMHOM ObLIM HapyLIEHUS CO CTOPOHBI JKEIyJO0YHO-
KHIICYHOTO TpakTa (OCOOCHHO Juapesi, TOIIHOTa, pBOTA, O0JIM B )KUBOTE, CTOMATHUT), JIaJIOHHO-
HOI{OIHBGHHI)IfI CUHAPOM, YTOMIIIEMOCTD, ACTCHUS, AaHOPCKCH, ITPOABJICHUA KapAUOTOKCUIHOCTH,
HapacTaHUE TMOYEYHON HEJOCTATOYHOCTH Y TAIMEHTOB C HAapyIIEHUSMH (DYHKIMU TOYEK B
aHaMHe3e, TpoM003/9MO0IIHS.

TabnuuHoe PE3IOME HEXKENATCIILHBIX PEaKINH

J1yist onMcaHust YacTOThI HEKEIaTeIbHBIX PEAKIIUi HCITOIB3YIOTCS CIICAYIOIIHE KATErOPUH: OUYCHb
gacto (=1/10), gacro (>1/100 u <1/10), Hewacto (>1/1000 u <1/100), peaxo (=1/10 000 u
<1/1000), ouens peaxo (<1/10 000). [TpuBeneHHbIC HUKE HEXKETATEIbHBIC PEAKITUU TIEPEUHUCIICHBI
B TIOPSIJIKE YOBIBAHUS CEPHE3HOCTH.

MOHomepanu;l Kaneuuma6uHOM

B Ta6J'II/IH€ 4 NEPCUUCIICHBI HCXKCIIATCIIBHBIC PCAKIIMN, CBA3AHHBIC C IPUMCHCHHUEM KaHeHI/ITa6I/IHa
B MOHOTEpAIHH, HA OCHOBE 00HEIMHEHHOT0 aHAIIN3a IAHHBIX M0 O€30MaCHOCTH U3 TPEX OCHOBHBIX
MCCJIEI0BaHMH, B KOTOPBIX MpUHsIIO ydactue 6osee 1900 manuentoB. HexxenaTenpHbIe peakiiuu
M00ABISIOTCS K OMPEEIEHHON TPyIIe YaCTOTHl B COOTBETCTBUU C OOIIECH BCTPEUaEMOCTHIO TIO
pe3ysibTaTaM 00bEeIMHEHHOTO aHAIN3a.

Ta6nuna 4. Pesome HexenaTeNbHBIX peaklUii, CBA3aHHBIX C MPUMEHEHHEM KamenuTaOuHa B
MOHOTEPANHUH

Kaacce O4ennb Yacro (Bce Heuacto Penxo QOuenb peako
CHCTEM 4acTo CTeNeHn (TsKenbIe (moctperucrpa | (mocrpermcrpa
OpPraHoB (Bce THKECTH) /WM M OHHBIIA HHMOHHBII
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KuteyHule pBOTa, KHIICYHOE HETMPOXOAUMOCT
HapyweHus TOITHOTA, | KPOBOTEYEHHUE, | b, aCIIHT,
CTOMATHT, | 3amop, 00U B | SHTEPHUT,
oo B BEpXHEH 4acTH | TacTpUT,
JKMBOTE JKHBOTA, nmucdarus, 6016
TTUCTIETICHS, BHU3Y JKHBOTA,
METEOPU3M, 330(arur,
CYXOCTb BO PTY | IUCKOM(OPT B
JKUBOTE,
ractpols3odarea
TbHAS
pedurokcHast
0071€3Hb, KOJIUT,
KpOBb B CTyJIe
Hapywenus lunepounupy6 | Kentyxa [euenounas
€O CIMOPOHDL MHEMUS, HEJO0CTAaTOYHOCT
neyemu u H3MEHEeHNE b,
JHcenuesvl800s. (yHKIIMOHAIBH XOJIECTATUIECKU
wux nymeii BIX TECTOB U renatur
[IeYCHH
Hapywenus Jlagonno- | Celb, Bomnneipy, si3ea | Koxnast popma | Tskenble
€O CMOpPOHLL | TIOJIONIBE | ajomenys, KOJKH, CHIIIb, KpacHOi KOXKHBIE
KooicU u HHBIN apuTeMa, KpanuBHUIIA, BOJTYAHKHU peakuu, Takue
NOOKOJCHbIX | CUHAPOM® | CYXOCTh KOXKH, | peakius KaK CHHJ[POM
mKanuetl 3y, CBETOYYBCTBUTE CruBeHca—
TUNEPIIUTMEHT | JIBHOCTH, J>xoHcoHa
aIus KOXH, JalOHHAs TOKCHYECKHH
MaKyJsipHas dpUTEMa, OTEK SMHEPMAITEHBIT
CBITIb, TUIa, Typnypa, HEKpOJu3 (CM.
LIeJTyIIEHUE CUH/IPOM paznen 4.4)
KOXH, panualoOHHOTO
JIEpMATHT, 0T3bIBa

Crpanwvma 17 u3 27




COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 23.04 2026 N= 8313
(OEAEROBATERHOCTS 0005
HapyIICHHC -
MMMUTMEHTAIUH,
W3MEHEHUS
HOT'TEN
Hapywenus bonu B Onyxanue
€O CMOPOHbL KOHEYHOCTSX, | CYCTaBOB, O0OIH
MbLUEUHOL, 00JIM B CIIMHE, | B KOCTAX, OOMIH
CKelemHou U apTpanrus B 00JacTH nHIa,
coeouHumers CKEJIETHO-
HOU MKaHU MBIIIEYHAST
CKOBaHHOCT®,
MBbIIIEYHAS
c1abocTh
Hapywenus Tunponedpos,
€O CIMOpOHbI Helep)KaHUe
nouex u MOYH,
MOYeBbIB00s remMaTypus,
wux nymeii HUKTYpHUS,
TTOBBIIIICHHE
KpeaTHHHUHA B
1a3Me KpOBU
Hapywenus BarunanbHbie
€O CIMOPOHbL KPOBOTEYCHHS
PEnPoOYyKmue
HOU cucmembl
U MOJIOYHBIX
JHcenes
Obwue Yrommsie | IMupekcus, Orteku, 03H00,
HapywieHusi U | MOCTb, nepudeprudeck | TPUIMIONOI00H
peaxyuu 8 aCTeHHS re OTEKH, BIl CHHAPOM,
Mecme HEJOMOTaHUE, | PUTHIHOCTB,
68e0eHs OONb B TpyAH | TIOBBILICHUE
TEMIIEPATyPHI
Tena

* OCHOBBIBAsICH HAa MOCTPErMCTPALIMOHHOM OIIBITE, OBbIJIO BHISIBJIEHO, YTO MEPCHCTHPYIOIIUMA MK TSHKEIBIA
JIaJIOHHO-TIOIOIIBEHHBIA CHHIPOM MOKET BIIOCJIEACTBUM MPUBECTH K yTpaTe OTIEYATKOB MajblEB (CM.
paznen 4.4).

Ipumenenue kaneyumadbuna 8 KOMOUHUPOBAHHOU Mepanuu

B tabnuue 5 nepeuncieHsl HexenaTeabHble peakiiK, CBsI3aHHbIE C IPUMEHEHUEM Kallel[UTa0lHa
B COYETAHMM C PA3IUYHBIMH CXEMaMM XMUMHOTEPANUU MO Pa3IMYHbIM MOKAa3aHUSIM Ha OCHOBE
naHHbIX 1Mo Oe3zomacHoctu Oonee 3000 manumeHToB. HexenarenbHble peaknMu J00aBISIOTCS K
COOTBETCTBYIOILIEH TpyIIe YacTOThl (OYEHb YACTO WJIM YacTO) B COOTBETCTBHM C HaWBBICIIEH
4acTOTOM, HaOIMI01aeMOi B JTF0OOM M3 OCHOBHBIX KIMHUYECKHUX HCCIIEAOBAaHUI, U TOJBKO B TOM
cilydae, Korjja OHM HabJI0JaIuCh B A0MOJIHEHHe K HEKEIaTeIbHBIM PEaKIUsAM IIPH MOHOTEpaIuu
KaleruTadMHoOM WM ¢ 0ojiee BBICOKOH YacTOTOH IO CpaBHEHHIO C MOHOTepamuen
KareuuTabuHoM (cM. Tabi. 4). HexxenarenbHble peakiiny, oTMeYaBIInecs AJid KarenuuTabuHa npu
KOMOMHUPOBAHHOM Tepanuy ¢ KaTeropueil yacToThl «HEYacTO», COINIACYIOTCs C TAaKOBBIMU IPHU
MOHOTEPANUU KanequTaOuHOM WM MpPU MOHOTEpanuu KOMOWHHUPOBAHHBIM JIEKApCTBEHHBIM
CPEACTBOM (B JMTEpaType W/WINM B MHCTPYKLIHUHU MO METUIIMHCKOMY NPUMEHEHUIO Ipernapara).
HekoTopsie HexenaTelbHbIE peaklUUHd YacTO HAOMIOAANUCh NpU NPUMEHEHUHM KOMOWHAIUU
JIEKapCTBEHHBIX CPEACTB (Harpumep, nepudeprudeckas CeHCOpHasi HelponaTus Npu NPUMEHEHUH
C JIOLIETAKCEJIOM HJIM OKCAJIUIIJIATUHOM, MOBBIIIEHNE apTePUaIbHOTO JaBJI€HUS IPYU MPUMEHEHUN
¢ OeBar3yMaboM); OIHAKO HEJb3s UCKIIOUYUTh 000CTpeHre Ha (DOHE Tepanmuy KarneuTaOnHOM.
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Tab6auua 5. Pe3iome HexenaTeabHBIX PEAKLUH, CBA3aHHBIX C MPUMEHEHUEM KallelluTa0hHa B
cocTaBe KOMOMHMPOBAHHON Tepanuu, KOTOpble HAOII0AaIMCh B AONOJHEHHe K HeKenaTeIbHbIM
peakLusIM IPU MOHOTEPANHUH KaeUTaOMHOM UK ¢ 00Jiee BBICOKOM YacTOTO# 110 CPAaBHEHHIO C
MOHOTepanuen KanenuTabuHom

Kuacce cucrem Ouenb yacro (Bce Yacto (Bce cTeneHu Pemio .
OpraHoB CTeNeH! TAKeCTH) THAKECTH) (nocTperncTpanuonHLii
ONbIT)
Hnpexyuu u unsasuu OmnosiceIBaIONTHI TepIIeC,
WHpEKIIH
MOUEBBIBOSIINX ITyTeH,
KaHJUA03 CIIU3UCTON
000JI0YKH POTOBOM
MOJIOCTH, MH(PEKINU
BEPXHHX JIbIXaTEIbHBIX
IyTei, pUHUT, TPUIILI,
*UHQEKIUY, TepIiec
MOJIOCTH PTa
Hapywenus co *HelTponeHus, Yraerenue QyHKIUN
CMOPOHYBL KPOSU U *nedKoneHus, KOCTHOTO MO3Ta,
AuM@amuieckor *aHeMus, *(eOpunbHas
cucmemul *HEeHUTpOIeHnYeCcKas HEUTPONECHUS
JUXOpaKa,
TPOMOOIIUTOTICHUS
Hapywenus co ['unepayBCTBUTENBHOCTH
CMOPOHBL UMMYHHOTU
cucmembl
Hapywenus co CHmxenue anneruta | [ unokamuemus,
CMOPOHYL TUIIOHATPUEMUS,
Memabonusma u TUIIOMAarHUEMUS,
nUManus TUMOKAIBIIUEMUS,
THIEPTIIMKEMHUSI
Hcuxuueckue PaccrpoiicTBa cHa,
HapyuieHus TpeBora
Hapywenus co ITapectesus, HeitpoToKCHYHOCTS,
CMOPOHBL HEPEHOU ZU3ecTe3us, TpEMOp, HEBPAJITHA,
cucmembl nepudeprdeckas peaxuus
HelponaTus, TUIEPYYBCTBUTEIBHOCTH,
nepudepruieckas TUIECTE3US
CEHCOpHas
Heliponatus,
JTUCTEB3HsI, TOJIOBHAs
00I1b
Hapywenus co [ToBbIIEHHOE Hapyuienus 3penus,
CMOPOHYL 0P2aHa CJIE300T/IEIIEHUE CYXOCTb TJ1a3, 00JIb B
3peHus IJ1a3ax, HapylIeHue
3peHus], IOMYTHEHHE
3peHust
Hapywenus co 3BOH B yIax,
CMOPOHYL 0P2aHa TYyTOyXOCTb
cyxXa u 1abupunma
Hapywenus co OubprIHs
CMOpPOHbL cepoya Mpencepanii, HIeMHus
MHUOKapaa/uH(papKT
MHOKapza
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Hapywenus co
CMOPOHDBL COCYO08

OTekH HIDKHUX
KOHCYHOCTEH,
MOBBIIIICHHE
apTepUaAILHOTO
JaBieHus, FIMO0Ius
u TpoM003

FI[He‘peMI/ISI': Ao O | £ 1Bt

Ly e
o TD UULET)

apTepUaAILHOTO
JIaBJICHUS,
TUTIICPTOHUYCCKUN KPHU3,
TIPUITUBBIY, (ICOUT

Hapywenus co
CMOPOHYL
ObiXamenvbHol
cucmemvl, OpeaHos
2PYOHOU KAemKU U

bous B rope,
JIA3ECTE3US TIIOTKU

Hkora, 60116 B TIIOTKE U
ropTaHu, TUCHOHUSL

cpedocmeniist

Kemyoouro- 3amop, ANCTICTICHS KpoBoteuenne n3
KuieyHule BEPXHUX OT/ICIOB
HapyuieHus KEITYTOYHO-KUIIISIHOTO

TPaKTa, SI3BBI B IOJIOCTH
pTa, racTpUT, B3TyTHE
KHBOTA,
ractpoazodareanbHast
pedarokcHas 60Ie3Hb,
0O0JIb B TIOJIOCTH pTa,
nucdarus, KpOBOTEUCHHE
13 MPSIMOH KUTIKH, O0JTh
BHU3Y JXUBOTA,
J3ecTe3ns B 00JIacTu
pTa, mapecre3us B
o0JacTu pra, TUIeCTE3 s
B 00J1aCTH PTa,
JTUCKOM(OPT B KUBOTE

Hapywenus co
CMOPOHYL NEYeHU U
HCENUEBbIBOOAUUX
nymeti

Hapymenne ¢pyHKINHI
II€CYCHN

Hapywenus co
CMOPOHbBL KOJICU U
NOOKOJNCHbIX MKaHel

Anormernus,
U3MEHEHUS HOI'TEN

lMunepruapos,
3pUTEMaTO3HAS CHIIb,
KpanuBHUIIA, HOYHAS
MOTJIMBOCTh

Hapywenus co

Muanrus, apTpanrus,

Bois B enmocTy,

CMOPOHYI 0O0JIb B KOHEYHOCTSIX | MBIIIIEYHBIE CITa3MBl,

MblueuHoll, TPU3M, MBIILICYHAs

cKenemHou u ciabocThb

COeOUNHUMENbHOL

MKAHU

Hapywenus co I'ematypus, Octpas noueyHas

CMOPOHYBL NOYEK U
MOUEBbIBOOAUUX
nymeti

MPOTEUHYPHS, CHUKEHHUE
KJIMpEeHca KpeaTHHUHA,
IU3YypHus

HEJOCTATOYHOCTD
BCJIEICTBHE
JIETHIpATAIIN

Obwue Hapywenus u
peaxyuu 6 mecme
66e0eHUs

[upexcus, caabocTsb,
“neraprus,
MTOBBIIIICHHAS
YYBCTBUTEIILHOCTH K
BBICOKUM W HU3KUM
TeMIepaTypam

Bocnanenue cauzucTtont
000J1049KH, OOJIb B
KOHEUYHOCTSIX, 00JIb,
03H00, 60JIb B rpyy,
TPHUIIIONOA00HBII
CHUHJIpOM, *IUXO0pajKa,
vH(Y3UOHHBIE PEaKIUH,
peakuu B MecTe
HWHBEKIINH, 00JIb B MECTe
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nHpy3HH, 0015 B MecTe- -] | JLTD UUU]
WHBEKITUI
Tpasmwi, KpoBonoarex

UHMOKCUKAYUU U
OCIOJICHEHUsL npoYedyp

* JIs K@KI0ro TEpMHHA MOJACYST YaCTOThI OCHOBBIBAJICS HA HEXKEIATEIBHBIX PEaKIUIX BCEX CTCMEHEH
TsOKeCTH. [ TepMHUHOB, OTMEUEHHBIX 3HAKOM «+», TIOJICUET YACTOTHI OBUT OCHOBAH HA HEXENATeIbHBIX
peakiusix 3—4-i crenenu TshxecTH. HexenaTenbHbIe peakiiuu J00aBISIOTCS B COOTBETCTBHU C HAMBBICIIICH
JacTOTOM, HAOJIOIaBIIIEHCS B TIOOOM M3 OCHOBHBIX MCCIICIOBAaHUH KOMOMHUPOBAHHOW TEPATTHH.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKI_[I/If/'I

Jlaoonuno-noooweennwiii cunopom (cm. pazoen 4.4)

[Tpu npumenenuun Karnenutadruna B g1o3e 1250 Mr/M? Ba pasa B cyTKHu ¢ 1-To o 14-if AeHb Kaxapie
TPU HEAETU B HCCICAOBAHUSAX MOHOTEpPANMU KalmenuTaOMHOM (BKIIIOYAsi HCCICIOBAHUS
aJbIOBAaHTHOM TEparuu paka TOJICTON KUIIKHU, TEPAITUU METACTATUYECKOT0 KOJIOPEKTAIIbHOTO paKa
M paka MOJIOYHOHM >KeJe3bl) HAOII0JaiCs JIaJOHHO-TIOJOMIBEHHBIA CHUHAPOM BCEX CTEINEHEU
TSOKECTH ¢ 4acToToi oT 53 mo 60% u B rpymnme KanenuTaOuH/IoleTakcel B HCCIEAOBAHUU
Tepanuy METacTaTHUYECKOT0 paka MOJIOUHOM »keie3bl ¢ vactoTod 63%. Ilpu npumenenuu
kanenurabuna B go3e 1000 mr/m? nsa pa3a B cyTkH ¢ 1-ro no 14-ii AeHb Kaxkaple TPU HEACIIN IIPU
KOMOWHHUPOBAHHOM Teparuu KanenuTaOMHOM JIaJJOHHO-TIOJIOIIBEHHBIA CHHIPOM BCEX CTEIEHEH
TSDKECTH HaOromancs ¢ yactoTou ot 22 1o 30%.

Meraananu3 14 KIMHUYECKUX HcciaeloBaHUM ¢ AaHHbIMU Oosiee 4700 manueHToB, MOJIy4aBIINX
KarneuuTaOMH B MOHOTEpAaNMM WM KameluTaOWH B COYETAHUM C PA3JIMYHBIMU PEKUMaMU
XUMHUOTEPANUK M0 PA3TUYHBIM MMOKa3aHUsAM (paK TOJICTOM KHILIKH, KOJOPEKTAJIbHBIM pak, pak
JKENIy/Ka, paK MOJOYHOM jKene3bl), TMOoKa3ad, 4YTO JaJOHHO-TIOAOUIBEHHBIH CHHIPOM BCEX
creneHer Tsokectu otmevanics y 2066 (43%) manueHToB MO MPOIIECTBUM B cpenHeM 239 mHei
(95% U B nmanazone ot 201 mo 288 mHell) mocie Havayia jJe4eHus KarnenutabunoM. Bo Bcex
WCCJICIOBAHUAX CJICAYIOIIUE KOBApUAHThI OBLIM CTATUCTUYECKH 3HAYMMO CBSI3aHBI C
MOBBILICHHBIM PUCKOM Pa3BUTHS JIAJOHHO-TIOAOIIBEHHOTO CHHAPOMA: YBEIMUYEHUE HAyalbHOU
J103bl KarnenuTaOuHa (B rpaMmax), yMEHbILIEHHE KyMYJISATUBHOM N03bl KanenuTtabuna (0,1*kr),
YBEJIMYEHUE OTHOCHUTEIIbHOM MHTEHCHUBHOCTU J103bl B NEpBbIE O HENENb Tepanuu, yIJIUHEHUE
HCCIIeYyeMOro Tepuoaa Tepanuu (B HEAENsIX), yBEJIMUEHHE Bo3pacTa (Ha Kaxzasie 10 er),
JKEHCKMH mon U xopomiee coctosHue mo ECOG (mkana OUEHKH OOIIero COCTOSHUS
oHKonornyeckoro 6onsHoro BO3) Ha ucxonnom yposae (0 mpotus >1).

Huapes (cm. pasoen 4.4)

Huapess nabmonanace y 50% mnamueHToB B XO0/€ Tepanuu KamenurabuHoMm. B pesynbrare
MeTaaHanu3a 14 KIMHWUYECKHX HCCIEeIOBaHUM, BKIO4YaBmmXx Oonee 4700 mnamueHToB,
MOJIYYaBIINX TEPAINUI0 KarenuTaOuHOM, ObLTN BBISIBIIEHBI KOBAPHUAHTHI, KOTOPHIE CTATUCTHYECKU
aCCOIIMUPOBAIUCH C YBEIMYEHUEM pHUCKA PA3BUTHUS [IUAPEU: YBEIMYECHHE HAYaIbHOM J103bI
KanenuTabuHa (B TpaMMax), YJIMHEHHE WCCIEIyeMOro Iepuoaa Tepanuu (B HEIemsx),
yBenMueHue Bo3pacta (Ha kaxaeie 10 mer) u sxkeHckud mon. KoBapuaHTBI, CTaTUCTHUECKU
ACCOIIMUPOBABIINECS C YMEHBIIICHHEM PUCKA PA3BUTHUS IUAPEU: YBEITMUEHUE KyMYJISITUBHOM JIO3BI
kanenuradbuna (0,1*kr), yBennyeHrne OTHOCUTEIBHOW HHTEHCUBHOCTH JI03bI B MEPBBIC 6 HEAETh
Teparnuu.

Kapouomoxcuunocmo (cm. pazoen 4.4)

B pesynbrate aHamu3za mpoduiis 6€30MaCHOCTH CEMH KIIMHUYECKUX HUCCICIOBAHMIA TP yJaCTHH
949 marMeHTOB, MMOJYYaBIIMX KaleluTaOMH B KayeCTBE MOHOTEPAIMM, OBUIM BbISBICHEI
CIIeyIOlMe HekenaTeabHble peakiuu (dacrora menee 0,1%): xapauoMuonaTHs, cepiacuHast
HEJI0CTATOYHOCTh, BHE3AITHAS OCTAHOBKA CEP/IIla U KeTyI0IKOBast SKCTPACHCTOIHSL.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

Onyeghanonamus
DHiieanonarus Takke acCOUMPOBAIACh C TPUEMOM KaleluTaOHHa B Ka4eCTBE MOHOTEpAIuu
(uacrota menee 0,1%).

Bo3zoeticmsue npenapama npu opoobenuy unu pasiamsvléanuy madiemox

B cinyuae npoOnenust wim pa3inaMmbIBaHUSI TaOJNETOK KanenuTaOuHa HAOMIOAANUCh CIEAYIOIINe
HEKeNaTeNIbHBIC PEaKIUU: pa3IpakeHUue Tja3, OTEK BEH, KOXHAs ChIllb, TOJOBHAs OOIb,
napecresusi, Juapes, TOUITHOTA, pa3IpakeHre CIU3UCTON 000I0UKH KEITyAKa, pBOTA.

Ocobvie epynnvl nayuenmos

Ilayuenmoi noscunozo 8ospacma

B xoxe ananmuza mpoduist 6€30MacHOCTH Yy MAalMeHTOB B Bo3pacTe >60 JeT, MOoTydaBIIMX
KarneuuTabrH B KOMOMHALIUY C IOLIETAKCEJIOM, a TAK)Ke B Ka4eCTBE MOHOTEPAIuu, ObLIO BBISIBICHO
YBEJIMUEHHUE YUCIIA CEPbE3HBIX HEXKENNATEIbHBIX PEaKLUUi U HEXeJaTeNbHbIX peakuuil 3-i u 4-i
CTENEHH TOKCUYHOCTH, CBS3aHHBIX C JIEYCHHEM, [0 CPAaBHEHHIO C MAlMEHTaMH B BO3pacTte
<60 ner. ITatmentsr B Bo3pacte >60 Jer, monydaBIIME KanelUTa0OMH B KOMOWHAIMH C
JOLIETAKCEeNIOM, TakK)Ke paHbllle BBIOBIBAIM M3 HUCCIEIOBAHMS  BCIEICTBUE PA3BUTHUS
HE)KeJIaTeJIbHbIX PEeaklUi 110 CPaBHEHMIO C MAalUMeHTaMHu B Bo3pacte <60 ner. B pesynbrate
MeTaaHanu3a 14 KIMHUYECKUX UCCIeIoBaHui rpH yuactuu 0oiee 4700 manueHToB, HOTy4aBIINX
KarenuTaOnH, OBUTO BBISBICHO, YTO C YBEJIMYCHHEM BO3pacTa manueHTa (Ha kaxuaeie 10 yer)
MOBBILIANICSA PUCK PA3BUTHSI JIAJOHHO-TIOIOIIBEHHOTO CUHAPOMA U AHApPEH, B TO BPEMs KaK PHCK
pa3BUTHUS HEUTPOIICHUH, HA00OPOT, CHUKAJICA (CM. pasnen 4.2).

Hon

B pe3ynbrare metaananusa 14 KIMHUYECKUX UCCIIEOBaHMM pU yuacTuu Oonee 4700 naueHTos,
MOJIYYaBIIMX KaneluTaOuH, ObLJIO BBIABICHO, YTO Y MAIIUEHTOB JKEHCKOTO T0JIa PUCK Pa3BUTHS
JAJIOHHO-TIOIONIBEHHOT'O CHHJpOMa M Juaper ObLI BHINIE, B TO BPEMsS KaK PUCK pPa3BUTHSA
HEUTPONEHUH, HA000POT, CHUKAJICS.

Tayuenmoi ¢ noueuHol HedocmamoyHocmbio (cm. maaice pasdenvt 4.2, 4.4)

B xone anammsa mpoduias 0€30MacHOCTH y NAalMEHTOB C IOYEYHOW HEJOCTaTOYHOCTHIO,
MOJIyYyaBUIMX KaleluTaOuH B KaueCTBE MOHOTEpaNnHH (KOJOPEKTalIbHBIN PaK), ObLIO BBISBIEHO
YBEJIMYEHUE YaCTOThl Pa3BUTHs HEXKeNATeNbHbIX peakiuil 3-if u 4-if cTerneHu TOKCUYHOCTHU 10
CPaBHEHMIO C MalMeHTaMu C HopManbHOW ¢yHKuued mnouek (36% (n=268) namueHToOB C
HOpManbHOM (YHKIMEH mMmodyek 1o cpaBHeHHIO ¢ 41% (n=257) mamueHToB C TOYEYHOMH
HEJI0OCTAaTOYHOCTHIO JIETKOU cTeneHu U 54% (n=59) nmanueHToB ¢ MOYEYHOM HEJOCTATOYHOCTHIO
cpeaHelt crenenn) (cM. pasaen 5.1). Cpenu nanueHTOB ¢ NOYEYHON HEOCTaTOYHOCTBIO CpeaHen
CTeNeHH HamOojee YacTo oTMedaicss (akT yMEHbLIEHHs J103bl Kameuutadbuna (44%) mno
CPaBHEHMIO C MallMeHTaMH ¢ HOpMaybHOW (yHKIMeN nmouek (33%) M manueHTaMu ¢ MO4YeYHOH
HEJIOCTAaTOYHOCThIO JieTkoi creneHn (32%). OTMmedanoch TakKe YBEIHMYEHHE KOJMYECTBa
NalMEeHTOB, BHIOBIBIIMX U3 UCCIEIOBaHMUS Ha paHHUX cTafusx (21% manueHToB, BHIOBIBIIUX U3
UCCIICIOBAaHHS B TEUEHHUE MEPBBIX JBYX IMKIIOB), IO CPABHEHUIO C MAIUEHTAMHU C HOPMAIbHOU
¢dynkuueit mouek (5%) 1 narpeHTaMu ¢ NOYEYHON HEJOCTATOYHOCTBIO JIETKo# creneHu (8%).

Hzmenenus co cmoponsl 1a60pamopHuIx noxazameinet
CHWKEHHE 4YHWcina HEHUTpouioB, CHIDKEHHE 4HCIa TPaHYJOIWUTOB, CHIDKEHHE YHCIa
JTUM(OIUTOB, CHI)KEHHE YUCIIa TPOMOOIIMUTOB, CHI)KEHHE TeMOrIo0nHa, THIEpOMITUpYyOnHEMHUS,
MOBBIIICHHE AaKTUBHOCTH anmaHumHamuHOTpanchepassl (AJIT), acnmapraramuHOTpaHcdepass
(ACT), menounoit  ¢ocdara3pl,  TUNEPKPEATHHUHEMHUS,  THICPIIIUKEMHUs,  THIIO-
/TUTIEpKATBIIUEMHS], THITOHATPUEMHUSI, TUTIOKATHEMHUSI.
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(MOCNEQOBATENEHOCTE 000%)

COOGH.IGHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOAO3PEBAEMBIX HEKEJIATENIBHBIX pEAKUUAX II0CIe PEruCTpaluu
JIEKapCTBEHHOTO Ipernapara ¢ Lellbl0 00ecreyeHns: HepepbIBHOIO MOHUTOPUHIA COOTHOLLICHUS
«T0JIb3a—PUCK» JICKAPCTBEHHOTO Tpenapara. MeIuIMHCKUM paOOTHUKAM pPEKOMEHIyeTCs
coo0uiaTe O JIOOBIX MOJO3PEBACMbIX HEKENATENbHBIX PEAaKIMIX JIEKapCTBEHHOIO Ipernapara
Yyepe3 HallMOHAJIbHBIE CUCTEMBI COOOILEHUS O HEXKENATEIbHBIX PEAKLMIX TOCYJapCTB — YJIECHOB
EBpa3zuiickoro 5KOHOMHYECKOro COr3a.

Poccuiickas @enepanus

OdenepaiibHas Ciryx0a 1Mo Ha3OPY B chepe 3ApaBOOXPAHCHUS
109012, r. Mocksa, CnaBsiHCcKas iomans, 1. 4, ctp. 1
Tenedon: +7 (800) 550-99-03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru
https://www.roszdravnadzor.gov.ru

4.9. llepeno3upoBka

CuMnTOMBI OCTPOH IEPEI03UPOBKH — TOLIHOTA, PBOTA, AUapes, BOCHAIIEHNE CIIM3UCTON 000JI0UKU
(MYKO3HT), pa3pa)KeHue KeIyJOYHO-KUILIEYHOT0 TPaKTa U KpPOBOTEUEHHS, & TaK)Ke YTHETeHUE
(GYHKIIMM KOCTHOTO MO3Ta.

Jleuenue

JleyeHne nepenO3UPOBKUA JOJDKHO BKIJIKOYATh CTAHIAPTHBIA KOMIUIEKC TEPANEBTHYECKUX U
MO/JICPKUBAIOIINX MEPOINPUATHNA, HAIPABICHHBIX Ha KOPPEKLMIO KIMHUYECKUX CHUMITOMOB U
MPEAYNPEXRICHUE BOSMOKHBIX OCIIOAKHEHHIM.

5. DPAPMAKOJIOTMYECKHE CBOMCTBA
5.1. @apmakoanHaMuvecKHe CBOCTBA

®dapmakoTepaneBTUUYECKas TPYINa: IPOTUBOOMYXOJIEBbIE CPEJCTBA; aHTUMETAOOIUTHI;, AaHAJIOTH

NUPUMHJIAHA.
Kon ATX: LO1BCO6.

Kaneuntabun — mnpousBogHoe ¢(TOpNUpUMHIMHA KapOamara, NepopajbHbId IUTOCTATHUK,
AKTUBUPYIOIUICS B TKaHW OMYXOJU M OKa3bIBAIOIIMN Ha HEe CEIEKTHBHOE IUTOTOKCHYECKOE
nevicteue. In Vvitro kanenurtabuH He oONamgaeT NUTOTOKCHYECKUM 3(ddekTom, Iin  VIvo
npeBpamaercs B @Y, KoTopblil mojBepraercs JanpHeimemy meradbonusmy. OOpa3oBanue @Y
MPOUCXOIUT MPEUMYIIECTBEHHO B TKaHU OIYXOJIM MOJ| IEHCTBUEM OIyXOJIEBOI'O aHTHOTE€HHOTO
dakTopa — TuMuAMHpOChHOpUIA3Bl, YTO CBOJUT K MUHUMYMY cUCTeMHOe Bo3zaelcTBue VY Ha
3JI0pPOBBIE TKAHU OpraHU3Ma.

[TocnenoBarenbHas (epmeHTHas Ouorpanchopmanus kanerurabuHa B DY cozmaer Oonee
BBICOKME KOHIICHTPAIIMH TperapaTta B TKaHIX OIYXOJIH, YeM B OKPY)KAIOIINX 30POBBIX TKAHSIX.
[Tocne mepopaiabHOro Ha3HAUYEHUs KanelUTaOMHA MAallMEeHTaM C KOJOPEKTaJIbHBIM pakoM (n=8)
KoHIeHTpanusa @Y B TkaHu omyxond B 3,2 paza OOJIbIIE€ €ro KOHICHTPAIMH B MPUIICKAIINX
3I0pOBBIX TKaHAX (quana3oH ot 0,9 1o 8,0).

CootHomenne koHreHTpanuii @Y B Tkanu omyxonu u mnasme — 21,4 (muanason ot 3,9 1o 59,9),
COOTHOIIIEHUE €T0 KOHIIEHTPAIIMH B 3I0POBBIX TKaHIX U B Tu1azme — 8,9 (nuamazon ot 3,0 10 25,8).
AKTUBHOCTh TUMUAMH(OCHOpUIa3bl B MEPBUUHON KOJIOPEKTAIBHOW OMyXOJU Takxke B 4 pasa
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BBIIIIE, YEM B TIPUIIEKAIINX 3M0POBBIX TKAHSAX. (MOCHEOOBATENEHOCTE 0003)

B onyxoneBbIX KJI€TKax y MallMEHTOB C PaKOM MOJIOYHOM JK€Je3bl, )KelyiKa, KOJIOPEKTaIbHbIM
paKoMm, IIeHKU MaTKH U SMYHUKOB COJIEP>KUTCA O0Jiee BHICOKHI ypoBeHb TUMUANH(OChHOpUIa3bI,
CrocoOHOM mpeBpamarh 5’-ne3okcu-5-propypunus (5°-IOYP) B @Y, ueM B COOTBETCTBYIOIINX
3JIOPOBBIX TKAHSX.

Kak 3m0poBele, Tak M ONyXOJeBble KJIETKH Merabommsupyror DY B 5-dpTop-2-
nesokcuypuguaMoHodocdat (DayMD) u 5-propypunuarpudochar (DY TD). Dtu MeTaboIUTHI
MOBPEKIAIOT KIETKM IIOCPEICTBOM [BYX pAa3jIM4HbIX MexaHu3MoB. Bo-nepseix, ®aYMO u
donarnbii kodaxTop N> -Merunenrerparuapodonar cBs3pBaroTes ¢ TMMEAMIATCHHTA30i (TC)
¢ 00pa3oBaHKMEM KOBAJICHTHO CBS3aHHOTO TPETUYHOTO KOMILIEKCA.

OTo cBs3bIBaHWE MOAABIAECT OOpa3oBaHME THUMHUIWIATA U3 ypamuia. TUMHAWIAT SBISETCS
HEOOXOMMBIM TPEIIECTBEHHUKOM TUMHAMHTpU(OchaTa, KOTOPHIA, B CBOIO OYepe/b, KpaiiHe
BakeH it cuHTe3a JIHK, Tak 4yTo HEZOCTAaTOK 3TOro BEUIeCTBa MOKET MPUBECTU K YTHETCHHIO
KJIETOYHOTO JICJICHUS.

Bo-BTophix, B npouecce cunteza PHK tpanckpununonusie GpepMeHTHI sjipa MOTYT OMIMOOYHO
BKIIIOYNTh B Hee OYTD Bmecto ypunuaTpudochara (YTD). Ota merabommueckass «omuoOKa»
Hapymaet npoueccur PHK u cunTe3 6enka.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

AOGcopOuus

[Tocne mpuema BHYTpb KamnelMTaOMH OBICTPO M IOJIHOCTBIO BCACHIBACTCS B KHUIICYHHKE B
HEM3MEHEHHOM BHJE, IOCJIE€ Yero MPOUCXOAUT €ro OuoTpaHchopMamus ¢ 0Opa3oBaHUEM
MeTabonuToB: 5’-ae3okcu-S-gpropuuruauna (5°-ADHUT) u 5°-ADYP. OgHoBpeMeHHBINH TTpUeM
MUY CHUXKAET CKOPOCTh abcopOunu kanenuraduHa, ogHako Ha Benuuuny AUC 5°-JIDVYP npuem
MUK BIUSCT HE3HAYUTENbHO. [Ipy mpuMeHeHHH KarenuTaOuHa IOCe MpueMa MU B J103€
1250 mr/m? Ha 14-i neHb MakCHMalbHbIE koHTeHTpanuu (Cmax) Kamenurabuna, 5°-JPUT, 5°-
JNDOYP, ®Y u a-prop-f-ananuna (PBAJI) cocraBnsmu coorBeTrcTBeHHO 4,47; 3,05; 12,1; 0,95 n
5,46 mxr/mi. Bpems noctmkenust Cmax cocraBmsiet 1,50; 2,00; 2,00; 2,00 u 3,34 yaca, a 3Ha4ueHHE
AUC - 7,75;7,24; 24,6; 2,03 1 36,3 MKIX4/MJI COOTBETCTBEHHO.

WuTepBaiibHble 3HAYEHUS OCHOBHBIX (apmakokuHeTHUecKuX mapaMeTpoB (Cmax, AUCo,
Cmax/AUCo-t) mi1st kanenutabuna coctaBuiaun 8,69—16,70 mkr/mi; 12,94-23,23 mxrxu/mir; 0,682—
0,891 ul cooTsercTBeHHO, KOAD(HIMEHTH BAPHALUM OCHOBHBIX (PAPMAKOKHHETHUECKHX
napameTpoB (Cmax, AUCo-t, Cmax/AUCo-t) coctaBum 51,32; 80,59 u 42,82% COOTBETCTBEHHO.
WHTepBanbHbIe 3HAUCHHST OCHOBHBIX (papMakoKuHeTHUecKuX rapaMeTpoB 1mo OV (Cmax, AUCo,
Cmax/AUCot) mns xanenurtabuna coctaBuad 0,64—1,21 mxr/mi; 1,85-3,91 mxrxu/mir; 0,375-
0,543 uwl cooTBeTcTBeHHO, KOY(D(HIMEHTH BAPHALUM OCHOBHBIX (PAPMAKOKMHETHUECKHX
napamMeTpoB (Cmax, AUCo-t, Cmax/AUCo-t) coctaBuiu 44,30; 56,66 u 48,96% COOTBETCTBEHHO.

Pacnpenenenue

Kaneuurtabusn, 5°-JIOUT, 5°-JIOVYP u OV cpa3biBatoTcs ¢ 0enkamMu I1a3Mbl KPOBH (TJIaBHBIM
00pa3oM ¢ aTbOyMHUHOM) COOTBETCTBEHHO Ha 54, 10, 62 u 10%.

buorpancdopmarms

Mertabonu3upyeTcss B TIEYSHH TOJ] IeUCTBHEM KapOokcwmidcTepasbl 10 metabonuta 5°-JADIT,
KOTOpBIiA 3aTeM TpaHchopmupyercs B S5’-JIOYP mon geilictBueM NIHMTHUIWHAEC3aMHHA3HI,
JIOKAJIU3YIOLIEHCSs B OCHOBHOM B II€YEHHM M OMYXOJIeBBIX TKaHAX. KoHueHtpanusa @Y wu ero
AKTUBHBIX (OCcPOPHIMPOBAHHBIX aHAOOIUTOB B OMYXOJIM 3HAYUTEIHHO MPEBBINIAET YPOBEHH B
3MIOPOBBIX TKaHSX, 3a CYET Yero OO0ECHeunBaeTCs OTHOCUTENbHAs CEEKTUBHOCTh
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nuroTokcudeckoro s dexra. 3nauenne AUC_jis Cﬂg':'ﬁ:'gg '::Bié%-gEMé}ﬂ%%,T;iérlu EII?(:SCJ'IG

BHYTPUBEHHOTO CTpyitHoro BBefenus DY B no3e 600 mr/m?. MeraGomuTsl KanenuTabuHA
CTAHOBATCS ITUTOTOKCUYHBIMU TOJIbKO TIociie mpeBpaiieHus B @Y u anaboauter @Y. 3atem OY
Kara0onu3upyercss ¢ oOpa3oBaHMEM HEAKTHUBHBIX METAOONHUTOB IUTHIAPOGIyopoypaliia
(®YH>), 5-propypennonponronoBoii kuciotsl (PYIIK) u ®BAJI; aToT mporiecc mpoXoauT MO
BisiHueM JI1J[, akTHBHOCTh KOTOPOM OTPaHUYMUBAET CKOPOCTh PEAKLUH.

DIMMUHALIUA

[lepuon nonyseiBenenust (Ty;) kanenuradbuna, 5°-JAOUT, 5°-JADOVYP, @Y u ®BAJI cocraBuser
cootBercTBeHHO 0,85; 1,11; 0,66; 0,76 u 3,23 yaca. apMakoKuHETHKA KaneMTaOMHa U3ydaaach
ans quanasona 103 502-3514 mr/m?/cyt. dapMakOKHMHETHYECKHE TapaMeTphl KaneluTabuna, 5’
APUT u 5°-ADVYP B 1-if u 14-it nenp ogunakoBbie. AUC @Y yBenuuuBaercs K 14-My HIO Ha
30-35% w mocne 22-ro mHsA OONbIE HE TOBBINIACTCSA. B Amama3oHe TEparneBTUYECKUX 103
(hapMaKOKMHETHYECKHE MMapaMeTphl KarenuTabuHa U ero MeTabOoJUTOB, 3a UCKIIIOUeHHEM DY,
MMEIOT JI0303aBUCUMBII XapakTep.

[Tocne npuema kanenuTadbuHa BHYTPb €0 METa0O0JIHUTHI BBIBOASITCS TTIABHBIM 00pa3oM MOYKaMU —
95,5%, kumegnankoMm — 2,6%. OcHOBHBIM MeTabonuToM B Moue siBisiercss @DBAJI, Ha KOTOpBIi
npuxoautcss 57% npuHaToil m03bl. Okono 3% NpUHATONH M03bI KalmenuTaOMHA BBIBOIUTCS
IMOYKaMH B HCU3MECHCHHOM BHJIC.

KoMOnHupOBaHHasa Tepanus

B wuccrenoBanmsx He OBUIO BBISBICHO BIUSHUS KamnenuraOuHa Ha (apMaKOKHHETHUKY
nouerakcena U nakiautakcena (Cmax 1 AUC) u BIMAHUA [OIIETaKcela W MaKIUTaKcena Ha
dapmMakokMHETHKY Kamenutabmaa u 5’-JIOVP kak Hamboiiee BaXHOTO MeTabOJUTA
KanenuTaonHa.

dapMaKOKMHETHKA B 0COOBIX I'pyinax nmainucHTOB

[Ton, HamuuMe MM OTCYTCTBHME METAcTa30B B IE€YEHHU [0 Hayajla JICYeHUs, MHAEKC OOIIero
COCTOSIHMSI TAIlMEHTAa, KOHIIEHTpalus oO0mero OwimpyOuHa, CHIBOPOTOYHOTO albOyMHUHA,
aktuBHOCTh AJIT n ACT y nanueHToB ¢ pakoM TOJCTON KMILIKH HE OKa3bIBaJM JOCTOBEPHOTO
BIUSHUSA Ha (papmakokuHeTuky 5°-JIOVYP, ®Y u OBAJL

llayuenmvr ¢ neyeHoOuHOU HEOOCMAMOYHOCMbIO,  OOYCIOBIEHHOU — MemacmamuyecKumu
NOpadscenusiMu nedeHu

VY nanueHToB ¢ HapyHIEHUSMH (YHKIMHM T€YeHHU, 0OYCIOBIECHHBIMH METacTa3aMH, JIETKOW U
YMEPEHHOH CTeNeHM TSHKECTH KIMHMYECKH 3HAYUMOro M3MEHEHus (hapMaKOKHHETHKH
KarneuuTtabMHa He NpoucxoauT. JlaHHble MO (papMaKOKMHETHKE y MAalleHTOB C TSAXKEJbIM
HapyleHueM (yHKINUU eYeHU OTCYTCTBYIOT.

Tayuenmoi ¢ noueunoii HedOCMamouHoOCmMuio

®apMakokMHETHKa KarnenuutabuHa u @V npu nmoyeuHoil HeJOCTaTOUHOCTH Pa3IMYHOM CTEleHU
TshkecTH (0T Jerkoid g0 Tspkenoi) He 3aBucuT oT KK. KK Biusier Ha Benmmuuny AUC 5°-JIOVP,
HenocpeacTBeHHoro mnpenmecrseHHrka @Y (AUC yBenmuuBaercs npumepHo Ha 35% mnpu
camwkennn KK wHa 50%), u ®BAJl, merabonura, He 00JaAaoLIero aHTUNPONU(EpaTUBHON
aktuBHOCTHIO (yBenuueHue AUC Ha 114% npu camxenuu KK Ha 50%).

Tayuenmor noscunozo 6o3pacma
Boszpact He Bnuser Ha ¢apmakokuHeTuky 5’-IIOVYP u @Y. AUC OBAJl yBenunuuBanach y
MaleHTOB B Bo3pacTe 65 et u crapme (yBenmuueHue Bo3pacta Ha 20% COMpPOBOXKAAIOCH
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yBenuueHneM AUC ®BAJI na 15%), uto, BeposiTHO, 06%&5&3%&6&%&5@ 'd—){ng&inln ';'I%:{lex.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Paca

PapMaKOKMHETHKA y MALMEHTOB HETPOMAHON pachkl HE OTJIMYAIACh OT TAKOBOW Yy IALMEHTOB
€BPOIIECONIHOM PaCHI.

6. DPAPMAIIEBTUUECKHUE CBOVICTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

BcnoMorarenbpHEIC BEIECTBA

Jlakroza

Lemono3a Mukpokpuctainueckas tun 102
['unpomennosa

Kpockapmennosa Harpust

Marnus cteapar

CocraB [IeHOYHOU 000JI0UKH

[TonmMBUHUIOBBIN CIUPT

Turana quokcun (E171)

Tanpk

Makporoin 4000

6.2. HecoBmecTUMOCTD

Henpumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

2 rona.

6.4. OcoOble Mepbl NPEIOCTOPOKHOCTH NMPH XPAHEHU U

XpaHuTb 1pu Temieparype He Boie 25 °C.

6.5. Xapakrep u cojep:kaHue NePBHYHOH YIAKOBKH

ITo 60 Tabnerok (s gozuposku 150 mr) wm o 120 tadierok (mmst nozuposku 500 Mr) B GaHKY
TSI JIEKAPCTBEHHBIX CPEJICTB U3 IUIACTHKA (M3 MOJIUATUIICHA WITH OJUIIPOIMIICHA), YKYITOPEHHYTO
HABUHYMUBACMOMN KPBIIIKOM MOJMMEPHOH (M3 TOTHUITPOITHIICHA).

Ha GaHky Hak/IeHMBaIOT 3TUKETKY U3 OyMaru STUKETOYHOM WM MUCUEH UM CaMOKJIESIIYIOCS.
Kaxnayro OaHky BMecTe ¢ MHCTPYKIMEH MO NMPUMEHEHHIO MOMEIIAIOT B IMayKy M3 KapTOHA
KOpOOOYHOTO MJIM UMIIOPTHOTO.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPHM  YHHYTOXXEHHMH  HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBIX TOcjde NPHMEHEeHUus:

JIEKAPCTBEHHOI0 Mpenapara, u Ipyrue MaHUMyJIsIUM C IpenapaTomM

O6DaH_[eHI/IC C HCHCIIOJb30BaHHBIM MperiapaToM U nNperuaparoM €C MCTCKINUM CPOKOM I'OAHOCTHU
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10 B HOCTE 0005
Tak kak  xameuuTaOWH  SBIISETCA I rOTOKCI/II'igmM"—lE%"e(jI:('SXEW'- 'I/IEI'I'OU'T[BO]ISaTI)

CHeLHMaTU3UPOBAHHOE 000PYIOBaHKE U MPOLEAYPHl yTHIU3aui. Hencnonp30BaHHbIN mpenapar
U PacXoJHbIe MaTepHajbl JOJDKHBI OBITh YTHIU3UPOBAHBI COTJIACHO JIOKAJIBHBIM TPEOOBAHMSM.
ITonaaHue 1eKapCTBEHHOTO IIperapaTa BMECTe C OTXOAaMH B OKPYXKAIOIIYIO Cpely IOJKHO OBITH
CBEJICHO K MHHHMYMY. He cienyer yTmim3upoBath mpenapaT ¢ IMOMOIIBIO CTOYHBIX BOJ HIIH
BMECTE C OBITOBBIMH OTXOAaMHU. 110 BO3MOXKHOCTH HEOOXOJMMO HCIIOJIb30BaTh CIIEHUAIBHBIC
CHCTEMBI JUIsl yTHIIM3AIUH JICKApCTBEHHBIX IPEIapaToB.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

00O «TexHOn0THUS JIEKAPCTBY

141400, MockoBckas 00i1., T. XUMKH, yia. Pabouas, 1. 2a, ctp. 31, mom. 21
Tenedon: +7 (495) 225-62-00

®dakc: +7 (495) 225-62-65

Onekrponnas moura: info@drugsformulation.ru

7.1. lIpeacTraBuTe/Ib AepKATeNs] PeTHCTPALMOHHOTO Y/10CTOBEPEHHS

[Iperen3un norpedbuTeed HAOPABIATE 110 aAPECY:

Poccniickas @enepanys

00O «TexHomorus JIeKapCcTB»

141400, MockoBckast 0011, r. XuMkH, yii. Pabouas, 1. 2a, ctp. 31, mom. 21
Tenedon: +7 (495) 225-62-00

dakc: +7 (495) 225-62-65

Onekrponnas moura: info@drugsformulation.ru

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. TATA NEPBUYHON PETMCTPAILIMM (IIOATBEPXJIEHUSA PETMCTPAIIMU,
INNEPEPETUCTPALIMN)

[lata nepBoii peructpanuu:
10. JATA IEPECMOTPA TEKCTA
OO6mas xapakrepuctuka jekapctBeHHoro mnpemnapata KAIIELIUTABUH-TJI pocrynmHa Ha

UH()OPMAIIMOHHOM TopTane EBpa3suiickoro 3KOHOMHYECKOrO COKo3a B HH(MOPMAIMOHHO-
KOMMYHUKaIIMOHHOM cetu MHTepHer: http://eec.eaeunion.org/.
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