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Kaneuurabun 3eHTuBa k.c 150 mg ¢punmupanu tadnerku  PaspewsHue N
Capecitabine Zentiva k.s 150 mg film-coated tablets Eé' & 636 - ;t 30 -09- 72024
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Capecitabine Zentiva k.s 500 mg film-coated tablets COgoBPEHUB Ne ............ooeesosreees S
Kaneuutabun 3enTusa k.c 500 mg puimupann TabneTku -

2 KAYECTBEH U KOJIMMECTBEH CbCTAB

Beska dunmupana tabnerka Kaneuntadbun 3entuBa K.c 150 mg ceabpka 150 mg kaneuuradbuu
(capecitabine).

[loMouHH BeniecTBa ¢ M3BECTHO JICHCTBHE:
Besika dunmupana tadjieTKa CbaAbpKa 7 mg JIakTO3a M ChIIO TaKa ChAbprKa HATPHM.

Bceska punmupana tabnetka Kaneuurabun 3enrnsa k.c 500 mg ceabpxa kaneuutabu (capecitabine).

[ToMONIHM BELIECTBA C H3BECTHO NCHCTBHE:
Bcska punmupaHa Tabnerka csabpika 25 mg JJaKT03a M ChIIO TaKa ChAbpKa HATPH.

3a MbJIHUA CITUCHK HA MOMOIIHHUTE BEILIECTBA BHXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana Tadbnerka.

150 mg:
CBeTI0pO30BH, MPOABJIrOBAaTH, JIBOHHOU3ITbKHAIN (DUIMHPAHH TA0NETKH, € AbJoKMHA | 1.5 mm u
IIMpHHA 5.5 mm, ¢ BanbOHato penedro o3HaucHue ,,CAP” ot eanara crpana m ,,150” ot gpyrara

CTpaHa.

500 mg:
TBMHOPO30BH, NPOABITOBaTH, ABOHHOM3IBKHAIM QuaMupanu TabneTky, ¢ AbbkMHA 16.0 mm u
mupuHa 8.5 mm, ¢ BaTbOHaTO penedHo o3Hauenue ,,CAP” ot egnara crpana n,,500” ot apyrara

CTpaHa.

4. KINMHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHUA

KaneuurabHuH ¢ nokasaH 3a JICUCHHE Ha:
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- 3a aIOBAHTHO JICYCHHEC HA MALMCHTH CJICA ONepalms Ha paK Ha JIe0EI0TO YEPBO C
(ctaauit C o Dukes) (Bx. Toyka 5.1).

- 3a JICYUCHUE HA METACTAa3Mpall KOJIOPEKTAJICH KapLIMHOM (BXK. To4ka 5.1).

- 3a [TbpBa JIMHUS HA JICYCHHUE TIPU aBaHCHpaAJl KapIIMHOM Ha CTOMaxa B KOMOHMHa
JICYCHUE Ha 0a3aTa Ha MnJjaTuHa (BX. To4vka 5.1).




- B KOMOHMHaLMA ¢ gouLeTakcen (Bx. To4Ka 5.1) 3a ledeHue Ha MalMEeHTH € JIOKATHO HanpeaHal
HJIM METACTA3UPAI PaK Ha MIICHHATA XJIe34a CJIe/] HEYCIEX Ha LMTOTOKCHYHA XUMHOTEpanus.
[TpeamiecTBalLOTO T€YCHHE TPAOBa a € BKIIKOYBAJIO aHTPALIHMKIIHH.

- KaTo MOHOTEpalHd [pH JICYCHHE Ha MALMEHTH C JIOKAJIHO HarpeaHall Ul METacTa3upal pak Ha
MJIEYHATA XKJIe3a CIIe] HEYCIIEX HA TepanuA C TAKCAHU U ¢ XHMHOTEPANEBTHUHH CXEMH,
CBABPAALUM AHTPAUMKAMHH, UITH [IPK KOWTO HE € MOKa3aHo NMPOABbIAXKABAHETO HA TCpanMsTa C
aHTPALMKJIMHH.

4.2 J103HpPOBKA H HAYHH HA MPHIOKEHHE

Kaneuutabun TpabBa 1a ce npeaAnUcBa camMo OT KBATM(HLUMPAH SeKap, C OIUT B MPHIAraHeTo Ha
AHTHHEOIUTACTUYHH JIEKapCTBEHH NpoayKTH. [Ipy BCUUKK NAaLMEHTH C€ NPenopbYyBa BHUMATE/HO
NnpocjeaaBaHe N0 BpEMe Ha MbPBHS LHKBJ OT JICYEHHETO.

JIeuenureTo TpaGBa Aa ce NpeycTaHOBH, aKO ce HabJII0aBa IpOrpecUpaHe Ha 3ab0NgBaHETO UK
HEMMOHOCHMA TOKCHYHOCT. M3uncnenns Ha CcTaHAapTHATA M HAMaJICHATa 4034 CIIOPE]] TENECHATa
MOBBPXHOCT MPH HAYaIHK A03d Ha Kaneuurtabun ot 1250 mg/m? u 1000 mg/m” ca npeacraseHy
CHOTBETHO B Tabmuuu 1 u 2.

J103UpOBKa

[IpenoprunTenHa 403MpoBKa (BK. TOYKa 5.1):

MoHoTepanus

Pax na oederomo Uepso, KOIOPeKMANCH KAPYUHOM U DAK HA MIeHHAMJ HCe3a

[Ipu MoHOTEpanus NpenopbUMUTE/IHATA HAYAIHA 1032 HA KaleuuTabuH nNpy aXloBaHTHO JICYECHUE HA PaK
Ha AebeoTo YepBo, NpH NIEYeHHE Ha METACTa3HpaNl KOJMIOPEKTAIEH KapUHMHOM MM Ha JIOKAJTHO
aBAHCHPAJ MM METACTa3upasl pak Ha MJIeYHaTa xuie3a € 1250 mg/m?, mpunoxeHa ABa MbTH JHEBHO
(CYTp¥H M Bevep; paBHaBala ce Ha 2500 mg/m” obiua AHeBHA A03a), B NpOABIKEHHE HA 14 quu,
rnocaeaBaHy o1 7 aHK Be3 npuaokeHue. AJIOBAHTHOTO JICUCHHE NPHU MALMEHTH C pax Ha Aebenoro
yepro ctaauii I1I ce npenopsyBa Aa npoabnku 00O 6 Mecela.

KoMbuHpaHa Tepanus

Pax na 0eberomo uep6o, KONOPEKMAIeH KAPYUHOM U KAPYUHOM Hd choMaxa

[Ipn KoMOUHMpaHO JeucHUE NPENOPBUMATENHATA HaYalHa 1032 Ha KaneuuTaOuH TpaOdBa 1a ce HaMany
10 800 - 1000 mg/m?, nmpunoxeHa ABa NbTH AHEBHO B MPOABIHKEHHE Ha 14 IHHK U NocneaBaHa oT 7-
JHEBEH MEPHO/L HA TOYHBKA, WM A0 625 mg/m” aBa NbTH AHEBHO Npu npuiaraHe 6e3 npekbeBaHe (BX.
Touka 5.1). [lpn koMOUHALMA ¢ HPMHOTEKAH, NPENOPbYHTENHATA HavalHa J03a € 800 mg/m?,
NPHJIOXEHA ABa [TbTH JHEBHO B MPOABIDKEHHE HA 14 AHH, nocaeasaHa OT 7-IHEBEH NepHOA Ha
IOYHBKA, B KOMOHMHaM ¢ upuHoTekaHd 200 mg/m’ Ha aen 1-8d. BkmouBaHeTo Ha Geraunsymab B
KOMOHMHHpaHa CX€Ma Ha JISUeHHUE HE OKA3Ba BIAMAHUE BbPXY HadaJlHATa /1032 Ha KaneuuTtabuH.
[TpeMenukanys 3a NOLALPXKAHE Ha aICKBaTHA XHAPATALNA U MEPKH IIPOTHB MOBPBIUAHE CBIMIACHO
KpaTKaTa XapakTepUCTHKa Ha MPOAYKTa Ha LUACIIATHH TpAOBa 4a ce 3aro4yHe npeiy NpUIaraHeTo Ha
LIMCIIATHH [PU TTALKEHTH, [10YYaBaLlY KaneiuTabuH B KOMOMHALHA ¢ LHCIUIATHH.

[Tpenopw4Ba ce MpeMearHKaUMs C aHTHEMETHULIM ChIIACHO KPAaTKaTa XapaKTEPHCTHKA Ha NPOAYKTA Ha
OKCANIMILIATHH MTPH DAUUEHTH, MTONyYaBaiii KOMONHaUHMATA KaNeuHTabUH [II0C OKCAJIMIINIATH
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METACTa3MPAT Pak Ha MJeYHaTa xJie3a e 1250 mg/m’ gBa rbTH AHEBHO B NPOABIKEHHE Ha 14 nHy,
[IOCJIE[IBAHM OT 7-XHEBEH MEPHOJL Ha MOYMBKA, €JHOBPEMEHHO ChC 75 mg/m” nouerakcen nox Gopmara
Ha €HOYACcOBa HHTpaBeHO3HA MHDY3uA npe3 3 ceamuud. [Ipeaum npunaraHeTo Ha qoueTakces npH
MaUUeHTKH, MONyYaBalld KOMOMHANMATA KaneUTabuH ¢ Aouerakcen, TpabBa [a ce 3arno4He
npeMeInKalma ¢ nepopaicH KOPTUKOCTEPOHA, KaTo AeKCaMETa30H, B CbOTBETCTBHE ¢ KpaTKaTa
XapaKTEPUCTHKA Ha MPOAYKTA Ha AOLETAKCEN.

HU3uyucigaBaHe HA 103aTa HA KaneiuraduH

Ta6auma |. U3uucnsasane Ha CTaHIapTHATA M HAMACHATa A03a CMope/ TEAeCHaTa NOBbPXHOCT MPH
HavyaJIHa 034 Ha KaneuuTadux ot 1250 mg/m’

Hugo Ha no3a ot 1250 mg/m?’ (1Ba MTBTH JIHEBHO)
[Tenua noza  |bpoit Ha Tabnerkute ot 150 mg  |Hamanena Hamanena
1/uan Ha Tabnetkute or S00 mg  {no3a (75%) no3a (50%)
1250 mg/m?  |Ha npHeM (32 BCAKO MPHUNOKCHHE
i CE IaBaT CYTPHH H Beuep) 950 mg/m’ 625 mg/m’
TenecHa Jlo3a Ha 150 mg 500 mg Jr,[[ma Ha Ho3a Ha
MOBBPXHOCT npuem (mg) npueM (mg) npueM (mg)
(m”)
<1,26 | 1500 L - 3 1150 800
1,27 - 1,38 1650 ! 3 | 1300 800
1,39 - 1,52 1800 2 | 3 1450 950
[,53-1,66 2000 - 4 1500 10600
1,67-1,78 | 2150 _ l 4 1650 1000
1,79 - 1,92 2300 2 4 1800 1150
1,93 - 2,06 2500 - 5 | 1950 1300
207-2,18 | 2650 1 5 | 2000 1300
>2,19 2800 2 5 2150 1450

Tabnanua 2 Uzunucngasade Ha cranaaprHaTa M HaMaJcHaTa 103a CIope/ TEJIECHATA ITOBBPXHOCT NPH
Ha4asHa 032 Ha Kaneuutabun or 1000 mg/m’

Huso Ha no3a ot 1000 mg/m’ (nBa nbTH JHEBHO)
[Tenua no3a  |bpoit Ha TabneTkuTe ot 150 mg HamaneHa Hamanena
1/unu Ha Tabnetkute ot 500 mg po3a (75%) noza (50%)
1000 mg/m?  (Ha npHeM (3a BCAKO MPHIIOKEHHE
ce 1aBaT CYTPHH M Be4ep) 750 mg/m’ 500 mg/m?
Tenecna [[o3a Ha npuem Ho3za Ha Jo3a Ha
MOBBPXHOCT (mg) 150 mg 500 mg npueM (mg) npueM (mg)
(m?)
J
1El,,ZtEu 1150 I | 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
1,67 -1,78 1750 | 5 2 1300
1,79 - 1,92 1800 2 3 1400
1,93 - 2,06 2000 | - 4 1500
2,07-2,18 2150 | 4 1600




>2,19 2300 2 4 1750 1100

AJlanTHpaHe Ha 003aTa [0 BpeMe Ha NCYCHHUETO:

Obuu nonoXxceHus

TOXCHYHOCTTA, KOATO ce AL/DKK Ha MPHJIAaraHeTo Ha KaneuuTabuH, MOXKe Ja ce KOHTpoaypa upes
CUMIITOMATHYHO JeYeHHe W/ WK MogudHIMpaHe Ha 103aTa (IPEKbCBAHE HA ICYEHUETO HITH
HaMansBaHe Ha fo3aTa). BeaHbK ako ¢e HamalH, go3arta He Tpa0OBa aa ce yBenu4yasa no-KecHo. [1pu
TAK#Ba [POsABH Ha TOKCHYHOCT, 33 KOWTO JEKYBAILMAT N€Kap CUHTa, Y€ € MAJIKO BEPOSTHO Ja CC
NMPEeBBLPHAT B CEPHO3HY HIIH XKHUBOTO3acTpallaBallii, Hallp. ajIofNelys, MPOMAHA HAa BKYCa, H3MCHEHHS
Ha HOKTHTE, JICUSHHETO MOXKE JIa MPOAb/DKY ChC ChlUaATa 034, 0€3 1a ce HaMa/lsBa UM NMPEKBCBA.
[ManMeHTUTE, NEKYBAHH ¢ KaneuuTabuH, TpsadBa Aa ca HHGOPMHpPaHH 3a HCODXOQUMOCTTA OT
He3a0aBHO NPEKBCBAHE HA ACYCHHUETO NIPH 0ABA HA YMEPEHA WM TEKKa TOKCHYHOCT. Jlo3uTe Ha
xaneuTabuH, KOWTO ca MPONYyCHATH [opaJM TOKCHYHOCT, HE ce 3aMmecTBart. [lpenopbpyBar ce cieanure
W3MEHEHHMS Ha J103aTa Mopaax TOKCHYHOCT:

Tabnuua 3 Cxema Ha HaMaNneHyE Ha J03aTa Ha KaneuuTabuH (3-ceAMHYEH LMK HUIH HENMPEKBCHATO
NeYeHHe)

AJanTHpaHe HA 103aTa 3a
Crenenn Ha IIpoMeHHK Ha 103aTa Npe3 HHKbJIA HA CJeBALUHSA UHKBJ/103a
TOKCHYHOCT * JIeYeHHe (%o oT HAUANHATA 1033)

* Cmenen | [lornbpka ce go3ata Ilonaspka ce no3ara
» Cmenen 2
- [IspBa nposiBa 100%
- Bropa nposBsa [TpekbCBa Ce 10 Bb3CTAHOBABAHE Ha 75%
- Tpeta nposBa creneH 0-1 50%
- HeTpbpTa npossa [IpexneBa ce JIGUSHHETO U30010 Hernprunoxumo
* Cmenen 3
- [IspBa npossa 75%

[IpexbCBa ¢¢ A0 Bb3CTAHOBABAHE Ha
- Bropa nposBa crencH 0-1 50%
- Tpera npossa [TpekncBa ce NCUEHUETO U300110 Henpunoxumo
e« Cmenen 4

[IpexbeBa ce neyeHHeTo H30010

U
- [IspBa nposBa aKoO JICKApAT MpEUCHH, Y€ € Hal- 50%

noOpe 3a NauueHTa Oa NPOJBIKH,

[IPEKbCBA NEUECHHETO 10

[BB3CTaHOBABAaHE Ha cTeneH -1

- Bropa nposga [IpexscBa ce n306110 Henpuaoxumo

*Cnopen ObIUTE KpUTEPHUM 3a TOKCHYHOCT (BepcHs 1) Ha I'pynara 3a KTMHHYHH H3NTHTBaHHA KbM
Haunonamuusg onkonornued HHCTHTYT Ha Kanaga (NCIC CTG) nnu O0miyte xpurepum 3a
TepMuUHOsorus Ha Heskenaan cpouTusa (CTCAE) Ha HpnrpamaTa 38 OLICHKA HA OHKOJIOTHYHATA

xunepﬁunupyﬁnﬂemuﬂ, BX. TO4YKa 4.4.




XeMamoaocun

[MauueHTH ¢ u3xoaecH 6poil Ha HeyTpodprmiuute < 1,5x10%/1 u/nnu 6poit na TpomGouuTrTe < 100X 10%/1
He TpaOBa Aa ce JICKYBaT ¢ KaneuuTabud. AKo 0O BpeME Ha TEPaneBTHYEH UKD HETUTAaHHPAHH
nabopaToOpHH K3CICABAHMA TOKAXKAT NMOHHXEHHE Ha Oposa Ha HeyTpoduauTe noa 1,0x10%/1 uiu
cnanaHe Ha 6pos Ha rpomBounTuTe noa 75x10%1, nevendero ¢ kaneuurabuH TpAOBaA Aa Ce NPEKBCHE.

Himvenernue na 003ama nopaou MOKCUNHOCM, KO2Amo Kaneyumabun ce npuiaca 8 3-ceOMu4er Yurkv.i 6
KOMOUHayus ¢ Opy2u 1exapcmeeHu npooyKkmu

M3MeHeHHeTO HA J03aTa MOpajH TOKCHMYHOCT, KOraTo KaneuuTabuH ce npunara B 3-ceIMHYEH LMKDJ
B KOMOHHALIMA C APYTH JCKAPCTBCHHK NMPOAYKTH, TpsA0BA 1a ¢c€ H3BbPIIBA B CHOTBETCTBHE ¢ Tabnuua 3
ITO-rope 3a 03aTa Ha KalneuMTaOKWH M Cnope]l CbOTBETHATA KPaTKa XapaKTEePHCTHKA Ha MPOAYKTa Ha
APYTUTE NCKAPCTBEHH NPOAYKTH.

B HauyanoTo HAa LKKBIa Ha JICUCHHE, aKO € [TOKA3aHO OTJIaraHe Ha JICYEHUETO C KaneuuTabHH UiH ¢
Apyrua(HUTe) MeKapCcTBEH(M) NpOAYKT(H), TO IPHIOKEHHETO Ha KOMOMHKMpaHaTa Tepanus Tpabsa na ce
OTJIOXKH, JOKATO MAMEHTHT OTTOBOPH HA M3MCKBAHUATA 3a [IOAHOBABAHE HAa BCUYKH JCKAPCTBCHH

ITPOAYKTH.

HPH (10428Ba Ha TOKCHYHOCT 1O BPCMCE HAa HHUKDBJIA Ha NTEYCHHE, 34 KOATO JICKYBALIUAT JICKAp CUHTA, Y€
He ce IBJ/DKH Ha KarneluuTadOHH, TCUCHHETO C KarnemuTaduH TpﬂﬁBa Add [IPOABIAKHN M [d CC KOPHTHDA
A03aTd Ha JPYIrHia JICKapCTBCH IMMPOAYKT CIIOpCH HOOAXOAAIAaTa HHC]JGPMB.L[HH 3da HPCAITHCBAHC.

Ako gpyrusat(ure) nexapcteeH(H) MpoaykT{M) TpAdBa na ce NpeycTaHOBU(AT) OKOHYATEIHO,
JICUEHHETO C KanenurabuH MOXe J1a ce MMOJHOBH, KOraTo ¢a H3ITbJIHEHN N3MCKBAaHUATA 3a
MOIHOBABAHE HA KalleUMTAOUH.

Ta3n [pcnopbKa € MpHUJIOKHUMaA 32 BCHYKH [TOKA3aHHUA H 34 BCHUYKH CIICLHIHAIIHH MONYJAllHH ITAUHCHTH.

Himenenue na 003ama nopacu MOKCUYHOCTH, KO2AMO Kaneyumabun ce npulaza HenpeKvCHaAmo 6
KOMOUHAYUA C OPYeU NeKapCmeeHu npooyKmu.

HU3imeHeHHe Ha no3aTa nopagd TOKCHYHOCT, KOraTo KaneluTabuH ce npunara HernpeKs-CHATO B
KOMOHMHALMA C JpYTrU IEKapCTBEHU IPORYKTH TPsAOBA a C¢ U3BbpIUBA B CHOTBETCTBHUE ¢ Tabnnua 3
o-rope 3a A03aTa Ha KaneurTabuH U cnopel ChOTBETHATA KPAaTKa XapaKTEpUCTHKA Ha NIPOAYKTa Ha
ApYTHA(HUTE) JIeKapCTBEH(H) NPOAYKT(H).

AjanTypaHe Ha A03aTa OpH CNEUHANHKU NONYIalHK:

Yeprnoopobro yapexcoare

Hannyxaure naHHU 3a 6€301acHOCT M €DHUKACHOCT NpU NMaUMEeHTH ¢ YePHOAPOOHO yBpeXKIaHe ca
HCAOCTATHYHHU, 32 J1a ¢ Npenopwya agantupaHe Ha go3ata. Hama nHgopMaLns 3a NpUIIOKECHUE MTPH
4epHOAPOOHO YBpPEXKAaHe, 00YCNOBEHO OT UMPO3a WU XENATHT.

bvbpeuno yepexcoane

[IpunoxeHneTo Ha KaneuuTabuH ¢ MpOTHBONOKA3aHO MPU MALHEHTH C TeXKKO OB0pedHo yBpexgaHe
(M3x0/eH KpeaTUHMHOB KIMpBHC noa 30 ml/min [no Cockceroft n Gault)). Hecrorara Ha HEXKea

KnmupbsHC 30-50 ml/min) ¢ ypenudena cnpsamo obwara nonynauus. [1py nauneHTHTE €
H3X0AHO OBEOPEYHO yBpeKaaHe ce NpenopbhyBa HaManaBaHe Ha go3aTa 40 75% npu H
1250 mg/m?. [1pu nauyeHT! ¢ yMEPEHO H3XO0/HO OBOpeuHo yBpeXaaHe HE CE Hanara
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JIcYEHHETO NAlMEHTHT pa3BHe HEXENAHO ChbOMTHE cTeneH 2, 3 M 4, KaTo aJanTUPAHETO Ha
MocneABaliaTa A03a € nokasano B Tabauua 3 no-rope. AKO 110 BpEME Ha JICYSHHETO UIYUCIICHHUSAT
KpEeaTHHHUHOB KJIIMPBHC cniagHe A0 cToiHocT nod 30 ml/min, kaneuntabuH TpAOBa [a ce NpeyCTaHOBH.
Te3u npenopbKU 3a KOPUTHpaHE Ha Jo3aTa MpH 0bOpeuHo yBpekKAaHe CC€ OTHACAT KaKTo 3a
MOHOTEPANHNATA, TAKa ¥ 332 KOMOMHHPAHOTO NMPHIOKEHHE (BX. CHINO H ToUKa “llauMeHTH B cTapyecka

BBL3pacT MO-J0N1Yy)
Cmapuecka 6w3pacm

[Tpu MoHoTepanus ¢ kaneuuTabKUH HE CEe Hajlara aJalTHpaHe Ha HayaaHaTa go3a. CBBP3aHUTE C
Ne4EHHETO HeXENaHH peakiMy OT cTeneH 3 niau 4 obaye ca OWIM NMO-4YECTH NPH NALMEHTH HA BH3PacT

> 60 roauHu B CpaBHEHHUE C I10-MJIaIH NALHUEHTH.

Korato kaneuutabuH € npuiarad B KOMOMHaLMA € APYTH JIEKAPCTBEHH NPOAYKTH, ITALUEHTHTE B
cTap4ecka Bb3pacT (> 65 roguHHu) ca noJy4yuay noBede HEXENaH!u JICKapCTBEHH PEaKLMU CTENEH 3 U
cTerneH 4, BKIIOUHTENHO TAKHMBA, BOACLIN 40 NPCYCTAHOBABAHE HA JICHECHHETO, B CPABHEHHE C T10-
Maaau nauueHTd. [lpenopsyBa ce BHUMATEIHO HAOMIOACHHE Ha TALMCHTH Ha Bb3pacT > 60 roguHm.

IIpu xombunupare ¢ Ooyemarcen. € duna HabMoO1aBaHa MOBUIICHA YECTOTA HA CBBP3AHMUTE C
NIEYEHHETO HEXKENaHM peakliMy CTENEH 3 UM 4 U CBBP3aHUTE C JICUCHUETO CEPUO3HM HEXKENAHH
peaKIiuy NP NALMEHTH Ha BB3pacT 60 roauHy wiv no-sb3pactHu (BXk. Touka J5.1). [ipy naumnenTy Ha
Bb3pacT 60 roavHHU WK Mo-BB3PacTHH, Ce NPENopbyBa HaMaJICHHE Ha HAYAJIHATA 103a Ha
kaneunTabuH 1o 75% (950 mg/m” A8a bTH JHEBHO). AKO He ce HabaoaaBa TOKCHYHOCT NPH
NaliMeHTH Ha Bb3pacT > 60 roJMHM, JeKyBaHH C HaMaJigHa HayallHa /1034 Ha KaneuuTabuH B
kOMOMHALINA C TOLETaKCeN, JO03aTa Ha KaneuuTabruH MOXe BHUMATEIHO A ce yBenn4H o 1250
mg/m?’ IBa IbTH KHEBHO.

Heouampuuna nonyrayus

Hsma ChOTBETHO NPHIIOXKEHHC HA KAaNCUUTaOKH B EANATPUYMHEATA MOMNYNALHMA 3a MOKAa3aHUATA paK Ha
nede10To YepBO, KONIOPEKTAJIEH paK, CTOMALUCH PaK H pak Ha r'spjaTta.

HayyH Ha NpUIOXKEHHE

Kaneuutabun tabnetku Tpsabsa aa ce norasiiar Lenu ¢ Boaa ao 30 MHHYTH ciej XpaHeHe.
Kaneuurabux tadnetku He TpAOBaA a ce pa3TpolUaBaT WIIH YYIAT.

4.3 IIporuBonoka3aHud

- AHaMHE3a 32 TeXKKH W HEOYaKBaHH PEAKLIMK KbM TEpallvs ¢ (HIIyOpPOTTHPHMHIHHH.

- CBpBXYYBCTBUTE/IHOCT KbM KanceuUMTaOMH WM KbM HAKOE OT IOMOLLHHUTE BELIECTBA, H3OPOCHH B
Touka 6.1, unu gayopoypaumn.

- H3secTeH nbiieH AeUUMT HAa AUXUApONHpUMUIUH aexuaporenasa (JII1/1) (x. Touka 4.4).

- [To BpeMe Ha OPEeMEHHOCT M KbPMEHE.

- [Tpy nauMEeHTH C TEXKKA JICBKOTICHHUA, HEYTPOIICHUA WM TPOMOOLIMTOINEHHA.

- [Ipy mauUeHTy ¢ TEKKO 4ePHOAPOOHO YBRpEXKIAHE.

- [Tpu nanueHTH ¢ Texko 6x0peuHo yBpexaane (KpeaTMHUHOEB KiIupbHe noa 30 ml/min).

- CKOpOLIHO WM CBITBTCTBALLO NIeYeHHe ¢ OpHBYaHH (BX. Touka 4.4 1 4.5 3a B3aHMOJCHCTBHA
JIEKapCTRO-JIEKAPCTRO).

- AKO HMa MPOTHBOMOKA3aHHA KbM HAKOH OT JICKAPCTBEHUTE NPOAYKTH B KOMOMHMpaHaTa cxeMa
Ha NEYeHHUe, TO3U JICKAPCTBEH NPOAYKT HE TpAOBa 1a ce U3IOo3Ba. |

44 CoeunalHH npeiynpexxieHHs H Npeana3HHU MepKH Npu ynorpeda

[lozonuMHUTHpalIIaTa TOKCUIHOCT BKIKOYBA AMapus, KopeMmHa 0osika, raaeHe, CToMat
“pBKa-KpaK’’ (KO»Ha peakuus “‘pbKa-KpaK ', NaJIMapHO-IUTaHTapHa EPUTPOAH3CCTE3H
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HEXKEJIaHH PEaKlUK ca 00paTHMM M HEe U3UCKBAT TPAHHO [IpEKpaTABAHE HA TEPANHATA, BEIPEKH e
MOJKE Ja C€ Ha/TOXXKH MPEKbCBAHE HJIM HAMAISBAHE HA JO3HTE.

Huapus. [TaupeHTHTE C TEXKa Auapua TpaOBa Ja ce Hab/MIAaBaT BHHMATEAHO M Aa CC NPHIIOKAT
TEYHOCTH U €JICKTPOSMTHO 3aMECTBAHE, AKO TE C€ JeXUApaTHpaT. Moxe na ce npriIoky CTaHAapTHO
aHTHAHApU4HO neueHue (Hamp. nonepamua). quapus creneH 2 cnopen NCIC CTC ce onpenens xato
yyecTeHa Jedekalus 10 4 - 6 u3xoKaaHug Ha JeH WIH HOILHM Acdexauuy, a IHapHs CTENEH 3 - KaTo
yBeIH4YCHHUE Ha Aedexanuure 1o 7 - 9 TbTH Ha JEH WM MHKOHTHHEHLUA 1 Manabcopbuns. duapus
cTeneH 4 npeacTasiiApa yBeTu4YeHue Ha acekauuure = 10 Ha ReH unu auapus ¢ ACHa KPbB HIIH
HeOOXOAUMOCT OT MapeHTepanHo nojaabpxane. IIpy HeoOXoauMocCT, TpA0Ba Aa C€ MPHIOXKH
NOHMKEHUE Ha flo3aTa (BxK. Touka 4.2).

Hexuopamayua. Jlexuaparaumnsata TpadBa na ce NpeAOoTBpaTH HIIM Ja C€ KOPHIHpa BeHara npu
nossata u. [TJaLMeHTHTE C AHOPEKCHUA, ACTCHHA, FajieHe, MOBPbIaHe MIIW AHapus Moxe Obp30 Ja ce
nexuapatupar. JexuaparanuusaTa MoXe 1a 10Beace 0 octpa ObOpeuHa HeJOCTaThYHOCT, 0COOSHO MpH
NaLHeHTH C Beye HapylieHa Opbpeuna pyHKUHMA, MM KOraTo KaneuuTabuH ce npuaara € JHOBPEMEHHO
C U3BECTHH HEPPOTOKCHUHH NIEKAapCTBeHU NpoayKTU. OcTpaTta 0b0peyna HEAOCTATBYHOCT B pe3yITar
Ha JeXHApaTalHs Moke Ja Obae MOTEHUMANHO JeTanHa. [Ipy HacTbBaHe Ha AeXHUIpaTalMs CTENEH 2
(VM No-BHCOKA) JICUEHHETO ¢ KaneuuTaOuH TpabBa He3abaBHO Aa ce MPEKBbCHE M IeXHApaTaUMaTa Ja
ce kopurupa. JleueHneto He TpaOBa Aa ce Bb300OHOBABA J0KATO NAUMEHTHT HE CE pEXHIApaTHpa U
0KATO HE C€ KOPHUTHpaT MM KOHTPOIHPAT BCHYKH OTKJIOYBaUIM npruinHU. [IpH HeobxoaumocT,
TpaOBa Ja ce KOPUTHpa NpHUiIaraHara 403a B 3aBUCUMOCT OT OTKJIIOYBALOTO HEXENaHO CHOUTHE (BXK.

Touka 4.2).

Cunopom "'pvrka-kpax” (N3BECTCH CBILIO M KATO KOXKHA peakuMs “pbKa-KpaK~ HJIH [MaJIMapHO-
[IAHTApHA EPUTPOAH3CCTEINA WM KAaTO aKpallHa €pUTEMA, NIPEIN3BHKAHA OT XHMHOTEPANHS ).
CHHAPOMBT “pbKa-Kpak™ CTEMNEH | ce onpeacns Kato ycelaHe 3a H3TPhIBaHE,
AU3ECTE3NA/IAPECTe3ns, YYBCTBO 32 1apeHe, HeOOoNe3HEHO NOIYBAHE WM EPHTEMA HA PBLETE H/ MM
KpaKaTa W/ MIn JUCKOM(QOPT, KOUTO HE HAPyLIABaT HOPMaTHATa ICHHOCT Ha MalMeHTa.

[Ipu cTeneH 2 Ha CHHOpPOMA “‘pbKa-Kpak’ ce HaOmiomaBa 0oNe3HEHA EPUTEMA M TOJYBAHE HA PBLETE
H/UIK KpaKaTa u/unu JHCKoMQopT, KOUTO HapyIIaBaT €KEAHCBHATA AKTUBHOCT HA MallUEHTA,

I[Tpy cTenen 3 HA CHHApOMA “‘pbKa-KpaK' ce Habnrojaea BiaXkHa ACCKBAMAaLMA, yJLepaLus,
oOpa3yBaHe Ha MEXYPH M CHJIHA OONKa B pBUETE W/MITH KpaKaTa W/HIK H3pa3eH AMCKOMPOpPT, KOUTO
HE MO3BO/ABAT Ha MALIMEHTA Ja paboTH WIKM Aa OCBHILECTBABA €)XKEAHEBHATa CH aKTHBHOCT.
[MepcucTHpam WK TEXBK CHHAPOM “pbKa-Kpak'* (CTENEH 2 ¥ NO-BHCOKA) MOXE €BCHTYAIHO Aa
NoBeAe N0 3aryda Ha MpbCTOBHTE OTICHATHUM, KOETO OM MOTIIO 1a TOB/IMAC HA HACHTH(MHLIMPAHETO HA
ManveHTa. AKO ce [0sBM CHHAPOM “pbKa-KpaK' OT CTENEH 2 UM 3, TpAabdBa aa ce NpexbCHE
NPUIOKEHHETO HA KaneuHTabHH, 10KaTo CbOUTHETO HE M3UE3HE HIIM HE HAMANEEe HHTEHINTETBT MY [0

cteneH 1.

Crnen creneH 3 Ha CHHAPOMA “pbKa-kpak TpAOBa a ce HAMAJIAT CNEABALIUTE 103K HA KaneMTaOuH.
Korato kanenutabuH ¥ LUCIUIATHH ce Npuaarat B KoMOMHauMs, HE ce npenopwrusa ynotpedara Ha
BUTaMHH BO (MHPUIOKCHH) 32 CHMNITOMATHYHO JICYCHHE MK BTOPHYHA NpodHIaKTUKA HAa CHHIPOMA
“pBKa-KpaK’”, Mopaau HaNM4YKUE Ha NyONNKyBaHH CbODILEHNS 32 HAMAJICHHE Ha €PHKACHOCTTa Ha
nucriatiH. MiIMa M3BeCTHH JOKa3aTENICTBA, Y€ ACKCIIAHTCHO € €(EKTHBECH 3a NpOodUNAKTHKA Ha
CHHApOMA ,.pbKa-Kpak™’ MpH NAUHEHTH, NEKYBaHH C KaneuuTaduy.

BK/IIOYBA MHOKapJAeH MH(APKT, aHTMHA, HAPYLLIEHHNS HA ChbPACYHUS PUTHM, KapAMOr€HEH
BHE3allHA CMBPT H enekrpuxapnmrpacbcxn MPOMEHH (BKJIKYUTEIHO MHOTO PEAKH CNyY

chobLIaBa 3a ChpACUHHY APUTMHH ( BKJIIOYHUTETHO KﬂMEpHD MBXKJEHC, tDI‘SﬂdE de point
Opagukapans), aHrMHa EKTOPUC, MHOKApAEH HH(APKT, ChbpAEYHa HEAOCTATLYHOCT H i o \,;. W " 1
kapanoMuonarug. Hanara ce ronsama npeana3mmpocT NpH NauUEHTH ¢ aHaMHe3a 3a Hzpa:;cﬂb sy

pi(r‘ ; T.Fﬁ't o
7 \a._:ri’_'_# -~ o




ChPACHHO 3a00/ABaHE, apUTMUM M aHTMHA NIEKTOPHC (BK. Touka 4.8).

Xuno- wiu xunepraryuemua. [lpn neyeHre ¢ KanequTabuH € HMaNIO ChOOLIEHU 32 XHUITO- UK
XuiepkanuueMmus. M3uckBa ce npea1a3zivBoCcT NPH NalMEHTH ¢ NIPEALISCTBAIEG XHUIIO- HIIH

XMIIepKanuuemMus (BXx. Touxa 4.8).

3aboaseane na yenmparnama uiu nepugpepra Hepera cucmema. 3UCKBa ce NMpeana3inBoCcT MpH
NalHeHTH Che 3a00aBaHe Ha LICHTPAIHATA MM [IepudepHa HEPBHA CHCTEMA, HAMP. MO3bYHH
METACTa3H MM HeBponaTHA (BXK. TO4YKa 4.8).

3axaper ouabem unu erexmpoaumnu Hapywerus. VI3UckBa ce npeanasnyBoCT NpH NalMEHTH ChC
3aXapeH OUateT WM eEKTPOMMTHY HapyLIEHHUA, Thil KaTO TE MOXE /12 C€ BJIOLIAT MO BpEME Ha
NMedYcHHe ¢ Karnenuraduy,

Anmuxoaeynarnmu, kxymapurosu npousgoonu. [Ipyu eaHO Npoy4dBaHe 3a B3aUMOACHCTBHA C IpUaraHe
Ha €JHHNYHHM 103U Bap(apHH € HaONIJaBaHO 3HAYMTE/IHO [IOBUILCHKE HA CPEHaTa UIOLL O
kpuBata (AUC) (+57%) Ha S-apdapun. Tesu pe3ynTaTH npeanonarat B3auMOACHCTBUE, BEPOSATHO
AhJDKALLO cC Ha MHXMOMpaHe Ha H30e€H3MMHaTa cuctema uuroxpom P450 2C9 ot kaneunradbusn. [pu
MalHEHTUTE, NOJYYABALLM €IHOBPEMEHHO KaneUTabuH U JICUEHHE C MEpOPpaNIEH aHTUKOArynaHT,
MPOM3BOACH HAa KYMapHHa, TpAOBa Ja ce mpocaeaisa CTPUKTHO OTTOBOPHT HA AHTHKOQAryJIaHTA
(MexayHapoaHo Hopmanusupano csoTHoweHue (INR) win nporpoMOMHOBOTO BpeMe) M o3aTa Ha
AHTHKOAlyJaHTa Ja C€ KOPUrupa CbOTBETHO (BXK. TOUKA 4.5).

bpugyoun. bpuByauH He TpAOBa fAa ce npunara CbIIbTCTBALLO ¢ KaneuuTtadbuH. CpoblieHn ca ciyvau ¢
netaneH U3Xo/ CNel TaKOBA JICKAPCTREHO B3auMoaencTeue. TpsabBa aa ¥Ma HAW-MaNKO 4-CeIMUYECH
Nepuoa Ha M34YaKBaHE MEKIY Kpad Ha JieueHUE ¢ OPHBYIMH M HAYal0TO HA JICYCHHUE C KaneunTabKH.
Jleuenue ¢ GpuBYANH MOXKE Aa ce 3anouHe 24 yaca cnel nocAeaHaTa 103a Kaneuutabud (BX. TOUKa
4.3 u 4.5). IIpu cnyyaiHo NPpUIoKEHHE Ha OPUBYIHH NPH MALMEHTH, KOUTO CE JIEKYBAT C
KancuurabuH, TpsOBa Xa ce B3eMaT ¢(PEKTHBHH MCPKH 3a HaMaliBaHEe TOKCHYHOCTTA Ha KarneuutabuH.
[IpenopbuBa ce He3abaBHa XocnUTaAM3aMA. 1padBa Aa ce npeanpruemMaT BCUYKH MEPKH 3a
npeJoTBpaTABaHE Ha CHCTEMHH MH(EKLHH Y QeXuapaTauus.

Yeprodpobno yepeaxcoane. Ilopaay nuncara Ha JaHHH (10 OTHOUICHHE HA D€30MacHOCTTA H
e(PMKaCHOCTTA NPHU NMALMEHTH ¢ YepHOAPOOHO YBpEXIaHe, MPUIOKEHHETO Ha KaneuuTadbun tpadbea
BHMUMATENHO A3 C€ NPOCeasBa NpH MaLKMEHTH ¢ JIEKO 10 YMEPEHO HapyUISHHE HA YepHoApoOHaTa
byHKUMSA, HE3aBUCUMO OT HAJTMYHETO WIIH JIMIICAaTa Ha YepHoOpoOHH MetacTtasm. [IpuemManeTo Ha
karnieuuTabHH TpsAOBa a ce NpeKbCHE, aKo CE MOABY CBBP3aHO C JICUCHHUETO MOBULIICHHE Ha
ounupybuna > 3,0 x ULN (I"'opHa rpaHHua Ha HOpMaTa) HIIH CBBHP3AaHO C JIEYEHUETO NOBUIIEHHE Ha
yepHoapoOHHUTE amMuHOoTpaHcdepasu (ALT, AST) > 2,5 x ULN. MoxoTtepanusaTa ¢ kaneuutabuH
MOXe 112 ¢c€ Bb300HOBH, Korato 6mnupyonnst ce Hamanu a0 < 3,0 x ULN wunu yepHoapobHuTe

aMHHoTpaHcdepasn ce HamanaT a0 < 2,5 x ULN.

bvbpeuno yspeosicoane. HecToTaTa Ha HEKENAHUTE PEAKLHMH OT CTENEH 3 UM 4 ce yBenuYaBsa MpH
MALMEHTH ¢ yMepeHo Ob0pedHo yBpexaaHe (KpeaTHHHHOB KIHPBHC 30-50 ml/min) B cpaBHeHue ¢
obmara rnonyiaauus (BxK. Touku 4.2 U 4.3).

Hedhuyum na ouxuoponupumuoun oexudpocenaza (JI1/]).
AxtuHoctTa Ha [I1]] € ckopocToonpeaensia 3a karabonauiMa Ha S-Quyopoypauni (BX. To4ka 5.2).
[lopaau ToBa nauuenrute ¢ aeduunt Ha AILJ ca ¢ nOBHUIEH PHUCK OT TOKCHYHOCT, CBbP3aHa C

GI1yOpONMPUMIANHHTE, BKIKYUTEAHO, HAMPUMED, CTOMATHT, IHapHs, Bh3MaJICHHE HA THIaBHL]

e g"":n\
HEYTPONEHHA U HEBPOTOKCHYHOCT. SR
¥ i N

TokcHyHOCTTA, cBbp3aHa ¢ gepuunt Ha JI1J], 0OMKHOBCHO BB3HUKBA [10 BPEME Ha b
JICYCHUE UMM CNEA MOBHUIIABAHE Ha J103AaTa.
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[TanuenTnte ¢ MbjeH aepuunt Ha J[IIJl ca ¢ BHCOK pHUCK OT XHMBOTO3acCTpallaBallia MY JI€TallHa
TOKCHYHOCT M HE TpAOBa 1a ce nexkysart ¢ Kaneuntadud (Bx. Touka 4.3).

Yacmuven oeuyum va JI1J]
H3uucneno e, ye yactHyHuAT aepuunt Ha [T 3acsra 3-9% ot nonynauuATa Ha eBpONcHaHaTa paca.

[TammenTtnTe ¢ 4actuyeH aepuuur Ha MIIJl ca ¢ noBuiteH pHCK OT TEXKAa M TOTCHLHANHO
KMBOTO3aCTpalIaBanla TOKCUYHOCT. TpsabBa na ce MMa npeaBU H3N0A3BAHETO HA HaAMalieHa HayaliHa
71032 3a OrpaHHyaBaHe Ha Ta3du TokcH4yHOCT. [eduuurst Ha [IIJ] Tpabea na ce pasrmexaa Karo
noka3zartesl, KOUTo Tpsa0Ba aa ce uMa npeaBul BbB Bpb3Ka ¢ Apyrd pyTHHHH MEPKH MPU HaMa/IABaHE Ha
no3ata. [[5pBOHAYATHOTO HaMaJIABaHE Ha J03aTa MOXKE Ja MOBAMAC HA €(PHKACHOCTTA HA JICYCHHETO.
[Ipy nunca Ha cepHo3Ha TOKCUYHOCT CIIEJABAIHTE J03M MOXE Ja Ce€ IMOBHILUAT NPH BHHUMATEIHO

HaOMogeH e,

Hzcreosane 3a degpuyyum na JIUL
[IpenopbuBa ce v3cieABaHE Ha EHOTHUIIA U/NIH FEHOTHIIA IIPEAH 3al10YBAHE Ha JICYEHHE C
KarneunTabHH, BbIIPEKH HECHIYPHOCTTA [10 OTHOUIEHHE HA ONTUMATHUTE METOA0JIOTMH HA U3CIIEBAHE
npeay JieueHHeTo. Tpsadsa na ce BieMar npeaBHa NPUIOKHUMHUTE KIIMHUYHH PBKOBOICTBA.

lenomunno oxapaxmepuzupane Ha degpuyuma na 1T
[Ipy n3cneapaHe mpeaM JCHEHUETO 3a OTKPHUBAHE HA peAKY MyTauuu Ha reHa DPYD moxe na ce
YCTAHOBAT MaLUeHTH ¢ aehuunt va 111,

Yerupute Bapuanta Ha DPYD ¢.1905+1G>A [u3recteH cbio kato DPYD*2A], ¢.1679T>G [DPYD*
13], ¢.2846 A>T n ¢.1236G>A/HapB3 moxe aa ca npuydMHa 3a NbJ1HA JIMICA HIKM HAMaNCHHE Ha
eH3nMHaTa aktusHocT Ha 11, Jipyru peaku BappuaHTH MOKE ChLIO Ja ¢a CBbP3aHK ¢ TOBUIICH PUCK
OT TEXKKA MM XHBOTO3aCTpaulaBalla TOKCHYHOCT.

M3BecTHO €, Y€ HAKOHU XOMO3HUIOTHH U ChCTABHM XETEPO3IUIOTHHU MYTALIMK B JIOKyca Ha reHa DPYD
(Hanp. KoMOMHAlMK Ha YETHPUTE BApPHMaHTa C HAHU-ManNko €AuH anen Ha ¢.1905+1G>A nnu

¢.1679T>() npeaAU3IBUKBAT NbJIHA WM MOYTH M'BJIHA JIMIICA HA €H3MMHA akTHBHOCT Ha JI1/].

[TanMeHTHTEC C ONpencNeHH XETepOo3UuroTHM BapHaHTH Ha DPYD (BK/IIOYMTENHO BapHaHTH
c.1905+1G>A, c.1679T>G, ¢.2846A>T u c¢.1236G>A/HapB3) uMar roBHilieH puCK OT NOABa Ha

TEXKKa TOKCHYHOCT, NPH JICYECHHE C PIYOPONMHPHMHANHH.

YecroTaTa HA HANMMYHUE Ha XCTEPO3NToTeH reHoTurl ¢.1905+1G>A B rena DPYD npu naguents ot
eBponexnaHara paca € okono 1%, 1,1% 3a ¢.2846A>T, 2,6-6,3% 3a Bapuanture c. 1236G>A/HapB3 u
oT 0.07 10 0,1% 3a ¢.1679T>G.

JlaHHHUTE 33 4eCTOTaTa Ha YeTUpHUTE BapuadTa Ha DPYD B Apyru nonynauuu, pa3snu4Hy ot
€BpONEHaHATA paca, ca orpaHuucHH. IloHacTosawemM ce cuuTa, 4e yeTupute Bapuanta Ha DPYD
(c.1905+1G>A, c.1679T>G, c.2846A>T u c.1236G>A/HapB3) npakTHuecky OTCHCTBAT B NMONYNalKy

oT appUKAHCKH (aPpo-aMepHKAHCKH) UM a3UAaTCKH IPOH3XO.

Penomunno oxapaxmepuzupane Ha deguyuma na 1
3a ¢henoTHNHO OXapakTepH3vpaHe Ha aepunura Ha 11 ce npenoprysa npeay I1EYCHHETO Aa CE
M3MEPAT HUBATa Ha eHAoreHHuda cydcrpar Ha 111 ypaumn (U) B nnasMara.

[ToBHIICHNTE KOHLEHTPALMH HA YPALMI TIPEAH JICYCHUETO Ca CBbP3aHH € MOBUIUCH PUCK OT
TOKCHYHOCT. Bbnpeky HanuyneTo Ha U3BECTHA HECUTYPHOCT I10 OTHOWIEHHUE Ha MParoBUTE CTOIMH
Ha ypauul, ONpeAeasuy UbJIeH ¥ yacTHueH aeduunt Ha JI1/, HuBO Ha ypauun B KpbBT3Z] \pg/mj 2 ‘\
1 < 150 ng/ml TpabBa na ce cuMTa nNokazaresHo 3a yactuueH aepuuut Ha Al1J], koetof NIGHO T ta,,_a__ .,
MOBHLICH PUCK OT TOKCHYHOCT, CBBbP3aHa ¢ payoponupuMuauHy, HUBo Ha ypauui B AR O '-;".-_"'__-.,_ A
ng/ml TpabBa xa c¢ cyMTa MoKa3laTenHo 3a nwiacH aeduuut Ha AL 1 € cepp3ano c p T
KHBOTO3ACTPALIABALLA HJIM ICTAIHA TOKCUYHOCT, CBbP3aHa ¢ (JIyopolIMpHMHUIANHH,

4 r"j _I-
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Ounu ycroocrenua: IlaupeHture TpAadBa Oa ce MPOCHENIBAT BHHMATENHO 38 OYHH HAPYX eug KaTo &
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KEPATHT H HAPYLLICHHA HA POIrOBHLATA, 0c0o0eHO aKko HMaT [MPpCAHUIIHA aHAMHC34 34 O9YHH HADYIICHHA.
OyHuTe HAPYLICHHAS ’[’pHﬁBa Aa CEC JICKYBAT [10 [TOAXO0ALUHA KTHHHYCH HAUHH.

Teocku koxcnu peaxyuu.: KaneuntabuH Moxe Aa NpeAN3BHKa TEXKH KOXHM peakiii, KaTOo CHHAPOM
Ha Stevens-Johnson M TokcuuHa enuaepManHa Hekponausa. [IpunoxeHumero Ha xaneunTabuH TpsdBa
Ja C€ MPEyCTAHOBH OKOHYATEIIHO MpY NaLMEHTH, KOUTO NMOAy4aT TEXKa KOXKHA peaKuys Mo BpeMe Ha

JJCHCHHCTO.

THH KaTO TO3H NIEKAPCTBEH NPOAYKT ChAbPKa J1aKTO3a, 0€3B0HA, KATO MOMOLLHO BELLECTBO,
NALHCHTH ¢ PeAKY HaCHEACTBEHM NpOONEMH Ha HEMOHOCMMOCT KbM rajiakro3a, Lapp nakraseH
neHUUT HIH [NTIOKO30-raJakTo3Ha Mastabcopbuns He TpAbGBa fa npHEMAT TO3M JIEKAPCTBEH MPOAYKT.

Hampuu

To3n nexapcTBEH NMPOAYKT CbABPXKA No-Manko oT | mmol HaTpuit (23 mg) Ha Tabnerka, 1.€. MOXeE Ja
Ce KaXke, Y€ MPAKTUYECKH HE ChIhPKa HATPUMA.

Kaneuutabun tabnetkm He TpsgOBa fAa ce pa3TpoLUaBaT WM YyIAT. B Cliyyad Ha eKCIIO3HUMA OT

CTpaHa HA MallMEHTA MM JIMLETO, KOETO C& IPHXH 33 HEr0, HA PasTPOLICHH UM CHYNICHU
Kaneuutabnn tabneTkn MOraT Ja Bb3HMKHAT HEXE/IaHH JICKapCTBEHH peakuuM (Bx. Touka 4.8).

4.5 BzauMoaelcTBHe ¢ APYrH JeKAPCTBEHH NPOIYKTH U APYTrH GOPMH HA B3aHMOAeHCTBHE

[IpoyuBaHns 3a B3aMMOACHCTBUATA Ca NPOBEXKIAAHH CAMO MPH Bb3PaCTHH.

B3anMoneHCTBUS C APYIH JIEKapCTBEHU MPOJIYKTH:

bpusyoun: OnMcano € KIIMHUYHO 3HAaYHMO B3aHUMOOEHCTBHE MEXAY OPUBY/IMH H (PI1yOpPONIUPHUMHUINHY
(Harnp. kanenuTabuH, S-payopoypaunn, rerapyp), KOETo € pe3ynraT oT HHXHOHpaHe Ha
OUXAAPONTHPHUMHIMH AexuaporeHasara ot OpuByavH. ToBa B3aUMOACHCTRHE, KOETO BOAH IO
NOBUILABAHE HA TOKCHYHOCTTA Ha UIYOPONTHPUMHIMH, € NOTEHIIMAIHO JieTaHo. Ilopaau ToBa
OpHBYZIMH HE TPAOBa 1a ce Npuiara CuIIbTCTBAO ¢ Kaneuutabun (Bx. Touka 4.3 n 4.4). Tpabra na
HMa MOHE 4-CeAMHUYCH NEPHOI HA M3YAKBAHE MEXAY Kpas Ha Ne4eHHUE ¢ OpHUBYIAHH B HA4YaNOTO Ha
neycHHKe ¢ kaneuuTabuH. Jleuenne ¢ OpUBYAMH MOXE 1A ce 3an04He 24 yaca ciael nocneaHara 1033
KaneuuTabuH.

Cybocmpamu na yumoxpom P-450 2C9: Ocsen ¢ BapdapHH, He ca NPOBSKAAHU OPUIIHATHU
MpOy4YBaHMA 38 B3aUMOICHCTBHMATA MEXKAY KaneuuTabul u apyru cydcrpatu va CYP 2C9. Tpabea na
CE BHUMAaBa, KOraTo KaneuuTabuH ce npuiiara eIHOBPEMEHHO CbC cyOcTpatH Ha 2C9 (Hanp.
benuTonH). BrxkTe ChIIO B3aUMOASHCTBHETO C AHTHKOATYJIAHTH, NMPOU3BOIHH Ha KYMapHHa Mo-ao1y,

M Touka 4.4.

Anmuxoazynanmu, Rpou3600HU Ha Kymapuna. VI3MEHEHHUS B MOKa3aTe/IMTE 32 KPbBOCHCHPBAHE H/HUITH
KBPBEHE C¢ ChODIIABAT NPH NAallKCHTH, TPUEMAIIH KanenuTabluH €JHOBPEMEHHO C AHTHKOArylaHTH,
MPON3BOJHU Ha KyMapHHa, KaTo BapdapyH ¥ QEHIIPOKYMOH. Te3n peakliid HACTBIBAT NPE3 MBPBUTE
HAKOJIKO JHH 0 HAKOJIKO MECElla OT Ha4yaJoTO Ha TepanuATa ¢ KaneunTabmuH, a B HAKOJIKO ClIy4as -
[pe3 NbPBHUA MECELL CJIE CHHpPaHe Ha KaneuuTaoul. B eHO KIIMHUYHO Npoy4YBaHEe Ha
¢apMaKOKHMHETHYHUTE B3aUMOACHCTBHA CIICA MTpHIIaraHe Ha eQHOKpaTHa no3a or 20 mg BapdapuH,
jeyeHueTo ¢ KaneuuradbuH € ysenuunwno AUC Ha S-sapdapuu ¢ 57%, xato croitHoctute Ha INR ca ce
yBenmuuiHK ¢ 91%. Twit kato Merabonu3mbT Ha R-BapdapuH He ¢ bui 3acerHar, Te3u pesynTaty

BbpXYy H30eH3UMH | A2 1 3A4. [TlauneHTHTE, KOMTO IIPUEMAT AHTHKOATy1aHTH, IPOH3B
KyMapHuHa, €JHOBPEMEHHO ¢ Kaneyutabun, TpabBa aa ce HabioaaBaT peJOBHO 3a U3
nokazarenure 3a KpbBocbcHpBaHe (PT wnu INR) 1 nozara Ha antukoarynanra tpad
ChOTBETHO.

Denumoun: UMa cpo0ILIEHNSA 32 €IHHIYHYH CY4ay HA NOBHIICHH IJIa3MEHH KOHUEH
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(bEHHUTOMH, BOACLIH A0 CUMIOTOMHM Ha HHTOKCHKAUHKA, IPH €JHOBPEMEHHO MIpHIaraie Ha KaneuuTaOHH
¢ (penurtouH. [TaunenTy, npuemay GeHUTONH ETHOBPEMEHHO C KaneUKWTaOnH, TpAOBa na ObaaT
Mpoc/easBaHK PEIOBHO 33 MOBHIICHH JIa3MEHH KOHLICHTPALHMH Ha (PEHMTOHH.

Doaunosa/poruesa xuceauna: [poyuBaHe BbpXy KOMOMHHPAHOTO MpUJIAraHe Ha KaneunTabKH C
(ponMHOBa KMCEIYHA € NOKAa3aMno, Ye JONHHOBATA KHCEIMHA HAMA U3pa3eH €PEKT BBPXY
(papMaKOKMHETHKATA Ha KaneunTabKH ¥ HeroBute MeTabonuti. GonnHoBaTa KuceIuHa obaue uMa
edexT BHpXy dapMakoaMHaAMUKaTa Ha KaneuHTabuH

M TOKCHYHOCTTA My MOXE Ja C€ 3aciiu OT (OJIMHOBATAa KHCE/INHA: MAKCHMAIIHATA [TOHOCHMa 1034
(MIT/]) Ha kaneuuTabuH, MPUIOKEHA CAMOCTOSTENIHO HHTEPMHTEHTHO, € 3000 mg/m” Ha AeH u caMo
2000 mg/m’ Ha AeH npH KOMOHHHpaHe Ha kaneuuTabuH ¢ PponuHoBa KucenuHa (30 mg nepopaaHo
ABa bTH AHEBHO). Moxe 1a ce HaOmoaaBa 3aCHJIEHA TOKCUYHOCT NpH npeMuHaBaHe ot 5-FU/LV kbm
cxeMa ¢ KaneuuTabui. ToBa MOXe Ja € OT 3Ha4YEHHE CBILO pH NoOaBAHE Ha (hONHUEBA KHCEIMHA 32
neduuMT Ha GoSHeBa KHCENMHaA MOpPaay CXOACTBO MeX Ay GoNHHOBaTa KHCEIHHa U oJiHeBaTa
KHCEJIMHA,

Anmuayuou: Vacnenpan e eekThT Ha aHTHALMAH, ChbPKALILM AMYMUHHEB XUIPOKCHI H MarHEe3HeB
XUAPOKCH/, BEPXY (PapMakOKMHETHKAaTa Ha KaneuuTaduH. YCTaHOBEHO € C/1ado YBETMYECHHE Ha
MJ1a3MEeHUTE KOHLEHTPAalUMH Ha Kaneuutabud ¥ Ha euH MeTabomut (5°-DFCR); Hama nabmonasan
eekT BBpXY TpHTE rnaBHu Metadbonuta (5°- DFUR, 5-FU u FBAL).

Anonypunon: HabmoaaeaHu ca B3aUMOACHCTBHA MEXAY allONypHHOJ H 5-FU, ¢ BB3MOXKHO
HamaneHue Ha epukacHocTTa Ha 5-FU. EaHoBpeMeHHOTO npuitaraHe Ha anonypHHON H KalleUMTaOuH
TpaOBa na ce uzdarsa.

Humepghepon angpa: Makcumanuarta noHocuMa ao3a (MILJ]) nva kaneuurtadnn e 2000 mg/m°® Ha JIeH,
Koraro ce koMGunaHpa ¢ uuTepdepon anda - 2a (3 MIU/m? auesHo) B cpaBuenue ¢ 3000 mg/m* Ha
IO€H, KOraTo KaneuuTabuH c¢ npuaara cCaMoCTOATENHO.,

JToueneuenue: MI1Jl na kaneuuTabuH, MPUIOKEH CAMOCTOATEIHO NO UHTEPMHUTEHTHA cxeMa, € 3000
mg/m’ Ha J€H, A0KaTO Npu KoMOMHMpaHe ¢ MbYeNcUeHe npH pak Ha Aebenoto yepso, MIT Ha
kaneuuTaduH € 2000 mg/m? Ha neH, KaTo ce U3MoN3Ba WIH HENPEKBCHATA CXEMa WIH MPUEM BCEKH
JICH OT ITOHEIEIHHUK A0 NETHK NpH 6-CeAMHYEH KYpPC Ha JbYeaeuYeHHE.

Oxcarunnamun: He ca HaOnroAaBaRy KIHHHYHO 3HaAYHMMH PA3/THKH B CKCMO3KIIMATa Ha KaneuuTabuH
MK HEeroBute MeTtabonuTH, cBoboaHa aTHHA MM 00LIA MIaTHHA, KOTaTo kKaneuutabuH e npuiaraH
B KOMOHMHALMA ¢ OKCATUIUIATHAH MM B KOMOMHALIMA ¢ OKCANTMIUIATHH K DeBaLn3yMad.

besayuzymab: He e nabmonaBan KIMHUYHO 3Ha4YMM edekT Ha DeBalm3yMad BbpXY
dapMaKOKMHETHYHHUTE MTOKA3aTE/IM Ha KaneunTabMH MIIM HEroBUTE METabO/IMTH MpU HAJIMUYHE HA

OKCaNHIINIaTHH.

B3anMOAeHCTBHE C XpaHa

[Ipu BCH4KY KMMHUYHHA M3NUTBAHMASA NALUCHTHUTE Ca OMAN MHCTPYKTHPAHH 14 IPHEMAT KaneuHTadHH
10 30 MuHYTH cien XxpaHeHe. ThH KaTo ChlUECTBYBALUMTE AOCEra AaHHU 3a O€30MacHOCT K
e()HKaCHOCT Ce OCHOBABAT Ha NPUJIaraHe ¢ XpaHa, Ce NpenopbyBa KaneuuTabHH fa ce npuemMa ¢
xpana. [IpunaraseTo ¢ xpaHa HamanABa CKOpocTTa Ha abcopbuua Ha kaneuuTabuH (BXK. ToUKa 5.2).

4.6 @epTHANTET, OPEMEHHOCT H KbPMEHE

Kenu ¢ aerepoaen noreHuMan/KoHrpaneniya Opu MbaKe U XKEeHH

MPOBEK AT NICHCHHE C KaNCUUTAOHH. AKO NaLMEHTKATa 3aﬁpemeﬂee JI0KaTo IpHeMa a&eqm-ﬂﬁgg N
M?E@‘Hﬂef ,f

'1.""\ »

NS 74
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Ha 6 Mecela ciell npuemMa Ha Ioc/e/IHaTa 103a kaneuutaduH TpabBa na ce M3non3Ba €PEKTHBEH
METO 32 KOHTpaLEMLus.

B13 0cHOBa Ha HAXOAKHTE 3a M’EHETHMHA TOKCHYHOCT, MMALUEHTH MBIKE C MAPTHBOPKH C
PENPONYKTHBEH MOTCHUMAN TPAOBa 1a M3M1013BaT EPEKTHBHA KOHTPALEITLUHKA [0 BPEME HA JICUCHHE H B
IPOABJKEHHE Ha 3 Mecela clied pueMa Ha IoCTieIHaTa A03a KaneUMTabHH.

bpeMeHHOCT

HaMa KIHHHYHH NIPOYYBAHHSA HA KanenuTabuH npu OpEeMEHHHM KEeHH; MOXKe 0Daye fa ce NMPearonoxXH,

ye € Bh3MOXKHO KaneunTabuH aa yBpeau QeTyca, ako ce npuiioxu npyu dpemeHHu. [Ipu npoyusanus
HA PENPOAYKTHBHATA TOKCHYHOCT MPH XXHBOTHH MPUIAraHETO HA KaeUMTaOMH € NPHUHMHHIIO

eMOpHOHANTHa CMBPTHOCT M TEPATOreHHOCT. Te3Hn NaKHM ca OYaKBaHH €PEKTH Ha
bIyoponHpHUMHUAHHOBHTE NPOU3BOIHH,
KanenurabyH € MpoTHBOMOKa3aH Mo BpeME Ha DPEMEHHOCT.

KbpMmene

He e u3BecTHO Jaid KaneuMTabHH ce eKkCKpeTHpa B KbpMaTa. He ca npoexaanu npoy4yBaHus 3a
OlleHKa Ha BB3ACHCTBHETO Ha KanenuuTabuH BppXy 00pa3yBaHETO HAa KbpPMa HIIH HAJIMYUETO MY B Hes
fpH xopa. [Ipy nakTHpaly MHILIKHA Ca YCTAHOBEHN 3HAYMTENIHH KOJIMYECTBA KaneuuTabHH ¥ HErOBH
MeTabOMHTH B MIAKOTO. Thit KATO MOTEHUMATLT 3a YBPEXKAAHE HA KBPMAUETO € HEN3BECTEH,
KbPMEHETO TPAOBa Aa ce NMpeyCTaHOBH MO BPEME Ha JICYEHHE € KanelMTa0UH U B IPOJB/DKCHUC Ha 2
CeIMHIIH CJie]] MPUEMa Ha MOCIIEHATA A03A.

DepTUITUTET

JIunceat AaHHH 3a eekTa Ha KaneuutabuH Bbpxy deprunurera. OCHOBHUTE NMPOYUBaHHA Ha
KaneuuTaOMH BKIIOYBAT KEHU ¢ AETEPOJCH [IOTEHIIMAI K MBXKE, CaMO aKo Ca C€ ChIJIacH/IH Aa
M3110/13BaT ¢PeKTHBEH METO 32 KOHTPOJ Ha pa)xAacMOCTTa, 3a Ja H30erHat 3abpeMeHsBaHe 3a
eproa Ha pOYHMBAaHETO M 33 NPUEMIIHB MOCHEABALL EPHOI.

[Tpu npoy4BaHHUATA C XUBOTHH ca HabmoaapaHH epexTH BEPXY QEPTHIHTETA (BXK. TOUKa 5.3).

4.7 EdexTH BEpXy cnocobHocTTa 32 lnodupate H padoTa ¢ MALIHHH

Kaneuutabun nosansea B Majika A0 YMEpeHa cTeneH cnocobHocTTa 3a wodupaHe H padorta ¢
mamuHy. Kaneuutabuu Moke a npeauM3BHKa 3aMaiiBaHe, YMOpa M rajcHe.

4.8 Hexenann JeKapcTBeHH PEAKUIHHA

Pe3tome Ha npoduna Ha 6e30MacHOCT

OOwmsaT npodun Ha H€30MACHOCT Ha KaneuyMTabH ce 0CHOBaBa Ha AaHHH oT Hal 3000 mauneHTH,
NIEKYBaHH C KanenMTabuH KaTo MOHOTEpanMsA WM KaneuuTabun B KOMOHHALIMA C pasINYHU CXEMH Ha
XHMHOTEpANuUA 3a MHOXKECTBO Nokasanus. [Ipodunute Ha 6e30nmacHOCT Ha KaneLUTabUH KaTo
MOHOTEPAIMs MPH MOMyNalMH ¢ METACTA3MPAJ PaK Ha MIICYHATA *JI€3a, METACTA3Hpal KONOPEKTANEH
KapiHHOM M KaTO a/II0BaHTHA Tepamnus Mpy KaApLHUHOM Ha J1€6e10To 4epBo ca CcpasHUMH. Brxre TOUKa
5.1 3a moApoOHOCTH OT OCHOBHHTE NMPOYYBAHUA, BKNIOYUTEAHO IU3aiiHa HAa IPOYYBAHUATA H

OCHOBHHTE PE3YNTaTH O OTHOLICHHUE HA €PUKACHOCTTA. e ’?u? ,
Hait-uecto choOIABAHUTE W/HIIH KIIHHHYHO 3HAYHMH, CBBP3aHHM C JICYCHHETO HEXKella 1¢) _Eﬁ‘pr:fﬁf.-;\
S A woN \

peakuun (HJIP), ca croMmaliHo-4peBHE HApYLICHHS (OCOOEHO AvapHs, rajeHe, NoBph ajﬁ pepua L
GoJiKa, CTOMATHT), CHHAPOM PbKa-KpaK (NalMapHO-MUIaHTAPHA EPHTPOAM3IECTE3HS), YD ,;.ﬁﬁi‘&_ﬁgg; EERRERT
AHOPEKCHSA, KAPAMOTOKCHHMHOCT, 3acuBaHe Ha O6nOpeuHaTa nucyHKLMS IPY naLue u‘gk e A Coe /
npeaiecTnaiija KoMnpoMeTupana 6sbpeuna dyrkuus u Tpombo3a/embonusbMm. g "‘* ‘ REe e

"H . I-l: . | an 'F-J_."-I rl
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TabnHyeH COUCHEK HA HEXKEJIAHU peakliMH

HJIP, 3a KOMTO H3CleA0BATEAAT CUHTA, Y€ Ca Bb3MOXHO, BEPOATHO HIIH JAICYHO CBBP3dHH C
pUIaraHeTo Ha kaneuutabuH, ca U36poenn 8 Tabnuua 4 3a kaneuuTabUH KaTO MOHOTEPANHA U B

Tabanua S 3a kaneuuTaOKH, npyunarad B KOMOHHALMS ¢ PA3IMYHY CXEMH HA XMMHOTEPAIHA NPH
MHOXECTBO nokasauua. CneaHuTe Ha3BaHHs ca M3NOI3BaHM 3a cTeneHyBaHe Ha HJIP no yecTora:

mHOro yectu (> 1/10), ywectu (> 1/100 go < 1/10), veuectn (= 1/1000 go < 1/100), peaku (>1/10 000
no <1/1 000), maoro peaxu (<1/10 000). IIpu Bcako rpynupase B 3aBUCHMOCT ot yecToTara, HJIP ce
H30poABaT B HU3XOAAL PEA MO OTHOLUIEHUE HA TAXHATA CEPHO3HOCT.

MoHoTepanus ¢ KaneyHTabuH:

B Ta6nunua 4 ca uzbpoeun HJIP, cBbp3anm ¢ ynorpebara Ha KaneUMTAOMH KaTO MOHOTEpAIHs, KOKWTO
ce OCHOBaBaT Ha COOpEeH aHaM3 Ha JaHHHUTE 3a O€30MacHOCT OT TPH rOEMH MPOYYBaHHA, BKIIOYBAIUH
Haa 1900 mauuentn (nmpoyuBanua M66001, SO14695 u SO14796). HJIP ca BrioyeHu B CbOTBETHATA

rpyma Mo Y€CTOTa B 3aBMCHMMOCT OT 00111aTa 4€CTOTa OT COOPHUA aHAIH3.

Taonuua 4 O6o6menne ua HJIP, cebp3anu ¢ TepanuaTa ¢ kaneuuTabuH, ChOOIABAHM [IPH MALIMEHTH,
NEKYBaHH C MOHOTEpanMs ¢ Kaneuurabuu

HevecTH
MHoro 4ecTu YectH TexKkn W/ HIH Peaxu/Mmnoro
TesecHa BeuukH Beuuku cTeNeHH (:xuBOTO3aCTPAIABALNH peaKH
CHCTeMa CTeNneHH (crenen 3-4) naw  |[(IlocTMapkeTHHrOB
CYUHTAHH 332 KJIMHHYHO OTHUT)
| | JHAYHMH |
Hupexyuu u - " XeprnecBUpyCcHA Cencuc, Undexuus Ha
unghecmayuu nHdEKLHA, MUKOYHHUTE MbTHILA,
HazogapHHrur, Llenynur, ToH3UNUT,
NHdekums Ha Oapuurat, OpanHa
NOMHUTE KaHaWao03a, I pui,
["acTpOCHTEPHUT,
ANXATECIIHH
["s01uHa HHpEeKLHA,
THTHIA Hudeknns, 3n0cH
_ _ [abcuec
Heonaasmu - - - Jlunom
oobpo-
Kavecmeenu,
3NOKAYECMBEHU U
HeonpeoeaeHu | |
Hapywenua na |- HeyTponenns, Debpunna
Kpvema u AHeMns HEYTPOINEHHUS,
aumghnama [TaHuuroneHus,
cucmemd [ panynouMToneHus,
Tpombouuronenus,
JIeBKOMNEHUS,
XEeMOJINTUYHA aHEMHA,
[ToBuuicHKE HA
MexayHapoaHOTO
HOPMAaJIM3UPAHO
croTHOIIEHue (INR)/
yI'bJDKABAHE Ha
NPOTPOMOMHOBOTO
] BpEME
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Hapywenua na |- - CBpPBXUYBCTBHUTENHOCT | AHTHOENEM
UMYHHAMA (peakH)
cucmema |
Hapywenua na AHopekcus Jlexuaparauus, Huaber,
Memaboruzma u HamManeHo terio XUNOKATHEMHA,
XpaneHemo Hapyuiedus Ha aneTMra,
ManuyTpunms, Xumnep-
| TPHIJIHUEPHACMHA
[cuxununu - be3csHUE, CbCTOSHHE HaA
HapyueHus Jleripecus ob6bpksane, [IpucTenu
Ha MaHuka, [loTHcHAaTO
HaCTPOCHHE,
HamaneHue Ha
| | TIMONI0TO
Hapywenua na - ['1aBobonue, Adazus, Hapyuienne Ha | TokcHyHa
HepaHama JleTaprus, [aMeTra, ATaKcus, neBkoeHLeda-
CUCHEMU 3aMaiiBaHe, Cuukon, HapyueHus B | nonatvs (MHOrO
[Mapecresus, paBHOBeCHETO, CETHBHH | peIKH)
Husreysus HapyuiCHHA,
. | lepudpepra HeBponaTus |
Hapywenua na |- 3acHNEeHO Hamanena 3purtenna CrteHosa Ha
oyume ChJI30TCYCHHUE, ocTpoTa, dunnnonus CIIb3HHA KaHal
KouwskTHBHUT, O4HO (peakn),
I pa3HEHE Hapymenusa na
pPOTOBMLIATA
(penxu), KepaTur
(peakn),
TouxoBuaeH
_ KEPATHUT{PEAKH)
Hapywenus na |- - CBeTOBBpPTEK, boJiKa B
yXomo u YIIHTE
aabupunma
Cuvpoeunu - - HecrabunHa aHruHa, KaMepHO MBx#IEHE
HAPYUEH UA AHTIvHa [IEKTOPHC, (peaku),
MuokapaHa ucxemust/ | Yasmxasate Ha QT
uadapkr, [IpeacspaHo |HHTEpBaANa (peaxH),
MBXICHE, ApHTMUS, Torsade de pointes
Taxukapous, CuHycoBa |(penku),
TaxvuKapaus, bpaaukapaus
ChpuebueHe (peaku),
Bazocnaibm
! | (penxn)
Cvoosu - Tpombodnedur Hunboka BeHO3HA
HapyuweHun Tpombo3a, Xunepronms,
[leTexuu,
XHUIMOTOHMS,
['opeiy BLAHA,
CTyaeHH KpaHHHUH
Pecnupamopnu, |- Hucnues, benogpoben
2DBOHU U EmucTakcuc, eMOOIHN3DM,
MeoUQCMUHLTHU Kamnuua, [TaeBMOTOpAKC,
HapYuweHus Punopes XeMonTuza, ACcTMa,

JMCIIHEA NpH yCHIHE
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Cmomauiro- Huaphs, CromaluHo-ypeBeH |UpeBHa 0OCTpyKLHA,
YpesHU [ToBpninane, |KpLBOM3IMB, 3aneK, |Acuut, EHTEpHT,
HAPYWEH U ["ageHe, bonka B FOPHHTC raCTpHT, HHC(bﬂl"HH,
CtoMatHr, OTJAENH Ha KopeMa, |bonka B nonunTte
Kopemua Jducrencus, OTAEIIH Ha KOpEMa,
bonka MeTteopusnM, Ezodarut, Kopemen
Cyxora B ycTara anckomboprt, ['acTpo-
¢3o(arcanHa
pediiykcHa bonecr,
Konur, Kpss BBEB
dexanunte
Xenamobuauapnu | - XunepOunupy- Xnnrenuna YepuogpobdHa
HAPYWEeHUA OMHEMHEA, HEJOCTATBYHOCT
OTKNOHEHHA B (peakwu),
4yepHOApOOHHTE XonecTaTuyex
(yHKIHOHAJIHH XEMaTUT(peaKH)
TECTOBE

Hapywenua na

CuHapOM Ha

O6pus, Aoneums,

| MexypH, S3Ba Ha

KoxeH nynyc

KoNcama u naJMapHO- Eputema, Cyxa xoxkaTta, Obpus, EPUTEMATO3YC

NOOKONCHAmMa MAaHTapHa KOXa, Yprukapusa, Peakuus Ha | (peakn), Texku

TMbKAH epUTpO- Coppbex, ¢OTOYYBCTBUTEIIHOCT, |KOXHM PEaKLIUH,

anzectezna** | Xunepnurmenranma |llanmapna epurtema, KaTo CHHAPOM HA

Ha KOXAaTa, IlonyBaHe Ha nuuero, |Stevens-Johnson u
Makynapen o6pus, |Ilypnypa, CHHApOM Ha | TOKCH4HA
JleckBaMaiius Ha pagHaLMOHHA MaMeT criMacpManHa
Koxkata, lepmarur, HCKPOJIH3a (MHOTO
Hapywenue Ha penku) (BX. TOYKA
MUTMEHTALMATA, 4.4)
HapyiueHnua Ha
HOKTHTE

Hapywenua na |- bonka B [logyBane Ha CTaBUTE,

MYCKYAHO- kpaiiHuuuTe, bonka |bonka B kocture, boika

cCKelemHama B repba, Aprpanrus |Ha auuero, Myckynso-

cucmema u CKEJIeTHa CKOBAHOCT,

CheOuHumetHama Myckynna cnaboct

MBKAH |

Hapyuwenua na |- - XuapoHedpoia,

OvOpeyume u HuKOHTHHEHUMA Ha

RUKOYHUNE ypHHaTa, XeMaTypus,

numuuia Hoxtypusd, loBuiienue

Ha KPEaTHHHHA B
KpBLBTA |

Hapywenua na BarvHajieH KpbBOU3IHB

8B3NPOU3LO0U- - -

meanama

cucmema u

cvpoama

Obwu

HaPYWeHUs U YwMopa, [Inpekcus, Otok, CTyAeHH TPBIKH,

echexmu Ha AcCTeHus [lepudepeH oTOK, ['punononobxo

MICIMOMO HA Hepasnonoxenue, |3abonseane, Purop,

npuodcene bonka B repauTe [loBHILICHHUE Ha

TCACCHATA TCMITCPATYD

** Bn3 OCHOBA Ha NOCTMAPKETUHIOBUA OMUT, IIEPCUCTHPALL KITH TEKBK CUHAPOM Ha ManMapH
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ePUTPOANIECCTEINA MOXKE EBEHTYAIHO 43 IOBee 10 3aryba Ha NpeCTOBATE OTNEYaThUM (BXK. TOUKa 4.4)

KaneunTaOMH Mpy KOMOMHMpaHa Tepanus.

B Ta6nuua 5 ca n3bpoeun HJIP, csbpianu ¢ ynorpebarta Ha kaneLMTabHH, Npuiarad B KOMOMHALHUA ¢
pa3IMYHK CXEMH Ha XMMHOTEPANHA MpH MHOXKECTBO NOKA3aHHs, OCHOBAaBaLIM CE Ha JIAHHH 34
6esonacuocT oT Hax 3000 mauuentu. HJIP ca BxirouyeHHn B CHOTBETHATA IPyMna N0 4€CTOTa (MHOIO
yecTH WIM YeCTH) Copel Hail-BHCOKATa YecToTa, HabnoaaBana B HAKOE OT rOJIEMHTE KITMHHYHH
H3NHTBaHHA, H ca 100aBeHU CaMO KOraTo ca HabM10/1aBaHH B AONBJAHEHHE KbM Te3H, OTOC/IA3aHH MPH
MOHOTEPAMNKUA ¢ KaneuuTabuH unm ca HabJli0JaBaHM C MO-BUCOKA YeCTOTa B CPABHECHHE C MOHOTEpANus
¢ KarmeuntadbuH (Bx. Tabnuua 4).

Heuectute HJIP, chobuiens npu koMOuHUpaHa Tepanus ¢ karneuntabun, ceorBeTcTBaT Ha HJIP,
ChOOILEHN IPK MOHOTEPANHA ¢ KaneuUUTabuH uny NpH MOHOTEPANMA C JICKAPCTBEH NPOAYKT OT
KoMOMHAUKMATA (110 JIKTEPaTYPHM NaHHU W/UNH oT choTBeTHaTa KpaTka xapakTepuCcTHKa Ha POAYKTA).

Hsxou ot HJIP ca peakunu, HaGM0AaBaHM YECTO NPH NEKAPCTBEH NPOAYKT OT KOMOHMHALHKATA (HAMD.
nepudepHa CEH30pHA HEBPOMATHA IIPH AOLETAKCEN MY OKCANHILIATHH, XMITCPTOHUA, HabMIo1aBaHa
npu Hesaunsymad). He moke o6aue ma ce H3xkM04n 060CTpAHE MPH TEPANUs € KaneUHUTAOHH.

Tabnuua 5 O6obuenue va HJIP, cBbp3anu ¢ TepanuaTa ¢ KaleunTabuH, IOKIA/IBAHH TPH

NaMeHTH, IEKYBaHH ¢ KaneuuTabuH B KOMOMHAIMA, B IOMBJIHEHHE KbM TE3H, HaOMoAaBaHH 1pK
MOHOTEpANus ¢ KaneuuTabHH, K HabMmoAaBaHH C MO-roJiMa YeCTOTA B CPABHEHHE ¢ MOHOTEpanHATa
¢ KaneuuTadux

TenecHa MHoro yecTH HecTh Penxu/MHoro
cHcTeMa Bcuuku Bcuuku peaxu (ITocr-
cmencHu CIMENCHU MApPKETHHI OB
| OIIHUT)
Hupexyuu u - Xepnec 3octep, Uudekuuns Ha
unghecmayuu MUKOYRHTE MbTHILA, OpanHa
KaHgnao3a, MHpeKuua Ha ropHuTe
OHUXATEeIHN NbTHINA, PHRUT, [ pumn,
: "Hudekuus, Xepnec Ha ycrara
Hapywenua na +Heyrpﬂneﬂuﬂ, [loTckane Ha KOCTHHA MO3BK,
Kpoemd U +JleBkoncHUA, T Mbebpunna HeyTponeHus
aumghnama +AHeMHA,
cucmema +HeyrponenuuHa
TpECKa,
TpombouuTOneHus
Hapywenus na - CBpbXUYYBCTBUTEIHOCT
UMYHHaMA
cucmemda .
Hapyuwenua na Hamanen aneTur XHANOKaJIUEMHUS,
memaboausma u XHUNOHATPHEMMUA,
XpaHeHemo XHUnoMarHe3ueMus,
XHITOKANIHMEMHS,
|. XHUMEPriauKeMHs _
Hcuxuunu - HapyiueHue Ha CbHSA, TpeBOXKHOCT
HADYWeHUA
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Hapywenus na [TapecTesus, HespoTtokcuyHoct, Tpemop,
HepeHama Iuniecresus, Hespanrus, Peakiys Ha
cucmema [Tlepudepna CBPBXUYBCTBHTEIIHOCT,
HCBpONATHA, XHII0EeCTE3HA
[TepudepHa ceH3opHA
HEBPOMATUA,
Hu3reysmus,
["nasobonme
Hapywernua na 3acCHIICHO 3putenuu Hapylenud, Cyxora B
ovume CBJI30TEUYECHHE ounTe, bonka B ourTe, YBpPEHKAAHE

Ha 3pEHUETO, 3aMBIIICHO 3PEHHE

Hapywenus na

[Iym B yuute, [loHmKeEHHE HA

yxXomo u clryxa
rabupunma L
Cwupoeunu - [IpencbpaAHO MBAKAECHE,
HAPYWEHUA MuokapaHa ucxemus/ HHQapKT
Cwvoo8u OTOK Ha TOMHHUTE 3auepBABaHE Ha JIULETO,
HAPYULeHUA KpaHHHLUHY, XunoroHus, XunepToHHUYHa KpH3a,
XHUIIEPTOHUA, ["opemiu BeiHK, Oaedur
TEMGonn3sM 1
TpoMbo3a |
Pecnupamopnu, Bo3naneHo rspio, XBILIaHe,
SPBOHU U HnsecTesns Ha dapuHronapuureanna 6onka,
meduacmunariu | papHHKCa Huchonus
HAPYULEHUA
Cmomautro- 3anek, Jucnencus KpsBOU3NMHMB OT rOPHUTE OTAC/IH Ha
upesHu CTOMALIHO- YPCBHUSA TPAKT,
HAPYULeHUA SI3su B yctarta, I'actpurt, Paznysase
Ha KopeMa, ['acTpo-e3odareanna
pediykcHa 6onect, bonku B
ycrata, Jucdarns, PexraneH
KpbBOM3NHMB, boaxa B flonHaTa 4yact
Ha KopeMma, Jlusecre3ns Ha yCTaTa,
[TapecTe3us Ha ycTaTa,
XHIIOECTE3HA Ha yCTaTa,
[ AbOaOMHHANICH AMCKOMGOPT |
rXenamaﬁwmapuu - Hapyiienue Ha uepHogpobHara
HAPYUeH U b yHKLIUA
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Hapywenus na Anoneius, Xunepxuaposa, EputeMaro3cH
Koxycama u HapyuieHus Ha obpus, Yprtukapusa, Houiuu
nOOKONCHAMU HOKTHUTE HU3NOTABAHNA
MbKAH
Hapywenua na Muanrusa, Aprpainrusa, |bosnka B yentoctra, MycKyiHH
MYCKYAHO- bonka B kpaviunoute | cnasmu, Tpusmyc, MyckynHa
ckeaemuama cnaboct
cucmema u
CreQuUHUmenNHamd
| /HbKaH | =
Hapywenus na - Xemarypus, [IpoTeunypus,
bvbpeyume u Hamanen 6b0peucH KpeaTHHUHOB | HE 1
NUKOUHUMIE KNHPBHC, Ju3ypus p T gaw L\
nsmuia ﬁmp%uﬂa % LRl
ki) v T . )
o N, ST e cpa f
O6ugu napywenun |[upexcus, Cnabocr, |Bbinanenue Ha nurasunure, boska SRS {57 4/




U eqpexmu Ha * Jleraprus, B Kpaiunuure, bonka, CtyneHu

MACMOMO HA TemmeparypHa TpBIKHK, | pbaHa Oonka,

NPUIONCEH UL HEMOHOCHMOCT ['punonoaobHo 3abongaeane,
T ®ebpunurer, Peakuus, cBpp3ana
¢ HH(y3uaTa, Peakiing Ha MACTOTO
Ha HHXKeKTHpaHe, bonka Ha
MSACTOTO Ha UHQY3HATa, bonka Ha
MACTOTO Ha HHXKEKTHpaHe _

Hapanasanus, - KoHTty3us

OMPAGAHUA U

YCAOIMCHEHUA,

8bIHUKHAAU 6

pesyamam Ha

UHMEPEEHYUU

+ 3a BCEKH TCPMHH, YecToTaTa ce ocHoBaBa Ha HJIP ot Bcuuku cteneHu. 3a TEpMUHHTE, OTOENA3aHH C
“+” yectoTaTa c¢ ocHoBara Ha HJIP creneH 3-4. HJIP ca Bkimoyenu criopel HaH-BHCOKATa MeCTOTAa,
HaOmoAaBaHa 1Mo BpEME HA HAKOE OT rofieMUTEe KOMOMHUPAaHM KIMHUYHHE H3IIHTBAHUSI.

Onucanue Ha M30paHy HekeaHW peakliiu

Cunopom pura-kpak (8dic. mouxa 4.4).

3a kaneumTabHH B 1032 1250 mg/m? aBa npTH AHEBHO Ha AHM 1 1o 14 npe3 3 ceaMuuy ¢ Haba0aaBaH
cueapoM pbka-kpak (CP-K) or Bcuuku ctenenu ¢ yectota ot 53% no 60% 1o BpeMe Ha KIHHHYHHTE
M3MUTBaHUA ¢ KaneuMTabuH KaTo MOHOTepanus (00XBallally Mpoy4YBaHUA KaTO al0BAHTHA TEpaIHs
[ApH pak Ha 1eDenoTo YepBo, IeueHHE Ha METACTa3UPall KOJOPEKTAIEH KApLIMHOM H JICYEHHE Ha PaK Ha
mieuHaTa xJje3a). Yecrora ot 63% e HabnioaBaHa B paMOTO Ha KaneuuTadMH/qoneTakcen rpy
JICUCHHUE Ha METACTa3upall paK Ha MiIe4YHaTa xne3a. 3a kaneuurabun B go3a 1000 mg/m* apa mbTH
NHEBHO Ha AHu | 0o 14 nipe3 3 ceamuuy, € Habmonasad CPK oT BCHUYKM cTeneny ¢ yectora oT 22% 1o

30% npn koMOMHHpaHATa Tepanys C KaneuuTadHH.

Merta-ananu3 Ha 14 KIHHNYHY H3NKHTBAHKA ¢ JaHHd oT Haa 4700 nauuMeHTH, NEKYBaHU ¢ KaneunTabux

KaTO MOHOTEpanusa WK KaneuuTabruH B KOMOMHALMS C pa3IMYHU CXEMH HA XHMHOTEPANUs MpH
MHO)KECTBO MoKa3aHn (pak Ha AcOeoTo YepBo, KOJIOPEKTANCH KapLMHOM, KapLHMHOM Ha CTOMaxa H
paK Ha MJIeHHaTa KJie3a), nokaspa, ue CP-K (Bcuuku creneHy) sb3HuKBa npu 2006 (43%) naumeHTH
cnen MenuanHo BpeMe oT 239 auu [95% noBepurened untepsan (CONFIDENCE INTERVAL, CI)
201, 288] cien HadanoTo Ha TepanuaTa ¢ KaneuutabuH. [1pu Bcuuku KOMOMHHUpPaHH MPOYUBAHUA
CIeAHNTE KOBAPHATH Ca CTATHCTHYECKHM 3HAYMMO CBBP3aHH € MOBHIICH PUCK OT pa3BuTHe Ha CP-K:
yBeJIMyaBaHe Ha HayaliHaTa A03a Ha KaneuuTaOMH (rpam), HAMaNABAHE HAa KyMYJIaTUBHATA [103a Ha
kaneuntadbmuu (0,1*kg), yBennueHue Ha OTHOCHTENHHS HHTCH3UTET HA 103aTa [1Pe3 NbpPBUTE LIECT
CeJMHLIM, YBEJIMYaBaHE Ha NMPOABL/DKUTEIHOCTTA Ha JIEYCHHETO N0 BpEME Ha [IpOyUYBaHETO (CeAMULIN),
yBEIHYABAaHE HAa Bb3pacTTa (¢ yrennderus ot 10 ronunn), xxeHcku noa u 1o6sp cratyc no ECOG Ha

H3X0gHO HKBO (0 cripsimo = 1).
Luapus (6xc. mouka 4.4);

KaneuuTabuH MOke ga HHAYLHpa AHapusi, KoeTo ¢ HabnroaaeaHo npu 0 50% OT nauveHTUTE.

Pesynratute oT METa-aHanus Ha 14 KJIMHUYHH U3MUTBAHUA ¢ JaHHU OoT Haa 4700 nauneH fé‘egypﬁgu?e‘
KaneuuTabuH, OKa3Bar, 4e¢ MpH BCUYKH KOMOUHHUDPAHH NIPOYYBAHHUS CIIEAHUTE KOBapH T o, N
CTAaTHCTHYECKH 3HAYHMMO CBBP3aHH C I[TOBHILUEH PHCK OT pa3BHTHE Ha AHAPHA. YBEIHY /ﬁaa' L ;«
Haya/JHaTa A03a Ha KaneuuTabuH (rpaM), yBeIMYaBaHE HA NPOABKHUTEIIHOCTTA Ha J1 e:f@ m‘j Bpeme o
Ha MPOYYBaHETO (CEAMHILIK), YBEIMYABaHEe HA Bb3pacTTa (¢ yeenuueHus ot 10 rogus #f E‘HG[{H nam D, ]
CrneaHHTE KOBapHaTH ¢a CTATUCTHHECKH 3HAYMMO CBbP3aHH C HAMaJICH PHCK OT pa3s "

‘\ /!l:*-u‘r hfl"w:-" o
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yBelIMYaBaHE Ha KyMyJlaTHBHaTa Jo03a Ha kaneuuradbud (0,1*kg) 1 yBenuuenne Ha OTHOCHTENHHA
HMHTEH3UTET Ha J03aTa [pe3 MbPBUTE LIECT CEAMMIIH.

Kapouomoxcuunocm (8ic. mouka 4.4):

Ocsen HJIP, onucany B Tabnnny 4 u 5, cneaaure HIIP ¢ wecrora noa 0,1% ca cevp3anu ¢
KarneunTabMH KaTO MOHOTEpANUA U C€ OCHOBABAT Ha COOpPEH aHaMNU3 OT AaHHHUTE 3a 0e30MacHOCT npH 7
KIMHUYHY W3OUTBaHM, BKIIOYBAINK 949 nauueHTH (2 u3nurBadug daza Il 4 5 KIMHHYHH U3NMUTBaHUA
daza Il npn MeTacTazupan KOJOPEKTaNeH KaplMHOM ¥ METAacTazupall paKk Ha MJICYHATa XKJ1e3a):
KapJHOMMONATHA, CbpAEYHA HEJOCTaThYHOCT, BHE3AMHA CMBPT H KAMEPHH €KCTPAaCHCTOIH.

Enyedpanonamusn:

Oceen HJIP, onxcady B Tabnuiu 4 u 5, ocHOBaBalll4 C€ Ha ropecrioMeHaTva cOOpEeH aHaNNu3 OT JAHHUTE
32 6€300aCHOCT NpH 7 KIIMHUYHHA M3NHTBAHHUA, €HLIEpaTonaTHs CHLUIO € CBLP3aHa ¢ yrnoTpebara Ha
KaneUnTabuH KaTO MOHOTEpanMsA ¢ yectoTta nox 0,1%.

Excnosuyust Ha pasmpowenu uiu cuyneny madiemeu xaneyumabun.
CrnenHuTe HEXETaHM IEKAPCTBEHHM PEAKIMK CE ChOOLIABAT OpH EKCIO3MLHA HA Pa3TPOLUCHH HITH
cYyneHH TabNeTKU KaneunTabuH: Apa3HeHe Ha OYUTE, NIOJyBaHEe Ha OYHTE, KOXEH 0OpuB, rmasodorue,

nmapecrei3nd, Anapus, rajJicHE, Ipa3HCHE HAa CTOMAXA H MOBPBLUIAHC.

CreulanHy NonyJauum

Hayuenmu 8 cmapyecka av3pacm (6oc. mouxka 4.2):

AHATU3BT Ha JAHHMTE 3a OE30MACHOCT NMPH NauMeHTH > 60-rouIIHa BB3PACT, JISKYBAHHU C
KaleluTabHH KaTO MOHOTEpanus, M aHAJIM3bT [IPH [TALUEHTH, JEKYBaHH ¢ KOMOMHHpana Teparnus
KaneUuTabMH IUII0C JOLICTAKCEN, [TOKa3Ra MOBHUIIABAHE HA YECTOTATA HA CBBP3AHUTE C JICYCHNETO
HEXKENMaHU PeaKlMH cTeneH 3 U 4 U CBBP3aHHUTE C JICUCHUETO CEPHO3HN HEKEIIAHH PEAKLHH B CPABHCHUC
¢ nauueHTH < 60-roaumiHa Bb3pact. [Ipu nanuenTute > 60 roanHu, JIEKYBaHH C KallEUTaOUH ILTHOC
JIOLIETAKCE, C€ HAOMoAaBaT CHILO M MOBEYE CJIY4ad Ha OTTEISHE OT JICYCHUETO NOPAAH HEXEIIaHN
PEaKUHH, B CPAaBHCHUE C MaueHTH < 60 roguHu.

Pesynratute ot Mera-aHanaus Ha |4 KNAMHHYHU M3MMTBaHMUSA ¢ ZaHHH OT Haa 4700 nauuenTH, IEKYyBaHH ¢
kaneuntabHH, MOKa3BaT, ue NPH BCUYKH KOMOMHUPAHH NMPOYYBAHHUS YBEIHYABAHETO Ha BB3pacTTa (C
yBean4eHUs oT 10 roniuHK) € CTaTUCTUHECKH 3HAa4MMO CBBP3aHO C MOBHUIEH PHCK OT pa3BuTue Ha CPK

U JMapHA U ¢ HAMAJICH PUCK OT pa3BUTHE HAa HEYTPOIICHHA.
flon

Peszyntatute oT MeTa-aHaaNn3 Ha |4 KIMHUYHH M3NHTBAHNA ¢ JaHHK OT Hax 4700 nauMeHTH, IEKYBaHH C
KaneuuTabuH, MOKa3BaT, Y€ Npu BCUYKH KOMOMHUPAaHU IPOYYBAHUSA XKEHCKHAT M0J € CTATUCTUYECKHU
3HAYKMO CBBP3aH C IIOBULUEH PHCK OT pa3BuTue Ha CP-K 1 auapus v ¢ HaManed puck OT pa3BUTHE Ha
HEYTPONEHHA.

Hayueumu c 6vbpeuno yapescoane (8ixc. mouku 4.2, 4.4 u 5.2):

AHAJIM3BT HA JaHHUTE 3a 0€30MacHOCT MPH MALMEHTH ¢ OBOPEYHO YBPEXKIAHE HA H3XOAH

4YeCTOTATa Ha CBBP3AHUTE C JICHCHHKETO HEXKEIIaHW pEeakLHM CTeneH 3 U 4 B CpaBHEH
HopMmasiHa O0s6peuHa pyrkuus (36% npu nanueHTUTE 6€3 6BLOpEYHO yBpEeKIAHE N
chOTBETHO 41% NpH NauyMeHTHUTE C JIEKO yBpexaAaHe n = 257 u 54% npu donuute
yBpexKIane n = 59) (Bx. Touka 5.2). [lauueHTHTE ¢ YMEpEHO YBpeacHa 0n0peuna
MOBHILEHA Y€CTOTA HA Cy4YaH Ha HaMaJisBaHe Ka fno3ata (44%) cpety 33% u 32%
OBOpeyHO YBRpEXKAaHE VI ¢ NeKo 6p0peyHO yBpeXIaHE U TOBHUUIEHA YECTOTa Ha CINY
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OTTErAHe OT feyeHuero (21% oTrerngue npes bPBUTE ABA LUKEIA) cpeily 3% u 8% npH NalMeHTUTE
be3 OBOpeUHO yBpeXaaHe WM ¢ neko 6u0peuHo yBspexaaHe.

CroblliapaHe Ha NOA03MPAHU HEXKEIAHN PEAKUHH

C1o06111aBaHETO Ha NOJ03MPAHM HEKEIAaHW PeakMH el pa3pellaBaHe 3a ynorpeba Ha 1eKapCTBEHHH
POJAYKT € BaXKHO. T0Ba NO3B0JIABA /1a NPOABLIDKY HAOMOACHHETO HA CHOTHOMIEHHETO T10J13a/PHCK 32

AeKapCTBEHHA NPOoAyKT. OT MEAHIMHCKUTEC CICHHANMCTH CE U3HCKBA J1a ChOOLAaBaT BCAKA MOA03HpaHa
HeXKeNaHa peakuua upes U3nbnaHuTenHa areHuus 1o JekapeTeara, yi. ,,Jaman ['pyes™ Ne 8, 1303
Codua, Ten.: +359 2 8903417, yebeaitT: www.bda.bg.

49 Ilpexozupane

HPOHBHTE Ha OCTPO MIpCAO3HPaHC BKIIIOYBAT I'aZCHE, [IOBPBIKAHE, ZHAPDHA, MYKO3HT,
CTOMAIIHO-4YPEBHO JIPA3HEHEC U KbPBCHC H MMTOTHCKAHC HA KOCTHHA MO3BK. TepaHeBTH‘lHOTO

JICHCHHUE HA IIPENO3HPAHCTO TpHﬁBa Add BKIIKOYEBA oDHYaANHHUTE TECPAIICBTHYHHA H IMTOAABP KAl
MEOUKAMCHTO3HH HHTCPBCHLIUH, HACOYCHH KbM KOPDHI'MpAaHC HA HAJIMYMHHUTC KIHHHYHH IIPOABH

N NMpEAOTEPATABAHE Ha TEXHUTE Bb3MOXKHH YCIIOXKHCHHA.

5. ®APMAKOJIOTHYHU CBOHUCTBA

5.1 dPapmakoAMHAMHMMYHH CBONCTBA
bapmakoTepaneBTHYHA rpyna: uutoctatik (aHtumerabonur), ATC koa: LG1BCO06

Kaneuutabrn € HeUMTOTOKCHYEH (GIYOPONUPUMUANHOB KapbaMaT, KOUTO AEHCTBA KATO NEPOPATHO
MpHiaraH NpeKypcop Ha LHTOTOKCHYHUA areHT S-¢payopoypauun (5-FU). Kaneuurabun ce aktusupa
ype3 HAKOJKO EH3UMMHH cThiala (BX. To4ka 5.2). EH3MMBT, KOHTO y4acTBa B KpailHOTO NPEBPbILUAHE B
5-FU - tumuaus pochopunaza (ThyPase), ¢ HaMepeH B TYMOPHH ThKaHH, HO U B HOPMATHUTE ThKaHH,
OOHMKHOBCHO B MO-HUCKH KOHIEHTpauuy. [Ipy Moaenn Ha YOBEIIKH PAaKOB KCECHOTPaHCIUIAHTAT
KaneluTabnl e mokazan CHHEpPruiucH epekT B KOMOMHALUA C JOUETAKCEN, KOETO MOXKE Ja CE CBBPIKE C
Bb3XOAAILA peryiauds Ha THMHAMH $ocopriazaTa OT JOLETAKCEN.

Ima na”HHu, ye metabonn3MseT Ha 5-FU B aHaOonHusg nbT OJI0KMpa peaklUHMAaTa HA METHJIMPAHE Ha
NE30KCHYPHANWIOBATA KUCEIMHA 10 TUMUAKIIOBA KUCENHHA M 10 TO3M HA4YHH TOB/IWABA CUHTE3a Ha
ae3okcupruboHykacnHorata kucenuHa (JIHK). Bkmousanero va 5-FU Boawm ¢bnio m g0 uaxubupane Ha
PHK u go cunres Ha 6enreunte. Thit kato JIHK v PHK ca ocobeHo BaKHH 33 KIETBYHOTO ACIECHHE H
pactex, €pekTsT Ha 5-FU Moxe aa Boam 1o cp3igapaHe Ha TUMHANMHOB ACPHULHT, KOHTO IMPOBOKHpa
HeGanaHCHpaH pacTeX M CMBbPT Ha KiaeTkaTta. Edexrure Ha nwasanero ot JHK u PHK ca Hait-
U3Pa3cHH B TE3M KIETKH, KOUTO npoaudepupat no-0sp30 v konto metadbonusupart 5-FU ¢ no-Bucoka

CKOpOCT.

Pak Ha 1e6en0To YepBO M KOAOPEKTANEH KAPLHHOM:

Monomepanua ¢ kaneyumadbun npu aoeaHmMHO ieyeHue Ha pax Ha oeberomo yepeo

JlanHHTE OT ¢AHO MHOTOLICHTPOBO, PaHIOMH3UPAHO, KOHTPOIMUPAHO KIHHHYHO H3nuTBaHe ¢a3za Il py
nanMeHTH ¢ pak Ha acbenoto depBo ctanui III (C no Dukes) noakpensar ynorpebara Ha xan
[(PY aJKOBAHTHO JICYCHUE HA MALHMEHTH ¢ paK Ha Aebes1oTo 4epBo (KIIMHHYHO IPOYYBaHE
M66001). IIpy ToBa nanutBaHe 1987 nauuenTu ca 6unv paHIOMHU3HMPAHHM 3a JICUCHHUE C
(1250 mg/m? nBa MBTH JHEBHO B MPOIb/DKEHHE HA 2 CEAMULM, MOCAEABAHO OT l-cen
MOYHBKA, KaTO T€3H 3-CCAMHYHM LIMKIH Ca NMpOoabIXKUIM 24 ceaMulH) MK ¢ 5- FU u
(cxema Ha fedeHHE Ha KIMHMKaTta Mayo: 20 mg/m’ IeBKOBOPHH i.v., ocneasaH ot 4
Oonyc MHTpaBeHO3HO, B AHM | 10 5, nipe3 28 AN B IpOIBHKEHHUE HA 24 ceaMuun). Jle
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KaneuuTabuH e OMNo NoHe eKBHBaNEeHTHO Ha 1.v. 5-FU/LV 1o oTHolIeHHE Ha NpeXUBAEMOCT O3
3abonaBaHe MpyU NONyaLuATa cnopen nporoxona (KoepuunueHt Ha puck 0,92; 95% C1 0,80 - 1,06). B
UAJ1ATa PaHJIOMH3UpPaHa MMONyJalKsa TECTOBETE 3a pa3nuka Mexay kaneuurabun u 5-FU/LV no
OTHOILEHHE HA IPEXHUBsieMOCT Oe3 3a00/ABane U 001 NPEXKUBIEMOCT Ca NIOKAa3alHd PUCKOBH
koetuuuentn ot 0,88 (95% CI 0,77 - 1,01; p = 0,068) u 0,86 (95% CI1 0,74 - 1,01; p = 0,060)
CHOTBETHO. MeManara Ha nipociieisBaHe Mo BpeMe Ha aHanuza ¢ duna 6,9 rogunu. Ilpu
npeaBapUTEIHO MIaHUpaH MyaTuBapruaHTeH COX aHalH3 € 10Ka3aHO NMpeBb3X0ACTBOTO HA
kaneuTaOMH B cpaBHeHHE ¢ Oonyc 5-FU/LV. Cneauurte pakTopy ca OMNH onpeacneHy NMpeaBapHTEIHO
B [JIAHA HA CTAaTUCTHUYECKUS aHAIH3 33 BKJIKYBAHE B MOJENa: BB3PACT, BpEME OT OepauuiaTa o
PaHIOMHU3HPAHETO, 1101, u3xoaHu HUBa Ha CEA, nuM(HH BB3/1M Ha U3XOOHO HUBO H bpiKaBa.
Jloka3aHo e, 4e B 1s/1aTa paHAOMH3MPaHa Nonyaauys KaneunuTaduu npesbixoxaa SFU/LV no
OTHOILUEHHE Ha NpeXuBsAeMocT 0e3 3abonspaHe (koepuuueHT Ha pucka (HAZARD RATIO, HR): 0,849;
95% CI 0,739 - 0,976; p = 0,0212), kakTo ¥ Ha obl1aTa MpexnBIeMOCT (koeduureHt Ha puck: 0,828;
95% C1 0,705 - 0,971; p = 0,0203).

Kombunupana mepanus npu aoQeanmuo 1eueHue Ha paxk Ha 0eberomo 4epso

JlagHHuTE OT €AHO MHOIOLIEHTPORO, PAaHAOMH3NPAHO, KOHTPOJIMPAHO KIMHNYHO W3nuTBaHe ¢a3a Il npn
MauMeHTH ¢ pak Ha aebenoro uepro B craauit 11l (C no Dukes) noakpensat ynorpedara Ha kaneuutabun
B KomOHHaumsa ¢ okcanumiatid (XELOX) kaTo agloBaHTHO JICUEHHE HA HAIMEHTH ¢ pak Ha aebenorto
yepBo (npoyuBane NO16968). B ToBa knMHUYHO M3NKUTBaHE, 944 mauMeHTH Ca paHAOMH3HPAHH 32 3
LIMK'BJIA HA JICYEHHE B MPOALIKEHHE Ha 24 cenMuuM ¢ Kaneuutabud (1000 mg/m’ aBa Nb-TH AHEBHO 3a 2
ceAMHUM, MOCIEABAHO0 OT | ceaMHMIA EpPHO HA MOYHBKA) B KOMOHHALKA ¢ okcaaumiaTiH (130 mg/m?
HHTPaBcHO3HA HHDY3HUA B NpoAb/DKEHHUE Ha 2 yaca B AeH 1 npe3 3 ceamuuu); 942 nauuedTy ca
paHJIOMH3HMpaHH 3a rojyyaBaHe Ha Oonyc 5-FU u neskoBopuH. [IpH nbpsrYHHs aHANU3 34
npexupsaemoct 6e3 3abonsasane (DISEASE-FREE SURVIVAL, DFS) npu nonynauusra, noaioxeHa
Ha nedenue (ITT nonynauuara) € nokazauo, ye XELOX ¢ 3HaurMo no-go6pa cxema Ha 1€UeHHUE OT 5-
FU/LV (HR = 0,80; 95% CI = [0,69; 0,93]; p = 0,0045). Yectorata Ha DFS 3a 3 roaunu e 71% apu
XELOX cpewmy 67% npu 5-FU/LV. AHanu3bT Ha BTOpPOCTENEHHATa KpaiHa Touka RFS nogkpens te3u
pesyntatu ¢ HR o1 0,78 (95% CI = [0,67; 0,92]; p = 0,0024) npn XELOX cpewmy 5-FU/LV. XELOX
MoKa3Ba TEHACHUHNA KbM no-godpa obiua npexussemoct (OVERALL SURVIVAL, OS) ¢ HR ot 0,87
(95% CI=[0,72; 1,05]; p = 0,1486), koeTo ce u3pazana B 13% HaMmansBaHe Ha PUCKa OT CMBPT.
YecroTtaTta Ha OS 3a 5 roanaun € 78% npn XELOX cpemry 74% npu 5-FU/LV. Jlannute ot
¢(pPMKacCHOCTTA CE€ OCHOBABaT Ha Me/IMaHHO BpeMe Ha hHabmroaeHue oT 59 meceua 3a OS u 57 3a DFS.
UecToTaTa Ha OTTErNIAHE OT KIMHHYHOTO M3IIMTBAHE NOPAAH HEXKelaHU ChOMTHA € Mo-BUCOKA B rpynara
¢ komOnnupana Tepanua XELOX (21%) B cpaBHeHHE ¢ rpymnaTta ¢ MmoHoTepanus ¢ 3-FU/LV (9%) nipu
ITT nonynanusra.

Monomepanus ¢ kaneyumabun npu MemacMasupal KOI0PeKMaleH KapyuHom

JlaHHUTE OT IBE€ MHOTOICHTPOBH, PAHAOMH3HPAHH, KOHTPOIHPAHH KIMHUYHY H3nHTBaHUA ¢aza lll ¢
uaeHTHYeH au3aiH (S014695; SO14796) noakpenst NpUAaraHeTo Ha KaneuuTab1H KaTo MbpBa JINHHA
Ha JeYeHHE Ha METacTa3upal KoJOPEKTaJIeH KapuuHoM. [Ipy Te3u KIMHHNYHN M3NKUTBAHKUA ca DMK
panaoMH3MpanH 603 nanuedTH 3a neyeHue ¢ xaneuutabun (1250 mg/m’ aBa nMbTe AHEBHO 3a [BE
CEIMHLIH, [10C/EABaHH OT ¢IHOCEAMHYHA NMOYUBKA, MPHJIAraHW KaTo TpuceAMHYHH uuknu). JIpyru 604
MALMEHTH ca OMIM paHaoOMHU3HpaHH 3a neveHHe ¢ S-FU v neBkoBopHH (CXema Ha jicueHne Ha Mayo: 20
mg/m? 1eBKOBOPHH HHTPABEHO3HO, MOCNEABaH OT 425 mg/m* 5-FU 6onyc MHTpaBeHo3HO, B AHH | 10 5,
npe3 28 auu). ObtaTa crenexd Ha OOCKTHBHUA OTTOBOP Ha LisaTa paHAOMH3HpaHa nomnynauus (o
npelcHKa Ha u3cnenoparensn) e Ouna 25,7% (3a kaneuutabdbun) cpewy 16,7% (cxema Ha neveHHe Ha
Mayo); p < 0,0002. Meauanara Ha BpeMeTO A0 nporpecHpane € ouna 140 ouu (3a Kaneumaﬁuﬂ) cpeluy
144 num (cxema Ha Jieuenue Ha Mayo). MeananaTta Ha npeXuBaeMocT € Ouna 392 auau (3a

33 MOHOTEpPAINA C KaneLuuTabuH MNpH KOJIOPCKTAJACH KAapUHHOM B CpABHCHHC C KOMO
JIEYCHHE OT ITbpPBA JJHHHA.

KoM6uHupaHa Tepanus npy JIeYEHHE OT [IbPBa JHHUA Ha MeTacTa3upas KOJOpeKT
(MKPK)
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JlaHHHUTE OT €IHO MHOTOLEHTPOBO, PAHJAOMH3UPAHO, KOHTPOMUPAHO KNIHHUYHO NpoyyBaHe (ra3za 111
(NO16966) noaxkpensar NpHIaralHeTo Ha KanelUuTabMH B KOMOMHAUUA ¢ OKCAJIHUIIIATHH HIIH B
KOMOMHALMA ¢ OKCAnUIIaTHH KU 6eBanu3ymab 3a nevyeHue OT [1bPBa JIHHHA Ha METACcTa3upan
KonopeKTaneH kKapuuHoM. [IpoyyBaHeTo ce CHCTOM OT JIBE YaCTH: HA4allHa 4acT ¢ 2 paMeHa, B KOATO
634 mauMeHTH ca paHAOMH3IHPAHK B JBE MPYNH C pa3iu4HO JiedyeHne, BxmoyBamoe XELOX nin
FOLFOX-4, n nocnenpama 2x2 ¢akTopHa Jact, npH KoAto 1401 nauueHT ca paHIOMH3HPAHH B
YETHPHU I'PYIIH ¢ pa3nyHo NedeHne, pionouBauid XELOX nmoc rranedo, FOLFOX-4 mmoc mnauedo,
XELOX nmoc 6epaunzymad u FOLFOX-4 nmoc 6epaunzymad. Buxre B Tabnnua 6 cxemute Ha

JICHCHHC.

Tabnanua 6 CxeMH Ha nedeHue B npoyurane NO16966 (MKPK)

Jleuenne Hauanua no3a Cxema
FOLFOX-4 OxcanunaaTHH 85 mg/m? uHTpaBeHO3HO 2 4. |OKCAIMIUIaTHH Ha JeH 1-
HIIH BH, Mpe3 2 CeOAMHIH
JIeBkOBOPHH 200 mg/m? uHTpaBeHo3Ho 2 Y.
FOLFOX-4 +
OeBann3yMab JIeBKOBOPHH B JHH |-BH M
2-pH, 0pe3 2 ceAMHIH
400 mg/m’ uHTpaBEHO3EH
S-payopoypanmi
(pryopoypal ﬁnnycz, _nocggnﬂaﬂo ot 600 S-hyopoypaLmn
mg/m" 1.v. 22 4, HHTPaBCHO3CH
001yCc/HH(pY3HA, BCEKH Ha
neH 1-8u u 2-pu, npes 2
CEJIIMHILIH
[Tnaue6o uam 5 mg/kg HHTpPaBEHO3HO HeH 1-u, npeau
beraum3zymad 30-90 min. FOLFOX-4, npes 2
| CeJMHIIH
XELOX OxcanuIuiaTuH 130 mg/m? unTpaBeHo3Ho 2 4. |OKCAIHIUIATHH Ha JIEH |-
HUnn BH, IPE¢3 3 ceaMHLIH
; KaneuutabuH nepopanHo
%(ELOX+ ] Kaneunrabun 1000 mg/m” nepopanuo aBa |, 5o ary nHeBHopaaPZ
CBALM3yMa TbTH AHCBHO ceaAMMUM (rnocaeasaso ot |
_ ceamuua He3 nedcHue)
[Inauebo unu 7,5 mg/kg nHTpaBeHO3HO Hen 1-Bu, npeau
beBam3ymabd 30-90 min. XELOX, nipe3 3
CCAMHULH
5-tnyopoypallii: HHTpaReHO3HA B0nyC HHKEKLHUA BEIHAra ciell NEBKOBOPHH

[Ipu 0biioTO CpaBHEHME € I0Ka3aHA HE 0-MaJliKa epUKacHOCT B pameHata ¢ XELOX B cpaBHeHuE ©
pameHata ¢ FOLFOX-4 no oTHolIEHKHE Ha NPEeKNUBACMOCTTA O€3 nporpecHpaHe Ha 3aD0JIABAHETO B
Mony/JalMsTa NalMEHTH, OTTORAPALLM Ha KPUTEPUUTE 3a BKIoUBaHe, ¥ npu I'TT nonynauusta (Bx.
Tabnuua 7). Pesynrature nmokassat, ue XELOX e exksuBanenTed Ha FOLFOX-4 no oTHOWIEHHE Ha
obmaTta npexnpacMocT (BxK. Tabnuua 7). B uscnenosarenckus aHalin3 NPEABAPUTEHO € 3aN0XKEHO
cpaBHeHne Mexay XELOX nntoc 6epaunsymab cpemry FOLFOX-4 nmtoc 6esaunsyma0. Ilpu

epexkta Ha FOLFOX-4 nmoc 6esaumnzymad no oTHoWEHHE Ha PEKUBAEMOCTTA 663 npo
Ha 3abonsaBaHeTo (KoednuueHT Ha puck 1,01; 97,5% CI 0,84 - 1,22). MeauanHusat niep
HpOCHEﬂHBaHE KbM BPEMETO Ha ITLPBHYHUTE aHATU3H B MOMNYNALMATA, I0JIOXKEHA HA
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cripamo FOLFOX-4 e 1,24 ¢ 97,5%, nosepurened nutepsan (CI) 1,07 - 1,44. Borpeku 4ye aHan3uTe
HA YYBCTBHUTEJIHOCTTA NTOKA3BAT, Y€ PA3IUKUATE B CXCMHTE HA JICUCHME M BPCMETO Ha OLICHKA Ha
TyMOpa BJIHAAT BbPXY aHann3a Ha PFS ¢ neuenne, He € HAMEPEHO MBJIHO ODACHEHUE HA TO3H

pe3yJITar.

Tabnuua 7 KmodoBH pe3ynrati oT HCHHPEPHOPHUS aHATH3 Ha ePHKACHOCTTA NMPH KIIHHUYHO
npoyusaHe NO16966

IThPBUYEH AHAJIN3 _
XELOX/XELOX+P/XELOX+BY FOLFOX-4/FOLFOX-4+P/FOLFOX-4+BVY
(EPP*: N=967; ITT**: N=1017) (EPP*: N=937; ITT**: N=1017)
[lonyrauns Meanana Ha speMeTo 40 ¢LOuTHeTO |KOe(pHIHEHT HA pHUCK
(anu) (97,5% CI)
ITokazaTen: IlpexkusaeMoct 6e3 nporpecHpaHe Ha 3a00asIBANETO
T - |
EPP 241 259 1,05 (0,94, 1,18)
ITT 244 259 1,04 (0,93; 1,16)
[TokazaTen: O0ma NpexUBAEMOCT
EPP STT 349 0,97 (0,84; 1,14)
ITT 581 533 0,96 (0,83; 1,12)
JAOIMMBJIHUTEJIHO NPOCJIEASIBAHE OT 1 TOAHHA
Ilonynrauus Meanana Ha BpeMeTo 10 cLOuTHeTO |[KoehuuueHT HA pHCK
(AHR) (97,5% CI)
[Toxasaren: IpexunsemocT He3 nporpecupaHe Ha 3a00/19BaHETO
EPP 242 2359 1,02 (0,92; 1,14)
ITT 244 259 1,01 (0,91; 1,12)
[ToxasaTe: O0ma NpeXxXHBAEMOCT
EPP 600 594 1,00 (0,88; 1,13)
ITT 602 1596 0,99 (0,88; 1,12)

* EPP= nonynauuara nauydeHTH, OTFOBapALIA Ha KPHTECPHUTE 32 BKJIIOYBAHE B KIMHHUYHOTO usnursane,; **ITT=
NnonyJauus, nNoaIokena Ha neyerue {intent-to-treat/ITT nonyaauus)

B eqno paHaoMu3upaHo, KOHTPOAHpaHo KIMHHYHO npoyysaHe ¢asa 11l (CAIRO) e npoyuena
yrnorpebaTa Ha KaneuuTabHH ¢ HauanHa fo3a 1000 mg/m? B npoab/DKEHHE Ha 2 CeAMHLH, mpe3 3
ceAMHLH, B KOMOMHALIMA ¢ HPUHOTEKAH KAaTO JICYEHUE OT IbPBa JIMHHUA IIPH NALMEHTH ¢ METAcTa3upan
KOMOPEKTaNeH KapuUHHOM. 8§20 naureHTH ca paHJOMH3HPAHH 13 MTOAYYaBaT MMOC/ICI0BATCIIHO JICYCHHE
(n=410) unn komOHHUpaHo JeuecHue (n = 410). [locneAOBATENHOTO JICYEHHUE CE CBCTOH OT MBPBa
NIKHMA Ha Nteyenye ¢ Kameuutabun (1250 mg/m?* aBa mbTH AHEBHO B IPOALIDKEHKE HA 14 aHM), BTOpa
THHHS ¢ uprHOoTEKaH (350 mg/m° Ha aeH 1-BK) K TpeTa auHna ¢ komOuHauua ¢ kaneuutabud (1000
mg/m? JBa TbTH JHEBHO B NPOALIKCHHE Ha 14 aun) ¥ okcanumnatul (130 mg/m’ Ha e 1-Bu).
KoMOMHHPAHOTO JIeYEHHE CE ChCTOM OT IThPBA IMHHA Ha NicucHUe ¢ kaneuuTabul (1000 mg/m? nBa
MbTH AHEBHO B MPOIBIDKEHHE Ha 14 AHHK), KOMOHMHHpPaHO ¢ HpHHOTEKaH (250 mg/m’ Ha aeH 1-BH)
(XELIRI), 1 BTopa nuans ¢ kaneuurabux (1000 mg/m* asa nxTv AHEBHO B NIpOAb/KEHHUE Ha 14 nHU)
nnoc okcanunnatud (130 mg/m” Ha gex 1-Bu). BCHYKHM LIMKIN HA NEeYeHME Ca MPUJIAraHyu npe3
MHTepBan oT 3 ceamuuy. [Ipu JreyeHNETO OT MbPBA JUHHSA MEAHAHATA HA NPEKHUBAEMOCT O€3
nporpecus B nonyainaTa, noanoxeHa Ha nedenue (ITT) e 5,8 mecena (95% C1 5,1 - 6,2 Meceua) npu
MOHOTepanus ¢ Kaneuutadbud u 7,8 meceua (95% CI 7,0 - 8,3 Mecena; p = 0,0002) npun XELIRI. Tosa
obaue € OMI0 CBBP3aHO € NOBHIIEH PHUCK OT CTOMAILHOYPEBHA TOKCHYHOCT H HEYTPOIEHHA 110 BpEME

C KareLnuTabnH).

HanpaseHo ¢ cpaBHeHne Mexay XELIRI u 5-FU + npuHorekan (FOLFIRI) B TpH g Y
[IpOy4YBaHHUA NP NALMEHTH C METACTA3Mpal KOJIOpEKTaNeH KapunHomM. Cxemara ¢ EL RIBm;qua ) S |
kaneuutadun 1000 mg/rn J1Ba ITbTH RHEBHO OT AeH | 10 14 oT TpHceAMHMUEH NHKEY, B: omﬁnﬁamm c F - .f/
HpHHOTEKAH 250 mg/m- Ha geH 1-su. B Hal-rongaMoTo npoyusane (BICC-C) naunewﬁz,e ca Emm ﬁf-
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paHaoMu3Mpanu Ja noiy4dasar oTkpuTo FOLFIRI (n=144), 5-FU 6onyc (mlFL) (n=145) nnu XELIRI
(n=141) ¥ AOIMTBLAHUTENHO ca PAHAOMH3UPAHU HA ABOHHOCIAIIO JICYEHHE C LIENEKOKCHD WM nnaueoo.
Menuauata Ha PEFS e 7,6 mecena 3a FOLFIRI, 5,9 meceua 3a mIFL (p=0,004 3a cpasHeHUETO C
FOLFIRI) n 5,8 mecena 3a XELIRI (p=0,015). Menuauara sa OS e 23,1 mecena 3a FOLFIRI, 17,6
mecetia 3a mIFL (p=0,09) u 18,9 meceua 3a XELIRI (p=0,27). [launenture, nexkysanu ¢ XELIRI, ca
MOTY4YHIN MHOTO MOBEYE NPOABM HA CTOMALIHOYPEBHA TOKCHYHOCT B cpasHeHue ¢ FOLFIRI (auapms:
48% 3a XELIORI n 14% 3a FOLFIRI).

B npoyusanero EORTC nauuentute ca Owian panaomusupany Aa nony4asat otkputo FOLFIRI
(n=41) unn XELIRI (n=44), ¢ AonbAHUTENHO PAHAOMHU3HUPAHE Ha JBOHHOCIANO NECYCHHE C HETCKOKCHD
unu iaueto. Meananure Ha PFS u obma npexxkussemoct (OS) ca 6unu nmo-manky 3a XELIRI cpemy
FOLFIRI (PFS 5,9 cpewty 9,6 meceua u OS 14,8 cpemy 19,9 mecena), B 1omrbIHEHHE HaA KOETO € buia
CBOOIIIEHAa MHOIO TI0- BHCOKA MECTOTa Ha Auapus npH nauueHTty, nonyyasaiy XELIRI (41% XELIRI,

5,1% FOLFIRI).

B npoyuBanero, nyb6aukyeaHo ot Skof ¢ Ap., nauneHTHTE ca OMIN paHAOMH3MPAHH Ja NOJIy4aBaT KK
FOLFIRI, unn XELIRI. Yectorara Ha CHBKYNMHUS OTFOBOP Ha JieueHHETO € 6una 49% B paMoTO Ha
XELIRI n 48% B pamoto Ha FOLFIRI (p=0,76). B xpad Ha neueHneTo 37% OT NaUMEHTHTE B paMOTO
Ha XELIRI n 26% ot nauuenture B pamoto Ha FOLFIRI, ca 6unu 6€3 gokazarenctea 3a 3a00NABaHETO
(p=0,56). TokcuuHoCTTa € OMya nogOOHA MEXKAY JICYEHHATA ¢ U3KITIOYEHHE HAa HEYTPOIICHU, KOATO €
ouna ¢robiasaHa no-yecro npu nauveHtTuTe Ha FOLFIRIL

Monatgnani ¥ gp. H3M0JA3BaT PE3YATATHTE OT FOPEIIOCOUYCHUTE TPH MPOYUYBAHUA, 3a A3 NPEIOCTABAT
o011, aHAJIM3 Ha paHAOMM3UpaHUTE npoyuBanus, cpaBHaBaiiy cxeMute FOLFIRI u XELIRI 3a neuenue
vHa MKPK. 3naunTenHo HaMansBaHe Ha pucka ot nmporpecus € cebp3aHo ¢ FOLFIRI (HR, 0,76; 95%CI,
0,62-0,95; P <0,01), oTyacTH B pe3yaTaT Ha J1011a NOHOCUMOCT KbM HM3Mn0NA3BaHuA pexnM XELIRI.

JIaHHHTE OT paHAOMHM3HPaHO KIMHUYHO npoyuBaHe (Souglakos u ap., 2012), cpaBHABaLLO CXeMHUTE
FOLFIRI + 6epaunsymad ¢ XELIRI + 6eBauusymab, He r1okasBat 3HauMMM pa3/iIMKHY 10 OTHOLUEHHUE HA
PFS umn OS mexnay neuennarta. [launenture ca panaomusupann aa nonydasaT FOLFIRI mmoc
bepaumsymab 5 mg/kg (pamo-A, n=167) unu XELIRI nmtoc 6eraunsymad 7,5 mg/kg (pamo-b, n-166).
B pamo-b no cxemara XELIRI ca u3nonssanu no3u kaneuutadun 1000 mg/m” aBa nbTi AHEBHO 3a 14
nHu + upuaotekad 250 mg/m-” 1a nen 1-su. Meananarta Ha npexussaeMoct 6¢3 nporpecus (PFS) e 10,0
n 8,9 Meceua; p=0,64, obiara npexussacmoct € 25,7 n 27,5 meceua; p=0,55 ¥ yecToTara Ha OTFOBOp €
45,5 u 39,8%; p=0,32 crotBeTHO 3a FOLFIRI-beB u XELIRI-bep. CroOuieHa € 3Ha4MMO TO-BHCOKA
YyecTOoTa Ha Quapusa, GeOpuiHa HeYyTPONEeHUsA U KOXKHH PEaKLUH PbKa - KpaK MpH MaUHEHTHTE,
nekyBaHd ¢ XELIRI + Geaunzymab, otkonkoto npu nauneHTute nekysauu ¢ FOLFIRI +
OeBal3yMabd, CbC 3HAYUTENHO YBEIHUCHO OT/IAraHe Ha JIEYCHHETO, HAMANABAHE Ha JO3UTE U
NpeyCcTaHOBABAHE HA JICUCHHUETO.

JIaHHHTE OT MHOTOUECHTPOBO, paHIOMH3UPaHO KOoHTponupaHo mpoyuBaHe ¢paza [I (AIO KRK 0604)
MoAKpens ynorpebarta Ha KaneuuTabuH npu Havanua 2o3a ot 800 mg/m” 3a 2 CeIMULM Ha BCEKH 3
CECAMHLUH B KOMOMHALIMA ¢ UPHMHOTEKAH U OcBaun3ymMad Kato nbpBa JHHMUA HA JICYCHUE HA MALIMEHTH ¢
METACTaTHUCH KOJMIOpeKTaneH pak. 120 naiuenTyd ca ouny panaomusvpady Ha Mogupunupan XELIRI
pesKuM ¢ kaneuuTatuH (800 mg/m? asa mbTH AHEBHO 3a ABE CEAMHKIIM, MOCIEABAHO OT 7-IHEBEH
nepHoA Ha NO4MBKa), upuHoTeKaH (200 mg/m? kato 30 MuHyTHa HHGY3H HA AeH 1-BK Ha 3 ceaMuLH)
u 6eBaum3ymad (7,5 mg/kg xkaro 30 no 90 MunyTHa MH(Y3Ua HA OeH 1-BH Ha 3 ceamuuu); 127
MaUMEeHTH ca OMITK PaHAOMH3HMPaHH Ha neyeHue ¢ KaneuuTabus (1 000 mg/m?* aABa MbTH AHEBHO 3a IBE
CeAMHLH, MOCIEABAHO OT 7-AHEBEH MepHOoA Ha No4YHMBKa), okcanuniatus (130 mg/m? kato 2-yacoBa
MHPYy3uA Ha AeH 1-Bu Ha 3 cenmuuy) u 6epauusymab (7,5 mg/kg kato 30 no 90-muHyTHA UH
neH 1-BM Ha 3 ceaMHLH).

Cnen cpeiHa NpOABIKUTEIIHOCT Ha NPOC/IEAABAHETO 3a IPOyYBaHaTa nonynauus 26,2
OTTOBOPHTE KbM JICYEHUETO Ca MOKA3aHU No-/101Y:

Taonna 8 KimouosH pe3yntaT 3a epukacHOCT 3a npoyusadeTo AlO KRK

XELOX + besayuzymab ‘Madmpuuupan K‘oetpuud’
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(ITT: N=127) XELIRI+ besayusymadb 195% CI
(ITT: N= 120) P cmoitnocm
Hpesxcuanemocm ées npocpecusn cied 6 meceya
ITT 76% 84% -
95% CI 69 - 84% 77 -90%
Meouana na npexicueaemocm 6e3 npozpecun
ITTr 10,4 meceya 12,1 meceya 0,93
95% CI 9.0-12,0 10,8 - 13,2 0,82 - 1,07
| P=0,30
Meoduana na obwa npexcussemocm
ITT 134,4 Meceua 25,5 meceya 0,90
95% CI 19,3 - 30,7 21,0-310 0,68 - 1,19
| P=0,45

Kﬂmﬁuﬂupana MeEPAnUA npu 1eHesue om e6mMopa AunuA Hd Memacmazupai KoaopeKkmaicH KAdpyuHov

JlaHHHUTE OT €IHO MHOTOUEHTPOBO, PAaHIOMHU3HPAHO, KOHTPOJHPAHO KIMHHYHO npoyuBaHe ¢asa 11
(N016967) nogkpenat npuiaaraHeTo Ha KaneuuTabuH B KOMOMHAUMA ¢ OKCAJIMIUIATHH 3a JICUCHHUE
OT BTOpA JIMHHA Ha METacTa3Hpall KoJopeKTaneH KkapuuaoM. B Tosa nmpoyuBane, 627 nauueHTH C
METACTA3NPaJl KOJTIOPEKTANCH KapUKHOM, KOMTO IIPEAH TOBA Ca JIEKYBAHU C HPHHOTEKAH B
KOMOHMHALIMSA CBC CXEMA 3a NPHIoKEHUE Ha PIYOPONMUPUMHUIHH KaTO JICUEHHE OT NbPBa JIMHKA, ca
paigoMuzupani 3a nedenne ¢ XELOX unu FOLFOX-4. 3a cxemaTa Ha npunarade Ha XELOX u
FOLFOX-4 (6e3 nobapsHe Ha rutauebo uny Oesanm3iymad) Hanpasere cripaBka B Ta0nauia 6.
Hoka3zauo €, ye XELOX uma He no-manka epukacHoct ot FOLFOX-4 o oTHOLICHUE Ha
NpeXxXHBACMOCTTa 0e3 nporpecupane Ha 3ab0/IABaHETO B NONyNaLMATa CIOPEI IPOTOKOIA U
monyjaauuaTa, nognoxena Ha neucHue (ITT) (Bx. Tadbnnua 9). Peaynrature nokassar, ue XELOX e
eksuBasieHTeH HA FOLFOX-4 no orHoweHnue Ha obluara npexxusseMocT (Bx. Tabnuua 9).
MeanaHHOTO NpoCaeasBaHe KbM BPEMETO Ha MbPBUYHUTE aHANHM3H B MTONYIALMATA, OAA0KEHA Ha
nedenne (ITT), € buno 2,1 ronMHM; TaHHWTE OT AHANK3UTE Ciex ome 6 Mecena Ha IpoCie/IiBaHe
CBINO ca BKAYCHHA B Tabmuia 9.

Tabnuua 9 Knouosu pe3yntaTtv ot HeMHGEPHOPHUA aHaNKU3 Ha ePUKACHOCTTA [IPpH POyYBaHE
NO16967

[IbPBHUYEH AHAJIN3
XELOX FOLFOX-4
(PPP*: N=251; ITT**: N=313) (PPP*: N =252; ITT**: N=314)
Monynanun Meauana Ha BpeMeToO 10 CbOUTHETO KoepuuueHt Ha pucK
(amnu) (95% CI)
lHokazarea: [IpexuBgemocT (0e3 nporpecHpaHe Ha 3a00J1ABaHETO
PPP 154 168 1,03 (0,87; 1,24)
ITT 144 146 0,97 (0,83; 1,14)
Iloxkazaren: O0LIA IPEKUBAEMOCT |
PPP 388 401 1,07 (0,88; 1,31)
ITT 363 382 1,03 (0,87; 1,23)
AOITBJIHUTEJIHO ITPOCJEASABAHE OT 6 MECELA e S
[Honynauus Meanana Ba BpemMero X0 cHOHTHETO KoebuuneHT i ‘wtf}.’,—---—-- 4 «f., N
|(num) (95% CI / 4 5"“';?: B SRR
lMokazaten: [IpexuBsaeMocT 6e3 nporpecupase Ha 3a001ABAHETO IE L hl'-- L'”t Cﬁ* -.
PPP (154 166 1,04 (0.87; 11 41 A e
[TT 143 1146 0,97 (0,83; 1,} ..T“m o ;:-;;'f;,,.f:f'

'%f; ‘o
Vi IR
25 ._‘f.’..-r-"-—f:’{?/



IToxaszaTen: O01LLa NpeKUBAEMOCT

PPP 393 402 1,05 (0,88; 1,27)
ITT 363 382 1,02 (0,86, 1,21)

*PPP=nonynauusg cnopen nporokona; **[TT=nonynauus, noanoxeHa Ha Je4eHHE

ABaHcHpan KaplHHOM HA CTOMAaxa:

JIaHHKTE OT €HO MHOTOLIEHTPORBO, PaHAOMH3MPAHO, KOHTPOIMPARO KIHHHYHO M3nuTBaHe (a3a Il npu
NalMEHTH C aBAaHCHPAJ KapIIHHOM Ha CTOMaxa NOoAKpenAT ynorpebara Ha kaneuutabuH KaTo JICUCHUE
OT ITbPBA JIHHHA NPH aBaHCHpaia KapuuHoM Ha ctomaxa (ML17032). B Tora nanursane 160 nauyeHTy
ca PaHJOMM3HPaHH 3a nedeHue ¢ Kaneuutabus (1000 mg/m* JBa MbTH AHEBHO B MPOABIDKEHHUE HA 2
CeIMMIIH, TTOCTICABAHO OT 7-AHEBEH MepHo Ha NoynBKa) M nucmwatyl (80 mg/m? nox gopmara Ha 2-
yacoBa HH$y3ua npes 3 cenmuuu). O6uo 156 nanuenTH ca OuIM paHIOMU3MpPaHH 3a jeuenue ¢ 5-FU
(800 mg/m? QHEBHO, NPOIRIDKHTENHA HHY3IHA B IHHU 1-BH M0 5-TH npe3 3 ceaMuud) u uucniaatud (80
mg/m* noa gopmara Ha 2-yacosa MHQY3UA Ha eH |-BU npe3 3 ceamuiu).

Pe3ynTaTuTe OT NEUYEHHETO ¢ KaneuuTabHH B KOMOMHALMA C LMCIUIATHH ¢a DMIH HE NO-MAJKO
epukacHH oT neyerneTo ¢ 5-FU B koMONHALMA C LUCIINIATHH M0 OTHOLIEHHE Ha NPEXUBIEMOCTTa De3
MPOrpeCHpaHe Ha 3a00NABAHETO MIPH aHANH3A CIIOpER MpoToKona (KoepHuueHT Ha puck 0,81; 95% CI
0,63 - 1,04). Meananata Ha ripeKuBAeMOCT 6€3 nporpecupaHe Ha 3adondaBaHeTo ¢ Ouna 5,6 Meceua
(kanenmTabul + oucratuH) cpewy 5,0 mecena (5-FU + nucnnatun). KoeHUUeHTBT Ha pHCK 33
MPOALIDKHTEHOCTTA Ha NpeXKuBAEMOCT (00ILa MpexHBAEMOCT) € Mog0o0eH Ha KOeQHULIMEHTA HA PHCKA
3a NpeXXHBAeMOcCT Oe3 nporpecupane Ha 3abonsisaHeTo (KoeguuueHT Ha puckK 0,85; 95% C1 0,64 -
1,13). MeaunanaTta Ha npoOXBIAAKHTEHOCT Ha nIpexkuBsAeMocTTa € buna 10,5 meceua (kaneuurabux +
pcnnatiie) cpemy 9,3 meceua (5-FU + uucninatun).

JlaHHHTC OT €JHO paHAOMM3HpaHO, MHOTOLICHTPOBO NpoyuBaHe daza III, cpaBHABALLIO TEUECHUETO C
karneunTaOMH ¢ 5-FU ¥ okcanunnaTHH ¢ UUCIUIATUH MPH NAUMECHTH ¢ aBAHCHPAJ KAPLIMHOM HA
CcTOMaxa, MOAKpenAT ynorpebara Ha KaneUTaOMH KaTO JICUCHHE OT TbPBA JIMHHA NPH aBaHCHpaJ
KapuHHOM Ha ctoMaxa (REAL-2). B tosa nanuteane, 1002 nauueHTH ca paHROMHU3NpaHH MPH 2X2
bakTOpeH AMU3aMH 3a ICYEHHE B €JHO OT C/EAHHUTE 4 paMEHa:

- ECF: enupy6unus (50 mg/m? kato 601ycHa HEDKEKUNA Ha JeH 1-BH nipe3 3 ceaAMHLN),
nycmiatvH (60 mg/m2 non ¢popMara Ha ABy4dacoBa MHQY3UA Ha AcH |-BH npe3 3 ceaMuum) U 5-
FU (200 mg/m2 nHeBHO, NpuUiiarad KaTo NpoAbIXUTENHA UHDY3HUA NIpe3 UEHTPAJIEH HW3TOYHHK).

- ECX: enupy6uums (50 mg/m’ kato GoycHa MHXKEKIHA Ha J¢H 1-Bu npe3 3 ceaMuy),
pucrnatul (60 mg/m2 noxa gopmMara Ha ABydyacoBa MHQY3us Ha AeH 1-BH nipe3 3 ceAMHULIK) U
kanenuTabus (625 mg/m2 nBa NbTH AHEBHO, HENPEKBCHATO).

- EOF: enupy6uuuH (50 mg/m? kato 60nycHa MEXEKIMS Ha AcH 1-BM nipe3 3 ceaMuIm),
okcanumaatdd (130 mg/m?, npunoxen noa gopmara Ha 2-uacosa HHGY3UA Ha JieH 1-BY npe3
TpH ceamMuun) ¥ 5-FU (200 mg/m? qHeBHO, npuiiarai Kato NpOAb/DKUTEIHA UHPY3HA [Tpe3
LEHTPAIEH U3TOYHHUK),

- EOX: enupyouumn (50 mg/m® karo GonycHa MHXeKUMA Ha O¢H | -BU npe3 3 ceamuum),
okcanuiiati (130 mg/m?, npunoxex noa ¢opmata Ha 2-4acosa HHOY3NA Ha JeH |-BH npes
TpY ceAMMLM) ¥ KanenuTabuH (625 mg/m” 1Ba NbTH JHEBHO, HEMPEKBCHATO).

[TbpBUYHKUTE aHATU3M Ha €PUKACHOCTTA B NMONYJIALMATA CIIOPEA IPOTOKOJIA IOKA3Ba HE 10-M

JeyeHue, ocHoBaramy ce Ha 5-FU (koepuumeHnt Ha puck 0,86; 95% CI 0,8 - 0,99), n np
JICYECHHE, OCHOBABAlK €€ Ha OKCAIHIUIATHH CIIPAMO CXEMMTE Ha JICUCHHE, OCHOBABaILIK
HUCIIIATHH (KoePruueHT Ha prck 0,92; 95% CI 0,80 - 1,1). Meaunanara Ha o01ua npex
ouna 10,9 mecena npy cxeMu Ha JieueHHe Ha Da3zara Ha KaneuutTabuH 1 9,6 meceua npu
O0aszara nHa 5-FU.
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Meauvanara Ha 061ma mpexupseMoct € ouna 10,0 Mecenia npu cxemMu Ha JieHeHHe Ha 6a3ara Ha
uncrnatil 1 10,4 Mecena npy cxeMH Ha JieyeHUe Ha Da3ara Ha OKCAIMIUIATHH.

Kaneuntabus ¢ npunarad celo 4 B KOMOMHALMA C OKCAIHIIATHH 33 JICUCHHE HA aBaHCHpan
KapIIMHOM Ha cToMaxa. [IpoyuBaHMsATa ¢ MOHOTEpanusA ¢ KaneuuTabuH NoKa3sar, 4e Karneuuradbyx e

aKTHBEH NIPH aBaHCHPaJ KapLIHHOM Ha CTOMaxa.

Pak Ha 1e0€10TO Y€pPBO, KOJOPEKTAICH KAPLMHOM U aBaHCHpaJa KapLMHOM Ha CTOMaxa: METa-aHaJIH?3

EavH MeTa-aHaIN3 Ha [eCT KJIMHHYHM H3NMMTBaHUA (npoyyBanua SO 146935, SO14796, M66001,
NO16966, NO16967, M17032) noakpens 3aMAHAaTa ¢ KaneuuTabMH Ha MOHO- U1 KOMOHHHMpAHO
nedyeHue ¢ 5-FU npu kapuMHOM Ha CTOMaIIHO-4peBHUA TpakT. O6ob1weHuAT ananus siaoysa 3 097
MalMEHTH, EKYBAHH CBC CXEMHM Ha NICUCHHE, ChAbPXKALM KaneuuTtadbnH, n 3074 nauueHTH, JIEKYBaHH
CBHC CXEMH Ha JieueHue, cpabpkay S-FU. Meauanarta Ha BpeMeTo Ha ofa npekuBsieMocT € 703 aHM
(95% CI: 671, 745) npy nauyeHTH, NEKYBAHU CBC CXEMH Ha JIeueHHe, ChABPXKAIM KaneuuTadouy, u 683
aHH (95% CI: 646; 715) npn naureHTH, TEKYBAHH CbC CXEMH Ha JlIeueHue, Chbabpxamu 5-FU.
KoepnuueHTBT Ra puck 3a o6ma npexussemoct € 0,94 (95% CI: 0,89; 1,00, p = 0,0489), koeto
[10Ka3Ba, Y€ CXEMUTE Ha NICYEHHE, ChAbPKAlIY KaneuuTaOrH, ca ¢ He N0-MaJika ¢(PHKACHOCT OT
CXEMHTE Ha NieUeHue, ChabpKalu S-FU.

Pak Ha MJIC4YHATa XKJIe3a.:

Kombunupana mepanus ¢ kaneyumabuH u 0oyemaxcesl npu 10KaIHO HANPpeoOHA Wik Memacmazupan
PAK HA MAeYHama xcie3a

JlaHHHTE OT ¢THO MHOTOUEHTPOBO, PAHAOMH3IHPAHO, KOHTPOJIHPAHO KIIHHUYHO H3nuTBaHe dasa Il
NOAKpenAT yrnorpedara Ha KaneuutabuH B KOMOHHAUMA ¢ J01IETAKCEN 32 JICUEHUE HA NALMEHTKH C
JTOKATHO HANpEAHal WK METacTasupall pak Ha MJIICUHATA HUl€3a ClIe] HEYCneX Ha LIUTOTOKCUYHA
XMMHOTEpanus, BKIOYBallla aHTPAUMKIKHK. B T0Ba n3nuTBaHe 255 nauyMeHTKH ca Ouiy
paHIOMH3HWPAHHU 3a JIeYeHHe ¢ Kaneuntadun (1250 mg/rn2 1Ba NNTH AHEBHO 3a ABE CEeAMHMIIH,
[MocJcABaHO OT €AHOCEAMHMYCEH MEPHOJ HA MMOYHMBKA, U JAoleTakcen 75 mg/m? noa gopmara Ha
€IHOYACOoBa MHTPaBeHO3Ha HHDY3HA Mpe3 3 ceaMuuM ). 256 nauyMeHTKH ca OHM paHIOMHA3HPAHH 3a
nevenue ¢ aouetakcen camocrosatenso (100 mg/m? noa popmara Ha eIHOYACOBA HHTPABCHO3HA
HHQY3uA npe3 3 ceamuun). [IpexxnsiemocrtTa € 61s1a O-100pa B rpynata ¢ KOMOMHaUHATa
kaneunTabux + pouerakcen (p = 0,0126). Meauanarta Ha npexxuBsIeMocT € buna 442 nHu
(kaneLiuTaOuH + AoueTakces) cpeiy 352 aun (HoueTaKCces caMocToATeNnHO). O0utaTa CTefeH Ha
00eKTHBHHMA OTFOBOp Ha LA/IaTa paHIOMH3HpaHa [onylanus (o npeucHkKa Ha uicieaoparens) ¢ Ouna
41,6% (kaneuutabun + aouerakcen) cpemy 29,7% (nouerakcen camocrogtento); p = 0,0058.
BpemeTo Ao nporpecupaHe Ha 3abo0asBaHeTo € OHIIO MO-ABJrO B rpynara ¢ KoMOHHauMATa
kaneuTabnl + pouerakces (p < 0,0001). MeauaHara Ha BpeMETO JI0 nporpecupane ¢ dua 186 aum 3a
(karneuuTabnH + gouetaxcen) cpemy 128 guy (AoLETaKCEN CaMOCTOATETHO).

Monomepanus ¢ kaneyumabum c1€0 Heycnex Ha AeUeHue ¢ MAKCAHY U ChOBPIHCAWA AHMPAYUKAUK Y
XUMUOMEPAnUA, U HA RAYUEHMU, NPU KOUMoO Mepanuama ¢ aumpayukiurky He e ROKa3ana

JaHHuTE OT ABE MHOTOLCHTPOBH KIMHHYHH H3NUTBaHMUA ¢aza Il noaxpenar H3non3saHETO Ha
MOHOTEPANUA C KaneuuTabuH MpH JICYCHHE Ha MTALMEHTH CICK HEYCIEX HA CXEMH HA JICUYCHHE C
TaKCaHM M ChAbpKAlla AaHTPALMKIHMHU XUMUOTEPATHNA, UM [IPYA NAUUEHTH, [IPU KOUTO
NPOABIDKABAHETO HA JICUCHHUETO C aHTPAUMKIIHHYE HE € MoKa3aHo. B Te3n unutBanus oduio 236
NaHEHTH ca MK JIeKyBaHH ¢ Kaneuntadus (1250 mg/m’ aABa IbTH JHEBHO B POAB/DKCHHE HA JIBE
CEAMHLIM, NOCIEABAHM OT €IHOCEAMHYEH NEPHOA HA NMouKBKa). O6l1aTa CTENEH HA ODEKTHBHH. —

u3nuTBaHe). MennaHara Ha BpeMeTo A0 nporpecupade € 6umna 93 auu u 98 qun. Meana
npexcupaeMocT € 6una 384 auu u 373 guwu.

BcHukKH noxKa3zaHus:
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MeTta-ananu3 Ha 14 KIMHUYEHN U3NUTBaHUA ¢ JaHRHW OT HaJ 4700 nauueHTH, TCKYBaHH C KaNlCHUTAOMH
KaTO MOHOTEpaNHA WM C KaneuuTabMH B KOMOMHALMA C Pa3IMYHH CXEMH HA XHMHOTEpanus npH
MHO)YKECTBO I10Ka3aHMA (pak Ha 1e0esloTo YEPBO, KOJMOPEKTANECH KapLHHOM, KapLUMHOM Ha CTOMaxa H
paK Ha MJICYHATA JIe3a), NOKa3Ba, 4€ NaUHEeHTH Ha KaneuuTabKuH, KOHUTO pa3BHUBAT CHHAPOM PbKa-Kpak
(CPK), uMaT No-npoab/DKMTEIHA 00112 IPEXUBAEMOCT B CPABHEHUE C NALMEHTUTE, KOUTO HE Pa3BHBAT
CPK: meamnana Ha obiuara npexkussemoct | 100 auu (95% CI 1007; 1200) copamo 691 aum (95% C
638; 745) ¢ koeduuueHT Ha puck 0,61 (95% CI 0,56, 0,66).

[leanaTpuuHa nonmyJauus:

EBponeiickaTa areHUMs IO JIEKapCcTBaTa 0CBOD0XK1aBa OT 3aJb/DKCHHETO 33 POBEXKAAHE Ha
MPOYYBAHUA C KanenuTabuH BbB BCHUKH NOAIPYIH Ha NEAHaTpHYHATa NMONyNaliHsa NpH
aJ€HOKapLUMHOM Ha IIPaBO Y€PBO U PEKTYM, aJCHOKAPIIMHOM Ha CTOMAaxa U PaK Ha MJIEYHATA XJ1e3a (
BX. Touka 4.2 3a HHPOpMALMA OTHOCHO YNIOTpeda B neAHATPHATA).

5.2 dDapMaKOKHHETHYHM CBOHCTBA

dapMakOKHHETHKATA HA KanenuTabuR € n3cneaBada B 1030BUA Auamna3oH ot 502-3514 mgfmzf,uen.
[lapamerpuTe Ha kaneuuTabHH, 5’ -ne30kcH-5-payopountunmnt (5'-DFCR) u Ha 5°-ae30kcu-5-
¢nyopoypuaus (5’-DFUR), onpeneneny Ha NbpBUA K HA YETUPHHAJECETHA ACH, ca OHIIM CXOAHU.
AUC na 5-FU e 6una ¢ 30%-35% no-sucoka Ha acH 14. HamaneHueTo Ha no3aTta Ha KaneuuTadOuH
BOAH N0 HAMAIABAHE HAa CUCTEMHATA ekcno3uums Ha S-FU, koeTo € no-roasMo 0T NponopuuoHanHOTO
Ha CHOTBETHATA A03a NMOpaju HEJMWHEeHHaTa PapMaKOKMHETHKA Ha aKTUBHUA METa0O0MIUT.

Abcopbumsi:

Cnen nepopallHO NPUNOXKEHHE KaneuuTabuH ce abcopbupa Obp30 M B roasaMa CTENEH, CIea KOeTo
MHTEH3UBHO ce npeBpbiia B Metabonutu - 5’-DFCR u 5°-DFUR. [Ipuemanero 3acaHo ¢ xpaHa
HaMaJIgBa CKOpPOCTTa Ha abcopbuua Ha KanelMTabHH, HO TOBa HMA HE3HaYNTeNeH edeKT Bbpxy AUC
3a 5°-DFUR u Ha AUC 3a cnegsamtus metabonut 5-FU. Tlpu go3a 1250 mg/m?, npueMana caen
XpaHEHE Ha AcH |4, MaKCHMAJTHHUTE IU1asMeHHn KoHueHTpanuy (Cmax B pg/ml) 3a kaneuurabus, 5°-
DFCR, 5’-DFUR, 5-FU u FBAL ca 6unu crotBeTHO 4,67, 3,05, 12,1, 0,95 u 5,46. Bpemerto no
Nnojy4aBaHE HA MAaKCHMAJIHUTE 1a3MEHU KOHUEHTpauuH (Tmax B yacose) e 6uno 1,50, 2,00, 2,00,
2.00 u 3.34. CroitHoctute Ha AUC(Q- oo B pgeh/ml ca bunu 7,75, 7,24, 24,6, 2,03 u 36,3.

PasnpeneneHue:

[IpoyuyraHHaTa In Vvitro ¢ YOBEIIKA I171a3Ma ca NokazanM, ye kaneuutabun, 5’ -DFCR, 5’DFUR u 5-FU
Ce CBBP3BAT € INIA3MECHHUTE NPOTEHHH, MPESAUMHO ¢ a10YMHH, CHOTBETHO B 54%, 10%, 62% n 10%.

buotpancdopMauus:

Kaneumrabun ce Mmerabonuiupa Hai-Hanpen oT yepHoApoOHaTa kapbokcunecrepasa g0 5'-DFCR,
KOUTO cnen ToBa ce npespoila B 5'-DFUR ot nuTHaNH Ae3aMHHalaTa, JTIOKAIM3HpaHa NPeaMMHO B
yepHUA Jpo6 U B TYMOpHHTE ThbKaHU. [[0-HATaThIUHOTO KaTalUTHYHO akTHBHpaHe Ha 5°-DFUR ce
OCBILIECTBABA OT THMHAMH docopunazara (ThyPase). EH3uMHUTE, KONTO y4acTBAT B KATANTHTHYHOTO
aKTHBUPAHE, Ca OTKPUTHU B TYMOPHHU TBKAHH, HO U B HOPMaJIHY TbKaHH, MaKap U OOMKHOBEHO B 10-
MaJIKi KOHUeHTpauuH. [locnenoBarentara eH3uMHA OHOTpaHCPOpPMaLIMA Ha KaleUunTa
BOJM JI0 NTONYYABAHE HA MO-BHCOKHU KOHLEHTPALIMM B TYMOpHUTE ThKAHH. [Ipn kong
BEpOATHO reHepupaneTo Ha 5-FU ce ochILecTBABA B rOAsiMaTa CH 4acT B KJICTKUT
cTpoma. Criell nepopanHo NPUIOKEHHE Ha KanelMTabMH NMpH NaiueHTH ¢ KOJop

"n

S

gcR

ThKaHU € 6ui0 3,2 (¢ ananazoH ot 0,9 10 8,0). CHLOTHOLIEHHETO Ha KOHLIEHTpAL 1‘}1&13 Sa-FEI B, ;*‘ : '

TyMOpa KbM T€3M B r1a3mara ¢ 6uno 21,4 (¢ amanason ot 3,9 10 59,9, n=8),ac \ q}uemfem Me}lmy ; ;’,
3JpaBHTE ThbKAHM M IIa3Mara € ouno 8,9 (¢ amamason ot 3,0 go 25,8, n = 8). AXTHBR
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bocdopunazara e Ouna H3MepeHa U € YCTAHOBEHO, Y€ B MLPBUUYEH KOJOPEKTANCH TYMOp € Onna 4 nbTH
[MO-BHCOKA OT Ta3M B ChCEIHHUTE HOPMAHH ThKaHHU. Criope] HMYHOXUCTOXMMHUYHHNTE [IPOYYBaHMA,
THMHAHH ocdopriazata Mo BCAKA BEPOATHOCT € JIOKAJM3UPAaHA B MOJ1AMaTa CH 4acT B8 KJIETKMTE Ha

TYMOpHATa CTpOMa.

Cnen ToBa, Upe3 eH3uMa AUXUApPOoNHpHMHANMH aexuaporenasa (JI1/]), 5-FU ce karabonuiupa 10
3HAYHTENMHO T0-CNabo TokcuuHuA auxuapo-S-gnyopoypauun (FUH2). JluxuaponnpumuaunHazara
pa3lensa NHPUMHRIKHOBHA NIPBCTEH 10 S-gnyopo-ypenaonponronosa kucenuna (FUPA). Hakpas
Oera-yperaonponnonasara pasuensa FUPA no anda-¢gpnyopo-6erta-ananuu (FBAL), koifto ce otaens
C ypuHaTa. AKTHBHOCTTA Ha AMXHAPONUPUMHAHH Rexuaporexnasata (A1) e crenanoro, KoeTo
orpaHH¥aBa CKopocTTa Ha peakumara. Jedpuuur Ha JI1/] Moxe ga noseae a0 NOBHIICHA TOKCHYHOCT
Ha KaneuuTabuH (Bx. Touka 4.3 u 4.4).

EAUMUHHpaHe:

ENMMHHAUHMOHHHAT MMOJYXHBOT (t;2 B uacoBe) Ha Kaneuuradun, 5’-DFCR, 5’-DFUR, 5-FU u FBAL ¢
cpotBeTHO 0,85, 1,11, 0,66, 0,76 1 3,23. Kaneuutadbuy M Heropure MeTabONUTH CE€ CKCKPETHPAT
[IpeAHMHO UYpe3 YPHUHATA;, B ypUHATaA c€ HaMupa 95,5% 0T NpuiokKeHaTa J03a Ha KaneuruTabMH.
Exckpeunsara ¢ ¢pexanuure € MuHMManHa (2,6%). [ TaBHUAT META0O/HUT, KOWTO CE EKCKPETHpPA Upe3
ypuHata, ¢ FBAL, npeacrasnsasaill 57% ot npunoxenara no3a. Okono 3% 0T npueTaTa 403a ce
EKCKpeTHpa 4pe3 YPHUHaTa HEMPOMEHEHa.

KoMOMHHpaHa Tepanud:

Knuauyau n3nurBaHus ¢daza |, oueHspamy egekra Ha KafeuuTabut BepXy (papMakOKHHETHMKATA HA
JOLIETAKCEN WM NAKIUTAKCEN U 00paTHO, HE ca MoKa3alu ¢PeKT Ha KaleuuTabHuH BbPXY
dapmakokHHEeTHKATa Ha goueTtakcen wnn naknurakcesa (Cmax u AUC) # Ha aoueTakcen Uiy
NMaKnuTaKcesa BbpXy papMakokruHeTvkata Ha 5'-DEFUR.

PapMaKOKHHETHKA NPH CIEUHATHYH NONYyIalMu:

HanpascH ¢ monynaquoHeH papMakOKMHETHUEH aHANIM3 ClIEH edeHUe Ha S0 mauMeHTH ¢
KONOPEKTANEH KapUMHOM ¢ KaneuuTabun B 103a 1250 mg/m’ a8a nbTH Ha AeH. [TonsT, HAIHYHETO HITH
JIMNCATA HAa YEPHOAPOOHHU MeTacTasn npeau NeucHueTo, obuoTo cretoAaHue no Karnofsky, rtoranuuar
ounupyoul, cepyMHUAT anOyMuH, ASAT n ALAT He ca uMaii CTATHCTHMCCKH 3HAYUM ¢(EKT BLpPXY

¢apmakoknHeTukata Ha 5’ -DFUR, 5-FU u FBAL.

Hayuenmu ¢ weprnodpobro yepexcoane nopadu yepnoopobnu memacmaszu.: Cropen
(hapMaKOKHHETHYHO MPOYYBAHE MIPH MaUMEHTH C OHKOAOTMYHO 3a00/4BaHE C JIEKO 0 YMEPEHO
4yepHOAPOOHO YBpEXKAaHE NOpaau YepHOAPOOHH MeTacTa3n, OMOHATHYHOCTTA Ha KaneuHWTab1H u
excnosuuMaTa Ha 5-FU Moxe na ca yBeNHU€HHU B CpaBHEHME ¢ NallMeHTUTe 6€3 yepHoapobHo
yepexaade. Hama papMakoKMHETHYHY JAHHH [TPY MALKEHTH C TEXKKO HEPHOAPOOHO YBpeKAaHe.

[Tayuenmu c 6vbpeuno yepeowdane: Pe3yntatute oT (PapMakOKMHETUYHOTO NPOYUYBAHE NTPU MALMEHTH
C OHKOJIOTMYHO 3a00JIIBaHE C YMEPEHO A0 TEXKO ObOpEedHO yBpeXaaHe HE ITOKA3BaT (KT Ha
KpEeaTHHHHOBHSA KIMPBLHC BbPXY (PAPMAKOKMHETHKATA HA MHTAKTHOTO JIeKapcTBO U Ha 5-FU.
YCTaHOBEHO €, 4e KPCaTHHHHOBHAT KJIMPLHC MOBIMSIBA CHCTEMHaTa ekcrno3vuuug Ha 5°-DFUR

ypenndeHne Ha AUC npu HamaneHue Ha kpeaTHHHHOBHSA KIMPBHC ¢ 30%). FBAL e meTabon
AHTUNPONU(PECPAaTHBHA AKTHBHOCT.

Hayuenmu e cmapuecka evzpacm: [lonynaumoHHUAT papMaKOKHMHETHYCH aHAIN3 NIPH MNa
LIKPOK AHAINA30H Ha Bb3pacTTa (0T 27 10 86 roanuHH)}, KONTo ¢ BKIouBan 234 (46%) nau
Bb3pacT 65 roZIMHK 4 NO-Bb3PACTHH, € MMOKA3al, 1€ Bb3PacTTa HE OKa3Ba BIIMAHHE BEPXY \\
dbapmakokuHeTrkata Ha 5’-DFUR u na 5-FU. AUC na FBAL ce yBenuuaBa ¢ Bb3pactTa (20
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ce IBJDKK Ha nMpoMeHH B OnOpednaTa QyHKIHA.

Emnuvecku gpaxmopu: Cnea nepopatHo npunoxenye Ha 825 mg/m’ kaneuutabuH OBa MbTH JHEBHO B
MPOABLIDKCHUE HA |4 qHM, NaLMEHTH OT ANOHCKH Npou3xold (n = 18) ca umManu ¢ okos1o 36% mo-HuckKa
Cmax u ¢ 24% no-uucka AUC Ha kanmeuutabuH B CpaBHEHHE ¢ NALMEHTH OT EBPONICH/IHATA paca (n =
22). ITallMeHTUTE OT AMOHCKH NIPOU3X0J Ca UMAJHU CBINO 0KOJ0 25% mo-Hucka Cmax ¥ 34% nmo-HUCKa
AUC na FBAL cnpsMo maupeHTUTE OT €BpONeuaHaTa paca. KnMHUYHOTO 3HAYEHHE Ha TE3U Pa3/HKHY ¢
Hen3BecTHO. He ca HabnioaaBaHM 3HAMMMM Pa3yIMKH B €KCITO3HIHMATA Ha IpyruTe MeTadONHTH (57-
DFCR, 5°’-DFUR u 5-FU).

5.3 IllpeAKIHHHYHH DAHHK 33 0€30MACHOCT

[Ipu npoyuBanusATa 32 TOKCHYHOCT [IPpU MHOTOKPATHO MPHIIOKEHHUE, €XEIHEBHOTO NIEPOPaTHO
MPHIOKEHHE HA KaneuutabuH npy MailMyHH OT poia cynomolgus ¥ npH MHILKH, € JOBENO 10
TOKCHYHH €()eKTH BbPXY CTOMAalllHO-YPEBHATA, JIMMPOUIHATA U XEMOIMOETHYHA CHCTEMH, KOHTO Ca
THIIHYHM 33 QIYOPONUPHUMHAHHNTE. Te3n ToKCUYHM €dekTH ca Ounu obpatumu. Ilpu kaneunutabuH ca
HaOMoJaBaHM NPOSABH HA KOYKHA TOKCHYHOCT, XapaKTEpU3Upalla Ce ¢ AereHepaTHBHM/perpeCcHBHH
uiMeHeHHA. KaneuurabuH He e ToxcuueH 3a yepHus Apod u 3a [HC. CrpacyHOCHA0BA TOKCHYHOCT
(Hanp. yaemkaBane Ha PR- u Ha QT-uHTepBana) ¢ ycraHoBeHa npyd MaliMyHH OT poAa cynomaolgus
cjaea HHTpaBeHO3HO BeBexaaHe (100 mg/kg), HO HE M clie] MHOTOKPaTHO NEPOPATHO NPHIIOKECHHUE
(1379 mg/m’ na aex).

Enso aBerogyiiHo npoyyBaHe 3a KapUUHOMEHHOCT IIPY MULLIKHK HE € MOKA3aJ10 JaHHM 3a KAPLHHOIEHEH
edeKT HA KaelMTaOuH.,

[Ipu cranpaprHUTE NPOy4YBaHHA HAa QEPTRIMTETA € HAOMIOAaBaHO HapyLICHUE Ha epTUaMTeTa Ha
KCHCKH MHILIKH, NOJTy4yaBallH KaneuutabuH; To3u edekrt obaue € bun obpatnm cnea nepuon O3
npueMaHe Ha JekapcTBoTo. OCBEH TOBA, NPH €OHO 13-CeqMHUYHO NPOYYBAaHE ca OMIIM OTKPUTHU
aTpodHUUHU U ACTCHEPATHBHH [IPOMEHH B PENIPOAYKTHBHHUTE OpraHy Ha MBXXKH MHUIKH; Te3H eeKTH
obauye ca bunm obpaTHMu cnen nepuol 6€3 NpUeMaHe Ha J1eKapCcTBOTO (BX. TOYka 4.6),

[Ipn npoyuBaHKA 3a TEPATONSHHOCT H eMOPHOTOKCHYHOCT MTPH MULUKH € Ha0JI0/1aBaAHO CBBP3aHO C
J103aTa YBEJANYEHHUE HA eTanHuTe pe3opOunm M Ha TeparoreHHocTTa. [Ipu MmaitMyHH ca bunu
HaOogaBaHK abopTH U eMOPHOHATHA CMBPTHOCT NPH BUCOKH A03M, HO O€3 JaHHH 3a TePaTOreHHOCT.

KaneunrabuH HAMa MyTarcHHO JCUCTBHUE in vilro BbpXY DakTepuu (TecT Ha Ames) HIU BhPXY KIETKHU
oT 6o3arHuK (TecT 3a renHa mytauus V79/HPRT Ha xutakickn xamctep). [lonobuo Ha apyru
HYK/JICO3UIHH aHan03H (Hanp. 5-FU) obaue, kaneunTabMH MMa KNacTOr¢HEH €eKT BBPXY YOBEIUKH
nuM$poLUTH (in vilro) 1 NoKa3Ba NOIOMKUTEIIHA TEHAECHUMS IIPH MUKPOHYKJIEYC-TECT HA KOCTEH MO3BK
OT MHULIKHU (in vivo).

6. OPAPMAILEBTHYHH JAHHHU
6.1 ChnuchbK HA TOMOUIHHUTE BELIeCTBA

HAOopo na mabremxama:
JlakTo3a, 0e3BogHa
Llenyno3a, MUKPOKpHCTAIHA
Kpockapmenosa HaTpHH
XHIIpOMeEno3a

Marsesuer creapar

Obsusxa Ha madremkama.
Xunpomesniosa

Tank

TurtanoB auokcua (E171)
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Kenesen okena, uepseH (E172)
Kenesen okeua, kbt (E172)

6.2 HecbBMECTHMOCTH

To3u nexkapcTBeH NpOAYKT HE TPAOBA /1a €€ CMECBA C JIPYI'H JICKAPCTBCHM MPOAYKTH, C U3KJIIOUYCHHE Ha
[MOCOYEeHUTE B TOYKA 6.6.

6.3 Cpok Ha roaHocr
4 roJANHH
6.4 CoeuHa/lHH yCJI0BHS HA CbXPaHEeHHe

Jla ce cbxpansiBa npu temreparypa noxa 25°C.

6.5 BuaucbabpKaHHe HA ONIAKOBKATA

Kaneuuradbun 3eHTnBa K.c puaMupaHy TaOJICTKH ca OnakoBaHH B rnpo3paunu onucrepu ot PVC/PVDC
— ATyMHHHEBO (POJIHO.

CbrbpKaHUE HA ONAKOBKATA:
Kaneuuradbun 3enTuBa k.c 150 mg ¢punmMupann tadieTkH
baucrepna onakoBka: 60 ¢puimupanu tadnetku (6 6nucrepa no 10 radnerkn).

Kanenutadbusn 3entuBa k.c 500 mg ¢punMupanm tabiaeTku
BnucrepHa onakoBka: 120 dpunmupann tabnerku (12 6nucrepa no 10 Tabiuerkn).

6.6 ChoeuuaJHH nNpeanasHd MEepPKH MPH U3XBBPJ/IsIHE

Hsma cnieumaliHi M3MCKBaHMA 3a U3XBBPJISIHE.

e [IPUTE/XKXATEJI HA PASPELLHEHHUETO 3A YIIOTPEbBA

Zentiva, k.s.,

U kabelovny 130,
Dolni Mécholupy,
102 37 Prague 10,

Yewmka penyoanka

8. HOMEP HA PASPEILIEHUETO 3A YIIOTPEBA
Per. No:

9. JJATA HA ITbPBO PASPELIABAHE/INIOITHOBSABAHE HA PASPELIEHUETO 3A

VIIOTPEBA
JlaTa Ha MbPBO pa3pelliaBaHe: / "W N0 Ao
JlaTa Ha MOCJCAHO MOJAHOBSIBAHC: / /& — ~o :\h
Il = 7 j? g s, h*. 3 ‘__) ""-.l
f{ 3%/ 49 A
[{ &< [ %o \ Za )
10. JATA HA AKTYAJIUBUPAHE HA TEKCTA (| 1 £ AT
t..-l -| ".. .' L 'I
13.09.2024 . \ 2\ ¥
I . e N ﬂ"':d-.‘.ll.'-.b:";f
e ST L
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