MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT
Capecitabine Accord 150 mg ¢unmupanu TadiaeTku
Capecitabine Accord 300 mg ¢punmupanu TabneTku
Capecitabine Accord 500 mg ¢uimupanu TabIETKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Capecitabine Accord 150 mg dunmupaHy TabieTKu
Beska ¢punMupana tabietka chabpika 150 mg kanenutabun (capecitabine)

Capecitabine Accord 300 mg guamupanu TabIETKH
Bcesika punmupana tadbnerka crabpika 300 mg kanenuTabun (capecitabine)

Capecitabine Accord 500 mg ¢unmMupanu TabaCTKH
Bcesika punmmupana Tabnerka chabpika S00 mg xanenuraduH (capecitabine)

IToMoOIIHO BEMIECTBO C U3BECTHO JIEUCTBUE
Capecitabine Accord 150 mg ¢urmupanu mabaremxu
Bcesika punmupana tabnerka cpabpika 7 mg 6e3BoHa JIAKTO3a.

Capecitabine Accord 300 mg ¢urmupanu mabremxu
Bcesika punmupana tabnetka cpabpka 15 mg 6e3BogHa akTo3a.

Capecitabine Accord 500 mg durmupanu mabaemru
Bcesika punmupana tabietka cpabpika 25 Mg 6e3BoHa JTaKTO3a.

3a IIBJIHUS CHUCHK Ha ITOMOIIHHUTEC BEIUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka

Capecitabine Accord 150 mg buimupanu TaOIETKH

®duiMupaHnuTe Ta0IETKH Ca CBETJI00PAHKEBH, TBOMHO M3ITbKHAJIH, C IPOABIroBara hopma, ¢
nbipkuHa 11,4 mm u mupuna 5,3 mm, ¢ BarbOHaTO penedHo o3HadeHue “150” oT enHaTa cTpaHa u
IJIaJIKK OT Jpyrara.

Capecitabine Accord 300 mg duamupanu TabeTKH

Ounmupanute TabaeTku ca 6enu 40 Mo4TH 0esn, TBOWHO U3IbKHAJIM, C IPOIbJroBara popma, C
IbipkrHa 14,6 mm u mupuHa 6,7 mm, ¢ BiurbOHaTo penedHo o3HaueHue “300” oT eqHaTta cTpaHa U
TJIagKy OT ApyraTa.

Capecitabine Accord 500 mg dbuimupanu TabIETKH

®duMupaHuTe Ta0IETKH ca ¢ MPACKOBEH IBAT, IBOMHO M3IIbKHAIIN, C TPOABIAroBara Gopma, ¢
IbipkuHa 15,9 mm u mupuna 8,4 mm, ¢ BarbOHaTO penedHo o3HaueHue “500” oT eaHaTa CTpaHa U
TJIaJKU OT ApyraTa.

4. KJIMHUYHU JJAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Capecitabine Accord e moka3aH 3a JE€4YCHHETO Ha:



-3a aIF0BAaHTHOTO JICUCHHE Ha TIAITUEHTH CJIC]T XUPYPTrHUsl Ha pak Ha ne0eroTo yepBo cramaumit 111
(cragmii C mo Dukes) (Bx. Touka 5.1).

-METacTa3upall KOJIOPEKTAICH KapIIMHOM (BXK. To4ka 5.1).

-JIeueHHe OT ITbPBA JIMHUS MTPH aBaHCUPAJ KapIIMHOM Ha CTOMaxa B KOMOHMHAIIHS ChC CXeMa Ha
JiedyeHue Ha Oa3aTa Ha TuiaTuHa (BXkK. Todka 5.1).

B KOMOWHAIINSA ¢ AoIeTakcel (BX. Todka 5.1) 3a JleueHNE Ha MAMEHTKY C JIOKATHO aBaHCHPAJ WITH
MeTacTazupai pak Ha MJICUHATa XkKJIe3a CJIe]l HEyCleX Ha IIMTOTOKCUYHA XUMUOTEPAIIUs.
[IpenmectBanioro geueHUe TPSAOBA J1a € BKIIFOYBAIO aHTPAIMKIIMH. KATO MOHOTEpAIHs ITPH JICUCHUE
Ha TAIMEHTKH C JIOKAJTHO aBaHCUPAJ FJIM METAacTa3nupaj pak Ha MIICYHATA JKJIe3a CIie/l HeycIieX Ha
Tepamnus ¢ TAaKCaHU U C XUMUOTEPAIIEBTUYHU CXEMHU, ChAbPKAIIN aHTPAIIUKINHHI, UITU TIPU KOUTO HE €
MOKa3aHO MPOIBKABAHETO HA TepPaIUATa C aHTPALUKIUHU.

4.2 Jlo3MpoOBKAa M HAYMH HA MPUJIOKEHHE

Capecitabine Accord tpsioBa ia ce mpeamnucea caMo OT KBaIH(UIMPaH JIeKap, C OMUT B MIPUIIATaHETO
Ha aHTHUHEOIUIACTHYHH JIEKAPCTBEHH MPOAYKTH. [IpH BCHUKM MAMEHTH CE MPEenopbhyBa BHUMATEITHO
IMpocCJICAABAHC IO BPEMC Ha IbPBUS HUKBJI OT JICUCHHUCTO.

JledenueTo TpsOBa /a ce MpeyCcTaHOBH, aKo ce HaOIro/1aBa MporpecupaHe Ha 3a00JIBAHETO WIIH
HEMIOHOCUMAa TOKCUYHOCT. M3uncienus Ha cTaHIapTHAaTa M HaMaJIeHaTa J103a CIope]| TelecHaTa
NIOBBLPXHOCT NPy HavanHu Jo3u Ha Capecitabine Accord or 1250 mg/m? u 1000 mg/m? ca
npe/icTaBeHn ChoTBEeTHO B Tabmumm 1 u 2.

203H[20BK3

[IpenopruBana no3upoBKa (Bx. Touka 5.1):

Monomepanus
Pak Ha 1e0eJ1I0TO YEPBO, KOJOPEKTAICH KAPIIMHOM M paK Ha MJICUYHATA JKJIe3a

ITpu MoHOTEpAaIMs penopbhUBaHaTa HAYAIIHA /1032 Ha KarenuTabuH Py aJIF0BAaHTHO JISYSHNE Ha paK
Ha 1e0eII0TO YepBo, NpH JICUCHHE Ha METacTa3upall KOJIOPEKTAICH KapIIMHOM WJIH Ha JIOKAITHO
aBaHCHpPaJl MWJIM METAacTa3upall paK Ha MjIedHaTa xkJie3a e 1250 mg/m?, mpuinoskeHa 1Ba IIbTU JHEBHO
(cyTpuH u Beuep; paBHsBama ce Ha 2500 mg/m2 o01m1a THEBHA J103a), B IPOABIKEeHUE Ha 14 nHH,
MOCIIeIBAHM OT 7 THU Oe3 MpuiIoKeHne. AFOBAaHTHOTO JICUSHHE MTPH MAIUSHTH C paK Ha 1e0eI0To
yepBo ctanauii I1I ce mpenoppuBa Aa MpoabHKK 00O 6 Meceria.

KomOunupana Tepanus

Pak Ha 1e6e510TO 4epBO, KOJIOPEKTaJIeH KapIIMHOM M KapIIMHOM Ha cToMaxa

[Tpu koMOUHHUpaHO JeueHHe NPENnophUBaHaTa HavallHa J]03a KanenuTabuH TpsioBa Jja ce HaMalu JI0
800-1000 mg/m?, npuiiokeHa Ba 6T JHEBHO B IPOJBIKEHUE HA 14 HM M MOC/Ie[BaHa OT 7-HEBEH
TIEPHO/I Ha TIOYMBKA, WK 110 625 MQ/M? 1Ba IbTH AHEBHO NPH TIpUJIarate 0e3 MpeKbeBane (BkK. TOUKa
5.1). IIpu KOMOMHALMS C MPUHOTEKAH, TIPENOPHUMTENHATA HadaHa 103a € 800 mg/m? npunoxena
JIBa ITbTH AHEBHO B MPOJBJDKEHHE Ha 14 1HU, MocieBaHa oT 7-IHEBEH MEpUO/]] Ha TIOUYNBKA, B
KOMOMHanus ¢ upuHoTekan 200mg/m? Ha nen 1-Bu. BxirousaneTo Ha 6eBannzymab B KOMOMHMpPaHa
cxeMa Ha JieueHHe He OKa3Ba BIIMSHHUE BbPXY HavaIHaTa /1032 Ha KareruraduH. [Ipemennkarmst 3a
MOJUTBPXKAHE Ha aJICKBaTHA XUpATAIUs M MEPKH NIPOTUB MOBPBIIIaHE CHIITACHO KpaTKaTa
XapaKTepUCTUKA Ha MPOIYKTa Ha MUCIIATHHA TPAOBa Ja ce 3alovHe MpeIy MPUIaraHeTo Ha
UCIIATHHA MTPU TIAMEHTH, MTOJTy4YaBaly Karenutabud B KoMOuHanms ¢ nucrmaruia. [Ipenopbusa ce
peMeIMKaIis ¢ aHTUEMETHIIN ChINIacHO KpaTkara XapakTepHcTHKa Ha MPOAYKTA HA OKCAIUTUIATHHA
NIpY TIALMEHTH, [ToJy4YaBalid KoMOMHauusATa KanenuTabuH IIroc okcanumiaruHa. [lpenoprusa ce
a/IFOBaHTHO JIeUeHHUE MPU MALMEeHTH C paK Ha ebenoTo uepBo B ctanuii |11 B mpogbkenune Ha

6 mecena.

Pak na mireunara je3a




B komOuHanus ¢ norerakcen npenopbyBaHaTa HadyaiHa J103a KareluTaOuH MpH JICUYeHHUE Ha
MeTacTasMpall paK Ha MjIedHaTa xie3a e 1250 mg/m? 1sa mbTu IHEBHO B MpOAbIKEeHHE Ha 14 nHu,
OCIIEZIBAHY OT 7-JHEBEH IIEPUOJ] Ha TI0YMBKA, €HOBPEMEHHO ChC 75 MQ/M? nouerakcen mos
(dopMaTa Ha eTHOYACOBA MHTPABEHO3HA MHPY3us mpe3 3 cenmuiy. [Ipenu npunaraseTo Ha
JIOTIeTaKces MY MalMeHTKH, TT0JTydaBalld KOMOWHAIIMATA KaeIUTa0H C JIOLETaKCce, TPsAOBa Ja ce
3aroyHe MpeMeJIUKaIUs ¢ TIepOPaICH KOPTUKOCTEPOUI, KaTO IEKCAMETa30H, B ChOTBETCTBUE C

KpaTKaTa XapaKTCPUCTHUKA Ha IPOAYKTAa Ha JOLIETAKCEII.

Hzuucnsasane na oozama na Capecitabine Accord

Tabmuna 1 M3uucnsBaHe Ha CTaHJAapTHATA M HAMAJICHATA J103a CIIOPE]l TeIeCHaTa HOBBPXHOCT
IpU HavasHa J103a Ha KanenuTabud ot 1250 mg/m?
Huso na no3a ot 1250 mg/m?
(1Ba THTH JTHEBHO)
IIpnHa no3a Bpoii Ha TabneTkuTe OT Hamanena nosa Hamanena
150 mg, 300 mg u/unu Ha (75 %) 032
tabnetkure or 500 mg Ha (50 %)
1250 mg/m? | npuem (3a BCAKO MPUIIOKEHHE 950 mg/m?
Cce 1aBaT CyTPHH U BEYEp) 625 mg/m?
Tenecna Jo3a Ha 150mg | 300mg | 500 mg | Hoza Ha mpuem Jo3a Ha
MOBBPXHOCT npuem (Mg) (mg) npuem (Mg)
(m)
<1,26 1500 - - 3 1150 800
1,27 -1,38 1650 1 - 3 1300 800
1,39-1,52 1800 1 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 1 4 1800 1150
1,93-2,06 2500 - - 5 1950 1300
2,07-2,18 2650 1 - 5 2000 1300
>2,19 2800 1 5 2150 1450
Tabnuma 2 M3uucnsaBane Ha CTaHAAapTHATA M HAMAJICHATA J103a CIIOpE]l TeIeCHaTa HOBBPXHOCT
IIpY HayasHa J103a Ha Kanenurabun ot 1000 mg/m?
Hwugo Ha no3a ot 1000 mg/m2
(nBa BT JHEBHO)
IIpnHa no3a Bpoii Ha TabneTkuTe OT Hamanena nosa Hamanena
150 mg, 300 mg u/unu Ha (75 %) no3a (50 %)
tabnerkute ot 500 mg Ha
1000 mg/m? | mpuem (3a BCAKO MPUIOKEHHE 750 mg/m? 500 mg/m?
Cce J1aBaT CYTPHH U Bedep)
Tenecna Ho3a Ha 150mg | 300 mg | 500 mg | Mo3a Ha mpuem Ho3a Ha
MOBBPXHOCT npuem (Mg) (mg) npuem (MQ)
(m’)
<1,26 1150 1 - 2 800 600
1,27 -1,38 1300 1 2 1000 600
1,39-1,52 1450 1 1 2 1100 750
1,53-1,66 1600 2 2 1200 800
1,67-1,78 1750 1 2 2 1300 800
1,79-1,92 1800 1 3 1400 900
1,93 -2,06 2000 - - 4 1500 1000
2,07-2,18 2150 1 - 4 1600 1050
>2,19 2300 1 4 1750 1100

AjanrtupaHne Ha 103aTa 0 BpeMe Ha JICUYCHHUETO:




OO0 HTOT0XKEHUS

TokcHYHOCTTA, KOATO C€ ABJDKU Ha MPUIIAraHeTO Ha KalelMTa0uH, MOXKe J1a C€ KOHTPOJIMpa Ype3
CUMITOMATHUYHO JICYCHUE W/UIU Moauduirpane Ha o3aTa (MPEKbCBaHE Ha JICUCHUETO WIIN
HamaJsBaHe Ha 7j03aTa). BemHbxk ako ce HaMaw, 103ara He TPsAOBa Jia ce yBelln4aBa mo-KbcHo. [Ipu
TaKWBa MPOSBU Ha TOKCUYHOCT, 32 KOUTO JICKYBAIIUAT JIEKap CUNTA, e € MAJIKO BEPOSITHO Jia ce
MPEBbPHAT B CEPHO3HU WIIW )KUBOTO3aCTpaIllaBallly, Harp. ajJoleius, MPOMsSIHa Ha BKyca, H3MCHCHHUS
Ha HOKTHTE, JICUCHUETO MOXKE J1a TIPOJIBIDKH ChC ChINlaTa J103a, 0e3 Ja ce HaMalsiBa WK NPEKbCBa.
[TanmenTrre, TeKyBaHH ¢ KanenuTaOWH, TpsOBa Ja ca MHPOPMHUPAHH 32 HEOOXOJUMOCTTA OT
He3a0aBHO MPEKBCBAHE Ha JICUCHUETO IIPU MOSIBA HA YMEPEHA WJIHM TEXKKa TOKCHYHOCT. J[o3uTe Ha
KarenuTabrH, KOUTO ca MPOIyCHATH MOPaJu TOKCHYHOCT, HE ce 3amecTBar. [IpemoppuBar ce
CJICJTHUTE U3MEHEHUS Ha J103aTa MOPaId TOKCHYHOCT:

Capecitabine Accord 150 mg 1 500 mg ¢uaMupanu TabIeTKH

Ta6mmma 3 CxeMa Ha HaMaJIeHHE Ha 03aTa Ha KarmeluTaOuH (3-ceIMUYEH UKBII U
HEIPEeKbCHATO JICUYEHHE)

Crenenu Ha IIpomenu Ha 103aTa npe3 HUKBJIA AjanTupaHe Ha 103aTa 3a
TOKCHYHOCT* HA JieyeHue cJaeIBaIMs IUKBJ/103a
(% ot HayajTHATA 1032)
eCmenen 1 Ilonospxa ce no3ara IMognepxa ce nozata
eCmenen 2
[TepBa mposiBa [TpexneBa ce 10 B3CTaHO- 100 %
BsiBaHe Ha creneH 0 —1
Bropa mposiBa 75 %
Tpera nposiBa 50 %
YerBbpTa IposiBa IIpexnCBa ce JIeueHHeTo H300110 Henpuoxxumo
eCmenen 3
[IppBa mposiBa [IpexnbcBa ce 10 BB3CTaHO- 75 %
BaBaHe Ha creneH 0 —1
Bropa nposiBa 50 %
Tpera nposiBa [TpekbCBa ce JieueHNeTo N3001110 Henpunoxumo
eCmenen 4
[IppBa mposiBa [IpexnbcBa ce JiedeHneTo 300110 50 %
unu
aKo JIeKapsT NpeleHH, Ye € Hail-
Jno0pe 3a ManuenTa Ja NpOoABbIIKHY,
MPEKBHCBA JICUSHUETO JI0
BBb3CTaHOBsBaHe Ha crerneH 0-1
Bropa nposiBa [IpexbcBa ce n3001110 Henpunoxumo
Capecitabine Accord 300 mg ¢uamupanu TabeTKH
Tabnuua 4 CxemMa Ha HaMaJieHHEe Ha Jo3aTa Ha KaneuuTaOuH (3-ceIMHUYeH LMKbBI WIH
HENPEKbCHATO JICYECHHE).
Huso Ha mo3a ot 1250 mg/m?
(I1Ba TbTH JTHEBHO)
IIsnHa go3a Bpoii Ha TabneTkuTe OT Hamanena Hamanena nosa
150 mg n/wim Ha TabNeTKuTe no3a (75%) (50%)
ot 500 mg Ha mpuem (3a BCSIKO




MIPUJIO’KEHUE CE AaBaT CYTPHH 625 mg/m?
1250 mg/m? U Beyep) 950 mg/m?
Tenecua Hozananpuem | 150mg | 300 mg | 500 mg Jo3a Ha Jo3a Ha mpueM
MOBBPXHOCT (mg) npueM (mg) (mg)
(m?)

<1,26 1500 - - 3 1150 800
1,27-1,38 1650 1 - 3 1300 800
1,39-1,52 1800 - 1 3 1450 950
1,53-1,66 2000 - - 4 1500 1000
167-1,78 2150 1 - 4 1650 1000
1,79-1,92 2300 - 1 4 1800 1150
1,93 -2,06 2500 - - 5 1950 1300
2,07-2,18 2650 1 - 5 2000 1300
>2,19 2800 - 1 5 2150 1450

*Cnopen O0muTe KpuTepHun 3a TOKCHYHOCT (Bepcus 1) Ha ['pymara 3a KIIMHUYHA U3MUTBAHUS KBM
Hanwmonannus onkonorunuer nHCTUTyT Ha Kanama (NCIC CTG) mnu O01uTe KpUTepHH 3a
tTepMmuHOJIOTHS 32 Hexenanu cboutust (CTCAE) Ha IIporpamara 3a OlleHKa Ha OHKOJIOTHYHATA
tepanus, Hanmonamaus onkonormued nHCTUTYT Ha CAILL, Bepcust 4.0. 3a curapoma “ppka-Kpak” u
XHNIEPONITUPYyOUHEMUS BIXKTE TOUKa 4.4.

Xemamonozus

amuenty ¢ usxonen 6poit Ha Heyrpoduure < 1,5x10%I u/umu 6poii Ha TpomGommTuTe < 100X10%I
He TpsiOBa J1a ce JIEKyBaT C KarnenuTaduH. AKO 110 BpeMe Ha TepaneBTUYeH MK HeTUIaHUPaH!
1abopaTOPHY M3CIEABAHMS TIOKAKAT TIOHIKEHHE Ha Opost Ha HeyTpodumute o 1,0x10%1 win
cnagane Ha 6pos Ha TpombonuTuTe nox 75x10%1, neuenneTo ¢ kanenuTabun TpsAOBA 1A ce MPEKbCHE.

H3zmenenue na oozama nopaou mokcuyHoOCm, Ko2amo Kaneyumaoumn ce npuiaza 8 3-ceOmuier Yukvi 8
KOMOUHAyus ¢ Opyeu 1eKapcmeenu npoOyKmiL:

H3meneHueTo Ha j103aTa opajy TOKCHYHOCT, KOTaTo KaneluTabuH ce Tpuiiara B 3-ceIMHYCH [UKbBI
B KOMOMHAIIUS C APYTH JIEKAPCTBEHH MPOAYKTH, TPsIOBA Ja ce N3BHPIIBA B ChOTBETCTBHE ¢ Tadnuma 3
HO-TOpE 3a J]03aTa Ha KareuTaOuH U Cope/l ChOTBETHATA KpaTKa XapaKTePHCTHKA Ha TIPOAYKTa Ha
JIpyroTo(uTe) JeKapcTBO(a).

B HawanoTo Ha HMKbBIA HA JIEYEHHE, aKO € ITOKAa3aHO OTJIaraHe Ha JICYCHUETO C KareuTaOuH HITH C
Ipyrusi(uTe) JeKapcTBeH () TpoayKT(¥), TO IPUIOKESHUETO Ha BCHYKH BHJIOBE TEpaIus TPIOBa J1a ce
OTJIOXKH, JIOKATO MaleHTHT OTTOBOPH HAa M3MCKBAHUATA 32 ITOTHOBSBAHE HA BCHUKH JICKAPCTBEHH
POIYKTH .

IIpu nosiBa Ha TOKCUYHOCT 110 BPEME Ha LIMKBJIA HA JICUEHUE, 32 KOATO JIEKYBaILUAT JIEKap CUUTa, 4e
HE ce JIbJDKH Ha KaleluTabuH, JISUSHHETO C KareuTadbruH Tps0Ba j1a POIbIDKU | 1a ¢e KOPUTHpa
J103aTa Ha IPYTHA JIEKapCTBEH MPOAYKT CIope]l MOAXOoAsIaTa HHQopMalys 3a NpeIuCcBaHe.

Axo apyrust(ure) sekapctBeH (1) mpoaykT(u) TpsOBa j1a ce MpeyCcTaHOBH(SIT) OKOHYATEITHO,
JICYCHUETO C KarequTaOuH MOXKe 12 ce MOJHOBH, KOTaTO ca U3IIbJIHEHN N3UCKBAHUATA 32
MOJHOBSIBAHE Ha KareIuTaOuH.

Tasmu MPEIopbKa € NPUII0)KKMMa 3a BCUYKHU ITOKa3aHUA U 3a BCUYKU CIICIIUATIHU ITOITYyJIalluU MMalluCHTHU.

Hsmenenue na oozama nopaou mokcuurocm, kozamo Capecitabine Accord ce npunaza
HENPeKvCHAMO 6 KOMOUHAYUSL C OpY2U IeKAPCMBEHY NPOOYKNIL

W3meHeHue Ha J103aTa Mopajid TOKCHYHOCT, Korato Capecitabine Accord ce npuara HenpeKbCHATO B
KOMOWHAIIUSA C IPYTH JIEKapCTBEHHU MPOILYKTH TPOBA J1a Ce M3BBPIIBA B ChOTBETCTBHE ¢ Tabnuia 3
H0-TOpE 3a J103aTa Ha KaIeuTa0uH U CIIOpe] ChOTBETHATA KPaTKa XapaKTepHCTHKA Ha TPOIyKTa Ha
JIPYTHs/UTE TEKAPCTBEH/HM TIPOIYKT/H.

AgaHTI/IQaHe Ha 103aTa INpHv CIICIUATHHA IMOMYJIalIun:
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UepHoapoOHO yBpexkIaHE

Hanuunute nanHu 3a 6€30MacHOCT U €PEKTUBHOCT IPH MAIUEHTH ¢ YSPHOIPOOHO YBpPEKIaHE ca
HEJ0CTaThYHM, 3a Ja Ce IPEeropbhua ajanTupaHe Ha go3ata. HaMa nadopmariys 3a MpuioxKeHUe npu
YepHOAPOOHO yBpeXKAaHe, 00YCIOBEHO OT IIUPO3a WIIH XETATHT.

Bwr6peuHo yBpekaane

[IpunoxeHneTo Ha KaneuuTaOuH € MPOTUBOIIOKA3aHO MIPU NALMEHTH C T&XKO OBOPEUHO yBpEXKIaHe
(m3xoneH kpeatnHUHOB KiaupbsHC TToa 30 ml/min (mo Cockceroft n Gault)). UectoTata Ha HeXXeTaHHUTE
peaKIuu OT CTETEH 3 Wi 4 MpH NalMeHTH ¢ yMepeHo 0bOpeyHo yBpexaaHe (M3X0/1eH KPeaTHHUHOB
kiupbHC 30-50 Ml/min) e yBenuueHa crnpsimo obiara nomynanus. [Ipy nanueHTHTe ¢ yMEpEHO
M3XO0THO OBOpEYHO yBpeXAaHe ce MpernophyBa HaMasIBaHe Ha jJo3ata 10 75 % mpu HawamHa /1032 OT
1250 mg/m?. TIpu MauueHTH ¢ YMEPEHO U3XOHO OBOPEYHO YBPEKIaHE HE CE HAllara HaMaJeHue Ha
J03ata npM Hadasina 1o3a or 1000 mg/m2. Tlpu naumeHTy ¢ ieko 660peuno yBpexaane (M3X01eH
KpeaTHHUHOB KiupbHC 51-80 ml/min) He ce npenopbuBa ajanTupaHe Ha HaYaIHATA J1034.
IIpenopbuBa ce BHUMATEIHO HAOMIOACHNE U HE3a0aBHO MPEKbCBAHE HA TEPAIUATA, aKO 10 BpeMe Ha
JICYCHUETO MAIMCHTHT pa3BUe HEWKEIAHO ChOUTHE CTeleH 2, 3 WK 4, a alanTUPaHETO Ha
nocieBalaTa 103a ¢ nokasano B Tabnuma 3 mo-rope. AKO 110 BpeMe Ha JICUCHHETO U3UUCICHUST
KpPEeaTHHUHOB KJIMPBHC crajane a0 croiHoct mox 30 ml/min, Capecitabine Accord tpsioBa na ce
npeycTaHoBU. Te3u MpernopbKy 3a KOPUTUpaHe Ha /103aTa MpH ObOPEUHO YBpEKJaHE CE OTHACST KaKTO
3a MOHOTEpaMnusTa, Taka ¥ 32 KOMOMHUPAHOTO MpUJIOKEeHUE (BK. ChIIo 1 Touka “[lannenTn B
CTapyecka Bb3pacT’ MO-JI0ITY).

Crapuecka Bb3pacT.

[Ipu MoHOTEpAaMMs C KanenuTabWH He ce Halara ajanTupaHe Ha HadanHata 103a. CBbp3aHUTE C

JIEYCHUETO HEXKEJIAaHW PEaKIMK OT CTeTeH 3 Wik 4 o0ade ca OWir Mo-4eCTH IpY MAIMeHTH Ha Bh3pacT

>60 roauwHM B CpaBHEHUE C MO-MJIaJIU HAIlMCHTH.

Koraro kanenuraOuH e npuiarad B KOMOMHAIIUS C IPYTH JICKAPCTBEHHU MPOILYKTH, MAIUCHTUTE B

cTapuecka Bb3pacT (= 65 roanHN) ca MOJyYHIId IOBEUE HEeXKEIIaH! JIGKAPCTBEHH PEaKIIMH CTETEH 3 U

CTerneH 4, BKIIIOUUTEIIHO TaKKWBa, BOJICIIN J0 IPEyCTaHOBSIBaHE HA JICUCHUETO, B CPABHEHUE C I10-

Miaau namnueHTy. [IpenopbyBa ce BHUMATEIIHO HAOJIOICHUE Ha TAIMEHTH Ha Bh3pacT >60 roauHu.

- Ipu xombunupare ¢ doyemaxcen. e Ouna HaONIOIaBaHA TIOBUIIIEHA YECTOTA HA CBBP3aHUTE C
JICYEHNETO HEXKETIAaHH PEaKINH CTETNeH 3 Wi 4 ¥ CBhP3aHUTE C JICYCHHETO CEPHO3HU HEeXKETaH!
peakiuy Npy MalueHTH Ha Bb3pacT 60 roAWHU WK MO-Bb3pacTHH (BXK. Touka 5.1). [lpu
MAIUeHTH Ha BB3pacT 60 rouHY U MTO-BB3PACTHH, CE€ MPENOPHhYBA HaMaJIeHHE Ha HadarHaTa
71032 Ha Kanenutabus 10 75% (950 mg/m? 1sa mbTH 1HEBHO). AKO He ce HaOII01aBa
TOKCHYHOCT NPH MAIMEHTH Ha Bb3pacT >60 roauHu, JIeKyBaHU C HAMAJICHA HavajlHa 7032 Ha
KarenuTabMH B KOMOMHAITHS ¢ JOIETAKCENl, J03aTa Ha KareUuTaOMH MOKE BHUMATEIIHO Ja CE
yBenuuu 10 1250 mg/m2 Ba OHTU JHEBHO.

Ileduampuuna nonyrayus
Hsma chOTBETHO IPUIOKEHHUE HA KANICIIUTA0MH B MIeAMAaTPUYHATA ITOMYJIAlHs IPH MTOKa3aHUATa PaK
Ha 1e0eJI0TO YepBO, KOJIOPEKTAICH KapIIMHOM, PaK Ha CTOMaxa M paKk Ha I'bp/ara.

Hauws Ha npuioxeHue

Capecitabine Accord ¢unmupanun TabiaeTky TpsOBa J1a ce MOMIBILIAT 1EU ¢ BoJa 10 30 MUHYTH cle]
XpaHEeHe.

Capecitabine Accord ¢unmupanu TabaeTKu He TpIOBa J1a ce pa3TpoIIaBaT MK TyTIsT.

4.3 IIpoTuBomOKAa3aHUS

o AnamHe3a 3a TeKKH 1 HEOYaKBaHU p€aKknnun KbM TEpAIus C (1)J'Iy0p0HI/IpI/IMI/I)II/IHI/I.

o CBpBX4YYBCTBUTEIIHOCT KBbM KallelUTaOWH WK KbM HAKOE OT ITOMOIIHUTE BEIIECTBA, N30POSHU
B Touka 6.1 wiu GIyopoypariul.

. W3BecTeH mbjeH AeUIUT Ha JUXUAPONUPUMHINH AexuaporeHasa (DPD) (Bx. Touka 4.4).

o [To BpeMe Ha OpEeMEHHOCT ¥ KbpMEHE.

L HpI/I MNalUCHTH C TCIKKA JICBKONICHHN A, HCYTPOIICHUA UIIN TpOM6OI_II/ITOHeHI/I$I.



o [Ipu manueHTH ¢ TEKKO YSPHOAPOOHO YBPEKAAHE.

o IMpu manueHTH ¢ TeXKO ObOPEUHO yBpeKaaHe (KpeaTHHUHOB KiupbHC mox 30 ml/min).

. CKOpOITHO WK CHITFTCTBAIIO JIEYeHHE ¢ OpUBYAMH (BK. Touka 4.4 u 4.5 3a B3aumozeiicTBus
JICKapCTBO-JICKAPCTRO).

o AXO MMa MPOTHUBOIOKA3aHUS KbM HIKOHW OT JICKAPCTBEHUTE MPOJYKTH B KOMOMHHPaHATA CXeMa

Ha JICYCHUEC, TO3U JICKAPCTBCH MMPOAYKT HC Tpﬂ6Ba Ja C€ MU3II0JI3Ba.

4.4 ChneuuajaHu nmpeaynpesxaeHus U Npeana3Hy MepKH MpHU ynorpeda

Jlo3a-orpaHnyaBaIiy TOKCHYHH MPOSIBH

Lo3a-ocpanuuasawume moxcuuHy nposigu BKIIOYBAT AUAPHs, KOpEeMHa 00JIKa, TaJjeHe, CTOMaTHT U
cuHIpoMa “pbKa-Kpak” (“phKa-Kpak’” KOJKHA peakns, TaIMapHO-TUTAHTapHA CPUTPOTIN3ECTE3H).
[ToBeueTo HexeTaHU peakiuy ca OOpaTUMH U HE M3UCKBAT TPAHO MpEeKpaTsIBaHe Ha TepanusiTa,
BBIIPEKH Y€ MOXKE Jla CE HAJIOXKU NPEKbCBAaHE WIIM HAMaJIsIBaHE Ha JO3UTE.

Quagzuﬂ

[ManmeHTHTE € TEKKaA nUapus TpsiOBa a ce HaOMI0JaBaT BHUMATEITHO U JIa C€ PUIIOKAT TEUHOCTH WIIN
€JIeKTPOJIMTHO 3aMEeCTBaHe, ako Te ce JIeXuapatupar. Moxe Ja ce MpUI0oKHU CTaHAAPTHO
aHTUIMApUYIHO JedeHue (Hamp. monepamun). Juapus crenen 2 ciopex NCIC CTC ce ompenenst kato
yuecTeHa Jedexarus 10 4 — 6 U3X0KJaHus Ha JICH WIM HOIHY Je(eKalluy, a JUapus CTEICH 3 — KaTo
yBeNUYeHHE Ha JedeKkanuuTe 10 7 — 9 IbTH Ha IeH WM UHKOHTHHEHIHUS U ManadcopOums. Juapus
CTereH 4 npencTaBisaBa yBeanueHue Ha nedekanuunte > 10 Ha JeH Win Tuapusi ¢ sICHa KpbB WU
HEOOXOIMMOCT OT IMapeHTepaHo moanbppkane. [lpn Heo6xonuMocT, TpsIOBa 11a ce MPIITOKU
MOHIDKCHHE Ha Jj03aTa (BXK. Touka 4.2).

[exuopamayus

Hexunaparanusra Tps0OBa 1a ce Ipe0TBPaTH WK Jla c€ KOPUTHpa B HayanoTo. [lanuenTture c
aHOPEKCHsl, ACTeHHUs, TaJieHe, TIOBPBIIAHEe W AUAPHS MOKE OBP30 /1a ce AeXUIpaTHpar.
Jlexunpararusra MOXe J1a TIOBeJIe /10 0cTpa ObOpeYHa HeIOCTATHYHOCT, OCOOCHO MPH MAIUEHTH C
BeYe HapylieHa ObOpeuHa (pyHKIIMs, WM KOTaTO KalelUTaOuH ce mpujiara ¢JIHOBPEMEHHO C U3BECTHH
HedpoTokcuuHU JiekapcTBa. OcTpaTa ObOpeUHa HEOCTATHYHOCT B PE3YJITAT HA JICXUPATAIUST MOXKE
Ja 0b1e moTeHIManHo (aranHa. [Ipy HaCTBIIBaHE HA JIEXUApATAIUS CTENeH 2 (WK T0-BUCOKA)
JICUCHHUETO C KaneUTa0MHTPsAOBA HE3a0aBHO Ja Ce MPEKbCHE U IEXUAPATAIUITA J1a CE KOPUTHPA.
JleuenneTo He TpsAOBa Jja ce Bb30OHOBSIBA JOKATO MAIMEHTHT HE CE PEXUAPATUPA U JOKATO HE ce
KOPUTHPAT WM KOHTPOJIUPAT BCUUKU OTKIIOUBAIIY NMPUYHHU. [Ipr He00X0IuMOoCT, TpsiOBa 1a ce
KOPUTHpPA NpUJIaraHaTa 7j03a B 3aBUCUMOCT OT OTKITIOYBAIIOTO HEXENaHO chOouTHe (BXK. Touka 4.2).

Cunopom “pvra-kpax”

CuHOpoM “pbKa-Kpak” M3BECTEH CHIIO M KaTO KOXKHA PEaKlHA “pbKa-Kpak™ WIN HaJIMapHO-
IUTAaHTapHA EPUTPOIU3ECTE3NS HITH KaTO aKpajHa epuTeMa, IPeJU3BUKaHa OT XUMHOTEpanusl.
CunznpomsbT “pbKa-Kpak’ cTereH | ce ompeess KaTo yCellane 3a U3TPHIIBaHe,
JU3ecTe3ns/napecTesns, YyBCTBO 3a MapeHe, HeOOJIe3HEHO MOoIyBaHe WM epUTeMa Ha pbLeTe W/Uin
Kpakara /Wil JUCKOM(OPT, KOUTO HE HapyllaBaT HOpMalHaTa AEHHOCT Ha MalUeHTa.

[pu cTenen 2 Ha cuHApOMa “pHKa-Kpak™ ce HabIto1aBa 00JIe3HEHA epUTEMa U TI0JlyBaHe Ha PhIIeTe
W/WITK KpaKaTa u/Wim TUCKOM(MOPT, KOUTO HApyIIaBaT eXeJHEBHATA aKTHBHOCT HA MAIIMEHTA.

[Ipu ctenen 3 Ha curApOoMa “pBKa-Kpak’ ce HaOJ0AaBa BIaXKHA ASCKBaMAalMs, YIILEpalusl,
o0Opa3yBaHe Ha MEXypH M CHIJIHA 0OJIKa B PhIIETE W/HIIM KpaKaTa W/Wiiy u3pa3eH AUCKoM(POpT, KOUTO
HE MMO3BOJISIBAT HA MAIMEHTA Ja PabOTH WIIH JIa OCHIIECTBSBA €KEIHEBHATA CH aKTHBHOCT.
[lepcucTuparn nin TeXbK CHHAPOM “pbKa-Kpak' (CTENeH 2 U M0-BUCOKA) MOXKE €BEHTYaIHO J1a
JoBezie 10 3ary0a Ha IPBbCTOBUTE OTIEYATHIIM, KOETO OU MOTJIO /1a TIOBJIHAC Ha UACHTU(OUIMPAHETO Ha
nanuenTa. AKo ce TIOSIBH CHHIIPOM “‘pbKa-Kpak™ OT cTereH 2 i 3, TpsiOBa Ja ce MpeKbCHe
NPUIOKEHUETO Ha KarenuTaOuH, 10KaTo ChbONTHETO HE N34Ye3HE MM HE HaMalee HHTEH3UTETHT MY 10
crenied 1. Cnen creneH 3 Ha cuHApoMa “pbKa-Kpak” TpsOBa Aa ce HaMaJIAT CIIEABALIUTE 031 Ha
karenuTabuH. Korato kanmenutaOWH M IMCIIIATHHA CE MPUJIaraT B KOMOMHAIMS, HE Ce PENOpPbYBa
ynorpebaTta Ha BUTaMUH B6 (MUPUIOKCHH) 32 CUMITOMATHYHO JICUCHUE MJIH BTOpUYHA MPO(HIaKTHKA
Ha CHHJpOMa “pbKa-Kpak’, MOpaax HaJMuue Ha MyOIMKyBaHH ChOOIIEHUS 3a HaMaJIeHHE Ha
e(eKTUBHOCTTA Ha IUCIUIaTHHATA. VIMa M3BECTHHU JJOKA3aTeNICTBA, Ye JEKCIAaHTeHON € e(h)eKTHBEH 32
npodrIaKTHKa Ha CHHAPOMA ,,pbKa-Kpak’ IpH MaIenTH, iekyBanu ¢ Capecitabine Accord.




Kapouomokcuunocm

KapanoTokcndHOCTTa ce cBbp3Ba ¢ (hIyopOrMPUMHINHOBATA TEPAITUS, KaTO BKJIKOYBA MHOKapIEH
uH(APKT, aHTUHA, HAPYIIEHHUs Ha ChPJCYHUS PUTHM, KApJIHOr€HEH MIOK, BHE3aHa CMbPT U
eNIEKTPOKapAHOrpadCKu MPOMEHH (BKIIFOYMTETHO MHOTO PEIIKHU CITydad Ha yabbkaBaHe Ha QT
uHTepBaia). Te3u HeKeTaH! PEaKIlui MOXKE J1a Ca MO-YeCTH MPHU MAIMEHTH C MHHAIA aHAMHE3a 3a
UCXeMHUYHa 00JIeCT Ha ChpieTo. [Ipy MalMeHTH, MoyYaBally KalenuTabuH, ce ChoOIaBa 3a
CBhpAEYHN apUTMHH (BKIIOYHUTETHO KaMEPHO MbxaeHe, torsade de pointes u Opagukapaus), aHTHHA
MEKTOPHC, MUOKap/IeH HHBAPKT, ChpeYHA HEIOCTAThYHOCT U KapauomuonaTus. Hamara ce rosma
NPEANasIuBOCT IPH MAMEHTH C aHAMHE3a 3a M3Pa3eHo ChPAEYHO 3a00IIABaHe, APUTMUH U aHTHHA
neKTopuc (BXK. Touka 4.8).

Xuno- unu xunepkaiyuemus
[Tpu neuenue ¢ kanenuTaOUH € UMAJIO ChOOIICHMS 33 XHITO- WM XUIepKaaiemus. M3ucksa ce
MIPEINa3INBOCT MPHY MAIMEHTH C TPE/IIIecTBalIla XUII0- WiIN XUIepKanueMus (Bk. Touka 4.8).

3abonasane na yenmpannama unu nepugepua HepeHa cucmema
N3uckBa ce npeanasinBoCT NPy MalUEeHTH ChC 3a00JsIBaHE HA LEHTpaIHAaTa Ui nepudepHa HepBHA
CHCTEMa, Halp. MO3bYHHM METACTa3H WJIM HEBPONaTHs (BXK. TOUKa 4.8).

3axapen ouabem unu eneKmpoIUmHY HapYuleHus
W3uckBa ce npeanasinBoCT Ipy MAaUEHTH ChC 3aXapeH AUa0eT WK eJIeKTPOIUTHH HapyIeHHs, Thi
KaTO T€ MOXeE J1a C€ BJIOLIAT [10 BpeMe Ha JIe4eHHE C KalelUTaOuH.

Anmuxoazyiaumu, KymMapurosu npou3eo00HU

[Ipu eqHO IpOyUYBaHe 3a B3aMMOICHCTBHA C TIPWJIaraHe Ha eIMHUYHH J03H Bap(aprH € HaOIIF0JaBaHO
3Ha4MTeNHO NoBuieHne Ha cpeanata AUC (+57 %) Ha S-Bapdapun. Tesu pezynTatu npeanosiarar
B3aMMOJICHCTBUE, BEPOSITHO JIBJDKAIIIO C€ HA MHXUOMPAHE Ha M30CH3MMHATA CHCTEMa IIUTOXpoM P450
2C9 ot kanenutabuH. [Ipy manueHTHTE, IOTyYaBaIIX €THOBPEMEHHO KarenuTaOrH U JISYeHUE C
MepPOpaJICH aHTUKOAryJIaHT, TPOU3BOJIHO Ha KyMapHHa, TPsOBa Jia ce MPOCIIesiBa CTPUKTHO
OTroBOPHT Ha aHTukoaryganTa (INR win nporpoMOMHOBOTO BpeMe) U Jl03aTa HAa aHTUKOATyJIaHTa Jia
Ce KOpUTHpa ChOTBETHO (BXK. TOUKa 4.5).

bpusyoun
bpuByauH He TpssOBa Ja ce mpuiiara ChbIbTCTBANIO ¢ KanenutaduH. ChOOIIEHH ca Cilyvau C JeTaleH

U3XO/ CJIe]] TaKOBa JIEKapCTBEHO B3anMoelicTBre. TpsOBa 1a nma Hali-Mayko 4-ceIMUYEH MepUo Ha
W3YaKBaHE MEXJIy Kpas Ha JieueHue ¢ OpUBY/IMH M HAYaJIOTO HA JieueHHe ¢ KarenuradbuH. Jleuenne c
OpUBYIMH MOXe Jia ce 3armouHe 24 yaca cie mocjeqHara j103a Karnenuradbus (Bxk. Touka 4.3 u 4.5).
[1pu ciryyaifHo pHIOKEHHE Ha OPUBYIMH NP MALMEHTH, KOUTO Ce JIEKYBaT C KarenuTaOuH, TpsioBa
Jia ce B3eMaT eeKTUBHU MEPKH 3a HAMaJsIBaHE TOKCHYHOCTTA Ha KanenuTaOuH. [Ipenoprusa ce
He3abaBHa xocnuTanuzanus. TpsOBa Ja ce nmpeanpueMaT BCHIKH MEPKH 3a TPEIOTBpaTsBaHe Ha
CHUCTEMHH MH(EKIINU 1 JeXHUIpaTaIHs.

YeproopobHo yspescdane

[lopanu nuncara Ha JaHHM IO OTHOIIEHHE Ha 0€30MacHOCTTa U e(peKTUBHOCTTA IIPU HALUEHTH C
YepHOAPOOHO YBPEKAaHE, MPUIOKEHUETO Ha KaleuTaOuH TpsiOBa BHUMATEIHO J1a Ce MpocieasBa
NIPY TIAIMEHTH C JIEKO JI0 YMEPEHO HapyIlieHHe Ha YepHOApoOHaTa QyHKIIHS, HE3aBUCHMO OT
HAJIMYMETO WK JINTICaTa Ha YepHOApoOHN MeTacTasu. [Ipuemanero Ha kamenuTabuH TpsiOBa Ja ce
NPEKBCHE, aKO CE MOSBU CBHP3aHO C JICYCHUETO NMOBHIIeHHEe Ha Onmnpyouna > 3,0 x ULN unu
CBBHP3aHO C JICYCHUETO MIOBHIIICHUE HA YepHOApoOHUTEe aMmuHoTpaHcdepasu (ALT, AST) > 2,5 x ULN.
MoHoTepamnusiTa ¢ KanequTabuH MOKe J1a ce Bb30OHOBH, KOraTo OmnupyouHsT ce Hamanu 10 < 3,0 x
ULN unu uepHonpobHuTe amMmuHOTpanchepasu ce Hamasst 1o < 2,5 x ULN.

bvopeuno yepesicoane

YecroTara Ha HeXKEIAHUTE PEAKIMH OT CTETICH 3 WK 4 ce yBelIMYaBa IpH MaIUeHTH C YMEPEHO
0B0peuHo yBpekaane (kpeatuHuHOB KupbHC 30-50 ml/min) B cpaBHeHHe ¢ 0O1aTa momynamus (Bx.
ToukH 4.2 u 4.3).




Jledbuuum na ouxuoponupumudun dexuopozenaza (DPD):

AxtuBHOCcTTa Ha DPD € cropocToonpenensia 3a kataboim3ma Ha S-uryopoypanui (Bx. Touka 5.2).
[Mopaau ToBa manuenTute ¢ neduut Ha DPD ca ¢ oBHUIIIEH PUCK OT TOKCUYHOCT, CBhp3aHa C
GITyOpONMPUMHUIMHUTE, BKIFOUUTEITHO, HAIPUMEDP, CTOMATHT, THAPHS, Bh3MaJICHUE Ha JINTABUIUTE,
HEYTPOTICHUS U HEBPOTOKCUYIHOCT.

TokcuuHocTTa, cBBp3aHa ¢ Aeduuut Ha DPD, 00MKHOBEHO BH3HUKBA MO0 BpEME Ha ITBPBUS ITUKBJI HA
JIEYEHHE WK CJIe]l ITOBUIIIaBaHe Ha J03aTa.

ITvaen depuyum na DPD

[Tenuust gepuuut Ha DPD ce cpema psako (mpu 0,01-0,5% ot nonynauumsTa Ha Ositata paca).
ITammentute ¢ meiieH neduut Ha DPD ca ¢ BUCOK pHCK OT )KMBOTO3acTpaIiaBalia Wil JIeTaaTHa
TOKCHUYHOCT U He Tpsi0Ba j1a ce nekysar ¢ Capecitabine Accord (k. Touka 4.3).

Yacmuuen decpuyum na DPD

Nzuucneno e, ge wactuunauat aedunut Ha DPD 3acsara 3-9% ot momynanusita Ha Osinata paca.
[Maruenture ¢ yactuueH aedurmr Ha DPD ca ¢ moBHUIIEH PUCK OT T€XKa U MOTCHIIUATHO
KMBOTO3aCTpalIaBaia TOkcnaHocT. TpsiOBa 1a ce MMa MpeaBH/] H3MOI3BaHETO HA HAMAJIeHa HayaIHa
Jl03a 32 orpaHNYaBaHe Ha Ta3u TokcuyHOCT. [edurnursT Ha DPD TpsOBa ma ce pasriexna KaTo
MoKasarel, KOWTO TpsOBa Aa ce MMa MpeBUI BbB BPb3Ka C APYTH PYTHHHH MEPKH NPY HaMallsIBaHEe Ha
no3ara. [IppBoHaYaTHOTO HaMaNsIBaHE Ha J103aTa MOXKE J1a TIOBJIHsAC Ha e(PUKACHOCTTA HA JICUSHHUETO.
[1pu numica Ha ceproO3HAa TOKCHYHOCT CIIEABAIINTE JO3M MOXKE J1a C€ TIOBHIIIAT ITPU BHUMATEITHO
HaOJroIeHHeE.

Uscneosane 3a decdpbuyum na DPD

[IpemopruBa ce u3cnenBane Ha (JEHOTHIIA W/IITK TEHOTHUIIA TIPEAN 3armo4Bane Ha nedenue ¢ [IME HA
IMPOAYKTA], Bbnpeku HECUTYPHOCTTA 10 OTHOLIEHHE Ha ONTHMAJTHUTE METOJ0JIOTHH Ha
u3cleIBaHe Npeau JieueHuero. TpsaOBa aa ce B3eMaT MpeBU/I NPUIOKUMHITE KIMHUYHE PHKOBOJICTBA.
Hapymenara 0b0peuna ¢GyHKIUS MOXKE 12 TOBEJE 10 OBUIIEHN HUBA HA YPaLWI B KPBBTa C PUCK OT
MOTPEIIHO MOCTABSIHE Ha JuarHo3a 3a aeduuut Ha DPD npu nanueHTH ¢ yMepeHa cTerneH Ha
0BOpeuHo yBpexxaane. KamenuraOuH € MpoTHBONOKAa3aH MPH MAIMEHTH ¢ TeXKa CTeleH Ha ObOpedHo
yBpexaane (Bxk. Touka 4.3).

Tenomunn0 oxapaxmepusupane na oepuyuma na DPD

[Tpu u3cnenBaHe Npey JCUYSHUETO 3a OTKPUBAHE Ha peiku MyTanuu Ha reHa DPYD moxe na ce
YCTaHOBSAT manueHTH ¢ aedumut Ha DPD.

Yerupure Bapuanta Ha DPYD €.1905+1G>A [u3BecTeH cbiio karo DPYD*2A], ¢.1679T>G
[DPYD*13], c.2846A>T u €.1236G>A/HapB3 moxke 1a ca npuyrHa 3a [IbJIHA JIKIICA WK HaMaJIeHHE
Ha eH3uMHarta akTuBHOCT HAa DPD. Jlpyru pefiku BapuaHTH MOXe CBHIIO JIa Ca CBBP3aHH C MOBHIICH
PHUCK OT TEKKA WJIM dKHUBOTO3aCTpAIlIaBalla TOKCUIHOCT.

W3BecTHO €, ue HSIKOU XOMO3UT'OTHHU U ChbCTaBHM XETEPO3UTOTHH MYyTAlMH B JIOKyca Ha reHa DPYD
(namp. KOMOMHALIMK HA YETUPUTE BapHaHTa ¢ Hal-Majko eauH ajen Ha C.1905+1G>A unu
€.1679T>G) npean3BHUKBAT IThJIHA WK ITOYTH ITHJIHA JIMIICA HA eH3MMHa akTuBHOCT Ha DPD.

[TanuenTure ¢ onpeneneHu xeTepo3uroTHu Bapuantu Ha DPYD (BkimtounTenHO BapuaHTH
€.1905+1G>A, ¢.1679T>G, ¢.2846A>T u €.1236G>A/HapB3) umar noBHIIIeH PUCK OT MOsIBa Ha
TEXKa TOKCUIHOCT, ITPH JIeUeHHE ¢ (IIyOPOTTMPUMHUINHH.

Yecrorara Ha HaM4Ke Ha XeTepo3urored renotun €.1905+1G>A B rena DPYD npu narmenTs ot
OstmaTa paca e oxono 1%, 1,1% 3a €.2846A>T, 2,6-6,3% 3a BapuanTtute €.1236G>A/HapB3 u ot 0,07
10 0,1% 3a ¢.1679T>G.

JlanHuTe 3a 9ectorata Ha yetupure Bapranta Ha DPYD B npyru nomynanuu, pa3iudHy OT OsyiaTa
paca, ca orpannuenu. [ToHacTosIeM ce cunTa, 4e yeThupure Bapuanta Ha DPYD (€.1905+1G>A,
€.1679T>G, ¢.2846A>T u c.1236G>A/HapB3) mpakTHyecku OTCHCTBAT B MOIYJIAlUH OT ahpUKAHCKU
(adpo-amepHKaHCKH) WK a3UATCKU TIPOU3XO/I.
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@enomunuo oxapakmepusupare Ha oeduyuma Ha DPD
3a ¢eHOTHITHO OXapakTepu3upaHe Ha nedunrrta Ha DPD ce mpenopbyBa mpeau JEUSHUETO J1a ce
U3MEPST HUBaTa Ha eHaoreHHus cyocrpar Ha DPD ypanwun (U) B miiazmara.

[NoBuIIeHNTE KOHIICHTPAIMH Ha ypaIlii MPEI JCUCHHETO ca CBhP3aHH C TIOBUIIEH PHUCK OT
TOKCUYHOCT. BhIIpeky HaTMYMETO Ha U3BECTHA HECUTYPHOCT 110 OTHOIIIEHUE HA MPAarOBUTE CTOHHOCTH
Ha ypaiuI, ONpeIessIiy TbJIeH U yactuueH aedunut Ha DPD, HuBo Ha yparmi B KpbBTa > 16 ng/ml
u < 150 ng/ml Tps6Ba na ce cumra moKaszaTeaHo 3a yactuueH neduimr Ha DPD, xoeto e cBbp3aHo ¢
MOBHIIIEH PUCK OT TOKCHYHOCT, CBBbp3aHa ¢ (hiyoponupumuanai. Hueo Ha ypanun B kpbBTa > 150
ng/ml Tps6Ba fa ce cunTa MokasaTenHo 3a mbjeH Aeduiut Ha DPD u e cBbp3aHoO ¢ PUCK OT
JKUBOTO3ACTpAIlIaBalla WK JIeTalTlHa TOKCUYHOCT, CBbp3aHa ¢ ¢uryoponupuMmuanay. Husara Ha
ypauui B KpbBTa TPsIOBaA Jla c€ THIKYBAT C MOBUILICHO BHUMAHUE MTPY MAIUCHTH C HApyIlIeHa
0b0peuna GyHkuus (BX. o-rope ,,M3cnensane 3a nepunut vHa DPD),

Ounu yeaoorcHeHus

[Narmentute TpsAOBa J1a CE MPOCIICAABAT BHUMATEIHO 32 OYHM HPYIICHHS KaTO KEPATUT U HAPYIICHUS
Ha pOTOBUIIaTa, 0COOEHO aKO MMAT IIPEIUIIIHA aHAMHE3a 32 OYHU HapyleHus. OUHATE HapyIICHUS
Tps0Ba Ja ce JIeKyBaT MO MOIXOSAIINS HA9rH.

Teoicku KOJICHU peakyuu

Capecitabine Accord mMoxe a peau3BHKa TEXKKHM KOKHH PeaKIny, KaTo CHHAPOM Ha Stevens-
Johnson u Toxcnuna emuaepManna Hekposusa. [punokenrero Ha Capecitabine Accord TpsoBa aa ce
NPEYCTaHOBH OKOHYATEJIHO TPH MAIMEHTH, KOUTO MMOJIy4YaT TEKKA KOKHA PEAKIHs [10 BpeMe Ha
JIEYEHHETO.

JlakTo3a

Tbit KaTO TO3M JIGKAPCTBEH MPOYKT ChABPIKA KATO IMOMOIIIHO BEIIECTBO OS3BOJIHA JIAKTO3a, MMAIIUEHTH
C PeIKY HaCIeICTBEHU NMPOOIeMH Ha HETIOHOCUMOCT KbM TalakTo3a, ITbJIeH JaKTa3eH MehUIUT Wit
TJIFOK030-TaJaKTO3Ha MaadCcopOIrs He TpsiOBa Jja MpUeMaT TOBa JIEKapCTBO.

Harpuit
To3u nexapcTBeH NPOAYKT ChIIbpxkKa 1Mo-Manko oT 1 mmol HaTpuii (23 mg) Ha TabneTka, T.€. MOXe Ja
ce KaXxe, 4e MPaKTUIECKU HE ChIIbPKa HATPHIA.

Capecitabine Accord punmupanu TabaeTku He TpIOBa J1a ce pa3TpoInaBar WK 9ynsaT. B ciaydail Ha
EKCITO3HUIIUS OT CTPaHa Ha MaI[MeHTa WITH JIUIIETO, KOETO CE TPHIKH 3@ HETO, Ha Pa3TPOIICHH HIIH
cuynenu Tabnerku Capecitabine Accord, morat 1a Bb3HUKHAT HEKEJIaHU JISKAPCTBEHU Peakinu (BiK.
Touka 4.8).

4.5 B3aumojeicTBHE C IPYTH JeKAPCTBEHH MPOAYKTH U APYru (popMu HA B3auMo/eiicTBHe

HpquBaHI/m 3a BBaHMOHCﬁCTBHﬂTa HnMa CaMO MpH Bb3PACTHH.

BSaHMOZLeﬁCTBHﬂ C JPYIH JICKAPCTBCHHU NPOAYKTH:

bpusyoun
OnucaHo ¢ KIMHUYHO 3HAYMMO B3aMMOJICHCTBHE MEXy OPUBYAMH U (hJIyOPOITUPUMUIUHE (HATIp.

KarenuTabuH, 5-¢uyopoyparwi, Teradyp), KOETo € pe3ysITaT OT HHXHOUpaHe Ha JUXUAPOIUPUMHUIIH
JIEXHUIporeHasara ot OpuByauH. ToBa B3aUMOJICHCTBHE, KOSTO BOIH JI0 ITOBHUIIIABAHE HA TOKCUYHOCTTA
Ha (IIyOPOITMPUMHU/INH, € TIOTESHIMAIHO jeTaaHo. [lopaau ToBa OpuBYyIMH HE TPIOBa J1a ce mpuiara
CBHITBTCTBAIIO C KarenuTabuH (Bxk. Touka 4.3 u 4.4). TpsOBa na uma none 4-ceIMUYEH MEPHOJ] HA
M34YaKBaHE MEXy Kpas Ha JIeueHHe ¢ OpUBYIVMH M HAYaJIOTO HA JICUeHHUE ¢ KarenuTtaduH. Jleuenue ¢
OpHMBYIMH MOJKE JIa ce 3amoyne 24 gaca ciie] MocaeHaTa 103a KareuTa0uH.

Cybcmpamu na yumoxpom P-450 2C9
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OcBgeH ¢ BapdapuH, He ca MPOBEXKIaHN OQHUIIATHU TPOYIBAHHS 32 B3aUMOICHCTBHATA MEKITY
karnerutabuH u apyru cyocrpatu Ha CYP 2C9. TpsOBa 1a ce BHUMaBa, KOraTto KarneruraduH ce
npuiiara eIHOBPEMEHHO cbe cyOcTpatu Ha 2C9 (Hamp. ¢peHuronH). Brmkre chino B3auMoeiicTBue ¢
AHTHUKOAryJaHTH, IPOU3BOJHH HAa KyMapuHa MO-I0Jy, U Touka 4.4.

Aumukoazynanmu, RpoU3800HU HA KYMAPUHA

W3meHeHus B MoKa3aTeInTe 3a KpPbBOChCUPBAHE W/WIIN KbPBEHE CE€ CHOOIABAT NPH MAlUCHTH,
IpreMaly KarequTabrH eTHOBPEMEHHO C aHTUKOAryJaHTH, IPOM3BOJHM Ha KyMapHHa, KaTo
BapdapuH u peHnpoxyMoH. Te3u peakuy HaCTHIIBAT IIPE3 IBPBUTE HAKOJIKO JHU 0 HAKOJIKO Mecena
OT HAYaJIOTO HA TEPaIUsTa C KaleuTaOrH, a B HAKOJIKO CITy4asi — pe3 IIbPBUS Mecel] Cie]] CTUpaHe
Ha KarneuutadbuH. B eqHo KIMHUYHO u3cienBaHe Ha (apMaKOKWHETUYHUTE B3aUMOJCHCTBUS Cie]
Mpujiarane Ha eqHoKpaTHa go3a oT 20 Mg BapdapuH, JedeHneTo ¢ kanenutadbun e yBemnumio AUC
Ha S-Bapdapun ¢ 57 %, kato croitHocTute Ha INR ca ce yBenuunnu ¢ 91 %. Toii kaTo MmeTabonuzma
Ha R-Bapdapun He e Oun 3acerHar, Te3u pe3yNTaTy OKa3BaT, Ye KaneuTabuH OKa3Ba HU3XOIIIA
perynaius BbpxXy uzoer3um 2C9, Ho HaAMa edekT BbpXy n3oeH3umu 1 A2 u 3A4. [lanueHTuTe, KOUTO
npreMaTr aHTUKOAryJIaHTH, IPOU3BOAHN Ha KyMapHHa, EAHOBPEMEHHO C KaneuuTaOuH, TpsiOBa aa ce
HaOJIroIaBaT PEIOBHO 32 U3MEHEHUs B TIoka3arenuTe 3a KpbBockeupBane (PT wiu INR) u no3ara Ha
aHTHKOAaryJjaHTa Tpsi0Ba 1a ce KOPUrupa CbOTBETHO.

Derumoun

Nma choOiieHus 3a eMHUYHY CyYad Ha TOBUILICHU IIa3MEHM KOHIIEHTPAI[MK Ha ()eHUTOUH, BOACIIH
JI0O CHMIITOMH Ha MHTOKCHKAIIVSI, TTPH €JHOBPEMEHHO TPHIIaraHe Ha KaneluTa0nH ¢ (PeHUTONH.
[NaruenTtn, npuemainy GEHUTOUH €THOBPEMEHHO C KareuuTaObuH, TpsOBa 1a ObJaT MPOCiIeIBaHU
PEIOBHO 3a MOBUIIICHY IJIA3MEHU KOHIICHTPAIMU Ha (DEHUTOUH.

Donunosa/honruesa xuceaura

N3cnenBane BbpXy KOMOMHUPAHOTO NpUjlaraHe Ha KarenuTaOuH ¢ (oIMHOBA KHCEIHHA € TT0Ka3aJio,
ye (hoIMHOBATa KHCENIMHA HSIMa U3Pa3eH eeKT BbpXy papMaKOKWHETHKATA HA KaleUTa0lH U
HeroBuTe Metaboiutu. GonrHOBaTa KrcearHa o0adye nMa eeKT BbpXy papMaKkoHHAMUKATa Ha
KarenuTaduH ¥ TOKCUYHOCTTA MY MOJKE JIa CE 3aCHJIU OT (POJIMHOBATa KUCEJIUHA: MaKCHUMaTHaTa
nonocuma 03a (MTD) Ha KarnenuTaOuH, TPUIOKEHA CAMOCTOATENIHO HHTEPMUTEHTHO, € 3000 mg/m?
Ha ne” u camo 2000 mg/m2 Ha JIeH py KOMOWHUpaHe Ha KarenuTabuH ¢ GoiarHoBa KucennHa (30 mg
MIEPOPAITHO JBa ITFTH THEBHO). Moke Ja ce HaOro/1aBa 3acujieHa TOKCHYHOCT NPY IIPeMUHaBaHe OT 5-
FU/LV xbM cxema ¢ karneruradud. ToBa MOXke Jia € OT 3HaYCHUE ChIIO MpH Jo0aBsiHe Ha (osineBa
KHCEeJIMHA 3a AeQUuIuT Ha (poreBa KHCeNrHA TOPaIH CXOICTBO MEX Ay (OIMHOBATA KUCEITNHA H
(onmmeBaTa KHUCEIUHA.

Anmuayuou
N3cnenan ¢ epeKTHT HA AaHTHAIIUIN, ChABPXKAIINA ATyMHUHUEB XUAPOKCH/] U MarHE3UeB XUAPOKCH/I,

BBpPXY (papMaKOKWHETHKATa HA KaleUTa0NH. Y CTAHOBEHO € cllabo yBEeMYeHHE Ha IUTa3MEHUTE
KOHIIEHTpAIMK Ha KanenutabuH u Ha eanH metabomut (5°-DFCR); He umano egekt BbpXy TpuTe
rimaBau MeTabonuta (5°-DFUR, 5-FU u FBAL).

Anonypuron
HabnronaBanu ca B3anMoAeUCTBUS MeX Ty atonypuHoi u 5-FU, ¢ BE3MOXKHO HaMaJeHHe Ha

eexruBHOCTTa Ha 5-FU. EnHOBpeMeHHOTO mpuiiarane Ha aJloMypUHOJ U KarenuTabuH TpsOBa ja ce
n304rBa.

Unmepdepon ancha

MaxkcumannaTa noHocuma 103a (MTD) na kanenuradun € 2000 mg/m? Ha 1eH, Koraro ce KOMOMHHUPa
¢ uaTepdepon anda-2a (3 MIU/m? nuesHo) B cpasrenue ¢ 3000 mg/m? Ha 1eH, KOraTo KaneuuraouH
ce mpujiara caMoCTOSITEITHO.

JIvuemepanus
MTD Ha kanenuTaOuH, IPUIOKEH CAMOCTOSTEIHO 1I0 MHTEPMUTEHTHA cxeMa, € 3000 mg/m? Ha new,

JOKATO MpU KOMOMHUPAHE ¢ JIbUeTepanus npu pak Ha aedeporo yepBo MTD Ha kaneunTaOuH e
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2000 mg/m? na zieH, KaTo ce U3II0JI13Ba UM HENPEKHCHATA CXEMA MM 00JbYBAHE BCEKH JICH OT
MOHEICITHHK JI0 MIETHK MPH 6-CEJIMUUCH KypC Ha JIbYETEPAITHSL.

Okcanuniamuna

He ca HabnronaBaHu KIIMHAYHO 3HAYMMHU PA3JIMKH B €KCIIO3UIMATA HA KAICIIMTAOMH HUJIM HETOBUTE
MeTaboInTH, CBOOOIHA IIaTHHA MIIH 00IIa TUTATHHA, KOTaTo KaleuTa0rH ¢ IIpujlaral B KOMOWHAIIHS
C OKCAJIUIIIATUHA WM B KOMOMHAIIUS C OKCAJIUIUIaTHHA U OeBann3ymao.

besayuzymab
He e HaOnroiaBaH KIMHUYECKU 3HAYUM eeKT Ha OeBaru3yMad BbpXy (apMaKOKHHETHUHUTE

IIOoKa3aTcC/Ii Ha KaHeHI/ITa6I/IH WA HETOBUTE META0OIUTH IIpU HAJIMYKWEC Ha OKCAJIUIITIATHHA.

BzaunmopeicTeue ¢ xpaHa

[Tpy BcHYKM KIMHUYHY W3MUTBAHUS MAUCHTUTE ca OMIM MHCTPYKTUPAHH Ja TpUeMar KanenutaduH
1o 30 MuHyTH crie XpaHeHe. Thil KaTo ChIeCTBYBAIINTE TOCETa NaHHU 32 0€30IacCHOCTTa U
e(heKTHBHOCTTA Ce OCHOBABaT Ha MpHJIAraHe C XpaHa, ce MPerophiBa KarnenuTabuH aa ce mpruema ¢
xpana. [Ipuaranero ¢ xpaHa HaMaJsiBa CKOPOCTTa Ha pe30pOIIus Ha KarmenuTaOuH (BK. ToUka 5.2).

4.6 @epTHIAUTET, )PEMEHHOCT U KbpPMeHe

Kenu ¢ ACTECPOACH HOTCH]II/IaH/ KOHTpauennus rnmpu MbKeE U KCHHU

JKenute ¢ getepoieH moTeHIan TpsiOBa Aa Ob/IaT IIOCHBETBAHU 2 N30STBAT 3a0peMeHsIBaHe, TOKATO
MPOBEKIAT JICYUEHHUE C KarmenquTadnH. AKO MallMeHTKaTa 3a0peMenee, JOKaTo mprueMa KaneuTabuH,
MOTCHIMANHUSAT PHUCK 3a (eTyca TpsOBa Aa i Oble passicHeH. [1o BpeMe Ha JIeYCHUETO U B
NpOJBDKEHNE Ha 6 Mecela ciie/l MpreMa Ha TociIeJHaTa 103a KalenuTaOuH TpsioBa Ja ce M3I10JI13Ba
e(EKTUBEH METOJ 32 KOHTPALISTILIUSL.

B®3 ocHOBa Ha HaXOOKHUTE 3a TCHCTUYHA TOKCUYHOCT, MAIUCHTU MBIKE C MIAPTHLOPKHU C
PEOPOAYKTUBEH IMMOTCHI A TpH6Ba Ja U3I10JI13BaT e(i)eKTI/IBHa KOHTpauenuuAd nmo BpEMeE Ha JICUHCHHE U B
NpOJBDKEHUE Ha 3 Mecela cie]] MpueMa Ha IocieJHaTa 103a KaleuTaOrH.

BpemenHoct
Hsama kmuHIYHY poyYBaHUS HAa KaNeIUTa0WH IIPH OpeMEHHU JKeHU; MOXKe 00ade J1a ce Mpe ook,

4ye € Bb3MOXKHO Kalle[uTabrH J1a yBpeau (eTyca, ako ce MpUiIoku npu opemeHHu. 1Ipu npoyuBanus
Ha PEeNpOyKTUBHATA TOKCHYHOCT IIPH )KUBOTHH MPHJIAraHETO HA KalelUTa0uH € IPHYHHIIIO0
eMOpHOHaTHa CMBPTHOCT M TEPAaTOreHHOCT. Te3u JaHHHU ca OYaKBaHU e(eKTu Ha
¢byoponupuMUIMHOBHUTE NPon3BoAHH. KanenutabuH e npoTHBONOKa3aH 1o BpeMe Ha OPEeMEHHOCT.

KespMmene
He e u3BecTHO manu kanenuTabWH ce eKCKpeTHupa B KbpMara Ipu YoBeka. He ca mpoBexaanu

MPOYYBaHUS 3a OLIEHKA Ha BH3JICHCTBUETO HA KaenuTaOuH BbpXYy 00pa3yBaHETO HA KbpMa HIIH
HaJIMYMETO MY B Hed npu xopa. [Ipu KbpMENM MUILIKKU ca YCTAHOBEHU 3HAYUTEIHU KOJIMYECTBA
KarenuTabuH U HErOBH METa0OJIMTH B MIITKOTO. T'hi KaTO MOTEHIIMAIBT 32 YBPEKAaHE HA KbPMAYETO
€ HeM3BECTCH, KhbPMEHETO TPIOBa JIa Ce IIPEyCTaHOBH II0 BPEME Ha JICUSHHE C KaleluTaOuH U B
MPOIBIDKEHNE HA 2 CEIMUIIA CIIeN ITprUeMa Ha IOoCieIHaTa 103a.

DepTUnuTer
Hsma goctaThuyHO AaHHU 3a eeKTa Ha KareuTaOuH BbpXy Gepruiurera. OCHOBHUTE IPOYUYBAHHS

Ha KanenuTaOnH BKIIFOYBAT JK€HH C AETEPOAEH NMOTEHINAT U MBKE, CAMO aKO Ca Ce ChITIACHIIH 1a
M3M0J3BaT e()EeKTUBEH METO]I Cpellly 3a0peMeHsBaHe, KaKTO 3a MPOIB/DKUTETHOCTTA Ha IPOYYBAHETO,
TaKa U 3a OIIpaBJaH MOCIeBAI IEPUO CIIE/ TOBA.

[Ipu npoy4BaHusTA C )KUBOTHH eeKTHTE BEPXY (hepTrimTeTa ca ouinn HabroiaBany (BX. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTa 32 modupaHe 1 padoTa ¢ MALINHH

KanenntaOun moBnusBa B Majika JI0 yMEpPeHa CTEICH CII0OCOOHOCTTA 3a 1o upane u padoTa ¢
Marmmay. KanenuraOuH Moxe Ja peu3BrUKa 3aMaiiBaHe, yMOpa U TaJicHe.
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4.8 Hexenanm JjeKApCTBEeHH peaKuu

Pesrome Ha mpoduiia Ha Oe30macHOCT

OO01muaAT npodui1 Ha 6€30IaCHOCT Ha KanelUTaOKH ce OCHOBaBa Ha AaHHU oT Haja 3 000 mamueHTH,
JIEKYBaHH C KareruTabuH KaTo MOHOTEPAIUS WK KaeluTaOuH B KOMOMHAIHS C PA3IMIHU CXEMH Ha
XHUMHOTEPAITHS 38 MHOXECTBO Mokazanus. [Ipodumure Ha 6€30MacHOCT Ha KanenuTabuH KaTo
MOHOTEpAITHUsI IPH MOMYJIAIHK C METaCTa3upall paKk HaMJICUHATA KJIe3a, METACTa3upall KOJOPEKTAICH
KapIMHOM H KaTO aJ[FOBaHTHA TEpaIus MPH KapIIMHOM Ha J1e0eI0TO 4epBO ca CpaBHUMH. BIDKTe TOUKa
5.1 3a TOAPOOHOCTH OT OCHOBHHUTE KITMHUYHU M3MMUTBAHMUS, BKIIFOUMTEIHO JM3aiHa HA H3MMUTBAHHUSATA
¥ OCHOBHUTE PE3YJITATH 10 OTHOIIEHHE Ha e(hUKACHOCTTA.

Haii-yecto cpobuiaBannTe W/HIU KIMHUYHO 3HAYUMH, CBHP3aHHU C JICUCHUETO HeXKeJlaHH JIeKapCTBEHH
peaxuuu (HJIP), ca cromaniHo-4peBHH HapyieHus (0cOOeHO AMapHs, rajicHe, MOBPbLIaHe, KOpeMHa
0omKa, CTOMATHT), CHHAPOM pPbKa-Kpak (aMapHO-TIAHTapHA PUTPOTU3ECTE3NS ), yMOPa, aCTCHHUS,
AQHOPEKCHs1, KapIMOTOKCHYHOCT, 3aCHJIBaHE Ha ObOpeyHaTa AMCQYHKIHS TP TAIMEHTH C
OpeJIecTBalla KoOMIpoMeTrpana Ob0peuHa GYHKIMS 1 TPOMO03a/eMO0IH3bM.

TabauyeH CIIUCHK HA HEXKEIAHUTE pCaKnu

HJIP, 3a KOUTO M3CIIEIOBATENAT CUUTA, Y€ CA Bb3MOKHO, BEPOSATHO WJIH JAJIEYHO CBBP3aHHU C
MIpHUJIaraHeTo Ha KanenuTaowH, ca n30poeHn B Tabmmma 5 3a kamenuTaObuH KaTo MOHOTEpAIHs U B
Tabmuia 6 3a kanenuTaOWH, NIpUIarad B KOMOWHAIMS C PA3JIMYHA CXEMH Ha XUMHOTEPAITUs pU
MHOKECTBO MokazaHus. CleTHUTe Ha3BaHUS ca U3IMOI3BaHM 3a cteneHyBaHe Ha HJIP mo otHomeHue
Ha JecTtoTarta: MHOTO dect (> 1/10), wectu (> 1/100 mo < 1/10)), meuectu (> 1/1 000 mxo < 1/100),
penxu (> 1/10 000 mo < 1/1 000) u muOTO peaku (< 1/10 000) . [Ipu Bcsko TpynMpaHe B 3aBUCHMOCT
ot yectoTa, HJIP ce u30posiBaT B HU3XOIAIIL PEJT IO OTHOIIICHUE HA TAXHATA CEPUO3HOCT.

Monomepanus ¢ kaneyumabun.

B Tabmuna 5 ca n3dpoenu HJIP, cBbp3anu ¢ ynotpedara Ha KaneluTaOuH KaTo MOHOTEpArus, KOUTO
Ce OCHOBABaT Ha COOpPEH aHaJIU3 Ha JJAHHUTE 332 0€30MACHOCT OT TPHU TOJIEMHU MU3ITUTBAHUS, BKIIOYBAIIN
max 1900 manvenTn (u3nureanus M66001, SO14695 u SO14796). HIIP ca BKIIOYEHH B CHOTBETHATA
rpyma mo 4ecToTa B 3aBUCHMOCT OT 00II[aTa 4ecToTa OT COOPHHUSI aHAITU3.

Tabnuma 5 0606menne va HIIP, cBbp3anu ¢ TepanusTa ¢ KaneuTaduH, ChOOIIaBaHU TPU

MNalnCeHTH, JICKYBAHU C MOHOTCpANuid C KaHGLII/ITa6I/IH

TenecHa cucrema MHoro yecTn YecTn Heuectu Penxu/Muoro
peaku
Bcuuku cmenenu Bcuuku cmenenu Teorcku u/unu (IToctmapket

Jrcusomosacmpamiasa
wu (cmenen 3-4) unu
CUUMAaHU 34 KTUHUYHO

HUHIOB OINT)

3HaAUUMU
Hngpexyuu u - XeprecBupycHa Cerncuc,
ungpecmayuu uHpEKIUs, Wudekuus Ha
Hazodapunrur, MMUKOYHHUTE ITBTHILA,
WNndexnus Ha nonaute | Lenmynwur,
JIUXaTeTHNA THTHLIA ToH3unur,
DapuHrur,

OparnHa KaHIuI03a,
I'pun,
T'actpoenTepur,
I'bOnuna nH pEKIHS,
WNudexmus,

3150eH abcrec
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TenecHna cucrema

MHoro yecTH

Bcuuku cmenenu

Yectn

Bcuuku cmenenu

HeuecTn

Textcku u/unu
JHcueomo3acmpauiasa
wu (cmenen 3-4) unu
CUUMAHU 30 KTUHUYHO

3HaAYUMU

Peaxn/Mmuoro
peaku
(IToctmapxket
HUHIOB OIMT)

Heonnazmu —
0obpoxawecmeen,
3M0KAYecmeeHu u
HeonpeoeieHU

JIunom

Hapywenus na kpvema
u aumpHama cucmema

Heyrponenus,
Anemus

OebprHa
HEyTPOIICHNUS,
IlanuuTonenus,
I'panynouuronenus,
TpomboruToneHus,
JleBKOTICHMS,
XeMOJUTUIHA aHEMUS,
IToBuieHue Ha
MexayHapoIHOTO
Hopmanusupano
CroTHoOIICHUE
(INR)/yabmkaBaHe Ha
IpOTPOMOMHOBOTO
BpeMe

Hapywenus na
UMYHHAMA cucmema

CBpPBXUyBCTBUTETHOCT

AHrHoenem
(penkm)

Hapywenus na
memaboauzma u
Xpaneremo

AHopekcus

Hexunparanus,

Hamaneno terno

uaber,
Xuriokaauemusi,
Hapyumienus

Ha areTuTa,
Mannytpunus,
XUNepTpUrIHLEpUIeMu
St

Hcuxuunu napywenus

bescnHue,
Hemnpecus

CrcTosIHHE Ha
o0BbpKBaHe,
[Ipuctenu Ha MaHUKa,
ITotncHato
HACTPOCHUE,
Hamanenue na
JTUOUO0TO

Hapywenus na
HepsHama cucmema

I'nmaBoOoiue,
Jletaprus,
3amaiiBaHe,
ITapecresns,
Husreysns

Adazus,

YBpexjaaHe Ha IaMeTTa,
Arakcus,

CuHkor,

Hapyenus B
PaBHOBECHETO,
CeTHUBHH HApYyLICHHUS,
[epudepna
HEBpOMNATHS

Tokcuuna
neBkoeHIedan
omarus (MHOTO
penkn)
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TenecHna cucrema

MHoro yecTH

Bcuuku cmenenu

Yectn

Bcuuku cmenenu

HeuecTn

Textcku u/unu
JHcueomo3acmpauiasa
wu (cmenen 3-4) unu

CUUMAHU 30 KTUHUYHO

Peaxn/Mmuoro
peaku
(IToctmapxket
HUHIOB OIMT)

3HaUUMU
Hapywenus na ouume 3acuieHo Hamanena 3putenna Creno3sa Ha
CBJI30TEYEHUE, 0CTpoTa, CITB3HHA KaHaJ
KOHIOHKTHBHT, Jumionus (penkm),
OuHo npa3HeHe Hapymenus na
poroBwuiaTta
(pemxu),
Kepatut
(pemcn),
ToukoBUAEH
KepaTHT
(pean)
Hapywenus na yxomo - Bepruro,
U 1abupuHma Bbonxka B ymmre
Cvpoeynu napyuieHus - Hecrabunna anruna, KamepHo
AHTYHA IEKTOPHC, MBIKIEHE
MuoxkapaHa (penxmn),
ACXeMHUs/ HH(apKT, Y apmxaBane
[Ipencwepano mbxaeHe, | Ha QT
Aputmus, HWHTEpBaja
Taxukapaus, (penxn),
CunycoBa Taxukapaus, | Torsade de
CobprieOueHe pointes
(penxmn),
Bpanukapnus
(pemcn),
Bazocnazem
(penkn)
Cv0oosu Hapyuienus Tpombogedut Tpombo3a Ha
JI'bIIOOKUTE BEHU,
XunepToHusl,
Iletexun,
XuIoToHus,
Tl'opeuu BbIHU,
CryieHu KpaiiHUIU
Pecnupamopnu, Hucnnes, benoapoben
2PBOHU U Emmcrakcuc, eMOOIIN3bM,
MeouacmuHaIHu Kamuma, [TueBmoTOpAKC,
HapyuweHus Punopes XeMmornTusa,
ActMma,

JucniHes npu ycunme
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TenecHna cucrema

MHoro yecTH

Bcuuku cmenenu

Yectn

Bcuuku cmenenu

HeuecTn

Textcku u/unu
JHcueomo3acmpauiasa
wu (cmenen 3-4) unu

CUUMAHU 30 KTUHUYHO

Peaxn/Mmuoro
peaku
(IToctmapxket
HUHIOB OIMT)

SHAUUMU
Cmomawino-upesnu Huapus, CromarHo-4peBeH UpesHa 00CcTpyKLuS,
HapYuieHus. [loBpbiIane, KPBBOU3IINUB, Acnur,
I'agene, 3arexk, EnTepur,
Cromarwur, bonka B ropHute I'actpur,
Kopemna 6omka OTJENH Ha KOpema, Hucdarus,

Jlucrmencus,
Mereopusbm,
Cyxora B ycTara

bosnka B nonHute
OTJENU Ha KopeMma,
E3zodarur,

Kopemen nuckomdopr,
lactpo-ezodareanna
pediaykcHa Ooecr,
Komnr,

Kp®B BBEB hekamnunte

Xenamo-ounuapnu - Xunepounupyounemu | XKbireHuna UepHonpobHa
HapyuieHUs. s,OTKIIOHEHUS B HEIOCTAThYHOC
YepHOAPOOHHTE T (peaxu),
(GYHKIMOHAHU XonectaTuueH
TECTOBE XeTaTUT
(peax)
Hapywenus na CunzpoM Ha O06pus, Mexypu, Koxen nymyc
Kodcama u najgMapHo- Anornenus, S13Ba Ha KOXaTa, epuTeMaTo3yc
NOOKONCHAMA MbKAH IJIaHTapHA Epurema, O6pus, (penxmn),
eputponuzecre3us™ | Cyxa Koxa, VYprukapus, Texxkn KOKHH
* Copoex, Peakiust Ha peaxiuu, Kato
XunepnurMeHTaIys (hOTOUYBCTBUTEITHOCT, CUH/IPOM Ha
Ha KOXKara, [Nanmapna epurema, Stevens-
MakynapeH o0pus, [lonyBane Ha nuuero, Johnson u
JeckBamanus Ha ITypnypa, TOKCUYHA
KO>KaTa, “Radiation recal” enuIepMaHa
Hdepmarur, CHUHIPOM (KBCHHU HEKpOJIn3a
Hapymenue Ha TOKCHYHU IIPOSIBH, (MHOTO penKn)
MIATMEHTALUATA, CBBP3aHU C (Bk. Touka 4.4)
Hapymenns Ha 00JTBUBaHETO)
HOKTHUTE

Hapywenus na
MYCKYIHO-CKelemHama
cucmema u

Boiika B kpaitHunure,
Boinka B repba,
ApTtpanrus

ITonyBane Ha craBure,
Boska B xocTHTe,
Boska Ha aunero,

cveduHumenHama MycKyITHO-CKeNleTHA
MbKan CKOBAHOCT,
MyckyinHa c1abocT
Hapywenus na - - Xuaponedpo3a,
OvoOpeyume u WVHKOHTHHEHIIVS HA
NUKOUYHUMeE NbMUya ypuHarTa,
Xematypus,
Huxrypus,

IloBumienue Ha
KpPEaTMHHUHA B KPbBTA

Hapywenus na
8b3NPOU3EOOUMETHAMNA
cucmema u 2vpoama

Barunanen KPBHBOU3JIMB
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TenecHna cucrema

MHoro yecTH

Bcuuku cmenenu

Yectn

Bcuuku cmenenu

HeuecTn

Textcku u/unu
JHcueomo3acmpauiasa
wu (cmenen 3-4) unu
CUUMAHU 30 KTUHUYHO

Peaxn/Mmuoro
peaku
(IToctmapxket
HUHIOB OIMT)

3HaUUMU
Obwu Hapyuienus u Ymopa, [Tupexcus, Oroxk,
eghexmu na macmomo | AcTeHus CryneHu TPBIKH,
HA npuiodicerue [Tepudepen oTox, I'pumorrogo6HO
Hepasnonoxenue, 3a0oJsIBaHe,
Bosnka B repaute Purop, IloBuiienue Ha

TeJlecHaTa TeMIeparypa

** Bb3 OCHOBA Ha IIOCTMApPKETUHTOBUS OITUT, IEPCUCTUPAI WU TeKBK CHHIPOM Ha MaJIMapHO-
TUTaHTapHA EPUTPOTU3ECTE3NSI MOXKE EBEHTYaTHO J]a IOBEE 10 3aryba Ha MPbCTOBUTE OTIECYATHIIH
(Bx. TOuKa 4.4)

Kaneyumabun npu xombunupana mepanus.:

B Ta6mmuma 6 ca n3bpoenu HJIP, cepp3anu ¢ ynorpebaTa Ha KanenuTaOuH, priiarad B KOMOWHAITHS C
Pa3IMYHM CXEMHU Ha XMMHOTEPAIHsi IPH MHOYKECTBO MOKA3aHMsI, OCHOBABAIIH CE HA JaHHHU 3a
6e3omacHoct ot Hax 3000 maumentu. HJIP ca BkiItoueHH B ChOTBETHATA TPyIa MO YyecToTa (MHOTO
YeCTH WJIM YECTH) CIIOpe/l Hali-BUCOKATa YeCcToTa, HAOJI0/1aBaHa B HIKOE OT TOJIEMUTE KIMHHUYHU
U3MHUTBAHU, ¥ ca JOOABEHH CaMO KOTraTo ca HaOJI0/1aBaH! B I0MbJIHEHHE KbM Te3H, OTOCIIA3aHH TIPH
MOHOTEepanus ¢ KanenuTabuH UK ca HaOJIlo1aBaHU C 0-BHCOKA 4eCTOTa B CPAaBHEHUE C
MOHOTepamnusi ¢ kanenutabu (Bx. Tadmuua 5). Heuecture HJIP, choOiienu npu KoMOMHUpaHa
Tepamnus ¢ Karenurabus, crotBercTBaT Ha HJIP, cho0menn mpu MOHOTEpIHS ¢ KarnenuTaOuH Wi pu
MOHOTEpAnusi ¢ JEKapCTBEH MPOIYKT OT KOMOHHaIusATa (10 JINTepaTypHHU AaHHU W/WIH OT
cboTBeTHaTa KpaTka XapakTepucTHKa Ha MPOIAYKTa).

Hsxoun ot HJIP ca peakuun, HabIr01aBaH| Ye€CTO MPH JIEKAPCTBEHHS IIPOAYKT OT KOMOWHAIUSTA
(mamp. nepudepHa CeH30pHa HEBPOIATHS P JOLETAKCEI WIIM OKCATHUILUIATHH, XUIIEPTOHUS,
HaOuro1aBaHa npu OeBaru3ymad). He Moxe obade ia ce M3KI04M 000CTpsIHE TIPH Teparnus ¢
KarenuTaOuH.

Tabnuua 6 Oo606mienne Ha HJIP, cBbp3any ¢ TepanusTa ¢ KaneuuTaOuH, JOKJIaJABaHH! MPH
HAI[MEHTH, JICKYBaHH C KalelUTaOuH B KOMOHHALUS, B 1ONbJHEHHE KbM TE3H,
HaOJIF0JaBaHK TIPU MOHOTEPAIHUS C KalleUTaOuH, WK HAOI0IaBaHH C MO-T0JIsiMa
YeCTOTA B CPABHEHHE C MOHOTEpAIHATA KaCIUTa0UH

TeaecHa cucremMa MHoro yecT Yecrn Penxn/MHuoro peaxu
(IToctMapKkeTHHI OB
Bcuuku cmenenu Bcuuku cmenenu OINT)
Ungpexyuu u - Xeprrec 30cTep,
ungecmayuu Wndexnus Ha

MUKOYHHUTE ITBTHLIA,
OpanHa KaHANI03a,
WHdexnus Ha TOpHUTE
JIUXaTEeJTHHU TbTHUILA,
Punwur, I'pumn,
"Nudexmms, Xeprec Ha

ycTara
Hapywenus na "Heyrponenwus, IloTnckane Ha KOCTHUSA
Kpb8ma u *JIeBKOIIEHU, MO3bK, *DebpuitHa
numpnama cucmema | “Anemus, HEYTPOIICHUS
HeyTrponennuna
TpECKa,
TpomOoruToneHms
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Tesecna cucrema MHoro 4yectn Yectn Penxn/MHoro peaxu
(ITocTMapKeTHHIOB
Bcuuxku cmenenu Bcuuku cmenenu OIHT)
Hapywenus na - CBpBXYYBCTBUTEIHOCT
UMYHHAma cucmema
Hapywenus na Hamanen anetur Xunokaiuemusl,
Memabonusma u XHUIMOHATPUEMHUS,
Xpareremo XurmomarHesuemus,
XunokaamueMus,
XunepriimkeMust
THcuxuunu - Hapymenune Ha cbHS,
HapyweHus TpeBoKHOCT
Hapywenus na HeBpoTtokcuuHnocT,
HepsHama cucmema | Ilapecres3us, Tpemop, Hespanrus,
Huzecresus, Peakuus na
[lepudepna CBPBXYYBCTBUTEITHOCT,
HEBpONaTHs, Xunoecre3ust
[epudepna cenzopHa
HEBpOIaTHs,
Huzreysus,
['maBoGonue
Hapywenus na 3acuneHo 3pUTENHO HapylLIeHHE,
ouume CBJI30TCUCHUE Cyxora B ouure, boika

B OUMTE, YBPEXKIaHE HA
3pEHUETO, 3aMBITICHO
3peHue

Hapywenus na
YXOMO U 1aOUpurHma

[IIym B ymure,
IToHmkeHue Ha ciayxa

Covpoeunu - [peacwpaHO MBXKIEHE,
Hapywenus MuokapHa
ucxemust/uHQapKT

Cvoosu Hapywienus

OTOK Ha JTOJHUTE

3a‘l€pB$IBaHG Ha JIUIECTO,

KpalHuLIH, XUIOTOHUS,
XUIMepTOHHUS], XunepToHUYHA KpHU3a,
*EMO0OIU3BM U l'opemu BbiHN, DeOuT
TpomMb03a
Pecnupamopnu, Bb3naneno rupio, XbJllIaxe,
2PBLOHU U Huzecre3us Ha ®dapuHrogapuHreanHa
MeOUACTNUHANHU (hapunKCa Oonka, Jluchonus
HapyuileHus.
Cmomawno-upeenu | 3amek, Jlucnerncus KpbBou3/MB OT ropHHTE
HapyuleHus. OTJENM Ha CTOMAIIIHO-

YPEBHHUA TPAKT,
SI3Bu B ycrara, ['acTpur,
Pa3nyBane Ha KopeMa,
I'actpo-e3odareanna
pedmykcHa 6orecr,
Bbonku B ycrara,
Hucdarus, Pexranen
KpBbBOU3INUB, boika B
JIoJTHATa 4acT Ha
Kopema, Jluzecte3us Ha
ycrara, [lapecte3us Ha
ycrara, XUIoecTe3us Ha
ycraTta, AOJOMUHAICH
JUCKOMGOPT
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Tesecna cucrema MHoro 4yectn Yectn Penxn/MHoro peaxu
(ITocTMapKeTHHIOB
Bcuuxku cmenenu Bcuuku cmenenu OIHT)
Xenamo-ounuapru - Hapymenue Ha
HapyuileHusl yepHOApoOHaTa
GbyHKIHS
Hapywenus na Anonenus, Xunepxuaposa,
Kodcama u Hapymenus na EputemaTosen oOpus,
HOOKOJICHAMA MbKAH | HOKTUTE Yprukapus, Homxn
M3MOTSBAHUS
Hapywenus na Mpuanrus, Aptpanrusi, | bonka B uenrocTra,
MYCKYNIHO- Bonxka B kpaliHuIuTE MycKyTHH CHIa3MH,
cKenemHama Tpusmyc, MyckynHa
cucmema u cmabocT
cveouHumenHama
MbKAH
Hapywenus na - Xematypus, Octpa 6B0peuHa
OvOpeyume u [Mpotennypus, HamaneHn | HeqocTaThb4HOCT B

OBOpeveH KpeaTHHUHOB
KJIUpBHC, [u3ypust

nuKo4YHume nvmuuia pe3yiaTaTr Ha

IexuapaTanus (peaKu)

Obwu HapyueHus u
egpexmu Ha
MACMOMO Ha
npunodicenue

[Mupexcus, Crnabocr,
*Jleraprus,
TemmnepaTtypHa
HETIOHOCUMOCT

Bb3nanenue Ha
nuraBunute, bonka B
KpaiiHuuure, bornka,
CTyneHu TphIKY,

I'pbana Gonka,
I'punonogo6HO
3a00J1s1BaHe,
*MebpusuteT, Peakis,
CBBbp3aHa ¢ HHQYy3UITA,
Peakmus Ha MICTOTO Ha
WHXeKkTHpaHe, bonka Ha
MSICTOTO Ha UH(Y3HUITA,
bonka Ha MsIicTOTO Ha
WH)XEKTHUpaHe

Hapanaeanus, -
ompassHus u
VCAONHCHEHUS,
B6B3HUKHAIU 6
pe3ynimam Ha
UHmMmepseHyuU

Konry3us

* 3a BcekH TepMuUH, yecToTaTa ce ocHoBaBa Ha HJIP ot Bcnuku crenenu. 3a TepMUHUTE, OTOCIS3aHU C
“+”, yecroraTa ce ocHoBaa Ha HJIP ctenen 3-4. HJIP ca BkitoueHu criopes Hai-BHCOKaTa 4eCTOTa,
Ha0JI0JaBaHa 1o BpeMe Ha HAKOE OT TOJIEeMUTe KOMOMHUPAHH KIIMHUYHU U3MTUTBAHMS.

Onucanue Ha I/I36DaHI/I HEXCJIaHU pCaKnu

Cunopom pvra-kpak (CPK) (eoxc. mouka 4.4)

3a kanenuTabus B 103a 1250 mg/m? na nbTu nHeBHO Ha auU 1 10 14 1pes 3 ceamuuy e HaOMogaBaH
CPK ot Bcuuku crenenu ¢ yectora ot 53 % 1o 60 % mo Bpeme Ha KITMHUYHNATE U3MTUTBAHUS C
KareruraduH KaTo MOHOTeparnus (0OXBalany H3MHTBAHNSA KaTo af0BaHTHA TEPAITUs ITPH PaK Ha
JIe0enoTo YepBo, JISYCHNE Ha MEeTacTa3upall KOJOPEKTalIeH KapIIMHOM U JICYCHHE Ha paK HamiIeyHarTa
xte3a). HectoTa ot 63 % e Habmo1aBaHa B paMOTO Ha KareuTabH/ [OIeTaKkcen Mpy JICYeHHE Ha
MeTacTasupall PaK HaMJICYHATA JKJIe3a. 3a KanenuTabun B 1o3a 1000 mg/m? 18a mbTH JHEBHO HA JHU
1 no 14 npe3 3 ceamuny, ¢ HaOmonaBad CPK ot Bcuuku crenenu ¢ yectota ot 22 % no 30 % npu
KOMOWHHpaHATa Tepanus ¢ KarnenuTaOuH.
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Merta-ananu3 Ha 14 KTMHAYHY Ipoy4YBaHus ¢ naHHu oT Haj 4700 nanueHTH, TeKyBaHU C
KarnernuTaduH KaTo MOHOTEPAITUs WITH KaNelMTaOuH B KOMOWHAIIMS C PA3JINYHU CXEMH Ha
XHMHUOTEpAIsi TP MHOXKECTBO MOKa3aHus (pak Ha 1e0eI0TO YepBO, KOJIOPEKTAJICH KapIIHOM,
KapIHOM Ha CTOMaxa M paK HamJieuHara xkJie3a), nokassa, ye CPK (Bcuuku cTeneHu) Bb3HUKBA MTPU
2066 (43 %) marmentu ciaen meauanuo Bpeme ot 239 auum [95 % CI 201, 288] ciex HauaxoTo Ha
TepanusTa ¢ Karnenuradbus. [Ipu BCHUKn KOMOMHUPAaHU U3MTUTBAHUS CIICTHUTE KOBApUATH Ca
CTaTHCTHYECKU 3HAYMMO CBbP3aHH C MOBHUILCH pUCK OT pa3Butue Ha CPK: yBennyaBane Ha HayaiHaTa
71032 Ha KarenuTabuH (rpaM), HaMaJsiBaHe Ha KyMyJlaTHBHATa 1032 Ha Kanerurabun (0,1*Kkg),
YBENUYCHHE HA OTHOCUTEITHHS MHTEH3UTET Ha JI03aTa Mpe3 MbPBUTE MISCT CEJMUIIN, YBEITHNIaBaHE HA
NPOBDKUTEHOCTTA Ha JICYSHHETO 110 BPeMe Ha M3MUTBAHETO (CEJMUIIN), YBEIMYaBaHEe Ha Bb3pacTTa
(c yBenmmuenus ot 10 roaunn), xkeHcku o u 100bp craryc no ECOG Ha usxoano HuBo (0 cipsimo
>1).

Huapus (soic. mouxa 4.4)
Karmerurabun Moxe 1a MHIyIHpa quapus, KoeTo e HabmoaaBaHo mpu 10 50 % ot manueHTHTe.

PesynTarute oT MeTa-aHanu3 Ha 14 KJIMHUYHYU NPOYYBaHMs C JaHHU OT Haa 4700 manueHTH, JJeKyBaHH
C KarneuuTabuH, I0Ka3BaT, Y€ IPY BCUYKH KOMOWHUPAHU U3MUTBAHUS CIIETHUTE KOBAPHUATH ca
CTaTUCTUYECKH 3HAUMMO CBBP3aHHU C MMOBHILIECH PUCK OT Pa3BUTHE Ha JUAPHSL: yBEJIHMYaBaHE Ha
HayaJIHaTa J03a Ha KaneuuTabuH (rpaM), yBeJInuaBaHe Ha MPOABIDKUTEIHOCTTA Ha JICUCHUETO 10
BpEME Ha U3MHUTBAHETO (CEIMMIIH), YBeIMYaBaHe Ha Bb3pacTTa (¢ yBenuueHus o 10 rogusu) u
KeHCKH no1. CleqHuTe KOBapuaTH ca CTAaTUCTUYECKH 3HAYMMO CBBbP3aHH C HAMAJICH PHCK OT
pa3BUTHE Ha IUApHs: YBEJIMUaBaHEe HAa KyMyJaTHBHaTa n03a Ha kaneiutadus (0,1*kg) u yBennuenue
Ha OTHOCHUTENHHS MHTEH3UTET Ha 03aTa Mpe3 MbPBUTE IECT CEIMUIIH.

Kapouomoxcuunocm (8orc. mouka 4.4)

Ocgen HJIP, onucanu B Tabnuiu 4 u 5, cnenaute HJIP ¢ yectora mox 0,1 % ca cBbp3anu ¢
KarenuTaduH KaTo MOHOTEpAIUs M C€ OCHOBABaT Ha COOPEH aHaJIu3 OT JaHHHUTE 3a 0€30MaCHOCT MPHU
7 KIMHAYHU U3MUTBaHKs, BKIouBany 949 narmentn (2 nanurBanus dasa |l u 5 kiuauasn
u3nuTBanus ¢asa |l mpu Meractasupan KOJIOPEKTAICH KapIlIMHOM M METacTa3upall paK HamJjieuHaTa
JKJIe3a): KapAHOMHUOIIATHSI, ChP/ICYHA HEAOCTATHYHOCT, BHE3AITHA CMBPT U KAMEPHHU €KCTPACHUCTOIIH.

Enuyedanonamusa

Ocgen HJIP, onucanu B Tabmuiu 4 u 5, ocHOBaBaIu ce Ha ropecrioMeHaTrs COOpPEeH aHaJIu3 OT
JAHHHUTE 32 0€30MaCHOCT NP 7 KIIMHWYHYU W3MHUTBaHMS, eHIIe(aonaTus ChII0 € CBhp3aHa ¢
ynorpebaTa Ha KarenuTaduH kaTo MoHOoTepanus ¢ yecrora o 0,1 %.

Excnosuyus na pazmpowenu uau cuynenu mabiemey Kaneyumaoun:.

CrnieiHATE HEXKETaHU JICKAPCTBCHH PEAKIUY Ce ChOOIIABAT TP SKCIIO3UIUS Ha Pa3TPOILICHU WU
CUYIICHH Ta0JICTKU KaleI[UTa0uH: JIpa3HeHE HA OYMTE, MIOJyBaHE Ha OUYUTE, KOXKEH 00OpUB,
TJIaBO0ONHE, TApecTe3usl, Tuapus, TaJieHe, Apa3HeHe Ha CTOMaxa 1 NOBPbBIIAHE.

Cneuuaﬂﬁu nonyaauyuu

Hayuenmu ¢ cmapuecka 6v3pacm (6. mouxa 4.2)

AHajM3bT Ha TAHHUTE 32 0E30MAaCHOCT ITPH MAI[MEHTH > 60 -TroMIlIHA Bb3PACT, JICKYBaHH C
KarnernuTabuH KaTo MOHOTEpAI¥s, U aHATU3bT IIPH MMAlUeHTH, JICKyBaHU ¢ KOMOWHHpaHa Tepamus
KarenuTabWH TUTI0C A0IETaKCell, IIOKa3Ba MOBUIIIABAHE Ha YECTOTATa HAa CBEP3aHUTE C JICUCHUETO
HEXEJIaHU PEaKIuu cTerneH 3 v 4 ¥ CBbP3aHUTE C JICUSHUETO CEPUO3HU HEXKEJIaH! PEaKIIUU B
CpaBHEHHUE C manueHTH > 60 -roquniHa Bs3pact. [lpu nanuentute > 60 roguHU, IEKyBaHU C
KarenuTaOrH IUTIOC J0IETaKCell, C€ HAOJII0JaBaT ChIIO U MTOBEYE CIIydan Ha OTTEIJISHE OT JICYCHUETO
MOpajJy HeXXENIaHW PEakIiy, B CpaBHEHUE ¢ nanueHTu < 60 roauHu.

Pesynrarure oT MeTa-aHanu3 Ha 14 KITMHWYHY TIpoy4YBaHus ¢ naHHH oT Haj 4700 manueHTy, JeKyBaHH
C KarenuTaOuH, MOKa3BaT, ue P BCHYKH KOMOWHHUPAHH U3MMTBAHUS yBEIMIaBaHETO Ha Bh3pacTtTa (C
yBenuueHus 0T 10 roUHN) € CTATUCTUYCCKU 3HAYUMO CBBP3aHO C TIOBHUINECH PUCK OT Pa3BUTHE HA
CPK u amapws, ¥ ¢ HaMaJICH PUCK OT pa3BUTHE Ha HEYTPOIICHUS.
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Ilon

Pesynrature ot Mera-aHanu3 Ha 14 kimHUYHY poyuyBaHus ¢ AanHu oT Haja 4700 naruenTy, TeKyBaHH
C KarnenuTaOuH, MoKa3BarT, 4e MPU BCUUYKH KOMOMHUPAHU U3ITUTBAHUS KEHCKUSAT MOJT € CTATHCTUYCCKH
3HAYMMO CBBbP3aH ¢ MOBHIICH PUCK OT pa3Butre Ha CPK u nuapust v ¢ HaMajIeH PUCK OT pa3BUTHE Ha
HEYTPOTICHUSI.

Hayuenmu ¢ 6vbpeuno vepescoane (8. mouxu 4.2, 4.4 u 5.2):

AHanu3bT HA TaHHUTE 32 0E30MMaCHOCT MIPH MAIHEHTH ¢ OBOPEedHO YBpEKAaHe Ha U3XOIHO HHUBO,
JIeKyBaHU C KaneluTaOuH KaTo MOHOTeparus (U KOJOPEKTAIECH KapIHOM), IOKa3Ba MOBHUILIABAHE
Ha YecTOoTaTa Ha CBBP3aHUTE C JICUCHHETO HEXKEJIaHHU PEaKLMH cTereH 3 U 4 B CpaBHEHHE C
HalUeHTHTE ¢ HopMasHa Ob0peuna ¢ynkiws (36 % npu nanueHTuTe 6€3 6HOPEUHO YBpEKIaHE

n = 268, cpeury crorBeTHO 41 % TNpUM manueHTuTe ¢ Jeko yBpexaane N = 257 u 54 % npu GonHMTE ©
yMmepeHo yBpexxaane N = 59) (Bxk. Touka 5.2). [lanmenture ¢ ymepeHo yBpenena 0b0peuna GyHKIus
MOKa3BaT MOBUIIICHA YECTOTA Ha CIIyyan Ha HamassiBaHe Ha fo3ata (44 %) cperny 33 % u 32 % npu
nanueHTy 6e3 0OpedHo YBpEKIaHe WK C JIeKO OBOPEYHO YBpEKJaHe U TOBHIIICHA YeCTOTa Ha
Clly4ad Ha paHHO OTTETJISIHE OT JiedeHueTo (21 % orTerisiHe mpe3 MbpPBUTE JBa IMKBIIA) cperty 5 % u
8 % mpu manmenTHTe 6€3 OHOPEUHO YBPEKTAHE WU C JIEKO OBOPETHO YBpEKIaHE.

Crpo01aBane Ha MOA03MPaHU HEKEIAHN PEAKIIUU

Ch0o0I1aBaHeTO Ha MOIO3UPAHU HEIKEIIAHU PEaKIIUK Clie]l pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakKHO. TOBa IMO3BOIISBA Ja MTPOIBIDKH HAOMIOIEHNETO Ha ChOTHOIIIEHUETO MOJI3a/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCAKA
MOJI03UPaHa HEXKEIaHWA PEeKallKs Ype3 HAIMOHAIHA CUCTEMa 33 ChOOIIaBaHe, MOCOUYCHA B

IIpunoxxenue V.

4.9 TIlpemo3mpane

[IposiBuTE Ha OCTPO MpenO3UpaHe BKIIOUBAT rajICHE, MOBPBIIAHE, TUAPUSL, MYKO3UT, CTOMAIIHO-
YPEBHO JIpa3HEHE U KbPBEHE U MOTUCKAHE Ha KOCTHUSA MO3bK. TepaneBTUUHOTO JICUCHHUE Ha
MPEI03UPAHETO TPSIOBA J1a BKIIOYBA O0OMUAHHUTE TEPANICBTUUHHU H MOIbPXKAIIKA MEIUKAMEHTO3HH
WHTEPBEHLMH, HACOYEHN KbM KOPUTHPAHE HA HAIMYHHUTE KJIMHUYHU [IPOSBU U PEIOTBPATABAHE Ha
TEXHHUTE Bb3MOXKHH YCI0KHEHUS.

5. ®APMAKOJIOTMYHHA CBOMCTBA
51 @apmakoguHAMUYHH CBOMiCTBA

(DapMaKOTepaHeBTI/I'-IHa rpymna: aHTUHCOIUIAaCTUYHU CPEACTBA, aHTI/IMeTa6OJ'II/ITI/I, MUPUMUIUHOBHU
anamosu, ATC kox: LO1BC06

Kamenurabun e HeMTOTOKCHYEH (IIyOpONUPUMHUIMHOB Kapbamar, KOWTO AEHCTBa KaTO IepOpaIHO
MpuUjIaral IpeKypcop Ha MUTOTOKCUYHMS areHT S-(ayopoyparmi (5-FU). Kanerurabus ce akTHBUpa
Yype3 HAKOJIKO €H3MMHU CThIIaja (BX. Touka 5.2). EH3uMbT, KOHTO y4acTBa B KpaiilHOTO MPEBPBIIAHE B
5-FU — tumunun pocdopunaza (ThyPase), e HamepeH B TYMOPHH ThKaHHU, HO U B HOPMaJIHUTE
ThKaHH, OOMKHOBEHO B MO-HUCKH KOHIIEHTpanuu. [Ipu MOojIenT Ha 4OBEIIKH PaKoOB
KCEHOTPAHCIIAHTAT KaleluTabuH e TIoKasaj CHHepruieH eekT B KOMOMHAIIHS C JIOLIETaKces, KOeTO
MOJKeE J]a C€ CBBPIKE C BB3XOAIIa peryiaus Ha TAMUINH (ochopuiiazaTa OT JOIETAKCeIl.

WNwma nannu, ue metabonusMbT Ha 5-FU B anaOomHus mbT O6JI0KHpa peaknusaTa Ha METHIIMPaHe Ha
JIE30KCUYPHUINIIOBATA KUCENIMHA 10 THMUAWIOBA KHCEINHA U 110 TO3W HAUMH MOBJIUSABA CUHTE3a Ha
neszokcupudonykinennoBata kucennna (JJHK). Bkmousanero va 5-FU Boau cbio 1 10 MHXUOUpaHe
na PHK u 1o cunres Ha 6earsuure. Thit kato JIHK 1 PHK ca ocobeno BaxxHH 3a KJIETHYHOTO
JIeJIeHHe U pacTex, ehekrsT Ha 5-FU Mosxe 1a Boau 10 Ch37aBaHe HA THMUIHUHOB AS(PHIIUT, KOUTO
MPOBOKHpa HeOanaHCHpaH PacTeX U CMBPT Ha kieTkara. Edexture na numasanero ot JJHK u PHK
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ca Hal-M3pa3eHu B TE3M KIIETKH, KOUTO Iponrdepupar mo-06p30 1 kouto Mmeradonusupar S5-FU ¢ mo-
BHCOKA CKOPOCT.

Pak Ha I[e6€HOT0 YEPBO U KOJOPECKTAJICH KapIIHMHOM

Monomepanus ¢ kaneyumadun npu adiO6AHMHO JeYeHue Ha paKk Ha 0eberomo 4epeo

JlaHHUTE OT €1HO MHOTOILICHTPOBO, PAaHIOMU3HUPAHO, KOHTPOIUPAHO KIMHUYHO n3nuTBaHe ¢aza 111
MIpH MAIMEeHTH ¢ pak Ha nedenoro uepro cranuii I1I (C mo Dukes) nogkpemnsar ynmotpebara Ha
KarnernuTaOuH Mpy aJI0BaHTHO JICYEHUE Ha MAIEHTH ¢ pakK Ha J1e0eoTo 4epBo (KIMHIUYHO TPOyYBaHEe
XACT; M66001). ITpu Toa uznutBane 1987 nauneHTy ca Ouian paHAOMHU3UPAHH 32 JISYSHHUE C
karnerutadbus (1250 mg/m2 JIBa ITbTU AHEBHO B MPOIBDKEHHE HA 2 CEIMUILIM, TTOCTIEABAHO OT 1-
CEeIMUYCH IEPHOJT Ha TTOYMBKA, KATO TE3M 3-CEAMHYHH ITUKIIN Ca MPOIBIDKIUIH 24 CeIMUIIN) WA C 5-
FU u neBKOBOpHH (CXeMa Ha JiedeHHe Ha KIMHukara Mayo: 20 mg/m? 1eBKOBOPHH MHTPABEHO3HO,
nocieasan ot 425 mg/ m? unTpaBeno3Ho 5-FU Gonyc i.v., B qau 1 10 5, npe3 28 nHU B MPOIBIDKEHUE
Ha 24 cenmunn). JIeueHHETO ¢ KanenuTabuH € OWIIO TOHEe EKBUBAJICHTHO Ha HHTpaBeHO3HO 5-FU/LV
10 OTHOIIICHHE Ha MIPEKUBIEMOCT 0e3 O0JIECT Py MOMyJaIHsITa CIopeT MPOTOKoIa (KOeQUIIMEeHT Ha
puck 0,92; 95% CI 0,80 — 1,06). B usiara pangoMuzupaHa momyJamnus TECTOBETE 3a pasjiiuKa MEKIY
karrenntabud u 5-FU/LV 1o oTHOIIEHHE Ha MPeKUBIeMOoCT 0e3 0onecT u 00Ia MpeKuBIEeMOCT ca
nokasaiu puckoBu koedunuentu ot 0,88 (95 % CI 0,77 — 1,01; p = 0,068) u 0,86 (95 % CI 0,74 —
1,01; p = 0,060) choTBeTHO. MenmuaHaTa Ha IPOCIEASBaHE 110 BpeMe Ha aHanu3a ¢ ouna 6,9 ronunu.
[Tpu npenBapuTeHO TUIAaHUPaH MyATHBapHaHTeH CoX aHAJIM3 € OKAa3aHO MPEeBB3X0ACTBOTO Ha
karenuTabuH B cpaBHeHHe ¢ 6omyc 5-FU/LV. Crnegaure dakTopu ca OMIN OIpeieieHn
NpeBApUTETHO B TUIaHA HA CTATHCTUYECKUS aHAIN3 32 BKJIIOYBAHE B MOJIesa: Bb3PacT, BpeMe OT
oreparusaTa 10 PaHIOMU3UPAHETO, 1MOJI, M3X0oAHU HuBa Ha CEA, muM(HU BB3JIM HA U3XOIHO HUBO U
crpana. Jloka3aHo e, 4e B IisU1aTa paHIOMH3UpaHa MOy Ialys Kanenurabus npesb3xoxaa 5-FU/LV
0 OTHOIIIEHHE Ha MIPeKuBsIeMOocT 0e3 3abomsiBane (koedumumeHT Ha pucka 0,849; 95 % CI 0,739 -
0,976; p = 0,0212), kakTo 1 Ha o0IIaTa nmpexuBsieMoct (koeduuuenT Ha puck 0,828; 95 % CI 0,705 -
0,971; p = 0,0203).

Kombunupana mepanus npu adiosanmmo neuvenue na pax na 0edeiomo 4epeo

JlaHHUTE OT €IHO MHOTOIICHTPOBO, PAHIOMU3UPAHO, KOHTPOIUPAHO KIMHUYHO u3nutBaHe (aza 11
IIpY TALMEHTH ¢ pak Ha aebenoto uepso B ctanuii Il (Dukes’ C) moxkpensar ynorpedara Ha
karrenuTabuH B komOuHarwms ¢ okcanumuiatud (XELOX) kaTo aioBaHTHO JIeYeHHE Ha MAIUEHTH C PaKk
Ha 1e0es10To YepBo (kiuHuIHO u3nuTeane NO16968). B ToBa kMHUYHO W3NUTBaHE, 944 MalMeHTH ca
paHIOMHU3UPAHU 32 3 UKBJIA Ha JISYeHNE B IPOIBbIDKEHIE Ha 24 CEIMUIIH C KareuTaOnH

(1000 mg/m? 1Ba TBTH AHEBHO 3a 2 CEAMMIIM, TIOCIEBAHO OT | ceamuIa [IePHUO/1 HA TIOYHMBKA) B
xoMOuHamus ¢ okcanuuiatul (130 mg/m? uarpasenosna uH(y3us B IPOABDKEHHUE Ha 2 Yaca B JIeH 1
npe3 3 cenMuIy); 942 manueHTH ca paHIOMHU3UPaHH 3a MojiyuaBaHe Ha 6osyc 5-FU u ieBkoBOpUH.
ITpu mepBuunms ananus 3a DFS npu ITT nonynanusra e nokasano, ye XELOX e 3HaunMo no-nodpa
cxema Ha neuenue ot 5-FU/LV (HR = 0,80; 95 % CI =[0,69; 0,93]; p = 0,0045). Yecrorara Ha DFS 3a
3 romunu e 71 % npu XELOX cperty 67 % npu 5-FU/LV. AHanu3bsT Ha BTOpOCTEIICHHATa KpaiHa
touka RFS monkpens tesu pezynratu ¢ HR ot 0,78 (95 % Cl = [0,67; 0,92]; p = 0,0024) npu XELOX
cpenty 5-FU/LV. XELOX mnoka3Ba TeHaeHnus kbM mo-mgoopa OS ¢ HR ot 0,87 (95 % CI =[0,72;
1,05]; p = 0,1486), xoeto ce uzpasssa B 13 % HamaisiBaHe Ha prcka oT cMbpT. YectoraTa Ha OS 3a

5 romunu e 78 % npu XELOX cpemty 74 % npu 5-FU/LV. JlanauTe 0T eprkacHOCTTa C€ OCHOBaBAT
Ha MeJIMaHHO BpeMe Ha HaOmroneHue oT 59 mecena 3a OS u 57 3a DFS. Yecrorara Ha oTTerisHe ot
KIMHAYHOTO M3MUTBAHE TIOPaIi HEXENaHU ChOUTHS € TI0-BHCOKA B TpyIaTa ¢ KOMOWHUpaHA Tepamvs
XELOX (21 %) B cpaBHenue ¢ rpynara ¢ monoreparnus ¢ 5-FU/LV (9 %) npu ITT nomynanusra.

Monomepanusa ¢ kaneyumabun npu Memacmazupan KOIOPeKmane KapyuHom

JlaHHWTE OT ABE MHOTOIICHTPOBH, PaHIOMU3UPaHH, KOHTPOJIUPAHU KIMHWYHY n3nuTBaHus ¢asa Il ¢
unentnueH au3aitd (SO14695; SO14796) nmoaKpensT mpuiaraHeTo Ha KaneuTabuH KaTo MbpBa
JIMHUS Ha JISYCHUE HA METacTa3nupajl KoJIopeKTaleH KapuuHoM. [Ipu Te3u KIMHUYHY U3MUTBAaHUS ca
Ouny pangoMusupany 603 nanueHTH 3a JedeHre ¢ karnenuradbun (1250 mg/m? nsa mbTH IHEBHO 32
JIBE CEIMMIIY, [IOCIEBAHU OT €IHOCEIMUYHA [TI0YMBKA, IPUIAraHH KaTO TPUCEAMUYIHU UKIN). Jpyru
604 naumenTu ca Ounm panaoMHu3upany 3a gedeHue ¢ 5-FU u 1eBkoBOpuH (cxeMa Ha JieueHHe Ha
Mayo: 20 mg/m? 1eBKOBOPUH MHTPaBEHO3HO, NocaeaBan ot 425 mg/m? 5-FU Gosyc HHTpaBeHO3HO, B
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muu 1 mo 5, mpe3 28 mam). Obmara cTereH Ha 00OCKTUBHUS OTTOBOP Ha IsjIaTa paHAOMH3UPaHA

norry tanus (1o IpereHKa Ha u3cienoBarens) e omna 25,7 % (3a kanenutadbun) cpemty 16,7 % (cxema
Ha JiedueHne Ha Mayo); p < 0,0002. Menuanara Ha BpemeTo J10 nporpecupane ¢ owna 140 nuu (3a
KanenutabuH) cpemty 144 nuu (cxema Ha JeyeHue Ha Mayo). MeauanaTta npeXuBIeMOCT € Ouiia

392 nuu (3a kanenuTadbuH) cperry 391 qau (cxema Ha Jedenne Ha Mayo). [Tonacrosimem HaMa
CPaBHUTEIHH JJaHHH 32 MOHOTEPAIHS C KalelUTa0H NPU KOJIOPEKTAICH KapIMHOM B CPaBHEHHE C
KOMOWHHpaHH CXEMH Ha JICYCHHE OT IbPBa JINHUSL.

Kombunupana mepanus npu aeuenue om nbpea IuHUA HA Memacmasupa KoJa0peKmaneH KapyuHom
(MKPK)

JlaHHUTE OT €1HO MHOTOIICHTPOBO, PAHIOMU3UPAHO, KOHTPOIUPAHO KIMHUYHO u3nuTBaHe (aza 11
(NO16966) mogkpersT mpriaraHeTo Ha KaleuTadOnH B KOMOMHAIHS ¢ OKCAJTUIUIATHHA WU B
KOMOWHAINUs C OKCaJHUIIaTHHa U OeBanu3yMad 3a JieueHHe OT IbpBa JIMHUS Ha METAaCTa3upall
KOJIOpEKTaJIeH KapuuHOM. V3UTBaHETO ce ChCTOM OT JIBE YACTH: HayallHa 4acT ¢ 2 paMeHa, B KOSITO
634 marueHTH ca paHAOMHU3UPAHHU B IBE TPYIH C PA3IMYHO JiedeHne, BKrrouBamo XELOX nmm
FOLFOX-4, u mocnensaimia 2x2 ¢gakTopHa 4act, mpu kKosaTo 1401 manueHTH ca paHIOMU3HPAHH B
YEeTUPH TPYIH € pa3tuyHo JedeHue, BrmouyBamy XELOX mroc miane6o, FOLFOX-4 moc mianebo,
XELOX mmroc 6eBanmzymad u FOLFOX-4 mmtoc 6eBannzyma0. Brmxre B Tabnuia 7 cxemure Ha
JeYCHHE.

Tabmuua 7 Cxemu Ha seueHue mpu m3nureaie NO16966 (MKPK)

Jleuenue Hauaana no3a Cxema
FOLFOX-4 | Oxkcanumiatu | 85 mg/m? OxcanumniaTviHa Ha JIeH 1-BH,
W Ha WHTPAaBEHO3HO 2 4. npe3 2 ceqMUI
FOLFOX-4 | JleBkosopun 200 mg/m? JleBkoBOpUH B AHU 1-BU U 2-pH,
+ WUHTPABEHO3HO 2 4. | MpPe3 2 CeAMMIM
OeBaru3yma | 5- 400 mg/m? 5-hmyopoyparw HHTpaBEeHO3EH
0 dryopoypamm | HHTpaBeHO3HO Oomyc/uH(y3us, BCEKH Ha JieH 1-
1 6omTyc, IocieiBaHo | BU M 2-pH, 1pes 2 ceAMHUIH
ot 600 mg/m?
HHTPABEHO3HO 22 U.
ITnane6o wmu | 5 mg/kg Hen 1-Bu, npeau FOLFOX-4,
Oepanm3ymad | uHTpaBeHo3HO 30- npe3 2 CeIMUIU
90 min.
XELOX Oxcamumiatu | 130 mg/m? OkcanumniaTiHa Ha AeH 1-BH,
WIH Ha HWHTPABEHO3HO 2 4. | mpe3 3 ceaMuIu
XELOX+ | kanmermrabun | 1000 mg/m? KarenuTaOuH epopaHO J1Ba
OeBanu3yma HepOpasHoO JBa II'BTH JTHEBHO 32 2 CeIMUIIN
§) ITETH THEBHO (mocmeasano ot 1 cemmuria 6e3
JICUCHHE)
[Tnae6o win | 7,5 mg/kg Hen 1-8u, npeau XELOX, nipe3 3
Oeanm3ymad | mHTpaBeHo3HO 30- CeIMUIU
90 min.
5-bayopoyparw: WHTpPaBEeHO3HA 00JIyCHA WHXKEKIIHsI BeJ{HAra CJie/] ICBKOBOPUH

IIpu 001110TO CpaBHEHHE € JOKa3aHa He MOo-Majika eeKTUBHOCT B pameHaTa ¢ XELOX B cpaBHEHHE ¢
pamenara ¢ FOLFOX-4 mo oTHOIIEHHE Ha MTPEKUBIEMOCTTa O€3 Mporpecupane Ha 3a00JIIBaHETO B
HOMyJIAIKsATa MAIMSHTH, OTrOBapAIIN Ha KPUTEPUHUTE 3a BKIIFOUBaHe, U rpu intent-to-treat
nomynanusta (Bx. Tabmuna 8). Pesynrature mokassar, ue XELOX e eksuBanentern Ha FOLFOX-4 no
OTHOILIIEHKE Ha o01maTa npexussemMocT (Bxk. Tabmuna 8). B nzcnenoBatenckus aHanms
NpeABapUTEIHO € 3an0keHo cpaBHeHue Mex a1y XELOX mmoc 6eBann3ymad cperry FOLFOX-4 mmoc
OeBaru3ymab. [Ipu cpaBHsABaHeTO Ha JeKyBaHarta noArpyna XELOX mmtoc 6eBanm3ymabd nma edexr,
nogo6en Ha epekta Ha FOLFOX-4 mumtoc 6eBan3zyMad o OTHOLIEHHE Ha MPEKUBSIEMOCTTa 0e3
nporpecupane Ha 3abonsaBaneto (koepurpeHt Ha puck 1,01; 97,5 % CI1 0,84 - 1,22). MeananHusT
MIEPUOJ] Ha TIPOCIIeAsIBaHe KbM BPEMETO Ha ITBPBUYHUTE aHaImM3K B intent-to-treat momymanusra e 1,5
TOJVHU; JaHHUTE OT aHAJIM3UTE CJIEH OLle 1 JOIbJIHUTENHA IOIMHA Ha NIPOCIIEAIBaHE ChILO ca
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BKIIFOUeHH B Tabnuiia 8. AHAIU3BT Ha MPeXHBsiEMOCTTa Oe3 mporpecupane Ha 3abomsBanero (PFS) ¢
nedeHue, odade, He OTBbPKIABa PE3YITATHTE OT 00IMs aHanu3 Ha PFS u obmmara nmpexuBsieMocT
(OS): xoepunment na puck Ha XELOX cnpsimo FOLFOX-4 ¢ 1,24 ¢ 97,5 % CI 1,07 - 1,44. Bbnpeku
Yye aHaJIM3UTE Ha YyBCTBUTEIHOCTTA MTOKA3BAT, Y€ PA3INKUTE B CXEMHUTE Ha JICUCHUE U BPEMETO Ha
OIIEHKa Ha TYMOpa BJIMSAT BbPXY aHanu3a Ha PFS c ievenue, He ¢ HaMepeHO BIHO 00SICHEHHE Ha
TO3M pe3yJrart.

Tabmuia 8 KittouoBu pesynrtaTu oT HeMHGEPHOPHUS aHATTN3 Ha €(PUKACHOCTTA MPH KIWHUIHO
nznutBane NO16966
IN'bPBUYEH AHAJIN3
XELOX/XELOX+P/ FOLFOX-4/FOLFOX-4+P/
XELOX+BV FOLFOX-4+BV
(EPP*: N=967; ITT**: (EPP*: N=937; ITT**: N=
N=1017) 1017)
Koedpunuen
Honynauu T HA PUCK
| Meauana Ha BPEeMeTO 10 ChbOUTHETO (THH) (97,5% CI)
Ioka3zarten: IlpexuBsieMocT 6e3 MporpecupaHe Ha 3a00JISIBAHETO
241 1,05 (0,94,
EPP 244 259 1,18)
ITT 259 1,04 (0,93;
1,16)
IMoka3zares: O01A NPeKUBAEMOCT
0,97 (0,84;
EPP 577 549 1,14)
ITT 581 553 0,96 (0,83;
1,12)
JAOHN'BJHUTEJHO MPOCJEIABAHE OT 1 TOAUHA
Koedpunuen
Monynann T HA PUCKa
s Meaunana Ha BpeMeTo /0 CbOUTHETO (THH) (97,5% CI)
IMoka3zareu: IlpeskuBsieMocT 0e3 mporpecupane Ha 3a00J1IBAHETO
242 1,02 (0,92;
EPP 244 259 1,14)
ITT 259 1,01 (0,91,
1,12)
IMoka3aTen: Q0112 MPEKUBAEMOCT
1,00 (0,88;
EPP 600 594 1,13)
ITT 602 596 0,99 (0,88;
1,12)

*EPP= nonynarmusra naieHT:, OTTOBapsIy Ha KpUTEPUUTE 3a BKIIOYBAaHE B KIIMHUYHOTO
usnurBane; **ITT= intent-to-treat momynanus

B exHo paHaoMHu3MpaHo, KOHTPOIUPaHO KIuHUYHO u3nuTBaHe ¢asa III (CAIRO) e mpoyuena
ynorpebara Ha KaneuuTabuH ¢ HadaiHa jo3a 1000 mg/m? B npoabiokeHue Ha 2 CEAMUILM, TIPE3

3 ceaMuUIM, B KOMOMHAIMS C HPUHOTEKAH KaTo JIeYeHHEe OT ITbPBa JIMHUS [IPH HAlUEHTH C
MeTacTa3upan KoJIOpeKTaleH KapuuHoM. 820 MareHTy ca paHA0MU3UPaHH Ja MoIy4yaBaT
nociepoBaTenHo gedenue (n = 410) nwin komOouaupano siederne (n = 410). [TocnenoBareaHOTO
JIeYeHHE Ce ChbCTOU OT IThPBa JIMHUS Ha JieueHue ¢ karnenuradbud (1250 mg/m2 aBa mbTH THEBHO B
NpoabIDKEHHe Ha 14 Hu), Bropa nuHus ¢ upuHoTekan (350 mg/m? Ha sien 1-Bu) u TpeTa IHHUS ¢
xoMOuHaus ¢ KanenuTabus (1000 mg/m? apa mbTH JHEBHO B IPOALIDKEHUE Ha 14 1HK) U
okcamumiaTus (130 mg/m? na nen 1-u). Kom6unupanoto neuenue (XELIRI) ce cherou ot mbpBa
JMHUS Ha JedeHue ¢ kKanenuTadun (1000 mg/m? nBa mbTH THEBHO B NPOALKEHHE HA 14 1HK),
KoMOMHMpPaHO ¢ upuHOTeKaH (250 mg/m? na nen 1-u) (XELIRI), 1 Bropa JIMHUS C KanenuTaOuH
(1000 mg/m2 nBa IbTH AHEBHO B MPOABKeHKE Ha 14 nuu) mumroc okcanmuruiatud (130 mg/m? na nen
1-Bu). Bcuuky nmkim Ha JeyeHre ca Ipuilaraly mnpe3 uHTepBai ot 3 ceamunu. [Ipu nedenuero ot
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TbpBa JUHMS MeIMaHaTa Ha MPEKUBIEMOCT Oe3 mporpecus B intent-to-treat momynarusra e

5,8 mecemna (95 % CI 5,1 - 6,2 mecena) npu MoHOTepanus ¢ Kaneruradbud u 7,8 mecena (95 % CI 7,0 -
8,3 mecena; p = 0,0002) mpu XELIRI. KonkoTo 1 TOBa a € OMJI0 CBBP3aHO C IMOBUIIICH PUCK OT
TraCTPOMHTECTUHATHA TOKCUYHOCT U HEYTPOIICHHS IT0 BpeMe Ha IibpBa JinHus Ha jieuenue ¢ XELIRI
(26% u 11% 3a XELIRI u ¢ mppBa nuHMS KarenuTabuH pecreKTUBHO).

Hanpageno e cpaBuenne mexay XELIRI u 5-FU + upunorexan (FOLFIRI) B Tpu pangomusupanu
KJIIMHAYHYU U3ITATBAHUS TIPH HAIIUEHTH ¢ MeTacTasupai KojiopekTaieH kapiuaoMm. Cxemara ¢ XELIRI
BKJIFOYBa KanenuTabun 1000 mg/m?2 nsa nbTu AHEBHO OT AeH | 10 14 OT TpuceqMUYEH LMKEI, B
KOMOMHaIus ¢ upuHOTeKaH 250 mg/m? na nen 1-u. B Haii-ronsimoro nsnutsane (BICC-C)
NalMeHTHTE ca OMITM paHIoMu3Mpanu na noiy4dasar otkpuro FOLFIRI (n=144), 5-FU 6omyc (mIFL)
(n=145) wmu XELIRI (n=141) u JOIIbIHUTEIHO Ca PAaHAOMHU3UPAHH Ha TBOMHOCISIIO JEUCHHE C
nenekokcu6 unu mianebo. Menunanara Ha PFS e 7,6 mecerna 3a FOLFIRI, 5,9 mecera 3a mIFL
(p=0,004 3a cpauenuero ¢ FOLFIRI) u 5,8 meceria 3a XELIRI (p=0,015). Menunanara na OS e

23,1 mecena 3a FOLFIRI, 17,6 mecema 3a mIFL (p=0,09) u 18,9 mecena 3a XELIRI (p=0,27).
[ammmenture, nexyBanu ¢ XELIRI, ca momyumnmm MHOTO IOBeUe MposiBE HA TaCTPOUHTECTHHAIIHA
tokcnuHocT B cpaBHeHue ¢ FOLFIRI (muapus 48% u 14% pecnextusHo 3a XELIORI u FOLFIRI).

B npoyusanero EORTC naruienTuTe ca Omimu paHAOMU3UpaHu Aa moirydaBat oTkputo FOLFIRI nmm
XELIRI (n=44), ¢ 1OmbJIHATEITHO paHOMHU3UPaHE Ha ABOMHOCIIAIO JICUCHHE C IIETIEKOKCHUO W
mare6o0. Meauanute Ha PFS u OC ca 6unmn mo-manku 3a XELIRI cpemry FOLFIRI (PFS 5.9 cpery
9,6 mecena u OC 14,8 cpemy 19,9 mecena), B AOMBbIIHEHHE HA KOETO B OMiIa ChOOIIEHA MHOTO TI0-
BHCOKA YeCTOTa Ha auapus npu nanuenty, nonyyasamu XELIRI (41% XELIRI, 5,1% FOLFIRI).

B npoyuBaneto Ha SKOf u ¢cbTp. maienTrTe ca Ouinm pangoMu3upanu aa monyusara win FOLFIRI,
win XELIRI. Yectorara Ha oOmara npexussiemMoct e 6una 49% B pamoto Ha XELIRI 1 48% B
pamoto Ha FOLFIRI (p=0,76). B kpas na neuernero 37% ot marmenture B pamoro Ha XELIRI u
26% ot naruentute B pamoto Ha FOLFIRI, ca Ounm 6e3 nokasarencrsa 3a 3abomsBanero (p=0,56).
TokcuyHocTTa € OMiIa Mo00Ha MEX Ty JISUEHHATA C M3KIIFOUSHHE Ha HEYTPOIICHHUS, KOATO € Omia
choOI1aBana no-uecto rpu naruenrure Ha FOLFIRI,

Monatgnani u chTp. U3MOJI3BAT PE3YATATHTE OT TOPEIIOCOYCHUTE TPH U3IMUTBAHUS, 3a J1a IPEIOCTABST
o011 aHaw3 Ha paHIOMHU3UpaHuTe n3nuTBaHus, cpasHsaBamy cxemute FOLFIRI u XELIRI 3a
neyenue Ha MKPK. 3HauntenHo HamaisBaHe Ha pucka ot nporpecus e cebp3ano ¢ FOLFIRI (HR,
0,76; 95%Cl, 0,62-0,95; P <0,01), oT4acTu B pe3ynTaT Ha JIOIIa TOHOCHMOCT KbM U3ITOJI3BAHUS
pexxum XELIRI.

JlaHHHTE OT paHIOMH3MPAHO KIMHUYHO n3nuTBane (Souglakos u cbrp., 2012), cpaBHsIBaIIIO CXEMHUTE
FOLFIRI + 6eBanmzymab ¢ XELIRI + GeBanuzyma0, He moka3BaT 3HAYMMH PA3JIHKH 10 OTHOIICHHE
Ha PFS wim OS mexny neuenusra. [lanmentute ca pangoMmusupanu na nonyuasatr FOLFIRI mtroc
6epanmzymab 5 mg/kg (pamo-A, n=167) uau XELIRI moc 6esarmsymad 7,5 mg/kg (rpyma-b, n-166).
B toBa uznursane ca usnoiassadu 1034 kKanernuradoud 1000 mg/m2 JIBa IIbTH JHEBHO 3a 14 qHU +
vpuHoTekan 250 mg/m? na nen 1-Bu. Menunanara Ha npexusseMoct 6e3 nporpecus (PFS) € 10,0 n
8,9 mecena; p=0,64, oduiara npexkussemoct ¢ 25,7 u 27,5 mecena; p=0,55 u yecToraTa Ha OTTOBOD €
45,5 u 39,8%; p=0,32 crotBeTHO 32 FOLFIRI-beB nu XELIRI-bes. CpobmieHa e 3Ha4nMo 1o-BUCOKA
YyecToTa Ha Auapus, pedpriiHa HeyTPONIeHNsI M KOXKHU Peakiy pbKa — KpaK MpY MalUeHTUTE,
nexyBanu ¢ XELIRI + GeBanmzyma0, oTkonkoTo nipu namuenture jiekyBanu ¢ FOLFIRI +
OeBan3yaM0, ChC 3HAUMUTEITHO YBEJIMYCHO OTJIaraHe Ha JICYCHUETO, HaMallsiBaHe Ha JIO3UTE U
NpeyCcTaHOBSBAaHE HA JICUEHHUETO.

JlaHHWTE OT MHOTOIIEHTPOBH, paHIOMHU3UPaHU KOoHTpoaupanu ¢asa |l mpoyusanus (AIO KRK 0604)
TIOJIKPENAT ynoTpebara Ha KanenuTabuH TPy HadauHa 103a ot 800 mg/m? 3a 2 ceqmuuy Ha Beeku 3
CeIMUIM B KOMOMHAIMS ¢ MPUHOTEKAaH U OeBany3ymMal KaTo MbpBa JIMHHUA Ha JCUYeHNE Ha MalueHTH C
METacTaTUYCH KOJIOpeKTaIeH pak. 120 manueHTH ca Ouiu pangoMusupanu Ha Moaudunupan XELIRI
pexuM ¢ kanenuTabun (800 mg/m? 1Ba MTH JHEBHO 32 JBE CEIMUIH, TTOCIEABAHO OT 7-THEBEH
TIEpHOJI Ha NOYMBKa), upuHoTekaH (200 mg/m? karto 30 MunyTHa MH(Y3HUs Ha JeH 1-Bu Ha 3 ceaMuIIn)
u 6esarmsyma6 (7,5 mg/kg xato 30 no 90 MmunyTHa uH(Y3Us Ha neH 1-Bu Ha 3 cemmurm); 127
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TAIMEHTH ca OWIM PaHIOMU3UPaHH Ha siedenue ¢ Kaneiurabun (1 000 mg/m? nBa mbTH THEBHO 3a
JIBE CEIMUIY, TTOCIENBAHO OT 7-IHEBEH IIEPHO/] Ha TOYMBKa), okcamumiatud (130 mg/m? xaro
2-vacoBa HH(py3us Ha aeH 1-Bu Ha 3 ceamuin) u 6eBanmsymad (7,5 mg/kg karo 30 1o 90-MuHyTHA
uHQy3us Ha AeH 1-Bu Ha 3 ceaqmunn). Cine cpeHa MPOIBIDKETEIHOCT Ha IPOCTICIBAHETO 32
MpoydYBaHaTa momyiamnus 26,2 Mecera, OTTOBOPHUTE KbM JIEYEHHUETO ca TIOKa3aH! T0-A0Ty.

Tabnuua 9 KirouoBu pesynrati 3a egukacHocT 3a npoyuBane AlO KRK
XELOX + 6eBanu3ymad Moau(puIHpaH Koedunuent Ha puck
XELIRI+ 95% CI
(ITT: N=127) oeBanu3ymad P croiiHocT
(ITT: N=120)
IIpexxuBsieMocT 0e3 mporpecusi cJjieq 6 mecena
ITT 76% 84%
95% ClI 69 - 84% 77 -90% i
Meanana Ha mpe;KUBsieMOCT 0e3 mporpecust
ITT 10,4 mecena 12,1 mecena 0,93
95% ClI 9,0-12,0 10,8 - 13,2 0,82 -1,07
P=0,30
MenuaHa Ha 001112 TPEKUBAEMOCT
ITT 24,4 mecena 25,5 mecena 0,90
95% ClI 19,3 -30,7 21,0-31,0 0,68-1,19
P=0,45

Kombunupana mepanus npu 1euyenue om emopa JUHUsSL HA MEMACMA3UPAL KONOPEKMALeH KapYUHOM
JlaHHHTE OT €IHO MHOTOIIEHTPOBO, PAaHAOMHU3HUPAHO, KOHTPOIHUPAHO KIMHUYHO u3nuTBane (asa II1
(NO16967) noaxpensar npuiaraHeTo Ha KarneuuTaOuH B KOMOWHAITMS ¢ OKCAJTUIUIATHH 3a JICYCHUE OT
BTOpA JIMHUS Ha METacTa3upal KOJIOpeKTalleH KapiunHoM. B ToBa n3nuTBane 627 mamueHTy ¢
MeTacTa3upal KOJOPEKTAJIeH KapIIHHOM, KOWTO IPEIN TOBA Ca JICKYBaHU C UPUHOTEKAH B
KOMOMHAIIMS ChC CXEeMa 3a IPUIIOKEHHE Ha (IIyOPOITUPUMHUINH KaTo JICYSHUE OT IIbpPBa JIMHUS, ca
pargommsupanu 3a tedeHue ¢ XELOX unn FOLFOX-4. 3a cxemara Ha go3upane Ha XELOX u
FOLFOX-4 (6e3 no6apsiae Ha marie00 uian OeBaru3ymal) HarpaBeTe cipaBka B Tabmuma 7.
Hokazano e, ye XELOX nma He no-manka epextiuBHocT oT FOLFOX-4 mo otHomeHue Ha
peXuBsIeMOCTTa O€3 Mporpecrupane Ha 3a00IIBAHETO B TOMyJIAIAATa CIIOPE]] IPOTOKOIA U B intent-
to-treat momrynanusita (Bx. Tabmuna 10). Pesynrature nokassat, ye XELOX e ekBuBaneHTEH Ha
FOLFOX-4 mo oTHomenne Ha o0mara npexxussieMocT (Bx. Tabmumna 10). MenuanHOTO nipociiesiBaHe
KBM BPEMETO Ha ITbPBUYHUTE aHATU3H B intent-to-treat momymarmsra e 6ua 2,1 roAWHN; TaHHUTE OT
aHaAJIM3MTE CJIE] Ollle 6 Mecella Ha pociie/siBaHe ChIIO ca BKitoueHH B Tabmuia 10.

Tabmuua 10  KitouoBu pe3ynTatu OT HeMH()EPHOPHUS aHAIN3 Ha e()UKACHOCTTA MPH KIMHUYIHO

m3nutBane NO16967
IIbPBUYEH AHAJIN3
XELOX FOLFOX-4
(PPP*: N=251; ITT**: (PPP*: N =252; ITT**: N=
N=313) 314)
Koeduuuen
Homynann T HA PUCK
A Meauana Ha BpeMeTO 10 ChOUTHETO (THH) (95% CI)
Ioka3zarten: IlpexuBsieMocT G6e3 MporpecupaHe Ha 3a00.JIIBAHETO
154 1,03 (0,87,
PPP 144 168 1,24)
ITT 146 0,97 (0,83;
1,14)
Moka3aTen: O01a NpeKUBAEMOCT
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IO'bPBUYEH AHAJIN3
XELOX FOLFOX-4
(PPP*: N=251; ITT**: (PPP*: N = 252; ITT**: N=
N=313) 314)
1,07 (0,88;
PPP 388 401 1,31)
ITT 363 382 1,03 (0,87;
1,23)
JOITBJHUTEJHO IMTPOCJIEAABAHE OT 6 MECELIA
Koepuunen
IMonmynanu T Ha PHCKa
| Meauana Ha BpeMeTo 10 CbOUTHETO (JTHH) (95% CI)
Iloka3ateu: IIpe:knBsieMocT 0e3 MporpecupaHe Ha 3a00JIABAHETO
154 1,04 (0,87;
PPP 143 166 1,24)
ITT 146 0,97 (0,83;
1,14)
IToka3zaresn: O01MIA NPEKUBAEMOCT
1,05 (0,88;
PPP 393 402 1,27)
ITT 363 382 1,02 (0,86;
1,21)

*PPP= momynarust criopes mpotokoia; **1TT= intent-to-treat momynanus

ABaHcHpaJI KapIIMHOM Ha CTOMAaxa:

JlaHHUTE OT €HO MHOTOIICHTPOBO, PAHIOMU3UPAHO, KOHTPOIUPAHO KIMHUYHO u3nuTBaHe (aza 11
IpY MALMEHTH C aBaHCHPAJl KAPLMHOM Ha CTOMaxa IOAKPEIT yrnorpebdara Ha KaneuuTaObuH KaTo
JIeYeHWe OT ITbpBa JIMHUS TPU aBaHCHUpaI KapimHoM Ha ctoMaxa (ML17032). B Toa nznureane 160
NAlMEHTH ca PaHJIOMHM3UPaHH 3a Jiedenue ¢ Karnenurabun (1000 mg/m? nsa nbTH IHEBHO B
NPOBIDKEHNE HA 2 CEIMHIIHI, TIOCIIEBAHO OT 7-JTHEBEH MEPHMOJL HA MOYMBKA) U 1uciuiatkua (80 mg/m?
nof gopmata Ha 2-4yacoBa nHGy3us npe3 3 cenmuun). O6mo 156 nanuenTy ca oMK paHAOMHU3HPAHU
3a neyenue ¢ 5-FU (800 mg/m? nueBHo, mpoabikuTenna uadysus B quu 1-Bu 10 5-tv npes 3
cenmunn) U nucratura (80 mg/m? mox gpopmara Ha 2-uacosa nHy3us Ha 1eH 1-Bu mpes 3
cenMuiy). Pesynrature oT IedeHUETO C KarenuTabruH B KOMOWHALKS C LUCIJIaTHHA ca OWin He To-
JIOIH OT JieueHueTo ¢ 5-FU B koMOWHAIMSI ¢ IUCIUIATHHA 110 OTHOIICHUE Ha MPSKUBAEMOCTTa 03
nporpecupane Ha 3a00JIIBAHETO TIPH aHAIM3a Crope mpoTokoia (koedurment Ha puck 0,81; 95 % CI
0,63 —1,04). Mennanara Ha peXUBIEMOCT O€3 Tporpecupane Ha 3a00isBaHeTo ¢ Ouia 5,6 Mecena
(karenmTabun + mucruiaTuHa) cpenty 5,0 mecena (5-FU + muciuiatuna). KoehuimeHThT Ha pUCK 32
MPOJBIDKUTEIHOCTTA HA MPEXHUBSIEMOCT (001112 PEXKUBAEMOCT) € mo100eH Ha Koe(UIIMEHTa Ha PHCKa
3a NMpeXUBIEMOCT 0e3 mporpecupane Ha 3abosiBaneTo (koedurent Ha puck 0,85; 95 % CI 0,64 —
1,13). MeauanaTta Ha IPOJBDKUTEIHOCT Ha TpeKMBsieMocTTa e Ouna 10,5 mecena (karneruraOuH +
nucImaTuHa) cpemty 9,3 mecena (5-FU + mucratuga).

JaHHuTE OT €1HO PaHAOMH3HPAHO, MHOTOLIEHTPOBO NpoyuBaHe ¢aza III, cpaBHsABaIIO JeYeHNETO C
kanenutadbuH ¢ 5-FU u okcanuiatiHa ¢ UMCIUIATHHA P NAIIMEHTH C aBaHCHpaJl KapLMHOM Ha
CTOMaxa, MOJIKPET ynoTpedaTa Ha KaneuTadnuH KaTo JIEYeHNEe OT IbpPBa JIMHUS TPU aBaHCHpaI
kapurHoM Ha ctomaxa (REAL-2). B ToBa m3nutBane, 1002 nanueHTH ca paHIOMHU3UPaHH NIpU 2X2
(bakTOpeH An3aiiH 3a JIeYeHUE B €AHO OT CICJHHUTE 4 paMeHa!

- ECF: enupy6umun (50 mg/m? xato GoirycHa MHXKEKIUS Ha JeH |-Bu npe3 3 cexMuim),
mucmiatuaa (60 mg/m? nox gpopmara Ha iBy4acosa HH(y3us Ha JeH 1-BH 1Ipe3 3 ceaMuULM) U 5-
FU (200 mg/m? nueBHO, IpUiIaran Kato MpoIbKUTENHA HHY3HS TIPE3 HEHTPAIEH H3TOYHHUK).

- ECX: enupy6uun (50 mg/m? kato 601ycHa MHKEKIMS Ha JIeH 1-By 1Ipe3 3 ceaMuIm),
muciatuaa (60 mg/m? nox gopmara Ha By4acoBa H(Y3Hs Ha 1€H 1-BH 1Ipe3 3 CEMUIM) U
kanenuTabus (625 mg/m? 18a mbTH JHEBHO, HEMPEKBCHATO).
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- EOF: enupy6ummn (50 mg/m? xato 6oycHa MHKEKIMS HA JIeH 1-BH IIpe3 3 ceMuIM),
okcamumuatuna (130 mg/m?, npunoxen noa popMara Ha 2-9acoBa MH(Y3uUs Ha JieH 1-Bu Ipe3
Tpu cenmuir) u 5-FU (200 mg/m? aeBHO, IpUsiaran KaTo MpOAbIDKATEIHA HH(Y3Hs TIPE3
LEHTpaJicH U3TOYHHK).

- EOX: enupy6unun (50 mg/m? kato 6olycHa MHKEKIHMS Ha JeH 1-Bu npe3 3 ceamuim),
okcamumuiatuna (130 mg/m?, npunoxen nox popmara Ha 2-9acoBa MH(Y3HUs Ha JieH 1-Bu Ipe3
TpHU CeAMUIM) M Kanenutadun (625 mg/m? nsa mbTH JHEBHO, HEMPEKBCHATO).

AHann3nuTe Ha MbPBUYHATA €(PUKACHOCT B MOMYJNIAIMATA CIIOPE IPOTOKOJIA OKa3Ba He MO-MaJkKa
001112 MPEKUBSIEMOCT ITPU CXEMH Ha JICYCHUE, OCHOBABAIIM Ca HA KANCIIUTa0HH CIIPSMO CXEMH Ha
neueHue, ocHoBaBaru ce Ha 5-FU (koeduruent Ha puck 0,86; 95 % CI 0,8 - 0,99), u ipu cxemu Ha
JeYeHNe, OCHOBABAIIHN C€ HA OKCAJIHMIUIATHHA CIPSIMO CXEMHTE Ha JICYCHHE, OCHOBABAIIHN CE Ha
nucruiatuHa (koeduieHt Ha puck 0,92; 95 % CI 0,80 - 1,1). MeananaTa Ha 0011a IPEKUBIEMOCT €
ouna 10,9 mecena mpu cxemu Ha JieueHre Ha 0a3ara Ha KaneuuTaOuH u 9,6 Mecena mpu cxeMH Ha
Oa3zata Ha 5-FU. Menuanara Ha o6ma npexxussiemocT e 6ma 10,0 Mecenia mpy cxeMu Ha JieUeHUe Ha
Oa3zata Ha kanerurabuHa u 10,4 Mecera mpu CXeMH Ha JieueHne Ha 0a3aTa Ha OKCAJTUILIATHHA.

KarrerutaOrH e nmpunaras chiio U B KOMOWHAITUS ¢ OKCAIMTUIATHHA 32 JICYCHHE Ha aBaHCUPAT
KapIIMHOM Ha cTomaxa. M3cnenBaHusaTa C MOHOTEpAITHS C KarenuTabuH OKa3BaT, 4e KarlenuTaOuH e
aKTHBEH MPU aBaHCHUPAJI KapLIMHOM Ha cTOMaxa.

Pax na 1e06e10T0 YepBO, KOJOPEKTAIEH KAPIMHOM M aBaHCHPAJI KAPIIMHOM Ha CTOMaxa: MeTa-aHajIn3
Enun meTa-aHanu3 Ha MIecT KIMHUYHU W3NUTBaHMs (KInHUYHYU m3nuTBanus SO14695, SO14796,
M66001, NO16966, NO16967, M17032) moakpers 3aMsHaTa C KarneluTabnH Ha MOHO-
KOMOWHHpaHO Jiederne ¢ 5-FU mpu kapunHOM Ha CTOMANIHO-YpeBHUS TpakT. OOOOMIEHUST aHAIN3
BKitouBa 3 097 manueHTH, JIeKyBaH! ChC CXEMH Ha JIeUeHUe, ChAbPIKAIIH KamenuuTabuH, u

3074 narnuenTy, JIeKyBaHU ChC CXEMH Ha JiedyeHue, chabpxainy S-FU. Menuanara Ha BpeMeTO Ha
o0m1a npexxuBsemoct ¢ 703 auu (95 % CI: 671; 745) npu nmauueHTH, JEKyBaHU ChC CXEMHU Ha JICUCHUE,
ChABpKAIIHM KarenuTabuH, u 683 muu (95 % CI: 646; 715) npy nanueHTy, JeKyBaHA ChC CXEMH Ha
neuenne, cuaspxkant 5-FU. KoedpurmenTsT Ha prcka 3a o6ria npeskussemoct e 0,94 (95 % CI: 0,89;
1,00, p = 0,0489), koeTo noKa3Ba, ye CXeMUTE Ha JICUSHHE, ChABPIKAIIY KaleUTaOuH, ca C He I10-
nonra e(peKTUBHOCT OT CXEMHUTE Ha JieueHue, Chabpxkamu 5-FU.

Pak Ha MileuHara xJiesa:

Kombunupana mepanus c kaneyumadun u 0oyemaxces npu J10KAIHO ABAHCUPAT UL MEMACMA3UPaL
DAk Ha Mae4YHama xHenesa

JlaHHUTE OT €IHO MHOTOIICHTPOBO, PAaHIOMU3UPAHO, KOHTPOJIUPAHO KIMHUYHO u3nuTBaHe daza 11
MOJKPEIT yHoTpebaTa Ha KarneuuTaOMH B KOMOMHALMS C IOLIETaKCe 3a JICUCHHE Ha NaleHTKH C
JIOKaJTHO aBaHCHpAaJl WM METacTa3upall pak Ha MJIeYHATA JKJie3a clie/l HeyCleX Ha IIUTOTOKCUYHA
XUMUOTEPAITUs, BKIFOUBAIlla aHTPAIMKIMHU. B ToBa m3nurBaHe 255 nanueHTKy ca Ouim
PaHIOMU3UpanH 3a JjedeHue ¢ Kanenuradun (1250 mg/m? 18a mbTH JHEBHO 3a JIBE CEIMUIIH,
TIOCJIE/IBAHO OT €HOCEIMHUYEH TIEPUO]] HA TIOYMBKA, U JlolieTakcea 75 mg/m? mox popmara Ha
€HOoYaCcoBa MHTPaBeHO3HA HHPY3US Tipe3 3 ceaMuIn). 256 marueHTKe ca OWIId paHIOMU3HPAHU 32
JleYeHue ¢ jouerakcen camoctoaTenno (100 mg/m? nox gopmara Ha €HOYACOBA MHTPABEHO3HA
nHQy3us npe3 3 ceqmunn). [pexxnBsemocTTa e 6uiia mo-g06pa B rpynarta ¢ KOMOMHAIUATA
kareruradus + gorerakcen (p = 0,0126). Mennanarta Ha peKUBIEMOCT € Oua 442 THu
(kamerurabuH+ moreTakcen) cpemry 352 auu (Horerakces camocrosTento). Obimara cTerneH Ha
00EKTHBHHMS OTIOBOP HA IsJ1aTa paHIOMHU3MpaHa Mmomyanus (1o IpeleHKa Ha U3ciieoBaTess) e ouna
41,6 % (xamenmtabun + morerakcen) cpenty 29,7 % (mouerakcen camocrosrento); p = 0,0058.
Bpemero 50 porpecupane Ha 3a00JIIBAHETO € OHUJIO TIO-IIBJITO B IpyIaTa ¢ KOMOMHAIMSATA
kaneuutadul + pouerakcen (p < 0,0001). MexnanaTa Ha BpemeTo /10 nporpecupane ¢ oumna 186 nau
3a (kaneuuTaOuH + gonerakcen) cpemty 128 mHu (momerakces caMOCTOATEINHO).

Monomepanuﬂ c Kaneb;uma&m cneo Heycnex Ha jledenue ¢ maxkcaHu u debp:)fcau;a aAHmMpayuKiunu
xumuomepanusi, U Ha nayuenmu, npu Koumo mepanusima ¢ anmpayukjiuii He e noKasaHa
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JlaHHUTE OT JIBe MHOTOIICHTPOBH KIIMHUYHY M3NHUTBaHuA (aza Il momkpensr u3noi3BaHeTo Ha
MOHOTEpAITUS ¢ KanenuTabuH MpH JICUCHUE Ha TAIUCHTH CJIe]| HeyClleX Ha CXeMU Ha JIeYeHHUE C
TaKCaHM U ChAbpPIKAIIA aHTPAIIMKINHA XUMUOTEPATHs, WIH IPH TAlUEHTH, IPH KOUTO
NPOIBDKABAHETO HA JICYCHHETO C aHTPALMKIIMHY HE € MoKa3aHo. B Te3u n3nurBanus o0Io

236 nmanumenTy ca GunM nexyBanu ¢ KanenuTabun (1250 mg/m? 1Ba mbTH IHEBHO B IPOABIDKEHHE HA
JIBE CEIMUIIH, TTIOCIEABAHN OT €JHOCEAMUYEH Mepro Ha ounBKa). O01mara crerneH Ha 00eKTUBHUS
0TroBop (110 MpeleHKa Ha ucienosarens) e ouna 20 % (3a mppBoTO M3NUTBaHe) U 25 % (32 BTOPOTO
u3nuTBaHe). MenuaHnaTa Ha BpeMeTo 10 mporpecupane ¢ omia 93 nuu u 98 quu. MennanaTa Ha
pekuBsieMOCT ¢ Omna 384 nau u 373 gHM.

Bcuuku nokaszanus

Merta-ananu3 Ha 14 KTMHAYHY poy4uBaHus ¢ nanHu ot Haj 4700 nanueHTH, IeKyBaHU C
KarleuuTaduH KaTo MOHOTEpAIHsI HJIH C KallelUTa0MH B KOMOMHAIIMS C PA3JIMYHU CXEMH Ha
XMMHUOTEPAIHsi TP MHOXKECTBO MOKa3aHMs (pak Ha 1e0eI0TO YepBO, KOJIOPEKTAJICH KapI[HOM,
KapIMHOM Ha CTOMaxa M paK HamJIeuHara *Jie3a), MOKa3Ba, 4e MalMeHTH Ha KareuTabuH, KOUTO
pas3BusAT cUHAPOM pbka-kpak (CPK), umMaT mo-nmpoasmkuTeaHa 001ia mpeKMBIEMOCT B CPAaBHEHHUE C
nanueHTHuTe, KouTo He passuBar CPK: Meaunana Ha obmiara npeskussemoct 1100 muu (95 % CI 1007,
1200) crpsimo 691 mam (95 % CI 638; 745) ¢ koedurment Ha puck 0,61 (95 % CI 0,56; 0,66).

IlegpnaTpyyHa monyJiarust

EBpomneiickaTa areHIus o JekapcTBaTa 0CBOOOK/1aBa OT 3aIbJDKEHHETO 33 PEIOCTaBsSIHE Ha
pe3yJATaTUTE OT MPOyYBaHHATA ¢ pe)epPEeHTHHS JIEKAPCTBEH MPOAYKT, ChbPIKalll KareluTaOuH BbB
BCHUYKHU NOATPYIIN Ha NN€AUATPHUYHATA MOITyJIalluA IIPpHU aACHOKApIIMHOM Ha KOJIOH U PECKTYM,
CTOMAIIICH aICHOKAPIIHOM M KapIHOM Ha T'bpjaTa (BXK. Touka 4.2 3a nHpopManus OTHOCHO
ynorpe0a B IeIuaTpusITa)

5.2 dapmakoKMHeTHYHH CBOWCTBA

dapMaKOKMHETHKATA Ha KAllEUTa0WH € W3CieBala B nana3ona Ha 1o3u ot 502 — 3514 mg/m?/nen.
[Mapamertpure Ha KaneuuTaduH, 5’-ne30kcu-5-guyopouutunut (5°-DFCR) u Ha 5°-ne3okcu-5-
¢dnyopoypunus (5°-DFUR), onpenenenu Ha mbpBUS U HA YETUPUHAIECETHUS JIEH, ca OMIIM CXOAHU.
AUC na 5-FU e 6uia ¢ 30 %-35 % mo-Bucoka Ha jieH 14. Hamanenuero Ha no3ara Ha KarenuraOuH
BOJM J10 CHID)KABAHE HA CUCTEMHATa eKcno3uiys Ha 5-FU, K0eTo € 1o-royiiMo OT MPOIOPLIMOHAIIHOTO
Ha ChOTBETHATA J103a OPaJH HeJIMHEeHHaTa (hapMaKOKMHETHKA HA aKTHBHUS METa0OJIHT.

AOGcopOuus
Cren mepopaliHO IPUIIOKEHNE KaeuTa0nH ce pe3opoupa Obp30 U B TOIsIMA CTEIICH, e KOETO

MHTEH3UBHO ce npeBpbla B metadbosnut — 5’-DFCR u 5’-DFUR. IlpuemaneTo 3ae1Ho ¢ XxpaHa
HamalsIBa CKOPOCTTa Ha pe30pOIus Ha KareuTa0lH, HO TOBa MMa He3HauuTeleH eekt Bbpxy AUC
3a 5°-DFUR u na AUC 3a cnexsamus metabomur 5-FU. ITpu noza 1250 mg/m?, npuemana cien
XpaHeHe Ha JieH 14, MakcuMairHuTe 1mia3MeHn KoHeHTpaiun (Cmax B Lg/ml) 3a kanerurabus, 5°-
DFCR, 5°-DFUR, 5-FU u FBAL ca 6w ceotBeTHO 4,67, 3,05, 12,1, 0,95 u 5,46. Bpemero 10
MoJiyyaBaHe Ha MaKCHMAaJIHUTE I1a3MeHu koHueHTpaiuu (Tmax B yacose) e ouio 1,50, 2,00, 2,00, 2,00
u 3,34. Crorinoctute Ha AUCo.g B pgeh/ml ca ounm 7,75, 7,24, 24,6, 2,03 u 36,3.

Pasnpenenenue
Wscnensanusra in Vitro ¢ yosemka riasMa ca nokasainu, dye kaneuurabud, 5°-DFCR, 5’DFUR u 5-FU

ce CBBP3BAT C IUIa3MEHUTE IPOTEUHH, IPEIUMHO ¢ IOYMHH, ChOTBETHO B 54 %, 10 %, 62 % u 10 %.

buoTpanchopmarus

Kamnenurabun ce merabonusupa Hail-Hampen oT YepHoapoOHaTa kapOokcunectepasa 1o 5'-DFCR,
KOWTO cnep ToBa ce nmpeBpbiia B 5’-DFUR ot uutuanH nesamuHazara, JJIOKajqu3upaHa IpeIiMHO B
qepHHs Apod U B TyMOpHUTE ThKaHH. [[0-HATAaTHITHOTO KaTaTuTHIHO akTuBHpane Ha 5°-DFUR ce
ochlecTBsiBa oT TUMuUAMH (ochopunasara (ThyPase). En3uMuTe, KOUTO ydacTBaT B KATATUTHYHOTO
aKTHUBUpPAHE, Ca OTKPUTH B TYMOPHU ThKaHHU, HO M B HOPMAJTHH ThKaHH, MaKap U OOMKHOBEHO B TI0-
Majku KoHIeHTparuu. [locnenoBarenHaTa eH3uMHA OHOTpaHchopManys Ha Karnenuradud go 5-FU
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BOJIM JI0 IIOJIyYaBaHe Ha IO-BUCOKHM KOHIIEHTPAIIMH B TYMOPHHUTE ThKaHH. [Ipy KOJIOPEKTAIHH TyMOPH
BeposATHO rerepupaneto Ha 5-FU ce ochlliecTBsSBa B TONsIMaTa CH YacT B KJIETKHTE HA TYMOPHATA
ctpoma. Criei IepopaTHO MPUIIOKEHUE HA KANCIIUTA0WH MPH MAIUSHTH C KOJIOPEKTAICH KapIIMHOM
CHOTHOIIICHUETO Ha KOHIICHTpanuaTa Ha 5-FU B KOJOpeKTaIHUTE TyMOPH KbM TE3U B ChCEIHUTE
ThKaHu ¢ 6mio 3,2 (¢ auamason ot 0,9 o 8,0). CroTHOMEHNETO HA KOHIIeHTpanuaTa Ha 5-FU B
TyMOpa KbM Te3H B Tuiazmara e 6mio 21,4 (¢ auanazon ot 3,9 o 59,9, n = §8), a ChOTHOIIEHHETO
MEXy 37paBUTE ThKAHU U TU1azMara ¢ owmio 8,9 (¢ auamason ot 3,0 10 25,8, n = 8). AKTHBHOCTTa Ha
tumMuIH (hocdopunazarta e Onna u3MepeHa U € yCTaHOBEHO, Ye B IbPBHUCH KOJIOPEKTAIICH TYMOP €
Ouna 4 mbTH NO-BUCOKA OT Ta3u B ChCEHUTE HOpMAITHU ThKaHU. Criopesl UMYHOXHCTOXUMUYHUTE
MPOyYBaHUs, TUMUAMH (Pocopuiiazara 1o BCAKa BEPOATHOCT € JIOKAJIM3UPaHa B TOJISIMATa CH YacT B
KJICTKUTE Ha TYMOpPHaTa CTpoMa.

Crnen ToBa, 4pe3 eH3uMa AuXuaponupuMuaut nexuaporenasa (DPD), 5-FU ce karabonusupa 10
3HAYUTENTHO M0-cab0 TOKCHYHUS Iuxuapo-S-¢yopoypaunt (FUH»). Auxuaponupumununasara
pasiienBa MUPUMHUAXHOBHS PBCTEH 10 S-Guryopo-ypeunonponronosa kucenuHa (FUPA). Hakpas
Oeta-ypennonponronasata pasitensa FUPA no anda-dmyopo-6era-amanun (FBAL), koiiTo ce oTnemns
¢ ypuHata. AKTUBHOCTTa Ha AUXUAPONIMPUMUINH Nexuaporenasara (DPD) e crenanoro, koeto
orpaHHMYaBa CKOpocTTa Ha peaknuara. JJedurur Ha DPD Moxe na moBene 10 MOBUIIIEHa TOKCHYHOCT
Ha KarnenutaduH (BX. Touka 4.3 u 4.4).

Enumunupane
EnrMuHanmoHHUST Moy XuBoT (t, B yacoBe) Ha kKarerutaduH, 5°-DFCR, 5°-DFUR, 5-FU u FBAL e

cvotBetHo 0,85, 1,11, 0,66, 0,76 u 3,23. KanenuraOuH 1 HErOBUTE META0OJIMTH CE eKCKPETHPAT
MPEeIMMHO Ype3 ypuHaTa; B ypuHaTa ce Hamupa 95,5 % OT npuiiokeHaTa J103a Ha KareuTaOuH.
Exckpenusita ¢ pexanuute e Munumainsa (2,6 %). [ 1aBHuST MeTaboIUT, KOWTO Ce EKCKPETUPA Upe3
ypuHata, € FBAL, npexncrasnsBain 57 % ot npuioxkenara no3a. Oxosno 3 % oT npuerara 1o3a ce
EKCKpeTupa upe3 ypuHaTa HepoOMEeHeHa.

KomOunupana Tepanus

Knunuunu u3nureanus (asa I, ornensiBamy eexra Ha KarenuTaduH BbpXy (hapMaKOKMHETHKATA Ha
JIoLIeTaKce I WK TMaKIUTaKcel U 00paTHO, He ca Mmoka3anu eekT Ha KanenuTabuH BEPXY
(bapMakokuHeTHKaTa Ha gorerakcen wiu nakiaurakcel (Cmax 1 AUC) 1 Ha JonieTakces Win
MaKJIUTaKCel BbpXY apMakoknHeTHKaTa Ha 5’ -DFUR.

DapMaKOKMHETHKA IPU CHEIHUATHU TONYJIalUH

Hanpasen e nonysnanuoneH hapMakOKMHETHUEH aHAIN3 cliel iedeHue Ha 505 manueHTu ¢
KOJIOPEKTAJICH KapILMHOM ¢ KanenuTabuH B 103a 1250 mg/m? 1sa mbtu Ha aeH. I1obT, HaTMYKMETO
WJIM JIUIICAaTa Ha YSPHOIPOOHHM METACTa3| MPeIu JICYSHUETOo, 00II0TO CheTosiHue 1o Karnofsky,
TOTANHUAT OMIUpPyOuH, cepyMHUT anOymut, ASAT u ALAT He ca uMan CTaTUCTHYECKH 3HAUUM
edexT Bppxy papmakokunerukara Ha 5°-DFUR, 5-FU u FBAL.

THayuenmu c uepnodpo6Ho ygpesicoare nopaou yepHoopodonu memacmasu. Cropen
(apMaKOKHMHETHYHHS aHAJIM3 [IPU OHKOOOJIHU C JIEKO JI0 YMEPEHO YEPHOIPOOHO yBpeXIaHe OpaIu
YepHOAPOOHHN METacTa3, OMOHATMYHOCTTA Ha KalleUTa0uH 1 eKkcro3umusTa Ha 5-FU moxe fa ca
YBEJIMYEHH B CPaBHEHHE C MAlMEHTHUTE 0e3 uepHoapoOHO yBpexkaane. Hama papmMakoknHeTHIHU
JAaHHU TPH MALUEHTH C TEXKO YePHOIPOOHO yBpeKIaHE.

Iayuenmu c 6v6peuno yspescoane: Pesyntature oT GapMaKOKHHETUIHOTO IPOYUIBAHE MIPU
OHKOOOJIHU C YMEPEHO J0 TEXKO OBOpEeuHO YBpeKAaHe He TIOKa3BaT e(heKT Ha KpeaTHHUHOBHUS
KIMPBHC BBPXY (papMaKOKMHETHKATa Ha MHTAaKTHOTO JIeKapcTBO U Ha 5-FU. YcTaHoBeHo e, ue
KpEaTHHUHOBUAT KIIMPBHC TOBIHsIBA cucTeMHaTa ekcrio3uiys Ha 5’ -DFUR (yBenmuenue va AUC ¢
35 % npu HaMasiBaHE Ha KpeaTHHUHOBUS KiupbHC ¢ 50 %) u Ha FBAL (114 % yBennuenue va AUC
NpY HaMaJIeHUe Ha KpeaTHHUHOBHSI KIUpBHC ¢ 50 %). FBAL e metabonut 6e3 anTunponuepaTHBHa
AKTUBHOCT.

Cmapuecka év3pacm: I1omyTaluOHHUAT (PapMaKOKWHETHUYCH aHATN3 TIPU MAIIUEHTH C IIUPOK
Jramna3oH Ha Bb3pacTTa (0T 27 1o 86 ronuHuM), KoiTo e BKiouBan 234 manuentH (46 %) Ha Bb3pacT
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65 TOJIHU ¥ MO-BB3PACTHH, € TIOKa3al, Ye Bh3pacTTa He TOBJIHABA BbpXY (papMakoKMHETHKATa Ha 5’-
DFUR u na 5-FU. AUC na FBAL ce yBennuaga ¢ Bs3pactra (20 % yBenndeHne Ha Bb3pacTTa BOAH
1o 15 % napactBane Ha AUC 3a FBAL). BeposiTHO ToBa yBeTWYEHHUE C€ TBJKM HA TIPOMEHU B
0B0peuHnTe QyHKINH.

Emmnuuecku ¢paxmopu: Cien iepopaiHo Ipuiokenre Ha 825 mg/m? karnenutabuH 1Ba M5TH JHEBHO B
npoab/DKeHre Ha 14 qHu smoHckY narueHTH (n = 18) ca umanu ¢ okoto 36 % mo-aucka Cmax u ¢ 24 %
nmo-arcka AUC Ha kanenuTaOWH B CpaBHEHHUE C IMAIMEHTH OT Osimata paca (n = 22). SImoHckuTte
MAIMEeHTH ca UMaJH CBIIO OKOJIO 25 % mo-Hucka Cmax 11 34 % mo-ancka AUC Ha FBAL ot Gennre
nanueHTd. KINMHUNYHOTO 3HAYCHHE HA TE3U Pa3jIMKHU € Hen3BecTHO. He ca HaOro1aBaHu 3HAYMMU
pa3NKKH B eKCHo3uImATa Ha apyrute merabonuth (5°-DFCR, 5°-DFUR u 5-FU).

5.3 TlpeakJIuHUYHYU TaHHH 32 0€30MACHOCT

ITpy TOKCUKOJIOTMYHM HU3CJICABAHUS C MHOTOKPATHO NPHIOKEHHUE HA KaleIIUTAaOWH C e)KEAHEBHO
NepOpaIHO BbBEKAAaHE HA MAMYHHU cynomolgus 1 Ha MHIIKH, € YCTaHOBEHO, Y€ TOH OKa3Ba
TOKCHYHH €EKTH BbPXY CTOMAIIHO-YpEBHATA, TUM(OHIHATA K XEMOIIOSTUYHA CUCTEMHU, KOUTO Ca
TUTIUYHY 32 GuryopormmpuMuauHUTe. Te3n Tokcuunan edektu ca owmmu oopatumu. [Ipu kameruradun ca
HaOJII01aBaHU MPOSIBH Ha KOXKHA TOKCUYHOCT, XapaKTepU3Hpalla ce ¢ AeTeHepaTUBHH/PErpecUBHU
n3MeHeHus. KanenuraOuH He € TokcuueH 3a yepaus npod u 3a [IIHC. CbpaeuHocha0Ba TOKCHYHOCT
(Hamp. yabiokaBane Ha PR- u Ha QT-uHTepBasia) € ycTaHOBEHA NPU MaliMyHH cynomolgus ciien
uHTpaBeHO3HO BhBexaaHe (100 mg/kg), HO He U cie MHOTOKPAaTHO NIEPOPATHO PHIIOKECHHES

(1379 mg/m? na nen).

EnmHo nBeroaumiHo u3cnenBane 3a KapIUHOTEHHOCT Ha MHUIIKH HE € ITOKA3aJlo JaHHH 32 KapIUHOTCHEH
e(exT Ha KarnenuTabuH.

[Ipu cranpapTHUTE U3CIIeABAaHUS HAa (DEPTUIIUTETA € HA0JII0IaBaHO HAPYIICHUE Ha QepTHIUTEeTa Ha
YKEHCKH MHUIIIKH, TIOTyYaBally KaneluTadnH; To3u ePeKT ooaue e Omir o0patuM cies mepro 0e3
npreMaHe Ha jekapcTBoTo. OCBEH TOBa, IpU €AHO 13-CeIMUYUHO HU3CIIeIBaHEe ca OWIIM OTKPUTH
aTpo(UYHU U JISTCHEPATHBHU IIPOMEHH B PEIPOIYKTUBHUTE OPIaHU HAa MBXXKH MHIIKH; TE3U €PEKTH
obauye ca Ouiu oOpaTUMH cItef| Tiepro/] 6e3 MpreMaHe Ha JIEKapCTBOTO (BXK. Touka 4.6).

[Tpy eMOPHOTOKCHYHH U TEPATOJIOTHYHH U3CJICIBAHUS HA MUIIKH € Ha0JII0JJaBaHO CBBP3aHO C J103aTa
yBeJIU4eHHE Ha (peTamHUTe pe30pOunH U Ha TepaToreHHocTTa. [Ipu MaiimyHu ca 61y HabIogaBaHU
abopTH ¥ eMOpHOHAIHA CMBPTHOCT IIPH BUCOKH /103U, HO 0€3 JJaHHU 3a TepaTOr€HHOCT.

KaneruraOuH HsiMa MyTareHHO JeiicTBre iN Vitro BbpXy OakTepuu (TecT Ha Ames) WK BbPXY KICTKA
ot 603aitHuk (Tect 3a renHa Mytauus V79/HPRT na kuraiicku xamctep). IlogobHo Ha npyru
HYKJICO3HHH aHaso3u (Hanp. 5-FU) obaye, kanenuTaOMH nMa KJIaCTOT€HEH eeKT BbPXY YOBEUIKH
sumorty (in Vitro) U mokassa MoJ0KUTETHA TEHICHITHS IPU MUKPOHYKIICYC-TECT Ha KOCTEH MO3bK
ot Muwky (in vivo).

6. DAPMALEBTUYHU JAHHU

6.1 Cnucbk HAa IOMOIIHHUTE BELIeCTBA

Capecitabine Accord 150 mg u 500 mg ¢uaMupasy TabIETKH

Aopo na mabremxama.

Bbes3Boana nakrosa
MukpoxkpuctanHa nenyiosa (E460)
Kpockapmenosza Hatpuii
Xunpowmerosa (E5)

Marne3sues creapar
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Obsusxa na mabremkama.
Xunpomernosa (6¢ps)

Tanx

Turanos nuokcua (E171)
Uepeen xenesen okenn (E172)
JKuat xenezen okenn (E172)

Capecitabine Accord 300 mg dbrimupasu TabIeTKu

SAnpo Ha Tabnerkara

be3BonHa makTo3a
MuxkpoxkpucranHa 1emynos3a (E460)
Kpockapmenosa Harpuit
Xunpomernosa (E5)

Marne3ueB creapaTt

OO0BUBKa Ha Ta0JieTKaTa
Xwurnpomerosa (6¢ps)
Tank

TuranoB auokcua (E171)

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roaguHu

6.4 CroenuajaHu yCJIOBHSI HA ChbXPaHEeHHUe

AnyMuHUH/aITyMUHUEBH OJUCTEPH
To3u JiekapcTBEH MPOAYKT HE M3MCKBA HUKAKBY CIIEIMATHN YCIOBHS HA ChXPaHEHHE

PVC/PVdC/anymunaueBu 6aucrepu
[a He ce cwxpansiBa Han 30°C.

6.5 JlaHHH 3a omMaKOBKAaTa

Anymununit/anymunnesu win PVC/PVAC/anymunnesu, chabpikaind 30, 60 win 120 huimupanu
Tabnetku. Besika omakoBka chabpika 30, 60 unn 120 punmupanu TabieTky.
PVC/PVdAC/Anymunnii nepdopupan eaH01030B 0iuctep, chabpxai 30, 60 win 120 dunmupanu
tabnetku. Besika omakoBka chabpika 30 x 1, 60 x 1 wmm 120 x 1 punmupanu TablneTkH.

He Bcruku BHIOBE OMAKOBKH MOTAT Ja OBJAT IyCHATH B Mpojiaxoa.

6.6 CrnenuajJHu npeanasHu MEPKH NMPH U3XBBPJIsiHe U padoTa

TpsibBa na ce cieBaT mporeaypH 3a 6e3omnacHa paboTa ¢ MUTOTOKCUYHH JIEKapCTBa.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,
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Ucmanns

8. HOMEP(A) HA PASPEHIIEHUETO 3A YIIOTPEBA

EU/1/12/762/001-003
EU/1/12/762/004-006
EU/1/12/762/019-021
EU/1/12/762/007-009
EU/1/12/762/010-012
EU/1/12/762/022-024
EU/1/12/762/013-015
EU/1/12/762/016-018
EU/1/12/762/025-027

9. JATA HA ITBPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[aTa Ha mepBO paspemanane: 20 anpun 2012
[Hara Ha nocnenHo nonHoBsiBane: 09 auyapu 2017

10. [ATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoOHa nH(popMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o Jiekapceraata http://www.ema.europa.eu/.

34



MNPUJIOXKEHUE I1

INPUTEXATEJIN, OTTOBOPHHU 3A OCBOBOXJIABAHE
HA ITAPTHU AN

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUS N UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJIYKT
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A IMPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOKJIABAHE HA ITAPTU/IA

HmMe 1 afpec Ha TPOU3BOIUTENS, OTTOBOPEH 3a 0OCBOOOK/IABaAHE HA NAPTHIN

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50,95-200 Pabianice,
ITosmra

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnannus

Accord Healthcare Single Member S.A.
64th Km National Road Athens,

Lamia, 32009,

I'sprus

IleuyaTHaTa TUCTOBKA HA JICKAPCTBEHUS IPOAYKT TPsOBa Aa ChIbPIKa UMETO U ajpeca
Ha IPOU3BOJUTEIS, OTTOBOPEH 32 OCBOOOXKIaBaHETO Ha ChOTBETHATA MAPTH/IA.

b. YCJIOBUS WJIHN OTPAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTIYCKa MO OrPaHUUCHO JeKapcKo npeanucanue (Bx. [Ipunoxenue I
Kpatka xapakTepucTHKa Ha IPOyKTa, Touka 4.2).

B. JAPYI'N YCJIOBUS N UBUCKBAHUA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuogunHu aKTyaJIM3MPAHH JOKJIAAU 32 0€30IaACHOCT

[IpurexaTemnsT Ha pa3pelIeHneTo 3a ynorpebda TpsaOBa /1a mojaBa NEPHOIUYHH aKTyaTH3UPAHH
JOKJIaM 32 OE30IacHOCT 3a TO3U MPOAYKT ChITIACHO M3MCKBAHMATA, IIOCOUCHHU B CIIMCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD crmcok), npeasuaen B wi. 1078, an. 7 ot
Hupexrtusa 2001/83/EO u myOnuKyBaH Ha €BpOIEHCKUs yeOropTai 3a JIeKapcTBa.

I. YCJOBUA NN OT'PAHUYEHNS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITIPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

TIPY tpsibBa 1a M3BHPIIBA U3UCKBAHUTE IEHHOCTH U JEHCTBUS, CBHP3aHU C TPOCIICIIBaHE HA
JieKapcTBeHaTa 0e30macHoCT, mocoueHu B onoopenus [IYP, npeacrasen B Moy 1.8.2 Ha
Paspemennero 3a ynorpeba, KakTo ¥ IIPHU BCUUKH CIIEIBAIIM ChIIaCyBaHH aKTyanu3anuu Ha [TYP.

Axtyanusupan [IYP tps6Ba na ce monasa:
o 1o uckaHe Ha EBporielickaTta areHIusl 1o JeKapcTBara;
o BUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a YIpaBJIeHUE Ha PUCKa, OCOOCHO B pe3yiITaT
Ha MoJlyyaBaHe Ha HOBa MH(OpMAIKs, KOSTO MOXeE Ja A0BEE 10 3HAYMMHU POMEHH B
CHOTHOIIIEHHETO TOJI3a/PUCK, WIIH CIIE/T IOCTUTaHE Ha BaXKEH eTar (BbB BPB3Ka ¢
npociesBaHe Ha JIeKapcTBeHaTa 0e30MacHOCT WM CBEKIaHE Ha PUCKA JI0 MUHHMYM).
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKATA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Capecitabine Accord 150 mg ¢uamupann TabIETKH
Kanerurabun

‘ 2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Bcesika punmupana tabnerka cpabpika 150 mg kameruradus

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

Cl,m,pn(a H JIaKTO3a, 3a JOII'BJIHUTCIIHA I/IH(I)OpMaI_II/ISI BHMJKTC JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

30 dummupanu TabaeTKH

60 dhunmupanu TabICTKH

120 ¢punmupanu TaOIETKH

30 x 1 ¢punmmupanu TabneTku
60 x 1 punmmupanu TabneTku
120 x 1 punmupanu TabIEeTKH

‘ 5. HAYMH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

IlepopanHo npuinoxeHue
IIpeau ynorpeba npoveTeTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT ITIOI'VIEJIA U IOCEI'A HA IEHA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACLa

‘ 7. APYI'U CHEHUAJIHU NTPEAYHPEXJIEHUSA,AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

3a PVC/PVdC/anymunueBu 6aucTepu
Ha ue ce cexpansiBa Hajg 30°C.
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TAX, AKO CE UBUCKBAT TAKHBA

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTHHAABYHU MATEPUAJIN OT

11. MME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Ucnanus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/12/762/001
EU/1/12/762/002
EU/1/12/762/003
EU/1/12/762/004
EU/1/12/762/005
EU/1/12/762/006
EU/1/12/762/019
EU/1/12/762/020
EU/1/12/762/021

13. TTAPTHJAEH HOMEP

ITapt. Ne

14. HAYMH HA OTITYCKAHE

.HeKapCTBeHI/IHT MMPOAYKT C€ OTIIYCKa I10 JICKaAPCKO NpCAIINCaHUuc.

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BYKA

Capecitabine Accord 150 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTUH®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JJAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Capecitabine Accord 150 mg ¢unmupanu tabneTku
Kanenurabun

| 2. NME HA ITIPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4. IHAPTUJAEH HOMEP

ITapTuna:

|5.  JIPYIO

ITepopanHo mpunoxeHue
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JAHHH, KOUTO TPABBA JA ChbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Capecitabine Accord 300 mg ¢huimupanu TabIeTKH
Kamennrabun

‘ 2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Bcesika punvupana tabnerka crabpika 300 mg kamenuTaOuH.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

Cl,m,pn(a M JIaKTO3a,3a JOII'BJIHUTCIIHA I/IH(I)OpMaI_II/ISI BHMJKTC JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

30 dbumMupanu TabIeTKH

60 dhunmupanu TabICTKH

120 ¢punmupanu TaOIETKH

30 x 1 ¢pumupanu TabneTku
60 x 1 punmmupanu TabneTku
120 x 1 punmupanu TabIEeTKH

‘ 5. HAYMH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

IlepopanHo npuinoxeHue
IIpeau ynorpeba nmpodereTe IMCTOBKATA

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT ITIOIVIEJJA U TOCEI'A HA JELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACLa

‘ 7. APYI'U CHEHUAJIHU NTPEAYHPEXJIEHUSA,AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

3a PVC/PVdC/anymunueBu 6aucTepu
Ha =e ce cpxpansaBa Hax 30°C
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TAX, AKO CE UBUCKBAT TAKHBA

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT

11. MME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Ucnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/12/762/007
EU/1/12/762/008
EU/1/12/762/009
EU/1/12/762/010
EU/1/12/762/011
EU/1/12/762/012
EU/1/12/762/022
EU/1/12/762/023
EU/1/12/762/024

13. TTAPTHJAEH HOMEP

ITapt. Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHHUAT MPOYKT C€ OTITYCKA I10 JIEKAPCKO MpeITUCaHIe

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BYKA

Capecitabine Accord 300 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByr3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH WIEHTUH®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBADBPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. NME HA JJEKAPCTBEHUA NPOAYKT

Capecitabine Accord 300 mg ¢uaMmupann TabIETKH
Kanenurabun

| 2. HUME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4. TAPTHMJEH HOMEP

[MapTuna:

|5.  JPYro

IIepopanHo npunoxeHue
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Capecitabine Accord 500 mg ¢uamupann TabIETKH
Kanerurabuna

‘ 2. OBSBSABAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Bcesika punmupana tabnerka cpabpika S00 mg kamenuraOuH

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

CLann(a M JIaAKTO3a, 3a JOIIbJIHUTCIIHA I/IH(l)OpMaI_II/IH BHJKTC JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

120 punmupanu TabaeTKH

30 dhunmupanu TaOICTKH

60 dhunmupanu TabICTKH

30 x 1 ¢pumupanu TabneTku
60 x 1 punmmupanu TabneTku
120 x 1 punmupanu TabIEeTKH

‘ 5. HAYMH HA ITPUJIATAHE U ITBbT/MIIA HA BBBEXK/IAHE

IlepopanHo npuinoxeHue
IIpeau ynorpeba nmpodereTe IMCTOBKATA

6. CHELOUAJIHO HPEAYHNPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEY OT ITIOI'VIEJIA U IOCEI'A HA IEHA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACLa

‘ 7. APYI'U CHEHUAJIHU NTPEAYHPEXJIEHUSA,AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

3a PVC/PVdC/anymunueBu 6aucTepu
Ha =e ce cpxpansaBa Hax 30°C
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TAX, AKO CE UBUCKBAT TAKHBA

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT

11. MME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Ucnanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/12/762/013
EU/1/12/762/014
EU/1/12/762/015
EU/1/12/762/016
EU/1/12/762/017
EU/1/12/762/018
EU/1/12/762/025
EU/1/12/762/026
EU/1/12/762/027

13. TTAPTHJAEH HOMEP

ITapt. Ne

14. HAYMH HA OTITYCKAHE

JlexapcTBEHHUAT MPOYKT C€ OTITYCKA I10 JIEKAPCKO MpeITUCaHIe

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BYKA

Capecitabine Accord 500 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByr3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHUKAJIEH WIEHTUH®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. NME HA JJEKAPCTBEHUA NPOAYKT

Capecitabine Accord 500 mg ¢uamupann TabIETKH
Kanenurabun

| 2. HUME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. TAPTHMJEH HOMEP

[MapTuna:

|5.  JPYro

IIepopanHo npunoxeHue
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Capecitabine Accord 150 mg film-coated tablets

Capecitabine Accord 300 mg film-coated tablets

Capecitabine Accord 500 mg film-coated tablets
Kamermra6un (Capecitabine)

IIpoyeTeTe BHUMATEIHO IAJIATA JUCTOBKA, MPeIN 1A 3aM04YHeTe a NpUeMaTe TOBa JIEKapCTBo,
Thil KaTO T4 ChABbPKA BaxkHa 3a Bac ungopmanus.

o 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJIOXKH J1a Sl POYETETE OTHOBO.
o AKO UMate HIKaKBH JIOTBIHUTETHA BBIIPOCH, TTonuTaiiTe Bamms nekap ninu gapmarest.
. ToBa JIeKapCcTBO € NPEINUCaHO eIUHCTBEHO U JINYHO Ha Bac. He ro npeorcrhnBaiite Ha Apyru

xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO OT TOBa, Ue MPHU3HALUTE Ha TAXHOTO 3a00JIsIBaHE ca
chIIUTEe KaTo Bamure.

o AKO TIOITyunTe HAKAKBU HEXEJIaHH JIEKapCTBEHH Peakliu, yBeaoMeTe Bamus nexap uiu
¢apmaneBT. ToBa BKIIFOUBA U BCHYKH Bb3MOYKHH HEXKEJIAHH PEaKIMH, HEOTIMCAHH B Ta3U
JIMCTOBKA (BMIKTE TOUKA 4).

KakBo cbIbp:ka Ta3u JUCTOBKA:

Kaxkso npencrasissa Capecitabine Accord u 3a kakBo ce U3MoJi3Ba
Kaxkso Tpsi6Ba na 3Haere, npenu aa npuemere Capecitabine Accord
Kak na npuemare Capecitabine Accord

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cpxpansBate Capecitabine Accord

ChappKaHKe HAa OMAKOBKATA M AOIBIHUTENHA HHPOPMALIHS

Sk wdE

1. Kakso npenacraBasia Capecitabine Accord u 3a kakBo ce H3M0JI3Ba

Capecitabine Accord nmpuHaaaeKu KbM TpyIaTa JIEKapcTBa, HapeYeH! “IUTOCTATHYHY JeKapcTBa”,
KOUTO CITMpAT pacTexa Ha pakoBuTe KieTkd. Capecitabine Accord chabpika karnenntaObus, KOHTo cam
10 cebe CH He € IUTOCTATHYHO JiekapcTBO. CaMo cliest KaTto ce pe3opOupa B OpraHusma, Toi ce
IPEBPBHINA B AKTHBHO MMPOTHBOPAKOBO JIEKAPCTBO (ITOBEYE B TYMOpPHATA ThKaH, OTKOJIKOTO B
HOpMaJIHaTa ThKaH).

Capecitabine Accord ce u3nosn3Ba 3a JeyeHUe HAa PaK Ha 1e0EI0TO YepBO, IPABOTO YEPBO, paKk HA
CTOMaxa WITH paKk Ha MJICYHATA JKIIe3a.

Ocsen ToBa Capecitabine Accord ce n3non3sa 3a nmpeoTBpaTsIBaHEe Ha HOBA MMOSIBA HA PaK Ha
1e0eNoTo YepBO Cle]| ITBIHOTO OTCTPAHsBAHE HA TYMOpA Ype3 Olepariys.

Capecitabine Accord moxe aa ce mpuiara CaMOCTOSTETHO WIIM B KOMOMHAIIUS C IPYTH JICKapCTBa.

2. Kakso Tps6Ba 1a 3Haete, mpeau aa npuemete Capecitabine Accord

He npuemaiite Capecitabine Accord:

®  aKO CTE aJIEPTUYHUA KHbM KarenuTaOuH WA KbM HIKOS OT OCTaHAJIUTE ChCTaBKH HA TOBA
JeKkapcTBO (M30poeHN B TouKa 6). TpsOBa ma yBegomurte Bamms nekap, ako Bu e u3BectHo, ue
uMaTe aJeprusl UiK MpeKaleHa YyBCTBUTEITHOCT KbM TOBA JIEKAPCTRO,

®  aKO MPENU TOBA CTe UMAITM TEXKKH PEAKIIUU KbM JIEYeHHUE ¢ (IIyOpOTTMPUMHUNHH (TpyTia
MIPOTHUBOPAKOBH JIEKapCTBA KaTo (PIIyopoyparun),

® aKo cTe OpeMEeHHA WK KbPMHTE,

®  aKO MMaTe MHOTO HUCKO HUBO Ha O€JM KPHBHU KJICTKH WJIH HA TPOMOOIIMTH B KPHBTa
(TeBKOTICHUS, HEYTPOTICHHS W TPOMOOIIUTOIICHUS ),

®  aKO MMAaTe TeXKKHU IpoOJIeMU ¢ YepHUs Ipod wiu ObOperure,
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e  aKo 3HaeTe, ye Mpu Bac ¥Ma IrbJIHA JIMIICA HA aKTUBHOCT HA €H3UMa JUXUAPOITHPUMHUTHH
nexuaporenasa (A1) (meien nedunut Ha A1),

e  aKO Ce JIEKyBaTe B MOMEHTA WJIH CTE JIEKYBAHHU MPe3 MOCIEIHUTE 4 CEIMUIIU ¢ OPUBYIMH KaTo
4acT OT JIeYeHHe Ha XepIiec 30cTep (Bapuliesa Wil XepIrec).

Ipexynpexnennsi u NpeAna3sHu MePKU

T'oBopere ¢ Bamms stekap win (apMarieBT mpean aa npremere Capecitabine Accord, ako:

e 3HaeTe, Ye MMaTe YacTU4eH Ae(UINT Ha aKTUBHOCTTA HA CH3UMA TUXUAPOITUPUMUIUH
nexuaporenasa (AI11);

e HMaTe WICH Ha CEMEHCTBOTO, KOWTO MMa YaCTHUUEH WM ITBJICH Je(QUITUT Ha EH3UMA
JUXUAPONUPUMHUINH AexuaporeHasa (JAI11);

e yMaTe YepHOAPOOHO Wi OBbOpedHo 3200 IsIBaHE;

e MMaTe WIK CTEe UMaJIH ChPIACYHH MPoOIeMH (HampuMep HepaBHOMEPHA ChpIeUHA ICHHOCT) HITH
OOJIKH B T'BPJIUTE, YEIIOCTTA U I'bpOa, MPEIU3BUKAHH OT (GU3MUECKH YCHUIIHS U IBIDKAIIH CE Ha
npo0JIeMH ¢ IPUTOKA HA KPBB KbM ChPIIETO;

e uMmare 3a00JIsIBaHUS HA MO3bKa (HAaIpUMep pak, KONTO ce € pa3mpoCTPaHI B MO3bKa) HITH

yYBpeKJaHe Ha HEpBUTE (HEBPOMATHS);

uMare HapylleH Kalues Oananc (HaOM0AaBaHO MPU KPbBHUTE H3JICEIBAHMS);

AMaTe QUadeT;

B PE3YJITAT Ha TEXKO rajicHe U TOBPBIIaHEe HE MOXKETE Ja 3aJbP’KUTE XpaHa Ul BOAA;

AMaTe TUapus;

uMare TBHPJIC MaJKO WM TBbPJe MHOTO HOHH B KPbBTA (EIIEKTPOIUTEH aAucOananc, HabIro1aBaH

TIPH U3CJIeIBaHe);

cTe 00€3BOIHEHH HIIH CE 00E3BOIHABATE;

e yMare HapylleH O0ajaHC Ha HOHUTE B KPbBTA (CJICKTPOJIUTEH qucOaianc, HaOI0AaBaH Mmpu
H3CIICIBAHE);

e KMaTe aHAMHE3a 3a OYHU MPOOJIEMH, Thil KaTo IIe UMATE HYX/a OT JOMIBIHUTEITHO HAOJI0ICHHE
Ha Bammre ouw,

®  HMAaTe TEXKKU KOKHH PEAKIIUH.

Hedwurur ma AI11;

Hedumurst Ha AI1]] € reHeTnyHO 3a00J1sBaHe, KOETO OOMKHOBEHO HE € CBBP3aHO ChC 3/IPABOCIIOBHU
po0JIeMH, OCBEH aKO HE MMOJIy4aBaTe ONPEICIICHH JiekapcTBa. Ako umare Aedumut Ha AI1)] u
npuemate Capecitabine Accord, Bue cte u3noxeHu Ha MOBHUIIICH PUCK OT TEXKKH HEXEJTaHU PEAKIHH
(n30poenu B Touka 4 ,,Br3MoxxHM Hexxenanu peaknun™). [IpemopruBa ce ga ce u3cieaBare 3a
neduut Ha JAI1/] npenu fa 3anounere JiedeHne. AKO JIMIICBa aKTUBHOCT HAa €H3MMa, HEe TPsOBa 1a
npuemare Capecitabine Accord. Ako nmare HamajieHa €H3MMHA AKTHBHOCT (YaCTHUCH Ae(DHUIINT),
Bamusar nexkap Moke Ja npeanuile HaMajaeHa 103a. AKO UMaTe OTPULATEIHU PE3YyATaTH OT
u3cienBanero 3a gedunut Ha JI1]1, Bce mak € Bb3MOXKHO J1a Bb3HUKHAT TEXKKU U
YKUBOTO3aCTpaIIaBaIiy HeXKeJIaH!u PEaKITiu.

Jeua v roHomIM
Capecitabine Accord ue e mokasan pu aena u ronomu. He nasaiite Capecitabine Accord ma nena u
FOHOIIIH.

Jpyru aexapcerBa u Capecitabine Accord

[penu na 3amouHere JiedyeHrero, uHbopMupaiite Bamist gekap win papManeBt, ako puemare,
HACKOpO €€ IMpueMajiid Win € Bb3MOKHO Ja IPUCMETEC APYTI'U JICKApCTBA. ToBa € U3KITIOYHTEITHO BaKHO,
TBU KaTo IMPUEMAaHETO Ha IMOBEYEC OT €AHO JICKAPCTBO 110 €ITHO U CHIIO BPEME MOXKE a YCUIIN UJIU Ja
oTcnabu AeMCTBUETO HA JIEKapCcTBaTa.

He Tpsa6Ba na npueMaTte OpMBYANH (AHTUBHPYCHO JIEKAPCTBO 32 JIeYeHHe Ha XepIec 30cTep Win
BapuIieJia) 110 eIHO U ChII0 BpeMe C JIeYeHHe ¢ KaneuTa0uH (BKIIOYHMTEJHO 1 110 BpeMe Ha
NepuoIu HA MOYHUBKA, KOTATO He IpUeMaTe Ta0/IeTKU KaneuuTaduH).
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AKo cTe npueau OpUBYAUH TPAOBA Ja H3YaKaTe Hall-MaJIKo 4 ceAMMIIU CJIe/l CIMPaHe Ha
OpUBYIMH MpeIH Ja 3aMo4YHeTe MPUEeM Ha KanenuTaduH. Buskre cbuio Touka ,,He npuemaiite
Capecitabine Accord

TpsiOBa 1a ObJETE 0OCOOCHO BHUMATEITHH, aKO MPUEMATEe HIKOE OT CIICIHUTE:

e  JIeKapCTBa MPOTHB Moarpa (aaomypHHO),

JIeKapCTBa MPOTHUB ChCUPBAHE HA KPBhBTA (KyMapuH, BaphapuH),

JICKapCTBa MPOTHUB I'bPUYOBE WIIH TperepeHe ((eHUTONH),

JICKapCTBO 3a JieueHue Ha pak (nHTepdepoH anda),

JBUYCTEPAITHS U HIKOU JIEKAPCTBA, M3MOI3BAaHM 32 JiedeHne Ha pak (QoJHHOBA KUCEIHNHA,
OKCAJIMIUIATHH, OeBann3yMa0, IUCIUIATHH, HPUHOTEKAH),

e  JIEKapCTBa, U3IOJI3BAHM 3a JICUeHHe Ha JeGHUIUT HA (QHIeBa KHCEIHHA.

Capecitabine Accord ¢ xpana u HanMUTKA
Tpsi6sa na npuemate Capecitabine Accord He mo-kbCHO 0T 30 MHHYTH CJIe/l XpaHCHE.

BpeMeHHOCT, KbpMeHe U (pepTHInTeT

AKo cTe OpeMeHHa Wi KbpMUTE, CMATAaTe, Y€ MOJKE /1a CTe OpeMeHHa WIIH TUTaHupaTe OpeMEeHHOCT,
HochBeTBaTe ce ¢ Bammst nexap wiu apmaneBT npean yrnorpedaTa Ha TOBa JEKapCTBo.

He tpsi0Ba na mpuemate Capecitabine Accord , ako cte OpeMeHHa WM MHUCIIUTE, Y€ € Bb3MOXKHO J1a
cTe OpeMeHHa.

He tpsi6Ba 1a kppMuTe, ako npuemare Capecitabine Accord u B mpoab/okeHHe Ha 2 CEIMHIHA CIIE/T
THOCJIeIHATA J103a.

AKO cTe xKeHa, KosATo Ou MorJia Ja 3a0peMeHee, TpsOBa J1a U3I0JI3BaTe ePEKTUBHU METOJIH 3a
npeanasBane ot 3abpeMeHsiBaHe 1o BpeMe Ha jeuenue ¢ Capecitabine Accord u B mpoabiokeHne Ha 6
Mecena cliell mpueMa Ha TociIeiHaTa 103a.

Axo cte MK 1 Barrata mapTHpOpKa O Moriia Ja 3abpeMeree, TpsioBa Jia U3Mo3Bate eheKTHBHH
METO/IU 3a Mpera3aHe oT 3a0peMeHsBaHe 110 Bpeme Ha jeueHue ¢ Capecitabine Accord u B
HPOABIDKEHUE Ha 3 Mecella ciie/l preMa Ha MOCIIeJHATa 103a.

Ilodupane u padoTa ¢ MAIIMHU

Capecitabine Accord moske Ja IpUYKMHK YyBCTBO Ha 3aMaiiBaHe, rajieHe win ymopa. [lopaau ToBa e
BB3MOxkHO Capecitabine Accord moxe ja mosiusie Barrata criocoOHOCT ja modupare win jaa
paborute ¢ MamuHK. He modupaiite, ako 4yBCTBaTe 3aMasHOCT, TaJICHE UM YMOpa Clie]] IpHeMa Ha
TOBA JIEKAPCTBO.

Capecitabine Accord chbabp:xa J1akT03a
To3su ekapcTBO ChIIbpiKa JlakTo3a. Axo BammsaT nekap Bu e xa3ai, ue nposiBiBaTe HEIIOHOCHMOCT
KbM HSKOH 3aXapH, CBbPIKETE CE C JICKYBAIUs CH JICKap, MPEIU J1a B3EMETE TOBa JICKapCTBO.

Capecitabine Accord cbabpxa HATPHi
ToBa ekapcTBO ChIbpIKa MO-Majako oT 1 mmol vatpwuii (23 mg) Ha TabieTka, T.e. MOXe J1a ce Kaxe,
Yye MPaKTUYECKH HE ChIbpiKa HATPUH.

3. Kak na npuemare Capecitabine Accord

Bunaru npuemaiite ToBa JIeKapCcTBO TOUHO KakTo Bu e kazan BamusT nekap niu hapmareBT. AKo He
CTE CUTYPHHU B HEIO, MonuTaiite Bamms nexap win dhapmanesT.

Capecitabine Accord TpsibBa 11a ce TIpeaMUCBa caMo OT JeKap C OIKT B M3MTOJ3BAHETO HA
POTHBOPAKOBH JICKAPCTBA.

JlexyBamuar Bu nekap nie Bu npeanuiiie 103a U cxeMa Ha Jieu€HHUe, KOUTO ca MOJAX041Hu 3a Bac.
Ho3ara na Capecitabine Accord ce ocHoBaBa Ha TenecHata Bu noBbpxHOCT. TS ce n34mcisBa ot
pbeTa u Teroto Bu. O6uuaiinara no3a 3a Bb3pactau € 1250 mg/m? TenecHa MOBBPXHOCT U CE IPHEMA
JBa ITbTH AHEBHO (CYTpHH U Beuep). Tyka ce maBar [Ba MpUMepa: JINIlE, YHETO TEIECHO Tero € 64 Kg
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1 pbeT - 1,64 m, mMa TeecHa MOBBPXHOCT 1,7 M? u TpsaGBa na npueme 4 Tadnetku ot 500 Mg u
1 Tabnetka ot 150 mg nBa meTH qHEBHO. JInne, uneTo TenecHo Tero e 80 kg u pbet - 1,80 m, nma
TenecHa nopbpxHoct 2,00 m? u Tpsa6Ba na npueme 5 Tabnetku ot 500 MY aABa IBTH JHEBHO.

BamusaT gexap me Bu kaxe kakBa /103a € He00X0AUMO /1a MpUeMaTe, KOra U KoJKo
NMPOIbJKUTETHO TPSIOBA 1A 51 MpueMare.

BammsT nexkap Moxke Ja morcka ot Bac na npuemare komOuHanus ot Tabiaetku ot 150 mg u ot

500 mg 3a Bcsika j103a.

. [Ipuemaiite TabneTKUTE CYyTPUH M Be4yep, KaKTo € Mpeaniucano ot Bamms nexap.

. IIpuemaiite Tabnerkure 10 30 MUHYTH cJjie]] NIPUKJIIOYBaHe HA XPaHEHETO (3aKyCKa U
Bedeps) M TM NMOrTbInaiiTe meau ¢ Boaa. He pa3rpomasaiite u He yynere TadaeTKHTE.
AKo He MOKeTe J1a IperyibTHeTe TadaeTkuTe Capecitabine Accord mesm, kaxkere Ha
Bamus MeTHIIHHCKHU CIIENHAJINCT.

. BaxHo e na npuemarte Baiieto 1ekapcTBO Taka, KakTo € mpeanucaHo ot Bamms nexap.

Ta6nerkute Capecitabine Accord 0OMKHOBEHO ce MpUeMart B MPOIb/UKeHUE Ha 14 MHH, MOCIeABaH
OT 7-JTHEBEH MEePHO/] Ha TOYMBKA (TI0 BpeMe Ha KOWTO He ce mpuemar Tadnerku). To3u 21-nHeBeH
HePHOJI MPEICTABIISABA €AMH LIUKbJI HA JICYCHUE.

[Tpu xoMOMHAIMS ¢ IPYTH JIEKapcTBa, oOWYaiiHaTa 103a MPU Bb3PACTHU MOXKe /1a Obe oA
1250 mg/m? TenecHa MOBLPXHOCT M MOYKE JIa CE HAJIOXKH JIa IPHEMATE TAONETKUTE 3a PasindeH
MIEPHUOJ OT BpeMe (Hamp. BCEKH JIeH, 0e3 Tepro/1 Ha TIOYHBKA).

AKo cTe mpueJU MoBeve OT HeoOxonqumara no3a Capecitabine Accord

Axo cTe mprenu moBeve ot HeoOxoaumara no3a Capecitabine Accord, cebpikere ce He3a0aBHO ¢
Barust iekap, npesiy a B3eMeTe Clie/iBamiaTa 103a.

MoskeTe /ia OIy4HTe CIIeTHUTE HeKEIaHU PEaKIlnK, aKo MPUEMETe MHOTO MOBeUe KareluTaOuH,
OTKOJIKOTO TpsiOBa: rajieHe WK MOBPBIIAHE, THapHs, Bh3MAJICHUE W SI3BU HA YepBaTa WM ycTara,
0oJKa WM KbPBEHE OT YepBara WM CTOMaxa, MM MOTHCKAaHe HAa KOCTHHUS MO3bK (HaMalsiBaHe Opost
Ha HSKOM BHJIOBE KPBBHHU KJeTkH). HezabaBHO yBenmomeTe Bammms nekap, ako umare HIKOH OT Te3n
CHMIITOMH.

Axo cTe npomycHau 1a npuemere Capecitabine Accord

He npuemaiite npormycHaTara 103a n3o0io. He B3emaiite qBoliHa 1034, 32 ]a KOMIIEHCUpATE
npormycHaraTa 103a. BMecTo ToBa, npoxbipkaBaiiTe ¢ Bamara pegoBHa cxema Ha IpUiaraHe 1 ce
KOHCyJnTHpanTe ¢ Bamus nekap.

Axo cte cipesin npuema Ha Capecitabine Accord

Hsima HexxenaHu peakiun, IPUYHHEHH OT CIIUPAHETO Ha JICYEHUETO C KaneuTaOuH. AKO U3MOoJ3Bare
KyMapHHOBH aHTUKOATyJaHTH (ChABPKAK (PEHIPOKYMOH), CJIe]l CHHPAaHEeTO Ha KareuTabuH MOXKe
Ja ce HaIOXKu Bammsr iekap a Kopurupa J03ara Ha aHTHKOAryJIaHTa.

AKO uMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JIEKaPCTBO, MOJIS,
nonuTaiTe Bamms nmekap winm Gapmarest.
4, Bb3MoKHHM HeKeJIaHU pPeakuum

Kakro Bcuuku JICKApCTBA, TOBA JICKAPCTBO MOXKE J1a NTPECAU3BHUKA HCIKCIIAaHU PCAKIIUU, BBIIPECKU Y€ HC
BCCKH I'l TIOJTy4aBa.

CIHIPETE npuema na Capecitabine Accord He3abaBHO U ce cBbpikeTe ¢ Baiust siekap, ako ce mosisu
HSKOH OT T€3U CUMIITOMHU:

o Juapusn’ ako nmate 4 Wi OBEYC U3XOXKIAHUS HA JICH B CPABHEHUE C OOMYAWHOTO WM AUAPUS
npe3 HOIITA.
o Ilospvuane: ako MOBbPHETE MOBEUE OT BEJHBK 3a TIEPHOA OT 24 yaca.
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. Taoene: ako 3ary0OuTe aneTUT U KOJIMYSCTBOTO XpaHa, KOSTO U3SKIATE HA JICH € MHOTO TT0-
MaJIKO OT 0OMYalHOTO.

o Cmomamum: ako umare 00JIKa, 3a4epBsIBaHe, MOAyBaHEe WK a()TH B yCTaTa W/HIH T'HPIIOTO.

o Koorcna peakyus ,pvka u Kpak”: ako nmare 00JIKa, MOAyBaHe, 3a4epBIBAHE WM U3TPHIIBAHE
Ha JJIAaHUTE W/WIK CThIIANIaTa.

o Bucoka memnepamypa: axo umare temneparypa 38°C uiu mo-Bucoka.

o Hngpexyua: axo ce MOSBAT NMPU3HAIN HAa HHPEKINS, IPUYIMHEHA OT OAKTEPHN WM BUPYCH, HIIH
JIPYTH MHKPOOPTaHU3MH.

o FBonka 6 zvpoume: ako umare 00JKa, TOKIM3UpaHa B ICHTHPA HA T'bPAMUTE, OCOOCHO 110 BpeMe
Ha (pU3nYecKo ycuiue.

o Cunopom na Stevens-Johnson: ako uMate OOJIE3HEH YepBEH WM JIUIaB OOPHB, KOUTO ce

pasnpocTpaHsBa, M 3aII0YHAT J1a ¢ MOSBABAT MEXYPHU H/WIN IPYTH JIE3UH T10 JIMTaBULIUTE (HAIp. yCTa
Y YCTHH), 0cOOEHO aKo Ipeau cTe UMain (JOTOUyBCTBUTEIHOCT, MH(PEKIINU HA TUXATETHUTE TBTHILA
(narp. OpPOHXHUT) W/UITK TpPecKa.

o Anzuoedem: IloTbpceTe HE3a0aBHO MEAUIIMHCKA TOMOIL, aKO 3a0€IeKUTE HAKOM OT CIICTHUTE
CHMITOMH — MOJXKE JIa C€ HyXKJIaeTe OT CIIeIIHAa MEIUIMHCKA IIOMOL: MTOAyBaHe MPEIUMHO Ha
JMLETO, YCTHUTE, €3UKa WIN I'bPIIOTO, KOSTO 3aTPY/IHSABA MPETITBIIAHETO WM JUIIaHETO, ChPOeK 1
o6puBu. ToBa Moke a Ob/ie IPU3HAK HA AHTHOE/IEM.

AKO ce YCTaHOBST paHO, Te3U HEeXKENaH! PeaKlni OOMKHOBEHO Ce IMoJ00psaBaT B paMKuTe Ha 2 110 3
JTHH CJIe/] TPEeyCTaHOBSBAaHE Ha JieueHHeTo. AKO 00aue Te3u HeKeJaH! PeaKkiy He OTIIyMSIBaT,
CBBbpIKETE ce He3abaBHO ¢ Bamms nexap. Bamust nekap Mosxe 1a Bu kaxe 1a oJHOBUTE JICYCHUETO C
MO-HHUCKA J03a.

AKO TI0 BpeMe Ha ITbPBUS IMKBJI Ha JICYCHNE BH3HUKHE TeXbK CTOMATUT (a)TH B ycTaTa W/iiH
I'BPJIOTO), BB3MAICHUE HA JTUTABUIIUTE, AUAPHS, HEYTPOIICHNUS (TIOBHUILEH PUCK OT MHMEKLINH) TN
HEBPOTOKCHYHOCT, MOXe fla mmarte aedunut Ha AI1J] (BrkTe Touka 2 ,,[Ipexynpexnaenus u
npeanasHu MepKu').

Koxxnara peaknus ,,ppKa-Kpak* MOXe J1a I0OBe/e 0 3ary0a Ha P hCTOBUTE OTIEYATHIIH, KOETO OU
MOTJI0 A2 noByve Barrero uaeHTH(HUIMpaHe TOCPEICTBOM CKaHUpaHe Ha MPBCTOB OTIIEYATHK.

B nombiiHeHNE KbM MO-TOPHUTE, KOTATO KANEIIMTAOMH Ce TPHJIara CaMOCTOSTEITHO, Hail-4eCTHUTe
HE)KeIIaH! PeakH, KOUTO MOTaT Jia 3acerHar rnoseye ot 1 Ha 10 xymm, ca:

e 00pwmB, CyXa WK ChpOSIIa KOXkKa

e ymopa

e 3ary0a Ha aneTHT (aHOPEKCHS).

Te3u HeXeNaHu PeaKIM MOJKE Ja CTaHaT TEKKHU; TOpPaIy TOBA € BAXXKHO BHHATH He3a0aBHO 12 ce
cBbp3BaTe ¢ Bamus Jiekap, Korato ce MosiBH HeXeJlaHa peakius. Bammst jgekap Moxe 1a Bu
MOCHBETBA J1a HAMAJIMTE J[03aTa W/WIM BPEMEHHO Ja pekparute jJeueHnero ¢ Capecitabine Accord. C
TOBA III€ CC HAMAJIHM BEPOSITHOCTTA HEKEJIaHa PEaKIHst J1a PO IbJDKH MU J]a CTAHE TEKKA.

Jpyru HexxenaHu peakIuu ca.

YecTr He)XemaHu peaknuu (Morat aa 3acernar 0 1 ot 10 gymm) BKiro9Bar:

e HaMmajieHHe Ha Opos Ha OenuTe KPBBHH KJIETKH WX Ha YePBEHNUTE KPHBHU KIIETKH, (HAOII0IaBaHO
TIPH U3CJICIBaHE)

e 00e3BOAHSBaHE, 3ary0a Ha TErJIO

e 0e3cpbHHE (HHCOMHHSA), NEMPECcUs

rJ1aBO00JIKE, CHHIMBOCT, 3aMasiHOCT, HEECTECTBEHO YCEeIllaHe 10 KoKaTa (M3TPBIIBAHE UK

MpaByuKaHe), MPOMsAHA BbB BKyca

JIpa3HeHE HA OYHTE, ChI3EHE OT OUYHTE, 3aUePBsABaHE HA OKOTO (KOHIOHKTHUBUT)

Bb3NaJICHHE Ha BEeHUTE (TpoMO0QneduT)

3a]1yX, KbpPBEHE OT HOCA, KAITUI[A, XpeMa

XepIiec Ha YCTHUTE WK IPYTH XEPIIeCHU HH(EKIHH

nH(peKIUY Ha OenuTe Mpo0oBe WK AuXaTellHaTa CUCTeMa (Harp. ITHEBMOHYSI TN OPOHXHT)
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® KBPBCHE OT YepBara, 3arek, 00Jka B TOPHATa YacT Ha KOpeMa, HapyIIEHO XpaHOCMUIIaHE,
MIPEKOMEPHO OT/EIsSTHE Ha Ta30Be, CyX0Ta B ycTaTa

e KOXCH 00pHUB, KOcomas (ajomnenus), 3a4epBsiBaHe Ha KOXKaTa, CyXxa Koxa, ChbpOex (IpypuTyc),
MpoMsTHA Ha I[BETa HA KO)kaTa, OeJeHe Ha KoXKaTa, Bh3IMAJIeHNe Ha KOXaTa, HapyIlIeHue Ha
HOKTHTE

e 0oJKa B CTAaBUTE WU B KpaWHUIIUTE, THPIUTE HITH I'bpOa

e TIOBHWIIIEHA TEMIIEpaTypa, IOAyBaHe Ha KpAaHHUINTE, 000 HEPA3IOI0KEHIE

e HapylIeHHs Ha YepHOAPOOHaTa QyHKINS (YCTAHOBEHH MPH KPbBHH U3CJICIBAHNUS) U TOBHUIIICH
OMIMpPYOUH B KPBBTA (SKCKPETHPAH Upe3 YepHUs Apo0)

HedecTu Hexxkenanu peakuuu, KOUTO (Morat aa 3acerHar a0 1 Ha 100 gymm) BKITto4BaT:

e pH(pEKINI HA KPhBTA, HHPEKINUA Ha MHKOYHUTE ITbTHIA, HHPEKITU Ha KoXkKaTa, MHDEKITHH B HOCA
Y T'BPIIOTO, FEOMYHHN WHPEKIHNHY (BKIOYUTEIHO TE3U Ha YCTaTa), TPHIL, TACTPOSHTEPHT, adcliec Ha
360

e  OyuKH MOJ KOXKaTa (JINIoMa)

e HamalsiBaHe OpOsi HAa KPHBHUTE KIIETKH, BKIFOUUTEITHO TPOMOOIIMTH, pa3pekIaHe Ha KPbBTa
(HabnrogaBaHy IPH U3CIICIBAHUS)

e ayeprus

e 1uabeT, HAMAJIIBaHE HA KaJHs B KPBBTA, HEJJOXPAaHBAaHE, yBEIWYEH Opoil Ha TPUIIHLIEPUANTE B
KpPBbBTa

® CBCTOSHHE Ha OOBPKAHOCT, MPUCTHIIN HA MAHUKA, MOTUCHATO HACTPOCHUE, HAMAJICHO JTMOUIO0

e  3aTpyJHEH rOBOp, HApYIICHA MaMmeT, 3aryba Ha KOOpMHAIMS Ha IBM)KCHUTA, HApPYILICHHE Ha
PaBHOBECHETO, IPUTIAIBIIH, YBPEKJaHE HA HEPBUTE (HEBPOIATHUS) M IPOOJIEMH ChC CETUBHOCTTA

®  3aMBIJICHO WJIM JBOWHO 3peHUE

®  BHCHE Ha CBIT, OOJIKU B yIIUTE

e HepaBHOMEpPHA ChpJIeYHA JISHHOCT U ChplieOneHe (aputmusi), 00JKa B TBPANUTE U ChpJIeUeH yAap
(nHpapKT)

® KPBBHH ChCHPENH IHJI00KO BbB BEHHTE, BUCOKO WM HIUCKO KPBBHO HAIATAHE, TOPEIH BBIIHH,
CTYZICHU KpalHHIIM, TypIyPHU METHA M0 KOXKaTa

® KPBBHH ChCHUPEIH B IBJIOOKUTE BEHU B Oennte apodoBe (O6enompodbHa eMOowst), koadbupai Osut
Jpo0, KaluIsiHe Ha KPBB, aCTMa, 3a/IyX TNPU YCHIIHE

e 3amymiBaHe Ha yepBaTa, ChOMpaHe Ha TEYHOCT B KOpeMa, Bh3NaJleHHEe Ha THhHKOTO WM Ae0es0To
4epBO, Ha CTOMAaxa MM XPaHOIIPOBO/Ia, OOJIKA B JIOJIHATA YAacT HA KOpEMa, CTOMAIIeH
JUCKOM(OPT, KUCETTMHU B cToMaxa (pediiyKc Ha XpaHaTa OT CTOMaxa), KpbB B U3MPaKHEHUSTA

® KBJITCHHUIA (MMOXKBITSIBAHE HA KOXKAaTa ¥ OUHTE)

® KOKHHM 5I3BH U MEXYypH, PEaklus Ha KOXKaTa Ha CI'bHYEBA CBETIIMHA, 3aUePBsABaHE HA JUIAHHTE,
MOJIyBaHe Wi OOJIKA Ha JIUIIETO

e [I0JyBaHE HAa CTABUTE WM CKOBAHOCT, OOJIKH B KOCTUTE, MYCKYJIHA CIa00CT WIIM CKOBAHOCT

e chOUpaHe Ha TEYHOCT B OBOpEIMTE, YeCTO YPUHUPAHE MPE3 HOLITA, He3aAbpikaHe Ha ypUHaTa,
KPBB B ypHHATa, YBEJIMYCHUE HA KPEaTHHHHA B KPBBTA (MPU3HAIM HA HapylieHa Ob0peyHa
GyHKITHS)

e HeoOMUYaliHO KbPBEHE OT BJIATAIHIIETO

e moxayBaHe (OTOK), CTYACHHU TPBIIKM U BTPUCAHE

Penxu Hexxenanum peakuuu (Morat Aa 3acerHat 7o 1 Ha 1 000 gymm) BrimovBar:

o CTEeCHEHHE WM 3aIlyllIBaHe Ha CIb3HUS KaHaJ (CTeHO3a Ha CIIb3HMS KaHa)
o YepHOAPOOHA HEJOCTATHYHOCT
o BB3MNAJICHNUE, KOCTO BOAU 10 HAPYHICHUE HaA (bYHKI_[I/ISITa WJIN 3allylIBaHE Ha XJIbYKaTa

(xonecTaTHYEH XEMaTHT)

creun(UIHU IPOMEHH B eJIEKTpoKapanorpamara (yabibkaBane Ha QT-uHTepBana)

HSKOM BUJIOBE apUTMUH (BKIIFOUUTEIHO KaMEPHO MBXJIeHe, torsade de pointes u Opaankapams)
Bb3NaJICHHE Ha OKOTO, MPUYMHABAIIO OOJIKA B OKOTO U €BEHTYAIHO MPOOJIEMHU ChC 3pEHUETO
Bb3NaJICHUE Ha KOXKaTa, KOETO BOJH JI0 MOSBa Ha YEPBEHU JIIOLICUIN CE MIETHA, TIOPaaH
3a0oJIsiBaHE Ha IMyHHATa CUCTEMa

o aHrroeseM (MoayBaHe, MPEANMHO Ha JHMIETO, YCTHUTE, €31Ka WIIN T'bPIIOTO, ChbpOeX 1 00pUBH)
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MHoro penku HeXxelaHu peakiuy (Moke aa 3acerrar a0 1 Ha 10 000 xymm) BKIFOYBAT:
o TeXKKa KOXKHA PeaKIns, KaTo KOXKEH OOpUB, SI3BH U MEXYPH, KOSTO MOXKE Jia BKIIFOUBA SI3BU B
ycTara, Hoca, TCHUTAIUUTE, PBIETE, CThIIANAaTa U OYUTE (USPBCHH U TIOAYTH OYH )

Hsxow ot Te3u HEeXeNaHN peakIny ca MO-YeCTH, KOTaTo KarmenuTabuH ce H3MOI3Ba C IPYTH JeKapcTBa
3a edeHune Ha pak. [{pyru Hexxenanu edekTr, HAOMIOaBaHU TPY Ta3u CUTYAIHs, ca CJIeIHUTE:

HaMaJIsiBaHe Ha HATPHIA, MarHe3Wi MK KAl B KPhBTA, TIOBUINIABAHE HA KPhBHATA 3axap
0oJKa 1o Xo/1a Ha HEpPB

3BBHCHE WM OpbMUEHE B YIIUTE (TUHUTYC), 3ary0a Ha ciyxa

Bb3IMaJICHUE Ha BEeHA

XbJIIIaHe, TPOMSIHA B Ti1aca

00JIKa MIIM IPOMEHEHO/HeOOMYaitHO ycelllane B ycraTta, OOJIKU B YEIHOCTTa

M3MOTABAHE, HOIIHN M3MOTSIBAHUS

MYCKYJIHHU CITa3MH

3aTpyAHEHO YPUHUPAHE, KPbB UK OCNITHK B ypUHATA

oOpa3yBaHe Ha CHHUHHU WJIHM PEaKIlMs Ha MACTOTO Ha MHXKEKTHpaHe (IPUYMHEHA OT JIEKapCTBa,
MIPUIOKEHU Upe3 WHIKEKIHS MO CHIOTO BpEMe)

Cpo01aBaHe HA HeKeJIaHU pPeaKluu

AKO TIOITyYnTe HAKAKBU HEXEJIaH! JIEKAPCTBEHH PEaKIHH, yBemoMeTe Bammms nexap, ¢hapManeBT Win
MCIUIMHCKA CeCTpa. ToBa BKIIIOUBa BCUYKH Bb3MOKHU HEONKMCAHU B Ta3U JIMCTOBKA HEXKEJIAaHU
pekaiuu. MoKeTe ChIIO J1a ChOOIIUTE HeXEIIaHU PEaKIIuy TUPEKTHO Ype3 HAllHOHAHATA CHCTEMa 3a
chro0mmaBane, mocodeHa B [lpmmoskenue V. Kato cro0mmaBare HeXKeNaHN peKalny, MOXKeTe Ja JaieTe
CBOSI MPUHOC 32 TI0JIyYaBaHe Ha MoBe4Ye MH(GOPMAIUs OTHOCHO 0€3011aCHOCTTA Ha TOBA JISKAPCTBO.

5.  Kak xa cexpausiate Capecitabine Accord

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIa.

He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOEsI3aH BbPXY KapTOHEHATA OMAKOBKA U
osuctepa cien .l 'ogen no:/EXP”.

3a alyMHHUI-aTyMHUHUEBH OJIUCTEPH
ToBa jexapcTBO HE N3MCKBA HUKAKBH CIICHUAIHN YCIOBUS HA ChbXpaHEHHE.

3a PVC/PVdC-anymunuesu oimucrepu (nepdopupana eMHIYHA 1032)
Ja He ce cpxpanssa Hax 30°C.

He u3xBbprsiite nekapcTBaTa B KaHAIU3aLUATAa WIK B KOHTEHHEpa 3a JOMAITHU OTNAa I bIIH.
Ilonmraiite Bamms dhapmaneBT Kak Ja H3XbPIATE JIeKapcTBaTa, KOUTO Beye He u3nosseare. Tesun
MEPKH 1€ CIIOMOTHAT 34 OIla3BaHe Ha OKOJIHATA Cpefa.

6. Cl,m,pma}me Ha onmaKoBKaTa M J0IIbJHUTEC/IHA I/IH(l)OpMaIH/ISI

Kakso coasp:axa Capecitabine Accord

- AKTHBHOTO BEII[ECTBO € KaIlle[UTaONH.
Bceska ¢punmupana tabnerka cpabpka 150 mg kaneunTaOun
Bceska punmvupana Tabnetka chabpxka 300 mg kaneruTabuH
Bceska ¢punmupana tabnerka cpabpika S00 mg kaneunTaOuH
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- Jpyrute cbCTaBKH ca:

- HﬂpO Ha Ta0JleTKara: 663BOILH3 JIaKTO3a, KpOCKapMeIo3a HanI/II\/'I, XHUIIpOMEII03a,
MUKPOKpHUCTaJIHA ETYJ1I03a, MaruHe3nuecB CTeapar.

- Tabnerna o6BuBKa (3a 150 mg): xumpomenosa, Turanos guokcun (E171), )baT KeneseH
OKcHJ, yepBeH xene3eH okcun (E172), Tank.

- IToxpuTre Ha Tabierkara (3a 300 mQ): xumpomenosa, TuranoB auokcum (E171)

- IMoxputre Ha TabnetkaTa (3a 500 mg): xunpomenosa, TutaHoB auokcus (E171), bt
JKeJIe3eH OKCHJI, YepBeH Xkele3eH okenn (E172), Tamk.

Kax m3rnexxaa Capecitabine Accord m kakBo ¢hbabpka onmaKoBKaTa

Capecitabine Accord 150 mg ¢uaMupany TabIETKH ca CBETIOOPAHKEBH , C EIUIICOBHIHA (opMa,
JBOWHO M3MBbKHAIH (PMUIMUpaHH TabJeTKu ¢ AbkuHa 11,4 mm u mupuna 5,3 mm , ¢ mHagnuc “150”
OT €[JHaTa CTPaHa U IJIaJIKK OT Jpyrara.

Capecitabine Accord 300 mg durmupanu TabIeTKH ca OeIH 10 MOUTH OelTd, ¢ eIUICOoBUIHA (hopMa,
JIBOMHO M3bKHAIN (GUIMUPAHU TAOJETKU ¢ ObJokuHA 14,6 MM u mupuna 6,7 mm ¢ Haamuc '300 ' ot
¢/IHATa CTpaHa W MIAJKH OT JApyrara CTpaHa.

Capecitabine Accord 500 mg ¢ummupanu TabIETKH ca OPaHKEBH, C EIUIICOBUAHA (OpMa, TBOHHO
M3ITPKHAIY (PUIIMHUPAHU TaOJIeTKH ¢ IhDkuHA 15,9 mm u mmpuna 8,4 mm ¢ maamuc 'S00 ' ot exHaTta
CTpaHa M TJIaJIKM OT Jpyrara CTpaHa.

Capecitabine Accord e mocTbiieH B OIMCTEPHU OMAKOBKH, chabpskamy 30, 60 win 120 punmupanu
TaOJIeTKN WK B TIephOprpaHA €THOA030BH OJIMCTEpHH OMaKoBKH, chabpskariy 30 X 1, 60 X 1 mmm 120
X 1 ¢unmupanu TabIeTKH.

He Bcuukn BHIOBEC OIMAKOBKH MOrI'aT Ja 6T>I[aT IIyCHATHU B npozla>K6a.

IIpuTexkaTes Ha pa3pelleHHETO 32 yNOTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

HUcnanus

IIpousBoauren

Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice,

Tloyma

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnannus

Accord Healthcare Single Member S.A.
64th Km National Road Athens,

Lamia, 32009,

I'bprus

3a JomBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
MIPEJICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelieHneTo 3a yrnorpeoa:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LX/MT/NL/
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NO/PT/PL/RO/SE/SI/SK/ES
Accord Healthcare S.L.U.
Ten: +34 93 301 00 64

EL
Win Medica Pharmaceutical S.A.
Tem: +30 210 7488 821

IIaTa Ha IMOCJCIHO NMpepasrjaekaaHe HA JIMCTOBKaTa

[MonpoOHa nH(opMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € peJoCTaBeHa Ha yeOcaiita Ha EBpormelickara
arennus 1o jiekapcrsata (EMEA) http://www.ema.europa.eu/
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MNPUJIOXEHUE 1V

HAYYHH 3AK/IIOYEHUA U OCHOBAHMUS 3A ITPOMSHA HA YCJIIOBUSITA
HA PASPEILHEHUSATA 3A YIIOTPEBA
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Hay4Hu 3aKk/1104eHust
IIpenBun onenpunus noxian Ha PRAC otHocno 1A /I 3a kanernuraOuH, Hay9HATE 3aKIFOUEHUS Ha
PRAC ca, kakTo ciezsa:

C ornren Ha HAIMYHATE TaHHU OT JINTepaTypara, MOKa3BaIlly, 4e HapyleHa Op0peuHa GpyHKIms ce
CBBP3Ba C MOBUIIICHU HUBA Ha YPAaIlWI B KPBBTA, KOETO MOXe Ja JoBee 10 (aIiBO MOCTaBSIHE Ha
nuarnosa 3a nedunut Ha DPD u BiocnencTeue 10 npuiiarane Ha He0CTaThyHa JI03a KaleuTaOuH,
PRAC 3akimioun, ge npomykroBara nHGopManus Ha IPOAYKTH, ChIbPKAIIN KarenuTabuH, Tpa0Ba 1a
0bJle ChOTBETHO M3MEHEHA.

Crnen kato pasmiena npenopbkara Ha PRAC, CMHP ce chritacsiBa ¢ 00IuTe HayYHH 3aKIIIOYCHUS U
OCHOBaHMATA 3a IIpenopbkara Ha PRAC.

OcHoBaHusI 32 NPOMSAHATA HA YCJIOBUATA Ha pa3pellleHHeTo(ATa) 3a ynorpeda
BB3 ocHOBa Ha HayuHUTe 3aKmodeHns 3a Kanenuradud CHMP canta, 4e ChOTHOMIEHUETO MMOI3a/pUCK
3a JIeKapCcTBeHUs(UTE) MPOMYKT(H), ChABPKAII(H) KareUTabrH, € HETPOMEHEHO C MPEJIOKEHUTE

IPOMEHH B POAYKTOBATa MH(POPMAIIHS.
CHMP npenoppuBa npoMsiHa B YCIIOBHATA Ha pa3pelIeHNeTo(sTa) 3a yrmorpeoda.
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