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KOPOTKA XAPAKTEPHCTHKA JIIKAPCHKOI'O 3ACOBY

1. TOPI'OBA HA3BA JIIKAPCBKOT'O 3ACOBY
Kanerpan, rabnerxu, BKPHTI [TIBKOBOO 06010HKOIO 110 150 M-
Kanerpan, ta6netkn, Bkputi niiskosoio 060710HKOI0 110 500 M

2 SAKICHUH TA KUIBKICHUI CKJIAJT

Kanerpan, Ta6nerku, BKPUTI IJIBKOBOIO 060J10HKOIO 110 150 mr: Koxna taGnerka, Bkputa
ILJIIBKOBOKO 00010HKOI0, MiCTHTE 150 Mr Kaneuutabiny.

Kanerpan, taGnerku, Bxputi mmiskosoio 000s10HK0I0 1o 500 Mmr: Koskua TaldiieTka, BKpHTa
[LUTiIBKOBOIO 060I0HKOI0, MicTuTh 500 M Kanenuradiny.

[loBuuii nepenik monomiskmx PEYOBHH JHB. y po3aini 6.1.

i JIIKAPCBKA ®OPMA

TaGnetkn, BKpuTi m1iBKOBOIO 060TOHKOO,

Kanerpan, rabnerku, BKPHTI [UTiIBKOBOIO 06010HKOI0 110 150 mr TaGnetkn, BkpuTi miiBkoBOIO
000JI0HKOIO, OBaTBHOT (opmu, cBiti0-nepeukosoro KOJIBOPY, 3 THCHEHHSM «150%» 3 oxnoro
Ooky, npubGmm3Huii posmip 11,4 Mv x 5,9 Mm.

Kanerpan, tabnerkn, BKPHTI ILTIBKOBOIO 060J10HK0I0 110 500 mr: Tabnerku, BkpuTi m1iBKOBOIO
000J10HKO10, AOBLACTO-KaMcy J10noAi0HOT hopmu, nepcukosoro KOJIBOPY, 3 THCHeHHAM «500» 3
OJIHOTO OOKY, NPHOIHU3HUIT po3mip 17.1 mm x 8.1 mum.

4. KJITHIYHI XAPAKTEPUCTUKH

4.1 Moxazannsn,

Kanerpan npusnavenuii mg:

. QIOBAHTHOTO JIIKYBAHHS MNAIICHTIB Mmicis XIpypriuHoro BTpy4aHHs 3 NPUBOJY paky
ToBcTOl kutuku 111 cranii (cranis C 3a Hbiokcom) (1B, posmin 5.1 ).

- JKYBaHHS METACTATHYHOTO KOJIOPEKTAIBHOr0 paKy (AMB. po3sin 5.1).

- JUKYBaHHS mepioi ninii paky LTYHKY Mi3HBOI CTaii y moeaHan i i3 cxemamu Ha OCHOBI
MIATHHH (IUB. po3ain 5.1).

- JIKYBaHHS XBOPHX Ha MICIIEBOIOMIMPEHHIT abo MCTACTATHYHUI paK MOJIOYHOT 3471034 y
KoMOiHauii 3 Jonerakcenom (1us. po3ain 5.1) micns HeedeKTHBHOT MTOTOKCHYHOT XimMioTeparnii.
[Tonepesns Tepanis Mana Bmouatu aHTPaLHKITIH,

- AK MOHOTEparis JuUis JTiKyBaHHS XBOPHX Ha MICLEBONOMMPEHHiT 460 MeTacTaTHYHH pak
MOJIOUHOT 3a103M micns HeeeKTMBHOCTI TakcaHis Ta CXeMH XimioTepamnii, mo wMicTHTH
AHTPALMKIIIHK, a0 JUIsl NAIEHTIB SKUM He MOoKa3ana NOaNbIIA Teparis aHTPalMKITHAMH.

4.2 Ho3yBauus ta cnocid 32CTOCYBAHHS

Kanerpan nosunen npusnavaru ume KBaniikoBauuii nikap, sKuii Mae 10cBix 3aCTOCYBaHHs
HPOTHITYXJIHHHHUX ~ JIIKApCBKUX  3aco0iB.  Veim MAIEHTaM  PEKOMEHIYEThCS peTenbHuil
MOHITOPHHT' MPOTATOM HEpLIOro LHKJTY TIKYBaHHS.

JlikyBauns cix npunuanTy, sxmo CHOCTEpIraeThes nporpec 3aXBOPIOBAaHHSA a0 HEMEPEeHOCHMa
TOKcH4HICTB. Po3paxynok CTaH/apTHOI Ta 3HHXKEHO! ZI03H BiANOBiAHO 10 IOl MOBEPXHi Tija
UTAL TIOYATKOBHX J103 JIIKAPCHKOTO 3acoby Kanerpar 1250 mr/m 2 ta 1000 mr/nm 2 HABEJICHO Y
Tadauusx 1 ra 2 Bignosiamo.

2!032 BaHHA

PexomentoBatie no3ysans (1us. pozain 5.1):

MonoTeparis

Pax moscmori kuwru, Ko1opekmanvhuu pax i pax mor04noi 3a103u
IIpn MmonoTepanii pekomentoana [OYaTKOBA 1103a KameunTadiny ;
TOBCTOI KHIIKH, METOACTATHYHOIO KOJIOPEKTAILHOIO paKy up
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METaCTaTH'HOrO paKy MOJIOYHOI 3a/031 cTaHOBUTH 1250 Mr/n2 ABivi Ha 100y (BpaHui Ta
BBEYEpi; ekBiBaneHTHO 2500 Mr/Mm 3aransHof A000Boi 1031) npotsirom 14 fwHiB = HACTYNHOK 7-
ACHHOIO TIepepBoto. AX'0BaHTHE JIKYBaHHS MALICHTIB i3 pakoMm ToBCToi Kmmku III cranii
PEKOMCH/I0BAHO MPOTATOM 6 MiCAILiB.

Kom6inosana tepanis

Pax moecmoi kuwru, APAMOI KUK Ma waynky

[Ipu komGinoBanomy nikysanmui PCKOMEHIIOBAHY 104ATKOBY /103y KaneUuTaGiny ¢ 3MeHIHTH
710 8001000 mr/m? ipu 3aCTOCYBaHHi ABi4i Ha 100y npotsrom 14 auiB 3 HoatBIIO0 7-I€HHOIO
nepepsoio abo 10 625 mr/v> aAiui Ha 100y 1pu GesnepepBHOMY 3aCTOCYBaHHI (1HB. po3ain 5.1).
st komGinauii 3 ipuHOTEKAHOM PECKOMCHIOBAHA TOYATKOBA 1033 CTAaHOBHTH $00 Mr/a npH
3acTocyBauHi Bi4i Ha 100y npotsrom 14 AHIB 3 HoMATLMIO0 7-7IeHHOIO TIepepBOIO B KOMOIHAILT
3 IPHHOTEKAHOM Y 1031 200 Mr/a> y 1-ii gens. Brkmouenns OeBanu3ymady 10 KOMOIHOBAHOIO
PEKHMY HE BIUIMBAE HA TOYATKOBY /03y kaneuntabiny. Biamosinko 10 Kopotkoi
XapaKTEePUCTHKH JIiKapchKOro 3acoly MMCmIaTHH TIpEME/IHKALIA [UIS MiITPHMKH afeKBaTHO!
rigpatanii Ta OpoTH GNIOBAHHS MOBMHHA OyTtH posnoyara 0 BBeneHH: UHACILIATHHY JUIS
HAIIEHTIB, SKi OTPUMYIOTEH KOMOIHallif0 KaneunTabin + HMCILIATHH. Bixnosizno xo koporkoi
XapaKTepUCTHKH  JIKApChKOro  3acoly  oKcaliluiaTHy PEKOMEHIYETBCA  IIpeMeHKAallis
NPOTHOMOBOTHAME 3aco0aMH /Ul MAUi€HTIB, sKi OTPHMYIOTE KOMOiHalifo Kaneuutabin +
OKCAMIIaTHH. AJ'IOBAHTHE ITiKyBaHHSA Y TAUi€HTIB 3 pakoM TOBCTOI Kumkd I crazii
PCKOMEHJIYETBCS NPOTATOM 6 MicALiB.

Pax monounoi 3anosu

Y kombiHauii 3 mouerakcensom PCKOMEH/IOBAHA 110YATKOBA /1032 KaneuuTabiny [pH JIIKyBaHHI
METACTATHIHOTO PaKy MOJIOYHO 381031 ¢TaHOBHTH 1250 Mr/m> 1Bivi Ha ems npotaroMm 14 auis
3 TMOAIBIION 7-JCHHOIO TIEPEpPBOI0 Y MOEAHAHH] 3 ZI0UETAKCeNIoM y 1031 75 Mr/m” y Bursmi
BHYTPINIHBOBEHHOT iHDY3ii mporsrom 1 rommmm kosmi 3 TIKHL. Bianosigso 1o koporkoi
XapakTCPHCTHKH  JiKapchKoro  3acoby  jmometakcer, MpeMe/IMKallis  HepopaTbHHM
KOPTHKOCTEPOIZIOM, TaKHM sSK JeKCAMeTa30H. MOBHHHA OyTM posnoyara 0 BBeaeHHS
JOLETAKCETY HaLlieHTaM, AKi OTPHMYIOTH KOMOIHALLO KaneuuTabiH + nouerakcer.

Pospaxynok 103 Kanerpan
Tabmuus 1 Pospaxyrok CTAHAAPTHOL Ta 3HUKEHOT 103H 3a1eKHO Bif miomi MOBEPXHI Tija /s
I0YaTKOBOI 1031 Kaneuutabiny 1250 mr/m 2

Pisenb 1031 1250 mr/m” (z1Bivi Ha nens) |
Kinbkicts TabeTok
no 150 mr ta/aGo
" 3menmrena 103a | 3meHmena 103a
[ToBua no3a | 500 Mr wa npuiiom " :
1250 mr/m? (KOXKHE (15%) 2 (50%) 2
3 950 mr/m 625 Mr/m~
BBEJIEHHS BpaHIli Ta
BBEYepi)

[1noma _nosepxni Jlosza na 150 500 Jloza na Jo3a ua
Tijia BBC/ICHHS o o BBE/ICHHA BBC/ICHHS
(M 2) (mr) (mr) (mr)
<1,26 1500 - 3 1150 800

1,27 -1,38 1650 1 3 1300 800
1,39 -1,52 1800 2 3 1450 ~—~Jwa . 950
1,53 -1,66 2000 - 4 1500/7. 4080
1,67 -1,78 2150 1 4 1650/ 100
1,79 -1,92 2300 2 4 180G .ot &SRNS0
1,93 -2,06 2500 - 5 1930 \ "B #3ho
2,07 -2,18 2650 1 5 20007\ e T 400
>2,19 2800 2 5 2150\t o3 430
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Tabmuua” PospaxyHok cTanaapTHOl Ta 3HHKEHOT 103K 3Q1KHO B IJIOII MOBEpPXHi Tija s
109aTKOBOT 103H Kanetutabiny 1000 mr/m 2

Pisenb 1031 1000 mr/v” (s18iui Ha fenp)
Kinekicts Tabierok o [
150 mr ta/abo 500 mr ma| 3menuena no3a 3MeHmIeHa j103a
[loua n03a % 5
1000 /st 2 npuiiom (Koml{e (75%) (50%)
BBEJICHHS BPaHIl Ta 750 Mr/m 2 500 mr/m 2
BBeuepi)
[Inoma nosepxni Hosa na 150 500 Hosa na Hosana
¥ima 5 2) BBEJICHHS ur o BBEJICHHSA BBEJICHHS
(M) (mr) (mr)
<1,26 1150 1 2 800 600
1,27 -1,38 1300 2 2 1000 600
1,39 -1,52 1450 3 2 1100 750
| 1,53-1,66 1600 4 2 1200 800
1,67 -1,78 1750 5 2 1300 800
1,79 -1,92 1800 2 3 1400 900
1,93 -2.06 2000 - 4 1500 1000
2,07 -2,18 2150 | 4 1600 1050
>2,19 2300 2 4 1750 1100
Kopurysauns 1031 mig yac gikyBaHms:
3azanvrui
Tokewunictn,  cnpuunneny 3ACTOCYBAHHSM  KaneuuTadiHy, MOKHA KOHTDOJIOBATH 3a

JIOIIOMOTI0I0 CHMIITOMATHYHOTO JKYBAaHHSA Ta/abo 3MIiHH 103m (mepepuBaHHs JIiKyBaHHS a6o
3MEHIICHHS 1031). [Ticas 3HMKeHHA 1031 He cTix 30UIbLIYBaTH 11 misHime. J{1s THX TOKCHYHMX
ABHIL, SIKi, HA JYMKY JIiKyIOHOTro JiKaps, HaBps/l YH CTaHYThb CepHO3HHMH abo HeGe3neyHuMu
AU KATTA, HANPHKIAJ, ajlomelis, 3MiHa cMaky, 3MiHH 3 OOKy HIrTiB, JIKyBaHHS MOMKHA
HPOJIOBKYBATH y Til camiil 1031 Ge3 3MeHIICHHS 1031 a6o nepepuBaHHS JiKyBanHs. [lanienris,
SKI MPUAMAIOTH Kanenutadin, ciix noiHpOpMyBaTH PO HEOBXiAHICTH HeraliHoro IPUITHHEHHS
JIKYBaHHA y pasi BHHHKHEHHS nomipHoi aBo TaKKOI TokcHunocTi. Jlo3m KarenuTabiny,
NPONYIIEHi BHACTIIOK TOKCHYHICTh, He 3aMimiOIOThCL. Hipkue HABEJCHO peKOMEHI0BaHi
Mo HdiKanii 103 IPH PO3IBUTKY TOKCHYHOCTI:

Tabmuua 3 Cxema 3uukenHs 103u KaneuHTadiny (3-THKHEBHIT LK abo Oe3nepepBHa Tepanis)

4 Kopurysaunsg no3um s
i - 3MiHa 1031 MpoTArom . 0/ ni
Crynine TokcHunoCTI - HACTYMHOro uMuKy/ 1031 (% Bix
LKLY JTIKYBaHHS S
MTOYaTKOBO1 J103H1)
* | crynine [TigTpumyBaTH piseHs n03u [liTpuMyBatH pisess 103u
. Cmynine
-1-s1 mosia [Tepepparn, moku ne Gyxe 100 %
-2-51 osiBa JIOCATHYTO piBHa 0-1 75 %
-3-51 mosisa 50 %
Hasagxn HPHITHHATH
-4-51 0siBa : P He 3acrocoByerses
IIIKYBaHHS
* 3 cTymine e
-1-51 nmosiga [Tepeppatu, nokn ne Gyne I8 e
-2-51 mosiBa JIOCATHYTO piBHs 0-1 o/ 50% | G\
g '\ -3 )
Hasapox/m PUITHHHTH =74 L X A
-3-51 nosiga ; é _ - T
TiKyBaHHS ‘ :ﬁﬁ@x?“ﬁ 1°
. e R
* 4 cryninn W2\ psapRak e e /
-1-4 nosBa pununHuTH HA3aBKM a0, i IOFN.|
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SKIO JTKap BBaXKae. [0
[IPOJIOBKEHHS  BiJIOBIIAE
iHTEepecam naiieHTa,
nepepBaTH, J10KH He Oyue
JAOCATHYTO piBHg 0-1
Hasassxan NPHITHHHTH
UTIKYBaHHS

*Bianopiauo mo 3aransuux KpuTepiis TokcnyHocTi HationaisHoro incTutyTy paky Kanaau (NCIC CTG) (Bepcis
1) abo 3araneuux Tepminonoriummx KpHTepiiB Hedakanux ssui (CTCAE) [porpamu ouinku nikysanus paky,

Hauiowanbuuii  incruryr paky CLUA, sepcia 4.0. Indpopmauito PO 10JIOHHO-MIAOWOBHKIT CHHAPOM Ta
rinepGinipyGinemito aus. y poszini 4.4,

Femamonozis

[Mauientam 3 BUXigHHUM YnCiIOM HeiTpodinie <1,5 x 109/n Ta/abo uncIOM TpomOonuTie <100 X
109/n we cnmix 3actocoByparm Tepanito  KaneuutaGiHoMm. SIKIO no3ariaHoi nabopaTtopHi
JOCIIUKeHHS TiJT Yac WHKTY JTiKyBaHHSA TOKA3yHOTh, MO KIIBKICTL HEATPODiNiB najae Huxye 1,0
x 109/n abo kinbkicTs TPOMOOLMTIB majac Huxue 75 X 109/a, nikyBanus xanenmradinom CIIiJ1
MPHITHHATH.

Mooudpixayis 0o3u 3 oz1a0y na moxcuunicms npu 3acmocyeanni  kaneyumabiny npu 3-
MUIICHEBOMY YUKNT NIKYBAHHA 6 KOMOIHAYIT 3 iHMuMU aeenmaru

Moumdikatito 103u npu po3suTKy TokcHuHOCT [IPH 3aCTOCYBaHHI KanmeuuTabiny y Burisi 3-
THIKHEBOIO UKy B KOMOiHAUIT 3 iHIIHMH JliKapchbKHMH 3aC06aMH CI1in MPOBOJIMTH BiJIMIOBI/THO
R0 Tabmuui 3 Buute a1a kaneuutaGiHY Ta BiANOBLIHO A0 BIMIOBIHOI(-HX) KOPOTKOi(-HX)
XapaKkTePHCTHKH(-K) IHINOro(-1X) TIKapehKOro(-kx) 3aco0y(-1B).

Ha nowarky mukiy mikysamms, skmo nokasane BIICTPOYCHHS J1IKyBaHHS KanenuTaGiHoM a6o
IHIIUM JTiKapehbKuM(-1) 3acobom(-amu), TOxI 3acTocyBaHHs Beiel Tepanii CIij BiAKIACTH, TOKH
He Oy/lyTh BUKOHAH] BHMOTH JUTS BiAHOBTEHHS BBEACHHS BCixX JKAPCHKUX 3ac00iB.

[lig wac umkmy mikyBamms THX TOKCHUHMX ABHIL, SKl, HA JYMKY JHKapsi, He [OB’f3aHi 3
KanennTabiHoM, C/1i/ MPOIOBKITH 3aCTOCY BAHHS KaneuuTadiHy Ta BIIKOPHIyBaTH 103y iHIIOrO
JHKapeLKOro 3acody BiAMOBIAHO 10 BiAMOBIAHOT IHCTPYKIIT U1 MEIMYHOTO 3aCTOCY BAHHS.
Axmo inmmii(-1) mikapebkmii(-i) 3aci6(-00m) HeoOXiAHO HazaBKIH NPHUIIMHHUTH 3aCTOCOBYBATH,
JMIKYBaHHS KaneuutaGiHOM MOKHA BIZIHOBHTH, KOJIH Oy/1yTh BHKOHAHI BiAMOBIAHI BUMOIH Just
Bi/IHOBJICHHS Teparii KanenuTabiHoM.

Hana nopana cTocyetses Beix mokasams i Beix 0co6HBHxX TPYIl HACEICHHS.

Moougixayis oosu 3 021R0Y HA MOKCUYHICMb npu besnepepenomy 3acmocysanni kaneyumaoiny
6 KOMOInayit 3 inwumu aikapeskumu sacobamu;

Moandikanio 1031 3 OrsIAy Ha TOKCHUHICTS npu Oe3MepepBHOMY 3aCTOCYBaHHI KarneuTadiny
B KOMOIHAUIT 3 IHIIMMH JTiKapCHKHMH 3aC06aMu et [MPOBOIMTH BIAMOBIZHO 10 Tabiumi 3 BHIe
/Uit KameuutaOiHy Ta BiANoOBigHO 10 BLIMOBI/IHOT(-nX) KOPOTKOI(-HX) XapaKTepHCTHKH(-K)
JKapehKoro(-ux) 3acoby(-i).

Kopurypauss 103yBauns Juist ocoG1uBmx CPYIl HACETICHHS:

[opywenns gynryii nevinku

Hanux woao Ge3neku Ta edexTHBHOCTI  3acTOCyBaHHS Y MNalieHTIB 3 Me4iHKOBOIO
HEJOCTaTHICTIO HEIOCTATHRO, 100 HaATH peKoMeH1allii Mmoo KopeKuii 103u. [1ndopmariis mpo
NopyteHHA QYHKIT MEYiHKH BHACITIIOK [HPO3Y YH rENaTHTY BiJACYTHSL.

Hupkosa neoocmamuicmo

Kaneuntabin  nporunokaszanuii J10  3aCTOCYBAHHS  MALI€HTAM 3  TSIKKOK HHPKOBOIO
HEI0CTATHICTIO (MOYATKOBHIT KiipeHe KpeaTuHiny Huxkue 30 MII/XB, and Gault]).

Hacrora nobiunux peakiiii 3-ro ado 4-ro CTYIEHS Y MAIli€HTIR 3
-‘..l ":
S
BIH 71031 |

-2-31 110sIBa

He 3actocosyeThes

CEPE/IHBOTO CTYNEHS TAKKOCTI (KmipeHc kpeatuuiny 30-50 amu/
BHIL@, HIXK y 3araibHiil nonyssuii. V madienTis i3 [OMIPHOIO
[109aTKOBOMY PIBHI PEKOMEH/IYEThCA 3HIKeHHS 1031 10 75% np

ICTIO Ha
Mr/Mm 2.

Y nauiedTis 3 NOMipHOKW HUPKOBOKO HEAOCTATHICTIO HA OYATKO pine AHiGKeid 103m ne
T s - r . . ar (] # o i san
IOTPIOHE npH moYaTKoBiH 1031 1000 mr/m 2. V maumientis 3 1 %ﬁn,am/@aﬂ 1T HHPOK
X 2oumn Nz

Lujbuy BB 17



10

JETKOrO  CTYNCHS TSDKKOCTI  (MOYATKOBHEl  KiipeHc kpeaturiny 51-80 wmu/xB) kopekuis

MOYATKOBOT [I03H HE PEKOMEHJyEThCs. PekoMeHIyeThes PETE/IbHE CIOCTEPEIKEHHA Ta HeraiiHe

NPUIHHEHHSA JIKYBAHHA, AKIIO Y NAI€HTa PO3BUBAIOTLCS MOGIUHI peakuii 2, 3 abo 4 crynens

M7 4ac JIiKyBaHHS Ta MOAAbINA KOPEKList 103M, sK 3a3Haveno y TaGmuui 3 Buie. Skimo

PO3paxyHKOBHil KIIPEHC KPeaTHHIHY 3HIKYETHCS MMig yac JIKYBAHHA /10 3HAYCHHS HUK4e 30

MJI/XB, 3aCTOCYBAHHA KameuuTabiny ¢z NpHIHHUTH. JlaHi pekoMeHaaLil mo0 Kopekuii 103H

OpH HUPKOBIH HEIOCTATHOCTI BiAHOCATBCH HK 110 MOHOTepamii, Tak i 70 KoMGiHOBaHOIro

3aCTOCYBAHHS (MB. Takok po3zin «IlamienTn MTHROrO Bi Ky» HHIKYE).

Hayienmu nimnvoeo sixy

[Tin ac moHoTepanii kaneuuraGinom KOPEKIlisl OYaTkoBOl J03u He MoTpibHa. OHak moGiumi

peakuii 3 aGo 4 cTynens, nos's3ani 3 TiKyBaHHAM, YacTimre 3yCTpivanucs y nauieHris crapiue 60

POKIB MOPiBHAHO 3 MOJIO/IITHMH MALIEHTAMH.

[Ipn 3actocysanni kaneumtadiny B KoMGiHamii 3 iHIHMH JKapCHKUMH 3ac00aMH y NallieHTiB

TNIOXHJIOTO  BiKy (cTapme 65 pokis), MOPIBHAHO 3 MOJIOAUIMMH MAIHEHTAMH. YaCTille

cnocrepiranuca nobiuni peaxmii 3-ro Ta 4-ro CTYNEHS TSUKKOCTL, y TOMYy umemi # T, mio

PH3BOIATL 10 MPHIMHEHHSA JIKyBaHHA. PexoMmeHayeThes —peresuuii MOHITOPHHT  3a

nawieHTaMu BiKOM Biz 60 pokis.
- V kombinayii 3 doyemarxcenom: y nauientis Bikom 60 POKIB i Ginblie crnocrepiranacs
MiJIBUIIIEHA YacTOTa HeGaKaHUX peakuiii 3 abo 4 crynenis, Nop's3anux 3 JIKYBaHHSM, Ta
CEpHO3HUX MOGIYHMX PeaKilii, NOB'I3aHuX i3 JTiKyBaHHAM (auB. po3ain 5.1). Ins nauienris
y Bii 60 pokiB Ta crapmmx PCKOMEHIYETLCS 3HHKEHHS T10YaTKOBOT /1031 KanenuTabiny
10 75% (950 mr/m” pasu na 100y). Skumo y namientis crapme 60 POKIB, SIKi OTPUMYIOTH
SMCHIICHY TMOYaTKOBY 103y KaneuuTadiHy B koMGimamii 3 JIOLICTAKCEJIOM, HE
CHIOCTEPIracThes TOKCHYHOCTI, 03y KaneuuTabiny MokHA O0epe)HO 3OLIBIHTH 110
1250 mr/m* gBiui Ha 1100y.

3acmocysanns y oimei

Hewmae nanesxnoro 3actocysanus KanenuuTabiny B neaiarpu4Hiil momyssiii 3a MOKa3aHHAMHK npH

PaKy TOBCTOI KHIIKH, TOBCTOT KMILUKH, HLTYHKY Ta MOJOYHOT 3a/103H.

Crnioci6 3acrocyBanns

[Iepopansuuii npuitom. Tabnerku KaneuuTabiny ciiZl KOBTaTH MOBHICTIO, 3aNMBAIOYH BO/1010,

npoTarom 30 XBHIIHH Iics 1xi.

TaGnerkn xanenurabiny e cnix noapiGHIOBaTH 260 po3pi3arH.

4.3 [Mpornnokazanns

- Hassui cepiiosni ta HecroztiBani peakuii Ha Tepaniro (propnipumiznHOM B anamuesi,

- [TixBumena yytnusicts a0 aitouoi pedoBHHHM abo0 10 OyAb-5KOT 3 JONOMIKHHX PEYOBHH,

nepesiueHux y posaiii 6.1, ado 1o ¢ropyparuy.

- Binomuii nosuuit rediur muriaporipumi s ieriaporenasu (JIMJT) (us. po3uin 4.4),

- B nepiox BaritHocti abo rogysanus rpysuio,

- Y namienTiB i3 TAKKOO JeHKone i€, HEHTPOIIeHI€10 ab0o TpoMGoLHTONEH] O,

- VY namieHTiB 3 THKKOIO MeYiHKOBOIO HEJIOCTaTHICTIO,

- Y nauieHTiB i3 THKKOIO HMPKOBOIO HEIOCTATHICTIO (k1ipeHe KpeatmHiny Hukue 30

MJI/XB)

- Hewonasue abo cynyrue nikypanus OpuByauHOM (auB. posminu 4.4 1a 4.5 momo

B3a€MO/IIT MIXK JTIKApCHKHMH 3aco0ami),

- 3a HasBHOCTI MPOTHIIOKA3aHb /10 GY/Ab-IKOrO JIKapehKoro 3aco0y B KOMOiHOBaHiH cxewmi

JKYBaHHS 1aHuil TiKapchKHil 3aci6 He ¢t 3aCTOCOBYBATH.

4.4 Ocob.usi 3acTepexenns Ta 0cobansi 3anobixui 3axo1m npH 3ac

bpuByun He MokHa 3acTOCOBYBaTH OAHOMACHO 3 KAlELUTAGIHOM. 71

MeTanbHl BHNAJAKK IMICAS B3aEMOMIT 13 3a3HAYCHUM JIKapCbKHM 3aco

Tepanii OpuBYAMHOM i MOYaTKOM Tepamii KameuuTaGiHOM Mae PO
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Y pasi BUNAAKOBOTO BBEJACHHS OPHBYAMHY MAUi€HTAM. SIKi NPHAMAIOTh KaneuuTabiH, Cij
BXKHTH t:Cbel{THBHHX 3aX0/IB /Ul 3HHJKEHHA TOKCHYHOCTI KaneuuTadiny. Pexomenjyerses
HeraifHa rocnitaftizauis. HeoOXiZTHO BXHTH BeCiX 3axo;iB /IS 3anmoGiramis CHCTEMHHM
IH(EKIISIM Ta 3HEBO/IHEHHIO.

Hoszoaimimyioua moxcuynicmo

,[[o3on1M1Tytoqa TOKCHYHICTh BKIIOYAE Jiapero, Gilb y JKHBOTI, HYJIOTY, CTOMATHT Ta A0JIOHHO-
MiJIOIIOBHHH  CHHAPOM  (JI0JIOHHO-IILIOMOBHA WKIPHA  peakuis, J0JOHHO-IIAOMIOBHA
eputpoansectesif). binbmicts HeGakaHHX peakiiii 0GOPOTHI i He BHUMAraoTs MOCTIHHOIO
NPHIHHEHHS Tepartii, X04a MojKe 3HA0OUTHES BiIMiHa TKApPCHKOro 3aco0y abo 3HIKSHHS J103.
Hiapes

[lauientn 3 TaKKOIO ,uiapeero MOBHHHI Tepe0yBaTH IiJ pPETETbHUM HAISIOM | y pasi
3HEBOJHEHHS [OBHHHI 3aMillaTH PiZIMHY Ta eleKTponiTh. MoxHa BHKOPHCTOBYBATH CTAHAAPTHI
nporuiapeiini npemapatu  (HanmpHKiaz, nonepamm) Tliapest” crynes 3a NCIC CTC
BU3HAYAETLCA SK MOYACTIAHHSA BHTIOPOXKHEHD BiA 4 10 6 BHIIOPOXKHEHb HA JeHb 200 HiYHHMIl
CTYJL jiapest 3 CTyneHs - Ak 301/IbLIeHHs BUIOPOKHEHHS Bix 7 10 9 BHITOPOKHEHDb Ha JIeHb abo
HETPUMaHHS cevl | Maﬂbaﬁcopﬁum I[lapeﬂ 4 crymeHs — ue 306ijbIIeHHS KUTBKOCTI
BHITOpOKHEHs HA 10 pazm Ha JeHb abo Jiapes 3 CHJIBHHM BMiCTOM KpoBi aGo moTpeba B
napeHTepaIbHiil MATPHMIL. 3a HEOOXIAHOCTI €Tl 3aCTOCOBYBATH 3HHKEHHS /1031 (JtuB. po3ain
4.2).

3nesoonenns

Cnin 3anobiratu PO3BHTKY 3HEBOIHEHHs a0 ycyBaTH Ha HOro moyarky. Y NamieHTiB 3
AHOPEKCICI0, AaCTEHI€l0, HY/I0TOI, OMIOBAHHSM 260 Jiapeeio MoKe IIBHJKO HACTaTH
3HEBOJHEHHA. 3HEBOJHEHHS MOXE CIPHYHHHTH [OCTPY HHPKOBY HEIOCTATHICTH, OCOBIHBO y
MAli€HTIB 3 paHille ICHYIOYOI MOPYIIEHOK (YHKIEH HUPOK abo mnpH 0aHOYACHOMY
3aCTOCYBAHHI KamennTabiHy 3 BIZOMUMH HedPOTOKCHYHHMMU npenapatamu. ['ocTpa HupKOBa
HEJOCTATHICTh BHaCJIl,‘IDK 3HCBOIHEHHA MoOke OyTH NOTeHUiHHO cMepTensHoo. [Ipw
BHHHKHCHHI 3HEBOJHEHHA  CTymeHs (abo BHe) JIKYBaHHA KaneluTadbiHOM C1iJl HeraiiHo
NepepBaTH Ta yCyHYTH 3HEBOAHEHHS. JIiKyBaHHS He CITix BiAHOBIOBATH I0TH, JIOKH MALIEHT He
BIIHOBHTH BOaHMiI Oananc i Bci IIPOBOKYIOUi cpakmpu He OVAyTBb ycyHeHi abo B3ATI mia
KOHTPOJIb. 3aCTOCOBYBaHi MOIH(IKALi 103K cnix BHKOpHCTATH JUTS MPOBOKYKYHX [MOOIYHHX
SIBULI, AKIIO HEOOX1AHO (AuB. po3ia 4.2).

Hononno-nioowosnuii cunopom

CHHIpOM KHCTi Ta CTOMH, TAaKOXK BiZOMHMIi AK mIKipHA peaxum JOJIOHHO-MII0MOBHOT 061acTi,
N0JIOHHO-MIJIOLIOBHA EPUTPON3eCTe3is abo iHaykoBana XiMioTeparieio aKpaJibHa epuTema.
JlononHo-niomoBHUiA  cuHAPOM l-ro  crymeHs = BM3HAuUaeThed K OHIMiHHS.
Au3ecresis/mapectesii, MOKOIIOBAHHS, 0e300icHuil Haﬁpr abo epurema kucreil Ta/abo crom
Ta/abo anxomqmpT L0 HE MOPYLIYE HOPMAIbHY JIATBHICTD NAIEHTA.

JI0JIOHHO-MAOIOBHUI CHHIPOM® CTYNeHS € XBOPOOJIMBOIO €PUTEMOIO Ta HdﬁpﬂKO\‘[ KHCTeil
Ta/abo cron Ta/abo ARCKOM(OPTOM, 110 BILIMBAE Ha MOBCSIK/ICHHY TiSbHICTD NALI€HTA.
J0J10HHO- N IOIIOBHUET CHHPOM 3 CTYTIeHs SBJIsE cO00I0 BOIOTE JIYUICHHS, BUPA3KH, YTBOPEHHS
nyxnpm I cuabHMI Oinb y pykax Ta/abo Horax Ta/aGo CHIBLHMIL auckoMopT, yepes SKHii
MALiEHT HE MOKE MPaIiOBATH aoo BHKOHYBAaTH MOBCAKACHH] 1ii. Criliknii abo BakKmii 1010HHO-
M IOMOBHUI CHHAPOM (CTYIIHB® i BUIIE) MOXKe MPU3BECTH [0 BTPATH BIAOWTKIB MabLiB, [0
MOXK€ BIUTHHYTH Ha iACHTHQIKaUio nauieHta. Y pasi BHHHKHEHHS IOTOHHO-TILIOMIOBHMIA
CHHJIpoMY 2-r0 a0 3-To CTyIeHs 3aCTOCYBaHHs KaneuuTabiHy ¢/ npu SBUIIE HE
3HUKHE 200 HE 3MEHIUUTHCS 3a IHNTEHCHBHICTIO 10 1-r0 CTymeHs. d

[licis  nonouno-mizomosHoro cungpomy 3 crymens HaCTYTIHI cmija
svenwTh.  [lpun  komGinoanomy — 3actocyBamui  KamennTaois, WT @ﬂ?ﬁ HE
PEKOMECHAYETbCA BHKOPHCTOBYBAaTH Bitamin B6 (nipumaokcun) FITD“&TKLE;[JMJ abo
BTOPHHHOIO  MPO(UIAKTHYHOrO  JKYBaHHS  JI0JOHHO-IIAOLIO __I‘HE_“L‘Iqi\“[ﬁﬂpm;y%’ qepes
OMyOIIIKOBaHI MOBIIOMIICHHS PO TE, IO L€ MOKE 3HHIHTH e(heKTHBHIET CHYIOTE
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JesIKI JI0Ka3H TOTO, M0 AeKCIAaHTEeHOJ eekTuBHU 1A POGITAKTHKN A0J0HHO-MIIOMOBHMIT
CHHIPOMY Y HAUI€HTIB, AKi NpHIIMAIOThH Kanerpau.

Kapoiomoxcuynicme

Kapaiorokcuunicts Gyna nos'ssana 3 Tepanicio GTOpHipUMiAHHAME, BKIHOUZIOYH iHdapkr
MIOKapjia,  CTeHOKapiro, apuT™il,  KapiioreHHmii oK, panToBy  cMmMepTh  Ta
eJIeKTpoKapiorpadiuni 3MiHH (BKIIOYAlOUH 11yxKe PUIKICHI BHIQZKH MOZOBKEHHS IHTepBaTy
QT). 3asuaueni noGiuni peakuii MOXYTb OYTH NOIIMPEH] Y NaLi€HTIB 3 NONEPEHBOIO iICTOPIED
XBOpOOHM KOPOHAPHHX aprepiif. Y nauienTis, sxi OTPHMYBAJIM KanenuTadiH, MoBiAOMIISIOCH TIPo
CepleBy apuTMIIO (BKmodaioun (GiSpuisiuiio HUIYHOUKIB, torsade de pointes Ta GpaxuKapaiio),
CTEHOKApii, iH(apkT Miokapaa, cepueBy HemocTaTHicTh Ta Kapaiomionarito. HeobxiHo
3aCTOCOBYBATH JIIKAapChkHil 3aci0 3 0GEPEKHICTIO MAIIEHTAM 3 TSKKHMMU 3aXBOPIOBAHHAMH
CepLLd, apUTMIAMH Ta CTEHOKAP/IIEI0 B aHAMHE3i (1B, po3ain 4.8).

lino-abo cineprxanvyicmis

[Toinomunsinocs npo rino- a6o TNePKAIBLIEMIIO i1 Yac TIKYBaHHS KalelHuTadiHOM. Heob6xiano
3aCTOCOBYBATH JIiKAapChKHil 3aci6 3 0GepexHicTIO mnamieHTam 3 yXke iCHYIouol rimo- abo
rinepKaibIieMi€eio (quB. po3sin 4.8).

3axeopiosanns yenmparsnoi yu nepugepuinoi Hepso6oi cucmemu

HeoGxinno sactocoBysatn nikapebkuit 3aci6 3 00CPEeKHICTIO malieHTaM i3 3aXBOPIOBAHHAMK
UeHTpambHOI abo nepupepuyHOi HEPBOBOI cHcTeMH, HaMpHK7IaJ, METacTasH 3 MO3KYy abo
Helponarist (anB. po3zin 4.8).

Llyxposuit diabem abo enexmponimui ROPYUIEHHS

Cnin 6ytu obepexuumu narientam i3 LYKPOBHM JiaGeToM abo eeKTpomiTHHMH MOPYIICHHAMH,
OCKUIBKH BOHH MOKYTh MOCHJIIOBATHCS TTiJT 4ac JIKYBaHHS KaneuuTaGiHoM.

Anmuroazynaumu noxioni kymapuny

Y nocnipkeHni ikapebkoi B3aemoii npu OZIHOPa30BOMY BBeJleHHI BapapuHy criocrepiramocs
3HaYHe 30IMBLICHHS CcepeHboro 3uadenus AUC (+57%) S-sapdapuny. Jlani pesynsraru
fepedauaoTh B3aeMoilo, iiMOBipHO, depes NPUTHIYEHHS i30(epMEHTHOT cHeTeMu [IUTOXPOMY
P450 2C9 kaneuutabinom. ¥V mamientis, ski OTPUMYIOTh CYNYTHIO Tepamnioo KamenurtabiHom i
TCPOPAILHUMHA  aHTHKOArY/ISHTAMH, MOXIAHHMH KYMapuHY, CITil peTebHO KOHTPOJIOBATH
AHTHKOAryIsHTHY peakuito (MHB a6o mporpom6inosuit qac) i BianosizHuM unHOM KOPHUI'YBaTH
A03Y aHTHKOArYISHTY (1B, po3zain 4.5).

Hopywenns ¢yuryii nevinku

Yepes BiacyTHicTh 1aHMX 3 Ge3nekn Ta e(peKTUBHOCTI 3aCTOCYBAHHA Y NALIEHTIB i3 MOPYIICHHSIM
(ynkuii nedinku i perensHo KoHTpomOBaTH 3aCTOCYBaHHA KaneuutabiHy y nauieHTiB i3
MOpYIIeHHAM (pYHKUIT NEYiHKH JIErKOro Ta MOMIPHOTO CTYNEHS, He3aIeKHO B/l TOTO, HASIBHI YH
BIACYTHI METacTasiB y meviHui. 3actocyBanHs KaneuuraGiny ciig NPHITMHUTH, AKIIO BUHHKAE
NOB’SI3aHE 3 JIKYBAaHHSM [iJBHINCHHS piBHS Oimipybiny >3,0 x BMH a6o mor’ssane 3
JIKYBaHHSAM MiABHIICHHS MEYiHKOBHX aminoTpanchepas (AJIT, ACT) >2.5 x BMH. JlikyBanms
KaneuTabiHoM y BHIIISIAI MOHOTEpamii MOKHA BUIHOBHTH, KOJIH DiBeHb OiTipyGiHy 3HH3HTBCS
A0 piBus <3,0 x BMH a6o neqinkosux amiHOTpaHc(epas 3HU3NTBEA 10 < 2.5 x BMH.

Huprosa nedocmamuicme

Yacrora nobiunux peakuii 3-ro a6o 4-ro CTYNEHs y NAli€HTIB 3 NOPYIeHHsM BYHKIHT HIPOK
CCPCAHBOIO CTYNCHS TAKKOCTI (kiipeHc kpeatuuiny 30-50 mu/xB) Buina, Hixk y 3araibHii
nonynsiuii (AuB. posainm 4.2 i 4.3).

Hegpiyum oucioponipumiounoeziopocenasu (AT
Axtushicte JI[TJ] nimitye mBHaKicTs Karabomismy S-¢ropyparmiy m 3 ’<22. Tomy
mawientd 3 gedimmrom JIIJ] maoTh miABHICHH PH3HK TOKEiE i
(ropnipumiannamu, BrIIOYAKOYH, HaNpUKIan, CTOMATHT, miapefb? 1 Aemsbeoi
000I0HKH, HEHTPONIEHIIO Ta HEHPOTOKCHYUHICTD. s
Tokenunicts, nos’s3ana 3 sedinmnrom AIJL, 3aseuuaii BUHHMKae
JiKyBaHHS ab0 Micas 361TbIeH S 1030,

Hoenui dehiyum JITLT
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[ToBuuit nediunt IAI1JT sycrpiuaerses piako (y 0.01-0,.5% npejictaBuukiB eBporieoinnoi pac).
[Marientn 3 nosunm aedinurom JITJI MalOTh BHCOKHI PH3NK PO3BHTKY HeOE3MeUHOT IS JKUTTS
a0o JieTanbHOT TOKCHYHOCTI, TOMY TM He ci1ijt 3acTocoByBati Kanerpan (nuB. po3zin 4.3).
Yacmrosuii 0ehiyum JIITT

3a owinkamu, yactkoBuii aediunt I1]] Bpaxkae 3-9% nacesnenus esponeoinnoi pacu. Iamientn
3 yactkoBuM Aedinmrom T/ MatoTh MiZABHICHHI PU3HK PO3BUTKY cepilo3HOT Ta MOTeHUiiHO
HeOe3neyHol Ul KUTTS TOKCHUHOCTI. CHiJl PO3IJIsIHYTH MOXK/IMBICT 3MEHIICHHS TOYaTKOBOT
7034, 106 odMekuTH 1o TokenunicTs. Jediunt JAI1/] cnix posrasaatu sk napamerp, aKHit ciin
OpatH /10 yBar B MO€IHAHHI 3 IHIIMMH PYTHHHHMH 3aX0/IaMH JUTA 3HHKEHHA J03H.

[louaTkoBe 3HMIKEHHS 103M MOXKE BIUIMHYTH HAa e(eKTHBHICTH JIiKyBaHHsA. 3a BiACYTHOCT
Cepi03HOT TOKCHYHOCTI HACTYTIHI JI03H MOKYTh OyTH 301IbLICH] IPH PETEIBHOMY MOHITOPHHTY.
Tecmyeannus na oedhivum ATTT

[lepen mouatkom nikyeauHs KarerpaioMm pexoMeHIyeTbes BH3HAuYeHHS (eHoTHIY Ta/abo
FeHOTHITY, HE3BAKAIOYH HAa HEBH3HAYEHICTH W00 ONTHMAIBHHX METOOJIOrH 10CiIKEHHS
nepet noyarkoM JikyBanus. CITizl 3BepHYTH yBary Ha BiANOBI/HI KIiHIUHI pekoMeHaarLii.
I'enomunosa xapaxmepucmuxa oegpiyumy JIILT

Tecrysanus Ha HasBHiCTH pifKicHMX MyTauiit rena DPYD nepen niKyBaHHAM MOXKE BHSBHTH
nauieHTis 3 gediuutom JIT/1.

Yorupu sapiantn DPYD ¢.1905+1G>A [rakox Bigomi sk DPYD*2A], ¢.1679T>G [DPYD*13],
¢.2846A>T i ¢.1236G>A/HapB3 MOXyTh CHPHYHHHTH MOBHY BifICYTHICTH a0 3MEHIICHHS
(epmentarusnoi aktusHocti JIITJI. IHmi piakicui BapianTH Takok MOMKyTh OyTH TOB’si3aHi 3
MIIBHIICHHM PH3HKOM PO3BHTKY Cepito3H0T abo HeOe3neuHol uist JKUTTS TOKCHUHOCTI.

Bizomo, mo mneBHi rOMO3HIOTHI Ta CKJIAIHI reTepo3HroTHi MyTamii B 1okyci rema DPYD
(Harpuknaj, koMOiHaIlil YOTHPROX BapiaHTIB i3 NpuHaiMHI ogHMM aneneM c.1905+1G>A abo
¢.1679T>G) cnpuunHAOTE MOBHY a0 MaiiKe MOBHY BLICYTHICTH (epmenTatuBHoro JII1J1
JUATIBHICTB.

llaniestn 3 meBHMMM reTeposuroTHMMM Bapiantamu DPYD  (Bkmowaioum  BapiaHTH
c.1905+1G>A, ¢.1679T>G, ¢.2846A>T i ¢.1236G>A/HapB3) maroTh mniasumennii pH3HK
PO3BHTKY TSKKOI TOKCHYHOCTI NPH JiKYBaHHI (TOPIipHMIIHHAMH.

Yactora rereposurotHoro resoruny c.1905+1G>A B reni DPYD ¥ €BPOIEOIHUX MAL[IEHTIB
cTaHoBUTh Oiu3bko 1%, 1,1% mna ¢.2846A>T, 2,6-6,3% mna BapianTis ¢.1236G>A/HapB3 i Bin
0,07 no 0,1% mrs ¢.1679T>G.

Jlani mojo yactotd yoTHpROX BapiaHTiB DPYD B iHmmMX nonyssiuisx, KpiM eBponeoiaHoi,
obmesxkeni. B nammii wac worupu Bapiautn DPYD (c.1905+1G>A, ¢.1679T>G, ¢.2846A>T
¢.1236G>A/HapB3) BBakaloThbesi NHPAKTHYHO BIACYTHIMH B HOMYJSiAX appHKaHCBKHX
(aMepuKaHChKHX) 200 a31aTCHKHX MOXOKEHHSI.

Denomunosa xapaxmepucmura oegiyumy JI1J1

Jost perorunosoi Xapaktepuctuku aedinmty JITJI pekoMeHayeTbes BHMIpIOBaHHS piBHS
enporennoro cyoerpary JAIJ1 ypaunny (Y) y mnasmi qo teparil.

[lixBuieni KoHueHTpauii 10 MIKYBaHHS ypauiwly MOB'S3aHi 3 NIBHINEHHM PH3HKOM
TOKCHYHOCTI. Hespaxkaioun Ha HEBH3HAYEHICTH MOPOriB ypaLHILy, IO BH3HAYAIOTH MMOBHHI Ta
dacTkoBuil aediuut JI1/1, pisens ypaunmy B Kposi > 16 Hr/mu ta < 150 Hr/mu cii po3risjaru
AK MOKa3sHUK YacTkoBoro Aeiumty I/ ta sk nos's3anuii 3 NiZABHINEHHM PH3HKOM PO3BHTKY
TOKCHYHOCTI (propripumiauny. PiBens ypamminy B kposi > 150 Hr/ma ciia posrisgard sk
nokasHuk nosHoro aedinuty JIT/] ta Ak nos's3auuii i3 pusHKoM po3BHTKY HeOE3NedHOT /uiA
KUTTS a00 cMEPTENIbHOT TOKCHYHOCTI PTopmipuMiguny.
Ogmarvmonoeiuni yekiaonenns /4o
[Tanientn nopuHHI nepedyBaTH MiJ PETEILHHM HAIJIAAOM IIOJA0 PO j' Ky OLbTanw‘mO IYHIX
YCKIIa/IHEHb, TAKHX K KEPATHT i 3aXBOPIOBAHHS POFiBKH, 0COG:MBO FKi _
3axBoproBaHHs ouel. JlikyBanus s3axsopioBanb oueil ¢ po b yet " BlAnoBiaHo 10
KAIHIYHHX NOKA3aHb. (\ \ne "‘”“‘f:":'\“';w“_‘..’.“
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KaneTtpa Moke BUKIMKATH Cepilo3Hi WKipHi peakmii, Taki sk cunapom Crisenca-/lxoHcona ta
TOKCHUHHII enizepMatbiuii Hexposis. [lanieHTam, y sKUX i 4ac JAiKyBaHHA CHIOCTEPITAETHCA
cepio3Ha IKipHa peaKllis, C/Ii OCTaTOYHO IPUIMHUTH 3acTocyBanHs Kanerpaiy.

Tabnerkn Kamerpan me ciin noapiOHoBaTH ado pospisath. Y pasi KOHTakTy mnaiieHTta abo
0coOM, SKa 3/IHCHIOE MOISA, 3 MojApiOHeHumu abo pospizanumu Tabnaetkamu Kanerpany
MO3KYTh BHHHKHYTH MTOOiuHi peakuii (auB. po3in 4.8).

Jlanuii mikapcekuit 3aci® mictare MeHme 1 Mmonb Hatpito (23 mr) Ha TabneTky, TOOTO
NPAKTHYHO HE MICTHTH HATPIFO.

4.5 B3aemoist 3 iHIIAMH JIKAPCHLKHMH 32¢00aMH Ta iHIDI BH/IH B32a€MO/IiH.

Vei ocniukeHHs JIKapehbKHX B3a€MOI1H MPOBOIMIH TUTBKH Y I0POCIIHX.

B3aeMo1ist 3 IHIIMMH JTIKAPCHKUMH 3ac00aMHu:

bpusyoun

Byio ommcaHo KIHIYHO 3HAYYNLy B3aEMOIII0 MiK OpuByAMHOM i QTOporipuMiiHHAMH
(Ranpukaan, KanemutaGinom, S-gropypaumioM, Teragypom), O BHHHMKAE BHACIIOK
iHriGyBaHHS JUTiAPONipUMiAHHEerizporenasn OpuByIMHOM. JlaHa B3aeMOis, 4Ka [PU3BOAMTH
JI0 TiABHIIEHHA TOKCHYHOCTI (TopnipuMiuHy, € MOTEeHILIHHO jeTanbHow0. ToMy OpuByIHH He
CITiZT 3aCTOCOBYBATH OIHOYACHO 3 Kaneuutabinom (auB. posainu 4.3 Ta 4.4). Mk 3aKiHYECHHAM
Teparii GPHBYIHHOM i MOYATKOM Tepamii KaneuuTaGiHOM Mae MpOHTH npuHaiimui 4 THOKHI
ouikypanus. JlikyBaHHA OpHUBYIMHOM MOXXHA PO3MOYMHATH dYepe3 24 TOAMHH  MiCis
3aCTOCYBAHHSA OCTAHHBOT J03H KanelHTadiny.

Cyb6empamu yumoxpomy P-450 2C9

3a BuHATKOM Baphapuuy, odiuifiHUX H0CTiLKeHs B3aeMOIT Mik KaneuuTtabiHOM Ta iHIIMMH
cyberpatamn  CYP2C9 He mnposomunocs. Caix Oyt  0OepeXHUMH [PH  OTHOYACHOMY
3acTocyBaHHi Kanerutabiny 3 cyGcrparamu 2C9 (manpukian, Qenitoinom). [luB. Takox
B3a€MO1iF0 3 AHTUKOATYJIIHTaMU, MOXITHUMHI KyMapHHY, HHXKUe Ta po3/iin 4.4,
Anmukoazyianmu NOXioOHI KyMapuny

[ToBioMIs7IOCs PO 3MIHM MapaMeTpiB KoaryJsuii Ta/abo KpoBoTedl y nauieHTis, sKi npuiMasiu
KarmenuTabiH OJHOYACHO 3 AHTHUKOArYJISHTAMM, MOXIAHUMH KyMapHHy. TAaKHMH K Bap(apuH 1
dbennpoxymon. 1[i peakiii BUHHKAIH MPOTArOM KiABKOX JHIB i /10 KUTBKOX MICAL{B IMiCIis
MovaTKy Tepamii KaneumTaGiHOM 1, y JESKHX BHIAJAKaX, MPOTArOM OJHOTO MiCALs Mics
NPUITHHEHHS 3acTOCYBaHHs KaneuutaGimy. Y KiiHIYHOMY JocimiTKeHHI (apMakoKiHETHIHOT
B3a€MOJii Mmic/s OIHOPa3oBOro 3actocyBaHHs Bapdapuny B J031 20 Mr JlKyBaHHs
karerutadinom 30iasmysano AUC S-sapdapuny Ha 57% 3i 30inbmennsy 3nauenns MHB na
91%. Ockinbkn merabonism R-Bappapuny He OyB nopymeHwHi, 1 pe3yJbTaTH MOKa3ylOTh, WO
KareuuTadin npurHiuye izopepment 2C9, ane He BmiamBae Ha isodepmentn 1A2 ta 3A4.
[ManienTam, ki TPHIMAIOTH AHTHKOATYJISHTH [TOXIIHI KyMapHHy OHOYACHO 3 KareluTadiHOM,
CJ1i/l peryispHO KOHTpO/roBaTH 3MiHu mapamerpis koarymsuii (ITY aGo MHB) i siamosizno
KOPHI'YBATH 103y aHTHKOATYJISHTY.

Denimoin

[lix 4ac OAHOYACHOTrO 3acToCyBaHHsA Kaneuurtabiny 3 (eHITOIHOM TMOBIIOMIATIOCH PO
[iIBMIIEHHSA KOHIEHTpallii (eHiTOTHY B IUasMi, 10 MPH3BOIMIO 0 CHMIITOMIB iHTOKCHKALi
denitoinom B okpemux Bunagkax. [lauientam. ki npuiMaloTh (EHITOTH OHOYACHO 3
KarneuTabiHoM, CIi peryIspHO KOHTPOIIOBATH KOHIEHTPALii0 (HEeHITOTHY B IIA3Mi KPOBI.
Doninicea kucroma/goricea kucioma

Jlocnikenns komOiHamii kaneuutabiny Ta (OTiHIEBA KHCIOTH MOKA3ale«—lQ (oiHieBa
KMCIIOTA HE MAa€ 3HAYHOrO BIUIMBY HA (hapMaKOKIHETHKY Karenurtaoi ' METQOOJIITIB.
[Ipote oniniea KucioTa BIUHBAE Ha (apMaKOAHHAMIKY KaneuT 1 H : mnicn
MoOke OyTH mnocueHa (OIIHIEBOIO KHCIOTOKW: MakcHMalibHa
KaneuuTadiny OKpeMo npu [epepUBYACTOMY pe;amu cranoButs 300 u‘ﬁw TOfIl K
jumie 2000 Mr/m” Ha 100y, KoM KanenuTadiH 3acTocoByBaIH QEAHOHACHiS ..«.qae/Jy
kucnotoro (30 Mr nepopasibho ABivi Ha aeHs). [liBuIIeHa TOKCHYHI T‘bmmke‘ Wﬁ‘ﬁj BHAuenns
npu nepexodi 3 S-OVY/JIB Ha cxemy JIKYBaHHS KaneuuTadiHOM. &

\M
/ﬁ:/éﬁb}’ SE
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BIAHOIICHHS 10 00aBOK tposieBoi kucroTH npu aedinuTi onieroi kuenoTH Yepes moxiGHicTs
MiK (OTIiHIEBOIO KHCI0TOM Ta (oieBoto KHCIOTORO.

Aumayuou

Byno nocniukeno Brius AHTAIHLY, O MICTHTE IAPOKCH ATIOMIHIO Ta FIIPOKCH MarHiio, Ha
(bapmakoxinetuky KanenuTadiny. byno HeBennke migBHmenns KOHUEHTpauii kaneuntabiny Ta
OfHoro 3 merabomitis (5°-JIGLP) y mrasmi KPOBI: He crocTtepiranocs BIUIMBY Ha 3 OCHOBHI
metabouitu (5°- JIOVP, 5-dY ta DEBAJI).

Anonypunon

s 5-DY cnocrepiramcs B3A€MOJIIT 3 AJIOIYPHHOIOM: 3 MOK/THBHM 3HHKEHHSAM e(heKTHBHOCTI
5-®V. Cnix yHuKaTH 01HOYACHOTO 3aCTOCYBaHHA AJIOTIYPHHOILY 3 KalleHTA0IHOM.

Inmepgpepon arvepa

MTJT kaneuuta6iny cranosmna 2000 mr/s? Ha AeHb y KoMOiHawii 3 inTepdeporom ans(a-2a
(3 mmn MO wm’ Ha JeHb) nopiBHAHO 3 3000 Mr/v° Ha ACHB, KOJIM KaneunTabiH 3acToCOByBaBcs
OKpeMmo.

lIpomenesa mepanis

MT]I okpemoro KaneuuTadiny npu l€pepHBUACTOMY pexuMI cTaHOBHTH 3000 Mr/M> Ha J00y, y
TOH 4ac AK y MOexHaHHI 3 IPOMEHEBOIO TEPANI€IO paKy MPAMOT KHIIKH MT/] kaneuuraGiny
ctanoBuTh 2000 Mr/m° Ha 700y, npH BHKOPHCTaHHI 260 Oe3nepepsHOro pPeKHMY, abo
[MOACHHOIO MPUHOMY 3 TIOHEIIJIKA 1O 'STHHLIO NPH 6-THKHEBOMY KYPCi POMEHEBOT Teparii.
Oxcaniniamun

Kniniuno 3maunmux Bigminnocreii s €KCMO3HLUIT Kaneuutabiny abo ioro MeTaboIiTiB, BilbHOT
MIaTHHH  abo  3arajbHOl  MJIATHHH Iph  MpU3HAYCHHI Kaneumrabiny y koMGiHamii 3
OKcaTimIaTHHOM aGo y koMGiHaLiT 3 okcamimiaTHEOM 1 OeBanm3ymabom He crocTepiranocs.
besayuzymab

He cnocrepiranocs kainiyno SHauylloro  Boiusy Geaumsymaby Ha  papmakokimeTHuHi
TapaMeTpH KareuuTadiny abo #oro meTadoiTin Y TIPUCYTHOCTI OKCaliIaTuHy.

Bzaemoois 3 incero

Y BCIX KITIHIYHHX BHNPOGYBaHHAX MAmieHTIR NPOIHCTPYKTYBAIH 3aCTOCOBYBATH KarelHTaGin
npotarom 30 XBHaMH micns ki. Ockibkn notoumi Jani mpo Gesneky Ta e(EKTHBHICTE
TPYHTYIOTbCS. Ha HpuHOMi KameuurtaGiny 3 ixero, PCKOMEHIYETbCS NPHHMATH KanenuTadiy
PasoM 3 DKero. 3acTocyBanHs 3 Tikelo BHHIKY€ IIBUIKICTH BCMOKTYBAHHS KaneuxTadiny (aus.
po3ain 5.2).

4.6  3acrocyBanusy nepioa BariTHocTi a60 roxyBanus rpy/uLio.

Kinku oimopoonozo 6iKy/Konmpayenyin y wonoeixie ma wcinox

Kinkam nitopommoro Biky crix PCKOMCH/lyBATH YHHMKAaTH BariTHocti mix wvac JIKYBaHHS
KarneuutabiHoM.

Akuwio nauientka 3aBarithic mix uac 3aCTOCYBaHHA KaneuuTadiHy, HEOOXiMHO NOSCHHTH
NoTeHIiHHY HebGe3neKy /Ui mioza.

ITix wac nikyBanns Ta nporarom 6 Micsiis micis [IPHIHOMY OCTaHHBOT 03M Kanenutabiny cirij
BHKOPHCTOBYBATH €(DEKTHBHHIT METO KOHTpauemiii.

Buxonsun 3 pesyasraris remermunoi TOKCHYHOCTI, NMALli€HTH YOJI0BiYOT cTaTi 3 rapTHepKaMu
PEIPOAYKTHBHOIO BIKY MOBHHHI BHKOPHCTOBYBATH e(DEeKTHBHY KOHTpALENifo Mg wyac
THKYBAHHS Ta IIPOTATOM 3 MIiCALIB THC/IS OCTAHHBO] 71031 Kanenutadiny.

Bazimuicme

Jlocnipkenns sacrocysanns KarneuuTabiHy BariTHHMH KIHKAMU He MpPOBO, Ch: MPOTE CJIijL
[TPHITYCTHTH, 10 KalleuuTabiH MOXKe 3aBIaTH UIKO/IH IOy HIPH NPH3H ITHWY JKiHKaM.
Y nocnimxenusx PEIPOAYKTHBHOI TOKCHYHOCTI HA TBAPHHAX // Kane TablHy
CIIPHYHHAIO JIeTATBHICTL eMOpiona Ta TepaTtoreHHuH edext. I
eexTamu noxigHux dropriipumiauny. Kanenurabin IIPOTHITOKA3al
BariTHOCTI.

looyeanns 2pyooio
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HeBiznomo, un nponnkae kaneuntabin y rpyaHe Mo:I0Ko. Hocmiukenns juis onmiHKM BIUTHBY
KareuuTadiny Ha BUpOGIeHHS MOOKa abo HOro mpHCyTHIiCTH Y TPYJAHOMY MOJIOLI JTIOJAHHH HE
MPOBOAMIINCE. Y MHIICH Y Mepio JakTamii 3HauHi KiTbKoCTi KaneuuTabiny Ta iforo metabomiTis
Oy BHsiB/IeH] B Mostoni. OCKI/IBKH MOTeHIIA WKOAM U HEMOBISTH HEBIIOMHUIA, ro/lyBaHHs
TPYJUIIO CiZl MPUOMHUTH NIl ¥ac JiKYBaHHS KalelnuTadiHOM i NpOTAroM 2 THXKHIB Micis
3aCTOCYBaHHA OCTAHHBOI JIO3H.

Depmunvhicme.

Hemae nammx mopo Kanerpany Ta #oro BIUIMBY Ha (epriiabHicTs. OCHOBHI J0CTiKeHHSs
Kanerpary Brmouamn KiHOK penpoayKTHBHOrO BIKY Ta YONOBIKiB, JMIIe KO BOHH
MOTO/DKYBATUCS  BUKOPHCTOBYBATH NPHAHATHHE METOA KOHTPOMIO HAPOUKYBAHOCTI, mMOG
YHUKHYTH BariTHOCTI HPOTATOM YCHOrO AOCITiKEHHS Ta MPOTATOM PO3YMHOro nepioay mics
HBOTO.

Y [0cni/UKeHHAX Ha TBAPHHAX CTIOCTEPIraBest BILTHB Ha GepTHIBHiCTD (MB. po3ain 5.3).

4.7  3aaTHicTH BOLIMBATH HA WBHIKICTH peakuil Npu KepyBaHHI ABTOTPAHCIOPTOM 260
IHIIHMH MeXaHizMaMm.

Kaneunrabin mae Hesnaunmii aGo momipumii BIUIHB Ha 37aTHICTH KepyBaTH TPAHCIOPTHHUMH
3aco00aMH Ta NMpamioBaTH 3 MeXaHisMamu. KaneumrtaGin Moske BHKIHKATH 3aI1aMOPOYCHHS,
BTOMY Ta HYJIOTY.

4.8  Ilobiuni peaxuii

Pesiome npobrem 3 beznexu

3aranbauii npodine Gesnexn kaneuntabiny GasyeThes Ha mammx moxax 3000 MaIieHTIB, SKi
OTPUMYBA/IM KanenuTadin sk MOHOTepanio abo kaneuuTtabin Y KOMOIHALIT 3 pi3HMUMH cXeMamu
XimMioTepanii 3a pi3HHMH NOKA3aHHAMH. [Tpodini Gesmekn momotepanii kanermraGinom npu
METACTaTHYHOMY pPaKy MOJIOYHOI 3a/I03H, METaCTATHYHOMY KOJIOPEKTATLHOMY paky Ta
aA'lOBAHTHOMY paKy TOBCTOI KHIIKH MOJKHA nopiBHATH. JluB. poszin 5.1 s orpumanus
AeTanmbHOT iHPOPMALi PO OCHOBHI A0C/IDKEHHS, BKIIOYAIOYH [H3aiiH AOCIIIZKEHb Ta OCHOBHI
pe3yabTaTu e(peKTHBHOCTI.

HaiiGinbin monmpernvu nosioMIeHHAMH Ta/ab0 KIiHIYHO 3HAYYIIUMH MOOIYHHMH peaKisMu,
MOB’SI3aHUMH 3 JIIKYBaHHSM, OYJIH ILTYHKOBO-KHIIKOBI posnaau (ocobmuBo miapes, HynoTa,
OmoBaHHs, OLIb Y JKHBOTI. CTOMATHT), JOMOHHO-MIZOIIOBHAH CHHAPOM (I0JIOHHO-MiAOMOBHA
CPUTPOAM3ECTE3is), BTOMA, ACTECHiA, AHOPEKCis, KAPAIOTOKCHUHICTD, MMOCH/ICHHS HUPKOBOT
AuchyHKUIT y THX, XTO Bike MaB HOPYIICHHS Qynkuii HHPOK, i TpoMGO3/eMGois.

Cnucok nobiunux peaxyiit y 6uzis0i maoauyi

[ToGiuni peakuii, siki, Ha AYMKY JOCHiAHHKA, MOXIHBO. iMOBipHO ab0 BijtaneHo nmos's3aui i3
3acrocyBaHHAM  KaneuntaliHy. mepepaxoBani B TaGmumi 4 uis Kanenurabiny, 1o
MPU3HAYAETBCS Y BHIJIAL MOHOTEparii, Ta B Tabaumi 5 a1s KaneuuTabiHy, Mo npu3HavYaeThes B
KOMOIHaWii 3 pisHuMH cxemamu XimioTepamii 3a Oe3miy4i0 MOKA3aHD. Jia  xknacudikarii
MOBIYHUX peakiiii 3a 4acTOTOR BHKOPHUCTOBYIOTLCS TaKi 3aroJI0BKH: JlyKe yacto (> 1/ 10), vacro
(> 17100, < 1/10), newacro (> 1/1000, < 1/100), pizko (> Bix 1/10000 xo <1/1000), nyxe piaxo
(<1/10000). ¥ mexax KOXKHOI FpyIH 4acToT nobiuni peakuil 3a3Ha4YeH] y NOPAIKY 3MCHIICHHS
NPOSBIB.

Monomepanin Kaneyuma6inom

Y tabmuui 4 nepepaxopani moGiumi peakiuii, moB's3aHi 3 MOHOTEpANICI0 KAMeHHTAGIHOM.
3acHOBaHi Ha o0'eTHAHOMY aHATI31 JaHUX Ge3neKH TPBOX BEIHKHX JT0CIIJ 0 BKJIOYAIOTh
Oinbme 1900 mauientiB (ochiuKeHHs M66001, SO14695 i SOl : 19N]  peakiil
A0AIOTBCA 710 BUIMOBIAHOT YaCTOTHOT PPYNH Y BiAMOBIAHOCTI 10 3anda
pe3ybTaTaMu 00'e/IHaHOro aHai3y.

TaGmnus 4. Pesiome nos'ssanux HeGakaHHX peakuiii, 3apeec . SIKI
OTPHMYBAJIH MOHOTEPAIIIO KaneuTadiHOM.
Cuerema ¢ plIKo

JispeecTpaniii

WKe YACTO Yacro Heuacro
Bci ouinku Bcei ouinku cepuosna ma/avo H(

Opramizmy
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Hede3neuHui 011
acumms ITP
(cmynine 3 - 4) avo
BGUANCACMBCA
8I0ON0BIOHOIO 3
MeOuuHol mouku

opy

HHI Z0cBiT)

Inghexyir
ineasii

ma

['eprieTuuHa
BipycHa iH(exuis,
Ha30(apHHIIT,
iHbeKis
THXAJTBHUX [UIAX1B

CeTICHC, [ndexuis
CEYOBUBITHUX
LLISIXIB, LEJTFOJIIT,
TOH3HJIT, (papHHTiT,
Kananaos

MOPOKHHHH pota,

HWKHIX|[TPHII,

racTpPOECHTEPHT,
I'pubkoBa iHekuis,
iHDeKIis, abciec
3yda

Hosoymeopenn
s 0obposkicue,
B105KicCHe  mdl
HEYMOUHEeH020
xapakmepy

Jlimoma

[lopywenna 3
00Ky Kpoei ma

HeidiTponenis,

DebpunbHa
HeiTponenis,
MaHITHTOMEHIS,
rPaHyJIOLUTOTIeHIs,
TPOMOOILIHTOIEHI s,
NIeHKOMEeH1s,
reMOJIITHYHA aHeMis.
MixHapoaue

1iMpamuunor AHeMis :
HOpMasli30BaHe
cucmemu -
CITIBBITHOIICHHS
(MHB)
3OLIBILICHHS/TIOOBIK
CHHS
MPOTPOMOIHOBOTO
yacy
Ilopywennsa 3 et v
4 i : ) HIOHEBPOTHYHMIH
Ooky  iMyHHOI- - ['inepuyTMBiCcTS 6 P
cucmemu HEDRAR (D21E0)
Jliaber,
rinoKajieMis,
OOKY  0OMiHY ; 3HEBOHEHHSL, py Ys
AHOpeKcis HEJI0CTATHE
pevosun  md SHUKEHHS Baru
Xap4yBaHHS,
XapyyeanHs

rinepTpuriine
isi,

Poziaou 3 60Ky
RCUXTKU

besconns,
Jlenpecis

CruryTasicTs
CBiOMOCTI, I
aTaka, /ernpecH
HacTpiil, 3HHIKEH
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[10/Ipa3HEHHA OveH

110110
Adasisa, [Nopymenus
. ~. _ [mam'aTi, aTakcis,
["0/10BHHH Olb,
. CHHKOIC,
[lopyuiennus 3 MUISIBICTb, TokcHuHa
; MOpyUIeHHS ”
OOKY Hepeo6oil 3anaMopoueHHs, ; neiikoenuedanonar
PIBHOBAru, CEHCOpPHIl. :
cucmemu [lapecresii i (Zy#e plLIKo)
. pO3IaH,
Jlucrersis
nepudepuyHa
Helpornaris
CreHos CIII3HOI
. MPOTOKH 111KO),
[linBuICHE P (prax0)
Hopywenns 3 posnaau 3 OOKy
; CIb030TEeYa, SHUKEHHS TOCTPOTH| . .
00Ky  opeanie ' . : porieku  (piaxo),
KOH'FOHKTHBIT, BOpY., AUILIOMNIs :
Bopy Kepatut  (piaxo),

TOYKOBHIH KEPATHT
(pinko)

[lopywenns 3
boky  opeanis
C1yxy ma-
6eCmuOyIApPHO2
o anapamy

B3anaMopo4eHHs,
Oinb y Byxax

llopywennsn 3

ectalljibHa
ICTEHOKapTid,
CTEeHOKapIis
HaTIpyTH,

lmemis  Mmiokapia.
(hbiGputsis
mepeJcepb,
ApUTMisi, Taxikapis.

11 1myHoukoBi
p1Opuswi, torsade
de pointes (piako),

OOKy cepys Cunycosa bpajmkapuis
: ; (pinxo), crasm
Taxikapis, .
CY/ZIHH (PUIKO).
TIPHCKOPEHE
cepreduTTs  (pijako),
TIOIOB/KEHHS
IHTEpBATY QT
(pizKo).
TpomGo3  rmMOOKHX
e 3 BCH, rinepToHis,
. : ; neTexii,  rifoToHis,
OOKY CyOuHHOl Tpombodredit T KAy
cucmemu & ;
[Tepudepuunmnii
XOJI0]T
Iopywenns 3|
. Jlerenera embouis,
boKy ouxaivhoi HHERMOTOPAKG '
cucmenmu, 3aqmmika, HOCOBA S KaHH;I
opeanie KpOBOTEYA, i P X
G s acTMa, 3aHuIluKa
2PYVOHOT KNimKY Karmesnb, Punopes S i
ma ' ;
; HaB )
cepedoCcmitHtA e
Iopywenns  3Jliapes. [[L1ynKoBO- Kumkosa
ooy OIroBaHHA, KHLIKOBA HENPOXI/IHICTD,
ULTYHKOBO- HY10Ta, KpPOBOTEYA, 3allop.aciuT, CHTEPHT,
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KUUKOBO20
mparkmy

CTOMATuT, OUIb Y
’KHBOTI

Gimp vy BEPXHIMracTput,  amcearis,
HaCTHHI  KMBOTA,0ifb BHU3Y KHBOTA,
Jucnencis, e3odarir,
MeTteopmsm, JIHCKOMOpPT y
CyxicTs y pori JKHBOTI,
ractpoesodareansna

pediokcHa XBopoba,
Koit, Kpos y cryui

3 boky onopro-

: A [Teuinkosa
[Topywenns 3 ['inep6inipyGinemis .
j | HE/IOCTATHICTH
OoKy nevinku i ; NOpPYIIEHH .
. . OBTAHHIA (pinko),
ICOCHOGUGIOHU MOKa3HUKIB o
: : Xonecratuunuii
X ULIAXIG GyHKUiT nevinky -
rernatuT (piako)
Bucun, anonenis, ol o
: T, Ikipamit
CpUTEMA,  CYXICTh : v
; - [[Tyxmupi, BHPA3KaYepBOHHH  BOBYAK
LIKIPH, cBepbik, 7. : .
. . . [WKIPH,  BHCHNAHHSL|(piaKko), TSKKI
['inepnirmenranis 4 s -
; KPOIHUB' sHKa, IIKIpHi peaxkutii,
CuHapom IKipH, : ;
[lopyuwenns 3 - peaxiis TaKl AK CHHAPOM
: JTOJIOHHO- Makyisprnii y ’
0OKY wiKipu maf . " (porouyTmeocri, CriBenca-
; . mAOMIOBHOT BHCHII,
RIOUIKIDHOT 3 Jlonorna  epurema./Ikoncona T4
” epuTpoan3ectesii [Jleckpamartis
KAmKosuny | ; HaOpsK O0IHYYS, TOKCHYHMIT
IKIPH,  JIePMATHT, " "
i nypuypa,  CHHApoMemniaepMatbHHiL
OPY pamiauiiinoro HEKpOTi3 (myxe
s ERERTY, LIKITHKaHHS inKko) (xus Pospin
- o
Posnanu 3 ooxy'B P A
o 4.4.)
HIITIB
Halpsax  cyrno6is,

Oinb y kicTkax, Bin,

CManu 6 micyi
c6CoeHs

L

HE3J1yKaHHS, Oi/b v
Ipyasx

PYX06020 bine y kinniskax. : .
. B 00muyui, ckyTicTs
anapamy  ma Oty cnuwi,
i : OIMOPHO-PYXOBOT0
Cnonyunoi apTpanris .
amapary, M’5130Bal
MKAHUNY :
CJIa0KICTh
['inponedpos,
lopywenns 3 Aporedpos, :
s sz HETPHMaAHHSA  cevi,
o FIgRI I rematypis, Hixtypis,
CeYOBUITLHOI :
[TiaBumenns
cucmemu . ;
KpeaTHHIHY KpoOBi
[lopywenns 3
OoKy
enpoOYKmueH ;
PEpesy Barinansbna
0f cucmemu map- -
KpPOBOTEYA
Dynryii
WMoounux
34103
Habpsixu,
: . JInxomanka, T
Sacaroni . [rpunononiGuuii /-
[lepudepuunnii N
HOPYVULEHHS md| ; e CHHPOM,
Broma. actenis HaOpsK,

PHIIIHICTE,
[liBunmnacs

** Buxomauu 3 nicaApeecTpariiinoro N0CBITY 3aCTOCYBAHHS, CTi
EPHTPOAMIECTESIT MOIKE 3PELUTOIO NPH3BECTH 10 BTPaTH BIAOHTKIB nanbuis (aus. posain 4.4)~

fiKMiT a00 Bak KNIl CHHIROND

/2;//;4;{ V.Y
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Kaneyumadin y komniexcnii mepanii

Y Tabmnui 5 naBeeno noGiumi peakuii, nos’g3aui i3 3ACTOCYBAaHHAM KanenuTadiny B koMOinaif
3 PI3HHMH cXeMamu XimioTepanii 3a Kizbkoma ITOKA3AHHAMH Ha OCHOBI JaHHX 3 GesleKy MOHaJ
3000 nauientip. MMoGiuni PeakKuii 1onaoThes 10 BiAmoBiHOT IPYIIH HaCTOTH (Jyx)e 4acto abo
4aCTO) BIANOBIAHO 10 HAMBHINOT YacTOTH. IO CrOCTEPIraeThCs B Gyab-AKOMY 3 OCHOBHEX
KITIHIYHHX JOCHIKeHB, 1 TOAIOTHCS JTHIIe TO/li, KOJH BOHH CIIOCTEPIralOTECs Ha J0JATOK 710
THX, WO CHOCTEpiraloThes mnpu MOHOTepanii kaneuutabinom aGo CMIOCTEPIraloThest 3 Oibin
BHCOKOIO 4acToTOW y rpymi mopisHsHO 3 MOHOTEPAMIEI0 KanenuTabiHoM (m1B. Tabmuimo 4).
Hevacri noGiuni  peaxuii, Mpo sKi moBizomustocs mnpu 3aCTOCYBaHHI Karenurabiny B
KOMOIHOBaHIi Teparmi, Y3TOLKYIOThCA 3 MOOIYHHMHU peakuismu, PO sIKi MoBigoMIsIOCA TIpH
MOHOTEpanii Kaneuutabinom ato IPO MOHOTEpanio KoMOIHOBAHIM JIKapCLKHM 3ac060M (y
niteparypi Ta/a6o y BianosimHix KOPOTKHX XapaKTepHCTHKAX JIiKapChbKHX 3aco0iB).

Hesxi 3 noGiunux peaxuiii € peakuiaMu, ski 3a3suuaii CIIOCTEPIralOThCs TPH 3acTocyBaHHi
KOMOGiHOBaHOro Jjikapchkoro 3aco0y (HanpHkiIa. nepugepuyHa ceHcopHa HeHponaris npu
3aCTocyBaHHI Jouerakceny ado OKCAMIUIATHHY, rinepTeHsis, ska CHOCTEpIraeTbest 1pH
3acTocyBanni GeBalm3ymaly): ogHAaK He MoskHa BHIUIIOYHTH  3aTOCTPEHHS [pH  Teparii
KareunTadinom.

Tabmuusa 5 Pestome nos’sizanmx noGiYHUX peakiiii, PO SKi NOBIAOMISIOCH y Naui€HTiB, sKi
OTpUMYBaIH KanenuTalin y KOMOIHOBaHOMY JIiKyBaHHI Ha K01ATOK 710 THX, 10 crocTepiranucs
Opu MOHOTepanii kanenutaGiHoM a6o CHOCTEPITATHCA 3 GBI BHCOKOIO 4acTOTOK y rpymi
TNOPIBHSHO 3 MOHOTEPAITIEIO KAl TabiHoM

[ Piaxo/ lyxe
Cucrema Nyxe wacrto Yacro Pinko
opranizmy Bci oyinku Bci oyinku (IMicasipeecTpan
iiinmii qocsin)
Onepizyrounii reprec,
[ndpexuis  cevouimmmx
LLTIAXIB, KaH1103
Inepexyii ma ineazii FOPOH{P.[“HH PRRS,
Hpekiia BEPXHIX
JMXAQ/IBHUX ULIAXIB, PUHIT,
TPHIL, + ek,

OPATBHUH reprec

Iopywenna 3 6owy
Kpoei ma
timgpamuynoi
cucmemu
lopywenns 3 Goky
EMYHHOT cucmemu

+Heiirponenis, +lelikonenia, [IpurnivcHns  KicTKOBOro
+AHeMis, +Heiitponeniunamosky, +hebpuibua
simxomanka, TpomGonnronenis HEeHTpOTeHis

- [inepuytimsicts

Tinokaniemis

llopyutenns 3 6oky [Mnonarpiemis,
0OMiny peuosun maBHusKeHHs aneTHTy ['imomarniemis,
xXapyuyeanns ['inokanbiiemis,
l'inepraikemis T

Pozraou 3 6ory Mopymenss cuy, - é’;&

neuxicu /
[Tapecresis, au3ecTesis.) . . .
P . . |Hefipotokcuunicrs,
. ~ _mepudepuyuna Helponarisi., |
[fopywenns 3 6ory Tpemop, Hes
- repudepuyina CEHCOpHAa : . \
Hepeosol cucmemuy | Y ; . [PCAKIISA  TINepyyTin
Helponaris, JicreBsis, ; _
rirnoecTesis

TOJIOBHUIT Oi/TE

N




llopywenns 3 6oy
Opeanis 3opy

1/2

[Mocunena cnpo3zoreua

[lopywenns 3 6okyl
Op2anie  ciyxy ma
GECMUOYIAPHOCO
anapamy

Posnann  sopy. cyxicts
odeil, bBitk B ouax.
[Topytmenns 30py.

HEYITKICTB 30py

J3Bin y Byxax 'inoakysis

lopywenns 3 6ok
cepys

Diopunanis [epe/Icep/ib,
cepueBa imewmis/indapkT

[IpuiBy, aprepiajibHa

CPYOHOI KAimKku md
cepedocminms

- [Habpax  mmkmix  Kinuisok, . S gy
llopywenns 3 Goky| . : g FINOTEH31A, TNePTOHIYHMI
: FIIEPTOHIA,  +embomis  T1a
CYOUHHOT cucmemu ) KpH3, @pHIMBH  Xapy,
TpoMO03 :
(nedit
Ilopywenns 3 6oxy|
OUXAIbHOT ; ; . y
. by ropmi, Ausectesis| vkaBka, PapuHreanbHMI]
cucmemu,  opeanie : .
TJIOTKH Oi1b, uchonis

[lopywenna 3 6oxy
ULLYHKOGO-
KUUKOBO2O
mpakmy

Bakper, aucrnencis

KpoBoBunue y  Bepxmix

Bi/UTiIaX LITYHKOBO-
[KHIIKOBOIO TPaKTy,
Bupazka POTOBOI|
[TOPOKHHUHH, racTpur,
BAYTTA KHBOTa,
racrpoesogareaibna
pedniokecna xBopoGa, 6is
y pori, aucdaris,
pEeKTaTbHa KpOBOTEHa,
Oinb y HukHIN vacTuni
JKUBOTA, am3ectesis|
poToBOT NOPOKHUHH,|
rapecresis poTOBO]
MIOPOKHHHH,

['inecresis POTOBOI

[IOPOKHHHH, JHCKOMMOpT
Y JKHBOTI

Iopywenns 3 6oky

neyinKu i [lopymenns byrKLii

DICOBYOBUBIONUX MEeYiHKH

WUAXIG,

[lopyuienns 3 6oky [ 'ineprinpos,

wiKipu MaAJIoONeNis, nopymeHHs 3 OoxyEpuremarozuuii  Bucun,

niOwKkiprnol HIrTiB KPOIUB'SHKa, HIYHA

KAIMKoGUHU M T/HBICTH e B8

3 boky onopuo- ) ) % YKPaiy,,

pyxosoi anap};myMianriﬂ aprpanris, Gime v Buts, y menem.//ﬁ <l
_ | | " [crasmu, 'rpu'sm ;;hﬂmaa

ma CROIYYHOIKIHIIIBKAX 7

MKaHUNY ———— [ «BY CT @fiP H 4,

Llopywenns 3 60Ky ['emarypis, n b} THEY RIS

HUupok m SHUIKCHHA WPKOBOI U]

CEYOGUNTBHOT

KJlipeHcy




/%

lcucmenmu TU3Ypist teriaparauii
(piaxo)

3anajneHHs CITH30BO]]
OOJIOHKH, o116 y
Einuim{ax_ Oinb, 03000,

Rt JTuxomanka, CJTaﬁKiCTb,Gmb . TPYRAR,

nopyuienns mal g omicTs, Hel'lepeHOCHMiCTbFPHHOHOHIOHHH CHHIPOM,

cmanu 6 Micyi +IIMXOMaHKa, Peaxiiis,

TeMrepar
GeeoeHH s P

nop’szana 3 1HQY3I€H0,
Peakuiss B Mmicii iH €Ki,
Bine y micui iHdys3ii, 611b
y Micii iH’ €Kil

Tpaemu, ompyenns
ma npoyeoypui
CKAAOHEHH

+ JTns KOKHOTO TEPMiHy MiZpaxyHOK 4acTOTH HasyBaBCs HA MOGIYHHX PeakKIlifx yCiX CTYyIEeHiB.
Jlisi TepMiHiB, MO3HAYEHHUX «+», MiJPAXyHOK HacTOTH OasyBaBcsa Ha nobiunpx peakuiax 3-4
crynens. TTo6iuni peakiii 10aI0THCS BiAMOBLIHO 10 HAXBHIIOT YaCTOTH, AKA CIIOCTEPIracThes B
Gy /ib-IKOMY 3 OCHOBHHUX J0CIIi/UKeHb KoMOiHallii.

Onuc OKpeMuX MoGiuHIX peakiiii JI0I0HHO-TiI0MOBHUH CHHAPOM (AMB. po3in 4.4)

[Tpu 3actocysanHi Kanenutadiny B 1031 1250 mr/yM° aBivi Ha fedb 3 1 mo 14 i koxkHi 3 THKHI Y
JOCHI/DKEHHSX MOHOTeparii KaneuutaGiHoM (BKIIOYAIOYH J0CTIUKEHHS alloBAHTHOT Teparii
paKy TOBCTOI KWIIKH, JIKYBaHHA METACTATHYHOTO KOJOPEKTAILHOTO paky Ta JKyBaHHS paKy
MOJIOUHOT 3a103H) YacTOTa JIOJOHHO-MIJOMOBHMII CHHPOM CTaHOBHIIA Bix 53% 10 60% BciX
CTymeHiB, a Takok wacTora 63% crocTepirazack y rIpymi KanenuTabin/lonerakcen Ui
JTiKyBaHHA METacTATHYHOTO PaKy MOI04HOI 3amosu. Ilpu 3acTOCYBaHHI KanenurabiHy B 1031
1000 mr/a° aBivi Ha aeHs 3 1 mo 14 aHi KokHi 3 THKHI 9acTOTa J0JOHHO-MIIOIIOBHHI CHHIPOM
cranoBmaa Bin 22% a0 30% ycix cTymeHiB mnpe 3actocyBaHHA KomOGiHOBaHOi Tepanii
KareruTabiny.

MeTa-ananis 14 kiiniunux BumpoOyBaHb 3 ganumu Oinbme 4700 mamientis, sKi OTpHMYBAIH
MOHOTepaniio KaneruTabinoM ado xaneuuTadid y MOEHAHH] 3 PI3HAMH CXeMaMH XimioTepariii
3a Ge3Tiudio moKasaHp (PaK TOBCTOI KHIIKH, KOJIOPEKTAIbHHI PaK, PaK HUTYHKY Ta MOIOYHOI
3a1103H), 110KA3aB, 10 OJOHHO-MIJOMOBHHI CHHAPOM (BCi CTyIeHI) BHHHKAB Yy 2066 (43%)
namieHTiB micas cepeanboro wacy 239 [95% JII 201, 288] mmip micas modatky JiKyBaHH:
KarenuTadinoM. Y BCiX 00 €IHAHMX JOCII/DKEHHSX HACTYMHI KoBapiaTé Oy/iM CTaTHCTHYHO
3HAYMMO MOB’S3aHI 3 IIJBHIIGHHM PH3HKOM PO3BHTKY JIOJIOHHO-MIIOMIOBHOTO CHHIPOMY:
30iMBIICHHS MOYATKOBOI J03M KamenuTaOiHy (rpam), 3MEHIICHHS KyMYJISTHBHOI JIO3M
karertabiny (0,1*Kr), 30UIbIIEHHS. BIAHOCHOT iHTEHCHBHOCTI JIO3H MPOTATOM MEPIIMX [ICCTH
THIKHIB, 30UIbIICHHS TPHBAIOCTI AOCIIUKYBAHOTO JIKYBaHHS (TWXKHIB), 30UIbIICHHS BIKY (3
kpokoM y 10 pokiB), xkiHoua craTh, Ta Xopoumii ctan edexrupnocti 3a mxanoio ECOG ma
nmoyatkoBomy piBHi (0 mpotu >1).

Hiapes (Oue. po3oin 4.4.)

KanenutaGis Moe CIPHYMHATH Jiapero, ska crioctepiractbes y 50% nauienTis.

PesyibTaT MeTaananizy 14 KIHIYHHX JOCTiUKeHb 3 Aanumu Oimbiue 4700 NamieHTiB, AKi
OTpUMYBATH KamneuuTabiH, moKasamd, MmO Yy BCIX 00'€IHAHMX IOCIi HACTYIIHI
KOBapiaHTH Oy/IM CTATHCTHYHO 3HAYYINE MOB'A3aHi 3 MiIBHIICHUM PH3JE BIK iapei
MiZIBHINEHHS OYATKOBOT 703K KaneuuTadidy (rpam), 30UIbLIECHHS TP CTi J10CILDKY,BRHOTO
nikypauus (THKHA), 30UtblIeHHs BiKy (3 kpokom y 10 pokiB) Ta & '
KoBapiaTH Oy/M CTATHCTHYHO 3HAYUMO TOB A3aHI 31 3HHKEHHAM
301IBIICHES KYMYJISTHBHOT 10341 Kaneuutabiny (0,1%kr) 1 30iabeHns
JO3H I'I{JDTHI"OM MEepIiMx mecTH TH}KHiB.

Kapoiomoxcuunicmo (Ous. po3oin 4.4)
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Ha nonarok mo noGivmmx peaKwiii, onucanux y tabamusx 4 i 5, HACTyIHI mobivni peakii 3
4acTotTolo Menwe 0,1% Gyau mos’szani i3 3aCTOCYBAHHAM MOHOTepamii KanmenutabiHoOM Ha
OCHOBI 00'€/HAHOrO aHami3y KIHIYHMX JaHHX 3 Oesnekn 7 KIHIYHMX AOCTiTKEHb. 110
BKmoYanmu 949 nauientis (2 gocmipkents Gasu Il Ta 5 kainivenx Kocimkens aszu 11 npu
METACTATHYHOMY KOJIOPEKTANIBHOMY paKy Ta METACTATHYHOMY pPaKy MOJICUHOI 3a/03H):
KapJioMionaris, cepuesa He0CTATHICTS, PalTOBa CMEPTH TA LLITYHOUKOBA €KCTPACHCTOIIS.
Enyegparonamis

Ha nomatok 110 noGiunmnx peakuiii, ommcanmx y 1abanuax 4 i 5, i Ha OCHOBI HaBeeHOrO BHIIE
00’€/HaHOTO aWani3zy KIiHIYHMX faHux Gesmeku 7 KIHIYHAX 0C/IiUKeHb, eHledatonaTis
TaKoxK Oyia mos’A3aHa i3 3acTocyBaHHsM MOHOTeparii KaneuuTabiHoM 3 YacTOTOK MeHLIe 0,1
%.

Bnaus noopibuenux abo Po3pizanux mabiemox Kkaneyumaoiny

¥ pasi 3acTocyBanus nospiGHeHNX 60 po3pizanux TabieToK KaneuuTabiny mosizomisiiocs mpo
Taki 1moGiuHi peakuii: moapasHeHms O4eH, HaOpsK ouell, WKipHUIl BHCHI. roOOBHMI 6L,
napecresii, niapes, Hy0Ta, NIOJIPa3sHEHHs ULTYHKY Ta OJFOBaHHS.

OcobnuBi rpynu Hacenenus

Hayienmu nimuvoco 6IKy (Ous. pozoin 4.2)

AHani3 JaHuX 3 6esnek mnamieHTiB crapme 60 pokiB, ski OTpuMyBamM MOHOTEpaIio
KareruTabinoM, 1 aHali3 mauieHTis, sKi OTPHMYBa/IM KOMOIHOBaHY Tepamiio KameuuTaGiHOM i
AOLETAKCEIIOM, NMPOJEMOHCTPYBasla 30LIBIIEHHs YaCTOTH MOB’S3aHHX 3 JIKYBAHHAM MOGIUHHX
peakuiif 3-ro Ta 4-ro crynenis Ta mos’s3aHUX i3 JIKYBaHHSM CEpPHO3HHX MOBIYHHX peakuiii
MOPIBHAHO 3 malieHTamMu BikoM <60 pokis. Ilauientn crapue 60 POKIB, SKi OTpHMYBaH
KaneuuTabiH IUIIOC JIOUETAKCeN, TAKOK Mald Giibi PAaHHIO BIIMOBY BiA JliKyBaHHS qepes
MoGivHi peakuii OPiBHAHO 3 mamienTamu Bikom <60 POKiB.

Pesynbratu Mmera-amanizy 14 kmimiunux JOCH/DKeHb 3 JaHuMy nosan 4700 MamieHTiB, AKi
OTPHMYBA/IH KaneuuTaliH, MOKa3aiH, M0 B YCiX AOCIIKEHHSX pasoM 30inblleHHs BiKy (3
Kpokom y 10 pokiB) 6yio cratucTnuno 3HAYYLUE MOB'SA3aHE 3 MiABUIICHUM PH3HKOM PO3BUTKY
JIOJIOHHO-MIIOMOBHOTO CHHAPOMY i Juapei Ta 31 3HHKCHHSM PH3HKY PO3BHUTKY HeHTpOMNeHi,
Cmame

Pesynbratn meta-amanizy 14 knminiqmux AOCTI/UKEHb 3 JaHHUMH moHax 4700 NaieHTiB, AKi
OTPUMYBATH KaneuuTabiH, MOKasalW, 0 B YCIX AOCTIIKEHHSX pasoM iKiHoua ctath Oyia
CTATHCTHYHO 3HAYyIIe MOB'A3aHE 3 MiABMIICHUM PH3HKOM PO3BHTKY JIOAOHHO-IIIIOMIOBHOTO
CHHAPOMY 1 Jtiapel Ta 3i 3HHKeHHIM PU3HKY PO3BHTKY HEHTpONEHiT.

Tlayicumu 3 nopywennsm pyuryii nupok (Ous. posoinu 4.2, 4.4 ma 5. 2)

AHali3 NaHMX 3 Ge3nekH maifienTiB, sk OTPHMYBATH MOHOTEpamio KaneuntabiHoM (mpu
KOJIOPEKTaNILHOMY paKy) i3 BHXIJHOIO HHPKOBOIO HEJOCTATHICTIO. [0Ka3aB 30UIbIICHHS YacTOTH
MOB’A3aHUX 13 JiKYBAHHSIM TOGIYHHX peakiiii 3 Ta 4 crynens mopiBHAHO 3 naiieHTAME 3
HOPMAIIBHOIO (yHKIiEr0 Hupok (36% y nauientis Ge3 HHPKOBOI HejocTaTHOCTI n=268 mpoTH
41% 3 nerkum crynenem n=257 ta 54% 13 CepelHiM cTyneneM n=59 Binosixno) (UB. po3min
5.2). V namientis 3 MOPYIICHHAM  (YHKUIT HHPOK  cepeaHboro CTYIEHS TSXKKOCTI
CIOCTEPIracThes MiABHINEHA WIBH/KICTD 3HUKCHHS 103H (44%) nopisusuo 3 33% Tta 32% y
MAUIEHTIB 3 BIJCYTHICTIO MOpPYyIIEHHS Gynxnii Hupok abo 3 nerkmm NOPYLEHHAM (DYHKIT
HHPOK, a TaKo& 30UIbIIEHHS PAHHBOTO MPHITHHEHHS nikyBaHHs (21% npunnHenH s MKYBaHHS
[POTATOM MEPIINX ABOX UMKIIB), MOpiBHAHO 3 5% Ta 8% Yy NAUIEHTIB 3 BIACYTHBLOIO ab0 J1erkoio
HHUPKOBOK HEIOCTATHICTIO.
[losiiomienns npo noGiuni peaxiiii
BazkamBo nosizomasti mpo noGiumni peakuii micns peectpauii mikap
ITPOBOIMTH MOCTIHHHN MOHITOPHHI CrIBBiAHOIICHHS KOPHCTI Ta
Meanunux npauiBHAKIB IPOCATH MOBIOMISTH npo Oyab-siki 11
Yepe3 HaliOHANBHY CHCTEMY 3BITHOCTI:
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4.9  IlepenosyBaunus

[lposiBM TOCTPOro Mepe/o3yBaHHS BKIIOYAIOTH HYAOTY, ONIOBAHHS, Jiapero, MYKO3HT.
MOJPA3HEHHS IITYHKOBO-KHIIKOBOTO TPAKTy Ta KpPOBOTedy, @ TaKOXK MPHIHIMCHHS (pymcuu
KICTKOBOrO MO3KY. Me/mune JiKyBaHHs Mepel03yBaHHA MOBHHHO BKIIOYAaTH 3BHYAiHI
TepaneBTHYHI Ta MiATPUMYIOUI MEIMYHI 3aX0/Ii1, CIIPAMOBAHI Ha KOPEKLIIO HASEHHX KIIHIYHHX
MpOsBIB 1 3aMm00iraHHs iX MOKIHBAM YCKIIAAHCHHAM,

5. O®APMAKOJIOTI'TYHI BJTACTUBOCTI

5.1  MapmakoJaHHAMIYHI BJACTHBOCTI

dapmakoTepanesTHyHa rpyna. [IpoTumyXxauHni npenapatd, aHTEMetabonitu, kox ATX:
LO1BCO6

KarenuTabiH € HEeMUTOTOKCHUHHM KapOamarom (ToprnipumiuHy, SKMil i€ siK MOmepeaHuK
LMTOTOKCHYHOrO dpparmenta S-propypawwty (5-®Y) mnpu  nepopanbHOMY — BBEICHHI.
Kanenutabin akTHBYEThCA Y Kisbka ()epMEHTaTHBHHX CTadiif (1uB. po3ait 5.2). PepMeHT, o
Gepe yuacTh y OCTaTOYHOMY IepeTBOpeHHi Ha S5-OY, tumuaundocdopuiasza (ThyPase),
BHUSBIAETBCA Y MYXJIMHHHX TKAHUHAX, ale i y HOPMATBHUX TKaHHHAX, XOUa 3a3BHYaH Y HHKIUX
KiTBKOCTSX. Y MOJENAX KCEHOTPAHCIUIAHTATy PaKy JIOJAMHH KanemuTtaliH IpoJeMOHCTPYBaB
cuHepriyamii epekt y komGiHauil 3 JOIUETAaKCeNoM, Mo Moxke OyTH MOB'A3aHE 3 aKTHBAILIEIO
porerakeesnom TumiuHpochopinazu.

€ naui mpo Te. mo Metabomism 3-PY anaboiuHUM IUIAXOM GJIOKYE PEaKiliio METHIIOBAHHS
J€30KCHYPH/MIOBOI ~ KHMCJIOTH B THMIIHJIOBY, THM CaMHM  MOPYWIYIOYH  CHHTE3
nesoxcupubonykieinoBoi  kuenotd  (JIHK). Brmouenus 5-OY  Takok NpU3BOAMTE 10
inri6ysanns cuntesy PHK ta Ginka. Ockinbku JIHK ta PHK meoOXinui s moainy Ta pocty
KaiTHH, s 5-®Y Moke noasraté y CTBOpeHHI AediumTy THMIAMHY, AKHH [POBOKYE
He36anaHcoBaHe 3poctanHs Ta 3arubens kiitnan. Edextn aenpusanii THK i PHK naiiGinbu
MOMITHI HA THX KITHHAX, ki mBHAme nporidepyiors i mertaborizyioTs 5-@V 3 OGUIBIION
LIBH/IKICTIO.

Pak TOBCTOI KHIIKH Ta KOIOPEKTAIBHHH PaK

Monomepanis kaneyumadinom npu ao 106aHMHOMY PaKy Moscmoi KUK

Jlani oaHOro GaraToleHTPOBOrO PaHAOMI30BaHOr0 KOHTPOJIBOBAHOTO KIIHIYHOTO JOCITIKEHHS
Il dasm mpu 3actocysaHHi y mamieHtiB i3 paxom Tosctoi kumku III craxii (Dukes™ C)
MiZTBEP/UKYIOTh BHKOPHCTAHHS KarenutabiHy /Ui aa’lOBaHTHOI Tepamii Maii€HTiB 3 pakoM
toBeroi kuimkH (mocniwkenus XACT:; M66001). V usomy mocrmipkenni 1987 nauientis Oyiu
pamioMizoBaHi 11 dikysanns kaneuurabinom (1250 mr/m™ asidi #a 200y npoTsrom 2 THHKHIB 3
MOJANBIIMM | -THXKHEBAM MEPIOJOM BIIMOYMHKY Ta 3-THKHEBHMH LUMKTaMK npotsirom 24
THXKHIB) abo 5-OY ta jeiikoBopuHOM (pekuM KiiHikH Meiio: 20 Mr/m” neHKOBopHHv
BHYTPILIHBOBEHHO, MOTIM 425 Mr/M” BHYTpimHbOBeHHO GomocHo 5-®V, y ami 1-5, koxmui 28
nuiB nporarom 24 tkuis). Kanenntadin OyB npHHaiiMHI €KBiBATCHTHAM BHYTPILIHbOBEHHOMY
pBeqeHHi0 5-OVY/JIB mono BHKMBAHOCTI O3 PElMAHBY B MOMYJIALIT 3riIHO 3 MPOTOKOJIOM
(koedinient pusuky 092; 95% JI 0,80-1,06). V Bciii pannomizoBaniii nomymsuii Tectd Ha
pizaHmo Mik kaneuurabinom i 5-OY/JIB wono BukusaHocTi 6€3 peuMauBy Ta 3arajbHoi
BHIKMBAHOCTI MOKa3any criBBigHomenns pusuxis 0,88 (95% JII 0,77-1.01; p = 0,068) Ta 0,86

(95% 1 0,74— 1.01: p = 0,060) sianosizuo. Cepenniii TepMiH CHOCTSPERCHEG, T MOMEHT
‘ -y g .

aHai3zy craHoBHB 6,9 poky. Y monepeaHbo 3aruiaHoBaHomy Oararogag anish Kokca

Oyno MPOJIGMOHCTPOBAHO  NepeBary KarnenuTadiHy MOPIBHIHO 3 FHAM  5-

®V/JIB. ¥V mani cTaTMCTHYHOro aHamily Oyiu oNepesHLo BU3fe p st
BKJIIOYEHHS B MOJIENTb: BiK, 4ac Bi onepauu 10 paH,lounauu. cTar
niMdaTHuHi BY3/IM HA MOMAaTKOBOMY PiBHI Ta kpaiha. Y BCiii PAHIOM
nokaszano, 1o kKameuutabin € kpammum 3a 3-OV/JIB mojo BHIKIN3
(koepinient pusuky 0.849; 95% Ml 0.739-0.976: p = 0.0212), a Ta “-';k 1o 3arajibHol
BuzKMBaHOCTI (Koediuient pusuky 0,828: 95% 1 0.705 -0.971: p = 0,0203).
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Kombinosarna mepanis ao'iosanmmozo paxy moscmoi xuwru

Jlaki 0AHOro GaraToLEeHTPOBOroO PaHIOMi30BaHOrO KOHTPOJIBOBAHOTO KIIHIYHOIO JIOC/IKEHHS
$a3u 3 3a ywacTio mauientis i3 pakom ToBcTOl Kummku 111 craii (Dukes’ C) migrepukyiors
BHKOPHCTAaHHA KanenutabiHy B KomGiHauii 3 okcanimmaruaom (XELOX) i an ioBaHTHOT
Tepailii NawieHTiB 3 pakom TOBCTOI KHIKH (10c1imkents NO1 6968). ¥ usomy nocaikenni 944
nawieHTH OylTH paHJAOMi30BaHI HA 3-THXKHEBI LHKIH MpOTAroM 24 THKHIB i3 3aCTOCYBaHHAM
KaneuntaGiny (1000 mr/s® agivi Ha geus MPOTArOM 2 THKHIB 3 HACTYNHHM |-THXKHEBHM
nepio,r_lomjnepepnu) y noexHanHi 3 okcaminiariaom (130 Mr/m® BHYTpilHEOBEHHA iHpy3is
OpOTArOM™ -rOJAMHH B NeHb | Kokui 3 THkHI), 942 naumienTH Oynu panjomizoBaHi s
GomocHoro BBeseHHs 5-DY Ta JIeHKOBOPHHY. Y TepBHHHOMY aHATi3i BHKHMBZHHS 0€3 03HAK
3axsopioBanHs (BBO3) y nonmynsuii nauientis, aki oTpuMaiu He Menmre omiei J03H Mpenapary,
O AoCHiKyeThest Oy0 nokasano, mo XELOX 3na4HO nepesepmye 5-OVY/JIB (CP=0,80, 95%
HI=[0,69; 0,93]; p=0,0045). ITokasuuk BBO3 npoTsaroM 3 pokis cranosus 71% mis XELOX
npotu 67% s 5-DY/JIB. AHasi3 BTOpHHHOT KiHLEBOT TOUKH YacTOTH PELMIMBIB MIITBEPIKYE
ui pesynbrati 3 CP - 0,78 (95% JII=[0,67: 0.92]; p=0,0024) mis XELOX nopisusiHo 3 5-
®V/JIB. XELOX nposeMOHCTPYBaB TEHAEHINIO 10 kpamoro 3B i3 CP 0,87 (95% I=[0,72;
1,05]: p=0,1486), mo o3nayae 3HUKEHHS PHIHKY cmepti Ha 13%. ITokasuux 3B mpotsirom 5
pokis ctanosus 78% mia XELOX mporu 74% mis 5-0Y/JIB. Haui npo edexrusnicTs
PYHTYIOTBCA Ha CEPEAHBOMY mepiolli croctepexenHs 59 micsuis s 3B ta 57 micsuis s
BBO3. Yactora Binminu uepes HeGaxani sBuina Oyma BuwoO B rpyni KomGiHoBaHOI Teparii
XELOX (21%) nopiBusno 3 rpynoto moxotepanii 5-dY/JIB (9%) y momynsuii nauienris, sxi
OTPHMAJIH HE MEHIIE OJHIET 103H TIpenapary, o A0CTiIKYEThCA.

Monomepanis kaneyumatinom npu MEMACMAMIULHOMY KOLOPEKMANLHOMY PAKY

Jlani aBOX iJ€HTHYHO po3pobrienux, GaratoleHTpoBHX, PaH/I0Mi30BaHHX, KOHTPOJILOBAHHX
KIHYHNX  pocmigkens ¢asu 11 (SO14695: SO14796) niaTBepIKYIOTH BHKOPHCTAHHS
KaneuuTabiHy U JNiKyBaHHs Mepuioi miHii MeTacTaTHYHOro KOJIOPEKTAILHOro paky. Y Tpbox
Jocikennsx 603 nauientis Gymm pangomizosani s MKyBaHHA Kaneuutabinom (1250 mr/m?
JBiYl Ha 100y MpOTAroM 2 THKHIB 3 MOJAIBIIHM |-THKHEBUM niepiosiom BIJIOYHHKY Ta 3-
THOKHeBUMH  LMKIamu). 604 mnauientn Oymu  pasgomizoBadi s mKyBaHHs S5-OV Ta
neiikoBoprHOM (cxema Meito: 20 mr/am’ JICHKOBOPUHY BHYTpIIIHBOBEHHO, MOTIM 425 MI/M°
BHYTPILIHBOBEHHO GomocuHo 5-DY, y ami 1-5, kokni 28 auis). 3aratbHa yacTora 00’ eKTHBHOT
BIANOBIAL y BCil  pasmomizopamiii  momymsuii (ouinka pocnianuka) cramosmma 25.7%
(kanenntabin) npotu 16,7% (pexkum Meiio): p <0,0002. Cepenniit wac m0 nporpecysanus
craHoBuB 140 nmis (kaneuutabin) nporn 144 amis (pexum Meito). Cepennsi BHKHBAHICTD
cranoBuna 392 ani (kaneunrtadin) npotu 391 aus (pekum Meiio). Hapasi nemae mopisusibHux
AQHHX LI0JI0 MOHOTEpAii KarneHTabiHoM KOTOPEKTAIBHOTO paky MOPIBHSHO 3 KOMOIHOBAaHHMH
CXEMaMH TEpLIOTO PSI/y.

Kombinoeana mepanis 6 nepwiii ainii NIKY6AHHI Memacmamuyno2o KOMOPEKMAIbRO20 paKy
Hawi GaratonenTpoBoro, panmomizosasoro. KOHTPOIBOBAHOIO KIHIYHOrO H0CHiTKeHHS (hask
[T (NO16966) miarepmxyrors BHKOPHCTaHHsl KarneuuTabiHy B KOMOIHAIT 3 oKcalinIaTHHOM
abo B koMmOiHamii 3 okcamimIATHHOM | OeBam3ymaboM Juts  JTiKyBaHHS nepuroi  JriHil
METaCTaTHYHOrO PaKy MpsaMol KHIIKH. KOJMOpeKTalbHUH pak. JlocniukeHns cknajganocs 3 aBox
HaCTHH: 10YaTKOBOI YaCTHHHM 3° IPYNamu, y akiii 634 nauiesnt Oyiu panjomizoBaui y fBi pizi
rpynu JikyBanns, Brmoyaioun XELOX a6o FOLFOX-4. i noxansmor qacTs s sikii 1401

YK,

nauienta Gynu paHIOMi3oBaHi B HOTHPH pi3Hi rpyNu JTiKyBaHHS, B FEDQX moce
ninauebo, FOLFOX-4 nmoc mmaue6o. XELOX mmoc Oemarms 1 FOLFOX-4 mmoc
Oepam3symad. Cxemu JliKyBaHHS JUB. Y Tadmuii 6. fal HEFCT & V]
Tabmuis 6 Cxemn nikyBanns B gocaimxenni NO16966 (MKPP) 15{ , : .4P/I]AJ l
JlikyBanus [ToyarkoBa s103a [padik aosypditns,, /| /

FOLFOX-4  a6oOxkcanimnatun 85 mr/v” 8/B 2 rox Oxcani ‘r@d\myhﬁ ZICHE. KOKHI
FOLFOX-4 +lleitkosopun 200 mr/m° B/8 2 rog 2 Tikcni N wonon
beBaunsymat 5-propypammn 400 mr/m’ JleiikoBOpHH Ha 1-H i 2-# jmi.

/?{/’;-'C{’// //Z’/g
y
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BHYTPIIIHEOBEHHO KOJKHI 2 TH/KHI
00.1H0CHO, MOTIMS-GTOpypanmia  BHYTPILIHEOBEHHO
5 [ " v .
600 mr/m” OoJOCHO/IH]Y3iiiHO, KOXeH y 1-ii
BHYTPILIHBOBEHHO 4epes|i 2-i AHI, KOKHI~ THIKHI
22 roauHu
ITnane6o abo edb 1, no FOLFOX-4, xoxui 2
e % M/ a/a30-90xs  CHE 1 2
Oesarn3ymad THKHL
XELOX TaOKcanimiaTuy Oxkcaminnatud y 1-it aeHb, KOXKHi
XELOX + KanemuraGin 2, 3 THXKHI
bepaiizymat i hmnd e KanenntaGin nepopaisHo aBidi Ha
2
e 1000 Mr/™M”™ mepopanbHo P pj :
o s JIEHb OpOTATOM 2 THXKHIB (3
JIBI4l Ha JIeHb
HACTYITHOIO THXKHEBOK [I€PEPBOIO
y JIIKYBaHH1)
[Imane6o abo . eib 1, no XELOX, xoxui 3
%75 mr/kr p/s 3090 xp  [ACH 1o X
OeBaunzymad THIXKHI

Y saranbHOMY TOpPIBHSHHI Gya MpoOeMOHCTpOBaHA Heripma edektuBHicTs rpyn 3 XELOX,
nopiBHsAHO 3 rpynamu 3 FOLFOX-4, 3 Toukn 30py BusknBanocti Ges HIPOrpecyBaHHs y MOIYJISIT
BIMOBIHMX MALU€HTIB | momynsuii mamieHTiB. sKi MIIaHYBAIM JIKyBaTH (auB. Tabmuio 7).
PesyapTat nokasyiors, mo XELOX exBipanentunii FOLFOX-4 1110/10 3arajibHOI BHKHBAHOCTI
(B, Tabmumo 7). Ilopisuanns XELOX nmoc GeBaumsymad npoth  FOLFOX-4 mmoc
OeBaum3ymad Oyso momepesHbo BH3HAYEHHM JOCTIAHHLBKAM aHamizom. V LLOMY TIOpIBHAHHI
nigrpyn  gikysasus XELOX mmoc Gesammsymat Oy mnoaiduum a0 FOLFOX-4 mmoc
OeBanu3ymat o0 BHKUBAHOCTI Ge3 nporpecysannsa (koedimienT pusuky 1,01: 97.5% /I 0,84-
1.22). Meniana crioctepeskeHHs Ha MOMEHT NPOBE/ICHHS MEPBUHHUX aHATI3IB Yy NMOMYIAIl, sKa
Maja Hamip JikyBaTucsi, craHormia 1,5 poky: mami amanizie micas ogaTkoporo 1 POKY
CIOCTePEKEHHS TAaKOXK BKMOYeHI B Tabmuuio 7. Oxmak ananis BBIT3 mix wac mikyBamus e
MTBEP/INB Pe3y/IbTATH 3araibHoro anatizy BBII3 ta 3B: koediuient pusnky XELOX nporu
FOLFOX-4 ctanoBuB 1,24 3 97,5% JII 1,07-1,44. He3pakaroun Ha T€, [0 aHAI3H YyTJIMBOCTI
MOKa3yloTh, MO BIAMIHHOCTI B PeKHMax JIKYBaHHA Ta 9ac OLIHKH [YXJIHHH BIUTHBAIOTh Ha
ananis BBII3 npu nikyBanui, moBHOro nosicHEHHs 11bOr0O pe3ylbTaTy HE 3HAMIeHO.

Tabmmua 7 Kimowosi pesynsratn edextuBrOoCTi 1718 QHAI3y HEe MEHIIOI e(eKTHBHOCTI
JociipkeHHst NO16966

INEPBUHHHH AHAJII3
XELOX/XELOX+P/XELOX+BV| FOLFOX-4/FOLFOX-
(EPP*: N=967; ITT**: N=1017) 4+P/FOLFOX-4+BV
(EPP*: N=937; ITT**:

N=1017)
[omyasiuis Cepeaniii uac 10 moxii (1mi) crP
(97,5% A1)
[Mapaverp Buxusanusi 6e3 nporpecyBanus 3aXBoploBaHHs
EPP 241 259 1,05 (0,94; 1,18)
ITT 244 259 1,04 (0,93; 1,16)
IMapamerp 3arajnue BIKHBaHHS
EPP 577 549 09T 10.84; 1,14)
[TT 581 553  /-10.95¢0.8%; 1,12)

JAOJATKOBHI 1 PIK CIIOCTEPEKEHHSY 5,

Honyasuis Cepeaniii 9ac 10 noxii (ani) (1{ 2 é4p,, CP
% laey, gy %@y ] % I)
Hapamerp Buskupanusi 6e3 mporpecysauns 'mxao\ﬁ;tﬁ\siifii#,{fffj'-m e
EPP 242 259 N\ 11027093, 1,14)
ITT 244 259 - R0H0,91; 1,12)

[lapamerp 3aransne BusKHBaHHS

‘,'._'_'_)f/'
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EPP 600 594 1.00 (0.88; 1,13)

[TT 602 596 0.99 (0.88; 1,12)
*EPP = pinnosinua nonynsuis nawienris; **ITT=nonynswuis. ska niaHye JiKyBarTHcs
Y paHIOMi30BaHOMY KOHTPOJILOBAHOMY jociimxkenui 11 (pa:m (CAIRO) BuBuaBcsi edekr
3aCTOCYBAHHS KanenuutabiHy B mowartkoBiit 1031 1000 Mr/M”® 2 TwkHIB KOkHI 3 THKHI B
KOMOIHAIIl 3 IPHHOTEKAaHOM JUIid JIIKyBaHHs [mepuioi miHil MNalieHTIB 3 MeTacTaTHYHHM
konopekTanbHuM pakoM. 820 nauientis Gy paHI0Mi30BaHi Uis OTPHMaHHs abo MOCTiA0BHOTO
meBaHHs; (n=410), aGo koMOIHOBAHOTO JNiKyBaHHS (n—410) [TocaimorHe iKyBaHHS BKIIOYAIO
mxyBaHHﬂ nepuoi JiHil KancuHTaGmOM (1250 mr/v® aBii Ha jeHb npotsrom 14 i), Apyroi
ninii ipuroTekany (350 Mr/m’ B s 1) i TPETHOI JiHIl Komﬁmauu kaneruTadiny (1000 mr/m’
ABivi Ha jeHb mporsroM 14 auiB) 3 okcamimmatuaoM (130 mr/m’ y 1-ii aens). KombGinosane
JIKYBaHHs BKJIIOYAIO JIKYBaHHA KareuutaGinoM nepmoi miwii (1000 mr/™M® aBiui Ha AeHB
nporarom 14 1HiB) y mnoeasaHHi 3 ]pI—lHOTeKaHOM (250 mr/m’ y neus 1) (XELIRI) Ta
Kancumaﬁmom apyrof ainii (1000 mMr/m Bidi Ha 1eHb MpOTArOM 14 1HiB) mmoc okcasmimaTuy
(130 mr/a’ y Aenb 1). Yei nukam JTiKyBaHHS MPOBOIKIH 3 lHTepBaJ'!OM y 3 TukHi. [Ipu meBaHm
Nepiioi JiHii Me/liaHa BHKMBAHOCTI Ge3 mporpecyBaHHs B MOMYJIALIL, Ky TUIAHYBAIH JIKYBATH,
cranosuia 5,8 micsaus (95% JII 5,1-6,2 micsus) s MoHoTepanii kanenutabinoM i 7,8 micsius
(95% M1 7,0-8,3 micana: p=0,0002). ans XELIRL. Oanak ne 6ya0 moB’si3aHo 31 301IbIIEHHSIM
YacTOTH PO3BHTKY UUIYHKOBO-KHMIIKOBOI TOKCHYHOCTI Ta HEHTpONEHIl mija wac NiKyBaHHS
XELIRI nepmof niuii (26% Ta 11% a1 XELIRI Ta kaneunTtaGiny nepioi jiHii BiAnoBixmo).
XELIRI nopiaﬂmnann 3 5-®Y + ipunotekan (FOLFIRI) y Tphox panaoMi3zoBaHHMX
JOCHI/DKCHHAX Y IMaUieHTiB 3 MeTacTaTHIHHM KOJIOPEKTA/ILHHM  PAKOM. Cxemn XELIRI
BKJIHOYAIH KaneuuTtabin 1000 Mmr/m’ 1Bidi Ha aekb y aHi 1-14 TPHTHXKHEBOTO LMKIIY B MOEHAHHI
3 ipuHotekanom 250 mr/v® y nens 1. V HaibLemomy nocmimpkenni (BICC-C) narientn Gyan
panjoMizoBani A1t orpumanns Biakputoi cxemu FOLFIRI (n=144), GomocHoi 5-®Y (mIFL)
(n=145) a6o XELIRI (n=141) i 6y 1o1aTkoBO paHaoMi3oBaHi JUIs OTpUMaHHS a00 MOABIHHOrO
CHIMOro JiKyBaHHS Ie/leKokcuOoMm, abo maanedo. Memiana BEIT3 cranoBmia 7.6 micAng Ui
FOLFIRI, 5,9 micaus mma mIFL (p=0,004) mus nopisusnns 3 FOLFIRI) i 5.8 micsus s
XELIRI (p=0,015). Meniana 3B cranosuna 23.1 micsaus as FOLFIRI, 17.6 micsus wis mIFL
(p=0,09) i 189 wmicsus a1 XELIRI (p=0.27). V mnauientis, siki orpumysamu XELIRI,
CIIOCTEepiraylacs Ha/IMipHA LTYHKOBO-KHIIKOBA TOKCHUHICTH nopiBuano 3 FOLFIRI (xiapes 48%
i 14% mna XELIRI i FOLFIRI Bianosiano).
Y nocniwkenni EORTC nanientis panomizyBanu s Biakputoro mikysanns FOLFIRI (n=41)
abo XELIRI (n=44) 3 1071aTKOBOIO pAHIOMI3ALIEId 10 MNOABIHHOrO CIIMOro JHKyBaHHSA
uenexokcnbom ado miaauebo. Cepeamiit BBII3 i wac saranbHoro sukusanns (3B) Gymu
kopormumu juis XELIRI nopisustro 3 FOLFIRI (BBIT3 5.9 npotu 9.6 micsiuis i 3B 14.8 npotu
19,9 micsiniB), Ha 10AATOK 710 1BOTO NOBIIOMIISIOCS PO HAJAMIPHY YACTOTY Aiapei y maiieHTis,
ki orpumysasu cxemy XELIRI (41% XELIRI, 5.1% FOLFIRI).
Y nocnimkenni, onybaikosanomy Skof Ta iH., nauientn Gyam pammomisoBaHi IS OTpPHMAHHS
abo FOLFIRI, a6o XELIRI. 3aransha yactora Bianosiai cranosuia 49% y rpymi XELIRI ta
48% y rpyni FOLFIRI (p=0,76). Hanpukinui sikysanus 37% nauientis y rpyni XELIRI ta 26%
MAaLi€HTIB Y rpym FOLFIRI we manu osnak 3axsoproBanus (p=0,56). Tokcuumnicts ﬁyna
NOAIGHOKO MK Pi3HHMHM METOJaMH JIKYBAHHs, 3a BHHATKOM HEHTPOMNEHIl, mpo sKy uactitme
MOBIIOMJISUIM Y MALUEHTIB, sKi oTpumyBain FOLFIRI.
Montagnani Ta iH. BHKOPHCTOBYBAIH PE3y/IbTaTH TPHOX BUIIE3a3H}
3a0e3MeynTH 3aralbHUil aHATI3 PaHIOMI30BAHWUX JIOCITI/DKEHB, Y l'IOplB]—l}O "r
mkysanHs FOLFIRI ta XELIRI npu ikysanni MKPP. }KEHH ‘ DU3HKY
nporpecyBants 6ymo mos'szane 3 FOLFIRI (CP, 0,76; 95% J1l: 045,” .( D ), 11O
YaCTKOBO [MOB'A3aHE 3 0raHOIO0 MEPEHOCHMICTIO BHKOPHCTOBYBAHM gx\qw XE}JLRJ
Haui pangomizoBasoro Kiiniu#oro gocipkenns (Souglakos et al, 20 %j}gggj(o&f},_ ff@p .
FOLFIRI + Gesauusymab i XELIRI + Geaumsymal, He mokasaim cyrrépux pimifinocreii y
BBII3 ado 3B mik meronamu sikysanus. llamientu Gy pamiomizoBani 1 oTpuManus abo
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FOLFIRI nmoc Geparmsyma® (rpyna-A, n=167), ao XELIRI mmoc Oepaum3zymab (rpyna-B, n-
166). Jlns rpynu B v exemi XELIRI Buko HCTOBYBaBCA Kaneuntadin 1000 mr/m° agivi wa gens
npotirom 14 auiB + ipunortekan 250 mMr/m° y neub 1. CepeaHs BHKHBAHICTE Ge3 [IporpecyBaHHs
3axsopiosanHs (BBII3) cranosuna 10,01 8.9 Micaui; p=0,64, 3araibHa BIOKHBAHICTE 2571215
micauis; p=0,55 i vactora BianoBiNeii 45,5 1 39.8%: p=0,32 wis FOLFIRI-Bev Ta XELIRI-Bev
BinoBinuHo. Ilamientn, sxi otpumyBann XELIRI + GeBamusyma6, mnopizomuiu MpO 3HAYHO
Oinbury wactory miapet, (heOpunbHOTl HeiiTponenii Ta WKIPHUX peakuiif J00Hb i CTON, Hik
nauientd, ski otpumysanmu FOLFIR] + Oepanmsymab, 3i 3HauHO OiTBIIOKO 3aTPUMKOIO
JIKYBAHHS, 3MEHIICHHAM J03H Ta NPHITHHEHHAM JIIKYBAHHS.

MHaui Garatouentposoro, PaH0MI30BaHOT0, KOHTPOILOBAHOTO J0C i KEHHS tazu I (AIO KRK
0604) miaTBepKYIOTH BHKOPHCTAHHS KaneuuTadiny B MOYATKOBIH 1031 800 Mr/a’ nporsirom 2
THKHIB KOXKHi 3 THxkHi B KoMmGinamii 3 iPHHOTEKAaHOM i GeBarm3ymaboMm uis nepuoi JiHif
JUKYBaHHS MALIEHTIB 3 MeTacTATHYHHM KOJiopekTambium  pakoM. 120 mnauientis  Gysn
PAHIOMI30BaH Ul OTpHMaHHS momdikosanoi cxemn XELIRI 3 kanermradinom 800 Mr/m°
ABiYl HA JIEHb NPOTATOM /ABOX THIKHIB 3 HACTYITHUM  7-JICHHHM TIepiOZOM  BiIMOYHHKY,
ipurOoTeKanoM (200 mr/m’ y BHIsiAi 30-xBHiHHHOT iHQY3IT B 1-if neHb KONKHI THXKHS) Ta
Oeaunszymabom (7,5 mr/kr y Burasi 30-90-xBumiHHOT iHdy3ii B 1-it 1eHb KOXKHI 3 THXKHI); 127
nauiedtis 6yam pamgoMizosani s MKyBaHHA KarerutaGinom (1000 mr/as? siui na JICHb
NpPOTArOM JBOX THKHIB 3 HACTYIIHUM 7-JeHHHM TEepiONIOM BIANOYMHKY), OKCATIMIATHHOM
(130 mr/™® y Burnsai 2-romusmof iH(y3ii B 1-if 1ens KoXKHI 3 THIKHI) | GeBaumusymat (7,5 Mr/kr y
BUTTSAL 30-90-XBHIMHHOT iHdY3ii B 1-if AeHb KoKHI 3 TikHi). [licas cepeanboi TpuBatocti
CIIOCTEPeKEHHA JUIA JIOCIII/KYBaHOT momynsimii 26.2 micsus BIANOBINI Ha sikyBamus Gyiu
TaKHMH, AK MOKAa3aHO HUIKYE:

TaGmnus 8 OcHoBHi pesysbTatn gocimkenns AlO KRK

XELOX + 6esayuszymat Moougpixoeanuit XELIRI+
(ITT: N=127) beeayuzymab (ITT: N= 120)

Cnieeionowenms
pusuxie 95% JI p-

pisens
Busicusanicme ée3 npozpecyeanns 3AX6OPIOSAHNA uepes 6 Micauie
ITT 76% 84%
95% I 69%-84% 77%-90% 3
Cepeona suncusanicme oe3 RPOZPecy8anna 3axe0ploeana
T 0,93
95% JI1 10.4 micayi 9.0 - 12.0 121 micayi 10.8 - 13.2 0.82-1.07
p=0.30
s Cepeons zacanvna eusicusarnicms
0,90
f:,TT 24.4 micayi 19.3 - 30.7 25.5 micayi 21.0 - 31.0 0.68-1.19
95% A1 =045

Kombinosana mepanis ¢ opyeiin ainii MKY6AHHA MEMACMamuyno2o KOJIOpekmaibno2o paxy
Jlaui Gararouentposoro, PAH/IOMi30BaHOT0, KOHTPOJIBLOBAHOTO KIiHIYHOrO JocHiKeHHs (hasu
I (NO16967) niarsepmkyiors BHKOPHCTAHHS KaneuuTabiny B KoMOiHAIT 3 OKCATiIIATHHOM
JUISA APYTOT NiHIT TKYBaHHS METACTATHYHOTO KOJIOPCKTAIBHOTO paKy. Y mpomy gociimkensi 627
MALEHTIB 3 METaCTATHYHOIO KOJOPEKTATHHOIO KapUUHOMOIO, SIKi OTPHMYBAIH MONEpeNHE
MIKYBaHHS IPHHOTEKAHOM Y KOMOiHAILii 3 ¢ropripumizmHoM K Tepamiero nepuo’ miHii, Gyau
panjiomisoBani s nikysauus XELOX at6o FOLFOX-4. T padik
FOLFOX-4 (6e3 nomaBamus mnaneGo aGo Oepar3ymaldy) Hapegewt
fipoemoncTpoBano, mo XELOX He nocrynaersest FOLFOX-4 3 . _
MPOrpeCyBaHHs y MOMYJIALIL, AKI BUKOHATH YMOBH MPOTOKOIY TH & @n@ tocken s i
NOMYSUiT, AKy IUIaHYBaIM MiKyBaTH (MB. TabIMLIO 9). Pesynsita mokasy

exBiBaenthuii FOLFOX-4 mono 3aranmbnoi BukmBanocti (1} ';,i\ T’a%ﬁ;}l’_&k}lm(}){
CIOCTEPEIKEHHSA HA MOMEHT NMPOBECHHS MEPBHHHUX AHATI3IB y '\.% i;- #ia Hamip
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JiKyBaTHed, craHoBHIA 2,1 POKY: JaHi aHATi3iB Tic/is 10AaTKOBOro 6 MicsuUiB CHOCTEpekKeHHS
TAKOK BKIIOYEH] B TaGIMIO 9.

Tabmuua 9 Kmiowosi pesynsrati edekTHBHOCTI Ais awamizsy He MeHIOT edeKTHBHOCTI
nociipkenns NO16967

IIEPBUHHUH AHAJII3
XELOX FOLFOX-4
(PPP*: N=251; ITT**: (PPP*: N = 252; ITT**:;
N=313) N=314)
Monyasiuis Cepeaniii wac 10 noiv (ani) &
(95% Al)
[apamerp Buskupanus 6e3 nporpecyBanus 3aXBOPIOBAHHS
(PPP*: 154 168 1,03 (0,87; 1,24)
ITT 144 146 0,97 (0,83; 1,14)
IMapamerp 3ara;ibHe BHKHBAHHA
PPP 388 401 1,07 (0,88; 1,31)
ITT 363 382 1,03 (0,87; 1,23)
AOJATKOBI 6 MICSIIIB CIIOCTEPEKEHHS
Mony.siuist Cepenniii uac 10 noaii (ami) CP
(95% 1)
ITapamerp Buzkupanus 6e3 nporpecyBanHs 3aXBOPIOBAHHS
PPP 154 166 1,04 (0,87; 1,24)
ITT 143 146 0,97 (0,83; 1,14)
ITapamerp 3arasisHe BIoKHBaHHS
PPP 393 402 1,05 (0,88; 1,27)
ITT 363 382 1,02 (0,86; 1,21)

*PPP = nonynauis nauieHTiB, AKi BAKOHATH YMOBH POTOKOY Ta 3aBEPUIMIN A0CII IKEHHS: **[TT= nonynsuis, axa
UIAHYE JKyBATHCS

Pak mnynky ni3uboi crajuii
JaHi 0aratoneHTpPOBOro, PaHIOMI30BAHOrO, KOHTPOILOBAHOIO KIiHIYHOTO nociimkenns 111
asu 3a yuacTio MauieHTiB 3 MOWMPEHHM PAaKOM WLTYHKY [iATBEP/UKYIOTh BHKOPHCTAHHS
KanenuTaliHy Juis JliKyBaHHs mepmmoi jinii mommperoro paky maynky (ML17032). V BOMY
nocnivkerHi 160 nauientis Gynu panzomizoBani ais jnikyBauus kanermtadinom (1000 mr/v’
ABiUl Ha JeHb NIPOTATOM 2 THKHIB 3 HACTYNHNM 7-A€HHHM NEPioIOM MEPEPBH) | LHCILIATHHOM
(80 Mr/M® vy BursAi 2-rogMHHOT iHGy3ii I{O)hHl 3 TwkHi). 3aragoMm 156 nauieHrtiB Oymu
paH/IoMi30BaHi [Uld JIIKyBaHHA 5- @Y (800 mr /M’ Ha KieHb, OesnepepsHa iH}y3is B AHi 1-5 KOKHI
3 Tikni) i uucnataaom (80 MI/AMT Y BHIJISAL 2-TOAMHHOT indy3ii B gens 1, koxui 3 THXKHI).
Kaneuutain y xombimaiii 3 mucrnmarunom me nocTymases Tepamii 5-®Y y kKoMOiHamii 3
LHMCILIATHHOM (OO0 BIKHBAHOCTI 0€3 MporpecyBaHHs 3aXBOPIOBAHHS B aHAJIi3i 32 POTOKOJIOM
(koediuient puszuky 0.81; 95% [I 0,63-1,04). Cepemnss BwKuBaHICTH Oe3 MpOrpecyBaHHs
3aXBOPIOBAHHS CTAHOBHIA 5,6 micauis (KaneuuTtabin + uucmiatun) npotu 5.0 micsuis (3-OY +
uucniiatue). KoediiieHT pu3HKy A8 TPHBAIOCTI BH/KHBAHHS (3araibHe BIKHBAHHS) OYB
noaibHuM 10 KoedillieHTa pPH3MKY JUIS BHIKHBAHHS 0Oe3 [IPOrpecyBanHs  3aXBOPIOBAHHS
(xoediuient pusuky 0,85: 95% JII 0,64 -1,13). Cepe:ma TPUBAIICTh BUKHBaHHA ctanosuiaa 10,5
MICSIIIB (xaneumaﬁm + HUCIUIaTiH) npotH 9.3 micauis (3-OV + UHCTUIATHH,
Haui paunomizoBaHoro GararoueHTpoBoro aociivkenns ¢azu 1, )
KanenuTadin 3 5-OV Ta okcaminiaTMH 3 MMCIVIATHHOM Yy NauieHPBIS mommpenmm\ pakom
UUTYHKY, MIATBEPUKYIOTh BHKOPHCTAHHA KareuuTadiHy [uid
nourupenoro paky miynky (REAL-2). V' usomy npocnimxenbi
pan/1omMi30BaH1 3a hakTOpHUM JHM3aHHOM 2X2 B O/IHY 3 HACTYNIHUX 4 KPVIL:,,, "2, _
_ EL[(D empyﬁ:u}m (50 Mr/™® y BHCISAG bomocy B AeHb | KORRL : it '/_l‘éi JIaTHH
(60 M1/ Y BHIJISI ABOTOAMHHOT iH(Y3iT B 1eHb | KOKHI 3 THKHI) 1 X 'J_ Wi
uuisixom OesnepepsHoi iHdy3ii gepes karetep). ===
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- ELIK: enipy6immn (50 mr/M® y Bursal Gomocy B aeHb 1 KOKHI 3 THKHI), UUCTUIATHH
(60 Mr/M® y BAIAI BOTOAMHHOL iH(Y3Il B JIeHb | koxmi 3 THkHi) i KamemuTaGin (625 Mr/m”
ABiui Ha JieHb Oe3MepepBHO).

- EO®: enipyGiuwnn (50 Mr/M° y BUCIAL Gomiocy B JEHD | KOJKHI 3 THIKHI), OKCalinIaTut
(130 Mr/M” y BHISLL 2-TOMMHHOT ingys3ii B aens | kosxHi TpH THKHI) i 5-DY (200 mr/m” oS
msixoM Oe3repepeHoi indy3ii gepes kareTep).
- EOK: enipy6iunn (50 Mr/M° y BurSAl Gosmocy B JeHb | KOKHI 3 THIKHI), OKCATIIATHH
(130 Mr/M” y BHTJISL 2-TOMHHOT indy3ii B Aenb 1 KOKHI TPH THXHI) 1 KarenuTadin (625 Mr/m’
nBiYi HA JIeHb Oe3MepePBHO) .

AHauti3 MepBHHHOI e€()EeKTHBHOCTI B MomyJIAMii 3a MPOTOKOJIOM IPOAEMOHCTPYBaB HE MEHIIY
e)eKTHBHICT 3araibHOI BHXKHBAHOCTI U CXEM HA OCHOBi Kanenurtabiny nopigasHo 3 5-OY
(criiBBitHOWEHHS pr3uKis 0,86; 95% JII 0.8-0.99) i 14 cxeM Ha OCHOBi OKCaJIIATHHY NPOTH
mucriatuiy  (cmipBignowenns pusukiz  0.92: 95% 1 080 -1,1). Cepeaus 3arambHa
BIDKHBaHicTh cTaHoBuia 10,9 MicsuiB y cXeMaX Ha OCHOBI kanenuTadiny Ta 9.6 MicAliB Yy
cxemax Ha ocHOBi 5-®Y. Cepenns 3arajibHa BHKHBaHICT CTAHOBHIIA 10,0 micsmiB y cxemax Ha
ocHOBI eTIaTHHY Ta 10,4 MiCSILiB y CXeMaX Ha OCHOBI OKCaIIUIaTHHY.

Kanemnrabis Tako’ BHKOPHCTOBYBaBcs B KomOiHamii 3 OKCATIMIATAHOM JUIS JIIKYBaHHA
Iporpecyiouoro paky LLTYHKY. JlOCHi/DKEHHS NpH 3aCTOCYBAHHA MOHOTepanii KarnenuTadiny
MOKa3yIoTh, 10 KarnenuTadid i€ paK MUTYHKY Ni3HbOI cramil.

Pak TOBCTOI KMIIKH, KOJOPEKTATBHHIL i PAK IITYHKY Mi3HBOT cTaail: MeTa-aHai3

MeTa-aHani3 [IeCTH KIHIYHUX JOC/TIUKeHb (JI0CTUKEHHS S014695, SO14796, M66001,
NO16966. NO16967, M17032) niareepaxkye 3amiHy KanenutaGiHy 5-®Y y MOHO- Ta
KOMOIHOBAaHOMY JIIKYBaHHI paKy [LTYHKOBO-KHIIKOBOTO TPAKTY. 3BexeHuil anais Bkmoydae 3097
Mali€HTiB, AKI OTPUMYBAIH CXEMH, 1O MicTaTh KarneuuTaoin, i 3074 maiieHTiB, fKi OTPUMYBAIN
cxXeMH, 110 MicTaTh 5-OV.

Cepenniil 3aranbHHil Yac BIKHBAHHS CTAHOBHB 703 ami (95% JII: 671; 745) y natienTis, sKi
OTPHMYBIH CXEMH, IO MICTATH xamerTaGin. i 683 aui (95% II: 646; 715) y mamieHTis, AKi
OTPUMYBA/TH JTIKYBaHHS 33 CXeMaMH, WO MICTATH 5-0V. KoediuieHT pUs3uKy s 3araibHOIO
BIOKuBaHHS cTanoBuB 0,94 (95% JII: 0,89; 1.00, p=0,0489), mo BKa3ye Ha Te, 1O CXEMH, ILO
MiCTSITH KaleLTa0iH, He MOCTYIAITHCS CXeMaM, Mo MicTATh 5-DY.

Pak M0JI0YHOI 331031

Kombinosana mepanis kaneyumaoinom i Ooyemaxceiom npu Micye6o-nowupenomy aoo
MemacmamudyHoMy paky Moao4HOl 3a103u

Jlani oaHoro OaraToUEHTPOBOTO, paHI0Mi30BaHOTO, KOHTPOJILOBAHOTO KTHIYHOrO JOCII/UKeHHA
[II ¢a3u miATBEPUKYIOTH BHKOPHCTAHHA kanenuTabiny B KOMOIHANIT 3 J01leTaKCeIoM LI
JMiKYBaHHS NALIEHTIB 3 MiCHEBO-NOMMPEHIM a00 METACTATHIHIM PAKOM MOJIOUHOT 3aJ103H TiC/Is
HeeeKTHBHOCTI IMTOTOKCHYHOT XiMioTepaltii, BKIIOYar0H AHTPALMKIIH. Y [BOMY J0CIIKESHHI
255 nauienTiB GyIM paHAOMi30BaHi VIS JTiKYBaHHSA kanenuradinom (1250 wmr/M” aBiui Ha eHb
IPOTATOM 2 THXKHIB 3 N01aJIBILIHM 1-THIHKHEBUM TMEPIOZOM [IEPEPBH Ta AOUETAKCEIOM 75 mr/m’ y
BHIISAL  1-TOMMHHOI BHYTpiIHBOBEHHOI iHQy3il KokHI 3 THKHI). 256 mnauientis Oyinu
panzOMi30BaHi U JiKyBaHHS JIHMINE JIOLETAKCEIOM (100 mr/m® y  Bursisi  1-roamHHOT
BHYTpilIHbOBEHHOT iHDY3ii KoKHi 3 TrokHi). BrokiBanas Gy/10 BHIIHM Y rpyini KOMOIHOBAHOTO
JiKyBaHHS KarneluTabiHoM + J0LETaKCeIoM (p=0.0126). Cepeans BHKHBaHICTH CTAHOBU/IA 442
aHi (kanenuTadin + gouerakcen) npotd 352 JHIB (JlOLETAKCel OKPEMO). AllbHI TOKA3HHUKH
06’ eKTHBHOT BiAMOBiZl y Beiil pammomizoBaniil momyssuii (ominka
41,6% (karmenuTadin + joneraxcen) MpoTH 29.7% (nouetakcen o
MpPOrpecyBaHHs 3aXBOPIOBaHH:A OYB KpallkM ¥ rpymni KoMOIHOBaHO
+ nouerakcenom (p<0.0001). Cepenniii yac 10 nporpecyBaHHs cTa
+ nouerakcesn) npotu 128 auiB (oueTaxkces OKPEMO). BN o Mg
Monomepanis kaneyumaodinom nicis HeehexmueHocni maxkcanie ';}ia\':a__.,‘_}q.}‘;;{;i‘(’-:é"ﬁi'ricg;riep nii, o
Micnume aumpayuKtin, i 048 Mux, KoMy mepanis anmpayuriinamu HONORAIAHE
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Jlani 7BOX GAraTOLEHTPOBHX KIiHIYHHX J0CHiTKeHb (hasu II niATBep/UKYHOTh BHKOPHCTAHHA
MOHOTeparii KarmeuuTaGiHOM 1S TiIKYBaHHS MAIIEHTIB Mics HeepeKTHBHOCTI TAKCaHIB Ta CXEM
ximioTepartii, 110 MiCTHTb aHTPALMKIH, 200 Ui THX, KOMY M0//1bla Tepartis aHTpalHKIIHAMH
we mokasama. Y IHMX JIOCTUDKEHHSAX 3aramoM 236 mauieHTtiB OTpHMyBamH KaneuurtadiH
(1250 Mr/M’ ABiul HA J€HB NPOTATOM 2 THIKHIB 3 NOJAIBIIKUM |-THKHEBHM MepiooM MEPEPBH).
SaranbHull  piBeHb 00 €KTHBHOT BiAMOBiAl (ouinka jpociiaxuka) cramosus 20% (mepuue
nocimkenns) Ta 25% (apyre xocimkenns). Cepeniii yac 10 nporpecyparHs ctaHoBus 93 198
auis. Cepeans BUSKHBaHICTH cTaHoBu1a 384 1373 nui.

Bei nokazanus

Meta-anatiz 14 KIiHIYHHX JOCTiKeHb 3 ganumH mnoHan 4700 namieHTiB, AKi OTPHMYBAJIH
MOHOTepaniio KaneuuTadimom afo KamemmTabiHoM y KomOiHamii 3 pisHHMH CXEMaMH
XiMioTepanii 3a KilbkoMa MoKa3aHHAMH (PaK TOBCTOI KHIUKH, KOJOPEKTATBHUH paK, paK UUTYyHKY
Ta MOJIOUHOI 3a103H ), MOKA3aB, 0 Y Nalli€HTIB, SKi NpHiiMaIH KanenuTalin, y SKHX PO3BHHYBCA
JIOJIOHHO-TTI TOMIOBHMIi CHHIPOM MM JOBLIY 3arajbHy BHKHBAHICTh MOPIiBHAHO 3 MAIEHTAMH,
y SKHX CHHIDPOM HE PO3BHHYBCS: MeJiana 3arajnbHoi BikuBaHocti 1100 mHiB (95% I 1007;
1200) mpotu 691 must (95% JI1 638; 754) i3 koedinientom pusuxy 0,61 (95% JlI 0,56: 0,66).
3acTocyBaHHS Y JIiTei

€BporneiichbKe AareHTCTBO 3 JIKAapchKHX 3aco0iB BiIMOBHIOCS BiIl OOOB’A3KY MPOBOJMTH
JoCTi/DKeHHs ped)epeHTHOro mpenapary B yciX MiArpymax NeaiaTpudHoi Momyssuii mpu
a/ICHOKaPIHHOMI TOBCTOT Ta NPAMOT KUIIKH, aJIeHOKAPLIHHOMI HUTYHKY Ta KapIHHOMi MOJIOYHOT
3a1031 (MB. po3sia 4.2 st iHopMaLlil mpo 3acTocyBaHHs y JiTeil).

5.2 MapMaKOKiHETHYHI BJACTHBOCTI

dapmakokiHeTHka Kaneuutabiny Oyna omideHa B JianasoHi 03 502-3514 mr/m*/n06y.
[lapamerpn  Kameuuradiny, 5'-ne3okcu-5-propumruanny  (5'-APLIP) i S-pe3okcu-3-
dropypuanny (5'-JIOYP), Bumipani na 1 i 14 ui, Gymn noaiGumvm. AUC 5-OVY Gyia na 30%-
35% BUIOIO Ha 14 jeHb. 3MEHIICHHS 703H KanenuTabiHy 3MEHIIye CHCTEMHY €KCHO3HIII0 5-
DY Ginblue, HiXK OPONOPLIHHO /1031, Yepe3 HediHilHY GapMaKOKIHETHKY aKTHBHOIO metabomniTy.
BeMoKTYBaHHSA

Ilicns mepopaabHOro mnpuiioMy KameuuTadiH IBHAKO Ta EKCTCHCHBHO BCMOKTYETBCS 3
[OAATHIIHM IHTEHCHBHUM TiepeTBopeHHsM Ha metabomitu 5'-JIOLP ta 5-JIOVYP. 3acrocyBanus
3 TIKEI0 3HHKYE IIBHKICTh BCMOKTYBAHHA KaneuutabiHy, ajie nNpH3BOHTE JIHIIE 10 HE3HAYHOTO
By Ha AUC 5'-JIOYP ta na AUC Hactynmoro metabosity S-®VY. V nosi 1250 Mr/m” Ha 14-
i JIeHb i3 3aCTOCYBAHHAM Mic/is npuifoMy T nikosi konuenTpauii B maasMi (Copax y 1r/min) s
kaneuutabiny, 5-JA®LIP, 5-IOVP, 5-OV 1a ®BAJI cranosumm 4,67, 3,05. , 12,1, 0,95 1 5.46
Bianosimno. Yac mocsaraeHHa MakcHManbHol konuenTpauii B riasMi (T y rojiMuax) craHoBUB
1.50, 2.00, 2,00, 2,00 ta 3,34. 3navenns AUC,, y nr*rom/mn cranosuiu 7.75, 724, 24,6, 2,03 1
36,3.

Posnoain

JlocTi pKeHHS TUIA3MH JIIOJIMHH in vitre nokasad, uo kanerutadin, 5'-APLP, 5-JIOVP i 5-0Y
3B'13y10Thes 3 Ginkamu Ha 54%, 10%, 62% 1 10%, ro1oBHUM YHHOM 3 aE0yMIHOM.
Biotpancdopmaiiis.

Kanenurabin crodatky MetaborisyeTbes NeuinkoBowo kapbokcunecTepasoro 1o 5'-JAPLP, skuit
moTiM mepeTBOpioeThes Ha 3'-JIMYP uurHanHae3aMiHa3010, AKa MEPEBaKHO JIOKAMIZYEThCA B
mewinmi Ta OyXJIMHHMX TKamuHax. [lojaibma Karanitmusa aktusauis S-JIOYP  notim
BinGysaeThes TUMiauH(ochopunazoio (ThyPase). ®@epmentu, 1o 6epyTh yHacTe y KaTaTiTHYHII
aKTHBALlil, 3HAXOAATHCH B MYXJMHHUX TKAHHHAX, ale TAKOK | B HOPN aHMHAX, X04a

5-dY npu3BOAMTE [0 BHINMX FOr0 KOHILEHTpalii y myx rnx  Tkapuidx) Vo pasi

KOJIOPEKTANbHUX [yXJHH reHepauis 5-PY. wmalyrb, 3Ha4H 4 JokaizbBana B

MyXJHHHHX CTpOMalibHUX KiiTuHaX. [Ticas nepopaibHOro NpHHONY. 'a.geuﬂ'l%d' dri¢HTaMu 3
r .i.r .f-’l
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A0 maasmu ckaano 21.4 (six 3,9 1o 59.9. n=8). roai sk BiaHOIEHHS Y 3/10pOBHX TKaHHHAX JIO
miasmu 6yso 8.9 (8ix 3.0 10 25.8, n=38). By/0 BU3HAYEHO, 1110 AKTHBHICTH THMiaHHpOChOpHIazN
B NEPBHHHIN KOTOPEKTANBHIH MyXiuui B 4 pasu Ginbiua, Hik Y HMPHIETTii HOPMaTbHIN TKAHMHI.
3riHo 3 IMYHOTICTOXIMIYHMMH  J10CTIUKEHHSIMIL. THMiHH(OChOpHIaZa 3HAYHOIO Mipoio
JIOKAJIi30BaHA B CTPOMATBHUX KJITHHAX MTyX/THHH.

-V nmani  karabonizyetscs  (epmeHTOM JUAT1IPOTI PHMIIMHIET IPOreHa30k0 (AT o
Habarato MeEHII TOKCHYHOTO aurigpo-5-propypaumny  (OVI2). Juriaponipumiannasa
PO3UICIIIOE MiPUMIiIHHOBE KiJIblIE 3 YTBOPEHHSAM 5-¢ropypeinonponionosoi kuciotn (OYIIK).
Hapeurri, B-ypeino-nponionasa posmemnmoe ®VIIK 1o a-tryopo-B-ananiny (®BAJI), sxwii
BHBOJMTBCS 13 cever0. AKTHBHICTH aurigponipuminusaeriaporenasu  (JAIJ]) e KPOKOM
00OMEKeHHS! IIBH/IKOCTI.

Hedium JIITJT Moxe npu3BecTH 10 MiABMILEHHS TOKCHYHOCTI Karneuurabiny (auB. po3ainu 4.3
ta 4.4). Buseenns

[lepion manisBuBenenus (t, y roauHax) kaneuutadiny, 5'-JI®ILP, 5'-IOVYP, 5-®Y ta OBAJI
cranosus 0,85, 1,11, 0,66, 0,76 i 3,23 sixnosiaxo. Kanenutadin ta iioro METabONITH MePEeBaXkKHO
BHBOZMTBCA 3 ceuero; 95,5 % BBeaeHO! 103H KaneuuTabiHy BHSBASETHCS B ceui. Bunineuus 3
KanoM MiHiMasbe (2,6%). OCHOBHHM MeTaGomiToM, SKHil BUILIRETbCS i3 cevero, € DBAJL, mo
CTaHOBUTh 57 % BBeieHoi 103u. Bmmsbko 3 % BBeeHOT 703M BHBOAMTHECS i3 ceuero B
HE3MIHEHOMY BHIJISIIL.

Kombinosana Tepanis

Hocnimxennst [ ¢asm, B SKHX OWIHIOBATH BB KameuntabiHy Ha (hapMakoKiHeTHKy
AOLETAKCeNly YH MaKJIITaKCely i HABNAKH, HE MOKA3aIH KOJHOIO BIUIMBY KareuutaOiHy Ha
(papmaxokineTnky gouerakcesny un nakiitakceny (Cpay 1 AUC) i omuoro BILTHBY JIOIIeTaKCETy
4H MaKjiTakceny Ha Gpapmakokinetnky 5'- JJOVYP.

DapMakoKiHETHKA B OCOOIHMBHX MONYASIISX

Honynsuiitauit GapmakokineTrynmii ananis MPOBOIMIIA TICIS JIKYBaHHS Kanewurabinom 505
MAUIEHTIB 3 KOJOPEKTAILHAM PakoM y 1031 1250 mr/m> asiui ma Jenb, Crare, HasBHICTH abo
BIZICYTHICTh MeTacTasiB y nedinmi na MOYaTKy JOCTHLAKEHHA, CTaH 3a KapHOBChKKM. 3aranbHHii
OinipyGin, cupoBatkosuii ansOymin, ACAT ta AJIAT He Mau CTATHCTHYHO 3HAYYIIOTO BILTHBY
Ha (papmakokineTHky 5'-JIOVYP, 5-OV ta GBAIL.

Hayienmu 3 nopywennsy gynxyii nevinku énacrioox memacmasie Y nevinyi

3a nanuMu (papMaKoKiHETHYHOIO AOCTIIKEHHS 3a Y4acTIO OHKOJIONYHHMX MALI€HTIB i3 JTerkKum
abo mOMipHHM MOPYIICHHAM (DYHKIT [EUiHKH BHACTIIOK METACTA3iR Y TMeYiHIli, BCTaHOBJICHO,
o OioxocTynHicTs Kaneuutabiny Ta excrnosuiis 5-OY MOXKYTb IIABHIIYBATHCS MOPIBHAHO 3
nauientamu 6e3 nopymenus (GyHKIi newinkm. PapmakokiHeTHYHI AaHi MOJ0 NALiEHTIB i3
TSKKOIO NIEYiHKOBOKO HEAOCTATHICTIO BiACYTHI.

layienmu 3 nopywennam gynxyii nupox

Ha mnincrasi (apmakokineTnunoro mociimkenns 3a Y4JacTiO OHKOJIOTIYHHMX [allieHTiB i3
TNOpYIIEHHAM (PYHKIIT HUPOK BiJl JIETKOTO 110 TAKKOTO CTYNEHS HEMae 0Ka3in BILTHBY KIipeHCY
KpeaTHHIHY Ha (apMakOKiHETHKY HE3MIHHOTO npenapary ta 5-®V. Byno BusiBieno, uo kiipese
KpeaTHHIHY BILUIMBAE HA CHCTEMHY EKCMO3MIIIO S-JA®VP (36inbwenns AUC na 35 % pH
3HIDKeHHI Kaipency kpeatntiny na 50 %) i ®BAJl (36inbmenns AUC na 114 % TIpH 3HHIKEHHI
KJipeHey kpeatuniny Ha 50 %). ®BAJI € metadonitom Ges AHTHIIPOTI(PePaTHBHOT AKTUBHOCTI.
Hayicumu nimnvoeo sixy

Ha migcrasi nonyssuiitoro papmakokisernunoro aHaui3sy, siknii OXOILTIOB ICHTIB Pi3HOTO
BiKy (Bim 27 no 86 pokis) i Bkmouas 234 (46%) mnauientis crap #X Q5 pokis,
BCTAHOBJICHO, LI0 BIK HE BIJIHBac€ Ha dbapmakokinetuky 5'-JJOVPFL,
30LIbLIyBaNacH B 3aM€KHOCTI Bi BiKY (36ij1bmeis Biky Ha 20%
AUC ®BAJI na 15%). ﬁmosipﬂo, 1e 30LTBIIEHHS 1T0B I3aHe 31 3MiH
Emuiuni haxmopu

[licna nepopanshoro 3actocyBanus 825 mr/a’ KarneunTabiny aBiui N Hb, fAPoTH) df1t A4 nnis
ATOHCHKI natienTn (n=18) Manu npuGansuo Ha 36% Hukdy Copay i HR 247 HEaiyAUC g
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KanenuTabiny, HiXK eBporeoini natienTn (n=22). SIMOHCHKI MAEHTH TAKOK MATH MPUOIH3HO
ma 25% HK4ay Cpay 1 HA 34% nukday AUC auis ®BAJL, Hixk eBponeoiuni namienTn. Kiiniuna
3HAYYIICTH IMX BiAMiHHOCTEH HeBizoma. He criocTepiranocsi iCTOTHHX BIAMIHHOCTEH Y BILIUBI
inmux Metabounitie (3'-A®LP, 5'-JIOVYP i 5-OY).

53 Jlokainiuni gaHi 3 6e3neKH

V fochipKeHHSIX TOKCHYHOI i1 MpH TOBTOPHOMY BBEJCHHI LIOJICHHE MEpopajibHEe BBEJICHHS
KarenuTaOiny ABAHCHKHM MAaKaKaMm 1 MHIIAM YMHHIO TOKCHUHY M0 Ha LUTYHKOBO-KHIIKOBHIH
TpaKT, MM(OIIHY Ta reMONOCTHIHY CHCTEMHU, XapaKTepHy JUid dropmipuminunis. Lli TOKCHUHI
epextn Oymm  oGopornumu. [lpu jacTocyBaHHi KameuurtaGiHy —crocTepiraiacs —IKipHa
TOKCHYHICTD, 110 XapaKTepH3yBAIacs JereHepaTHBHUMM/PErpeCHBHUMA sminamu. Kanernrabin
He MaB Tokcuunoro BBy Ha nedinky Ta LIHC. CepueBo-cyannna TOKCHYHICTH (HalpHKIal,
nomopxkenns PR- Ta QT-imtepBaniB) Oyna BHABIEHA Y SBAHCRKMX —Makak mics
BHyTpimHEboBeHHOro BReneHHd (100 Mr/Kr), ane He 1ic/si MOBTOPHOTO NMEPOPATBHOTO BBEACHHSA
(1379 Mr/M*/IEHB).

JlBopiuHe NOCIIUKCHHS KaHIIEPOTCHHOCTI Ha MHIIAX HE BHABUIIO JIOKa3iB KAHIEPOTeHHOCTI
KarenuTadiny.

[lix wac CTAaHAAPTHHX JOCTKeHB (EPTHIBHOCTI y CAMOK MHMIUICH, SKI OTpUMYBAJIH
KarmenuTadiH, CrocTepirazocs MOripeHHA (GepTHIBHOCTI; MpoTe ueit epext OyB 00OPOTHHM
micns mepiofy 0e3 BBeJeHHs JKapChKOro sacoby. Kpim Toro, mig wac 13-THXKHEBOTO
nociKenHs arpodiuni Ta ereHepaTHBHI 3MiHH BIAOYIHCA B PEIPOAYKTHBHUX OpraHax camIliB
MuIIeit; oHaK 1i epexTn Gyam 0GOPOTHUMH Tic/A Mepiofy 0e3 BBEACHHS JiKapeeKoro 3acoly
(nuB. po3ia 4.6).

YV jociimkeHHsX eMOPIOTOKCHYHOCTI Ta TEpaTOreHHOCTI Ha MHINax criocTepiraiocs
710303a/IeKHE MiIBHIIEHHA Pe30pOLil y MIOAa Ta TEPaTOreHHocTi. Y Masll MpH 3aCTOCYBaHH1
BHCOKHX JI03 criocTepiraiucs adopt i sarubesns emOpiona, ane J0Ka3iB TepaToreHHOCTI He OyI10.
Karenutabin He 6YB MyTareHHHM in vitro Juia Oaktepiil (TecT Eiimca) abo KiiTHH ccaBLiB
(amaii3 MyTaIlii reHa KHTAHCBKOro Xom ska V 79/HPRT). OnHak, noaiGHO /10 iHIIMX aHAJIOTiB
HyKj1e03uiB (To6TO 3-DV), KamenuTabiH MpoABIAB KJIACTOrCHHICTh Y JiM(pOUMTAX MOIAHHH (in
vitro), i B MIKpOSUIEDHHX TeCTaXx KIiCTKOBOIO MO3KY MHULIEH crocTepiraiacs MO3UTHBHA
TeH ieHIs (in vivo).

6. ®apmaneBTHYHA iHdopMauis
6.1  JlonomizKHi peoBHHNI
Anpo:

Kpockapmesiosa HaTpito

[lesmono3a MiKpOKpHCTATiYHa
[impomernosa

KpemueseM kosioinuit 6e3BoHUI
Marsuiio creapar

[TniBKOBE MOKPHTTS:

[inpomenosa

Jlioxcun Tutany E171

Tanbk

Makporoi 400

Yepsouuii okenz 3aniza E172

Xopruii oken 3aniza E172

6.2  OcHOBHI BHIIAKH HeCyMICHOCTI
He 3acTocoBy€eThCH.

6.3  Tepmin npumiaTHoCTi.

36 micsul

6.4 YmoBu 30epiranns.

36epirati npu Temneparypi wuzkde 30 °C.
6.5 YnakoBka.




/28

Kanerpan, rabnerku, Bkputi niiskoBoro 06050mK00 1m0 150 Mr: [IBX/TIBJIX-amominiesi i
[IBX/IE/MBJIX-amowminiesi 6rictepu. B ynakosui 60 taGnerok.

Kanerpan, rabnerku, Bkputi miiskosoto o6omonkowo mo 500 mr: [IBX/TIBJIX-amowminiesi i
[IBX/ITEMIB/IX-amominiesi Gricrepn. B ynakosui 120 taénerox.

He Bci posmipn ynakoBok MoxkyTh GyTH [IPO/IaHi.

6.6  OcobumnBi 3ax01m Geznexn NPH YTHIBAWIT Ta iHWKX ¢110co6aX MOBOLKeHHS
Byne-skuii  neBuKOpHCTaHMit nikapcekuit 3aci6 aGo BUIXOH TMOBHHHI 6yTH yTHii30BaHi
BIAMOBIZHO 710 MICLIEBUX BHMOT.

% Baacuuk peecrpauniiinoro nocsituenns

TOB "Pemenuka"

Axapton Crp., Jlimaccon [umyctpian Crare,

3056 Jlimaccou, Kinp

8. Homep peectpaniitnoro nocsizuenns

Kanerpan, TaGietku, BKpHTI IUIIBKOBOIO 060I0HKOIO no 150 mr: 021625 Kanerpan, taGnerku,
BKPHTI [TIBKOBOIO 060/10HKO0 110 500 Mr: 021626

9, Aata nepmoi peeerpauii mikapebkoro 3acody

Hara mnepwoi peectpauii JiKapeekoro 3acoGy: 21 rpyams 2012 p. Jlata ocrannboro
npozaosxkeHHs: 28 tpasus 2019 p

10.  JTata octannboro meperasiy.

02.11.2021

Juwe ons enympiwnvozo suxopucmanns: cy-spc-kapetral-fe-tabs-v10-r00-a0
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[HCTpYKIist 1711 MeIHUHOTO 3acTOCYBAHIS
Indopmauis s naienra
Kanerpau, TabaeTkn, BRpuTi 1U1iBK0OB0I0 060.,10HK010 110 150 Mr
Kanerpasa, Tadaerkn, BRpuTi n11iBK0B010 060.10HK010 110 500 M
Kaneunradin

YBaxkuo npountaiite Bech indopmauiiinmii AHCTOK, nepu HiK MOYATH 3aCTOCOBYBATH
AAHHI JiKapeLKHii 3a¢i0, TOMY Mo Bin MicTHTS BAK/IMBY iH(opmaniio nias Bac.

- 30epexiTh fanmii indopmauiiinmii micTok. Moxmeo, Bam noBexerses NPOYHTATH HOrO
mie pas.

- Axio y Bac € 101aTKOBI THTaHHS, 3BEPHITHCS 10 CBOTO nikaps abo apmaresra.

- Jlaunit gikapeekmii 3aci6 6yno npusnaueno mume Bam. He nepenasaiite JiKapceKuii
3aci6 inmum. Lle Moke 3amkouTH M, HABITH SKINO IXHI 03HAKH XBOpOOH Taki . sk 1 y Bac.

- JAkmo y Bac BHHMKHYTH nNOGIuHI edekTH, MOroBoOpiTE 3i CBOIM Jikapem a6o
(apmanesrom. Ile Brmouae Gyap-sKi MOKIMBI MOGIYH ebexTn, sKi He BKazaHi B jaHOMYy
iHpopmaritiHomy ucTKy. Jlns Possin 4.

o B xanomy indopmauiiinomy amerky:

[Tlo raxe Kanerpan i HaBiuio Bin BHKOPHCTOBYETHCS

[Ilo motpiGHo 3HaTH, mepur Hixk 3acTocOBYBaTH Kanerpan
Sl 3acTocoByBatu Kanerpan

MoskuBi no6iuni edextu

Sk 30epiratn Kanerpan

Bumict ynakoBku Ta inma indopmaris

ol O R

1. o raxe Kanerpas i nasimo Bin BHKOPHCTOBYEThHCS

Kanerpan naiexurs 10 rpymu JIKapCHKUX 3aC00IB MMijl HA3BOIO (ITHTOCTATHKHY, AKi 3YIHHSAIOTH
pict pakosux kiiThH. Kanerpan MicTHTs KanenuTaGin, skmii caM mo coGi HE € HHTOCTATHKOM.
Jluwe micna 3acBoenns opramismoM Bim NICPCTBOPIOETECS HA AKTHBHHI [POTHpaKOBHil
JiKapehbKuii 3aci0 (Oiblie B MyXIHHHIN TKAHHHI, Hi%k y HOpMaUlbHii).

Kanerpan 3actocoByiorh st JikyBaHHS paky TOBCTOI KHIIKH. IPAMOI KHIIKH, HUTYHKY abo
MOJIOYHOT 3aJ103H.

Kpim Toro, Kanerpan BukopuCTOBYETBCS 15t 3anobiranns HOBOMY BHHHKHEHHI) paKy TOBCTOI
KHLIKA [iCIs MOBHOTO BHIAQJEHHS IYXJIHHU Xipypriunum muisixom. Kanerpan moxua
3acTocoByBaTH OKpeMo abo B KOMOIHAUIT 3 IHIIKMH JIKApPChKHMH 3ac00aMH.

2. 1o moTpiéno 3uaTi, nepm nixk 3actocoByBaTH Kanerpan
He 3acTocoByiire Kanerpan
. aKkmo y Bac aneprin ma kaneumraGin aGo Oyab-skuii iHmmii IHIPeIIEHT JIaHOTO

JKapebKHii 3aco0y (nepepaxosanuii y po3aiii 6). Bu noeuHHi IOBIIOMHTH CBOTO JiKaps, AKIIO
Bu 3naete, mo y Bac € anepris abo peakuis nigsumesoi YYTIIMBOCTI HAa JaHHIl JiKapChKHii
3aciO.

. akwo y Bac panime Gynm cepiiosni peakuii ma Ttepamiio ¢ropripuminirom (rpyna

MPOTHITYXJIMHHHX JIKapChKHX 3ac00iB, TAKKUX K QTOpyparti).

. AKio Bu saritai abo roayere rpymmo. -

. aKmo y Bac ayxe musbkuii piBens neitkountin a6o tpomGommTi OTIEHis,

HeHTporneHis abo TpoMGonUTONEHIS). J S

. KO y Bac cepiiosni mpoGremu 3 neuinkoio abo HupKam. \7

. SKmo  Bu smaete,. mo y  Bac BiACYTHH |4 31561;1\ CHTY

AuriaponipumimmHaerigporenasu (JII1JT) (mosrwmii aediunt JI1). %\\ e TAGIKA UMM /0‘

. skuio Bu 3apaz nikyetecs aGo orpumyBann npotarom ocran A{ﬁ&«l{!{ﬁa“ﬁ@gﬁ JIMH Y
= P = e

PaMKax Tepartil onepisyBatbHOro reprecy (BiTpsiHoi Bicru aGo OI1ePI3y IONQL O HTITAR)
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3acTepesxenns Ta 0co0.1MBi 3aM06iKHI 3ax01H NpH 32CTOCYBAHHI
[Torosopits 3i cBOIM Jlikapem aGo papmaieBToM, mepur Hisk 3actocoByBaru Kanerpan

. AKmo Bu 3maere, mo y Bac € wacTkoBa HEMOCTATHICTH AKTHBHOCT (bepmenty
auriaponipuMiannaerizporenazn (JI11).

. KO y Bac € poamd 3 wactkoBuM a60 moBHHM gediumrom (bepmenty
auriaponipumiuageriaporenasu (JIIT)

. AKIIO y Bac € 3axBopioBaHHs neuiHK# aG0 HHPOK.

. akmo y Bac € abo Gy npoGnemu 3 cepuem (Hanpukiaz, HeperyapHe cepueGuTTs ado

Otb y rpyasx, MeNemni Ta CruHi, BUKIHKAH] (i3HIHAME HABAHTAKEHHSMH i yepe3 npobiemu 3
HPHIHBOM KPOBI JI0 cepiis).

. K0 y Bac 3axBOproBaHHS MO3KY (HanpuKiaj, pak, skuii NOLIMPHBCA Ha MO30K, abo
MOIIKOUKEHHs HepBiB (Helponaris)).

. AKWO y Bac € qncbananc kanbliio (BHABISETHCS B aHATTI3aX KPOBi).

. AK1o y Bac € giaGer.

. SKILO Bu He MOKeTe yTpuMyBaTH iy aGo BoAy B oprami3mi yepes CHJIBHY HYZOTY Ta
OmmoBoTy.

. AKio y Bac e niapes.

. AKIIO y Bac € 3neBoiHeHHS.

. Ko y Bac e qmcbananc i0HIB y Kposi (1ucGananc eeKTpONITIB, MO BHABISETHCS B
aHajizax).

. Ko y Bac B anamuesi Gy npoGremu 3 ounma, ockinbkn Bam Moxke 3HanoGHTHCS
JIOJIATKOBHI MOHITOPUHI" BAIlIMX OYEit.

. AKLIO y Bac € cepiio3na mkipHa peaxiis.

Aepivum JILT: Jebinmr T[] — ne resernunnii cTaH, sKuii 3a3BHYai He MOB sA3aHHii 13
npobiemamu 3i 3710poB’am, AKio Bu e npuiivaete nesni nikn. Skmo v Bac € nediumt I/ i
Bu mnpuiimaete Kanerpan, y Bac migsumenmuit PH3HK CepHO3HHX mnobOiYHuX edeKTiB
(mepepaxoBaHux y posaini 4 Moxmuei nobiuni edektu). Ilepen nouarkom mikyBaumus
pekoMeHayeThes nepeBiput Bac na nediumt /1. Ilpu BincyTtHocTi akTHBHOCTI (bepmenTy
3acTocoByBatn Kanerpan ne MoxHa. SIkmio y Bac 3HHKeHAa akTUBHICTS bepmenty (yacTkoBHii
nedinuT), TiKap MOKe IPH3HAYMTH 3MEHIIeHy 103y. SIKIO y Bac neratuHi pesynbratu tecty
Ha gediunt I, cepiiosni ta neGesmeuni juig KATTH MOGIyHi eeKTH Bce OJHO MOXKYTH
BHHHKHYTH.

JiTh Ta miutitkn
Kanerpan e mokasammii 10 3actocyBaHHs aitam i mimtitkam. He MoHa 3aCTOCOBYBATH
Kamerpas mitsm i miitkam.

Inmi gikapeski 3aco6m Ta Kanerpaa

[lepen mouarkom niKyBaHHA MOBiZOMTE CBOroO jikapst abo (papmanesra, Ko Bu 3aCTOCOBYETE,
HEIIOIaBHO 3aCTOCOBYBAIH a00 MOXKeTe 3aCTOCOBYBATH Oyab-aki iHwi diku. Lle HaBBHUaiinO
BKIIMBO, OCKIIBKH MPHIHOM KiJBKOX HiKiB OHOYACHO MOXKeE MOCHINTH a6o MoCIabuTH JIiio
JTKIB.

Bu we nosummi 3acrocoysatn GpuByamn (nporuBipycHuii ik
JUKYBAHHS ONEPiBYI0OYOro Juman a6o BiTpsiHOi Bicnmu) npu o;
RameunTadinom (BKI04a04N nepioan Biamounuky, xoam Bu
Ta0J1eTOK KanenuTadiny).

Skmo Bu npumiimasn Gpusymmm, Bam cain nouekats mouai
NPHITHHEHHS NPHHOMY OPHBY/IHHY, HepII HiIK MOYATH 32¢TOC
JuBiThes Takoxk posaia «He 3acTocoByBatTn Kanerpain.

s - T
& /npuiivaere Ko,

/ X \
.| \GBYLT {*’PAPMA- .,
l.gl e -4», THAHI /nigus
Jg\éﬁ'}u KanewFrZoin.
\\sz»}\ wos | A4

B ~\\*

N GB-Ao 936300
80311dyeeZ0-81d

Coerbon A1 8

g/



Bu nosunHi 6yri ocobuso obepekHuMH, aK110 Bu 3aCTOCOBYETE OY/Ib-1110 3 HACTYMHOrO:
. JKH BL IOarpu (a1omypHHo).

. JiKapehki 3aco6u, mo PO3PILKYIOTE KPOB (KyMapHH, BapdapuH).

. JIKH BiJI cyz0M a60 TpeMopy (heniroin).

. inTepdepon anbda.

. NPOMEHEBY Tepaiio Ta AesKi JiKapchki 3aco0H, mo BHKOPHCTOBYIOTHCS JUIS JIIKYBaHHS
paky (pomiHoBa Kuc0TA, OKcainaTuH, 6eBaunsymas, UMCIUIATHH, IPHHOTEKAH ),

. JIKH, 10 3aCTOCOBYIOThCS IS MKyBaHHst Ae(iuuTy (GosrieBoi KHCIOTH.

3acrocyBanus Kanerpaay 3 ikeio ta nanosivn
3acrocoysatu Kanetpan ciia He mismiime ik depes 30 XBHIIMH mics ki,

Barirnicts i roqysanns rpyaaio

Sxwo Bu Barithi a6o roayere TPYJULIO, MiIO3PIOETE, 110 BAriTHI 200 NaHYETE 3aBECTH AUTHHY,
TIPOKOHCY/IBTYHTECH 3 Jlikapem abo (apmarieBTom, nepul HiK 3aCTOCOBYBATH J1aHHii JKapCBKMii
3aci0. Bu He noBuHHI 3actocoByBatd Kanerpan, sxmo Bu sarithi ao AyMaeTe, 10 MOKeTe
OyTtn BaritHi. He Moxua FOZYBaTH IPYULIO M 4ac 3aCTOCYBAHHS Kanerpany ta nporsrom 2
THIKHIB IIC/IA 3aCTOCYBAHHS OCTAHHBOT 103,

SAkmo Bum kimka, ska mowxe 3aBariTHiTH, Bam cain BukopuctoByBatH eekTHBHI 3acobu
KOHTpauenuii nig uac mikypaxns Kanerpatom i nporsrom 6 wmicsimis micns 3aCTOCYBaHHS
OCTaHHbBO1 JJO3H.

Slkmo Bu mnauient i sama TApTHEPKA MOKe 3aBariTHiTH, BH noBHHHI BHKOPHCTOBYBATH
epexTuBHi 3ac06M KoHTpauenuii mix wac nikyeauns Kanerpasou i IPOTATOM 3 MicsALiB mic/s
3aCTOCYBaHHA OCTAHHBOI J03H.

Boainust Ta BuKopueTanng mamnn

Kanerpan moxe Bukankaru y Bac 3amamopoucnus, Hynoty abo Bromy. Tomy MOKIHBO, 110
Kanerpan moxe BmimuytH Ha Ballly 3JaTHICTL KepyBaTH aBToMOGLIEM abo NpalioBaT 3
MEXaHi3MaMH.

Ionepexkenns mono ronomizkunx pe4OBHH
Hauuit nikapeekuii 3aci6 mictuts Mmenme | MMOJIb Hatpifo (23 wmr) Ha TaBrerky, To6TO
NPAKTHYHO HE MICTHTB HATPIO.

3 flx 3actocoByBatn Kanerpa
3aBxnu npuiimaiite neit JIKAPCHKUH 3aci6 TouHO Tak, K ckasas Bawm Jikap abo (papmanesr.
3BepHiTBCS /10 CBOrO nikaps abo papmauesTa, sikino Bu maete CYMHIBH.

Kanterpan nosunen npusnavatu nume JKap, SKHii Mae J10CBi 3aCTOCYBAHHS MPOTHITYXIHHHHX
JIKapChKHX 3ac00iB.

TaGnerkn Kanerpan cnix kosraru ULTHMH, 3alIHBalOYH BOJIOKO. npotsarom 30 XBWIMH mic/s
IpHHOMY TKi.

Bam nikap npusxauuts J03y 1 cXeMy JIKyBaHHS, fKA [IAXOMHTH CaMe Bam. Hoza Kanerpany
3AICHKHTH BIA IUIONI MoBepxHi Tina. Lle PO3PAXOBYETBCS HAa OCHOBI BAalOro 3pocTy Ta Barw.
3BU4aiina 11032 19 I0POCAHX CTAHOBHTE 1250 mr/m® miomi NOBEPXHI Tia, sIKY MpHIAMAOTH
2 pasu Ha JeHb (BpaHIi Ta BBEYEPI). ~
Tyr naseneno asa mpuknamm: Jiomnua 3 Macoro Tina 64 Kr i 3pocrtoy w'li\af,
nosepxHi Tina 1,7 M* i nosunsa 3acTOCOBYBATH 4 Tabietku no 500 mr | *?Sﬁe’r}cy o 130\
pasu Ha J1o0y. Jlioanua 3 macoro tina 80 kr i 3pocrom 1.80 M mae mrouy/ a, BEPXHi Tija 2,
[IOBHHHA 3aCTOCOBYBATH 5 Tabnerok mo 500 mr 2 pa3u Ha JIeHb. KI[BE‘ CT CM?NA’ :
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3a3Buuail TabneTku Kanerpany npuitmaiors npoTarom 14 auis, micas woro cix 3poOuTH 7 qHiB
Nepepsu  (Kosin Tabnerkn wHe npuitMarotsest). Lleit 21-mennmii MEPIOl € OHUM UHKITOM
JUKYBaHHS.

Y komGiHanii 3 ik MKapCHKHMH 3ac06aMu 3BHyYaiina A03a U1 I0POCINX MOKE CTAHOBHTH
merme 1250 mr/v?® mom noBepxHi Tina, i Bam mosxke 3HaNOOHTHCS 3aCTOCOBYBATH TaGJIeTKH
IPOTATOM iHIIOTO mepioTy 4acy (HanmpuKIam, mwoHs, Ges [epepsu).

Bamm nikap mosizomuts Bawm, sky 103y Bam NOTPIGHO NMPHIHATH, KOMH i sik J0Bro ne notpiouo

Bawr nikap moxe 3axotiti, mo6 Bu OpuiiMann komGiHauiro Tabretok 150 mr | 500 Mr s
KOKHOT J103H.

. 3aCTOCOBYBAaTH TabIeTKH BpaHIli Ta BBEYCPI 3a MPH3HAYEHHAM JKaps.

. TabJIETKM 3aCTOCOBYBaTH NpoTAroM 30 XBHIIHH Ticust 3aKiHYeHHs MpHHOMY ki (cHimaHOK
i Bedeps) i KoBTaTH WigHMH, 3anuBaroun Bozoko. He noapiGHioiite ta ne po3pisaiite TabaeTkny.
Axmo Bu ne moxere MPOKOBTHYTH TabneTkn Kamerpan uiikowm, MOBIZIOMTE PO 1€ CBOrO
JKaps.

. BOKINBO, wob Bu npuitmany Bei miky BIOBIIHO 110 NPH3HAYEHHS JiKaps,

Skmo Bu NPHITHAIH Giabore Kanerpaay, nix ¢TI

Axmo Bu mpuitnain 6inbme Tadnerox Kanerpany, uix cain, 3BEPHITBCS 10 JTiKapst sKomora
HIBHAMIE TIepes IPHHOMOM HAacTymHOT 1034, V Bac MOXKYTb BHHHKHYTH Taki noGiumi edexru,
AKIO Bu npriimere naGarato 6inpme Kaneuuraliny, Hix Bam ciia: norame camono4yTrs abo
HY/l0Ta, [Oiapesi, 3anajeHds ao BHpa3ka KWIIEYHHKY abo pota., 6ins abo KpoBoTeya 3
KHIIeYHIKA a00 WUTYHKY a0 mpurHiveHHs byHKkuii kicTkOBOrO MO3KY (3MEHINEHHS AeSKHX
BH/IB KITiTHH KpoBi). Heraiito MOBIAOMTE CBOro JiKaps, gkmo Bu BifuyBaeTe Gyab-AKHif i3 11X
CHMIITOMIB.

HAxwmo Bu 3abyan npuitnsitn Kanerpana

He npuiimaiite fponymeny nosy ssarami. He npuiimatire NoaBiiiHY 103y, mo6 KOMIICHCYBAaTH
ponymeny tabaerky. 3amicTe mporo TPOIOBKYHTE perynsipHuii rpadix go3yBanHs Ta
TPOKOHCYJIbTYHTECH 3 JliKapeM.

Sxmo Bu npununure npuiiom Kanerpaay

[oGiunux edekris, BuKIHKAHMX NIPHITHHEHHAM JTIKYBaHHS Kanerpanom, wemae. Sxmo Bu
NpHiMaeTe KyMapuHOB] AHTHKOATY/ISHTH (SKi MiCTATH, HampHKian, hennpokymon), Bisvina
Kanerpany moske cripuupnnnry HeoOXianicTh KOpUTyBaHHS 1031 AHTHKOATYJISIHTY JIIKapeM.
Akwo y Bac € aonarkosi nuTanus HOZI0 3aCTOCYBaHHS WHX JTKIB, 3BEPHITHCA /10 CBOrO JiKaps
abo ¢apmarnesra.

4. Mo:xansi nobiuni edexru

Sk 1 Bl ik, naunumii JIKapChKUii 3aci6 MosKe BUKIHKATH noGiuHi eekTH, X0ya BoHH BHHHKAIOTh
HE Y BCIX.

Heraiino MMPHITUHITH 3actocysanns Kanerpany ta 3pepuitses 1o nKapsi, AKIo BHHHKHYTh
Oy/Ib-sIKi 3 WMX CHMITOMIB:

. Hiapesi: sxmo kinekicrs BHIIOPOKHCHD WOAHA 36inbumnack Ha 4 a6o Ginsmre pasis
TMOPIBHAHO 3 HOPMATLHUMH BHITOPOKHCHHAMH a00 BUHHKIA Oy/1b-5Ka HiYHA 1i 2

. bmosora: sikio y Bac € OmoBaHHs Gibe o1HOTO pasy npotsirg ‘hﬂﬁﬂ:aﬁ_iy._

. Hynora: skmo Bu BTpavaeTe aneTHr, i KiAbKicTh TKi. Ky Be Acte III.O,."[[-‘H%.:I“ Oarato
MEHIIIE, HIXkK 3a3BHYAiL. “ \

. Cromarur: sxmo y Bac € 6isp, [MOYEPBOHIHHA, HAGpaK abo B B poid EMA&*} ropi.

. lllkipHa peaxuis ua PyKax i Horax: skmo y Bac 6iip. 10U s abo
MOKOJIIOBAaHHS pyK i/a60 Hir. "

. Jluxomanka: sikio v Bac Temneparypa 38 °C aGo Bue. =

| ---(_]_I-B-Ao 936300
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. [udexuis: sxmo Bu BiauyBaere o3naku iHDEKIIIT, cpHYnHeHOT GakTepismu. Bipycamu um
IHIIHMH OpraiizmMamu,

. biab y rpymsx: sikimo Bu Bimuysaete 6inb, mo JIOKAIT3y€eThCs B LEHTPI rpyiei. 0cob/mBo
SIKILO BiH BHHUKAE 1111 yac Biznymmux BIIpaB.

. Cunapom CriBenca-/[xoHcoHa: skio Bu Bi4yBaeTe GosticHuil yepBoHMil a60 Oarpaumii
BHCHII, AKAH NOLIMPIOETBCS, Y TOMY YHCII | HA CIAM30BHX 0GOJOHKAX (HanpukiIazg, y poti Ta
rybax) MmoYMHaIOThH 3'SBISTHCS MyXupi Ta/abo ypakeHHs, 30KpeMa, AKIIO y Bac panime Gyna
YYTJMBICTB JI0 CBIiT/A, iH(EKIT IMXaTbHOT CHeTeMH (Hanpukiaz, OpoHxirT) Ta/abo THXOMaHKA.

. Hedimmr I sikmo y Bac € Bigomuii pedpiwar JI1J1, Bu maete niapumennii pusmk
PO3BHTKY rOCTPOI PaHHBOI TOKCHYHOCTi Ta B&KKHX, HEOE3NEHHHX IUIS KUTTS abo neTalibHHX
NOGIYHUX peakiil, CIPUYHHEHNX KanemHTaGiHoOM (HampuKIazi, CTOMATHT, 3aMaTeHHS CIM30BOL
000JIOHKH, Aiapes, HEHTpOTIeHis Ta HCHPOTOKCHYHICTB).

. Anzionespomuunuii naépax: Heraiino 3BEPHITBCA 33 MEAMYHOIO JOMOMOIOI0, SKI0 Bu
NOMITHIIM Oy/Ib-SKHil 13 HABEICHHX HHXKYe CHMITOMIB - Bam moxe 3manoGutucs Tepminora
MEJIHYHA I0NOMOTa: HAOPSK rOJIOBHHM YMHOM OOIHYYs, ry0, s3uKa abo ropia, Mo yCKIamHIOE
KOBTaHHs a00 fuxaHHs, cBepOi i Buenr. Lle mosxke OyTH 03HAKOK aHTiOHEBPOTHYHOIO HaOpsKy.
SIKIIO BYACHO BMABMTH. 1li MOGIYHi eheKTH 3a3BAYAN 3MEHIIYIOTHCS npoTsaroM 2-3 nHiB micis
NpunuHeHHs JikyBauHsA. [Iporte, akmo i noGiumi e(heKTH TPHBAIOT, HEraitHO 3BEPHITHCA 0
JKaps.

Batu sikap moxke nopaautu Bam ignosutn JIKYBaHHA 3 HHKYOT 1030,

SKumo min wac mepmoro UMKy AiKyBaHHA BHHHKAE BAKKHIL CTOMAaTHT (BHpasKH y poti ta/abo
ropii), 3anajieHHs CIM30B01 000IOHKH, Jiapesi, HefTponenis (i BUIeHHil pH3HK iHpekiit) abo
HEHPOTOKCHYHICTh, [I€ MOJE CBiIYHTH npo gebiwur AIJ] (aus. posmin 2: 3acTepexkeHHs Ta
0co0HBI 3amo6ixKHi 3axou npu 3aCTOCYBaHHI).

Peaxuist mkipy pyk i Hir moske npussectu 10 BTPaTH RiIONTKIB MaNbLiB, MO MOKe BILIHHYTH Ha
Bally ieHTH(IKAILIIO 33 J0NOMOrOK0 CKAHYBAHHS BiGHTKIE NajbIiB.

Ha nomarox 1o Bumesasuauenoro, xomm Kanerpan BukopucToByeThCSH OKpeMo, ayiKe
MOMWHPEHAMH NOOIYHUMH e(EKTaAMH, AKi MOKYTH BUHHKHYTH OL1bII HiK y 1 moauun 3 10, €:

. Ois1b y KHUBOTI.

. BHCHII, CYXiCTh a00 CBepOix IKipH.
. BTOMA.
. BTpata aneTuTy (aHopekcis).

Lli noGiuni edexrn MoxkyTH cTaTH CEepHO3HHMHU; TOMY Bak/IUBO, m00 Bu 3aBxiu 3BEPTAJIHCS 10
CBOrO JiKaps HeraiiHo, konm Bu nouwnaere Bi4yBaTH moGiunmii edext. Bam TKap MOKe
Hakasatn Bam smenmmtn 103y ta/aGo Tumuacoso NPUIHHUTH JikyBanns Kanerpartom. [le
AOTIOMOZKE 3MEHUIMTH HMOBIPHICTh TOTO, IO PO3BHTOK MOGIYHOIO eheKTy npoaoBKUTECS a60
CTaHe CepilO3HUM.

[Hi no6iuni edexru:

Hommpeni no6iuni epexrn (MozkyTh BHHHKATH Y 1 3 10 0¢i6) BKTI0YAI0TE:

. 3MCHUICHHS KUIBKOCTI JIeHKOUHTIE abo YCPBOHHX KPOB'SHHX TileUb (BHSBIAIOTHCA B
aHanizax).

. 3HEBOIHEHHS, 3HHKEHHS Baru.

% 3MeHIlIeHHS Yacy cHy (Ge3conns), nenpecis.

. TOJIOBHHIT OLIb, COHITHBICTB, 3aIIAMOPOYEHHS, AHOMATBH] BIMYTTS B WIKipi (oHiMiHHA 260
MOKOJTIOBAHHS ), 3MiHH CMaKy.

. NOIPA3HEHHS OUeH, MiABHILEHE CITH030Te A, MOUEPBOHIHHS Ote

. 3ananeHHs BeH (TpomGodesiT).

. 3a/IHIIIKa, HOCOBA KPOBOTEYA, KallIE/Ib, HE/KHT.

. repriec abo iHIIi reprieTHyHi iHeKi.

¢ inekii TereHis abo AMXaIBLHOT CHCTEMH (HanpHKIaI, mHEBN

. KHIIKOBA KpOBOTeHa, 3amop. OL1b y BepxHiit uyacTuui ku ICHHSA,

MOCHJICHE JHXAHHA, CYXICTh Y POTI.

7 - 803 1IdyeeZ0-81d
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. WKIPHUH BUCHII, BHMAaHHs BoJloces (atonenis), mouepBoninus WKipH, CyXiCTh MWKipHy,
CBEPOI’K, 3MiHa Kobopy LWIKipH, BTpaTa WKipH. 3anaienus LIKiPH, 3aXBOPIOBAHHA HIITiB,

. Olb y cyrnobax a6o B KiHIIBKaX, rpysx ado crmmi.
. JIMXOMAaHKa, HaOPAKK KiHLIBOK, orane CaMOMOYyTT.
. MpoGJIeMH 3 (GyHKIiEIO nevinku (BHAB/IAIOTBCS B aHasizax KpOBi) i migBHImeH S piBHS

OLnipyGiHy B KpoBi (BuAiNsETRCS MEYiHKOIO).

Hevacti no6iuni edexrn (MOXKyYTB crioctepirarucs y 113 100 oci6) BkmovaroTs:

. inpekuii kposi, iHpeKLii ceyoBHBiTHNX WAXIB, inGexuii mkipu, indexuii Hoca Ta
ropia, rpubkosi indekuii (Bkmouaroun POTOBY NOPOXHWUHY), rpHII, racTpoenTepuT, abenec
3y0a.

. IIHIIKH [ WKipoio (minoma).

. SHHKCHHS  KITBKOCTI KINTHH KpOBi, BKTIOYArown TPOMOOLHTH, PO3piKeHHs KPOBI
(BUsABNIsETECA B axasizax).

. ajepris.

. JiaGeT, 3HIKeHHs piBHA Kaliio B KPOBI, HelpaBHIIbHE XapuyBaHHs, IiIBHIICHHS PiBHs
TPHIJILEPHIIB y KPOBi.

. CILIYTaHiCTh CBiAOMOCTI, maniugi aTaKH, [IPHIHIYEHHI HACTDIH, 3HMKeHHS miGio.

. YTPYIHCHA MOBA, MOTipIIEHHS mam’sri, BTpata koopauHauii pyxie, mopymenus

PIBHOBaru, HEMPHTOMHICTD, TOMIKOKEHHS HepBIB (HeHponapTis) i MPOOJIEMH 3 BiuyTTSM.
. PO3MHTICTH 260 ABOTHHS B Oyax.

. 3anamopouenns, 6imp Y ByXax.

. HEPETyIsipHe cepueOHTTS Ta MpUCKOpeHe cepueduTTs (apurmii), Gims y rpyasx Tta
cepuesuii Hanas (iHpapkr).

. TPOMOH B TIHGOKHX BEHAX, BHCOKHI] a0 HU3BKHI apTepiaibHuil THCK, TIPHIIUBH,
XOJOHI KiHIBKH, (BioneTosi misvu Ha HIKIipi.

. TPOMOH Yy NlereHeBHX BeHax (nerenesa em0oJtist), Kosanc JICTE€HIB, KPOB' IHMi Kamesip,
acTMa, 3a/inKa IpH (i3HYHOMY HABAHTAKEHH].

. KHIIKOBA HENPOXIIHICTD, CKYTYEHHS PUIMHH B YepeBHiii MOPOXKHHUHI, 3aNaJeHHS TOHKO]

abo TOBCTOI KMIIKH, UUTYHKY abo ctpaBoxosy, Gise Y HIKHIH YacTHHI &uBOTA, auckompopr y
KUBOTI, nieyist (pedhioke Kposi 3i ULTYHKY), KPOB V KaJti.

. KOBTAHHLLS (OKOBTIHHS IUKipH Ta 0ueit).

. BHPasKH Ha WIKIpi Ta Myxupi, peaxris WKIPH HA COHSYHE CBITIIO, MOYEPBOHIHHA JIOJOHB,
HaOpsik abo 61716 06y,

. HaOpsk abo cKyTicTh Cyra00is, 6inb y KicTkax. M’ 53082 CJ1abKicTh abo cKyTicTb,

. HAKONHYEHHS PIAMHM B HHPKAX, MOYACTiNAHHS CCUOBHITYCKAHHS BHOYI, HETPHMAHHS

cedl, KpoB y ceui, migBHIeH s PiBHS KpeaTHHiHY B KPOBI (0O3HaKa MopyeH s GyHENIT HEpOK).

. HE3BHYaHHA KPOBOTEYA 3 [TIXBH.

. NPHIYXJHCTB (HabpsIK), 03HOG | M's30Ba PHIIAHICTS.

Heski 3 uux  noGiunmx ebeKkTiB  gactime CHOCTEPIralOThCs, KOJNM  KareuuTtaGin
BHKOPHCTOBYETBCH 3 iHIIMMH JTiKapChKUMH 3acodamu JUis nikyBaHHS paky. IHmi noGiuni
eerH, sKi cnoctepiraioThes TpH UbOMY HanamtysanHi: [lommpeni no6iuyi eektn (MOKYTH
BHHHKATH He Oltbne Hik y 1 3 10 0Ci0) BKIIOYAKOTE:

. SHIDKCHHS PIBHSA HATPilO, Maruiio ado KalbUllO B KPOBi, MiABHIIEHHS PiBHS Hykpy B
KPOBI.
. HEBpAJIrig. j
. J3BiH a0 A3MKYaHHS Y ByXax (THHHITYC), BTpata ciyxy. 2 [“2_
. TICHHS BEH. '
L izfc?;ng{ 3MI;H3 roiocy. HBYCT Q’RPMA‘ I
’ &
. Oisb abo 3MIHA/HEHOPMAJIbHI BIIUYTTS y pori, 6 y meneni\\ % Inewrwdbikauinn fo
. HITIHBICTh, HIYHA MTIHBICTS. O “:m A/a:‘t
. M’S30BI Criazmiu, - . 5 .
. YTPY/IHCHE CEUOBHITYCKAHHS, KPOB 200 610Kk y ceui. /;/{/ loew s }' o
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. CHHIII a00 peakitis B Micri 10’ eKuii (cnpuunnena OAHOYACHAM BBECHHSM JIiKiB).
Piakicui no6iuni edexTH (MOXKyTH cnocrepiratucs y 1 3 1000 0Ci0) BKMOYAIOTh:

. 3BYIKEHHS a00 3aKymnopka ciizHoi [IPOTOKH (CcTeHO3 cizHof MPOTOKH).

. NEYiHKOBA HEIOCTATHICTS,

. 3ANAICHHS, MO0 NPH3BOIHTH 10 auchyHKIii - ado o0CTpyKuii  cekperii  kopuj
(xonecrarnunmii TEIATHT).

. cneunpivni sMinm a €JICKTpOKapAiorpami (ooBkKeHHs inrepBany QT),

. JCSIKI THIIH  apHTMiii (BKIIOYat0YH bibpunsuiro maynouKkis, lorsade de pointes i
Opaaukapiro).

. SAAICHHS OeH, O BUKIHKAE Gitb B ovax i, MOMKITHBO, IPo6riemH i3 30powm.

. SANAICHHS WKIPH, 110 BHKJIMKAE YEPBOHI JTyCKaTi misvu 4€pPe3 3aXBOPIOBAHHS IMYHHOT
CHCTEMH.

. AHTIOHEBPOTHYHMIT HAOPAK (HABPSK roMOBHUM YHEHOM 00y, ry6, s3uka aGo ropia,

cBepOisk i BuCHIaHHs).

Hyxe piakicui noGiuni eheKxTH (MOKYTB cnocrepiratues o 10 000 0Ci0) BKIIOYAIOTE:

. CepHO3Ha WIKIPHA peakiiss, Taka sk WKipHUIT BHCHIL, BHPA3KH Ta myXupi, sKi MOXKYThH
BKJIIOYaTH BHPA3KH B poTi, HOC, TeHITaMisX, pyKaxX, HOrax Ta oyax (YepBoHi Ta omyxi oui).
Iosinommenns npo no6iunj eextu

- Sxmo y Bac BUHHKHYTE 1oGiuni edexty, TMIOTOBOPITE 31 CBOIM niKkapem  aGo
(bapmanesTom. - Lle Bkmouae 6ymp-saki Mo uB] noGiuni eexty, ski He Brasamni B naHomy
ichopmauiﬁHOMy JTHCTKY. B takox moxere Oe3nocepe1nbo MoOBiTOMITH 1po nobivHi edextn
(muB. Hmxde). Tosigomrsioun Ipo nodiuHi epexru, Bu moxere J0MOMOrTH Eazaru Gisbire
iHopmauii npo Oesnexy uux mikis.

Kinp

®apmaueptHyni mocayrn Minicrepersa OXOpoHH 3710poB's CY-1475 Hikocis Makc; +357

22608649 Be6-caiir: www.moh.gov.cyfphs

5. Mk 36epiraTn Kanerpaa

30epiraiite nei JIKAPCHKHIT 3acio Y HEAOCTYNHOMY Juist iTeit Mici.

He Bukopucrosyiite neii MUKapChKUH  3aci6  micig 3aKiHYCHHS  TepMiny NPUAATHOCTI,
3a3HAYCHOTO HA YMAKOBHI MicIs «TEPMiH MPHAATHOCTI . Tepwmin npunarnocti BinHoCHTBCS 110
OCTaHHBOT'O [IHA MicsLs.

36epiratu npu Temneparypi He suire 30 °C,

He Bukunaiire nixu Y CTiYHI Boau ypu nodyToBi Bixxoau. 3anuraiire cBOro (papmarieBra. sik
BHKHHYTH JIikM, ski Bu Gigpme HC BHKOpuCTOByeTe. Lli 3axomm AONIOMOXKYTh 3aXHCTHTH
JIOBKiILIS1,

6. Bwmict ynakosku ta inma indopmanis
Lo micTurs Kanerpaa

Hitoua pedosuna kanenuTadin,

[ inrpegienTn:

. Anpo Tabneriu: HATPIIO Kpockapmesnosa, rinpoMesnnosa, uemonoza i KpOKpHCcTaniyna,
KPeMHIIO TioKCH1 KOI0T TH i 0e3BoHHmil, Maruio cTeapar.

. [loxputts Tabnerkn: rinpomesnosa, THTaHy niokeua E171, tanek, 3ajiza
OKcun uepsonmii E172, 3anisa okenn skostuii E| 72. * e

JuB. nyskTa 2 Ta ‘ tonomikHux pe4yoBHH’ X

Sk Barasinac Kanerpaa i mo B YIaKoBui BW-T (’DJ;PMA‘ |
Kanerpan, ra6rerkn, BKPHTI II/TIBKOBOIO 060JI0HKOIO 110 150 mr: Tabn » BKPHTI TLTiRKOBGIO

{0 LY
l i\‘{‘-"_&:ﬁﬂﬁ.@ oHéro

s

000IOHKOI0, OBATBHOT thopmu, CBITJIO-IIEPCHKOBOTO KOJIbOPY, 3 THCH
Goxy, npubnusnmii posmip 11,4 My x 5.9 au,

e

3
i M S =
.__BC‘HT'_‘"\:

e~ ~ ! 1.
ﬁ{,&/ﬁ # //’f} L
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Kanerpai, Tabnerku, BKpHTI MU1IBKOBOIO 000s10HK0I0 110 500 mr: TaGmeTku, BKPHTI TIIBKOBOIO
000JIOHKOI0, J10BracTo-Kancy/10noaioHol GopMu, TEepCHKOBOTO KOIBOPY, 3 THCHeHHIM «S500» 3
oaHoro 6oky, npubanzauii posmip 17,1 mm x 8,1 mm.

Po3mipu ynakoBku:

Kanerpas, tabnetkn, BKPUTI IIIBKOBOIO 000IOHKOIO 110 150 Mmr:

[IBX-ITE-IIBJIX/amowminiei Oaictepu [IBX/TIB/IX/amominiesi Gaictrepu Posmip ynmakosku 60
TabaeToK, BKPHTHX IUTIBKOBOIO 000JIOHKOIO.

Kanetpan, TabneTkn, BKpHTI ITIBKOBOKO 00010HKOO 110 500 Mr:

[IBX-ITE-TIB/IX/amominiesi 6rictepu IIBX/TIBJIX/amominiesi Giictepn Posmip ynakoku 120
TabIETOK, BKPHTHX IUTIBKOBOIO 000JIOHKOIO.

BuacHuk peecTpauiiiHoro nocsBii4eHHst Ta BUPOOHHK
TOB "Pemenuka"

Axapuon Ctp., Jlimaccon Inaycrpian Crare,
3056 Jlimaccoa, Kinp
Janwuii indopmaniiinuii 1MCTOK BocTaHHe penarysasca 02/2021
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®H)0 odnyidy gpions: Manpogopies yia Tov acbeviy

Kapetral 150 mg emkaloppéve pe et vPEVIO doKiu
Kapetral 500 mg emkaloppéva pe henté vpévio Sickia

Komeotafivn

AwPacte TPOGEKTIKG 0LOKANPO TO GVLLO 0ONYIOV YPIONS TPV apyiceTe va maipvets

avTH TO PAPRAKO, SOTL TEPUAAPPAVEL CNPAVTIKES TANPOPOPIES YU 6US.

- DUAGETE avTd TO YHIA0 0dNYdY xpriome. “Towg ypewotel va To duPdoete Eava.

- Edv £xete TEPUTEP® AMOPIES, POTAOTE TOV YIUTPO 1) TOV QUPHAKOTOLO GG,

- H cuvtay yU' autd 1o @appaxo yopnynonke UTOKAEIGTIKA YU GUG. A&V TPETEL VAL
ShoeTe T0 Pappaxo og Grhovg. Mropei va Tovg mpokaricet BAAPN, axoua Kat otav
0 CUUATOMOTE TG acOEvelag Toug eival id pe Ta SIKa oug.

- Edv mapatnpioste KAmoww avembopntn evépyeld, EVIHEPOOTE TOV YIATPO i tov
PUPUAKOTOI0 6uG. AVTO LoydEL Kat Yot Kabe mBavn avemBOUNTN EVEPYELX OV OEV
AVaQEPETAL 6TO TPV PUMAO odnydy. Bréne mapiypugo 4.

T aepréyer To mapov HALO 0ONTIOY

T1 eivar o Kapetral kot o efvai n xpijon tov
Tunpénet va yvwpilete tpwv napete to Kapetral

[ va napete To Kapetral

[hOuvég avembOunTeg eVEPYELEQ

[Tég va puidooete to Kapetral

[Mepieydpeve TG GLOKEVATING KOl AOWTES TANPOPOPiES

R

1.  Tuieivan To Kapetral kon wowa givan 1) zpijon) Tov

To Kapetral aviiker 6TV OHGOE QUPUAKOV  TTOV ovopdlovial “KuTTepooTaTiKol
RAPAYOVTES”, TE OMOIN GTULATOVY TNV AVATTUEN TOV KEPKIVIKOV xuttdpwv. To Kapetral
nepiéyer kameorrafivy 1 omoia Sev eivar 1) B1d KUTTEPOCTATIKG QAPHAKO. Movo Katomv
AmOpPOPNONG TNG GNO TO COUU METATPEMETHL O EVaL SpUCTIKG UVTIKOPKIVIKO QAPUAKO
(TEPIOGOTEPO GTOVS KUPKIVIKOVG 16TOVE e’ 6T GTOVG PLG0LOYIKOVE 16TONG).

To Kapetral ypnotponoteita 1o ) Ogpaneio tov kapkivov tov nayéog EViEpov, Tov opbov,
TOV GTONMYIOV 1 TOV HUGTOV.

Emnpdofeta, to Kapetral ypnoponoteitat yio v mpoinym ETAVERPAVIONG TOV KopKivow
TOV TOYEOS EVTEPOL KATOMY PICIKAG YEIPOVPYIKNG APAIPESTIS TOV OYKOL.

To Kapetral propei va ypnowonom0ei gite povo tov 1 oe GUVOLUOUO HE AR PAPUUKLE.

2. T péner va yvopilete apv napets To Kapetral

Mnyv napere to Kapetral: S
o £y sioTe aAhepyIkde/f oTY Kareotafivy 1) 0mo10dTOTE GAAO GUGTUTIKG TOL QUPHEKO
aVTOD (TOV AVIYPAPETUL 6TO PEPOG 6). O TPEMEL VoL EVIIHEPOGETE TOV YIUTPO O, VAV

yvopilete 6T1 £xete ahhepyin N viepevaictincia 610 PappEKo oTod.

‘ é%é%%?
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o civ mponyovpéve siyute coPapés avTdpUcEy O Pepuncia pe @bopromupyudivn
(OMESE VTIKEPKIVIKOV QUPHAK®V 0TS 1| pboploovpaxiin).

e ey eiote éyxvog N av Onralete.

o c£hv £xete MOMD yopnAd emimeda AgvkOV apoc@aipiov 1 aponetahiov oto aipa
(Aevkomevia, OVOETEPOTEVIU 1) Opopfoxvrtaponevin).

o &iv &yete coPaph nratikd TpoPrfpata 1) TPoPAHATE PE TOVS VEQPOLS GUGC.

e ot mepintwon mov yvopilete dn dev £xete Kubokov Spacpomra Tov evidpoVL
apudpoyovien g Stdporupyudivig (DPD) (Thipne Eldewyn DPD).

o £iv TOpa happavete Oeponeia M £xete Mifer bepouneia T1g tehevtaisg 4 efdopadeg pe
urpiBoudivn g pépog g fepaneiag yia tov EpaNTa {wothpa (avepofroyrd N Epmnrag).

[Ipo1domon|6e1g Kt TPOPUAGSEIS:

AnevBuvleite 6ToV IaTpd 1 TOV QUPUAKOTOLO GG TPV MAPETE Kapetral

o ehv éyete pepikny Eldewmn  dpuctipdtnrag TOv  EVCUHOL agudpoyovdon NG
drvdpomvpyudivng (DPD).

o iV £YETE KAMOW WEMOG TNG OWKOYEVEWS ME MEPIKT | mapn éMewyn tov eviipov
aQudpoyovion g ddpomvpyudivig (DPD).

o £qv éyete NUATIKEG ) VEQPIKES acBévered.

o £av yete 1) siyate Kapdroroyikd mpofiuate (Yo Tapadetyud pa Kapdiaxn appobpia 1
TGVOUC OTOV BdpuKd, 6T0 GaydVL KOl OTNV TAGT 7OV TPOEPYOVIAL GO PUOLKT
TpooTdfEwr Kat AOY® TPOPAUAT®V HE TNV POT) TOV AIHATOS TPOG TNV Kapoud).

o £av £YeTe AOOEVEIEG OTOV EYKEQUAO (Y100 TUPABETY UK Kapkivo mov £yel e€amhwbel otov
eykéQaAo, 1) PAGPN TV vevpov (vevporddein)).

o v éxete Sratapayég Tov 1woolvyiov Tov acfectiov (gaivovial 6TIS e€eTAoES (ipaTOC),

o cdv £yete dwfnTn.

o c£iv amoPEriete TV TPOGN | TO VEPS OO TO GOUM GOG eEarting ooPupig vavtiog Kat
EUETOV.

® (v £xete Suppord.

e £iv £i0TE AQLIATOUEVOS/N 1] ULPVIUTOVESTE.

e £lv £(ETe UVICOPPOTIEG TV WOVIWV 6TO ije oug (Srutapayéc MAEKTPOALTOV, TTOL
Quivovtul oTig £SETATELS).

o £iv £xete 16TOPIKO 0pOuluKAY TpoPAnudtoy, kubhg evdéyetar vo YPECTEITE
eMAPOGHETN TUpuKoAOVONGT TOV HUTIOV OUG.

e &iv epgavicete coPupi SEPHUTIKY avTidpUcT.

Averapreia DPD

H £2ewyn g DPD givat e yevetue ndbnom mov dev oyetiCetat cuviiBog pe mpofinuata
vyeiog, xTog eGv hapPivete opiopéva @appara. Eav exete éhrenym g DPD ko maipvete
to Kapetral, Swrpéyete avgnpévo kivduvo avemboumteov EVEPYELOV Puplag LopeNgs
(avapépoviar oty nuphypago 4 Mbavig avembounteg evépyeieg). Toviotdral n eCETaot
cug Y £Mewym g DPD @pv amd v £vepln mg Bepanciog. Edv dev £xete xaborov
Spaompiotnra tov evibpov, dev Bo TPEMEL VUL MAPETE TO Kapetral. EGv €xete peiopévn
Spactnprémrae Tov evivpov (pepue EAAEyM). 0 YIATPOC GUC LTOPEL VIL GUVTAYOYPUPIOEL
uewopévy doon. Eav éxete apvnuikd amotehéopata £CETACEOV Yid Ehhenyy. DPD,
eEakohovfei va givan Suvatd va TapoveiacTody Pupuic HOPENC ket amednTikég i ) Con

AVemOOUNTES EVEPYELEC. ' //’
74

e %

MNudwa kar épnfor

cy-pl-kapetral-fe-tabs-a 10 +—page 2 of 13

\



To Kapetral dev evdeikvotar oe mandid kar egnpovs. Mnv divere Kapetral og noidid kan
gpnPouc.

Adda gappaxa ko Kapetral

[Ipwv apyicete m szcmgm eva]papmcra OV vwrpo 1 tov PUPHAKOTOS GuIg EG :rrmpvate.
EYETE TPOCPATA MAPEL ) Popei Vo TAPETE GAA QaApPaKY. AVTO eivat eERPETIKG GNHAVTIKG,
O10TL N AMyM MEPIGGOTEP®V TOV EVOG PUPHAKOD TAVTEXPOVE LTOPEL VO EVIGYOGEL 1 VL
eCuabeviioet ™ dpdon TV UPUAK®V.

Agv mpémer va hapPavete prpifovdivy (Eva avriukéd @appako yw ) Oepansia Tov
éprra N S avepoProyiag) tavtéypove pe  Ospancia pe Kaneorrafivny
(cvpmepiiapfavopivov onoimvoRroTe EPOdLY drakomis, 6Tav de hapfavers
ookio kKareorrafiviic).

Eav éyzte Maper prpifovdivn Oa mpéner va mepipévere Tovhdayiotov 4 efdopades petd
™ dwekomn ™G papifovdivig, Ipwv and TV fvapén g Oepanciog pe Kameortafivn.
Bléne emiong mapaypago «Mnv aapere ro Kapetraly.

[péner va elote Wwitepa mpocextikoi edv AupPavete omo0dNmoTe amd T TUPUKET®

QOPHOKL:

* v TNV ovpikn apbpitida (ahiomovpvoin).

QVTIINKTIKG Qappake (Kovpapivn, Bapeapiv).

@apHaKa Y10 GRUGHOVS 1) TPOHO (PavuToivn).

wTEPPEPOV dApa.

axtivolepaneic. Kat oplopéva QAppaKke TOV YPNOIHOTOIOVVTAL Yt T Ogpameie Tov

KapKivov (poAviké oS0, ofahmhative, unefuciCovpGuRY, GIGTANTIVY, 1PVOTEKAVY).

® QUPUEKO TOV YPNGIHOTOLOVVTAL Y1¢ TNV UVTILETOMION TG AVETAPKELS GUALIKOD
0&E0g.

To Kapetral pe tpo@i| kar moté
Oa npénet va naipvete to Kapetral 6yt apyoétepa ané 30 dentd petd and to yedpota.

Kinon kot Onhaopocg

Edv eiote £ywkvog 1 Inddlete, eav vopilete 0mt pmopei va eiote éykvog 1 oyedialete va
unochsta noudi, (nriote ™ cvpPovin Tov ywTpod Guc r| TOV QUPUAKOTOLOD GUC TPV
napete avTd T Phppako. Aev mpénel va naipvete Kapetral eav eiote éyxvog 1§ vopilets 6t
umopei va gioTe.

Agv npe:tsn*a Onhalete edv maipvete Kapetral kat yia 2 efdopddec petd my tedevtaia do6om.
Eav elote yvvaika mov Oo pmopovoe va peiver £ykvog, Oa mpémel va ypnowonolsite
UTOTEAECHATIKY avTiovlAnym katd ) Sidpkela g Depanciog pe Kapetral kat yu 6 Unveg
MeTd TV TEAevTain doo).

Edv eiote avépug acbevig kut n yuvaika s0vipopds cag ba pmopovos vo peiver £yknoc, Oa
TPEMEL VUL YPNCIHOTTOLEITE unora?wcpmncr[ avTIoUAAN YN KaTd T S1dpKela TS Bspama:a., HE
Kapetral ko yia 3 pveg petd my tedevtaia ddom.

Odnynon Kat gEIpIepos piyavnparomy

To Kapetral propei va cag kéver va acbavBsite Laln, vavtia 1 kovpaon. Eiva EMOUEV(DG
mbavév va emnpedoet o Kapetral v kavotta cug oy odfynon 1 otov YEPICUO
UV HATOV.

Ladetic Y
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Iposidonomosis yia T £kdoya
To pappaxo avtd mepiéyer hydtepo and 1 mmol vatpiov (23 mg) ava Siokio, eivar avtd
mov ovopalovpe ‘ehevBepo vatpiov’.

3. Il®g va mapete To Kapetral

[avrote va maipvete 1o papuako avtd AUCTNPG CUHPOVE UE TIG 08T)YiEg TOL Y1ATPOD 1) TOV
(puppoxonolod cac. Edv éxete apgiBoliss, potiote tov YWTpo 1] TOV QUPHAKOTOL) TuC.

To Kapetral 6o npénet va CUVIUYOYpUEiTal Hévo omd yiTpd pe epmeipia oIN ApNon
AVTIKAPKIVIKOV QUPUAKOV.

Ta dioxia Kapetral npéne va xatamivovra OAOKANPa pe vePS Kat péca ot 30 hentd petd
umd To yeO .

O ywpde cug Bu cuvtayoypagiost o 00om Kot éva GYfua ayoyic 1o omolo siva
Kataiinio yw cug. H 86om tov Kapetral kabopiletan pe Baon myv emoavei tov COUATOC
oag. Avté voroyiletar and To Hyog kat To Papog cu.

H ouving d6om y evijhikes sivar 1250 mg/m® em@davelag chpatoc AapBavopsyn 8o
PopEg NuepNoing (mpoi kat Ppadv).

Edo mapatifeviar dvo napadeiypata:

‘Eva dropo pe Bapog 64 kihd kat Hyoc 1,64 m £xeL emeavein copatoc 1,7 m? ka1 Oa TPEMEL
Vo aipvet 4 diokia tov 500 mg kat 1 Siskio toy 150 mg 600 Yopic nuepnaing.

‘Eva dropo pe Bapog 80 kihd ko Hyoc 1,80 m Exer emeavel cdpatog 2,0 m? ka1 Oa TpEMEL
va aipvet 5 diokia tav 500 mg Svo (POPES NUEPNCimG.

Ta dioxia Kapetral happavovra cuvnbog Y 14 nuépeg axorovBodueve amd e 7qpepn
nepiodo Swukomng (dtav dev hapPavovtar diokia). Avt n mepiodoc 21 nuepdv eivar évac
Bepamevtivdg kKiKAOG.

Z& ovvbLuoud pe dhha pappaka 1) cuvieng 8001 Y1 evijhikeg pmopei va eivat HikpOTEPY
and 1250 mg/m? EMPAVELLG COUATOS KUl UROPEL vl XPEWCTEL va mapete Ta Siokin o
BLLPOPETIKN ¥povikn mepiodo (m.y. kabe NUEPa, xopig mepiodo Swakomng).

O ywtpog oug Oa sag evpepdos yia To o 0001 yperaleton va mapete, noTe va ™mv
TaPETE KUl Y1 OG0 YPOVIKG SidoTnpa yperalerar va v napere.

O ywtpdg oug pmopei va cag met va ndpete éva cuvdvacud Siokiov tav 150 mg Kl TV

500 mg yw x@be doom.

* vu maipvete o Siokie mpoi kan Bpadv, 0nwg £xouv ouvtayoypaendei and tov YaTpo
ouG.

* va maipvete o Sokia eviog 30 hertdv perd amd To T£LOG eVOG YEDPATOS (TPONVO Kat
deinvo) Kan va T Katamivers 0LOKANpa pe vepd. My Opvpparilers N kofete 1a
owkia. Eav dev propeite va kotomeite ta diokio Kapetral ohoxinpa, evijuepdote
TOV TAPOYO VYEWOVOHIKIG TepiBaiymg. .

* civor onpavTikd va naipvete 6o to PapuaKo cug dnmg £xet cuviayoypaenbei and tov
YTpod cuc.

Ta éioxia Kapetral AapBavovra covifoc via 14 NHEPES uxorovBovusvy und pio 7-fuepn

nepiodo Sakomig (Otav dev AapPavovtal dickic). Avti  epiodog 21 nuepdv sivon vac
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Depamevtinig kvkhoc.

Ze ovvdvasud pe ahia (papuoKe 1 cuviRng 060N Y evikiKeg umopet va sivat HIKPOTEPT)
a6 1250 mg/m? EMPAVELLG COUATOC, KL HTOpel va ypeoTel va napete T Siokia Ge
S POPETIKA ypovikn mepiodo (my. x6Be nuépa, yopic tepiodo di KOTNG).

Eav rapere peyadirepn 06en Kapetral ané tnv KavovIKij

Edv napete peyadbrepn 56om Kapetral ard TV KAVOVIKY, EMKOIVOVAGTE P TOV Yatpd Gug
GHECH TPIV ThPETE THY enduevn doo.

Mrmopei va €xete Tig akorovbeg avemBvpnTeg EVEPYEIEG EQV TIAPETE TOAD Heyaivtepn S6om
Karecitafivng and v kavoviki: aicbnua odwwdeoiag 1 adwdesia (vavtia N epetde),
Suippora, preypovi 1 £SEAK®ON TOV EVTEPOL 1 Tov GTONATOS, TOVO 1 capoppayia and to
EVIEPO 1 1O oTOMAYL, T KOTAGTOAN TOV MVEAOD TV 0GTOV (neimon opopévov tinwmy
KUTTapoOV TV aiparoc). Evnuepdote tov yiatpé oS opéomg eqv nopaTNPoETE
OTOOONTTOTE Umd (VTd Tt CLURTOUOTA.

Eav Zeydoete va napers to Kapetral

Mnv mipete kabdkou d6om mov Eeyhcute. Mnv napete Stk S6om via va AVATANPOGETE
™ d6on mov Eeydoate. Avt’ aurto. GUVEXIOTE TO KAVOVIKG 8000hoyIKd CUG GYNUEL Kol
EAEYETE TO pE TOV YIUTPd cug.

Eav srapamioste va naipvete o Kapetral

Aev vrdpyovv avemBbumrec EVEpPYEIEG OTaV GTapaticer N ayoyq pe Kapetral. Xy
TEPINTOON  mOv  ypnouonotEiTe KOUHOPWIKGE  avTItnKTiKG  (7Tov TEPIEYOVV  T.Y.
phenprocoumon), 1 daKomn g Karecttafivng uropei va UTAITAGEL TPOSAPUOYT TG 660G
TOV AVTINKTIKOY Und TOV Y1Tpd oac.

Eav éyete nepiocdrepec EPOTNGELS GYETIKG e TV %piion avTow Tov PUPUAKOV, POTAGTE TOV
Y1TPO 1) TOV QUPUAKOTOId G,

4. IMBavig avemOipnreg evépysireg

Onog 6ha ta ghdppaka, £t61 ka1 avtéd to PAPUEKO UTOPEl Vo TPOKUAEGEL avemOounreg
EVEPYELES, av Kat dev tapovoiilovrat og 0loug TOUG avBphrouc.

EZTAMATHETE va naipvers to Kapetral apéowg kat emkowmviore HE TOV YUTPd oag

EAV ELOAVIOTEL KATO10 0T VTd Tat GUUTTOUATA:

* didppora: eqv Eyete a adEnon 4 N TEPIGCOTEPLV KEVHDGEDY TOL EVIEPOL GLYKPITIKG
HE TIC PUGIOAOYIKES KIVIIGELS TOD EVTEPOV Kie NUEPa 1) Sudppora T viyta.

® Eperog: edv kavete gpetod TEPIOTOTEPO Al Uit YOG Ge mePiodo £vog 24dpov.
Navtia: v yacete y 6pedn cug Kat N TOGHTNTU TOV TPOQIS OV TPMTE KUOpEpIVEL
eV ToAD Ayotepn and cuvnbiopévn.

* Zropatitida: civ Exete TOVO, KOKKIVILOL TPNSIHO 1 TANYES 610 GTON KU GToY oo,

* Adeppariky avtidpacy yepic-rodiot: sqv €)ETe MOVO, TPREIMO Kol KokKvika |
HUPUNYKIAGUA 6TO YEpict Kavn ota 76d.

* IMvperog: eqv éyete Bepuokpaci 38 °C 1 HeyarHTEPN.

* Aoipoén: sty nopampnoets oNuada roipmEng mov mpokudsitat umd Poxtipua i 100¢,
N @Arovg opyavicpone.

* IIove ato Odpaxa: civ eppavicete movo mov EVIOMLETUL 6TO KEVTPO TOV Dopaka,

cv-pl-kapetral-fc-tabs-al0 g€ 2}’1 5 /7
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Wwitepa edv autd ovppetl katd ) Sidpre (GKNGNC.

e Zvvopouo Steven-Johnson: sy EKONADOETE EMDOVVO epLOPO 1 poP eEavinpua to omoio
EMEKTEIVETAUL KOl QAOKTAIVES Kaf) aldeg aArowbosig Sekvolv va eppavifovrar oto
Prevvoydvo vpéva ( L) OTOpe Kal yeidn), Wiaitepa siy elyate TPONYOLUEVWS EVUIGONGia
GT0 PG, AOUOEEIS TOV AVATTVEVGTIKOY ovoTuatog (m.y. Bpoyyitida) Kavn mopetd.

* Avemapreia DPD: v EYETE YVOOTH avendpkeia DPD, dlatpéyete avénpévo Kivuvo Y
o&eia mpdpn évapén togikd TS Kat GoPupdv, ATENTIKOV Y10, T oM N Bavatnedpov
avembountov avudpicesy mov TPOKAAOUVIOL und 10 Kapetral (n.y. otopurindo.
Pheypovi) Brevvoybvou, dudpport, ovdeteponevia Kt vevpotolikotnra).

* Ayyziooionua: Avalnmiote dueca WPk cupPovin og nepintwon rov TUPUTIPNCETE
KATOW0 a6 10 MopakdTe CUUTTOMATA - eVOEYETUL VL pealests engivovoa L TPIKT
avtipeTdmoN: oidnua Kuping oto npOCONO, Gt Yeily, o™ YA®Oo® 1 6TOV Aaud To
onoio duoyepaivet v KATAmoon 1) v avarvor, KVNouog kat eEaviipata. To TOPUTAV©D
HTopEl Vo amoTerody £vieiin ayYEL0018M HaTocC.

Eav yivouv avtiinaréc Vopig, avté ot avemBvpnteg evépysiee Bertidvovrat ouvwg evidg
2 £0¢ 3 NuepdY and Stakomn mg Bepansiag. Qotéco. eqv aUTEG Ot avemfipunTeg EVEPYELEG
GUVEYIGTOVV, ENMKOIVOVHOTE HESOG P TOV y101pd ag. O YWTpdS oug umopei v oug dmoet
odnyieg va Eexwviioete Eava ™ Ogparncia ot xeuniotepn 8éom.

Edv mapovciaotei Bapiag popeng oropatitda (EAkn o710 oTéNA H/kat GTov Papuyya),
Preypoviy Tov Brevvoysvou, duappora, ovdeteporevia (avénpévog kivduvoe rodéewv) 1y
VEDPOTOSIKOTN TR Kattd T Siépreie Tov TPOTOV KUKAOL TG Oepanciog, propei va epumhéketon
Karoww €Adewyn mc DPD (avatpéére oy raphypago 2: II pogdonomoer;  Kat
TPOPUAGEELS).

H Seppoticq avtidpaon XEWPOS-T0d6¢ pmopei va 0dMYNCEL 68 andALI TOV SUKTUMKGY
UMOTVIWUGT®V, 1) ontoia fa pmopovos v EMNPEGTEL THY TavTOMOIN G 0ag Katd m oapmon
TOV SUKTUAIKOV 0ROTUIOUATOY.

Ektéc ané ta napunive, étav 1o Kapetral ypnoiponowsitan @S povobepaneia, modd cuyvéc
avemBounteg evépyeisg o onoieg sivat Suvatdy vo EMMPEAGOLY MEPIGGOTEPE amd | Gta 10
Gropa eivar:

KOWMaKS dAiyoc.

eavinua, &npd 8épua Payovpu 6To déppa.
Kovpuo.

andrein 6pegng (avopesio).

AVTEG o1 avembiunteg EVEPYELES UmOpovY va yivouy coPapéc. Ma 10 Loyo avtéd sivar
ONUAVTIKO AVTA va emikowvoveits UPECOS pE TOV YiaTPO 00g HOMG apyicel va
EpQaviCetut pa avemdn unm evépye. O yuatpdg oug Ba oug cvpPovieiost va HEWDOETE T
860N KAV v Stakdyets TPOCOPIVA TNV ey Ue TO Kapetral. Avtd Oa Bonbneer 6o va
Hewbel n mbavéta pa avemBounm evépyewn va ouveNIGTEL 1] VL yivel cofapn.

Aleg avemBOpnteg EVEPYEIES elvat:

Xuoyvég avembounTes evépyeieg (Umopovv vu emnpedcouy éog 1 ota 10 (Tope)

repriappavouy:

* HEWDOEIS OTOV Uptdpd Tov AEVKOKVTTAP OV N tov epubpokvttapoy (rapampeiton otic
ECETUTELS).
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APLATOOT), UmdAEL Bapouc.

abnvia, KataOiwm.

Ke@aadyla, vavnhia, CaAn, un Pucloloyikn aicBnen tov dépratog (povdopa i
eiohnpa kadoov), ailayéc ™ yevong.

epEBIOUOG TOV 0BuLpOY, avinuéva daxpua, epvbpd e Tou 0pBarpod (smmepukitida).
PpAEYHOVN TOV QLEPV (Bpoppoorepinda).

dvokolia otny avamvon, apoppayia and ™m pom, Pigag, pvikni Katappo.

amhog £pmng 1 Gdhec howdEerg Tov épmnra.

lowdéelg tov MVEVUOVOV | TOV @VOTVELGTIKOD CLOTARATOS (M) Tvevpovia )|
Ppoyyinidae).

aoppayio and to éviepo, dvokoé e, Tovog STV Gve Kothaky ydpa, dvomeyia,
vrepfoiixd povokmpae, Enpostopic.

SepUaTIKG eSavinuo, andrew pallidv (ahonexiaon), epvBpdmra tov dépuaroc,
Enpodeppia, payovpa (xvnoudg), UmOYPOUATIONOS TOV dépuaTog, amdiei dépuatog,
@Agypovn ToL Séppatoc, Satapuyés TV vuyidy.

Tovog otig apbphdoeic, 1 ot dxpa, oT0 6TH00S 1) TNV TAGTN.

TUPETOS, TPAEILO TV GKpoV, aictnua adwbesiac.

mpoPiiuata pe ™ Aeovpyia tov Aratog (aivovta oTg eCetdoelg aipatoc) kot
avEnpévn yorepubpiv oto aipa (exkpiveton oto Arap).

O ovyvig avemBopunreg evépyeieg ( HmopodV va ennpedoovy £wg 1 ota 100 aropa):

hoiumén tov aipatog, ovporoiumén, Aofuwén tov Oéppatog, hodEerg e ROTNG Kot Tov
hoapod, poknriacikeée Aowbhéeig (cvumepthapfavopévov exeiviv Toy OTOUATOG), Ypim,
YUoTpEVIEpiTISaL, 080VTIKG amdaTh.

ECOYKOUATA KATO Und TO dépua (Mmoua).

HEIOGELS 6TaL KOTTAPX TOL uipatog cupunephapPavo HEVOV TOV arporetalioy. Aémtuven
0V aipatog (paivetal oTic efetdoelc).

arrepyic.

dwfing, peiwon tov kakiov oto aipa, vroGITIopég, auénuéva TpryAvkepidia aiparoc.
GUYYLTIKY KOTAOTUON. KPioES mavikoy, KateOMrTikn S1abeam, HEWOUEV YevETGWH
opu.

duokohia oy opthia, Swtapuyi g uvAMNC. andisia CUVIOVIGHOD TmV Kwhseoy,
SwtapayEg 1wopporiag, MmoBupia, BAaPn tev vevpov (vevpomdfewa) kat npofinuata
He mv aictnon.

Bon 1 Sty Gpaon.

ihyyog, movog 610 awri.

Kapdiaxn appuduio ko aictnua Tadpdy (appubuies), mévog oto omfog xat kapdroky
mpocfoli (Epppayua).

Bpéppor aipatog otig ev T Patn 9réPeg, vynin 1 AL apTnplak mison, e€apeig,
Kpoa dkpa, pof knhidec oto Sépua.

Opoppor aipatog oric PAEPEC TV IVELPOVODY (mvevpovin  epfoln), Katappevon
nvevpova, Brixag pe aipa, aobua, dvonvolr oy KOTmon.

anoPpagn eviépov, cuiloyn LYPOY otV Kothid, GAEyHOVR Tov Aemton 1 Tov mayfog
EVIEPOV, TOV GTOUAYOL T TOL 0160¢ayov, TOVOS 6T0 KATM HEPOS TG KOIALAC, KoK
dvogopia, aichnua kadooy (avtippon T tpoeis and 1o GTOMGy1). aipa oTa Kompav.
KTEPOS (KITpiviopa Tov SEPHATOG KUL TOV HUTIGY).

OEPHATIKG £AKOS Kot ADKTUIVE, avtidpaon Tov SEpuatog pe to NAaxs o, epubpdra
OTIS RUAGUES, TPAEIHO 1 TOVOC Tov TPOGHTOV.

cy-pl-kapetral-fc-tabs-al0 page 7 of 18
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* oidnua otig upbpdosig 1) dvekapyia, névog ota ootd, HVTKN advvapio | Svokapyi.

® Gviloyn vypod croug VEQPOUg, uuénuévn cuvoTTe 0bpNoNG Katd ™m Suipkew g
VOYTag, akpateld, aiue oto ovpa, adénon g Kpeatvivig 010 aipa (vdeién VEPPIKIG
dvohertovpyiug).

* aovnbiot apoppayic and Tov kKGATO.

* mpiSuo (oidnua), piyn.

Optopéveg and avtéc tic avembounteg evépyeiec eivarl mo OLYVEG OTav ) KareoitaPivn
xpnoonoeitan pali pe dha edpuaxa Y ™ Bepaneia tov kapkivov. AMeg avemBbuntec
EVEPYELEG TTOL £x0UY napatnpndei eivat o akdrovBec:

Logvic avemOopnteg evépysieg (umopei va empeacowy fmg 1 ota 10 dropa)
weprhapfivovy:

* ugimon tov vatpiov, tov Hayvnoiov 1 tov acPestiov oto aipa, advgnon tov OUKYApPOL
aipatog,

VEVPIKOG TOVOG.

Nxog 1 Boviopa ota avtid (eppos), andrewn axoc.

PreyHoVi TOV QAEPGV.

A6&rykag, adhayn ot POVY.

movog 1 ahhaypévy/ un Puoodoyikh aicbnon oo OTOHA, EVOC 6TO Guydvi.

EQIdPWOT, VUKTEPIVEC EQpOGELS.

HVIKOG oTtacpoc.

duokohia oty obpnom. aipa 1 IPOTEIVN ot 0hpa.

HOAOTES 1) avTidpaon ot BEon g éveong (mov mpokadeitar and Pappake Tou divovrat
ue £veon my S mepiodo).

Lnravieg avemBounteg evépyaeg (umopei va emmpedcovy éog 1 ota 1,000 atopa)

repapBavouy:

* otEveon N andepudn Tou duxpuikon TOpov (oTEVE®ON Sakpuikon TOpPOL).

® NAOTIKY averdpkel.

* @leypoviy mov odnyei o duchettovpyia M andgpaln omv éxkpion ™G YOoANg
(xohootatikg nratitde).

® OULYKEKPIUEVEG aAAayEC GTo NAEKTPOKAPSIOYpaoN e (emypmxuvon QT).

® OPIGUEVES pOPEEG appobuiag (ovpmephapfavopévng MS KOWMAKNG  Hapuapuyfc,
KOLMaKNG Tayvkapdiag dikny putidiov kur Bpadukapdiag).

® Qleypovn TV poTidv mov mpokaiel ToVo ot MATIE KAl evEeyopuévamg npoffinuata
Opaong.

* @heypovn tov Séppatoc mov TPOKaAEL KOKKIVES Aemdotéc KNAideg ka ogeidetat o g
agbéveln Tov avosonomtikon CUOTNUATOG.

* ayyewoidnua (tpréyo Kuping oto mpoceno, ota yeikn, ot yAdoow N oTov Aaiud,
KvNouog kot eEavOiuata),

[okd onavieg avemObpnTeg evépyaieg (umopei va emnpeacovy £mg 1 ota 10,000 atopo)

repiapfavouy: -

* cofupf deppatikn avtidopuon oneg depuatid eCavinpa, egéhkmon kat QAOKTHIVES TTOV
Hropel va mepthapfiavouy £hkn tov GTOHATOE, TS POTNS, ToV YEVVITIKOV- 0pYAVOV, Tmv
XEPIOV, TV TOSIOV Kl TOV paTidv (KOKKVe Katt TpNGpEVE pTIw).

Avagopa avemBpn oy EVEPYEIDV
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Eav mapampricere kdnow avemBiuntn  evépyeln, evuepoTE Tov YTpd 1n tov
Puppakomold cug. Avtd oyl kat Yo kdPe mbaviy avemBounm evépyein mov dey
UVAQEPETOL 6TO TUPdV VAR odnyidv  ypions. Mmopsite EMONS Vo  avapépete
avembountes evépyees amsvbeiog (8eg mnpogopics mo kitw). Méow ™G AVUIQPOPAg
avemBopntov evepyeidv propeite va Ponbicete o cudhoyh MEPICOOTEPOV TANPOYOPLV
OYETIKA PE TNV UGPAAELD TOV TAPOVTOS PUPLAKOD.

Kvbmpog

Dappaxsvtiég Yanpeoicc
Ymovpyeio Yysiog

CY-1475 Asvkooia

Dag: + 357 22608649
[otétomog: www.moh.gov.cy/phs

S ITog va puidceoets o Kapetral

To gapuaxo wvté npéner va puidooetar o Hépm mou dev to BAémovy Kt Sev To @Bavouy
T Tdd.

Na pm ypnowponotsite avtd to péppaxo HETG TNV Muepounvia Aéng mov AVUQEPETUL GTO
Kovti petad to “EXP”. H nuepopnviae Méng eivar n tedevtaio NUEPE TovL pNve Tov
OVOLQEPETAL EKEL.

Mn guldooete o Oeppokpacio peyaritepn tov 30 °C.

Mny retdte pappaka oo vepod NG AMOYETEVONG 1) 6TA OIKIOKG anoppippate. Potiore tov
PAPLAKOTOIO GUG YI0. TO TG Vi AETAEETE Tal Pappaka ov dev ypnoytonoweite mu. Avtd o
HETpu Ba PonBncovy oty Tpoctasia tov rnepPariovroc.

6. Hepeyopeva mg SUOKEVUGIUS KO LOVTES TANPOQOpiss

Tvmepiéyer to Kapetral:
H dpactixii ovsia givor n Kamecrafiv.

Ao GVOTATIKA:
* [luprvag: croscarmellose sodium. cellulose microcrystalline, hypromellose. silica
colloidal anhydrous, magnesium stearate.
* Emxdloyn pe Aenté wvpévio: hypromellose. titanium dioxide EI171, talc,
macrogol400, red iron oxide E172, yellow iron oxide (E172).
BAéne napaypago 2 ‘[Ipogdoroniserc yia ta £xdoya’.

Epgavion tov Kapetral ka1 nepieyopeva TS GLOKEVUGIOG

Kapetral 150 mg emikahoppéva pe Aemtd vuévio Sioxia: OIS Sokin ¥pdOUaTog avorkton
POSaKIVI, EMIKAAVUpEVE pE AemTd VHEVIO, HE avaylupo 150" 0TI {ie TAEVPE KoL SLUOTACES
nepimov 11.4 mm x 5.9 mm.

£ Dles f
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Kapetral 500 mg smkaloupéva ME AenTd LVPEVIO Siokia: EMNKN SLoKin ypduatog podakvi,
EMKAIVUUEVD [LE AETTS VUEVIO, pe avayivgo “500” oty uia mAeVPG Kal Sla6TAGEIS TEpiTOL
17.1 mmx 8.1 mm.

Meyébn svoksvaciog:

Kapetral 150 mg emxalvppéva ue Aentd vuévio Siokia:
Kvyédeg ané PVC-PE-PVDC /@¥Aro arovpviov.
Kuyédeg and PVC/PVDC/ptiio alovpviov.
Zvokevasia mov mepiéyet 60 Sioki.

Kapetral 500 mg emkalopuéva He Aentd vpévio Siokia:
Kuyéles and PVC-PE-PVDC/p0Ado arovpviov.
Kuoyéhreg and PVC/P/gviro aAovHIVIOL.

Zvokevaoio mov tepiéyet 120 Sokia.

Karoyog Adsrag Kvkhogopiag ka lNapaskevastic
Remedica Ltd

0066¢ Axapvav, Bropnyavic IMepoy Aepeco,

3056 Aepeodg, Konpoc

To rapév piiio odnyidv 1PNonS avabew pinks yia Tedevraia popa tov 02/2021.

For internal use only: cy-pl-kapetral-fe-tabs-a 10

fohore XK
y
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Package leaflet: Information for the patient

Kapetral 150 mg film-coated tablets
Kapetral 500 mg film-coated tablets

capecitabine

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may
harm them, even if their signs of illness are the same as yours,

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet:

What Kapetral is and what it is used for

What you need to know before you take Kapetral
How to take Kapetral

Possible side effects

How to store Kapetral

Contents of the pack and other information

P R e

1. What Kapetral is and what it is used for

Kapetral belongs to the group of medicines called "cytostatic agents", which stop the growth
of cancer cells. Kapetral contains capecitabine. which itself is not a cytostatic medicine.
Only after being absorbed by the body it is changed into an active anti-cancer medicine
(more in tumour tissue than in normal tissue).

Kapetral is used for the treatment of colon, rectal, gastric, or breast cancers.
Furthermore, Kapetral is used to prevent new occurrence of colon cancer after complete
removal of the tumour by surgery.

Kapetral may be used either alone or in combination with other medicines,

2. What you need to know before you take Kapetral

Do not take Kapetral

* if you are allergic to capecitabine or any of the other ingredients of this medicine (listed
in section 6). You must inform your doctor if you know that you have an allergy or over-
reaction to this medicine.

* if you previously have had severe reactions to fluoropyrimidine therapy (a group of
anticancer medicines such as fluorouracil).

® if you are pregnant or breast feeding.

* if you have severely low levels of white cells or platelets in the blood (leucopenia.
neutropenia or thrombocytopenia).

Lok 25
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* if you have severe liver or kidney problems.

¢ if you know that you do not have any activity of the enzyme dihydropyrimidine
dehydrogenase (DPD) (complete DPD deficiency).

* if you are being treated now or have been treated in the last 4 weeks with brivudine as
part of herpes zoster (chickenpox or shingles) therapy.

Warnings and precautions

Talk to your doctor or pharmacist before taking Kapetral

* if you know that you have a partial deficiency in the activity of the enzyme
dihydropyrimidine dehydrogenase (DPD).

* if you have a family member who has partial or complete deficiency of the enzyme
dihydropyrimidine dehydrogenase (DPD)

* if you have liver or kidney diseases.

* if you have or had heart problems (for example an irregular heartbeat or pains to the chest
Jjaw and back brought on by physical effort and due to problems with the blood flow to the
heart).

* if you have brain disease (for example cancer that has spread to the brain. or nerve damage

(neuropathy)).

if you have calcium imbalances (seen in blood tests).

if you have diabetes.

if you cannot keep food or water in your body because of severe nausea and vomiting.

if you have diarrhea.

if you are or become dehydrated.

if you have imbalances of ions in your blood (electrolyte imbalances, seen in tests).

if you have a history of eye problems as you may need extra monitoring of your eyes.

if you have severe skin reaction.

DPD deficiency: DPD deficiency is a genetic condition that is not usually associated with
health problems unless you receive certain medicines. If you have DPD deficiency and take
Kapetral, you are at an increased risk of severe side effects (listed under section 4 Possible
side effects). It is recommended to test you for DPD deficiency before start of treatment. If
you have no activity of the enzyme you should not take Kapetral. If you have a reduced
enzyme activity (partial deficiency) your doctor might prescribe a reduced dose. If you have
negative test results for DPD deficiency, severe and life-threatening side effects may still
oceur.

Children and adolescents
Kapetral is not indicated in children and adolescents. Do not give Kapetral to children and
adolescents.

Other medicines and Kapetral

Before starting treatment, tell your doctor or pharmacist if you are taking, have recently taken
or might take any other medicines. This is extremely important, as taking more than one
medicine at the same time can strengthen or weaken the effect of the medicines.

You must not take brivudine (an anti-viral medicine for the treatment of shingles or
chickenpox) at the same time as capecitabine treatment (including during any rest
periods when you are not taking any capecitabine tablets).

cy-pl-kapetral-fe-tabs-al 0 page 12 of 18

Zﬁ//é;%;é

4



v/

If you have taken brivudine You must wait for at least 4 weeks after stopping
brivudine before starting to take capecitabine. See also section “Do not take
Kapetral”,

You need to be particularly careful if you are taking any of the following:

* gout medicines (allopurinol).

* blood-thinning medicines (coumarin, warfarin).

* medicines for seizures or tremors (phenytoin).

* interferon alpha.

* radiotherapy and certain medicines used to treat cancer (folinic acid, oxaliplatin,
bevacizumab. cisplatin, irinotecan).

medicines used to treat folic acid deficiency.

Kapetral with food and drink
You should take Kapetral no later than 30 minutes after meals.

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a
baby, ask your doctor or pharmacist for advice before taking this medicine. You must not take
Kapetral if you are pregnant or think you might be. You must not breast-feed if you are taking
Kapetral and for 2 weeks after the last dose.

[f you are a woman who could become pregnant you should use effective contraception during
treatment with Kapetral and for 6 months after the last dose.

[f you are a male patient and your female partner could become pregnant, you should use
effective contraception during treatment with Kapetral and for 3 months after the last dose.

Driving and using machines
Kapetral may make you feel dizzy, nauseous or tired. It is therefore possible that Kapetral
could affect your ability to drive a car or operate machinery.

Excipients warnings
This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say ‘sodium-
free’.

3 How to take Kapetral

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your
doctor or pharmacist if you are not sure.

Kapetral should only be prescribed by a doctor experienced in the use of anticancer medicines.
Kapetral tablets should be swallowed whole with w ater and within 30 minutes of a meal.

Your doctor will prescribe a dose and treatment regimen that is right for you. The dose of
Kapetral is based on your body surface area. This is calculated from your height and weight.
The usual dose for adults is 1250 mg/m? of body surface area taken two times daily (morning
and evening).

Two examples are provided here: A person whose body weight is 64 kg and height is 1.64 m
has a body surface area of 1.7 m?and should take 4 tablets of 500 mg and 1 ‘tablet of 150 mg
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two times daily. A person whose body weight is 80 kg and height is 1.80 m has a body surface
area of 2.00 m? and should take 5 tablets of 500 mg two times daily.

Kapetral tablets are usually taken for 14 days followed by a 7 day rest period (when no tablets
are taken). This 21 day period is one treatment cycle.

[n combination with other medicines the usual dose for adults may be less than 1250 mg/m?’
of body surface area, and you may need to take the tablets over a different time period (e.g.
every day, with no rest period).

Your doctor will tell you what dose you need to take, when to take it and for how long you
need to take it.

Your doctor may want you to take a combination of 150 mg and 500 mg tablets for each dose.

e take the tablets morning and evening as prescribed by your doctor,

e take the tablets within 30 minutes after the end of a meal (breakfast and dinner) and
swallow whole with water. Do not crush or cut tablets. If you cannot swallow Kapetral
tablets whole, tell your healthcare provider.

® itis important that you take all your medicine as prescribed by your doctor.

If you take more Kapetral than you should

[f you take more Kapetral tablets than you should. contact your doctor as soon as possible
before taking the next dose.

You might get the following side effect if you take a lot more capecitabine than you should:
feeling or being sick, diarrhea, inflammation or ulceration of the gut or mouth, pain or
bleeding from the intestine or stomach. or bone marrow depression (reduction in certain kinds
of blood cells). Tell your doctor immediately if you experience any of these symptoms.

If you forget to take Kapetral
Do not take the missed dose at all. Do not take a double dose to make up for a forgotten
tablet. Instead, continue your regular dosing schedule and check with your doctor.

If you stop taking Kapetral
There are no side-effects caused by stopping treatment with Kapetral. In case you are using

coumarin anticoagulants (containing e.g. phenprocoumon), stopping Kapetral might require
that your doctor adjusts your anticoagulant dose.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects
Like all medicines, this medicine can cause side effects. although not everybody gets them.

STOP taking Kapetral immediately and contact your doctor if any of these symptoms occur:

® Diarrhoea: if you have an increase of 4 or more bowel movements compared to your
normal bowel movements each day or any diarrhoea at night.

* Vomiting: if you vomit more than once in a 24-hour time period.

* Nausea: if you lose your appetite, and the amount of food you eat each day is much less
than usual.
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Stomatitis: if you have pain, redness. swelling or sores in your mouth and/or throat.
Hand-and-foot skin-reaction: if you have pain, swelling, redness or tingling of hands
and/or feet.

Fever: if you have a temperature of 38 °C or greater.

Infection: if you experience signs of infection caused by bacteria or virus, or other
organisms.

* Chest pain: if you experience pain localised to the centre of the chest. especially if it occurs
during exercise.

* Steven-Johnson syndrome: if You experience painful red or purplish rash that spreads and
blisters and/or lesions begin to appear in the mucous membrane (e.g. mouth and lips), in
particular if you had before light sensitivity, infections of the respiratory system (e.g.
bronchitis) and/or fever.

* DPD Deficiency: if you have a known DPD deficiency, you are at an increased risk of
acute early-onset of toxicity and severe, life-threatening, or fatal adverse reactions caused
by capecitabine (e.g. stomatitis, mucosal inflammation, diarrhoea. neutropenia, and
neurotoxicity),

* Angioedema: Seek medical attention straight away if you notice any of the following
Symptoms - you may need urgent medical treatment: swelling mainly of the face, lips,
tongue or throat which makes it difficult to swallow or breathe, itching and rashes. This
could be a sign of angioedema,

If caught carly, these side effects usually improve within 2 to 3 days after treatment
discontinuation. If these side effects continue, however, contact your doctor immediately,
Your doctor may instruct you to restart treatment at a lower dose.

If severe stomatitis (sores in your mouth and/or throat), mucosal inflammation, diarrhoea,
neutropenia (increased risk for infections), or neurotoxicity occurs during the first cycle of
treatment a DPD deficiency may be involved (please see Section 2: Warnings and
precautions).

Hand and foot skin-reaction can lead to loss of fingerprint, which could impact your
identification by fingerprint scan.

In addition to the above, when Kapetral is used alone, very common side effects which may
affect more than 1 person in 10 are:

¢ abdominal pain.

* rash, dry or itchy skin.

® tiredness.

* loss of appetite (anorexia).

These side effects can become severe; therefore, it is important that vou always contact your
doctor immediately when Yyou start to experience a side effect. Your doctor may instruct you
to decrease the dose and/or temporarily discontinue treatment with Kapetral. This will help
reduce the likelihood that the side effect continues or becomes severe.

Other side effects are:

Common side-effects (may affect up to I in 10 people) include:
* decreases in the number of white blood cells or red blood cells (seen in tests).
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dehydration, weight loss.

sleeplessness (insomnia), depression.

headache, sleepiness, dizziness. abnormal sensation in the skin (numbness or tingling
sensation), taste changes.

eye irritation, increased tears, eye redness (conjunctivitis).

inflammation of the veins (thrombophlebitis).

shortness of breath, nose bleeds, cough, runny nose.

cold sores or other herpes infections.

infections of the lungs or respiratory system (e.g. pneumonia or bronchitis).

bleeding from the gut, constipation, pain in upper abdomen, indigestion, excess wind. dry
mouth.

skin rash, hair loss (alopecia), skin reddening, dry skin. itching (pruritus). skin
discolouration, skin loss, skin inflammation, nail disorder.

pain in the joints, or in the limbs (extremities), chest or back.

fever, swelling in the limbs, feeling ill.

problems with liver function (seen in blood tests) and increase blood bilirubin (excreted by
the liver).

Uncommon side effects (may affect up to 1 in 100 people) include:

*® o o o

blood infection, urinary tract infection, infection of the skin, infections in the nose and
throat, fungal infections (including those of the mouth), influenza. gastroenteritis. tooth
abscess.

lumps under the skin (lipoma).

decreases in blood cells including platelets, thinning of blood (seen in tests).

allergy.

diabetes, decrease in blood potassium., malnutrition, increased blood triglycerides.
confusional state, panic attacks, depressed mood. decreased libido.

difficulty speaking, impaired memory, loss of movement coordination, balance disorder,
fainting, nerve damage (neuroparty) and problems with sensation.

blurred or double vision.

vertigo, ear pain.

irregular heartbeat and palpitations (arrhythmias), chest pain and heart attack (infarction).
blood clots in the deep veins, high or low blood pressure, hot flushes, cold limbs
(extremities), purple spots on the skin.

blood clots in the veins in the lung (pulmonary embolism), collapsed lung, coughing up
blood, asthma, shortness of breath on exertion.

bowel obstruction, collection of fluid in the abdomen, inflammation of the small or large
intestine, the stomach or the oesophagus, pain in the lower abdomen, abdominal
discomfort, heartburn (reflux of blood from the stomach), blood in the stool.

Jaundice (yellowing of skin and eyes).

skin ulcer and blister, reaction of the skin with sunlight, reddening of palms, swelling or
pain of the face.

* joint swelling or stiffness, bone pain, muscle weakness or stiffness.

fluid collection in the Kidneys, increased frequency of urination during the night,
incontinence, blood in the urine, increase in blood creatinine (sign of kidney dysfunction).
unusual bleeding from the vagina.

swelling (oedema), chills and rigors.

cy-pl-kapetral-fe-tabs-a 10

page l6of 18 //{_’_.-r

Loorleocw #F



Some of these side effects are more common when capecitabine is used with other medicines
for the treatment of cancer. Other side-effects seen in this setting are the following:

Common side effects (may affectup to 1 in 10 people) include:

decrease in blood sodium, magnesium or calcium, increase in blood sugar.
nerve pain.

ringing or buzzing in the ears (tinnitus), loss of hearing.

vein inflammation.

hiccups, change in voice.

pain or altered/abnormal sensation in the mouth, pain in the jaw.

sweating, night sweats.

muscle spasm.

difficulty in urination, blood or protein in the urine.

bruising or reaction at the injection site (caused by medicines given by injection at the same
time).

Rare side effects (may affect up to 1 in 1,000 people) include:

® narrowing or blockage of tear duct (lacrimal duct stenosis).

e liver failure.

* inflammation leading to dysfunction or obstruction in the bile secretion (cholestatic
hepatitis).

® specific changes in the electrocardiogram (QT prolongation).

® certain types of arrhythmia (including ventricular fibrillation. torsade de pointes, and
bradycardia).

* eye inflammation causing eye pain and possibly eyesight problems.

* inflammation of the skin causing red scaly patches due to an immune system illness.

* angioedema (swelling mainly of the face. lip, tongue or throat, itching and rashes).

Very rare side effects (may affect up to 10,000 people) include:
* severe skin reaction such as skin rash, ulceration and blistering which may involve ulcers
of the mouth, nose, genitalia, hands. feet and eyes (red and swollen eyes).

Reporting of side effects

If you get any side effects. talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly (see details below).
By reporting side effects, you can help provide more information on the safety of this
medicine.

Cyprus

Pharmaceutical Services
Ministry of Health

CY-1475 Nicosia

Fax: +357 22608649

Website: www.moh.gov.cy/phs

s. How to store Kapetral
Keep this medicine out of the sight and reach of children.
(e lbrit s’
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Do not use this medicine after the expiry date which is stated on the carton after EXP, The
expiry date refers to the last day of the month.

Do not store above 30 °C.,

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist
how to throw any medicines you no longer use. These measures will help protect the
environment,

6. Contents of the pack and other information

What Kapetral contains
The active substance is capecitabine.

The other ingredients are:

* Tablet core: croscarmellose sodium. hypromellose, cellulose microcrystalline, silica
colloidal anhydrous, magnesium stearate.

* Tablet coating: hypromellose, titanium dioxide E171, tale, macrogol 400, red iron oxide
E172, yellow iron oxide E172.
See paragraph 2 ‘Excipients warnings’.

What Kapetral looks like and contents of the pack
Kapetral 150 mg film-coated tablets: Light-peach oval film-coated tablets embossed with
“1507 on one side, of approximate dimensions 1 14 mmx 5.9 mm,

Kapetral 500 mg film-coated tablets: Peach, oblong capsule-shaped, film-coated tablets
embossed with **500™ on one side. of approximate dimensions 17.1 mm x 8.1 mm,

Pack sizes;

Kapetral 150 film-coated tablets:
PVC-PE-PVDC/Aluminium blisters
PVC/PVDC/Aluminium blisters
Pack-size of 60 film-coated tablets.

Kapetral 500 film-coated tablets:
PVC-PE-PVDC/Aluminium blisters
PVC/PVDC/Aluminium blisters
Pack-size of 120 film-coated tablets.

Marketing Authorisation Holder and Manu facturer
Remedica Ltd

Aharnon Str.. Limassol Industrial Estate.

3056 Limassol, Cyprus

This leaflet was last revised in 02/2021.

For internal use only cy-pl-kapetral-fe-tabs-al0
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SUMMARY OF PRODUCT CHARACTERISTICS

1. TRADE NAME OF THE MEDICINAL PRODUCT
Kapetral 150 mg film-coated tablets

Kapetral 500 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Kapetral 150 mg film-coated tablets: Each film-coated tablet contains capecitabine 150
mg.

Kapetral 500 mg film-coated tablets: Each film-coated tablet contains capecitabine 500
mg.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Kapetral 150 mg film-coated tablets: Light-peach. oval, film-coated tablets embossed with
“150” on one side, of approximate dimensions 1 | 4 mm x 5.9 mm.

Kapetral 500 mg film-coated tablets: Peach. oblong capsule-shaped. film-coated tablets
embossed with “500™ on one side. of approximate dimensions 17.1 mm x 8.1 mm.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Kapetral is indicated for the treatment of:

- for the adjuvant treatment of patients following surgery of stage Il (Dukes’ stage C)
colon cancer (see section 5.1).

- metastatic colorectal cancer (see section 5.1).

- first-line treatment of advanced gastric cancer in combination with a iym-based
regimen (see section 5.1).

*
- in combination with docetaxel (see section 5.1) for the treatmen of patients y
advanced or metastatic breast cancer after failure of cytotoxic fligm

: 7 .
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- as monotherapy for the treatment of patients with locally advanced or metastatic breast
cancer after failure of taxanes and an anthracycline-containing chemotherapy regimen or
for whom further anthracycline therapy is not indicated.

4.2 Posology and method of administration

Kapetral should only be prescribed by a qualified physician experienced in the utilisation of
anti-neoplastic medicinal products. Careful monitoring during the first cycle of treatment is
recommended for all patients.

Treatment should be discontinued if progressive disease or intolerable toxicity is observed.
Standard and reduced dose calculations according to body surface area for starting doses of
Kapetral of 1250 mg/ m? and 1000 mg/ m? are provided in tables I and 2, respectively,

Posology

Recommended posology (see section 5.1):

Monotherapy

Colon, colorectal and breast cancer

Given as monotherapy, the recommended starting dose for capecitabine in the adjuvant
treatment of colon cancer, in the treatment of metastatic colorectal cancer or of locally
advanced or metastatic breast cancer is 1250 mg/ m* administered twice daily (morning and
evening; equivalent to 2500 mg/ m? total daily dose) for 14 days followed by a 7-day rest
period. Adjuvant treatment in patients with stage III colon cancer is recommended for a total
of 6 months.

Combination therapy

Colon, colorectal and gastric cancer

In combination treatment. the recommended starting dose of capecitabine should be reduced
to 800 — 1000 mg/ m? when administered twice daily for 14 days followed by a 7-day rest
period, or to 625 mg/ m? twice daily when administered continuously (see section 5.1). For
combination with irinotecan, the recommended starting dose is 800 mg/m? when
administered twice daily for 14 days followed by a 7-day rest period combined with
irinotecan 200 mg/m? on day 1. The inclusion of bevacizumab in a combination regimen has
no effect on the starting dose of capecitabine. Premedication to maintain adequate hydration
and anti-emesis according to the cisplatin summary of product characteristics should be
started prior to cisplatin administration for patients receiving the capecitabine plus cisplatin
combination. Premedication with antiemetics according to the oxaliplatin summary of
product characteristics is recommended for patients receiving the capecitabine plus
oxaliplatin combination. Adjuvant treatment in patients with stage III colon cancer is
recommended for a duration of 6 months.

Breast cancer
In combination with docetaxel. the recommended starting dose of capecitabine in the
treatment of metastatic breast cancer is 1250 mg/m? twice daily for 14 da gllowe a
7-day rest period, combined with docetaxel at 75 mg/m? as a | hour i
every 3 weeks. Pre-medication with an oral corticosteroid such as dexa
to the docetaxel summary of product characteristics should be start
administration for patients receiving the capecitabine plus docetaxel ¢

(T

Kapetral Dose Calculations
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Table | Standard and reduced dose cal

dose of capecitabine of 1250 mg/m?

culations according to body surface area for a starting

Dose level 1250 mg/m? (twice daily)
Full dose Number of Reduced dose | Reduced dose
150 mg (75%) (50%)
tablets and/or
500 mg
1250 mg/m? tablets per 950 mg/m? 625 mg/m?
administration
(each
administration
to be given
morning and
evening)
Body Surface Dose per 150 500 Dose per Dose per
Area (m?) administration | mg mg | administration | administration
(mg) (mg) (mg)
<1.26 1500 - 3 1150 800
1.27 -1.38 1650 1 3 1300 800
1.39-1.52 1800 2 3 1450 950
1.53 -1.66 2000 - 4 1500 1000
1.67 -1.78 2150 1 4 1650 1000
1.79 -1.92 2300 2 4 1800 1150
1.93 -2.06 2500 - 5 1950 1300
2.07-2.18 2650 | 5 2000 1300
>2.19 2800 2 5 2150 1450

Table 2 Standard and reduced dose calculations ac

starting dose of capecitabine of 1000 mg/m?

cording to body surface area for a

Dose level 1000 mg/ m?* (twice daily)

Full dose

1000 mg/ m?

Number of
150 mg
tablets and/or
500 mg
tablets per
administration
(each
administration
to be given

Reduced dose
(75%)

750 mg/m?

Reduced dose
(50%)

500 mg/m?

morning and .
evening) .
Body Surface Dose per 150 | 500 Dose per 5/ Dose %R ‘
Area (m?) administration mg mg administration tf %ﬂﬁﬁtt% og,.a >
(mg) (mg) ( )/
<1.26 1150 [ 2 800 N7 606 /.
127138 1300 2 2 1000 5000090 A
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1.39-1.52 1450 3 2 1100 750
1.53 -1.66 1600 4 2 1200 800
1.67-1.78 1750 5 2 1300 800
1.79 -1.92 1800 2 3 1400 900
1.93 -2.06 2000 - 4 1500 1000
2.07-2.18 2150 4 1600 1050
>2.19 2300 2 4 1750 1100

Posology adjustments during treatment:

General

Toxicity due to capecitabine administration may be managed by symptomatic treatment
and/or modification of the dose (treatment interruption or dose reduction). Once the dose
has been reduced, it should not be increased at a later time. For those toxicities considered
by the treating physician to be unlikely to become serious or life-threatening, e.g. alopecia,
altered taste, nail changes. treatment can be continued at the same dose without reduction or
interruption. Patients taking capecitabine should be informed of the need to interrupt
treatment immediately if moderate or severe toxicity occurs. Doses of capecitabine omitted
for toxicity are not replaced. The following are the recommended dose modifications for
toxicity:

Table 3 Capecitabine Dose Reduction Schedule (3-weekly Cycle or Continuous
Treatment)

Toxicity grades*

Dose changes within a
treatment cycle

Dose adjustment for next
cycle/dose (% of starting
dose)

o Grade ]

Maintain dose level

Maintain dose level

o Grade 2

-1st appearance

-2nd appearance

-3rd appearance

Interrupt until resolved
to grade 0-1

100 %

75 %

50 %

-4th appearance

Discontinue treatment
permanently

Not applicable

Grade 3

-1st appearance Interrupt until resolved 75 %

-2nd appearance to grade 0-1 50 %

-3rd appearance Discontinue treatment Not applicable
permanently

o  Grade 4

-1st appearance

Discontinue
permanently or
[f physician deems it to
be in the patient’s best
interest to continue,
interrupt until resolved
to grade 0-1

30 %

-2nd appearance

Discontinue
permanently
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*According to the National Cancer Institute of Canada Clinical Trial Group (NCIC CTG) Common Toxicity
Criteria (version 1) or the Common Terminology Criteria for Adverse Events (CTCAE) of the Cancer Therapy
Evaluation Program, US National Cancer Institute, wversion 4.0. For hand-foot syndrome and
hyperbilirubinemia, see section 4.4.

Haematology

Patients with baseline neutrophil counts of <1.5 x 10%L and/or thrombocyte counts of <100
x 10%/L should not be treated with capecitabine. If unscheduled laboratory assessments
during a treatment cycle show that the neutrophil count drops below 1.0 x 10%L or that the
platelet count drops below 75 x 10/L, treatment with capecitabine should be interrupted.

Dose modifications for toxicity when capecitabine is used as a 3 weekl v cyele in combination
with other agents

Dose modifications for toxicity when capecitabine is used as a 3 weekly cycle in
combination with other medicinal products should be made according to Table 3 above for
capecitabine and according to the appropriate summary of product characteristics for the
other medicinal product(s).

At the beginning of a treatment cycle, if a treatment delay is indicated for either capecitabine
or the other medicinal product(s), then administration of all therapy should be delayed until
the requirements for restarting all medicinal products are met.

During a treatment cycle for those toxicities considered by the treating physician not to be
related to capecitabine, capecitabine should be continued and the dose of the other medicinal
product should be adjusted according to the appropriate Prescribing Information.

If the other medicinal product(s) have to be discontinued permanently, capecitabine
treatment can be resumed when the requirements for restarting capecitabine are met.

This advice is applicable to all indications and to all special populations.

Dose modifications for toxicity when capecitabine is used continuously in combination with
other medicinal products:

Dose modifications for toxicity when capecitabine is used continuously in combination with
other medicinal products should be made according to Table 3 above for capecitabine and
according to the appropriate summary of product characteristics for the medicinal product(s).

Posology adjustments for special populations:

Hepatic impairment

Insufficient safety and efficacy data are available in patients with hepatic impairment to
provide a dose adjustment recommendation. No information is available on hepatic
impairment due to cirrhosis or hepatitis.

Renal impairment

Capecitabine is contraindicated in patients with severe renal
clearance below 30 ml/min [Cockeroft and Gault] at baseline). The i
4 adverse reactions in patients with moderate renal impairment (crgdtiiine clearance

ml/min at baseline) is increased compared to the overall popgiafion. In (nts  with
moderate renal impairment at baseline, a dose reduction to 75% {9¢ a start'g@ se‘_‘stll 1250
mg/m? is recommended. In patients with moderate renal impair; ?:l‘t{t@% seling, h dgse
reduction is required for a starting dose of 1000 mg/m2. In ﬂ@\ti\mﬁs‘ﬁllg‘ nal
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impairment (creatinine clearance 51-80 ml/min at baseline) no adjustment of the starting
dose is recommended. Careful monitoring and prompt treatment interruption is
recommended if the patient develops a grade 2, 3 or 4 adverse event during treatment and
subsequent dose adjustment as outlined in Table 3 above. If the calculated creatinine
clearance decreases during treatment to a value below 30 ml/min, capecitabine should be
discontinued. These dose adjustment recommendations for renal impairment apply both to
monotherapy and combination use (see also section “Elderly” below).

Elderly

During capecitabine monotherapy. no adjustment of the starting dose is needed. However.
grade 3 or 4 treatment-related adverse reactions were more frequent in patients >60 years of
age compared to younger patients.

When capecitabine was used in combination with other medicinal products, elderly patients
(=65 years) experienced more grade 3 and grade 4 adverse drug reactions, including those
leading to discontinuation, compared to younger patients. Careful monitoring of patients >60
vears of age is advisable.

- In combination with docetaxel: an increased incidence of grade 3 or 4 treatment-related
adverse reactions and treatment-related serious adverse reactions were observed in
patients 60 years of age or more (see section 5. | ). For patients 60 years of age or more, a
starting dose reduction of capecitabine to 75% (950 mg/ m? twice daily) is recommended.
If no toxicity is observed in patients >60 years of age treated with a reduced capecitabine
starting dose in combination with docetaxel. the dose of capecitabine may be cautiously
escalated to 1250 mg/ m? twice daily.

Paediatric population
There is no relevant use of capecitabine in the paediatric population in the indications colon.
colorectal, gastric and breast cancer,

Method of administration

Oral administration. Capecitabine tablets should be swallowed whole with water within 30
minutes after a meal.

Capecitabine tablets should not be crushed or cut.

4.3 Contraindications

- History of severe and unexpected reactions to fluoropyrimidine therapy,

- Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 or
fluorouracil,

= Known complete dihydropyrimidine dehydrogenase (DPD) deficiency (see section 4.4),

- During pregnancy and lactation.

- In patients with severe leucopenia, neutropenia, or thrombocytopenia,

- In patients with severe hepatic impairment.

- In patients with severe renal impairment (creatinine clearance below 30 ml/min

- Recent or concomitant treatment with brivudine (see section 4.4 and ¢
interaction),

- If contraindications exist to any of the medicinal
that medicinal product should not be used.

4.4 Special warnings and precautions for use
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Brivudine must not be administered concomitantly with capecitabine. Fatal cases have been
reported following this drug interaction. There must be at least a 4-week waiting period
between end of treatment with brivudine and start of capecitabine therapy. Treatment with
brivudine can be started 24 hours after the last dose of capecitabine (see section 4.3 and 4.5).

In the event of accidental administration of brivudine to patients being treated with
capecitabine, effective measures should be taken to reduce the toxicity of capecitabine.
Immediate admission to hospital is recommended. All measures should be initiated to
prevent systemic infections and dehydration.

Dose limiting toxicities

Dose limiting toxicities include diarrhoea. abdominal pain, nausea, stomatitis and hand-foot
syndrome (hand-foot skin reaction, palmar-plantar erythrodysesthesia). Most adverse
reactions are reversible and do not require permanent discontinuation of therapy, although
doses may need to be withheld or reduced.

Diarrhoea

Patients with severe diarrhoea should be carefully monitored and given fluid and electrolyte
replacement if they become dehydrated. Standard antidiarrhoeal treatments (e.g.
loperamide) may be used. NCIC CTC grade 2 diarrhoea is defined as an increase of 4 to 6
stools/day or nocturnal stools, grade 3 diarrhoea as an increase of 7 to 9 stools/day or
incontinence and malabsorption. Grade 4 diarrhoea is an increase of >10 stools/day or
grossly bloody diarrhoea or the need for parenteral support. Dose reduction should be
applied as necessary (see section 4.2).

Dehydration

Dehydration should be prevented or corrected at the onset. Patients with anorexia, asthenia,
nausea, vomiting or diarrhoea may rapidly become dehydrated. Dehydration may cause
acute renal failure, especially in patients with pre-existing compromised renal function or
when capecitabine is given concomitantly with known nephrotoxic products. Acute renal
failure secondary to dehydration might be potentially fatal. If grade 2 (or higher) dehydration
occurs, capecitabine treatment should be immediately interrupted and the dehydration
corrected. Treatment should not be restarted until the patient is rehydrated and any
precipitating causes have been corrected or controlled. Dose modifications applied should
be applied for the precipitating adverse event as necessary (see section 4.2).

Hand-foot syndrome
Hand and foot syndrome also known as hand-foot skin reaction or palmar-plantar
erythrodysesthesia or chemotherapy induced acral erythema.

Grade 1 hand-foot syndrome is defined as numbness, dysesthesia/paresthesia, tingling,
painless swelling or erythema of the hands and/or feet and/or discomfort which does not
disrupt the patient’s normal activities.

Grade 2 hand-foot syndrome is painful erythema and swelling of the hands and/or feet and/or
discomfort affecting the patient’s activities of daily living. :
Grade 3 hand-foot syndrome is moist desquamation, ulceration, blisteri . mam
of the hands and/or feet and/or severe discomfort that causes the patient #6:b¢ unable ﬁﬁm’ A
or perform activities of daily living. Persistent or severe hand-foot syrr’%lgimc ( 2 a‘gci

above) can eventually lead to loss of fingerprints which could impact p lrﬁﬁ]@ tificafi

If grade 2 or 3 hand-foot syndrome occurs, administration of capc\cxlt\a L
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interrupted until the event resolves or decreases in intensity to grade 1. Following grade 3
hand-foot syndrome, subsequent doses of capecitabine should be decreased. When
capecitabine and cisplatin are used in combination, the use of vitamin B6 (pyridoxine) is not
advised for symptomatic or secondary prophylactic treatment of hand—foot syndrome,
because of published reports that it may decrease the efficacy of cisplatin. There is some
evidence that dexpanthenol is effective for hand-foot syndrome prophylaxis in patients
treated with Kapetral.

Cardiotoxicity

Cardiotoxicity has been associated with fluoropyrimidine therapy, including myocardial
infarction, angina, dysrhythmias. cardiogenic shock, sudden death and electrocardiographic
changes (including very rare cases of QT prolongation). These adverse reactions may be
more common in patients with a prior history of coronary artery disease. Cardiac arrhythmias
(including ventricular fibrillation, torsade de pointes and bradycardia), angina pectoris,
myocardial infarction, heart failure and cardiomyopathy have been reported in patients
receiving capecitabine. Caution must be exercised in patients with history of significant
cardiac disease, arrhythmias and angina pectoris (See section 4.8).

Hypo-or hypercalcaemia
Hypo-or hypercalcaemia has been reported during capecitabine treatment. Caution must be
exercised in patients with pre-existing hypo-or hypercalcaemia (see section 4.8).

Central or peripheral nervous system disease
Caution must be exercised in patients with central or peripheral nervous system disease. e.g.
brain metastasis or neuropathy (see section 4.8).

Diabetes mellitus or electrolyte disturbances
Caution must be exercised in patients with diabetes mellitus or electrolyte disturbances. as
these may be aggravated during capecitabine treatment.

Coumarin-derivative anticoagulation

In a drug interaction study with single-dose warfarin administration, there was a significant
increase in the mean AUC (+57%) of S-warfarin. These results suggest an interaction,
probably due to an inhibition of the cytochrome P450 2C9 isoenzyme system by
capecitabine. Patients receiving concomitant capecitabine and oral coumarin-derivative
anticoagulant therapy should have their anticoagulant response (INR or prothrombin time)
monitored closely and the anticoagulant dose adjusted accordingly (see section 4.5).

Hepatic impairment
In the absence of safety and efficacy data in patients with hepatic impairment, capecitabine
use should be carefully monitored in patients with mild to moderate liver dysfunction,
regardless of the presence or absence of liver metastasis. Administration of capecitabine
should be interrupted if treatment-related elevations in bilirubin of >3.0 x ULN or treatment-
related elevations in hepatic aminotransferases (ALT, AST) of >2.5 x ULN occur. Treatment
with capecitabine monotherapy may be resumed when bilirubin decreases te X
hepatic aminotransferases decrease to < 2.5 x ULN.

Renal impairment
The incidence of grade 3 or 4 adverse reactions in patients with mo
(creatinine clearance 30-50 ml/min) is increased compared to the ¢
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section 4.2 and 4.3).

Dihydropyrimidine dehydrogenase (DPD) deficiency

DPD activity is rate limiting in the catabolism of 5-fluorouracil (see Section 5.2). Patients
with DPD deficiency are therefore at increased risk of fluoropyrimidines-related toxicity,
including for example stomatitis, diarrhoea, mucosal inflammation, neutropenia and
neurotoxicity.

DPD-deficiency related toxicity usually occurs during the first cycle of treatment or after
dose increase.

Complete DPD deficiency

Complete DPD deficiency is rare (0.01-0.5% of Caucasians). Patients with complete DPD
deficiency are at high risk of life-threatening or fatal toxicity and must not be treated with
Kapetral (see section 4.3).

Partial DPD deficiency

Partial DPD deficiency is estimated to affect 3-9% of the Caucasian population. Patients
with partial DPD deficiency are at increased risk of severe and potentially life-threatening
toxicity. A reduced starting dose should be considered to limit this toxicity. DPD deficiency
should be considered as a parameter to be taken into account in conjunction with other
routine measures for dose reduction.

Initial dose reduction may impact the efficacy of treatment. In the absence of serious toxicity,
subsequent doses may be increased with careful monitoring.

Testing for DPD deficiency

Phenotype and/or genotype testing prior to the initiation of treatment with Kapetral is
recommended despite uncertainties regarding optimal pre-treatment testing methodologies.
Consideration should be given to applicable clinical guidelines.

Genotypic characterisation of DPD deficiency
Pre-treatment testing for rare mutations of the DPYD gene can identify patients with DPD
deficiency.

The four DPYD variants ¢.1905+1G>A [also known as DPYD*2A], c.1679T>G
[DPYD*13], ¢.2846A>T and c. 1236G>A/HapB3 can cause complete absence or reduction
of DPD enzymatic activity. Other rare variants may also be associated with an increased risk
of severe or life-threatening toxicity.

Certain homozygous and compound heterozygous mutations in the DPYD gene locus (e.g.
combinations of the four variants with at least one allele of ¢.1905+1G>A or c.1679T>G)
are known to cause complete or near complete absence of DPD enzymatic activity.

Patients with certain heterozygous DPYD variants (including ¢.1905+1G>A, ¢.1679T>G,
¢.2846A>T and ¢.1236G>A/HapB3 variants) have increased risk of severe fos
treated with fluoropyrimidines. 7 :

-'.-"r';"/ \\3 N
The frequency of the heterozygous ¢.1905+1G>A genotype in the DPYD: gepe in Czﬁ‘q&ghn )

Ay

patients is around 1%, 1.1% for ¢.2846A>T. 2.6-6 3% for c.lESGG:’AIHaE S%Q%nts_‘gqﬂ\

0.07 to 0.1% for ¢.1679T>G.
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Data on the frequency of the four DPYD variants in other populations than Caucasian is
limited. At the present, the four DPYD variants (c.1905+1G>A, ¢c.1679T>G, ¢.2846A>T
and ¢.1236G>A/HapB3) are considered virtually absent in populations of African (-
American) or Asian origin.

Phenotypic characterisation of DPD deficiency
For phenotypic characterisation of DPD deficiency, the measurement of pre-therapeutic
blood levels of the endogenous DPD substrate uracil (U) in plasma is recommended.

Elevated pre-treatment uracil concentrations are associated with an increased risk of toxicity.
Despite uncertainties on uracil thresholds defining complete and partial DPD deficiency, a
blood uracil level > 16 ng/ml and < 150 ng/ml should be considered indicative of partial
DPD deficiency and associated with an increased risk for fluoropyrimidine toxicity. A blood
uracil level 2 150 ng/ml should be considered indicative of complete DPD deficiency and
associated with a risk for life-threatening or fatal fluoropyrimidine toxicity.

Ophthalmologic complications

Patients should be carefully monitored for ophthalmological complications such as keratitis
and corneal disorders, especially if they have a prior history of eye disorders. Treatment of
eye disorders should be initiated as clinically appropriate.

Severe skin reactions

Kapetral can induce severe skin reactions such as Stevens-Johnson syndrome and Toxic
Fpidermal Necrolysis. Kapetral should be permanently discontinued in patients who
experience a severe skin reaction during treatment.

Kapetral tablets should not be crushed or cut. In case of exposure of either patient or

caregiver to crushed or cut Kapetral tablets adverse drug reactions could occur (see Section
4.8).

This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say
essentially “sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Interaction with other medicinal products:
Brivudine

A clinically significant interaction between brivudine and fluroropyrimidines (e.g.
capecitabine, 5-Fluorouracil, tegafur), resulting from the inhibition of dihydropyrimidine
dehydrogenase by brivudine, has been described. This interaction, which leads to increased
fluoropyrimidine toxicity, is potentially fatal. Therefore, brivudine must no beadmini
concomitantly with capecitabine (see section 4.3 and 4.4). There must Be md-vge \
waiting period between end of treatment with brivudine and start of c{peéitabine “py\:'
Treatment with brivudine can be started 24 hours after the last dose off Capecitabife.
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Cytochrome P-450 2C'9 substrates
Other than warfarin, no formal interaction studies between capecitabing
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substrates have been conducted. Care should be exercised when capecitabine is co-
administered with 2C9 substrates (e.g. phenytoin). See also interaction with coumarin-
derivative anticoagulants below, and section 4.4

Coumarin-derivative anticoagulants

Altered coagulation parameters and/or bleeding have been reported in patients taking
capecitabine concomitantly with coumarin-derivative anticoagulants such as warfarin and
phenprocoumon. These reactions occurred within several days and up to several months after
initiating  capecitabine therapy and, in a few cases, within one month after stopping
capecitabine. In a clinical pharmacokinetic interaction study, after a single 20 mg dose of
warfarin, capecitabine treatment increased the AUC of S-warfarin by 57% with a 91%
increase in INR value. Since metabolism of R-warfarin was not affected, these results
indicate that capecitabine down-regulates isozyme 2C9, but has no effect on isozymes 1A2
and 3A4. Patients taking coumarin-derivative anticoagulants concomitantly with
capecitabine should be monitored regularly for alterations in their coagulation parameters
(PT or INR) and the anti-coagulant dose adjusted accordingly.

Phenytoin

Increased phenytoin plasma concentrations resulting in symptoms of phenytoin intoxication
in single cases have been reported during concomitant use of capecitabine with phenytoin.
Patients taking phenytoin concomitantly with capecitabine should be regularly monitored
for increased phenytoin plasma concentrations.

Folinic acid/folic acid

A combination study with capecitabine and folinic acid indicated that folinic acid has no
major effect on the pharmacokinetics of capecitabine and its metabolites. However. folinic
acid has an effect on the pharmacodynamics of capecitabine and its toxicity may be enhanced
by folinic acid: the maximum tolerated dose (MTD) of capecitabine alone using the
intermittent regimen is 3000 mg/m* per day whereas it is only 2000 mg/m? per day when
capecitabine was combined with folinic acid (30 mg orally bid). The enhanced toxicity may
be relevant when switching from S-FU/LV to a capecitabine regimen. This may also be
relevant with folic acid supplementation for folate deficiency due to the similarity between
folinic acid and folic acid.

Antacid

The effect of an aluminum hydroxide and magnesium hydroxide-containing antacid on the
pharmacokinetics of capecitabine was investigated. There was a small increase in plasma
concentrations of capecitabine and one metabolite (5'-DFCR); there was no effect on the 3
major metabolites (5°-DFUR, 5-FU and FBAL).

Allopurinol
Interactions with allopurinol have been observed for 5-FU; with possible decreased efficacy
of 5-FU. Concomitant use of allopurinol with capecitabine should be avoided.

Interferon alpha
The MTD of capecitabine was 2000 mg/m? per day when combined with iy }e/
2a (3 MIU m? per day) compared to 3000 mg/m? per day when capecitabing/

Radiotherapy
The MTD of capecitabine alone using the intermittent regimen is 3000
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whereas. when combined with radiotherapy for rectal cancer, the MTD of capecitabine is
2000 mg/m* per day using either a continuous schedule or given daily Monday through
Friday during a 6-week course of radiotherapy.

Oxaliplatin

No clinically significant differences in exposure to capecitabine or its metabolites, free
platinum or total platinum occurred when capecitabine was administered in combination
with oxaliplatin or in combination with oxaliplatin and bevacizumab.

Bevacizumab
There was no clinically significant effect of bevacizumab on the pharmacokinetic parameters
of capecitabine or its metabolites in the presence of oxaliplatin.

Food interaction

In all clinical trials, patients were instructed to administer capecitabine within 30 minutes
after a meal. Since current safety and efficacy data are based upon administration with food,
it is recommended that capecitabine be administered with food. Administration with food
decreases the rate of capecitabine absorption (see section 5.2).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing potential should be advised to avoid becoming pregnant while
receiving treatment with capecitabine. If the patient becomes pregnant while receiving
capecitabine, the potential hazard to the foetus must be explained. An effective method of
contraception should be used during treatment and for 6 months after the last dose of
capecitabine.

Based on genetic toxicity findings. male patients with female partners of reproductive
potential should use effective contraception during treatment and for 3 months following the
last dose of capecitabine.

Pregnancy

There are no studies in pregnant women using capecitabine; however, it should be assumed
that capecitabine may cause foetal harm if administered to pregnant women. In reproductive
toxicity studies in animals, capecitabine administration caused embryolethality and
teratogenicity. These findings are expected effects of fluoropyrimidine derivatives.
Capecitabine is contraindicated during pregnancy.

Breast-feeding
[t is not known whether capecitabine is excreted in human breast milk. No studies have been
conducted to assess the impact of capecitabine on milk production or its presence in human
breast milk. In lactating mice, considerable amounts of capecitabine and its metabolites were
found in milk. As the potential for harm to the nursing infant is unknown eding
should be discontinued while receiving treatment with capecitabine a
the final dose.

Fe?’fﬁ”y { &
There is no data on Kapetral and impact on fertility. The Kapetral piyotal ies detu
females of childbearing potential and males only if they agreed to use "ace p(gﬁ[;-?lﬁ'\ '

of birth control to avoid pregnancy for the duration of the study and for h*\tga‘épﬂab‘tﬁ
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thereafter.
In animal studies effects on fertility were observed (see section 5.3).

4.7 Effects on ability to drive and use machines

Capecitabine has minor or moderate influence on the ability to drive and use machines.
Capecitabine may cause dizziness. fatigue and nausea.

4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of capecitabine is based on data from over 3000 patients treated
with capecitabine as monotherapy or capecitabine in combination with different
chemotherapy regimens in multiple indications. The safety profiles of capecitabine
monotherapy for the metastatic breast cancer, metastatic colorectal cancer and adjuvant
colon cancer populations are comparable. See section 5.1 for details of major studies,
including study designs and major efficacy results.

The most commonly reported and/or clinically relevant treatment-related adverse drug
reactions (ADRs) were gastrointestinal disorders (especially diarrhoea, nausea, vomiting,
abdominal pain, stomatitis), hand-foot syndrome (palmar-plantar erythrodysesthesia).
fatigue, asthenia, anorexia, cardiotoxicity, increased renal dysfunction on those with
preexisting compromised renal function, and thrombosis/embolism.

Tabulated list of adverse reactions

ADRs considered by the investigator to be possibly, probably, or remotely related to the
administration of capecitabine are listed in Table 4 for capecitabine given as a monotherapy
and in Table 5 for capecitabine given in combination with different chemotherapy regimens
in multiple indications. The following headings are used to rank the ADRs by frequency:
very common (= 1/10), common (> 1/100, < 1/10), uncommon (= 1/1,000, < 1/100), rare (>
1/10.000 to < 1/1,000), very rare (<1/10,000). Within each frequency grouping, ADRs are
presented in order of decreasing seriousness.

Capecitabine Monotherapy
Table 4 lists ADRs associated with the use of capecitabine monotherapy based on a pooled
analysis of safety data from three major studies including over 1900 patients (studies

M66001, SO14695, and SO14796). ADRs are added to the appropriate frequency grouping
according to the overall incidence from the pooled analysis.

Table 4 Summary of related ADRs reported in patients treated with capecitabine
monotherapy.

Body System Very Common Common Uncommon Rare/Very Rare
All grades All grades Severe and/or Life- (Post-Marketing

threatening (grade 3- /Y./.,E-@"!F' )
4) or considered "'1%%' B
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Infections and
infestations

Herpes viral
infection,
Nasopharyngitis,
Lower respiratory
tract infection

Sepsis,

Urinary tract infection,
Cellulitis, Tonsillitis,
Pharyngitis,

Oral candidiasis,
Influenza,
Gastroenteritis,

Fungal infection,
Infection, Tooth

abscess
Neoplasm - - Lipoma
benign,
malignant and
unspecified
Blood and - Neutropenia, Febrile neutropenia,
lymphatic Anaemia Pancytopenia,
system Granulocytopenia,
disorders Thrombocytopenia,
Leucopenia,

Haemolytic anaemia,
International
Normalised Ratio
(INR)
increased/Prothrombin
time prolonged

Immune system | - - Hypersensitivity Angioedema (rare)
disorders
Metabolism and | Anorexia Dehydration, Weight | Diabetes,
nutrition decreased Hypokalaemia,
disorders Appetite disorder,
Malnutrition,
Hypertriglyceridaemia,
Psychiatric - Insomnia, Confusional state,
disorders Depression Panic attack,
Depressed mood,
Libido decreased
Nervous system | - Headache, Aphasia, Toxic
disorders Lethargy, Memory impairment, leukoencephalopathy
Dizziness, Ataxia, Syncope, (very rare)
Paresthesia Balance disorder,
Dysgeusia Sensory disorder,
Neuropathy peripheral
Eye disorders - Lacrimation Visual acuity reduced, | Lacrimal duct
increased, Diplopia stenosis
Conjunctivitis, (rare), Corneal
Eye irritation disorders(rare),
keratitis (rare),
punctate keratitis
rQl ol
Ear and Vertigo, Ear pain (3
labyrinth - - it/ \
disorders {.=f h‘?&
Cardiac - - Angina unstable, VP' V ‘\;mar_o\v
disorders Angina pectoris, \\ \ﬁ latiga’o\”
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Myocardial ischaemia,
Atrial fibrillation,
Arrhythmia,
Tachycardia,

Sinus tachycardia,
Palpitations

(rare), QT
prolongation (rare),
Torsade de pointes
(rare), Bradycardia
(rare), Vasospasm
(rare)

Vascular - Thrombophlebitis Deep vein thrombosis,
disorders Hypertension,
Petechiae,
Hypotension,
Hot flush,
Peripheral coldness
Respiratory, - Dyspnoea, Epistaxis, | Pulmonary embolism,
thoracic and Cough, Pneumothorax,
mediastinal Rhinorrhoea Haemoptysis, Asthma,
disorders Dyspnoea exertional
Gastrointestinal | Diarrhoea, Gastrointestinal [ntestinal obstruction,
disorders Vomiting, haemorrhage, Ascites, Enteritis,
Nausea, Constipation, Gastritis, Dysphagia,
Stomatitis, Upper abdominal Abdominal pain lower,
Abdominal pain pain, Oesophagitis,
Dyspepsia, Abdominal
Flatulence, discomfort,
Dry mouth Gastrooesophageal
reflux disease,
Colitis,
Blood in stool
Hepatobiliary - Hyperbilirubinaemia, | Jaundice Hepatic failure
Disorders Liver function test (rare),
abnormalities Cholestatic hepatitis
(rare)
Skin and Palmar-plantar Rash, Alopecia, Blister, Skin ulcer, Cutaneous lupus
subcutaneous erythrodysaesthesia | Erythema, Dry skin, | Rash, Urticaria, erythematosus (rare),

tissue disorders

syndrome **

Pruritus,

Skin hyper-
pigmentation,

Rash macular,

Skin desquamation,
Dermatitis,
Pigmentation
disorder,

Nail disorder

Photosensitivity
reaction,

Palmar erythema,
Swelling face,
Purpura, Radiation
recall syndrome

Severe skin reactions
such as Stevens-
Johnson Syndrome
and toxic Epidermal
Necrolysis (very
rare)

(see section 4.4.)

Musculoskeletal
and connective
tissue disorders

Pain in extremity,
Back pain,
Arthralgia

Joint swelling,
Bone pain,
Facial pain,

Musculoskeletal )

stiffness, Muscular ~ |

weakness /: 3 =
Renal and = - Hydronephrosis, jfg-/ Q\{\\‘ \
wrinary Urinary incontinefiee, T\QP‘\ .
disorders Haematuria, ‘\! \ t)\‘ﬁc" ..-a“"fiz J
Nocturia. ci @ -'lsﬂ /#
Blood creatinine N\ " *9
increased 5 \ﬁgﬁf//
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Reproductive Vaginal haemorrhage

system and

breast . i

disorders

General Fatigue, Asthenia | Pyrexia, Oedema, Chills,

disorders and Oedema peripheral, | Influenza like illness.

administration Malaise, Chest pain | Rigors,

Site conditions Body temperature
increased

** Based on the post-marketing experience, persistent or sev

can eventually lead to loss of fingerprints (see section 44)

Capecitabine in combination therapy

ere palmar-plantar erythrodysaesthesia syndrome

Table 5 lists ADRs associated with the use of capecitabine in combination with different
chemotherapy regimens in multiple indications based on safety data from over 3000 patients.
ADRs are added to the appropriate frequency grouping (Very common or Common)
according to the highest incidence seen in any of the major clinical trials and are only added
when they were seen in addition to those seen with capecitabine monotherapy or seen at a
higher frequency grouping compared to capecitabine monotherapy (see Table 4).
Uncommon ADRs reported for capecitabine in combination therapy are consistent with the
ADRs reported for capecitabine monotherapy or reported for monotherapy with the
combination medicinal product (in literature and/or respective summary of product
characteristics).

Some of the ADRs are reactions commonly seen with the combination medicinal product
(e.g. peripheral sensory neuropathy with docetaxel or oxaliplatin, hypertension seen with
bevacizumab); however an exacerbation by capecitabine therapy cannot be excluded.

Table 5 Summary of related ADRs reported in patients treated with capecitabine in
combination treatment in addition to those seen with capecitabine monotherapy or seen at

a higher frequency grouping compared to capecitabine monotherapy

Rare/Very
Very common Common Rare
Body System All grades All grades (Post-
Marketing
Experience)

Infections and

Herpes zoster,

infestations Urinary tract infection,
Oral candidiasis,
Upper respiratory tract
infection ,
Rhinitis, Influenza,
+Infection. Oral herpgﬁ it
Blood and +Neutropenia, Bone marrow /7
lymphatic +Leucopenia, +Anaemia, depression, +Febr "“/
svstem disorders | +Neutropenic fever, Neutropenia 2] %\;
Thrombocytopenia |k
", syst - Vel g
b, et Hypersensitivity N\ %\ N "
disorders v N :
I57Z%
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Metabolism and

Appetite decreased

Hypokalaemia,

nutrition Hyponatraemia,
disorders Hypomagnesaemia,
Hypocalcaemia,
Hyperglycaemia
Psychiatric - Sleep disorder, Anxiety
disorders

Nervous system
disorders

Paraesthesia, Dysaesthesia,

Peripheral neuropathy,
Peripheral sensory
neuropathy, Dysgeusia,
Headache

Neurotoxicity,

Tremor,

Neuralgia,
Hypersensitivity
reaction, Hypoaesthesia

Eye disorders

Lacrimation increased

Visual disorders, Dry
eye,

Eye pain.,

Visual impairment,
Vision blurred

- Tinnitus,
Ear and Hypoacusis
labyrinth
disorders
Cardiac -
disorders Atrial fibrillation,
Cardiac
ischaemia/infarction
Vascular
disorders Lower limb oedema, Flushing, Hypotension,
Hypertension, +Embolism | Hypertensive crisis.
and thrombosis Hot flush, Phlebitis
Respiratory, Sore throat, )
thordcic ard Dysaesthesia pharynx Hiccups,
mediastinal Pharyngolaryngeal

system disorders

pain, Dysphonia

Gastrointestinal
disorders

Constipation, Dyspepsia

Upper gastrointestinal
haemorrhage,

Mouth ulceration,
Gastritis, Abdominal
distension,
Gastroesophageal
reflux disease, Oral
pain, Dysphagia, Rect

3
haemorrhage, b o1 Qr\?\ﬁ\
Abdominal pain lowet| * &N oy
Oral dysaesthesia,  \ 3\ ot 10
Paraesthesia oral. S s
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Hypoaesthesia oral,
Abdominal discomfort

Hepatobiliary - Hepatic function
disorders abnormal

Skin and Alopecia, Nail disorder S
subcutaneous Hyperhidrosis,

tissue disorders

Rash erythematous,
Urticaria, Night sweats

Musculoskeletal
and connective
tissue disorders

Myalgia, Arthralgia,
Pain in extremity

Pain in jaw. Muscle
spasms, Trismus,
Muscular weakness

Renal and - ; Acute renal
i 7 Haematuria, o
urinary disorder P i failure
Proteinuria, Creatinine
secondary to
renal clearance -
. dehydration
decreased, Dysuria
(rare)

General
disorders and
administration
site conditions

Pyrexia,

Weakness,

+Lethargy,

Temperature intolerance

Mucosal inflammation,

Pain in limb, Pain,
Chills, Chest pain,
Influenza-like illness,
+Fever,

Infusion related
reaction, Injection site
reaction,

Infusion site pain,
Injection site pain

Injury.
poisoning and
procedural
complications

Contusion

b4

+ For each term, the frequency count was based on ADRs of all grades. For terms marked with a “+", the
frequency count was based on grade 3-4 ADRs. ADRs are added according to the highest incidence seen in
any of the major combination trials.

Description of selected adverse reactions
Hand-foot syndrome (see section 4.4)

For the capecitabine dose of 1250 mg/m? twice daily on days | to 14 e
frequency of 53% to 60% of all-grades HFS was observed in capecitabine g
(comprising studies in adjuvant therapy in colon cancer, treatment of I
cancer, and treatment of breast cancer) and a frequency of 63% wWa
capecitabine/docetaxel arm for the treatment of metastatic brea
capecitabine dose of 1000 mg/m* twice daily on days 1 to 14 every 3 wé
22% to 30% of all-grade HFS was observed in capecitabine combination
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A meta-analysis of 14 clinical trials with data from over 4700 patients treated with
capecitabine monotherapy or capecitabine in combination with different chemotherapy
regimens in multiple indications (colon, colorectal, gastric and breast cancer) showed that
HFS (all grades) occurred in 2066 (43%) patients after a median time of 239 [95% CI 201,
288] days after starting treatment with capecitabine. In all studies combined. the following
covariates were statistically significantly associated with an increased risk of developing
HFS: increasing capecitabine starting dose (gram). decreasing cumulative capecitabine dose
(0.1*kg), increasing relative dose intensity in the first six weeks, increasing duration of study
treatment (weeks), increasing age (by 10 year increments), female gender, and good ECOG
performance status at baseline (0 versus >1).

Diarrhoea (see section 4.4)
Capecitabine can induce the occurrence of diarrhoea, which has been observed in up to 50%
of patients.

The results of a meta-analysis of 14 clinical trials with data from over 4700 patients treated
with capecitabine showed that in all studies combined. the following covariates were
statistically significantly associated with an increased risk of developing diarrhea: increasing
capecitabine starting dose (gram), increasing duration of study treatment (weeks), increasing
age (by 10 year increments), and female gender. The following covariates were statistically
significantly associated with a decreased risk of developing diarrhea: increasing cumulative
capecitabine dose (0.1*kg) and increasing relative dose intensity in the first six weeks.

Cardiotoxicity (see section 4.4)

In addition to the ADRs described in Tables 4 and 5. the following ADRs with an incidence
of less than 0.1% were associated with the use of capecitabine monotherapy based on a
pooled analysis from clinical safety data from 7 clinical trials including 949 patients (2 phase
[land 5 phase II clinical trials in metastatic colorectal cancer and metastatic breast cancer):
cardiomyopathy, cardiac failure, sudden death, and ventricular extrasystoles.

Encephalopathy

In addition to the ADRs described in Tables 4 and 5. and based on the above pooled analysis
from clinical safety data from 7 clinical trials, encephalopathy was also associated with the
use of capecitabine monotherapy with an incidence of less than 0.1%.

Exposure to crushed or cut capecitabine tablets

[n the instance of exposure to crushed or cut capecitabine tablets, the following adverse drug
reactions have been reported: eye irritation, eye swelling, skin rash, headache, paresthesia,
diarrhea, nausea, gastric irritation, and vomiting,

Special populations
Elderly patients (see section 4.2)

showed an increase in the incidence of treatment-related grade 3 and 4 i_v“jefse reactions ahd
treatment-related serious adverse reactions compared to patients <60 ﬁﬁ%ﬁu&m
>60 years of age treated with capecitabine plus docetaxel also had mdre ‘eapyWit drwal}c
from treatment due to adverse reactions compared to patients <60 year§\Gfager 10 /s
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The results of a meta-analysis of 14 clinical trials with data from over 4700 patients treated
with capecitabine showed that in all studies combined, increasing age (by 10 year
increments) was statistically significantly associated with an increased risk of developing
HFS and diarrhea and with a decreased risk of developing neutropenia.

Gender

The results of a meta-analysis of 14 clinical trials with data from over 4700 patients treated
with capecitabine showed that in all studies combined, female gender was statistically
significantly associated with an increased risk of developing HFS and diarrhea and with a
decreased risk of developing neutropenia.

Patients with renal impairment (see section 4.2, 4.4, and 5.2)

An analysis of safety data in patients treated with capecitabine monotherapy (colorectal
cancer) with baseline renal impairment showed an increase in the incidence of treatment-
related grade 3 and 4 adverse reactions compared to patients with normal renal function
(36% in patients without renal impairment n=268, vs. 41% in mild n=257 and 54% in
moderate n=59, respectively) (see section 5.2). Patients with moderately impaired renal
function show an increased rate of dose reduction (44%) vs. 33% and 32% in patients with
no or mild renal impairment and an increase in early withdrawals from treatment (21%
withdrawals during the first two cycles) vs. 5% and 8% in patients with no or mild renal
impairment.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal
product. Healthcare professionals are asked to report any suspected adverse reactions via the
national reporting system:

Cyprus

Pharmaceutical Services
Ministry of Health

CY-1475 Nicosia

Fax: + 357 22608649

Website: www.moh.gov.cv/phs

4.9 Overdose

The manifestations of acute overdose include nausea, vomiting, diarrhoea, mucositis,
gastrointestinal irritation and bleeding, and bone marrow depression. Medical management
of overdose should include customary therapeutic and supportive medical interventions
aimed at correcting the presenting clinical manifestations and preventing their possible
complications.

ZA( LI
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Capecitabine is a non-cytotoxic fluoropyrimidine carbamate, which functions as an orally
administered precursor of the cytotoxic moiety S-fluorouracil (5-FU). Capecitabine is
activated via several enzymatic steps (see section 5.2). The enzyme involved in the final
conversion to 5-FU, thymidine phosphorylase (ThyPase), is found in tumour tissues, but also
in normal tissues, albeit usually at lower levels. In human cancer xenograft models
capecitabine demonstrated a synergistic effect in combination with docetaxel, which may be
related to the upregulation of thymidine phosphorylase by docetaxel.

There is evidence that the metabolism of 5-FU in the anabolic pathway blocks the
methylation reaction of deoxyuridylic acid to thymidylic acid, thereby interfering with the
synthesis of deoxyribonucleic acid (DNA). The incorporation of 5-FU also leads to
inhibition of RNA and protein synthesis. Since DNA and RNA are essential for cell division
and growth, the effect of 5-FU may be to create a thymidine deficiency that provokes
unbalanced growth and death of a cell. The effects of DNA and RNA deprivation are most
marked on those cells which proliferate more rapidly and which metabolise 5-FU at a more
rapid rate.

Colon and colorectal cancer

Monotherapy with capecitabine in adjuvant colon cancer

Data from one multicentre, randomised, controlled phase III clinical trial in patients with
stage III (Dukes’ C) colon cancer supports the use of capecitabine for the adjuvant treatment
of patients with colon cancer (XACT Study; M66001). In this trial, 1987 patients were
randomised to treatment with capecitabine (1250 mg/m? twice daily for 2 weeks followed
by a l-week rest period and given as 3-week cycles for 24 weeks) or 5-FU and leucovorin
(Mayo Clinic regimen: 20 mg/m? leucovorin IV followed by 425 mg/m? IV bolus 5-FU, on
days 1 to 5, every 28 days for 24 weeks). Capecitabine was at least equivalent to IV 5-FU/LV
in disease-free survival in per protocol population (hazard ratio 0.92: 95% CI 0.80-1 06). In
the all-randomised population, tests for difference of capecitabine vs 5-FU/LV in disease-
free and overall survival showed hazard ratios of .88 (95% C10.77 - 1.01; p = 0.068) and
0.86 (95% CI0.74 —1.01: p = 0.060), respectively. The median follow up at the time of the
analysis was 6.9 years. In a preplanned multivariate Cox analysis, superiority of capecitabine
compared with bolus 5-FU/LV was demonstrated. The following factors were pre-specified
in the statistical analysis plan for inclusion in the model: age, time from surgery to
randomization, gender, CEA levels at baseline, lymph nodes at baseline. and country. [n the
all-randomised population, capecitabine was shown to be superior to SFU/LV for disease-
free survival (hazard ratio 0.849; 95% CI 0.739 -0.976: p =0.0212), as well as for overall
survival (hazard ratio 0.828; 95% C10.705 -0.971: p =0.0203).

Combination therapy in adjuvant colon cancer
Data from one multicentre, randomised. controlled phase 3 clinical trial in patients with stage
[1I (Dukes’ C) colon cancer supports the use of capecitabine in combination with oxaliplatin
(XELOX) for the adjuvant treatment of patients with colon cancer (NO16968 study). In this
trial, 944 patients were randomised to 3-week cycles for 24 weeks with capecitabine (1000
mg/m* twice daily for 2 weeks followed by a l-week rest period) in com Trwith
oxaliplatin (130 mg/m? intravenous infusion over 2-hours on day 1 every~ w‘@gﬁsj?!}c{%
patients were randomized to bolus 5-FU and leucovorin. In the primary ana\% for DFS h‘ﬁ
the ITT population, XELOX was shown to be significantly superior to S-FU/LV (HR5 Q‘, ,
95% CI=[0.69; 0.93]; p=0.0045). The 3 year DFS rate was 71% for XELOX ﬁ}gﬁ o for

5-FU/LV. The analysis for the secondary endpoint of RFS supports these re

of 0.78 (95% CI=[0.67; 0.92]: p=0.0024) for XELOX vs. 5-FU/LV. XELOX showed i frend s
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towards superior OS with a HR of 0.87 (95% CI=[0.72; 1.05]; p=0. 1486) which translates
into a 13% reduction in risk of death. The 5 year OS rate was 78% for XELOX versus 74%
for 5-FU/LV. The efficacy data is based on a median observation time of 59 months for OS
and 57 months for DFS. The rate of withdrawal due to adverse events was higher in the
XELOX combination therapy arm (21%) as compared with that of the 5-FU/LV
monotherapy arm (9%) in the ITT population.

Monotherapy with capecitabine in metastatic colorectal cancer

Data from two identically-designed, multicentre. randomised, controlled phase III ¢linical
trials (SO14695: SO14796) support the use of capecitabine for first line treatment of
metastatic colorectal cancer. In these trials, 603 patients were randomised to treatment with
capecitabine (1250 mg/m? twice daily for 2 weeks followed by a I-week rest period and
given as 3-week cycles). 604 patients were randomised to treatment with 5-FU and
leucovorin (Mayo regimen: 20 mg/m? leucovorin IV followed by 425 mg/m? IV bolus 5-FU,
on days 1 to 5, every 28 days). The overall objective response rates in the all randomised
population (investigator assessment) were 25.7% (capecitabine) vs. 16.7% (Mayo regimen);
p <0.0002. The median time to progression was 140 days (capecitabine) vs. 144 days (Mayo
regimen). Median survival was 392 days (capecitabine) vs. 391 days (Mayo regimen).
Currently, no comparative data are available on capecitabine monotherapy in colorectal
cancer in comparison with first line combination regimens,

Combination therapy in first-line treatment of metastatic colorectal cancer

Data from a multicentre, randomised, controlled phase III clinical study (NO16966) support
the use of capecitabine in combination with oxaliplatin or in combination with oxaliplatin
and bevacizumab for the first-line treatment of metastatic colorectal cancer. The study
contained two parts: an initial 2-arm part in which 634 patients were randomised to two
different treatment groups, including XELOX or FOLFOX-4. and a subsequent 2x2 factorial
part in which 1401 patients were randomised to four different treatment groups, including
XELOX plus placebo, FOLFOX-4 plus placebo, XELOX plus bevacizumab, and FOLFOX-
4 plus bevacizumab. See Table 6 for treatment regimens.

Table 6 Treatment Regimens in Study NO16966 (mCRC)

Treatment Starting Dose Schedule
FOLFOX-4 or Oxaliplatin 85 mg/m* IV 2 hr Oxaliplatin on Day 1, every 2
FOLFOX-4 + weeks
Bevacizumab Leucovorin 200 mg/m* IV 2 hr Leucovorin on Days 1 and 2, every
2 weeks
5-Fluorouracil | 400 mg/m> 1V bolus, 5-fluorouracil IV bolus/infusion,
followed by 600 mg/m* | each on Days 1 and 2, every 2
IV 22 hr weeks
Placebo or 5 mg/kg IV 30-90 mins Day 1, prior to FOLFOX-4, every 2
Bevacizumab weeks
XELOX Oxaliplatin 130 mg/m? [V 2 hr Oxaliplatin on Day 1 3
or weeks F7quana o
XELOX+ Capecitabine 1000 mg/m? oral twice Capecitabine ice daily for2,
Bevacizumab daily weeks (follo r /h%v;’week off-
treatment) {2 0T Q.\?mh}
Placebo or 7.5 mg/kg IV 30-90 mins | Day I, prior o XEEOX, every 3 ., 'L
Bevacizumab weeks NWEN ipawuadind R /s
Wty xon #4197 A
\\._ (’,t?:' ™
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’ 5-Fluorouracil: IV bolus injection immediately after leucovorin I

Non-inferiority of the XELOX-containing arms compared with the FOLFOX-4-containing
arms in the overall comparison was demonstrated in terms of progression-free survival in
the eligible patient population and the intent-to-treat population (see Table 7). The results
indicate that XELOX is equivalent to FOLFOX-4 in terms of overall survival (see Table 7).
A comparison of XELOX plus bevacizumab versus FOLFOX-4 plus bevacizumab was a
pre-specified exploratory analysis. In this treatment subgroup comparison, XELOX plus
bevacizumab was similar compared to FOLFOX-4 plus bevacizumab in terms of
progression-free survival (hazard ratio 1.01; 97.5% C1 0.84 - .22). The median follow up at
the time of the primary analyses in the intent-to-treat population was 1.5 years; data from
analyses following an additional 1 year of follow up are also included in Table 7. However,
the on-treatment PFS analysis did not confirm the results of the general PFS and OS analysis:
the hazard ratio of XELOX versus FOLFOX-4 was 1.24 with 97.5% C11.07 -1.44. Although
sensitivity analyses show that differences in regimen schedules and timing of tumor
assessments impact the on treatment PFS analysis, a full explanation for this result has not
been found.

Table 7 Key efficacy results for the non-inferiority analysis of Study NO16966

PRIMARY ANALYSIS
XELOX/XELOX+P/XELOX+BV | FOLFOX-4/FOLFOX-
(EPP*: N=967; ITT**: N=1017) | 4+P/FOLFOX-4+BY (EPP*: N
=937; ITT**: N=1017)

Population Median Time to Event (Days) HR
(97.5% CI)

Parameter: Progression-free Survival

EPP 241 259 .05 (0.94;
1.18)

ITL 244 259 1.04 (0.93;
1.16)

Parameter: Overall Survival

EPP 577 549 0.97 (0.84;
1.14)
ITT 581 553 0.96 (0.83;

1.12)

ADDITIONAL 1 YEAR OF FOLLOW UP
Population Median Time to Event (Days) HR
(97.5%CI)

Parameter: Progression-free Survival

EPP 242 259 4027093,
‘* A 1.14)
ITT 244 259 : 1.01 (0. A
/ tl%mkw-‘?\ e
: \1 w8
. s _ Lg\'\"_‘: AAd rﬂ,‘.r
Parameter: Overall Survival PPl 74
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EFP 600 594 1.00 (0.88;
L.13)
T 602 396 0.99 (0.88;
1.12)

*EPP=eligible patient population: **ITT=intent-to-treat population

In a randomised, controlled phase III study (CAIRO) the effect of using capecitabine at a
starting dose of 1000 mg/m? for 2 weeks every 3 weeks in combination with irinotecan for
the first-line treatment of patients with metastatic colorectal cancer was studied. 820 Patients
were randomized to receive either sequential treatment (n=410) or combination treatment
(n=410). Sequential treatment consisted of first-line treatment with capecitabine (1250
mg/m? twice daily for 14 days), second-line irinotecan (350 mg/m”on day 1), and third-line
combination of capecitabine (1000 mg/m? twice daily for 14 days) with oxaliplatin (130
mg/m? on day 1). Combination treatment consisted of first-line treatment of capecitabine
(1000 mg/m? twice daily for 14 days) combined with irinotecan (250 mg/m’ on day 1)
(XELIRI) and second-line capecitabine (1000 mg/m? twice daily for 14 days) plus
oxaliplatin (130 mg/m? on day 1). All treatment cycles were administered at intervals of 3
weeks. In first-line treatment the medijan progression-free survival in the intent-to-treat
population was 5.8 months (95%CI 5.1 - 6.2 months) for capecitabine monotherapy and 7.8
months (95%CI 7.0 - 8.3 months: p=0.0002) for XELIRI. However this was associated with
an increased incidence of gastrointestinal toxicity and neutropenia during first-line treatment
with XELIRI (26% and 11% for XELIRI and first line capecitabine respectively).

The XELIRI has been compared with 5-FU + irinotecan (FOLFIRI) in three randomized
studies in patients with metastatic colorectal cancer. The XELIRI regimens included
capecitabine 1000 mg/ m* twice daily on days 1 to 14 of a three-week cycle combined with
irinotecan 250 mg/ m® on dayl. In the largest study (BICC-C), patients were randomised to
receive either open label FOLFIRI (n=144), bolus 5-FU (mIFL) (n= 145) or XELIRI (n=141)
and were additionally randomised to receive either double-blind treatment with celecoxib or
placebo. Median PFS was 7.6 months for FOLFIRI. 5.9 months for mIFL (p=0.004) for the
comparison with FOLFIRI), and 5.8 months for XELIR] (p=0.015). Median OS was 23.1
months for FOLFIRI, 17.6 months for mIFL (p=0.09), and 18.9 months for XELIRI
(p=0.27). Patients treated with XELIRI experienced excessive gastrointestinal toxicity
compared with FOLFIRI (diarrhoea 48% and 14% for XELIRI and FOLFIRI respectively).

In the EORTC study patients were randomised to receive either open label FOLFIRI (n=41)
or XELIRI (n=44) with additional randomisation to either double-blind treatment with
celecoxib or placebo. Median PFS and overall survival (OS) times were shorter for XELIRI
versus FOLFIRI (PFS 5.9 versus 9.6 months and OS 14.8 versus 19.9 months), in addition
to which excessive rates of diarrhoea were reported in patients receiving the XELIRI
regimen (41% XELIRI, 5.1% FOLFIRI).

In the study published by Skof et al. patients were randomised to receive either FOLFIR] or
XELIRI. Overall response rate was 49% in the XELIRI and 48% in the FO
(p=0.76). At the end of treatment, 37% of patients in the XELIRI and 26% of

o .
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FOLFIRI arm were without evidence of the diseasc (p=0.56). Toxicity was g nju'léﬁlfa::een -
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Montagnani et al used the results from the above three studies to provide an overall analysis
of randomised studies comparing FOLFIRI and XELIRI treatment regimens in the treatment
of mCRC. A significant reduction in the risk of progression was associated with FOLFIR]
(HR, 0.76: 95%CI, 0.62-0.95: P <0.0] ). a result partly due to poor tolerance to the XELIRI
regimens used.

Data from a randomised clinical study (Souglakos et al, 2012) comparing FOLFIRI +
bevacizumab with XELIRI + bevacizumab showed no significant differences in PFS or OS
between treatments. Patients were randomised to receive either FOLFIRI plus bevacizumab
(Arm-A, n=167) or XELIRI plus bevacizumab (Arm-B, n-166). For Arm B, the XELIRI
regimen used capecitabine 1000 mg/ m? twice daily for 14 days + irinotecan 250 mg/ m? on
day 1. Median progression-free survival (PFS) was 10.0 and 8.9 months: p=0.64, overall
survival 25.7 and 27.5 months; p=0.55 and response rates 45.5 and 39.8%; p=0.32 for
FOLFIRI-Bev and XELIRI-Bev, respectively. Patients treated with XELIRI + bevacizumab
reported a significantly higher incidence of diarrhoea, febrile neutropenia and hand-foot skin
reactions than patients treated with FOLFIR] + bevacizumab with significantly increased
treatment delays, dose reductions and treatment discontinuations.

Data from a multicentre, randomised, controlled phase II study (AIO KRK 0604) support
the use of capecitabine at a starting dose of 800 mg/m? for 2 weeks every 3 weeks in
combination with irinotecan and bevacizumab for the first-line treatment of patients with
metastatic colorectal cancer. 120 Patients were randomised to a modified XELIRI regimen
with capecitabine 800 mg/m? twice daily for two weeks followed by a 7-day rest period,
irinotecan (200 mg/m? as a 30 minute infusion on day 1 every 3 weeks), and bevacizumab
(7.5 mg/kg as a 30 to 90 minute infusion on day | every 3 weeks); a total of 127 patients
were randomised to treatment with capecitabine (1000 mg/m’ twice daily for two weeks
followed by a 7-day rest period), oxaliplatin (130 mg/m?as a 2 hour infusion on day | every
3 weeks), and bevacizumab (7.5 mg/kg as a 30 to 90 minute infusion on day 1 every 3
weeks). Following a mean duration of follow-up for the study population of 26.2 months.
treatment responses were as shown below:

Table 8 Key efficacy results for AI0 KRK study

Hy

XELOX + bevacizumab Modified XELIRI+ Hazard Radio
(ITT: N=127) bevacizumab 95% Cf
(ITT: N= [20) P value

Progression-free Survival after 6 months

ITT 76% 849, R
95% CI 69%-84% 77%-90%

Median progression free survival

rrr 10.4 months 121 months 0.93
3% CI 90-120 10.8-132 0.82-1.07
/—P_%
d".'xﬂ -
A,
Median overall survival ﬁ \-.
L i 5
[IT 24.4 months 25.5 months ‘,-’J.""é' / @}3@:{\‘ i
95% CI 19.3-30.7 21.0-310 | o CRBY 19,
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Combination therapy in second-line treatment of metastatic colorectal cancer

Data from a multicentre. randomised. controlled phase I1I clinical study (NO16967) support
the use of capecitabine in combination with oxaliplatin for the second-line treatment of
metastastic colorectal cancer. In this trial, 627 patients with metastatic colorectal carcinoma
who have received prior treatment with irinotecan in combination with a fluoropyrimidine
regimen as first line therapy were randomised to treatment with XELOX or FOLFOX-4. For
the dosing schedule of XELOX and FOLFOX-4 (without addition of placebo or
bevacizumab), refer to Table 6. XELOX was demonstrated to be non-inferior to FOLFOX-
4 in terms of progression-free survival in the per-protocol population and intent-to-treat
population (see Table 9). The results indicate that XELOX is equivalent to FOLFOX-4 in
terms of overall survival (see Table 9). The median follow up at the time of the primary
analyses in the intent-to-treat population was 2.1 years; data from analyses following an
additional 6 months of follow up are also included in Table 9,

Table 9 Key efficacy results for the non-inferiority analysis of Study NO16967

- PRIMARY ANALYSIS
XELOX FOLFOX-4
(PPP*: N=251; ITT**: N=313) | (PPP*: N =252; ITT**: N=314)
Population Median Time to Event (Days) HR
(95% CI)
Parameter: Progression-free Survival
PPP 154 168 1.03 (0.87; 1.24)
ITT 144 146 0.97(0.83; 1.14)
Parameter: Overall Survival
PPP 388 401 1.07(0.88; 1.31)
ITT 363 382 1.03(0.87; 1.23)
ADDITIONAL 6 MONTHS OF FOLLOW UP
Population Median Time to Event (Days) HR
(95% CI)
Parameter: Progression-free Survival
PPP 154 166 1.04(0.87; 1.24)
ITT 143 146 0.97(0.83; 1.14)
Parameter: Overall Survival
PRE 393 402
ITT 363 382
*PPP=per-protocol population; **ITT=intent-to-treat population ( ' RPN )
5
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Advanced gastric cancer

Data from a multicentre, randomised, controlled phase III clinical trial in patients with
advanced gastric cancer supports the use of capecitabine for the first-line treatment of
advanced gastric cancer (ML17032). In this trial. 160 patients were randomised to treatment
with capecitabine (1000 mg/m? twice daily for 2 weeks followed by a 7-day rest period) and
cisplatin (80 mg/m® as a 2-hour infusion every 3 weeks). A total of 156 patients were
randomised to treatment with 5-FU (800 mg/m’ per day, continuous infusion on days1to5
every 3 weeks) and cisplatin (80 mg/m? as a 2-hour infusion on day I, every 3 weeks).
Capecitabine in combination with cisplatin was non-inferior to 5-FU in combination with
cisplatin in terms of progression-free survival in the per protocol analysis (hazard ratio 0.81:
95% CI 0.63 -1.04). The median progression-free survival was 5.6 months (capecitabine +
cisplatin) versus 5.0 months (5-FU + cisplatin). The hazard ratio for duration of survival
(overall survival) was similar to the hazard ratio for progression-free survival (hazard ratio
0.85;95% CI 0.64 -1.13). The median duration of survival was 10.5 months (capecitabine +
cisplatin) versus 9.3 months (5-FU + cisplatin).

Data from a randomised multicentre. phase III study comparing capecitabine to 5-FU and
oxaliplatin to cisplatin in patients with advanced gastric cancer supports the use of
capecitabine for the first-line treatment of advanced gastric cancer (REAL-2). In this trial,
1002 patients were randomised in a 2x2 factorial design to one of the following 4 arms:

- ECF: epirubicin (50 mg/m? as a bolus on day | every 3 weeks), cisplatin (60 mg/m?as a
two hour infusion on day 1 every 3 weeks) and 5-FU (200 mg/m? daily given by
continuous infusion via a central line),

- ECX: epirubicin (50 mg/m? as a bolus on day | every 3 weeks). cisplatin (60 mg/m?as a
two hour infusion on day 1 every 3 weeks), and capecitabine (625 mg/m’* twice daily
continuously).

- EOF: epirubicin (50 mg/m” as a bolus on day 1 every 3 weeks). oxaliplatin (130 mg/m?
given as a 2 hour infusion on day | every three weeks), and 5-FU (200 mg/m> daily given
by continuous infusion via a central line).

- EOX: epirubicin (50 mg/m? as a bolus on day 1 every 3 weeks). oxaliplatin (130 mg/m?
given as a 2 hour infusion on day | every three weeks), and capecitabine (625 mg/m?
twice daily continuously).

The primary efficacy analyses in the per protocol population demonstrated non-inferiority
in overall survival for capecitabine- vs 5-FU-based regimens (hazard ratio 0.86; 95% CI 0.8
-0.99) and for oxaliplatin- vs cisplatin-based regimens (hazard ratio 0.92: 95% CI10.80 -1.1 ).
The median overall survival was 10.9 months in capecitabine-based regimens and 9.6
months in 5-FU based regimens. The median overall survival was 10.0 months in cisplatin-
based regimens and 10.4 months in oxaliplatin-based regimens.

Capecitabine has also been used in combination with oxaliplatin for the treatment of
advanced gastric cancer. Studies with capecitabine monotherapy indicate that capecitabine
has activity in advanced gastric cancer.
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Median overall survival time was 703 days (95% CI: 671: 745) in patients treated with
capecitabine -containing regimens and 683 days (95% CI: 646: 715) in patients treated with
5-FU-containing regimens. The hazard ratio for overall survival was 0.94 (95% CI: 0.89;
1.00, p=0.0489) indicating that capecitabine -containing regimens are non-inferior to 5-FU-
containing regimens.

Breast cancer

Combination therapy with capecitabine and docetaxel in locally advanced or metastatic
breast cancer

Data from one multicentre, randomised, controlled phase III clinical trial support the use of
capecitabine in combination with docetaxel for treatment of patients with locally advanced
or metastatic breast cancer after failure of cytotoxic chemotherapy, including an
anthracycline. In this trial, 255 patients were randomised to treatment with capecitabine
(1250 mg/ m? twice daily for 2 weeks followed by I-week rest period and docetaxel 75
mg/m? as a | hour intravenous infusion every 3 weeks). 256 patients were randomised to
treatment with docetaxel alone (100 mg/m?as a | hour intravenous infusion every 3 weeks).
Survival was superior in the capecitabine + docetaxel combination arm (p=0.0126). Median
survival was 442 days (capecitabine + docetaxel) vs. 352 days (docetaxel alone). The overall
objective response rates in the all-randomised population (investigator assessment) were
41.6% (capecitabine + docetaxel) vs. 29.7% (docetaxel alone): p = 0.0058. Time to
progressive disease was superior in the capecitabine + docetaxel combination arm
(p<0.0001). The median time to progression was 186 days (capecitabine + docetaxel) vs.
128 days (docetaxel alone).

Monotherapy with capecitabine after failure of taxanes, anthracycline containing
chemotherapy, and for whom anthracycline therapy is not indicated

Data from two multicentre phase II clinical trials support the use of capecitabine
monotherapy for treatment of patients after failure of taxanes and an anthracycline-
containing chemotherapy regimen or for whom further anthracycline therapy is not
indicated. In these trials, a total of 236 patients were treated with capecitabine (1250 mg/m?
twice daily for 2 weeks followed by 1-week rest period). The overall objective response rates
(investigator assessment) were 20% (first trial) and 25% (second trial). The median time to
progression was 93 and 98 days. Median survival was 384 and 373 days.

All indications

A meta-analysis of 14 clinical trials with data from over 4700 patients treated with
capecitabine monotherapy or capecitabine in combination with different chemotherapy
regimens in multiple indications (colon, colorectal. gastric and breast cancer) showed that
patients on capecitabine who developed hand-foot syndrome (HFS) had a longer overall
survival compared to patients who did not develop HFS: median overall survival 1100 days
(95% CI 1007;1200) vs 691 days (95% CI 638:754) with a hazard ratio of 0.61 (95% CI
0.56: 0.66).

Paediatric population
The European Medicines Agency has waived the obligation to con
reference product in all subsets of the paediatric population in aden ;
and rectum, gastric adenocarcinoma and breast carcinoma (see se fio
on paediatric use). '

5.2 Pharmacokinetic properties
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The pharmacokinetics of capecitabine have been evaluated over a dose range of 502-3514
mg/m*/day. The parameters of capecitabine, 5'-deoxy-5-fluorocytidine (5'-DFCR) and 5'-
deoxy-5-fluorouridine (5'-DFUR) measured on days 1 and 14 were similar. The AUC of 5-
FU was 30%-35% higher on day 14. Capecitabine dose reduction decreases systemic
exposure to 5-FU more than dose-proportionally, due to non-linear pharmacokinetics for the
active metabolite.

Absorption
After oral administration, capecitabine is rapidly and extensively absorbed, followed by

extensive conversion to the metabolites, 5'-DFCR and 5'-DFUR. Administration with food
decreases the rate of capecitabine absorption, but only results in a minor effect on the AUC
of 5-DFUR, and on the AUC of the subsequent metabolite 5-FU. At the dose of 1250 mg/m?
on day 14 with administration after food intake. the peak plasma concentrations (Cpax in
ug/ml) for capecitabine, 5'-DFCR. 5-DFUR, 5-FU and FBAL were 4.67. 3.05, 12.1, 0.95
and 5.46 respectively. The time to peak plasma concentrations (Tmax in hours) were 1.50,
2.00, 2.00, 2.00 and 3.34. The AUCq.., values in ug=h/ml were 7.75, 7.24, 24.6. 2.03 and
36.3.

Distribution
In vitro human plasma studies have determined that capecitabine. 5'-DFCR, 5'-DFUR and
5-FU are 54%, 10%, 62% and 10% protein bound, mainly to albumin,

Biotransformation

Capecitabine is first metabolised by hepatic carboxylesterase to 5'-DFCR, which is then
converted to 5'-DFUR by cytidine deaminase, principally located in the liver and tumour
tissues. Further catalytic activation of 5'-DFUR then occurs by thymidine phosphorylase
(ThyPase). The enzymes involved in the catalytic activation are found in tumour tissues but
also in normal tissues, albeit usually at lower levels. The sequential enzymatic
biotransformation of capecitabine to 5-FU leads to higher concentrations within tumour
tissues. In the case of colorectal tumours, 5-FU generation appears to be in large part
localised in tumour stromal cells. Following oral administration of capecitabine to patients
with colorectal cancer, the ratio of 5-FU concentration in colorectal tumours to adjacent
tissues was 3.2 (ranged from 0.9 to 8.0). The ratio of 5-FU concentration in tumour to plasma
was 21.4 (ranged from 3.9 to 59.9. n=8) whereas the ratio in healthy tissues to plasma was
8.9 (ranged from 3.0 to 25.8, n=8). Thymidine phosphorylase activity was measured and
found to be 4 times greater in primary colorectal tumour than in adjacent normal tissue.
According to immunohistochemical studies. thymidine phosphorylase appears to be in large
part localised in tumour stromal cells.

5-FU is further catabolised by the enzyme dihydropyrimidine dehydrogenase (DPD) to the
much less toxic dihydro-5-fluorouracil (FUH>). Dihydropyrimidinase cleaves the pyrimidine
ring to yield 3-fluoro-ureidopropionic acid (FUPA). Finally. B-ureido-propionase cleaves
FUPA to a-fluoro-B-alanine (FBAL) which is cleared in the urine. Dihydropyrimidine
dehydrogenase (DPD) activity is the rate limiting step.

Deficiency of DPD may lead to increased toxicity of capecitabine (see se

Elimination _
The elimination half-life (t;» in hours) of capecitabine, 5-DFCR. 5'-DF |
were 0.85, 1.11, 0.66, 0.76 and 3.23 respectively. Capecitabine and\#t
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predominantly excreted in urine; 95.5% of administered capecitabine dose is recovered in
urine. Faecal excretion is minimal (2.6%). The major metabolite excreted in urine is FBAL.
which represents 57% of the administered dose. About 3% of the administered dose is
excreted in urine unchanged.

Combination therapy

Phase I studies evaluating the effect of capecitabine on the pharmacokinetics of either
docetaxel or paclitaxel and vice versa showed no effect by capecitabine on the
pharmacokinetics of docetaxel or paclitaxel (Cpax and AUC) and no effect by docetaxel or
paclitaxel on the pharmacokinetics of 5°-DFUR.

Pharmacokinetics in special populations

A population pharmacokinetic analysis was carried out after capecitabine treatment of 505
patients with colorectal cancer dosed at 1250 mg/m? twice daily. Gender, presence or
absence of liver metastasis at baseline, Karnofsky Performance Status. total bilirubin, serum
albumin, ASAT and ALAT had no statistically significant effect on the pharmacokinetics of
5'-DFUR, 5-FU and FBAL.

Patients with hepatic impairment due to liver metastases

According to a pharmacokinetic study in cancer patients with mild to moderate liver
impairment due to liver metastases, the bioavailability of capecitabine and exposure to 5-FU
may increase compared to patients with no liver impairment. There are no pharmacokinetic
data on patients with severe hepatic impairment.

Patients with renal impairment

Based on a pharmacokinetic study in cancer patients with mild to severe renal impairment,
there is no evidence for an effect of creatinine clearance on the pharmacokinetics of intact
drug and 5-FU. Creatinine clearance was found to influence the systemic exposure to 5°-
DFUR (35% increase in AUC when creatinine clearance decreases by 50%) and to FBAL
(114% increase in AUC when creatinine clearance decreases by 50%). FBAL is a metabolite
without antiproliferative activity.

Elderly

Based on the population pharmacokinetic analysis. which included patients with a wide
range of ages (27 to 86 years) and included 234 (46%) patients greater or equal to 65, age
has no influence on the pharmacokinetics of 5'-DFUR and 5-FU. The AUC of FBAL
increased with age (20% increase in age results in a 15% increase in the AUC of FBAL).
This increase is likely due to a change in renal function.

Ethnic factors
Following oral administration of 825 mg/m? capecitabine twice daily for 14 days, Japanese
patients (n=18) had about 36% lower Cmax and 24% lower AUC for capecitabine than
Caucasian patients (n=22). Japanese patients had also about 25% lower Chax and 34% lower
AUC for FBAL than Caucasian patients. The clinical relevance of these diff: ences is
unknown. No significant differences occurred in the exposure to other”

DFCR, 5'-DFUR, and 5-FU). //gy
,|f E 3
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5.3 Preclinical safety data

In repeat-dose toxicity studies. daily oral administration of capeci
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monkeys and mice produced toxic effects on the gastrointestinal, lymphoid and
haemopoietic systems, typical for fluoropyrimidines. These toxicities were reversible. Skin
toxicity, characterised by degenerative/regressive changes, was observed with capecitabine.
Capecitabine was devoid of hepatic and CNS toxicities. Cardiovascular toxicity (e.g. PR-
and QT-interval prolongation) was detectable in cynomolgus monkeys after intravenous
administration (100 mg/kg) but not after repeated oral dosing (1379 mg/m*/day).

A two-year mouse carcinogenicity study produced no evidence of carcinogenicity by
capecitabine.

During standard fertility studies, impairment of fertility was observed in female mice
receiving capecitabine; however, this effect was reversible after a drug-free period. In
addition, during a 13-week study, atrophic and degenerative changes occurred in
reproductive organs of male mice; however these effects were reversible after a drug-free
period (see section 4.6).

[n embryotoxicity and teratogenicity studies in mice. dose-related increases in foetal
resorption and teratogenicity were observed. In monkeys, abortion and embryolethality were
observed at high doses, but there was no evidence of teratogenicity.

Capecitabine was not mutagenic in vitro to bacteria (Ames test) or mammalian cells
(Chinese hamster V79/HPRT gene mutation assay). However, similar to other nucleoside
analogues (ie, 5-FU), capecitabine was clastogenic in human lymphocytes (in vitro) and a
positive trend occurred in mouse bone marrow micronucleus tests (in vivo).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core:

Croscarmellose sodium
Cellulose, microcrystalline
Hypromellose

Silica, colloidal anhydrous
Magnesium stearate

Film-coating:
Hypromellose
Titanium dioxide E171
Talc

Macrogol 400

Red iron oxide E172
Yellow iron oxide E172

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
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36 months

6.4 Special precautions for storage
Store below 30 °C.

6.5 Nature and contents of container

Kapetral 150 mg film-coated tablets: PVC/PVDC-Aluminium and PVC/PE/PVDC-
Aluminium blisters. Pack size of 60 tablets.

Kapetral 500 mg film-coated tablets: PVC/PVDC-Aluminium and PVC/PE/PVDC-
Aluminium blisters. Pack size of 120 tablets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with
local requirements.

7. MARKETING AUTHORISATION HOLDER

Remedica Ltd

Aharnon Str., Limassol Industrial Estate,

3056 Limassol, Cyprus

8. MARKETING AUTHORISATION N UMBER(S)

Kapetral 150 mg film-coated tablets: 021625

Kapetral 500 mg film-coated tablets: 021626

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorization: 21 December 2012

Date of latest renewal: 28 May 2019

10. DATE OF REVISION OF THE TEXT

11/02/2021
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