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3GHPEH H3BEIIITAJ 3A OCOGHHHTE HA JIEKOT 

1. HME HA MEl(HIJ;HHCKHOT ITPOH3BOJ( 

<De Mapa 2,5 mg Ta6neTH 

2. KBAJIHT ATHBEH H KBAHTHTATHBEH COCf AB 

CeKoja cjmnM-06JlO)I<eHa Ta6neTa co)J,p)KH 2.5 mg neTp030Jl. 

3a UeJlOCHaTa JlHCTa Ha eKCUHITHeHTH, BH)J,eTe CeKUHja 6 . 1 . 

3. <I>APMAU:EBTCKA <I>OPMA 

<l>HJ1M-06JlO)I<eHH Ta6JleTH. 

06nmKeHH Ta6neTH, TeMHO )J<OJlTH, oKpymH, necHo 6HKOHBeKCHH co 3ao6neHH pa6osH . Ha e)J,HaTa cTpaHa HMa 

omeLJaToK FV, Ha ):(pyraTa CG . 

4. KJIHHWIKH OCOEEHOCTH 

4.1. TepaneBTCKH HH)J,HKaQHH 

AnjysaHTeH TpeTMaH Ha nocTMeHomy3anHH )KeHH co xopMoH peuenTop no3HnmeH paH KapUHHOM Ha 

)J,OjKa. 

IIpo)J,omKeH anjysaHTeH TpeTMaH Ha xopMOH-3aBHCeH HHBa3HBeH KapuHHOM Ha )J,OjKa Kaj 

ITOCTMeHonay33JlHH )J<eHH KOH npeTXO)J,HO npHM3Jle CT3H)J,ap)J,Ha a):(jyBaHTHa Tepan11ja CO TaMOKCHcpeH BO 

TeK Ha 5 fO)J,HHH. 

TpeTMaH O)J, npB pe)J, Kaj nocTMeHonay3anHH )KeHH co xopMOH-3aBHCeH Hanpe):(HaT KapUHHOM Ha ):(Oj Ka. 

Hanpe)J,HaT KapUHHOM Ha )J,OjKa no penancHpai-be HJlH nporpecHja Ha 6onecTa, Kaj )KeHH co npHpo):(eH HJlH 

apTHcpHUHeJlHO HH):(YUHpaH ITOCTMeHonay3aneH eH)J,OKpHH CTaTyc, a KOH npeTXO)J,HO 611J1e TpeTHpaHH CO 

3HTH-eCTpOreHH . 

Heo-anjysaHTeH TpeTMaH Ha nocT-MeHonay3anHH )KeHH co no3HTHBeH xopMOH-peuenTopcKH, HER-2 . . . 
HeraTHBeH KapUHHOM Ha )l,OJKH Ka)J,e XeMOTepanHJ3Ta He e COO)J,BeTHa H He e HH)J,HUHpaHa HTHa onepaUHJa. 

EcpHKaCHOCTa He e noTBp)J,eHa Kaj nauHeHTH co xopMOH-peuenTop HeraTHBeH KapUHHOM Ha )J,OjKa. 

4.2 l(03Hpalhe H HaL[HH Ha a)l,MHHHCTpaiJ,Hja 

Bo3pacuu u nocmapu nat(ueumu 
TipenopaYaHaTa )J,03a Ha neTpo3oJl e 2,5 mg e)J,Haw Ha )J,eH. He e noTpe6Ho npHnaro)J,yBal-be Ha )J,03aTa KaJ 

nocTapH nHua. 

Kaj nauHeHTH co Hanpew-IaTa HJlH MeTacTaTcKa cpa3a O)J, 6onecTa TpeTMaHoT co neTp030Jl Tpe6a ):(a npo)J,omKH 

ce )J,O)J,eKa e eBH)J,eHTHa TyMopcKaTa nporpecHJa. 

Kora ce KopHCTH KaKo anjysaHTHa TepanHja, TpeTMaHOT Tpe6a )),a npo):(OJl)I(H so TeK Ha 5 ro)J,HHH HJl H ce 

)J,O)J,eKa He ce noJaBH penanc Ha TyMopoT. 

Kora ce KOpHCTH KaKo a.njysaHTeH TpeTMaH, MmKe )),a ce 3eMe so npe)J,BH)J, H ceKBeHUHjaneH TpeTMaH 

(J1eTp030Jl 2 fO)J,HHH CJle)J,eHO CO T3MOKCHcpeH 3 fO)J,HHH) (BH)J,H CeKUHH 4.4. H 5.1 ). 

Kora ce KopHCTH so Heo-a.njysaHTeH TpeTMaH, TpeTMaHoT co <l>eMapa Tpe6a )),a npo):(OmKH O)J, 4 )J,O 8 MeceuH co 

uen )),a ce rrocTHrHe onTHMaJlHa pe):(yKUHj a Ha TyMopoT. AI<o O)J,rosopoT e He3a)J,OBOJlHTeJieH, TpeTMaHoT co 

<DeMapa Tpe6a )),a ce npeKHHe H )),a ce 3aKa)Ke onepaTHBeH 3acpaT HIHJlH noHaTaMOWHH onuuu 3a TpeTMaH 

Tpe6a )),a ce npo):(ycKyTHpaaT co nauHeHTOT. 

lleoujampucKa nony!lal(uja 
<DeMapa He ce npenopaLtysa 3a ynoTpe6a Kaj )J,eua H a)J,onecueHTH. Ee36e):(HOCTa H ecpHKaCHOCTa Ha <l>eMapa Kaj 

):(eua H a)J,onecueHTH Ha B03pacT )J,O 17 ro)J,HHH He e YTBp):(eHa. ~ocTarrHH ce caMo orpaHHYeH 6poj Ha 

no)J,aTOUH H nopa):(H Toa He MmKe )),a ce HarrpasaT npenopaKH 3a )J,03Hpai-beTo. 

llat(ueumu co 6y6pe;Jtcuo otumemyembe 
He e noTpe6Ho npHnaro,nysaJ·be Ha )J,03aTa Kaj nauHeHTH co 6y6ppw·u.a~~~~ 
KpeaTHHHH ~ I 0 ml/min. He nocTojaT )J,OBOJlHO no)J,aTOUH 3a 

6y6pe)(<J-I3 HHCycpHL.I,HeHqHja CO KI1HpeHC Ha KpeaTHHHH ITOHH30K 0)), I 

CO KilHpeHC Ha 

KaJ nauHeHTH CO 

.4 H 5 .2) . 



llatfUeHmu co xenamaJJHO owmemyeafbe 

He e noTpe6Ho npHnaro.n.)'Bafbe Ha .n.o3aTa Kaj nau:HeHTH co necHa .n.o yMepeHa xenaTanHa HHcycjmu:HeHu:Hja 
(Child-Pugh A HJlH B). He noCTojaT .n.osonHo no.n.aTOU:H 3a npHMeHaTa Ha npenapaToT Kaj nau:HeHTH co TeWKO 
xen3TaJJHO owTeTyBaine. Kaj nau:KeHTHTe co TeWKO xenaTaJlHO owTeTyBalbe (Child-Pugh C) e noTpe6Ho 
BHHM3TeJlHO H36Jby)l.yBafbe (BH)l,eTe )l,eJl 4.4 H 5.2). 

Hai.JHH Ha a.n.MHHHCTQ3U:H.@ 
<l>eM3pa Tpe6a .n.a ce 3eMa nepopanHo H MO)!<e .n.a ce 3eM3 co 11 6e3 xp3Ha. 

43KOHTpaHHAHKaQHH 
Tipei.JyBCTBHTeJli-IOCT KOH JleKOT H eKCU:l1nHeHCHTe 0)1, npenap3TOT HaBe)l,eHH BO )l,eJlOT 6.1. 
TipeMeHOnay3aJleH eH)l,OKpHH CT3TYC 
EpeMeHOCT (BH)l,H .n.en 4.6). 
,noel-be (BH)l,H .n.en 4.6). 

4.4 CneQujanuu npeAynpeAyBalba u MepKH ua npeTnaJJIHBOCT 
MeHonay3aJJeH cmamyc 
Kaj nau:HeHTKH I.JHj MeHonay3aneH CT3Tyc He e j3ceH, npe.n. 33ITOI.JHysal-be Ha TpeTMaHoT co neTp030Jl Mapa .n.a 
6H)l,aT o.n.pe.n.eHH HHBOaTa Ha LH, FSH HIHJlH ecTpa.n.HoJl. CaMo )!<eHH co nocTMeHonay3aneH eH)l,OKpHH cTaTyc 
Tpe63 .n.a npHMaaT <l>eMapa. 

Ey6pe:JICHU owmemyearba 
J1eTp030Jl He e HCnHTyBaH K3j )l,OBOJleH 6poj Ha IT3U:HeHTH CO KJlHpeHC H3 KpeaTHHHH ITOHH30K 0)1, 10 ml/min . 
TioTeHuHjanHHOT pY13HK I KOpHCT o.n.Hoc 3a os11e nauHeHTH Tpe6a BHHMaTenHo .n.a ce npoueHH npe.n. )1,3 ce 
3)l,MHHHCTpHpa JleTp030Jl . 

XenamaJJHU owmemyearba 

Kaj nauHeHTH co TewKo xenaTanHo nopeMeTyBal-be (Child-Pugh C), cHcTeMcKaTa eKcno3Hl\HJa 11 
TepMHHaJlHHOT ITOJlY)KHBOT 6HJle ITOK31.JeHH )l,BOjHO cnope.n.6eHO CO 3)l,p3BH )l,06pOBOJll(H. Tiopa)l,H T03, OBHe 
nau:KeHTH Tpe6a .n.a ce cne.n.aT no.n. BHHMaTenHa cynepB113Hja (BH)l,eTe .n.en 5,2). 

EcjJeKm 1-1a KOCKume 
<l>eM3p3 e jaK neK 3a HaManysaine H3 HHBOaTa Ha ecTporeHH. )J{eHI1Te co 11CTOp11ja Ha ocTeonopo3a 11/11n11 
cppaKTypH, 11Jll1 KOH Ce CO 3rOJleMeH p113HK 0)1, OCTeOnOp033 Tpe6a )1,3 ro O)l,pe)l,aT HI1BHI10T KOCKeH )l,eH311TeT 
npe.n. sose.n.ysafbeTo Ha 3.n.jyB3HTH3 11JlH npo.n.omKeHa 3.n.jysaHTHa Tep3nHja 11 .n.a ce MOHI1TOpHpa3T 3a p33soj Ha 
OCTeOnOp03a 33 BpeMe .11 ITO TpeTM3HOT CO JleTp030Jl. Co TpeTM3HOT HJlH npocjmJ13KC3T3 33 OCTeOnOp03a Tpe6a 
)1,3 Ce 33n04He K3KO WTO e ITOTpe6HO ll BH11M3TeJlHO )1,3 ce MOHI1TOpHpa. HerOB3T3 ynoTpe6a K3KO a.n.jysaHTHa 
11Jl11 npo.n.omKeHa a.n.jysaHTHa Tepan11ja (neTp030Jl 2 ro.n.wHH cne.n.eHo co TaMOKCHcpeH 3 ro.n.HHH), MO)!<e .n.a ce 
3eMe BO npe)l,BH)l, BO 33BHCHOCT 0)1, 6e36e)l,HOCHHOT npocpHJl H3 nau:HeHTOT ( BH)l,H CeKL(Hja 4.2, 4.8 11 5.1 ). 

lfl!J!.zu npeovnpeOVBarba 
Ko-a.n.MHHHCTpauHja Ha <l>eMapa co TaMOKCHcpeH, .n.pyr11 aHTI1-eCTporeHH HJ111 TepanHH KOH co.n.p)KaT 
ecTpOreHH Tpe6a )1,3 ce H36emysaaT, 33T03 WTO OBHe JleKOBH MO)Ke )1,3 ro H3M3Jl3T cjJ3pM3KOJlOWKOTOT )l,ejCTBO 
Ha neTp030Jl (B11)],11 ceKuHja 4.5). 
J1eTp030Jl T36JleTHTe CO)l,p)K3T Jl3KT033. ilal(HeHTHTe CO peTKI1 H3CJle)l,HH np06JleMH BO O)l,HOC H3 
Herro.n.HOCJlHBOCT Ha ranaKT03a, Lapp naKT03a .n.ecjJHL\HT HJlH rnyKo3o-raJJaKT03Ha Manancop6uHj3 He MO)!(e .n.a 
ro ynoTpe6ysaaT osoj neK. 



K3Ko nonosJHemte 113 OB3, noK<DK3Ho e ,LJ,eK3 K0-3,LJ,MI1HI1CTp3U11j3 H3 T3MOKC11cpeH co neTpo3on 3H3'-111TenHo r11 

H3Manys3 nn33M3TCKI1Te KOHUeHTp3U1111 H3 neTpo3on. Ko-3,LJ,M11HI1CTp3U11j3 H3 neTpo3on co T3MOKC11cpeH, 

npyr11 3HTI1ecTporeHI1 11n11 ecTporeHI1 Tpe63 ,LJ,3 ce 1136erHyB3. 

In vitro, neTpo3on r11 11Hx11611pa U11ToxpoM P450 1130eH311MI1Te 2A6 11 yMepeHo 2C 19, HO Kni1HI1'-IK3Ta BmKHOCT 

H3 OBOj nO,LJ,3TOK e Hen03H3T3 . nopa,Ll,l1 TOa e 11H,Ll,11U11paH3 npeTn33III1BOCT KOra Ce ,Ll,3B3 neTp030JI 11CTOBpeMeHO 

CO Me,LJ,11U11HCKI1 np0113BO,Ll,l1 Lfl1ja eJII1MI1HaU11ja rnaBHO e 3aBI1CHa O,Ll, OBI1e 1130eH3HMH H '-IHJ3 Tep3neBTCK3 

W11pHH3 e Mana (Ha np. cpeHI1TOHH, KJ10[111,Ll,Orpen). 

4.6 EpeMenocT u )J.Oelbe 
)/(euu GO nepuMermay3aJLell cmamyc u!lu penpoOyKmuGell nepuoo 

<f>eM3p3 Tpe63 ,Ll,3 Ce KOp11CTI1 C3MO K3j )J{e~JH CO j3CHO nOTBp,Ll,eH nOCTMeHOnay3aneH CT3TYC (B11,Ll,11 CeKU11j3 

4.4). nop3,Ll,11 T03 WTO 11M3 np11j3BH ,LJ,eK3 K3j )l<eHH Ce noj3BHII3 cpyHKU11jaTa H3 OB3pHyM11Te BO TeK H3 

TpeTM3HOT co <l>eM3p3 11 noKp3j jacHo YTBp,LJ,eHI10T nocTMeHOn3y33neH CTaTyc Ha nOLieTOKOT H3 Tep3nl1j3Ta, 

neK3pOT MOp3 ,LJ,3 npO,Ll,I1CKYTI1Pa 33 3,LJ,eKB3TH3 K011Tp3uenul1j3 KOr3 e T33 noTpe611a. 

EpeMellocm 
8p3 OCHOB Ha HCKYCTBOTO Ha nyfe Ka,LJ,e 11M3 H30I1Hp3HH CIIY'-1311 Ha cpeT3JIHH OWTeTyB31-ba 11 ,LJ,ecpeKTI1 

(n3611janH3 cpy3Hj3, HeO,LJ,pe,LJ,eHI1 npOMeHH H3 reHHT3nHHTe), <!>eM3pa MO)J{e ,LJ,a npe,Ll,113BI1K3 KOHreHI1T3nHH 

M3IIQ)OpM3U1111 KOr3 ce 3,LJ,M11HI1CTp11p3 so TeKoT H3 6peMeHOCTa. CTY.Ll.l111 H3 )KI1BOTHH nOK3)J{ane 

penpO.Ll.YKTI1BH3 TOKCI1'-IHOCT (B11,Ll,11 CeKU11j3 5.3). 
fleTp030II e KOHTp311H,Ll,11U11p3H BO TeK H3 6peMeHOCT3 (B11,Ll,11 CeKU11ja 4.3 H 5.3). 

JloeJbe 
He e no3H3TO nan11 neTpo3on H HeroBHTe MeT360ni1TI1 ce 113II3'-IYB33T so M3j'-IHHOTO MneKo. He MmKe nop3,Ll,11 

T03 ,Ll,3 ce HCKIIY'-IH pH3HKOT 33 HOBOpO,Ll,eHOTO/HHQ)3HTHTe. 

fleTp030JI e KOHTpa11H,Ll,11U11paH BO TeK Ha ,LJ,Oel-beTO (B11,Ll,11 CeKUHja 4.3 H 5.3). 

C[)epnnmumem 

<!>3pM3KOJIOWKOTO ,LJ,ejCTBO 113 JleTp030II e ,Ll,3 ce pe,LJ,yU11p3 np0113 BO,Ll,CTBOTO Ha ecTpOreHH npeKy HHXI1611UHj3 

H3 3pOM3T333T3. K3j npeMeHon3Y33IIHH )KeHI1, 11HXI1611U11j3Ta H3 CI1HTe33 H3 ecTporeHI1 nosenys3 no nosp3THO 

nOK3'-IYB31-be H3 HI1B03T3 lla rOH3,Ll,OTpOmiHI1 (LH, FSH). noK3LfeHHTe HHB03 H3 FSH O,Ll, npyr3 CTp3H3 ro 

CTI1MYI111p33T p3CTOT H3 QJOI111KYII11Te, H MmKe ,LJ,a npe,LJ,113BI1K33T OBYII3U11j3. 

4.7 BJlujanue Bp3 cnoco6nocTa 3a ynpaByBaJbe co MOTopnu B03HJla u Maumnu 
<f>eM3p3 HM3 M3JIO BIIHjaHI1e Bp3 CnOC06HOCTa 33 ynp3BYB31-be B03HJI3 11 p3KYB3~be CO M3WHHH. npH 

ynoTpe63Ta H3 neTpo3on ce 3a6ene)K3HH 3aMop 11 BpTorn3BHU3, ,LJ,O,LJ,eKa naK He TOIIKY LfeCTo e 336ene)K3H3 

COMHOJieHUHJa, n3 nop3,Ll,l1 T03 nOTpe6H3 e npeTna3IIHBOCT npH ynpaByBal-be CO MOTOpHO B03HIIO 11III1 

p3KYB31be CO p360THI1 M3WI1HI1. 

4.8 HecaKann )J.ejcTBa 
6e36e,LJ,HOCeH npocjmn 

4ecTOT3T3 H3 HeC3K3HH ecj)eKTI1 33 <l>eMap3 rn3BHO ce 6a311pa Bp3 no,LJ,3TOUHTe KOH ce co611pa3T on 

KIII1HI1'-IKHTe 11CnHTYB31-ba. 

HecaKaHH nejcTBa ce j3BHne Kaj OKony I /3 on nauHeHTHTe TpeTHpaHH co neTpo3on 3a npHcycTBO Ha MeTacTa3H 

H Kaj OKOIIY 80% O,Ll, nauHeHTHTe H3 3,lljyB3HTH3 Tep3nl1ja K3KO 11 K3j OHI1e CO npOI10HrHp3H3 3,lljyBaHTH3 

Tep3nl1j3. H3jroneMHOT ,LJ,eJI O,Ll, HeCaKaHHTe ecpeKTI1 Ce j3BHJie BO TeK H3 npB11Te HeKOIIKY He,LJ,eJI11 O,Ll, 

TpeTM3HOT. 

H3jLieCTI1Te npHJ3BeHI1 !leC3K3HI1 ecpeKTI1 so KII111111'-IKHTe CTY.Ll.HH 611ne H3nii11BI1 H3 Tonni1H3, 

Xl1nepxonecTeponeMI1j3, 3pTpanrl1j3, 33MOp, noj3'-13HO noTel-be 11 r3,LJ,el-be. 

,z:J:pyr11 B3)KHI1 HeC3K3HI1 ecpeKTH KOH MQ)KaT ,Ll,3 Ce j3B3T CO <l>eM3pa Ce: noj3BI1 O,Ll, CKeJieTOT K3KO WTO e 

OCTeOnOp033 11 / HJIH Q)p3KTYPH H3 KOCKHTe 11 Kap,Ll,110B3CKYI13pH11 H3CT3HI1 (BKIIY'-IYB3jKI1 uepe6poBaCKYI13pH11 11 

TpoM6oeM6oni1'-IHI1 H3CT3H11). 4ecTOT3T3 H3 os11e HeC3K3HI1 ecpeKTI1 no K3Terop1111 e oni1W3Ha so Ta6ena I . 

so T36en3 I ce np11j3BeHI1 o,LJ, KII11HI1 TM3pKeTI1HWKO 
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Ta6eJJa 1 
HecaKaHHTe ,nejcTsa ce no,npe,neHH cnope.u <jJpeKBeHUHjaTa, Hajnpso ce Hase,neHH HajYeCTHTe, 11 Toa: MHory 

YeCTH (~Ill 0), YeCTH (~ l/1 00 ,no < 1 I 1 0), noMaJJKY YeCTH (~ 11l 000 ,no < 1 I 1 00), peTKH (~Ill 0000 ,no <I I I 000), 
MHory peTKH (<I I I 0000), Heno3HaTo (He MmKe .ua ce npoueHaT o.u pacnono)!(JIHBHTe no,naTOUH). 

HIHj>CKUHH 11 HtHj>ecTaum1 

Hll(jJCKU1111 11a ypHHapeH CHCTCM 

HeonJJa3MH, 6euur1111, MaJJun111 H HCCriCU~HjlliUHpa1111 (BKJJY'tysajKH UIICTH H nOJJHnH) 

1 Ty~topcKa 6onKa
1 

KpB H nopeMeTyBalhe Ha JJHM<j>HHOT CHCTCM 

llOMa!IKY 'ICCTH: JfcyKOfiCIIHja 

flopCMCTyBatbC Ita HMYIIIIOT CHCTCM 

llen0311aTo: AHacj>H!laKTWIHH pcaKUHH 

MeTa6omnaM 11 nopeMeTysatbC so uyTpuuujaTa 

M11ory 'ICCTH: X Hncpxonccrcpone~t 11ja 

LfecTH: 1 AHopeKCHja, noKa'teH aneTHT 

flCifXHjaTpHCKH nopCMCTyBalba 

4CCTH : llenpccHja 

flO:\ta!IK) ' ICCTH: AIIKC1103IIOCT (BKii)''I)'BajKH 11CpBo3a), HpHTa6HJIIIOCT 

flopCMCT)'BatbC 11a IICpBHHOT CHCTCM 

LfecTH: 

flO~I3!1K)' 'ICCTH: 

f!laB060l11<3, M3!1aKC3JIOCT 

I 
CoMHOHCIIUHja, HecOHHUa, nopeMeTyBatbe so no~IHCihCTO, JlH3ecTe3Hja (BKH)'Y)'BajKH napccTeJHj a, 

XHH03CTC3Hja), IIOpeMeTyBatbe Ha BKyCOT, uepc6pOB3CKyHap11H 113CT3HH 
- - - -

flOpCMCTyBalhC BO BHIIOT 

llO~Ia!IK)' 'ICCT~l: 

CpucBH nopeMeTyBatba 

flO~I3!1K)' 'ICCTH: 

KaTapaKTa. HpHTaUHja 11a O'IHTe. JaMarneH BHJl 

fla!11111TaUHH
1
, T3X I1K3pJl11ja. HCXCMH'IHH CpUCBH 113CT311H (BKJIY'IyBajKH HOBa H!IH B!IOWyBalbC 113 

fiOCTOC'IK3 aHrH113, 311rHII3 KOja HaJiara 011Cp3UHja, MHOKapJlCII HIICj>apKT H MI10K3pJlHjaJllla HCXCMHj a) 

BacKynapuH nopeMeTyBatba 

M11ory 'ICCTH: 

4CCTH: 

fl0 ~13JIK)' 'ICCTH: 

PeTKO: 

HanHHBH on TOniiHHa 

1 XHnepTctt3Hja 

TpoM6ocj>ne6HTHC (BK!l )' 'tysajKH cynepcj>HUHjaneH 11 TpoM6ocj>ne6HTHC on nna6oKHTC Be1111) 

fl y!I MOIIa!ICII C~I60!11133M, apTepHj3JIII3 Tp0~16033 , UCpe6pOB3CKyHapeH HH~J3pKT 

PecnnpaTopuu, TopaKaJJmt 11 MCIIHjacnmaJJHH nopeMeTyBalha 

llOM3JIKY 'ICCTH: JlHCIII-Ieja, K3111!1HU3 

facTpOlHITCCTHIIaJJtlll nopCMCTyBatba 

4ecTH: 

flOM3!1KY 'ICCTH: 

I ranetbe, )lHCilCIICHja
1
, OIICTHnauHja, a6)lOMH113II113 60JIKa, Jl Hjapeja,~lOBpaKalbC 

I Cysa ycTa, CTOMaTHTHc
1 

XenaTo6unujapuH nopcMeTyBatba 

flO;\Ia!IK) 'ICCTH: ' flOK3'1CIIH XCII3T3JI IIH CII3HMH 

llen03113TO: XenaTHTHC 

Ko:1Ka II nopCMCT)'BatbC Ha cy6KyTaHOTO TKI1BO 

M11ory ' ICCTH: lloja<taHO riOTCibC 
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L!ecnt: AnoneuHja. KOlKCII 1101rt (BKJIY'IYB3jKI1 epHTCM3T03CII. M3KYJIOrtartyJI03CH, llCOp11jatjJOpMell , 11 Be3HKynapC11 
11CHn). cysa KO)J(a 

noMaiiKY 'ICCTI1: L!ewal-be, ypTHKapHja 

Heno3BaTo: I AHmoe~eM , TOK~'I~ enH~pMan:;He;;IIH3a, epHTeMa MYIITHtjJOpM~ 
nopeMeTyBalbe Ha MYCKyJJOCKCJICTHOTO H CBp3HO TKHBO 

MBory 'ICCTH: 

M HjaJtrHja, 6om<a BO KOCKHTe 1, OCTeOrt0p033, tjlp3KTYPH 113 KOCKHTe 

ApTp11TI1C 

6y6pe)J(HH H ypHHapuH nopeMeTysatba 

PenpoayKTHseu cHcTeM H nopeMeTyBalbe so aojKHTe 

L!ecTH : BarHHaJIIIO Kpsapel-be 

Bar1111an11o npa3Belhe, sarHIIanHa cysocT, 6onKa so rpaaHTe 

0nWTI1 nopeMeTyBatba II COCToj6a 11a MCCTOTO Ha a)lMHHHCTpauHja 

MHory 'IeeTH : 3aMop (BKIIY4YB3jKH aCTCHHja. ManaKC3JIOCT) 

nepHtjJepeB eneM 

noMaJIKY 'leCTH: [ reBepanH3HpaH eneM. MYK03Ba cysoc~, )!(en, nHpeKcHja 

HcnHTysalba 

L[eCTI1 : L(0611BmbC BO TC)J(HH3 

noM3IIKY 'ICCTH: ry6nbe 113 TC)!(HII3 

I !-leC3K311H peaKUH11 K011 CC rtp11jase1111 Ca~!O 11p11 llOCTOC!be 113 MCT3T~Ta3H 
lleKOI1 11ecaKaiiH nejcTsa ce npHjaseHH co 3a6ene)J(HTenHo pa3nH'!HH 'ICCTOTH npH anjysaHTHHOT TpeTMaH. Cne!liiHTC Ta6eJtH 
o6e36enysaaT 11HtjJOpMaL(HI1 33 3113'111TeJII111Te pa3I111KI1 rtp11 MOIIOTepartHja CO WeMapa ltaCrtpOTH T3MOKHCtjJell H rtpH <DeMapa
T3MOKCHljJeH CCKBeHUHjaJIItaTa TepanHja: 

Ta6eJla 2 
AL\_jysaHTHa TepanHja co <l>eMapa HacnpoTH MOHOTepanHja co TaMoKcHcpeH - HecaKaHH ecpeKTH co 3HaYajHH 

pa3n HKH 

<DpaKTypa Ha KOCKa 

0CTeonopo3a 

TpoM6oeM60JII1CKI1 HacTaHI1 

MHOKap)leH HHtjJapKT 

EH!lOMeTpHjanH3 xHnepnna3Hj3 I 
Cll)lOMeTpHj3JICII K3puHHOM 

J <l>eMapa, HHUHJleBua 

r !O.l%(13.8%) 

1

5.1%(5.1%) 

I 
12.1% (2.9%) 

r 1.0% (l.5%) 

r 0.2% (0.4%) 

r 
1 TaMoKcH!J>eH, HBUH!leBua 

7.1%(!0.5%) 

2.7% (2.7%) 

I 3.6% (4.5%) 

! o.5% (I~%) 
r 2.3% (2.9%) 

336eneLUK3: CpenHoTo speMeTp3el-be H3 TpeTMaHOT 60 MeceuH. nepHO!lOT 33 npHjasysal-be BKIIY'IYB3 nepHO!l H3 TpeTMaH nnyc 30 ne11a 
nO npeKHH Ha TpeTM3110T. 
npoueiiTI1Te so 1arpan11 r11 noKa)J(ysaaT 'tecTOTI1Te 1-13 113CTaHI1 so 611no Koe speMe no p3H.LIOMI133UHjaTa. BKIIY4YB3jKH 11 speMe no j 
3aspwysatbe Ha TpeTMaiiOT. CpcnHo Bpcrvte 11a cnenctbe e 73 Meceu11. 

Ta6cJla 3 
CeKseHu.HjaneH TpeTMaH HacnpoTH MOHOTepanHja co C!>eMapa- HecaKaHH ecpeKTH co 3HaYajHH pa3nHKH 

r MoHOTepanHja co <l>eMapa I <l>eMapa->TaMOKCH<~eH I TaMOKCH!J>eH::<I>eM~pa 
<DpaKTypH Ha KOCKHTe r 9.9% 1 7.6%* - - - 9.6% 

EH!lOMeTpHjanHH 
nponwjJepaTI1BHH 
nopervteTyBatba 

X11nepxoneCTeponeM11ja 

0.7% 
I 

52.5% 

I 
I 

1.7%** 

r ~~8%~ 
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HanmtBH on TOnJJHHa 

BarHHaJJHO KpBapelbe 
J 

3t-Ja'JHTeJJHO noMaJJo OTKOJJKY npH MOHOTepam1ja co <DeMapa I 
**3Ha'JHTeJ1!-10 noroJJeMO OTKOJJKY np11 MOHOTepanHja CO ¢eMapa 
3a6eJJewKa: nepHO.LIOT Ha npH_jaByBal-be e BO TeK Ha TpeTMaHOT 11J111 BO TeK Ha 30 .neHa no npeKHH Ha TpeTMaHOT 

-----·-- ----- _______ .J 

Om1c Ha ceneKTHpam-!Te HecaKaHH ne~ 

Cp~fe6U ltecaKaJ-tU oejcmea 

TipH anjysaHTHa TepanHja, KaKo nononHa Ha nonaTowne KOH ce npe3eHTHpaHH so Ta6enan 2, npHjaseH Hce 

cnenm1Be HecaKaHH nejcTBa 3a <l>eMapa 11 TaMoKcHcpeH (npH cpenHo speMeTpaelhe Ha TpeTMaHOT on 60 Mece~H 
nnyc 30 neHa): aHrHHa Koja Hano)Kysa onepaTHBeH 3acpaT (1.0% vs. 1.0%); cp~eso owTeTyBalhe (1.1% vs. 
0.6%); XHnepTeH3Hja (5.6% VS. 5.7%); Qepe6posacKynapHH HaCTaHHfTpaH3HTOpHH HCXeMH4HH aTaKH (2.1 o/o 
vs. 1.9%). 
I1p11 nponoHmpaHa anjysaHTHa TepanHja 3a <De Mapa ( cpenHo speMeTpaelhe Ha TpeTMaHOT 5 ronHHH) 11 

nnaue6o ( cpenHo speMeTpaelbe Ha TpeTMaHoT 3 ronHHH), npHjaseHH ce: aHrHHa Koja Hanara onepaTHBeH 

3acpaT (0.8% VS. 0.6%); HOBa HJlH BJlOWyBalbe Ha nOCTOeLIKa aHrHHa (1.4% VS. 1.0%); MHOKapneH HHcpapKT 

(1.0% VS . 0.7%); TpOM60eM60J1HCKH HaCTaHH* (0.9% VS. 0.3%); ynapfTpaH3HTOpHH HCXeMH4HH aTaKH* (1.5% 
vs. 0.8%). 
HacTaHHTe KOH ce 03HaLieHH * 611ne CTaTHCTHLIKH 3Ha4HTenHo pa3nH4HH npH nsaTa TpeTMaHa. 

HecaKmtu oejcmea 00 cmpm-ta Ha CKe!lemom 
3a nonaTOQHTe 3a 6e36enHocTa so onHoc Ha cKeneTOT npH anjysaHTHa TepanHja, nornenajTe ja Ta6enaTa 2. 
I1p11 anjyB3HTHa nponoHrHpaHa TepanHja, Kaj 3Ha4HTenHo noroneM 6poj Ha naQHeHTI1 KOH ce TpeTHpaHH co 

<l>eM3pa HMaJlO <jJp3KTYPH 1-13 KOCKHTe 11J1H OCTeOnOp033 (<jJp3KTypH Ha KOCKHTe, 10.4% H OCTeonop033, 12 .2%) 
OTKOnKy K3j naQHeHTHTe TpeTHpaHH co nnaue6o (5.8% 11 6.4%). CpenHoTo speMeTpaelhe Ha TpeTMaHOT 611no 

5 ronHHH 3a <l>eMapa, cnopeneHo co 3 ronHHH 33 nnaue6o. 

4.9 Ilpeno3npalhe 
I1pHjaseHH ce H3onHpaHH cny'-IaH Ha npeno3Hpalhe co <l>eMapa. 

He e no3HaT3 cneQHcpHYHa TepanHja 33 npeno3Hpalhe co neTp03on; TpeTMaHoT Tpe6a na 611ne CI1MnToMaTCKH 11 

cynopT11BeH. 

5. «PAPMAKOJIOlliKII KAPAKTEPIICTIIKII 

5.l $apMaKO~HHaMCKH KapaKTepHCTHKH 
<l>apMaKoTepaneBTCK3 rpyn3: EHnoKp11Ha Tep3nl1ja. XopMOHCKI1 3HTaroHHCT 11 npym neKOBI1 : HHXI16HTop Ha 

apoMaTa33Ta, ATC Kon: L02B G04. 

(/Jap.MaKOOUHaMCKU efpeKntU 

EnHMHHaQ11jaTa Ha pacTOT CTHMyn11p3H co ecTporeH e npenycnos 3a TyMopcKH onrosop so cny'-IaH Kane 

paCTOT Ha TYMOpCKOTO TKHBO 3aBHCI1 on np11CYCTBOTO 1-13 ecTporeHI1, H Kane WTO Ce ynoTpe6ysa eHnOKpHHa 

Tepan11ja. Kaj nocTMeHonay3anHHTe )KeHH, eCTporeHI1Te sornasHo ce no6HB33T non nejcTBO H3 eH3HMOT 

3pOMaTa3e, I<Oj BpW11 KOHBep311ja 1-13 anpeHanHI1Te aHnporeHH-np11MapHO aHnpocTeHenHOJ-1 11 TeCTOCTepOH - BO 

eCTpan11on 11 ecTpoH. Cynpec11ja Ha ecTporeHcKaTa 611ocHHTe3a so nep11cjlepH11Te TKHBa 11 so TyMopcKoTo 

TKI1BO MQ)Ke n3 Ce nOCTHrHe cne~11cpW1HO CO 11HXI16H~Hja Ha apoMaTa3e eH311MOT. 

JleTp030J10T e HeCTep011neH 11HXH611TOp Ha apOMaTa3aTa. fo HHXI1611pa apoMaTa3e eH3HMOT CO KOMneTI1Tl1BHO 

sp3ysalbe 3a xeMOT on apoMaTa3HI10T Q11ToxpoM P450, WTO pe3ynT11pa co penyKQ11ja Ha ecTporeHcKaTa 

6110CHHTe33 BO CI1Te TKI1Ba Kane lliTO e npHcyTeH. 

K3j 3np3BI1 nocTMeHonay3aJ1HI1 )Kel-111, noenHHe4HI1 no111 on 0.1, 0.5, 
CepyMCKHOT ecTpOI-1 11 ecTpani10J1 33 75 - 78% 11 78% on 6a33J1H3Ta 

11 2.5 mg neTp03on ro cynp11M11pa 

spenHOCT coonseTHO. MaKCHManHa 

cynpec11ja ce nocTI1rHyBa 3a 48 - 78 -yaca. 

~--'··---i A ~-
Kaj nocTMeHonay3anHH nau11eHTKI1 co HanpenH3T KapQ11HOM Ha noj~K .rz.~HJi!lril~it /"~--\"' \JI 1..7' ':) 1· 
cynpHMHpaaT nna3Ma KOH~ef-ITpaQHI-!Te Ha ecTpan11on, ecTpoH, 11 ecTpo · ~')!~aT 3_a 131/o ~-

::; o <il"\:o 

\~·w ~ ~c tl)...- ,.,. :r , 

~ 
> ....,~ ' * ~ () .: 

C' OQ:.Y-4~ 
~ .. * -- ~--- -~ _ cO --

0.1 no 5 mg rH 

% on 6a3anHaTa 

Vf; 
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speJJ.HOCT Kaj TpentpaHI1Te nau11eHTKH. Co )).0311 OJJ. 0.5 mg 11 nOBI1COKI1, speJJ.HOCTHTe Ha ecTpOH 11 ecTpOH 
cyn¢aT ce no)). rpaH11UaTa 3a )J.eTeKu,11ja np11 11Cm1Tysal-be Ha HHBHaTa co)J.p)f(11Ha, wTo yKmi<ysa Ha Toa JJ.eKa ce 
noCTI1rHysa nOBI1COKa ecTporeHCKa cynpec11ja co os11e )).0311. EcTporeHcKaTa cynpec11ja ce OJJ.p)f(ysawe 3a 

. . 
speMeTpael-be Ha Tepan11JaTa KaJ os11e nau11eHTKI1. 
JleTp030Jl e Bl1COKOCneU,11Q)HLJeH BO 11HXI1611U11ja Ha apOM3T33H3Ta 3KTI1BHOCT. He e 3a6eJle)K3HO HapywyBal-be 
so a)J.peHanHaTa cTepoH)J.oreHe3a. He 6ea 3a6ene)f(aHH KJlHHHLJKH 3HaLJajHH npoMeHI1 so nna3Ma 
KOHt.(eHTpau,I1HTe Ha KOpTH30J1, an)J.ocTepoH, 11-JJ.eOKCI1I<OpT1130J1, 17 -XHJJ.pOKCHnporecTepoH 11 ACTH. 
ilcTOTaKa HeMawe 3HaLJajHI1 npoMeHH HI1TY so nlla3Ma peHHHCKaTa aKTI1BHOCT Kaj nocTMeHonay3anHI1Te 
nau,11eHTKI1 TpeT11paHI1 co )J.HeBHa JJ.03a Ha neTp030J1 0.1 JJ.O 5 mg. TecToT Ha CT11Mynau,11ja co ACTH 113Be)J.eH 
no 6 11 12 He)J.eJ111 OJJ. Tepan11jaTa co JJ.HeBHH )).0311 OJJ. 0.1, 0.25 , 0.5, 1, 2.5 115 mg He yKmi<ysawe Ha HapyweHa 
aJl)J.OCTepOHCK3 11 KOpT1130JlCK3 npOJJ.YKU11J3. 0opa)J.I1 TOa, He e fl0Tpe6Ha cynneMeHTHa Tepan11ja CO 
rJ111KOKOpT11K011)).11 11 MI1HepaJlOKOpT11K011)).11. 

He ce 3a6ene)KeHH npoMeHH so nna3MaTCKaTa ;,oHu,eHTpau,Hja Ha aHJJ.poreHI1Te (aHJJ.pocTeHe)J.I10H 11 
TeCTOCTepOH) Kaj 3)J.p3BI1 nOCTMeHOnay33JlHI1 )KeHI1 ITO np11M31-be Ha nOe)J.I1HeLJHI1 )).0311 JleTp030Jl 0)). 0.1, 0.5 11 
2.5 mg, HI1TY naK HMa npoMeHa so nnaMaTCKI1Te KOHU,eHTpau,HI1 Ha aHJJ.pOcTeHe)J.HOH noMefy 
nOCTMeHOnay3aJ1HHTe naU,I1eHTKI1 TpeT11p3Hl1 CO )J.HeBHI1 )).0311 0)). 0.1 )).0 5 mg, WTO yKmi<yBa Ha T03 )J.eKa 
6JlOK3)).3T3 H3 eCTpOreHCK3T3 6110CI1HTe3a He BO)J.H )).0 3KYMYJ13U,11ja H3 3H)J.pOreHH npeKyp30p11. fiJla3M3TCKI1Te 
HI1Boa Ha FSH 11 LH Kaj nau,l1eHTKI1Te He nO)J.Jle)f(aT Ha npoMeHI1 OJJ. neTp030JlOT, HI1TY naK T11pOHJJ.HaTa 
¢YHKU,Hja, esanywpaHa rrpeKy TeCT Ha npeB3eMal-be Ha TSH, T4 11T3. 

A.LJ.jysannta Tepanuja 

Cmyouja BIG-1-98 
Bo MYJ1THU,eHTp11LJHa JJ.ynno cnena CTYJJ.Hja (BIG 1-98) paHJJ.OMI1311paHH ce npeKy 8000 nocTMeHonay3anHI1 
)f(eHI1 CO peceu,Hp3H paH K3pU11HOM Ha )J.OjKa, KOj e peu,enTOp n0311TI1BeH . )l{eHHTe Ce noCTaBeHI1 Ha Hei<Oja 0)). 
cne)J.HHBe TepaneBTCKI1 pe)KI1MH: A. TaMoKcH¢eH so nepHOJJ. OJJ. 5 rOJJ.I1HH; E. <DeMapa so nepHOJJ. OJJ. 5 rOJJ.I1H11; 
IJ.. T3MOKCI1<lJeH BO nep110)J. 0)). 2 f0)).11Hl1 CJle)J.eH CO <DeMapa BO nep110)J. 0)). 3 f 0)).11H11; ));. <DeMapa BO nep110)J. 0)). 
2 f0)).11Hl1 CJle)J.eH CO T3MOKCI1<lJeH BO nep110)J. 0)). 3 f0)).11HI1. 
rnaBH3T3 KpajHa U,eJl 611113 npe)KHByBal-be 6e3 nOCTOel-be Ha 3a6onysal-be (OfS); CeKyHJJ.3pH11Te KpajHI1 u,e1111 BO 
O)J.HOC Ha ecjmKaCHOCT3 61111e BpeMeTO )).0 nojasa Ha )J.aJleLJHI1 MeTaCTa311 (TOM), )J.3JleLJHO npe)KI1BYB31-be 6e3 
nporpec11ja Ha 6onecTa (DDFS), CeBKYITHO rrpe)KI1BYB31-be (OS), CHCTeMCKO npe)KI1ByBal-be 6e3 nporpec11ja Ha 
6onecTa (SOFS), 11HB3311BeH KOHTpanaTepaneH KapU,11HOM Ha )J.OjKI1 11 BpeMe 33 ITOBTOpHa nojasa Ha KapU,11HOM 
H3 )J.OjKI1. 

Pe3yJZmamu oo eqntKacrtocma npu cpeorto 6peMempaeT·be Ha c;woerbe oo 26 u 60 MecetfU 

Tio)J.aTOU11Te BO Ta6enaTa 4 rl1 OJJ.pa3ysaaT pe3yJ1T3TI1Te 0)). rnaBHaTa Ja)J.peHa AHaJll-133 (PCA) Bp3 OCHOB Ha 
·no)J.aTOU,11Te OJJ. MOHOTepanl1jaTa (A 11 B) 11 OJJ. 2 TpeTMaHI1 Ha npe¢pnm-be (C 11 D) np11 cpeJJ.HO speMeTpael-he 
Ha TpeTMaHOT OJJ. 24 Meceu,11 11 cpeJJ.HO speMe Ha cne)J.el-be OJJ. 26 Meceu,11 11 np11 cpe)J.HO speMeTpael-be Ha 
TpeTM3HOT 0)). 32 MeCeU,I1 11 cpe)J.HO BpeMe Ha CJle)J.el-be 0)). 60 MeCeU,H. 
no)J.TOU,I1Te 0)). 5-rO)J.I1HI1WHOTO DFS 6Hne 84% 33 <DeMapa 11 81.4% 33 T3MOKCI1¢eH. 

Ta6ena 4 rnaBHa Ja)J.peHa AHamna: Ee3 3a6onysal-be 11 ceBKYITHO npe)f(I1ByBal-be, np11 cpe)J.HO BpeMe Ha 
cne)J.el-be OJJ. 26 Meceu,l1 11 np11 cpeJJ.HO speMe Ha cne)J.el-be OJJ. 60 Meceu,H (ITT nonynau,11ja) 

r 
I 

Fe mara 

I N=4003 

Tamox1fen 
N=4007 



[ 

2 DFS HacTaHI1 : JJOKyc-peri10HaJJHa nojasa, .l(aJJeLII-111 MeTacn1111, 11HBa311BeJt KOHTpartaTepaJJel-1 KapU11HOM Ha .1\0jKI1, sTop (He-.l(ojK11) 
np11Mape1-1 MaJJI1rHI1TeT, CMpT 0.1\ 611JJO KOja np11LII1Ha 6e3 npeTXO.l(el-1 Kapl(11HOM. 

Pe3y!lmamu oo cpeOHO epe.Me Ha C!leOeJ-be oo 73 Mece14u (caMo MOHomepanuja) 
AH3JlH3aTa Ha pen<HMHTe CO MOHOTepanHja (MAA) CO CVeMapa cnope.n6eHO CO TaMOKCHcpeH ( cpe.D,HO 

speMeTpaeJ--be Ha a,njysaHTHHOT TpeTMaH: 5 ro.D,HHH) e npe3eHTHpaHa so Ta6ena 5. 

Ta6eJia 5 AH3JlH3a Ha MOHOTepanHja: Be3 3a6onysal-be 11 cesKynHo npenmsysal-be, np11 cpe.nHo speMe Ha 

cne.nel-be o.n 73 Mecel(H (ITT nonynal(Hja) 

IFemara Tamoxifen 1 P11_3_11_K_O_A_H_o_c_1 ---.-P-Bp_e_A_H_oc_T_I 

I N=2463 N=2459 I (95% CI) I 
1-IaCTal-111 np11 npe)f{I1BYBat-be 6e3 3a6oJJysatbe (rJJaBHo)2 I 509 J 565 I 0.88 (0.78, 0.99) I 0.03 I 

r BpeMe .1\0 ;aJJ~~:-Me~CTa311 ~ll~) r-;57 I 298 I 0.85 (0.72, 1.00) I 0.045 I 
--c;B-KY~-1-10 npe)f{I1By Ba~e (ceKyHllapHO)- CM~Tl-111 11;~~~r 303 I 343 I 0.87 (0.75 , 1.02)1----------' 

I npou~eT~ aH~I1~a 1-1-;DFS> -- -- --- 543 I 0.85 (0.75, 0.96) 

:n poueHeTa at-mJJI13a 1-1a OS
3 303 338 ~(0.70~ 0.96) I __ _ 

1 Log rank TeeT, cTpaTI1CjJ~Ut-;paH-;; paH.1\0MI~3aU11ja 11 y noTpe6;-Ha xeMoTepan11ja (na!t-te) 
2 DFS HaCTaHH: JJoKyc-perl1oHaJJHa nojasa, naJJe'-IHI1 MeTaCTa311, 11HBa311BeH KOHTpaJJaTepaJJeH Kapu11HOM 1-1a .1\0jK11, 
np11MapeH MaJJI1rHI1TeT, CMpT 0.1\ 6HJJO KOja npW111Ha 6e3 npeTXO.l(el-1 Kapl\111-lOM. 
3 063epsal(I1H BO rpynaTa Ha TaMOKC11Cjlel-l npouet-taTa Ha .l(aTyMOT 0.1\ CeJJeKTI1BI-IO npecjlpJJa~be KOH JJeTp030Jl 

CeKeeHw!fam-ta aHaJIU3a Ha mpem.Mm-1ume (STA) 

BTOp (He-.l(OjK11) 

CeKBeHI.J,HjanHaTa aHaJJH3a Ha TpeTMaHHTe (ST A) ce o.nHecysa Ha BTopoTo rnasHo npawal-be Ha BIG 1-98, 
HMeHO .D,aJlH CeKBeHL(HOHHpa!-beTO Ha TaMOKCHcpeHOT l1 JJeTp030JTOT MO)Ke .D,a 6H.D,e cynep110p1-10 Ha)J, 

MOHOTepanHjaTa. HeMaJlO 3Ha'--!oTeJTHI1 pa3JJI1KH so DFS, OS, SDFS, HITH DDFS no npecppnal-heTo so O)J,HOC Ha 

MOHOTepanHjaTa (Ta6ena 6). 

Ta6eJia 6 CeKBeHL(HjaJlHa aH3JlH3a Ha TpeTMaHHTe np11 npe)I<Hsysal-be 6e3 3a6onysal-be co neTp030IT KaKo 

noweTeH eH.D,OKpHH neK (STA Ha nonynal(Hja Koja e npecppneHa) 

f N _ ~ _ _ _ _ _ ~Gpo j -.;,_"""""' E"'"" ;;,.;;;; Tl9~~5•;. "~HT;;,., "' '""'P'') I C"' .;,'"' P-op' """"': I 1 
l iLetrozo~e-=> IT_am_~x~en F 460 ~6_o__ I 0 92 I (0.72, 1.17)_ -~ -~2 J 

Letrozole 1463 ~ 178 I 1 I 
-----------· --------- ---- -- _ ___) 

.[(ecjJI11-111U11ja Ha TipOTOKOJl OT, BKJJy'-l yBajKH CeKyH.l(ap!-111 np11Map1-111 MaJJI1rt-111TeTI1 KOH He ce Oll llOjKI1Tei, no npetjlpi1a~eTO / no 2 
f0ll111-111 
i Tio.l(eCel-10 CO ynOTpe6a Ha XeMOTepanl1ja 
HeMa 3Ha'-lajHH pa3JJ HKH so DFS, OS, SDFS 11JJI1 DDFS so 6HJJO KOj on ST A on paHllOMH3aul1jaTa (Ta6eJJa 7). 

Ta6eJia 7 AHaJJH3a Ha ceKBeHL(HjaJJHHTe TpeTMaHH o.n paH.D,OMH3aL(HjaTa (STA-R) Ha npe)KHByBal-beTo 6e3 

3a6onysm-~>e (ITT STA-R nonynal(Hja) 

I-----
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Cmvouja D2407 
CTy,!J,HjaTa 02407 e OTBopeHa, paH,!J,OMH3HpaHa, MY11THUeHTpH4Ha, nocT-MapKeTYIHWKa cTy,ll,HJa 3a 
6e36e,!J,HOCTa, KOja e LU13ajHHpaHa ,/],a fH cnope,ll,H eq)eKTHTe 0,/], a)ljyBaHTHa TepanHja CO JleTp030Jl H 
TaMOKHCHcpeH Bp3 ,/],eH311TeTOT Ha MHHepa11HI10T ,/],eJl 0,/], KOCKaTa (BMD) 11 cepyMCKHTe JlHDI1,!J,HI1 npocjm1111. 
BKynHO 262 nauHeHTH 61111e Ha3Ha4eHH ,!J,a np11MaaT HJlH JleTp030Jl BO TeK Ha 5 fO,ll,HHI1 111111 TaMOKC11cpeH BO 
TeK Ha 2 fO,!J,HHH CJle,!J,eHO CO JleTp030Jl BO TeK Ha 3 f0,/],11HI1 . 
Ha 24-oT Meceu nocToena cTaTI1CTI14KH 3Ha4ajHa pa311HKa BO npHMapHaTa uen; BMD Ha nyM6anHHOT ,!J,en O,!J, 
p6eTHHOT CTOJ16 (L2-L4) DOKaJKaJla Cpe,ll,HO HaMaJlyBaJbe 0,/], 4. 1% 3a JleTp030Jl cnope,ll,6eHO CO cpe,ll,HOTO 
DOKa4yBaJbe 0,/], 0.3% 3a TaMOKC11cpeH. 
HHe,!J,eH nauHeHT co HOpMaJlHH Bpe,ll,HOCTH Ha BMD Ha no4eTOKOT Ha HCnHTyBaJbeTo He ,!J,06Hn ocTeonop03a 
BO TeK Ha 2 fO,!J,I1HYI 0,/], TpeTMaHOT 11 CaMO ] nauHeHT CO OCTeoneHI1ja Ha D04eTOKOT 0,/], HCDI1TyBal-beTO (T CKOp 
0,/], -1 .9) pa3BI1Jl OCTeonopo3a BO TeKOT Ha TpeTMaHOT. 
Pe3ynTaTI1Te O,!J, BKYDHI10T BMD Ha KOJlKOT 6Hne CJ1114HI1 co OHI1e 3a nyM6anHI10T p6eT HO noManKy H3pa3eHI1. 
He nocToena 3Ha4ajHa pa311HKa noMe)l<y TpeTMaHI1Te BO 6pojoT Ha cppaKTYP"' - 15% BO rpynaTa TpeT11paHa co 
JleTp030Jl, 17% BO rpynaTa CO TaMOKCHcpeH. 
Cpe,ll,HI1Te BKYDHH HI1BOa Ha XOJleCTep011 BO rpynaTa TpeTHpaHa CO TaMOKC11cpeH 61111e HaManeHI1 3a 16% no 6 
MeCeU11 cnope,ll,6eHO CO D04eTHI1Te Bpe,ll,HOCTI1 11 OBa HaManyBal-be ce O,ll,p)KaJlO CO CJle,!J,HI1Te BI1311TI1 ,/],0 24 
MeCel(l1. Bo rpynaTa CO JleTp030Jl, BKYDHI1Te HI1BOa Ha XOJleCTep011 61111e pe11aTI1BHO CTa611JlHI1 BO TeK Ha 
BpeMe, ,/],aBajKH CTaTI1CTI14KI1 3Ha4ajHa pa3JlHKa Ha TaMOKC11cpeHOT BO CeKOja BpeMeHCKa T04Ka. 

'T'he tirst planned interim analysis at a median fo llow-up of around 28 months (25% of pat ients being followed 
up for at least 38 months), showed that Femara significantly reduced the risk of breast cancer recurrence by 
42% compared w ith placebo (l lR 0.58; 95% Cl 0.45, 0.76; P=0.00003). T he benefit in favour of letrozo lc was 
observed regard less ofnodal status. There was no signi fi cant d ifference in overal l surv iva l : (Femara 51 deaths; 
placebo 62; HR 0.82: 95% Cl 0.56, 1 .19). 
Consequent ly, after the the first inter im analysis the study was unbli ndcd and continued in an open-label 
t~tshion and patients in the placebo arm were allowed to switch to Femara for up to 5 years. Over 60% of 
eligible patients (di sease-free at unbli nding) opted to sw itch to Femara. T he fi nal analys is included 1,55 1 
women who switched from placebo to Femara at a medinn of 3 1 months ( ran ge 12 to I 06 months) after 
completion oftamoxifen adjuvant therapy. Med ian duration fo r Femara after sw itch was 40 months . 
The final analysis cond ucted at a median follow-up of 62 months confirmed the significant reduction in the ri sk 
of breast cancer recurrence w i th Femara. 

Table 8 Disease-free and overall survival (Modified ITT population) 
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1 \Vhcn the study was unblinueu in 2003, !55 I patients in the ranuomiscu placebo ann (60°), of those eli gible to S\\'itch - i.e. 1\'ho ~~CIT 
disease-fi·ce) S\l·itched to lctrozole at a median 3 I months after mndomisation. The ana lyses presen ted here ignore the selective I 
crossover. 
2 SWnifkcl by n:ceptm status. nodal status and prior adjuvant chemotherapy. 
1 Protocol defi nition or cli sease-tl·cc surv ival events: loco-regional rc~currencc. distant metastasis or contralateral breast cancer. 
4 Exploratory analys is. censoring Collrl\1-up times at the date of switch (iCit occurred) in the placebo nrnL 

1 
' Meu ian follow-up 62 months. 
'' Med ian fo llo11-up until switch (iC it occurred) 37 months. 

I ----·- ---·--------~-

j 
In the MA-17 bone substudy in which concomitant calc ium and vitamin D were g iven, greater decreases in 
BMD compared to base l ine occurred with Femara compared with placebo. T he on ly statistica ll y significant 
difference occurred at 2 years and was in total hip BMD 1..l etrozole median decrease of 3.8% vs p lacebo med ian 
decrease of2.0%). 
In the MA-17 lipid substucly there were no signi ficant d ifferences between letrozo le and p lacebo in tota l 
cholesterol or in any lipid f raction. 
In the updated quality of l ife substudy t here were no significant differences between t reatments in physical 
component summary score or mental component summ ary score, or in any domain score in the SF-36 scale. In 

the MENQOL sca le, sign ificantly more women in the Femara arm than in the placebo arm were most bothered 
(generally in the first year of treatment) by those symptoms deriving f]·om oestrogen deprivation - hot flushes 

and vaginal dryness. The symptom that bothered most patients in both treatment arms was ach ing muscles, vvith 
a statistically significant difference in f~1vour of placebo. 

llpomnpena aLJ,jyBaHTHa Tepannja (MA-17) 

Bo MYJITHUeHTpH4Ha, t~,ynno cnena, paHt~,OMH3HpaHa, nnaue6o KOHTponHpaHa cTyt~,Hja (MA-17), H3Bet~,eHa Kaj 
noBeKe Otl, 5100 nOCTMeHonay3aJIHl1 naLJ,HeHKH CO peuenTOp n03l1Tl1BeH (HJIH Hen03HaTO) npHMapeH Kapll,HHOM 
Ha tJ,OjKa, naLJ,HeHTKH KOH ce BO COCToj6a 6e3 6oJieCT no KOMnJientpa!-be Ha a;:rjysaHTHa TepanHja CO 
TaMOKCHcpeH ( 4.5 t~,o 6 rot~,HHH) no cnyqaeH H36op 6ea CTaBeHH Ha TepanHja co <De Mapa HJIH co nnaue6o so TeK 
Ha 5 f0tl,l1Hl1. 
ITpHMapHaTa uen 611na npe)KHByBaJ-be 6e3 3a6onysal-be, t~,ecjmHHpaHo KaKo HHTepsan noMery paHt~,OMH3aUHjaTa 

11 HajpaHaTa nOBTOpHa JIOKO-perHOHaJlHa nojaBa, tJ,3JleiiHl1 MeTaCT3311 l1Jll1 KOHTp3JlaTep3JleH KapUHHOM H3 

tl,OJKHTe. 
fTpBHTe nnaHHpaHH BHaTpeWHl1 3H3Jll1311 ce cnpoBetJ,eHH CO cpet~,eH nepHOtl, Ha CJietJ,el-be Otl, OKOJIY 28 Meceu,H 
(25% ot~, nauHeHTKHTe 6ea cnet~,eHH HajMaJlKY 38 MeceuH) noKmi<a t~,eKa neTp030JIOT ro HaM3Jll1JI pH311I<OT ot~, 

no,sTopHa nojasa Ha 6onecTa 3a 42% so cnopet~,6a co nnaue6o (cTanKa Ha p113HK 0.58 ; p= 0 .00003). 

CTaTHCTH'-IKH 3Ha'-!aeH 6eHecpHT I<aj DFS so KOpHCT Ha JieTpo3on 6ewe 3a6Jie)I<aH 6e3 ornet~, Ha HeraTHBHHOT 
HOt~,aJleH CTaTyc: CTanKa Ha pH311K 0.48 ; P= 0.002; HOt~,yc n03HTHBeH: CTanKa Ha pH3HK: 0.61 ; P= 0.002 

Kaj ceKyHt~,apHOTO BKynHo npe)KHByBal-be (OS) 6ea np11jaseH11 BKyn Ho 113 cMpTHH cny'-!aH (51 co JieTp030JI, 
62 co nnaue6o). f eHepan Ho HeMawe 3HaiiajHa pa3JIHKa noMery TpeTMaHHTe Kaj OS (cTanKa Ha pH3HK 0.82 ; 
p= 0.29). 
CTyt~,HjaTa npot~,omi<H co Toa WTO HCTaTa noseK:e He 6ewe cnena, H nauHeHTKHTe KOH npHMaa nnaue6o, cera 
MO)I<ea t~,a npHMaaT neTpo3on , aKo caMHTe caKaaT. 60% ot~, nauHeHTKHTe npHcpaTja t~,a npHMaaT neTpo3on . 
ITau,HeHTKHTe KOH ot~, nnau,e6o npeMHHaa Ha JieTpo3on 6ea HCKJIY4eHH ot~. a;:rjysaHTeH TaMoKcHcpeH 3a cpet~,HO 
speMe ot~, 31 Meceu, ( ot~, 14-79 Meceu,H). 



Iloc11eJJ,HI1Te pe3y11T3TI1 ( cpeJJ,HO BpeMeTp3eJ-be H3 nep110.L\OT H3 c11eJJ,el-be 6ewe 40 Meceu.11) O.L\ eJJ,H3 noJJ,

CTY.L\11j3 33 MI1HepanH3T3 ryCTI1H3 1-13 KOCKI1Te (BMD) CO BK11)'4eHYI 226 H3U,I1eHTKI1 HOK3)1(3 JJ,eK3 BO nep110)], OJ], 

2 f0)],11HI1, H3U,11eHTKI1Te KOYI npHMane 11eTp030JI 6e3 COO'-IeHI1 CO HOf011eMO H3M311YB31-be H3 KOCKeH3T3 ryCTI1H3 

H3 K011KOT (cpeJJ,HO H3M311YB31-be O.L\ 3.8% H3 BMD H3 K011KOT H3CnpoTI1 cpeJJ,HOTO H3M311YB31-be O.L\ 2% BO 

n113u.e6o rpyn3T3 (P=0.012, np11113roJJ,eHo 33 ynoTpe63 H3 6vw<jJoccpOH3TI1 , P=0.018). Il3U,I1eHTYITe KOI1 npYIM33 

11eTp03011 6e3 3COU,Hp3HYI co noro11eMo H3M311YB31-be H3 BMD H3 11YM6anHI10T KI1'-IMeH cTo116, YI3KO T03 

3H3'-13JHO He ce p331111KYB3we . 

I1cToBpeMeH3 ynoTpe63 H3 KMU.11YM 11 H3 BI1T3MI1H .[( 6ewe 33JJ,omimTe11HO 33 n3U,11eHTKI1Te KOI1 6e3 BKJiyt.IeHI1 

BO CTY.L\11j3T3. 

IlOJJ,3TOU,I1Te OJ], eJJ,l-13 HOJJ,-CTY.L\Hj3 33 11YirTI1)],11 BO KpBT3 ( cpeJJ,HO BpeMeTp3el-be 1-13 nep110JJ,OT H3 CJieJJ,el-be 6ewe 

50 MeCeU,11), CO BK11yLieHI1 34 7 H3U,I1eHTKI1, He HOK3>K3 3H3Y3jHI1 p331111KI1 HOMefy 11eTp03011 - rpyn3T3 11 

n113U,e6o - rpyn3T3 BO OJJ,HOC H3 BKynHI10T xo11ecTepo11 K3KO 11 BO 611110 KOj3 1111rTI1.L\H3 <jJp3KU,I1j3. 

Bo noc11eJJ,HI1Te 31-131111311 O.L\ eJJ,H3 CTY.L\11j3 1 1. 1% OL\ H3U,HeHTKI1Te BO 11eTpo3o11 rpyn3T3 np11j3BI1j3 

K3p.L\110B3CKY113pH11 HeC3K3HI1 JJ,ejcTB3 33 BpeMe 1-13 Tep3nl1j3T3, H3cnpOTI1 8.6% OL\ n3U,l1eHTKI1Te KOI1 6e3 

HOCT3BeHI1 1-13 H113U,e6o . 0BI1e HeC3K3HI1 JJ,ejCTB3 BK11Y--IYB33: M110K3pJJ,eH 11Hcp3pKT (JieTp03011 1%, H113U,e6o 

. , • 0.8%), HOBOH3CT3H3T3, 111111 B110WYB31-be H3 nocToe'-IK3T3 3Hri1H3 (11eTp03011 1.7% H3cnpOTI1 n113U,e6o 1.2%), 

TpOM60eM601111jCKI1 HeC3K3HI1 JJ,ejCTB3 (JieTp03011 l.Qo/o, H113U,e6o 0.6%) 11 U,epe6pOB3CKY113pH11 3KU,I1JJ,eHTI1 

(11eTp03011 1.7% H3cnpoTI1 n113u.e6o 1.3%). 

He 6e3 336e11e)I(3HI1 3H3'-13jHH p331111Kl1 H3 onwT3T3 qm311YK3 11 MeHT3JlH3 cocToj63, wTo YK3)KYB3 JJ,eK3 onwTo 

r11eJJ,3HO, 11eTp030110T BO cnope.L\63 co nJI3U,e6oTo, He ro B110WYB3 KB3JTHTeTOT H3 )KI1BOTOT. Tep3nl1jCKI1 

p33JII1KI1 BO KOp11CT H3 H113U,e60TO 6e3 npoU,eHyB3HI1 K3j ri3U,I1eHTKI1Te npeKy cpl1311'-IKOTO cpyHKU,I10H11p31-be, 

Te11eCH3T3 6o11K3, BI1T311HOCT3, ceKCY311HI1Te 11 B330MOTOpH11Te <jJyHKU.1111. l13Ko 6e3 CT3TI1CTI1YKI1 3H3'-13jHI1, 

OBI1e p331111KI1 He ce CMeT33 33 K11111-111'-IKI1 pe11eB3HTHI1 . 

Heoaojyem-tmeJ-t mpem.Mmt 
I13BeJJ,eHo e JJ,BojHo c11eno 11CnHTYB31-be (P024) 1-13 337 nocTMeHon3y3anHI1 n3U,I1eHTKI1 co K3pU,11HOM 1-13 JJ,OjKH 

KOI1 Ce p3H)J,OM11311p3HH )],3 Hp11M33T l11111 cPeM3p3 2 .5 mg BO TeK 1-13 4 MeCeU,I1 11J1H T3MOKCH<jJeH BO TeK 1-13 4 

Meceu.11. H3 noYeTOKOT CHTe n3U,11eHTKI1 11Mane CT3.L\11YM H3 TYMOpH T2-T4c, N0-2, MO, ER 11/ 111111 PgR 

no3HTI1BHH 11 HHeJJ,H3 O.L\ n3U,11eHTKI1Te He 611113 33 onep3TI1BeH 33<jJ3T co npe3epB3U.11j3 H3 JJ,OjK3T3. Bp3 ocHOB 

1-13 KJII1H11YK3T3 npoU,eHK3, l1M3J10 55% o6jeKTl1BeH OJJ,fOBOp BO rpyn3Ta TpeT11p3H3 CO cPeM3p3 H3CnpOTI1 36% 

33 rpyn3T3 TpeT11p3H3 CO T3MOKCI1<jJeH (P<Q.QQ1 ). 0Boj H30JJ, 61111 HOTBP.L\YB3H CO nper11eJJ,11 CO Y11Tp33BYK 

(Fem3r3 35% vs t3moxifen 25%, P = 0.04) 11 M3Morp3<jJHj3 (Fem3r3 34% vs t3moxifen 16%, P<0.001). 

CeBKynHo 45% OL\ n3U,11eHTHTe BO rpyn3T3 TpeTHp3H3 co <DeM3p3 H3cnpoTH 35% OL\ n3U,HeHTHTe BO rpyn3T3 

CO T3MOKCl1q)eH (P= Q.Q2) 61111e HOJJ,11Q)KeHI1 1-13 Tep3HI1j3 CO npe3epB3U,I1j3 1-13 JJ,OjKHTe . Bo TeK 1-13 4 MeCeU,H npe

onep3TI1BeH TpeTM3H, 12% OJ], H3U,I1eHTKI1Te TpeT11p3HI1 CO cPeM3p3 11 17% 0)], rT3U,I1eHTKl1Te TpeT11p3HI1 CO 

T<:MOKCI1q)eH 11M3Jle nporpec11j3 H3 336011YB31-beTO 63311p3HO Bp3 K1111Hl1YK3T3 HpOU,eHK3. 

IlpBa Jiunuja na Tepanuja 
EJJ,H3 KOHTp011Hp3H3, .L\YrTJIO c11en3 K1111HI1YK3 CTY.L\11j3 6ewe cnpoBeJJ,eH3 co u.e11 .L\3 ce cnopeJJ,3T <DeM3p3 2.5 

mg co T3MOKcl1q)eH 20 mg K3KO npB3 11HHI1j3 1-13 Tep3nHj3 K3j nocT MeHOH3Y33JTHH )KeHI1 co H3npeJJ,H3T 

K3pll,HHOM 1-13 JJ,OjK3 . K3j 907 )Kel-111 , 11eTp030110T 6ewe cynepHopeH BO OJJ,HOC 1-13 T3MOKCI1<jJeH BO BpeMe 1-13 

nporpeCI1j3, K3KO 11 BO BKYHHI10T o6jeKTI1BeH OJJ,fOBOp, BpeMeTO )],0 Tep3neBTCK3 11HCyqmU,HeHU,Hj3 11 KJ1HHI1'-IKI1 

6e1-1ecp11T. 

Pe3yJ1T3THTe ce cyMMp3HI1 BO T36en3 9: 

Ta6eJia 
;;~ '\'c,TBO :) ~ '\ 

9 Pe3y11T3TI1 O.L\ cpeJJ,eH nep110JJ, 1-13 cneJJ,el-be OL\ 32 Meceu.H lr~ A<f <J-1 .,~ 
u;~, ~~~ 

Bapua6Jla CTaTHCTHim JlcTp030J1 TaMOK\\~e~ :. : 
n=453 n=454 \ "' Jf!. " Cl) •' 1 

B]JCMe 110 nporpccuja Cpe!IHO 9.4 Meceuu 6.0 Mece/lk t\ <o'>-1) ( ,f· 
(95%CJ 33 cpe!IH3 Bpe!IHOCT) (8 .9, 11.6 Meceuu) (5.4, 6J M~)... t< Q <4 ' 
CT311K3 H3 p113HK (HR) 0.72 ~ I'I,JG. "' 
(95%CI 33 HR) (0.62, 0.83) 
p <0.0001 

Cramm 11a o6jcKnfBeH O!lrosop (ORR) CR + PR 145 (32%) 95 (21%) 
(95% Cl no CT3nK3) (28,36%) (17,25%) 
CranK3 11a noj3sysal-be 1.78 
(95% Cl no cTanKa Ha nojasysaH,e) ( 1.32, 2.40) -



j 

p 0.0002 

Cpe.llHOTo speMe .llO nporpecwja 6m10 12.1 Meceu, 3a <DeMapa, 6.4 Meceu,l1 3a TaMOKCI1q)eH Kaj nau,HeHTI1 co 

6onecT noKani13HpaHa caMo Ha MeKI1Te TKI1Ba 11 cpe,llHO speMe 8.3 Meceu,11 3a neTpo3on, 4.6 Meceu,H 3a 

TaMOKCI1<jJeH Kaj nau,11eHTI1 CO B11CU,epanHI1 MeTaCTa311. 

,1J;H3ajHoT Ha CTY.lll1jaTa .ll03Bonysawe nau,11eHTHTe .[la npeMI1HaT Ha .llpyra Tepan11ja, aKo .llOj.lle .llO nporpec11ja 

Ha 6onecTa, 11flH naK ,lla ro npeKHHaT yYeCTBOTO BO CTY.llHjaTa. 0Kony 50% MI1Haa Ha cnpOTI1BHI10T 

TepaneBTCKI1 pe)KI1M, npH WTO npeMHHOT Tpaewe 36 Meceu,l1. Cpe,llHOTo speMe Ha npeMI1HyBal-be Ha 

cnpOTI1BHaTa TepanHja 113Hecysawe 17 Meceu,l1 3a npeMI1H O.ll neTpo3on Ha TaMoKcl1<jJeH, 11 13 Meceu,11 3a 

npeMI1H O.[l TaMOKCI1q)eH Ha neTp030fl. 

JleTp030flOT, np11MeHeT KaKO npBa fli1HI1ja Ha Tepan11ja Kaj Hanpe,llHaT KapU,11HOM Ha .[lOjKa pe3ynT11pawe CO 

cpe.llHO speMe Ha npe)!<I1ByBal-be O.ll 34 Meceu,H so cnope.[l6a co 30 Meceu,11 np11 np11MeHa Ha TaMoKcwpeH 

(logrank test P= 0.53, He3HaLJajHo). 0TcycTBo Ha npe.llHOCT 3a neTpo3on so O.llHOC Ha BKynHOTo npe)Jmsysal-be 

MmKe .[lace o6jacHI1 co crossover .llH3ajHOT Ha CTY.lll1ja·ra. 

BTopa Jinnuja ua Tepanuja: 
,IJ;se .ll06po KOHTpon11paHI1 Kni1HHYKH HCnHTysal-ba 6ea cnpose.[leHI1 co u,en .[la ce cnope,llaT .[lBe .ll0311 Ha 

neTp030fl (0.5 mg 11 2.5 mg) CO MerecTpon au,eTaT 11 CO aMI1HOrnyTeTI1MI1.ll COO,llBeTHO, Kaj nOCTMeHonay3anHI1 

)KeHI1 CO Hanpe,llHaT KapU,HHOM Ha .llOJKa, npeTXO.[lHO TpeT11paH CO aHTI1-eCTporeHI1. 

BpeMeTo .llO nporpec11ja Ha 6onecTa He ce pa3nHKysawe 3HaYHTenHo noMefy neTpo3on 2.5 mg 11 MerecTpon 

au,eTaT (P=0.07).CTaTHCTHLJKH 3HaYajHa pa3flHKa 6ewe 3a6ene)KaHa BO KOp11CT Ha neTp030fl 2.5 mg BO 

cnope,ll6a CO MereCTpOn au,eTaT CO BKynHa o6jeKTHBHa CTanKa Ha TYMOpCKI1 O,llfOBOp (24% HacnpOTI1 16%, 

P=0.04), 11 co speMe .llO 11Hcy<jJHu,HeHu,l1ja Ha Tepan11jaTa (P=0.04). BKynHoTo npe)Imsysal-be He 6ewe 

3HaL!I1TenHO pa3ni1LJHO nOMefy .[lBeTe rpyn11 (P=0.2). 

Bo BTopaTa CTY.lll1ja, CTanKaTa Ha O,llrosop He 6ewe 3HaYHTenHo pa3ni1LJHa noMefy neTpo3on 2.5 mg 11 

aM11HOrnyTeTI1MI1.ll (P=0.06). J1eTp030fl 2.5 mg 611n CTaTHCTHLJKH cynep110peH BO O,llHOC Ha aMI1HOrnyTeTI1M11.ll 

BO BpeMe Ha nporpeCI1Ja (P=Q.QQ8), BpeMe .llO 11HCy<jJHIJ,11eHIJ,I1ja Ha Tepan11jaTa (P=Q.QQ3) 11 CeBKynHO 

npmimsysm-be (P=0.002). 

Kapu,unoM na JJ.OjKa Kaj Ma:am 

YnoTpe6aTa Ha <DeMapa Kaj MmKH co Kapu,11HOM Ha .llOjKI1 He e 11CnHTyBaHa. 

5.2 «l>apMaKOKHHeTCKH KapaKTepHCTHKH 
Ancopnu,uja 
J1eTp030fl 6p30 11 KOMnneTHO ce pecop611pa O.ll racTp011HTeCTI1HanH110T TpaKT ( cpe,llHa anconyTHa 

611opacnonmKn11BOCT 99.9%). XpaHaTa so Mana MepKa ja HaManysa cTanKaTa Ha ancopnu,Hja (cpe,llHO tmax: 1 
'qac Ha rna.[lHO, HacnpoTH .[lBa qaca np11 np11cycTBO Ha xpaHa; 11 cpe.llHO Cmax: 129±20.3 nmol/1 Ha rna,llHO, 

HacnpoTH 98.7±18.6 nmol/1 np11 npHcycTBO Ha xpaHa), HO roneMI1HaTa Ha (AUC) He e npoMeHeTa. MHHOpH110T 

e<jJeKT Ha xpaHaTa sp3 ancopnu,HjaTa He e Kfli1HHYKH peneBaHTeH, 11 3aToa neTpo3onoT MmKe ,lla ce 3eMa 6e3 

orne.ll Ha o6pou,1-ne. 

J(ncTpu6yu,uja 
J1eTp030flOT Ce Bp3yBa 3a npOTe111-IHTe O.ll nna3MaTa BO npou,eHT O.ll OKOny 60%, BOrnaBHO CO an6yM11H (55%). 

KoHu,eHTpau,l1jaTa Ha neTpo3onoT so epHTJJOU11THTe e oKony 80% O.ll oHaa so nna3MaTa. ITo a.[lMI1HI1CTpau,l1ja 

Ha pa,llHOaKTI1BHO O.[l6ene)KaH neTp030fl O.ll 2.5 mg, OKOny 82% O.[l pa,llHOaKTHBHOCTa BO nna3MaTa 6ewe 

HenpOMeHeTa COCTOjKa. Toa 3!-faL!H .[leKa CHCTeMCKaTa eKCn03111..(Hja Ha MeTa6onHTI1Te e HHCKa. 

6p30 11 3HaLJHTenHO Ce .lli1CTpH6yHpa BO TKHBaTa. BonyMeHOT Ha .[lHCTjJH6yu,11ja 113Hecysa OKOn t df f9(!! ;.)> ~ 
1/kg. ~ ~...v.; . '-<!' 

1~\;~ 
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MeTa6oJIH3aM u eJIHMnnau,uja A. s ~ ::- ,! 
fnaBeH naT Ha enHMHHaiJ,Hja Ha neTp030flOT e MeTa6onHHOT KnHpeHC .llO <jJapMaKOflOWK ti1 KT OT{> ! _,· 

MeTa6onHH Kap6HHon. (CL 111=2.1 L/h), HO Toa e penaTHBHO cnopo so cnope,ll6a co xenaTan . · . soie~ <4 ~. 1 

. S~·, :J: 

(oKony 90 L/h).lJ,HTOXJJOMOT P450 11 1130eH3HMHTe 3A4 11 2A6 ce O.[lfOBOJJI-111 3a KOHBep3HjaTa Ha ne,.-~~~V 

HeaKTI1BeH MeTa6oni1T. cDopMHpat-be Ha MHHOJJHH HeH.[leHTI1<jJHKyBaHI1 MeTa6onHTe, KaKO 11 ,llHpeKTHaTa 

penamJa H ljJCKMHa eKCKpCUHja HcpaaT MHIIOpHa ynoca BO BKYHHaTa enHMHHaUHja HB JH"p030fl. lJ.B~ 
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no aL(MI1HI1CTpau.l1ja Ha 2.5 mg panrwaKTI1BHO on6ene)l<aH neTp03on Kaj 3L(paBI1 nocTMeHonay3anHI1 

no6posonu.11, 88.2 ±7.6% on pan11oaKTI1BHOCTa 6ewe 3a6ene)KeHa so yp11HaTa, a 3.8 ± 0.9% so cjJeu.ecoT. 

HajManKy 75% on pan11oaKTHBHOCTa ce YTBPL\11 so yp111-1aTa 3a 216 qaca (84.7±7.8% on ,n03aTa) wTo ce nomKI1 

Ha rnyKypOHHL(OT O,U Kap6HHOJ1HI10T MeTa60J111T, OKOJIY 9% Ha 2 Hei1L(eHTI1cPHU.11paHI1 MeTa60J111TI1, 11 6% Ha 

HenpoMeHeT neTpo3on. 

TepM11HanHI10T nony)KI1BOT Ha eni1MHHau.rrja so nna3MaTa H3Hecysa OKony 2 neHa. Do L(HeBHa 

a,UMI1HI1CTpaU.11ja Ha 2.5 mg neTp030Jl, paMHOMepH11 HI1BOa BO riJla3MaTa Ce TIOCTI1rHyBaaT 3a OKOJIY 2-6 HeL(eJ111. 

T1na3Ma KOHU,eHTpaU,I111Te KOH ce nOCTI1rHyBaaT np11 paMHOMepH11 HI1BOa Ha JleTp030Jl Ce CeL(yM naTI1 riOBI1COKI1 

OTKOJIKY KOHU,el-ITpaU,I1jaTa WTO Ce L(0611Ba riO aL(MI1HI1CTpau.rrja Ha eL(Ha ,U03a OL( 2.5 mg. llOCTOI1 He -

JII1HeapHoCT so cpapMaKOKHHeTI1KaTa Ha neTpo3on no L(HeBHa aL(M11HI1CTpau.l1ja Ha 2.5 mg. B11,nejk11 

paMHOMepH11Te HHBoa (steady state levels) ce onp)l(ysaaT, MmKe na ce 3aKJIY'-fl1 neKa HeMa KOHTHHy11paHa 

aKyMynaU,11Ja Ha neTpo3on. 

Cneu.ujamtu nonynau,uouu zpynu 
IlocTaprr naurreHTI1 

803paCTa He BJ111jae Bp3 cpapMaKOKI1HeTI1KaTa Ha JleTp030Jl. 

By6pe)KHO owTeTyBafue 

80 KJ111HI14KO 11Crii1TyBafue CO 19 L(06poBOJlll,H KOH 11MaaT pa3JlJ11-!eH CTeeneH Ha 6y6pe)l(Ha cPYHKUHja (24-
4aCOBeH KpeaTI1HI1H KnrrpeHc 9-116 ml/min) no np11MaHoe Ha noe,ni1He4Ha L(03a neTp03on on 2.5 mg He ce 

3a6eJie)l(aH!-1 ecjJeKTI1 Bp3 HeroBaTa cjJapMaKOKI1HeTI1Ka. 

XenaTanHo owTeTyBafue 

Bo CJ1114HO KJIHHI14KO rrcnHTyBafue so Koe ce BKJIY'-feHH no6posonu11 co pa3JIH4eH cTeeneH Ha xenaTanHa 

q)yHKU.Hja, cpeL(HI1Te speL(HOCTH Ha AUC Kaj nau.vJeHTHTe co yMepeHo HapyweHa xenaTanHa cjJyHKU.11ja (Child

Pugh score B) 6ewe 3a 37% nos11COK OTKOnKy Kaj 11H,UHB11LLYI1 co HOpManHa xenaTanHa cjJyHKU.Hja, HO cenaK so 

paMKI1Te 1-m oHa WTO e 3a6ene)l(aHo Kaj HHL(I1BHL\YI1 6e3 xenaTanHo Hapywysafue. Bo e,nHo KJII1HH4KO 

11Cni1TyBafue 6ewe cnopenysaHa cjJapMaKOKHHeTHKaTa Ha neTp030n no noe,ni1He4Ha opanHa L(03a Kaj 8 MaWKH 

cy6jeKTI1 co xenaTanHa u11po3a 11 co TelllKa xenaTanHa 11Hcyqmu11eHu.11ja (Child- Pugh score C) co HCTaTa Kaj 

3L\paBI1 ,no6posom.(H (N=8), 11 6ellle yTsp,neHo neKa AUC 11 t 112 6ea 3roneMeHH 3a 95 11 187% coonseTHO. 

llopaL(I1 TOa neTp030Jl Tpe6a ,Ua ce aL(MHHI1CTpHpa CO BHHMaHHe, H no pa3rne,UyBai·be Ha noTeHU,HjaJIHHOT 

o,nHoc pH3HK I 6eHecjJHT Kaj BaKBH nau11eHTH. 

5.3 IIpeLJ.KJIHHH'-IKH noLJ,aTOU:H Ja curypuocTa 
Bo roneMI10T 6poj npenKni1HH4KI1 CTYL\1111 3a cHrypHOCTa Ha neKOT, KOH 6ea cnpose,nysaHH Bp3 cTaHnap,nHHTe 

)KHBOTHHCKI1 BHL(OBH, He ce 3a6eJie)l<a nojaBa Ha CHCTeMCKa TOKCH4HOCT, 11Jll1 TOKCI1YHOCT HaC04eHa npeMa 

OL(peL(eH OpraH (TapreT TOKCH4HOCT) . 

JleTp030JlOT riOKmKa HH30K CTeeneH Ha TOKCH4HOCT Kaj rJIOL(apHTe KOH 6ea H3JlO)l(eHH Ha LJ,0311 L(O 2000 mg/kg. 

Kaj KY4Hfua, neTp030JIOT noKa)Ka 3HaU,H Ha yMepeHa TOKCH4HOCT np11 ,U03a on 100 mg/kg. 

80 11COHTyBafue CO OOBTOpysaHa TOKCH4HOCT Kaj CTaOpU,H 11 KY4Hfua ,UO 12 MeCeU,I1, rnaBHHTe HaOL(I1 ce 

,UOmKaT Ha cpapMaKOJlOWKHTe CBOjCTBa Ha COeL(HHeHI1eTO. Kaj ,UBaTa BH,UOBI-1, HeMaUJe nojaBa Ha HeCaKaHI1 

LJ,ejCTBa ,UO HHBO Ha L(03a O,U 0.3 mg/kg. 

Bo in vivo 11 so in vitro HcnHTyBafuaTa 3a MyTareHHOT noTeHU,Hjan Ha neTp03on, ce noKa)Ka ,neKa osoj neK He e 

reHOTOKCH4eH. 

Bo cTy,nHja 3a KaHu.eporeHocT cnpose,neHa Kaj cTaopu.11-Ma)Kjau.l1, Koja ~::--... 

3a6ene)KeHH TYMOpH KOH 6Hne npe,UI13BHKaHH on np11MeHaTa Ha neKoT. Kaj CTaopU11 )l<eHKH ~~t~o i\t~ - , 
3a6eJie)KaHa HaManeHa HHU,11,UeHU,a Ha 6eHI1fHH 11 MaJ111rHI1 TYMOpH Ha ,UOjKa np11 CHTe npHMeH "'~H Ha U'--1 .f\\., 

I: (.) ·~ \. 
neTpo3on. "' .s;-

a.~ 
OpanHaTa aL(MHHHCTpauHja Ha neTpo3on Kaj 6peMeHI1 )l(eHKH CTaopu11 pe3yJIT11pa co Mano no rltylflt 
HHUHL(eHU,aTa Ha cjJeTaJIHI1 MancjJopMaU11H. Ho cenaK, He 61-1no MmKHO na ce nOKa)l(e nan11 ¥P 
HHL(HpeKTHa nOCJleL(HU,a Ha cp apMaKOJlOUJKI1Te L(ej cTBa (HHXH611U,Hja Ha ecTporeHCKaTa CI1HTe3a) 

L(HpeKTHOTO L(ejCTBO Ha JleTp030JlOT Ha HerOB CBOjCTBeH Ha411H. (,nen 4.3 H 4.6). 
llpeL(KJ111HI14KHTe 063epBai..I,HH Ce ,Up)Kea L(O OHa WTO e aCOU,11paHO CO 003Hanne cjJapMaKOJlOWKI1 ,nejCTBa Ha 

ne,oT, uJTo e u enuucTBCH 6e16cnuoceu upo<jmn 1a xyMaHa ynmpe6a, H3seneu on aHuMaJ<HH c1ynuu. ~ 
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6. <I>APMA.QEBTCKII KAPAKTEPIICTIIKII 

6.1 JlHCTa H3 eKCQHUHeHTH 
CHJHIKa aeporen, uenyn03a, naKT03a, MarHe3HYM cTeapaT, CKpo6, HaTpHyM Kap6oKCHMeTHJ1 CKpo6, 
XH~pOKCHnpormJl MeTHJll(eJlyJ103a, DOJlHeTHJieH r1111KOJ1, TaJlK, THTaHHYM ~110KCJ1~ (E 171 ), )KOJlT )l<eJle3eH 
OKCH~ (E 172) 

6.2 liHKOMll3TH6HJIHOCT 
He e npHMeHJlHBO 

6.3 PoK ua Tpaen,e 
5 rO~HHH 

6.4 CneQujamm npeAynpeAysan,a 3a naqunoT na qysaJhe 

J1eKOT ce YyBa Ha TeMnepaTypa ~o 30°C. ,ll,a ce YyBa so opHmHanHoTo naKyBafbe. 

J{a Ce 1tyea 801-1 OocjJam HG Oe~JG f 

6.5 Ilpupoil,a u coil,piKHHa na KOHTejnepoT 
PVC/PE/PVDC 6nHcTep naKyBafbe o~ 14, 28 111111 30 Ta6nem. 

6.6 0TCTpauysan,e 
HeynoTpe6eHHOT npoH3BO~ ce oTcTpaHyBa cnope~ noKaJlHHTe perynaTHBH 

7 .IIPO II3BO ).I,IITEJI 

Novartis Phanna Stein, Basel, Switzerland 

8.I>POJ HA ).1,03BOJIA 3A llYIIITAlbE HA JIEK BO ITPOMET 

9.).1,ATYM HA ITPBA PEriiCTP AU:IIJA I OI>HOBA HA PEriiCTPAU:IIJA 

IO.).I,ATYM HA PEBII3IIJA HA TEKCTOT 

11.3ACTAIIHIIK 3A P. MAKE).I,OHIIJA 

Ill TipeTcTaBHHWTBO Novartis, CKonje 
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