
I, I4ME HA MENIUI{HCKI4
DUTAPROST 0.5 mg, vexu rancy
INN:4yracrepu4

2, KBAJ'II'ITATI,IBEH I{ KB
bAHa MeKa KacnyJra coApxa 0.5 mg

3a 4enama nucma Ha noMou.tHu

3, @APMAIIEBTCKA @OP
Mexr rancy,r r. Ercrap, vacreH
xeraTr4HcKa Kancyna co xonTa
TEJ'IOTO CO UPBEHO MACTI,IJIO E

4.
4.1

KNI4HI,Iq(U CBOJCTBA
Tepaneercxll uHArKaqltrl
TpernaaH Ha yMepeHr{ Ao
Hava,ryaarue Ha pH3r.tKor oA n
xupyprxKa uurepeeuquja xaj

Ja noaaTourz 3a eQeKToT Ha TpeTM
KnHHnLIKt4Te crygulr en4ere 4e:r 5.1

4.2 lozupau,e lr Har{uH Ha yrr
,{yracrepn4 Moxe Aa ce yn
6loxaropor raucyrroslrH (0.4 mg)(
Bospacau na4uenmu (arcrytu
r lpenoparraHa ao3a oA ayracTepr,rA
rpe6a ga ce npofoJrra qena; He
KancynaTa Moxe Aa aoBeAe ao r.rp
ce annHuupa He3aBHcHo OA pacno
3a6enexr4 no4o6pyaarse Ha
TepaneBTcKu oAfoBop Mo)I(e aa e

fipnnaroayBar+,e ua 4osara xaj
Ila4uenmu co peuatno
He ce usne4eHu tfapuaxo
peHanHo ourretyeame. Heua

$yurquja Ha 6y6pe3r.rre (BrlAere

IIa4uenmu co xenamanHo

s.2).

L,

3EI{PEH I,I3BE AJ 3A OCOEIIHI4TE HA JIEKOT

IPOI,BBON

ATI4BEH COCTAB
T4T,.

eudu ao den 6.l

r.rHKancynxpaH Bo HenpoBt4AHa, AoJrfHaBecTa! MeKa.
Ha KOJa OA eAHaTa CTpaHa Ha KancynaTa [o AoJ])r(HHaTa Ha

, ,DSG 0.5".

cr4MnroMr4 sa 6ennrna xnnepnmzuja ua npocrara (BHp).
Ha aKyrHa ypr-rHapHa pe:reuquja (AUR) u norpeOa o4

co yMepeHH Ao reulKr.t cuMnroMr.r sa BHP.
u lpynuTe Ha naqrreHTu rou 6zne lacfivralort 3a BpeMe Ha

KaKO MOHOTepa[HJA U U eo rolr6uuaquja co a,rc[a-
ere ge:l 4.4, 4.8 rz 5.1).
u nocmapu na4uenmu)
eAHa Kanycna (0.5 mg) Ha AeH, nepopanno. Kancylara

Aa ce uBaKa Anu orBapa 6u4ejrtr.r cogpxuHara oA
Ha opoOapr4HreaJrHara MyKo3a. Kancy,rara Moxe Aa

Ha o6poqrrre. Ha noqeroxor oA TperMaHor Moxe Aa ce
oaTa Ha IIauI4eHTOT, HO 3a Aa Ce rOCTr4fHe CaKaHHOT

Ho Aa noMHHar n go 6 vecequ. Heva norpe6a oa
Ii naqHeHTu.

cryAI4Ir co ynorpe6a Ha 4yracrepn4 raj
oa npHnaroAlBa$e Ha ao3ara raj naqreH'ur

naIIueHTI4 CO

CO OIIITETEHA

'). 
^i

\{'c*onre'i2



He ce iasuegenu rfapuarornnerc.
xenara:rfro orurerynarre. flpu yr
orrrrery+aBe Ha (byHKrlr.{jara Ha qp
(eraAere Aer 4.4 u 5.2). lyracre
xenararfiro oureryBarbe (BLraere

4.3 K
e KoHTpaHHAATIUpaH sa

co npuMeHa Ha A]'IacTepxA KaJ narlveHTr,r co
leror xaj nar1r4euTr4 co cla6o Ao yMepeuo

c'rvAr4u
HA

a

a

eHH, Aeqa H aAoJrecqeHTr4

co rrcTopr4Ja Ha
uru ua uexoja o

4.4
3apa5u
cprleBa

OIIIHXTE CVNCTAHUI4H HA JIEKOT:

CO TEIIIKO q[TeryBar6e.

|' MepKu npeTna3rnBocr
orenqujalno pr.rgr.{I< oA nojana ua HecaKaHr.r eQerru (axlyrure:ruo n

) npea Ha KOMOfiHr,rpaHA TeparruJa ce npelopaqyBa aa c9

BH}IMATgJIHA IIDOUEHKA KOp[4CTa HacnpoTrr pI{3t4KoT oA TperMaHoT KaKo r,r aa ce

3a ynolpe6a Ha irJrTep Tepanr.{a Bruryqr4TeJrHo l4 MoHoTepanrrJa (BHAere Aen

cq BpeMerpaeEe oA 4 roAr,rHr.r KaJ nxqara KoH 3eMane

STop (oco6eHo raucy;rosr.rH) pefl4crpHpaHa e noBncoKa
lur(ytfnqraenquja (ocobeno cprleBa r,rHcyQurlr4eHqr4ja u
ja) cnope4eHo co Jrr4qara Kou He npr4MaJre rou6uuupana

Ha pptleBa nHcyqr4tlneHrlliJa 3a BpeMe Ha oBHe ABe cryAr4r4

fy'cryluure.

pa3Mr.r

4.2).

EQexr pps cnequer[uuHr,ror

flpeA

HA

Cepyv
BO

repafiHJ

Kaj naquernnre rolr
na PSA uoNe Aa e

qETOK HA METMAHOT CO r4A Ha naurreHTor co BHP uopa aa My ce HanpaBI4

H peKriureH [pefJreA r,r aHanr43r4 14 fiperneAll 3a a[jaIHoCTI.IIII4paILe Ha KapqLIHOM

Onue npeue4ra no
ronqesrpaqlrja na

eHotrpeoa Aa ce noBTopyBaar.

Ha Kap

Aycrac'rpeHA AoBeaeyBa Har4anyBarre Ha cepyMcKoro Hugo na PSA sa oxoly 50%.
KOX rrpl4MaaT no 6 Mecequ rcpanuja ce getfzuupa HoBa AoJIHa

3a KOHrIeHTparIuJaTa Ha fI! oBa ce npenopaqyBa BpeaHocra na PSA nocrojano ga

l4poo Tpeoa Ia ce npeB3eMar MepKr4 r{a flpeTflannr.rBocT
e KpHTpaHHAr,rqr{paH sa ynorpe6a raj naqueurz co relrKo
4.3).

Ha AyracreplrA, Apyru uuxu6nropu na 5-an([a

fa npocrara (nCA) u orxprtBarr,e Ha KaprInHoM Ha

4.rHrror aHr[reH Ha npocrarara (PSA) e raxeu Qarrop
Fa npocrara. Kaj naqueurrlre co BHP, no 6 ueceqr.t

AyTacTepr4A ceKoJa rpoMeHa (3foneMyBal6e) Ha

3a nocroerbe Ha KapuuHoM na npocrara (encor

Kaj



TI{]

cTeneH) Ha noua

Kaj
cnope rpe6a qa ce 3eMar Bo
Ha PSA.
Kora ce Aelpr.rHr,rpa HoBaTa

He BJrr.rJae Bp3

Hlmoro ira BKynHr.ror cepyMcKr,r
[peKr4H +ra rperManor. OAnocor
BrMJaHr4l na gyracrepu4. ,{o
AoKropoT ce peuu Aa rc yn
4ujarnosp Ha KaprIr4HoM Ha npo

Kapuunpu Ha npocrara H TyMop (
Pesynrarlure oA eAHa Knr,rHH,-rKa crt
pu:ur o,ri nojana ua Kapq[HoM Ha rr
Ayracrepr4A lrMaar nosr4coK Glear
nraqe6o. He e jacaa acorl4paHocra
npocraral oA Br4coK creneu. Kaj r
npoueHKfl Ha pu3uKor oa pa3Boj
nx:ryryn{jrtu ro u peAoBHoro cJre]

Oureryfane Ha KancyJrara

lyracrpgug ce pecop6upa npercy ro:
us6eruyrpar 4a 4oj4ar Bo KoHTaKr
Koxara Kpj 6ul ngloNes Ha coApxl
BOAa.

"lluqa co gapyuena xenara,rna r[
He e uQnuraua ynorpe6a,ra na
nauuemlire co cla6o Ao yMepeHo o
ce ynorpd6yna co 3roJreMeHr4 MepKr4

Heon.rael.rja ua 4ojra
llpujaoeujz ce cnyqau Ha KaprlrrHoM
x.nuuuvrlire ficnuryBarsa (eugere gr

Tpe6a Aa rlr coBeryBa flarlneHrr,rre ]

AojKara (traKo Ha npr.rMep flojaBara

Bo Baros clyvaj nznoro Ha pSA vopa BHHMarenHo Aa ce
14 aKo Bp eAHOCTr,rTe ce Bo paMKure Ha HopManara (BzAere,qe:r 5.1).

Kou yrorpe6 .4yfanpocr nprr roJrKyBarLe Ha BpeAHocrr4re 3a pSA 3a
[4 p6ynTarr4Te oA npeTxoAHuTe aHanr.r3t4 Ha BpeAHOCra

rlpaHrrqa sa xoxqenrpaqujara na pSA .rperMaHor co
Ha BpeAHocra Ha PSA KaKo cpeacrBo 3a

Ha Kapur4HoM npoqraTa.
ce Fpa(a Ha rrorrerHara BpeAHocr MaKcrrMyM 6 vecequ no

cro(oguzor u BKyrrHr4or PSA se ce MeHyBa Aypr4 Hta noA
fta{ flaqueHT]rre KoH ce Ha repanaja co ryracrepha

npoqerrror Ha c.no6oAeH PSA xaro fiapaMerap 3a
Hevp norpe6a o4 npr{naroAyBarse Ha BpeAHocra.

BIlpOK CTeneH

GEDUCE crlruja) cnpoBeAeHa xaj uaNz co 3rorreMeH
noKaxaJre AeKa naqreHTuTe KoH ce ua repanuja co

cTeneH cnopeAeHo co naqrreHTl{Te KOH nplrMaaT
TpErMaHoT co A),TacTepr.rA ra nojanara Ha Kapqr,rHoM Ha

KOr,r ce Ha Tepanr4Ja co AyranpocT napaMeTpuTe 3a
Kapgr4HoMor Ha npocrara rpe6a pegoeuo Aa ce cneAar,
Ira HI4Boro ua PSA (nu4vre ae:r 5.1).

,Ce npenopavyra xeHure, Aeqara r4 aAonecqeHTlrre .4a
olrrrereHr4 Kancynfi. Bo cnyvaj Ha KoHTarcr, Aenor oA

oA Ka[cylaTa Tpeoa ooI4JrHo Aa ce r43MI{e cO CanyH n

KaJ Jruua co xenaraJrHo ourreryname. Kaj
ua (pyuxqujara ua qpunor 4po6 leror rpe6a 4a

npernasrurocr (sugere get 4.2, 4.3, 5 .2).

AQJKa KaJ Ma)Kr,r KOr{ npr4Mane AyTac'fepr44 3a BpeMe Ha
5.1) xaxo u no nyrurarle Ha JreKor Bo flpoMer. ,{orropor

AA Ja rrpvJaBaT or,rno KoJa npoMeHa Ha rKHBoTo Ha
jajonurra r4JrH r.rcqeloK og 6pa4awrqure). Heua jacna



Kay3anHa acorlr4paHocT noMef y

MA)KVI.

4.5 llunepaxquu
Ja noAaTorlu 3a HaMaJryBarbeTo Ha
co ayTaoTepHA 14

IIc moapetne ua y no mpe6a co
Haj roreu AeJr oA AyracrepuA
noKar(yBaar AeKa uera6omgauot

co A)"racrepuA r,r noJaBara Ha KaprIt4HoM ua gojra raj

xonqeurpaqrEja na PSA aa upeueHa 'rT,eTMaHOT

Ha KaprllrHoM Ha npocrara Br,rAere gel 4.4

aa CYP3A4 uhatu P-anuxonpomeun
lreta6oltsapa. llo4aroqure oa uH sumpo cryAltr,rre
Ayracrepr4A e Kararrr.r3r.rpaH oA CYP3A4 n CYP3A5. He ce

crrpoBeAeHu oQ r4rlnJ anHr4 c"ryarrr4 3a a co voftsz uuxz6uropu na CYP3A4. 3a apenre
Ha nonylaqnoHaTa cTyAuJa 3a
repanuja co BepanaMr,rJr r4JrH

raj naquenrare xou 6u:re Ha KoHKoMr4TaHTHa
(opegno orluu nnxu6uropu sa CYP3A r,r p-

fnr,rKonporer4H) pefucTpupaHa e 3a
CO OCTAHATI,ITE NAUI4EIITH.

.6-1.8 noeucora xouqenrpaqraja Ha AyracrepnA cnopeAeHo

,{olrorpaj uara xo-aguuHucrpaquja Ayracrepr,rA co cr.rJrHu uxxu1utopu na CYP3A (xaro ua
np. pr,troHaBxp, r.rHArrHaBr4p, AOH, I4TpaKOHa3Otl, K9TOKOHaBOJI KOII Ce HaMeHeTH 3a
nepopanHa alJrHKarlr.rJa) Moxe Aa co nopacr Ha cepyMcKaTa KoHrIeTparIHJa Ha
Ayracrep r,rA. llpu npo4olNeua Ha ayTacTepllA, MaJIa e MoxHocTa 3a AonoJIHI4TenHa
uuxu6utquja ua 5 alrfa- Bo cnyvaj Ha lojana Ha HecaKaHr.t e$erru rpe6a 4a ce
pa3Mr4cJrH 3a HaManyBalbe Ha Ha Ao3r,rparbe Ha AyracrepxA. Bo c.ryuaj Ha eH3r,tMcKa
r.rHxuor{qr.rja Moxe aa AoJAe AOIToJTHHTeJTHO npOAOJrXyBarse Ha nonyBpeMeTo Ha
enuuuuaguja Ha neKor; Bo BaKoB
r4croBpeMeHa repanuja sa norropHo

Moxe Aa uua norpe6a o4 noeefte og 6 ueceqra
ce nocTr4fHe Ar,rHaMr.tqKa paMHoTexa.

Ynorpe6a'ra ua 12 g x eAerx qac [peA annr.rKaqxJara Ha eA HeqHa 4osa o4 5 mg
AyTacrepMA He Bnr4Jae Bp3 Ha A)'racTepr4 a.

Bnujauug na dymacmepud epz HA Op)'eU JteKOgu

A)'racTepr.rA He BJrr,rJae Bp3 Ha BapQapr4H urrv AuroKcuH. 04 npruoNeuoro
Mo)lte Aa Ce 3aKnyqr4 aeKa uA He fu uuxu6upaluu4ygupa CYP2C9 uury P-

3a r.rHTepaKqr4Ja noKaxaa AeKa AyTacTeprrA He rlr
. CYP2C9. CYP2C19 rurn CYP3A4.

rn Konporer4Hor. Hu eumpo cry
uHxu6upa ensuuure CYP 1A2,
floAaroqn're oA Mar'ra cry4uja ( ) co epervrerpaeme o4 2 uegelu, cnpoBeAeHa r<aj s4panlr
MAX'I HE VKAXVBAAT HA Ha Ayracrepr4A (4Henna Ao3a oA 0.5 mg) Bp3
QapMaKoKuHeTHKaTa Ha TiMCyn Irnr4 TepzBocI,IH. 3a apeue Ha HaBeAeHara ctyguja ne 6urc
perucTp4paHz QapMaKoAr4HaMXrrKr.r

4.6 Eperuenocr ll Aoerle
DUTAPRO ST e KoHrpar.rHAr4qrrpaH
rl,rorsocr

a.'€+t d,
\k'"ron,r'9l

ynorpe6a naj xeHu.



KaJ 3ApaBIr Maxr.r 3a6enexaHo o

cnepMaxBr4Aere .qe,t 5.1). He
MAXHTE.

Bpeueuocr

TecTocTepoH Bo
Ma[Kr4 noJr Moxe Aa aoBeAe ao
4e:l 4.4).

Bo cnepvara Ha naUHeHTn KoH

HecaKaHu et[emu r<aj nJ]oaor oa

Bpt ocuona Ha $aplraro
rps cnoco6uocra 3a Bo3grre lr

4.8 Hecaxauu ,qejc'rna

Ilo4aroqure oA nlaue6o-ro

Ha pe[polyKTl4BHl,roT cHcTeM co

KOHTpOnI4paHI4Te KJII,IHIITIKT,TTe CTy

xoH e npoqeHeTo IeKa Ce

nnaqe6o. Hecaxaurre lejcrea
rroearIHeqHl,I np! aBIi 14 ce co I,IuIInAeHqa Ha JaByBarLe.

r r t  I

4yracrepz4 olujae Bp3 roarr,rreror ua cnepuara (uaua.neH
6poj ua cnepvaro3or4an, HaMare noABIIXHOCT Ha CnepMaTo3Or4AnTe r4 HaManeH BOJTyMeH Ha

Aa ce r4cKryqu MoxHocra 3a HaMaJreHa nnognocr xai

Karco n ocragarure usxu6uropu 5cr,-pe4yrrasara Ayractepra4 ja uvxulupa xonrepsujara ua
Ir AoKonKy ro yrorpe6z xeua roja e 6pelrena co rnoa or

Bo pa3BoJor Ha feHrrraJrr,rr.tre raj {erycor (eu4ere

no 0.5 mg ayracrepr.rA Ha Aen AereKrapaHa e MaJra
KonurII4Ha oA reKor. flo4aroqure aHr{ManHr,rre cryAuu noxa)r(yBaar AeKa HeMa Aa ce iasar

fron IoKonKy vajxara 6uta Bo KoHTaKT co cnepMa oA
nar.u4eHT TpgTr.rpaH co ayTacTepr.rA
6perrleuocra). Kaxo a npu ynorpe6a

r{3I,IKor e HaJBxcoK Bo reKor Ha npBxre 16 negelu oa
ocraHarlrre uuxu6tnopu ua 5cr-pe4yxrasa, narlueHTxre

KOr,r ce Ha repnr,rJa co AlTacTeprrA a
ynorpe6ynaar KoHAoM co rlen Aa ce

ceKcyaneH KoHTaKT co 6pelrena naprHepKa, rpe6a 4a

!oerre
Heva noAaroqrl Azrna A),racrepr4A ce eo u:rexor ua uajrn rou 4ojar.

4.7 Btujauue eps cnocodnocra ra rr ynpaByBaBe co Marrrr.rHl{
oco6uHr.r Ha Ayracrepr{A He ce oqeKyBa .neror 4a elujae

co Ma[IvHIl.

fly macmep ud xa xo no aomep an uj a
sryAr.rr oA $asa III noraNane AeKa HeAcaKHLr aeicrsa

ce jaon:re naj oroly 19olo o4 nrynno
foAHHU 3a BpeMe Ha rrpBaTa roALIHa

167 na\uestu l(or4 npuMane AlracrepuA Bo reKor Ha ABe
A lperMaHor. Iloroneulror Aen oA Hr,rB 6une Hapylrynana
Ao yMepeH rrHTeH3r4Ter. Bo pavrlrre Ha npoAonxeHr4Te

oTBOpeHr4 CTyAr4r4 BO HapeAHrrTe ABe
eQeKru.

Ar4Hh He AOlxIO AO npOMeHa Ha npoonnor Ha HecaKaHrl

Bo ra6erara noAone ce HaBeAeHrl eEeKTr,r Ha JreKoT perrrcTpr4paHr.t 3a BpeMe Ha
KaI(D Ll nO [yrxTal5e Ha JIeKoT Bo npoMeT.

Hecarcauule 4ejcrna (co unqz4eHqa 1) npzjaaena no reKor Ha rrpBara roAuHa oA rperMaHor 3a

r.rHrlr{aeHrla KaJ narlr4eHTxTe Kor{ np
co ynorpe6ara Ha JreKor ce janule co noBxcoKa
AyTacTeprrA cnopeAeHo co naqxeHTr,ne KoH rrprrMaljre

no nyrxrarle Ha JIeKor Bo rrpoMer ce qo6rzeuu o4

pH3XKOT OA KOHTaKT CO CIIepMaTa Ha narIHeHToT.



l l  I

tCrcrem Ha oprauu ecarcanu 4ejcrna IlnunAeuqa na jaeynatr,e
oApeaeHa Bp3 ocHoBa Ha
noAaroqnre Ao6xjenN oI
Krrr{H{qKrrTe Iic[IlryBarha

I{xqngenrla no
T€KOT HA

npBaTA rOArrHa

repanuja
(n=2r67)

lluqu.qeuqa
BO TEROT HA

BTOpaTa

TOAIIHA

repanuja

(n =1744)

Hapyurynaru 
"a 

n"y"-terii Ar
BK

\'D

AH

cpIucKH peaKqnr{fi

rr .rreJrHo: r4crn, npypu-ryc,
ukapr.rJa, JroKajrrr3HpaH e.4eM ri
r,roeAeM

hsuaaeHuara e np-,ienj;nu cnper
nolaTorlriTe no nyrlTarie Ha
JreKoT BO npoMeT

-
NCIT03HATA

Hapyr.uyran a ua Koxara rr
IIOTKOC'|(HOTOTKHBO

AI

BJIi

xequja (npuuapen ry6uror lla
KHaTa), xHneprpr.rxo3a

florpeuena

6,0% |  1,7%
Hapyruynan a ua
penpoayrff uBHr.toT crrcTeM rr
AOJKaTa

Vt IOTEIIIII4J A

IIp
JI{(

ruena eo ru6u4oro (ua-ualeuo
nAo)

3,7% 0,6%

Ha y.I]reua ejaxynaquja t ,8% 05%

firr
3IO

oce

erouacrlrj a (nuyvtrelno
.euenn rpal ufi.r,ru 3roJTeMeHa
utoocr ua rpa"ulrre)

1,3% 13%

flymacmepud eo xoudunaquja co att
Io4aroqure oA qeruprroAr4urHara

ynorpe6ara Ha 0.5 mg AyTaclcpr4A I
KaKO MOHOTepanuJa r4rrv KoM6HHrrpi
nojana Ha HecaKaHH e+eKrfi acoqupa
TpeTaTa u r{eTBpTaTa roAr.rHa r43HecyBi
60/o, 3%o u 2%o sa uouorepanujara co
TaMCOJIy3r,rHr COOABeTHO.

flogr.rcoxara hHqr4AeHIIa ua nojaoa ua
xoja npuuana xov6r.rHaquja Ay racrep
HapyrxyBarba Ha penpoAyKrrdBHr4oT
pefHcTpnpaHH Bo oBaa rpyna.

p u- un o Ka mop o m mtur4cony 3 uH
cry4uja CombAT cry luja no roja 6uaa cnope4eaa
t=1623) u 0.4 mg rauco.ny:un (n=1611) eAHarx Ha AeH,
ua repanuja (n =1610) noKaxaa AeKa r{Hrlr4AeHrlara Ha
ru co ynorpe6a.ra Ha JreKoT 3a BpeMg Ha [pBaTa, BTOpaTa,
na 22%o, 6%o, 4% u 2% sa xou6uunpaHara .repanuja; 1 5%o,
4yracrepr.rA u l3o/o, 5%o, 2%o u 2%o sa uonorepanr.riara co

Heca.KaHH e(lerrlr sa BpeMe Ha npBara roArrHa Bo rpynara
IA+TaMcony3I.rH ce Aonxu Ha noBr4coKara uHrII,IAeHUa Ha
cucreu (aouaaHo HapyrxeHa ejaxynaqnja) Kor4 6une
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Bo ra6elara noAoJry ce HaBel
npBara roAr.rHa o4 cryalrjara C
ynorpe6ara ua ,rexor; no ra6e
eQexrrn eo rexor ua 4 ro4uHlr:

HecaKauxre 4ejcrna xou 6rale perucrpupaHr4 3a BpeMe Ha
\T (co ranqra4enqa aa jauyran e >1%o) a 6wte acoqupaHr4 co
ce npr4KaxaHu u I,IHLu,IAeHrIr.rTe Ha CnoMHaTr4Te HecaKaHu

Clrcreu na oprann

Hecarcaun
AeJCTBa

I,Iuqugexqa na nojara na xecaxanu 4ejcrua :a
BpeMe Ha TpeTMaHoT

1. ro4xua
Tepa[I'ja

2. roausa
repanuja

3. ro4lrna
TepanIIja

4. roSnta
TepanI,Ija

KO: t6ruaqrja" (n) (n=1610) (n=1428) (n= 1283 ) (n=1200)

ry acrepr.rA (n=1623) (n=1464) (n=1200)

Tal cyJIocrrH (n=1611) (n=1468) (n=1281) (n=11.1.2)

Hapyurynarra Ha HepBHrror
CIICTEM

Bp oDIaBI,Iqa

KOI r6r,rnaquja" 1,4% 0,1% <0,1Yo 0,2%

AY acrepr.ta 0,7% 0,1% <,\% <0,lYo

Tal cyJrocr-rH 13% 0,4% <0, |Vo 0%

Hapyu-ryearua Ha cpuero

cpl

I,IH

(pE
TI-I]

eBa
ySnqrreHuHja

II,IqHII

oBr.r6)

KOI :6r,rHarlfij au 0,2% 0,4% 0,2% 0,2%

AY acrepuA <0,lyo 0, r% <0,Iy:o 0%

Tat cyJrocHH 0,1% <0,ly:o 0,4% 0,Zyo

Hapyrynana na
penpoAyKTr.rBHrroT cucTeM

aoj Kara

Ilcuxujarpucrcn HapyrxyBa|t a

,lla6aparopucrr aHa.nr.ran

I4M roreHrlrij a

KOI r6r.rHauujau 6}% 1,8% 0,9% 0,4%

Ay'acrepH.q 5 , 1 % r,6% 0,6% 03%

TAI cynocnH 1 
'lo/" 1,0% 0,6% t,1.%

HA La,reqo rn6r.rao

KO r6unarluja" \ 10/" 0,8% 0,2% 0%



r r  l t  I

3,8% 0%1,0%

TaI4 ,yJrocr4H 2,5% 0,7% 0,2% <0,1%

Hap
ejax

'IIIEHA

/:lat\uja

KOM innaqujau 9,0% 1,0% 0,5o/" <0,1y"

AYrl crepriA 1 ,5% 0,5% 0,2% 0,30/o

TaM, yJrocltH 2,7% 0,5% 0,2% 03%

fl.iH( rcouacrujao

KOM uuaquja" 2 ,1% 0,8% 09% 0,6%

AY'12)reprrA 1,7% 1,z%o 0,s% 0,7%

TAM( YJIOCI.IH 0,8% 0,4% 0,2% 00

"Kov6uuaquja: A),Tacrepr,rA 0.5 mg (
6Pa:rnqnure rLInoBrI Ha cpIIeBi
uHcyQuqueuquja, cpqesa lrncy1[t
cpuera uucyQuqueuquja, xap4uor
r.rucy$uqaeHqrzja Ha AgcHara KC
uucyrpuqraeuqr.rja Ha KoMopr4Te,
xap4uounonaruja.
q Bx,'ryv[terHo Ir 3roJIeMeHa foJreMlt

llpyru no.qarouu

flo4aroqure og REDUCE cry,4uu
crgneH e troB]tcoK r<aj naqujeurln
rtarlr4eHrqre Kolr npr4Mzrne nnaqe6(
4yTarcrep r,ra AoBeAyBa AO HaMZrnyB
4pyfn oaKTopH.
3a opeue Ha KrI4HuqKr4Te trcultryBa
rojaaa ua pax na 4ojra xaj Maxr, (Bn

1.9 Ilpegosuparue
3o c'ryAunre co yno.rpe6a Ha Jreror
lyracreprrA Ao 40 mglaeH (80 narn
le3ynrupaJra co :nauajnu e(bercru Bpl
ia opeve Ha Krr.iHr4qKure cryAr.rn yr
)e3yJrrupnna co nojara Ha aononHrr
rplrjaBeH14 no npr4MeHa Ha TepaneBT(

IHarx Ha AeH rz raMcynocltH 0.4 mg, equalr ua 4eu.
uHcylDlrqr4eHrlr.lja BXJr){yBaar: KoHrecruBHa cpueBa

ueHrlnja, HHcy0hqrdeHuuja Ha fleBara no"opu, unyrnu
,H rtroK, axyrna uucylpuqueuquja Ha neBaTa KoMopa,
ropa, aKyrHa n ucyQnureHrlr,rja Ha .aecHara KoMopa,

KapAuo[ynMoHapHa nHcy$aqzeHquja, KoHrecr BHa

a 14 OCeTJTI4BOCT Ha rpaAUTe.

3 CnpoBeAeHr4 KaJ MaXr4 rroKaxaa 4exa Gleason-onuor
Kord 6line Ha repanuja co A)racrepuA cnopeAeHo co

(noue4uere gen 4.4 u 5.1). He 6ulo y,rnpAeuo Aa,ru
se Ha o6eMor Ha npocrarara I,IJIII e(beKTor ce roJrxr4 Ha

,a KaKo H no nyIIITaILe Ha JIeKor Bo npoMer npujareHa e
ere Aen 4.4).

(aj Ao6poBonqu annuxagujara Ha earrHeqHu aHeBHH ao3u
IoBHcoKI4 oa repaneBTcKara 4osa) eo reKor Ha 7 geua ue
6es6eanocra Ha fiau]ieHTor.

)Tpe6ara Ha Ao3r.r oA 5 mglgen Bo reror ua 6 ueceqn ne
)JrHH HecaraHr4 erferru eo oAHoc Ha necaxaHlne e$exrn

Io3a oA 0.5 mg.

.IIpyru no.qarouu

naIII4eHTqTe

ayrarcrepr,ra
ap
3a
IIO

4.9
Bo
AyTacreplrA ,
pe3ynrr4pana
3a opeve ua
pe3yJrrnpana

rlp]rjaBeH14 n(



He nocron cneun$t.leu aHThaor
rrp14MeHu cooABeTHa

5. OAPMAKOJIOIIIKI{
5.1 (Dapuarco4llHaMr.rKa
@apuaxorepaneercKa rpyla: u
ATC rcoa: G04CB0Z
Mexauusa,t Ha dejcmso
lyracrepna ja uava,ryaa xouqe
npery uuxu6uqnja ua asoeH:
KOHBep3r.rJaTa ua recrocrepou ao 5

.IlvracreDur naxo nronoteDanuia
Erpercru nps DHT/recrocrepon
EQexror Ha IHeBHara Ao3a
Ao3Ho-3aB[ceH u ce jaayna no I 4o
Kaj naqueurure co BHP rou np
Ha cepyMcKara xoHqexrpaqr.rja ua
I 93%o. coo4serHo; cpeAHr4or
npBaTa 14 BTopaTa roAxHa

B,rujaHne Bpl ro.,reMnHara Ha
Meceq geua rro noqeroK Ha
npocrarara; osoj e$ercr npo4
ayTacTepHA AoBen AO npoceqHo

noqerHlrre 54.9 ml sa 42,1 ml)
53.7 ml) perucrpripaHa Bo n:raqe6o
e u carHrrfrranrHo (p<0.001)
roqerHara BpeaHocr 26.8 ml sa 2
TeKor aH HapeAHure 24 wece\u,
na 27.5 ml)  perncrpnpau ao [2
Etpexror na pe4yrqraja Ha roreM

cnenxor repan hc Kr..r pexuNt npo
npoAonxeHUTe oTBopeHrr cTyAr.rx.
Hairra:rynanero Ha foJreMr4Hara Ha
pe4yxqraja Ha pr.r3r4xor oA nojaea Ha

Knunuqrclr cryauu
Eu:re n:seAeHrl rpu npr{MapHu,
KOHTpOnUpaHr4, ABOJ HO-Cnenr4 CTy

Ayracrepr4A Bo Ao3a oA 0.5 mg/aeu nporlr nnaqeoo raj 4325 ficrrraHr{qrl o

3a A],Tacrep nA. Bo cnyuaj
H cynoprfiBHa repa[r4ja.

Ha npeAo3r4parserpe6a Aa ce

x Ha recrocrepoH-50 -peAyKTa3a

rlrzpKynupaqrrl AnxuAporecrocrepou (DHT)
run 2 5o-peAyrrira Kou ce oAroBopHu 3a

u,rJara Ha
'rnn 1 u

HT.

r,rA Bp3 HaManyBarLe Ha KoHrlenrparlr4j ara Ha DHT e
ue4erfi (pegyKqnj a oa 85oA n 9002 coo4eerHo).

Ayracrepu! Bo ao3a oA 0.5 mglgeu cpeAHara pe4yrquja
Bo reKor Ha rrpBara v BTopara roanua nsuecyzana 94%o
Ha HT4BOTO Ha TeCTOCTepOH BO CepyMoT Bo TeKOT Ha

19%.

oHno perHcrpHpaHo cHrHHlpriKaHTHo HaManyBar6e Ha
r4 Bo HapeAHure 24 r'aecegu (p<0.001). Bo l2-ruor veceq

Ha roreMr4Hara Ha npocrarara ol 23.6%o (ol

AeHo co npoceqHara pegyxquja oI 0.5y0 (o4 54.0 ml ua
Bo rpynara Koja npr.rMana Ayracrepr4A 3a6enexaHo
Ha npenrBHara 3oHa Ha npocraram oa 17.8o/o (og

4 ml) nouuyeaj(lr oa npBrzor Mecerl oA TperMaHor H Bo
npoceqHr4or nopacr oI 7 .9% (ot noqerHure 26.8 ml

Meceq Bo nnaqe60 rpyflara.
Ha npocrarara roj 6ral :a6e:rexaH 3a BpeMe Ha gaojuo-

H BO TeKOT Ha AOnOJTHT{T9JIHUIe 2 TO4UUU BO COCTaB Ha

pe3ynrr.rpa co noAoopyBarseHA CUMNTOMHTE T'

UR lr uxr'tpypmxu rperMaH Ha BHP.

alrrxHH, MynTHrIeHTpr'rrrHr4, MyllTr.rHalllloHanHu, n,raqe6o-

3a r.rcflr.lTyBarle Ha eQrmacHocra o4 ynorpe6ara ua

6"n#-z\
i , #3



yMepeHI,I AO TetxKrj Cr.rMmOMH Ha

1.5-  10 ng/ml .

Hcnuryuar+,ara npoaonxr4ne Bo
og 4 roglauu. Cnre naqueHua
nphMaJle ucrara lora o4 0.5
BKnyqeHr.r 6urc 37/o o4

n) racrepHn-paHAoM n jupaHure

npoAonxeHaTa oTBopeHa cTyAr.rJa

orBopeH Aen oA cTyAr4jaTa.
Hajsna.rajnr.r napaMerpr4 3a npo
cI,IMIIToMH na Auepuurara

(Qmax) n IrHuHAeHrIure Ha

CO BHP.

AUA-SI e npauanHr4K oA 7 A
acorlr4paHr,r co BHP; MaKcuMalJreH
pe3ynTaT 3HecyBan oKony l7

fpynaTa r4Mzrna fipoceqHo no

fpynara 6uno perucrpHpaHo no
noAoopyBalbara rroMery ABere

Qmax (ruancnvaJIeH nporoK Ha

flpoceuuara noqerHa BpeAHocr
(nopua,reH e Qmax > 15).
Ilo roAusa oAHocHo ABe fo

noAo6pyBalLe ua Qma.r sa 0.8

oAHocHo 2.0 ml/s.

Bo nepuogor noMefy npBlror n

pa3nuKa noueiy aaere rpynu. Bo

pexr4M nporoKor Ha ypl4Ha

HA .[OTIOJIHIITEJIHI{TE Z fOATIHI{ OT,

Arcyrna perenquja na ypuna (A

flo Ase roAuHLI repa[I4Ja HHuI4Ae

Bo Ayracrepl4A rpynara (

curuu$lrxauruocr I'I ro

aBefoAurxHa repanl{a co qen aa

Iycruna Ha BrarHara

HP, ronerr,rraua Ha fipocrara >30 ml r.r BpeAHocr na PSA oa

Ma Ha npoAonxeHlr oTBopeHu cTyIuLl Io BpeMeHcKa ToqKa

u 6ule nrlyvenlr r.r Bo rJoHaraMo IHHTe ucnutyna*a ja

AyracrepuA. Ha xpajor oa qerr.rpu roaurxHr.rre cryal,rr4

n,raqe6o-pau4ovrj3r.rpaHure rrcnnraHHrln u 40%o ol

floro.neur.ror rct (71%) ol 2340 yqecHr.rqli Bo
yrecTByBajre Ao KpaJoT Ha AonoJrHHTeJrHnoT ABeroar{rxeH

Ha KJrriHHqKara e(bzKacHocr 6une: I4HAercor ua
acoqlrjaquja (AUA-SD, MaKcLrManHr{or ypHHapeH nporox

Ha pereHrlr4Ja u xl4pyplxKa I4HrepBeHIIHJa acor\vpaHa

KOJ Ce COCTOIT OA npalualLa Bo BpcKa co oLIMIITOMfiTe

JITar e 35. Ha noqsror oA I{cn}iryBallero flpocer{Hl.tor

6 vecequ, roAI4Ha AeHa 14 ABe roAnHIl repanrlja n.naqe6o

ol 2.5, 2.5 u 2.3 noesu, cooABerHo. Bo ayracrepaA
ol 3.2, 3.8 u 4.5 noeuu, cooABerHo. Pasruxata eo

AMAJTA CTATI{CTIIqKA CI4IHHOfi KAHTHOCT.

)

Qmax :a BpeMe Ha l{cnl4TyBarsara 6llla orco,'ty10 ml/s

repan r.rja eo n,raue6o rpyna t a 6u:ro perucrpupaHo

rpynara sa 1.7 ml/ss oAHocHo 0.9 ml/s a Bo AYTacrePfiA

veceq 6ura peflrcrpupaHa crarI4crI4qKI'I 3HaqaJHa

Ha npBrrTe ABe roAllHI4 oa ABOJHO-CI9nHOT TepanlloKt4

MakcrrManHa 6p3rlua; oaoj etfexr 6u,r oApxaH I{ 3a BpeMe

AOJrXeHr4Te OTBOpeHL CTyAHI,I.

H X||pyplrrKa IrHTepBeHrluJa

Ha AUR 6uta 4.2o/o no n,raqe6o rpynara uacnporu 1.8%o

Ha pr.r3l4Kor sa 48 %). Oraa pas,ruxa IlMa crarl4crl4qKa

aexa 51 naqueHr (95% U 33-109) rpe6a ra flpvMa

ce ug6erge eaHa xt pypuKa I4HrepBeHqlUa.

f,tr+3
R,ron,r**
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Bo rexor Ha III dasa He 6nr
BnarHara uo r.ruxu6uropzre ua
KOCaTa 14 Aa I4HAyrIlrpaT pacT Ha
aHgporeua anoneqnja).

@yurquja Ha rupotrAHara
Bo reror Ha eAHofoAnuHara
r[yH rcr]rrj ara Ha rr4poa.qHara
Kox npuMarne AlracrepnA 6rEle
no 6raro noKaqeHr.rre BpeaHocrr,I

npr4Mare nraqe6o. H norpaj
(1.4-1.9 MCIU/ml) ce ospNare
cro6o.{es rapoKcHH 6uro so
nnaqeoo H AlTacrepxa rpynara.
HUeAHa OA KJ[rHr4qKHTe CTyAr4r4

$ynrcunjara Ha rupourHara xre3ra

Heon,raruja na gojrcnre

Bo rexor Ha IBefoIHlxHHTe

KaKO H 3a BpeMe Ha

sa6ereNalra 2 cstyuau Ha KaprlrrHo
KaJ narlHeHrr,rTe KoH npuMaJre

4 roausu) co BxnyqeHx 17 489 uc
KoMOUHaUnJ aTa AyTaorepr,ra+TaM
Hr4Ty eAeH HOB Cnyrral Ha KaprlrrHoM

He nocmu jaora xaysarHa

AojKa.

B.lujauue ua {eprn,rureror rcaj
Kaj :4paru Ao6poBorrlu Ha
lrcnHTaH eQeKToT Ha ayTacTepr.rA
Bu:re Ao6ueslr noAaroqu oA 52
naqlreHTlrre. Bo reror sa 52
npoceqHr.roT nporleHT Ha pe

cneDMa u no,4Bl4xHocTa Ha cn

noqeTHaTa BpeaHocT no

floqerHara BpeAHocr. He 6ure

Ha cnepMara. flo nepuo4 ua cle
Ha npoMeHa ua exynnuor 6poj
BpeAHocr. Bo cltre BpeMeucKrr ro

t t l l  l  I

zMHo r4c[HTyBaH eQerro'r Ha ,4]'racrepxa Bp3 rycruHara Ha
peAyxTa3ara Moxar Aa ro peAyrlzpaar onafarrero Ha

KaJ l{cnriraHr4qr4Te co MarrrKr4 Trrn Ha anonerlr4ia (uaurxa

a co BKnyqeHr4 s4panu 4o6pouo tr4u 6uta creAeHa
Ha rpajor oA eAHoroAr.rruHrror rperMaH xaj naqueurure

cra6ra,rnra KoHqeHTparIHr.t ua clo6o4en rupoKcrrH
TSH (sa 0.4 MCIU/ml) cnopeAeHo co naqrreHrrdre KoH

BpeAHocr sa TSH, cpeAHxre npe4uocrlr sa TSH
otIeKyBaHI4re pa"urn (0.5-5/6 MCIU/ml), Hr,rBoro Ha
Ha o'JeKyBaHI4Te rpaHI4III,rl BpeAHocrrrre 6u,re c,ruqulr ra

Bo TSH HeMane KJruHLrrIKa cursutburaHrsocr. Bo
6lrlo goxaxauo aeKa a)'racreplrA HefaruBHo uajae eps

cryAuH Bo r(ou rlracrperrl npfiMane 3374 nagnenrw,
Bo ABeroAr.rrxHara npoAonxeHa orBopeHa cryguja 6une

Ha AojKa raj naquenrme Kou rc nprrMane ,reror u I clyuaj
Eo cry4uu're ComAT u REDUCE (co npeuerpaene o4

Kor4 lpuMane AyracreprrA op r<ou 5027 ja npr.rMane
BO HHeAHa OA fpynr,rTe vcnr{TaHrrqu He oun nprrJaBeH

AoJ Ka.

norraefy ynorpe6ara Ha AyTacTepuA n Kapqr.rHoMor Ha

A 18 Ao 52 roauuu (n=27 Ayracrepr.rA, n=23 n:raqe6o) 6n,r
.) mg/AeH Bp3 Kaparoeplrcrr4Kr.rTe Ha ceMeHara reqHocr.

repanlrja u 24 se4e:lu nocr-Tepanzcxo cJIeAeIle Ha

4enlr repanuja, Bo rpynara xoja npulta:ra AyracrepuA
a Ha BKylHrror 6poj ua cflepMaro3ol,rAlr, BonyMeHor Ha

r43HecyBan 23%, 26% u l8o/o so oAHoc Ha

co npoMeHure so uaqe6o rpynara Bo oAHoc Ha

npoMeHlr Bo KoHLleHTpauHJ aTa I.I MopqonofHJara

oL24 He1env Bo A)r'racreplrA lpynara cpeAHl4or npol{eHT

ocraHaJl 3a 23o/o noHusox oa noqerHara

cpeAHr.rre BpeAHocrll 3a clrre napaMerpl'I ce 3aApxaJle Bo

7L



paMKrfle Ha npeABr4aeHr4Te

Kp r.iTepr{yM 3a KIHHUTIKH CHIHUd

rpyirara Bo 52-ara HeAe,la nou,ro
oAHOC Ha nOqeTHaTa BpeAHocT co
He.[eI Hl,tOT nepHo.[ Ha cfleAerhe.

MAx(H.

lyracreplrg ro non6nHaqnja co
Eura u:ee4eua Mynrl-IqeHTpr,rrrHa,
co flapaneJrHH rpyfl]r 3a npo
(n=1623), raMcony3r4H Bo Ao3a oA
mg/geu *r:avco,rysan 0.4 mg/AeH
BHP, roleurHa Ha npocrara Z 30
HCrrHTaHr.rqr,rTe [peTxoAHo
6,rorarop. IPSS (Intemational
e 3acHoBaH ua AUA-SI
oaHecyBaaT Ha KBaJrr4TeTOT Ha

npeure 2 ro4uuu repannjHa 6nle
TOJIEMI,II{ATA HA NDOCTATATA.

Bo rperuor Meceq u AeBerr4or
ua IPSS cnopeAeHo co
cooABerrro. Bo ruecrnor veceq

Qmax cnope4eno co Ayracrepr.rA 14
llpuuapeu napaverap sa e$
4o noj aaa ua AUR ulu onepaquja
Bo rexor ua 4 roguHu
pr43r4Kor o4 nojana na AUR z:ru
95% CI 54.7% to 74.1%)
na AUR unu onepaquja ua BHP
KOJa rrpuMana KoMor4Hr4paHa

Kolr6unnpaHara repanuja 4onela
onepaqnja Ha BHP sa 19.6% @:0.1
uouorepannja. l,luunAeu uara sa
H3HecyBirna 4.20/o u 5.2ok eo

rpynaTa, cooABeTHo.

llo 4 roAnHu repanlrja,

K;rraHnqKa nporpecuja

24 noesz: noiasa Ha AUR

cr.rcreM fi peHajrHa r4HcyEr4rlrr

Bo ra6erara noAony ce HaBeAeHr,r :rrarrare ao6uenr.r no 4 ro,4uHu repanr-rja

t2

u He ro AocrurHane oAHanpeA geQuuupauuor
npoMeHa (30%). Kaj ABa Hcnr.rraHxKa oA AyracrepaA

HaManyBarf,e na 6pojor Ha cnepMaro3or4 gu za uag 90%o oo
no4o6pyuane Ha cocoroj6ara eo reror Ha 24-

Moxe Aa ce Hcnnysu pl43r4Kor oA HaManeHa nlo4Hocr xai

-6,roxaropor raMcoJry3nH
paHAoMr4sr4paHa, 4nojno c,rena cry4uja

na ynorpe6a'ra Ha Ayracrepr.rA Bo Ao3a o4 0.5 mgl4eH
4 mglaeu (n=161 1) ulu na rou6unaqlljara 4yracrepn4 0.5

(1=1610) raj lraNz co yMepeHr.r Ao rerrrKr.l cr.rMnroMu Ha
ml I epeguocr na PSA oa 1.5-10 nglml. Orony 53% o4
repanzja co uHxn6mop ua 5-anQa-pegyxrasa lr:ru axfa
Symptom Score) e npauranuar xoj ce cocrol{ oA 8 4e,ra z

HO COAp)I(r,r U AOflOJTHT4TeJIHH npauatLa KOX Ce

TEKOT HACexyn4apuu napaMerpu sa e([uracuocr ro
AHOoTa 3a MaKCUMaTJTHITOT npoToK Ha ypr4Ha(Qmax) u

ron6unupauara tepanuja noKaxana suauajna BpeaHocr
KaI{o MoHorepanvJa 14 TaMcony3wr raxo uouorepannja,

I4tIL4pAHaTA TepanlrJa noKaxana 3Haqal Ha BpeaHocT Ha

coJry3r4H raro lroHorepanuj a.
3a BpeMe Ha qerupu roarrrrrHara repanuja 6uro opeuero

BHP.
repanuj a AoBeJra Ao curnurpuraurua pe4yxuuja Ha
ja ua BHP (65Yo aauatyaawe Ha pr.r3aKor p<0.001;

co raMcoJry3r4H lrouorepanujara. Huqu4enqara ua nojara
qerBprara roAr4Ha r{3HecyBana 4.2o/o v \1.9% Bo rpynara
14 BO TaMCOJTy3HH fpynaTa, COOABeTHO.

ao HaMaJryBarLe Ha pn3xKor o4 nojana Ha AUR uru

; 95% CI 10.9o/o to 41 .7Yo) cnopegeHo co Ayracrepr.{A KaKo
aga na AUR l.uu onepaquja Ha BHP so qerBprara roAHHa

roja npuuara ror'l6uunpaua repanuja 14 Bo A)"Tacrepr.rA

[apaMeTp[ 3a eQr4KacHocr BKnyqyBane: BpeMe Ao
raro xorvr6uuaquja oA napaMerpr4: HaManyBarLe na IPSS sa

co BHP. r,rr.rr<oHT uHeuunja; unQexrtlrja Ha ypr{HapHr.ror

nporuena Ha IPS S, Qmax u nonylteHor Ha rrpocrarara.
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Ilapamer0p Bperu TOqKU Kou6nunpaua
Teparlija

Dutaprost@ Tanrco.rytlllr

AI IP onepauxja sa BHP Bo 48- 1 . ,

(%) I,IOT M ceq
5 ' ) t1,9a
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eHa Bo oAHoc

8 npanarla o4 IPSS
(:gpaecreexa cocroj6a no

Bpc(a co BHP) (eluuruu)

Ja noqerHllTe Ht{Boa .44.[eHI4 Ce AHr4 BpeAHOCTT4; npOMeHIITe Ha norlerHaTa BpeAHocr ce

npH,'Iaf 0AeHu cpeaHrr npoMeHH.
* xlr,rHu.rxara nporpecuja e get! xaxo ron6uuaquja oa rlapaMerpl4: HaManyBaILe Ha

IPSS sa )4 noenz; nojana na A acour4paHa co BHP, uurouruHeHquja; lluQexquja ua

ypr4HapHr4or cr4creM H peHaJrHa uquesquja)

#14:vepeno Ha noce6ua rpyna ua (xaj 13 % cnyvajHo oA6paHI4 naqueuru)

a. Bo rexor ua 48 vecequ np Hara Ha xou6r.tHupaHara repanl{a vMara crarucrtr.<Ka

curHu$uxanrHocr (p<0.001) no o Ha TpeTMaHOT CO TaMCynO3HH

ua xorlr6nunpanara repanuja aocrHrHana crarltcrr4qKa

Ha TpeTMaHOT Co AyTaCrepI4A.
6.8o 'reror Ha 48 l4eceIIH np

curuutfurauruocr (p<0.001) no o

Cp 4ea a uncy Q urqueu quj a

3a aperrre na 4-ro4uuuara cry4uj (CombAT
cyn03r4Hxoivr6uuupaHa repanuja co

rcou6lrHnpaHara repanuja 6una

rr4noBh Ha cpueoa uncyoraqr.r

acrrrTatur\v Ha Bo3pcar oA 50-75
npocrara n AonHa rpaHuqa Ha PS

foAxHH r{nr4 3 ng/ml u l0ng/ml sa

frpHMMe AyracrepHA Bo Ao3a o

cnopeAeHo co naqIleHTHTe KoI.i np

oA oBHe cTyau noKaxane AeKa

6:roxarop I4Ma noBucoKa

raucyt[uquenquja (1211152, 1.

Ayracrepr4A (1812953, 0.6%),

arQa-6,roxarop (1 5 1 27 27, 0.6%)(a

Rap4unon Hu npocmama u oo 6ucoK cmeneH

Bo noce6ua 4-roAt4lxHa cryAI'IJa

Ha Bo3pcar oa 50-75 ro.qnHu co

cryAnj a) co BKryqeHLI 4844 v'axu

BO fpynaTa I4CIII4TaHHIIH Kol4

KOII npr4Mane
ja nplrrr.rale

Ha pa3J'IurlHI4

KOLi rprrMane

lroHorepan rja: ayracrepua (4i l6

Bu:ra cnpogeaeHa noce6Ha 4-ro cryluja (REDUCE cry4uja) co BKryqeHpI 8231 vaurxu

noBI4COKa IIHIIHAeHUa Ha nOJaBa

a (1411610,0.9%) cnope4euo co rpynl4re

0.2"/o) u ravcy stozuu (101 1611, 0.6%)'

nauueHrHre rcou noxpaj Ayracrepl4a npaMane u a,rQa-

Hqa Ha nojana ua pa3nr.r.uuu rHnoBLr Ha cpueBa

Bo oaHoc Ha naufieHTure rot ynorpe6yaare caMo

n a-,rrpa 6:roxarop (111399, <0.1%o) uttu n.naqe6o 6ea

aet 4.4).

ALIHT4 co nperxoAHa HerarHBHa 6uocnuja 3a KapllI'IHoM Ha

o4 2.5 nglml u 1Ong/ml 3a Maxtlre Ha Bo3pacr oa 50-60

Ha Bo3pacr >60 ro4uuu. Kaj rpynara naIIHeHrI't KoH

0.5 mg, eAHau Ha 4eu 6ula perucrpl'IpaHa noBl4coKa

HHqtrAeHrla Ha noJaBa Ha rurroBri Ha cpueaa nHcysraqueHqnja (3014105, 0'7%)

n:raue6o (1614126, 0.4%o). Amnusure Ha noAarollr{re

UCE cry4uj a) cnpoBeaeHa xaj 8231 MauKl'I llcrl'lraHl4lll4
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ua PSA o,q 2.5 t it0ng/rnl 3a Maxr,rre Ha Bo3pacr oA 50-60 ro4rlnu u 3
Ong/ml sa uaxrre ua

6uoncuja ua
{60 roaranu (REDUCE cryguja), ua 6706 naqraeu.rn r.rvr
Qo qen ogpegyearre sa Gleason-oB pe3yrrrar. Kaj 1517

KOr4 yqecTByBalre Bo ata 6st 4ujarnoc'ruqupaH KapuxHoM Ha npocrara.
6u;re og ulrsox crenen (Gleason 5-6,70%).6poj ua cnyrar.r ua

KOJa rrpr.rMirna penrcrpr,rpaHa Br.rcoKa r4Hrlr,raeHqa Ha Kapq HoM Ha
co Gleason 8-10 (n=29. 9%) lcnope4euo co rpynara roja nplruala nnaqe6o (n=19,
.15). 3a nperrre na np roauHH oa r,rcnHTyBalsem Bo AyracTepna rpynaTa Ir

rpynara r4Murno ucr 6poj co KapuuHoM Ha flpocrara co Gleason 8-10
.5V:o u n:18, 0.5%o, ). Bo rexor Ha HapeAHr,rre ABe roAriHr4 (rpera.ra u
) oo rpynara xoja AyracTepnA 6r.ua perucrpupaHa Br4coKa HHqlrAeHUa Ha
Ha npocTaTa co 8-1Q (n --12, 0.5%) no oAHoc Ha n.rrae6o rpynara (n =1,

sa e(f errme ua no 4 ro4auu ynorpe6a raj lraxn Kor{ ce co prr3}rK
HA KADIII,IHOM HA BpeMe Ha cnpoBeaeHaTa cTyAr4Ja or.rno 3aoeJrexaHo

lporleHToT Ha narlveHTr.r co KaprIr4HoM Ha rrpocTaTa

roAuua r{ 3-ra u 4-ta ro4una) o4uocno rfiHecyBan

rpynara HMano ren4euquja Ha onaiase ua oooj

roja npuuala
8-10) e rcoucramen (l

Bo ABara nepuo4a. Bo
oAHOCHO peruoTpr4paH Hr,r3oK nporleHr so 3-rara u 4-rara rtuua (<0.l%o

O.S%Xsu.{ere aer 4.4). m6ereNasa pa3Jrr4Ka Bo lrHrlrraeHuara Ha noiasa Ha
Ha [DOCTaTa CO CTeneH /

6
0 Gleason (p=0.81).

CombAT c'ry4r-rja 6!na upareua 4ujarHocrl.rqKa 6unocuja u cure crtufat4 Ha

Ha npocTara co
)o nPeTXoaHo npaBeHH oHnocur.r.
8-10 (Gleason), 6ur 4rajarnocrraqupan naj 8 (0.5%), 11

5 (0.3%) naqueurr4 Kor.r Ayracrepu,q, TaMcyno3r4H u xoru6r.ruupaua repanuja,

MexaHfi3aMoT co Ay{acrepvA r:rnjae np: nojarara Ha rerrrra rfoprua na
Ha npocTaTa.

aur4KarlnJa Ha gnupvua Ao3a oa 0.5 mg Ayracrepr.rA MaKcr4MaJrHa
a Bo ceDvMoT ce no 1-3 qaca. Ancorylrara 6uopacnoroxurocr e

Xpanara ue nn{ae nps uKara pacfloroxr{Bocr Ha Ayracrepr{A.

IrMa roJIeM BOJIyMeH .qlrcfpu6yuvja (300-500 L) v no roneu nporleHr ce Haoia

npoTer4Hlfre oA nJra3MaTa ,15%). Co npenopaqaHoro ,[HeBHo ao3l,Ipabe no oKony

ce AocrnrHyBaaT
A NO J MECEUH OKOJIY

xouqenrpaqlrjata npu cocroj6a Ha ALIHaMuqKa



flpu an,ruxaquja ua go:a og 0.5
paMHorexa 14 cepyMcKa

Ilpoceuuo oKony I l.5olo oA cep

Etruuuna1uj a
I4u sueo Ayracrepr4A rrHreH3r4BHo
u 3A5 ro lrera6o:rusupaar
ar.rx14ApoKcnneH uera6o,rur.
flo nepopalua an,rnraqaja Ha
cocroj6a Ha paMHorexa npexy
5.4%) ol, neKor. OcraHarro'r. a
uera6o,rnru (39%,2l%,7%o u 7%
AereKrupaHH ce TpafoBu oA Henpo
Etuuuaaqujata Ha Ayracrepru
erulruuaquja: e4eu carypa6uleH
uecarypa6u.nen nat ua
flpu cepyucxa xouqenrpaquj a <3
3aBnceH oA KoH rleHrparllrJ aTa Ha
flo anruxaquja Ha noeAr4Her{Hu
KparKo nonyBpeM Ha eJrllMr4Harlula
llpu ynorpe6a Ha repanltcKr4

Ao3r.rpame og 0.5 mg/geH
e,ruvlrHaqaja o4 3-5 neAelu.

Ilocrapn rraqueHTt,r
Kaj 36 :4parn MarrKr4 r4c

QapMaKoKHHeTr4KaTa Ha AyTaTCTep
Bo:pacra Ha rraur{eHTuTe HeMana
Maxure noMJraAn oA 50 roanHr.r 6
OI{JIA 3AOEJIEXAHA CTATHCTI{qKI4

neKor fioMefy ficnr.rraHull]Tre Ha

rpyrla >70 roAr.rHN.

rlaulreurlr co peHaJrHo o
He ce H3BeAeHr.t cTyAr,tr4 3a npo
qapMaKoKr{HeTItKaTa Ha I},TacTep
paMHorexa Bo ypxHaTa ce AeTe
'rpeoa Aa ce orreKyBa KJrHHr.rrlKr.r
NAUUEHTTITE CO DEHAJIHO O (uu4ere 4e,r 4.2).

mg/aeH no oKony o Meceqr4 ce AocTr.rfHyBa Ar{HaMrrqKa
(Css) o4 oxony 40 nglml.

ayTacTepl4a ce H3naqyBa Bo cnepMaTa.

ve'ra6o,usupa.

r.la ao rpr4
Bo uu aumpo ycnoBu quroxpou P4503A4

MOXI4ApOKCUIHLI rr,reta6O,tUrU U e,leg

Bo Ao3a o4 0.5 mg/4en, Ao nocrurHyBarle Ha
Bo HenpoMeHer o6.nux ce aslavyaa 1-15.4o/o (npocevuo

ce eJrr4Mr4HHpa npeKyoeqecor Bo oopMa Ha 4 foneMr.t
:reror) u 6 ua.nu uera6oluru (<5%o). Bo ypllHara xaj ,ryfe

neK (<0.1% o4 rueceuara go:a).

AO3HO 3aBuCHa V UMA, ABA napajlenHr.r Ha..{vH]1. HA
no an:r+txaquja Ha KrfiHHqKI.t peJreBaHTHr.r no3Lt n

AyracreplrA 6pso ce elulruuupa Ii fipeKy naror rcoj
u npeKy He3aBucHLIOT naT Ha enHMHHarIr{la.

AyracrepnA o4 <5 mg lexor 6p:o ce erraMHHupa co
3-9 aena.

oA neKoT Kou ce [ocTr4IHyBaaT

6asnuor nr4HeapeH nar ua e:ururluaqrlja co
co rloBTopeHo

[onyBpeMe Ha

Ha Bo3pacr ol, 24 lo 87 roArlnll 6uta ucnura:rra
no anJrr4Kaur,rJa Ha noeA[HeqHa Aosa o4 5 mg.

HO BnHJaHrIe Bp3 eKCnO3LIqlUaTa Ha :rexor Ho rcaj
perr4crpr4paHo noKparKo nonyBpeMe ua ellluuHaqaja. He

pa3nHKa Bo nonyBpeMeTo Ha enr.rMr4Har{r4ja Ha
oA 5-69 roAHHx H npunaAHr4rllrre Ha crapocHara

Ha etpel<Tor Ha peHaurHara r.rHcy$uqneHqzja
Kaj .rryfe no an:ruxaql.rja Ha 0.5 mg npra cocoroj6a

noMaJrKy oA o.lyo oA JreKoT. Oea yr<aNyea 4exa
uKaHTeH nopacT Ha nJra3MacTKlloT ayTacTepHA

Bp3

HA

HE

Kaj

Tffuuvircr,\

tt" +n, 1
i "i'aj $&,.,*"9



IIa quenrlr co xerrara,,rHo
He ce u:ae4eura cryat4n sa
SapvarcoruHer:llxara ua
$yurquja Ha rlpHr.tor ,upo6 fte
rrjra3MaTa u npoAonxeHo BpeMe Ha

5.2 Ilpe4rc.llrnuqKu noAarou[ 3a
Pesy,rrarure oA AocerarlHlrre H
KaHrleporeHocr He yxaxaa noce6en
Cryguure 3a penpoArrr4BHa
TIOKAXAA HAMAJ'IEHA TEXI]HA HA

noMo[IHtne IeHI{TaIHI,I )Kne3al,t }t
eSerr Ha nerco.r). Kll.rsaqxara
Karo n npa ynorpe6a Ha
3a BpeMe Ha fecTarlHcKLtOT [ep[o.tl
nnolor oA Mauxa noJr. ,{yracrepl.r4
MaurKr,r fipr{Mepoqr4 Kor4 ro npr4Majre

o ynorpe6a Ha neKor 3a BpeMe
cepyMcKa xouqeHrpaquja

AOCTIiTHaT Bo xyMaHaTa cnepMa, He
oA Marrrr<u lol. Ma,r e pl.t3r4 Ko r oA n
Ilocnearir-{a Ha npeHocoT Ha AyTacTep

6. @APMAIIEBTCKI{ CBOJCTB
6.1 "llucra Ha eKcqurtllerrcg
Colprcuna na Kanclnama :

o MoHo-All-rnuqepr4Ar.rHa
o byruru4poxcuro,ryeu (E321).

Teno u xana Ha Kanq)nama:
. NenaruH (E441);
. rnrrqepon (E422);
a

a

a

rurau-4r.roxclr4 (E 171);
xorrr xerre3eH (III)-oxcua (E1
Tpr{fnnqepvAr4 co cpelHa
JIEqI,ITI,iH.

Itpeena 6oja za neqamefte Opacode
. FD & C Red # 40 /Allura Red
. 3onponaHoJl;
.  nponuneHrnuxor(E1520);

[ ]  |

Ka Ha eq)eKTor Ha xenaraJrHara uncyQaqueuqaja rp:
.{y'racrepn4 BorraBHo ce uera6orasupu , ,upytrra"u"u

co 3roreMeHa KoHr_leHTparIHj a Ha AyTacTepr4A BO
la (Br4Aere Aen 4.2 u 4.4).

3a onrxTa ToKCr.IqHocT, feHoTOKCIrriHocT 14
npr.r npr4MeHa Ha :rercor xaj :ryfe.

cnpoBeaeHrz xaj uaruxu npr.rMepoqu oA craopult
14 ceMeHHTe KecvqKH, HaMaJreHa cexpeqllia Ha

Ha nnoAHocr (xaro noclre4rar1a ua $apuaxolorrxuor
Ha oBI4e noaaTolll4 He e no3HaTa.

lHxrrouropH na 5 peayxrasa npra ynorpe6a Ha ayracrepxa
rcaj craopqu u saja4u ga6elexaua e OgMHHr43arllria Ha
AereKTHpaH Bo KpBTa Ha )r{eHKH xou 6ule BKpcryBaHrz co

recrarlr4cxr4or nepl.rog xaj nprrMaru r.r AocrufHyBar6e Ha
noBr4coKa oA KoHrIeHTpaq HTe (or4 6ra lroNele aa ce

pefuctpHpaHa ser,lnut:aunja Ha nno4oBr4re rou 6n.re
aBa Ha HecaKaHu eSerrr raj nnoAor oA MauKH nor KaKo

npeKy cnepMaTa Ha nauneHTo'l .

Kanpr.rHcKa rcnce,ruua (MDC);

Ha naHIlIr;

red (NS-78-1503 5) xoja codpetcu:

ffoetttllt*;

f r"'.!i\, ?
i ieii f
kr-.*n#

C Aluminum Lake (E 129);
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eno3a (E 464);
AuoKonA (E 171);

6.2
H e e EHJII,IBO

6.3 Por ynorpe6a
3 r o

6.4
fia ce

6.5
ryrlrja co 3 6nncrepn.

PVC/P Al 6auctep co 6ela

6.6 y ra ynorpe6a

HAOAO

Hocr,rrqr
A.[eoreH

oao6peHnero 3a
OO Bapr.rqe -

Vl. 6p. 13A
1000

BPOJ ONOEPEHIIETO
15-95

AA HA NPBOTO P

27.10 1 4

r [  l t I

BOAa.

ocT

npeAynpeAyBarba 3a
Ha reMrreparypa ao 30Co

ce pecop6npa npexy
KancyJrr4. Bo cnyvaj

o4 xancymra rpe6a o6

Apxn 10 MeKH xeJrarl,rHcKlr Kaflcynfi.

Ce npenopavyna ga ce us6eruyea Kor{Tar(T co
Koj 6fin r.r3JroxeH Ha, AENOT OA KOXATA

ce r.r3Mr.re co caIIyH Lt BOIa.

KOJII4 qI4HA O]I r:pe6a ga ce yHururri Bo coflracHocr co JroxaJrHure

IIPOMET

Marce4onnja:

MET

3A IIYIIITABE BO IIPOMET/OBHOBA HA



10. AATyM HA TIOCJIEIHATA
OxroMepn. 2016

PEBI43I4JA HA TEKCTOT
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