
AHEKCI 


3liHPEH H3BEIIITAJ 3A OCOIiHHHTE HA IIPOIDBO)l: 




1. HME HA ME,l1;HI1;IIHCKHOT IIPOH3BO)l; 


YpopeK 4 mg H 8mg KanCYJIH, QBPCTH 


2. KBAJIHTATHBEH H KBAHTHTATHBEH COCTAB 


CeKoja KanCYJIa, QBpcTa CO,ll;P)l(H 4 mg HJIH 8 mg CHJIO,ll;OCHH. 


3a QeJIaTa JIHCTa Ha eKCQHnHeHCH, BH,ll;H BO ,ll;eJIOT 6.1. 


3. cI»APMAII;EBTCKA cI»OPMA 


KanCYJIH, QBPCTH. 


YpopeK 4 mg: )KOJITH, HeTpaHCnapeHTHH QBPCTH )l(eJIaTHHCKH KanCYJIH, roJIeMHHa 3. 

YpopeK 8 mg: DeJIH, HeTpaHCnapeHTHH QBPCTH )l(eJIaTHHCKH KarrCYJIH, rOJIeMHHa O. 

4. KJIHIIlI1IKH OCOJiHHH 


4.1 TepaneBTcKH HII)J;HKanHH 


TpeTMaH Ha 3HaQH H CHMnTOMH Ha 6eHHfHa XHnepIIJIa3Hja Ha npOCTaTa (BPH). 


4.2 )l;o3Hpalbe H HaqHH Ha 3,lJ.MHHHCTpanHja 

IIpenopaqaHa ,ll;03a e e,ll;Ha KanCYJIa YpopeK 8 mg ,ll;HeBHO. 3a rroce6Ha nonyJIaQHja Ha naQHeHTH ce 
npenopaqyBa e,ll;Ha KanCYJIa YpopeK 4 mg ,ll;HeBHO (BHAH nO,ll;oJIY). 

Ilocmapu natfueHmu 
He e nOTPe6HO npUJIaro,D;yBalhe Ha ,ll;03aTa Kaj nOCTapH naQHeHTH (BHAH BO ,ll;eJIOT 5.2). 

Ey6peJICHo ozumemyea1-be 
He e nOTPe6HO npUJIaroAYBalhe Ha ,ll;03aTa Kaj naQHeHTH co cJIa60 6y6pe)l(HO OIIITeryBalhe (CLCR ~50 
,ll;0 ::;80 mlIMHH). 
Ce npenopaqysa nOqeTHa ,ll;03a O,ll; 4 mg e,ll;HallI ,ll;HeBHO Kaj naQHeHTH co YMepeHo 6y6pe)l(HO 
ollITeryBalhe (CLCR ~30 ,ll;0 <50 mlIMHH), Koe MO)l(e ,ll;a ce nOKaqH ,ll;0 8 mg e,ll;HallI ,ll;HeBHO nOCJIe e,ll;Ha 
He,ll;eJIa Ha TpeTMaHOT, 3aBHCHO O,ll; HHAHBH,D;yaJIHHOT O,ll;rOBOp Ha naQHeHTOT. YnoTpe6aTa Kaj 
naQHeHTH co TellIKO 6y6pe)l(HO ollITeryBalhe (CLCR <30 mlIMHH) He ce npenopaqyBa (BH,ll;H BO 
,ll;eJIOBHTe 4.4 H 5.2). 

Ozumemyea1-be Ha tfpHuom opo6 
He e nOTPe6HO npUJIaroAYBalhe Ha ,ll;03aTa Kaj naQHeHTH co cJIa60 ,ll;0 YMepeHo OIIITeryBalhe Ha 

QPHHOT ,ll;p06. 

DHAejKH He ce ,ll;OCTanHH nO,ll;aTOQH, ynoTpe6aTa Kaj naQHeHTH co TellIKO OIIITeTYBalhe Ha QPHHOT 

,ll;p06 e ce npenopaqyBa (BHAH BO ,ll;eJIOBHTe 4.4 H 5.2). 


petfa u aOOJleCtfeHmu 
HeMa peJIeBaHTHa HH,ll;HKaQHja 3a ynoTpe6a Ha YpopeK Kaj ,ll;eQa H a,ll;OJIeCQeHTH. 

ce KpllIH UJIH I,IBaKa, ryKY ,ll;a ce rOJITHe QeJIa, nO)l(eJIHO co qallIa BO,ll;a. 

4.3 KOHTpaHH,lJ,HKanHH 


IIpeoceTJIHBOCT KOH aKTHBHaTa cynCTaHQHja UJIH HeKoj O,ll; eKCQHnHeHCHTe. 
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4.4 lloce6HH npe)).ynpe)).YBalba H npeTna3JIHBOCT npH ynoTpe6a 

HHTpaOnepaTHBeH Floppy Iris Syndrome (IFIS) 


IFIS (BapHjaHTa Ha CHH)l.POM Ha MaJIa 3eHHl~a) 6HJI 3a6eJIe:>KaH 3a BpeMe Ha onepaQHja Ha runapaKTa 

Kaj HeKOH naQHeHTH Ha Cll-6JIOKepH HJIH npe)).XO)).HO rpeTHpaHH co ClI-6JIOKepH. Osa MOiKe)).a )).OBe)).e 


)).0 3roJIeMeHH npOQe,nypaJIHH KOMllJIHKaQHH 3a BpeMe Ha OnepaQHjaTa. 


3anO'InyBalbe Ha TepanHja co YpopeK He ce npenopaqyBa Kaj naQHeHTH Kaj KOH e 3aKIDKaHa 

OnepaQHja Ha KaTapaKTa. Ce npenopaqyBa npeKHH Ha rpeTMaHOT co ClI-6JIOKep, 1-2 He)).eJIH npe)). 


OnepaQHjaTa Ha KaTapaKTa, HO 6eHeQ>HTOT H BpeMeTpaelbeTO Ha npeKHHOT co TCpanHjaTa npe)). 

OnepaQHjaTa Ha KaTapaKTaTa ce yliiTC He e )'TBp)).eH. 


3a BpeMe Ha npe-onepaTHBHaTa eBaJIyaQHja, O'lHHTC XHpyp3H H OQ>TaJIMOJIOIIIKHOT THM rpe6a )l.a 

npOQeHaT )l.aJIH naQHeHTHTC 3aKIDKaHH 3a OnepaQHja Ha KaTapaKTa ce HJIH 6HJIe rpeTHpaHH co 


YpopeK, 3apa.1lH 06e36e)l.yBalbe Ha COO)l.BeTHH MepKH 3a TpeTMaH Ha IFIS 3a BpeMe Ha onepaQHjaTa. 


OgroCTaTCKH emeKTH 


HHQH)l.eHQaTa Ha opTOCTaTCKH eQ>eKTH co YpopeK e MHory peTKa. KaKO H )l.a e, MOiKe )l.a ce nojasH 


na)l. Ha KPBHHOT npHTHCOK Kaj O)l.pe)l.eHH naQHeHTH, IIITO BO)l.H )l.0 peTKH cnyqaH Ha CHHKona. IIpH 

nojasa Ha npBH 3HaQH Ha opTOCTaTCKa XHnoTeH3Hja (KaKO IIITO e nocrypaJIHa BpTOrJIaBHQa), 


naQHeHTOT Tpe6a )l.a Ce)l.He HJIH JIerHe )l.O)l.eKa He HC'Ie3HaT CHMnTOMHTe. Kaj naQHeHTH co 


opTOCTaTCKa XHnoTeH3Hja, TpeTMaHOT co YpopeK He ce npenopaqysa. 


Ey6pe)I(H0 OliiTemalbe 

YnoTpe6aTa Ha YpopeK Kaj naQHeHTH co TCIIIKO 6y6pe)I(H0 omreryBalbe (CLCR <30 mlIMHH) He ce 


npenopaqyBa (BH)l.H BO )l.eJIOBHTC 4.2 H 5.2). 


OIIITe-r:yBalbe Ha UPHHOT .up06 

EH)l.ejKu He ce )l.OCTRnHH nO)l.aTOQH Kaj naQHeHTH co TeIIIKO OIIITeryBalbe Ha QPHHOT )l.p06, 


ynoTpe6aTa Ha YpopeK Kaj OBHe naQHeHTH He ce npenopaqyBa (BH)l.H BO )).eJIOBHTC 4.2 H 5.2). 


KaPUHHOM Ha npoCTaTa 


EH)l.ejKH BPH H KapQHHoMOT Ha npocTaTa MOJKe )l.a )l.a.1laT HCTH CHMnTOMH H )l.a ce npHcyrHH BO HCTO 

BpeMe, naQHeHTHTe 3a KOH ce CMeTa )l.eKa HMaaT BPH rpe6a )l.a ce HcnHTaaT npe)l. )l.a ce 3anO'IHe 


TCpanHjaTa co YpopeK, 3apa)l.H HCKnyqyBalbe Ha npHcycTBO Ha KapQHHOM Ha npOCTaTa. Tpe6a)l.a ce 


H3Be)l.e )l.HrHTaJIHa peKTaJIHa npoBepKa H Kora e nOTpe6Ho O)l.pe,nyBalbe Ha CneQHQ>H'IHHOT aHTHreH Ha 


npoCTaTa (PSA), npe)l. TpeTMaHoT H BO peryJIapHH HHTepBaJIH nOToa. 


TpeTMaHOT co YpopeK )l.OBe)l.yBa )l.0 HaMaJIyBalbe Ha KOJIH'IHHaTa Ha ceMeHa TC'IHOCT 3a BpeMe Ha 


Opra3aM, IIITO MOJKe npHBpeMeHO )l.a HMa BJlHjaHHe Ha MaIIIKHOT Q>epTHJIHTCT. OBOj eQ>eKT HC'Ie3nyBa 

no npeKHH Ha TepanHjaTa co YpopeK (BH)l.H BO )l.eJIOT 4.8). 


4.5 HHTepaKnHja co OCTaHaTH Me)).HnHHCKH npoH3Bo)).H H )).pyrH .OPMH Ha HHTepaKDHja 

CHJIO)).OCHH eKCTCH3HBHO ce MeTa60JIH3Hpa, rJIaBHO npery CYP3A4, aJIKOXOJI )l.eXH)l.pOreHa3a H 

UGT2B7. CHJIO)).OCHH e HCTO TaKa cy6crpaT 3a II-rJIHKonpoTCHH. Cy6CTaHQHH KOH rH HHXH6HpaaT 
HJIH HH.n)'UHpaaT OBHe eH3HMH H rpaHcnoprepHTC, MOJKe )l.a BJIHjaaT Bp3 llJIa3Ma KOHQeHrpaUHHTe Ha 

CHJIO)l.OCHH H HerOBHTe aKTHBHH MeTa60mITH. 

AJIma 6JIOKepH 

IIoCTOjaT He)l,OBOJIHH HHQ>opMaQHH 3a 6e36e)l.HaTa npHMeHa Ha CHJIO)l.OCHH nOBp3aHo co 


Cl-a.1lpeHOpeuenTOpHH aHTarOHHCTH. IIocJIe)l.oBaTCJIHo, HCTOBpeMeHaTa ynorpe6a co 

Cl-a.1lpeHopeQemopHH aHTarOHHCTH He ce npenopaqyBa. 


CYP3A4 HHXH6HToPH 

Bo cry)l.Hja 3a HHTepaKQHja, 6HJIe 3a6eJIeJKaHH 3.7-naTH 3roJIeMYBalbe Ha MaKCHMaJIHHTC C 


llJIa3Ma KOHueHTpaQHH H 3.1-naTH 3roJIeMYBalbe Ha eKcno3HUHjaTa Ha CHJIO)l,OCHH (T.e. A 

BpeMe Ha HCTOBpeMeHa a)).MHHHcrpaQHja Ha nOTCHTeH CYP3A4 HHXH6HTOP (KeTOKOHa30JI 400 m . 


HCTOBpeMeHa ynoTpe6a co nOTeHTHH CYP3A4 HHXH6HTOPH (KaKo IIITO ce KeTOKOHa30JI, 

HTPaKOHa30JI HJIH pHTOHaBHp) He ce npenopaqyBa. 
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Kora CHJlO)].OCHH ce KO-a.D.MHHHCTpHpa co CYP3A4 HHXH6HTOp co YMepeHa nOTeHTHOCT KaKO IlITO e 

)].HJITHa3eM, 6HJIO 3a6eJIe)KaHO 3rOJIeMYBalhe Ha AUC Ha CHJlO)].OCHH 0)]. npH6JII1)KHO 30 %, HO C max H 

nony-)KHBOTOT He 6MJ1e 3aCerHaTH. OBaa npHMeHa KJIHHHqKH He e peJIeBaHTHa H He e nOTPe6HO 

npHJlarO)J.yBalhe Ha )].03aTa. 

PDE-5 HHXH6HTOPH 

bMJ1e 3a6eJIe:iKaHH MHHHManHH IPapMaKO)].HHaMCKH HHTepaKllHH nOMery CHJlO)].OCHH H MaKCHManHH 

)].03H Ha CHJl)].eHaIPMJ1 H Ta.D.anaIPHJl. Bo DJ1alle60 K0"TP0JIHpaHa CT)')].Hja Kaj 24 cy6jeKTH 0)]. 

45-78 ro)].HIlIHa B03paCT KOH npHMane YpopeK, KO-a.D.MHHHCTPallHjaTa Ha CHJI)].eHaIPHJl 100 mg HJIH 

Ta)].anaIPHJI 20 mg HH)J.yllHpane KJIHHHqKH He3HaqajHo cpe)].Ho HaManYBalhe Ha CHCTOJIHHOT HJIH 

)].HjacTOJIHHOT KpBeH npHTHcoK, npolleHeTo co opTocTaTCKH TeCTOBH (cToelhe cnope)].eHo co JIe)KeqKa 

nOJIo:iK6a). Kaj cy6jeKTH Ha)]. 65 ro)].HIlIHa B03paCT, maBHHTe HaManyBalha npH Pa3JIHqHH BpeMeHCKH 

TOqKH 6MJ1e nOMery 5 H 15 mmHg (cHCTOJIeH) H 0 H 10 mmHg (.D.HjaCTOJIeH) npHTHCOK. I103HTHBHHTe 

opTocTaTcKH TeCTOBH 6MJ1e caMO He3HaqHTeJIHO nOBo06HQaeHH 3a BpeMe Ha KO-a.D.MHHHCTPallHja; 

KaKO H )].a e, He ce nojaBHJla CHMDTOMaTCKa oproCTa3a HJlH BPTomaBHlla. I1aQHeHTH KOH 3eMane 

PDE-5 HHXH6HTOPH HCTOBpeMeHO co YpopeK TPe6a )].a ce MOHHTOpHpaaT 3a B03MO)KHH HecaKaHH 

peaKQHH. 

AHTHXHnepreH3HBH 

Bo KJIHHHqKH CT)')].HCKH nporpaM, MHOry nallHeHTH 6MJ1e Ha HCTOBpeMeHa aHTHXHnepTeH3HBHa 

TepanHja (BomaBHO areHCH KOH )].enyBaaT Ha peHHH-aHrHOTeH3HH CHCTeMOT, 6eTa-6JIOKaTOpH, 

KaJIllHYM aHTarOHHCTH H )].HYpeTHllH) 6e3 CJIyqaH Ha 3roJIeMYBalhe Ha HHllH)J.eHllaTa Ha opTOCTaTCKa 

XHnoTeH3Hja. Ho ceKaKO nOTPe6Ha e npeTna3JIHBOCT Kora ce 3anOQnyBa HCTOBpeMeHa ynoTPe6a co 

aHTHXHnePTeH3HBH npH IlITO nallHeHTHTe TPe6a )].a ce MOHHTOpHpaaT 3apa.n.H B03MO:IKHH HeCaKaHH 

peaKQHH. 

L(HroKcHH 

I1ocTojaHHTe HHBoa Ha )].HroKCHH, cy6CTPaTOT Ha I1-mHKonpOTeHH, He 6MJ1e CHrHHIPHKaHTHO 

3acerHaTH 0)]. Ko-a)].MHHHCTPallHjaTa co CHJlO)].OCHH 8 mg e)].Halli )].HeBHO. He e nOTPe6Ho )].03HO 

npMJ1aro.n.yBalhe. 

4.6 cDepTHJIHTeT, 6peMeHocT H JIaKTa"Hja 

bpeMeHOCT H JIaKTallHja 

He e npHMeHJ1HBO 6H)J.ejKH YpopeK e HH)].HllHpaH caMO 3a MalliKH nallHeHTH. 

<i>eprMJ1HTeT 

Bo KJIHHHqKH CTY)].HH, 3a BpeMe Ha TPeTMaHoT co YpopeK 6MJ1a 3a6ene)KaHa nojaBaTa Ha ejaKYJIaT co 

pe.n.yu;HpaHa ceMeHa TeQHOCT HJlH cnyqaH Kora HCTaTa H30CTanyBa (BH)J.H BO )].eJIOT 4.8), 3apa.n.H 

IPapMaKo)].HHaMCKHTe OC06HHH Ha CMJ10)].OCHH. I1pe)]. nOQeroK Ha TPeTMaHOT, nallHeHTOT Tpe6a )].a 

6H)].e HHIPopMHpaH )].eKa MO)Ke )].a )].oj)].e )].0 OBOj eIPeKT, KOj npHBpeMeHo BJIHjae Bp3 MalliKHOT 

IPepTHJlHTeT . 

4.7 BJIHjaHHe Bp3 cnoco6HoCTa 3a B03eILe H ynpaBYBalLe co MamHHH 

He 6HJIe H3Be)].eHH CT)')].HH 3a eIPeKTHTe Bp3 cnoc06HocTa 3a B03elhe H ynpaByBalbe co MaIlIHHH. KaKo 

H )].a e, nallHeHTHTe TPe6a )].a ce HHIPopMHpaaT 3apa.n.H B03MO)KHa nojaBa Ha CHMDTOMH nOBp3aHH co 

nocrypaJIHa xHnOTeH3Hja (KaKo IlITO e BpTOrJIaBHlla) H Tpe6a)].a ce npe.n.ynpe)].aT 3a B03elhe H 

ynpaByBalbe co MaIlIHHH )].o)].eKa He OC03HaaT KaKO Ha HHB )].enyBa YpopeK. 

4.8 HecaKaHH e.eKTH 
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HajqeCTO npHjaBYBaHH HeCaKaHH peaKl\HH co CHIlO.ll.OCHH BO nJIal\e60 KOHTpOJIHpaHHTe KJIHHHqKH 
CT)'.lI.HH H 3a BpeMe Ha .lI.OJImrpajHaTa ynOTpe6a 6HI1e ejaKyJIaTOpHHTe nOpeMeT)'mUha KaKO IlITO ce 
peTPOrpa,lJ.Ha ejaKYJIau:uja H aHejaKyJIan;Hja (pe.ll.Yl\HpaH HJIH O.ll.CyreH ejaKYJIaTOpeH BOJIYMeH), co 
cppeKBeHl\Hja O.ll. 23 %. OBa MO)Ke npHBpeMeHO .lI.a BJIHjae Bp3 MaIlIKHOT cpePTHJIHTeT. CocoToj6aTa e 
peBep3H6HI1Ha BO BpeMe O.ll. HeKOJIKY .lI.eHa no npeKHH Ha TpeTMaHOT (BH.lJ.H BO .lI.eJIOT 4.4). 

Bo Ta6eJIaTa no.ll.ony, npHjaBeHHTe HeCaKaHH peaKl\HH BO CHTe KJIHHHqKH CT)'.lI.HH H 3a KOH nOCTOH 
pa3YMHa npHqHHCKa nOBp3aHOCT, ce HaBe.ll.eHH npeKY MedDRA CHCTeMOT, opraH KJIaca H 
cppeKBeHl\Hja: MHOry qeCTH (2:1110); Bo06HqaeHH (2:11100 .lI.O <1110); HeBo06uqaeHH (2:1/1,000 .lI.O 
<11100); peTKH (2:1110,000 .lI.O <111,000); MHOry peTKH «1110,000), Hen03HaTH (cppeKBeHl\HjaTa He 
MO)Ke .lI.a ce O.ll.pe.ll.H O.ll. .lI.OCTanHHTe nO.ll.aTOl\H). Bo ceKoja rpynal\Hja Ha cppeKBeHl\HjaTa, 
3a6eJIe)KaHHTe HeCaKaHH peaKl\HH ce npe3eHTHpaHH no OnaraqKH pe.ll.OCJIe.ll. BO O.ll.HOC Ha 
cepH03HOCTa. 

Hen03HamuMHOZY 'lecmu Boo6u'laeHU He6006u'laeHU 

IIcuxujampucKU HaMaJIeHO 
nOpeMemy6a1ba JIH6H.lJ.0 

CHHKonaIIopeMemY6alba Ha BpTOmaBHl\a 
Hep6Huom cucmeM 

BaCKYllapHU OPTOCTaTCKa 
nopeMemY6alba XHnoTeH3Hja 

PecnupamopHU, Ha3aJIHa 
mOpaKaJlHU U KOHrecTHja 
MeoujacmUHaJlllU 
nopeMemY6alba 

racmpOUllmeCmUllaJlHU .n;Hjapea HaY3ea 
nopeMemy6alba 

CYBOCT Ha YCTaTa 

IIopeMemY6alba Ha PeTpOrpa.ll.Ha EpeKTHIlHa 
penpooYKmU6Huom ejaKYJIal\Hja .lI.HCcpYHKu:uja 
cucmeM U oojKume 

AHejaKYJIan;Hja 

II06peou, mpyelba U MHTPaonepaTH 
BeH Floppynpol/eoYPaJlllU 

KOMnllUKal/UU Iris Syndrome 

OpTOCTaTCKa xHnoTeH3Hja: HHl\H.lJ.eHl\aTa Ha OPTOCTaTCKa xHnOTeH3Hja BO llJIal\e60 KOHTPOJIHpaHH 
KJIHHHqKH CT)'.lI.HH 6HI1a 1.2 % co CHIlO.ll.OCHH H 1.0 % co llJIal\e6o. OpTocTaTCKaTa xHnoTeH3Hja MO)Ke 
nOBpeMeHO .lI.a .lI.OBe.ll.e .lI.O CHHKona (BH.lJ.H BO .lI.eJIOT 4.4). 

MHTpaOnepaTHBeH Floppy Iris Syndrome (IFIS): IFIS 6HI1 npHjaBeH 3a BpeMe Ha Onepal\Hja Ha 
KaTapaKTa (BH.lJ.H BO .lI.eJIOT 4.4). 

4.9 TIpe.ll.01Hpaibe 

CHJIO.ll.OCHH 6HJI eBanyHpaH npH .lI.03H .lI.O 48 mg/.lI.eH Kaj 3.l1.paBH MaIlIKH cy6jeKTH. .n;03HO 
JIHMHTHpaqKa HeCaKaHa peaKl\Hja 6HI1a nOCT)'paJIHa xHnoTeH3Hja. AKo HHrecTHjaTa HaCTaHaJIa npe.ll. 
KpaTKO BpeMe, MO)Ke .lI.a ce 3eMe BO 063Hp HH,ll.yKu:Hja Ha nOBpaKalbe HIlH )KeJIY.lI.eqHa JIaBaxa . 
.n;OKOJIKY npe.ll.03HpalbeTO co YpopeK .lI.OBeJIO .lI.O XHnOTeH3Hja, TPe6a .lI.a ce OB03MO)KH 
Kap.ll.HOBaCKYJIapHa nO.ll..ll.pIlIKa. .n;HjaJIH3aTa He ce OqeKysa .lI.a 6H.lJ.e O.ll. 3HaqHTeJIeH 6eH 'A . 'H 
CHJIO.ll.OCHH ce Bp3YBa 3a npoTeHHHTe BO BHCOK npol\eHT (96.6 %). ~..'; 80 !if 
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5. «PAPMAKOJIOllKH OCOliHHH 

5.1 «PapMaKO,lJ;HHaMCKH OC06HHH 

<»apMaKOTepaneBTCKa rpyna: ypOJIOmKH npenapaT, aHTarOHOCTH Ha arr.pa-aJJ;peHopeu;enT0pH, A TQ 
KO,lJ;: G04CA04. 

MeXaHH3aM Ha neJIyBalhe 
CHJIO,lJ;OCHH e BHCOKO CeJIeKTHBeH 3a ulA-a.n:peHopeu;enTOpH KOH ce npHMapHo JIOI.J;HpaHH BO 
qOBeqKaTa npOCTaTa, ,lJ;HOTO Ha MOqHHOT Meyp, BpaToT Ha MOqHHOT Meyp, KancYJIaTa H ypeTpaTa ua 
npOCTaTaTa. JiJIOKHPalheTO Ha OBHe U1A-aJJ;peHopeu;enTOpH npe,lJ;H3BHKyBa peJIaKCaU;Hja Ha Ma3HHTe 
MYCKYJIH Ha OBHe TKHBa, co mTO ce HaMaJIyBa OTnopOT Ha HCnpa3HYBalhe Ha MOqHHOT Meyp, 6e3 ,lJ;a ce 
BJIHjae Ha KOH'IpaKTHJIHOCTa Ha c.pHHKTepOT Ha Ma3HHOT MYCKYJI. OBa npe,lJ;H3BHKYBa nO,lJ;06pysalhe 
Ha CHMnTOMHTe H Ha CKJIa.n:HpalheTO (HpHTa6HJIHH) H Ha npa3HelheTO (06CTPYKTHBHH) (CHMnTOMH Ha 
,lJ;OJIeH ypHHapeH TpaKT, LUTS) nOBp3aHH co 6eHHrHa xnnepllJIa3Hja Ha npocTaTa. 
CHJIO,lJ;OCHH HMa 3HaqHTeJIeH HH30K a.pHHHTeT KOH UlB-aJJ;peHopeu;enTOpH, npHMapHo JIou;upaHH BO 
Kap,lJ;HOBacKYJIapHHOT CHCTeM. In vitro 6HJIO ,lJ;eMOHCTpHPaHO ,lJ;eKa U1A:UlB sp3yBa~oT pa3Mep Ha 
CHJIO,n:OCHH (162: 1) e eKC'I'peMHO BHCOK. 

KrrHHuqKHCT)'llHH 
Bo .pa3a II ,n:03Ho-o,n:pe.n:ysalffia, ,n:BOjHO CJIena, llJIau;e60 KOHTpOJIHpaHa KJIHHuqKa cry,n:Hja co 
CHJIO,n:OCHH 4 HJIH 8 mg e,n:Ham ,n:HeBHO, 6HJIO 3a6eJI€:)KaHo nOrOJIeMO no,n:06pysalhe Ha HH,n:eKCHHOT 
nOKa3aTeJI Ha CHMnTOMOT Ha AMepHKaHCKaTa YpoJIOmKa AcoU;HjaU;Hja (AUA), co CHJIO,n:OCHH 8 mg 
(-6.8±5.8, n=90; p=O.0018) H CHJIO,n:OCHH 4 mg (-5.7±5.5, n=88; p=0.0355) BO cnope,n:6a co llJIau;e60 
(-4.0±5.5, n=83). 

TIoseKe o,n: 800 naU;HeHTH co YMepeHH ,n:o TemKH CHMllTOMH Ha BPH (pe3YJITaT Ha HHTepHaU;HoHarreH 
npOCTaTa CHMnTOM, IPSS, OCHOSHa spe,n:HOCT 2::13) npHMane CHJIO,n:OCHH 8 mg e,n:Ham ,n:HeBHO, BO ,n:Be 
.pa3a III llJIau;e60 KOHTpOJIHpaHH KJIHHHqKH cry,n:HH, H3se,n:eHH BO CA,lJ; H e,n:Ha llJIau;e60- H aKTHSHO­
KOH'IpOJIHpaua KJIHHHqKa CTY,n:Hja H3se,n:eHa BO EBpona. Bo CHTe CTY,n:HH, naU;HeHTHTe KOH He 
pearHparre Ha llJIau;e60 3a BpeMe o,n: 4 He,n:eJIH llJIau;e60-.pa3a, 6HJIe paH,IJ;OMH3HpaHH ,n:a npHMaaT 
CTY,n:HCKH 'IpeTMaH. Bo CHTe CTY,n:HH, naU;HeHTHTe 'IpeTHpaHH co CHJIO,n:OCHH HMarre nOrOJIeMO 
HaMaJIyBalhe H Ha CHMnTOMHTe H Ha CKJIaJJ;HpalheTO (HpHTa6HJIHH) H Ha npa3HelheTO (o6c'I'pYKTHBHH) 
CHMnTOMH Ha BPH, cnope,n:eHO co nJIau;e60, BO o,n:pe.n:yBalheTO nOCJIe 12 He,n:eJIH o,n: 'I'peTMaHOT. 
TIo,n:aTOU;HTe 3a6eJIe)KaHH Kaj nonyJIaU;HjaTa o,n:pe,n:eHa 3a TpeTMaH, so ceKoja cry,n:Hja, ce nOKa)KaHH 
no,n:oJIY : 

IPSS IPSS IPSS 

BKyneH pl!3YJITaT HpHTa6HJlHH CHMnTOMH 
06crPYKTHBHH 
CHMDTOMH 

CryttHja 
OrpaHolC Ha Epoj Ha 

Pa:mHKa Pa3JIHKaTpeTMaH nallHeHTH OCHOBHa 
ITpoMeHa Ott (95 %CI) ITpoMeHa O,ll, 

Pa3JIHKa 
ITpoMeHa O,ll, (95 %CI)

Bpe,ll,HOCT (95 %Cl)vs 
(±SD) 

OCHOBaTii vs OCHOBaTii 
lIJlaI.\eoo 

OCHOBaTa vs 
lIJlaueoo nnaueoo 

CHJIO,ll,OCHH 233 22±5 -6.5 
-2.8* 

-2.3 
0.9* 

-4.2 
-1.9*

CAJJ.-l 
(-3.9, -1.7) -1.4, -0.4) (-2.6, -1.2) 

ITnaue60 228 21±5 -3.6 -1.4 -2.2 

-3.9CHJI01l0CHH 233 2l:!: 5 -6.3 -2.4-2.9* -1.0*CA)J.-2 
(-4.0, -1.8) (-1.5, -0.6) 

ITJIaL\e60 229 21 ± 5 -3.4 -1.3 

CHnO,ll,HCHH 371 19±4 -7.0 -2.3* -2.5 _0.7° 
(-3.2, -1.4) (-1.1, -0.2) 

EBpona TaMcynocHH 376 19±4 -6.7 -2.0* -2.4 -0.60 

(-2.9, -1.1) (-1.1, -0.2) 

ITnaue60 185 19±4 -4.7 -1.8 

* p<O.OOI BO cnope,n:6a co IlrIau;e60; 0 p =0.002 so cnope,n:6a co IlrIau;e60 
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Bo aKTHBHO-KOHTpOJIHpaHa KJIHHHlIKa CTY~Hja, H3Be~eHa BO EBpOna, CHJIO~OCHH 8 mg e~Han ~HeBHO, 


ce nOKroKaJI HeHH<pepHopeH KOH TaMCYJIOCHH 0.4 mg e~HallI ~HeBHO: npHJIaro~el;laTa maBHa Pa3JIHKa 

(95 % CI) BO IPSS BKynHHOT pe3YJITaT nOMery TpeTMaHHTe BO nonyJIau.HjaTa "per-protocol" 6HJI 0.4 


(-0.4 ~o 1.1). Pa3MepOT Ha o~roBop (T.e. no~06pYBalheTo Ha IPSS BKynHHoT pe3YJITaT o~ HajMaJIKY 

25 %) 6HJI 3Ha'lHTeJIHO nOBHCOK BO rpynaTa Ha CHJIO~OCHH (68 %) H rpynaTa Ha TaMCYJIOCHH (65 %), 

BO cnope~6a co UJIau.e60 (53 %). 

Bo ~OJIroTpajHa, oTBopeHa, npO~OJDKeHa <pa3a o~ OBHe KOHTPOJIHpaHH CTY~HH, BO KOH nau.HeHTHTe 


npHMaJIe CHJIO~OCHH BO BpeMe o~ 1 rO~HHa, no~06pYBalheTo Ha CHMnTOMHTe H~u.HpaHo o~ 


CHJIO~OCHH Ha 12 He~eJIa o~ TPeTMaHoT 6HJIO 3a~p)KaHO BO BpeMe o~ 1 rO~HHa. 


Bo CliTe KJIHHH'lKH CTY~HH H3Be~eHH co CHJIO~OCHH He 6HJIa 3a6eJIe)KaHa CHrHH<pHKaHTHa pe~YKu.Hja 


Ha KPBHHOT npHTHCOK BO JIe)Ke'lKa nOJIo)K6a. 


CHJIO~OCHH 8 mg H 24 mg ~HeBHO HeMaJIe CTaTHCTH'lKH CHfHH<pHKaHTeH e<peKT Ha El(f HHTepBaJIHTe 


HJIH Kap~HjaJIHaTa penOJIapH3au.Hja, cnope~eHo co nJIau.e60. 


IIe~HjarpHcKa nonyJIaUHja 

EBpOnCKaTa AreHu.Hja 3a JIeKoBH ce oTKa:lKYBa o~ 06BpCKaTa 3a nO~HecyBalhe pe3YJITaTH o~ CTY~HH 
co YpopeK Kaj CHTe no~rpynH o~ ne~HjaTPHCKaTa nonyJIau.Hja Kaj BPH (B~H BO ~eJIOBHTe 4.2 3a 
HH<p0pMau.HH 3a ne~HjaTPHCKa nonyJIau.Hja). 

5.2 «IlapMaKoKHHeTcKH OC06HHH 

<l>apMaKOKHHeTHKaTa Ha CHJIO~OCHH H HerOBHTe maBHH MeTa60JIHTH 6HJIa eBanyHpaHa Kaj B03pacHH 

MallIKH cy6jeKTH co H 6e3 BPH, no e~HHe'lHa H nOBeKeKpaTHa ~MHHHCTPau.Hja co ~03H BO oncer o~ 

0.1 mg ~o 48 mg ~HeBHO. <l>apMaKoKHHeTHKaTa Ha CHJIO~OCHH e JIHHeapHa BO OBOj ~03eH oncer. 
M3JIO)KeHOCTa Ha maBHHTe MeTa60JIHTH BO UJIa3Ma, CHJIO~OCHH rnyKopoH~ (KMD-3213G), BO 
paMHOTe:lKHa cocToj6a e npH6JIH:lKHO 3-naTH nOBeKe OTKOJIKY nO'leTHaTa (po~HTeJI) cynCTaHu.Hja. 

CHJIO~OCHH H HerOBHOT myKopoH~ nocTHrUYBaaT paMHOTe)KHa cocToj6a no 3 ~eHa H 5 ~eHa o~ 

TPeTMaHOT,coo~BeTHo. 

A6copnUlija 

CHJIO~OCHH ~MHHHcTPHpaH OPaJIHO, ~06po ce a6cop6Hpa H a6copnu.HjaTa e nponopu.HOHaJIHa Ha 
~03aTa. AnconyrnaTa 6HOpaCnOJIO)KHBOCT e npH6JIH:lKH0 32 %. 
E~Ha in vitro CTY~Hja co "Caco-2" KJIeTKH, nOKroKaJIa ~eKa CHJIO~OCHH e cy6CTPaT 3a II ­
rJIHKOnpoTeHH. 
XpaHaTa ro HaMaJIYBa Cmax 3a npH6JIH:lKHO 30 %, ro 3rOJIeMYBa tmax 3a npH6JIH:lKH0 1 'lac H HMa MaJIO 
BJIHjaHHe Ha AVC. 
Kaj 3~paBH MallIKH cy6jeKTH o~ u.eJIHaTa B03pacHa rpyna (n=16, cpe~Ha B03pacT 55±8 rO~HHH) no 
OpaJIHa a~MHHHcTpau.Hja Ha CHJIO~OCHH o~ 8 mg e~HallI ~HeBHO, Be~HallI no ~opyqeK BO BpeMe o~ 7 

~eHa, 6HJIe ~06HeHH CJIe~HHBe <papMaKoKHHeTcKH napaMeTpH: C max 87±51 ng/ml (sd), tmax 2.5 'laca 

(oncer 1.0-3.0), AVC 433±286 ng· hlml. 


LIHCTPH6YUHja 

CHJIO~OCHH HMa BOJIYMeH Ha ~HCTPH6yu.Hja o~ 0.811/kg H e 96.6 % Bp3aH 3a UJIa3Ma npoTeHHH. He 

ce ~HCTPH6YHpa BO KpBHHTe KJIeTKH. 


IIpou.eHToT Ha Bp3YBalhe 3a npOTeHHH Ha CHJIO~OCHH myKopoHH~ e 91 %. 


DHOrpaHC<popMaUHja 

CHJIO~OCHH nOMe)KH Ha eKCTeH3HBeH MeTa60JIH3aM npeKy rnyKypoHH~au.Hja (UGT2B7), aJIKOXOJI H 

aJI~e~ ~ex~pOreHa3a H no OKCH~aTHBeH naT, BomaBHO CYP3A4. rJIaBHHOT MeTa60JIHT BO 
nJIa3Ma, myKopoHH~HHOT KOHjyraT Ha CHJIO~OCHH (KMD-3213G), KOj ce nOKroKaJI KaKO aKTHBeH 

in vitro, HMa npO~OJDKeH nOJIY:lKHBoT (npH6JIH:lKHO 24 'laca) H nOCTHrUYBa UJIa3Ma KOHu.eHTPau.HH 
npH6JIH:lKHO 'leTHpH naTH nOBHCOKH O~ OHHe Ha CHJIO~OCHH. In vitro no~aTou.HTe HH - a 

CHJIO~OCHH HeMa nOTeHu.HjaJI 3a HHxH6Hu.Hja HJIH 3a HH~Ku.Hja Ha U.HTOXPOM P *~ 
CHCTeMH. ~ <!}c. 3-1 ~ \ 
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EJIHMHHauHja 
ITo OpaJIHa a,lJ,MHHHcTpauHja Ha 14C-03HaqeH CHJIO,lJ,OCHH, 06HoBYBalheTo Ha pa,lJ,HOaKTHBHOCTa no 7 
,lJ,eHa 6HJIO npH6JIIDKHO 33.5 % BO ypHHaTa H 54.9 % BO cpeuecOT. O,lJ,CTPaUYBalheTO Ha CHJIO,lJ,OCHHOT 
0,lJ, OpraHH3MOT 6HJIO npH6mDKHo 0.28 lIhIkg. CHJIO,lJ,OCHH ce H3JIaqyBa BomaBHO KaKO MeTa60JIHTH, 
MHOry MaJIH KOJIHqHHH Ha HenpOMeHeT JIeK ce 06HoBYBaaT BO ypHHaTa. TepMHHaJIHHOT nOJI)'iKHBoT 
Ha noj,lJ,OBHaTa cynCTaHUHja H HerOBHOT rnyKopOHH,lJ, e npH6JIIDKHO 11 qaca H 18 qaca COO,lJ,BeTHO. 

IToce6Ha nonyJIaUHja 

repujampucKU nalJUellmu 
l-hJIOmeHOCTa Ha CHJIO,lJ,OCHH H HerOBHTe maBHH MeTa60JIHTH He ce MeUYBa 3HaqHTeJIHO co B03paCTa, 
,D,ypH H Kaj cy6jeKTH npeKy 75 ro,lJ,HHH CTapH. 

l/eoujampucKa nonYllaljuja 
CHJIO,lJ,OCHH He 6HJI eBaJIyHpaH Kaj naUHeHTH nOMJIa,lJ,H 0,lJ, 18 rO,lJ,HHH. 

Ozumemyea1-be lla ljplluom opo6 
Bo cry,lJ,Hja co nOe,lJ,HHeqHH ,lJ,03H, cpapMaKoKHHenlKaTa Ha CHJIO,lJ,OCHH He 6HJIa npOMeHeTa Kaj ,lJ,eBeT 
naUHeHTH co YMepeHO XenaTaJIHO HapYlllYBalhe (Child-Pugh pe3YJITaT 7 ,lJ,0 9), cnOpe,lJ,eHO co ,lJ,eBeT 
3,lJ,PaBH cy6jeKTH. Pe3YJITaTHTe 0,lJ, OBaa cry,lJ,Hja 6apaaT npemaJJIHBa HHTepnpeTauuja, 6H,lJ,ejirn 
BK.J:IYlIeHHTe naUHeHTH HMaJIe HOpMaJIHH 6HoxeMHcKH Bpe,lJ,HOCTH, HH,lJ,Huupajirn HOpMaJIHa 
MeTa60JIHa CPYHKUHja H 6HJIe KJIacHcpHUHpaHH KaKO naUHeHTH KOH HMaaT YMepeHo upHo,lJ,p06HO 
olllTeTyBalhe 6aJHpaHo Ha aCUHTH H XenaTaJIHa eHuecpaJIOnaTHja. 
<PapMaKOKHHeTHKaTa Ha CHJIO,lJ,OCHH Kaj naUHeHTH co TelllKO XenaTaJIHO OlllTeTYBalhe He 6HJIa 
npoyqyBaHa. 

PellCllmO OUlmemY8a1-be 
Bo cry,lJ,Hja co noe,lJ,HHeqHH ,lJ,03H, H3JIOmeHOCTa Ha CHJIO,lJ,OCHH (HeBp3aH) Kaj cy6jeKTH co 6JIaro 
(n=8) H YMepeHO peHaJIHO olllTeryBalhe (n=8), pe3YJITHpaJIO BO npoceK co 3roJIeMYBalhe Ha Cmax 

(1.6-naTH) H AVC (1.7-naTH ) cnOpe,lJ,eHO co cy6jeKTH co HOpMaJIHa peHaJIHa cpYHKuuja (n=8). Kaj 
cy6jeKTH co TelllKO peHaJIHO OillTeryBalhe (n=5) 3roJIeMYBalheTO Ha H3JIOmeHOCTa 6HJIO 2.2-naTH 3a 
Cmax H 3.7-naTH 3a AVC. H3JIOmeHOCTa Ha maBHUTe MeTa60JIHTH, CHJIO,lJ,OCHH rnyKypOHH,lJ, H 
KMD3293, 6HJIa HCTO nOKaqeHa. 
MOHHTOpHpalheTO Ha nJIaJMa HHBoaTa BO KJIHHHqKa cry,lJ,Hja 0,lJ, cpaJa III, nOKa)l(aJIO ,lJ,eKa HHBOaTa Ha 
BKynHHoT CHJIO,lJ,OCHH no 4 He,lJ,eJIH TPeTMaH He ce npOMeHHJI Kaj nauueHTH co 6JIaro OlllTeryBalhe 
(n=70), cnOpe,lJ,eHO co naUHeHTH co HOpMaJIHa peHaJIHa CPYHKUHja (n=155), ,lJ,O,lJ,eKa HHBOaTa 6HJIe 
y,lJ,BOeHH BO npoceK Kaj naUHeHTH co YMepeHo OlllTeTyBalhe (n=7). 
ITperne,lJ,OT Ha 6e36e,lJ,HOCHHTe nO,lJ,aTOUH Kaj naUHeHTH BKJIyqeHH BO CUTe KJIHHHqKH Cry,lJ,HH, He 
HH,lJ,HUHPaJI ,lJ,eKa 6JIaro peHaJIHO olllTeryBalhe (n=487) npereTaBYBa ,lJ,O,lJ,aTeH 6e36e,lJ,HoCeH pH3HK 3a 
BpeMe Ha TepanHjaTa co CHJIO,lJ,OCHH (KaKO lllTO e 3roJIeMYBalhe Ha BPTornaBHua HJIH OpTOCTaTCKa 
XHnOTeH3Hja) cnOpe,lJ,eHO co naUHeHTH co HOpMaJIHa peHaJIHa CPYUKUHja (n=955). COO,lJ,BeTHO, He e 
nOTPe6HO ,lJ,03HO npHJIarO,D,yBalhe Kaj naUHeHTH co 6JIaro peHaJIHO OlllTeryBalhe. bH,lJ,ejirn Kaj 
naUHeHTH co YMepeHO peHaJIHO OlllTeryBalhe nOCTOH caMO OrpaHHqeHO HCKYCTBO (n=35), ce 
npenopaqyBa nOHHCKa noqeTHa ,lJ,03a 0,lJ, 4 mg. Kaj nauueHTH co TelllKO peHaJIHO OIDTeTYBalhe, 
a,lJ,MHHHCTPaUHjaTa Ha YpopeK He ce npenOpaqyBa. 

5.3 IIpc,lJ,KJlHHH'IKH nO,lJ,aTOQH 3a 6e36c,lJ,HOCTa 

HeKJIHHHqKHTe nO,lJ,aTOUH He nOKa)l(aJIe noce6eH xaJap,lJ, 3a nyreTo 6aJHpaHO Ha KOHBeHUHOHaJIHH 

Cry,lJ,HH 3a 6e36e,lJ,HOCHaTa cpapMaKOJIOrHja, KapUUHOreHeTCKHOT, MYTareHHoT H TepaTOreHHoT 

nOTeHl.\HjaJI. BJIHjaHHeTO Bp3 mHBOTHH (BJIHjaHHeTO Ha THpOH,lJ,HaTa )l(JIe3,lJ,a Kaj rnO,lJ,apH) 6HJIO 

3a6eJIemaHO caMO npH H3JIOmeHOCT Koja ja npeMHUYBa MaKCHMaJIHaTa H3JIOmeHOCT Kaj nyre, 

HH,lJ,HUHpajKH MaJIa peJIeBaHTHOCT KOH KJIHHHqKaTa ynOTPe6a. 

Kaj MaIllKH CTa0PUH, HaMaJIeH cpepTHJIHTeT 6HJI 3a6eJIemaH 0,lJ, H3JIOmeHOCT Koja e npH . 0.,lJ, 

naTH nOBeKe 0,lJ, MaKCHMaJIHaTa npenOpaqaHa ,lJ,03a Kaj nyre. 3a6eJIemaHHOT ecpeKT 6HJI B ~~l!6M18-<f4f+ 


~ ,,0 (jl ~ . 

e<J 'Pos -0 
II.I-:;t. I P.z 
Co S • c§' '" * "'j.. 0.'" <.(.\ 0 -4 

8 !ton.J~ ~ 



6. cltAPMAI(EBTCKH OCOJ.)HHH 

6.1 JIHcTa Ha eKCQHnHeHCH 

YpopeK4mg YpopeKSmg 

COaP:JICUlla lla KaneYllama CoOp:JICulla lla KaneYllama 
CKp06, npe)f(enaTHHH3HpaH (nqeHKapeH) CKp06,npe)KenaTHHH3Hpau(nqeHKapeH) 

MaHHTOn (E421) MaHHTOn (E421) 

MarHe3HYM CTeapaT Marue3HYM CTeapaT 

HaTPH-yM naypHn cympaT HaTpHYM naypnn cympaT 


066u6Ka lla Kaney/lama 066u6Ka lla KanCYllama 
)[(enaTHH )[{enaTHH 

THTaHHYM ,lJ;HOKCH,lJ. (E171) THTaHH-yM ,lJ;HOKCM (B171) 

)[(OnT )Kene3O OKCM (El72) 


6.2 HHKoMnaTHOHJlHja 

He e npHMeHJlHBo. 

6.3 Shelf life 

2 rO,lJ;HHH. 

6.4 lloceOHH YCJlOBn 3a qYBalbe 

,[(a He ce qysa Ha TeMneparypa Ha,D; 30°C. 

,[(a ce qyBa BO OpHrHHanHOTO naKYBaIbe 3apa,lJ;H 3alIITHTa 0,lJ; CBeTnHHa H Bnara. 


6.S llpnpo,lla H COCTaB Ha HMBopewlloTo naKyBalbe 

KancynHTe ce HaoraaT BO PVCIPVDC/anYMHHHYMCKH 6nHcTepH, cnaKYBaHH BO KapTOHcKH KYTHH. 

I1aKysafbe 0,lJ; 30 KancynH. 

6.6 lloceOHH MepKH 3a O,llCTpaHYBalbe 

HeMa noce6HH 6apalba. 

7. COllCTBEHHK HA O~OJ.)PEHHE 3A IIYIDT AILE BO IIPOMET 

cPapMaCBHC ,lJ;Ooen 
Yn. JloH,ll,oHcKa 19/3/6 
1000, CKonje 
MaKe,lJ;OHHja 

8. J.)POJHA O~OJ.)PEHHE 3A IIYIDTAILE BO IIPOMET 

YpopeK KancynH 30 x 4mg 
YpopeK KancynH 30 x Smg 

9. ~TYMHA IIPBA ABTOPH3AIJ,HJAlOJ.)HOBA HA ABTOPH3AIJ,HJA 

10. ~TYMHAPEBH3HJAHA TEKCTOT 
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