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1.. HMME HA JIJEKAPCTBEHMSA IPOJYKT e TR e

Apozapt 0,5 mg MeKH KancyJi R i

Avodart 0,5 mg soft capsules fw A é//74§7 /L? é f%p? ﬂ é

2. KAYECTBEH A KOIMYECTBEH CHCTAB

Beaxa kancyna cuabpska 0,5 mg nyractepun (dutasteride).

TToMOUIHO BEIECTBO C U3BECTHO ACHCTBHE
Beaxa xancyna chaepxka ASHKTHH (KOHTO MOXKE A3 CHALPMXKA COEBO MACio).

3a DBJIHMS CIIHCHK Ha TIOMOILIHWTE BelleCTBA BIDKTE Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA
Kancyna, mexa.

Kancynure ca Henmpo3payHH, POARITOBATH, KBJITH HA LBAT MEKH JKeJIaTHHOBH Kkaricylu ¢ Hanmic GX CE2.

4. K/IHNHHNYHHU NAHHU

4.1 TepaneBTHUHH NOKAIANMA

JleueHHe Ha yMepEHO Te)KKa O TeKKA CHMIITOMATHKA Ha JoOpokadecTBeHa npocTaTHa xunepiuiasus (JIX).

HamasnsiBaHe Ha pHCKa OT OCTPO 3agbpxkaHe Ha ypuHa (O3Y) u xupypruvyecka HamMeca IPH NMAIHEHTH C
YMEPEHO TEKKA A0 TeXKKa CHMITToMaTHKa Ha JIIX.

3& m{t:bopmmma 34 et.bemme OT JICYCHVETO M pa:mmm I‘p)?’l'lH TTalTHCHTH, HpD}?"-lESHH B RKIITHHHYHHUTE
H3IMTBAHMA, MOJIA BIKTE TOYKA S5.1.

4.2 Jlo3upoBka A HAYHH HA DPHJIQKEHHE

ABOJIapT MOXe 14 ce NpHIAra CaMOCTOATEIHO WIH B KOMOMHaIs ¢ ayda-0rokepa Tameynnosud (0,4 mg)
(BoxTe TOUKH 4.4, 4.8 11 5.1).

Bw3pacmuu (6rriouumenno nayuermu @ HanpeoHana ev3pacm)

IMpenopryanara noza Apogapt € exna xancyia (0,5 mg), npuera nepopanHo BeAHEXK JHEBHO. Kancynure
TpAOBA Jia ce IONTHINAT LENHM H He TPAOBA Jja ¢ AbBYAT WIH OTBAPAT, Thil KATO KOHTAKTET ChC
ChABP/KAHHETO Ha KancyaTa Moxke ia peAH3BHKA IpasHeHe Ha opodapunreantara aurasyiua. Kancyinre
MOTaT Ja ce npuemar ¢ unH 0e3 xpana. Benpeku ye Moxke 1a ce Habmozgara nonodpeHKe Ha paHHy eTany Ha
JICUEHHAETO, MOKE 1a OTHEMe A0 6 Mecela mped Ja ce IOCTHIHe NOBNHABaHe OT Je4eHHeTo. He ce Hanara
NPOMAHA Ha J03aTa NpU NAIHEHTH B HallpeAHATIA BBH3PAcT.

Bvbpeuno yepesxcoane

BnusHueTo Ha 6B0peurHOTO YBpexkaate Bepxy GapMakOKHHETHKATA Ha JyTACTEPHN HE & IPOY9IBaHO. He ce




Yeprodpobro yspesxcoane

BnnanvieTo na 4epHOAPOOHOTO YBpeXKnaHe BbpXy (papMaKOKMHETHKATA HA JYTACTEPHI HE € [IPOYYBaHO,
3aTOBa JyTacTEpH TpAOBa fa ce IpUara BHHMATEIHO [PH ITALMEHTH ¢ JIEKO JO YMEPEHO TEXKKO
YepHoApobHO yBpexkaaHe (BiDKTe Touka 4.4 1 Touka 5.2). YnotpebarTa Ha ZyTacTepiuj € NPpOTHBONOKA3aHa
TIPH NTALIHEHTH C TEXKO YepHOAPOOHO yBpeskaaHe (BK. Touka 4.3).

4.3 IIpoTHBONOKA3ZAHHA

ABOJApT e NPOTUBONOKA3AH MPH:

- JKECHH, Aeta H oZpacTeaimH (BX. Touka 4.6 ).

- IALHEHTH CBC CBPBXYYBCTBHTETHOCT KbM TyTAaCTEPHI, APYTH HHXUOHTOPH HA S-anda penyKra3ara, cod,
(BCTHIH WIH KM HAKOE OT JPYTHTE IIOMOLHH BEIECTBA, H30POCHH B ToUKa 6. 1.

- TIALMEHTH C TEXKO depHOoApoOHO YBpexaaHe.

4.4 CroenuaJIHH DpeIynpeXieHHA H NpeANAIHA MEPKH DPH ynorpeba

KombuHnpanaTa Tepanus TpsaOBa Aa Obae npeANucBaHa cjie/] BHUMaTe Ha OLIEHKA Ha OTHOIIEHHETO I10/13a-
PHCK NOPAAU NOTCHIMANKO TOBUIIIEHNHS PUCK OT PA3BUTHE HA HEXKENIaHH JIEKaPCTBEHH peaKiHK
(BRINOYHTENHO ChPACYHE HEAOCTATHYHOCT), KAKTO H ¢lie] OOMMC/IIHE HA ANTCPHATHBHUTE TCPaNeBTHYHH
BB3MOKHOCTH, BKJIIOUHTEIHO MOHOTEpAITIH (BXK. TOUKa 4.2).

Kapyunom na npocmamama u eucoxocmenensy mymopu

Ipoyuranero REDUCE, eano 4-roguiHo, MyJTHIEHTPORO, PAHAOMHM3UPAHO, JBOHHO ClAMo, miiauedo-
KOHTPOJIMpaHO NPOy4BaHe H3caenBa edexra Ha AyracTepun 0,5 mg AHEBHO IIPH TTAIMEHTH ¢ BHCOK PHCK 34
pak Ha fipocraraTa (BKIIOYBAINO MEXKe Ha Bh3pacT or 50 mo 75 rogunH ¢ HuBa Ha PSA ot 2,5 10 10 ng/ml u
HeraTHBHA OHOIICHA Ha IpocTaTaTa 6 Mecela MpeH BKIIOYBAHETO B IIPOYYBAHETO) B CpaBHEHHE C TLIAIE6O.
PesynraTiTe OT TOBa MPOYYBaHE MOKA3BaT 110-BHCcOKa vecrora Ha Gleason 8 — 10 kapuuHOMH Ha mpocTaTara
NpH MEXe, TeKyBAHH ¢ HyTacTepn (n=29, 0.9%) B cpaBHeHne ¢ mnanedo (n=19, 0.6%). Bprakara Mexxy
nyracrepua B Gleason 8 — 10 xapiiMHOMH Ha IIPOCTATATA HE € AcHa. ClIeA0BATENHO, MBKETE, MPHEMAITH
Hyonapt, Tpsa6pra a ObAaT OLICHABAHHM peAORHO 32 NPOCTaTeH KApIMHOM (BXK. TOUKa 5.1).

IIpocmamno-cneyugunen anmuzen (PSA)

CepyMHaTa KOHUEHTpaLHA Ha NPOCcTaTHO-CrielM(pHIHUA aHTHreH (PSA) ¢ BasKeH KOMIIOHEHT 3a
OTKPHBAHETO HA KapLIMHOM Ha npocTtarara. Cnel 6-MecedHo jiedeHHe ABOAapT BOOH 10 HAMA/IBAHE Ha
CpeHHTE CepyMHH HHBa Ha PSA ¢ mpubnusurenso 50%.

ITpn maupenTHTE, MpHEMAaIH ABOJAPT, TPAOBa Ja ce YCTAHOBH HOBA, W3XonHa PSA crofinoct caen 6
Mecena nedenue ¢ Aroaapr. Ilpenopbuea ce peAOBHO MpocleAdBaHe HA CTOHHOCTHTE Ha PSA cien ToBa.
Besko noTBEpACHO MOBHIIABAHE OT Hal-HHCKOTO HUBO Ha PSA no BpeMe Ha JieYeHHETO ¢ ABOJApPT MOXkKe
aa e Oeler 3a HUIMYME Ha KAPI[MHOM Ha IPOCTATA HIIH 32 JIOLI OTTOBOP KbM JICUCHHETO ¢ ABOZAapT, ¥ TpAOBa
Jia ce ONeHABA BHUMATEITHO, AOPH B CYYaH 4¢ TaAKMBa CTOMHOCTH Ca BCe OlIie B paMKHTE Ha HOPMAJIHHUTE
CTOMHOCTH 3a MBKE, HenpHeMallu S-anda pexykrazeH HHXHOUTOP (BX. To4uka J.1). IIpH HHTEpTipeTHpaHeTO
Ha CToMHOCTTa Ha PSA 3a mampenT, koifto npuema ABoaapT, 3a CpaBHEHHE TPAOBA 1a ce MOTHPCAT
IPEeAMIIHA CTOMHOCTH Ha PSA,

Jleuenuero ¢ ABOoJapT HE Hpeys Ha H3MION3BAHETO Ha PSA kaT0o NOMOIHO CpeACTBO B HATHOCTHKATA Ha
KapiUHMHOMA Ha [pPOCTaraTa clie/l YCTaHOBABAHEeTO HAa HOBA M3X0JHA CTOHHOCT. S

Obmure cepymMun H1uBa Ha PSA ce BppIatT KbM H3XOOHHTE CTOHHOCTH A0 6 Mecena cnen npcycmﬂ?fs
Ha ieueHreTo. ChOTHOLIEHHETO MEXTY cBoOoaHMA M 06mug PSA ocTaBa MOCTOSHHO m}];m no):["hnnmg
Apomapt. Ako nexkapaT w3depe Aa W3NON3BAa OTHOCHTENHHS A1 (%6) Ha cBOOOIHHA PSA KEiTD IIGMG]II,HO g



CPEACTBO 33 YCTAHOBABAHE HA KAPIMHOM Ha IMPOCTATATA NIPH MbXKe, IeKyBaHH ¢ ABOIApT, HAMa Ja €
HeoOXOMMAa KOpeKIMA Ha CTOHROCTTA MY.

IIpu DauMeHTHTE TPA6BA 2 ce HANPABH PEKTAIHO TYIMPAHE HA MPOCTATATA, KAKTO Y IPYTH U3C/IEABaHHS 32
AUATHOCTHKA HA MPOCTATEH KApLIMHOM, Npeay 3allouBaHe Ha JCYEHHEeTO ¢ ABOAAPT, KAKTO H NEPHOAHYHO
CIeA TOBA.

Copoeuno-cb008u HeJICENany pearyuuy

B nBe 4-roMinHy KAMHEWYHY DPOYUBaHMA, YECTOTATA Ha CHPACYHATA HEAOCTATHYHOCT (KOMOMHMPAH TEPMUH
3a AOKIaABaHH CHOHTHA, TTIABHO CHPACYHA HEOCTHTHYHOCT H KOHIeCTHBHA ChPASYHA HeJIOCTATHIHOCT) €
MaJIXO TIO-BHCOKA [IPH JIHLIATA, KOUTO NMpHeMAT KOMOMHALHITa OT ABoAapT H aida;-aapeHopeLenTOpeH
AHTarOHHCT, [MTABHO TAMCYJIO3HH, OTKOJIKOTO CpeJ JidlaTa, HelpueMamy koMOunaumara. Obage, 9ecroraTa
Ha CHPACYHA HEAOCTATHEYHOCT NIPU TEIH W3IMUTBAHUA € HO-HHCKA BB BCUUKH aKTHBHO JISKYRAHW [Py B
cpaBHeHHe ¢ manebo rpynara, 1 APYTH HAJIMYHH JAaHHM 33 AyTaCTEpHI WIH all(a;-aAPeHOPELEITOPHH
AHTArOHUCTH HE MOAKPEIAT 3aKII0UEHHE 3a MIOBUIIIEHH CHPACYHO-CHJOBH PHCKOBE (BK TO4YKa 5.1).

Kapyunom na 2vpoama

Hanw4inu ca JoKaagH 3a KapIMHOM Ha IbpAAaTa NPH MbXe, IpHeMallld AyTacTepu] B KINHHHYHH MPOYYBaHHA
H TI0 BpeME HA MOCTMAPKSTHHIOBHSA NSPHOA. EMMIeMHOIOrHYHHA poy4YBaHnsd obave He OKA3BaT
MOBMIIZBAHE HA PHCKA OT PA3BUTHE HA KaplHOM Ha IbpAaTa [PH MEKe IPH ynotpeba Ha S-anda
peayKTasHd HHXUOuTopH (B TO4Ka 5.1). Jlekapure TpaOpa na HHPOPMHUPAT NAUMEHTHTE CH a JOKIAABAT
BEAHAI'a IPOMEHH B THKAHTA HA rbpAaTa, KaTo OYYKH HIH NOSABa HA CEKPET OT 3bpHATA.

Kancynu ¢ napyuiena yanocm

HyTactepua ce pezopOupa mpe3 Koxara, mopagH KOeTo JKEeHUTe, AeHara H IoHommTe Tpabea na w3bareat
KOHTAKT C KAICYJIH ¢ HapYIIeHa [ay10cT (BX, To4ka 4.6). Ako ToBa ce CIIy'H, obiacTTa Ha KOHTaKT TpAaOBa
He3abaBHO fa ce H3MHE ¢ BoZa M CallyH.

Heprodpobro yspesxcoane

JyracTepup He e Mpoy4RaH IpH MaMEHTH ¢ YepHOAPOOHO 3abonasane. dyTacrepus Tpadea Aa ce MpHiara
BHHMATEHO TPH MallHeHTH C JIEKO [0 YMEPEHO TEXKO YepHOAPOoOHO yBpekaaHe (Bxk. Touky 4.2, 4.3 H 5.2).

*

4.5 BaammopeiicTBme ¢ APYrE JeKapCcTEEHA IPOAYKTH H APYTH popMH na B3AHMONCHCTRHE

3a uHpopMalKs OTHOCHO NIOHIDKABAHETO Ha CTOHHOCTHTE HA CEpyYMHHA PSA no BpeMe Ha JieueHHe ¢
AyTacTepu M HACOKH 33 OTKpHBaHe Ha KapIHHOM Ha IPOCTATAaTa, MOJIsl BIDKTE TouKa 4.4.

Edbexmu na opyzu nexapcmea evpxy drapmaxoxunemuxama va oymacmepuo
Ednospemenna ynompeba c unxubumopu na CYP3A44 wunu na P-zrnuxonpomeun.

HAyTracrepua ce eNMMHMHHpA INaBHO Upes MeTabonusupane. In vifro npoyYBaHHATA [TOKA3BAT, Y€ TOBA
MeTabomsupate ce katamusupa or CYP3A4 u CYP3AS. He ca mposexxianH HacO4YEHH NPOY4BaHHA 3a
B3auMoaeHcTBUS ¢ MONHUA HHXUOuTOpH Ha CYP3A4. Borpekd ToBa, NpH NOIYJAlMOHHO

(PapMaKOKMHSTHYHO NPOYYBaHE KOHUSHTPALIAKTE Ha CEpYMHHA AYTacTepHI Ca OIWIH CHOTBETHO CPT, HOhG
Ao 1,8 mbTH NO-BUCOKM NPH MaNbK OpO# MalHeHTH, IPH KOUTO €AHOBPEMEHHO C OyTACTePHA Ca np aﬁf;&x

BEpanaMWI WM NiTHazeM (yMepeHH nHxubuTopu Ha CYP3A4 1 uEXuOHUTOPH Ha P-mmconpm‘enﬂ B, \"{?ﬂ \
CPaBHEHHE C OCTAHAJINTE HALAEHTH. RERY
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[IpoaBDKUTETHOTO KOMOHHHpaHe HA TyTACTEpH] C IEKAPCTBA, KOMTO ¢4 MOIIHA HHXUGHTOpH Ha €H3HMa
CYP3A4 (sanp. puToHAaBHp, HHAHHABHP, He(a30q0H, HTPaKOHa30J1, KETOKOHA30, NPHIOKEHH TTEPOpPAHO)

‘MOXKeE [1a IOBHIIM CEpYMHUTE KOHUSHTPalliH Ha AyTacTepuA. BepoaTHOCTTA 3a JOITBITHHTETHO HHXHOHpaHe

Ha S-anja peAyKTa3aTa IpH IIOBHIICHA eKCIIO3HIIMA Ha JYyTACTEPHI € Malka. Axo obaye ce yCTaHOBAT
HeXKENaHH JICKapCTBSHH peakiyy, Moke fa ce 0OChaN HaMalliBaHe Ha YECTOTAaTa Ha [IPYeMa Ha OYTacTepHA.
Tpabea na ce orbenexu, ye B CIyyaii Ha eH3IHMHO HHXHOHpaHe, TBJIT0TO BpEME Ha IONy-3KUBOT MOXKE Aa Ce
YIBIDKH JOITBIHMTEIHO ¥ JOCTHIAHETO Ha HOBO CTaOMITHO CBCTOAHHE MOXKE JIa Ce IOCTHTHE Clle] MOBEeYe OT
6 Mecella eHOBPEMEHHO JICYEHHe.

Ipunoxenvero Ha 12 g xonecTHpaMIH eIHH Yac cJie/l IPHEM Ha eHHMYHA 7032 OT 5 mg nyTacTepm He €
MOBIUANO (papMaKkOKHHEeTHKATa Ha AYTacTepH]I.

Ecbexmu na oymacmepuo svpxy dapmaxoxunemuxama na opy2u ieKapcmea

Jlyracrepun He NOBIMABA PapMaKOKMHETHKATA Ha BapdapuH WIHM AUroKCHH. ToBa ITOKA3Ba, 4ye JyTaCTepHT
He HHxuOHpa/maxypa CYP2C9 unu TpancnopTHaTa MoneKyna P-rnuxonporens. In vitro npoy4BaHiiTa 3a
B3aMMOZEHCTBHA [TOKA3BAT, Y€ AyTacTepuA He HHxuOupa ensnmure CYP1A2, CYP2D6, CYP2C9,

CYP2C19 unn CYP3AA4. |

B Manko npoyusane (N=24) B npoas/DKeHHe Ha ABe CEAMHLH TPH 3ApaBy MBxke, Ayractepul (0,5 mg
JIHEBHO) HE € OKa3a/ epekT BEPXY (PapMaKOKHHETHKATa Ha TAMCYJIO3HH HITH Tepa303HH. Chlo Taka, B TOBA
MPOYHMBAHE HE € YCTaHOREHO dapMakOoMHHAMHUYHO B3aUMOACHCTRHE.

4.6 DepraaureT, (peMEHHOCT H KbpMeHe

Avodart ¢ IPOTHRONOKA3AH 32 MIPHIIOKCHHE TIPH AEHH.

bpeMeHHOCT

Kaxro u octananire ubxuOATOpH Ha S-anda penykrasara, AyTacTepil HHXMOMpa NPEBpHhUIaAHETO HA
TECTOCTEPOH B NUXHAPOTECTOCTEPOH M AKO € MPHIIOKEH Ha KeHa, OpeMeHHa ¢ MBIKKH (eTyc, HyTacTepHA
MO2Ke Ja MOATHCHE PasBHTHETO HA BRHIIHHTE NOJIOBH OpradH Ha ¢etyca (Bx. Touka 4.4). B cnepmara Ha
nuna, npueMaigy 0,5 mg ABogaprt AHEBHO, Ce YCTaHOBABAT MAJIKH KOJIHYECTBa ayTacrepui. He e u3pecTHO
HAITH MBXKH deTye me Obe NOBNKAH HeraTHBHO, AKO MAliKaTa ¥Ma KOHTAKT ¢hC CIICPMATa Ha NANMEHT,
JIEKYBaH ¢ AYTAcTepHA (PMCKET 3a IUIOAA € Hali-IonaM npe3 IspeuTe 16 ceAMHUI HA OPEMEHHOCTTA).

KaxTo IIpH BCHYKH OCTaHAIN HHXMOHTOPH Ha S-alida pexykTasaTa, KOraTo NapTHEOPKara Ha MAL[HEHTa e

OpeMeHHa WM € BL3MOXKHO 23 3a0peMeHse, ce NpEnophuea Aa Ce M3NON3Ra NPSICPBATHR O BPEME HA IIONOB
aKT ¢ e Jia ce 3berHe KOHTAKT HA NapTHHOPKATA CHC cliepMaTa Ha MMallHeHTa.

3a UH(OPMAIIME OTHOCHO NPEIKIHHKIHATE JaHHA BIKTE TOUKA 5.3.

KbpMeHe

He e u3BecTHO Nanu AyTACTEpHI ce €KCKPETHpa B KbpMaTa 11pH Xopa.

OepTUIUTeT

Hma crobuienns, 4ye JyTacTepHI MORIMABA XapaKTEPHCTHKUTE Ha ciepMarta (HaMajissaHe Ha Opod Ha
CICPMaTO3OHAMTE, OfeMa Ha cnepMaTa H NOABMKHOCTTA Ha CTIEPMATO30HINMTE) [TPH 37IPaBH MBXKE (Bm,.
Touka 5.1). BE3MOxHOCTTa 32 HAMaNABaHE Ha MBKKUS (PEPTIIIHTET He MOXE Ra Obe HSKJ]]O‘IGH&-’

Tk




4.7 EdexTn BbpXy ciocofROCTTA 32 modHpaHe H padoTa ¢ MAIIAHH

B33 ocHOBa Ha apMaKOIMHAMHYHHTE CBOICTBA Ha XyTacTePH, HE ce O4aKBa ICYEHHETO C TyTACTEPUA Aa
TOBIIMAE cnocoDHOCTTaA 32 WodrpaHe Wi paboTaTa ¢ MAHIUHH.

4.8 Hexenanu JiekapcTBeHH PEAKIHH

ABOJIAPT, ITPHJIOXEH KATO MOHOTEPAIIUA

IIpubnuzurenno 19% ot 2 167 nauumedTa, KOMTO ca npHeMani gyractepua B 2-roguminuTe ®asa 11
1ale60-KOHTPONHPAHH H3NHTBAHKS, CA PA3BIUIM HEXEIAHH JIEKAPCTBEHH PEakLHH [pe3 ITPBaTa roAHHA OT
neuennero. Ilopeuero peakuuu ca OwIM Jexy WK yMepeHo TeXKH H ca OWIM OT CTpaHa Ha
BE3NPOU3BOJUTENTHATA CHCTeMa. He e HaOmoaasaHa MpoMaHA B TPOQUIa HA HEKEJIAHUTE PEaKIMH 110 BpeMe
Ha MOCJIEABAIIUTE 2 roOHHHU B OTBOPEHOTO NMPOAB/DKEHHE Ha MMPOYUBAHUATA.

Tabmauara mo-A0My NoKa3Ba HeXXeTaHUTe JIEKAPCTBCHH peakLHy OT KOHTPOJIUPAHHUTE KITHHHYHH
M3IHTBAHMA ¥ IOCTMAPKETHHIOBHA ONUT. U30poeHHTE HexeTaH| peaKiy OT KIHHHYHUTE U3NHTBaHHA Ca
OLICHEHH OT H3CEAOBATENA KaTO CBBP2aHU ¢ IEKapCTBOTO peakuuy (¢ yecToTa o1 1% 1M noseve) U ca
chOOIIaBaHu NTO-YeCTO MPU TALHESHTH, JIEKYBaHH C JYyTACTEpH], B CpaBHEHHE C IUTanedOo Impes IrepBaTa
rofiMHa ot NevexneTo. Hexxenanure peakiiMy 0T IOCTMAPKETHHTOBHA OIIMT €4 YCTAHOBEHH OT CIIOHTAHHHTE
MOCTMAPKETHHIOBY CHOOINCHNA, MOPAAK KOSTO PeaiHaTa WM YeCTOTa He € H3BECTHA.

Mrnozo vecmu (> 1/10); Yecmu (= 1/100, < 1/10); Hevecrmu (= 1/1 000, < 1/100); Peoxu (= 1/10 000,
< 1/1 000); Muozo peoxu (< 1/10 000); ¢ neuzsecmuna vecmoma (om Harussume OaHHU He Modce 0a Ovoe
HanpaeeHa OYeHka,).

CuacremMo-opranen Hexenana peaknns YeeToTAa OT JAHHATE OT KIHHAYHE H3NHTBAHAA
Knac YecroTa 00 BpeMe HA YecroTa 10 BpeMe Ha
1-BaTa rogmea oT 2-parTa rogana o1
Jedennero (n=2 167) aeuennero (n=1 744)
HapyiueHnus Ha HmmoreHTHOCT 6,0% 1,7%
BE3MpousBoauTennara | IlpoMeHeHo 3,7% 0,6%
CHCTEMa M I'bprara (HamaneHo) 1ubuo’
Hapymenua Ha 1,8% 0,5%
esAKynanuaTa’
Hapyinenus Ha 1,3% 1,3%
I'EpAUTE"
YecToTa, H3YHC/IEHA OT HOCTMAPKETHHIOBH AAHHH
Hapymenus Ha ANECpruvHH peaxiuH, Heuspectna
HMYHHATAa CHCTEMA BKJFOUUTENHO 00OPHB,
npypHTYC,
YPTHKapyi,
JIOKaI3UpaH OTOK H
AHrHOeEM
Iewxymanm Henpecus HeuzpecTHa
HAPYIIEHUS
HapymeHus Ha Anonenns (3ary6a HeuecTH
KOXKATA M MOJAKOXKHATA | HA OKOCMSBAaHE,
ThKaH [JIABHO ITO TATOTO),
XHIOEPTPHXO03a
Hapyimienus Ha bonka u mogyeane - Heuzpectna
BB3NPOU3BOJHTENHATA | HA TCCTHCHTE —_
CHCTEMa H IBpAATa

L °




" Te3u HeXeJlaHH PEeaKLIMH B CeKCyalHaTa GpyHKIIHS ¢¢ CBBP3BAT C JICUEHHETO ¢ AyTacTepHi (BKIIOUHTENHO
MOHOTEpAIHA H KOMOMHALMA ¢ TAMCY/I03HH). Te3H HeXKeNIaHH Peakilui MOXe 1a IEPCUCTHPAT Clel
PEYCTAHOBABAHE Ha jledeHHeTo. PojiaTa HA JyTacTepH N0 OTHOLIEHHE Ha TOBA MEPCHCTHAPAHE HE €
M3ACHEHA.

" BKJIKOYBA HAMATABAHE HA ofeMa Ha criepMaTa

* BIUIIOYBA HATIPEKEHHE H YTOJIeMIBAHE HA TbPAHTE

ABD,HAPT B KOMBHHALWA C AJIDPA-BJIOKEPA TAMCYJIO3HUH

Haaau ot 4-rogpusoro npoydeale CombAT, cpapaseamo gyracrepun 0,5 mg (n=1 623) H TaMCyJIO3UH
0,4 mg (n=1 611), npunokeHH BeIHRK JHEBHO CAMOCTOATEIHO U B komOuHaima (n=1 610) rokasgar, ue
YeCcTOTATs HA BCHUKUTE, OLISHEHU OT H3CIEeNORATEN IeKAPCTREHO-CREP3AHN HOKEIaHH PEeaKIMH 110 BpeMe
HA ITBPBATA, BTOPATA, TPETATA M YeTRBPTATA FOJHHA OT JISYEHHETO, ca GHIH cBOTBeTHO 22%, 6%, 4% 1 2%
3a KOMOMHHpaHaTa Tepalus qyTacTepHa/raMcyaosus, 15%, 6%, 3% u 2% 3a moHOTEpanuATa ¢ ZyTaCTEpHA,
H 13%, 5%, 2% u 2% 3a MoHOTEpanusTa ¢ Tamcynio3uH. [lo-BHCOKaTa 4eCTOTa HA HEXKEJIAHH JICKAPCTEBHA
peakiMM B rpynaTa Ha KOMOHHHpaHaTa Tepanms Npe3 IbPBaTa 'OAHHA OT JIEYEHHETO € CBbp3aHa ¢ ro-
BHCOKA 4YeCTOTa Ha HapYIUEeHUS Ha BB3MIPOM3BOMHTENHATA CUCTEMA, NO-CIIELMAIHO HA HAPYLICHHA Ha
eAKyJauuATa, HabmoaABaHH IIPH TA3H IPYTIA.

CnennuTe OLICHEHH OT M3CJICAOBATENS JIEKAPCTBEHO-CEBP3aHH HeJKEaH! PEaKLiH ca ChoOIaBaHH ¢ YeCTOTa
ot 1% unm noeeye N0 BpeMe Ha IThpBaTa FOfHHA OT JIeUueHHeTO B poyyBaHeTo CombAT; yecroraTa Ha Te3H
HEXENTAaHH PeaKIHH IIpe3 YeTHPUTe MOJHHH Ha JIEYSHUETO € MMoKaszaHa B Tabiuiara no-aoiny:




YecToTa o0 BpeMe Ha nNEpHoOaa Ha JiedeHue
Cucremo-opranan Hexxenana nexapcrBeHa
KIACOBE peaKLMa I'oguHa 1 ["'ogyuua 2 IN'onuwa 3 I'ogunHa 4
KoMGunauusa® {n) (n=1 610) (n=1 428) (n=1 283) (n=1 200)
Hyracrepup (n=1 623) (n=1 464) (n=1 325) (n=1 200)
Tamcynosun (n=1 611) (n=1 468) (n=1 281) (n=1112)
Hapymienus Ha 3amaiiBaHe
HOpBHATE croTEMa KomGusans® 1,4% 0,1% <0,1% 0,2%
Hyractepun 0,7% 0,1% <0,1% <0,1%
Tamcymosun 1,3% 0,4% <0,1% 0%
Cepaeuny Hapymenusa | CepaeyHa
HEeJOCTATEYHOCT
(koMOHHUpaH TepMHH®)
KoMmOMHAamT® 0,2% 0,4% 0,2% 0,2%
HAyracrepHa <0,1% 0,1% <0,1% 0%
Tamcyno3un 0,1% <0,1% 0,4% 0,2%
HapymeHus Ha HmnoresTHOCT®
Eﬁiﬁiﬁﬁﬁﬁiﬂm Kom6HHarms® 6,3% 1,8% 0,9% 0,4%
Jyracrepua 5,1% 1,6% 0,6% 0,3%
Tamcynozun 3.3% 1,0% 0,6% 1,1%
ITpomeHeHo
(nmotHcHaTo) MUOHIO *
KomGuHamms® 5,3% 0,8% 0,2% 0%
HyTtacrepun 3,8% 1,0% 0,2% 0%
TaMcyno3un 2,5% 0,7% 0,2% <0,1%
Hapymiernsa na
eAKyIanuaTa’®
KoMbunarps® 9,0% 1,0% 0,5% <0,1%
Hyracrepun 1,5% 0,5% 0,2% 0,3%
Tamcynozun 2,7% 0,5% 0,2% 0,3%
Hapywienua Ha repaara”
KomOunamus® 2,1% 0,8% 0,9% 0,6%
Hyractepnua 1,7% 1,2% 0,5% 0,7%
TamcynosuH 0,8% 0,4% 0,2% 0%
8 KoMbumraips = pytactepun 0,5 mg BeAHBK AHEBHO ITIIOC TaMcynozuH 0,4 mg BeAHDK JHERHO.
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KOMGI{HHPRHHHT TEPMHH CHPACYHA HENOCTATRYHOCT BKIKYBA KOHICCTHBHA ChHpACYHA

HCAOCTATBYHOCT, CHpACYHA HEJOCTATRYHOCT, ICBOKAMepHAa HEAOCTATHIHOCT, OCTpa ChpACYHA . -

HEIOCTaTBYHOCT, KApAHOT€HEH MIOK, OCTPa IEBOKAMEPHA HENOCTATHYHOCT, AECHOKaMEpHa fHeﬂ@bquHDgr" -
OCTpa JIeCHOKAMEPHA HEZIOCTaTHYHOCT, KAMEpHa HEIOCTATBYHOCT, KapAHOITYIMOHAIIHA HEﬂOGTaﬁﬁHQm SN

KOHreCTHBHA KapAMOMHOIIATHS,




? Te3u HexenaHH peakildH B CeKCYaTHATA (PYHKIIHA ce CBBP3BAT ¢ JICUCHHUETO ¢ AYTACTEPU]
(BKIIIOYHTENTHO MOHOTEPAIMA H KOMOHHAIHA ¢ TAMCYJI03HH). T€3H HexeNaHH peakilid MOXKe Aa
NepcHCTHpAT Cllel MpeyCTaHOBABaHe Ha JedeHHeTo. Ponara Ha XyTacTepus, [0 OTHOLICHHE Ha TOBa
NEePCHCTHPAHE HE € U3SACHEHA.

r Brumoysa Hanpe)XeHHe U yroJeMaBaHe Ha CbpAMTE.

" BxmouBa namMansBane Ha o6eMa Ha CriepMara.

JAPYTU JAHHHA

IIpoyusanero REDUCE noka3sa no-sucoka dyectota Ha Gleason 8-10 xapuMHOMM Ha nIpocTaTara npH
MBKETE, JIEKYBAHU ¢ XYTACTEPH/ B cpaBHeHHe ¢ 1wianebo (Bx. Touky 4.4 1 5.1). He e ycTaHOBEHO JaNH
eeKTHT Ha QyTACTEPH 3a HaMaNABaHe 00eMa HA TIPOCTATATA YIM CBBP3aHH C ITPOYYBAHETO (DAKTOPH ca
IIOBJIHAJIA BEPXY pE3YJITATHTE B TOBA OPOYYIBaHE.

CrnegHoTO € JOKIaJBaHO B KIIHHHYHH NPOYUBAHASA U IOCTMAPKETHHTOBA YNOTpeba: KapLiMHOM Ha IepAaTa
npu MBXe (BXK. TOuka 4.4).

CrobumasaHe Ha ONO3UPAHY HEXE/IAHH peakiiHy
Crob1aBadeTo Ha IOAO3ZHPAHM HeXKeJIAHH peakliH cliell paspelllapaHe 3a YNnoTpeda Ha IeKapCTBeHH

NpOAYKT € BaxHO, ToBa No3BoJIsiBa 3 NPOIB/DKH HAGIIOAEHHETO HA CHOTHOMEHUETO MOJI3a/PHCK 3a
JIEKapCTBEHHA NMPOAYKT. OT MeTHITMHCKATE CIIELIHANMCTH C€ H3UCKBA Jia chOoDIE@aBaT BCAKA MO03UPAHA.
HEXXellaHa peaKiid 4pes HallioHA/THA CHCTeMa 3a ChollaBaHe:

H3rp/HHTEHA areHIM 10 JICKapcTBaTa
yi. ,JlamaH ['pyes” Ne 8

1303 Codus

TelL.: +35 928903417

yebcaiiT: www.bda.bg
4.9 IIpemozupane

YIpu H3muTBaHKI ¢ ABOAAPT NpH AOOPOBOJIIY ca IIPHIAraHM ¢AMHUYHHA JHEBHH /103 qyTacTepug Ao 40 mg
naeBHo (80 reTH TepaneBTHYHATA 103a) B NPOABDKEHHE Ha 7 JTHH Ge3 3HaUHTEIHH rpol/IeMH ¢
6ezomacHocTTa. [Ipy KNIMHAYHATE M3NWTBAHMA Ha JIMIATA ca NpIIAraHy A03M OT 5 mg JHEBHO 3a 6 Mecella
6e3 AOITLITHHTENHY HEXKENAHN peaKiii cnpaMo HabmonapaHHTE TIpH TepaleBTHYHHM Ao3M oT (,5 mg. Hama
crierupMUCH aHTHAOT 32 ABOJAPT, IOPaAH TOBA HPH IOXO3PCHHE 32 NpeAio3Hpane TpAOBa a ce Ha3HAYH
NOAXONSAIIO CUMITTOMATUYHO H NOATBPKAIINO JICYCHHE.

§. @APMAKOJIOT'HYHHU JAHHHA
5.1 dapMakoIaHAMHYHM CBO#cTBA

PDapMakoTepaneBTHYHA I'pynia; HHXUOHTOPU Ha TECTOCTEPOH-3-allpa peAyKTa3ara.
ATC koa: G04C B02

HyTacTepHa noHwKapa HHPKyJIHMpalHTe HUBa Ha AuxugpotectocTepona ([IXT) upes mHxubUpaHe Ha
H30eH3UMHTE So-peqykrasza THIIoBe 1 ¥ 2, KOMTO OTIOBapAT 3 MPEeBPBILAHETO Ha TecTocTepoH B JIXT.

ABOIOAPT ITPIOXEH KATO MOHOTEPAIINA

Egexmu evpxy [IXT/mecmocmepon: T
R N '~'-..-,3';[ar'1 ,f"a'.-'-. N
Ve LY A N

1
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EQexTET Ha exeHEBHH /1031 ABOIAPT BLPXy HaMalspaHero Ha JIXT € f0303aBHCHM H Ce Haﬁmo,um cii '{é’(
1-2 ceamunu (crorBeTHO 85% 1 90% moHIDKaBaHe). LT R T ~.




ITpu nmaumenta ¢ AITX, nekyBanu ¢ gyractepuy (,5 mg/nHeBHO, &€ YCTAHOBEHO CpeZlHO HaMaJIcHUe Ha
cepymaus AXT ¢ 94 % na nppBaTa roauHa M 93 % Ha BTOpaTa ronHa, ¥ CpeJHO YBEIHYEHHE Ha CEPYMHHA
TECTOCTEPOH ¢ 19 % kaKkTO clel mepBaTa, Taka H CJe] BTOpaTa rOavHA.

Edghexm evpxy obema na npocmamama:

- 3HAYMTEIHO HAMANABAHE Ha 00eMa Ha MPOCTATATA € YCTAHOBEHO OLLE Ha ITBPBUS Mecell CJIEN HAYaI0TO Ha
JICYEHUETO, KATO HAMAIEHHETO € MMPOABIDKAIO 10 24-us mecel (p<0,001). ABogapt BoAH A0 CpeHO
HaMaJieHHe Ha 0bips obem Ha mpocTtartata ¢ 23,6 % (ot uzxoneH pasmep 54,9 ml 1o 42,1 ml) na 12-un

~ Mecell B cpaBHEHHe Che cpeano Hamanenue ¢ 0,5 % (ot 54,0 ml na 53,7 ml) 8 rpynara Ha mane6o.
3HauurenHo {p<0,001) HamaneHue B 0Oema Ha TPaH3IUTOPHATA 30HA HA NPOCTATATa HACTHIIBA OLNE HA
ITBPBUA MECELL M MpOoAb/DKaBa 10 24-1s Mecell, KaTo Ha 12-HA Mecell € yCTaAaHOBEHO CpeHO HAMAJICHHE Ha
ofeMa Ha TPAaH3UTOPHATA 30HA HA [IPOCTATATA B TpynaTa Ha ABogapt cbe 17,8 % (01 M3xoacH pazMep
26,8 ml Ha 21,4 ml) B cpaBHeHHe chbC cpeaHo yBenuwtenue oT 7,9 % (ot 26,8 ml na 27,5 ml) B rpynara Ha
raue6o. Hamanenuero na obemMa Ha ripocraraTa, HabmogapaHo 10 BpeMe Ha ITbPBHTE Be FOJAHHH OT
OBOHHO-CIIATIOTO JIeUeHHE, € 3aABPKAH0 H MO BPEME Ha JOITBJIHUTETHHTE 2 FOJUHE Ha U3IHTBaHHATA NPH
OTBOPEHOTO IpocneaaBaHe. HamaneHnero Ha odema Ha rmpocTaTtara BOJU A0 NOA0OPEHHE Ha
CHMITTOMATHKATA H HaMaJifBaHe Ha pucka ot O3V m xupypruvecka Hameca, cebpsasa ¢ JIIX.

Knunuuna egbuxacuocm u bezonacrocm

B Tpu ABYTOAHMIIHH MHOTOIIEHTPOBH, MHOTOHAIIHOHAIHH, KOHTPOJIMpPaHH ¢ nianebo ABoHHO-cneny
KITHHAYHHA H3NMHTBAHKA 33 OIICHKA Ha e(DMKACHOCTTA ca cpaBHABaHH ABomapT 0,5 mg HHEBHO M ILiaLedo Mpy
4 325 MBKE ¢ YMEPEHO TeXKa N0 Texka cummroMaruka Ha JIIIX, c obem Ha npoctararta 230 ml 1 cToHHOCT
Ha PSA B gnarazona 1,5 - 10 ng/ml. BoocneacTBie Te3H H3NMUTBAHHA ca IPONB/DKHIIH ¢ OTBOPEHO
YIOBLIDKABAHE 32 4 TOAMHM IPH BCHYKA NAaleHTH, KOUTO ca OCTAHAJM B MPOYIBEHETO ¥ Ca NPHEMaH ChilaTa
ao3a gyractepun 0,5 mg. 37% or mepBOHAYANHO PaHIOMH3HPaHHTe Ha 1w1auedo nauueHTH B 40% oT
[TALAEHTHTES, PaHAOMM3HpaHH Ha JyTACTEPH], ¢a OCTAHAIM B MpOy4BaHeTo 3a 4 ronuuH. Ilo-rongama JacT
(71%) or 2 340 ygacTHHLIM B OTBOPEHOTO YABJDKABAHE Ca 3aBbPIIWIH IBETE JOIMLIHHTEAHH 'OAHHH Ha
OTBOPEHO JIEYCHHE.

Haii-paxxpuTe napaMeTpH 3a KNHHHYHA epuKkacHOCT ca 61nu CHMITTOMATHYEH HHAESKC HA AMEPHKAHCKATa
yponormdHa acoianys (American Urological Association Symptom Index, AUA-SI), MakcManHa CKOpPOCT
Ha YpHHHHA TOK (QmaXx) ¥ 4eCcTOTaTa Ha OCTPO 3aAbprKaHe Ha ypHHa U XHPYPruuecka HaMeca, CBbp3aHa ¢

TIIX.

AUA-SI mpeacraenasa 7-roukop penpocHuk 3a JJI[X-cppp3anaTa cHMIToOMaTHKa. MakCHMATHMAT CKOP €
35. Cpeaqnuar usxoneH cxop € 0mn npubmizurenno 17. Coen 6 Mecella, eqHa A ABE rOAHHH JIEYESHHE
NAMEHTHTE B IpynaTa Ha maneCo ¢a iMany cpefiHo nonolpenne cue choTBeTHO 2,5; 2,5 1 2,3 TOYKH,
OOKaToO B rpymarta Ha ABoaapr mnogo0peHuero e 6mno croreerHo ¢ 3,2; 3,8 4 4,5 Touku. Paznukure MEXIy
rpynurte ca 6mnn crarucTyecku 3HauuMH. HonoOpenuero no AUA-SI, HabmroaagaHo 1pe3 MEPBHTE ABE
TOMHU OT ABOHHO-CIIAIIO NIEYECHHE, € MPOABDKHIO H 0 BpeME Ha JBeTe JIOTB/IHHTEIHHA I'OJJHHH Ha
OTBOPEHOTO YABJLKABIHE HA NPOYYBaHHUATA.

Omax (MaxCuManna cKOpoCIm Ra YPUHHWL MOK)

Cpennusar uzxozaen Qmax B u3nuTBaHUAT2 ¢ 611 npubmmseTento 10 ml/sec (Hopmanen Qmax >15 ml/sec).
Cnep emna v ABe roAWHH JISUeHHe MAKCHMAJIHATA CKOPOCT HA YPHHHHSA TOK B TpyTIaTa Ha Iuianebo e Ouia
noaobpena crotserHo ¢ 0,8 1 0,9 ml/sec, a 8 rpynaTta Ha ABoapT - choTBeTHO ¢ 1,7 1 2,0 ml/sec. Pasnukara
MEXIOy FpyNHUTe € OMUIa CTATUCTHYCCKH 3HaAUMMa 33 MeceruTe OT 1 mo 24. [lopumasanero Ha MaxcHMaHaTa
CKOPOCT H2 YPHMHHMA TOK, HaOMoaaBaHo Npe3 bPBUTE 2 FOAHHYA Ha JBOHHO-CIIANIOTO ﬂeqerme,»e ’“\”‘\\

TIPOABLIDKINIO H NPe3 JBETE AOTBIHHTENHE FOMHU Ha OTBOPEHO MIPOCIEIABAHE. Era -:if
Sy , T _'\J“'-:% 1“.
Ocmpo 3a0vpircare Ha YPUHG U XUPYP2UHECKa HAMECA S Jl"l E \]
- __ﬁ'_r_?s“ .
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Cnea DBYFOAHINHO JICUSHHE YECTOTaTa Ha CIIYYalTe C OCTPO 3aAbp:kaHe Ha ypuHa € 4,2 % B rpynaTa Ha
mwianebo copamo 1,8 % B rpynara Ha Asoaapr (57 % HamaneHde Ha pucka). Ta3H pa3iIHKa € CTATHCTUMECKH
3Ha4rMa H O3HavaBa, 4e 3a Ja ce u3berHe eauH ciaydail Ha O3Y Tpabsa na ce nexysat 42 manuenty (95% Cl
30-73) B npoAb/IDKeHME Ha JBE FOIHHH.

YecroTara Ha cBpp3aHara ¢ JIIX xupypriuna Hameca ciie Qe roguay e 6mna 4,1% B rpynara Ha rwiauebo
H 2,2% B rpynata Ha Apoaapr (48% waMaieHHe Ha pucKa). TasH pasliHKa € CTATHCTHUECKH 3HaYMMA H
03Ha4aBa, 4¢ 34 Aa ce u3berte eluH ciydaif Ha Xupyprudaa HaMmeca TpaOBa aa ce JIeKyBart J1 nanyeHrH
(95% CI1 33 - 109) B npoabKEeHHE HA IBE MOJHHH.

Pasnpecdenenue na oxocmasanemo

E¢exThT Ha gyTacTepua BEPXY pasnpeeneHHeTo Ha KocaTa He € MpoydeH ¢opMalHO B KITHHHYHH
H3NUTBaHKA OT ¢asa III, Ho mHxuOHTOpUTE Ha S-aJida pexyKTa3aTa MOTAT Ja HaMaJIdBaT KOComnana | Ja
MHAYOHMPAT OKOCMABAHE IPH JIHIIA ¢ MBXKKH THIT KOCOMa] {MbiKKa aHIPOreHHA amoreiyas).

Tupeoudna gynxyun

Tupeouauara GyHKIN ¢ OLICHABAHA B SNHOTOAMIIHO M3NUTBAHE IIPH 3APpaBH MbxKe. 11pH nedeHue ¢
AyTacTEpUA HUBATA Ha CBOOOAHMA THPOKCHH ca cTabWiHK, Ho HUBaTa Ha TSH nexo ce nosuinasar (¢

0,4 MCIU/ml) B cpaBHeHue ¢ manebo B kpad Ha €QHOMOAHIIHHES epuoA Ha neuensie. Husata na TSH
BapupaT, HO THH KaTo MeauaHHMTe quanasoHd Ha TSH (1,4-1,9 MCIU/ml) ocraBaTr B HOpMaJHHTE MpaHHIH
(0,5 — 5/6 MCIU/ml), auBaTa Ha CBOOOIHMA THPOKCHH ¢a CTAGHIHM B TpaHHLTe HA HOPMAaTa H CXONHH B
ABETE TePANEBTHYHH I'pyNH - Ha IIanedo 1 Ha ayracrepu, To npoMenuTe B TSH He ca cueTen 3a
KITHHHYHO 3HAYHMH. B HATO €IHO OT KJIMHHMYHHTE M3NIMTBAHHA HE Ca YCTAHOBSHH OOCKTHRHM NaHHH, ye

AYTACTEPUA NORITHABA HeOIArOIPHATHO TUPEOHAHATA (PYHKIIHSA.

Hogoobpasysanus na mreunama dicnesa

B. ABYTOMUIIHK KIHHWYHA H3MHTBAHHA, OCHTYPABAIIH 3 374 nallHeHT-roqHHNA eKCNO3HIHA KbM JyTacTepHl,
H [0 BPeMe Ha PpEerHCTpauMATa B ABYTOAHINHOTO OTKPHTO NPOARDKEHHE, Ca QOKIaABAHM 2 ciIydas Ha
KAPIMHHOM HA I'Bp/aTa NpHU NMalMeHTHTE, JISKYBaHM © AyTacTepus, ¥ 1 cifyuaii npi nauMeHT Ha rnanebo. B 4
rogumHKTe npoyuBanus CombAT s REDUCE, ocurypsisauiu 17 489 nargieHT-roqHHM €KCNIO3HLIMA KbM
aytacTepHA M 5027 nanueHT-roqHHNE eKCNO3HIMA KbM KOMOMHAIUATA Ay TACTEPH/L, H TAMCYJIO3HH, HAMa
AOKJAIBAHH CIydaH Ha KAPIMHOM Ha I'bpHara B TPCTUPAHHTE IPYIIH.

JlBe ciTygali-kOHTpONHpaHH eMHAEMHOJIOTHYHHE NTpoyYBaHKs, eH0TO npoBezieHo B CAILl (n=339 cayvas na
KapIHHOM Ha r'bpaata H n=6 780 konTponn) U Apyro B 6a3zara naHHH Ha 3[paBeONa3BaHETO HA
BenukoOpuranua (n=398 ciTyuas Ha KapIiiiHOM Ha rbpaata 4 n=3 930 koHTpo/H), HE NMOKA3BAT YBENHYaBaHe
HA PHCKA OT PA3BHTHE Ha KAPL{MHOM Ha I'bPJATA NPH MBXKE, CBBP3aH ¢ ynoTpebarta Ha S-anda peayKrasHH
UHXUOUTOPH (BX TouKa 4.4). PeaymraTTe 0T THPBOTO IpoYyYBaHe HE YCTAHOBABAT TIOJIOKMTEIHA BPB3Ka 34
KapLHHOM HA I'bpAaTa IpH MExKe (pellaTHBEH PUCK IpH ynoTpeta > 1 roguHa npead AHarHoCTHUHPaHETO Ha
KapLMHOM Ha r'bpAaTa B cpaBHeHHe ¢ yirotpeba < 1 rogura: 0,70: 95% CI 0,34; 1,45). IIpu BTOpOTO
IPOYUBaHE, MPHONM3HTEIHOTO CHOTHOMIEHHE Ha IIAHCOBETE 332 KAPLIMHOM Ha FbpAaTa, CBBP3aH C
ynorpebara Ha 5 ARIs B cpaBHenue ¢ nmunicara Ha yniorpeda e 1,08: 95% Cl 0,62; 1,87).

IpAuHHHO-CIIeACTBEHA BPB3Ka MEXAY YeCTOTATA HAa KapLFHOMA HA PEPAATA [IPH MBXKE H IPOXBJDKHTEIHATA
ymoTpeba Ha IyTacTepui He & YCTAHOREHA.
Hoenuseane na mvocxus hepmuniomem:

EdexTute Ha gyTacrepua, npwiarasd B 1o3a 0,5 mg/aHeBHO, BHPXY XapakTePUCTHKHTE Ha criepMara ca
OLIEHABAHH IIPH 3ApaBH JOOPOBOJIIE Ha BE3pAcT Mexay 18 u 52 rogunm (27, mpueMaiy qyTacre |
nanedo), B IpOB/DKEHHE Ha 52 CeAMHIM pHEM H 24 ceMHIIM JOITbIHATEIHO CIEA npﬁﬂpamane‘lmﬂ Ma

Ha xyractepun. Ha 52-ta cenmuua ¢ Habmoaasaso CpeaHo IIpOLICHTHO HaMansiBaHe cnpﬂm HBXG,III:IM "L
obupma Opoii cnepmarosoray, 0bema Ha CHepMaTa H Ha NOABIKHOCTTA Ha cnepma'roaomlm‘e - c?L.OTBema L
23%, 26% 1 18% B rpynaTa, mpHeMana JyTACTEPH/, CJIE]] KOPUTHPAHE CIIPAMO cmmqﬂemma or’ &
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M3XOIHUTE CTOHHOCTH IIpH TpYyIiaTa, npueMaina ranebo. KonneHTpauuara 1 MOop(oIoriuaTa Ha cnepMara
He ce nopnuaBat. Cren 24-Te CEAMHEIE Ha MPOCIEASBAHETO, CpeiHATA IPOHEHTHA IIPOMAHA B 0011Ms Opoi
Ha CHSPMATO30HAMTE NpH rpymnara, npueMana JyTacTepHs, ocTaea ¢ 23% no-HUCKa oT H3xoaHaTa. Jlokaro
CPEOHHUTE CTOHHOCTH HA BCHYKH NAapaMeTpH Ipe3 LIOTO BpEME OCTARAT B HOPMANIHM I'PAHULIY H HE
NOCTHUraT MPeABAPUTEIHO ONPEACIICHHTE KPHTEPHH 32 KITHHHYHO 3HaYuMa npoMsHa (30%), npH nBama or
MBKETE, IPHEMATIM OYTACTEpHL, OposT Ha CrIepMaTo3ouaMTe © HaManal nosede ot 90%, B cpaBHeHuE ¢
H3AXOMHHSA, HA 32-Ta ceiMHEIA H YaCTHYHO Ce € Bb3CTAHOBWI HA 24-Ta ceaMMIla OT NMepUoaa Ha
npocienseane. BEaMoXHOCTTa 32 HaMa/MBaHE HA MBXKHA (DePTUIIMTET He MOXeE a3 OBbAe U3KITIOYEHA.

ABOJIAPT B KOMBHHAIWI C AJIDA BJJOKEPA TAMCYJIO3HWH

Asopapr 0,5 mg/nuesno (n = 1 623), tamcynozus 0,4 mg/nueHo (n = 1 611) wnu komGuHamA 0T ABOJapT
0,5 mg moc TamcynozuH (0,4 mg (n = 1 610) ca OIICHEHN MPH MBAKE C YMEPEHO TEXKKA 0 TEXKKa
cuMIrroMaTiKa Ha JIITX ¢ o6eM Ha npocraTtara >30ml u croiinocTn Ha PSA B rpaHuimre ot 1,5 - 10 ng/mL
B MYTTHUEHTPOBO, MYJITHHAIMOHAJTHO, pPAHIOMM3HPaHO, IBOHHO-CIIAIIO, NapaneIHO-IPYNOBO M3IHTBAHE
(3mureaneTo CombAT). TTpubmuzuTentHo 53% OT yyacTHMIMTE ca OFIIH JIEKYBaHH B MHHAIOTO € S-anga
peaykTaseH mHXHOMTOp Wik anda 6nokep. [InpBuyHaTa KpatiHa Touka 3a €pHKaCHOCT Mpe3 IbPBUTE 2
TrOOMHH OT JeUcHHeTo e Oia npoMsna B International Prostate Symptom Score (IPSS), 8-roukoBa cuctema,
ocHoBagamma ce Ha AUA-SI ¢ AoITBiIHUTENIEH BRIPOC 3@ KAYECTBOTO Ha AMBOT. BropydHKTe KpaHHH TOYKH
32 e(hUKACHOCT Npe3 2-Te FOXMHHN Ca BKAIOYBANM MaKCHMaJlHa CKOPOCT Ha ypuHHAHKA ToK (Qmax) 1 obeM Ha
npocrarata. KoMOuBalaTa € nocTuraaia sHauumoct 3a IPSS ot Mecen 3 B cpaBHeHue ¢ ABOAAPT M OT
Mecen 9 B cpaBHEHHe ¢ TAMCYIIO3HH. 3a Qmax KOMOHHaI (AT € TIOCTUrHANA 3HaYuMocT oT Mecel 6 B
CpaBHEeHNE ¢ ABOAAPT U TAMCYJIO3HH.

ITeppyvnaTa KpaHa TouKa 3a €HKACHOCT IPH 4 IOJHINHO JIYCHHE € O1iia BpeMeTO A0 IIBPBHA CIIydaH Ha
O3V wm xupypriudHa Hameca, ceep3ana ¢ JIITX. Cnen 4 roquiiHo neveHne, KOMOMHHApaHaTa Tepamua
CTATHCTHYECKH 3HAYMMO HaMaJiaBa pucka ot O3Y unn xupypruuna HaMeca, cpbp3asa ¢ JIIX (65,8%
HaMartenue Ha pucka p<0,001 [95% CI 54,7% no 74,1%]) B cpaBHeHHe ¢ MOHOTEpAIIHA ¢ TAMCYJIOZHH.
Crygaure Ha O3V wiu xupypriuuna Hameca, cesp3ana ¢ JIIX no Noguna 4 ca 6unm 4,2% nipu
koMOuHHpaHata Tepanua U 11,9% 3a raMcynosud (p<0,001). B cpaBHeHHe ¢ MOHOTEpAIHs ¢ ABOARPT,
'KOMOUHHpaHaTa Tepanns HaManasa pucka or O3V wnu xupypriia Hameca, cebpsana ¢ HITX ¢ 19,6%
(p=0,18 [95% CI -10,9% no 41,7%]). Cinyuanre Ha O3V wim xupyprudtHa Hameca, ceep3ana ¢ JIIX mo
T'oguHa 4 ca 6utn 4,2% npu koMOuHApasaTa Tepanud u 5,2% 1pH ABoJapT.

BropuunyTe KpaiiHyu To4KH 3a epHKacHOCT cnef 4 rogyInHO JICYEHHAE Ca BKMOYBAIH BpeMe [0 KIMHHYHA
nporpecns (mepHHMpaHa KaTo CHBKYIHOCT oT; [PSS Bnomasane ¢ >4 Touky, ciydad Ha O3Y, cBbp3aHO ¢
JUIX, HHKOHTHHEHIIHS, HHGeKUHNA Ha mukoguuTe mbruina (UTI) u 6s6peuna HeROCTaTEYHOCT), IPOMSHA B
International Prostate Symptom Score (IPSS), MakcuMaiIHa CKOPOCT Ha yprHEHA TOK (Qmax) u 0beM Ha
nmpocrarara. Pe3ynrature cnef 4-roaMInHO JIeYEHHE ca MPeACTaBeHH No-A0nY.
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IlapaMersp MowMeHT EbB BpEMETO Kombunanms Asogapt | TamcynosuH
O3Y wm xupypruuna| Yecrora B Mecen 48 4,2 52 11,9a
Hameca, CBbP3aHa ¢
X (%)
KnuaHuna Mecen 48 12,6 17,80 21,5a
nporpecus* (%) |
IPSS (enummnm) [M3x0/1HA cTOHHOCT] [16,6] [16,4] [16,4]
| Mecen 48 (npoMana OT M3XOHHATA -6,3 -5,36 -3,8a
CTOHHOCT)
(max (ml/sec) [H3x0AHa CTOHHOCT] [10,9] [10,6] [10,7]
Mecen 48 (npoMsAHa OT U3XOAHATA 2,4 2,0 0,7a
CTOHHOCT)
Obem Ha mpocratata | [M3x0oAHA CTOMHOCT] [54,7] [54,6] [55,8]
{ml) Mecen 48 (% npomaHa OT H3X0AHATA 273 -28.0 +4,6a
CTOHHOCT)
Obem Ha nipexoaHaTa | [M3XoMHA CTOMHOCT] [27,7] [30,3] [30,5]
30Ha Ha nmpocrarata | Mecen 48 (% npoMaHa OT HU3XOHATA -17,9 -26,5 18,2a
(ml)# CTOHHOCT)
Hupeke Ha pmugare | [M3Xx0mHA CTOHHOCT] (5,31 [5,3] [3,3]
Ha JIITX Mecer1 48 (mpomsana oT U3XoAHATA -2,2 -1,86 -1,2a
(BIL) (eqummin) CTOHHOCT)
[PSS Benpoc 8 [M3X04HA CTOHHOCT] [3,6] [3,6] [3,6]
K3npaeeH crartyc, Mecen 48 (npoMaHa OT H3XOHATA -1,5 -1,36 -1,1a
cBbp3ad ¢ AI1X) CTOHHOCT)
I(emmnun)

Haxomadre cTOHHOCTH ca CpeHH CTOHHOCTH H IPOMEHH OT M3XOLHHTE Ca KOPHTHPaHH CPEAHH NPOMEHH.
* KimmauunaTa nporpecud € AeduHupaHa KaTo CEBKYNIHOCT oT: IPSS prnomaeane ¢ >4 Touky, Clydyau Ha
O3Y, cerep3ano ¢ X, uakosrdneHra, UTI 1 650peuHa HeA0CTATEYHOCT.

# Uamepen ua n3bpanu Mecra (13% oT paHnoMuU3MpaHHTe NAlMEHTH)

a. KomOunamusra e nmocruraana suaunmoct (p<0,001) copamo TamcynosuH nipe3 Mecerr 48

6. KombuHamuaTa € nocraraana 3HauMoct (p<0,001) cnpamo Asonapr mpe3 Mecert 48

CHPIAEYHO-CHAOBU HEXEJIAHU PEAKIIVHA

B eano 4-ropumzo npoy4ysane npu 11X ¢ Asogapr B koMOHHaIHA ¢ TAMCYJIO3HH IipH 4 844 MExXe
(npoyuranero CombAT) yecroTaTa Ha KOMOMAMpaHHA TEPMHH ChpACYHA HEJAOCTATEYHOCT NPH Ipyriara,
npueMaia xomOouHaumaTa (14/1610, 0,9%) e nmo-Bucoka, OTKOIKOTO IIPH KOATO H 14 € OT I'PYIIHTE Ha
MOHOTepanua: ABogaprt, (4/1623, ,2%) u tamcynozun, (10/1611, 0.6%).

B ornenyo 4-roaumno npoyysaHe IIpd § 231 Meike Ha Bb3pacT oT 50 10 75, ¢ NpEAIIecTBaina HeraTHBHA
OHOMCHA 32 KAPLIMHOM Ha [IPOCTATATA H M3X0AHH cToiHocTH HAa PSA Mexay 2,5 ng/ml 1 10,0 ng/ml mpu
MBIKeTe Ha BB3pacT ot 50 no 60 roguss, wm 3 ng/ml u 10,0 ng/ml npu MbxeTe Ha BB3pacT Had 60 roauHy
{mpoyuBaseTo REDUCE), yecTorara Ha KOMOMHHpPAaHHS TePMHH CHEPASUYHA HEAOCTATEYHOCT € II0-BHCOKa
TIpH y4acTHHOMTE, npueManmu ABoaapt 0,5 mg Benwexk auepHo (30/4 105, 0,7%), OTKOIKOTO NpH
YYACTHHLMTE, npHeMamu mwiauedo (16/4 126, 0,4%). Post-hoc ananus Ha ToBa MpoyyBaHe M0Ka3Ba Mo-
BHCOKA 9€CTOTA HA KOMOMHUPAHHUSA TEPMHUH ChpAEYHA HEJOCTATEYHOCT IIPH YJaCTHHUIIMTE, NPHEMaIH
enHoBpeMeHHO ABoaapT u andga 6nokep (12/1 152, 1,0%), B cpaBHeHHe C YHaCTHHIMTE, HPHEMALIH Ano,uap'r
6e3 anda 6noxep (18/2 953, 0,6%), mnaneto u anda Gnokep (1/1 399, <0,1%), win rmaueﬁo 6e3 a—.
6nokep (15/2 727, 0,6%) (Bx. Touka 4.4). R s

B enun Meraanamus ot 12 panaoMU3BpaHH, IManedo- WiH KOMIIApaTop-KOHTPOIMPaHH KJIPIHPT‘!HH O : \‘ AT
npoy4usaHus (n=18 802), oneHsBalli pcKOBETE OT NOABA HA CHPACHHO-CHIOBH HE}I{EJIB.HFI pe?xuu}gnpn ) :

13 O

........
. L erman e



ynorpebara Ha ABogapT (upe3 cpaBHEHHE ¢ KOHTPOJIH), HE € YCTAHOBEHO MOCNEAOBATETHO CTATHCTHYECKO
3HA4YMMO MOKa4BaHe Ha pHcKa oT chpaeyuna HepoctaThuHocT (RR 1,05; 95% CI 0,71; 1,57), ocTep
muokapaeH uadapkr (RR 1,00; 95% C10,77;1,30) unu uncynt (RR 1,20; 95% CI 0,88; 1,64).

KAPITMHOM HA JIPOCTATATA U BUCOKOCTEIIEHHHA TYMOPH

B exno 4-roauibo cpasHenve Ha wanebo u Aponapr nipu 8 231 Mexke Ha Be3pact or 50 1o 73, ¢
[IpeauecTBAma HeraTiBHa GHOTICHA 33 KapIHHOM Ha MPOCTaTaTa H H3XOAHH cToHHOCTH Ha PSA mexnay

2,5 ng/ml 1 10,0 ng/m] npu MEskete Ha BB3pact oT 50 no 60 roausH, wik 3 ng/ml u 10,0 ng/ml nps MBxere
Ha BB3pacT Hajl 60 roaunu (nmpoyusadero REDUCE), 6 706 y4acTHMIM ¢a ¢ HATHYHH J2HHH OT
THHKOHTJIEHA OHOIICHA Ha TpocTaraTa (mMpeIHMHO OHOTICHH 10 MPOTOKOIA HA IPOYYBAHETO) 34 AHAJIHS 34
onpeneisHe Ba Gleason cooposerte. 1 517 nuna ca AMarHoCTHIMPaHH ¢ KapLHHOM Ha NIPOCTaTara B
NPOYURAHETO. BONMKMHCTROTO OT YCTAHORCHUTE Upes OuoncHs KapiiMHOMH Ha NPOCTATATa B ARETe
TPeTHPaHH I'PYIH ca JMATHOCTHLMPAHH KaTo HuckocTeneHHH {(Gleason 5-6, 70%).

VeraHOBeHa € no-BrcoKa yecrora Ha Gleason 8-10 kxaplHOMH Ha IIPOCTATATA NpH IPyNaTa Ha ABOJAPT
(n=29, 0,9%), cpaBsHeHa ¢ rpynara Ha nanebo (n=19, 0,6%) (p=0,15). B roxgunn 1-2, 6posrt Ha nuLaTa ¢
Gleason 8-10 kaprunoMH e cxoaeH Npu rpynara Ha Asogapt (n=17, 0,5%) u rpynara Ha mnaue6o (n=18,
0,5%). B roauan 3-4, noeeue Gleason 8-10 kapuuHOMH ca JHACHOCTHIMPAHH B rpynarta Ha Asofapt (n=12,
0,5%) B cpaBHeHMe ¢ ru1alebo rpynara (n=1, <0,1%) (p=0,0035). Hama vamuunu nanau 3a edexra Ha
ABonapr 3a noeeye oT 4 MOJHHHE [IPH MBXKE C PUCK OT KApLIMHOM Ha npocTaTtata. [IpoueHTET Ha
YYaCTHHUHMTE, fuarHocTHUHpaHH ¢ Gleason 8-10 kapuuHOMH ce 3ana3Ba B TCUCHHE Ha NIEPHOJITE OT BpeMe
B nipoyusaneTo (lomuan 1-2 u I'ogunn 3-4) B rpynata Ha ABozapr (0,5% BBB BCEKH NEPHOJ] OT BpEME),
AOKATO TIPH Tu1anebo rpymara, MpoUeHTHT Ha YJacTHHIMTE, AuarHocTnppan ¢ Gleason 8-10 xaplMHOMH €
no-HuceK npes lN'ogunu 3-4, otkonkoto npes I'oguau 1-2 (<0,1% cpemy 0,5%, croTBeTHO) (B, TO9KA 4.4).
Hsma pazmuka B yecTorara na Gleason 7-10 kapuunomure (p=0,81).

B nomenawTeHoTo 2-roumyo npocienseamo npoyusane Ha m3nureaHeTo REDUCE He ca ycranoBeHH
HOBH ciyqad Ha Gleason 8—10 xap1iMHOMM Ha NpOCTATATA.

B enno 4-rogmmno npoy4aBate mpy JIIX (CombAT), xpaero HaMa 3agb/DKUTENIHH CIIOPEN NMPOTOKOA
OMOIICHH H BCUYKM JHATHO3H HA KapLHHOMA Ha Opocrarara ¢a 6asHpaHu Ha OHONCHH M3BBH NPOTOKONa(IpU
HATHYHE Ha KIHHHYHH HHIPKAIMA 3a 6Honcus ), nponenrure Ha Gleason 8-10 xapmmsoMm ca (n=8, 0,5%) sa
Arogapr, (n=11, 0,7%) 3a Tamcyno3uH ¥ (n=5, 0,3%) 3a koMOMHHMpaHaTa Tepanus.

UetHpd pasnudHH eNHIEMHOJIOTHYHH, MOMY/IAHOHHO-0a3:paHy [IPOYIBAHMA {(IB€ OT KOMTO Ga3HpaHH Ha
obma nomynais or 174 895, eqno Ha nomynauma oT 13 892 1 enHo Ha nommynauud ot 38 058) nokaspar, 4e
ynotpebaTa Ha S-anda pexyxrazHu HHXHOHTOpH HE ¢ CBBhp3aHa C NOABaTa Ha BUCOKOCTENCHHH KapLIHHOMM
HA OPOCTATATR, HUTO CHC CMBPTHOCT OT KAPIMHOM Ha IPOCTATaTAa WM obiiaTa CMBPTHOCT.

Bpn3sxata MeXay ABOJApT H BHCOKOCTEINEHEH KApIUHOM Ha POCTATATA HE € ACHA.
Eghexmu evpxy cexcyannama gpynxyun:

EdexruTe Ha qyTacrepHa-TamMcyno3uH PHKCHpaHa JO30Ba KOMOHHAIMA BBPXY CEKCYaTHaTa (PHHKIHA ca
OLCHEHH B JBOHHO-CIIATO, MNALe60-KOHTPOIHPAHO H3NMTBAHE IIPH CEKCYANHO aKTHBHM Mbxe ¢ JITIX
(n=243 pyTacrepua-TaMcya03MH koMOuHamMs, =246 mianeto). Crarucridecku 3pauumo (p<0.001) no-
TOJIMO HAMallaBaHe (BIIOLIABaHE) B CKOPa HA CEKCYAIHHS 3/IpaBeH BBIPOCHHK 3a MBKE ¢¢ HabmoaaBa Ha
12-us1 Mecert B komOuHMpaHara rpymnia. Hamanapatero € CBsp3aHO OCHOBHO C BJJOMIABAHE Ha €AKYIALMATA H
IMOCTHOTO YAOBIIETBOPEHHE, OTKONKOTO ¢ epeKUiaTa. Te3H eeKTd He IOBIUABAT BBINPHEMAHETO | 1_1_1 |

YYaCTHHULHUTE B U3NHTBAHETO 33 KOMOHHALHATA, KOATO € OHIa OlieHeHa CBC CTATHCTHUCKH 3HaYMMO, M-
rONSMA yIORISTROPESHOCT N0 BpeMe Ha NPOALIDKKUTENHOCTTA Ha UBHWTBAHETO B CpaBHeHHE ¢ n.naheﬁﬁ

"-\

(p<0.05). IIpu TORa M3NHUTBAHE Ce MOABABAT HEMKEIAHH PeaKiUi B CEKCyalHaTa QYHKIMA 110: Bpemﬁ}ga H\l 2 \
12 - MecevHOTO JIeYeHHE 1 IIPHOJIMAMTENHO MONOBUHATA OT TAX OT3BYYaBarT B nponmemiaua 6 Meceua A j \
CIIC/L JIEHEHHUETO. SRR 9
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KoMOnHanmaTa AyTacTepua-TaMCy/IO3HH B MOHOTepaIMaTa ¢ AYTaCTEPHI MOraT J1a IpeIU3BHKAT HEXETaHH
peaKLMH B CekcyanHaTa GyHKIHA (BLOKTE TouKa 4.8).

- Kakro ce HaGmonapa u rpu ApyrH KIITHHAYHH H3nuTBasus, BmounTenHo npr CombAT u REDUCE,
YECTOTaTa Ha HEKEIAHHTE PeaKLFii 110 OTHOINeHNe Ha ceKcyalnHaTa GyHkiusa HaManssa ¢ TeUCHNS Ha
BPEMETO IIPH ITPOABIDKUTENIHA TEparus.

52 dapMakoKEHETHYRE CBOHCTEA

Abcopbia

CJiea nepopainied NpHeM Ha eQHHMYHA f03a gyTacrepua 0,5 mg BpeMeTo 10 JOCTHTaHE HA MAKCHMAJIHH
KOHLEHTpAaLHH Ha AyTacTepun B cepyma € 1 Ao 3 waca. AGcomoTHara OMOHAINYHOCT € NpHONHIHTETHO
60 %. bHoHanHMYHOCTTA Ha AYTACTEPUA HE Ce MIOBAWIBA OT NPHUEMa Ha XpaHa.

PaznpeneneHue

Hyracrepun uMa roinaM obem wa pasnpegenenne (300 no 500 1) 1 BuCOKa cTENEH HA CBBP3BAHE ¢
IIa3MEHHTe NMpoTeUHU (>99,5 %). Cnen npreM Ha AHEBHA 1034 CEPYMHHMTE KOHLUCHTpALMY HA yTaCTEPHL,
nocrarar 65 % ot pasHoBecHara (steady state) koHuerTpama cnen 1 Meceu B npubnusurenno 90 % crea

3 Meceria.

PaBHoBecHH (steady state) cepymun konueHrpaimn (Cgs) ot mpubnuzutenyo 40 ng/ml ce gocturar cnen 6-
MeceyeH npueM Ha 0,5 mg seanbx AHEeBHO. IIpeMHHaBaHeTO Ha AyTacTEpH OT CEpyMa B CIIEpMarTa € CpeaHo
11,5 %.

broTpanchopmaig

HyTtacrepua ce MeTaboNH3Mpa IPOIBIDKUTENHO in vivo. In vitro nyTacTepuy ce MeTaboNH3Mpa OT HHTOXPOM
P450 3A4 u 3A5 1o TpH MOHOXHAPOKCITHPAHH META0OIHTH H €{HH JAXMAPOKCHIAPAH METaOOJHT.

Crnen nepopaneH NpUeM Ha DyTacTepup B Ao3a ot 0,5 mg qHeBHO 10 AOCTHIAHETO HA PABHOBECHA
KoHIeHTpanug ot 1,0 % go 15,4 % (cpeano 5,4 %) oT npHeTaTa Z03a ¢ce eKCKPETHpa BBB (elleca KaTo
HellpoMeHeH ayractepua. OcTaHalaTa yacT ce eKCKpeTHpa BEB Peleca 1o GopMara Ha 4 OCHOBHH
MeTabosuTa, npeacraBmasainy 39 %, 21 %, 7 % u 7 % cBBp3aHU C IEKAPCTBOTO BEINECTBA, H

6 propocTeneHHM MeTabomTa (BCEKH MMpeACTABARALL ITO-MAJIKO OT 5 %). B ypHHarTa npH YOBEKA c¢
YCTAHOBRABAT CaMO CJle(l OT HenmpoMeHeH ayracrepun (ro-manko ot 0,1 % ot noszarta).

EnuMHHMpaHe

EnuMunHpaHeTo Ha JyTACTEpHI € JO303aBHCHMO U [TPOLECHT H3IVIEKIa Ce OIHCBA ¢ /IBa YCIIOPEAHH ITETA Ha
CITHMHHHpPAHE - eUHUAT HACHINACM B KIHHUYHO PEJICBAHTHH KOHIIEHTpALMY, a APYTHAT - HEHACHILIAEM.

FIpH HUCKH cepyMHH KOHIIEHTPAUUH (I0-Majiko oT 3 ng/ml) qyTacTepun ce eIMMHHNpPa OBP30, KAKTO N0
3aBUCHM OT KOHIICHTpALMATA ITHT Ha EIMMHHAPaHE, Taka W [0 HE34BHUCHM OT KOHLICHTpAlIHATA ITBT Ha
eUMUHApaHe. EAMHAYHUTE OO3W OT 5 mg WM [I0-MaJIKH NOKA3BAT OOCKTHBHH JAHHH 3a OBp3 KNHPEHC U
KpPATEK NEPHOA HA MOIYKUBOT OT 3 710 & nHu.

B TepaneBTHMHM KOHIIEHTPALMHE CJIe] MHOTOKpaTeH nipueM Ha 0,5 mg nHeBHO no-6aBHMAT, IMHECH ITET HA
eJTMMUHHpaHe ¢ JOMHHHpaI, a NEPHOALT Ha MTOTYKUBOT € NPHOIU3HTEHO 3-5 CeAMHIIU.

CHTH B SIHAIA B3
OapMaKOKHHETHKATA Ha JYTACTEPH € OHEHEHA Clie/l IPUIOKEHHE Ha eHHHYHA /1032 merem 5 m&ﬂpﬁ x
36 3apaBH MBXe Ha BR3pacT Mexkay 24 ¥ 87 roauny. He e HabmoaasaHo 3HAYUMO BAHIHHE HA' Bmpacna A
BEPXY €KCHO3HUMATA KEM AyTacTePU, HO ITPH MbXxeTe ox SO-roguilHa BE3pacT nepuo,r_m HA HOJI}’)KHBOT e 5

15 C
o .-|':"'. .'. ; . v
T m .-J. Feliwt e “‘ o

cart
Loae?



6u1 no-kpareK. [Ipy cpaBHeHHe MEXIY MAHHESHTH Ha BB3pacT 50-69 rogyuu ¢ mauMeHtH Hay 70-roavinHa
BB3pacT HE € YCTAHOBEHA CTATHCTHYECKA PasiIAKa MEXXAY CTOMHOCTHTE Ha BPEMETO Ha ITONY>KHBOT.,

br6peyHo yBpeKaaHe

Biusguuero Ha yepeacHaTa 6s0pedHa GyHKIHMS BBPXY ¢apMaKOKHHETHKATa Ha JyTaCTEPHA He € MPoYICHO.
Bcee nak, B yoBelikata ypHHa ce ycTaHOBABAT 110-Manko ot 0,1 % oT paBHOBECHHTE KOHLIEHTPALHH HA 1034
gyracrepuz ot 0,5 mg, k0eTo 03Ha4YaBa, 4e He CE OYaKBa KIIMHHYHO 3HAUMMO IOBHIIEHHUE Ha IUIa3MEHHUTE
KOHUCHTPALMM Ha AYTACTEPU IIpH nauveHTH ¢ Op0pedHo yBpexaane (BxK. ToUka 4.2).

YeproapobHO YBpeKAaHE

Bnuanuero Ha yepeieHaTa HepHOAPOOHA QYHKLUMA BBpXY (apMAaKOKUHETHKATA Ha TyTACTCPH]L HE €
Ipoy4eHo (BK. Touka 4.3). Toit KaTo NyTacTepHl ce eMHMMHHHDPA IJIaBHO N0 MeTabonyuTeH BT, 04aKBa Ce
ILIA3MEHHTE HKBA HA AyTACTSpH NPH TE3H NapMeHTu Aa Ob4aT IOBHILEHH, & BPEMETO Ha ITOJIYXKHBOT Aa
O0Bae mo-oBaro (Bx. ToukH 4.2 u 4.4).

3.3 IlpeaxknnHavBH AanHH 33 6e3omacHoCT

HacTosmuTe TIpoyuBaHHs 33 06118 TOKCHYHOCT, TEéHOTOKCHYHOCT H KAHIEPOTEHHOCT HE TT0Ka3BaT HHKAKbB
CrieHM(HYEH PHCK 33 YOBEKa.

[IpoyupaHus 3a penpOAYKTHBHA TOKCHYHOCT IIPH MB)KKH ILTHXOBE [10KA3BAT HAMAJICHHE Ha TEMNIOTO HA
IPOCTATATA H CEMEHHHMTE MEXYp4eTa, HaMaJIeHa CEeKpelus OT AKLECOPHHUTE IOJIOBH HJIE3H M HAMaJIcHHE Ha
MHIEKCHTE Ha ¢epTivinTeTa (0 NPHYAHA Ha (hapMaKolorHyHuA edekT Ha AyTactepun). KnHHHYHaTa
PENEBAHTHOCT Ha TE3H HAXONKH He € M3BECTHA.

KakTo ¥ npH apyra “MHXuOuTOpH Ha S-anda pegyKTasara npy NpHIOKEHHE Ha JyTaCTEpHA 10 BpeMe Ha
recrauaTa ¢ Habnrogasaso geMHHH3MpaHe HA MBKKH GeTyC NPH ILTEXO0BE U 3aii. JyTacTepHn ce
YCTAHOBHBA B KPEBTA HA XKEHCKH ILTBXOBE Cliel] YHPTOCBaHe ¢ MBXKH, TPETHPaHH ¢ AyTacTepun. Korato
AYTaCTEPHJ € MpHIaraH Ha MPUMATH TIO BpeMe Ha recTallHaTa He € HabmoAaBasa GeMHHH3ALHA Ha MBXKKH
¢eTyc Npyu KpbBHA €KCNO3HIMA, IPEBHINABAIIA B IOCTATHYHA CTENEH €KCIIO3HLIMATA, KOSTO OH HACTEITHIIA
ype3 YOBEIIKa CTiepMa. MaJiko BeposaTHO € MbKKH (heTyc na Ob/ie NOBAMAH HETAaTHBHO CIIC]] NpelaBaHe Ha

IyTACTEPHZ Ype3 CrepMaTa.

6. @PAPMAINEBTHYHU JAHHH

6.1 ChoHchLK HA NOMOIIAHATE BeIECTBA

Cwovpoicanue na xancyaama:
MoBO- ¥ JUIMHLPHAH HA KaIpUIOBaTa/KalpoHOBATA KHCEIMHA

bytunxuapoxcuroayon (E321).

Obsusra na kancyiama:

XenaTHy

I'maiepon

Turanos auokeun (E171)

Kunt xenesen oxkcna (E172)

Tpurnauepuay, cpeqHH BEPHIH e

JlenuTur (MOXKEe Ja ChIBPXKA COEBO MacIo). T LN
6.2 HechbBMeCTHMOCTH T g e Y,
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6.3 Cpoxk Ha rogHOCT

4 TOoHEHM.

6.4 ChoenBa/jnH yeJI0BHA HA CHXPAHEHHE

Ha ue ce cexpanssa Hax 30°C.

6.5 Jlanuu 33 OmMaKOBKATA

bmucrepr ot Henpospaunu PVC/PVDC/anymunues ¢unm, ceabspxaity 10 Mekxy KelaTUHOBH KalCylH, B
onakoBkH 1o 10, 30, 50, 60 u 90 kancyad. He BCHYIKH BHIOBE ONMAKOBKH MOTaT Aa OBaT IMycHaTH B

© TMpoakda.

0.6 Chnennansd npeANa3HA MEPKH NPBE H3XBLPIgHE H padoTa

Hyracrepuna ce pesopbupa mpe3 KoXaTa d NOPajH T43H NPHYHAA TpAOBa 11a ce H30ArBa KOHTaKT C
NOBpe/IcHA Kancy.au, IIpH KOHTAKT ¢ MOBPEAECHH KaICyiu, 00nacTTa Ha KOHTAKT TpAOBa Jja ce u3Mue
HezabasHo ¢ BOZA M canyH (BX. Touka 4.4 ),

HeuznonseaHuAT NekapcTBeH MPOAYKT HMITH OTHATBYHHTE MATEPHAIM OT HETo TpAOBa Ja ce U3XBHPIIAT B

ChOTBETCTBHE C MECCTHHTEC HIHCKBAHWA.

7. TOPATEXATEJ HA PAZPENIEHUETO 3A YHOTPEERA
I'makcoCmutKinaiin EOOJ]
6yn. Hapurpaacko moce Ne 115 T

Codua 1784
brarapns

8. HOMEP(A) HA PA3PEMIEHUETO 3A YOOTPEEA

Ne 20040103

9. JATA HA ITBPBO PA3PEMIABAHE/MIOJHOBSBAHE HA PA3SPEINIEHUETO 3A
YIIOTPEBA

HaTta na mepBo paspemaeane: 08 mapr 2004 r.
Jata #a nocnesHo nogHoBABaHe: 25 HoemMBpH 2014 r.

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA
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