KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUS ITPOAYKT

Jlyonapt 0,5 mg/0,4 mg TBbpAM Kancy.u P | e
Duodart 0.5 mg/0.4 mg hard capsules o .,‘Z/d 55 30 -01- 2075

r KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcska TBbpaa kancyna cveabpxka 0,5 mg ayracrepua (dutasteride) v 0,4 mg TaMCy103UH XHUIPOXIIOPH/L
(tamsulosin hydrochloride) (ekBuBaneHteH Ha 0,367 mg TaMCyJ103HH).

[TOMOLLIHO BELLECTBO C H3BECTHO JEUCTBUE
Besika kancyna cbabpika JeUUTHH (KOWTO MOXKE /1a ChAbprKa COeBO Macjio) U cbHeeT xbiaTo (E 110).
Besika kancyna ebabpika < 0,1 mg CbHCET KbJTO.

3a MbJIHKUA CIMUCBHK HA MOMOLLHMTE BellleCTBAa BHXKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna.

[IpoabaroBaTH, TBBPAH KarncyJim ¢ KasaBo TAI0 W opaHxkeBO Kanaye ¢ Haanuc GS 7CZ, ornevaraH ¢
YEPHO MacCTHJIO.

Beska TBbpAa Kancysia cbabpaKa NnejieTd ¢ U3MEHEHO 0CBOO0XAaBaHe ¢ TAMCYJIO3MH XHAPOXJIOPH U
€/1Ha MEKa ’KeJIJaTUHOBA KaricyJja aQyTacTepHU/.

4. KJIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

JleueHne Ha ymMepeHO TeKKa 10 TeKKa CUMNTOMaTHKa Ha 100poKayecTBeHa MpoCcTaTHA XUIEPIuia3us

(ATX).

HamansBaHne Ha pucka OT ocTpo 3aabpkaHe Ha ypuHaTa (O3Y) u xupypruyecka Hameca npH nauMeHTH
C YMEPEHO TeXKa A0 TexXKa cuMmnroMaTtvka Ha JII1X.

3a uHpopmaLMs 32 €PEKTHTE OT JICYEHHETO U Pa3IMYHHUTE IPYIH NALMEHTH, MPOYUYEHH B KIHHUYHUTE
H3MUTBAHHUA, MOJIS BUXKTE TOYKa J.1.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE
Jlo3upoBka
Bw3pacmuu (6xnovumenno nayuenmu 6 cCmapueckd 8v3pacm)

[Ipenopbuanara no3a lyonapr e eana kancya (0.5 mg/0.4 mg) BeiHbK JHEBHO.




Kbaero € ymectHo, Jlyoaapt MOXe ga ¢e U3N0382a 3a 3aMECTBAHE HA CbBMECTHOTO INPUIOKEHHUE HA
AYTacTEPUA H TAMCYNO3WH XHAPOXJIOPHA MPH ChILECTBYBALLA TEPATIHA C ABATA JIEKAPCTBEHHW NPOAYKTA C
Lie1 YJIECHSABAHE Ha JIEYEHHUETO.

Kboero e KNIMHHYHO YMECTHO, MOXke Aa Obae 00ChkaaHa npsaka NpoOMsSHa OT MOHOTEpArua ¢
AYTACTEPHI WIH TaMCYJIO3MH XUAPOXIopHa KbM Jlyonapr.

Vepesicoane na bvbpeunama pyrryus

BnusHueTo Ha yspeaeHara 6b0peuHa PyHKUHA BbpXY (PapMaKOKHHETHKATA HA AYTacTePHA-TaAMCY/103HH
HE € nNpoy4BaHo. He ce oyakBa HE0OXOAUMOCT OT NMPOMSAHA Ha 103aT4 34 NaLUMEHTH ¢ 6bOpeYHO

yBpexaaHe (BxK. Touku 4.4. u 5.2).

Yeapeosicoane na weprnoopobuama hyHxyus

BnusHueTo Ha yBpeaeHaTa YepHOAPOoOHA (PYHKUHA BbPXY PapMaKOKHHETHKATA Ha
AYTaCTEpHI-TaMCYJIO3HH He € MPOYUBAHO, 3aTOBA JEKAPCTBOTO TPAOBa J1a Ce Npunara BHUMATENHO NMPH
MaLUHEHTH C JIEKO IO YMEPEHO TEXKKO 4epHOAPOOHO yBpexaaHe (BUKTe Touka 4.4 u Touka 5.2).
Ynorpedara Ha lyonapT NpH NaLMeHTH ¢ TEXKO 4epHOAPOOHO YRpekAaHe € NPOTHRONOKa3aHa (BXK.
TOYKa 4.3).

[leouampuuna nonyrayus

HyTacTepua-TaMCyN03HH € NPOTHBONOKA3aH NPH NeAHaTPUYHATA MOMynalns (Ha Bb3pacT rnoa
|8 ronuHn) (BK. TouKa 4.3).

HauymHd Ha npunoxeHue

3a nepopanHO NPHIoKEHHE.

Ha nauueHTuTe TpsiOBa Na ce pajaT ykasaHMsa Oa MOMABILAT Karcynure ueay, okono 30 MUHYTH cnen
€HO H CBhILO XPaHEHE 3a JeHA BCEKH AcH. KancynHre na He ce AbBYaT MK OTBapAT. KOHTaKTBT ¢he
CbABPAKAHHETO Ha Kamncynara ¢ AyTacTepull, KOATO Ce ChbAbpaKa B KarcyJjiata ¢ TBbpaa O0OBUBKA, MOXE
[a nMpeau3BuKa Apa3HeHe Ha opodapUHreasHaTa JIMraBuLa.

4.3 JIpoTHBONOKA3AHHA

Hyonapr € npoTHBOMNOKAa3aH 3a NPHIOKEHHE NPH:

- JKEHH, JeLla U IOHOLIH (BRXK. To4Ka 4.6 ).

- NAUHEHTH CbHC CBPBXUYBCTBHTEIHOCT KbM AYTACTEPHI, KbM APYTrH HHXHOUTOPH Ha S-anda
peayKTa3aTa, KbM TAMCYJIO3MH (BKJIKOUHTETHO TaMCYJIO3WH-HHAYLMPAHa aHrHoeAEMa), CO,
GBCTBLUM HITH KBM HAKOE OT APYTHTE MOMOLUHY BELIECTBA, H3GPOEHH B TOUKa 6.1.

- MaLHEeHTH ¢ aHAMHE3a 3a OPTOCTATHYHA XHITOTOHHA.

- MAaLHEHTH C TEXKKO YEPHOAPOOHO yBpeXaaHe.

4.4 Cpoenuannd npeiynpexieHus H NpeANa3HH MEPKH NP ynoTpeda

KomOuHHpaHa Tepanua TpsOBa na ce NpeaAnuCcBa cnejl BHHMATETHA OLIEHKA HA OTHORIEHHETO
oJi3a-pHUCK NOpaaH NOTEHLMANHO MOBULUEH PUCK OT HEXKENAHH PeaKLMH { BKITIOYHTENHO ChPASYHA
HEIOCTATLYHOCT) U Ctel OOMHUCIIAHE HA ANTEPHATHBHHTE TEPANEBTHYHU Bb3MOXKHOCTH, BITIOUHUTENHO
MOHOTEpanyu.




Kﬂp!{ﬂHOM Ha npocmamama U GUCOKCCMENEHRU MYMOpPU

[Mpoyusanero REDUCE, eaHo 4-roaniuHo, My THLEHTPOBO, PAHAOMU3UPAHO, ABOHHO ¢iAno, naauedo-
KOHTPONIUPAHO NpOYyUBaHe HiceaBa edekTa Ha ayractepua 0,5 mg AHEBHO NPH MALUEHTH ¢ BHCOK PUCK
33 paK Ha MPOCTATaTa (BKJIUBALLO MbXKE HA Bb3pacT oT 50 g0 75 roarHu ¢ HuBa Ha PSA ot 2,5 no

10 ng/ml 1 HeraTueHa OGHONCHA Ha npocTaTaTa 6 Meceua NMpeay BKIOUBAHETO B POYYBAHETO) B
cpaBHeHHe ¢ nauehbo. Peaynrature oT TOBa NMpoy4BaHe NOKa3BaT No-pHCcoka yectota Ha Gleason 8 — 10
KapUMHOMH Ha MpocTaTara MpH MbXKe, TEKYBaHH ¢ ayractepua (n = 29, (.9%) B cpaBHeHHE ¢ nnauebo
(n =19, 0.6%). Bpb3kara Mmexxay ayracrepua U Gleason 8 — 10 kapuMHOMU Ha NPOCTATATA HE € ACHA.
CnepoBarenHo, Mbxere, npuemaium Jyonapt, Tpabea aa 6bAaT OUEHABAHHM PEAOBHO 3a POCTATEH
KapUWHOM (BX. TOYKa J.1).

ITpocmammuo-cneyugpuyen anmuzen (PSA)

CepyMHaTa KOHUEHTpALUKs Ha NPOCTAaTHO-CneundruyHnug aHTured (PSA) € BaKeH KOMIMOHEHT 3a
YCTAHOBSBAHETO HA KAPLUHOM Ha npocTtartara. Cnea 6-MeceyHo neyeHue, yonaprt Boay 1o HaMansBaHe
Ha CpeHUTe CEPYMHH HUBA Ha PSA ¢ npubnuszurento 50%.

[Ip1 nauueHTuTe, npueMawid Jyonapt, TpabBa na ce ycTaHOBM HOBa, H3xoaHa PSA croliHocT cnen

6 Meceua neueHue ¢ lyonaprt. [IpenopwuBa ce peaoBHO npocsieisBaHe Ha cToMHocTUTE Ha PSA cnen
ToBa. BCAKO NOTBBLPAEHO NOBULLIABAHE OT HAH-HUCKOTO HHBO Ha PSA no Bpeme Ha NIeYEHHETO ¢
Hyoaapt moxe ga € Gener 3a HaNWYHE HA KAPLIMHOM Ha NMPOCTaTa WM 33 HETIOBJIUABAHE OT JICYEHHETO ¢
Hyonapr, u TpsaOBa na ce oLeHsABa BHUMATENHO, 1IOPH B CTYYaH Ye TaKMBa CTOHHOCTH Ca BCE OLIE B
paMKHTE Ha HOPMAJIHUTE CTOMHOCTH 34 MbXKE, HENpUEMALLH S-ada peaykTazeH HHXHOUTOpP (BXK. TOUKA
5.1). [lpu uHTEpnpeTHpaHeTO HA CTOHHOCTTaZ Ha PSA 3a nauueHT, KOHTO mpMeMa OyTacTepUa, 3a
CpaBHEHME TPAOBa Aa C€ NOTLPCAT NPEAMLIHH CTORHOCTH Ha PSA.

Jleuenuero ¢ [lyonapt He npeyd Ha H3NOA3BaHETO Ha PSA kaTto noMolHO CpeaAcTBO B IHAMHOCTHKATA
Ha KapUWHOMA Ha NpocTaTaTa cjief] YCTAHOBABAHETO Ha HOBA M3XO0HA CTOHHOCT.

CepyMHuTe HHBa Ha 001Ma PSA ce BpblUAT KbM H3XOAHUTE CTOUHOCTH JI0 6 Mecela ciie)l
IpeyCTaHOBABAHE Ha NeueHueTo. ChbOTHOLIEHHETO MeXXaY cBoOoaHUA U 001y PSA ocTaBa MOCTOSHHO,
AOpH noA BaHsHUE Ha [lyonapt. Ako nekapat u3bepe aa W3non3sa oTHocHTeAHHNA aan (%) Ha
cB0OOAHMA PSA KaTO nNoMOIUHO CpecTBO 3a YCTAHOBRBAHE HA KAPLIMHOM Ha NPOCTATATA NPH MbXKE,
nexkyBaHM ¢ [lyonapr, HaMa 1a € HeobxoauMa KOPEKUMA Ha CTOHHOCTTA MY.

[1py nauveHTHTE TPAOBA Na C€ HANPaBH PEKTAHO TyLIMPaHE Ha NPOCTATATa, KAKTO U APYTHU
H3CNIeABaHHA 33 AMArHOCTHUKA HA MPOCTATEH KapUMHOM HAHW APYrd 3a0001BaHHA, KOHTO MOXe 1a
NPUMHUHAT CBIIHTE CHMNTOMM Kato JITIX, npean 3anousaHe Ha sieueHHeTo ¢ JyonapT, KakTo
NEPHOANYHO Cnea TOBA.

Cypoeyno-cv006u Hedcenanu peakyuu

B aBe 4-roanUIHY KIIMHHYHH NMPOYYBAHHUA, YECTOTATA HA CHPAEYHATA HEAOCTATBUHOCT (KOMOMHUpaH
TEPMHH 32 NOKNAABaHH CHOUTHSA, MNMABHO ChPAEYHA HEAOCTLTBYHOCT U KOHFeCTUBHA ChPAEYHa
HEJOCTATHYHOCT) € MAIKO MO-BHCOKA MPH JIMLATA, KOUTO NMTPHEMAT KOMOMHALMATA OT AYTACTEPHA H
anga)-aApeHOPELENTOPEH aHTArOHHCT, MAaBHO TAMCYJIO3HH, OTKOJIKOTO CPEXl IMUATA, HETIPHEMALLH
KoMOuHauMaTa.Obaue, 4ECTOTaTa Ha ChpeHHA HEAOCTATHLUYHOCT TPH TE€3H M3MTUTBAHUS € NMO-HHCKA BbB
BCHUYKH aKTHBHO IEKYBaHH I'PYIH B CpaBHEHUE ¢ nnauedo rpymnara, 4 Apyru HAIMYHHA JaHHH 33
AYTacTepHA WK anda)-aApeHOPEeLENTOPHH AHTATOHUCTH HE MOJKPENAT 3aKIIOUEHHE 38 TIQBMEHE
ChPAEYHO-CBHAOBH PHCKOBE (BXK TOUKaA S.1).




Kapyunom na 2vpoama

HanuyHy ca JO0KNaAHW 3a KAPLUMHOM Ha I'bpAaTa NP MbXE, MPUEMAaILH AYTACTEPHA B KNTHHHUUHH
NMPpOYYBaHHA W MO BPEME HA NMOCTMAPKETUHIOBHA nepuod. ENMAEeMHUONOrHUHHA NpoyuBaHHA obaue He
MOKa3BaT MOBMIIABAHE HA PUCKA OT PA3BUTHE HA KAPLKMHOM Ha rbplara npH Mbxe NpHu ynortpeda Ha
5-anda peaykrazuu nHxubuTOpH (Bxk Touka 5.1). Jlekapure Tpabea aa MHPOPMHUPAT NAUWECHTHTE CH Aa
AOKJIaiBAT BEHAra MpoOMEHU B ThKaHTA Ha I'bpAaTa, KaTo OYUKH WM NOABA HA CEKPET OT 3bpHATa.

bvbpeuno yspeocoarne

JleueHHETO HA NALMEHTH ¢ TEXKKO YBpeXKAaHe Ha ObOpeuHaTa PyHKUHA (KPEATUHHHOB KIIMPLHC
noa 10 ml/min) Tpabsa na ce ocbLLUECTBABA C MOBHIIEHO BHUMAHHE, Thil KATO NpH Ta3H 'PyNa NALHEHTH

HE ¢a MpOBEKIaHU KIMHHUYHHA U3MMHUTBaHUA.
Xunomouusn

Optoctratu4da: [ToaodHo Ha ocraHanure anda;-aapeHOPEUENTOPHH AHTArOHHUCTH, 110 BpeMe Ha NeHeHHE
C TAMCYNO3HH MOXe Aa ce HabnioaaBa NOHWKABAHE HA KPbBHOTO HAIAraHe, PAAKO BOACUIO A0 CHHKOI.
[TauneHnTHTE, KOMTO 3anmoupart neverue ¢ yopapr tpabsa na 6vaat npeaynpeaeHH Aa CEAHAT HAM Aa
JerHaT NpH NbLPBUTE CHMNTOMH HA OPTOCTATHYHA XUNIOTOHHA (3aMaiiBaHe, cnabocT) A0 OTILYMABAHETO
MM.

3a na ce CBeAe IO MHHHMYM Bb3MOXKHOCTTA 33 PA3BUTHE HA NOCTYPAJIHA XUMOTOHHA, NALHUEHTLT TPAOBa
na Obe XeMOJAHWHAMHYHO cTa0U/ICH Ha anga;-aApeHOPELECNITOPEH aHTArOHNCT NPEaH 3alo4YBaHe
ynorpebata Ha PDES nuxuburopm.

CumnTomarnuHa: [Ipenopbusa ce nNOBUILIEHO BHUMaAHKE, Korato anda aapeHepruuHu GNOKHpallK
areHTH, BKITIOYHTEHO TAMCYJIO3HH ce npuiaarat eaHospeMeHHo ¢ PDES unxuburopu (nanpumep
cunaeHadun, Tananapun, sapacHadun). Anda;-aapeHopeUenTOpHUTE aHTAaroHUCTH U PDES
WHXHOUTOPKUTE ca BA3OJMIATATOPH, KOUTO MOKE Aa NMOHUKAT KPBBHOTO HaNsrave. EnHoBpemeHHaTa
ynotpeda Ha Te3u ABa Kjiaca JieKapcTBa NOTEeHLHATHO MOXKE 14 MPHYHHHY CUMITTOMATHYHA XHITOTOHUSA
(K. TO4uKa 4.5).

Cunopom Ha uHmpaonepamueHo amMOHUNHUS UPUC

[Ip# HAKOHM MALMEHTH, KOUTO CE NEKYBAT MOHACTOALIEM KITH ¢4 OHUIIU JIEKYBAHH TNPEAH C TAMCYJIO3HH, T10
BpeMe Ha Omnepalus Ha KaTapakTa € HabAoAaBaH CHHAPOMBT Ha UHTPAONEPaTUBHO ATOHUYHUA HPUC
(Intraoperative Floppy Iris Syndrome - IFIS, BapuanT Ha cuHapoma Ha TacHaTa 3eHHua). [FIS moxke na
MOBHUIKM PUCKA OT OYHH YCNOXKHEHHS MO BpEME Ha M clel onepauuaTa. [lopaay ta3u npuvKrHa He ce
NpenoppyBa 3anoypaHe Ha JeyeHue ¢ Jlyonapr npy NaUMeHTH ¢ HacpOUYeHa onepauus Ha KaTapakTa.

[lo BpeMe Ha npeaorepaTHBHATA OLICHKA XHPYP3HTE, M3BBLPILBALIYM ONEPALIUM HA KATAPaKTa, H EKHNHTE
ograsiMono3n TpaOea la B3eMaT NpeBHA AalH NAUUEHTUTE NpUeMaT WK ca npuemanu Jlyonapr, 3a na
C€ OCHI'YPAT NOAXONALUH MEPKH 3a oBnaggBaHe Ha [FIS no ppeme Ha onepauusra.

CnupaHeTo Ha NpUeMa Ha TaMCyJIO3uH | — 2 ceAMHULIM nNpeau OnepalusaTa Ha KaTapakTa ce CMATa 3a
[ONE3HO, HO peasHaTa noJi3a M NMPOAB/KHTENHOCTTA HA epUOaa OT BpeMe, 3a KOHTO NeKapCcTBOTO
TpsOBa Aa ce Cripe NPeaH onepaLMaTa Ha KaTapakTa, BCE OLle He Ca YCTAHOBEHH,




Kancyﬂu C RapyuweHna yriocm

HyracTepua ce pe3opbupa npes KoXata, Nopagu KOSTO KEHUTE, AellaTa M IOHOLIKTE TpaOBa aa n3bsarear
KOHTAKT € Kancyau ¢ HapyuieHa uanocT (BxK. Touka 4.6). Ako ToBa ¢e cnyyH, 001acTTa Ha KOHTAKT
TpabBa He3abaBHO Ja ce H3MHE C BOJA U calyH.

Huxubumopu na CYP3A4 u CYP2D6

EAHOBPEMEHHOTO MPHAOKEHHE HA TAMCYJIOZHH XHAPOXJIOpHA ¢ MOLLIHH UHXHOHTOpH Ha CYP3 A4
(HanpuMep KeTOKOHA30M), WK B [TO-MalkKa creneH ¢ MOLHK uHxuburopn Ha CYP2D6 (Hanpumep
NAPOKCETHH) MOXKE 1a NOBHLLH €KCMTO3HLIMATA HA TAMCYI03MH (BXK. Touka 4.5). CnenosarenHo
TAMCYNO3WH XHAPOXJIOPHA HE CE npenopb4ea NpH NauHeHTH, npuemaiiy MoweH CYP3 A4 nuxubutop H
TpaOBa Ja ce U3Noa3Ba BHUMATEAHO NMPU NauHeHTH, npuemaiinn ymepeH CYP3 A4 unxuburop, MolLeH
unu ymepen CYP2D6 wuxuburtop, komOGuHauua ot CYP3A4 u CYP2D6 unxuburopu, uam npu
AALMUEHTH, 32 KOUTO € YCTAaHOBEHO, ue ca basHM Metabonuzatopu Ha CYP2D6.

Yeprodpobro yepexcoare

Ayonapr He € npoy4BaH fpHy NauueHTH ¢ YepHoapobHo 3abonseane. Jlyoaapt Tpabea ga ce npunara

BHUMAaTEJTHO MPU MALMEHTH € JIEKO KO YMEPEHO TEKKO HepHoaApoOHO yBpexaaHe (Bxk. Toukn 4.2, 4.3 ¢
5.2).

IIpomenu e nacmpoentemo u oenpecun

[1pn naumeHTH, TEKyBaHH ¢ ApYr nepopaneH S-anda peayKTa3eH HHXHOUTOp, HMa ChOOLIIEHHA 32
MPOMEHH B HACTPOEHHETO, BKINIOUHTETHO AENPECHBHO HACTPOEHHKE, AETIPECHS U, NO-PAAKO — CYHUHIHA
naeauus. Iauuenture TpaOBa na NOTHPCAT MEOULIMHCKA KOHCYNTALMA, B CAy4aii Ye NMpH TAX Bb3HHUKHE
KOHTO M Aa OKUNo OT T€3X CUMITTOMH.

[Tomownu sewpecmea

To3u nekapcTeeH NMPOAYKT ChAbpika ouBeTHTENA cbHCET XbTo (E110), koliTo MoXe 1a MpHYUHY
aNepruyHH peakLiuu.

4.5 B3aumogeicTBHE ¢ IPYrH JieKAPCTBEHH NPOAYKTH A ApYTrH GOPMH Ha B3aUMOAEHCTBHE

He ca npoBexaaHH NpoyuBaHus 3a NeKapCcTBEHUTE BlauMoaencTBUs Ha Jlyonaprt. [locoueHnara no-nony
HHPOpMaLUA OTPa3sBa HATHYHHTE AaHHH 33 OTJETHUTE ChCTABKH,

Llymacmepuo

3a HA(OpMALIMA OTHOCHO MOHHXKABAHETO Ha CTOWHOCTHTE Ha cepyMHHs PSA no Bpeme Ha nieueHHe ¢
AyTacTepH]l, KAKTO H 3a HACOKH 32 YCTAHOBABAHE Ha KapUMHOM Ha nmpocTaTaTa, MoJig BHXTE Touka 4.4.

Edpexmu na opyau rexapcmea evpxy gpapmaxoxunemuxama ra oymacmepuo

JyTtactepua ce enMMUHKpa rnasHo vpe3 Metabonusupane. In vitro npoyuysaHusTa NOKa3BarT, Ye TORA
MeTabonusupaHe ce katannzupa or CYP3A4 n CYP3AS. He ca nposexxnaHy HacoueHW npoyyBaHHUs 3a
B3aUMOAECHCTBUA ¢ MOWHHY HHXUOHTOPH Ha CYP3A4. Bbnpexu ToBa, NpH MONyAallHOHHO
(hapMaKOKHHETHYHO TIPOYUYBAHE KOHLEHTPAUMHTE HA CEPYMHHA AyTacTEPUa ca SunpEomms
1,6 no 1,8 nbTH no-BUCOKY NPK MaTbK Gpoi NALIMEHTH, NPH KOUTO ChBMECTHO C :,/ 3)




MpyUaaraHyd BepanaMuil Wik IunTiaseM {(ymepeHu HHXHOUTOpH Ha CYP3A4 u nHxnOuTopH Ha
P-rnukonporenn), B CpaBHEHWE C OCTAHANIUTE MALUEHTH.

[TpOABLIDKUTENHUAT NPHUEM HAa KOMOHMHALMATA HA OYTACTEPMA C JIEKAPCTBA, KOMTO Ca MOLLHH
UHxHOUTOpH Ha eH3uMa CYP3 A4 (nanp. puToHaBUp, UHAKHABHD, He(A30I0H, HTPAKOHA30,
KE€TOKOHA301, TIPUIOKEHH NEPOPATHO), MOXKE 13 NMOBULUHA CEPYMHUTE KOHLUEHTPALIMK Ha AYTacTepHA.
BepoATHOCTTa 32 JOMBIHUTENHO HHXHOKpaHe Ha 5-anda peaykrazara Nnpy NOBULLIEHA eKCMO3ULKA Ha
AyTacTepHua € Manka. Ao 00aue ce YCTAHOBAT HEXEJIAHH JIEKAPCTBEHH PEAKLWH, MOXeE Aa ce o0chau
HAMANABAHE HA YECTOTATa HA NpueMa Ha aytactepull. TpabBa ga ce orhenexu, 4e B ciiyyail Ha eH3UMHO
MHXHOHpaHE, ALIrOTO BPEME HA NMOAYKHBOT MOXKE Aa CE€ YAB/DKH AOMBIHUTENHO YU AOCTUTAHETO Ha
HOBO PaBHOBECHO CHCTOSHHE MOKE N1a C€ MOCTUIHE Cliell NoBeye OT 6 Mecela ChITsTCTBALIO JIEUEHHE.

[IpunoxkerneTo Ha 12 g xonecTHpaMHH €AHH Yac Clel NPHEM Ha €IHOKPAaTHA 403a OT 5 mg AyTacTepua
HE € NOBNHANO PApMAKOKHHETHKATA HA AYTACTEPHA.

Epexmu na oymacmepuo eévpxy hapmaxoxurnemuxama Ha Opy2u 1eKapcmea

B x1MHHYHO nipoy4BaHe ¢ Manbk Opoi yuacTHMUM (n = 24) B NpOABLKEHHE Ha BE CEAMHULH TPH
3ApaBy Mbaxe, Ayractepua (0,5 mg ogHeBHO) He € oKka3an ePekT BbpXy hapMaKOKHHETHKATA HA
TaMCYNIO3HUH MM Tepa303uH. CbHO Taka, B TOBA NPOYUYRAHE HE € YCTAHOBEHO (PapMaKoAWHAMHYHO
B3aHMOAEHCTBHE.

HyTacrepua He NoBiIxABa PapMaKOKHHETUKATA HA Bap(papuH UAHN AUIFOKCHH. TORa NoKa3Ba, ue
ayrtacrepua He HHXHOWpa/nHayurpa CYP2C9 unu TpaHcnoprHara monekyna P-ravkonporedn. In vifro
NpOYUYBaHUATA 3a B3aUMOAECHCTBHA MOKA3BAT, Yye AyTacTepua He nHxubupa enzumutre CYPI A2,

CYP2D6, CYP2C9, CYP2C19 unu CYP3AA4.

Tamcyrozun

CBBMECTHOTO NPHUIIOKEHHE HA TAMCYNO3UWH XHAPOXJIOPHA € JIEKAPCTBA, KOUTO MOTAT 1a MOHMUKAT
KPBbBHOTO HallAraHe, BKNIOUYHTENHO aHecTeTHLH, PDES unxuburopu n apyru anda;-agpeHopelenTopHH
aHTArOHHUCTH OM MOLJIO a4 A0BeJe A0 3aCHIICHH XUMOTEH3UBHHU edeKTU. JlyTacTepua-TaMCyI03WH HE
Tpabpa na ce npunara B koMOMHaUMA € APYrH andai-aapeHOpelenTOPHUTE aHTArOHKUCTH.

EAHOBPEMEHHOTO MPHUIOKEHHE HA TAMCYIO3HH XHAPOXTIOpHA H KeTokoHason (MmouieH CYP3A4
MHXHOUTOP) BoAH 10 nosuiuasaHe Ha Cmax U AUC Ha TaMCyNno3HH XUIPOXJIOpU] ¢ KOEDHLIMEHT
CHOTBETHO 2,2 H 2,8. ENHOBpEMEHHOTO NPUI0KEHHE HA TAMCYNO3WH XHAPOXJIOPHA H NAPOKCETHH
(Moien CYP2D6 nuxuburop) Boau ao nosuwasane Ha Cmax u AUC Ha TaMCyN03WH XUAPOXNOPHA ¢
KoepyUUEeHT cboTBeTHO 1,3 1 1,6. [logo6Ho nosuinaBaHe Ha ekcno3uuMATa ce oyaksa npu CYP2D6
baBHH MeTabOIM3ATOPH, CpaBHEHH ¢ Obp3u MeTaboNH3ATOPH NPH €AHOBPEMEHHO MPUIOKEHHE C MOLLICH
CYP3A4 unxubutop. Edexrure ot eqHospemenHo npunoxernue Ha CYP3A4 u CYP2D6 nHxuGuroph ¢
TAMCYN03HH XHAPOXJIOPHA HE Ca OLICHABAHU KNIMHHUYHO, 00aue € HannLe MOTEHLHAT 3a 3HAYHTETHO
NOBHIIABAHE HA €KCNO3HULHUATA HA TAMCYJIO3HH (BXK. TOuKa 4.4).

CHbIbTCTBALLOTO MPUAOKEHHE HA TAMCYNO3uH xuapoxiopua (0,4 mg) u uumernauH (400 mg Ha BcekH
LUECT Yaca 3a WeCT /HH) BOAH OO NOHWKABAHE Ha KIKHPBHCa (26%) u no nosuuasaHe Ha AUC (44%) Ha
TaMCy03uH XHApoxnopua. HeobxoauMo € noBHilleHO BHHMAHHE, KOTATO AYTaCTEPHI-TAMCYJIO3UH Ce
npunara B KOMOMHaUMA C UIMMETHAMH,

He € nposexxaaHo cneluPUUuHO H3INUTBAHE HAa NEKAPCTBEHUTE B3aAUMOACHCTBHUS NPH ChBMEC
MPHJIOXKEHHE Ha TAMCYNO3WH XUAPOXIOpUA M BapdapuH. PesynraTute OoT OrpaHNYeHH in
Npoy4BaHWA HE NaBaT ACHM 3aKntoueHud. JuknodeHak u BapdapuH, obaye, Morar aa no




CKOPOCTTA HA eNUMHHHUpAHE Ha TAMCY/I03UH. EAHOBpEMEHHOTO NpUAGKEHHE HA BapdapHH U
TAMCYJ03UH XHAPOXJIOPKHA TpAOBA Aa € C MOBHLIEHO BHUMAHHUE,

He ca HabnronaBaHH B3aHMOJECHCTBUA NPH NPUAOKEHHE HA TAMCYNO3HH XHAPOXJIOPHA CBBMECTHO C
aTEHONOJ, eHAIANPUi, HUpeaurnuH Ui TeoPunuH. ChITbTCTBALLO Npyiaral GypoceMua BOOK A0 Criaj
B I1a3MEHUTE HUBA HAa TAMCYJIO3HH, HO Tbit KATO HMBATA OCTABAT B 'PAHULIMTE HA TEPANMEBTHYHHTE He €

HEOﬁKOﬂHMa KOPCKLIHA HA 103HpOBKaTA.

In vitro cB0OOgHATA PpakUMUA HA TAMCYJIO3HH B YOBEIIIKA I1J1a3Ma HE C€ NMPOMEHS HUTO OT AHazenam,
HHUTO OT TNPOMNPaHOO, TPUXAOPMETHA3ZHI, XNOPMAZHHOH, aMUTPUNTHIHH, AHKIOdEeHaK, rniOeHKNaMHU
H CHMBacTaTHH. TaMCyNO3HH CBLIO HE NpoMeHs cBoboaHMTE (paxuMH Ha AMa3ernaM, MPonpaHonos,
TPUXJIOPMETHA3HI H XJIOPMAJHHOH.

4.6 @epruauTer, HPEMEHHOCT H KbpPMEHE
Ynorpedara sa Jlyonaprt npu xeHu e npotueornokasaHa. He ca nposexxaaHu npoyuBaHus 3a

YyCTaHOBABAHE Ha e¢ekTa Ha JlyonapTt BbpXy OpeMEHHOCTTA, KbPMEHETO H pepTHiHTeTa. JlaneHaTa no-
A0Sty HHPOPMaALMA OTpa3iBa HATMYHATA HHPOPMALMA 32 OTAENHHTE ChCTABKH (BXK. Touka 5.3).

bpeMEeHHOCT

KakTo ¥ ocTaHanHTe HHXHOUTOPH Ha S-anda peaykrasara, AYTACTEPHA HHXUOHpPA NPEBPBLILAHETO HA
TECTOCTEPOHA B AMXHAPOTECTOCTEPOH H KO € NPHNOKEH Ha XKeHa, OpeMeHHa ¢ MBXKKH (eTyc,
DyTacTepyua MOXe /12 NOTHCHE Pa3BUTHETO HA BLHIUHUTE MOJNOBH Opranu Ha ¢deryca (Bx. Touka 4.4). B
crepMara Ha NMHUA, NpHEMalllN AYTACTEPHA, C€ YCTAHOBABAT MAJIKU KO/IMueCTBa AyTactepua. He e
W3BECTHO JaNH MBLXKKH deryc me 61Ae NOBAHAH HEraTHBHO, aKO MaHKaTa MMa KOHTAKT CbC Cnepmara Ha
MALUEHT, JIEKYBaH ¢ JyTaCTepHa (PHCKBT 32 TAKOBA YBPEXKAAHE € HAH-roIaM npes mbpBUTe 16 ceamuLM
OT OpeMEHHOCTTA).

ITono6Ho Ha BcHuky HHxHOUTOPH Ha S-anda peayKTasaTta, KOraTo MapTHLOPKATA HA MaLMEHTA €
OpeMeHHa WK € Bb3IMOXKHO Za 3abpeMeHee, ce MpenopbyBa [a e M3NON3Ba Npe3epBaTHB 110 BPEME HA

MONOB AKT € L1€J1 A3 C€ U30erHe KOHTAKT Ha NMNAPTHLOPKATa CbC CNEPMATA HA MNaUMUCHTA.

[IpHioxkeHHeTO Ha TAMCYNO3HH XHAPOXJIOPH] NPH OpEMEHHH KEHCKH TUTEXOBE Y 3aliLlM He € NOKa3ano
OaHHH 33 YBpEXIaHe Ha MJoja.

3a HH¢OpMAaLIMA OTHOCHO NPEAKIMHHUYHHTE NAHHU BHKTE To4ka 5.3.

KbpMmeHe

He e W3BECTHO Aann OyTacTepHa WK TaMCYJIO3MH Ce eKCKPETHUPAT B KbpMaTa I1pH Xopa.

QepTUIHTET

Hma cboOuieHus, ye nyTacTepua NoBAMABa XapaKTEPUCTHKHUTE HA criepMmarta (HaMansaBaHe Ha 6pos Ha
CMEepMATo30MANTE, 00EMa Ha criepMaTa W NOABHXKHOCTT2 Ha CNIEpMaTO30MAMTE) NIPH 3APABH MBbKe (BK.
TO4Ka J.]). Br3aMokHOCTTa 3a HaMansBaHe Ha MBXKHA (QEPTUWIMTET HE MOXKE 1a Obae U3KIIOUEeHa.

He ca oueHsaBaHM epeKTHTE Ha TAMCY/I03HH XHAPOXIOPHA BLPXY Opos Ha CepMaTO30KUANTE HITH
({hYHKLUMATA HA cnepMara.




4,7 EdexTH BppXy cnocobOHOCTTA 32 IIodHpaHe H paboTa ¢ MALLIHHH

He ca u3pbpiipaHy npoyusaHus 3a edexkture Ha lyoaapt sbpxy cnocoOHOCTTA 3a wodupane u padbota
¢ MalIMHK. Bbnpeku ToBa, nauveHTHTE TpaOBa 1a ObaaT MHGPOPMHPAHH 32 Bb3MOXKHATA MOABA HA
CUMITOMH, CBBbP3aHH C OPTOCTATHYHA XUITOTOHMSA, KAaTO 3aMaiBaHe, 10KaTo npuemar Jyonapr.

4.8 Hexenand JeKapCcTBEHH peaKNHH

[IpeacraBesnTe nNo-a0y AaHHY €& CBLP3aHU ¢ MPUNOKEHHE HA AYTACTEPHA 38€HO C TAMCYNO3HH OT
4-roguiueH aHanus Ha npoyusaHeTo CombAT (KomOuuupane Ha Avodart 1 TaMCyno03HMH —
Combination of Avodart and Tamsulosin), cpasrenue Ha gytactepun 0,5 mg u Tamcynosun 0.4 mg,
NPUIOKEHH BEAHBK AHEBHO 32 YETHUPH NOAHHH KaTo KOMOMHUpaHa Tepanus WKW KaTO MOHOTEpANHUA.
JemoHcTpHUpaHa € OMOEKBUBANEHTHOCT HA JlyodapTt ¢ eIHOBPEMEHHO NPHIOKEHH AYTACTEPH, H
TaMCYJI03HMH (BXK. Touka 5.2). [laneHa e undopmauns u 3a npoPHINTE Ha HEXKENAHU PeaKLiMH Ha
OTAETHUTE aKTUBHM BELIECTBa (AyTACTEPHA H TAMCYJI03HH). O0bpHETE BHUMAHHE, Ye€ HE BCHYKH
HEXEIaHM peaklUry, Q0KTaJABaHM 33 OTACIHUTE ChCTABKH, ca cbobuasanu npu yonapr, H ca
BKJIKOYEHU 3a HHPOPMaALMA Ha NeKkaps, KOWTO Npeanucea eKapCcTBOTO.

HanHu ot 4-roguHoTO NpoyuBaHe CombAT nokasear, ye yecToTaTa Ha BCUMKHTE, OUEHEHH OT
H3CNIEI0BATENIA KATO JIEKAPCTBEHO-CBBbP3aHK HEXKENAHW pEaKLIMK NO BpEME HA MbpBaTa, BTOpaTa,
TPETATA U YETRBLPTATA 'CAUHA OT JIEYEHHETO, ca OHITH CLOTBETHO 22%, 6%, 4% 1 2% 3a
KOMOMHHpaHaTa Tepanusa AyTacTepuI + TaMcyno3uH, 15%, 6%, 3% u 2% 3a MoHoTepanusaTa ¢
aytacrepul, U 13%, 5%, 2% u 2% 3a MmoHoTepanusaTa ¢ TaMcys103MH. [To-BHCOKaTa yecToTa Ha
HEXENaHM JICKAPCTBEHH PeakUUH B rpynata Ha KoMOMHHpaHaTa Tepanug npes nNbLpBaTta roguHa or
NeYEHUETO € CBBLP3aHa C NMO-BHCOKA YECTOTA Ha HAPYLUIEHHA HA BL3NPOU3BOAHTEIHATA CHCTEMA, M10-
CNICLIHA/IHO Ha HapYLIeHUS HA €AKyJlauMATa, Habn0AaBaHH NPH Ta3M rpyna.

OueHeHHUTE OT H3CIEN0BATENS KATO JIEKAPCTBEHO-CBbP3aHH HEXKENAHH PEaKkilMi U ChOOLIEHH ¢ YecToTa
oT 1% unu noseve no BpeMe Ha MbpPBaTa roAUHA OT JIeUeHHeTOo, B npoyuBaneTo CombAT, knMHUUYHUTE
npoyusaHus ¢ MoHoTepanua Ha 11X u npoyusanero REDUCE ca nokazanu B Tabnuuata no-gony.

B nonbnHeHHe HexenaHHUTe ePEeKTH Ha TAMCYJIO3HH NO-A0JTY ¢ OCHOBABaT Ha HaJTHYHaATa HHDOPMaUUs
B NyOJUHHOTO NPOCTPAHCTBO. UeCTOTHTE HA HEXENAHUTE pEeaKLiMM MOXKE 114 CE€ YBEJIHYAT, KOTaTo ce
H3NoA3Ba KOMOMHKMpaHa Tepanus.

HecToTa Ha HEXENaHUTE peakLmMy, HACHTHGHULIMPAHH B KTHHHYHWA NTPOYYBAHHA:

Yectu (= 1/100 po < 1/10), Heuectr ( = 1/1 000 no < 1/100), Peaxu (= 1/10 000 a0 < 1/1 000), Muoro
peaku (< 1/10 000). Bre BCsxa rpyniposka no cucteMo-opraiHu knacose {SOC), HexenaH1Te peakLmu
ca NpeACTaBeHH B HU3XOAALL peX [10 OTHOLIEHUE HA TAXHATA CEPUO3HOCT.

CucTremMo-opraHen HexeJIaRH peaknuH Ayracrepun+ | Nyracrepna | Tamcynosan®
A
TAC TAMCYJI03HH
Hapywenus Ha CHHKON - - Peakwm
HEPBHATA CHCTEMA
3amaiiBane Hectn - YecTn
I"asoGonme - - Heuectn
ChpaeuHu CbpaeuHa HEIOCTATEHHOCT HeuecTn HeuecTu' -
HapYWEHKS (KomGuuupau repmun')
[Tannuraunum - -




CHcTeMO-Opranen Hexenann peakuuu AyTactepuat |  Iyracrepun Tamcyno3un®
KJ1aC TAMCYNO3HH"
CvaoBu Hapyiuerus | OpTocTaTHYHA XHMOTOHHS - - Heuectu
PecnupatopHy, PuHut - - Heuectn
rpbAHU U
MEIHACTHHA/IHH
HapyLUEeHHA
CToMallIHO-4YpEeBHHU 3anex - - Heuectu
HapylUEHUS
Huapus - - HeuecTH
["apeHe - - Heuectu
[loepbinane - - HeyecTH
Hapywenns Ha AHruvoeaem - - Peaku
KoKaTa
NOAKOKHATA ThKaH CuHapom Ha Stevens- - - MHOro peaku
Johnson
YpTuxkapus - - Heuectn
Ob6pris - - HeuecTH
Ipyputyc - - HedecTH
Hapyluexus Ha [TpuanuzeMm - - MHOro peaku
Bb3NPON3BOAHTEIHAT
a cucTeMa M rbpaata | UMnorenTHocT Yectu YecTn® -
[TpoMeHeHo (HamaneHo) Yecru Yectnd -
nu6Hao°
HapyuweHnus Ha Hectn YecTn® YecTH
eakynaumsTa’
HapyuseHua Ha mhie4HaTta Hectu YecTu® -
Ke3a’
O6wm HapyuieHus 4 | ActeHus - - Heuecrtn
eeKTH Ha MACTOTO
Ha MPHITOKEHHE

%. HyracTepua + Tamcyno3us: ot npoy4saHeTo CombAT — yecToTHTE HA HEXENAHUTE peaKLInK
HaMasaBaT Mo BpeMe Ha JIeYeHUETO, OT |-Bara no 4-rara roaHHa.

o IlyTacTepHia: OT KIMHHYHHTE MPOYHBAHUS ¢ MOHOTepamnug Ha JIMTX

®. TaMcynosuH: or ocHoBHUA rpodun Ha GezonacHocT B EC (EU Core Safety Profile) Ha Tamcynosus.
", Ilpoyusane REDUCE (Bx. Touka 5.1)

'. KoMOUHMPaHUAT TEPMHUH ChpAEYHA HEAOCTATHYHOCT BIUTOUBA KOHTECTMBHA ChPACUHA
HEAOCTATBYHOCT, CbpAEHHA HEAOCTATBHYHOCT, JIEBOKAMEPHA HEAOCTATHYHOCT, OCTPa CbpAeHHA
HEAOCTaTbYHOCT, KAPAHOIEHEH WIOK, OCTPa IEBOKAMEPHA HEAOCTATbYHOCT, AECHOKAMEPHA
HEJOCTAaTBYHOCT, OCTPa AECHOKAMEPHA HEAOCTATHYHOCT, KAMEPHA HEOCTATBYHOCT,
KapaAMOoNnyJIMOHANHA HEAOCTATBYHOCT, KOHFECTUBHA KapJHOMHOMNATHA
2, BktouBa HanpeKeHUe ¥ YroNeMsaBate Ha MhpPIHTE.
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¥, Teau HexenaHH PeaklUH B CEKCYaNHATa QYHKUMSA C€ CBLP3BAT ¢ JICYEHHETO C Ay TaCTEPH]
(BKIIOYMTENHO MOHOTEpanKUa U KOMOWHAUMA ¢ TAMCYJIO3HH). Te3H HexeNaHu peakUHU MOXe Aa
NEePCUCTHPAT Cliell NPeyCTAHOBABAHE Ha JeYeHHETO. POnsiTa Ha JyTacTEpPHA MO OTHOLIEHHE HA TOBA
NEPCUCTHPAHE HE € U3ACHEHA.

. Bxoysa HaMansBaHe Ha o6eMa Ha cnepmara.

IIPYTU JAHHU

[Tpoyusanero REDUCE nokassa no-sucoxa dectora va Gleason 8-10 kapunHoMH Ha npocraTaTa npH
MbXKETE, JIEKYBAHH C IyTacTepu[ B cpaBHEeHHE ¢ miauebo (Bx. ToukH 4.4 u 5.1). He e ycranoeeHo ganu
eeKThT HAa OyTacTEPHA 32 HamanaBaHe odema Ha mpocTaTtaTa Wid CBbP3aHH ¢ Mpoy4BaHeTe GaKTopH ca
[IOBJIMAJIH BHPXY PE3YATATHTE B TOBA MPOYYBaHE,

CneaHoTo e JOKIAaJBaHO B KIMHHUYHH NPOYYBaHHUS H NOCTMAPKETHHIOBa ynotpeda: KapLuHHOM Ha
rbpAaTa npH MbXKe (BXK. Touka 4.4).

HOCTMapKETHHFGBH JAdHHH

HexxenaHure JICKapCTBOHHU PCAKIIHH OT MOCTMAPKETHHIOBOTO Haﬁmonenue B LCJAHA CBAT Ca YCTAHOBCHH
OT CNOHTAHHHUTE NOCTMAPKCTHHICBH AOKJIAAH, NOpaaH KOCTO pealHaTta 4eCTOTa HE € H3BCCTHA.

Hymacmepuo
HapyweHHa Ha HMyHHATa CHCTeMA
C HeH3BecTHa uecTOTa: ANEPrudHU peakuuu, BKIOUHTENHO 0OpHB, chbplexk, YpTHKApHS, TOKaNH3IHpaH

OTOK H aHTTHOCICM.,

[ lcuxuunn HapylueHus
C HeusBecTHA uecToTa: Jenpecus

HapyueHua Ha koxaTa 1 NOAKOXKHATa ThKaH
Heuectu: Anonerus (3aryba Ha OKOCMABaHe, rNaBHO MO TANOTO), XHIIEPTPHXO03a.

Hapyienus Ha Bb3NPOU3BOAUTENHATA CUCTEMA H I'bPAATA
C Hen3BecTHa 4ecToTa: bonka v noayBaHe Ha TECTUCHUTE

Tamcynozun

[lo Bpeme Ha NOCTMapKETHHIOBOTO HabmoaeHHe ChOBILEHNA 32 CHHAPOMA HA HHTPAONEPATHBHO
aroHuuHHua upuc (IFIS), BapuauT Ha cMHOpOMA Ha TACHATA 3€HHULA, NTPH ONEPATHBHO JIEYEHHE Ha
KaTapakTa, ce CBbP3BaT ¢ ajda;-aApeHOPELIENTOPHATE aHTArOHHCTH, BKJIIOUHTENTHO TaMCYJI03HH (BXK.
TOUuKa 4.4).

Ocsed ToBa, BbB Bpb3Ka ¢ ynoTpebaTa Ha TaMCYJIO3MH ca IOKNaABaHH NMPEACHPAHO MbKACHE, aPUTMHA,
TaxHKapAHa, NHCNHEN, ENHCTAKCHC, 3aMbITICHO 3PEHHE, HAPYLLIEHHE Ha 3PDEHHETO, EpUTEMA
MYATHQOPME, EKCPOANATHBEH ACPMATHT, HAPYLICHHE Ha CAKYALMATA, PETPOrpaaHa eaKyNaLMs, JUnca
Ha €AKyJ1alH{A H CyXOTa B ycTaTa. HecToTaTa Ha HEXENAHUTE PEaKLIMU W POJIATa HA TAMCYJIO3HH 34
TAXHOTO MPUUUHABAHE HE Morar Ja Obaat onpeaeneHH CbC CUTYPHOCT.

Coobuiapase Ha NOAO3ZUPAHHA HEXENAHH PEAKLIMU
Cbo011aBaHETO HA MOAO3UPAHH HEXKENAHU peaKUMH el paspellaBaHe 3a ynoTpeda Ha f1eKkapcTBEHH

MPOAYKT € BaxXHO. TOBa No3BoIsABa Aa NPOABLIKH HabNIOAEHHETO Ha ChOTHOLIIEHHETO oSS INCHT A
NeKapCTBEHUA NPOAYKT. OT MEAMLIMHCKHMTE CIELMATUCTH CE U3KCKBA f1a ChoOLIaBaT Bk _.‘{' 1e3Hpdid
HEXENaHa peakLng Ha: O/ L 2
A 2,
. % e >
e Tt x|
EANG: Y o
NN
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M3nbaHWTENHA areHuuMs no nekapcrsara
yn. ,, Jdaman I'pye” Neo 8
1303 Codmn

Ten.: +35 928903417
yebcaiiT: www.bda.bg

4.9 Ilpexosmpane

Hsama HanuyHM AaHHU 3a npeno3vpaxe ¢ Jyoaapt. IlpeacrapeHara no-gony uHdopMauus oTpasasa
HanHYHaTa HHGOpPMAaLIKA 32 OTACAHHTE CHCTABKH.

ymacmepuo

[pu nanuTBaHMA Nnpy 0OOPOBONLKM Ca NpUaraHd €1HOKpaTHH AHEBHH 103U AyTactepua a0 40 mg
aHesHO (80 MbTY TEpaneBTHYHATA A03a) B MPOIBLKEHHE HA 7 AHU 6e3 3HAUMMH NpodaeMH, CBBLP3AHHU ¢
beszonacHocTTa. [1pH KTHHHYHHMTE M3NUTBAHKUA Ha YYaCTHHLIMTE ca NPUJIAraHu 403U OT 5 mg AHEBHO 3a
6 Mecelia 6e3 JONBAHUTENIHH HEXKelaHH peakluK crnpaMo HabnioaaBaHHTe NPH TEPANEBTHYUHH JO3H OT
0,5 mg. Hama cneumdruer aHTHAOT HA yTaCTEPUA, NOPAAH TOBA MPH MOAO3PEHHE 3a NPEeAO3HPaHE
TpAOBa 1a ¢€ HA3ZHAUYH MOAXOAALLO CHMIITOMATHYHO W MOANBPAKALLO JEYEHHE,

Tamcynosun

C1o0l1aBaHO € OCTpOo NPEeAo3HUpaHe ¢ 5 mg TaMCyNO3UH xuapoxiopua. Habnronasanu ca octpa
XMMOTOKRHA (CHCTOIMUHO KPpBBHO Hajiarade 70 mm Hg), noBpbliake v AMapus, U ¢a NEKYBaHH C
BNIMBAHE HA TEYHOCTH KATO NMAaLMEHTLT € H3NIHCaH ollle Cbilus JeH. [1py caydanuTe Ha oCcTpa XMMOTOHUS
cnel npeno3vpaHe TpadBa Ja ce OCUIypH ChPACYHO-CBAOBA NOAAPHKKE HA nauneHTa. KpbBHOTO
HAIAraHe MOXE Aa Ce Bb3CTAHOBHU U ChPACHHHUAT PUTHM A3 ¢€ HOPMAIU3Hpa ¢ NOCTaBIHe HA NALMEHTA B
JIETHAJIO NOMIOKEHHE. AKO TOBa HE TIOMOI'HE, MOrraT Aa ¢€ M3Nnoa3BaT 06eM03aMECTUTENH U NPH
HeoOxoauMocT BazonpecopH. TpabBa na ce npocneassa OLOpeuHaTa GyHKUMA W Ja ¢e npHiara
obLonoaaLpxallo JeueHue. Manko seposaTHO € AManu3aTa aa MOMOrHE, Thid KATO TAMCYNO3HH €
CBBbP3aH BLB BUCOKA CTEINEH C FJIa3MEHHUTE [POTEUHH.

3a 3abaBsHe Ha pezopOLMATa MOTaT J1a C€ B3eMaT MePKH KaTo NpeAn3BHKBaHE HA NOBpbilaHe. [1pu

MPHEM HA TOJIEMH KOJTHYECTBA JIEKAPCTBO MOXKE A2 C€ HanpaBH CTOMALIHA NPOMHUBKA U [a C€ NPHJIOKAT
AKTHBEH BBIJICH H OCMOTUYEH NNAKCATUB KaTO HATPHEB cydar.

5. ®APMAKOJIOTHYHH CBOUCTBA

5.1 d@apmaxkoaHHAMHYAH CBOHCTBA

DdapmakoTepaneBTHUHa rpyna: Anga-agpeHopeuentopiu aHtaronucTi, ATC kop: GO4CAS2
JlyTacTepua-TaMCyio3uH € KOMOUHALIUA OT ABE JIEKApCTBA: AyTacTePUA, IBOEH HHXHOMTOp Ha 5 0-
peaykrasata (5 APH) ¥ TaMCy103MH XHAPOXIOPHI, AHTArOHUCT HA 01 U (4 aApEeHOpeLenTopH. Tesu
JIEKapcTBa UMAT AONMBJIBALLM C& MEXAHU3MH Ha JeicTBHe, KOUTO 6Bbp30 noaodpaBaT CUMNTOMHTE,

MOTOKa Ha YpHHATa U HaMAJIABAT PUCKaA OT OCTpa 3aJpbxkka Ha ypHHata (O3Y) 1 Heob6Xx0anMoCTTa OT
oneparusHa Hameca 3a JII1X.
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H 014 AOPEHEPTUYHHUTE PELIENITOPH B TMAJKHATE MYCKY/TH HA NPOCTAaTHATa CTPOMa H B LIMITKaTa Ha
nukouHus Mexyp. [pubnusurenno 75% ot a-peuienTopuTe B npocTarara ca oT CyOTHN a.

Ipunoscenue na oymacmepud 3ae0H0 ¢ MaAMCYN03UH

[IpeacTaBeHnTe NO-A0MY AaHHHU OTPa3ABAT HaTUUHATA HHGPOPMALIUA 3a IeYEHHE C NPUITAraHe Ha
AYTACTEPH] 3a€IHO C TAMCYJIO3HH.

Hytactepua 0,5 mg/auesno (n = 1 623), tamcynosuu 0,4 mg/avesro (n = 1 611) nnu komObuHaumsa or
aytactepua 0,5 mg nuroc TamcynosuH 0,4 mg (n =1 610) ca oueHeHH Npu MBXkKE ¢ YMEPEHO TeXKa 10
TeXKKa cumnTomatika Ha JI1X ¢ obem Ha npoctarara = 30 ml u croitHocTH Ha PSA B rpaHuumTe ot

1,5 - 10 ng/ml B 4-rosnMIHO MHOrOLIEHTPORO, MYNTTHHALHOHANTHO, PAHAOMH3HPAHO, ABOHHOCIANO,
H3nUTBaHe B napanennu rpynu. [lpubnusurenno 53% or yyactHuumTe ca OWIH JIEKYBaHH B MHHAJIOTO C
HHXHOHTOP Ha S-anda peayKrasaTta Wi anda)-adpeHOPEUENTOpeH aHTaroH|cT, [TbpBHUHaTa kpaiiHa
TOUKA 3a €PHKACHOCT Mpe3 MbpBUTE 2 rOAMHKU OT JIeUeHHETO € Huna npomsaHa B c6opa no International
Prostate Symptom Score (IPSS) — MexayHapoaeH Bunpocuuk 3a [TpocraTHaTra CuMnToMaTHKa,
8-ToukoBa cHUcTeMa, ocHOBaBalla ce Ha AUA-SI ¢ aonbAHHTENEH BBIIPOC 32 KAYECTBOTO HA KHBOT.
BTopH4HKTe KpaHHM TOYKH 3a €(HKACHOCT Npe3 2-Te FOAAHM ¢a BKIIOHBANM CKOPOCT Ha BbPXOBUA
ypHHeH noTok (Qmax) 1 obema Ha npocrarara. Kombuhaumara e nocturiana 3HauuMoct 3a [PSS or
Meceu 3 B cpaBHEHHE C AyTacTepua U oT Mecell 9 B cpaBHEHHE ¢ TaMCYJ1034H. 3a Qmax koMOHHaLMATA
€ NMOCTHrHana 3Ha4uMOCT OT Mecel 6 B cpaBHEHUE ¢ NyTACTEPHA U TAMCYNO3MH.

KoMOuHHpaHeTO Ha AyTaCTEPHA W TAMCYJIO3HH OCHIypaBa MO-roNaMo nogobpeHHe Ha CHMITOMUTE, B
CpaBHCHHE C BCAKA OT ChCTABKUTE, MPHI0KEHA CaMOoCTOATENHO. Cnea 2 roAHHHK NteueHue
kOMOWHKpaHaTa Tepanms € MoKa3aia CTaTHCTHYECKO 3HAUMMO CPeRHO NOAOOGPEHHE Ha Pe3yNTaTUTE OT
cOopoBeTe Ha CHMITTOMHTE CITPAMO W3XOAHATA CTOHHOCT ¢ -6,2 eUHULM.

KopurupaHoTto cpeaHo nogobpeHue Ha CKOPOCTTa HA YPHHHHA MOTOK OT U3XOAHUTE CTOMHOCTH €

2,4 ml/cekynna 3a enHOBpeMeHHaTa Tepanus, 1,9 ml/cexyHna 3a ayracrepua v 0,9 ml/cexynna 3a
TamcyJio3uH. Kopurupasoro cpenHo noaodpeune Ha BPH Impact Index (BII) oT usxoaHuTe cTOlHOCTH
¢ -2,]1 enMHHLK 32 eNHOBpEMEHHATa Tepanu4, -1,7 3a Ayracrepua  -1,5 3a TamMcysio3uH. Tesu
noaoOpeHus B CKOPOCTTA Ha YpHHAMA notok u Bil ca craTucTiyecku sHauumu 3a koM6HHHMpaHaTa
Tepanusa B CpaBHEHHE C MOHOTEpAIUs ¢ KOETO U JIa € OT JIBETE JIEKapCTRa.

Hamanenruero Ha ob1iMa npocrateH ob6eM U obema Ha NPEXOAHATA 30HA ciel 2 rOAHHM JieUeHHe e
CTATUCTUHECKH 3HAYUMO 33 KOMOHHUPAHATA TEpanua B CPaBHEHHE ¢ MOHOTEPANMs ¢ TAMCYJIO3HH.

[TepBr4HaTa kpaiiHa To4ka 3a eHHKACHOCT NpH 4-rogHILIHO AeveHHe € GKaa BpeMeTo 10 MbPBHUA CIy4aii
Ha O3Y unu xupypruuHa Hameca, cebp3aHna ¢ JAI1X. Cnen 4-roauiuHo nevyeHue, KOMOUWHUpaHaTa
TEpanua CTaTHCTHYECKH 3HAYMMO HaMalaBa pucka oT O3Y uiu Xupypruuna Hameca, ¢Bup3ana ¢ X
(65,8% Hamanenne Ha pucka p < 0,001 [95% CI 54,7% 1o 74,1%)]) B cpaBHEHKHE ¢ MOHOTEpPANHS C
TamcyniosuH. Cnydyanre Ha O3V uiau xupypruuHa Hameca, cebp3ana ¢ 11X go MNoauua 4 ca 6uiu 4,2%
FipH koMOuHupaHara Tepanus u 11,9% 3a tamcynosns (p < 0,001). B cpaBHeHHe ¢ MOHOTEpanug ¢
AYTacTepusl, KOMOMHUpaHATA Tepanus HaManasa pucka oT O3Y Win XHpYpruuHa HaMeca, CBbp3aHa ¢
HIX ¢ 19,6% (p = 0,18 [95% CI -10,9% no 41,7%]). Cnyuaure Ha O3Y Unu XupypruuHa Hameca,
csbp3ana ¢ JII1X no 'onuna 4 ca 5,2% 3a gytacrepup.

Broprunute kpaiinu Touky 3a ehHMKacHOCT ciel] 4-TOAMLIHO JleYEeHHE Ca BKTIOUBAH BPEME 10
KIHHHYHA Nporpechs (aepHHMpaHa kato cvakynHoct oT: IPSS enowasane ¢ >4 Touku, cny4qau na O3V,




AOCIMTBJIIHHTCIICH BBIIPOC 3d KAHCCTBOTO HA JKHBOT. Pefly.ﬂTaTHTe cnen 4-roauuHo aeHeHue ca

NpeACTABCHH MNMO-40Y.

[lapaMeTbp MOMEHT BBLB BPEMETO KomOunauusa | Hytacrepua | Tamcyno3ux
O3Y unu | YectoTa B Mecel 48 4,2 5,2 1 11.9a
XUpYpruyHa HaMeca,
Icebpsana ¢ ATIX (%)| |
KnnHnuHa Meceu 48 12,6 17,86 21.5a
|nporpecua* (%) _ |
IPSS (eanHHLUMN) [M3x0nHa CTOHHOCT] [16,6] 116,4] (16,4}
Mecen 48 (npomana ot U3XoaHaTa -6,3 -5,36 -3.8a
CTOHHOCT) L _ 1
Qmax (ml/sec) [M3x0aHA CTOHHOCT] {10,9] [10,6] [10,7]
Meceu 48 (mpomaHa OT U3XOAHATa 2,4 2,0 0,7a
L _{ CTOHHOCT) |
tQ6emM Ha npocTarara | {H3XoaHa CTOHHOCT] [54,7] [54,6] [55,8]
(ml) Mecer 48 (% npomMsiHa oT -27.3 -28,0 +4,6a
M3X0AHATa CTOHHOCT) |
O6eMm Ha npexoaHara| [U3xoaHa CTOHHOCT] [27,7] {30,3] {30,5]
30Ha Ha npocTtarata | Meceu 48 (% npomsaHa ot -17,9 -26,5 18.2a
(ml)# M3XO04HATa CTOHHOCT) _ _
Huaekc Ha BIMAHHE | [H3XOAHA CTOMHOCT] [5,3] [5,3] [3,3]
Ha X Meceil 48 (mpoMaHa OT U3XOAHAaTa -2,2 -1,86 -1,2a
{(BIl) (eannnum) | CTOMHOCT) N
IPSS Bwnpoc 8 [M3xX0nHA CTOMHOCT] [3,6] [3,6] [3,6]
3apaBeH CTATYC, Meceun 48 (nipomaHa OT U3xOQHaATa -1,5 -1,36 -1,1a
Bbp3aH ¢ JAI1X) CTOHHOCT)
CANHALHN)

HEXGHHHTB CTOMHOCTHU Ca CpCOHH CTOHHOCTH M [MPOMECHH OT M3XOOHHTC C4 KOPHIrHpaHHU CpEAdHH

[NPpOMCHH.

* KnuHu4HaTa nporpecus e aeduHUpaHa kato cbBKynHoct oT; IPSS Bnowasane ¢ > 4 Touku, cnyyaun Ha

O3V, cebp3ano ¢ AllX, uHkonruHeHuusa, UTI u 61p6peuna HeaocTaThUHOCT.
# UsmepeH Ha n3bpanu Mecta (13% OT paHAOMHM3HpAHUTE NALKEHTH)

a. KombnHaumata e nocturuana 3nauumoct (p < 0,001) cnpamo Tamcynosun npez Meceu 48
6. KombuHauusaTa e nocturiana sHauuMoct (p < 0,001) cnpamo ayracrepua npes Mecen 48

Ldymacmepuo

B Tp1 AByroauillHH MHOTOLEHTPOBH, MHOTOHALIMOHAIHU, KOHTPOJTMPaHH ¢ Tauebo BORHOCENH
KNAHWYHY W3MHTBAHHA 33 OLEHKA Ha eDUKACHOCTTaA ca cpaBHABaHU ayractepua 0,5 mg AHeBHO Han
raiedo npu 4 325 Mbike C yMEpEHO Texka 10 Texkka cumnroMaruka Ha JIITX, ¢ obem Ha npocTarara
> 30 ml u croitHocT Ha PSA B awanasona 1,5 — 10 ng/ml. BnocneacTeue Te3u U3NUTBAHUA ¢a
NPOABL/IKHIIH C OTBOPEHO APOABIIKEHHE A0 4 TOAHHU INPUA BCHHKH MALUEHTH, KOUTO Ca OCTaHa/IX B
MPOYUYBAHETO M Ca NpHEMaNH chiaTa ao3a ayractepua 0,5 mg. 37% ot nbpBOHaYaaHO
paHAOMH3UpaHUTE Ha U1auebo nauneHtn U 40% ot nauMeHTUTE, PAHAOMHUIMPAHH HA AIyTACTEPHI, Ca
OCTaHajH B NpOYYBaHETO 3a 4 roauuu. [lo-romama vact (71%) or 2 340 yyacTHULIY B OTBOPEHOTO
MPOAbMKEHHE €A 3aBbPUIHIK ABETE AOITBJIHUTENHU NOAHHN HA OTBOPEHO NIEYEHHE.

Hai-BaxkHWTE napameTpu 3a KIMHHYHA epuKacHOCT ca Ounn CUMNTOMaTHYEH MHACKC Hy
AMepHKaHCKaTa ypoJjioriuna acoumauus (American Urological Association Sympto
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BbPXOBHUA YPHHEH noTok (Qmax) W yecTtoTaTa Ha OCTPO 3a1bp)KaHE Ha YPHHA M XHpYpruiecka HaMmeca,
cabp3ana ¢ JIIX.

AUA-SI npeacrasnssa 7-toukoB BerpocHHK 3a JII1X-cBbp3aHaTa cumnromaruka. MakcumanuusT cbop
e 35. Cpennusat n3xoneH cbop e 6un npubnnsurenyo 17. Cnea neveHue B NpoabHKEHHE HA 6 Meceua,
elHa W ABe rOAWHHU NAUMEHTHTE B rpymnara Ha niaauebo ca UManH CpeaHo noaocdpeHHe CbC CbOTBETHO
2,5; 2,5 u 2,3 Toukn, nokaro B rpynara Ha Avodart nogobpenunero € 6uno cvotserHo ¢ 3,2; 3,8 u 4,5
TOYKHU. Paznukure Mexy rpynure ¢a cTaTUCTHUECKH 3Ha4UMH. [lonobpennero no AUA-SI,
Ha0JIlDAaBaHO NPE3 MbPBUTE BE M'OJAWHM OT ABOMHOCIANO JEUYSHHE, € MPOAB/HKUIO U MO BpeMe Ha
ABETE [ONB/IHHTENHH TOAHHH Ha OTBOPEHOTO YAB/KABAHE HA MPOYUBAHHATA.

Qmax (MakcumManeH ypuHeH nebur)

CpeaHuaT uzxoaeH Qmax B H3NUTBaHHUATa € Ou npubausurentHo 10 ml/sec (Hopmanen Qmax

> 15 ml/sec). Cnen neueHune B MpoaAbIKEHHE Ha €AHA U ABe FOAMHH CKOPOCTTA HA MAKCUMAJTHUS YPUHEH
nedbuT B rpynara Ha mnauebo e 6runa noaobpexa croteetHo ¢ 0,8 ¥ 0,9 ml/sec, a B rpynaTa Ha Avodart -
¢pOoTBETHO ¢ 1,7 1 2,0 ml/sec. Paznukara mexay rpynure € 6M1a CTaTHCTHYECKH 3HAYKHMa 3a MeceLuTe
ot | ao 24. [loBHuUIaRaHETO Ha CKOPOCTTA HA MAKCHMATHUA YpUHER AeOUT, HabntoaaBaHO npes NbLPBUTE
2 TOAWHH HA ABOWHOCIANOTO JIEHEHHE, € NPOABIKHIIO U NpPe3 ABETE NONBIHUTENHH FOIMHH Ha
OTBOPEHO MPOCEAIBaHE.

OcTpo 3agbpkaHe HA YPHHA M XHPYPru4ecka Hameca:

Cnea ABYrogyiuHO NevYeHWe 4YeCTOoTaTa Ha CITy4auTe C OCTpOo 3aJbpKaHe Ha ypuHa € 4,2% B rpynara Ha
nnauedo cnpamo 1,8% B rpynara Ha Avodart (57% Hamanenue Ha pucka). Tasu pa3nvka €
CTATHCTHYECKH 3HAYMMAa H O3HA4aBa, 4e 3a aa ce u3berne enuH cnyyak Ha O3V Ttpabsa na ce nekyBat
42 nauuenTH (95% C1 30-73) B npoabxenue Ha JABE rOAHHH.

YecroTara Ha cBbp3aHaTa ¢ I1X xupypruuHa Hameca cieq aBe roauHy e 6una 4,1% B rpynara Ha
nnauebo u 2,2% B rpynara Ha Avodart (48% HamaneHue Ha pucka). TasH pa3fiMKa € CTATUCTHYECKH
3HaYMMa M O3Havasa, Y€ 3a 1a ce H3berHe eauH ciyyait Ha XMpypruyuHa HaMeca TpaOBa 1a ce nekyBar 5|
nauueHTH (95% CI 33 - 109) B npoabsmkeHne Ha ABe FOAWHH.

PasnpeaeneHnue Ha OKOCMABAHETO

EdexTeT Ha AyTacTepua BLpXY pa3npeaesieHHETO HA OKOCMSABAHETO He € OQULIMANTHO NPOYYBAH IO
BpeMe Ha ¢asza lll nporpamara, obaue, nHxuburopure Ha 5 anda-peayKrasara MoxKe Ja HAMAAAT
3arybaTta Ha Koca ¥ Ja HHAYLUHMpAT pacTexa W NMpPH JIULA C MBXKH TUN 3aryba Ha Koca (MBbXKKa
aHapOreHHa anoreuns).

Tupouagna PpyHKUHS

Tupouasata GyHKUMA € OLleHEeHa B €THOrOAULIHO NMPOYYBAHE NPH 3/paBH Mbxke. HupaTta va cBoboqHHs
TUPOKCHH Ca CTaOMITHH [10 BPEME HA JICUEHHETO C AyTacTepus, Ho HuBara Ha TSH ca neko noBuiieHn (c
0,4 MCIU/ml) B cpaBHeHue ¢ mnauebo B kpas Ha €JHOrOAULIHOTO fleyeHue. Thid katoTSH Hueara ca
Bapuabunum, cpeannre TSH crolinoctu (1,4 — 1,9 MCIU/ml) ocrapar B pedepeHTHH rpaHuim

(0,5 — 5/6 MCIU/ml), nuBata Ha cBOOOHHS TUPOKCHH Ca CTaOUNHH B pe)epeHTHH IPaHMLIM U ca
noaobuu 3a nnauedo u seueHuerto ¢ ayracrepua, npoMeHurte npH TSH He ce cuMTaT 33 KIMHUUHO
3HauyMMH. HAMa 10Ka3aTesICTBA OT BCHYKH KITHHHYHHK NMPOYUYBAHUA, Y€ JYTACTEPHA NMOBIHABA HEraTUBHO
TUpOHAHATA (PYHKLIUA.
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HoBoobOpa3zyBaHWa Ha MiI€UHATA XKile3a

B ABYroaMiHH1 KIMHHYHH U3NUTBAHUA, OCUTYPABALUM 3 374 NaLUEHTOrOAUHY eKCMO3HLIMA KbM
AYTAacTEPH, H MO BPEME HA PErHCTPpaLUaTa B ABYTOAHLLHOTO OTBOPEHO NPOABIDKEHHE, Ca JOKIaABaHH
2 cllyvas Ha KapLUMHOM Ha I'bpPAaTa NMpY MBbXKE NPH MaUMEHTHTE, JIEKYBaHH C AyTacTepua, U | cnyuak
npu nauueHTt Ha nmauedo. B 4-roguwiure npoyusanus CombAT u REDUCE, ocurypssauy 17 489
MaLHEeHT-rOAHHH EKCNO3HLIMA KbM AyTacTepua U 5027 nauyeHT-roOAMHN EKCTIO3HLINAS KbM
KOMOWHAUMATA AYTACTEPHUI M TAMCYO3HH, HAMA JOKIAJABAHH C/YYaH Ha KapUHHOM Ha r'bpaara B

TPETHPAHUTE IPYIH.

HBe Cny4an-KOHTPONHPAHH eNHAEMHOIONMUHHU NPOYUBAHHA, €aHOTO npoBeacHO B CAILLL (n = 339
Cayyas Ha KapUMHOM Ha repaaTa U n = 6 780 KOHTpONK) ¥ Apyro B 6a3aTa JaHHHW Ha 3APABEONA3BAHETO
Ha BenuxoOpuranua (n = 398 cnyuas Ha KapUMHOM Ha rbpaata M n = 3 930 KoHTpoJIH), HE NMoKa3Bar
yBE€JHUaBaHE Ha PUCKA OT Pa3BUMTHE HA KAPLUMHOM Ha rbplaTa npy MbxKe, CBbp3aH ¢ ynorpebaTa Ha

> ARlIs (Bx Touka 4.4). Pesysitarure OT mMbpBOTO MpOyYBaHE HE YCTAHOBABAT NOJIOXKUTE/THA BPb3Ka 34
KapLMHOM Ha I'bpAaTa NpH MbxKe (penaTUBEH pucK npy ynotpeba > | roguHa npenu
AWArHOCTHLIHPAHETO Ha KapLIMHOM Ha I'bpJaTa B CpaBHeHHe ¢ ynorpeba < |1 roauHa: 0,70:

95% C1 0,34; 1,45). I1pu sTopoTo npoyusale, npuOINIUTENTHOTO CHOTHOLIEHHE HA LIAHCOBETE 32
KapUHHOM Ha rbpaarta, CBhp3au ¢ ynorpedara Ha 5 ARIs B cpasHenue ¢ nuncara Ha ynotpeba e 1,08:

95% CI 0,62; 1,87).

[IprunHHO-CIEACTBEHA BPb3Ka MEXAY 4€CTOTATa Ha KapLIMHOMA Ha rbpaaTa NMpH MbXKe H
nNpoAbL/KMTENHATa YNIoTpeba Ha AyTacTepH He € YCTAHOBEHA.

[loBnusBaHe Ha MbXKUS QepTHAUTET

Edexrure Ha nytacTepua, npunaran B fo3a 0,5 mg/aHeBHO, BbpXy XapakTepPUCTUKHTE Ha CrIEpMaTa ca
OLEHABaHH NPH 3paBH N0OPOBOIUM Ha B3pacT Mexay 18 u 52 roaunu (n = 27, npuematu
ayTacrepui ¥ n = 23 nnauedo), B NpoALLKEHUE HA 52 ceAMUUM U 24 ceAMULM AOTTBIAHHTENHO
npocneaasane cnea nedueHrero. Ha 52-ta ceamuua e HabnioaasaHo cpeAHO NPOLIEHTHO HaMansBaHe
CNpsMO W3XOAHHUTE Ha 0Ol Opoii cnepMaTo3onam, obema Ha crepMarta M Ha NOJABMXKHOCTTA Ha
CMEepMaTO30HANTE — CbOTBETHO 23%, 26% u 18% B rpynara, npuemaiwla JyTacTepu, che KOPUrHpaHe
CMIPAMO OTK/IOHEHHATA OT W3XOAHUTE CTOMHOCTH MPH rpynara, npuemama rauebo. KonuentpaumaTa u
MopdotorusTa Ha cnepmara He ca nosnuadu. Cnea 24-Te ceAMULIM Ha TIPOCTIEAABAHETO, CPEAHATA
NPOLEHTHA NPOMAHA B 00LLMA OpOH Ha CnepMaTO30UAMTE MPH rpynaTa, NpUeMasia AyTacTePHA, OCTaBA ¢
23% no-HHCKa OT H3XxoaHara. JiokaTo CpeHHTE CTOHHOCTH Ha BCHYKH NapaMeTpH Npe3 LANOTO BpeMe
OCTaBaT B peEePEeHTHH rPaHULIM U HE IOCTHIAT NMPEABAPUTENHO ONPEAENEHHTE KPHTEPHH 33 KITHHHYHO
3HaurMma npomada (30%), npu Asama 0T MBKETE, NPHEMATH AYTACTEPHA, OPOAT Ha CIEPMATO3OHUANTE €
Hamansan noseue ot 90%, B cpaBHEHHE ¢ U3XOAHMA, Ha 52-Ta ceAMMLIA K YACTHYHO C€ € Bb3CTAHOBHJI Ha
24-Ta ceAMHLA OT NEPHOIA Ha NpocneasBaHe. Bb3MOXHOCTTA 3a HaManNABaHe HA MBKKHS DEPTHAMTET
He MOXe aa 6bae uiKoyeHa.

C'bp.ﬂf:‘-l HO-CbAOBH HEXKCIIAHH p€aKUHH

B enHo 4-roauwno npoyusane npu JI1X ¢ nytactepun B KOMOHHaLMS ¢ TAMCYNO3HH NpH 4 844 Mbxe
(npoyusaneto CombAT) uecToTaTa Ha KOMOMHHPaHHA TEPMUH ChpPOEYHA HEAOCTATLUHOCT B rpyIaTa,
npueMaiia komOuHauunsara (14/1 610, 0,9%) e 6una no-sBHcoKa, OTKONIKOTO B KOSTO M 114 € OT rPyIMTE Ha
MOHOTEpanHa: aytacrepun, (4/1 623, 0,2%) u Tamcynosun, (10/1 611, 0,6%).

HeraTHBHa OHONCHA 32 KApUMHOM Ha NPOCTaTaTa H W3XOOHH CTOWHOCTH Ha PSA mexny
10,0 ng/ml npu MbxkeTe Ha BB3pacT oT 50 mo 60 rogunu, unu 3 ng/ml u 10,0 ng/ml np
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Bb3pacT Hal 60 roaunu (npoyusaHero REDUCE), uecTtoTara Ha kOMOMHUpAHUA TEPMHH CbpAEYHa
HEZOCTAThYHOCT € MO-BUCOKA MPH YHACTHUUMUTE, NpUemMalld aytacrepua 0,5 mg BeAHBXK JHEBHO

(30/4 105, 0,7%), OTKONKOTO NMpH YHaCTHHLIUTE, nNpuemMalny rmiauedo (16/4 126, 0,4%). Post-hoc ananus
Ha TOBA NPOY4YBAHE NOKA3Ba M0-BHCOKA YECTOTa HA KOMOMHUPAHHUA TEPMHH CbPACUHA HEAOCTATBYHOCT
NpH YYaCTHULIMTE, NpHEMALLM eHOBPEMEHHO AyTacTepua U anda,-aJpeHOPELENTOPEH AHTArOHUCT
(12/1 152, 1,0%), B cpaBHeHuE C Y4aCTHHUMTE, NIPHEMALIU AyTacTepua 6e3 anda,-anpeHopelienTopeH
aHtaroHuct (18/2 953, 0,6%), nnauebo u anda;-aapeHopeuentopen aHraroHucT (1/1 399, <0,1%), uau
nnauebo 6e3 anda -aapeHopeuenTopeH aHTaroHucT (15/2 727, 0,6%).

B eavH MeTtaananus ot 12 panaomuszupaHu, nmnauedo- Wi KOMNaparop-KOHTPOJIHPaHH KIHHUYHH
npoyueaHud (n = [8 802), oueHABauIM pUCKOBETE OT NMOABA HA CHPAEUHO-CHIOBH HEXENAHHU peaKLHH
npu ynorpebata Ha aytactepus (¥pe3 CpaBHEHHE ¢ KOHTPOAH), HE ¢a YCTAHOBEHH MOCNEA0BATETHH
CTATHCTHUECKH 3HAUYHMHU NOKa4YBaHWA HA PUCKA OT cbpAevHa HegocTaTbuHOCT (RR 1,05,

95% CI1 0,71; 1,57), ocTep MuokapaeH unpapkr (RR 1,00; 95% C1 0,77;1,30) unu uucynt (RR 1,20;
95% CI 0,88; 1,64).

KapuuHoM Ha npocTaraTta K BUCOKOCTENEHHH TYMOPH

B eqHo 4-roauiiHo cpaBHeHHne Ra nnauebo u aytactepua npu 8 231 mbike Ha BB3pacT ot 50 1o 75, ¢
rnpeltecTaalta HeraTHBHA OHONCHA 3a KAPLUMHOM HA NpOCTaTaTa H H3XOHU CTOMHOCTH Ha PSA Mexny
2,5 ng/ml 1 10,0 ng/ml npu Muxkere Ha Be3pacT ot 50 o 60 roanun, wim 3 ng/ml u 10,0 ng/ml npw
MbXeTe Ha Bb3pacT Haf 60 roauuu (npoyusasetro REDUCE), 6 706 yuyacTHHMLM ca ¢ HATMYUHKW JAHHH OT
TbHKOMrneHa OHOMNCUA Ha npocTaTaTa (MpeauMHO OHONCHM 0 NPOTOKOJIA HA NPOYYBAHETO) 32 AHAJINS
3a onpenensHe Ha Gleason cboposere. | 517 nuua ca AMArHOCTULMPAHM C KAPLIMHOM Ha rpocTaTaTa B
MpOYy4YBaHeTO. bONUIMHCTBOTO OT yCTaHOBEHUTE upe3 OHONCHA KAPUMHOMM Ha NpocTaTara B /BETe
TPETHPAHH I'PYNH Ca AHArHOCTHUMPAHH KaTo HUCKocTerneHHM (Gleason 5-6, 70%).

YcraHoBeHa e no-Bucoka yectora Ha Gleason 8- 10 xapunHOMHM Ha npocTaTaTa NpM rpynara Ha
aytactepun (n = 29, 0,9%), cpaBHeHa ¢ rpynara Ha naauebo (n =19, 0,6%) (p = 0,15). B roaunu 1-2,
OpoaT Ha nuuarta ¢ Gleason 8-10 kapuuHomu e cxoaeH npu rpynara Ha aytactepua (n = 17, 0,5%) #
rpynara Ha nianebo (n = 18, 0,5%). B roaunu 3-4, noeede Gleason 8-10 xapumuHoMH ca
AWar{HOCTHUMPaHY B rpynata Ha aytactepua (n = 12, 0,5%) B cpaBHenne ¢ nnauebo rpynara (n = 1,
<0,1%) (p = 0,0035). HaMa HaMuHM faHHW 3a edekTa HA AYTACTEPHI 3a NOBeYe OT 4 rOAWHH TNIpH
MBXKE ¢ PHCK OT KapLUMHOM Ha npocTararta. [IpouerThT Ha yyacTHHLMTE, AMarHocTHUMpaHH ¢ Gleason
8-10 xkapuMHOMHM ce 3ana3Ba B TEYEHHE Ha NepHoauTe OT Bpeme B npoyusaHeTo (FoannHu 1-2 v Foguuy
3-4) B rpynara Ha aytactepun (0,5% BLB BCEKH MEpUOI OT BpeMe), A0KATO Npu nnauebo rpynara,
NPOLEHTHT HA Y4aCTHULKTE, AHarHOCTHLHPaHU ¢ Gleason 8-10 kapuuHoMu € no-HHCBK npe3 ['oanHKu
3-4, orkoskoro npes ['oaunn 1-2 (< 0,1% cpewy 0,5%, cboTBeTHO) (BX. TOukKa 4.4). Hama pasnuka s
yecrotara Ha Gleason 7-10 kapunnomuTe (p = 0,81).

B AONMBJIHUTENHOTO 2-FrOAHIIHO NpoceasBao npoyysade Ha usnuTeaHetro REDUCE ue ca
YCTAHOBEHH HOBM ciyyad Ha Gleason 8—10 kapunHoMH Ha npocTaTara.

B enHo 4-roaniiHo npoyusane npu JITX (CombAT), kbaeTo HAMA 3aXbIKHTENHH CIOPE NMPOTOKOA
buoncuy U BCHYKH JHATHO3W Ha KapLIMHOMa Ha NpocTaTaTa ca 6asHpaHu Ha GHOMNCHM H3BBH NPOTOKONA
(MpK HaTMYKE Ha KITHHHUYHK HHAWKALMH 32 61oncHd), npoueHTHTe Ha Gleason 8-10 kapunHom ca (n=8§,
0,5%) 3a nyractepun, (n = 11, 0,7%) 3a Tamcynosun u (n = 5, 0,3%) 3a kOMOHHKUpaHATA TepanHs.

Ha oOwa nonynauusa ot 174 895, eano Ha nonynauus or 13 892 n eanHo Ha nomynauus
nokassar, ue ynotpedara Ha 5-anda pesyKTasHU HHXUOHTODH HeE € CBBP3aHa C NoB
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BUCOKOCTCIICHHH KaPUHHOMHAX Ha MpOCTATATa, HUTO CHC CMBPTHOCT OT KapLIHHOM HA NnpodTraTtaTta HUiH
obuiata CMbPTHOCT.

Bpb3kara Mexcay AyTacTepua M BUCOKOCTENEHEeH KApLIMHOM HA NPOCTATATa HE € SCHA.
EdexTty BpXy cekcyanHata pyHKLUA:

Edexture Ha [yonapT BbpXy cekcyanHaTta QHHKLMSA ca OLeHEHH B ABOHHO-CcNsNO, niiauebo-
KOHTPOJIMPAHO H3NUTBAHE NPH CeKCyanHo akTUBHU MBbXKe ¢ AIX (n = 243 lyonapt, n = 246 nnaue6o).
CratncTuyecky 3Haunumo (p < 0.001) no-ronsamMo HamansBaHe (BIOIIABAHE) B CKOPA HA CEKCYAJTHHUSA
3paBEH BLIPOCHHK 32 MbKE Ce Habnmonasa Ha 12-us Meceu B koMOMHMpaHaTa rpyna. Hamangsanero e
CBBP3aHO OCHOBHO C BAOLWIABaHE Ha €AKYJIALMATA K UATOCTHOTO YIAOBIETBOPEHHE, OTKOJIKOTO C
epexumaTa. Te3H epeKTH He NOBNHABAT BH3NPHEMAHETO Ha YHaCTHHULMTE B H3NUTBaHETO 3a Jlyonapr,
KOSTO € OHna oLleHeHa ChC CTATUCTHMCKH 3HAYMMO NO-rosMa YAOBIETBOPEHOCT N0 BPEME Ha
NPOABLIDKUTENHOCTTA HAa H3NHTBaHETO B cpaBHeHHe ¢ auedo (p < 0.05). [Ipu ToBa H3nHUTBaHe ce
MOABABAT HEXENaHHW peaKuMH B ceKcyallHaTa GyHKUMA O BpeME Ha 1 2-MeceuHOoTO JeyeHHe U
NPHOIUINTENHO NMONOBHHATA OT TAX OT3BYYABAT B NPOAB/HKEHHE HAa 6 MECEeLa el JICHEHHETO.

KomOuHauMsaTa 1yTaCTEPHA-TAMCYJIO3HH U MOHOTEpanuATa ¢ AyTaCTEPHA MOTaT 12 NPeAn3BHKAT
HEXeEJIaHH PeaKLK B CeKCyasHaTa QYHKLMA (BHATe TOuKa 4.8).

Kakro ce Habmoaaea v npu ApyrH KIMHUYHH U3NUTBaHK, BKAOUHTENHO npH CombAT u REDUCE,
4YEeCTOTaTa Ha HEXEIAHHTE peaKLUHH NO OTHOLWEHHME Ha CEKCyanHaTa QYHKLUA HaMangBa ¢ TeUeHHE Ha
BpPEMETO NPH NPOABDKHTEIHA Tepanus.

Tamcynoszun

TamMcyn031UH NOBHHIABA CKOPOCTTA Ha BbPXOBHS YPHHEH NoTok. Hamanaea o6eTpyKuunsaTa upes
OTIlyCKaHe Ha IrMaAKuTe MYCKY/IH Ha NpOCTaTa K ypeTpara, Kato nogo0psiea MUKUMOHHHUTE CHMIITOMH.
Cbuio Taka, 1eKapcTBOTO NoAoOpABa CHMITOMHUTE Ha CbXPAHEHHE, 32 KOUTO BAXHA PO Urpae
HECTAOHIHOCTTA HA NMUKOYHUS MeXyp. Te3u edekTH BbpXY CHMITOMHUTE, CBLP3aHH ¢ NPecTod Ha
ypHHATa W BbpXY MHKLIHOHHHUTE CHMIITOMH C€ NOMAIABPAKAT MO BPEME HA NPOABIDKMTENHA Tepanus.
HeoOxonMMoCTTa OT XHpYpruyHa HaMeca WM KaTeTepU3alHa 3HaUHTENHO ¢e 3a0aBarT.

o] -anpeHopeLenTOPHHTE aHTArORMCTH MOXKE Aa MOHIDKAT KPhBHOTO HAJIAraHe 4pes HaMasisBaHe Ha
nepu¢epHaTa pe3uCTEHTHOCT. He € HabnronaBaHO KAMHHUYHO 3HAYMMO HAMANABAHE HA KPBBHOTO
HanAraHe N0 BpeMe Ha U3MUTBAHUA € TAMCYJIO3HH.

5.2 PapMakoKnHETHYHH CBOHCTBa

JlemoHcTpHpaHa € OHOEKBUBANEHTHOCT MEXAY AYTACTEPHIA-TAMCYI03HH U CbBMECTHO NMPHIIOKEHHUE Ha
AyTacTepHA ¥ TAMCYI03HH KancyJiu NooTAesHO.

IlpoBefeHO € npoyuBaHe 33 OHOCKBHBATIEHTHOCT € €AHOKPATHA 1032 Ha FJIAJHO H ClIel XPaHEHE.

Habmonaeano € 30% namanenue Ha Cmax 3a ChCTaBKAaTa TAMCYJI03HH OT AYTACTEPUA-TAMCYJIO3UH chell
XPaHEHE B CPaBHEHHE ChC CTOMHOCTHUTE Ha rN1agHO. XpaHata HaMa edekT BbpXy AUC Ha TaMCyno3HH.
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AbScopbuns

Hlytacrepun
Cnen nepopajieH npveM Ha eIHOKpaTHa A03a ayracrepua (0,5 mg BpeMeTo 10 AOCTUraHe Ha

MaKCHUMaATHHY KOHUEHTPAUMH Ha JyTacTepua B cepyma e 1 10 3 4aca. AbconoTHaTa OMOHANHYHOCT €
npubnuzutenHo 60%. bHoHANMUHOCTTA Ha yTacTepya HE ce NOBNMABA OT NMPHEMA HA XPaHa.

TamcynosuH
TamcynosHH ce pe3opOHpa OT upeBHATa IMraBHLla U KMa MOYTH ITbaHa OHoHanW4uHocT. CkopocTTa U

creneHTa Ha abcopOumMaTa Ha TaMCyJI03HH HamanaBat 30 MHHYTH clieq XpaHeHe. EAHaKBOCT Ha

abcopbunsaTa MOXe 2a Ce€ MOCTHIHE C APHEM OT NMauyeHTa Ha JyoRapT ciea eaHO H ChIUO XPaHEHE 3a
aeHd. TaMCyJI031H NMOKa3Ba NPONOPLUHOHAIHA HA 103aTa MIa3MeHa eKCNo3ULIKA.

Cnen NnpyUcM Ha €AHOKpaTHa N033 TAaMCYJIO3HH CJ1€] XPpaHCHE, IVTa3MCHUTE KOHLICHTPAlLIHH Ha
TAMCYJIO3HWH CTAaBaT BBHPXOBHU CJICA OKOJIO 6 Haca, B pPAaBHOBCCHO CBCTOAHULC, KOCTO CC JOCTHIa Ha 5-ud
AC€H OT MHOIOKpaTHOTO AO3HpAaHE, CpE€AHATa pABHOBECHA Cmax IMpH NAUHCHTHUTE € OKOJIO IBE TPECTH NO-
BHCOKaA OT AO0CTHIrHAaTaTa Chca CAHOKpAaTHAa J034. B'bl'lpeKH ye ToBa € HabMomaBaHo NnpHy fNMaurucHTH B
cTapude€CKa Bb3pacT, CblUiaTa HAXOAKA 64 ce ouakeana u [IPH IO-MJIaAH MNAalKHCHTH,

Paznpeaenenue

HyTractepun

HyTtactepua uma ronsm obeM Ha pasnpeaenenue (300 ao 500 1) u BuCOKa cTeneH Ha CBbP3BAHE C
MasMeHUTE NpoTenHK (> 99,5%). Cnea npueM Ha AHEBHA 1033 CEPYMHHUTE KOHLIEHTPALMH Ha
ayracrepun aocturat 65% ot pasHoBecHara (steady state) koHueHTpauMs ciaea | Mecel U
npubausurenHo 90% cnen 3 meceua.

PasHoBecHH (steady state) cepymun koHuenTpaums (Cg) oT npubnusutento 40 ng/ml ce nocturar cnen
6-meceueH npyueM Ha 0,5 mg seaHbK AHEBHO. [IpeMuHaBaHeTO Ha MyTacTepua OT CEPYMa B CepMaTa €
cpenHo 11,5%.

Tamcynos3ux

TamcynosuH € CBBp3aH B 99% c nnasMeHuTe MPOTEUHHU NpH Xopa. OGeMBT My Ha paspeac/eHue €
mManbk (okono 0,2 I’kg).

buotpancdopmalus

HyTractepua

JlyTacrepun ce meTabonusupa B roiisMa cteneH in vivo. In vitro nyracrepun ce Metabonusupa ot
uuroxpom P450 3A4 u 3A5 1o Tpu MOHOXHAPOKCHIHPAHH META0OIUTH U €lUH AHXHAPOKCUWIHPAH
MeTabonur.

Crnen nepopanen npyHeM Ha AyTactepua B A03a oT 0,5 mg AHEBHO A0 HOCTHraHETO HA PABHOBECHA
KOHUEHTpauua or 1,0% no 15,4% (cpenno 5,4%) ot npuerara no3a ce ekckperupa BbB deLeca KaTo
HenpoMeHeH QyTacTepud. Ocrananara 4acT ce eKCKpeTHpa BbE delleca noa dopMarta Ha 4 OCHOBHH
meTabonuTa, npeactasasBaiu 39%, 21%, 7% u 7% cBbp3aHU C NEKAPCTBOTO BELLECTBA, H

6 BTopocTencHHU MeTabonuTa (BCeKH MpeacTaBsBall No-Majko ot 5%). B ypunara npu 4oBeka ce
YCTaHOBABAT CaMO CJIEAN OT HEMpOMEHEH aytactepul (no-manko ot 0,1% ot posara).

TaMcyno3us
He ce HaOntonapa eHaHTHOMETpHYHA OHOKOHBEPCHS OT TaMCYN03UH XHApoxopHA [R(-) n3oMe
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Bbnpeku ToBa, papMakOKHHETHYUHHAT MPOdUI Ha METadONUTHTE NMPH XOpPaATa HE € YCTAHOBEH.
Pezynrarure in vitro nokasear, e CYP3A4 u CYP2D6 yuyactBar B MeTa00Nn13Ma Ha TAMCYNO3UH, KAaTO
B Manka creneH yyacTeaT U ApyrH CYP uzoeH3zuMHu. MHXHOUpaHETO Ha EHIUMHUTE HA YepHOOPODHNUSA
MeTabonuzbM MOXE Aa IoBee A0 MOBHILEHa eKCNIO3HLMA Ha TAMCYNIO3HH (BX. TOYKH 4.4 U 4.5).
MeTabonuTiTe HA TAMCYJIO3HHR XHAPOXNOPH] C€ KOHKOTUPAT B roNgaMa cremneH A0 MNMIOKYPOHUI WK
cyadar npeau 6L0peyHara ekCKpeums.

EnuMKrHHpaHe

HytacTepun
ENMMHUHHUPAHETO Ha AYTaCcTepHA € J0303aBMCHMO M NPOLECHT UIMNEXKAa C€ ONUCBA C IBa YCIIOPEAHH

MbTA HA CTUMHUHUPAHE — €[IMHUAT HACHILAEM B KTHHHUYHO PEJICBAHTHH KOHLICHTPALUWH, a APYTHAT —
HEHACULLAEM.

[Ip1 HHCKHM cepyMHH KOHLEHTpauuH (no-Manko ot 3 ng/ml) nyracrepua ce enMMHHNPa O30, KAKTO NO
3aBMCHMM OT KOHUCHTpAUHATA MbT HAa €ITHMHHUPAHE, TaKa 4 N0 HE3aBUCHM OT KOHUEHTPALIHATAa MbT Ha
eJIMMUHHpaHe. EAROKpaTHUTE 103H OT 5 mg UK NMO-MankK NOKa3BaT 0OCKTHBHU NaHHU 3a 6Bbp3
KIIMPBHC M KPATKO BpeMe Ha NOJY>KUBOT OT 3 A0 9 nHu.

B TepaneBTUYHU KOHUEHTPALMHA C/ied MHOIOKpaTeH npuemM Ha 0,5 mg aHeBHO NoO-0aBHHUAT, NUHEEH NbT
Ha CJIMMHHHPaHe € JOMHHHpaLL], 2 BpEMETO Ha NONYXKUBOT € npubin3uTenHo 3-5 ceaAMHULIM.

Tamcynozuu
Tamcyno3nH K HeroBuTe MeTabOJIUTH Ce€ EKCKPETHPAT IN1ABHO C YPHHATA KaTo oKoio 9% ot nos3arta e
nog ¢popMarta Ha HENMPOMEHEHO AKTHBHO BELIECTRO.

Chnen wHTpaBEHO3HO U NepopanHo npunoxeHHue Ha dopmara ¢ HesabaBHO 0CBOOOXKAABAHE BPEMETO Ha
MoJy>KHBOT Ha TAMCYJIO3HH B IU1a3MaTa € B paMKHTe Ha 5 fo 7 uaca. [Topaau creneH Ha pesopbums-
KOHTpOJIMpaHa GapMaKOKHHETHKA ¢ TAMCYJIO3HH Kafcyly ¢ H3MEHEHO OCBOOOXKIaBaHe, SBHOTO BpeMe
Ha NOJIY>XUBOT HA TAMCYJIO3UH cien xpaHeHe € okono 10 yaca U B paBHOBECHO ChCTOAHHUE € OKONO 13
4aca.

nEgHEHTH B CTApHCCKA BL3pacT

HyTactepun

DapMaKOKHHETHKATA HA JyTaCTepHA € OLUEHEHA Clie]l TIPHIIOKEHHE Ha €IHOKpATHA 4034 1yTacTepHa

5 mg npu 36 3ApaBU MbxkKe Ha BB3pacT Mexay 24 u 87 roaunu. He e Habmio0aBaHO 3HAYUMO BIIMAHUE
Ha Bb3PacTTa BbPXY €KCNO3HLUMATA Ha AYTaCTEPHI, HO IPH MBbXeTe Noa S0-roaguuiHa Bb3pacT BpeMETO
Ha MOJTY>KHBOT € 610 no-kpaTko. [1pu cpaBHeHUe MeXy NauMeHTH Ha BbapacT 50-69 roauuu ¢
nmauneHTH Haa 70-roanuIHa BB3pacT HE € YCTAHOBEHA CTATHCTHYECKA PA3IHKA MEXAY CTOHHOCTHTE Ha
BPEMETO Ha MOJIYXXHBOT.

Tamcyno3ud

KptcTocano npoyusaHe 3a cpaBHABate Ha obwara excnosuums (AUC) Ha TaMCyJT03HH XHAPOXIIOPHA H
Ha BPEMETO MY Ha NMOJIY>KHBOT NMOKa3Ba, Y€ (papMaKOKHHETHHHATA AHCNIO3HLHUA HA TAMCYJIO3HH
XHAPOXNOPHA MOXKE Aa € YABJIKEHA NPU MBKE B CTAPYECKA Bb3PAcT, B CPaBHEHHE ¢ MIIA/H, 3APaBH
MbKE 100pOBONLIH. BETPEIIHHAT KIMPBHC € HE3aBHCHM OT CBBP3BAHETO HA TAMCYJI03HH XHAPOXJIOPUA
¢ AAG, Ho HamasaBa ¢ Bb3pacTTa. ToBa BOAM N0 NoBHIIaBaHe Ha obwara ekcnsvuusa (AUC) ¢ 40% npH
JIMLIa Ha BB3PacCT OT 55 10 75 roaAMHu, B CpaBHEHHE ¢ NIWLIATA Ha Bb3pacT oT 20 a0 32 roauHH.
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YepexnaHe Ha ObOpeyHaTa GyHKIINS

HyracTtepua

BiuanueTo Ha yBpeaeHata OnOpeuHa pyHKUHKA BbPXY PapMaKOKHHETHKATa HA AYTACTEPHUI HE €
npoy4veHo. Bce nmak, B yoBelkaTa ypuHa ce ycTtaHoBsaBaT no-Manko ot 0,1% oT paBHOBeCHUTE
KOHUEHTpaLUHUH Ha A03a ayractepul oT 0,5 mg, KoeTo 03Ha4YaBa, Ye He Ce OYaKBa KIMHHYHO 3HAYUMO
MOBHILUEHHE Ha MNNA3MEHUTE KOHUEHTPALMU Ha OyTAacTEPUI NPH MauMeHTH ¢ 6BOpeyHO yBpexcaaHe (BiK.

TouKa 4.2).

Tamcynosus

Ipu 6 nuua c neko no ymepeHo (30 < CL < 70 mi/min/1,73 m?) win yMepeHo 10 TeXKO

(10 <CL¢ <30 ml/min/1,73 m?) yspexxnane Ha 6b6peuHara pyHkuma ¥ 6 nuua 6e3 yapexaaHe
(CLer > 90 ml/min/1,73 m?) ca cpaBHEHH (hapMaKOKHHETHYHHTE TIOKA3aTENH Ha TAMCYJIO3IMH
XHApoxnopua. Bunpeku ye € HabnoaaBaHa npomsHa B 00111aTa NNa3sMeHa KOHUEHTpaLH Ha
TaMCYJ/I03HH XHAPOXJIOPUR BCAEACTBUE Ha MPOMAHA B CBbp3BaHeTO ¢ AAQ, KOHUEHTpAUMATa Ha
HECBBP3aHMg (aKTHBEH) TAMCYA03UH XUIPOXJIOPHI, KAKTO U BHTPEIIHHA KIHPBHC, Ca OCTAHAJIH
OTHOCHTEHO NOCTOAHHK. [lopaau Ta3u npyuunHa, MpH NaLMEHTHUTE ¢ yBpexkaaHe Ha ObOpeyHaTa
(YHKLHA HE CE€ Hanara nNpoMsHa Ha X03aTa Ha TaAMCYJIO3HH XHApoXJopHa. Brnpeku Tosa, nauneHTH ¢
yBpexxaaHe Ha 6bOpeuHaTa GpyHxuns B TepMuHaneH craauit (CL < 10 ml/min/1,73 m?) He ca 6unu
[POYUBAaHH.

YBpexaaHe Ha uepHoapobHata dyHKLMS

HyTtacTtepun
BansauueTo Ha yBpexKaaHeTo Ha yepHoapobHaTa QyHKLHA BbpXY (PapMaKOKHHETHKATA Ha AyTacTEpHA

HE € npoy4eHo (Bx. Touka 4.3). Tbif kaTo AyTacTepua ce eIMMUHUPA IN1aBHO MO MeTabONMTEH MbT,
O4aKBa Ce IMJIa3MEHHTE HWBA Ha AYTaCTEPHU] NPH TE3U NALUUEHTH fa ObAAT NOBHIIEHH, 4 BPEMETO Ha
NONYXKHUBOT 1a 6bae No-aAwiro (Bx. Touku 4.2 v 4.4).

TamcynosuH

[pyn 8 nnua ¢ ymepena yepHoapobHa auchyHkuus (cteneH A 1 B no knacudukauusTa Ha Child-Pugh)
K 8 nuua 6e3 yBpexaaHe ca cpaBHEHH (papMaKOKHHETHYHHTE MOKA3aTe/H Ha TaMCyJIO3HH
xuapoxnopua. Beopeku ye € Habmonagana npoMsaHa B o011aTa ry1asMeHa KOHLIEHTPALUUA Ha
TAMCYJIO3HH XHAPOXIOPHA B CAECRCTBHE Ha NPOMAHA B CBbp3BaHeTO ¢ AAG, KOHLEHTpaLMATA Ha
HeCBbP3aHHA (AKTHBEH) TAMCYO3MH XHIPOXJIOPH] HE Ce € MPOMEHUI1A SHAYMTESIHO, KATO MPOMAHATA Ha
BLTPEWHHSA KIHPBHC Ha HECBBLP3aHHA TAMCY03HH XHAPOXIOPHA € yMepeHa (32%). TMopaau Tazn
MPUYHHA, TIPH NALUMEHTHTE C YMEPEHa YepHoApoOHa AUCYHKLHUA He Ce HAanara MPOMAHA Ha 103aTa Ha
TAMCYJI03HH XHIAPOXAOPHA. TaMCyJI03MH XHAPOXAOPHU HE € IPOYUBAH IMPH NALUEHTH C TEXKa
YepHOAPOOHA AHCHYHKLIHA.

5.3 IIpeaAKTHHHYHH JAHHH 3a 0e30MacHOCT

He ca npoBexxaaHH npeakiHHHYHK u3nuTBanua ¢ Qyonapt. Jlyractepui M TaMCY103HH XHAPOXIIOPHI
Mo OTAENHO Ca MPOYYEHH B T'ONAMA CTENEH B TECTOBE 32 TOKCHYHOCT TPH )KHBOTHH, KaTO JAHHUTE
ChOTBETCTBAT HA M3BECTHUTE HAPMaKONOrHYHH AeHCTBUA HAa HHXUOMTOpHTE Ha 5 anda-peaykrasarta M
ana,-aipEeHOPELICITOPHUTE aHTarOHUCTH. JlaaeHaTa no-aony nHdpopMaurs oTpa3ssa HATHYHATA
HHGOPMaLKA 332 OTACTHHUTE ChCTABKH.

Lvmacmepud

HacrosiuuTe npoyusaHus 3a o61Ia TOKCHYHOCT, FEHOTOKCHYHOCT H KAHLEPOreHHOCT HE Bt
HUKaKbB CICLUHUPUIEH PHUCK 32 YOBEKA.
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[TpoyuBaHUs 33 PerpoAyKTUBHA TOKCUUYHOCT MPU MBKKH INIBXOBE NOKA3BAT HAMAJIEHO TEMNO Ha
IpOCTaTaATa M CEMEHHHTE MEXYPUETa, HaMaJIeHa CEKPELMA OT aKLUECOPHUTE NOJIOBY XKNE3HU U
HaMalisBaHe Ha MHOEKCUTE Ha PpepTuanTeTa (N0 NPpHUMHA Ha (apMaKkoIOrHUHHA €(DEeKT Ha NyTacTeEpPHUa ).
KnuHH4HaTa penieBaHTHOCT Ha T€3W HaXOOKH HE € U3BECTHA.

KakTo u npu apyrd uHxuburopu Ha S-anda peAayKTa3aTta npy NPUIOKEHHE Ha AYyTacTEepH NO BpeMe Ha
recrauyaTa € HabnaasaHO PeMUHHINPAHE Ha MBKKK DETYC NPH NNBXOBE K 3aium. Jlyractepua ce
YCTAHOBABA B KPbBTA HA JKEHCKH IUTbXOBE CJIE/] YH(PTOCBAHE C MbXKKH, TPETHPAHU C AYTACTEPHLL.
KoraTto ayracTepua € npHiarad Ha NpUMaTH 10 BpeMe Ha rectauuara He € HabnwaasaHa GeMHUHH3aLUA
Ha MBXKH QETYC NMPH KPBbBHA €KCNO3ULIMA, NPEBHLLIABALLA B AOCTATbYHA CTENEH €KCMO3UUMATA, KOATO
OM HacTbIKIA Ype3 YOBELLUKA criepMa. Malko BepoaTHO € MBKKH PeTyc Aa ObAe NOBNUAH HEraTHBHO
cnen npejaBaHe Ha JyTacTepHa 4pes Crnepmara.

Tamcynosun

[IpoyuBaHHa Ha 00W@ATa TOKCHYHOCT U FEHOTOKCHUYHOCTTA HE NMOKA3BaT HUKAKBLB ONpe/eneH PUCK 3a
X0paTa, pa3/IHYcH OT CBbp3aHUTe C PapMaKkONOrHHHUTE CBOHCTBA HA TARMCYIO3HH.

B npoyuBaHHs 3a KAHUEPOTEHHOCT IPH MITbXOBE U MULIKH, TAMCYJIO3MH XUAPOXJIOPKH] BOIH [0
NOBHLIABAHE HA YECTOTATa Ha NPOJHPEPaTHBHH NPOMEHH HA MIIEUHATA XJT€3a NPH MEHCKHTE KHBOTHH.
Ta3u Haxoaka, KOATO HAH-BEPOATHO C& MEAMHMPA OT XHUIEPNPONAKTUHEMHATA H € HaboAaBaHa camo
[MPH MPHIIOKEHUE HA BUCOKH JO3H, c€ PUEMA 3a KITHHUYHO HEe3HAYHMa.

BHCOKHTE 103H TAMCYJIO3HH XMAPOXIOPUA BOAAT A0 00paTHMO HamalsaBaHe Ha QepruiieTeTa npH
MBbXKKH TUTBXOBE, KOETO BEPOATHO €€ ABLJDKH HA IPOMEHH B ChABPIKAHMETO Ha CriepMaTa WiM
HapylllaBaHe Ha eaKynauuara. EQekTuTe Ha TaMCynO3uH BLPXY Opos Ha CrnepMaTo3oUAMTE HAH
$YHKLUHATA HA CTIEpPMAaTa HE ¢a OLCHABAHH.

[TpnnoxeHHETo Ha TaMCYNO3UH XHIPOXJIOPHA NPH OpeMeHHH XKEeHCKH MIbX0BE W 3aiiliu B 1034, No-
BHCOKa OT TepaneBTHYHATA, HE NMOKa3Ba JaHHH 3a (eTalHO YBpeXaaHe.

6. ®APMAIEBTUYHH JAHHH

6.1 Cnucbk Ha NTOMOULIHHTE BellleCTRA

Ob6BUBKa Ha TBBLpAATA Kancyna:
XHNpOoMeNno3a
KaparenaH (E407)
Kanues xnopua
TuraHoB nnokena (E171)
Yepeen xenezeH okcua (E172)
CrHcer xbato (E110)
Bocnk kapHayba
LlapeBHYHO HULLECTE

ChbabpxaHHe Ha JyTacTepH MeKa XeJJaTHHOBA Kancyna:
MOHO- U IUIMHLEPUAY Ha KANPUIOBATA/KANPOHOBATA KHCENHHA
bytunxuapokcuronyon (E321)
OO0BuBKa Ha MeKaTa Kancyna.
Xenatux
[ mvuepon
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Tutanos anokcua (E171)

A wnaT xkenezeH okcup (E172)
Tpurnnuepurau, CpeaHH BEpHUTH

JleunTHH (MOXKE na ChbABbPXKA COEBO MAcJo)

TamcynosuH nenetu:
MukpokpucTanda uenynosa
MerakpunoBa KucenuHa — eTun akpunat konoaumep 1:1 aucnepcua 30 npoueHTa (ChABPKA CHLLO
noaucopdar 80 1 HaTpues naypuncyndar)
Tank
Tpuerunos uurpar

Uepuu Mmactuna (SW-9010 wan SW-9008):
llenak
I lponuneHrnMuKo
Yepen xeneszen okcua (E172)
Kanues xunpokcua (camo B yepHoTo mactuno SW-9008).

6.2 HecbBMEeCTEMOCTH

Henpunoxumo.

6.3 Cpok na rognocrt

2 TOAWHH

6.4 Chneunanau ycjI0BHA HA CHXPAHCHHE

Ja He ce cvxpanasa Hag 30°C.

6.5 /lanHH 33 onakoBKAaTa

Henpo3paunu, 6enu OyTHRKH OT noaverunex ¢ Bicoka navtdoct (HDPE), ¢ noaunponunenos

Kanayku, 3alUUTEHH CPELLY OTBAPAHE OT A€La Y NOKPHUTH ChC 3anedaTBally JEHTH OT NONHETHIEHOBO
TepMo3alensamo Goamno:

7 T8bpan kancynu 8 40 ml 6yrunka

30 Teppau kancynu B 100 ml Oytunka

90 rebpau kancynu B 200 ml 6yTunka

He sBcHuky BHAOBE ONMakoBKKM Morart Aa ObAaT MycHaTH Ha nasapa.

6.6 Chnennanns npeanasHH MepPKH NPH H3IXBLPJisHE H padoTa
Hytacrepua ce pesopbupa npes koxkara ¥ nNopagy Ta3su NPHYKMHA TpAOBa Na ce M30ArBa KOHTAKT C
MmoBpeneHH Kancynu. [1pyu KOHTAKT ¢ NOBpeAEHM Kancy/u, 001acTTa Ha KOHTAKT TpAabBa Aa ce 3MHeE

He3abaBHO C BOAA U CamyH (BXkK. Touka 4.4).

Hen3non3saHMAT NekapcTBEH NPOAYKT WIH OTNAIbYHHTE MATEPHANTH OT HEro TpAOBa 1a Ce U3XBLPIAT B
CbOTBETCTBUE C MECTHUTE 3aKOHOBH H3HCKBAHHA.
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7. TIPHTEXATEJI HA PAZPEHIEHHUETO 3A YIIOTPEBA

GlaxoSmithKline Trading Services Limited

12 Riverwalk,

Citywest Business Campus,

Dublin 24,

Hpnanaus

8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA

Per. Ne 20100347

9. 1TATA HA ITbPBO PA3ZPEIIABAHE/NIOJHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEDBA

Hata Ha nbpso paspeuiaBaHe: 02 onu 2010 .
JlaTa Ha nocaenHo noaHoeaeane: 21 wonu 2015 r.

10. JATA HA AKTYAJ/IN3UPAHE HA TEKCTA

08/2025
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