KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. UME HA JEKAPCTBEHHUA NPOAYKT

[Tupceo & mg TBBpAK KaNCy NN KoM Pez. Ne ... 010490&5:?

. —
Pirseo 8 mg hard capsules Paspewenue Ne

somame. G220 0908 Wi3
2. KAYECTBEH W KOJIMYECTBEH CbCTAB OGOBDEHUE N oo eoereer e erseer e

....“JJ

Besaka Tebpaa kancyna [upceo ceabpxka 8§ mg cunonosus (silodosin).

3a NLAHUA COUCBK HA MOMOLIHUTE BELIECTBA BHMCTEe TOoUKka 6.1,

3. JIEKAPCTBEHA ®OPMA
Tebpaa kancysa.

Bsna, MaTtoBa, TBbp/A KeNaTHHOBA Karcyna, pasmep 0, ¢ 0TIe4araHo ¢ 4epHO MacTHIIO ,,8% Ha
Kana4ieTo.

4. KJIMAHHUYHH JAHHH

4.1 TepaneRTUYHH MOKAZAHHH

JleueHne HA NPU3HALNTE M CHMIITOMHTE Ha OeHUrHena xuneprnasusa Ha npocratara (bXII) npu
BB3PACTHU MBXE,

4.2 Jlo3MpOBKA H HAYMHH HA NPHJICKCHHE

Jl03HpoBKa

[TpenopbunTenHara mo3a e enda kancyna [Iupceo 8 mg nHeBHO. 3a clieUHalIHH NONYIalHH NAUHEHTH
Ce MpenopbyBa €Ha Kancyna ciioao3ud 4 mg nHesHo (Bx. brOpeuHo yBpexaaHe 1o-10my).

Cmapuecka éb3pacm
He ce Hanara kKopurupade Ha 103aTa pH DAaUKMEHTH B CTApYecKa Bp3pacT (BK. To4ka 5.2).

bwbpeuno yapexcoane

He ce Hanara KOpHIrHpaHe Ha I03aTa NpH NaureHTy ¢ neko 6e0peuro yepexaane (CLer 250 1o

<80 ml/min). Ilpn nauuenTu ¢ ymepeno 6u6peuno yapexaane (CLer >30 1o <50 ml/min) ce
Npenopb4YBa HAYATHA 1032 0T 4 Mg BeAHbX AHEBHO, KOATO MOXKE 1A C€ YBENHYH 10 8 Mg BEAHBK
THEBHO C/1€Ml €AHOCEAMUYHO JIEYEHHE, B 3aBUCKMOCT OT HHIMBHTYalIHUA OTrOBOp Ha nanmenta. He ce
Npenopb4sa ynorpedara Mpu nauMedTy ¢ Texko Guopeunc yepexaane (CLer <30 mYmin) (Bx.
TOYKH 4.4 1 5.2).

T'bii KaTO HAYANHATA /1032 34 MAIMEHTH C yMEPeHo ObOpeuHO YBpEeXKAaZHE He MOXKeE 1a Dbae OCHUIypeHa
c [lupceo § mg tebpau kancynu, TpadBa Aa Ce N3N0A3Ba APYT CHIOAO3UH 4 mg.

YeproOpobuo yepexcoane
He ce Hanara KopurapaHe Ha 1034Ta NPH NALHEHTH € JISKO A0 YMEPEHO YEPHOAPOOHO yBpekKIaHe,

He ce npenoprubsa ynotpebara npy MalHEHTH C TEXKO YePHOAPOOHO YBpeXKIaHe MOpanH JTHIICA HA
NaHHH OT TAKHBA NMaUKeHTH (BK. ToukH 4.4 ¥ 3.2).

IHeduampuuna nonyrayus




Hama cboTBeTHO [MPHAOXKCHHC HA HHPCBU B McAHaTpHYHATA NONYTallHA 32 [I0Ka3aHUueToO.

HavuH Ha NpHIOKEeHHE

[lepopanHo npHIOKEHUE.

Kancynata rpadea ga ce npueMa ¢ XpaHa, 3a MpelNo4|TaHe Mo €1HO U CHIIO BpeMe BCEKH IEH.
Kancynara He Tpa0Ba 1a ce pa3duynBa WK Ja CE JbBUE, a A C¢ [NIbTHE LIA/1a, 33 NPeAllOYHTaKHe C Halla
BOAA.

4.3 Illpornponoxkaizanus

CBPBXYYBCTBUTENHOCT KbM AKTMBHOTO BELUECTBO MM KbM HAKOE OT NOMOLIHHTE BELISCTBA,
H3OpoeHu & Touka 6.1.

4.4 CroeuHaNaHH NPeAyNpPeKICHHA U NPEANAZHA MEPKH NPH ynoTpeba

Uutpaonepatubed dnonu upuc cunnpom (Intraoperative Floppy Iris Syndrome IFIS)

[FIS (papuanT HA CHHIpOMA Ha MAIKATa 3¢HHLA) € HAOMO/1aBaH MO BPEME Ha onepanuf Ha KaTapakTa
NPH HAKOM ALMEHTH Ha AeYeHHe ¢ 0-OJIOKEpH UM NEKYBaHH B MHHANOTO ¢ o,-Onokepu. ToH Moxe
1a JOBEOe A0 YBEIMYaBaHe HA CRbP3aHUTE ¢ MPOLEIypaTa YCIOXHEHHS M0 BpeMe Ha OfCpaLMATa.

He ce npenopwbuBa 3ano4BaHe Ha Tepanud ¢bC CHIOA03IWH NPH NALMEHTH C NIAHHPAaHa ONepaLiua Ha
karapakTa. [Ipenopbugra ce npeycTaHOBABAHE HA JCYEHUETO C o -0stokep 1-2 cenMHMIH Npenu
OMepalns Ha KaTapaKTa, HO BCE OLIE HE ¢a OnpeleNeHH MoI3ata U NPoAb/LKHTERHOCTTa Ha
NpeyCTaHOBABAHE HA TEpalUATa OPEAM OMNEpallHA Ha KaTapaKTa.

[To BpeMe Ha MPEAOTIEPATUBHATA OATOTOBKA OYHHTE XHUPYP3H H O(TANMOJIOTHYHHTE SKHITH Tpa0Ba
Aa B3eMaT noja BHUMaHHWE JaJiH [UIAaHHPAaHHUTE 33 Olepaluus Ha KaTapaKTa [TAUMEHTH ce IEKYBaT MITH ca
BHIM JIeKyBaHK CHC CHTOO03HH, 38 A2 C€ OCHTYPH B3EMaHETO Ha NOAXOAAKH MEPKH 3a
WHTpaonepatupHo neyexnue Ha [FIS,

OprocratuyHn edextu

YecToTaTa Ha CRBP3AHUTE ChC CHIOAO3MH OPTOCTATHUHH e)eKTH € MHOTO HUCKA. Bb3MOKHO € 00ave,
MPH OTAE/IHK MAUNEHTH [a CE MOABY Claj Ha KPbBHOTO HAJIAraHE, KOETO B PEAKH CIY4YadH [1a 10BeIe
no cuHkon. [Ipy TbpBUTE NPU3HALLK HA OPTOCTATHYHA XHIIOTOHUA (KATO 3aMasiHOCT Cropen
NOJIONKEHUETO HA TANOTO) NAUMEHTHT TpAOBa 1a CEAHE WK NIECHE N0 OTMUHABAHE Ha cHMIToMHUTe. He
Ce [penopbuBa JICMEHHE ChC CUIIOO03WH NMPH TAUKMEHTH ¢ OPTOCTATHYHA XUNOTOHHA.

ErbpeuHo yppekaaHe
He ce npenopbusa ynotpebaTa Ha CUIOA03HH NPH NALKHEHTH ¢ Texkko OpOpeuno yspexuaane (Cler
<30 ml/min) (. Touxu 4.2 1 5.2),

YepHoapoOHo yBpeXaaHe
He ce npenopbusa ynotpedara Ha CHAOAO3MH NPH NAUHEHTH C TEXKKO YePHOAPOOHO YBPEKAAHE

IOpadH NUMCca HA KaHHY TIPK TE3H MAUMEHTH (BXK. TOUKH 4.2 1 5.2).

KapuMHoOM Ha OpOCTaTaTa

To# karoe bXIT ¥ KapLIMHOM Ha npocTarata MOXKE Ja €€ NMPOABAT ¢ €OHH H CBIIH CHMIITOMH, KAKTO H
14 ChIIECTBYBAT €HOBPEMEHHO, MAUMEHTHTE, 32 KOHTO Ce npeanoara, ye umat bXI1, tp#oBa na
ObaaT npernesady Ipeam 3arnovBaHe Ha Tepanus CbC CHIOA03HH 3a M3K/MOYBAHE HA HAJIMYHETO Ha
KapUMHOM Ha [ipoctaraTa. [Ipean 3anousaHe Ha Je4eHHETO H MEPHOIMUHO Cl1e] TORa TpAOBa Na ce
HAMpasy JUIHTAAHO PEKTAHO H3C/eABAHE H AKO € HeoOX0aMMO — OIIpele/IaHE HA MpocTaTa-
cnenudrueH adTured (prostate specific antigen - PSA).

JleyeHHETO CBC CHIOA03KH BOJH 10 HAMalABaHe Ha OTIAe/ISHATA 0 BpEME HA Opra3sM CrepMa, KOeTo
MOJKe J1a 3acerHe BPEeMEHHO MBXKKHA (epTHauTeT. To3u edeKT OTMHHABA Clie]l IPEYCTAHOBABAHE
npHeMa Ha CHIOAO03KH (BXK. TouKa 4.8).




ToBa nekapcTBO CBABPKA NO-MANKo oT | mmol HaTpuid (23 mg) B kancysa ,Taka ye Ha paKTHKa €
,,0€3 HaTpHit™,

4.5 B3anmogeiicTBHE ¢ APYTH TEKAPCTBECHH APOAYKTH H APYTH opMH HA B3aHMOACHCTBHE

Cunoao3nl ce MeTabonuiMpa eKcTeH3MBHO, ocHOBHO upe3 CYP3A4, ankoxonaexuaporenasa H
UGT2B7. Cunono3HH ¢l Taka e cyGeTpat Ha P-riukonpoTenna. BewecTsa, KOUTO HHXHOMPAT
(KATO KETOKOHA30J1, HTPAKOHA30JI, PUTOHABHP HIIH UMKIOCIIOPHH) HAM WHAYLHPAT (KaTo
pudgaMnuuuH, 6apOnTypatH, kapbaMasenuH, GeHUTOMH) TE3M EH3HMH H TPAHCHOPTHHU MOJICKYIIH,
MOXKE A MOBJIHAAT MTA3MEHHTE KOHIEHTPALHY Ha CHIIOZO3HH W Ha aKTHBHHA MY MeTabo/MT.

Anda-6I0KepH

HudopManungaTa oTHOCHO De3onacHaTa ynorpeda Ha CHIOA03HH 3a€QHO C JIpYTH 0-a/IpEHOPCLUENTOPHA
AaHTAaroHHCTH € HemocTaThbuHa. CrenosaTeHo He ce penopbysa eIHOBpEMEHHATa yIIoTpeba Ha IpyTrH
G-aIPEeHOPELUENTOPHE AHTATOHUCTH.

Huxubutopy Ha CYP3IA4

Ilpn eqHo nipoy4YBaHe HA B3aHMOACHCTBHATA ca HAOMIOAaBaHH 3,7-KpaTHO MOBHIIABAHE HA
MAKCHMATHATA THIa3MEHA KOHLUEHTPaLWA Ha CUJION03MH U 3, | -KpaTHO MOBKLIABAHE HA CKCIIO3HLIHATA
Ha cunogo3uH (T1.e. AUC) npu e1HOBpeMeHHO NIpHIOKEHHE Che cHneH nHxubutop va CYP3A4
(ketoxoHazon 400 mg). He ce npenopbusa eqHOBpeMEHHATA YNOTpeda ¢bC CHIHH HHXHOMTOPH Ha
CYP3A4 (kaTo KETOKOHA30J1, HTPAKOHA30/1, PUTOHABUP WIH LUUKAOCIIOPUH).

[1py exHOBPEMEHHO TIPUIIOKEHHE Ha CHITONO3HH ¢ yMepeHd uHxnourop Ha CYP3A4 karo nuntHaseMm €
sabmonasano noninaeade Ha AUC Ha cunonosun ¢ nipubnusuresino 30%, HO Cpax M BpEMETO HA
Moypasnaj ¢ca OCTAHAIKM HENpOMeHEHH. Ta3Hu npoMsAHa HAMA KJIHHAYMHO 3HAYEHHE W HE Hanara
KOPHTHPAHE Ha J103aTa.

HMuxubutopu Ha PDES

HabnionaBaHu ca MUHUMANHKU apMaKOOMHAM HHHY B3aUMOIECHCTBHA MEXKIY CHJIOR03HH U
MaKcUMalHuTe 1034 cunaeHadur uiH taganadun. [Ipu eano nnauedo-kOHTPOIHPAHO NMPOyYBaHE NMPH
24 nailHeHTH Ha BB3pacT 45-78 roauHn, nomyyaBalld CHA0O03HH, €THOBPEMEHHOTO NPUIOKEHUE Ha
cungeHagun 100 mg unu taganadun 20 mg He € NPeOU3BUKANIO KTHHUYHO 3HAYHMO CPETHO
NOHWXKABAHE HA CUCTOJHOTO WJIH JAHACTOIHOTO KPbBHO HAISIFAHE, OUEHEHO YPE3 OPTOCTATHUEH TECT
(M3MpaBeHO CIPAMO JIerHano mongkeHue). [pu nauueHTMTE HA BH3pACT HAN 05 FOAHHHA CPEAHHTE
CTOMHOCTH HA MOHHXABAHETO B Pa3/IHUHH BPEMEBH MOMEHTH € 6110 Mexkay 5 u 15 mmHg (cucTonHo)
1 0 1 10 mmHg (nuactosno). [TonoxXHTENHHTE OPTOCTATHYHH TECTOBE ¢a OHIIM CaMO MAJIKO No-4eCTH
no BpeMe Ha €JHOBPEMEHHO [IPHIIOKEHNE; He ¢ Habmoaasana o0aye CHMNTOMATHYHA OPTOCTA3a WK
samaaHocT. [lauyeHTuTe, npuemaltn HHXUOUTOpH Ha PDES eqHOBpeMEHHO Che CHIOAO3MH, TPAOBA 12
ObAAT NpOCIEASBAHY 32 Bb3IMOKHH HEXKEJIAHH JIEKAPCTBEHH peaKLHH

AHTUXHIICPTEH3IHBHY CPEACTRA
B pamkuTe Ha KIMHUYHHTE NPOYYBAHUA MHOTO ITAMEHTH Ca OWUJIM C €THOBPEMEHHA

AHTHXHMNEePTEH3HBHA Tepanni (MpeogUMHO CPeNcTRa, NOBIUABALLK PEHHH-AaHTHOTEH3HHOBATa CUCTEMA,
OeTa-0JIOKEPH, KAJTLHMEBH AHTATQHUCTH ¥ AUYPETULIA) M HE € HAOJII01aBaHO NOBHINIABAHE HA 4ECTOTATA
Ha OPTOCTATHYHATA XHIOTOHHUA. Bbipeky ToBa € HEOOX0OMMO MOBHIIIEHO BHUMAHKE [P 3aM0YBAHC
Ha eHOBpPEMEHHA YnoTpeba ¢ aHTUXHITePTEH3HBHM CPEACTBA M NauueHTuTe TpsaOBa aa Obaar
MPOCNENABAHY 32 Bb3MOXXHH HEXKENaHH JICKAPCTBEHHU PeaKUHH,

JIUroxcHu

PaBHOBeCHHTE HUBA HA IHTOKCHH, CyOcTpaT Ha P-rnuxonpoTerta, He ca 011y NOBIMAHM 3HAUHMO
NpH eIHOBPEMEHHO NPHIIOKEHHE ChC CHIIOA03MH § mg BeAHEK JHEBHO. He ce Hanara KopHrupaHe Ha
103aTa.

4.6 @eprTHaHTET, OPEMEHHOCT H KhpMeHe

bpeMeHHOCT U KhPDMEHE
HenpunoxMo, TbH KaTo CHIIOL03HH € IPEAHA3HAYEH CaMO0 3a MALHEHTH OT MBAKKH MOM.




DepTUIUTET

[1pu KTHHHYHKUTE NpOyYBaHKA € HaOmoJaBaHO JOCTHraHe 10 eARYIalMA ¢ HaAMANIEHO WITH TUCBAIIO
OTIENISHE Ha CrepMa o BpeMe Ha JICYeHHe ChC CHITOA03UH (BXK. TouKa 4.8) nopaau
(hapMakoTHHAMHYHUTE CBOHCTBA HA CHITOAO3UH. [Ipeay 3anouBaHe HA eueHHe, MALMEHTHT TPAOBA Oa
OBne HHPOPMHUPaAH, Ye € Bb3MOXKHA ITOABATA HA TO3H eeKT, 3acATall BpEeMEHHO MBXKKHS QepTHIHUTET.

4.7 LE¢eKkTH BBPXY ¢n0coOHOCTTa 32 W0 upane H padoTa ¢ MAIIHHH

[Tupceo MoBAKMABA B JIeKa HIH B yMepeHa CTETNEH CIOCODOHOCTTA 3a IofupaHe U padoTa ¢ MaUIMHH.
[HauuenTuTe 0bave Tpsadea 1a OLaAT “HPOPMHpPaHH OTHOCHO Bb3M(KHATA MOABA HA CUMITOMU,
CBBbP3aHH € NOCTYPATHA XUNOTOKMS (HAMP. 3aMaAHOCT) U TpAOBA ga OBAAT NpeaynpeaeHH 1a
BHUMABAT MpH WodupaHe Wi paboTa ¢ MAITHHH, TOKATO ONO3HAAT eEeKTUTE HA CHIIOQ03HH BbpPXY
TAX.

48 Hexenanu 1ekapcTReHHM PeakUHH

Pe3toMe Ha mpoduia Ha Ge300acHOCT

be3zonacHocTTa Ha CHIIOO03MH € MPOYYEHaA MPH YeTHPH ABOHOCASN M KOHTPONUPAHH KIHHHUYHH
npoyusanus ot asa lI-111 (c 931 nanpenry, noyyasaiyd CUIOA0IHH 8 Mg BEAHBXK AHEBHO U 733
NaLUKUeHTH, TIOIYYaBanm niaueso) ¥ NpH JBe ALATOCPOUHMA OTBOPEHHM NIPOYUYBaHUS C YIbbKeHa (asa.
O6uio | 581 naumeHTH ca MOMyYHIM CHIOA03KH B 1034 § mg BEAHEK JHEBHO, BKITIOYHTENHO 961
NMaldeHTH ¢ eKCMO3INLMS 3a noHe 6 Mecela W 384 nauneHTH ¢ eKCIo3MLna 3a 1 roauHa.

Hait-uecto ¢chobUIaBaHMTE HEXXEMaHH JIEKAPCTBEHH peakUUK MpH ynoTpedara Ha CHNOI03UH B
PAMKHTE Ha W1aHe00-KOHTPONUPAHHTE KIMHHYHH NPOYYBAHKA H NPHU ABJIFOCPOUHA YNOTpeda ca bunu
HAPYILEHHA HA EAKYNALMATA KAaTO PETPOrpajHa eAKy/1alus W JTUICA HA eAKYNalKa (HAMAIEH Mo 00eM
CAKYJIAT WK JIMIICA HA TAKbB), ¢ yecToTa 23%. ToBa MOXe BpeMEHHO 11 3aCETHE MBbXKKHA
¢eprrnutet. Toim edekt e 0OpaTum B paMKHUTE HA HAKONKO JHU ClIe/ NPEYyCTaHOBABAHE Ha
JeYeHueTo (BK. Touka 4.4).

CnuchbK HA HEXEJIAHUTE peaKUUH B TabINH4eH BH]

Hexkenanure nekapcTREHH peakUUH OT BCHUKH KJIHHHYHHM IPOYYBaHHA U OT ROCTMAPKETHHIOBUS
OIUT B CBETOBEH MAINal, 3a KOMTO HMA OCHOBATE/IHa NPUIHHHO-CISICTBEHA Bpb3Ka, ¢a H30poeHH B
TabNuuaTa no-aoNy crnopel cucrteMo-opranHuTe knacose no MedDRA u no gectoTra: MHOIO YECTH
(>1/10); wectn (>1/100 po <1/10); newectn (>1/1 000 no <1/100); peaku (>1/10 000 ao <1/1 000);
MHore peakn (<1/10 000), ¢ Hen3BecTHa uecToTa (OT HATHYHHTE JaHHH HE MOXe Aa ObJe HallpaBeHa
oueHka). I1pu BCAKO rpynupaHe B 3aBUCHMOCT OT Ye€CcTOTATa, HabMonaBaHUTE HEXENIAHH IEKAPCTBEHH
peakuUUM ce U3OpOosABaT B HU3XOAI PE NO OTHOLUIEHUE HA TAXHATA CEPHOIHOCT.

Muoco vecmu | Yecmu Hevecmu Peodkiu Muozo peoxku |C
HEU3RECMHA
yecmoma
Hapyiuernus Peakuuu ot
HA UMYHHAMA anepruyeH
cucmema THI,
BKJIFOM Ba LM
OTOK H2
JIMUETO, OTOK
Ha €3HKa U
¢papuHreaneH
OTOK'
Heuxuvunu [lounxeno
HAPYUEH UA nubnao
Hapywenus 3aMasHOCT CHHEKON
Ha HepeHama 3aryba Ha




chb3HaHue'

cucmema
Cwpoeunu Taxukapaua' |Cepuebuene’
HapYUeHUus
Cwoosu OproctatiyHa | XHnoToHus'
HAPYUEeHUS XHINOTOHHSA
PecnupamopH Hazanua
U, CPLOHU U KOHIe€CTHUSA
MeouacmuHan
HU HAPVUECHUSA
Cmomauwiro- Jnapus ["anene
YypeaHuU Cyxora B
HapyuweHus ycTrara
Xenamo- OTKJIOHEHHS B
ouruapHu YEepHOAPOOHHTE
HapyueHus byHKUHOHAITHH

TecToBe'
Hapywenus Koxen o6pus'
Ha KoXcama u Copoex’
nOOKOJICHAMa Vprukapus'
MbKaH JlekapcTBeH

o6pus'
Hapywenuss  |EAKyJ1auMOHHM EpekTuiina
Ha HapylIEeHus, auchyHKUUsA
8B3NPOU3600U | BKIIIOYHUTEITHO
menHama peTpo-rpaaHa
cucmema u eAKy1aLms
evpoama JIUNCA Ha

eAKy/1aums

Hapansieanus, HMutpaonepa
OMpassHus u TUBEH
YCAONCHEHUSA, ¢1ronu upuc
8BIHUKHAIU 8 CHHIpOM

pesyamam Ha
UHMepeeHyUU

| - HesKeNnaHM JIeKapCTBEHU PEAKLIMH OT CMIOHTAHHH ChOOIIEHHS OT MOCTMAPKETUHIOBHSA ONMUT B

cBETOBEH Mawab (UECTOTHTE ca M3UHCIIEHH OT ChOMTHSA, ChOOIABAHH NPU KIMHUYHK Mpoy4BaHus (a3a
[-IV ¥ npH HEMHTEPBEHUHOHAIHYU MPOYYBAHHSA).

Onucanue Ha W30paHU HEXKEeaHU peaKLMH

Opmocmam UYHA XUROMOHUA

YecroTaTta Ha OpTOCTATUYHATA XHITOTOHUA NMPH MIaUED0-KOHTPOIHPAHH KIIMHUYHHU MPOY4YBaHHA €
buna 1,2% npu neuenue cue cunono3uH U 1,0% ¢ nauedo. OprocrariyHaTa XMINOTOHHA MOKE

NOHAKOra J1a JJoBeAe 10 CMHKOMN (BX. Touka 4.4).
Humpaonepamuesen ¢hronu upuc cunopom (IFIS)

Mma cpobuenus 3a [FIS no Bpeme Ha onepauus Ha kaTapakTta (BXk. Touka 4.4).

CpoO1aBaHe Ha NOoAO3HPAHH HEXKCJ/IdHH PCAKLIUH

CpoOmaBaHeTo Ha MOJAO3HPAHH HEXKEIAHHU PEAKLIHH CJIE/l pa3pelldaBaHC 3a }"l'lOTpeﬁa Ha JICKAPCTBEHHA
MPOAYKT € BaXKHO. ToBa no3BosngBa na MPOABTKH Ha0/TH0/IEHHETO HAa CbOTHOLUEHHETO I'IOIIBEI/]JHCK 34

NieKapcTBeHUsA NMPoAyKT. OT MEIHIIMHCKUTE CMELIMATMCTH CE€ M3MCKBA J1a ChboOLIaBaT BCAKA

MOI03MPaHa HeKellaHa peakuus upe3 M3nbianuTenHa areHuus no fekapcreara yi. . Jlamsan ['pyes”
Ne 8, 1303 Codus, Ten.: +35 928903417, yebcaiit: www.bda.bg.

4.9 Ilpeao3upane




CHIoa03UH € NpoyUBaH B H03M 10 48 mg/neH npu 34paeyd MHOKMBAAH OT MBXKH Noj. Hexenanata
JIEKAPCTBEHA peakuus, NUMUTHpALLA 103aTa, € NOCTYPATHATA XUIIOTOHHA. AKO METHKAMEHTBT €
MOrbJHAT HACKOPO, MOKE /1a CE ONYTa NPEAH3RUKBAHE Ha MOBPBLIAHE MK CTOMALIHA MTPOMHBKA. AKO
Mpeno3upateTo ¢bC CUIOL03MH JOBEOE A0 XHIIOTOHUA, TPROBA 1a ¢ce OCHTYPH NOJIBPKAHE Ha
CbpACYHO-CBAOBATA UHPKYALHA. Manko BEpORTHO € 1a MMa 3HAUMTEIHA T10J13a 0T AHATN34, ThH KaTo
CHJIOL03HH Ce CBBP3Ba BB BUCOKa CTeneH (96,6%) ¢ NpoTeHHMHTE.

5. ®APMAKOJIOTUYHU CBOUCTBA
5.1 ®dapmakoaAUHAMHYHH CBOHCTBA

(PapmakoTepaneBTHYHA TpyNa: ¥ poaord4HH NekapcTaa, aHTATOHHCTH Ha a(a-anpeHOpELENTOPHTE,
ATC ron: G04CA04.

MexaHHU3bM Ha €HCTBNG

CHJI0003KHH € BHCOKOCHERU(HUEH 3 | 4-aAPEHOPEUENITOPHUTE, KOUTO €2 JOKATH3HUPAHH OCHOBHO B
YOBELIKATA (POCTATa, OCHOBATA HA THKOYHUA MEXYP, IEHHKATAa HA MEXYpd, NPOCTAaTHATA KAICYJa H
NPOCTATHATA YACT HA ypeTpaTa. bIoKHpaHeTO HA TE3U th A-A/IPEHOPELENTOPH NPEeTU3BUKBa
pellakCauus Ha FIIaJKUTE MYCKYTH B TE3H CTPYKTYPH, KOETO HAMalIABa U3X0JHOTO CBNPOTHBICHNE Ha
IAKOYHHA MeXyp, 0€3 na ce NMpoMeHs KOHTPAKTHJIMTETA Ha [JIARKATa MYCKYJIaTypa Ha IeTpy30pa.
Toea sBoan no nonobpeHHe Ha CHMITOMHTE Ha 3adbpXKaHe (MPUTATHBHU) H H3Npa3BaHe
(0OCTPYKTHBHH) (CUMNTOMH OT CTPAHA HA JOJIHKTE NUKOYHH MBTHILA), CBBP3aHH ¢ OeHUrHEHATa
XUMEPILIA3HA Ha mpocTaTaTa.

CHMAOA03WH MMA 3HAYUTENTHO TT0-HUCHK aHHUTET KBM O g-aAPEeHOPEUENTOPHTE, KOHTO Ca
NOKATU3HPAHH OCHOBHO B ChPASYHO-CHAOBATA CHCTEMA. [JEMOHCTPUPAHO € in Viiro, Y€
CbOTHOLUEHHETO Ha CBBP3BAHE 0 A 0l HA CUNNOA03WH (162:1) e M3IKNHOYUTEITHO BHCOKO.

KnuHHYHA ePHKACHOCT W 0€301acHOCT

B eano nBoiHoCnANMO, mnanebo-koHTPOJIUPAHO KITHHHYHO NPOYYBAHE 34 ONpeJe/IsHe Ha 103aTa OT
daza Il cve cua0a03MH 4 unu 8§ mg BeHBK AHEBHO € HAGIIOIaBaHO NO-TOIAMO M0J100pEHHE B
HMHIESKCHHA CKOp Ha CHMNTOMHTE COpe] AMepUKaHCKAaTa ypoaorHuHa acounauns (AY A) cee
ciwono3ud 8 mg (-6,8+5.8, n=90; p=0,0018) u cunoao3un 4 mg (-5,7+5,5, n=88; p=0,0355) B
cpaBHeHME ¢ auedo (-4,0+5,5, n=83).

[Toseue ot 800 naumnenTH ¢ yMepeHu a0 Texkl cumnTomu Ha BXI1 (International Prostate Symptom
Score, IPSS, n3xonHa cToiinocT >13) ca moyuuay CHIOAO3HH 8§ mg BEAHLK THEBHO B PAMKHUTE HA
ABE M1auebo-KOHTPOIHpaHl KIHHHYHK NpoyuBaHius oT ¢asa [II, nposeacnn B CoeanHenure
AMEPHKAHCKH WATH, K €IHO KOHTPOJHPAHO ¢ Nianedo U ¢ aKTHBHO BEUIECTBO KIMHHYHO POYUBaHE,
nposesieHo B Espona. [1py BCHUKH NPOYYBAHHA MALUHEHTHTE, KOHTO Ca HAMAJIM OTrOBOP HA JICYEHHETO
¢ rraueGo npes 4-ceaAMUUHATA BKMOUYBaLIa (a3a, ca OUIM paHJIoMHIHPaHH Aa MOIyvyaBar MpoyYBaHuA
MeAHKAMEHT. [Iph BCMYKH NPOyYBAHUA MALHEHTHTE, JIEKYBAHH ChC CHITOA03HH, ¢4 HMAJTH NO-TOIAMO
HaMassiBaHe Ha CHMIITOMHTE Ha 3aJbpiaHe (HpHTAaTHBHH) ¥ u3npasBaHe (obcTpykTyBHH) Ha BXI1 B
cpaBHeHHe ¢ 1mnauebo, cnopen oueHka cnen [ 2-cenmuuno nevenue. Janaure ot Intent-to-treat
MOMyMAaLUUKUTE OT BCAKO NIPOYUBAHE Ca MPEOCTABSHH MO-X0JTY -

IPSS [PSS
IPSS 06
O cKop HpuTarnBHAH CTPYKTHBHH
I bpoii CHMIITOMH CHMIITOMH
poyu- | I'pyna Ha = 5
TeueHne NAUH | Lisxonma [MpomsHa |Pazmuka  |IlpomsanHa |Padnuka poMsina | Pasnuka
ENTH | .roitmocr | STPAMO (95% JAH) |copamo  |(95% AU) |copamo  |(95% JAH)
(+CO) M3X0HA- |CNPAMO H3XO0AHA- |CMpAMO U3XOJHA- |CNIPAMO
Ta rranebo  |Ta ianebo  |Ta rtanebo
Cunopo3un | 233 22+ 5 -6.5 g 2.3 0.9
[Tnanedo 228 21+ 5 -3.6 (-3.9,-1.7) -1.4 (-1.4,-0.4)
Cunoxosud | 233 21+5 -6.3 2.4




US-2 -2.9% -1.0* -1.8%*
[Tnauebo 229 21+5 -3.4 (-4.0, -1.8) -1.3 (-1.5,-0.6) -2.1 (-2.5,-1.1)
D 3* {7 ] 7T
Cunono3un | 371 19+ 4 -7.0 (32, -1.4) -2.5 (-1.1,-0.2) 4.5 (2.2, -1.1)
Espona
Tamcynosuu | 376 19+4 -6.7 2 0* -2.4 0.6° -4.2 1 4%
B9 . % i -2.0,-0.8
Moanss | 8% | 19aa | ap (PSRN g [CLLA0A] 5¢ |[ELAY

* p<0,001 cnpamo mnaue6o; ° p =0,002 cnpsmo nuauedo

[1pu npoBeaeHoTo B EBpona KJIMHMYHO NMPOyYBaHe ¢ aKTHBHO BELLECTBO € YCTAHOBEHO, Y€ CHII0/103HH
8 mg BeHBXK AHEBHO € He M0-MaKo eUKaceH OT Tamcys103uH 0,4 mg BEIHBXK JHEBHO!
KOpHrupaHara cpeaHa pasiauka (95% JIH) 3a o6wms IPSS ckop Mexay pa3iHuHUTE JICUCHHUA B
nomyJauusaTa no nporokona e 6una 0.4 (-0,4 no 1,1). Yecrorara Ha oTroBop (T.€. NOAOOPEHHETO HA
obouus IPSS ckop ¢ none 25%) e Ouna 3Ha4YUTEIHO MMO-BHCOKA B IpyrnaTa Ha JieYeHHe CbC CHII0103HH
(68%) u rpynara Ha jieyeHue ¢ TamcyJio3uH (65%) B cpaBHeHue ¢ rauedo (53%).

B rpynara nauMeHTH OT Te3u KOHTPOJIUPAHU NMPOYYBAHHSA, KOUTO Ca OCTAHAIH HA MPOABLDKUTETHO
OTBOPEHO JIEYEHHE M Ca MOJyYaBad CHJIOA03MH 10 | roauHa, HHAYUHPAHOTO OT CHJIOI03HH
noaoOpeHre Ha CUMNTOMHUTE Npe3 ceaMuua 12 oT IeYeHHETOo ce e 3ana3uiio B MpoaAb/KEHHE Ha |
roauHa.

B knmuuuHO npoyusane ¢asa |V, nposenexo B Espona, cbe cpearo Huso Ha IPSS (International
Prostate Symptom Score) ot 18,9 Touku, 77,1% ca pecnoHaepu KbM CHJIOA03UH (M3YHCIIEHO Bb3
OCHOBa Ha W3MEpeHaTa NPOMsHa CripsiMo HavyaaHoTo HHUBO Ha IPSS, kosTo cnensa na e noue 25%).
[IpuOAM3UTENIHO NOIOBHHATA OT MALMEHTHTE CHOOLIABAT MOJ0OPEHHE HA HAH-HENMPHUATHHTE
CHUMIITOMH, HAJIMUE B HAYAJIOTO (HAMNp. HOKTYPHA, YYECTEHO YPUHHPaAHE, HAaMaJIeHa CTPY A, HEOTI0KHH
MO3WBH 33 YPHHUPAHE, OTAE/ISHE HA YPHHA CJIe]l PeKpaTABaHE Ha U3MPAa3BAHETO HA MEXYpa, KaKTO H
HEMbJTHO H3Mpa3BaHe Ha MEXypa), OLEHEHH C MOMOILLTA Ha BLIPOCHUK 3a MBiKe, ch3aaneH ot ICS
(International Continence Society).

He e HaOnr0aaBaHO 3HAYMUTEIHO HAMAIABAHE HA KPBBHOTO Ha/IAraHE B JIETHAJIO MOJIOXKEHHUE NIPH
BCHYKH KJIMHUYHU NMPOYUYBAHHSA, MPOBEAEHHU CbC CHUIIOI03HH.

Jo3u cunono3uH ot 8 mg u 24 mg AHEBHO HE Ca UMAJIM CTATUCTHYECKH 3HAUYUM edekT BbpXy EKI -
HHTEPBAJIUTE UJIK Chp/IEYHATa PENOIApH3aLHA B CPaBHEHHE C Muiauedo.

l'legua![gutl Ha MOomyJjaauus
EBponeﬁcxaTa dF€HUHUsA 10 JIEKapCcTBaTa 0cB000K1aBa OT 3a/Ib/KEHHUETO 34 NMnpeaocTaBAHE HaA

pe3yNTaTUTE OT MPOYYBAHUATA C CUI0J03HH BbB BCHYKH MOArpyInH Ha neAdaTpuyHaTa nomyiaums
npu BXII (Bx. Touka 4.2 32 nHpopMauMs OTHOCHO ynoTpeda B neanaTpusATa).

5.2 @apMakoOKHHETHYHH CBONCTBA

(dapMakOKHHETHKATa Ha CHJIOJ03MH U OCHOBHUTE MY MeTabOJIMTH € NpoyyYeHa MPH Bb3PACTHH MbKE
cbe 1 06e3 bXIT crnen e1HOKpaTHO M MHOTOKPAaTHO NpHIOKeHHEe B 103 B MHTepBana oT 0,1 mg no 48
mg Ha aeH. PapMaKOKMHETHKaTa HA CHJIOJO3HH € JIMHeapHa B paMKUTE Ha TO3H J1030B HHTEPBAJL.
Excno3uuusaTa Ha OCHOBHUS METabOJIMT B MjasMara — 01031l raokypouua (KMD-3213G), B
PaBHOBECHO CbCTOAHHUE € NPUOIM3UTENHO 3-KPaTHO MO-BUCOKA OT Ta3H HA H3XOJHOTO BELUECTBO.
Cu104031H U HETOBUAT TIIOKYPOHM/I IOCTUTAT PABHOBECHO CHCTOAHME COTBETHO C/1€/l 3 JIHK M 5 IHH
JIeYECHHE.

AOcopOums
no3sara. AbconotHaTa OMOHaIMYHOCT € npuban3uTento 32%.




Enno in vitro npoyusane ¢ kineTku Caco-2 noka3pa, 4e CHNOA03HH NpeAcTaBIaBa cyocTpar 3a P-
FITHKONIPOTEHHA.

Xpauata Hamansaea Cax ¢ npudansuTenno 30%, MOBHILABA tmax ¢ pubnu3nTenHo | yac U UMa cad
edekt rBpxy AUC.

Cnen npueM Ha § Mg BEAHBK JHEBHO HEMOCPEACTBEHO C/Ie/l 3aKYCKa B IPOIb/DKEHHIE HA 7 AHM ca
MONYYEHU CIEAHUTE PapMaKOKHHETHYHH NAPAMETPHU MPH 31ApaBU HHAWBUAH OT MBbKKH MON B UCJICBHA
Bb3pacToB HHTEPBAN (N=16, cpeaHa BB3pacT 5518 roanan): Cmax 87£51 ng/ml (CO), tnax 2,5 vaca
(unTepran 1,0-3.0), AUC 4331286 ng « h/ml.

Paznpeaenenne
Cunonosnn uma odem Ha paznpenenenne ot 0,81 I/kg u ce capp3sa 96,6% ¢ nnasMeHUTE NPOTEHHH.

He ce pasnpenens B KPEBHUTE KJISTKH,
CBBp3BaHETO € MPOTEHHH HA CHIIOOO3HH TIFOKYPOHUI € 91%.

buorpancdopMatius

Cuitono3uH ce MeTabonu3upa OCHOBHO upe3 rarokyponusupane (UGT2ZB7), ankoxogexuaporesasa H
aNIeXHITEXHAPOreHas3a K Mo OKCHAATHBHH MeTHA, ocHoBHO CYP3A4. OcHOBHHAT META0OIHT B
Nn1a3Mara — rMOKYPOHHAHNA KOHKOTaT Ha cnono3ud (KMD-3213G), 3a KoHTO € YCTAHOBEHO, H€ €
aKTUBEH in viiro — IMa YIBIDKEHO BpeMe Ha nomypasnan (npubnu3nTenHo 24 yaca) U 10CTHra
NJa3MEHH KOHUEHTPAUHK IPHONH3UTENTHO YETHPH ITBTH [10-BUCOKHU OT TE€3M HA CUJTOJ03HH. [n vilro
JAaHHU MOKA3BAT, Y€ CHI0A03UH HAMA NOTEHUHAN a4 KHXUOWpa WIH HHIYUHpa EH3UMHHTE CHCTEMH Ha
uutoxpom P450.

EnvuMuHHpaHe

Cnen nepopanqo npriokeHde Ha mapkipat ¢ '*C CHI0I03MH PEerHCTPHPAHATa palnOakTHBHOCT C1eA
7 nnu e 6una npubnuzutesHo 33,5% B yprHata H 54,9% B M3nNpaKHEHUATA. TenecHRAT KIIHPBHC HA
CHIOA03HH € npubausurenno 0,28 /hkg. Cunonosux ce ekckpeTipa OCHOBHO o opMara Ha
METa0OJIMTH, MHOTO MANKH KOJIMMECTBA HENPOMEHEH MeTHMKaMEHT Ce OTKPHBAT B YPHHATA.
TepMuHanmHOTO BpeMe Ha Mosypa3nal Ha U3X0AHHUA MEIHKAMEHT H HETOBHA TNMOKYPOHHI € ChOTBETHO
npubmusuresnHo 11 vaca u 18 vaca.

C NEUHAIHH MOITYJIAIIHHA

Cmapuecxa ev3pacm
ExcnosnuusiTa Ha CHIO03HH H OCHOBHHTE MY METa0OIMTH HE Ce MPOMEHs 3HaYHUMO C Bh3pacTra,
[IOPH [IPH NAUMEHTH Ha Bb3PACT Hall 75 rOduHHU.

Heouampuuna nonyarayus
CHnooo3uH He € NpoydBaH NPH MallHEHTH Ha BB3pacT ol 18 roaHHm.

Yepuoopobro yapexcoane

[Tpu npoy4BaHe ¢ enMHHYHA A03a PapMaKOKHHETUKATA HA CHIOZO3KH He e OHna NpOMeHEeHa MpH
AEBET NALMEHTH ¢ yMepeHo YepHoapobHo yepexaane (Child-Pugh ckopose 7 10 9), B cpaBHeHHe C
neseT 3/ipaBu no0poroLd. PesynratuTte oT TOBA Npoy4BaHe TpsabBa Na ce MHTEpHpeTHpaT
BHHUMATEHO, Thi KaTO BKIKOUEHHUTE NALUMEHTH ¢a HMAJIH HOPMaJHK CTOMHOCTHA HA OHOXMMHYHHTE
[I0Ka3aTeNH, Mpeanoiaraluyd HopMaiHa MeTabonHTHa QYHKUHSA, H ca O KnacH(pHIMPaHH KaTo
MMAaLM YMEPEeHO YepHOAPOOHO YBpEKIaHe B3 OCHOBA HA HAIIMYHETO HA ACHHT WM Y€PHOAPOOHE
eHuepanonaTHa.

He e npoyueHa dapMakoOKMHETHKATA Ha CHITOO3UH TIPH MALMEHTH € TEXKKO YePHOAPOOHO YBpEkKIaHe.

bvbpeuno yepeoscoane
[Ipu enHo npoyuBaHe ¢ eOMHKYHA 1034 EKCIO3HLHATA HA CHA0A03UMH (HECBBP3aH ) NPH NALMEHTHU C
neko (n=8) u ¢ ymepero 6u0peuno yepexaane (n=8) e goBena cpeaHo 10 nopHiuapaHe Ha Cray (1.6

MANMEHTH ¢ TEXKKO ObOpeuno yepexnane (n=5) ekcrosnunATa e Orna yeenuyeHa 2,2 nbTu
3.7 uwtii 3a AUC. Couio Taka e 6113 nosMiLedHa eKCMO3HUHATA Ha OCHOBHHUTE MeTabonuTr

CHJIONO3HH NTIOKYpoHUua U KMD-3293,



CreneHeTo HA IUTA3MEHHTE HIBa B €/1HO KJIMHHYHO npoyusane oT ¢a3a Il nokaipa, ue HuBaTa Ha
001U CHJIOO03UH cliel 4-CeAMUYHO JIEUEHHE HE Ca C€ MPOMEHWTH NPH NALHEHTH C JICKO YBPEXIaHe
(n=70) B cpaBHEHHE C MALIKEHTH C HOPManHa ObOpeuna dynkuusa (n=155), nokato HUBaATA ca OMIH
CPEeAHO YOBOSHH NPU NAUHEHTH ¢ YMEPEHO yapexnaHe (n=7).

Cnopen eguH Opernes Ha JaHHUTE 3a 0€30MacHOCTTA HA NalUWEeHTHTE, BKIIOYEHH BB BCHUKH
KJIMHUYHK NPOYUYBaHUA, NekoTo ObOpeUuHo yepexaane (n=487) He NpeACTARAARA AONBIHUTCACH PUCK
OTHOCHO 0€30MACHOCTTA MO BpeMe Ha TEPANUS CbC CHAORO3UH (KATO YBEAHUYABAHE HA 3aMasAHOCTTA
W/IH OPTOCTATHYHATA XHITOTOHHSA) B CPABHEHHE C MALMENTH ¢ HOpMaiHa ObOpeuHa gynkuma (n=9355).
CBOTBETHO HE €€ Hajlara KopurupaHe Ha 103aTa [IpH MaLMeHTH ¢ Jeko 0p0peuHo yppexaaHe. Tbi
KaTO ChLICCTBYBA CAMO OrpaHUYEH OMUT MPH MALMEHTH ¢ yMepeHo OB0peuHo yBpexaane (n=35), ce
MpenopbsYBa NO-HUCKA HavyanHa no3a ot 4 mg. He ce npenopwusa ynorpebata Ka [lupceo npu
MAlMKEHTH C TEXKKO OBOpeuHo yBpexaHe.

5.3 [IpeakNHAAYHH JAHHH 32 6e30NACHOCT

HeknuHUYHUTE 1aHHH He TIOKAa3BaT 0CO0eH puck 3a xopa Ha Ha3aTa Ha KOHBEHIHOHATHHTE
(apMaKoJOrH9HM Opoy4YRaHHUA 3a O€30NACHOCT, KAPLUHHOTEHEH NOTEHLIHA, MYTArcHEH 4 TEPATOTEHCH
noteHuuasn. EdexTu npu xuBoTHYE (3aCATAHE Ha [IUTOBHIHATA ¥J1€3a MPH IPH3aYH) ce HAOMORaBaT
caMmo clied €KCIO3MUHH, CHMUTAHH 33 3HAYUTE/THO HAABUIIABALLH MAKCHMAITHATA CKCO3HHUA TIPH
X0pa, KOeTO NOKAa3Ba MankaTa 3HaYKMMOCT [PU KIMHUYHA ynoTpeda.

[Tpu MBKKHY ITBXOBE € HaOM0AaBaH HaManeH QEePTHINTET NPy EKCIO3MLIMH, KOUTO ca OHITH
NpUONHU3KUTENHO B3 MbTH [10-TOJIEMH OT MaKCHMAaTHaTa MPEeNopbYHTEIHA /1032 3a Xopa.
HabmonagaHuat edekt e 61 obparum.

6. OAPMAUEBTUYHHA JAHHH
6.1 CnucbK HA TOMOUIHHTE BEIIECTBA

ChIbpikaHMe HA Kancynara:

Manuton (E421)

HuwecTe, npekenatuHU3UpaHo (LapeBUYHO)
Hartpues naypuwicyndar

Unuuepon gubexenar (E471)

OOGBHBKA HA KANICYNATA
HKenatuu
Turanos nnokeua (E171)

[TeyaTHO MACTHIO, YEPHO

Hlennak (E904)

[Ipominen riukon (E1520)
Konuertpupan amonuer pasrsop (E527)
Kenezen okcug, uepen (E172)

Kanues xuapokcua (E525)

6.2 HecLBMECTHMOCTH

HenpuiokuMo

6.3 Cpox Ha rogHocTt

3 roAHHH.

6.4 Cneuxa/HH YCI0BHA HA CbXpAaHEHHE

,I[a C¢ CBXpaHABa B OPHIrHHATHATA ONaKOBKa, 34 Aa ¢ Npeana3d oT CBETJIMHA.




6.5 BuaH CHLALPKAHHE HA ONAKOBKATA

Kancynure ce npensiarat B AnyMuHiesd-PVC/PE/PVDC 6nuctepH, 0nakoBaHy B KAPTOHEHY
OIMAKOBKH.

Onakoeky oT 30 TBbpAM Kancynu.
6.6 CneuHa/HH NpeANa3HH MEPKH NPH W3XBbLpJIsAHE <H padoTa>

HsMa crenantHyi U3HCKBAHNUA

7. NPUTEXATEJI HA PASPEIIEHHETO 32A YIIOTPEBA
Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Yeinka Penybnuka

8. HOMEF(A) HA PASPELIEHHETO 3A YIIOTPEBA

Per. Ne: 20190128

9. JIATA HA ITHPBO PA3ZPELLHABAHEATOAHOBSIBAHE HA PAZPEHIEHHUETO 3A
YNMOTPEBA

JlaTa Ha mBpBO paspeinasade: 16.05.2019
JlaTa Ha nocneaHo MOJIHOBSABAHE:

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

27.07.2023 r.
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