KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

MSHLﬁHElTEﬂHA AI'EHHPIﬂ I'IO IIEKAPCTBATA

) HME HA JIEKAPCTBEHHWI NMPOAYKT FpAMIKE XARAKMBPUOMUKE HE RPOGYKIMa - IpUAGKeHHUS 1

Pag. Ni s e resnssseemsssarspsesresssasaisnasaionsarssseenss
Jytposen 0,5 mg / 0,4 mg TBLPAK Kancymu Kou
Dutrozen 0.5 mg / 0.4 mg hard capsules /g é’ / /L7/'7 47 é -7 #é }.Z
PaspeiugHue N .2 arenerars
17 -09- W0
0gofpeHis Ne e mrssusassanefossirnssessane R erranee

2. KAYECTBEH H KOJJHYECTBEH CHCTAB T

Besixa TBRpnia Kanicyna ceabpika 0,5 mg ayractepun (dutasteride) u (0,4 mg TaAMCYIO3HHOB
xuapoxiopus (tamsulosin hydrochloride), (exeupanenren wa 0,367 mg TaMCcyI034H).

TlomonHy BeluecTRa ¢ H3BECTHO JSHCTRHE:

Beska kancyna ceaspika 299,46 mg IponuneHrianKon MoHokanpriaT (exBusaneHt Ha 112,80 mg
IPOMHIEHITIMKOM) U CIICAH OT [IPOMHIISHITIHKO] B YEPHOTO MacTHIIO.

Besika kancyna ceaspixa 0,01 mg HaTpui.

ToBa NeKAPCTBO MOKE CHABPIKA CIECTH OT COEB NEIUTHH.

3a ILJIHMA COHCHK Ha TOMOLIHHUTE BEIECTEA BHKTE TOYKA 6.1,

3. JIEKAPCTBEHA ®OPMA
Terpaa kamncyma.

TpoABAroBaTH TEHPIM XEeTATHHOBH KaIlcyiu ¢ pasmepy 21,4 x 7,4 mm ¢ kadpABO TANO H OpaHkeBa

kana4ka ¢ HagnHe CO01 HameyaTaH ¢ yepHo MacTuno. Beska kancyna ceabpxa:

- Exnna npombarosara, Meka, JKENATHHOBA KAMCyaa AyTacTepua (npubnusnrenso 16,5x6,5 mm) cke
CBETJIO XKBJIT UBAT ITBJIHA C MPO3PavHa TEIHOCT.

- Ipubmusurenso 183,8 mg nenetu TaMCyN1031H ¢ M3MEHEHO ocsoboxIaBane 6enH 1o nouty Hemn
Ha LiB4T.

4. KJIHHHYHH JAHHH

4.1 TepaneBTHYHM NOKAIAHHA

- Jleuenue Ha yMEPEHO TEXKKA 10 TEKKE CHMIITOMATHKA Ha J100poKadecTseHa IPOCTATHA
xunepnnazus (JI1X).

- Hamanssase Ha pucka o1 OCTPO 3aabpixaHe Ha ypuHata (O3Y) W XUpyprudecka HaMeca npH

NALHEeHTH ¢ YMEPEHO TEXKKa IO TE&KKaA CHMIToMaTHKa Ha JIIIX.

3a uHopmanms 3a eeKTHTE OT JICUSHHETO H PANTHIHATE PYIH NALHEHTH, NPOYIEHH B KTHHUYHATE
H3OHTBAHMUA, MONS BHXTE TOuka 5.1,

4.2 [Mo3upoBxa H HAMHH HA NPHIOKEHHE
JdosupoBka —

Bb3pacTHH (BKIOYHTENHO IAIMEHTH B CTAPYECKA Bb3PacT) MV‘W’H Ly
I'[penoquHTenHaTa no3za dIyrposed e | xkancyna (0.5 mg / 0.4 mg) segusxK IH RN

NpoaYKTa ¢ LeN YISCHABAHE HA JICHCHHETO.




KbaeTo ¢ KTHHHYHO yMECTHO, MOXKe A2 Oble 00chxIaHa NPAKa MPOMAHA OT MOHOTEPANMA ¢
KYTacTEpH] HITH TAMCYIO3HHOB XHUIPOXIOPHA KbM J[yTposeH.

EnbOpeuno yepexaane

BinaHHETO HA yBpeaeHara Ob0peuHa QyHKUMA BEPXY (apMAKOKHHETHKATA Ha AYTACTCPHA-
TAaMCYTO3HH He e mpoyusaHo. He ce oyakea HeoOXxoIHMOCT OT NpOMAHA HA 1103aTa 33 MALKEHTH C
01.0peuno yBpexaaHe (Bik. Toukd 4.4. 1 5.2)

YepuoapobHO YRpeMIaHE

BinAHHETO Ha yBpencHaTa YepHOAPOOHA PyHKLHA BBPXY (DapMaKOKHHETHKATA Ha
AYTaCTEPHI-TAMCYIIO3HH HE € TIPOYYBAHO, 3aTOBA IEKAPCTBOTO TpAOBA [ C€ MPHIAra BHHMATENHO
TIPH NAUMEHTH C JIEKO A0 YMEPEHO TEXKO YEPHONPOOHO yBpekIaHe (BIKTE TOUKa 4.4 1 Touka 5.2).
Ynotpe6ara na JlyTpo3eH Npy NalMEHTH ¢ TEXKO YePHOAPOOHO YBpEXAaHE € MPOTHBOTIOKA3AHA (BXK.
TouKa 4.3).

Henauatpuyba nooynanus
JyTacTepHA-TaAMCYTIO3HH € IPOTHROTIOKA3aH IPH NeHATPHYHATA Nonmynauus (Ha Bb3pact non 18

romauHH) (Bx. Touka 4.3).

Hauun Ha npUR0KeHHe

[Iepopanuo NpUIOXKEHHE.

Ha nauucHTHTE TpaGBa aa ce JajaT yKasaHHA Ja NOTIBLIAT KANCy/aHTe NEMH, 0koao 30 MHHYTH clel
eHO H ChILO XpaHeHe 33 aeHd BCeKH Jed. Kancynure ga He ce ABBYAT WK OTBAPAT. KOHTAKTET CBC
CHABPHKAHMETO HA KAlCYNIaTa ¢ AyTACTEPHI, KOATO C€ ChIABIKA B KAMCYAATA C TBbPJa 0OBUBKA, MOXeE
1a IpeAM3BHKa Ipa3HeHe Ha opoapHHreaTHATa M ABHIA.

4.3 IIporHBONOKAZAHHA

JyTpo3eH e MPOTHEOIOKA3aH 33 NPHIMKEHUE TIPH:

- Xenu, nena u woHoUM (BXK. Touka 4.6 ).

- TlanueHTH Che CBPBXYYBCTBATEIHOCT KbM AYTACTEPHA, KBM APYTH HHXHOWTOPH Ha S-anda
PeAyKTa3ara, KbM TAMCYI031H (BKNOYKTEIHO TAMCYIO3HH-HHAYIHPAHa aHTHOEIEMA), COf,
(BCTHIM WK KM HAKOE OT APYTUTE MOMOLIHH BEILECTBA, H30POEHH B TouKa 6.1.

- IMauyeHTH ¢ anamMue3a 33 OPTOCTATHYHA XHTIOTOHHA.

- TlauMeHTH ¢ TexKO YepHOAPOGHO yBpEKIAHE.

4.4 CnenuanHu OpPeAYNPERICHH M IpeINa3HH MepKH npn ynorpeba

KomGuHupaHaTa Tepanus Tpa0Ba Aa ce 1penHIe c/ie/l BHMMATEeTHA OLIEHKA Ha PHCKA OT IoJI3a,
NOpaaM MOTSHIHANHYS ITOBHINEH PUCK OT HEXEJIAHH CHOHTHA (BIIFOYMTENHO ChPICYHA
HEJOCTATBYHOCT) M CIIeZ PasT/Iexk/IaHe Ha ANTEPHATHBHE BE3MOXKHOCTH 32 JIEYEHHE, BKITKOMHTEIHO
MOHOTEPAIIHA.

KapuunoM Ha OpocTaTaTa H BUCOKO-CTENIEHHH TYMOPH

Ipoyusanero REDUCE, 4-rouuiso, MHOro-leHTPOBO, PAHIOMH3HPAHO, JBOHHO CNAMNO, miaiedo -
KOHTPOJIEPAHO IpoyuBaHe H3cneapa edexra Ha ayractepua (.5 mg JHEBHO IPH NALHEHTH C BHCOK
PHCK 3a paK Ha NpocTaTaTa (BKIIKYBallie MbKe Ha Bb3pacT oT 50 go 75 rogunH ¢ HHBa Ha PSA ot 2,5
Ao 10 ng/ml u HeraTHBHA GHONCHA HA (IPOCTATATA 6 MeCeUa NPeRH BKIIOYBAHETO B NIPOYYBAHETO) B
cpaBHeHHE ¢ IWianebo. PesynTaTure OT ToBa MpOYUYBaHe MOKA3BAT MO-BHCOKA YecToTa Ha Gleason 8 -
10 KapHHHOMH Ha HpOCTATATA PH MbKe, ICSKYBAaHH C NyTACTEPHI (n—29 0.9%) B cpaBHeHHE L .

pCJIOBHO 34 npocraTeH Kapunnom (B%. TOuKa 5.1).




[IpoctaTHO-crierpudiven anTurex (PSA)

CepyMHaTa KOHLUCHTPAIMA Ha NPOCTATHO-cienrduunns antured (PSA) e BaXeH KOMITOHEHT 3a
VCTaHOBSBAaHETO Ha KapLUHOM Ha mpocTtaTarta. Cren 6-MeceuHo AeYeHue, yTaCTEPHA-TaMCYIIO3HH
BO/JIK /IO HAMATISBAHE HA CPEAHHTE CepyMHH HEEa Ha PSA ¢ npubnn3utenso 50%.

TMpe nagueHTHTE, NPHEMaLl{ AYTaCTEPUA-TAMCYJIO3HH, TPA0Ba Ja Ce YCTaHOBH HOBa, H3X0qHa PSA
CTOHHOCT ciied 6 Mecena JiedeHne ¢ AyTacTepia-TaMcynozuH. [Ipenopeusa ce peaoBHO NPOCIICAABAHE
Ha cToiiHocTHTe Ha PSA cnea Tosa. Besiko noTBBpACHO MOBHIIABAHE OT HAH-HHCKOTO HUBO HA PSA
110 BpEME Ha JISYEHHETO C AYTACTEPHI-TAMCYIIO3HH MOXE Jia € Oelier 33 HaTH4YKE Ha KAPUMHOM Ha
TPOCTATA HIIH 3 HEMOBIABAHE OT JIEYCHHETO C AYTACTCPH/I-TAMCYTO3HH, H TpADBA fa Ce OLeHsBa
BHMMATEJHO, AOPH B CNyYail e TaKUBa CTOMHOCTH Ca BCE OIIE B PAMKHTE Ha HOPMAITHHTE CTOHHOCTH
38 MBKe, HempHemaitu 5-anda peaykrased HHXHOHTOp (BK. To4Ka 3.1). IIpH HHTEpNpPEeTHPAaHETO Ha
CTOHHOCTTA Ha PSA 3a nmaumeHT, KOWTO pUeMa JyTACTEPH, 3a CPABHEHHE TpAOBa Ja ce MOTBPCAT
UPEAHIIIHA CTORHOCTH Ha PSA.

JIcUeHHETO ¢ AYTACTEPHI-TAMCYJIO3HH HE TPEYH Ha H3Mmo3BaHeTo Ha PSA xaTo moMowHo cpeacTso B
JIMArHOCTHKATA Ha KAPLIMHOMA Ha TIPOCTATaTa CJIC], YCTAHOBABAHETO HA HOBA H3XOJHa CTOHHOCT.
CepymHuTE HHBE Ha 00IMs PSA ce BphLIAT KbM H3XOOHHTE CTOHHOCTH A0 6 Mecena clex
NPEYCTAHOBABAHE HA JigueHHeTo. ChOTHOLIEHHETO Mex Ly cBoGoHMA 1 obimsa PSA octaBa
HOCTOSHHO, JOPH [0 BIMSHHE Ha TyTacTEPHI-TAMCYIIO3HH. AKO JIeKapAT n3bepe Ja M3Mon3Ba
OTHOCHTEMHHA MPOLIEHTEH A Ha cBoOoAHNA PSA KaTo NOMOLMO CPEICTBO 32 YCTAHOBABAHE Ha
KapLUHMHOM Ha MPOCTATATA NP MBbKE, TEKYBAHH C JyTaCTEPUI-TAMCYNO3HH, HAMA J1a € Heobxoauma
KOPEKLMA Ha CTOHHOCTTA MY.

IMpu nauueHTHTe TPAOBa 13 C& HAMPAaBH PEKTATHO TYLIHPAHE HA NPOCTATATA, KAKTO H APYTH
H3CJIeABAHKSA 33 IUArHOCTHKA Ha MPOCTATEH KAPLMHOM HIH APYTH 3200/1ABaHHA, KOHTO MOXE [1a
NPUUUHAT CBIMTE cHMITOMH Kato JTIX, npeau 3ano4paHe HA ICYEHHETO C Ay TACTEPHA-TAMCYJIO3HH,
KaKTO ¥ HEPHOJHYHO C/IE/ TOBA.

CBpIIeuHO-CBH/IOBH HEXKEMAHH peaKiiHy
B fiBe 4-roMIIHH KIMHAYHE [IPOYYBAHHS, YECTOTATA HA ChPJEYHATA HEAOCTATHYHOCT (KOMOUHKpPaH

TePMHH 3a JOKIaABaHH CHOWTHS, TVIARHO CHPAEYHA HENOCTATEYHOCT H KOHreCTHBHA ChHPASYHA
HEJOCTATBYHOCT) € MAJTKO TI0-BHCOKA TIPH JIMLIATA, KOUTO IPUEMAT KOMOWHALIMATA OT AYTACTEPH U
anda,-aIpeHOPENIENTOPEH AHTATOHKCT, ITIABHO TAMCYJIO3HH, OTKOAKOTO CpeZ JIMLATa, HeNpHeMalid
xoMOuHAUHsATa. O0aYe, MeCcTOTaTa Ha ChPAEYHA HEAOCTATHYHOCT IIPH TE3H H3NHTBAHMA € [10-HHCKA
BbB BCHYKH AKTHEHO JIEKYBaHH TPYTIH B CPaBHEHHE ¢ Tanebo rpynara, H IpyTrH HATMYHH JaHHA 33
aytacrepui Wik anda;-aapeHOpeUenTOPHE aHTarOHUCTH HE MOAKPEIIAT 3aKINFOUEHUE 32 TOBHILCHH
CBPJEYHO-CHJOBH PHCKOBE (BX. TOYKa 3.1).

Kapuusom Ha repoarta
Hamuunay ca goia e 3a KapuHHOM HA TbpOaTa NpH MBXE, MPHEMAIH TYTACTEPUA B KITHHHYHE

NPOYYBaHMA H 110 BPEME Ha MOCTMAPKETHHTOBHs nepHos. EnupemMuonornuny npoy4sanus obaue He
MOKa3BaT MOBHINABAHE Ha PHCKA OT Pa3BHTHE HA KAPLIHHOM Ha TBPAAaTa MPH Mb3Ke MIPH ynoTpeda Ha
S-anda penyxTasHu HHXHOHTOPH (BX Touka 5.1). JlekapuTe Tpa6sa 1a HH(DOPMHPAT MALHCHTHTE CH
I3 JIOKIafBAaT BeJHAra MPOMEHH B TbKAHTA HA IbpIaTa, KaTo Oy4KH WK [10Ba Ha CEKPET OT 3BpHaTa.

BrbpeuHo yBpekaaHe
JleyeHHETO HA MALHEHTH C TEXKKO yBpexaane Ha Obp0peunaTa QyHKIHA (KPEATHHHHOB KJIHPBHC 110

10 ml/min) tpabsa Aa ce 0CHUIECTBABA ¢ MOBUIIEHO BHUMAHKE, Thil KATO MPH Ta3H rPyNa NalueHTH
He ¢a NPOBSKIAHH KITHHHYHH H3THTBAHHA.

XHUNOTOHHA
Oproctarusa: [TonoOHO Ha ocTaHamuTe anda-aAPEeHOPENIENTOPHH aHTArOHUCTH, 10 BPEME Ha
JACYCHHE ¢ TAMCYJIIO3HH MOXE 14 CE Haﬁmonana MOHHXABAHE HA KpLBHOTO HaJAraHe, p
J0 CHHKOIIL.

HaLlHeHTHTe, KOHUTO 3a004UBaAT JeYCHHE C JIyTaCTeleI-TaMCYHOBHH T'pﬂﬁBa aa 61),{[
CSOHAT HIIHA Ja JICTHAT [PH MBPBUTE CUMITTOMH Ha OpTOCTaTIflI{Ha XHIMOTOHHA (3a
JO OTLIYMABAHETO HM '




3a aa ce cBeAe 10 MHHUMYM BB3MOKHOCTTA 32 pa3BHTHE HA MOCTYPANHA XMIIOTOHHA, AUMEHTET
TpabBa Aa ObJe XeMOoJHHAMUYHO cTalmwIeH Ha andal-aapeHopelenTopeH aHTArOHHCT peld
samousane yrorpebara ua PDES uuxuburopu.

CumnromatHuna: [Ipenoprusa ce noBHILIEHO BHUMAHHE, KOTATO aida anpeHepruany OIoKUpalH
areHTH, BKMYUTENHO TAMCYJIO3HH Ce npuiarat eaHospemento ¢ PDES unxubutopn (HanpuMep
cunaenadun, taganadmun, sBapaesadnn). Anda,-agpeHopeuenTopHHTe anTaroHucTH 1 PDES
HHXHOHTOPUTE Ca BA30/{HIATATOPH, KOHTO MOXe 03 NOHWKAT KPLBHOTO Hanarane. EqHospeMeHHaTa
ynorpeda Ha Te3W /IBa Kilaca IEKapCTBa OTEHIHATHO MOXe A NPHYHHA CHMIITOMATHYHA XHIIOTOHHA
(B#. Touka 4.5).

CHHgQOM Ha HHTPAONECPATHBHO ATOHHYHHA HPHUC
HIJH HAKOH ITAIMCHTH, KOUTO CC JICKYBAT IMMOHACTOANIEM HIIH Ca onmH JICKYBaHH NpEan ¢ TAMCYAO3IHH,

M0 BpEME HA Omepalyd Ha KaTapakTa € HaGJIIOIlaBaH CHHAPOMBT HA HHTPAOTICPATHBHO ATOHATHHA
upuc (Intraoperative Floppy Iris Syndrome - IFIS, papuasT Ha cHHApoMa Ha TACHATA 3eHuIA). [FIS
MOXeE /1a IOBHIIH PHCKA OT OMHH YCIOKHCHUA 110 BpeMe Ha H ciej onepanusra. [lopanu Tasu
IIPUYMHA HE C€ NPENOPHYBA 3AM0YBAHE Ha ICYCHHE C TYTACTEPHI-TAMCYIO3UH MIPH NALUEHTH ¢
HACPOY€HA ONEPALIMS Ha KATAPAKTA.

Flo BpeMe HA npeAONEPATUBHATA OLECHKA XHPYP3UTE, HIBLPINBAIIY ONCPAllHH HA KaTapakTa u
ekunuTe OPTAIMOIO3H TPAOBa 12 B3eMAT IPESIBH JATH NalIHEHTHUTE NPHEMAT HITH Ca MPHEMATH
AYTACTEPHI-TAMCYJIO3HH, 33 1a CE OCHI'YPAT MOAXOAAITH MepKH 3a oBnajssane Ha IFIS no Bpeme Ha
OIICPpaLlUATA.

CriupaHeTo Ha IpHEMAa Ha TaMCyao3uH | - 2 ceMuUlld Npeid ONEPALMATA HA KATapakTa Ceé CMATA 3a
TOJIE3HO, HO PealiHaTa N0N32 H NPOJBIDKHTENHOCTTA HA NEPHOAIA OT BPEME, 33 KOHTO JIEKApCTBOTO
TpsdBa Aa Ce CIpe Npexu ONepalHaTa Ha KarapaKkTa, BCe OLIE HE Ca YCTAHOBCHH.

Huxuoutopu na CYP3A4 u CYP2D6

EHOBPEMEHHOTO MPHIIOKEHHUE HA TAMCYJIO3HHOB XHAPOXIOPHA ¢ MOIIHH HHXHOHTOpH Ha CYP3A4
(HanpUMep KETOKOHA301), HJIH B TI0-MAJIKa CTENEH ¢ MOLHH HHXHOHTOpH Ha CYP2D6 (Hanprumep
NapOKCETHH) MOXKE Ja TIOBHIIH EKCTIOSHLHATA HA TAMCYNO3HH (BXK. Touka 4.5). CnenosatenHo
TAMCYJIO3MHOB XMAPOXJIOPHA HE C€ IPENophYBa MPH NAlMeHTH, npueMalid MoteH CYP3A4
UHXUOUTOP H TpAGBA [ Ce M3IMON3BA BHMMATE/IHO NMPH TIALMEHTH, pueMad yMepeH CYP3A4
HHXHOUTOP, MomeH uin ymepen CYP2D6 uuxuGutop, xomburanua or CYP3A4 u CYP2D6
HHXHOMTODH, WM TIPH IALMEHTH, 33 KOHTO € YCTAHOBEHO, 4¢ ca 6aBHH MeTabonusatopu Ha CYP2D6.

Yepaoapobuo yspexnaHe

JyTacTepu-TaMCYJI03HH He € MPOY4BaH NPH NALUEeHTH ¢ YepHoAPobHO 3abonsasane. [lyracTepua-
TAMCYJIO3HH TPa0Ba [a Ce TIpHIiara BHHMAaTENHO [IPH MALHSHTH C JIEKO J0 YMEPEHO TEHKO
uepHoapobHO yBpexaaHe (BxK. Touku 4.2, 4.3 n 5.2).

[ospengHd KancyaH

HytacTepun ce pesopOupa npe3 KOKAaTa, MOpaan KOeTo KeHUTe, JelaTa | IHOUIHTe TpaOBa na
H30ArBaT KOHTAKT C MIOBPENEHH KancCyIH (BX. Touka 4.6). AKo ToBa ce CiIy4dH, 061acTTa Ha KOHTaKT
TpaOBa He3alaBHO Aa ce U3MHE ¢ BOJAA M CalyH.

TToMOWIHY BEILECTRA!
ToBa NeKapCcTBO ChABPHKA [10-Malko ot 1 mmol Harpuii (23 mg) B Kancyna ,Taka Y Ha paKTHKa e

,,0e3 HaTpHit“.
JyTposeH ¢habpxa 299,46 mg NPONHISHTTHKON MOHOKAnpuiaar (eKBHBaneHT Ha 112,80 mg
MPOIHJIEHITIMKOI) BBB BCAKA KAICYJIa H CNEAH OT NPOIHIICHITMKOI B YSPHOTO MacTHIIO.

H3MOI3BAHTE TO3H JIEKAPCTBEH MPOAYKT.

4.5 BaauMojeiicTBHE C APYTH JeKAPCTBeHH NPOAYKTH 4 aApyru (hopMH Ha B3a

He ca nposexgand Ipoy4BaHns 3a JIGKAPCTBEHHTE B3aMOAEHCTBIA Ha nyTaCTepnq-{TgMFynom
ITocoyenaTa o-101y HHHOPMALIMA OTPa3ABa HAMHYHHTE JAHHH 33 OTICITHHTE cmrabm



JdyTacTepHn
3a nH(OpPMaLHA OTHOCHO TOHWKABAHETO Ha CTOHHOCTHTE Ha cepyMHHA PSA mo BpeMe Ha IeYeHHE ¢
JAYTACTepPHI, KAKTO H 332 HACOKH 324 YCTAHOBABAHE HA KApLUMIOM Ha NpoCcTaTaTa, MOIA BHAKTE TOYKA

4.4,

Edextu Ha JeKapcTBa BhPXY (papMakOKMHETHKATA HA JyTacTepH

JdyTacTepHi ¢ce enHMHHHPA [IaBHO Ype3 MeTaboNu3upane. 1 vitro NpoyuBaHUATA MOKA3BAT, Y€ TOBA
meTabomsupane ce katanusupa ot CYP3A4 u CYP3AS5. He ca npoBexJaHH HaCOUEHH NPOyIBAHHA
3a B3aHMOJIeHCTBHA ¢ MOLHE HHXHOHTOpH Ha CYP3A4. BrnpekH ToBA, Py MOMYIAIHOHHO
(apMaKOKHHETHYHO NIPOYYBAHEe KOHIEHTPALMHTE Ha CEPYMHHA JYTacTePU]l ¢a OHIIH CHOTBETHO
cpeano 1,6 1o 1,8 IbTH NO-BHCOKH IPH MaXbK OpoH MALMEHTH, NPH KOHTO ChbBMECTHO ¢ AYTAaCTEPUL
ca MpHaraHd BeparaMl Wi quntHaseM (ymepeHd HEXHOHTOpH ta CYP3A4 u unxuburopH Ha P-
TTTHKOMPOTEHH), B CPABHEHHE C OCTAHAIMTE IIALUEHTH.

TpOABTKUTENHHAT IPHEM Ha koMOMHaNUATa HAa AYTACTEPH/L C NEKAPCTBA, KOUTO CA MOLUHHE
uHxuOHTOpH HA ¢H3UMa CYP3A4 (nanp. puTOHaBHp, MHAMHABHP, HE(A3040H, HTPAKOHA30I, KETOKOH
IPUIIOKEHH NEPOPAIHO), MOXKE /ia IOBHILH CePYMHHTE KOHIIEHTPALMK [1a AyTacTepua. BepoAaTHocTTa
3a JOITBIIHUTETHO HEXHOUpaHe Ha S-anda peayKTa3aTa MpH NOBHUIEHA €KCNIOZHLIKA HA TyTacTephl €
Maika. Ao 06ade ce YCTAHOBAT HEXENAHH JIEKAPCTBEHH PEaKLHH, MOXKE Jia ce 00CHIH HaMalsABaHe
4ecTOTaTa Ha IpHeMa Ha AyTactepua. Tpabsa na ce oTGenexu, 4e B Cry4ail Ha eH3UMHO HHXHOWpaHe,
JBJICOTO BPEME Ha MOMYKHBOT MOKE [ C€ YAB/DKH JOIIBJAHHTENHO H JOCTHTAHETO HA HOBO
paBHOBECHO CHCTOAHHE MOKE JIa ce MMOCTHTHE ClIE] [10BEYE OT 6 MECELIA CHIIBTCTRALLO JICUEHHE.
TIpunoxennero Ha 12 g XONeCTHPaMHH EIMH Yac cle] [IPHEM Ha €JHOKPATHA 1033 0T 5 mg
OYTACTCPH/T HE € TIOBMHAIO (papMaKOKMHETHKATA HA TYTACTEPHU..

EdiexTi Ha ayTactepua BbpXY GapMakoKHMHETHKATA HA H JICKapCTBa

B KAHHUYHO MPOYYBAHE C MATEK Opoit yuacTHHLM (n=24) B IPOIbIKEHHUE HA JIBE CEAMHLH [IPU
3apaBH MBKe, nyractepun (0,5 mg IHeBHO) He e oka3an epekT BbpXy hapMaKOKHHETHKATA HA
TAMCYJIO31H WK Tepazo3iH. CoLilo TaKa, B TOBA MPOYYBAHE HE € YCTAHOBEHO (apMaKOIHHAMHYHO
B3auMoeiicTBHE.

JyracrepHa He TIOBIHABA (apMaKOKHHETHKATA Ha BaphapHH WIH JUrOKCHH, Toba moka3sa, ye
AyTacTepHp He HHXuOHpa/uHnyuupa CYP2C9 unu TpaHCIOPTHATA MoNeKyaa P-riukonporenn. In
Vitro NPOY4BAHKATA 33 B3AMMOJCHCTBHs IOKA3BAT, 9¢ JAyTacTepHa He HHxuOupa ensumure CYPLAZ,
CYP2D6, CYP2C9, CYP2C19 uu CYP3A4.

Tamcyno3Hn

CBBMECTHOTO NPHICKEHHE HAa TAMCYJIO3HHOB XUIPOXIIOPHA ¢ IEKAPCTBA, KOMTO MOTAT A4 MOHKXKAT
KPBBHOTO HalATaHe, BKTIOMHTSIHO aHecTeTHIH, PDES HHXuGUTOpH H Apyry anda,-
aAPEHOPELENTOPHH AHTATOHUCTH OH MOTJIO 12 JOBEAE AOC 3CHNCHH XHIOTEH3UBHH edeKTH.
JlyTacTepHI-TaMCYIO3HH He TpAOBa /1a ce npruiara B komOuHaIMs ¢ ApyrH andai-
aJ[PCHOPEUCTTOPHHTE AHTArOHHCTH.

ENHOBPEMEHHOTO NPHIOKEHHE HA TAMCYJIO3MHOB XHAPOXJIOPUI 4 KeTokoHasol (Momen CYP3A4
MHXHOUTOP) BOJH A0 NOBHILABAHE HA Cmgx ¥ AUC Ha TAMCYJIO3HHOB XHAPOXNIOPHA € KOEQHUHEHT
cporeeTHO 2,2 ¥ 2,8. ENHOBpeMEHHOTO TPHIOKEHHE Ha TAMCYTO3HHOB XHAPOXJIOPH H TIAPOKCETHH
(mMomen CYP2D6 unxuburop) Boau Jo nosuiuaane Ha Crax H AUC Ha TaMCYI03HHOB XHAPOXJIOPHA
¢ koeduIMeHT choTBeTHO 1,3 1 1,6, [Toao6Ho HOBHILARAHE H2 EKCTIO3UUHATA ce o4akBa mpH CYP2D6
0aBuu MeTaGo/H3aTOPH, cpaBHeHH ¢ Obp3H MeTaboIN3aTOpH NPH CAHOBPEMEHHO TIPHITOXKEHHE C
momien CYP3A4 uuxuburop. Edextute 0T ennospemenHo npunokerne sa CYP3A4 u CYP2D6
HHXHOHTOPH ¢ TAMCYJIO3HHOB XHAPOXJIOPH/ HE ca OLIEHABAHH KIIMHAYHO, 00ade € HATHIE TIOTCHIHAN
3a 3HAYMTE/HO [OBHIIABAHE HA EKCIO3MUHATA Ha TAMCYMO3HH (BXK. TOUKa 4.4).

L ST
He e npoBeskIaHo CHENH(HYHO HIMHTBAHE Ha IEKAPCTBEHATE B3AHMOEHCTBHA npn{ tg’hx{q CTHOTO

TMPHIOKEHHE HA TAMCYAO3HHOB XHAPOXJIOPHI U Baphapuu. Pe3ynTaTiTe OT OrpaHHyei i
N

5 \\//_% y o
/7 S
AR ERYE



ViVo IPOYUBAHUS HE AABAT ACHY 3aKkmodenns. Juknodenax u sapdapun, obaye, MOraT Ja NOBMIIAT
CKOpOCTTa Ha eIMMHHUPAHE HA TAMCYI03HH. EAHOBPEMEHHOTO IPHIOKEHHE Ha BaphapHH H
TAMCYTO3HHOB XHAPOXIOPH TpsOBa 1a € ¢ MOBHINEHO RHUMaHHE.

He ca HabnioaaBaHu B3aMMOACHCTBUA TIPH €HOBPEMEHHOTO NIPUIOKEHHE Ha TAMCYIO3UHOB
XHJIPOXIOPU C aTEHONON, eHananpul, Hudgeaunud umn teodpuint. EqHOBpeMEHHOTO NPUIIOKEHHE 5
dyposeMua BOLK A0 NOHWKABAHE HA [L1a3MEHUTE HUBA Ha TAMCYIO3MH, HO Thil KATO HUBATA OCTABAT
B PAMKHTE Ha HOpPMAaJIHWTE TPAHHIH, JO3MPOBKaTa He TpAOBa Ja ce KOpHIHpa.

In vitro cBoboanarta dpakiiHg Ha TAMCYHO3HH B YOBEIUKA [/1a3Ma HE CE MPOMEHA HUTO OT UA3CTIaM,
HATO OT MPONPAHO0A, TPHXIOPMETHAIHA, XITOPMAaAHHOH, AMHTPHNTHIHH, AMKIObEHAK,
riu6eHKIaMug H CHMBacTaTHH. TaMCYI03HH ChIIO He NPOMEHs CBOGOAHUTE (PpaKuuK Ha AHA3ENaM,
MPOTIPAHONOA, TPHXAOPMETHAZHA U XAOPMANMHOH,

4.6 Depruaurert, SpeMeHHOCT H KbpMeHe

YnorpeGara Ha TyTacTepHA-TAMCYTO3HH [IPH XKEHU € NPOTHBOIOKa3aHa. He ca npoBexaaHH
MPOYYBAHMA 38 YCTAHOBABANE HA eEKTa Ha AYTACTEPHA-TAMCYIO3HH BLPXY OpeMEHHOCTT],
KbpMeHeTo u epTunnTeTa. JlageHara no- 1oty HHbopMauys oTpas3ssa HATHIHATA HHQOPMALHA 32
OTIENHATE ChCTABKH (B, To4Ka 5.3).

BpemenHOCT
KakTto W ocTananute MEXMOUTOpH Ha S-anda peayKTasara, fyTacTepus HHXHOUpa NpeppoIaneTo Ha

TECTOCTEPOHA B JHXHAPOTECTOCTEPOH M aKC € TIPHIOKEH Ha XeHa, GpeMeHHa ¢ Mbxki Peryc,
AYTACTEPH MOXKE Ja MOTHCHE PA3BUTHETO Ha BRHIIHHTE MOJOBH OPraHH Ha geTyca (BK. Touka 4.4).
B cniepmaTa HA JIMLA, IPHEMAILTH AYTacTEpH, C€ YCTAHOBABAT MAIKH KOJIHYECTBA AyTacTepua. He e
M3BECTHO JANTH MBXKH deTyc wWwe 6b1e moBIHAH HEraTHBHO, 4KO MAHKATA HMA KOHTAKT ChC CIIEpMara
HA TAUMEHT, NEKyBaH ¢ AyTacTepu (PUCKBT 38 TAKOBA yBPEXKJaHe € Hai-ronam npes mupeute 16
CEIMHIH 0T OPEMEHHOCTTA).

TlomoOHo Ha BCHYKH HHXHOHUTOPH Ha 5-anmda peaykraszarta, KOraTo NapTHROPKATA HA NAIHEHTa €
OpeMenHa Wi € BBIMOXKHO Ja 3abpeMenee, c€ TIPENOpHYBA Ja C€ H3MON3Ba MPE3IEPBATHB MO BPEME Ha
MOJIOB aKT ¢ 1[&N Aa ce H30DerHe KOHTAKT Ha NapTHROPKATA ChC CIiepMaTa Ha IIalueHTa.
[IPHIOKEHHETO HA TAMCYIIO3UHOB XUAPOXIOPU NpK OpeMEeHHY HEHCKU [LIbXOBE W 3AKIH HE €
NOKasano RanHH 38 YEPCIKIAHE Ha [1I1014a.

3a uHdopMaKL OTHOCHO IPEAKTHHHYHUTE AAHHH BIDKTe TO4Ka 5.3.

Kepmene
He e u3BeCcTHO AaH OyTACTEPH HIIH TAMCYJIO3HH €€ EKCKPETHPAT B KbpMAaTa MpH XOpa.

PEepPTUIHTET
HMma choblenys, 4e AyTacTepyl OBIMABA XAPAKTEPUCTHKHTE HA CriepMAaTa (HaMansgBaHe Ha Bpos Ha

CIEPMATO30HAHTE, 06eMa Ha CIIEPMATA M MOJABHIKHOCTTA HA CICPMATO30HANTE) IIPH 3APABH MBKE
(8. Touxa 5.1). Be3MOKHOCTTE 33 HaMallspaHe Ha MBXKUA QepTHIHTET He MOXe fa Obae
H3KMIOYeHa.

He ca onensranu edeKTHTE HA TAMCYIO3HHOB XHAPOXAOPHT BRPXY Opos Ha CIIEPMATO30HIHUTE HITH
(hyHKUMATA HA ClIepMaTa.

4.7 EdexTn BbpXy cnocodtocrTa 3a modHpane H paboTa ¢ MALIHHH
He ca H3pBpUIBAHM NPOYUBAHAS 33 €QEKTHTE HA AYTACTEPHI-TAMCYIO3UH BBPXY CIOCOOHOCTTA 33
modupane ¢ pabora ¢ MawuHu. Bepeky T0Ba, nauuenTre TpaGsa 13 ObAaT MHPOPMHPAHH 34

BBb3MOXKHAaTa I10AB4 HA CHMITOMH, CBBP3aHH C OpTOCTATHYHA XMIIOTOHHA, KaTO 3aMaHBaHe

TpHEMaT AyTacTePHA-TaAMCYNIO3HH 5

4.8 He:xenaHn JJeKapcTBeHH PeaKUHHA




IpeacTaseHuTe MO-A0MIY JAHHH €A CELP3AHH ¢ NPHICKEHHUE HA OyTACTEPHA 3a8HO C TAMCYTO3HH OT
4-romuuieH anamus Ha opoyuBaHeTo CombAT (KomOnHEpaHe Ha NyTacTepH H TAMCYJI03HH -
Combination of dutasterid and tamsulosin), cpasHenue Ha nytactepuz 0,5 mg u Tamcynosus 0,4 mg,
NPHICKEHH BeJHbXK AHEBHO 3a 4 TOAMHK Karo KOMOHAHpaHa TEpan#a WiH KaTo MOHOTEPAIIHS,
JemoHCTpHpaHa € 0HO-eKBHBAJIEHTHOCT HA AYTACTEPH/I-TAMCY/I03HH C €IHOBPEMEHHO MIPHTOKESHH
AYTACTEPHA H TAMCYJIO3MH (BXK. Touka 5.2). JaneHa e HHGOPMALMA H 3d NPOQHITHTE HA HEXENaHH
peakllHH HA OTAEIHUTE AKTHBHH BELeCTBA (AyTacTepua H TaMmcy/1o3uH). OObPHETE BHHMAHHE, YE HE
BCHUKH HEXETaHH Peakiuy, JOKIAIBaHH 34 OTACITHATE CHCTABKH, ¢a CHOOLIABAHM [IPH AYTacTepHI-
TZMCYJIOZHH H Ca BKJIIOUEHH 332 HHpOpMalms Ha nexaps, KOHTO NPeaHCcEa JSKapCTBOTO.

Hdanuu ot 4-rogunisoro npoyusane CombAT noka3ear, 4e 4€CTOTATa HA BCHYKHTE, OIICHEHH OT
H3CIIeI0BATENS KATO NEKAPCTREHO-CBBP3aHM HEKEIAHH peaKkliMy o BpeMe Ha II5pBaTa, BTOpara,
TPETATA M YETBLPTATA FOJHHA OT JICYEHHETO, ¢a O1IH ¢hoTBEeTHO 22%, 6%, 4% n 2% 3a
KOMOMHHPAHATA TEpanus AyTacTePUI-TaMCyI030H, 5%, 6%, 3% u 2% 3a MOHOTEpAIIHATA C
aytactepua, v 13%, 5%, 2% u 2% 3a MoHOTEpanuaTa ¢ TaMcyno3uH. [To-BHCOKATa 4€CTOTA HA
HeXeNnaHy JCKAPCTREHH peakiWK B rpymnaTa Ha KOMOMHHpaHaTa TepanHs Npes IbpBaTa roAHHA OT
JIEUSHHETO € CBBP3aHA C MI0-BHCOKA Y€CTOTA HA HAPYIIEHHS Ha BH3MPOU3BOAHTEIHATA CHCTEMA, TI0-
CMEHANHO HA HAPYIICHHA HA eAKYNALHATA, HAaOMOJABAHK LIPH Ta3H rpyIIa.

OligHeHHTE OT U3CIE/IOBATENS KATO JIEKAPCTBEHO-CBBP3AHH HEXENaHH PEaKIi H ChOOIMEHH ¢
4ecToTa 0T 1% MM [MoBeYe Mo BpeMe Ha BPBaTa FoJMHA OT JICYEHHETO, B MpoyusaneTo CombAT,
KNMHEYHKTE NPOYyYBanua ¢ Monotepanus Ha JIIX n npoyyBaneTro REDUCE ca mokasanu B
tabnuuara no-mgoiIy.

B nonbiHeH#e HexeAaHuTe edeKTH Ha TaMCyI034H N0-J0JY €€ OCHOBABAT HA HANUYHATA
HHOOpMAIHA B MyONTHYHOTO IPOCTPAHCTBO. HecTOTHTE HA HEXETAHNTE PEAKLHH MOXKE 13 ce
YBEJIHYAT, KOTATO C€ M3M0N3Ba KOMOWHHpaHa Tepanus

YecToTa Ha HOXKENAHUTE peaklUHH, HACHTHGUIMPAHH B KIHHHYHA IPOYYBAHHSL!

Yectu (> 1/100 mo < 1/10), Hevectr (> 1/1 000 go < 1/100), Peaxu(> 1/10 000 no < 1/1 000),
Mtoro peaxu (< 1/10 000). Bba Besika rpymupoBka 1o cxcremo-opranuu knacose (SOC),
HeXKENAHKTE PeaxiUHE ca NIPEICTABEHH B HU3XOAIL Pe/l 10 OTHOMICHWE HA TAXHATA CEPHO3HOCT.

CHcTemo-oprater Hexenaun acrepui- JyTtacrepua | Tamcynozmn®

RJac peaKnun TAMCY/I03HH"

Hapymienns na CuHKOD - - Penku

HEpBHATA CHCTEMA 3amaiiBane Yectn - Yecty
I'napobonue - - Heuectn

Coepaeynu Coupaeuna

HapyLLUEeHHS HEZOCTATHYHOCT Hewects T p— )
(KomOunupan
TepmuH')
IManoeTanuH - - Heuectn

Cp10BY HAPYLIEHUSA OptocTtatHuna i ) Hewectu
XHIIOTOHHSA

Pecripatopau, rppanH| PuHuT

H MEIHACTANHU - - Hegectn

HAPYIIEHHAA

CToManiHo-4peBHH 3anek - - Heuecrn
Huapus - - Hesewim-—-2| .
Tapene - - Heudth>" /g‘\
Iosphmane - - 7 Hete NG

Hapyiuenns Ha AHrnoeaem - - '




KOXaTa | CuHApOM Ha
AP - - MHoro peaxH

MOJKOKHATA ThKaH Stevens- Johnson
Yprurapus - - Heuectn
O6pue - - Hedectn
Ilpypuryc - - Heuectn
Hapymenus Ha TIpHanusem - - Heuectn
BB3MPOMIBOANTENHAT | MnoTeHTHOCT ® YectH YecTn® -

a CHCTEMAa M I'vpiaTa HPOMEHBHO

b
TH YecTH -
(namarneno) nubupo® Hee
Hapyirerns Ha
b

esxynaupsTa > Yectn Yect YecTH
Ha eHHY Ha

Py YecTH YecT®

MJTEUHATA K1e3a 2
OO0y HapylueHUA U | AcTeHHd

eteKTH HA MACTOTO - - Heuectu
Ha MPHIOKEHHE

8 HyTtacrepua-raMcyno3uH: oT npoyysadeTo CombAT - 4eCTOTHTE Ha HEXENAHUTE PEAKIHH
HaMaJABaT [0 BpeMe Ha JICYEHHETO, OT 1-BaTa g0 4-TaTa roAHHA.

b Jdyractepus: oT KIMHAYHHTE MPOYYBAHHA ¢ MOHOTEparna Ha JIIX.

¢ TaMcyno3us: oT ocHoBHHS npodm Ha Gezonacuoet B EC (EU Core Safety Profile) na
TAMCYJIO3HH.

d Ipoyusane REDUCE (Bx. Touka 5.1).

: KoMOHHApaHuAT TEPMHH ChPAgYHa HEAOCTATEYHOCT BKIIOYBA KOHI€CTHBHA CBPICYHA
HEJOCTATHYHOCT, ChPACYHA HENOCTATHYHOCT, JIEBOKAMEPHA HEAOCTATHYHOCT, OCTPa ChpIAcUHA
HEIOCTATHYHOCT, KAPAMOreHEH WOK, OCTpa NeBOKAMEPHA HEAOCTATEYHOCT, JECHOKaMEpHa
HEJOCTATHYHOCT, OCTPA JeCHOKaMepHA HeJ0CTaTh9HOCT, KaMEPHA HEROCTATBIHOCT,
EApIHONMYTMOHATHA HEAOCTAThIHOCT, KOHMECTHBHA KapIHOMHOIATHA.

2 BEmio4Ba HaMpeKeHHE H YroaeMABaHE HA IbPIUTE.

3 Te3u HexenaHH peaKLMU B ceKcyaTHaTa QyHKUHA CE& CBBP3BAT C JIEYCHHETO ¢ AYTACTEPH
(BKNIOYHTEIHO MOHOTEpANHA H KOMOHHALMSA C TAMCYI03HH). Te3H HexenaHH peakiuH MOXKE Ja
HEPCHCTHPAT CJIefl IPEYCTAHOBABAHE HA JIeYCHHETO. POJIATA HA AyTAacTEepH N0 OTHOLIEHHE HA TOBA
NEPCHCTHPAHE HE € H3ACHEHA.

i Bxmrovura HaMansBaHe Ha ofema Ha cliepMaTa.

JApyru panHu
ITpoyyeanero REDUCE noka3Ba no-sucoka yectora Ha Gleasod 8 - 10 kapunHOMH Ha npocTartara

PH MbIKETE, IEKYBaHU ¢ AYTACTEpK/ B CpaBHeHHe ¢ nuauebo (Bx. rouky 4.4 u 5.1). He e ycTtanoseHo
Janu eeKTHT Ha JYTACTEpH] 32 HamanaBaHe o0eMa Ha MPOCTATATA MIIH CBRP3AHH C NPOYIBAHETO
¢axTopH ca MOBNHATH BEPXY PE3yNTATHTE B TOBA IPOYUBAHE.

CnenHoTo € AOKIa/BAHO B KIMHHYHH NPOYYBAHHA H MOCTMAPKETHHIOBa ynorpeda: KapUMHOM Ha
I'bPAATA IPH MBKE (B3, Touka 4.4).

[TocTMapKETHHIOBH JAHHH
HexenaHuTe IEKAPCTBEHH PEAKIMH OT HOCTMAPKETHHIOBOTO HAOMIOAEHHE B LIETIHS CBAT ¢a
YCTaHOBEHH.

CHCTEMO-0pPrateH Kiaac YecroTa Hesxenana peaxiiist
8
FIRIRTPO
Hapymenua Ha HMyHHATa CHCTEMA C HeH3BECTHA AJIeprHYHH peaxmggy;’ o Wf'ffi\”g\
4ecToTa BKJTFQUHTENHO 06?’ g@ﬁﬁgﬂf &\
YPTHKAPHA, TOKA/JHEHPAH. OTOK « | )
H AHTHOEJEM. o




IcuxuaTpuaay HApyIEHHA C HeH3BecTHa Henpecna
YeCTOTE

Hapymienus Ha Koxarta Heuectu Anornienusa (3aryba Ha
MOAKOXHATA THKAH OKOCMSIBaHe, FMaBHO 10

THIIOTO), XHITEPTPHXO34.
Hapywrenps Ha C HeH3BecTHA Bonka u noayeane Ha
BBL3NPOH3BOAMTENHATA CHCTEMA H YecToTa TECTUCHTE
rLpaarta

Tamcynozun

Tlo BpeMe Ha MOCTMApKETHHTOBOTO Habll0AeHHE CHOOLICHHA 33 CHHAPOMA HA MHTPAONepPaTHBHO
aroEnuHus upuc (IFIS), BapHaHT HAa CHHAPOMA HA TACHATA 3¢HHUIIA, [IPH ONIEPATHBHO IEYCHHE Ha
K&TapaKTa, ce CBLP3Bat ¢ anda;-aApeHOPeLeNTOPHATE AHTATOHKCTH, BKIIOMHTENHO TAMCYJIO3UH (BXK.
TouKa 4.4).

OcBeH TOBa, BBE Bpb3Ka ¢ ynorpebaTa Ha TaMCyIJIO3HH €4 IOKJIAABAHH NPSACHPAHO MBIKACHE,
apUTMHS, TAXUKAPOUA, JUCIIHEA, ETHCTAKCUC, 3aMBITIEHO 3PCHHE, HAPYIIEHHE HA 3PEHHETO, EpHTEMa
myntropMe, exchoTHATHEEH ACPMATHT, HAPYIICHHE HA eAKY/IALUATA, PETPOrpajHa cAKynauus,,
JHIICA HA eSKYNAalud U CYX0Ta B ycTaTa. UecToTaTa Ha HOXENAHKTE PEAKIHE M PONLATA HA TAMCYJIO3HH
3a TAXHOTO MPUHHHABAHE HE MOTAT Ja ObAaT ONPEAETICHH CbC CHTYPHOCT.

CrnollaBade Ha MOJO3UPAHH HEHKEIAHH PeaKitHy
CrobLIasaHeTo HA IOJ03MPAHH HEXENIAHY PEaKi(MKi clie/| paspeliaBane 3a ynoTpeda Ha JeKapCTREHHA

npoAYKT € BaxkHo. ToBA 03B0/19BA Ja NPOAL/KH HAOMIOAEHHETO HA CHOTHOLLEHHETO NIOI3a/PHCK 33
NEeKapCTBEHMA NPoAyKT. OT MEAHUMHCKHTE CIELHATHCTH C& M3HCKBaA 3 ChoOIIABAT BCAKA
NOJO3UPAHA HEXENIAHA PeaKa 4pe3 V3anbIHHTEIHA aTEeHIMA 10 NexapcTBaTa yiu. ,.Jlaman I'pyes”
Ne 8, 1303 Codus, Temr.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Ilpeaposnpane

HsMa HAaMWYHH AaHHH 38 Mpeno3HpaHe ¢ AYTACTEPHA-TAMCY/I03HH. Hpe,E[CTaBCHaTa nmo-Hony
HHCbOpMaI_lP[?[ OTpa3Aea HaAlIMYHATa HH(IJOpMaLlPH[ 34 OTJENHHUTEC ChCTAaBKH.

JyTacrepuj

TMpu A3NHTBaHHA MpH LOOPOBOJILM CA HPHIAraHK eNHOKPATHA AHEBHH 103K AyTacTepui A0 40 mg
nHeBHO (80 MbTH TepaneBTHYHATA J03a) B NIPOIBKEHNE HA 7 AHY Oe3 3HAMMMH NpoblieMH, CBBp3aHH
¢ GezomacunocrTa. IIpH KITMHHYHATE W3NHTRAHHA HA YHaCTHHUMTE Cd PHIATAHM KO3H OT 5 Mg THEBHO
3a 6 Mecena Ge3 HOMBAHHTENHY HEXKENAHH PEAKIIMH CIPAMO HaOMI0NaBaHATE NPH TEPaNeBTHYHH JO3H
ot 0,5 mg. HaMa cnermduder aHTHIOT HA AYTACTEPHI, I0PaK TOBA MPH [I0A03PEHHE 32
npenosypade TpAOBa ga ¢¢ HA3HAYH NOAXOAALI0 CHMITOMATHYHO H NOAXBPKALIO JIEUSHHe

TaMcyao3un
C06manano e oCTPo NPEeI0ZApaHe ¢ 5 mg TAMCYI03HHOB XHApoxnopHl. Habnonasan XUnoToHus
(cucTonuuHO KpbBHO Hasarane 70 mm Hg), moepeiliaHe ¥ JHAPHA, H €4 JIEKYBAHH C BIMBAHE HA
TEUHOCTH KaTO [IALMEHTET € H3THNCaH Ollle ¢huua geH. 1IpH cIyuante Ha 0CTpa XMNOTOHHA ClIes
npeAo3upaHe TPAORA 12 Ce OCHIYPH ChP/IEUHO-CBH0BA MOMIPHKKA Ha NalHeHTa. KpLBHOTO HanAraHe
MOX€ 14 C& BB3CTAHOBHM H ChPACHHHAT PUTHM 3 C€ HOPMATH3KPA ¢ OCTABAHE HA [IALIMEHTA B
JIETHAIIO TIOJIOXKEHHE, AKO TOBA HE [TOMOTHE, MOTaT Ja Ce M3I1013BaT 00EMO3aMECTHTENH M TIpH
“neobxomumoct Bazonpecop. Tpabsa ma ce npociensea 6b0peunarta GyHKUMI M a ce TpHnara obuio
HOATBPKALLO NedeHue. MaJlko BepOsTHO € JHanH3aTa Aa IOMOTHE, Thii KATO TaAMCYJI03HH € CBhp3aH
BBE BHCOKA CTENEH C [LIa3MEHHTE MPOTCHH. e .m'___\
T W NEEE 5
3a 3a0aBsane Ha pezopOuMATa MOTAT Aa ce B3EMAaT MEPKH KaTO [IPEH3BHKBAHE Ha nonphj;&aﬂ’e Hpﬂ\ 0»,4:4
[PHEM Ha TONEMH KOJIHYECTBa JICKAPCTBO MOYKE a C€ HAaNpaBH CTOMAILHA TIPOMHE]
[PHICKAT AKTHBEH BBITIEH H OCMOTHYEH JIAKCATHB KaTo HATpHer cyndar.




5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 @apMaKOIHHAMHYHH CBOHCTBA

dapmaKkoTepaneBTHYHA IPYMA: YPOIOIUyHH JICKAPCTBA, AHTATOHKCTH HA aJlha-afpeHOPEUEHTOPHTE,
ATC kon: GO4CAS2.

JyTacTepHA-TaMCYNO3HH € KOMOHHALMS OT [iBe JISKapCTBa: AyTacTepun, ABoeH HHXHOUTOp Ha S-anda
penykraszata (5 APH)  TaMCYI03MHOB XMAPOXIOPHU, AHTATOHHCT HA andar,- 4 anda 1q4-
agpenopeuentopy. Te3u NeKapcTsa MMAT JOMBIBALLH C& MEXAHH3MH Ha JeiicTBHE, KOMTO 6Bp30
nogoGpaBaT CHMIITOMHTE, IOTOKA HA YPHHATA H HAMAIABAT PUCKA OT OCTpa 33PhXKKA Ha ypHHATA
(O3Y) 1 HeobxoaMMOCTTa OT OIepaTHBHa Hameca 3a JIIIX.

JyTacTepu/ HHXHOHpA KaKTo THI 1, Taka ¥ THO 2 H30GH3UMATE Ha 5 anda-peiyKTasaTa, KOUTo
OTTOBAPAT 32 TIPEBPBIUAHETO Ha TecTocTepoHa B AuxHaporectocTepor (AXT). IXT e 0CHOBHEAT
AHJIPOTEH, OTTOBOPEH 3a HAPACTBAHETO Ha npocrara 1 passutiero Ha JIITX. Tamcynosun naxnbupa
anda . o andaiq anpeHepruvyHHTE PELENTOPH B ITIAAKUTE MYCKYJIH Ha MIPOCTATHATA CTPOMA H B
mHiKaTa Ha THKOYHEA Mexyp. [Ipubausarento 75% ot andai-pelenTopuTe B NpocTaraTa ca ot
cybTun anda,,

HQHHO)KGHHG Ha AYTACTEPMN 3a€0HO C TAMCYIO3HI
HpelICTaBeHP[TC N0-A0JIY JaHHH OTpa3dBaT HAJTHIHATA HHq)OpMallﬁﬂ 33 ICYCHHEC C [IpHAAraHe Ha

JYyTAcTepHA 3a€THO C TAMCYN03HH.

Jytactepun 0,5 mg/muesHo (n = 1 623), Tamcynosus 0,4 mg/nuerno (n = 1 611) Him komOuHauus oT
ayractepua 0,5 mg o TaMmcyao3uH 0.4 mg (n =1 610) ca oueHeHU IPH MBKE C YMEPEHO TEKKA 4O
TexKa cumnTomatuka Ha JI[TX ¢ obem Ha npoctarara > 30 ml u croitnocT Ha PSA B rpanuiute ot
1,5 - 10 ng/mL B 4-rOZHLIHO MHOTO-LEHTPOBO, MYJITHHAIHOHAIHO, PAHIOMH3HPAHO, ABOHHO-CIIANO,
M3TTMTBAHE B napanenus rpynu. [Ipubnnsutento 53% oT yuacTHHIMTE ca OHIIH JIEKYBaHH B MUHAIOTO
¢ HEXHOHTOD Ha 5-anda peaykrasata iy anda;-aapeHopeentopeH aHTaroHucT. [Ispeuunara
Kpaiia TouKa 3a e)MKaCHOCT Npe3 MBPBHTE 2 FOJHHH OT JIeueHneTo ¢ Ouna npomsna B cGopa o
International Prostate Symptom Score (IPSS) - Mexaynapoaen Brnpocnuk 3a [Ipocrarnara
CuMIITOMaTHka, 8-TOYKOBA CHCTeMa, ocnoBagalia ce Ha AUA-SI ¢ monbIHATENeH BBIPOC 3a
KA4eCTBOTO HA XUBOT. BTOPHIHHTE KpaiHH TOYKH 3a €PUKACHOCT Npe3 2-Te TOANHH Ca BKIKOYBATH
CKOPOCT Ha BPXOBHS ypHHEH N0ToK (Qmax) u o6ema Ha mpocraTata. KoMGuHauuATa € nocTurHana
3naunmoct 3a IPSS ot Mecen 3 B cpaBHeHMe ¢ AyTacTepu H oT Mecen 9 B cpaBHEHHE € TAMCYJIO3UH.
3a Qmax xoMOHHANMATA € [IOCTUTHAJIA 3HAUMMOCT OT Mecel 6 B CpaBHEHHE C AyTaCTEPUI H
TAMCYJIO3HH.

KoMOHHMpaHeTO Ha AyTACTEPH H TAMCYJIO3HH OCHIYPARA TIO-TOIAMO N0A00PEHUE HA CHMITTOMUTE B
CpaBHEHHE C BCAKA OT ChCTARKHTE, IIPHIIOKEHA CAMOCTOATENHO. Cney 2 roluHU JTeueHHe
KOMOHHMpaHATa TEPAIHS € TI0KA3a/Ia CTATHCTHYECKO 3HAYHMO CPEHO Mofobpenue Ha pesynTaTuTe
oT ¢GopoBeTe Ha CHMITOMHTE CIIPAMO H3X0AHATA CTOHHOCT € -0,2 €IMHHLM.

KOpHTHpaHOTO CPEAHO NOAOSPEHUE HA CKOPOCTTA HA YPHHHHSA IOTOK OT H3XO[HHTE CTOHHOCTH €
2,4 ml/cexynaa 3a eqnoBpemetiHata Tepanud, 1,9 ml/cexyHna 3a ayractepus 4 0,9 ml/cexyrna 3a
tamcynnosuH, Kopuripanoto cpepno noaodpenre na BPH Impact Index (BII) ot usxonuuTe
cToliHOCTH € -2,1 eMHHIM 32 eJHOBPEMEHHATA Tepanud, -1,7 3a Ayracrepun  -1,5 3a TAMCYNO3HH.
Te3u nogobpeHns B CKOPOCTTa Ha ypHHHMA MOTOK M BII ca cTaTHCTHYSCKH 3HAUAMH 33
KOMOHMH¥IpaHATa TEPANHA B CPABHEHHE ¢ MOHOTEPAnHA C KOETO U Ja € OT JIBETE IEKapCcTRa.
Hamanerneto Ha o6musa npocTaTeH 06eM H 0beMa Ha MPeXoAHATa 30Ha clell 2 FOAHHH IeYeHHE ¢
CTATUCTHYECKH 3HAYHMO 34 KOMOMHHPAHATA TEPAMTHA B CPABHEHHE ¢ MOHOTEPAIHA C TAMCYJIO3HH.
I[TspeyyHaTa KpaiiHa TOUKa 3a eQHUKACHOCT [IPH 4 TOAMILIHO JIeyeHHe € OHa BpEMETO 10 II 77}
cayuait Ha O3V wnn xupypruysa nameca, cbp3sana ¢ JIIX. Cnex 4 rognurHo JIB‘-]CHHC’,X\?;{P“
KOMOHHHMpaHATA TEpanHA CTATHCTHYECKH 3HAYHMO HaManasa pucka oT O3V wim xup b SV H&M&ca\ c { \
cebp3ana ¢ 11X (65,8% uamanenue sa prcka p < 0,001 [95% CI 54,7% no 74, 1%]}f &:p ﬁHeH g
MOHOTepanus ¢ Tamcynosuy. Cyuante Ha O3Y Wik XMpyprayHa HaMeca, CBbp3aHal
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CPaBHEHHE ¢ MOMOTEPANXS C AYTACTEpHA, KoMOHHUpaHaTa TEPaTHa Hamansea packa o1 O3V umm
XHPYpruuHa Hameca, cebpzana ¢ AUX ¢ 19,6% (p=0,18 [95% CI -10,9% no 41,7%]). Cnyuaute Ha
O3V i xupypruvHa Hameca, cebpaana ¢ JIIX no loxmna 4 ca 5,2% 3a 1yTacTepua.

BTopUUHHTE KpaiiHH TOYKH 33 €QUKacHOCT cel 4 FOAHIIHO JEUCHHE Ca BKIIIOUBAIH BpEMe 10
KJIHHHYHA nporpecHa (IedHHUpana karo ChBKYNHOCT 0T: IPSS Baowmasane ¢ >4 TOUKH, Cly4yaH Ha
03Y, cepp3sano ¢ JIIX, unkonTHneHuys, HHpexiusa #a nukounute nyruima (UTI) u 656peuna
HEAOCTATHYHOCT), IPOMAHA B Intemational Prostate Symptom Score (IPSS), ckopocT Ha BbpXOBHS
ypuHeH noToK (Qmax) M 06em na npocrtartara. IPSS e 8-Toukora cucTema, ocnoBasama ce Ha AUA-SI ¢
AOTIBLJIHUTENIEH BHIIPOC 3a KAYECTBOTO HA KUBOT. Pesyararure caen 4-rofgHIHO e4EHHE ¢a
NpencTaBeHy MO-AOLY:

IlapameTsp MoMeHT BbB BPEMETO Komounanus | Jyracrepna| TaMcynosun

O3Y unu xupyprudsa UecTtoTta B Mecen 48 4.2 5.2 11.9a

Hameca, cBbp3ana ¢ AI1X

(%)

Kauanuna nporpecus® (%) [(Meceu 48 12.6 17.8b 21.5a

IPSS (emuuuum) [#3x0mHa cToliHOCT] [16.6] [16.4] [16.4]
Meceu 48 (npoMsHa oT -6.3 -5.3b -3.8°
H3X0HATa CTOHHOCT)

Qmax (ml/s) [M3xoaua croitnoct] [10.9] [10.6] [10.7]
Mecen 48 (npomaHa OT 24 2.0 0.72
H3IXOHATA CTOHHOCT)

O6em na npocrarara (ml) [M3xomHa cTolHOCT) [54.7] [54.6] [55.8]
Mecen 48 (% npomsaHa oT 273 -28.0 +4.6%
H3XOHATA CTOHHOCT)

O6eM Ha MpexoAHATa 30HA  |[M3X0[AHA CTOHHOCT] [27.7] [30.3] [30.5]

Ha npocrarara (ml)* Mecerr 48 (% npomana ot -17.9 -26.5 18.2
H3IXOAHATA CTOMHOCT)

Hunexc Ha snugapne Ha JITX ([u3xoana eToHHOCT] [5.3] [5.3] [5.3]

(BII) (enuHHLE) Mecen 48 (npomAHa OT 2.2 -1.8° -1.2¢
H3XOQHATA CTOHHOCT)

IPSS Benpoc 8 (3apaseH [H3x0aHa cTOlHOCT) [3.6] [3.6] £3.6]

cratyc Bep3ad ¢ A1IX) Mecen 48 (nmpoMaHa oT -1.5 -1.3° -1.1¢

(enuHMLIK) H3XO0JHATA CTOMHOCT)

HaxoauuTe CIOMHOCTY €2 CPEAHHA CTOHHOCTH W IIPOMEHH OT H3XOLHWUTE CA KOPHTHPaHH CPeIHH
MPOMEHH,

*

KnunuusaTa nporpecus e geduenpana Kato ceBynHocT oT: [PSS Bnomasane ¢ > 4 TOYKH,
ciydad Ha O3V, cebp3ano ¢ JIIX, uikoutunenius, UTI 1 6p0pedHa HEAOCTATHYHOCT.

# HM3mepeH Ha n3bpanu Mecta (13 % 0T panIOMU3HPAHHUTE NALHEHTH).
@ KomOuHnaumaTa e mocturiana seauumoct (p < 0,001) cnpamo Tamcynosns npes Mecen 48,
b Kom6uHauuaTa e mocturHana saunmoct (p < 0,001) ciupamo ayractepun npe3 Meceu 48.

B TpH JBYTOIMUIHH MHOTO-LIEHTPOBH, MHOTOHALHOHANHH, KOHTPOJIHPaHHU ¢ Tanedo JBOHHO-CIIeNH
KITHHHYHH H3MUTBAHHA 32 OLCHKA Ha eUKACHOCTTA ¢a cpaBHABaHM nyTactepua 0,5 mg AHERHO HAH

nnauebo npu 4 325 MBXKE ¢ YMEPEHO TeXKa [0 Texka cuMnTomaTHka Ha JITIX, ¢ obeMm, Ha/p"mwwg;?\
> 30 ml u crofinoct Ha PSA B auanazona 1,5 — 10 ng/ml. BnocseacTBue TE3H mnmnaﬁ

TEPOABIIKHITH C OTBOPEHO IPOABIDKEHUE A0 4 TOAHHYU NPH BCHUKH [ALHEHTH, Kom‘ifs 3 TaHﬂJIl'LB« 5 A

POYUBAHETO M Ca MPHEMATH CHIIATA fo3a AyTacTepun 0,5 mg. B mpoyusaHero 3a IIQJ:‘HHH ca.
octanany 37% OT I'bPBOHAYATHO PaHAOMH3HPAHHTE HA TUIaleOo nauueHTH 1 40% ,__'It;ﬂa;:t_i:lcmme
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PaHOOMH3MpPaHH Ha AyTactepuA. [lo-ronama gact (71%) ot 2 340 yyacTHHIM B OTBOPEHOTO
HPONBIKEHHE Ca 3aBLPILHITH ABETE JOIBIHHTEIHH FOAHHH HA OTBOPEHO JICUCHHE,

Haii-asxxuuTe napaMeTpH 3a KTHHHYHA eduKacHocT ca Oumu CHMITOMATHYEH HHEKC HA
AMepukaHckaTa yponorndsa acouuanus (American Urological Association Symptom Index, AUA-
SI), BEpx0BHA YpHHEH NOTOK (Qmax) M YECTOTATA HA OCTPO 33IbPKAHE HA YPHHA H XHPYPTHIECKA
HaMeca.

AUA-SI npexcrasnssa 7-ToukoB BpnpocHuk 3a JIIIX-capp3anara CHMOTOMATHKE ¢ MakCHMaIeH cOop
35. CpenuHAT u3xo/ieH cbop e 6un nprdmm3utenno 17. Cnen 6 Mecena, emHa U ABE TONHHHE HA
NedeHse NAaUMEHTHTE B IPYNATa Ha naauebo ca uManu cpegHo nofodpeHHe ¢he CHOTBETHO 2,5; 2,5 1
2,3 TOYKH, JOKATO B FPYIIATA HA AYTACTEPH] NoAo0peHHeTo € 6HI0 choTBeTHO ¢ 3,2; 3,8 H 4,5 Toukn.
PaziMKHTe MeXTy CPYIHTE ¢a CTAaTHCTHUecKH 3Ha4uMH. [lonobpenHeTo mo AUA-SI, HaGmoaasato
Tpe3 MbPBUTE JBE FOIHHH OT ABOHHO-CIMNO ICUYEHHE, € MPOABIKHIIO H [10 BpEME Ha ABETE
JOIMTBJIHHTETHA TOHHH HA OTBOPEHOTO YAbIKABAHE Ha IIPOY4BAHHATA.

Coax (Makcumaien ypunen Jebum)

CpenHuaT 3X0aeH Qmax B M3NHTBAHMATA € Gun npubmusuTenno 10 ml/s (Hopmaied Quax > 15 ml/s).
Cien ejHa ¥ JBE FOAMHH JIEYEHHE CKOPOCTTA HA MAKCHMAJIHUA YpHHEH Ae6UT B rpynata Ha niatebo ¢
6una nogobpeta coorserno ¢ 0,8 u 0,9 ml/s, a B rpynara Ha ayracrepu- cboTBeTHO ¢ 1,7 1 2,0 ml/s.
Pasnukata MEKAy IpynaTe € Guna craTHCTHYECKH 3Ha49uMa oT Meceu 1 a0 Mecew 24.

[MOBHINABAHETO HA CKOPOCTTa2 Ha MAKCHMAIHHS YPHHEH nebGut, HabIo1aBaHo Mpe3 MEPBHTE 2 IO/IMHHA
Ha ABOWHO-CIATIOTO JIEY€HHE © NPOIB/IKHIIO U IPes JBeTe JONBIHHTENTHY TOAUHH Ha OTBOPEHO
1Ipoc/ICAABAHE.

Ocmpo 3advporcane Ha Ypuna i XUpYpeuiyecka Hameca

Caen AByroJMITHO TeUeHHE YecToTaTa Ha ciy4dante ¢ O3Y e 4,2% B rpynara Ha miauebo cnpsamo
1,8% B rpymnara Ha gytactepug (57 % HamaneHHe Ha pHcKa). Tas pasiiuKa € CTATHCTHYECKH 3HAYHMA
H O3HAYABA, 9€ 33 12 ce H3berHe eun cnyvaii Ha O3V Tpsbea aa ce nekysat 42 nauuentd (95% CI
30-73) B npodBIKEHHE HA [|BE I'OJHHH.

YecroTata Ha cBbp3aHata ¢ JITX xupypruyHa HaMmeca cres ABe roguus e 6una 4,1% s rpynara Ha
mauebo u 2,2% B rpynara na gyractepus (48% HaManeHue Ha pHcKka). Tasu pasnuka e
CTATHCTHYECKH 3HAYHMMA H O3HaYaBRa, 4y€ 34 1a ce uzberue E€IHH Cﬂy‘{aﬁ Ha XHPYProvyHa HaMeca
TpRORa Aa ce nexypar 51 nmauventn (95% CI 33 - 109) B npogbinkeHne Ha NBe TOAUHH.

Pasnpedenenue na oxocmasanemo

E¢eKTsT Ha AYTACTEPHI BbPXY PA3npeeTeHHETO Ha OKOCMABAHETO He € oHIMATHO NpOYyUBaH 110
BpeMe Ha dasa IIl nporpamara, o6aue HHXHOHTOPHTE Ha S-anda-peAyKrasara MOTar Ja HaMaJAT
sarybaTa Ha KOCA H Ja MHIYLIMPAT pacTexa i NpH THUA ¢ MBXKH THI 3aryda Ha koca (MBAKKa
aHIPOTeHHA AJIOTIEHNA).

Tupouona gynxyus

TypouaHaTa QyHKUKS € OLleHeHa B €AHOTOMIIHO POYyYBaHe NIpH 3Apasy Mbxe. Husara na
¢BOOOHMA THPOKCHH ca CTaOH/IHH [0 BPEME Ha NeYeHHeTo ¢ AyTacTepuz, Ho HuBata Ha TSH ca neko
nosuwent (¢ 0,4 MCIU/ml) B cpapHenue ¢ nnaue6o B Kpas Ha e[IHOTOIHIIHOTO NeueHHe. Thil kaTo
TSH uupara ca Bapuabunnu, cpeaunte TSH crofinoctn (1,4- 1,9 MCIU/ml) octaar B pedepeHTHH
rpauuud (0,5 - 5/6 MCIU/ml), HuBaTa Ha c80GOAHNS THPOKCHH €A cTaOHIIHH B pe)epeHTHH IPAHKIH
H ca mono0HH 3a miauebo U nedyeHueTo ¢ Ayracrepui, npomenure npH TSH He ce cuuTar 3a
KIHHHYHO 3Ha4uMH. HsimMa moxas3aTencTBa OT BCHYKH KIIHHHYHH MPOYYBAHHA, YE AyTacTEPUA
MOBNAHARA HETATHBHO THPOMIHATA (PYHKLIMA.

Hogeoobpaszyeanus na MaeuHama yecnesa PRI
L MT SLYH \
B IBYTONHIIHH KTHHHYHH M3[TATBAHHS, OCHIypaBalK 3 374 nauMeHTo-roquHH erc_qng?gn;nﬂrm“fo PR
JYTacTEpH/| M TI0 BPEME HA PETHCTPALIHATA B IBYTOAHIIHOTO OTBOPEHO nponsnmfe’/ﬁgiéy{q,np_ﬁﬁ 18
2 cyuas Ha KapIEHOM HA PLPAATA (PH MBXKE NPH NALMEHTHTE, NEKYBAHH ¢ TyTALTepHIL
nauuent Ha nnane6o. B 4 roguwnute npoyusanns CombAT u REDUCE, ocurypAsayis

12



FOJMHE SKCIIO3HIHA KM JyTacTepyn # 5 027 nauHeHTo-rOJHHYA SKCIO3HUINA KbM KOMOHHAIMATA
RYTACTEPHI H TAMCYI03HH, HAMA JIOKIAJBAHH CyYaH HA KApIIHHOM HA TEPIATA B JICKYBAHHTE IPYIH.
JlBe cny4ai-KOHTpOIMPaHH eNUAEMUONOIHYHH 1IPOYYBaHus, eqHoTo nposeaeHo B CAILL (n=339
CIy4as Ha KaplLHHOM Ha rupiaTa H n=6 780 koHTpomHu) i Apyro B 6azaTa JaHHK Ha 3[paBeollasBaHETO
#a Benukobpuranna (n=398 ciydad Ha KapuuHOM Ha Thpaata M n=3 930 KOHTPONHK), He noKas3BaT
yBEIMYABAHE HA PUCKA OT PA3BUTHE Ha KapIMHOM Ha ThpAAaTa MIPH MEBXKE, CBBP3aH ¢ ynoTpebara Ha
ARIs (Bx. Touka 4.4). PesynraTMTe OT IBPBOTO IPOYUBAHE HE YCTAHOBABAT NOMOKHTEIHA BPB3Ka 32
KapLMHOM Ha I'bpJaTa npH MbXKe (PeTaTHBeH PHCK MpH YoTpeda > 1 roguna npemx
IHATHOCTHIIMPAHETO HA KAPUKHHOM Ha I'bpAaTa B cpaBHEHME ¢ ynotpeba < | romuna: 0,70: 95% CI
0,34 - 1,45). IIpu BropoTo npoyusaHe, NPUOIHIHTEIHOTO ChOTHOIEHHE HA [IIAHCOBETE 33 KapLIHHOM
Ha I'bpJAaTa, CBbp3aH ¢ ynoTpebara Ha 5 ARIs B cpaBHeHHe ¢ JuncaTa Ha ynorpe6a ¢ 1,08: 95% CI
0,62 - 1,87).

TIpUYHHHO-CIEACTBEHA BPb3Ka MEXAY YE€CTOTATA HA KApIIMHOMa HA MbPAATA NPH MBXE U
NPOABDKATENHATA YNOTpeda HA JyTaCTEpH/] HE € YCTAHOBEHA.

ITosauseane na meockua epmunumem

EdexTuTe Ha AyTacTepun, npunarad B fo3a ,5 mg/aHeBHO, BhPXY XapaKTePHCTHKHUTE Ha CIIepMaTa
¢a OLICHSABAHH TIPH 3PaBH JOOPOBOIIH HA BL3PACcT MeKAY 18 1 52 roanuu (n=27 Ha NyTacTepHL;
n=23 Ha miaueto) B npoABDKEHNHE Ha 52 ceAMHIH H 24 CeAMHLH JOMBIHHTEHO HPOCACAABAHE CIIEN
neuennero. Ha 52-ta ceqmuua ¢ HadmoaagaHo CpedHO OPOLCHTHO HAMANABAHE CTIPAMO H3XOJHHTE
Ha 00umA 6poil cniepMaTO30HIH, 00eMa Ha CMEPMATa H Ha [TOJBHKHOCTTA HA CIIEPMATO30HINTE
¢LoTBeTHO 23%, 26% u 18% B rpynara, npueMaiua JyTacTePH, clied KOPHIHpaHe CIpsMo
OTKIOHEHHATA OT M3XOAHHTE CTOMHOCTH MpH rpynata, mpueMana nianebo. KonueHtpauusra 1
MOpOJIOrHATa Ha cIepMaTa He ca OBAuAHH. Cnef 24-Te CeMHIIM Ha MPOCNEAABAHETO, CPeAHaTa
MpOTIEHTHA NPOMAHA B 001 OpoH HA criepMaTO30UUTE MPH FPYIATa, IPHeMaa Ay TacTEPHA,
ocTasa ¢ 23% no-HECKa oT HixoaHaTta. JloKaTo cpeaHuTe CTOHHOCTY HA BCHYKH MMAPAMETpH npes
LSUIOTO BpeMe OCTABAT B pepePeHTHH MPAHHIY U He JOCTHIAT MPEABAPHTENIHO ONpeeneHHTe
KPUTEPHH 33 KITHHMYHO 3HA9HMa nipoMaHa (30%), npu ABaMa 0T MLKETE, IPHEMAITH AyTacTepHa,
BpOST Ha CIEPMATO3OUIMTE € HAMATAI TIoBeue oT 90%, B cpaBHEHHE C H3XOAHHS Ha 52-Ta CeiMHLA H
YACTHYHO C€ € BL3CTAHOBMI Ha 24-Ta ceMHIIA OT NEpPHOAA Ha npocielaBane. BramMoxHocTTa 38
HaMAJLABAHE Ha MBXKKHA GEPTHINTET He MOXKE A3 OBOe HIKIKTIeHa.

Copoeuno-cb006i HENCENAHY PEaKYUl
B eano 4-roauiiso npoyusade npe JITX ¢ nyractepua B koMGHHALMA ¢ TAMCY/IO3HH pH 4 844 MBbke
(mpoyusaneto CombAT) yecToTaTa Ha KoMOHHMpAHHA TEPMHH ChpJEeYHA HENOCTATHYHOCT B IPYyMNAaTa,
npuemawma koMOunaunata (14/1 610; 0,9%) ¢ 6u1a NO-BHCOKA, OTKONKOTO B KOATO H Ja € OT TPYNHUTE
Ha MOHOTEpanua: ayracTepui, (4/1 623; 0,2%) u Tamcynosun, (10/1 611; 0,6%).

B oraenno 4-ropumuo npoyupade npH 8 231 mbke Ha Bb3pact oT 50 go 75 ¢ mpeaiuecTpalla
HeTaTHBHA GHOTICHA 34 KAPLIHHOM Ha IIPOCTATATA H H3XOAHH CToHHOCTH Ha PSA Mexay 2,5 ng/ml n
10,0 ng/ml opu Muxere Ha Bb3pact oT 50 go 60 roansw, win 3 ng/ml » 10,0 ng/ml npu MexeTe Ha
Bb3pacT Hag 60 ropuun (mpoyusanero REDUCE), yecToTaTa Ha KOMOMHHDAHHA TEPMHH ChPACYHA
HEJOCTATHUHOCT € [10- BHCOKA NIPH YYAaCTHHLIMTE, MpUeMaIlH aytacTepus 0,5 mg BeaHbX AHEBHO
(30/4 105; 0,7%), OTKOIKOTO NPH YYACTHUUKMTE, IpHeMautd Wianebo (16/4 126; 0,4%).Post-hoc
4HaAHu3 Ha TOBaA MpOYYBAHE [IOKA3Ba [NO~BHCOKA qeCToTa Ha KOMGHHHpaHHSI TEPMHH ChpIaeYHA
HEIOCTATHYHOCT MPH YYACTHHLMTE, IPHEMALIIH SAHOBPEMEHHO AYTacTepuy H anda, -
ampeHopenentopeH antaroHuct (12/1 152; 1,0%), B cpaBHEHHE ¢ YYaCTHHIMTE, MPUEMALIH
nytactepun 6e3 anga -agpeHopenentopes antaronuct (18/2 953; 0,6%) nnanebo u anda-
aapeHopenenTopel antaronuct (1/1 399; < 0,1%), uiu mwianebo 6e3 anda;-aapeHOPeLenTopeH
auraronucrt (15/2 727; 0,6%).

B enun MeTaauanu: oT 12 paHAOMU3HpaHH, MIanco- HITH KOMIApaTOp-KOHTPOIHPAKH Knnm{quu
npoy4sanua (n=18 802), oleHABAIUH PUCKOBETE OT IOABA HA ChPAEYHO-CHAOBH HC)KE:J]&M _ ga}l,;
npH yrioTpe6ata Ha AyTacTepuy (4pe3 CpaBHEHHE ¢ KOHTPOJIH), HE Ca YCTAHOBEHH ;{Qwi‘e,nosa‘req
CTATHCTHYECKH 3HAYMMH [I0KAYBAHMS HA PUCKA OT ChPAEYHA HENOCTATBYHOCT (RR\Y, 95% Cl g%)
1,57), octbp MuokapacH uugapkr (RR 1,00; 95% C10,77;1,30) und uucynt (RR 1“20 95% € 0 )
1,64).
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Kapyurnom na npocmamama u 8UcOKOCHENEHHU MYMOpHU

B equo 4-roauimiso cpaBHenue Ha roranebo u gytacrepun npu 8 231 Mexke Ha BB3pacT oT S0 10 75 ¢
TPEAIIECTBAILA HETATHBHA OHOTICHA 3a KAPLHUHOM HA NPOCTATATa ¥ M3XOAHH cToiiHoCTH Ha PSA
mexnay 2,5 ng/ml u 10,0 ng/ml npe mexkeTe Ha BB3pacT ot 50 g0 60 roguan, uam 3 ng/ml u 10,0 ng/ml
TIpH MB3KETE Ha BB3pacT Haj 60 roguad (npoyuratero REDUCE), 6 706 yyacTHHUM ca ¢ HAMHYHE
JaHHH OT ThHKO-UITeHa OHoncus Ha OpocTarata (MpefrMHO GUONICHH [0 MPOTOKOeNA Ha
IpOYUBAHETO) 3a aHaNH3 32 onpeniensHe Ha Gleason cboposere. 1 517 nuuia ca AHArHOCTHUHMPAHH C
KaplHMHOM HA IPOCTATATA B IPOYYBaHeTo. BomuIMHCTBOTO OT YCTAHOBEHHTE upe3 GHomCHs
KApLHHOMH Ha OpOCTATATA B JBETE TPETHPAHH TPYIH €a AHATHOCTHUHPAHH KaTO HHCKOCTETICHHH
(Gleason 5-6, 70%)

VeTanonena e mo-eHcoKa 9ecToTa Ha Gleason 8-10 xapiuHoMu Ha IPOCTATATA NIPH MPYNATA Ha
ayracrepua (n=29, 0,9%), cpaBHeHa ¢ rpynara Ha mwianebo (n=19, 0,6%) (p=0,15). B rozunu 1-2,
6posat Ha nuuara ¢ Gleason 8-10 kapLIUHOMHE € CXOJ€H NpH rpynarta Ha gyracrepun (n=17, 0,5%) u
rpynara Ha mianebo (n=18, 0,5%). B roauuu 3-4, noseye Gleason 8-10 kapunHOMH ca
AHATHOCTHLMPAHH B Ipymata Ha myractepuy (n=12, 0,5%) s cpaBreHue ¢ nnauebo rpynara

(n=1, <0,1%) (p=0,0035). Hama Hanu4HH NaHHH 3a e(eKTa HA AYTACTEPH] 34 MOBEYE OT 4 TOMAUHH NPH
MBIKE ¢ PUCK OT KAPUMHOM Ha NpocTaTara, [[poLeHTET Ha YYacTHHIIHTE HHArHOCTHUHpaHHu ¢ Gleason
8-10 xapIMHOMH CC 3a11a3Ba B TEYEHHE HA IEPHOJIMTE OT BpeMe B npoydsanero (lognuu 1-2 1
Toauuu 3-4) B rpynara na gyracrepus (0,5% BBB BCEKH HEPHOX OT BpeMe), NoKaTo npu nianebo
rpyTaTa NPOLEHTHT Ha YYacTHHLMTE JuarHocTauupany ¢ Gleason 8-10 KapuMHOMH € NO-HUCHK MPe3
Toauuu 3-4, otkonxoro npes Fogunn 1-2 (<0,1% cpewy 0,5%, cboTBeTHO) (BXK. Touka 4.4). Hima
painHka B yecrorara Ha Gleason 7-10 xapuuHomute (p=0,81).

B n0mbIHHTENHOTO 2-TOANIIHO TIpocaeasBano npoyysane Ha usnureaneto REDUCE =e ca
yCTaHOBeHH HOBH ciy4au Ha Gleason 8- 10 xapuuHoMU Ha NPOCTATATA.

B exnno 4-ropunino npoyusane npu JIIX (CombAT), kbaeTo HAMA 33ABIDKHTENIHH CIIOpEN
npoTokosa OHONCHH M BCHYKH JMArHO3H Ha KapIHHOMA Ha NpocTaTaTa ca 6asHpaHH Ha OHONCHH
M3BBH NPOTOKONA (pK HANIMYME Ha KIIHHUYHH HEIHKalHH 3a 6uoncus), npouenrure Ha Gleason 8-10
xapuuHoM ca (n=8, 0,5%) 3a ayracrepuy, (n=11, 0,7%) 3a Tamcynosun H (n=5, 0,3%) 3a
KoMOUHMpaHaTa Tepanus.

YeTHpH pasTndHy eNHAEMAOTOTHUHH, NOMYIAUMOHHO-0a3upanH NPOyIBaHuA (IBE OT KOUTO
GasxpanM Ha 06wa nonynauus ot 174 895, eano ua nonysauma ot 13 892 u eano Ha momyanks oT
38 058) nokassar, ue ynorpedara Ha 5-anda peaykTasHid HHXHOMTOPH HE € CBBP3AHA ¢ NOABATA HA
BUCOKOCTENEHHH KapUHHOMH Ha MPOCTATATA, HUTO ¢BC CMBPTHOCT OT KAPIIWHOM HA NMPOCTATATA UK
o01uaTa CMBPTHOCT.

Bpb3kara MEXIY AYTACTEPHI H BHCOKOCTEIIEHEH KapIIHHOM Ha NPOCTATATA HE € SICHA,

Epexmu anpxy cexcyarnama QyHKyua.

EdexTuTe HA OYTACTCPH BEPXY CEKCYATHATA (PYHKUMS Ca OLIEHEHH B JBOHHO-CIIAIO,
n1auebo-KOHTPONHPAHO UNUTBAHE [IPH CEKCYanHO akTHBHH MbXke ¢ JIIIX (n=243 nytacTepua-
TAMCYII034H, 1=246 maaie6o). CratucTHYecKH 3Ha4yuMo (p<0,001) mo-ronsMo Hamanssate
(B1omaBane) B CKOPa M 3/IpaBeH BLIPOCHHK 33 MBXKe ce Ha0moaaBa Ha 12-us Mecel B
rkomMOuHHpasaTa rpyna. HaManasaseTo e CBLP3AH0O OCHOBHO ¢ BAOMIABAHE HA SAKYNAIUATA U
IATOCTHOTO YOOBICTBOPCHHE, OTKOJIKOTO C CPCKIIHATA, Te3u E(I)CKTPI HE IMOBIHWABAT OLEHKATA Ha
YUACTHHUHMTE KBM AYTACTEPHI-TAMCYJIO3HH, KOATO € OHNa CTATHCTHYECKH 3HAYMMO [I0-T0/1AMa 110
OTHOLIEHHE YOBIETBOPEHOCT 110 BpeME Ha IPOIBKHTENHOCTTA HA H3NHTBAHETO B CPABHEHHE C
mrauedo (p<0,05). ITpH ToBa M3AMMTBAHE Ce NOABABAT HEXKETAHH PEAaKUMH B CEKCYAmHaTa QYHKIHA 110
BpeMe Ha 12-MEeceYHOTO TeueHue H npHONH3UTENHO NONOBHHATA OT TAX OT3BYYaBaT B IPOLBIDKEHHE
Ha 6 Mecena cies JICHCHUETO.

KoMOuHamuATa JyTacTepHi-TaMCYIO3MH H MOHDTEpaJIHHTa C AyTAaCTEpPHI MOTaT Aa IIpeAH3BHKAT
HEJKEMaHy peakUHH B ceKcyanHaTa QyHKuus (BixTe To4YKa 4.8). -
Kakto ce Habnrofasa u mpu ApyrH KIMHUYHY M3OHTRAHuA, BKiouurenuo upy CombAT u fjg&‘ -
YEeCTOTATA HA HEXETAHUTE PEAKIMH 0 OTHOLICHUE HA CEKCyanHaTa (PYHKIMA HaManaBa Q/%B %
BPEMETO TIPH NPOABIDKHTENHA TepanHA.

Tamcynosus: TAMCY/I03HH IOBHIIABA CKOPOCTTA Ha BBPXOBHS ypuHen notox. Hamansiba ! ;
0GCTPYKIMATA Upe3 OTNYCKAHE HA rAJKHTe MyCKYIH Ha MpOcTaTa H ypeTpara, Karo nﬁﬂoﬁpsma
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MHKITHOHHHTE cHMnToMH. ChlUo Taka, NIEKAPCTBOTO no,uoﬁpaaa CHMIOTOMHTE Ha CBXPAHCHHE, IIPH
KOHTO BaXKHA PO HIrpae HecTabIIHOCTTA Ha MIHKOYHHA MEXyp. Te3u elbe[(TPI BBpPXY CHMIITOMHTC,
CBBP3aHY C TIPeCcTOd Ha YPUHATA ¥ BEPXY MUKUHMOHHKATE CHMITTOMHA C€ NONIBPXKAT 110 BpEME HA
MpOOBIDKHTENHA TEPpauA. HSOGXO,HHMOCTTEI OT XMpPYPrH4HA HAMeCa MY KATCTbhPH3aHA 3HATHTEIHO
C€ OTlara.

Anda;-aipeHOPEUENTOPHHTE AHTATOHUCTH MOXKE J3 IOHMKAT KPbBHOTO HAJIAraHE Ype3 HaMallABaHe
Ha niepudepraTa pesncTeHTHocT. He e Hab:mionaBaHO KIHHHYHO 3HAYHMO HAMAJIABAHE Ha KPHBHOTO
HaJIAraHe Mo BpeMe HA W3MUTBAHHA C TAMCYIIO3HH.

5.2 MapMakoxkMHeTHYHH cBoiicTBa

JleMOHCTpUpaHa € GHOCKBHBAISHTHOCT MEXY AYTACTEPHA-TAMCYI03HH 1 CbBMECTHO MPHIOKEHHE
HA JyTacTepui U TAMCY/IO3UH KANCYIH MOOTIEIHO.

IpoBeacHo ¢ npoyusaHe 32 OHOSKBUBAJICHTHOCT C €AHOKPATHA A03a Ha INIaJHO U CIell XpaHeHe.
Hab0nwgasano € 30% HaManeHHe HA Crgx 338 CHCTABKATA TAMCYJIOZHH OT OyTaCTEPHI-TAMCYJIO3HH
C/eM XPAHEHE B CPABHEHHME ChC CTOMHOCTUTE Ha rmajgHo. XpaHata HaMa edexT Bppxy AUC Ha
TaMCYMO3HH.

AbcopOunsa

Jyracrepus

(Cnen nepoparneH TipHeM Ha eTHOKpaTHA no3a gytacrepua 0,5 mg BpeMeTo J0 JOCTHIAHE HA
MaKCHMAJIHM KOHIEHTPALMH Ha JyTacTepua B cepyma e | 1o 3 uaca. AGconoTHaTa SHOHATHIHOCT €
NpHOITU3NTEAHO 60 %. BHOHANHYHOCTTA HA AYTACcTEPU HE C€ OBJIMABA OT [IPHEMA Ha XpaHa.

Tamcynosun
TaMcya03uH ce pezopSupa OT YpeBHATa NUraBHLA H Ma MOYTH MbJIHA GHoHAMHYHOCT. CKOPOCTTa U

crenenTa Ha abcopOuuaTa Ha TAMCYnO3uH HaMaaBsar 30 MUHYTH cea xpaHeHe. EAHAKBOCT Ha
abcopOumsTa MOXE I3 C¢ MOCTUIHE € IIPHEM OT NAlHEHTa Ha JyTaCTEPHA-TAMCYI03HH CIe] €OHO H
CBILO XpaHeHe 3a AeHs. TaMCYI031H [IOKa3Ba MPONOPLHOHAIHA Ha 03aTa I11a3MEeHA €KCIO3HLIHA.
Crnen mpueM Ha ¢HOKPATHA [103a TAMCYJIO3HH CeJ XPaHEHe, ITa3MEHHTE KOHIEHTPAIMATA Ha
TAMCYNO3HH CTaBaT BEPXOBH CIIEN OKOJIO 6 qaca, H B paBHOBECHO CBCTOAHHE, KOSTO C& NOCTHTA Ha 5-
HS I€H OT MHOTOKPATHOTO JO3HPAHE, CPEAHATA PaBHOBECHA Crax IIPH NIALIMEHTUTE € OKOMIO0 ABE TPETH
TI0-BHCOKA OT JOCTUIHATATA CIEH SAHOKpaTHA 4033, Benpexy de Tosa e HaOMIOAaBaHO NPH NAITMEHTH
B CTapyecKa Bb3PACT, ChINATA HAXOMKA OM ce o4aksana M NPH HO-MJaIH NAUNHCHTH.

Pasnpenenenne

dyTactepun

Hyracrepus uma ronam o6eM Ha pasnpezenetue (300 zo 500 1) u Bucoka CTENEH HA CBLP3BAHE C
Ia3MeHKTe NpoTeHuH (>99.5 %). Cnen npuemM Ha THEBHA 1033 CEPYMHATE KOHLSHTPAlMH Ha
AYTAaCTEPH JOCTHIaT 65% OT paBHOBECHATA KOHUEHTpauus el 1 mecen n npubmusurenno 90%
cnen 3 Mecena.

PapnosecHy cepymuu KouuerTpainH (Cs) ot npubnnsutento 40 ng/ml ce nocturar cnen 6 Meceyen
npueM Ha 0,5 mg Beausx fHeBHO. [IpeMHHaBaHETO Ha AYTACTEPH OT CCPYMa B CIICPMATA € CPEIHO
11,5%.

TaMcyno3uy
TaMcyn03uH e cbp3an B 99% ¢ naasMeHnTe NPOTeHHH IpH Xopa. O6eMbT My Ha pasnpeeneHue e

mansk (okono 0,2 1/kg).

Buorpancopmauus ) f:;‘;\
Dyracrepuz SN

HyTtactepun ce MeTabonu3ypa B ro-IMa CTENEH iR vivo. In vitro DyTacTepui ce MeTaso pa,_o,;“\ ,{%g;:\

JUXHAPOKCHIUPAH MeTaboIHT.
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Cren nepopaiicH IpHeM Ha AYTacTEpHA B 4o3a oT 0,5 mg JHEBHO A0 JOCTHTaHETO HA pARHOBECHA
koHileHTpauus o1 1,0% no 15,4% (cpento 5,4%) oT npyeTaTa 103a ce eKCKpeTHpa BLB dereca kato
HenpoMeHed ayTtacrepua. OcTaHanara 4acT ce eKCKpeTHpa BBB ¢eneca noj dopmaTa Ha 4 OCHOBHH
meTtabonuTa, npescTaenssamy 39%, 21%, 7% u 7% cEbp3aHy ¢ NEKapCTBOTO BeNMIECTBA, H 6
BTOPOCTENEHHH MeTabonKTa (BCEKH MpeaCTaBasBall [10-Manko oT 5%). B ypuuaTa npu yosekxa ce
YCTAHOBABAT CAMO CIEH OT HEMPOMeHeH AyTacTepun (mo-Maiko ot 0,1% ot nosara).

Tamcyno3nd
He ce HaOmronaBa eHAaHTHOMETPHYHA OHOKOHBEPCHS OT TaMCYI03UHOB Xuapoxmopus [R(-) uzomep] B

S(+) uzomep npH xoparta. TaMCYTIO3MHOB XMAPOXTOPHA ce MeTafOoNH31pa B rOIIMA CTEMEH OT
uuToxpoM P450 ensuMuTe B yepaua apol u no-manko ot 10% o1 go3aTa ¢ eKCKpeTHpa
HEnpOMEHEHa B YpUHATA. Burpeku T0Ba, GapMaKOKHHETHYHHAT npodin Ha MeTaboIHTHTE MpH
XOpaTa He € YCTaHOBEeH. PesynTarute in vitro mokasparT, ue CYP3A4 u CYP2D6 yuacrsat B
MeTaboNM3Ma Ha TAMCYJIO3HH, KaTo B Mallka creneH yuacTBart H Apyru CYP uioeHszumu.
NuxHOHpaHETO HAa EH3HMHUTE HA YEPHOAPOOHHS MeTabOoMH3bM MOKE Jia AOBEAE 10 IOBULICHA
EKCIIO3HIIWA HA TAMCYTIO3WH (BXK. ToukH 4.4 u 4.5).

MetabonuTHTe Ha TAMCYI03HHOB XHAPOXIIOPH C& KOHIOTHPAT B TOJAMa CTENEH A0 IIOKYPOHUA Wik
cyndar npean GpOpedHaTa SKCKpeUna.

EnMUHApAHE

OytacTepun

ENHMHHHPaHETO HA AYTacTEPUJ € H0303aBHCHMO H IIPOIECET H3ITIEHAA CE OIIHCBA ¢ 2 YCIOPeAHH
BT H2 eTHMUHHPAHE ~ ¢IMHHUAT HACHILAEM B KJIMHHYHO PEICBAHTHH KOHIEHTDALIHH, 3 ApY(HsT
HEHACHOIAEM.

TIpH HUCKH cepyMHH KOHIEHTpaiMH {o-manko ot 3 ng/ml) gyTactepui ce enuMuHHpa 65p30, KAKTO
110 3ABHCHM OT KOHLIEHTPAI[MATA MHT HA CTHMHUHEPAHE, TAKA H 10 HE3aBHCHM OT KOHUCHTPALMATA NBT
Ha eNIMMHHMpaHe. EHOKPAaTHHTE /103K OT 5 mg HIIH TO-MAJIKH 0Ka3BaT 0OEKTHBHEY JaHHH 3a Obp3
KITHPBHC U KPATKO BPeMe Ha TIOIYXHBOT OT 3 1o 9 nHu.

B TepaneBTHUHN KOHUEHTPAIHH ClIe MHOTOKpaTeH npueM Ha 0,5 mg JHEBHO M0-0aBHHAT, IHHEEH
BT HA €NMMHHHMPAHE € JOMHHHPALL, & BPEMETO Ha MOIYXKHBOT € NPHONM3UTENHO 3-5 CeAMMIIH.

Tamcyno3un
TaMCy/103HH M HerOBHTE MeTa0OIMTH Ce EKCKPETHPAT MIARHO ¢ YpHHATa KaT0 oKoao 9% OT Ao3ara €

nmox $opMaTa Ha HENPOMEHEHO AKTHBHO BEeOISCTBO.

Cnes MHTPABEHO3HO H NEpOPalHO pHIoKeHHe Ha GopMmaTa ¢ He3a0aBHO 0CBODOXKIaBAHE BPEMETO H2
MoNy:XKHBOT HA TAMCYJIO3HH B IL1a3MaTa € B paMKuTe Ha 5 70 7 yaca. ITopaau crenen Ha pe3opOuus
KOHTPOJIMpaHa (PapMAKOKMHETHKA C TAMCYIIO3HH KANCY/IH ¢ H3MEeHeHo 0cB0o00XK1apane, ABHOTO BPEME
Ha TTOTYKKUBOT Ha TAMCYJIO3HH CIEX XpaHeHe e okono 10 Yaca i B paBHOBECHO CHCTOAHHE € OKO0 13
yaca.

IIauHeHTH B cTApYECKA BE3PACT

HyracTepun

DapMaKOKHHETHKATA HAa AyTacTEPHA € OLIEHEHa cell IPHIOKEHHE Ha €AHOKPATHA /1032 NyTacTepH/l
5 mg npy 36 3j1paBs MBxe HA BB3pacT mexcay 24 u 87 ronuun. He e Habnonasano 3Ha4HMO BIHSHUE
Ha BB3PACTTA BBPXY €KCIIO3UIMATA HA DyTACTEPH/, HO IPH MBXKeTE oA 50-rofuuiHa Bs3pact
BPEMETO Ha NOJIYXKHBOT ¢ 6o nmo-kpatko, [IpH cpaBHeHHE MeX Ly MallHeHTH Ha Bp3pacT 50-69
T'OIMHM ¢ TIAIWEHTH Haj 70-roJHIIHA Bb3PACT HE € YCTAHOBEHA CTATHCTHYECKA Pa3IMKa MEXTY
CTOHHOCTHTE HA BPEMETO HA NIOTY)KHBOT.

Tamcynosun .
KprcTocaHo npoyuBaHe 3a ¢paBHABaHe Ha obuarta excrno3unma (AUC) Ha TaMCyI03HHOB, H,,ﬂ" \
XHIPOXJIOPHA H HA BPEMETO My Ha MOMYKHBOT TIOKA3Ba, Y¢ apMaKOKHHETHYHATA ,uﬂcp@m &
TAMCYJIO3UHOB XMAPOXNIOPH MOKe JIa € YIhJDKEHA NPH MbXe B CTapuecKa Bh3pacT, B Helmq c
MITajiH, 3PaBH MBXE J0GPOBONUK. BETPSIHUAT KIMPEHC € HE3ABHCHM OT CBHD3Ba) cfripzﬂ TR
TAMCYIIO3HHOB XuApoxnopua ¢ AAG, HO HaMaIABa ¢ BE3pacTTa. ToBa BOAH A0 noaqmaﬁaﬁe Ha
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obwata excriozuus (AUC) ¢ 40% npu mmna Ha Bb3pact 0T 55 10 75 roJHHH, B CPRaBHEHHE C NTHUATA
Ha BB3pacT ot 20 xo 32 roguuu.

BuipeyHo yepexaane

HyracTepun

Bausuunero Ha yppejenaTa 6n0peuna QyHKIHA BLPXY PAPMaKOKHHETHKATA HA JYTACTEPHI HE €
npoy4eno. Bee nak, B yoBellikata ypuua ce yctaHoBaBaT no-manko ot 0,1% ot pasHoBeCHHTE
KOHIEHTPALMH Ha mo3a aytactepun ot 0,5 mg, koeTo 03HaYaBa, Y€ He €& OYAKBA KIMHHYHO 3HAYHMO
NOBUIEHNE Ha MIA3MEHHWTE KOHLEHTPALHH Ha AyTacTePH/ NPH [IALIMEHTH ¢ OrOpedHo yBpexaaHe
(Bx. TouKa 4.2),

TaMCyno3uH
IIpu 6 muua ¢ 1eko 1o ymepero (30 < CL; < 70 ml/min/1,73 m?) miM yMEpeHo A0 TEXKO

(10 < CL< 30 ml/min/1,73 m?) yspesknane na 6n6peunara pyHkuus 4 6 nuua 6e3 yBpexnaHe
(CLc>90 mi/min/1,73 m?) ca cpaBHeHH GapMakOKHHETHHHUTE MOKA3aTENH HA TAMCY/TO3HHOB
xuapoxnopua. Benpexu, ue e HaGmonaBana npoMaHa B od1mara niasMeHa KOHLCHTpalMs Ha
TAMCYJIO3MHOB XMAPOXJIOPH,| BCISACTBHE Ha IPOMAHA B CBRP3BaHeTO ¢ AAG, KOHLEHTpALMATA HA
HECBBP3aHMA (AKTHBEH) TAMCYJIO3HHOB XHAPOXIAOPH, KAKTO H BBTPEIIHKA KIHPBHC, €8 OCTaHANTH
OTHOCHMTENIHO TocTosHHH. [lopaau Tasu NpHYMHEA, IPH MIAIMCHTHTE C YBpexkaaHe Ha ObOpeunara

(G yYHKUHS HE ce Hamara HpOMHA HA J033Ta TAMCY/I03HHOB XHAPOXIOpHA,. Benpexu ToBa, HAUKEHTH ¢
yBpesknaHe Ha GpOpeunarta GyHKuuA B TepMunaneH crammii (CLe <10 mi/min/1,73 m?) He ca Gutn
MPOYYBAHH.

Yepuoapoduo yspexiane

JTyTacrepua

BiidsHHETO Ha yBPEXKIAHETO HA YEPHOAPOOHATA PYHKUHA BEpXY (aPMAKOKHHETHKATA HA JyTacTepHI
He € npoyueno (BK. Touka 4,3). Trii KaTo AyTacTepHa CE EMMMHHAPA [TABHO 1O METaBOIHTEH IBT,
04aKBa c¢ TUIa3MEHHTE HHBA HA AYTACTEPH | IPH TE3H NALHEeHTH Ja ObJaT NOBHUICHH, 3 BPEMETO HA
AOJTYXUBOT 1a 0BAe 00-ABAT0 {BK. TOUKH 4.2 1 4.4).

Tamcyaozuy
DapMaKOKHHECTHUHHUTE [IOKa3aTeu Ha TaMCy/I03HMHOB XMAPOXJIOPHA ¢4 CPaBHEHM IIpH 8 nuna ¢

yMepeHa YeproapobHa Aucdynkuus (crenen A u B no knacudukaumara wa Child-Pugh) u 8 nxua Ges
yepexnaHe. Brnpeku ue ¢ HabmofaBata poMsHa B 0011aTa MIa3MeHa KOHLCHTPaLlks Ha
TAMCYJIO3MHOB XHAPOXJIOPH/ B CIEACTBHE Ha NIPOMAHA B CBBpP3BaHETO ¢ AAG, KOHLIEHTPAUHATA HA
HECBBP3aHMA (AKTHBEH) TAMCYTO3HHOB XHIPOXAOPH HE CE € IPOMEHHIA 3HAUNTENHO, KATO
NPOMAHATA Ha BHTPELIHHS KIMPHHC HA HECBBP3aHHA TaAMCYIO3HHOB XHIPOXIIOpH] € yMepeHa (32%).
Tlopaau Ta3u OPHYHMHA, IPH NALHEHTHTE C YMEpeHa 9¢pHoapobHa THCDYHKIMA HEe Ce Hajiara
IpOMSIHA HA [03aTd HA TAMCYIO3HHOB XHAPOXJIOPHA. TaMCYIO3HHOB XHAPOXIOPUL HE € MPOyYBaH
IpH MAlHEHTH ¢ TEXKKA YepHOAPoOHA TUCHYHKIHSL.

5.3 IIpenxnMHHYHH X3HHH 34 0€30MaCHOCT

He ca npoBesk/ianu NpeIKIMHHYHH W3MHTBAHUA C AYTACTEPHA-TAMCYNIO3HH, JlyracTepua
TAMCYIIOZMHOB XHAPOXJIOPH/I MO OTAETHO €& IPOYYEHH B FonaMa CTEIEH B TECTOBE 33 TOKCHYHOCT
NpH KHBOTHH, KaTO JaHHHUTE CHOTBETCTBAT Ha U3BECTHHUTE (PApMAKOIOrHYHN ACHCTBHA Ha
uuxubuTOpHTE Ha S-a1(ha penyKTA3aTa M ANda)-aApPEHOPELENTOPHUTE anTaronucTd. Janenara no-
oy HHpOpManua oTpas3daBa HANMYHATA HAGOPMALNS 38 OTAEIHHTE CBCTABKH.

il YTacTCPHI

HacTostimeTe npoydyBaHus 3a 0011a TOKCHYHOCT, TEHOTOKCHYHOCT H KAHLIEPOTEHHOCT He}mﬂég% r\
HHKaKBB crien(ueH PHCK 3a YOBEKa.
[poytRaHUs 32 PENPOAYKTHBHA TOKCHYHOCT NPH MBIKKH IUIBXOBE I10Ka3BaT HaMaln
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Kaxro H npH ApyTH HHXHOHTOPH Ha S-anda peayKTa3ara NpH NPHIOKEHHE Ha [yTacTEPH] 110 BpeMe
Ha recTauyaTa ¢ HadMoAaBaHo heMHHHIHPAHE HA MBXKH (ETYC PH ILTEXOBE M 3aiuM. JyTacTtepus
Ce YCTZHOBNBA B KPHBTA HA MEHCKU ILTHX0BE Clel 4ndTOCBAHE ¢ MbXKKH, TPCTHPAHH ¢ JyTACTEPHA.
Koraro nyTtacrepuy € IprIarad Ha IPUMaTH [10 BpeMe Ha recTauusATa He € HabmogaBana
(DeMHEM3AIHA Ha MBXKKH (DETYC [IpH KPHBHA CKCTIO3HITAA, NIPEBHIIABAILA B TOCTATHYHA CTENCH
eKCIIO3UIMATA, KOSTO GH HACTHITH/IA YPe3 HOBELIKA criepMa. Manko BEpOsTHO € MBKH (eTyc na
Obae MOBITHAH HETATHRHO ClIeN TIPEAABaHE HA OYTACTEpPHA 4Ypes clepMara.

Tamcyao3ud
TIpoy4pasug Ha o0IWATa TOKCHIHOCT H TEHOTOKCHYHOCTTA HE MOKA3BAT HUKAKBE ONIPEAECIICH PHCK 33

XOpaTa, pasiMyeH OT CBBP3aHUTE ¢ PAPMAKOIOrHUHUTE CBOHCTRA HA TAMCYIIO3HH.

B npoy4BaHus 33 KAHUEPOreHHOCT NPH IUTBX0BE U MHIIKH, TAMCYJIO3HHOB XHAPOXIOPH/ BOIH A0
TIOBMILIABAHE Ha MeCTOTaTa ha NpoindepaTHBHY NPOMEHH Ha MIIEYHATA XIE3a [IPH JKEHCKUTE
KHUBOTHH. Te3H OTKPUTHA, KOUTO HAH-BEPOATHO C& MEIHHUPAT OT XHNEPIPOIAKTHHEMHSA H CE
HaG/110AaBaT CaMO MPH MPUI0KEHHE HA BHCOKH JIO3H, CE NIPHEMAT 3@ KIHHHYHO HE3HAYHMH.
BHCOKUTE 1031 TAMCYIIO3MHOB XHAPOXIOPUA BOAST 10 00paTHMO Hamanssaxe Ha QeprunuTeTa npK
MBKKH [UThXOBE, KOETO BEPOATHO CE€ ALJKH HA IPOMEHH B ChAbLPKAHHETO HA CIISPMATa MK
HapyiaBaHe Ha enkynauuaTa. Edexrure Ha TaMcymno3uH BbpXy GpoA Ha CIEpMaTo30UIHTE KK
(dyHKUHATA Ha criepMaTa He ¢a OLEHABAHH.

[MpHACKEHHETO HA TAMCYJIO3HHOB XHAPOXIOPHI HPH OPEMEHHH KEHCKH TUTBX0BE H 3aHUH B 10343, [10-
BHCOKA OT TEPaNeBTHYHATA, HE I0K33Ba JaHHH 34 PeTIHO YBpPEeKAAHE.

6. PAPMAIIEBTHYHHU JAHHH
6.1 Cnuebk na NOMOLHWTE BElIeCTRA

JAyTracTepua MeKa Kancyaa

CLanpkanne HA AYFACTePHA MeKa Kancyna:
MpomuneHrnukon MoHoKapuiar, Tan 11
Bymunxuapokcutonyeun (E321)

OOGBHEKA HAa MeKATA KancyJa:

XKenatun

I'munepon

Tutanoe auoxcun (E171)

Tpuriaeuupuay (CpeAHOBEPHIKHY TPHIIHUCPHIH)®
Coes neUHTHH (MOXe 12 ChABPKA COEBO Macio)*

*PBE3MOMKHH ClIenl OT IPOH3BOACTBCH IIPOLCC.

TamMcyJI03HH TIEJIETH ¢ H3MEHEHO 0CBOboKTABANE
MHEKpPOKPHCTANHA HETYI034a;

MeTtaxpunosa kucenuna — Etun akpunar cenomumep (1:1) 30% nucnepcui (Chaspxa HATPHEB
maypuncyndar i nomcop6bar 80)
JOubyrun cedbauar

CUNHIMER THOKCHI, KOTOMAEH XHAPAT
Tonucopbar 80

Kanuues creapar

Teupau kancyns

XKenatuH;

Turanor nuoxcug (E171)
Kenesen oxcu, yepseH (E172)
Kenesen okcua, xeaT (E172)
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XKenesen okcun, yepen (E172)
Yepuo macTuiao

[Mponunen rnukon (E1520)
Kanuer xuapoxcunu,
KoHueHTpypaH aMOHHEB pa3sTBOP
XKenesen okcun, yepen (E172)
[llennak (E904)

6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha rogHocT

2 rOOMHH.
Ha ce usnomnssa 1o 90 nHu cnex IbpBO OTBapsHE.

6.4 CnenuaaHH yCJIOBHSA HA CbXpaHeHHe

Ha ce cexpanssa noxg 30°C.

6.5 Buau chabpKaHHe HA ONMAKOBKATA

Bsina HDPE 6yTuiika ¢ Ossla kanayka oT MOJMIPONWIEH ChABPIKALIA H3CYIIMTEN CHITHKA Tell.

7, 30,90 TBBpaM KanCyJIH.

He Bcu4ky BHIOBE ONAKOBKM MOTaT Jia 6baT mycHaTH B npojaxoa.

6.6 CneunajaHu NpeanasHH MePKH NPH H3XBLPJIsiHE H padoTa

JlytacTepun ce pe3opOupa npe3 KOXKaTa W [opajii TasH NpuuHHa TpadBa 1a ce H304rBa KOHTaKT C
nospeaeHu kancyau. [Ipu KOHTAKT ¢ MOBPEJIEHH Kancyid, 06/1acTTa Ha KOHTaKT TpAOBa ja ce H3MHE

He3a0aBHO ¢ BOJa H camyH (BxK. Touka 4.4).

Heu3non3BaHuaT NeKapCTBEH POAYKT HIIH OTNAaAbYHUTE MATEPHAIH OT HEro TPAOBa J1a Ce H3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE 3aKOHOBH W3HMCKBaHHS

7. NMPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
Zentiva k.s.

U kabelovny 130,

Dolni Mé&cholupy

102 37, Prague 10
Yewmxka PenyOnuka

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne:

9.  JIATA HA TbPBO PA3PEIIABAHE/TIOIHOBSIBAHE HA PA3PEIIEHHETO 341 ,,
YIOTPEBA

Jlata Ha bpBO pa3pellaBaHe: f:
JlaTa Ha mocneaHo NOJHOBSBAHE:

19 N MKABE



10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

16.07.2019
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