 KPATKA XAPAKTEPUCTHKA HA ITPOJYKTA

; | M3NLAHUTENHA ATEHUNA N0 NEKAPCTBATA
1. HME HA JEKAPCTBEHUA NNPOAYKT - Kpamxa Xapasmepucmuxa Wa npogyxma - Mpurowerue 1

Tamcymun Iyo 0,5 mg/0,4 mg TBLPAN KANCyiu
Tamsudil Duo 0,5 mg/0,4 mg hard capsules

2. I{A‘IECTBEH H KOJHYECTBEH ChCTAB = | OGo60eHue Ne ..o e ]

Beaka Tebpaa Kancyna ceabpxa 0,5 mg qyractepun (dutaster:de) 1 0,4 mg TaMCYJIO3HHOB XHAPOXIOPH]
(tamsulosin hydrochloride) (exBupanenten Ha 0,367 mg Tamcyno3un).

I1oMOIIHH BeIECTBA ¢ U3BECTHO JelicTBHE

Cbaspixka 299,46 mg NpONHAEHINHKON MOHOKanpuiaT, Tui 1l #a kancysa u crenn ot POMUIEHITTHKO] B
9€pHOTO MacTino. CuAbpka CHILO No-Manko oT 1 mmol (23 mg) Harpuii Ha Kancyia U ciean oT JenHTHH
(ko#TO MOSKeE 1a ChABPXKA COSBO MACIO).

33 NBJIHHA CMHCHK HA MOMOLIHHTE BeleCTRa BHXCTE TouKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
TBbpaa kancyna

[IpoasaroBaTH TBHpAK Kancyu ¢ kKagaBo 1210 U ﬁexcom kanave, ¢ orne4aran naanuc C001 ¢ yepro
MacTHJIO H Ab/KHHA IPHOAN3HTENHO 24 mm.

Bcska TBepaa Kancyna chbabpka neneT ¢ MOAHPHLIHpaHo 0CBOGOKIaBAHE C "TAMCYNO3HHOB
XHOPOXJIOPUA H €OHA MEKA KeJJaTHHOBA KaCyna ¢ AyTaCTEpUA.

4, KJIHHHYHU TAHHUH
4.1 TepaneBTAUHHE NOKA3IAHHS

JleueHHe Ha yMepeHo 10 TEXKO U3pa3eHH CHMNTOMHE Ha A0GpoKaYecTBeHa IPOCTATHA XUIEePIIa3ua

(HI1X).

HamansBane Ha pucka OT ocTpa peteHUHs Ha ypuHata (OPY) u onepaTHBHA HaMeca Npu NALUEHTH ¢
YMEpeHo 0 TEXKO u3pa3eHH caMnToMu Ha J[1X,

3a HHQOpMALIHA OTHOCHO €(EKTHTE OT JISYEHHETO H NONYNAMHUTE ALMEHTH, U3CAEeIBAHN B KIHHHYHY
H3NHTBAHKWA, MOJIA BHXTE TOUKa 5.1,

4.2 [H03HpOBKA H HAYHH HA HPHJIO0KCHHE

ﬂﬂﬂﬂ POBKA

Bw3pacmuu (sxriouumenno cmapuecka 8b3pacm)
[IpenopbunTennara fo3a Tamcyaun /{yo e eana kancyaa (0,5 mg/0,4 mg) Begunx au
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Koraro e noaxoaamoe, Tamcyann yo Moxe a ce H3NOI3Ba 3a 3aMeCTBaHe HA €/IHOBPEMEHHOTO
NIPRIOKEHUE HA AYTAaCTEPHA H TAMCYJIO3UH XHIAPOXNOPHUA OT CBIMECTBYBALIA ABOHHA Tepanui, 3a
YIICCHABAHE HA JICUSHHUETO.,

Korato € KIHHHYHO NOAX0AA1IO, MOXKE 4a ¢ OOMHCIM JHPEKTHO NPpEMHHABAHE OT MOHOTEPANHA C
AYTACTEPHI HJIH TAMCYNO3HHOB xuApoxnopua KeM Tamcyaun Jyo.

bvbpeuno yspexcoane |

Edextbt Ha OBOpEeYHOTO YRpEKAaHE BEPXY PapMaKOKHHETHKATA HA NYTaCTEPHA-TAMCYIO3HH HE €

rpoy4eH. He ce ouaksa HeobxoauMocT OT KOpeKIHA Ha f03aTa NpH NauHeHTH ¢ 6u6peyuno yBpexaaHe
(BXK. TOUKH 4.4 1 5.2).

Yeprodpobno yapeacoare

EdekThT Ha UepHOAPOOHOTO yBpeXxJane BLpXy (hapMakOKMHETHKATA HA JYTACTEPU-TaMCYJIO3HH He €
[IpOyUeH, NOopajH KoeTo TpadBa Aa ce npuiara ¢ NOBKILIEHO BHHMAHKE NPH NMALMEHTH ¢ JIEKO 10 YMEPEHO
H3pa3leHo YepHOAPoOHO yBpexAane (BXK. ToUKa 4.4 v Touka 5.2). [IpH malHeHTH ¢ Texko 4epHoapoOHO
yBpexKaaHe, ynorpedara Ha Tamcyaun Jlyo e npotuBonokasana {Bx. Touka 4.3).

Ileouampuvna nonynayus |
JlyTacTepHA-TaMCyJI03HH € IPOTHBONOKA3aH 3a ynoTpeba B neAuaTpu4HaTa nonyialua (Ha Bs3pacT 00,1
18 roauHu) (Bx. Touka 4.3). ‘

HauyuH Ha NpUIOKEHHE

[lepopanno npunoxeHue.

[NanuenTuTe TpabRa 1a OBAAT UHCTPYKTHPAHH Aa NMOTIBINAT KANCYJIUTE ey, npuonusurenno 30 ManyTH
CJIEA €HO H ChLIO XPaHEHE 3a JeHd BCekH JAcH. KancyuTe He TpA0Ba Aa C€ AbBYAT WK OTBApAT.
KOHTaKTBT ChC CHABPKAHKETO HA KaNCyaTa AyTACTEPH, KOATO €€ ChAbpPXA B TBLPAATA KancCyja MOKE
Ja Npeau3BHKaA ApPa3HEHE Ha opodapuAreanHara JMraBuIa. | .

4.3 IIpoTHRONMOKA3AHHA

Tamcyaun [lyo e npotuBomnokasaH 3a ynorpeba npu:

- KEHH, Jela W OHOUIH (B, TOUKa 4.6);

— MAalHEeHTH CbC CBPBXYYBCTBHTEIHOCT KM AYTACTEPUN, APYTH HHXUOHTOPH Ha S-anda peaykrazara,
TAMCYJIO3HHOB XHAPOXJIOPH { BKIIFOUUTEIHO NPH UHAYLUHPAH OT TAMCYAO3HH aHTHOEAEM), CO4,
$BCTBLUH WIH KBM HIKOE OT MOMOIIIHUTE BEIECTBa, ONHCaHH B Touka 6.1;

~ NALHUECHTH ¢ AHAMHE34d 332 OPTOCTaTHYHA XHMOTOHHA,
- NauMeHTH ¢ TEXKKO YSPHOAPOOHO yBpeKIaHe.

4.4 Choenuannu npeaynpexieHdas H NpeAna3Hd MepPKH OPE ynoTpeoa
KomOHHHpaHa Tepanua Tpabea aa ce npeAnucea caMo CIe BHMMATENHA OHEHKA HA ChOTHOIIEHHETO
noj3a/pHCK, TOpaay MOTEHLHAIIHO TOBHLICHHA PUCK OT HeXKeNIaHH ChOMTHA (BKIKUHTENHO ChPICYHA

HEAOCTATBYHOCT), KAKTO U cjie] OOMHCNAHE HA Bb3MOKHOCTHTE 3d AATEPHATHBHO NEUYEHHE, BKIIOUHTEHO
MOHOTEPAaNnHH.
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Kapuuuam Ha npocmamama it BUCOKOCINENEHRU MYMOPU

[Mpoyusanetro REDUCE ¢ 4-rofHUIHO, MHOTOLEHTPOBO, PAHJOMH3HPAHO, ABOHHO-CIIATIO, IIALEeso
KOHTPOJIHPAHO IPOYYBaHe, KOETO Hi3cneapa edexra Ha (0,5 mg AyTacTepun AHEBHO BbPXY MALHEHTH C
BHCOK PHCK OT KapLIHHOM Ha NpOCTATaTa (BKIKOYHTENHO MBXKE Ha Bb3pacT 50 10 75 roaHHH ¢ HHBa Ha
PSA ot 2,5 po 10 ng/ml u oTpuiaTenta 6uoncus Ha npocTarata 6 Mecelia IpeaH BKIIOYBAHE B
MPOYYBAHETO) B CPaBHEHHE ¢ ManeGo. PeayitaTuTe OT TOBA NPOYYBAHE MOKAZBAT MO-BHCOKA YECTOTA HA
KapUHHOM Ha npocTarara ¢ oneHka no Gleason 8 — 10 npu Mbikere, nexysaHu ¢ aytactepus (n = 29,
0,9%) 8 cpagnenue ¢ naanedo (n = 19, 0,6%). Bpr3kata Mexay IyTacTepui H BHCOKOCTENEHHHUS
KapUHHOM Ha nmpoctaTara ¢ oleHka no Gleason 8 — 10 ¢ veacHa. CnenopatentHo, Mbike NpHeMallH
Tamcyaun lyo, Tpabsa 1a ObJaT OLIeHABAHH PEAOBHO 34 PHCK OT lcapuﬂﬂnm Ha NpocTaTara,
BKJIOYMTENHO upe3 n3cneaBane Ha PSA (Bx. Touka 5.1).

Hpocmamuo-cneyugniuen anmuzen (PSA)

CepyMHaTa KOHLUSHTPALHA HA IPOCTATHO-CIICUHPHIHHA aHTHIeH (PSA) e BakeH KOMNOHEHT 3a
OTKpHBAHE HA KapUHHOM Ha npocrtaraTa. (e 1eueHue B NpoABIKEHHE Ha 6 Mmeceua Tamcynun Hyo
NpeaIu3BUKBA HAMAIABAHE HA CPEHUTE CEPYMHH KOoHLenTpaii Ha PSA ¢ npubmisurenno 50%.

[Tpu nauuenTure, npueMaid Tamcyaua I{yo, TpaOea oa ce yCTAHOBH HOBA H3XOIHA CTORHOCT Ha PSA
cnen 6 Mecella ieueHHe ¢ Qyracrepull. [Ipenoppusa ce croiinocTHTe Ha PSA na ce npocnesraTt peaoBHO
cnex ToBa. BCAKO MOTBbLpAEHO NOBHINABAHE OT HaH-HHCKATa CTOHHOCT HAa PSA o Bpeme Ha neyeHneTo ¢
Tamcyaun Jlyo Moxe 1a € MPU3HAK 33 HATHYKME HA KAPIWHOM HA TIPOCTATATa HIIH HeChOMmoaaBaHe Ha
TepanuaTa ¢ Tamcyaun Jyo u Tpa68a A2 ce oUeHsIBa BHUMATENHO, HOPH aKO Te3H CTOHHOCTH ¢a BCE OLIIE B
PaMKlTE Ha2 HOPMAITHHTE CTORHOCTH, XapaKTepHH 3a MBKE, KOHTO HE IpHeMaT HHXUOHTOp Ha S-anga-
peaykTasata (Bx. Touka 5.1). [Tpn HHTepnipeTHpaHeTo Ha cToliHocTHTE HA PSA 3a mauyeHTH, KOHTO
npHeMar aytacrepull, Kato 0asa 3a cpapHeHHe TpAOBa Aa ce U3NOA3BAT NpeAMIHATE CTOAHOCTH Ha PSA.

Jleuenuerto ¢ TaMmcyaun [lyo He Biuae Ha H3MON3BAHETO HA PSA xato noMOIHO CpeacTBO 3a
OAArHOCTHIHPAHETO HA KaplIHHOM Ha MIPOCTATATa ClIell YCTAHOBABAHE HA HOBA H3X0JIHA CTOHHOCT.

CepyMHH HHBa Ha o0 PSA ¢e BpblIAT KbM H3XOJHUTE CTOHHOCTH 10 6 Mecena chen,
NpeycTaHOBABaHE Ha JieueHHeTo, ChOTHOMIEHHETO MEKAY ¢BoOOAHHS H 001IHA PSA ocTaBa MocTosHHO,
JOPH noj Be3aeiicTeuero HA Tameyaun Jlyo. Ako KIHHULHCTBT H30epe A1a H3NMOoI3Ra IIPOLIEHTA Ha
cB0oOOHHA PSA KaTo NOMOLIHO CPEACTBO 34 YCTAHOBABAHE HA KAPUHMHOM HA MPOCTATaTa [IPH MbXKE,
nexkyBanu ¢ Tamcyaun lyo, HaMa aa € HeoOX0aHMa KOPEKLIHA Ha CTOHHOCTTa MY. |

[Tpean vHavanoTo na tepanng ¢ Tamcyaun Jlyo 1 nepHoJH4HO Clel TOBA Ha NalMeHTHTe TpaOBa na ce
NPOBEAAT PEKTANTHO TYLIHPaHe, KAKTO H APYTH H3CASABAHHA 3a JHATHOCTHKA HA paK Ha MPOCTATATa HIIH
Jpyry 3a00naBaHui, KOHTO OHXa MOTNIH 1a MPUYHHAT ChIiUTE CHMNTOMH Kato JITTX

Copoeuno-cviosu nexceranu Cobumus

B ABE 4-rOQMIIHH KNMHWYHH NPOYYBaHKA, YECTOTaTa Ha ChpAeYHaTa HEAOCTATbYHOCT (muﬁﬂﬂﬂpaﬂ
TEPMHH 3a AOKNAABAHKU ChOHTHS, FABHO ChPACUHA HEAOCTATHYHOCT H 3aCTOHHA ChpACYHA
HEAOCTATBYHOCT) € NO-BHCOKA HPH NMAaLMEHTH, KOWTO NPUEMAT KOMOHHALMATA OT AYTACTEPH H
andai-aapeHopelienTOpeH aHTArOHUCT (IPEIHMHO TaMCYTO3HH), OTKOJIKOTO Cpell NMalHEHTH, KOUTO He
npHeMaT KoMOuHalaTa. Buipeky TOBa B T€3H NMPOYYBAHHA YESCTOTATA HA ChpAeYHa HEJOCTAThYHOCT €
[10-HHCKA BbB BCHYKH AKTHBHO H3CJIEIBAHH I'PYIIH H APYIHTE HAJIMYHHA AGHHH 33 OYTACTEPHA, U
anga,-aApeHOPEUEITOPHHA AHTArOHHCTH HE MOAKPENAT 3aKTIOHYCHHETO 33 MOBHIIEH ChPAC
(8. Touka 3.1).
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Hosoobpasysanus na mresnama xciaesa

[py MBiKe, BpHeMAIlN TyTACTEPHA, B KIHHAYHH TIPOYHBAHHA H TI0 BPEME Ha NOCTMAPKETHHIOBHS NEPHO
ce cboO1laBa 33 PEAKH CNyYaH Ha KapLMHOM Ha rbpaaTa. Bhrpekn TOBa enyaeMHOIOrTHYHN NpOyYBaHHA
HE TIOKa3BaT NOBHIIABAHE HA PHCKA OT Pa3BUMTHE HA KAPLUWHOM Ha r'bpJaTa IIPH MbXeE, CBbP3aH ¢
ynorpebarta Ha 5-anda peayktasHi HHXHOHTOpH (BXK. Touka 5.1). JiekapuTe TpabBa Aa HHCTPYKTHPAT
CBOMTE NAlHEHTH 1a cho0IaBaT He3abaBHO 33 BCAKAKBH MPOMEHH B ThKAHTA HA IbPAMTE, KaTO OYUKH UIH
CEKPET OT 3bPHATA.

Bubpeuno yepexcoane

JleueHHeTo Ha NauMeHTH ¢ TexKo OBOpeUHO yBpexkIane (KpeaTHHHHOB KIHpBHC nod 10 ml/min) Tpsabea
A4 ce OChIIECTBABA ¢ MOBHILIEHO BHUMAHHE, Thil KATO Te3H NALMEHTU He Ca IPOYYCHH.

Xunomonus

Oprocratnuna: Kakto ¢ apyrn anda;-agpeHopelleNITOPHE aHTarOHUCTH, TaKa K [I0 BpeMe Ha JICYEHHE ©
TaMCYRO3HH MOXeE J1a ce HaONI01aBa NOHIDKABAHE Ha apTEPUATHOTO HAIATAHE, KOETO B PeJIKH ClyYau
MO3KE a JOBele 10 CHHKOIM. [1aiueHTHTE, KOHTO 3ano4Bat JedeHne ¢ TaMcyaun Qyo Tpabea aa 6baar
npeAynpeacHH AA CEAHAT WK A NIETHAT PR IT6PBHUTE MPH3HALN H4 OPTOCTATHYHA XHNOTOHHA
(3aMairaHe, c1aboCT) JOKATO CHMITOMHTE OT3BYYAT.

3a na ce ceeae N0 MHHHMYM Bb3MOKHOCTTE 3@ Pa3BHTHE Ha NOCTYPAIHA XMIIOTOHHSA, TALHEHTHT TpAOBa
Aa Obae xeMOAHHAMH4YHO cTalHeH Ha anda;-aipeHopeliENTOPEH aHTAMOHKHCT NPEIH A2 3an0vHe
ynotpeba na PDES nnxuburopu.

CumnroMatHuHa: [Ipenoppysa ce nopyilleHO BHUMaHKeE, kKOraTo anda aapeHeprivyHy OIOKepH,
BKJIIOYMHTENHO TAMCYJIO3HH C€ NpHaaraT eAHoppeMenno ¢ PDES waxnbutopn (HanpuMep cuiaerHadmn,
Taganagun, sapaeHagun). Auda,-agpenopenentopaute aHTaronuctd B PDES unxubntopure ca
Ba30AHIATATOPH, KOHTO MOTAT A4 NOHHAKAT KPBbBHOTO Handrane. EasoBpeMennara ynorpeda Ha Te3n JBa
KJaca NeKapcTBa NOTEHUUATHO MOXE Aa NPUYHHHE CHMNITOMATHYHA XHIIOTOHHS (BX. TovKa 4.5).

Humpaonepamugen cunopom rna amonuunus upuc (HCAH)

[Ipy HAKOM MALHEHTH, KOUTO CE NEKYBAT NOHACTOALIEM HIM ¢4 OHNH NIeKYBaHH NPEAM ¢ TAMCYJIO3HH, MO
BpEME Ha ONepalys Ha katapakTa € Hab/moaaBaH MHTPAOIEPATHBEH CHHIPOM Ha ATOHHYHHA HPHC
(MCAM, BapuanT Ha cuHApoMa Ha TAcHaTa 3eHuLa). HCAW Moxe fa moBHIUW pHUCKA OT OYHH
YCIOXKHEHHA MO BpeMe Ha M ciien onepauuata. [Topann Tasu npHYMHa He ce NPenophYBa 3aM04YBaHe Ha
nevyerue ¢ Tamcyaun Jlyo nmpy mauneHTH ¢ HaCpoYeHa onepalns Ha KaTapakTa.

o BpeMe Ha MpeONEepaTHRHATA OLEHKA XHPYP3UTE, H3BLPIUBALIH ONEpallHH HA KaTapakTa, # eKHIHTe
odTanmMono3u TpaObea 1a B3eMart npeaBHA ¢akTta Aand NalHeHTHTE NPHEMAT HIIH ¢a NPUEMaNH 1aMCy I
Jyo, 3a 11a ce OCHTYPAT MOAXOASHIY MEePKH 3a oBnanaBate Ha MCAH no peme Ha onepaumara.

CnupaHeTo Ha npHeMa Ha TaMCYIIO3HH | — 2 ceIMHIM NpeaH ONepaliHaATa Ha KaTapakTa ce CMATa 3a
NOAE3HO, HO PeaiHATa [10J13a H NPOABIKHTENHOCTTA HA NEPHOAA OT BPEME, 32 KOHTO JIEKapcTBOTO TpAbBa

14 ce CIOpe Npeiu ONepalHATa HA KaTapaKkTa, BCe Ol He ¢a YCTAHOBEHH.

Kancynu ¢ napywena ysiocm

HyTactepun ce abcopOupa npes Koxara, Mopagy KOETo XEeHHTe, AelaTa i IOHOWHTE TPAG
KOHTAKT ¢ KAICyAH ¢ HAPYLIGHA LWAIOCT (BXK. TOYKA 4.6). AKO TOBA ¢€ CIY4YH, KOHTAKTHAT
BeJIHaTa /1a ce H3MHe C BOJIA H CaNyH.
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Huxubumopu wa CYP344 u CYP2D6

EnHOBpeMEHHOTO NPHIIOKEHHE HA TAMCYJIO3HHOB XHAPOXNOpHA ¢ MOLHK HHXHOHTOpH Ha CYP3 A4
(HampHMepP KETOKOHA30), WM B M0-Manka CTeneH ¢ MOIHH kuxuburopu Ha CYP2D6 (nanpumep
MapOKCETHH) MOXKE J1a IIOBHILIY €KCIIO3HLHATA HA TAMCYJI03HH (BXK. Touka 4.5).

CnenoBatenHo TAMCYIO3HHOB XHAPOXIOPHA HE €€ NPENOphUBa [PH MAUHEHTH, IpHeMaLly MOLIEH
CYP3A4 unxubutop u Tpabea na ce U3MON3BA C NOBHINCHO BHUMAHHE PH NAUMEHTH, KOHTO MTPHEMAT
- ymepen CYP3A4 nuxuburop, MoteH nin ymepeH CYP2D6 unxuburop, komGunauus or CYP3A4 u

CYP2D6 uHXHOHTOPH, N NPH MALIMEHTH, 32 KOHTO € YCTAHOBEHO, Y€ ca 0aBHH MeTaboaH3aToOpH Ha
CYP2Des.

IIpomenu 8 nacmpoenuemo u oenpecus

[lpu naumenTy, nexyBaHu ¢ Apyr nepopaineH S-anda peiykTazeH HHXHOUTOP, HMa CHODLIEHHS 33
MPOMEHH B HACTPOSHHETO, BKIIIOYHTENAHO ACPECHBHO HACTPOCHHE, AEMIPECH U, TIO-PAJKO - CYHLIHEHA
uneanus. [anyenture Tpﬂﬁna A2 NOThPCAT MEAHLIHHCKA KOHCYATALMA, B CTy4ail Y€ NPH TAX Bb3HHKHE
KOHTO H Ja OHNO OT TE€3H CHMITTOMH,

- Heproopobuo yspescoare

JlyTacTepna-TaMCyJIO3MH HE € NIPOYYEH NPH NALHEHTH ¢ YepHoApoOHO 3a6onaBane. U3HcKBa ce
MOBHIIEHO BHHMAHKE NMPH NpHiokeHneTo Ha Tamcyaun Jyo npu naygueHTH ¢ NeKo 10 YMEPEHO
uepHOAPOOHO yRpexAaHe (BX. TouKa 4.2, Touka 4.3 1 Touka 5.2).

Tamcyoun [yvo ce0vbpaca nponuteHzaukon
ToBa JekapcTBO chIbpKa 299,46 mg nponuacHrIHKoN MOHoKanpunart, Tun Il BBB BcAka Kancyna

(cxBHBaNeHTHH Ha noBeue OT 1 mg/kg/neH, HO Ha mo-Manko ot 50 mg/kg/nen NPONHAEHTINKON) B CleOH
OT MPOMNNEHITUKON B YEPHOTO MACTHIIO,

Tamcyoun [Iyo ceOoporca reyumun om con
ToBa nekapcTBO ChALPXKA CNEAH OT JIELHTHH OT COA, KOHTO MOXe 1a ChAbPAKA COeBO Macao. Tosu
JIEKapPCTBEH MPOAYKT He TpaOBa Ja ¢e H3MOJI3BA [IPH HANHYHE HA aneprus KbM (PBCTBLH HIH COA,

Tamcyoun [yo cvowvpxca nampuii
Tora nekapcTBO CLABPXKA NO-MANKO OT 1| mmol HaTpuil (23 mg) Ha lcancyna, T.€. MOXKE Ja CE KaXe, ue
NPaKTHYECKH HE ChABPKA HATPHIA.

4.5 B3aEMOI¢HCTBHA ¢ APYIH JJEKAPCTECHH NPOAYKTH R APYrH $OpMH HA B3aHMoaeiicTBHE

HsaMa npoyuBaHus 3a& TEKapCTBEHH B3aHMOISHCTBHA 3a KOMOHHAUMATA Ay TacTEPHA-TAMCYJIO3HH.
[TocoueHara no-gony MH(pOpMAIHA OTpa3fiBa HATHYHHATE NaHHH 33 OTAENHHTE CHCTABKH.

hymacmepuod

3a usopmanus OTHOCHO MOHIKABAHETO HA CEPYMHHATE H1Ba Ha PSA no BpeMe Ha NeUEHHETO ¢
AYTACTEPHA H HACOKH OTHOCHO AHArHOCTHIIHPAHE HA paK Ha IIpocTaTaTa, MONA BHXKTE TOUYKA 4.4.

Ecbexmu na opyzu aexapcmea svpxy gapmaxoxuremuxama va oymacmepuo

HyTtacTepua ce eTMMHHHPA IMABHO Upes MeTabOoNMU3HpaHe, In vitro NpOyYBAHUATA NOKA3
MeTadonn3bM ce Katanusipa oT CYP3A4 u CYP3AS. He ca npoBexJaHH LEICHACOUEHH
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B3aUMOACHCTBHA ¢ MOLIHH HHXuOHTOPH Ha CYP3A4. Bee nak, B nomyaannoHHo apMakOKHHETHYHO
NpOoy"BaHe CCPYMHHTE KOHLUEHTPAUUUTE HAa AyTacTepu/ ca ChOTBETHO NO-BHCOKH ¢pelHo ¢ 1,6 xo

1,8 nbTH npu Mamek Opoit NaUKeHTH, ICKYBaHH ¢JHOBPEMEHHO ¢ BEPATAMHI MIH JHITHA3EM (YyMepenn
HHXHONTOPH Ha CYP3A4 n nHXHOUTOPH Ha P-rnHKOMpOTEHH), B CPABHEHHE ¢ OCTAHAJINTE NALHeHTH.

[TpoasmxuTenHOTO KOMOHHHpaHe Ha TyTACTEPHA C NEKAPCTBA, KOUTO €& MONIHU HHXHOHTODH Ha
n3oeHsuMa CYP3A4 (Hanp. pHTOHABUP, HHAHHABHP, Heda300H, HTPAKOHA3ON, KETOKOHA30II,
[PHICKEHH NEPOPATHO) MOKE Ja NMOBHIIK CEPYMHHUTE KOHUEHTPALHN Ha AyTacTepHi. BepostHocTTa 34
AONBIHATENHO HHXHOMpPaHe Ha S-andia peXyKTA3aTa NPH NOBHIIEHA EKCIIO3HIM HA AYTACTEPH] € MaJTKA.
AKo 0Dave Ce YCTaHOBAT HeXeNlanu IEKapCTBEHU peakliiy, MOXe Aa ce 00ChIM HAMANABAHE HA YeCToTaTa
Ha npuUeMa Ha JyTacTEPH].

Tpabra xa ce ot6Genexn, Ye NpH SH3IUMHO UHXUGHPAKE, ALITHAT NOMYKHBOT MOXE 1@ CE Y OBIKU

ACIB/THUTENHO H MOXKE 1a OTHEME MOBEYE OT 6 Mecella Ha KOMOHHHpaHa Tepanua Ipeiu Ja ce JOCTHIHE
HOBO CTALIHOHAPHO CBCTOAHHE. |

Ilpunoxenuero Ha 12 g xonecTHpamMuH €lHH Yac cliell IPHeM Ha eAUHHYHA 1034 OT 5 Mg AyTacTepul He
TOBJIHABA (papMAKOKHHETHKATA HA JYTACTEPHA.

Eghexmu na dymacmepud evpxy papmaxoxunemurxama Ha dpyau aexapemaa

B knHHHYHO MpoyuBaHe ¢ Manbk Gpoii yqacTHHIM (n=24) ¢ IPOALIKUTETHOCT ABE CEOMHIM [IPH 3PaBH
Mboke, JyTactepui (0,5 mg THEBHO) He € Oka3an eeKT BbpXy (apMaKOKMHETHKATA HA TAMCYJIO3HH HAH
Tepa3’o3HH. ChIlo TaKa, B TOBA NPOYYBAHE HE € YCTaHOBEHO hapMakoAMHAMHYHO B3aHMOIEHCTBHE,

JlyTacTepnj He noBiingBa (papmMakokuHeTHKaTa Ha RBaphapHH WIH JUrokcuH. ToBa nokasea, ue
AytacTepua He HHxnOupa/muayuupa CYP2C9 unu tpancnopthus P-rankonporteus. In vitro

Npoy4YBaHUATA 33 B3aHMOAEHCTBHA NOKA3BAT, Y€ AyTacTEpHA He HHXHOHpa ensnumuTe CYP1A2, CYP2De6,
CYP2CY, CYP2C19 unn CYP3A4.

Tamcynozun

CBBMECTHOTO NMPHUNOKEHUE HA TAMCYJIO3HH XHAPOXJIOPHI ¢ JIeKapCTBa, KOUTO MOTAT 3 TIOHHXAT
KPbBHOTO HANATAHE, BKITIOMUTEIHO aHecTeTHLIM, PDES nExuOiTOpH ¥ ApYyry anda;-agpeHopelenTOpHH
aHTaroHHCTH O MOTNIO 12 AOBEAE A0 3aCHIICHH XHNOTEH3HBHH edektH, JyTacTepua-TaMCyno3HH He
TpadBa a ce mpunara B KoMOHHaLua ¢ apyru anda;-aIpeHOPeLenTOPHUTE AHTATOHHCTH.

EAHOBPEMEHHOTO MPHAOKEHHE Ha TAMCY/IO3HHOB XHAPOXJIOPHA 1 KeTokoHason (Mouted CYP3A4
HHXHOUTOP) BOAH A0 MOBAIIABAHE Ha Crax H AUC Ha TAMCYII03HHOB XHAPOXJIOPHA CHOTBETHO C
KoeuuHeHT oT 2,2 1 2,8. ENHOBPEMEHHOTO NPHAOKEHHE HA TAMCYJIO3MHOB XHAPOXJIOPH], H HAPOKCETHH
(MoweH CYP2ZD6 nuxuburtop) Boau Ao nosuimarane Ha Cyax 1 AUC Ha TaMCYNIOZHMHOB XHAPOXJIOPH]L
¢bOoTBETHO ¢ KoeduuueHT ot 1,3 u 1,6. IlonoGHo nopuILaBane Ha €KCTIOZHINATA Ce o4akBa npy CYP2D6
OaBHH MeTa0OMM3ATOPU, CPABHEHH ¢ OBbP3H METAOOIH3ATOPH NPH eTHOBPEMEHHQO MPHAMKEHHE C MOLIEH
CYP3 A4 unxubutop. Ebextute o1 eanoepeMenHo npuiokenne Ha CYP3A4 u CYP2D6 unxu6utopu ¢
TaMCYJIO3HHOB XHAPOXJIOPH He ca OUCHABAHYU KIMHWYHO, oDave e HanmHLe TTOTeHLHAN 32 3HAYHTEIHO
MOBHLIABAHE HA CKCTIO3MUHATA HA TAMCYJIO3HH (BX. ToukKa 4.4). |

ChabsTCTRAIIOTO NPHIIOKEHHE HA TaMCyo3UHOB XxHapoxiopuA (0,4 mg) u miMerand (400 mg Ha Bcexw
LIECT Yaca 3a IWeECT AHH) BOAH A0 NOHMKABAHE Ha KIHPBHCA (26%) n A0 nosuinasaHe Ha AUC (448
TAMCYN03HHOB XHAPOXNOPHA. Heod0X0AHMO € NoBHILIeHO BHUMaHHE, KOFATO AYTaCTEPHI-T
NPUIara B KOMOHRAaLUKA ¢ LHMETHAHH. |
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He e npopexaano coelndHUYHO H3MHTBAHE 34 IEKAPCTBSHH B3aUMOACHCTBHS MEXAY TaMCY/I03HHOB
XHAPOXAOPHA ¥ Bapdapuu. PesynTaTute OT OTpaHH4enN in vitre U in vivo NPOyYBaHHUS HE AABaT ACHH
sakmodenud. Jinkiodenak 4 sapdapuH, o0aue, MOraT 1a NOBHINAT CKOPOCTTa HA SIMMHHHPAHE HA
TaMCyJIo3HH. ENHOBpEMEHHOTO NPANOXKEHHE HA BapdapuH H TAMCYI03HHOB XHAPOXIOpUA TpAOBa Aa ce
H3BHPIIBA ¢ TTOBHILEHO BHUMAHHE,

He ca HaOnionaBaHy B3aHMOACHCTBHA MpH NPRIGKEHUE HA TAMCYN03HHOB XHAPOXIOPH] CHBMECTHO €
aTgHONON, eHananpHi, HudeAHNHA HIH TeOPHIHH, CHIIBTCTBAIIOTO NPHIOKEHHE HA PYPO3EMHUA BOAH
10 CriafiaHe Ha NIasMeHHTe HHBA Ha TaMCYJIO3MH, HO ThH KaTo HUBATA OCTABAT B PaHULMTE Ha
TepalleBTHYHNHTE, JO3HPOBKAaTa He TPAOBa Aa ce KOPUTHpa.

In vitro cRoboapata gpakuma Ha TAMCYIIO3HH B YOBELIKA MJia3Ma He Ce NPOMEHA HHTO OT AHa3enaM, HHTO
OT NMPONPAHOO, TPHXAOPMETHA3HA, XJIOPMAIHHOH, AMHTPHNITHINH, JNKNO(EHaK, rAHOCHKIAMHA U
cAMBacTaTHH. TaMCYJIO3HH CBILO He NpoMeHs cBoGoAHHTe GPAKIMY HA THA3ETIAM, TIPOIPAHOIION,
TPUXJIOPMETHAZHI H XNOPMAaJAHHOH.

4.6 PeprunnrTeT, OpeMeHHOCT H KbPMEHe

Tamcyaun Jlyo e mpoTHBONOKA3aH 3a ynotpeda ot skeHH. He ca nposexAaHH MPOyYBAHHS 32
YCTaHOBABaHE Ha e)eKTa Ha QyTacTEPHA-TAMCYN03HH BbpXy OpeMEeHHOCTTa, KbPMEHETO H PepTHIIHTETA.
- Tlocouenata no-goay uudopmalus oTpazspa HaTHYHATa HHPOpMALIKA 34 OTACARHTE ChCTaBKH { BXK.

TOUKa J.3).

bpeMeHHOCT -

KakTto w ocranannte HHXHOHTOPH Ha S-anda peaykrasara, AyTACTEPHA HHXMOMPA NPEBPEBILAHETO HA
TECTOCTEPOHA B JHXHIPOTECTOCTEPOH H 8KO C& IPUIIOKH HA KeHa, OpeMeHHa ¢ GeTyc OT MBKKH N0,
AyTacTepua MoXe Ja TIOTHCHE Pa3sBHTHETO HA BbHLIHHTE NTOJIOBH OpPraHH Ha detyca (Bx. Touka 4.4). B
CIIEpMaTa Ha JIHLA, TPHEMALUM Ay TacTepH ¢é OTKPHBAT MAITKH KONHYECTBa AyTacTepu. He e HaBecTHO
T4JH NAOABLT OT MBXKKH ITOJI MOXKe Ja ObAe 3acerHar HeOnaronpHaTHO, ako HEroBaTa Malika HMa KOHTAKT
ChC CIepMaTa Ha MallMeHT, KOWTOo ce JleKyBa ¢ JyTacTepul (pUCKBT 3a TAKOBA YBPEKAAHE € HaH-BUCOK
npe3 mepsute 16 ceaAMHIIM OT OPEMEHHOCTTA).

KakTo npH BcHuky HHXuOMTOPH Ha S-anda pegyKra3ara, KOraTo NapTHEOPKATA Ha NalMeHTa € OpeMeHHa
HIH € BE3IMOXKHO Jia € GpeMeHHa, ¢ IPenopbyBa NAlHCHTHT Aa H3NOI3Ba KOHJIOM, 3a Jla ce H30erHe
KOHTAKT Ha NapTHLOPKATA CBC ClIEpMATa.

[Tpyn npHIMKEeHHETO HA TAMCYI03HHOB XHAPOXJIOPH/ NPH OPEMEHHH KeHCKH ITBbXOBE H 3aKLH HAMA
TaHHH 33 YBPEXKIAHE Ha ILI10A4A.

3a nHpopMAalHg OTHOCHO NPEIKITHHHYHHTE JaHHH, BXK. TOUKa J.3.

KnpMeHe |
He e w3BecTHO Jany AyTacTepua UM TAMCYJIO3HH C€ eKCKPETHPAT B KbpPMATa NP Xopa.

DepTUIHTET
MMa cpobinenns, ye JyTacTepul MORMNSRE KaUeCTBATa Ha cepMmarta (HamandBaHne Ha Dpod Ha

CHIEPMATO30MIHTE, KOMWUYESCTEOTO HA CNEPMATa H MOABHKHOCTTA HA CNEPMATO3OUHTE) NIPH 3APaBH MBXKE
(pxk. Touka 5.1). Bb3MOXKHOCTTA 338 HAMaABAHE HA MBbXKUA QePTRIMTET HE MOKE Aa Onae H3KAYEHA.

He ca oneHspanu eieKTHTE HA TAMCYJIO03HH XHAPOXAOPHA BBPXY Opos Ha CNEPMATO30HINTE
(pYHKIHATA HA CTIEpMATA.
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4.7 Edexrn Bppxy cnocobaocTTa 32 wodmpane n pabota ¢ MaINHA

He ca u3BBLpLIBAHH NIPOYUBAHHA 33 ePEKTHTE HA AYTACTEPHUI-TAaMCYAHJ BBPXY CocoOHOCTTA 34
mogrpane H padboTa ¢ MallMHH, Benpeku ToBa, nauueHTHTe Tpadsa na Obaar nHGOpMUpaHU 3a
BB3MOXKHATA [I0ABA HA CHMNITOMH, CBBP3aHH C OPTOCTATHYHA XHNOTOHHSA, KaTo 3amaiiBaHe, KoTaTo
npuemat Tamcyaun Hyo.

4.8 HexxelanH JIeKaAPCTBEHH PeaKIHH

[IpencrageHnTe MO-A00y AaHHU Ca CBEP3aHH ¢ €JHORPEMEHHOTO TIPHIIOKEHHE HA IyTacTepHA H
TAMCYNIO34H OT 4-roauinen adanus Ha npoyusaneto CombAT (Kombunupane na Avedart u Tamcynosux
- Combination of Avodart and Tamsulosin), cpaBHenue Ha ayTactepua 0,5 mg u rameynosus 0,4 mg,
NPUIIOKEHH NO BEAHBXK JHEBHO B MPOLbIXKEHHE HA YETHPH M'OAHHH KAaTO KOMOWHUpaHa Tepanud WIH KaTo
MoHoTepanui. JleMOHCTpUpaHa € OHOeKBUBaNIEHTHOCT HA KOMOMHALMATA AYTACTEPHA-TAMCYIO3HH C
eJJHOBpPEMEHHO NPHJICKEHH NYTACTEPHA ¥ TAMCYNIO3HH (BX. TOUKa 3.2). IIpeaocraBena e cbuio
HHQOPMALIHA K 32 NPOPUITHTE HA HEXKENaHH CHOUTHS HA OTHCIIHMTE aKTHBHH BEIIECTBa (AyTacTepHA H
TaMcyno3iH). ObbpHETE BHHMaHME, Y€ He BCHHMKH HeXeNnaHH ChOWTHSA, JOKITaABaHH 33 OTASITHHATE
CbCTABKH, ¢a ChOOUIABaHH ¢ KOMOHHALMATA Ty TACTePHI-TAMCY/I03MH, H ¢A BKIIIOYEHH 34 HH(bopMauHa Ha
neKaps, KOUTO NpeANHCBa JCKApCTROTO,

HNauuu ot 4-roguiinoTto npoyusane CombAT mokasBar, 4e 4eCTOTaTa Ha BCHYKHTE, OLIEHEHH OT
H3C/e0BaTels KaTo JIEKaPCTBEHO-CBbP3aHH HEKENIaHH CHOUTHA 110 BpeMe Ha ITbPBaTa, BTOPATa,

TpeTaTa ¥ YETRBPTATA FOJHHA OT JE€HYEHHETO € Ouna cpoTBeTHO 22%, 6%, 4% u 2% 3a xoMOHHHparaTa
Tepanus NyTacTepHa-TaMcynosuH, 15%, 6%, 3% u 2% 3a MoHoOTepanHgaTa ¢ ayractepna, u 13%, 5%,

2% u 2% 3a MOHOTEepaluaATa ¢ TAMCYN03HH. [10-BHCOKATa YECTOTA HAa HEXKENAHUTE CHONTHA B Ipynara

Ha koMOMHKMpaHaTa Tepanus Mpe3 NbLPBaTa roJAUHa OT JIEYEHHETO Ce Tb/KH Ha MO-BHCOKA YECTOTa Ha
PENPOAYKTHBHH HapYllUeHUA, T0- CNELHATHO HA HAPYILIEHHA HA eAKYJauHsaTa, HabMIOAARAHH NIPH Ta3H

rpyna.

OueHeHUTe OT H3CIEeN0BATENA KATO JEKAPCTBEHO-CBbP3aHH HEXeNaHU ChOUTHS, ChOOLICHH ¢ 9eCcToTAa
T0-BHCOKA HIIH paBHa Ha 1% npe3 mbpBaTa rojuHa OT Ne4eHHeTo B Ipoy4uBanetTo CombAT, knuHHYHHATE

npoyusanus npx Monorepanus Ha JIITX u npoyusanero REDUCE ca nokasann B Tabnuiara no-aomy.

B nonbiHeHHe HEXENAHRTE PEaKLK Ha TAMCYNO3HH MO-A0MY ¢€ OCHOBABAT HA HAJIMMHATa HHpOpMatuA
B NyGIHYHOTO MPOCTpPaHCTBO. YeCcTOTHTE Ha HEXENaHUTE CHOMTUA MOXE AA C€ YBEJIMYAT, KOTaTo Ce
H3M0J38a KOMOMHHpaHa Tepanus.

YecToTara Ha HEXENAHNTE PEaKIMY, HACHTU(PHUHPAHH B KIHHHYHU npquﬂauuﬂ

‘Yeern ( 2 1/100 g0 < 1/10), neyeetn (= 1/1 000 ao < 1/100), peaxs (= 1/10 000 no < 1/1 000), MHOTO
peakd (< 1/10 000). [Ipn Bcako rpynupaHe o CHcTeMo-opraiHy kiacose (S0OC), HexxenaHUTe peakUHH
ca MpeACTaBEHH B HH3XOAAII Pe/ NO OTHOLIEHHE HA TAXHATA CEPHO3IHOCT.

HCTEMO OPraHeH Hexe,1anu peaknue ﬂrmc'replm- MyracTepun 'l‘amcy.rmanu‘“
ac MCYJIO3HR"
apyuleHHs Ha ICHHKDH - . Peaxu
€pPBHATA CUCTEMA | —
Bamagaoct YecT - Yectnt
["naBobonue - - HeuvectH
PACYHHM HapyLUuA ‘bPACHHA HEAOCTATHBYHOCT Heuectu HeuecTi® -
KOMOHHHpaH TepMHH')
[laanuTainu - . &
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IChI0BH HapyLUCHHUA PTOCTATHYHA XUTIOTOHHS - - Heuectn
- —1
Pecnuparopuu, rpbaH | - - Heuectn
1 MeIHACTHHAJIHH | |
Hapy e . '
) —I—
ETGM&I,I.IHD-'-I]JEBHH anex - - HeuvecTH
HapYLUESHH _ | :
Jlnapna - - HeuecTn
ll'aneﬂe - - HevecTH
OBpBILAHE | . - | HeuectH
Eapymennﬂ Ha KoXKaTalAHTHOSHEM - - - Penxu
NMOJAKOXKHATA ThKaH i

HHJIpOM Ha Stevens-Johnson - - 1 Muoro peaxn

pTHKaphi - . - HeuecTu
ke * wlfe -
OpuB - - HevecTu
- - | Heyectu
apymeHUA Ha - - MHoOro peakn
HCTEMA M [BpIATa MMOTEHTHOCT Yectn YecTH -
pPOMEHEHO (HaMaJIeHO) Yecrn YecTH" -
nouno’
EsaxyTauOHHN HAPYIIEHHS © Yectu Yectn ® YecTn
HapymieHns Ha repjaTa’ YecTy YecTu -
06114 HapylieHHA U |ACTEHHSA . - . Heuectn
edeKTH HA MACTOTO Ha | “
MPHIOKEHHE |

8, JlyTactepu-TaMCyo3uH: oT npoyuBaiero CombAT — 4ecToTHTE Ha Te3H HEXENAHH ChOUTHS
HaMaJIABAT O BpEME Ha JieueHHeTo, oT 1-Bata 1o 4-Tara rojnHa. :

® IyTactepHa: OT KIMHHYHHTE MPOYYBAHHA ¢ MOHOTepanus Ha JII1X

°, Tamcyno3uH: oT ocHOBHHES npodun Ha 6esonacHoct B EC (EU Core Safety Profile) na ramcynoann.
4 TIpoyusane REDUCE (Bk. Touka 5.1)

| KoMOWHHDAHUAT TEPMHH ChPAEYHA HEAOCTATEYHOCT BKIIIOYBA KOHMECTHBHA ChplcyHa
HEJOCTATBYHOCT, ChpAeYHa HEAOCTATHHHOCT, IEBOKAMEPHA HENOCTATEMHOCT, OCTpa ChPIASYHA
HeOCTATHYHOCT, KAPAMOreHeH LIOK, OCTPa JIEBOKAMEPHA HEJOCTATbYHOCT, JECHOKAMEPHA
HEAOCTATRYHOCT, OCTPA JeCHOKaMepHa HEA0CTATHYHOCT, KaMepHa HENOCTAThYHOCT, KapAHOMYIMOHATHA
HeAOCTATBYHOCT, KOHMECTHBHA KapAHOMUOIATHS

2 BKIIOYBA HANPEKEHHE B YroJEMABaHe Ha MbpAMTE.

3. Tesu Hexenany CbOUTHA B ceKCYanHaTa GYHKLMA CE CBhP3BAT C JISYSHHETO ¢ AYTACTEPH
(BKJIIOUHTENTHO MOHOTEpANHA H KOMOWHALMS ¢ TaMCyI03HH). Te3n Hexxenann crbuTha MoXe na
NePCHCTHPAT CleJ MpeyCTAHOBABaHE Ha JeueHueTo. PoiaTa Ha gytacTepus no OTHOLIEHHE Ha TOBA
NepCHCTHpaHe He € U3ACHEHa, |

*. Bxnousa HaMangBaHe Ha obeMa Ha cIiepMara.
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Hpyr# 1aHHy

[IpoyuBaneto REDUCE nokazea no-eucoka 4ectora na Gleason 8-10 xapunHoME Ha npocTaTaTa npH
MBbKETE, ICKYBaHH C JYTACTEPHA B cpaBHEHHE ¢ mnauebo (Bx. Toukd 4.4 1 5.1). He € ycranoBeHo nanu
e(heKTBHT Ha AYTACTEpH]| 3a HaManiaBaHe obeMa Ha NPOCTATaTa MW CBLP3aHH C NPOYUBAHETO HAKTOPH Ca
NOBJIHSUIA BLPXY PE3yNTATHTE OT TOBA MPOYyUuBaHE.

CneaHoTO € AOKIaABEaHO B KIIHHHYHY NPOYYBaKUA M NOCTMAPKETHHIOBa yrotpeba: KApnHHOM Ha repaaTta
npH MbXe (BXK. TouKa 4.4).

[JocTMapXeTHHIOBH AAHHU |
Hexenannte cBOHTHS OT NOCTMAPKETHHIOBOTO HAOMIOACHHE B LUSIIHA CBAT €4 YCTAHOBEHH OT
CIIOHTAHHHTE MOCTMAPKETHHIOBH AOKIAAH, MOPAJAH KOSTO PeallHATa YeCTOTA He € H3BeCTHA.

Lymacmepuo

HapyumieHHs Ha HMyHHaTa CHCTEMA
C Hen3BecTHAa YeCTOTA: ANEPrHYHH PEeaKLHH, BKIHOYUTEIHO 0OpUB, Chpbexk, YPTUKapHsL, TOKaIH3HpaH
OTOK H AaHTHOEAEM.

[TcuxyuyHHn HapyLICHHS
C HEeH3BECTHA YeCTOTA: ACMPECHS

HapyuieHua Ha KOXaTa U NOAKOKHATA THKaH
Heuectu: anoneuus (3ary0a Ha OKOCMABaHE, IVIaBHO TI0 Tsmom), XMIIEPTPHXO34.

Hapyimenua Ha Bb3MPOU3BOAHTEIHATA CHCTEMA H TBpAATa
C HeH3BeCTHA yecTOTa: 00/Ka M MOAYBAHE HA TECTHCHTE

Tamcyaozun

[To Bpeme Ha NOCTMapKETHHIOBOTO HAOMIOAEHKE CHOOIEHHATA 38 HHTPAONEPATHBEH CHHAPOM Ha
atonqnns upuc (MCAH) (papuanT Ha CHHAPOMa Ha TACHATa 3€HHIA) NPH ONEPATHBHO JICYEHHE HA
KATApaKTa ca CBbpP3aHH ¢ anda,-aaApeHOpeUENTOPHUTE AHTATOHHCTH, BRIOYHTENHO TamCy103HH (BXK.

Touka 4.4).

Ocgen 10Ba, BLB Bpb3Ka ¢ ynoTpe0ara Ha TAMCYJI03HH A AOKIAABAHH NPEACHPAHO MBXIECHE, APHTMHA,
TAXUKAPAHA, AHCIIHEA, ENMHCTAKCHC, 3aMBIVIEHO 3peHHE, HApYLICHHE Ha 3PEHHETO, EPHTEMA MYITUHOPME,
~ ekCONMaTHBEH ACPMATUT, HapyIIEHHEe Ha eAKyNalHATa, PETPOrpaaHa eAKyialus, HeyCnellHa eKy1aius
M CYXOTa B yCTaTa. YecToTara Ha HeXelaHuTe ChONTHA H poNATa HA TAMCYJ/I03HH 34 TAXHOTO
NpHYKHARAHE HE MOTaT Aa OBJAT onpenencHy ¢hC CHIYPHOCT.

Conob1i1aBaHe Ha NOAO3HPAHH HEKENAHH PEAKIIHA
Crnobiapadero Ha NOAO3HPAHH HEXKEJIaHH peakuud clej paspelliapaHe 3a ynorpeda Ha JIEKapCTBEHHA

NPOAYKT € BAXKHO. ToBa nossoABEa Aa NPOABIKH HAOMIOAeHHeTO Ha CheTHOIICHHETO 110N13a/pHCK 32
neKapcTBeHms MpoAyKT. OT MEIHUHHCKHUTE CNENMATHCTH CE H3HCKBa J1a ChOOIIABAT BCAKA MOA03HMPaHAa
HEKENaHa peakuns upes MambannTenHa areHund no jexkapeTeara, yi. ,Jamsan I'pyes” Ne 8,1303 Codms,
ten.: 02 8903417, yeGeaiit: www.bda.bg.
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4.9 IIpeaosupane

HaMa HUTHYHH JaHHK 33 NPEA03HpaHe ¢ KOMOUHALMATA AyTacTepha/TaMcynosuH. [IpeacraBeHara mo-
N0y HHQOpMaLHa OTpa3ABa HAIHMYHATA HHPOPMALHS 3a OTAESTHHTE CHCTABKH.

Hymacmepuo

B npoyyBannd ¢ gyracTepui, IpOBeIeHH MpU N0GPOBOJIM ca NpUNAraHd eARHHYHHA JHEBKH 103U
aytacrepu a0 40 mg auesHo (80 MbTH TepaneRTHYHATA 103a) B NPOIBLIKEHHE HA 7 [uu 6€3 JHAYMMHU
npobaeMu, cbp3anH ¢ 6esonacHocTTa. [IpH KIMHHYHUTE W3NMHTBAHHA HA YUACTHHLIHTE Ca NPHIAraHu
JO3M OT 5 mg ZHEBHO B MPOABIDKEHHE Ha 6 Mecela Oe3 JONBbIHUTEIHH HEXKENAHH PEAKIIHU CTIPAMO TE3H,
HabmoaaBaHH NpH TepanesTHYHH K031 0T 0,5 mg. Hama cnennduuen aHTHIOT Ha AyTacTepH, Nopaau
TOBA NpH ChbMHEHHE 34 TIPEAO3HpaHe TpA0Ba Ja ce Ha3Ha4yM NMOAXOAAHI0 CHMIITOMAaTUYHO H MOAOBPKALIO
JieyeHHe.

Tamcynosun

Cpo01IeHO € 3a OCTPO MPEAO3UPaHe ¢ 5 mg TaMCYJIO3HH XHiapoxaopua. Habmogaeanu ca octpa
XHMOTOHUA (CHCTOJIMYHO KPEBHO Handrawe 70 mm Hg), moppelliaHe H AHAPHA, KOHTO ca NeKYBaHH ¢
BIHBAHE HA TeYHOCTH H NIALUHEHTEHT € U3NHCaH Olle Ha Chugud AeH. [Ipi ocTpa XHWROTOHHS, HACTBNHKIA
clie[ npefosupate Tpa0Ba 1a c€ OCHTYPH ChPAEYHO-ChI0BA NOAAPBXKKA Ha nauuenTa. KphBHOTO
HA/SraHe MOXE JIa Ce Bb3CTAHOBM H CHPACHYHHUAT PUTEM Ja CE HOPMaJIH3HPa IIPH MOCTABAHE Ha
MNALMEHTA B JIETHANO MOJIOXKEHHE. AKO TOBA HE NMOMOrHE, MOTAT fja ¢& M3M0J13BaT 00eMOo3aMeCcTUTEIH H
npH HeoOxoauMocCT Basonpecopd. Tpabea aa ce npocneaasa Op0peyHaTa GpyHKUHMA H 43 Ce npuiara
obilonoATEpXalLIe AeHeHHe. Manko BeposTHO € AHanH3aTa Aa MOMOTHE, Thif KATO TAMCY/03HH €
CBBP3aH B MHOTO BHCOK& CTENEH ¢ NAA3ZMEHHTE NPOTEHHH.

3a 3a0aBaHe Ha aOcopOLHATA MOTAT 1a C€ B3eMaT MEPKH KaTo NpeAH3BHKBaHe Ha NOBpbliaHe. [IpH
[MPHEM Ha roJIEMM KOJTHYECTBA MOXKE Ja CC HAIIPAaRH CTOMAIHA MPOMHBKA U 1A C€ TIPHIOKAT AKTHBEH
BbINEH H OCMOTHYEH AKCATHB KATO HAaTpHeB cyadar.

5. @®APMAKOJIOI'MYHH CBOHCTBA
3.1 @apmaxkoAHHAMHYHM cBONACTBA
dapmakoTepaneBTHYHA rpyna: Anda-agpenopeuentopun antaroHucTH, ATC kog: GO4CAS2

HyTacTepua-TaMCyJIO3KH € KOMOHHALIUA OT ABE NeKapCTBa: AYTACTEPHI, RBOCH HHXHONTOD HA
5 a-penykraszarta (5 APH) W TaMCYJIO3HHOB XHAPOXNOpHI, AHTAarOHHCT Ha ¢ la K ald

aipEHOPELETITOPHTE. TE€3H TeKkapcTBa HMAT AOMBJIBALIH C& MEXAHH3MH HA AclicTBHE, KOHTO Obp30
nogoOpARaT CHMNTOMHTE, YPHHUPAHETO W HAMAJIABAT PHCKa OT 0CTpa peTcHIMA Ha ypuHaTta (OPY) u
HeoOX0OMMOCTTa OT OnepaTHBHA HaMeca 3a JI1X. i

Hytactepua uHxubHpa kakTo THN 1, Taka M THN 2 H30EH3UMMTE Ha 5 anpa-peayKra3aTa, KOUTO
OTrOBAPAT 33 NPEBPBILIAHETO HA TecTocTepoHa B AUXHApoTecTocTepod (AXT). AXT € OCHOBHHAT
aHJPOTreH, OTTOBOPEH 32 YroJIEMABAHETO HA npocTara ¥ passutHeTo Ha JITIX. Tamcynosnn uaxubupa

ala v ald agpeHEepriYHHTE PEUEATOPH B MIAAKUTE MYCKY/IH HA IPOCTATHATA CTPOMA U B LUHIHKATA HA
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Ipunoosicenue na aymacmepiuo 3ae0H0 ¢ MAMCYRO3UN

[IpeacTaBenuTe NO-A00y JaHHH OTPa3ABaT HaTHYHATA HHGOPMALIKA 3a eYEeHKUE ¢ IPHIaraHe Ha
AYTacTepu/l 3a€AHO ¢ TAMCYAO3HUH.

Hytacrepun 0,5 mg/anesno (n = 1 623), Tamcynosnn 0,4 mg/nuerHo (n =1 611) uiu koMOHHANWMATA OT
aytactepuna 0,5 mg nmoc TamMcynosud 0,4 mg (n = 1 610) ca oueneny npn Mbxe C yMEpPEHO TEXKKa J0
Texkka cumnromarnka Ha JIT1X ¢ pasmep na npoctarara 230 mi u cToliHOoCTH Ha-PSA B rpaHunmre or
1,5 - 10 ng/ml B 4 roauiIHO, MHOrOUEHTPORO, MYJITHHALIHOHANIHO, pPAHAOMH3NPAHO, ABOHHO-CIANO
H3NUTBaHe B napanenty rpyny. [Ipubnusurento 53% ot yHacTHHUHTE ca HMaJH NpeIHIIHA eKCIIO3HINA
c 5-anda peayktaseH HHXuOuTOp Mk ¢ anda, Gnokep. [1eprrynara kpafina Touka 3a epHKaACHOCT Npe3
TLPBHTE 2 TOOWHHK OT JEYECHHETO ¢ Ouna NpoMaHa B ckopa no MexayHapoanns BenpocHHK 3a
[IpoctaTHata CuMnToMatHka (International Prostate Symptom Score (IPSS)) - 8-ToukoBa cacTeMa,
ocHoBagalla ce Ha AUA-S] ¢ JonsaHuTENeH BRIIPOC 3a KAYECTBOTO HA XKHBOT. BTOpniHKTE KpaliHu
TOYKH 3a €QUKACHOCT Npe3 2-T¢ NOAHKRH ¢a BKIIOUBAIH CKOPOCT HA MAKCHMATHHSA AeOMT Ha ypHHATa
(Qmax) u pasMep Ha npocratata. KoMOHHALHUATA € NOCTHIHANA 3HAYHMOCT 3a IPSS ot Mecen 3 B
CpaBHEHHE ¢ AyTacTepuA ¥ oT Mecen 9 B cpaBHeHHE ¢ TAMCYNO30H, 32 Qpax KOMOHHALIHATA € NOCTHTHANA ,-
3HAYUMOCT OT Mecell 6 B CpaBHEHHE KaKTO C AYTACTEPHA, TAKA U ¢ TAMCYIIO3KH.

KoMOuHrpaneTo Ha AyTacTEpHA H TAMCYJIO3HH OCUIYPABA NO-rOJISMO MOAOOpEeHHe Ha CHMIITOMMUTE,
OTKONKOTO BCEKH KOMNOHEHT nootaenno. Chen 2 roAMHH 1edeHne KoMOHHHpaHaTa Tepanus € noxasana
CTATHCTHYECKO 3HAYHMO CPEIHO TIOAOOPEHHE HA PE3YITATHTE OT CKOPa Ha CHMIITOMHTE CIIPAMO
M3X0/JIHATA CTOMHOCT ¢ -0,2 ¢UHHIH, |

KopurupaHoTo cpegHO NoaodpeHne Ha CKOPOCTTA Ha YPHHHUPAHE OT M3XOAHHUTE CTOHHOCTH €

2,4 ml/cekyHaa 3a eqHOBpeMeHHATa Tepanug, 1,9 ml/cekyHna 3a aytacrepun 4 0,9 ml/cexkyHna 3a
Tamcyno3uH. Kopurupanoro cpenno nogobpenne ra BPH Impact Index (BIl) ot usxonuure
CTOITHOCTH € -2,] eANHHLIH 3a €AHOBPEMEHHATA Tepanud, -1,7 3a nyrtacrepua u -1,5 3a |
TAMCYNO3HH. Te3u rofgodpeHHs B CKOPOCTTa Ha ypHHHUA noToK H BII ca cTaTUCTHYECKH 3HAYHMH
33 KOMOWHHpaHaTa TepalHid B CPaBHCHHE C MOHOTEPAINHA € KOETO H Aa € OT JBETE JICKapCTBa.

HamanenneTo Ha oOmus npoctaren obem u obeMa Ha NIpexoAHaTa 30Ha cnell 2 roAMHH NEUCHHE €
CTATHCTHYECKH 3HAYHMO 33 KOMOHHHpAHATa Tepantd B CpaBHEHHE ¢ MOROTEPAIIHA ¢ TAMCYIIO3HH.

[TepBryuHaTa KpaiiHa Touka 3a epHKacHOCT NpU 4 roAMILHO JNedeHue ¢ OXa BPpeMeTo 0 NbpBHA ciyyail
Ha OPY unu xupypruuda Hameca, ¢Bbp3ana ¢ AIIX. Cnex 4 roaMiuHO neyeHne, KoMOMHHpaHaTa Teparnug
CTATHCTHYECKH 3HAaYMMO HaMansea pucka oT OPY unu xupypruvHa Hameca, cebp3ata ¢ JI[1X (65,8%
HamaneHue Ha pucka p<0,001 [95% CI 54,7% no 74,1%]) B cpaBHEHHE ¢ MOHOTEpAITHA ¢ TAMCYJIO3HH.
Cny4ante Ha OPY unm xupyprudna Hameca, cebp3ana ¢ JI1X no Noguna 4 ca 6unn 4,2% npu

. koMOuHHpaHaTta Tepanud 1 11,9% 3a tamcynosun (p<0,001). B cpaBHeHue ¢ MOHOTEpanus ¢ AyTacTepui,
xoMOHHMpaHaTa Tepanus Hamangea pucka oT OPY unM xupypruvna HaMeca, cebp3asa ¢ 11X ¢ 19,6%
(p=0,18 [95% CI -10,9% 10 41,7%]). Cnyuyante va OPY unu xupypruysa Hameca, ¢ebpaasa ¢ JIIIX no
N'opuua 4 ca 5,2% npu ayTacTepHA.

BropnuHuTe KpailHH TOYKH 3a ehHKACHOCT cliel 4-rOJULIHO JIeYEHHE Ca BRIIKOUBANIH BPEME 10 KJIHHUYHA
nporpecHa (AepUHHpaHO KaTo CEBKYNHOCT OT: [PSS Bnomasane ¢ >4 Touky, cinydau Ha OPY, cpbp3aHo €
I X, nakodTHHEHLNS, HHeKIHA Ha MHKouHHTe rhTHwa (UIIIT) 1 6pOpedHa HeAOCTATHUHOCT),

npomaHa B International Prostate Symptom Score (IPSS), ckopoct Ha MakcuMalen ypruHeH neoHT ((max)
¥ pasMep Ha npoctararta. Pesynrature cnen 4-roauii=Ho JieueHHe ¢a IpeACTaBeHH no-aomy:

o M ERL, %
[lapameTnp MomenT BbB BpemeTo | KomOunauus | Jlyracrepun ﬁw Y 2QRFS:
OPY unn xupypruvsa YectoTa B Mecen 48 4,2 52 (ot g
Hameca, cebpzaHa ¢ [ X (%) a8 ot SR
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Kaunuuna nporpecus® (%) Mecer; 48 12,6 17,86 21,5a
IPSS (egunuun) [n3xoana croiiHoCT] [16,6] [16,4] [16,4]
Meceu 48 (npomsHa ot | -6,3 -5,36 -3,8a
H3XOJHATA CTOHHOCT) |
Qmax (ml/sec) [#3x0AHa cToliHOCT] [10,9] [10,6] (10,7]
Mecen 48 (npomaHa ot | 2,4 2,0 0,7a
H3X0AHATa CTORHOCT) |
Pasmep Ha nmpocrarara (mi) [M3x0onHa CTOHHOCT] [54,7] [54,6] [35,8]
| Mecet: 48 (% npomana | -27,3 -28,0 +4,6a
OT H3X0AHATa CTOHHOCT) !
ObeM Ha npexogHara 30Ha Ha | [MsxoxmHa croiinoct] | [27,7] [30,3] 130,5)
npocrtarara (ml)# Mecen 48 (% npomsna | -17,9 -26,5 18,2a
OT H3X0JHaTa CTOHHOCT) |
Hupexc va Bnuanue Ha JI[IX | [M3X0AHa cTOiHOCT] [5,3] [5,3] [5,3]
(Bil) (eannnnm) Mecen 48 (npomana ot | -2,2 -1,86 -1,2a
_ H3XOAHATA CTOMHOCT) _ . -
IPSS Bonpoc 8 (3apaseH [u3x0aHa CTOHHOCT] [3,6] [3,6] [3,0]
CTaTyc, CBbp3an ¢ JIIX) Mecen 48 (npoMsana ot | -1,5 -1,30 -1,1a
(eaMHHLN) H3X0HaTa CTOHHOCT) ]

W3xoanuTe CTOMHOCTH ca CpeHH CTOHHOCTH H IPOMEHHUTE OT HIXOAHHTE C& KOPHTHPAHH CPeaHH

NPOMEHH.

* Knunudnara nporpecns e Aeuaupana Kato CbBKYNHOCT oT: IPSS BnouiaBane ¢ >4 To4ky, C1y4ad Ha

OPY, ceop3ano ¢ JI1X, nakontuHeHuns, U u 6u6peuna HenoctaTbyHOCT.

# U3mepen Ha onpenenerdu Mecta {(13% OT paHIOMH3HPAHHTE NALHEHTH )

a. KoMOMHauHATa e nocTHrHana 3Haqumoct (p<0,001) cnpamo TamcyaosuH npes Mecen 48
6. Kombunauuara e nocturaana sHauumoct (p<0,001) copamo ayracrepun npe3 Mecen 48

Hymacmepuo

B Tpu ABYrOogMIIHHY MHOTOLEHTPOBH, MHOTOHALHOHANHH, TNauet0 KOHTPOIHPAHH, JBOHHO-ClIenH

KJIHHHYHH H3NHTBaHKA 33 OLCHKA HA NBPBHYHATA €(PHKACHOCT Ca CpaBHABaHH ayTactepua 0,5 mg AHEBHO
HJIH nianedo npu 4 325 MbxKe ¢ yMEpEHO TekKKa 10 Texka cuMnroMathka Ha JIITX, ¢ obem na npocTarara
>30 ml u cTofinocT Ha PSA B 1manazona 1,5 — 10 ng/ml. BnocaeacTere Te3M H3NHTBAHKA Ca
NMPOABIDKHIN ¢ OTKPHTO NPOABIKEHHE A0 4 rOAUHU NPU BCHYKH NALHEHTH, KOHTO €& OCTAHAJIH B
IPOYyYBAHETO H Ca MPHEMAH ChlltaTa Ao3a nytactepua 0,5 mg. 37% OT NbPBOHAYMANHO PAHAOMH3IHPAHITE
Ha nnauedo nauneHTH H 40% oT nauMeHTHTe, paHAOMH3HPAHH HA JYTAacTEPU], C4 OCTAHANM B
npoy4saHeto 3a 4 roauHu. [1o-ronsama vact (71%) ot 2 340 yuacTHHIH B OTKPHTOTO NPOALIKEHHE CA
32BBPLUHIH ABETE NOMbIHUTENHH FOAHHH Ha OTKPHTO JIeUeHHe, ~

Hali-BaXXHiTe napaMeTpH 3a KNHHHYHA epuxacHOCT ca 0unu CHMIITOMATHYEH HHAEKC Ha AMEPHKAHCKATA
yponoruyHa acolHauus (American Urological Association Symptom Index, AUA-SI), ckopocr Ha
MaKCHMATHUA ypHHeH Ae6HT (Qmax) W yecToTaTa HAa OCTPO 3aXbpikKaHe Ha YPHHA H XHPYprHiecKara
Hameca, ceepp3ada ¢ 11X,

AUA-SI npeacraBngsa 7-104koB BeNpocHHK 3a JIIIX-cBbp3aHaTa CHMNTOMATHKA ¢ MAKCHMANEH ckop 35.
CpenHusaT usxoneH ckop e 6un npubnansurtenno 17. Cnen 6 Mecena, €1HAa 4 ABE FOAHHH JICHEHHE
NAaLHEeHTUTE B rpynara Ha nnauebo ca Many CpeJHO MoAOOPeHHE CbC CHOTBETHO 2,5; 2,5 1 2,3 TOUKH,
AoKaTo B rpynara Ha Avodart noaobpennero € buno ceoTBeTHO ¢ 3,2; 3,8 M 4,5 ToukH. PadnukuTe MEK Y
TPYNHTE Ca CTATHCTHYECKH 3HaYHUMH. [logoOpennero no AUA-SI, nabmozaarano npes nbpBHTE
FOAMHM OT ZBOHHO-CIIANO JieYeHHe, € IPOABLIKIIO H N0 BPEME Ha JIBETE JAOITLIHHTENHH IO
OTKPHTO YALKABaHE Ha NIPOYUBAHHATA.

NL/H/4492/001/1A/016/G |
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Qmax (MakcuManed ypHHeH 1e0uT)

CpeauusaT n3xoneH Qmax & uznutBannsATa e 6un npubausurento 10 ml/sec (HopManen Qmax
>15 ml/sec). Cnea eaHa v iBe NOJHHH JIeYeHHE CKOPOCTTa HA MAKCHMATHMS YPHHEH NeOUT B rpynara
Ha nutanebo € 6una nogobpena ceoTBeTHO ¢ 0,8 1 0,9 ml/sec, a B rpynarta ua Avodart - cbotBeTHO € 1,7

i 2,0 ml/sec. Paznukata Mexay rpynuTe e OMia cTaTHCTHYSCKH 3HAYUMA 3a MeceluTe oT | 1o 24.
[ToBHI1lABaHETO Ha CKOPOCTTA Ha MaKCHMAaAHUs YpuHeH aebuT, HabnonaBaHo npes MbPBHTE 2 MOXHHH
Ha ABOMHO-CAANOTO JICUSHHE, € NPOABJIKHIO H [IPe3 ABETE JONBLIHHTEIHM FOAHHE HA TPOYYBaHHA C

OTKPHTO NPOCHEAsBaHe.
OcTpa peTeHLHA HA YPHHA H XHPYPru4Ha HHTEPBEHLNA

Cnea JByroaMinHo Je4eHHe YeCTOTATA Ha CIyYauTe ¢ OCTPO 3aabprkaHe Ha ypuHa e 4,2 % B rpymara Ha
nnauebo cnpamo 1,8 % B rpynara #a Avodart (57% HaManeHHe Ha pHcka). Ta3u pazanka €
CTATHCTHUECKH 3HAYWMA W O3HA4aBa, Ye 3a Ja ce H3berHe eauH ciyyail Ha O3Y Tpabsa jfa ce NeKyBaT

42 nanuentH (95% CI 30-73) B npoab/bKEHHE HA IBE TOAHHM.

YecToTaTa Ha cBbp3aHara ¢ JAT1X xupypruusa Hameca cnea Ase rofHHH € buna 4,1% B rpynara Ha
nnauebo H 2,2% B rpynata Ha Avodart (48% HaManeHue Ha pHCKa). Ta3H pa3iiKka € CTATHCTHYECKH
3HAYMMa M O3HA4aBa, ue 3a J1a ce H30erte eAWH cnydvaii Ha XUpypru4sa Hameca Tpa0OBa Ja ce nekysar
51 mauuentn (95% CI 33 - 109) B npoABIKSHHE HA ABC TOAUHH.

Pasnpeacnesxie Ha OKOCMABAHETO

EdekThT Ha JyTaCcTEPHA BEPXY PasNpEAENCHHETO Ha OKOCMABAHETO HE € O(PHUHATHO NPOYYBEH TIO
BpeMe Ha daza [l mporpaMara, obaue, HHXuOHTOpUTE Ha 5 ana-peayKTazaTa MOXKE Aa HAMANAT
KOCONaAa H Aa HHAYLMPAT PacTeka Ha KOca npH JMUa ¢ MBKKH THI 3aryda Ha xoca (MbxKa

aHAPOTCHHA AJIoNELHA ).
Tupounana QyHKLHA

Tupouanara GyHKLHS € OLIEHEHa B €HO €AHOTOAHINHO MPOYUBaHe NPH 3ApaBH MBXe. Hupata Ha
cB0GOAHHA THPOKCHH Ca cTabHIHH [0 BpeMe Ha JIEYEHHETO ¢ AyTacTepu/l, HO HHBara Ha TSH ca nexo
nosuwenu (¢ 0,4 MCIU/ml) B cpaBHEHRE ¢ miianebo B kpas Ha €IHOTOAHLIHOTO JieueHne. bl kaTo
TSH nugata ca papuabuann, cpeauute TSH croiinoctn (1,4 — 1,9 MCIU/ml) octasar B pedepenTHy
rpanuiH (0,5 - 5/6 MCIU/ml), HuBata Ha cBOGOZHHSA THPOKCHH ¢a cTabWIHH B pedepeHTHH rpaHuLIi i
ca moAo0HHU 3a m1auedo # IeUeHHETO C AYTacTepH 1, NpoMeHHTE NpH TSH He ce CUHTAT 33 KIIHHHYHO
sHauuMHK. HaMa nokasarencTsa oT BCHUKH KIMHHYHH NTPOYYBAHHA, Y€ AYTacTEpUI IOBJIHABA

HeOnaronpuaTHO THPOHAHATA (PYHKLUA.

HosooOpa3syBaHnd Ha MII€YHATA XKie3a

B qeyroguinss KIHHUYHH POYy4BaHHS, ocurypasailii 3 374 nalHeHTOTOAHRH Ha CKCIO3KIMA KbM
AyTAcTEPHI, ¥ MO BpEeMe Ha PErHCTPaLHATa B ABYTOAHIIHOTO OTKPHTO NPOABIKEHHE, Ca AOKIaBAHH
2 c1y4as Ha KapLHUHOM Ha FbpAaTa NpH MbKe NPy NAHEHTHTE, NEKyBaHH ¢ JyTacTepu/, u 1 cnyyaii
MpH nauuesT #a nuauedo. B 4 roguwanTe KIMHRYAK Hpoy4sanns CombAT u REDUCE,
ocurypasamd 17 489 nauMeHTOrOAMHH eKCIIO3HLME KbM AyTacTepua # 5 027 NalHeHT-TOAWHH
EKCMO3ULME KbM KOMOHHALHATA JYTACTEPUA H TAMCYI03HH, HAMA JOKNIAABAHH CMy4Yal Ha KapUHHOM

Ha rbpAaTa B IEKYBaHUTE IPYIIH.

Ise cnyuali-KOHTPOIHPAHH eNHAEMHOJIOTHYHH NpoyyBanus, exHoTo nposeacHo B CALL (§
Cllydas Ha KapUMHOM Ha repaara v =6 780 KOHTPOAH) 1 Apyro B ba3aTa AaHHW HA 30paBh

-y
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Ha BenukoOpuTanug (n=398 ciyyad Ha KaptMHOM Ha rbpaata ¥ n=3 930 korTponu), He moKa3BaT
yBeJIHYaBaHe Ha PHCKA OT pa3BUTHE HA KaPLHHOM HA IbpAATa [IPH MBXe, CBbP3aH ¢ ynoTpebata Ha
5 ARIs (Bx Touxa 4.4).

PesynraTuTe OT DEPBOTO NPOYYBAHE HE YCTAHOBABAT NOJAOKHTENHA BPB3Ka 32 KAPLIMHOM Ha I'bpIaTa
NpH MBXe (PENaTHBEH PUCK NPH yroTpeda 1 roavHa npead AMarHOCTHLHMPAHETO HA KAPLMHOM Ha
rbplaTa B cpaBHeHHe ¢ ynotpeba < 1 roauna: 0,70: 95% CI 0,34; 1,45). [Ipn BTopoTO Npoy4Bane,
NpHOIH3ATENTHOTO ChOTHOLIEHHE HA LIAHCOBETE 33 KAPIMHOM Ha IbPIATa, CBLP3aH ¢ ynorpedara Ha
5 ARIs B cpaBHeH#e ¢ nuncara Ha ynorpeba € 1,08: 95% C1 0,62; 1,87).

[IprannHO-CNEACTBEHA BPB3KA MEXKY YSCTOTATA HA KAPLHHOMA Ha I'bPAATa NPH MbKE
H NPOABDKATENHATA YNOTpeda Ha XYTacTepH HE € YCTAHOBEHA.

EdexTu BbpXy MbKKHA QepTHINTET

EdexTute Ha AyTacTepHa, Npuaarad B 103a 0,5 mg/AHEBHO, BbPXY XapaKTEPUCTHKHTE HA CIEPMAaTa ¢a
OLICHABAHH NpH 3ApaBH K0GPOBOALM HA BB3pacT Mexay 18 u 52 roauuu (27, npuemaiiy AyTacTepu H
23 nnauedo), B IpoABIKEHHE Ha 52 ceAMUIN U 24 ceaMHLE JOMBbJIHUTETHO NIPOCNEAABAHE ¢l
neuenneto. Ha 52-ta ceamuna e Habnrogarano cpeiHO NPOLECHTHO HAMANABAHE CIIPAMC H3XOAHOTO Ha
obuiKa Opoii crepmarozonam, 00eMa Ha criepMara H Ha OABHKHOCTTA HA CNEPMATO30HIHTE —
ChOTBETHO 23%, 26% n 18% B rpynara, npuemaina XytacTepui, cnes KOpUrHpaHe CipaMo
 OTKJIOHEHVATZ OT U3XOQHHTE CTOHHOCTH NpH rpymnara, npuemMaila manedo. KoHuenrpanunara u
Mop¢onOrHaTa Ha criepMara He ca NoBAHAHH. Crien 24-Te ceaAMULIM HA NPOCNEAABAHETO, CPeAHATA
NpOLESHTHA IPOMAHA B 001iHA Opoii Ha cnepMaTO30BIKMTE NPH IPyNata, NpHeMaia AyTacTepH 1, OCTaBa
¢ 23% no-HUCKa OT U3XoAHata. JIokaTo cpeJHUTe CTORHOCTH Ha BCUMKH NapaMeTPH NPe3 HAIIOTO BpeMe
. OCTaBaT B ped)epeHTHH MPaHULM U He AOCTHraT NPEABAPUTENHO ONPEAEICHATE KPHTEPHH 3a KIHHHYHO .
3Ha4YMMa npoMaHna (30%), npu BaMa 0T MEXKETE, NPUEMANTH OYTacTepnl, OpoAT HA CIEPMATO3OHIHTE €
Hamaya noseve ot 90%, B cpaBHEHHME ¢ H3XOAHHA HA 52-Ta CEAMHIIA H YaCTHYHO C€ € BL3CTAHOBHJI HA
24-Ta cegMHLA OT TIEPHOJA HA Mpoc/eAsBaHe, Br3MOXHOCTTA 32 HaMalgBaHe Ha MBXKHA QepTHIHTET
He MoXe 1a Obae H3IKToYeHa., |

CbpAeyHO-CHA0BH HEXeENaHH CbOUTHA

B eauo 4-roamuno npoyusane npu JI1X ¢ nyracrepuz B koMOHHALHA € TAMCYIIO3HH NpH 4 844 Mbike
(npoyusaHeTo CombAT) yecroTata Ha KOMOHHHpPAHHA TEPMHH ChPASYHA HEAOCTATHYHOCT B FPYIaTa,
nprematna komGunanuara (14/1 610, 0,9%) e Guna No-BHCOKA, OTKOJKOTO B KOSTO U /12 € OT FPYITHTE
Ha MOHOTepanus: Aytacrepun, (4/1 623, 0,2%) n Tamcynoaun, (10/1 611, 0,6%). |

B otaenHo 4-roaniuHo npoyusade npy 8 231 Mbxe Ha gp3pact ot 30 no 75, ¢ npeauiecTeauia
HeraTHBHa OHMOICHS 3a KapHHHOM Ha MPOCTATaTa ¥ U3XoAHH cToiiHocTH Ha PSA Mexay 2,5 ng/ml u
10,0 ng/ml npu muxkeTe Ha Bb3pact ot 50 ao 60 rogunun, unn 3 ng/ml u 10,0 ng/ml npy MBKETE Ha
Bb3pacT Haa 60 roanun (npoyusanero REDUCE), sectotara Ha xoMOMHHpaHHA TEPMHH ChpACYHA
HeJOCTAThYHOCT € MO-BUCOKA MPH YHAaCTHUNHTE, npuemManiu Aytactepua 0,5 mg BeJHBK AHEBHO

(30/4 105, 0,7%), oTKONKOTO MpH y4acCTHHLUMTE, IpHeMainy mwiauedo (16/4 126, 0,4%). Post-hoc ananus
Ha TOBA [POYYBaHE NOKA3BA MO-BUCOKA YECTOTA HA KOMOWHHPaHUS TEPMHH ChpJeYHA HEAOCTATBYHOCT
MPH YHACTHHIUTE, TpHeMalll CAHOBPEMEHHO AYTAaCTCpHI H aJIlbal-HﬂPEHOPEHEHTOPEH AHTarCHHUCT
(12/1 152, 1,0%), B cpaBHEHHE ¢ YYACTHHLIMTE, TPHEMALLH NyTAacTepH I Oe3 andal -aapeHopenenTopeH
aHTaroHucT {18/2 953, 0,6%), nnanebo u andal-agpenopenenTtopen anrarodnet (1/1 399, <0,1%), niu

nnauebo 6e3 angal - anpenopeuentopeH anraronnet (15/2 727, 0,6%).

B eanH MeTaaHaK3 OT 12 paHAOMH3HPaHH, 1Jaleb0- HiIH KOMNApaTop-KOHTPONAHPAaHH KIIK s
npoy4sanus (n=18 802), oueHsaBaLIY PHCKOBETE OT NOABA HA CHPACUHO-CHIOBH HEMENTAHH FLAF]15. oA
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npy ynofpeﬁa"ra Ha XyTacTepHa (Upe3 CpaBHEHHE C KOHTPOMH), He ¢a yCTaHGBeﬁn nocae0BATEIHH
CTATHCTHYECKH 3HAYHMH NOKAYBAHUA Ha PHCKA OT ¢hpAaeuyHa HegocTaTeuHOCT (RR 1,05; 95% C1 0,71,
1,57), octep muoxapaeH nHdapkT (RR 1,00; 95% CI 0,77;1,30) unn uncyar (RR 1,20; 95% CI
0,88;1,64). -

KEIPHHHOM Hda NpoCTaTaTda H BUCOKOCTCNICHHH TYMOPH

B eano 4-rogmuo cpaBHeHHe Ha nnanebo H Ayractepus npd 8 231 mbxke Ha Be3pacT ot 50 1o 75, ¢
NpeALlecTBAMA HEraTHBHA OMONCH 32 KAPLMHOM Ha NMpOCTaTaTa H H3XOAHH CTOMHOCTH Ha PSA Mexay
2,5 ng/ml 1 10,0 ng/ml npn MbkeTe Ha BB3pacT oT 50 fo 60 roauun, uny 3 ng/ml u 10,0 ng/ml npn
MBbKeTe Ha Bb3pacT Haa 60 roguHu (npoyusaneTo REDUCE), 6 706 yyacTHHIIH ca ¢ HATUYHH AAHHH
OT TBHKOHI/IEHA OHONCHA Ha MpocTaTara (NpeAuMHo GRONCHH 10 NIPOTOKOIA Ha MPOYYBAHETO) 32
aHa/us3 3a onpeAensHe Ha ckopa no Gleason. 1 517 nuna ca AHArHOCTHHHPAaHH ¢ KAPLHHOM Ha
NpOCTATATa B [IPOYUYBAHETO. BOMUKHCTBOTO OT YCTAHOBEHHTE Upe3 ONONCHA KAPLIMHOMH Ha
MpOCTATATA B ABETE TPETHPAHH IPYNH ca AHATHOCTHLHPAHH KaTo HUcKocreneHrH (Gleason 5-6, 70%).

YCTaHOBEHA € No-BHCOKA yecToTa Ha Gleason 8-10 xapuuHOMH Ha NPOCTATATA MPH rpynaTa Ha
ayracrepun (n=29, 0,9%), cpapHeHa ¢ rpymnara na miauedo (n=19, 0,6%) (p=0,15). B 'oaunn 1-2,
6posT Ha nuuara ¢ Gleason 8-10 kapuMHOMH € cXoJeH NpH rpynara Ha ayTactepun (n=17, 0,5%) u
rpymnara Ha maauedo (n=18, 0,5%). B l'ogunn 3-4, noseve Gleason 8-10 xapuwnoMH ca
IHarHOCTHINPAHH B rpynara Ha ayracrepus (n=12, 0,5%) B cpaBHeHHe ¢ mnauebo rpynara (n=1,

- <0,1%) (p=0,0035). HaMa HaTHYHK JaHHH 3a ePCKTa HA AYTACTEPHA 32 [TOBEYE OT 4 TOHHH IPH MBKE C
PHCK OT KapLHHOM Ha ApocTarara. [IpoLeHThT Ha YUacTHHLHTE, AHAaTHOCTHUHpaHK ¢ Gleason 8-10
KapLUHHOMH C€ 3ana3Ba B TEYSHHE HA MePHOANTE OT BpeMe B TIpoyuBaHeTo (I'oauum 1-2 v ['onunu 3-4) B
rpynara Ha ayracrepuj (0,5% BbB BCeKU nEpHOA OT BpeMe), OKATO APH Nnanebo rpynara, NpoLeHTLT
Ha yuacTHUIWTE, AnarHocTHunpanu ¢ Gleason 8-10 kapruunoMu e no-HUCHEK npe3 [ognHn 34,
otkonkoTo npes ['oaunu 1-2 (<0,1% cpewmy 0,5%, cvoTBeTHO) (BXK. TOYKA 4.4). Hama paznnka B
yectoTara Ha Gleason 7-10 kapuudomute (p=0,81). |

B JONMBNHHUTEAHOTO 2-roAUIIHO npocaeAaBanlo npoyyrane Ha nanureaneto REDUCE we ca
yCTAHOBEHH HOBM cny4au Ha Gleason 8-10 kapuuHoMu Ha npocTaTara.

B eano 4-ropumno npoyusane npi JIIX (CombAT), kpaeTo HIMA 3aABJIKHTENHY CIIOpe
NPOTOKO/Ia GHOMCHA M BCHUKH JHArHO3H HA KapLMHOMA Ha NPOCTaTaTa ca 6asHpaHd Ha GHONCHH
M3BBH NPOTOKO/IA {PH HAAHMHE Ha KIHHHYHH HHAMKALAH 32 OHoncus), mpouentute Ha Gleason 8-10
kapuuHHoM ca (n=8, 0,5%) 3a nyracrepun, (n=11, 0,7%) 3a ramcynosun n (n=3, 0,3%) 3a
KOMOHHHpaHaTa Tepanms. |

YeTHpH pa3znHyuHH eNHASMHONOTHYHH, MOMYJIALHOHHO-0a3upaHu npoyyuBaHus (ABe OT kouTo GazHpanu
Ha oOwa nonynauua ot 174 895, exno Ha nonynaiud ot 13 892 u eaHo Ha nomynawua ot 38 058)
NOKa3BaT, Y€ ynorpedara Ha S-anga peXyKTa3sHH HHXHONTOPH HE € CBbpP3aHa ¢ 04BaTa Ha
BHCOKOCTENEHHH KapLUHHOMH Ha MPOCTATaTa, HHTO ChC CMBPTHOCT OT KApLMHOM HA NPOCTATATa HJIH
oD11aTa CMbPTHOCT. |

Bpb3kaTa MeXAy AYTACTEPHI H BUCOKOCTENCHEH KAPLMHOM Ha MPOCTATATA HE € ACHA.

Edexti pppXy cekcyanHaTa ¢yHKLUNA

EdekTHTe Ha 1yTACTEPHIA-TAMCYJIO3HH BEPXY CEKCYANHATA (PYHKIHA ¢a CLIEHEHH B NBROHHO-CIAIO,
1anefo-KOHTPONHPAHO H3MMTBaHE NPH CeKCyanHo akTUBHH MBke ¢ JI[1X (n=243 ayracrepua-
TaMCYJ03HH, =246 nnaneto). Cratuctaaeckd 3Ha4nmo (p<0.001) no-ronamMo HaMangpaHe

B cxopa Ha Cexcyanuus 3apaseH Benpocnnk 3a Mexe (Men’s Sexual Heaith Questio
(MSHQ)) ce nabmonana Ha 12-us Mecel] B kKoMOuHHpaHaTa rpyna. HaManspaneTto e ¢
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C BJIQIIABAHE HA €AKYJALMATA M HANOCTHOTO YAOBJIETROPEHHE, OTKOIKOTO C €PEKIHATA. Te3H e(eKTH He
MOBJHABAT Bb3NPHEMAHETO NPH YUYACTHHLHTE B U3NHTBAHETO C JYTACTEPUI-TAMCYJIO3HH, KOETO e
OLEHEHO CbC CTATHCTHYECKH 3HAYKMO MO-TOIAMAa YAOBISTBOPSHOCT IO BpeMe Ha NMPOAb/IKHTEIIHOCTTA Ha
H3NMHUTBAHETO B CpaBHeHME ¢ maaiedo (p<0.05). IIpu TOBA HINUTBAHE CE NOABABAT HeXelaHH CLOUTHS B
CeKCyannata PpyHKUMS 10 BpeMe HA 12-MecevHoTOo NeveHHe 1 MPHONH3NTENHO NOIOBHHATA OT T4X
OT3BYYaBaT A0 6 Meceua ciiell NeYeHUeTo.

H3BecTHO e, ue KOMOMHAUUATA Y TACTEPUA-TAMCYJIO3HH H MOHOTEPANMATa ¢ AYTACTEPHI
NpeAn3BUKBAT HEXEIaHN PEaKLHH B cekcyanHaTta QyHKIMA (BxX.Touka 4.8).

KaxkTto ce Habnonaga 1 1IpH APYrH KNUHHYHH H3NKUTBaHKA, BKIxuHTeaHO npd CombAT u REDUCE,
YEeCTOTATa Ha HEXKEIAHRTE PEaKUHH T10 OTHOLICHHE HA CEKCyaNHaTa PyHKLHMA HAMAJIABA ¢ TCUEHHE
Ha BPEMETO B XOJa HA TepanuarTa.

Tamcyno3un

Tamcyno3nH NoeHIlaBa MAKCHMAJIHATA CKOPOCT Ha ypuHHpaHe. HamaniBa ¢pilio o0CTpyKIMATA Ypes
OTNYCKAHE HA rNIafiKaTa MyCKylaTypa B NpOcTaTa M ypeTpara, KaTo noaodpsapa MUKLIHOHHKTE
cuMntoMH. [logo6paBa Chli0 CHMIITOMHTE OIPU TBAEH MUKOYSH MEXYP, IMPH KOHTO HecTabunHocTTa Ha
NMHKOYHHA MEXYP HIpae BakHa pons. Te3u edeKTH BbpXY CUMITOMMUTE Ha MbJIHEHE W H3MIpa3BaHe HA
NUKOUHHS MEXYP Ce MOAABPXKAT NMPH NMPOLBIDKHTENHO NedeHne, HeobxoaumocTra 0T onepauns win
KaTeTepH3alMa 3HAUYUTENHO ce 3a0aBAT BEB BPEMETO. |

Andai-aapeHOpeleNTOPHHTE AHTATOHHUCTH MOTaT A3 MOHHXKAT apTePHANHOTO HANIATAHE MOCPEACTEOM
HaManfABaHe Ha nepudepsara pesucTenTHocT. [1o BpeMe Ha npoy4BaHHA ¢ TAMCYJI03HH, He ¢e YCTAHOBABA
KITHHHYHO 3HAYHMO IIOHHXABAHE HA APTePHAIHOTO HATATAHE,

5.2 @apmMaxkOKHHeTHYHH CBOHCTBA

HemoHCTpHpaHa € DHOEKBHBAAECHTHOCT MEKAY AY TaCTEPHA-TAMCYJIO3HH H €HOBPEMEHHO NPHIIOAKEHHE C
OTHAEIHH KANCYJIH IYTACTEPHA U TAMCYJIO3HH.

[IpoBenieHO € IpOyUBaHe 32 OHOCKBUBANEHTHOCT ¢ SAHHHUYHA A03a Ha IVIAJHO H CJIe] XPaHEeHe.
Habmonasano e 30% HamanernHe Ha Cuax 332 CHCTABKATA TAMCYJIO3HH OT Y TACTEPHA-TAMCYNIO3HH ClIeT
XpaHeHe B CpaBHEHHE CbC CTOHHOCTUTE HA TaAHO. XpaHaTta HAMa edekT BppXy AUC Ha TamMCyo3nH,.

Abcopbuua

Jymacmepud

Cnep nepopanieH NpueM Ha eIHHHYHA 1033 AyTacTepul oT 0,5 mg BpeMeTo A0 JOCTHIaHE Ha MaKCHMAITHU
KOHLIEHTPALHH HA AyTacTepH/ B cepyMa € 1 10 3 yaca. AOconoTHaTa OHOHATMYHOCT € NPHONHIHTENHO
60%. bHOHANTHYHOCTTA Ha AyTacTepUll He ce NIOBIIHABA OT [TPHEMA Ha XPaHa.

Tamcyro3un

Tamcyno3un ce pesopOHpa OT YPECBHATA AWFABHLIA ¥ HMA MOYTH MBJIHA DHOHATHYHOCT. CKOpOCTTa H
cTENEHTa Ha abcopbunaTa Ha TaMCYJIO3HH HaMalABAT KOTATO ¢& NpHeMa B paMKHTe Ha 30 MHHYTH chel
xpaHeHe. EqnakBocT Ha abcopOiiuaTa Moxke Aa C€ MOCTHTHE aK0 MANMEHTHT BUHHATHY NPHEMAAYTACTEPH/I-
TAMCYJIO3HH CJIell eIHO U ChINO XpaHeHe 3a AcHA. TaMCyio3uH noka3sa NponopLyMoHallHa Ha 103aTa

[J1asMEeHa EKCIO3HLIHA.

Cnej npueM Ha €HOKPATHA 032 TAMCYIIO3IKWH e/l XpaHeHe, MAKCHMAJIHH NNa3MeHH I(OHII 3L e
TaMCYJIO3HH C€ YCTAHOBABAT CJies] OKOJIO 6 Jyaca, 4 B paBHOBECHO CBECTOAHHE, KOCTO CE JOCTH ;

U
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JeH cliek MHOTOKPAaTHOTO I03HpaHe, cpeaHaTa paBHOBECHA Cpax IPH NALHEHTHTE € OKOMNO ABE TPETH NO-
BUCOKA OT JOCTHTHATaTa Clied eIHHHYHA J03a. Boopeku ue ToBa e HabMoAaBaHO NMpH NallHEHTH B
CTapyecKa Bb3pacT, ChILaTa HaxoAka OH MOrJia ChIUO Aa C& OYaKBa H NPH NO-MNaAH NaLHEHTH.

PasnpeaeneHue

Lymacmepuo

HyTtactepua uMa ronsM obem Ha pasnpezencHue (300 no 500 1) 1 BCoOKa cTEMEH Ha CBBP3BAHE ¢
nNasMeHUTe NpoTedHH (>99,5%). Cnea exeAHEBHO IPHIIOKEHHE CEPYMHHUTE KOHUEHTPALINH Ha
AYyTACTEPH NOCTHIaT 65% OT KOHLEHTPaLUATA B CTAHOHAPHO ChCTOAHME cea 1 Mecell U
npudnnsutenHo 90% cnea 3 meceua. |

CepyMHH KOHLCHTPALHHA B CTAaHHOHAPHO cheTosiHue (Cgs) 0T nprOnnsutenno 40 ng/ml ce nocrurar ciaen
6-MeceueHd npueM Ka go3a ot 0,5 mg peannx avepno. [IpeMHHaBaHETO Ha yTacTEpHA OT CEpyMa B
cnepmarta e cpeaHo 11,5%.

Tamcyrozun
[Ipu Xopa TaMCyJIO3HH C€ CBBbP3Ba ¢ MIA3MEHHTE NPOTEHHH OKONo 99%, a 00eMbBT Ha pasnpenencHHe €
Manrek (okono 0,2 1/kg).

buoTrpaHchopMaLus

Lyvmacmepuo

Hyracrepua ce MeTabo/n3Hpa B roNAMa CTENEN in vive. In vitro RyTtactepun ce MeTabonu3npa or
muroxpoM P450 3A4 u 3AS5 1o TpH MOHOXHAPOKCHTHPAHH META0OAMTH U €JHH AHXHAPOKCHIHPaH
MeTaboJUT.

Cnex nepopanes npueM Ha RyTacTepHa B A03a oT 0,5 mg JHEBHO JO AOCTUIAHETO HA PaBHOBECHA
xoxueHTpauna ot 1,0% ao 15,4 % (cpenno 5,4 %) oT nprerara 103a ce EKCKPETHPA BhB (pelieca KaTo
HempoMeHeH AyTacTepu. OcTaHanara JacT ce eKckpervpa BbB deneca noa GpopMata Ha 4 OCHOBHH
MeTaboIuTa, NpeACTaBIABaAIIN 39%, 21%, 7% n 7% cBbp3aHH ¢ J1eKapcTBOTO BEIIECTBA, H 6
BTOpocTeneHHH MeTabonuTa (BCeKy NMpeACTaBIABall MO-MANKO 0T 5%). B ypHHaTa npH 40BeKa ce

| YCTAHOBABAT CaMO CNIEIN OT HefpoMeHeH ayTactepua (no-maiko ot 0,1% ot no3ara).

Tamcyrozun

He ce HaOnonaBa eHaHTHOMEpHA OMOKOHBEPCHA OT TAMCYJIO3HHOB xuapoxiaopua [R(-) u3omep] B S(+)
H30MeD NpH XopaTa. TaMCYNO3HHOB XHAPOXNOPUS ce MeTabonu3Hpa B ro/IAMa CTENIEH OT UHTOXpoM P45(
eH3HMHTE B YepHHA Jpob u no-manko ot 10% oT ao3ara ce eKCKpeTHpa HEMPOMEHEHa B YpHHAaTa.
Bunpekn ToBa, papMaKOKHHETHYHHUAT Npodun Ha MeTaboIMTHTE TIPH XOpaTa HE € YCTAHOBEH.
Pesynratute in vitro nokassar, ue CYP3A4 u CYP2D6 yuactsar B MeTabonu3Ma Ha TAMCYNO3HH, KaTo B
Manka creneH yuacteat 4 Apyr# CYP usoensumu, HuxuOupaHeTo Ha €H3UMHTE Ha NEKAPCTBCHHA
yepHoApoOeH MeTaboIn3bM MOXE [a A0BEE A0 MOBHIUEHA CKCTIO3HIMS HA TAMCYA03HH (BXK. TOYKH 4.4

H 4.5). MetabonuTiTe Ha TAMCYAO3IHHOB XHAPOXJIOPHA C€ KOHIOTHpAT B FOJIAMa CTENEH A0 MNIKOKYPOHUIH
1K cyndath npean 6L0peuHaTa eKcKpeuus.

EnnMHHHpaHEe

ymacmepuo
EnumMuHHpaHeTo Ha AyTacTepH] € A0303aBUCUMO H MPOLECHT H3MIEKAA C& ONHCBA ¢ ABA YCIOPEIAHH MTbTA
Ha eNHMHHHpAaHe - EAHHHAT HACHILAEM B KJIIMHHYHO PENEBAHTHH KOHLIEHTPaLHH, a APYTHAT -
HeHacuinaeM. [1py HUCKH cepyMHH KOHLEHTpaluH (mo-mManko ot 3 ng/ml) aytacrepun ce ,
OBLP30, KAKTO MO 3aBHCHM OT KOHLEHTPALMATA IThT Ha €TMMHUHHPAHE, Taka H IO HE3aBHCH ;ﬂ'-' .
KOHLIEHTpaLHATAa BT HA eTAMHHRpaHE. ETHOKpaTHHTE A03M OT 5 Mg WIH NO-MAJIKH MOKS
JaHHY 32 ObP3 KIHPBHC W KPAaTKO BpeMe Ha NONYKHBOT OT 3 10 9 IHH,
NL/H/4492/001/1A/016/G |
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" B TepaneBTHYHH KOHUEHTPALHK €A MHOTOKpaTeH npHeM Ha 0,5 mg aueBHo no-0aBHUAT, JIMHEEH BT HA
eTHMHHHPAaHE € NOMHHHPALL, 8 BPEMETO Ha MONYKHBOT € IMPpHOAH3UTENHO 3-5 ceaMHuI.

Tamcyrozun

TamcynosuH M HeroBHTE METADQIHTH C€ eKCKPETHPAT I71aBHO ¢ YpHHATA KaTo okoo 9% ot A03aTa € moj,
¢opMaTa Ha HENPOMEHEHO AKTHBHO BELLECTBO.

Cnen MHTPABEHO3HO H NEPOPANTHO NIPHIIOKEHHE HA thopMata ¢ He3abasHO 0CBOOOKRaBaHE
CTMMHHAUHOHHUAT MOJY)KHBOT Ha TAMCY/IO3HH B [JIa3MaTa € B paMKuTe Ha 5 no 7 yaca. [Topaau crenen
-Ha abcopOung-kouTponupana papMakoKMHETHKA C TAMCYJIO3HH KaNcy/H ¢ H3MEHEHO 0cBoOMKAaBaHe,
SBHHAT €JIHMHHAUHOHHE NOIYXKUBOT HA TAMCYNIO3HH CAEH XpaHeHe ¢ 0koiio 10 yaca, a B paBHOBECHO
CBCTOSHUE € OKONO 13 vaca

Crapuecka Bbp3pacT

ymacmepuo

(DapMaKkOKMHETHKaTa Ha NYTaCTEPH € OLEHEHa Clle] IPHAOKEHHE Ha €IMHMYHA 1034 AYTACTEPHA 5 mg
npH 36 3apaBn MBXKE Ha BB3pAacT MeXAy 24 u 87 roauun. He e HaOmonaBaHo 3HAYHMO BIHSHHE Ha .
Bb3PACTTa BBPXY €KCMO3HIMATA KBM AYTACTEPHA, HO [IPH MBXKETE 104 S0-roauliHa BB3paCcT BpeMeTo Ha
NOTYXHBOT € OHNo no-kpatko. [Ipu cpaBHeHHe Mexay NalMeHTH Ha Be3pacT 50-69 roauny ¢ NanHeHTH
Haj 70-roguilHa Bb3PacT HE € YCTAHOBEHA CTATUCTHYECKA PA3NIHKA MEXIY CTOHMHOCTHTE HAa MOJYXHBOTA.

Tamcynosun

KpbscTocaHo npoy4yBane 3a cpaBHABaHe Ha ofulata ekcno3uung (AUC) Ha TaAMCYNO3HHOB XHAPOXIOPHT, W
Ha BPEMETO MY Ha MOJIY)KMBOT NMOKa3Ba, Ye PapMaKOKHMHETHYHATA JHCIIO3HLNA Ha TAMCY/I03HHOB
XHAPOXJIOpHI MOKe 1a Obae cnabo yab/KeHa PU MbXKe B CTapuyecka BLIPacT, B CPAaBHEHHME C MIAMH,
3APaBH MBXe A06POBOLH. BETPEILIHUAT KNHPBHC € HE3aBHCUM OT CBLPIBAHETO HA TAMCYJIO3MHOB
xuapoxaopua ¢ AAG, HO HamanARa ¢ Be3pactTa. ToBa BOAM N0 MoBHIIABAHE Ha 061IATA EKCI3HIINA
(AUC) ¢ 40% npu auiia Ha BB3pacT OT 535 a0 75 rognHy, B cpaBHEHHE C JHLATa Ha BB3pacT ot 20 1o

32 roAUHM.

brbpeuno zap_e. KAAHE N

ymacmepuo

BnugHyeTo Ha yBpeAceHaTa Ob0peyHa QyHKUHA BEpXY PapMaKOKHHETHKATA HA AYTACTEPH] He €
mpoy4eHo. Bbnpekud ToBa, B 4OBEIIKATA YPHHA CE YCTAHOBABAT no-Manko ot 0,1% oT paBHOBECHHTE |
- KOHLEHTpAllUK Ha Jo3a qytactepun ot 0,5 mg, Taka ye He ce o4aKBa KINHHHYHO 3HAYHMO TIOBHIIEHHE Ha
MAa3MEHHTE KOHIIEHTPALIMH HAa RAYTACTEPHA NPH NauueHTH ¢ 6b0pedno yepexaane (Bx. Touka 4.2).

Tamcynosun

{dapMakOKHHETHYHHTE MApPaMETPH Ha TAMCYI03HHOB XHAPOXJIOPH Ca CPAaBHEHH IpH 6 HLa C NIEKO A0
yMepeno (30 < CLer < 70 ml/min/1,73m?) unu ymepeno go texko (10 < 30 ml/min/1,73 m?) yspexaane
Ha ObOpeunara GyHkuus H 6 nuua 6e3 yspexaane (CLer > 90 (CLer > 90 ml/min/1,73 m?). Benpeku ue ¢
HabniofasaHa NpoMsaHa B 00111aTa I1a3MeHa KOHLEHTPALHA HAa TAMCYJIO3HHOB XHAPOXIOPU] BCICCTBHE
Ha NIPOMSHA B CBBP3BaHETO ¢ AAG, KOHHEHTPALMATA HA HECBDbP3aHHUA (AKTHBEH) TaMCYJ103H1H
XHAPOXJIOPHI, KAaKTO H BBTPEUIHHAT KIHPBHC, Ca OCTaHANH OTHOCHTEIHO NOCTOAHHH. [lopaau Ta3n
NPpUYHHAE, NPH NALHEHTHTE ¢ YBPeXAaHe Ha OrOpeuHara QyHKIHNA He ce Halara MPoMgHa Ha H03aTa Ha

KancyJIMTE TAMCYA03HHOB XHAPOXIIOpHA. Bripekn TORa, MALIMEHTH ¢ YEpexXIaHe Ha ObOpeyHaTa
dyukuus B Tepmusanen cramuii (CLer < 10 ml/min/1,73 m?) se ca 6unu npoyysauu.
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YepHoapobHO yBpexkaane

Hymacmepuo
Baunsunero Ha yBpeaenara yeproapobua QyHKuHA BEPXY hapMakOKHHETHKATA Ha AYTacTepua HE €
poyueHo (BXK. Touka 4.3). Toif KaTo AyTacTepya ce eNMMHHHPA IIABHO N0 METaGONHTEH MBT Ce YAKBA

fIASMEHUTE KOHLCHTPALMM HA N TACTEpH] NPH TE3H NalMEHTH a8 GbAaT NORUIIEHH, a OMYKUBOTHT 12
OBIe yasakeH (Bx. ToMKa 4.2 M TOuKa 4.4). | |

Tamcyrosun

$apMaKkOKHHETHKATa Ha TAMCYJIO3HHOB XHAPOXJIOPK € CPaBHEHA TIPH 8 JIHIA C yMEpEeHa yepHoapoOHa
AnchyHK1us (cTeneH A H B no knacudukanusta na Child-Pugh) u 8 muua Gea yBpexaaHe. Bropeku ue e
HabJl0aBaHa NPOMAHA B 06IRaTa Nia3MeHa KOHUEHTPALHA HA TAMCY/03HH XHAPOXJIOPHA BCIESACTBHE HA
NpOMAHa B CEBP3BAHETO ¢ AAG, KOHLESHTPAUHATA HA HECEBP3AHUA (AKTHBEH) TAMCYIO3MH XHAPOXIIOPH
HE CC € [IPOMCHHNA 3HAYHTENHO, KATO NPOMAHATA Ha BLTPEIIHHA KIHPBHC HA HECBBP3aHNS TAMCYJIO3HHOR
XHIPOXNOpHA € ymepeHa (32%). Ilopaas TasH NpUuHHa, TPH NALHEHTHTE C yMepeHa yepHOAPODHa
AHCOYHKUMA He Ce Hajlara NPOMSHA Ha JO34TA HA TAMCY/I03HHOB XHAPOXTIOPHIL. TaMcyn038HOB
XHIPOXJIGPHA HE € TIPOYHBAH MPH IMALHEHTH ¢ TEXKA YepHOApoOHa AHCGYHKIMA.

5.3 IIpeaxsiMHHYHE AaHRH 3a Ge30MACHOCT

He ca npoBexaanu NpeaxiHHUYHE H3MUTBAHKS C Iy TACTEPHA-TAMCYIIO3HH. Hyracrepuan
TAMCYNO3HHOB XHAPOXIOPU], TI0OTAENHO ¢a IOAPOOHO NPOYHEHH B TECTOBE 34 TOKCHYHOCT NpH
KHBOTHH, KaTo AHHHUTE CHOTBETCTBAT HA M3BECTHHTE (PapMaKONOrHYHN AeHCTBHS HA HHXUOUTOPHTE HA
5 anda-penykrasara u andal-aapeHopeuenTopHHTE aHTAroHUCTH. JlaeHara no-Aony HH$OpMaLHs

OTpa3sABa HANHYHATE H(OPMALIMA 38 OTAEIHHTE CHCTABKHY.
Hymacmepuo

HacTtosuure npoy4raHua 3a o01a TOKCHYHOCT, FeHOTOKCHYHOCT H KAHLEPOreHHOCT He MOKa3BaT ocobeH
PHCK 3a Xopa. |

[IpoyuBaHng 3a penpoAYKTHBHA TOKCUYHOCT IPH MBXKKH NITEXOBE HOKA3BAT HAMAaNeHO Teraoo Ha

' TIPOCTAaTaTa H CEMEHHHTE BE3HKYTH, HAMAJNICHa CEKPEUHA OT aKLECOPHHTE MONOBH XKIE€3H H HAMAJIEHHe Ha

HHACKCHTE HA QepTHANTeTa (BCneACTBHE Ha (apMaKoIorHunua edexT Ha AyTactepun). Knnuuunara
peNeBaHTHOCT Ha TE€3W HAXOJKH € HEH3BECTHA.,

KakTo ¥ npu Apyri HHXHGHTOPH Ha S-anda penykrasara npH IPHIOKEHUE Ha OYyTACTEPUA IO BpeMe Ha
recTalniTa e HabnoaaBaHo peMHHU3INPaHe HA QETYCH OT MBXKH NMOJ NIPH ILTHXOBE K 3afi1K. HyTtactepun
CE OTKPHBA B KPBBTA Ha KEHCKH ITbXOBE Cell YH(PTOCBAHE C MBXKKH MITBXOBE, TPETHPAHH ¢ JyTacTEpHU.
Koraro AytacTepuj ce npunara Ha NPUMATH N0 BPEME HA FecTALMATA He & Hab I0aBaHa peMuBM3aLIHA
Ha MBXKH (ETYC NPH KPbBHA €KCNO3HLHA, IPEBHILABALIA B AOCTATHYHA CTENEH EKCIIO3HILMATA, KOATO OH
HacTBITHIIA YPE3 YOBELIKA criepMa. Manko BepoaTHO € MBXKH QeTyc 1a Obae MOBTHAH HeraTHBHO Cllel
npelaBaHe Ha AyTacTEPU] Ypes criepMara. |

Tamcyaosun

[TpoyuBaHus Ha 001IaTa TOKCHYHOCT H PFeHOTOKCHYHOCTTA HE T10KA3BaT HUKAKBB ONpEJieNeH PHCK 3a
XopaTa, pa3NH4eH 0T CBbP3aHHUTE ¢ (PapMaKOIOrHYHHUTE CBOMCTBA HA TAMCYJIO3HH.

B npoyuBaHH1 32 KaHUEPOTEHHOCT NPH ILTEXOBE H MULIKH, TAMCYJIO3HHOB XHAPOXJIOPU
NOBHIIABAHE HA YECTOTATA HA NPONHPEPATHBHY MPOMEHH Ha MASHHATA KJIE3A NPH KeH
Ta3u Haxoaka, K09T0 Hali-BEPOATHO C& MEAHAPA OT XHIEPNPONAKTHHEMHATA U € Habn
NPHJIOKEHHE HA BHCOKH JO3H, C€ NPHEMA 32 KNUHHYHO HE3HAYHMA,
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Bucokute 1034 TaMCYJIO3HHOB XHAPOXJIOPUA BOGAT A0 00paTHMO HaManaBaHe Ha (epTunereTa npH
MEXKH ILTEXOBE, KOSTO BEPOATHO CE ABJIKH HA MPOMEHH B CbIbPAKAHHETO Ha CiepMaTa HilH
HapyLIaBaHE HA eAKyaauuaTa. EQEeKTHTe Ha TAMCYIO3HH BbpXY Opos Ha CNepMaTO30MAHTE HITH
(pYHKLHATA HA CIIEPMATA HE Ca OLIEHABAHA,

[IpunoxeHneTo Ha TAMCYNIO3HHOB XHAPOXIOPHA NPH OpeMeHHH XKEeHCKH TUTHXO0Be H 3aiilM B 1033, 110-
BUCOKA OT TEPancBTUYHATA, HE MOKA3BA JAHHH 34 (PETATHO YBpeXKIaHE.

6. PAPMAIEBTHYHU JAHHH

6.1 Cnuchbk Ha ODOMOLIHHTE BEeleCTRA

TBbpas xancynHa oOBHBKA:

Yepen xeneseH okcua (E172)

YeppeH xkenesen okcua (E172)

TutanoB guokcug (E171)

Awirr keneseH oxena (E172)

AKenatun |

Yepro macTuio (wennax, Yepe xeneset okcua (E172), nponuieHriHKol, KOHIEHTPHPaH pasTBOp Ha
AMOHSK, KallHEeB XHJIPOKCHA)

ChIbpkaHue Ha MEKH Karicyay AYTACTEPHA:
[IponuneHrnMkon MOHOKanpunar, T Il
bytunxuapoxcuronyen (E321)

KenatuH

I'nunepon

TutanoB aokcun (E171)

Tpurnuuepuan (cpegHa Bepura)

JeuntH (MoOxke aa CbABPKA COEBO MAC0).

ChAbpikaHue Ha NENeTHTE TAMCYJI03HH
CenonuMep Ha METaKpHIIOBA KHCenHHA-eTHRaKpunar 1:1, 30 mpolieHTHa AUCIEpCHd (CBABPKa HATPHEE

naypuacyiagar 1 monucopdar 80)
MHUKpOKpHCTaIHA ey 1034

JubyTHn cedakat

[Tonucopbat 80

KonoujieH, XHIpaTHpaH CWIMLUEB AHOKCH]
Kannnes creapat

6.2 HecbBMeCTHMOCTH

Henprnoxumo

6.3 Cpox Ha rognocr

2 TONHHH

6.4 CoenHalHH YCJI0BHSA 33 ChXPaHeHHE

Ja ce cexpansasa noa 30°C.
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6.5 Bua H cLALP:KAHHE HR ONAKOBKATA
HDPE OyTnnka cbC CyWUMTEN CHIMKAren, ChABPHKAL] ¢e B TONIHNPONHIEHOBATA KaNavka.
7 TRBPAH KanCyAu
30 TBEPAH KalCysin
90 TBLPAH KANCYIIH
180 (2 OyTunku no 90) TBBPOH KaNCYIH.
He Bcuuky BUIOBE ONAKOBKH MOTaT Aa GbAaT NyCHATH Ha Nasapa.
6.6 Cunenwannu npeana’Hy MepKH NPH UIXBLPAREE H paboTa
HyTtactepu ce abcopOupa npes Koxkara, NopajH KoeTo TpaOBa Aa H304rBa KOHTAKT ¢ NOBPEACHH
kancyau. [Ip# xoHTaKkT ¢ noepeaeHy Kancy/M, KOHTaKTHaTa 30Ha TpA0Ba J1a ce H3MHE Be/lHara C BOJIA H

canyH {BxK. Touka 4.4).

Henznon3saHuaT NPOAYKT UJH OTNAABRYHHTE MATEPHAITH OT HETO Tpaﬁﬂa Ja ce H3XBBPNAT B ChOTBETCTBHE
¢ MeCTHHTE H3UCKBaHHA.

7.  MNPHUTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEFA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Hunepnanauns

8. HOMEP HA PAZPELIEHHETO 3A YHOTPEFBA

Per. Ne 20210155

9, JATA HA HBPBO PA3IPEINABAHENIOAHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEGA

Jlata na mepeo paspewasane; 07 ouu 2021 .
Hara na nocnegno nognossaane: 06 ¢peppyapu 2023 r.

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

03/09/2025
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