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KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA
1. UME HA JIEKAPCTBEHUA IMMPOAYKT
YPUMAKC IYO 0,5 mg/0,4 mg TBbpAM KarcyJiu
URIMAX DUO 0.5 mg/0.4 mg capsules, hard
2. KAYECTBEH U KOJIMYECTBEH CbhCTAB

Bcesika TBbpaa kancyna ceabpka 0,5 mg gyracrepun (dutasteride) u 0,4 mg Tamcyio3uHOB
xuzpoxsopua (tamsulosine hydrochloride ), ekBuBanienteH Ha 0,367 mg TamMCyJI03UH.

[ loMmoiHO(M) BeulecTBO(a) C U3BECTHO JIEHCTBUE:
Bcska kancyna cbIbpka Cleau OT JISLMTHH (MOXe J1a ChbIbp)ka COEBO Maclio).

3a ITLJIHUA CITUCHK Ha NMOMOIIHUTE BellleCTBa BHKTE TouKa 6. 1.

3. JEKAPCTBEHA ®OPMA
Tebpaa karcyna

Ypumakc Jlyo ca npoabiaroBati TBLpIM Karcyim ¢ kadsso Ts10 M 6exoBo kanaye ¢ Haanuce CO01,
OTTIEYaTaH C YEPHO MACTHJIO.

Bcesika TBbp/a Karicysa chIbpika €JHa MeKa )KeJIaTUHOBA KaricyJia yTacTepUl U TaMCYJIO3UHOB

XHApPOXJIOpUAa 1EJNETH € UBMECHCHO 0ocBOOOX1aBaHeE.

4. KIUHUYHHU JAHHH

4.1 TepaneBTHYHH NOKa3aAHUSA

JleyeHne Ha yMEpeHH JI0 TEXKH CUMIITOMM Ha NOOpOKa4YeCTBEHA XHIEpPIUJIa3us Ha MpocTarara
(ALTX).

HamansBaHe Ha pycka OT ocTpa 3aJpbkka Ha ypuHara (O3Y) u onepauus npu nauMeHTH C yMEpEHH
110 TeXKHU cuMmntoMu Ha J{I IX.

3a UHpOpMaUUs OTHOCHO €(EeKTUTE HA JICYEHUETO U MALUUEHTCKU Py U3CICABAHU B KIIMHUYHU
MpOy4YBaHHUsA, MOJISI BHXKTE TOYKa J. 1.

4.2 Jlo3upoBKAa H HAYHH HA NPHJIOKEHHE

Jo31upoBKa

Bv3pacmuu (sxniovumento 8 cmapyecka 8b3pacm):

[IpenopbuuTenHaTa go3a 3a Ypumakc Jlyo e eana kancyna (0,5 mMr/0,4 mMr) Ha eH.
Koraro e ymecrHo, YpuMmakc Jlyo Moxe Ja ce M3MoJi3Ba 3a 3aMECTBaHE Ha JIBOWHA Teparnus
(IyTacTepul U TaMCYJI03MHOB XUJIPOXJIOPHU), 3a Ja CE OMPOCTU peKUMa Ha JICYEHHE.
[[peMHHaBaHETO OT MOHOTEpANMUsA C JAYTAaCTEPUI MIIM TAMCYJIO3MHOB XHIPOXJIOPH/ KbM Ypmmce
Jlyo Moxe J1a ce B3eMe MpeaBU/I ChIIIaCHO KPUTEPUUTE 3a MPeANTUCBALIMA. é-;f"
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bvbpeuro yspexcoane
He e npoyuraH edekTsT Ha O0n0peyHo yBpekaaHe BbPXY (apMaKOKMHETHKATa Ha RyTacTepui-
TamcyJio3uH. [ Ipu nauueHTH ¢ 60peyHO YBpeXKAaHe HE C¢ OUaKBa KOpUrHpaHe Ha J03UTe (BXK. TOYKA

4.4 n 5.2).

Yeprodpobro yapexcoare

He e npoyuBaH edekThT Ha YepHOAPOOHO yBpexaaHe BbpXY (PapMakOKUHETHKATA HA NYTacTEpU-
TaMCYJIO3HH, 3aTOBA [TON3BAHETO OT MALHUEHTH C IEKO A0 YMEPEHO YEPHOAPOOHO yBpekaaHe TpaOra
IJa ¢ BHUMAaTenHo (BX. Touka 4.4 ¥ Touka 5.2). [Ipn nauueHTH ¢ TeXKO YepHOApOOHO YBpeXaHe
U3NON3BaHeTO Ha Ypumakc [yo e npoTusomnoka3aHo (Bx. Touka 4.3).

HauuH Ha npuiIgxeHue

3a nepopaiHO MPUIIOKEHHE.

[MaumenTure TpsadBa a 6BJAT MOCHRETBAHU Ja R3UMAT KAIICYIIUTE NMPUOTH3IKHTETHO 30 MUHYTH cliel
xpaHeHe Bcekd JeH. Kancynure tpabsa na ce normbuiar LEnd @ Aa HE C€ ObBYAT HIIM OTBApAT.
KOHTaKkTBT ChC CHABPXKAHHMETO Ha AyTacTepya B Karcyfara, ChAbPKAallla C€ B KalicyJaTa ¢ TRbpAa
oOBUBKa, MOXe Ja MpeAH3BUKA ApazHeHe Ha opodapuHTeaTHaTa MTUTaBHLIa.

4.3 [IlporuBonokazanug

Ypumakc Jlyo € MpoTHBOIOKA3aH MpH:

- JKCHH, Acla U rmoJapacTrally (BX. ToUKa 4.6);

- MMAIMEHTH ChC CBPBXYYBCTBHTETHOCT KbM XyTacTepH, OpyTH S-anda peayKTazHH
MHXHOHTOPH, TAMCYIIO3UH (BKJIIOUHTENTHO TAMCYTO3HH-HHAYLHPAH aHTHOCAEM), COA,
PBCTBLUM HIIA KbM HAKOE OT APYrUTE IOMOUIHUTE BELUECCTBA, M30pOSHM B TOUKa 6.1;

- TMAIMEHTH ¢ aHaMHe3a 33 OPTOCTaTHUHA XUTIOTOHMA;

- TIALMEHTH C TEXKO YEPHOAPOOHO YBpEKIaHe.
4.4 ChneumaiHu nNpelynpexIeHNA H NpeAnaiHd MepKH npn ynotpeda

Kom6ununpanara tepanus TpsOBa fa ce npeanucsa ciiell BHUMATENHA OLIEHKA Ha MON3aTa U PHCKa,
nopagy [MOTEHUMATHO TOBHMINEH pPUCK OT HexelnaHu CcbOUTHA (BKITIOYMTENHO ChpAedHa
HEJOCTATBYHOCT) W Cliel pasriiexIaHe Ha aTePHATUBHU Bh3MOXHOCTH 32 JIeYeHHe, BIUTHOUUTEITHO
MOHOTEpaITHH.

ChpacyHa HEAOCTATHYHOCT

B nBe 4-roIvmHA KTHHUYHY NPOYYBAHUA YECTOTATA Ha ChplieyHa HelocTaTb4HOCT (cOOpeH TepMHH
or cbOoOLUEHH CBHOUTHA, MOpedMMHO CbpleyHa HEAOCTATBYHOCT K 3acToffHa ChpRedHa
HEIOCTAaThYHOCT) 6& MO-BHCOK CpeA MALUUEHTUTE, ITpHeMani KOMOHHALMATA OT JyTacTepul U anda
O6nokep, NMPEeAUMHO TaMCYJNIO3WH, OTKOJIKOTO € OuNa cpel cyOekTuTe, KOMTO HE ca TpHUeMaIH
koMOuHanuaTa. B Te3u JBe mpoy4YBAHUA YECTOTATa HA ChpAeYyHa HEAOCTAaTHHHOCT € OWIa HHCKa
(<1%) ¥ Bapupama MeXy NMpOy4BaHUATa (BHX TO9Ka 5.1).

EdexTu pbpXy nMpoctaTHo-cneuMobuuen aHtureH (IICA) u oTkpuBaHe HA paK Ha Npocrarara
[Ipeau 3anouBaHe HA Tepanusa ¢ Ypumakc Jlyo nauueHTsT TpadBa na Obae U3CHEABAH ¢ LiEN
U3KITIOYBAHE HATHUHETO HA APYTH CHCTOAHHA, KOUTO OMXa MOrTH 1a MPUUMHAT CBHIIHTE CHMITTOMH
Kato no0OpokauyecTBeHaTa XMUMEPIUTa3us Ha mpocrarara. [psdeBa Ja ce HU3BLPIIBA JUTHUTATHO
PEKTATHO M3CNEABAHE M, KOraTo € HeoOXOoAMMO, ONPEIENISHE HA MPOCTATHO-CIICUM(HUUEH aRTUTeH
(ITCA) npeau JIeHEHUETO U CIe TOBA ITpe3 PeIOBHH HHTEPBAIH OT BPEME.

KoHueHTpaumaTa Ha cepyMHUst nipoctaTtHo-crieunguued autured (ITCA) e BaxeH KOMIIOHE e ',a:.;“:i‘}\
OTKpHBAHETO HA paka Ha npoctatara. Cren 6-MeceqHo nedenue ¢ Ypumaxc JIyo cpeHuTe @(h - H\._ | l?-?. AN
HuBa Ha [ICA Hamanssat ¢ npubauzureaHo 50%. & -
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Cnen 6-MecedHo fMeueHue ¢ YpuMakc Jlyo Ha nauyeHTuTe, nonyuyapauy Ypumakc Jlyo, tpadea na
UM ObJe oripeaeneHo HOBO M3XxoaHO HUBO 3a [ICA. [lpenopbunTtento € cinen Tosa peIoBHO 1A CeE
Habmopnasat cronoctuTe Ha [ICA. Besko NOTBBLPACHO YBETHYEHUE CIIPAMO Hall-HHCKOTO HUBO Ha
[TCA no speMe Ha neveHde ¢ Ypumakc J[yo Moxke J1a € CUTHANT 332 HallWdde Ha paK Ha mpocTarara
(ocobeHo pak OT BUCOKA CTEIEH) WIH HECHOTBETCTBHE KhM TepanuaTra ¢ YpuMakc Jlyo # TpabOBa
BHUMATEITHO 12 C¢ NPELCHM, IOPU U KOraTo TE3U CTOMHOCTH ¢a BCE OLUE B PAMKUTE HA HOPMAaJIHUTE
FpaHulM 332 MDBXE, KOMTO HE€ B3UMAT Sa-peaykrazeH uHxubutop (Bx. Touka 3.1). [Tlpu
HWHTepnpetauusita Ha crotHoctra Ha [ICA npu nauueHT, BIUMALI AYTACTEPHUI, TMpPeAHIIHUTE
croHocTH Ha IICA TpdaOBa na 6baat ThpCEeHH 3a CpaBHEHHE.

Jleuennero ¢ Ypumakc {yo He npeun Ha u3nonssaHero Ha [ICA xato nogxmoMaraigo CpeacrBo B
JHArHOCTHKAaTa Ha paKa Ha [IPOCTaTaTa Clel Karo € YCTAHOBEHO HOBO M3XOHO HUBO (BX. Touka 5.1).

O6unte cepyMHH HHBA Ha [ICA ce BpBIIAT KbM U3XOZHOTO CH HMBO B paMKHTE Ha 6 Mecela cnej
cridpaHe Ha JedeHueTo. CboTHOoLEeHHeTo Mexay cBobonuns u obuus [ICA octaBa NocTOAHHO JOPH
W TIOJ BIIHAHKE Ha Ypumakc Jlyo. AKO KIMHHIKCTHTE n3depaT [ia 3Non3sar NpoleHTa ¢BoboacH
[ICA xaTo NOMOII TIpY OTKPHBAHETO HA paK HA NpOCTaTaTa IMpU MBXKE, IPEMHHABAL[HA JEYEHUE C
Ypumakc Jlyo, He e HeoOXoauMo npucnocobsBane Ha CTORHOCTHTE MY.

Pak Ha mpocrarara U TYMOPH OT BHCOKA CTENEH
Pesynrrature OT €1HO KMMHW4HO npoyusaHe (npoyusaHeTo REDUCE) nipu Mbike ¢ nosuuieH puck

OT paKk Ha mpocTarara pa3kpuBaT ro-Bucoka dectora no 'maceH 8 — 10 ¢ pak Ha npocrararta npu
MbXE, IEKYBaHU ¢ AyTacTepyil, B CpaBHeHHE ¢ mauebo. Bpb3kara Mexay OyTacTepUa M BHCOKATA
CTEIEH Ha paKa Ha rpocrarara He € 1cHa. Ha Mbxere, kouTo B3uMar Y pumakc Jlyo, Tpsbea peoBHO
Ia UM C€ MpaBH OLICHKA 3a PUCK OT paK Ha MpOCTaTarta, BKIHOYUTENHO U u3cneaBaHe Ha [ICA (Bx.
Touka 5.1).

bn6peuHo yBpexkane

[lpy nedyeHne Ha MAUUEHTH CbC CCPUOIHO YBpexdaHe Ha OnOpelnTe (KpeaTHHHHOB KIIMPBLHC MO
10 Mmn/MHH) TpADBa na ce MOAX0XJa C MOBHUILEHO BHHUMAaHHE, ThH Karo Te3W NalHWEeHTH He ¢a
W3y4daBaHH.

XUNOTOHHA

KakTro u npu apyru anda-1 agpeHopellenTOpHH aHTAroHUCTH, MOHWKABAHE HA KPhBHOTO HaJATaHe
MOXE J1a C€ CITy4YH B OTAENHU Cydau Mo BpeMe Ha JICUCHUETO ¢ TAMCYJIO3MH, B PE3YJITaT Ha KOETO
pPAAKO MOXe Ja HACTBITA CUHKOM. [ IpH ITBPBUTE NIPH3HAUM HA OPTOCTATHYHA XUTIOTOHUSA (3aMaliBaHe,
¢nabocT) naLUMeHTLT TPA0Ba Ja CCAHE WK a JIErHE, A0KATO CUMITTOMMUTE U3Ye3Har.

bauTenHoCTTa 3a XMIMIOTOHHUS € BaXKHA TPH MAaLUEHTH, KOWUTO C€ JIEKYBAT ChC CENCKTHBHH -
aApEeHOPCLENITOPHU AHTArOHUCTH, KaTO TaMCYIIO3WH, U ¢IHOBpeMeHHO ¢ (ocdoanectepaia-S-
uaxuburopu (OAES-unxubutopu karo cungeHadwnn), Tt KaTo M ABara kjacoBu edexkra Morart
MOTCHIMATHO Ja NPEeAN3BHKAT XHITOTOHHS (BUXKTE TOUKa 4.5).

HurpaonepatupseH Oronu Upne CunapoM

[Ipy HakOUM NaLMEHTH, KOUTO 10 BpeME UMM Clie] JEYEHHE C TAMCYJI03MH, MO BPeME Ha onepalus Ha
kaTapakrta ¢ Habmoasad Uuatpaonepaturen Gnomn Upuc Cungpom (MOUC, BapranT Ha cHHApOMa
Ha Masnkara 3eHnua). MOHWC Moxe a aosefe 10 yBeIUHABAHE HA MPOLEXYPHUTE YCIIOKHEHHS 10
BpeEME Ha OllepalMATa.

[opanu ToBa Ha NAUMEHTH, HA KOUTO MM NPEJICTOM MNIAHUPAHA ONEPAUNA HA KAaTAPAKTa, 3aNOYBAHE
Ha JleyeHne ¢ Ypumakc Jlyo He e npenopbuuTenHo. [lo BpeMe Ha mpenorieparvb s
XUPYP3UTE, OMNEpHUpalld KaTapakTa, U OQTAIMOIOIHYHUTE ekunu Tpabea Ja
MalMEHTHTE, ITaHNPaHH 33 OTIEpaliMs Ha KaTapaKTa, ca Wiv ca GUHM nekyBaHu ¢ Yp a%cﬂyﬁ”mn

4
!-I' _-.i:'-_l-n {l ) . . ._-
. S I«
11. v ""_ ol .
. . ) o




Ila rapaHTHpar, 4e Lie ObaaT npeanpyueTy ChOTBETHH MepkH 33 ornaassade Ha MDHUC no Bpeme Ha
orepaLms.

CrnupaHeTo Ha TaMCYNMO3uH |- 2 ceqMuLM rpeau onepauuaTa Ha KarapakTa ce CMATa 3a [ToMolll, HO
MOJ13aTa W MPOABIHDKMTEIHOCTTA OT CIIMPAHETO HaA TEpanusTa [Mpean onepalus Ha KaTapakTa Bee Olle
HE ¢a YCTAHOBEHMU.

Kancyy ¢ HapyilleHa LISI0CT
HyTtactepun ce abcopfupa npes Koxkara, 3aToBa KeHH, Jela U IoHoUIY TpA0Ba Aa n3bArsar KOHTaKTa

C Kalncyly ¢ HapylieHa wanocT (Bx. Touka 4.6). l1pM xoHTakT ¢ Xancynad ¢ HapylieHa UsNOCT,
KOHTAKTHATa 30Ha He3abaBHO TpaOBa da ObAC M3MHUTa C BOAA M CaTyH.

Huxuburopn Ha CYP3A4 u CYP2D6

EnHOBpeMEHHOTO NPUIIOKEHHE Ha TAMCYJIO3MHOB XUIPOXTIOPHA € MOILHHA HHXKHOUTOpH Ha CYP3 A4
n CYP2Dé6 Moxe 1a yBeTMdH EKCTIO3ULIMATA HA TAMCYITO3MH (BK. TOUKa 4.5).

UepHonpobHo yBpexkaaHe
YpuMmakce Jlyo He e usyuaBaH TpU NaUMEHTH ¢ depHoOpoOHO 3abonsgsaHe. [IpunoxkeHHEeTO Ha

Ypumakc [{yo npH nalyeHTH ¢ JIEKo # YMEpeHO UepHOoapoOHO yBpexaaHe TpsiOBa da € BHUMATENHO
(Bx. TOouka 4.2, Touka 4.3 ¥ To4ka 5.2).

HoBoobpa3zyBaHug Ha MlIeHHaTa Xkj1e3a
Pak Ha repata € cho0IaBaH Mpy Mbxe, B3UMAIIM JYTacTepU B KIIMHWYHHA M3MUTBAHNA (BXK. TOYKA

5.1) v no BpeMe Ha IMOCTMAPKETUHIOBHA nepuod. Jlekapure TpaOBa Ka HHCTPYKTUPAT CBOUTE
namueHTH He3zabaBHO Aa chodimaBaT BCHYKM MPOMEHH B ThKaHUTE Ha I'bpAUTE, KaTo OYUKHU MM
cekper OT 3bpHOTO. [loHacTOALIEM HE € SACHO Nand UMa NPHYHMHHO-CIIE/ICTBEHA BpL3ka MEXIY
MOABATA paK Ha rbpAaTa NPU MbXKE U MPOABIDKUTENHATA ynoTpeba Ha JyTacTepux.

[IpoMeHH B HACTPOEHUETO U ACIpEecHs
[Tpn naLMeHTH, NeKYBaHU ¢ ApYT nepopanieH S-anda peaykrazeH uHXUbWUTOp, MMa CLOOIIEHHA 32

MPOMEHH B HACTPOEHHETO, BKIOYNTENHO HOETIPECHBHO HACTPOEHHUE, NCTIPECHA M, TO-PAAKO -
cyuuuaHa uaeauus. Iaumentute Tpabsa Aa NOTHPCAT MEAULMHCKA KOHCYNITALIMA, B CIyYaii ye rnpu
TAX Bb3HHKHE KOHTO M 1a OMIIO OT TE€3X CHMNTOMH.

4.5 B3aumonaeiicTBue c APYIrH JeKapCTBEHHU NPOAYKTH K APYTH popMH HA
B3aHMOodeRcTBHE

3a Ypumakc Jlyo He ca nposexaaHW NpoydyBaHMA 3a B3ammonclictsug. Hanwuna ¢ cnennara
HHQOPMALIKA 32 OTAEJIHUTE KOMIIOHEHTH.

LytacTepun
3a HGOpMALIMA OTHOCHO HAMaJIABAHETO HAa cepyMHNTe HKHBA Ha [ICA mo BpeMe Ha NeYeHUeTo ¢

OYTacTEepHA M HACOKH OTHOCHO OTKPHMBAaHE Ha paK Ha MpocTatara, MOJs BHKTE Touka 4.4,

Egbexmu na opyzu nexapcmsa 6vpxy papmaxoxuremuxama xa oymacmepuo

Ynorpeba 3aefHo ¢ CYP3A4 w/unu P-riukonpoTeH HHXUOUTOPH:

JyTactepua ce eMMMHUHHPaA NMPEIUMHO 4pe3 MeTabonu3Ma. e BUTPO npoydBaHMUATA TOKA3BAT, YE
To3u MerabonuaeM ce karanusupa ot CYP3A4 u CYP3AS5. He ca nporexzaHM OQHIIHANTHH
Mpoy4YBaHus 3a BiaumogelcTBua ¢ MomHK HHXubUTOpH Ha CYP3A4. B enno nomynauuoHHO

[poy4BaHe, obaue, CCpyMHUTE KOHLICHTPAUHH Ha AyTacTepua ca 6unu cpeano ¢ 1,6 no 1,8 w—____\

BUCOKH, ChOTBETHO, NP MATLK Opofi OT MauMeHTH, neKyBaHH eIHOBPEMEHHO C Beparl BAwH Mo e
annTuaseM (yMmepeHd uHxubutopu Ha CYP3A4 u unxubutopu Ha P-rnukonporenHa), mo&ma T w
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JIsnrocpounara KOMOHMHALMS Ha AyTacTEpU]] C IEKAPCTBA, KOUTO Ca MOLIHU HHXHOUTOPH Ha eH3UMAa
CYP3A4 (Hanpumep pHTOHaBHp, HHAWHABHP, Heda30AOH, HTPAKOHA30J, KETOKOHA30], NpUiarad
OpANHO), MOXeE Ja IMOBUIIH CEPYMHHTE KOHLIEHTPAUUH Ha AyTacTepull. JONMbIHUTENHO HHXHOHpaHE
Ha S-anda pelykrasara NpH MOBHILICHA €KCITO3MLIMS C OYyTacTEPHA He ¢ BEpOATHO. Bhnpeku ToRa,
aKO ce KOHCTaTHPAT CTPAaHUYHH e(deKTH, MOXKe a ce 0OMUCTH HaMallaBaHe Ha YeCTOTaTa Ha JO3UTE

AyTacTepul.

Tpabpa na ce orfenexkn, ye B ciy4yall Ha €H3UMHO MHXHUOMpaHe, ABICHUAT MOTYXKHBOT MOXE
HOITBJIHUTENHO J1a C€ YABIKMA U MOXe [1a OTHEME NoBede oT 6 Mecella oT eJHOBpEMEHHaTa Teparnus
IpeAr JOCTUTAHE HAa HOBO PABHOBECHO CHCTONHUE.

[Mpunoxenue Ha 12 rpaMa XOoJNeCTHPAMHH €IHH Hac Clle[ ¢AHOKpaTHa J03a OT 5 MI AyTacTepul He
NnoBausea papMaKOKMHETUKATA Ha JYTacTEpHl.

Egpexmu na oymacmepuo vpxy hapmaxoxuremuxama Ha opy2u n1exapcmea

B enHo Manko nmpoyusaHe Che 3apaBu Mbxke (N = 24) ¢ NpoaBbIHKHTENHOCT ABE CEAMHULIM TyTacTepUl
(0,5 MT ZHEBHO) HE € 0Ka3al BIIMAHKE BBPXY (PAapMaKOKHHETHKATa Ha TAaMCYNO3HH MJIM TEpa3o3nH.
He e uMano JaHHu, nokassamy papMakoAUHAMHYHO B3aUMOZIEHCTBHE B TOBA MTPOYYBAHE.

IlyTacTepua He OKa3Ba BAMSHME BLpPXY (papMakOKMHeTHKaTa Ha BapdapuH MMM JAMrokcuH. ToBa
[okasea, 4e ayracrepua He HHxubupa / unayurpa CYP2C9 unu npeHocuTens Ha P-rAMKonpoTenn.
HUH BUTPO mNpoyyBaHMS 3a B3aHMONECHCTBHE 11OKAa3Bar, 4e AYTACTEpPHA He HHXUOUpa eH3WMHTE

CYPI1A2, CYP2D6, CYP2C9, CYP2C19 umn CYP3AA4.

TaMcyno3uH
BHuMaHHe NpH €QHOBPEMEHRHO NPUIIOKEHHE ¢ TAMCYNIO3HHOB XHUIAPOXJIOPUA € APYTH JIeKapcTBa ¢

xunoTeH3uBeH edekt (Hanp. aHecretmud, PDES-unxuburopu n apyru al-aapeHopelienTopHH
aHTaroHUcTH). Jlyracrepua-raMcyio3uH He TpAOBa a ce U3Moi3ra B koMOuHauus ¢ Apyru ol-
aipeHOPELIEITOPHH AHTarOHHUCTH.

EXHOBpEMEHHOTO TIPHIIOXKEHNE HAa TAMCYIO3HHOB XHAPOXNOpHA ¢ MOIIHK MHXUOUTOpH Ha CYP3A4
MOXKe Ja JOBEIC A0 MOBHIUECHA €KCIIO3HLHA KbM TAMCYNO3MHOB XHIAPOXJIOPHUA. EXHOBPEMEHHOTO
APHIOKEHUE C KETOKOHA30N (M3BecTeH cuineH MHxHOuTop Ha CYP3A4) BoaM A0 noBUlLaBaHE Ha
AUC 1 Cmax Ha TaMCyTO3HHOB XHAPOXIIOPHI ChOTBETHO ¢ KoeduliueHTH 2,8 1 2,2.

TaMcyno3uHOB XHAPOXNOPHUI He TpAOBa Xa ce mpuara B KOMOMHAUMA ¢ MOIUHM HHXHOWTOPH Ha
CYP3 A4 npu nauuenty ¢ peHoTun Ha ciabu Metabonusatopu Ha CYP2D6.

TamMcyno3MHOB XUAPOXNOpPUA TpAOBA Aa Cce npuiara BHUMATEIHO B KOMOMHRUHA C MOIIHU M
ymepernu naxuburopu Ha CYP3A4. EqHoBpeMeHHOTO MPUNOKEHHE HA TAMCYTO3UHOB XHIPOXTIOpH

c mapokceTuH, MouleH MHxubutop Ha CYP2D6, Boau no yeenudasaHe Ha Cmax u AUC Ha
TaMCYJIO3UH CHOTBETHO ¢ kKoepuuueHTH 1,3 u 1,6, HO TOB2 YBENTHUYCHUE HE C€ CUMTA 33 KIUHUYHO
FHAYIUMO.

He ca HabmolaBaHu B3auMoIelCTBHS TIpH €OHOBPEMEHHOTO MpUIaraHe Ha TaMCYIO3HHOB
XHIAPOXJIOPHA C aTEHONON, EHANANPHN WIH TeopUnuH. EAHOBpEMEHHOTO NpUNaraHe ¢ UWMETHIMH
BOJH JI0 NOBHILIABAHE HA NIa3MEHUTE HUBA HA TAMCYIO3HH, TOKATO ¢ Gypo3eMK — IO CIajl, HO TORA
HE Hanara KOpekiva B JO3HpOBKaTa, Thif KaTO HHBATa OCTARAT B PAMKHTE Ha HOPMANTHUTE MPaHHLIN.

A1 BUTpO 1MazenaMm, TIPOMPAHONION, TPUXJNOPMETHA3NI, XJIOPMAAWHOH, AaMHTPUMITHIIMH,
nuknogpeHak, riMdeHKIaMU, CUMMBAacTaTHH WK BapdapuH He npoMeHAT cBobonHara ¢p
TAMCYJIO3HMH B YOBELIKATA MAa3Ma. TAMCYJO3MH CbILO HE NpPOMEHA CBOOOAHHTE
nuaseraM, IPOTIPaHOIION, TPUXIIOPMETHA3UI WITA XIIOPMAXUHOH.




Juknodenak 1 sapgpaprH, obade, MOraT 1a yBenM4aT CKOPOCTTa Ha EIMMHUHUPAHE HA TAMCYJIO3HH.
4.6 DepTHAHTET, GpEeMEHHOCT H KEPMEHE

Ypumaxkc Hyo e npoTHeonokaszaH 3a yriotpeda npy xeHu. He ca npoBexaaHy IpoyuBaHud 3a OLICHKA
Ha ediekTa oT YpumMakc Jlyo no BpeMe Ha OpeMeHHOCT, TaKTalHA WM BepXY eprunurera. CneqHata
HHpOpMALIMA € HANTMMHA OT NPOYYBAHHUSA C OTACITHUTE KOMIIOHEHTH (BXK. TOYKa 5.3).

BpeMeHHOCT

KakTo u np# Apyr# HHXHOHUTOPH Ha S-anda-penykrazara, yTacTepua HHXHOHpa NMpeBpbhINaHETO HA
TECTOCTEPOH B AMXHAPOTECTOCTEPOH U MOXKE, a0 € MPWITOKEH HA WKEHA, HOCEILa MBXKH (eTyc, 1a
BBL3NPENATCTBA PAa3BHTHETO HA BBHUIHKTE MOJOBU opraHd Ha deryca (Bx. Touka 4.4). Majiku
KOJIMYECTBA JyTacTepya ca OWNM OTKpPUTH B CriepMaTa Ha jaMua, npuemalnu ayractepuia. He e
U3BECTHO JalTi MbKKHAT deTyc O Cce MOBNUAN HEraTUBHO, aKo MalikaTta € M3JI0KEeHa Ha criepma Ot
MaIHEeHT, TEKYRaH ¢ AyTacTepul {PMCKBT, OT KOETO € Hait-ronaM npes mupBuTe 16 CEAMULM OT
OpeMEHHOCTTA).

KakTo npu BCHYKA HHXHUOMTOPH Ha S-anda-pelyKTa3arta, KoraTo mapTHeOpKaTa Ha MALUWEHTa € WiIH
MOXe [MOTeHLHAITHO 1a ¢ OpeMeHHa, ce NMpenopbyba NauMeHTsT Ja npearna3Ba NapTHLOpKaTa CH OT
BL3AEHCTBRETO HA CIIEpMaTa YpE3 U3MOI3BAHE HA Npe3epBaTUB.

[TprnoXeHKeTo Ha TAMCYIO3HHOB XHEPOXJIOpHUI NpH OpeMEHHH XEHCKH IUTbXOoBe W 3aliuM He
NMOKa3Ba JaHHHU 33 YBpeXAaHe Ha TUIOAA.

3a uHdopMaLMa OTHOCHO NMPeAKNTUHHYHH AaHHH, BUXTE Touka 5.3.

Kppmere
He e u3reCcTHO Janu AYTACTEPpHUA €€ OTACIA HPC3 HOBCILIKATA KbpMA.

QepTHIUTET
HMa cpo0uieHns, e JyTacTepn MOBINABA XapaKTEPUCTUKUTE HA cliepMarTa (HaMansaeaHe Ha 6pos
Ha CMEPMATO30UANTE, KOMUUYECTBOTO CIIEpMa H MOABHKHOCTTA HA CIIepMaTO30UIANTE) NPH 3ApaBH
MbkKe (BX. TOYKa 5.1). Be3MOKHOCTTA 32 HAMAIIABAHE HA MbXKKUSA PEePTUIUTET HE MOXe Ja Obae
M3KITIOYeHa.

BrnaHKMeTO Ha TAMCY/IO3HHOB XHAPOXIIOPHA BBPXY OposA Ha criepMaTo3oKIute Wi QYHKIMATA Ha
CTIepMATO30HUAUTE HE € H3CIENBAHO.

4.7 EdexTH BLpXY cnniocobHocTTa 32 modupane H padora ¢ MAMIHHA

Ypumakc JIyo MOxe 1a TOBITHAC B MaJIKa CTENEH crnocoOHOCTTA 3a wodHupane » paborara ¢ MalIMHU.
BoIIpeky TOBa, NalHeHTHTe TpAOBA Ja ca HAACHO C (paKTa, Y€ CHMITTOMM KAaTo 3aMafsHOCT MOTaT Ja
ce MOJIy4aT MpH yrnoTpedara Ha TAMCYITO3KH.

4.8 HexelaHU AeKapCcTBEHR peakuuu

JyTacrepus B koMOUHaUMA ¢ anda-6aokepa TAMCYNO3UH

Hamnwre or 4-roaumiHoTo MacneasaHe CombAT, cpaBusapamo xyracrepua 0,5 Mr (n=1623) u
TamMcynosuH 0,4 Mr (n=1611) BeaHBXK AHEBHO CAaMOCTOATENHO M B koMOuHaima (n=1610), noka3ear
ye 4ecToTaTa Ha HeXeJJaHUTe CLOUTHA, CBBP3aHH C JIEKAPCTBATA H OlIpElcSIeHN OT U3CIEA0
BpeMe Ha ITbpBAaTa, BTOpara, Tperara i HeTBbpTara roAHHa OT IEYEHUETO ChOTBETHO € 22%
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HeXeJIaHH ChOUTHS B rpyliaTa C KDMﬁHHHpﬂHD JNCHCHHEC Npe3 ITbpBaTa roakHa OT JICHCHHUETO €€ ABJIXH

HA [NO-BHCOKATaA HECTOTa

eAKyanmMATa, HabMwJagaHu B Ta3u rpyna.

Ha PpPCIHPOIYKTHBHH HAPYUICHHA, TO-CIICHUHAITHO Ha HAPYLICHHATA B

CneaHuTe HeXeNaHM JIEKapPCTBEHU CHOUTHA, ONMpPEICNeHH OT U3CIEIOBATEN, Ca AOKNAABAKH C HECTOTA
[MO-TONIAMA WIIH paBH2 Ha 1% nipe3 mhpBaTa roiHHa oT JicueHueTo B npoyusadeTo CombAT; yecTorata
Ha Te3U CLOUTHUA Npe3 YeTUPUTE NORUHH OT JIEYEHHETO € NOoKa3aHo B cneasallata tabnuua.

Hexenana Peakuus

| HecTOTa MO BpeMe HA MEpHOaa HaA JIeUeHHe

['oauHa | ["'onuHa 2 FNomura 3 | I'onuna 4
C““‘;:":agpm“ KoM6uHaims® (n) m=1610) | (n=1428) | (n=1283) | (n=1200)
HyTtacrepua (n=1623) (n=1464) (n=1325) | (n=1200)
Tamcynosun (n=1611) (n=1468) (n=1281) | (n=1112)
3aMasHOCT
HapyieHus Ha Kombunatms® 1,4% 0,1% <0,1% 0,20%
HEpBHATA CHCTEMA Hyracrepun 0,7% 0,1% <0,1% <0,1%
_ TaMcyn03MH 1,3% 0,4% <0,1% 0%
CobpaeyHa HeROCTAaTbUHOCT
(c6opeH TepMUH®)
ChpIeqHH HAPYIIEHHUS Kom6uHaims® 0,2% 0,4% 0,2% 0,2%
HyTtacTepun <(),1% 0,1% <0,1% 0%
Tamcynozun 0,1% <(,1% 0,4% 0,2%
HUMnoTeHTHOCT®
KomGunannsa® 6,3% 1,8% 0,9% 0,4%
Hytactepun 5,1% 1,6% 0,6% 0,3%
TaMcyno3uH 3,3% 1,0% 0,6% 1,1%
Ipomeneno (HUHH‘}KEHG)T
mbénno®
Kombunannsg® 5,3% 0,8% 0,2% 0%
Jyractrepun 3.8% 1,0% 0,2% 0%
%SII;LZP:;:;E:: ETI?I&TEL Tamcyno3nn 2,5% 0,7% 0,2% <0,1%
cicTeMa M Ha rppfaTa | Hapyuenus 8
eAKynauuAaTa®
Kombunamsa® 9,0% 1,0% 0,5% <0,1%
Hyracrepun 1,5% 0,5% 0,2% 0,3%
TamMcynoaus 2, 7% 0,5% 0,2% 0,3%
Hapyiuzenwe Ha rupaara’
Kombunaums® 2,1% 0,8% 0,9% 0,6%
Jlyracrepua 1,7% 1,2% 0,5% 0,7%
TaMmcyno3uH 0,8% 0,4% 0,2% 0%

a

b CopaeuHa HemoctaTbUHOCT € cOOpeH TEPMHH,
HENOCTAThYHOCT, ChpAeYHa HEIOCTATBLYHOCT, JIEBOKAMEpPHA HEAOCTATBYHOCT, OCTpa ¢

HEDOCTATBHYHOCT, KAPAHOICHCH WIOK, OCTpd JE€BOKAMCpPDHA HCIAOCTATBYHOCT,
HEAOCTATBYHOCT, OCTpda ACCHOKAMCPHA HCOOCTATBYHOCT,

KapaIUOMyJIMOHapHa HEJOCTATHhYHOCT, 3aCTOHHA KApTHOMHOITATHA.
¢  Te3n cekCyalTHU HeXeJTaHH CHOUTHA Ca CBBP3IAHHU C ICUEHUETO ¢ JYTACTEP

KaMepHa

Kombunauus = gyractepua 0,5 Mr BeIHBX AHEBHO MUTIOC TaMCyo3uH 0,4 M BEAHBX JHEBHO.
BKITIOMBAlll 3aCTOHHA

-~

ChbpIAE4Ha




MOHOTEpanus # KoMOUHaUMSA ¢ TAMCYNIO34H). Tean HexenaHu CEOMTHA MOraT Ja ce 3ana3iT ciel
npeKbCcBaHe Ha nedeHuero. Ponara Ha AyTacTepu] B TOBA 3aMa3BaHe € HEU3IBECTHA.

d BxiwyBa YyBCTBHTEIHOCT H4a CbpPAMTE M YrojeMsBaHe Ha TwpaHTe. B pombiiHeHHe,
HEeXeJIAHUTE €(PEeKTH Ha OTIENHUTE KOMIIOHEHTH C¢ OCHOBABAaT HAa HaJIM4HAaTa UHPoOpMaLWA B
myONnMIHOTO TIPOCTPAHCTBO. YecroraTa Ha HeXeNaHUTe CHOMTHUA MOXKe Ja ce YBelU4YH TIpH
W3NO3BAHE HA KOMOWHHpaHA TEpAIus.

B fponniaHeHHE, CTpaHUYHUTE edeKTH Ha OTAC/IHUA KOMIIOHEHT C€ OCHOBABaT Ha HallM4YHAaTa
unpopMalua B NyONUYHOTO MPOCTPAHCTBO. HecToTaTa Ha HEeXENaHUTE peakuuud MoXke Ja ce
yBEJIUYH TP U3MO3BaHe Ha KOMOUHHpaHa Teparus.

YecroTaTa Ha HEXETAHATE NIEKapCTBEHH PeakLiMi, YCTAHOBEHHU OT KIITMHUYHU MNPOYYBaHNS:

Yectu (>1/100 go <1/10), vewectn (>1/1 000 no <1/100), peaxu (=1/10 000 no <1/1000), MHOTO peaky
(<1/10,000). B pamkuTe Ha Beaka rpyna ot COK Hexenanure edekTH ce TIPEICTABAT B HU3XOIALL pe
[10 OTHOLIEHHE HA CEPHO3HOCT.

CucTeMa opran KJjaac Hexenann - HAyracrepua* ’
p peakuum y P TamMcyno3un

CUHKON - Penku
Hapyiuenus Ha HepBHaTa

3aMasHOCT - Yectn
CUCTEMA

| ['maBobOonue Hevectn
CobpacuHa
HEJOCTATBYHOCT HeyectH®

ChpaeyHH HapyLIEHHUS |
g Py (Cbopes TepMHH )

[Tanmutaunn 1 HedectH
C OprocTaTHyHa
BAOBH HAPYIUEHUA Heuectu
| XHOTOHUS
PecniipaTopHu, rpBLAHU H
MEAHAaCTUHATHU PuUHHT Heuectu
HapylIeHH!s
3anex Heuecru
CTOMalWHO-YPEBHU Huapus Heuectu
HapYUICHWA ["ageHe HeuyecTu
| lospblaHe HeuecTH
AHruoeem Penku
CUHIpOM Ha CTHBLH- MHOTO peaKH
HapyuieHus Ha koxara ¢ JDKOHCBH
MOAKOXHATA ThKaH _YpTHKapus HeuecTH
Ob6pus HeuectH
Crpbex HeuectH
 IlpHanussM MHOro peaku
HMHGTCHTHOCT3 Hectn -
[IpoMeHeHOo
HapyuieHus Ha (HOI-[I{JKC;IO) Hectu -
BB3POH3BOIHTENHATA anbuao
CHCTEMA H I'eplaTa Hapymeﬂuﬂ B
3 YecTn Yectu
CAKYNaLHATA
Hapyuienus #a
g YectH
I'bpaaTa
O6uin HapyIICHKHA U
HapyIIEHHA HA MACTOTO HA | ACTEeHUS Heuectu
MPHIOXKEHHE




a]lyracTepua: OT KTHHUYHM Npoy4YBaHuA ¢ MOHoTepanus Ha JITX.

Tamcyno3uH: ot OcHosHuA [Ipodgun Ha belonacHocTTa H2 Tamcyno3ud B EC.
‘Ilpoyusase REDUCE (Bx. Touka 5.1).

IC'hp.IIE‘IHa HEZOCTATHYHOCT € cOopeH TepMMH, BKIOYBAIK 3acToliHa cChpAedHa HEAOCTATHYHOCT,
ChbpAcuHa HEAOCTATBYHOCT, JIEBOKAMEPHA HEROCTATBYHOCT, OCTpa ChpAEYHA HENOCTATBYHOCT,
KapAMOreHeH LI0K, OCTpa JIEBOKAMEPHA HEAO0CTaTbYHOCT, AECHOKAMEpPHA HEA0CTAaThYHOCT, OCTPa
IeCHOKaMepHa HEAOCTATHYHOCT, KaMepHa HEAOCTATLYHOCT, KapAWO-TYJIMOHAITHA
HeJOCTAaTLYHOCT, 3aCTONHa KapAHOMUONATHA.

Bimo4sa YyBCTBHTEJIHOCT Ha M'bPAMTE U YrOJieMRBaHE HA bPIHXTE.

3 Tean cexCcyallHu HexeNlaHu CbOUTHA ca CRBP3aHU € IEYCHHUETO ¢ RyTacTepu (BKIHOUUTENHO
MOHOTeparnus 1 KoMOMHALUMA C TaMCYNo3KH). Te3n HexenaHu CbOUTHA MOraT Aa ce 3anasiT ciell
NIPEKBCBAHE Ha TedeHHeTO. PonsiTa Ha JyTacTepH B TOBA 3aMa3BAHE HE € U3IBECTHA.

Z I[!! 'H TAHHH

ITpoyusanero REDUCE nokasa no-Bucoka yectora o I'nuchH 8 — 10 ¢ pak Ha mpocrataTa nNpH MBXKe,
NeKyBaHH ¢ AyTacTepua B cpaBHEHUE ¢ 1anedo (Bx. touku 4.4 u 5.1). Jlanu edpekrbT HA ZyTacTepHI
3a HaMandgBaHe Ha o0eMa Ha mpocrarara WIM (QaKTopy, CBBP3aHM C NPOYYBAHETO, €a OKa3alH
Bb3ASHCTBHE BRPXY pe3yATaTHTE OT TOBA NPOY4BAHE, HE € YCTAHOBEHO.

CnegHoto e 6uno cbobimeHo B KIIMHUYHA NMPOYYBAHUA W Npe3 NMOCTMapKETHHTOBATa yrioTpefa: pak Ha
replaTa Nnpu MbXxe (BX. Touka 4.4).

[ocTMapKeTHHIOBH JAHHU
HWnentuduumnpany ca HexxeNlaRM ChOUTHS OT CITOHTAHHH ITOCTMAPKETUHT OBY CHOOIIEHNS B CBETOBHHTE

NMOCTMAPKETHHINOBH JaHHH, 3aTOBa TOYWHATA Y€CTOTa HEC € H3BCCTHA.

HAyTactepua:
Hapywenua na umynnama cucmema
C Heu3BECTHA UECTOTA: aAleprMMHH PEaKLUMH, BKIIOYHTETHO 00pHB, chpbex, YpTUKapUs, TOKATH3NpaH

OTOK H aH'HOECACM.

Tcuxuurnu napyuienus
C HEW3BECTHA YECTOTA: JEIPECUA

Hapywernua na kodicama ¥ noOKojcHama muKan
Heuectu: anorneums (OCHOBHO onajjaHe Ha KOCMKTE M0 TAIOTO), XHIIEPTPHX03a.

Hapywenun na 6b3npouzeocoumennama cucmema u 2xpoama
C Heu3BecTHa 9ecToTa: OOMTKU B TECTUCKHTE U MOTYBAHE HA TECTHCUTE.

TaMcynoauu:

[TocTMapKkeTHHIOBY JaHHU: B AoMbIHEHHE KbM HEXEJIAHUTE ChOUTHA, U3DPOSHHU NO-rope, apuTMHA -
NpeACEPAHO MBXKACHE, TaxXUKapauA W AUCMHEN €A JOK/I3[BaHW BbB BpB3Ka ¢ ymnorpebara Ha
TaMCYNO3WH. THH KaTo Te3n CIIOHTAHHO CHOOMEHU CLOWTUA €a OT CRETOBHH NOCTMAPKETWHIOBH
AAHHH, YECTOTATa Ha CHLOUTHATA U POJIATA HA TAMCYJIO3WH B ONMPEAENSAHE HA IPUYWHHO-CIIEICTBCHATA
Bpb3Ka He MOXe J1a ObJie HaZleXOHO OMNpeNecHa. /-—-—--1;-_.‘
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[lo BpeMe Ha OoTiepallMq Ha KaTapakTa CUTyalns Malika 3eHHLA, W3BECTHA KaTO UHTpa
¢ionn upuc cunapom (MOHC), e 6una acoLmupana 1o BpeMe Ha MOCTMAPKETHHTO
C TIEYEHUETO ¢ TAMCYJ/IO3UH (BXK. CBUIO ToUka 4.4).
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CrnobuiaBaHe Ha NOJO3HPAHU HEXEIAHH peaKluy

Coo0uaBaHeTo Ha NOJO3UPaHH HexXelaHH peakLiuK Clel paspeliaBane 3a yrnorpeda Ha
NEKAPCTBEHHA MPOAYKT € BaXHO. ToBa MO3BOJIKBA Jla MPOABIDKY HAbIOAEHHETO Ha
CHOTHOMIEHHETO NOM3a/PUCK 32 JICKAPCTBSHUA NPOAYKT. OT MENUUHWHCKUTE CIIEUHATUCTH Ce
M3KCKBA 1a ChOONIABAT BCAKA MOA03UpaHA HEXkENNaHa peakuud upe3 M3msHUTEHE areHus 1o
nexapcrnara: ya. ,,Jlamad I'pyes” Ne 8, 1303 Codus, Ten.. +359 2 8903417, yebcaltT:

www.bda.bg.

4.9 I[Ipexosupane

HsmMa HanuyHY JaHHHU MO OTHOLIEHHUE npeao3upade ¢ YpuMmakc Jlyo. CreaHuTte JaHHU OTpas3sABaT
HanWw4HaTa HHpOpMaLMA 33 OTACTHHTE KOMITOHEHTH.

Hyractepua
[Tpn mpoy4BaHus ¢ JOOPOBOJILM Ca IPWIAraH! eHOKPAaTHK JHEBHU JO3K OT AyTacTepua 10 40 Mr/aeH

(80 mpTH HAO TepaneBTHYHATA J03a) B NPOALIDKEHUE HAa 7 AHM, 6e3 cepHo3HM OfMaceHUA OTHOCHO
GesonacHocTTa. B KNMHHYHM NpOy4YBaHMA NO03M OT 5 MI/AHEBHO ca MpUJaraHyd Ha CYOEKTUTE B
npoAbkKeHHe Ha 6 Meceua 6e3 HOMLAHMTENHH HeONaronpuaTHH epeKkTH B CPaBHCHUE C TE3W,
HaOIroAaBaHM TIPH TEpaneBTHYHHW 103U oT 0,5 mr. HaMma cnetindimieH aHTUAOT 3a JyTacTepHi, 3aTosa
MpH CbMHEHUE 33 Npeo3npane Tpadea 1a ce NPIIOKH CUMITOMATHIHO ¥ MOMABPXKAUIO JIeYeHUe B
CBOTBETCTBHE CHC CITydas.

TaMCyno3uH

Cumnmomu

[Mpeno3upanero ¢ TaMCYNO3MHOB XMIPOXIOPUA TIOTEHLIMANTHO MOXE Ja J0Bele N0 TEXKH
XHTIOTEHIMBHY edekTH. TexKH XHUMOTeH3IUBHH edekTH ca HabmodaraHW NpH pazNHMYHH HUBA HA
TpeaO3UpPaHE.

Jleuenue

B cmyuali Ha ocTpa XMINOTOHHMA, HACTBITIA CJe/ NPeao3upate, cleliBa Ja ce npeanpueMe CbpaeduHo-
ChIIOBaTa NMOAAPBXKA. KpBBHOTO HaMraHe Moxe Ja Onle BB3CTAHOBEHO U CHPACYHATA YECTOTa
HOpMATU3NPaHA, KaTo MALUEHTHT CE [TOCTABH B JIETHANO ITONOKEHHE. AKO TOBa HE MMOMOTHE, TOrasa
MOXe JIa Ce MPUJIOKH HHTPABCHO3HA PEXUApaTalMs 3a yBeludaBaHe obeMa Ha LIMPKYTHpalliaTa KpbB
H, aKo € HeoDXoInMo, J1a ce U3MON3BaT Basolpecopd. brbpeunara ¢pysxiuus Tpsabea na ce Habmoaasa
W fa ce npunarat ofluM noaabpXKay Mepkd. Manko BeposTHO € Auanu3ata Aa 0bae oT nojisa, Thid
KaTo TaMCYJIO3UH € MHOT'O CHJIHO CRBP3aH C [UIa3MEHHUTE NMPOTEeUHN. MepKku, KaTo MoBphIIaHe, MOraT
Jia ce B3EMAT, 3a JIa ce Bu3npendarcrra abcopbumsara. Korato ce oTHacs 3a roneMy KonHwecTsa, MOXe
Ia ce MPUIOKU CTOMAIlIHA MPOMWBKA M aKTHBEH BBIVICH, M Ja ce JaJe OCMOTUYHO CabuTeTHO, KaTo
HaTpPHEB CYIdar.

5. ®DPAPMAKOJOIMYHHA CBONCTBA
5.1 @apMakoIHHAMH4YHH CBOHCTBA
PapmakoTepaneBTH4YHa rpyna: Anga agperopeuenropuu aHtaroHucti, ATC koa: GO4CAS2

HyTacTepua-TaMcyJio3uH € KoMOuHauua oT ABE JIEKapCTBa: AYTACTEPHUA, ABOCH 5 Q-pelyKTa3eH
uuxuburop (5 APHU) wu TaMCynosWH XHApOXJIOpHA, aHTaroHuct Ha ala- u ald-
aapeHopeuenTopute. U asata MexaHusMa Ha JAelicTBUe ca OOMBIABALIM C LEN nnnuﬁpnna}re/' Hgest ':O p{c N
CHMITTOMUTE, MUKOYHHA [TOTOK W HaMalisBaHE HAa PHUCKA OT OCTpa 3aApPbXKKa Ha ypuHara [03’9) W \’f—»’
HeoOX0JMMOCTTa OT onepauus, cBbp3anu c JI1X. A »d' TN ‘:11.__35 \"‘
j
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IlyTacTepua HaMangBa HUBATA HA UMPKyNupawna auxuaporectoctepod (AXT) upes unxubupate
Ha ABaTta, TN 1 ¥ THI 2, Sa-peAyKTa3HH U30€H3UMa, KOUTO Ca OTTOBOPHH 33 MPEBPBILAHETO Ha

tectocTepona B JIXT.
TaMcyno3sHH H30HpaTeTHO M KOHKYPEHTHO C€ CBbp3Ba ¢ TMOCTCHHANTUYHHTE o -

aJpeHopeLIenTOpUTe, NMo-cnenuanio ¢ noarunose o 1A U a 1D. ToBa BogM g0 oTmyckaHe Ha
NpOCTAaTHATA U YpeTpanHarta rnajika Myckynartypa.

HyTtacrepua B KOMOHHAIHA ¢ TAMCYNO3WH
He ca mpoBeXaaHH NMpeAKNHHHYHH KW KTHHKYHH TTPOYYBAHUA NPH NALUEHTH Ha Y puMakc Jlyo.

Cneaunara HHbopMaUKra € HalWYHa 3a IeUEHHAE MPH €AHOBPEMEHHO NMPHIOXKEHHE Ha NYTACTEPH €
TaMCYT03UH.

KIWHHIHHTE NPOYyYBaH1A, KOHTO Pa3riexAaT KOMOWHHpPaHATA TEPAITHA C S0-peayKTa3HUA
MHXHOUTOp AyTacTeprd U ¢l -agpeHepruyHHA aHTAFOHHCT TAMCYJTO3KH, Ca MOKa3aNH 3HauHTEeNHO
nopobpeHue CpAMO H3XOQHOTO HHBO B CPABHEHHE C TOBA HAa BCAKO €HO OT JIEKApCTBATa

MoOOTACIHO.

Hyrtacrepun 0,5 Mmr/znen (n=1623), tamcyno3un 0,4 mr/ogen (n=1611) unu egHOBPEMEHHOTO
npunoxexrue Ha ayracrepua 0,5 Mr nmoc tamcynosus 0,4 Mr (n=1610) ca oueHeHH B 4-rOaHILHO
MHOTOLICHTPOBO, MYJITHHALMOHANTHO, paHIOMH3UPAHO, ABOWHO-CIANO MPOYYBAHE C MAPANICITHU
TPYTIK TTpH MbXKe CyOeKTH ¢ yMepeHH 10 TexkH cuMnToMu Ha JITIX ¢ npoctata 30 mn u croitHOCT
Ha [ICA B pamkuTre Ha 1,5 - 10 Hr/™Mn. Tlpubauzutento 53% oT adlata ca UManM npeauilHa
eKCro3ulua Ha S-anda peaykTraseH HHXUOUTOp UK neueHue ¢ anda-bnokep. [InpBuunaTa kpaltua
TOUYKa 32 ePUKACHOCT NMpe3 MbPBHTE 2 FOQHHK OT JICYEHUETO € NMpoMaHaTa B MexayHapoaHus
[Ipoctaten Cumiromaruuen Muaexkc (MIICH), uncrpymenT ot 8-nyHkra, ocHoBaBail ce Ha AUA-
SI ¢ DOMMBJIHUTENEH BBIPOC OTHOCHO KAYECTBOTO HA XHMBROT. BropuyHara kpaliHa TOYKa 3a
e(puKacHOCT Ipe3 2-Ta rog¥Ha BKIIOYBA MaKCUMAHHA JeOUT Ha ypuHata (Qmax) u obemMa Ha
npoctarara. KomOuHauusaTa nocrura 3Hagumoct 1o MIICH ot Mecen 3 B cpaBHEHHE € AyTacTepH
1 oT Meceu 9 cnipsaMo TaMcyno3uH. 3a Qmax koMOHHaLHMATA JOCTUra 3HaYuMocT oT Mecel 6 B
CpaBHEHUE ¢ JYTACTEPHI, KAKTO U TAMCYIO3HUH.

[TupeUvHATA KpaliHa TOUKa 32 eDUKACHOCT NMPH 4-FrOQUILHO JICUEHHE € BPEMETO X0 ITBPBHA Cydall
Ha O3Y unu cebp3ana ¢ onepauna JAIX. Cnen 4 roauHu Ha eueHNe KOMOMHHUpaHaTa Tepamnus
CTAaTUCTUYECKH 3HA4YHMMO Hamanssa pucka oT O3Y umm cebp3anHa ¢ onepauua HAIIX (65,8%
HamaneHue Ha pucka p<0,001 [95% CI ot 54,7% no 74,1%]) B cpasBHeHUE C MOHOTEpANHA C
Tamcyno3uH. Yecrorata Ha O3V unu cebp3aHa ¢ onepauus HAIIX no l'oaunna 4 ¢ 4,2% 3a
koMOnMHMpaHara Tepanud B 11,9% 3a tamcynosud (p<0.001). B cpaBHeHHe ¢ MOHOTEpanuaTa ¢
OyTacTepul, KoOMOMHHpaHaTa Tepanus HaMangsa pucka oT O3Y unu cebpiaHa ¢ onepauug AITX ¢
19,6% (p=0,18 [95% C1 -10,9% no 41,7%]). YecTtorara Ha O3V unu cBbp3aHara c onepauns JITX
po 'onuua 4 e 4,2% 3a komOUHHpaHaTa Tepanud U 5,2% 3a AyTacrepul.

BropuuHuTe kpalHM TOUYKH 3a ePHKACHOCT clex 4 roRMHU Ha NEe4YEHHE BKIIOYBAT BPEMETO JO
KNMHKRYHA nporpecus (AeduHKupaHa Karo CbBKYITHOCT oT: BnowasaHe Ha MIICH or 4 Touky,
cbOuTHA, CBBp3anu ¢ JIITX kato O3V, HHKOHTHHEHUMA, HHPEKUKA Ha NWKouHUTe meTHINa (UTTTI),
# 60peyHa HEAOCTATHYHOCT), MpoMsHa B MexayHaponuus IIpocraten Cumnromatuaed Muaexc
(MITCH), MakcumanHus ge6UT Ha ypurata (Qmax) u o6ema Ha npocratara. MITCH e unctpyment
ot 8-nyHkTa, ocHoBasall ce Ha AUA-SI ¢ IOMBIHATENEH BRITPOC OTHOCHO KAYECTBOTO HA KHBOT.
PeaynraruTte OT 4-rofulliHOTO JIedeHHE ¢a NPEIACTaBCHU MO-N0Y:

[TapaMeTBp Bpemesa Toyka Kombunauus Hyrtacrepua | Tamcynosus
O3V unwm pet
CBbp3aHa ¢ YecToTa kbM Mecell 48 4,2 5,2 / -1
ornepanus / &

OITX (%) W

1 1 \ ."{?I . T,




KnuunvHa
nporpecus® Mece1; 48 12,6 17.8b 21,5a
(%)
[U3x0xHO HHBO]
omon | it [ Us | sa | el
| crnpgmo M3xoaHOTO HHBO) ’ ’ ’
[U3xonrHo HUBO]
Qmax [10,9] [10,6] [10,7]
(M/cex) Meceu 48 (IIpomsia 2.4 2,0 0,72
cripsMo M3X0IHOTO HUBO)
O6em Ha [U3xonHo HMBO]
MpOCTAaTa Meceu 48 (% IIpomsna [_5;;'? [_52;’%] Eif’:a]
(M) capsMo H3xolHOTO HUBO) ’ ’ ’
Ob6eMm Ha
npexoaHata [M3xonHO HHEBO]
30Ha Ha Meceu 48 (% I IpomaHa [_21?7’79] [_32%35] [13 80 ’253
pocTara cripsMo U3x0aHOTO HHBO) ’ ’ ’
(M)#
Hunexc Ha
BIIUAHUE Ha [H3xoaHo HUBO]
JIITX Mecen 48 (IIpomsana [_%:;] _[f’gll _[‘15’;31
(BII) cripaMo M3XoaHOTO HUBO) ’ ’ ’
(emmnm)
MIICH
Brrpoc 3 [U3xonHo HUBO]
(cBBp3aH ¢ M A8 [3,6] [3,6] [3,6]
HIIX 3gpaseH ecelt 43 (1Ipomana -1,5 -1,3b -1,1a
crpsMo M3xooHOTO HUBO)
CTaTyc)
| (eauHHum)

CToHHOCTUTE HA H3XOAHOTO HHUBO Ca CPEAHKTE CTOMHOCTU, 2 MPOMEHUTE CIIPAMO U3XOOHOTO HUBO
ca KOpUTUpaHUTE CPEAHU ITPOMEHH.

* KnunuyHaTta nporpecus e AchUHMpaHa KaTO CbBKYIHOCT OT: BrowaeaHe ¢ 4 Touku Ha MITCH,
cubuTHA, cBbp3aHu ¢ JI1X karo O3Y, nHkontuHeHuus, U1 u 650peyHa HerocTaTbYHOCT.

# NaMepenu B u3bpann mecra (13% or paHAOMH3UPAHHUTE MALMEHTH)

a. Jlocturrara 3HauuMocT Ha koMOuHatmaTa (p<0.001) cnpamo Tamcynoaud ksM Meceu 48

b. Jocrurnara aHaunMocT Ha komOuHaumaTa (p<0.001) crnipamo gyractepua xsM Mecer 48

KnuHu4vHa eprkacHOCT ¥ 0e30NMaCHOCT Ha NyTacTepul

Hytacrepua 0,5 Mr/aex unu nnauebo e OUM oOLUCHEH NpU 4325 NalMEHTH OT MBXKKH MTON ¢ YMEPEHHU
1o Texku cuMnroMu Ha JITTX, kouto ca 6unu ¢ npocrata >30ml u croitvoct Ha [ICA 8 pamkuTe
Ha 1,5 - 10 Hr/MN B TPH MBPBUYHH 2-TOAHLIHU MHOTOLEHTPOBH, MYITHHAUMOHAIHU, nnauebo
KOHTPONIUPAHHU, ABOHHO-CNENU NpOyuBaHMN 3a ePukacHOCT. Brnocnencraue npoydraHUATa ca
NPOABIDKUIN KATO OTKPHTH A0 4-Tara ro/iMHa ChC 3amaisaHe B NpOYYBAHETO Ha BCUYKH MALIMEHRTH,
nony4asall cbilata xposa ot 0,5 Mr ayracrepua. 37% OT nalHeHTUTe, IThPBOHA4YAIHO
paHgoMusdpanu ¢ mnauedo u 40% or mauueHTHTE paHAOMH3IUpAHU C AYTACTEPHUA, OCTAHAIIM B
npoyusaHero a0 4-tara roauHa. Ilo-ronsmara 4dact (71%) or 2340-re nuua B OTBOPEHOTO
NPOABL/KEHHE HA MPOYYBAHHATA 3ABbPUIMAM OTKPUTOTO NEYEeHHE npe3 2-T€ AOMbLIHHUTEIHH
FOWUHM.

Hal-paxxHuUTe napaMeTpd 3a KIMHMYHATZ eduKacrHocT ca CuMmIToMaTHYHHA HHAekc Ha
AMepukanckara Yponoruyna Acouunauus (AUA-SI), makcumanes nebut Ha ypuHATa
4EeCTOTaTa Ha OCTPO 3adbpKaHe Ha YpUHATa U CBbp3aHna ¢ onepauuns JITX. DR

L TR
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AUA-SI ¢ BopoCHUK OT 7 ITyHKTA OTHOCHO CHMITTOMH, CBbp3aHu ¢ ATTX, ¢ Makcumanuy 35 Toukw. el
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B HayanoTo Ha NpPoy4BaHETO CpeAHHUTE TOUKH ca nNpubausnTento 17. Cnen wecr Meceua, e1Ha H
JBe MOQUHHM JIedeHHe nnauedo rpynara uMa CpeiHo noaodpeHue OT ChbOTBETHO 2,5, 2,5 1 2,3 Touky,
JNOKAaTO B rpynara ¢ Avodart iMa noaofGpeHue cbOTBETHO ¢ 3,2, 3,8 u 4,5 Touku. Pa3znukure mexay
rpynure ca craTuctTuuecky sHaunMu. [onobpeunero B AUA-SI, koeTo ce BUXkIa npes mbpBUTE 2
FOJMHHK OT JABORHO-CNAMOTO JIEYCHHUE, MPOTBIIKU J1a C€ MOAIBPKA Mpe3 AONBIHUTCTHUTE 2 FOAWHH
OT OTKPUTOTO NMPOOBIDKEHHE HA NTPOYUYBAHATA.

Omax (Maxcumanes 0ebum Ha ypunama)

CpenHuaT n3xoaeH Qmax 3a npoyusaHuaTa € nmpubmusurenno 10 Mi/cek (HopManeH Qmax = 15
Mi/cek). Cnen nedeHne OT eHAa WM RBe TOOMHM IneOUTHT B miauefo rpynara e noaobpen
croTBeTHO ¢ 0,8 1 0,9 Mn/cex u ¢ 1,7 1 2,0 Mit/cek cbOTBETHO B rpynaTta ¢ Avodart. Pasnukara
MEXIY JABETE TPYIH € CTaTUCTH4YEeCKH 3HaYuMa oT Mecen 1 no Meceu 24. YBenudeHHeTO Ha
MaKCHMaTHUA 1eOuT Ha ypHHa, Hab1ojaBaHo No BpeMe Ha ITbPBUTE 2 rOAWHU Ha JBOWHO-CIIATIOTO
JeueHHe, NpOOL/KA Ja C¢ MNOAAbpKa MNpe3 JONMBIAHUTENHUTE 2 TOIUHU OT OTKPUTOTO
MPOIbIKEHNE HAa MPOYYBAHUATA.

Ocmpo 3a0vporcane va ypusama u XUupyp2uiHa unmepeen yua

Chnen aBe TOOWMHHA Ha JIEHEHUE 4eCTOTATAa HA OCTPO 3aldbp)KaHe Ha ypHHa ¢ 4,2% B rpynara ¢
nnauebo crpsimo 1,8% B rpynara ¢ Avodart (HamMangsaHe Ha pucka ¢ 57%). Taszn paznuka €
CTATUCTUYECKH 3HauuMa U o3Ha4yaBa, ue 42 nmauueHta (95% CI: 30-73) Tpsabpa na ce nekymar B
npoobKeHUe Ha IBE roJMHH, 3a Aa ce u3berHe eaAnH cnyyail Ha O3Y.

YecroTara Ha cebpzaHa ¢ onepauusd JAITX cnen ase rogunu € 4,1% B rpynara ¢ nnauedo 1 2,2% »
rpynata ¢ Avodart (HamansaBaHe Ha pucka ¢ 48%). Ta3m pa3nuka € CTaTHCTHYECKH 3HAYMMA M
O3Ha4ara, ye 51 naunenta (95% CI: 33-109) Tpabra na ce nekyBaT B NPONBIIKECHIE HA IBE MOXWHH,
3a J1a ce H30erHe eqHa XUpyprudecka HHTEPBEHLIUA.

Paznpeodenenue na kocmu

E¢exTbT Ha AYTACTEPUI BBPXY pa3npeAcNeHHETO Ha KOCMHTE 10 CBLILUECTBO HE € MPOYYEH TI0
BpeMe Ha ¢asa III nporpamara, surnpeku ToBa, 5 anda-peaykrasHUTe MHXUOUTOpH Morat na
HAMaTAT KOCOMaa U Aa NMPeAU3IBUKAT PACTEXK HA KOCHMA IPU TULIA ¢ MBKKH THIT Kocomnan (MbxKa
aHAPOreHHa anoneiuu).

lumosudHa pynrxyua

(DyHKUHATA HA IUUTOBUIHATA A1€3a € OLeHEHA B €XHO TPUTOAWIIHO NpOYy4YBaHe NPH 3APaBH MbXKE.
HunBata Ha cBODOIHHSA TUPOKCHH Ca ONpeIeNIeHU KaTo CTabHIIHU NpH JIeueH!e ¢ JyTacTepull, HO B Kpast
Ha IThbpBaTa NoJlMHa OT JedeHHeTo HuBata HAa TSH ca 6wnu neko 3aBmmenu (¢ 0,4 MCIU/Mn) B
cpaBHeHUe ¢ miauebo. Benpeku ToBa, Tbi kaTo HUBaATA Ha TSH ca 6uiM MpOMEHNWBH, CPEIHUAT
nuanaloH Ha TSH (1,4 — 1,9 MCIU/mn) ocrasa B HopMamHH rpanuig (0,5 - 5/6 MCIU/Mn), uuBaTta Ha
cBOOOOHUSA THPOKCHH ca cTaOUNIHK B paMKUTE HAa HOPMANHOTO U KakTO Npu rrauebo, Taka v Ipy
JIEYEHHETO ¢ AyTacTepu, rmpomeHute B TSH He ce cUMTAT 3a KITMHWYHO 3HAYUMHU. TIpy HUTO €IHO OT
KITMHUYHHTE [IpOYYBAaHMUA, HE € WUMANO JAaHHHM OYTACTEpHU] Aa BIIMsAe HEOMaronpuaTHO BBPXY

(YHKILMATA Ha IIHTOBHIHATA KIIE3a.

Heonnazun na 2vpoama
[Ipe3 2-ronuiLIHNTE KITHHHYHM W3NTUTBAHUA, OCUTYpSABallM 3 374 NalUeHTOrOANHHU eKCIIO3NLHA KbM
DYyTACTEPUI H 10 MOMEHTA Ha perucTpauus npes 2-roIuliROTO MPoabIKeHHE B OTKPUTO NpoyYBaHe,
e ChbOOLIEHO 3a 2 Ciy4yas Ha pax Ha rbLpAaTa NpH NalKHeHTH, NEKYBAHU ¢ IYTACTEPHI, U 3a | ciyuait
Mpu MalMeHT, KoATo e nomyyasan rnaucbo. Ilo BpeMe Ha 4-rOOHINHUTE KIUHUYHM U3NMHUTBAHHUA
CombAT u REDUCE, ocurypseamy 17 489 nmaudeHTOroAUHH uU3naraHe Ha ayracrepua u 5 027
MALMEHTOrOANHN H3NaraHe Ha KOMOHHAIIMATA OT AYTACTEPUI U TAMCYNO3HH, HE € UMAITO ChOOIeHHe
3a clyyait Ha paK Ha rppAaTa, B KOATO M Jia € OT JIeKYBAHUTE MPyIMu. '
KbM MOMEHTA HE € ICHO Jany UMa ITPHYUHHO-CIIE/ICTBEHA BPpb3Ka MEXY NOsSBaTa Ha
NpH MbXe W IBITOCpodHarTa ynorpeba Ha gyracrepui.
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crapuyecka Bb3pacT, chiuMTe HabmoaeHus 6u cneasano Aa ce O4aKBaT W MPH NO-MJIAAH MMalUeHTH.

PaznpeaeneHue

Llymacmepuo

HytacTtepua uMa ronam obeM Ha pasnpeaencuue (300 go 500 n) ¥ ce cBbp3Ba BHB BHCOKA CTEMEH
C nIa3dMeHuTe npoterHu (>99,5%). Cnen npueM Ha JHEBHA 1033 CEPYMHHTE KOHUEHTPAUHUH Ha
nyractepua cnen 1 Meceu nocturat 65% OT KOHLUEHTpaUMATa B pPABHOBECHO ChCTOAHUE U clien 3
Mecelna npubnusnTenHo 90%.

CepyMHH KOHUEHTpALVH B paBHOBECHO ChCTOAHUE ((Css) okono 40 Hr/mMn ce mocturar cnegy 6
Mecena npu no3a ot 0,5 MT BeAHBXK AHEBHO. OTACICHUAT OT CCPYMa B CliepMaTa AyTacTepHul €
cperuo 11,5%.

Tamcynosun
[ Ips MBXKeTe TAMCYIO3HH € CBhp3aH ¢ TUIa3MEHHTE ITPOTEHHH B OKomo 99%. ObeMbT Ha pasnpeneseHue e
MaTeK (0010 0.271/KT).

buoTpaHchopMAaLIMA

Hymacmepuo

HyTactepua ce MeTabonu3upa NpOabIKHTENHO uH éuso. Mu eumpo nyractepui ce Metabonusnpa
ypes uutoXxpoM P450 3A4 u 3A5 1m0 TpH MOHOXMIApOKCHIMpaHW MeTaboIuta W eauH
OIUXHAPOKCHIKpaH MeTabonuT.

Cnen nepopaneH npuem Ha aytactepua 0,5 Mmr/aeH 1o pasHOBeCHO cbheTogHue ot 1,0% no 15,4%
(cpenHo 5,4%) OT mnpunoxeHaTa [03a C€ EKCKPETHPAa KATO HEMPOMeHeH AYTacTepHA upe3
u3npaxHeuuata. OcraHanata 4acT €€ OTHENA ¢ U3NpakHeHHATa KaTto 4 OCHOBHW MeTabonura,
npeacrapnasaity 39%, 21%, 7% u 7% BcekM OT CBbP3aHHUA C JIEKAPCTBOTO MaTepHan U 6
BTOPOCTENEeHHH MeTabonuta (no-manko ot 5% Bcexu). Camo cieam oT HENpPOMEHEeH OyTacTepus
(no-manko ot 0,1% ot go3arta) ce OTKpUBAT B YOBEIIKATa YPHHA.

Tamcynozun

TaMcyno3uH WMa HUCBK edexkT Ha IThPBO NpeMHHaBaHe, Thil kato ce Merabommsupa 6asHo. [lo-
roiaMara 4acT OT TaMCYJIO3MH € HallMyHa B IjiasMara noj ¢opMara Ha HEIPOMEHEHO aKTHBHO
BettecTBO. To#t ce Mertabormanpa B yepHus Kpob. TIpH mrsxose NOYTH HHKAKBO aKTHBHpAHE Ha
MUKPO3OMAITHUTE YEpHOAPOOHUTE €H3WMHM, TBJIKAIIO CE HAa TaMCYJI03WMH, He ce Habmopaara. MH
BUTpO pe3ynTaTi nokassat, ue CYP3A4, a caiio u CYP2D6 yuyacTeat B 0OMSIHATa, BEPOATHO Ype3
4aCTHYHO MOoANoMaraHe Ha MetabomiaMa Ha TaMCYJIO3UH Xuapoxnopua c Apyru CYP H30eH3UMH.
Huxubupanero Ha CYP3A4 n CYP2D6, MetabGomu3upaliin 1eKapCTBOTO €H3MMH, MOXE ia JOBEE
0 NOBHILIEHA eKCNO3UIUA HAa TaMcyllo3uH xuapoxsiopua (Bx. Touka 4.4 u 4.5). Hato enuu ot
MeTabONMHUTUTE HE € MM0-aKTUBEH OT U3XOAHOTO CheHHEHHE.,

ETMMUHHpaHe

Hymacmepuo
EnmuMHHHPaHETO Ha AyTacTepU € 10303aBUCHMO U NPOLECHT MOXE J1a C€ ONUILIE Upe3 JBa yCIIOPEaHH
ITbTS HA €IMMHHHpPAHE: €AUH, KOITO e [IpH HacHIllaHe C KIMHUYHO 3HAYUMU KOHUEHTpALMH U eJUH,
NpH KOATO HE € JOCTUTHATO HacumaHe. [ Ipy HHUCKH CepyMHM KOHLIEHTpALMK (MTO-Manko oT 3 Hr/Mn),
XYTACTEPH CE ETMMHUHHpa OBp30 MO0 ABaTa MBTH Ha CNUMHHHPAHE — 3aBUCEN] OT KOHUEHTpALMATa H
He3aBHCell[ OT KOHUEHTpauuaTa. EXMHHYHM RO3M OT 5 MI WIM MO-MANKH, CBUAETENCTBAT 3a Obp3
KJIMPBHC U KpaThK MOMYKHUBOT OT 3 210 9 IHU.

Y ﬂO Do,
[Ipu TepaneBTHYHK KOHLIEHTpPALMY Clel MHOTOKpaTeH npueM Ha 0,5 Mr/neH no-6arHuAT, nnueeﬁr : SR
Ha eJIMMHUHHpaHE JTOMHHAPA H BPEMETQ HA MONTYKUBOT € NMpUbsm3uTenHo 3-5 ceAMULH. v \\
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miauedo rpynara, MPOUSHTHT HA NHLIATa, JUArHOCTULMPAHK ¢ pakoBY 3a0onsaBanua 8-10 no I'nuchH,
e Ho-HUCHK Mnpe3 [Nonnau 3-4, orkonkoro npe3 N'ogunn 1-2 (cworBetHO <0,1% cnpamo 0,5%) (BK.
Touka 4.4). Hama paznuka npu pakoBu 3abonspanug ¢ yecrorara no ['nucsH 7-10 (p=0,81).

B 4-roguurnoro npoyusane 3a JI1X (CombAT), B k0eTo HAMa TPOTOKOIHO U3HCKBAHE 3a HHorcus
M BCHYKH AMArHO3W 3a paKk Ha NpocTarara ¢€ OCHOBAaBAT Ha OMONCHK 1O NPUYHUHA, PaKOBHUTE
3abongasanud ¢ yecrora no [ tHcsH 8-10 ca (n=8; 0,5%) 3a nyractrepun, (n=11; 0,7%) 3a TaMCcyn03uH
u (n=95; 0,3%) 3a koMONHUpaHaTa Tepanui.

Bpb3kaTta Mexay AYTaCTEpHA M paKa Ha [MPOCTATATA OT BUCOKA CTETIEH HE € ACHA.

KiuHU4YHA e@uxaeuucr ¥ 06€300aCHOCT HA TAMCYJO3HH

TaMCyno3uH yBenM4aBa MakCUMalMHUA OeOWT Ha ypuHata. ToBa o0nekdaBa oOCTpyKUMATA 4pe3
OTIYCKAaHE Ha INajKaTa MyCKynarypa Ha Nnpocrartata M Ha NMUKOYHUA KaHajl, KaTo Mo TO3H HauyuH
nogobpasa CUMNTOMUTE NpH ypuHUpaHe. Toll cblo Taka nonobpssa CUMITOMUTE HA ChXPAHEHUE,
B KOUTO HECTAOWIHHAT MeXyp Urpae BaKHa pons. Te3d epeKTH BEPXY ChXPAHCHHETO U OTACISHETO
Ha YpHHa C€ 3amna3BaT NpH NpPOABILKUTENHO nedeHue. HeobxomumocTra 0T onepauma WM
KaTreTepru3alius 3HAYMUTETHO CE OTara.

A 1-apeHOpENENTOPHITE AHTATOHUCTH MOTaT Ja HAaMaJIAT KPbBHOTO HaAraHe upe3 NOHWXaBaHe Ha
nepudepHoTO ChOpOTHBIEHHE. [Io BpeMe Ha MPOYHBAaHMA C TAMCYJIO3WH He € HadmioaaBaHO
KIMHHYHO 3HAYMMO MOHUKABAHE HA KPLBHOTO HAJIArAHE.

5.2 (@apMakoOKHHETHYHH cBOACTBA

CpaBHuTenHara SHOHATHYHOCT MeXIy Y pumMakc Jyo H eJHOBpeMEHHO N03UPaHE C AYTACTEPHA U
TAMCYJIO3UH KATCyNH OTREITHO € REMOHCTPHUpaHa Ype3 TpU pasnHyHu MpoyuBaHMA, MPOBEIEHH NPH
37paBi A00pPOBOIILIA.

[TpoyusaHe 3a CpaBHHTE/THA OHOHAMMYHOCT € €HOKpaTHA A032 € W3BbPIICHO HA IMaJHO B clieq
xpaHeHe. Habmoaasa ce HaMmaneHHe Ha Cmax < 50% 1o oTHOmIEHHE HAa KOMITOHEHTA TAMCYJIO3HH OT
OYTAaCTEpUA-TAMCYJIO3WHA B HAXPAaHEHO ChCTOAHUE B CPABHEHWE C NpHeMa Ha riagHo. XpaHaTa uMa
HesHauuTeneH edekt (<10%) sppxy AUC Ha TaMCYJIO3UH.

[TpoyuBaHe 3a cpaBHHTEMHA OHOHANWYHOCT MpM MHOMOKparHa A03a MOKa3Ba, 4Ye MpW 3ApaBH
WHAWBUIIY B PABHOBECHO CHCTOAHUE U clell XpaHeHe Ypumake Jlyo nposBsisa paBHOCTONHa CIPAMO
pedepeHTHHUTE MPOAYKTH CKOPOCT H cTeMNeH Ha abcopbums.

Ab6copbuug

Hymacmepuo

Crext nepOpalTHO MPUIOKEeHHE Ha eIMHWIHA 1033 oT 0,5 Mr IyTacTepil BpEMETO 3a JOCTUTAHE Ha ITHKOBH
cepyMHU KOHLIEHTpALMW Ha XyTacTepHz € oT 1 10 3 yaca. AbcomoTHaTa OHOHATMYHOCT € MPHUOITH3INTEITHO
60%. bHOHaTMYIHOCTTa Ha QYyTACTEPH]] HE CE MOBJMABA OT XpaHara.

Tamcyno3un

TamcynozuH ce abcopbupa upes ueppara U ¢ MOYTH HAMBLJIHO OUOHANMHYEH. KakTo CKOpoOCTTa, Taka U
cTeneHTa Ha abcopOLMs Ha TaMCYJIO3WH C€ HaMaJTsiBa, KOraTo ce IpueMa B paMKUTe Ha 30 MUHYTH Clieq
xpaHeHe. EnHakea abcopbums Moxe Aa Oble NOCTUTHATA OT CTPaHA Ha MTALMEHTA, KaTO BHHATH NMPpHEMa
Ypumakc Jlyo cnep ceinoro xpaHeHe. TaMCyIO3MH MOKa3Ba NMPONOpLMOHAIIHA Ha 103aTa [UTa3MeHaTa
€KCITO3HLIMA. N

Cnejn eJMHUYHA K033 TAMCYTIO3HH B HAXPAHEHO ChCTOAHHE [Ia3MEHUTE KOHLEHTPALIMK Ha me“?&x
AOCTHraT CBOA MUK cnej okono 6 4aca, a B paBHOBECHO ChCTOAHME, KOETO €& NOCTUPA Qe aff-n.ﬁ.\\ \
MHOTOKPATHHTE JO3HPAHHS, CPEXHOTO PaBHOBECHO CheTOAHIE Cmax fipH ManueHTH € ngﬁngj}s’e W A

-

Mo-BUCOKO OT JOCTUTHATOTO CIEX eIUHWYHA 103a. Bhiipexu ue Tosa ce Habmonasa M NEUMEHTH B =~ * <) |
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Epexmu evpxy mvaickama niooosumocm

Edexture Ha aytactepua 0,5 Mr/neH BepXy XapaKTEPUCTHKHTE Ha CIiepMaTa ¢a OLUEHEHH NpH 31paBy
nobpoponuu Ha Bu3pacT ot 18 10 52 roaunn (=27 ayracrepua, n=23 nnauedo) B NPpOALIHKUTENHOCT
Ha 52-ceIMUYHO NedcHUe U 24-CeIMIMHO NpoCcHesiBaHe clel Kpast Ha nedeHuero. KeM 52-a ceamiuua
CPETHOTO TMPOLCHTHO HAMANSBRAHE CIPIMO H3IXOAHOTO HHUBO IO OTHOMIEHWe Ha ofums Opoii
CIIEPMATO30MIN, 00eM Ha criepMaTa U MOABHIKHOCTTA Ha CIEPMATOZ0UANTE €A CHOTBETHO 23%, 26% u
18% B rpynara Ha gytacTepun Cliefi KOPEKUMA Ha MPOMEHUTE CIPAMO W3XOMHOTO HHUBO B ILiaunedo
rpynara. KoOHLeHTpauuaTa Ha COEpMaTO30MId U  MOPQONOrusfTa Ha CNEepMaTO30UANTE Ca
HenpoMeHeHH. Cnienr 24-ceIMMYHO Mpocie/idBade cpeHaTa NpolleHTHA NpoMaHa B obumua Opoit Ha
CIIepMaTO30MINTE B Ipyrnarta Ha AyTacTepra ocTaBa ¢ 23% IM0-HUCKO OT M3XOAHOTO HWBO. JokaTo
CpeAHUTE CTONHOCTH Ha BCHYKM apaMeTpu MpH BCAKa €AHAa BpeMeRa TOUKA OCTaBaT B HOpMaTHUTE
IPaHHLIM M He MOKPHUBAT ITPEIBAPUTENTHO JePUHHpAHUTE KPUTEPHH 34 KITMHUYHO 3HAYMMa [TPOMSAHA
(30%), nBamMa NatMEeHTH OT rpynaTa ¢ AYTACTEPHA MMAT IMOHWXeHUEe B Opost Ha CepMaTO30KANTE C
noseue oT 90% cnpAMO U3XOOHOTO HUBO KbM 52-a CEAMHLA, C YACTHYHO BL3CTaHOBABaHE Mpe3 24-
CEAMHYHOTO TPOCNeasBaHe. BE3MOXKHOCTTA 32 HAMAIABAHE HAa MbXKara TUIOJOBHTOCT HE MOXE na
Obae u3kmoueHa.

Covpleuna Hedocmamvunocm:
B 4-roguuiHoTo npoyusaHe 3a J[IIX Ha myractepun B KOMOHHAUMS ¢ TaMCYJO3MH ¢ 4 844 MbXke
(npoyuBaneTro CombAT) uecTtorara Ha cOOpHHMA TEPMHH ChpAE4YHA HEAOCTAaTLHHOCT B IPYIMATa C

xkoMOuHauuara (14/1610, 0,9%) e no-BuCOKa, OTKOJNIKOTO B ABETE FPYINHA € MOHOTEPATUS: AYTACTEPU
(4/1623, 0,2%) u Tamcyyio3und (10/1611, 0,6%).

B otnenno 4-roauumHo npoyusaHe oT 8 231 MBxke Ha BB3pacT Mexay S0 u 75 romunm, c
NpeqBapUTENTHA HeraTUBHA OMONCHA 3a pak Ha Mpocrarata H M3xogHoto HUBO Ha [ICA mexny
2.5 ur/mn n 10,0 ur/mMn npu Mbke ot 50 go 60-roauuiHa en3pact UM 3 Hr/mia v 10,0 ar/ma, korato
ce Kacae 3a Mbxe Haz 60-roamiina Bb3pacT) (npoyuraHeto REDUCE), € ycraHoBeHa no-BHCOKA
4eCTOTa HAa COOPHUA TEPMHH ChPACTHA HEAOCTATBYHOCT ITpH CyDeKTH, npueMamu gyracrepun 0,5 mr
BeAHBX JHeBHO (30/4105, 0,7%) B cpaBHeHHE cbC cyOekTH, npueMamu nnauedo (16/4126, 0,4%).
[Tocneaman] aHaIM3 Ha TOBAa NMPOY4YBAHE MOKAa3Ba M10-BUCOKA HecToTa Ha COOPHUA TEPMUH ChpAEYHA
HEAOCTATLYHOCT TIPU CyOeKTH, NpHeMalld e¢XHOBpPEMEHHO ayTtactepua M anda omokep (12/1152,
1,0%) B cpaBHEHHeE ChC CyOeKTH, NpHeMalu ayracrepui 6¢e3 anda 6nokep (18/2953, 0,6%), nnauedo
u anda onokep (1/1399, <0,1%) unu nnauedo 6es anda 6nokep (15/2727, 0,6%).

Pax na npocmamama u mymopu om gucoka cmenes

B 4-roguwiHo NpoyuBaHe cpaBHABAIO [anefo ¢ gyracTepua, BKMo4Baulo 8 231 Mbxke Ha Bb3pacT
mexay S0 1 75 ronuHM ¢ peaBapyuTe/IHa HeraTUBHA OHONCHA 3a pak Ha MMpocTaTaTa H M3XOTHO HYUBO
Ha [ICA mexay 2,5 ar/mn ¢ 10,0 ur/mMn npu Mbxe Ha Bs3pacT oT 50 no 60 roguHM U 3 HI/MA U
10,0 ur/Mn, korato ce Kacae 3a Mbxke Haj 60-roauimuua Bb3pact (npoyusaHero REDUCE), 6 706
cybekTa ca npeMHMHATM Tpe3 UrineHa OHOMCHA Ha mpocTaraTa (ITbPBOHAYANHO W3KUCKBaHE 110
MPOTOKON) JAaHHH HYXKHK 3a aHali3 3a ONpeAensHe Ha Toukute no IsmcwhH. 1 517 cybekra or
Mpoy4YyBaHeTO OsXa AMArHOCTHUMpPaHW ¢ paKk Ha mpocrarara. [lo-ronsMara 4act OT paka Ha
npocTaTtara, OTKPHT upe3 OMONCHA NpH ABETE NEKYBaHHW IPYNH, €& AHATHOCTULIMPaHH KaTo HUCKa
crened (I'nucsl 5-6, 70%).

YCTaHOREHA € paK Ha npocTaraTa ¢ [o-BucoKa yectora no ['nuceH 8-10 B rpynara Ha ayracrepui
(n=29; 0,9%) B cpaBHeHue ¢ nnauebdo rpymnata (n=19; 0,6%) (p=0,15). [Tpe3 'oanau 1-2 6poAT Ha
cybexkTuTe ¢ pakoBH 3abonsBaHuA 8-10 no I'TMCHH € cxoleH Mexay rpynara ¢ gyracrepua (n=17;
0,5%) u mnauebo rpynara (n=18; 0,5%). Ilpez lNoawuu 3-4 ca AHArHOCTHUMPAHHK OMlle paKOBH
zabomasanus 8-10 mo I'nuceH B rpymnara ¢ ayractepul (n=12; 0,5%) B cpaBHeHHe ¢ manebo PYNaTA
0K 0T

(n=1; <0,1%) (p=0,0035). Hama nanuuH# gaHHH 3a efeKTa Ha JyTAaCTEPHUR MPH Mbi  RPMOI OT ™
pak Ha MpOCTaTaTa oTBbA 4-Te roanHu. IIpes spemenuTe nepuoan ot npoyusaHets (Fodumw 1:2.40,
lognan 3-4) OpOUCHTHT Ha JNaTa, AMarHOCTULIMPAHM ¢ pakoBH 3abonsasanus 8 %}l?ﬁrn‘ﬁ&ﬁ}t'.ﬂe-.a; ‘a\

3ara3Ba MOCTOSHEH B rpynarta ¢ gytacrepux (0,5% npes sBceku nmepuoa OT B
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TamcynosuH

TaMCYNO3UH ¥ HEroBHTE MeTabOJIMTH ce EKCKpETHPAT NPECANMHO € YPUHATA KaTO 0KOJNo 9% OT nozara
MpUCBHCTBA MOA (OpMATA HA HEMPOMCHEHO aKTHBHO BellecTBO. [LMasMEHMST IONIyXHBOT Ha
ENMMMHHUpaHE ce OTYHUTAa MEXTY 4 1 5,5 qaca.

Cmapuecka 8b3pacm

flymacmepuo

DapMakOKUHETHKATA Ha AYTACTEPUI € olleHeHa NpH 36 3apaBd MbXKE Ha Bb3pacT Mexay 24 u 87
FOAWHM CNe] NMPUIIOXKEHHUE Ha EHOKPATHA 1034 OT 5 Mr Ha AyTacrepua. He ce Habmoaaea 3Ha4AMO
BJIMAHWE OT EKCITO3NLUATA HAa XYTACTEPUIA BHPXY BbIPACTTA, HO MONYKHUBOTHT € TO-KPATHK MMPU
MExe noa 50-roguniHa re3apacT. [ IonyXXUBOTHT HE CE€ pa3nMYaBa CTATHCTUYECKH IIPHU CPABHABAHE
Ha rpyna oT 50-69 roaMiuHyu NaueHTH C rpyna ¢ naluuenTH ¢ Haa 70-roaviIHa BB3pacT.,

Tamcynosun
[To-ronsiMara BB3pAacT HAMAIARA MPUCHILHUA KIMPHHC HA TAMCYIIO2HH, KOETO BOAK JO MANKo Io-

NPOABLDKUTENHO pasNpeAcicHHE Ha JeKapCTBOTO IPU NAUMEHTH B CTapyECKa BL3pacT.
EMMMUHALIHOHHUAT NONYXHUBOT Ha 0,4 MI' TAMCYJIO3WH € H3MEHEHO OCBODOXKIABAHE CE ONPEALns Ha
14 po 15 9aca npy MalMEeHTH B CTAPYECKA Bh3pacT.

Crnen eowHM4YHA X033 OT taMcynosuH 0,4 Mr B HaxpaHeHO ChLCTOAHUE [UIa3MEHUTE HHBa Ha
TaAMCYJIO3MH JOCTUraT CBOA MUK CNEX OKONO 6 yaca, a B paBHOBECHO ChCTOAHHUE, KOETO Ce NOCTHra
ciiell 5 AeHa Ha MHOTOKPaTHO Ao3upane, Cmax NpH NalMeHTH € OKOMO0 JABE TPETH MO-BUCOKA OT TA3H,
AOCTUTHATA el eAMHUYHA J03a. BLnpeku ToBa ce HabMmoAaBa MpH MAUMERTH B CTApYECKa BB3pacT,
ceIuTe HabmoaeHus Ou cneapasio a ce OUaKsaT W MpU MITaZu Xopa.

bwvbpeuno yapeosicoane

lymacmepuo

EdexkTtbT Ha OBOpeuHOTO yBpEXAaHe BBpXY (apMakOKHMHETHKATAa Ha AyTacTEpHI HE € MpOYYEH.
Bonpeku Tora, no-Manko ot 0,1% or 0,5 Mr-oeata 103a B paBHOBCCHO CBCTOAHNE HA AYTACTEPH] CE
OTKpHBA B YOBCIIKATA YPUHA, Taka Y€ HE C€ OYakBa Ja ¥Ma KIHHHYHO 3HAYMMO ITOBHIIEHWE Ha
IUTa3MEeHUTE KOHUSHTPAMH Ha AyTAacTepud MpH NauHeHTH ¢ Ob0pedHo yBpexaaHe (BX. TouKa 4.2).

Tamcynozun
JleyeHue Ha MALMEHTH ¢ TeXKKO OBOPEeUHO yBpekaaHe (KpeaTHRUHOB KITHpPbLHC nox 10 mn/ Mun) TpaGea
Jla ce mpwuiara ¢ MOBULIEHO RHUMaHKe, Thil KaTO TaKUBA MallUeHTH He Ca HacIeIBaHH.

Yeproodpobro yepexcoane

Hymacmepuo

EdekTsT BHpXY PapMakOKUHETHKATA HA AYTACTEPH] ITPH YepHOAPOOHO YBpPEXAAHE He € TIPoyueH (BX.
Touka 4.3). To#t karo ayracrepua ce eJMMHMHKUpA T1aBHO ype3 MeTabonn3bM, IUTa3MEHHTE HHBA Ha
IyTacTepUj ce O4yakepa na OBAAT MOBUIUCHHA FpPH TE3W MAUMEHTH U BPEMETO Ha TNOMYXHBOT Ha

nytactepua aa Opae yabmxkeH (BK. Touka 4.2 u Touka 4.4).

Tamcynosun

He ce Hanara kopeKknusa B 703aTa IIPH NaUKEHTH C JIeKa 10 YMepeHa YepHOXPpOoOHa HEROCTATBYHOCT
(BX. CBINO TOuKa 4. 3).

5.3 MNpeakIHHHYHH JaHHH 32 6€30MACHOCT

He ca npoBeXIaHy ITpeaKIHHWYHA Mpoy4iBaHus ¢ Ypumakc Jyo. CneanaTta wHPopMallks € HanugHa
32 OTOCITHUTE KOMITOHEHTH.
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[poyuBanud 3a peMPOAYKTHBHA TOKCHYHOCT NMPU MbXKKH ILUTLXOBE ca NIOKa3anyu HaMaleHHe Ha
TErNOTO HA NTPOCTATATAa U CEMEHHUTE MEXYpUeTa, HaMandBaHe Ha CeKpellMaTa OT akiIeCOpPHUTEe
OJIOBY XKJIe3H ¥ HAMAJIABaHEe Ha MOKAa3aHMATA 3a MUIOAOBUTOCT (IPHUHHEHH OT $apMakoNOrHYHOTO
nelcTeue Ha ayracTepu). KNIHHHUHOTO 3HAYEHHE HA T€3M HAXOJKH HE € U3BECTHA.

KakTo n ipH Apyru HHXUOUTOPH Ha 5-anda-peayxTa3ara, ¢ 3adenszaHa PeMUHN3ALUT HA MBKKUTE
teTyCH NpM IUILXOBE M 3aluu Npu NpUNOKEHHEe Ha IyTacTepwa IO Bpeme Ha OpeMeHHOCT.
JlyTacreprl € OTKPUMT B KPbBTA HA KEHCKH MIbLXoBe cied HudTocBaHe ¢ MBbXKH, TPETHPAHH C
nyrtacrepun. Korato mgyracrepua ce mpuiara no BpeMe Ha 6peMeHHOCTTa NpHM MPUMATH, HE €
HabmoxaBaHa PeMUHHU3ALNA HA MBIXKKHTE (PETYCH NPH KPBbBHH €KCIIO3HLHY B CTEIIEH, AOCTATBhYHO
[MO-rofisMa OT TE3W, NPH KOUTO MOXE /Ia BB3HMKHE ¥pe3 HoBewkara crepMa. Mailko BeposTHO ¢
MBXKH (peTyc Ja 6bje NoBIUAH HeDNMaronpUATHO cliell TpaHcdep Ha TyTacTepUA OT CliepMa.

TaMCy03UH
Uiacneasanusita 3a 0011a TOKCHYHOCT ¥ NEHOTOKCHYHOCT HE TIOKA3BAT [MO-pa’iMyeH PHUCK 33 Xopata OT

TO3H, CBBP3aH ¢ (PapMaKOJIOrHYHHUTE CBOHCTBA HA TAMCYIO3UH.

TaMCyTO3WHOB XHAPOXJIOPH HE MpeaocTaBsA JaHHH 3a MyTareHeH NOTeHIMA HH BUTPO B TecTa Ha EfiMc
33 0OpaTHM MyTallMy, B rpofata ¢ THMHUIWH KMHa3a 3a TAM(OM IpU MULITKATA, B Ipodarta 3a CHHTE3 Ha
nonpaseHa HerutavupadHa JIHK ¥ B npobara 3a xpomo3zomMHM afepaliiu B ANLEKIIETKN HA KUTAlCKH
xamcrep. HaMa MyTareHHO ReffcTBME Npy MH BUBO NpH 0OMEHA HAa CECTPHHCKK XpOMaTUaH U npobara ¢

MHKPOHYKJIEYC Ha MUTIKA.

Exnro npoyyBaHe W3cienBa OTPHUATENHHA e(deKT BbpXY [UIOLOBHTOCTTA, BCICACTBUE HA TAMCYNIOZMH,
KOITO € MHOTO MOILIEH U CelCKTUBEH angda- 1-aapeHOpelienTOPEH aHTarOHUCT, ITPH MBXKHTE TUTEXOBE.
JlexapCTBOTO € MPUIIOKEHO [TOAKOXKHO KaTo eqHokparHa 1034 (0,15 mg/kg/1). JlekapcTBOTO € NpUUUBUIO
3HAYHTEIHO HAMAIABAHE HA TUIONOBHUTOCTTA (M3MEPEeHa Ype3 Opos Ha MaTOYHHTE HMIUTAHTH, KOJTHYECTBO
OpeMeHHOCTH M HHJeKca 3a epriiTeT). OTPULATETHHAT eQeKT BHPXY TUIOJOBUTOCTTA € Ol KpaThk U
663, KAKTO B HAYATTOTO (HE MO-KLCHO OT CEEM Yaca e/ NPWIOKEHUETO), TaKa U IPH Bb3CTAHOBABAHETO
(B pamMkuTe Ha cenieM ITHH). JIMOMIOTO M MPOM3BOAMTENHOCTTA MPH YW(TOCBaHE 110 CHIIECTBO OCTABAT
HenotucHatH. OT Apyra cTpasa, OTPHUATEIHHAT €(EKT BhPXY IUTONOBHTOCTTa € CBITBTCTBAH OT
3HAYHTEITHO YBpeNJIaHe Ha CrocoOHOCTTA 33 eAKyalMg ¥ OT TOBHIIABAHE HA NPEAHMIUIAHTAlHOHHUTE
3aryOd. Bp3 OCHOBa Ha pe3yNTaTUTE OT TOBA NMPOYUBAHE W OT HAIUWTE MPEeXHUILHNA NPOYYBAHHA CE CTHTA
IO 3AKIMIOYEHHETo, 4e al-aapeHouenTopHaTta Ookana WMa MOIMHO OTPULIATENTHO AEHCTBHE BBLPXY
TUTOJOBHTOCTTA IMPH MEXXKHUTE TLTEXOBE.

[IpoyupaHusTa TP >KEHCKH IUTBXOBE IIOKA3BAT 3HAYWTE/IHO HAMANABaHE Ha MNOZOBUTOCTTA CliEA
EHOKPaTHO WM MHOMoKparHo npwioxkeHne Ha 300 mg/kg/nen Ha R-u30Mepa WM CHLOTBETHO Ha
palleMH4YHaTa CMEC HAa TaMmCyNo3uH Xxuapoxymopua. [IpM KEHCKM MThXOBE HAMANCHUETO Ha
[UIONOBHUTOCTTA CNEA €OHHWYHN RO3M CE€ CHUTAT CBbp3aHM € YBpEeXKIAHMA NP  OTUTOXIAHETO.
MHuorokpatrHoTo mpuioxkeHue Ha 10w 100 mg /kg/ neH Ra patieMUYHaTa CMEC HE IMPOMEHS 3HAYWTEITHO

thepTIUTHTETA MIPH KEHCKU TUTHXOBE.
6. PAPMAIHEBTHYHMHA JAHHHA
6.1 Cnuchk Ha NTOMOUIHATE BENIECTRA

Obsusxa Ha mebpoama kancyaa.
KeneseHn okcua, qepen (E 172)

XenezeH okcun, uepsen (E 172) T
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Tutaros auokceua (E 171) Tt U
Kenesen okcua, xwit (E 172) ,f/ _ﬁ-" T
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Cvavporcanue na oymacmepuo Mexa 3Cceramunosa Kancyaiama.
[ TpormaneHrIuKon MOHOKAITPUNAT

bytwaxumpokcuronyeH (E 321)

QObgusxa Ha Mexama Kancyna.

Xenatux

["mmepon

Twranor quokens (E 171)

Tpurmaepyuay, CpeTHOBEPIDKHU

JletaTH (MOXe 1a ChIbpKa COCBO MaCIIo).

Tamcynoszun neaemu.

CenomMep Ha METAKPITOBA kuceuHa K eTwnakpunar (1:1), 30% aucnepceus ( cbabpka Cblo
noymcopbar 80 u HaTpuen naypuncyndar)

MHUKpOKpHCTanHa LETy103a

JnbyTun cebakar

[Tormucopbar 80

CrmiiieB TUOKCUI, KONMOWAEH XHApaTHpaH

Kanpies creapar

YepHo MacTuno:

Ulennak

Yepen xenesen okcuna (E 172)
[TpormneHT Ko

CuileH aMOHAYEH Pa3TROP
KanueB xuapokcua,

6.2 HeChBMECTHMOCTH
HenpunoxuMmo.
6.3 Cpoxk HaroaHocTt

2 TOIUHHA
Cpox ciiell ITbpBOHAYANHO OTBApAHE: 90 THU

6.4 CroeuHaJHH yC/IOBHH HA ChLXpPaHEHHE
Ha He ce cexpangBa Hag 30°C,
6.5 Buau cuanpkaHye Ha ONAKOBKAaTa

HDPE 6yTunka ¢h¢ cundkaren CyiluTeN, CbABPXKAII C€ B Kanaykara.
30 Tebpan kancyaum B 100 ml Oytrnka.

6.6 CrnenuaTHH NMpeAnasHH MEpKH NPH HIXBLPJISHE U paboTa

HyTtactepun ce abcopbupa npes koxara, 3aTOBa KOHTAKTHT € KANCYIH ¢ HapyllleHa usinoct Tpabaa
Aa ce u3bATBa. [IpH KOHTAKT ¢ KancyJii ¢ HapyIIeHa LATOCT, KOHTaKTHAaTa 30Ha HesabaBHO TpaOBa
fla ce U3MUe ¢ BOZa U canyH (BX. Touka 4.4). R T ;‘"“\
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7. IPATEXATEJ HA PABPELIEHHETO 3A YIIOTPEDBA

CODAPMA A]]

yi. Anuencko woce 16

1220 Codusa, buiarapus

8. HOMEP(A) HA PASPEUHIEHHUETO 3A YIIOTPEBA

Per. Ne 20180125

9. JATA HA II'bPBO PASPEUIABAHE/TIOAHOBABAHE HA PAPEIIEHHETO

3A YIIOTPEBA

Hara Ha mepBO paspemrasane: 31.05.2018
JlaTra Ha noxHomaBraHe: 07.06.2023

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

Cemrempu 2025 1.
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