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1. WUME HA JIEKAPCTBEHHS ITIPOJAYKT ? 00O Z_ Ut L0
Tamcrepun 0,5 mg/0,4 mg kancynu, TBbpIM
Tamsterid 0.5 mg/0.4 mg capsules, hard
2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Besika TBbpna kancyna ceabpka 0,5 mg nyracrepun (dutasteride) n 0,4 mg Tamcy103MHOB
xunpoxnopun (tamsulosin hydrochloride) (ekpupanentex Ha 0,367 mg TaMCyT03U1H).

[ToMOLIHO BEIIECTRBO ¢ M3BECTHO JCHCTBHE!
Beakn xancyna cLOLpaKa cIeOH OT JELWTHII (KOHTO MOKe Ia CLOLPIKA COeDo MAC/O).

3a MBJIHKA CIIHCBK HAa MOMOLIHHTE BELIECTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Kancyna, TBbpaa

TamcTepua Kancyny ca npoIbJroBaTH, TBbPAU KarcyiH ¢ kadsaBo Ts10 U 6€K0BO Kanave ¢ HaMUC
C001, oTnevaraH ¢ 4epHO MACTHUIO.

Bcesika TRBpIA Karncysia ChABPKA €HA MeKa KelJaTHHOBA Kallcysla JyTacTepHU U NeJIETH C U3MEHEHO
0cBOOOXKaBaHe C TAMCYJIO3UHOB XHUIPOXJIOPH.

4. KJ/IMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHS

JleueHue Ha YMEPCHO TEXKKa N0 TCXKKa CAMIITOMATHKA Ha I[O6p0Ka‘{eCTBeHa [IpocTaTHa XUNepnjasus

(ATIX). \

Hamansane Ha pucka ot ocTpo 3aabpikaHe Ha ypuHata (O3Y) u xupypruvecka Hameca IpH
NaUUeHTH C YMEPEeHO TeXKa 10 Te)kka cumnromaruka Ha JIIIX.

3a undopmanus 3a edhekTUTe OT NEUSHUETO W PA3NUUHUTE FPYIH NAUUEHTH, MTPOYUYEHH B KIIMHUYHUTE
H3MUTBAHMS1, MOJIA BHXKTE TOUKa 5.1.

4.2 lo3MpoBKA H HAYMH HA IPHJICKEHHE

ﬂosnposxa

Bw3pacmuu (6xnouumenno nayuenmu 8 CIapyecKkd 8b3pacm):
[IpenopbuanaTa no3a AyTacTepua/Tamcyno3uH € eana kancyna (0,5 mg/0,4 mg) BeAHBK AHEBHO.

KbaeTo e yMecTHO, yTacTepu/TaMCyI03HH MO>Ke Ja Ce U3I0JI3Ba 3a 3aMECTBaHEe q@i&\!&ﬂ@ \
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Kbaero e KIHMHHYHO YMECTHO, MOoxe a Obae o0cmKaana npsika NpoMsHa OT MOHOTEPANUS C
AyTacCTEPU[ UIY TAMCYJIO3UHOB XHAPOXJIOPUA KbM yTaCTEPHUI/TAMCYJIO3HH.

Yepeoicoane na 6vopeunama gynxyun

BrnusHueTo Ha yBpeneHara 6n0peuHa QyHKUMSA BBPXY (apMaKOKUHETHKATa Ha
JOYTaCTEepH//TaMCYJI03UH He € nmpoyuyBaHo. He ce ouakBa HeoOX0AMMOCT OT NPOMsIHA Ha A03aTa IIpU
nauveHTH ¢ 6b0peuHo yBpexnade (Bx. Touku 4.4. u 5.2).

Vepeoicoane na vepnoopoonama ynxyus

BnusxueTo Ha yBpeaeHaTa yepHoApobHa dhyHKUMS BbpXY hapMakOKHHETUKATA Ha
AyTacTepua/TaMCyJI031H He € MPOyUBaHO, 3aTOBA JIeKAPCTBOTO TPsIOBA Aa ce Npuiara BHUMaTeHO
[pU MALMEHTH C JIEKO IO YMEPEHO TeXKO YepHOOPOOHO yBpeXxaaHe (Buxre Touka 4.4 1 Touka 5.2).
VYnorpebata Ha QyTacTepU/TAMCYJI03MH MPU NMALMEHTH C TEXKKO YEPHOAPOOHO yBpeXIaHe €
NpOTHBOMOKa3aHa (Bx. Touka 4.3).

IHeouampuuna nonynayus

JlyTactepu/TaMcys1031H € NPOTHBOINOKA3AH MPY NEAUATPUYHATA MOIyialus (Ha Re3pacT noj |8
roauHM) (Bxk. Touka 4.3).

Hauun Ha npunokeHue
3a nepopanHo NpUIIOKEHHE.

Ha nauueHTuTe TpsaOBa fa ce AafaT yKa3aHHMS Ja [MOMTBLIAT KANCyJMTe Leau, okoso 30 MUHYTH clieq
€/IHO U CBLUO XpaHeHe 3a JeHs BcekH aeH. Kancynure Tpsabsa aa ce moripLuaT ey, 6e3 1a ce qbBYaT
UK oTBapsT. KOHTAaKThT ChC ChOBPKAHUETO HA KaICyJlaTa ¢ JyTacTepul, KOATO C€ ChABPKA B
Karcysara ¢ TRbpAa OOBHBKA, MOXKE []a NpeIM3BHKA Apa3HeHe Ha opodapuHreanHaTa JIMraBuua.

4.3 IIporuBOmOKa3aHHud

JyTactepun/TaMcyJIo31H € MPOTUBONOKA3aH 3a MPHJIOKEHUE NPH:

- JKeHH, Aella W FoHouM (Bx. Touka 4.6 ),

- MalHEeHTH ChC CBPBXUYYBCTBUTEIHOCT KbM JyTacTepUA, KbM JAPYrd HHXUOUTOPH Ha S-anda
pedykTa3aTa, KbM TaMCYJIO3HH (BKJIFOUHTETHO TaMCYJIO3HH-MHAYLIUPaH aHTHOEAEM), COl,
(GBCTHUM WK KBM HAKOE OT IpyTUTe MOMOIIHH BellecTBa, 130poeHH B Touka 6.1;

- MAIMEeHTU C aHAMHE3a 32 OPTOCTATHYHA XHUITOTOHHS;

- MALHEeHTH C TEXKKO YEPHOAPOOHO YBpEKIaHe.

4.4 Cnenua/jaHi NpeIynpexIeHHus H MpelNa3HH MePKH NpH ynorpeba

KOM6HHI/IpaHa TEparua TpH6Ba Ja ce npeAanucsa Ciea BHUMATEIHA OUCHKA HA ChbOTHOLUCHUETO
no3a-puckK, nopagu NOTCHUUATHO MOBHULICH PHUCK OT HEXEJIaHU pEaKIIMHU (BKJ'[I'O‘{I/ITCJ'[HO CbpAc€YHa
He):lOCTaT'b‘-[HOCT) H clicn 0OMHCIIIHE HA AITCPHATUBHUTE TCPANCBTHYIHH Bb3MOXKHOCTH,
BKJIFOUHUTEJIHO MOHOTEPAIHH.

CobpnevHO-ChI0BH HEYKENAHH ChOHTHUA

B nBe 4-roaMiiHyu KITIHHAYHM [POYU4BaHUs, YECTOTATa Ha ChpAeYHATa HEOCTATbYHOCT (KOMOMHHpaH

TEPMHH 32 JOKJIaABaHH CHOUTHS, MABHO ChPACHHA HCAOCTATHUHOCT M KOHICCTHBHA ChPACYHA
HEJOCTaThYHOCT) € MO-BHCOKA IPY JIULATA, KOUTO NpUemMar koMOMHALIUATA OT QyTaCTepHIl U
ancda;-agpeHopeLenTopeH aHTaroHUucT (anda-6nokep), rMaBHO TaMCYJI03HH, OTKOJIKOTO CPEA JIMLATa,
HempHeMalli KoMOuHanuaTa. Boapeku ToBa B Te3u U3NKWTBAHUS YECTOTaTa HA ChbpAESYHATA

HE/I0CTaTLYHOCT € T0-HUCKA MPH IPYTIHTE, OJIIONKEHH HA AKTHBHO JIEHEHHE, B CPABHEHNE C mmg:‘\'e'gg\
rpynara. Jlpyru HaIM4HU JaHHU 32 IyTaCTepuA Wi andai-alpeHopeLenTopHU amarouy@,\/@_ﬁ_ﬁﬂgf \
NOAKPEIAT 3aKJIIOUYEHHE 3a MOBULIEHY CbPIEYHO-CHAOBH PUCKOBE (BXK. Touka 5.1). .{S" 74 Sf 4 J}.?‘é: \\\‘
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pocTara
[Npenu 3anoyBaHe Ha JIEYEHHE C JyTaCTEPUI/TAMCYJIO3HH, Ha nauyueHTa TpsbBa Aa ce Hanpasu

PEKTANTHO TYLIMpPaHe Ha [POCTaTaTa, KakTo W APYTH W3cNeIBaHUs 3a AMarHOCTHKA Ha MPOCTaTeH
KapLHOM WJIH APYTH 3a00IABaIUS, KOUTO MOXKE J1a MPUYMHAT chluuTe cumnromu karo JAITX.
JIMruTaiHo peKkTajHO U3CieBaHe U, KOraTo € HeoOXO0IUMO, ONpEAEISHE Ha NPOCTATHO-
cneuuduuHus antured (PSA), Tpsabsa na ce U3pbpLUBA peay 3aM0YBaHE HA JIEYEHHETO U
MepUOJMYHO el TOBa.

CepyMHaTa KOHLEHTpALIMs HAa NpocTaTHO-creluduyHus autured (PSA) e BakeH KOMITOHEHT 3a
YCTaHOBSIBAHETO Ha KAPLIMHOM Ha npoctartarta. Cnen 6-MeceuHo eueHHUe, Iy TaCTepUA/TaMCyJI031H
BOM A0 HaMaJlsiBaHe Ha CpeIHMTe cepyMHU HuBa Ha PSA ¢ npubnusurenHo 50%.

[pu manueHTHTE, PUEMalIX Ty TaCTePH/I/TAMCYJIO3UH, Tp16Ba Ja ce yCTaHOBH HOBa, U3xoaHa PSA
CTOMHOCT cies 6 Mecelia ieueHHe ¢ AyTacTepui/Tamcyio3uH. [Ipenoprusa ce peAoBHO
npocieasBaHe Ha cToiiHocTUTe Ha PSA cnen ToBa. Besiko nOoTBBpAEHO MOBUIIABAHE OT HAH-HUCKOTO
HHUBO Ha PSA mo Bpeme Ha Jie4eHHETO ¢ AyTacTepH/TaMCy/I03HH MOXe J1a € beJier 3a HaJTM4uKe Ha
KapLMHOM Ha nmpocTtaTa (0co0eHO BHCOKOCTENEHEH KapLIHOM) HJIM 33 HEMOBJIHABAHE OT JICYEHHETO C
AyTacTEPUI/TaMCYJIO3HH, U TpAOBa [ja ce OLEHsBa BHUMATEITHO, IOPH B CJTydail 4e TaKHBa CTOHHOCTH
ca BCe OLLE B pAMKHTE Ha HOPMAJIHUTE CTOHHOCTH 3a MBXXE, HEIIPHEMALIH S0-peJyKTa3eH HHXUOUTOD
(Bk. Touka 5.1). Ilpu unTepnperupaneTo Ha cTolHOCTTa Ha PSA 3a nauuent, kOATO npuemMa
OyTacTepHi, 3a cpaBHeHUe TpA6Ba fa ce NOTbPCAT NPEAULIIHY CTOHHOCTH Ha PSA.

JleueHueTo ¢ AyTACTEPUI/TAMCYJIO3HH HE MPEeYH Ha HU3Mo3BaHeTo Ha PSA kaTo nomolIHo cpeacTeo B
JHArHOCTHKATA HA KapIMHOMA Ha MPOCTATaTa Clie YCTAaHOBABAHETO HAa HOBA M3XOJHA CTOMHOCT (BXK.
Touka 5.1).

CepymHuTe HHBa Ha 0O11Ks PSA ce BpbLIAT KbM M3XOAHWTE CTOHHOCTH A0 6 MeceLa crel
NpeyCTaHOBsBaHe Ha JiedeHHeTo. ChOTHOLIEHUETO Mexxay cBoboaHus 1 obuus PSA ocrasa
HOCTOSIHHO, IOPY IO/ BIMSHUE Ha TyTacTepUI/TaMCyJI0O3HH. AKO JiekapsaT u3bepe 1a U3oia3sa
otHocHTeNHHUS 151 (%) Ha cBo6oaHNA PSA kaTo NOMOLIHO CPEeCTBO 32 YCTAHOBSIBAHE HA KapLIMHOM
Ha MpocTaraTa py MBXKe, JIeKyBaHH C AyTaCTEPHI/TaMCyJI03HH, HAMA a € HeoOXoAHMa KOPEKLHs Ha
CTOIHOCTTa MY .

KapiumHom Ha npocTtaraTta H BHCOKOCTENEHHH TYMOPH

EnHO 4-rogMuiHo, MyJITHLEHTPOBO, PAHAOMH3UPAHO, IBOHHO-CIIAMNO, M1aLe60-KOHTPOIHPAHO
KJIMHWYHO npoyuBaHe (npoyusaneTo REDUCE) npocnenssa edexra Ha nytactepun 0,5 mg qHEBHO
MpH MAalLKMEHTH C BUCOK PUCK OT KAPLIMHOM Ha mpocTaraTa (BKJTF0YeHH ca Mbxe oT 50 1o 75 roauinHa
Bb3pact ¢ PSA HuBa ot 2,5 no 10 ng/ml u HeraTuBHa 6uoricus Ha pocTaTaTa OT NIPEAXOIHHTE 6
Mecela), cpaBHeH ¢ miauebo. Pesyntature oT ToBa npoytuBaHe Moka3BaT [10-BUCOKA YECTOTA HA
Gleason 8-10 kapuMHOMHU Ha NIpOCTATaTa MIPH MBXKe, JIeKyBaHH ¢ gyTactepua (n=29, 0,9%) B
cpaeHenue ¢ maue6o (n=19, 0,6%). Bpp3kata Mexxay AyTacTepuA M BUCOKOCTEIIEHHHUS KAPUMHOM Ha
npocTaTaTa He € SIiCHa. MbxeTe, IpueMalllil Iy TacTepH I/ TaMCyI03HH, Tps6Ba fAa 6bAaT oLleHsIBaHH
PEMOBHO 32 PUCK OT NMPOCTATEH KAPLMHOM, BKJIIOUMTENIHO H3caeaBaHe Ha PSA (Bxk. Touka 5.1).

bu0OpeuHo yBpexaaHe

JleueHneTo Ha MAIMEHTH C TEKKO YBpexaaHe Ha OnOpeunaTa GyHKUMs (KpEATUHWHOB KIMPBHC MOA
10 ml/min) Tpsa6Ba na ce ochblECTBABA C MOBULIEHO BHUMAHHME, THi KaTO NPY Ta3u rpyna nauyMeHTu
He ca MPOBEXKIaHU KIIMHUYHU U3MHUTBAHHS.

XUNOTOHUs

OproctatiyHa: [lono6Ho Ha octaHanuTe anda -agpeHOpeLeNTOPHH aHTArOHHUCTH, 110 Bm
JIEYEHHUETO C TAMCYJIO3UH MOXKe Ja ce HabJro1aBa MOHMKABAHE HA KPBBHOTO Haﬂﬂrane,’fmﬁh\ﬁ'ﬁoﬁ:mﬁ ty N\
1o cuHkoi. [TaeHTHTe, KOUTO 3aN0YBAT JICUEHHWE C Iy TaCTePH/TAMCYJIO3HH TpAOBa D;:;‘G‘ﬂmﬁé_’ _53__'; \ SN
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3a fa ce cBejie 10 MUHUMYM BB3MOXKHOCTTA 32 Pa3BUTHE Ha MOCTYpalHa XUMOTOHUS, TALMEHTHT
TpsbBa Aa Obie XeMOAMHAMUYHO CTa0uIeH Ha anda;-aIpcHOPCLCTIITOPCH aHTArOHKUCT Npeln
zanouBaHe ynorpebara Ha PDES unxubutopu.

CumnromaryuHa: IlpenopbuBa ce MOBULIEHO BHUMAHHE, KOraTo anda-aJipeHepruuHy aHTarOHUCTH,
KATO TaMCYJIO3HH, Ce npuiaraT eqHoBpemMeHHo ¢ PDES unxubutopu (Hanpumep cunaeHadun,
Tapanadui, BapaeHagui), Thi KaTo W [1Ba Klaca jekapcTBa NOTEHLMAIHO MOXKE J1a PUYHHAT
CHMITTOMATUYHA XUMOTOHUSA (BXK. Touka 4.5).

CHHAPOM HA MHTPAONIEPATUBHO ATOHHYHHA HPHUC

Ipu HAKOM MALMEHTH, KOUTO Ce JeKyBaT NOHACTOSILIEM WU ca OUIH JIeKyBaHH Mpeu ¢ TAMCYJIO31H,
no BpeMe Ha orepaLus Ha KaTapakTa € HabJlofaBaH CHHAPOMBT Ha HHTPAONIEPATUBHO ATOHMYHHSA
vpuc (Intraoperative Floppy Iris Syndrome - IFIS, BapuaHT Ha cuHApoMma Ha TsicHata 3eHuua). IFIS
MOXe [a MOBULIM YECTOTaTa Ha YCIIOXKHEHHUATA 10 BpeMe Ha onepauusTa. [lopaau Tasu npyuuuHa He
ce MperophyRa 3aMoYRaHe Ha JIeYeHWe C IyTacTepH/I/TaMCYI03WH NMPH MaLHEHTH ¢ HaCpPOYeHa
onepauys Ha KaTapakTa.

[To Bpeme Ha npenonepaTHBHATA OLIEHKA XHPYP3UTE, U3BbPLUBALIH ONEPALIMH HA KaTapakTa, u
exunuTe ohTanmMono3u TpAbBa 1a B3eMaT MpeaBU Jald MaUHEeHTUTE IPUEMAT WITH Ca NPUEMANH
JLYTacTePHl/TAMCYJIO3HH, 32 []a C& OCHUTYPAT MOAXOASLIMN MepkH 3a oBianssaHe Ha IFIS mo Bpeme Ha
onepaluaTa.

CrnMpaHeTo Ha pHemMa Ha TaMCYJ03WH 1-2 ceaMULM npeay ornepalyaTa Ha KaTapakTa ce CMATa 3a
MOJIE3HO, HO peajTHaTa [0J13a U MPOIBb/DKUTENIHOCTTA Ha IepHojia OT BPEME, 3a KOWTO JIEKAPCTBOTO
TpsOBa /1a ce crpe NMpeau onepalHaTa Ha KaTapakTa, BCe Ol HE ca YCTaHOBEHH.

Kancynu ¢ HapyiieHa uanoct

Jyractepuz ce pe3opbupa npe3 Koxara, Nopaay KOeTo XKeHHTe, AelaTa i IoHoLIuTe Tpsa6Ba 1a
M30ArBaT KOHTAKT C KaNcCy/u ¢ HapyllleHa suiocT (BX. Touka 4.6). Ako TOBa ce CiTyuy, obsacTra Ha
KOHTaKT TpsiOBa He3abaBHO /1a ce U3MKe C BOJA U CallyH.

Wuxubutopu va CYP3A4 u CYP2D6

EQHOBPEMEHHOTO MPHJIOKEHHE HA TAMCYJIO3UHOB XUAPOXJIOPUA ¢ MoLHU nHXubutopu Ha CYP3 A4
(HanpuMep KETOKOHA30J1) WM B MO-Malika cTeneH ¢ MoIHu uuxubutopu Ha CYP2D6 (nanpumep
NAapOKCETHH), MOXKE /12 TIOBUIIM SKCMO3ULMATA Ha TaMCyI031H (Bxk. Touka 4.5). CnegosartenHo
TaAMCYJIO3WHOB XHAPOXJIOPH] HE Ce MpenopbyBa NpH MaLMeHTy, npueMaiiy MoueH CYP3A4
UHXHOMTOP U TPAOBa Oa ce W3MOJI3Ba BHUMATEIHO NPU nalueHTH, npuemaiuy ymepen CYP3A4
WHXHOHUTOP, MoleH Wwin ymepeH CYP2D6 unxuburop, kombuHauus ot CYP3A4 u CYP2D6
WHXUOKUTOPH, HITH [IPH MALMEHTH, 32 KOWTO € YCTaHOBEHO, ye ca 6asHu MeTabonuzaropu Ha CYP2D6.

YepHoapoOHO YBpeXaaHe

JlyTactepu/TaMCyJIO3HH He € NpOy4BaH MPU MalMeHTH ¢ YepHOIpoOHO 3abonsBaHe.
JyTactepua/TaMcyo3uH TpsiOBa fa ce npujiara BHUMATEHO NpHU aLUEHTH C JIEKO IO YMEPEHO
TEXKO YepHOAPOOHO yBpexxaaHe (BxK. Touka 4.2, Touka 4.3 1 Touka 5.2).

KapuuHoM Ha repaata

KapurHom Ha repaata € A0KJIafBaH pU MbXke, MPHEMaly JyTaCTEPH] B KIMHUYHH NPOY4BaHUA U

0 BpeMe Ha MOCTMApKETUHIOBUS Nlepro/l. Brpeky ToBa, SMUACMUOIIOTMUHHTE [IPOY4BaHHA HE

MOKAa3BaT MOBUILIEH PUCK OT Pa3BUTHE HA PaK Ha I'bplaTa MpU Mbxe, MpUeMaLiy S-anda-pelyKrazHu
MHxUOUTOpH (BUKTe TOouka 5.1). Jlekapute Tpsabsa na uHGOPMHUpAT NALMEHTUTE CH Aa IOKI @g,B&‘T’_\
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BeJHara MPOMEHH B ThKAHTA Ha MbpAaTa, kaTo OyUKH WM M0SIBA Ha CEKPET OT 3bpHaTa. \U. fl() 2
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NMPOMEHH B HACTPOCHUETO, BKIIKOUHUTEIIHO JCMPECUBHO HACTPOCHHME, ACNpECUA U, TO-PAAKO —
CyulHa UacCanys. [TauweHTHTE TpHGBa Aa MoTppeAT MEAULUMHCKa KOHCYNITallkA, B cnyqaﬁ He 1rnpu
TAX DL3IKKIE KOWTO H 10 OHIO0 OT T€3H CHMITOMH.

[TomowHu BeulecTra
To3u nekapcTBEH NPOAYKT ChAbPIKA JEUNTHH (MOXKE J1a ChIbpKa COEBO Macsio). AKO CTe aJleprMyHu
KbM Q'BCTBLH WK COS, HE U3MOI3BANTE TO3H MPOAYKT.

4.5 BszanmojelcTBHE C IPYTH JIeKADCTBEHH NPOAYKTH H APYrH ¢popmH Ha B3aHMoJelicTBHe

He ca npoBexxgaHu npoyuBaHus 32 JISKAPCTBEHUTE B3aUMOJEHCTBHS Ha Ay TaCTepra/TaMCy103HH.
INocodenara no-gony MHGopMauMs OTpa3siBa HATMUHHUTE JaHHH 3a OTAEIHUTE ChCTaBKHU.

E yTacTepun

3a an)opmauml OTHOCHO MOHWKABAHETO HA CTOWHOCTHTE Ha CEPYMHHUA PSA no BpEME HA JICUCHHUE C
AyTAacTepHO, KAKTO H 3a [IACOKH 32 YCTAIIOBSBAlIC 11a KAPLIHIIOM I1a MPOCTATATA, MOJISI BHIKTE TO'IKA 4.4,

Epexmu na dpyau rexapemed 6vpxy gapmaxoxuiemuama ia 0ymacmepuo

JyTactepup ¢¢ eNMMUHHPA rJaBHO 4pe3 MeTabonusupaHe. In vilro NpoyyBaHHATA IOKA3BaT, Y€ TOBA
meTtabonusupaHe ce kataansnpa ot CYP3A4 u CYP3AS. He ca npoBexxaaHu HacOYeHHU NMPOYYBAHMA
3a B3aumopeiicTsis ¢ MouaH HHxubuTOpH HAa CYP3AA. Brnpeku ToBa, mpH NomyJ/aLliioHHO
hapMaKOKHIIETHTIIO MPOY'IBATIe KOILIGIITPALHHTE 118 COPYMIIHS TyTACTePHA ¢a OHIH CLOTRETIIO
cpeaxo ot 1,6 no 1,8 meTH No-BHCOKH NpH MATLK Opo¥i NALHEHTH, TPH KOUTO CLBMECTHO C
OyTacTepH[ ca NpuJiaraHy BepanaMuil Wil auituaseM (ymepeHd uaxubutopn Ha CYP3A4 u
HMHXMOWUTOPH Ha P- rukonpoTerH), B CpaBHEHHE C OCTAHAIIUTE MAaLHEHTH.

ITpoab/KUTENHUAT NpHEM Ha KOMOMHALIUATA Yy TaCTepH C JIEKapCTBa, KOMTO €a MOLIHU
uHxubuTopH Ha enzuma CYP3 A4 (namnp. puToHABUD, MHAWHABUD, He(a3010H, HTPAKOHA3OI,
KETOKOHA301J1, IPUJI0XKEHH NEPOPATHO), MOXKE /1a MOBHIIM CEPYMHUTE KOHLEHTPALMU Ha Iy TACTEPHUI.
BeposTHocTTa 33 NOMBJIHUTETHO MHXHOWPaHe Ha S-anda peaykTazata NpH MOBHLIEHA €KCTIO3KLINS Ha
OyTacTepun e Majika. Ako ofade ce yCTaHOBAT HeXKeNaH! JIEKAPCTBEHH peaklii, MOXe J1a ce 00chau
HaMaJIsiBaHe Ha YecTOTaTa Ha NpHeMa Ha QyTacTepH.

TpsbBa na ce orbenexu, 4e B CiTyyail Ha eH3UMHO HHXHOHMpaHe, ABJIrOTO BpEME Ha MOTYXXKHUBOT MOXeE
Ja c€ YABJDKK DOIBJIHUTEIHO U JOCTUTAHETO HAa HOBO PABHOBECHO CHCTOSIHHE MOXKE Ja CE MOCTHUIHE
cllefi noBeye oT 6 Mecelja ChIIbTCTBALLO JICHEHHE.

HpI/IJ'[O)KeHI/IeTO Ha 12 g XOJIECTUpaMUH €JHH 4Yac CJie[] IIPpUeM Ha €AHOKpaTHa 4034 OT 5 mg
AYyTacTepHa HE € TIOBJIUANTO Cl)apMaKOKI/IHeTPIKaTa Ha OyTacTepuu.

Egpexmu na oymacmepuo evpxy papmarxoxunemuxama na opyau nexapcmsd

B kniuHUYHO npoyuBaHe ¢ Malrbk Opoit yuacTHULM (N=24) B IpoIbJDKEHUE HA IBE€ CEAMHLIM NpU
31paBu Mbxke, gytacrepun (0,5 mg aAHeBHO) He € okazan edekT BbpXy hapMakOKHHETHKATA Ha
TaMCyJIO3UH HJIM Tepa3o3uH. ChLIO Taka, B TOBA MPOYyUYBaHe HE € YCTAaHOBEHO (hapMaKOAUHAMHYHO
B3aUMOJACHCTBUE.

JyTacTepun He MoBIUsABa papMakOKHHETHKATA Ha BapdapuH UK AMrokcHH. ToBa nokasea, ue
Oytactepun He uHxubupa/uaayuupa CYP2C9 unu tpancnoprHara Mojiekyna P-rnukonporeuH. In
Vifro IpOyYBaHUATA 3a B3AaUMOACHCTBHS MOKA3BAT, Y€ AyTacTepu/ He nHxubupa eHsum CYP1A2,
CYP2D6, CYP2C9, CYP2C19 unu CYP3A4.

Tamcysio3uH <
SroMEiaio
Heobxonumo € BHUMaHWE NPY CbBMECTHOTO MPHJIOKEHHE HA TAMCYJIO3HH C JIEKApCTBRa, i ga\m N
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Ia MOHIKAT KPBBHOTO HassraHe (kato anectetuu, PDES uHxubutopu u apyru ; {3“ // e
andar-agpeHopPeLeNTOPHH aHTaroHUCTH). JlyTacTepu/TaMcyio3uH He TpaOBa jia ce l'lplrlﬁ?l"afﬂ"' :
koMOUHANUS ¢ APYTH anda-agpeHopelenTOPHH aHTArOHUCTH. \




EnHOBpeMEHHOTO NPHIIOKEHHE HA TAMCYI03MHOB XUPOXJIOPUT ChC CUTHU HHXUOUTOpH Ha CYP3A4
MOXKe [1a JoBee 10 MOBULIABAHE HA €KCITO3ULIMTA HA TAMCYJIO3UHOB XUIPOXJIOPHL.
EnHoBpemMeHHOTO NpuioxkeHue ¢ kerokoHaszou (MoiieH CYP3 A4 unxuburop) BoAK 10 MOBHILIABAHE
Ha Cinax 1 AUC Ha TaMCyJ03UHOB XMAPOXJIOPHA € KOSPULIMEHT CbOTBETHO 2,2 U 2,8.

Tamcyno3uHoB xuapoxaopun He Tpsadsa na Obae npunarad B KOMOMHALMS ¢ MOLUHHA MHXHOHWTOPH Ha
CYP3A4 npu naureHTH cbe cnad merabonuzupawy CYP2D6 denorun.

Tamcyno3nHoB Xxuapoxsiopua Tpsbea qa Obae W3NoI3BaH BHUMATENHO NpY KOMOHMHALMA C MOLLHU 10
ymepenu unxuburopu Ha CYP3A4. EnHOoBpeMEHHOTO NPUIIOKEHHE HA TAMCYJIO3MHOB XHAPOXIOPHL
1 napokcetuH (MouteH CYP2D6 unxuburtop) Boxu no nosuinaade Ha Cpax 1 AUC Ha TaMCyNIO3UHOB
XMAPOXJIOPU] ¢ KOe(PULMEHT cboTBETHO 1,3 U 1,6, HO TE3W MOBUILIEHHS HE C€ CYHMTAT 3a KIIMHHUYHO
3HaurMu. [1oao6HO noBuIIaBaHe Ha excrio3uLusTa ce odakea npu CYP2D6 6aBHu MeTaboauzaTopH,
CpaBHEHH ¢ Obp3U MeTaboIH3aTOpH NPH eOHOBpeMeHHO MpuioxkeHue ¢ MouleH CYP3 A4 unxuburop.
Edexrure ot eqroBpemenHo npuioxeHrde Ha CYP3A4 u CYP2D6 nHxHOUTOPH C TaMCYTIO3MHOB
XUIIPOXJIOPU HE Ca OLIEHABAHH KIMHHUYHO, 0baue € Hajlklie NOTeHLMAN 33 3HAUMTEHO [TOBHIIaBaHE
HA eKCTMO3ULIMATA HA TAMCYJIO3HH (BX. TOuka 4.4).

ChIOBTCTBALLOTO NPUIOKEHHE HA TaMCYJI03uHOB xuapoxyiopua (0,4 mg) u uumeruaud (400 mg Ha
BCEKH ILIECT Yaca 3a MIECT JIHU) BOJM JI0 MOHW)KaBaHe Ha KIIHpbHCa (26%) u 1o noeuinaBane Ha AUC
(44%) Ha Tamcyn03UHOB XUApoxiopHa. Heobxonumo € moBHLIEHO BHUMaHHE, KOraTo

Y TaCTepHU[/TaMCyJIO3HH Ce Mpuiara B KOMOMHALIUS C LIAMETHIVH.

He e npoeexaaHo crieundryHO H3MUTBAHE HA JIEKAPCTBEHUTE B3aUMOACHCTBUS MPH CbBMECTHOTO
NPUJIOXKEHHE Ha TAMCYJIO3WHOB XHAPOXJIOpUA U BapdapHH. Pe3aynaraTtuTe oT orpaHuueHH in vitro u in
Vivo NIpoy4BaHHUs HE AaBaT SCHH 3awnodeHus. Juknodenak u BapdapuH, obate, Morar Aa NOBHIIAT
CKOpOCTTA Ha €JIMMHHHUpaHe Ha TaMcy103uH. ENHOBpeMeHHOTO npunoxeHre Ha BapdapuH U
TaMCYJIO3UHOB XUAPOXJIOPUA TPAOBa 12 € C MOBWIIEHO BHUMaHHE.

He ca Ha6ﬂl0)laBaHPI B3aNMMOIEHCTBHS [pH NPUTIOKCHHUE Ha TAMCYJIO3UHOB XHAPOXJIOPH CbBMECTHO
C aTCHOJI0J1, CHaNanpui, HI/ICbC,E[IfIl'lI/IH HIIN TeOCbI/IJ'[I/IH. CubTCTBALIO npuiaraH (bypOCGMI/IIl BOIM 00
ciaj B IJ1asMECHUTE HUBA Ha TaMCYJIO3HH, HO TbH KaTO HUBATa OCTABAT B I'PAHULIUTE Ha
TCPANICBTUYHUTE HEC € HCOGXOL[I/IMa KOpeKLUHA Ha JO3HpOBKATa.

In vitro cBobonHaTa ¢pakuus Ha TAMCYJIO3HH B HOBEIIKA MJla3Ma HE C€ IPOMEHs HHUTO OT AUasenam,
HHUTO OT MPOIPAHOJION, TPHXJIOPMETHAZH, XJIOPMaJHHOH, AMHUTPUIITUIMH, AUKIODEHAK,
rIMOEHKIaMUA, CAMBACTATHH MM BapdapuH. TaMCyno3uH ChIIO0 HE MPOMEHs CBOOOIHUTE QpaKIHH
Ha Ma3enam, NPOoNpaHoiIosl, TPUXJIOPMETHA3H M XJIOPMaJiHOH.

4.6 ®epTHauTeT, OPpeMEHHOCT H KbpMeHe

YnotpebaTa Ha oyTacTepu/TaMCyIO3UH IPH JKEHH € MPOTUBONOKa3aHa. He ca nmposexaanu
MPOYYBaHHUs 32 YCTAHOBSIBAHE HA eeKTa HA TyTACTEPH//TAMCYJIO3WH BEPXY OpeMeHHOCTTa,
KbpMeHETO U depTunutera. JlaneHara no-nomy uHbopMauua oTpasspa HalMyHaTa HHGOpMaLs 3a
OTAEJIHUTE CBCTABKH (BK. TOUKa 5.3).

bpemennoct
Kakrto u octaHanure nHXHOUTOPU Ha 5-anda penykrasara, AyTacTepua HHXHOKWpa NPEBPBIIAHETO HA

TECTOCTEPOHA B AUXUIPOTECTOCTEPOH M aKO € MPUJIOXKEH Ha JKeHa, OpeMEHHA C MbKKH (eTyc,
AyTacTepu MOXe Ja NOTHCHE Pa3BUTHETO Ha BBLHLIHMTE [10JOBH OpraHu Ha ¢eTyca (BxkK. Touka 4

B cnepmara Ha fuLia, npuemMawiy IyTacTepH, e YCTAHOBABAT MAJIKU KOJIMYeCTBa ﬂ\’f&CTep]m\\\
M3BECTHO Jajll MBXKKH eTyc 11e Obae MOBIUSIH HEraTUBHO, aKO MalKaTa MMa KOHTAKT CbC cnbpmam =%
Ha MaUMEeHT, JIEKyBaH ¢ AyTacTepu (PUCKBT 3a TAaKOBa YBPEIKIAHE € HAH-TOJISIM Mpe3 MbPBHTE’ ]6 s VRO
CeIMULIM OT OPEMEHHOCTTA).
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[Mono6HO Ha BcUYKKM MHXUOUTOPH Ha S-anda penykrazaTa, KOraTo NapTHbOPKATa Ha MALMEHTa €
OpeMeHHa UM € BE3MOXKHO /1a 3a0peMeHee, ce NPEenopbyBa Ja ce W3M0JI3Ba MPe3cpPBaTHB MO BPEMe Ha
TOJIOB aKT C LieJl 1a ce u30erie KONTaKT 1a NapTHLOPKATa CbC CEPMaTa Ha NaLHEHTA.

[MpunoxxeHHeTo Ha TaMCYJIO3MHOB XHAPOXJIOPUA NPH OpeMEHHH )KEHCKH LUTbXOBE U 3aHLIM HE €
NoKa3ano JaHHH 3a yBpexJaHe Ha IIofa.

3a undopManus OTHOCHO MPEAKIYMHHUHUTE JAHHH BHXTE To4Ka 5.3.

Kvpmene
He e u3BecTHO qanmu qyTacTepus UM TaMCyJIO3HH C€ EKCKpeTHpaT B KbpMaTa NpHU Xopa.

depTUnuTeT
Hma chobliieHus, Ye Ay TacTepH MOBIHABA XapaKTePUCTHKHUTE Ha criepMmara (HamalsiBaHe Ha 6pos Ha

CrIepMaTo30uAnTe, 00eMa Ha CriepMaTa M MOJIBIYKHOCTTA Ha CMIEPMAaTO30M/THTE) TTPH 3/IpaBy MTKe
(Bx. Touka 5.1). Bp3MOXKHOCTTA 32 HAMaJIsIBaHe Ha MBXKHS (DepTUIIUTCT HC MOXKE 1a 6bac
M3KJTIOYEHA.

Ile ca oueHsBaHH e(EKTUTE HA TAMCYJIO3HHOB XHAPOXJIOPU BbpXy Oposi Ha CIEPMATO30MANTE HIIH
dyHKIUATA HA CTIEpMaTa.

4.7 Edexru BbpXy cniocobHocTTA 32 o HpaHe B paboTa ¢ MAIIHHHA

JyTacTepun/TaMCyJI03MH MOXe Jia TIOBJTUsIE B JIeKa CTENEH BbPXY CIOCOOHOCTTA 3a opHpaHe U
pabota ¢ MamuHH. Benpeku ToBa, nauueHTHTE TpaOBa Aa 6bAAT HHOOPMHPAHH 3a BB3MOXKHATA M0sABa
Ha CHUMIITOMH, CBbP3aHH C OPTOCTATUYHA XUIIOTOHMS, KAaTO 3aMaiBaHe, NOKATO MpHeMaT TaMCYJIO3HH.

4.8 Hexenann JeKapCcTBeHH PeaKUHH

HyTtacrepui B ROMﬁHHaH,HH c aJ'l(ba-ﬁﬂDl(eDa TAMCYJIO3HH

HMaunute ot 4-rogumnoTto npoy4usaHe CombAT, cpaBuspaio gytacrepus 0,5 mg (n=1623) n
tamcynosuH 0,4 mg (n=1611) BeaAHBK JTHEBHO CAMOCTOATENHO U B KoMOuHanws (n=1610) nokazsar,
ye YecToTaTa 3a BCsKa HeXKellaHa peakLys, onpeeneHa KaTo CBbp3aHa ¢ JIeKapCTBOTO, IIPe3 NbpBAaTa,
BTOpATa, TPETAaTa M YeTBbPTaTa FOJHHA € ChOTBETHO 22%, 6%, 4% n 2% 3a koMOMHUpaHaTa Tepanus
JTyTacTepun/Tamcyno3ut, 15%, 6%, 3% u 2% 3a moHoTtepanus ¢ nyractepun U 13%, 5%, 2% u 2% 3a
MOHOTEpanHs ¢ TamMcyJio3uH. [lo-BrcokaTa 4ecTOTa Ha HEXKEJIAHHTE JIEKapCTBEHU PEAKLMU B rpymaTa
Ha KOMOMHHMpaHa Tepamnus Npe3 MbpBaTa roJHUHa OT JISYEHUETO Ce Ab/DKM Ha MO-BUCOKATa 4YECTOTa Ha
HapyLIEHHATa Ha Bb3NPOU3BOIUTENIHATA CUCTEMA, TIO-CMNELMAHO HA HApYILEHHs Ha €KYJIaluiATa,
HabnionaBaHH IPH Ta3u rpyna.

CrieHMTe, OLIEHEHH OT U3CJIEOBATENS KATO JIeKaPCTBEHO-CBBbP3aHH HEXENaHH peaklHH ca 61nm
cboOIIaBaHy ¢ 4ecToTa > 1% npe3 mbpBaTa rogHHa OT JeUeHUeTo B npoyuBaHeTo CombAT.
YecroTara Ha TE3W HEXENAHW PeakLUH Mpe3 YeTHPHUTE TOJWHH Ha JICYEHUETO € NIOKA3aHa B
crnezpalara Tabmuua:
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Cucremo-opraved | Heskenuana peakuus Hecrord 110 BpEME Hd LIEPHUAY HA JIBYEHHE
Kiac ['oguna 1 Ilonuna 2 T'oguHa 3 I'onuHa 4
Kom6unanus ? (n) (n=1610) (n=1428) (n=1283) (n=1200)
HyTtacrepun (n=1623) (n=1464) (n=1325) (n=1200)
Tamcyno3ux (n=1611) (n=1468) (n=1281) (n=1112)
Hapyienus Ha 3amatigane I_‘&N‘;;J—.‘_"U‘/,zc \\
HepBHaTa cucTemMa KomGuHanus 2 1,4% 0,1% <0,1% | / 0,
| JlytacTtepun, 0,7% 0,1% <0,1% <0,
N\



Tamcyno3un 1,3% 0,4% <0,1% 0%
Copaeunu Cvpoeuna
HapyLueHus HEOOCMamv4YHOCM
(xombGunupan mepmun ")
Kom6unanusa 0,2% 0,4% 0,2% 0,2%
HyTtacrepun <0,1% 0,1% <0,1% 0%
Tamcyno3uH 0,1% <0,1% 0,4% 0,2%
Hapyenus Ha Hmnomenmnocm©
Bb3npousBogutenH | KombuHaumsa ? 6,3% 1,8% 0,9% 0,4%
aTa cucTeMa u Hytactepun 5,1% 1,6% 0,6% 0,3%
rbpAara Tamcyno3ux 3,3% 1,0% 0,6% 1,1%
Ipomeneno (namanero)
nubudo ¢
KomGunanys 2 5,3% 0,8% 0.2% 0%
HyTtactepun 3,8% 1,0% 0,2% 0%
‘Tamcynosuin 2,5% 0,7% 0,2% <0,1%
Hapywenun na
eakyrayuama ©
KomGunarys 2 9,0% 1,0% 0,5% <0,1%
Hyractepun 1,5% 0,5% 0,2% 0,3%
Tamcynosun 2,7% 0,5% 0,2% 0,3%
Hapywenus na 2vpdama *
Kom6unaums 2 2,1% 0,8% 0,9% 0,6%
Hyracrepun 1,7% 1,2% 0,5% 0,7%
TamcyJsi03uH 0,8% 0,4% 0.2% 0%

KomGunarus = nqytacrepun 0,5 mg BeIHBXK AHEBHO IUTIOC TaMcyso3uH 0,4 mg BEAHBK IHEBHO.
KoMOHHHpaHUAT TepMHH ChpJeUHa HEAOCTAThYHOCT BKJIIOYBA 3aCTOHHA ChpaeyHa
HEJOCTATHYHOCT, Chp/iedHa HEJOCTaThYHOCT, JIEBOKAMEPHA HEAOCTATBYHOCT, OCTPa ChpaeUHa
HEJIOCTaThUHOCT, KAPAHOTEHEH IIIOK, OCTPa JICBOKAMEPHA HEJOCTATHYHOCT, AECHOKAMEpPHA
HEJIOCTATHYHOCT, OCTPa AECHOKAMEPHA HEIOCTATBYHOCT, KAMEPHA HENOCTATHYHOCT,
KapAUONYJIMOHAIIHA HEIOCTAThYHOCT, 3aCTOHHA KapAHOMHUOIIATHS.

Te3u HexenaHu peakLiH B CEKCyanHaTa pyHKLHA ca CBbP3aHH C JIEUEHHETO C Ay TaCTEPHI
(BKJIFOYHMTETHO MOHOTEpanHsl M KOMOMHALHS C TAMCYJIO3MH) U MOXKE [a IEPCUCTHUPAT CJIeN
[peyCTaHOBsABaHE Ha JiedeHHeTo. PonsiTa Ha AyTacTepuA Mo OTHOMICHHUE HA TOBA NIEPCHCTHPaHe
HE € U3SCHEeHa.

BxJirouBa Hampe)xeHUe U yrojieMsaBaHe Ha rbpauTe. Bxiitousa UyBCTBUTENHOCT HAa IbPIUTE U
pasLiKpeHHe Ha I'bPAMTE.

B pomaiienivie, HeskeIaHUTe peaklMi Ha KOMIIOHEHTA MIOOTAEIHO C& OCHOBABAT HA
uHdopMAaLIKs, HANWYHA B MyOJWYHOTO IPOCTPAHCTBO. YecToTaTa Ha HEXKENAHUTE PEaKIUK

MOXC [1a C€ YBCJIHYH [1PU KOM6I/IHI/IpaHa TEparuys.

YecToTa Ha HeXKENAaHUTE PEaKLUH, HICHTU(QULHUPAHH B KIIHHHYHH [IPOYYBaHMS:

Yectu (>1/100 go < 1/10), Heuectu (> 1/1 000 mo < 1/100), Peaxu (> 1/10 000 no < 1/1 000), Muoro
peaku (< 1/10 000). BbB BCsika rpynupoBKa o cuctemMo-opraiiu kiacose (SOC), HexenaHure
peakiMy ca NpeacTaBeHH B HU3XOIALL PeJl 10 OTHOILEHHE Ha TAXHATA CEPHO3HOCT.

Cucremo-opraHeH
K/1ac

Hexxenanu peakuuun

HyTtactepunt
TaMCyJIO3UH"

JlyTtacrepun’s
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HapyiueHus Ha Cunkon - Penku
HEpBHAaTa CHCTCMA 3amaiiBaHe Yectu - YecTu
['nasobonue Heuectu
Copneunun CopaeuHa Heuectn Heuectn®
HapyLIeHUs HenoctaTbuHocT(KomMOuHHpaH
TepMHUH')
[lannurauuu Heuectu
Cb10BM HapyLIeHUS OptocTtaryuHa Heuectu
XHUIOTOHUS
PecnupatopHu, Punur Heuectu
I'PBOHY U
MEIUACTHHATHH
HapyLIEHUS
CromaluHo-4peBHH 3anex Hevectu
HapyLIeHUA Huapus Heuyectu
['aneHe Heuectu
IloBpbiuiane Heuectu
Hapywenus Ha AHruoeznem Penxu
KOXata W noaxkoxxHata | CuHapom Ha CTHBBHC- Mmuoro
ThKaH JIKOHCBH peaKu
Yprukapus Heuectu
O6puB Heuectu
IIpyputyc Heuectn
Hapymenus na IIpunanuzsm MHoro
BB3MPOH3BOIUTENHATA penku
cHCTEeMa U I'bpAaTa HwmnorenTHOCT Yectu Yectu®
IIpomeHeHo (HamaneHo) Yectu YecTu®
nubuno’
Hapymenust Ha eskynanuara® | Yectu YecT® Yectu
Hapyuienus Ha mieyHata Yectn YecTr®
Aiesa’
OOLM HapylIeHus U AcTenus Heuectn
e(dekTH Ha MIACTOTO Ha
MPUIIOXKEHUE

Jlytactepus + TaMCyno3uH: OT npoy4yBaHeTo CombAT — 4ecTOTHTE Ha HEXKENAHUTE PEAKUMHU
HamassBaT Mo BpeMe Ha JICUEHHEeTO, OT IIbpBaTa A0 YeTBbPTaTa rOJUHA

JlyTactepun: OT KIMHHYHHTE [IPOYy4BaHMs ¢ MOHOTepanus Ha JIIIX
Tamcynosun: ot ocHoBHus nipodut Ha Gesonacuoct B EC (EU Core Safety Profile) na

TaMCYJIO3HH.

[Mpoyusane REDUCE (Bx. Touka 5.1)

KOMGI/IHI/IpaHlfISIT TEPMHH ChpJCHHA HEAOCTATbYHOCT BKIIIOYBA KOHICCTHBHA ChpACYHa
HEAOCTAaThbYHOCT, ChbpAC€HHA HEAOCTATHYHOCT, JICBOKAMEPHA HEAOCTATBYHOCT, OCTpa ChbpAciHa
HEJOCTAaThYHOCT, KAPAHOTCHEH 1IOK, OCTpa JICBOKaME€pHa HEAOCTATbYHOCT, ACCHOKaMCpHa

HEIOCTaThYHOCT, OCTPa ASECHOKAMEpPHA HEJOCTATBYHOCT, KaMEPHa HEAOCTATBYHOCT,
KapIUOMyJIMOHAIHA HEAOCTAThYHOCT, KOHFE€CTUBHA KapAHOMHOMATHS

Brmtousa HanpeXxeHue M yroieMsBaHe Ha MbpIUTE.

Te3u HexkenaHU Peakliy B CeKCyanHaTa QyHKLUS Ce CBbP3BaT C JIEYCHHETO ¢ AyTacTEPH/
(BKITIOUHTETHO MOHOTEpANUs U KOMOWHALIMA C TaMCYJIO3UH). Te3H HEKeIaHH PEaKLMH Moue-Ag—
MepCUCTUPAT Cllell peyCTaHOBsIBaHe Ha JledeHHeTo. PosiATa Ha 1yTacTepH/ MO OTHO me’l;l/pge%ﬁ&fff /;'0_\\
TOBA MEPCUCTUPAHE HE € U3SICHEHA. L ,;f ; B
BkiiouBa HamansBaHe Ha obeMa Ha crepmara. e




ﬂpym AAHHHU

Ipoyusaneto REDUCE e noka3asno no-Bucoka yecrora Ha Gleason 8-10 kapunHOMM Ha npocTaTarta
NpU MbiKe, JIEKYBaHU C AYTACTePU[ B CpaBHCHHMC ¢ Mauebo (Brwkre Toukn 4.4 n 5.1). He e
YCTaHOBEHO, AaJid eeKThT Ha AyTaCTepH] 32 HAMaJIsiBaHe 00eMa Ha NpOCTaTaTa Win CBbpP3aHH C
npoy4BaHeTo GakTOpU ca MOBIUSIN BbPXY pPe3yJITATHTE.

CrneaHoTO € NOKNAaABaHO OT KIIMHUYHHU NMPOYYBAHHS U MOCTMAPKETHHIOBHS OMAT. KAPUMHOM Ha
I'bpAaTa Mpyd MbXe (BUKTe Touka 4.4).

[TocTMapKETHHIOBH JAHHH

Hexenanute JiekapcTBEHH peakiiiy OT MOCTMAPKETHHIOBOTO HAONIOAEHHE B LIENUS CBAT ca
YCTAHOBEHH OT COHTAHHUTE MIOCTMapKETHHIOBH JOKI1a[IH, TIOPaiM KOETO peajiHaTa YecToTa He €
WU3BECTHA.

Jlyracrepuyi:

Hapywienust Ha umynnama cucmemd

C HCH3BCCTHA YECTOTA: ANIEPrUYHU PEAaKLIUU, BKIHOUMTEN O OOPHUB, Chphex, ypTHKapHs,
JIOKAJIM3UPaH OTOK W aHTHOEAEM.

Hcuxuunu Hapywenus
C HemsBecTHa yecToTa: Jlenpecus

Hapywenus na xosicama u noOKoxCHama mvKan
HeuecTtu: Anoneuns (3aryba Ha OKOCMsIBaHe, IJIaBHO MO TAJIOTO), XHIIEPTPUXO3a.

Hapywenus Ha 6b3npou3eo0umentama cucmema u 2poama
C »eusBecTHa yecToTa: bonka M nofgyBaHe Ha TECTUCUTE

TamcynosuH:
Mo BpeMe Ha MOCTMaPKETHHIOBOTO HabJIOAeHHE CHOOLIEHHS 3a CHHAPOMA Ha HHTPAOTNIEPATHBHO

atoununua upuc (IFIS), BapuaHT Ha cuHApOMa Ha TACHATa 3€HULA, TIPU ONIEPATHBHO IEYSHHS HA
KaTapakTa, Ce CBbp3Bar ¢ andaj-aJpeHOPeLielITOPHAUTE aHTATOHHCTH, BIUTIOUMTENTHO TAMCY/I03UH (BXK.
Touka 4.4).

OcBeH TOBa, BbB Bpb3Ka ¢ ynoTpebaTa Ha TAMCYJIO3HH ca JAOKJIaJBaHH NPEACHPAHO MBK/IEHE,
APUTMHUS, TAXUKapHUs, AUCITHES, eNUCTAKCUC, 3AMBIJIEHO 3pEHHE, HapyLIEHHE Ha 3pEHUETO, epuTeMa
MystudopMe, eKCHOTHATHBEH JePMATHT, HApYILEHHE HA eAKYJIaLMATa, PETPOrpajiHa esKyaius,
JIMIICA Ha esKyJIalks M CyXOoTa B ycTara. YecToTaTa Ha HeXEIaHUTE PEaKLIMK. M POJiATa Ha TaMCYJIO3UH
3a TAXHOTO MPUYHHIBAHE HE MOrat Aa ObaaT ONpPEAETIEHH ChC CHIYDHOCT.

Cuobuasade Ha NoA03UPaHK HeXKeNaHH PeakunH

C1ho01IaBaHeTO Ha MOJO3HPAHU HEXETaHH PEakLIdy Clie]l paspellaBaHe 3a yrnoTpeda Ha JIEKapCTBEHHs
TPOAYKT € BaxkHO. ToBa MO3BOJIABA [a MPOJB/KH HAaOJIOAEHHETO Ha ChOTHOLIEHHETO MOJI3a/PHCK 33
nekapcTBeHus nmpoaykt. OT MeAHLMHCKUTE CNELHATUCTH Ce W3UCKBA a ChOOIIABaT BCAKA
NoJo3upaHa HexkeslaHa peakuus ypes M3nbaHuTenHa areHLu 110 JeKapcTBara, yil. ,,JlamMsaH

[pyes” Ne 8, 1303 Codus, Ten: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpesozupane

Hsama naHHy 3a npeno3upate ¢ KOMOMHaUKMATA AyTacTepu/TaMcyno3ul. [Ipencragenara no-gomy
uHpopmauma oTpa3sBa HaM4HaTa HHGOpPMALHS 33 OTAETHUTE ChCTABKH.
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B npoyusaHus ¢ AyTacTepui, MpoBefeHH Mpy 10OPOBOIILM, ca npunarany a0 40 mg e}_lecpaTl_mf/ -
JIHEBHH 1034 ayTactepus (80 MbTH TepaneBTUUHATA [03a) B POABIDKEHNE Ha 7 JHH, 6e3 3HauYnTelHi:

npobaemu ¢ 6e30nacHOCTTa. B KJIMHUYHK OPOyYBaHHS MPH MALMEHTY ca NpUIaraHu 103 OT S-mg




JHEBHO B NPOIBbIDKEHHE Ha 6 Mecela 6e3 JOMbIHUTETHH HeXeNaHH JICKapCTBEHH peaklu CrpsaMo
HabrofaBaHUTe MPH TepaneBTuuHu 103M oT 0,5 mg. Hama cneuuduyed aHTUIOT 3a AyTaCTEpH,
nopaju KOEeTO MpH CbMHEHHE 3a Npefo3rpaHe TpsOBa a ce npuara CHMITOMAaTHYHO Y MOAbPKAILO
NeyeHHe.

Tamcyno3us

[IpcnoznpaHeTo ¢ TAMCYTO3HHOB XHAPOXJIOPHA MOXKC IOTCHLMAIHO Ja [OBCAC A0 TCHKKH
XUIOTEH3UBHH edekTH. TexKH XUIOTEeH3UBHH eeKTH ca HabMoaaBaHy NpH pa3JIMuHU HUBA HA
Npeno3upaHe.

[1pu cimyyanTe Ha OcTpa XHUIIOTOHHS Cllesl Tpefo3upaHe TpsiOBa ja ce OCUTYpH ChPAEYHO-CHA0BO
nomabpKaLIo nedeHue. KpbBHOTO HansraHe Moke a ce Bb3CTAHOBH M ChPAEHHUAT PUTBM 1A Ce
HOpMAaJIM3Mpa C MOCTaBsHE Ha MalMeHTa B JIETHAJIO MOJIOXKEeHHe. AKO TOBa He IOMOTHe, MOraT Ja ce
M3MOJI3BAT 06EM0O3aMECTUTEIIH M NIpK HeobXxoaumocT BasornpecopH. Tpsabsa na ce npocnenssa
6BOpcuHaTa GyHKUIA i A8 cc mpuara o6LIONOAILPIKALIO JeHeliHe. MaJTko DeposTIIO ¢ AHMIHIATA a
MIOMOTHE, Thii KaTO TAMCYJIO3HH € CBbP3aH BbB BUCOKA CTEIIEH C IJIa3MEHUTE IPOTEUHHU.

3a 3abarsaHe Ha pe3opOLMATA MOTAT Ja ce B3eMAT MEPKH KaTo Mpean3BHKBaHe Ha nospbliane. [1pu
IIPHEM [1a FOJIeMH KOJIMUECTBa JIeKapCTBO MOJKE Ja & HANPaBH CTOMALIHA NPOMHBKA H [a ce
NPUIOKAT aKTHBEH BBIJICH U OCMOTHYEH JIaKCaTHB KaTO HATpHEB cyndar.

5. ®APMAKOJIOTHYHHA CBOMCTBA
5.1 ®apmakoanHAMHYHH CBOHCTBA
®dapmaxoTepanesTiyHa rpyna: Anda-aapenopeuenTopiiy anraronmctd, ATC koa: G04CAS2

Hytactepun/ramMcyo3uH € KOMOWHALIUS OT [IBE JIEKApCTBA: OyTacTepul, ABOCH HHXUOUTOp Ha S-anda
penykrazara (5-APH) u TaMCcyno3uHOB XHIPOXJIOPUL, aHTAroHUCT Ha oA U oD -anpeHopenenTopH.
Te3u nekapcTBa UMAT JOMBJBALIM CE MEXaHH3MHU Ha JielicTBHe, KOMTO Obp30 nomodpsBat
CUMIITOMUTE, MOTOKA HA YPUHATa W HaMaJlsiBaT pycka OT OCTpa 3aApbxKka Ha ypuHata (O3VY) u
HeoOX0aUMOCTTa OT onlepaTiBHa Hameca 3a JII1X.

HyTactepun nHxuOHpa KakTo TN 1, Taka M THN 2 W30€H3UMHTE Ha S-anda peayKra3aTa, KOHTO
OTroBapsAT 3a NPEeBPbILAHETO HA TECTOCTepoHa B Auxuaporectoctepod (JXT).

Tamcyno3uH ce CBbp3Ba CEJIEKTHBHO U KOMIETUTUBHO C MOCTCHHANTHYHUTE ajidai-alpeHopeLenTopHy,
no-creunanto ¢ noarun oA u oyD. ToBa Bonu 10 OTHyckaHe Ha IIaJkaTa MyCKyaTypa Ha
npocrtarara i yperpara. [Ipubauzurento 75% ot o,-peLienTopuTe B NpocTaTaTa ca oT CyOTHI oL A.

[IpuioKeHUe Ha AYTACTEPM/L 3a€1HO C TAMCYIIO3UH
He ca MpOBEXKAAHH HEKITHHUYHU NPOYYBAHUSA WU KIIMHUYHU H3IIUTBAHUS C )IyTaCTepH,El/TaMch'IO?:HH.

I[peacraBeHuTe NO-A0JY NaHHH OTpa3siBaT HAMMYHATA HHQOPMALIKS 3a JISUEHHE C IpUIarade Ha
OyTacTepH[ 3aeAHO ¢ TAMCYJIO3HH.

KiuHu4HMTE NpoyyBaHus, pa3riexaaliy koMOHHIpaHaTa Tepanus ¢ MHxuburopa Ha S-anda
penykTasara gytactepun U anda -aapeHeprayHul aHTarOHUCT TaAMCYJI03HH, T0KA3BaT 3HAYHTENHH
nono6peHust CipsIMO U3XOIHOTO HUBO B CPaBHEHME C [IBATA 1€KApCTBEHU MPOAYKTa, MPUEMAaHU
CaMOCTOSTEITHO.

Hytactepun 0,5 mg/nHesHo (n = 1623), Tamcynozun 0,4 mg/auesHo (n = 1611) unu komOuHaLus OT
aytacrepun 0,5 mg nmoc tamcysosut 0,4 mg (n = 1610) ca oLeHEeHH NPU MBXKE C yMEPEHO TEK.

Texcka cumnromaruka Ha JITIX ¢ obem Ha npoctaTtara > 30 ml 4 crofiHocTy Ha PSA B rpa&mﬁ\
1,5 - 10 ng/mL B 4-roayiiHO MHOFOUEHTPOBO, MYJITHHALMOHAITHO, pAHAOMHU3UPAHO, uaoﬁq;ﬁm_%t ) \98{ \\
M3MUTBAHE B MapanenHu rpyny . [Ipubnusurenso 53% oT yHacTHUUMTE ca GUTH NeKyBaHi B % |
MHHAJIOTO C HHXUOUTOp Ha 5-anda peaykrazaTa uiy anda Gnokep. _ [




KpurepunTte 3a oueHka Ha eukacHOCTTa Mpe3 MbPBUTE ABE rOAWHU ca OHIM npoMsiHa B cbopa no
MexayHaponeH BrnpocHuk 3a [Ipocrathara Cumnromaruka (International Prostate Symptom Score
(IPSS)), ckopocT Ha BbpxOBUA YpHHeH NMOTOK (Qmax) ¥ 0Oema Ha npoctaTara. IPSS ce cbetou ot 8
TOUKHM ¥ ce ocHoeara Ha AUA-SI ¢ nonbiHUTENEH BBIIPOC 32 KAYECTBOTO HA JXMBOT. BTopu4HKTE
KpaiHH TOUKH 3a ehMKACHOCT Mpe3 2-Te FOAMHH ca BKIIOYBAJIH CKOPOCT HA BBPXOBHUSL YPUHEH TIOTOK
(Qmax) 1 0bema Ha npoctaTtata. KomOuHauusta e nocruryana 3vauumoct 3a IPSS or Mecen 3 8
CpaBHEHHE ¢ AyTacTepua U oT Meceu 9 B cpaBHeHHE ¢ TaMCYJ103UH. 38 Qnax KOMOHMHALIMATA €
NOCTHrHaJIa 3HAaUUMOCT oT Mecel 6 B cpaBHEHHe ¢ AyTacTepU U TAMCYJIO3HH.

KoM6uHu1paHeTo Ha oyTacTepu U TaMCyJIO3MH OCUIypsiBa MO-TOJsIMO MOA0OpEHHe HAa CUMITTOMMTE, B
CpaBHEHUE C BCSIKA OT ChCTABKUTE, IPWIOXKeHa camocTosTenHo. Crenl 2 ronuHy JieyeHue
KOMOWHHpaHaTa Tepanus € NoKa3ajla CTAaTUCTUYECKO 3HAYUMO CPEeIHO Mof0OpeHHe Ha pe3yTaTUTe OT
cbopoBeTe Ha CHMITTOMHUTE CIPSIMO H3XOAHATA CTOMHOCT ¢ -6,2 eUHULIU.

KopurupaHnorto cpeHo nonobpeHre Ha CKOPOCTTa HAa YPUHHHS MOTOK OT M3XOJHHTE CTOHHOCTH €
2,4 ml/cekyHpa 3a eqHoBpeMeHHaTa Tepanus, 1,9 ml/cexynna 3a nyracrepua 4 0,9 ml/cekynna 3a
tamcyJio3uH. Kopurupanoto cpegno nonodpenne Ha BPH Impact Index (BIT) ot usxonnure
CTOMHOCTH € -2,1 eAUHHLIY 3a eAHOBPEMEHHaTa Tepanus, -1,7 3a AyTacTepul H -1,5 3a TaMCyJI03UH.
Te3u nono6penus B ckopocTra Ha ypruHHHS noTok U BII ca ctaructuyecky 3HaunMy 3a
KoMOHHHMpaHaTa Tepanus B CpaBHEHHE C MOHOTEpAIHs C KOETO H Aa € OT ABETE JIEKapCTRa.
Hamanenuero Ha o61ius npocrareH obem u obema Ha pexoaHaTa 30Ha ciief] 2 TOAUHH JIEYEHHE €
CTaTUCTHUYECKH 3HAYUMO 32 KOMOHHHpaHaTa Tepalus B CPaBHEHHE C MOHOTEPAIHs C TAMCYJIO3HH.

ITepBuyHaTa KpaiiHa Touka 3a epUKaCHOCT NpH 4-TOIHLIHO JieYeHHE e Orla BpEMEeTO 10 NbPBHS
cny4aii Ha O3Y wnu xupypruuHa Hameca, cesp3ana ¢ 11X, Cnen 4-roguiiHo seyeHue,
KOMOWHHpaHaTa Tepamnus CTATUCTHYECKH 3HAYMMO HamasisaBa prcka oT O3Y unu xupypruyHa HaMmeca,
cebp3ana ¢ X (65,8% namanenue Ha pucka p<0,001 [95% CI 54,7% no 74,1%]) B cpaBHeHue ¢
MoHOTepanus ¢ Tamcysio3uH. Crydante Ha O3Y unu xupypruusna Hameca, cebp3ada ¢ 11X go
T'onuHa 4 ca 6unu 4,2% npu kombuHupaHaTa Tepanus U 11,9% 3a Tamcynosus (p<0,001). B
CpaBHEHHE C MOHOTepanus ¢ AyTacTepua, KoMOWHUpaHara Tepanus HamaisiBa pucka ot O3V unu
XWpypru4Ha Hameca, cebpzana ¢ JI[1X ¢ 19,6% (p=0,18 [95% CI -10,9% no 41,7%]). Cnyuaute Ha
O3Y unu xupypruyHa Hameca, cebp3ana ¢ JIIX no l'onuna 4 ca 5,2% 3a myractepun.

Bropu4HuTe KpaiiHH TOYKH 3a €HUKACHOCT cel 4-TOAUILHO JIeYeHHE Ca BKIIOYBATH BPEME 110
KIMHWYHA nporpecHs (aedhuHupaHa kato cbBKynHocT otT: IPSS Brnowasane ¢ >4 Touky, ciiydaH Ha
O3V, cebp3ano ¢ AI1X, uHkoHTMHeHMs, nHbekuus Ha nukounuTe mbrumma (UTI) u 6s6peuna
HeJIOCTaThYHOCT), MpoMsiHa B International Prostate Symptom Score (IPSS), ckopocT Ha BbPXOBHUS
ypuHeH notok (Qmax) H 00em Ha npocrarata. IPSS e 8-roukoa cucrema, ocHoBaBalia ce Ha AUA-SI ¢
JOITBJIHUTENIEH BBIPOC 3a KAYeCTBOTO Ha XKMBOT. Pe3ynratuTte ciie 4-roguilnHo JICYEHUE ca
HpeACTaBEeHH NO-J0Iy:

[Tapametsp Mowmenr BB | KomOuHaLus Hytactepun Tamcyno3un
BPEMETO
O3V unm YecroTa B 4.2 5.2 11.9a
XUpypru4dHa Hameca, | Meceu 48
cebp3aHa ¢ HI1X (%)
Knuanuna Mecew 48 17.8b 21.5a
% (0 12.6
nporpecus* (%)
IPSS (equuuLm) [u3xoaHA
CTOMHOCT| [16.6] [16.4] [16.4]
Mecen 48 -6.3 -5.3b
(npomsiHa oT
U3X0/IHaTa
CTOUHOCT)
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Qmax (Ml/sec) fuzxomHa
CTOHHOCT] [10.9] [10.6] [10.7]
Mecew 48 24 2.0 0.7a
(npomsiHa oT
U3XO[HATA
CTOMHOCT)
[u3x0oqHA
CTOHHOCT]
Mecer 48 (% [54.7] [54.6] [55.8]
poMsiHa OT =273 -28.0 +4.6a
Obem Ha mnpocrarara | U3XOJQHaTa
(ml) CTOMHOCT)
[u3xomHA
CTOHHOCT]
Mecer 48 (% [27.7] [30.3] [30.5]
NpoMsHa OT -17.9 -26.5 18.2a
O6em Ha mMpexomHarTa | M3XOAHATa
30Ha Ha MpocTaraTa CTOHIIOCT)

(ml) #

[M3x0QHa
CTOHHOCT] [5.3] [5.3] [5.3]
Mecen 48 2.2 -1.8b -1.2a
(npomsiHa OT
Wnpexc Ha BusHYE HA | U3XO[HATA
JIIX (BID) (enHULIK) | CTOHHOCT)
IPSS Bompoc 8 [u3xonHa
(3apageH crartyc, CTOMHOCT]
cebp3aH ¢ AIIX) Mecen 48 [3.6] [3.6] [3.6]
(eauHULM) (npomsiHa oT -1.5 -1.3b -1.1a
W3X0/HaTa
CTOMHOCT)

H3xoaHHUTE CTOMHOCTH Ca CpeIHH CTOMHOCTH H [IPOMEHH OT U3XOJHUTE Ca KOPUIHpaHU CPSAHH

MPOMEHH.

4 KiiunuvHata nporpecus € feduHupaHa kato cbBKynHOCT oT: IPSS siowapane ¢ >4 Touxwy,
cnydad Ha O3V, cebp3aHo ¢ JI1X, unkontunenuus, UTI u 656peyHa HeI0CTaTbYHOCT.

# Hsmepen Ha n3bpanu mecta (13% OT paHAOMH3HPAHHTE NALUEHTH)
a KombuHaiuaTa € nocturaana sadamoct (p<0,001) cnpsimo Tamcynosus npe3 Mecer 48
6. Kom6unauuaTa e nocturiana sauamoct (p<0,001) cnpsimo aytactepun npe3 Mecew 48

KnununuHa epkacHOCT ¥ 6€30MaCHOCT HA AYTACTEPHI

B Tpu ABYroJMIlIHA MHOTMOLIEHTPOBH, MHOTOHALIMOHAIIHH, KOHTPOIMPaHH ¢ Mmiauebo, 1BOHHOCIEeNH
KIMHUYHH W3IIMTBAHHMS 32 OLIEHKA Ha epUKacHOCTTA ca cpaBHsABaHU ayTacTepHn 0,5 mg AHEBHO MM
nnane6o npu 4325 MBiKe ¢ yMEPEHO TexKa 10 Texxka camnToMarka Ha JIITX, ¢ obem Ha mpocrarara
>30 ml u croitnocT Ha PSA r auanazona 1,5-10 ng/ml. BnocneacTexe Te3u U3NHTBAHHUA Ca
[POABIDKUIN C OTBOPEHO MPOABIDKEHHE A0 4 TOAMHM MPH BCHUKH MALIMEHTH, KOMTO Ca OCTAaHAITH B
NpOY4YBAHETO M Ca PHEMaJTi chllaTa Ao3a AyTactepua 0,5 mg. 37% OT mbpBOHAYANHO
paHIoOMH3MpaHUTe Ha miauebo nauuenTy 1 40% OT NauMeHTHTE, PaHIOMHU3UPaHK HA 1y TacTepus, ca
OCTaHa| B MPOy4BaHeTo 3a 4 roautH. [lo-ronsima yact (71%) ot 2340 yyacTHHUM B OTBOPEHOTO
NPOIB/DKEHUE Ca 3aBbPLUIWIN BETE JOMBJIHHTEIHH FOIMHH HA OTBOPEHO JICYCHHE.

/ .

AmepuKchxaTa yponoru4Ha acounauus (American Urological Association Symptom Imfe:c,; ALL‘ :
SI), BbpxoBust yprHeH NOTOK (Qmax) X UECTOTATa Ha OCTPO 3aAbpiKaHe HAa ypUHA H Xl»ipprHHELKd
Hameca, cbp3aHa ¢ JITX.



AUA-SI npeactaBnsBa 7-ToukoB BbIpocHuK 3a JIIIX-cBbp3anara cuMnroMaruka. MakcuMasiHUsT
c6op € 35. Cpeauuat uzxozneH coop e 6un npubausurento 17. Cnen 6 meceua, eiHa U Be rOAHHU
neyerne NalMeHTUTe B rpynara Ha miauefo ca nMail cpeiHo MogoOpeHHe ¢be ChOTBETHO 2,5; 2,5 1
2,3 ToMKHM, AOKATO B rpynata Ha Avodart nonoGpenuero e 6uno crotBetHO ¢ 3,2; 3,8 1 4,5 ToukK.
Pa3nukuTe MeKIy rpynuTe ca cTaTMcTHUCccKy 3HaunMH. [Tono6penueto no AUA-SI, nabnioxasario
npe3 MLPBHTC ARC NOJTHHI OT ABOHHOCIANO JEHelIHe, € NPOAL/DKHIIO M [0 BpeMe Ha ABeTe
JOMbIHUTEHA TOJHHH Ha OTBOPEHOTO yAB/DKABAHE HA MPOYYBAHUATA.

Owax (Maxcumanen ypumnen oeoum):

Cpeanusar u3xoaeH Qmax B U3NUTBaHMATa € OU npubnusurenHo 10 mi/sec (HopmaneH Qmax >15
ml/sec). Cien eiHa 1 JBe FOMMHM JIEYEHHE CKOPOCTTA Ha MAKCHMAJTHHUS yPUHEH JIEOUT B rpynaTa Ha
mnane6o e 6una nogobpena crotetHO ¢ 0,8 U 0,9 ml/sec, a B rpynara Ha Avodart - cboTBeTHO € 1,7 1
2,0 ml/sec. Pa3nukata Mex Iy rpynuTe € Guia CTAaTUCTUYECKH 3Ha4MMa 3a MeceLiuTe oT 1 10 24.
[ToBHIIABAHETO HA CKOPOCTTA HA MAKCHMMANHUA YPUHEH Jebur, HabiroaBaHo npe3 MbpBUTE 2 FOAMIIM
Ha JBOMHOCJIAMNOTO JieYeHHe, € MPOABIDKUIO U NPe3 ABETE NONBIHUTEIHN FOAUHH HA OTBOPEHO
npocieasBaHe.

Ocmpo 3a0vpoicane HA ypuHa U Xupyp2uiecka Hameca

Cnez, ABYTOIMLIHO JIEYEHHE YECTOTATA HA CITydauTe C OCTPO 3aJbpiKaHe Ha ypuHa € 4,2% B rpynara
Ha nnauebo cupamo 1,8% B rpymnara Ha Avodart (57% HamaneHue Ha pucka). Tasu pasnuka e
CTaTHCTHYECKH 3HauMMa M 03Ha4aBa, ye 3a Jia ce u3berHe eauH cnydait Ha O3Y Tpabpa na ce nekysar
42 naupeHtH (95% CI: 30-73) B NpoOB/LKEHHE HA [IRE TO/THHU.

YecroTaTa Ha cBbp3anara ¢ JI[IX xupypruvsa Hameca ciieft ABe roauny e 6una 4,1% B rpynara Ha
nnauebo u 2,2% B rpynara Ha Avodart (48% HamasieHHe Ha pHcka). Tasu passuka € CTaTHCTHYECKH
3HAYMMA M O3HAUABA, Y€ 3a Ja ce W3berHe eami Ciiyuail Ha XUpypruviHa HaMmeca Tpsa6Ba fa ce JIeKyBar
51 mauuentH (95% CI: 33 - 109) B nponb/LKEHUE HA IBE TOAMHH.

Pasnpedenenue na okocmasanemo

EdeKTsT Ha LyTaCTEPH/ BBPXY PasnpefeeHHETO Ha OKOCMSABAHETO HE € OQHUIMAITHO MPOYUBaH Mo
speme Ha dasa Il nporpamara, obade, UHXHOUTOpUTE Ha S-ajdapeayKTasara MOXKe a HaMaJIAT
3ary6aTa Ha KOca W Jla MHIYLMpaT pacTexa i IpH JIMLA ¢ MBKKH TUI 3ary6a Ha koca (MbXKa
aH/IpOreHHa ajoneuns).

Tupouona gynrxyus

TupouaHaTa GQyHKLHS € OLICHeHa B €HOTOAHIIHO MPOYUBaHe Mpu 34paBu Mbxe. Husara Ha
cBOGOIHNS THPOKCHH Ca CTAaOWITHK M0 BPEME Ha JIeYEHHETO ¢ JyTacTepu, HO HuBata Ha TSH ca seko
nosuuenu (¢ 0,4 MCIU/ml) B cpaBHeHue ¢ niaue6o B kpas Ha €THOTOJMILHOTO JieYeHHe. Thid Karo
TSH nupata ca sapuabuinm, cpeaunte TSH croiirocts (1,4 - 1,9 MCIU/ml) octasar B peepeHTHH
rpasiuy (0,5 - 5/6 MCIU/ml), HuBata Ha CBOGOAHHUS THPOKCHH ca CTaOWIHK B pedepPeHTHH IPaHHLM
¥ ca oao6Hy 3a nnauebo U JeYeHHeTo ¢ ayTactepur, npomenute npu TSH e ce cuurar 3a
KIMHWYHO 3HaYuMH. Hama noxasaTencTsa OT BCHYKY KJIMHHYHM NPOYYBAHHUS, Y€ OyTACTEPULL
MOBJIKsABA HEFAaTUBHO TUPOUAHATA (BYHKLHS.

Hogoobpaszysanua na mresnama sxcne3a

B IByroauiuHy KJIMHUYHH H3IWTBAHUS, OCUTIYpsABaLIU 3374 nalMeHTOrOAMHU SKCIIO3ULHSA KbM
AyTacTEpPKA, U MO BpeMe Ha PErUCTPALIUATA B 1BYTOJHMILHOTO OTBOPEHO LIPOAbIDKEHHUE, Ca
[OKNaJBaHH 2 Cly4as Ha KapLUMHOM Ha rbpara [pu MaLUUeHTHUTE, IeKyBaHu ¢ TyTacTepul, U 1 cnyyai
TpY ManueHT Ha miaue6o. B 4-roguwnure npoy4usanus CombAT u REDUCE, ocurypasaiu 17489
[ALMEHTOTOAMHH €KCTIO3HLIKA KbM ayTacTepun U 5027 nauyyeHTOroAMHH €KCIO3ULHS KbM

KOMOMHALIMATA AyTACTEPH M TAMCYJIO3MH, HAMA NOKJIaBaHH CIyYyad Ha KapLIMHOM Ha I'b
UMSTa Ty TACTEPU]L y nokan y pu paaze ?s‘d“l” o /7\\\
TPETUPAHUTE IPYTIH. 0
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KOHTPOJIH), HE Ca MOKa3aJIi YBeJIMUeHHEe HA PUCKa OT Pa3BUTHE Ha paK Ha rbpJara Ipu MbXe,
npremaliy S-anda-pefyKTa3Hd HHXHOWTOPYU (BHKTE Touka 4.4). Pesynrature OT MbpBOTO NMpOyUBaHe
HE Ca YCTAHOBHITH MOJIOXKUTENHA BPBb3Ka 32 Pa3BUTUE HA paK HA I'bpAATa MPH MbXKe (OTHOCHTENEH
puck npu ynotpeba 3a eHa MM OBeYE FOJWHM MPEAH AMAarHOCTHLIMPAHE Ha pakK Ha rbpAara,
cpaBHeH ¢ ynotpeba 3a no-mainko ot enHa roguHa: 0,70: 95% CI 0,34, 1,45). I1pu sTOpOoTO Npoy4saxe
NPUOIN3UTENHOTO KOEPHLIMEHTHO CHOTHOLICHHUE 32 Pa3BUTHE Ha PaK Ha I'bpAaTa NpH ynorpebaTa Ha
5-anda-penyxrazHu uHxuburopu e duno 1,08: 95% CI 0,62, 1,87, B cpaBHEHH C HEMPHJIATAHETO UM.

He e yctaHOBeHa NMpUYMHHO-CIIEACTBEHA BPb3Ka MEXIY 4€CTOTaTa Ha KApLIMHOMA Ha I'bpAaTa Mpu
MBXKe M IPOIb/DKUTENHATA YNOTpeba Ha JyTacTepH .

Ilosnuasane Ha mwdickus epmunumem

EdexTure Ha nytactepun, npunarad B Ao3a 0,5 mg/nHeBHO, BbPXY XapaKTEPHUCTHKUTE Ha CrIEpMara ca
OLEHsABAHH MPH 3ApaBu JOOPOBOJILM HA BB3pacT Mexkay 18 u 52 roauHu (n=27, npueMally
nayTtactepun 1 n=23 raLe6o), B NpoAbDKEHHE Ha 52 ceAMHULH U 24 CeAMHLIM NONBIHUTEIHO
npociensBaHe cien neueHueto. Ha 52-ta ceamuna e HabnoaaBaHo CpeIHO NPOLECHTHO HaMalIsIBaHE
CIPAMO M3XOAHHUTE Ha 001Ms 6poli cnepMaTo3ouay, obeMa Ha cliepMara ¥ Ha I0JIBHXKHOCTTa Ha
CriepMaTo30HuauTe - ChOTBETHO 23%, 26% u 18% B rpynarta, npuemalia gy TacTepU, Cle]
KOPUTHPAHE CIPSIMO OTKJIOHEHHSATA OT U3XOIHUTE CTOMHOCTH MU IpynaTa, npueMalia miauedo.
KoHuenTpanusaTa 1 MopGoorusaTa Ha criepMara He ca noBausHH. Ciep 24-Te ceAMMLM Ha
npociiesBaHEeTO, CpeJHaTa MPOLIEHTHA MPOMsHa B oOLIus 6poil Ha CrIiepMaTO30MIMTE IPH rpyIaTa,
npHeMaia yTacTepus, ocraBa ¢ 23% mo-HHCKa OT U3XoAHaTa. JlOKaTo CpeAHUTe CTOXHOCTH Ha
BCHYKH MapaMeTpH Ipe3 LUIOTO BpeMe OCTaBaT B peepeHTHH IPAaHULIM H HE NOCTUraT
[IpeIBAPUTETHO ONpPEAETICHHTE KPUTEPHH 3a KIIMHUYHO 3Ha4uMa npoMsiHa (30%), npu asama ot
MBIKETE, PUEMa XyTacTepui, OposST Ha CIIepMaTo30MAUTe € Hamansan nosede ot 90%, B cpaBHeHHe
C U3XONHUA, HA 52-Ta ceIMHLa H YACTHYHO ce € BB3CTalloBuI 11a 24-Ta ceMHULIA OT MEPHOAA Ha
npociiesnBare. Bp3MOKHOCTTA 32 HAMaJSIBaHE HA MBXKKUS (EpPTHIINTET HE MOXe Ja ObA¢ U3KITIOYEHa.

Cwvpoeuna nedocmamvyiHoCcm

B eano 4-roamiubo npoyusane rpu AI1X ¢ gyTactepua B koMOHHALMA € TaMCYJI03MH pH 4 844 Mbxke
(npoyusanero CombAT) dectoraTa Ha KOMOMHHPaHUs TEPMHUH ChPACHHA HEAOCTATEYHOCT B IpyMarTa,
npuemaina kombunammsara (14/1610, 0.9%) e 6una no-sucoka, OTKOJIKOTO B KOSTO U 14 € OT FPYTNHUTe
Ha MOHOTepanus: Aytactepun, (4/1623, 0.2%) u tamcynosus, (10/1611, 0.6%).

B otnenHo 4-roauiiso npoyysaHe npu 8231 mmxe Ha Bp3pacT oT 50 go 75, ¢ npeaiecTralla
HeraTHBHA GHOIICHS 32 KAPLIMHOM Ha [IPOCTATATA M U3XOJHH CTOHHOCTH Ha PSA mexay 2,5 ng/ml u
10,0 ng/m! npu mexeTe Ha BB3pacT ot 50 10 60 roguny, wiu 3 ng/ml u 10,0 ng/ml npu mexeTe Ha
Bb3pact Haj 60 roauau (npoyusasero REDUCE), uectotata Ha KOMOMHHPaHHA TEPMHH ChpPAEYHA
HEJIOCTATHYHOCT € [O-BUCOKA MPHU YYaCTHULIUTE, pUeMaliy gytactepua 0,5 mg BeHbK THEBHO
(30/4105, 0,7%), OTKOJKOTO MPH YYaCTHULIUTE, npueManiy miauedo (16/4126, 0.4%). Post-hoc
aHaIKM3 HAa TOBA MPOYYBAHE MOKa3Ba MO-BUCOKA YE€CTOTa HA KOMOMHHMPaHHUs TEPMHH ChpACYHA
HENOCTATLYHOCT MPH YYACTHULIMTE, MPUEMAlH eJHOBPEMEHHO AyTacTepua U anda-
afpeHopenienToped antarouct (12/1152, 1.0%), B cpaBHeHHE C yHaCTHHULIUTE, NPUEMALIH
nytacrepun 6e3 anda-aapeHopeuentoped antaroHuct (18/2953, 0.6%), nnauebo u
andaragpenopeuentopen antaronuct (1/1399, <0.1%), i mnauebo 6e3 anda-aapeHOPELIENTOPEH
auTarouuct (15/2727, 0.6%) (Buskte Touka 4.4).

B MeTa aHanus, BKIo4Baiy 12 paHIOMU3MpaHH, mianebo Ui CpaBHUTEIHH-KOHTPOJIMPAHH KIIMHHYHH
npoyuBaHus (n=18 802), kOUTO OLIEHABAT PHCKA OT Pa3BHTUE HA ChPACUYHO-CHIOBU HEXKEIAHU
cpbuTHA cnel ynoTpebara Ha AyTactepun (CpaBHEH C KOHTPOJIA), HE € YCTAHOBEHO CTaTHCTHYECKH
3HAYMMO YBeJIMUEHHE Ha pycka oT cepaedHa Henoctarb4yHocT (RR 1,05; 95% CI 0,71, 1,57), oc
muokapaex undapkt (RR 1,00; 95% CI 0,77, 1,30) unu cvpaeuen yaap (RR 1,20; 95% CI 07 enis
1,64). B




Kapyunom na npocmamama u eucoxocmenennu mymopu

B enxo 4-roauinHo cpaBHeHHe Ha manebo v nytactepun npu 8231 mbxke Ha Bb3pacT oT 50 10 75, ¢
npe/liecTBalla HeraTiBHa GUONCHS 3a KApLMHOM Ha MpocTaTaTa ¥ U3XO/IHH CTOMHOCTH Ha PSA
mexay 2,5 ng/ml u 10,0 ng/ml npu mbxxere Ha Bu3pact ot 50 go 60 roaunu, uau 3 ng/ml u 10,0 ng/ml
npH MbxeTe Ha Bb3pact Hag 60 rogunn (npoyusanero REDUCE), 6706 yyacTHHLM ca ¢ HATMYHH
JaHHH OT ThHKOMIJIeHa OHOTICHs Ha npocTaTara (npeJMMHO GUOTICHU MO MPOTOKOJIA Ha MPOYYBAHETO)
3a aHanu3 3a onpenensHe Ha Gleason cboposete. 1517 nuua ca AMarHOCTULHPAHU C KAPLIMHOM HA
npocTaraTa B Npoy4BaHeTo. BoJILIHHCTBOTO OT yCTaHOBEHHMTE upe3 GHOMNCHs KapLUMHOMH Ha
pocTarara B IBETE TPETUPAHHU IPYMH ca AHarHOCTULMpaHu kaTo HuckocteneHHH (Gleason 5-6, 70%).

VYcraHoreHa e no-sucoka dectoTa Ha Gleason 8-10 kapumHOMH Ha npocTaTaTa Npy rpynara Ha
aytactepug (n=29, 0.9%), cpaBHena ¢ rpynara Ha niauebo (n=19, 0.6%) (p=0,15). B roaunn 1-2,
OposT Ha nuuara ¢ Gleason 8-10 kapuuHOMHM € cxoleH npH rpynara Ha gytactepun (n=17, 0.5%) u
rpynata Ha nnauebo (n=18, 0.5%). B roguHu 3-4, noseue Gleason 8-10 kapuuHomu ca
JMarHOCTHLIMpaHU B rpynata Ha aytacrepun (n=12, 0.5%) B cpaBHeHue ¢ minaueo rpynata (n=1,
<0.1%) (p=0,0035). Hama HanW4HH JaHHH 3a eekTa Ha AyTacTepu 3a Mosede OoT 4 FOAUHH MPH
MBKe C PHCK OT KapLIMHOM Ha mpoctararta. [IpoleHTsT Ha yyacTHUUUTe, AuarHocthLupanu ¢ Gleason
8-10 xapuMIIOMH ce 3ama3pa B TedellHe [1a NepHoaHTe OT Bpeme B npoyusaHeTo (logunu 1-2 1
Fomuin 3-4) B rpynata tia gyracrepua (0,5% pLp pecky NMEpHOA OT BpeMe), A0KATO MPH MilaLedo
rpynNara, NPOLUCHTHT HA YHACTHULKTE, JrarHocTuuupadn ¢ Gleason 8-10 kapiiHHOMHM € MO-HHUCHK Mpe3
l'oanuu 3-4, orkonkoTo npe3 L'oguHu 1-2 (<0,1% cpeury 0,5%, cboTBeTHO) (BXK. Touka 4.4). Hama
paznuka B uectotara Ha Gleason 7-10 kapunHomure (p=0,81).

Cren AOOBAHUTENHO ABYTOMUINIHO Npocneassate Ha npoyuBaHeTro REDUCE He ca ycTaHOBEHH HOBH
ciny4ad Ha Gleason 8-10 kapuUHHOMM Ha NpocTaTara.

B eano 4-roauiino npoyusate npu JI1X (CombAT), kbaeTo HIMa 3aqb/KUTENHY CIIOpe NPOTOKOa
6uoncuu ¥ BCHYKH JHAarHO3M Ha KapLUHHOMa Ha mpocTaTara ca 6a3upaHn Ha GMONCHUU H3BBH
nporoxona (NMpu HaAIMYKe Ha KIIHHUYHU MHAMKAIMH 32 Ouoricus), npoueHtute Ha Gleason 8-10
kapurHoM ca (n=8, 0.5%) 3a nytactepun, (n=11, 0.7%) 3a TamcynosuH u (n=5, 0.3%) 3a
KOMOWHMpaHaTa Teparysi.

YeTupH pa3iiuHU eMUASMHOOrHYHHU TOITyJALIHOHHY NpoYy4BaHHUs (6a3HpaHH CHOTBETHO Ha 0bma
nomnynauus ot 174 895, 13 892 u 38 058) ca mokasany, e ynotpedara Ha 5-anda-peayKTasHuTe
MHXHUOUTOPY HE € CBBP3aHa C MOsBa Ha BUCOKOCTENIEHHH TYMOPH, paK Ha IpocTaTaTa WK NOBUILEHA
CMBPTHOCT.

Bp1>3KaTa MEXOY OyTaCTCpUa U BUCOKOCTECIICHEH KapDLIMHOM Ha MnpocTarara HE € sCHA.

Edexmu ewpxy cexcyannama hyuxyus
EdexTpT Ha KOMOMHALMATA Ty TACTEPUI/TAMCYJTO3UH BbPXY CeKCyaHaTa (YHKLHsS € OLICHEH B
JBOUHO-CJIATIO, MU1ale60-KOHTPOIMPAHO MPOyUYBaHe MpU cekcyanHo akTHBHU Mbxke ¢ JIIX (n=243
AyTacTepu/TaMcy103uH, n=246 mnaue6o). Cnen 12 meceua, B rpymnara, NoJUI0XKeHa Ha KOMOUHHpaHa
Teparnus, e OTYETEHO cTaTHCTHUecH 3HaUMMO (p<0,001) HamansaBaHe (BOIIABaHE) HA OLIEHKATa OT
MBXKKHS CEKCyaIeH 3/paBeH BhIIPOCHUK. HamansBaneTo € CBbp3aHO rMaBHO C BJIOIABAHE Ha
esKyJIALHATa U LUTOCTHOTO YIOBJIETBOPEHHE, OTKOJIKOTO ¢ epekuuaTa. Te3u edexTu He ca okazaniu
BJIMAHUE BbPXY YAOBAETBOPEHOCTTA OT NpUEMa Ha KOMOHHAIMATA, KOATO € OLICHEHA KaTo
CTaTUCTHUYECKU 3HaYMMa MO BpeMe Ha Mpoy4BaHeTo, B cpaBHeHue ¢ rauebo (p<0,05). B Tosa
NpoyYBaHe, HeXKEJIAHUTE CHOMTHA, CBbP3aHHU ChC CeKCyanHaTa QYHKIH, ca ce IPOsBUIIU 110 BpEME Ha
JBaHa/eCceTTe Mecela OT JISYSHHUETO M NMOYTH MOJOBHHATA OT TAX ca OTIIyMENH [0 6 MeceLa ciiel,
NPUKJIIOYBAHE Ha Tepanuaira.

l'[pH'-lPIHﬂT HeenaHu epekTy BbpXy cekcyanHara QyHkums (Bx. Touka 4.8).




Kakro e ycTaHOBEeHO U npHu Opyry KIMHHYHM poyyBanus, BkmountenHo CombAT u REDUCE,
NOsBaTa Ha HeXesaHU eeKTH BbpXY ceKkcyanHaTa GyHKLHS HaMalisBa ¢ TeUEeHHE Ha BPEMETO NPH
NPOABILKATENHA Tepamys.

KauanyHa epukacHocT 1 DE30NacHOCT HA TAMCYJIO3HH

Tamcys1031H MOBHILABA CKOPOCTTA HA BPXOBHUs YpUHEH NMOTOK. To#l HamansiBa o6CTpyKLMATA Ype3
OTUYCKAHE Ha 1V1aJKM T MYCKYJIM Ha LIPOCTATa M yperpala, Karo 110400piBa MUKLUOHHUTE CHMIITOMM.
ChLUO Taka, JIeKapCcTBOTO MOA0OPsiBa CUMIITOMUTE Ha ChbXPaHEHHE, 32 KOWTO BaXKHA poJis Urpae
HEeCTaOMITHOCTTa Ha NUKOYHUS MeXyp. Te3n epeKkTH BbpXy CUMITOMUTE, CBbP3aHHU C [IPECTOS Ha
YPUHAaTa U BbPXY MUKLMOHHHUTE CHMIITOMH C€ NOATbPIKAT MO BpeMe Ha MPOABIIKHTEHA TEPaTHs.
HeobxonumocTTa OT XMpyprudHa Hameca WK KaTeTapH3alus 3HAUUTETHO ce 3a0aBsT.

An(bal-aupeﬂopeuemopﬂme AHTarOHUCTHU MOXKE 1a MOHUXKXAT KPBBHOTO HaJlIIraHE Ype3 HaMalldBaHE
Ha nepud)epHaTa PE3UCTCHTHOCT. He e HabmonaBaHO KIMHHYHO 3HAUMMO HaMalsBaHE Ha KPBBHOTO
HanAraHe rno BpeMe Ha U3NUTBAHUA € TaMCyYJIO3UH.

5.2 DapMaKOKHHETH'IHH CBOHCTBA

B TPH pa3/IMYHH KJITHAYHH U3IMKATBAHUA CbC 3ApaBH IIO6pOBOJ'[LII/I € IEMOHCTpHUpPaHa
OHOEKBUBAJIEHTHOCT MEXKAY OyTaCTCpUA-TaMCYJIO3UH U CbBMECTHO MPHI0KCHHUE Ha AyTaCTCpU U
TAMCYJIO3UH KALICYJIH HOOTUAEIIHO.

Ipoenerio e npoyusaiie 32 6HOEKBUBAICHTIIOCT € €AII0KpaTIia 103a Ha I1agHO U CJIe] XPaHEHe.
HabnronaBano e no-manko ot 30% HamaneHde Ha Cpac 3@ CHCTABKATA TAMCYJIO3HMH OT
OYTacTepUI/TaMCyJIO3HH cliell XpaHEHe B CPaBHEHHE ChC CTOMHOCTUTE Ha ragHo. XpaHaTa UMa
manek (< 10%) edexr BLpxy AUC Ha TaMCyno3MH.

[TpoyuBane 3a 6HOEKBUBAIEHTHOCT C MpUNaraHe Ha MHOIOKPaTHHU JO3U MOKa3Ba, ue
IOYTacTepHI/TaMCYJIO3HH MOKa3Ba eKBUBAIEHTHA CKOPOCT U CTeNeH Ha abcopbuus crpsamo
pedepeHTHUTE NPOAYKTH IPH 31paBH HHIMBHIH, B PABHOBECHO ChCTOSHHE, IIPH YCJIOBHS HA XpaHEHe.

A6copbums
Llymacmepuo

Cren nepopaieH npyveM Ha eJHOKpaTHa fo3a ayractepun 0,5 mg BpeMeTo 40 JOCTUraHe Ha
MaKCHMaJIHi KOHLEHTpAaLMK Ha AyTacTepuy B cepyMa e 1 1o 3 yaca. AGcomoTHaTta GHOHANUYHOCT €
npubnuzurenHo 60%. bruoHaTHYHOCTTa Ha yTACTEPH] HE Ce TIOBIMSBA OT MpHeMa Ha XpaHa.

Tamcynozun

Tamcyno3uH ce pezopOvpa OT YpeBHATA JIMraBHLa M KMa NOYTH MBHA OuoHanuuHocT. CKopocTTa U
creneHra Ha abcopOuusTa Ha TaMcylo3uH Hamanaeat 30 MUHYTH ciien XxpaHeHe. Ennaksoct Ha
abcopbuusTa MoyKe [a Ce MOCTUTHE C NIPHEM OT MallMeHTa Ha Y TacTePHU// TAMCYNO3HH e €IHO H
CBLLO XpaHEeHe 3a AeHs. TaMCyJI03MH NOKa3Ba NPONOPLMOHA/IHA Ha 103aTa [J1a3MEHA SKCITO3HLHS.
Cren npueM Ha eJHOKpaTHA 1033 TaMCYJIO3UH CJIe], XpaHEeHe, INIa3MEHUTE KOHLIEHTPALIMH Ha
TaMCYJO3MH CTaBaT BbPXOBH CJle/l OKOJIO 6 uaca, B pABHOBECHO CBCTOSIHHE, KOETO CE€ JOCTHUra Ha 5-ud
JE€H OT MHOTOKPATHOTQ JO3MPAHE, CPpeHATa PABHORECHA Ciax MPH MANUEHTUTE € OKOJIO JIRE TPETH TO-
BHCOKA OT IOCTHrHaTaTa cjef] €AHOKpaTHa no3a. Brnpeku ye ToBa € Hab1101aBaHO MIPHU MALMEHTH B
cTap4ecka Bb3pacT, ChlljaTa HaxoAKa Ou ce oyaksaia ¥ [py MO-MJIaAH NALUEHTH.

Paznpenenenue

Lymacmepuo

HyTactepua uma ronsam obem Ha pasnpenenende (300 no 500 1) u Bucoka cTeneH Ha CBbp3BaLE T
nnasMeHute nporedHu (>99,5%). Cnen npuem Ha AHEBHA 10332 CEPYMHUTE KOHLICHTpALMH H
ayTtactepua nocturat 65% ot pasHoBecHara (sfeady state) KOHUCHTpaLUs ciieq | Mecell H -
npubnusurenHo 90% cnen 3 mecena. f .
PasHoBecHM (steady state) cepymun koHuentpaiiuu (Css) oT nputnusurtento 40 ng/ml ce ,uocrnra'r




cnen 6- meceder npuem Ha 0,5 mg BeaHbx AHeBHO. IIpeMHHaBaHETO Ha AyTacTEPUA OT CEpyMa B
cnepmarta e cpeaHo 11,5%.

Tamcynoszun
TaMmcynosuH e cBbp3aH B 99% ¢ mna3MeHuTe npoTedHy npu xopa. O6eMBT My Ha pas3npee/ieHHe €

manbk (okono 0,2 /kg).

Buorpadchopmaiiusg

Jlymacmepuo

JlyTtactepu ce MeTaboJiM3upa B ronsiMa CTeneH in vivo. In vitro gytactepua ce MeTabonusupa ot
uutoxpoM P450 3A4 u 3A5 no Tpu MOHOXUAPOKCHIHPAHH METAbOIMTH U €AMH JUXHIPOKCHIMPaH
MeTabouT.

Cnen nepopaneH npueM Ha gyTacTepu B 103a oT 0,5 mg JHEBHO 0 JOCTUIAHETO HA paBHOBECHA
koHueHTpaius ot 1,0% no 15,4% (cpenHo 5,4%) oT mpHeTaTa n03a ce EKCKpeTHpa BB (elieca KaTo
HenpomeHeH aytactepua. OcraHanaTa 4acT ce eKCKpeTupa BbB delieca noa dpopmara Ha 4 OCHOBHH
meTabonura, npeacraeissaiy 39%, 21%, 7% u 7% cBbp3aHy ¢ JIEKapCcTBOTO BELIECTBA, H 6
BTOPOCTENEHHH MeTabonuTa (BCEKH MPEACTABIIABALL MO-MaNKo oT 5%). B ypunara npu YoBeka ce
YCTaHOBABAT CaMo CJIeIH OT HenmpoMeHeH aytactepun (no-maiko ot 0,1% ot mo3ara).

Tamcynozun

He ce HabmonaBa eHaHTHOMETPHYHA GHOKOHBEPCHS OT TaMCYyJIO3HH xuapoxyopun [R(-) uzomep] B S
(+) m3omep npu xopara. TaMCy03UH XMAPOXIOPUA ce MeTaboJin3upa B royiiMa CTENEH OT LIMTOXPOM
P450 enzumute B yepHus qpod u mo-mManiko ot 10% ot Ao3aTa ce eKCKpeTHpa HETIPOMEHEeHa B
ypuHata. Berpeku Tosa papMakOKHHETHYHHAT NPOQIIT Ha METaOONMUTHTE MPH XOPa HE € YCTAaHOBEH.

Pesyurrature in vitro noxkassar, 4¢ CYP3A4 u CYP2D6 yuyacTBar B MeTabonu3Ma Ha TaMCyJIO3UH,
KaTo B Masika cteneH yuactear u apyru CYP uzoenzumu. Muxubupanero Ha CYP3A4 u CYP2D6
€H3UMHTE Ha YePHOAPOOHHS MeTAOOTU3BM MOXKE Ja JOBEE N0 MOBUIIEHA EKCIIO3HLIMA HA
TaMCYJI034H (BX. ToukH 4.4 v 4.5). MetabonuTuTe Ha TAMCYJIO3UH XHUAPOXJIOPU/L CE€ KOHIOIHpPAT B
roJifiMa CTelleH JI0 TIIOKYPOHU MK cysidar npeau 6b0pedHa eKcKpeLus.

EnumuHupaHe

Jlymacmepuo

EnuMUHHpaHETO Ha MyTacTEPUA € J0303aBUCUMO M MPOLECHT CE OMMCBA C ABA YCIIOPEAHH TS HA
eIIMMUHHUpaHe, €MUHUSIT OT KOMTO € HACHTEH C KJIMHUYHO 3HAYUMU KOHLCHTPALMH, a APYTHAT HE €.
Ipy HUCKHK CEpyMHH KOHIIEHTpanuy (Mo-Manko ot 3 ng/ml) AyTacTepus ce enMMUHUpPa 6bP30, KAKTO
110 3aBHCHM OT KOHIIEHTPAUMATA ITHT HA €JIMMUHUPaHE, TaKa U 110 HE3aBHCHUM OT KOHLIEHTPALIMATA IbT
Ha eldMUHKpate. EQHOKpaTHUTE 031 OT 5 mg WITH NO-MaJIKH 1oKa3BaT 0OEKTHBHH JaHHH 32 OBp3
KIHPBHC U KPaTKO BpeMe Ha MOy KHMBOT OT 3 10 9 AHH.

B TepaneBTHYHH KOHLEHTPALIMU CJIe[] MHOTOKpaTeH rpueM Ha 0,5 mg AHEBHO NO-0aBHUAT, IMHEEH
BT Ha eIMMUHMAPAHE € JOMUHHpALL, a BPEMETO Ha MOTY>KHBOT € NPUOIM3UTENHO 3-5 CEAMHLIK.

Tamcynosun

Tamcy1031UH U HEroBHTE META0OJIMTH Ce eKCKPETHpAT [MIaBHO ¢ YPUHATA KaTo 0KoJI0 9% OT 103aTa €
noa ¢popmaTa Ha HEMPOMEHEHO aKTHBHO BELIECTBO. BpeMeTo Ha Moy HBOT Ha TAMCYJIO3HH B
ruia3zMata € B paMkuTe Ha 4 1o 5,5 uaca.

[MauueHTH B cCTAap4ecka Bb3pact

Llymacmepuo 2
dapMakOKHHETHKATa Ha QYTAcTepU/ € OLIEHEHa cief] PUIOKEHUE Ha €JHOKPATHa 1032 1 a@i@ﬂi‘
5 mg apu 36 3ApaBU MbxKe Ha BB3pacT Mexay 24 u 87 rogunu. He e nabnrogasano 3Ha'~[HMO a” al ‘t_% ¢
Ha BB3pACTTa BbpPXYy €KCIO3ULHMATA HA JYTACTEPUA, HO MPU MBXKeTe noA S0-roamuiHa Bb’spaCT #
BPEMETO Ha MOJIY>KHBOT € 6usio no-kpatko. [Ipu cpaBHeHMe Mexay nauueHTH Ha Bb3pacT 30- 69"
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rOAWHHU C NMAaLUCHTU Haz 70-1"0}1PIU.IHa BBb3paCT HE € YCTAHOBEHA CTaTUCTUYECKA pa3jIMKa MCXAY
CTOHWHOCTUTE Ha BPEMETO Ha [0J1yKHUBOT.

Tamcynozun

KpscTocaHo npoyusaHe 3a cpaBHsiBaHe Ha obwara excriosuuus (AUC) Ha TaMCyI03uH XHAPOXIOPH/
M Ha BPEMETO My Ha MOJIY>KHBOT MOKa3Ba, 4e GapMaKOKMHETHYHATA JUCTIO3ULIMS HA TAMCYJIO3WH
XUAPOXJIOPUZ MOXE Aa € YObJDKEHA MPU MBXKE B CTApUECKA BB3PACT, B CPABHEHHE C MJIajv, 3ApaBH
MBbXKe 10OPOBOJIIM. BBTPEIIHUAT KIHPBHC € He3aBUCUM OT CBBP3BAHETO HA TAMCYJIO3UH
xuapoxnopua ¢ AAG, HO HamansBa ¢ Bb3pacTTa. ToBa BOJM [0 MOBHLIABAHE HA OOLIATA €KCTIO3ULIASA
(AUC) ¢ 40% npu ML Ha BB3pacT oT 55 10 75 roAxHH, B CpaBHEHHE C JILAaTa Ha Bh3pacT oT 20 1o
32 roguHu.

HanpennanaTa Bp3pacT HaMaisBa BETPEIIHHS KIMPBHC HA TAMCYJIO3HH, KOETO BOJIH 10 JIEKO
yIBIDKEHO pasnpefesieHre Ha 1eKapCTBOTO IIPH MALMEHTH B CTap4ecka Bb3pacT. ENMMHHAIMOHHASAT
MOy KHUBOT Ha Tamcyniosut 0,4 mg ¢ MoaudULMpaHOTO 0OCBOOOKAaBaHe ce OLeHsBa Ha 14 1o 15 vaca
NpH MALNCHTH B CTAPHCCKA BB3PACT.

Crnien eqHokpatHa 103a TamMcys103uH 0,4 mg B peXXKHM Ha XpaHEHE, [1a3MEHUTe HUBA Ha MTUKA Ha
TAMCYJIO3UH OKOJIO 6-K5 YaC U B PABHOBECHO ChCTOSIHWE, IOCTUTHATO Ha 5-Hs IEH HA MHOTOKPATHO
nosupane, Crax MPU NALMEHTUTE € OKOJIO ABE TPETH HU-BUCOKK OT JOCTHIHATHTC CJICA CHOKpaTHa
n03a. Benpekw ye ToBa ce HabJi04aBa NPU NALUEHTH B CTapuecka Bh3PacT, ChILATa KOHCTaTalms Ou
ce oYaKRrana W Tipu MiaaguTe.

Vopexaatie Ha 6L0peunara dyHKIHA

Llymacmepuo

BnusHueTo Ha yBpeneHnara 6b0peuna GyHKUHs BbpXy GapMakOKMHETHKATA Ha yTaCTEPU/I HE €
npoy4eHo. Bce nak, B YoBelikara ypiuHa cc ycTaHOBsBat no-manko ot 0,1% oT paBHoBecHUTe
KOHIIEHTpalMHK Ha A03a AyTtactepun oT 0,5 mg, KoeTo 03HaYaBa, Y€ He Ce O4aKBa KIMHUYHO 3HAYUMO
MOBHLUECHHE Ha IIA3MEHUTE KOHIIEHTPALMK Ha IyTacTepH I MPHU NMaLyeHTH ¢ 6b0peuHo yBpexaaHe
(Bx. Touka 4.2).

Tamcynosun

Ipu 6 nuua ¢ neko 10 ymepeno (30<CL<70 mL/min/1,73m?) unn ymepeHo 1o texko (10<CL<30
mL/min/1,73m?) yepexnane Ha 6s6peunara GpyHxiws U 6 nuia 6e3 yspesxaane( CL>90
mL/min/1,73m?) ca cpaBHeHn (papMaKOKMHETHYHHTE IOKA3aTeIH Ha TAMCYJIO3UH XHUAPOXJIOPHIL.
Bonpeku de e HabumionaBaHa npoMsHa B o0LIaTa nia3sMeHa KOHUEHTPAIKA Ha TaMCyJIO3UH
XMAPOXJIOPH BCIEACTBUE HA MPOMsiHA B CBbp3BaHeTO ¢ AAG, KOHLEHTPALUATA HAa HECBbP3aHHU
(aKTHBEH) TAMCYJIO3HH XHUIPOXIIOPUI, KAKTO U BBTPELIHHSA KIMPBHC, Ca OCTAHAIH OTHOCHTEITHO
noctosiHAM. [Topaau Ta3u npyuuMHA NpU MALKHEHTUTe ¢ yBpeXkaaHe Ha ObOpeunara GyHKUMs He ce
Hajiara NpoMsiHa B 103aTa HA TAMCYJIO3UH XUAPOXJIOPH/. BBIpeKH TOBA, MALMEHTUTE C yBPEKAaHe Ha
6B6peunata GyHkups B Tepmunanes ctanuit (CL«<10 mL/min/1,73m?) He ca Guiu Npoy4BaHH.

VBpeKkiaHe Ha YepHOApoOHaTa (Y HKLIMS

ymacmepuo

BiusHMETO Ha YBPEKAAHETO HA YepHOapoOHATA PYHKIMSA BEPXY (PapMaKOKMHETHKATA HA AyTaCTePH,
He ¢ npoyueHo (Bxk. Touka 4.3). Thil KaTo oyTacTepua ce eMMMHHHPA MIABHO N0 METabOIMTEH BT,
OYaKBa Ce IUIA3MEHUTE HMUBA HA LyTACTEPHU/ MPH TE3W NALMEHTH 12 6bJAT NOBULIEHHU, 4 BPEMETO HA
[OJY>KKBOT 1a 6b1e No-abaro (BX. TOUkH 4.2 U 4.4).

Tamcynosun _ ]

TMpu 8 nuua ¢ ymepena yepHoapobHa dyHkius (cteneH A u B no knacudukauusta Child-P_u@@Eﬁ\
nuua 6e3 yBpexiaHe ca cpaBHeHH GapMaKOKHHETUUHUTE MOKA3aTe/IH HA TAMCYJIO3HH XHAPQR jo lg]ﬁ“\ft, \
Burpeky ye e HabnoAaBaHa NPOMsHA B ObLIATA [U1a3MeHa KOHLCHTPALHMS Ha TAMCYJIO3HH /) & 3 < \

XUIPOXJIOPU/ BCIENCTBHE HA MPOMsHA B CBBP3BaHeTo ¢ AAG, KOHUEHTPAUMITA Ha HECBBP3AHHA :
(aKTHBEH) TAMCYJIO3MH XHAPOXIIOPH/L HE CE € MPOMEHMIIA 3HAUTEIHO, KATO NPOMAHATAHA |



BBTPELIHMS KIMPHHC Ha HECBbP3aHHUS TAMCYJI03HH XHAPOXJIopu] € ymepeHa (32%). [lopanu Ta3u
TPUYMHA MPH NALKUEHTHTE C yMEepeHa YepHoApoOHa IMchyHKLKA HEe Ce Hajlara npoMsHa B j03ara Ha
TAMCYJIO3MH XHAPOXJIopHA. TaMCyI03UH XUAPOXJIOPU/L HE € MPOYUBaH NMPH NALUEHTH C TexkKKa
yepHOIpoOHA AUCHYHKLUS.

53 Hpcaxaunayus JanmH 3a 0cjonacnoct

He ca npoBexaaH{ NpeAKIMHAYHN U3TUTBAHHUS C JyTacTepu/Tamcynosun. Jlyracrepua u
TAMCYJIO3HH XHAPOXJIOPH [TOOTAEHO ¢a [POYUEHH B rONAMa CTENEH B TECTOBE 32 TOKCHYHOCT NPH
JKUBOTHH, K4TO JaHHUTE ChOTBETCTBAT HA M3BECTHUTE (HAPMAKOIOrHUHU ACHCTBHA HA HHXUOMTOPHUTE
Ha S-anda pemykrasara u anda;- aipeHOPELENTOPHUTE aHTarOHKCTH. JlaneHara no-gomy
MHGbOPMALIKs OTpa3siBa HATHYHATA MHPOPMALUS 3a OTAE/IHMTE ChCTABKH.

Jlymacmepuo

HacTosuuTe npoy4yBaHus 3a 06111a TOKCHYHOCT, TEHOTOKCHYHOCT M KAHLIEPOTCHHOCT He MOKa3BaT
HHUKaKbB CrieLIUpUIEH PUCK 32 HOBEKA.

[TpoyuBanusi 32 penpoyKTHBHA TOKCHYHOCT NPH MBXKKH IUIBX0BE MOKA3BAT HAMAJIEHO TErJIO Ha
IPOCTATATA ¥ CEMEHHHTE MEXYPUCTa, HAMAJICHA CCKPCLIHA OT AKLECOPIIHTE MOJIOBH JUIS3H H
HaMaJiBaHe Ha MHIEKCUTE Ha QepTuTuTeTa (0 NpUYMHA Ha (apMaKOIOIMUHUA €DEKT Ha
aytactepua). KnMHUUHATA pelIeBaHTHOCT HA TE€3H HAXOIKHM HE € H3BECTHA.

KakTo u npu apyri uHXUOUTOpH Ha 5-ayida pemyKTa3aTa pU NPHIOKEHHE Ha TyTaCTepH MO BpeMe
Ha recTalMaTa e HabmoaraHo eMUHUIMPAHE HA MRKKH (heTyc MPH MITBX0BE U 3. Jlyractepu/t
Ce YCTAHOBSIBA B KPbBTa Ha )KEHCKH ITXOBE Clie]l YH(PTOCBAHE C MBXKH, TPETUPAHU C TyTaCTEpHI.
KoraTo nyTacTepun € Npuiarad Ha NpuMaTy [0 BpeMe Ha recTauuaTa He € Hab/onasaqa
deMuHM3ALMS HA MBXKKH (eTyC NPH KPbBHA €KCTIO3HLKS, PCBUILIABALIA B JOCTATHYHA CTENeH
€KCIIO3HLMATA, KOATO 6H HACTBIMA YPE3 YOBEIWKA CriepmMa. Masiko BEpOSITHO € MbXKH QeTyC na Obaie
TNOBJIMSAH HETAaTHBHO CJIel NpeaBaHe Ha TyTacTepy] Upe3 CrepMara.

Tamcynozun
Tlpoyuranus Ha 06LIaTa TOKCHYHOCT U T€éHOTOKCHYHOCTTA HE MOKA3BAT HUKAKbB ONpPEAE/ICH PUCK 3a
Xxopara, pa3/iiyeH OT CBbp3aHUTe C (HapMaKOJIOTMYHHUTE CBOMCTBA HA TAMCYJIO3HH.

B npoy4BaHus 32 KAHLEPOTEHHOCT NPH IUTbXOBE H MULIKH, TAMCYJIO3HHOB XUPOXJIOPUJL BOIH 10
NOBHUIIABAHE HA YECTOTATa HA MpOoaudepaTHBHH MPOMEHU Ha MJICUHATA MJIE3A MPH KECHCKUTE
HMBOTHH. Ta3u HaxO/IKa, KOATO Haif-BEpOSTHO C& MEAHHPA OT XMIIEPNPOTAKTHHEMHATA U €
HabIroaaBaHa camMo MpH MPUIOKEHHE Ha BUCOKH 103H, C€ MPUEMa 3a KITIMHUYHO He3HaUYMMa.
BHcokHTe 1034 TAMCYJI03UHOB XHMAPOXJIOPH/L BOAAT 40 0OpaTHMO HaMallsBaHe Ha (epTuieTeTa npu
MBXKH [UTBXOBE, KOETO BEPOATHO CE ABJKH HA IPOMEHH B ChABPIKAHHETO HA CriepMara Hiu
HapyLIaBaHe Ha eskynanusTa. Edexrure Ha TaMCyIO3UH BBpXY 6posi Ha CIiepMaTO30MINTE WK
(dyHKUHMATA Ha CTIepMaTa He Ca OLCHSIBaHH.

[TpUIOKEHHETO HA TAMCYJIO3WH XHAPOXJIOPUJL IPH GPEMEHHH JKEHCKH ILTbXOBE U 3QHLIM B 11032,
No-BHCOKA OT TepaneBTHYHATA, HE NOKA3Ba AaHHH 3a (eTalHO YBPEXAaHe.

6. @APMAIEBTUYHHU JAHHHA

6.1 Cnucnk HAa IOMOIIHHTE BelleCTBA

CwOvporcanue Ha Oymacmepuo mexa Kancynd
NPONUAEHIJINKOIOB MOHOKANpHIIaT
oytunxuapoxcuronyex (E321)

JKeJlaTHH

rauuepon




THTaHoB nuokcua (E171)
TPUFNTMLEPHUAU, CPEIHOBEPHAKHU
JIEUMTHH (MOXe [a ChIbpiKa COEBO MacJIo)

CvOvpoicanue Ha mamcyno3uH neiemu:

CBIIOJIMMEP Ha METaKpUIJIOBa KuceauHa u etunakpunar (1:1), 30-npouenTtHa aucnepcus

LenyJ03a, MUKpPOKPHUCTAHA

nubyTuncebakar

nonucopdar 80

CHITHLIMEB AMOKCHI, KOJIOuAeH 6e3Bo/leH

KaJILUEB CTeapaT

Ob6susxa na mevpoama kancyna.

XKenesen oxcun, uepeH (E 172), xxenesen okcua, yepeer (E 172), Turanor guokcun (E171), sxenezex
okcug, kbAT (E 172) u xxenatun

Yepro macmuno:

Hlennak, xenezen okcua, yepeH (E 172), nponuneHrmuKkos, aMoHsIK, KOHIIEHTPHPAH Pa3TBOp, KalHEB
XHUIPOKCH]

6.2 HecnBmecTHMOCTH

Henpunosxxumo.

6.3 Cpok Ha rogaoct

2 roouHu
Cpok Ha roJTHOCT cjle]] MbPBO OTBapsiHe Ha OyTtunkara: 90 qHH

6.4 CpnenuaJiHH yC/J0BHS 32 CbXpPaHeHHe

Ja ce cpxpansisa nog 30°C.

6.5 Buau chaAbpxXaHHE HA OMAKOBKATA

HDPE 6yTunka ¢ kana4ka, CbAbpaKalla CHIMKArea KaTo JeCUKaHT.
TI'onemMuH" OMAaKOBKH:

7 karcyiu, TBbpay B 35 ml OyTuika;

30 xancynu, TBspau B 100 ml O6yTunka;

90 xancynu, TBepaM B 250 ml 6yTuika

He Bcyuky BHAOBE OMaKOBKH MOTaT Ja 6’b£laT ITyCHAaTH Ha nasapa.

6.6 CHoennajaHM NpeANa3sHH MEPKH IIPH H3XBLPJsAHE H paboTa

Iyractepun ce pesopbupa npe3 koxara, MOpaau KoeTo Tpsa6Ba na ce u3dsrsa KOHTAKT C KarcCyJid ¢
HapylieHa UI0CT. B cnyyail Ha KOHTAKT ¢ TaKKMBa Karcy/M 30HaTa Ha KOHTAKT TpsOBa BeHara Jia ce
HU3MHE CbC CamyH u Boza (BwxkTe Touka 4.4).

7. TIPUTEXATEJI HA PASPEIIIEHHUETO 3A YIIOTPEBA ."\_: 1
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