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AaTTRIHATERHA ATEHLA IO IEKAPCTBATA

Kpamka xapaKmepucmisike Hé npogysma - lpusoxeHue 1

:KPATKA XAP QKTEPHCTIIR a mm ﬂm .......................................................
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R e e et oassoasiotssaias

Tamerepua 0,5 mg/0,4 mg Kancynu, TBbpAM
Tamsterid 0,5 mg/0,4 mg capsules, hard
2. KAYECTBEH 4 KOJIMMECTBEH ChCTAB

Beska tespaa kancyna ceabpxa 0,5 mg nyracrepun (dutasteride) n 0,4 mg TaMcyno3HHOB
xunpoxnopua (famsulosin hydrochloride) (exsusanenren na 0,367 mg TamMcynio3un).

IloMO1HO BeLEeCTBO ¢ HIBECTHO JEHCTRHE:
Bceska kancyna ChALpKa AN OT NELMTHH (KOWTO MOXKeE 13 ChABPKA COEBO MAcJio).

3a MBENHHA CNMCBK HA NOMOIIHHTE BELECTRA BHXKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
Kancyna, Tespaa

Tamcrepua kancy/u ¢a NpOABIrOBATH, TEBPIAH KANCYIIH ¢ KaQABO TANO H 5€XOBO Kanaye ¢ HaAIHe
C001, oTneyaTan ¢ YEpHO MACTHIO.

Beaka TBBPAA KaTICYNa CBAbPKA €IHA MEKa XEJIaTHHORA Kancyna gJyTacTepu H NeacTH ¢ H3IMEHCHO
ocBoOOKIARAHE C TaMCYJI03HHOB XHAPOXNOpHI,

4. KIHMHHAYHHA JAHHH
4.1 TepanesTHYHH NOKAZAHUS

JleueHue Ha YMEPCHO TEXKKA N0 TEXKKa CHMITTOMATHKA Ha ,[[06[)0](3.‘]80’[‘36]-18 IPOCTATHA XHNEPNNA3IHA

(AIX).

Hamanspase Ha prCKa OT OCTpO 3aabpiKaHe Ha ypusata (O3Y) u xupypriyecka Hameca npH
[AIMCHTH C YMEPEHO TEXKKA A0 TeXKa cHMnTomaTnka Ha JIT1X.

3a nudpopmauma 3a eeKTHTE OT TEHEHHETO H PAZTHUHHTE [PYTIH NAUMEHTH, NPOYYECHH B KIIHHHYHHTE
H3NHTBAHHA, MOJIA BHXTE Touka 5.1.

4.2 /[lo3apoBKa H HAYHH HA NPHJIOKEHHe

ﬂOSH POBKa

Bwspacmnu (6xmouumento nayuenmu 6 Cmapueckd 8u3pacm).;
Ilpenopruanara no3a AyTacTEpHO/TaMCYAO3HH € exda kancyna (0,5 mg/0,4 mg) se

K'h,ue'm € YMCCTHO, ,ﬂyTaCTelel/T&Mcy.fl()SHH MOXE Na C& H3MOoN3Ba 3a 3aMCECTB
NPHIOKEHHE HA JYTAaCTEPHA # TAMCYJIO3HHOB XHAPOXTOPHA NPH CHLIECTBYB
JICK&pCTBEHH ITPOAYKTa € Lien YJICCHARAHC Ha JICYCHHETO.

HME HA JIEKAPCTBEHUS TPOAYKT / 05. 0. um



Kvbaeto e knHHHYHO yMecTHO, MOxke fa Obae 06ChKIaHa [IpAKa NPOMAHA OT MOHOTEpanus ¢
AYTACTEPH HIIH TAMCYI03HHOB XHAPOXJIOPH KBM TyTacTePHY/ TAMCYTIO3MH.

Yepexcoane na 6vpewnama ynxyun

Bausnuero na yepeneHata 6u6peuHa dyHKUMA BEPXY GapMAKOKHHETHKATA Ha
AyTacTePHA/TaMCYA03HH He ¢ npoy4saHo. He ce ouaxsa HeoGxoquMOCT OT NPOMAHA HA 1034Ta NPH
nauKeHTH ¢ 6B6peuHo yepexnane {(Bx. TOUKK 4.4. W 5.2).

Yepeoicoane na veprodpobrama yruxyun

BawusiHHeTo Ha yBpeneHata yepHOapoOHa dyHKIMA BBPXY GapMaKOKHHETHKATA HA
AYTACTEPHI/TAMCYJIO3HH HE ¢ MPOYUBAHO, 3aTOBa N1eKapCcTBOTO TpAGBA Ja ce MpEiara BHHMAaTETHO
NpH NALHEHTH ¢ IEKO 0 YMEPEHO TeXKO YepHoApobHO yBpeskaaHe (BIXKTe Touka 4.4 H Touka 5.2).
Ynotpebara Ha DyTacTepHA/TaMCYI03HH NPH MALMEHTH ¢ TEXKKO 4EPHOAPOOHO yBpENKAaHE e
NpOTHBONOKAazaHa (B3K. Touka 4.3).

Ieduampuuna nonyrayun

HyracTepun/TaMCyno3HH € NPOTHBONOKA3aH NPH NEAHATPHYHATA HOMyJIaLus (Ha Be3pact noa 18
rogHHu} (B, Touka 4.3).

Hauuu Ha npuioxkeHue
3a nepopaiHO NPHIOKEHHE.

Ha naumenTute Tpabea aa ce nanar yxaiaHms Aa NOrIBLIAT KANCYJIHTE LENH, OKONIO 30 MUHYTH cliefl
€HO H CBILO XpaHEHe 3a AeHsA BCekH aeH. Kancynwre Tpabea aa ce mornbiar ueny, 6e3 na ce absyat
WK OTBApAT. KOHTAaKTBT CBC ChABPXKAHHETO HA KANCYJaTa ¢ AyTacTepHI, KOATO ¢ ChIABPHKA B
KAncyJara ¢ TBbpa o0BHBKa, MOXE Nia NPeH3BHKA pasHeHe Ha opoapHHIeanHaTa JHTaBHLA.

4.3 IIpoTHBONOKA3ARHA

AyTracTepn/TaMcyno3uH e NpOTHBONOKA3aH 34 NPHIIOXKEHHE MIPH:

- JKCHH, ella ¥ FOHOLLH (BK. TouKa 4.6 );

- NALMEHTH CBC CBPBXYYBCTBHTEIHOCT KbM QYTACTEPH/, KbM Apyrd HHXHOHTOPH Ha S-anda
peAyKra3zata, KbM TaMCY03HH (BKTIOUHTENIHO TAMCYNO3HH-HHAYLIMPaH aHrHoeeM), co4,
GBCTBIH WK KBM HAKOE OT APYTHTE MOMOILHH BEWECTsa, u3BpoeH B Touka 6.1;

- NalMEHTH C aHAMHE3a 34 OPTOCTATHYHA XHIOTOHMS,

- MALKEHTH ¢ TEXKKO HepHOHPOOHO yBpexknane.

44  Coensajsu npexynpe:XAcHHS H NpeNnazHH MEPKR opr ynorpeba

KomGuH#ipasa Tepanus TpaGBa Aa ce NPeANKMCBa cile] BHUMATENHA OUEHKA HA ChOTHOLICHHETO
N0/13a-pHCK, NOPaH NOTEHUHMAITHO MOBHINEH PHCK OT HEXeNaHH peaklHH (BKIIOUHTENIHO ChpAeYHa
HEAOCTATHYHOCT) M CiieA OOMHCIAHE Ha ANTePHATHBHHTE TEPANEBTHYHH Bb3MOXKHOCTH,
BK/IIOUHTETHO MOHOTEPAITMH.

ChbpaeuHO-ChIOBH HEXENaHH chOUTHA

B 8¢ 4-roaMuinn KNHHHYHH NPOYYBAHHS, YECTOTATA HA CHPAEYHATA HEAOCTATBYHOCT (KOMOHHUpaH
TEPMHH 33 I0KNAIBAHA CEOUTHA, [TABHO CHPAEYHA HEAOCTATHUHOCT ¥ KOHIECTUBHA ChpAeyHa
HEJOCTATBYHOCT) € [10-BHCOKA MPH JIHLATA, KOHTO NPHEMAT KOMOHHALIHATA OT AYTACTEPHA H
andal-anpexopenenTtopes aHTaroHHet (a1da-6nokep), raBHO TAMCYNOZHH, OTKOIKOTO cpen NHuaTa,




npocTara

[Ipeasu 3anoupane Ha neyeHHe ¢ MyTacTePHA/TAMCYII031H, Ha MauueHTa TpaOBa na ce HanpapH
PEKTAIHO TyIUIHPAHE HA MPOCTATaTa, KAKTO H APYTH W3CJeBaHud 32 AHArHOCTHKA Ha NPOCTATeH
KapUHMHOM MJIH APYTH 3a00NABAMMA, KOMTO MOKE I3 IPHUMHAT ChLUKMTE cCUMITOMM KaTo JITTX.
JIMrHTanHo PeKTanHO H3CNEABAHE H, KOTaTo € HeoOXoauMOo, ofpeiensaHe Ha IPOCTATHO-
cneurdrutus antnred (PSA), TpaGea Aa ce H3BLPLIBA NpeM 3aN0YBaHE HA JIEYSHHETO U
MEePHOAUYHO CIEA TOBA.

CepymHaTa KOHIEHTpaLHA Ha NpocTaTHO-crielHdryunms antareH (PSA) e BaskeH KOMIIOHEHT 32
YCTRHOBABAHETO HA KAPUMHOM Ha npocrarata. Ciies 6-MeceuHo nedeHue, AyTacTepHL/ TaMCy/I03HH
BOAH A0 HAMAIABAHE HA CPeJHHTE CepyMHH HHBa Ha PSA ¢ npubausurento 50%.

Tlpy DAMEHTHTE, NPHEMAIH TyTacTePH/TAMCYNI03ME, TpAOBA 1a Ce YCTAHOBH HOBA, H3xoana PSA
CTOHHOCT clteq 6 Mecelia neveHue ¢ AyTacTepna/Tamcyiosud. [lpenoptyea ce peoBHO
npocneasBaHe Ha CToiiHocTUTe Ha PSA cneq ToBa. Beako NoTBLpAeHO MOBHILABAHE OT HAH-HHCKOTO
HHBO Ha PSA ro BpeMe Ha JleueHHeTo ¢ JyTaCTEPHI/TAMCYITO3HH MOsKe Aa € Oener 3a nanuune Ha
KapLHHOM Ha npocTara (0co0€HO BHCOKOCTENEHEH KAPLMHOM} WM 33 HEMOBIHABAHE OT JICYEHHETO C
AYTacTepuzyTAMCYJI031H, H TPSOBa 1 CE OLIEHABA BHUMATEIIHO, AOPH B CITydal ue TAKHBA CTOHHOCTH
ca BCE OLUE B PAMKHTE Ha HOPMAIHHTE CTOHHOCTH 3a MBKE, HEPHEMALIH 5a-peAyKTazeH HHXHOHTOp
(Ba#k. Touka 5.1). FlpH HHTEpnpeTpaneTo Ha cTORHOCTTA Ha PSA 3a naumeHT, KoiiTo npuema
AYTacTepua, 3a cpaBHeHHe TPAOBA Na ¢¢ NOTHPCAT MpeJHIIHE CTOMHOCTH Ha PSA.

JleyeHHeTO ¢ AYTACTEPHI/TAMCYIO3HH HE NPEYH Ha H3MOI3BaHeTO Ha PSA KaTo NOMOIIHO CPEACTEO B
AMArHOCTHKATA Ha KapUMHOMa HA MPOCTATATA CJIE] YCTAHOBABAHETO HA HOBA H3XOAHA CTOHHOCT (BXK.
Touka 5.1).

Cepymuute HuBa Ha obuius PSA ce BpwInaT KM M3XonHMTE CTOHHOCTH A0 6 Mecena ciel
NpeyCTAHOBABAHE Ha jieueHHeTO. ChoTHOIeHHETO MeXKAy ¢Bo0OOAHNA W obmms PSA ocrasa
NOCTOSHHO, JJOPH NOJ, BIHAHHE Ha TyTaCTePHA/TAMCYNO3HH. AKo NekapaT u3bepe fa H3mon3sa
oTHOCHTeNHHA Aan (%) Ha cBOGOZHHA PSA kaTO MOMOIHO CPeCTBO 33 YCTAHOBABAHE HA KAPLIMHOM

Ha NPOCTATATa NPH MBKE, IEKYBAHH © TyTaCTEPHYTAMCYJIO3HH, HEMA 13 ¢ HeoOXoaHMa KopeKIMsA Ha
CTOHHOCTTa My.

KaplLMHOM Ha 0pocTaTaTa M BHCOKOCTENEHHH TYMODH

Eano 4-roguiiHo, My/ITHUEHTPOBO, PaHIOMH3MPAHO, BOMHO-CIIAN0, Miauefo- KOHTPOJIMpaHO
KJIMHHYHO npoy4sane (npoyusaneto REDUCE) npocnenssa edekra Ha gyracrepus 0,5 mg aueBrAO
NpH MALHEHTH ¢ BHCOK PHCK OT KaPILMHOM Ha MpoctaTara (BIJIIOUeHH ¢a Mbke 0T 50 5o 75 roguiiHa
BB3pacT ¢ PSA nuea o1 2,5 1o 10 ng/ml 1 neratupna GHONCHA Ha NpoOCTATaTA OT NPEAXOAHMTE 6
mecella), CpaBHed ¢ mnauebo. Pesynrature ot ToBa NpoyuBale MOKA3BAT NO-BUCOKA YECTOTA Ha
Gleason 8-10 xapuuHomMH Ha npocTaTaTa NPy MbKe, JIEKyBauH ¢ ayracrepua (n=29, 0,9%) 8
cpaBHetie ¢ iauebo (n=19, 0,6%). Bpe3kara Mexay AyTaCTEPHA M BHCOKOCTENIEHHHA KAPLMHOM Ha
npocTaTara He € AcHa. MbskeTe, npHeMalili AyTacTEpH/ TaMCYI03HH, TpOBa Aa 6BAaT oLleHABaHH
PENOBHO 33 PHCK OT NMPOCTATEH KAPLWHOM, BKTIOYHTEIHO H3acaeqBaHe Ha PSA (Bx. Touka 5.1).

br6pe4Ho yBpexaaHe

JleueHHETO Ha MALMEHTH C TEXKO YBpEKAaHe Ha 6nOpeunara GyHKUNA (KPEATHHHHOB KINHPBHC NOJ,
10 ml/min) Tpa6Ba fa ce OCHIECTBABA C MOBHILEHO BHHMAHUE, TH KaTO MPH Ta3d rpyna NauueHTH
HE Ca MPOBEXK/A2HK KIIMHHYHM H3NTHTBAHHA.

Xunorouns
Oprocratiuna: Ilono6Ho Ha ocTananuTe andal-aapeHopeLenTOpHH AaHTATOHHCTH,
TIEYEHHETO € TAMCYJIO3MH MOXe Aa ce HabIoaaera NOHHKABAHE HA KPBHBHOTO HAJIg
Ao cuHkon. [laupeHTHTe, KOHTO 3aNOUBAT JIEYEHHE C AYTACTEPHA/TAMCYIIOZHH
npeaynpeeHH Aa CEHAT WM JIErHaT NPH N0ABA HA IbPBHTE CHMOTOMH Ha O
(3amaiiBane, cmabocT) A0 OTIMYMABAHETO HM.




3a pa ce cBene N0 MHHHMYM BB3MOMKHOCTTA 32 Pa3BHTHE Ha IOCTYPAIHA XHNOTOHHA, NAUHEHTHT
TpabBa 1a 6bae xeMonMHaMH4YHO cTaGHiIeH Ha andal-aapeHopeLenTopeH aHTarOHUCT NPeaH
3ano4sane ynorpedara va PDES unxuburopu.

CumniroMaTayna: [Ipenopbuea ce MOBHILEHO BHHMAHHE, KOTaTO Alha-aApeHepriuly aHTaroHUCTH,
KATO TAMCYJIO3HH, Ce npuiarat eAHoBpeMeHHO ¢ PDES uaxubutopu (HanpuMep cunzeHadmn,
Tapanadun, BapaeHad), Toil KaTO H BA KAACA NEKAPCTBA NOTEHUHATHO MOXKE 18 IPHIHHAT
CHMITOMATHYHA XMNOTOHKS (B3K. TOYKA 4.5).

CHHIPOM Ha HHTPAONEPATUBHO ATOHHYHHA HPHC

Ilpu HAKOM N2UKMEHTH, KOMTO CE NEKYBAT NOHACTOAIUCM WK ca CHRK NeKyBaHK NPeaM C TAMCYJIO3uH,
MO BPEME Ha OMNepalMs Ha KaTapaxkTa € HabnoaaBaH CHHAPOMBT HA HHTPAONEPATHBHO AaTOHHYHHA
upuc (Intraoperative Floppy Iris Syndrome - IFIS, sapuanT Ha cHHApOMa Ha TAcHaTa 3eHuua). [FIS
MOJKE A MOBHUTH YECTOTATA HA YCJIOXKHEHHATA 110 Bpeme HA onepauuaTa. Ilopanu Tasy npyYHHA He
ce MperiopbUBa 3aNoYBaHe Ha NeYeHHE ¢ NyTacTePHA/TAMCYNIO3HH NIPH MALHEHTH ¢ HACpOYeHa
onepaLys Ha KaTapakTa.

[fo Bpeme Ha mpexoNIEpaTHBHATA OLISHKA XHPYP3HUTE, H3BBPLIBALIH ONEPALHH Ha KATAPAKTa, U
€XMNUTE OQTAIMOO3M TPSAOBA 1a BIEMAT NPEIARH] JAIH NAlHEHTHTE TIPHEMAT WM €4 NIPHEMAIIH

AYTAcTEPHA/TAMCYIIO3HH, 3a a ce OCHTYPAT MOAXOAAUIN MEPKH 3a oBnagseane Ha IFIS no speme Ha
OlepaLHATA.

CHPIpaHCTO Ha rpAeEMa Ha TAMCYJIO3HH 1-2 ceamunm npedH cnepalHATa Ha KaTapakTa ¢¢ CMATa 33
TOJC3HO, HO pCATHATA IOJI3a H MPOAR/LKHTEIIHOCTTA Ha NIeEpHOoJa OT BpEME, 3a KoiiTo JIEKApPCTBOTO
Tp}lGBa Aa ce cnpe npeqy onepalnHaTa Ha KaTapakra, BCce Olle He ¢a YCTAHOBEHH.

Kancyni ¢ HapyuieHa usanoct
Hyracrepua ce pesopbupa npe3 xoxara, Mopaau KOeTo XKeHUTE, JeLaTa i IoHoIIMTe TpabBa Ja

M30ArBaT KOHTAKT € KarncyJii ¢ HapylIeHa LsiocT (Bx. Touka 4.6). Ako ToBa ce cIyud, obacTra Ha
KOHTAKT TpﬂGBa HezabasHO Aa C€ H3MHE C BOJA M CanyH,

Huxuburopu Ha CYP3A4 u CYP2D6

ExnoBpeMEHHOTO NpHIOKEHHE HA TAMCYIO3HHOB XHAPOX/IOPK] ¢ MOLIHH HHXHOuTOpH Ha CYP3A4
(HampuMep KETOKOHA301) HIH B NO-MAKA CTeneH ¢ Mowuu uuxubuTopu Ha CYP2D6 (Hanpumep
MapoKCETHH), MOKE 1A TIOBHIIH XCTIO3HLMATA HA TAMCYJIO3HH (BX. Touka 4.5). CliesoBaTesHo
TaMCYJIO3HHOB XHAPOXJIOPH HE Ce MPENophyBa Npy nalueHTH, npueMaly momes CYP3A4
HHXHOUTOP H TPAGBA Na Ce W3MONI3BA BHUMATENHO NPH NauueHTH, npueMamy ymepen CYP3A4
MHXHOUTOP, MolleH K yMepeH CYP2D6 unuxuburop, komGunauusa ot CYP3A4 u CYP2D6
HHXMOWTODH, HIH TIPH NALMEHTH, 33 KOHTO € YCTAHOBEHO, Ye ca HasHu metabonusaropu va CYP2D6,

YepuoapoGHo yBpexkaane

HyTacTepua/TaMCyIO3HR He € NPOYy4BaH [PH MALHEHTH ¢ YepHoApoGHO 3abonaBate.
Hyractepun/Tamcyno3us TpaGea aa ce NpHiara BHHMATENHO NPH NANKEHTH C JIEKO 110 YMEPEHO
TEXKKO YEpHOAPOOHO yBpexaaHe (BkK. Touka 4.2, Touka 4.3 v Touxa 5.2).

KapuWHOM Ha repaata

Kapiynom Ha repaara e JoKnagsaH MPH MB#eE, MPHEMALH AYTACTEPH B KIIMHHYHK NPOYYBAHHA H
MO BpeMe Ha MOCTMAPKETHHIOBAA NepHo. Bunpeku Tosa, enuaeMHONOTHYHHTE NMPOYUBAHHS HE
TIOKA3BaT NMOBHLUEH PHCK OT PA3BHTHE HA PAK H2 bPAATA NPH MEBKE, MPHEMAILH S-anQ)a-penylcTasHH

TToMoillHH BELIECTRA
To3u nexapcTBeH NPOAYKT ChABPKA JELITHH (MOXKE Ja ChABLPIKA COEBO MACIO).




KbM (BCTBLUH HITH COSL, HE H3MON3BAITE TO3H MPOIYKT.
4.5 B3zaumonelcTBHe ¢ APYTH JIEKapCTBEHH NPOAYKTH H APYrH GopMHE HA B3anMOAeHcTBHE

He ca nposexnanu npoysatus 3a NeKapCTBEHHTE B3aMMOACSHCTBHS HA yTacTEPH/TaMCY/IO3HH.
I[Nocouenara no-aony HHbOpMaLKA OTPa3aBa HATHYHKTE JAHHH 33 OTASIHHTE CHCTABKH.

Hyractepun

3a uHdopMaLH OTHOCHO HOHMKABAHETO HA CTOMHOCTHTE Ha cepymuus PSA no Bpeme Ha sicucHue ¢

AYTACTCPHA, KAKTO H 32 HACOKM 32 YCTAHOBABAHE HAa KapUWHOM Ha MpOCTATATa, MONIA BHAKTE TOYKA
4.4,

Ehexmu na opyeu rexapcmesa evpxy hapmaxoxunemuxama va dymacmepuo

HyTacTepHn ce eMTHMHHHpa rAIaBHO upe3 MeTabonH3HpaHe. [ vitro NpoOyIBAHAATA NIOKA3BAT, Y€ TOBA
metabonnzupane ce karanusupa or CYP3A4 u CYP3AS. He ca nposexaaHi HacoueHH NPOyuBAHNA
33 B3aHMOJEHCTBHS C MOIHH HHXHOUTOpH Ha CYP3A4. Brnpexy ToBa, IIPH NOMYIALHOHHO
(papMaKOKHHETHYHO NPOYYRAHE KOHLEHTPALHHTE HA CEPYMHUA AyTaCTEPH/ ca GHITH CHOTBETHO
cpeano ot 1,6 0o 1,8 bTH NO-BHCOKM NMPH MaThK GpoH MALHEHTH, IPA KOHTO ChbBMECTHO C
AyTacTepH/l Ca NPHIAraHH BepanaMil Wi JH1THa3eM (yMepenn uaxubuTopn Ha CYP3A4
MHXMOHTOPH HA P- rMKONPOTEHH), B CPABHEHHE C OCTAHANHTE (IAUMEHTH.

[IpoAbukHTEIHAAT NpHEM HA KOMOHHALMATA JYTACTEPH C JISKAPCTBA, KOHTO Ca MOLIHH
uHxHOHTOpYU Ha eH3uma CYP3A4 (Hanp. pUTOHABHp, MHAHHABHD, He(as0XOH, HTPAKOHA3ON,
KETOKOHA3071, IPHICKEHH NEPOPANHO), MOKE Ja MOBHLIK CEPYMHHTE KOHLEHTPALMH Ha Ay TaCTEPHIL,
BepoarnocTra 3a nonwiHuTenH0 HEXHOKMpaHe Ha S-anda peaykTa3ara npH ROBHUICHA €KCO3HLMA Ha
OyTacTepu]l ¢ Malka. Ako 00a4e ce YCTAHOBAT HEXENIaHH IEKAPCTBEHH PEaKLHH, MOE /1a c¢ 00CHIH
HamanABaHe Ha YECTOTATA HA MPHEMa Ha NyTACTEPHIL.

Tpabea ma ce orGenexwu, 4e B ciay4ail HA EH3IUMHO UHXMOHPAHE, TB/ITOTO BPEME HA TOMYKHBOT MOXKe
J1a e YABJIKH NOMLIHUTENHO H JOCTHIAHETO HA HOBO PABHOBECHO CLCTOAHHE MO3Ke Aa CE [OCTHTHE
Cle/l IoBede OT 6 Mecela ChNFTCTBALLO JISYEHHE.

[lpunoxennero Ha 12 g x0neCTHPAMHH eMH Yac cnel MPHEM Ha eJHOKPATHA 4034 OT 5 mg
OYTACTEPHA HE € MOBIHWIO PapMAaKOKMHETHKATA HA JyTAaCTEPHA.

Egpexmu na oymacmepud evpxy gapmaxoxumnemuxama sa Opyau rexapcmea

B xnHHH4HO npoyuBaHe ¢ Manbk 6poil yuacTHHUM (N=24) B IPOABIKSHAE HA JIBE CEOMHUH NPH
34paBH MBke, AyTacTepua (0,5 mg AHEBHO) He € OKa3an e(eKT BhpXY (papMaKOKHHETHKATA HA
TAMCYNI03HH WK Tepa3o3ud. Chllo Taka, B TOBA MPOYYBAHE HE € YCTaHOBEHO (hapMaKoJHHAMHYHO
B3aHMoIcHCTBHE.

Hyractepua He noeusBa GapMaKOKHHETHKATA Ha BapdapiH und aurokckH. Toea nokasea, ye
OyTacTepHy He HHxHOHpa/uHayuupa CYP2C9 unn TpaHcnopTHata Monekyna P-riiukonpoTenH. Jn
Vifro Npoy4BaHHATA 33 B3aMMOJCHCTBHA MOKA3BAT, Ye AyTACTEPH He uHXHOHpa ensum CYPIA2,
CYP2D6, CYP2C9, CYP2C19 wm CYP3A4.

Tameynosnn
HeobxonuMo € BHUMaHHe NpH ChBMECTHOTO NPUAOKEHHE HA TAMCYIO3HH ¢ JICKAPCTBA, KOHTO MOCAT

712 NOHHKAT KPBBHOTO HanAraHe (kato aHecTeTHUH, PDES MHXHGHTOPH KU ApYrH
amndal - anpenopelenTOpHU aHTaroHKeTH). JyTacTepua/TaMcyJio3rH He TPAOBa Aa ce mpHiara B
koMOuHaLMa ¢ ApyrH andal-aapeHopeuenTOPHH AHTATOHHCTH.

ExHOBpeMeHHOTO NPHIOKEHKE HA TAMCY/I03WHOB XHAPOXJIOPH] CbC CHIHH HHXH
MOXe 12 I0BE/E N0 NOBHLIABAHE HA EKCTIO3MLIMATA Ha TAMCYJIO3HHOB XHAPOXJ]
EnxoBpeMeHHOTO NpuiiokeHHe ¢ KeTokoHason (MoueH CYP3A4 uaxuGuTop)
Ha Cmax u AUC Ha TaMCy/103UHOB XHAPOXJTOPHA ¢ KOe(hHULIHEHT CHOTBETHO 2,



Tamcyno3sunoB xuapoxnopHa He Tpadea fa Gbae npunaran B KOMOHHALMA ¢ MOIIHH HHXHOHTODH Ha
CYP3A4 npu naimeHTH cue cnal metaborusupai CYP2D6 diedorun.

TamcynosuHoB XHAPOxIOpHA TpaGBa Aa Gbie H3NON3BaH BHHMATENHO MPH KOMOHHALMA ¢ MOLHH JI0
ymepenu HHxubutopn Ha CYP3A4. EqnoBpeMeHHOTO NPUAOKEHHE Ha TAMCYTO3HHOB XHIPOXAOPH
H napokceTHH (MoweH CYP2D6 nuxuGurop) soau ao nosHuasaHe Ha Cmax u AUC Ha
TAMCYN03HHOB XHAPOXJIOPHA C KOShHUHEHT ChOTBeTHO 1,3 H 1,6, HO Te3H MOBHIUEHHS HE C& CUHTAT
33 KINHWIHO 3HaunMi. [TonoOno nopMmasane Ha ekcno3HUHATA ce ouakea Opx CYP2D6 6aBHK
meTaoIH3aTOPH, CpaBHEHH ¢ OLP3H MeTabOMH3ATOPH PH EAHOBPEMEHHO NPUIOKEHHE C MOLIECH
CYP3A4 nrxuburop. Edexthre oT ennospemenno npuwioskerde sa CYP3A4 u CYP2D6
HHXHOMTOPH C TAMCYNIO3HHOB XHAPOXJIOPHA HE Ca OLIEHABAHH KITHHHYHO, 06aye € HaTHLE MOTEHIHAN
33 3HAYMTENTHO [IOBUIIABAHE HA EKCTIO3NLIMATA HA TAMCYJIO3HH (BK. Touka 4.4).

ChObTCTBAMOTO NPHIIOKEHUE Ra Tamcyio3uHoB xuapoxiopua (0,4 mg) n naMeTHanH (400 mg Ha
BCEKH LLUECT Haca 3a 1iecT AHK) BOMIH 10 NOHIDKABaHe Ha kiMpbHea (26%) n Ao nosumasane Ha AUC
(44%) Ha TamcynosnHoB xHapoxnopua. Heo0xoauMo e noBHILEHO BHHMAaHHE, KOTaTo
OYTacTepPHI/TAMCYTO3HH CE TIPHJIAra B KOMOHHALIMA C HMETHIHH.

He e nposexnaHo cneuubpuyHO HIMHTBAHE Ha IEKAPCTBEHUTE B3AHMOCHCTBHA IPH CHBMECTHOTO
NPUICKEHHE HA TAMCYJI03WHOB XHAPOXIIOpHI, H Bapdapun. Pe3ynTaTuTe OT OrpaHMYCHH i Vilro W in
Vivo Npoy'iBaBus He JaBatr ACHH 3akmo4enus. Jnknodenak u Bapdapun, odade, MOraT Ja MOBHINAT
CKOPOCTTA Ha CAMMHHMpAHE Ha Tamcyno3uH. EnnospemMeHHOTO npuiokeHue Ha BaphapuH H
TaMCY/TO3HHOB XHAPOXJIOPHI TPAOBA Ja € C NOBHILEHO BHUMAHHE.

He ca nabmionasanu B3aumoneiicTBHs Npu NPHIOKEHHE HA TAMCYJIO3WHOB XHAPOXJIOPHA CHBMECTHO
¢ aTeHonoN, eHananpwi, HHpeaunHuR wix TeodnmH. CrnbTCTBAIIO RpHIarad GypOCeMnI BOAH 10
CNajl B NIa3MEHHTE HHBA HA TAMCYJIO3HH, HO Thif KATO HHBATA OCTARaT B IPAHHLIHTE Ha
TEPANCBTHYHHTE HE € Heoﬁxonuma KOPEKLHA Ha NO3NPOBKATA.

In vitro ceobonHara (pakiuHs Ha TAMCYJIO3HH B YOBELIKA NJ1A3Ma He Ce IPOMEHA HHTO OT AHA3ETIaM,
HHTO OT [PONPaHOJI0/, TPHXIIOPMETHA3HA, XIOPMaMHOH, AMHTPHITTIINH, THKTO(EHAK,
ranberKnaMiA, CHMBACTATHH WIH BapgapHH. TaMcyJI03HH ChLIO He NpoMeHa CBOGOAHHTE (paKLHK
Ha IHa3enaM, [PONpaHONoN, TPHXIOPMETHA3HA U XTOPMaaHHOH.

4.6 ®Pepraanrer, GPeMEHHOCT H KbpMEHe

YrnotpebaTa Ha AyTacTepHil/TaMCYI031WH OPH *KEHH € NpoTHBONoKasaHa. He ca nposexaand
MpOY4BaHKA 32 YCTAHOBABAHE Ha edexTa HA AyTacTEpH/TAMCYNO3HH BEPXY OpeMEHHOCTTA,
KbpMeHeTO H eprintera. JaneHara mo-aony HHbOpMaupA OTpa3aBa HANHYHATA HHGOpMailka 3a
OTJETIHUTE CHCTAaBKH (BXK. TOUYKa 5.3).

bpemennocT
Kakto 1 octaHanure HHXHOHTOPH Ha S-anda peaykTazara, AyTacTepHA HHXHOHpPa NPEBPBILAHETO Ha
TECTOCTEPOHA B AHXHAPOTECTOCTEPOH U aKO € NMPHIOKEH HA XXeHa, OpeMeHHa ¢ MBKKH deTyc,
AYTacTepHA MOXE A NMOTUCHE Pa3BHTUETO Ha BLEIIHKTE NIOJIOBH OpraHu Ha deryca (Bx. Touka 4.4).
B cnepmara Ha nMLa, npHeMantH AyTacTepHA, CE YCTAHOBARAT MAJIKH KOJTHYECTBA AyTacTepHi. He e
W3BECTHO AANK MBXKKH heTyC e Obae NOBNHAH HETATHBHO, aKO MaiikaTa MMa KOHTAKT ChC cliepMara
Ha NALKMENT, JIEKYBaH ¢ XyTacTepHa (DHCKBT 3a TAKOBa YBpEXKAaHE € Hali-ronaM npes mepeuTe 16
CEeIMHLIH OT OPEMEHHOCTTA).

[MonobHo Ha BcHukH MHXMOMTOPH Ha S-anda peaykrasara, KOTaTo MAPTHBOPKATA
GpeMeHHa HITH € Bb3MOKHO Na 3abpeMeHee, Ce NpenopbuBa A4 Ce H3NO/I38a NP
MOJIOB AKT C HEJ A2 ¢€ W30EerHe KOHTAKT HAa NapTHLOPKATA ChC CAEPMAaTa Ha Na



[prnoxeHHeTo Ha TAMCY103HHOB XHAPOXIOPHA NpA OpeMeHHH 3KEHCKH ILTbXOBE W 3aiild HE €
NIOKa3a/10 JAHHH 3a YBPEKIAHE Ha ILTOAA.

3a uahOpMALHA OTHOCHO NPEJKTHHHYHHTE JaAHHH BHAKTE TOuKa 5.3.

KnpmeHe
He ¢ H3BECTHO JalK AyTACTEPH HIH TAMCYJIO3HH C€ eKCKPETHPAT B KBPMaTa NpH Xopa.

DeprHinTeT
Hma cpobiuenns, 4e nyTacTepia NORIHABA XapaKTEPUCTHKMTE Ha criepmara (Hamanseane Ha 6pos Ha
CMEepMATO30HANTE, 00eMa Ha CriepMaTa H MTOABHKHOCTTA Ha CIEPMAaTO30HIHTS) NMPH 3APABH MBXKE

(B> Touka 5.1). Bb3MOKHOCTTa 33 HAMANABAHE HA MEKKMA (PePTIITHTET He MOXKE 1a Obae
H3KJIIOYEHA.

He ca oueHsBaHH eeKTHTE Ha TAMCYJIO3HHOB XHAPOXJIOPH BHPXY Opos Ha CEpMaTO30RAMTE HIIH
($yHKIHATA HA criepMaTa.

4.7 Edexrn Bupxy cmocobHocTTa 32 II0dHpane B paboTa ¢ MAIIHEA

JlyTacTepra/TamMcyn03uH MOXE 1A MOBTHAE B JIEKa CTENEH BbPXY CMOCOBHOCTTA 32 modHpaHe 1
pabota ¢ MawuHy. Benpexu Toa, mauneHTHTe TpaGBa a2 Ghaat HHGOPMHPAHH 32 BE3MOXKHATA NOABA
Ha CHMTOMH, CEBP3aHH C OPTOCTATHYHA XHIIOTOHHA, KaTO 3aMaifBaHe, I0KATO NPHEMAT TAMCY/IO3HH.

4.8 HexenanH JeKapPCTBEHH PeaKIHH

Lyractepnn B kombHHalHA ¢ anda-610kepa TAMCYIO3HH

Hanuure ot 4-roguursoro npoyusave CombAT, cpasusrauwo ayracrepua 0,5 mg (n=1623) u
TaMcyno3nH 0,4 mg (n=1611) BeaHbXk AHEBHO CAMOCTOATENHO H B kKoMOMHalua (n=1610) moka3ssar,
e UECTOTATa 33 BCAKA HEXKEJaHa peaKiiis, OTpe/ic/icHa KATO CBEP3aHa ¢ JIEKapCTBOTO, Mpe3 IThpBara,
BTOpAaTa, TPSTATA H YETBBPTATA FOAHHA € ChOTBETHO 22%, 6%, 4% 1 2% 3a koMOHHHpaHaTa TEpAIHA
AyTacTepui/TaMcynosus, 15%, 6%, 3% u 2% 3a MoHOTepanus ¢ Ayractepua H 13%, 5%, 2% u 2% 3a
MOHOTEpANUA ¢ Tamcynosnn. [lo-sncokaTa yectoTa Ha HeXKeNaHHTE JICKAPCTBEHH PEaKuy B rpynara
Ha KoMbHHHpaHa Tepanud pe3 MHPBATA FOAMHA OT JICYEHHETO CE ABJDKH Ha M0-BHCOKATA 4ECTOTa Ha
HapyLIEHHATA HR Bh3NPOH3BOAHTETHATA CHCTEMA, MO-CIICLIHAIIHO HA HAPYLICHHA HA eAXYyTaMsiTa,
HabnionasaHy NpH Ta3H rpyna.

Cneanure, OUEHEHH OT H3CIENOBaTENA KaTO JIEKAPCTBEHO-CEbP3aHH HeXKeNlaHH peakiii ca GHIn
chobinaeanm ¢ yectoTa = 1% npe3 mbpBaTa rofMHa OT JieUeHHeTo B npoyuBaHeto CombAT.
YecroTaTa Ha Te3H HeKENAHH PEaKLWH TIPe3 YETUPHTE FOJMHH Ha JIEYSHHETO € NOKA3aHa B
ceaBaitarTa Tabnuua;

Cucremo-opraHed | Hexenaua peaxims YecToTa O BpEME Ha EPHOJA HA IEYEHHE

Kiac T'oauna 1 Ioguua 2 T'onuua 3 TlNoguna 4
KombGunanus ? (n) (n=1610) (n=1428) (n=1283) {n=1200)
Hyracrepun (n=1623) (n=1464) (n=1325) (n=1200)
Tamcynosun (n=1611) (n—=1468) {n=1281) (n=1112)

Hapymienns Ha 3amaiisane

HepBHATA CHCTEMa KomOunauusa ® 1,4% 0,1% =2 0,2%
Hyracrepun 0,7% 0,1%
Tamcynoszux 1,3% 0,4%

Copaeunn Crvpoeuna

HApYLUCHHS HeQoCmambyHocm




(komburuper: mepmun *)
Kombuuanms ? 0,2% 0,4% 0,2% 0,2%
Hyractepun <0,1% 0,1% <0,1% 0%
Tamcynosuu 0,1% <0,1% 0,4% 0,2%
Hapyweuus na Hmnomenmmocm*©
BB3NMpOH3EoauTENH | KomOHHanms ° 6,3% 1,8% 0.9% 0,4%
aTa cUCTeMa M Hyracrepun 5,1% 1,6% 0,6% 0,3%
rspaarta Tamcynosux 3.3% 1,0% 0,6% 1,1%
IIpomeneno (namaneno)
aubuoo ©
Kombunaums ? 5,3% 0,8% 0,2% 0%
Jyracrepna 3,8% 1,0% 0,2% 0%
Tamcynosun 2,5% 0,7% 0,2% <(,1%
Hapywenus na
esxyrayuama ©
KomOuHarus 9,0% 1,0% 0,5% <0,1%
Jyractepun 1,5% 0,5% 0,2% 0,3%
Tamcynozun 2,7% 0,5% 0,2% 0.3%
Hapywuenus va 2zopoama ®
KomOuHanus ® 2,1% 0.8% 0,9% 0,6%
Hyracrepua 1,7% 1,2% 0,5% 0,7%
Tameynosun 0,8% 0,4% 0,2% %
a KomGunauus = nytactepna 0,5 mg seaHbx AHEBHO WNoc TaMcyno3uH 0,4 mg BeAWEX JHEBHO.

KOMGHHHP&HHJ[T TCPMHH CHPACYHA HENOCTATHYHOCT BRITIOUBA 3acToifHa ChpaAcYHa

HEAOCTATBYHOCT, ChpASUHa HEACCTATEYHOCT, JICBOKAMEPHA HEAOCTAaThHHOCT, OCTpa ChpACYHA
HEAOCTATBHHOCT, KADAUOrNeHEH HIOK, OCTPA JIEBOKAMEPHA HEAOCTATHYHOCT, JECHOKAMCPHA

HENOCTATBIHOCT, OCTPa NECHOKAMEPHE HEAOCTATHYHOCT, KaMEPHA HEAOCTATBYHOCT,

KapAHOIYJIMOHATHA HEAOCTATBYHOCT, 3aCTOHHA KAPAHOMHONATH.

Tesu HeXeENaHH PEaKIMH B CEKCYanHaTa QyHKLUMSA Ca CBBP3aHH C ISYEHHETO C Y TACTEPH

(BKJIIO'-[HTGJIHO MOHOTEpAINHA U KOoMOMHALIMA ¢ TaMch'l03HH) R MOKE Na IePCHCTHpAT ClIEd

NpeycTaHOBABAHE Ha JIeueHHeTo. Ponsta Ha AyTacTepHp Mo OTHOLIEHHE HA TOBa IEPCHCTHPaHe
He e H3fCHEeHa.

Briirousa HanpexeHue U yronemaBaHe Ha repaure. Bimousa MyBCTRHTENHOCT Ha MbPAMTE H
pasLIMpEHHe Ha IBPAHTE.

B noniHeHWe, HeXenaHWTe PeakLMKU HA KOMAOHEHTA NOOTAETHO Ce OCHOBABAT Ha

MHGOPMALKS, HATHIHA B TyOAMYHOTO NPOCTPanCTBO. YeCTOTaTa HA HEXKENAHHTE peaKLuM
MOXe Ja C€ YBeHyH npy koMOHHMpana Tepanus.

YecToTa Ha HeXeNaHHTe PCaKIIHA, H,uemdmuupaﬂn B KJIHHH4YHH ITpOYYBaHHA:

Yectu (21/100 no < 1/10), Hewects (= 1/1 000 g0 < 1/100), Peaxu (= 1/10 000 no < 1/1 000), MHoro
pelku (< 1/10 000). Bng Bcska rpynupoBka no cHcTeMo-oprairy Kiacose (SOC), HexenaHHTe
peaKUMH ca MpeACTaBeHH B HH3XOALL P/l N0 OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

CucteMo-opraHen Hexenann peakumu | Hyracrepunt Myracrepua® Tamcynosun®
wiac TAMCYAO3IHH"
Hapyluenus Ha Cunkon
HEPBHATA CHCTEMA 3amaiisane Yectn
[nasoGosne
CupacuHu Copneuna Heuectu




HapyieHHs HEOCTaTBYHOCT
(Kombunupan
TepmuH ')}
TMannuraimm Hevectn
ChIOBH HapyLIeHUS OprocTaTHuHa Heuectu
XWUNOTOHHA
Peconpartopan, Punur Heuectn
rPBOHH H
MEIHACTHHAITHH
HapyIeHHs
CromailiHO-4peBHH 3anek HeuyecTn
HapyLIEHHA Huapus HedectH
lagene Heuectn
Ioeprinane HeuecTh
Hapywierus Ha AHrHoenem Peakn
KoXkaTa i noakoxHara | CuHapoM Ha Mrmuoro
ThXaH CtuBBHC-J[KOHCHEH penkn
VYprukapns Hedectn
Qbpus HeuecTn
[pypuryc Heuectn
Hapymenna na Hpnanuimm Meuoro
BB3NPOH3BOAKTENIHATA peaku
CHCTEMa U rbplaTa HmnoreHTHOCT Yectn Yectr®
IpomMeHeHo Yeetn Yectu®
(vamaneso) mbuae’
HapyuwieHus ra YecTu YecTn® Yectu
esKynatusaTa’”
Hapymenus na YecTn Yecru®
MIICYHATA XKTe3a’
O61y Hapywienus H Acreuns Hevectu

eeKTn Ha MACTOTO HA
MPHIOXKEHHE

a Aytactepun + Tamcynosus: ot npoy4saseto CombAT — qecTOTHTE Ha HEXENAHHTE PEAKLIHM
HAMAJIBAT 0O BPEME Ha MEYCHHETO, OT TbPBATA A0 YETBBLPTATA MOAMHA

b JyTracrepua; oT KIHHHYMHATE NPOYYBAHHA ¢ MOHOTepanua Ha JIITX

c Tamcynosun: ot ocHoBHuA Npodin Ha Gesonacuoct B EC (EU Core Safety Profile) va

TAMCYNO3HH.

d [Tpoyusane REDUCE (e:. Touka 5.1)

1 KOMOHHHpaHHAT TepMMH ChpPIEYHA HEAOCTATHUHOCT BKIIIOYBA KOHNECTHBHA CHPACYHA
HEIOCTATLYHOCT, ChPACYHA HENOCTATEHHOCT, JIEBOKAMEDHA HEOCTAThYHOCT, OCTPa Chp/leuHa
HEAOCTATEMHOCT, KAPAHOIEHEH 10K, OCTPA JIEBOKAMEPHA HEOCTAThYHOCT, ISCHOKAMEpHA

HEAOCTATBYHOCT, OCTpa AECHOKAMCPHA HEJOCTATHYHOCT, KaMEpHA HEAOCTATHYHOCT,

KApAdOmyIMOHaiHA HEJOCTATBEYHOCT, KOHISCTHBHA KapIUOMHOIATHA

W D

BkniouBa HanpekeHHe W YIONEMABAHE HA MbPAMTE.
Te3u HexeNnaHH Peaki|y B CekcyanHaTa QYHKIHA Ce CBBP3BAT ¢ JEYEHHETO ¢ AYTACTCPHI

(BKIIOUHTETHO MOHOTEpANHA H KOMOHHALIMA ¢ TaMCy03uH). Te3H HekenaHH PEaKIHH MOXe Ja

NIEPCHCTHPAT CNEl NpeycTaHoBABaHe Ha NedeHueTo. Pondra Ha JyTacTepui Mo OTHOLIEHHWE Ha

TOBA NEPCUCTHPAHE He € W3ACHEHA.
A Bxaousa naManssasie Ha o0ema Ha CniepMara.

EEY_ rd lasHH




Ipoyuraveto REDUCE e nokazano no-sucoka yecrora Ha Gleason 8-10 KapuHHOMH Ha NpOCTATaTa
1Py MBKE, IEKYBaHH ¢ AyTACTEPH] B CpaBHEHHE ¢ M1ane6o (BinkTe ToYkH 4.4 1 5.1). He e
YCTAHOBEHO, JAUTH eeKTHT Ha AyTacTepu/l 38 HAManABaHe o0eMa Ha IPOCTATATa HIH CBBP3aHH C
Npoy4BaHeTo (haKTOPH Ca MOBTHANH BLPXY PE3Y/ITATHTE.

Cnennoro e noKnagsado OT KITHHAYHH IPOYYBAHHUA H IOCTMAPKETHHIOBUA OTTHT: KAPUHHOM Ha
r'bpaTa NpH MBXe (BioKTe TOuKAa 4.4),

TocTMAPKETHHIOBH JaHHH

He;xenaﬂme Jlelcapcrneuu peaxum{ oT [IOCTMapKeT HHI'OBOTO Haﬁmo,ueﬂue B LHC/IHA CBAT Ca
YCTAHOBEHH OT CIIOHTAHHKTE NMOCTMAPKETHHIOBH AOKIIAM, IOPAH KOETO PEATHATA 9eCTOTa HE €
M3BECTHA.

Hapywenus na umynnama cucmema
C sen3BeCTHA yecToTa: ANEPrUyHA PEaKLMH, BKIIOYHTENHO 0OpHB, chpOex, YPTHKApHA,
JIOKANH3HPaH OTOK H AHTHOEACM.

Heuxuuny napywenus
C HewsBecTHa YectoTta: Jenpecus

Hapywenun na xoxcama u nodxoxcnama mvKan
Heuectu: Anoneuns (3aryba Ha okocMsBaHe, rIABHO M0 TAIOTO), XHIIEPTPHXO3A.

Hapywenus na 8b3npoussooumenHama cucmema i zepoama
C Hen3pecTHa decTora: Bosika u nogyBaHe Ha TecTHCHTE

TamcyrmogHn:

ITo BpeMe HA NOCTMAPKETHHIOBOTO HabmoieHHe ChOBIIEHN 32 CHHAPOMA HA HHTPAolepaTHBHO
aronnuHHa HpHe (IFIS), BapHaHT Ha cuHIpOMa Ha TACHATA 3€HHIA, PH OTIEPATHBHO JIEYEHHE Ha
KarapakTa, Ce CBbp3BaT ¢ afadal-aapeHopelienToOpHHTE SHTAIOHHCTH, BKIIHOYHTEHO TAMCYJIO3HH (BiK.
TOYKa 4.4).

OcepeH ToBa, BLB BPb3Ka ¢ YNOTPeOaTa Ha TAMCYJIO3HH ca NOKIANBAHH NPEACHPAHO MbKICHE,
apUTMHA, TAXHKAPIMsA, TUCIIHES, EMNHCTAKCHC, 3aMBITIEHO 3PEHHE, HAPYIICHHE Ha 3PECHHETO, €PHTEMA
MynTadopme, ekcOTHATHBEH €PMATHT, HAPYINEHHE HA eAKYIALHMATA, PETPOTPARHA EAKYIALHA,
JHNICA Ha eAKyJIaliMsA H CYXOTa B ycTaTa. YecToTara Ha HeXe/laHHTe PeakUHy H PoNaTa Ha TaMCYO3HH
33 TAXHOTO MPHUYHHABAHE HE MOraT Aa ObAaT onpeAeieHH CbC CHTYPHOCT.

Cro0iiapaHe Ha NONO3ZHPAHH HEXENAHH PEAKLIHA

CrobuapaneTo Ha NOZO3HPAHH HEXENaHu PEaklUMH Cle pa3peliaBaHe 3a ynoTpeba Ha TeKapCTBEHHA
MpoOyKT € BaxHo. Toea no3ponABa Aa MpoARLKH HaOMOAEHHETO HA CHOTHOLIEHHETO NMO.I3a/PHCK 32
JieKapcTBEHHA NpoaykT, OT MEOHIHHCKHTE CHSLHAINCTH ¢¢ HIHCKBA Aa CheOIMIARAT BCAKA
NOJ03HPaHA HEXE/AHa peaKiis Ypes ManbnHuTenHa areHuus 0o iekapcreara, yi. . Jlaman ['pyes”
Ne 8, 1303 Codwms, Ten: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpezozmpane

Hama nanHu 3a npenosipane ¢ komOuHaumaTa gyracrepup/ramcynosud. [Ipeacrapenara no-gomy
HE(OpPMaLKA OTPa3ABa HANHYHATA HHPOPMALHA 3 OTACTHHTE ChCTABKH.

Hyractepnn
B npoyusanma ¢ aytacrepui, NpoBeAeHH OpH NOoGPOBONLM, ca mpwiarady ao 40

AHEBHH 1031 AyTacTepua (80 mbTH TepaneBTHYHATA B034) B MPOABLIDKEHHE Ha 7 7]
npobnemu ¢ He3onacHocTra. B KIMHHYHY NPOYYBAHUR NpH HAUMEHTH CA IPAT
AHEBHO B NPOAB/DKEHHE HA 6 Mecela Ge3 IOMBIHUTETHH HeXKENaHH NeKapCTBeH




HabntofasaHKTe NpH TepaneBTHYHY 103H 0T 0,5 mg. Hama cnieunduden aHTHOOT 3a XyTACTepH,
nopaaH KoeTo NPH ChMHEHHE 3a NPeRo3HpaHe TpAGBRA a ¢€ Npiiara CHMOTOMATHYHO H NOABPXKALI0
neveHHe.

Tamcynosud

Ipeno3HpaHETO ¢ TAMCYJO3HHOB XHAPOXIOPH MOXKE NOTEHIMAIHO 1a AOBEIES N0 TEXKH
XHIOTEH3HBHH edekTH. TEKKH XHMOTSH3UBHH edeKTH ca HabnonaBaHH MMPH Pa3THYHH HHBA HA
npe;loaupaﬂe.

[IpH cryuanTe Ha OCTpa XHIIOTOHHUA Cilef TIPeJo3HpaHe TPAOBA na ce OCHIYPH ChpICUHO-ChA0BO
NMOAABPAKALLO NeveHHe, KpeBHOTO HaNsrave Moxe aa ¢e FE3CTAHOBU H CHPICYHHSAT PHTHM 2 ce
HOPMAJIH3Hpa ¢ NOCTABAHE HA NMALHEHTA B JIETHAJIO MOMOKEHUE. AKD TOBA HE IOMOTHe, MOTaT Ja ce
W3non3ear 0HEMO3IAMECTHTENH K IPH HeobXoaumocT Basonpecopu. TpaGsa Ja ce npocnenasa
610pevnata GyHKUHA M Aa ce MpuNara o6monogabpxaiio Jeyesne. Manko BepoaATHO € AMANTH3ATA 1A
NOMOTHE, Thil KATO TAMCYJIO3HH € CBbp3aH BbB BUCOKA CTENCH C IUTA3MEHHTE [POTEHHH.

3a 3a6aBaHe Ha pe3opOLMATA MOTAT [Ia CE B3EMAT MEPKH KATO NpeAH3BHKBAHE Ha nospblaHe. [1pu
TPHEM Ha roACMH KOJIHYECTBA JICKAPCTBO MOXKE A3 CE HAMPAaBH CTOMAIIHA MPOMHBKA H A4 ¢
NPHJIOXKAT AKTHBEH BBIJIEH H OCMOTHYEH JIAKCATHE KATO HATPHEB cyndar.

5. ®APMAKOJOTAYHH CBOHCTBA
5.1 ®apmaxoIHHAMHYHAH CBOHCTBA
dapmaxoTepanesTHuna rpyna: Anda-anpenopeuenropuw anraronncts, ATC kon: GO4CAS2

JlyTacTepHa/TaMCyIO3HH € KOMGHHALMA OT JIBE IEKAPCTBa: AYTAcTepH/, ABOEH HHXHOHMTOP Ha 5 anda-
penyktasara (5 APH) u TamcynosuHoB xuapoxiopua, anraroducT Ha il A  a1D -anpenopetientopi.
Te3n AekapcTsa MMAT JONBABALIM Ce MEXaHH3MH Ha AeiicTBHE, KOMTO 61p30 noaobpsasar
CHMITTOMHTE, I0TOKA HA YPHHATA ¥ HAMAAABAT PUCKa OT OCTpA 3apbkka Ha ypurata (O3Y) u
HeoOXOoIMMOCTTa OT OnepaTHBHA HaMmeca 3a JITTX.

Hytactepua HHxXHOUpa KakTo THN 1, Taka H TMN 2 H30EH3WMUTE Ha 5 anda-peayKra3ara, KOUTO
OTTOBAPAT 34 NPEBPLLIAHETO HA TECTOCTEPOHA B AuxHApoTecTocTepoH (JIXT).

TaMcyT03HH Cce CBBRP3Ba CENICKTHBHO B KOMIIETHTHBHO ¢ MOCTCHHAMTHYHMTE andal-
AJPEeHOpELIENTOPH, MO-CNIeHATHO ¢ ToaThn olA 1 alD. Tora roam A0 OTNYCKAHE HA MNANKATA
MYCKYJIaTypa Ha npocraTtara K yperpara. [Ipubnuzurentvo 75% ot al-pedentopure B mpocTaTara ca
ot cyOTHn o] A.

ITpunoxeHHe Ha AYTACTEPMA 3aEHO ¢ TAMCYJIO3HH
He ca npoBeaHH HEKAMHWUHY TPOYUBAHUA WK KIIMHUYHH W3MHTBAHUS ¢ AYTaCTePUN/ TAMCYI031H.

IIpencraBenuTe No-A0MYy JAaHHH OTPA3ABaT HATHYHATA HHpOPMALHA 3a ICUEHHE C NPHIAraHe Ha
JYTacTepH 3aCHHO C TAMCYJIO3HH.,

KnuuuusuTe NpoyusaHus, pasriexIamy KOMGHHHpaHaTa Tepanud ¢ MHXHOHTOpa Ha 5 anda-
pedyKTazara AyTactepui H andal-anpeHeprHtHEs AaHTATOHHCT TAMCYJ/IO3HH, TIOKa38aT 3HAYHTENHN
nMoaoOpeHHs CpAMO H3XOAHOTO HUBO B CPABHEHHE C 1BATA JIEKAPCTBEHH NIPOAYKTA, MPHEMAHH
CaMOCTOATENAHO.

Hyracrepun 0,5 mg/nHerHo (n = 1623), tamcynosun 0,4 mg/neepro (n = 1611) mu KoM A OT
aytacrepun 0,5 mg rwmoc tamcynozus 0,4 mg (n = 1610) ca oueHeHH NpH MBKe C . YMEDEHATHERA
TexKka cumromarika Ha JIIIX ¢ obeM Ha npoctaTtara > 30 ml H cToliHocTH Ha P
1,5 - 10 ng/mL B 4-roaHIIHO MHOTOLIEHTPORO, MYITHHALHOHATHO, paunomnaﬂp
H3NHUTBaHe B Napanendu rpyny . [pubnusatento 53% or yyactauumTe ca 6
MHHANOTO C HHXHOHTOP Ha 5-anda pexykrasara win anda Gnokep.




KputepuuTe 3a oLienka Ha eMKacHOCTTa Nipe3 MbPBHTE IBE roJHHM ca GuH npomsHa B cGopa no
MexnayHapoaen BoupocHuk 3a Flpoctarnata Cumrrromartuka (International Prostate Symptom Score
(IPSS)), ckopocT Ha BEPXOBHA ypuHeH notok (Qmax) u oOema Ha npocrarara, IPSS ce cueTon ot 8
TOUKH U ce ocHoBaBa Ha AUA-SI ¢ JomeiHHTEREH BBIPOC 33 KAYECTBOTO Ha XKHBOT. BropHuHHTE
KpaHHH TO4KH 3a epMKacHOCT Mpe3 2-Te FoqHHYM ¢a BKIIOYBAIM CKOPOCT HA BBPXOBHA YPHHEH MTOTOK
(Qmax) 1 obema Ha npocrarara. KoMOHHaLMATA € nocTHrHaNA 3HayMMocT 3a IPSS ot Meceu 3 B
CPaBHEHHE ¢ AyTacTepul H oT Meceu 9 B cpaBHeHHE ¢ TaMCYJI03MH. 32 Qmax koMOHHaIMATA €
rOCTHrHana 3Ha4umocT oT Mecelt 6 B cpaBHeHHE ¢ AYTACTEPHI H TAMCYJIO3HH.,

KoMOHHHpaHETO Ha Ny TacTEPHI H TAMCY/I03HH OCHIypsBa M0-rosMo MoaoGpeHHe Ha CHMITFOMHTE, B
CPaBHCHHE ¢ BCAKA OT CHCTABKMTE, NPHJIOKEHA CAMOCTOATENHO. Cnel 2 rouHH IeueHHe
KOMOHHHpaHaTa TEPANHA € [0KA3aNa CTATHCTHYECKO 3HAYMMO CPEeaHO NMOAOOPEHHE Ha pe3ysITaTHTe OT
cOOpoBeTe HAa CUMITTOMHTE CNPSAMO H3XOAHATA CTOHHOCT € -6,2 eIHHHLIK.

Kopurupatoro cpenno nojobpeHne Ha CKOPOCTTa HA YPHHHHA MOTOK OT H3XOJHUTE CTOHHOCTH €
2,4 ml/cexynna 3a ensoBpemeHHara Tepanus, 1,9 ml/cexyHna 3a ayractrepun u 0,9 ml/cexynna 3a
TamcynosnH. Kopurupanoto cpento nonoSpenne na BPH Impact Index (BIT) ot u3xonuure
CTOHHOCTH € -2,] eIMHHALA 33 eTHOBPEMEHHATA Tepanus, -1,7 3a gyracrepun u -1,5 3a TaMcynosus.
Te3n nonoGpeHHs B CKOPOCTTA Ha YPHHHHA noTok B BIT ca cTaTHCTHUECKH 3HAYHMH 33
KOMOHHHpAHaTa Tepanni B CpaBHEHHE C MOHOTEPAITHA C KOSTO H [ia € OT ABETe JIEKAPCTBR.
Hamanenneto na obius npoctareH oGem 1 obema Ha npexoaHaTa 30Ha ¢ies 2 FoIHHH JICIEHHE €
CTATHCTHYECKH 3HAUMMO 33 KOMOWHMPAHATA TEPANs 8 CPaBHeHHe ¢ MOHOTEpanka ¢ TAMCYIO3HH.

[TspBHuyHaTa KpaitHa TOUKA 33 e(DUKACHOCT NpH 4 TOAMIHO JeYeHHe € Gina BpeMeTo A0 MEPBHR
ciyuaii Ha O3Y unu Xxupypriusa Hameca, cebp3ana ¢ JII1X. Cnen 4 roqMiuHo sevexue,
KOMOHHMpaHaTa Tepanii CTATHCTAYMECKH 3HAYMMO Hamainea pucka oT O3Y wiH XupypruvHa Hameca,
cepp3ana ¢ [IIX (65,8% Hamanenne Ha pucka p<0,001 [95% CI 54,7% no 74,1%]) B cpaBHeHHe ¢
MOHOTepanua ¢ Tamcyno3uH. Craydvadte Ha O3V win xupypruyusa HaMmeca, cebp3ana ¢ JIITX mo
lloauna 4 ca 6Wwin 4,2% npu komGuHHpaHarta Tepanus 1 11,9% 3a Tamcyaosun (p<0,001). B
CPAaBHEHHE ¢ MOHOTEpanud ¢ AyTacTepu, koMOHHHpaHaTa Tepanns HamaiAea pucka ot O3V win
XHpYPru4Ha Hameca, cebp3ada ¢ JI1X ¢ 19,6% (p=0,18 [95% CI -10,9% no 41,7%]). Cay4amre Ha
O3V unm xupypruina Hameca, cesp3aHa ¢ JlIEX ao Foausa 4 ca 5,2% 3a gyractepui.

BropuunuTe KpaHHH TO4YKH 3a epHKACHOCT ¢en 4 roAHLIHGC NCUYEHHE Ca BKIHOYBAIH BpEME A0
KITHHHYHa nporpecHs (AeHHHpaHa KaTo chBKYNHocT oT: IPSS srnomasane ¢ >4 TOYKH, clly4aH Ha
03Y, ceppzano ¢ [IITX, vHKoHTHHEHLHS, HHdeKUM Ha mikouHuTe mbTrma (UTI) u 616peyna
HEJIOCTaTBLYHOCT), MpoMAKa B Infernational Prostate Symptom Score (IPSS), ckopocT Ha BBPXOBHA
ypHHeH norok {(Qmax)} H obem Ha npoctarara. IPSS e 8-roukopa cucrema, ocuosagaina ce Ha AUA-SI
¢ NOMLJTHUTENEH BBIIPOC 33 KAYeCTBOTO Ha JkuBOT. PesynraTute ciiel 4-roqHiHO se4qeHue ca
npeAcTaBeHH No-n0My:

INapamersp Moment BeB | KoMOuHaIHs Jlyracrepun Tamcynosud
BPEMETO
O3V nnu YecToTa B 42 52 11.9a
XHpypruuHa Hameca, | Mecen 48
cabp3ana ¢ JIX (%)
Kmianuna Meceu 48 12.6 17.8b 21.5a
nporpecus* (%) i
IPSS (eauHHLH) [3xonHa
CTOlHOCT] [16.6] [16.4]
Mecen 48 6.3 -5.3b
(apomsana ot
HW3XOAHATA
cToitHOCT)
Qmax (ml/sec) [M3xoamHa




CTOIHOCT]
Meceu 48
(npoMsaHa OT
H3X0/HaTa
CTOHHOCT)

[10.9]

[10.6]

[10.7]
0.7a

Obem Ha npocrarara

ml)

[M3x0nHA
CTOHHOCT]
Mecen 48 (%
MpoMsaHA OT
H3XOJHaTa
CTOHHOCT)

[54.7]
27.3

[54.6]
-28.0

[55.8]
+4.6a

ObGem Ha npexoaHara
30Ha Ha Mpocrarara
ml) #

[uzxomua
cToHHOCT]
Meceu 48 (%
NpoMsAHa OT
H3XoqHaTa
CTOHHOCT)

[27.7]
-17.9

[30.3]

-26.5

[30.5]
18.2a

Hupekc Ha BawgHue

Ha JIIX (BID)

SAHHHLH)

[w3x0nHa
CTOHHOCT)
Meceu 48
(npomsHa oT
H3XOJHaTa
CTOMHOCT)

[5.3]
22

[5.3]
-1.8b

[5.3]
-1.2a

IPSS Benpoc 8
(3npaseH crartyc,

cebp3ad ¢ JIIX)
(eonHmnu)

{u3xonHa
CTOMHOCT]
Meceu 48

(npomsna or

[3.6]
1.5

[3.6]
-1.3b

[3.6]
-1.1a

H3X0AHaTa
CTOMHOCT)

H3xonHHTEe CTOHHOCTH Ca CPeHH CTOHHOCTH H MPOMEHH OT H3XOHHTE €A KOPHIHPAHH CPEAHH
MPOMEHH.
* Knunnunara nporpecus ¢ neduHupana kato ceaKynHoct ot: IPSS BaowasaHe ¢ >4 Touks,
ciyvan Ha O3V, cesp3aHo ¢ dT1X, uakontunenums, UTI u 656peuHa HeAOCTATBYHOCT.

# H3mepen na u3bpann mecta (13% oT paHAOMH3MPaHHTE NALMEHTH)
a. Kombunaumara e noctursana 3naunMocT (p<0,001) cnpsamo tamcynozus npes Mece 48
6. KombunaiaTa e nocturiana ssadumoct (p<0,001) cnpamo myracrepun npes Mecent 48

Knnnutxa cghuxacuoc*r H 0E30NMacHOCT Ha AYTACTEPHA

B Tpu AByroaMiliHK MHOrOLEHTPOBH, MHOTOHALHOHAIHH, KOHTPOJIHpaHH ¢ IU1auebo, ABOHHOCKCTH
KJIHHHYHH H3MHTB3HHA 33 OLIEHKA HA e(hHKACHOCTTa ¢a cpaBHABaHM qyTacTepHa 0,5 mg AHEBHO HIM
mauebo npu 4325 MbiKe ¢ yMEPEHO TexkKa 10 Texka cumnromaruka Ha JI[TX, ¢ obem Ha npoctarara
>30 ml u croiiroct Ha PSA B ananazora 1,5-10 ng/ml. BriocneacTBue Te3W U3NHTBAHMA ca
MPOAB/DKHIIH ¢ OTBOPEHO NPOABDKEHHE 10 4 FOXWHH NMPH BCHYKH MALMEHTH, KOHTO €A OCTAHAIHN B
NPOYYBAHETO M ¢a NPHEMANH ChIATa no3a gytactepus 0,5 mg. 37% oT mbpBOHavaIHO
PaBHAOMHIHpaHHTE Ha Ianedo nauueHTH H 40% OT NauMeHTHTE, paHACMH3HPAHHA HA IyTacTEpHI, ¢a
OCTaHAJIH B NMpOYUYBaHeTo 3a 4 roauny. [lo-ronama vact (71%) ot 2340 y4acTHHLM B OTBOPEHOTO
TPOAB/DKCHHE ¢a 3aBbPIIKIH JBETE JOMBJHHTENHH FOJHHH Ha OTBOPEHO JICUEHHE.

Haii-paXxnHTe napaMeTpH 3a KIHHAYHA ehHKACHOCT ca OuiH CHMITOMATHYEH HHOE

AMepHKaHCKaTa ypoioru4sa acoumauus (dmerican Urological Association Symptgh
SI), BbpxOBHA YpHHEH MOTOK (QMaXx) M YECTOTATa HA OCTPO 3aLPKAHE HA YPHHA:
Hameca, cBbp3ana ¢ JITITX. ( ‘



AUA-SI npeacrapissa 7-104k0B BbNpocHHK 3a JAITX-cEnp3aHaTa cuMIToMaTika. MakCHMaTHHAT
cbop € 35. Cpeanuar w3xomex cGop e 6un nmpubauzurenno 17. Cnea 6 Meceua, eaHa H ABe FOJHHH
neveHHe NAUKMEHTHTE B rpynara Ha Iauebo ca umanu cpegHo noaodpeHHe che ChOTBETHO 2,5; 2,5 1
2,3 ToukH, Jokato B rpynarta Ha Avodart mogxoGpenuero e 610 choTBeTHO ¢ 3,2; 3,8 M 4,5 TOUKH.
PaziukuTe MeXTy rpynHTe ca CTaATUCTHYECKH 3HauuMH. [Tonobpennero no AUA-SI, Habmoaasaro
Npe3 NbPBHTE [BE TOOMHH OT ABOHHOCIANG JICHEHHE, € MPOXBLKIIC H N0 BpeME Ha IBETE
AOITBJIHHTE/NHH rOJIMHH Ha OTBOPEHOTO ybJDKaBaHe Ha pOY4BaHHATA.

Omax (maxcumanew ypuner Oebum):

CpenHnar uzxoned Qmax B usnuTBaHuATa € 6Wn npuGausuTento 10 ml/sec (Hopmanen Qmax >15
ml/sec). Cnen eqHa v ABe roJMHH JICYEHHE CKOPOCTTA HA MAKCHMANTHHS YpUHeH AeGuHT B rpynara na
nnauebo e 6una nonobpena croreerso ¢ 0,8 1 0,9 ml/sec, a B rpynara Ha Avodart - ceoTBeTHO € 1,7 1
2,0 mYV/sec. Pasnukata Mex Iy rpynuTe ¢ 6una cTaTHCTHUECKH 3HAYHMA 3a MeceluTe oT 1 1o 24.
IloBuillaBaHeTO HA CKOPOCTTA HA MAKCHMAIHHA YPHHEH Ne6uT, HabnioaaBaHo Npe3 MbPBHTE 2 TOAHHH
Ha ABOHHOCIANOTO NeyeHNe, € NPONB/DKIIO U [Ipe3 ABeTe AOMbIHHTENHM FOAHHH HA OTBOPEHO
IpoCneaqBaHe.

Ocrmipo 3a0vpoicane na ypuna u Xupypauiecka namecd

Cnen aByrogHInHoO le4eHHE YeCTOTATa HA CIyHMaHTe C OCTPO 3aAbpikane Ha ypuHa € 4,2 % B rpynara
Ha wauedo cnpamo 1,8 % B rpynara na Avodart (57 % namanexue Ha pucka). Tasu pazinka e
CTATHCTHYECKH 3HAYMMA H 03Ha4aBa, Ye 3a Ja ce u3berne eawH ciy4aii Ha O3V TpabGsa fa ce nekyBsart
42 naumentd (95% CI: 30-73) B npoabKeHHe Ha IBE FOAHHH.

Yecrorara Ha cebpaanara ¢ JIITX xupypriuuxa vameca cnea Ase roauds e 6una 4,1% B rpynara Ha
nnaue6o u 2,2% s rpynara ua Avodart (48% HamaneHue Ha prcka). Tazn paznuka € CTATHCTHYECKH
3HAaYHMA H 03Ha4aBa, 4¢ 32 Ja ce H30erne eXUH ciiyuaii Ha XHPYPrHuHa HaMeca TpAOBa 1a ce neKypaT
51 maumentH (95% CI: 33 - 109) B npoxb/okeHHe Ha ABE FOJHHK.

Pasnpedenenue na oxocmasaremo

EdexTsT Ha yTacTepHn BbpXY pa3snpefe/IeHHETO HA OKOCMABAHETO HE € OPHLIMATHO NPOYUBaH N0
speme Ha aza Ll nporpamara, obade, unxuburopure Ha S anda-peayKrazara MOXKE A3 HAMANAT
3arybaTa Ha KOCa H Aa HHAYLHPAT PacTexa i NpH NHUA ¢ MBKKH TN 3aryfa Ha xoca (Mukka
aHJpoTeHHA ANONELHA).

Tupouona ynxyun

TupounHaTa QyHKIms € OLEHEHA 8 EAHOTOAULIHO MPOYYBAHE MPH 31paBH MBxe. Hupata Ha
cB0GOAHMA THPOKCHH Ca CTAOHIIHH O BPEME Ha JICUSHHETO ¢ JyTacTepus, Ho HuBata Ha TSH ca nexo
nosuiueHH (¢ 0,4 MCIU/mI) B cpaBaenne ¢ miane6o B kpas Ha eJHOrOAMINHOTO NeveHHe. Thi kaTo
TSH uupara ca sapuaGunny, cpeanvte TSH crofinoctu (1,4 - 1,9 MCIU/ml) octarar B pedepeHTHH
rpavum (0,5 - 5/6 MCIU/ml), ausara Ha cBoGOAHMA THPOKCHH ca CTAOWIHK B pepepeHTHH rpaHHLK
H ¢a oo0HA 3a M1auebo H neyeHneTo ¢ AyTactepul, npomenute npu TSH He ce cumrar 3a
KNHHHYHO 3HauUnMH. Hama foka3aTencTea OT BCHUKH KITHHHYHH NPOYHBaHHS, Y€ TyTacTepHI
TIOB/THABA HETATUBHO THPOUIHATA hyHKLIHA.

Hoeoobpazysanun na maeunama xcaeza
B nBYroaMmHu KiHHWYHA H3NHTBAHUI, OCHIYPABaLM 3374 NALUHEHTOrOAHHM €KCIOZHIMA KBM
OYTacTEPHUA, H MO BPEME HA PETHCTPALMATA B ABYTOJULIHOTC OTBOPDEHO NPOIIKCHHE, Ca
HOKNaBaHH 2 CiTy4as Ha KaplMHOM Ha bPJaTa IPH MIAMEHTHTE, JIeKYBaHH ¢ AyTacTepu/, H | ciry4ail
npy NauMeHT Ha iane6o. B 4 roanmunTe npoyysanus CombAT u REDUCE, ocurypasamm 17489
NAIHEHTOrOAHHH €KCHO3HIMA KbM AyTacTepHA H 5027 NauHEeHTOrOAHHH EKCTIO3HIMSA KbM
KoMOHHALMATA TyTACTEPHA H TAMCYJIO3WH, HAMa JOKIAABAHH C/Ty4aH Ha KAPUHHOM HA I'b 1 B
TPETHPAHHTE PYTIH. -

JlBe enuaeMuonorudHy NpOyYBaHHs, npoeneHH B Gasure Aauum a CALLL (=3
repaara H n=6 780 koHTponu) u BenukoOpuranua (n=398 cnyuyas Ha pak Ha
KOHTPOJIH), HE ¢4 NOKa3a/lH YBEIHYEHHE Ha PHCKA OT Pa3BHTHE HA PaK Ha I'bpI;




npHeMally -anda-penyKTasHd MHXMOHTOPH (BHXTE TouKa 4.4). PesynTaTite OT MbPBOTO NPOYUBaHe
HE €2 YCTAHOBHIM MOJICKHTE/IHA BPB3KA 3a PA3BHTHE HA PAK HA rbPAATA TIPH MBiKE {OTHOCHTEJIEH
pHck npu ynoTpeba 3a efHA WITH TIOBEYE rOAHHM NpedM JHArHOCTHIHPAHE Ha paK Ha I'bpaTa,
cpaBHeH ¢ ynoTpeba 3a no-manko ot eAHa roamya: 0,70: 95% CI 0,34, 1,45). [Ipn BTOpOTO NpOy4BaHe
NPHOTIHIHTETHOTO KOS(HLUMEHTHO CHOTHOLICHHE 33 Pa3BHTHE Ha paK HA rbpaTa npy yrnotpebara Ha
S-anda-peayxraznu uHxuGurtop e Guno 1,08: 95% CI 0,62, 1,87, B CpaBHEHH C HENPHIArAHETO HM.

He e ycraHoBeHa NPHYHHHO-CIEACTBEHA BPB3KA MEXY YECTOTATA Ha KAPLMHOMA HA IbPAATA [PH
MBKE H NPOABJDKHTEHATA yrioTpeda Ha myracTepua.

Tlosrunsane na MvIICKUR epmunumen

Edexture Ha ayTacrepua, npunaras B 103a 0,5 mg/nHesHO, BhPXY XapaKTEPHCTHKHTE HA CIiepMaTa ca
OLICHABAHH NPH 31paBu J0OPOBO/LH Ha Bh3pacT Mexay 18 u 52 roguun (n=27, npueMaiy
ayractepui B n=23 mnaue6o), B NPOXL/DKEHHE HA 52 CeIMHLM H 24 CEAMHUM AOTBJIHHTENHO
npocneaasade ciel gedeHHeto. Ha 52-Ta ceamuna e nabmogasaso cpenHo NpOLEHTHO HAMAIABAHE
CIPAMO H3XOAHHTE Ha obwnd Gpoli cnepMaTo3onan, obema Ha cnepMaTta H Ha NOABHXKHOCTTA Ha
CrepMaTO30HINTE - ChoTBeTHO 23%, 26% 1 18% B rpynara, npueMama ayTacTepua, CIen
KOpHIHpPaHe CIIPAMO OTKJIOHEHHATA OT U3XOJHHTE CTOHHOCTH MPH TpynaTa, NpHeMalla ruianedo.
KoHuenrpauuaTa u moponorusta Ha cnepmara He ca nosnusanu, Cren 24-Te ceAMHLM Ha
NPOCAEAABAHETO, CPeIHATA NPOLIEHTHA NPOMAHA B o6Hs Gpoit Ha CepMaTO30HaHTE [pH CPYNATa,
npueMana qyTacTepun, octasa ¢ 23% no-HucKa OT HaxoaHarta. JIokaTo cpefsuTe CTOHHOCTH Ha
BCHYKH NapaMeTpH 0pe3 LAIOTO BPEME OCTABAT B pediepeHTHH TPaHHLM H HE JOCTHTaT
NPEeABAPHTETHC ONPENEICHHTE KPHTEPHH 33 KIHHHYHO 3HaYMMa npomaHa (30%), npu apama ot
MBLXETe, MPHEMATTH TyTacTepua, OpoaT Ha ciepMaTO30HINTE € Hamanan noseve ot 90%, B cpaBHeHHe
C M3XOJHH, Ha 52-Ta CEAMHIIA H YaCTHYHO C€ € Bb3CTAHOBHIT Ha 24-Ta CEAMHLA OT NEPHOAA Ha
npocneAssaHe. Br3MoKHOCTTa 32 HaMansBaHe HAa MBKKHA GepTHAMTET He MOXe a Obie H3IKMOYeHa.

Copoeuna nedocmamuvunocm

B eano 4-roaumno npoyusase npu JAIIX ¢ nyractepup B koOMGHHALMA C TaMCYI03KH 1pH 4 844 Mbike
(npoyusanero CombAT) gectoraTa Ha KOMOHHEpaHHS TEPMHH ChpAEYHA HeJOCTATHUHOCT B IPYTIATa,
npueMaina koMOHHaumsra (14/1610, 0.9%) e Guna no-ByUcoKa, OTKONKOTO B KOATO H 4 € OT IPYIIHTE
Ha MOHOTEpanuA: Kyractepun, (4/1623, 0.2%) u tamcynosu, (10/1611, 0.6%).

B otaenno 4-roanumo npoyysaxe npu 8231 Mbike Ha prapact ot 50 a0 75, ¢ npemuecrsaa
HETaTHBHA OHONICHA 32 KAPLIMHOM Ha MIPOCTATATA H H3XOMHH cToHHOCTH Ha PSA Mexay 2,5 ng/ml u
10,0 ng/ml npn MexeTe Ha BE3pacT oT 50 g0 60 roaunw, kau 3 ng/ml 1 10,0 ng/ml npx MBxXeTe Ha
BB3pacT Haa 60 romuan (mpoyyeaneto REDUCE), uectoTata Ha KoOMOHHHpaHuA TEPMHH ChPACYHA
HEJI0CTAaTEYHOCT € NO-BHCOKA NPH Y4acTHHIMTE, ApueMauy qytacrepun 0,5 mg BeAHBK JHEBHO
(30/4103, 0,7%), 0TKONKOTO fIpK YHACTHULWTE, IIpHeMalH rnauebo (16/4126, 0.4%). Post-hoc
aHalu3 Ha TOBa NpOyYBaHe NOKAa3Ba M0-BUCOKA YeCTOTA HA KOMOHHMpaHHUA TEPMHH ChPAeYHA
HEN0CTATHYHOCT [PH YYaCTHHLHTE, IPHEMALIM €NHOBPEMEHHO AyTacTepH H anda-
agpexopenenTopes antaronueT (12/1152, 1.0%), B cpasHeHHe ¢ yqac THHLIHTE, NpHEMalllH
nyractepHn 6e3 anda-agpeHopenenTopes aHtaroHuet (18/2953, 0.6%), mnaue6o v
andaranpeHopenenTopen anraroHueT (1/1399, <0.1%), wiu nnauebo 6¢3 anda-apeHOpeLIENTOPEH
antarorucT (15/2727, 0.6%) (BwxTe Touka 4.4).

B mera ananus, sBkmoysam 12 paHIOMH3HpaHH, (naueGo WK CpaBHHTEAHH-KOHTPORMPAHH KIWHHIHH
npoyvsanus (n=18 802), koHTO OLEHABAT PHCKA OT Pa3BHTHE Ha CHPASUHO-CHIOBH HEXKEIAHH
cubuTHs cnea ynoTpebara Ha QyTacTepHa (CPaBHEH ¢ KOHTPO/ia), HE € YCTAHOBEHO CTATHCTHYECKH
3HAYHMO YBENHYCHHE HA PHCKA OT ChbpAeuHa HepoctaTbuHocT (RR 1,05; 95% CI10,71, 1,5

1,64).

Kapyuriom na npocmamama u 8ucoxocmeneRnu mymopiu



B enno 4-roanmHo cpaBHenne Ha rauebo u gyracrepua npu 8231 mbke Ha Bp3pacT ot 50 10 75, ¢
NpeAIecTBala HeraTHEHA GHONCHS 33 KAPLMHOM Ha [IPOCTATATA H H3XOJHH CTOHHOCTH Ha PSA
mexkay 2,5 ng/ml u 10,0 ng/m] npu mbixete Ha Bp3pact ot 50 a0 60 roauxu, wik 3 ng/ml u 10,0 ng/ml
NpH MBXETE Ha BB3pacT Hax 60 roauru (npoyusanero REDUCE), 6706 yuacTHHUM ca ¢ HATHYHH
AAHHA OT THHKOMIIEHA GHONCHA Ha NpocTaTaTa (npeaWMHO GHOTICHK N0 IPOTOKOJIA HA NPOYYBAHETO)
32 aHAITH3 3a onpeaensare Ha Gleason cGopoeerte. 1517 nHua ca qJHArHOCTHLMPAHH C KAPLIAHOM Ha
npocTaTaTa B Mpoy4YBaHeTo. BoNIHHCTBOTO OT YCTAHOBEHHTE Ypes GUONCHS KapLMHOMH HA
NpOCTAaTaTa B ABETE TPETHPAHH MPYITH ¢a AHATHOCTHUMpaHH KaTo HuckocTenenHu (Gleason 5-6, 70%).

YcraHoBeHa € no-gHcoka yectoTa Ha Gleason 8-10 kapuiHOMH Ha NpoOCTaTaTa OpH rpynaTa Ha
ayractepun (n=29, 0.9%), cpasHeHa c rpynarta ua wiauebo (n=19, 0.6%) {p=0,15). B roguun 1-2,
6posar Ha nuuata ¢ Gleason 8-10 kapupHoMM € cxoneH npu rpynata Ha qyTtactepua (n=17, 0.5%) n
rpynarta Ha naueto (n=18, 0.5%). B ronunu 3-4, nopeue Gleason 8-10 xapumromMHu ca
OHATHOCTHLIMPAHH B rpynara Ha aytactepua (n=12, 0.5%) B cpasuense ¢ nnauebo rpynara (n=1,
<0.1%) (p=0,0035). Hama nanu4Hn faHHK 33 edeKTa Ha AyTACTEPUN 33 MOBEYE OT 4 FOAUHH NPH
MBE C PHCK OT KAPLMHOM Ha npocTataTa. [IpoLeHTsT Ha yuacTHHLMTe, AHarHocTHIMpaHH ¢ Gleason
8-10 xapuMHOMM ce 3aMa3ea B TEYEHHE Ha NIEPHOANTE OT BpeMe B npoyusaHeTo ([oauHH 1-2 H
Toauan 3-4) B rpynarta Ha xyractepun (0,5% BBB BCeKH MEPHO/ OT BPEME), NOKATO NpH miauebo
rpynara, NpoUeHThT Ha YHYACTHHLIMTE, nuarHocTHUHpaHH ¢ Gleason 8-10 kapLHHOMH € M0-HHCHK Npe3
[lopunn 3-4, orkonxoto npes 'ogunu 1-2 (<0,1% cpeury 0,5%, croTBeTHO) (BXK. TOUKA 4.4). Hama
pasnuka B yectorara Ha Gleason 7-10 kapuutomure (p=0,81).

Crnen IONBLAHUTENHO ABYTONMIIHO Npocaeaseane Ha npoy4sadeto REDUCE ue ca ycTaHOBEHH HOBH
cmydaH Ha Gleason 8-1() kapuHOMK Ha IpoCTaTaTa.

B enwo 4-roanuno npoyusare npH JIIX (CombAT), k1bAeTo HaMa 3aTB/DKHTEHY CTIOPE NPOTOKONA
OHONCHM H BCHUKH THATHO3H HA KAPLMHOMA Ha MPOCTaTaTa ca Gasupans Ha GHONCHK H3BBH
MPOTOKONA (NIPH HATHYHE HA KWIMHWYHN HHAMKALMK 33 Groncas), npouenture Ha Gleason 8-10
kapunHOM ca (n=8, 0.5%) 3a gyTactepua, (n=11, 0.7%) 3a TamcynozuH H (=5, 0.3%) 3a
KOMOWHHpaHaTa TEpanuA.

YeTupH pasnu<HH €NHASMHONOTHYHH NOMYIALKOHHH MPOY4BaHHA (6a3HpaHH CHOTBETHO Ha 00ILA
nonynauus o1 174 895, 13 892 u 38 058) ca noxasanu, ue ynorpeGara Ha 5-anga-peAyKTa3HHTE
HHXHOMTODH He € CBBP3aHa C NOABa HA BHCOKOCTENIEHHH TYMOPH, PaK Ha NPOCTATATA WIH [OBHILEHA
CMBPTHOCT.

Bpmxa"ra MCKIY AYTAaCTEPHI H BHCOKOCTENICHEH KAPUMHOM HA MpocTATaTa HE € ACHA.

Edhexmu gupxy cexcyamama

EdexrTbT Ha koMOGHHALMATA TyTACTEPHA/TAMCYJIO3HH BbPXY CEKCYanHAaTa (DYHKIMA € OLICHEH B
ABOHHO-CAANO, UTALE00-KOHTPONUPAHO NPOY4BaHe NPH CeKCYanHo akTHBHA Muxe ¢ JITIX (n=243
RYTacTEPHI/TaMCYJI03HH, n=246 nnanebo). Cnien 12 mecena, B rpynarta, NOAJI0KeHa Ha KOMOHHHpaHa
TepanHs, € OTYETEHO CTATHCTHYECH 3HaUHMo (p<0,001) naMangsane (BilolIaBaHe) HA OUCHKATA OT
MBXKKHA CEKCYaneH 3ApaseH BuNpocHuk. HamMansdBaHeTo € CRbP3aHO r1aBHO € BIOLIABAHE Ha
SAKYJALMATA K LAIOCTHOTO YAOBIETBOPEHHE, OTKONMKOTO C epekuuaTa. Tesu eekTH He ca oKazai
BJIMAHHE BBDXY YOBIETBOPEHOCTTA OT [IpHEMa Ha KOMOHHALHATA, KOATO € OLIEHeHa KaTo
CTATHCTHYECKH 3HAYHMA MO BPeME Ha NPOyYBaHETO, B cpaBHeHHe ¢ wianedo (p<0,05). B Tosa
Mpoy4BaHe, HEXENAHUTE CHOUTIA, CBBP3aHY ChC CEKCYaANnHaTa PYHKIMA, Ca ce NPOABKIMN NO BPEME Ha
ABaHaNeceTTe MeceLa OT JICYEHHETO H NIOYTH [ONOBHHATA OT THX ca OTIIYMEIH A0 6 Mecewua crell
MPHKIICYBAHE HA TEPANHATA.

HzpecTHO €, e KOMOMHaNMATA AYTACTEPHI/TAMCYIO3UH M TYTACTEPH KATO MOH
NpUYUHAT HEKENaHH e(PEKTH BPXY ceKcyanHata dpynkups (Bx. Touka 4.8).




KakTo e yctaHOBEeHO K NIPH IPYTH KNHHHYHY npoyusauus, BKmounTenno CombAT u REDUCE,
nosBaTa Ha HexeaHH e(peKTH BEPXY CekcyanHara GyHKUKA HAMANABA C TOUEHHE Ha BpeMeTo NPH
MPOALDKHTENHA TEPaNHA.

Knunu4Ha edukacHoct M Ge30nacHOCT Ha TaMCYI03HH

Tamcy1031H nosHIIaBa CKOPOCTTA Ha BHPXOBHUS YPUHEH NOTOK. Tol HamansaBa oOCTpyKUMATA Hpes
OTNYCKaHE Ha TIAJIKHTE MYCKYJIH Ha NPOCTATa KM YPETPaTa, KaTo nonobpasa MHKLIHOHHHTE CHMITOMH.
Cho Taka, 1exapcTBOTO NOK0OpARA CHMITOMHTE Ha ChXPAHEHHE, 34 KOHTO BAXHA POJIS Hrpae
HecTaGMITHOCTTA Ha MUKOYHHA Mexyp. Tesu edeKTU BHPXy CHMITTOMHTE, CEBP3aHH C MPECTOA Ha
YpYHaTa H BbPXY MHKUMOHHHTE CHMIITOMH C€ NOAXbP3KaT MO BPEME Ha NPOABDKHTE/IHA TeparHs.
Heo6x0naMmMocTTa 0T XHpYPrH4Ha HaMeca WK KaTeTapu3auMa 3Ha4MTeNHo ce 3a0aBAr.

Andal-aapeHOpeleNTOPHHTE ZHTATOHKCTH MOKE 18 NOHUKAT KPBBHOTO HANAFAHE Ype3 HAMA/IABaHe
Ha nepHepHaTa pesuctenTHOCT. He ¢ HabmiogapaHo KIMHHYHO 3HAYHMO HaMaSBAHE HA KPBBHOTO
HaNATaHe MO BPEME Ha M3MHTBAHHS C TAMCYIO3HH.,

5.2 DapMakoKHReTHYIHA CBOHCTBA

B TpH pasivuHK KIHHYHH H3[IHTBAHHA CBC 3OPaBH A0GPOBOILH € JEMOHCTPHPAHA
OHOCKBMBANICHTHOCT MEXIY HYTACTEPHI-TAMCYJIO3HH H CEBMECTHO nppmonxcnue Ha XyTacTepua H
TaAMCYJI034H KancyJli NOOTAEIHO.

IposeneHo € npoyusane 3a 6HOSKBHBATEHTHOCT ¢ €JHOKPATHA A03a Ha ITIAMHO H CIIE], XPaHEHe.
Ha6nmonasano e no-manko ot 30% Hamanenue Ha Cmax 3a CbCTABKATA TAMCY/IO3HH OT
AYTacTEPHI/TAMCYJIO3HH ClIE] XpaHEHe B CPaBHEHHE CBC CTOHHOCTHTE Ha IMafHo. XpaHaTa umMa
Manex (< 10%) edekr eppxy AUC Ha TamMcynosus.

I[NpoyusaHe 3a 6HOEKBHBANEHTHOCT ¢ MPWIAraHe HA MHOTOKPATHH J03H [0KA3Ba, Ye
HyTacTEPHI/TaMCY1031H MOKa3Ba EKBMUBAJIEHTHA CKOPOCT W CTENeH Ha afcopOums cnpsaMo
pedepeHTHHTE NPOAYKTH MPH 3paBH HHAHBHIH, B PABHOBECHO ChCTOSHME, NPH YCTIOBHA HA XPaHEHE.

Abcopbuus

Hymacmepuo

Crnen nepopajien NpueM Ha €NHOKPATHA no3a qQyTtactepus 0,5 mg BpeMeTo A0 AOCTHIAHE HA
MaKCHMAJTHH KOHUEHTpALHH Ha QyTacTeprl B cepyma ¢ 1 no 3 yaca. AGconoTHaTta 6HOHATHYHOCT €
npubnusutento 60 %. BHoHaNHYHOCTTa HA AyTACTEPHA HE Ce MOBIMABA OT NPHEMa Ha XpaHa.

Tamcynozun

Tamcynto3uH ce pe3opdupa OT HpEBHATA IHMABHIEA H HMA MOYTH IThiIHA GroHann4HocT. CKOpOCTTa H
cTeneHTa Ha abcopOumara Ha TaMcyno3uH Hamanasat 30 MUHYTH cien xpaHeHe. Ensaxpoct Ha
abcopbumaTa MoOke Ja C& MOCTUrHE C MPHEM OT NALKMEeHTa Ha AYTACTEPH/TAMCY/I03HH Clejl eJHO H
CBLUO XpaHeHe 3a aens. TaMcyno3HH Noka3Ba MPONOPLMOHATHA Ha 103aTa IUIA3MEHA SKCMO3MLIAA.
Cnen npueM Ha €IHOKPaTHA 1033 TAMCYJIO3HH CIE] XpaHeHe, IIIA3MEHUTE KOHUEHTPALHH Ha
TAMCYJIO3HH CTaBAT BHPXOBH ClIE OKONO 6 Haca, B PABHOBECHO CHCTOSHUE, KOETO C& AOCTHIA HA J-Us
JeH OT MHOTOKPaTHOTO A03UPaHe, cpejHaTa papHoBecHa Cmax NpH MaLHEHTHTE € OKONO /IBE TPETH
NO-BUCOKA OT AOCTHIHATATA CJIEA HOKpAaTHA J02a. BenpekH Ye ToBa € HabMmoaaBaHo NpH NaLHeHTH
B CTap4ecKa BB3PAacCT, ChIUATA Haxo/Ka OH ce ovakBana U [pH MO-MITaH NALHEHTH.

PaznpeneneHue

Hymacmepuo
Hyracrepun uMa ronam obem Ha pasnpeaenenue (300 go 500 1) H BHCOKa cTeNeH Ha
niaMeHHuTe NPoTeHHH (>99,5 %). Cnen npueM Ha JHEeBHA /1032 CEPYMHHTE KOHL
mayractepra aocTurar 65 % ot paHOBecHata (steady state) KOHLEHTpaLHA c.rlezl
npubnusurento 90 % cnen 3 Mecena.

PasnosecHM (steady state) cepymun konueHTpauuy (Css) or npuGnusntenHo 4




cnen 6- mecedeH npueM Ha 0,5 mg BeansK AHeBHO. [IpeMHHABAHETO HA AYTACTEPHI OT CEPYMA B
crepmarta € cpeano 11,5 %.

Tamcyrozun
Tamcyno3un e cebp3an B 99% ¢ niuasmendTe npoTredHH npH xopa. O6eMBT My Ha pasmpeaeneHHe e
mainbk (oxono 0,2 Ikg).

Buorpancdopmanms

Hymacmepuo

HyTtacrepun ce meTabonu3npa B roisaMa CTeNeH in vivo. In vitro ayracrepun ce Metabonuzupa oT
uxroxpoM P450 3A4 n 3AS no TpH MOHOXHAPOKCHIHpPaHH METAGOIMTH H eJHH THXHIPOKCHAHPAH
meTafonur.

Cnen nepopaieH npHeM Ha TyTacTepHR B 103a oT 0,5 mg AHEBHO JI0 AOCTHIAHETO Ha paBHOBECHA
KOoHUeHTpauus ot 1,0 % no 15,4 % (cpeaso 5,4 %) ot npueTaTa 103a ce eKCKpeTHpa BbB dereca kaTo
HenpoMeHeH aytacrepul. OcTaHanaTa 4acT ce eKCKpeTupa BB ¢elieca noa (opMara Ha 4 OCHOBHH
meTabonuTa, npeactasaapai 39 %, 21 %, 7 % w 7 % cBLP3aHA ¢ TEKAPCTBOTO BELIECTBA, H 6
BTOPOCTENEHHH MeTabonHTa (BCeKH NnpeacTaBNsBaLL NO-MAJIKO OT 5 %). B ypHHaTa npu yoseka ce
YCTaHOBABAT CaMo clie/iu OT HenpoMeHeH JyTactepun (no-Manko ot 0,1 % ot no3ara).

Tamcyrozun

He ce HabnionaBa eHAaHTHOMETPHYHA GHOKOHBEPCHA OT TaMCyJlo3uH xuapoxaopua [R(-) msomep] B8 S
(+) uzomep npu xopara. TaMcynosun xuapoxiopua ce MeTaboNH3Hpa B TONAMA CTENEH OT LIHTOXPOM
P450 enzumuTe B depuna Apob n no-manko ot 10% oT N03aTa ce EKCKPETHPa HEMPOMEHEHa B
ypHHaTa. Berpekn ToBa hapMakoKHHETHHHRHAT Npodiu1 Ha MeTaboTHTHTE NPH XOpa He € YCTaHOBEH.

Pesynararure in vitro nokaseart, ye CYP3A4 w CYP2D6 yuacTaT B MeTaboNIH3MA HA TAMCYMO3HH,
Karo B Maiika crened yyacTsar W apyri CYP uzoensumu. Huxubnpanero na CYP3A4 u CYP2D6
€HIMMHTE HA YEPHOApOOHHA METabONMIBLM MOJKE N1a JOBEAE A0 [IOBHIIICHA eKCTIO3HIHA Ha
TaMCy/103HH (BXK. To4KH 4.4 1 4.5). MetaboneTHTe Ha TAMCYJ/IO3HH XHIPOXJIOPH/I C€ KOHIOTHpAT B
ronama creneH Jo MIOKYPOHKR Ui cyndar npend 0eOpeyna exckpeLma.

EnnMuHupane

Iymacmepuo

EnnmuHMpaneTo Ha ayTacTepu/ € A0303aBHCHMO M [IPOLIECHT CE OMMCBA C ABa YCTIOPENHH TLTA Ha
€JTHMHHEHPAHE, SAHHAAT OT KOHTO € HACHTEH C KIHHHYHO 3HaYHMH KOHLECHTPAIMH, 3 APYTHUSAT HE €.
I[Ipu HHCKK CepyMHM KOHLIEHTpauMH (mo-mManko ot 3 ng/ml) ayractepuz ce eldMHHHpa OBP30, KAKTO
M0 33aBHCHM OT KOHLICHTPALMATA BT HA EIMMHHHPAHE, TAKa M 110 HE3aBHCHM OT KOHLIEHTPALMATA IThT
Ha enMMHHMpaHe. EHOKpaTHHTE 1034 OT 5 mg MM n0-MaJKH MOKa3BaT 00EKTHBHH JaHHH 3a Obp3
KIHPBLHC H KPaTko BpeME Ha MOIY>KHBOT OT 3 A0 9 aHH.

B TepaneBTHYHH KORLIEHTPAlHH <€ MHOTOKpaTeH npremM Ha 0,5 mg AHeBHO NO-0aBHMAT, THHEEH
0BT HA €NTAMHHUDAHE € JOMHHHMPAl, a BPEMETO Ha MOTYKUBOT € NPUOIHIUTENHO 3-5 CeAMHLM.

Tamcynoszun

Tamcyno3us u HeroBuTe METalONHMTH Ce EKCKPETHPAT IJ1aBHO C YPHHATA KaTO OKONo 9% oT mosara €
noa (GOpMaTa Ha HEMPOMEHEHO AKTHBHO BEILECTBO. BpeMeTo Ha MoayXMBOT Ha TAMCY/IO3HH B
nna3mMara € B paMkuTe Ha 4 10 5,5 qaca.

[NaumeHTH B cTapyecka BB3pacT =
Lhymacmepuo -

®apMaKOKHHETHKATA Ha AYTACTEPHT € OLICHEeHA Clle[] MPWIOKEHHE Ha eunoxpam? fiohs
5 mg npu 36 3apaBu MbAKe Ha Bb3pacT Mexkay 24 U 87 rogunn. He e HaGmoaBaHy

Ha BB3PACTTa BbPXY €KCINO3HLMATA HA JYTaCTEPH/, HO IIpH MBxKeTe nos SO-roxuihigs
BPEMETO Ha NOAYXKHBOT € O1o no-kpatko. [Ipu cpaBHeHHe MeXIY MALMEHTH HA\RE




rOJMHH C MAUMEHTH HaJ 7(-rosuiuHa Bb3pacT He € YCTAHOBEHA CTATHCTHYECKA PATHKA MEKITY
CTOHHOCTHTE HA BPEMETO HA MONTYKHBOT.

Tamcyrozun

KpncTocano npoy4sane 3a cpaBHsBane Ha obmara excriozuumus (AUC) Ha TaMCyno3HH XHAPOXJIOPHI
H Ha BPEMETO MY Ha MOJTY)KHBOT OKA3Ba, 4e (hapMakoKHHETHYHATa AHCIO3HLHA HA TAMCYJIO3HH
XHAPOXJIOPHA MOJKE 1a € YABIKEHA TIPH MBKE B CTapyecka Bh3pacT, B CPAaBHEHHE C MJIaJH, 3APaBH
MBAKE J]OﬁpDBOJll.IH. B‘]:’I‘pe[l[HHSlT KJIHPBHC € HE3ABUCHUM OT CBBP3BAHCTO HAa TAMCYNO3HH
xugpoxaopun ¢ AAG, Ho HamMansea ¢ Be3pactTa. ToBa BO/IM 10 MOBHILABAHE Ha 00IIATA EXCMOIHLMA
(AUC) ¢ 40% npu nxua Ha Bb3pact ot 55 10 75 roguum, B cpaBHEHHE C IMUATa Ha BB3pacT oT 20 1o
32 roauHm.

Hanpennanara Bb3pacT RaMansea BETPELIHAS KIIMPHLHC HA TAMCYNIO031H, KOETO BOAH [0 JIEKO
YIL/KEHO pasnpeAciieHHE Ha IEKapCTBOTO NPH NMalMEHTH B cTapyecka Bb3pacT. ENMMHHALIMOHHHAT
NOMYXHMBOT Ha TaMcynosuH 0,4 mg ¢ MoaudHLMpaHoTo ocBoboxkaaBaHe ce onensea Ha 14 1o 15 vaca
[PH NMALMEHTH B CTAPYECKA BB3PacT.

Cnen ennokparna ao3a Tamcynosud 0,4 mg B peskuM Ha XpaHeHe, TUIA3MEHHTE HHBA HA NTHKA Ha
TAMCYJIO3HMH OKOJI0 6-Hd yac H B PaBHOBCCHO CBCTOAHHE, NOCTHIHATO HA 5-u% ACH HA MHOIOKpaTHO
Aozupane, Cmax npu NayHEHTHTE € OKOJIO [Be TPETH [0-BUCOKYU OT ZOCTHIHATHTE CJIEM €HOKpaTHa
noza. Buipeku 4e ToBa ce Habmonaga IpH NALHEHTH B CTAPYECKA BH3PAcT, ChIIATA KOHCTATAUHS OH
€€ OYaKBala ¥ NPH MJIAJHTE.

¥Yepexnane na 6u0peunara dhynxins

Hymacmepuo

BansHuero Ha yspenetata 6s0peuna QyHKuma BepXy papMaKOKHHETHKATA HA JyTacTEepHA HE €
npoy4eHo. Bee nak, B YoBelIKaTa ypHHA ¢ ycTaHOBABAT No-Manko ot 0,1 % or paBHOBECHHTE
KOHUEHTpPALMK Ha 103a ayTacTepus oT 0,5 mg, koeTo o3HauaBa, Y€ HE €6 OYAKBa KIHHHYHO 3HAYUMO
NOBHIUCHHE Ha TA3MEHHTE KOHLEHTPALHH Ha QyTacTepH NMpH natueHTH ¢ 6s6peuno yepexnane
(Bk. TOuka 4.2).

Tamcyrozun

Mpu 6 nua ¢ nexo no ymepeno (30<CLo<70 mL/min/1,73m?) unu ymepeso 1o texko (10<CLa<30
mL/min/1,73m?) yBpexnaHe Ha 6u6peunara pyHKuns # 6 mua Hes yspexnane{ CL>90
mL/min/1,73m?) ca cpaBHeHn GapMaKOKHHETHYHHTE MOKA3ATEH HA TAMCYJIO3HH XHIPOXJIOPHA.
Bonpeky te e nabmonasaHa npoMaHa 8 o011aTa miasMeHa KOHUEHTPALMA HA TAMCYJIO3HH
XHAPOXJIOPHA BCJACIACTBHE HA MPOMAHA B CBBP3BaHeTo ¢ AAG, KOHLIEHTPALMATA HA HECBbP3AHNSA
(aKTUBEH) TAMCYJI03UH XHAPOXOPHL, KAKTO H BHTPELUHHSA KJINPBHC, Ca OCTAHAIH OTHOCHTENHO
nocToAHHY. [lopany Ta3u NpUyYMHA NpK MALMEHTHTE C YBpeXkaaHe Ha G1uOpeyHaTa GpyHKLMA He ce
Hanara fIpOMsHa B A03aTa Ha TAMCYJIO3¥H XHAPOXNIopUA. Bbipekn Topa, nanyeHTHTe ¢ yBpeKiaHe Ha
6u0peunara dyvkums B Tepminanes ctaguil (CL<10 mL/min/1,73m?) He ca Guna mpoy4Banm.

VepexnaHe Ha yepHonpobHata dyHkuusa

Ihymacmiepuo

BrnuaHHeTO Ha YBpeKAaHETO Ha YepHoApoOHaTa PyHKUMA BPXY PapMakOKHHETHKATA HA yTacTEPHR
He € npoy4eHo (BX. Touka 4.3). Tsit KaTo AyTacTepun ce eTMMHUHHPA CIABHO N0 MeTaDONHTEH ITBT,
OYaKBa C€ [U1a3MEHHTE HWBA HA AYTACTEPHA NPH Te3H NalMeHTH A3 ObAAT NOBUILICHH, 4 BPEMETO HA
NoAYXUBOT Aa 6bAC NO-ABATO {BX. Toukn 4.2 1 4.4).

Tamcynozun
IIpu 8 nuua c ymepena YepHoapoSHa ¢pyHKuMA {cTened A v B no xnacuduxanuara
nuna Ge3 yepexgaHe ca CpaBHEHH (hapMaKOKHHETHYHHMTE NMOKA3aTENH Ha TamCynog




BBLTPEIIHUA KIIHPBHC HA HECBBLP3AHHA TAMCYNO03HH XHMAPOXNOpHA e ymepera (32%). [lopanw tasy
NPHYUHA MPH NALMEHTHTE C YMEPEHA YEePHOAPOOHa MUCYHKLHSA He ce HAara npomsHa B [03aTa Ha
TaMCYJIO3MH XHAPOXIOPHA. TaMCyN03WH XHAPOXJIOPHA HE € MPOYYBaH NPH NALMEHTH C TEXKKA
yepHoApobHa NHChHYHKUHA.

53 [Ipepxausnans Aannn 32 fe3onacHocT

He ca nposesxaaiy npekTHHHYHK M3NMTBAHHA C AyTacTepu/TaMcynosnH. JiytacrepHn u
TAMCYJIO3HH XHAPOXJIOPHA NOOTAEIHO Ca MPOYHEHH B rO/1AMa CTENEH B TECTOBE 32 TOKCHYHOCT NPH
*KHBOTHH, KaT0 JaHHHTE CHOTBETCTBAT HA M3BECTHHTE (apMaKONOrHYHH ASHCTBHA HA HHXHOHTOpHTE
1a 5 anda-pemyKrazata h anda;- anpeHOpeLENTOPHKTE aHTAroHKCTH. [laneHara no-noxy
MH(OPMaLHA OTPa3sABA HATHYHATA HHOOPMALKMA 33 OT/E/IHUTE ChCTABKH.

Lymacmepuo

Hacrosmure npoyuBanus 3a 0012 TOKCHYHOCT, PFEHOTOKCHYHOCT H KAHLEPOreHHOCT He MOKa3saT
HHKAKDB CTIELIHPHYEH PHCK 3a YOBEKa.

I[TpoyuBauus 3a penpoayKTHBHA TOKCHYHOCT NPH MBXKKH TUIHXOBE [0KA3BAT HAMANEHO TErNO Ha
NpOCTaTaTa M CEMEHHHTE MEXYPUETa, HAMAICHA CekpeLts OT AKLECOPHHTE OJIOBH XKIIE3H H
HaMasABaHe HA HHASKCHTE HA depTHTeTa (N0 MPHYHHA HA (PAPMAKONOTHYHHA eeKT Ha
aytactepun). KnHHHYHAaTa peieBAHTHOCT HA TE3HM HAXO/KM HE € H3BECTHA.

Kakto u npu aApyru WHXMOHTOPH Ha 5-anda peayxrazaTa Npu NPHIOKEHHE HA AYTACTEPH/ IO BpeMe
HA recTalMaTa € Habmogasano deMHHAZHpaHe Ha MBXKH (eTyc npH IbXoBe | 3aiiuM. Jlyractepun
€€ YCTAHOBABA B KPBBTA HA JKSHCKH ILTBXOBE CJIE] YHPTOCBAHE ¢ MBKKH, TPETHPAHH C AYTACTEPHL.
Koraro nyTactepia e npunarai Ha MPHMATH 1O BPEMe Ha recTaUMATa He € HabnionasaHa
GeMuHn3aLMa Ha MBXKH (eTyC NPH KPBBHA EKCTNIO3MLIAA, NPSBHILABAINA B JOCTATHYHA CTETIEH
EKCNO3HLMATA, KOSTO O1 HacThIHIa Ype3 HoBeLIKa ciepMa. Manko BepoaTHO € MbkkH (eryc na obae
NOB/THAH HEFATHBHO CIICA TMpeAaBaHe HA QyTACTEPH] 4pes CIIEPMAaTa.

Tamcyro3un
IMpoyusanua Ha 0B1MATa TOKCHMHOCT H FreHOTOKCHYHOCTTA HE NOKA3BAT HUKAKLB ONpelesieH PHCK 3a
XOpaTa, pa3IM4eH OT CBBP3AHHTE ¢ (GapMaKoJOrHYHHTE CBOMCTBA HA TAMCYRO3HH.

B npoy4sanua 3a KAHIEPOTEHHOCT NPH IUTBXOBE H MHUIIKH, TAMCYJIO3MHOB XHAPOXAOPHI BOIH 10
TIOBHILIABAHE Ha YECTOTATA Ha MPONHGPEPATHRHY [IPOMEHH HA MISUHATA XAE3A TIPH KEHCKHTE
KHBOTHH. Ta3ut HAXO/AKA, KOATO HAH-BEPOATHO CE MEJHHPA OT XHIEPNPONAKTHHEMHUATA H €
Haﬁmonasaﬂa CaMO TIPH MTPHITOAKECHHE HA BHCOKH J103H, ce& NpHeMa 32 KJIHHHYHO He3HaYTHMa.
BHCOKHTE 103H TAMCYI03HHOB XHAPOXJIOPK/ BOOAT A0 0OPATHMO HAMaNABaHe Ha epTHieTeTa NpH
MBKKH [UTbXOBE, KOETO BEPOSTHO C€ IbJDKY Ha IIPOMEHH B CHABLPKAHMETO HA CRIEpMaTa HIH
HapylnapaHe Ha eaxynauusta. Edexrure na Tamcynosun upxy Gpos Ha CHIEPMATOIONANWTE WK
(hYHKLIMATA HA CMICPMATA HE CA OUEHABAHH.

[1pHNOKEHHETO HA TAMCYNIO3HH XHIAPOXAOPHA NpH OpeMeHHH KEHCKH IUTbXOBE H 3aiiliH B 1034,
MO-BHCOKA OT TEPANEBTHYHATA, HE NMOKa3Ba AaHHH 3a deTanHe yBpexkaaHe.

6. ©GAPMAIIEBTHYHH JAHHH
6.1 Cuonrchbk Ha IOMOMBATE BEOIECTRA

CvOvporcanue na Oymacmepuo Mexa Kancyia
[IPONMKIICHTTHKONOB MOHOKANPHIAT
OyrwixuapokcutonyeH (E321)

KENATHH

rAMUEepon




THTAHOB qHokcHA (E171)
TPHITHLEPHAHM, CPEAHOBEPIKHH
JELHTHH (MOKe 71a ChABPXKA COSBO MACIIo)

Cuonpocane Ha mayMcyaozun neiemu.

CLNOJHMED HA METAKPHIIOBA KHCENHHa M eTHNakpwnart (1:1), 30-npoueHTHa aucriepcna
LENY103a, MHKPOKPHCTANHA

nubyTHncebakar

nonucoptar 80

CITHLIMEB JHOKCH], Konoues Oe3poaeH

KaJiMeB creapat

Obeusra Ha mevpoama xancyna:

XKenezen oxcua, depen (E 172), xenezen okcug, yeppen (E 172), Turanos anokcna (E171), xenesex
oxcul, #uat {E 172) 4 xenatux

Hepro macmuno:

[ennak, xenesed okcHa, deped (E 172), nponmnenrnukos, aMoHAK, KOHLEHTPHPaH Pa3TBOp, KATTHEB
XUAPOKCHNL

6.2 HecnemecTaMOCTHE

Henpunoxumo.

6.3 Cpoxk Ba rogaocT

2 rofIHHH
Cpok Ha rofHOCT Che MupRe OTBapsAHE Ha OyTHnkata: 90 KHU

6.4 CoensanuH yCIOBHSA 32 ChXPAHEHUE

Ja ce crxpansasa nox 30 °C.

6.5 BnJH chIbpXxaAHe HA ONAKOBKATA

HDPE 6yrHixka ¢ Kanauxa, Ch/bPallia CHIHKAres: KaTo ACCHKaHT.
I"oneMHHH ONaKOBKH:

7 kancynu, TespaH B 35 ml OyTHnKa;

30 xancynu, TELpAY B 100 ml OyTHiika;

90 kancynu, TBbpaH B 250 ml 6yrHaka

He pcHuxu BUAOBE OnaxoBku MoraT Aa GbOaT MycHaTH B pogax0a.

6.6 Cneunannn npeinasnd MePKH OPH HIXBLP/IsHe H paboTa

Hyractepun ce pesopbupa npes KoxkaTa, nopaan KoeTo TpAOEa Aa ce H30Arsa KOHTAKT C KANCyIH ¢
HapyileHa uanoct. B ciyuali Ha KOHTAaKT ¢ TakuBa Kancy/1H 30HATA HA KOHTAKT TPAOBA BEHAra ja ce
W3MHE CBC CallyH H BOAa (BIKTE TOuKa 4.4).

7.  IIPHTEXATEJI HA PASPEINEHUETO 3A YITOTPEBA



EKO®DAPM I'PYII A

yn. Aranac Jlykos Ne29, er.3,
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ten: (02) 90690 70

daxc: (02) 906 90 71

8. HOMEP HA PASPEIIEHHETO 3A YIIOTPEEBA

Per. Ne 20190163

9. JATA HA ITbPBO PA3PENIABAHEMIOJHOBABAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

JlaTa Ha nspeo paspemasane: 24 onu 2019 r.

10. JAATA HA AKTYAJIM3UPAHE HA TEKCTA
11/2019




