MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA INTPOAYKT
Enszanyramun Accordpharma 40 mg ¢unmupanu TabIeTKH
Enzanyramun Accordpharma 80 mg ¢unmupanu TabneTKH
Emzamyramun Accordpharma 160 mg punmmupanu Tabnetkn

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enzanyramun Accordpharma 40 mg ¢puiMupanu TabaeTku
Bcesika punmmupana Tabnerka chabpika 40 mg enszanyramun (enzalutamide).

Ensanyramun Accordpharma 80 mg dpuaMupanu TabaeTKu
Besika punmmupana Tabierka chabpika 80 mg ensanyramun (enzalutamide).

Emnzamyramun Accordpharma 160 mg dbuiaMupanu TabIeTKH
Besika punmupana Tabiaerka chabpika 160 mg enzamyramuy (enzalutamide).

3a IBIHUS CHUCHK Ha IIOMOIIHUTE BEIMIECTBA BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
dunmupana TadnaeTka (TabaeTKH ).
Exzanyramun Accordpharma 40 mg dmnMupanu tabIeTKH

Ko, npubnmsurento 10 mm, Kpbriy, GuIMupaHu TabIeTKH ¢ BJUIHOHATO peniehHO O3HAUCHHUE
»L 1 OT enHaTa cTpaHa W IIaJIKM OT JpyraTta cTpaHa.

Enszanyramun Accordpharma 80 mg ¢unmupanu TabueTKu
XKbnru, npudnusurtento 17 x 9 mm, oBaJiHU, PUIMUPAHU Ta0IETKH C BIJIHOHATO peiehHO O3HAUCHUE
,»L 2 OT eHaTa CTpaHa U IJIaJKU OT JIpyraTa cTpaHa.

Enzanyramun Accordpharma 160 mg ¢unMupanu TabaeTku
Kbnru, mpubnuzurtenno 21 x 11 m, oBanHu, punmupanu TabneTku ¢ BATHOHATO penedHO 03HAUYCHUE
,»L 3 OT enHaTa CTpaHa U IJIaJKU OT JIpyraTa cTpaHa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU NMOKA3ZAHUS

Enszanyramun Accordpharma e nokasas:

® KaTo MOHOTepanus Wi B KOMOWHANMS C aHAPOTeH JACNPUBAllMOHHA Tepanus 3a JIeueHHe Ha
BB3PACTHH MBXKE C BUCOKOPHCKOB OnoxumudHO permausupal (biochemical recurrent, BCR)
HEMeTacTa3upajl, XOPMOH-4yBCTBUTENEH pak Ha npocTtarata (nmHSPC), kouTo He ca
MOJXOAIIN 32 CIIACUTENHA JIbueTepanus (BX. Touka 5.1).

® B KOMOMHAIIUS C aHJ[POTEH JIEPUBAIIMOHHA TEPAIHs 32 JICUCHNE Ha BB3PACTHU MBKE C
MeTacTa3zupal, XOpMOH-UyBCTBUTENEH pak Ha mpocratara (mHSPC) (Bx. Touka 5.1).

® 32 JIeYeHUE HA Bb3PACTHU MBXXE C BUCOKOPHUCKOB, HEMETAcTa3Mpajl, PE3UCTEHTEH Ha KacTpaLus
pak Ha npocratata (castration-resistant prostate cancer, CRPC) (Bx. Touka 5.1).

e 3a JieueHHEe Ha Bb3PACTHH MBXKE C METAaCTa3upajl, pEe3UCTEHTEH Ha KacTpalus pak Ha mpocraTara
(castration-resistant prostate cancer, CRPC), xonTo ca 6e3 CHUMIITOMH HJIH C JICKH CHMIITOMH
Clie]l HeyCIelIHa aHAPOTeH IeNPUBAlMOHHA TePAIlnsl U 332 KOUTO BCE OLIE HE € KIMHUIHO
IoKa3aHa XuMHuoTepanus (BXK. Touka 5.1).

e 3a JileueHHe Ha Bb3pacTHHU Mbxke ¢ Metactasupai CRPC, unero 3a0ois1Bane € Mporpecupao mno
BpeMe Ha WX CIIe]] ISYCHUE C OIIETaKCEl.



4.2 Jl03MpoBKa U HAYNH HA MPUJIOKEHUE

JleyeHuero ¢ CH3alTyTaMHn/g Tpﬂ6Ba Ja 6’[)}16 3aIl104YHaToO U IMPOCJICAABAHO OT JICKAp CIICUATINCT, C OIIUT
B JICUCHUCTO HA paK Ha IIpocTararta.

ﬂosnpoma

[Ipenoppuntennata qo3a e 160 mg enzamyramuy (4eTupy GuamMupanu TabneTk ot 40 mg unu aBe
¢umupann Tabnetku ot 80 mg, nnu eqHa punmmupana Tadbnerka ot 160 mg) kaTo egmHUYHA
NepopajHa JHEBHA 103a.

MeaukaMeHTO3HAaTa KacTpalys ¢ aHAJIOT Ha XOPMOH, OCBOOOKIaBalll Ty TCHHU3UPAIIHS XOPMOH
(LHRH) TpsibBa ma mpoabinku 1o BpeMe Ha JiedenueTo rmpu narueaTn ¢ CRPC wm mHSPC, xouto He
ca XMPYPruvHO KaCTPUPaHHU.

[Narmentn ¢ BucokoprckoB BCR nmHSPC Morar na 6b1aT JeKyBaHH ¢ €H3ATyTaMH]] ChC WK 03
anamor Ha LHRH. Ilpn narnmenTy, KOUTO mMoirydaBaT eH3aryTaMu]] che wiu 0e3 anamor Ha LHRH,
JedueHreTo Moxe Ja Obae cipsiHo, ako PSA He Moxe a ce ycranosu (< 0,2 ng/ml) cnen 36 ceamunu
neveHue. JledeHneTo TpsOBa a ce 3amoYHe OTHOBO, korato PSA ce moBummm 1o > 2,0 ng/ml 3a
MAMEeHTH C MPEMIIHA PaJUKaIHa IPOCTATeKTOMUS WK > 5,0 ng/ml 3a marueHTH, KOUTO ca MMl
MpeauilHa MbpBUYHA TpyeTepanus. Ako PSA moxke na ce ycranosu (> 0,2 ng/ml) cnen 36 ceamuiu
Teparusl, JeYeHUETO TpsOBa 1a MPOIBIKHU (BXK. Touka 5.1).

AKO ManyeHThT NPOITyCHE MPHEM Ha eH3aIyTaMil B 00MYaifHOTO BpeMe, Mpenucanara 103a TpsaoBa
Jla ce mpreMe Bb3MOXKHO Hai-0J1130 10 00M4YaiiHOTO BpeMe. AKO MalMeHThT MPOITyCHE /1032 3a LEeNus
JIeH, JICYEHUETO TPsIOBa a ce MPOIbIKY Ha CIIEABAIIMS IeH ¢ oOMyaiiHaTa THEBHA 103a.

AKO TaIMEHT MOJIYYH TOKCHYHA PEaKIIUs CTEICH > 3 WIIM HEIIOHOCHMA HEeXKelaHa PeaKIus,
MPUIOKEHUETO TPsIOBA JIa ce IPEKbCHE 32 €JHA CEIMHUIIA HIIH JOKATO CUMIITOMHUTE C€ MOJI0OPAT JI0
crernieH < 2 W TOraBa, ako € He0OOXOIMMO, J1a Ce Bh30OHOBH ChC ChIllaTa WK MOHIKeHa 1032 (120 mg
umu 80 mg).

Cvnvmcemesawo npunodicenue ¢ mownu unxuoumopu na CYP2C8

AKO € Bb3MOXXHO, TpsI0Ba 1a ce U305rBa ChIIbTCTBAIOTO MPUIOKEHUE C MOIIHU HHXUOUTOPH Ha
CYP2C8. Ako manueHTure TpsiOBa Ja nmpueMar eJHOBpeMeHHO MolieH naxuourop vHa CYP2CS,
703aTa Ha eH3aJdyTaMuz TpAOBa na ce HaMmanu 10 80 mg BeAHBX AHEBHO. AKO Ce CIpe
€IHOBPEMEHHOTO MPUIOKEeHHE Ha MomHus nHxuoutop Ha CYP2CS, no3ata Ha eH3anyTaMup TpsaOBa
Jla ce BbPHE KbM J03aTa, U3M0I3BaHa Ipe/in 3ano4yBane Ha MoliHus naxuoutop Ha CYP2CS (Bxk.
Touka 4.5).

Cmapuecka 8v3pacm
He e Heo6xomrma KOpeKIys Ha Jo3aTa Py MAIUeHTH B cTapyecKa Bh3pacT (BX. ToUku 5.1 u 5.2).

Yeprodpobro yspedicoane

He e HeoOxoqiMo KOpHUTHpaHe Ha J103aTa 3a MAIMeHTH C JIeKa, yMEepeHa MM TeXKa CTeTeH Ha
yepHO1poOHO yBpexaane (chorBeTHO Child-Pugh xinac A, B wu C). [Ipu nanuenTn ¢ Texka
4epHOAPOOHA HEIOCTaTHYHOCT 00aue € HaOMoJaBaH yIbJDKEH MOTY>KUBOT Ha €H3alyTaMHI (BXK.
Touku 4.4 1 5.2).

bvopeuno yepeocoane

He e Heobxoaumo kKopurupaHe Ha J03aTa 3a MAIFeHTH C JIeKa 0 YMEpeHa CTerneH Ha 0h0pedHo
yBpexmane (BxK. Touka 5.2). [Ipy marueHTH ¢ TeXKa CTeleH Ha ObOPEUHO YBPEKIaHE HITH C
TepMUHaJICH cTaauii Ha ObOpeyHa OoNecT ce mpenopbuBa BHUMaHHE (BXK. Touka 4.4).

Tleouampuuna nonynayus
Hsma cpoTBeTHa ynorpeba Ha eH3alyTaMu/l B IIeJUaTpUyHaTa MOIyJIaIHsl 3a II0Ka3aHUETO 3a JICUCHUE
Ha Bb3pacTHU Mbxke cb¢ CRPC, mHSPC nnu BucokopuckoB BCR nmHSPC.



HauuH Ha ipuioXeHue

Enzanyramun Accordpharma e 3a mepopainHo npunoxenne. unmMupanute TabIeTKH He TpsiOBa 1a ce
pa3psA3BaT, HaTPOIIABAT WM IbBUAT, a TPsOBa /1a ce T'BJITAT LeNK ¢ JOCTaThUYHO KOJMYECTBO BOAA U
MOJKE [1a ce MpUeMaT ChC Win 0e3 XpaHa.

4.3 IIporuBomokaszanus

CBpBX4YYBCTBUTEITHOCT KbM aKTHBHOTO(HTE) BEIIECTBO(a) MIIH KbM HAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

JKenu, konTo ca OpeMEHHH HITH MOJKe Ja 3a0peMeHesT (BXK. TOuku 4.6 1 6.6).

4.4 Chnenuajanu mpeaynpeskaeHus U NpeAna3sHi MepKH NPHU ynoTpeda

Puck ot repyoBe

Ynorpebara Ha eH3aIyTaMUJI CE CBbP3Ba C Ir'bpuoBe (Bk. Touka 4.8). PerieHneTo 3a npoabrkaBaHe Ha

JICUEHHETO MPY MALUEHTH, KOUTO ca MOJIyYHIIU I'bPUYOBE, TPAOBA a ce B3eMa OTAETHO 3a BCEKU
ciyyail.

Cunznpom Ha octepriopHa obparuma ennedanonarus (PRES)

Hanwmyanu ca penku cho0IIEeHUs 32 CHHIPOM Ha moctepropHa odparuma eHnedanonatus (PRES) mpu
MaIMeHTH, TOoTy4aBally eHzanytamMu (Bk. Touka 4.8). PRES e psako, 06paTumMo HEBPOIOTHYHO
yBpeXIaHe, KOETO MOXKE J1a Ce U3SBU C ObP30 Pa3BHBAIIN CE CHMIITOMH, BKJIIOYBAIIN I'BPUOBE,
ri1aBo6ore, OOBPKAHOCT CIETIOTA U IPYTH 3PUTEITHA ¥ HEBPOJIOTUYHH HAPYIIEHUS, C WiiH 0e3
cBbp3anHa xunepToHus. Jluarno3ara Ha PRES u3nckBa notBspkaeHne ¢ 00pa3HO H3CleBaHe Ha
MO3bKa, 3a MpeanounTane sapeno-maranter pezonanc (MRI). [IpemopsuBa ce crimpane Ha
€H3aIyTaMHJ1 IpH nanueHTu pa3suian PRES.

BTopuuHO Bh3HUKHAIM IBPBUYHH 3JI0KAYECTBEHU 3200 IsIBAHUS

B knvHUYHY POYYBaHUS ca ChOOIABAHU CITyYal HA BTOPHYHO Bh3HUKHAIM 37I0KAYESCTBEHH
3a00JISIBAHUS TIPH MAIMESHTH, JICKYBAHU C SH3ATyTaMUl. B KIIMHUYHY Ipoy4BaHus (asa 3, Hal-4uecTo
ChOOIIaBaHNTE CHOUTHS TIPH JICKYBAHUTE C €H3ATyTAMU/I AIIMEHTH, C [TO-TOJIIMA YECTOTA OT TE€3U TPH
iane6o, ca Ounu pak Ha nukouHus Mexyp (0,3%), aneHokapiimHoM Ha Jiedenoro uepso (0,2%),
npexoaHokieTbueH KapruHoM (0,2%) u manuraen menanoMm (0,2%).

[TanmenTure TpsiOBa 1a ObAAT CHBETBAHM HE3a0ABHO J1a MOTHPCAT TEXHUS JeKap, ako 3a0esexar
MpU3HALM Ha CTOMAIIHO-YPEBHO KbPBEHE, MAKPOCKOIICKA XEMATypHs WIN APYTH CUMIITOMH KaTo
HaIrpuMep ITU3ypHS WIH HEOTIOKHOCT MPH YPUHUPAHE, KOUTO CE€ Pa3BUBAT 110 BPEME Ha JICYEHHUE C
SH3aIyTaMU L.

ChIrbTCTBRAIIO TPUIIOKEHHE C APYTH JIEKAPCTBEHU NPOILYKTH

Enszanyramun e MolieH eH3MMEH HHIYKTOP M MOXe Jia JOBee 10 3ary0a Ha e(puKacHOCT IIpH MHOTO,
YeCTO M3MOJ3BaHM JIEKaPCTBEHH NMPOAYKTH (BXK. mpumMepuTe B Touka 4.5). [1o Ta3u npuurHa TpsiOBa na
Ce MpaBy Mperyie/l Ha ChITbTCTBAIUTE JIEKAPCTBEHHU MPOIYKTH MPH 3aI0YBaHE Ha JICYCHNE C
ensanytamua. ChITbTCTBAIIO MPUIIOKEHNE Ha €H3aTyTaMUJ C JIEKAPCTBEHH MTPOAYKTH, KOUTO ca
YyBCTBHUTEJIHU CyOCTpaTH HA MHOTO META0ONIM3HUPALIH €H3UMHU HIIM TPAaHCHOPTEpH (BXK. Touka 4.5),
TpsiOBa KaTo 15710 J1a ce U304rBa, aKO TEXHUST TepareBTHIeH e(DeKT € OT ToJIIMO 3HAUYEHHE 32
[AIMEeHTa, U aKko HE MOXKE JIECHO J1a C€ HaIlpaBU aJlaliTUpPaHE Ha J03aTa Bb3 OCHOBA Ha IPOCieIsIBaHe
Ha e(pUKaCHOCT WM TIa3MEHH KOHLIEHTPALUH.

Tpsa6Ba fa ce u305rBa €AHOBPEMEHHO IIPUWIOKEHHE C BaphapuH U KyMapUHOBU aHTUKOAryJlIaHTH. AKO
SH3aTyTaMHJI Ce IIpuiara eIHOBPEMEHHO C aHTHKOarylaHTu, Metabonusupanu upe3 CYP2C9 (kato
Bap(apHH U alleHOKyMapoJ), TpsIOBa Jia ce MpaBH JOMBIHUTEIHO MpOCeIsiBaHe Ha MEXIyHAPOIHOTO
HOpManm3upano ceotHomeHue [INR]) (Bxk. Touka 4.5).



brOpeuno yBpexknane
[Ipu manueHTH ¢ TeXKKA CTETeH Ha OBOPEYHO yBpeKJaHe € He00X0ANMO BHIMAaHUE, Thil KaTo
SH3AITyTaMUJI HE € TTPOYYBaH P Ta3H MOMyJIalus MaIUCHTH.

TexKka cTelreH Ha YepHOAPOOHO YBPEKIAHE

[Tpu manueHTH ¢ TEXKA CTETeH Ha YepHOIPOOHO YBPEKIaHE ce HAOMI0aBa yIbIKEH TTOTYKUBOT Ha
SH3aTyTaMUJI, Bb3MOXKHO CBBhpP3aH C OBHIIICHO THKAaHHO pasmpeneicHue. KiimHnYHaTa 3HaYMMOCT Ha
TOBa HaOIIO/IEHNE OcTaBa Hen3BecTHA. OUakBa ce o0aue yIbHKEHO BpeMe 3a JIOCTHTaHe Ha
KOHIICHTPAIIMH B CTAIHOHAPHO CHCTOSHUE, @ BPEMETO 10 MaKCHUMAaIHUS (apMaKoJoruieH ek,
KaKTO U BPEMETO JI0 HAa4aJIO0TO U MOHWKCHHUETO HA CH3MMHATa MHIYKIUs (BXK. TOUKa 4.5), MOXE 1a
OB/IC YIBIDKEHO.

HeoTaBHaIIHO ChPAEYHOCHI0BO 3200IIBaHE

[IpoyuBaHusTa (a3a 3 U3KIOYBAT MAIUSHTH C HEOTAaBHAIIICH UH(APKT Ha MUOKapaa (mpe3
TOCTIEAHATE 6 Mecella) MM HecTadMITHA CTeHOKapIus (IIpe3 MmocieqHuTe 3 Mecera), ChpAedHa
HegoctaTbuHOCT Kinac I uimu IV cpriacHo kinacudukanusata Ha Hiollopkcka kKapAnoIornaHa
acoranust (New York Heart Association [NYHA]), ocBen ako JeBokamepHarta pakius Ha
n3tnacksane [LVEF]) e > 45%, Opaaukapaust uian HEeKOHTpoJupaHa xumnepTonus. Tosa TpsiOBa aa ce
nMa IpeaBU, aKO CH3aJTyTaMU ce Ha3Ha4yaBa IpPH TE3U MalUEeHTH.

Anaporen ACTIpUBAlIMOHHATA TEparusa MOXE Aa YABIIZKH OT HHTCEpBAJia

[Ipu maumeHTH c aHaMHE3a 3a, WM PUCKOBHU (akTopu 3a yabmkaBane Ha QT nHTepBana u npu
MAMEeHTH, TI0JTy4aBallly ChITBTCTBAIIO JIEKAPCTBEHHU NPOTYKTH, KOUTO OnXa Morim fa yabiokat QT
WHTepBana (BX. To4ka 4.5), mpeu 3arouBaHe Ha eH3aITyTaMHUI, JISKapUTe TPsiOBa Aa OICHST
CHOTHOIICHHUETO I0JI33/PUCK, BKIFOUUTEIIHO MMOTeHIMANA 32 pa3BuThe Ha Torsades de pointes.

[TpuokeHue Mpu XUMHOTEPAITUS

BesomnacHocTTa M e(hMKacCHOCTTA MPHU STHOBPEMEHHO NPUIIOKEHHUE HA CH3ATyTaMHUJ] ¢ IMTOTOKCHUYHA
XUMHUOTEpAIvs He Ca YCTaHOBEHU. ETHOBPEMEHHOTO TIPUIIOKEHHE HA €H3aTyTAMU]T HE OKa3Ba
KIIMHUYHO 3HAYMM e(eKT BbPXY apMaKOKWHETHKATa HA HHTPABEHO3HO MPHJIAraH JOIETaKceN (BXK.
Touka 4.5), HO He MOXe J]a e W3KITIOYHM YBEIMYaBaHE Ha CIIy9anTe Ha WHAYIIUpPaHa OT JOIeTaKcel
HEYTPOICHUSL.

TexKH KOWKHY PEAKITUH

TexKu KOXKHHU HeXeJIaHu peakiiuu (severe cutaneous adverse reactions, SCAR), BKIIFOUHUTEITHO
cHUHIpPOM Ha Stevens-Johnson, KOHTO MOe J1a € KHBOTO3aCTpAaIlIaBall] I JIETaIeH, Ca ChOOIaBaHH
P JICYCHUE C CH3ATYTaMHU/.

[To BpeMe Ha npeANMCBAHETO NAMEHTHTE TPsIOBA Jla ObJIAT MPEAYTIPEACHH 32 IPU3HAIUTE U
CHUMIITOMUTE U J1a OBbIaT BHUMATEIHO MIPOCIIEASIBaHH 38 KOXKHU PEaKIIHU.

AKO ce MOSBAT MPU3HAIM ¥ CUMIITOMH, IIPEAIIOIArally Ta3u PeaKIys, eH3ayTaMHul TpsOBa aa ce
cripe He3a0aBHO U J]a ce OOMUCIIH MTOAXO/ISINO AITSPHATHBHO JICUCHIE.

Peakiu Ha CBPBXYYBCTBUTEIHOCT

Peaknuute Ha CBPbX4YyBCTBUTEIHOCT, HAOJIIOaBaHH C SH3AJIYTaMUI, CE U3SBSABAT ChC CUMIITOMH,
BKJIFOYBAIIHM, HO HE OTPAaHMYaBAILY Ce 10, OOPUB HJIM OTOK Ha JIUIETO, €3UKa, YCTHUTE WM OTOK Ha
¢apunkca (Bx. Touka 4.8.).

EnsanyramMug kato MOHOTepamnus opy nanueHTH ¢ BucokopuckoB BCR nmHSPC

Pesynratute ot mpoyuBaneto EMBARK npenmnonarart, ue eH3amyTaMua KaTo MOHOTEpanus U B
KOMOWHAIINSA C aHAPOTCH JICTPUBAIIMOHHA TepaIus, HE ca eKBUBAJICHTHH TEPANICBTUIHN BH3MOKHOCTH
ripu narueHTH ¢ BucokopuckoB BCR nmHSPC (Bx. Toukn 4.8 1 5.1). EH3amyTamua B KoMOUHAIINS C
AHJPOTeH JICMPUBALMOHHA TEPANUs € CMATAaH 3a NPENOYUTaHa TEPANCBTUUYHA Bb3MOXKHOCT, C
M3KJIIOUEHHUE Ha CIIy4auTe, IPH KOUTO J00AaBIHETO Ha aHAPOreH ACIPUBAIIMOHHA TEPaIUsa MOXKE Ja
JIOBEZC 10 HETPUEMITUBA TOKCUIHOCT WJIH PUCK.




Jucdarust, cBbp3aHa ¢ JIeKapcTBeHara popMa Ha IPOIYKTA

Nma cpobmienns 3a manueHTH, U3MUTATN TPYIHOCT MIPU T'BITAHETO HAa €H3ATYTaMH/I, BKIFOYHTEITHO
ChOOIIEHUS 3a 3a/1aBsiHe. TPYMIHOCTUTE MPU I'BJITAHETO U CIYYauTe Ha 3a/1aBsIHE ca ChOOIaBaHu
MPEeIMMHO 32 JICKapCcTBeHaTa (popMa Karicysia, KOeTO MOKE Jia € CBbP3aHO C IO-TOJIeMHUs pa3Mep Ha
npoxaykra. [lanmentuTe TpsiOBa na ObIAT MOCHBETBAHHM Ja T'BIITAT TAOJIETKUTE IETH C JOCTATHYHO
KOJIMYECTBO BOJA.

IloMo1Hy BenecTBa
ToBa nexapcTBO chabprka mo-Manko ot 1 mmol Harpuii (mo-Manko ot 23 mg) Ha puIMHUpaHa
TabJIeTKa, T.e. MOXKE JIa CE KaXe, Ye MPAKTUICCKU HE ChAbpikKa HATPUH.

4.5 BzaumoaeiicTBHe ¢ IPYrd JeKAPCTBEHH MPOAYKTH U APYru (popMH Ha B3auMojeiicTBHe

HOTCHHI/I&J’I Ha JpYyry JICKAPCTBCHU IIPOAYKTH Ja IMOBJIUAAT CKCIIO3HUIIMATA HA CH3aJlyTaMU L

CYP2C8 unxubumopu

CYP2C8 urpae BaykHa poJisi IpU ETMMUHUPAHETO HA €H3ATYTaMUA U PH 00pa3yBaHETO Ha HETOBHSI
aKkTuBeH MeTtabonuT. Cien nepopaiHo NpuiiokeHne Ha MolTHug naxuouTop Ha CYP2CS8
remdudposwm (600 mg 1Ba MHTH AHEBHO) HA 37paBu MBke Jo0poBomiy, AUC Ha eH3amyTaMus ce
yBennuara ¢ 326%, nokaTo Cmax Ha eH3aTyTaMu HamansBa ¢ 18%. 3a cymaTa oT HeCBbp3aH
SH3aTyTaMUJI TUTIOC HECBBP3aH akTuBeH MeTtabonut, AUC ce yBenuuasa ¢ 77%, 10KaTo Cax
HamaisiBa ¢ 19%. Mommnu naxuburopu (Hanp. rempuoposnin) Ha CYP2C8 tpsOBa na ce n30sreat uin
W3ION3BAT C BHUMaHHE M0 BpeMe Ha JICUeHHUE ¢ CH3aTyTaMu. AKO Ha ManyeHTa TpaoBa Ja ce mpuiara
ennoBpemenHo mouieH CYP2C8 nnxuburop, 1o3ara Ha eH3aldyTaMu TpsiOBa na ce HaMmanu 10 80 mg
BEIHBXK JTHEBHO (BXK. TOUKa 4.2).

CYP3A44 unxubumopu

CYP3 A4 uma manka poJs 3a MetaboiausMa Ha eHzanytamul. Cien mepopaaHo MPIIOKEHUE Ha
motHus nHXuouTop Ha CYP3 A4 utpakonaszon (200 mg BeTHBK JHEBHO) Ha 37JpaBU MBKE
nob6posoint, AUC Ha en3zamyramun ce yBenmdana ¢ 41%, mokato Crax HE ce IPOMEHs. 3a cymaTa OT
HECBBbp3aH eH3aJTyTaMUJ IUTIOC HecBbp3aH akTuBeH MetabonuT AUC ce yBenudasa ¢ 27%, 10KaTo
Crmax OTHOBO He ce npomMeHs. He e HeoOxonuMo aganTupane Ha 103aTa, KOraTo eH3allyTaMu]l ce
npuiara eqHOBpeMeHHO ¢ nHxuoutopu Ha CYP3A4.

CYP2C8 u CYP3A44 unoykmopu

Cnen nepopanHo npuioxeHne Ha ymepeHus nHaykrop Ha CYP2C8 u momHus nuanykrop Ha CYP3A4
pudamnud (600 mg BeHBXK JTHEBHO) IIPU 3[paBH WHAUBHUIU OT MBKKU 110J1, AUC Ha eH3aIyTaMu/]
IUTFOC aKTUBHHS METa0OIUT HamassaBaT ¢ 37% nokato Cmax OCTaBa HenpoMeHeHa. He € HeoOxoaumo

KOpHUTMpaHe Ha J103aTa, KOraTo eH3alyTaMuJ ce Ipuiiara eTHOBpeMeHHO ¢ HHAyKTopHu Ha CYP2C8
nim CYP3A4.

HOTCHLII/IaJ'I Ha €H3aJ1yTaMuJ d NOBJHAC CKCIIO3UIIMUTC Ha JPYI'H JICKAPCTBCHU IIPOAYKTH

Ensumna unoykyus

Enszanyramuz e MOIIeH eH3MMEH HHAYKTOP M yBeJIHYaBa CHHTE3a Ha MHOTO €H3UMH U TPaHCIIOPTEPH;
CJIEOBATEIHO CE 0YaKBa B3aUMOJIEHCTBHE C MHOTO, YECTO U3MOJI3BAHN JIEKAPCTBEHH TPOSYKTH, KOUTO
ca cyOcTpaTH Ha €H3UMH WK TpaHcropTepy. Hamanennero B nmia3MeHNTE KOHIIEHTPAIIMHA MOKeE /12 €
3HAYMTEITHO U JIa JIOBEJIE JI0 3ary0a Wil HamallsiBaHe Ha KITMHUIHUS eekT. ChIlecTBYBa ChIO PUCK
3a 3aCHJIEHO 00pa3yBaHe Ha aKTMBHU MeTabonuTu. EH3umuTe, KouTo MoXke 1a ObAaT MHAYLUpaHH
BrimouBaT CYP3A B uepHus npo6 u uepsara, CYP2B6, CYP2C9, CYP2C19 u ypunun-5'-nudochar
rmokyporunTpancdepaza (UGT — rimrokypOHHI-KOHIOTUPAIIN €H3UMH ). HIKoU TpaHCTIOpTepH CHIIO
MOJKE Jla ce HHIAYLUpaT,Hanp. n30QopMa 2 Ha MpOTenHa, CBbP3BaH C MyJITHIEKapCTBEHATA
pesuctenTHOCT (MRP2)u Tpancnoptupanust oprannynu anunonu noiunentug 1B1 (OATP1B1).

In vivo mpoyuBaHUus MTOKa3BaT, 4ye eH3amyTaMu € MoineH HHAykTop Ha CYP3 A4 u yMepeH HHIyKTOp
Ha CYP2C9 u CYP2C19. EnnoBpeMeHHOTO TpritokeHUe Ha eH3anyTamu/ (160 mg BeIHBK JTHEBHO)
C €IHOKPATHHU MIEPOPATTHH O3 OT YyBCTBUTEIHU cyOcTpaTi Ha CYP Ha manueHTH ¢ pak Ha



npoctaTara Boau 10 86% nonmxkenne B AUC Ha muaazonam (CYP3A4 cyGetpart), 56% noHmxeHne B
AUC na S-Bapdapur (CYP2C9 cyberpar) u 70% mormkenne B AUC nHa omemnpazon (CYP2C19
cyoctpar). UGT1A1 cpuio Taka moxe na Obae nHAynupana. [1o ganHu OT €1HO KIMHUYHO MTPOYyYBaHE
Ha MalMeHTH ¢ METacTa3upall, pe3UCcTEeHTEH Ha KacTpauus pak Ha npocratara (CRPC), enzamyramun
(160 mg BegHBX THEBHO) HE OKa3Ba KIIMHUYHO 3HAYUM €(PeKT BbpXy (papMaKOKWHETHKATa Ha
MHTPaBEHO3HO Tpuiaran gouerakcen (75 mg/m? upes undysus Ha Beekn 3 ceqmuim). AUC Ha
JoneTakcen HamassiBa ¢ 12% [cpenHo reoMeTpuYHO ChOTHOIIEHHE (geometric mean ratio, GMR) =
0,882 (90% nosepurenen unteppain (Confidence Interval, CI): 0,767, 1,02)], mokato Cpax ce
yBenm4asa ¢ 4% [GMR = 0,963 (90% CI: 0,834, 1,11)].

OuakBaT ce B3aUMOJIECHCTBHS C ONpeAETIeHH JIEKAPCTBEHU MPOAYKTH, KOUTO C€ ETUMHHHUpPAT Upe3
MeTaboIM3bM WIIH aKTUBEH TPAHCIIOPT. AKO TEXHHAT TepaneBTHIEH e(PEeKT € OT TOISIMO 3HAUYEHHUE 3a
MalueHTa, ¥ He € JIECHO J1a Ce aJanThpa Jo3aTa Bb3 OCHOBA Ha MpociielsBaHe Ha e(pUKACHOCT WK
TUTa3MEHHU KOHIICHTPAINH, Te3U JIEKAPCTBEHH NMPOILYKTH TPSIOBA Aa ce N30sArBaT Ui U3M0I3BAT C
BHHMaHUe. Jlomrycka ce, 9e pUCKbT 32 YepHOAPOOHO YBPEKIaHE CIIe] MPUIIOKEHHE Ha ITapamneTamMol e
MTO-BHCOK TPY MAIMEHTH JIKYBaHU €THOBPEMEHHO C €H3MMHHU UHIYKTOPH.

I'pymute nekapcTBEHH MPOLYKTH, KOUTO MOXKE Ja CE 3aCErHaT BKIIIOYBAT, HO HE CE€ OrpaHMYaBar ao:

Amnanretnnu (Harp. peHTaHWI, TpaMaIoI)

AHTHOHOTHIIN (HATIP. KIIAPUTPOMHUITUH, JTOKCUIITHKITIH )

[IporuBoTyMOpHU cpescTBa (HAIp. Kaba3uTaKcem)

AHTHETTHIIENTHYHH Cpe/icTBa (HAIp. kKapOaMasennH, KIoHa3enam, (QeHUTONH, TIPUMHUJIOH,
BaJIMPOEBAa KHUCEIMHA)

AHTHIICHXOTHUIT (HATP. XaJOIIEPHION)

AHTUTPOMOOTHYHH (HATIpP. AIIEHOKYyMapoJl, BaphapuH, KIOMUI0TPE)

Bera G6mokepu (Harp. GU30MPOIION, MPOTIPAHOIION)

Kanuuesu antaronuctu (Hanp. aunruaseMm, GenoJunyH, HUKApIUIUH, HU(ETUINH,
Beparammi)

CopreyHu TIMKO3UAM (Hamp. TUTOKCHH)

Koprukocreponnu (Hamp. qekcameTa3oH, IPeAHU305I0H)

AHTHBUPYCHH cpezicTBa 3a iedenre Ha HIV undexiun (Harp. MHIUHABHAD, pUTOHABHD)
XUMHOTHUIM (HAMp. JUa3enam, MUIa30J1aM, 30JITH/IEM )

HmyHocynpecopu (Hanp. TaKpoJIuMyc)

Wuxubutopu Ha MPOTOHHATA ITOMIIA (HAIp. OMENpas3oi)

Crarunn, metabonmsupanu ot CYP3A4 (nanp. atopBacTaTHH, CHMBAaCTAaTHH)
Tupeonanu cpenctsa (Harp. JIEBOTUPOKCHH)

[IBIHUAT MHIYKIIMOHEH TOTSHIIMA Ha €H3aTyTaMHJI MOJXKE J1a HE C€ IPOSIBHU JI0 MPUOIU3UTEIIHO

1 Mecerr clie1 HAYANIOTO HA JICYCHUETO, JJOKATO OBIaT JOCTUTHATH IUIa3MEHH KOHIICHTPAIMH Ha
€H3aTyTaMHJI B CTAIIMOHAPHO CHCTOSTHUE, BHIIPEKH Y€ HAKOW WHAYKIIMOHHU €(EKTH MOXKE Ja ca
BHJIUMH T10-paHo. [lanmenTure, mpueMaiiu JeKapCcTBEHU NPOAYKTH, KouTo ca cyoctpatu Ha CYP2B6,
CYP3A4, CYP2C9, CYP2C19 umn UGT1A1 TpsadBa na ce olieHsBaT 32 Bh3MOXKHA 3ary0a Ha
(hapmakonorudHu eeKTH (WK 3aCHUiIBaHe HA €PEKTUTE, B CIIydanuTe Korato ce o0pa3yBar akTUBHU
MeTabOoJIMTH) 110 BpeMe Ha IIbPBHUTE MECEIIX Ha JICYCHUE ¢ SH3aIyTaMUI U IPU HEOOXOAUMOCT TpsiOBa
na ce oOMHUCIH KOpeKus Ha o3ata. [IpenBu Ibarus Moy >KMBOT Ha eH3adyTamun (5,8 THU, BK.
To4Ka 5.2), ciel cCupaHe Ha eH3TyTaMuJl €PEKTUTE BhPXY CH3UMHUTE MOXKE J1a TIEPCUCTHPAT B
MIPOIBIDKEHHE HA €IMH MECEI MITH TI0-IhJIr0. MoJke 11a € He00X0UMO IMOCTENIEHHO MOHKaBaHEe Ha
J103aTa Ha CHITBTCTBAMIHS JICKAPCTBEH MPOAYKT, KOTaTO C€ CITUpPA JICYCHHUETO C CH3AITYTaMU/I.

CYP1A2 u CYP2C8 cybcmpamu

Enzamyramuz (160 mg BeqHBK THEBHO) HE BOAU 10 KIMHUYHO 3HaunMa TpoMsHa B AUC i Crax Ha
kogenn (CYP1A2 cyberpat) nnu nuoraurazon (CYP2CS8 cy6erpar). AUC Ha THOTAMTA30H ce
yBenuuana ¢ 20%, 10kaTo Crax HamansiBa ¢ 18%. AUC u Chax Ha KoderHa HaMalIsIBaT ChbOTBETHO C



11% u 4%. He e moka3aHa KopekIus Ha go3ara, korato cyoctpat Ha CYP1A2 nmm CYP2CS ce
mpuiiara eJJHOBPEMEHHO C CH3aITyTaMHU/I.

P-gp cybcmpamu

In vitro NaHHM TIOKA3BaT, Ye SH3ATyTaMUJl MOXKE J1a € UHXUOUTOp Ha eIIyKCHUS TpaHcnoptep P-gp.
Cnab naxubupan eekT Ha eH3aTyTaMU]l, B CTAI[IOHAPHO CHCTOSIHUE, BEPXY P-gp e HabnromaBaH B
MpoyYBaHe TPH MAIMEHTH C paK Ha MpocTaTaTa, KOUTO ca MOoIydaBaid CAMHUYHA TIEpOpaiHa 1032 OT
npoOHus P-gp cyOcTpaT MUrOKCHH MpeId U ChITBTCTBAINO C SH3aTyTaMH/] (ChITbTCTBAIIO MPUIOKEHUE
MOCITIEIBAHO OT Hal-MaKo 55 JHU MpUJIOKEHHE Ha eMHIUYHA JHEeBHA 032 160 mg eH3zamyTamun).
[Ina3smMenunTe HUBa Ha JUTOKCHH ca M3MEPEHH C ITOMOIITA Ha BaJUIUpaH aHATU3 C TeUHa
xpomatorpadus ¢ TanaemMHa Maccrekrpomerpus. AUC u Cmax Ha TUTOKCHH C€ TIOBUIIIABAT
c¢b0TBeTHO € 33% u 17%. JlekapcTBeHH IPOAYKTH C TACHA TEpANeBTHYHA IITUPHUHA, KOUTO Ca
cyOctpartu 3a P-gp (Hamp. KOMXHULUH, Ja0UraTpaH eTeKCUIIaT, TUTOKCHH), TpsOBa Aa ce U3M0N3BaT ¢
BHUMaHHE, KOTaTO Ce MpuiiaraT ChI'bTCTBAIO C CH3aTyTaMU U MOXKE 1a CE HAJIOKU KOPEKIIUs Ha
7103aTa, 3a J1a e MOJIbPXKAT ONTUMATHH TJIa3MEHU KOHIICHTPALIUH.

Ilosnussane na pesyrimamume npu 1a60pamopHo u3Ccieo8ane

[Ipu nauuenTy, 1€KyBaHU € €H3aIyTaMH, C€ YCTaHOBSIBAT Pe3yITaTh, OTYUTAIIN (alIMBO 3aBUIIEHU
IJIa3MEHY HUBA Ha TIUTOKCHH C XEMILTyMHHECIIEHTHHA UMYHOaHau3 ¢ Mukpodactuim (CMIA),
HE3aBUCHMO OT TOBa JaJIU Ca JIEKyBaHU ¢ TUroKCHH. ClleI0BaTEIHO PE3yITaTUTE Ha IUIa3MEHUTE HUBA
Ha TUTOKCHH, monryueHn upe3 CMIA, TpsOBa 1a 0bJaT HHTEPIIPETUPAHH C TIOBUILIEHO BHUMAHUE U
MOTBBPXKIABAHU Ype3 ApYT BUA aHAIM3, ey Aa ObAaT NpeAlpueMaHy ASHCTBHSA 10 OTHOLIEHHE Ha
JTO3UTE JUTOKCHH.

BCRP cybcmpamu

B cTaunonapHO chCTOSIHUE €H3ATyTaMUA HE IPEIU3BUKBA KIMHUYHO 3HAYUMa POMSHA B
EKCTIO3UIUATa Ha TPOOHUS cyOCTpar Ha MPOTEHHA Ha PE3UCTEHTHOCT Ha paka Ha rbpaara (BCRP)
PO3yBaCTaTHH MPH NALUEHTH C PaK Ha MPOCTaTaTa, KOUTO Ca MOJIyYaBaly eJMHUYHA IepOpaTHa 1032
PO3yBacTaTHH NPEAX U ChIBTCTBALIO C €H3IyTaMH (CHITBTCTBAIIO MPHIOKEHUE ITOCIIEIBAHO OT
MOHE 55 AHM MPUJIOKEHHE Ha eIMHUYHA AHeBHA f03a 160 mg enzanyramun). AUC Ha po3yBacTaTuH
HamaisiBa ¢ 14%, nokato Cmax ce nosuiasa ¢ 6%. He e HeoOX0uMO0 KOpUrupaHe Ha J03aTa, Koraro
BCRP cybctpar ce npuiara eTHOBpEMEHHO ¢ €H3aTyTaMH/I.

MRP2, OAT3 u OCTI cybcmpamu

BB3 ocHOBa Ha in vifro TaHHH HE MOXeE J1a ce U3KIItoun naxnorupane Ha MRP2 (B uepBara), kKakTo 1 Ha
TpaHcnoprepa Ha opraHnyHu aHuoHu 3 (OAT3) u Tpancnioprepa Ha opraunyau katrnonu 1 (OCT1)
(cuctemHo). TeopeTH4HO € Bb3MOXKHO CHIIIO HHAYIIMPAHE HAa Te3U TPAHCTIOPTEPH, HO MTOHACTOSIIEM HE
€ U3BECTCH HETHUAT e(eKT.

Jlexapcmeenu npodyxkmu, koumo yovaxcasam QT unmepsana

Toii KaTO aHAPOTeH JeNpUBAaLMOHHATA Tepanus Moxe 1a yaboku QT unTepBana, TpsiOBa BHUMATEIHO
Jla ce TpelieHsBa eJHOBPEMEHHOTO MPHIIOKECHUE Ha CH3aTyTaMHU]] C JIEKAPCTBEHH NIPOIYKTH, 32 KOUTO
€ M3BECTHO, ue yabmnkaBaT QT MHTepBana WK JIEKapCTBEHU MPOYKTH, CIOCOOHH Jla WHTYIIHPAT
Torsades de pointes, karo knac [A (Hanp. xununuH, Au3onupamun) wiu kinac 11 (Hanp. amuonapos,
coTaon, NoMeTHIN I, HOYTHITUT) AaHTHAPUTMUYHY JICKAPCTBEHU TPOTYKTH, METAJIOH,
MOKCHU(TOKCAIIMH, aHTUIICUXOTHUIIU | T.H. (BX. Touka 4.4).

EdexT Ha XxpaHaTa BbpXY €KCIIO3ULMATA HA EH3TYyTaMUJL
XpaHarta HsAIMa KIMHUYHO 3HAUYMM e(eKT BbPXY CTEIIeHTa Ha eKCIO3UIHA Ha eH3amyTamu/. [Ipu
KIMHUYHY TPOYYBaHUs, EH3aIyTaMH]l € IpUjlarad cbC UM 0e3 XpaHa.

4.6 @epTHINTET, OPEMEHHOCT U KbpPMeEHe

Kenu ¢ nerepojieH noTeHUNAN
Hsma manau npu xopa 3a IpriIoKeHHe Ha eH3aTyTaMu PH OPEeMEHHOCT, a TO3H JIEKAPCTBEH
MIPOJYKT HE € MpeIHa3HauYeH 3a MPUIOKEHHUE TIPH KEHH C AETEPOeH MOTEeHIInal. ToBa JexapcTBo




MOJKE Jla IPUYMHN YBPEXkKIaHe Ha TUI0/Ia WIIH TIOTCHITUAITHO TIPEKhCBaHEe Ha OPEMEHHOCT, aKo ce
TIpueMa OT KEHH, KOUTO ca OpeMeHHH (BX. ToUkH 4.3, 5.3 1 6.6).

KoHTparienims npu Mbxe U KeHH

He e u3BecTHO nanm eH3adyTaMUa WM HErOBH METa0OJUTH ce HaMHpar B criepmara. Heobxomum e
MIpe3epBaTHB M0 BpeEMe Ha WIIM B TIPOABIDKEHUE Ha 3 Mecela ciie/1 JIedeHNe ¢ EH3TyTaMHu/I, aKo
MAaIUEHTHT UMa CEKCyalIHU KOHTAaKTH C OpeMEHHa JKeHa. AKO NAIlMeHThT yYaCcTBa B CEKCYAJICH aKT C
JKEHa ¢ AETEepOIeH MOTEHIINAN TPIOBa Ja e M3MOJI3Ba IMpe3epBaTHB Wi Ipyra (hopMa 3a KOHTPOI Ha
pakIaeMoCTTa 10 BpeMe Ha U B IPOABIDKEHNE Ha 3 Mecera cien teueHne. [lpoyuBanusTa mpu
JKUBOTHH TIOKa3BaT PEHPOTyKTUBHA TOKCUYHOCT (BXK. Touka 5.3).

BbpemenHoct
Enzanyramuna He € npepHa3HayeH 3a ynorpeda oT keHu. EH3aimyTaMu| € MpOTHUBOIIOKA3aH MPH JKEHH,

KOUTO ca OpPEeMEHHHU WJIM MOXe Jia 3a0peMeHesT (Bxk. Touku 4.3, 5.3 u 6.6).

Kspmene
Enzanyramun He € mpenHa3HaveH 3a yrnoTpeda oT xeHu. He € U3BeCTHO anu eH3ainyTaMuJl IPUChCTBA

B KbpMaTa. EH3aiyTaMu W/WIin HETOBUTE META0OJIUTH CE CEKPETUPAT B MIISIKOTO Ha IUTHXOBE (BXK.
TouKa 5.3).

DepTunurer
[IpoyuBaHus pH )KUBOTHU MOKA3BAT, Y€ €H3aIyTaMU/]l IIOBJIMSBA PEIPOIYKTUBHATA CUCTEMA HA

MBXKKH IITHXOBE U KydeTa (BX. Touka 5.3).
4.7 Edexru BbpXy cnoco0HOCTTa 32 moupaHe U padora ¢ MALIMHA

Enzanmyramun Moxke /1a IOBJIHsIBa B yMepeHa CTeTeH criocoOHoCTTa 3a modupane u padoTa ¢ MallvHH,
TBH KaTO ca ChOOIICHH NICUXUYHU U HEBPOJOTUYHH CHOUTHS, BKIIFOUUTEIIHO I'bpY (BK. Touka 4.8).
[MarnenTure TpsiOBa 12 OBAAT NPEIYNPEKAABAHH 32 TOTCHIMATHUS PUCK OT TICHXHUYHO H
HEBPOJIOTUYHO CHOUTHE MpH mopupane u padbora ¢ MamuHu. He ca npoBexxJaHy MpoOyYBaHUS 32
OIICHKA Ha €)EKTUTE HA CH3AJIyTaMUJ] BbPXY CIIOCOOHOCTTA 3a IioupaHe U padoTa ¢ MallIHHU.

4.8 Hexesianu JJeKapcTBEeHH peaKkUnu
O06006111eHMEe Ha podria Ha OE30IIaCHOCT

Haii-uecture HexxenaHu peakLuy ca aCTEHHUS/yMOpa, TOPELIH BhJIHU, XUIIEPTOHUS, QYPaKTypu U
najanus. J{pyru BayKHH HEeXXEJIaHW PEeaKI[MK BKIIFOUBAT HCXEMUYHA OO0JIECT Ha CHPIIETO U I'bPY.

I'bpuoBe uma npu 0,6% OT NeKyBaHUTE ¢ eH3anyTaMua naureHT, 0,1% ot nexyBanuTe ¢ mianedo
manuenTty u 0,3% oT ekyBaHWTE ¢ OMKATyTaMUJ TTAIIHCHTH.

[Ipu naumeHTHTE JEKYBAaHH C €H3aTyTaMK Ca JIOKJIQJABaHU PEIKU CIlyyad Ha CHHAPOM Ha
nocTepruopHa odpaTuMa eHuedanonaTus (Bx. Touka 4.4).

CroOmraBaHo € 3a cuHAPOM Ha Stevens-Johnson mpu nedeHue ¢ eHzanytamu (Bxk. Touka 4.4).

TabnuyeH cuMChK HAa HEXKENAHUTE PEAKINN

Hexxenanure pcaknuuu, Ha6.HIOJIaBaHI/I 110 BPpEMEC Ha KIIMHUYHUTE MIPOYYBaHHs, Ca U3PCACHU I1O-A0TY B
KaTeropus 1o uectora. Kareropuure mo 4ectoTa ce OnpenessT KakTo cliefiBa: MHOTO decTH (> 1/10);
yectu (> 1/100 mo < 1/10); meuectu (= 1/1 000 no < 1/100); peaxu (> 1/10 000 mxo < 1/1 000); MHOTO
peaku (< 1/10 000); ¢ Hen3BecTHa YecTOTa (OT HAIMYHHUTE JAHHU HE MOKE 1a ObJie HalpaBeHa
OllIeHKa). B paMkuTe Ha Beska rpyma 1Mo 4ecToTa, HeKeIIaHUTE PEaKIINK ca MPEJACTABEHU B HU3X OIS
PEa 10 OTHOIICHHE Ha TSIXHATa CEPUO3HOCT.




Taoauna 1: YcTaHOBEHH HeKeJIaHH P€AKIIMHA IPU KOHTPOJHUPAHU KIIMHUYHHU NPOYYBAHUA H
MOCTMAPKETUHT

CucremMo-opraseH KJjac mno Hexenanm peakiuu 1 4ecTOTa

MedDRA

Hapyienus Ha KpbBTa U HedecTn: neBkoneHUs, HEYTPOTICHUS

nuM(dHATA cCHCTEMA C Hem3BeCTHA YeCcTOTa*: TpPOMOOITUTOTICHHS

Hapymenust Ha UMyHHaTa C HeusBecTHa yecToTa*: OTOK Ha JIMIETO, OTOK Ha €3HMKa, OTOK Ha
cucremMa YCTHHUTE, OTOK Ha (hapuHKCa

Hapymenus Ha metabonusma 1 | C HeM3BeCTHA YeCTOTa*: HAMAJICH arleTUT
XPaHEHETO

IIcuxuyHu HapyIIeHUS Yectu: TPEBOKHOCT

HeuecTu: 3puTennu xaaonuHaIIIN
Hapymenus na HepBHaTa Uectu: rnmaBo0oIiie, HAPYIICHUS Ha TAMETTa, aMHE3us,
cucremMa HapyIIeHO BHUMaHWE, TUCTEY3HUsl, CHHIPOM Ha HECTIOKOHHHTE

Kpaka, KOTHUTUBHY HAPYIICHUS
Heuectu: repuose’

C Hem3BecTHa 4ecTOTa*: CHHAPOM Ha MIOCTEpHOpHA 0OpaTIMa
eHnedamonaTus

ChbpaeuHu HapyLIEHUS YecTu: MCXEMUYHA OOJIECT HA CHPLETO'
C nemsBecTHa yectoTa*: ynbipkaBaHe Ha QT unTepBana (BxK.
TOUKH 4.4 1 4.5)

Cb0BY HapyLICHHS MHOro YecTu: ropemy BbJIHU, XUIEPTOHHS

CroManiHo-4peBHH C HeusBecTHa yecToTa*: aucdarus™, rageHe, MOBPbILAHE,

HapyIIeHHUs JapHst

XenaroOunuapuu HapymeHus | Heuectu: noBuiiaBaHe Ha 4epHOAPOOHHUTE CH3UMHU

Hapymenus Ha koxara u YecTu: cyxa Koxa, IPypUTYC

MOJKOKHATA ThKaH C HeusBecTHa yecToTa*: MyITU(OPMEH EpUTEM, CHHAPOM Ha
Stevens-Johnson, 06puB

HapyieHus Ha MycKyJIHO- MHuoro yecTu: Gppakrypu*

CKeJIeTHAaTa CUCTEeMa U C HeusBecTHa yecToTa*: MHAJITHUs, MyCKYJIHU CIIa3MH, MYCKYyJIHA

CheIMHUTETHATA ThKaH ciaboct, 6onka B repoa

Hapymenus na YecTu: rUHEKOMACTHS, 00JIKA B 3bpHATA", 4yBCTBUTEIHOCT HA

BB3MPOU3BOAUTEIIHATA repauTe”

cUCTEMa U I'bpjaTa

OO0uwm HapymeHus ¥ eeKTH MHoro uecTu: acTeHus, yMopa

Ha MSCTOTO Ha MPHUJIOKEHHUE

HapansBanus, oTpaBsHUA U MHoro uecTu: nagaHus

YCIIOXHCHH, Bb3HUKHAJIN B
PE3YJITAT HAa UHTCPBCHIIUN

* CHHOHTaHHH CHOOIICHHUSI OT TOCTMAPKETUHIOB OIHUT.

¥ Kakro ca oneHenu ot Tecuutre SMQ tepmunn Ha "KoHByscun", BKIIFOUHTENHO KOHBYJIcHH, grand mal repuose,
KOMILIEKCHH MaplHaTHA I'bPUYOBE, MAPIUATHA I'bPUYOBE H SIIICITHYCH CTaTyC. TOBa BKIIIOYBA PEAKH CIIydarn Ha I'bPUOBE C
YCIIO’)KHEHUS, BOJICIIA JI0 CMBPT.

+ Kakro ca onenenu ot tecunre SMQ tepmunu Ha "MuoxkapaeH uHdapkt" u "JIpyra ucxemndHa 601ecT Ha chpiero”,
BKJTIOYHTEIHO CJICTHHUTE IPEAIIOYNTaHN TEPMHUHH, HAOIIOAaBaHN IIPH TTOHE JBaMa MAIllIeHT! B PaH[OMU3HPAHH, IIIanedo
KOHTPOJIMpAHU Mpoy4BaHus (a3a 3: aHrMHA NEKTOPUC, KOPOHApHA apTepuaaHa 00oJecT, MHOKapIHH HH(PAPKTH, OCTHP
MHOKapJIeH HH(PAPKT, OCTHP KOPOHAPEH CHHAPOM, HeCTaOUIIHA aHTMHA, MHOKAap/IHAa HCXEMHS M apTEPUOCKIIepo3a Ha
KOpPOHapHaTa apTepus.

1 BitouBa BCHUKH IIPEANIOYUTaHN TEPMHUHH C yMaTa “(paKkTypa Ha KOCTHTE.
# HexxenaHu peakiyy 3a eH3aIyTaMHJl KATO MOHOTEPAIIHSL.

oo Mima cpo0mieHns 3a qucdarys, BKIIOYUTEIHO 3aaBsHe. U nBete crOnTHs ca choOImaBaHu IPEeIMMHO 3a JIeKapCTBCHATA
(opma Karcyia, KOeTo MOXKE J]a € CBBP3aHO C IIO-TOJIEMHUSI pa3Mep Ha MPOyKTa (Bxk.Touka 4.4).
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Onwcanue Ha ONpeIelICHN HeKEITaH! PEaKIINH

I'vpuy

B koHTpoONHMpaHu KIMHUYHU Tpoy4BaHusi, oT 5 110 nmamuenTy, JeKyBaHu ¢ JHEBHA 103a oT 160 mg
eH3aixytamu, repu ca nmomyqgwnn 31 (0,6 %) manuenTn, gokaro yetupuma manveHTa (0,1 %)
npuemManty rmiarnedo u exanH nanueHT (0,3 %), mpuemarr OuKaTyTaMuI ca MOXYyYriIn repd. M3riexaa
J103aTa € BaXKCH MPEIUKTOP 32 PUCKA OT I'bPUOBE, KAKTO CE BIIKAA OT MPEIKINHUYHUTE JTaHHU U
JaHHWUTE OT IPOYYBAHETO C ITOBHUIIIABaHE Ha 103aTa. B KOHTpoMMpaHnuTe KIIMHUYIHA TPOYIBaHUS,
MAIUeHTHTE, KOUTO MTO-PaHO Ca UMaJIM I'bPY WIM PUCKOBH (DaKTOPH 3a ThPU, Ca OMIIN M3KITIOYCHH.

B npoyusaneto 9785-CL-0403 (UPWARD) ¢ enHO pamo 3a OlleHsSIBaHE Ha YeCTOTaTa Ha Bb3HUKBAHE
Ha T'bpY IPY TAIMEHTH C Tpeapa3noiaramu (hakropu 3a repu (oT kouto 1,6 % ca nmanu aHamHe3a 3a
epu), 8 oT 366 (2,2 %) maunueHTy, JeKyBaHU ¢ eH3ayTaMH/, ca MoIydmin repu. Cpeanara
MPOABIDKUTEIHOCT Ha JIeYeHUeTo e ouia 9,3 mecena.

He e u3BecTeH MEXaHU3MBT, 0 KOWTO €H3ATyTaMH[ MOXKE J1a HAMAJIM I'bPUYOBHS [Ipar, HO MOXeE Ja ce
CBBPKE C JAHHUTE OT in Vitro NPOYYBAHUATA, ITOKA3BAIN Y€ CH3AIYTAMUI U HETOBUAT AKTUBEH
MeTaboIHT ce CBHP3BAT ChC M MOXKE J]a HHXHOWpAT akTuBHOCTTa Ha GABA -MenuupanuTe XJI0pHU
KaHAIH.

Hcxemuuna bonecm na copyemo

[Ipu panmomMu3upany mIanedbo-KOHTPOIMPAHH KIMHUYHA IPOYYBAHU HCXEMIYHA OOJIECT Ha ChPIETO
¢ HaOromaBana npu 3,5 % OT MalueHTHTe, JIEKyBaHu ¢ en3anytamun mwioc ADT B cpaBHenue ¢ 2%
IpH MaIUeHTHTE, JIeKyBaHH ¢ Twiane6o mnoc ADT. Yerupunanecer (0,4 %) nanueHTH, JeKyBaHU C
erazanyramun woc ADT, u 3 (0,1 %) manmentu, nekyBanu ¢ torane6o wnoc ADT, ca umanu ciydait
Ha UCXEMUYHA O0JIECT Ha ChPIIETO, AOBET /IO CMBPT.

B npoyuBaneto EMBARK ncxemuyuna 6omnect Ha cbplieTo ce HabmroaaBa npu 5,4% oT MalleHTHTe,
JIEKYBaHU C SH3aTyTaMH/I TUTIOC JICYNPOU, B 9% OT MallMeHTUTE, JIEKYBaHH C €H3ATyTaMUJ1 KaTo
MoOHOTepamnus. HsMa manuenTy, IeKyBaHu ¢ H3aITyTaMyI TUTI0C Jeynponau, u uma eaut (0,3%)
MAIMEHT, JICKYBaH ¢ CH3aJyTaMHU] KaTO MOHOTEPAITHS, KOUTO Ca MMAJIU ClTy4dai Ha HCXeMUYHa 6oJecT
Ha CHPLETO, TOBEN JI0 CMBPT.

T'unexomacmus

B npoyuBaneto EMBARK, runekomactust (BCHUKHM CTETICHN) € HaOoqaBana npu 29 ot

353 nauuentu (8,2%), TeKyBaHU C H3TyTaMUJ IUTIOC JIeyiponua, ¥ npu 159 ot 354 nanuentu
(44,9%), nexyBaHH ¢ eH3aJTyTaMH[ KaTO MOHOTepamnusl. | ”HeKOMacTHsI CTeNeH 3 Wi MO-BUCOKa HE €
HaOJII01aBaHa IPH MALMEHTH, JIEKYBaHH C €H3aIyTaMUJI ILTIOC JISYIIPOJIN, U € HabJIro1aBaHa Impu

3 mauumentu (0,8%), NekyBaHU C €H3AIyTaMHU1 KATO MOHOTEPAIHSL.

Fbonka 6 3vpuama

B npoyuBanero EMBARK 6onka B 3bpHaTa (BCHYKH CTENICHH) € HaOmoiaBana mpu 11 ot

353 nauuentu (3,1 %), NeKyBaHU ¢ eH3aTyTaMH/ IUIIOC JIEYIPOIHI, U Ipu 54 oT 354 manueHTu

(15,3 %), nexyBaHu ¢ eH3aTyTaMu KaTo MoHOTepamnus. boiika B 3bpHaTa cTenex 3 Win Mo-BUCOKa He
€ HaOJIoIaBaHa MPH NAIMEHTH, JISKYBaHU C SH3ATyTaMH/] TITFOC JICYIPOIIHL HITH C €H3aITy TaMH]] KaTo
MOHOTEPAIHSI.

Yyecmeumennocm Ha cvopoume

B npoyusaneto EMBARK uyBcTBUTENTHOCT Ha rbpAnTe (BCHUKU CTENEHM) € HaOI0JaBana npu 5 oT
353 nauuentu (1,4 %), neKyBaHU ¢ eH3aTyTaMH/[ IUIIOC JEYHIPOau, U npHu 51 ot 354 manuentu
(14,4 %), nexyBaHU C eH3aTyTaMu KaTo MOHOTepanusa. YyBCTBUTETHOCT HAa I'bPANUTE CTETIEH 3 WIH
[I0-BUCOKa HE € Ha0JII01aBaHa [IpY NAllUeHTH, JIEKYBaHU ¢ €H3alyTaMUI IUIHOC JICYIPOJIU I C
SH3aJIyTaMHJl KaTO MOHOTEpanusl.

Cpo011aBaHe Ha IMOA03UPAHN HEXKEITAHHU PEAKIIUN
Cro0Im1aBaHeTo Ha MOI03UPAHU HEXKEIIAH! PEaKIluu CIIe/ pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBSHUS

MPOAYKT € BaKHO. ToBa nmo3BoisiBa Ja IpOABJIKA Ha6J’IIO,Z[€HI/I€TO Ha CbOTHOIICHUECTO HOJ'ISa/pI/ICK 3a
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JIEKapCTBEHUsS POAYKT. OT MEAMIIMHCKUTE CIICIUAINCTH CE€ H3KUCKBA Ja ChOOIIaBaT BCsKa
ITOA03MpaHa HeXeEIaHa Peakiys Upe3 HaIlMOHATHA CUCTEMa 3a ChOOIaBaHe, MOCOYeHa B

[Ipunoxenue V.

4.9 IIpeno3upane

Hsma antunor 3a en3anytamug. B ciyuaii Ha mpeno3upaHe JISYSHUETO ¢ CH3AIyTaMu TPSIOBa Ja ce
CIIpE | JIa CE 3al0YHAT OOIIH MOTHPIKAIIY MEPKH KaTO Ce B3eMa MPEIBUJI MOTYKUBOTHT OT 5,8 THU.
[MarnenTHTE MOKE J1a ca ¢ MOBUIIICH PHCK OT I'bPUYOBE CIIe]l TIpeI03UpaHe.

5. ®APMAKOJIOTHTYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOICTBA

dapmakoTepaleBTUYHA Ipyna: XOPMOHAJIHU aHTATOHUCTH U CPOJIHU CPENCTBA, aHTHaHAporenu, ATC
kox: LO2BB04.

MexaHnn3bsM Ha ICHCTBHC

I/I3BCCTHO €, U paK’bT Ha HpOCTaTaTa € 1IyBCTBI/ITeJ'ICH Ha aHIlpOFCHI/I nu OTI‘OBapﬂ Ha I/IHXI/I6I/IpaHC Ha
HpeHaBaHCTO Ha CUT'HAJIN OT aHIlpOFeHHI/ITe peuenTopH. Hpez[aBaHeTo Ha CUI'HAJIHu OT aHI[pOFGHHI/ITe
penenTopu MpoAbIKaBa Ja CocoOCTBa 3a MporpecupaHe Ha 3200 IBAaHETO, BHIIPEKH HUCKUTE WITH
ILOpI/I HGI/I3MepI/IMI/I HHWBA Ha Cep}/MHI/I aHI[pOI‘CHI/I. CTI/IMy.HI/IpaHCTO Ha paCTema Ha TyMOpHI/ITC KJICTKHU
ype3 aHAPOTCHHUTE PEIeNTOPH U3UCKBa HykieapHa okanu3anus u JJHK ceep3pane. Enzamyramu e
MOIIIEH MHXHOWTOP Ha MPEIaBaHETO HA CUTHAIN OT aHAPOTEHHHUTE PELENITOPH, KOUTO OIIOKUpa
HSIKOJIKO CTHIIKM B CUTHAJTHUSI ITHT HA aHAPOTEHHUTE perenTopy. EH3anmyTamMu]i KOMIIETUTHBHO
MHXHOUPA CBBP3BAHETO HA aHAPOTSHUTE KbM aHIPOICHHUTE PEIEHTOPH U B PE3YJITAT HHXUOMpa
HyKJleapHaTa TPaHCJIOKAaIUsI HAa aKTUBUPAHUTE PEENITOPH U MHXHOUPA CBHP3BAHETO Ha AKTUBHPAHHUTE
aaaporeHnu perenrropu ¢ JIHK mopu B ycnoBusita Ha cCBpbhXEKCIIpeCHs HA aHJIPOTCHHU PELENTOPH
MIPU IPOCTATHU PAKOBH KJIETKH, PE3UCTCHTHU HA aHTHAHIPOTeHU. JICUeHNETO ¢ eH3aTy TaMUT
HaMaJisiBa pacTe)ka Ha MPOCTATHUTE PAKOBH KJIETKU M MOXKE JIa HHIYITpPa CMBPT HA PAKOBHU KJIETKU U
TyMOpPHA perpecus. B npeaKIMHNYHA TPOyYBaHus, €H3aIyTaMU] HAMa arOHUCTUYHO JICHCTBHUE 110
OTHOIIIEHUE HA aHAPOTEHHUTE PELEIITOPH.

dapmakoarHAMUYHH €EeKTH

[Ipu xkimaN4HO npoyuBane daza 3 (AFFIRM) npu manueHTH, KOUTO ca ¢ HeyCIeX OT MPeIUIITHA
XUMHUOTEpaIus ¢ Aonerakcen, 54 % oT MalueHTUuTe JIEKYBaHH ¢ eH3aTyTaMuz, cpemty 1,5 % manueHTu
JIEeKyBaHM ¢ Tu1ane6o, nMmat none 50 % HaMareHne oT U3X0JHO HUBO B HUBaTa Ha PSA.

B npyro xnuanyHO ipoyuBaHe (aza 3 (PREVAIL) mpu maneHTH, KOUTO HE ca JIEKyBaHH C
XUMHUOTEpAIvs, TAIUEHTUTE, ITOTyJaBaIli eH3TyTaMHU]] ca MMOKa3aJIi 3HAYMMO TI0-BHCOKA CTETICH Ha
OTTOBOP I10 OTHOIIeHHE Ha o0mus PSA (onpeznenen kato > 50 % moHmKeHUE CIIPSIMO CTOHHOCTTA Ha
M3XOJTHO HUBO), B CpaBHEHUE C MAI[USHTUTE Ha Tuiane6o, 78,0 % cupsamo 3,5 % (pasnuka = 74,5 %,

p <0,0001).

B xnmuanunO npoyuBane ¢asza 2 (TERRAIN) npu nanuenTH, KOUTO HE ca JIEKyBaHU C XMUMUOTEPAITus,
MAIMEHTHTE, TOTyYaBalli €H3aTyTaMU]] ca TTOKa3aJId 3HAYNMO IT0-BHCOKA CTETNEH Ha OTTOBOP IO
otHomeHue Ha o0t PSA (ompenenen karo > 50 % noHmKeHHe CIPSIMO CTOMHOCTTA HA U3XOTHO
HUBO), B CPaBHEHHE C MALIMEHTHUTE, MoydyaBauy oukamytamun, 82,1 % cropsamo 20,9 % (paznuka =
61,2 %, p <0,0001).

B npoyusane ¢ exno pamo (9785-CL-0410) npu nekyBaHM IpeAn TOBA MAIUCHTH, IOHE 24 CEIMUILIHU C
abuparepoH (Wiroc npeaHu3oH), 22,4% umar > 50% nonwkeHne B HuBaTa Ha PSA crnipsiMmo u3xonnure
croiiHoctu. Criopes aHaMHe3aTa 3a IPEAUIIHAa XUMUOTEepanus, IPOLEHTHUTE Pe3yJITaTy Ha
naruerTure ¢ > 50 % noHmwkenne Ha HUBaTa Ha PSA ca croTtBeTHO 22,1 % 1 23,2 % 3a rpymara 0e3
MIpeUIITHA XUMHOTEPAHS U C IPEAUIIHA XUMHUOTEPAITUSI.

12


https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

B xmuamaHO poyuBane MDV3100-09 (STRIVE) na nemeracrasupan u meracrazupai CRPC,
MaIMEHTHTE, TOTyYaBaly eH3aTyTaMUI, [IOKa3BaT 3HAYMMO MO-BUCOKA MIOTBBPJICHA CTEIICH Ha
OTroBOp MO oTHOWIeHHE Ha o0mmust PSA (ompenenena kato > 50% HaManeHue CpsMO U3XOAHOTO
HUBO) B CPAaBHCHUE C MAIUCHTUTE, pueMaiy oukanyramui, 81,3% crpsimo 31,3% (pasmuka = 50,0%,
p <0,0001).

B xknmuanyno npoyuBane MDV3100-14 (PROSPER) na nemetacraszupan CRPC, nauuenture,
MOJTy4YaBallly €H3aTyTaMu/, TIOKa3BaT 3HAYNMO TO-BHCOKA TOTBBP/IeHA CTENEH Ha OTTOBOP IO
otHomeHue Ha PSA (ompenenenu kato > 50% HamaneHne CIIpsMO U3XOAHOTO HUBO), B CPAaBHEHHE C
MaIUeHTHTE, MoJTy4aBamy miamebo, 76,3% crpsmo 2,4% (paznuka = 73,9%, p <0,0001).

Knuandna egukacHocT u 6€300acHOCT

EdukacHoctta Ha eH3amyTamMHUI € yCTaHOBEHa B TPH DPaHAOMH3HMPaHH, IUI1aleO0-KOHTPOJIUPAHH,
MHOTOIEHTPOBU ¢aza 3 xnmuuHuuHM npoyusanus [MDV3100-14 (PROSPER), CRPC2 (AFFIRM),
MDV3100-03 (PREVAIL)] ripu marueHTH ¢ Mporpecupany pak Ha mpocraTara, KOUTO UMaT IMPOTPecus
Ha OoyecTTa MpH aHIPOTEH-AenpuBaIyionHa Teparus [aHamor Ha LHRH wmm cnenm Ounarepanna
opxuektomusi]. B mpoyusanero PREVAIL ca Bkmouenu namueHtn ¢ Metacrazupan CRPC 6e3
IpeAliecTBallla XUMUOTepamnusa, Aokaro B mnpoyuBaHeTo AFFIRM ca BkiIoueHM DanueHTH C
metactazupan CPRC, kouto Bede ca 0w JieKkyBaHU C porerakcen; a B nmpoyuBaHeto PROSPER ca
BKITIOUeHH nanuenT ¢ Hemeractazupa CPRC. Edukacnoctra npu nanmenta ¢ mHSPC e ycranoBeHa
B €JTHO PaHAOMH3MPAHO, TAe00-KOHTPOIUPaHO, MHOTOIICHTPOBO (paza 3 KIIMHUYHO IpoyyBane [9785-
CL-0335 (ARCHES)]. Hpyro panmoMu3upaHo, Imiane00-KOHTPOIHPaHO, MHOTOLEHTpoBO (asa 3
kmuHMYHO TpoyuyBane [MDV3100 13 (EMBARK)] ycraHoBM e(QUKacHOCT NpH NalueHTH C
BucokopruckoB BCR nmHSPC. Bcuukn nanuenTtu ca nekyBanu ¢ aHanor Ha LHRH wunu Bewe um e
HanpaBeHa OMIaTepantHa OPXHUEKTOMHUS, OCBEH aKO HE € II0Ka3aHo APYTO.

B pamenara Ha akTHBHO JieueHHE €H3AIyTaMM]l C€ Tpuiara nepopaiHo ¢ no3a 160 mg nquesHo. U B
nerte knmuHnYHM npoyuBanus (EMBARK, ARCHES, PROSPER, AFFIRM u PREVAIL) nanmenture
B KOHTPOJIHOTO PaMo ITOJy4aBaT Iuiaedo 1 He ce M3MCKBA Jla IpUeMaT MPeHU30H.

[IpomenuTte B cepyMHaTa KoHIleHTpalus Ha PSA camu o cebe cv He BUHAru ca mporHo3a 3a
KIMHWYHA noi3a. [1o Ta3u npuurHa ¥ B meTTe NpoydYBaHuUs ce NpernopbuBa NalUeHTUTE a
MPOABIDKABAT IPOYUBAHOTO JICUCHUE, JOKATO HE OBIAT JOCTUTHATH KPUTEPUUTE 32 IIPEYCTAHOBSIBaHE
WJIM TIpeKpaTsBaHe Ha JIEUEHUETO, KaKTO € YTOUHEHO MO-A0TY 33 BCAKO OT MPOYIBAHUATA.

Ipoyusane MDV3100-13 (EMBARK) (nayuenmu c sucoxopuckog BCR nememacmasupan HSPC)

[Ipoyusanero EMBARK BkitouBa 1 068 mammentu ¢ BucokopruckoB BCR nmHSPC, xouto ca
pangomusupanu 1:1:1 na momyvasar jedeHHe ¢ eH3IyTaMK/l IIEpOpPaIHO B 103a 160 mg BEAHBXK
naeBHO exHoBpeMeHHO ¢ ADT (N = 355), emzamyTamu repopaiHo B 1o3a 160 mg BeTHEK JHEBHO
kato oTkpura MoHOoTepanus (N = 355) wim trane60 nepoparHo BeIHBHXK JHEBHO €THOBPEMEHHO C
ADT (N = 358) (ADT, omnpenenena kaTo Jieynponua). Bcuuku nanueHTH ca UMaiu NpeanIIHo
JNe(UHUTHBHO JICUCHHUE C PaJUKaJIHa IPOCTATEKTOMUS WIH JIb4YeTepanus (BKIIOUUTEITHO
OpaxuTepanus) WK U IBETe, ¢ JedeOHa 1en. M3uckBa ce manueHTHTe 1a MaT MOTBBPIKICHHUE 32
HEMETacTa3upajio 3a00JisIBaHe OT 3acierneH HezaBucuM neHTpaneH nperiea (BICR) u Bucoxopuckos
OnoXuMHYEH peunanB (IeprHUpaH upe3 BpeMe 3a yasosiane Ha PSA < 9 mecena). M3ucksa ce cp1o,
MaIMEHTHTE J1a UMaT CTOMHOCTH Ha PSA > 1 ng/ml, ako ca uMaiu npeauiiHa pajaukaiHa
MpocTaTeKTOMuUs (ChC WM 0e3 TpueTepanusi) KaTo OCHOBHO JIEYEHHE 32 PaK Ha MpocTaTaTa, Win
croitnoctu Ha PSA mone 2 ng/ml Han Hali-HUCKaTa CTOMHOCT, aKO ca MMaJId CaMo NPEAHIIHA
mpueTepanus. [lanreHTH, KOUTO ca UMajH MPeIrIIHa IPOCTATEKTOMIS U Ca MOAXO AN KaHTUAATH
3a CIIacUTeNHA IbYeTepanys, KaKTo € OIPENEICHO OT U3CIEA0BaTENs, Ca U3KIUYEHH OT IIPOY4BaHETO.

[ManmenTure ca ctparudumpanu upe3 ckpuHUHT 32 PSA (< 10 ng/ml cnpsimo > 10 ng/ml), Bpeme 3a
yaBosBane Ha PSA (< 3 mecemna cripsimo > 3 Meceria 1o < 9 Meceria) ¥ mpeanIiTHa XOpMOHATHA
Tepanus (IpeuIIHa XOpMOHaHa TepaIys CIpAMO JIUTICa Ha TpeAUIlIHA XOPMOHAHA Tepanys). 3a
MAaIUeHTH, YUUTO cToWHOCTH Ha PSA He ca ycranoBumu (< 0,2 ng/ml) Ha ceamuna 36, Te4eHUETO €
CIIPSTHO Ha ceamuIia 37 M ciie]] TOBa € Bhb300OHOBEHO, KOraTo CTOMHOCTUTE Ha PSA ce moBmmar 1o
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> 2,0 ng/ml 3a naIMeHTy ¢ MPEeAUIIHA IPOCTATEKTOMUS Wi > 5,0 ng/ml 3a marueHTH 0€3 MpeauIHa
npoctaTekToMus. [Ipu manmenTw, unuto croiftHocTH HAa PSA ca ycranoBumu Ha cenmuria 36

(> 0,2 ng/ml), meveHureTo e MPOABIDKUIO O3 MPEKbCBAHE, JOKATO ObJAT U3MBIHCHN KPUTEPUHUTE 32
OKOHYATEJTHO MPEKPAaTABaHE Ha JICUCHUETO. JICUeHNETO € OKOHYATEIIHO MPEKPATEHO, KOTaTo
Pa3BUTHETO Ha PEHTreHorpadCcKa MPorpecus € MOTBBPJCHO Upe3 EHTPAJICH Npere]] Cle]

IIbPBOHAYAIIHOTO JIOKAJTHO pasdyuTaHe.

Jemorpadckute XapaKTEPUCTHKU M XapaKTePUCTHUKUTE Ha M3XOTHOTO HUBO ca MoOpe OaraHcupaHu
MeX/Iy TpUTE Tpynu Ha ederne. OOImara Mearnana Ha Bb3pacTTa P PaHIOMU3aIHs € 69 TonnHn
(mmuanazon: 49,0 — 93,0). [ToBeueTo OT MAIMEHTUTE B OOIIATA MOMYJIAIMS Ca OT eBPOIICHIHATA paca
(83,2%), 7,3% — azuariu u 4,4% — yepHOKOX)U. MenaHaTa Ha BPEMETO 3a yABOsiBaHe Ha PSA ¢

4,9 mecenia. CemeMIeceT B YSTUPH MTPOIICHTA OT MAMEHTHUTE Ca UMAJH MPEAUITHO Te(PUHUTHBHO
JieYeHHe C paliKalHa MPOCTaTEKTOMUS, 75% OT ManueHTHTe ca UMaJIH MIPEIHIIHA TePaIHus C
JbUeTepanus (BKIFOYUTEIHO OpaxuTepanus), a 49% OT MalueHTHTe ca MMaJIi MPEIUIIIHA TEPaIus U ¢
nBete. TpuaeceT v IBa MPOIEHTA OT MAIUeHTHTE ca nManu oreHka mo Gleason > 8. CkopbT Ha
(hyHKITMOHATHASA CTaTyC 1Mo cKanaTta Ha M3rouHa xoomneparuBHa onkonornyHa rpyna (ECOG PS) e 0

pu 92% ot mauuentute u 1 npu 8% OT MAIMEHTUTE MPU BKIIOUBAHE B MPOYUBAHETO.

[IpexxuBsemoctTa 6€3 metactasu (MFS) npu manueHTH, paHIOMH3UPAHU 12 TIOTyYaBaT eH3aTyTaMu/I
wioc ADT, B cpaBHEHHE C MAIMEHTUTE, paHIOMU3UPaHH Ja moiy4asar 1ane6o mioc ADT, e
I'bpBUYHATA KpaifHa Touka. [IpeskuBsieMocTTa 0€3 MeTacTa3u € onpe/eieHa KaTo BpeMeTo OT
paHIOMuU3aLMs 0 peHTreHorpadcka Iporpecus Wik CMbPT IO BpeME Ha MPOYYBAHETO, KOETO OT

ABCTC HACTHIIU II'BPBO.

BropuuHn kpaiiHu TOUKH C TECTBaHa MHOXKECTBEHOCT, KOUTO OsiXa OlleHEHH, 0s1Xa BPeMEeTO 10
mporpecust Ha PSA, BpemeTo 110 rbpBa yrnoTpeda Ha aHTHHEOTUTACTHYHA Teparus U o0Iara
MpEeXUBAEMOCT. [[pyra BTopudHa KpaifHa TOUKa C TeCTBaHa MHOXecTBeHOCT € MFS npu narnuenTy,
paHIOMM3UPaHU Jia TIOJIy4aBaT eH3aJyTaMu/]l KaTO MOHOTEpaIus, B CPaBHEHHUE C MAllMEHTH,

paHIOMU3MpPaHH Aa monydasaT marebo mioc ADT.

Enzanyramun mmoc ADT u kato MOHOTEpanus JeMOHCTPUpPA CTATUCTHYECKH 3HAYMMO MOJ00peHne
Ha MFS B cpaBaenue ¢ mnane6o mmoc ADT. KirouoBure pe3ynTaru 3a epUKaCHOCT ca MPECTaBEHH B

Tabiuua 2.

Tabumna 2: O6001menne Ha pe3yJITATHTE 32 e(PMKACHOCT NPH MALUEHTH, JEKYBAHH C
enzanyramua e ADT, niuanedo miaroc ADT uinu eH3anyramua KaTo MOHOTepanus, B

npoyuBaneto EMBARK (intent-to-treat ananus)

Enzanyramup mioc IInanedo miroc Enzanyramup kato
ADT ADT MOHOTEpanus
(N = 355) (N = 358) (N = 355)
IpexuBsemoct 6e3 MeTacrazu’
Bpoit cxourns (%)’ 45 (12,7) 92 (25,7) 63 (17,7)
0
gﬁ?“a‘*a’ mecenn (95% NR (NR, NR) NR (85,1, NR) NR (NR, NR)
Koedwumuent Ha puck
CIIPSIMO TIIAIE00 TITFOC 0,42 (0,30; 0,61) -- 0,63 (0,46; 0,87)
ADT (95% CI)*
P-croitHocT 3a cpaBHEHUE _
¢ mane6o mmoc ADT p < 0,0001 B p =0,0049
Bpeme 10 nporpecusi Ha PSA®
Bpoii cxourns (%)’ 8(2,3) 93 (26,0) 37 (10,4)
0
gi?”a“a’ meceun (95% NR (NR, NR) NR (NR, NR) NR (NR, NR)
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Enzanyramup miroc

Tlnane6o miroc

Enzanyramup kato

ADT ADT MOHOTEpanus

(N =355) (N =358) (N = 355)
KoedummenT na puck
CIIPSIMO TIIAIE00 TIITF0C 0,07 (0,03; 0,14) -- 0,33 (0,23; 0,49)
ADT (95% CI)*
P-croitHoCT 3a cpaBHEHHE
¢ mwrane6o mwioc ADT’ p < 0,0001 - p < 0,0001
Bpeme 10 3an10uBaHe HA HOBA AHTHHEOIIACTHYHA Tepanus
Bpoit cubuTs (%)’ 58 (16,3) 140 (39,1) 84 (23,7)

0

Memuana, mecenn (95% NR (NR, NR) 76,2 (71,3, NR) NR (NR, NR)

CI)y’

KoedummenT na puck
CIpsMo TIanedo mroc
ADT (95% CI)*

0,36 (0,26; 0,49)

0,54 (0,41; 0,71)

P-croiinoct 3a cpaBHEHHE

¢ wiane6o mwioc ADT’ p <0,0001 - p < 0,0001
OO6uia npexxuBsieMocT®
Bpoii cuouTs (%) 33 (9,3) 55 (15,4) 42 (11,8)
0
Memuana, mecenn (95% NR (NR, NR) NR (NR, NR) NR (NR, NR)

CI)y’

Koeduuunenr Ha puck
cIpsMo TIanedo mroc
ADT (95% CI)*

0,59 (0,38; 0,91)

0,78 (0,52; 1,17)

P-croiinoct 3a cpaBHEHHE
¢ mane6o mmoc ADT’

p=0,0153°

p=0,2304°

NR = He e mocturnara.

L=

Menuana Ha BpeMeTO 3a IpocieasBaHe oT 61 Mecena.
B®3 ocHOBa Ha Hal-paHHOTO JONPHHACAIIO ChOUTHE (peHTreHorpadcka mporpecus I CMBPT).
B3 ocHoBa Ha n3uncnenus no Kaplan-Meier.
KoepuumeHTsT Ha pucKa ce oCHOBaBa perpecoHHus Mozen Ha Cox, crpatuduimpan no PSA npu ckpuHuHra,

BpeMe 3a y/BosiBaHe HAa PSA 1 mpeaniiHa XOpMOHaIHA TepaItusl.
5. [BycTpanHaTa cTOIHOCT Ha P ce ocHOBaBa Ha CTpaTH(UIMPaH JIOTAPUTMUYIHO TpaHC(HOPMHUpaAH PEHKOB TECT Ha

PSA mpu ckpuHuHTa, BpeMe 3a yaBosiBaHe Ha PSA u nmpennmniHa XOpMOHaIHA TEPaIisL.

6. Bwb3 ocHOBa Ha mporpecusTa Ha PSA, croTBeTCTBaIa HA KpuTepuuTe Ha PaboTHATa rpyma 3a KITMHUYHA
npoyuBaHus Ha npoctaTeH pak 2 (Prostate Cancer Clinical Trials Working Group 2).
7. Bb3 ocHOBa Ha mMbpBaTa ynorpeba Ha aHTHHEOIUIACTHYHA TEPAITHs 3a paK Ha [IPpoCcTaTaTa ciie]] U3XOAHOTO HUBO.
8. B®B3 0cHOBa Ha IpeBAPUTEIHO ONPEJENEH s MEX/IMHEH aHAIIN3 C 1aTa Ha 3aK/II0YBaHe Ha JAaHHUTe 31 sHyapu
2023 r. ¥ MeMaHa Ha BpEMETO 3a MpociesBaHe 65 Mecela.
9. PesynraThT He OTroBaps Ha IPEABAPUTEIHO ONPEAEIEHOTO ABYCTPaHHO HUBO Ha 3HauuMoct p < 0,0001.
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®urypa 1: Kpusu Ha Kanian-Maiiep Ha MFS B pameHaTa Ha JiedeHHe ¢ eH3aJyTaMuJ IJII0C
ADT cnpsimo nianedo miuoc ADT B npoyusanero EMBARK (intent-to-treat anaaus)
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®urypa 2: Kpusu Ha Kanuan-Maiiep na MFS B pamenarta Ha jledeHue ¢ eH3aTyTAMHUJ KaTo
MoHOTepanus cnpsiMo mianedo miaoc ADT B npoyuBanero EMBARK (intent-to-treat anaaus)

Cnen npunoxxenuero Ha ADT kato enzanyramun mtoc ADT wnu mnane6o miroc ADT, HuBara Ha
TECTOCTEPOH OBP30 Ce MOHMKABAT J0 KACTPAIMOHHU HUBA U OCTABaT HUCKH JI0 TPEKbCBaHE Ha
neyeHueTo Ha ceamuia 37. Crnell mpeKbCBAaHETO, HUBATa HAa TECTOCTEPOH MOCTEIIEHHO C€ MOBUIIaBAT
TIOYTH JI0 U3XOTHOTO HUBO. Cliel MOBTOPHO 3aII0YBAHE HA JICUCHUETO OTHOBO IMAJIaT 0 KacTPaIlMOHHU
HuBa. B paMoTO Ha eH3amyTaMuI KaTo MOHOTEpAIys HUBATa HA TECTOCTEPOH CE TIOBUINIABAT CJIC]
3ar0YBaHe Ha JICUEHUETO W CE BPBINAT KbM HHUBATa OT M3XOHO HUBO IPH MPEKHCBAHE HA JICICHHUETO.
Te 0THOBO ce MOBHUILIABAT CJIE]T TOBTOPHO 3aMI0YBAHE HA JICUCHUETO C CH3ATyTaMU.

Ipoyusane 9785-CL-0335 (ARCHES) (nayuenmu ¢ memacmasupanr HSPC)

[Ipoyusanero ARCHES Bximrousa 1150 mammentn ¢ mHSPC, pangomMu3upann B choTHOIIEHUE 1:1 3a
nojly4yaBaHe Ha JieueHue ¢ enzanytamug mwiroc ADT wim mnaue6o mmoc ADT (ADT, onpenenen xato
LHRH ananor unu 6unarepanna opxuektomus). [lanmenture nonydasat no 160 mg eHzamytamuz
BenHBXK qHEBHO (N = 574) nmm mrane6o (N = 576).
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[MaruenTn ¢ MeTacTa3upai pak Ha MpOCTaTarta, HOTBBPACH OT IMOJIOKUTEIICH PEe3yNTaT MPU KOCTHA
cruHTUrpadus (3a KOCTHO 3a00JIIBaHE) MM METACTATUYHHM JIC3UH IPU KOMITIOThPHA TOMOTpadus
(KT) nnu SIMP (3a meku Thkanu) ca owu noaxonsuy. [lanuenTy, uneto 3a00sBaHe € ¢ OTPaHUYCHO
pasnpocTpaHeHHE IO PETUOHATHUTE Ta30BU JIMM(MHH BH3IIH, HE ca OHIH TIOJXOISIIIH.

[To3BoMEHO € MAMEeHTUTE Ja TOJIyYaT 10 6 MUKbIIA TEPITUS ¢ AOIETAKCEN, ChC 3aBbPIIBAHE HA
MPWIOKEHUETO Ha TEPAIUATA B paMKUTE Ha 2 Mecela OT icH 1 u 06e3 JaHHM 33 MPOTrpecHs Ha
3a00JSIBAHETO TI0 BpEME WIIM Clie/l IPUKITIOYBAHE Ha TEpamusITa ¢ JoleTakcen. M3kimoueHn ca
MAIMEeHTH C U3BECTHH WM TIOJ03UPAaHU METACTa3! B MO3bKA MIIM C aKTUBHO JIECNTOMCHUHTCAITHO
3a00JIIBaHEe WJIM C aHaMHE3a 33 ThPYOBE WM BCIKAKBU JIOIBIHUTECIHU (PAKTOPH, KOUTO MOTaT Ja
Mpenpasmnoiarat KbM r'bpYOBe.

HemorpadckuTe 1 NU3XOTHUTE XapaKTEPUCTHKH ca JoOpe OanaHCHpaHU MEXAy JBETe TPYIH Ha
nedyeHre. Menuanara Ha Bb3pacTTa Ipu paHgoMu3anusaTta € 70 roJuHH U B ABETE TPYIH Ha JICUEHHUE.
[loBeyero oT manmeHTHTE B 00IIaTa MOMyJIALMS ca OT eBponengHara paca - (80,5%); 13,5% — asuaru
u 1,4% — yeprokoxu. OneHkaTa Ha QyHKIMOHAJICH CTaTyC N0 cKajaTta Ha V3TouHa koonepaTuBHa
onkojoruyna rpymna (Eastern Cooperative Oncology Group Performance Status, ECOG PS) ¢ 0 3a
78% ot manuenTute u 1 3a 22% OT naueHTUTE NPH BKIOYBaHE B Ipoy4BaHeTo. [lanmenture ca
CTpaTuUIMPaHU TI0 HICKOOOEMHA CTIPSIMO BUCOKOOOEMHA 00JIECT U MPEANIITHA TEPAITHS C
JIOLIETAaKCeN 3a paK Ha MmpocraTara. TpHUIeceT U celleM MPOIeHTa OT MAIllMEHTHTE ca HMaH
HUCKO0OeMHa OostecT 1 63% OT manueHTruTe ca UMaJll BUCOKooOeMHa OonecT. OceMeceT U /iBa
MPOLICHTA OT MALMEHTHTE HE ca MOJIy4YaBajiy MPeAUIIHA Tepanus ¢ JoueTakcen, 2% ca noiay4asainu 1-
5 muxbaa u 16% ca moryyaBanu 6 mpeIxoaHU HUKbIA. He e 0110 mo3BoJIeHO eIHOBPEMEHHO JICUeHUE
C JIOLIETaKCe.

[Mpexxussiemoct 6e3 pentrenorpadceka nporpecus (rPFS), 6a3upana Ha He3aBHCUM IIEHTPAJICH
npersies, € MbpBUYHATA KpaifHa TOuKa, OMpejieieHa KaTo BPEMETO OT PaHIOMHU3ALHUITA 10 ITbPBOTO
0OEKTHBHO JIOKA3aTeJICTBO 32 peHTTeHorpadcka mporpecus Ha 3a00JIBAaHETO UK CMBPT (0 KaKBaTO
U J1a € IPHYMHA OT MOMEHTA Ha paHIOMH3aLusTa 10 24 CEIMHIM OT IIPEKPATIBAHETO HA H3ITUTBAHOTO
JIEKapCTBO), KOETO OT JABETE HACTHIIH ITHPBO.

Enszanmyramun 1eMOHCTpUpa CTaTUCTHUECKH 3HAYMMO HamassiBane oT 61% Ha pucka ot rPFS cpburne
B cpaBHenue ¢ manedo [HR = 0,39 (95% CI: 0,30, 0,50); p < 0,0001]. HabnromaBanu ca
koHcucTeHTHH TPFS pesynratu npu nanueHTH ¢ HUCKooOeMHa WM BUCOK0OOeMHa O0JIeCT 1
MalMeHTH Cbe WK 0e3 IpenxoaHa Tepanus ¢ gonerakces. Meauanara Ha BpemeTo 10 rPFS croutne
HE € JIOCTUTHATa B paMOoTo ¢ eH3anytamua u € 19,0 mecena (95% CI: 16,6, 22,2) B pamoTo ¢ miane6o.

Tabauna 3: O000meHue HA pe3yaTaTuTe 32 eUKACHOCT NPHU NAUMEHTH, JeKYBAHU
¢ eH3aJayTaMu/] Wi mianedo, B npoyuBaiero ARCHES (intent-to-treat ananus)

Enzanyramua miaroc ADT Ilnaneoo miaoc ADT
(N=574) (N =576)
IIpe:kuBsieMocT 6e3 peHTreHorpadcka nporpecus
Bpoii croutus (%) 91 (15,9) 201 (34,9)
Menunana, meceru (95% CI)’ NR 19.0 (16,6, 22,2)

Koeduriuent Ha puck (95%
CIy’

0,39 (0,30, 0,50)

P-cToitHOCT’ p <0,0001
NR = He e nocrurnara.
1. N3uncieHo upe3 Merona Ha Brookmeyer u Crowley.
2. CrpaTuduuupano no HUICKOOOEeMHa CIIPSIMO BHCOKOooOeMHa OoJiecT 1 IpeuiiHa yrnotpeda Ha goueTakcen (1a uiu

HE).
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®@urypa 3: Kpuu na Kannan-Maiiep na rPFS B npoyuBanero ARCHES (intent-to-treat
aHaJaun3)

OcHOBHHTE BTOPUYHHU KPAaHU TOYKH 33 €(pUKACHOCT, OLICHEHH B IPOYYBAHETO, BKJIFOYBAT BPEMETO 10
nporpecust Ha PSA, BpemMeTo 10 3an04BaHe HA HOBA AaHTUHEOIUIACTHYHA TEPaIlnsl, HEOTKpUBacMa
croitHoct Ha PSA (cnax no <0,2 png/l) u crenen Ha ooexkruBeH otropop (RECIST 1.1 Bb3 ocHOBa Ha
HE3aBUCHM TIperien). JeMOHCTpHpaHH ca CTaTUCTHYECKH 3HAYMMHU MTOJOOpEHHS NIPH TAIllUeHTH,
JIEKYBaHU C €H3aJyTaMH]l B CpPaBHEHHE C IJ1a1ed0 3a BCHYKH Te3H BTOPUYHH KPaiiHU TOUKH.

Jlpyra ocHOBHa BTOpHYHA KpaiiHa TOYKa 3a e(UKacHOCT, OlIEHEHa B POYYBAHETO, € 00IIaTa
npexussieMocT. [Ipu npeaBapuTenHO onpeeeH!sl OKOHYATeNIeH aHalIk3 3a 0011a MPEXUBSIEMOCT,
MpoBeieH NpH HaOMronaBaHu 356 CMBPTHH ciy4asi, € AEMOHCTPUPAHO CTATUCTUYECKU 3HAYUMO
HaMaJIeHHe Ha pucKa OT cMBPT OT 34% B rpymnara, paHIOMHU3UpPaHa Ja MoJydyaBa eH3aIyTaMu/] B
CpaBHEHHE C rpynara, paHIOMHU3MpaHa Ja rnoirydasa mianedo [HR = 0,66, (95% CI: 0,53; 0,81),

p <0,0001]. MennanaTta Ha BpeMeTO 3a 001I1a PEKUBIEMOCT HE € JIOCTHTHATA B HUTO €/IHA OT
IpynuTe Ha JieueHre. M3uncienara MeqnaHa Ha BpeMETO 3a MPOCie/IBaHe 32 BCUUKH MAIlUEHTH €
44,6 mecena (Bx. purypa 4).
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®urypa 4: Kpuu Ha Kanutan-Maiiep Ha o0maTa npesxkussiemocT B npoyusaneto ARCHES
(intent-to-treat anaau3)
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Ipoyusane MDV3100-14 (PROSPER) (nayuenmu c nememacmasupan CRPC)

B npoyusanero PROSPER ca Bkmtouenn 1401 manmeHTH ¢ acMMNTOMAaTH4eH, BHCOKOPUCKOB
Hemeractazupan CRPC, xouTo ca NpogpDKWIM aHAPOTECH nmenpuBanuoHHaTta Tepamus (ADT,
neduanpana karo aHasor Ha LHRH wimm npeamectBama Ommarepanaa opxuekromus). Heobxonumo
YCIIOBHE 3a TAIMEHTUTE € Ja MMarT Bpeme 3a yaBosBane Ha PSA < 10 mecemna, PSA >2 ng/ml u
MTOTBBPIKICHUE 32 HEMETACTa3upalo 3a00IsIBaHe OT 3aciieneH He3aBUCHM IteHTpaiieH nperiern (Blinded
independent central review, BICR).

VYdacTreTo Ha MalMeHTH ¢ aHAMHe3a 3a Jieka 0 ymMepeHa chpiedna HepoctaTbyHocT (NYHA Kiac 1
nnu 1) 1 manuenTy, npueMaly JeKapcTBeHH IPOLYKTH, CBbP3aHU C IIOHIKaBaHE HAa I'bPUYOBHS IIpar, €
paspeieHo. M3KkmoueHn ca NaueHTy ¢ IPEANIIHA aHaAMHE3a 3a IbPUYOBE, CbCTOSIHUE, KOETO MOXKE J1a
' MnpeapasrnojioXu KbM I104Ba Ha I'bpPYOBC, WK C OINPCACICHHU MNMPECAWIIHU JICUCHUA Ha pPaK Ha
mpocrarara (T.e. XHMHOTEpanus, KETOKOHA30Jl, a0MpaTepoOHOB aleraT, aMHHOTJIYTETUMMI H/WIN
€H3aITyTaMUI).

[Tauuenture ca panaoMu3upanu 2:1 3a noiayyaBaHe Ha eH3aIyTaMuA B 103a 0T 160 mg BeAHBK THEBHO
(N =933) wm mnane6o (N = 468). [lauenture ca crpatuduupady M0 BPpeMETO Ha yIBOsSBaHE Ha
npocrara- cnenuduunus anturen (PSA) (PSADT) (< 6 mecena mnu > 6 mecena) u ynorpebara Ha
KOCTHO- TapreTHpaIIu CPeJCTBa (1a Ui HE).

Jemorpad)ckure ¥ M3XOJIHUTE XapaKTEPUCTUKHU ca J00pe OallaHCHpaHH MEXIy JIBETE paMcHa Ha
neyenue. CpenHata Bb3pacT NMPU paHAOMU3ANMS € 74 TOAUMHHU B PaMOTO C €H3aJyTaMU]l U 73 TOUHU B
pamoTo ¢ miaune6o. [loseuero mammentu (mpubnusurenno 71%) B mpoyuBaHero ca Oenm; 16% ca
aszuatiy u 2% ca yepHokoxu. OcemaeceT v enuH nporeHTa (81%) oT mareHTuTe ca IMaiH OlleHKa Ha
¢ysakuuonanuus craryc no ECOG 0 u 19% ot manueHTHTEe ca MMajid OlleHKa Ha (yHKIIMOHATHUS
cratyc mo ECOG 1.

[IpexxuBgaemoctTa 6e3 meractazu (MFS) e mppBuYHaTa KpaiiHa TOYKa, ONpe/esieHa KaTO BPEMETO OT
paHIoMHU3aIsI 10 peHTTeHOrpadcka Mporpecus Wik CMbPT B paMKHTe Ha 112 JTHU OT peycTaHOBsSBaHEe
Ha JieueHneTo 0e3 J0Ka3aTeNICTBO 3a PEeHTreHorpad)cKa Mporpecus, B 3aBUCUMOCT OT TOBa KOE OT JBETE
HacTeIM IbpBO. KirouoBuTe BTOPHMYHM KpailHM TOYKH, OLEHEHH B NPOYYBAHETO, Ca BPEMETO 10
nporpecust Ha PSA, BpemeTo 10 mbpBa ynorpeda Ha HOBa aHTHHeorutacTinyHa Tepanus (TTA), oduiara
npexussieMoct (OS). lombiIHUTETHUTE BTOPUYHHU KPAiiHU TOUKH BKJIIOUBAT BpEME 10 IbpBa ynoTpeoda
Ha UUTOTOKCHUYHA XMMHUOTEPAHsl U NPEXKUBIEMOCT 0e3 XuMuoTepanus. BiwxTe pe3ynratute no-noimy
(Tabnuua 4).

Enszanmyramun 1eMOHCTpHpa CTATUCTHYECKH 3HAYUMO MOHMXKEeHHE OT 71% Ha OTHOCHTEIIHUS PHCK OT
peHTreHorpadcka mporpecusi WM CMbPT B cpaBHeHue ¢ miamnebo [HR = 0,29 (95% CI: 0,24, 0,35), p
<0,0001]. Menmanara Ha mpexxkupsiemoct 0e3 Metactaszu (MFS) e 36,6 mecena (95% CI: 33,1, NR) B
pamoro ¢ erzairyramuy cpenty 14,7 mecena (95% CI: 14,2, 15,0) B pamoto ¢ 1utane6o. KoHcucreHTHH
pe3yaTaTtu 3a npexxussiemoctta 6e3 Metactaszu (MFS) ca HaOmoaBaHy ¥ IPU BCUYKH MPEIBAPUTETHO
OTIpe/IeTIeHN TTOATPYITH HanneHTH, BKmrounTenHo PSADT (< 6 mecena mnum > 6 mecena), ieMorpadcku
peruon (CeBepHa Amepuka, EBporia, octaHanara 4acT oT cBera), Bb3pact (< 75 wiu > 75), ynorpebda
Ha KOCTHO- TapreTUpally cpeacTsa (1a uiu He) (Bk. gpurypa 5).
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Tabauna 4: O6001meHue Ha pe3yaTaTuTe 3a epukacHocT B npoyuBaHeTro PROSPER (intent-to-

treat ananaus)

Enzanyramun Inane6o
(N=933) (N =468)
ITbpBHYHA KpaiiHa TOYKA
IIpesxkuBsieMocT 0e3 MeTacTa3H
Bpotii coutus (%) 219 (23.,5) 228 (48,7)

Menauana, mecenu (95% CI)’

36,6 (33,1, NR)

14,7 (14,2, 15,0)

Koepuument Ha puck (95% CI)Error! Reference s

ource not found.

0,29 (0,24, 0,35)

P—CTOﬁHOCTErmr! Reference source not found.

p <0,0001

Ki11040BM BTOPUYHM KPAilHU TOYKH 32 e()UKACHOCT

O6ma npe;xxupsieMocT’

Bpoii croutns (%)

288 (30,9)

178 (38,0)

Menuana, mecenu (95% CI)’

67,0 (64,0, NR)

56,3 (54,4, 63,0)

Koeduuuent na puck (95% CI)° 0,734 (0,608, 0,885)
P-cToitHocT’ p=0,0011

Bpeme 10 PSA nporpecusi

Bpoii croutus (%) 208 (22.,3) 324 (69,2)

MeI[I/IaHa, MeceIu (95% CI)Error! Reference source n
ot found.

37,2 (33,1, NR)

3,9(3,8,4,0)

Koedunuent Ha puck (95% CI)Error! Reference s

ource not found.

0,07 (0,05, 0,08)

P-CTOﬁHOCTE”O’! Reference source not found. p < 0’0001
BpeMe 10 MbpBa yHOTpeﬁa HAa HOBA AaHTUHCOIVIACTUYIHA TEPAITUsL
Bpoii cu6utus (%) 142 (15,2) 226 (48.3)
0 Error! Reference source n
ol\t/lffﬁlja‘*a’ mecemn (95% CI) 39,6 (37,7, NR) 17,7 (16,2, 19,7)

Koeduuuent Ha puck (95% CI)fror! Reference s
ource not found.

0,21 (0,17, 0,26)

~ Error! Reference source not found.
P-croitHoCT P <0,0001
NR = He e nocturnaro.
1. Ha 6a3a ananu3 nmo Karmuman-Maiiep.
2. HR ce ocHoBaBa Ha Cox perpecroHeH MoJiel (C JIeueHHe KaTo eAMHCTBeHA KOBapHaTa), CTpaTu(ULIUpaH 110 BpeMe

3a ynBosiBaHe Ha PSA u mpeamecTBamia Wi ChIIbTCTBAINA YIOTpeda Ha KOCTHO- TapreTupario cpeactso. HR e ceoTHOCHM

KbM IUTane6o ¢ <1 B Moj3a Ha eH3TyTaMH L.

3. CroitHocTTa Ha P ce ocHOBaBa Ha CTpaTH(UIMPAH JTOTapUTMHIHO TPAHC(HOPMUPAH PEHKOB TECT CIIOPE BPEMETO

3a yaBosiBaHe Ha PSA (< 6 mecemna, > 6 MeceIa) 1 peANIecTBaIla WM ChIIBTCTBAIIA YIOTpeda Ha KOCTHO- TapreTHPAIIOo

cpencTBo (aa, He).
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4. Ha 6a3a Ha IpeABAPUTEIIHO ONIPCACICHUA MEXKINHECH aHAJIN3 C TOYKA Ha IPEKbCBAHC HA TAHHUTC Ha 15 OKTOMBpH
2019 .

MpexwmesemocT Gez meTactazu (%)

LU Enaanytammg (N = 933) Memuana 36,6 meceum  Koedpuument Ha puck = 10,29
D i Mnauedo (N = 468) Mengnana 14,7 meceun  95% CI (0,24, 0,35), p < 0,0001 -
FrT T T T T T T T T T T I T T T T T T T T T T T T T T T T T I T T I T T T T T T T T1
0 J fi 9 12 15 18 A 24 27 30 33 36 39 42
MauwenTy B preck Mecewp
Ensanytammg 033 865 759 B37 528 431 418 328 237 159 87 77 31 4 0
Mnaueto 468 420 296 212 157 105 98 b4 49 31 16 11 9 1 0

®urypa S: Kpusu Ha Kanuian-Maiiep 3a npexxuBsieMocT 0e3 MeTACTA3H B MPOYYBAHETO
PROSPER (intent-to-treat ananus)

[Tpu okoHUATETHNS aHATIM3 Ha 00IIaTa MPEXKUBIEMOCT, IPOBEICH MTpH HaOmogaBanu 466 CMbPTHH
ciry4as, 6e JEeMOHCTPHUPAHO CTATUCTHYECKH 3HAYMMO TTOI00pEeHNe B 001[aTa MPEKUBIEMOCT Ha
MAlMEHTH, PaHAOMHU3UPaHH /12 TI0JIyYaBaT eH3JIyTaMul, B CPaBHEHHE C MALMEHTH, PaHAOMH3UPaHU
Jla ToJTy4aBar 1ianeoo, ¢ 26,6% HaMaleHue Ha pUcKa OT cMbPT [KoeduimeHT Ha puck (HR) = 0,734,
(95% CI: 0,608; 0,885), p=0,0011] (Bx. purypa 6). Meauanara Ha BpeMeTO 3a IpoCieasBane Oeie
chOTBETHO 48,6 1 47,2 Mecela 3a eH3aTyTaMH/I ¥ 1anedo rpynurte. TpugeceT U TpH MPOIeHTa OT
JIEKYBaHUTE C eH3aIyTaMua U 65% OT JIeKyBaHUTE € TUIAIe00 NaUeHTH ToIy4nXa ToHe

€/IHa TIOoCIIie/IBallla aHTHHEOIIAaCTUYHA TePaITnsl, KOSTO MOXKE JIa YIBJDKU 001aTa PEeKUBIEMOCT.

Mpexuersane (%)

Epoi yvacthium  Megwana (95% Cl)  Keeduument va puck (95% CI)
933 7.0 (64,0, NR) 0,732 (0,608, 0,883)
—=— MMnayebo 468 56,3 (54.4.63.0) REF

1 - -w - .Enzanyramupg

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
o G 12 18 24 il i 42 48 = =1l =5 T2

NPoABLAKUTENHOCT Ha 06LLATA NPEMUBAEMOCT (MecaLl)
TMauyenma B prick

Emanyravin 933 (0) 920 (10) 897 (23) 865 (51) 822 (85) 745 (133) 608 (177) 475 (213) 327 (257) 203 (272) 89 (282) 15 (287) 0(288)
Maauedo 458 (0) 455 (0) 444 (12) 421 (25) 381 (59) 348 (78) 274 (114) 196 (140) 140 (152) 87 (162) 30 (177) 9(178) 0(178)

®@urypa 6: Kpusu Ha Kansian-Maiiep 3a o0mara npe:xxuBsieMocT B ipoyuBaHeto PROSPER
(intent-to-treat anaau3)

Enzanyramun 7eMOHCTpUpPA CTATHCTUYECKH 3HAYMMA PeayKIus oT 93% Ha OTHOCUTETHHS PUCK OT
nporpecust Ha PSA B cpaBrenue ¢ miane6o [HR = 0,07 (95% CI: 0,05, 0,08), p <0,0001]. Meaunanata
Ha BpeMeTo 1o mporpecusi Ha PSA e 37,2 mecena (95% CI: 33,1, NR) B pamoTo ¢ eH3aTyTaMuz B
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cpasaenue ¢ 3,9 mecena (95% CI: 3,8, 4,0) B pamoTo ¢ manedo.

EnHzamyramun 1eMOHCTpUpa CTATHCTHYECKH 3HAYMMO yIBJKaBaHE HA BPEMETO JI0 TbpBa yHoTpeda Ha
HOBa aHTHHEOIUIACTUYHA Tepamus B cpaBHeHHe ¢ tiane6o [HR = 0,21 (95% CI: 0,17, 0,26), p
<0,0001]. MenuanaTa Ha BpeMETO JI0 ITbpBa yIOTpeOa Ha HOBAa aHTHHEOIUIACTHYHA Tepanus € 39,6
mecena (95% CI: 37,7, NR) B pamoto ¢ erzaryramup cpemy 17,7 mecena (95% CI: 16,2, 19,7) B
pamoro ¢ mranedo (Bx. purypa 7).

=3

£

| =

[=H

e

2

=

=

]

£

8

4

E -

104 Enzanyrammg (N = 933) Megwana 39,6 meceyn  KoedpuumeHT Ha puck = 0,21
”: T NMnaye@o (N = 468) Megwana 17,7 meceyn  95% CI1(0,17, 0,26}, p < 0,0001
FTT T T T T T T T T T T T TP T TP rTT P Tr T I T Tt I T T T T T i T T rrTiTrrrld
0 - 8 12 16 20 24 28 32 36 4) 44

MavmesTi B prck Meceyu
Enzanytammg 933 829 729 625 526 418 313 213 121 49 | 0
Mnauedo 468 406 299 221 166 107 72 46 a | 9 1 0

®urypa 7: Kpusu Ha Kannian-Maiiep 3a BpeMeTo 10 MbpBa ynoTpeta Ha HOBa
aHTHHeoIUIacTHYHA Tepanus B npoyuBaHeTo PROSPER (intent-to-treat anaaus)

Ipoyysane MDV3100-09 (STRIVE) (nayuenmu 6e3 npeouecmsauya XuMuomepanus ¢
nememacma3zupan/memacmasupan CRPC)

B npoyusanero STRIVE ca Bkimtouenn 396 nanueHTr ¢ Hemeractazupan wim meractazupan CRPC,
KOHUTO UMaT CEpOJIOTHYHA WK PEHTreHorpadcka nmporpecusi Ha 3a00JIsIBaHETO BBIPEKHU IIbPBUYHATA
aHJIPOTeH- JICTIPUBALMOHHA TEPaIHs, KOUTO ca PaHJOMHU3UPaHH Ja OTy4YaBaT eH3aIyTaMu/ B 1032 OT
160 mg Beaunx qHeBHO (N = 198) wm Oukamyramun B 103a S0 mg Bequbk qHeBHO (N = 198).
[IpexussieMoctTa 6€3 Mporpecus € MbpBUYHATA KpaliHa TOUYKa, ONpeiesieHa KaTo BPEMETO OT
paHIOMU3aIMs 10 Hall-paHHUTE 00CKTUBHHU J0Ka3aTe/ICTBa 3a peHTreHorpad)cka nporpecus, PSA
MIPOTPECHs I CMBPT 10 BpeMe Ha Mpoy4BaHeTo. Menanara Ha IPEKUBSIEMOCT 0e3 Iporpecus €
19,4 mecemna (95% CI: 16,5, He e mocTurHarta) B rpymnara ¢ eH3airyramu/ cpemty 5,7 mecena (95% CI:
5,6, 8,1) B rpynara ¢ 6ukanyramug [HR = 0.24 (95% CI: 0,18, 0.32) <0,0001]. KoncucrentHa nomisa
OT eH3aITyTaMH/ CIIPSIMO OMKAITyTaMH/l TI0 OTHOIIIEHHE Ha MPEXUBSIEMOCTTa Oe3 Mporpecus €
HabJroaBaHa Mpy BCUYKHU MPEIBAPUTEIIHO ONPEeNICH! NallueHTCKA HOATPYIH. 3a
HemeracTazupanara noarpyna (N = 139) o6mo 19 ot 70 (27,1%) nauneHTy, JeKyBaHH C
enzanytamun, u 49 ot 69 (71,0%) nanmentw, nekyBanu ¢ Oukaryramun, umat PFS cp0nTus (o6mo
68 crouTnst). Koegummentst Ha puck e 0,24 (95% CI: 0,14, 0,42) u meananara Ha Bpemeto a0 PFS
CcbOUTHE HE € JOCTUTHATO B TpyIaTa ¢ €H3aJyTaMu B CpaBHEHHE C 8,6 Mecella B Tpynara c
Ooukanytamu (BXK. purypa 8).
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MpexwsAemocT 6e3 nporpecuA (%)

109 Evcanyrammg (N=198)  Meawara 19,4 meceun Koedh. na pm‘.;(= BT e
0 q e Busanyramug (N=198)  Megwana 5.7 meceun  95% CI (0,18, 0,32, p < 0,0001 S
L) ] I ] | I | I I I I I I 1 I 1 ] | ] 1 I I I I I I | ) I I 1
0 3 6 ] 12 15 18 21 24 27 30
MNauweHTH B pyck Meceun
EnaanyTamng 198 17 150 131 101 66 43 24 16 5 0
EMKanyTamug 198 138 B0 a1 29 1% 9 5 3 1 0

®urypa 8: Kpusu Ha Kanunan-Maiiep 3a npesxxuBsieMocT 0e3 nporpecusi B Ipoy4BaHeTO
STRIVE (intent-to-treat ananus)

Ipoyusane 9785-CL-0222 (TERRAIN) (nayuemmu 6e3 npedwecmeéawya XuMuomepanus ¢
memacmaszupan CRPC)

B npoyusanetro TERRAIN ca Britodenu 375 manuenT 6e3 npeaniecTpaa XMMUOTEpaIus 1
aHTHaHaporeHHa tepanus ¢ Meractazupan CRPC, konro ca Ounu paHIOMH3UPaHU J1a TTOJTyYaBat
eH3anytamus B 103a ot 160 mg Beqabxk nHeBHO (N = 184) mm Oukamytamua B 1o03a ot 50 mg
BeaHBX qHEeBHO (N = 191). Menuanara Ha pexxuBsieMocT 0e3 nporpecus € 15,7 mecena npu
MAlMEHTH C €H3ayTaMHu/l Cpery 5,8 mecena mnpu naruerTn ¢ oukamyramun [HR = 0,44 (95% CI:
0,34, 0,57), p < 0,0001]. IpexussiemocTTa 0€3 IPOrpecHs € onpeneIeHa KaTo 0OEKTHBHO
JIOKa3aTeJICTBO 3a peHTreHorpad)cka nporpecust Ha 3a00JsIBAHETO OT HE3aBUCUM LICHTPAJIeH Nperel,
CKEJIETHO- CBBP3aHM CHOUTHS, 3alI0YBaHE HA HOBA aHTMHEOIIACTHYHA TepaNysl WIM CMBPT IO KaKBaTo
U J1a € IPUYHMHA, KOETO OT TE3U HACThIIU MbpBO. KOHCHCTEHTHA 10132 3a MPEXXUBIEMOCTTa O3
nporpecus € HabIro1aBaHa BbB BCUUKH MIPEIBAPUTETHO ONPEAEICHH MALUEHTCKU TOATPYIIH.

Ilpoyueane MDV3100-03 (PREVAIL) (nayuenmu 6e3 npeduiecmsauja Xumuomepanusi ¢
memacmasupanr CPRC)

OO6mo 1 717 naruenTtu 0e3 mpeiecTsalia XuMHOTepanus, 0€3 CUMITOMH W C JICKU CUMIITOMH, ca
pannoMusupanu 1:1 ga momydaBaT nepopayieH eHzaryTaMua ¢ go3a 160 mg Benubxk qHeBHO (N = 872)
WJIM TIepOpalTHO Tuiane0o BeAHbx nHeBHO (N = 845). [lomycHaTy ca malueHTH ¢ BUCIICPAITHO
3a0ossiBaHe, MAMEHTH ¢ aHAMHE3a Ha JIeKa JI0 yMepeHa chp/edHa HepoctarbuHocT (kiac | wmu 11 mo
NYHA) u nanuenTH, npueMaliy JeKapcTBEHH MIPOAYKTH, KOUTO MOHM)KaBaT I'bPUOBHS TIpar.
W3kiroueny ca nanyueHTy ¢ MpeAnITHA aHaMHE3a 3a I'bpY WK ChC ChbCTOSTHUE, KOETO MOXKE J1a
npepasmoiara KbM I'bp4, KAKTO U MAIMEHTH C YMEpEHa WIIH TexKKa 00JIKa OT Ha IpocTarara.
[Ipunaranero Ha MPOYYBAHOTO JIEUEHUE MPOIBIDKABA IO HACTHIIBAHE Ha MPOTPEcHs Ha 3a00JIIBaHETO
(pentrenorpad)cku 10Ka3zaHa IpOrpecHsi, CKEJIETHO CBbP3aHO ChOUTHE WM KIMHUYHA [IPOTpecus) U
3armoYBaHe Ha IUTOTOKCUYHA XMMHOTEPAITUs WU JIEYeHHE C JIEKapPCTBO B MPOIIEC HAa MMPOYYBAHE, MIIN
JI0 HENIPUEMIIHBA TOKCUYHOCT.

Pamenara Ha JieueHue ca GaaHCHPaHU 110 OTHOILIEHHE Ha AeMOrpad)CKUTe JaHHU Ha MAlUEHTUTE U
XapaKTepUCTUKUTE Ha 3a00JsIBAHETO HAa M3XOAHO HUBO. MeuaHaTa Ha Bb3pacTTa € 71 ronuHu
(BB3pacToB nuana3oH 42-93 ronuHu), a pasnpenenenneTo mo paca e 77 % 6emmn, 10 % asumaruu, 2 %
yepHOKOxH 1 11 % npyru nnm ot HensBecTHa paca. Lllectaecer u ocem mpouenra (68 %) ot
naruenTure ca ¢ GyHkiuonaieH craryc mo ECOG 0, a 32 % ot nanueHTuTe ca ¢ GQyHKIIMOHAICH
craryc mo ECOG 1. Ouenka Ha Oonkara Ha n3xonHo HUBO € 0 - 1 (6e3 cumnTomaTrka) pu 67 % ot
nanueHTuTe u 2 - 3 (¢ JIeKo u3pa3eHa cuMIToMaruka) mpu 32 % oT nauueHTuTe, onpeaesieHa mo
KpaTKus BBIIPOCHUK 3a olleHka Ha Oonkara (Brief Pain Inventory Short Form) (naii-cuina 6onka npes
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nocneaaute 24 gaca o ckana ot 0 go 10). [Ipubnusurenso 45 % oT manueHTUTE UMAT U3MEPUMO
MEKOTBHKAaHHO 3a00JIsIBaHE TIPU BKJIFOYBAHETO UM B MIPOYYBAHETO, a 12 % OT MalnueHTuTe nMar
BucHepannu (6e10ApoOHN W/UIN YepHOAPOOHH) METacTasu.

KoMmOWHMpaHuTe MbpBUYHU KpaiHU TOYKH 32 PUKACHOCT ca 001 MPESIKUBSIEMOCT U MPEKUBIEMOCT
0e3 pearrenorpadcka mporpecust (rPFS). OcBen koMOMHUpaHUTE TBPBUYHN KpaitH! TOUKH € OIICHEHA
Y TI0J13aTa, KaTo CE U3IOJI3BAT BPEMETO JI0 3alI0YBAHE HA [IMTOTOKCUYHA XUMHOTEPAIHs, Hal-100pusIT
0011 MEKOTHKaHEH OTTOBOP, BPEMETO JI0 IIEPBOTO CKEJIETHO CBBP3aHO chouTne, PSA oTroBopa

(= 50 % moHmKEHNE B CpaBHEHNE CHC CTOWHOCTTA HAa M3XOTHO HUBO), BpemeTo 10 PSA mporpecus u
BpPEMETO A0 Jierpajalus o OOIIus CKOp 3a JICYEHHETO Ha paka 3a KapIMHOM Ha MpocTaTHATa Kiie3a
(FACT-P).

Pentrenorpadckara nporpecus € OlleHeHa Ype3 CEKBEHTHH 00pa3HU M3CIEBAHUS CHIJIACHO
KputepunTe Ha PaGoTHaTa rpyna 3a KIMHUYHYU NPOYyYBaHMS Ha MpocTaTeH pak - 2 (Prostate Cancer
Clinical Trials Working Group 2 — PCWG?2) (3a KOCTHU JI€3U1) W/WITN CTIOPE]] KPUTEPUHTE 32 OLICHKA
Ha oTroBopa npu conuaau Tymopu (Response Evaluation Criteria in Solid Tumors — RECIST,
Bepcus 1.1) (3a MekoTbKaHHU Nie3un). AHanu3 Ha TPFS e HanpaBeH B IeHTpalIn3upaHo 3BEHO 4pe3
peHTreHorpad)cka OLeHKa Ha IIporpecusTa.

[lo naHHU OT MpeABapUTETHO ONPEACICHUS MeXKIMHEH aHaIH3 3a 001112 IPEKUBAEMOCT, KOTaTo ca
Oounu HabnronaBanu 540 ciyyan Ha CMBPT, JICYSHUETO C SH3ATyTaMH/] IEMOHCTPHPA CTATUCTHYECKH
3HAYMMO NOJ00peHHe B 00IIaTa NIPEKUBIEMOCT B CPAaBHEHHUE C JICUEHHETO ¢ utanedo ¢ 29,4%
HaMaJIsIBAaHE Ha PUCKa OT CMBPT [koedurent Ha puck (HR) = 0,706 (95% CI: 0,60; 0,84), p <
0,0001]. Koraro ca Oun HabmoaaBanu 784 ciay4an Ha CMBPT € MIPOBENICH aKTyal3upaH aHATU3 Ha
MpeXuBsieMocTTa. Pe3ynTature oT aHajau3a ca B ChIVIACHE C OHE3U OT MEXKIMHHUS aHAIIN3

(tabnuua 5). Ilpu aktyanusupanus ananus 52% OT JeKyBaHUTE ¢ eH3aryTaMu U 81% oT neKkyBaHuTe
¢ Manedo NalUeHTy ca 0JIy4aBally [10CIIeIBaIlY JIEYEHUS 32 METacTa3upall, pe3UCTEHTEH Ha
kacTpanus pak Ha rmpocratara (CRPC), kouto morar aa yasmkaT od1arta npeKuBIeMOcCT.

OxoHuateneH aHaiu3 Ha gagaute or PREVAIL 3a 5 roguuu mokassa 3amna3BaHe Ha CTAaTUCTUYECKH
3HAYMMO TIOBHIIIABAHE HA 00II[aTa MPEKUBAESMOCT TIPU MAIIUEHTHUTE, JICKYBaHU C H3aJIyTaMul, B
cpaBrenue c miamne6o [HR = 0,835, (95% CI: 0,75, 0,93); p-croitroct = 0,0008], Bpripexu ue 28% ot
MAIMeHTHTE Ha IJ1ane0o MPeMHHAaBaT KbM €H3alTyTaMu/l. S-TOUIITHATA 001I1a PeXKuBsIeMOCT € 26% 3a
pamoTo ¢ eH3axyTamu B cpaBHeHue ¢ 21% 3a pamoTo ¢ miaiedo.

Tabumna 5: O01ma npekuBsieMoCT NPH MANMEHTH, JJEKYBAaH! WM ¢ eH3aJyTaMH/ WIH ¢ I1anedo
B npoyuBaHeTo PREVAIL (intent-to-treat anaaus)

Enzanyramupg Inanedo
(N =872) (N = 845)
[IpenBapuTeTHO ONpEIEIeH MEXIMHEH aHAIN3
Bpoii Ha cmppTHUTE cityyan (%) 241 (27,6%) 299 (35,4%)
Mennana Ha npexuBseMoctTa, Meceru (95% CI) 32,4 (30,1, NR) | 30,2 (28,0, NR)
P_CTOI‘/‘IHOCTErmr! Reference source not found. p < 0’000 1
KoedunueHt Ha puck (95% CI) Errer! Reference source not found. 0,71 (0,60, 0,84)
AHaJIN3 Ha aKTyaJM3UPAHNUTE JTAHHU 32 MPESKUBSICMOCT
Bpoii Ha cmppTHUTE cityyan (%) 368 (42,2%) 416 (49,2%)
Menunana Ha npexuBseMoctTa, Meceri (95% CI) 35,3 (32,2, NR) | 31,3 (28,8, 34,2)
P_CTOI‘/‘IHOCTErmr! Reference source not found. p — 0’0002
KoedunueHt Ha puck (95% CI) Errer! Reference source not found. 0,77 (0,67, 0,88)
5-TOJUIIICH aHAJIN3 Ha MPESKUBICMOCTTA
Bpoii Ha cmbpTHHTE ciry4dan (%) 689 (79) 693 (82)
Menuana Ha npexuBsemMoctra, meceri (95% CI) 35,5(33,5,38,0) | 31,4(28,9, 33,8)
P-croitroct’ p =0,0008
Koedwunuent Ha puck (95% CI)Z 0,835 (0,75, 0,93)
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NR, He € nocTurnar.

1. P-croiiHocTTa € moy4yeHa ot HectpaTuuuupan log-rank tect.

2. KoeuimeHThT Ha PUCK € MONyYeH OT HecTpaTu(HIUpaH MPONopLHOHaIeH puckoB Moael. Koeduuuent Ha puck <1
€ B [10J132 Ha CH3AIyTaMUI.
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®urypa 9: Kpusu na Kaplan-Meier 3a o0011a npe:kuBsieMocT, Bb3 0CHOBA HA S-roguieH aHaaiu3
Ha npexuBsieMocTTa B ipoyuBaneTo PREVAIL (intent-to-treat anaims)

Bpoi naunent KoednumnenT Ha pucK 3a cMBPT
NMoarpyna Enzanytamua/nnauyebo (95% CI)

Berukn naynenTr 8727845 = 0.83 (0.75-0,93)
OyeHka Ha yHKUHWOHANHO cbeToAHME no ECOG = 0 584 /585 -+ 0,87 (0,77-0,99)
Ouenka Ha dyHrumoHanto cheToarme no ECOG = 1 286/ 280 ——vi 0,73 (0,61-0,38)
Bwapact < 75 rogunn 5557553 i 0,88 (0,77-1,00)
Bwapact >= 75 rognHu 317 /282 —— 0,74 (0,62-0,88)
leorpadcky paiion — CesepHa Amepuka 2187208 | 0,85 (0,68-1,05)
Feorpadhcku paion — Espona 465/ 446 = 0,85 (0,74-0,98)
Meorpadickyn paiios — 0CTaHaNaTa yacT HA CBeTa 183719 ] 0,79 (0,63-0,99)
BucyepanHo 3abonAeaxe (6an apod n/iunn yepen gpod)—aa 98/ 106 P 0,85 (0,64-1,15)
Bucyepanto sabonAeane (9an apod w/vnn yepen apod) —He 7747739 = 0,84 (0.75-0,94)

T T t T T

0.0 0.5 1.0 15 20
B nonaa Ha enzanyTamua B nonsza wa nnauebo

®@urypa 10: 5-roguiieH aHAJu3 HA 001I(a MPEKUBSIEMOCT MO MOATPYNH: KoeUIIHEHT HA PUCK U
95% noBepuresieH untepsaj B npoyusanero PREVAIL (intent-to-treat ananus)

[To maHHM OT MpenBapUTEITHO onpeaenacHus aHanu3 Ha TPFS rimMa neMOHCTpUpaHO CTaTUCTHYECKU
3HAYUMO TIOJTOOpPEeHHE MEX Ty JeueOnuTe Tpynu ¢ 81,4% HaMmansgBaHe Ha pUCKa OT peHTreHorpadcka
nporpecust win cmbpT [HR = 0,19 (95% CI: 0,15, 0,23), p < 0,0001]. Ctro u ocemuanecet (14%)
JIEKYBaHU ¢ eH3amyTamMu maiuenTd u 321 (40%) nexyBanu ¢ muiarne0o NanyueHTH ca UMalil ChOUTHe.
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Menuanata va rPFS He e nocturnara (95% CI: 13,8, HenqocTuraara) B paMoTO Ha JIEKyBaHUTE C
ensanytamun u e 3,9 mecena (95% CI: 3,7, 5,4) B pamoro Ha nekyBaHuTe ¢ mianebo (durypa 11).
Mex 1y BCHUKH TIPEBAPUTEITHO OIPESIICHU OATPYIH (HAIP. Bh3pacT, Pe3y/ITaT Ha U3XOIHO HUBO OT
orrenka o ECOG, croiiHocT Ha n3xonHo HUBO Ha PSA u LDH, unnexc no Gleason npu
JTUArHOCTHIIMPAHETO Y BUCIIEPAITHO 3a00IsIBaHe TP CKPHHHUHTA) MAIEHTH € HaOJIt01aBaHa eTHaKBa
rro3a o otHomeHue Ha rPFS. Tlo manau ot mpenBapuTenHo onpenencHus ananus Ha rPFS, b3
OCHOBA Ha OIICHKA Ha PEHTICHOTpadCcKaTa MPOrpecus, U3BbPIICHA OT U3CIICIOBATENS, UMa
JIEMOHCTPHUPAHO CTATUCTHYECKH 3HAYMMO TIOA00peHne Mex Ay JiedeOHuTe rpynu ¢ 69,3% HamansBane
Ha prcKa oT peHTrenorpadcka nporpecus wiu cMbpT [HR = 0,31 (95% CI: 0,27, 0,35), p < 0,0001].
Menauanata Ha rPFS e 19,7 mecenia B paMoTo Ha eH3aIyTaMu]l ¥ 5,4 Mecella B paMoTO Ha riare0o.
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[To Bpeme Ha mbpBUYHUS aHAIN3 IMa 1 633 paHIOMU3UpPaHH NALUEHTH.

®urypa 11: Kpusu nHa Kaplan-Meier 3a npe:kuBsieMocT 0e3 peHTreHorpagcka nporpecusi B
npoyuBaneto PREVAIL (intent-to-treat ananaus)

B nonmbiHeHne KbM KOMOMHUPAaHUTE ITBPBUYHH KPAiHU TOUKHU 32 €(UKACHOCT, UMa ChI0
JEeMOHCTPHUPAHU CTATUCTUYECKH MOJOOPEHUsS 1 TI0 OTHOIIEHUE Ha CIIEHUTE MPOCIIEKTHBHO
OIpeAeNeH! KpaliH! TOYKH.

MenuanaTta Ha BpeMETO 0 3all04BaHe Ha IUTOTOKCHUYHA Tepanus € 28,0 Mecela 3a MalueHTUTe Ha
ensanyramun u 10,8 mecena 3a manuenture Ha wanedo [HR = 0,35 (95% CI: 0,30, 0,40), p < 0,0001].

JlenbT Ha JIeKyBaHHTE C €H3ATyTaMU/l ITAMEHTH ¢ U3MEPUMO 3a00JIsIBaHE B U3XOJ/IHO HHUBO, IIPH KOUTO
“Ma OOEKTUBEH MEKOThKaHEeH OTToBOp, € 58,8% (95% CI: 53,8, 63,7), B cpaBuenue ¢ 5,0% (95% CI:
3,0, 7,7) npu nanuenTUTe Ha mwiane6o. AOCOIIOTHATA pa3iiKa B 00EKTUBHUS MEKOTHKaHEH OTTOBOD
MEXJ1y paMOTO Ha €H3aJIyTaMKJ U paMOoTo Ha 1uiane6o e [53,9% (95% CI: 48,5%, 59,1%),

p <0,0001]. ITenen otroBop e cboduIeH npu 19,7% ot JlekyBaHUTE ¢ eH3aTyTaMH]] IAIIUEHTH, B
cpaBHenue ¢ 1,0% mpu nekyBaHuTe ¢ manedo, a YacTHYeH OTroBOp € chooeH npu 39,1% ot
JIEKyBaHUTE C €H3TyTaMHU/I MTAlMeHTH crpsMo 3,9% OT leKkyBaHUTE ¢ TIaneoo.

Enzanyramua 3HaUMTETHO HAMAaJIsiBa PUCKA OT ITBPBO CKEJIETHO CBBP3aHO chouTHe ¢ 28%

[HR = 0,718 (95% CI: 0,61, 0,84), p-croitrocT < 0,0001]. CkeneTHO CBbp3aHO CHOUTHE CE OTPEAEIs
KaTo JTbYeTepansl WM XUPypriuYHa OTepaIisl Ha KOCT 3a PaK Ha MpocTaraTa, aToJIorMyHa KOCTHA
(dpakTypa, TppOHAYHOMO3bYHA KOMITPECHS WM ITPOMSHA B AHTUHEOIIACTUYHATA TEPAITHS C e
OBIIaJIIBAHE HA KOCTHA 00JKa. AHAIHM3BT BKIIOYBA 587 CKeNeTHO cBhp3aHu choutus, 389 (66,3%) ot
KOUTO ca JibueTepanus Ha kocT, 79 (13,5%) ca rppOHauHOoMo3buHa KoMipecust, 70 (11,9%) ca
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MaTOJIOTUYHA KOCTHA QpakTypa, 45 (7,6%) ca mpoMsiHA B aHTHHEOIIJIACTUYHATA TEPAIUs C el
OBIIaJsIBaHE Ha KOCTHA O0IKa, a 22 (3,7%) ca XxupyprudHa oneparis Ha KOCT.

[NaruenTrTe HA EH3ATyTaMUJI JEMOHCTPUPAT 3HAYUTEITHO TIO-BUCOKA CTEIICH Ha OTTOBOP 10
otHomIeHue Ha oot PSA (ompenenen karo > 50% moHmKaBaHe OT CTOHHOCTTA HA H3XOAHO HHUBO), B
CpaBHEHHE C ManueHTnTe Ha miamnebo, 78,0% crpsamo 3,5% (paznuka = 74,5%, p < 0,0001).

MenunanaTa Ha BpemeTo 10 PSA mporpecus ciopen kpurepuute Ha PCWG2 e 11,2 mecerna 3a
MaIMeHTHTe Ha eH3aayTaMua 1 2,8 Mecena 3a manueHTtute Ha miarnedo [HR=0,17, (95% CI: 0,15,
0,20), p < 0,0001].

Jledenunero ¢ en3amyramu HamansBa pucka ot aerpagas mo FACT-P ¢ 37,5% B cpaBHeHue ¢
mwtane6o (p < 0,0001). Meananara na Bpemeto 10 aerpaganusi mo FACT-P e 11,3 mecena B pamoTo Ha
eH3aTyTaMuI 1 5,6 Mecena B paMOTO Ha Tuiare0o.

Ilpoyusane CRPC2 (AFFIRM) (nayuenmu c memacmasupanr CPRC, koumo eeue ca bunu Ha
Xumuomepanusi)

EdwukacHocTTa 11 6€30macHOCTTa Ha €H3aIyTaMu/ IpH narueHTn ¢ Metacrazupain CRPC, konto ca
IIOJTy4YaBaJH JIEYEHUE C JOLIETAKCEN U ca u3non3sanu aHano3n Ha LHRH unu ca nperspnenu
OpPXHUEKTOMHA, Ca OLICHCHU B paHAOMU3UPAHO, HH3H660-KOHTpOJ]I/IpaHO, MHOTOLICHTPOBO KIIMHUYHO
npoyuBane ¢aza 3. O6mo 1 199 manmenTn ca pangoMusupanu 2:1 1a MorydaBaT WiId €H3aTy TAMHAT]
nepopaiiHo B 7032 160 mg Beaubxk aueBHO (N = 800), uiu miaredo Benubx aaeBHo (N = 399). Ha
MaIMEeHTHUTE Ce TI03BOJISIBA, HO HE ce U3UCKBA, Ja pUeMaT NPeIHU30H (TMM03BOJICHATa MAaKCUMAaJTHA
IHEBHa 103a ¢ 10 mg npeaHu30H WiM ekBUBajeHT). [launenTrre, paHAOMU3HpPaHU BbB BCIKO OT
pameHaTa, IpoIbJDKABaT JICUYCHUETO JI0 IPOrpecupane Ha 3a00J1BaHeTo (ONpeaesieHO KaTo
MOTBBPJICHA pEHTTeHOTpadcKka Mporpecys Ik HACThIIBAHE HAa CHOUTHE OT CTpaHa Ha MYCKYJTHO-
CKeJIeTHaTa CHCTeMa) M 3all0YBaHe Ha HOBO CHCTEMHO aHTHHEOIUIACTUYHO JICUeHHE, HETIPHEMITUBA
TOCKUYHOCT WJIU CITUPAHE.

PaznuunuTe pamena Ha jiedeHue ca OanaHCHpaHU 1O CIeIHUTE IeMOrpad)CKU XapaKTepUCTUKU Ha
MAlMEHTUTE U N0 XapaKTEPUCTHKH Ha 3a00JsIBAHETO HA U3XOAHO HUBO. MeanaHaTa Ha Bb3pacTTa €

69 rogunu (nuanasox 41 - 92), a pasnpenenenuero no paca e 93 % 6enu, 4 % vepnokoxu, 1 % ot
aszuatcku npousxon u 2 % apyru. CkopsT 3a GpyHkunonaaHo cberosHue mo ECOG e 0 - 1 pu 91,5 %
OT ManueHTuTe u 2 npu 8,5 % oT nanueHTure; 28 % umat cpesieH CKop = 4 1o cKajnara 3a KpaTka
orieHka Ha 6onkara (Brief Pain Inventory) (cpeneH ckop 3a Hali-crutHa 00Jka, CbOOIIEHa OT
MalUEeHTUTE TIpe3 TocheaHuTe 24 yaca, M34UCIICH 3a ceJieM JHH Mpeau panaoMusupanero). [lopeuero
(91 %) manpieHTH UMAT METacTa3u B KOCTUTE, a 23 % uMaT BUCIepaIHO OeJI0APOOHO H/MTH
4epHOApPOOHO 3acsirane. [Ipu BkitouBaHe B mpoyuyBaHeTo, 41 % OT paHIOMU3MpPAaHUTE NAlUEHTH UMaT
camo niporpecus B PSA, nokato 59 % umar penrrenorpadcka nporpecust. [letaeceT u enH nporeHTa
(51 %) ot maruenTuTe ca Ha 6udochoHATH HA U3XOAHO HUBO.

[IpoyuBanero AFFIRM wu3kitouBa manueHTH ChC 3a00JIIBaHUs, KOUTO MOXKE Ja MPeApa3noiarat KbM
r'bpUOBE (BXK. TOUKA 4.8) M TIEKapCTBEHU MPOAYKTH, 38 KOUTO € M3BECTHO, Y€ HaMaJIiBaT I'bPUOBHS
Tpar, KakTo U KJIMHUYHHU 3HAYUMO ChPJCUYHO-CHI0BO 3a00IIIBaHe, KATO HEKOHTPOJIMPAHA XUTICPTOHUS,
CKOpOIIIHA aHAMHE3a 32 MUOKap/IeH WH(APKT WU HecTaOMITHA CTEHOKAPAMS, ChpACYHA
HegoctaTbuHocT Kinac I uimu IV mo NYHA (ocBen ako ¢pakiusTa Ha H3TJIacKBaHe € > 45 %),
KJIIMHUYHO 3HAYMMHU KaMEePHHU apuTMuH Wik AV 0J10k (0e3 IepMaHEHTEH NIEHCMENKBD).

IIpensaputenHo onpeAeIeHUsT B IPOTOKOJIa MEX/IMHEH aHanu3 ciie 520 CMbPTHU cilydas [I0Ka3Ba

CTaTHCTHYECKH 3HAYNMO MPEBB3XO0/ICTBO B 00IIaTa NPESKUBSIEMOCT P MALMCHTHUTE, JIEKyBaHH C
eH3ayTaMul, B cpaBHeHHE ¢ Mutanebo (Tabmmna 6 u Gurypu 12 u 13).
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Taéauua 6: O61ma npe;kuBsieMOCT NPU NAUMEHTHUTE, JIEKYBAHH € eH3aJyTaMuj WM ¢ nianedo, B
npoyuBaneto AFFIRM (intent-to-treat anaaus)

Enzaayramug (N = 800) Iaauneoo (N = 399)
Cwmaprt (%) 308 (38,5%) 212 (53,1%)
Menmnana Ha npexuBseMmocT (Mecern) | 18,4 (17,3; NR) 13,6 (11,3; 15,8)
(95% CI)
P croiinoct’ p <0,0001
0 Error! R
v some oD 0,63 (0.53: 0.75)

NR, HE € nocturaara
1. P-cToiiHOCTTa € MOJy4YeHa OT JIOTAPUTMUYCH PAHTOB TECT, CTPATH(GUIMPAH 110 CKOP 32 (PYHKIHOHAIHO ChCTOSHHE IO
ECOG (0-1 cpeury 2) u cpeneH ckop 3a 6oika (< 4 cpeuty > 4).
2.  KoehunueHTHT Ha PUCK € MOIyYeH OT CTPATUPHULIUPAH IPOIOPLUHOHATICH puckoB Mozeln. KoeduimeHnt va puck < 1 e B
10132 Ha eH3aTyTaMHu/I.

100%;
809%-4
g
b_
[ %]
o r
Z  60%-
=
m
=
=
L]
Q ‘-‘u..h
: .“"‘\........
409 . )
20%:4
Ensanytamug (N=800) Mepmana 18,4 meceun  KoedmumeHT Ha puck = 0,63
---- Placebo (N =399) Meguana 13,6 meceuyn  95% CI (0,53, 0,75), p < 0,0001
0“_{’@ L T T T T T L L T T T T L T T L T T T T T T T 1
0 3 5] 2] 12 15 18 21 24
NauvenTt B puck Meceumn
Exsanyramna 800 775 701 627 400 211 72 7 0
Mnayebo 399 378 317 263 167 81 33 3 0

®@urypa 12: Kpusu Ha Kaplan-Meier 3a o61ma npexussieMoct B npoyuBaneto AFFIRM
(intent-to-treat anaaus)
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O6wa NPeXMBAEMOCT MEQUaHA

Epok naumexTH KoedHuMeHT Ha PHCK 33 CMBPT (meceum)
Moarpyna Enszanyramua / MNALEGO (95% CI) EnsanyTamwy Mnauebo
Boauia naymesT 800/309 Iz = 0,83 (0,53-0,75) 1847138
Buapact
<€5 232/130 —— 0,63 (0,46-0,87) —1124
285 568/269 o— 0.63 (0,51-0,78) 1847139
Waxopen ECOG ckop 32 GyHKUMOHANHO CHCTOAHNE
o1 7301387 [ 0,62 (0,52-0,75) —1142
70/32 0,65 (0,3¢-1,07) 105/7,2
W3xopeH cpeaen ckop 3a Hai-cuntia 6onka no BPI-SF P em—_—y
(Bvnpoc Ne3)
<« 574284 o 0,50 (0,47-0,74) —1182
24 228/115 ——_ 0,71 (0,54-0,84) 12,4/81
EPOA NPERULIKK PEXHMA XHMAOTEPINUR
1 5701208 e 0,59 (0,48-0,73) —1142
22 2211103 —— 0,74 (0,54-1,03) 1591123
Tuan npu 8 npoy
cauo PSA nporpecus 328/184 ——t 0,62 (0,48-0,83) —/18,5
Pentrenorpadcka nporpecun  PSA nporpecus 470/234 o 0,64 (0,52-0,80) 1737130
Maxonna cTodmoct Ha PSA
<Mezmana (11,2 g/l 4127188 —— 0,67 (0,50-0,89) —1192
>Meamana (11,2 pgll) 3gg/21 i 0,62 (0,50-0,78) 1537103
Maxopua ctoimoct Ka LDH
SMenmara (211 U/I) 4117192 e 0,63 (0,46-0,88) —119,2
>Meana (211 W) 380/205 —i 0,61 (0,50-0,76) 124185
O6uy cxop no Gleason npst aMar<ocTULMpaKe
=7 380/ 175 0,67 (0,51-0,88) 1847148
23 366/ 103 - 0,60 (0,47-0,76) 182/113
wwnu
safonAzsane NPW CKPUHUHT
Aa 108/82 X 0,78 (0,56-1,00) 13,4195
He 604/317 o 0,56 (0,46-0,60) —114.2
r T T 1
0,0 05 10 15 20
B nonsa wa B nonsa ka
Ensanyrammn nnayeo

ECOG: U3touna kooneparuBHa onkonorunyna rpyna (Eastern Cooperative Oncology Group); BPI-SF: Kpartka ornenka Ha
6onkara — kpaTtka ¢opma (Brief Pain Inventory-Short Form); PSA: [Ipocrara- cienuuydeH aHTUTeH

®urypa 13: O6ma npexussieMocT o noArpynu B npoyysaneto AFFIRM — Koegunuenrt na
puck 1 95 % nosepuTesieH HHTEPBAJ

B nombinHeHre KbM HAOIIOaBaHOTO MOJI0O0OPEHHE B 00IIaTa IPEXKUBIEMOCT, KIIFOUOBUTE BTOPUYHHU
Kpaitau Touku (PSA nporpecus, npexxussemoct 0e3 paaurpadcka mporpecust 1 Bpeme 10 IbPBO
chOWTHE, CBHP3aHO C KOCTUTE) Ca B 110J13a HA €H3TyTaAMU/] M Ca CTATUCTHYECKH 3HAYMMH CIIe]
KOpHUTHMpaHe 32 MHOTOKPATHO M3CJIE/IBaHE.

[IpexussiemoctTa 6€3 paxurpadcka nporpecusi, KakTo B oleHeHa oT uzcienosareins upe3 RECIST v
1.1 3a MEKHM ThKaHU U [OSIBA HA 2 WJIU IMOBEYE KOCTHHM JIC3UH MPHU KOCTHA CIIMHTUTpadus, € 8,3 Mecena
3a AlKEHTH, JIEKYBaHU C eH3alyTaMu] 1 2,9 Mecela 3a MalieHTH, KOUTO ca MoyyaBajiy 1ianedo
[HR = 0,40 (95% CI: 0,35, 0,47), p < 0,0001]. Aranu3bT BKiItOUBa 216 CMBpPTHU citydas 6e3
JTIOKyMEHTHUpaHa mporpecust u 645 cirydast ¢ foKyMeHTHpaHa nporpecus, ot kouto 303 (47 %) cac
MEeKOTBbKaHHa mporpeus, 268 (42%) c mporpecus ¢ koctHa ne3us u 74 (11 %) ¢ MekoTbkaHHA U
KOCTHa JIE3UH.

[TotBBpaenoTo nmoumkenue Ha PSA ot 50 % umu 90 % e crotBeTHO 54,0 % 1 24,8 % 32 marueHTn
neKkyBaHu ¢ eH3anytamun u 1,5 % u 0,9 % chOTBETHO 3a MAIMEeHTH, KOUTO Ca TOIyJYaBaliy anedo

(p <0,0001). Menuanata Ha BpemeTo 10 PSA mporpecus e 8,3 Mecena 3a nayeHTH, JIGKYBaHHU C
ensanytamua u 3,0 Mecela 3a nalueHTH, KOMTO ca nojydyaBanu ianedo [HR = 0,25, (95 % CI: (0,20,
0,30), p < 0,0001].

MenuanaTta Ha BpeMETO J0 IIbPBO CHOHWTHE, CBBP3aHO ¢ KOCTHTE, ¢ 16,7 Mecela 3a ManueHTH,
JISKyBaHH ¢ eH3ayTamMua U 13,3 Mecelia 3a malueHTH, KOUTO ca moyrydaBaiu miamne6o [HR = 0,69,
(95 % CI: 0,57, 0,84), p < 0,0001]. CrOutne, cCBbp3aHO C KOCTHTE, € ONPEACICHO KAaTO JThUeTepais
WM OTIepalysi Ha KOCTTa, MaTOJIOTMYHHA KOCTHHU (PpakTypu, KOMIpecHs Ha IpbOHAUYHUSI MO3BK M
IIPOMsIHA B IPOTUBOTYMOPHOTO JICUEHHUE 3a NOBJIMsBAaHE HAa O0JIKAa B KOCTUTE. AHAIN3BT BKIIIOYBA
448 cp0OuTHs, CBBP3aHU C KOCTUTE, OT KouTo 227 cubutus (62 %) ca mpyeneueHue Ha KOCTH,

95 cvbutnst (21%) ca kommpecus Ha TpbOHaYeH MO3BK, 47 crOuTHs (10 %) ca maToIOrMYHM KOCTHH
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¢bpaxTypn, 36 ceouTH (8 %) ca MpoMeHH B MPOTHBOTYMOPHOTO JICUCHHE 32 TIOBIUSBaHE Ha OOJKa B
KoctuTe U 7 crouTHs (2 %) ca oneparus Ha KOCTTA.

Usnumeane 9785-CL-0410 (enzanymamuo cred adbupamepon npu nayueHmu ¢ Memacmamuyet
CRPC)

UznutBaneTo e ¢ enHo pamo npu 214 manuentu ¢ nporpecupain MeractratuaeH CRPC, kouTto ca
nosrydaBaiy enzanytamuz (160 mg BegHbXK THEBHO) ciief] ToHe 24 ceMUIIN JedeHre ¢ abupaTepoH
areTaT IUToC mpeaan30H. Mennanata Ha rPFS (mpexuBsemoct 6e3 peHTreHorpadcka mporpecus,
I'bpBUYHA KpaiiHa ToYKa Ha u3nuTBaneTo) e 8,1 mecena (95 % CIL: 6,1, 8,3). Meananara Ha o0maTa
npexuBseMoct (OS) He e mocturnara. PSA otroBopsT (onpeaeneH kato > 50 % moHmwKeHHe CripsiMo
m3xoAHO HUBO) € 22,4 % (95 % CI: 17,0, 28,6).

3a 69 —Te manMeHTH, KOUTO ca MMoJy4yaBajy Mpeu TOBa XUMHUOTepanus, meauanata Ha rPFS e

7,9 mecena (95% CI: 5,5, 10,8). PSA otroBopsT € 23,2 % (95% CI: 13,9, 34,9).

3a 145 -Te nauueHTH, KOUTO HE ca UMaJli IpeIulIHa XUMUOTepanusi, MeauaHata Ha rPFS e

8,1 mecena (95 % CI: 5,7, 8,3). PSA otrosopsT € 22,1 % (95% CI: 15,6, 29,7).

Brnpeku ge npy HAKOM MALMEHTH UMa OTPAaHUYEH OTTOBOP HA JICYEHUETO C EH3ATyTaMH ClIe
abuparepoH, IPUYMHATA 32 Ta3W HaXOAKa [MOHACTOSILEM HE € U3BECTHA. JJu3aiiHbT HA MPOYUYBAHETO HE
MO’K€ Jia YCTaHOBU HUTO MAIlUEHTUTE, KOUTO € BEPOSATHO Ja UMaT 10133, HUTO MOCIIeI0BaTeTHOCTTA, B
KOSITO €H3ayTaMu] ¥ abupaTepoH TpsiOBa Aa ObAAT ONTUMAIHO MPUJIaraHu.

Crapuecka Bb3pacT

Ot 5 110 manueHTH B KOHTPOJIMPAHUTE KIMHUYHYU MPOYYBAHMS, KOUTO ca OMIIM Ha eH3aTyTaMu/I,

3 988 manmenTu (78 %) ca Ha BB3pacT 65 u noBeue roguny, a 1 703 mamuentu (33 %) ca Ha BB3pacT
75 u noBeue roauHu. KaTo 1151710 He ca HaOMI0AaBaHU Pa3JIMKU B 0€30MaCHOCTTA MM e(h)UKAaCHOCTTa
MEX]y TallMEHTUTE B CTAPUECKa Bh3PACT U MO-MIIQIUTE MAIIHCHTH.

[epnaTpuyHa nomynanus

EBpomnelickaTa areHIms o JiekapcTBaTa 0CBOOOKAaBa OT 33 IbJDKCHUETO 32 MPEJOCTaBSHE Ha
pe3ynTaTUTe OT MPOYUYBaHUATA C €H3aTyTaMHl BbB BCUUKH MTOATPYIH Ha TeIHaTpUYHATa TOITyJIaIusl
3a paK Ha rpocTarata (BX. Touka 4.2 3a uHQopManus OTHOCHO yIoTpeda B IeIHaTpHsiTa).

5.2 ®apmakokMHETHYHHU CBOHCTBA

Enszanyramun e ciabo pa3TBOpUM BbB BoAa. Pa3TBopuMoOCTTa Ha €H3aIyTaMu/1 Ce MOBUIIIABa Ype3
KaIlpUIOKapOMJIOBH MaKpOTOITIIUIEPUIN KaTO eMYJTaToP/IIOBBPXHOCTHOAKTHBHO BenlecTBo. [1pu
HEKJIMHUYHU MPOYyYBaHHs abcopOLMsATa Ha €H3aTyTaMH/l Ce TIOBUIIIaBa, KOraTo Ce pa3TBOPHU B
KaIlpUIOKapOUJIOBU MaKpOTOITIALEPUAH.

dapMaKkOKMHETHKATa Ha €H3ATyTaMU/] € OIICHEeHa TPH MaIMeHTH C PaK Ha MpocTaTara v MpH 3paBu
no0poBonu Mbxe. CpeAHUAT TEpMUHAJICH TIOIY>KUBOT (t12) Ha €H3aIyTaMH[ IPH NAUEHTH CJIE]
eIMHUYHA [lepopasiHa 1o03a € 5,8 nuu (rpanuuu 2,8 1o 10,2 1HM), a CTAIIMOHAPHO CHCTOSIHUE CE
JOCTHUTA 332 NPUOIN3UTENHO eIUH Mecell. [Ipy exxeTHEBHO epopaHO MPHI0KEHHE, eH3aTy TaMU/T
KyMyJHpa NpuOIU3UTeIHO §,3-1bTH, CPAaBHEHO C €IMHUYHA 103a. [IHeBHUTE (IIyKTyalluy B
IUIa3MEHUTE KOHLEHTPALUH ca HUCKU (ChOTHOIICHUE HAa MMKOBA KbM Hal-HUCKA KOHLCHTPALUS —
1,25). KiupbHCHT Ha €H3aITyTaMHUJl Ce OCHINECTBSBA TTIABHO YpE3 YePHOAPOOCH MeTabO0IM3bM KaTo Ce
0JTy4aBa akTUBEH META0OJINT, KOMTO MMa €JHAKBA aKTUBHOCT C €H3AITyTaMHJl M IUPKYJIUpa MpH
MPUOM3UTETHO CHIINTE IUIa3MEHH KOHIIEHTPAIMK KaTO €H3aTyTaMU/.

AOGcopOrus
AOcopbumsTa mpu epopaeH npueM Ha (priIMUpaHu Ta0NeTKH SH3aTyTaMUJl € OLlCHeHA ITPY 3/IpaBu

MBXE JJOOPOBOJIIY CIIE/ SAMHUYHA /1032 eH3ayTaMu oT 160 mg GuiMupaHu TaONEeTKH U €
M3M0N3BaHO (hapMaKOKHHETHIHO MOJICIIUPAHE U CUMYJIAIHS 32 TIPEIBIKIaHe Ha (papMaKOKUHETUIHUS
poduII TP CTAIMOHAPHO cheTosiHME. Ha 6a3zaTa Ha Te3u MpenBUKIaHUS ¥ Ha JIPYTH TTOAKPETISIIH
JaHHH, MeIMaHaTa Ha BPEMETO 3a JIOCTUTAHE HAa MaKCHUMAaJTHHUTE TUIA3MEHU KOHIICHTPAIUU Ha
ezamyTaMu (Cmax) € 2 gaca (muamazon 0,5 10 6 gaca), a papMakoKuHETHIHATE TTPOdrN HA
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CH3ATyTaMHJl ¥ Ha aKTUBHHSA My METa0OJIUT NPH CTALMOHAPHO CHCTOSHUE ca ITOJ00HU 32
¢brMupaHuTe TaOJIETKN U MEKHUTE Karcyu eHzaryTamua. Ciel nepopajieH npueM Ha MeKaTa
KarcynHa ¢popma (enzanytamua 160 mg naeBHO) oT nauuentu ¢ MetactarnieH CRPC cpennunte
M1a3MeHU CTOWHOCTH Crnax 32 CTAIIMIOHAPHO CHCTOSHUE 32 CH3aJTyTaMHJ U aKTHBHUS My METaOOIUT ca
cpoTBeTHO 16,6 pg/ml (23 % CV) u 12,7 pg/ml (30 % CV).

B®3 ocHoBa Ha mpoyuBaHe mass balance npu xopa, mepopanHaTta abcopOLHs Ha SH3aTyTaMH/I Ce
n3uucisaBa Ha oHe 84,2%. Enzanytamuz He e cyOcTpar Ha epiykcHUTE TpaHcnopTepu P-gp nmm
BCRP.

XpaHaTa HsAMAa KJIMHUYHO 3HaAaYUM C(beKT 110 OTHOIICHHUE HA CTCIICHTA Ha a6cop6u1/151. B x1uHuYHN
MpOoy4YBaHUA €H3AJIyTaMU I CE Ipujiara 0e3 orjea Ha XpaHCHETO.

Pasnpenenenue
Cpennust npuBuaeH obeM Ha pasnpenenenue (V/F) Ha eHzamyTaMu pu MaUeHTy Clie]] eIUHIYHA

nepopanza fo3a € 1101 (29% CV). O6embT Ha pa3npeneneHue Ha eH3aTyTaMuA € MO-TroJsiM 0T obema
Ha o0I11aTa Boja B TSUIOTO, KOETO MI0Ka3Ba €KCTEH3UBHO €KCTPABACKYJIApHO Pas3NpeaeIcHueE.
[TpoyuBaHus Mpu rprU3adu MOKA3BaAT, Y€ CH3ATYTAMH M HETOBHUAT META0OIUT MOTAT Ja IPEeMUHABAT
KpPBBHO-MO3bYHATA Oapuepa.

Enzanyramun e 97% no 98% cBbp3aH ¢ mIa3MeHUTE MPOTEHHH, OCHOBHO alOYMUH. AKTHBHUST
MeTabonut € 95% cBbp3aH ¢ miaasMeHuTe npoTenHy. HiMa n3mecTBaHe py CBbP3BAHETO HA
MIPOTEUHUTE MEXIY €H3aIIyTaMUJ U IPYTH JIEKAPCTBEHU NIPOLYKTH, KOUTO UMAT BUCOKA CTEIIEH Ha
CBBp3BaHe C TIa3MEHNUTE MPOTeHHU (BapdapuH, HOynpodeH U CATUIIIOBa KUCETMHA) i1 Vitro.

BuoTpanchopmarms

Enzanyramun ce Mmerabonusupa eKcTeH3nBHO. MiMa 1Ba OCHOBHU MeTaboNHUTa B IjIa3Mara mpH Xopa:
N-ae3mMeTi1 eH3aryTamMu] (AKTUBEH) U MPOU3BOIHO Ha KapOOKCHIHA KHCeIUHA (HEAKTHBEH).
Enszanyramun ce merabonusupa or CYP2CS8 u B mo-manka creneH ot CYP3A4/5 (Bx. Touka 4.5),
KOUTO UIPasIT PO B 00pa3yBaHETO Ha aKTHUBHUS META0ONUT. [n vitro, N-1e3MeTHI eH3aTyTaMHu]l ce
MeTaboIM3HUpa JI0 METa00IUT Ha KapOOKCHITHA KUCEJIMHA OT KapOoKcuiiecTepasa 1, KOMTO ChIIo urpae
HECBHIIECTBEHA POJIS IPU METAa0OIM3Ma Ha €H3aTyTaMH/I JI0 METa0OUT Ha KapOOKCHITHA KUCcenHa. N-
JE3METHII eH3ayTamMul He ce Metabonmusupa o CYP ensumure in vitro.

B ycnoBus Ha kIMHHYHA yHoTpeda, eH3aaytaMu € cuieH HHIykrop Ha CYP3A4, ymepeHn HHIyKTOp
Ha CYP2C9 u CYP2C19, u nsima kiuHnaHO 3HaunM epekt Bepxy CYP2CS (k. Touka 4.5).

Enumunupane
Cpennust npusuaeH knupbsHC (CL/F) Ha eH3amytamua npu nanuenTtyu e B tuana3ona ot 0,520 mo

0,564 /h.

Cnen nepopanno npuioxenue Ha *C-ensamyramun, 84,6 % OT paJMoaKTHBHOCTTA CE Bh3CTaHOBSBA
no 77 mau cnex npuiarane: 71,0 % ce Bp3cTaHOBsIBa B ypHHATA (IJIAaBHO KAaTO HEAKTHBEH META0O0IINUT,
CHC CJEIN OT €H3ATyTaMH/] ¥ aKTUBHHUSA MeTabonuT), 1 13,6 % ce Bp3cTaHOBSIBA B M3NPAKHEHUATA
(0,39 % ot mo3ara KaTO HEMIPOMEHEH €H3aATyTaMUN).

In vitro nanHuM Moka3Bart, e enzanyramuy He € cyoctpar Ha OATP1B1, OATP1B3 unu OCT1 u N-
JE3METHII eH3aryTaMul He e cyoctpaT Ha P-gp i BCRP.

In vitro naHHY TIOKa3BaT, Y€ €H3aJyTaMUI U HETOBUAT OCHOBEH METa0OJUT HE HHXUOUPAT CIICIHUTE
TpaHCIIOPTEpH Npu KIMHUYIHO 3HaunMu kKoHneHTparuu: OATPIB1, OATP1B3, OCT2, wimu OATI.

JIunenHoct

B nozoBus nquamnazon ot 40 1o 160 mg He ca HabIIO1aBaHNU TOJIEMU OTKJIIOHEHUS OT
MIPOIOPITMOHATHOCT Ha Ao3arta. CtoifHocTHTE Ha Crin HA €H3ATyTaMU U HAa aKTHBHUSA METa0O0INT B
CTAIlMOHAPHO CHCTOSHUE MPH OTACTHU MAIUCHTH 0CTAaBaT IIOCTOSTHHU TIpe3 MOBeUe OT €/IHA TOIMHA
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XPOHHUYHO JICUCHHE, KaTO IMOKa3BaT JIMHEHHA q)apMaKOKI/IHCTI/IKa BBB BPEMETO, CJIEA KaTO BEYC €
JOCTUT'HATO CTaHMOHAPHO ChCTOSAHHUC.

BrOpeuno yBpexxaane

He e uzBbpiiieHo oduIMamiHo NpoyuBaHe ¢ CH3aTyTaMu/l pu 0b0pedHo yBpexaane. [laruenTure che
cepyMeH kpeaTuruH > 177 pmol/l (2 mg/dl) ca m3kiroueHn OT KIMHUYHUTE MTPOy4YBaHus. B3 ocHOBa
Ha MOMyJNaoHeH (apMaKOKHHETHUYCH aHAJIN3 HEe € He00X0IuMa KOPEKLs Ha 103aTa 3a MallueHTH
ChC CTOMHOCTH Ha n34ncieH kpeaTHnHHHOB KUpbHC (CrCL) > 30 ml/min (onpenenen mo popmyara
Ha Cockcroft m Gault). EazamyraMuy He € OlleHsIBaH MPH IMallMeHTH C TEXKa CTENeH Ha ObOpeuHo
yBpexaane (CrCL < 30 ml/min) unu TepMUHaIeH cTaauil Ha ObOpeuHa OoJiecT U MpH JICYCHUE Ha Te3U
MaIMeHTH Ce MPENopbuBa BHUMaHKUE. MaJIKo BEpOSTHO € EH3IyTaMUl 1a CE OTCTPAaHH 3HAYUTEITHO
Ype3 HHTEPMUTCHTHA XEMOIUAITN3a HITH MIPOIBIDKUTEIIHA aMOYIaTOpHA IEPUTOHEATHA THAITN3A.

UYepHoapoOHO yBpexnaHe

UepHOIpOOHOTO YBpEXKAaHE HAIMA M3pa3eH €PEeKT 110 OTHOIIEHNE Ha 00IIaTa eKCIO3UIUs Ha
CH3ATyTAMHJT WITH HETOBUSI AKTUBCH METa0OIHT. [T0Ty)KUBOTHT Ha EH3ATyTaMUJT 00ade ce yABOsBa
MIPY MAIUEHTH C TEKKA CTCICH Ha YePHOAPOOHO YBPEXKIaHE CPaBHEHO ChC 3/paBu KoHTpoiu (10,4
JIHH, CpPaBHEHO ¢ 4,7 JTHW), BB3MOXHO CBBP3aH C MOBHIIICHO THhKAHHO Pa3NpeieiiCH e,

dapMaKOKWHETHKATA HA €H3aIyTaMHu]l € TIpoydeHa Ipu ydacTHHUIHM ¢ Jeka (N = 6), ymepena (N = 8)
i Texkka (N = 8) creneH Ha yepHoIpoOHO yBpexaane (cboTBeTHO Child-Pugh xiac A, B unmu C) Ha
W3XOZHO HUBO U MPH 22 y4aCTHHULIM, ChOTBETHU KOHTPOJIH ¢ HOpMaiHa yepHoapoOHa pynkuus. Crnexn
equHI4HA riepopaitHa n1o3a ot 160 mg enzamytamug AUC i Cpax HA €H3aTyTaMUJI TIPH YIACTHUIUTE C
JIeKa CTeTIeH Ha yBpeKJaHe ce MOBUIIaBaT ChbOTBETHO ¢ 5 % u 24 %, a AUC Ha eH3asyTaMuJl IpU
YYaCTHULUTE C YMEPEHa CTEIeH Ha yBpexaaHe ce nmosumana ¢ 29 % u Crax HamansiBa ¢ 11 %, a AUC
U Crax Ha €H3aTyTaMU/[ TIPH YYACTHHUIIM C TEXKKa CTETIEH Ha YBPEXKAaHe ce MOBHUILAaBa ChOTBETHO ¢ 5 %
u ce HaMmaisBa ¢ 41 %, B cpaBHEHHE ChC 3/IpaBUTE KOHTPOJIM. 3a CyMaTa Ha HECBbP3aH €H3aIyTaMU/I
wtoc HecBbp3aH akTuBeH MeTa00UT, AUC U Cuax TIPU YyYACTHUIIUTE C JICKA CTETICH HA YBPEXKIAHE CEe
nosunIaBatr cbOTBETHO € 14 % 1 19 %, a AUC 1 Cinax IIpH yYaCTHHIIUTE C yMEPEHA CTEIIEH Ha
yBpeXKAaHe ce MoBHuIIaBa choTBETHO ¢ 14 % u Hamanssa ¢ 17 %, a AUC u Ciax IPH YHACTHUIH C
TEXKa CTEIICH Ha YEePHOAPOOHO YBpEXKIaHe ce yBelInYaBa ChoTBEeTHO ¢ 34 % u HamausiBa ¢ 27 %, B
CpaBHEHHE ChC 3APABUTE KOHTPOIIH.

Paca

[ToBedeTo manueHTH B KOHTPOJIUPAHNUTE KIMHUIHA TTpoyuBaHus (> 75 %) ca ot Osia paca. Criopen
(hapMaKOKMHETUYHUTE TaHHU OT MPOYUBAHHS MTPH ATMTOHCKH M KUTAHCKU MAIIMEHTH C PaK Ha
HpOCTaTaTa, HAMA KJIIMHUYHO 3HAYUMU pa3m/1q1/m B CKCIIO3UIUATA MC)K}Z[y HOHyHaHI/II/ITe. HSIMa
JIOCTaThYHO JIaHHH, 32 J]a MOKE JIa CE HalpaBy OLIEHKAa HA MOTEHUUAJIHUA Pa3jinins BbB
(hapMaKOKMHETHKATa Ha EH3aIyTaMUJI ITPH MIPEICTABUTEIH HA APYTH PacH.

Crapuecka Bbp3pact
[Tpu monynannoHHus papMaKOKMHETHYCH aHAIN3 HA CTap4ecKa Bh3pacT HE ca HaOItoJaBaHU
KIIMHUYHO 3HAYNMU €(EKTH Ha Bh3pacTTa BbPXY (papMaKOKMHETHKATA HA CH3AITYTaAMHU/T.

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

JleyenneTo Ha OpEMEHHU MUIIIKH C €H3aTyTaMU/1 BOJIU JI0 yBEIIMUaBaHe Ha CITydauTe Ha
eMOprodeTarHa CMBbPT | JI0 BHHIIIHU M CKEJIETHH IpoMeHH. He ca nmpaBeHn npoyduBaHus ¢
eH3aTyTaMHJl BbPXY (hepTWINTETa, HO IPHU NPOYYBaHUs IIPH TUIbXO0BE (4 1 26 ceaMuLIn) U Kydera (4,
13 1 39 ceqmuin) ca HaGNMrOAaBaHK aTPO(HS, ACTIEPMIUSI/XUTIOCTIEPMHS U XUIIEPTPODUS/XUTIePILIA3Us
Ha PeNpoIyKTUBHATA CHCTEMA, ChOTBETCTBAIIN HAa ()apMaKOITMYHOTO AEHCTBHE Ha eH3amyTaMu. [Ipu
MPOYYBaHUS IPU MUIIKH (4 ceMULIN), TUTbX0BE (4 1 26 ceamuuu) U kydera (4, 13 u 39 ceamunm),
MPOMEHUTE B PEMPOLYKTHBHUTE OPTaHU, CBBP3aHH C CH3aTyTaMu/, ca MOHWKEHUE B TETJIOTO HA
opraHute ¢ aTpodus Ha mpocraTara u enuauanMa. HaGnmronaBanu ca XUnepTpopus 1/ uin
XUTIEPIUIa3us Ha KIeTkuTe Ha Jlaiiaur mpu mummku (4 cenMunn) u Kydera (39 ceamurm).
JIOI'BbITHUTEIIHUTE IPOMEHH B PEIIPOAYKTHBHUTE THKaHU BKIIOUBAT XUIIEPTPODUs/XUIEpIIa3us Ha
xunodusara u aTpodus Ha CEMEHHUTE MEXYpUETa IIPU IIIbXOBE U TECTUKYJIApHA XUIIOCTIEPMUS U
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JereHepanys Ha CeMUHU(QEpPHHUTE KaHaTdeTa pu Kydera. CBbP3aHH C 10JIa Pa3IuKy ca HaOJIro/[aBaHu
P MJICYHUTE JKII€3H MPH ILTHXO0BE (aTpOQHs MPU MBKKUTE U JIOOYyIapHa XUTIEPIUTa3usl IPU
skeHckute). [lpoMeHuTe B penpoAyKTUBHUTE OPTaHU U IIPU JIBaTa BUJIa ChOTBETCTBAT Ha
(hapMaKoOJIOTrHYHOTO JICHCTBUE HA CH3ATYTaAMHK/l U IPETHPISABAT 0OPATHO PA3BUTHE WA YaCTUIHO
OT3ByYaBaT cjie/ §-ceAMHYeH Bb3CTaHOBUTENEH nepro. HsiaMa apyru BakKHY IPOMEHH IO OTHOIICHUE
Ha KJIMHWYHA MTaTOJIOTHS MITM XUCTOIIATOJIOTHS B IPYTH OPTaHH U CUCTEMH, BKIFOUHUTETHO Ye€PEH APo0,
Y TIpH JIBaTa BUJA.

[IpoyuBanus npu GpeMEHHHN IITbXOBE IIOKA3BAT, Y€ €H3aIyTaMHl /U HETOBU METa0O0IUTH
npemuHaBar BbB (erycute. Cie] NEPOPATHO NPUIOKEHHE HA PAJUOAKTHBHO Oensizan *C-
eH3aTyTaMUJI TIPU ILThXOBE Ha JieH 14 ot OpemeHHocTTa ¢ 1o3a 30 mg/kg (~ 1,9 mpTu MakcumanHarta
11032, TTOKa3aHa P X0pa), MaKCHMaJTHaTa paAMOaKTUBHOCT TpH (eTyca e JocTUrHara 4 gaca cief
MPUIOKEHUETO U € MO-HUCKA OT Ta3| B IJIa3MaTa Ha Maikara ChC ChOTHOLICHUE ThKaHu/TuiazMa 0,27.
PagnoakTuBHOCTTA Ha peTyca HamansiBa 10 0,08 THTH OT MaKCUMaIHaTa KOHIIGHTpaIys 72 Jaca ciel
MPUIO0KEHUETO.

[Ipoy4Banus npu MIEXOBE B MEPUO/] HA JIAKTAIMS NIOKA3BaT, Y€ SH3TyTaMH]l 1/WIH HETOBH
MeTa0OJIMTHU CE CEKPEeTHpaT B MIISIKOTO Ha IrbxoBe. Ciesl HepopaiHo NPUIOKEHNE Ha PAJHOaKTHBHO
Oenszan “C-eH3anyTaMu Ipy KbPMEIIH IUTBX0Be ¢ 103a 30 mg/kg (~ 1,9 mbTu MakcumanHara 103a,
IIOKa3aHa IIpU X0pa), MaKCUMaJHaTa paJuO0aKTUBHOCT B MIIIKOTO € JOCTUrHaTa 4 yaca ciief
MIPUIOKEHUETO U € A0 3,54-ITbTH MO-BUCOKA OTKOJIKOTO Ta3M B IJla3MaTa Ha MaiikaTa. Pesynratute ot
MIPOYYBAHETO Ca MOKa3aJH ChILO, Y€ CH3ATyTaMU U/UIIM HETOBU METAaOOJIUTH IPEMUHABAT B ThKAaHUTE
Ha HOBOPOJAEHUS ITHX Ype3 MIISTKOTO M BIOCIIEACTBUE CE eTUMHHUPAT.

Enzanyramun e oTpunaTeseH 3a TeHOTOKCHYHOCT B CTaHAApPTEeH HAOOp Ha in vitro | in vivo TecTtoBe. B
6-MeceyHO NMpoyYBaHe Ha TPAHCT€HHM MUIIKY rasH2 eH3amyTaMu He oKa3Ba KaHIIEPOTeHEH
MoTeHIMan (OTChCTBHE HA HEOIUIACTUYHHU Haxo ku) 1pu jo3u 10 20 mg/kg naerHo (AUCo4n ~ 317
ug.h/ml), koeTo e 1oBeIO 10 HHMBA Ha IJIa3MeHa CKCIIO3UIIHUSs, TOI00HH HA KIIMHUYHATA SKCIIO3UIIHS
(AUC24n~322 pg.h/ml) npu manmentu ¢ mCRPC, nony4asamu 160 mg nHeBHO.

ExenHeBHOTO IpwilaraHe Ha eH3aJlyTaMuJl IPY IUTBXOBE 32 ABE TOAUHH, BOJU JI0 IIOBUILIEHA YECTOTA
Ha HEOIJIACTUYHH HaXoAKH. Te BKIoYBaT OCHUTHEH TUMOM, (hnOpOaIeHOM Ha MIICUHHTE KJIE3H,
OCHUTHEHH TYMOPH Ha KJIETKUTE Ha JIalaur B TECTUCHTE U ypOTENIHaJICH MAMIOM M KapIIMHOM Ha
MUKOYHHS MEXYp MPH MBKKUTE; OCHUTHEHU TYMOPH Ha TPaHyJIO3HUTE KIETKH B SHYHUIIUTE MIPH
KEHCKUTE U aJICHOM Ha XUIO(QU3HUS IApC AUCTAIKC IPH IBaTa Moja. 3HaYMMOCTTa 32 YOBEKa Ha
TUMOMa, XUNo(H3HUS afeHoM U GubOpoaseHOMa Ha MICYHHUTE JKJI€3H, KAKTO M yPOTEINAIHUS
MAMWIOM M KapIIMHOMA Ha MUKOYHUS MEXYp He Morar Ja 0bJ1aT OTXBbPJICHH.

Enzanyramun He € POTOTOKCHYEH in Vitro.

6. OAPMAINEBTNYHU JAHHHU
6.1 Chnucnk Ha NIOMOIIHHUTE BelleCcTBA

Anpo Ha TabseTKaTa

XHIIPOMEIIO3€EH aleTaT CyKIIMHAT
enyo3a, MUKpOKpPUCTAJIHA
Kpockapmenosa natpuit

Konounznen 6e3B0/1eH CHITUITNEB THOKCHT
MarsnesueB creapat

Tabnerna oOBHBKA
Xurnpomenosa (E464)
Turanos muokcun (E171)
Maxkporon (E1521)

Tank (E553b)
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Kenesen oxcun, xuaT (E172)

6.2

HecbBMecTHMOCTH

Henpunoxumo

6.3

Cpoxk Ha roaHoCT

2 TOOUHA

6.4

CrnennaJIHU yCJIOBHSI HA CbXpPaHeHHe

To3u JICKApCTBCH NPOAYKT HC U3MCKBA CIICHHUAIHU YCIIOBUA HAa ChbXPaHCHUC.

6.5

Bua u CbAbpPKaHUEC HA OIIAaKOBKaTa

Enzanyramug Accordpharma 40 mg dunMmupanu TabieTku

Kapronena onakoBka THII ,,lTOpT¢Eitn”, B KOITO € BKiItoueH onuctep ot npo3paden PVC/PCTFE-
Al o 28 Tabnetku. Beska kapToHeHa KyTus chabpxka 112 Tabnetku (4 omaKkoBKY THIT
,,TIOPTQen’”).

Bmuctep ot npozpauen PVC/PCTFE-AI kato nepdopupan 6mmctep ¢ equHIYHA 10341 28 X 1
TabJIETKH B KapTOHEHA KyTHsl. [ pymoBuTe onakoBku cbabpxat 112 x 1 TabneTku (4 omakoBKU
28x1).

Enzanyramug Accordpharma 80 mg dunMmupanu TabieTku

Kapronena onakoBka THII ,,lIOpTEin‘, B K0osITO € BKiIroueH onmctep ot npo3paden PVC/PCTFE-
Al o 14 Tabnetku. Besika kapToHEeHa KyTHS ChABPKa 56 TabneTku (4 OMMakOBKY TUI
,»IopTdeitn®) u 112 tabneTku (8 OMaKOBKH THI ,,TOPTHEIHI).

Bbmucrep ot npo3pauen PVC/PCTFE-AI kato nepdopupan 6muctep ¢ equHn4HU 1034 14 X 1
TaOJIETKH B KapTOHEHA KyTHsI. [ pyIoBUTE OMAKOBKH ChIBPKAT 56 X 1 TabneTku (4 ONaKoBKH
14x 1)m 112 x 1 TaGiretku (8 omakoBku 14 x 1).

Enzanyramua Accordpharma 160 mg dunMmupanu tabieTku

Kapronena onakoBka THII ,,TOpTEin, B KosITO € BKiIroueH onmctep ot npo3padeH PVC/PCTFE-
Al o 14 Tabnetku. Besika kapToHeHa KyTHs ChaAbpKa 28 TabneTku (2 OMakoBKH THUTT
»IopTdeitn”), 56 Tabnerku (4 omakoBKH THII ,,IOpTdeitn’”), 84 TadneTkn (6 OMAKOBKY THTI
»optdeitn”) n 112 tabnerku (8 OMAKOBKH THII ,,TOPTHEIn”).

Bmcrep ot npo3pauen PVC/PCTFE-AI kato nepdopupan 6muctep ¢ equHAYHA 1031 14 X 1
TabJIETKH B KapTOHEHA KyTHs. [ pymoBuUTE OMakoBKH ChabpkaT 28 X 1 TabneTku (2 0naKoBKH

14 x 1), 56 x 1 Tabnerku (4 onakoBku 14 x 1), 84 x 1 tabnerku (6 omakoBku 14 x 1) m 112 x 1
Tabnetky (8 omakoBku 14 x 1).

He Bcuukn BHUI0OBC OITAKOBKK MOI'aT Ja 6’B,I[aT OyCHATH Ha Ima3apa.

6.6

Cl'lelll/la.]'ll-ll/l npeanasiu MEPKU MPH U3XBBPJISAHE U paﬁoTa

C enzanyramu He TpsiOBa a OOpaBAT JIMIA, PA3THUYHU OT MAIMEHTA WITH TOJIarallyuTe TPKY JIIA.
Bb3 ocHOBa Ha HETOBHSI MEXaHU3bM Ha JEHCTBHE U eMOprodeTaTHaTa TOKCHIHOCT, HabJt01aBana mpu
MUIIIKH, €H3aTyTaMUl MOXKE Ja YBpPeIu pazBuBamus ce deryc. JKenn, Kouto ca OpeMEeHHHU WU MOXKE
na 3a0peMeHesT, He TpsiOBa ga OOpaBsAT ChC CUYIICHH W MOBPEACHH TaOJIETKH eH3alyTaMus 0e3
3aInTa, HAapuUMep pbKaBuIitd. Bikre Touka 5.3 , IIpenkimAndHN JaHHY 32 0€3011acHOCT .
dunMupaHnTe TaONIeTKH He TPSOBa [1a ce JbBUAT, pa3ps3BaT WM HATPOIIABaT.

Heusnon3panust JICKAPCTBCH NMPOAYKT WJIN OTHAABYHUTC MATCPpUATIN OT HET'O TpSI6Ba Ja CC U3XBBPJIAT
B CBOTBCTCTBUC C MCCTHUTC N3HCKBAHUA.
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7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Hcnanns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Enzanyramug Accordpharma 40 mg dpunMmupanu TabieTkn

EU/1/25/1990/001 — 112 Tabnetku
EU/1/25/1990/002 — 28 x 1 TabmeTkn (eAMHIYHA 103a)
EU/1/25/1990/003 — 112 x 1 (4 x 28 x 1) TabneTku (equHUYHA 103a) (TPYNOBa OMAaKOBKa)

Ensanyramug Accordpharma 80 mg dunMmupanu tabneTkn

EU/1/25/1990/004 — 56 Tabnetku

EU/1/25/1990/005 — 112 tabneTku

EU/1/25/1990/006 — 14 x 1 TabneTku (eIMHUYHA 103a)

EU/1/25/1990/007 — 56 x 1 (4 x 14 x 1) Tabnetku (enMHUYHA J103a) (TPYIIOBA OIMTAKOBKA)
EU/1/25/1990/008 — 112 x 1 (8 x 14 x 1) TabneTku (equHUYHA 71032) (TPYIIOBA OMIAKOBKA)

Enzanyramua Accordpharma 160 mg dunMmupanu tabieTku

EU/1/25/1990/009 — 28 Tabnetku

EU/1/25/1990/010 — 56 Tabnetku

EU/1/25/1990/011 — 84 Tabnetku

EU/1/25/1990/012 — 112 tabnetku

EU/1/25/1990/013 — 14 x 1 TabneTkn (€AMHUYHA 103a)

EU/1/25/1990/014 — 28 x 1 (2 x 14 x 1) Tabnerku (e1MHUYHA J103a) (TPYIIOBA OIMAKOBKA)
EU/1/25/1990/015 — 56 x 1 (4 x 14 x 1) Tabnerku (enMHUYHA 1032a) (TPYIIOBa OITAKOBKA)
EU/1/25/1990/016 — 84 x 1 (6 x 14 x 1) Tabnerku (enMHUYHA 1032a) (TPYIIOBa OITAKOBKA)
EU/1/25/1990/017 — 112 x 1 (8 x 14 x 1) TabneTku (equHUYHA /103a) (TPYNOBa OMAaKOBKa)

9. JATA HA ITBbPBO PA3PEIIABAHE/IIOJJTHOBSBAHE HA PASPELIEHUETO 3A
YIHHOTPEBA

Jarta Ha TBPBO pa3penIaBaHe:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Toapo6Ha mHGOpPMAIKS 3a TO3U JEKAPCTBEH MPOAYKT € MPeaocTaBeHa Ha yebcalita Ha EBporefickara
areHIus 1o JekapcTraTa https://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

MMPOU3BOJUTEJ (M), OTTOBOPEH(HU) 3A
OCBOBOKJABAHE HA APTUIN

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUSA N UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOAUTEJI(MN), OTTOBOPEH(HH) 3A OCBOBOXJABAHE HA ITAPTUIU

HmMme u aapec Ha HDOI/I3BOHI/ITCHH(I/IT6), OTI‘OBODGH(HI/I) 3a OCBOGO)KI[aBaHC Ha MapTuauTe

Accord Healthcare Polska Sp. z.0.0.
ul.Lutomierska 50,
95-200, Pabianice, IToma

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, Hunepnanaus

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park,
Paola PLA 3000, ManTta.

Accord Healthcare Single Member S.A.,
64th Km National Road Athens,
Lamia, 32009, I'spuuns

Laboratori Fundacié Dau

C/C, 12-14

Pol. Ind.Zona Franca,

Barcelona, 08040, Mcmanus

[eyaTHaTa TUCTOBKA Ha JIEKAPCTBEHUS MPOIYKT TPAOBA Jia ChIbPIKA UIMETO U ajpeca Ha
MIPOM3BOIUTEINSI, OTTOBOPEH 3a OCBOOOKIAaBAHETO HA CHOTBETHATA MAPTH/IA.

b. YCJIOBUSA WJIN OI'PAHUYEHUSA 3A 1OCTABKA U YIIOTPEBA

HCKapCTBeHHSIT MMPOAYKT C€ OTIIYCKa I10 JICKAPCKO NPCATIMCAHUC.

B. JPYI'U YCJIIOBUA U U3BUCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA
. Ilepuoguynm akTyaau3upanm aokjaaau 3a oezonacuoct (ITAJIB)

M3uckBanmsTa 3a nogasane Ha [TA b 3a To3u JeKapcTBEH MPOAYKT Cca MMOCOYEHHU B CIIUCHKA C
pedepentaute natu Ha EBponetickus cbto3 (EURD criucek), npensuaes B wi. 1078, an. 7 ot
Hupextrea 2001/83/EO, 1 BbB BCHUKH CIIeIBAIIN aKTyaIU3aIlH, ITyOJHUKYBaHH Ha €BPOTICHCKHS
yeOmopTai 3a JieKapcTBa.

r. YCJI0BUs NI OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[Mpurexarensat Ha pa3penieHuero 3a yrnorpeda ([TPY) tpsadBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JeHCTBUS, CBBP3aHH C MIPOCIEsIBaHEe Ha JIeKapcTBeHaTa 0€30MacHOCT, MocoyeHu B ogoopenus [1YP,
npeactaBeH B Moy 1.8.2 Ha pa3perieHneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CIICABAITN 0J00pSHH
akTyanuzanuu Ha [TYP.

Axrtyanmsupat [1YP tpsiOBa na ce moaasa:

® JI0O UICKaH€ Ha EBpOHCﬁCKaTa arcHuuys 110 JICKapCTBaTa,
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® BHHArW, KOTaTo ce U3MEHS CHCTeMaTa 3a yIpaBJICHHUE Ha PUCKa, OCOOCHO B pE3yJITaT Ha
MoJTydaBaHe Ha HOBa MH()OpMAITHs, KOATO MOXKE Jla TIOBEIE 10 3HAYNMHU IPOMEHH B
CHOTHOIIICHUETO TT0JI3a/PUCK, WU CJIC]] JOCTUTaHE Ha Ba)KEH eTal (BbB BPB3Ka C IPOCIIEIIBAHE
Ha JICKapCTBeHaTa 0E30MaCHOCT WK CBEX/aHEe HA PUCKA O MUHUMYM).
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

OITAKOBKA THII A~IIOPT®EMNJI“ BE3 BLUE BOX (KAPTOHEHA OITAKOBKA THII
» I TOPTOENJI)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Enzanyramun Accordpharma 40 mg ¢unvupann TabiaeTku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana TabieTka chabpika 40 mg eH3amyTaMul.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

28 ¢punmupanu TadneTku. ChCTaBHA YacT OT TPYINOBaTa OMAKOBKA HE MOXe Aa Obae mpoJaBaHa
OTZAEIIHO.

| 5.  HAYMH HA IPWJIOKEHUE M ITbT(MIIIA) HA BbBEXKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar 1enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

ITH
BT
CP
qT
T
Chb

HJI

6. CHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA IELIA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

7. APYI'U CHELUAJIHU NPEAYIPEXKJIEHUSA, AKO E HEOBXOANUMO

JKenun, konTo ca OpeMEHHH WU IMa BEPOSTHOCT J1a 3a0peMeHesT, He TpsOBa 1a OopaBsT ¢
Enzanyramun Accordpharma 40 mg ¢uiMupanu TadaeTKu 0e3 PhKaBHIIH.
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‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIHEHHUAJIHHU YCJIOBUsI HA CbXPAHEHUE

10. CIIEHUAJIHU ITPEJAITAZHU MEPKU ITPU N3XBBPJIISAHE HA HEU3IIOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT TSIX,
AKO CE U3UCKBAT TAKHUBA

Hewnsnon3panusr JICKapCTBECH NPOAYKT WM OTIIAABYHUTE MATCPUAJIN OT HETO TpH6Ba Ja C€ U3BXBBPJIIAT
B CbOTBETCTBUEC C MCCTHUTC U3UMCKBAHU.

11. NUME U AJIPEC HA ITPUTEKATEJIAA HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6a Planta

08039 Barcelona

Ucnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/001

13. IHHAPTUJAEH HOMEP

ITapTunen N°

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIMS HA BPAHJIOBA A3BYKA

Enzanyramun Accordpharma 40 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHMKAJIEH NIJEHTUO®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHAI [112 puamupann TadieTku (4 oNaKOBKH THIT
»IOpTQeir1“ mo 28 TadaeTrkn) — cbabpxka Blue Box]

‘ 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

Enzanyramun 40 mg ¢punmupanu TabneTku
€H3aTyTaMU ]l

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana Tabietka chabpika 40 mg eH3amyTaMul,

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omnakoBka: 112 (4 omakoBku Ul ,,iopTdheitn’) Guamupanu TadbaeTku

| 5.  HAYMH HA IPWJIOKEHUE M ITbT(MIIIA) HA BbBEXKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarart 1enu.
[Ipenan ymotpeba mpodeTere TUCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEITA

I[a CC CbXpPaHsBa Ha MCTO, HCAOCTHIIHO 34 ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOAUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSTHOCT J1a 3a0peMeHesIT, He TpsiOoBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 40 mg ¢unmupanu TabneTkn 6e3 pbKaBHIIH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CIHIEHUAJIHHU ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIM OT THX,
AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKApCTBCH NPOAYKT MW OTIIAABYHUTEC MATCPUAIIN OT HECTO TpSI6Ba Ja CC USXBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/001

13. MHAPTUJAEH HOMEP

[TapTuaen N°

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. VMH®POPMALMS HA BPAIJIOBA A3BYKA

Enzanyramun Accordpharma 40 mg

‘ 17. YHHUKAJIEH UWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JIByr3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DHUKATOD

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CBbABPXAT BJIMCTEPUTE NJIA JIEHTUTE

BJIMCTEP (ONAKOBKA THII ,,TOPT®EI)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Emzanyramun Accordpharma 40 mg Ta0nerkn
CH3AITyTaMH [

2. UME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA (28 x 1 puamupann TadJeTKH)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Emzanmyramun Accordpharma 40 mg ¢unMupann TabiaeTku
CH3ATyTaMH]T

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmmupana Tabierka cpabpika 40 mg eH3amyTaMu.

/3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 x 1 ¢punmupanu TabieTKu

‘ 5. HAYYH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEXK/JIAHE

ITepopanHo npuioxeHue
Ja ce reiarart enu.
[Ipenu ynorpeba npoyereTe NMCTOBKATA.

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA IELIA

Jla ce cexpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOANUMO

JKenu, kouTo ca OpeMEHHHU MJIM MMa BEPOSITHOCT Ja 3a0peMeHesT, He Tpsi0Ba jaa OopaBsT ¢
Enzanyramun Accordpharma 40 mg ¢puiMupanu TabaeTku 0e3 PhKaBHIIH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHHUAJIHHU YCJIOBUsI HA CbXPAHEHUE
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10. CIHIEHUAJIHHU ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIM OT THX,
AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/002

13. MHAPTUJAEH HOMEP

[TapTuaen N°

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. VMH®POPMALMS HA BPAIJIOBA A3BYKA

Enzanyramun Accordpharma 40 mg

‘ 17. YHHUKAJIEH UWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JIByr3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DHUKATOD

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

II'bPBUYHA KAPTOHEHA KYTHS (28 x 1 ¢puimupanu TadaeTKH 32 IPyNoBa ONaKOBKA —
0e3 Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzanyramun Accordpharma 40 mg ¢unmupann TabiaeTku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana Tabietka chabpika 40 mg eH3amyTaMul.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

28 x 1 punmmupanu Tabietkn. ChCTaBHA YacT OT TPYIOBa OMMAKOBKA HE MOXe J1a ObJie mpojaBaHa
OTZAEIIHO.

| 5.  HAYMH HA IPWJIOKEHUE M ITbT(MIIIA) HA BbBEXKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar 1enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 40 mg ¢unmupanu TabneTku 6e3 pbKaBHIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE

48



10. CIHIEHUAJIHHU ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIM OT THX,
AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKApCTBCH NPOAYKT MW OTIIAABYHUTEC MATCPUAIIN OT HECTO TpSI6Ba Ja CC USXBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/003 — 112 x 1 (4 x 28 x 1) TabneTku (eAMHUYHA 703a) (TPYIIOBa OMTAKOBKA)

13. MHAPTUJAEH HOMEP

[TapTuaen N°

‘ 14. HAYUH HA OTITYCKAHE

|15.  VKA3AHMSI 3A YIIOTPEBA

| 16. VMH®POPMALMS HA BPAIJIOBA A3BYKA

Enszanyramun Accordpharma 40 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHMKAJIEH NIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHSI (rpynoBa onakoska 112 x 1 ¢puamupanu TadiaeTku —
cbabpxa Blue Box)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Enszanyramun Accordpharma 40 mg ¢unmupanu TabIeTKH
SH3aTy TaAMH]T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana TabiaeTka chabpika 40 mg eH3amyTaMul.

‘ 3. CIIMCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pymnosa omakoBaka: 112 x 1 (4 onakoBku 28 x 1) punmupanu TabieTku

| 5.  HAYMH HA IPWJIOKEHUE M ITbT(MIIIA) HA BbBEXKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar 1enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 40 mg ¢unmupanu TabneTku 6e3 pbKaBHIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CIHIEHUAJIHHU ITPEJAITA3HA MEPKMU ITPU NU3XBBPJISAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIM OT THX,
AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/003

13. MHAPTUJAEH HOMEP

[TapTuaen N°

‘ 14. HAYUH HA OTITYCKAHE

|15.  VKA3AHMSI 3A YIIOTPEBA

| 16. VMH®POPMALMS HA BPAIJIOBA A3BYKA

Enszanyramun Accordpharma 40 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HACHTU(PHUKATOP

‘ 18. YHMKAJIEH NIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT BJINCTEPUTE

BJIUCTEP

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Emzanyramun Accordpharma 40 mg Ta0bnerkn
CH3AITyTaMH [

2. UME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A ThPT'OBUA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYIO

[lepopanHo mpunoKeHHe.
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

OITAKOBKA THII A~IIOPT®EMNJI“ BE3 BLUE BOX (KAPTOHEHA OITAKOBKA THII
» I TOPTOENJI)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzanyramun Accordpharma 80 mg ¢unvupann TabiaeTku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana TabsaeTka chabpika 80 mg eH3amyTaMul.

3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 punvupann TabneTku. CbhCcTaBHA YacT OT TPYIIOBAaTa OIMIAKOBKA HE MOXe J1a ObJe pojaBaHa
OT/ICITHO.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

[lepopanHo mpunoxeHue
Ja ce reiarar 1enu.
[Ipean ymotpeba mpodeTeTe TUCTOBKATA.

MOH
BT
CP
YET
TMET
CbB
HE]I

6. CHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA IELIA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

7. APYI'U CHELUAJIHU NPEAYIPEXKJIEHUSA, AKO E HEOBXOANUMO

JKenun, konTo ca OpeMEHHH WU IMa BEPOSTHOCT J1a 3a0peMeHesT, He TpsOBa 1a OopaBsT ¢
Enzanyramun Accordpharma 80 mg ¢puiMupanu TadaeTku 0e3 PhKaBHIIH.

8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT
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T'onen o

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHELUWAJIHU NPEAITA3HUA MEPKU ITPU U3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTE MATCPUAIIN OT HECTO TpSI6Ba Ja CC USXBBPJIIAT
B CbOTBCTCTBUEC C MCCTHUTC M3UMCKBAHU.

11. HME U AJPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/004 — 56 TabneTku
EU/1/25/1990/005 — 112 TaGnetku

13. HNAPTHUJAEH HOMEP

[TapTuaen N°

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAS HA BPAIJIOBA A3BYKA

Enszanyramun Accordpharma 80 mg

‘ 17. YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKOJ{

‘ 18. YHUKAJIEH UAEHTUOUKATOP — JJAHHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHSI [56 punamupanu TadaeTku (4 0MaKOBKH THI ,,lIOPTQ eI
no 14 Tabnerku) — cbabp:ka Blue Box]

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Enszanyramun Accordpharma 80 mg ¢unmupanu TabIeTKH
SH3aTy TaAMH]T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana TabsaeTka chabpika 80 mg eH3amyTaMul.

‘ 3. CIIMCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

II0BA OIIAaKOBKA: IMAKOBKM THII ,,lIOPTH eI 11 WIMHAPAHU TaOJIETKU
r OBa OIIaKOBKa: 56 (4 omako (0] ein“ mo 14 a alie

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar 1enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 80 mg ¢punmupanu TabneTkn 6e3 pbKaBHIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/004

13. HNAPTUAEH HOMEP

[TapTuaen N°

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enzanyramun Accordpharma 80 mg

‘ 17. YHUKAJIEH NWIEHTUH®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NWJIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTUS [112 puamupanu TadaeTKH (8 OMAKOBKY THII
»IOpPTQeil1* mo 14 Tadaerkn) — cbabpxka Blue Box]

‘ 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzanyramun Accordpharma 80 mg ¢unvupann TabiaeTku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana TabsaeTka chabpika 80 mg eH3amyTaMul.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pymnoBa omnakoBka: 112 (8 omakoBku Tun ,,ioprdeiin’ no 14) punmupanu tadneTku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar 1enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 80 mg ¢punmupanu TabneTkn 6e3 pbKaBHIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/005

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enzanyramun Accordpharma 80 mg

‘ 17. YHUKAJIEH NWIEHTUH®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NWJIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE NJIN
JIEHTUTE

BJIMCTEP (ONAKOBKA THII ,,TOPT®EJI)

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Emzanyramun Accordpharma 80 mg Ta0nerkn
CH3AITyTaMH]

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. TAPTHMJEH HOMEP

Lot

5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHA (14 x 1 puamupann TadJeTKH)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Emzanmyramun Accordpharma 80 mg ¢unMupann TabiaeTku
CH3ATyTaMH]T

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmmupana Tabierka cpabpika80 mg eH3aryTaMu.

/3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 x 1 ¢punmupanu TabneTku

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

ITepopanHo npusioxeHne
Jla ce reITaT 1IETIH.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEITA

Jla ce cexpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOAUMO

JKenu, kouTo ca OpeMEHHHU MJIM MMa BEPOSITHOCT Ja 3a0peMeHesT, He Tpsi0Ba jaa OopaBsT ¢
Enszanyramun Accordpharma 80 mg ¢punmupanu TabneTkn 6e3 pbKaBHIIH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/006

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 80 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

II'bPBUYHA KAPTOHEHA KYTHSI (14 x 1 ¢pusimupanu Tad1eTKH 32 IPyNnoBa onaKkoBKa— 0e3
Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzanyramun Accordpharma 80 mg ¢unvupann TabiaeTku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana TabiaeTka chabpika 80 mg eH3amyTaMul.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

14 x 1 ¢punmmupanu Tabnetkn. ChCTaBHA YacT OT TPYIOBaTa OMAKOBKA HE MOJKE J1a ObJie MpoIaBaHa
OTJEIIHO.

| 5. HAYMH HA IPWJIOKEHUE U MHT(MIIA) HA BbBEXKIAHE

ITepopanHo npuioxeHue
Ja ce reiarar enu.
[Ipenu ynotpeba npoyereTe NMCTOBKATA.

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA IELIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHELUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enzanyramun Accordpharma 80 mg ¢punmupanu TabieTku 6e3 phKaBHIIH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHUAJIHHU YCJIOBUs HA CbXPAHEHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTEC MATCPUAIINU OT HECTO TpSI6Ba Ja CC USXBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/007 — 56 x 1 (4 x 14 x 1) TabneTkn (e1MHUYHA 1032) (TPYIOBa OIMTAKOBKA)
EU/1/25/1990/008 — 112 x 1 (8 x 14 x 1) TabneTku (eAMHUYIHA 703a) (TPYIIOBA ONIAKOBKA)

13. MNAPTUJAEH HOMEP

[Maptuaen Ne

| 14. HAYHMH HA OTIIYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAIJIOBA A3BYKA

Enszanyramun Accordpharma 80 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJ{

‘ 18. YHUKAJIEH NWJIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHS (rpynoBa onakoBka 56 x 1 ¢puiimupanu tadjieTku —
cbabp:xa Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzanyramun Accordpharma 80 mg ¢unvupann TabiaeTku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana TabiaeTka chabpika 80 mg eH3amyTaMul.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omakoBka: 56 x 1 (4 onakosku 14 x 1) punmupanu Tadbnetku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 80 mg ¢punmupanu TabneTkn 6e3 pbKaBHIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/007

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 80 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHSI (rpynoBa onakoBka 112 x 1 ¢puamupanu TadiaeTku —
cbabp:xa Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzanyramun Accordpharma 80 mg ¢unvupann TabiaeTku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana TabiaeTka chabpika 80 mg eH3amyTaMul.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omakoBka: 112 x 1 (8 onakoBku 14 x 1) pmimupanu tabieTku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 80 mg ¢punmupanu TabneTkn 6e3 pbKaBHIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/008

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 80 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT BJINCTEPUTE

BJIUCTEP

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Emzanyramun Accordpharma 80 mg Tabnerkn
CH3AITyTaMH [

2. UME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A ThPT'OBUA

Accord

‘ 3. JATA HA I3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYIO

[lepopanHo mpunoXKeHNE
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

OITAKOBKA THII A~IIOPT®EMNJI“ BE3 BLUE BOX (KAPTOHEHA OITAKOBKA THII
» I TOPTOENJI)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu tabnetkn
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

14 ¢unmupanu Tabietku. ChcTaBHA YacT OT TPyHOBaTa ONAKOBKA HE MOXeE a Obje mpoaaBaHa
OTJEIIHO.

| 5. HAYMH HA IPWJIOKEHUE U MHT(MIIA) HA BbBEXKIAHE

ITepopanHo npuioxeHue
Ja ce reiarar enu.
[Ipenu ynotpeba npoyereTe NMCTOBKATA.

MIOH
BT
CP
YET
MET
Cbb
HEJ

6. CHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYHE OT IIOTJIEJA U TOCETI'A HA JIELIA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANMO

JKenun, konTo ca OpeMEHHH WU IMa BEPOSATHOCT J1a 3a0peMeHesT, He TpsOBa 1a OopaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tabnetku 0e3 pbKaBHUIIH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT
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T'onen no:

9. CIHIELHHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CIHENUWAJIHM IPEAITIA3HU MEPKHU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

HewnsmomsBaauaT ekapcTBEH MPOIYKT WM OTHAIBYHATE MATEPHAIN OT HETO TPSIOBA /1a CE M3XBBHPIISAT
B CHOTBETCTBUE C MECTHUTE M3UCKBAHMUS.

11. HME U AAPEC HA ITIPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanuns

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/25/1990/009 — 28 tabieTku
EU/1/25/1990/010 — 56 TabmeTku
EU/1/25/1990/011 — 84 TtabneTku
EU/1/25/1990/012 — 112 TabneTku

13. HNAPTUJAEH HOMEP

[TapTunen Ne

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. MH®OPMAILIMSA HA BPAMJIOBA A3BBYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH NJEHTUO®UKATOP — IBYU3MEPEH BAPKOJ{

‘ 18. YHUKAJIEH UAEHTUOPUKATOP — JJAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHS (28 puamupanu TadjaeTku (2 0NaKOBKH THII ,,IOPTdeiia“
no 14 Tabdnerku) — cbabp:ka Blue Box]

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu tabnetkn
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

28 (2 omakoBKH THT ,,IopThein’ mo 14) bunmupann TabIeTKH

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/009

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHS [56 puamupanu TadjaeTku (4 0NaKoOBKH THI ,,IOPTdeiia“
no 14 Tabdnerku) — cbabp:ka Blue Box]

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu tabnetkn
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

56 (4 omakoBkH THI ,,TOpTdhein’ mo 14) punmupanu TadIeTKu

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE

73



10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/010

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHUS [84 puamupanu TadjaeTku (6 0MaKOBKH THI ,,IOPTdeiia“
no 14 Tabdnerku) — cbabp:ka Blue Box]

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu tabnetkn
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

84 (6 onmakoBku THII ,,TOpTdeitn™ no 14) punmupanu TadieTku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/011

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTUS (112 puamupanu tadaeTKu (8 OMAKOBKHU THII
»IopTdeira mo 14 Tadaerkn) — cbabpxka Blue Box)

‘ 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu tabnetkn
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

112 (8 omaxoBku tutl ,,ioptdeiin mo 14) dbunmupanu TabIeTKu

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetkn 0e3 pbKaBHUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/012

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHUMYM JAHHU, KOUTO TPABBA JJA CBbADBPXAT BJUCTEPUTE UWJIN JIEHTUTE

BJIMCTEP (OAKOBKA THII ,,TOPT®ENI)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Enzanyramun Accordpharma 160 mg tadieTku
SH3ATy TaMHJT

2. HUME HA TIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. IHAPTUJEH HOMEP

Lot

5. JIPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHA (14 x 1 ¢puamupann TadJeTKH)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu Tabnetku
CH3ATyTaMH]T

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Besika punmmupana Tabnerka cpappika 160 mg eH3amyTamMu.

/3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 x 1 ¢punmupanu TabneTku

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

ITepopanHo npusioxeHne
Jla ce reITaT 1IETIH.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEITA

Jla ce cexpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOAUMO

JKenu, kouTo ca OpeMEHHHU MJIM MMa BEPOSITHOCT Ja 3a0peMeHesT, He Tpsi0Ba jaa OopaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/013

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

II'bPBUYHA KAPTOHEHA KYTHSI (14 x 1 ¢pusimupanu Tad1eTKH 32 IPyNnoBa onaKkoBKa— 0e3
Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu Tabnetku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

14 x 1 ¢punmmupanu Tabnetkn. ChCTaBHA YacT OT TPYIOBaTa OMAKOBKA HE MOJKE J1a ObJie MpoIaBaHa
OTJEIIHO.

| 5. HAYMH HA IPWJIOKEHUE U MHT(MIIA) HA BbBEXKIAHE

ITepopanHo npuioxeHue
Ja ce reiarar enu.
[Ipenu ynotpeba npoyereTe NMCTOBKATA.

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA IELIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHELUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tabnetkn 6e3 phKaBUIIH.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHUAJIHHU YCJIOBUs HA CbXPAHEHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/014 — 28 x 1 (2 x 14 x 1) Tabnetkn (eIMHUYHA /1032) (TPYIOBa OITAKOBKA)
EU/1/25/1990/015 — 56 x 1 (4 x 14 x 1) Tabnetku (eIMHUYHA 1032a) (TPYIOBa OITAKOBKA)
EU/1/25/1990/016 — 84 x 1 (6 x 14 x 1) TabneTku (eAMHUYHA [103a) (TPYIIOBA OIIAKOBKA)
EU/1/25/1990/017 — 112 x 1 (8 x 14 x 1) TabneTku (eAMHUYHA 703a) (TPYIIOBA ONTAKOBKA)

13. TNAPTHMIEH HOMEP

[aptunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMAILIMS HA BPAIJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH NWIEHTU®UKATOP — IBYU3MEPEH BAPKOJ

‘ 18. YHUKAJIEH NJTEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

83



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHSI (rpynoBa onakoska 28 x 1 ¢puinmupanu TadjeTKu —
cbabp:xa Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu Tabnetku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omakoBka: 28 x 1 (2 onakosku 14 x 1) ¢punmupanu TadbneTku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/014

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHS (rpynoBa onakoBka 56 x 1 ¢puiimupanu tadjieTku —
cbabp:xa Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu Tabnetku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omakoBka: 56 x 1 (4 onakosku 14 x 1) ¢punmupanu TadbneTku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/015

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTMUSI (rpynoBa onakoska 84 x 1 ¢punmupanu TadjeTKu —
cbabp:xa Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu Tabnetku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omakoBka: 84 x 1 (6 onakosku 14 x 1) ¢punmupanu TadbneTku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/016

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA KAPTOHEHA KYTHSI (rpynoBa onakoska 112 x 1 puamupanu TadiaeTku —
cbabp:xa Blue Box)

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Emzamyramun Accordpharma 160 mg punmmupanu Tabnetku
CH3ATy TaMU T

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmmupana Tabnerka chabpika 160 mg eH3aryTaMu/I.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omakoBka: 112 x 1 (8 onakoBku 14 x 1) puimupanu tabieTku

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ja ce reiarar enu.
[Ipean ymotpeba mpodeTere TUCTOBKATA.

6. CIIENUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITIPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXKXKIEHUS, AKO E HEOBXOANUMO

XKenu, xonTo ca OpeMEHHH WK UMa BEPOSITHOCT J1a 3a0peMeHesIT, He TpsiOBa Aa OOpaBsT ¢
Enszanyramun Accordpharma 160 mg ¢punmupanu tadnetku 0e3 pbKaBUIIH.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLOUAJIHU INPEAITA3HUA MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

Heusnon3panusr JICKApCTBCH NPOAYKT WX OTIIAABYHUTC MATCPUAIIU OT HETO TpSI6Ba Ja CC U3XBBPJIIAT
B CbOTBECTCTBUEC C MCCTHUTC M3HMCKBAHMU.

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

Ucnanms

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1990/017

13. HNAPTUAEH HOMEP

[TapTunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHUS 3A YIIOTPEBA

| 16. MH®OPMALIMS HA BPANJIOBA A3BYKA

Enszanyramun Accordpharma 160 mg

‘ 17. YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKOJL

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT BJINCTEPUTE

BJIUCTEP

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Enzanyramun Accordpharma 160 mg tadmetkn
CH3AITyTaMH [

2. UME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A ThPT'OBUA

Accord

‘ 3. JATA HA I3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYIO

[lepopanHo mpunoXKeHNE
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b. IUCTOBKA
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JlucToBKAa: I/lH(l)OpMaIll/Ifl 3a manMeHTa

Enzanyramun Accordpharma 40 mg ¢puamupanu TadaeTkn

Enzanyramun Accordpharma 80 mg ¢puamupanu Tadaerkn

Enzanyramun Accordpharma 160 mg ¢puimupanu TadiaeTkn
enzanyramuz (enzalutamide)

IIpoyeTeTe BHUMATEIHO AJIATAa JUCTOBKA, MPEIH 12 3aMI04YHeTe 1a MpUeMaTe TOBA JIEKapCcTBo,

Thil KaTo TS ChAbPrka BaxHa 3a Bac undopmanus.

- 3anaszeTe Ta3u JUCTOBKA. MoKe /1a ce HAJIOKU J1a 51 IPOYETETE OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHYA BBIPOCH, TTonuTaiiTe Bamus nexap wiu gapmariesr.

- ToBa nekapcTBo € npeanucano JnyHo Ha Bac. He ro mpeorcrrnBaiite Ha apyru xopa. To Moxe
Jla UM HaBPEIIY, HE3aBUCHMO Ue MPU3HAIUTE Ha TAXHOTO 3a00JIsIBaHE ca ChIUTE KaTo BamuTe.

- AKO TIOJTyYHTe HAKAKBH HEXEJIAaHU peakiluy, yBeaoMeTe Bamus nexap wiu gpapmarert. Toa
BKJIFOYBA M BCYKH BH3MOXKHU HEXKEJIAHW PEAaKIINH, HEOMMCAHH B Ta3M JINCTOBKA. BrokTe
TOUKa 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kakso npencraenssa Enzanmyramun Accordpharma u 3a KakBo ce M3IM0JI3Ba
Kakso Tps0Ba na 3Haere, npeau aa npuemere Enzanyramun Accordpharma
Kak na npuemare Enzanyramun Accordpharma

BB3M0XHU HEXKEaHU PEAKLIUU

Kak na cexpansBare Enzanmyramun Accordpharma

CobpprkaHre Ha OTIAKOBKATa M JOITBIHUTEIHA HHPOpManus

AN o e

1. Kaxkso npeacraBiasasa Enzanyramua Accordpharma u 3a kakBo ce U3MoJ3Ba

Enszanyramun Accordpharma chabpika akTHBHOTO BEIIECTBO eH3ayTaMua. ExzamyTamug

Accordpharma ce n3mon3Ba 3a JeueHre Ha Bb3PACTHH MBXKe C paK Ha MpocTaTara:

- KOWTO Bedye HE OTroBaps Ha XOPMOHAIHA TEPAIUs M XUPYPTrUUHO JICUCHUE 3a MOHMW)KaBaHe Ha
TECTOCTEpPOHA

WIH

- KOWTO Ce € pa3poCcTpaHMII KbM JPYTd YacTH Ha TSUIOTO U OTrOBapsl HA XOPMOHAIIHA TEPANHsl WIH
XMPYPTUYHO JIeUSHUE 32 IOHWKaBaHEe Ha TECTOCTEPOHA

WIH

- Ha KOUTO MM € OTCTpaHEeHa MpocTaTaTa WM ca MPEeMUHAIH JTbYeTepanus 1 UMaT Obp30 HapacTBall]
PSA, HO paKbT HE ce € pa3npOCTPaHWII B IPYTH YaCTH Ha OpPraHW3Ma M pearupa Ha XOpMOHaJIHa
Tepanus 3a MOHKaBaHEe Ha TECTOCTEPOHA.

Kak neiicta Enzanyramun Accordpharma

Enszanyramun Accordpharma e ekapcTBo, KOETO JeiicTBa upe3 OJOKHpaHe Ha aKkTHBHOCTTA Ha
XOPMOHH, HApEUEeHU aHPOreHHU (KaTo TecTocTepoH). Upes O10KupaHe Ha aHIPOIreHUTE, EH3aIyTaMUL
CIIMpa pPacTeka U ICJIEHETO Ha IPOCTATHUTE PAKOBU KJIETKH.

2. KakBo TpsioBa 1a 3HaeTe, npeau Aa npuemete Enzanyramua Accordpharma
He npuemaiite Enzanyramua Accordpharma
- aKo CT€ AJIEPTUYHH KbM €H3aJIyTaMH]l WM KbM HIKOS OT OCTaHAJINTE ChbCTAaBKH Ha TOBa

JIeKapcTBO (M30pOEHU B TOUKA 6)
- aKo cTe OpeMeHHa WM MOXKe J1a 3a0pemeHeeTe (BIKTE ,,bpeMeHHOCT, KbpMeHe U epPTIIINTET )
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IIpenynpesxkaenns u npeAnasHu MepKH

I'epuose

I'bpuoBe ca 6mu croOmenn npu 6 Ha Beceku 1 000 qymm, mpreMaiy eH3anyTaMu, U P Mo-Majko
ot 3 Ha Bceku 1 000 mymm, npuemaniu mane6o (BIKTe CbIIO ,,J{pyru nekapcrsa u Enzamytamun
Accordpharma” mo-mony v B Touka 4, "Bb3MOKHU HEeXEJIaH! PEaKiuu’”).

AKO TpreMaTe JeKapCcTBO, KOSTO MOXKE JIa PEIU3BUKBA I'bPUYOBE WM J1a MIPEpas3roiara KbM MmosBa
Ha repuoBe (BmxTe ~Jpyru nmekapctBa n Eazamyramun Accordpharma”, mo-momy).

AKO NOJy4yHTe I'bpU IO BPEME Ha JICUEHHUE:
[Tocetere Bamus nekap Bb3MOXKHO Haii-ckopo. BamusT jgekap Moxke J1a pelu, 4e TpssOBa Ja crpeTe
MprieMa Ha eH3aTyTaMHA].

Cunzipom Ha octepropHa obparuma ennedanonarus (PRES)

[Ipu naumenty, nomyyasBamy €H3IYTaMUJL ca HallpaBeHH penku cboOmmenus 3a PRES, psnko,
00paTUMO CHCTOSTHHE, 3acATalio MO3bKa. AKO HMaTe I'bPUYOBE, BIOLIABAIIO CE TIaBoOoIue,
00BPKAHOCT, TbJIHA 3ary0a Ha 3peHUE WK APYTH 3pUTEIHN HApYIICHUS, MOJISl KOHCYJITUpaKTe ce ¢
Bamust nekap, BB3MOXKHO Haii-CKoOpo. (BrmxkTe chimo Touka 4 ‘Bb3MoKHHN HEXXETTaHH PEaKIun’).

Puck oT HOB pak (BTOPUYHO Bb3HUKHAIH IEPBUYHH 3JI0KAYECTBEHH 3a00ISIBAHUS )
Nma crobuienns 3a HOBU (BTOPUYHO BH3HUKHAIIN) BUAOBE PaK, BKIFOYUTEIIHO PAK HA MHKOYHUS
Mexyp ¥ 1e0esIoTo YepBo MpH MallMeHTH, JeKyBaHu ¢ Enzamytamua Accordpharma.

[Tocetere Bamims jekap KOJIKOTO MOXeE IT0-CKOPO, aKo 3a0eIeKUTe MPU3HALM Ha CTOMAIIIHO-YPEBHO
KbpBEHE, KPbB B yPHHATA, HJIM aKO YECTO YyBCTBATE CICIIHA HYXK/Ia [1a ypUHUpATe, TOKAaTO pUeMare
Enzanyramun Accordpharma.

TpyIHOCTH IIPU I'BITAHETO, CBHP3aHU C JIEKapcTBeHaTa (hopMa Ha IIPOAYKTA

Nma choO1ieHus 3a MalueHTH, U3MUTAIN TPYIHOCT IIPU I'bJTAHETO HA TOBA JICKAPCTBO, BKIIOYUTEITHO
ChOOIIEHUs 3a 33/1aBsiHe. TPYIHOCTUTE TP I'BJITAHETO WIIM CIIyJ9anuTe Ha 3aJaBsHe ca M0-4eCTO
HaOII0/JTaBaHU TPH MMAMEHTH, TIOTy4YaBally KarcyJu, KOETO MOXKe J1a € CBbP3aHO C TO-TOJIeMUS
pa3Mep Ha npojaykra. ['baTaiiTe TaOJETKUTE LU C IOCTAThUYHO KOJIUUYECTBO BOJIA.

I'oBopere ¢ Bamus nexkap npean npueM Ha Enzamyramun Accordpharma

- aKo HSKOTa CTe pa3BUBAIHU TEXBK KOKeH 00pHB min OesieHe Ha KoXkarta, 00pa3yBaHe Ha MEXypu
n/wnm adtu B ycrata cieq npuem Ha Exzanytamuy Accordpharma wim apyru jgekapcTsa

- aKo TMpHeMaTe HAKaKBH JEKapCTBa 3a pa3perkiaHe Ha KpbBTa (Hamp. BaphapHH, alleHOKyMapoJl,
KJIOITUIOTPE)

- aKo M3I10JI3BaTe€ XUMHUOTEPAIus KaTo JTO0LETAKCel

- aKo uMare npooJIeMH ¢ YepHUst Jpo0

- aKo umare npobsiemu ¢ OrOpennTe

Mongs, kaxxete Ha Baius iekap, ako umare:

3a00IIsIBaHEe Ha CHPIIETO WM KPHBOHOCHHUTE CHIIOBE, BKIIFOUUTEITHO MPOOJIEMU ChC ChPACUHUS PUTHM
(apuTMUS) WM Ce JIEKYBaTe C JIEKapCTBa 3a Te3u 3a00J1ABaHus. PUCKBT OT pUTBMHH MPOOIEMH MOXKE
Jla C€ YBEIWYH, KoraTo ce n3moi3Ba Exzamyramua Accordpharma.

Axo cTe AJICPIUYCH KbM CH3aJIyTaMU/[, TOBA MOKE Ja JOBEAC N0 O6pI/IB HJIK IIOAYBAHC Ha JIULCTO,
€31Ka, YCTHUTC HUJIU I'bPJIOTO. Axo cte AJICPIUYCH KbM €H3alTyTaMU WM KbM HAKOS OT APYTUTC
CbCTaBKU Ha TOBA JICKApCTBO, HE aneMaﬁTe EH3aJ'IyTaMI/I)1 Accordpharma.

Cepro3eH KoKeH 00pHB MM OeJieHe Ha KoxkaTa, 00pa3yBaHe Ha MEeXypH u/uiu ad)TH B ycTarta,
BKJIFOUMTEITHO CHHAPOM Ha Stevens-Johnson, ca 6mmm cho01aBaHd BB Bph3Ka C JICYCHHETO C
ensanytamua. Crpere nprueMa Ha eH3aTyTaMUI U He3a0aBHO MOTHPCETE MEAUIIMHCKA TIOMOIII, aKO
3a0eIeKUTE HAKOU OT CUMIITOMUTE, CBBP3aHU C TE3H CEPUO3HU KOXKHU PEaKIIUU, ONICAHU B TOUKA 4.
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AKO Helllo 0T U30pOeHUTe NMO-Tope ce OTHAcs 3a Bac niu He cTe curypum, ropoperte ¢ Bamus
Jiekap, Mpeau 1a npueMeTe TOBa JeKAPCTBO.

Jlena v roHOIIMN
ToBa nexapcTBO HE € MpeAHa3HAuYEHO 32 yIIoTpeda OT Jiela 1 FOHOIIIH.

Apyru nexapcrBa u Enzanyramua Accordpharma

TpsiOBa ga kaxxete Ha Bammmst nexap, ako mpuemMare, HaCKOpO CTe MpHeMaH Wi € Bb3MOXKHO J1a
MpreMeTe APYTH JiekapcTBa. Bue TpsOBa /1a 3HaeTe MMeHaTa Ha JIeKapcTBaTa, KOUTO IpHeMare.
Hocete cbe cebe cu ciuchbk ¢ THX, 3a Aa ro MmoKaxkeTe Ha Bammst ekap, korato Bu ce Ha3HayaBa HOBO
nexapcTBo. He TpsiOBa ja 3amouBate WiM ja CUpare NpueMa Ha HUKOE JIEKAPCTBO NMPEAH Aa TOBOPHUTE
C JleKapsi, KonTo e HazHaumi Exnzamyramun Accordpharma.

Tpsi6Ba na kaxxere Ha Bamms siexap, ako mpueMaTe HAKOe OT cleJHUTe jekapcTa. KoraTo ce
puemar no cbuioTo Bpeme karo Exzamyramun Accordpharma, Te3u exkapcTBa MOXKe J1a TOBHILIAT
pHCKa OT I'bpY:

- Ormpenenienu JeKapcTBa, H3M0I3BAHN 3a JICUCHHE Ha aCTMa M APYTH 3200 sIBaHIS HA
JTUXaTETHUTE THTUIIA (HaIp. aMUHO(IINH, TEO(DHITHH).

- JlexapcTBa, M3MOI3BAHY 3a JICUCHHE HA ONpPEIeSICHU ICUXUYHU Pa3cTPOicTBa KaToO JeNpecust U
mm3o¢dpeHus (Hamp. KJI03aluH, OJaH3alluH, PUCTIEPUIOH, 3UTNPA3UIOH, OYIPOITUOH, JTUTHH,
XJIOPIIPOMa3nH, ME30pHUIa3HH, THOPUAA3UH, aMUTPUIITHIINH, IE3UIIPAMHH, JOKCETIHH,
WMUIPaMUH, MAIPOTUINH, MUPTA3aIlHH).

- Omnpenenenu nekapcTBa 3a JiedeHue Ha 0oka (Harp. MEeTHIH)

TpsibBa a kaxkete Ha Baims iekap, ako npuemaTe CJIeAHUTe JeKkapceTBa. Te3u ieKkapeTBa MOXKe Jia
noBnusisIT eexta Ha Enzanmyramun Accordpharma wnun Exzanyramun Accordpharma moxe na
noBiusie eeKTa Ha TE3H JICKapCTBa.

ToBa BKJIFOUBA ONpeIeICHH JIEKAPCTBA, U3IOI3BAHH 34!

- [NonmxkaBane Ha xonecrepoia (Hanp. reMGuOpPO3u, AaTOPBACTATHH, CHMBACTATHH )

- Jleduenune Ha Gonka (Harp. heHTaHUI, TPAMAJION)

- Jleuenune Ha pax (Harp. kaba3zuTakcen)

- Jleuenue Ha enmyericus (Harp. kapOamasenuH, KJoHa3emnaM, peHUTONH, TIPUMH/IOH, BaJIlpoeBa
KHCCITMHA)

- Jleuenue Ha onpenesieHH ICUXUYHHI Pa3CTPOHCTBA KATO TEXKKA TPEBOKHOCT MM N30 PEHUS
(Hamp. AuazenaM, MHJa30J1aM, XaJIOTIEPHUI0T)

- Jleuenue Ha HapyIIEHUS Ha CHHS (HAIP. 30JIHIEM)

- Jleuenue Ha cbpAeYHM 3200JIIBaHUS WM 3 IOHMKaBaHE Ha KPbBHOTO HAJATaHe (Hamp.
OM30MPOJIOJI, TUTOKCHH, TUITHA3EM, (PEJIOAUITNH, HUKAPAUITMH, HU()EIUITHH, TPOIPAaHOJIOI,
Beparammn)

- Jleuenue Ha cepro3HO 3a00JsIBaHE, CBBP3aHO C Bb3MaJeHUE (Hamp. JeKCaMeTa30H,
MIPEJHU30JI0H)

- Jleuenne na XVB nnbexys (Harp. MHIUHABUADP, PUTOHABHD)

- Jleuenue Ha OaxkTepuanHu nHGEKUUH (HAIpP. KIAPUTPOMHULNH, JOKCULIUKIINH)

- Jleuenue Ha TUPEOUAHU HApYLICHUS (HAIP. JEBOTHPOKCHH)

- Jleuenue Ha mosarpa (Harp. KOJIXHUIIIH)

- Jleyenre Ha CTOMAIITHH pa3CTPOMCTBA (HAIP. OMEIIPA30JT)

- [IpodunakTrka Ha chbpAeUHH 3a00ISIBaHUS I MO3bYEH yaap (qaduraTpaH eTeKcHiar)

- [Ipenmna3Bane OT OTXBBPIISIHE HA OPTAHU CJIE]] TPAHCIUIAHTAIMS (HAIIP. TAKPOIMMYC)

Enzanyramun Accordpharma Moxe 1a B3anMOEWCTBA C HAKOU JICKAPCTBA, U3IMOJI3BAHH 32 JICUCHUC Ha
PUTBMHU HapyIIEHUS Ha ChPIETO (HAMp. XUHUINH, MPOKAMHAMUJI, aMUOJIAPOH M COTAJIO0N) WIH MOXKE
Jla YBEJIMYH PUCKA OT ChPACUYHH PUTHMHHU IIPOOJIEMH, KOraTO CE U3I0JI3BA C HAKOM IPYIH JeKapCTBa
[Hamp. MeTaI0H, (M3I0/I3BaH 3a O0JIeKUuaBaHe Ha 0OJIKa M 4acT OT JSTOKCHUKALIMS IIPU HApKOTHYHA
3aBUCHMOCT), MOKCH(DJIOKCAIIWH (aHTHOMOTHK), aHTUIICUXOTHUIU (M3IIOJI3BAHH ITPH TEKKHU IICUXUIHU
3a00saBanus)].
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Tps6Ba qa kaxkete Ha Barms mekap, ako IprueMare HIKOe OT JeKapcTBaTa, u30poenu mo-rope. Jlozara
na Enzanyramun Accordpharma wiin Ha HSIKOE OT IPYTUTE JIEKapCTBa, KOUTO MPHEMATe, MOXKeE Ja €
He00X0IUMO J1a ObJIc MPOMEHEHa.

bpemenHocT, kbpMeHe U pepTUIANTET

- Enzanyramua Accordpharma ne e npeqHa3HadeH 3a NPUJIOKeHHe NMPH keHH. ToBa
JIEKapCTBO MOXeE J1a TIPUYMHHU YBPEXKIaHE HA TUIO/A WIH MOTEHITHAIHO NMPEKhCBaHEe Ha
OpEMEHHOCT, aKO ce IprueMa OT OpeMeHHHM keHU. He TpsOBa 1a ce mpruemMa ot KeHH, KOUTO ca
OpeMEeHHH, MOXe Jja 3a0peMEHEST UIH KOUTO KbPMSIT.

- BB3MOXHO € TOBa JISKapCcTBO J1a UMa €PEeKT BbPXY QPEPTHIIUTETA TPU MBIKE.

- AKO MMaTe ceKcyalleH KOHTAKT C KeHa, KOSTO MOXe Ja 3a0peMeHee, N3I0J3BaiiTe mpe3epBaTB
1 ApyT eeKTUBEH METO]T 32 KOHTPOI Ha PaKJaeMOCTTa [0 BpEMe Ha JICUEHHETO U B
MPOIBIDKEHNE Ha 3 Mecela clie] ISYeHHE C TOBA JIEKapCTBO. AKO MMaTe CEKCyalleH KOHTAKT C
OpeMeHHa KeHa, M3M0JI3BaiTe MPe3epPBATUB 3a 3alliTa Ha TUIOJA.

- JKenure, monaramu IrpuKu 3a MalyenTa, aa Buaart touka 3 “Kak na mpuemare Enzamytamun
Accordpharma” 3a HaunH Ha padoTa u ynorpeda

Hlodupane u padboTa ¢ MAIIUHU

Emzanyramun Accordpharma Mosxe ia MOBIIMsIBa B yMEpeHa CTETIeH CITIOCOOHOCTTA 32 MopUpaHe 1
paborta ¢ MmammHaA. CHOOIIIEHH ca ThPYOBE MPH MAMEHTH, pueMary Exzamyrtamun Accordpharma.
Axo nipu Bac chiiecTByBa mo-rojsiM puck oT I'bpuoBe, TpsiOBa Ja roBopHuTe ¢ Bammms nekap.

Enzanyramug Accordpharma cbabpixa HaTpuii
ToBa nexapcTBO ChABPIKa MO-Manko oT 1 mmol HaTpuii (mo-manko ot 23 mg) Ha GpuaMHpaHa
TabJsieTKa, T.e. MOXe J1a ce KaXe, 4e MPaKTHIEeCKH He ChAbp)Ka HATpUil.

3. Kak na npuemarte Enzanyramua Accordpharma

Bunaru npuemaiite ToBa J€KapcTBO TOYHO KakTo Bu e ka3zan BammsT nekap. AKo He CTe€ CUTYpHU B
Helllo, nonuTaite Bammus nekap.

[Ipemoppuntennara go3a e 160 mg (uetupu primupanu Tabnetku ot 40 mg wim aBe GprMupanu
tabnetky ot 80 mg unu eqHa pummupana tadnerka ot 160 mg), mpuemMaHu Mo €HO U CHIIIO BpeMe
BEJIHDBK JHEBHO.

Ipuem na Enzanyramug Accordpharma

- [ornpmiaiite TabOJETKUTE LEIH C JOCTATHYHO KOJUYECTBO BOJA.

- Heneiite na paspsi3BaTe, HaTpOIIaBaTe WM IbBUETE TAOICTKUTE IPEIH MOTIbIIAHE.

- Enzanyramun Accordpharma mosxe ia ce mpuema chC Ui 0e3 XpaHa.

- C Enszanyramun Accordpharma He TpsiOBa 1a OOpaBsT JIMIIA, pa3IHYHU OT HAllMEHTa WU
JIMIATa, ToJIaraliy Ipruxu 3a Hero. JKeHu, KOUTO ca OpEMEHHU WIIM MOJKE J1a 3a0peMEHEsT, He
TpsiOBa J1a OOPaBAT ChC CUYIICHH WM MTOBpeeHH (punmupanu Tadnetku EH3amyTamuy
Accordpharma, ako He HOCST IpEIa3HU CPEACTBA KaTO PHKABUIIH.

Bammsar nexap moxe aa Bu npeamnuine cbio v ApyrH JIeKapcTBa, JoKaTo npuemare EHzanyTamug
Accordpharma.

AKO CTe IpHeJIu MoBeve 0T HeoGxoaqumara n03a Enzanyramua Accordpharma

AKko mpreMeTe moBede TabIeTKH OT Ha3HAUEHOTO, cripeTe nprueMa Ha Exzanytamun Accordpharma u
ce cBppkeTe ¢ Barms iekap. Moske 1a IMaTe MOBHIIICH PUCK OT MbPUOBE MM APYTH HEKEIIAHH
edexTu.

AKko cTe nponycHaan 1a npueMere Enzamyramun Accordpharma

- Axo cre miporrycHam 1a npuemere Enzamytamun Accordpharma B oOngaitHoTO Bpeme,
npuemete BammaTa o6udaifHa 103a Bh3MOKHO Hal-CKOPO CIIeNT KaTo CH CTIOMHHTE.
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Axo cre miporrycHam 1a npuemere Enzamyramun Accordpharma 3a rienwst 1eH, IpueMeTe
BamaTa obnuaiina 103a Ha creABamIus JeH.

Ako cte mpomnycHaiu na npuemere Enzamyramun Accordpharma 3a moBeue OT €IuH JicH,
He3a0aBHO ce KOHCyNITUpanTe ¢ Bamus nexap.

He B3emaiiTe 1BoiiHa 1032, 32 1a KOMIIEHCUpATE NIPOIyCHATaTa 1034.

AKko cte cnpesu npuema Ha Enzanyramua Accordpharma
He cniupaiiTe mpuemMa Ha ToBa JeKapcTBO, 1okaTo Bammus jekap He Bu kaxke na ro HanpaBuTe.

AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, CBBP3aHHU C YIIOTpeOaTa Ha TOBA JICKAPCTBO, MOMUTANTE
Bamus nekap.

4.

Bb3MOKHH HeKeJTaHH pPe€aKkumumn

KakTro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IMPEAN3BUKA HEXKECIIaHU PCAKIIUU, BBIIPEKU Y€ HE
BCCKH I'1 ITIOJIy4aBa.

I'bpuose
I'epuoBe ca Owin cbobmeHu pu 6 Ha Beeku 1 000 mymum, npuemaimu Enzanyramun Accordpharma, u
IpH MO-Majiko oT 3 Ha Beeku 1 000 myium, mpuemariy mianeoo.

I'spuoBeTe ca 0-BEPOSATHH, aKO IIPUEMETE MTOBEYE OT IPEHOPBUUTENHA 1034 OT TOBA JIEKapCTBO, aKO
mpuemMare HJIKOU IPYTH JIEKapCTBa MM aKO UMATe MO-BHCOK OT OOWYaliHUsI PUCK OT T'bpY.

AKO moJryunTe rbp4, KOHCYJITHpaiTe ce ¢ Bamus nekap Bb3MOXKHO Hall-CKOpo. Bamusr nekap Mmoxe
Jla TIpetieHH, Je TpsOBa na crpere npruema Ha Exzanyramun Accordpharma.

Cunapom Ha nocrepuopHa ooparuma ennedanonarus (PRES)

[Tpu naumentu, nexyBanu ¢ Enzanyramu Accordpharma nma penku crobmenust 3a PRES (moxe na
3acerde 710 1 va 1000 gymm), psaKo, 0OpaTUMO ChCTOSHUE, 3aCATaIl0 MO3bKa. AKO HMAaTe I'bPUYOBe,
BJIOIIABAIIIO C€ TI1aBo00IINe, 00BPKAHOCT, IIbJIHA 3ary0a Ha 3peHHE WU JPYTH 3pUTEIIHH HapyLIeHus,
MOJISI KOHCYJITUpaiTe ce ¢ Bammms nekap, Bb3MOXKHO Hai-CKOPO.

Jpyru Bb3MOKHM HeKeJIaHHM PeaKkluH BKJIKYBAT:

MHoro yecTu (MoXe J1a 3acerHat nosede oT 1 ot 10 xymm)

yMoOpa, nmajanus, C4yrnBaHe Ha KOCTUTC, TOPECIIU BbJIHHU, BUCOKO KPBBHO HAJIATAHE

Yectu (Moxe ga 3acersat 10 1 ot 10 gymm)

I'maBoGonue, 4yBCTBO 3a TPEBOXKHOCT, CyXa KOxXa, CbpOeX, TPYJHOCTHU IIPH 3aIIOMHSIHE,
OJOKHMpaHe Ha apTepUUTE Ha CHPLETO (MCXeMHUYHa O0JIECT Ha ChPLETO), YBEINYaBaHE HA IbPAUTE
[pU MBXKeTe (TMHEKOMACTHsI), 00JIKa B 3bpPHATA, YYBCTBUTEIHOCT HA ThPAUTE, CHMIITOM Ha
CHUHIPOMa Ha HECTTOKOWHHUTE Kpaka (HEKOHTPOJIHMPAHO JKeJIaHHue 3a ABIKEHHE Ha 9acT OT TSIIOTO,
OOMKHOBEHO KpaKa), MOHWKEeHa KOHIEHTPALHsI, Pa3CesHOCT, NPOMSHA B YCELIAHETO 3a BKYC,
3aTpy/JHEHA MHUCJIOBHA AEHHOCT.

HeuecTtu (Moxe na 3acersat no 1 ot 100 gymm)

XaJIIOLMHALINH, HUCBHK Opoil Oenu KpbBHU KJIETKHU, IOBUILIEHU HUBA HA YePHOAPOOHH €H3UMHU IPU
KpBBEH TeCT (MPU3HAK Ha YePHOAPOOHH MPOOIEeMN)

C Hen3BeCTHA YeCcTOTA (OT HAJIMYHUTC JaHHHU HC MOXC Ja 6’[),[[6 HarpaBCHa OL[eHKa)

MyckynHa 00Jka, MyCKYJIHU CIIa3MH, MyCKyJTHa ciaboct, 0oika B rbpOa, mpomenu B EKT
(ymwewkaBane Ha QT mHTEpBana), TPYAHOCT IIPH I'BJITAHETO HA TOBA JICKAPCTBO, BKIIFOUUTEITHO
3a/IaBsSHE, Pa3CTPOCH CTOMAX, BKITFOYUTEITHO ITO3HB 3a MOBPBINaHe (TafcHe), KOXKHA pPEaKIws,
KOSITO € IpUYHMHA 32 00pa3yBaHETO Ha YEPBEHU METHA UM OOPUB IO KOXKAaTa, KOUTO MOXKE Ja
M3TIICK AT KaTo ,,MUIICHA" WU ,,0MBOJICKO OKO'‘— THMHOYEPBEH IIEHTHP, OKOJIO KOHTO MMa I10-
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CBETJIM YePBCHU KPBIroBe (MyNnTH(OPMEH epruTeM), FIIH APyra Cepruo3Ha KOJKHA PEaKIIHs,
MPOsIBSIBAINA CE KATO YePBEHUKABH, TUIOCKH, MTOJO0HHN HA MHUIIICHA HJIH KPBIUIM METHA TI0 TSUIOTO,
4YeCTO C MEXYPH B cpeniata, OelieHe Ha KOXKaTa, sI3BU B yCTaTa, I'bPJIOTO, HOCA, TCHUTAIMUTE U
OYHUTE, KOUTO MOTAT JIa C€ MPEIIIECTBAT OT MOBUIIICHA TEMIIEpATypa U TPUTIONOI00HN CUMIITOMU
(curmpom Ha Stevens-Johnson), 06puB, MOBpEIaHe, IOyBaHE HA JUIETO, YCTHUTE, €3UKa W/IITH
'BPIIOTO, HaMaJIeH Opoit TpoMOOoNKTH ( KOETO TIOBHIIIABA PUCKA OT KbPBEHE WIIM 00pa3yBaHe Ha
CUHWHH), TUAPHs, HAMAJICH alleTUT

ChodiaBaHe HA HeKeJIaHU peaKIuu

AKO TIOJTy4YUTE HAKAaKBH HEXEJIAaHU JICKAPCTBCHU PeaKIluy, yBeoMeTe Baius nekap wim hapmaiesT.
ToBa BKIIFOUBa BCUYKH Bh3MOXKHU, HEOITUCAHU B Ta3U JIMCTOBKA HEXEJIaHU peakiu. MoxeTe ChIlo 1a
CHOOIINTE HEXETAHU PEaKIVH JUPEKTHO Ype3 HAMOHAIHA CHCTEMa 3a ChOOIABaHe, IIOCOYCHA B
[punoxenue V. Karo chobmaBare HexenaHu peakuy, MOXKETe J1a JaJeTe CBOsI IPUHOC 32
noJly4aBaHe Ha ToBede MH(OpMAaIHs OTHOCHO 6€3011acHOCTTa Ha TOBa JIEKAPCTBO.

5. Kak na cexpansBate Enzanyramua Accordpharma
Ha ce chxpaHsiBa Ha MsICTO, HEAOCTBITHO 32 JIela.

He u3nosnsBaiite TOBa JIEKapCTBO CIIEJ CPOKA HAa TOJHOCT, OTOEISI3aH BbPXY KapTOHEHATa KyTHs U
omucrepa crex ,,l'ogen mo0:“. CpoKbT Ha TOJHOCT OTrOBapsi Ha MOCTEIHUS ICH OT TIOCOYEHHUS MECeII.

To3u JICKApCTBCH NPOAYKT HC U3HUCKBaA CIICHHUAIHU YCIIOBUA HAa ChbXPaHCHUC.

He n3xBbpisiiTe ekapcTBaTa B KaHAIM3aLMITa WIK B KOHTEHHEPA 32 JJOMAIIHH OTIAbIIH.
[NomuTaiite Bammst hapManeBT Kak Aa U3XBHPIATE JIeKapcTBaTa, KOUTO Beve He u3noissare. Tesn
MEpKH ILI€ CIIOMOTHAT 3a OIIa3BaHE Ha OKOJHATA CPeJa.

6. C'bI[T)p?KaHI/Ie Ha OMaKOBKaTa U J10IIbJHUTEC/IHA HH(l)OpMaIII/Iﬂ

Kakso cbabpixa Enzanyramua Accordpharma

AKTHBHO BEIIECTBO: SH3ATyTaMHI.

Besika punmmupana Tabnerka Enzanyramun Accordpharma 40 mg ceappika 40 mg eH3amyTamMuI.
Besika punmmupana Tabnerka Enzanyramun Accordpharma 80 mg ceappixa 80 mg eH3amyTamMuI.
Bcesika punmupana Tabserka Enzanyramun Accordpharma 160 mg chabspika 80 mg eH3amyTaMul,

Hpyrure cbcTaBKH Ha GpuiaMupaHuTe TaOJIeTKH ca:
- Snpo Ha TabyeTKaTa: XUIPOMEJIO3€H alleTaT CYKIMHAT, MUKPOKPHCTAITHA IeJTyJI03a,
KpOCKapMeno3a HaTpui, KOJIOWJIeH Oe3BOJICH CHITIIMEB TMOKCH]], MarHE3UEB cTeapar.
- Tabnerna obBuBka: xunpomenosa (E464), tutanos quoxcun (E171), makporon (E1521), Tank
(E553b), xbar xenesen okeup (E172).

Kak m3rnexna Enzanyramug Accordpharma u KakBo CbAbpika ONIAKOBKaTAa
Enzanyramun Accordpharma 40 mg ¢puiMupanu TabAeTKH ca )KbATH, TpuOIn3uTeHo 10 mm, Kpbrii
¢unmupanu TabieTku ¢ BIyIbOHATO pesedHO o3HaueHue ,,L 1 oT egHaTa cTpaHa M MIaAKH OT Apyrara
CTpaHa.
- Bcska kapToHeHa KyTusi cabpxa 112 tabieTku B 4 OMakoBKHU THII ,,IOPTQein” ¢ Oaucrepu
110 28 TabJIeTKH.
- Becska kapToHeHa KyTHs chabpika 28 X 1 TabneTku B nepdopupanu oauctepu. [ pymnosute
OTaKOBKH ¢ nepopupanu o6mucrepu chabpkaT 112 x 1 tabnetku (4 onakoBku 28 x 1).

Enzanyramun Accordpharma 80 mg ¢bunMupanu TabISTKHU ca KbIATH, TPHOIH3UTEIHO 17 X 9 mm,
OBaJTHU (PUIIMUPAHU TaOJETKU ¢ BIUTLOHATO peneHO 03HaUeHue ,,[. 2 OT eqHaTa CTpaHa U TIIaJKU OT

JpyraTa cTpaHa.
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- Bcska kapToHeHa KyTusi cbaAbpxKa 56 TabneTku u 112 TabneTku ChOTBETHO B 4 U 8 ONMaKOBKH
THII ,,TOpTdeitn” mo 14 TabneTky.

- Bcsxka kapToHeHa KyTusi ceabspxa 14 x 1 Tabnerku B nepdopupanu oimcrepu. I'pynosute
OTIAaKOBKH ¢ TIephopHupanu OJUCTEpH ChabpikaT 56 X 1 Tabnetkn (4 omakoBku 14 x 1)
112 x 1 Tabnetku (8 onakoBku 14 x 1).

Emzamyramun Accordpharma 160 mg punmmupanu TabieTku ca XBJITH, TPUOITUZUTEITHO
21 mm x 11 mm, oBanau ¢punMHUpaHu TaONETKH ¢ BAABOHATO penedHo o3HaueHue ,,L. 3“ ot enHaTa
CTpaHa ¥ IIaJKU OT JpyraTa CTpaHa.

- Bcsxka xaprorena KkyTust chabpika 1o 28 Tabnerku, mo 56 Tabdnerku, mo 84 TabieTku 1 1o
112 TabieTku ChOTBETHO B 2, 4, 6 U 8 OMAaKOBKY THUT ,,lTOpTh e’ o 14 TabneTku.

- Bcska kapronena kyTtus chabpika 14 x 1 Tabnetku B nepopupanu onucrepu. [ pymosute
OTIaKOBKH ¢ TIephopupanu 6mucTepu chabpikat 28 X 1 Tabnetku (2 omakoBku 14 x 1), 56 x 1
TabneTku (4 omakoBku 14 x 1), 84 x 1 Tabnerku (6 omakoBku 14 x 1) m 112 x 1 taGireTku
(8 omakoBku 14 x 1).

He Bcuuky BUIOBE ONTAaKOBKU MOTAT Aa OBJAT ITyCHATH B IPOAAKOA.

IIpuTexaTes Ha pa3pelIeHHETO 32 ynoTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n
Edifici Est, 6* Planta

08039 Barcelona

HUcnanms

IIpousBoautes

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,

95-200, Pabianice, ITomma

Accord Healthcare B.V.
Winthontlaan 200,
3526 KV Utrecht, Hunepnangus

Pharmadox Healthcare Ltd.
KW20A Kordin Industrial Park,
Paola PLA 3000, Manta

Accord Healthcare Single Member S.A.
64th Km National Road Athens,
Lamia, 32009, I'bprus.

Laboratori Fundacié Dau
C/C, 12-14

Pol. Ind.Zona Franca,
Barcelona, 08040, Mcmanus

)IaTa Ha MOCJICAHO NMpepasrijc;kaane Ha JIMCTOBKaTa.

[ToapoOHa nHpOpMaIKs 3a TOBa JEKapCTBO € NPeIocTaBeHa Ha yeOcaiita Ha EBporeiickaTa areHIus
0 JIeKapcTBaTa: https://www.ema.europa.cu.
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