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En los Ultimos 7 anos
hemos asistido a una
verdadera revolucion en
el tfratamiento del Ca de
prostata.

En el ano 2013 se publica
el resultado del estudio
OU-AA-302

En el ano 2014 el estudio
Prevail pone a nuestro
alcance el fratamiento
con Enzalutamida para
aquellos pacientes con
CPRC M+

Lable 1: Study characteristics of eight randomized controlied trials for a network meta-analysis
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ENZALUTAMIDA Y ABIRATERONA INHIBEN LA VIiA DEL SENALIZACION DEL RA
POR MECANISMOS DISTINTOS.
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MECANISMO DE ACCION DE ABIRATERONA

 La inhibicidon de CYP17 :

reguce la sintesis del cortisol y de andrégenos suprarrenales produciendo un aumento de la hormona estimuladora
ACTH'2,

El aumento de ACTH puede generar un exceso de mineralocorticoides, con sinftomas como retencion de liquidos,
hipertension e hipopotasemia’.2,

Hipopotasemia

Hipertension

|
|
4 f x5 e~ Retencion de liquidos

Supresion de renina

Retroalimentacion negaﬁvé

1.5

v

= Ax4

> I—> |x2 — e = —

Abiraterona l

B Androstenodiona | REREIE! \
a adrenocorticotrépica; CYP17 = citocromo P450 17a-hidroxilasa/17,20-liasa; DHEA = m<80 P9

stenodiona; MdA = mecanismo de accion.
J Clin Oncol 2008;26:4563-571.
J Cancer 2009;100:671-5.
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MECANISMO DE ACCION DE ENZALUTAMIDA

Enzalutamida x

Coactivadores!
correpresores
TIDHT l RA como eje del tratfamiento.
Translocacién . NO necesario el uso de
) uclear . corticoides
RA

TRANSCRIPCION

Enzalutamida inhibe la senalizacidon del RA en 3 puntos:
— Bloguea la union del androgeno al receptor
— Impide la translocacion nuclear
— Bloguea la unidn y activacion al DNA

RA, receptor androgénico; DHEA, dehidroepiandrosterona; DHT, dihidrotestosterona; T, testosterona




DIFERENCIAS EN LOS CRITERIOS DE ELEGIBILIDAD DE LOS
ESTUDIOS COU-AA-302 Y PREVAIL

Enfermedad Visceral Excluidos Permitidos
Tensmn arterial Permitidos pacientes con Permitidos pacientes con
tension arterial <160/95 tension arterial <170/105
R Excluidos pacientes con Permitidos pacientes con ICC
Insuficiencia ICC clase 2,3y 4 segunla clase 3y 4 segun NYHA
SLUIEREROL LI LEUVER NYHA (leve, moderada, (moderada, grave) si FEVI 2
(ICC) grave). 45%

Fibrilacién Auricular y

cualquier arritmia que Excluidos Permitidos
requiere tratamiento

1. Ryan CJe\al. N Engl J Med 2013;368:138-48.
. BeerTM, et%l. N Engl J Med 2014; DOI:. 10.1056/NEJMoa 1405095
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Indirect comparison between abiraterone acetate
> and enzalutamide for the treatment of metastatic
castration-resistant prostate cancer: a systematic

Wei Zhang , Teng-Yun Wu=, Q1 Chert?, Xwo-Les Sha', Guang-An Xwo', Lin Zhao!, Chuan- Liang Xu',

Tie Zhou', Ying-Hao Sun'

Table 1: Summary of adverse avenis of RCTs
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Table 1. Comparison of common and grade 3 adverse events of enzalutamide and AA in Phase Il trials in pre-
chemotherapy (PREVAIL and COU-AA-302) and post-chemotherapy (AFFIRM and COU-AA-301) settings, with
limitations of extrapolations between the Phase Il studies.

Abiraterone Prednisone Enzalutamide Placebo
acetate + prednisone

Anygrade Grade=3 Anygrade Grade=3 Anygrade Grade=3 Anygqgrade Grade =3

N (%) N (%) N (%) N (%) N (%) N (%) N (%) N (%)
Pre-chemotheraoy
Fatigue 212 39%) nfa 185 (34%) nfa 310 36%)  161025¢) 218(26%)  161(2%)
Fluid retentiony 150 (28%) £ (< 1%) 127 (24%) 9 {2%) 92 (11%) 2 (< 150) 69 (8% 3 (< 19%)
edema
Hypokalemia 91 i17%) 13 2%) 83 (135 10 (2%) (M e nvd r/d
Fypertension 118 (22%:) 21 i4%) 71 0135%) 16 (3% 117 (13%)  S59{75) 35 4% 19 (2%:)
ALT incroased 63 (12%) 28 (5%, 7 (5%) 42 1%) 8(1%) 2 (< 1%) 5{1%) 1 (= 1%)
Any cardiac 102 (19%) 31 (6% &4 (165 18 (3%) 88 (10%) 24 (35¢) 66 (8%) 18 (2%:)

Atrial fibrillaton

Seizures

22 14%)
0

Pest-chemotherapy

Fatigue
Diarthea
Hat flashf
pyrexia

Fluid retertiory

edema

Fypokalemia

Any varddie

Atial ftwillation

Selrurey

346 (44%)
139 (18%)
71(9%)

241 (31%)

135 (17%)
106 (13%)
16 (2%%)

0

7 01%)

18 (3%

30 (4%)
26 (3%)
e

Q

26 (5%0)
0

169 (43%)
53 (14%)

35 (9%)
88 (22%)

33 (8%)
42 (1%,
4 (1%)

0

5= 1%

0

39 {10%,)
5 {19
5 {19

4 {1%]
3{1%)
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o

0

16 (2%)
1{0.1%)
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162 (20%)

ra

1A
4% (a%)
i
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3 158)
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0
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Zhang et al.Expert Opin. Pharmacother. (2015) 16(4):473-485



SEGURIDAD EN ESTUDIO ENZA VS ABI
(ASCO 2017)

_ Abiraterone (N=101) Enzalutamide (N=101)

Grade 1-2 Grade 3-4 Grade 1-2 Grade 3-4
Hypertension 39 (39%) 21 (21%) 31 (31%) 12 (12%)
Hypokalemia 19 (19%) 1 (1%) 3 (3%) 0 (0%)
Peripheral edema 31 (31%) 0 (0%) 35 (35%) 0 (0%)
Elevated ALT 8 (8%) S (5%) 0 (0%) 1 (1%)
Elevated AST 11 (11%) 4 (4%) 0 (0%) 1 (1%)
Fatigue 62 (61%) 5 (5%) 78 (77%) 2 (2%)
Seizure 0 (0%) 0 (0%) 1 (1%) 0 (0%)

Kim N. Chiet%l, JCO 2017




HOSPITALIZACIONES POST ABI O ENZA

BACKGROUND: ENZA and ABI are approved to treat mCRPC in chemotherapy-naive patients; few
real-world analyses exist to compare HA pre- and post-treatment. This study characterized and
compared incidence and incidence rate ratios (IRRs) of HA pre/post initiation of ENZA or ABI in
chemotherapy-naive mCRPC patients in the US.

METHODS: 1603 patients (ENZA, 656; ABI, 947) jan 2014-dec 2015

RESULTS: IRRs of HA (any position) duciY VXA (o3} I X117 Xei (o] N33
pneumg@nia were significantly higher Yo ¥s o] 1s]3

90 [1.21-2.98], 3.13 [1.46-6.7 1 | MefX: 0] Xl SN I N T B %

duefo cardiac disorder, dyspnea and@ e le 7\ V- Xete] \W\:]
ABl/cohort (1.02 vs 1.63, 0.84 vs 1.90, (e{l] Xele) YN 317

CONCLUSIONS: Incidence rate ratios (IKR
for multiple HA.

ypokalemia, liver toxicity and

ents (IRR [95% Cl): 1.63 [1.22—

4.10]). IRRs of HA (any position)
lower in the ENZA cohort than

5] were signimcantly lower tor ENZA vs ABI treated patients

missions (HA) among chemotherapy-naive metastatic castration-resistant prostate cancer (MCRPC) patients newly treated with enzalutamide (ENZA) or
abirater@n& (ABI). J Clin Oncol 35, 2017 (suppl; abstr e16524)
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Kim?*

favorables.

jetivo primario: SG
letivos secundarios:
v SLP

v Respuesta de PSA

v Tiempo hasta progresion de PSA
v

Tiempo hasta el 1er evento 6seo

Oncotarget, Advanca Publications 2017

Published: May 09, 2017

Comparing the clinical efficacy of abiraterone acetate, enzalutamide,
and orteronel in patients with metastatic castration-resistant
prostate cancer by performing a network meta-analysis of eight
randomized controlled trials

Minyong Kang', Chang Wook Jeong’, Cheol Kwak’, Ja Hyeon Ku’~, Hyeon Hoe

> No se ha alcanzado un consenso sobre cual de los tres nuevos antiandrégenos proporcionaria mejores resultados oncologicos

> El objetivo d& este estudio es comparar la eficacia de Enzalutamida, Abiraterona y Orteronel en pacientes con CPRCm

tandlisis de 8 estudios randomizados (COU-AA-301/2, AFFIRM, PREVAIL, TERRAIN, STRIVE, ELM-PC 4/5)

Kang et al. Oncotarget 2017



with improved 0S compared with control arms. Enzalutamide was ranked as the
most efficacious agent for improving OS (hazard ratio [HR] = 0.71), and abiraterone
appeared to be the second-most efficacious drug for this purpose (HR = 0.78).
Enzalutamide improved PFS in comparison with control groups (HR = 0.36), but
abiraterone and orteronel were not significantly associated with PFS improvements.
Enzalutamide (HR = 0.20) and abiraterone (HR = 0.56) were significantly associated
with prolonged times to PSA progression as compared with control groups. However,
only orteronel was associated with an increased risk of AEs as compared with control
groups. In summary, our study can help to guide treatment selection, especially
because AR-targeted agents have not been compared directly in head-to-head trials.

/

zalutamida se clasificé como el agente mas eficaz en mejorar la SG, HR =
,71; Abiraterona en segunda posicion, HR = 0,78

Enza y Abi se asociaron significativamente a prolongacion del Tiempo de
Progresion de PSA

rteronel se asocid a un incremento del riesgo de AEs

Kang et al. Oncotarget 2017



A randomized phase Il cross-over study of
abiraterone + prednisone vs enzalutamide
for patients with metastatic,
castration-resistant prostate cancer

Kim N. Chi, Matti Annala, Katherine Sunderland, Daniel Khalaf, Daygen
Finch, Conrad D. Oja, Joanna Vergidis, Muhammad Zulfiqar, Kevin Beja,
Gillian Vandekerkhove, Martin Gleave, Alexander W. Wyatt

Eritish Columbiz Cancer Agency, Vancouver, BC, Insiiiute of Biosciences and Medical Technolegy, Tampere, Finkand, BC Cancer
Agency - Vanccouver Cenire, Vancouver, BC, BC Cancer Agency - Cenire for the Southem Interior, Kelowna, BC, Brilish
Columbia Cancer Agency, Fraser Valley Centre, Vancouver, BC. British Columbia Cancer Agency, Vancouver Island Cenire,
Vieteria, BC: EC Cancer Agency, Abbetaford. EC: Vancouver Prostate Centre. Department of Urologlc Sclences, University of
Britiah Columbia, Vanzauver, BC; Vancouver Prestate Centre, University of British Calumbia Vancauver, BC
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Background

« Abiraterone + prednisone and enzalutamide are
iIndicated as first-line therapy for mCRPC
— Have not been directly compared

— Optimal treatment sequencing not evaluated
prospectively

— Need for predictive biomarkers

cans: ASCO ANNUAL MEETING 17 #ASCO17
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Background

« CctDNA in metastatic CRPC
- Abundant

» Median ciDNAfraction of 29% (0 - 95%)
* Qver 75% of palients have >2% ctDNA

SUZOACE Drearmn Team study AW Aall of &), In Hress

- Representative cf Ihe mutational landscape

« 100% cf driver mutations in matched tissug biopsies alsc identified in ctDNA
SUPCAGE Waal Caastinraarm Taam .:mdy AW /V)'P..‘.’ ef 2, In Press
— Detection of AR and non-AR genomic aberrations has been correlated with
outcomes in cchorts of CRPC patients treated with abiraterone and

enzalutamide
AW \Wyall JAMA Onceld 2016 2 1556 AA Azad el al. Chn Canver Res 2015, 21 2215 A Ronmnz!, Sy Transt Med 2015, 7.312r510

cans: ASCO ANNUAL MEETING 17 #ASCO17

STaes are e proparteof Iam autoe FOarassen roguirsa e rouse,

Presented By Kim Chi at 2017 ASCO Annual Meeting



Study Schema

Plasma and Plasma and Plasma and

Whole Blood Whele Blood Whole Blood

Primary Object ve
*Rezponse and T me to
PSA nrogression (TTPE)
Abiraterone 1000 mg after Z2nc line therzpy
Treatment prednisone 10 mg Enzalutamide 160 mg
naive
metastalic
CRPC
Eligible for
treatment
with ABI or baseline

ENZA *Correlation with

N= 200 Abirate 1000 n
Enzalutamide 160 mg A. e .ronr L e deep tamemd
Prednisone 10 mg sequencing of cfDNA

Secondary Dbjectives
“TTP/TTPP with 1*

line therapy
*PSA decline from

| &

[ QZiwopuey
T uoissaifaoid
2 Jo|ssa420ig

ClinicalTrials.gov: NCTO2125357
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Methods: Circulating Tumor DNA

« Targeted seguencing: all patients
- Plasma cell free DNA and gemmline (WBC)

— 73 CRPC-related genes (all exons) including
* Proslate cancer drivers (e.g. AR, SPOP, NKX3.1, FOXA1)
» Celicycle (e.qg. TP53, RB1, CDKN1B, CDKN2A)
» DNArepair (e.g. BRCA1/2, FANC family genes, ATM, MSH2/6)

* PI3K pathway (e.g. PIK3CA, PTEN, AKT1)

» AR gene sequencing (exons, introns, flanking regions) to detect AR
gene rearrangements

 Whole exome sequencing in patients with >20% ctDNA

cans: ASCO ANNUAL MEETING 17 #ASCO17
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Baseline Characteristics

1st-Line Abiraterona + P
N=10"

725315

1st-Line Enzalutamide
N= 101

Median Age yeare (range) 3) 77649 3-941)

ECCG PS 009
0-1 88 (38%) 6)
°)

12412%)

Characteristic

i
-

-

‘E ‘-2

NMedian FSA, ug/L (range; 3I5.C(2.2=2817) 370017 =1030;
ledian Hemaglebin, g/l (range; 130 (89 - 156E) 130 (&9 - 165) 1.0
Alkaline Fhosphatase = ULN 34434%) 30 135%) 1.0
LDH > ULNM 17 (1TR) 22{22%)

Sile of Melaslases

Lymph MNcde 38 (38%) 44 '44%) ¢332
Bore BE (35%) £3182%)
Liver end/or Lurg 12(12%) 15 (115%)

cfDNA wield, ng/ml (range) 12.4 (1.0 = 2CE) 153(1.5-38/1])
ctDINA quantifiable =2% 56 (55%) £9 (58%) 034

sscans: ASCO ANNUAL MEETING 17 - #ASCO17
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Best PSA decline: 12 weeks

Abiraterone + P Enzalutamide
N=99 N=98

PSA Decline = 30% 64 (65%) 83 (85%) 0.0012
PSADecline 2 50% 54 (55%) 75 (77%) 0.0012
No PSA Decline 20 (20%) 10 (10%) 0.0501

P-value

Abiraterone = Prednisone Enzalutamide
= 1000 2 1o
v v
3 sSolo ‘3 50 0C
’ ||I| "
= @
W onrte |"“m| PR L I
e | iy
& Pt
g S0l < 50
o o
o o
% 7
m «10nte m oM

GG Qe e propiriv ol INZ dutnoe FOAMEEHCA FDGUNTD ey rousc.

Presented By Kim Chi at 2017 ASCO Annual Meeting




Genomic Landscape at Baseline

Scmatic [andscepe among patients with guantfiable ciDNA (n=115) was consistent with previous studies

AT WTel

26 f W orsogot 3 % e AR amplification = £6.5%
} e E. ﬁ_». -.. i ; : <-r—..~.,,- ot
S ¥ : i AR mutation = 12.2%

0

;—:-l-- L3 BB i1 N T I WE 0 ]

Ok R _-._.;,_..__._::,..;.,: LSRR N !.,;,,;,ﬁ_.\._;,:_).._.,:,:,._.,:'...._,x\l;_.‘_‘,li..:_.,_.,...__-.,_.,_,,.: TPS3 mulation/rearrangement/deletion = 58.5%
T=4A% » il BN 0's 1 " e ' LS B R ' "
RE1 mutation/rearrangemcnt/delction = 28 7%

: PI3K pathvay = 48 8%
ffffffffffff (PTEN celetiar or trunsetionMIKAR 142 etion or
truncation ™ K30A hatspet m tation/AKT1 Actapat mutatiar)

BRCAZ or ATM spmalic truncaiing multation = 5.2%
BRCAZ or ATM germiine truncating mutation = 45
(€ of 202 patients)

SPOP mutations = 10.4%
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Conclusions

Higher PSA respanse with enzalutamide compared to abiraterone + preanisone
but with no difference in time to progression cr time to PSA progression

Detection of ctDNA was associated with measures of tumour burden and poor
outccmes

Genomic alterations in BRCAZ/ATM, TP53, PI3K pathway, RB1, and AR were
asscciated with earlier progression and primary resistance

In multivariate analyses including clinical factors, BRCAZ/ATM, TP53 and PI3K
pathway alterations remained significantly associated with shorter TTP

AR genomic structural rearrangements encoding for truncated AR are
detectable in ctDNA from treatment naive mCRPC and may identify primary
resistant disease

cans: ASCO ANNUAL MEETING 17 #ASCO17
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SPARTAN and PROSPER
provide the first good estimate
of OS in men with M0 CRPC

pesoeoi 2018 Genmitourinary Cancers Symposium #GULE
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Presented By Philip Kantoff at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care



We know that men who have a more rapid PSADT

develop metastases sooner

In SPARTAN (71%) and
PROSPER (77%) had

309
35 “] PSADT <6 months
3% 214 therefore patients rapidly
¥ B progressing
& S | \‘_,// PSADT (%)
1 “ v v T T T T & 6 e
200012 1B 112 t 3 2 1 2 > 6mos

PEALT (Mantns)

Sharter FEADT PSADT [%)
<6 mos
26 mos

Smith et &l J. Clin Onc 2012

onoir 2018 Genmitourinary Cancers Symposium #GULE
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SPARTAN, a Phase 3 Double-Blind, Randomized
Study of Apalutamide vs Placebo in Patients With
Nonmetastatic Castration-Resistant Prostate Cancer

Eric J. Small,! Fred Saad 2 Siman Chowdhury,® Boris A. Hadaschik * Julieé N. Graff *
David Olmos,® Paul N. Mainwaring,” Hiroji Uemura,” Angela Lopez-Gitlitz *

Geéralyn C. Trudel ® Byron M. Espina,® Youyl Shu ? Youn C. Park ° Wayne R. Rackoff ®
Margaret K. Yu.? Matthew R. Smith,'® on behalf of the SPARTAN Investigators

-elen Lyller Fami y Comprehs-sna Carcer Center, University of Caltor a San Francsco, San Frarcisse, TA Aartre ospata jer 4a |Universite
4a Montreal, Liaversité d= NMontreal, Montréa  Cluékec, Canaca; ¥5.y's K ng'sand St | Femas' Hospitals, Graat Maze Fond, Lendon, UK,
Horivers iy ot Doisburg-ssan, Essen, Zermany,; VA “ortlard Health Care System, “ortlard, and Knght Cancer Ins: tule, Cregon Health B Scasee
Univaretty, Fortland, OR, *Sparish National Canzer Rasearch Castra (CNIO), Madnd, 2nd Haspitzles Unversitar cs \Virgen d= ja Victora y Heg enal
da Malag2 Malzga, Spair; Centre fer Fersona isad Nasomedicne, Un versity o* Qusarsiand, Ensbans, Austral 2; 3Yokohama Ty University
MacicalCarter, Yokohama, Japan; ?_2nssar Kesearc & Develsoment, _os Anges es, CA 10Massachusstts Seneral Hasptal Ca-cer Center a-c
Harvard Viedical Schaal, Bostss, MA
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Background

Melastatic castralion-resislant prostate

cancer (mCRPC) Is a uniformly fatal da nove ——{  Mutemiatic
disease, with 8 median survival of ~2.5 V g i
years'

mCRPC can develop from: Lozalized Nereret HPC SRS
prostsde b F3A » K

concer progression) Dl any

3 - cancer (mCRPC)

a)

4

Metastatic harmone-sensitive prostate
cancer (HSPC) that has devsloped
resistance to androgen deprivation
therapy (ADT)

Nonmelasltalic prostate cancer that has
developed resistance to ALT, termead
nMCRPC?

I.RmacC) LanctOnecd. 27151 EX152. 1 BO.
2 0l C, wtal Cor' Sprgtuta-Porspect Med 2017708 2000482
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SPARTAN — Overall Study Design
Phase 3 Placebo-Cantrolled, Randamized International Study

Avalutamide
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- l'eliz node3 < < embaow « ADT Second R D

il Bifweation (M aloned in=806 SELAId

» FSALCT <10 monghs = ) M a- ME{s G

discreton R

Tud: irp F rclud ng E

« Cortinuouz ADT apen-labe 8

| Placeba (PB0) S 2BIPRED s

Stratifications + |

» FSACT>6 “car=3mc ADT - 0

. EC_I'DU-»;);‘! rgagerts, yin in=401) N
o NOor i1

—
Metasiasis-ire2 survival 2" progression-
(primary end point) free survival
NCTO18462 (PFS2)
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Primary End Point: Metastasis-Free Survival
72% risk reduction of distant progression or death

HR, 0.28 (€5% Cl, 0.23-0.35)
P < 0.0001

APA 40 5 mo

2
z
2
s
2
g
-

| |
32
No. at nisk
APA € 52 514 398 5
FB': L 53 91 5
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Secondary End Point: Overall Survival
30% risk reduction of death

HR, 0.70 (£59% CI, 0.47-1.04)
P =00/

‘t%\;‘ APA, not reached

PBO, 32.0mo
(median)

]
s
=
e}
«
-~
g
-
o)

104 events/427 target events = 24%

1 1 1 1 |

4 a 12 | 20 24

No at risk Months
APA 806 736 755 ca7 Daf 392 275
2BO 40° 237 374 218 243 183 126
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Results: Treatment Associated Adverse Events

APA
(n=B03)

All Gr3id

Fatigue 30 4% 0.9%

Rash 23.8% 9.2%

Weight loss 1€.1% 1.1%

Arthralgia 1£.9% 0

Fall 18 8%

Fraclure 1.7%

Hypothyroidism 81%

Sejzure 0.2%
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Conclusions

Apalutamide decreased the risk of metastasis or death by 72%, and prolonged
the median MFS by more than 2 years in men with high-risk nmCRPC

The MFS benefit was consistently seen across all subgroups

These results are supported by consistent improvement acrcss all evaluable
end points

Time to metastasis
Progression-free survival

Time to symptomalic progression
Time to PSA progression
PSAdecline
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Conclusions

Apalutamide was associated with a 30% reduction in risk of death at this early
interim analysis for survival (p = NS)
The majarity of placebo patients received an approved second therapy

Apalutamide resulted in a 51% risk reduction in PFS2 even in the face of a high
rate of secondary AS| use in the placebo arm

The addition of apalutamide to ADT was well tolerated, with maintained HRQoL

Overall, these data suggest (hat apalutamide should be considered as a new
standard cf care for men with high-nsk nmCRPC

NS nonssignifcatt
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PROSPER: A Phase 3, Randomized, Double-Blind,
Placebo-Controlled Study of Enzalutamide in Men With
Nonmetastatic Castration-Resistant Prostate Cancer

Maha Hussain," Karim Fizazi,” Fred Seed,” Per Rathenborg,* Neal Shore,”
Eren Demirhan 3 Katharina Modelska ® De Phung,” Andrew Krivashik,’
and Cora N. Sternberg®

'Robert H. Lune Comprehensive Cancer Certer, Northweastern University, Chicago, IL; ?Institut Gustave Roussy,
University of Paris Sud, Villejuif, France; *Cenira hespitalier de |'Université de Meniréal, Montreal, Canada;
‘Herlev Hospitel Herlev, Denmaric; Caralina Urologic Research Genter, Myrtle Baach, S5C;

EPfzer Inc., San Francisco, CA. “Astellas Pharma, Inc., Nerthbrook, 1L ;

ESan Camillo and Forlanini Hospitals, Rome, lialy
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PROSPER Study Design

Key Fligibility Criteria
MC CRPC (central review)

Enzaluramide

¥ 160 myiday +
+ Rasing PSA despite castrate ADT
lestustercne level (= 50 ngnadl’
+ Basaline PSA 2 2 ng/ml eV ) AR T

=" I——————
|

| |
J MPFS primacy S
Placebo + oolr womple, endale (secendary erxdpo )
ADT enolle

+ PSA doubling time = 10 monrths

Stratification Factors
» P3A doubling time
(=3 manths ve 6-10 months)
Baszline use ¢l bone-targeted
agent (yee ve no)

Primary endpoint Secondary endpoints

* MFS3 (definec as time from randomeaticn te radiegraphic progression * Safcty « OS5
or death within 1712 days of freatment discontinuation) * Time la PSA = PSA responee

Statistical Design; progressicn « Quality of life

« Target difference in Kaplan-Meier estimated median MFS of 8 months Time to use of naw
(24 months vs 32 months) antineoplastic therapy

» Target of 440 events provides $£0% power ¢ detect a target HR of 0.72 AbtrevEth=s: AT androgen Jep vaton

thesa v, HR hazard ratio; R, rendomizato
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Baseline Patient Characteristics (N = 1401)

Enzalutamide + ADT Placebo + ADT
Characteristic (n=1833) (n = 468)

Median 2g2 (range), v 74 (E0-GE) 73 (E3.92)

ECOG PS no (%)
0 747 (30%) 382 (32%)
1 185 (20%) 35 (13%)

Median scrum PSA range), ng/ml 11.1¢(0 831071 .1) 10.2 (0.2-457 5)
Median PSA doauabling time (range), ma 38(04-374) 36(05-71.8)

PSA deunling time catecory, ro, (%)

<5mao TIS{TTR) 351 (7TT%)

z48me 217 (23%) 107 (23%)
Baseline use of none targering acent, na. (%)

Ne 328 139%) 220 (90%)

Yos 10S (11%) 18 (10%)

Madian duration of therapy was 18 .4 (range, 0-41.9+) months for anzalutamide and 11.1 (range, 0-42.8+) months for placaho
Patients on treatment as of 26 June 2077 (cutoff cate): 634 patients [€6%) on enzalutamide and 176 patients (38%) on placsho

Abbyevistion: ECOG 25 Eastern Coopsratvs Onco ogy Srous Perfoimsnes Staws
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Primary Endpoint: MFS ENZA +ADT PBO + ADT

(h= 933) (n= 468)

100 { =—v—m Median 36.6 14.7
30 1 2 (95% Cl). mo  (33.1-NR) ({14.2-15.0)
81 { ” - HR (95% CI) 0.29 (0.24-0.35)

2 | Pvalue < 0001
*

704

- —e-
*S-4%H
50 1 \'
& Puces

40 4
30 4

20 4

£
75-
=
7
%
I
«
T
3

3 6 12 15 18 21 24 27 30
No. at risk me
ENZA+ADT 933 866 759 837 B2 431 418 328 237 B9 87
FEO | ADT 455 420 295 21z 157 105 as 4 49 3 15 11 3 |
« Mecian MFS was = 22 menths longer with enzalutamide than with placebe (71% reduction in relative risk of
radiographic progression or death)

Abuevladone: Ol confizence Interva ; BINEA, snealutam ks, AR, not eachsd, PRO, placebo.
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Time to First Use of New Antineoplastic Therapy

100 m
\ ﬁmﬂa‘
90 - ‘\._._ M -
"G—D—Q

80 + & N
N \M‘
. ‘ ‘.'-— .
60 A "‘.‘_.
=n J -
ENZA + ADT PEO + ADT
(n=933) (n = 468)
301 Meadian 196 17.7

209 (95% Cl), mo  (37.7-NR)  (16.2-19.7)
104 KR [85% Cl) 0.21(0.17-0.26)
o4 F value <.0001

0 L & 12 16 18 24

e
40 +

g
E.
E,
o
E

No. at risk
ENZA + ADT 933 829 625 526 41e 313 213 i 49
FBO + ADT 468 29¢ 221 166 1C7 T2 49 9
« Median ime to first use of new antinecplastic therapy was = 22 months longer with enzalutarnide than
with placebo (79% relative riek reduction)
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Overall Survival: First Interim Analysis

100 &=
90 -
80 1
701
60 4
50 1

4 - ENZA + ADT PBO + ADT

(h = 933) {n = 468)

| Median NR NR

(85% Cl), mo  (NR-NR) (NR-NR)

HR {95% CI) 0.80 (0.58-1.09)

| Pvalue 1518

v o L

0 4 12 18

Ovearall survival, %

No. at risk
ENZA +« ADT 933 284 716 2 2921 414
FBO + ADT 458 447 402 351 3013

747 154
« Median fcllow-up time was = 22 months for each treatment arm
« There wes a 20% reduction in the relative risk of death with enzalutemide vs placebo
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Progression Event by Type

Enzalutamide + ADT | Placebo+ ADT
Event, No. (%) (n =833)

All progression events”’ 219 (23%) 228 (49%)

Radiographic progressiont 187 (B5%) 224 [98%)
MNew bone metastasss 71(32%) 7T9(35%!
MNew soft-hssue metastases 103 (50%] 132 (58B%)
Concurrsnt rew bone and sot-t1ssue metastasss 7(3%) 13 (6%)

Death without documanted radicgraphic progressicn waithin 112
days of study treatment discortinuztion! 32 (15%) 412%)

* The proportion af progression events in the enzalutamide arm was £0% less than that of the placebo arm

"Even: perceniapes are hased on Intal number of pahenta randomized n Each arm {enzelutamide | AU, n= 953 placebo  ADI n= 365)
'Perttion ol eve~1 percentacee are taeed on total numbsar of svente In each sim [enzalularrkis « AD™, - = 219 placebo « ADT, n = 228)
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Adverse Events of Special Interest*

Enzalutamide + ADT Placebo + ADT
Any Grade Event, No. (%) (n = 830) [n= 4B5)

Hypertansion® 114 (12%) 78 (5%) In both arms the incidence

of majar adverse

43 (5%) 13 (3%) cardiovascular evenis was
higher in patenis with:

Ma or adversa cardinovascularn
event-

Mental impairment disorders® 43 (5%) 9 (2%) - Basdline histary of

Hegpatic impairment 11 (1%} 9 (2%) cardiovascular diseese
hyperiension, diabetes

Nsutropenia 9(1%! 1(< 1%) . oF :

P iha9) ( g mellitus, hyperlipidemia.
Convulsion 3(< 1%, C orege =75 years
Posterior reversible 3 0

encephalopethy syndrome

*Ardve-se avente were collectes up to 20 days afer tha last doze of s2udy drug

fIncludes Incréased ciood preasu’s.

Hrcludes scule rmyuc ol nifacle s, hvmibage cervbivascul sondilons, ischerin cwivbiovasculan condiorns, sid el Riky.

Ancludas merrary impairmant, disturbance in altsnfion, connrive diso'cers arrneasin, deme-lie Alzhaimar's typs sanile Semeanta mental mpaicnert, and vascuar
sementa,
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Conclusions

» In men with MO CRPC and rapid PSA doubling time (median 3.7 months), enzalutamide

resulted in a clinically meaningful and statistically significant 71% reduclion in the relative
risk of developing M1 CRPC

—  Median MF3S was 36.6 manths with enzalutamide vs 14.7 months with placebo (HR, 0.29;
P < .0001)

* Therapy was well lolerated; adverse evenls were generally consistent with those reported in
prior clinical trials in men with CRPC

= Secondary endpoints (time to PSA progression, time to first use of new antineoplastic
therapy) were also significantly longer with enzalutamide than with placebo

» Median OS was not reached in gither group in the first interim analysis

— There was a 20% lower relative risk of death in the enzalutamide group than in the
placebo group
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RESULTADOS TRATAMIENTO
CON ABIRATERONA'Y
ENZALUTAMIDA

HOSPITAL GENERAL VIRGEN DE LA LUZ




COMPARACION INICIAL DE LOS PACIENTES

EDAD al dx CPRC(anos) 78.5 79.5 0.16
PSA al dx CPRC (ng/dl) 52.4 60.9 0.71
T° duplicacion PSA (meses) 3.33 5.89 0.41
% Gleason >7 33% (6/18) 22% (2/9) 0.68
% metastdsico al dx CaP 30% (6/20) 43.9% (6/14) 0.64
% Tto local al dx (sdlo RT) 45% (2/20) 35.7% (5/14) 0.71
T° desde dx hasta CPRC (meses) 52.9 61.4 0.64
% solo ganglionar en CPRC 25% (5/20) 71% (1/14) 0.19
% afectacion visceral en CPRC 5% (1/20) 71% (1/14) 0.66
N° lesiones &seas 5.8 7.2 0.35
ECOG alinicio del tto 0.6 1.2 0.07
N°® comorbilidades 1.4 1.4 0.93

T° seguimiento (meses) 17.1 8.8 0.08

Wwm 2




RESULTADOS DEL TRATAMIENTO
I 7Y T

T° progresion PSA 0.02
(meses)

T° progresion rx 8.2 10 0.13
(meses)

T° progresion 10 12 0.88
clinica (meses)

% muerte CaP 38.9% (7/18) 14.3% (2/14) 0.95
% muerte ofros 11.1 % (2/18) 28.6% (4/14) 0.21
% suspension 10% (2/20) /1% (1/14) 0.63

tratamiento por
efecto 2°
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Progresion radiologica

Kaplan-Meier survival estimates
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Progresion clinica

Kaplan-Meier survival estimates
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Muerte global

Kaplan-Meier survival estimates
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Muerte por cancer de prostata

Kaplan-Meier survival estimates
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TRATAMIENTOS DE SEGUNDA LINEA

Tras Abiraterona

. ®R
@ Radio 223 @® Enzalutamida
@ Docetaxel ®D

Tras enzalutamida




