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CPRC: DEFINICION

» Entidad clinica y biolégica heterogénea.

» Progresion tumoral pese a mantener niveles de castracion de
andrégenos (testosterona <50ng/dl). La progresion puede ser:

- Elevacion de PSA

- Presencia de metdastasis.
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CPRC: MO

Pacientes que tras elevacion de PSA, no se
evidencian nuevas lesiones de su enfermedad
tumoral.

¢Qué se recomienda hacer?
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CRPC: MO

* Mantener tratamiento con ADT.

 Valorar el tiempo de doblaje del PSA:

— Si mas de 10 meses, observacion y si se vuelve a
elevar el PSA™ prueba de imagen

— Si menos de 10 meses ™ enzalutamida, apalutamida.
Si se vuelve a elevar el PSAmpprueba de imagen
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— Si menos de 10 meses mp enzalutamida apalutamida.
Si se vuelve a elevar el PSA™Pprueba de imagen

PROSPER

+ ~1,560 non-metastatic CRPC patients P"mary Eﬂdelnt MFS EN:’:;QDT F"ioz‘;gg’ff
* Primary endpoint: MFS* 1004s- = Median 36.6 14.7

90 t (95% Cl), mo  (33.1-NR)  (14.2-15.0)
HR (95% CI) 0.29 (0.24-0.35)
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« 2 arm study: enzalutamide + continued
ADT vs placebo + continued ADT
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12 15 18 21 24 27 30 33 36
No. at risk mo
ENZA +ADT 933 865 528 431 418 328 237 159 87 77 31
BO + ADT 468 420 296 157 105 98 49 31 16 11 )
* Median MFS was = 22 months longer with enzalutamide than W|th placebo (71% reduction in relative risk of
radiographic progression or death)

Abbreviations: Cl, confidence interval; ENZA, enzalutamide; NR, not reached; PBO, placebo.

oir 2018 Genitourinary Cancers Symposium | #GU18  presented by: Maha Hussain, MD, FACP, FASCO
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— Si menos de 10 meses mp enzalutamida apalutamida.
Si se vuelve a elevar el PSA™pprueba de imagen

SPARTAN

Randomized, Double-Blind, Phase 3 Trial

Of Apﬂ!utamfde in Nonmetastatic CRPC A Kaplan—Meier Estimates of Metastasis-free Survival
100+
90

Apalutamide 240 mg

orally qd J
Men with high-risk Ut 80

nonmetastatic CRPC

Apalutamide

N = 1200
Placebo orally qd

* Primary endpoint: metastasis-free survival

Patients Who Were Alive
without Metastasis (%)
w
?

40+
= Secondary endpoints: 0S, time to symptomatic progression, 304
time to first cytotoxic chemotherapy, PFS, time to metastasis,
change in FACT-P and EQ-5D scores, AEs, pharmacokinetics 20+ Hazard ratio for metastasis or death,
o 028 (95%Cl 023-035)
P<0.001
0 T T T T T T T T T T 1
ClinicalTrials.gov. NCTO1946204.

0 4 8 12 16 20 24 28 32 36 40 44
Months from Randomization

No. at Risk

Apalutamide 806 713 652 514 398 282 180 96 36 16 3 0
Placebo 401 291 220 153 91 58 34 13 5 1 0 0
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CPRC: M1

New abnormal
bone formation
(woven bone)

Range of
alpha particle

Osteoblasts

Radium-223 binds with
hydroxyapatite and is
incorporated into the
bone matnix

@ Radium-223
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CPRC M1: DOCETAXEL

Docetaxel — CRPC

K TAX-327 Study: Design Overall Survival—TAX 327

Stratification:

Pain level

PPI22 orAS 210
VS.
PPl <2 orAS <10

KPS
<70 vs. 280

Z0—-4PN—-—=200Z>rx

-, —~—

Docetaxel 75 mg/m? q3 wkly : W"’"’m.‘ - Docetaxel 3 wkly

+ Prednisone 5 mg bid ;?cetaxel wkly
itoxantrone

Docetaxel 30 mg/m? wkly
5 of 6 wks
+ Prednisone 5 mg bid

Median
survival Hazard
(mos) ratio

Probability of Surviving

. Combined: 18.2 0.83
Mitoxantrone 12 mg/m? 2 | p 3 wky: 18.9 0.76

q3 wkly 1 | D wkly: 17.3 0.91

+ Prednisone 5 mg bld Mitoxantrone 16.4 -
12 18

Treatment duration in all 3 arms = 30 wks

n=1,006 patients

Months

Tannock IF. N Engl J Med 2004;351:1502-1512. Eisenberger M, et al. ASCO Annual Meeting Proceedings. June 2004. Abstract4.
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CPRC M1: ACETATO DE ABIRATERONA

Inhibidor de la biosintesis de androgenos.

COU-AA-301 Study Design COU-AA-301:

Phase lll Post-Docetaxel Supervivencia global (analisis final)
= = o Mediana de sequimiento: 20.2 meses
Phase 3, double-blind placebo-controlled trial of abiraterone + Mediana de duracion de tratamiento: 8 meses (Abiraterona) vs. 4 meses (control)
prednisone versus placebo + prednisone in mCRPC post-
chemotherapy 100
HR (95% CI): 0.74 (0.64-0.86)
P<0.0001
80
: f _ AA median oS
« 1195 patients N Primary endpoint: R 60 15.8 months
with progressive D | +0S T
mCRPC 0o =
 Failed 1 or 2 M Secondary endpoints: g 40 Placebo median 0S
chemotherapy |~ | 1 + PSA response ia 11.2 months
z Placebo QD
regimens, 1 of E + Time to PSA progression 20
which contained D Prednisone 5 mg BID ey
docetaxel 214 =P n=398 0

0 6 12 18 24 30

Time to death (months)

de Bono JS, et al. N Engl J Med. 2011;346(21):1995-2005.
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CPRC M1: ACETATO DE ABIRATERONA

Overall Study Design of COU-AA-302 COU-AA-302: Updated OS

HR = 0.79 (95% Cl, 0.66-0.95) P=.0151

R
e A B (aftrois ® Prespecified Pfor significance: .0035
N AA 1000 mg daily Co-Primary: *
Progressive chemo- g Jug Prednisone 5mgBID * rPFS by central review £
naive mCRPC M {8l s b4d) . 0s 3 Abiraterone + prednisone,
patients =d | o 35.3 months
(Planned N = 1088) z Secondary: N e
Asymptomatic or E Placebo daily Time to opiate use §
mildly symptomatic D Bog Prednisone 5mgBID [eug (cancer-related pain) S w Placebo +
(Actual n = 542) Time to initiation of 2 prednisone,
1:1 chemotherapy %. 20 30.1 months
Time to ECOG-PS ‘3
deterioration 6

TTPP 0 3 6 9 12 15 18 21 24 Z 30 33 36
Months From Randomization

Phase 3 multicenter, randomized, double-blind, placebo-controlled study conducted at 151 sites in 12 countries;
USA, Europe, Australia, Canada

Second interim analysis: 43% death!
Third interim analysis: 56% death?

Stratification by ECOG performance status 0 vs 1

1. Ryan CJ, et al. N Engl J Med. 2013;368(2):138-148. 2. Rathkopf DE, et al. J Clin Oncol. 2013:31(Suppl| 6): Abstract 5.
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Antagonista no-esteroideo de los receptores de
androgenos de segunda generacion.

AFFIRM Study Design: AFFIRM Overall Survival:
Phase Ill Post-Docetaxel Median of 4.8 Months

HR = 0.631 (95% Cl: 0.529, 0.752) P< .0001

Phase 3, double-blind placebo-controlled trial of enzalutamide 100 37% reduction in risk of death
versus placebo in mCRPC post-chemotherapy % |
80 Enzalutamide: 18.4 months
70 (95% Cl: 17.3, NYR)
%)
R Efficacy end points (ITT) g s l/
+ 1199 patients ﬁ —> Enzalutamide 160 mg QD 5 Primary endpoint: 2 :g -------------------------------------------------
with progressive D -0S /
mCRPC o ; 30
 Failed 1 or2 " ™M Secondary endpoints: 2 Placebo: 13.6 months
chemotherapy b *PSA response = (95% CI: 11.3, 15.8)
regimens, 1 of D iy Placebo QD > *Time to PSA progression °
:oh::t‘a::mi““ 21: L n =399 . «PES 0 3 6 9 12 15 18 21 24
“Time to first SRE Duration of Overall Survival, months
No corticosteroids required Enzalutamide 800 775 701 627 400 211 72 7 0

Placebo 399 376 317 263 167 81 33 3 0

Scher H, et al. N Engl J Med. 2012;367(13):1187-1197.
Scher H, etal. N Engl J Med. 2012;367(13):1187-
1197
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CPRC M1: ENZALUTAMIDA

2014 Genitourinary Cancers Symposium

ogy Sibucacarearnions 10—
2 K a0 .I ) -_""—\-\_\_\_‘_\_
PREVAIL Phase lll Trial: Enzalutamide z 50 e —
After Progression in mCRPC = locebs i Talutarmide
£ 601 i, S
5 1 e, L
Patients with , nwo
ogressive mCRPC, — = -
erynr\plolr;at[ic.“miIdly / E 30
symptomatic, 5 - |
chemotherapy naive, Al arard rati 71 (95% ] -
STCheREy e s | Placebo o] Hazard ratio, 0.71 (35% CI, 0.60-0.84)
(N =1717) (n = 845) : Pac0,000
l:l 1 1 1 I L 1 1 1 I
0 3 & o 12 1% 18 21 4 I7 I 13
Primary endpoints: OS, radiographic PFS

Manths

Mo. at Risk

Enzalutamide &72 863 B50 B24 T4Y 745 566 395 244 128 33 2
U014 T Placebo 4% B35S TBL T44 TO1 edd4 484 32E 213 1ok ¥ 2
U 2014. Abstract 1. ClinicalTrials.gov. NCT01212991.
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CPRC M1: CABIZATEXEL

CLINICAL CARE OPTIONS'

~eusTave roussY Cabazitaxel in Second-line CRPC \ oo
TROPIC Study | .

TROPIC: OS (Updated ITT Analysis)

100 -

Median OS for MP vs CBZP: 12.7 vs 15.1 mos
HR : 0.72 (95% CI: 0.61-0.84; P < .0001)

[22d
o

mHRPC N\
Progression b

2}
o

after TXT

Mitoxantrone 12mg/m2 q3w

IS
(=]

e ¢ Censored

— MP

— CBZP
Combined median
follow-up: 13.7 mos

® Stratification factor : Prednisone lomg qd

.

N
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®  Primary Endpoint:
’ ' 30

Patients at Risk, n

esis: Reduction of 25% in the risk of death MP 377 299 195 94 31 9 Data cutoff:

or fian 0S=10.67 cabazitaxel vs 8 months CBZP 378 321 241 137 60 19 March 10,2010

events, duration 36 months

Secondary Endpoint:

onths fo

de Bono JS, etal. ASCO 2010. Abstract4508. de Bono JS, etal. Lancet. 2010;376:1147-1154.
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CPRC M1: RADIUM 223

Es un agente terapéutico emisor de particulas alfas.

al.v,

2012 Genitourinary Cancers Symposium: Highlights Improving Clinical Outcomes in Patients With Prostate Cancer —

clinicaloptions.com/oncology CUINICAL CARE OFTIONS® clinicaloptions com/oncology CLINICAL CARE OPTIONS

ALSYMPCA: Phase lll Trial of Radium-223 ALSYMPCA Phase lll Trial of Radium-223
in Symptomatic Prostate Cancer in mCRPC: OS

100
Up to 6 treatments at 4-wk intervals 90

Radium-223
Patients with (50 kBa/kg)
+

symptomatic CRPC and /

= 2 bone metastases
with no known visceral

Randomized 2:1

80 HR: 0.695 (95% CI: 0.552-0.875;
= P=.00185)

Best standard of care Y

Radium-223 (n=541)
50 e Median 0S:14.0 mos

40 W

metastases, either post- Stratified by total ALP, previous docetaxel,
docetaxel or unfit for and bisphosphonate use

docetaxel Nty
B Y Placebo (saline) 30

+ Placebo(n = 268)
Median 0S:11.2 mos
Best standard of care

survival, %

(N = 921)

Primary endpoint: OS

Month 0 3 6 9 12
Secondary endpoints: time to first SRE, time to total ALP progression, total ALP Radium-223 541 450 330 213 120
response, ALP normalization, time to PSA progression, safety, QoL

Placebo 268 218 147 89 49
Parker C, et al. ASCO GU 2012. Abstract 8. ParkerC, etal. ASCO GU 2012. Abstract8
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CPRC M1: SIPULEUCEL-T

Células mononucleares autoélogas de sangre periférica
activadas con FAP-GM-CSF

State-of-the-Art Patient Care in Solid Tumors WO

CLINICAL CARE OPTIONS®
clinicaloptions.com/oncology ! S

IMPACT: Phase lll Trial of Sipuleucel-T
in mCRPC

Sipuleucel-T: cellular immunotherapy produced by exposing a
patient’s leukapheresed cells to recombinant fusion protein
consisting of prostatic acid phosphatase antigen and GM-CSF

Sipuleucel-T: IMPACT Overall Survival:
10l()’rimary Endpoint Intent-to-Treat Population

P = 0.032 (Cox model)
HR = 0.775 [95% CI: 0.614, 0.979]

Randomized 2:1* : :
Median Survival Benefit = 4.1 Mos.

__ Sipuleucel-T (n = 341)
Median Survival: 25.8 Mos.

S

— Placebo (n=171)
Median Survival: 21.7 Mos.

EPancT Treat at physician

Patients with l q2w x 3 —_ —_ : :

asymptomatic or (n =341) discretion
minimally
symptomatic

d
mCRPC \

(N = 512)

©
2
S
—
=
w
-~
c
@
o
5]
o

Treat at physician
discretion and/or
salvage protocol

Placebo q2w x 3 [N A—
(n=171)

Primary endpoint: OS

*Stratified by primary Gleason score, number of bone metastases, and bisphosphonate use.

0
0 6 12 18 24 30 36 42 48 54 60 66
Survival (Months)

Kantoff P, et al. ASCO GU 2010. Abstract 8.




ESTUDIO

Farmaco

Estado
sintomati-
co

Enferme-
dad
visceral

OS

Hazard
ratio

COU-AA-
301

COU-AA-
302

Abiratero-  Abiratero-
na na
Sintomati- Minima-
co mente
sintomati-
co
Permitada Excluida
14,8m vs 35,3m vs
10,9m 30,1m
0,74 0,79

PREVAIL

Enzalutami  Enzalutami
-da -da
Sintomat- Minima-
ico mente

sintomati-
co
Permitada Permitida
18,4m vs 32,4m vs
13,6m 30m
0,63 0,71
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GRANADA, 13y 14 DE ABRIL 2018

TAX-327

Docetaxel

Sintomati-
cos

Permitida

18,9m vs
16,4m

0,76

TROPIC

Cabizataxel

Sintomati-
cos

Permitada

15,1m vs
12,7m

0,72

ALSYMPCA

Radium-
223

Minima-
mente
sintomati-
co

Excluida

14m vs
11,2m

0,69
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NO EXISTE UNA SECUENCIA OPTIMA DE TRATAMIENTO.

CATS study: retrospective, multinational study of
sequences

100% -
wwe DOC—-CAB—ART (n=129)
90% - == DOC-—+ART--CAB (n=390)
80% - w ART-+DOC-+CAB (n=41)
o
£ 70% - :
= P Median 37.3 mths
C |
5 60%
w
g, 50% - Median 30.1 mths
.‘é’ 0% - <«— Median 36.0 mths
o 30%
o
20% -
10%
OS calculated from the first dose of each sequence
0%

L] Ll I Ll ' ' Ll 1 Ll | J | 1 L 1 Ll
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80

Angelergues A, et al. ESMO 2016
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Table 3. Completed retrospective studies of sequencing abiraterone acetate and enzalutamide (Enza) in patients
with metastatic castration-resistant prostate cancer in the post-chemotherapy setting.

Authors Year Number of & Duration of < = 50% decline Median PFS
published patients second treatment in PSA

Enza — AA

Loriot et al. [51] 2013 38 3 months 3% 2.7 months

Noonan et al. [52] 2013 30 13 weeks 3% 3.8 months

AA — Enza

Schrader et al. [53] 2013 35 4.9 months 29%

Badrising et al. [54] 2014 61 3 months 21%

Bianchini et al. [55) 2014 39 2.9 months 23%

Schmid et al. [56] 2014 35 2.8 months 10%

Brasso et al. [57] 2014 137 \_ 32 months ) 18%

AA: Abiraterone acetate; PFS: Progression-free survival, PSA: Prostate-specific antigen.,

Retrospective trials based on a small number of patients

Zhang T et al. Expert Opin Pharmacother. 2014;16:1-9. SAGLB.CAB.17.06.0622(1)m (08/17)
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MezynskiZ: ABI—DOC (N=35); 2nd line therapy in pts with
visceral mets:

« PSAdecline 250%= 26%

« Median OS 12.5 mo
Schweizer3: ABI-DOC (N=24); 2nd line therapy in pts with
visceral mets:

« PSA decline 250%= 38%
Azad*: ABI—-DOC (N=86); 2nd line therapy in pts with visceral
mets:

« PSA decline 250%= 35%

» Median OS 11.7 mo
de Bono®: ABI-DOC (N=100) 2nd line therapy in pts without
visceral mets:

« PSAdecline 250%= 27%

*Retrospective studies in small number of patients.
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* No existe una clara secuencia de tratamiento.

* No hay estudios randomizados y prospectivos que
comparen docetaxel, abiraterona ni enzalutamida.

* Hay que individualizar en cada paciente de acuerdo a
su ECOG, carga tumoral, sintomas...

recommendations

« Abiraterone or enzalutamide are recommended for asymp-
tomatic/mildly symptomatic men with chemotherapy-naive
metastatic CRPC [I, A].

¢ Radium-223 is recommended for men with bone-predominant,
symptomatic metastatic CRPC without visceral metastases [I, A].

« Docetaxel is recommended for men with metastatic CRPC [I, A].

« Sipuleucel-T is an option in asymptomatic/mildly symptomatic
patients with chemotherapy-naive metastatic CRPC [II, BJ.
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¢ Qué papel
juegan estos
farmacos en

eICPHS{
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ESTUDIO CHARTEED

CHAARTED: A All Patients
. . ’ 100 Hazard ratio for death with ADT+docetaxel,
disefio del estudio de TDA mas docetaxel 0.61 (95% Cl, 0.47_0.80) P<0.001
20 ADT+docetaxel
g (median overall survival, 57.6 mo)
B
GRUPO A: S 60
i a bloqueo E
ancer ae LS =
préstata :ndrogemco * wv ADT alone
ocetaxel, w 40 di I
ECOG 0-1-2; 75mg/m2 cada 21 E {mg ian overa

enfermedad dias, méx. 6 ciclos = survival, 44.0 mo)

metastdasica £
(790 pacientes) 20+
: El 65 % de los pacientes
tenia un alto volumen de
metdstasis 0
T T T T T T 1
0 12 24 36 48 60 72 84

Seguimiento de 28,9 meses

Months

No. at Risk
ADT+docetaxel 397 333 189 29 46

Sweeney, C. J. et al.: N Engl J Med. 2015;373:737-746.
ADT alone 393 318 168 71 27 3 1 0
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LATITUDE: Phase lll Trial of Abiraterone in patients with
newly diagnosed metastatic prostate cancer (n=1,199)

Efficacy Endpoints
Co-primary:

Patients
O®Newly diagnosed

adult men with
high-risk mHNPC

Secondary: Time to
Opain progression
+ placebos ®PSA progression

(n=602) ®next symptomatic
skeletal event

Ochemotherapy
Osubsequent PC therapy

Stratification Factors

O®Presence of visceral
disease (yes/no)

®ECOG PS (0, 1 vs 2)

OmMN—=00Z>r2

High-risk defined as meeting at least 2 of 3 high-risk criteria:
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LATITUDE: Co-primary End Points

38% Risk Reduction for Death 53% Risk Reduction for rPFS

ADT + AA + P NR
ADT + AA+ P,
33.0 mo

¥

40 bl

ADT + Placebos, 34.7 mo

ADT + Placebos, 14.8

Owerall survival (% )
w
i

| HR, 0.62 (95% CI, 0.51-0.76)

| HR, 0.47 (95% CI, 0.39-0.55)
101 p < 0.001

diographic progression-free survival (% )
=
l

71 P <0001
D T T T T T T 1 I] T T T T T T T T T 1
0 6 12 18 24 30 B 42 0 4 8 12 16 20 24 28 32 36 40
Months g
Patients at risk Patients St risk Months
ADT + AA +P 597 565 529 479 388 233 93 9 ADT +AA +P 597 533 464 400 353 316 251 177 102 51 21
ADT + Placebos 602 564 504 432 332 172 57 2 ADT + Placebos 602 488 367 289 214 168 127 81 41 17 7

12

Fizazi K, et al. N Engl 1 Med. 2017;377:352-360. CI, confidence interval; HR, hazard ratio; NR, not reached.
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CONCLUSIONES

** Se debe mantener con ADT.

¢ No existe una secuenciacion clara de tratamiento, hay que
individualizar a cada paciente.

¢ En pacientes CPCR MO, con tiempo de doblaje de PSA <10
meses, se valorara el uso de enzalutamida/apalutamida.

¢ Actualmente existen 4 opciones en 12 linea: docetaxel,
enzalutamida, abiraterona o Radium-223.

** CPRC M1 sintomatico, valorar el uso de.docetaxel.



