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TREATMENTS FOR ADVANCED PROSTATE
CANCER APPROVED IN THE LAST 14 YEARS

(all approved initially in castration resistance space)

Docetaxel (chemo) +2.4
SipuleucelT (immune) +4.1
Cabazitaxel (chemo) +2.4
Abiraterone ( AR axis) + 3.9
Enzalutamide (AR axis) +4.8
Alpharadin (isotope) +2.8
Apalutamide (AR axis) ? (approved basecbn mPFS)

TOTAL 20.4 ?




PROSTATE CANCER
ADVANCES AND FAILURES IN 2018

Benefit of treatment of CRPC MO Only minimal benefits with PD-1
with apalutamide or enzalutamide inhibitors

Benefit of treatment of primary Combining Radium-223 (Xofigo) with
tumor in metastatic setting abiraterone is harmful (ERA 223
(STAMPEDE Study) study)

AR-V7 test approved PROSTVAC vaccine ineffective

Advancesin Imaging Modest application of biomarker-
based treatment selection




Is there an alternative to castration for
advanced prostate cancer in 2019 ?



Yesé more and better C a



ANDROGEN DEPRIVATION THERAPY

A Recent studies indicate that more profound
testosterone suppression earlier in the course of
metastatic / recurrent prostate cancer is beneficial

A Addition of abiraterone to standard LHRH agonist
Injection significantly improves survival in patients
with metastatic prostate cancer

A Addition of enzalutamideor apalutamidein
patients with rising PSA despite LHRH agonist
delays development of metastases by 2 years



ADDITION OF ABIRATERONE AND PREDNISONE TO STANDARD ADT IN
NEWLY DIAGNOSED METASTATIC HORMONE -NAIVE PROSTATE CANCER

IMPROVES OVERALL SURVIVAL

Statistically significant 38% risk reduction of death
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Apalutamide Treatment
Improves Metastasisfree Survival in MO Castration
Resistant Prostate Cancer

A Kaplan-Meier Estimates of Metastasis-free Survival

¢ ) W M.Smith et al. NEngl J Med. 2018 Feb 8.
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Is There a Benefit of Treating Primary Tumor in the Metastatic Setting ?



Radiotherapy to the Primary Tumor for Newly Diagnosed,
Metastatic Prostate Cancer (STAMPEDE):
RandomizedControlled Phase 3 trial

A Overall survival

— Control
— Radiotherapy

Overall survival (%)

HR 0-92, 95% C1 0-80-1-06; p=0-266
0
6 12 18 24 30 36 42 48 54

umber at risk

(events)

Control 1029 (17) 998(56) 933 (82) 826(63) 601(39) 481(67) 328(37) 219(16) 122(9) 41
Radiotherapy 1032 (12) 998(47) 936(64) 832(75) 611(54) 478 (41) 365(37) 236(25) 128(11) 4

B Failure-free survival
100

Failure-free survival (%)

HR 0:76, 95% (1 0-68-0-84; p<0-0001

18 24 30 36

. Time since randomisation (months)
umber at risk

(events)
Control1029(300) 711 (189) 516 (119) 380(76) 216(26) 149(25) 99(13) 58(8) 31(1)
Radiotherapy 1032 (211) 799 (203)588(120) 8

The Lancet 2018 392, 2353-2366DOI: (10.1016/S0140-6736(18)32486-3)



Radiotherapy to the Primary Tumor for Newly Diagnosed,
Metastatic Prostate Cancer (STAMPEDE):
RandomizedControlled Phase 3 trial

Overall survival in low metastatic burden

— Control
— Radiotherapy

Overall survival

HR 0-68, 95% Cl 0-52-0-90; p=0-007

0 36 42 48 54 12 18 24 30 36
umber at risk
{events)

Control 409 (5} 400 (9) 387 (1 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25 567 (11) 547 (42) 500 (58) 428 (41) 312 (27) 245 (43) 161 (20)

553 (10) 537 (38) 487 (48) 424 (59) 282 (30) 216 (31) 146 (19) 90 (14) 44

7)
Radiotherapy 410 (1) 405 (4) 399 (12) (19) 242 (10)200 (15) 137 (11) 77 (5) 25

C Failure-free survival in low metastatic burden D Failure-free survival in high metastatic burden

HR 0-59, 95% C1 0-49-0-72; p<0-0001 HR 0-88, 95% (1 0-71-1-01; p=0-059

Failure-free survival (%)

18 24 30 36 42 18 24 30 36

; Time since randomisation (months)
umber at risk

{events)
Control 409 (78) 324 (50) 269 (49) 211 (39) 121 (16) 83 (15) 53 (8) 32 (4) 6 567 (207) 350 (1
Radiotheray 410 (29) 377 (57) 318 (45) 255 (32) 178 (16) 142 (8) 113 ( S 8 P y 3

Time since randomisation {(months)

26) 223 (68) 147 (32) 83 (8) 59 (10) 41 (5) 21 (3)
3 (168) 379 (135) 237 (64) 166 (34) 96 (17) 60 (11) 35 (2) 22 (6

The Lancet 2018 392, 2353-2366DOI: (10.1016/S0140-6736(18)32486-3)



DEFINITION OF LOW -VOLUME METASTATIC
DISEASE IN STAMPEDE STUDY

A Conventional imaging

AOppositevobuiméao gh

A High-volume : visceralmets or > 4 bonemetswith at least 1
long bone involvement

A Theoretically patient with 100 spinalmetsand no long bone
met 1 s considered fnl ow vol umeo



KEY POINTS
ON HORMONAL THERAPY

A Recent data indicates benefit of earlier application
of new, powerful hormonal agents.

A | anticipate that trend will continue and patients
with recurrent / advanced prostate cancer will be
exposed to ADTincluding 2"d generation ADT for
longer periods of time

A Management of chronic side effects of ADT is
challenging andwill require interdisciplinary
approach



MECHANISMS OF RESISTANCE TO
ANDROGEN RECEPTOR AXIS INHIBITION

Endocrine androgen dependent| | Intracrine androgen dependent Androgen (ligand) independent Androgen(ligand) independent
and AR dependent and AR dependent and AR dependent and AR independent

Others... 1. N-cadherin

Intracrine
Prostate cancer cells testosterone

endocrine
carcinoma

Endocrine
T testosterone (T)

Testis

Nelson, JCO 2012:30:644646




FUTURE THERAPIES



GENOMIC ABERRATIONS IN DNA REPAIR IN PATIENTS WITH
METASTATIC, CASTRATION -RESISTANT PROSTATE CANCER
AND THERAPEUTIC IMPLICATIONS

A Metastatic, castrationresistant prostate cancer can
have genomic aberrations that interfere with DNA
repair. They involve genes including: BRCA2, BRCA1,
ATM, FANCA, CHEK?2, PALB2, RAD50 and are
present in 2530% of cases of advanced PC

A These aberrations have been associated with sensitivity
to platinum chemotherapy and poly(adenosine
diphosphate[ADP]-ribose) polymerase (PARP)
Inhibitors

A PARP inhibitors are already approved in BRCA-
mutated breast cancer ¢laparib) and ovarian cancer
(olaparib and rucaparib)



PARP AND BRCA AND DNA REPAIR

A,

Pair of DNA strand break

PARP inhibitor BRCA mutation
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No repair of DNA strand breaks -’ Cell death




Genomic Aberrations in DNA Repair in Patients with Metastatic
Castration-Resistant Prostate Cancer
Predict Response tdlaparib

Mateo J et al. N Engl J Med 2015;373:1697-1708



