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ADT = Androgen Deprivation Therapy
CSPC = castration-sensitive prostate cancer
CRPC = castration-resistant prostate cancer
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T = testosterone

DHT = dihydrotestosterone

DHEA = dihydroepiandrostenedione
ARE = androgen response element
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Castration
Sensitive

Castration
Resistant

MO = biochemical recurrence

M1 = metastatic cancer on imaging

GnRH agonist = LHRH agonist = leuprolide, goserelin, triptorelin, (degarelix)
Anti-androgen = bicalutamide, flutamide, nilutamide

1 Crook et al, NEJM 2012, 2. James et al, NEJM 2017, 3. Fizazi et al, NEJM 2017, 4. Sweeney et al, NEJM 2015, 5. James et al, Lancet 2016, 6. Smith et al, NEJM 2018, 7.

Hussain et al, GU ASCO proceedings 2018
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Intermittent GnRH agonist (or
antagonist) + anti-androgen?

Castration
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Castration
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Castration Intermittent GnRH agonist (or Continuous GnRH agonist + abiraterone acetate/
.. antagonist) + anti-androgen? prednisone?3
Sensitive or
Continuous GnRH agonist + docetaxel x6 cycles*®
Castration
Resistant

MO = biochemical recurrence

M1 = metastatic cancer on imaging
GnRH agonist = LHRH agonist = leuprolide, goserelin, triptorelin, (degarelix)

Anti-androgen = bicalutamide, flutamide, nilutamide

1 Crook et al, NEJM 2012, 2. James et al, NEJM 2017, 3. Fizazi et al, NEJM 2017, 4. Sweeney et al, NEJM 2015, 5. James et al, Lancet 2016, 6. Smith et al, NEJM 2018, 7.

Hussain et al, GU ASCO proceedings 2018
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Castration Intermittent GnRH agonist (or Continuous GnRH agonist + abiraterone acetate/
o antagonist) = anti-androgen? prednisone?3
Sensitive or
Continuous GnRH agonist + docetaxel x6 cycles*®
Castration Continuous GnRH agonist +
) apalutamide® or enzalutamide’
Resistant

MO = biochemical recurrence

M1 = metastatic cancer on imaging
GnRH agonist = LHRH agonist = leuprolide, goserelin, triptorelin, (degarelix)

Anti-androgen = bicalutamide, flutamide, nilutamide

1 Crook et al, NEJM 2012, 2. James et al, NEJM 2017, 3. Fizazi et al, NEJM 2017, 4. Sweeney et al, NEJM 2015, 5. James et al, Lancet 2016, 6. Smith et al, NEJM 2018, 7.

Hussain et al, GU ASCO proceedings 2018
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Castration Intermittent GnRH agonist (or Continuous GnRH agonist + abiraterone acetate/
. antagonist) = anti-androgen? prednisone?3
Sensitive or

Continuous GnRH agonist + docetaxel x6 cycles*®

Castration Continuous GnRH agonist + Pre-secondary hormonal therapy:
. apalutamide® or enzalutamide’ - Abiraterone acetate
Resistant - Enzalutamide

Post-secondary hormonal therapy:
- Other agents

MO = biochemical recurrence

M1 = metastatic cancer on imaging

GnRH agonist = LHRH agonist = leuprolide, goserelin, triptorelin, (degarelix)
Anti-androgen = bicalutamide, flutamide, nilutamide
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Continuous GnRH agonist + abiraterone acetate/
prednisone?3

Castration Intermittent GnRH agonist (or
antagonist) = anti-androgen?

Sensitive or
Continuous GnRH agonist + docetaxel x6 cycles*®
Castration Continuous GnRH agonist + Pre-secondary hormonal therapy:
. apalutamide® or enzalutamide’ - Abiraterone acetate
Resistant - Enzalutamide

Post-secondary hormonal therapy:
- Other agents

GnRH agonist = LHRH agonist = leuprolide, goserelin, triptorelin, (degarelix)
Anti-androgen = bicalutamide, flutamide, nilutamide

1 Crook et al, NEJM 2012, 2. James et al, NEJM 2017, 3. Fizazi et al, NEJM 2017, 4. Sweeney et al, NEJM 2015, 5. James et al, Lancet 2016, 6. Smith et al, NEJM 2018, 7.
Hussain et al, GU ASCO proceedings 2018
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Treatment of CSPC: GnRH nist + abiraterone or xel

Comparing Overall Survival Across Studies

Median OS 3 yr OS rate
HR Control Rx eoriiol Rx
(95% ClI) (months) (months)

LATITUDE

0.62
(0.51-0.76)

34.7 mo NR

STAMPEDE

0.63 not reached
(0.52 - 0.76)
CHAARTED 0.63 34.4 mo 51.2mo ~50%* ~65%*
High Volume (0.50-0.79)

eresenteoa:. ASCO ANNUAL MEETING ‘17 | #ASCO17 Presented by: Eric J Small, MD

Slides are the property of the author. Permission required for reuse.
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Castration Intermittent GnRH agonist (or Continuous GnRH agonist + abiraterone acetate/
. antagonist) = anti-androgen? prednisone?3
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Resistant - Enzalutamide

Post-secondary hormonal therapy:
- Other agents

GnRH agonist = LHRH agonist = leuprolide, goserelin, triptorelin, (degarelix)
Anti-androgen = bicalutamide, flutamide, nilutamide

1 Crook et al, NEJM 2012, 2. James et al, NEJM 2017, 3. Fizazi et al, NEJM 2017, 4. Sweeney et al, NEJM 2015, 5. James et al, Lancet 2016, 6. Smith et al, NEJM 2018, 7.
Hussain et al, GU ASCO proceedings 2018
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MO disease: GnRH aagonist + androaen receptor blockade

Apalutamide
Eligibility (APA)
« nmCRPC 240 mg QD
- Pelvic nodes < 2 cm below + ADT
iliac bifurcation (N1) allowed (n = 806)
- PSADT = 10 months

S PA RTAN trl al 1’2 On-Study Requirement

< Continuous ADT

= - Placebo (PBO)
Stratifications +

- PSADT > 6 moor =6 mo ADT
< Bone-sparing agents, y/n (n=401)
« NOor N1

Key Eligibility Criteria E | :

t d
MO CRPC (central review) 123?1:;2;:; f
Rising PSA despite castrate ADT
testosterone level (= 50 ng/dL)

- 3 Baseline PSA = 2 ng/mL
PROSPER tnal PSA doubling time = 10 months

Stratification Factors

PSA doubling time .
(< 6 months vs 6-10 months) Placebo +
Baseline use of bone-targeted ADT

agent (yes vs no)

1. Smith et al, NEJM 2018, 2. Small et al, GU ASCO Proceedings 2018, 3. Hussain et al, GU ASCO Proceedings 2018
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MO disease: GnRH aagonist + androaen receptor blockade

=

PROSPER SPARTAN

Primary Endpoint: MFS enza+apT peo + Aot [l Primary End Point: Metastasis-Free Survival

(n=933) = 468) o B = 2 3
100 oo . Median 36.6 14.7 72% risk reduction of distant progression or death

o o 7 5
90 S (95% Cl), mo  (33.1-NR)  (14.2-15.0)
80 L Voo

.

~ .~ i S acor [Rommwe om0 |
70 * . \:

60 a

50

40
30

20
10
o

APA, 40.5 mo
(median)

Metastasis-free survival, %

PBO, 16 2 mo
(median)

Metastasis-Free Survival (%)

e ———— I — —
- - ENZA + ADT PBO + AD Secondary End Point: Progression-Free Survival
Time to PSA Progressmn Median “‘3:79;3’ : 5’9 : 71% risk reduction of local progression, distant progression, or death

100 4= .O-_wL
(95% CIl), mo (33.1-NR) (3.8-4.0)

3 -
\m p— HR (95% CI) 0.07 (0.05-0.08) HR, 0.29 (95% CI, 0.24-0.36)
s 2 P value P < 0.0001

APA, 40.5 mo (median)
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PBO, 14.7 mo (median)

Progression-Free Survival

Overall Survival: First Interim Analysis Secondary End Polnt: Overall Survival
30% risk reduction of death
1004+~

HR, 0.70 (95% CI, 0.47-1.04)
20 P =007

80
70 APA, not reached
60 e —

50

40 (n = 468)
301 Median NR
201 (95% CI), mo (NR-NR) (NR-NR)

Hi 95% CI| 0.80 (0.58-1.09,
12 P'?/a(lue/u ’ (1519 ) 104 events/427 target events = 24%
o 5

PBO, 39.0 mo

ENZA + ADT PBO + ADT (median)

Overall survival, %

Overall Survival

4 8 12 H H 12 16 20 24
Months

1. Smith et al, NEJM 2018, 2. Small et al, GU ASCO Proceedings 2018, 3. Hussain et al, GU ASCO Proceedings 2018

T~ SmiLow CANCER HOSPITAL
AT YALE-NEW HAVEN




I NV N

Castration Intermittent GnRH agonist (or Continuous GnRH agonist + abiraterone acetate/
. antagonist) = anti-androgen? prednisone?3
Sensitive or

Continuous GnRH agonist + docetaxel x6 cycles*®

Castration Continuous GnRH agonist + Pre-secondary hormonal therapy:
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_ Pre-docetaxel Post-docetaxel

abiraterone

enzalutamide

Yale eenser

0S 34.7 vs. 30.3 mo

100

P=0.01

Abiraterone—prednisone: 147
Prednisone alone: 186
O T T T T T T

0S 14.8 vs. 10.9 mo

Hazard ratio, 0.75 (95% Cl, 0.61-0.93)

Abiraterone—prednisone,

Prednisone alone, 27.2 mo

g 80—
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2 60—
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= 40
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S8 0 No.ofEvents

(0] 3 6 9 12 15 18
Months

Ryan et al., NEJM 2013

0S 32.4 vs. 30.2 ma

100 —-mae__
=

80
0_\0, 60— . Abiraterone
= \ acetate
2 40 oo
> Placebo \«...,__L.‘

1.
| ES——
20+
o T T T T T T )
o 3 6 9 12 15 18 21
Months

Placebo -

Overall Survival (%)

10— P<0.001
o T T T T T T

De Bono et al., NEJM 2011

0OS 184 vs. 13.6 mo

20+ Hazard ratio, 0.71 (952 CI, 0.60—0.84)

(o] 3 6 El 12 15 18
Months

21

Beer et al., NEJM, 2014

100+ Hazard ratio, 0.63 (95% Cl, 0.53—0.75)
90+ P<0.001

80—
704
60—
5 O e R e e CE P T
40—
30
20+
10+

o4+—TT T T—T7T T T T T T T T T T
o 3 6 9 12 15 18 21 24

Months

Enzalutamide

Placebo

Overall Survival (%)

Scher et al., NEJM, 2012
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» Abiraterone:

— Must be taken on an empty stomach

— Requires low dose prednisone (5-10 mg daily)
* Enzalutamide:

— Fatigue

— Contraindicated in patients with seizure risk
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Blocking androgen signaling:

— abiraterone acetate

- enzalutamide

Immunotherapy: Sipuleucel-T

Bone targeting: Radium-223

Chemotherapy
— Docetaxel
— Cabazitaxel

— mitoxantrone

PARP inhibition
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— For minimally metastatic disease: rising PSA and asymptomatic or
minimally symptomatic mets

— 2-week cycles x3

— No effect on PSA or progression but OS 25.8 vs. 21.7 mo
— Few side effects

W0 T~ 0 e D 2 - ; N
Median Survival Benefit = 4.1 months :
" Vaccine

— 75
S .
= — Sipuleucel-T (n = 341) 2
c?) Median Survival: 25.8 months =

50 A =
- = <
5 S Cytotoxic Therapy
e 8
= =
D
0O 35 o

— Placebo (n =171)
Median Survival: 21.7 months + Time of Death
o
[+] 6 12 18 24 30 36 42 48 54 60 66

Survival (Months) Time

Kantoff et al., NEJM 2010

Maddan et al The Oncologist 2010

Yale ccccc . E
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Blocking androgen signaling:

— abiraterone acetate

- enzalutamide

Immunotherapy: Sipuleucel-T

Bone targeting: Radium-223

Chemotherapy
— Docetaxel
— Cabazitaxel
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PARP inhibition
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— a-emitting isotope that targets bony lesions

— pts with symptomatic bony mets requiring analgesic medications and no visceral
disease

— 3.6 mo overall survival advantage (14.9 vs. 11.3 mo)

— 5.8 mo improvement to first skeletal event

— 56% of pts will have improvement in bone pain after 2 doses

— side effects minimal, but ... nausea, vomiting, anorexia, fatigue?

A Overall Survival B Time to First Symptomatic Skeletal Event
100~ Hazard ratio, 0.70 (95% Cl, 0.58—0.83) logﬁ\ ® Hazard ratio, 0.66 (95% Cl, 0.52-0.83)
90 P<0.001 2 90+ P<0.001
80— £ 80 Radium-223
..g_\‘? 70 (median time to first symptomatic
70 £ % o skeletal event, 15.6 mo)
R 60 Radium-223 as %
= | (median overall s 50+
S 50 o — -
s survival, 14.9 mo) = 8 40 Placebo -
S 40— =3 (median time to first symptomatic e — |
© 304 2% 30 skeletal event, 9.8 mo)
=
Placebo 2 20+
20 N =
(median overall S 104
104 survival, 11.3 mo) o
o ! T ! T T T T T T T T T ! () é (I5 é 1‘2 1‘5 1‘8 2‘1 2‘4 2‘7 3‘0
o 3 6 9 12 15 18 21 24 27 30 33 36 39
Months since Randomization Months since Randomization
No. at Risk Nod.Aat Risk
Radium-223 614 578 504 369 274 178 105 60 41 18 7 1 0 O Radium-223 Suy 596 34z 19 129 &3 31 88 e
Placebo 307 288 228 157 103 67 39 24 14 7 4 2 1 0 acebo

Parker et al., NEJM, 2013
N Z
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Blocking androgen signaling:

— abiraterone acetate
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— stabilizes microtubules
— 75 mg/m? every 3 weeks with 10 mg prednisone daily
— side effects: fatigue, neuropathy, hair loss, nausea

SWOG 99-16:0S:17.5vs 15.6 mo

TAX327:0S:18.9 vs 16.5 mo

100+
2\'3_: 80 P=0.02
= i
= 60—
g i
(73 . Docetaxel +estramustine
= 404 "~ (217 deaths; median, 17.5 mo)
E’ b T
o 20 Mitoxantrone+ prednisone \LLL .“'_Lg
. A e U
(235 deaths; median, 15.6 mo) L—,Llljil_r_igij
0 T T T T T T A
(0] 12 24 36 48
Months after Enroliment
No. at Risk
Docetaxel + 338 218 60 13
estramustine
Mitoxantrone+ 336 185 50 10

prednisone

Petrylak et al., NEJM, 2004

100
X 90+
El
£ 704
o i
= 60—
R B
g 50 N
o) - == Docetaxel
s 40 Weekly .. every 3 wk
= 30.] docetaxel i-_.‘_“_‘__ —
£ 204 S BB
35 i
& 10—_ Mitoxantrone
O+——7T 71 71T T L e e e e e e e e
(0] 3 6 9 12 15 18 21 24 27 30 33
Months
No. at Risk
Docetaxel every 335 296 217 104 37 5
3 wk
Weekly docetaxel 334 297 200 105 29 4
Mitoxantrone 337 297 192 95 29 3
Tannock et al., NEJM, 2004
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— decreased binding to P-glycoprotein (vs docetaxel)

— 25 mg/m? every 3 weeks with prednisone daily

— pegfilgrastim standard after each dose

— side effects similar to docetaxel (less neuropathy/more grade 3-4 toxicity)
— 2.4 month OS advantage (15.1 vs. 12.7 mo)

OS

A

n-free survival (%)
A w @ N ® W o
S o o o o o o
1 1

NWw A o N WV )
© o © o o o o o <]
I 1 1 I
W
o

Probability of overall survival (%)

Probability of progressiol

HR 0-74 (95% Cl 0-64-0-86)

N
o o
!

ttttttttttt

ww
N o
1

De Bono et al., Lancet, 2010
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PROSELICA: Progression-free Survival
CBZ 20 + PRED

Cabazitaxel 20 mg/m? Q3W 100 e—=—s CBZ 20 + PRED
+ prednisone 10 mg/d for 10 courses 90 — e—e—e CBZ 25 + PRED

mCRPC patients n =598

progressing during
and after treatment
with a docetaxel-
based regimen

N = 1,200

80 — Median PFS, months (95% CI)
70 CBZ 20 + PRED: 2.9 (2.79-3.45)

CBZ 25 + PRED: 3.5 (3.12-3.94)
60 —

50
40
30
20
10

o

HR (20 vs 25): 1.099 (0.974-1.24)

CBZ 25 + PRED

Cabazitaxel 25 mg/m? Q3W
+ prednisone 10 mg/d for 10 courses

n =602

mN-gooz>x|

A4

Probability of PFS (%)

172 centers worldwide

———

T T Iﬁ T T T T T T T
15 18 21 24 27 30 33 36 39 42 45 48
Number at risk Time (months)

PROSELICA: Overall Survival PROSELICA: PSA Response

100 +—=—= CBZ 20 + PRED 100%

90 +—e—e CBZ 25 + PRED P < 0.0001

80 — N Median OS, months (95% Cl)
70 - CBZ 20 + PRED: 13.4 (12.19-14.88) 800/0
CBZ 25 + PRED: 14.5 (13.47-15.28)
60

N HR (20 vs 25): 1.024
50 N one-sided 98.9% upper-bound Cl: 1.184
40 - within the non-inferiority margin (1.214)

60%

Patients

30 40%
20 | 42.9%

L) 29.5%
10 Sy, . 20% o 231/538

0 160/543

Probability of OS (%)

T T T T T T T T T T T T o,
15 18 21 24 27 30 33 36 39 42 45 48 0%
Number at risk Time (months)

De Bono et al, ASCO 2016; Eisenberger et al, JCO 2017
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CBZ 20 + PRED
Cabazitaxel 20 mg/m? Q3W
+ prednisone 10 mg/d 100
n = 389 90 —

mCRPC and no CcBZ 25+RED
prior chemotherapy Cabazitaxel 25 ring/m? Q3W
+ prednisone 10 mg/d

N = 1,168 pts n = 388
: DOC + PRED
159 centers worldwide Docetaxel 75 mg/m? Q3W

+ prednisone 10 mg/d
n = 391

e—=— DOC + PRED
oo CBZ 20+ PRED
B0 CBZ 25 + PRED

Probability of PFS (%)

T T T T T T
9 12 15 18 21 24
Number at risk Time (months)

FIRSTANA: Overall Survival FIRSTANA: Tumor Response Rate (RECIST)

100 - P=0.7313

e—=—e DOC + PRED 60% | P = 0.0370
o——o CBZ 20 + PRED | *

e—o—o CBZ 25 + PRED 50%

40%
30%

20% 41.6%

32.4%
72/173
10% 61/188

Probability of overall survival (%)

0%

DOC + PRED CBZ 20 + PRED CBZ 25 + PRED

T U T

T U T T T T T T T U T 1 1 T
9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Number at risk Time (months)

Sartor et al, ASCO 2016; Oudard et al, JCO 2017
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FIRSTANA: TEAEs in = 5% of Patients

TEAESs reported in

DOC + PRED

CBZ 20 + PRED

cont.

CBZ 25 + PRED

= 5% of patients, n (%) N = 387 N = 369 N = 391
All Grades Grade 34 All Grades Grade 34 All Grades Grade 34
lPeripheral sensory neuropathy 97 (25.?;‘ 8 (2.1) 43 (11.7) 1(0.3) 48 (12.3) 0
Paresthesia 24 (6.2, 0 25 (6.8) 0 14 (3.6) 0
Muscle spasms 15 (3.9) 0 28 (7.6) (8] 13 (3.3) 1(0.3)
Arthralgia 31 (8.0) 4 (1.0) 33 (8.9) 2 (0.5) 43 (11.0) 1 (0.3)
Bone pain 25 (6.5) 6 (1.6) 31 (8.4) 8 (2.2) 30 (7.7) 4 (1.0)
lEdema peripheral 79 (20.4) 6 (1.6) 36 (9.8) 0 30 (7.7) 1 (0.3)
Weight decreased 19 (4.9) 1 (0.3) 17 (4.6) 0 40 (10.2) 3 (0.8)
Alopecia 151 (39.0) 0 33 (8.9) 0 51 (13.0) 0
Nail disorder 35 (9.0) 1 (0.3) 1 (0.3) 0 3 (0.8) 0

ASCO ANNUAL MEETING 16
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Blocking androgen signaling:

— abiraterone acetate

- enzalutamide

Immunotherapy: Sipuleucel-T

Bone targeting: Radium-223

Chemotherapy
— Docetaxel
— Cabazitaxel

— mitoxantrone

PARP inhibition
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» Olaparib monotherapy in heavily DNA Repair: Role of Homologous

pretreated CRPC Recombination and Base-Excision
Repair
« 16/49 pts had response (33%) Normat Gote conmvn amcamamion BRI | U
« 14/16 responders had defects in m@{‘% =
double-stranded DNA break repair P
» Veliparib has also been studied h 1
(Feng et al, ESMO 2016, Abstract .
#730 P D) Iglehart JD, et al. N Engl/ J Med. 2009;361:189-191.5)
P —
defect n Response
- 33 6.1%
+ 16 87.5%

Mateo et al, NEJM 2015
*ART = abiraterone or enzalutamide
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 Biology of metastatic prostate cancer
« Androgen-directed therapy

« Other agents

« Sequencing of agents

« Novel agents and strategies
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eligibility Side effects

Minimal
Has little/no effect on PFS

sipuleucel-T* Slowly growing disease
Minimally symptomatic
Radium-223* Pain requiring analgesics
No visceral disease
Abiraterone acetate requires 10 mg prednisone qd
enzalutamide seizure history?
docetaxel adequate hematologic function

adequate performance status

cabazitaxel adequate hematologic function
adequate performance status

?nausea, vomiting, anorexia, fatigue

Exacerbates ADT
Steroid side effects

Exacerbates ADT
Lowers seizure threshold
Fatigue

Hematologic
Alopecia
Neuropathy
Fatigue
Nausea

More toxicity, less neuropathy than
docetaxel

*Can be given with abiraterone or enzalutamide safely though unknown if efficacy is equivalent in

combination

Yales
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CRIPC

- l Seizure history or fatigue? l+

enzaluiamide

abiraterone
|

t - slow growing? l+
add sipuleucel-T
- | painful bone mets? l+ t
radium-223 ¥
-1 chemo-eligible? |+
enzalutamide
t - l neuropathy? l+
t docefaxel cabazitaxel
¥
; t
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study PSA response rate for secondary rx | PFS PFS
(1stline) (2nd line)

35 pts;
D -> abi -> enza

126 pts;
abi -> enza or
enza -> abi

30 pts,
enza -> abi

response to D in mCRPC in pts who
initially received upfront
ADT alone vs ADT + D

Retrospective
560 pts,
no statistically sig OS difference

Retrospective
4070 pts, network meta-analysis; no
difference in OS

Abi-responsive: 43.8% 9 mo
Abi-unresponsive: 15.8%

1st line-responsive: 20%

18t line-unresponsive: 25%

10% overall 41 wks

ADT alone: 70% (n = 17)
ADT+D: 0% (n =9)

D ->C -> ART*: 37.3 mo OS
D -> ART -> C: 36 mo OS
ART ->D -> C: 30.1 mo OS

Compared different agents after
docetaxel

D = docetaxel, abi = abiraterone acetate, enza = enzalutamide, ADT = androgen deprivation therapy
1. Schrader et al, European Urology 2014; 2. Nadal et al, Prostate 2016; 3. Noonan et al, Ann Oncol 2013; 4. Lavaud et al, ESMO
2016, Abstract #761P; 5. Angelergues et al, ESMO 2016; 6. Cherubini et al, ESMO 2016

Yale %

**ART = abiraterone or enzalutamide

4.9 mo
3.6 mo 2
15.4 wks 3
6 mo 4
2.5 mo
5
6
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 Biology of metastatic prostate cancer
« Androgen-directed therapy

« Other agents

« Sequencing of agents

* Novel agents and strategies
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Yal

CANCER o

AR Transcripts

AR variant 1 e

(G1:21322251) - b Tl i
AR variant 2 — e -
(G1:21713434) % T e

AR variant 3
(G1:224181614)
AR variant 4
(G1:224181616)

AR variant 5
(G1:224181620)

AR variant 6
(G1:224181622)

AR v567es . - 5,
(G1:270358641) R SN R

AR Proteins

AR arant 1 [T GEE ]
ARA45 (variant 2) LU DBD |Hinge|
AR3/AR-V7
AR4/AR-V1
ARS /AR v
ARG/AR-V3
ARYS¢7es

ART = abiraterone or enzalutamide

Guo and Qiu, Int J Biol Sci, 2011
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* Clinical study of AR-V7 testing:

—tumor cells circulating in peripheral blood were tested for AR-V7

—if any AR-V7 RNA present, almost no response

100+

[
o
Il

50+

Best PSA Response (% change)
[«
|

-100—

TTT .
ook x|

A Enzalutamide-Treated Patients

AR-V7 positive

B AR-V7 negative

B Abiraterone-Treated Patients

1004 * * *

[
o
Il

Best PSA Response (% change)
o
|

—100

AR-V7 positive

B AR-V7 negative

Antonarakis et al., NEJM, 2014
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Activated by: Ref

L702H
V715M

H874Y
F876L

T877A,
T877S

T878A

glucocorticoids

Adrenal androgens (DHEA, androstenedione) and progesterone

estradiol and progesterone
enzalutamide

estradiol and progesterone

Progesterone (3/18 pts who progressed on abi have mut)

1
2

1. Romanel et al, Sci Trans Med 2015; 2. Culig et al, Molec Endocrinol 1993; 3. Fenton et al, Clin Cancer Res 1997; 4. Joseph et al, Cancer
Discovery 2013 and Korpal et al, Cancer Discovery 2013; 5. Chen et al, Clin Cancer Res 2015

*ART = abiraterone or enzalutamide
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Features:

ANCE

Non-adenocarcinoma histology
Exclusively visceral metastases

Lytic bone lesions

Bulky lymphadenopathy

Low PSA

Evidence of neuroendocrine differentiation
— Synaptophysin

— Chromogranin A

— Malignant hypercalcemia

— CEA

Short time to androgen independence

Treatment:

Platinum-containing combinations:
— Carboplatin/docetaxel
— Cisplatin/etoposide

“*ART = abiraterone or enzalutamide
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Thank you

" SmiLow CAaNCER HosPITAL
AT YALE-NEW HAVEN




