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Background

e Majority of men who die from prostate ca in Europe & North America
were MO at diagnhosis!?

e High-risk MO PCa: ADT (3 years) + local RT?

e Post-treatment failure rates remain high

e ICECaP: MFS is a valid surrogate of OS in MO patients*

MO, nonmetastatic

ADT, orchiectomy or gonadotropin-releasing hormone [GnRH]

agonists or antagonists; RT, radiation therapy

ICECaP, intermediate clinical end points for prostate cancer 1. Helgstrand et al. E J Canc 2017;84:18-26

MFS, metastasis free survival; OS, overall survival 2. Roy & Morgan. Clinical Oncology 2019;31:630-6
3. Bolla et al. N Engl J Med 1997;337:295-300

2021 mcongress 4. Xie et al. J Clin Oncol 2017;35:3097-104



Background: docetaxel

e Docetaxel improves survival in M1 PCa but no improvement in MFS/OS in MO

STAMPEDE trial
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Background: 2"d generation hormone therapies

e ADT + AAP/ENZ/apalutamide improve outcomes of M1 PCal-
e Uncertain benefit in MO PCa! - STAMPEDE trial
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AAP, abiraterone acetate and prednisolone/prednisone
ENZ, enzalutamide; M1, metastatic
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1. James ND, et al. N Engl J Med 2017;377:338-51.
2. Armstrong AJ, et al. J Clin Oncol 2019;37:2974-86.
3. Chi KN, et al. N Engl J Med 2019;381:13-24.

4. Davis ID, et al. N Engl J Med 2019;381:121-31.

5. Fizazi K, et al. N Engl J Med 2017;377:352-60.



Background: 2"d generation hormone therapies

e ADT + AAP/ENZ/apalutamide improve outcomes of M1 PCa
e Uncertain benefit in MO PCa - STAMPEDE trial
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Is there a benefit for AAP in high-risk MO PCa?
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Study design
e MO pts in AAP comparison: continued FU with no further efficacy
inspections

¢ 2019 - amended the reporting plan* to split M1 & MO, power the 12 end-
point on MFS, meta-analyse with new data from AAP+ENZ comparison

N=1974 2011 2012 2013 2014 2015 2016
SOC: ADT x 3 years No overlapping controls
+ RT# Same protocol & eligibility criteria
1:1 randomisation 2 years AAP+/-ENZ
|:> SOC + AAP (2y) [ 1 No evidence of OS benefit with
SOC + AAP+ENZ (2y) 1 AAP+/-ENZ in mCRPC 1

*published as a pre-specified declaration of our /
intentions: Attard G, et al. Eur Urol. Epub 2021 Jul 14 Solid bars: period of accrual SOC, standard of care

~when indicated

2021 mcungress Morris MJ, et al. J Clin Oncol 2019;37:5008



Patient population

MO

No evidence of metastases on bone and CT
scan of pelvis, abdo, chest

(pre-defined stratification criterion)

Relapsing after previous RP or RT

Any of:

e Node-positive

e PSA>4ng/ml, rising & doubling time <ém
e PSA>20ng/ml

Newly-diagnosed
Any of:
e Node-Positive

o >2 of: Stage T3 or T4
PSA>40ng/ml
Gleason 8, 9 or 10

All patients

Written informed consent
Fit for all protocol treatment
Fit for follow-up

Full criteria: www.stampedetrial.org

Gerhardt Attard MD FRCP PhD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Statistical analysis plan

e Assuming MFS = 70% @ 5.5 years with ADT alone, we targeted a 25%
relative improvement with AAP-based therapy (HR=0.75)

e Power 90% & one-sided type 1 error rate = 1.25%*
e Required >300 events in ADT-alone groups

e Standard fixed-effects individual patient data meta-analyses to pool
estimates from both comparisons, stratified as described previously

e Data freeze 3 Aug 2021

*To account for interim activity analyses and prior partial reporting in combination with M1 patients in 2017
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Patient characteristics

Randomised groups were well balanced (N=1974)

e Median age = 68 years

e Median PSA = 34 ng/ml

e N1 = 39%

e 3% relapsing after prior treatment

e Planned for local radiotherapy: - 99% newly-diagnosed, NO
- 71% newly-diagnosed, N1
- 7% previously-treated patients

e Median follow-up = 72 months
(85 months AAP comparison & 60 months AAP+ENZ comparison)
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Time to permanently stopping treatment

e AAP, months (IQR) 23.7 (17.6-24.1)
e ENZ 23.2 (6.3-24)
e AAP (started with ENZ) 20.7 (4.4-24)

congress IQR, interquartile range
EEVD



Metastasis-free survival
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Metastasis-free survival by randomisation period
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Metastasis-free survival: Subgroup analysis

Subgroup N events/N patients Hazard Ratio P value for
ADT ADT+AAP+/-ENZ : (95% CI) interaction

Nodal status ; 0.22

NO 140/598 89/599 ——— 0.60 (0.46, 0.78)

N+ 165/389 91/385 —— 0.49 (0.38, 0.64)
Age <70 / 70+ at randomisation 0.64
<70 177/576 106/575 —— 0.52 (0.41, 0.66) '
>=70 129/412 74/411 —_— 0.55 (0.41, 0.73)
WHO performance status at randomisation 0.006
0 257/810  131/799 —+ 0.47(0.38, 0.58)
PS 1-2 49/178 49/187 F— 0.86 (0.58, 1.28)
Regular NSAID / aspirin use at baseline . 0.005
No 224/772 148/762 i 0.62 (0.51, 0.77)
Yes 82/216 32/224 —_—— 0.32(0.21, 0.48)
RT to prostate planned as part of treatment ' 0.671
No 68/145 41/145 —— 0.51 (0.34, 0.76)
Yes 238/843 139/841 . 0.54 (0.44, 0.67)

. |
.25 1 4 dashed vertical line = overall HR
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Overall survival
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Overall survival by randomisation period
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Other secondary outcome measures

Prostate cancer specific survival

Progression-free survival
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6-year prostate cancer specific survival improved from 85% to 93%

mcungress

Kaplan-Meier estimates with 95% CI in lighter shade



Adverse events

Worst ADT only ADT only
toxicity (AAP (AAP + ENZ AAP + ENZ
grade in comparison comparison

1st 2
26 160 30 151 33 277 53

3 118
4 12 3 12 2 17 4 23" 4
5 0 0 0 0 3% 1 4n

MToxicities with the largest difference between AAP vs AAP+ENZ = (Gr 3) erectile dysfunction, hypertension, fatigue,
(Gr 3/4) transaminitis

*1 event each of rectal adenocarcinoma, pulmonary haemorrhage and a respiratory disorder
N2 events each of septic shock and sudden death
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Limitations

e Have not reported long-term complications beyond 2 years
e Have no data on treatment durations other than 2 years
e Relapsed patients are under-represented

e No evidence for single-agent AR antagonist efficacy
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Conclusions

e 2 years of AAP-based therapy significantly improves MFS &
overall survival of high-risk MO PCa starting ADT and should be
considered a new standard of care

e Adding ENZ to AAP increases toxicity but has no discernible
effect on efficacy
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