Pilot:
Safety

Stages I-ll: Activity
Failure-free survival
(including PSA failure)

Stages IV: Efficacy
Overall survival

Key
FFS: Failure-free survival
HR: Hazard ratio

IDMC: Independent Data Monitoring Committee

Pts: Patients

Trial Initiation: 6 trial arms
(1 control arm + 5 research arms)

A

Pilot Phase
Recruit 210 pts total

a research arms stop accrual for
reasons of safety or feasibility

.Y

Control arm + (5-a) research arms continue accrual

A

Stage |: Activity
Recruit until ~113 control arm FFS
events reported (~1200 pts total)

b research arms stop accrual for lack
of activity (HR>1.00) or safety

f

Control arm + (5-a-b) research arms continue accrual

;

Stage II: Activity
Recruit until ~215 control arm FFS
events reported (~1,750 pts total)

c research arms stop accrual for lack
of activity (HR>0.92) or safety

f

Control arm + (5-a-b-c) research arms continue accrual

;

Stage Ill: Activity
Recruit until ~334 control arm FFS
events reported (~2,250 pts total)

d research arms stop accrual for lack
of activity (HR>0.89) or safety

f

Control arm + (5-a-b-c-d) research arms continue accrual

A
Stage IV: Efficacy
Recruit and follow-up until ~405
control arm deaths events reported
(~3,100 pts total)

A

Main analyses

(1) Overall survival in arms recruitment in Stage IV: Efficacy

(2) Secondary outcome measures in arms recruiting in Stage IV: Efficacy
(3) All outcome measures in all 6 arms involved in the trial

Notes

Arms recruiting in a given stage: 0 sds<cs<b=<ax5

Exact accrual depends on many factors including accrual rate, event rate and
arms recruiting in each stage. Likely in range 2,600 to 3,600



