Bac kg round e We expand on our analysis of oligometastatic and polymetastatic disease to include patients with bone, soft tissue, or ASSESSMENT
both types of metastases and examine the effect of treatment on OS

e Enzalutamide plus ADT is approved internationally for the treatment of castration-resistant prostate cancer (CRPC)'® and — We also perform sensitivity analyses that exclude patients with visceral metastases, which may be associated with a e Post hoc analyses were completed for the following endpoints:

- -
Th e Eﬁl ca c Of E n Za I uta m I d e PI u S in the United States and Europe for mHSPC'2 (also known as metastatic castration-sensitive prostate cancer) based on poorer prognosis® - Primary endpoint: radiographic progression-free survival (rPFS)
its established clinical benefit*®

- Secondary endpoints: OS, time to prostate-specific antigen (PSA) progression, time to castration resistance, time to

= = e In the phase 3 ARCHES trial (NCT02677896), enzalutamide plus ADT significantly reduced the risk of radiographic first symptomatic skeletal event, time to initiation of new antineoplastic therapy, and PSA undetectable rate
n ro g e n e p rlva I O n e ra py 0 n disease progression by 61% (p<0.001) and improved key secondary endpoints versus placebo plus ADT in men with MethOds o All efficacy and safety data are reported with the data cut-off (DCO) date of October 14, 2018 (median follow-up time,
mHSPC* 14.4 months), except OS, which is reported with a DCO date of May 28, 2021 (median follow-up time, 44.6 months)
- - - u N N . .
0 I I o m eta statl c H 0 rm o n e - Se n S Itlve - Recently reported results showed that after a median follow-up time of 44.6 months, enzalutamide plus ADT improved STUDY DESIGN AND PATIENTS
g overall survival (OS) by 34% (p<0.0001); median OS was not reached in either treatment group'® « In ARCHES,* patients with mHSPC (n=1150) were randomized 1:1 to enzalutamide (160 mg/day) plus ADT or placebo STATISTICAL ANALYSIS
e The oligometastatic disease state has become increasingly relevant for prostate cancer management. Current plus ADT, stratified by disease volume and prior docetaxel use . Kaplan-Meier estimgteslwere used tp analyze thg primary time-to-event endpoint of rPFS; a two-sided 95% confidence
F ro State Ca n ce r: Exte n d ed Ost Hoc approaches for oligometastatic HSPC management include metastasis-directed radiation or surgery, ADT combined with e Patients were categorized as having oligometastatic (1 to <5 metastases) or polymetastatic (=6 metastases) disease, interval (Cl) for median time was estimated by using the Brookmeyer and Crowley method
potent androgen receptor inhibition, or ADT alone. The optimal treatment approach, however, is currently unknown'"12 based on central review of magnetic resonance imaging, computed tomography, or radionuclide bone scans at screening e Hazard ratios (HRs) were estimated from the Cox proportional hazards model
An a I S I s of AR C H ES * We previously reported that enzalutamide plus ADT provided clinical benefit for patients with oligometastatic and e Efficacy outcomes were compared for patients on enzalutamide plus ADT versus placebo plus ADT within the defined e Similar analyses were performed for selected secondary time-to-event endpoints
y polymetastatic HSPC with bone-only metastases'® groups and against polymetastatic disease
- Howeve;,. thl?r antalysfls e)'(CtLlilded ;t)atlte?'ts with Zoft tissue disease (lymph nodal or visceral) to control for potential e Additional analyses were conducted on patients without visceral disease to control for possible prognostic influence of
prognostic effects of variable metastatic sprea visceral metastases
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'Duke Cancer Institute Center for Prostate & Urologic Cancers, Divisions of Medical Oncology and Urology, Durham, NC, e Of the overall ARCHES population, 1066 patients were diagnosed with bone and/or soft Overall 535 (87) 531(195) NR/16.7 . 037(0.29,0.48) 1007 - - + 1 metastasis oo TRET NG MR s
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Urology, Kanazawa Medical University, 1-1 Daigaku Uchinada-machi, Kahoku, Ishikawa, Japan; “Monash Health, Department — Approximately half had oligometastatic disease with <5 metastases (enzalutamide <2 metastases 170) 107(15) NR/NR - 046(0.19,1.13) 2 80 HE—— meenae 1 metastasis 70 54(12) N S — 013 (003,057)
of Medicine, Melbourne, Victoria, Australia; *University Hospital Centre, Lille University, Department of Urology, Lille, France; . =3 metastases 17615) 16639 NRINR 039(021,072) e 707 metastases =2 metastases 17 107(23) NR/NR -— 0.08(0.02,0.32)
g ; 2 =’ Y P z VI gV z ; plus ADT, n=270; placebo plus ADT, n=250) <4 metastases 231 (20) 211 (50) NR/NR —— 0.33(0.20,0.55) 2 6 metastases <3 metastases 176 (7) 166 (39) NR/NR —— 0.15(0.07,0.34)
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: ) . ’ differences were noted across the metastatic subgroups in baseline PSA, distant «“ =6 metastases 265 (33) 281(119) NR/137 _— 0.21(0.14,030)
of Urology, Barcelona, Spain; °Carolina Urologic Research Center, Department of Surgical Oncology and Urology, Myrtle tast t initial di is. Gl d oth i iabl ble 1 T T T | © 401 B. Time to castration resistance
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u u . T D. Time to initiation of new antineoplastic therapy
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<8 94 (34.8) 90 (36.0) 56 (21.1) 75 (26.7) <4 metastases 231 (40) 211 (52) NR/NR —— 0.62(0.41,0.94) PBO + ADT 3 metastases 176 (1) 166 (22) NR/NR — 045 (0.22,0.92)
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e This post hoc analysis of ARCHES explored the effect <Smetastases  270(50)  250(68)  NRINR —— 060 (042,086) <
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of enzalutamide plus androgen deprivation therapy Distant metastases at initial diagnosis, n (%) e A 2 801 i —_—
X . X . . 5 70 Y ) | . )
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alncludes all patients considered to have oligometastatic disease (1 to <5 metastases); "Polymetastatic disease is defined as having 0 3 6 9 12 15 18 21 24 27 30 33 oligometastatic and polymetastatic groups were also observed in additional key ADT=androgen deprivation therapy; Cl=confidence interval; DCO=data cut-off; ENZA=enzalutamide; n=number of events;
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oligometastatic disease, in the ARCHES study R - % C268 _249 265 281
PES AND OS PBO + ADT e When excluding patients with visceral metastases, similar results were observed for Event, n (%) (n=268) (n=249) (n=265) (n=281)
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prognostic impact observed in rPFS for patients with >3 metastases ( igure 3) and in HSPG=hormone-sensitive prostate cancer; NE=not evaluable; NR=not reached; PBO=placebo; rPFS=radiographic pon netastatic mHSPC with visceral disease were excluded from the anaIyS|s

OS for those with =2 metastases (Figure 4) progression-free survival. (data not shown)

ADT=androgen deprivation therapy; DCO=data cut-off; ENZA=enzalutamide; HSPC=hormone-sensitive prostate cancer; PBO=placebo;
SCAR=severe cutaneous adverse reactions; TEAE=treatment-emergent adverse event.
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