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Objective Conclusion Context

To compare the efficacy and safety Compared to bicalutamide, enzalutamide Despite evidence demonstrating the

of enzalutamide vs bicalutamide improved progression-free survival (PFS) efficacy of enzalutamide and the

in patients with nonmetastatic and increased time to prostate-specific Improvement in progression-free survival

castration-resistant prostate cancer antigen (PSA) progression in patients compared with bicalutamide, patients

from the STRIVE trial. with nonmetastatic castration-resistant with nmCRPC are still commonly treated
prostate cancer (hnmCRPC). The benefit with bicalutamide in many parts of the
of enzalutamide treatment on PFS was world. Clinicians should be aware of the
consistent across subgroups. The safety clinical benefit of adding enzalutamide,
profile of enzalutamide in this subset of rather than bicalutamide, to androgen
patients was consistent with those seen In deprivation therapy (ADT) in men
prior phase 3 studies. with nmCRPC.

Background Table 1. Patient Demographics and Baseline SENSITIVITY ANALYSIS
_ S , et i i i e A sensitivity analysis based on different censoring rules for the
e Enzalutamide significantly reduced the risk of prostate cancer Characteristics in the POPUIatlon of Men with / Y : J :
, Joath 4 with bicalutamide in the STRIVE trial CRPC f the STRIVE Trial NnMCRPC population did not affect the PFS benefit observed with
progression or geath compared with bicaiutamide in tine < Etna nm rom the ria enzalutamide versus bicalutamide (Table 2).
(hazard ratio [HR], 0.24; 95% CI, 0.18 to 0.32; P < .0001) in patients T S T e
: : : : , nzalutamide icalutamide - g ags m
with CRPC, either nonmetastatic (hnmCRPC) or metastatic (MCRPC). Characteristic (n = 70) n = 69) Table 2. Prespecmed SenS|t|V|ty Analyses
o Patlents wﬂ? nT&RPC a::je (sjtlll Clcimtrr?_only.’geateddwnh blci[all:jcamlde Age, years Evaluating the Effect of Various Censormg
INn many parts of the world, despite this evidence demonstrating - -
: : : : : : < 65, no. (% 11 (15.7 4 (5.8
iImprovement in survival with enzalutamide compared with %) 5 15.7) (>:8) Rules for the ITT POpU'ﬂthh of Men with
bicalutamide. o5 to 74, no. (%) 25 (857 25 (959 nmCRPC from the STRIVE Trial
. . > 75, no. (%) 34 (48.6) 42 (60.9)

* Here we report results from a prespecified subgroup analysis of the Enzalutamide Bicalutamide
STRIVE trial in patients with nmCRPC to highlight the clinical benefit Mean (SD) 73.1(8.89) 77.0(7.46) (n = 70) (n = 69)
of enzalutamide over bicalutamide in these patients. Median (range) 73.5 (50.0-92.0) 77.0 (58.0-91.0) . .

- o Primary analysis of PFS
ace, no.
Method %) Median (95% CI), months NR (19.4, NR) 8.6 (8.1-11.1)
etnoas White 53 (75.7) 58 (84.1)
_ _ HR (95% ClI) 0.24 (0.14-0.42)
The design of this prespecified subgroup analysis of the STRIVE trial Black or African American 15 (21.4) 9 (13.0) P— py—
(NCT01664923) is presented in Figure 1. Asian 0 1(1.4) o _ _ _
_ B . oth 2 (2.9 f (1.4 Sensitivity analysis #1: PFS to assess the impact of unconfirmed PD?
er . .

e In STRIVE, patients were stratified by d!sease stage (hmCRPC vs Median (95% Cl), months NR (19.0, NR) 8.6 (8.1-11.1)
MCRPC) and randomized to enzalutamide 160 mg/day plus ADT or Baseline ECOG PS, no. (%) HR (95% CI 0.96 (015.0.43
bicalutamide 50 mg/day plus ADT. 0 56 (80.0) 53 (76.8) 95% C) 26 0.15°949

_ _ _ P value < .0001
* |n this subgroup analysis, men from STRIVE with nmCRPC (n = 139) 1 14 (20.0) 16 (23.2) . | | _ o
: : Sensitivity analysis #2: PFS to assess the impact of treatment discontinuation®
were assessed for PFS, time to PSA progression, and safety. Baseline pain score by BPI-SF, no. (%)
01 co (64 5 co (65 & Median (95% CI), months 19.4 (14.1, NR) 8.5 (5.9-11.1)
Figure 1. Design of the STRIVE Prespecified i 5 §15-7; mﬁm-; HR (95% C) 0.40 (0.26-0.62)
' ) | | P value < .0001
Su bg roup AnaIySIS Disease stage at study entry per CRF, no. (%) o _ _ _
Sensitivity analysis #3: PFS to assess the impact of prostate cancer therapies®
MO/NO 61 (87.1) 60 (87.0) .
ﬁ — MO/N1 9 (129) 9 (130) - Median (95% Cl), months NR (194, NR) 8.6 (81-1 1 1)
UZSI_ PSADT, months n=70 n =65 HR (95% Cl) 0.24 (0.14-0.42)
?@% I ——— Mean (SD) 5.3 (4.18) 7.9 (7.77) = vl < .0001
S g patient(gi]d:o’?r(g:)eive Median (range) 3.9 (0.6-23.6) 5.3 (0.5-42.5) Sensitivity analysis #4: PFS to assess the impact of disease progression at an
@)
<=( allocated intervention and is not Anglyz?c{ for PFS, TTPP, PSADT Category, No. (%) n=70 n =65 unscheduled Visitd
included in safety analysis and sarety
_— For PFS and TTPP, T < 3 months 23 (32.9) 15 (21.7) Median (95% Cl), months NR (19.4, NR) 8.6 (8.1-11.1)
< population (n =
O . Safety population (1 = 138) =5 (0 < O TS 25 (1597, 22191 HR (95% Cl) 0.24 (0.14-0.42)
B Men with nmCRPC > 6 months 22 (31.4) 28 (40.6)
25 (n = 69) Licton of briar GV d o ' ' P value < .0001
%f IStory ot prior 1S€ase, no. ( 0) aCensoring due to unconfirmed progressive disease was defined as an event at treatment, the earliest occurrence
8 Yes 22 (31 .4) 22 (31 .9) of PSA progression, radiographic progression, or death. All event types occurring the same day were considered
— t. °C ing due to treat tdi ti tion was defined vent at the ti f treat t
< No 48 (68'6) 47 (68' 1) g?s?foﬁtﬁiatior?.ncsc())err?sgorigg douer(icaal pr;‘ca)gtat: zzzcgl:?hgrgpigg (aitir;meeos;:t?ceore rnada}atio?m trr?eer:py)rivaa;nggfined as an
N Baseline ECG result, no. (%) event at the earliest initiation of such therapy. Patients who were not known to have had a PFS event at the time of
analysis data cutoff were censored at the date of the last assessment (PSA or radiographic, whichever was later) prior
Normal 21 (30.0) 19 (27.5) to scan modality change, new antineoplastic treatment, initiation of radiation therapy for prostate cancer, and 2 or more
L L : : : : . ) . - tive missed PSA or t ts.

::ga:r?]?g: ?#Tm ?enr(ilgggir; _??ep;rtl?/igg ;rge’r?ﬁ)géaligfc, glgﬁétarrqnnlngR gg’Pr%noriz’i;i[tlggggs%s;egt lflirg?ts;[sgcrgggiirrﬁrl:?’ Abnormal, Nnot C|InICa||y S|gn|flcant 49 (70.0) 50 (72.5) EE%?ES::HO?\E iﬁ: hazardoﬁa’gg;] ?‘:‘Esii?:;;ir;ntz treat; nmpR_PC, nonrr.leta}static castratioiﬁ—resi.sftant prostate cancer;

survival; TTPP, time to PSA progression. Abbreviations: BPI-SF, Brief Pain Inventory-Short Form; CRF, case report form; CV, cardiovascular; ECG, , not reached; PD, progressive disease; PFS, progression-free survival; PSA, prostate-specific antigen.

electrocardiogram; ECOG PS, Eastern Cooperative Oncology Group performance status; nmCRPC, nonmetastatic

R It castration-resistant prostate cancer; PSADT, prostate-specific antigen doubling time; SD, standard deviation. S AF ETY

PFS AND TIME TO PSA PROGRESSION e The median time on treatment was longer for patients receiving

PATIENT DEMOGRAPHICS AND BASELINE * At a median of 17 months of follow-up, men with nmCRPC receiving enzalutamide than for those receiving bicalutamide (17.8 months vs

CHARACTERISTICS enzalutamide had a 76% reduced risk of progression or death 12.3 months).

. 0 0) : . . . . .
e Demographic and baseline patient characteristics were generally well (HR, 0'24’ 95% (1, 0.14 t?) 0.42) and an 82% rgduced risk of PSA ° Fc_)r patients treated with enzalllujtamllde, the proportlon of patients
progression (HR, 0.18; 95% Cl, 0.10 to 0.34; Figure 2) compared with = 1 adverse event was similar in men with nmCRPC (92.8%)
balanced between treatment arms. . L, . . _ , _
P =5 i d g g 270 with those receiving bicalutamide. and men with mCRPC (93.8%). Conversely, for patients treated with
— Patients in the bicalutamide group were older (median age, 77. . . . - - - - -
el v TELE yeaie) Jroup ( J e The benefit from enzalutamide treatment for PFS was consistent bicalutamide, the proportion of p?tlents with = 1 adverse event Waos
' across all subgroups examined; however, the benefit did not reach higher in men with mCRPC (92.2%) than men with nmCRPC (84.1%).
- P_atlents ”‘? the bicalutamide group had a longer PSA doubling statistical significance in patients with a PSA doubling time > 12 e Compared to men receiving bicalutamide, the most frequently
time (median, 5.3 months vs 3.9 months; Table 1). months (Figure 3). reported adverse events (unadjusted for treatment exposure) in

Fi o (A) P - £ S vl (PFS) ] ] ] men with nmCRPC receiving enzalutamide were fatigue (36.2% vs
Igure <. rogression-iree osurviva Figure 3. Subgroup Analysis of Progression- 21.7%), hot flash (20.3% vs 2.9%), decreased appetite (17.4% vs

and (B) Time to Prostate-specific Antigen (PSA) free Survival (PFS) in Population of Men with 5.8%), dizziness (17.4% vs 4.3%), and nausea (17.4% vs 13.0%;

- - - - Table 3).

Progression (TTPP) in the Population of Men nmMCRPC from the STRIVE Trial )

. : e These safety data are consistent with those observed in the larger

X\"th nmCRPC from thePFSSTRIVE Trial Number of Patients PFS Median (mo) phase 3 trial of enzalutamide versus placebo and in trials assessing

_ Enzalutamide/  Enzalutamide / '
. 100 ‘ Subgroup Bicalutamide Bicalutamide HR for PFS (95% CI) the Safety of other novel hormonal theraples
O __ 80+ - - -

TS L_L._\ _ L All patients 70/69 NR/8.6 ke 0.24 (0.14 t0 0.42) Table 3. Safety In the Populatlon of Men with
— 60

ow® .

22,0 — Age <75 36/27 NR/10.8 Fo— 0.18 (0.07 to 0.44) NnMCRPC from the STRIVE Trial®
%% BIC 50 mg |ENZA160mg 1 . . . .
o™ 204 8<6n(;f_5ﬁ>1) N an“; Z_O&R) y ] Age =75 34/42 NR/85  F— 0.33 (0.17 to 0.66) Enzalutarrllde Bicalutamide
a. (HR(95°)/; Cl) | .0.24; (0.14-0.42) | (n = 69) (n = 69)
0- : : : . . . ; : . ; ECOG Performance 56/53 NR/8.6 ko 0.24 (0.13 to 0.44) All All
o0 Pheme Status at baseline=0 Patients with = 1 TEAE, no. (%) 64 (92.8) 58 (84.1)
Patients at risk M I ECOG Performance 14/16 NR/85 o— 0.31 (0.1 t0 0.88) atients with = , NO. (7o ' '
Ca TN N D B T e 7 0 Status at baseline=1 TEAE (= 10% in either group), no. (%)

5. TTPP Total Gleason score at 32/36 NR/10.8 F— 0.22 (0.09 to 0.54) Fatigue 25 (36.2) 15 (21.7)
Al I S diagnosis=7 Hot flash 14 (20.3) 2 (2.9)

g - — ) 'gic;cgllgslie:l:%n score at 25/25 16.7/85 F— 0.29 (0.13 to0 0.62) D.ecrease d appetite 12 (17.4) 4 (5.8)

<& 60- p Baseline PSA value 47/47 NR/11.1 e 0.21 (0.10 to 0.45) Dizziness 12(17.4) 3 (4.3)

% S oy (ng/mL) < median (7.42) Nausea 12 (17.4) 9 (13.0)

B 40- — Baseline PSA val 23/22 19.056 F— 0.22 (0.10 to 0.49 -

T T S SR cowe B O

S 20 wedian (95% Ci, mo 111 84-13.9)| NR (NR-NR) ] Baseline LDH value 40/40 NR/85 0.20 (0.09 to 0.43) a , (15.9) 8.7)

a HR (95% Cl) 0.18 (0.10-0.34) (U/L) < median (172) Back pain 9 (13.0) 5(7.2)
0 0 3 6 9 12 15 18 o1 o4 o7 30 Baseline LDH value 30/29 NR/8.8 F— 0.32 (0.15 to 0.70) Hypertension 8(11.6 5(7.2)

Eﬁ’gznts at risk Time, mo (U/L).> median (1 72.) - 0,36 (018 to 0.7 Dyspnea 7 (10.1) 5(7.2)

BIC Z;S SS 4512 g? g ?g 292 151 14? C1)’ 8 5‘;}32"@3,)*‘3?“‘;%'%?:?1 32) 3431 8.5 36 (01810 0.72) Musculoskeletal pain 7 (10.1) 4 (5.8)

é::gg\r/;lalf;gr’wi:o?Lgéé)r;%ﬂgtamde; ENZA, enzalutamide, HR, hazard ratio; nmCRPC, nonmetastatic castration-resistant prostate Baseline hemogk_)bin 36/32 NR/S6 ke 0.15 (0.07 o 0.36) D|arrh.ea | 9 (8_7) 8 (1 1 _6)

value (9/l) > median (132) Constipation 5(7.2) 12 (17.4)
tBaselti_ne use o;‘ bgne 16/20 NR/A1.1  Feo— 0.29 (0.09 to 0.88) Urinary tract infection 1(1.4) 11 (15.9)
argeting agent - Yes : : .
- . Patients with Grade = 3 TEAEs (= 2% in either group), no. (%)
Basel fb 54/49 NR/8.5 e 0.23 (0.12 t0 0.43
Plain Language Summary targoting agent - No_ 01210049 Any 29 (42.0) 26 (37.7)
Please scan this Quick Response (QR) Code with la\ltoenr;{wrgdal disease stage 61/60 NR/10.8 |- 0.28 (0.16 to 0.50) ;a:ri]gule. ;1 8:83; ? gj;
0 : _ rthralgia : :
your smartphone or access it via the internet here: Nodal disease stage 9/9 NR/2.8 — 0.05 (0.01 to 0.45) Congestive cardiac failure 3 (4.3) 1(1.4)
https://epg-digital.com/u/suo20-1 at entry 5 q = 0. 5 2'9
PSA doubling time 23/15 19.4/81 o—1 0.23 (0.09 to 0.58) ecreased appetite (2.9)
<3 months Hypertension 3 (4.3) 2 (2.9)
Electronic Poster PSA doubling time 25/22 NRO.3 o— 0.24 (0.09 to 0.61) Chest pain 2 (2.9) 0
Please scan this QR code with your smartphone app to view an =) 0 monte Hematuria 2(2.9) 1(1.4)
PSA doubling ti 22/28 NR/13.8 o— 0.29 (0.1110 0.75 :
electronic version of this poster. If you do not have access to a =6 moﬁ’tjhsmg i ( 007 Hydronephrogs Z12a5) Ll
smartphone, please access the poster via the following link: PSA doubling time 15/17 NR/8.7 |—o—oI 0.25 (0.08 to 0.74) Hyperglycemia 2 (2.9) 0
https://pfizer.congressposter.com/p/zhhwaxeau3ueQjf0 >6 to <12 months Hypokalemia 1(1.4) 2 (2.9)
_ PSA doubling time 7/11 NR/16.7 e | 0.26 (0.03 to 2.39) Syncope 2 (2.9) 3 (4.3)
References: 1. Penson DF, et al. J Clin Oncol. 2016:34:2098-2106. >12 months Urinary retention 0 3 (4.3)

o

Urinary tract infection 2 (2.9)
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