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aleterone in men with CRPC: results in four distinct patient populations from the ARMOR2 study
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BACKGROUND Table 1: ARMORZ2 main inclusion and exclusion criteria P Figure 5: Pelvic CT scan in a treatment-naive patient dosed at Figure 8: All 4 treatment-naive patients expressing little or no
Inclusion criteria Exclusion criteria ® PSA response was assessed per PCWG2° (data cut-off May 12, 2014): _ _ _ _ _ o o o _
. : - . . - ® PSA decreases of 30% and 50% in 39 treatment-naive metastatic patients were reached in 85% and 77% of 2550 mg, with a PR per RECIST and a 94% reduction in PSA C-terminal receptor immunogenicity exhibit >50 Yo maximal
® Pathologically confirmed ® Treatment-naive: any prior treatment with CYP17 inhibitors or AR patients, respectively, after treatment with galeterone (Figure 3)
®  Patients with ad q ot — dt q deorivation th (ADT), but t devel adenocarcinoma of the prostate antagonists (e.g. abiraterone, TAK-700, ARN-509, ketoconazole, PSA response
atients with advanced prostate cancer initially respond to androgen-deprivation therapy , but most develop ® Ongoing androgen blockade with serum enzalutamide, galeterone) ° -
. o Ay e . ) _ o ) _
2;%%;9?;’;?6?]?:?2321urrisc')‘:’tfergu?rreosztZg::‘gire(a??ng)’mteh,'tﬂ; lZJS‘IeBO]EnA?S:[I'hS, and approximately 50% of prostate testosterone concentration <50 ng/dL ® Abiraterone-refractory (Abi-R): prior treatment with other CYP17 Figure 3: Maximal PSA response within 12 weeks in metastatic Galeterone is a small molecule for the treatment of prostate
o . . . . ® Demonstration of progression while on inhibitors (e.g. TAK-700, ketoconazole) or AR antagonists (e.g. - : : cancer, which disrupts the AR signalin athway via multiple
® CRPC Ce”S_SUW'Ye nan an(?lrogen-d_eprlved environment via multiple compensatory pathways® androgen blockade (two successive PSA enzalutamide, ARN-509), galeterone, or chemotherapy treatment-naive patlents (TN-M1) dosed with 2550 mg* _ ’ ] P ] 9 ] gp y P
® Galeterone is a highly selective, multi-targeted, oral small molecule being developed for 1’cf41e treatment of CRPC, increases at least 1 week apart, withthe ®  Enzalutamide-refractory (Enz-R): prior treatment with CYP17 hlghly selective mechanisms of action
that disrupts the androgen receptor (AR) signaling pathway at multiple points (Figure 1)." most recent PSA level >2 ng/mL) inhibitors (e.g. abiraterone, TAK-700, ketoconazole), other AR
—  Selective inhibition of CYP17 lyase to prevent testosterone synthesis (mechanism of abiraterone) ® Eastern Cooperative Oncology Group antagonists (e.g. ARN-509), or galeterone 30 PSA30: 857 ® Galeterone, at the recommended Phase Il dose of
— Antagonism of androgen binding to AR (mechanism of enzalutamide) performance status <2 20 : 85% - -
_ Degradation of AR (unique mechanism) 10 PSA50: 77% 2550 mglday, Was safe and We" tOIerated In 87 patlents
® Despite advances in the treatment of metastatic CRPC (mMCRPC), patients develop resistance and ultimately 0 with CRPC

progress; an unmet medical need remains for therapies that may circumvent resistance, delay progression, and
improve overall survival®

® Given the genetic heterogeneity of prostate cancer, molecular disease characterization may be helpful in the E N D Po I N I S
understanding of treatment resistance. It is also possible that predictive markers may be validated to guide rational

treatment decisions®

® PSA response continues to be robust, including in the
treatment-naive metastatic cohort, with 85% of patients
achieving PSA30 and 77% achieving PSA50
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M Little or No C-Terminal Immunoreactivity ® Characterization of the Abi-R cohort is ongoing but early data
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suggest that galeterone is well tolerated and may be active

Flgure 1: Targets of galeterone ® Response rate by modified Response Evaluation Criteria In Solid Tumors (RECIST) (v1.1) and Prostate Cancer _gg p in ARMOR2
Working Group 2 (PCWG2) criteria® - 30% coooeeeenn CTC . S in
_ evaluation arety
CTG analysis - W Patients (n=39) - te, atigue, - ® Preclinically, galeterone has been shown to h tivit
R k / ® Blood samples were collected at baseline, Week 1 (Day 7), and Week 12 (Day 84) and sent to Epic Sciences for O ;I'helmostdcomrr_][on adverse events were nausea, diarrhea, decreased appetite, fatigue, increased aminotransferase eclinicaily, gaieierone nas neen snow O nNnave acltivity
: ik 3 mutation testing enrichment-free CTC analysis. CTC enumeration was determined for each sample and N-terminal AR expression and EVeIS, and pruritus : : : : : _ _
CYP17 Lyase inhibitor AR antagonist Decrease AR levels localization was evaluated on each individual CTC from all time points. In addition, C-terminal AR expression was ® 75.9% of all patients treated with galeterone 2550 mg qd experienced at least one drug-related adverse event; in against multiple AR mutations, including AR-V7, AR-T878A,
“All 39 enrolled included in graph. evaluated in relation to the N-terminal AR expression on a subset of patients to evaluate the presence of AR ligand 74.2% of those patients, the maximum severity of the event was Grade 1 or 2 (Table 3) and AR-F876L
| binding domain (LBD) loss as a measure of functional inactivation through splice variants, rearrangements, mutations
= .. . ® In 51 evaluable MO and M1 treatment-naive CRPC patients, PSA decreases of 30% and 50% were reached in 82% and/or deletions of the AR LBD ® CTC data with the reduction in C-terminal immunoreactivity
\ K ‘ . K R ESU L I s and 75% of patients, respectively, after treatment with galeterone (Figure 4) cTC r intri - i let h d si ifi t PS A -
‘ ) & g’gme; aron . N h h e - Table 3: Number of patients with drug-related adverse events* are intriguing; galeterone showed significan response in
‘ - . - I - ® incidence at baseline was evaluated in each treatment cohort as shown in Figure 6. The mean count was =
- - Figure 4: Maximal PSA response within 12 weeks in 1N | 4 of 4 patients
. . ope . o e higher in later stage patients Event All Grades n (%)* Grade 3/4 n (%)*
| Patient disposition and baseline characteristics . : : - S -
- L e : p treatment'nalve patlents (TN_MO and TN_M1) dosed WIth 2550 mg* — 58 of the 63 (92%) baseline samp.les tested to date have at least 1 CTC/mL Endocrine disorders Q) Protocol amend ment W|" a"ow expanded assessment of
Inhibits androgen Blocks androgen binding; Enhanced degradation ® The data presented here are interim (cut-off date of May 12, 2014) and include 87 CRPC patients treated with - Average CTG/mL for each cohort: T 1(1.5) 1(1.5) - - - - .
synthesis enzyme = less limits AR translocation of AR galeterone 2550 mg qd in 4 study cohorts (Table 2): e TN-MO0: 10.9 CTC/mL (n=17) oo toctiral dicorg ' : galeterone aCtIVIty, IﬂClUdlng AR mutation screening and the
_ 3 : _Aai _MO" n— TN-M1: 15.2 CTC/mL (n=21) astrointestinal disorders - - ® - - -
testosterone Non-metastatic treatment-naive (TN-MO; n=17) Con addition of Xofigo® combination and in late-stage, post-
—  Metastatic treatment-naive (TN-M1; n=39) 30 e Abi-R/Enz-R: 25.6 CTC/mL (n=18) Diarrhea 12 (18.2) 1(1.5) g - ge, p
_ Abi-R (n=26) 20 iiﬁig 3;; Constipation 8 (12.1) 0(0) chemotherapy patient cohorts
—_ . 0 L) u - u u m
AR, androgen receptor; CYP, cytochrome P - EnzR(n=5) 10 Figure 6: CTC incidence at baseline (Visit 2) Nausea 30 (45.5) 0(0) \_ -/
0 Vomiting 8 (12.1) 0 (0)
® ARMORZ2 is a two-part Phase |l study being conducted in North America g _;8 TN-MO TN-M1 Abi-R/Enz-R General and administration-site disorders
—  Part 1 of the ARMOR?2 trial was designed to confirm the dose of the spray dried dispersion (SDD) formulation; . - . - s < Fatigue 23 (34.8) 2 (3.0) ARMORZ StUd Team ACk“OWled ments
based on safety and PK and PSA response over 12 weeks in patients with CRPC, SDD galeterone 2550 mg Table 2: Demographics and patient characteristics e | TERRRRRRRRRRRRRRRERREENY TERRRRRRRNTR 256 256 256 : : y : . g : :
once daily (qd) was selected®s (all patients at 2550 mg qd)* = 40 108 108 108 A Malaise 1(1.9) 1(1.5) The authors wish to thank all sites for participating in this study, including those members of the Prostate
: : E L () | eeeeeeeeane e S22 R EBEREEEEEEREREREREEEEEEERRRREE . o | tiaati Cancer Clinical Trials Consortium (PCCTCQC).
—  Part k2 gf '?‘RMSR.Z WaCS) ggggneql to asiess Fhﬁ safe’gl a.ndI egflc;acy of SDD Igaletero.ne 2?150 mg qd for 12 Patient Characteristics TN-MO (n=17) TN-M1 (n=39) Abi-R (n=26)" Enz-R (n=5)" X 50 64 .. 64 . 64 nvestigations ( )
weeks In four distinct patient cohorts; the study included an optional extension phase . s -60 3 2 O 2 AT elevEitier 6 (9.1) 3 (4.5)
Median age, years (range) 73.0 (54.0-86.0) 70.0 (52.0-89.0) 70.0 (48.0-89.0) 76.0 (55.0-79.0) 70 — ° — — ®
St B - g 16 o g 16 0e0® g 16 AST elevation 7 (10.6) 1 (1.5)
age n (% —80 & o ©® o0 . :
T 8 g B8 °® K 8 Blood alkaline phosphat levat 4 (6.1 1(1.5
Non-Metastatic 17 (100) 0 (0) 1(3.8) 0 (0) —90 . © ° © o0 © °.°° oo aialine priosphatase eievaton ) (1.5) REF_ERENCES , _ _ _ , ,
. 1 30% ceeeeeeeene 4 4 4 [ Blood bilirubin elevation 4 (6.1) 1 (1.5) 1. Yin L et al. Recent progress in pharmaceutical therapies for castration-resistant prostate cancer. Int J Mol Sci
Metastatic 0 (0) 38 (97.4) 24 (92.3) 5 (100) =100 BOY% eeeeveeenns Patients (n=51 i ® e . _ 2013:14:13958-13978.
( ) Z o0 2 oo Z ® Transaminases elevation 2 (3.0) 1 (1.5)
s I U DY D ES I G N Missing 0 (0) 1 (2.6) 1 (3.8) 0 (0) 1 o0 1 o060 1 o060 2. Altavilla A et al. Medical strategies for treatment of castration resistant prostate cancer (CRPC) docetaxel resistant. Cancer Biol
Metaboli d nutritional disord 13- —
Median PSA, ng/dL (range) 7.5 (2-63.7) 301 (3.4-634.1)  45.4 (4.5-1114.1) 71.5 (6.1-312.5) 05 ° 05 o0 05 ° SHADOTIC and nHrtonal CISoreers Ther 2012;13:1001-1008. _ | _
: : — o o - Decreased appetite 15 (22.7) 0 (0) 3. Semenas J et al. Overcoming drug resistance and treating advanced prostate cancer. Current Drug Targets, 2012;13:1308-1323.
Patients with metastatic disease*, n (%) k Visit 2 Visit 2 Visit 2 ) Hypocalcemia 1(1.5) 1(1.5) 4, Vasaitis T et al. Androgen receptor inactivation contributes to antitumor efficacy of 17a-hydroxylase/17,20-lyase inhibitor
® Multiple treatment cohorts, open label for 12 weeks (Figure 2) Bone 0 (0) 22 (56.4) 10 (38.5) 3 (60.0) *51 evaluable patients of 56 enrolled included in graph. Evaluable is defined as patients who (i) completed 12 weeks, (i) terminated prior to 12 Hvookalemi 3B-hydroxy-17-(1H-benzimidazole-1-yl)-androsta-5,16-diene in prostate cancer. Mol Cancer Ther 2008;7:2348-2357.
® The study included an optional extension Visceral 1(5.9 6 (15.4) 2 (77) 2 (40.0) weeks, or (i) achieved PSAS0 prior to 12 weeks. Of the 5 patients not included above, 3 have shown a maximal reduction of PSA30, 1 has shown a o | R | ypokalemia Sy U () 5.  Omlin A. et al. Sequential use of novel therapeutics in advanced prostate cancer following docetaxel chemotherapy. Ther Adv Urol
: reduction less than PSA30, and 1 is non-evaluable. ® CTC/mL changes were observed within 1 week of treatment with galeterone as summarized in Figure 7 (baseline Hyponatremia 1(1.5) 1(1.5) 2014; 6: 3-14.
Soft Tissue 4 (23.5) 13 (33.3) 9 (34.6) 2 (40.0) and Week 1) 0 | | | Nervous system disorders 6. Taplin M-E et al. ARMOR2: Galeterone in progressive CRPC patients who have failed oral therapy. J Clin Oncol 2014;32(Suppl 4):
Other 0 (0) 5 (12.8) 0 (0) 0 (0) ® Abi-Ris defined in the trial as PSA concentration increase >25% from nadir (sustained on two subsequent tests at — 37 0of 56 (66%) patients had stable (change <3 CTC/mL) or decreasing (>3 CTC/mL) between baseline and Week 1 Svreone (15 15 Abstract 71.
ECOG status, n (%) least 1 week apart) or disease progression defined by modified RECIST (v1.1) and PCWG2°® criteria in the Abi-R - 120f 18 (67%) evalgable Abi-R or Enz-R patients had stable (change <3 CTC/mL ) or decreasing (>3 CTC/mL) SR : : 7. Taplin M-E et al. ARMOR1: safety of galeterone (TOK-001) in a phase 1 clinical trial in chemotherapy naive patients with castration
Figure 2: ARMOR2 Part 2 deSig n* ECOG 0 11 (64.7) 29 (74.4) 14 (53.8) 1(20.0) cohort: Abi-R patients exhibit severe disease status, characterized by high incidence of metastatic disease and high CTC between baseline and Week 1 Skin and subcutaneous tissue disorders resistant prostate cancer (CRPC). American Association for Cancer Research Annual Meeting 2012; 31 March-4 April 2012;
percentage of patients with higher median PSA at baseline, high percentage of patients with Gleason score >8, and Angioedema 1(15) 1 (1.5 Chicago, IL. Abstract CT-07.
ECOG 1 6 (35.3) 8 (20.5) 11 (42.3) 3 (60.0) high percentage of patients with ECOG PS >1 8. Can Urol Assoc J. 2014;8(3-4 Suppl 2):S8-12. http://dx.doi.org/10.5489/cuaj.2013. Published online April 14, 2014
- - S ab thi Prurit 21 (31.8 4 (61 | S e TR ' e e
ECOG 2 0 (0) 2 (5.1) 0 (0) 1 (20.0) —  Median duration on prior abiraterone was 10.6 months (4.8, 22.8) CTC Changes observed within 1 week of galeterone rurtis 81.8) ©) 9. Scher Hl et al. Prostate Cancer Clinical Trials Working Group. Design and end points of clinical trials for patients with progressive
Missing 0 (0) 0(0) 1(3.8) 00) - 27% (4/15) had any PSA decline, and 13% (2/15) have demonstrated a maximal PSA30 Rash 7 (10.6) 1(1.5) prostate cancer and castrate levels of testosterone: recommendations of the Prostate Cancer Clinical Trials Working Group. J Clin
' —  35% (6/17) had stable (change <3) and 35% (6/17) had decreasing (>3 count) circulating tumor cell (CTC) counts 75 Vascular disorders Oncol 2008:26:1148-1159.
12 weeks Gleason score ® Data on Enz-R patients are included in the patient safety and disposition; however, PSA and tumor response data ¥ .
. ypertension 4 (6.1) 1(1.5)
<7 11 18 9 3 are too preliminary to report
Treatment-naTve, 50 *66 of 87 patients dosed with 2550 mg are included in the May 12, 2014 data cut, and exhibited at least one drug-related adverse event.
non-metastatic (l_N—MO) 8-10 6 17 15 - T f W k ’2 Percentages were calculated based on the reported events in these 66 patients. Adverse events >10% of the 66 patients or at least 1 Grade
n=24 Missing 0 4 2 0 uUumor response (o | ee 25 3/4 are reported in this table.
- - @ Stable (18 Decreasing (19 ALT, alanine aminotransferase; AST, aspartate aminotransferase
- Prior cancer therapies, n (%) ® Evaluable patients are defined as those with imaging data at baseline, 12 weeks, and follow-up scans as required % } 18 9 (19) ] | | g |
Trteat![‘n?nt(—_lr_1§|vl\i:| ) Endpoints ® Cancer surgery 7 (41.2) 16 (41.0) 13 (50.0) 3 (60.0) per RECIST 1.1 and/or PCWG2. Response in soft tissue/viscera and bone is reported separately qq“_, 0
metastatic - N = = i .
o G e PSA changes @ iati . . . . _ _MO: i ' - a | -
CRPC n=24 = =2 < @ 8 Radiation therapy 12(70.9 22 (564 20(769) 3 (60.0) N MO' Of the 2 patients V.V'th complete anq evaluable RECIST. data a.t Week 12, 1 patient demonstrated a - Increasing (19) ® Unexpected serious adverse events considered possibly related to galeterone by the investigators were reported in
T e @ o Safety = = Oncology treatment 17 (100) 32 (82.1) 21 (80.8) 5 (100) partial response and 1 patient had stable disease. Of the 2 patients with complete and evaluable PCWG2 E 25 3 patients, as follows:
N=108 Abiraterone-refractory «3) % * Response rate > S S bone scan data, both showed stable disease at Week 12. Additional patients with evaluable disease at O ’ '
— (Abi-R a 3 e CTC j= Biologics 0(0) 0(0) 0(0) 3 (60.0) baseline had incomplete data at the time of data cut O _ . . . . _ .
i-R) o @ _ , QD Chemoth 00 1 (31 s 0(0 TN-M1: Of the 23 patients with ot g luable RECIST data at Week 12. 2 patients d trated -50 —  Syncope (Grade 3): the patient discontinued Galeterone 4 days prior to the event and had a significant history
n=30 * AR mutation testing o emotherapy ©) &) (4-8) ©) B A © 2o patients with compiete and evaluable ht dla at Weex 1o, « patients demonstraied a of nausea, diabetes and hypertension; the patient was receiving concomitant prochlorperazine (Compazine®)
Hormone thera partial response, 20 patients had stable disease and 1 patient demonstrated disease progression. Of the 28 + : - ®
py 17 (100) 31 (96.9) 21 (100) 5 (100) . : : : -100 T and insulin (Lantus®)
B I ——— patients with complete and evaluable PCWG2 bone scan data, 21 had stable disease and 7 had unconfirmed il
EnzR Yy Immunotherapy 0 (0) 4 (12.5) 2 (9.9) 0 (0) findings of flare or progression. Additional patients with evaluable disease at baseline had incomplete data at -125 H cemia (Grade 4) and h thvroidism (Grade 3): the patient had a sianificant hist ‘
(Enz-R) the time of data cut 150 | ness = ypocalcemia ( rade ) an yperparathyroidism (Grade 3): the patient had a significant history of
n=30 Other 0 (0) 3 (9.4) 4 (19.0) 2 (40.0) Abi-R: Of the 8 patients with complete and evaluable RECIST data at Week 12, 5 patients had stable disease K 1475 ) hyperparathyroidism and calcium malabsorption due to bone lesions from prostate cancer. The patient was
* . . . . . . - - . y . ® .
Demographics and safety data as of the May 12, 2014 interim data cutoff (clinical and laboratory databases); data entry ongoing. and 3 patients demonstrated disease progression. Of the 7 patients with complete and evaluable PCWG2 concomitantly on denosumab (Xgeva®) and calcium supplement

Because these are interim data, numbers may not add up to the total N. ) ) A ) L
\ ) bone scan data, 4 had stable disease and 3 had unconfirmed findings of flare or progression. Additional

Abi-R and Enz-R patients exhibit severe disease status, characterized by high incidence of metastatic disease with higher median PSA at : , ) : ! C . .. —  Angioedema (Grade 3): African-American patient had a history of hypertension. Galeterone was started 12
| o | | § . baseline, high percentage of patients with Gleason score >8, and high percentage of patients with ECOG PS 1. patients with evaluable data at baseline had incomplete data at the time of data cut CTC characterization and AR Cerminal staining days prior to the event. The patient was concomitantly treated with the ACE inhibitor lisinopril, which may have
Protttv)éolt?mendgﬂle?t thll allow ef:pindedt rE:lssessmetr_ff (If garlletcirone activity, including AR mutation screening and the addition of Xofigo ECOG PS, Eastern Cooperative Oncology Group performance status; PSA, prostate-specific antigen. ® Of note, all radiographic interpretation was performed at the individual investigator sites. No centralized ® To identify patients who may have alterations to the LBD of AR, and identify patients with ligand-independent caused the event
cOMBINETon anel iaerstage, POSTEnemOmErapy patient onors radiographic interpretation was reported androgen signaling predicted to be resistant to other secondary hormonal therapies, analysis of CTC C-terminal AR

loss in the presence of N-terminal AR positivity was evaluated on a subset of patients in the MO and M1 treatment
cohorts at 1 week, and is summarized in Figure 8

— 4 of 4 patients with C-terminal loss had maximal PSA50, suggesting galeterone may have activity in patients with
AR splice variant
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