Final Analysis of COMET-1: Cabozantinib versus Prednisone in Metastatic Castration-Resistant Prostate Cancer (mCRPC)
Patients Previously Treated With Docetaxel and Abiraterone and/or Enzalutamide

Smith MR, de Bono JS, Sternberg CN, Le Moulec S, Oudard S, De Giorgi U, Krainer M, Bergman AM, Holzer W, De Wit R, Bogemann M, Saad F, Cruciani G, Thiery-Vuillemin A, Feyerabend S, Miller K, Ramies DA, Hessel C, Weitzman AL, and Fizazi K

INTRODUCTION COMET-1 STUDY DESIGN RESULTS

Cabozantinib is an Oral Inhibitor of Tyrosine Kin . . .
: a bitor o yrosine ases Figure 3. International Phase 3 Trial Table 1. Baseline Characteristics Table 2. Subsequent Anti-Cancer Therapy (ITT Population) Figure 8. Time to First SRE on Study Table 6. Summary of Frequent Grade 3/4 Adverse Events
Includlng MET and VEGFR2 Safety Population (>5% of Patients in Cabozantinib Arm)
. . . . . . . ini — ; — . . . LL
. Antiangiogenic and antitumor effects in a wide range of preclinical SEATEIIIND S i G = Ee) AECITBENS (=45 o 1.0
1-2 _
tumor models ANCRFG It 960. Median age (min; max) 69.5 (35, 87) 69.0 (43, 89) _ . _ = Adverse Event Cabozantinib (N =681) Prednisone (N = 342)
- - - » Post-progression w/ docetaxel Patients with any therapies* 55% 68% T 0.8-
-Blocks progression of prostate tumor xenografts in soft tissue and/or — . Post-progression w/ abiraterone and/or — Coc P 5 o .y £
3'5 o 0 0 ‘S_
bone Enzla.\lujcta‘:nlde. — ; . . Docetaxel 2.5% 8.7% ; 0.6 a '
- Bone metastases (with or without severe pain) | L=
- Reduction in osteoclasts Prior abiraterone 92% 92% Cabazitaxel 14% 23% = 0.4-
. . 4 \/ 2
_ —> = .
Biphasic effects (+ —{) on osteoblasts B B Prior enzalutamide 2504 26% o alutarmide S S = 0.9- N Fatigue 17% 8.8%
. . . Arm A (n =640) Arm B (n =320) 5 Y- — Cabozantinib
- Alters bone remodeling (1 volume) in mice S — Predni
.. : : Prior abiraterone + enzalutamide 16% 19% o rednisone
Cabozantinib 60 mg qd Prednisone 5 mg bid Abiraterone 5.4% 7.5% a 0.0 : : : ' ' . : .
Figure 1. ARCaP-M CRPC xenografts in mice Pla(-ZI_ebO | T . Visceral disease (liver or lung) 20% 17% 0 3 T6'me o Sg mptor:azt'c SRI;S(montI;I:) 21 24 Anaemia 16% 18%
acebo . i y i
. Radium-223 6.2% >.5% Number of Subjects at Risk
: __ - BPIl worst pain > 4 42% 43%
Vehicle Cabozantinib Cabozantinib 682 561 426 313 159 62 16 3
1ati 0 0] .
Narcotics within past 24 hours 67% 66% External Beam Radiation Therapy 12% 20% Prednisone 346 254 182 127 70 23 8 1 Asthenia 12% 6.1%
METHODS Bisphosphonates/denosumab 48% o ot ey hovenad o tanonesbseauertherpy
N Median (mo) Stratified Stratified
(Events) (95% CI) HR (95% CI) LR p-value Decreased appetite 8.1% 2.0%
Statistical Methods & Assumptions . 5 6 1 Survival Table 3. Bone Scan R.esponse at Week 12 per Independent Central Review Cabozantinib 682 NE
gaiciasUvClallioHiviva (ITT Population) (139) (NE, NE) 0.62 <0.001
. Pri int: [ Prednisone 346 NE (0.48, 0.81) '
Primary endpoint: overall survival - | e e General physical health . -
-Secondary endpoints: bone scan response, skeletal-related events, e <Ltz LTI S 2 ACLULLC LR deterioration | |
Circulating tu mor Ce”s’ and bone bioma rkers t_>6 SRE rate: 14% Cabozantinib vs. 21% prednisone
ﬁ f E Bone scan response rate* 420/0 30/0 SRE, skeletal-related event; Cl, confidence interval; HR, hazard ratio; NE, not estimable; LR, log-rank test
- Stratification factors 5 0.8
. . \ . ‘o , | S - Diarrhoea 7.3% 1.5%
Q =07
_ Baseline pain severity (wor in rief Pain Inventory [BPI] Item 3; 3 - . .
a:e < pa> 4)se erity (worst pain by Brief Pa entory [BPI] Item 3; S 0 4 Stratified CMH test p-value <0.001 -CTCs: conversion from = 5 at baseline to < 5 on treatment
< 4versus 2 S, V47 Nausea 6.9% 2.0%
= 220 .. 0 :
¢ ) £ Duration of response 33% cabozantinib vs. 6% prednisone
Schimmoller et al., Mol Cancer Ther (2011) 10: A233 N ECOG per Ormance Status (O 1 Versus 2) -g (monthS) 58 18 . .
" ' , o , S 021 __ cabozantinib -Bone biomarkers (best change from baseline)
-Sample size: 960 (640 cabozantinib; 320 prednisone) £ — Prednisone BSAP: 110% i 11% predni oot surd 70, ;
I I I o 95% Cl (months) 5.5,8.3 0.6, not estimable = . 0 CalbOZantinio Vs. o predanisone and-toot syndrome /70
Phase 2 Observations in >300 mCRPC Patients -Assumed OS of 9.2 months for cabozantinib arm; 7 months for 0-00 : : : " e A o o i ( ) | ) NT 1249 fini 0 g dni
. . i : : . = X o CabOozantinip Vs. o prednisone
Bone effects: hlgk; ;ate of bone scan resolution and reduction of prednisone arm Overall Survival (months] ST . 0% . o o n o P -
I , . . Number of Subjects at Risk — . .
bone biomarkers _ COU-AA-301: time from end of treatment to median OS = 7 months X: +12% cabozantinib vs. 0% prednisone Vomiting 5.6% 2.3%
. 1 . 1 1 1 1 1 - . . . Cabozantinib 682 616 504 392 183 74 16 2 PrO rESSive bone scan 100/ 370/ CTCs, circulating tumor cells; BSAP, bone-specific alkaline phosphatase; CTx (NTx), C-terminal (N-terminal) cross-linked telopeptides of type | collagen
Soft tissue effects: objective response and significant progression-free .90% power to detect 25% reduction in risk of death (HR=0.75), e o 1w ", ) X g 0 0 9 i phosp pepides of type  collag
survival benefit/ 2-sided type 1 error = 0.05
- — V. Not evaluable 28% 31% SAFETY
. I I ' ics? . . : Bone pain 5.1% 6.7%
Improvement In paln and redUCtlon8Of narCOtICS o 578 events reqUIred for prlmary anaIySIS N Median (mo) Stratified Stratified * Bone scan response = 230% reduction in bone scan lesion area by central review (Brown et al. Nuc/ Med Commun 2012) p i i
o Red uction in Circulating tu mor Ce”S . . . . (EVGI‘ItS) (95% C|) HR (95%) Cl) LR p-va|ue CMH, Cochran-Mantel-Haenszel; IRF, independent radiology review facility; ITT, intent to treat.
- Single interim analysis planned after 386 events (67% of events)
- Activity observed in patients heavily pretreated with docetaxel . . . . Cabozantinib 682 11.0 .
, , ’ - Sequential testing and alpha spending function used to control | (403) (10.1, 11.6) 0.90 0.213 : — : : Table 4. Safety: Exposure and Dose Reductions
abiraterone, and/or enzalutamide®? type ! error Prednisone (Zﬁ ) o 09.181 : (0.76, 1.06) Figure 7. Progression-Free Survival (Investigator Assessed) CONCLUSIONS
- Lowest effective dose: 40 mg/day'° Cabozantinib (N =681) Prednisone (N = 342)° g . .
Cl, confidence interval; HR, hazard ratio; LR, log-rank test 1 0_ ® CabOzantlnlb dld nOt Slgnlﬁcantly Improve OS (HR 0.90, p=0.21)
Figure 2. Bone scan images RESULTS - Cabozantinib N r%dol?]?hcguratlon of exposure o 2.62 . o 462,%64) in men.W|th MCRPC and disease pr.ogressmn despite prior docetaxel
0.8- FUEL LT (95% CI)® e il and abiraterone and/or enzalutamide
o O
Figure 6. Subgroup Analyses o -Subgroup analyses suggest larger OS improvement in men with
Figure 4. Patient Disposition - S 4 “ Median percent dose : J P Y gg. J : P
© 06- intensity of cabozantinib / 75% 100% visceral metastases or prior cabazitaxel
= placebo
: N = -Cabozantinib was associated with significant improvements in
Randomized (2:1) N=1028 oS 0@ T 0.4- : J P :
\ & & S Experienced = 1 dose 0% 13% bone scan response, PFS, time to first SRE, CTC conversion, and
2 & = reduction :
&L - bone biomarkers
2 QS 0.2-
Cabozantinib N =682 Prednisone N =346 S : - | . | - | : : : : :
Region Australia | 35 27 e i Hazard Ratio and , b Duronfexposrec ore of decion todsconme Sy tostment Dol b dos s 1/ 19 e abosanil sy popien -Observed safety profile is consistent with prior studies
‘ | Europe 528 256 I P 95% Confidence Interval I — C Percent dose intensity of cabozantinib = 100 x (Average daily dose mg/day) / (60 mg/day)
North America | 119 63 = > (unstratified) 0.0 : : : ' ' ' ' '
Continuing treatment 9% Continuing treatment 9% Brior Cabazitaxel No | 421 214 E. L 3 2 . e U U < 2k
Discontinued treatment 91% Discontinued treatment 95% rior Labazitaxe ° : o _ _ Duration of PFS (months) :
Progressive Disease 100% Progressive Disease o Yes | 261 132 . : Number of Subjects at Risk Table 5. Safety Overview
Adverse Event 339% Adverse Event 12% Baseline Pain Severity <4 389 196 —e : Cab tinib 682 353 153 20 21 10 3 1 REF ERENCES
Clinical deterioration 33% Clinical deterioration 38% =4 | 284 148 | .: Pa doz-an N 346 90 29 9 4 1 0 0 Cabozantinib (N = 681) PrednisoneiiNi=i242)
Subject withdrawal 3% Subject withdrawal 4% Baseline ECOG 0-1 | 605 303 —e— rednisone | | . | o |
Investigator decision 1% Investigator decision 2% 2| 76 43 ’ .- Adverse events — any grade 100% 97% ééarﬁiirﬁ”‘i'ﬁgﬂcférf?gﬁ? 210345?2;2%50&7? Eﬁ’?ﬁ?ﬁs,zzo&ﬁfi.“'og. gﬁﬂﬁéﬁﬁ?%lfnog)ilcgi,g?)li ?,C,-llg. l(\:/lanscrirltiesetz ol Clin Oncol, 2014
. . M4 4 0) ] B H
8!{(:\ not receive treatment 8.?2? CD)L?]Q:)t recelve treatment 8.2(;0 Visceral Metastases No | 510 288 e : y T — — Ny s . 9.E. Basch, et al., Eur Urol, 2015; 10.R. Lee, et al., Clin Cancer Res, 2013
er 170 o Yes | 133 58 = ® ; verse events — grade 3/4 /1% 56%
: (Events) (95% CI) HR (95% CI) LR p-value
Baseline LDH < ULN 353 188 | *—
| >ULN | 325 158 —e— Cabozantinib 682 5.6 Serious adverse events 62% 53% AC KN OWLEDG EM ENTS
. . . . Missing | 4 o0 _ _ ] _ _ (375) (5.5, 5.6) 0.48
Included in ITT analysis n =682 Included in ITT analysis n =346 ; ; ; ' : 0.40 057 <0.001 . . .
Included in safety analysis n = 680 Includedlinsafety analysis n =343 Gy O Ut W A Prednisone o oo (0.40, 0.57) Discontinued due o 230 - We are grateful to all of the COMET-1 patients and their caregivers, and to
Duration of exposure (mo) 4.6 Duration of exposure (mo) 2.8 favors cabozantinib favors prednisone adverse even all the prlnCIpaI InVGStlgatOrS who partICIPated in this StUdy.
Baseline FO"OW'UP ITT, intent-to-treat LDH, lactate dehydrogenase; ULN, upper limit of normal cl confidence interval R, hazard rato; [T ntent-to-treat; L log-rank test PFS, progression-free survval D|ed < 30 dayS Of IaSt dose 1 6% 1 3%
Graphic design assistance was provided by Price Watkins Media, and funded by Exelixis.

Presented at the Genitourinary Cancers Symposium; February 26-28, 2015; Orlando, Florida



