Darovasertib with Crizotinib vs Investigator’s Choice as First-Line Treatment for Patients with HLA-A2 Negative Metastatic
Uveal Melanoma (OptimUM-02): A Subgroup Analysis
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Introduction Results Results Results

- Metastatic uveal melanoma (mUM) is a rare disease with a poor Table 1. Baseline Characteristics - PFS results were generally consistent across key subgroups, with most . ORR results in treatment-naive patients from OptimUM-01 were similar to
prognosis Darovasertib 300 mg - Investigator’s Choice favoring darova+criz over control (Figure 2) those observed in OptimUM-02 (Figure 4)
. . : : : : Crizotinib 200 mg (control) P : : : .

- Hlstorlca!ly, mUM has been associated with a.medlan progre§S|on N=210 N=103 . Stratlfle.q PFS subgroup analyses wgre broadly conS|ster1t with the Figure 4. Forest Plot of ORR Results for Key Baseline Characteristics from
free survival (MPFS) of 2.8 months and a median overall survival Age, mean (range) 61.1 (22 - 85) 61.5 (29 - 85) unstratified analysis, with darova+criz generally favored in larger subgroups OptimUM-01 in 1L HLA-A*02:01-agnostic patient population (BICR; unstratified)
(mOS) of ~12 months™-2 Female, n (%) 101 (48.1) 52 (50.5) - For select subgroup categories (i.e., LDH =2 x ULN, target lesion =8 cm, and o

- GNAQ/11 mutations, detected in >95% of UM tumors, activate ECOG extrahepatic-only metastases), the small number of participants resulted in L - s
downstream PKC signaling, which has emerged as a promising (1) 14682 (27273 ) ?g (613451'2) wide 95% confidence intervals that included the null value, limiting the 2] : meCi
therapeutic target, particularly given the limited efficacy of standard LDH at Baseline _n (%) ' ' interpretation of treatment effect estimates in these categories 23 —= : ; et en e
melanoma treatments in mUM3-+4 < ULN ’ 120 (57 1 62 (60.2) _ _ - o | . | 350084592

: L . = (57.1) - Figure 2. Forest Plot of PFS Results for Key Baseline Characteristics ' ’ | —
- Darovasertib, a first-in-class, oral, targeted PKC inhibitor, has shown > ULN - < 2x ULN 65 (31.0) 29 (28.2) BICR- ratified )6 e 7.1 o . : ) | _
promising results with the MET inhibitor crizotinib (darova+criz)>’ 2 2x ULN 25 (11.9) 12 (11.7) ( , UnStratilie ) Hoard Rt 95%C) | o : . e
' . . . Control at Baseline . n (%) sUBGROUP Daroz::tgrlifgt:ntrol | Darova+Criz — Control Geo;raphicnegim 16,3 I . | 18.8( 4.0, 45.6)
- Darova+criz demonstr rior effi with man | fi . S i 042 031,050 | . | 70194570
arova+criz demonsrated superior efficacy with manageable safety Ipilimumab + Nivolumab 158 (75.2) 79 (76.7) L] e = = =
vs investigator’s chc?lce (contr.ol) aggnts in patients with Pembrolizumab or Dacarbazine® 52 (24.8) 24 ( 23.3) s | 500055 10 s ! . B e
HLA'A*0201 'negatlve mUM 18] OptlmUM'028 Time Since First Metastatic Dx (year) E;r:w:irvlgaca 15528.'274Q =}——‘§—| i 3'33532%32233 Siteafegaet?gsoti}:s 27,8 | } ° 5| | 296 (13.8,50.2)
. Here, we present efficacy results from OptimUM-02 across subgroups Median (Range) _ _ 0.18 (0.0 -8.1) 0.19 (0.0 - 4.6) " e 0 N o0 02 ittt e a — . - r e
defined by key baseline characteristics, including historically difficult to C;ztcz;(f)rl;argest Metastatic Lesion o5 5 e L R 0 ’ SeesiFosponiars N oo
treat pOPUIanonS (eg, h|gh base“ne LDH, extra-hepatIC d|Sease, or <3cm 119 ( 567) 67 ( 650) ::Eg‘iﬁn::e " 20 = : byt ECOG, Eastern Cooperative Oncology Group. LDH, lactate dehydrogenase. ULN, upper limit of normal.
large lesions) 3.1-8.0cm 73 (34.8) 31 (30.1) : Pt . i 040021, 107)
>28.0cm 18 ( 8.6 5049 S en o 74, 36 - : 043 (0.25,0.75) i
Non-USA 136, 67 e | 0.42 (0.28, 0.63)
Methods Metastatic Sites, n (%) s o L LT oo 0nn Conclusions
Hepatic Disease Only 127 ( 60.5) 65 (63.1) S | — 1 035 000, 059 Buildi th iti I Its f
. OptimUM-02 is an open-label study of HLA-A*02:01 negative first-line Extrahepatic Disease Only 1( 5.2) 7(6.8) TS me b | |1 | omonos * Bbullding on the positive overall results frrom
: : Hepatic and Extrahepatic Disease 72 (34.3 31 ( 30.1 e Bme e | IHEEE e : tA A
mUM patlents (Flgure 1) PriorpOIigometastaticp.directed ( ) ( ) 0’1 Favors Darovasertib + Crizotinib : Favors Control 1I0 OptImUM-Oz, ORR and PFS flndlngs genera”y
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Flgure1 OptImUM 02 StUdy DeSIQn \Surgery, n (%) ( ) ( ) *Unstrati_fied: Subgroup haze_\rd ratios were estimatedfromasingIeC_o_xproportionaI hazards mode! including_treatment_, subgroup, and t_reatment-by-subgroup int_e_raction favored darova+Cr|Z acrOSS a broad range Of
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07 negate vestiaators cnotes conron: T months for IC (1.8, 4.2); HR:0.42, p<0.0001 (Table 2) B the darova+criz and IC groups, respectively (Table 2) with findings from the broader metastatic
- e FE, s - Results were generally consistent for stratified and unstratified analyses - Tumor response, as assessed by ORR, generally favored darova+criz OptimUM clinical
3. Dacarbazine Primary: Overall Survival (ongoing) , . , Im C In ICa ro ram
Table 2. Subgroup Efficacy Results (BICR; stratified) across subgroups (Figure 3) P Prog
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