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EZH2 “Writer” Activity Suppresses Gene Transcription Platelet Count Change Treatment Duration by Dose Level

Polycomb Repressive Complex 2 (PRC2) Broad Implications in Cancer e ) CPI-0209Dose | _N__ = 7o Change in Platelets from Baseline to End of Cycle 1 by Cohort
Enrolled 41 ) 50 mg 4 3 ¥ A A A A A -
Activating mutations Ongoing® 9 (22) 137.5 mg 6 R - A A =
Discontinued 32 (78) 187.5 mg 6 = -10- F - #
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DI’U re Si stance The Safety Analysis Set is defined as all patients who received any amount of study drug % Change z
g The Efficacy Analysis Set is defined as all patients who received the study drug and had at least 1 ] O 375 mg
post-baseline tumor assessment A dose dependent platelet count decrease was observed that was manageable and reversible T
*1 patient (375 mq) — treatment not started as of 09Mar21 Ox
EZ(Ij—IZ trimethylates hlstor]e I_-I3 at lysine 27 an) Tumor immunity Summary of TEAEs by Dose Cohorts = |
and suppresses transcription DO Baseline Demographics and Disease Characteristics ~f = Treatment ongoing
EZH2i — enhancer of zeste homolog 2 (EZH2) inhibitor * 43% of pts had at least 1 > Grade 3 TEAE; these occurred at 25% in dose-cohort 50 mg; 50% in R
Safety Analysis Set (N=40) 100 mg, 137.5 mg, and 187.5 mg; 75% in 275 mg, and 57% in 375 mg dose cohort ,_ > o % Mesothelioma patients
: _ _ Mean (SD) or n (%) or Median (Min, Max) e 28% of pts had _at least 1 serious AE; these occurred at 1_4% in 375 mg, 33% in 100 mg _and | z X BAP1 loss [local testing]
CPI1-0209: Durable and Complete Tumor Regression in Xenograft Model Total (N — ’ 137.5 mg, 50% in 187.5 mg, and 75% in 275 mg; no pts in 50 mg and 225 mg had a serious AE »
Age (years) 64 (11) * 68% of pts had at least 1 TEAE considered possibly related to CPI-0209 <O A
H3K27me3 and Efficacy Caraler — TEAEs considered possibly related in more than 2 pts were anemia, diarrhea, nausea, vomiting, fatigue, SD
Male/Female 17 (43)/23 (58) platelet count decrease, dysgeusia, and alopecia © PR
HT1376 ARID1A Mutant Bladder Cancer Xenograft Model Time since initial diagnosis (days) 925 (88, 9159) e 3 pts experienced Grade 4 TEAEs ¢ PD
A B Cancer Type — Worsening lipase increased (137.5 mg), lung infection (275 mg), and thrombocytopenia (375 mg)
1601 = Vehicle (PO QD) 30004 ~ & \ég;igg 0(5075@[)) e PO D Ovarian cancer 7 (18)
140 " CPI-0209 75 mg/kg PO QD from D1-13 _ ) (75 mo/kg ) Mesothelioma 6 (15) CPI-0209 Pharmacokinetics in Patients Exhibit Durable Exposure and Half-Life of ~8 hrs 5 3 4 5 6 7 3 9 10 11 19
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S E 80 2 1900~ Endometrial cancer 2 (5) E 1000 E 1000 —=— 100 mg
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-~ I 0 B I D __ 0% TG Prior lines of cancer therapies 52 32 .
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Days Post Treatment Start (Days Post Dose Suspension) Time (Day) 3 12 (30) Q <
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* Significant reduction (>90%) of global H3K27me3 levels 4 mesothelioma patients had BAP1 loss 0 4 8 2 (Ho1u6:‘s) 20 24 28 0 4 8 2 16 20 24 28
e Reduction of H3K?27me3 maintained for days after dose suspension TOther — bladder cancer, cholangiocarcinoma, gastric cancer, melanoma, prostate cancer, tonsil carcinoma, and uterine carcinoma ime (Hours)
» Tumor regression seen with 75 mg/kg QD dosing * Plasma concentrations increase with increases in dose
. . e Estimated mean half-life ~8 hrs (range 4-11 hrs)
* Long residence time Summary of Treatment Emergent Adverse Events

e Exposure is durable over time
* Increased potency — Accumulation after 1 cycle ~10-50% across cohorts, consistent with estimated half-life
» Sustained target engagement allows for QD dosing NI e el el ey © CPI-0209 was generally well tolerated — Trough concentrations are stable, no evidence for net autoinduction

TEAES' e 37 pts (93%) reported at least 1 treatment-
emergent adverse event (TEAE)

CPI-0209 Reduces H3K27me3 in Monocytes
Hematological Events e 17 pts (43%) reported at least 1 >Grade 3 TEAE

Thrombocytopenia? 11 (28) 2 (5) — Reported in >2 pts were thrombocytopenia,
anemia, abdominal pain, pneumonia, amylase 1,

CPI-0209 Impact on H3K27me3 in Monocytes in Patients

ST U DY D ES I G N Anemia 8 (20) 2 (5) AST 1, ALP 1, pulmonary embolism, and back pain © 0
Non-hematological Events * 1 dose-limiting toxicity (DLT) (Grade 4 2 2 -20- » Comprehensive target engagement was
Gastrointestinal Events thrombocytopenia) was reported by 1 pt from 375 mg % 5 0. observed after 7 days of treatment within the first
: £m
: : Diarrhea 11 (28) 0 dose cohort | 52 -60- cycle at all dose levels in monocytes
Phase 1 - Escalation Phase 2 - Expansion at RP2D* (350 mg QD) N 9 (23) 0 °9 gts St_23%) r_eE[>ortedtTEAEs leading to CPI-0209 dose 28 L\ ] e CPI-0209 reduces H3K27me3 over 90% in
. . reduction or interruption ¢ o . L . . . . . .
Monotherapy - Advanced Tumor Monotherapy Abdominal pain 6 (19) 2 (5) _ Grade 2 diarrhea (2F))and Grade 3 anemia (1) 5 5 -100- - w w £ & monocytes at doses >100 mg  Diagnosed with biphasic mesothelioma BAP1 bi-allelic mutation and IHC negative
. = v
3+3 Design Disease-Specific Cohorts Other Non-hematological Events were related TEAEs leading to dose interruption S 1201 . . . . , ,  Patient had rapid progression through 2 prior lines of therapy
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Dose Level 7 Asthenic conditions* 11e8) 0 n 3 ptso | e " pese 0 TRTE SRS * Partial response after 4 cycles (225 mg QD), confirmed at cycle 5
s | Dysgeusia 8 (20) 0 ° 4.pts (1 O %0) reported TEAEs leading to CPI-0209 Change of H3K27me3/total H3 ratio at cycle 1 day 8 (C1D8) compared to
: Urothelial Carci Lymphoma (either B-cel Alopecia 5 (15) 0 discontinuation paseline (C1D1)
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Carcinoma Mesothelioma A

(ARID1A mutant)

Dose Level 4 (BAP1 loss)

e Comprehensive target engagement as assessed by global reduction in H3K27me3 levels was

187.5 - . .
- observed within the first cycle after 7 days of treatment at all dose levels in monocytes

TEAEs Occurring in 215% Overall by Dose Cohorts Decreased —

N=510

Dose Level 3 Endometrial Carcinoma Metastatic Castration i — - - - -
137.5 mg (ARID1A mutant) Resistant Prostate Cancer CPI-0209 | CPI-0209 | CPI-0209 | CPI-0209 | CPI-0209 | CPI-0209 | CPI-0209 | Overall B B [ ” C  CPI-0209 increased the expression of PRC2-controlled gene sets in whole blood in an
TEAEs 137.5mg | 187.5mg | 225 mg Total . -Log10(P Value) exposure-dependent manner
Dose Level 2 (N=6) (N=6) (N=7) (N=40) = _ g"" S R S _ o ,
100 mg “RP2D - recommended Phase 2 dose Total Pationts with o : ki * CPI-0209 pharmacokinetics in patients exhibit durable exposure and a half-life of ~8 hrs
ola datients wi o o nerease = — 20-50 :12;2 Dodd Nasopharyngeal Carcinoma UE

at least 1 TEAE 3(7o%)  6(100%) 6 (100%) 6(100%) — 6(86%) 4 (100%)  6(86%) 37 (93%) e - Hony At TSt i * CPI-0209 showed a manageable safety profile with dose dependent thrombocytopenia
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J Thrombocytopenia’ 0 1 (17%) 0 2(33%)  2(29%)  2(50%) 4(57%) 11 (28%) = - g * There was 1 DLT in 375 mg cohort (Grade 4 thrombocytopenia)
. 0 0 0 — = = 200 0.00 Perez TP53 Targets ]
Dlarhea 1(20%) 1(17%) - 1{r%)  4(Grk)  1(25%) 3(43%)  11(28%) - = S e e The MTD has not been reached. The RP2D was chosen as 350 mg QD based on collective
* Phase 1 primary objective is to determine the maximum tolerated dose (MTD) and/or RP2D of CPI-0209 Asthenic conditions 0 1 217 ;’; 1 217 of’; 3(80%) 4 (57%)  1(25%) 1(14%) 11 (28%) 829852598385933359838383¢ " Log10 AUG Exposure of GID1 safety assessments
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In patients with advanced tumors
| A | o | | | Anemia 0 0 1(17%) 3 (50%) 0 1(25%)  3(43%) 8 (20%) - - i - o ' ' i >
« Phase 2 primary objective is to evaluate the antitumor activity of CPI-0209 in patients with oyeqeusia - - 7o - T T T * RNAseq analysis of patient whole blood (Day 1 vs 22) identified expression changes on 1913 genes Of the 4 BAP1 loss mesothelioma patients, 1 patient had a durable PR and 2 had SD >2 months
selected tumors Abdominal oa ! (25, " (17 (179 > (339 (14, ) ) 5 (159 — 1403 up-regulated genes and 510 down-regulated genes
ominat pain (25%) (17%) (17%) (33%) (14%) (15%) » Expression changes of CPI-0209 up-regulated genes correlate with exposure in plasma

Alopecia 0 1(17%) 0 1(17%) 3 (43%) 0 1(14%) 6 (15%)

e Up-regulated genes are mechanism-related: gene set enrichment analysis of up-regulated genes identified PRC2

'Includes TEAE thrombocytopenia and platelet count decrease related gene sets

Includes TEAEs of fatigue and malaise



