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CUDC-907: Chemically Designed Oral, Dual
Inhibitor of HDAC and PI3K

2 First in class, rationally designed, dual inhibitor of HDAC (class | and Il) and PI13K
(class | a, B, and 6)

2 Potential to overcome drug resistance by suppressing critical oncogenic networks

CUDC-907

5
e £ &
...................... % = S 8
. HDACi S & & 3
 HOHN =N Ac-H3 | W = D &
O>_<\:|\f>_ Ac-Tub — ——
.................................. D-AKT | - ~
Tubulin | — — — —
Isotype 1 2 3 6 10 Alpha Delta Beta Gamma
IC50 (nM) 1.7 5 1.8 27 2.8 19 39 54 311




Proposed Mechanism of CUDC-907
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%Cell Viability

In Vitro Activity of CUDC-907 in Lymphoma
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CUDC-907: Chemically Designed Oral, Dual
Inhibitor of HDAC and PI3K
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Responses in RR DLBCL:
5 MYC+ (3CR, 1PR, 1SD) and 3 DE (1CR, 1PR, 1SD)

50+

CUDC-907 Monotherapy
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Pooled Analysis of DLBCL in Phase 1 and Phase 2:

Baseline Characteristics

Male, n (%) 27 (73) 40 (59) 67 (64)
Caucasian, n (%) 30(81) 59 (87) 89 (85)
Age, median (range) 61 (20-85) 64 (33-93) 64 (20-93)
24 (65) 54 (79) 78 (74)
t-FL, n (%) 13 (35) 14 (21) 27 (26)
Stage, n (%)

K o) 10 (21) 12 (11)
29 (78) 56 (82) 85 (81)
| Unknown 2(3) 8(8)
No. prior treatments, median (range) 4 (2-10) 2 (2-4) 3 (2-10)
ECOG PS, n (%)

35 (95) 62 (91) 97 (92)
ER 2(5) 6 (9) 8 (8)
02 G 22 (32) 45 (43)
EE 10w 46 (68) 60 (57)
20 (54) 46 (68) 66 (63)
19 (51) 21 (31) 40 (38)
14 (38) 20 (29) 34 (32)
Prior SCT, n (%) 12 (32) 11 (16) 23 (22)

MYC-altered disease, n (%) 14 (38) 46 (68) 60 (57) °



Pooled Analysis of DLBCL in Phase 1 and 2 Studies

(0]3{: Median DOR
(ITT) (months)

Population Total Responses

MYC-altered (n = 60) 14 (8 CR, 6 PR) 23.3% 13.6*

Non-MYC-altered (n= 22) 3(1CR, 2PR) 13.6% 14.1
MYC status unknown (n = 2 (2 PR) 8 79 10.8
23)

Total (n = 105) 19 (9 CR, 10 PR) 18.1% 14.1*

*Two MYC-altered responders discontinued early to pursue SCT
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Fimepinostat Combinations of Interest

Preclinical Fimepinostat Drug Combination Data

A._ Efficacv of fimepinostat £ venetoclax in the DOHH-2 DLECL mouse xenograft tumor model

D3 Tuameor daroath TEM e

20
Venstociax 100 72 5s
£

EE

B. Efficacy of fimepinostat £ anti-PD-1 mAb in the A20 B-cell ymphoma tumor model

T %
Doy 13) | (o
Wehicke "

]

il' L] m
anti—FI-1 méb 100 pg 43 Bfg

! = Fimepinostat 100 mpk &0 B2

! & m;. 100 mg/ig — -
anti-F-L mAn +100 g

C. Efficacy of fimepinostat £+ anti-PD-1 mAb in the CT26.WT colon carcinoma model
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Fimepinostat in combination with the
following agents:

—  Venetoclax (DEL, DHL)

— Bendamustine + rituximab (RR DLBCL)

— lbrutinib (Non-GCB DLBCL)

—  Pembrolizumab (HL, PMBCL)
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