SM08502, a novel, small-molecule CDC-like kinase (CLK) inhibitor,
demonstrates strong antitumor effects and Wnt pathway inhibition
In castration-resistant prostate cancer (CRPC) models
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Disclaimers

« This presentation is not intended to provide a comprehensive overview of all studies using
SM08502

« SM08502 is an investigational compound currently in clinical trials; SM08502 has not been
approved by the U.S. Food and Drug Administration (FDA) or any other pharmaceutical
regulatory authority, and no conclusions can or should be drawn regarding the safety or
effectiveness of the product candidate

« While the complete mechanism of action (MOA) of SM08502 is unknown, further
Investigation is being conducted. All of the MOA information is based on nonclinical data
and the relationship to clinical benefit is unknown

« This presentation is intended as a scientific exchange of medical information, is provided
for educational purposes only, and is not intended for any promotional purpose or to offer
medical advice



Development of therapies that overcome ARSI resistance
In CRPC Is an unmet medical need
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SMO08502 is a potent CLK inhibitor that inhibits Wnt S|gnal|ng *g MC'R,?,;,:“&%

In vitro
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TOPflash Wnt Reporter Assay Kinase Dendrogram for SM08502
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MOA of SM08502 for Wnt pathway inhibition - &=
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Elevated expression of CLK1/2 was associated with 23 MC'R,‘”,";,,,G

poorer survival in prostate cancer |
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SMO08502 inhibited viabllity of prostate cancer cell lines
regardless of subtype

Cell lines Mutations
CRPC PC3 AR-, TP53-/-, PTEN-/- 0.237
CRPC DU145 AR-, PTEN+/-, TP53 0.377
CRPC 22Rv1 ARV7 0.191
Hormone-sensitive LNCAP PTEN -/- 0.329
Hormone-_sensitive VCaP P53 0.462
(partial)

CRPC: Castration-resistant prostate cancer, AR: Androgen receptor, ARV7: Splice variant 7 9



SM08502 inhibited SRSF phosphorylation in CRPC cell lines &=
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SMO08502 inhibited Wnt pathway-related gene expression K Annm
In CRPC cell lines
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SM08502 inhibited Wnt pathway-related protein expression AAGR it /4
iIn CRPC cell lines
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SM08502 decreased AR and ARV7 expression in the e 0 a
22Rv1 prostate cancer cell line |
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SM08502 demonstrated strong antitumor activity in a

SOC-resistant 22Rv1 xenograft model
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[l Vehicle
@ Abiraterone 75 mg/kg none
Enzalutamide 30 mg/kg 12%
| SM08502 6.25 mg/kg 12%
B SM08502 12.5 mg/kg 35%
B SM08502 25 mg/kg 73%
22Rv1 tumor growth

PO QD dosing; Mean tumor volume + SEM; n=6 per group; *P<0.01 vs. vehicle
All treatments were tolerated (mean bodyweight loss <5%)

SOC: Standard of care 14
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SM08502 demonstrated strong antitumor activity in a ,‘}? MC'RY'"g,mﬁ"éé‘i
SOC-resistant PTEN-/- xenograft model of CRPC
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SMO08502 potently inhibited tumor growth and appeared more
efficacious than docetaxel in a xenograft model of CRPC
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* In vivo, SM08502 (25 mg/kg) demonstrated strong antitumor effects in CRPC xenografts
« SM08502 has the potential to provide clinical benefit to patients with treatment-resistant CRPC

* A Phase 1 study of SM08502 in subjects with advanced solid tumors is ongoing (NCT03355066)
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