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@ Androgen deprivation therapy (ADT) is a standard
treatment for recurrent non-metastatic prostate
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1. Stega et al. A first-in-human study of the novel 5. Evaluating non-hormonal therapy in a phase I

® Tyme2016b (NCT02796898) is a Phase 1b/2,
open-label, dose escalation study to evaluate SM-88.

@ Inclusion Criteria:

® Recurrent non-metastatic prostate cancer, i.e. no
visible disease on CT and bone scans

® All patients had primary curative intent treatment
(see Table 1)

® Rising PSA according to Prostate Cancer
Working Group 3 (PCWG3) criteria

® ECOG score <1, PSA=1 ng/mL
® Males 218 years of age with any testosterone level
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@ All subjects in phase 2 received 230 mg BID of SM-88
orally.

@ Subjects also received oral doses of MPS (The lowest
clinically available doses of repurposed methoxsalen
(10 mq), phenytoin (50 mg), and sirolimus (0.5 mq))
once per day.

® CTCs were determined by a 3rd generation ultra-
sensitive assay using 4 variations including an invasion
enrichment step (LineaRx, Stony Brook NY). CTCs
were sampled on a monthly basis.

® Data presented is as of September 2019.
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® Favorable changes in PSA kinetics including rising values to
stable (non-rising) values were observed in cases with NO
declines in serum testosterone levels (see Figure 2).

® Testosterone levels were generally maintained. Higher
testosterone was not associated with worse outcomes.

® The median duration on therapy was 6.5 months (range 2.6 to
14.0 months).

® Improvement in PSA Doubling Time and CTCs were
demonstrated.

® While on treatment or during follow-up, no metastatic disease
was detected.
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® Favorable effects on PSA and CTC kinetics were observed,
consistent with a favorable treatment effect.

® The adverse profile included only 1 Grade 2 (fatigue) and 1
Grade 3 (hypokalemia) event. The majority were Grade 1 Gl
events, markedly different from standard ADT.

@ Patient-reported overall health, overall quality of life, and sexual
activity were largely retained while on treatment.

® These results suggest a clinically meaningful
prolongation of the castrate free interval in
prostate cancer patients with rising PSA.

® SM-88 can be considered in cases where
testosterone lowering treatments may
compromise function.

® Reductions in CTC number may be a more

informative indicator of benefit than changes in

® SM-88 may provide disease control without the side effects
associated with the ADT standard, delaying the need for ADT or
other systemic therapy.

PSA for further study with SM-88 and other non-
testosterone modifying agents.

® Prospective trials to confirm these results are
planned.
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