Safety and Enhanced Immunostimulatory Activity of the DRD2 Antagonist ONC201 in Advanced Solid Tumor Patients with Weekly Oral Administration
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Supplemental Materials



Supplemental Figure Legends

Figure S1: Ratio of cleaved:total cytokeratin 18 (M30/M65 ELISA assay) in patients treated with weekly ONC201. Patients 1-3 received 375 mg of ONC201 while the remaining patients received 625 mg of ONC201. Each error bar indicates SEM.

Figure S2: Maximum fold change over baseline of immune cytokines and effector molecules in all ONC201-treated patients in the two dosing cohorts (once every three weeks and weekly dosing schedules). Each error bar indicates SEM.

Figure S3: (A) Maximum fold change of serum prolactin levels in the serum relative to baseline when compared to maximum concentration of ONC201 in the serum of the patients treated on a weekly schedule.

Figure S4: Maximum fold induction of caspase-cleaved cytokeratin 18 levels in the serum relative to baseline when compared to maximum concentration of ONC201 in the serum of the patients treated on a weekly schedule.

Figure S5: Timing of maximum fold-induction of immune cytokines and effects. Each dot represents the time when maximum induction was observed for the top five patients who had the highest immune induction.

Figure S6: Serum PSA (ng/mL) of ONC201-treated prostate cancer patients.
Supplemental Figures [image: ]
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Table S1: Treatment-related adverse events (AEs) in patients treated with ONC201 on a weekly schedule. Those AEs attributed that are at least possibly related to the study drug are listed and all are Grade 1.

	No. of Patients
	20

	Nausea
	1 (5%)

	Vomiting
	1 (5%)

	Fatigue
	2 (10%)

	Stomach Pain
	1 (5%)

	Cognitive Disturbance
	1 (5%)

	Tinnitus
	1 (5%)

	Dysgeusia
	1 (5%)




[bookmark: _GoBack]Table S2: Pharmacokinetic parameters for 625 mg of ONC201 after the first dose of cycle 1 and after the first dose of cycle 2 (n = 17).
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Cycle	
  1 Cycle	
  2 Cycle	
  1 Cycle	
  2 Cycle	
  1 Cycle	
  2 Cycle	
  1 Cycle	
  2
Mean 4.29 4.93 34.28 34.37 1.4 1.9 9.8 9.1
SEM 1.9 1.5 21.17 19.43 0.8 1.9 1.9 1.2



T1/2	
  (h)Tmax	
  (h)AUC	
  (h*μg/mL)Cmax	
  (μg/mL)










Cycle	1 Cycle	2 Cycle	1 Cycle	2 Cycle	1 Cycle	2 Cycle	1 Cycle	2

Mean 4.29 4.93 34.28 34.37 1.4 1.9 9.8 9.1

SEM 1.9 1.5 21.17 19.43 0.8 1.9 1.9 1.2

T

1/2

	(h) Tmax	(h) AUC	(h*μg/mL) Cmax	(μg/mL)


