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Table S1 Treatment-Emergent Adverse Events by System Organ Class

	Daily Dose KX2-391
	40 mg
(N = 1)
	80 mg
(N = 2)
	120 mg
(N = 8)
	140 mg
(N = 12)
	160 mg
(N = 1)
	Total
(N = 24)

	
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)
	n (%)

	Subjects experiencing any TEAE
	1 (100.0)
	2 (100.0)
	8 (100.0)
	12 (100.0)
	1 (100.0)
	24 (100.0)

	Gastrointestinal disorders
	1 (100.0)
	2 (100.0)
	7 (87.5)
	11 (91.7)
	0
	21 (87.5)

	General disorders and administration site conditions
	1 (100.0)
	2 (100.0)
	7 (87.5)
	9 (75.0)
	1 (100.0)
	20 (83.3)

	Metabolism and nutrition disorders
	0
	2 (100.0)
	7 (87.5)
	10 (83.3)
	1 (100.0)
	20 (83.3)

	Respiratory, thoracic, and mediastinal disorders
	1 (100.0)
	2 (100.0)
	7 (87.5)
	6 (50.0)
	0
	16 (66.7)

	Nervous system disorders
	0
	2 (100.0)
	5 (62.5)
	8 (66.7)
	0
	15 (62.5)

	Blood and lymphatic system disorders
	1 (100.0)
	2 (100.0)
	7 (87.5)
	4 (33.3)
	0
	14 (58.3)

	Investigations
	0
	2 (100.0)
	6 (75.0)
	6 (50.0)
	0
	14 (58.3)

	Psychiatric disorders
	0
	2 (100.0)
	5 (62.5)
	6 (50.0)
	1 (100.0)
	14 (58.3)

	Renal and urinary disorders
	0
	2 (100.0)
	5 (62.5)
	6 (50.0)
	0
	13 (54.2)

	Skin and subcutaneous tissue disorders
	1 (100.0)
	2 (100.0)
	4 (50.0)
	5 (41.7)
	1 (100.0)
	13 (54.2)

	Infections and infestations
	0
	2 (100.0)
	5 (62.5)
	5 (41.7)
	0
	12 (50.0)

	Musculoskeletal and connective tissue disorders
	0
	1 (50.0)
	5 (62.5)
	5 (41.7)
	1 (100.0)
	12 (50.0)

	Vascular disorders
	0
	1 (50.0)
	4 (50.0)
	7 (58.3)
	0
	12 (50.0)

	Injury, poisoning, and procedural complications
	0
	1 (50.0)
	5 (62.5)
	5 (41.7)
	0
	11 (45.8)

	Cardiac disorders
	0
	1 (50.0)
	4 (50.0)
	3 (25.0)
	0
	8 (33.3)

	Eye disorders
	1 (100.0)
	0
	2 (25.0)
	2 (16.7)
	0
	5 (20.8)

	Hepatobiliary disorders
	0
	0
	1 (12.5)
	2 (16.7)
	0
	3 (12.5)

	Congenital, familial and genetic disorders 
	0
	0
	1 (12.5)
	0
	0
	1 (4.2)

	Dental and gingival conditions
	0
	0
	1 (12.5)
	0
	0
	1 (4.2)

	Ear and labyrinth disorders 
	0
	0
	0
	1 (8.3)
	0
	1 (4.2)

	Hepatic and hepatobiliary disorders
	0
	0
	1 (12.5)
	0
	0
	1 (4.2)

	Immune system disorders 
	0
	0
	0
	1 (8.3)
	0
	1 (4.2)

	Infections - pathogen unspecified
	0
	0
	0
	1 (8.3)
	0
	1 (4.2)










 
[bookmark: _GoBack]Fig. S1 Mean (± standard deviation) concentration (ng/mL) versus time (hour) following once daily oral administration of KX2-391 stratified by dose, formulation, and tissue type (a) Mean concentration on cycle 1 day 15 (b) Mean concentration on cycle 2 or 4 day 1
BMA Bone marrow aspirate
40 mg solution, Plasma (n=1)	0.0	1.0	2.0	4.0	6.0	1.42	36.4	53.9	24.9	15.8	80 mg solution, Plasma (n=1)	1.73	212.0	133.0	50.7	54.5	120 mg capsule, Plasma (n=5)	3.28664418518342	65.7480037719778	53.83586165373406	58.56893374477633	30.85047811623022	3.28664418518342	65.7480037719778	53.83586165373406	58.56893374477633	30.85047811623022	3.406	205.4	164.4	90.5	49.78	120 mg solution, Plasma (n=1)	2.52	177.0	112.0	51.3	29.6	140 mg capsule, Plasma (n=7)	6.602162344190546	156.0974398069543	87.18944890294918	32.30988349450623	12.95027118671744	6.602162344190546	156.0974398069543	87.18944890294918	32.30988349450623	12.95027118671744	6.161428571428567	276.875	254.0	90.65	51.25714285714285	Time (hour)
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40 mg solution, BMA (n=1)	0.0	1.0	2.0	4.0	6.0	55.7	80 mg solution, BMA (n=1)	0.0	1.0	2.0	4.0	6.0	144.0	100 mg capsule, Plasma (n=1)	0.0	1.0	2.0	4.0	6.0	204.0	201.0	71.0	40.8	100 mg capsule, BMA (n=2)	14.142	14.142	0.0	1.0	2.0	4.0	6.0	134.0	120 mg capsule, BMA (n=2)	49.992	49.992	0.0	1.0	2.0	4.0	6.0	112.65	120 mg capsule, Plasma (n=1)	0.0	1.0	2.0	4.0	6.0	102.0	114.0	43.9	25.6	120 mg solution, BMA (n=1)	0.0	1.0	2.0	4.0	6.0	31.6	140 mg capsule, BMA (n=5)	75.37299999999998	75.37299999999998	0.0	1.0	2.0	4.0	6.0	104.638	Time (hour)
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