Supplementary Table S7. Treatment-emergent, treatment-related adverse events experienced by 10% of patients by severity (safety analysis set) 
	Patients with MedDRA preferred-term AE, n (%)
	Treatment-naive cohort
(n = 61)
	Previously treated cohort 
(n = 45)
	Total population
(N = 106)

	
	All grades
	Grade 3/4
	All grades
	Grade 3/4
	All grades
	Grade 3/4

	Any AE
	57 (93.4)
	34 (55.7)
	44 (97.8)
	19 (42.2)
	101 (95.3)
	53 (50.0)

	Neutropenia
	36 (59.0)
	12 (19.7)
	21 (46.7)
	10 (22.2)
	57 (53.8)
	22 (20.8)

	Diarrhoea
	29 (47.5)
	5 (8.2)
	20 (44.4)
	1 (2.2)
	49 (46.2)
	6 (5.7)

	Leukopenia 
	25 (41.0)
	4 (6.6)
	21 (46.7)
	3 (6.7)
	46 (43.4)
	7 (6.6)

	Hand-foot syndrome
	19 (31.1)
	5 (8.2)
	14 (31.1)
	2 (4.4)
	33 (31.1)
	7 (6.6)

	Thrombocytopenia
	18 (29.5)
	6 (9.8)
	14 (31.1)
	2 (4.4)
	32 (30.2)
	8 (7.5)

	Fatigue
	18 (29.5)
	1 (1.6)
	10 (22.2)
	0 (0.0)
	28 (26.4)
	1 (0.9)

	Dysgeusia
	13 (21.3)
	0 (0.0)
	11 (24.4)
	0 (0.0)
	24 (22.6)
	0 (0.0)

	Nausea
	9 (14.8)
	0 (0.0)
	13 (28.9)
	1 (2.2)
	22 (20.8)
	1 (0.9)

	Hypertension
	14 (23.0)
	4 (6.6)
	7 (15.6)
	2 (4.4)
	21 (19.8)
	6 (5.7)

	Stomatitis
	13 (21.3)
	2 (3.3)
	6 (13.3)
	1 (2.2)
	19 (17.9)
	3 (2.8)

	Dyspepsia
	5 (8.2)
	0 (0.0)
	11 (24.4)
	0 (0.0)
	16 (15.1)
	0 (0.0)

	Headache
	7 (11.5)
	0 (0.0)
	6 (13.3)
	0 (0.0)
	13 (12.3)
	0 (0.0)

	Asthenia
	7 (11.5)
	0 (0.0)
	5 (11.1)
	2 (4.4)
	12 (11.3)
	2 (1.9)

	Anaemia
	5 (8.2)
	0 (0.0)
	6 (13.3)
	2 (4.4)
	11 (10.4)
	2 (1.9)

	Epistaxis
	6 (9.8)
	0 (0.0)
	5 (11.1)
	0 (0.0)
	11 (10.4)
	0 (0.0)

	Decreased appetite
	7 (11.5)
	0 (0.0)
	3 (6.7)
	1 (2.2)
	10 (9.4)
	1 (0.9)

	Rash
	7 (11.5)
	0 (0.0)
	3 (6.7)
	0 (0.0)
	10 (9.4)
	0 (0.0)

	Abdominal pain
	7 (11.5)
	0 (0.0)
	2 (4.4)
	0 (0.0)
	9 (8.5)
	0 (0.0)

	Mouth ulceration
	4 (6.6)
	0 (0.0)
	5 (11.1)
	0 (0.0)
	9 (8.5)
	0 (0.0)

	AST increased
	4 (6.6)
	1 (1.6)
	5 (11.1)
	1 (2.2)
	9 (8.5)
	2 (1.9)

	Skin exfoliation
	8 (13.1)
	0 (0.0)
	1 (2.2)
	0 (0.0)
	9 (8.5)
	0 (0.0)

	Abdominal pain upper
	3 (4.9)
	0 (0.0)
	5 (11.1)
	0 (0.0)
	8 (7.5)
	0 (0.0)

	Hypocalcemia
	2 (3.3)
	0 (0.0)
	6 (13.3)
	0 (0.0)
	8 (7.5)
	0 (0.0)

	Proteinuria
	3 (4.9)
	0 (0.0)
	5 (11.1)
	1 (2.2)
	8 (7.5)
	1 (0.9)

	Alopecia
	7 (11.5)
	0 (0.0)
	1 (2.2)
	0 (0.0)
	8 (7.5)
	0 (0.0)

	ALT increased
	2 (3.3)
	1 (1.6)
	5 (11.1)
	0 (0.0)
	7 (6.6)
	1 (0.9)

	Myalgia
	0 (0.0)
	0 (0.0)
	7 (15.6)
	0 (0.0)
	7 (6.6)
	0 (0.0)

	Dizziness
	2 (3.3)
	0 (0.0)
	5 (11.1)
	0 (0.0)
	7 (6.6)
	0 (0.0)

	Hypophosphatemia
	1 (1.6)
	1 (1.6)
	5 (11.1)
	2 (4.4)
	6 (5.7)
	3 (2.8)

	Hair colour changes
	0 (0.0)
	0 (0.0)
	6 (13.3)
	0 (0.0)
	6 (5.7)
	0 (0.0)

	Patients were counted once at the highest CTCAE grade on-study. TEAEs were all serious and non-serious AEs that occurred for the first time on or after the first day of study treatment. Events that were continuations of baseline abnormalities were considered TEAEs only if there was an increase in grade over baseline. CTCAE v3.0 was used. Maximum CTCAE grade was defined as the maximum CTCAE grade value for the specific preferred term. MedDRA coding dictionary was applied. AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities 19.0; TEAE, treatment-emergent adverse events.


[bookmark: _GoBack]
