Supplementary Table S6. PFS, OS, and incidence of AEs of special interest below and above median trough total drug concentration (pharmacokinetics population; all grades)
	Cycle, Day:
	Treatment-naive cohort
	Previously treated cohort
	Total population

	
	C1 D15
(n = 29a/
30b)
	C2 D1
(n = 28a/
29b)
	C3 D1
(n = 27)
	C1 D15
(n = 21a
/22b)
	C2 D1
(n = 21a/
22b)
	C3 D1
(n = 20)
	C1 D15
(n = 51)
	C2 D1
(n = 50)
	C3 D1
(n = 47)

	Median PFS (95% CI), months

	<Median trough 
	13.2 
(5.6–18.2)
	7.4 
(3.9–16.7)
	12.9 
(5.6–16.8)
	13.0 
(7.4–18.4)
	13.0 
(8.9–18.4)
	14.7 
(8.9–22.1)
	13.2 
(8.9–18.2)
	13.0 
(7.4–16.7)
	13.2 
(8.9–16.7)

	≥Median trough 
	16.7 
(7.4–25.4)
	16.7 
(11.0–NE)
	16.7 (11.0–NE)
	14.5 
(10.2–37.9)
	14.9 
(9.2–22.9)
	14.5 
(9.2–37.9)
	16.7 (10.9–25.4)
	16.7 
(11.0–25.4)
	16.7 
(11.0–37.9)

	Median OS (95% CI), months

	<Median trough 
	NE 
(28.9–NE)
	 NE 
(33.0–NE)
	NE 
(28.9–NE)
	NE 
(22.6–NE)
	33.8 
(18.3–NE)
	33.8 
(20.3–NE)
	33.0 
(22.6–NE)
	NE 
(28.9–NE)
	38.0 
(28.9–NE)

	≥Median trough 
	NR
	NE 
(28.5–NE)
	NE 
(28.5–NE)
	NE 
(37.8–NE)
	37.8 
(20.3–NE)
	37.8 
(26.3–NE)
	NE 
(37.8–NE)
	37.8 
(28.5–NE)
	37.8 
(28.5–NE)

	Nausea
	
	
	
	
	
	
	
	
	

	<Median trough 
	4 (13.8)
	5 (17.9)
	5 (18.5)
	5 (23.8)
	4 (19.0)
	3 (15.0)
	9 (17.6)
	9 (18.0)
	8 (17.0)

	≥Median trough 
	3 (10.0)
	2 (6.9)
	1 (3.7)
	2 (9.1)
	3 (13.6)
	4 (20.0)
	5 (9.8)
	5 (10.0)
	5 (10.6)

	Vomiting
	
	
	
	
	
	
	
	
	

	<Median trough 
	2 (6.9)
	2 (7.1)
	2 (7.4)
	3 (14.3)
	1 (4.8)
	0
	5 (9.8)
	4 (8.0)
	2 (4.3)

	≥Median trough 
	1 (3.3)
	1 (3.4)
	1 (3.7)
	0
	2 (9.1)
	3 (15.0)
	1 (2.0)
	2 (4.0)
	4 (8.5)

	Diarrhoea
	
	
	
	
	
	
	
	
	

	<Median trough 
	8 (27.6)
	7 (25.0)
	7 (25.9)
	8 (38.1)
	6 (28.6)
	7 (35.0)
	17 (33.3)
	15 (30.0)
	13 (27.7)

	≥Median trough 
	8 (26.7)
	9 (31.0)
	7 (25.9)
	5 (22.7)
	7 (31.8)
	6 (30.0)
	12 (23.5)
	14 (28.0)
	14 (29.8)

	Fatigue
	
	
	
	
	
	
	
	
	

	<Median trough 
	4 (13.8)
	7 (25.0)
	6 (22.2)
	6 (28.6)
	6 (28.6)
	5 (25.0)
	10 (19.6)
	14 (28.0)
	11 (23.4)

	≥Median trough 
	9 (30.0)
	5 (17.2)
	5 (18.5)
	6 (27.3)
	6 (27.3)
	7 (35.0)
	15 (29.4)
	10 (20.0)
	12 (25.5)

	Hand-foot syndrome
	
	
	
	
	
	
	
	
	

	<Median trough 
	4 (13.8)
	3 (10.7)
	3 (11.1)
	1 (4.8)
	3 (14.3)
	1 (5.0)
	4 (7.8)
	6 (12.0)
	4 (8.5)

	≥Median trough 
	9 (30.0)
	9 (31.0)
	10 (37.0)
	8 (36.4)
	6 (27.3)
	7 (35.0)
	18 (35.3)
	15 (30.0)
	17 (36.2)

	Neutropenia
	
	
	
	
	
	
	
	
	

	<Median trough 
	9 (31.0)
	12 (42.9)
	13 (48.1)
	6 (28.6)
	10 (47.6)
	7 (35.0)
	16 (31.4)
	20 (40.0)
	20 (42.6)

	≥Median trough 
	17 (56.7)
	13 (44.8)
	13 (48.1)
	9 (40.9)
	5 (22.7)
	8 (40.0)
	25 (49.0)
	20 (40.0)
	21 (44.7)

	Thrombocytopenia
	
	
	
	
	
	
	
	
	

	<Median trough 
	6 (20.7)
	8 (28.6)
	8 (29.6)
	3 (14.3)
	5 (23.8)
	0
	9 (17.6)
	12 (24.0)
	8 (17.0)

	≥Median trough 
	10 (33.3)
	7 (24.1)
	8 (29.6)
	7 (31.8)
	5 (22.7)
	10 (50.0)
	17 (33.3)
	13 (26.0)
	18 (38.3)

	Lymphopenia
	
	
	
	
	
	
	
	
	

	<Median trough 
	1 (3.4)
	2 (7.1)
	2 (7.4)
	0
	0
	0
	1 (2.0)
	2 (4.0)
	2 (4.3)

	≥Median trough 
	1 (3.3)
	0
	0
	1 (4.5)
	1 (4.5)
	1 (5.0)
	2 (3.9)
	1 (2.0)
	1 (2.1)

	Hypertension
	
	
	
	
	
	
	
	
	

	<Median trough 
	5 (17.2)
	3 (10.7)
	2 (7.4)
	2 (9.5)
	3 (14.3)
	2 (10.0)
	8 (15.7)
	7 (14.0)
	5 (10.6)

	≥Median trough 
	7 (23.3)
	8 (27.6)
	9 (33.3)
	4 (18.2)
	3 (13.6)
	3 (15.0)
	10 (19.6)
	10 (20.0)
	11 (23.4)

	Anaemia
	
	
	
	
	
	
	
	
	

	<Median trough 
	0
	0
	0
	1 (4.8)
	1 (4.8)
	1 (5.0)
	1 (2.0)
	1 (2.0)
	1 (2.1)

	≥Median trough 
	0
	0
	0
	2 (9.1)
	2 (9.1)
	2 (10.0)
	2 (3.9)
	2 (4.0)
	2 (4.3)


Results are presented as n (%), except where indicated. AEs, adverse events; NE, not estimable; NR, not reported; PK, pharmacokinetics. a <Median trough total drug.  b ≥Median trough total drug.
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