
Supplemental Table 6. Administered dose and reasons for dose reduction or discontinuation of NFF in the second-line and third- or later-line groups

	　
	Nal-IRI
	　
	Fluorouracil
	　

	　
	Second-line group
(n = 104)
	Third-or-later-line group
(n = 57)
	p-Value
	Second-line group
(n = 104)
	Third-or-later-line group
(n = 57)
	p-Value

	Starting dose

	Full dose, n (%)
	69 (66)
	35 (61)
	0.26
	85 (82)
	38 (67)
	0.03

	Reduction level 1, n (%)*
	33 (32)
	18(32)
	
	17(16)
	13(23)
	

	Reduction level 2, n (%)**
	2 (2)
	4 (7)
	　
	2 (2)
	6 (11)
	　

	Minimum dose during treatment

	Full dose, n (%)
	33 (32)
	16 (28)
	0.31
	51 (49)
	17 (30)
	<0.01

	Reduction level 1, n (%) *
	53 (51)
	26 (46)
	
	42 (40)
	24 (42)
	

	Reduction level 2, n (%) **
	17 (16)
	12 (21)
	
	11 (11)
	14 (25)
	

	Reduction level 3, n (%) ***
	1 (1)
	3 (5)
	　
	0 (0)
	2 (4)
	　

	Reasons of reduction during treatment, n (%)

	No reduction
	61 (59)
	33 (58)
	　
	67 (64)
	32 (56)
	　

	Neutropenia
	15 (14)
	10 (18)
	
	13 (13)
	10 (18)
	

	Anorexia
	15 (13)
	2 (5)
	
	9 (9)
	5 (9)
	

	Nausea/Vomiting
	12 (12)
	5 (9)
	
	4 (4)
	1 (2)
	

	Diarrhea
	1 (1)
	1 (2)
	
	2 (2)
	3 (5)
	

	Fatigue
	1 (1)
	1 (2)
	
	1 (1)
	1 (2)
	

	Malaise
	0 (0)
	2 (4)
	
	0 (0)
	2 (4)
	

	Anemia
	1 (1)
	0 (0)
	
	1 (1)
	0 (0)
	

	Oral mucositis
	0 (0)
	1 (2)
	
	0 (0)
	1 (2)
	

	Patient request
	1 (1)
	0 (0)
	
	1 (1)
	0 (0)
	

	Unknown
	0 (0)
	1 (2)
	
	0 (0)
	1 (2)
	

	Others
	6 (6)
	1 (2)
	　
	6 (6)
	1 (2)
	　


Abbreviations: Nal-IRI nanoliposomal irinotecan
*Reduction level -1: Nal-IRI 50 mg/m2, fluorouracil 1,800 mg/m2, **reduction level -2: Nal-IRI 43 mg/m2, fluorouracil 1,350 mg/m2
***Reduction level -3: Nal-IRI 35 mg/m2, fluorouracil 1,260mg/m2
For patients homozygous for UGT1A1*6 or UGT1A1*28 or heterozygous for UGT1A1*6 and UGT1A1*28, the reduction level -1 for Nal-IRI is 43 mg/m2, and the reduction level -2 is 35 mg/m2.



