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	Table S1. Initial chemo(immuno)therapy regimens administered

	Regimen, n (%)
	All
(N=187)
	non-CAC to non-CAC
(N=75)
	non-CAC to CAC
(N=34)
	CAC to non-CAC
(N=46)
	CAC to CAC
(N=32)

	ICI-based regimens
	
	
	
	
	

	CBDCA + VP-16 + Atezolizumab
	22 (12)
	9 (12)
	6 (18)
	3 (7)
	4 (13)

	CBDCA + VP-16 + Durvalumab
	1 (1)
	0 (0)
	1 (3)
	0 (0)
	0 (0)

	CDDP + VP-16 + Durvalumab
	2 (1)
	1 (1)
	0 (0)
	1 (2)
	0 (0)

	CBDCA + VP-16 + Pembrolizumab
	1 (1)
	1 (1)
	0 (0)
	0 (0)
	0 (0)

	Non-ICI-based regimens
	
	
	
	
	

	CBDCA + VP-16
	96 (51)
	31 (41)
	16 (47)
	29 (63)
	20 (63)

	CDDP + VP-16
	23 (12)
	14 (19)
	1 (3)
	4 (9)
	4 (13)

	CBDCA + Paclitaxel
	2 (1)
	2 (3)
	0 (0)
	0 (0)
	0 (0)

	Split CDDP + VP-16
	3 (2)
	1 (1)
	2 (6)
	0 (0)
	0 (0)

	CDDP + Irinotecan
	29 (16)
	11 (15)
	8 (24)
	6 (13)
	4 (13)

	CDDP + Irinotecan + Ramucirmab
	8 (4)
	5 (7)
	0 (0)
	3 (7)
	0 (0)

	Abbreviations: CAC, cachexia; CBDCA, carboplatin; CDDP, cisplatin; ICI, immune checkpoint inhibitor; non-CAC, non-cachexia; split, split-dose schedule; VP-16, etoposide.



	Table S2. Best response to initial chemo(immuno)therapy

	Best response, n (%)
	All
(N=187)
	non-CAC to non-CAC 
(N=75)
	non-CAC to CAC
(N=34)
	CAC to non-CAC
(N=46)
	CAC to CAC
(N=32)
	p-value

	CR
	1 (1)
	1 (1)
	0 (0)
	0 (0)
	0 (0)
	0.200

	PR
	174 (94)
	71 (95)
	30 (88)
	45 (98)
	28 (88)
	

	SD
	11 (6)
	3 (4)
	4 (12)
	1 (2)
	3 (10)
	

	Non-CR/Non-PD
	1 (1)
	0 (0)
	0 (0)
	0 (0)
	1 (3)
	

	Differences between groups were identified using Fisher’s exact test.
Abbreviations: CAC, cachexia; CR, complete response; non-CAC, non-cachexia; PD, progressive disease; PR, partial response; SD, stable disease.



	Table S3. Adverse events during the first and second cycles of chemo(immuno)therapy.

	Adverse events, n (%)
	non-CAC to non-CAC
(N=75)
	non-CAC to CAC
(N=34)
	CAC to non-CAC
(N=46)
	CAC to CAC
(N=32)

	
	Any Grade
	≥ Grade 3
	Any Grade
	≥ Grade 3
	Any Grade
	≥ Grade 3
	Any Grade
	≥ Grade 3

	Leukopenia †
	56 (75)
	19 (25)
	25 (74)
	14 (41)
	36 (78)
	24 (52)
	21 (66)
	12 (38)

	Neutropenia
	61 (81)
	50 (67)
	26 (76)
	21 (62)
	41 (89)
	33 (72)
	21 (66)
	19 (59)

	Febrile neutropenia
	-
	7 (9)
	-
	2 (6)
	-
	1 (2)
	-
	1 (3)

	Thrombocytopenia
	48 (64)
	8 (11)
	18 (53)
	6 (18)
	34 (74)
	9 (20)
	23 (72)
	5 (16)

	Anemia *, †
	61 (81)
	0 (0)
	30 (88)
	0 (0)
	44 (96)
	2 (4)
	31 (97)
	3 (9)

	AST increase
	10 (13)
	1 (1)
	9 (26)
	0 (0)
	7 (15)
	0 (0)
	5 (16)
	0 (0)

	ALT increase
	19 (25)
	0 (0)
	10 (29)
	1 (3)
	12 (26)
	0 (0)
	9 (28)
	0 (0)

	Hyponatremia *
	36 (48)
	5 (7)
	24 (71)
	2 (6)
	31 (67)
	4 (9)
	27 (84)
	5 (16)

	Hyperkalemia
	21 (28)
	0 (0)
	12 (35)
	0 (0)
	13 (28)
	2 (4)
	9 (28)
	0 (0)

	Hypokalemia
	6 (8)
	0 (0)
	2 (6)
	0 (0)
	5 (11)
	0 (0)
	6 (19)
	0 (0)

	Creatinine increase
	16 (21)
	0 (0)
	8 (24)
	0 (0)
	4 (9)
	0 (0)
	2 (6)
	0 (0)

	Hypoalbuminemia
	58 (77)
	1 (1)
	27 (79)
	0 (0)
	41 (89)
	0 (0)
	30 (94)
	0 (0)

	Anorexia †
	24 (32)
	0 (0)
	12 (35)
	2 (6)
	17 (37)
	1 (2)
	19 (59)
	6 (19)

	Nausea †
	19 (25)
	0 (0)
	6 (18)
	0 (0)
	14 (30)
	1 (2)
	9 (28)
	4 (13)

	Vomiting
	1 (1)
	0 (0)
	1 (3)
	0 (0)
	5 (11)
	0 (0)
	2 (6)
	0 (0)

	Dysgeusia
	4 (5)
	0 (0)
	0 (0)
	0 (0)
	1 (2)
	0 (0)
	1 (3)
	0 (0)

	Fatigue/Malaise
	18 (24)
	0 (0)
	7 (21)
	2 (6)
	8 (17)
	0 (0)
	10 (31)
	1 (3)

	Rash
	7 (9)
	0 (0)
	2 (6)
	1 (3)
	7 (15)
	0 (0)
	1 (3)
	0 (0)

	Constipation
	28 (37)
	0 (0)
	15 (44)
	0 (0)
	20 (43)
	0 (0)
	7 (22)
	0 (0)

	Diarrhea
	9 (12)
	0 (0)
	7 (21)
	0 (0)
	5 (11)
	0 (0)
	5 (16)
	1 (1)

	Oral mucositis
	6 (8)
	0 (0)
	2 (6)
	0 (0)
	4 (9)
	0 (0)
	1 (3)
	0 (0)

	Each patient has been represented only with the maximum Common Terminology Criteria for Adverse Events grade for each preferred term based on the data available in the medical records.
Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; CAC, cachexia; CTCAE, Common Terminology Criteria for Adverse Events; non-CAC, non-cachexia.
*: Adverse event with a statistically significant difference in incidence across all grades, as determined by Fisher’s exact test.
†: Adverse event with a statistically significant difference in incidence of ≥ grade 3, as determined by Fisher’s exact test.



	Table S4. Mortality, completion of initial therapy, and use of subsequent chemotherapy.

	
	All
(N=187)
	non-CAC→non-CAC 
(N=75)
	non-CAC→CAC
(N=34)
	CAC→non-CAC
(N=46)
	CAC→CAC
(N=32)
	p-value

	Death during initial treatment, n (%)
	6 (3)
	1 (1)
	0 (0)
	2 (4)
	3 (9)
	0.084

	Completion of initial four cycles, n (%)
	172 (92)
	72 (96)
	29 (85)
	44 (96)
	27 (84)
	0.062

	Use of subsequent chemotherapy, n (%) *
	131 (70)
	59 (80)
	22 (65)
	30 (67)
	20 (63)
	0.193

	Differences between groups were identified using Fisher’s exact test.
Abbreviations: CAC, cachexia; non-CAC, non-cachexia.
*: Two patients (one in the non-CAC to non-CAC group and one in the CAC to non-CAC group) who did not experience disease progression during the follow-up period were excluded from analysis.



