Table S1a Criteria for evaluating the efficacy of solid tumors (RECIST 1.1)
	Efficacy
	Target lesion
	Non-target lesion

	CR
	All target lesions (except lymph nodes) must disappear completely; the short diameter of all lymph nodes must be reduced to <10 mm.
	Disappearance of all non-target lesions or normal tumor marker levels. All lymph nodes must be 'normal' in size (short axis <10 mm).

	PR
	The sum of target lesion diameters was reduced by ≥30% compared to baseline levels.
	/

	PD
	The sum of diameters of target lesions increase of ≥20% compared with the minimum of the sum of the diameters of all measured target lesions throughout the experimental study, or addition of one or more new lesions.
	Definite progression of pre-existing non-target lesions or addition of one or more new lesions.

	SD
	The target lesion is not decreasing to the extent of PR, nor is it increasing to the extent of PD level, in between. The minimum value of the sum of the diameters can be used as a reference for the study.

	/

	Non-CR/Non-PD
	/
	Persistence of any non-target lesion and/tumor marker levels above the upper limit of normal.

	Uncertain
	No progress recorded.
	Progress was not measured, 1 or more non-target lesion sites were not evaluated, or the evaluation methodology was not consistent with that used at baseline.





Table S1b Overall assessment
	Target lesion
	Non-target lesion
	New lesion
	Overall assessment

	CR
	CR
	None
	CR

	CR
	Non-CR/Non-PD
	None
	PR

	PR
	Non-PD
	None
	PR

	SD
	Non-PD
	None
	SD

	PD
	Any
	Exist /None
	PD

	Any
	PD
	Exist /None
	PD

	Any
	Any
	Exist
	PD
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Table S2 American Cancer Center Adverse Event Reporting Terminology (CTCAE5.0)
	Grade
	Clinical presentation

	1
	Clinical or diagnostic findings only, no treatment required

	2
	Mild clinical symptoms requiring local or non-invasive treatment, mild limitation of daily activities

	3
	Severe or medically significant but not immediately life-threatening, resulting in hospitalization or prolonged hospitalization or disability; self-inflicted limitation of activities of daily living

	4
	Life-threatening, requiring urgent treatment

	5
	AE-related death


Note: If a patient had multiple TDs during the course of treatment, they were analyzed according to the highest severity level. 


Table S3 Comparison of general information between the PD-1/PD-L1 inhibitor and non-PD-1/PD-L1 inhibitor groups
	General information
	PD-1/PD-L1 inhibitor group
	Non-PD-1/PD-L1 inhibitor group
	p 

	
	n = 60
	n = 60
	 

	Age (x ± s)
	64.75 ± 10.10
	62.43 ± 7.97
	0.166 

	≥65 years (n (%))
	29 (48.3%)
	21 (35.0%)
	0.139 

	Sex (n (%))
	
	
	

	male 
	49 (81.7%)
	44 (73.3%)
	0.274 

	BMI (x ± s)
	23.34 ± 3.40
	24.06 ± 2.84
	0.210 

	<18.5 (n (%))
	5 (8.3%)
	1 (1.7%)
	0.311 

	18.5≤ X≤ 23.9 (n (%))
	26 (43.3%)
	30 (50.0%)
	

	24.0 ≤ X ≤ 27.9 (n (%))
	23 (38.3%)
	21 (35.0%)
	

	≥ 28 (n (%))
	6 (10.0%)
	8 (13.3%)
	

	Smoking history (n (%))
	
	
	

	Never
	21 (35.0%)
	29 (48.3%)
	0.254 

	Currently
	34 (56.7%)
	25 (41.7%)
	

	Quit
	5 (8.3%)
	6 (10.0%)
	

	Clinical Stage (n (%))
	
	
	

	Stage 3 
	10 (16.7%)
	10 (16.7%)
	1.000 

	Stage 4 
	50 (83.3%)
	50 (83.3%)
	

	Tumour type (n (%))
	
	
	

	NSCLC 
	38 (63.3%)
	38 (63.3%)
	1.000 

	SCLC 
	22 (36.7%)
	22 (36.7%)
	

	PS score (n (%))
	
	
	

	1 score
	38 (63.3%)
	35 (58.3%)
	0.575 

	2 score
	22 (36.7%)
	25 (41.7%)
	

	Metastasis (n (%))
	
	
	

	Bone
	12 (20.0%)
	19 (31.7%)
	0.144 

	Brain
	5 (8.3%)
	12 (20.0%)
	0.067 

	Liver
	7 (11.7%)
	9 (15.0%)
	0.591 

	Others
	39 (65.0%)
	35 (58.3%)
	0.453 

	Basic disease (n (%))
	
	
	

	Hypertension
	18 (30.0%)
	23 (38.3%)
	0.336 

	Diabetes
	11 (18.3%)
	13 (21.7%)
	0.648 

	Coronary heart disease
	9 (15.0%)
	4 (6.7%)
	0.240 

	Respiratory disease
	6 (10.0%)
	6 (10.0%)
	1.000 

	Baseline TSH (M, IQR)
	1.995 (1.185-2.9325)
	1.79 (0.87-3.145)
	0.538 



Table S4a Occurrence of TDs
	Types of TD
	n (%)
	Severity
	Time of TD occurrence (day) (M, IQR)
	Regression (number of Grade 2 cases)
	Time of reversion (day) (M)
	Duration of TD (day) (M)

	
	
	Grade 1
	Grade 2
	
	No changes
	Subclinical hypothyroidism
	Hypothyroidism
	Normal
	
	

	Subclinical hypothyroidism
	18 (46.2%)
	18
	0
	127 (49-203)
	10
	0
	2 (1)
	6
	46
	62

	Hypothyroidism
	9 (23.1%)
	7
	2
	124 (70-202)
	6
	0
	1 (1)
	2
	49
	79

	Subclinical hyperthyroidism
	4 (10.3%)
	4
	0
	147 (92-249)
	2
	0
	1
	1
	162
	21

	Hyperthyroidism
	5 (12.8%)
	5
	0
	55 (41-142)
	1
	1
	2 (1)
	1
	100
	225

	Low T3 syndrome
	3 (7.7%)
	3
	0
	45 (41-)
	3
	0
	0
	0
	/
	0

	Total/Overall
	39 (100%)
	37
	2
	100 (49-182)
	22
	1
	6
	10
	51
	189










Table S4b Occurrence of TDs (excluding non-PD-1/PD-L1 inhibitor group)
	Types of TD
	n (%)
	Severity
	Time of TD occurrence (day) (M, IQR)
	Regression (number of Grade 2 cases)
	Time of reversion (day) (M)
	Duration of TD (day) (M)

	
	
	Grade 1
	Grade 2
	
	No changes
	Subclinical hypothyroidism
	Hypothyroidism
	Normal
	
	

	Subclinical hypothyroidism
	12 (41.4%)
	12
	0
	172 (91-274)
	5
	0
	2 (1)
	5
	46
	46

	Hypothyroidism
	8 (27.6%)
	6
	2
	112 (59-229)
	5
	0
	1 (1)
	2
	49
	79

	Subclinical hyperthyroidism
	3 (10.3%)
	3
	0
	182 (85-)
	1
	0
	1
	1
	162
	41

	Hyperthyroidism
	5 (17.2%)
	5
	0
	55 (41-142)
	1
	1
	2 (1)
	1
	100
	225

	Low T3 syndrome
	1 (3.4%)
	1
	0
	41
	1
	0
	0
	0
	/
	99

	Total/Overall
	29 (100%)
	27
	2
	124 (52-224)
	13
	1
	6
	9
	50
	101



Table S4c Comparison of TD and non-TD subgroups general information (excluding non-PD-1/PD-L1 inhibitor group)
	General information
	TD subgroup
	Non-TD subgroup
	p

	
	n = 29
	n = 31
	

	Sex (n (%))
	22 (75.9%)
	27 (87.1%)
	0.429 

	Age (x ± s)
	63.03 ± 10.46
	66.35 ± 9.63
	0.206 

	< 65 (n (%))
	17 (58.6%)
	14 (45.2%)
	0.297 

	BMI (x ± s)
	23.27 ± 3.97%
	23.41 ± 2.84%
	0.873 

	< 18.5 (n (%))
	4 (13.8%)
	1 (3.2%)
	0.040 

	18.5 ≤ X ≤ 23.9 (n (%))
	10 (34.5%)
	16 (51.6%)
	

	24.0 ≤ X ≤ 27.9 (n (%))
	11 (37.9%)
	12 (38.7%)
	

	≥ 28.0 (n (%))
	4 (13.8%)
	2 (6.5%)
	

	Smoking history (n (%))
	
	
	

	Never
	11 (37.9%)
	10 (32.3%)
	0.385 

	Currently
	17 (58.6%)
	17 (54.8%)
	

	Quit 
	1 (3.4%)
	4 (12.9%)
	

	Clinical Stage (n (%))
	
	
	

	Stage 3
	4 (13.8%)
	6 (19.4%)
	0.817 

	Stage 4  
	25 (86.2%)
	25 (80.6%)
	

	Pathological type (n (%))
	
	
	

	Squamous carcinoma
	10 (34.5%)
	11 (35.5%)
	0.980 

	Adenocarcinoma
	8 (27.6%)
	9 (29.0%)
	

	Small cell carcinoma
	11 (37.9%)
	11 (35.5%)
	

	Tumour type (n (%))
	
	
	

	NSCLC
	18 (62.1%)
	20 (64.5%)
	0.844 

	SCLC
	11 (37.9%)
	11 (35.5%)
	

	PS score (n (%))
	
	
	

	1 score
	18 (62.1%)
	20 (64.5%)
	0.844 

	2 score
	11 (37.9%)
	11 (35.5%)
	

	Metastasis (n (%))
	
	
	

	Bone
	6 (20.7%)
	6 (19.4%)
	0.897 

	Brain
	3 (10.3%)
	2 (6.5%)
	0.938 

	Liver
	5 (17.2%)
	2 (6.5%)
	0.369 

	Others
	20 (69.0%)
	19 (61.3%)
	0.725 

	Basic disease (n (%))
	
	
	

	Hypertension
	7 (24.1%)
	11 (35.5%)
	0.338 

	Diabetes
	3 (10.3%)
	8 (25.8%)
	0.225 

	Coronary heart disease
	4 (13.8%)
	5 (16.1%)
	1.000 

	Respiratory disease
	2 (6.9%)
	4 (12.9%)
	0.731 

	Types of PD-1/PD-L1 inhibitors (n (%))
	
	
	

	PD-1
	19 (65.5%)
	23 (74.2%)
	0.464 

	PD-L1
	10 (34.5%)
	8 (25.8%)
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Figure S1a ROC curve for baseline TSH levels
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Figure S1b ROC curve for baseline TSH levels (excluding non-PD-1/PD-L1 inhibitor treatment group)




Table S5 Comparison of baseline TSH levels, NLR, PLR, PNI and two-cycle efficacy assessments between TD and non-TD subgroups (excluding non-PD-1/PD-L1 inhibitor group)
	 
	TD subgroup
	Non-TD subgroup
	p

	
	n = 29
	n = 31
	

	Baseline
	
	
	

	 TSH (M, IQR) (mlU/L)
	2.16 (1.84-4.06)
	1.52 (1.035-2.5)
	0.009 

	NLR (M, IQR)
	2.53 (1.96-4.16)
	3.20 (2.16-4.85)
	0.395 

	PLR (M, IQR)
	141.25 (118.27-229.89)
	157.86 (102.14-256.15)
	0.853 

	PNI (M, IQR)
	48.1 (45.4-53.5)
	47.3 (41.2-52.2)
	0.491 

	Post-treatment
	
	
	

	 NLR (M, IQR)
	2.66 (2.24-3.49)
	3.37 (2.28-4.10)
	0.274 

	PLR (M, IQR)
	127.86 (100.16-183.38)
	166.25 (117.09-201.69)
	0.234 

	PNI (x ± s)
	48.53 ± 6.23
	47.37 ± 5.04
	0.430 

	Second-cycle efficacy (n (%))
	
	
	

	CR
	0 (0.0%)
	1 (3.2%)
	0.087 

	PR
	17 (58.6%)
	9 (29.0%)
	

	SD
	11 (37.9%)
	18 (58.1%)
	

	PD
	1 (3.4%)
	3 (9.7%)
	




Table S6 Within-group analysis of NLR, PLR, and PNI before and after treatment (excluding non-PD-1/PD-L1 inhibitor group)
	Groups
	 
	Baselines, M (IQR)
	Post-treatment, M  (IQR)
	p

	Within the TD subgroup
	NLR
	2.53 (1.96-4.16)
	2.66 (2.24-3.49)
	0.705

	
	PLR
	141.25 (118.27-229.89)
	127.86 (100.16-183.38)
	0.567

	
	PNI
	48.10 (45.40-53.50)
	49.55 (46.14-52.67)
	0.658

	Within the Non-TD subgroup
	NLR
	3.20 (2.16-4.85)
	3.37 (2.28-4.10)
	0.652

	
	PLR
	157.86 (102.14-256.15)
	166.25 (117.09-201.69)
	0.652

	
	PNI
	47.30 (41.20-52.20)
	48.48 (45.57-51.53)
	0.583
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Figure S2a Comparison of PFS between TD and non-TD subgroups (excluding non-PD-1/PD-L1 inhibitor group)
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Figure S2b Comparison of PFS between TD and non-TD subgroups (non-PD-1/PD-L1 inhibitor group)

Table S7 One-way COX regression analysis of PFS (excluding non-PD-1/PD-L1 inhibitor group)
	Variant
	 
	B
	SE
	p
	HR for PFS  (95% CI)
	 
	 
	 
	 
	 

	Sex
	Male
	-0.451
	0.374 
	0.228 
	0.637 (0.306-1.325)
	
	
	
	
	

	
	Female
	
	
	
	
	
	
	
	
	

	Age
	<65
	-0.205
	0.290 
	0.481 
	0.815 (0.461-1.439)
	
	
	
	
	

	
	≥65
	
	
	
	
	
	
	
	
	

	BMI
	
	-0.037
	0.044 
	0.404 
	0.964 (0.884-1.051)
	
	
	
	
	

	Smoking history
	Never
	-0.056
	0.232 
	0.810 
	0.946 (0.600-1.490)
	
	
	
	
	

	
	Currently
	
	
	
	
	
	
	
	
	

	
	Quit 
	
	
	
	
	
	
	
	
	

	Clinical Stage
	Stage 3
	0.665
	0.414 
	0.108 
	1.945 (0.864-4.374)
	
	
	
	
	

	
	Stage 4
	
	
	
	
	
	
	
	
	

	Pathological type
	Squamous carcinoma
	-0.002
	0.182 
	0.991 
	0.998 (0.698-1.427)
	
	
	
	
	

	
	Adenocarcinoma
	
	
	
	
	
	
	
	
	

	
	Small cell carcinoma
	
	
	
	
	
	
	
	
	

	Tumour type
	NSCLC
	0.109
	0.304 
	0.720 
	1.115 (0.615-2.023)
	
	
	
	
	

	
	SCLC
	
	
	
	
	
	
	
	
	

	PS score
	1 score
	0.665
	0.307 
	0.030 
	1.944 (1.065-3.547)
	
	
	
	
	

	
	2 score
	
	
	
	
	
	
	
	
	

	Bone Metastasis
	
	-0.312
	0.348 
	0.361 
	1.374 (0.695-2.718)
	
	
	
	
	

	Brain Metastasis
	
	-0.02
	0.476 
	0.969 
	1.018 (0.4-2.591)
	
	
	
	
	

	Liver Metastasis
	
	-0.36
	0.449 
	0.425 
	1.431 (0.593-3.452)
	
	
	
	
	

	Hypertension
	
	-0.72
	0.328 
	0.028 
	2.057 (1.082-3.911)
	
	
	
	
	

	Diabetes
	
	-0.91
	0.456 
	0.040 
	2.49 (1.019-6.082)
	
	
	
	
	

	Coronary heart disease
	
	-0.69
	0.396 
	0.082 
	1.994 (0.917-4.337)
	
	
	
	
	

	Respiratory disease
	
	-0.04
	0.441 
	0.921 
	1.045 (0.44-2.481)
	
	
	
	
	

	Type of inhibitor
	PD-1
	0.15
	0.313 
	0.630 
	1.163 (0.629-2.149)
	
	
	
	
	

	
	PD-L1
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	

	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 



Table S8 Multivariable COX regression for PFS (excluding non-PD-1/PD-L1 inhibitor treatment group)
	Variant
	 
	B
	SE
	p
	HR for PFS (95% CI)
	 
	 
	 

	PS score
	1 score
	0.82
	0.32 
	0.01 
	2.276(1.212-4.273)
	
	
	

	
	2 score
	
	
	
	
	
	
	

	Hypertension
	
	-0.90
	0.34 
	0.01 
	2.455(1.252-4.814)
	
	
	

	
	
	
	
	
	
	
	
	

	 
	 
	 
	 
	 
	 
	 
	 
	 




Table S9 Comparison of recent efficacy ratings between TD non-TD subgroups (excluding non-PD-1/PD-L1 inhibitor group)
	 
	TD subgroup
	Non-TD subgroup
	p

	 
	n = 29
	n = 31
	

	ORR (n (%, 95% CI))
	20 (69%, 50.77-82.73)
	12 (38.7%, 23.73-56.18)
	0.019 

	DCR (n (%, 95% CI))
	28 (96.6%, 82.82-99.39)
	28 (90.3%, 75.10-96.65)
	0.433 

	Best objective response (n (%))
	
	
	

	CR
	1 (3.4%)
	1 (3.2%)
	0.119 

	PR 
	19 (65.5%)
	11 (35.5%)
	

	SD
	8 (27.6%)
	16 (51.6%)
	

	PD
	1 (3.4%)
	3 (9.7%)
	

	Median DOR, IQR
	7.2 (4.87-11.45)
	6.93 (4.11-13.89)
	0.889 





Table S10 Subgroup analysis of whether PFS differed by type of TD (excluding non-PD-1/PD-L1 inhibitor group)
	Type of TD
	n (29)
	mPFS (month)
	p
	HR for PFS (95% CI)
	

	 
	 
	 

	Subclinical hypothyroidism
	12
	7.30 
	0.489
	0.736 (0.308-1.755)
	
	
	
	

	Hypothyroidism
	8
	8.83 
	0.453
	1.399 (0.582-3.363)
	
	
	
	

	Subclinical hyperthyroidism
	3
	9.23 
	0.436
	0.613 (0.179-2.098)
	
	
	
	

	Hyperthyroidism
	5
	9.03 
	0.75
	1.178 (0.43-3.228)
	
	
	
	

	Low T3 syndrome
	1
	4.77 
	0.024
	24.495 (1.532-391.669)
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Figure S3a PFS in the low T3 syndrome versus the non-TD subgroup
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Figure S3b PFS in the low T3 syndrome versus the non-TD subgroup (excluding non-PD-1/PD-L1 inhibitor treatment group)

Table S11 One-way COX regression analysis of PFS within the TD subgroup (excluding non-PD-1/PD-L1 inhibitor group)
	Variant
	B
	SE
	p
	HR for PFS  (95% CI)
	 
	 
	 
	 
	 

	Baseline TSH level
	
	-0.028
	0.093 
	0.759 
	0.972 (0.81-1.166)
	
	
	
	
	

	Time of occurrence of TD (month)
	
	-0.129
	0.053 
	0.015 
	0.879 (0.792-0.976)
	
	
	
	
	

	Severity of TD
	Grade 1
	0.59
	0.754 
	0.434 
	1.805 (0.412-7.913)
	
	
	
	
	

	
	Grade 2
	
	
	
	
	
	
	
	
	

	Regression of TD
	Continuous TD
	0.095
	0.439 
	0.829 
	1.1 (0.465-2.598)
	
	
	
	
	

	
	Normal
	
	
	
	
	
	
	
	
	

	Time of reversion (month)
	
	0.098
	0.218 
	0.652 
	1.103 (0.719-1.693)
	
	
	
	
	

	Duration of TD (month)
	
	-0.078
	0.040 
	0.052 
	0.926 (0.857-1.001)
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