
Supplementary table 1 Inflammatory factors among healthy controls, TRS patients with and without clozapine‑resistant symptoms after sex stratification.

	
	
	TRS (N=115)
	HCs (N=84)

	
	
	Resistant (N=69)
	Non-resistant (46)
	

	IL-2 (pg/ml)
	Male
	49.23±18.63
	28.53±15.38
	14.85±6.66

	
	Female
	42.54±13.06
	29.68±13.13
	17.63±12.63

	
	F
	3.001
	0.073
	1.633

	
	P-value
	0.088
	0.788
	0.205

	IL-6 (pg/ml)
	Male
	7.30±4.76
	5.45±4.97
	3.35±1.30

	
	Female
	6.36±5.51
	9.54±13.94
	5.04±5.54

	
	F
	0.580
	1.824
	3.870

	
	P-value
	0.449
	0.184
	0.053

	TNF-α (pg/ml)
	Male
	30.12±12.12
	73.79±70.15
	1.51±0.58

	
	Female
	33.02±11.75
	54.90±46.35
	2.33±2.04

	
	F
	1.014
	1.138
	6.473

	
	P-value
	0.317
	0.292
	0.013



[bookmark: _Hlk140235757]Significant differences are highlighted in bold.
Data presented as mean ± standard deviation.
Abbreviations: TRS, treatment-resistant schizophrenia; HCs, healthy controls.



[bookmark: _Hlk125882771]Supplementary table 2 Correlation between inflammatory factors and clinical variables in TRS patients.

	Groups
	Characteristics
	IL-2 (pg/ml)
	IL-6 (pg/ml)
	TNF-α (pg/ml)

	Total
	P subscore
	r
	0.516
	-0.001
	-0.284

	
	
	P
	<0.001
	0.989
	0.002

	
	N subscore
	r
	0.295
	0.189
	-0.133

	
	
	P
	0.001
	0.043
	0.155

	
	G subscore
	r
	0.543
	0.073
	-0.201

	
	
	P
	<0.001
	0.439
	0.031

	
	PANSS Total score
	r
	0.554
	0.100
	-0.226

	
	
	P
	<0.001
	0.288
	0.015

	Resistant
	P subscore
	r
	0.197
	-0.233
	-0.089

	
	
	P
	0.105
	0.018
	0.466

	
	N subscore
	r
	-0.027
	0.198
	0.041

	
	
	P
	0.828
	0.102
	0.740

	
	G subscore
	r
	0.280
	-0.163
	0.026

	
	
	P
	0.020
	0.182
	0.834

	
	PANSS Total score
	r
	0.272
	-0.096
	-0.017

	
	
	P
	0.024
	0.431
	0.893

	Non-resistant
	P subscore
	r
	0.049
	-0.035
	-0.141

	
	
	P
	0.747
	0.817
	0.350

	
	N subscore
	r
	0.326
	-0.060
	-0.051

	
	
	P
	0.027
	0.694
	0.737

	
	G subscore
	r
	0.002
	0.079
	-0.016

	
	
	P
	0.990
	0.603
	0.914

	
	PANSS Total score
	r
	0.200
	-0.203
	-0.104

	
	
	P
	0.182
	0.176
	0.491



Significant differences are highlighted in bold.
Abbreviations: TRS, treatment-resistant schizophrenia; PANSS, positive and negative syndrome scale; P, Positive psychopathology; N, Negative psychopathology; G, General psychopathology.

[bookmark: OLE_LINK1]Supplementary table 3 The stepwise liner regression analysis of related factors of PANSS in TRS patients with and without clozapine‑resistant symptoms.
[bookmark: _Hlk126050505]
	Groups
	Variables
	B (95% confidence interval)
	Beta
	t
	P value

	Resistant
	IL-2
	0.160 (0.006, 0.314)
	0.268
	2.075
	0.042

	Non-resistant
	IL-6
	-0.150 (-0.293, -0.006)
	-0.327
	-2.109
	0.042

	
	Sex
	3.828 (0.974, 6.682)
	0.407
	2.715
	0.010



Significant differences are highlighted in bold.
[bookmark: _Hlk141961583]Abbreviations: TRS, treatment-resistant schizophrenia; PANSS, positive and negative syndrome scale.









Supplementary table 4 Results of correlation analysis between inflammatory factors and PANSS in TRS patients of different sex.
[bookmark: _Hlk125972882]
	
	
	PANSS Total score 
	[bookmark: _Hlk126051357]Positive subscore
	[bookmark: _Hlk126053643]Negative subscore
	General subscore

	
	
	r
	P
	r
	P
	r
	P
	r
	P

	IL-2
	M
	0.483
	<0.001
	0.539
	<0.001
	0.339
	0.009
	0.433
	0.001

	
	F
	0.631
	<0.001
	0.538
	<0.001
	0.222
	0.097
	0.681
	<0.001

	IL-6
	M
	0.278
	0.035
	0.251
	0.057
	0.277
	0.035
	0.233
	0.093

	
	F
	-0.083
	0.541
	-0.240
	0.072
	0.100
	0.459
	-0.114
	0.398

	TNF-α
	M
	-0.191
	0.151
	-0.363
	0.005
	-0.101
	0.450
	-0.193
	0.146

	
	F
	-0.200
	0.135
	-0.174
	0.195
	-0.146
	0.279
	-0.200
	0.130



[bookmark: _Hlk126070069]Significant differences are highlighted in bold.
Abbreviations: TRS, treatment-resistant schizophrenia; PANSS, positive and negative syndrome scale; M, Male; F, Female.














[bookmark: _Hlk126050454]Supplementary table 5 Results of correlation analysis between inflammatory factors and RBANS in TRS patients of different sex.

	
	
	RBANS Total score
	Immediate memory
	Visuospatial constructional
	Attention
	Language
	Delayed memory

	
	
	r
	P
	r
	P
	r
	P
	r
	P
	r
	P
	r
	P

	IL-2
	M
	-0.104
	0.437
	0.054
	0.690
	-0.121
	0.364
	-0.091
	0.499
	-0.075
	0.574
	-0.104
	0.885

	
	F
	-0.106
	0.431
	-0.011
	0.937
	-0.267
	0.045
	-0.065
	0.630
	-0.139
	0.303
	-0.106
	0.434

	IL-6
	M
	-0.215
	0.105
	-0.041
	0.759
	-0.292
	0.026
	-0.218
	0.100
	0.101
	0.451
	-0.135
	0.314

	
	F
	0.253
	0.058
	0.268
	0.044
	0.239
	0.073
	0.132
	0.329
	0.032
	0.814
	0.199
	0.138

	TNF-α
	M
	0.122
	0.363
	0.057
	0.671
	-0.030
	0.825
	0.188
	0.158
	0.142
	0.287
	0.058
	0.667

	
	F
	0.195
	0.145
	0.139
	0.301
	0.036
	0.790
	0.255
	0.055
	0.201
	0.133
	0.167
	0.214



Significant differences are highlighted in bold.
[bookmark: _Hlk141961866]Abbreviations: TRS, treatment-resistant schizophrenia; RBANS, Assessment of Neuropsychological Status; M, Male; F, Female.

[bookmark: _Hlk137132516][bookmark: _Hlk126051410][bookmark: _Hlk137132490]Supplementary table 6 Significant predictors of PANSS as dependent variable according to sex stratification from stepwise linear regression in CTRS patients. 

	Groups
	Variables
	B (95% confidence interval)
	Beta
	t
	P value

	Male
	BMI
	-1.162 (-2.225, -0.099)
	-0.366
	-2.226
	0.033

	Female
	IL-2
	0.302 (0.081, 0.523)
	0.436
	2.781
	0.009



Significant differences are highlighted in bold.
Abbreviations: CTRS, clozapine-resistant treatment-refractory schizophrenia; PANSS, positive and negative syndrome scale; BMI, Body Mass Index.









[bookmark: _Hlk126053474]Supplementary table 7 The stepwise liner regression analysis of related factors of positive subscore in CTRS patients after sex stratification.

	Groups
	Variables
	B (95% confidence interval)
	Beta
	t
	P value

	Male
	BMI
	-0.622 (-1.243, -0.002)
	-0.361
	-2.058
	0.049

	
	TNF-α
	-0.158 (-0.307, -0.009)
	-0.337
	-2.159
	0.039

	Female
	IL-2
	0.153 (0.009, 0.298)
	0.352
	2.161
	0.038



Significant differences are highlighted in bold.
Abbreviations: CTRS, clozapine-resistant treatment-refractory schizophrenia; BMI, Body Mass Index.



[bookmark: _Hlk126071782]
Supplementary table 8 Area under the curve (AUC) of ROC curves for evaluation of diagnostic value of inflammatory factors in healthy controls and TRS patients.

	Biomarkers
	AUC (95% confidence interval)
	P value

	IL-2
	0.800 (0.719, 0.882)
	<0.001

	IL-6
	0.577 (0.469, 0.686)
	0.161

	TNF-α
	0.333 (0.222, 0.443)
	0.002



Significant differences are highlighted in bold.
Abbreviations: TRS, treatment-resistant schizophrenia; ROC, Receiver operating characteristic.








Supplementary table 9 Area under the curve (AUC) of ROC curves for evaluation of diagnostic value of inflammatory factors in TRS patients with and without clozapine‑resistant symptoms.

	Biomarkers
	AUC (95% confidence interval)
	P value

	IL-2
	0.856 (0.798, 0.913)
	<0.001

	IL-6
	0.720 (0.648, 0.792)
	<0.001

	TNF-α
	0.981 (0.958, 1.000)
	<0.001



Significant differences are highlighted in bold.
Abbreviations: TRS, treatment-resistant schizophrenia; ROC, Receiver operating characteristic.









