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[bookmark: _Hlk203397573]Table S1 Most common (≥2% patients) treatment-emergent adverse event(TEAEs).
	Parameter
	Overall (N = 28), n (%)

	Hyperprolactinemiaa

	blood prolactin increased
	12 (42.86)

	blood prolactin abnormal
	11 (39.29)

	Menstrual Disorders
	6 (21.42)

	Injection site pain
	3 (10.71)

	Weight increased ≥ 3%
	7 (25.00)

	Dystonia
	1 (3.57)

	Akathisia
	2 (7.14)

	Tremor
	2 (7.14)

	Extrapyramidal disorder
	1 (3.57)

	Hepatic function abnormal
	1 (3.57)


aHyperprolactinemia TEAEs also include the preferred terms “blood prolactin increased (Prolactin levels were normalized at baseline)” and “blood prolactin abnormal (Prolactin levels were elevated at baseline)”.
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[bookmark: _Hlk203397583][bookmark: _Hlk203397593]Table S2 Protein list of Olink multiplex proximity extension assay (PEA) panels used in the study.
	Name
	Uniprot ID
	Olink ID
	Full name
	Olink Panel

	LILRA5
	A6NI73
	OID01155
	Leukocyte immunoglobulin-like receptor subfamily A member 5
	Metabolism

	NT-proBNP
	NA
	OID01214
	NT-proBNP
	Metabolism

	SNAP23
	O00161
	OID01163
	Synaptosomal-associated protein 23
	Metabolism

	ANGPT2
	O15123
	OID01132
	Angiopoietin-2
	Metabolism

	KLK10
	O43240
	OID01148
	Kallikrein-10
	Metabolism

	ANGPTL7
	O43827
	OID01134
	Angiopoietin-related protein 7
	Metabolism

	ENTPD5
	O75356
	OID01165
	Ectonucleoside triphosphate diphosphohydrolase 5
	Metabolism

	GRAP2
	O75791
	OID01154
	GRB2-related adapter protein 2
	Metabolism

	NPTXR
	O95502
	OID01122
	Neuronal pentraxin receptor
	Metabolism

	NADK
	O95544
	OID01139
	NAD kinase
	Metabolism

	ANGPTL1
	O95841
	OID01150
	Angiopoietin-related protein 1
	Metabolism

	ALDH1A1
	P00352
	OID01156
	Retinal dehydrogenase 1
	Metabolism

	TSHB
	P01222
	OID01196
	Thyrotropin subunit beta
	Metabolism

	ARG1
	P05089
	OID01199
	Arginase-1
	Metabolism

	ENO2
	P09104
	OID01138
	Gamma-enolase
	Metabolism

	QDPR
	P09417
	OID01162
	Dihydropteridine reductase
	Metabolism

	FBP1
	P09467
	OID01195
	Fructose-1,6-bisphosphatase 1
	Metabolism

	ANXA4
	P09525
	OID01158
	Annexin A4
	Metabolism

	CTSH
	P09668
	OID01171
	Pro-cathepsin H
	Metabolism

	RNASE3
	P12724
	OID01211
	Eosinophil cationic protein
	Metabolism

	VCAN
	P13611
	OID01194
	Versican core protein
	Metabolism

	NQO2
	P16083
	OID01173
	Ribosyldihydronicotinamide dehydrogenase [quinone]
	Metabolism

	CDH2
	P19022
	OID01189
	Cadherin-2
	Metabolism

	TYMP
	P19971
	OID01153
	Thymidine phosphorylase
	Metabolism

	DDC
	P20711
	OID01128
	Aromatic-L-amino-acid decarboxylase
	Metabolism

	COMT
	P21964
	OID01167
	Catechol O-methyltransferase
	Metabolism

	GAL
	P22466
	OID01188
	Galanin peptides
	Metabolism

	AHCY
	P23526
	OID01123
	Adenosylhomocysteinase
	Metabolism

	S100P
	P25815
	OID01131
	Protein S100-P
	Metabolism

	ITGB7
	P26010
	OID01161
	Integrin beta-7
	Metabolism

	APEX1
	P27695
	OID01164
	DNA-(apurinic or apyrimidinic site) endonuclease
	Metabolism

	CD1C
	P29017
	OID01187
	T-cell surface glycoprotein CD1c
	Metabolism

	SDC4
	P31431
	OID01202
	Syndecan-4
	Metabolism

	SERPINB6
	P35237
	OID01142
	Serpin B6
	Metabolism

	GLRX
	P35754
	OID01137
	Glutaredoxin-1
	Metabolism

	CD79B
	P40259
	OID01157
	B-cell antigen receptor complex-associated protein beta chain
	Metabolism

	USP8
	P40818
	OID01200
	Ubiquitin carboxyl-terminal hydrolase 8
	Metabolism

	PPP1R2
	P41236
	OID01177
	Protein phosphatase inhibitor 2
	Metabolism

	CTSO
	P43234
	OID01125
	Cathepsin O
	Metabolism

	CRKL
	P46109
	OID01191
	Crk-like protein
	Metabolism

	BAG6
	P46379
	OID01197
	Large proline-rich protein BAG6
	Metabolism

	SERPINB8
	P50452
	OID01141
	Serpin B8
	Metabolism

	ANXA11
	P50995
	OID01159
	Annexin A11
	Metabolism

	APLP1
	P51693
	OID01151
	Amyloid-like protein 1
	Metabolism

	HDGF
	P51858
	OID01169
	Hepatoma-derived growth factor
	Metabolism

	THOP1
	P52888
	OID01124
	Thimet oligopeptidase
	Metabolism

	DAB2
	P98082
	OID01205
	Disabled homolog 2
	Metabolism

	ROR1
	Q01973
	OID01209
	Inactive tyrosine-protein kinase transmembrane receptor ROR1
	Metabolism

	FKBP4
	Q02790
	OID01201
	Peptidyl-prolyl cis-trans isomerase FKBP4
	Metabolism

	TFF2
	Q03403
	OID01130
	Trefoil factor 2
	Metabolism

	CD164
	Q04900
	OID01127
	Sialomucin core protein 24
	Metabolism

	TYRO3
	Q06418
	OID01190
	Tyrosine-protein kinase receptor TYRO3
	Metabolism

	SEMA3F
	Q13275
	OID01147
	Semaphorin-3F
	Metabolism

	NOMO1
	Q15155
	OID01172
	Nodal modulator 1
	Metabolism

	CLUL1
	Q15846
	OID01168
	Clusterin-like protein 1
	Metabolism

	KYAT1
	Q16773
	OID01204
	Kynurenine--oxoglutarate transaminase 1
	Metabolism

	MEP1B
	Q16820
	OID01208
	Meprin A subunit beta
	Metabolism

	METRNL
	Q641Q3
	OID01207
	Meteorin-like protein
	Metabolism

	ENPP7
	Q6UWV6
	OID01181
	Ectonucleotide pyrophosphatase/phosphodiesterase family member 7
	Metabolism

	CHRDL2
	Q6WN34
	OID01170
	Chordin-like protein 2
	Metabolism

	CCDC80
	Q76M96
	OID01144
	Coiled-coil domain-containing protein 80
	Metabolism

	LRP11
	Q86VZ4
	OID01179
	Low-density lipoprotein receptor-related protein 11
	Metabolism

	ADGRG2
	Q8IZP9
	OID01152
	Adhesion G-protein coupled receptor G2
	Metabolism

	CA13
	Q8N1Q1
	OID01146
	Carbonic anhydrase 13
	Metabolism

	SUMF2
	Q8NBJ7
	OID01185
	Inactive C-alpha-formylglycine-generating enzyme 2
	Metabolism

	TXNDC5
	Q8NBS9
	OID01176
	Thioredoxin domain-containing protein 5
	Metabolism

	MCFD2
	Q8NI22
	OID01183
	Multiple coagulation factor deficiency protein 2
	Metabolism

	SSC4D
	Q8WTU2
	OID01182
	Scavenger receptor cysteine-rich domain-containing group B protein
	Metabolism

	CANT1
	Q8WVQ1
	OID01186
	Soluble calcium-activated nucleotidase 1
	Metabolism

	IGFBPL1
	Q8WX77
	OID01192
	Insulin-like growth factor-binding protein-like 1
	Metabolism

	FAM3C
	Q92520
	OID01175
	Protein FAM3C
	Metabolism

	NECTIN2
	Q92692
	OID01198
	Nectin-2
	Metabolism

	LRIG1
	Q96JA1
	OID01121
	Leucine-rich repeats and immunoglobulin-like domains protein 1
	Metabolism

	FCRL1
	Q96LA6
	OID01126
	Fc receptor-like protein 1
	Metabolism

	SOST
	Q9BQB4
	OID01174
	Sclerostin
	Metabolism

	REG4
	Q9BYZ8
	OID01184
	Regenerating islet-derived protein 4
	Metabolism

	RTN4R
	Q9BZR6
	OID01193
	Reticulon-4 receptor
	Metabolism

	TINAGL1
	Q9GZM7
	OID01136
	Tubulointerstitial nephritis antigen-like
	Metabolism

	CLSTN2
	Q9H4D0
	OID01166
	Calsyntenin-2
	Metabolism

	CLMP
	Q9H6B4
	OID01120
	CXADR-like membrane protein
	Metabolism

	CDHR5
	Q9HBB8
	OID01143
	Cadherin-related family member 5
	Metabolism

	ACP6
	Q9NPH0
	OID01129
	Lysophosphatidic acid phosphatase type 6
	Metabolism

	NPDC1
	Q9NQX5
	OID01206
	Neural proliferation differentiation and control protein 1
	Metabolism

	DIABLO
	Q9NR28
	OID01145
	Diablo homolog, mitochondrial
	Metabolism

	PAG1
	Q9NWQ8
	OID01203
	Phosphoprotein associated with glycosphingolipid-enriched microdomains 1
	Metabolism

	CLEC5A
	Q9NY25
	OID01135
	C-type lectin domain family 5 member A
	Metabolism

	GHRL
	Q9UBU3
	OID01140
	Appetite-regulating hormone
	Metabolism

	DPP7
	Q9UHL4
	OID01178
	Dipeptidyl peptidase 2
	Metabolism

	ADGRE2
	Q9UHX3
	OID01180
	Adhesion G protein-coupled receptor E2
	Metabolism

	PILRB
	Q9UKJ0
	OID01149
	Paired immunoglobulin-like type 2 receptor beta
	Metabolism

	SIGLEC7
	Q9Y286
	OID01160
	Sialic acid-binding Ig-like lectin 7
	Metabolism

	CD2AP
	Q9Y5K6
	OID01133
	CD2-associated protein
	Metabolism






[bookmark: _Hlk203397608][bookmark: _Hlk203397614]Table S3 Proteins significantly differently expressed in plasma between patients with schizophrenia (Pre- and Post-PP1M) and nonschizophrenia controls.
	Name
	Uniprot ID
	Full name
	P value
	regulated

	SNAP23
	O00161
	Synaptosomal-associated protein 23
	0.0419 
	significant

	KLK10
	O43240
	Kallikrein-10
	0.0297 
	significant

	GRAP2
	O75791
	GRB2-related adapter protein 2
	0.0106 
	significant

	NADK
	O95544
	NAD kinase
	0.0484 
	significant

	ENO2
	P09104
	Gamma-enolase
	0.0003 
	significant

	QDPR
	P09417
	Dihydropteridine reductase
	0.0159 
	significant

	VCAN
	P13611
	Versican core protein
	0.0035 
	significant

	CDH2
	P19022
	Cadherin-2
	0.0182 
	significant

	TYMP
	P19971
	Thymidine phosphorylase
	0.0150 
	significant

	APEX1
	P27695
	DNA-(apurinic or apyrimidinic site) endonuclease
	0.0441 
	significant

	SERPINB6
	P35237
	Serpin B6
	0.0110 
	significant

	PPP1R2
	P41236
	Protein phosphatase inhibitor 2
	0.0026 
	significant

	CTSO
	P43234
	Cathepsin O
	0.0178 
	significant

	CRKL
	P46109
	Crk-like protein
	0.0025 
	significant

	SERPINB8
	P50452
	Serpin B8
	0.0150 
	significant

	ANXA11
	P50995
	Annexin A11
	0.0057 
	significant

	APLP1
	P51693
	Amyloid-like protein 1
	0.0378 
	significant

	TYRO3
	Q06418
	Tyrosine-protein kinase receptor TYRO3
	0.0022 
	significant

	SEMA3F
	Q13275
	Semaphorin-3F
	0.0158 
	significant

	NOMO1
	Q15155
	Nodal modulator 1
	0.0009 
	significant

	KYAT1
	Q16773
	Kynurenine--oxoglutarate transaminase 1
	0.0025 
	significant

	ENPP7
	Q6UWV6
	Ectonucleotide pyrophosphatase/phosphodiesterase family member 7
	0.0192 
	significant

	CA13
	Q8N1Q1
	Carbonic anhydrase 13
	0.0031 
	significant

	FCRL1
	Q96LA6
	Fc receptor-like protein 1
	0.0053 
	significant

	RTN4R
	Q9BZR6
	Reticulon-4 receptor
	0.0027 
	significant

	CDHR5
	Q9HBB8
	Cadherin-related family member 5
	0.0128 
	significant

	DIABLO
	Q9NR28
	Diablo homolog, mitochondrial
	0.0404 
	significant

	SIGLEC7
	Q9Y286
	Sialic acid-binding Ig-like lectin 7
	0.0078 
	significant



[bookmark: _Hlk203397643][bookmark: _Hlk203397655]Table S4 Proteins significantly differently expressed in plasma between Pre-PP1M and nonschizophrenia controls.
	Name
	Uniprot ID
	Full name
	Pre-PP1M (mean±SD)
	Control (mean±SD)
	Pre-PP1M vs. Control
	P value
	FDR Padj
	Regulated*

	KYAT1
	Q16773
	Kynurenine-oxoglutarate transaminase 1
	30.10(9.91)
	19.20(7.30)
	I
	6.93E-06
	0.0006
	significant

	ENO2
	P09104
	Gamma-enolase
	1.93(0.53)
	1.45(0.24)
	I
	5.15E-05
	0.0016
	significant

	CRKL
	P46109
	Crk-like protein
	18.47(13.50)
	8.08(3.26)
	I
	5.03E-05
	0.0016
	significant

	QDPR
	P09417
	Dihydropteridine reductase
	7.03(1.98)
	5.13(1.37)
	I
	8.09E-05
	0.0019
	significant

	NOMO1
	Q15155
	Nodal modulator 1
	36.06(7.48)
	29.44(4.34)
	I
	0.0003
	0.0060
	significant

	TYRO3
	Q06418
	Tyrosine-protein kinase receptor TYRO3
	36.06(7.48)
	29.44(4.34)
	I
	0.0012
	0.0157
	significant

	RTN4R
	Q9BZR6
	Reticulon-4 receptor
	1.64(0.37)
	1.35(0.23)
	I
	0.0011
	0.0157
	significant

	FBP1
	P09467
	Fructose-1,6-bisphosphatase 1
	0.64(0.35)
	0.43(0.22)
	I
	0.0022
	0.0158
	none

	CDH2
	P19022
	Cadherin-2
	1.82(0.67)
	1.40(0.41)
	I
	0.0022
	0.0158
	significant

	PPP1R2
	P41236
	Protein phosphatase inhibitor 2
	0.99(0.41)
	0.71(0.13)
	I
	0.0021
	0.0158
	significant

	ANXA11
	P50995
	Annexin A11
	0.72(0.43)
	0.42(0.15)
	I
	0.0018
	0.0158
	significant

	THOP1
	P52888
	Thimet oligopeptidase
	12.34(3.80)
	9.63(1.61)
	I
	0.0023
	0.0158
	none

	CA13
	Q8N1Q1
	Carbonic anhydrase 13
	3.47(3.18)
	1.35(1.13)
	I
	0.0014
	0.0158
	significant

	FCRL1
	Q96LA6
	Fc receptor-like protein 1
	17.31(5.39)
	13.17(4.17)
	I
	0.0024
	0.0158
	significant

	SERPINB6
	P35237
	Serpin B6
	8.03(1.81)
	6.80(1.01)
	I
	0.0033
	0.0189
	significant

	SIGLEC7
	Q9Y286
	Sialic acid-binding Ig-like lectin 7
	5.60(1.44)
	4.64(0.79)
	I
	0.0033
	0.0189
	significant

	TYMP
	P19971
	Thymidine phosphorylase
	26.06(14.04)
	17.50(7.72)
	I
	0.0042
	0.0213
	significant

	ENPP7
	Q6UWV6
	Ectonucleotide pyrophosphatase/phosphodiesterase family member 7
	6.50(4.33)
	3.48(2.52)
	I
	0.0040
	0.0213
	significant

	CDHR5
	Q9HBB8
	Cadherin-related family member 5
	5.41(2.34)
	4.04(1.07)
	I
	0.0053
	0.0258
	significant

	GRAP2
	O75791
	GRB2-related adapter protein 2
	1.61(1.36)
	0.78(0.40)
	I
	0.0065
	0.0261
	significant

	ALDH1A1
	P00352
	Retinal dehydrogenase 1
	7.78(3.87)
	5.27(2.18)
	I
	0.0064
	0.0261
	none

	CTSO
	P43234
	Cathepsin O
	3.28(0.84)
	2.74(0.60)
	I
	0.0065
	0.0261
	significant

	SERPINB8
	P50452
	Serpin B8
	2.77(0.94)
	2.17(0.52)
	I
	0.0058
	0.0261
	significant

	IGFBPL1
	Q8WX77
	Insulin-like growth factor-binding protein-like 1
	1.98(0.46)
	1.69(0.31)
	I
	0.0122
	0.0467
	none

	SNAP23
	O00161
	Synaptosomal-associated protein 23
	3.71(3.27)
	1.87(1.28)
	I
	0.0131
	0.0483
	significant


Pre-PP1M, before the administration of paliperidone palmitate 1-month formulation. I, increase. FDR, false discovery rate. Regulated*, Whether significant differences in one-way ANOVA.

[bookmark: _Hlk203397669][bookmark: _Hlk203397675]Table S5 Changes in baseline plasma protein profiles across age subgroups in a schizophrenia cohort.
	Name
	Uniprot ID
	Full name
	Pre_A 
(mean±SD)
	Pre_B 
(mean±SD)
	Pre_B vs. Pre_A
	P value
	FDR Padj

	ENO2
	P09104
	Gamma-enolase
	2.10（0.57）
	1.67(0.34)
	I
	0.0238
	0.2591

	AHCY
	P23526
	Adenosylhomocysteinase
	1.20（0.17）
	1.02(0.18)
	I
	0.0282
	0.2591

	CRKL
	P46109
	Crk-like protein
	22.49（15.20）
	12.27(7.28)
	I
	0.0411
	0.3440

	TXNDC5
	Q8NBS9
	Thioredoxin domain-containing protein 5
	1.70（0.39）
	1.36(0.28)
	I
	0.0262
	0.2591

	MCFD2
	Q8NI22
	Multiple coagulation factor deficiency protein 2
	1.20（0.20）
	0.93(0.19)
	I
	0.0019
	0.1768

	IGFBPL1
	Q8WX77
	Insulin-like growth factor-binding protein-like 1
	2.13（0.48）
	1.73(0.31)
	I
	0.0173
	0.2591

	SOST
	Q9BQB4
	Sclerostin
	10.31（4.23）
	7.03(2.34)
	I
	0.0206
	0.2591

	REG4
	Q9BYZ8
	Regenerating islet-derived protein 4
	236.00（131.30）
	132.80(45.81)
	I
	0.0047
	0.1821

	TINAGL1
	Q9GZM7
	Tubulointerstitial nephritis antigen-like
	3.18（0.67）
	2.63(0.47)
	I
	0.0172
	0.2591

	CDHR5
	Q9HBB8
	Cadherin-related family member 5
	6.06（2.72）
	4.42(1.09)
	I
	0.0467
	0.3584

	NPDC1
	Q9NQX5
	Neural proliferation differentiation and control protein 1
	7.27（1.82）
	5.81(0.79)
	I
	0.0059
	0.1821

	CD1C
	P29017
	T-cell surface glycoprotein CD1c
	3.89（0.96）
	4.75(0.80)
	D
	0.0098
	0.2255


Pre_A, Age ≥ 34 years. Pre_B, Age﹤34 years. I, increase. D,decrease,FDR, false discovery rate.



[bookmark: _Hlk203397689][bookmark: _Hlk203397696]Table S6 Changes in baseline plasma protein profiles across sex subgroups in a schizophrenia cohort.
	Name
	Uniprot ID
	Full name
	Pre_M (mean ± SD)
	Pre_F 
(mean ± SD)
	Pre_M vs. Pre_F
	P value
	FDR Padj

	NQO2
	P16083
	Ribosyldihydronicotinamide dehydrogenase [quinone]
	0.79(0.27)
	0.51(0.10)
	I
	0.0147
	0.5603

	ITGB7
	P26010
	Integrin beta-7
	0.84(0.15)
	0.68(0.11)
	I
	0.0275
	0.5603

	CD1C
	P29017
	T-cell surface glycoprotein CD1c
	4.93(1.00)
	4.00(0.88)
	I
	0.0493
	0.5603

	THOP1
	P52888
	Thimet oligopeptidase
	14.22(1.42)
	11.72(4.16)
	I
	0.0060
	0.5516

	TYRO3
	Q06418
	Tyrosine-protein kinase receptor TYRO3
	1.59(0.19)
	1.41(0.26)
	I
	0.0469
	0.5603

	ADGRG2
	Q8IZP9
	Adhesion G-protein coupled receptor G2
	1.30(0.17)
	1.14(0.22)
	I
	0.0439
	0.5603

	ACP6
	Q9NPH0
	Lysophosphatidic acid phosphatase type 6
	2.40(0.30)
	2.03(0.65)
	I
	0.0265
	0.5603


Pre_M, male. Pre_F, female. I, increase. FDR, false discovery rate.

[bookmark: _Hlk203397707][bookmark: _Hlk203397715]Table S7 Changes in baseline plasma protein profiles across BMI subgroups in a schizophrenia cohort.
	Name
	Uniprot ID
	Full name
	Pre_C (mean±SD)
	Pre_D (mean±SD)
	Pre_D vs. Pre_C
	P value
	FDR Padj

	LILRA5
	A6NI73
	Leukocyte immunoglobulin-like receptor subfamily A member 5
	3.95(1.06)
	2.66(0.99)
	D
	0.0079
	0.2433

	ALDH1A1
	P00352
	Retinal dehydrogenase 1
	9.60(3.45)
	5.51(2.90)
	D
	0.0079
	0.2433

	TYMP
	P19971
	Thymidine phosphorylase
	29.88(15.86)
	17.91(6.35)
	D
	0.0193
	0.4440

	THOP1
	P52888
	Thimet oligopeptidase
	14.49(3.33)
	10.08(3.38)
	D
	0.0074
	0.2433

	ENPP7
	Q6UWV6
	Ectonucleotide pyrophosphatase/phosphodiesterase family member 7
	7.75(3.31)
	4.38(3.27)
	D
	0.0283
	0.5205

	SSC4D
	Q8WTU2
	Scavenger receptor cysteine-rich domain-containing group B protein
	53.84(37.36)
	26.79(30.08)
	D
	0.0350
	0.5373

	NT-proBNP
	NA
	NT-proBNP
	4.82(9.42)
	5.74(3.06)
	I
	0.0465
	0.6108


Pre_C, BMI ≥ 26Kg/m2. Pre_D, BMI﹤26 Kg/m2. I, increase. D, decrease, FDR, false discovery rate.

[bookmark: _Hlk203397739][bookmark: _Hlk203397746]Table S8 Changes in plasma protein profiles before and after PP1M administration at least 3 months.
	Name
	Uniprot ID
	Full name
	Pre_PP1M (mean±SD)
	Post_PP1M (mean±SD)
	Post_PP1M vs. Pre_PP1M
	P value
	FDR Padj

	ENO2
	P09104
	Gamma-enolase
	1.80(0.53)
	1.47(0.46)
	D
	0.0117 
	0.4313 

	QDPR
	P09417
	Dihydropteridine reductase
	6.92(1.98)
	5.12(3.36)
	D
	0.0188 
	0.4313 

	CRKL
	P46109
	Crk-like protein
	11.82(13.50)
	7.96(12.50)
	D
	0.0144 
	0.4313 

	ANXA11
	P50995
	Annexin A11
	0.58(0.43)
	0.48(0.38)
	D
	0.0260 
	0.4784 

	KYAT1
	Q16773
	Kynurenine--oxoglutarate transaminase 1
	29.44(9.91)
	20.91(15.05)
	D
	0.0163 
	0.4313 


Pre-PP1M, before the administration of paliperidone palmitate 1-month formulation;Post-PP1M, after the administration of paliperidone palmitate 1-month formulation at least 3 months; D, decrease.
[bookmark: _Hlk203397755][bookmark: _Hlk203397763]Table S9 Results of Differential Protein K Clustering Analysis of Healthy Control and Schizophrenia Groups.
	Name
	Uniprot ID
	Full name
	Z-score
(Control)
	Z-score
(Pre-PP1M)
	Z-score
(Post-PP1M)
	Class

	SNAP23
	O00161
	Synaptosomal-associated protein 23
	-0.9765
	1.0219
	-0.0454
	1

	GRAP2
	O75791
	GRB2-related adapter protein 2
	-0.9214
	1.0634
	-0.1420
	1

	ENO2
	P09104
	Gamma-enolase
	-0.8581
	1.0982
	-0.2401
	1

	QDPR
	P09417
	Dihydropteridine reductase
	-0.9421
	1.0493
	-0.1072
	1

	APEX1
	P27695
	DNA-(apurinic or apyrimidinic site) endonuclease
	-0.6978
	1.1456
	-0.4478
	1

	SERPINB6
	P35237
	Serpin B6
	-0.9955
	1.0045
	-0.0090
	1

	PPP1R2
	P41236
	Protein phosphatase inhibitor 2
	-0.9096
	1.0708
	-0.1612
	1

	CRKL
	P46109
	Crk-like protein
	-0.9153
	1.0673
	-0.1520
	1

	ANXA11
	P50995
	Annexin A11
	-0.8269
	1.1114
	-0.2845
	1

	KYAT1
	Q16773
	Kynurenine--oxoglutarate transaminase 1
	-0.9839
	1.0153
	-0.0314
	1

	CA13
	Q8N1Q1
	Carbonic anhydrase 13
	-0.9616
	1.0344
	-0.0729
	1

	DIABLO
	Q9NR28
	Diablo homolog, mitochondrial
	-0.8007
	1.1209
	-0.3202
	1

	NADK
	O95544
	NAD kinase
	-1.1130
	0.2901
	0.8229
	2

	TYMP
	P19971
	Thymidine phosphorylase
	-1.1520
	0.5082
	0.6438
	2

	SEMA3F
	Q13275
	Semaphorin-3F
	-1.1524
	0.5130
	0.6394
	2

	NOMO1
	Q15155
	Nodal modulator 1
	-1.1533
	0.5265
	0.6267
	2

	ENPP7
	Q6UWV6
	Ectonucleotide pyrophosphatase/phosphodiesterase family member 7
	-1.1403
	0.4127
	0.7276
	2

	CDHR5
	Q9HBB8
	Cadherin-related family member 5
	-1.1542
	0.5465
	0.6077
	2

	SIGLEC7
	Q9Y286
	Sialic acid-binding Ig-like lectin 7
	-1.1544
	0.5988
	0.5556
	2

	CDH2
	P19022
	Cadherin-2
	-1.1172
	0.8113
	0.3059
	3

	CTSO
	P43234
	Cathepsin O
	-1.0765
	0.9000
	0.1765
	3

	SERPINB8
	P50452
	Serpin B8
	-1.1271
	0.7808
	0.3463
	3

	TYRO3
	Q06418
	Tyrosine-protein kinase receptor TYRO3
	-1.1391
	0.7335
	0.4055
	3

	FCRL1
	Q96LA6
	Fc receptor-like protein 1
	-1.1454
	0.6992
	0.4462
	3

	RTN4R
	Q9BZR6
	Reticulon-4 receptor
	-1.0998
	0.8545
	0.2453
	3

	KLK10
	O43240
	Kallikrein-10
	1.0056
	-0.0113
	-0.9943
	4

	VCAN
	P13611
	Versican core protein
	1.1514
	-0.5006
	-0.6509
	4

	APLP1
	P51693
	Amyloid-like protein 1
	1.0165
	-0.0338
	-0.9827
	4


Pre-PP1M, before the administration of paliperidone palmitate 1-month formulation;Post-PP1M, after the administration of paliperidone palmitate 1-month formulation at least 3 months.

[bookmark: _Hlk203397781][bookmark: _Hlk203397787]Table S10 Changes in plasma protein profiles before and after PP1M treatment in the group with elevated new-onset prolactin levels.
	Name
	Uniprot ID
	Full name
	Pre_PRL1 (mean±SD)
	Post_PRL1 (mean±SD)
	Post_PRL1 vs. Pre_PRL1
	P value
	FDR Padj

	SNAP23
	O00161
	Synaptosomal-associated protein 23
	5.06(3.06)
	2.57(1.61)
	D
	0.0404
	0.4742

	GRAP2
	O75791
	GRB2-related adapter protein 2
	2.16(1.33)
	1.04(0.65)
	D
	0.0141
	0.4742

	SERPINB6
	P35237
	Serpin B6
	8.31(1.57)
	7.11(1.03)
	D
	0.0351
	0.4742

	PPP1R2
	P41236
	Protein phosphatase inhibitor 2
	1.08(0.35)
	0.78(0.23)
	D
	0.0351
	0.4742

	CRKL
	P46109
	Crk-like protein
	22.94(12.45)
	11.25(7.44)
	D
	0.0262
	0.4742

	ANXA11
	P50995
	Annexin A11
	0.81(0.47)
	0.43(0.11)
	D
	0.0262
	0.4742

	CA13
	Q8N1Q1
	Carbonic anhydrase 13
	4.86(3.06)
	2.24(1.49)
	D
	0.0464
	0.4742

	DIABLO
	Q9NR28
	Diablo homolog, mitochondrial
	0.55(0.15)
	0.43(0.11)
	D
	0.0304
	0.4742

	CLEC5A
	Q9NY25
	C-type lectin domain family 5 member A
	2.98(0.37)
	3.29(0.34)
	I
	0.0464
	0.4742


Pre_PRL1,Detection of prolactin levels at baseline. Post_PRL1,Test prolactin levels after the administration of PP1M for at least three months. D, decrease. I, increase.

[bookmark: _Hlk203397804][bookmark: _Hlk203397813]Table S11 Changes in plasma protein profiles before and after PP1M treatment in the remission group with abnormal prolactin levels.
	Name
	Uniprot ID
	Full name
	Pre_PRL2 (mean±SD)
	Post_PRL2 (mean±SD)
	Post_PRL2 vs. Pre_PRL2
	P value
	FDR Padj

	ALDH1A1
	P00352
	Retinal dehydrogenase 1
	6.98(2.41)
	5.32(3.70)
	D
	0.0256
	0.4706

	ARG1
	P05089
	Arginase-1
	2.00(0.94)
	1.12(0.23)
	D
	0.0031
	0.2877

	QDPR
	P09417
	Dihydropteridine reductase
	6.85(2.02)
	5.08(1.63)
	D
	0.0181
	0.4159

	GLRX
	P35754
	Glutaredoxin-1
	2.69(0.78)
	2.10(0.42)
	D
	0.0151
	0.4159


Pre_PRL2,Detection of prolactin levels at baseline. Post_PRL2,Test prolactin levels after the administration of PP1M for at least three months. D, decrease.

[bookmark: _Hlk203397844][bookmark: _Hlk203397851]Table S12 Comparison of baseline plasma differential protein levels in the group with elevated new-onset prolactin levels and the group with abnormal prolactin levels in remission.
	Name
	Uniprot ID
	Full name
	Pre_PRL1 (mean±SD)
	Pre_PRL2 (mean±SD)
	Pre_PRL2 vs. Pre_PRL1
	P value
	FDR Padj

	SNAP23
	O00161
	Synaptosomal-associated protein 23
	5.06(3.06)
	1.89(1.52)
	D
	0.0007 
	0.0229 

	GRAP2
	O75791
	GRB2-related adapter protein 2
	2.16(1.33)
	0.89(0.74)
	D
	0.0010 
	0.0229 

	FBP1
	P09467
	Fructose-1,6-bisphosphatase 1
	0.71(0.35)
	0.48(0.18)
	D
	0.0205 
	0.1883 

	TYMP
	P19971
	Thymidine phosphorylase
	28.89(10.01)
	18.31(8.42)
	D
	0.0051 
	0.0779 

	ITGB7
	P26010
	Integrin beta-7
	0.76(0.15)
	0.65(0.08)
	D
	0.0287 
	0.2203 

	SERPINB6
	P35237
	Serpin B6
	8.31(1.57)
	7.00(0.90)
	D
	0.0201 
	0.1883 

	PPP1R2
	P41236
	Protein phosphatase inhibitor 2
	1.08(0.35)
	0.82(0.31)
	D
	0.0342 
	0.2422 

	CTSO
	P43234
	Cathepsin O
	3.55(0.77)
	2.92(0.69)
	D
	0.0232 
	0.1937 

	CRKL
	P46109
	Crk-like protein
	22.94(12.45)
	11.84(7.11)
	D
	0.0082 
	0.0946 

	DAB2
	P98082
	Disabled homolog 2
	0.87(0.39)
	0.53(0.21)
	D
	0.0023 
	0.0414 

	CA13
	Q8N1Q1
	Carbonic anhydrase 13
	4.86(3.06)
	1.67(1.70)
	D
	0.0010 
	0.0229 

	DPP7
	Q9UHL4
	Dipeptidyl peptidase 2
	1.58(0.32)
	1.32(0.30)
	D
	0.0452 
	0.2970 

	ARG1
	P05089
	Arginase-1
	0.97(0.45)
	2.00(0.94)
	I
	0.0006 
	0.0229 

	ROR1
	Q01973
	Inactive tyrosine-protein kinase transmembrane receptor ROR1
	9.95(2.13)
	11.59(3.27)
	I
	0.0492 
	0.3020 

	LRP11
	Q86VZ4
	Low-density lipoprotein receptor-related protein 11
	4.07(0.91)
	5.11(1.28)
	I
	0.0074 
	0.0946 
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[bookmark: _Hlk203397889][bookmark: _Hlk203397896]Fig. S1 Quality control of PEA. (A) Detecting the detection profile of individual proteins in panel. (B) Analysis of assay sample reproducibility and inter-sample variability.
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[bookmark: _Hlk203397904][bookmark: _Hlk203397914]Fig. S2 Differential protein profiles based on different stratification conditions. (A) Differential protein profiles based on stratification conditions, Pre_M/PreF, differences in baseline plasma proteins in males compared with females. Pre_D/Pre_C, differences in baseline plasma proteins in non-overweight versus overweight individuals with schizophrenia. Pre_B/ Pre_A, differences in baseline plasma proteins in individuals with schizophrenia < 34 years of age compared with those ≥34 years of age.


[image: 图片包含 日历

AI 生成的内容可能不正确。]
[bookmark: _Hlk203397931][bookmark: _Hlk203397949]Fig. S3 Examples of changes in plasma protein abundance after PP1M administration in schizophrenic patients with normal prolactin levels at baseline compared with before PP1M administration. Box plots show the median, 25th percentile, and 75th percentile, whisker lines represent the minimum and maximum values within 1.5 times the interquartile range (IQR) from the lower and upper quartiles, * P <0.05.
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[bookmark: _Hlk203397961][bookmark: _Hlk203397970]Fig. S4 Examples of changes in plasma protein abundance after PP1M administration in schizophrenic patients with abnormal prolactin levels at baseline compared with before PP1M administration. Box plots show the median, 25th percentile, and 75th percentile, whisker lines represent the minimum and maximum values within 1.5 times the interquartile range (IQR) from the lower and upper quartiles show maximum and minimum values. * P <0.05, ** P <0.01.
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[bookmark: _Hlk203397989][bookmark: _Hlk203397999]Fig. S5 Examples of changes in plasma protein abundance before PP1M administration in schizophrenic patients with normal prolactin levels at baseline versus schizophrenic patients with abnormal prolactin levels at baseline. Box plots show the median, 25th percentile, and 75th percentile, while whisker lines represent the minimum and maximum values within 1.5 times the interquartile range (IQR) from the lower and upper quartiles show maximum and minimum values. * P <0.05, ** P <0.01.
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