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Table S1. Characteristics of the subjects diagnosed with MDD and their matched controls by sex, age, and post-mortem interval. C: control; CRF: cardiorespiratory failure; F: female; M: male; MDD: major depressive disorder; PMI: postmortem interval; THC: Tetrahydrocannabinol.
	[bookmark: _Hlk183613303]Code
	Sex (M/F)
	Age (years)
	PMI (h)
	Cause of
	Diagnostic
	Toxicology

	
	
	
	
	death
	
	

	C 1
	M
	62
	9
	Natural (CRF)
	Control
	(-)

	MDD 1
	M
	62
	15
	Suicide (knife)
	Depression
	Citalopram

	
	
	
	
	
	
	Trazodone

	
	
	
	
	
	
	Benzodiazepine

	C 2
	F
	50
	10
	Natural (CRF)
	Control
	(-)

	MDD 2
	F
	49
	19
	Suicide (precipitation)
	Depression
	Mirtazapine

	
	
	
	
	
	
	Benzodiazepine

	C 3
	F
	36
	20
	Accident (train)
	Control
	(-)

	MDD 3
	F
	36
	32
	Suicide (toxics)
	Depression
	Venlafaxine

	
	
	
	
	
	
	Paroxetine

	
	
	
	
	
	
	Benzodiazepine

	C 4
	F
	71
	22
	Accident (traffic)
	Control
	(-)

	MDD 4
	F
	70
	7
	Suicide (precipitation)
	Depression
	Mirtazapine

	
	
	
	
	
	
	Sertraline

	
	
	
	
	
	
	Benzodiazepine

	C 5
	M
	64
	22
	Natural (heart attack)
	Control
	(-)

	MDD 5
	M
	65
	12
	Suicide (hanging)
	Depression
	Venlafaxine

	C 6
	M
	51
	19
	Accident (traffic)
	Control
	(-)

	MDD 6
	M
	53
	22
	Suicide (hanging)
	Depression
	Mirtazapine

	
	
	
	
	
	
	Venlafaxine

	
	
	
	
	
	
	Benzodiazepine

	C 7
	M
	47
	17
	Natural (CRF)
	Control
	(-)

	MDD 7
	M
	47
	18
	Suicide (hanging)
	Depression
	Citalopram

	C 8
	F
	45
	12
	Natural (CRF)
	Control
	(-)

	MDD 8
	F
	43
	24
	Natural (CRF)
	Depression
	Venlafaxine

	C 9
	M
	67
	22
	Natural (CRF)
	Control
	(-)

	MDD 9
	M
	65
	11
	Suicide (toxics)
	Depression
	Mirtazapine

	
	
	
	
	
	
	Sertraline

	
	
	
	
	
	
	Benzodiazepine

	Table S1 (Continued).

	[bookmark: _Hlk183613681]Code
	Sex (M/F)
	Age (years)
	PMI (h)
	Cause of
	Diagnostic
	Toxicology

	
	
	
	
	death
	
	

	C 10
	F
	45
	8
	Natural (haemorrhage)
	Control
	(-)

	MDD 10
	F
	49
	18
	Suicide (submersion)
	Depression
	Fluoxetine

	C 11
	M
	56
	24
	Natural (heart attack)
	Control
	(-)

	MDD 11
	M
	57
	21
	Suicide (precipitation)
	Depression
	(-)

	C 12
	F
	43
	3
	Accident (traffic)
	Control
	(-)

	MDD 12
	F
	45
	21
	Suicide (hanging)
	Depression
	(-)

	C 13
	M
	54
	23
	Accident (precipitation)
	Control
	(-)

	MDD 13
	M
	51
	24
	Suicide (hanging)
	Depression
	(-)

	C 14
	M
	56
	13
	Natural (CRF)
	Control
	(-)

	MDD 14
	M
	56
	3
	Natural (thromboembolism)
	Depression
	(-)

	C 15
	M
	61
	23
	Accident (traffic)
	Control
	(-)

	MDD 15
	M
	60
	24
	Suicide (precipitation)
	Depression
	(-)

	C 16
	M
	73
	10
	Accident (precipitation)
	Control
	(-)

	MDD 16
	M
	73
	11
	Suicide (hanging)
	Depression
	(-)

	C 17
	M
	48
	10
	Natural (heart attack)
	Control
	THC

	
	
	
	
	
	
	Benzoylecgonine

	MDD 17
	M
	50
	24
	Suicide (firearm)
	Depression
	(-)

	C 18
	M
	55
	22
	Natural (heart attack)
	Control
	(-)

	MDD 18
	M
	56
	22
	Suicide (firearm)
	Depression
	(-)

	C 19
	F
	56
	25
	Natural (CRF)
	Control
	(-)

	MDD 19
	F
	58
	27
	Natural (haemorrhage)
	Depression
	(-)

	C 20
	M
	67
	12
	Natural
	Control
	(-)

	
	
	
	
	(aorta dissection)
	
	

	MDD 20
	M
	68
	20
	Suicide (precipitation)
	Depression
	(-)

	C 21
	F
	80
	16
	Accident (run over)
	Control
	(-)

	MDD 21
	F
	79
	14
	Natural (CRF)
	Depression
	Amitriptiline

	Table S1 (Continued).

	Code
	Sex (M/F)
	Age (years)
	PMI (h)
	Cause of
	Diagnostic
	Toxicology

	
	
	
	
	death
	
	

	C 22
	F
	55
	13
	Natural (CRF)
	Control
	(-)

	MDD 22
	F
	55
	24
	Suicide (precipitation)
	Depression
	(-)

	C 23
	F
	51
	12
	Natural (CRF)
	Control
	(-)

	MDD 23
	F
	50
	13
	Natural (heart attack)
	Depression
	(-)

	C 24
	F
	74
	16
	Natural (heart attack)
	Control
	(-)

	MDD 24
	F
	73
	26
	Suicide (precipitation)
	Depression
	Benzodiazepine

	C 25
	F
	59
	24
	Accident (precipitation)
	Control
	(-)

	MDD 25
	F
	60
	3
	Suicide (precipitation)
	Depression
	Mirtazapine

	
	
	
	
	
	
	Benzodiazepine

	C 26
	F
	55
	32
	Accident (run over)
	Control
	ethanol

	MDD 26
	F
	57
	27
	Natural (CRF)
	Depression
	Mirtazapine

	
	
	
	
	
	
	Olanzapine

	
	
	
	
	
	
	Benzodiazepine





[image: ]Figure S1. MMP-2 activity assessed by gel zymography in the synaptoneurosomal fraction of the prefrontal cortex of postmortem depressed patients (MDD) (left), considering the treatment (AD-treated and AD-free) (center) and the cause of death (suicide and non-suicide) (right). (A) Both sexes, (B) men, and (C) women. Representative bands from the gel zymography are shown. Results are expressed as a percentage vs the control MDD-matched group and as mean ± S.E.M. n = 24 samples per control or MDD group. AD: antidepressant drugs, MDD: major depressive disorder.

[image: ]Table S2. Data of the log2 ratio score represented in the heatmap. Results are expressed as mean ± S.E.M. Unpaired Student’s t‐test AD-treated vs AD-free group. Two-way ANOVA followed by a Fisher’s LSD post hoc test AD-treated vs AD-free men/women. Unpaired Student’s t‐test suicide men vs women group. n = 23-26 samples per MDD group.
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PROTEIN MDD AD-free AD*treated pvalue SUICIDE NON-SUICIDE p-value
MEAN +S.EM.| MEAN#SEM.  MEAN$S.EM. | AD-free vs AD-treated | MEAN +S.E.M. MEAN +S.EM. | SUICIDE vs NON-SUICIDE
MMP-9 0662022 | 0994023 038034 016 090021 0.07£0.54 0.14]
MMP-9 activity | 039%0.16 | 0.17%0.21 060023 018 043:0.19 0.254033 0.64]
MMP-2 activity | 0.13$0.14 | 0.14+0.21 0.13£0.20 >0.99| 0031017 0442027 0.23]
STAT3 014017 | 038013 054+023 <0.01] 0.17:020 005:032 0.76|
NF-kB 020023 | 022019 052+035 0.08] 0.14£025 041055 0.68|
BDNF 009027 | 0194046 0.00+032 074) 017032 0.19+051 0.56|
PROTEIN MDDMEN | AD-free MEN  AD-treated MEN p-value SUICIDEMEN  NON-SUICIDE MEN p-value
MEAN +S.EM.| MEAN#SEM.  MEAN$SEM. | AD-free vs AD-treated | MEAN +S.E.M. MEAN +S.EM. | SUICIDE vs NON-SUICIDE
MMP-9 0504017 | 0732023 0.18+0.16 038 053:018 0.2340.00 B
MMP-9 activity | 0.17$0.21 | 0.05%0.28 036035 049 025021 0.81£0.00 R
MMP-2 activity | 0.020.15 | 0.19%0.12 0264033 027 003017 0.13£0.00 R
STAT3 0.17£029 | 039014 0.99+0.46 <0.01] 022032 0.2840.00 R
NF-kB 002029 | 053+012 0.98+0.46 <0.05| -0.00:031 0.71£0.00 R
BDNF 0264039 | 0124063 049+021 064) 031:042 031000 |
PROTEIN | MDD WOMEN | AD-free WOMEN AD-treated WOMEN p-value SUICIDE WOMEN NON-SUICIDE WOMEN p-value p-value
MEAN +S.EM.| MEAN#SEM.  MEAN$SEM. | AD-free vs AD-treated | MEAN +S.E.M. MEAN + S.EM. | SUICIDE vs NON-SUICIDE | SUIGIDE MEN vs WOMEN
MMP-9 0824015 | 1424046 051055 017 149:036 0.13+0.66 0.07 <0.05
MMP-9 activity | 0.64+0.20 | 0.41+0.33 0.78+0.30 045 079033 0464031 0.48] 0.20|
MMP-2 activity | 02740.17 | 0.02%0.65 041020 038 003040 0.56 4030 0.32| >0.99
STAT3 012021 | 036029 0.33£025 010 0.12%026 0.12£039 >0.99 0.82]
NF-KB 037£029 | 052020 0.32£047 0.76| 021044 0.69£0.62 0.55| 0.83]
BDNF 013046 | 037027 -0.35+050 045| 0.12:048 0.16£065 0.96| 0.52|





