Supplementary Material

Behavioural results and affect ratings

Table S1. Personality and affect ratings in the three groups
	Measure
	High Neuroticism

Placebo (n=16)
	High Neuroticism

Citalopram (n=18)
	Low Neuroticism (n=14)
	Sig. (p)

	EPQ neuroticism
	17.3 (1.9)
	18.1 (2.1)
	2.97(1.9)
	.000 (a)
.000 (b)

	STAI Trait Anxiety
	45.56 (8.9)
	48.75 (11.3)
	27.27(4.6)
	.000 (a)
.000 (b)

	STAI State Anxiety
	37.94 (10.7)
	42.15 (11.1)
	27.67(5.8)
	.012 (a)
.000 (b)

	HDRS
	5.94 (5)
	6.8 (4.9)
	0.53(0.6)
	.002 (a)
.000 (b)

	Day 7 - BFS
	31 (25.9)
	36.9 (20.9)
	N/A
	.478 (c)

	Day 7 - VAS happiness
	7.8 (1.5)
	7.2 (1.9)
	N/A
	.339 (c)

	Day 7 - VAS sadness
	2.7 (2.2)
	2.1 (2)
	N/A
	.385 (c)

	Day 7 - VAS hostility
	2.1 (2)
	1.4 (1.6)
	N/A
	.270 (c)

	Day 7 - VAS alertness
	6.3 (2.9)
	6.1 (2.4)
	N/A
	.787 (c)

	Day 7 - VAS anxiety
	3.3 (2.6)
	4.2 (2.8)
	N/A
	.342 (c)

	Day 7 - VAS calmness
	6.6 (2.5)
	4.9 (2.2) 
	N/A
	.052 (c)


All questionnaires were completed at baseline, except for Visual Analogue Scales (VAS) and Befindlichskeit scale (BFS) that were completed on each treatment day; VAS and BFS scores reported in the table refer to measures on day 7 prior to testing fMRI scan. (a) indicates T-test between subjects with high neuroticism on placebo vs. subjects with low neuroticism at baseline ; (b) indicates T-test between subjects with high neuroticism on citalopram vs. subjects with low neuroticism at baseline; (c) indicates T-test between subjects with high neuroticism on citalopram vs. and subjects with high neuroticism on placebo on treatment day 7 (before fMRI scan). EPQ= Eysenck personality Questionnaire, STAI= Spielberger Stait and Trait Anxiety Inventory, HDRS= Hamilton Depression Rating Scale.

Table S2. Gender discrimination task behavioural results 
	
	Measure
	High Neuroticism

Placebo (n=16)
	High Neuroticism

Citalopram (n=18)
	Low Neuroticism (n=14)

	High Intensity FEARFUL Faces
	accuracy
	90.8 (7.9)
	93.5 (7.9)
	90.1 (8.7)

	
	RT 
	865.2 (103)
	798 (141)
	767.4 (197.7)

	Medium Intensity FEARFUL Faces
	accuracy
	92.1 (5.6)
	93.7 (6.5)
	93.4 (6.6)

	
	RT 
	840.5 (94)
	792.3 (150)
	744.4 (204)

	Low Intensity FEARFUL Faces
	accuracy
	93.7 (6.4)
	94.2 (5.1)
	94.6 (8.2)

	
	RT 
	864.3 (105)
	790.5 (143)
	745.93 (210)

	High Intensity 

HAPPY Faces
	accuracy
	91.1 (7.1)
	93.7 (6.5)
	93.7 (5.8)

	
	RT 
	834.3 (112)
	782.6 (103)
	749.6 (194)

	Medium Intensity HAPPY Faces
	accuracy
	92.7 (7.3)
	93.2 (4)
	95.5 (5.2)

	
	RT 
	850 (171)
	771.9 (127)
	748.1 (179)

	Low Intensity 

HAPPY Faces
	accuracy
	94.2 (6.7)
	93.7( 6.2)
	95.5 (5.2)

	
	RT 
	836.4 (89)
	785.4 (118)
	746.7 (179)

	NEUTRAL Faces
	accuracy
	90 (9.2)
	92.6 (8.9)
	93.7 (4.8)

	
	RT 
	639.6 (337)
	528.6 (328)
	734.1( 196)


Accuracy and RT (ms) in the gender discrimination task in the three treatment groups. Values show Mean (SD). No differences were present between the groups (all p>.1).

FMRI results: low neuroticism vs. high neuroticism on placebo group 

Whole brain analysis

In the analysis of cerebral blood perfusion GRASE-ASL data during resting state, no differences were found in CBF levels across the whole brain between subjects with low neuroticism and subjects with high neuroticism that did not receive active medication.

The BOLD fMRI data whole brain analysis revealed four clusters of significant activation in the interaction between group and high intensity emotion condition (Table S3). Three of these clusters were located in lateral and medial prefrontal cortical areas bilaterally, including superior frontal gyrus (BA8), precentral and middle frontal gyri (BA6, BA9), inferior frontal gyrus and frontal pole (BA10), paracingulate and dorsal anterior cingulate cortex (dACC) (BA32) extending to the posterior cingulate gyrus and left parahippocampal and hippocampal cortex (BA31, BA23). Another cluster included left temporo-parieto-occipital areas extending from the supramarginal and angular gyrus (BA40, BA39), to the lateral occipital cortex (BA19), parietal opercular cortex and insula (BA 13).  Post-hoc analyses showed that these activations were driven by a greater response in the low neuroticism group to fearful as compared to happy faces of high intensity compared to high neuroticism group (Figures S1a and S1b).  Linear trend analysis revealed one cluster of significant activation in the anterior cingulate cortex (BA32/BA9) (Table S3 and Figure S2). 

Amygdala ROI analysis 

Mean perfusion levels extracted from the amygdalae did not differ between subjects with low and high neuroticism.  Similarly, percent BOLD extracted from right and left amygdala masks did not distinguish between groups (Emotion x intensity x hemisphere x group Anova: main group effect F(1,27)=.000, p=.987, emotion x group effect F(1,27)=.268, p=.609, intensity x group effect F(1,27)=.350, p=.706, hemisphere x group effect F(1,27)=1.375, p=.251, emotion x intensity x group effect F(1,27)=1.668, p=.198, emotion x hemisphere x group effect F(1,27)=1.497, p=.232, intensity x hemisphere x group effect F(1,27)=1.191, p=.312, emotion x intensity x group x hemisphere effect F(1,27)=.299, p=.743
Table S3. Regions showing significantly different activation in the low neuroticism vs. high neuroticism on placebo group in the group x emotion interaction
	
	Brain Region
	Broadmann Area
	Cluster size (voxels)
	Z value
	x
	y
	z

	Fearful Faces of High Intensity vs. Neutral Faces contrast 

	
	Right Dorsolateral Prefrontal Cortex
	BA 8, 9
	517
	3.22
	48
	30
	34

	
	Anterior Cingulate Cortex
	BA 31, 32
	402
	3.49
	0
	14
	28

	Happy Faces of High Intensity vs. Neutral faces Contrast

	
	Posterior Cingulate Cortex and Precuneus
	BA 23, 30, 31
	530
	3.22
	2
	-48
	24

	Fearful vs. Happy Faces of High Intensity Contrast

	
	Medial Prefrontal Cortex,

Left Dorsolateral Prefrontal Cortex, Posterior Cingulate Cortex, Left Hippocampus
	BA 6, 8, 9, 23, 31, 32
	4813
	3.71
	0
	-10
	78

	
	Left Temporo-Parieto-Occipital Cortex, Insula
	BA 7, 13, 19, 39, 40, 41
	1500
	3.51
	-38
	-62
	56

	
	Right Dorsolateral Prefrontal Cortex
	BA 6, 8, 9
	580
	3.94
	42
	34
	36

	
	Anterior Cingulate Cortex and Frontal Pole
	BA 32, 10
	279
	3.19
	-2
	58
	6


Figure Legends

Figure S1a. Significant cluster of activation depicting greater blood oxygenation dependent (BOLD) signal response in the medial prefrontal cortex (mPFC) in the high fearful vs. high happy faces contrast in the low neuroticism group vs. high neuroticism placebo-treated group during a gender discrimination task. Images thresholded at Z> 2.3, P< 0.05, corrected. MNI: x=0, y=-8, z=42. Parts of the right DLPFC and Parieto-Occipital clusters (reported in Table S3) are also visible. Images are in radiological format.
Figure S1b. The group x emotion interaction in medial prefrontal cortex displaying increased activation to high fearful faces compared to high happy faces in the group with Low Neuroticism scores (orange bar). Percent signal change plotted on the y axis is extracted from the mean activation voxel taken from the whole brain analysis significant cluster.
FMRI results: high neuroticism, citalopram vs placebo

Table S4. Regions showing increased activation in the citalopram vs. placebo group in the group x emotion interaction when data were pre-thresholded using functional activation masks from the contrasts where subjects with high neuroticism on placebo showed a different response to subjects with low neuroticism.
	
	Brain Region
	Broadmann Area
	Cluster size (voxels)
	Z value
	x
	y
	z

	Fearful vs. Happy Faces of High Intensity Contrast

	
	Left Dorsolateral Prefrontal Cortex 
	BA 6, 8, 9
	506
	3.72
	-44
	10
	48

	
	Medial Prefrontal Cortex,

Anterior Cingulate Cortex 
	BA 9, 32
	341
	3.52
	2
	28
	34

	
	Right Dorsolateral Prefrontal 
	BA 6, 8, 9
	338
	3.59
	42
	32
	36

	Linear Trend Contrast (from fearful faces of high intensity to happy faces of high intensity)

	
	Anterior Cingulate Cortex
	BA 9, 32
	229
	3.3
	2
	28
	32


