SUPPLEMENTARY MATERIAL
Regression Models

We conducted simple bivariate correlations between each of the four predictors and activity in the right amygdala during the happy emotional condition. In each case, the strength of the association was weaker when the variable appeared alone (Lifetime Mania-related Psychopathology, ( = .40, t(24) = 2.11, p  = .046; Young Mania Rating Scale, ( = -.17 , t(24) = -0.84, p  = .41; Gender, ( = .36 , t(24) = 1.89, p  = .07; Comorbid Anxiety, ( = .24 , t(24) = 1.19, p = .24) than when it appeared in the model with the other three predictors (Table 2). The bivariate correlations between the variable of interest, Lifetime Mania-related Psychopathology, and the other variables are as follows:  rLifetime-mania_gender = -.14; rLifetime-mania_anxiety = -.16; rLifetime-mania_Current-mania(YMRS) = .21. All of the remaining bivariate relationships were close to zero (all rs<.05, all ps>.84). This collection of results is consistent with the statistical phenomena of suppression Cohen and Cohen, 1983()
, by which each predictor is explaining (or ‘suppressing’) what would otherwise be error variance in the other predictors (that is, the error variance of the other predictors which is uncorrelated with the dependent variable). As a result, each predictor is improved by the inclusion of the other variables, and the strength of the association between each improved variable and the dependent variable is revealed to be stronger. The effects of the variables in the model presented in Table 2 can be interpreted in the standard manner, that is, the standardized relationship between lifetime mania and right-amygdala activity is ( = .57, controlling for current mania (YMRS) scores, gender, and history of anxiety. 

Additionally, and given the small sample size used for the regression models (N=26), both the full and the final-reduced models were evaluated to ensure that all assumptions of ordinary least-squares regression were met. These tests provided no evidence to suggest that the assumptions were violated in either model. There was no evidence of error heteroscedasticity in either model (White’s test (25) = 26.00, p = .41, for the full model; White’s test (12) = 9.03, p = .70, for the reduced model); errors appeared to be normally distributed in both models (Shapiro-Wilk =  0.96, p = .47, for the full model, Shapiro-Wilk = 0.97, p = .75, for the reduced model);  there was no evidence of non-independent errors in either model (Durbin-Watson d = 1.68 for the full model; Durbin-Watson d  = 1.58 for the reduced model); and there was no evidence of substantial multicolinearity in either model (all VIFs < 5 in both models). 

Finally, recognizing that backwards-stepwise regression techniques can lead to results that may be sample specific, we conducted a final test using a leave-one-out cross-validation procedure. With this procedure, competing models are compared to each other on the basis of their squared prediction errors. Each model is run N times where N = the total sample size. During each run, one participant is removed from the model, parameter estimates are calculated, and the left-out participant’s score on the dependent variable is predicted from those parameter estimates. To generate a list of models to compare, the top 25 best fitting models from an all-subsets regression approach were identified (Note: the best fitting model from the all-subsets regression approach was the same as the model identified by the backwards selection procedure). Those 25 models were subjected to leave-one-out cross validation. The results indicated that the model with the smallest squared prediction error was quite similar to the final model chosen from the backwards-stepwise procedure. The only difference between them was the absence of the term representing current manic symptoms in the model chosen from the cross-validation approach. The other three terms from the final model from the stepwise procedure (gender, lifetime-mania, and comborbid anxiety) remained. Because the present study  focused on the association between lifetime manifestations of mood pathology, we judged it best to retain current mania symptoms in the model (i.e., to present the final model from the backwards-stepwise procedure with all four variables) so as to partial out the effect of transient fluctuations in subthreshold mania (Note: the term of interest, lifetime-subthreshold-mania, was  significant regardless of the modeling framework that is chosen). 

Reference:
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	Supplementary Table S1. MDD > HC within Right Amygdala ROI

	 
	 
	Right Amygdala

	Emotion
	 
	t
	p
	k

	Anger
	 
	2.35
	0.01
	31*

	Happy
	 
	3.19
	0.001
	83*

	Fear
	 
	1.88
	0.03
	2

	Sad
	 
	1.42
	0.08
	1

	Note. Monte Carlo simulations for the right amygdala, implemented with AlphaSim, indicated a minimum voxel extent of k=26 in order to retain an overall p < 0.05. 

* AlphaSim cluster extent was met and p<0.05


	Supplementary Table S2. Full Regression Model of Right Amygdala Activity in Response to the Happy Condition.

	Variable
	β
	t(14)
	p

	Lifetime Mania-related Psychopathology
	0.66
	2.96
	0.01

	Lifetime Depression-related Psychopathology
	0.03
	0.12
	0.91

	Young Mania Rating Scale
	-0.34
	-1.41
	0.18

	Hamilton Depression Rating Scale
	0.08
	0.31
	0.76

	Gender
	0.38
	1.99
	0.07

	Age
	-0.32
	-1.28
	0.22

	Duration of Illness
	0.24
	0.92
	0.37

	Medications
	
	
	

	ADM only vs None
	-0.09
	-0.41
	0.69

	ADM plus Augmentation vs None
	-0.22
	-0.80
	0.44

	History of Substance Abuse/Dependence
	0.06
	0.23
	0.82

	History of Anxiety Disorder
	0.29
	1.44
	0.17


	Supplementary Table S3. Regression Model of Right Amygdala Activity in Response to the Anger Condition.

	Variable
	β
	t(14)
	p

	Lifetime Mania-related Psychopathology
	0.05
	0.20
	0.84

	Lifetime Depression-related Psychopathology
	-0.04
	-0.13
	0.90

	Young Mania Rating Scale
	0.13
	0.45
	0.66

	Hamilton Depression Rating Scale
	0.10
	0.33
	0.75

	Gender
	-0.12
	-0.55
	0.59

	Age
	-0.20
	-0.68
	0.51

	Duration of Illness
	-0.38
	-1.26
	0.23

	Medications
	
	
	

	ADM only vs None
	0.05
	0.17
	0.87

	ADM plus Augmentation vs None
	0.24
	0.74
	0.47

	History of Substance Abuse/Dependence
	0.18
	0.61
	0.55

	History of Anxiety Disorder
	0.12
	0.50
	0.63


	Supplementary Table S4: Exploratory Whole Brain Analysis (MDD>HC)

	 
	 
	 
	 
	 
	 
	Talairach
	 
	 
	 

	 
	k
	T
	Z
	p unc
	 
	x
	y
	z
	Location

	Whole brain (MDD > HC)a

	 
	57
	4.40
	4.29
	< 0.0001
	 
	34
	-19
	44
	R
	Precentral Gyrus
	BA 4

	 
	44
	4.16
	4.08
	< 0.0001
	 
	18
	29
	48
	R
	Superior Frontal Gyrus
	BA 8

	 
	48
	4.02
	3.94
	< 0.0001
	 
	-5
	-59
	6
	L
	Posterior Cingulate
	BA 30

	 
	35
	3.93
	3.85
	0.0001
	 
	43
	-21
	-2
	R
	Insula
	BA 13

	 
	31
	3.82
	3.76
	0.0001
	 
	14
	-54
	-4
	R
	Parahippocampal Gyrus
	BA 19

	 
	25
	3.80
	3.73
	0.0001
	 
	-14
	-28
	63
	L
	Precentral Gyrus
	BA 4

	 
	28
	3.75
	3.68
	0.0001
	 
	42
	-24
	14
	R
	Transverse Temporal Gyrus
	BA 41

	 
	33
	3.68
	3.62
	0.0001
	 
	-4
	-86
	22
	L
	Cuneus
	BA 18

	 
	84
	3.64
	3.58
	0.0002
	 
	53
	-60
	18
	R
	Superior Temporal Gyrus
	BA 39

	Happyb

	 
	48
	4.77
	4.64
	< 0.0001
	 
	-5
	-59
	7
	L
	Posterior Cingulate
	BA 30

	 
	25
	4.49
	4.38
	< 0.0001
	 
	-16
	-28
	63
	L
	Precentral Gyrus
	BA 4

	 
	46
	4.37
	4.27
	< 0.0001
	 
	36
	-19
	45
	R
	Precentral Gyrus
	BA 4

	 
	47
	4.14
	4.05
	< 0.0001
	 
	51
	-67
	33
	R
	Angular Gyrus
	BA 39

	 
	31
	4.10
	4.01
	< 0.0001
	 
	14
	-55
	-2
	R
	Parahippocampal Gyrus
	BA 19

	 
	31
	4.03
	3.95
	< 0.0001
	 
	-4
	-84
	22
	L
	Cuneus
	BA 18

	 
	23
	3.91
	3.84
	0.0001
	 
	42
	-24
	12
	R
	Transverse Temporal Gyrus
	BA 41

	Angerb

	 
	33
	4.52
	4.41
	< 0.0001
	 
	34
	-17
	43
	R
	Precentral Gyrus
	BA 4

	 
	31
	4.02
	3.94
	< 0.0001
	 
	51
	-62
	20
	R
	Middle Temporal Gyrus
	BA 39

	 
	23
	3.83
	3.76
	0.0001 
	 
	18
	28
	46
	R
	Superior Frontal Gyrus
	BA 8

	Note. a Results of exploratory whole brain analysis of areas in which MDD > HC for all four emotion (anger, fear, sad, happy) conditions. The threshold for statistical significance was set to p < 0.001 k > 20 voxels. Clusters in white matter are not displayed. b Separate post-hoc t-tests were conducted using the same thresholds for statistical significance for each of the four emotion conditions within the regions identified in the whole brain (MDD > HC) analysis. No significant clusters were identified for the fear or sad conditions. unc. = uncorrected


