Supplementary Table 1. Unadjusted Associations between circulating and LPS-induced intracellular cytokines

	
	Entire Sample

	Variable A
	Variable B
	β*
	p

	CD14+TNF-α+(%) 
	Plasma CRP (mg/L)
	-0.07
	0.52

	CD14+IL-6+(%)  
	Plasma CRP (mg/L)
	-0.01
	0.94

	CD14+TNF-α+IL-6+(%)  
	Plasma CRP (mg/L)
	-0.05
	0.64

	Plasma IL-6 (pg/mL)
	Plasma CRP (mg/L)
	0.45
	<0.01

	Plasma TNF-α (pg/mL)
	Plasma CRP (mg/L)
	0.21
	0.06

	Plasma IL-6 (pg/mL)
	CD14+IL-6+(%)
	0.03
	0.73

	Plasma TNF-α (pg/mL)
	CD14+TNF-α+(%)
	0.02
	0.87


Note: CRP, C-reactive protein; IDS-C, Clinician-rated Inventory of Depressive Symptomatology; IL-6, Interleukin-6; TNF-α, Tumor Necrosis Factor-alpha.
*Unadjusted standardized regression coefficient.


















Supplementary Table 2. Adjusted Associations between circulating and LPS-induced intracellular cytokines

	
	Entire Sample

	Variable A
	Variable B
	β*
	p

	CD14+TNF-α+(%) 
	Plasma CRP (mg/L)
	-0.09
	0.36

	CD14+IL-6+(%)  
	Plasma CRP (mg/L)
	-0.03
	0.79

	CD14+TNF-α+IL-6+(%)  
	Plasma CRP (mg/L)
	-0.07
	0.49

	Plasma IL-6 (pg/mL)
	Plasma CRP (mg/L)
	0.35
	<0.01

	Plasma TNF-α (pg/mL)
	Plasma CRP (mg/L)
	0.27
	0.01

	Plasma IL-6 (pg/mL)
	CD14+IL-6+(%)
	0.01
	0.91

	Plasma TNF-α (pg/mL)
	CD14+TNF-α+(%)
	0.02
	0.85


Note: CRP, C-reactive protein; IDS-C, Clinician-rated Inventory of Depressive Symptomatology; IL-6, Interleukin-6; TNF-α, Tumor Necrosis Factor-alpha.
*Adjusted standardized regression coefficient for sex, age, race, education and body-mass index.



























Supplementary Table 3. Associations between depressive symptoms (IDS-C total) and inflammatory biomarkers.

	
	Entire Sample
	Lower Inflammation subgroup
	Higher Inflammation subgroup

	Variable
	β*
	p
	β*
	p
	β*
	p

	Plasma CRP (mg/L)
	-0.08
	0.43
	0.10
	0.51
	-0.36
	0.02

	Plasma IL-6 (pg/mL)
	0.01
	0.96
	0.05
	0.72
	0.004
	0.98

	Plasma TNF-α (pg/mL)
	0.04
	0.69
	0.11
	0.43
	-0.05
	0.72

	CD14+TNF-α+IL-6+(%)
	0.14
	0.14
	-0.03
	0.81
	0.39
	0.003

	CD14+TNF-α+(%)
	0.05
	0.58
	-0.26
	0.05
	0.23
	0.09

	CD14+IL-6+(%)
	0.12
	0.22
	-0.07
	0.61
	0.26
	0.06


Note: CRP, C-reactive protein; IDS-C, Clinician-rated Inventory of Depressive Symptomatology; IL-6, Interleukin-6; TNF-α, Tumor Necrosis Factor-alpha.
*Unadjusted standardized regression coefficient.

























Supplementary Table 4. Associations between insomnia severity (PSQI total) and inflammatory biomarkers.

	
	Entire Sample 
	Lower Inflammation subgroup
	Higher Inflammation subgroup

	Variable
	β*
	p
	β*
	p
	β*
	p

	Plasma CRP (mg/L)
	-0.08
	0.46
	-0.13
	0.40
	0.13
	0.38

	Plasma IL-6 (pg/mL)
	0.04
	0.66
	0.21
	0.12
	0.02
	0.88

	Plasma TNF-α (pg/mL)
	0.06
	0.51
	0.13
	0.33
	0.12
	0.39

	CD14+TNF-α+IL-6+(%)
	0.17
	0.08
	0.09
	0.54
	0.13
	0.32

	CD14+TNF-α+(%)
	0.14
	0.16
	0.04
	0.76
	0.09
	0.52

	CD14+IL-6+(%)
	0.16
	0.09
	0.01
	0.92
	0.09
	0.49


Note: CRP, C-reactive protein; IL-6, Interleukin-6; PSQI. Pittsburgh Sleep Quality Index; TNF-α, Tumor Necrosis Factor-alpha.
*Unadjusted standardized regression coefficient.

Supplementary Table 5. Associations between insomnia severity (PSQI total) and inflammatory biomarkers after covariate adjustments.

	
	Entire Sample 
	Lower Inflammation subgroup
	Higher Inflammation subgroup

	Variable
	Adjusted β*
	p
	Adjusted β*
	p
	Adjusted β*
	p

	Plasma CRP (mg/L)
	-0.10
	0.40
	-0.22
	0.17
	0.24
	0.15

	Plasma IL-6 (pg/mL)
	0.004
	0.97
	0.18
	0.24
	-0.04
	0.75

	Plasma TNF-α (pg/mL)
	0.02
	0.84
	0.14
	0.34
	0.14
	0.36

	CD14+TNF-α+IL-6+(%)
	0.18
	0.07
	0.07
	0.64
	0.21
	0.16

	CD14+TNF-α+(%)
	0.15
	0.14
	0.01
	0.97
	0.16
	0.27

	CD14+IL-6+(%)
	0.16
	0.10
	0.01
	0.93
	0.19
	0.18


Note: CRP, C-reactive protein; IL-6, Interleukin-6; PSQI. Pittsburgh Sleep Quality Index; TNF-α, Tumor Necrosis Factor-alpha.
*Adjusted standardized regression coefficient for sex, age, race, education and body-mass index.


Supplementary Table 6. Associations between IDS-C scores without sleep related items and inflammatory biomarkers.

	
	Entire Sample 
	Lower Inflammation subgroup
	Higher Inflammation subgroup

	Variable
	β*
	p
	β*
	p
	β*
	p

	Plasma CRP (mg/L)
	-0.11
	0.29
	0.15
	0.31
	-0.44
	0.002

	Plasma IL-6 (pg/mL)
	-0.06
	0.54
	-0.04
	0.80
	-0.02
	0.88

	Plasma TNF-α (pg/mL)
	-0.02
	0.81
	0.04
	0.79
	-0.10
	0.47

	CD14+TNF-α+IL-6+(%)
	0.12
	0.21
	-0.02
	0.91
	0.38
	0.004

	CD14+TNF-α+(%)
	0.03
	0.76
	-0.28
	0.03
	0.22
	0.11

	CD14+IL-6+(%)
	0.10
	0.31
	-0.03
	0.83
	0.33
	0.02


Note: CRP, C-reactive protein; IDS-C, Clinician-rated Inventory of Depressive Symptomatology; IL-6, Interleukin-6; TNF-α, Tumor Necrosis Factor-alpha. 
*Unadjusted standardized regression coefficient.


Supplementary Table 7. Associations between IDS-C scores without sleep related items and inflammatory biomarkers after covariate adjustments.

	
	Entire Sample 
	Lower Inflammation subgroup
	Higher Inflammation subgroup

	Variable
	Adjusted β*
	p
	Adjusted β*
	p
	Adjusted β*
	p

	Plasma CRP (mg/L)
	-0.20
	0.05
	0.03
	0.86
	-0.39
	0.005

	Plasma IL-6 (pg/mL)
	-0.09
	0.35
	-0.08
	0.58
	-0.06
	0.62

	Plasma TNF-α (pg/mL)
	-0.02
	0.85
	0.05
	0.73
	-0.09
	0.47

	CD14+TNF-α+IL-6+(%)
	0.16
	0.06
	-0.04
	0.76
	0.44
	0.001

	CD14+TNF-α+(%)
	0.09
	0.32
	-0.32
	0.01
	0.25
	0.046

	CD14+IL-6+(%)
	0.12
	0.19
	0.04
	0.77
	0.36
	0.004


Note: CRP, C-reactive protein; IDS-C, Clinician-rated Inventory of Depressive Symptomatology; IL-6, Interleukin-6; TNF-α, Tumor Necrosis Factor-alpha. 
*Adjusted standardized regression coefficient for sex, age, race, education and body-mass index.


























Supplementary Figure 1. Representative flow cytometry data for the determination of percentages of Interleukin (IL) 6- and/or Tumor Necrosis Factor (TNF)-producing monocytes following whole blood stimulation with lipopolysaccharide (LPS). 
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Unstimulated (left panels) and LPS-stimulated (right panels) whole blood aliquots from the same blood sample (as described in Irwin et al, 2006) were gated on CD14-positive cells (monocytes, R2 and R3, upper panels), and analyzed by quadrants for intracellular production of IL6 and TNF (lower panels).  Quadrants were set using the unstimulated aliquot, and the same quadrant settings were then utilized for analysis of the stimulated aliquot.  Numbers indicate the percentages of CD14-positive cells that are producing TNF alone (upper left), both TNF and IL6 (upper right), and IL-6 alone (lower right). Percentages from each quadrant in the unstimulated aliquot were subtracted from the corresponding percentages in the stimulated aliquot to yield the reported percentage of IL6- and/or TNF-producing cells in response to LPS stimulation (in this example, 18.8% TNF only, 3.1% IL6 and TNF, and 2.6% IL6 only).
