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Table S1. Characteristics of the whole sample and selected populations. HNR study

	
	Whole Sample 
	Baseline Depression Missing
	Baseline Depression "Yes"
	Primary Outcome non valid
	Study Population

	 
	(n=4814)
	(n=995)
	(n=653)
	(n=353)
	(n=2813)

	Diabetes group n (%)
	
	
	
	
	

	 Diagnosed diabetes 
	393 (8.2)
	101 (10.2)
	43 (6.6) 
	48 (13.6)
	201 (7.2)

	 Undetected diabetes 
	259 (5.4)
	49 (4.9)
	21 (3.2) 
	31 (8.8)
	158 (5.6)

	 No diabetes 
	4162 (86.5) 
	845 (84.9)
	589 (90.2)
	274 (77.6)
	2454 (87.2)

	Age, mean (SD), y
	59.6 (7.8)
	61.4 (7.8)
	59.0 (7.6)
	61.5 (8.3)
	58.9 (7.7)

	Male n (%)
	2395 (49.8)
	487 (48.9)
	211 (32.3)
	208 (58.9)
	1489 (52.9)

	Education: years of school n (%)
	
	
	
	
	

	 ≤10
	547 (11.4)
	150 (15.2)
	96 (14.7)
	56 (16.0)
	245 (8.7)

	 11-13
	2676 (55.8)
	539 (54.7)
	391 (60.0)
	196 (55.8)
	1550 (55.2)

	 14-17
	1068 (22.3)
	210 (21.3)
	107 (16.4)
	76 (21.7)
	675 (24.0)

	 ≥18
	507 (10.6)
	87 (8.8)
	58 (8.9)
	23 (6,6)
	339 (12.1)

	No regular physical exercise n (%)
	2360 (49.0)
	526 (52.9)
	335 (51.3)
	207 (58.6)
	1292 (45.9)

	BMI mean (SD), kg/m²
	27.9 (4.6)
	28.5 (4.8)
	28.1 (4.9)
	28.4 (4.5)
	27.6 (4.5)

	BMI >30 kg/m² n (%)
	1282 (26.8)
	305 (31.0)
	192 (29.6)
	105 (29.8)
	680 (24.3)

	Smoking n (%)
	
	
	
	
	

	 Former smoker
	1662 (34.6)
	337 (34.1)
	193 (29.6)
	108 (30.8)
	1024 (36.4)

	 Current smoker
	1128 (23.5)
	213 (21.6)
	183 (28.0)
	112 (31.9)
	620 (22.1)

	Comorbidities n (%)
	
	
	
	
	

	 CVD 
	327 (6.8)
	79 (8.1)
	45 (6.9)
	48 (13.6)
	155 (5.5)

	 Myocardial infarction 
	234 (4.9)
	57 (5.9)
	38 (5.9)
	34 (9.7)
	105 (3.8)

	 Stroke
	135 (2.8)
	38 (3.9)
	26 (4.0)
	17 (4.8)
	54 (1.9)


Missing: aEducation 16; bBMI 29; cSmoker 10; dCVD 15; eMyocardial infarction 53; fStroke 29;






Table S2. MALES: Baseline participant characteristics, stratified by diabetes status. HNR study

	
	Diagnosed diabetes
	Undetected diabetes
	No diabetes

	 
	(n=132)
	(n=115)
	(n=1242)

	
	
	
	

	Age, mean (SD), y
	60.9 (7.4) 
	59.9 (7.1) 
	58.8 (7.6) 

	Education: years of school % (95%-CI) (4 missing)
	
	
	

	 ≤10                                         
	 5.3 (2.2–10.6)
	 3.5 (1.0– 8.7)
	 3.8 (2.8–5.0)

	 11–13                                       
	48.5 (39.7–57.3)
	52.2 (42.7–61.6)
	46.1 (43.3–48.9)

	 14–17                                       
	32.6 (24.7–41.3)
	35.7 (26.9–45.1)
	34.7 (32.0–37.4)

	 ≥18 years                                     
	13.6 ( 8.3–20.7)
	 8.7 ( 4.2–15.4)
	15.4 (13.5–17.6)

	No regular physical exercise % (95%-CI)
	60.6 (51.7–69.0)
	61.7 (52.2–70.6)
	46.6 (43.8–49.4)

	BMI, mean (SD), (kg/m²) (5 missing)
	29.8 (4.7) 
	30.5 (4.6) 
	27.7 (3.6) 

	BMI >30 kg/m²(95%-CI) (5 missing) 
	38.9 (30.5–47.8)
	50.0 (40.5–59.5)
	20.5 (18.3–22.9)

	HbA1c (mean, SD) (%) (18 missing) 
	7.1 (1.3) 
	6.4 (1.8) 
	5.4 (0.5) 

	CRP, median (quartiles) (8 missing)
	0.19 (0.08–0.38) 
	0.17 (0.08–0.33)
	0.12 (0.07–0.28)

	Adiponectin, median (quartiles) (15 missing)
	5375 (3736–8236)
	4736 (3362–6818) 
	6254 (4436–8717) 

	Smoking: % (95%-CI) (1 missing)
	
	
	

	 Former smoker
	48.5 (39.7–57.3)
	51.3 (41.8–60.7)
	46.2 (43.4–49.0)

	 Current smoker
	27.3 (19.9–35.7)
	28.7 (20.6–37.9)
	23.0 (20.7–25.5)

	Comorbidities % (95%-CI)
	
	
	

	 CVD
	15.9 (10.1–23.3)
	12.2 (6.8–19.6)
	 7.6 (6.2–9.2)

	 Myocardial infarction (12 missing)
	10.7 (6.0–17.3)
	 8.8 (4.3–15.7)
	 5.2 (4.0–6.6)

	 Stroke (2 missing)
	 9.8 (5.3–16.3)
	 1.8 (0.2–6.2)
	 1.7 (1.1– 2.6)

	Participation in 2nd follow-up after 10 yrs % (95%-CI)
	62.1 (53.3–70.4)
	69.6 (60.3–77.8)
	77.5 (75.0–79.8)

	Diabetes duration, mean (SD), y (4 missing) 
	10.0 (11.3)
	
	

	Diabetes-related comorbidities % (95%-CI)
	
	
	

	 Retinopathy (10 missing)                        
	11.5 (6.4–18.5)
	
	

	 Blindness (5 missing)                          
	0.8 (0.0–4.3)
	
	

	 Proteinuria (38 missing)                         
	14.9 (8.4–23.7)
	
	

	 Renal failure (5 missing)                       
	1.6 (0.2–5.6)
	
	

	 Renal replacement therapy (5 missing)            
	1.6 (0.2–5.6)
	
	

	 Neuropathy (7 missing)                        
	32.8 (24.7–41.8)
	
	

	 Amputation (5 missing)                        
	1.6 (0.2–5.6)
	
	

	
	

	
	
	
	






Table S3. FEMALES: Baseline participant characteristics, stratified by diabetes status. HNR study
	
	Diagnosed Diabetes
	Undetected Diabetes
	No diabetes

	 
	(n=69)
	(n=43)
	(n=1212)

	
	
	
	

	Age, mean (SD), y
	61.7 (7.5) 
	61.4 (8.5) 
	58.4 (7.6) 

	Education: years of school % (95%-CI) 
	
	
	

	 ≤10                                         
	23.2 (13.9–34.9)
	20.9 (10.0–36.0)
	13.4 (11.5–15.4)

	 11–13                                       
	66.7 (54.3–77.6)
	65.1 (49.1–79.0)
	64.4 (61.7–67.1)

	 14–17                                       
	 7.2 (2.4–16.1)
	 9.3 (2.6–22.1)
	12.6 (10.8–14.6)

	 ≥18 years                                     
	 2.9 (0.4–10.1)
	 4.7 (0.6–15.8)
	 9.6 (8.0–11.4)

	No regular physical exercise % (95%-CI)
	43.5 (31.6–56.0)
	48.8 (33.3–64.5)
	42.2 (39.4–45.0)

	BMI, mean (SD), (kg/m²)(8 missing)
	30.5 (5.8) 
	31.0 (6.6) 
	26.8 (4.8) 

	BMI >30 kg/m²(95%-CI) (8 missing) 
	50.7 (38.4–63.0)
	53.5 (37.7–68.8)
	21.6 (19.3–24.0)

	HbA1c (mean, SD) (%) (11 missing) 
	6.9 (1.4) 
	6.1 (0.9) 
	5.3 (0.5) 

	CRP, median (quartiles) 4 missing)
	0.26 (0.08–0.59) 
	0.17 (0.10–0.54)
	0.14 (0.07–0.29)

	Adiponectin, median (quartiles) (24 missing)
	8711 (5491–12847)
	8529 (5743–12627) 
	10942 (7748–15500) 

	Smoking: % (95%-CI) 
	
	
	

	 Former smoker
	29.0 (18.7–41.2)
	23.3 (11.8–38.6)
	24.6 (22.2–27.1)

	 Current smoker
	11.6 ( 5.1–21.6)
	18.6 (8.4–33.4)
	20.5 (18.3–22.9)

	Comorbidities % (95%-CI)
	
	
	

	 CVD
	11.6 (5.1–21.6)
	 4.7 (0.6–15.8)
	 1.3 (0.8–2.1)

	 Myocardial infarction (5 missing)
	 5.8 (1.6–14.2)
	 4.7 (0.6–15.8)
	 0.9 (0.5–1.6)

	 Stroke (3 missing)
	 4.4 (0.9–12.4)
	 0.0 (0.0–8.2)
	 1.2 (0.7–2.0)

	Participation in 2nd follow-up after 10 yrs % (95%-CI)
	69.6 (57.3–80.1)
	48.8 (33.3–64.5)
	77.6 (75.2–80.0)

	Diabetes duration, mean (SD), y (3 missing) 
	9.5 (11.9)
	
	

	Diabetes-related comorbidities % (95%-CI)
	
	
	

	 Retinopathy (2 missing)                        
	9.0 (3.4–18.5)
	
	

	 Blindness (3 missing)                          
	0.0 
	
	

	 Proteinuria (14 missing)                         
	21.8 (11.8–35.0)
	
	

	 Renal failure (3 missing)                       
	3.0 (0.4–10.5)
	
	

	 Renal replacement therapy (3 missing)            
	0.0 
	
	

	 Neuropathy (4 missing)                        
	29.2 (18.6–41.8)
	
	

	 Amputation (3 missing)                        
	3.0 (0.4–10.5)
	
	 

	
	




	Table S4. Multiple logistic regression models analyzing the relationship between diagnosed diabetes and previously undetected and the development of high depressive symptoms 
(complete results including ORs of all independent variables in each model) 

	
	Diagnosed diabetes1
	Undetected diabetes1

	Model/variable
	Odds Ratios (95%-CI)
	Odds Ratios (95%-CI)

	
	
	

	Model 1
	(all: n=2655)
	(all: n=2612)

	Diabetes (undetected/diagnosed)
	1.51 (1.01–2.28)
	0.96 (0.56–1.65)

	Age (per year) 
	0.97 (0.96–0.99)
	0.97 (0.96–0.99)

	Sex (male)
	0.57 (0.45–0.72)
	0.54 (0.42–0.69)

	
	
	

	Model 2
	(n=2639)
	(n=2596)

	Diabetes (undetected/diagnosed)
	1.40 (0.92–2.12)
	0.85 (0.49–1.47)

	Age (per year) 
	0.97 (0.96–0.99)
	0.97 (0.96–0.99)

	Sex (male)
	0.55 (0.42–0.71)
	0.52 (0.40–0.67)

	BMI (>30 versus <=30 kg/m²)
	1.25 (0.95–1.63)
	1.30 (0.98–1.71)

	No regular physical activity (versus yes) 
	1.32 (1.04–1.67)
	1.36 (1.07–1.74)

	Education (ordinal changes per category step 1–4)
	0.92 (0.79–1.08)
	0.97 (0.83–1.14)

	Smoking: % (95%-CI) 
	
	

	 former smoker (versus never smoker)
	1.26 (0.96–1.67)
	1.20 (0.90–1.59)

	 current smoker (versus never smoker)
	1.19 (0.87–1.63)
	1.17 (0.85–1.62)

	
	
	

	Model 3
	(n=2639)
	(n=2596)

	Diabetes (undetected/diagnosed)
	1.33 (0.87–2.02)
	0.85 (0.49–1.48)

	Age (per year) 
	0.97 (0.96–0.99)
	0.97 (0.96–0.99)

	Sex (male)
	0.54 (0.42–0.70)
	0.51 (0.39–0.66)

	BMI (>30 versus <=30 kg/m²)
	1.25 (0.95–1.63)
	1.29 (0.98–1.70)

	Myocardial infarction (yes versus no)2
	1.03 (0.52–2.06)
	1.11 (0.54–2.28)

	Stroke (yes versus no)2
	2.23 (1.11–4.48)
	2.75 (1.27–5.97)

	No regular physical activity (versus yes) 
	1.31 (1.03–1.67)
	1.36 (1.07–1.74)

	Education (ordinal changes per category step 1–4)
	0.92 (0.79–1.08)
	0.98 (0.83–1.14)

	Smoking: % (95%-CI) (1 missing)
	
	

	 former smoker (versus never smoker)
	1.26 (0.95–1.66)
	1.19 (0.89–1.58)

	 current smoker (versus never smoker)
	1.19 (0.87–1.63)
	1.18 (0.86–1.62)

	
	
	


1) Separate logistic regression models on different subpopulations.	
2) Baseline assessment: ever diagnosed by a physician, few missing (17 resp. 5 overall, cf. table 1) defined as ‘‘no’’. 

	
	
	




Table S5. Multiple logistic regression models analyzing the relationship between confirmed undetected diabetes and the 
development of high depressive symptoms: The Heinz Nixdorf Recall Study
	
	N
	incident cases n (%) 
(% 95%-CI)
	Model 1: OR 
(95%-CI)
	Model 2: OR 
(95%-CI)
	Model 3: OR 
(95%-CI)
	Model 4: OR 
(95%-CI)

	Undetected diabetes 
	118
	14 (11.9%)
 (6.6–19.1%)
	1.16 
(0.65–2.07)
	1.01 
(0.56–1.82)
	1.00 
(0.56–1.82)
	0.88
 (0.47–1.66)

	No diabetes (ref)
	2454
	304 (12.4%) 
(11.1–13.8%) 
	1.00
	1.00
	1.00
	1.00 

	Men
	
	
	
	
	
	

	Undetected diabetes 
	88
	7 (8.0%)
(3.3–15.7%)
	0.90 
(0.41–2.01)
	0.83 
(0.37–1.88)
	0.81 
(0.36–1.84)
	0.89 
(0.39–2.03)

	No diabetes (ref)
	1242
	115 (9.3%)
(7.7–11.0%)
	1.00
	1.00
	1.00
	1.00

	Women
	
	
	
	
	
	

	Undetected diabetes 
	30
	7 (23.3%) 
(9.9–42.3%)
	1.70 
(0.72–4.02)
	1.46 
(0.61–3.51)
	1.49 
(0.62–3.60)
	1.02
(0.37–2.77)

	No diabetes (ref)
	1212
	189 (15.6%) 
(13.6–17.8%)
	1.00
	1.00
	1.00
	1.00


Primary Outcome analyzed on the subpopulation of participants with undetected diabetes at baseline and confirmation of the diagnosis during follow-up T1 or T2 and participants without undetected diabetes at baseline
OR: Odds ratio; CI: confidence interval
Different models for diagnosed and undetected diabetes on corresponding subpopulations including reference population 
Model 1:	adjusted for age and sex
Model 2:	Model 1 + additional adjustment for BMI, physical activity, smoking, education (only confounders)
Model 3:	Model 2 + additional adjustment for myocardial infarction and stroke (confounders + MI + stroke) 
Model 4:	Model 2 + additional adjustment for log-CRP and log-adiponectin (confounders + immunological parameters) 
Missing: Maximal 16 (model 2, 3) or 54 (model 4) participants excluded because of missing in each model for undetected diabetes
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