

Supplementary table 1: Univariable and multivariable linear regression analyses with controls as reference
	Domain
	
	N
	Univariable
	N
	Multivariable*

	
	
	
	[bookmark: OLE_LINK8][bookmark: OLE_LINK9]B (95% CI)
	
	B (95% CI)

	Functioning scales*
	
	
	
	
	

	Physical functioning
	
	2196
	-7.60 (-9.05,- 6.14) 
	2196
	-6.49 (-7.85,-5.14) 

	Role functioning
	
	2196
	-21.38 (-23.73, -19.03) 
	2196
	-19.80 (-22.04,-17.55) 

	Emotional functioning
	
	2173
	-7.53 (-9.26,-5.80) 
	2173
	-6.76 (-8.46,-5.06) 

	Cognitive functioning
	
	2199
	-9.28 (-11.11,-7.45) 
	2199
	-8.17 (-9.96, -6.39) 

	Social functioning
	
	2193
	-20.12 (-22.31, -17.94) 
	2193
	-18.58 (-20.65,-16.50) 

	Global quality of life*
	
	2204
	-12.16 (-13.91,-10.42) 
	2204
	-11.10 (-12.77,-9.43) 

	Symptom scales**
	
	
	
	
	

	Fatigue
	
	2190
	16.54 (14.47,18.61) 
	2190
	14.93 (12.98,16.88) 

	Nausea and vomiting
	
	2197
	4.10 (3.14,5.05) 
	2197
	3.61 (2.66,4.55) 

	Pain
	
	2190
	4.29 (2.10,6.47) 
	2190
	3.28 (1.13,5.44) 

	Dyspnoea
	
	2203
	5.64 (3.72,7.56) 
	2203
	4.79 (2.90,6.68) 

	Insomnia
	
	2201
	10.58 (8.06,13.10) 
	2201
	9.94 (7.42,12.46) 

	Appetite loss
	
	2201
	10.64 (8.81,12.48) 
	2201
	9.59 (7.78,11.39) 

	Constipation
	
	2196
	5.87 (3.69,8.04) 
	2196
	4.88 (2.69,7.06) 

	Diarrhoea
	
	2201
	3.17 (1.17,5.16) 
	2201
	2.65 (0.64,4.66) 

	Financial difficulties
	
	2195
	2.50 (0.83,4.17) 
	2195
	1.76 (0.12,3.39) 


[bookmark: OLE_LINK4][bookmark: OLE_LINK5]95% CI= 95% confidence interval.* Adjusted for age groups, education level, smoking, physical activity levels, BMI groups and drinking alcohol (yes/no). *negative values imply worse functioning among cases compared to controls **positive values imply worse symptoms among cases compared to controls


















Supplementary table 2: Univariable and multivariable linear regression analyses with global quality of life as dependent variable 
	
	Cases
	Controls

	 Predictors
	 Univariable
	Multivariable*
	 Univariable
	Multivariable*

	
	B (95% CI)
	B (95 % CI)
	B (95% CI)
	B (95 % CI)

	Age
	
	
	
	

	   30-34 
	0.00
	0.00
	0.00
	0.00

	   35-39 
	-4.88 (-14.49,4.73)
	-4.48 (-13.75,4.80)
	-7.71 (-20.49,5.07)
	-7.36(-19.48,4.76)

	   40-44 
	-1.19 (-10.10,7.72)
	-2.23 (-10.82,6.37)
	-11.16 (-21.07,-1.26)
	-10.38 (-19.80,-0.96)

	   45-49 
	-3.35 (-11.93,5.22)
	-3.81 (-12.08,4.47)
	-8.80 (-18.21,0.61)
	-6.68 (-15.61,2,26)

	   50-54 
	2.20 (-6.19,10.58)
	0.76 (-7.35,8.87)
	-4.96 (-14.10,4.18)
	-4.00 (-12.72,4.72)

	   55-59 
	4.12 (-4.36,12.60)
	3.74 (-4.45,11.93)
	-4.83 (-13.96,4.30)
	-2.38 (-11.10,6.33)

	   60-64 
	6.51 (-1.97,14.98)
	6.30 (-1.91,14.51)
	-0.57 (-9.60,8.46)
	1.53 (-7.07,10.14)

	   65-69 
	7.38 (-1.08,15.84)
	7.23 (-0.98,15.43)
	-2.47 (-11.56,6.61)
	-1.31 (-9.98,7.37)

	   70-74 
	8.97 (0.20,17.74)
	8.56 (0.06,17.06)
	-2.22 (-12.06,7.62)
	-0.99 (-10.39,8.42)

	   75-79 
	6.93 (-2.18,16.05)
	7.73 (-1.12,16.57)
	-0.97 (-10.97,9.03)
	1.42 (-8.07,10.92)

	
	
	
	
	

	Education
	
	
	
	

	   Primary school
	0.00
	0.00
	0.00
	0.00

	   Secondary school
	0.71 (-3.80, 5.22)
	0.82 (-3.52,5.16)
	0.63 (-4.89,6.15)
	0.77 (-4.49,6.03)

	   High school/university ≤ 4 years
	-0.43 (-5.00,4.15)
	-0.66 (-5.13,3.80)
	-0.32 (-5.26,5.91)
	-1.39 (-6.79,4.02)

	   High school/university > 4 years
	0.61 (-4.07,5.29)
	-0.78 (-5.42,3.87)
	1.54 (-4.21,7.29)
	-2.26 (-7.89,3.37)

	
	
	
	
	

	Exercise
	
	
	
	

	[bookmark: OLE_LINK10][bookmark: OLE_LINK11]    No exercise, physically active ≤ 3h/w
	0.00
	0.00
	0.00
	0.00

	    No exercise, physically active > 3h/w
	11.31 (7.69,14.93)
	9.87 (6.25,13.49)
	6.44 (2.14,10.74)
	4.10 (-0.13-8.33)

	    Exercise 0-1 h/w
	11.64 (7.82,15.47)
	9.85 (6.00,13.71)
	8.46 (4.10,12.82)
	6.90 (2.58-11.21)

	    Exercise 2-3 h/w
	16.05 (12.01,20.09)
	14.48 (10.37,18.60)
	12.73 (8.24,17.23)
	10.37 (5.85-14.88)

	    Exercise 4+ h/w
	20.01 (14.82,25.19)
	19.37 (14.10,24.64)
	21.24 (15.45,27.04)
	17.66 (11.81-23.51)

	
	
	
	
	

	Smoking
	
	
	
	

	    Never smoking
	0.00
	0.00
	0.00
	0.00

	    Former smoking
	-2.53 (-4.90,-0.17)
	-3.24 (-5.58,-0.89)
	-2.51 (-5.27,0.25)
	-2.72 (-5.48,0.05)

	    Current smoking
	-4.30 (-8.37,-0.24)
	-3.55 (-7.55,0.45)
	-10.11 (-14.11,-6.12)
	-8.65 (-12.60,-4.71)

	
	
	
	
	

	Drinks alcohol
	
	
	
	

	    No
	0.00 
	0.00
	0.00
	0.00 

	    Yes
	5.78 (3.36,8.19)
	4.65 (2.24-7.06)
	7.65 (4.66,10.64)
	6.52 (3.60,9.44)

	
	
	
	
	

	Body mass index
	
	
	
	

	    BMI <25
	0.00
	0. 00
	0.00
	0.00

	    BMI 25-29
	-2.62 (-5.18,-0.06)
	-2.16 (-4.65,0.33)
	-3.40 (-6.28,-0.52)
	-1.54 (-4.35,1.27)

	    BMI ≥30
	-5.03 (-8.01,-2.06)
	-2.49 (-5.43,0.45)
	-8.95 (-12.43,-5.47)
	-4.91 (-8.39,-1.44)


95% CI= 95% confidence interval.* Adjusted for age, education level, smoking. physical activity. BMI. drinking alcohol (yes/no). 

Supplementary table 3: Univariable and multivariable linear regression analysis with fatigue score as dependent variable
	
	Cases
	Controls

	 Predictors
	 Univariable
	Multivariable*
	 Univariable
	Multivariable*

	 
	B (95% CI)
	B (95 % CI)
	B (95% CI)
	B (95 % CI)

	Age 
	
	
	
	

	[bookmark: _Hlk101192528]   30-34
	0.00
	0.00
	0.00
	0.00

	   35-39 
	-3.17 (-14.59,8.24)
	-3.54 (-14.57, 7.48)
	1.39 (-12.89,15.67)
	2.50 (-11.22,16.22)

	   40-44 
	0.89 (-9.70,11.48)
	2.03 (-8.20, 12.25)
	8.33 (-2.76,19.42)
	8.79 (-1.90,19.48)

	   45-49 
	-3.85 (-14.03,6.34)
	-3.40 (-13.24, 6.44)
	-0.52 (-11.03,9.99)
	-1.43 (-11.55,8.68)

	   50-54 
	-12.31 (-22.28, -2.34)
	-10.60 (-20.25, -0.96)
	-2.23 (-12.44,7.97)
	-1.79 (-11.66,8.08)

	   55-59 
	-12.94 (-23.03,-2.86)
	-12.36 (-22.10, -2.62)
	-3.36 (-13.56,6.85)
	-4.57 (-14.44,5.30)

	   60-64 
	-19.01 (-29.08,-8.95)
	-18.70 (-28.46,-8.94)
	-8.81 (-18.90,1.28)
	-10.00 (-19.74,-0.26)

	   65-69 
	-20.70 (-30.76,-10.65)
	-20.50 (-30.27,-10.74)
	-9.18 (-19.33,0.98)
	-9.56 (-19.39,0.27)

	   70-74 
	-17.74 (-28.15,-7.33)
	-17.27 (-27.37,-7.17)
	-4.63 (-15.62,6.36)
	-5.08 (-15.73,5.56)

	   75-79 
	-19.11 (-29.93,-8.28)
	-20.41 (-30.92,-9.89)
	-8.75 (-19.92,2.42)
	-10.71 (-21.46,0.04)

	
	
	
	
	

	Education
	 
	 
	
	

	   Primary school
	0.00
	0.00 
	0.00
	0.00

	   Secondary school
	2.34 (-3.15,7.83)
	1.15 (-4.03,6.33)
	2.30 (-3.98,8.58)
	2.19 (-3.81,8.19)

	   High school/university ≤ 4 years
	2.91 (-2.66,8.48)
	2.02 (-3.31,7.35)
	2.09 (-4.26,8.44)
	3.33 (-2.84,9.49)

	   High school/university > 4 years
	2.09 (-3.61,7.78)
	2.10 (-3.44,7.64)
	0.18 (-6.35,6.72)
	3.49 (-2.93, 9.91)

	
	
	
	
	

	Exercise
	
	
	
	

	    No exercise, physically active ≤ 3h/w
	0.00
	0.00
	0.00
	0.00

	    No exercise, physically active > 3h/w
	-11.52 (-15.93, -7.11)
	-10.00 (-14.30,-5.70)
	-4.49 (-9.38,0.40)
	-2.44 (-7.22,2.35)

	    Exercise 0-1 h/w
	-13.96 (-18.63, -9.29)
	-11.99 (-16.59,- 7.40)
	-7.60 (-12.55,-2.65)
	-7.03 (-11.91,-2.14)

	    Exercise 2-3 h/w
	-17.07 (-22.00,-12.14)
	-15.59 (-20.48,-10.69)
	-12.54 (-17.65,-7.42)
	-11.51 (-16.63,-6.39)

	    Exercise 4+ h/w
	-21.45 (-27.83,-15.06)
	-21.73 (-28.06,-15.41)
	-20.68 (-27.26,-14.11)
	-18.69 (-25.31,-12.06)

	
	
	
	
	

	Smoking
	
	
	
	

	    Never smoking
	0.00
	0.00
	0.00
	0.00

	    Former smoking
	3.06 (0.18, 5,93)
	4.71 (1.92,7.50)
	2.62 (-0.53,5.77)
	3.46 (0.33,6.60)

	    Current smoking
	5.78 (0.84, 10.73)
	5.78 (1.01,10.55)
	6.84 (2.28,11.39)
	5.21 (0.74,9.68)

	
	
	
	
	

	Drinks alcohol
	
	
	
	

	    No
	0.00 
	0.00
	0.00
	0.00

	    Yes
	-8.57 (-11.49,-5.65)
	-6.55 (-9.43, -3.68)
	-8.76 (-12.14,-5.39)
	-7.71 (-11.02,-4.41)

	
	
	
	
	

	Body mass index
	
	
	
	

	    BMI <25
	0.00
	0.00
	0.00
	0.00

	    BMI 25-29
	3.12 (0.00,6.24)
	2.88 (-0.10,5.85)
	3.81 (0.53,7.10)
	1.53 (-1.66,4.72)

	    BMI ≥ 30
	3.70 (0.08,7.33)
	0.81 (-2.70,4.31)
	6.10 (2.14,10.06)
	1.27 (-2.66,5.21)


95% CI= 95% confidence interval.* Adjusted for age. education level. smoking. physical activity. BMI. marital status. drinking alcohol (yes/no). work status. 
