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The NEI-VFQ-25 subdomain and composite scores were calculated using the “NEI-VFQ-25 Scoring Algorithm – August 2000” 1 as follows:  Step 1: Numeric values from the survey were recoded following the scoring rules shown in table A. All items were converted to a 0 to 100 scale where higher scores represented better functioning. In this format, scores represent the achieved percentage of the possible total, e.g. a score of 25 represents 25% of the highest possible score. 
Step 2: Items within each subdomain were averaged together. Table B indicates which items contributed to each subdomain. Items left blank (missing data) were not considered when calculating the subdomain scores. Subdomains with at least one item answered were used to generate a subdomain score. Hence, scores represented the average for all items in the subdomain that the respondent answered.
The subdomain scores were then averaged to calculate an overall composite score, excluding the general health rating question (Q1). By averaging subdomain scores rather than individual items, equal weight is given to each visual domain, whereas averaging the items would give more weight to domains with more items. 
	Table A: Recoding of responses (analysis step 1)
	

	Question Number 
	Change response category 
	Recoded value

	1,3,4,15c
	1
	100

	 
	2
	75

	 
	3
	50

	 
	4
	25

	 
	5
	0

	2
	1
	100

	 
	2
	80

	 
	3
	60

	 
	4
	40

	 
	5
	20

	 
	6
	0

	5,6,7,8,9,10,11, 12, 13, 14, 16, 16a, 
	1
	100

	 
	2
	75

	 
	3
	50

	 
	4
	25

	 
	5
	0

	 
	6
	*

	17, 18, 19, 20, 21, 22, 23, 24, 25
	1
	0

	 
	2
	25

	 
	3
	50

	 
	4
	75

	 
	5
	100


*Response choice “6” indicates that the person does not perform the activity because of non-vision-related problems. If this choice is selected, the item is coded as missing. 


Table B: Averaging of questions to generate NEI-VFQ-25 subdomains (analysis step 2)
	Scale
	Number of questions
	Questions to be averaged after recoding

	General health 
	1
	1

	General vision 
	1
	2

	Ocular pain 
	2
	4, 19

	Near activities 
	3
	5, 6, 7

	Distance activities 
	3
	8, 9. 14

	Vision-specific: social functioning
	2
	11,13

	Vision-specific: mental health
	4
	3, 21, 22, 25

	Vision-specific: role difficulties 
	2
	17, 18

	Vision-specific: dependency 
	3
	20, 23, 24

	Driving *
	3
	15c, 16, 16a

	Colour vision 
	1
	12

	Peripheral vision 
	1
	10


* Q15c has four response levels, which are expanded to a 5-level response using Q15b:
· If 15b = 1, then 15c should be recoded to 0 
· If 15b = 2, then 15c should be recoded as missing
· If 15b = 3, then 15c should be recoded as missing. 
Questions 15c, 16 and 16a represent the only questions included in the driving subdomain score. However, participants navigate to Q15c via three screening questions to clarify whether they are currently driving. Where there was missing data or where a nonsensical combination of answers was given for questions 15 to 16a, ASCEND-Eye applied the following rules: 
Analysis of Q15c was restricted to those who either indicated in Q15 that they were current drivers or indicated in Q15a or Q15b that they have given up driving. Questions 16 and 16a may be answered by anyone who has ever driven, including those who are currently driving (as in question 15) and those who have previously driven but gave up (question 15a). Questions 16 and 16a offer a second opportunity to indicate that an individual has stopped driving at night or in adverse weather conditions, respectively, due to visual impairment or other reasons. Therefore, individuals were included in analyses of questions 16 and 16a if an answer had been given, irrespective of their responses to questions 15, 15b or 15c, but those who responded to question 15a that they have never driven were excluded. 
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[bookmark: _Toc162296078]Table S1: Data Cut-Points for NEI-VFQ-25 Composite and Vision-Targeted Subdomain Scoring Categories

	NEI-VFQ-25 Component
	Ordinal Category*

	
	

	Composite score
	≥90, 80-89, 70-79, 60-69 and <60

	
	

	Subdomain score
	

	General Vision 
	100,80-99,60-79 and <60

	Ocular Pain 
	≥90,80-89, 70-79,60-69 and <60

	Near Activities 
	100, 90-99, 80-89, 70-79 and <70

	Distance Activities 
	100, 90-99, 80-89, 70-79 and <70

	Social Functioning 
	≥90, 80-89, 70-79 and <70

	Mental Health
	≥90, 80-89, 70-79, 60-69 and <60

	Role Dependency 
	≥90, 80-89, 70-79 and <70

	Vision-Specific Dependency 
	100, <100

	Driving 
	100, 80-99, 60-79 and <60

	Colour Vision 
	100,75-99 and <75

	Peripheral Vision 
	100,75-99 and <75

	General Health†
	100, 75-99, 50-74, 25-49 and <25


*Data cut points were chosen on the basis of preliminary blinded assessment of the distribution of scores
†Analyses of the General Health subdomain were conducted post-hoc.
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	Baseline Characteristic
	Eligible to be sent the VFQ (n=11,301)
	Ineligible to be sent the VFQ 
(n=4179)

	
	Responders 
(n=8846)*
	Non-responders (n=2455)
	

	
	
	
	
	
	
	

	Age at randomisation (years)
	
	
	
	
	
	

	Mean (SD)
	62.5±8.3
	62.8±9.0
	65.2±10.7

	<60
	3339 
	(37.7%)
	901
	(36.7%)
	1350
	(32.3%)

	≥60<70
	3860 
	(43.6%)
	1024
	(41.7%)
	1363
	(32.6%)

	≥70
	1647 
	(18.6%)
	530
	(21.6%)
	1466
	(35.1%)

	
	
	
	
	
	
	

	Sex
	
	
	
	
	
	

	Male
	5529 
	(62.5%)
	1550
	(63.1%)
	2605
	(62.3%)

	Female
	3317 
	(37.5%)
	905
	(36.9%)
	1574
	(37.7%)

	
	
	
	
	
	
	

	Type of diabetes
	
	
	
	
	
	

	Type 1
	559 
	(6.3%)
	138
	(5.6%)
	214
	(5.1%)

	Type 2 
	8287 
	(93.7%)
	2317
	(94.4%)
	3965
	(94.9%)

	
	
	
	
	
	
	

	Duration of diabetes (years)
	
	
	
	
	
	

	Median (IQR)
	7(3-12)
	7 (4-13)
	7 (4-13)

	≥0<5 years
	2918 
	(33.0%)
	751
	(30.6%)
	1222
	(29.2%)

	≥5<10 years
	2544 
	(28.8%)
	690
	(28.1%)
	1100
	(26.3%)

	 ≥10<20 years
	1952
	(22.1%)
	552
	(22.5%)
	1033
	(24.7%)

	≥20 years
	1020 
	(11.5%)
	313
	(12.7%)
	529
	(12.7%)

	Unknown
	412 
	(4.7%)
	149
	(6.1%)
	295
	(7.1%)

	
	
	
	
	
	
	

	Diabetes management
	
	
	
	
	
	

	Diet only
	1508
	(17.0%)
	396
	(16.1%)
	625
	(15.0%)

	Oral hypoglycaemic agent(s) only
	5166
	(58.4%)
	1416
	(57.7%)
	2438
	(58.3%)

	Insulin +/- oral hypoglycaemic agent(s)
	2172 
	(24.6%)
	643
	(26.2%)
	1116
	(26.7%)

	
	
	
	
	
	
	

	Participant-reported diabetic retinopathy 
	
	
	
	
	
	

	Yes
	1628 
	(18.4%)
	537
	(21.9%)
	858
	(20.5%)

	No 
	7151 
	(80.8%)
	1895
	(77.2%)
	3267
	(78.2%)

	Unknown
	67 
	(0.8%)
	23
	(0.9%)
	54
	(1.3%)

	
	
	
	
	
	
	

	Participant-reported treatment for hypertension
	
	
	
	
	
	

	Yes
	5386 
	(60.9%)
	1534
	(62.5%)
	2613
	(62.5%)

	No 
	3405 
	(38.5%)
	904
	(36.8%)
	1526
	(36.5%)

	Unknown
	55 
	(0.6%)
	17
	(0.7%)
	40
	(1.0%)

	
	
	
	
	
	
	

	Systolic blood pressure 
(mmHg) 
	
	
	
	
	
	

	Mean (SD)
	135.8±14.9
	136.3±15.2
	136.8±15.9

	<130
	2023
	(22.9%)
	522
	(21.3%)
	849
	(20.3%)

	≥130<140
	1822 
	(20.6%)
	491
	(20.0%)
	778
	(18.6%)

	≥140
	2626
	(29.7%)
	720
	(29.3%)
	1209
	(28.9%)

	Unknown
	2375 
	(26.8%)
	722
	(29.4%)
	1343
	(32.1%)

	
	
	
	
	
	
	

	Diastolic blood pressure 
(mmHg) 
	
	
	
	
	
	

	Mean (SD)
	77.4±9.2
	77.0±9.6
	76.4±9.9

	<75
	2371
	(26.8%)
	650
	(26.5%)
	1202
	(28.8%)

	≥75 <85
	2788 
	(31.5%)
	753
	(30.7%)
	1078
	(25.8%)

	≥85
	1311 
	(14.8%)
	326
	(13.3%)
	554
	(13.3%)

	Unknown
	2376 
	(26.9%)
	726
	(29.6%)
	1345
	(32.2%)

	
	
	
	
	
	
	

	Body mass index 
(kg/m2) 
	
	
	
	
	
	

	Mean (SD)
	30.6±6.1
	30.9±6.3
	30.9±6.5

	<25
	1313
	(14.8%)
	309
	(12.6%)
	627
	(15.0%)

	≥25, <30
	3230 
	(36.5%)
	901
	(36.7%)
	1398
	(33.5%)

	≥30<35
	2429
	(27.5%)
	688
	(28.0%)
	1123
	(26.9%)

	≥35
	1619 
	(18.3%)
	472
	(19.2%)
	870
	(20.8%)

	Unknown
	255 
	(2.9%)
	85
	(3.5%)
	161
	(3.9%)

	
	
	
	
	
	
	

	Cigarette smoking
	
	
	
	
	
	

	Current
	555 
	(6.3%)
	224
	(9.1%)
	500
	(12.0%)

	Former
	3947 
	(44.6%)
	1133
	(46.2%)
	1971
	(47.2%)

	Never
	4243 
	(48.0%)
	1067
	(43.5%)
	1667
	(39.9%)

	Unknown
	101 
	(1.1%)
	31
	(1.3%)
	41
	(1.0%)

	
	
	
	
	
	
	

	Non-study medication
	
	
	
	
	
	

	ACE-inhibitor or ARB
	5115 
	(57.8%)
	1461
	(59.5%)
	2479
	(59.3%)

	Aspirin use before screening
	3157 
	(35.7%)
	879
	(35.8%)
	1472
	(35.2%)

	Thiazide or related diuretic
	1639
	(18.5%)
	465
	(18.9%)
	853
	(20.4%)

	Calcium channel blocker
	2088
	(23.6%)
	605
	(24.6%)
	1080
	(25.8%)

	Statin
	6769 
	(76.5%)
	1862
	(75.8%)
	3022
	(72.3%)

	
	
	
	
	
	
	

	Total cholesterol 
(mmol/L)
	
	
	
	
	
	

	Mean (SD)
	4.1±0.9
	4.1±0.9
	4.2±0.9

	<4
	2681
	(30.3%)
	704
	(28.7%)
	1169
	(28.0%)

	≥4 <5
	2246 
	(25.4%)
	595
	(24.2%)
	954
	(22.8%)

	≥5
	817 
	(9.2%)
	226
	(9.2%)
	427
	(10.2%)

	Not available
	3102 
	(35.1%)
	930
	(37.9%)
	1629
	(39.0%)

	
	
	
	
	
	
	

	HDL cholesterol 
(mmol/L)
	
	
	
	
	
	

	Mean (SD)
	1.3±0.4
	1.3±0.4
	1.2±0.4

	<1
	1222
	(13.8%)
	343
	(14.0%)
	605
	(14.5%)

	≥1<1.5
	3202 
	(36.2%)
	870
	(35.4%)
	1451
	(34.7%)

	≥1.5
	1310 
	(14.8%)
	307
	(12.5%)
	490
	(11.7%)

	Not available
	3112 
	(35.2%)
	935
	(38.1%)
	1633
	(39.1%)

	
	
	
	
	
	
	

	Non-HDL cholesterol 
(mmol/L) 
	
	
	
	
	
	

	Mean (SD)
	2.9±0.8
	2.9±0.8
	3.0±0.9

	<2.5
	2053
	(23.2%)
	505
	(20.6%)
	832
	(19.9%)

	≥2.5 <3.5
	2558 
	(28.9%)
	716
	(29.2%)
	1119
	(26.8%)

	≥3.5
	1123 
	(12.7%)
	299
	(12.2%)
	595
	(14.2%)

	Not available
	3112 
	(35.2%)
	935
	(38.1%)
	1633
	(39.1%)

	
	
	
	
	
	
	

	Glycosylated haemoglobin - HbA1c
	
	
	
	
	
	

	IFCC (mmol/mol) mean (SD)
	54.0±12.2
	55.6±13.5
	56.1±14.0

	DCCT (%) mean (SD)
	7.1±1.1
	7.2±1.2
	7.3±1.3

	<48 (6.5)
	1957
	(22.1%)
	496
	(20.2%)
	819
	(19.6%)

	≥48 (6.5), <64 (8.0)
	2792 
	(31.6%)
	697
	(28.4%)
	1175
	(28.1%)

	≥64 (8.0)
	990 
	(11.2%)
	332
	(13.5%)
	555
	(13.3%)

	Not available
	3107 
	(35.1%)
	930
	(37.9%)
	1630
	(39.0%)

	
	
	
	
	
	
	

	CKD-EPI estimated GFR 
(ml/min/1.73m2)
	
	
	
	
	
	

	Mean (SD)
	87.8±19.8
	84.8±20.4
	79.5±23.1

	≥90
	2902
	(32.8%)
	671
	(27.3%)
	950
	(22.7%)

	≥60<90
	2299 
	(26.0%)
	659
	(26.8%)
	1058
	(25.3%)

	<60
	540 
	(6.1%)
	194
	(7.9%)
	542
	(13.0%)

	Not available
	3105 
	(35.1%)
	931
	(37.9%)
	1629
	(39.0%)

	
	
	
	
	
	
	

	Urinary albumin:creatinine ratio†
(mg/mmol)
	
	
	
	
	
	

	Median (IQR)
	0.50 (0.00-1.14)
	0.59 (0.16-1.40)
	0.71 (0.27-1.88)

	<3
	5120
	(57.9%)
	1313
	(53.5%)
	2093
	(50.1%)

	≥3
	613 
	(6.9%)
	197
	(8.0%)
	438
	(10.5%)

	Not available
	3113 
	(35.2%)
	945
	(38.5%)
	1648
	(39.4%)

	
	
	
	
	
	
	

	Townsend Deprivation Index
	
	
	
	
	
	

	<-3
	3101 
	(35.1%)
	764
	(31.1%)
	1239
	(29.6%)

	≥-3<0
	3588 
	(40.6%)
	930
	(37.9%)
	1504
	(36.0%)

	≥0<2
	1071 
	(12.1%)
	364
	(14.8%)
	602
	(14.4%)

	≥2<4
	625 
	(7.1%)
	244
	(9.9%)
	446
	(10.7%)

	≥4<6
	323 
	(3.7%)
	112
	(4.6%)
	268
	(6.4%)

	≥6
	118 
	(1.3%)
	37
	(1.5%)
	106
	(2.5%)

	Unknown
	20 
	(0.2%)
	4
	(0.2%)
	14
	(0.3%)

	
	
	
	
	
	
	

	Ethnic origin 
	
	
	
	
	
	

	White
	8564 
	(96.8%)
	2346
	(95.6%)
	4025
	(96.3%)

	Indian/Pakistani/Bangladeshi
	107 
	(1.2%)
	39
	(1.6%)
	38
	(0.9%)

	African/Caribbean
	54 
	(0.6%)
	29
	(1.2%)
	57
	(1.4%)

	Other/unknown
	121 
	(1.4%)
	41
	(1.7%)
	59
	(1.4%)

	
	
	
	
	
	
	


ACE= angiotensin-converting enzyme; ARB = angiotensin receptor blocker; DCCT = Diabetes Control and Complications Trial; FAs = Fatty acids; GFR = Glomerular Filtration Rate; HDL= High-density lipoprotein; IFCC = International Federation of Clinical Chemistry; IQR = Interquartile range; SD = Standard Deviation; VFQ=Visual Function Questionnaire
*Out of 8846 VFQ respondents, 7 answered a bespoke first page of questions that sought incident eye diagnoses but did not complete the NEI-VFQ-25, and 8839 completed both parts of the form. 
†There was an analysis rule in ASCEND which stated that those with a below detectable threshold albumin component of their urinary albumin:creatinine ratio, would be recorded as zero. This applied to just over 25% of participants with no baseline eye screening records. 
Percentages may not total 100 because of rounding.
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[bookmark: _Toc162296080]Table S3 Reported Definite or Probable Adherence with Study Treatment Stratified by Years Post-Randomisation

	
	Aspirin Randomization
	Omega-3 FAs Randomization

	
	Active (%)
	Placebo (%)
	Overall (%)
	Active (%)
	Placebo (%)
	Overall (%)

	Years post-randomisation
	
	
	
	
	
	

	<3
	89.3%
	90.3%
	89.5%
	93.8%
	93.2%
	93.5%

	≥3<5
	78.2%
	78.3%
	78.2%
	87.8%
	86.9%
	87.4%

	≥5<7
	70.5%
	70.6%
	70.5%
	83.8%
	82.6%
	83.2%

	≥7
	62.9%
	64.0%
	63.5%
	79.6%
	78.4%
	79.0%

	
	
	
	
	
	
	

	All 
	79.3%
	79.3%
	79.3%
	88.4%
	87.5%
	87.9%


FAs=Fatty acids
Criteria used to define definite or probable adherence:
· Definitely adherent = participant reported taking treatment every or most days during the follow-up period. 
· Probably adherent = participant was previously adherent, was still receiving medication and had not reported stopping treatment within the last seven months.
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[bookmark: _Toc162296081]Figure S1 General Vision Subdomain Score from the NEI-VFQ-25 by Aspirin Allocation
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[FREEFONE: 0600 585323 (ovefraty cuing offics hours  am- & pm, Wonday i reiay)

Thank you for your participation in ASCEND
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ASCEND-EYE: Visual Function Questionnaire
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1. Participant Name and Address

e Thomas WHITE Form ID: A425-8454
24 Raspbery Fload, Garderioun Paricoan Sty et ATZ3-4587
‘Gardenshie, GA3 STR

2. Eye Events
2.1 Have you had ANY of th following?
(1 Yo plaase gve e e vu were st oo and e e andfown o the Rospial you st aiended.
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