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	Author (Year)
	Source of cohort
(district or country)
	Sample Size
	No. of VTDR patients
	Risk factors of VTDR
	Diagnostic criteria of VTDR

	Huang (2014)
	Zhongnan Hospital, Wuhan University (China)
	324
	41
	MBL, Male sex, HbA1c, Diabetes duration, Hs-CRP, Intensive glucose treatment, Hypertension
	vision-threatening diabetic retinopathy (VTDR) was defined as the presence of PDR and/or DME.

	Liu (2017)
	eight hospitals from six 
different provinces (China)
	12621
	1746
	Sex, Age, Diabetes duration, SBP, DBP, FBG, HbA1c, PBG, BMI, WHR, Medicine, BUN, Cr, Cholesterol, Triglyceride, HDL, LDL
	Non-STDR was recognised as R0 and R1, while STDR was identified as present if any features of maculopathy (M1), preproliferative diabetic retinopathy (R2) or proliferative diabetic retinopathy (R3) were found.

	Wang (2021)
	local government diabetes
registry system (China)
	1838
	NA
	AL, Corneal curvature, ACD, Lens thickness, Lens power, AL/CR ratio, Refractive status, Corneal diameter
	vision threatened DR (VTDR) was defined as presence of PDR and/ or DME (Yau et al 2012)

	Hu (2021)
	Shanghai General Hospital (China)
	3269
	303
	Age, Diabetes duration, Albuminuria, Impaired renal function, Serum magnesium, Serum calcium
	VTDR is defined as the presence of severe nonproliferative DR, proliferative DR, and/or clinically significant macular edema according to the Eye Diseases Prevalence Research Group definition

	Hu (2021)
	four communities (China)
	3481
	305
	Serum Uric Acid Levels
	VTDR was defined as severe non-proliferative, proliferative diabetic retinopathy, or clinically significant macular edema evaluated by fundus photography and optical coherence tomography.

	He (2014)
	Shanghai Clinical Medical Centre of Diabetes (China)
	1520
	333
	VDD, Ca, Cystain C, Duration, SBP
	sight-threatening diabetic
retinopathy, including severe non-proliferative diabetic retinopathy, proliferative diabetic retinopathy and clinically
significant macular oedema

	Fenwick (2015)
	Diabetes Management Project (Australia)
	395
	105
	Alcohol consumption, Beer (low strength), Beer (high strength), Red wine, White wine or champagne, Sherry or Port, Spirits
	 VTDR
(severe NPDR, PDR and/or severe macular edema)

	Yao (2020)
	First Affiliated Hospital of China Medical University (China)
	2696
	266
	Serum CA125 Level 
	Vision-threatening DR (VTDR) was diagnosed if subjects had severe non-proliferative DR (NPDR), proliferative DR (PDR), or clinically significant macular edema (CSME).

	Mersha (2020)
	Debre Tabor General Hospital (Ethiopia)
	143
	17
	Family monthly income, Duration of DM, Glycemic, BMI
	sight-threatening diabetic retinopathy (STDR) which includes severe non-proliferative abnormalities, proliferative abnormalities and diabetic maculopathy.

	Yang (2015)
	Desheng community of urban Beijing (China)
	1007
	61
	C-reactive protein
	Vision-threatening DR (VTR) was defined as the presence of severe NPDR, proliferative retinopathy, or CSME.

	Hwang (2019)
	Korean National Health and Nutrition Examination Survey (Korea)
	887
	55
	BMI, Waist circumference, Total body fat
	vision-threatening DR (intraretinal microvascular abnormalities, venous beading, new retinal vessels, vitreous or preretinal hemorrhage, fibrous proliferations, tractional retinal detachment, and CSMO)

	Tu (2017)
	Fourth Affiliated Hospital of Harbin Medical University (China)
	377
	40
	Lp(a) quartiles, Age, Diabetes duration, HbA1c, BMI, Hs-CRP
	vision-threatening DR (VTDR) was defined as the presence of PDR and/or DME.

	Yao (2021)
	First Affiliated Hospital of China Medical University (China)
	NA
	NA
	Triglyceride–Glucose Index (TyG)
	Vision-threatening DR (VTDR) was defined as the presence of 
severe NPDR, PDR, or clinically significant macular edema.

	An (2021)
	National Metabolic Management Center (China)
	2473
	104
	Brachial–ankle pulse wave velocity (baPWV)
	sight-threatening DR (STDR), comprising severe NPDR (a precursor of PDR) and PDR

	Stram (2017)
	CHES (United States)
	665
	27
	SBP, Age, Treat for diabetes with insulin, Known duration of diabetes, HbA1c, Antihypertensive drugs, Stains
	Proliferative DR and severe non-proliferative DR were classified as vision-threatening (VTDR) 

	Lee (2022)
	Korean National Health and Nutrition Survey (Korea)
	1350
	72
	Coffee consumption
	Vision-threatening DR (VTDR) was determined by the presence of severe NPDR, PDR, or 
clinically-significant ME

	Kim (2015)
	Korean National Health and Nutrition Survey (Korea)
	2099
	67
	Number of MetS components
	Vision-threatening diabetic retinopathy (VTDR) included proliferative diabetic retinopathy and clinically significant macular edema

	Li (2017)
	BDDES (China)
	1438
	72
	Sex, Monthly income, Education, Duration of diabetes, Age of diabetic onset, SBP, HbA1c, High albuminuria, Use of insulin
	Vision-threatening DR (VTR) was defined as the presence of severe NPDR, PDR, or CSME. 

	Gurudas (2022)
	UK and India
	629
	NA
	Age, Duration of diabetes, HbA1c, Sex, Ethnicity, Systolic blood pressure, Diatolic blood pressure, HDL, LDL, Triglycerides, CRP,Serum Creatinine, Insulin use, Candidate biomarker data (CFB, CFH, Serpin A4, A2m，Afamin, F2，Cystain C, Lp-PLA2, LRG-1, 8-OHDG, ApoA1, ApoC3, ApoB, ApoB/A1)
	non-proliferative DR with diabetic macular edema (DME), or proliferative DR. STDR comprised groups 3 and 4.

	PARDHAN (2007)
	outpatient diabetic clinic (UK)
	262
	NA
	AGE, DURATION, PHYSICAL ACTIVITY, INCOME, EDUCATION AGE
	Pre-proliferative changes and maculopathy or proliferative changes were classified as Sight Threatening Retinopathy (STR).

	Jin (2021)
	Fourth Affiliated Hospital of China Medical University (China)
	654
	102
	 FGF21
	 STDR (n=102, 15.60%), including those with severe NPDR or proliferative diabetic retinopathy (PDR). 

	Zhang (2017)
	Four Affiliated Hospital of Harbin Medical University (China)
	738
	60
	FABP4 quartiles
	vision-threatening was defined as the presence of PDR and/or DME

	Pan (2017)
	Gusu district located in eastern China
	913
	40
	Age, Gender, BMI, Durations of diabetes
	NA

	MSC (2009)
	Foleshill area of Coventry in central England (UK)
	1035
	142
	Ethnicity (SA vs. WH), Duration of diabetes, Age at diagnosis, Sex (male vs. female), Systolic blood pressure, A1C, Insulin treated (yes vs. no) 
	The grading of diabetic retinopathy was based on the U.K.’s National Screening Committee guidelines, and retinopathy was classified as none (R0), background (R1), pre-proliferative (R2), and proliferative (R3), with or without maculopathy (M) or previous photocoagulation (P) (13). Final grading was based on the worst eye, with any grade of diabetic retinopathy more severe than R1
(i.e., R2, R3, M, or P) classified as sight-threatening retinopathy (STR).

	Dharmastuti (2017)
	type 2 diabetes aged 30+ years living in Jogjakarta
	1116
	294
	Sedentary activity per day, Sleeping duration per day, Walking distance per day, Heavy exercise per week
	Vision-threatening DR (VTDR) was defined to include severe NPDR, PDR, and CSME.

	Li (2022)
	communities in Guangzhou (China)
	2305
	98
	BMI, kg/m2, WHR, WHtR, BAI
	VTDR was defined as the presence of DME or PDR

	DNB (2011)
	Sankara Nethralaya-Diabetic Retinopathy Epidemiology and Molecular Genetic Study (India)
	1261
	37
	dietary-fibre intake
	Sight-threatening diabetic retinopathy was defined as severe non-proliferative diabetic retinopathy, proliferative diabetic retinopathy and clinically significant macular oedema

	K. Ng (2020)
	Hong Kong West Diabetes Registry, the ophthalmology clinics at Queen Marry Hospital,Tseung Kwan O Hospital, and the United Christian Hospital, Hong Kong (China)
	3093
	1051
	COL5A1, IGSF21-KLHDC7A, CREB5, LOC728275-LOC728316
	 STDR cases were defined as T2DM patients having either PDR (grading R3), pre-PDR (grading R2), or with clinically significant macular edema.

	Zabadi (2022)
	PMoH primary health care centers in all West Bank governorates (Palestine)
	NA
	NA
	Directorates categories; Systemic steroid
therapy; cholesterol levels
	threatened vision (PDR, DME)



8-OHDG, 8-hydroxy-2′-deoxyguanosine; A2m, alpha-2-macroglobulin; ACD, anterior chamber depth; AL, axial length; ApoA1, apolipoprotein A1; ApoB, apolipoprotein B; ApoC3, apolipoprotein C3; ApoB/A1, apolipoprotein B to apolipoprotein A1 ratio; BAI, body adiposity index; baPWV, brachial–ankle pulse wave velocity; BMI, body mass index; BUN, blood urea nitrogen; Ca, calcium; CA125, cancer antigen 125; CFB, complement factor B; CFH, complement factor H; COL5A1, collagen type V alpha 1 chain; Cr, creatinine; CREB5, cAMP responsive element binding protein 5; CRP, C-reactive protein; CSME, clinically significant macular edema; CSMO, clinically significant macular oedema; DBP, diastolic blood pressure; DME, diabetic macular edema; F2, prothrombin; FABP4, fatty acid-binding protein 4; FBG, fasting blood glucose; FGF21, fibroblast growth factor 21; HbA1c, glycated hemoglobin; HDL, high-density lipoprotein; Hs-CRP, high-sensitivity C-reactive protein; IGSF21-KLHDC7A, immunoglobulin superfamily member 21–kelch domain containing 7A; LDL, low-density lipoprotein; Lp(a), lipoprotein(a); Lp-PLA2, lipoprotein-associated phospholipase A2; LRG-1, leucine-rich alpha-2-glycoprotein 1; MBL, mannose-binding lectin; MetS, metabolic syndrome; NA, not available; NPDR, non-proliferative diabetic retinopathy; PBG, postprandial blood glucose; PDR, proliferative diabetic retinopathy; PMoH, Palestinian Ministry of Health; SBP, systolic blood pressure; Serpin A4, serpin family A member 4; SA, South Asian; STDR, sight-threatening diabetic retinopathy; STR, sight-threatening retinopathy; TyG, triglyceride–glucose index; UACR, urinary albumin-to-creatinine ratio; VDD, vitamin D deficiency; VEGF, vascular endothelial growth factor; WH, White; WHR, waist-to-hip ratio; WHtR, waist-to-height ratio.
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