Table 9.  Retinopathy:  Cohort Studies:  Incident Proliferate Retinopathy/Macular Edema, type 2 diabetes.

	Reference
	DM type
	F/U (Y)
	n
	GHB exposure
	GHB Method
	DCCT traceable
	Incidence Rate
	Risk Estimate
	Linear regression
	Comments

	Stratton et al., 2001 [1863]
	2
	6
	1919
	ALL
	HPLC

HbA1c
	Yes
	
	
	
	Fundus photography; scatter photocoagulation; microaneurysms by EDTRS criteria

	
	
	
	
	(6.2
	
	
	
	RR:  1.0 Adj.
	
	Adj:  Age, gender, race, weight, BP, smoking, lipids

	
	
	
	
	6.2-7.5
	
	
	
	4.1 (6.3, 10.5)
	
	

	
	
	
	
	(7.5
	
	
	
	8.1 (6.3, 10.5)
	
	

	Okudaira at al., 2000 [1899]
	2
	5.7
	394
	Mean:  8.5

SD:  2.2
	HPLC

HbA1c
	Yes
	17.9 events per 1000 person years
	1.5 (1.31, 1.74) Crude

1.67 (1.41, 1.97)

Adj
	
	Adj:  Age, gender, DM duration, endpoint at baseline, smoking, lipids, family hx. of DM, family hx of vascular disease 

	Nakagami et al., 1997 [2259]
	2
	10
	137
	Mean:  9.5

SD:  3
	HPLC

HbA1c
	No
	
	
	0.5568

(p=0.0149)

Adj.
	Adj:  Age, gender, adiposity, BP, glycemic control

	Chen et al., 1995 [2392]
	2
	4
	464
	ALL
	HPLC

HbA1c
	No
	
	
	
	

	
	
	
	
	(6.18
	
	
	0%
	
	
	

	
	
	
	
	6.19-7.2
	
	
	6.3%
	
	
	

	
	
	
	
	7.21-8.4
	
	
	6.7%
	
	
	

	
	
	
	
	(8.14
	
	
	9.3%
	
	
	



Table 9.  Retinopathy:  Cohort Studies:  Incident Proliferate Retinopathy/Macular Edema, type 2 diabetes (Continued).

	Reference
	DM type
	F/U (Y)
	n
	GHB exposure
	GHB Method
	DCCT traceable
	Incidence Rate
	Risk Estimate
	Comments

	Klein et al., 1996 [809]
	2
	10
	533
	ALL
	Microcolumn technique

HbA1
	No
	
	
	OR:  For 2 units change:  

Fundus photography

	
	
	
	
	Insulin use:

Mean:  10.2 

SD not reported
	
	
	Macular edema: 25.4%

Proliferative retinopathy:  23.6%
	Macular edema:  

OR:  1.06 

(0.67, 1.69) Adj.

Proliferative retinopathy:  

OR:  0.69 

(0.47, 1.04) Adj.
	Adj:  Age, DM duration, retinopathy level

	
	
	
	
	No insulin use:

Mean:  8.9

SD not reported
	
	
	Macular edema: 13.9%

Proliferative retinopathy:  9.7%
	Macular edema:  0.62 (0.43, 0.89) Adj.

Proliferative retinopathy:  0.50 (0.33, 0.78)  Adj.
	

	Kim et al., 1998 [92171]
	2
	5
	56
	ALL

*Mean:  12.24
	HPLC
HbA1
	No
	37.5%
	RH:  1.297

(1.045, 1.610) Adj.
	Adj:  Age, DM duration, adiposity, AER

Fluorescein angiography

	
	
	
	
	(8.5
	
	
	0%
	
	

	
	
	
	
	8.6-9.8
	
	
	7.7%
	
	

	
	
	
	
	9.9-11.6
	
	
	18%
	
	

	
	
	
	
	(11.7
	
	
	39%
	
	



Table 9.  Retinopathy:  Cohort Studies:  Incident Proliferate Retinopathy/Macular Edema, type 2 diabetes (Continued).

	Reference
	DM type
	F/U (Y)
	n
	GHB exposure
	GHB Method
	DCCT traceable
	Incidence Rate
	Risk Estimate
	Comments

	Klein et al., 1994 [2458]
	2
	10
	834
	ALL
	HPLC

HbA1
	No
	
	
	Proliferative retinopathy

Fundus photography

	
	
	
	
	Insulin use:

Mean:  1.0.2 

SD:  1.8
	
	
	23.6%
	OR:  1.5 (1.2, 1.9) Adj.

 
	Adj:  Age, gender, DM duration, endpoint at baseline, change in GHB

	
	
	
	
	5.9-8.8
	
	
	12%
	RR:  1.0 (Crude)
	

	
	
	
	
	8.9-10.2
	
	
	18%
	1.2 (0.5, 2.9)
	

	
	
	
	
	10.3-11.5
	
	
	24%
	2.0 (1.0, 4.3)
	

	
	
	
	
	11.6-17.0
	
	
	38%
	3.1 (1.5, 6.1)
	

	
	
	
	
	No Insulin use:

Mean:  8.9 

SD:  1.9
	
	
	9.7%
	OR:  1.9 (1.5, 2.5) Adj.
	Adj:  Age, gender, DM duration, endpoint at baseline, change in GHB

	
	
	
	
	5.4-7.6
	
	
	2%
	RR:  1.0 (Crude)
	

	
	
	
	
	7.7-8.6
	
	
	2%
	1.2 (0.2, 8.3)
	

	
	
	
	
	8.7-10.0
	
	
	10%
	4.0 (1.0, 16.6)
	

	
	
	
	
	10.1-20.0
	
	
	30%
	13.8 (4.8, 39.5)
	

	Klein et al., 1995b [2437]
	2
	10
	773
	ALL

Range:  5.4-20.8
	NOS
GHB
	NOS
	
	OR:  1.65 

(1.42, 1.92) Adj.
	Adj:  Unclear, DM duration, endpoint at baseline, and GHB x 4 yrs  

Macular edema by EDTRS

Fundus photography

	
	
	
	212
	5.4-8.1
	
	
	3.7%
	1.0 (Crude)
	

	
	
	
	181
	8.2-9.4
	
	
	12.6%
	3.5 (1.4, 8.6)
	

	
	
	
	179
	9.5-10.8
	
	
	25.9%
	7.1 (3.3, 15.4)
	

	
	
	
	145
	10.9-20.8
	
	
	39.7%
	13.7 (6.8, 27.8)
	



Table 9.  Retinopathy:  Cohort Studies:  Incident Proliferate Retinopathy/Macular Edema, type 2 diabetes (Continued).

	Reference
	DM type
	F/U (Y)
	n
	GHB exposure
	GHB Method
	DCCT traceable
	Incidence Rate
	Risk Estimate
	Comments

	Klein et al, 1989 [2787]
	2
	4
	652
	ALL
	NOS
GHB
	NOS
	
	
	

	
	
	
	
	Quartile 1:  

6.2-9.2
	
	
	
	RR:  1.0 Adj.


	Adj:  Unclear  

Macular edema

Fundus photography

	
	
	
	
	Quartile 4:

12.7-23.6
	
	
	
	12.5 (3.0, 51.8)
	

	Klein et al, 1988 [2832]
	2
	4
	1780
	Insulin use:

Mean:  11.8

SD:  2.2

*Not given for no insulin group
	Microcolumn technique

GHB
	NOS
	
	OR:  1.3 

(1.0, 1.6)  Adj.  
	Adj:  Age, gender, DM duration, retinopathy severity

Incident proliferative retinopathy

Fundus photography



GHB exposure is expressed as a %; * indicates that a weighted mean was calculated based on the subgroup data given; n=Number of participants enrolled; RH = Relative Hazard, RR=Relative Risk, OR= Odds Ratio; RRR= Relative Risk Reduction; ROR=Relative Odds Reduction; 1(=primary prevention; 2(=secondary prevention; Risk Estimate for studies with continuous analyses for whole groups is for 1% change in GHB exposure unless otherwise indicated; Risk Estimates (95% Confidence Interval) unless otherwise indicated.





GHB exposure is expressed as a %; * indicates that a weighted mean was calculated based on the subgroup data given; n=Number of participants enrolled; RH = Relative Hazard, RR=Relative Risk, OR= Odds Ratio; RRR= Relative Risk Reduction; ROR=Relative Odds Reduction; 1(=primary prevention; 2(=secondary prevention; Risk Estimate for studies with continuous analyses for whole groups is for 1% change in GHB exposure unless otherwise indicated; Risk Estimates (95% Confidence Interval) unless otherwise indicated.





GHB exposure is expressed as a %; * indicates that a weighted mean was calculated based on the subgroup data given; n=Number of participants enrolled; RH = Relative Hazard, RR=Relative Risk, OR= Odds Ratio; RRR= Relative Risk Reduction; ROR=Relative Odds Reduction; 1(=primary prevention; 2(=secondary prevention; Risk Estimate for studies with continuous analyses for whole groups is for 1% change in GHB exposure unless otherwise indicated; Risk Estimates (95% Confidence Interval) unless otherwise indicated.





GHB exposure is expressed as a %; * indicates that a weighted mean was calculated based on the subgroup data given; n=Number of participants enrolled; RH = Relative Hazard, RR=Relative Risk, OR= Odds Ratio; RRR= Relative Risk Reduction; ROR=Relative Odds Reduction; 1(=primary prevention; 2(=secondary prevention; Risk Estimate for studies with continuous analyses for whole groups is for 1% change in GHB exposure unless otherwise indicated; Risk Estimates (95% Confidence Interval) unless otherwise indicated.
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