Table 47.  Macrovascular:  Cause Specific Cardiovascular Morbidity— Peripheral Arterial Disease:  Cohort Studies:  Non-fatal Peripheral Arterial Disease, type 1 diabetes.

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

	Muhlhauser et al., 2000b [185]
	1
	10
	3453
	ALL
	HPLC

HbA1c
	No
	
	
	Limb amputation



	
	
	
	
	Normal protein

Mean:  8.1

SD:  1.9
	
	
	0.5/10 events
	
	

	
	
	
	
	Microalbuminuria:  Mean:  8.2

SD:  1.9
	
	
	1.5/21 events
	
	

	
	
	
	
	Macroalbuminuria:
Mean:  8.4

SD:  1.7
	
	
	10.5/38 events
	
	

	Olson et al., 2002 [7]
	1
	10
	586
	ALL

*Mean:  10.37
	Microcolumn cation exchange

HbA1
	No
	
	RH:  1.53 

(1.22, 1.92) Adj.
	For 1.84 units change in HbA1.

Adj:  DM duration, HTN, log AER, heart rate

	
	
	
	
	No Lower Extremity Artery Disease

Mean:  10.3

SD:  1.8
	
	
	
	
	

	
	
	
	
	Lower Extremity Artery Disease

Mean:  10.9

SD:  1.9
	
	
	
	
	

	Muhlhauser et al., 2000a [178]
	1
	10
	3674
	ALL
	HPLC
HbA1
	NOS
	
	
	Limb amputation



	
	
	
	
	<7
	
	
	1.1%
	
	

	
	
	
	
	7-9
	
	
	2.3%
	
	

	
	
	
	
	>9
	
	
	2.7%
	
	




Table 47.  Macrovascular:  Cause Specific Cardiovascular Morbidity— Peripheral Arterial Disease:  Cohort Studies:  Non-fatal Peripheral Arterial Disease, type 1 diabetes(Continued).

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

	Lloyd et al., 1996 [777]
	1
	4
	658
	ALL
	NOS

GHB
	No
	6.0%
	
	

	
	
	
	
	(10.9
	
	
	
	RR:  1.0 Adj.
	Adj:  DM duration

	
	
	
	
	(11.0
	
	
	
	RR:  Not significant
	

	Moss et al., 1999 [2047]
	1
	14
	906
	ALL

Mean:  10.8

SD:  2.1
	Microcolumn technique

GHB
	NOS
	
	OR:  1.39 

(1.22, 1.59) Adj. 
	Adj:  Age, gender, BP, retinopathy, hx of ulcers

	
	
	
	
	5.6-9.4
	
	
	
	RR:  1.0 Crude
	

	
	
	
	
	9.5-10.5
	
	
	
	2.93 (1.10, 7.83)
	

	
	
	
	
	10.6-12
	
	
	
	3.21 (1.24, 8.33)
	

	
	
	
	
	12.1-19.5
	
	
	
	5.64 (2.43, 13.10)
	

	Moss et al., 1996 [2326]
	1
	10
	879
	Mean:  10.8

SD:  2.1
	Microcolumn technique

GHB
	NOS
	
	OR:  1.39 

(1.19, 1.62) Adj.
	Adj:  Gender, DM duration, BP, hx of ulcers, proteinuria

	
	
	
	
	5.6-9.4
	
	
	1.5%
	RH:  1.0 Crude
	

	
	
	
	
	9.5-10.5
	
	
	5.8%
	4.12 (1.28, 13.29)
	

	
	
	
	
	10.6-12.0
	
	
	6.1%
	4.17 (1.32, 13.24)
	

	
	
	
	
	12.1-19.5
	
	
	9.0%
	6.15 (2.13, 17.74)
	




Table 47.  Macrovascular:  Cause Specific Cardiovascular Morbidity— Peripheral Arterial Disease:  Cohort Studies:  Non-fatal Peripheral Arterial Disease, type 1 diabetes(Continued).

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

	Moss et al, 1992 [2636]
	1
	4
	996
	ALL
	Microcolumn technique

GHB
	NOS
	Limb amputation:

2.2%

Patient self report of sores or foot ulcers:

9.5%
	Limb amputation:
OR:  1.4 

(1.0, 2.1) Adj.

Patient self report of sores or foot ulcers:

OR:  1.6 

(1.3, 2.0) Adj.
	OR:  for 2 units change in GHB

Adj:   Age, retinopathy, hx of sores/ulcers



	
	
	
	
	6.0-10.8
	
	
	Limb amputation:

0.9%

Patient self report of sores or foot ulcers:

5.2%
	
	

	
	
	
	
	10.9-12.2
	
	
	Limb amputation:

2.4%

Patient self report of sores or foot ulcers:

5.9%
	
	

	
	
	
	
	12.3-14.1
	
	
	Limb amputation:

2.8%

Patient self report of sores or foot ulcers:

9.4%
	
	

	
	
	
	
	14.2-23.3
	
	
	Limb amputation:

3.0%

Patient self report of sores or foot ulcers:

17.2%
	
	



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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