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ONLINE TABLE 2
[image: image2.emf]Supplemental Data Table 2 - Subgroup analyses for body weight, triglycerides, and uric acid

Subgroup category Subgroup

N Between subgroups N Between subgroups N Between subgroups

(trials) MD (95% Cl)

I

2

P‡ (trials) MD (95% Cl)

I

2

P‡ (trials) MD (95% Cl)

I

2

†

P‡

Diabetes status Diabetes 

3

0.02 [-1.47, 1.51]

0% 0.93 2

-0.10 [-0.52, 0.31]

70%† 0.40 2

9.74 [-43.44, 62.92]

0% -

No diabetes

2

0.10 [-1.08, 1.28]

0% 1

0.04 [-0.20, 0.29]

- -

-

0%

Comparator Starch

3

0.02 [-1.47, 1.51]

0% 0.96 3

-0.04 [-0.28, 0.20]

51% 0.11 2

9.74 [-43.44, 62.92]

0% 1.00

Glucose

2

0.10 [-1.08, 1.28]

0% -

-

- - - -

Sucrose

1

0.40 [-1.28, 2.08]

- 1

-0.35 [-0.70, 0.00]

- 1

10.00 [-74.05, 94.05]

-

Galactose

2

0.23 [-1.43, 1.89]

67%† -

-

0% - - -

Fructose delta Absolute

2

0.10 [-1.08, 1.28]

0% 0.93 -

-

- - -

-

- -

Net

3

0.02 [-1.47, 1.51]

0% 3

-0.04 [-0.28, 0.20]

51% 2

9.74 [-43.44, 62.92]

0%

Fructose form Fluid

3

0.10 [-1.07, 1.27]

0% 0.94 1

0.11 [-0.21, 0.43]

- 0.31 1

-1.00 [-73.85, 71.85]

- 0.67

Mixed

2

0.02 [-1.49, 1.54]

0% 2

-0.12 [-0.47, 0.23]

67%† 1

22.00 [-55.82, 99.82]

-

Follow-up ≤4-wks

2

0.10 [-1.08, 1.28]

0% 0.93 1

0.04 [-0.20, 0.29]

- 0.40 -

-

0% -

>4-wks

3

0.02 [-1.47, 1.51]

0% 2

-0.10 [-0.52, 0.31]

70%† 2

9.74 [-43.44, 62.92]

0%

MQS¶ <8

2

0.02 [-1.49, 1.54]

0% 0.94 1

-0.31 [-0.64, 0.01]

- 0.05 1

22.00 [-55.82, 99.82]

- 0.67

≥8

3

0.10 [-1.07, 1.27]

0% 2

0.07 [-0.12, 0.26]

0% 1

-1.00 [-73.85, 71.85]

-

Randomization Yes

5

0.07 [-0.86, 1.00]

0% - 3

-0.04 [-0.28, 0.20]

51% - 2

9.74 [-43.44, 62.92]

0% -

No

-

-

- -

-

- -

-

-

Design Crossover

1

-0.10 [-8.58, 8.38]

- 1

0.11 [-0.21, 0.43]

- 0.31 1

-1.00 [-73.85, 71.85]

- 0.67

Parallel

4

0.07 [-0.86, 1.01]

0% 0.97 2

-0.12 [-0.47, 0.23]

67%† 1

22.00 [-55.82, 99.82]

-

§ Significant within subgroup effect estimates (P<0.05).

† Heterogeneity is significant (P<0.10) by Chi

2

.  I

2

 ≥50% is considered evidence of substantial heterogeneity

9

. 

*Analyses are by the Genereic Inverse Variance method using random effects models with paired analyses for crossover trials

9

.  Effect estimates are expressed as mean differences (MD) with 95% confidence intervals (CI). 

‡ Between subgroup differences were assessed by Chi

2 

with

 

signficance at P<0.05

¶The Heyland methodological quality score (MQS) assigns scores from 0-1 or 0-2  over 9 categories of quality related to study design, sampling procedures, and interventions for a total of 13 points.  Trials scored ≥8 were considered  high quality8.

Uric acid (µmol/L )

Within subgroup Within subgroup Within subgroup

Body weight (kg) Triglycerides (mmol/L)


ONLINE FIGURE 1
[image: image1.emf]Supplemental Data Table 1 - Subgroup analyses for glyemic endpoints*

Subgroup category Subgroup

N Between subgroups N Between subgroups N Between subgroups

(trials) MD (95% Cl)

I2

P‡ (trials) MD (95% Cl)

I2

P‡ (trials) MD (95% Cl)

I2†

P‡

Diabetes status Diabetes 

3

-0.23 [-0.88, 0.41]

57% 0.44 2

-0.77 [-0.99, -0.55]§

0% <0.001 1

-2.08 [-91.53, 87.36]

- 0.69

No diabetes

2

-0.52 [-0.83, -0.21]§

0% 3

-0.12 [-0.31, 0.06]

96%† 3

-16.02 [-59.26, 27.22]

100%†

Comparator Starch

3

-0.40 [-0.87, 0.07]

9% 0.07 3

0.11 [-0.79, 1.01]

97%† <0.001 2

2.17 [-0.34, 4.69]

0% <0.001

Glucose

2

-0.54 [-1.08, 0.01]

0% 2

0.14 [-0.14, 0.41]

93%† 2

-25.11 [-89.26, 39.03]

100%†

Sucrose

1

-1.59 [-2.43, -0.75]§

- 1

0.72 [0.46, 0.97]

- -

-

-

Galactose

2

-0.39 [-0.81, 0.03]

0% 2

-0.77 [-0.99, -0.55]§

96%† 2

-40.11 [-119.92, 39.70]

100%†

Fructose delta Absolute

2

-0.52 [-0.83, -0.21]§

0% 0.44 2

0.14 [-0.14, 0.41]

93%† 0.95 2

-25.11 [-89.26, 39.03]

100%† 0.40

Net

3

-0.23 [-0.88, 0.41]

57% 3

0.11 [-0.79, 1.01]

97%† 2

2.17 [-0.34, 4.69]

0%

Fructose form Fluid

3

-0.51 [-0.81, -0.20]§

0% 0.91 3

-0.04 [-0.19, 0.11]

72%† <0.001 3

-20.46 [-77.66, 36.75]

100%† <0.001

Mixed

2

-0.47 [-1.07, 0.14]

43% 2

-0.52 [-0.98, -0.06]§

94%† 1

2.17 [-0.34, 4.69]

-

Follow-up ≤4-wks

2

-0.52 [-0.83, -0.21]§

57% 0.44 3

0.27 [-0.12, 0.66]

0% <0.001 1

-2.08 [-91.53, 87.36]

100%† 0.69

>4-wks

3

-0.23 [-0.88, 0.41]

0% 2

-0.77 [-0.99, -0.55]§

96%† 3

-16.02 [-59.26, 27.22]

0%

MQS¶ < 8

1

-0.47 [-1.07, 0.14]

43% 0.91 1

-0.77 [-0.99, -0.55]§

95%† <0.001 4

-14.33 [-54.85, 26.18]

100%† -

≥ 8

4

-0.51 [-0.81, -0.20]§

- 4

-0.13 [-0.31, 0.05]

94%† -

- -

Randomization Yes

5

-0.40 [-0.72, -0.08]

31% - 5

-0.25 [-0.44, -0.07]§

95%† - 4

-14.33 [-54.85, 26.18]

100%† -

No

-

-

- -

-

- -

- -

Design Crossover

1

0.50 [-0.45, 1.45]

- 1

-0.40 [-2.26, 1.46]

- 0.85 1

-2.08 [-91.53, 87.36]

- 0.69

Parallel

4

-0.48 [-0.73, -0.23]§

0% 0.05 4

-0.25 [-0.44, -0.06]§

96%† 3

-16.02 [-59.26, 27.22]

100%†

§ Significant within subgroup effect estimates (P<0.05).

† Heterogeneity is significant (P<0.10) by Chi

2

.  I

2

 ≥50% is considered evidence of substantial heterogeneity

9

. 

*Analyses are by the Genereic Inverse Variance method using random effects models with paired analyses for crossover trials

9

.  Effect estimates are expressed as mean differences (MD) with 95% confidence intervals (CI). 

‡ Between subgroup differences were assessed by Chi

2 

with

 

signficance at P<0.05

¶The Heyland methodological quality score (MQS) assigns scores from 0-1 or 0-2  over 9 categories of quality related to study design, sampling procedures, and interventions for a total of 13 points.  Trials scored ≥8 were considered  high quality

8

.
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Supplemental Data Figure 1 – Flow of the literature for 5 separate searches of the effect of catalytic doses of   fructose on each of the following: glycemic endpoints (fasting blood glucose [FBG], fasting blood insulin [FBI], HbA1c) fasting triglycerides, body weight, blood pressure, and uric acid.
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ONLINE FIGURE 2
Supplemental Data Figure 2 – Forest plots of controlled feeding trials investigating the effect of isocaloric exchange of catalytic fructose does (≤36g/d) for other carbohydrate on (A.) body weight, (B.)triglycerides, and (C.) uric acid. Paired analyses were applied to the one crossover trial by Grigeresco et al 198810.  To mitigate a unit-of-analysis error, we used only the starch comparison for Blayo et al.11 and the glucose comparison for Rizkalla et al experiment 1 and 2 (E1 and E2)14.  Data are between-treatment end-differences for 4 of the 6 trials (Grigeresco et al10, Blayo et al.11, Vaisman et al.12, and Sunehag et al.13) in the body weight analysis and for all trials in the triglycerides and uric acid analyses, as change-from-baseline data were not available. P values are for Generic Inverse Variance random effects models with differences expressed as mean differences (MD) with 95% CI9.  Inter-study heterogeneity was tested by Cochrane’s Q ((2) at a significance level of P<0.10 and quantified by I29.  E denotes experiment and any CHO, any carbohydrate comparator.
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ONLINE FIGURE 3
Supplemental Data Figure 3 – Funnel plots for the effect of catalytic fructose doses (≤36g/d) in isocaloric exchange for other carbohydrate on (A.) HbA1c, (B.) FBG, (C.) FBI, (D.) body weight, (E.) triglycerides, and (F.) uric acid. The dashed line represents the pooled effect estimate expressed as mean difference (SMD) for each analysis. Any CHO denotes any carbohydrate comparator.
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