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(A) Low-carbohydrate score
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Risk Ratio
Study Weight IV, Random, 95% CI
Lagiou, 2007 11.4% 1.69 [1.01, 2.81]
Trichopoulou, 2007 12.5% 1.75[1.08, 2.82]
Fung, 2010 45.2% 1.12 [1.01, 1.24] 1]
Nilsson, 2012 31.0% 1.32[1.06, 1.65] -
Total (95% CI) 100.0% 1.31[1.07, 1.59] L

0102 05 1 2 5 10
Decreased Risk Increased Risk

| Heterogeneity: Tau® = 0.02; Chi’ = 6.44, df = 3 (P = 0.09); I = 53% }

Test for overall effect: Z = 2.68 (P = 0.007) E E 'l‘t : ‘ l
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(B) Low-carbohydrate / high-protein score
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Risk Ratio
Study Weight IV, Random, 95% CI
Lagiou, 2007 23.3% 1.42[1.01, 2.01) Bz
Trichopoulou, 2007 23.7% 1.71[1.22, 2.40] =
Sjogren, 2010 15.3% 1.22[0.73,2.04] —=—
Nilsson, 2012 37.7% 1.06 [0.94, 1.19]
Total (95% Cl) 100.0% 1.30[1.01, 1.68]

0102 05 1 2 5 10
Decreased Risk Increased Risk
| Heterogeneity: Tau’ = 0.04; Chi’ = 8.55, df = 3 (P = 0.04); I’ = 65% }

Test for overall effect: Z = 2.01 (P = 0.04)

Figure 2. Adjusted risk ratios for all-cause mortality associated with low-carbohydrate diets. Analysis was done based on (A) the low-
carbohydrate score and (B) the low-carbohydrate/high-protein score. Boxes, estimated risk ratios (RRs); bars, 95% confidence intervals (Cls).
Diamonds, random-effects model RRs; width of diamonds; pooled Cls. The size of each box is proportional to the weight of each study in the meta-
analysis. IV, inverse-variance.

doi:10.1371/journal.pone.0055030.g002
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(A) Low-carbohydrate score

9|

Risk Ratio
Study Weight IV, Random, 95% CI
Lagiou, 2007 1.0% 2.36 [0.69, 8.02] '
Fung, 2010 91.0% 1.08 [0.95, 1.22]
Nilsson, 2012 8.0% 1.22[0.80, 1.86]

Total (95% CI) 100.0% 1.10 [0.98, 1.24]
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0102 05 1 2 5 10
Decreased Risk Increased Risk

|Heterogeneity: Tau’ = 0.00; Chi’* = 1.81,df = 2 (P = 0.41); I? = 0% }
Test for overall effect: Z = 1.55 (P = 0.12)
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(B) Low-carbohydrate / high-protein score

Risk Ratio
Study Weight IV, Random, 95% ClI
Lagiou, 2007 16.6% 3.52[1.21, 10.2] -
Trichopoulou, 2007 26.7% 2.17 [1.12, 4.21] —_—
Sjogren, 2010 21.2% 1.06 [0.45, 2.50] -—_I_—
Nilsson, 2012 35.5% 1.00 [0.68, 1.48]
Total (95% CI) 100.0% 1.53 [0.88, 2.67] «p

0102 05 1 2 5 10
Decreased Risk Increased Risk

. E& A =
| Heterogeneity: Tau? = 0.19; Chi® = 7.63, df = 3 (P = 0.05); I* = 61% | = - \
Test for overall effect: Z = 1.51 (P = 0.13) -~ —t I:]

Figure 3. Adjusted risk ratios for CVD mortality associated with low-carbohydrate diets. Analysis was done based on (A) the low-carbohydrate
score and (B) the low-carbohydrate/high-protein score. Boxes, estimated risk ratios (RRs); bars, 95% confidence intervals (Cls). Diamonds, random-effects model

RRs; width of diamonds; pooled Cls. The size of each box is proportional to the weight of each study in the meta-analysis. IV, inverse-variance.
doi:10.1371/journal.pone.0055030.g003
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(A) Low-carbohydrate score

1% D 514

Risk Ratio
Study IV, Random, 95% CI
Oh, 2005 0.80 [0.58, 1.10]
Halton, 2006 0.96 [0.77, 1.20]
Beulens, 2007 0.85 [0.56, 1.29]
Lagiou, 2012 1.42 [1.00, 2.01)

Total (95% CI)

0.98 [0.78, 1.24]

" L
L

L

0102 05 1
Decreased Risk

2 5
Increased Risk

Test for overall effect: Z = 0.16 (P = 0.87)

(B) Low-carbohydrate / high-protein score
Risk Ratio

10

Heterogeneity: Tau’ = 0.03; Chi’ = 6.43,df = 3 (P = 0.09); I’ = 53%—————————

Study IV, Random, 95% CI
Lagiou, 2012 1.55 [1.20, 2.00] -
0102 05 1 2 5 10

Decreased Risk

Increased Risk

EHI

AE=1A

Figure 4. Adjusted risk ratios for CVD incidence associated with low-carbohydrate diets. Analysis was done based on (A) the low-carbohydrate
score and (B) the low-carbohydrate/high-protein score. Boxes, estimated risk ratios (RRs); bars, 95% confidence intervals (Cls). Diamonds, random-effects
model RRs; width of diamonds; pooled Cls. The size of each box is proportional to the weight of each study in the meta-analysis. IV, inverse-variance.

doi:10.1371/journal.pone.0055030.g004
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