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Supplementary Table 1. Search strategy in Medline through PubMed

1. "Diet, Carbohydrate-Restricted” [Mesh]
2. (Diet[TIAB] OR diets [TIAB] OR dietary [TIAB]) AND ((carbohydrate [TIAB] OR Carbohydrates [TIAB]) AND (Restricted [TIAB] OR Low [TIAB] OR restriction [TIAB] OR restrictive
[TIAB] OR Reducing [TIAB] OR Reduction [TIAB] OR Modification [TIAB] OR Modifications [TIAB])
3. (Diet[TIAB] OR Diets [TIAB]) AND Ketogenic [TIAB]
(Intermittent [TIAB] OR “time restricted” [TIAB] OR Alternate [TIAB] OR periodic [TIAB] OR ramadan [TIAB]) AND (Fasting [TIAB] OR energy [TIAB] OR feeding [TIAB] OR diet
[TIAB] OR diets [TIAB] OR meal [TIAB] OR eating [TIAB] OR caloric [TIAB] OR calorie [TIAB])
“meal skipping” [TIAB] OR “meal frequency” [TIAB]

1-5/0R

6 AND (groups [tiab] OR trial [TIAB] OR randomly [TIAB] OR placebo [TIAB] OR randomized [TIAB] OR “controlled clinical trial” [PT] OR “randomized controlled trial” [PT]) NOT
(animals [MH] NOT (humans [MH] AND animals [MH]))

7 AND Filters applied: from 2000/1/1 —2021/6/8
. 8NOT "review” [Publication Type] OR “review literature as topic” [MeSH Terms]
10.  9NOT (meta-analysis [Filter] OR systematic review [Filter])

Supplementary Table 2. The framework of PICO in developing the focused question

PICO Description of detail
Population (P) - Obese or overweight adults (BMI > 23 kg/m?) or

- Patients with T2DM or

« Patients with hypertension

Intervention (1)

Comparator (C)
Outcome (0)

Study design (S)
Target

- PICO1: carbohydrate-restricted diets: moderately-low, low, very-low carbohydrate diet or

- PICO2: intermittent fasting: time-restriction eating, alternate-day fasting, intermittent energy restriction

Isocaloric diets: standard, calorie-restricted, low-fat, Mediterranean, DASH diets, etc.

Body weight, BMI, WC, fat mass, fat-free mass, blood pressure, lipid profile (TC, LDL-C, HDL-C, TG), HbA1c, fasting plasma glucose, fasting plasma insulin,
HOMA-IR, CRP, adiponectin, FMD, adverse effects, etc.

Randomized controlled clinical trials that conducted more than 8 weeks

- Obese or overweight adults or

- Patients with T2DM or

- Patients with hypertension

- Healthcare professionals who manage patients with obesity, T2DM, or hypertension

PICO, population, intervention, comparator, outcome; BMI, body mass index; T2DM, type 2 diabetes mellitus; DASH, dietary approaches to stop hypertension; WC, waist circumfer-
ence; TC, total cholesterol; LDL-C, low-density lipoprotein cholesterol; HDL-C, high-density lipoprotein cholesterol; TG, triglyceride; HbA1c, glycosylated hemoglobin; HOMA-IR, ho-
meostatic model assessment for insulin resistance; CRP. C-reactive protein; FMD, flow-mediated dilation.
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Supplementary Table 11. Quality of the evidence assessment for included studies evaluating the effects of carbohydrate-restricted diets in adults with hypertension:
mLCD

Quality assessment No. of patients Effect

No. of ! . . . . - Other Relative Quality
studies Design Risk of bias  Inconsistency Indirectness  Imprecision considerations mLCD  Control (95% C) Absolute

SBP (mmHg, follow-up 8-24 wk; better indicated by lower values)

2 Randomized  Serious No serious Serious Serious None 97 98 - MD, 3.25 lower Very low
trials inconsistency (7.28 lower—0.77 higher)
DBP (mmHg, follow-up 8-24 wk; better indicated by lower values)
1 Randomized  Serious No serious Serious Serious None 46 47 - MD, 1.80 lower Very low
trials inconsistency (4.56 lower—0.96 higher)
LDL-C (follow-up 8-24 wk; better indicated by lower values)
1 Randomized ~ Serious No serious Serious Serious None 46 47 - MD, 0.00 higher Very low
trials inconsistency (9.55 lower—9.55 higher)
TG (follow-up 8-24 wk; better indicated by lower values)
2 Randomized  Serious No serious Serious Serious None 97 98 - MD, 35.58 lower Very low
trials inconsistency (52.84-18.33 lower)
BW (kg, follow-up 8-24 wk; better indicated by lower values)
2 Randomized  Serious No serious Serious Serious None 97 98 - MD, 1.81 lower Very low
trials inconsistency (3.93 lower—0.30 higher)
HDL-C (follow-up 36-52 wk; better indicated by higher values)
1 Randomized  Serious No serious Serious Serious None 46 47 - MD, 1.60 higher Very low
trials inconsistency (1.13 lower—4.33 higher)
FMD (follow-up 36-52 wk; better indicated by lower values)
1 Randomized  Serious No serious Serious Serious None 46 47 - MD, 0.30 higher Very low
trials inconsistency (0.58 lower—1.18 higher)

mLCD, moderately-low or low carbohydrate diet; Cl, confidence interval; SBP. systolic blood pressure; MD, mean difference; DBP, diastolic blood pressure; LDL-C, low-density lipopro-
tein cholesterol; TG, triglyceride; BW, body weight; HDL-C, high-density lipoprotein cholesterol; FMD, flow-mediated dilation.
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Supplementary Table 12. Quality of the evidence assessment for included studies evaluating the effects of carbohydrate-restricted diets in adults with hypertension:
VLCD

Quality assessment No. of patients Effect

No. of . ) ) . ) . Other Relative Quality
studies Design Risk of bias  Inconsistency Indirectness  Imprecision considerations VLCD  Control (95% C) Absolute

SBP (mmHg, follow-up 8-24 wk; better indicated by lower values)

2 Randomized  Serious No serious Serious Serious None 15 17 - MD, 1.34 lower Very low
trials inconsistency (5.20 lower—2.51 higher)
DBP (mmHg, follow-up 8-24 wk; better indicated by lower values)
2 Randomized  Serious No serious Serious Serious None 15 117 - MD, 2.01 higher Very low
trials inconsistency (0.61 lower—4.63 higher)
LDL-C (follow-up 8-24 wk; better indicated by lower values)
2 Randomized ~ Serious Serious Serious Serious None 15 117 - MD, 8.91 higher Very low
trials (9.27 lower—27.08 higher)
TG (follow-up 8-24 wk; better indicated by lower values)
2 Randomized ~ Serious Serious Serious Serious None 15 17 - MD, 10.17 lower Very low
trials (43.00 lower—22.67 higher)
BW (kg, follow-up 8-24 wk; better indicated by lower values)
2 Randomized  Serious No serious Serious Serious None 115 17 - MD, 1.16 lower Very low
trials inconsistency (2.65 lower—0.34 higher)
HDL-C (follow-up 8-24 wk; better indicated by higher values)
2 Randomized  Serious Serious Serious Serious None 15 17 - MD, 1.85 higher Very low
trials (5.98 lower—9.69 higher)
FMD (follow-up 36-52 wk; better indicated by lower values)
1 Randomized  Serious No serious Serious Serious None 26 23 - MD, 180 lower Very low
trials inconsistency (3.48-0.12 lower)

VLCD, very-low carbohydrate diet; Cl, confidence interval; SBP. systolic blood pressure; MD, mean difference; DBP. diastolic blood pressure; LDL-C, low-density lipoprotein cholester-
ol; TG, triglyceride; BW, body weight; HDL-C, high-density lipoprotein cholesterol; FMD, flow-mediated dilation.
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Records identified through database searching
4,979 Medline, 5,521 Embase, 7,272 Cochrane, 379 KoreaMed
18,151 Total

v

12,820 Records after duplicates removed

v

12,820 Records screened

4

12,166 Records excluded

4

654 Full-text articles assessed
for eligibility

577 Full-text articles
excluded, with reasons

v Y

\
A

PICO1: carbohydrate-restricted diets PICOZ: intermittent fasting
66 Studies included in quantitative synthesis 10 Studies included in quantitative synthesis
(meta-analysis) (meta-analysis)

Number of studies by reason for exclusion
80 Inadequate population
99 Inadequate intervention
46 No intended outcomes
122 Inappropriate research design
206 Inappropriate study period (8 weeks or less)
52 Abstracts or posters
5 Not English or Korean
2 Duplicated articles

Supplementary Figure 1. Preferred reporting items for systematic reviews and meta-analyses (PRISMA) study flow for literature selection and exclusion process. PICO,
population, intervention, comparator, outcome.
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Supplementary Figure 2. Risk of bias assessment in studies evaluating the effects of carbohydrate-restricted diets in adults with overweight/obesity.
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A

Study
D

8~24dweeks

BMI (kg/m2)/mLCD

WMD (95% CI)

Meckling KA, 2004
Haufe S, 2011
Kreider RB, 2011

Perna 3, 2019
Tay J, 2014

de Luis DA, 2019
Soenen 5, 2012
Liu X, 2013

de Jonge L, 2012
de Luis DA, 2016
Frisch 3, 2009
de Luis DA, 2015

—
—’_
'—l
_._
—
—e

—
_‘_
—
[ —

de Luis DA, 2007
Gardner CD, 2007
de Luis DA, 2015(1) —————4————
Subtotal (l-squared = 37.9%, p = 0.068) <

36~02weeks

Guldbrand H, 2012
de Luis DA, 2019
Soenen S, 2012
Tay J, 2014 —
de Luis DA, 2015(1)
de Luis DA, 2015
Gardner CD, 2007 -
de Luis DA, 2016 —
Frisch S, 2009
Subtotal (l-squared = 34.9%, p = 0.139) <

=Tyear

Guidorand H, 2012
Tay J, 2014

Chen C-Y, 2020
Shai |, 2008

de Jonge L, 2012
Subtotal (l-squared = 0.0%, p = 0.418) <3

NOTE: Weights are from random effects analysis

—‘_
—_——
—

0.10 (-2.83, 3.03)
-0.30 (-0.84, 0.24)
-0.60 (169, 0.49)
-0.80 (-2.37, 0.77)
0.00 (-0.77, 0.77)

-0.80 (-1.48,-0.12)
0.00 (-1.24, 1.24)

-0.10 (-0.49, 0.29)
0.00 (-0.35, 0.35)

-0.30 (-1.30, 0.70)
-0.20 (067, 0.27)
-0.50 (-1.60, 0.60)
-0.50 (-2.32, 1.32)
0.30 (-0.05, 0.65)

-1.90 (-3.02, -0.78)
-0.23 (-0.46, 0.00)

0.30 (-1.78, 2.38)
-0.16 (-0.81, 0.50)
-0.10 (-1.34, 1.14)
0.30 (-0.57, 1.17)
-1.57 (-2.70,-0.44)
-0.57 (161, 0.46)
0.32 (-0.31, 0.94)
0.43 (-0.52, 1.39)
-0.40 (-0.94, 0.14)
-0.14 (-0.51, 0.22)

0.20 (-1.96, 2.36)
0.20 (-0.71,1.11)
-0.70 (-2.01, 0.61)
-0.50 (-0.98,-0.02)
0.00 (-0.40, 0.40)
-0.18 (-0.46, 0.10)

%
Weight

0.61
9.87
373
197
6.34
7.62
3.02
13.27
14.54
433
11.38
370
1.51
14.55
3.56
100.00

278
16.00
6.76
11.39
7.64
8.99
16.90
10.09
19.25
100.00

1.69
9.36
4.58
34.38
4999
100.00

-3.03 0
Study
1D
8~24weeks
Dyson PA, 2007 S
e

Goday A, 2016

Jabekk PT, 2010
Gardner CD, 2007
Ruth MR, 2013
Subtotal (l-squared = 89.2%, p = 0.000)

36~52weeks
Brinkworth GD, 2009

303

BMI (kg/m2)/VLCD

WMD (95% CI)

%

Weight

-1.90 (-2.91, -0.89) 21.62
-3.50 (-4.12, -2.88) 23.75
-2.20 (-5.47, 1.07) 9.09
-1.20 (-1.75, -0.65) 24.06
-0.70 (-1.73, 0.33) 21.49
-1.88 (-3.11, -0.65) 100.00

-0.70 (-2.16, 0.76) 18.42

Saslow LR, 2017
Gardner CD, 2007
Subtotal (l-squared = 0.0%, p = 0.862)

—_—

<>

NOTE: Weights are from random effects analysis

-1.70 (-5.03, 1.63) 3.53

-0.80 (-1.51, -0.10) 78.05
-0.82 (-1.44, -0.19) 100.00

T
-7.5

1.5

Supplementary Figure 3. Effects of carbohydrate-restricted diet on body mass index (BMI) in adults with overweight/obesity. (A) Moderately-low or low carbohydrate
diet (mLCD). (B) Very-low carbohydrate diet (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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()

WC (cm)/mLCD

Study %
D WMD (95% Cl) Weight
8~24weeks
Haufe S, 2011 ——t— -0.60 (-2.39, 1.19) 7.57
Kreider RB, 2011 ——— -3.10 (-5.75, -0.45)  3.59
de Luis DA, 2019 —_—— -1.50 (-2.67,-0.33) 16.34
Tay J, 2014 —_—— -1.50 (-4.25,1.25) 3.34
Perna S, 2019 —_— 0.80 (-1.22, 2.82) 6.02
Keogh JB, 2007 —— e 1.60 (-1.74, 4.94) 2.29
Liu X, 2013 + -1.40 (-3.54,0.74) 539
Frisch S, 2009 —_—— -1.40 (-2.90, 0.10) 10.55
de Luis DA, 2016 —_—— -0.53 (-2.57,1.50) 596
de Luis DA, 2015(1) —— 0.13 (-2.23, 2.49) 4.47
Caryn Z, 2017 +* -1.50 (-7.94,4.94) 062
Larsen RN, 2011 —_—— -0.40 (-1.90, 1.10) 10.50
de Luis DA, 2007 * -0.80 (-5.50, 3.90) 1.17
de Jonge L, 2012 —_—r— -0.20 (-1.31,0.91) 17.92
de Luis DA, 2015 —_—— 1.41(-1.01, 3.84) 4.26
Subtotal (I-squared =5.7%, p = 0.388) < -0.65 (-1.16,-0.14)  100.00
36~52weeks
Guldbrand H, 2012 +- 2.00 (-3.56, 7.56) 2.67
Keogh JB, 2007 g 3.00 (-0.42, 6.42) 6.38
de Luis DA, 2019 —_— 0.16 (-0.98, 1.29) 2567
Larsen RN, 2011 —_— -0.19 (-2.23, 1.85) 14.04
de Luis DA, 2016 ——— 0.54 (-1.35, 2.43) 15.43
de Luis DA, 2015(1) —_— -1.59 (-3.88, 0.70) 11.96
Frisch S, 2009 —_—— -2.20 (-4.31,-0.09) 13.34
de Luis DA, 2015 —_——— -1.18 (-3.69, 1.32) 10.50
Tay J, 2014 (Excluded) 0.00
Subtotal (I-squared = 32.5%, p = 0.168) <> -0.27 (-1.21,0.68)  100.00
>1year
Shai |, 2008 —— -1.00 (-2.28, 0.28) 37.69
Tay J, 2014 ——————— -0.70 (-3.64, 2.24) 10.74
Guldbrand H, 2012 0.00 (-5.93, 5.93) 291
Chen C-Y, 2020 _—— -3.80(-7.00,-0.60) 9.27
de Jonge L, 2012 —— 0.00 (-1.23, 1.23) 39.39
Subtotal (I-squared =21.9%, p = 0.275) <> -0.80 (-1.83,0.22)  100.00
NOTE: Weights are from random effects analysis
I I
-7.94 0 7.94
e WC (cm)/VLCD

Study %

ID WMD (95% Cl) Weight

8~24weeks

Goday A, 2016 _— -6.60 (-9.43, -3.77) 46.92

Bazzano LA, 2014 —_— -1.90 (-3.56, -0.24) 53.08

Subtotal (I-squared = 87.3%, p = 0.005) O

36~52weeks

Bazzano LA, 2014

—_—

3

Subtotal (I-squared =.%, p=".)

NOTE: Weights are from random effects analysis

-4.11 (-8.70, 0.49) 100.00

-1.70 (-4.20, 0.80) 100.00
-1.70 (-4.20, 0.80) 100.00

Supplementary Figure 4. Effects of carbohydrate-restricted diets on waist circumference (WC) in adults with overweight/obesity. (A) Moderately-low or low carbohy-
drate diet (mLCD). (B) Very-low carbohydrate diet (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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()

Study
ID

8~24weeks

Tay J, 2014

de Luis DA, 2019
Liu X, 2013

Perna S, 2019
Kreider RB, 2011
Soenen S, 2012
Foster GD, 2010
Meckling KA, 2004
de Luis DA, 2015(1)
Frisch S, 2009

de Luis DA, 2015
de Luis DA, 2007
de Luis DA, 2016
Brinkworth GD, 2004

Subtotal (I-squared = 0.0%, p = 0.820)

36~52weeks

de Luis DA, 2019
Soenen S, 2012
Tay J, 2014

Aronica L, 2021
Foster GD, 2010

de Luis DA, 2015
de Luis DA, 2015(1)
Brinkworth GD, 2004
Frisch S, 2009

de Luis DA, 2016

Subtotal (I-squared = 0.0%, p = 0.980)

>1year
Foster GD, 2010
Tay J, 2014

Subtotal (I-squared = 0.0%, p = 0.752)

v

A 4

NOTE: Weights are from random effects analysis

Fat mass (kg)/mLCD

%

WMD (95% Cl) Weight

0.60(2.82,1.62) 3.14
-0.20(-1.09,0.69)  19.61
0.10(-0.62,0.82)  29.76
240(-4.93,013) 242
.70 (-3.54,0.14) 457
-0.60(-3.48,2.28)  1.86
-0.60(-1.77,057)  11.25
1.30(-4.94,7.54)  0.40
-0.98(-3.15,1.19)  3.29
-1.00(2.10,0.10)  12.86
-0.06 (-2.03,1.91) 398
-0.70 (-4.50,3.10)  1.07
-051(2.16,1.14) 568
-0.80 (-12.96, 11.36) 0.10
-0.44 (-0.83,-0.04)  100.00

-1.07 (-2.01,-0.13)  30.71
0.10 (-2.78, 2.98) 3.25
0.70 (-1.78, 3.18) 4.38

-0.63 (-2.23,0.97) 10.55
-0.50 (-2.00, 1.00) 11.98
-0.62 (-2.56, 1.32) 717

1.26(-341,089)  5.84
-1.60 (-13.59, 10.39) 0.19
-0.90 (-2.19,0.39)  16.21
-0.83(-2.49,0.84)  9.71

0.77(-1.29,-0.25)  100.00
020 (-1.92,152)  69.19
0.30(-2.28,2.88)  30.81
-0.05(-1.48,1.38)  100.00

I
-15

(5]

Study

8~24weeks
Yancy WS, 2004
Jabekk PT, 2010

Ruth MR, 2013

o

—_—

Subtotal (l-squared =72.1%, p = 0.028) O

36~52weeks

Brinkworth GD, 2009

Subtotal (l-squared =.%, p=.)

—_———

—

NOTE: Weights are from random effects analysis

Fat mass (kg)/VLCD

0/ (]

WMD (95% Cl)  Weight

-4.60 (-6.65, -2.55) 41.72
-4.90 (-10.79,0.99) 19.11
-0.40(-2.82,2.02) 39.17

-3.01(-6.29, 0.27) 100.00

-1.90 (-5.40, 1.60) 100.00

-1.90 (-5.40, 1.60) 100.00

T
-12

55

Supplementary Figure 5. Effects of carbohydrate-restricted diets on fat mass in adults with overweight/obesity. (A) Moderately-low or low carbohydrate diet (mLCD). (B)

Very-low carbohydrate diet (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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(A Fat mass (%)/mLCD
Study %
ID WMD (95% CI)  Weight
8~24weeks
Meckling KA, 2004 + 1.20 (-3.38,5.78) 1.43
Liu X, 2013 —_ 0.40 (-0.48, 1.28) 39.04
Soenen S, 2012 —_— T -0.50 (-1.87, 0.87) 16.00
Gardner CD, 2007 — 0.00 (-0.83, 0.83) 43.53
Subtotal (I-squared = 0.0%, p = 0.691) <> 0.09 (-0.45, 0.64) 100.00
36~52weeks
Soenen S, 2012 —_— -0.10 (-1.50, 1.30) 37.45
Gardner CD, 2007 —_— -0.05 (-1.13, 1.03) 62.55
Subtotal (l-squared = 0.0%, p = 0.959) <> -0.07 (-0.93, 0.78) 100.00
>1year
Chen C-Y, 2020 + -1.60 (-4.34, 1.14) 100.00
Subtotal (l-squared = .%, p =.) —Q_‘::- -1.80 (-4.34, 1.14) 100.00
NOTE: Weights are from random effects analysis

1 1

-7.5 0 5
(B) Fat mass (%)/VLCD
Study %
ID WMD (95% CI) Weight
8~24weeks
Jabekk PT, 2010 + -2.40 (-6.50, 1.70) 5.21
Bazzano LA, 2014 — -1.00 (-1.77, -0.23) 37.13
Gardner CD, 2007 — -1.90 (-2.93, -0.87) 31.60
Yancy WS, 2004 —— -3.00 (4.31, -1.69) 26.06
Subtotal (I-squared = 57.9%, p = 0.068) <> -1.88 (-2.87, -0.89) 100.00
36~52weeks
Gardner CD, 2007 —_— -1.65 (-2.97, -0.34) 41.57
Bazzano LA, 2014 —_— -1.50 (-2.61, -0.39) 58.43
Subtotal (I-squared = 0.0%, p = 0.861) <> -1.56 (-2.41, -0.71) 100.00
NOTE: Weights are from random effects analysis
T

T
-7.5 0 5.5

Supplementary Figure 6. Effects of carbohydrate-restricted diets on body fat percentage in adults with overweight/obesity. (A) Moderately-low or low carbohydrate diet
(mLCD). (B) Very-low carbohydrate diet (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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A

jomes

TG (mg/dL)/mLCD

Shudy k]
[s] WD {5575 CI) Weight
Ee-2dwaasin
Lita 3, 2013 + 300 (-7RE1, 361) 1T
Dianviss ), 2008 ——— 6.3 (20,40, 18.50) am
Rderris E, 2021 + £1:30 (+61.37, -11.23) 161
Diaty ME, 2008 2 <37 20 [-57 47, 23.07} 050
Ieckling KA, 2004 + 6100 (60,53, 48.53) 1.08
Gulebeand H, 2012 + AT (61.97, 25.57) 157
Kimagh JB, 2007 & X370 (+71.08, 4.58) 156
Farsythe CE, 2008 —— “71.30 [-86.93, 45.67) 345
Tay J, 2014 —— 36,44 [-53.45, -17.43) 506
Soenen 5, 2012 —_—— B0 (-7.09, 24.83) 562
Haufe 5, 2011 ——— 440 (-21.76, 12.06) 532
de Luis DA, 2019 - .20 (-2 49, 1.29) 402
Ser J, HHT + 2750 (65,67, 1067} 106
Foster G0, 2010 —_—— ABB0 (-24.27, -7 3% 7.6
Kreider RE, 2011 —_—— £.00 -19.67, 7.67) 820
St |, 2008 D — 2830 [4E.49, 8.1} 453
Prermas 5, 2019 020 (-38.47, 39.07) 167
Gardner CO, 2007 ——— -6.40 (24,78, 5.96) 578
Lirsen RN, 2011 -+ 440 {4751, 38.01) 1.59
Frisch 5, 2008 —_—— A12:80 [-24.70, -1.10§ 662
d= Luis O, 2018 —- 221 (-7.71,3.30 857
dhe Luis DA, 2015 — 271 (9,66, 4 45) 847
Brirfeword 50, 2004 + 36540 (64.44, -5.36) 283
Canyni 2, 2017 -+ 1150 (42 53, 19.53) 27
Surotal (lsgusred = 71.0%, p = 0.000) <> AXTE (1078, -7 74) 10000
IE-G2wmsks
Dianviss M, 20089 + 240 (-41.59, 17.08) 28
Gulabrand H, 2012 + AT [-56.04, 20064} .64
Foster G0, 2010 —_—— 360 (-25.59, -1.21) 46
Tay J, 2014 —_— 3450 (-55.52, -11.48) 456
Kesagh JB, 2007 < +* 6320 [-100.78, -5.82) 12
Soenen 5, 2012 . S— 1760 (4124, 35.44) 6.24
de Luis DA, 2019 - .40 (-3.107, .27} 1719
de Luis D4, 2018 —— L8 (6.2, 4 66) 1545
Britoworh 50, 2004 #+ 26,80 (-55.53, 6.13) 244
Gardner CO, 2007 ——— 110,50 {-5.03, 26.03) 742
d= Luis O, 2015 —t— 4,30(-2:80, 11.50) 13E
Lirsen RN, 2011 — 660 (-25.08, 11.68) 556
Frisch 5, 2008 —_— 640 (-17.31, §.51) 962
Jerkins D, 2014 + -24.80 [-73.40, 23,80} 118
Subnotal (Fsguered = 60,15, p = 0.002) L A8 (9,34, 184) 10000
=] year
Foster G0, 2010 —_—— 24D (123, 17.11) 4521
Gulebeand H, 2012 + B850 (4714, 29.54) (218
Chan G-, 2020 + AZB0 (4B, 1641 "
Tay J, 2014 & A780 (4754, 11.54} 11.48
St |, 2006 —_—— 2090 (40,58, -0.94) 2510
Subotal (Fsquered = 1.8%, p=0.386) -t -6.35 -18.48, 1.75) 100,00
MOTE: Wesighits ane from rardam effects anabsis
|
100 o

Supplementary Figure 7. Effects of carbohydrate-restricted diets on serum lipid profile in adults with overweight/obesity. (A) Moderately-low or low carbohydrate diet

(mLCD) on triglycerides (TG).
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(B

TG (mg/dLYVLCD

%

WMD (95% CI) Weight

-18.60 (-30.00,-720) 1375
0.70(-25.62,2442)  7.52
2570 (4633, 507) 924
1810 (43.35,7.15)  7.48
2370 (-4027,-713) 1110
-46.30 (9406, 146) 302
3540 (-7165,085) 465
4450 (-69.32, -1968) 763
A7.75(62.20, 26.70)  3.40
5310 (-79.51,-2669) 710
33,00 (:82.45, 16.45)  2.85
7.90(-19.54,3534)  6.78
-7.40 (-15.30, 0.50) 15.48
21,33 (:30.46,-12.21)  100.00

-31.90(6066,-314) 787
-31.00 (-44.11,-17.89) 27.53
-14.60 (-3162, 2.42) 19.00
0.50 (-37.75, 38.75) 465
-24.40 (-52.29, 3.49) 8.32
-61.00 (-111.22, -10.78) 2.76
-14.20 (-27.75,0.63)  26.36
-36.00 (-80.25, 8.25) 352
-22.52 (-31.01,-14.03)  100.00

-17.50 (-52.50, 17.50) 4527
-12.50 (-44.33, 19.33)  54.73
-14.76 (-38.31, 8.79) 100.00

Study
ID
8~24weeks
Bazzano LA, 2014 ——
Saslow LR, 2017 —
Brinkworth GD, 2009 —_—
Goday A, 2016 —_—
Gardner CD, 2007 —_—
Yancy WS, 2004 +
Dyson PA, 2007 _—
Ruth MR, 2013 —_—
Jabekk PT, 2010 +
Noakes M, 2006 —_—
Goldstein T, 2011 +
Igbal N, 2010 —_—T
Foster GE, 2003 —
Subtotal (l-squared = 54.8%, p = 0.009) -
I6~52weeks
Brinkworth GD, 2009 —_—
Foster GE, 2003 —
Gardner CD, 2007 —_—
Igbal N, 2010 _—
Saslow LR, 2017 I a—
Stern L, 2004 *
Bazzano LA, 2014 —
Goldstein T, 2011 +
Subtotal (l-squared = 15.8%, p = 0.306) <<=
=1year
Noakes M, 2006 _—r
Igbal N, 2010 —_—
Subtotal (I-squared = 0.0%, p = 0.8386) _
NOTE: Weights are from random effects analysis
1
-100 0

50

HDL-C (mg/dL)/mLCD

Study %
i} WMD (85% GI) Weight
3-Zdwesis
Davis NJ, 2008 —_—— .60 (280, 10.30) 5.31
Liu X, 2013 ——————————  1150(334,1085) 190
Guidbrand H, 2012 —_— 420135, 0.75) 340
Wiorris E, 2020 —T—— 3.80(-1.66, 0.28) 347
Keagh JB, 2007 _— -1.60 (-6.74, 5.54) 238
Soenen 5, 2012 — 0.00 (-3.50, 3.59) 5.48
Pema S. 2018 —_— 250 (570, 10.70) 183
Haufe §, 2011 — 0.40 (-8.85, 0.85) 158
Foster GD, 2010 —— 5:30 (354, 7.08) 815
Meckling KA, 2004 ————  14.00 (7.56, 20.44) 278
Hrsider RE, 2011 —— 0.90 (-1.44, 3.24) 12
de Luis A, 2018 - 0.70 (.48, 1.38) 891
Sato J, 2017 — 4.00 (-0.50, 8.50) 428
Friseh 8, 2008 —— 270 (0.62, 4.78) 167
Larzen AN, 2011 —— 0.00 (-1.80, 1.90) 704
de Luis DA, 2015 —— 070 (-1.44, 2.84) 758
Caryn Z, 2017 _— 0.70 (2.04, 17.35) 214
de Luis DA, 2018 —— 0.30 (-1.56. 2.18) B.0D
Gardner £0, 2007 —— 220 (021, 4.19) 781
Srinkworth GD, 2004 —_— 150 (-8.42, 6.47) 203
Subtotal {l-equared = 80.1%, p = 0.000) < 261 (134, 3.89) 100.00
36-B2wezks
Tay 1, 2014 - 180113, 433) 728
Foster G0, 2010 —— 410 (207, 6.13) 0.14
Dauis NJ, 2000 —— 3.90 (0.35, 7.45) 503
Sosnen 5. 2012 — -1.60 (5.31, 1.51) 534
Guldbrand H, 2012 —_—— 1.10 (-3.67, 5.87) 314
Heogh JB, 2007 —_— 860 (-2.46, 15.88) 098
de Luis DA, 201 - 0.30 (-0.36, 1.98) 15.23
Foraker RE, 2014 —_— 130 (-7.24, 4.64) 214
Larsen AN, 2011 —_— 0.00(-3.01,3.91) 433
de Luis DA, 2018 —— 330 (1.42.5.13) 1081
Friseh 8, 2008 —_— 0.40 (-1.65, 2.45) 10.08
Gardner CO, 2007 —— 0.80 (-1:20, 2.80) 10.30
de Luis DA, 2015 —— 2,00 (0.16, 4.18) B.52
Jenkins DA, 2014 _— 0.40 (-5.30, 6.10) 230
Brinkworth GD. 2004 —_—— 150 (6.1, 3.11) 332
Subtotal {l-equared = 30.1%, p = 0.080) < 1.45 (053, 2.37) 100.00
>tyear
Shail, 2008 —— 2.00 (007, 3.83) 30.08
Foster 0, 2010 —— 320(1.08,5.37) 3100
Chen C-¥, 2020 —— 2.00 (-1.43, 5.43) 1238
TayJ,2014 —_—— 470128, 8.12) 1250
Guldbrand H, 2012 —— 480 (-0.70, 0.99) 504
Subtotal {squared = 0.0%. p = 0.625) < 284 (163, 4.05) 100.00
NOTE: Wsights are from random sffects analysis
I I
204 a 204

Supplementary Figure 7. (Continued) (B) Very-low carbohydrate diet (VLCD) on TG. (C) mLCD on high-density lipoprotein cholesterol (HDL-C).
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(D]

Study
ID

8~24weeks

Igbal N, 2010 —
Bazzano LA, 2014

Goday A, 2018 =7
Dyson PA, 2007 1
Gardner CD, 2007

HDL-C (mg/dL)\VLCD

WMD (95% CI)

-2.30 (-6.74, 2.14)
3.90 (1.21, 6.59)
1.30 (-2.55, 5.15)
5.80 (-1.08, 12.68)
4.00 (1.51, 6.49)

Yancy WS, 2004
Goldstein T, 2011 —*
Saslow LR, 2017 ]
Brinkworth GD, 2009

Noakes M, 2006

Ruth MR, 2013

Foster GE, 2003

Jabekk PT, 2010 .
Subtotal (I-squared = 73.7%, p = 0.000)

36~52weeks

Saslow LR, 2017 —
Gardner CD, 2007

Bazzano LA, 2014

Brinkworth GD, 2009

Foster GE, 2003

Igbal N, 2010 -1
Goldstein T, 2011 —
Stern L, 2004

Subtotal (I-squared = 70.5%, p = 0.001)

>1year

Igbal N, 2010 —
Noakes M, 2008 —
Subtotal (I-squared = 0.0%, p = 0.978) <

NOTE: Weights are from random effects analysiq

TH ot 1T ol ++T'“+W+'
LA

710 (-17.94, 32.14)
-1.60 (-7.29, 4.09)
1.20 (-4.58, 6.98)
570 (2.47, 8.93)
7.80 (3.97, 11.63)
10.10 (3.81, 16.39)
15.90 (10.77, 21.03)
-3.87 (-14.39, 6.65)
430 (1.79,6.82)

1.80 (-4.10, 7.70)
3.50 (0.98, 6.02)
7.00 (3.23, 10.77)
8.90 (2.81, 14.99)
14.80 (9.12, 20.48)
160 (-2.01,521)
-1.00 {-6.85, 4.85)
4.00 (1.04, 6.96)
4.86 (2.16, 7.56)

-0.10 (-3.45, 3.25)
0.00 (-6.34, 6.34)
-0.08 (-3.04, 2.88)

%
Weight

877
10.61
9.41
6.34
10.79
0.93
746
7.37
10.07
9.44
6.88
8.04
3.88
100.00

9.98
16.35
13.89
967
10.33
14.21
10.06
16.51
100.00

78.19
21.81
100.00

-32.1 0

Stugy
D

8~Zdweshs
Perna 5, 2018
Meckling KA, 2004
Liu ¥, 2013

Keogh JB. 2007
Guldbrand H, 2012
Soenzn 8.2012
Haufe 5, 2011
Foster GD. 2010
Sato J, 2017

de Luis DA, 2010
Tay 1. 2014

Dauis NJ, 2008
Shai |. 2008

Kreider RE, 2011

de Luis DA, 2015

de Luis DA, 2018
Larsen RN, 2011
Caryn Z. 2017
Gardner CD. 2007
Srinkwarth GO. 2004
Erisch 5, 2000
Subtotal (I-squared = 82.3%, p = 0.000)

30~52weeks

Foster GO, 2010
Guldbrand H, 2012
de Luis D, 2018
Kaogh JB, 2007

Tay ). 2014

Seensn S, 2012
Davis NJ. 2008
Srinkworth GO, 2004
Larsen RN, 2011
Forskar RE, 2014
Frisch S, 2008
Jenking 0J8, 2014
de Luis 4, 2018

de Luis 4, 2015
Gardner €. 2007
Subtotal (I-squared = $0.6%, p = 0.000)

= Tyear
Guldbrand H, 2012

Shai |. 2008

Chen G-, 2020

Tay J. 2014

Foster G0, 2010

Subtotal (I-squared = 0.0%, p = 0.823}

NOTE: Weights sre from random effects analysis

. +|L|l}.l| Y |.I-+ ll‘ l

v1T|'|| %]

et ++"W

321

LDL-C (mg/dLymLCD

WMD (85% CI)

74D {-25.88, 11.18)
53.00 (25.30, 80.20)
21.20 (D81, 41.79)
.10 (20.14. 38.34)
-3.00 {-15.81, 8.01)
-1.00 {-10.44. 8.64)
11.30 (3.24, 19.38)
10.00 (5.18. 14.22)
-11.00 (21,58, -0.42)
-0.50 {-1.04, 0.84)
0.00 (.55, 0.55)
5.80 (-2.22, 13.62)
1.20 (.45, 8.85)
.00 {055, 12.55)
-3.50 {-8.02.1.02)
370 {754,014
280 (3.52.8.12)
17.40 (237, 37.17)
230 (-1.21. 7.81)
280 (-12.77.20.37)
0.00 (-5.41, 5.41)
220 (0.41, 4.00)

0.10 (5,52, 5.72)
-3.80 {-16.00, 8.20)
210 (1.62. 458)
040 {-30.67, 20.87)
2,80 (6.97. 14.57)
-1.80 {-10.21, 6.41)
.50 (-4.07. 15.07)
-15.50 (-33.42, 2.42)
-3.40{-14.30.7.50)
240 (1088, 17.68)
-1.50 {-8.15, 5.15)
0.00 (-17.04, 17.0)
-3.60 {-7.30, 0.10)
27,60 (23.31, 31.89)
1.60 (-3.38, 7.08)
1.84 (-3.44, 7.12)

0.00 (1151, 11.51)
200 {-11.87. 5.87)
120 (761, 10.01)
2,80 (11.77.10.37)
320 (207, 847)
1.48 (221, 5.16)

%
Weight

173
080
148
082
335
490
517
T4

033
438
510
542
613
758
803
628
168
k7
208
693
100.00

g1z
608
888
27
85
732
a0
440
647
541
783
483
857
.44
818
100.00

10.26
1768
1751
5.
48.04
100.00

-80

=)

50

Supplementary Figure 7. (Continued) (D) VLCD on HDL-C. (E) mLCD on low-density lipoprotein cholesterol (LDL-C).
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Study
D

g~24weeks

Saslow LR, 2017
Bazzano LA, 2014
Brinkwerth GD, 2009
Igbal N, 2010
Jabekk PT, 2010
Dyson PA, 2007
Foster GE, 2003
Gardner CD, 2007
Noakes M, 2006
Ruth MR, 2013
Yancy WS, 2004
Goday A, 2016
Subtotal (l-squared = 60.6%, p = 0.003)

36~52weeks

Brinkworth GD, 2009

Gardner CD, 2007

Igbal N, 2010

Saslow LR, 2017

Bazzano LA, 2014

Tsal AG, 2005

Foster GE, 2003

Stern L, 2004

Subtotal (l-squared = 60.3%, p=0.014)

>1year

Igbal N, 2010

Noakes M, 2006

Subtotal (I-squared = 1.4%, p= 0.314)

NOTE: Weights are from random effects analysis

—
—_——

e

T 0++ 'HT* <>Im+++kl+'+

LDL-C (mg/dL)/VLCD

WD (95% CI)

19.20 (6.87, 31.53)
230 (-7.94, 3.34)
17.50 (8.36, 26.64)
110 (-14.69, 12.49)
15.48 (-8.85, 39.81)
7.70 (367, 11.73)
6.20 (2.03, 10.37)
4.50 (-1.36, 10.36)
27.10 (10.17, 44.03)
6.50 (-12.80, 25.80)
9.00 (-18.25, 36.25)
0.60 (-13.10, 14.30)
7.52(3.34, 11.70)

23.20 (7.30, 39.10)
2.40 (-3.87, 8.67)
3.50 (-13.29, 20.29)
8.90 (-3.75, 21.55)
120 (-9.67, 7.27)
-11.00 (-21.94, -0.06)
660 (1.02, 12.18)
11.00 (0.50, 21.50)
4.47 (-0.97,9.90)

220 (-18.29, 13.89)
-13.80 (-30.01, 2.21)
-8.04 (-19.51, 3.42)

%
Weight

7.04
1365
972
6.22
254
15.54
15.38
13.39
4.56
373
208
6.15
100.00

774
17.53
719
1022
14.70
11.87
18.42
1234
100.00

50.05
4995
100.00

T
-80

50

Supplementary Figure 7. (Continued) (F) VLCD on LDL-C. WMD, weighted mean difference; Cl, confidence interval.
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()

SBP (mmHg)/mLCD
Study %
D WD (95% Cl) Weight
G~24weeks
Marris E, 2020 € 4+ -14.40 (-23.56, -5.24) 135
Foster GD, 2010 —_—y -0.40 (-2.96, 2.16) 7.65
Liu X, 2013 4 -4.60 {-10.50, 1.60) 263
Kreider RE, 2011 —_— 3.20 (038, 6.02) 707
Meckling KA, 2004 —_— 1.00 (-4.25, 6.25) 338
Guidbrand H, 2012 — e -1.00 (-5.64, 4.64) 3.04
de Luis DA, 2019 —r -0.60{-1.90, 0.70) 10,82
Daly ME, 2006 + -5.85(-13.62, 1.92) 1.81
Haufe 5, 2011 —_—t 2.10 (-2.24, 6.44) 4.40
Tay J, 2014 —_— -2.30(-7.01, 2.41) 3.95
Keogh JB, 2007 + 7.00 (-16.02, 2.02) 1.39
Soenen 5, 2012 —> 500 (213, 9.87) 508
de Luis DA, 2015(1) —_—— -0.50(-3.52, 2.52) 662
de Luis DA, 2016 — -0.40{-2.19, 1.39) 9.58
Jenkins DJA, 2014 —_— -1.00 {-6.25, 4.25) 3.38
Larsen RM, 2011 —_—— -3.00 (-6.00, 0.00) B.67
Gardner CO, 2007 —— -0.60{-2.71, 1.51) 8.75
Frigch S, 2009 —_—— -2.00 (-6.30, 2.30) 4.46
de Luis DA, 2015 —— -0.50{-2.92, 1.92) T7.98
Subtotal (l-squared = 51.7%, p = 0.005) <P -0.56 {-1.69, 0.56) 100.00
36~52weeks
de Luis DA, 2019 —— -0.30 (-1.60, 1.00) 12.07
Soenen 5, 2012 —%—> 500(213,9.87) 6.93
Foster GD, 2010 —_— 1 -1.50{-4.17,117) 924
Guidbrand H, 2012 ——  200(-322,7.22) 4.97
Keogh JB, 2007 + -15.00 (-22.23, 7.97) 315
Tay J, 2014 —_—— -1.30 {-6.04, 3.44) 5.59
de Luis DA, 2015 —_— 0.30(-215,275) 972
Larsen RM, 2011 —_— -4.20(-3.82, 0.42) 575
de Luis DA, 2015(1) —_— -1.00{-3.99, 1.99) 8.59
Frigch S, 2009 —— -4.00 (.02, 0.02) 66T
de Luis DA, 2016 —y— 0.10 (-1.81, 2.01) 10.88
Gardner CO, 2007 —_— -0.50(-3.34, 1.74) 9.53
Foraker RE, 2014 e . 220 (-1.67, 6.07) 6.92
Subtotal (l-squared = 56.7%, p = 0.000) > -0.68 {-2.15, 0.79) 100.00
=lyear
Tay J, 2014 ————— 120 (4.14 654) 18.00
Chen C-Y, 2020 —_—— -9.90{-13.78, -6.02) 20.68
Guidbrand H, 2012 —————— 200(-3.37,7.37) 17.95
Foster GD, 2010 —_— -0.10{-3.35, 3.18) 21.71
Shai I, 2008 —_— 0.40 (-2.90, 3.70) 21.67
Subtotal (l-squared = 82.3%, p = 0.000) _ -1.41(5.74, 2.92) 100.00
MOTE: Weights are from randem effects analysis
I I
-23 0 7.5

jomes

Supplementary Figure 8. Effects of carbohydrate-restricted diets on blood pressure in adults with overweight/obesity. (A) Moderately-low or low carbohydrate diet

(mLCD) on systolic blood pressure (SBP).
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B/

Study
lIn]

3~Zdwecks
Saenen 5, 2012
Kreider RE, 2011
Morriz E, 2020
Haufe 5, 2011
heckling KA, 2004
TayJ, 2014

Dawis hJ, 2008
Foster GD, 2010
Guldbrand H, 2012
Liu ¥, 2013

Keagh JB, 2007
de Luis DA, 2019
de Luis D&, 2015
de Luis D&, 2015(1)
Frizch 3, 2008
Gardner CO, 2007
Larsen RN, 2011
Jenkins DJA, 2014
de Luis D&, 2018
Subtotsl {l-sguared = 37.1%. p = 0.053)

Je~E2wesks
Soenen §, 2012

| ol]l||++1}%l+l*»l" |

b

Keagh JB, 2007
Foster GD, 2010
Tay J. 2014

de Luis D4, 2018
Guldbrand H, 2012
Davis NJ, 2000

de Luis DA, 2015
de Luis DA, 2015(1)
de Luis DA, 2018
Foraksr RE, 2014
Larsen RN, 2011
Frisch 5, 2008
Gardner GO, 2007
Subtots] [l-squared = 11.2%, p =0.331}

={year

Chen C-¥, 2020

Shail, 2008

Foster GD, 2010

Guldbrand H, 2012

Tay ) 2014

Subtotsl {l-sguared = 30.2%. p =0.000)

MWOTE: Weights arz from randam =ffzcts analysis

-

(\||1L|WL Lt

DBP (mmHg)/mLCD
Y
WMD (853 CI) Weight

250 {-1.80, B.60)
2.20 {0.54, 3.86)
-5.80 (-12.85, 1.05)
0.80{-2.59, 1.00)
-1.10(-8.83, B.73)
-1.80 {-4.56, 0.86)
100 {516, 2.36)
270 (4.4, -0.08)
-1.00 (-4 88, 2.68)
-2.70{6.40, 1.00)
3007141, 1.11)
0.30 {-1.41, 0.81)
1.60{-2.39,0.19)
1,50 (-3.41, 0.41)
0.00 {-2.38, 2.38)
0.00 {-1.53, 1.53)
0,60 {-2.28, 3.48)
0.00 {-3.90, 3.00)
060 {-2.03, 0.83)
060 {-1.38, 0.01)

1.50 {-1.45, 4.45)
8.0 (-15.78, 3.78)
1,10 {-2.04, 0.84)
0.00{-2.78. 2.76)
0,50 -1.41, 0.41)
200 {-1.82. 5.82)
.70 {-4.78, 3.38)
-2.00 (489, -0.81)
A0 {381, 0.11)
0.40{-1.87,1.07)
1.60 {-1.20, 4.40)
.50 {-5.00, 4.00)
-1.00 {-3.38, 1.36)
{160 {-2.45. 1.25)
0,66 (-1.28, -0.05)

740 (-10.51, -4.29)
0.0 {-2.18, 2.38)
270 (-4.78, -0.62)
1.00 {-2.87, 4.87)
0,80 {-2.49, 4.08)
A71(-453.1.12)

248
£.80
0.98
4.58
078
4.85
233
£19
3.00
285
247
11.74
Tar
T42
575
228
435
2.89
.83

100.00

4.1
0.39
£.80
454

245
27
8149
504
13.688
4.40
1.78
6.05
9.29

100.00

10.52

247
17.00
10.00

100.00

|
23

=]

Supplementary Figure 8. (Continued) (B) mLCD on diastolic blood pressure (DBP).
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(C)

SBP (mmHg)/VLCD

Study

D WMD (95% CI)
§~24weeks

Bazzano LA, 2014 — -0.70 (-2.94, 1.54)
Yancy WS, 2004 — -2.10 (-7.28, 3.08)
Gardner CD, 2007 —_— -3.40 (-5.82, -0.98)
Saslow LR, 2017 —T— 240(-254,7.34)
Igbal N, 2010 + -1.20 (-8.42, 6.02)
Brinkworth GD, 2009 —_— -1.40 (-5.96, 3.16)

Goldstein T, 2011 +
Ruth MR, 2013 +

Noakes M, 2006

Subtotal (l-squared = 23.5%, p = 0.235)

36~52weeks

Stern L, 2004
Bazzano LA, 2014
Tsai AG, 2005
Saslow LR, 2017
Gardner CD, 2007
Igbal N, 2010
Brinkworth GD, 2009

-6.00 (-17.20, 5.20)

%
Weight

2i1n
9.06
2542
9977
5.10
11.12
225

-11.30 (-20.34, -2.26) 3.37

-3.40 (-9.70, 2.90)
1.97 (-3.68, -0.25)

-6.00 (-11.80, -0.20)
1.10 (-2.14, 4.34)
-1.00 (-6.91, 4.91)

———+—> 4.90(-0.10, 9.90)

510 (-6.12, -2.08)

————> 6.00 (-4.51, 16.51)

0.80 (-4.44, 6.04)

Goldstein T, 2011 € +

Subtotal (l-squared = 64.3%, p = 0.007) ]
=1year
Igbal N, 2010 +

Noakes M, 2006
Subtotal (l-squared = 0.0%, p = 0.732)

—_—

_

NOTE: Weights are from random effects analysis

-0.63 (-3.83, 2.56)

£.70 (-16.29, 2.89)
8.70 (-14.97, -2.43)
-8.10 (-13.35, -2.85)

6.50
100.00

12.93
18.30
1273
14.53
18.75
6.96

14.04

# -9.00 (-29.76, 11.76) 215

100.00

29.96
70.04
100.00

-23 0 75
DBP (mmHg)/VLCD
Study %
v} WMD (95% CI) Weight
8~24weeks
Yancy WS, 2004 — -0.80(-3.71,2.11) 11.83
Bazzano LA, 2014 — -120(-2.79,039) 2713
Gardner CD, 2007 —T -1.50(-3.28,028) 23.83
Goldstein T, 2011 — T 0.70(599,7.39) 267
Saslow LR, 2017 — 0.30(-2.75,3.35) 1098
Igbal M, 2010 T—*+—> 350(-051,751) 6.89
Noakes M, 2006 e p— -1.70(-6.70,3.30) 461
Brinkworth GD, 2009 — 090 (-2.55,4.35) 892
Ruth MR, 2013 —_— -6.10 (-12.22, 0.02) 3.16
Subtotal (l-squared = 19.1%, p=0.273) <> -068 (-1.79, 0.44) 100.00
36~52weeks
Bazzano LA, 2014 — -0.70(-3.10,1.70) 2273
Stern L, 2004 — -1.00(-4.71,271) 13.76
Gardner CD, 2007 — -2.90(-5.20,-060) 23.63
Goldstein T, 2011 + -4.50(-15.03, 6.03) 2.38
Brinkworth GD, 2009 — Tt 160(-2.34,5.54) 12865
Igbal N, 2010 3.80(-1.75,0.35) 748
Saslow LR, 2017 -1 1.20(-1.89,429) 17.38
Subtotal (l-squared = 35.6%, p = 0.156) <> -0.39(-2.06, 1.28) 100.00
=1year
Noakes M, 2006 —_— -4.40 (-10.98, 2.18) 46.89
Igbal N, 2010 —%—— 050(-563,663) 53.11
Subtotal (l-squared = 12.4%, p = 0.285) _ = -1.80 (-6.59, 2.99) 100.00
NOTE: Weights are from random effects analysis
I I
-23 0 75

Supplementary Figure 8. (Continued) (C) Very-low carbohydrate diet (VLCD) on SBP. (D) VLCD on DBP. WMD, weighted mean difference; Cl, confidence interval.
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A

Fasting glucose (mg/dl) /mLCD

Study %
D WMD (95% CI} Weight
8~24weeks
Keogh JB, 2007 -1.00(-18.09, 16.00) 028
de Luis DA, 2019 -+ 0.00(-1.32, 1.32) 2355
Shail, 2008 * -12.60(-37.71,1251) 013
Worris E, 2020 + -39.60 (-64.45,-14.75) 0.13
Liu X, 2013 —T—4—> 35.00 (-6.06, 22.06) 0.4
Pema S, 2019 + -440(-23.31,1451) 023
Kreider RB, 2011 —y— -1.00(-5.06, 3.06) 4.52
Soenen S, 2012 — -0.90 (-5.48, 3.68) 363
Meckling KA, 2004 0.90 (-23.06, 24.86) 0.14
Haufe S, 2011 — -0.90 (-5.09, 3.29) 426
Tay J, 2014 —T——> 0.00(-822,2622) 028
de Luis DA, 2015{1) — -1.70 (-4.66, 1.26) 7.83
Gardner CD, 2007 -+ -1.50(-3.47, 0.47) 14.59
Frisch S, 2000 —— 0.30 (-3.10, 3.70) 6.20
de Luis DA, 2016 - 0.50 (-1.13, 2.13) 18.71
de Luis DA, 2015 -+ -0.20(-2.36, 1.96) 12.85
Brinkworth GD, 2004 -1 3.60 (-2.31, 9.51) 225
Subtotal (I-squared = 14.2%, p = 0.287) q -0.32(-1.23, 0.58) 100.00
36~52weeks
de Luis DA, 2019 + -1.00{-2.25, 0.25) 2334
Tay J, 2014 ———> 14.40 (0.50, 28.30) 0.58
Shail, 2008 + -21.10(-53.75,11.55) 0.1
Keogh JB, 2007 —— -7.40{-14.76, -0.04) 199
Soenen S, 2012 —— -450 (-9.04, 0.04) 478
de Luis DA, 2015{1) —— -3.60 {-6.55, -0.65) 9.50
Jenkins DJA, 2014 _— 0.00 (-4.52, 452) 4380
de Luis DA, 2016 -+ -1.60{-3.18, -0.02) 19.61
Brinkworth GD, 2004 —T 360 (-3.97, 11.17) 188
de Luis DA, 2015 —* -1.60{-3.70, 0.50) 1473
Gardner CD, 2007 — -0.90(-3.77, 1.97) 938
Frisch 5, 2009 —r -2.00{-5.11, 1.11) 8.80
Subtotal (I-squared = 29.4%, p = 0.157) ¢ -1.62 (-2.69, -0.55) 100.00
=1year
Tay J, 2014 ———————> 12,60 (-4.94, 30.14) 3711
Shail, 2008 + -10.90 (-46.85, 25.06)  21.09
Chen C-Y, 2020 —_—— -17.20(-29.93, -4.47) 41.80
Subtotal ({--squared = 72.6%, p = 0.028) — e AB1(-2675,17.12)  100.00
NOTE: Weights are from randem effects analysis

T T

-50

Fasting glucose (mg/dl) /VLCD

Study %
D WMD (95% CI) Weight
8~24weeks
Ruth MR, 2013 —_— 0.30 (-7.58, 8.18) 6.46
Bazzano LA, 2014 H— 230 (-0.26, 4.86) 2369
Gardner CD, 2007 —- -1.70 (-4.98, 1.58) 19.70
Jabekk PT, 2010 e e 0.00 (-5.35, 5.35) 11.50
Goday A, 2016 I a—— -10.80 (-22.92, 1.32) 3.06
Igbal N, 2010 + -2.20(-27.01,22.61) 0.78
Noakes M, 2006 - -3.60 (-7.45, 0.25) 16.95
Goldstein T, 2011 - -12.00 (-35.71, 11.71) 0.86
Brinkworth GD, 2009 J— 230 (-154 6.14) 17.00
Subtotal (I-squared = 38.1%, p = 0.115) <p 044 (-266,178)  100.00
36~52weeks
Goldstein T, 2011 — T 5.00(-9.36,19.36) 1.36
Igbal N, 2010 + -1.30 (-23.35, 20.75) 0.58
Brinkwaorth GD, 2009 -1 0.00 (-3.87, 3.87) 18.71
Bazzano LA, 2014 T 2.20(-0.94, 5.34) 28.36
Stern L, 2004 —_— 210 (-14.84,10.44) 178
Gardner CD, 2007 1 1.00 (-1.38, 3.38) 4922
Subtotal (l-squared = 0.0%, p = 0.928) > 1.14 (-0.53, 2.81) 100.00
=1year
Noakes M, 2006 o 0.10 (-4.35, 4.55) 95.91
Igbal N, 2010 * 2.50 (-24.57,28.57) 260
Cardillo S, 2006 — 22.00(-1367, 5767) 150
Subtotal (I-squared = 0.0%, p = 0.485) <> 0.49 (-3.87, 4.85) 100.00
NOTE: Weights are from random effects analysis
T T
-50 0 20

Supplementary Figure 9. Effects of carbohydrate-restricted diets on fasting glucose, glycosylated hemoglobin (HbATc), and fasting insulin levels in adults with over-
weight/obesity. (A) Moderately-low or low carbohydrate diet (mLCD) on fasting blood glucose. (B) Very-low carbohydrate diet (VLCD) on fasting blood glucose.
(Continued to the next page)
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(C)

HbA1¢(%) /mLCD
Study %
ID WMD (95% CI) Weight
8~24weeks
Guldbrand H, 2012 g -0.40 (-1.58,0.78) 2.32
Daly ME, 2006 —_— -0.40 (-0.81, 0.01) 10.87
Davis NJ, 2009 —_—— -0.10 (-0.49, 0.29) 11.57
Tay J, 2014 b 0.00 (-0.33,0.33) 13.46
Perna S, 2019 —_—— -0.40 (-0.69, -0.11) 14.80
Sato J, 2017 —_—— -0.70 (-1.10, -0.30) 11.32
Frisch S, 2009 * 0.00 (-0.06, 0.06) 21.88
Larsen RN, 2011 —_—r 0.00 (-0.32,0.32) 13.77
Subtotal (I-squared = 68.5%, p = 0.002) <> -0.20 (-0.39, -0.01) 100.00
36~52weeks
Tay J, 2014 —r— 0.10 (-0.19,0.39) 3.14
Davis NJ, 2009 —_—— -0.20 (-0.66, 0.26) 1.31
Guldbrand H, 2012 + -0.30 (-1.52,0.92) 0.18
Frisch S, 2009 * 0.00 (-0.06, 0.06) 88.63
Larsen RN, 2011 —_— -0.10 (-0.61, 0.41) 1.03
Jenkins DJA, 2014 —r -0.10 (-0.32, 0.12) 5.70
Subtotal (I-squared =0.0%, p = 0.806) { -0.01 (-0.06, 0.05) 100.00
>1year
Chen C-Y, 2020 —_—— -0.60 (-0.93, -0.27) 33.43
Shai |, 2008 g -0.50 (-1.39, 0.39) 18.81
Tay J, 2014 - 0.20 (-0.10, 0.50) 34.26
Guldbrand H, 2012 + -0.20 (-1.39, 0.99) 13.50
Subtotal (l-squared = 76.8%, p = 0.005) C> -0.25 (-0.80, 0.29) 100.00
NOTE: Weights are from random effects analysis
T T
-3 0 1
HbA1c(%) /VLCD
Study %
ID WMD (95% CI) Weight
8~24weeks
Goday A, 2016 —_— -0.50(-082,-0.18) 1888
Igbal N, 2010 —_— -0.40 (-0.96, 0.16) 11.08
Ruth MR, 2013 - 0.00 (-0.11, 0.11) 27.56
Goldstein T, 2011 + -0.60(-1.56,0.36) 4.93
Dyson PA, 2007 —_— -0.10 (-0.45, 0.25) 17.68
Saslow LR, 2017 —_—— -0.40 (-0.70,-0.10) 19.86
Subtotal (I-squared =67.7%, p = 0.009) <> -0.27 (-0.50,-0.03) 100.00
36~-52weeks
Igbal N, 2010 —_—T 0.20 (-0.36, 0.76) 2219
Tsai AG, 2005 —_— -0.60(-1.06,-0.14) 27.86
Saslow LR, 2017 — -0.30 (-0.61,0.01)  40.10
Goldstein T, 2011 0.00 (-0.95, 0.95) 9385
Subtotal (I-squared = 40.9%, p = 0.166) <>> -0.24 (-0.57, 0.08) 100.00
>1year
Igbal N, 2010 —t+——— 0.10(-061,0.381) 100.00
Subtotal (l-squared = %, p =) -"-'—":_:::‘—7- 0.10 (-0.61, 0.81) 100.00
NOTE: Weights are from random effects analysis
T

-3

Supplementary Figure 9. (Continued) (C) mLCD on HbA1c. (D) VLCD on HbATc level.
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(E)

Fasting insulin (uU/mL)/mLCD

Study %
D WMD (95% Cl) Weight
8~24weeks
Tay J, 2014 — -1.20 (-3.62, 1.22) 5.96
Keogh JB, 2007 * -6.10 (-17.84, 564) 0.43
de Luis DA, 2019 - -0.30 (-1.03, 0.43) 12.32
Haufe S, 2011 — -0.80 (-2.20, 0.60) 957
Soenen S, 2012 — -1.00 (-2.75, 0.75) 818
Kreider RB, 2011 — -1.20 (-3.01, 0.61) 7.95
Meckling KA, 2004 _—— -6.10 (-11.04, -1.16) 2.13
Morris E, 2020 — -4.20 (-6.56,-1.84) 6.13
Gardner CD, 2007 — -0.50 (-1.80, 0.80) 10.00
de Luis DA, 2015(1) — -1.10 (-2.46, 0.26) 9.77
de Luis DA, 2016 —— -1.80 (-2.85,-0.75) 11.08
Brinkworth GD, 2004 —_—— 4.00(1.68,6.32) 6.26
de Luis DA, 2015 —+- -0.60 (-1.85, 0.65) 10.23
Subtotal (l-squared = 66.5%, p = 0.000) < -0.94 (-1.73,-0.16)  100.00
56~52weeks
Tay J, 2014 —— -0.90 (-3.35, 1.55) 8.08
Soenen S, 2012 —— -1.70 (-3.48, 0.08) 11.36
Keogh JB, 2007 —_—— 300 (-741,141) 341
de Luis DA, 2019 - -0.30 (-1.04, 0.44) 18.17
de Luis DA, 2016 — -130(-2.32,-028) 1633
de Luis DA, 2015 —— -1.50 (-2.73,-027) 14.88
Gardner CD, 2007 1T 1.20 (-1.19, 3.59) 8.34
Jenkins DJA, 2014 + -3.10 (-16.25, 10.05) 0.45
Brinkworth GD, 2004 —_— 4.90 (1.62, 8.18) 544
de Luis DA, 2015(1) —— -2.00 (-3.43,-057) 1354
Subtotal (l-squared = 60.8%, p = 0.006) < -0.78 (-1.67, 0.11) 100.00
->1 year
Shai |, 2008 * -0.70(-3.80,2.40)  42.88
Tay J, 2014 —_— -0.80 (-3.49, 1.89) 57.12
Subtotal (l-squared = 0.0%, p = 0.962) . -0.76 (-2.79, 1.27) 100.00
NOTE: Weights are from random effects analysis
I T
-18 4] 10
G Fasting insulin (uU/mL)YVLCD
Study %
D WMD (95% CI) Weight
8~24weeks
Saslow LR, 2017 —— -2.80 (-5.84, 0.24) 13.62
Noakes M, 2006 s a— -6.90 (-11.24, -2.56) 8.71
Gardner CD, 2007 —r -0.80 (-2.09,0.49) 2457
Brinkworth GD, 2009 -1 0.50 (-1.03, 2.03) 2294
Bazzano LA, 2014 — -0.10 (-2.05, 1.85)  20.04
Ruth MR, 2013 e -2.80(-6.69,109) 10.12
Subtotal (I-squared = 63.0%, p = 0.019) < -1.37(-2.89,0.15)  100.00
36~52weeks
Stern L, 2004 + -3.80 (-11.96,4.36) 249
Saslow LR, 2017 —_—— -0.80 (-366,2.08) 14.48
Brinkworth GD, 2009 -+ 020(-1.01,1.41) 3258
Bazzano LA, 2014 - 1.50 (-0.80, 3.80) 19.01
Gardner CD, 2007 —— -1.70 (-2.99,-041) 3143
Subtotal (l-squared = 51.2%, p = 0.085) <:> -0.39 (-1.72, 0.93) 100.00
>1year
Noakes M, 2006 —_—— -160(-4.13,0.93) 96.56
Cardillo S, 2006 0.00(-13.38, 13.38) 3.44
Subtotal (l-squared = 0.0%, p = 0.818) ‘C=‘ -1.54 (-4.03, 0.94) 100.00
NOTE: Weights are from random effects analysis
T T
-18 0 10
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Supplementary Figure 9. (Continued) (E) mLCD on fasting insulin. (F) VLCD on fasting insulin. WMD, weighted mean difference; Cl, confidence interval.
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A

Study
ID

8~24weeks

Shai |, 2008

Haufe S, 2011

de Luis DA, 2019
de Luis DA, 2015(1)
Frisch S, 2009

de Luis DA, 2016

de Luis DA, 2007 € *
de Luis DA, 2015
Subtotal (I-squared = 0.0%, p = 0.906)

36~52weeks

de Luis DA, 2019

de Luis DA, 2015(1)

de Luis DA, 2015

de Luis DA, 2016

Frisch S, 2009

Subtotal (I-squared = 0.0%, p = 0.818)

>1year
Shai |, 2008
Subtotal (I-squared =.%, p =.)

NOTE: Weights are from random effects analysis

WMD (95% Cl)

0.30 (-0.39, 0.99)
0.50 (-0.06, 1.06)
0.70 (-0.00, 1.40)
0.70 (-0.69, 2.09)
0.10 (-0.85, 0.85)
0.80 (-0.21, 1.81)
-2.30 (-12.07, 7.47)
-0.10 (-1.93, 1.73)
0.45 (0.15, 0.76)

1.00 (0.22, 1.78)
0.70 (-0.62, 2.02)
0.50 (-1.36, 2.36)
1.00 (-0.04, 2.04)
0.40 (-0.33, 1.13)
0.73 (0.29, 1.16)

0.50 (-0.33, 1.33)
0.50 (-0.33, 1.33)

Adiponectin (ug/mL) /mLCD

%
Weight

19.16
29.00
18.68
4.82
16.32
9.15
0.10
277
100.00

30.97
10.89
5.50
17.42
35.21
100.00

100.00
100.00

I
-6

Study
ID

8~24weeks

Ruth MR, 2013

Bazzano LA, 2014

Subtotal (I-squared =0.0%, p = 0.519)

36~52weeks

Brinkworth GD, 2009
Bazzano LA, 2014
Subtotal (I-squared = 66.1%, p = 0.086)

>1year
Cardillo S, 2006

Bazzano LA, 2014
Subtotal (I-squared = 0.0%, p = 1.000)

NOTE: Weights are from random effects analysis

Adiponectin (ug/mL) /VLCD

WMD (95% Cl)

0.60 (-0.04, 1.24)
0.90 (0.26, 1.54)
0.75 (0.29, 1.21)

-1.80 (-5.21, 1.61)
1.30 (0.33, 2.27)
0.20 (.71, 3.11)

1.30 (-4.90, 7.50)
1.30 (0.33, 2.27)
1.30 (0.34, 2.26)

%
Weight

50.06
49.94
100.00

35.56
64.44
100.00

2.37
97.63
100.00

Supplementary Figure 10. Effects of carbohydrate-restricted diets on serum adiponectin and C-reactive protein (CRP) levels in adults with overweight/obesity.
(A) Moderately-low or low carbohydrate diet (mLCD) on adiponectin. (B) Very-low carbohydrate diet (VLCD) on adiponectin.
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(C)

CRP (mg/L)/mLCD
Study %
ID WMD (95% Cl) Weight
8~24weeks
de Luis DA, 2019 - -0.30 (-0.75, 0.15) 16.28
Haufe S, 2011 > 0.20 (-0.29, 0.69) 15.47
Guldbrand H, 2012 — -0.60 (-2.25, 1.05) 3.45
Shai [, 2008 -.r -0.50 (-1.36, 0.36) 9.14
Tay J, 2014 - 0.00 (-0.69, 0.69) 11.59
Forsythe CE, 2008 * 0.00 (-0.25, 0.25) 20.53
Brinkworth GD, 2004 — -0.40 (-2.14, 1.34) 3.15
de Luis DA, 2016 - -1.69 (-2.53,-0.85) 9.39
de Luis DA, 2015 - -0.50 (-1.43, 0.43) 8.30
de Luis DA, 2015(1) * -3.91 (-12.28,4.46) 0.16
de Luis DA, 2007 —_— -1.40 (-3.37, 0.57) 2.54
Subtotal (I-squared = 52.0%, p = 0.022) Q -0.34 (-0.67,-0.01)  100.00
36~52weeks
de Luis DA, 2019 < -0.10 (-0.54, 0.34) 26.27
Tay J, 2014 - 0.30 (-0.71, 1.31) 23.03
de Luis DA, 2015(1) + -17.50 (-25.15, -9.85) 2.42
de Luis DA, 2015 - 0.30 (-0.60, 1.20) 23.78
de Luis DA, 2016 - -1.70 (-2.48,-0.92) 24.51
Subtotal (I-squared = 88.7%, p = 0.000) <> -0.73 (-1.97, 0.52) 100.00
>1year
Shai [, 2008 — -0.80 (-1.74, 0.14) 37.60
Tay J, 2014 - 0.20 (-0.57, 0.97) 47.73
Brinkworth GD, 2004 — -0.70 (-2.44, 1.04) 14.66
Subtotal (I-squared = 30.8%, p = 0.236) <> -0.31 (-1.03, 0.41) 100.00
NOTE: Weights are from random effects analysis
T
27 0
CRP (mg/L)/VLCD
Study %
ID WMD (95% Cl) Weight
8~24weeks
Brinkworth GD, 2009 —_— 0.10 (-0.61, 0.81) 37.09
Bazzano LA, 2014 —_— -1.20 (-2.25, -0.15) 27.13
Ruth MR, 2013 _— -1.50 (-2.91, -0.09) 19.38
Saslow LR, 2017 —_— -0.50 (-2.27, 1.27) 14.18
Noakes M, 2006 * 0.90 (-4.20, 6.00) 222
Subtotal (I-squared = 40.2%, p = 0.153) <> -0.63 (-1.41,0.15)  100.00
36~52weeks
Bazzano LA, 2014 —_— -1.60 (-3.00, -0.20) 30.35
Brinkworth GD, 2009 —r— 0.20 (-0.51, 0.91) 45.71
Saslow LR, 2017 —é—  -0.20(-1.97, 1.57) 23.94
Subtotal (I-squared = 60.2%, p = 0.081) <:> -0.44 (-1.59,0.70)  100.00
>1year
Cardillo S, 2006 ag -1.00 (-3.75, 1.75) 58.91
Noakes M, 2006 + -2.00 (-5.29, 1.29) 41.09
Subtotal (I-squared = 0.0%, p = 0.647) <_>> -1.41(-3.52,0.70)  100.00
NOTE: Weights are from random effects analysis
T
-10 0

Supplementary Figure 10. (Continued) (C) mLCD on C-reactive protein (CRP). (D) VLCD on CRP
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A

Fat free mass (kg)/mLCD
Study %
ID WMD (95% Cl)  Weight
8~24weeks
Soenen S, 2012 —_—— -0.45 (-3.35, 2.45) 1.16
Perna S, 2019 —_— -0.30 (-2.68, 2.08) 1.71
Tay J, 2014 —— 0.20 (-0.56, 0.96) 17.04
Meckling KA, 2004 + -0.90 (-7.47,5.67) 0.23
Liu X, 2013 — -0.40 (-1.08, 0.28) 21.07
Foster GD, 2010 —.r -0.30 (-0.88, 0.28) 28.86
Kreider RB, 2011 —_—— -0.40 (-1.73, 0.93) 5.47
Brinkworth GD, 2004 * > 1.00 (-5.09, 7.09) 0.26
Frisch S, 2009 - 0.00 (-0.64, 0.64) 23.72
de Luis DA, 2007 * -1.30 (-5.75, 3.15) 0.49
Subtotal (l-squared = 0.0%, p = 0.983) $ -0.17 (-0.49, 0.14) 100.00
36~52weeks
Aronica L, 2021 — -0.50 (-1.31, 0.31) 20.55
Soenen S, 2012 —_—— -0.45 (-3.35, 2.45) 1.60
Tay J, 2014 — -0.20 (-0.97, 0.57) 22.49
Foster GD, 2010 —r -0.30 (-0.90, 0.30) 36.80
Frisch S, 2009 — -0.20 (-1.06, 0.66) 18.21
Brinkworth GD, 2004 * 0.30 (-5.88, 6.48) 0.35
Subtotal (I-squared = 0.0%, p = 0.995) < -0.30 (-0.67, 0.07) 100.00
>1year
Tay J, 2014 — -0.20 (-1.04, 0.64) 47.87
Foster GD, 2010 —er -0.30 (-1.11, 0.51) 52.13
Subtotal (I-squared = 0.0%, p = 0.867) <> -0.25 (-0.83, 0.33) 100.00
NOTE: Weights are from random effects analysis
T T
-10 0 7

Study

8~24weeks
Yancy WS, 2004
Jabekk PT, 2010
Ruth MR, 2013

Subtotal (I-squared = 0.0%, p = 0.839)

36~52weeks
Brinkworth GD, 2009

Subtotal (I-squared =.%,p=".)

<

<:>—

NOTE: Weights are from random effects analysis

Fat free mass (kg)/VLCD

WMD (95% Cl)

-0.90 (-1.76, -0.04)
-1.50 (-4.35, 1.35)
-1.30 (-2.61, 0.01)

-1.05 (-1.75, -0.35)

-0.90 (-5.32, 3.52)

-0.90 (-5.32, 3.52)

%

Weight

65.45
6.02
28.53

100.00

100.00

100.00

Supplementary Figure 11. Effects of carbohydrate-restricted diets on fat free mass in adults with overweight/obesity. (A) Moderately-low or low carbohydrate

5.5

diet (mLCD). (B) Very-low carbohydrate diet (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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o Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Evenis  Total Evenis Total Weight M-H. Random, 95% CI M-H. Random, 95% CI
2171 4~12week
Goday A, 2016 g 45 o 44  32.8% 18.59[1.11,300.95) L -
Bazzano LA, 2014 4 75 2 73 B1.2% 1.95 [0.37, 10.30] ——
Subtotal (95% CI) 120 117 100.0% 4.67 [0.45, 48.10]
Total events 13 2
Heterogeneity: Tau®=1.59, Chi®*=214,df=1 (F=014), *F=53%
Testfor overall effect: Z=1.30 (P = 0.20)
217.2 16~24week
Goday A, 2016 3 45 1] 44 80.5% 6.85 [0.36, 128.83] =
Bazzano LA, 2014 0 75 2 T3 495% 018 [0.01, 3.99)] M
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Hetarogeneity Tau®= 4.04; Chi®= 2.75, df= 1 (P=010); I*= G4%
Test for overall effect: Z= 008 (P =0.93)
2.17.3 52week
Bazzano LA, 2014 o 75 3 73 100.0% 014 [0.01, 2.65] .
Subtotal (95% Cl) 75 73 100.0% 0.14 [0.01, 2.65] r—
Total events ] 3
Heterogeneity: Mot applicable
Test far overall effect: Z=1.31 (P =019)
217.4 2year
Bazzano LA, 2014 0 758 3 73 100.0% 014 (001, 2.65] .
Subtotal (95% CI) 75 73 100.0% 0.14 [0.01, 2.65] e
Total events 0 3
Heterogeneity: Mot applicable
Test for overall effect: Z=1.21 (P=019)
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Supplementary Figure 12. Adverse events reported regarding carbohydrate-restricted diets in adults with overweight/obesity. (A) Nausea. (B) Vomiting.
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Experimental Control Risk Ratio Risk Ratio

r T T -H om, 95% CI M-H, Random, 95% CI
2.19.1 4-12week
Goday A, 2016 9 45 1 44 46.3% 8.20 [1.16, 66.59] . E—
Bazzano LA, 2014 ] 75 18 73 837% 0.32[0.14, 0.77] —.;—
Subtotal (95% CI) 120 117 100.0% 1.50 [0.05, 43.25] e —
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Heterogeneity: Tau®= 529, Chi*= 939 df=1 (P =0.002); F= 89%
Testfor overall effect: Z=0.23 (F=0.81)
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Goday A, 2016 2 45 [u] 44 19.9% 4.89[0.24, 99.08]
Bazzano LA, 2014 12 75 16 73 80.1% 0.73[0.37,1.43] —-
Subtotal (95% CI) 120 117 100.0% 1.07 [0.24, 4.82] ——
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Heterogeneity: Tau®= 062, Chi*=1.50, df=1 (P=10.22), "= 33%
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Test for overall effect: Z= 218 (P = 0.03)
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Total events 11 22
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Testfor subaroun differences: ChiF=132. df=3 (P=072). F=0%

Zz

B S

0.0

1 0.1

Favours [experimental]

10 100

Favours [control]

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.17.1 4-12week
Goday A, 2016 ] 45 1] 44 383% 1359 [1.11, 309.95] L +
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Test for overall effect Z=1.30(F=0.20)
2.17.2 16~-24week
Goday A, 2016 3 45 0 44  50.5% 6,85 [0.36,128.83] =
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Test for overall effect Z=0.09 (F=0.93)
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Heterogeneity: Mot applicahle
Testfor overall effect: Z=1.31 (P=019)
217.4 2year
Bazzano LA, 2014 0 75 3 73 100.0% 0.14[0.071, 2.65] I
Subtotal (95% CI) 75 73 100.0% 0.14 [0.01, 2.65] —
Total events 0 3
Heterogeneity. Mot applicahle
Test for overall effect Z=1.31 (P=0.19)
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Supplementary Figure 12. (Continued) (C) Headache. (D) Constipation. M-H, Mantel-Haenszel; Cl, confidence interval.
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Supplementary Figure 13. Risk of bias assessment in studies evaluating the effects of intermittent fasting in adults with overweight/obesity.
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A

Study
ID

12~24weeks

Bowen J, 2018

Barnosky A, 2017 ——

Carter S, 2016-2018

Kunduraci YE, 2020

Panizza CE, 2019

Phillips NE, 2021
Razavi R, 2021

Varady KA, 2013
Subtotal (I-squared = 73.4%, p = 0.000)<:>

—_——

e

52weeks

Carter S, 2016-2018 —_—
Subtotal (I-squared =.%, p=.) C>

NOTE: Weights are from random effects analysis

BW (kg)

%

WMD (95% Cl)  Weight

2,50 (-1.99, 6.99) 11.60
1.00 (0.35, 1.65) 20.89
-1.00 (-6.94, 4.94) 8.67
2.46 (-7.62,2.70) 10.13
0.70 (-6.71,5.31) 8.53
0.50 (-7.17,6.17) 7.50
-3.13(-5.90, -0.36)16.16
-4.70 (-7.34, -2.06)16 52
-1.22 (-3.49, 1.05) 100.00

-1.80 (-4.09, 0.49) 100.00
-1.80 (-4.09, 0.49) 100.00

T
-7.62 0

Study

12~24weeks

Bowen J, 2018

Kunduraci YE, 2020

Panizza CE, 2019

Phillips NE, 2021

Razavi R, 2021 —_——

Subtotal (I-squared = 0.0%, p = 0.509) <>>

NOTE: Weights are from random effects analysis

T
7.62

BMI (kg/m?)

WMD (95% Cl)

0.60 (-0.84, 2.04)
-0.93 (-2.66, 0.80)
-1.00 (-2.29, 0.29)
-0.20 (-2.06, 1.66)
-0.71 (-1.86, 0.44)

-0.49 (-1.13, 0.14)

%

Weight

19.70
13.65
24.48
11.69
30.48

100.00

T
-2.66 0

Study

12~24weeks

Panizza CE, 2019

T
2.66

WC (cm)

WMD (95% Cl)

%

Weight

-2.50 (-5.94, 0.94) 39.06

Phillips NE, 2021

Razavi R, 2021
Subtotal (I-squared = 0.0%, p = 0.569) <>>

NOTE: Weights are from random effects analysis

0.60 (-4.57, 5.77)

17.25

-2.46 (-5.71,0.79) 43.68

-1.95 (-4.09, 0.20) 100.00

T
-5.94 0

T
5.94

Supplementary Figure 14. Effects of intermittent fasting on (A) body weight (BW), (B) body mass index (BMI), (C) waist circumference (WC).
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0 Fat free mass (kg)
Study %
D WMD (95% CI)  Weight
12~24weeks
Bowen J, 2018 —_— 0.50 (-1.72,2.72) 5.41
Barnosky A, 2017 —_— 0.60 (-1.00, 2.20) 10.40
Carter S, 2016-2018 —_— -1.10 (-2.22, 0.02) 21.11
Kunduraci YE, 2020 -1.04 (-4.65, 2.57) 2.04
Panizza CE, 2019 -1.00 (-4.86, 2.86) 1.78
Phillips NE, 2021 —_— -0.10 (-0.85, 0.65) 46.74
Razavi R, 2021 -0.10(-3.00, 2.80) 3.16
Varady KA, 2013 —_— -1.30 (-2.99, 0.39) 9.36
Subtotal (l-squared = 0.0%, p=0593) <P -0.35 (-0.87, 0.16) 100.00
52weeks
Barnosky A, 2017 —_— 0.50 (-1.20, 2.20) 27.38
Carter S, 2016-2018 —_— -0.50 (-1.54, 0.54) 72.62
Subtotal (I-squared = 0.0%, p = 0.326) <[> -0.23 (-1.12, 0.66) 100.00
NOTE: Weights are from random effects analys|s

T T
-4.86 0 4.86

G Fat mass (kg)
Study %
D WMD (95% Cl)  Weight
12~24weeks
Bowen J, 2018 1.90(-1.21,5.01) 945
Barnosky A, 2017 —_—r 0.90(-1.30,3.10) 13.08
Carter S, 2016-2018 —_—T 0.20(-1.46,1.86) 15.66
Kunduraci YE, 2020 -1.43 (-4.92,2.06) 826
Panizza CE, 2019 —_— -1.80 (-4.16,0.56) 12.36
Phillips NE, 2021 —_—t— 0.40(-1.13,1.93) 16.29
Razavi R, 2021 -2.20 (-5.34,0.94) 9.36
Varady KA, 2013 —_— -3.30 (-4.99, -1.61) 15.54
Subtotal (I-squared = 62.8%, p = 0.009) C> -0.67 (-1.95,0.62) 100.00
52weeks
Barnosky A, 2017 —_— 0.00 (-2.40,2.40) 36.28
Carter S, 2016-2018 —_— -1.30(-3.11,0.51) 63.72
Subtotal (I-squared = 0.0%, p=0.397) <<= -0.83(-2.27,0.62) 100.00
NOTE: Weights are from random effects analysis

T

T
-5.34 0 5.34

G Fat mass (%)
Study %
ID WMD (95% CI) Weight
12~24weeks
Panizza CE, 2019 -1.20 (-3.78, 1.388.41
Phillips NE, 2021 —_— 0.40 (-0.60, 1.40)56.36
Carter S, 2016 ——— 0.40(-0.86, 1.66)35.23
Subtotal (I-squared =0.0%, p = 0.509) <:> 0.27 (-0.48, 1.01)100.00
NOTE: Weights are from random effects analysis

T T

Supplementary Figure 14. (Continued) (D) fat free mass, (E) fat mass, and (F) fat mass percentage in adults with overweight/obesity. WMD, weighted mean
difference; Cl, confidence interval.
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A

Study

12~24weeks
Bowen J, 2018

Barnosky A, 2017 —_—

Kunduraci YE, 2020

Panizza CE, 2019

Phillips NE, 2021 —_—T

Varady KA, 2013 _—

Subtotal (I-squared = 54.7%, p = 0.051) T

52weeks

Barnosky A, 2017 e e

Subtotal (I-squared = .%, p =.) C>

NOTE: Weights are from random effects analysis

TG (mg/dL)

%
ES (95% CI) Weight

17.71(3.50, 31.93)  27.31
-10.50 (-26.70, 5.70) 25.57
-1.84 (-57.61, 53.93) 6.37
-2.80 (-57.99, 52.39) 6.48
4.40 (-17.39, 26.19) 20.88
-32.00 (-65.51, 1.51) 13.38
-1.51 (-17.06, 14.04) 100.00

-9.90 (-28.30, 8.50)  100.00
-9.90 (-28.30, 8.50) 100.00

-65.5 0

Study

12~24weeks
Bowen J, 2018 —_—

Barnosky A, 2017

Kunduraci YE, 2020 —_—T
Panizza CE, 2019 —_—

Phillips NE, 2021 —_—

Varady KA, 2013

Subtotal (I-squared = 55.6%, p = 0.047) <>

HDL-C (mg/dL)

%
WMD (95% Cl) Weight

-3.87 (6.52,-1.21) 26.35
6.20 (0.10, 12.30)  14.40
0.91(-3.35,5.17)  20.18
-1.30 (-6.35,3.75)  17.49
1.24 (-457,7.06) 15.18
-3.00 (-13.98,7.98) 6.39
017 (-327,2.92)  100.00

52weeks
Barnosky A, 2017 —_— 1.00 (-5.90, 7.90) 100.00
Subtotal (I-squared = %, p =) _ 1.00 (-5.90,7.90)  100.00
NOTE: Weights are from random effects analysis
T T
-14 0 14
LDL-C (mg/dL)
Study %
ID WMD (95% Cl) Weight
12~24weeks
Bowen J, 2018 _— 0.00 (-7.79, 7.79) 38.54
Barnosky A, 2017 —_— 2.50 (-6.00, 11.00)  32.33

Kunduraci YE, 2020 R

Panizza CE, 2019

Varady KA, 2013

Subtotal (I-squared = 0.0%, p = 0.818) <>

52weeks
Barnosky A, 2017

Subtotal (I-squared =.%, p=".)

NOTE: Weights are from random effects analysis

-1.03 (-12.74, 10.68) 17.03
-4.50 (-24.15, 15.15) 6.05
-10.00 (-29.66, 9.66) 6.04
-0.24 (-5.08,4.59)  100.00

11.50 (1.90, 21.10) ~ 100.00
11.50 (1.90, 21.10) ~ 100.00

T
-29.7 0

T
29.7

Supplementary Figure 15. Effect of Intermittent fasting on (A) triglyceride (TG; mg/dL), (B) high-density lipoprotein cholesterol (HDL-C; mg/dL), (C) low-density

lipoprotein cholesterol (LDL-C; mg/dL).
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Q HbA1c (%)
Study %
D WMD (95% Cl) Weight
12~24weeks
Kunduraci YE, 2020 -0.01(-0.57,0.55) 7.28
Phillips NE, 2021 —_— 0.12 (-0.05,0.29) ~ 81.09
Carter S, 2016-2018 0.10 (-0.35,0.55)  11.63
Subtotal (I-squared = 0.0%, p = 0.910) <<> 0.11(-0.04,0.26)  100.00
52weeks
Carter S, 2016-2018 0.20(-0.22,0.62)  100.00
Subtotal (-squared = %, p =) <©— 0.20(022,062)  100.00
NOTE: Weights are from random effects analysis
T T
-619 0 619
G fasting glucose (mg/dl)
Study %
D WMD (95% Cl) Weight
12~24weeks
Bowen J, 2018 — 1.80(-0.47,4.07) 41.39
Barnosky A, 2017 —_— -1.40 (-8.00, 5.20) 17.54
Kunduraci YE, 2020 -2.35(-17.28, 12.58) 4.75
Panizza CE, 2019 0.30(-8.67,9.27) 11.29
Phillips NE, 2021 —_— -5.23 (-10.08, -0.37) 25.03
Subtotal (l-squared = 43.0%, p = 0.135) <:> -0.89 (-4.30, 2.53)  100.00
52weeks
Barnosky A, 2017 — 5.70 (-1.59, 12.99) 100.00
Subtotal (I-squared = %, p = .) - 570 (-1.59, 12.99) 100.00
NOTE: Weights are from random effects analysis
T T
-17.3 0 17.3
E Fasting insulin (uU/mL)
Study %
ID WMD (95% Cl)  Weight
12~24weeks
Bowen J, 2018 —_— 0.09 (-1.85, 2.03) 65.56
Barnosky A, 2017 -0.40 (-9.10, 8.30)3.25
Kunduraci YE, 2020 0.16 (-4.45,4.77) 11.59
Panizza CE, 2019 —_— -2.50 (-6.04, 1.04)19.60
Subtotal (I-squared = 0.0%, p = 0.648) <:> -0.43 (-1.99, 1.14)100.00

52weeks

Barnosky A, 2017 -1.30 (-6.90, 4.30)100.00

<>

NOTE: Weights are from random effects analysis

Subtotal (I-squared =.%, p=.) -1.30 (-6.90, 4.30)100.00

Supplementary Figure 15. (Continued) (D) glycosylated hemoglobin (HbA1c; %), (E) fasting glucose (mg/dL), (F) fasting insulin (uU/mL).
(Continued to the next page)
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@ HOMA-IR

Study %

ID WMD (95% CI)  Weight
12~24weeks

Barnosky A, 2017 0.07 (-2.19, 2.33) 31.40
Kunduraci YE, 2020 -0.35 (-1.88, 1.18)68.60

Subtotal (I-squared = 0.0%, p = 0.763) <> -0.22 (-1.48, 1.05)100.00

52weeks

Barnosky A, 2017 0.02 (-1.78, 1.82) 100.00
Subtotal (I-squared =%, p = .) <> 0.02 (-1.78, 1.82) 100.00

NOTE: Weights are from random effects analysis

T
-2.33 0 233

0 Systolic blood pressure (mm Hg)
Study %
D WMD (95% Cl) Weight
12~24weeks
Bowen J, 2018 —_—r— 1.20 (-1.90,4.30) 24.43
Barnosky A, 2017 —_— 0.80 (-7.10, 8.70) 11.97
Kunduraci YE, 2020 —_— 5.65(0.47,10.83) 1824
Panizza CE, 2019 —_— -3.20(-8.74,2.34) 17.25
Phillips NE, 2021 — 5.40 (-0.31, 11.11)  16.80
Varady KA, 2013 -8.00 (-16.27,0.27) 11.32
Subtotal (l-squared = 58.7%, p = 0.034) <:> 0.87 (-2.65,4.39)  100.00
52weeks
Barnosky A, 2017 —_— -1.10(-9.50, 7.30)  100.00

Subtotal (I-squared = .%, p =) <:> -1.10 (-9.50, 7.30)  100.00

NOTE: Weights are from random effects analysis

-16.3 0 16.3
o Diastolic blood pressure (mm Hg)
Study %
D WMD (95% Cl) Weight
12~24weeks
Bowen J, 2018 — -0.50 (-2.81,1.81)  23.99
Barnosky A, 2017 _— -0.30 (-5.90, 5.30)  13.03
Kunduraci YE, 2020 _— 3.46(0.40,652) 2123
Panizza CE, 2019 —_— -3.30 (-7.07,0.47) 1865
Phillips NE, 2021 —— 340 (-1.44,824) 1514
Varady KA, 2013 e -8.00 (-16.22,0.22) 7.96
Subtotal (I-squared = 63.1%, p = 0.019) <> -0.16 (-2.89,2.56)  100.00
52weeks
Barnosky A, 2017 _— -3.00 (-9.00, 3.00)  100.00
Subtotal (I-squared =.%, p =) <:> -3.00 (-9.00, 3.00)  100.00
NOTE Weights are from random effects analysis
T

T
-16.2 0 16.2

Supplementary Figure 15. (Continued) (G) homeostatic model assessment for insulin resistance (HOMA-IR), (H) systolic blood pressure (SBP; mmHg), and (1) dia-
stolic blood pressure (DBP; mmHgy) in adults with overweight/obesity. ES, effect size; Cl, confidence interval, WMD, weighted mean difference.
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Supplementary Figure 16. Risk of bias assessment in studies evaluating the effects of carbohydrate-restricted diets in adults with diabetes.
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HbA1¢(%) /mLCD(Asian)

Study %
ID WMD (95% Cl) Weight
8~24weeks
Sato J, 2017 —_— -0.70 (-1.10, -0.30) 15.37
Wang L-L, 2018 —_— T -0.30 (-0.84,0.24) 9.74
Kimura M, 2018 —r -0.10 (-0.31,0.11) 29.66
Liu K, 2018 -~ -0.20 (-0.27,-0.13) 45.22
Subtotal (I-squared = 57.6%, p = 0.069) O -0.26 (-0.44, -0.07) 100.00
>1year
Chen C-Y, 2020 —_— -0.60 (-0.93, -0.27) 100.00
Subtotal (I-squared = .%, p = .) <> -0.60 (-0.93, -0.27) 100.00
NOTE: Weights are from random effects analysis

T T

-3 0 1

Supplementary Figure 17. Effects of carbohydrate-restricted diets on glycosylated hemoglobin (HbA1c) in adults with diabetes in East-Asian countries (China,
Japan, Taiwan). mLCD, moderately-low or low carbohydrate diet; WMD, weighted mean difference; Cl, confidence interval.
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BW(kg)/mLCD

Study %

ID WMD (95% CI) Weight

8~24weeks

Tay J, 2014 —_— -0.50 (-2.91,1.91) 12.44

Davis NJ, 2009 — -0.40 (-2.14,1.34) 14.47

Perna S, 2019 —_— -1.80 (-5.56, 1.96) 8.74

Daly ME, 2006 —_— -2.70 (-4.17,-1.23) 15.24

Morris E, 2020 —_—— -7.50 (-10.21, -4.79) 11.53

Larsen RN, 2011 —t— 0.30 (-1.00, 1.60)  15.69

Kimura M, 2018 —_— -0.90 (-6.16, 4.36) 5.90

Liu K, 2018 - 0.10(-1.08,1.28)  15.99

Subtotal (I-squared = 80.1%, p = 0.000) <> -1.54 (-3.11,0.02)  100.00

36~52weeks

Guldbrand H, 2012 * > 2.00(-5.78,9.78) 2.51

Tay J, 2014 —_— -0.80 (-5.04, 3.44) 8.46

Davis NJ, 2009 —_— 0.00 (-2.05, 2.05) 36.28

Larsen RN, 2011 —_— -0.06 (-1.76, 1.64) 52.75

Subtotal (I-squared =0.0%, p = 0.942) <> -0.05(-1.28, 1.18) 100.00

>1year

Guldbrand H, 2012 0.90 (-7.23,9.03) 8.01

Tay J, 2014 —_— 0.00 (-2.89, 2.89) 63.44

Chen C-Y, 2020 —_— -2.10 (-6.40, 2.20) 28.55

Subtotal (I-squared = 0.0%, p = 0.684) <:> -0.53 (-2.83,1.77) 100.00

NOTE: Weights are from random effects analysis

T T
-17.5 0 7.5
BW(kg)/VLCD
Study %
ID WMD (95% Cl) Weight
8~24weeks
Goday A, 2016 —_— -9.60 (-13.49, -5.71) 22.98
Igbal N, 2010 —_—— -0.80 (-2.66, 1.06) 28.53
Goldstein T, 2011 —_—— -1.20 (-4.18, 1.78) 25.67
Dyson PA, 2007 —_— -4.80 (-8.74, -0.86) 22.82
Subtotal (I-squared = 83.4%, p = 0.000) Q -3.84 (-7.55, -0.13) 100.00
36~52weeks
Saslow LR, 2017 & * -6.20 (-17.54, 5.14) 3.33
Igbal N, 2010 —_— -0.10 (-2.14, 1.94) 66.68
Goldstein T, 2011 —_—— 2.00 (-1.49, 5.49) 29.99
Subtotal (I-squared = 13.8%, p = 0.314) <> 0.33 (-1.76, 2.42) 100.00
>1year
Igbal N, 2010 —— -1.30 (-2.89, 0.29) 100.00
Subtotal (I-squared =.%, p =) <>- -1.30 (-2.89, 0.29) 100.00
NOTE: Weights are from random effects analysis
T T

-17.5

75

Supplementary Figure 18. Effects of carbohydrate-restricted diets on body weight (BW) in adults with diabetes. (A) Moderately-low or low carbohydrate diets
(mLCD). (B) Very-low carbohydrate diets (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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()

Systolic blood pressure (mmHg)/mLCD

Study %
ID WMD (95% Cl) Weight
8~24weeks
Guldbrand H, 2012 —_— -1.00 (-6.64, 4.64) 13.35
Tay J, 2014 —_— -2.30 (-7.01, 2.41) 16.84
Daly ME, 2006 *> -5.85(-13.62, 1.92) 8.27
Morris E, 2020 * -14.40 (-23.56, -5.24)  6.30
Larsen RN, 2011 —_—— -3.00 (-6.00, 0.00) 26.15
Liu K, 2018 —_— -1.00 (-3.57, 1.57) 29.09
Subtotal (l-squared =43.7%, p =0.114) <> -2.99 (-5.48, -0.49) 100.00
36~52weeks
Guldbrand H, 2012 ——F————— 2.00(-3.22,7.22) 30.19
Tay J, 2014 —_— -1.30 (-6.04, 3.44) 34.36
Larsen RN, 2011 —_— -4.20 (-8.82, 0.42) 35.45
Subtotal (I-squared = 34.3%, p = 0.218) <:> -1.33 (-4.78, 2.12) 100.00
>1year
Guldbrand H, 2012 —————— 2.00(-3.37,7.37) 32.54
Tay J, 2014 —T——— 1.20(-4.14,6.54) 32.59
Chen C-Y, 2020 —_— -9.90 (-13.78, -6.02) 34.87
Subtotal (I-squared = 88.5%, p = 0.000) <> -2.41(-10.62, 5.80) 100.00
NOTE: Weights are from random effects analysis
I T
-23 0 7.5

Diastolic blood pressure (mmHg)/mLCD

Study %
ID WMD (95% Cl) Weight
8~24weeks
Guldbrand H, 2012 —_—— -1.00 (-4.66, 2.66) 13.76
Tay J, 2014 —_— -1.80 (-4.56, 0.96) 2427
Davis NJ, 2009 —_—— -1.90 (-6.16, 2.36) 10.17
Morris E, 2020 * -5.80 (-12.65, 1.05) 3.93
Larsen RN, 2011 —t— 0.60 (-2.28, 3.48) 22.16
Liu K, 2018 —_— -0.80 (-3.48, 1.88) 25.71
Subtotal (l-squared =0.0%, p = 0.612) <>' -1.07 (-2.43, 0.29) 100.00
36~52weeks
Guldbrand H, 2012 —_— 2.00 (-1.82, 5.82) 22.11
Tay J, 2014 —_— 0.00 (-2.76, 2.76) 42.40
Davis NJ, 2009 _— -0.70 (-4.76, 3.36) 19.56
Larsen RN, 2011 —_— -0.50 (-5.00, 4.00) 15.93
Subtotal (l-squared = 0.0%, p = 0.764) <> 0.23 (-1.57, 2.02) 100.00
>1year
Guldbrand H, 2012 —_—T 1.00 (-2.97, 4.97) 32.09
Tay J, 2014 —_—T— 0.80 (-2.49, 4.09) 33.75
Chen C-Y, 2020 —_— -7.40 (-10.51, -4.29) 34.16
Subtotal (I-squared = 87.8%, p = 0.000) <> -1.94 (-7.62, 3.74) 100.00
NOTE: Weights are from random effects analysis
T T
-23 0 75

Supplementary Figure 19. Effect of carbohydrate-restricted diets on blood pressure in adults with diabetes. (A) Moderately-low or low carbohydrate diets

(mLCD).
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Study

8~24weeks
Saslow LR, 2017

Systolic blood pressure (mmHg)/VLCD

%

WMD (95% Cl) Weight

Igbal N, 2010

Goldstein T, 2011 +
Subtotal (I-squared = 3.5%, p = 0.355) <

36~52weeks
Saslow LR, 2017
Igbal N, 2010

2.40 (-2.54,7.34) 58.99
-1.20 (-8.42, 6.02) 28.79
-6.00 (-17.20, 5.20) 12.22
0.34 (-3.61, 4.28) 100.00

4.90 (-0.10, 9.90) 77.87

Goldstein T, 2011 *

<
\4

6.00 (-4.51, 16.51) 17.62

Subtotal (I-squared = 0.0%, p = 0.422)

>1year

Igbal N, 2010 *

e

NOTE: Weights are from random effects analysis

Subtotal (I-squared =.%, p=".)

-9.00 (-29.76, 11.76)  4.51
4.47 (0.06, 8.88) 100.00

-6.70 (-16.29, 2.89) 100.00
-6.70 (-16.29, 2.89) 100.00

-30 0 15
Diastolic blood pressure (mmHg)/VLCD
Study %
ID WMD (95% ClI) Weight
8~24weeks
Saslow LR, 2017 —_— 0.30 (-2.75,3.35)  55.92
Igbal N, 2010 — 3.50 (-0.51,7.51) 32.45
Goldstein T, 2011 — 0.70 (-5.99,7.39) 11.64
Subtotal (l-squared =0.0%, p = 0.450) <:> 1.38 (-0.90, 3.67)  100.00
36~52weeks
Saslow LR, 2017 —— 1.20 (-1.89,4.29) 71.64
Igbal N, 2010 —_— 3.80(-1.75,9.35) 2219
Goldstein T, 2011 * -4.50 (-15.03, 6.03) 6.17
Subtotal (I-squared = 0.0%, p = 0.379) <© 1.43 (-1.19, 4.04)  100.00
>1year
Igbal N, 2010 _— 0.50 (-5.63,6.63)  100.00
Subtotal (I-squared =.%, p =.) <> 0.50 (-5.63, 6.63)  100.00
NOTE: Weights are from random effects analysis
T T

-30 0
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Supplementary Figure 19. (Continued) (B) Very-low carbohydrate diets (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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()

Study

D

8~24weeks

Sato J, 2017 —_—
Guldbrand H, 2012 —_—

Tay J, 2014 —_—

Davis NJ, 2009 ——

Perna S, 2019
Daly ME, 2006
Morris E, 2020

TG (mg/dL)/mLCD

%

WMD (95% Cl) Weight

-27.50 (-65.67, 10.67) 9.19
-17.70 (-61.37, 25.97) 8.04
-35.44 (-53.45, -17.43) 14.32
-5.30 (-20.49, 18.89) 12.69
0.20(-39.47,39.07) 895
-37.20 (-97.47,23.07) 544
51,30 (-91.37, -11.23) 8.78
-4.40 (-47.81,39.01)  8.10
-27.00(-70.99, 16.99) 7.98
9.30(1.78,16.82)  16.50
-17.22(-34.27,0.18) 100.00

-17.70 (-56.04, 20.64) 12.12
-34.50 (-55.52, -13.48) 31.55
-12.40 (-41.89, 17.09) 18.93

Larsen RN, 2011 B —
Kimura M, 2018 —_—
LiuK, 2018 ——
Subtotal (l-squared = 72.4%, p = 0.000) _
36~52weeks

Guldbrand H, 2012 —_—
Tay J, 2014 —_—

Davis NJ, 2009 —_—
Larsen RN, 2011 —_——
Subtotal (I-squared = 24.3%, p = 0.266) L

>1year

Guldbrand H, 2012 B

Tay J, 2014 _—
Chen C-Y, 2020 —_—
Subtotal (I-squared = 0.0%, p = 0.935) _

NOTE: Weights are from random effects analysis

-6.60 (-25.08, 11.88)
-17.85 (-32.08, -3.62)

-8.80 (-47.14, 29.54)
-17.80 (-47.54, 11.94)
-13.60 (-43.61, 16.41)
-14.11 (-32.61, 4.39)

37.40
100.00

23.28
38.71
38.01
100.00

T
-100

0 50
HDL-C (mg/dL)/mLCD
Study %
D WMD (95% Cl)  Weight
8~24weeks
Sato J, 2017 I . c— 4.00 (-0.59, 8.59) 11.95
Guldbrand H, 2012 s e 4.20(-1.35,9.75) 9.40
Davis NJ, 2009 —_— 6.60(2.90, 10.30) 15.02
Perna S, 2019 2.50 (-5.70, 10.70) 5.23
Morris E, 2020 e e e 3.80 (-1.66,9.26) 9.60
Larsen RN, 2011 b o 0.00 (-1.90, 1.90) 23.22
Kimura M, 2018 -3.00 (-11.74, 5.74) 4.70
LiuK, 2018 —1— 0.40(-1.98,2.78) 20.88
Subtotal (I-squared = 51.1%, p = 0.046) g 2.30(0.23,4.37)  100.00
36~52weeks
Guldbrand H, 2012 —_— 1.10(-3.67, 5.87) 13.62
Tay J, 2014 —_— 1.60(-1.13,4.33) 41.59
Davis NJ, 2009 —_— 3.90(0.35,7.45) 24.56
Larsen RN, 2011 — 0.00(-3.91,3.91) 20.23
Subtotal (I-squared = 0.0%, p = 0.520) < 1.77(0.01,353)  100.00
>1year
Guldbrand H, 2012 —_—— 4.60(-0.79,9.99) 16.82
Tay J, 2014 —_— 4.70(1.28,8.12) 4178
Chen C-Y, 2020 b e e 2.00(-1.43,5.43) 41.40
Subtotal (I-squared = 0.0%, p = 0.506) L 3.57 (1.36,5.77)  100.00
NOTE: Weights are from random effects analysis
T T
-11.7 0 "7
LDL-C (mg/dL)/mLCD
Study %
D WMD (95% Cl) Weight
8~24weeks
Sato J, 2017 —_— -11.00 (-21.58, -0.42) 9.17
Guldbrand H, 2012 —_— -3.90 (-15.81,8.01) 7.39
Tay J, 2014 0.00 (-9.55, 9.55) 11.02
Davis NJ, 2009 —_1 5.80(-2.22,13.82) 14.87
Perna S, 2019 -7.40 (-25.98, 11.18) 3.19
Larsen RN, 2011 —_—T 2.80(-3.52,9.12) 21.86
Kimura M, 2018 0.20 (-12.71,13.11)  6.37
Liu K, 2018 —_—— 1.50 (-4.11,7.11) 26.12
Subtotal (I-squared = 13.3%, p = 0.326) <> 0.35(-3.03,3.72) 100.00
36~52weeks
Guldbrand H, 2012 — -3.90 (-16.00, 8.20) 19.64
Tay J, 2014 —_— 3.80(-6.97,14.57) 24.76
Davis NJ, 2009 —_— 5.50 (-4.07,15.07)  31.40
Larsen RN, 2011 —_— -3.40 (-14.30, 7.50) 24.19
Subtotal (I-squared = 0.0%, p = 0.500) T 1.08 (-4.28, 6.44) 100.00
>1year
Guldbrand H, 2012 0.00 (-11.51, 11.51)  30.75
Tay J, 2014 — ¢ 3.80(-11.77,19.37) 16.79
Chen C-Y, 2020 e p qu— 1.20(-7.61,10.01)  52.46
Subtotal (I-squared = 0.0%, p = 0.928) P 1.27 (-5.11,7.65) 100.00
NOTE: Weights are from random effects analysis
T T
-30 0 20

Supplementary Figure 20. Effects of carbohydrate-restricted diets on lipid profiles in adults with diabetes. (A) Moderately-low or low carbohydrate diets
(mLCD) on triglyceride (TG). (B) mLCD on high-density lipoprotein cholesterol (HDL-C). (C) mLCD on low-density lipoprotein cholesterol (LDL-C).
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(D)

Study
ID

8~24weeks
Goday A, 2016
Saslow LR, 2017
Igbal N, 2010

Goldstein T, 2011
Dyson PA, 2007

Subtotal (I-squared =24.1%, p = 0.261) <>>
36~52weeks
Saslow LR, 2017 —_—
lgbal N, 2010

Goldstein T, 2011
Subtotal (I-squared = 0.0%, p = 0.427)

>1year
Igbal N, 2010
Subtotal (I-squared =.%, p =.)

——

NOTE: Weights are from random effects analysis

_ e

e

V1

TG (mg/dL)VLCD

%

WMD (95% Cl) Weight

-18.10 (43.35,7.15)  26.21
-0.70 (-25.82, 24.42)  26.39
7.90 (-19.54,35.34)  23.32
-33.00 (-82.45, 16.45) 8.91
-35.40 (-71.65,0.85) 1517
-11.40 (-27.01,4.22)  100.00

-24.40 (-52.29,3.49) 51.85
0.50 (-37.75, 38.75) 27.56
-36.00 (-80.25,8.25)  20.59
-19.93 (-40.01,0.15) ~ 100.00

-12.50 (-44.33, 19.33) 100.00
-12.50 (-44.33, 19.33) 100.00

T
-100

0 50
HDL-C (mg/dL)/VLCD
Study %
ID WMD (95% Cl)  Weight
8~24weeks
Goday A, 2016 R 1.30 (-2.55, 5.15) 31.64
Saslow LR, 2017 e 1.20 (-4.58, 6.98) 15.73
Igbal N, 2010 —_— -2.30 (-6.74, 2.14) 25.00
Goldstein T, 2011 —_— -1.60 (-7.29, 4.09) 16.20
Dyson PA, 2007 = 5.80 (-1.08, 12.68)11.43
Subtotal (I-squared = 11.9%, p =0.338) <[ > 0.43 (-1.98, 2.84) 100.00
36~52weeks
Saslow LR, 2017 —_—t 1.80 (-4.10, 7.70) 21.35
Igbal N, 2010 —_— 1.60 (-2.01, 5.21) 56.94
Goldstein T, 2011 —_— -1.00 (-6.85, 4.85) 21.71
Subtotal (I-squared =0.0%, p = 0.732) <:> 1.08 (-1.65, 3.80) 100.00
>1year
Igbal N, 2010 —_— -0.10 (-3.45, 3.25) 100.00
Subtotal (I-squared =.%, p =.) <> -0.10 (-3.45, 3.25) 100.00
NOTE: Weights are from random effects analysis
T T
-12.7 0 12.7
LDL-C (mg/dL)VLCD
Study %
ID WMD (95% Cl) Weight
8~24weeks
Goday A, 2016 —_— 0.60 (-13.10, 14.30) 17.80
Saslow LR, 2017 —_— 19.20 (6.87,31.53)  20.31
Igbal N, 2010 —_— -1.10 (-14.69, 12.49) 17.99
Dyson PA, 2007 —_— 7.70 (3.67, 11.73) 43.90
Subtotal (I-squared = 49.8%, p = 0.113) <> 7.19(0.02,14.36)  100.00
36~52weeks
Saslow LR, 2017 —_1 8.90 (-3.75, 21.55)  63.80
Igbal N, 2010 —_—T 3.50(-13.29, 20.29) 36.20
Subtotal (I-squared = 0.0%, p = 0.615) L 6.95 (-3.16, 17.05)  100.00
>1year
Igbal N, 2010 —_— -2.20 (-18.29, 13.89) 100.00
Subtotal (I-squared =.%, p=.) <> -2.20 (-18.29, 13.89) 100.00
NOTE: Weights are from random effects analysis
T T

-50

Supplementary Figure 20. (Continued) (D) Very-low carbohydrate diets (VLCD) on TG. (E) VLCD on HDL-C. (F) VLCD on LDL-C. WMD, weighted mean difference;

Cl, confidence interval.
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A

Study
ID

8~24weeks
Shai |, 2008 +

Tay J, 2014 —
Perna S, 2019 *

Morris E, 2020 +
Wang L-L, 2018

Liu K, 2018 —
Subtotal (I-squared = 54.0%, p = 0.054)

36~52weeks

Shai |, 2008 *
Tay J, 2014

Subtotal (I-squared =74.0%, p = 0.050)-<

>1year

Shai |, 2008 >

Fasting glucose (mg/dl) /mLCD

%
WMD (95% Cl) Weight

-12.60 (-37.71, 12.51) 8.20

—e—— 09.00(-8.22,26.22) 13.93

-4.40 (23.31, 14.51) 12.36
-39.60 (-64.45, -14.75)8.34
-10.00 (-19.91, -0.09) 23.80
-11.60 (-15.85, -7.35) 33.37
-9.88 (-18.04, -1.71) 100.00

-21.10 (-53.75, 11.55) 40.98

——— 1440 (0.50, 28.30) 59.02

[ ———————— 0.15(-34.37, 34.07) 100.00

-10.90 (-46.85, 25.05) 21.09

Tay J, 2014
Chen C-Y, 2020 _—

Subtotal (I-squared = 72.6%, p = 0.026) =~ =———___ |

NOTE: Weights are from random effects analysis

> 12.60 (-4.94, 30.14) 37.11
-17.20 (-29.93, -4.47) 41.80
-4.81 (-26.75, 17.12) 100.00

-60 0

Study
ID

8~24weeks
Goday A, 2016

Igbal N, 2010

Goldstein T, 2011 *

Subtotal (l-squared = 0.0%, p=0.811) <<____—>

36~52weeks

Igbal N, 2010
Goldstein T, 2011

Subtotal (I-squared = 0.0%, p = 0.639) ] —

>1year

——

30

Fasting glucose (mg/dl) /VLCD

%
WMD (95% Cl) Weight

-10.80 (-22.92, 1.32) 66.66
-2.20 (-27.01, 22.61) 15.91
-12.00 (-35.71, 11.71)17.43
-9.64 (-19.54, 0.26) 100.00

-1.30 (-23.35, 20.75) 29.80
5.00 (-9.36, 19.36) 70.20
3.12(-8.91,15.16) 100.00

Igbal N, 2010 *
Subtotal (I-squared =.%, p=.)

NOTE: Weights are from random effects analysis

2.50 (-24.57,29.57) 100.00

———— | ———— 250(-24.57,29.57) 100.00

T
-50 0

T
30

Supplementary Figure 21. Effects of carbohydrate-restricted diets on fasting glucose in adults with diabetes. (A) Moderately-low or low carbohydrate diets
(mLCD). (B) Very-low carbohydrate diets (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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(A HOMA-IR/mLCD
Study %
ID WMD (95% Cl)  Weight
8~24weeks
Morris E, 2020 —_— -0.70 (-1.04, -0.36) 33.45
Tay J, 2014 —_— -0.10 (-0.45, 0.25) 33.28
Liu K, 2018 —_— -0.80 (-1.15, -0.45) 33.27
Subtotal (I-squared = 78.3%, p = 0.010) <<__—> -0.53 (-0.96, -0.11) 100.00
36~52weeks
Tay J, 2014 —_— -0.10 (-0.40, 0.20) 100.00
Subtotal (I-squared = .%, p =) <> -0.10 (-0.40, 0.20) 100.00
>1year
Shai I, 2008 ¢ + > -0.70 (-2.84, 1.44) 2.13
Tay J, 2014 —_— -0.10 (-0.42, 0.22) 97.87
Subtotal (I-squared = 0.0%, p = 0.587) = -0.11 (-0.43, 0.20) 100.00
NOTE: Weights are from random effects analysis

T T

-2 0 1
9 HOMA-IRVLCD
Study %
ID WMD (95% Cl)  Weight
8~24weeks
Goday A, 2016 —_— -2.20 (-3.38, -1.02)46.35
Saslow LR, 2017 - -0.10 (-0.50, 0.30) 53.65
Subtotal (I-squared = 90.8%, p = 0.001) <:> -1.07 (-3.13, 0.98) 100.00
36~52weeks
Saslow LR, 2017 - -0.10 (-0.45, 0.25) 100.00
Subtotal (I-squared =.%, p=".) < -0.10 (-0.45, 0.25) 100.00
NOTE: Weights are from random effects analysis
T T

-10 0 3

Supplementary Figure 22. Effects of carbohydrate-restricted diets on insulin resistance (HOMA-IR) in adults with diabetes. (A) Moderately-low or low carbohy-
drate diets (mLCD). (B) Very-low carbohydrate diets (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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Risk of hias due to deviations from the intended interventions

Risk of hias arising fram the randomization process

= @ |® | @ |Riskorhias due to missing outcome data
= @ | @ | @ |Riskofbias in selection of the reparted result

® ® O O O | O Riskofbiasinmeasurement ofthe outcome

Brinkworth GD, 2009 | (7 | 7
Brinkworth GO, 2010 ?
Brinkworth GO, 2016 | (2 | (2
Ghen c-v, 2020 | @ | 2
DalyME, 2005 | @ |2 | @ ®
Ighain, 2010 | 2 | 2 | @ @
sternl,2o04 | @) (@2 |2 | 2
Tays2008| 2 |2 | @@ @
TayJ, 2014 . G . . . Risk of bias arising from the randomization process -
Ty, 2015 | @2 | @O | O @ Risk of bias due to deviations from the intended interventions .
Ty | @2 | OO @ Rizk of bias due to missing outcome data
Tsai 4G, 2005 | 2 . . . . Risk of bias in measurement of the outcome
wycherieyTP.2010| 2 | 2 | @ | @ | @ Risk of bias in selection of the reported result : . . : .
wycherley TP, 2014 | 2 | 2 | @ | @ | @® 0% 25% 50% 5% 100%
wiycherley TR, 2016 . ? . . . .anriskufbias DUnclearrisknfbias .Highriskufbias

Supplementary Figure 23. Risk of bias assessment in studies evaluating the effects of carbohydrate-restricted diets in adults with hypertension.
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(A BW(kg)/mLCD
Study %
ID WMD (95% Cl) Weight
8~24weeks
Tay J, 2014 —_—— -0.50 (-2.91, 1.91) 40.24
Daly ME, 2006 —— -2.70 (-4.17,-1.23)  59.76
Subtotal (I-squared = 57.3%, p = 0.126) <> -1.81(-3.93,0.30)  100.00
36~52weeks
Tay J, 2014 —_—— -0.80 (-5.04, 3.44) 100.00
Subtotal (l-squared =.%, p =.) <:> -0.80 (-5.04, 3.44) 100.00
>1year
Chen C-Y, 2020 —_— -2.10 (-6.40, 2.20) 31.03
Tay J, 2014 —_— 0.00 (-2.89, 2.89) 68.97
Subtotal (I-squared = 0.0%, p = 0.427) <:> -0.65 (-3.05, 1.75) 100.00
NOTE: Weights are from random effects analysis
T T
-17.5 0 7.5
(B BW(kg)/VLCD
Study %
ID WMD (95% Cl) Weight
8~24weeks
Igbal N, 2010 —_— -0.80 (-2.66, 1.06) 64.47
Brinkworth GD, 2009 —_— -1.80(-4.31,0.71) 35.53
Subtotal (I-squared = 0.0%, p = 0.530) <>> -1.16 (-2.65, 0.34) 100.00
36~52weeks
Brinkworth GD, 2009 -3.00 (-7.08, 1.08) 15.95
Stern L, 2004 —_— -2.00 (-5.59, 1.59) 20.55
Igbal N, 2010 _— -0.10 (-2.14, 1.94) 63.50
Subtotal (I-squared = 0.0%, p = 0.375) <:> -0.95 (-2.58, 0.68) 100.00
>1year
Igbal N, 2010 — -1.30 (-2.89, 0.29) 100.00
Subtotal (I-squared =.%, p=.) <>' -1.30 (-2.89, 0.29) 100.00
NOTE: Weights are from random effects analysis
T T

-17.5 0 7.5

Supplementary Figure 24. Effects of carbohydrate-restricted diets on body weight (BW) in adults with hypertension. (A) Moderately-low or low carbohydrate
diets (mLCD). (B) Very-low carbohydrate diets (VLCD). WMD, weighted mean difference; Cl, confidence interval.
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(A) TG (mg/dL)/mLCD
Study %
ID WMD (95% Cl) Weight
8~24weeks
Daly ME, 2006 -37.20 (-97.47, 23.07)8.20
Tay J, 2014 —_— -35.44 (-53.45, -17.4391.80
Subtotal (I-squared = 0.0%, p = 0.956) -35.58 (-52.84, -18.33100.00
36~52weeks
Tay J, 2014 —_— -34.50 (-55.52, -13.48)00.00
Subtotal (I-squared = .%, p = .) - — -34.50 (-55.52, -13.48Y00.00
>1year
Chen C-Y, 2020 —_— -13.60 (-43.61, 16.41)49.55
Tay J, 2014 —_— -17.80 (-47.54, 11.94)50.45
Subtotal (I-squared = 0.0%, p = 0.846) — -15.72 (-36.84, 5.40) 100.00
NOTE: Weights are from random effects analysis

T T

-100 0 50
(B) HDL-C (mg/dL)mLCD
Study %
ID WMD (95% Cl) Weight
36~52weeks
Tay J, 2014 —_—t 1.60 (-1.13, 4.33) 100.00

Subtotal (I-squared =.%, p =) <i> 1.60 (-1.13,4.33)  100.00

>1year
Chen C-Y, 2020 —_—1 2.00(-1.43,5.43) 49.81
Tay J, 2014 —+— 4.70(1.28,8.12) 50.19

Subtotal (I-squared = 16.2%, p = 0.275) O 3.36(0.71,6.00)  100.00

NOTE: Weights are from random effects analysis

T
-8.12 0 8.12

(C) LDL-C (mg/dL)/mLCD
Study %
D WMD (95% Cl)  Weight
8~24weeks
Tay J, 2014 0.00 (-9.55, 9.55) 100.00

Subtotal (I-squared =.%, p=.) < 0.00 (-9.55, 9.55) 100.00
36~52weeks
Tay J, 2014 3.80 (-6.97, 14.57) 100.00

Subtotal (I-squared =.%, p =.) S — 3.80 (-6.97, 14.57) 100.00
R

>1year
Chen C-Y, 2020 E—
Tay J, 2014
Subtotal (I-squared = 0.0%, p = 0.776) <

1.20 (-7.61,10.01) 75.76
3.80 (-11.77, 19.37) 24.24
1.83 (-5.84,9.50) 100.00

NOTE: Weights are from random effects analysis

T T
-30 20

o

Supplementary Figure 25. Effects of carbohydrate-restricted diets on lipid profile in adults with hypertension. (A) Moderately-low or low carbohydrate diets
(mLCD) on triglyceride (TG). (B) mLCD on high-density lipoprotein cholesterol (HDL-C). (C) mLCD on low-density lipoprotein cholesterol (LDL-C).
(Continued to the next page)
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(D]

Study
ID

8~24weeks
Brinkworth GD, 2009

Igbal N, 2010 —_——

Subtotal (I-squared = 72.8%, p = 0.055) <:>

36~52weeks
Brinkworth GD, 2009
Igbal N, 2010
Stern L, 2004

Subtotal (I-squared = 48.1%, p = 0.145)=<——_______——t

>1year
Igbal N, 2010 _
Subtotal (I-squared =.%, p =) C

NOTE: Weights are from random effects analysis

Vl

TG (mg/dL)VLCD

%
WMD (95% Cl) Weight

-25.70 (-46.33, -5.07) 53.77
7.90 (-19.54, 35.34)  46.23
-10.17 (-43.00, 22.67) 100.00

-31.90 (-60.66, -3.14) 42.81
0.50 (-37.75,38.75)  33.12
-61.00 (-111.22, -10.78) 24.06
-28.17 (-58.68, 2.35)  100.00

-12.50 (-44.33, 19.33) 100.00
-12.50 (-44.33, 19.33) 100.00

T
-100 0

Study

ID

8~24weeks

Igbal N, 2010 —_—

Brinkworth GD, 2009 —_——

Subtotal (I-squared = 87.7%, p = 0.004) ———] _————

36~52weeks

Brinkworth GD, 2009

Igbal N, 2010 s e
Stern L, 2004 —_——
Subtotal (I-squared = 51.6%, p = 0.126) <
>1year

Igbal N, 2010 —_—
Subtotal (I-squared =.%, p=.) <>

NOTE: Weights are from random effects analysis

50

HDL-C (mg/dL)VLCD

%
WMD (95% Cl)  Weight

-2.30 (-6.74,2.14) 48.11
5.70 (2.47,8.93) 51.89
1.85(-5.98, 9.69) 100.00

—+— 8.90(2.81, 14.99) 20.32

1.60 (-2.01,5.21) 36.75
4.00 (1.04,6.96) 42.93
4.11(0.81,7.42) 100.00

-0.10 (-3.45, 3.25) 100.00
-0.10 (-3.45, 3.25) 100.00

-15 0 15
LDL-C (mg/dL)/VLCD

Study %
D WMD (95% Cl) Weight
8~24weeks
Brinkworth GD, 2009 —_— 17.50 (8.36, 26.64) 53.81
Igbal N, 2010 R — -1.10 (-14.69, 12.49) 46.19
Subtotal (I-squared = 79.8%, p = 0.026) L — 8.91(-9.27,27.08) 100.00
36~52weeks
Brinkworth GD, 2009 ——— 23.20(7.30, 39.10) 27.59
Igbal N, 2010 —_—T 3.50(-13.29, 20.29) 25.46
Stern L, 2004 —— 11.00 (0.50, 21.50) 46.95
Subtotal (I-squared = 31.5%, p = 0.232) = 12.46 (2.69, 22.22) 100.00
>1year
Igbal N, 2010 —_— -2.20 (-18.29, 13.89) 100.00
Subtotal (I-squared =.%, p =.) e -2.20 (-18.29, 13.89) 100.00
NOTE: Weights are from random effects analysis

T

-50 0 40

Supplementary Figure 25. (Continued) (D) Very-low carbohydrate diets (VLCD) on TG. (E) VLCD on HDL-C. (F) VLCD on LDL-C. WMD, weighted mean difference;

Cl, confidence interval.
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