Low carbohydrate diets and intermittent fasting

m

Fasting glucose (mg/dl) /mLCD

Study %
D WMD (95% CI) Weight
8~24weeks
Keagh JB, 2007 — -1.00(-18.09, 16.09) 028
de Luis DA, 2018 + 0.00 (-1.32, 1.32) 2355
Shai |, 2008 + -12.60 (-37.71, 1251) 013
WMorris E, 2020 — -39.60 (-64.45,-14.75)  0.13
Liu X, 2013 ——4——> £.00(-6.06, 22 06) 0.41
Pemna §, 2019 + -4.40(-2331,1451) 023
Kreider RB, 2011 —— -1.00 (-5.06, 3.06) 452
Soenen S, 2012 —— -0.90 (-5.48, 3.68) 363
Meckling KA, 2004 0.90 (-23.06, 24.86) 0.14
Haufe §, 2011 —— -0.90{-5.09, 3.29) 4.26
Tay J, 2014 ——¢——> 900(-822,2622) 028
de Luis DA, 2015(1) —1 -1.70 {(-4.66, 1.26) 7.83
Gardner CD, 2007 -+ -1.50 (-3.47, 0.47) 14.59
Frisch S, 2009 —1— 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 b 3.60 (-2.31, 9.51) 225
Sublotal (I-squared = 14.2%, p = 0.287) 0.32(-1.23, 0.58) 100.00
36~52weeks
de Luis DA, 2018 4 -1.00(-2.25, 0.25) 2334
Tay J, 2014 ——> 14 .40 (0.50, 28.30) 058
Shai |, 2008 + 2110 (-53.75, 11.55)  0.11
Keogh JB, 2007 ——] -7.40 (-14.76, -0 04) 199
Soenen S, 2012 ——] -4.50 (-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, 4.52) 4.80
de Luis DA, 2016 -+ -1.60(-3.18, -0.02) 19.61
Brinkworth GD, 2004 —1— 3.60 (-3.97, 11.17) 188
de Luis DA, 2015 - -1.60 {(-3.70, 0.50) 1473
Gardner CD, 2007 —4 0.90(-3.77, 1.97) 9.88
Frisch S, 2009 — -2.00(-5.11,1.11) 8.80
Sublotal (l-squared =29 4%, p = 0.157) ¢ -1.62 (-2.69, -0.55) 100.00
=1year
Tay J, 2014 —]——> 1260(-4.94,30.14) EYAR
Shai |, 2008 + -10.90 (-46.85, 25.05)  21.09
Chen C-Y, 2020 —_— -17.20(-29.93, -4.47)  41.80
Subtotal {l-squared =72.6%, p = 0.026) — e 4.81(-26.75,17.12)  100.00
NOTE: Weights are from random effacts analysis
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Fasting glucose (mg/dl) /VLCD

Study Y%
D WMD (95% CI) Weight
3~24weeks
Ruth MR, 2013 — 0.30 (-7.58, 8.18) 6.46
Bazzano LA, 2014 4 2.30 (-0.26, 4.86) 2369
Gardner CD, 2007 —r -1.70(-4.98,158)  19.70
Jabekk PT, 2010 — 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 T 2.30 (-1.54, 6.14) 17.00
Subtotal (l-squared = 38.1%, p=0.115) <p -0.44(-2.66, 1.78)  100.00
36~b2weeks
Goldstein T, 2011 — T+ 5.00(-9.36,19.36) 136
Igbal N, 2010 + -1.30(-23.35, 20.75) 0.58
Brinkworth GD, 2009 - 0.00 (-3.87, 3.87) 18.71
Bazzano LA, 2014 T 220 (-0.94, 5.34) 28.36
Stern L, 2004 210 (-14.64, 10.44) 1.78
Gardner CD, 2007 T 1.00 (-1.38, 3.38) 49.22
Subtotal (l-squared = 0.0%, p = 0.928) o 1.14 (-0.53, 2.81) 100.00
=1year
Noakes M, 2006 i ol 0.10 (-4.35, 4.55) 95.91
Igbal N, 2010 + 2.50 (-24.57,29.57) 260
Cardillo S, 2006 > 22.00(-13.67, 57.67) 1.50
Subtotal (I-squared = 0.0%, p = 0.485) <> 0.49 (-3.87, 4.85) 100.00
NOTE: Weights are from random effects analysis
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Supplementary Fig. 9. Effects of carbohydrate-restricted diets on fasting glucose, glycosylated hemoglobin (HbA1c), and fasting in-
sulin levels in adults with overweight/obesity. (A) Moderately-low or low carbohydrate diet (mLCD) on fasting blood glucose. (B)
Very-low carbohydrate diet (VLCD) on fasting blood glucose. (C) mLCD on HbAlc. (D) VLCD on HbAlc level. (E) mLCD on fast-

ing insulin. (F) VLCD on fasting insulin. WMD, weighted mean difference; CI, confidence interval.
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Study
ID

8~24weeks
Guldbrand H, 2012 +

Daly ME, 2006

Davis NJ, 2009

Tay J, 2014

Perna S, 2019

Sato J, 2017

Frisch S, 2009

Larsen RN, 2011

Subtotal (I-squared = 68.5%, p = 0.002)

36~52weeks

Tay J, 2014

Davis NJ, 2009
Guldbrand H, 2012

<

Y
*

Frisch S, 2009

Larsen RN, 2011

Jenkins DJA, 2014

Subtotal (I-squared = 0.0%, p = 0.806)

>1year

Chen C-Y, 2020
Shai |, 2008
Tay J, 2014
Guldbrand H, 2012 *

HbA1¢c(%) /mLCD

WMD (95% Cl)

-0.40 (-1.58, 0.78)
-0.40 (-0.81, 0.01)
-0.10 (-0.49, 0.29)
0.00 (-0.33, 0.33)
-0.40 (-0.69, -0.11)
-0.70 (-1.10, -0.30)
0.00 (-0.08, 0.06)
0.00 (-0.32, 0.32)
-0.20 (-0.39, -0.01)

0.10 (-0.19, 0.39)
-0.20 (-0.66, 0.26)
-0.30 (-1.52, 0.92)
0.00 (-0.08, 0.06)
-0.10 (-0.61, 0.41)
-0.10 (-0.32, 0.12)
-0.01 (-0.08, 0.05)

-0.60 (-0.93, -0.27)
-0.50 (-1.39, 0.39)
0.20 (-0.10, 0.50)

Subtotal (I-squared = 76.8%, p = 0.005)

NOTE: Weights are from random effects analysis

- =

-0.20 (-1.39, 0.99)
-0.25 (-0.80, 0.29)

%
Weight

2.32
10.87
11.57
13.46
14.80
11.32
21.88
13.77
100.00

3.14
1.31
0.18
88.63
1.03
5.70
100.00

33.43
18.81
34.26
13.50
100.00

C)

-3 0 1
HbA1c(%) /VLCD

Study %
ID WMD (95% CI) Weight
8~24weeks
Goday A, 2016 —_— -0.50(-0.82,-0.18) 18.88
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
lgbal N, 2010 —_— 0.20 (-0.36, 0.76) 2219
Tsai AG, 2005 —_— -060(-1.06,-0.14) 27386
Saslow LR, 2017 — -0.30 (-0.61,0.01)  40.10
Goldstein T, 2011 0.00 (-0.95, 0.95) 985
Subtotal (I-squared = 40.9%, p = 0.166) <>> -0.24 (-0.57, 0.08) 100.00
>1year
lgbal N, 2010 —&—— 0.10(-0.61, 0.81) 100.00
Subtotal (I-squared = %, p=") {} 0.10 (-0.61, 0.81) 100.00
NOTE: Weights are from random effects analysis
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Supplementary Fig. 9. Continued.
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Low carbohydrate diets and intermittent fasting

m

Fasting insulin (MU/mL)mLCD

Study %

D WMD (95% CI) Weight

8~24weeks

Tay J, 2014 — -1.20 (-3.62, 1.22) 596

Keogh JB, 2007 + -6.10 (-17.84, 5.64) 043

de Luis DA, 2019 -+ -0.30 (-1.03, 0.43) 12.32

Haufe 5, 2011 — -0.80 (-2.20, 0.60) 957

Soenen S, 2012 — -1.00 (-2.75, 0.75) 8.18

Kreider RB, 2011 —T -1.20 (-3.01, 0.61) 7.95

Meckling KA, 2004 —_— -6.10 (-11.04, -1.16) 213

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,-0.79) 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 (I-squared = 66.5%, p = 0.000) < -0.94 (-1.73,-0.16)  100.00

-36~52week5

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 —_— -3.00 (-7.41, 1.41) 341

de Luis DA, 2019 - -0.30 (-1.04, 0.44) 18.17

de Luis DA, 2016 — -1.30(-2.32,-0.28) 1633

de Luis DA, 2015 —— -1.50 (-2.73,-0.27) 14.88

Gardner CD, 2007 e o 1.20 (-1.19, 3.59) 834

Jenkins DJA, 2014 + -3.10 (-16.25, 10.05) 0.45

Brinkworth GD, 2004 . e 4.90 (1.62, 8.18) 5.44

de Luis DA, 2015(1) —— -2.00(-3.43,-057) 1354

Subtotal (I-squared = 60.8%, p = 0.008) <3 -0.78 (-1.67, 0.11) 100.00

->1year

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) A -0.76 (-2.79, 1.27) 100.00

NOTE: Weights are from random effects analysis

| |
-18 0 10 G
Fasting insulin (uU/mL)/VLCD
Study %
ID WMD (95% CI) Weight
8~24weeks
Saslow LR, 2017 — -2.80 (-5.84, 0.24) 1362
Noakes M, 2006 e c— -6.90 (-11.24, -2.56) 8.71
Gardner CD, 2007 —T -0.80(-2.09,049) 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 —_— -2.80 (-6.69, 1.09) 10.12
Subtotal (I-squared =63.0%, p = 0.019) O -1.37 (-2.89, 0.15) 100.00
36~52weeks
Stern L, 2004 + -3.80(-11.96,4.38) 249
Saslow LR, 2017 — -0.80 (-3.66, 2.06) 14.48
Brinkworth GD, 2009 -+ 0.20 (-1.01,1.41) 32.58
Bazzano LA, 2014 -+ 1.50 (-0.80, 3.80) 19.01
Gardner CD, 2007 —— -1.70(-2.99,-041) 3143
Subtotal (I-squared = 51.2%, p = 0.085) <:> -0.39 (-1.72,093) 100.00
>1year
Noakes M, 2006 — T -160(-4.13,093) 96.56
Cardillo S, 2006 0.00(-13.38, 13.38) 344
Subtotal (I-squared = 0.0%, p=0.818) <:> -1.54 (-4.03, 0.94) 100.00
NOTE: Weights are from random effects analysis
T T
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Supplementary Fig. 9. Continued.
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