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Appendix Al

1. Low-density lipoprotein cholesterol

Study (year)

SMD

Effect (85% Cl)

%

Weight

Li, Lyall et al. (2020) ‘ -023(-1.24,079) 5863
Morand, Dubray et al. (2011) - 0.34(065,1.33) 597
Rangel-Huerta, Aguilera etal. (2015) —;—— 0.00(-0.39, 0.39) 37.72
Ponce, Benassi etal. (2019) —0-%—— -0.08 (-0.55,0.38) 27.31
Simpson, Mendis et al. (2016) _— 0.07 (-0.58,0.73) 1366
Aptekmann and Cesar (2010) ; -034(-1.11,044) 972
Overall, DL (I* = 0.0%, p = 0.918) <> -0.04 (-0.28,0.20) 100.00
NOTE: Weights are from random-effects mndel\ .
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Funnel plot with pseudo 95% confidence limits

Fig. Al1.1. Forest plot of low-density lipoprotein cholesterol without Ribeiro et al. study

Fig. A1.2. Sensitivity analysis of low-density lipoprotein cholesterol without Ribeiro et al. study
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Fig. A1.3. Funnel plot of low-density lipoprotein cholesterol without Ribeiro et al. study
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Fig. Al1.4. Egger’s regression plot of low-density lipoprotein cholesterol without Ribeiro et al. study
. metabias _ES _seES, egger graph

Note: data input format theta se theta assumed

Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 6 Root MSE = .6023

Std_Bff Coef. Std. Err. t P>|t] [95% Conf. Interval]
slope -.0231633 .2155116 -0.11  0.920 -.6215195 .575193
bias -.0509661 .7140129 -0.07  0.947 -2.033384 1.931452

Test of HO: no small-study effects P = 0.947

Fig. AL1.5. Egger’s test of low-density lipoprotein cholesterol without Ribeiro et al. study

Appendix A2
2. Glucose
SMD %
Study (year) Effect (85% CI) Weight
Morand, Dubray et al. (2011) ‘ -0.11(-1.08, 0.87) 17.32
Ribeiro, Dourado et al. (2017) _ -0.42 (0.87,0.03) 82868

Overall, DL (I = 0.0%, p = 0.573) @- -0.37(0.78,0.04)  100.00

NOTE: Weights are from random-effects model
T

-1 0 1

Fig. A2.1. Forest plot of glucose without Rangel-Huerta et al. study
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-1.09

Fig. A2.2. Sensitivity analysis of glucose without Rangel-Huerta et al. study

Funnel plot with pseudo 95% confidence limits
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Fig. A2.3. Funnel plot of glucose without Rangel-Huerta et al. study
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Fig. A2.4. Egger’s regression plot of glucose without Rangel-Huerta et al. study



Appendix A3

3. Homeostatic model assessment of insulin resistance

MD %
Study (year) Effect (95% CI)  Weight

Rangel-Huerta, Aguilera et al. (2015)

-0.50(-080,-010) 56.21
Ribeiro, Dourado et al. (2017) - -0.56 (-1.01,-0.10) 4379

Overall, DL (I = 0.0%, p = 0.853) —@ -0.52(-0.82,-0.23) 100.00

NOTE: Weights are from random-effects model
T T

R 0

Fig. A3.1. Forest plot of homeostatic model assessment of insulin resistance without Ponce, Benassi et

al. study

tudy is omitted
Upper CI Limit

Rangel-Huerta, Aguilera et al. (2 ) |

Ribeiro, Dourado et al. (20

Fig. A3.2. Sensitivity analysis of homeostatic model assessment of insulin resistance without Ponce,

Benassi et al. study

Funnel plot with pseudo 95% confidence limits
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Fig. A3.3. Funnel plot of homeostatic model assessment of insulin resistance without Ponce, Benassi

et al. study
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Fig. A3.4. Egger’s regression plot of homeostatic model assessment of insulin resistance without

Ponce, Benassi et al. study

Appendix A4
4. C-reactive protein

Study (year)

SMD
Effect (95% CI)

Li, Lyall etal. (2020)

0.02(-0.98, 1.04)

Merand, Dubray etal. (2011)

037 (-0.62, 1.36)

Ponce, Benassi et al. (2019) —_— -0.30 (-0.77, 0.18)
Simpson, Mendis etal. (2016) —i—-.— 0.07 (-0.59, 0.72)
Overall, DL {I° = 0.0%, p = 0.584) <:> -0.09 (-0.43, 0.24)

NOTE: Weights are from random-effects model

%

Weight

10.84
11.39
51.65
26.12
100.00

T
-1

Fig. A4.1. Forest plot of C-reactive protein without Ribeiro et al. study

Li, Lyall et al
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Fig. A4.2. Sensitivity analysis of C-reactive protein without Ribeiro et al. study




Standard error of effect size

Funnel plot with pseudo 95% confidence limits
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Fig. A4.3. Funnel plot of C-reactive protein without Ribeiro et al. study
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Fig. A4.4. Egger’s regression plot of C-reactive protein without Ribeiro et al. study

. metabias _ES _seES,egger graph
Note: data input format theta se_theta assumed
Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 4

Root MSE = 1.72
std_Eff coef.  Std. Err. t P>t [95% conf. Intervall
slope -1.33357 .9148564 -1.46 0.282 -5.269879 2.602739
bias 3.137604 3.162583 0.99 0.426 -10.46989 16.7451
Test of HO: no small-study effects P = 0.426

Fig. A4.5. Egger’s test of C-reactive protein without Ribeiro et al. study

Appendix A5

5. Total cholesterol



Study (year)

Li, Lyall etal. (2020)

Morand, Dubray etal. (2011)
Rangel-Huerta, Aguilera et al. (2015)
Ponce, Benassi etal. (2019)
Simpson, Mendis et al. (2016)
Aptekmann and Cesar (2010)
Ribeiro, Dourado et al. (2017)
Overall, DL (I° = 0.0%, p = 0.625)

NOTE: Weights are from random-effects model

e
|

R S

<>

SMD
Effect (95% CI)

0.09 (-0.92, 1.11)
0.22 (-0.76, 1.21)
0.00 (-0.39, 0.39)
-0.14 (-0.61, 0.32)
-0.27 (-0.92, 0.39)
-0.18 (-0.95, 0.59)
-0.55 (-1.00, -0.10)
-0.18 (-0.39, 0.03)

%
Weight

440
469
2034
21.21
1053
7.64
2218
100.00

-1

Fig. A5.1. Forest plot of total cholesterol

Ribeirg,

0.03

Fig. A5.2. Sensitivity analysis of total cholesterol
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Funnel plot with pseudo 95% confidence limits

1.5

0.17

-5 0

Effect size

Fig. A5.3. Funnel plot of total cholesterol
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Fig. A5.4. Egger’s regression plot of total cholesterol
. metabias _ES _seES, egger graph
Note: data input format theta se theta assumed
Egger's test for small-study effects:
Regress standard normal deviate of intervention
effect estimate against its standard error
Number of studies = 7 Root MSE = .8983
Std_Eff Coef. Std. Err. t P>|t] [95% Conf. Interval]
slope -.3658904  .2989026 -1.22  0.275 -1.134244 .4024632
bias 6854621  1.039445 0.66 0.539 -1.986516 3.35744
Test of HO: no small-study effects P = 0.539
Fig. A5.5. Egger’s test of total cholesterol
6. Triglycerides
SMD
Study (year) Effect (95% CI)

Li, Lyall etal. (2020)

Morand, Dubray etal. (2011)
Rangel-Huerta, Aguilera et al. (2015)
Ponce, Benassi etal. (2019)
Aptekmann and Cesar (2010)
Ribeiro, Dourado et al. (2017)
Simpson, Mendis et al. (2016)

Overall, DL (I2 =0.0%, p = 0.645)
NOTE: Weights are from random-effects model
T

0.22 (-0.80, 1.24)
0.00 (-0.98, 0.98)
-0.29 (-0.69, 0.10)
0.06 (-0.40, 0.52)
0.13 (-0.64, 0.90)
-0.05 (-0.50, 0.39)
-0.59 (-1.26, 0.08)
-0.12 (-0.34, 0.09)

%
Weight

4.37
4.71
28.96
21.21
7.64
2297
10.14
100.00

-1

Fig. A6.1. Forest plot of triglycerides
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Fig. A6.2. Sensitivity analysis of triglycerides

Funnel plot with pseudo 95% confidence limits
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Fig. A6.3. Funnel plot of triglycerides
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Fig. A6.4. Egger’s regression plot of triglycerides



. metabias _ES _seES,egger graph
Note: data input format theta se_theta assumed
Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 7 ROOT MSE

= .8888

std Eff Ccoef. Std. Err. t P>t] [95% conf. Interwal]

slope -.2914278 .2937082 -0.99 0.367 -1.046429 .4635731

bias .6141798 1.022557 0.60 0.574 -2.014387 3.242747

Test of HO: no small-study effects P = 0.574
N ) . .
Fig. A6.5. Egger’s test of triglycerides
7. Low-density lipoprotein cholesterol
SMD Y%
Study (year) Effect (95% ClI) Weight
Li, Lyall etal. (2020) - 023(-124,079)  7.97
Morand, Dubray et al. (2011) n 0.34(-0.85, 1.33) 8.32
Rangel-Huerta, Aguilera et al. (2015) _ 0.00(-0.39,0.39)  20.85
i

Ponce, Benassi et al. (2019) _— -0.08 (-0.55,038) 18,82
Simpson, Mendis etal. (2016) _l——o— 0.07 (-0.58, 0.73) 13.91

Aptekmann and Cesar (2010) .

Ribeiro, Dourado et al. (2017) —_—

Overall, DL (I° = 53.1%, p = 0.047) <D>

NOTE: Weights are from randem-effects mudel\

034 (-111,044) 1148
0.94(-141,-047) 1864
-0.21(-0.55,0.13) 100.00

-1 0 1

Fig. A7.1. Forest plot of low-density lipoprotein cholesterol

Li, Lyall et al.

Morand, Dubray et al

Huerta, Aguilera et al. (2015)

nn and

Fig. A7.2. Sensitivity analysis of low-density lipoprotein cholesterol



Funnel plot with pseudo 95% confidence limits
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Fig. A7.3. Funnel plot of low-density lipoprotein cholesterol
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Fig. A7.4. Egger’s regression plot of low-density lipoprotein cholesterol
. metabias _ES _seES,egger graph

Note: data input format theta se theta assumed

Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 7 Root MSE = 1.576

std Eff Coef. Std. BrrL t P>|t] [95% Conf. Interval]
slope -.4201332 .53132 -0.79 0.465 -1.785935 .9456683
bias .7022749  1.833565 0.38 0.717 -4.011054 5.415604

Test of HO: no small-study effects P =0.717

Fig. A7.5. Egger’s test of low-density lipoprotein cholesterol

8. High-density lipoprotein cholesterol



Study (year)

Li, Lyall et al. (2020)

Morand, Dubray etal. (2011)
Ponce, Benassi etal. (2019)
Simpson, Mendis et al. (20186)
Aptekmann and Cesar (2010)
Ribeiro, Dourado et al. (2017)

Overall, DL (I° = 0.0%, p = 0.507)

NOTE: Weights are from random-effects model

SMD
Effect (95% Cl)

0.24 (-0.78, 1.26)
0.00 (-0.98, 0.98)
0.25 (-0.22, 0.71)
0.00 (-0.65, 0.65)
1.04 (0.21, 1.88)
0.30 (-0.14, 0.75)
0.29 (0.03, 0.54)

%
Weight

6.22
6.72
30.01
15.12
9.53
32.39

100.00

T
-2

Fig. A8.1. Forest plot of high-density lipoprotein cholesterol
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Fig. A8.2. Sensitivity analysis of high-density lipoprotein cholesterol

Standard error of effect size

Funnel plot with pseudo 95% confidence limits

Effect size

Fig. A8.3. Funnel plot of high-density lipoprotein cholesterol
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Fig. A8.4. Egger’s regression plot of high-density lipoprotein cholesterol

. metabias _ES _seES,egger graphc
Note: data input format theta se theta assumed
Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 6 Root MSE = 1.031
std Eff Coef. Std. Err. E P>t] [95% Conf. Interval]
slope .1977551 .4217592 0.47 0.664 -.973236 1.368746
bias .2965928  1.328206 0.22 0.834 -3.391098 3.984284

Test of HO: no small-study effects P =0.834

Fig. A8.5. Egger’s test of high-density lipoprotein cholesterol

9. Systolic blood pressure

Study (year)

Li, Lyall etal. (2020)
Morand, Dubray etal. (2011)
Rangel-Huerta, Aguilera et al. (2015)

Ponce, Benassi etal. (2019)
Overall, DL (I2 =0.0%, p = 0.749)

<-4t

MD %
Effect (95% CI) Weight

0.00(-11.41, 11.41) 0.23
-3.00(-17.62, 11.62)  0.14
-1.00 (-1.54, -0.486) 99.10
3.00(-4.41, 10.41) 0.54
-0.98 (-1.52,-0.44)  100.00

NOTE: Weights are from random-effects model
I

-20 0

Fig. A9.1. Forest plot of systolic blood pressure
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Fig. A9.2. Sensitivity analysis of systolic blood pressure

Funnel plot with pseudo 95% confidence limits
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Fig. A9.3. Funnel plot of systolic blood pressure
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Fig. A9.4. Egger’s regression plot of systolic blood pressure



. metabias _ES _seES,egger graph
Note: data input format theta se theta assumed
Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 4 Root MSE =

.6818

Std_Eff Coef. Sstd. Err. t P>|t] [95% Conf. Interval]

slope -1.083633 .2309647 -4.69 0.043 -2.07739%4 -.0898724

bias .3276749 .4172575 0.79 0.515 -1.467639 2.122989

Test of HO: no small-study effects P = 0.515
Fig. A9.5. Egger’s test of systolic blood pressure
10. Diastolic blood pressure
MD %

Study (year)

Li, Lyall et al. (2020) !
Morand, Dubray et al. (2011)

Effect (95% Cl)  Weight

0.00(-8.21, 8.21) 10.35
-5.50(-16.14, 5.14) 6.59

Rangel-Huerta, Aguilera et al. (2015) - E -2.00(-2.39,-1.61) 65.15
Ponce, Benassietal. (2019) —é— 3.70 (-2.10, 8.50) 17.91
Overall, DL (I2 =30.7%, p = 0.228) €> -1.00(-3.88, 1.88) 100.00
JN.OlE_\AnghIs_aLe_tmm_tandnm_eﬂFﬂs model ;
-20 0 20

Fig. A10.1. Forest plot of diastolic blood pressure

Li, Lyall et al

Morand, yetal. (2011)
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Fig. A10.2. Sensitivity analysis of diastolic blood pressure



Funnel plot with pseudo 95% confidence limits
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Fig. A10.3. Funnel plot of diastolic blood pressure
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Fig. A10.4. Egger’s regression plot of diastolic blood pressure

metabias _ES _seES,egger graph
Note: data input format theta se theta assumed
Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 4 Root MSE = 1.297

Std_Eff Coef. Std. Err. o P>t [95% Conf. Interval]
slope -2.111866 .3165695 -6.67 0.022 -3.473955 -.7497778
bias .6000213 .7921347 0.76 0.528 -2.808259 4.008302

Test of HO: no small-study effects P = 0.528

Fig. A10.5. Egger’s test of diastolic blood pressure



11. Glucose

Study (year)

SMD o,

%

Effect (85% Cl) Weight

Morand, Dubray etal. (2011)
Rangel-Huerta, Aguilera et al. (2015)
Ribeiro, Dourado et al. (2017)
Overall, DL (I = 90.7%, p = 0.000)

—

: -0.11(-1.09,0.87) 2853
] —— 1.00(0.58, 1.42) 35.89
'

! -0.42(-0.87,0.03) 3558

— T e 018(087,122) 10000

NOTE: Weights are from random-effects mude\l

-1

Fig. A11.1. Forest plot of glucose

Morand, Dubray et al.

Ribeiro, Dourado et al

Fig. A11.2. Sensitivity analysis of glucose

Funnel plot with pseudo 95% confidence limits
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Fig. A11.3. Funnel plot of glucose
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Fig. A11.4. Egger’s regression plot of glucose
. metabias _ES _seES,egger graph
Note: data input format theta se theta assumed
Egger's test for small-study effects:
Regress standard normal deviate of intervention
effect estimate against its standard error
Number of studies = 3 Root MSE = 4.444
Std_Eff Coef.  Std. Err. t P>t [95% Conf. Intervall
slope .8914581 2.135592 0.42 0.748 -26.24381 28.02673
bias -2.410101 8.280575 -0.29 0.820 -107.6248 102.8046
Test of HO: no small-study effects P = 0.820
. 7
Fig. A11.5. Egger’s test of glucose
12. Insulin
MD %

Study (year)

Li, Lyall etal. (2020) .
1
Morand, Dubray etal. (2011) .
1
.
,

Effect (95% Cl)  Weight

0.00 (-8.21, 8.21) 10.35
-5.50 (-16.14, 5.14) 6.59

Rangel-Huerta, Aguilera et al. (2015) - -2.00(-2.39,-1.61) 65.15
Ponce, Benassi etal. (2019) — 3.70 (-2.10, 9.50) 17.91
Overall, DL (I2 =30.7%, p = 0.228) <:> -1.00 (-3.88, 1.88)  100.00
AIQIEJMalghIs_aLQOndnm_aﬁFns model T
-20 0 20

Fig. A12.1. Forest plot of insulin
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Fig. A12.2. Sensitivity analysis of insulin
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Fig. A12.3. Funnel plot of insulin
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Fig. A12.4. Egger’s regression plot of insulin



metabias _ES _seES,egger graph
Note: data input format theta se theta assumed
Egger's test for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 4

Root MSE = .5641
Std_Eff Coef. Std.i Err: t P>|t] [95% Conf. Interval]
slope -.1268301 .2484415 -0.51 0.660 -1.195788 .9421275
bias -.3274585 1.008392 -0.32 0.776 -4.666221 4.011304
Test of HO: no small-study effects P =0.776
Fig. A12.5. Egger’s test of insulin
13. Homeostatic model assessment of insulin resistance
MD %
Study (year) Effect (85% CI) Welght
Rangel-Huerta, Agullera et al. (2015) i —— -0.10 (-0.18, -0.02) 57.35
Ponce, Benassi et al. (2019) T 0.7 (+1.02,0.68) 1572
Ribelro, Dourada et al. (2017) _— 070 (-1.26,-0.14)  26.93
Overall, DL {I° = 54.3%, p = 0.112) ~<1__—‘;=» -0.27 (-0.67,0.12)  100.00
NOTE: Weights are from random-effects model
T T

-1

0

Fig. A13.1. Forest plot of homeostatic model assessment of insulin resistance

(2017)

Fig. A13.2. Sensitivity analysis of homeostatic model assessment of insulin resistance

Funnel plot with pseudo 95% confidence limits
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Fig. A13.3. Funnel plot of homeostatic model assessment of insulin resistance
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Fig. A13.4. Egger’s regression plot of homeostatic model assessment of insulin resistance

Egger's test

for small-study effects:

Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 3 Root MSE = 1.419
5td Eff Coef. S5td. Err. t P>t [95% Conf. Intervall]
slope -.0521869 .0788518 -0.66 0.628 =-1.054094 . 9497207
bias -1.246387 1.150504 -1.08 0.475 -15.86492 13.37215

Test of HO: no small-study effects P =0.475

Fig. A13.5. Egger’s test of homeostatic model assessment of insulin resistance

14. C-reactive protein

Study (year)

SMD
Effect (95% CI)

0.02 (-0.99, 1.04)

Li, Lyall etal. (2020)

Morand, Dubray et al. (2011)

0.37 (-0.62, 1.36)

Ponce, Benassi atal (2019) _— -0.30(-0.77, 0.16)
Simpsan, Mendis etal. (2016) —:—-— 007 (-0.59,0.72)

Ribsira, Dourado et al. (2017) ——e——— -1.00 (147, -0.53)
Overall, DL (I° = 64.7%, p = 0.023) <$:=- 0.26 (-0.76, 0.23)

NOTE: Weights are from random-effects model

%
Weight

13.85
1425
2555
20.96
25.39
100.00

R

Fig. A14.1. Forest plot of C-reactive protein
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Fig. A14.2. Sensitivity analysis of C-reactive protein

Funnel plot with pseudo 95% confidence limits
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Fig. A14.3. Funnel plot of C-reactive protein
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Fig. A14.4. Egger’s regression plot of C-reactive protein



Number of studies = 5§ Root MSE = 1.408

3td Eff Coef. Std. Err. t P>|t] [95% Conf. Interval]
slope -1.384521 .6307965 -2.19 0.116 -3.391997 .6229548
bias 3.340567 2.028863 1.65 0.198 -3.116179 9.797313

Test of HO: no small-study effects P = 0.198

Fig. A14.5. Egger’s test of C-reactive protein



