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Prevalence of obesity*, ages 18+, 2016 (age standardized estimate)
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TABLE 4 Changes in anthropometric measures at the end of the 8-week intervention and after 24 weeks of unsupervised follow-up® (4o °‘)C.> §o 39y

= 1WIHL TNy
—EE AR BESE AR W B s

(=

Qutcome , P value
variable Assosament period Week Wesk Wesk for overal
andgroup  Baselne Week8 Week32 B8-baselne P ES  32-baselne P ES  32-week8 P ES  interaction
Weight (kg)

(R 1140 46  1060(45 100047 7100 <0.001 50(18 0.005 2.1 (1.0) 0.047

ADF 048 44 86.5 (4.4) 89.1 4.5 8.2(0.9) <0.001 8715 0.001 26 (1.0 0.013

CR-ADF 19363 20463 19965 1.1(1.3) 0400 -0.35 0.7 (22 0774 =012 0.5 (1.4) 7™ 04 0.550
Weight (%)

CR 6.2 (0.9) <0.001 4416 0.011 1.8(1.0) 0.082

ADF BA(0G  <0.001 59(15 <0.001 2.0 (1.0) 0.006

CR-ADF 26(1.3) 0.056 0.64 1523 0.406 029 1.1(1.4) 0.456 0.2 0.456
BMI (kgym')

CR 395014 EYANIR) 378 (1.6 2403 <0.001 1.7 (0.6 0.007 0.8 04 0.045

ADF B804 326 (1.4) 336 (1.5 3203 <0.001 2205 <0.001 1.0 0.4) 0.008

CR-ADF 37 2.0) 45 (2.1) 4202 0.7 (0.5 0136 064 0508 0588 025 0.2 .5 0.65 0.19 0.207
Total fat mass (ko)

(R BABET 4126 43ERY 37005  <0.001 25(11) 0.028 1.2 0.8) 0.162

ADF 377 26 339 (2.5 335248 37(0.5) <0.001 4210 <0.001 0.4 0.8) 0.606

CR-ADF 1.1 8.7 11.1 (3.6) 12.8 @.0) 0.0(0.8) 0.995 0 16 (1.5 0.201 045 16(1.2) 0173 0.5 0371
Total fat mass (%)

CR 434 (1.7) 24 (1.7) 27017 1.0(0.3) 0.007 0.7(0.5 0.222 0.3 0.5) 053

ADF 306 206 3OO 1.1{0.3) 0.002 2405 <0.001 1.3 0.5 0.015

CR-ADF I1£3 3224 4724 0.1(0.5) 0.826 0.09 1.708 0.035 043 16 0.7) 0.0% 0.% 0.078

Victoria A., Obesity, 2016 33
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TABLE 4 Changes in anthropometric measures at the end of the 8-week intervention and after 24 weeks of unsupervised follow-up® (aolsl) yge 49,0

Qutcome As ¢ variod P value
variable oo S pert Week Week Week for overall
and group  Baseline Week8 Week32 B-baseline P ES  32baselne P ES  32-week8 P ES interaction
Trunk fat mass (kg)

CR 26.0 (1.8) 239170 24.7 (1.8) 2104 <0.001 1.3 0.7 0.054 08 0.4 0.093

ADF 009017 18517} 18217 24104 <0001 27 0§ <0.001 0.3 04 0.436

CR-ADF 5.1 (2.5) 8.4 (2.4) 6.5 (2.5) 0.3 (0.5) 0.637 0.2 1.4 09 0.144 0.63 1.1 {0.6) 0.083 0.76 0.215
Trunk fat mass (%)

CR 23.1(1.0) 224 1.2 227 1.0) 0.7 (0.3) 0.017 0.3 0.4 0.34 0.3 0.3 0.274

ADF WA 2200 203(11) 09 (03 0.001 1803  <0.001 08 03 0,005

CR-ADF 1.0 (1.6) 1.3 (1.7 24 (1.5) 0.3 (0.4) 0.484 0.3 1.4 {0.5) 0.009 1.19 1.2 0.4) 0.007 1.24 0.016
Lean mass (kg)

CR 60.9 (3.0 hd.2 (2.8) 793 (2.8) 2.6 (0.6) <0.001 1.6 {0.6) 0.022 1.1 0.5) 0.051

ADF 53228 50027 521 [27) 32068  <0.001 12 0.6 0.072 2005 <0001

CR-ADF 7.7 (4.0) 8.2 (3.8 7.2(39 05009 0.539 0.26 04 09 0.64 02 1.0 0.7) 0197 0.55 0.424
Lean mass (%)

CR .2 (1.6) 55.1 (1.6) A8 (1.7) 091(0.3 0.016 0.5 0.5 0.309 0.3 .5 0.509

ADF 571(15  580(16 593 (16) 09 (03 0.009 2205 <0001 13 05) 0.012

CR-ADF 2822 2923 4523 0.1 {0.5) 0.9 0.04 1.7 0.7 0.026 0.99 16 0.7) 0.026 0.99 0.061

ILinear mived-effects model analysis with unstructured covariance was used to assess the efficacy of intervention on each outcome varable. Test of fime by group interaction was used o test the efficacy of intervention
(zee P value for overall interaction). Results are mean (SE). Significant P values (P <0.05) are indicated in bold. Effect size (ES) is calculated as (2 X 1 value) DF, where degrees of freedom (DF). Hand calculations for
betwean- and within-group differences may not be equal to data shown because all data wene rounded to 0.1 decimal place. Weight changes from scale weight (kg) do not match waight changas from sum of DA fat
mass and lean mass due to the diferent methodologies used to measure these outcomes, For CR: n =12 for basaline and week 8, n= 10 for week 32; for ADF: n =13 for baseline and week §; n=11 for weak 32,

non-missing cbservations: n=71. . . : 34
BMI, body mass index. Victoria A., Obesity, 2016
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TABLE § Changes in resting metabolic rate at the end of the 8-week intervertion and after 24 weeks of unsupenvised follow-up®  (aolol) ygi0 g s

Qutcome , P value
variable Assessment pefiod Week Week Week for overal
and group Baseline = Week8  Week32 G8-baselne P ES 32-baselne P ES 32-week8 P  ES interaction
Unadjusted RMR (kcal/d)

(R 18925 (67.7) 17193 [693) 18073 (722) -1732(362) <0.001 -60.2 (3.0) 0039 66.0 (222) <0.001

ADF 16401 (65.1) 15397 (66.6) 15672 (69.2) -1004 (34.1) 0.007 -129 (373)  0.063 2150220 0223

CR=ADF 224 (839) 1796 (%2 2401 (10000 -728(490) 0161 062 -123(40) 082 009 605313 0065 -081  00%

Adjusted RMR (kcal/d)’”

(R 17576 (37.0) 16460 (328) 166153 (166 —1116(369)  0.006 —~761 (359 0.045 306224 0126

ADF 16690 (342) 16728 (335) 16508 (20.1) -162(366) 0662 -202 (32) 0416 -130 (225 0569

CR-ADF 666 (b1.1) -266 (48.1)  21.7(298) 954 (514) 0076 077 -469(497) 0366 039 485(318 014 -064 014

*Linear mivad-affacts model anaysis with unstructured covariance was used to assess the efficacy of intervention on each outcome variable. Test of time by group interaction was sed to test the eficacy of intarvention
ieea P value for overall intaraction). Resuts are maan (SE). Sonificant P values (P <0.06) are indicated in boid. Effact size (ES) ks cakculated as (2 X 1 valug)/ DF, whare dagrees of feadom [DF). Hand calculations for
hatwaen- and withn-group differences may nat ba equal to data shown bacause al data wene roundad to 0.1 decimal place. For CR: n =12 for baseline and week 8; n =10 for week 32; for ADF: n=13 for basaline
and week B n =11 for weak 2 non-missing obsamvationg: n =11,

"RMR results axcluda one obsanvation at waek 32 for one sublect in ADF bacausa the value was physiologically implausibia,

“RMR resvits adusted for fat-free mass FFM) and fat mass (FM),

MR, resting matabole rai8.  victoria A., Obesity, 2016 @
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Figure 3. Weight Loss by Diet Group Relative to Baseline
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Table 2. Pairwise Effects Estimates of Diet on Mean Changes From Baseline in Body Weight and Risk Indicators for Cardiovascular Disease®

Change in ADF - Change in DCR

Change in ADF - Change in Control

Change in DCR - Change in Control

(95% Cl) (95% CI) (95% CI)
Outcome Variable At 6 mo At 12 mo At 6 mo At 12 mo At 6 mo At12 mo
Body weight, % change 0.0 -0.7 -6.8 -6.0 -6.8 -5.3
(-2.210 2.2) (-3.1t0 1.6) (-9.1to-4.5) (-8.5t0-3.6) (-9.1to-4.6) (-7.6t0-3.0)
Fat mass, kg 0.9 0.0 -4.2 -2.0 -5.1 -2.0
(-1.3t0 3.1) (-2.4t02.4) (-6.6t0-1.8) (-4.4t0 0.5) (-7.5t0-2.7) (-4.4100.4)
Lean mass, kg 0.6 0.5 -1.5 -0.9 -2.1 -14
(-1.0t0 2.2) (-1.2t02.2) (-3.2t00.2) (-2.7t00.9) (-3.8t00.4) (-3.1t00.3)
Visceral fat mass, kg 0.2 0.1 -0.4 -0.4 -0.6 0.5
(-0.1t00.5) (-0.2 to 0.5) (-0.7t0-0.1) (-0.7t0-0.1) (-0.9t0-0.2) (-0.8t0-0.2)
Blood pressure, mm Hg
Systolic 0.8 -1.1 —= 1| -2.3 -3.9 -1.24
(-7.1t08.7) (-9.5t07.4) (-11.3t05.2) (-11.0to 6.4) (-12.1t0 4.4) (-9.7t0 7.2)
Diastolic -0.3 -3.0 -1.5 -0.1 -1.2 2.9
(-5.9 to 5.4) (-9.0t0 3.0) (-7.4t04.4) (-6.3t06.1) (-7.1t04.6) (-3.1t0 8.9)
Heart rate, beats/min -4.9 -2.0 -5.8 -1.2 -0.9 0.8
(-10.1t0 0.4) (-7.7t03.8) (-11.3t0-0.3) (-7.1to 4.7) (-6.4 to 4.5) (-4.8t0 6.4)

Trepanowski , American Medical Association, 2017
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Table 2. Pairwise Effects Estimates of Diet on Mean Changes From Baseline in Body Weight and Risk Indicators for Cardiovascular Disease®

Outcome Variable
Cholesterol, mg/dL
Total

HDL

LDL
Triglycerides, mg/dL
Glucose, mg/dL
Insulin, plU/mL
HOMA-IR?
HS CRP, mg/dL

Homocysteine, mg/L

Change in ADF - Change in DCR

Change in ADF - Change in Control

Change in DCR - Change in Control

(95% CI) (95% ClI) (95% CI)

At 6 mo At 12 mo At 6 mo At 12 mo At 6 mo At12 mo

3.4 9.7 -4.3 4.2 -7.6 -5.6

(-7.2 t0 13.9) (-2.2to 21.7) (-15.4 to 6.9) (-8.2 to 16.5) (-18.8 to 3.6) (-17.6 to 6.4)
6.2 1.0 8.4 2.9 2.2 1.9

(0.1to 12.4) (-5.9 to 7.8) (1.9 to 14.7) (-4.2 to 10.0) (-4.3t08.7) (-5.1 to 8.9)
2.5 11.5 -2.6 1.2 -5.0 -10.3

(-6.0 to 10.9) (1.9 to 21.1) (-11.5t0 6.4) (-8.7to 11.2) (-14.0 to 3.9) (-19.9 to -0.6)
-10.5 -9.9 -19.1 -24.4 -8.6 -14.5

(-26.7 to 5.8) (-28.3 to 8.6) (-36.3t0-1.8) (-43.5to -5.3) (-25.9 t0 8.7) (-33.1to 4.0)
-1.4 5.7 -6.3 -39 -4.9 -0.6

(-8.0t0 5.2) (-1.6to 13.0) (-13.3t00.7) (-11.5 to 3.6) (-12.0to 2.1) (-17.1t0-2.2)
-0.4 -1.3 -7.5 -50 -7.0 -4.6

(-5.5to 4.7) (-6.9 to 4.3) (-12.9to -2.0) (-11.7 to -0.1) (-12.5t0 -1.6) (-10.4 to 1.2)
0.07 0.02 -2.49 -1.86 -2.56 -1.88

(-1.56 to 1.70) (-1.78 to 1.81) (-4.22 to -0.76) (-3.73 to 0.01) (-4.30 to -0.82) (-3.72t0 -0.03)
-0.04 0.00 -0.07 -0.07 -0.04 -0.07

(-0.19 to 0.11) (-0.16 to 0.17) (-0.23 to 0.08) (-0.24 to 0.11) (-0.19 t0 0.12) (-0.24 to 0.10)
0.03 0.03 0.10 0.02 0.06 -0.01

(-0.10 to 0.17)

(-0.12 to 0.18)

(-0.04 to 0.24)

(-0.13 to 0.18)

(-0.08 to 0.20)

(-0.16 to 0.14)

Abbreviations: ADF, alternate-day fasting; DCR, daily calorie restriction;

HDL, high-density lipoprotein; HOMA-IR, homeostasis model assessment of

insulin resistance [calculated as insulin * glucose/405, where the unit of

measure for insulin is in micro-international units per milliliter and the unit of

measure for glucose is milligrams per deciliter]; HS CRP, high-sensitivity
C-reactive protein; LDL, low-density lipoprotein.

per liter, multiply by 0.0259; to convert triglycerides to millimoles per liter,
multiply by 0.0113; to convert glucose to millimoles per liter, multiply by
0.0555; to convert insulin to picomoles per liter, multiply by 6.945; and to
convert homocysteine to micromoles per liter, multiply by 7.397.

@ Data were included for 100 participants; mean (SD) values were estimated
using an intention-to-treat analysis with a linear mixed model.

51 conversion factors: To convert total, HDL, and LDL cholesterol to millimoles

Trepanowski , American Medical Association, 2017
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Baseline (n = 81)

Week 16 (1 = 68)

Body weight 2 kg
BMI 2, kg/m?
Total FFM 2, kg
Total FM 2, kg
TC 2, mmol/L
Triglycerides 2 mmol/L
HDL-C 4, mmol/L
LDL-C 2, mmol/L
hsCRP 2- 2, mg /L
Glucose 2, mmol/L
Insulin 2, mU/L
SBP 2, mm Hg
DBP 2, mm Hg

99.6 = 15.6
35.5 X 55
507 £ 7.9
451 + 11.2

5.3+ 1.0
1.5+ 0.8
1.3 0.3
3.3 + 09
3.2 4+ 2.6
5.5+ 0.6

124+ 7.3
120.6 4+ 12.8
747 + 9.0

87.1 = 14.0
31.1 &= 5.1
488 £ 7.6
34.8 + 10.2

47 + 0.9
1.1+ 05
1.3 +0.3
2.9 4+ 0.7
29422
53+ 04

8.01 =42
1122 £ 9.7
71.1 = 8.7

ADF + DER
Baseline (n = 82) Week 16 (n = 67)
100.6 = 19.6 90.6 4+ 18.7
35.7 &= 5.8 31.9 455
51.1 =91 497 4+ 9.2
457 + 13.1 37.3+ 12.8
52+ 1.0 47 + 1.0
1.4 4+ 0.6 1.2 + 0.6
1.3+ 0.3 1.2 4+ 0.2
3.3 + 0.9 2.9 4+ 0.8
3.7+ 25 3.0 + 2.2
54 + 0.4 534+ 04
134 4+-84 9.1+ 45
1194 4+-12.9 112.2 4+ 9.9
7h6 +94 71.5 1+ 7.8

0.803
0.913
0.842
0.674
0.754

0.029 3
0.154
0.987
0.450
0.341
0.334
0.893
0.394

DER, standard meal replacement program; ADF + DER modified meal replacement program; BMI, body mass
index; FFM, fat free mass; FM, Fat Mass; TC, Total Cholesterol; HDL-C, high density lipoprotein cholesterol; LDL-C,
low density lipoprotein cholesterol; CRF, high sensitivity C Reactive Protein; SBL, Systolic blood pressure; DBF,
Diastolic blood pressure. p-values are reported for between-group differences over time (time = diet interaction)
using linear mixed-effects model analysis. 1 Values are Means =+ SD. Biochemical measures, blood pressure and
nutrient status assessed in fasting state. * significant main effect of time (p < 0.001), using linear mixed-effects model

analysis. 3

significant effect of time = treatment (p < 0.05), using linear mixed-effects model analysis. 4 significant

main effect of time (p < 0.01), using linear mixed-effects model analysis. 5 For CRP data, only participants with CRI”
concentration <10 mg /L were included in analyses; baseline: n =71 DER; n = 68 ADF-MREFD; week 16 n = 61 DER;

n =56 ADF + DER.

Bowen J,Nutrients 2018



Table 1 | Participant characteristics before (week 3) and after (week 10} the weight loss period

Group ADF-LF (n =15 ADF-HF (n = 14

Time Week 3 Week 10 Week 3 Week 10

Age [y 43.2+2.3 424 +30

Body weignt (kg) 88.0+3.0 83.7 +2.7° 89.2+28 84.5+27/°
Body mass index (kg/m’| 344+0.8 327 +0.7° 346+07 328+0.7°
% Fat 416+ 1.1 418+ 1.1 404+0.8 392+10
Fat mass (kg) 369+19 354+ 19 361+14 33.2+ 150
Waist circumference 984+19 904 + 2.3 98.0+19 90.8 £ 1.9
Total cholesterol (mmol/L) 50+0.2 42 +0.2° 50+03 4.3+0.2°
IDL cholesteral (mmol/|] 3.0+0.2 23+0.2 28+02 2.3+0.2
HDL cholesterol (mmol/L) 1.5+0.1 1.5+0.1 1.6+ 0.1 1.6+0.1
Triglycerides (mmol/L) 1.1£0.1 09 +0.1° 1.4+02 1.3£0.2°
Glucose (mg/dl) 1074+29 105.1+20 1084 +30 105.7 +2.2

Values reported as mean + SEM. Alternate day fasting highfat diet [ADFHF); abernate day fasting low fat diet [ADF-LF).

P < 0.05 within group difference (from week 3 to week 10).

Varady.Krista., SCIENTIFIC REPORTS,2015
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A Typical American Eating Pattern (3 meals plus a late evening snack every day)

high Glhucose /\/v'\/\ /—\—/\_/\/\

low

high

Ketones
low ‘L + ¢ ¢ J,
l \ ; ¥ ¥ i '
12 AM 12 PM 12 AM 12 PM 12 AM

B high 1 Day Fast (e.g., alternate day fasting or “5:2” IF)

Glucose M\/—\\
low

high
Ketones

o ¥ J $

| 1 | 1
12 AM 12 PM 12 AM 12 PM 12 AM
C high Time restricted feeding (18 hours of fasting every day)
Glucose /\/‘\/\ m
low -
high
Ketones e e ———
low ‘L ¢ +
L} 1 + * | 1 |
12 AM 12 PM 12 AM 12 PM 12 AM
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(b) Fasted state: glucagon dominates

4 Glucose oxidation

4 Glycogen synthesis
1 Fat synthesis
4 Protein synthesis
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Fasting

Ketones'

Fatty acids

. K
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Lipolysis | |

Fatty acids
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Synaptic plasticity
Enhanced cognition
Enhanced neurogenesis
Reduced inflammation
Enhanced autophagy

Increased
parasympathetic tone

Reduced: glucose, insulin, leptin,
total cholesterol, CRP, TNF, IL-6,

Decreased resting heart rate
markers of oxidative stress, IGF-1

Increased heart rate variability

Decreased blood pressure
Increased: 30OHB, adiponectin

Increased insulin sensitivity
Ketone body production

Increased insulin sensitivity
Enhanced autophagy

0 B Fatty acid mobilizati
Mark P. Mattso,Elsevier,2016 —I arly acie mobiiizarion 406

Reduced inflammation
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Alternate-day fasting
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to Intermittent Fasting
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Every day, you fast for 16 hours, then eat within an
8-hour window.

For example...

You can have water,
or coffee and tea
(with no milk or
sugar).

You can have anything
you want (though
healthy foods are
encouraged) without
= '.‘ counting calories or
?‘ macros.
Moro et al. J Transl Med (2016)
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TABLE 6 Changes in metabolic measures at the end of the 8-week intervention and after 24 weeks of unsupervised follow-up®

Qutcome As + period P value
variable Sossmen per Week 8- Week 32- Week 32- for overal
and group Baseline Week 8 Week 32 baseline P ES baseline P ES week 8 P interaction
Cholesterol (mg/idLy’

Ch 171.3 (10.0) 1497 (10.6) -AN.7 68 0.004

ADF 166.9 0.6 135.1 (10.1) -HEE5 <0001

CR-ADF 45139 146 (146 101 84) 02  -045

HOL (mg/dL)”

CR 38922 348 (2.0 —-42(14) 0.043

ADF 38221 341 (1.9 —-42(19) 0.035

CR-ADF 0.7 R1) 07 (2.7) 00 @7 0 0

LDL (mg/dL)®

CR 104.5 B.§ 876 (B9 -16.9 @49) 0.002

ADF 100.0 .3 74 (86 -R6@7) <0.,001

CR-ADF 45118 102 (12.4) 576 0412 -03%

Triglycerides (mg/dL)

CR 139.6 (14.6) 135 (115 1516 (23.4) -28(13 0.504 120 (17.1) 0.489 14.9 [182) 0422

ADF 142.9 (14.0) 179 (11.1) 148.1 (4.2 -250(109 0.031 51 (188) 0.787 30.1097) 013

CR-ADF -33@02) 1858 (16.0) 36 (336 22 (157 017 -08 6.9 [254) 078 011 -153 2638) 0574 0M 0.382
Glucose (mydl)

CR 916 2.1) 949 (1.8 B322 3303 0.166 1.70.9 0.38 1621 0472

ADF B84 2.0) 944 (1.7) 91023 6.0 @.1) 0.01 26 1) 0.28 -34 22 0.14

CR-ADF 3229 05 (25 2432 -27@.10) 03 037 -09 28 0.76 0.13 1961 055 -0.25 0.68
Insulin (pliml)

CR 193017 191 (21) 172(21) -0224) 0.945 -2022 0.35 1803 0.157

ADF 133016 163 (20) 137 (2.1) 303 0.207 04 2.2 0,85 -26(14) 0075

CR-ADF 5924 2829 35030 31463 032 04 24031 0437 03 0rng 0703 -0.16 162 D9

B e -~ Fe—
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TABLE 6 Changes in metabolic measures at the end of the 8-week intervention and after 24 weeks of unsupervised follow-up®

Outcome Assessment period P value
variable Week 8- Week 32- Week 32- for overall
and group Baseline Week 8 Week 32 baseline P ES baseline P ES week 8 P interaction
Insulin (uli/mL)

CR 183017 181 [21) 172 (27) -0224) 0.545 -20 23 0.359 -18(13 0157

ADF 133 (1.6 163 (20 137 (27) 3023 0.207 0423 0.555 —26014 0075

CR-ADF 5924 2829 3530 =31 33 0.352 0.4 -24 @37 0.437 033 07ng oFos -076 0.642
Si [ 10° plmL minj]

CR 26 049 26 (0.8 32017 0002 0.967 0.7 08 0421 0709 0461

ADF 1909 2008 30019 0102 0.676 1108 0.218 1009 0295

CR-ADF 06(1.3 06 (1.3 0324 =01 03) 0.7 0.1 —040.3 0.735 015 =0303 0BG 0.1 0.538
Leptin (ng/mL)

CR 305 G4 192 29 440 -3 23 <0.001 090 0.761 122 30 <0.001

ADF 29233 152 (28 2.1 (48 —13924) =0.001 =31 33 0.363 EREI 0.003

CR-ADF 1337 40 4.0 53067 2733 043 033 4015 03 -0 14 @5 ore1 -013 0.5
Ghrelin (pg/mL)

CR B10.3 B30 B33 (79.4) BR16 (565 BAOW5H 0.079 7143432 0.048 —127 @&1) 0.79%

ADF T75.8 [B14) Q002 (773 7924 (57.5) 1244 463 0.013 T6.6 38.7) 0.673 —107.8 p02) 0.043

CR-ADF J45(T3E) =58 ({110 B) B33 (BD.E) —404 B4.9 0.54 0.26 548 BE1E) 0.3 —044 95.2 B9E) 018 05 0.364
BONF (pg/mL)

CR 225521 1934.4) 18,510.0 {2,070 &) 1B31I7E (1640 —404271 21243 0.07 42343 4537 0088 —192.2 2.380.7) 093

ADF 20,934.6 [1,B38.5) 20,1654 (1,9894) 25,7380 (19369 —789.2 20410 0.7 —48034 4800 0085 SAT2E 4140 0.03

CR-ADF 16175 26825  —16h04 (2BM5) 7420226778  -3272923459 0.278 0.45 00377 G4883 0016 108 -576d.8 (33005 0103 0.71 0.053

*Linear mixed-effacts model analysis with unstructured covardance was used to assess the efficacy of infervention on each outcome variable. Test of time by group interaction was used to test the efficacy of intervention
(see P value for overall interaction). Results are mean (SE). Significant P values (F <0.05) are indicated in bold. Effect size (ES) & calculated as (2 % f value)y )OF, where degrees of freedom [DF). Hand calculations for
betwean- and within-group differences may not be equal to data shown because all data wene rounded to 0.1 decimal place. For CR: n =12 for baseline and wesk B n =10 for week 32; for ADF: n= 13 for basdine
and week 8 n=11 for week 32, non-missing obsenvations: n=71.

®No avallable data for week 32.

HOL, high-density lipoprotein; LOL, low-density lipoprotein; Si; insulin sensitivity index; BONF, brain-denved neunotrophic factor. 56
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